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Thénh phin hoat chiit:

M&i vién nén bao phim chin: Rivaroxaban 20mg

Thanh phin t4 duwge:

Hypromellose, mycrocrystalin cellulose, lactose monehydreat, natri lauryl sulfat, croscamellose natri,
magnesi stearat, phim méiu 46 Opadry 04F250004,

DANG BAO CHE

Vién nén bao pham

Vign nén hinh trdn, hai mit 141, mau db sfim, duge khile 58 =20 & mit mat,

CHI DINH

Nareeeri {dm

Phéng ngia dt quy v IJ.'m}m tilu: mach todn thin ¢ bénh nhin ngl.rért im b rung nhi khong do bénh

by van tim "-':in mdt hofic nhiéu yéu b gy co nhir suy tim sung huyét, ting huyét ap, twoi = 75, dai
théo duwimg, tien dot guy hogc con thitu mau ndo thodng gua.

Ditu trj huyét khéi tinh mach siu (V) va thuyén e phai (PE), vi phing ngim b phit DVT va PE
& ngurdsi Iom (xem mye Canh bio v thin trong khi dimg thubic di vai bénh nhin PE khing én
dinh vé huyét djng).

Tré em

ﬂi_&u trj huyét khdi tinh maeh (VTE} va ngin ngima tai phat VTE ¢ tre em va thanh th ien nign dundi |8
tudd vi cfin nding trén 50kg s it nhit 5 ngay ké tr ngay khoi diu didu i thude ching ding mau gua
duimg tiém.

f'j.ﬂu DUNG, LIEU DUNG

Phiing meira S0 quy v Hieyén tde mach todm thin & newdi lim
Litu khuvén cdo 1a 20 me mét lin mdi ngay, dédy efing 14 licu 161 da dure khuyen edo,
Litu plmp diéu tr| v rivaroxaban nén dirgre thire hién trong thid gian dai vin lgd ich do phong 36t

quy vi thuyén tic mach todn thiin vegl (rgl 50 wai nguy oo chay mau (xem mipe Céanh bio Thiin
trong khi dimg lhuul‘.‘j

Néu 1 1 mit ]I.El:l bénh nhin nén dﬁugm'amxﬂhﬁn ngay ldp toe vi t[ép tuc viio ngay him sau vin
lidu lugmp mit liin méi ngév thee khuyén cdo. Khong dwpe ting liéu gip doi trong eing ngay dé bi
cho lidu d3 quén.

Bliéu tei Fugyes ki vk mach sdu (DVT) w thuyén tidc phai (PE), phing ngte idi phdt DVT v PE &
ngieei lon:
Licu khuyén cao d9é khdéi dau didu t DVT holic PE edp tinh 14 15 mg x 2 ln/ngay trong ba tudn dau,
tlidp theo 14 20 mp x | lin/ngdy &8 digu tr] duy tri va phing ngia DVT va PE i phit,
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Thén gian didu tr nghn (it nhit 3 thiang) nén dircge xem xét & nhitng bénh nhin DVT hobe PE giy ra
biri cdic yéu th nguy co thodng qua nghiém trgng (tre 14 phite thudt [én hode chin thuong nghiém
trong gin ddy). Thir pian digu trj dai hom nén duge xem xét & nhimg bénh nhin co DVT hoje PE 6
ngrvén nhin khfmg lien quan dén cie yéu 1 nguy co thodng qua nghiém trong, DVT hofic PE khiing
nguvén nhén, hodic ¢o tién s DVT hofic PE tii phat.

Khi co chi dinh kéo dai phong ngira DVT va PE tii phit (sau khi hoén thiénh li¢o phap diéu tri DVT
hode PE it nhit 6 thing), lidu khuyén edo 14 10 mg x 1 Jan/ngay. Cin nhic sir dung lidu rivaroxaban
20 mg x | ln/ngdy trén nhitng bénh nhin b nguy co DVT hode PE Wi phit duge col 1 cao, chang
han nhu nhilng ngwdi ¢é bénh kém theo phire tap, hode nhimg nguid da @i phat DVT hoje PE ik
fidu dyr phing kéo dai rivaroxaban 10 mg x 1 lin/ngdy.

Then gian dicu trj va L chon lidu nén duoe cd nhin hoa sau khi ddnh gié_ﬁfm thén lo deh didu 1] so
viri nguy o chity mau (xem muc Ciinh bio va thin trong khi dang thuic).

Khodng thii gian Lich ding thude | Tong liéu hing ngay
;;E ma EE"’E’,’E Ngay 121 15 mg x 2 iy 30 mg
ai phat Ngay 22rdrdi | 20mgx | linfngéy 20 mg
Thing ngira DVT | Sau khi hodn thanh lidge | [0 mg x | ln/ngay 1 mg
4 PE tdi phét phép it nhit 6 thing dbi hoide hojc
voi DVT hofic PE__| 20 me x| lnnghy | 20 mg

Néu b 1y mdt ligu trong giai dogn dicu i 15 mg x 2 tén"njg.ﬁg {ngay 1 - 21}, bénh nhin nén ding
tivaroxaban ngay 1p tire d¢ dam bdo di 30 mg rivaroxaban mdi ngay. Trong trudmg hop nay co the
uding hai vién 15 mg cing mét lie. Bénh nhin nén tiép e vai litu 15 mg x 2 lanfgay nhu khuyén
cfio vao ngdy hdm sau.

Néu ba 1o mil licu trong giai doan ditu trf mot lin méi npdy, bénh nhén nén ding rivaroxaban ngay
I§p tire, va liep tue vio ngiy hém sau vii haomg mit kin mdi ngay nhu khuyén cio. Khong duge ting
liéu php 481 trong ciing ngdy d¢ bl cho liew da quén.

Diidh brf haeyét kst tinky mach (VTE) v di phang tdi pher VTE & trd em v thank thiew mién

Bibu trj rivaroxaban & teé em va thanh thigu nién dwoi 18 tudi nén duge bt diu sau it nhit 5 ngay kE
tir npdy lchévi diu didu tri thude chiing ddng méu qua duémg tiém.

Lidu ding cho tré em va thanh thidu nién duge tink dya rén trong hegng eor thé,

- Trong lugng eo thé tir 30 kg trdr én:

Khuyén cdo ditng liéu rivaroxaban 20 mg mét lin mdi ngay. Day 14 Bidu 18 da hing ngay.

- Tromg lwgng oo the tir 30 dén 50 kg:

Khuyén cdo ding lidu rivaroxaban 15 mg mit 1in méi ngdy. Piy 13 liéu 15 da hing ngay.

Chn thudmg xuyén theo dai ciin ning cla 1€ va xem xét litu. Diéu nay d& diam bdo duy tri liéu diéu
trj. Vide dicu chinh liéu chi nén duoc thue hién dia trén sy thay b trong lugmg cia co the

Thiri pian diéu tri efn dwoe duy tr rong it nhit 3 thang & 1 em v thanh thifu nign. Thai gian digu
trf &6 thé kéo dii ddn 12 thang khi cin thiét vé mat 1m sng. Khing cd dit lidu e sn & tré em ang
hiy viée pigm lidu sau 6 thing diéu tr], Nén déch gid loi ich-nguy co cla vide tiép tye didu tr sau 3
thing dira wén co sé timg ¢i nhén, o tinh dén nguy co 1ai phat huyét khot so v6i npuy co chily mdu
ticm .

Néu b 1& mit liéu trong giai doan didu trj méi lin mf:-i ngay, bénh nhin nén ding rivaroxaban ngay
lip tire, v lidp tue viio ngay hdm sau vén hrong mii lin min ngdy nhir klmy&n ¢do. Khing dugpe tang
ligu gip ddi rong clng ngay dé bir cho ligu da quén.

Chigvén tie Thudic 367 hdng vitamin K (VKA) sang rivavoxaban.
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- Pbi vai bénh nhin duge didu trf dé phing ngla dat quy va thuyén tic mach todn thin:
Nén ngimg didu ] VKA v bit diu diéu trf bing rivaroxaban khi 1 12 chufin béa quic 12 (TNR-
[nternational Normalised Ratio) = 3,0,

- Déi véi didu trf DVT, PE va phong ngira thi phit & ngudi Wém vt véi dies i VTE v phing
ngira i phat & bEnh nhiin nhi:

Nén ngimg didu trj VEA va bilt diu diéu trj biing rivaroxaban khi INR = 2,5,
Khi chuyén bénh nhin tr VEA sang rivaroxaban, gid iri INR s tang pia sau khi ueng rivaraxaban,
MR khong co gid trj d& do hogt tinh chong déng médu eia rivaroxahan, do do khiimg nén sir dung
(xem mue Twong the thube).
Chuyén tie vivaraxaban sang Thude Aol khdng Vitamin K (VEA):
Cé kha nfing xay ra tinh trang uhélng dong khdng d trong qua trinh chufénrtl.‘r rivaroxaban sang VKA.
Cé'm dam bao chong dong di lién tye trong qua trinh -:.huyén sang thude ching dong thay the. Cain e
v ring rivaroxaban o6 the gdp phin lam ting INR,
(} nhitng bénh nhin chuyén tir rivaroxaban sang VEA, nén sir dung dong thii VKA cho dén khi INR
= 2,0. Trong hai ngdy diu tién cia giai doan chuyén dbi, nén sit dyng licu tiéu chuin ban diu cia
VKA. sau d6 13 litu VEA difu chinh theo két qua INR. Trong khi bénh nhén dang sir dung ca
rivaroxahan va VKA, TNR khing nén duge kiém tra stm hon 24 gicr suu ligu dilng trrée va trade khi
dimg licu rivaroxaban tiép theo. San khi ngimg st dhung rivaroxaban, xé1 nghigm INR o the dugre
thye hién mdt cheh dang tin cfiy ft nhit 24 giir sau liéu cudi ciing {xem muyc Twong tic th wiie v Die
tinh dwe diing hoc).
Fénh nhin nhi: Tré em khi chuyén tir rivaroxaban sang VKA ciin tiép tye sir dyng rivaroxaban trong
48 gidr sau lieu VEA diu tign. 2 ngdy sau khi ding két hop ca rivaroxaban va VKA, cin danh gid
INR tréee khi tifp tue lidu VKA tidp thee theo ki hogeh, Viée ding két hop rivaroxaban va VEA
nén duge Bép tue dén khi INE = 2,0, Sau khi dimg rivaroxaban, Kiém ta INE sau liéu cudi eing sit
dung (xem mye Twong tie thuie),
Chuydn i thuce chong ding mdu duwdng tidm sang rivaroxaban:
131 vari nhitng bénh nhiéin hign dang ding thudic ching déng méu didmg tiém, hiy ngimg thube -.:I:léu;.g
ding duéing (iém va bat Jau dang rivaroxaban 0 dén 2 pidy trude thiri dicm ding thudie theo lich ticp
theo (dii v heparin trong lugng phiin lir thap) hode tai thivi diém ngimg sir dung san phém thudc
chiing dong duimg tiém ding lién tye (ddi vor heparin khdng phin dogn iém tinh mach),
f.‘.F::U.-.E'n tir rivaroxaban sang thude chong déng mdu dwdng tiém:

Diwng Ligu ddu tién cta thude chéng dong miu duwdmg tidm vio thii diém uéing lidu rivaroxaban tidp
theo.

i BEnh mivdn doc bigt;

Ngirai suy thdn

Mguwin lom:

Elrti'fiéu iAm sing han ché trén bénh nhin suy thin nding (dd thanh thai creatinin 15 - 29 mlfphir) chi
ra thng ning 4 rivaroxaban trong img.rét tremg ting 1én dang ké. Do di, rivaroxaban phiti dirge sir
dyng thin trong che nhitng bénh nhin ndy. Khing kbuyén cao sit dung & nhimg bénh nhan cd 4§
thanh thii ereatinin < 15 mbphit {(xem mye Canh bdo vd Thin trong khi ding thude va Die tinh
durgre ding hge).

Trrbmg hop suy thin trung binh (4§ thank thii creatinin 30 - 49 ml/phit) hofic suy thin ndng (43
thanh thai creatinin 15 - 29 ml/phit), dp dung khuyén nghj vé lidu legmg sau déy:
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- phing ngira dit quy va ie mach hié thiing & bénh nhin rung nhi khang do bénh van tim, liéu
khuwén cao 1a 15 mg x 1 Bn/nghy (xem muc Diie tinh dwge djng hoe).

- Pé diéu trj DVT, digu irj PE va phong ngira 1éi phat DVT va PE: bénh nhdn nén duge ditu trj v
likw 15 mg x 2 ln/ngdy trong 3 tudn dan. Sau db, khi lidw khuyén nghj 12 20 mg x 1 linfngay, nén
wem xét giam lidu tr 20 mg x 1 Mn/ngdy xuong lin‘:u 15 mg % 1 linfngdy néu danh gid nguy co chiy
méu cao hon nguy co ti phat DVT va PE. Khuyén céo si dung ligu 15 mg = 1 Bnmgay die tién md
hinh duge dong hoc va chus disgpe nghién el trong boi canh lam séng nay (xem mue Clinh hio vi
thiin trong khi ding thuie, Die tinh duwge e hge vi Bie tinh dwge djng hoc).

Khi lidu khuyén cao 1d 10 mg x 1 Hin/ngiy, khing cin digu chinh lidu so vii lidu khuyéo cdo,
Khéng can diéu chinh liéo & bénh nhin suy thin nhe (4§ thanh thai creatinin 50 - 80 ml/phit) (xem
mye Bie tinh dwye dfng hic),

Bénh nhin nhi:

- Tré em vit thanh thidu nién suy thin nhe (the dé loc ciu thin 50 - 80 mlfphay/1,73 m?): khng cin
diéu chinh lidu, dya trén di lidu & ngubi 1dn va dit lidu han ché & bénh nhi {(xem muc Die tinh duge
ding hygc),

- Tré em v thanh thidu nién bi suy thin vira hodc niing (e 43 loc clu thin < 50 ml/phit/1,73 m?):
rivaroxaban khang duoe khuyeén cdo vi khiing eo di lidu lam sing (xem myc Cénh bdo v thin
trong khi dimg thube),

Sty gan

Rivaroxaban duge chibng chi dinh ¢ nhimg bénh nhin bi binh gan lién guan dén ridi loan déng méu
vi neuy oo chiy méu lidgn quan vé mdt 1im sing bao pom cdc bénh nhin xo gan Child Pugh B va C
{xem myc Ching chi dinh vi Bdc tinh dwge ding hoc),

Ehong co dir lidu ldm sing & tré em bj suy gan,

N din fud

Khing didu chinh ligu (xem myuc Bie tinh duye ding hoc)

Khing didu chinh ligu {zem muc Dde tinh dwge djng hoc)

Bioi vird bénh nhén nhi, lidu bugmyg droe xédc dinh dua trén rong lugng oo thié.
i b

K limp didu chinh lidu (xem mye Die tinh dege ding hoe)

Bénh nhdn dae diéu trj soc é{&gﬁruﬂ"n nhip
Rivaroxaban cd thé dwge bit diu hodic tiép tue & nhitmg bénh nhin cén sbe dign chuyén nhip

Béi viri bénh nhén chuyén nhip dua vio sidu 4m qua thyre quéan (TTE) ma khing duge dién tri khdng
déng trde 46, rvaroxaban nén duoe bt diu it nhit 4 gid trde chuyén nhip dé dam bao hidu qud
khiang domg 4.1.&;.- di (xem muc Die tinh dwge lye hge vi Diie tinh dwge ding hoc), Nén tim hidu
xem bénh nhin cd s dung mvaroxaban nhur trong dom thudec tnrde khi chuyén nhip hay khing cho
it ed cde bénh nhin. Vige quyét dinh khixi i i lidu trinh didu tr nén duge dya vao cie hidimg dén
didu trj lchiing dong & bénh nhin chuyén nhip.

slend

Ca it kinh nghigm vé& vide giam lidu 15 mg rivaroxaban mit ln mdi ngay (hodc 10 mg ﬁ*.'arm:ﬂhnp
mdt lin mdi ngdy cho bénh nhin suy thin trong bink (4§ thanh thai creatinin 30 - 49 miiphat) khi ket
heop v chit e ché P2Y 12 trong thi da 12 thing & nhiing bénh nhin rung nhi khéng do béuh van tim
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cdin dimg khing ding duimg udng vi trai gua PCL co d4t stent (xem mye Céinh bido va thin trong
khi diing thudic vi Pje tinh duwye lwe hoe).

Rénih nlvin nhi

An toan vi higu qua cha rivaroxaban o tre em Hr O dén 18 wubi chua duge e dinh trong chi dinh
phong ngis &t quy va thuyén tie mach hé I]'Iﬁ%ng & bénh nhin rung nhi khéng do bdnh van tim.
Khéng eo dir lidu 6 sin. 16 do khong khuyén cho sir dyng thude cho tré em dudi 18 tudi véi cde chi
ditih khic ngodi dicu trj huyét khii finh mach (VTE) va phong ngir tai phat V1E.
Céch ding
N aeecti fim

Thube dimg duimg udng,

Udng thube cling véi thire fin (xem nue Pae tinh dwye djng hye).

Nehién niil vién thudc

Bhi véi nhimg bénh nhin khing thé nuét ca vién, oo thé nghidn ndt vin nén rivaroxaban vi

héa viri murde hoge trén vii tho xay nhuyEn ngay tride khi st dung va ung, Udng rivaroxaban
15 mg hode 20 mg san khi nghién nat ngay trude khi fn.

Vién nén rivaraxaban 8 duge nghicn nat efing cb thé dige dia qua 6ng thong du diy sau khi
da xdc nhin ddng vi tri dit ong vio da diy. Vién nén 48 dige nghiéq nat nén ducre ding v
mdt lgme nhé nude qua dng thimg do day, sau do phii i sach bing nude. Sau khi vien
rivaroxaban 15 mg hofe 20 mg da duwoc nghif‘:n nét, nén cho in ngay qua dindmg rudt (rem myce
Diic tinh dwye ding hoe).

Tré em vi thanh thiéu nign ndng teén 30 kg
Rivaroxaban duge ding béing dimg uéng,

Bénh nhin nén ufﬁng vign thude voi chit leng, Wén dwge ding cing voi thire dan (xem myc Bic
tinh duye dfng hoe). Cic vidn thudie nén duee ubng cach nhaw khodng 24 gid.

Trong truimg hop bénh nhan nhi ngay lidu thude hofic ndn ra trong vang 30 phit sau khi uong
thude thi nén udng mat lidu moi. Tuy nhién, néu bénh nhin ndn qué 30 phat sau khi uong thi
khéng nén udng lai lidu &6 va phai ding ligu liep theo theo théd gian bae s§ ke dom,

Khiing dwoc chia nhi vién thubc nhim mye dich ding liéu it bon 1 vién,

)i v nhimg bénh nhéin khéng thé nudt ca vién, vién Rivaroxaban ed l}rﬁl dirgre nghién nat v
hda voi e hofic trin viéi e xay nhuyen ngay trode khi sic dung va adng,

€6 thé cho vién thubie d duge nghién nal qua dng thing mii da day hofic ing thing du day
{xem mye Pie tinh dwge djng hoe).

CHONG CHI DINI
Quéi min voi hoat chidt hode véi bt ki thanh phin ndo coa thudc,
Bénh nhiin chiy mau ding ke trén lim sdng,

Tén thireng hofic tinh trgng duge coi 1a eo nguy co ddng ke diin d%ﬂ chiy méu nghiém trong oo thé
bao gﬁm dang hofic mdéi loét dwémg tidu hoa, sy hién dién cia khoi u de tinh c6 nguy cir chiy mau
cao, mivi chin thitomg no kode et sbng, phiv thudt nio, cdt sing hojic nhin khoa, mdi xuwil huyét
néi 5o, gian tinh mach thye quan di hict hode nghi ngd, di dgng dgng finh mach, phinh mach hofe
bat thudmyg mach maiu ndi thy hoje rong nbo.

B i dong thisi v thude ching déng mibu khic, vi du; heparin khing phin dogn (UFH), heparin
trong lwgng phin wr thip (enoxaparin, dalteparin, v,v.}, diin xuiit heparin (fondaparim, v.v.), thudie
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chéing dong duimg udng (warfarin, dabigatran etexilate, apixaban, v.v.) tnir nhimg truimg hop chuyen
A lidu phap chisng dong mau cu thé (xem muc Cach ding, Ligu ding) hode khi UFH duge ding
viri lidu liromg chin thiét ¢é duy ri mé Guh mach wung tim hode dat catheter dong mach (xem mye
Tuwng the thube),

Bénh gan litn quan dén rdi loan dong méu va nguy co chiy méu lidgn quan v& mt lm sing bao gdm
bénh nhin xcr gan Child Pogh B v C (xem muc Dic tinh dwge ding hoc).

Phu nit mang thai va cho con bu (xem muye Si dung thuiie cho phy nir c6 thai vi cho con i),
CANH BAO VA THAN TRONG KHI DUNG THUOC

Theo dii 1im stng phiy hop v thue hanh ching ding méu duge khuyén chio trong sudt thii gian ditu
tri.

Niuy co xual huyét

Ciing nhir cée thude chéng déng méu khéc, bénh nhin ding rivaroxaban phai duge quan sdl cin thin
cde difu higu chay mdw, thin trgng temg cde tinh trang tng nguy co Xl huvel, Nén ngimg dimg
rivaroxaban néu xdy ra xudt huytt nang,

Trong che nghién cir im sing, chiy mau niém mac (e 13 chéy miu cam, lgn, ducmg tidu hoa, duwimg
tiét nigu hao phm chiy méu dm dgo bit thuimg hode ting chiy mdu trong ki kinh nguyét) vi thitu
méu duge thay thidmp xuyén bom khi dicw trj rivaroxaban Liu dai so voi ﬂi:f:y ir] VKA. Do dd, ngodi
viée theo dii lim sang diy da, o thé xét nghiém hemoglobin‘hematocrit di phit hign chiy méu in
vii dirth lugmge mie d§ 1ién quan lim sang cia chiy man qua mirc. %

ML s nbom b shin, niny duge trinh biy dudt ddy, b nguy co chiy méu cao hon. Nhing Biih
nhin ndy phai dupe theo dai cdn thin vé cée dau hidu va trigu chimg cla bidn chimg chay :17 Vil

thigu mAu sau khi bél diu didu tri (xem mye Tae dung khing mong mudn).
Gridm huyét sic 16 hode huyét ap khéng 18 nguyén nhin chin phdi tim hidu vi tri ehiy méu.

Mae dit diéu 1 biing rivaroxaban khing yéu chu theo dbi nﬁng di thude thwdmg xuyén, nhung nong
A5 rivaroxaban dircre do bing xét nghiém dinh lgmg khéng véu t6 Xa 43 hiu chudn ob the hitu ich
rong cdc trréme hop ngoai 16 ma s am higu vé ning 4§ rivaroxaban co thé giop cho nhing quyél
dinh lim sing, vi dy: quéd lidu vi philu thudl cdp cim, (xem muce Bie tinh dirge e hge va duge
ifimg hoe).

Binh nhan nhi
€6 di litu han chi & tré em o6 nhigm tring b thin kinh tung wong bj huyét khdi tinh mach ndo va

xoang (xem muye Dic tinh dwge hoe hpe). Cin ddnh gid cin thin nguy cor chiy mau trude v trong
khi diéu trj biing rivaroxaban,

Suy thin

(} nhdmg bénh nhén suy thin ning (dd thanh thai creatinin < 30 ml/phat), nding &6 rivaroxaban trong
huyét twemg e6 thé tang 1én dang ké (trung hinh 1,6 1in) vé c6 thé din den ting nguy co chiy méu.
Thin trpng khi dimg rivaroxaban cho nhimg bénh nhin co dg thanh thai creatinin 15 - 2% mbfphit.
Khédng khuyén cao st dyng & nhitng bénh nhin cé db thanh thai erealinin =< 15 ml/phit (xem mye
Cich ding, liéu dimg vi Bae tinh dwge ding hoe),

Rivaroxaban nén dige i dyng (hin wong cho bénh nhiin suy thin dang dimg cac ﬂ'l‘u'ﬁ'i.'- khéc ldm
tang nong 3 rivaroxaban wong huyét teong (xem mue Tuwng Gie, twomg ky, cia thuoc),

Rivaroxaban khing duge klvuyén cin & tré em vii thanh thiéu nién bi suy thin vira hodie ning (toe &
lge céu thin < S0 mL/phit' 1,73 m®), vi khong oo dir lidu lim sing.

Tireme the v che thude khac

Vige sit dung rivaroxaban khing dupc khuvén cio & nhitng bénh nhin dang dicu trj déng theri v
thude khang nam azole (nhu ketoconazol, itraconazol, voriconazol va posaconazol) hode thude o

i
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ché protease HIV (vi dy: ritonavir). Cée hoat chét ndy 12 chit de che manh ¢ CYP3A4 va P-gp, do
di e0 thé Lim thing nong da rivaroxaban trong huyét twong < mire d co lign quan v 1dm sang (trung
binh 2,6 1An) va 6 thé din dén ting nguy eo chay mau (xem muc Tuwng tic thube),

Ciin thin trong néu bénh nhin dige didu trj déng thin voi cie thude dnh hudng dén qui rinh elm
miu nhu thutie chiing viém khong steroid (NSAID), axil scetylsalicylic {.."';ﬂ."'n; v thude i ::[lé két
tp tiéu clu hojc thude e ché i hap thu chon loc serotonin (SSRI) va thute de ché i hip thu
serotonin norepinephrine (SNRI). P& i nhimg bénk nhin ¢é nguy co mae hénh loét ditmg tiéu
hira, ¢6 thé cén nhic diéu trj di phong thich hop (xem muc Twong tie thude).

Céc véu 1B nguy co xudt huvél khae

Cing nhr cic thudi: chidng huyét khoi khéc, rivaroxaban khing dge khuyén cho & nhitng hénh nhiin
e ngguy e chdy mdu cao nha

- Réi loan chiy méu bim sinh hode mie phii

- Tang byt dp djng mach nghidm trong khimg kiém sodt duge

- Bénh duémg tigu hia khic khing cé vét loét hogt dong nhumg cd thé tiém ting din dén bién chimg
chiy maw {vi dy nhir bénh vigm rudt, viém thye quan, viém da day vi bénh trde nguge da day thie
quin

- Bénh viong mac mach indu

- Giin phé quan hodc tién sir chiy méu phii

Bénh nhin ung thir

Hénh nhin méc bénh dc tinh ci thé -;I]E"mg thiri cd ngny oo chay mau vit hu}'él khdi cao bom. Lyi ich
riéng lé cia vige didu tri chéng huyét khdi nén duge cin nhic vii nguy cor chiy mau & bénh nhin
miic ung thir de tinh phy thude vio vi i coa khéi u, liéu phap chong ung thu va giai dogn bénh. Cac

khoi unam & dudmy 180 kda hofic dudmg sinh dye 6 1ign quan dién nguy oo ing chiy mau trong sudit
qua trinh diéu tri bing rivaroxaban,

Nhitng bénh nhén cé khiii u 4c tinh b nguy co chay mau cao, chng chi dinh sit dung rivaroxaban
(xem muc Ching chi djnh)

Bénh nhin cb van nhin tao

Rivaroxaban khiing nén diroe sir dung dé dy phiong huyét khii & nhitng bénh nhin vim trai qua thay
van ding mach chi qua g thong (TAVR). Tinh an todn vi hidu qui cia rivaroxaban chim duge
nghién i & nhimg bénh nhin cé van tim nhin tae; do do, khong co dir ligu ndo chimg minh ring
rivaroxaban cb the chong déng méu thich hop cho phom bénh nhin néy. Khing khuyén cdo ditu tr]
bang rivaroxaban cho nhimg bénh nhén niy.

Bénh nhan mic hai chimg khing phospholipid

Khéng khuyén céo sir dung thude chéng déng mau dwimg ufing tic dyng trire tiép (DOAC) bao gim
rivaroxaban cho nhimg béah nhin co tén sit huydt khii duge chin dodn mac hii chimg khing
phosphaolipid. B biét di v nhitng bénh nhén dwong tnh b ba (i i chit chiing dﬁng mau dang
Iupus, khdng thé khing cardiolipin vi khing thé khang beta 2-glycoprotein T, diéu tri bing DOAC
et thé lam ting 13 18 bign cb huyét khdi tai phit so v didu 1 bang thude khéng vitamin K.

Bénh nhiin rung nhi khimg do bénh van tim didu tri PCL oo dat stent

Dir ligu 1am sang c6 sin e mt nghién ciu can thiép vl mue tiéu chinh 16 danh gid mire dg an toan
& bénh nhin rung nhi khing do bénh van tim 43 wii qua PCI o d§t stent, Dir lidu vt hidu qua trong
nhém iy con han ché (xem myc Cheh ding, Lidu ding vi Biic tinh dirge ding hoe). Khong co
dit liéu ndo vé nhitng bénh nhén niy b tién s 4ot quy/con thido mé cye b thodng qua (TIA),

uggp_m@_l‘g khing B dinh v& huyét déng hodic bénh nhin ciin tidu huvét khdi hodie phiu thudt Iy

huwit khii i

T
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Rivaroxaban khing dwgc khuyen cio thay thé cho heparin khéng phin dogn & bénh nhén thuyén tiic
phoi khong on dinh ve huyét déng hodc oo thé dirge lam tan huyét khéi hofie phit thudt [dy huyet
khéi & phéi vi chura xdc dinh durgre tinh an Wwan va hi¢u gua cha rivaroxaban trong cde tinh hudng lam
SAng nay.

Giéiv 1 hofic choe dd by sbnp/ngodi mimg clmg

Khi gy & thin kinh (gdy 1€ tiy sng/neodi mang cimg) hoje choe dé iy song/ngodi ming cimg,
bénh nhin duge diéu trj bing thude ching huyét khii & ngin ngira bién chimg huyét khoi ed nguy
cor phit trign ty méu neodi mang cimg hode ty sing, c6 thé din dén 1igt 1du dii hode vink vidn Nguy
cr XAy ra céc hi:f:n e0 ndy cd the ting 12n do si I:Iun% catheter giiy 12 ngodi mang cimg sau ph?iu_thuéi
hodie s dung dong thin cde thude co dnh hrémg dén qua trinh e méu. Mpuy co cling co the ting
lén do chén thiemg hodie ahidu Bn choe do ngodi ming cimg hofe tiy sdng. Bénh nhiin phii duge
theo doi thudmg xuyén vé cic diu higu v tridu chimg suy gidm thién kinh (vi dy nhu (& holie yéu
chiin, rdi loan chire néng rut hode bing quang). Méu thn thuong thiin kinh duge ghi nhin, cdn chin
dodn va didu tr khin cap. Trude khi can thigp thin kinh, bic si nén cén nhic gitta lgri ich titm niing
so voi nguy oo o binh nhkin dida tri chéng déng mau hode bénh nhin dwec ity ti di phong by &t
khéi bing thufic chiing dong méu.

D& gidm nguy co chiy mau e the xay ra khi sir dung déing thiv rivaroxaban vi gy @ trpc than kinh
(ngodi ming cimg/tiy sing) hofc choe db tiy sfng, hily xem xét ddc diém duge ding hoe cla
rivaroxaban, Dt hode nit catheter ngodi mang cimg hode choe do q]ﬁr himg diroe thize hign 161 nhat
khi tde dyng ching dong méu eia rivaroxaban dirore danh gid la thip (xem myc Die tinh dwge e
hge). Tuy nhién, thid diem chinh xdc d# dat dugc higu qua chong déng di thip & méi bénh nhéin vin
cha dirgre bidl,

Dé it catheter ngodi ming cimg va dya trén die didém duge ddng hoe chung, phii cich it nhat 2 lin
thiri gian bin hiy, tic 12 it nhét 18 giérd binh nhdn ¢ va 26 gice & bénh nhin cao toii, sau 1an din
rivaroxaban cudi ciing (xem mye Pae tinh dirge ding hoc). Sau khi rit dng thing, phai cdch it nLuigE
b miiér tewdre khi ding ligu rivaroxaban tiép theo.

Néu oo chén thiong do choc dé, 1 holn st dung rivaroxaban trong 24 gid,

Khing oo dif ligu vé thir didm dat hojse théo g thing true thin kinh & teé em khi ding rivaroxaban,
Trong nhimg truémg bop nhu vy, hily ngimg ding rivaroxaban vi xem xel dimg thude chong déng
miu duimg tidm tde dung ngin,

Khuyén cho vé liéu luomg trude v sau khi thuee hicn ede thi thudt xim lin va can thiép phiu thudt

Méu cdn phai ién hanh mét thi thudt xdm lin hodic can thiép phiu thul, nén ngimg ding rivaroxaban
[t nhét 24 giér tnede khi can thiép, nlu cb the v dya trén danh gid lam sing ea béc T,

MNéu khing thé tr hofin thil thudt, nén ddnh gia tinh trang ting nguy o chiy mau so véi mic 45 khin
cAp cila can thigp.

Rivaroxaban nén durge béit ddu lai cang sém céng Lt sau khi tién hanh tho thudt XEm Jin hoae can
thigp philu thugt vei didu kién tinh trang lam shog cho phép va d dupe cim méu diy 40 theo quydt
dinh cia bic 51 diéu trj {xem myce Diie tinh dwge ding hoc),

Neudi gid
Tubi cang cao ¢6 thi [am ting nguy co xudl huyét (xem mye Dic tinh dige ding hge).
Phin itng trén da

Cée phan Gng nghiém tong trén da, bao péien hii chimp Stevens-Johnsan/hoai 1 biéu bi nhiém djc
va hoi chimg DRESS, d3 dsre bao cdo trong qud trinh gidm sét saw luw hanh Tén quan dén vide sir
dyng rivaroxaban (xem mue Tac dung khing mong muin}, Nhiig bénh nhin ¢d nguy co cao nhiit
gip phai nhimg phan fmy sém nhir sau trong qua trinh didu trj; kheri phit cta phin img xéy 3 o phén
lém céc trrtng hop trong nhimg tudn diu didu (ri. Nén npimg ding rivaroxaban khi phén img trén da
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trér nén nghiém trong (vi dy: lan rjng, dir di varhoic phing rop), hoie bit ky déu higu min cém nio
khac kém theo @n thueong niém magce.,

Thing tin vé i diroe

'['!:uf‘m of chita lactose. Khing nén ding thude cho cac bénh nhén o cde viin a4 di Lru;..rﬁn hiém gap
vé khing dung nap galactose, thicu hot laciase todn phiin hodc kém hip thu glucose-pgalaciose,

Thude nay c6 chim dudsi 1mmol (23 mg) natri trong mii vién, vE co bin duge xem nhar “khing chira
natei™.

TUONG TAC, TUONG KY CUA THUOC

Mitee &0 tromg tac & iré em chia duge bidt, Dir ligu tuomg tie duge d& cp dudi dity duee thu thip &
npurdsd 16 v céin tinh dén cie ednh bio trong mye Cianh bio va thin trong khi dimg thuie ddi v
tré em.

Chiét (rc ché CYPIA4 vi P-gp

Lhing :lﬁug, thisi rivaroxaban vii ketoconaxole (400 mp x 1 Jithfnga].f] hofic ritonavir (600 mg x 2
linfngay) din dén AUC trung binh cia rivaroxaban ting 2,6 Hn/2,5 in vil Caes trung binh clia
rivaroxaban ting 1,7 1n/1,6 lin, gis ting ding ké tac dung duge lye hoe, cé thé din dén ting nguy
eur chity méu. Do do, khémg khuyén cdo st dyng rivaroxaban & nhitng bénh nhin dang diéu trj toan
thiin dgug thévi vdi (hudc khang ndien azal nlur ketoconazol  tracomazol, voriconazol va posaconazol
hodic cdc chit (e ché protease HIV. Céc hoat chiit ndy 18 chit tre ché manh ca CYP3A4 vi P-gp (xem
muye Canh bdo va thin trong khi dimg thuic),

Cac hogt chil chi (e ché manh mdt trong ede con dubng thai ter rivaroxaban, hoge CYPIA4 hode P-
gp, dugre cho 14 s lam thng nong dé rivaroxaban trong huvét twromg & mie do thdp hon. Vi dy,
elarithromyein (500 mg x 2 Wn/ngdy), duge coi la chit ie che CYP3A4 manh va chat b che P-gp
trung binh, din dén ting 1,5 lin ALIC trung binh va tang 1.4 lin Con trung binh cla rivaroxaban.
Tuwong téc vl clarithromyein cb thé khing lign quan v mit 1am séng & hilu hét bénh nhin nhung c6
the cd ¥ nghia & nhimg bénh nhin 6 nguy co cao. (DYl wiri bénh nhén suy thin: xem mye Cinh bio
vit thiin trong khi diing thubc).

Erythromyein {300 mg x 3 lAn/ngéy), e ché vita phai CYP3A4 v P-gp, diin dén tang 1.3 lin AUC
it Cou trung binh cia fivaroxaban, Tuomg tie vl eythromycin cd thé khing lién quan v miit 1im
s & hilu hét bgnh nhin nhumg co thé ¢ ¥ nghia ¢ nhimg bénh nhén cd nguy co cao.

(4 nhitng bénh nhin suy thin nhe, ervthromyein (500 mg x 3 lin/ngdy) lam ting 1,8 lin AUC trung
binh va tang 1.6 10 Cuax trung binh cia dvaroxaban khi so sdnh voi nhimg nguwel ¢o chire ndng thin
hinh thudmg. () nihitng bénh nhén suy thin mie 49 wung binh, erythromycin lam ting AUC trung
hinh ctia rivaroxaban gip 2 lin v Cou el rivaroxaban ting gap 1,6 Kin so v nhimg ngwbi cb chir
nang thin binh thuong. The dung eln erythromycin phy thufie véo tinh tang suy thin (xem mye
Cinh biio vi thiin trong khi diing thude).

Fluconazol (400 mg x | Mn/ngiy), duoe coi la chil e ché CYP3A4 vira phai, lam tang 1,4 Iéﬁ'lm ALIC
trung binh va ting 1,3 1in Cuss trung binh cbia rivaraxaban, Twong tde vai Auconazal ed the khing
lién quan vé mit lm sang & héu hét bénh nhin nhung oo thé co § nghia & nhirmg bénh nhin ¢d nguy
cor cao. (DO vai bénh nhin suy thin: sem mue Canh bio vi thiin trygng khi ding thudic).

Do dit lidu lam sing han ché véi dronedaron, nén trinh ding dong thivi v rivaroxaban,
Thude ehtng dong mibu

Sau khi ding két hep enoxaparin (40 mg lidu duy nhit) v rivaroxaban (10 mg Iiﬁu duy nhil), 6e
dyng phu trén hoat tinh cia khing yéu 18 Xa 38 duee quan sal thay mé khong eo bat k¥ the dung 5
sung ndo én cac xét nghiém ddng mau (PT, al"TT). Enoxaparin khimg anh hudmg dgn duge dgng
hoe et rvaroxaban.
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Do neny cor chiy mau @ng cao, chin thiin trong néu bénh nhin duge dichy 1 ddng thi véi bat ky 1hLbEm
chimg ding méu nio khae (xem muye Ching chi dinh, Cinh bao va thiin trong lkhi dimg thuie).

MEAIDs/chit e ché kit tp tidu ciu

Khiing quan il thiy sy kéo dai thi gian chay mau e lign quauj'fz mt lam sang sau khi diing diing
théni rivaroxaban (15 mg) vi SO0 mg naproxen. Tuy nhién, e the ¢d nhimg nguii ed phin (mg duge
lyre hoe 1 rét hom.

Khéng quan sét thiy twong tac duge dng boe hodie dirge lye hoe eb ¥ nghia lm sing khi rivarnxaban
durcre dimg dong thid véi S00 mg acid acetylsalicylic,

Clopidegrel (liéu khér diu 300 mg sau d6 1 lidu duy i 75 mg) khing cho thity tuomng tae duoc dong
hoc wéi rivaroxaban (15 mg) nhung sy gia ting thixi gian chiy méw co lién quan duge quan it ihﬁ;-.lf
& mit nhdm nhd bénh nhin khing lien quan deén ket @p ticy chu, P-selectin hofic mie 3§ (hy thi
GPIL/ITIa.

Cén thin trong néu bénh nhin due diéu tri ding thin v6i NSAID (bao gom ci acid acetylsalicylic)
vin chit tre elé kit thp tida ciu vi nhimg san pham thuie nay thadng 1am tng nguy cochay mau (xem
mue Cnh béo vi thiin treng khi ding thude),

Ciing nhy cic thuts chiing déng mau khic, ¢6 thé e khi ning bénh nhin bi ting nguy co chiy mau
trong trstmg hop sir dung déng thivi voi S5RI hode SNRI do the dyng cia ching trén tidu ciu di duge
hao cdo. Khi st dung dong thai rivaroxaban trong nghién ol lm sing, t§ 1§ xuit huyet ning hojc
khiing lién quan dén lim sing eao hom v 50 ligng 4 due gquan st thgy & thit ¢d cie nhdm didu trj.

Warlfarin

Chuyén ddi bénh nhin tir sic dyng thuic dbi khing vitamin K warfario (INR 2,0 dén 3,0) sang
rivaroxaban (20 mg) hoiic ti rivaroxaban (20 mg) sang warfann (INK 2.0 dén 3,07 lam ting tho gian
prothrombinTNR (Neoplasting nhigu hom so véi bo sung (c6 the guan sit thily cdc gia tr INK riéng
1& 1&n dén 12), trong khi déi voi nhiteg tic déng teén aPTT thi sy (e ché hogt dong cia yéu 1o Xa v
tiém ning thrombin ndi sinh e tie dung cdng thém.

Néy mudn kiém tra the dyng dugre lue hoe cua rivaroxaban trong aiai doan chuyén déi, e thé sir dung
hogt tinh khang véu f Xa, PICT, vi Heptest vi nhiing thir nghi¢m néy khing bi dnh hudng boi
warfarin. Vo ngay thir i sau lidu warfarin cudi ciing, tat ¢d efc xét nghiém (bao gom PT, aPTT, sy
ire ehé g hoat tinh cia yéu to Xa va ETP) chi phéan dnh tac dyng cia rivaroxaban.

Méu mubn kiém ta tae dyng duoe lire hoe cia warfarin trong thin gian chuyén 481, vige do lubng
INR cb thé duwge sir dung tai Corougn c0a rivaroxaban (24 gicr sau lchi uing lidu rivaroxaban trdre d)
vi thir nghiém nay bj anh hudng it it b rivaroxaban tai thivi diem nay.

Khéng o twong the duge ding hoc ndo duge ghi nhin gitta warfarin va rivaroxaban.

Sir dyng déng thivi rivaroxaban vii rifampicin la chét gy cdm img CYP3A4 mgnh dan dén piam glin
50% ALIC trung hinh cia rivaroxaban, song song voi viée gidm e dung duge lye hoe el no. Wide
sir dung ddng thii rivaroxaban voi cac chat cam img CYP3A4 manh khde (vi dy nhu phenytoin,
carbamazepin, phenobarbital hofic 5t John's Wort (Hypericum perforafum)) cling co the ddn dén
giam nong do rvaroxaban trong huyél twong. Do 40, nén trénh =i dung ding thii ehe chit cim img
CYP3A4 manh trir khi bénh nhiin duge theo ddi chiit che cac dfin higu v wigu chimg eua huyét khii

(e lidu phip dong théd khic

Khing quan sal thiy twong e duge dong hee hode dwoe lye hoe ob ¥ nghia lim sing ndo khi
rivaroxaban duge ding ddng thiri véi midazolam (chit nén cin CYPIA4), digoxin {chit nén coa P-
gp), atorvastatin (chil nén cha CYP3IA4 vi P-gp) hode omeprazole (chal dc chi bom proton),
Rivaroxaban khiing ire ché ciing khang iy ra bit ki dong dang CYP chinh nde nha CYP3A4,
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Khéng quan sit thiy tromg tée eo lign quan v& miat 1im sing voi thire dn (xem mue Cich ding, licw
diimg).

T'hiing sb phémg thi nghiém

Céic thing sb déng mau (vi du: PT, aPTT, HepTest) bi dnh hudmg nhw 3 biét do phueong thie hogt
ding cia rivaroxaban (xem muc Dde tinh duye hoe hge).

SUDUNG THUOC CHO PHU NU' CO THAT VA CHO CON BU

Phuy 0@ ¢ thai

Chim xde dinh duoe Unh an tofn v higu qué cia rivaroxaban & phu ol eé thai. Cde nghién ¢l trén
ddng vat cho thiy déc tinh sinh sin (xem mye DI liéu an tein tién lim sang). Do kha ning ply doc
cho sinh sén, nguy co chiy méu ndi tai va hing chimg cho thiy rivaroxaban di qua nhau thai,
vivaroxaban bj chéng chi dinh trong thisi k¥ mang thai {xem myc Chéng chi djnh).

Py nir o6 ké hogch sinh con nén trinh mang thai trong khi digu rj hing rivaraxaba,
Phy ni¥ dang cho con b

Tinh an todn va hifu qua eda rvaroxaban chua duge xic dinh & phu nir dang cho con b, Dir liga b
dang viit cho thily rivaroxaban duge tiét vio sira. Do do, rivaroxaban duge ching chi dinh trong thiv
kp cho eon bi (xem mypc Chiing chi djnh). Phéi dua ra quy&t dinh ngimg cho con bi hay ngimg/ho
didu trj.

Kha nang sinh san

Khing et nghién et cu the ndo vii rivaroxaban & nguoi duge thye hign dé dinh gid anh Imﬂ
khi niang sinh san. Trong mét nghién el vé khi niing sinh san & ehudt due va cdi, khing
huding ndo (xem mye Dir ligu an todn tién lm sang).

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

Rivaroxaban b dnh hedmg nhi dén khi nfing ldi xe v s dung miy moe. Cac phin ing co hvai nhu
ngat { thn sudt; khing phd bién) va chéng mit (tin sudt: phbd bitn) 48 duge bio cdo (xem mye Thc
dyng khing mong mudn cia thude), Nhimg bénh nhin gip phai nhimg phin img bil lgi ndy khing
nén 14 xe hodc sir dyng mdy moc.

TAC DUNG KHONG MONG MUON CUA THUOC

Tom tit hi so tinh an toan

Tinh an todn cia rivaroxaban di dirge danh gid troeg 13 nghién eiu pha 111 (xem Bang 1),

Téng thé, co 69.608 bénh nhin ngwds 1 trong 19 nghién elru pha 111 v 488 binh nhin té em trong
2 nghién el pha LI v 2 nghién ciru pha 1 88 duge sir dung rivaroxaban.

Bing 1: 8i binh nhim dwye nghién e, thng litu hang ngdy vi thii gian dicu tri thi da trong
ciic nghién ciru pha 111

g 86 bénk 2 Thii gian diéu |
Chi dinh ubin* | :Iﬁng lidu hing ngiy "‘i% da
Phing ngiea huyét khdi tinh mach
{VTE} & bénh nhin ngui lom trdi qua| 1
phadu thudt thay the khop gii hodic S 10mg 39 ngay
khop hing 1 chon Sl B
Phang neira VTE & bénh nhén bi T
bénh ndi ktioa 3067 10 mg 39 ngay
] MNgay 1-21: 30 mg
ity trj DVT, PE va phdng ngira 14i Ny 22 trer diz 20 mg
bt 6.790 | any ttnhbt 6 ihing: 10mg | = A0
- hojge 20 mg M| |
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Licu diéu chinh theo trong
Bicu trj VTE va phing npin thi phit Ty e thé dé dat durgc
VTE i tré so sinh va tré em & d8 tudi q9g (Ml tiép xie luong ty nhwal 5 g
hirdri 18 tudi sau khoi div diéu t mpudd In diroe digu trj DVT
u:h-ﬁng E0nge méiu tigu chugn wiri 20mg rivaroxaban x |
R liin/ngiy.
Phémg ngia $6t quy v thuyén tic hé
thisng & bénh nhin rung nhi khéng do|  7.750 20 mg 41 thing
bénh van tim B
Phong ngia bidn of uyét khéi & ¥ mg ok 10ma tamg Eng,
- T diing dong thin vin ASA
bénh nhin sav hdi chimg mach vinh 10,225 5c ASA i 1 thiing
ledp (ACS) hogs fiies Cing e
P clopidagrel hodic ticlopidin
5 mg phii hop v&i ASA 47 th
Phing ngim cac bién cb buyét khbi HL2NA hode 10 mg dom 1 e
ke vita & bEnh nhin CAD/PAD 3756 5 mig phii Biop Y61 ASA 42 thiing
* Bénh nhin uéng it nhit mot lidu rivaroxaban
[** Tir nghién ciru VOYAGER PAD

Cée phan img cd hai duge bdo cio phis bién nhét & bénh nhén dimg rivaroxaban 13 chay miu (xem
phiin canh bao vé thin trong khi ding thude vi "M 1 cée phin (mg co hai duge chon' hc‘:‘n chrin )
{Bang 2). Cée tritmg hop chiy miu duge bédo cdo nhigu nhat L chiy mdn cam (4,5%0) va xual hu}-él
g tiéu hda (3.8%).

Bing 2: T§ 1§ cic bién cb chay miu * va thicu méiu & nhimg bénh nhéin ding rivaroxaban (rong
cae nghién efru giai dogn I17 da hodn thinh

Y _Chi djoh Chiy miu Thiéu msiu
Phong ngira huyet khai tinh mach (VIE) &

bénh nhiin ngudn Ién lral qua pliiu thisgt thay . 8% hénh nhin 5,9% benh nhén
thé khap poi hode khép hing

iing ngira VTE ¢ blnh nhin bi bénh ndi

e | 2,6% bénh nhin 2.1% bénh nhin
H _— -—— .
Diéu tri DV, PE va phong ngira i phat 23% bénh nhin 6% bénh nhin

iéu trj VTE va phong ngira tai phat VTE &
tré so sinh vé tré em & df whi dudi 18 tudi sau|  39,5% beénh nhin 4, 6% bénh nhéin
khiri diiu didu tri ching dong méu tiéu chuin
IPhéng ngira ddt quy va thuyén tic bé thing o i "
b2nh nhén rung nhi khong do bénh van tim 2E/100 hénh nhdn 2,5/1(H1 b¢nh nhin |
Phéng ngix bidn cb huyét khdi & bénh nhin e g i
sau hoi chimg mach vanh eip (AUS) 22/100 bénh nhin |, 4/100 bénh nhin

hing ngira cae bidn eb huyét khii xo vira & 6,7/100 bénh nhin | 0.15/100 binh nhén"™
h nhin CAD/PAD 8,38/100 binh nhin® | 0,74/100 bénh nhin™"
* D)0 wir tht ¢ cde nghién ciu vé rivaroxaban, il o cde tritmg hop chay mau déu duge thu thip,
a0 edo vi xir ¥ ) - .
* Trong nghién ciu COMPASS, (7 1& thicu miu thip do dp dung phiromgz phép Bép cin chon lge
& thu thip cde tie dung phy, ) .
#+4 Ap dung eich tidp cdn 6 chon Loe dé thu thip cae bién ca bit Igi,
Tir nghién ciu VOYAGER PAD

Bang danh sich cdc phan g cb ha
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Tén suit ciia cic phin (g ¢ hal duge bio cao vl mvaroxaban duge thm thit trong Bang 3 dudi day
ther nhém co quan bé thing (trong MedDRA) v theo thn sudt.

Tiin sudit dirgre dinh nghia la; rit phé hiénl{?: 1/10); phi t‘rién{? LA100 dén = 1/10); khiing phi bign (=
1/1.000 dén < 1100Y; hiém (> 1/10.000 dén - 1/1.000); rt higm (< 1/10.000); khing dwge biét (khong
thé wire tinh tir dir lidw co sin)

Biing 3: Tl e esie phin ing eb hgi duge bio cio & bénh nhiin trong thiv nghi¢m Hm sing pha
111 hodc thing qua vige sit dyng thube san khi dua ra thi trodmg * v trong 2 nghién ciru pha

I1 vét 2 nghién ciu pha

LI o hénh nhiin tré em.,

Khiing, drge
| Phé bién Khing phi bién Hidm RAt hiém hiét
[Réji logn hi thing bach huyét vii mau
Thiéu méu (bao gom cacTing tieu cau (bao : |
ihang s0 phang thi m s0 lugmg tiéw cifu
nphigm tuong img) [ A gidm titu céin |
Rdi logn b thing midn dich — |
Phan @np dj tmg, vidm [Phin img phin
da dj img, phi mach v ¢ han gom ci
hi di (mg e phin vi
Rii loan b thin kinh ) R
Ching mal, nhire diu  [Xudt huyet ndo vi ndi l
50, gt
i logn milt
it huwét miat (hao
om xuil huyét két mac)
uﬁi loan tim =
[Nhip tim nhanh
Roi logn mach miiu |
Ha bhuyét p, tu méu | , | |
Rii lagn hi hiip, ldng ngye vl trung thit
(Chiy mau cam, ho ra
méu -
i logn tifu i
Chéy mau o ring, Kb micng
wéit huyit durimg tigu
EI:'JH (bao gim cd wudit
uyet truc iring ), dau
bung vi kb tiéu, budn
ndn, tdo bon, tigu chiy®,
nén mira™
Rﬁl 1“‘“ gﬂn mit - e - -
1#ing transaminase uy gan, thng Wiang da,
ilirubin, ting hilirubin lign hop
wsphatase kigm Ang {cd hode

frong mau, tang GG khing dong thi
fing ALTY 1r
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Iﬁéi loan da vi ma dwdi da |

Npima (bao gbmcie M day Hii chimg
teurdme hep ngira Lodin fevens-
théin khéng phi bifn), ohnson/Nhiém
phit ban, bim mdu, xudit fie hoai 1T hicy
huyét da v dudi da bi, b chimg
L’!’ - DRESS
bi logn eor xwong vioma lidn kit
Dau & cac chi® Ty miu khip X huyét co Hal chimg

chén ép

ng thar
El;;':snu chiy
| au
Riéi logn thiin v tiét nién

Must huyét duimg tide [Suy thiin/suy
niéu (hao phm dii thin cip thit
mau va rong kink"), suy hat sau chiy
thin (bae pdm creatinin di dé gy
rndu thng, uré mau ting) zidim turdi ma
WCde risi logn chung va tinh trang khu vye swdyng

Séet, phit ngoal vi, gidm Cdm thiy khing khie F’]ll:l cye bi
sire manh va ning luong (bao gom cd kit chiu)
chung (bao gdm ci mét
mdi vi suy nhuge) g
Kiem tra :
Tang LDH", f
[ang lipase®,
Ving antylase®
(Chiin thuong, ngd dfe va cie bien chimg .
Wit huyét sau phiu Pseudoaneurysm
thudit (bao gom thigu st
sndu sau phiu thugt vi
scusit huyet vt thiremg),
vt bim, tigt dich vét
(hueemg®

&

| ~ - gl .
. quan sit thily trong phong ngim VTE & bénh nhin ngui lém trid qua phiu thugl thay thé khip
E,ﬁi hofie khdp hing

: quan sdt thy trong diéu i) DVT, PE v ngin ngira (i phat rit phd bién & phu nit <55 woi
C. quan it thiy khéng phd bién trong phong ngira bin co huyét khoi o bénh nhin sau ACS (sau |
can thiép mach vinh gua da) :
* Mt cach tiep cdn chon foc duge xie dinh trrde dé thu thip thing tin vé cac phan imyg bt loi da
dirge ap dung trong cac nghién eim chen loe pha T T¥ 1§ phin (mg biit I khéing ting va khing
6 phin (mg bdt loi mad ndo duce xde dinh saw khi phin tich cde nghién cin nity.

M 14 céc phan img bit loi duoe ehon

Do phuong thite the dung dwge 18, vide sir dung rivaroxaban cd thé lam ting nguy co chily mau dn
hodie chily mdu qué mire tir bt k§ mi hode co quan nao co th din dén thiu miu sau xudt huyér, Cie
diu higy, rifu chimg vi mie 4 nghiém trong (bao giim i diin dén tir vong) s& Khic nhay tiy thee
vi 1l va nuire d6 chiy miu vivhoiic thidu méu (xem “Xir tri ehdy mdu” trong muc Qui lien), Trong
ciie nghién et lam sing, chiy mdu niém mac (Lrc li chay mau cam, loi, dudmg ticu hoa, dudmg tidl
nidu bao pdm chiy miu dm dgo it [hurérig hode ting kinh npuyét) vi thiéu méu duge thiy thdmg
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suyén hon khi didu i rivaroxaban M dai so v didu trj VKA. Do do, ngoedi vige theo déi Eim sing
déy dit, eln lam xét nghiém hemoglobin/hematocrit dé phat hién chay mau dn vi dinh lwgng mie
chéy méau qué mire lién quan rén lim sdng. Nguy co chay mau eb thé tang 1én & mit 56 nham hiénh
nhiin nhiit dinh, vi dy: ohimg bénh nhin bj tang huyél dp dgng mgeh ndng khong kifm soat dumge
vivhode dang did tr cée bénh ddng thin ¢o dnh hurdmg dén qud trinh cAm miu {(xem “Nguy oo xud
hipée” trong mue Cinh bio va thin trong khi dimg thube). Rong kinh ci thé nhidu hon vi/hodc
kéo dai. Cac bién chimg xuat huyét cb thé biéu hién nhir suy nhuge, xanh xao, ching mét, nhirc diu
hode sung tiy khing rd nguyén nhin, khi tha va shc khiing i nguyén nhin. Trong mat s trimg
hap do hju qui cia thicu iy, chc triéu chimg cia thitu miu cpce b & tim nhir dau ngee hoje daw
thist ngyre d8 duoe quan sat thisy.

Chic bién chimyg &4 bigt thi phat sau chay méu ning nhir hii chimg chén ép khoang va suy thin do
gidm tudi méw & duge bao edo dii voi rivaroxaban. Do do, kha nang xuit huyét phii duge xem xét
khi danh gia tinh trang bénh & bénh nhin khing ding.

Bénh nhdn nhi
Didu tri VTE v ngiin ngiva féi phat VTE

Biinh gis di an todn & tré em va thanh thicu nién dya tén dir 1i¢u an wan 6 hai nghién el nhin mo
i kidm sodl hoat chéit giai dogn 11 va m{t nghién et gisi dogn TIT & bénh nhi Ur s sinh dién chrci 18
tudi, Cdie phét hign vé tinh an todn nhin chung treng te nhau giim rivaroxaban v thudc so sanh & cée
nhom udi tré em khic nhau. Whin chung, ddc di¢m an todn & 412 tré em v thanh thicu nién dice
didu tr] béng rivaroxaban twong by nlur dc didm quan sdt duge & ngwéd lom va nhit quan gitta cde
phiin nhém tudl, mic di viée ddnh pid cdn han ché & 56 lwong nhd béah nhin,

€3 bénh nhi, nhive du (rit phb bign, 16,7%), sbt (rit phd bién, 11,7%), chiy mdu cam (et pho bicn,
[1.2%), nén mira (rdt phé bién, 10,7%), nhip tim nhanh (thuémg gdp, 1,5%), ting bilirubin (phd bién,
1,5%) va bilirubin lién hop tng (khong phi hien, 0,7%) dirge bio cao thudmg xuyén hon 5o vai nguii
lém. Phit hop véi din 58 trudmg thanh, rong kinh duge quan sét thiy & 6,6% (phd bign) thank thidu
nién nit sau khi co kinh, Tinh trang gidm tiéu cau diwge quan st sau khi da thubc ra thi trudmg &
nguin truime thanh 13 phé hidn (4,696) trong cée nghidn cinu lim sang & tré em, Cée phin (g bdt loi
ciia thude & bénh nhi chil véu & mie 46 nhe dén trung binh.

QUA LIEU VA CACH XU TRI

Ciic trudmg hop qué ligu 180 dén 1960 mg dd duge bao cdo, Trong trum hop qui ligw, bénh nhin
gfin duge theo dai can thin cde bién chitng chiy miu hodic cac phan (ng bat lgn khac (xem muc X0
tri chay miu”. Do hép thu han ché, dir kién s& 6 mét hicu Gng trin ma khéng ting ning 4 tung
binh trong huyeét tweng ¢ |lidu giu trf liéu 50mg rivaroxaban hodie cao hom,

Hién 6 mét loi thufie hia gidi dic higu (andexanet alfa) 40 khang tac dung duge hue hoc cia
rivaroxaban (tham khio Tom it diic tinh san phiim cia andexanct alfa).

C'd thé ciin nhite st dung than hogt d& gidm rLflp thu trong trromg herp qud ligu rivaroxaban,
X tri chaly miéu

Méu bifn chimg chiy mdu xay ra & bénh nhin dang dimg rivaroxaban, nén tri hodin vide ding
vivaroxaban Gép theo hoiic ngimg didu trj khi thich hyp, Rivaroxaban o thii gian bin thii khoang 5
dén 13 pits (xem muc Die tinh dwge ding hoe). Xir tri tiry theo ¢d nhin dya teén mire df nghiém
trong v vi tri it huydt. Cé thet diéw e wigu chimg khi cin thidt, -::hﬁug han nhir bdng ép co hoe (vi
dy nhar chiy méu cam nding), cim mitu biing phiu Ut wii cde thi thuft kiém soat chéy méu, bix dich
va hil tro huyét dong, cie san phim méu (héng ciu |ang hode huylt tuong ding lanh tuei, iy thude
vig linh trang thi¢y mau hode vbi loan déng mau kém theo) hodic tidu ciu,
Néu khong thé kidm sodt chay mdu bing cic bign phap trén, 6 the cin nhiic hotie ding thuoe hia
pidi dic higu e ché tic nhin Xa (andexanet aifa) déi lhing tae dyng duge e hoe cla rivaroxaban,
hoje mit thubc dong méau ey the, ching hgn nhur phire hop prothrombin cd die (PCC), phic hop
prethrombin ed dic duge hogt hoa (APCC) hofic yéu to i 10 hop Vila (r=F¥1la). Tuy nhién, hién cd
|
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rt it kinh nghigm lim sang v vige s dyng cde san phﬁ._m thuste ndy & nhiimg ngwiri dimg rivarcxaban.
Khuyén cio cling dya trén dir Ligu phi lam =ang her chié. Vidc dinh lugng lat yeu 6 Vi thi to hop s8
durre cdin nhe va chuin dé thy thude vio tnh treng cii thién chay mau. Tiy thuje vio tinh trang s
et cia dia phuomg, nén tham khilo ¥ kien cia chuyén pia déng mau trong trrimg hop chay méu nhidu
(xem mye Pie tinh diege lye hoc),

Protamin sulphat va vitamin K duge cho ki khdng dnh badng dén hoat tinh ching dong min eia
rivaroxaban, Cd it kinh nghigm véi acid trancxamic va khiing 6 kinh nghigm véi acid aminocaproic
vi aprotinin & nhimg ngwdi ding rivaroxaban. Khong cb co sé ly lugn khoa hoe vé 1 {ch cing nbue
kinh nghig¢m v vide sir dung desmopressin cim méu toan thin o nhimg ngudn dimg rivaroxaban, Do
tinh Tién két cao vii protein huyét trong, rivaroaban khing duge cho 14 c6 thit tham tich duge.
PAC TINH DUCGC LI'C HOC

Nham dwge 19: Thude chéng huyét khdd, thade (o che véu 18 Xa e tiép,

Mi ATC: BOTIAFD

Cir ché thc dung

Rivaroxaban 1 mét chit tre ché co tinh chon lpe cao yéu 6 Xa vai sinh khi dung qua dwimg ung,
Sir (re che }-éu 1 Xa lam gisn dogn dudmg ngi sinh va ngoai sinh eta démg ddng mau, o ché ca s

hinh thénh thrombin vi sy phat tnén cia huyét khoi. Rivaroxaban 98 duge chimg minh I khéng irc
ché thrombin (véu to 1] hogt hoa) va lching cb tac dyng trén tigu cdu,

B

r b
Lo

®

Tag dung duge lye hoo

[Te ché hoat dong yéu 18 Xa phu thude vio lidu da duge ghi nhin trén nguei. Thisi gian proth
(T} bj anh huomy béi rivaroxaban theo cach phu thudc vio li€u lugmg e6 méi teong quan;
i vii ndng 49 trong huyet tuomg (gid irf r bing 0,98) néu sir dung Neoplastin dé dinh lug
thude thir khiic s cho cic két qua khie nhau. Két qua PT duge bidu thi theo gifly, bii chif'st INR
duroe dinh chudin vi e6 gig tr cho coumarin vt khing duwe sit dyng cho bit ki thude chiing déng
méu ndo khic.

bin
ché

Trong mdt nghién e duge by hoe lm sang vt sir ddo nguoe duge lye hoe ela rivaroxaban & dbi
tugng ngudd 1om khde manh {n = 22), anh huimg cla lidu dem (30 1U/kg) eda hai loai PCC khéc nhau,
PCC 3 yéu td (Yéu td 11, [¥ v X) v PCC 4 yéu 18 (Yeu 15 11, VI1, IX v X) duge danh gia. PCC
gém 3 yéu th 1am giam gid trj Neoplastin PT trung binh khodng 1,0 gifiy trong vong 30 phit, so wii
mirc gidm khodng 3.5 pifly duge quan sat vol PCC 4 yeu i, Mewee lgi, PCC 3 yéu 1 co higu qui
chung manh va nhanh hom trén thay doi dde ngurge & nhém thrombin ndi sinh so vin PCC 4 yiu b
{xem me Qua liéw va cach xir tri).

Thisi gian thomboplastin duge hoat hia timg phiin (a1} va HepTest eiing bj kéo dai tiy thuge via
lidu dimg; tuy nhign khing khuyén cdo sir dung cie chi st niy dé danh gid tic dyung dhwgre lire hoe cia
rivaroxahan, Khong can theo dai ede thang sg déng mau trong qué trinh didu tri biing rivaroxaban
theo qu‘{:( trinh lém sing. Tuy nhién, khi cd chi dinh lim sing, do hifu qué coa dvaroxaban cé the
durge tién hinh bing thir nghiém do ndmg dé khing Xa (xem muc Bje tinh dwye ddng hoe).

(3 nhimg bgnh nhén dimg rivaroxaban d{:" diéu tri DVT va PE v ngan ngita tdi phét, phin vj 555 dii
vt PT (Neoplasting 2 - 4 gitr sau khi udng thude (tive 13 thin digm cd thudc dat the dung 16i da} dbi
véi 15 mp rivaroxaban hai [dn m: ngdy dao ddng tir 17 dén 32 gidy va cho 20 myg riveroxaban mol
liin i niy tr 15 dén 30 gidly. Tai thei diém bat dau (8-16 gié sau khi uong thuded, phin vi 5495
cho 15 mg hai lin mii ngay dao déng tir 14 dén 24 gidy va cho 20 mg mdt lin mAi npay (18-30 git
san khi ux%ng thude) tir 13 dén 20 gidy,

U nhimyg bénh nhiin bi rung nki khing do van tim ding rivaroxaban & phong ngira dijt quy va thuyén
thc hit thing, phin vi 5/95 cho PT (Neoplasting | - 4 gt sau khi utng thude (e 1 thad digm co thube
dat tac dung 161 da) & nhifmg bénh nhin duge didu tri hiug 20 mp npay maot lém dao didng tir 14 dén
40 pidy va & bénh nhiin suy thin trung binh duwge didu tri v 15 me x 1 lan/ngdy 1 10 dén 50 gify.
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(3 mire 181 da (16-36 iy sau khi uing thude), phin vi 5/95 & hénh nhin duge diéu trj voi 20 mg mdt
lin méi ngiy dao dgmg tir 12 dén 26 pifiy va & nhitng hénh nhin suy thin trung binh duge didu trj vo
15 mg mit lin mBi ngdy tir 12 den 26 gidy.

Hénh nhiin nhi

Xét nghidm PT {thudc thir neoplastin), aPTT va anti-Xa (v xél nghiém dinh lugng da higu chuin)
cho thiy moi trong guaan chit chE voi ning 44 trong hq}rél, Lurinig, O L em. M tromg quan itk ning
&5 khang Xa vi huyEt trong 14 tuyén tinh vii di dive giin biing 1. C4 thé xay ra sy khac bigt gitta timg
cd the viri gid trj khing Xa cao hon hefic thip hon so vii nong df twong (mg trong huyét tuomg.
Khong cin theo dii thiimg xuyén cae thing s déng mdu trong qud trinh didu i 1dm sing biing
rivaroxaban. Tuy nhién, néu duge chi dinh 1im sang, néng 46 rivaroxaban co thé duge do bing cic
xét nghiém dinh Ieomg khdng yéu tb Xa tinh bing meg/L (xem Bing 13 trong myc Djc tinh duge
ding hoc 42 biét pham vi ning o rivaroxaban trong huyét weng quan st duge & tré em). Gicd han
dinh lugng dudi phai dinge xem xét khi xét nghigm anti-Xa duge st dung dé dinh hremg ndng dé
rivaroxaban trong huyét tuong & tré em. Khing eé nguimg néo duge thiét lip cho ehc bidn of vé higu
el hofic an 1odn.

Hidu qui l&m s Vil Al |
Phime nptea dét quy v thgdn tde b thing & bénk nhdn riong nhi khing do hénh van tim

Chuong trinh Jim sang ﬁmm:-:a&luan dirgre thidt ki dé chimg minh hidu qua cia rivaroxaban trong vide
phéng ngira dit quy va thuyén tic b thimg & hénh nhiin rung nhi khing do bénh van tim,

Trong nghign ciu ROCKET AF md dbi guan trong, 14.264 bénh nhiin duge chl dinh ding
rivaroxaban 20 mg x 1 lin/ngay (15 mg x | lin/ngdy & bénh nhéin ¢6 & thanh thai creatinin 30 - 49
ml/phiit) hode warfarin dige chudn dd dén TNR muc tiéu 14 2,5 (pham vi diéu trf 2,0 dén 3,0). This
gian difu tr trung binh 1& 19 thing v thiv gian didu trj téng thé Ién dén 41 thing.

34.9% bénh nhén duoe rf[iEu tri bing axid acetvlsalicylic vi 11,4% dugc didu trj bing thuiic ching
lean nhip nhdm [T bao gdm amiodaven,

Rivaroxaban khéng thua kém warfarin vE tidu chi gip chinh ve dot quy v Uiy En tie hé thing ngodi
théin kinh trung wemg, Trong nham thee phéic dé diéu tri, 3t quy hoje thuyén 1ac mach todn thin xdy
rp ér 188 hénh nhin ding rivaroxaban (1,71% moi ndm) va 241 bénh nhan ding warfarin (2,16% mii
nfim) (LI 0,79 95% CI, 0,66 —0,96; P <0,001 véi so sanh khiing kém hom), Trong s tat cd cic binh
whiin npdu nhién dupe phin tich theo ITT, cée bifn o chinh xiy ra & 269 ngudi ding rivarexaban
(2.12% mdi ndm) vi 306 npwii dang warfarin (2,42% mdi niam) (HR (,88; 95% C1, 0,74 - 1,03; P
=0,001 wiri 50 sdnh khing kém hon; P = 0,117 wiri so sdnh vt trii). &L qui cho cie tiéu chi phy
duge kidm tra theo thir ty phiin cdp trong phin tich ITT duge hién thi trong Bang 4.

Trong sb cde bénh nhin trong nhém warfarin, gid tr INK nim trong pham vi didu trj (2,0 dén 3,00,
trung binh 1 55% thini gien (rung vi, 38%; kKhodng gilra cac phin tu, 43 dén 71 Anh hudmg cha
rivaroxaban khing khac nhau & mie TTR trung tim (Thén glan Lrong phgm vi INR mye tidu 4 2,0
5.0} trong cic phan tr eb kich thue biing nhau (P = 0,74 déi vai tuong tac), Trong phin tr cao nhiit
theo trung tim, oy 18 nguy co Hazard (HR) vin rivaroxaban so vii warfarin 1a 0,74 (95% CL, 049 —
1:13).

T§ 1 bidn o6 déi véi két qué an toan chinh {cac bién eb chiy miu lién quan dén lim sing nghigm
trong vA khéng nghiém trong) 1A tromg iy nhau i véi ca hai nhom didu trj (xem Béng 5),

Bing 4: IKét qui higu qui tir giai dogn 11 ROCKET AF I
him nghién evin %hﬁn tich higu gqua I'TT & bénh nhin rong nhi khing -ﬂ

énh van lim
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[Litu didu i Rivaraxahan 20 ‘ngari‘a:in da chudn d6
¢ 1 1an/ ngay (15dén NE muc tiduld L. . .
ng | 1An/ ngdy & 2.5 (pham vi diéu i Ef;;*;"ﬂ?‘}}“& gﬁR
enh rthén suy iz 2,0 den 3.0) ln; I:I:l:r.ac ; gaiinh
thén trung bink) 19 1€ bidncb (100 | * "1 rﬁi"
T4 1é hién cf (100 [bénh nhin-nim) e
) bénh nhin-nfn}
B4t quy, thuyén tie mach Lodn 269 006 0,88
thin ngodi hé than kinh trung (2.12) (2.42) (0,74 — 1,03)
At : : A
41 quy, thuyén tiic ach todn 0.94
thin ngodi hi thin kinh trung 572 6015 (0,84 1,05)
;H;LE v Wr vong do bénh mach (4,51} {4,81) ¢ D,Erif:
Fiit quy, !huyén_ﬁc mg-:h_lEu_ﬁn 0.93
thén ngodi thin kink trung 659 T4 (0,83 ; 1I 03)
uromg, tr vong do mach mén vij (5,24) (5.65) : 01 53’
nhdi méu co tim '
i 253 L e
. (1,99) (2,22) 0221
Thuyén lﬁlc;m_h:h toan thin 3 57 0,74
rgodi hé thin kinh trung wong {042 —1,32)
(0,16 (0.21) 0.308
i —
INhi mbu cor tim 130 147 & ?Eﬂ{ﬂ] i
(1,02) (11 ; y
Bing 5: Két qui an toan tir giai dogn 11 ROCKET AF
Nhdm nghién cim Bénh nhiin rung nhi khing do bénh 1§ van tim*!
R]ﬁéﬂ?ﬂm Elﬂjlug Warfarin ¢4 chufin d
1 gy & b 060 INR me 6 I
gk ; 2,5 (pham vi digu tri Gid tri p eda HR
Lidu didu tri I'J. 1dn suy thin frung . E{E E ;:ﬂ} i {gl_n?uﬁ?;_!;:,w
I;";ﬂ bikn o6 (100 (LY 16 bien e (100
— binh nhiin-rifim) hinh nhin-nim})
Bién co chiy miu lién quan
v mil Jm séng nghiém 1475 1.449 1,03 (0,96 — 1,11
trong va khing nghiém trong ((14,91) 14,52) 0,442
Bifn o chay miu nghiém 395 86 1,04 (0,90 = 1,20)
rong (3,600) (3.45) 0,576 o
Chét vi chay mau * 07 55 0,50 (0,31 - 0,79)
10,24) 0,48) 0,003
Chay méan co quan nghiém 9] 133 0,69 (0,53 — 0,21)
trong * 0.82) 1.18) 0007
[udit huyeét ndi sg * Eﬁ Reb .67 (0,47 - 0,93)
0,49 (0, 74) JALL S
Kiiam hemoglobin * 105 254 1,22 (1,03 — 1 44)
2,77 (2,26) 019
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Truyen 2 hodc nhicn dom vi 183 149 1.25 (1.01 - 1,55)
héng cdu hode méu lén phinl(1,65) (1,32) 1,0k

fonggoi * |
Rién ch chiay mau lién quan
it mdit lim séng lhing 1.185 1.151 1,04 (0,96 —1,13)

higm trong (11,80] (13n 000 Pa4s
T'rvong do moi nguyén nhin 208 250 A3 (0,70 -1.02)
(1,87) (2,21) 073

i) l'.“;ﬂn 4t an Lodn, dang :Eléur_n
* Co ¥ nghia quan trong

Mgodi nghién ciu ROCKET AF pha 111, mét nghién ciu tidn eiu, m{t nhanh, sau khi duge l:ﬁ]:.i phép,
khing can thiép, nham thudn tip nhin mé (XANTUS) c6 danh gié ket qud trung tam bao gom che
bién cé huyét khéi tie mach va chiy méu nghigm trong da duge tién hanh. 6.785 binh nhin rung nhi
khong do van tim 4 dupe tuyén binh di phong ngira djt quy va thuyén tic hé thing thin kinh trung
womg (CNS) trong thire hinh lim sing. Didm CHADS2 va HAS-BLED trung binh déu 14 2,0 trong
NANTUS, so véi digm CHADS2 v HAS-BLED trung binh Hn lwgt 14 3,5 vi 2,8 trong ROCKET
AF. Chay miu nghiém trong xéy ra & 2,1 tvén 100 bénh nhin che niim. Xudt huyét i vong duge bio
e 14 0,2 trén 100 bénh nhin vi <t huyét ndi so la 0,4 trén 100 bénh nhiin cée nidm. 1Mt quy hode
thuyEn the hé théng ngodi hé thin kinh trung wong duge ghi nhdn trong 0.8 trén 104 bénh nhin cic
rfin.

Nhimg guan sit nay trong thyre himh Fim sdng pha brp v hés ser an todn di ducr: thidt lap trong chi
dinh nay.

Trong mit nghién ciu khéng can thifp, sau ciip phép, trén hon 162.000 bénh nhin (i bén qude gia,
rivaroxaban duge ké don dé phong ngira dit quy, vé the mach hé théng & bénh nhin rung nhi khiing
do bénh van tim, Ty 1& bién cb Aot quy do thifu miu cuc b 18 0,70 (95% CL 0,44 - 1,13) trén 100
bénh nhdn-nam. Chiy miu din dén nhip vién xdy ravéi ty 1 bidn ef trén 100 bénh nhén-niim 1 0,43
(9554C1 0,31 - 0,59) dbi voi xudt huybt ndi so, 1,04 (95% CI 0,65 - 1,66) doi voi xudt buyét tiéu hoa,
0,41 (95% CI0,31 -0,53) d6i voi chiy mén niéu sink dye vi 0,40 (93% CI.0.25 - 0,65) ddi wai chay
maéu khic,

Bénk nhin dane diéu trj soc dién chuyén mhip

Mt nghién cim tién ey, ngdu nhién, nhan me, da trung tam, tham do oo dinh gid mi tiéu chi (X-
VERT) a2 duge thye hién trén 1.504 bénh nhén (khong higie da duwge diéu tri thudc chimng dong dudng
ubng) bi rung nhi khétng do bénh van tim dugc chi dinh sbe dién chuyén nhip, so sinh rivaroxaban
véi lidn didu chinh khang vitamin K (03 18 2:1), d¢ phong ngim cfc bien cd tim mach, Bign phap
churyén nhip gdm chuyén nhip qua sidu Sm qua thye quin TEE (1-5 ngdy truoc didu trj) hodic chuyén
nhip quy woe (it nhit 3 h.]s’.“m triede diu tr), Tiéu chi hidu qué chinh (gom til c& cfic dang 48t quy, con
thofing thiéu méu nio, tic mach hé thong khong phai thin kinh trung womg, nhdi méu co tim v tir
vong tim mach) xdy ra & 5 bénh nhin (0,5%) & ahom rivarexaben (1=397 B) ¥ 5 (1,0%) & nhdm khang
vitamin K {n=492; RR 0,50; C1 93% 0,15-1,73; nhom dy kien diéu trj 48 didu chinh), Tidu chi an
todn chinh {xufr:l huyét nfing) xdy ra & 6 bénh nhin (0,6%) & nhdm rivaroxaban (n=988) vi 4 (0,8%)
¢ nhém khang vitamin K (n=d04); (RE 0,76; CT95% 0,21-2.67, nhom an todn). Nghién ciu tham db
nay cho thiy hidu qui v an tedn tuomg duong gitra rivaroxaban vi khdng vilamin K ¢ bénh nhin
ﬂ:hu}'éu nhip,

Hénh nhidin rung nhi khang do bgah van tim didu trf PCT ddt stent

Mat nghidn cirs nglu nhién, nhin mo, da trung m (PIONEER AF-PCT) duge thie hign rén 2124
bénh nhin rung nhi khéng do bénh van tim d8 teai qua PCI cO @t stent do bénh xo vita dong mach
nguyén phit 4& so sanh mirc di an todn cia hai phic db fvaroxaban vA mdt phic dd VEA, Cae bénh
nhin dwoe chi dinh ngiu nhién theo kidu 1:1:1 dp dyng ligu phap thng thé kéo dai 12 thang. Dénh
nhiln e ién sir dit quy hodic TIA duge loai tri,
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Nhém 1 dimg rivaroxaban 15 mg x 1 lin/ngay (10 mg x | ldn/ngiy & bénh nhan b d§ thanh thii
creatinin 30 - 49 mi/phit) edng véi chét ic chit P2Y12. Mhom 2 ding rivaroxaban 2,5 mg hai lan moi
ngdy cong vai DAPT (ligu phip khing két tdip tidu clu kép tirc 1 clopidogrel 75 mg [hodc thubie fre
ché P2Y12 thay thé] cliing vii acil acelylsalicylic lidu thip [ASA]) trong 1, 6 hofic 12 thing, sau d6
la rivaroxaban 15 me (hode 10 mp 45 voi ddi tuomg cd d thanh thai creatinin 30 - 49 mliphut) ngéy
| Lim edng véi ASA licu thip. Mhom 3 duge dicu chinh lidu VKA chng vii DAPT wrong 1, 6 hoge 12
thiing, sau 46 13 VLA didu chinh lidu céing véi ASA lidu thip.

Tiéu chi an todn chinh, cie bién cb chay médu cd ¥ nghia Am sang, lin leot xay ra & 109 (15,7%), 117
(16,6%) va 167 (24,0%) dbi tupng trong nhém 1, nhém 2 va nhom 3 (HR 0,59, KTC 95% 0,470
0,76, p<0,001 v HE0,63; KTC 95% 0,50-0.80; p <0,001, tuomg dng). Pigm cubi phy (tone hop cae
bién ei tim mach tir vong do tim mach, NMCT hode dét quy) 1in It xay ra & 41 (5,9%6), 36 (5,1%)
vi 36 (5.2%) d_ﬂi tugmg (rong nhém 1, nham 2 v nhim 3. MAi phac dé rivaroxaban cho thiy giam
ding k& cdc bicn co chay man ed ¥ nghia ldm sing so vii phac do VEA ¢ bénh nhin rung nhi khing
do bénh van tim 48 trdi gua PCLeo dil stent.

Muye tiéu chinh cin PIONEER AF-PCI 14 déinh gis di an todn, DiE lidu vE hidu gua (bao phm cd cée
hidn b huyél khdi tiic mach) trong nham nghién ciu ndy con han ché.

Bidu iri DVI,_PE vit phong ngira DVT va PE tii phit

Mghién cir lam sang rivaroxaban duge thiit ké d& chimg minh hi¢u qua oia rivaroxaban trong diéu
tri han ddu v tidp tye dicu tr DYT va PE cép tinh vi ngéin ngia @i phat.

Flemn 12,800 bénh nhiin 48 dige nghién ciu trong bén thir nghiém 1m sing ngiu nhién co dii chitg
pial dogn [1 {Einstein VT, Einstcin PE, Einstein Extension va Einstein Choice) v thém vio dd,
mt phiin tich ghp dwge xée dinh tnrbe cua céc nghién et Einstein DVT va Einstein PE di durgic
thye hién, Thin gian didu tr két hop thng thé trong it cd che nghién el 1én den 21 thang.

¢} nghién ctru Einstein DVT, 3.449 bénh nhén DVT cip tinh 41 duye nghién ein dé didu tri DVT va
phimg npirn DVT va PE 1 phit (nhimg bénh nhin PE c6 trifu chimg bi loai khoi nghién cuu nay).
Thiri gian diéu trj 1 3, 6 hodic 12 thing Ly thue vio ddnh gid lim sang cia bde s§ nghién ci.

B viri diﬁu tri ban diu trong 3 tudn cia DVT cép tinh, 15 mg rivaroxaban duge ding hai lin mbi
ngay. Tiép theo 14 20 my rivaroxaban mdi ngdy mdt [an.

O3 nghién cirs Einstein PE, 4,832 bénh n:'tuin PE cap tinh dii dge nghién cir dé ditu trj PE va phong
ngira DVT va PE tii phat. Thin gian didu tri 18 3, 6 hode 12 thdng thy thude viao dinh gid lam sang
ctin bic 5§ nghic¢n cinu.

D)4 wir diéu trj ban diu PE cﬁp tinh, 15 mg rivaroxaban e diing hai lin mdi ngiy trong ba win.
Tiép theo 1 20 mg rivaroxaban, ngiy mdt lin.

Trong ¢ nghién ciu Einstein DYT va Einstain PE, phac i didu tri 50 sanh bao gom enoxaparin duge
ding trong it nliét 5 ngay két hop vai didu trf thute khang vitamin K cho dén khi PT/INR niim trong
khodng didu trf (= 2,0). Tidp tuc dilu trj bing thude khang vitamin K di duge didu chinh ligu dé duy
Wi cée pid tri PT/ANR trong pham vi diéu t tir 2,0 dén 3,0,

Trong nghién ciru Einstein Extension, 1.197 bénh nhin bj DVT hode PE di duge nghién ciru dé ngfin
ngira DV va PE tdi phat. Théi gian didu tri kéo dai thém 6 hofic 12 thing & nhimg bénh nhin da
hodn thanh & dén 12 thang diéu i thuyén tic huyét khii tinh mach iy thufe vie dinh gia lam sang
ciia didu tra vién, Rivaroxaban 20 mg x 1 Fin/ngdy dwge so sanh vii gid duge,

Nghién eiu Einstein DVT, PE va Exiension d sir dung cing mgt tidu chi vi higu qua chinh va phy
nrong ty nhau duge xde dioh tnde. Tiéu chi chinh danh gia hitu gua didu trj 18 VTE tai phdt co trigu
chimg duge dinh nghia la hﬁn hgp DV L4i phit hay PE giy tr vong hojc khong piy (i vong. Tiéu
chi phu ddnh gid hidu qua diéu tr duge dinh nghia 13 DVT i phat, PE khing gy tir vong v tir vong
do moi nguyén nhan,
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T'tong nghién cir Einstein Cheice, 3.396 bﬁnh nhiin e DVT e trigu chimg duge xdc nhin vi‘hode
PL 4 hodn thinh 6-12 théng diéu tri biing thudc chiing d8ng mau 43 dwoc nghién ol 2 npin ngl'.'m
PE ga}' tir vang hodic DVT hofie PE 16 phit ¢ tricu chimg khng tr vong, N'hﬂ-ng héﬂh nlidn co chi
dinh tiép e ding khing d-}ng theo ligw digu tri 48 bi loai khai nghién eiru, Thid gian didu trj lén dén
12 thing, 1y thudc vao ngiy ngdu nhién theo timg ca nhan (trung binh: 351 ngay), Rivaroxaban 20
FEH x 1 Yin/npay va rivaroxaban 10 mg x § lan/npiy dirpe so sénh véi acid acetylsalicylic 100 mg x |
[En/ngdy.

Tiéu chi chinh danh gia hidgu qua didu trf 16 VTE i phit cd tridu chimg dirge dinh ngha 12 hém hop
DVT thi phat hay PE gy o veng hofc khing gy tir vong.

Tromg nghién ciu Einstein DVT (xem Bang &), rivaroxaban da duge chimg minh 1d khang thua kem
enoxaparin/V KA v& kit qua hidu qud r:hm.h (p =<0, lJiJﬂl (kidm nghiém kching kém hom); t 56 nguy
co Hazard (H'R]- (.680 (0,443 - 1042}, p = 0,076 (k::rn nghigém vuot tréi)). Lot dch lim séng xéc
dinh trude (két qua hidu qua chinh cng véi cae hifn ci chiy méau lém) duge bdo cdo FIR 1a 0,67
((95% CI: 0,47 - 0,95), gif tri p danh nghia p = 0,027) ngtm‘%ng vit rivaroxaban, Gig trj INR niim trong
pham vi didu td, trung binh 14 60,3% thii pian trong thid gian diéu trj trung binh 14 189 ngdy, va
55.4%, 60,1% va 62,8% thdi gisn trong cie nhom thivi pian dicu tri dir dinh 3, 6 va 12 thing (weng
(mg. Trong nhom enoxaparin/VEA . khing co mdi lign hé rd rang gitka mie 4§ TTR trung binh ( Thé
gian trong pham vi INR mye tigu 14 2,0 - 3,0) & cée phin vi c6 kich thurde bing nhau v 1y 1@ VTE ti
phat (P = 0,932 ddi vér tuong the). Trong nhém phin vi cao nhit theo trung tim, HR v rivaroxaban
sn v warfarin 12 0,69 (95% CL: 0,35 - 1,35).

Ty 1é xudl bign tidu chi danh gid an tdn chinh (céc bidn cf chiy méu niing hodc khing ning uﬁ']urn
sang) ciing ol tiéu chi phy dinh gid do an todn {bién ed chiy mdu ning) twong ty nhay l.u,:é b
nhéim didu iri. /

Bing 6: Két qua hifu qua vi an todn tir Einstein DYT giai dogn 111

1.449 bénh nhéin ¢i trigu chimg huyce khi finh
Nhdm nghién cin mach sfn efip tinh '
Rivaroxaban®! Enoxaparin/VICAY
Litu lwong vi thii gian diéu tr 3, 6 hode 12 thing 3, 6 hojic 12 thing
- N-1.731 N=L.718
VTE thi phét cd triéu chimg® 16 51
= (2,1%) (3,0%%)
PT tii phit co trigu chimg 20 I8
- (1,2%) (1,0%)
DVT i phat b trigu chimg 14 28
L (0 (1,6%)
PE via DVT ¢b tridu chimg I 0
R {10, 1%5)
PE tir vong / tir vong trong 46 khing loai i &
trif PE (0.2%) (0.3%)
Chay méu nghiém trong bodic khing 139 138
nghiém trgng ¢6 lién quan vé mit lim sang (8,1%) (8.1%)
Bifn cb xuft huyt ning 14 20
8% (1,2%)
jl Rivaroxahan 15 mg % 2 tﬁlL"ﬂg&y trong, 3 tudin, sau @6 20 me x 1 lanfngay
E:} Enoxaparin trong [t nhét 5 ngiy, chong chéo vi theo san béi VKA
p <0,0001 (khing kém hon so vai HR xde dinh tde 18 2,0); HR: 0,680 (0,443 - 1,042), p =
0,076 (vt 1) — B

Trong nghién cin Lmsiem PE (xem Béng 7), rivaroxaban d duge chimg miah 14 khing kém
enosaparin VA v dbi vai tidu chi chinh dénh gia {p = 0,0026 (kiém ng_hlEm cho tinh khing kém
o) HR: 1,123 (0,749 - 1,684}, Loi ich [dm sang thudin xde dinh trude (két gua higu qua chinh cing
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vii cde bin o chiy méu 1ém) duge bio cdo voi HR 13 0,849 {(95% C1: 0,633 - 1,139), gid trj p danh
nghia p = 0,275). Gid trj INR nim trong pham vi digu tri, trung binh 3 63% théd gian trong théd gian
iy tri trung binh 14 215 nphy, vi 57%, 62% va 65% thid gian trong cac nhom co thin gian dir dinh
didu trj 14 3, 6 v& 12 thang, tuong Gng. Trong nhom enoxaparin/VKA, khing co moi lign hi 1d ring
pitta mire & TTR trung binh (Thai gian trong pham vi INR mye tiéu jad 2.0 - 3.0} & chic phiin v cd
kich thude bing nhau va ty 1§ VTE i phat (p = 0,082 twong téc). Trang philn vi cao nhat theo trung
tim, HR viri rivaroxaban so voi warlarin 12 0,642 (93% C15 0,277 - 1 484).

T 18 xudt hién doi vod e chi chinh danh gid df an toin (cdc bién cb chay méu nghigm trong hojc
khing nghiém frong co lién quan dén 1am sang) thilp bon mot chit & nhém ditu tr rivaroxaban (10,3%
(249724 12)) 5o v nhim didu trj enoxaparin/VEA (11,4% (274/2405)). Ty 1€ xay ra tiéu chi phy danh

i (bifn o6 chay miu nghiém trgng) thip hon & nhém rivaroxaban (1,1% (26/2412)) so véi nhim ﬁ
enoxaparin/VICA (2,2% (52/2405)) vai HE 0,493 (95 % C1: 0,308 - 0,78%). :,,
Bang 7: Két qui vé higu qui vi 4 an toan EINSTEIN PE giai dogn 111 . ) L
Nhém nghién ciru 4332 binh nhiin PE < tri¢u chimg efip tinh \ii
Thivi gian vi lidu didu iri Rivaroxaban®! Enoxaparin/VIKAY b
3, 6 hoiie 12 thing 3, 6 hodie 12 thing ad
B N =2.419 N =2.413
V'TE tai phat e tridu ching’ 50 44
o (2,1%) (L.B%)
PE tdi phét ¢t trigu chimg 23 20
(1,0%) (0,8%)
DVT tai phie cd trigu chimg 18 17
(0, 7%) 0%
PE v DVT e trifu chimg 0 2
= (<0, 1 %)
PE gy tir vong/ T1r vong khi chua I 7
| logi trir dugre PE (0,5%) l 10,3%]
Chay miu nhigu hoae khdag nhidy 249 274
ot lién :f_.]uan. vé mdt lim sang (10,3%) {11,4%)
Bién co xuit huyet nding 26 52
) (1 1) | . [2.2%)
a) Rivaroxaban 15 mg hai lin moi npdy trong 3 tedn, sau 46 20mg mit Tin mii ngay
b) Enoxaparin trong it nhit 5 ngdy, duge sir dung cong vl VKA va tidp theo ld VLA
=) 0026 (khéing kém hom HR séc dinh trude 18 2,0); HR: 1,123 (0,749 - 1.684)

Mgt phén tich ting hop xée dinh trmoe vt k&t qui cia cde nghién ol Huyét khéi finh mach sfu va
Thuyén the phi Einstein di duge thue hién (xem Bing B).

Bing 8: K ét qua vé hidu qua va 4§ an todn tir phin tich tomg hop Einstein DVT vi Einstein

I'E giai doan 11

Nhém nghién ciu 8.281 biégnh nhin mic thuyén tic phii vii huyét
khii tinh mach siin ¢6 iri¢n chimg cip tinh
Thivi gian vi licu dicu tri Rivaroxaban™ Enoxaparin/VIKAY
3, b hofic 12 thing 2,6 hode 12 thing
[ _N=4.150 N=2413
VTE ti phét ¢6 trigu chimg® {gi?m_ B qz:;;j%;
PE i phit cb tribu chimg 43 G
) _(10%) (0.9%)
DVT thi phét e6 triu chitng s b
(0,8%) (%)
PE vi DVT b trigu chimg | 2
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[<0,1%) (=0,1%)

PE tir vong/ 1 vong khi chura logi trir 14 13

Awgpe PE —1 (0.4%) {0,3%)

Chéy mau nhiéu hodc khing nhidu eb 88 412

lién quan v mitlimsang | (94%) 100%) |

Bign c0 xuat huyél ning 441 72
_(L0%) Ak, 7o6)

a ]| Rivaroxaban 15 my, hai |n moi ngdy trong 3 tusn, sau di ?_[Img_me'ﬁ-t'lﬁn mii ngay
b} Enoxaparin trong it nkdt 5 npay, dirge sirdyng clng véi VECA vi tidp theo I VKA
50,0001 (khing thua kém HR xde dinb trwée 14 1,75); HE: 0,886 (0,661-1,186)

Lagi ich lim sang !huﬁl] xhc dinh trude (k& qua higu qua chinh cing véi cic bidn ci chiy mau nghiém
trong} ¢ia phin tich Wag hop dirge bio cdo wii nhip tim 14 0,771 {{93% CL 0,614 - 0,967), giatrip
danh nghia p = 0,0244).

Trong nghién ciu Einstein Extension (xem Béng 9), rivaroxaban vt trdi hon so vl gila duge w:
tiéu chi chinh va phy Lig qua. Boi v két qua chinh danh gid d§ an wan (cac tai bién xudt huyét
nghiém trong), ty 1& mic bénh cao hom khing co ¥ nghia vi 56 luong & nhimg bénh nhén dwgc didu
ug' wiri rivaroxaban 20 myg x 1 1n/ ngéay so vii gid duge. Tiéu chi phy danh gia di an wan (cac bién
e chiy mau nghiém trong bofic khong nghi¢m trong ¢6 lién guan dén 1am séng) cho thiy ty 1& hénh
nhéin dwoe digw tri bing rivaroxaban 20 mg x | lan/ ngdy cao hon so vivi gid duge,

Biing 9 Két qudi v hifu qui va di an toan tir nghién cim Einstein Extension giai dogn 111

Nhém nghién ciru 1.197 binh nhin tiép tye diéu trj va ngin ngira
S thuyén tic huyét khoi tinh mach
Thivi gian va licu diéu tri Rivaroxaban® Gia duye
6 hode 12 thing 6 hoge 12 thang
= N =62 N =594
VTE ti phit €6 trigu chimg® ; 42
£ (1,3%) - (7.1%0) |
PE tai phat co trigu chimg U};%J ) {E.jij"?ifl B
I_]W thi phil co midu chu‘mg - {‘}.g'}'ﬁ ) {5"32],;_{?1
PE tir vong! tir vong khi chura logi trix | |
dugre PE — (0,2%) (0.2%)
Bién i xudt huyet nghidm trong 4 ]
. (0,7%) (0,0%)
Chay mau khong nghitm frong oo 32 7
lién quan v& mt lim sing (5,4%) (1.2%)
N Rivaroxaban 20 mg mot lin mdi ngiy
| #p<0,0001 (vargt i), HE: 0,185 (0,087 — 0,393)

Trong nghién i Einstein Choice (xem Bang 10). Rivaroxaban 20 mg vi 10 mg déu virgt 1ri acid
acetylsalicylic 100 mg vi tidu chi chinh dénh gig higu qui. Tidu chi chinh dénh gid 4§ an tén (cie
bién co chay miu nghigm trong) ka twong t déi viri bénh nhin duge didu i biing rivaroxaban 20 mg
va l0mgx 1 lin / ngay so voi 100 mg acid acetylsalicylic,

Biing 10: Két qui vé higu qui va d) an toin ti nghidn cirn Finstein Choice giai dogn 111

Nhim nghién eirn 3.396 bénh nhéin tiép tye ngin ngira thuyés tic huyét
e lkhii tinh mych i phis
Li¢u lwgng dicu tr Rivaroxaban = Rivaroxaban 100 | ASA 100 mgx |
20 mgx L lin/ | mgx 1 o/ ngay Lin/ ngay
ngiy N=1.127 N=1131
N=1107 -
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Theri gian diéu tri trung vi 349 [189-362] | 353 [190-362] | 350 [186-362] ngdy
[khoang br phan vi] | gy gy
VTE tii phat oo trigu ching L7 13 A0
= fa (1,5%)" (1,2%) {4.4%)
PE thi phit cd trifu chimg & & 19
- N (0,5%) ({1.3%) ! LT
DVT téi phit eo triéu ching 9 i 30
. (0.8%) (0.7%%) (2,7%a)
PE gy tr vong/ T\ vong rong 2 i 2
A6 PE khong the logiteir | (0.2%) (0,0%) (0.2%)
VTE t&i phil 6 triéu chimg, MI, 19 18 6
dit quy, hode thuyén tie ngoai (1.7%) {1.6%) (5.0%)
| hé Il-g%n; kinh trung wong z
Rign cb xuiil huyét nghiém trong i 5 3
, _ (0,5%) (0,4%) _ (0,3%)
Chiy méiu khdng n ghigm trgng 30 28 20
of lién quan v& mil lam sing (27 (2,0} _ 18
VTE tii phit o triéu chimg 23 17 53
hodc chay maw nghiém trong (2,1%)" (1,5%)" (4,7%)
| (lgi ich JAm sing thudn)

|
* b <0,001 (vurert i) Rivareoaban 20 meg | 1B/ ngy so vii ASA 100 mg | an/ ngiy; HR =
0,34 (0,20-0,59)
*# o <) 01 {wurot tedi) Rivaroxaban 10 mg ] Fin' ngdy so vii ASA 100 mg 1 lin/ ngay; HR
= 0,26 (0,14-0,47) ;
+ Rivaroxaban 20 mg 1 Jn/ nghy so voi ASA 100 mg | i/ ngiy; HE = 0,44 (0,27-0,71), p
= 00,0009 {danh nghia}
++ Rivaroxaban 10 mg | n/ ngdy so voi ASA 100 mg 1 1in/ ngay; HR = 0,32 (0,18-0,33),
p=,0001 {danh nghia) o

Ngodi nghifn et EINSTEIN giai dogn L1, mit nghién cir dodn hé nhin md (XALIA) tién cing,
khong can thigp, v dénh gid ket qua trung thm bao gim VTE tdi phit, chiy méu nghiém trong Vi tir
vong di duge tién hanh. 5.142 bénh nhin DVT cip tinh di duge dua vio nghién el tinh an tedn cs
rivaroxaban khi st dung 1du déi so voi ligu phap chéng dong méu (idu chudn wong thyre hanh ldm
samg. T4 1€ chily méu nghiém trong, VTE t4i phét va tir vong do moi nguyén nhn déi véi rivaroxaban
Vi Durot 1 0,7%, 1,4% va 0,5%. Ch s khic bigt vé cfic diic diém co ban cua bgnh nhén bao pom tudi
tae, ung thir va suy thin, Mt phin tich phén tang diém xu hudmng dupe xéc dinh trode dit durere sl
dung dé didu chinh sy khde bidt corbin do leimg duge nhung sy nhitu con Ipi eb thé anh hmong dén
lét quéa. Ty sd HR diiu chinh so sanh rivaroxaban vi ché d chim séc iéu chuldn ddi vidi bién ob chiy
man nghiém trong, V1E tai phat va tir vong do moi nguyén nhan tuomg g & 0,77 (95% C1 0,40 -
1,50, 0,91 {95% CI 0,54 - 1,54) va 0,51 (95% C1 0,24 - 1,07),

Nhiing két qui ndy trong thue hinh lm sang phit hop i hi so an toin di duge thiét 1ip tong chi
dinth ndy.

Trong mét nghién cdu khing can thiép, sau c_flp phép, wén hon 40.000 bénh nhin khong co tién sir
ung thr tir bon quéc gia, rivaroxaban dii dinge ke don dé diéu 1 hode phing ngia DVT va PE. T¥ 1€
hién e trén 100 benh nlén/nam dii vii cde bién od thuyén de huyét khdifthuyén tic huyét khii ob
triéu chimp/rd ring tén 18m sang din dén nhip vién dao dong ur 0,64 (95% C1 0,40 - 0,97) & Anh
dén 2,30 (95% C1 2,11 - 2,51) & Bire. Chiy méu diin dén nhdp vidn xay ra vii ty 12 bidn ed wén 100
bénh nhin-nam & 0,31 {95% C1 0,23 - 0,42) dd0i v xudit buyét ndi s, 0,89 (95% C10,67 - 1,17) dii
v xubt huyét tidu hoa, 0,44 (95% CI 0,26 - 0,74) ddi vii chiy mau nigu sinh dye v 0,41 (95% C1
0.31 - 0,54} déi vod chay méau khde.

Biénh nhin nhi
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Pign s VTE v phong ngiva fdl phdat VIE & (ré em

Thng cong c6 T27 tré duge xac nhin mic VTE cip tinh, trong do 528 tré dimg rivaroxaban, da dugpe
nghién ci trong 6 nghién cim nhi khoa da rung tim, nhin ma, Ligu didu ehinh theo trong lugng co
thé & bénh nhiin tir s sinh dé&n dwéd 18 wi din dén phot nhifm rivaroxaban tuong ty nhar quan sit
thay & bénh nhin DV trudmg thinh dirge digu trj bang rivaroxaban 20 mg mét l&n méi ngay nhu d3
duge xae nhin trong nghién ciu pha (L (xem mpe Pic tinh dwge ding hoc).

Nighién cirn EINSTEIN Junior giai dogn 11 1 mét Ln;;,hiﬁn ciru 1m sang da trung thm, ngu nhién, cd
doi chimg trén 500 bénh nhi (tir so sinh dén < 181 i} dugre xéc nhiin mie VIE chp tinh. C6 276 tre
tr 12 dén < 1B wdi, 101 té tir 6 dén = 12 tubi, 69 tré tir 2 dén < 6 woi v 54 wé < 2 udi,

Chi 56 VTE dge phin logi 1d VTE lign quan dén dng théng tinh mach trung tam %[:w:-vnz; 90/335
hénh nhin & nhom rivaroxaban, 37/165 bénh nhin o nhom déhi eluimg), hryét khii Gnh mech nio v
xoang (CVST, 747335 bénh nhin & nhom rivaroxaban, 43/ 165 bénh nhin & nhom d6i chirng) va il
¢ cAe bénh nhin khic bao gdm DVT va PE (khong phai CVC-VTE; 171/335 bénh nhin & nhom
rivaroxaban, 85/165 bénh nhin & nhom doi chirmg). Biéu hién phé bién nhit cia huyét khoi chi &0 &
tré em tir 12 dén < 18 tudi 13 khing phai CVC-VTE & 211 tré (76,4%); & tré tlr 6 dén < |2 tudi v L
2 dén < 6 whi 15 16 CVST lin It 12 48 (47,5%) va 35 (50,7%); v & tré < 2 tudi 3 18 CVC VIE I
37 trudmg hop (68,5%). Khing b té < 6 thang méc CVET trong nhim rivaroxaban. 22 bénh nhin
mic CVST bj lghié]'n riing hé thiln kinh trung wemg (13 bénh nhin & nhom riviroxaban vi 9 bénh
ahdn & nhom doi chimg).

VTE diroe kich thich bi cie véu 16 nguy cor dai déing, thodng qua hode e dai ding vir thodng qua i
438 tre (87,6%).

Biénh nhin duge didu tj ban diu véi lidu dign o UFH, LMWH hege fondaparinus trong it nhit 5
ngdy vil duge chon ngiu nhign theo tf 1 2:1 4é nhin ligu rivaroxaban hoge nhom so sanh theo trong
lugmg co the (heparin, VKA) trong gini dogn dieu tri chinh cua nghién e, trong 3 thing (1 thing
ﬁlfli_ v tné < 2 tudi mic CVC-VTE). Vo cudi giai doan diéu trj ciia nghién ciu chinh, xét nghidm
chéin dodn hinh anh thu duge & thii diem ban daw s& duge [ip 1y néu khd thi vE mat lam sang, Vide
didu tri trong nghién ofiu co thé dwge dimg lgi ti thai diém nay hode theo quyét dinh cia Nyl
nghién cirn, tiép tue kéo dai Wng chng thi da 12 thang (41 v&i tré <2 tudi mic CVC-VTE thi da 3
théang ).

Két qué chinh vE higu qud 1 VTE tdi phat c6 triéu chimg. Kt qud an tofn chinh 1 sy két hop giira
sl huyét nfing va xufit huyét khéng nghiém trong o6 lién quan dén lim sang {CRNMB), Tt ca eae
F.E-t qua v higu qud vi an toan déw duge danh gid tip trung bai mdt dy ban dije lp mi quang vE phin
bé didu tri. Két qua vé higu qua va &6 an todn duoc thé hién treng Bang 11 vé 12 dwoi day.

VTE téi phét xdy ra & nhém ding rivaroxaban & 4 trong 56 333 bénh nhiin va & nhom o shoh & 5
trong 6 1635 bénh nhin. Sy két hop gitta xudt buyét nang vi CRNMB da duge bio cdo & 10 trong 56
129 bénh nhén (3%) dirre didu trj bing rivaroxaban vit & 3 trong 56 162 hénh nhdn (1,9%) dwge didu
tr] biing thude so sinh. Lei ich 1am sang thye (VTE i phit o6 trigu chimg cdng véi e hign cof Kt
luryét nding) di durge bito cdo & nhém rivaroxaban 0 4 teén 335 bénh nhén va & nhém so sdnh & 7 tén
165 bénh nhiln. S binh thudmg hia ganh ndng huyet khoi khi chyp lai hinh dnb xdy e & 128 trong
s 335 hénh nhén ditu trj bing rivaroxaban vi & 43 trong s 165 bénh nhin trong nhom so sanh,
MNhing phit hién ndy nhin chung giting nhan gif cde nhim b, C6 119 (36.2%) 1 bi xudt huydt
do didu trj & nhém rivaroxaban vi 45 (27,8%) té & nhdm so sanh.

Bing 11: Két HI._IE_\'& hidu qué cudi dpt didu trj chinh

Bién co Rivaroxaban Thube dii chimg
; _N=335" N=165"
VTE tdi phit (leét qua chinh vé higu | 4 5
qud) (1.2%, 95% C10,4%-3.0%) | (3,0%, 95% C1 1,2%-6,6%) |
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T

[ Hon hop: VTE & phat ci trigu . 3
chimg + tinh trang xiu di khéng co | (1,5%, 95% CI0.6%-3,4%) | (3.6%, 95%CI1 | J606-7.6%)
triéu ching trén hinh anh lap Lo -
Hon hop: VTE tai plidt oo tridu 21 19
chimy + tinh trang xfu di khiing co | (6,3%, 95% C14,0%-9,2%) | (11.3%, 95% CI 73%-
triéu chimg + khong thay Jdbi trén 17.4%)
hinh dnh l&p lai e g=
Binh thuimg trén hinh anh lap lai 128 43
(38,2%, 95% CI 33,0%- | (26,1%, 95% CI 19.8%
L - — 43,5%) 33,0%)
Hin hop: VIE ti phat e tridu 4 7
chitng + chay mau ning {lgi fch (1,29, 95% C10.4%-3,0%) | (4,23, 95% CI 2.0%-8,4%)

L simg thye) -
Thuyén tic ph:f'ui gdy tirvong hodie | 1 |1
Kkhéng gy tir vong_ | (0,3%, 95% C10,0%-1,6%) | (0.6%, 95% C1 0,0%-3,1%)
*FAS~ full analysis set (b phin ﬁ_n_:_h_!:ﬁ}' du, tit ca tré em dugte chon ngau nhién)

Rivaroxahan Thuiie dii ching
— N=329" N=162*
Hén hop: Chiy mau ning +| 10 3
| CRNMB (két qua chinh vé an todn) | (3.0%, 95% C1 1,6%-5.5%) | (1,9%, 95% C1 0,5%-3,3%
Chiéy min niing 10 2
_ (0,0%, 05% CT 0,0%-1.1%) | (1,2%, 93% C1 0,1%- |

Bit ki tinh trang chiy mau nao do | 119 45

digu Irj (36,2%) (27.8%)

saficty analysis set (b5 phan tich dly d0), it ei tré em duge chon ngdu nhién vé
| duge it nhit | liéu thude nghién cin,

Hé so ve higu qua va 46 an todn cia rivaroxaban phin lom tromg tr gitta nhdm VTE & wé em vd
DVT/PE & nguid 1dn, tuy nhién, ty 1 dbi nromg bi chiy madu & nhim VTE & tré em cao hom s0 vt
DVTI/PE & mgurini 16m.,

Rénh nhin et héi chimg khing phospholipid diong tinh nguy co sao gip ba lan

Trong mét nghién cin da trung tm, ohin md, ngiu nhign do nghién cin vién @i g vai su diéu chinh
tigu chi bi mu, rivaroxaban dwoc so stnh véi warfarin & nhimg bénh nhéin 6 tién sir huyét khed, dume
chiin dodn mic hii chimg khéng phospholipid vi ¢6 ngay eo cao bi bién cf huydt khoi (duong tinh
véi ¢4 3 wét nghiém khang phospholipid: thuiic ching dong méu lupus, khing thét khéng cardiolipin
vii khing thé khing beta E-E,[?fl:upn;:tﬁin ). Thir nghiém di két thie sém sau khi thu nhin 120 bénh
nhén do b quéa nhidy bién oo trén cfc bénh nhin trong nhom sir dung rivaroxaban. Thién gian theo
d@i trung binh ki 569 ngay. 59 bénh nhin duge chon ngu nhién voi rivaroxaban 20 mg (15 mg cho
bénh nhén oo dé thanh thii ereatinin (CrCl) <50 mL/ phit) vi 61 dimg warfarin (INI 2,0-3,0). Cac
bién cb huyét khii te mach xdy ra & 12% bénh nhin ngdu nhién ding rivaroxaban (4 djt quy do
(hidy méu cye b vi 3 nhdi mdu co tim). Khong o6 bitn cb nio duge bio cio & nhimg bénh nhin
ngiu nhign diing warfarin, Chay méu nghiém trong xay ra & 4 bénh nhin (7%) eda nhom rivaraxaban
vir 2 bénh nhén (3%) cia nhdm warfarin,

Mhdim bénh nhi

Co quan Dhroe phiim Chiu Au da hofin yéu i i két qua nghién ci voi rivaroxaban trong mit
hodic nhidu nhim béuh ahi trng didu trf ede bién ¢6 thuyén tic huyét khdi. Corquan Duge phim Chi
Au di bo yéu chu ndp ket qui nghién ciru vl rivaroxaban trong it ci cde nhom bénh nhi trang vige
phéng ngira cie bién cb thuyén tie huyét khoi (xem myc Cach ding, Lita ding dé bidt thong tin ve
vi€e sir dung cha iré em).
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PAC TINH DUQC BPONG HOC

Hip thu

Uhéng tin sau ddy dira trén dit liéu thu dwoc o nguoi lom

Rivaroxaban due hitp thu nhanh chéng vai ndng 46 téi da (U dat san 2 - 4 ity uong thude,

Rivaroxaban hﬁﬂ thu gin nhu hoan tadn qua duimg ubng v sinh kha dyng duwimg ubng cao (80 -
L 0% ) diod wiri lién vién 10 mg, béit ké uing thude tinh trang doif no, Udng rivaroxaban cling voi thirc
an khisng dnh hutmg dén AUC hodc Cax & lign 10 mg.

Do mire 44 hp thu bi gidm, sinh khi dung qua duimg wéng vién 20 mg uing lic doi chi dat 66%.
Khi uong vién rivaroxaban 20 mg cling voi thee an, lam tang AUC trung binh 3%% s0 v khi ubng
thudc Hie 461, cho thiy sie hip thu gin nhir hodn todn va sinh kha dung dwdmg wong cao. Rivaroxaban
|5 mg i 20 mg duoe ding eling véi thire an (xem mye Cich dimg, Litu dimg).

Dhrgpe didng hoe cia rivaroxaban gﬁp nhus tuyén tinh khi ding lidu khodng 15 mg x 1 lin /ngdy. O ligu
eao hon, rivaroxaban cho thay su hip thu han ché khi hoa tan v sinh khi dung gidm va ty §é hiip thu
giam khi ting liéu, Bigu ndy duwge thé hién rd hom & trang thai d&i so vii trgng thai no,

Sy bién thién dge ding hoc cia rivaroxaban la vim phii voi sy bién thién gifia céc cd thé (CV%)
ném trong khodng 1 30% den 40%, ngogi trir via ngiy phiu thust va sau ngdy phiu thudt khi mie
40 thay doi ve phei nhidgm cao {70%),

Si hilp thu ehia rivaroxaban phy thude viio vi ted 2idi phong trong dwémg tidu hda, AUC vl Cau gidm
29%, vit 56% so vii dang vién nén di duge béo cao khi rivaroxaban duge gidi phing & dogn hin Tt
non. Phoi nhitm voi thuoe gidm hon nira khi rivaroxaban duge gidi phong & mdt non duandt:ufﬁ , hodc
dai trang l&n. Do da, nén trinh sir dyng rivaroxaban qua dudmg da diy vi didu nay o the lam gidm
héip thu vit lién quan dén phoi nhidm véi rivaroxaban.

Khi dung sinh hoe (AUC v Cr) o6 the so sinh duge vii ivarexaban 20 mg ding duémg ubng dui
dang vién nén nghi%n ndt trjn vol nuoe e xeay nhuvén hode dich treo frong nirde va ding qua ong
thing da diy sau bita in Long, 50 v ufing ca nguyén vién nén. Voi dic didm duge lue hoe 1 1§ thudn
vii Lidu lignp eda rivarakaban, két qué sinh kha dyng tir nghién el niy o thé &p dung cho ede lidu
rivaroxaban thip hon,

Bénty nhdin mis

Tré em duge ding rivaroxaban dang vién hodc hdn dich udng trong hofe ngay sau khi cho dn hojc
fin clmg vl mdt luoong chiit 16ng thing thirdng dé dam bao liew lwomg ding tin ciy & é em, Giong
rihur & ngudi Lon, rivaroxaban duege hiip thu d& déng sau khi uﬁn,g dwri dang vién nén hofic hat dé tao
thénh hin dich udng & tré em, Khing i sy khic bigt ve tde 4o hip thu cling nhw mic 46 hiip thu
pifia vién nén va hat ddi v cong thire hin dich uing. Khing cd dit ligu duge ding hoe sau khi tiém
tinh mach cho tré em nén chia 1o sinh kha dyng tuyét di cda rivaroxaban & tré em. Ngudi ta nhin
thily ¢t sy gidm sinh khi dung twong déi khi ting Lifu (tinh bing me/kg thé trong), cho thiy s han
ché hdp thu & liéu cao hon, ngay ca khi ding cing véi thire an.

Nén ubng vién Rivaroxaban 20 me trong e 8n hodie eing vin thire dn (xem mye Ciich dang, Liéu
ding).

Phin ho

Giin kit viri protein huyét trong 6 ngyi cac khodng 92% dén 5%, voi albumin huyét thanh 14 thanh
phiin lién két chinh, The tich phin bé trung binh vl Ve la khoang 50 1it.

Bénl nhin vl

Khing co dir ligu Vi sy gén ki1 diie hifu voi protein |'HJ}"-él. lwoing cila rivaroxaban dGi Wi e em.
Khong ed dir ligu duee ddng hoe sau khi dimg rivaroxaban tiém inh mach cho tré em. ¥e duge wie
tinh théng qua md hinh duge djng hoe nhim e em (df wmdi tir O dén < 18 wii) sau khi ubng
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rivaroxaban phy thude vao treng lugng co the v o tly*i direre md ta biing hiam sinh (i hge, vii trung
binh Ia 113 L d0i véi dii tuemg o trong lugng oo the 14 82 Bke,

Chuyén hia va thii trir

Trong sé lidu rivaroxaban udng vito c6 khodng 2/3 liéu bj thodi bifn theo chuyén hia, mit nim sau
dé duge thai trir qua thin va nira con lai théi tir theo duimg philn. 173 lieu diing cén lgi duge bai tét
tryre HEp qua thin dudi dang hoat chitl khing doi trong nude téu, chi yéu qua bii tiet chi dong &
thn.

Rivaroxaban duge chuyén hoa qua ede co ché CYPIAL, CYP2I2 va ) ché khéng phy thude CYP,
Su phin iy oxy hoa cia gie morphin vi sy thity phén cia cic lign két amide  cac vi tri cha yeu
clia sur bién dbi sinh hpe. Dya trén cée nghién et in vitre, rivaroxaban 14 mot chit nén cla cie protein
vin chuyén P-gp (P-glycoprotein) va Borp (breast cancer resistance protein - pratein khang ung thu
via).

Rivaroxaban & dang khing ddi 12 hegp chi quan trong nhdt trong huyét trong ngwdt vl s cd mit
chia che chit chuyén hoa khong guan trong hofic cé hogt tinh dang luu himh. 14 thanh thii todn ]}h'.-lm
ein rivaroxaban la khodng 10 L, duge xép vio nhom thudc cd 46 thanh thii ﬂgﬁp. Saun khi iém tinh
mach lifu 1 me, thid gian ban thii khoang 4,5 giér, San khi diing duimg uing, (e d déo thai tri nén
han ché. Sy thai trr rivaroxaban khoi huyét tuong xay m visi thé gian bin thai khodng 5 - 9 gid &
ngwin tré tudi vit khodng 11 - 13 gidr & nguii cao tdhi,

B midin nhi

Khéing et dir lidu trao d6i chit ey the cho ré em. Khing ¢d dir ligu duge ding hoe sau khi tiém tinh
mach rivaroxaban cho ré em. CL dwoe woe tinh thing qua mé hinh dege ddng hoc Eihujm tré cm {do
1wt 1 0 dén < 18 (i) saw khi uing rivaroxaban phy thude véo trong lugng co the va oo the dunge
mé ta biing ham sinh tric hoc, voi trung binh 13 & L/h doi vai ddi twomg of trong lwong cor the 14
82, 8ke. Cde gid tri trung binh hinh hgc cha thai gian bin hiy (L) duge woe tinh théng qua md hinh
due ddng hpe nhom gidm theo df fudi gidm va dao dong tir 4.2 git & thanh thig nién dén khodng 3
gidr ¢ tré em 8 todi 2-12 bl xubng twong img con 1,9 va 1,6 gio & tré em trong 48 wdi 0,5 dén <2
tudi v duedd 0,5 tudi.

Céc nhdm bénh nhiin dic bié
Fheo gidi tinl
(3 ngurri 16m, khéng cb sw khde bidt co lign quan i mit lim sang vé dugre dong hoe v duge Ire hoe

gitra bgnh nhin nam vi nit, Mt phin tich tham di khing cho thiy sir khac bigt ed lién guan vE n.ﬁ-ng.
&dd rivaroxshan giftn tré nam va tré nir,

N gordd oo tuiil
Rénh nhin cao tudi cd ndng do thudie teong huydt turong cao hon so véi bénh nhin wé tudi, v pid tri

AUC trung binh eao hom khodng 1,5 ldn, chil vEu Ja do d thanh thai todn phin v 46 thanh thai qua
thin giam (6 rang). Khéng cin diéu chinh liéu.

Cde fogd trpmg legmg cor thé khdc nhaw

Ch ngwin lm, tong hegng co the =50 kg hodic > 120 kg chi anh hutmg nha dén ndng dé rivaroxaban
trong huyét trong (dudi 25%), Khing cin dieu chinh lida,

(' tré em, rivaroxaben dirge djnh lidu dia trén trong higng co Ujv.‘-":. Mt phin tich tham do khing cho
théy tde dgng lién quan cia tinh trang thiéu cén hoge béo phi déi vad vige tiép xiic v rivaroxaban &
fre cm,

Sir khdc bidt gitra cde dan (e

Khng quan st thy sy khic bidt giia cde sic 1bc c6 lién quan v& mil lim sing gifta cde bénh nhin
D trfing, M9 poc Phi, Ty Ban Nha, Nhdt Ban hoje Trung Qube vé duge ddng hoe va duge Iy hoe
coa rivaroxaban,
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Mot phin tich thiim dé khing cho thdy su kbéc bigt lign quan gitta che din 1o v mire 4 tiép xiic
v rivaroxaban & teé em Nhit Ban, Trung Qube hode chiu A bén ngoai Nhit Ban va Trung Qude 50
viri thng th tré em tuong img.

Sy gan

Bénh nhin xo gan vid mie d suy pan nhe (dwoc phin logi 16 Child Pugh A) dugee ding hoe clha
rivaroxnaban chi thay déi ohd (tung binkh AUC téng 1.2 Min), gén nhu tuong dwong véi mite dat cla
nhim dii chimg khde manh. () nhilmg bénh nhin xo pan voi mie 46 suy an trang binh (durge phin
loai 1a Child Pugh B), AUC tung binh cia rivaroxaban d4 ting lén dang ke gép 2,3 1in 50 vii nhimg
ngurisi tinh npuyén khée manh. AUC khéng gan két di ting gap 2,6 1an, Nhimg bénh nhin nay ciing
bi gidm dAo thid rivaroxaban qua thin, weng tr nhir nhimg bénh nhén suy tiin mie 4§ trung bink.
Khong cd dif liéu & bénh nhin suy gan ning.

Sy (e ché hogt déng ciia hé 56 Xa tang gip 2,6 & bénh nhiin suy pan trung binh so véi ngudi tinh
nguyén khie manh; sy kée dai thid gian P17 twong tr ting gip 2,1. Binh nhin suy gan trung binh
nhay cam hom voi rivaroxaban dfin dén mdi quan hé PK/ PD giira nong d§ v PT cao hon,

Rivaroxaban durge chﬁng chi dinh & nhimg bfnh nhin bi bénh gan lién quan dén il loan dong méu
va nguy cor chdy mau lién quan dén lim sang, bao gom cd bénh nhin xo pan Child Pugh B vi C (xem
muc Chfrng chi dinh).

Khong co dir ligu lam séng o tré em bi suy gan.
Sy thaw

Sur phai nhigm rivarpxaban ting lén ngwrge 1pi véi sy gifm chire ning thin duge dinh gid qua d
thanh thai creatinin, O nhitng ngwdi bj suy thin nhe (46 thanh thai creatinin la 50 - B0 mUphat), tung
birth (dé thanh thii creatinin 14 30 - 49 mi/phit) v ning (4§ thanh thii creatinin 14 15-29 mlphat),
néing 43 rivaroxaban trong huyét tromg (AUC) déu ting tuong img 1,4, 1,5 vé 1,6 Kin, Sy gia ling
luemg mg vit tie dyng dwgee huee hoe di rd rang hon, CJ nhitng npdd suy thin nhe, trung binh v ning,
sur ire ohé tong the hogt ddng ciw hi 50 Xa thng 18n ldn gt 14 1,5, 1,9 v 2,0 so vai nhimg ngudd tinh
nguyén khie manb; thei gian kéo dai cia PT eling ting Wwong (mg vai hi sh 1,3, 2,2 va 2.4, Khong
co di lifu & bénh nhin cd dd thanh thé creatinin <15 ml/phit.

Do tink lién két cao viri protein huy@t tweng, rivaroxaban khing duyge cho L cd thé thim tach e,

Khiyén cdo khong sir dyng & nhitg bénh nhin co 6 thanh (hii ereatinin <15 mlf phit. Thin trong
khi ding rivaroxaban cho nhitng bénh nhin co di thanh théi creatinin 15 - 29 mlf phit (xem mye
Cinh bédo vi thin trong khi dang thudc).

Khing cd dit ligu lam sing & tré em tir 1 tudi trir 18én bi suy thin vira hofic ning (the d8 loc ciu thin
< 50 mL/phiit/1,73 m).

D ligu dirge ddng hoe & bénh nhin

() nhitng bénh nhin ding rivarexeban dé didu tri DVT cdp tinh liéu 20 mg x 1 lin/ngay, néng A
trung binh hinh hoc (khodng thei gian dy dodn 90%) 2 - 4 gidr va khodng 24 giv san khi dimg liéu
(dai dign cho ndng dd Wi da v (i thidu trong khoang théi gian ding thude) twong {my 14 215 (22-
535 va 32 (6-239) meg/l.

(3 nhimg bénh nhi bi VTE ciip tinh diing rivaroxaban diéu chinh theo trong lugmg co thé ddn dén e
phai nhiém tweong or nhu & béoh nhin DVT trdmg thanh ding fiéu 20 mp mét lin méi niay, ning
A9 trung binh nhin (khoang 90%) tai cdc khoang thed gian lay miu dai dién giin ding cho nong do
6i da va thi thidu, trong khodng théi gian giita ehe lidu duoe tom it trong Bang 13,

Bing 13: Thing ké tém it (trung binh nhin hoe (khodng 90%)) cia nong d6 rivaraxaban trong

hu:rgt fwing & trang thii 6n djnh (meg/L) theo ché di dimg thuie v 4§ toii

Khoang thii |
inn | { ¥ -

Tkinmgay (N | 12-<18di [N | 6-<12 tuii

29

hitps: Mtrungtamthuoc.com/



Sau 2,54 gitr | 171 | 241,5 24 | 229.7
(103-484) (91,5-777) i
Sau 20-24 giyr [ 151 | 20,6 24 15.9
- (5,69-665) | | {342-5,5) — ==
2lnimghy | N | 6-<I2tubi [N [2-<6mbi N |05 <2 tuii
Sau 2,5-4 pitr | 36 | 1454 38 L1718 2 |ne
| | (46,0-343) (70,7-438) )
Sau 10-16 gty | 33 26,0 7 | 222 3 10,7
(7.99.94.9) (0,25-127) | (ncn.c) |
Ilnmghy | N |2-<btudi | N | <2 tubi N_ |05 <2tudi [N | <05 wdi
Sau 0,5-3 gidr [ 3 1647 25 | 1112 13 [ 1143 12 | 108,0
(108-283) | (22,9-320) | | {232,5-340) (19,2-320)
Sau 7-8gtr |5 1312 23 |18.7 12 | 214 11 |16,
= ; (18,7-99.7) (10.1-36,5) {10,5-65,6) (1,03-3,6)
m.c. = md caleulated (khing duce tinh todn)
Cée pia tr dudi gidd han dinh lugng dudi (LLOQ) duge thay thé hiing 1/2 LLOG dé tinh todn o
| ligu thiing ké {L.LOQ = 0.5 meg/L),

Mdi quan hé dyoe ding hoo/dwoc e hoe

Méi quan bt duge ding hoc! duge hye hoe (PK/ PD) giita néng d§ rivaroxaban trong huyét tromg vi
miit 56 diém cudi PD (trc ché hé 56 Xa, PT, aPTT, Heptest) d3 due dénh gid sau kbi ding nhicu licu
(5 - 30 mg x 2 A/ ngay). Mai quan hé gifta nbng dé rivaroxaban vi hogt tink cia hé s Xa duge m
(3 it nhdt bing mé hinh B, Di véi PT, md hinh mit phitng bj chin tayén tinh thutmg m ta dix
ligu tht hom. Ty thudc vio che thude thir PT khée nhau duge sir dung, 89 doe khac nhau ding ké.
K.hi sir dyng Neoplastin PT, PT duimp cosér la khoang 13 gidy va dd déc khoang 3 dén 4 pidy/(100
meg/1). K&t qua phan tich P/ PD trong Giai doan [ va LI phin hop v div liéu dugc thidt 13p & chc
ddi trgng khie manh.

Mhdém hénh nhi

Tinh an todn v hidu qua chus duge thigt ldp trong chi djph phong ngi dét quy va thuyén tc hé
thémg & bénh nhin rung nhi khing do bénh van tim & tré em va thanh thigu nién dén 18 luoi.

DU LIEU AN TOAN TIEN LAM SANG

[3ik ligu phi Tam sdng cho thiy khong 6 nguy eor dle bidl ndo dbi voi con ngui dua tén cdc nghién
et thing thudmg v& duge [y an toan, dde Llink liéu don, déc tinh quang, dbc tinh di truyén, kha ning
gdy ung thir v dde tinh & tré v thinh oidn.

Ciie the dung quan sat duge trang che nghién cir vé de tinh & lifu Eip lai chii yéu la do hoat tinh
durore lue hoc ena rivaroxaban duge phong dgi. O chudt, nong di [pG va lgA trong hu;,-él: [uroing Ling
dhrore thily & cée mire & phoi nhiém cd lién quan v mét ldm sing.

O3 chudt, khimg 1hﬁy dnh hémg dén kha ndng sinh san cia chudt dyc va chudt edi. Cée nghién cin
trén ding viit 0 chi ra doc tinh sinh sdn lién quan dén pluong thire tie dyng duoc I clia rivaroxaban
(vi du: bign chimg xudt huyét), Bje tinh dbi vod phéi thai (milt sau khi chy, sy hoa xuomg chiim
lai/phat i, gan o nhidy divm shing mau) va iy 1§ méc cac di Lt chung ciing nhar thay doi nhau thai
gia ting duce quan sit thy & ndng 4§ huy® tuong eb lign quan vé mgt lim sing. Trong nghién cirn
trude va san khi sinh & chudt, ngo ta 33 quan st thiy kha nfing séng cia chudt con bi gidm & licu
Ly piy doe cho cde chudt mg,

Rivaroxaban 83 duge thir nghigm trén chudt con trong thoi gian didu tri 16n dén 3 thang bt diu e
ngiy thir4 sau sinh cho thay su gia e xudt hu_:rét quanh déio khing lién quan dén licu hrgng. Khing
¢t biing chimeg quan sit duge vé dic tinh ey the eta co quan dich.

QUY CACH PONG GOL
Hap | vi x 14 vién nén bao phim,
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PIEU KIEN BAO QUAN, HAN DUNG, TIEU CHUAN CHAT LUQGNG CUA THUOC
Pidu kién bao quan: Bao quan duii 30°C.

Hgn dimg:; 36 thang leé tiy nigdy sin MIKE,

Tiéu chudin chit lwong: TCCS

TEN, BIA CHI CUA CU SO SAN XUAT THUOC

Sanecea Pharmaceunticals a.s.

Nitrianska 100 920 27 Hlohovec Slovak Republic {Slovakia)
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