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R Thufic nay chi dung theo dan thudc
Xiltess 16mg /. \
Vién nén bao phim Rivaroxaban 15 mg .’;E’r E‘:“,i"g” %‘.)
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Boc k7 hudng din 0 dung trud khi ding
THANH PHAN CONG THUT THUGC

Thénh phdn hoat chit: Mdi vién nén bao phim chira 15 my rivaraxaban,

Thanh phén td duge: microcrystaline cellulose, croscarmeliose sodium, hydroxypropylcellulose, sodium laurilsulfate, magnesium
stearate, silica, colloidal anhydrous.

Ta duge bao vign: hypromeliose 3 cPs (E464), macrogol 3350 (E1521), ale (E553 b), utanium dioxide (E171), red iron oxide (E172).

DANG BAO CHE

Vién nén bao phim.

M té s&n phdm:

Vién nén bao phim hinh trn, hai mét 18i, mau ndu d0, co ky higu E843 & mdt mat va khing ¢ ky hidu & mat con lgi, duimg kinh vién
khodng 8,1 mm.

CHI BINH

Noui I

Dif phong dit quy v thuy@n tic mach toan than & cc bitnh nhan bi rung nhi khng do bénh Iy van tim cb mit yéu 18 nguy oo hodc
nhiéu han nhit: suy tim, tng huyét 4p, = 75 i, d8i théo duimg, tién st dit quy hodc con thoang thifu méu nao.

Bidu tri huygt khdi finh mach sau (DVT), thuyan 13 phdi (PE) v phong ngra téi phat DVT vé PE & nguii ldn (xem phiin “Cank bdo va
thén trong ki ding thudt: " 451 vai bénh nhan PE cb huyét ddng khoing dn dinh).

LIEU DUNG VA CACH DUNG

Ligu ding:

Dy phing dgt quy vé thuyén téc mgch todn thin @ bénh nhén rung nhi:

Ligu khuy&n céo la 20 mg nghy mét Ién, dd cing 12 ligu 1 da duyc khuyén céo.

Vigc diéu trj voi Xiltess nén dugc tiép tyc trong thifi gian dai von diéu kién lgi ich vé dy phong dgt quy va thuyén t3c mach toan thén la
vurgt tri so vili nguy oo xudt huydt (xem phén “Cénb bdo va thén trang khi ding thudc

N#u bénh nhan quén uding mt liu thudic thi nén uling Xiltess ngay khi nhd ra va tiép we wdng ngéy 1 IAn theo khuyén cdo vao ngay
tiép theo, Khding nén diing liu gdp ddi trong ciing mit ngay 0 bis cho lidu thudc da quén khing udng,

Biéu trf vé phing ngia tdi phdt OVT v PE:

Liu khuyén céo d2 khn dédu didu i DVT hodc PE cép 3 15 mg ngéy hai lan wong ba wan dau tign, sau dé ding ligu 20 mg ngay mit
I&n o2 1i€p te didu 1ri va phing ngira DVT va PE tai phat.

Bidu trj ngéin han (it nhét 3 théng) nén duye xem xét @ nhitng bénh nhén OVT hodc PE do cac yBu 18 nguy co thodng qua gdy ra (nhy
phéu thudt ln gén day hodc chan thuang). Thit gian didu i dai hon nén dugc xem xét & nhitg bénh nhén DVT hodc PE khdi phét
khng lién quan d8n cée yéu 1 nguy co thoang qua, DVT hodc PE v can, hodc cd tién st OVT hodc PE 14i phét

Khi kéo dai phang ngita DVT v& PE téi phét dugc chi dinh (sau khi hodn thanh it nhdt § théng digu t OVT hodc PE), lidu khuyén céo &
10 mg mit lén mdi ngay. 0 nhitng bénh nhan c6 nguy co cao tai phat OVT hodc PE, chéng han nhy nhing bénh nhén cd bénh di kém
phift: tap hodc nhing bénh nhén da bj téi phét VT hodc PE khi diu tri dy phing kéo dai bdng Xiltess 10 mg mdt 14n mdi ngay, nén xem
xét ding lidu Xiltess 20 mg mt lén mdi ngdy.

Thisi gian digu tri va lya chon lidu hrgng nén dutc ca nhin hda sau khi dénh gid can than Igi ich didu i so vifi nguy co chiy méu (xem
phéin "Canh bdo vé thén trgng ki ding thudc”).
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Khodng thii gian Ché d4 lidu Tding lidu hang ngdy
Biéu i va phong nota téi phat DVT) Noay 121 15 mg ngéy hai lin 30 mg

va PE
Ngay 22 ui d 20 mg ngay mdt én Zﬁ’% pumr \

Phong ngita tai phat DVT vaPE | Sau khi hoan tatitnh#t 6thang | 10 mg ngay mdt ldn hodc %{ww =

diéu trj DVT hodc PE 20 mg ngay mdt lén

MG cui nomm

NEu quén mdt liBu wrong giai doan diu t 15 mg hai len méi ngdy (ngay 1-21), banh nhén nén ding Xiltess 14p th:
30 mg Xiltess mdi ngay. Trong tiing hop ndy, cb thé ufing hai vién 15 mg ciing mét lic. Bénh nhan nén tifp we ding liéu thang
thiding 15 mg hai 18n mai ngay theo khuy&n céo vao ngay hom sau.

Néu quén mét lidu wong giai doan didu 1) mijt Ian mdi ngay, bénh nhén nén ding Xiltess ngay ip tikc va tép tue ding thude vio ngay
hom sau véi liéu mdt l4n mdi ngay theo khuyén céo. Khang tang lidu gép dti trong ciing mdt ngay 08 bii cho lidu da quén.

Chuyén db7 1 céc thud A7 khdng vitamin K (VKA) sang Xiltess:
- Vi bénh nhan digu tr dy phong dit quy va thuyén tic mach toan than, nén nging vigc didu trj VKA va bt ddu vai Xiless khi
chisdINA<3,0
- Vdi bénh nhén diéu trj va dy phong 18i pht DVT, PE nén ngung diu uj bing chdt di khang vitamin K, cho dén khi INR < 2,5
thi bat déu didu 1 béng Xiltess.
Khi bénh nhan chuyn di tr VKA sang Xiliess, céc aid rj INR 2 tang gid tao sau khi uding Xiltess. INR ndy khéng cé gid i d8 do hoat
tinh chdng déng cia Xiltess, va vi vay, khing nén sit dyng (xem phin “Titong te, mvang ky cda thude”).

Chuyén déi 2 Xiltess sang cdc thudc ddi khéng Vitamin K (VKA):

Trong qué trinh chuy@n d8i tif Xiltess sang VKA, c6 thé xdy ra tinh trang khang ddng khng ddy d0. Cén ddm bdo tinh trang khéng ddng
ddy 8, lién tue wong bat ki chuyén ddi sang thuic khdng ddng thay thé nao. Can lieu § ring Xiltess cd thé gdp phén lam cho gid 1 INR
téng lén.

Bii viii c4c bénh nhdn chuyén di oif Xiktess sang VKA, nén dilng dding thisi VKA cho i khi INR = 2,0. Trong hai ngéy déu cla thif gian
chuyén ddi, nén st dyng libu VKA chun sau khi d chinh liéu VKA dya tréin xét nghiém INR. Trong khi bénh nhan dang diing cd Xiless
va VKA, thi khoing nén xét nghigm INR tnsdc 24 gift sau fiéu diing Xiltess e 86 nhung cin tudc lidu ding Xiltess tiép theo. Khi ngimg
diing Xiltess, cd thé tin hanh xét nghiém INR vi mitc i déng tin cdy sau it nhét 24 gidr k& tir khi dilng lifu cudi clng (xem céc phén
*Tuang tdc, trang ky cua thude " va "Bc tink duge ding hoc ).

Chuyéhn da7 w cée thude chéng déng dang tiém sang Xiltess:

Béi vii nhimg bénh nhén hién dang ding thufc ching ding méu duting tiém, bt ddu dung Xiltess 1ir 0 dén 2 gitr nutc thit digm dén
thifi gian diing thudc tiém 1iép theo (vi dy: heparin wrong lugng phan 1t thap) hodic tai thiri diéim noing cta mdt loai thufc iém st dyng
lién twe {vi dy heparin khdng phén dogn tiém tinh mach).

Chuyén a7 e Xiltess sang cdc thudt chdng ddng dang tiém:
Ding iy ddu ién thuc ching déng duting tigm vAo thir gian ma déng I8 s& ding lifu Xiltess uép theo.

Céc dai twgng bénh nhén dgc bige:
Bénh nhdn suy giam chc ndng than:
Di liéu |am sang con han ché trén bénh nhan suy than néng (thanh thai creatinine 15-29 mL/phit cho théy ning dj nvaroxaban trong
huyét twung tng lén déng kE & nhing bénh nhén nay. Do do, cdn than rong khi si dyng Xiless cho nhimg bénh nhan nay. Khing
khuyén cao s dyng Xiltess cho bénh nhan cd thanh théi creatinine <15 mL/phit (xem phan “Canb bdo vé thén trong ki ding thude”
va “Bdc tinh dge ding hoe”).
0 bénh nhén suy than mie d9 trung binh (thanh thai creatinine 3049 mL/ pht) hodc néng (thanh thai creatinine 1529 mL/pht) ligu
khuyén céo duge dp dung nhy sau:

- Trong di phong At quy vé thuyn tc mach toén thén & béah nhan rung nhi khing do van tim, liéu khuyén céo & 15 mg

ngay mit lén xem phin “Adc tinh duge déing hoe")
- Trong didu tr va dy phong ti phat DVT va PE: Bénh nhén nén dige didu 1 15 mg ngay hai lén trong 3 twuén ddu tién,
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Sau dd, khi lidu khuyén céo ta 20 mg ngay mit 13n nén can nhdc gidm lidu tr 20 mg ngdy mit 1dn xudng 15 mg ngéay

mit |&n néu nguy co xudt huyét duge dénh gid 1 nhifu hon nguy co téi phét OVT vé PE. Vigic khuyén céo st dung 15 mg

dya trén md hinh duge dng hoc vé chua duge nghién ciu tén lam séng (xem phén "Cénh Ma 7 khi ding

thudc”, “Bic tinh dirge lye hoe ™ va "Bic tinh dege diing hoe). ety

Khi liéu khuyén cao 1a 10 mg ngay mét In, khdng cén didu chinh iu duye khuyn céo,
Khding cén diu chinh liéu & nhimg bénh nhén bj suy than nhe (thanh théi creatinine 50-80 mL/phit) |
hae’).

Bénh nhén suy giam chifc ndng gan: $r93
IJhEng chi dinh ding Xiltess cho bénh nhén cd bénh gan di kém viii bénh ding mau dén dEn nguy co chéy méd
gdm bénh nhn xo gan Child Pugh B vé C [xem phén "Chdng ohi dinh “va “Béc tink dvge ding hoe 1.

Nigrdy gra:
Khing cén didu chinh lifu theo twai téc (xem phén "Bt tink dirge ding hoe ).

dn ndng;
Khiing cén chinh liéu theo can ndng co thé (xem phén "B tink duge ding hoe ).

Gidi tinh:
Khang cn chinh li8u theo gidi tinh (xem phén “Béc tinh dirge ding hoce ).

Bénh nbin cén chuyén nhjp:

Xiltess cd thé duge bat du hodc 1i8p tue 1én nhitng bénh nhan cén chuyén nhip.

B6i vdi bénh nhin chuyén nhip dua vao sigu Am qua thye quan ma khing duge digu i khang ddng wude 9, thi Xiltess nén duoe bat
d4u it nhit 4 gitr e chuyén nhip d8 dém bao higu qué khang ding ddy A0 (xem phin "Bl tinh dige lye hoe™va “Bic tinh dvge ding
hoe"). Nén tim higu xem bénh nhén co st dung Xiltess nhet trong dan thudic tude khi chuyén nhip hay khing cho tt cé céc bénh nhén.
Viéc quyét dinh khdi ddu va ligu trinh diéu 1rj nén duge dua v cée huting dan digu tr khang déing @ bénh nhin chuyén nhip,

Bénh nhdn cd rung k7 khiing do bénk van tim digc thyc hién PC! (can thisp mach vénh qua da) cf dgi stent:

Cac bénh nhan cd rung nhi khang do bénh van tim, nhiing nguifi dugt thye hign PCI cd dat stent néin duge ding liu da gidm 15 mg
rivaroxaban mit dn mi ngay (hodc 10 mg rivaroxaban mit [n mdi nody cho nhiing bénh nhén suy thin tung binh (thanh thai
creatining 3049 mL/phit) b sung vao phéc 48 cd chit dc ché P2Y12 wong tdi da la 12 théng sau khi thyc hign PCI cd dat stent (xem
phén "Canh bdo va thén trong ki ding thudc " va “Bdc tinh dirge e hoe).

Tré em:
Khiing khuyén céo sif dung Xiltess cho tré em vé thanh thiéu nién dudi 18 wéi.

Céach ding:
Diing thuic theo duimg udng.
Vién nén bao phim Xiltess 15 mg duge st dyng kim véi thirc an (xem phén “Bgc tinh diie ding hoc ).

Nghién vién thudt:

Bii v nhing bénh nhén khang thé nudt ca vién, cd the nahién vién nén Xiltess v triin v nude hodc thire & mém nhit 180 xay nhuyén
ngay tnstic khi st dyng va dung dudng ufing. Sau khi uing vign Xiltess 15 mg hoge Xiess 20 my duge nghién ra, thi nén ding thic &n
ngay sau do.

Vién nén sau khi nghién c6 th dugc cho qua g thng dy day. Xiltess cd thé duyc nghién vé hoa tan trong 50 ml nudc va ding qua
8ng thing mii da day hofic dng thiing da day sau khi 04 x4c nhan dng thang A&t vio da déy. Sau @6, dng thang phai duge nka sach biing
nudc. Do syt hilp thu cla rivaraxaban phy thude viio vi ti gidi phong hoat chat, nén wénh sit dung rivaroxaban xa da day, vi didu ndy cd
thé dén dén gidm hdp thu va do d6 gidm 1iép xic vii hoat chdr. Cho 3n qua dutimg rudt ngay sau khi ding vién Xiess 15 mg hodc
Xiltess 20 mg dugc nghién ra.

CHONG CHI BINH
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Mén cam vdi thanh phan hoat chat hodc vdi bét ky thanh phén 18 duoe nao duge ligt k& trong phén "Thénh phén cing thife thudc”
Bénh nhéin dang chay méu déng kE lin quan [Am séng,

Tén thuong hodc tinh wrang dugt coi | cd nguy co chéy madu nghiém trong. Biéu nay co thé bao gdm dang bi
duiig iy hda, ¢ khdi u dc tinh ¢6 nguy oo chéy méu cao, mdi bj chéin thuong néo hodc cit sng, mdi phawthas QF
mat, mdi bi xudt huyét ndi sq. da biét hodc nghi ngd gidn finh mach thyc quén, dj dang dong tinh mach,/plini ugg
thising mach méu ln trong ndo hodc tuy sing.
Bidu i ddng thri véi bét ky thudic ching dong méu ndo khac, vi dy: heparin khdng phén doan (UFH), hapa =
(enoxaparin, dalteparin, v.v.), céc dan xudt cla heparin (fondaparinux, v.v.), thufc chiing ddng duting uBRg five

etexilate, apixaban, v.v.) ngoai tri cac tnedng hop cy the chuyén dii didu 1 bang cac thudc ching dong mau (xemsghdn™ /&

cdeh diing”) hodic khi UFH duyc st dyng & liu cén thidt 48 duy 1 mdt catheter ddng mach hodc finh mach trung tém m lmm phén
“ Tirang réc, nang ky cua thude),

Bénh gan lién quan dén rdi loan dong méu va nguy co chay mau lién quan |am séng bao gdm bénh nhén xr gan Child Pugh B va C (xem
phén “Béc tinh durge ding hoe ).

Phu ni cd thai v cho con bi (xem phén *Ding thude cha phy ni cd thai va cho con "),

CANH BAD VA THAN TRONG KHI DUNG THU(C
Khuy&n céo tién hanh theo ddi im sang phi hop vl thie hanh ching ddng mau trong sudt théi gian didu tr.

Nguy cd chay méu:

Cang nhu céc thudc chdng ddng méu khéc, bénh nhan ding Xiliess phéi duge theo dii cdn than céc dau hibu cha xudt huyét, Khuyén
céo sit dyng thudc than trong & bénh nhén cd tang nguy oo xuft huyét. Nén noimg sit dyng Xiltess néu x8y ra xudt huyst nng (xem
phan “Oud liéy vé cdch 1 irf"),

Trong céc nghién cihu 1m sang, chdy méu niém mac (nhy chay mau cam, nudy, tiéu hda, sinh dyc tiét nigu bao gdm chay mdu am dao
bt thuitng hodc ting kinh nguy#t) va thidu méu dute quan sat xdy ra thutrng xuyén hon khi didu trj rivaroxaban dai han so vdi diéu tr
béng VKA. Do d6, ngoi viéc giém sét 1m séng ddy di, xét nghiém haemoglobin/haematocrit trong phiing thi nghiém 6 thé ca gié tj
d phét hién chay mau 4n va dinh kgng mifc d3 lién quan 1Am séng cia chéy méu rd rang, néu duge danh gid 14 phi hap.

Mt sd nhom bénh nhén, chi gt nhis dudi day, cd nguy co chiy mau cao han. Nhing bénh nhan néy phai duge theo dai cén thén céc
ddu hidu va triéu ching cla bign ching chéy méu va thifu méu sau khi bt ddu didu uj (xem phén “Téc dung khdng mong mudn cua
thude ).

Bt ki st gidm huyét sac 18 hodc huyt &p khding gidi thich duge cling cén phai tim kidm vi tri chay méu.

Mc dii diéu trj bng rivaroxaban khng yéu cdu theo ddi phai nhifm thude thutmg xuyén, ndng dd rivaroxaban duge do bing xét nghigm
dinh lyng khang yéu 16 Xa 4 higu chudn co thé hitu ich trong céc tinh hufing d4c biét ki sit hiu bist vé phoi nhiim rivaroxaban cd thé
gitip dua ra cAc quyét dinh lAm sang, vi dy: qud liéu v phéu thudt cdp clu (xem phén “Bdc tink dirge lye hpe™va “Béc tinh dvge ding
hge').

Suy thén:

(3 nhiig bénh nhan suy thin nang (thanh thai creatinine < 30 mL/phit), ndng dg rivaroxaban trong huyét wong cd thé ting dang ké
{trung binh 1,6 13n), diéu nay co thé dén dén ting nguy co chéy méu. Xiltess phai dugc st dung than wong & nhig bénh nhan cd 4o
thanh théi creatinine 15 - 28 ml/phit. Khdng khuyén cdo st dyng thudc & nhitng bénh nhén cé df thanh théi creatinin < 15 mL/phut
(xem phén “Lidu ding vé céch ding™va "Bic tinh divge ding hoc).

Xiltess phai dure sit dung thn trong @ nhing bénh nhén suy thén trung binh (thanh théi creatining 30 - 49 mL/phit) dang ding ddng
thii céc thudic khac 1am tang ndng d7 rivaroxaban trong huyét wong (xem phén “Tiang tdc. twang ky cda thudc™).

Tuang téc vii cde thude khéc:

Khiing sif dyng Xiiess cho cdc bénh nhén dang st dyng thufic chdng ndm nhom azole tac dung todn thin (nhy ketoconazole,
itraconazole, voriconazole vé posaconazole) hodc cac thubc te ché HIV protease (vi dy ritonavir). Céc thudc nay de ché manh ca CYP
3A4 va P-gp vé do d6 co thé lam tang nfng dd rivaroxatian trong huyét wng (trung binh cao gip khodng 2,8 I4n) ct thé dén dén ting
nguy cof chiy méau (xem " Tuiong rée, wang ky cua thudc ).

C4n thén trong néu bénh nhan duye didu ti ddng thii vdi céc thudc Anh hudng dén cdm mau nhu cac san phim thudc chiing viém
khiing steroid (NSAID), acid acetylsalicylic (ASA) vé thudic tc ché két tdp téu ciu hodc thufic dt ché téi hdp thu serotanin cd chon lpc
(SSRI} va thudc e ch# téi hap thu serotonin norepinephrine (SNAI). Bi vii nhitg bénh nhén cd nguy oo viém loét dutmg tigu hoa, cd
thé can nhac diéu tn dy phong thich hgp (xem phén " Tiong téc, wang ky cda thudc”).
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Céc nguy co xut huyft khéc:

Cing giding nhur cdc thude ching huygt khdi khac, rivaroxaban khéng duge khuyén cdo sit dyng cho nhing bénh nhén ¢4 ting céc nguy
oo chay mau nhut:

rfii loan chéy mau bam sinh hodc méc phai

e  ting huyét ap dong mach nghigm wgng khiing kiém soét due '

e  hénh dutmg tidu hoa khéc khiing cd loét tién trién cd thé ddn dén bién ching chay mau (vi du bénh i
viém da day va bénh trao ngugc da day thirc quan)

¢ hinh viing mac do mach méu

e ching gidn phé quén hodc tién st xudt huydt phii

Bénh nhén ung th:

Bénh nhan méc bénh 4c tinh cd thé dng thiti ¢ nguy co chay méu va huyét khii cao hon. L ich cla vige difu tri ching huyét khdi cho
titg ¢4 nhan nén duge cén nhc vii nguy co chay méu & bénh nhdn ung tht tidn trién phy thuge vao vi m khili u, iéu phép chdng ung
thur vé giai dogn bénh. Cac khdi 1 ndm trong duing tiéu hoa hodc dutng tiét nidu sinh dyc cd lién quan dén viéc tng nguy co chay méu
trong khi digu trj bing rivaroxaban.

(3 nhizng binh nhan c khii u 4c tinh ¢6 nguy co chéy mAu cao, chiing chi dinh ding rivaroxaban (xem phén “Chdng ch dinh),

B&nh nhén cd van tim nhén tgo:

Rivaroxaban khdng due khuyén cdo didu i dy phong huygt khdi ¢ nhitng bénh nhan mdi 1di qua thay van ddng mach chd gua da
(TAVR]. B{ an toan v hidu qué cua rivaroxaban chua duge nghién ctu & nhitng bénh nhén ¢ van tim nhén tao; do dd, khang cd dit lidu
cho théy rivaroxaban dem lai khé nang chdng dang déy dd & nhém bgnh nhan nay. Biéu i bing Xiess khdng duge khuyén céo cho
nhitng héénh nhén nay.

Bénh nhan mac hdi ching khéng phospholipid:

Céc thude chdng ding diting udng tac ding tne tiép (DOAC) bao gim rivaroxaban khang due khuyén céo cho nhing béanh nhén co tién
sit huydt khdi dugc chdn dodn mic hii ching khéng phosphalipid. Bac bigt ddi vdi nhing bénh nhan cb b ba dutng tinh (khang diing
lupus, khang thé khana cardiolipin va khang thé khang beta 2-glycoprotein 1), digu tri bing DOAC cé thé lam téng ty 18 18i phét céc bign
o huy@t khoi so vai ligu phdp khang vitamin K.

Bénh nhan cd rung nhi khing do bénh van tim duge thyc hign PCl cd dit stent:

C4c dif ligu lam sang ¢ duge 1 mt nghién clu can thiép vdi myc dich chinh 13 dénh gid sy an toén & nhimg bénh nhan o rung nhi
khding phai do bénh van tim duge thyc hién PCI 6 84t stent. D ligu v hidu qua wrong qudn the nay rét han ché (xem phén "Liéw ding
vé cdch ding " va “Béc tinh dhege fiye hoc ).

Bénh nhén PE khiing fn dinh vé huyét ddng hodc bénh nhén cén didu trj tiéu huyt khdi hodc phiu thudt cat bd huyét khi:
Xiltess khiing duge khuyén cdo thay thé cho heparin khiing phéin doan & nhing bénh nhan bj thuyén tc phdi khdng dn dinh vé huygt
diing hodc cd thé dugc didu i huyét kKhdi hodc phau thujt cat ba huyét khdi do sy an toan va higu qua cda rivaroxaban chira dirge thiét
14p trong cac titng hgp |am sang nay.

Gy 18 uly séng/ngodi mang cdng hodc choc dd tuy sdng:

Khi géy 18 tryc thén kinh (géy 18 tly sing/ngoai mang ciing) hode choc do ty sding/ngodi mang cimg, bénh nhén duge diéu i bing
thuic chiing huyét khii 48 ngan ngita bién chimg huyét khili tat mach cd nguy oo bj ty méu ngoai méng cing hode ty sdng cd thé dan
déin chitg liét kéo dai hodc vinh viin. Nguy co clia céc hidn chitng néy o6 thé ting 1&n khi 83t catheter ngoai méang oing sau phau thudt
hodc st dung ddng thit vii céc thudic oo anh huting dén sy cdm méu. Nguy oo ciing cb thé tang 18n khi bj chiin thuwng hode choe da lEp
lai 1 sfing va mang cing. Bénh nhn phai duge theo déi thuiing xuyén céc déu hidu vé wigu chimg suy giam thén kinh (vi dy nhu &
hodic yéu chén, i loan chitc ndng rudt hodc bang quang). Néu phat hign cd suy giam thén kinh, cAn chén dodn va didu trj khin cdp. Bac
57 cén cén nhéc giita loi ich va nguy co tadc khi can thigp véa tryc thén kinh néo 1wy & bénh nhén cd diing thudc ching ding hodc phai
disng thudc chdng ddng @€ ngan ngira huyét khdi. Chira cd kinh nghigm Im séng vé viéc sit dyng rivaroxaban 15 mg trong nhiing tnating
hap nay.

P& giam nguy co chay méu lién quan dén vide st dyng ddng thai rivaroxaban vé gay 18 tyc thén kinh (ngodi méng cung/wiy sing) hodic

5
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choc dd tly sdng, nén can nhéc céc dic tinh dugc ding hoc cta rivaroxaban, Vigc dit hodc thao catheter ngoéi mang cing hedc choe do
1y sing nén dugc thye hign 1t nhét vao thi diém tac dyng chilng déng ca rivaroxaban duge xem 1 thdp nhét (xem phén “Bdc tinh
dirge dgng hoe”). Tuy nhin, thiti gian chinh xéc d8 dat duye higu qua chiing dang di thép & mdi binh nhan vin chua dugt bidt va cén
dugc can nhic vdi mie dd khdn cdp cla quy trinh chin doan,

dirge difng hoc”). Nén st dyng rivaroxaban sdm nhit 14 6 git sau khi rdt catheter.

Bal DiEN
Néu xéy ra tdn thuong do choc d9, cén 1ri hodn vige sif dung rivaroxaban tdi 24 gitr sau,

TAI
TP HE CHI taine

Khuyén cdo vé liéu ding trvdc vé sau cdc phéu thugt vé thi thugt xém 1dn:
N&u cdn phai thyc hign céc phau thudt hodc thi thuft xdm Idn, nén ngimg stt dyng vign nén bao phim Xiltess 15 :

khi can thiéip, néu cd thé va dya wén quyst dinh lm sng cla béc si. Néu khiing thé 1 hodin thi thust, cén dénh gid nguy oo ting chay
méu so vdi mic 89 khdn cp clia can thigp.

Xiliess nén dugc st dyng lai cang stm cang 1t sau khi thye hign phiu thudt hodc th thugt xém 1dn khi tnh wrang lam sang cho phép va
sif cém mau da dugc thiét ap déy di dugc xdc dinh bi bac si diby i (xem phén “Bdc tinh dive dong hpe”).

Nogudi gia:
Tudi cang cao cd thé cang 1am tang nguy co xust huyt (xem phin “Héc tink dirge diing hoc ).

Phén tng trén da:

Céc phén ting da nghiém trong, bao gdm hii chitng Stevens-Johnson/hoai tlf bigu bi nhifm dic vé hii ching DRESS, d3 dugc béo céo
trong qué trinh giém sét hdu méi lién quan dén vide st dyng rivaroxaban [xem phén “Téc dung khdng mong mudh cda thudc™). Bénh
nhén dutng nhu co nguy oo cao nhit xdy ra cac phén ing ndy trong thdi gian dau cla qua trinh digu tr; trong phén In cac tutng hop
phan (g bat déu xdy ra rong nhing twén déu didu . Nén ngung st dyng rivaroxaban khi bat déu xudt hién céc phan img nghiém
trong trén da {vi dy: lan rdng, it ddi va/hodc phiing rdp), hodc bét ky ddu hidu ndo khéc cla qua mén ket hgp vdi tdn thuang niém mac.

Thdng tin vé céc té dugc:
Xiltess chita it hon 1 mmol sodium (23 mg) trong mdi vién nén bao phim, co thé due coi 13 “khing chifa sodium”.

S DUNG THUGC CHO PHU NO CG THAI VA CHO CON BU

Phy n cd thai:

B an toan va hifu qua cla rivaroxaban chia duge nghién ciu & phu nif c6 thai. Cac nghién citu tén ding vt cho théy thudc co dic
tinh i vdi sinh sén (xem phén “00 (i8v an toén tién lim sang). Do nguy co dde tinh d6i vii sinh sén, nguy co chay méu ndi sinh va
biing chimg cho thdy rivaroxaban qua duge nhau thai, chiing chi dinh ding Xiltess trong thin gian mang thai (xem phén "Chdng chi
dinh).

Phy nit ¢ kha nding mang thai cén trénh cd thai trong khi diéu tri béng rivaroxaban.

Phy ni? cho con bi:

B an tén va hidu qué cla rivaroxaban chira duge nghién citu & phy nit dang cho con bu. DI Kéu nr cée thit nghigm trén ding vét cho
thdy rivaroxaban dugc tiét vao sifa dong vt me. Do dd, chang chi dinh ding Xiltess wrong thai gian cho con bi (xem phén “Chdng ohf
dinh’). Cén phai dira ra quygt dinh vé vige ngitng cho con bi hodc ngimg/khang digu .

Anh hydng dén kha nang sinh sén:

Khing cd nghién cliu cy thé nao duge tién hanh d& dénh gid 4nh huing cha rivaroxaban [Bn khé ning sinh sén & nguifi. Khing quan sét
théy anh huting clia thudic trong mdt nghién citu vé nh hulng d8n khé nang sinh sén cda chudt cding dyc v cél (xem phén "0 ligy an
toan én lim sang').

ANH HUGNG BEN KHA NANG LAI XE VA VAN HANH MAY MOC

Rivaroxaban co &nh huting nhe d&n kha nang 14i xe va viin hanh méy mdc. Cac phan tng bat lgi nhy ngdt (t8n sudt: it gap) va chong mat
(tén sudt: thuing o3p) 08 dugc bao cdo (xem phén " Téc aling khdng mong mudn cia thudc ).

Bénh nhan gdp phai cdc phan dng bat Igi ndy khdng nén 1ai xe hodc van hanh méy méc.



https://trungtamthuoc.com/

TUONG TAC, TUONG KY CUA THUGC
Céc thudc e ché CYP3A4 va P-gp:

St dyng déng thii rivaroxahan vai ketoconazole (400 mg mét 1én mGi ngéy) hodc ritonavir (600 mg hai I mdngé:
binh ciia mvaroxaban téng I8n 2,6 1dn/ 2.5 180 va 1ém Ces: trung binh cia rivaroxaban Iara; 1.7 Iﬁru’ 1 E :.'

dd rivaroxaban trong hu',rél wong & mite dd thap hon. Vi dy, clarthromycin (500 mg hai [0 mdi Hgﬂ*ﬂ. ‘: e & manh
CYP3A4 va chat e ché P-gp wira phdi, lam AUC trung binh cia rivaroxaban tang gdp 1.5 1an va Cras 18ng gdp 1.4 1n. Tuong téc vii
clarithromycin duimg nh khong fign quan vé mat 1am sang ¢ héu hét cac bénh nhan nhung cd thé cd § nghia déng ké @ nhing bénh
nhan cd nguy co cao. (B vi bénh nhan suy than: xem phin “Canh bdo vé thn trang khi ding thudt ).

Erythromycin (500 mg, 3 &n méi ngay) 18 chift te ché wira phai CYP3A4 va P-gp, 1am AUC vé Caux trung binh clia rivaroxaban tang gép
1.3 I4n. Tuong téc vii erythromycin duting nhy khing lign quan vé mit lm séng & hdu hét céc bénh nhan nhung ¢6 thé ¢4 ¥ nghia déng
ké & nhitng bénh nhin cd nguy co cao.

0 nhitmg biénh nhén suy than nhe, erythromycin (500 mg, 3 lin mdi ngay) lém AUC trung binh cda rivaroxaban tang gdp 1,8 lén va ey
tang gAp 16 I&n so vdi nhing bénh nhan cd chic ndng thin binh thuimg. (0 nhimg bénh nhan bi suy than mi 08 tung binh,
erythromycin Iam tAng AUC trung binh cla rivaroxaban 1Bn 2,0 18n va 18ng Crge 1B 1,6 Ian khi o sanh véi nhing bénh nhén cd chit
nang than binh thufmg. Tac dyng cla erythromycin 1 cdng huting véi suy thén (xem phén “Canh bdo va thn trang ki ding thude ).
Flucanazole (400 mg mdt Ian mdi ngay), duye coi 1a chét o ché trung binh CYP3A4, Iam ting AUC trung binh cla rivaroxaban lén 1.4
In vé ting e trung binh 180 1,3 [én. Tuong tc vdi fluconazole o the khang lign quan dén I3m sang & hAu hét céc bénh nhén nhung
¢t thé ¢d § nghia déng k& & nhdng bénh ahén cd nguy co cao. (DS vdi bénh nhiin suy than: xem phén “Canh bdo vé thin trang ki ding
thude").

Do di liu tam sang con han ché, wénh st dyng dronedarone ddng thii vai rivaraxaban.

Céc thufc ching ddng méu:

Sau khi st dung ket hgp enoxaparin (liéu don 40 mg) véi rivaroxaban (iéu don 10 mg), da quan sét thiy tac dung cing huding d6i vdi
hoat tinh khéng yéu 13 Xa nhung lai khéng co bat ky tac dung cdng huting nao ddi vii xét nghiém déng méu (PT, aPTT). Enoxaparin
khng anh huting dén dupc dong hoc cla rivaroxaban.

Do nguy ca chay méu tang lén, cén than trong néu bénh nhéan dugc didu i ddng thir vdi bt kj thudc ching ding méu nao khac (xem
ohén “Choing chi dinh va “Canh béo v thiin trong ki ding thudc).

Céc thudc NSAID/thude te ché két tép tiéu cdu:

Khing thdy bang ching Iam sang nao vé sy kéo dai thoi gian chay méu sau khi ding ddng thisi rivaroxaban (15 mg) va 500 mg
naproxen. Tuy nhién, c6 thé cd nhitng c4 thé bénh nhén o dép dng duge Iyt hoc manh mé han.

Khing quan sét théy tuong téc duge ddng hoc hode duye kv hoe déng ke vé mat 13m sang khi rivaroxaban duire diing ddng thi vai 500
mg acid acetylsalicylic.

Clopidogrel {Ii#u ban ddu 300 mg, sau dd dung liéu duy tri 75 mg) khang cho thiy wang tac duge dgng hoe vdi rivaroxaban (15 mg)
nhing cd sif gia tang déng k& vé thii gian chdy mdu & mdt nhom nhd bitnh nhén khiing wiong guan vdi k&t 13p tigu cdu, ndng dg P-
selectin hodc thy the GPIIb/a.

C4n than trong néu bénh nhan duge diéu i ddng thai vdi NSAID (bao gdm acid acetylsalicylic) va céc thufie e ché két dp véu céu i
nhitng thufc nay thutmg lm tang nguy co chdy méu (xem phdn “Cank bdo va thin trong ki ding thudt ).

Cac SSRI/SNAI:

Ciing nhu edc thufic chdng dong méu khéc, co th cd kha néng bénh nhén téng nguy co chéy méu trong iiing hop st dung dang thai
vii cac SSAI hodc SNRI do Anh huting clia cée thufic nay wén 1iéu cdu d3 duye ghi nhén. Khi dug ding ddng thir rong cac nghién ciu
l&m shing véti rivaroxaban, 1y 18 bidn cf xust huyét lim sang nghigm trong hodc khang nghiém trong cao hon & 18t ca céc nhom didu i,

Warfarin:

Vige chuy@n cac bénh nhan 1t st dung warfarin d8i khang vitamin K (INR 2,0 88n 3,0) sang rivaroxaban (20 mg) hode 1 rivaroxaban
{20 mg) sang warfarin {INR 2,0 dén 3,0) lam téng thisi gian prothrombin/INR (Neoplastin) nhiéu hon cing gip (céc gid i INR don 1
dute phat hign 18n dén 12), trong khi ddi vai nhitng tac dang 1én aPTT, thi sy e ché hoat tinh cla yéu 18 Xa vé tém néng thrombin ndi
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sinh 13 chng ofp.
Néu mudin kiém tra céc téc dung duge lyc hoc cla rivaroxaban trong giai doan chuyén ddi, thi hoat tinh khang yéu 19 Xa, PICT va
Heptest £ thé dudc st dung vi nhitng xét nghiém nay khiing bi &nh huting béi warfarin, Vo ngdy thir tt sau lifu warfarin cudi ciing, tét
¢4 cAc xét nghigm (bao gdm PT, aPTT, (e ché hoat tinh ciia y&u 18 Xa vé ETP) chi phan 4nh téc dyng cla rivaroxaban.

Néu mudin kiém tra céc tac dyng duve lye hoc clia warfarin trong giai doan chuyén ddi, vidc do luimg INR cd thé duge sit dung tai ndng
09 Cinugh CUa rivaroxaban (24 gitr sau khi uding lidu rivaroxaban e d6) i xét nghidm nay rét it bj dnh hutn ;
diém nay.

Khaing quan sét théy wung téc duge ddng hoc gida warfarin v rivaroxaban. (f SY  sainin '\ \\
, Al DI £

-TJ'H. ; r.'

Cac chat géy cam tng CYP3A4: 7.7 HE CHf itk /)

Ding ddng thi rivaroxaban vii rifampicin, mdt thudic gdy cdm dng manh CYP3A4, lam gidm khodng
rivaroxaban, ddng thei gidm tc dung duge lye hoc cda thudc. Vide st dung dong thii rivaroxaban vai cac chit ca
khéc (vi dy phenytoin, carbamazepine, phenobarbital hodc St John's Wort (Hypericum perforatum)) ciing c6 the dén dén giam ndng dg
rivaroxaban trong huyét twng. Do dd, nén trénh st dyng diing thin céc chat gdy cAm dng manh CYP3A4 tr khi bénh nhan duge theo
d6i chat ché cac ddu hifu va migu chimg cua huyst khéi.

Phdi hgp vdi céc lidu phép khéc:

Khng quan sét thdy twong téc duge ding hoc hodc duge yc hoe cd § nghia 1am séng khi rivaroxaban dugc st dung ddng thir vai
midazolam (ché&t nén cda CYP3A4), digoxin (chat nén cla P-gp), atorvastatin (chat nén cia CYP3A4 va P-gp) hodc omeprazole (chit e
ché bom proton). Rivaroxaban khiing e ché hay cém ting bét ki ddng dang CYP chd yéu nao nhu CYP3A4.

Céc thiing sd xét nghigm:
Cac thiing s8 dang méu vi dy: PT, aPTT, HepTest) duge cho 14 sé bi anh hudng bai co ché tac dung cla rivaroxaban (xem phén “Bic tinh
durge lye hoe').

Tinh trong ky
Khéing ép dung.

TAC DUNG KHONG MONG MUGN COa THUGC

Tdm tdt d2 lidu an toan

B an toan clia rivaroxaban da dugc dénh gid tong 13 nghién ciu pha Il then cht {xem Bang 1).

Noi chung, 69608 bénh nhén ngudi Ign trong 19 nghién ciu pha Il va 488 bénh nhi trong hai nghién ctu pha I va hai nghién cdu pha
IIl d& dugtc sir dung rivaroxaban.

Bang 1: S4 lugng bénh nhén tham gia nghién cdu, téng liu hang ngdy va thi gian diéu trj tfi da trong cée nghién ciu pha IIl &
ngudi ldn va tré em

Chi dinh S8 bénh nhan* | Tdng lidu hang ngdy Thai gian didu i
tdi da
Phong ngira thuyén tac huyEt khdi finh mach 6097 10mg 39 ngay

(VTE} & bénh nhén ngui lin duge phau thuft
theo chuwng trinh thay th khdp hang hogc khdp

ghi
Phang ngita thuysn e huyét khii dnh mach ¢ | 3997 10 mg 39 ngéy
bénh nhan bj bénh
Biéu trj huyét khai tink mach séu (OVT), 6790 Ngdy 1-21: 30 mg 21 thang
thuy@n tac phdi (PE) va phiing ngita tai phét Ngay 22 vé sau d6: 20 mg

Sau 16 thigu B théng: 10 mg hoéc

20 mg
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Biéu 11 thuyén téc huy@t khdi tinh mach (VE) | 329 Lidu duge didu chinh theo ong lugng | 12 thang
vé phong nglta tai phét VTE & v so sinh di ea thié dé dat duge mic tiép xdc weng
thang vé ué em dudi 18 twdi sau khi bat ddu ty nhut & nguti lan due didu 1 DVT
diéu tri khéng déng tigu chudn véi 20 mg rivaroxaban mét lin méi SARNATE
ngay. ."’r"‘:'q;::".‘..'.' St a
Phiing ngita ddt quy va thuyén tac mach toan | 7750 20 mg ( s 2\
than & bénh nhén reng b khdng do van tim .H(E _ ;J
AN ol A S | )
Phing ngita céc bién cf huyét khdi o viag | 10225 5 mg hodc 10 mg tung ing, st dyfg 31 théng :gsy/
bénh nhan sau ACS ddng thisi vii ASA hodc ASA phdi hgplZs = =2
vifi clopidogrel hodc ticlopidine
Phng ngira bifn cf huyStkhi o vitadong | 18244 5 mg phéi hop vdi ASA hodc 10 mg | 47 théng
mach & bénh nhén CAD/PAD dan 1 ligu
3256 5 mg phdi hop vdi ASA 42 théng

-

Bénh nhén sur dyng it nhdt mgt liu nivaroxaban
Tit nghién ctru VOYAGER PAD

L2

Cac phan ing bt loi duge béo cdo thuing gap nhat & nhimg bénh nhin

diing rivaroxaban I3 chay méau (xem phén “Cdnh bdo vé thén

trong ki ding thudc™va "MD 1 cac phan tng bat loi duge lya chon” bén dudi] (Bang 2). Chay méu dugc bao céo thuting gdp nhit I3

chay méu cam (4,5%) va xudt huyét duing tidu hoa (3.8%).

Bang 2: Ty I bién cd xufit huyét" vé thifu méu & bénh nhdn ding rivaroxaban trong céc nghién ctu pha Il A3 hodn thanh &

nguti Idn va tré em
Chi dinh Xufit huyét bt ky Thidu méu
Phiing ngita thuyén tac huyét khfi finh mach (VTE) @ bénh nhan nguii | 6,8% bénh nhén 5,9% bénh nhan
Idn dugc phéu thudt theo chuong trinh thay thé khdp héng hodc khap ofi
Phong ngifa thuyén tic huyt khdi finh mach & bénh nhan bi bénh 12 6% bénh nhén 2,1% bénh nhén
Bigu trj huygt khdi tinh mach séu (OVT), thuyén t8c phii (PE) va phing | 23% bénah nhén 1,6% bénh nhén
ngira tai phat
Biu 1rj thuyén tac huyét khi tinh mach (VTE) va phong ngtra téi phat | 39.5% banh nhan 4.6% bénh nhén
VITE & tré set sinh 8 théing vé 1 em dudi 18 tudi sau khi bat ddu didu uj
khang ddng tidu chudn
Phong ngita dit quy vé thuyén 13c mach toan thén ¢ bénh nhanrung | 28/100 bénh nhédnnam | 2.5/100 bénh nhén- ndm
nhi khng do van tim
Phong ngdta cac bién cf huyBt khdi xo vira & bénh nhan sau ACS 22/100 bénh nhanndm | 1,4/100 bénh nhan-ndm
Phing ngira bifin cd huy8t khii xo vita ddng mach @ bénh nhén B.,7/100 bénh nhan-nam | 0.15/100 bénh nhan-ndm **
CAD/PAD
8.38/100 bénh nhén-ndm® | 0.74/100 bénh nhén-ném***
#

Tit nghién ctiu VOYAGER PAD

Bii vdi 18t ca coc nghién e vé rivaroxaban, 1t cd cac bién o xust huyét déu duyc thu tép, bao cao va danh gia.
Trong nghién cty COMPASS, 1y 18 thiéu mau thép do dp dung phiteng phap tiép cén chon loc d& thu thép bign of bt I,
Ap dyng mét phuang phép chon loc dé thu thap cac bidn of bat lgi
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Bang cédc téc dyng khdng mong mudh:
Tén suft xdy ta cac phan dng bt lgi duge bdo céo khi sir dung rivaroxaban & bénh nhan nguth Ion va 1é em due t6m 15t rong Bang 3
dudi day, duge phén loai theo hé thiing co quan (MedDRA| va tan sudt xay ra.
Tén sudt dugc quy dinh nhy sau;

Rét thudng gap (= 1/10)

Thuing adp (= 1/100 dén < 1/10)

ft gap (2 1/1 000 dén < 1/100]

Hiém gap (= 1/10 000 dén < 1/1 000)

Rat hiém gap (< 1/10000)

Chufa bidt vdn sudt (khdng th vde luyng duge tn sudt i céc 6 lidu hign cd)

Bang 3: Tét cd céc phdn (ng bat lgi duge béo céo & bénh nhan ngudi Idn trong céc nghin ctu 1dm sang pha 3 hodc théng qua
viéc st dyng sau khi dua thudc ra thi tredng™ vé trong hai nghién cdtu pha Il va hai nghién ctu pha Il & bénh nhén té em

Themggdp ~ |hgip | Hidm
Réi loan méu vé hé bach huydt

Thigu méu (bao gm cé Téng tiéu cdu (bao gim
thing s xét nghigm tuong | 1Ang 56 kiong tidu
(fng) cdul®, gidm nidu clu
Rdi loan hé mién dich
Phan ting di tng, viém Phan tng phan vé
da dj tng, phi mach vé hao gém sdic phén vé
phi dj tng
Rdi logn hé thén kinh
Chang mat, dau ddu Xu#t huyét ndo va nji
59, ngat
Réi logn mat
Xudt huyét mat (bao gdm
xudt huyét két mac)
Rdi logn tim
| Nhjp tim nhanh | ]_ |
Rdi logn mach

Ha huyé1 ap. ty méu | l | |
Rdi logn h hdp, ngyc va trung thét

Chay méau cam, ho ra méu Viém phdi tang bach
cAu 4 toan

Rdi logn tiéu hod
Chay mau nutu rang, xudt | Khd migng
huyét duding tiéu hoa (bao
gtim xudt huyst e trang),
dau byng va da day, khd
tiéu, budn ndin, tdo bon®,
tiéu chay, ndn®

Rdi loan gan mat

Téng transaminases Suy gan, tang bilirubin, | Vang da, tang
tiing alkaline bilirubin lién hap
phosphatase mau®, [cd hode khing
tang GGT* kém theo tng

ALT), &t mat, vidm

gan (bao gfim cd
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1o thitong t8 bao
gan)

Rdi logn da va md dudi da

Ngira {bao gim cc nuing
hop ngra toan thén hiém
0ap). phat ban, bm xudt
huyét duti da, xullt huyét &
da va duti da

May day

Hi chimg Stevens-

Johnson / Hoai ut rf »

bidu bi nhiém dic, //

hi chimg DRESS |

A

VAN PHONG N\
DAl DIEN
Tal

7.0 HE CHl MINH

Rdi logn co xwong vé md lidn

kit

Bau @ dau chi®

Xufit huyét khdp

Xudt huyst co

khoang thir phét do
chay méu

Rdi loan thin va tiét nigu

Xudt huyét dutng nigu sinh
duc (bao gbm tiéu ra méu vé
rang kinh®), suy thén (bao
gim tdng creatinine mau,
1ang uré mau)

Suy than/suy than cap
thir phét do chay mau
it 0 gy gidm tudi
mau

Réi loan todn than va tai v tri ding thufc

St*, phii ngoai vi, gidm siic
e v& nang lugng (bao gim
mét moi vé suy nhufgc)

Cam théy khong khoe
{bao gdm khd chiu)

Phi cyc b®

Céc thang s xét nghigm

Téng LDH®, téng
lipase”, tang amylase*

Thutang tich, ngd ddc va céc

in ching sau thi thudt

Xudt huyt sau thi thut
{bao gdim thifu méu sau
phéu thudt, va xudt huyét
vét thuong), dyng gigp. dich
tiét ra tr vét thuong®

Gia phinh mach®

A

quan st thy & phong naita thuyén tac huyt khdi inh mach (VTE) & bénh nhéin nguifi Ion duge phiu thudt the chuong trinh
thay thé khép héng hodc khdp gdi.

quan sat thdy @ diu 1 huy8t khdi tinh mach sau (DVT), thuyén tc phdi (PE) v phing noita 18i phat, rat thuimg gdp & phu nit
<55 twi.

difyc quan sAt o tn sudt it gdp trang phong ngifa céc bién cf huyét khii & bénh nhén sau ACS (sau can thigp mach vanh qua
da),

Mat phuteng phép chon lpe duge xéc dinh trdie 02 thu thip bidn of bt lgi d3 duge dp dyng wong céc nghién oty pha Il duge
chon. Ty 1& phéan ing bt lgi khong ting vé khong co phan ung bét lgi mdi ndo dugc xdc dinh sau khi phan tich céc nghign cit
nay.

M 14 céc phén tng bét Igi de lya chon:

Do oo ché téc dung duge I, rivaroxaban cd thé di kém vdi ting nguy oo chéy méu dn hodc rd rang tir bt ky méd hodc co quan ndo of thé
déin dén thifu mau sau xust huyét Céc ddu higu, trigu chitmg va mie 86 nghiém trong (bao gim cA wf vong) s& thay ddi wy theo vi i vé
mite 8 hay pham wi chéy méu va/hodc thiflu mau (xem phan “Qud 1y v cdch x/ 1™ " Xit tri chdy mau”). Trong céc nghign clu 1am
sang, chéy m&u nidm mac (tic |3 chay mau cam, nudu, tiéu ha, tiét nidu sinh dyc bao gbm chay méu am dao bat thuiing hodc 1@ng
kinh nguygt) vé thisu mau thufmg gap han khi didu tr rivaroxaban dai han so vii diéu 1 bing VKA. Do d6, ngoéi viéc gidm sét lam sang
ddy 80, xét nghigm haemoolobin/haematocrit trong phoing thi nghiém cd thé co gid i 8 phat hién chéy mau dn va dinh kigng mue di
lign quan |am sang clia chay mau 1d rang, ndu duge danh gid 14 phi hap. Nouy co chiy méu cd thé tang 1&n & mt s8 nhom bénh nhin,
vi dy; nhimg bénh nhan bi tang huyét 4p ddng mach nghiém wong khing kiém sodt dugc vé/hodc ding ddng thin cdc thudc Anh hutng
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dén sy cam méu (xem phén "Canh bdo vé thin trong khi ding thude™ "Nquy oo xudt huyét”). Chéy mau kinh nguyét cd thé nhiéu hon
va,//hodc kéo dai.

Cac bign chiing xudt huyét cd the biu hidn nbu suy nhuge, xanh xao, chéng mét, dau ddu hodc smg 1y khiing rf nguyén nhin, khd tht
va sbc khdng rd nguyén nhan. Trong mot 53 tnng hgp I& mt hiu qué cla thiu méu, cdc idu ching thifu méu ca tim nhy dau nguc
hodc dau that nguc da dugc ghi nhén.

i dhngHmuGe
DAl DIEN
TAl
HE CHl e

cdo di vdi rivaroxaban. Do 46, kha néng xuft huygt phai duge xem xét khi dénh gid tinh wang & bt ky bés

diing nao. .[ ;
|

all

QUA LIEU VA CACH XU TR \
Cac truitng hotp qud lidu hidm gap v liéu 18n wdi 1960 mg da duoc béo céo. Trong taimg hop qué lidu, bénh
cén thén céc bidn chig chay méau hodc cée phan ing bt lgi khic (xem phdn XUt 1l chéy méu”). Do sy hép thu bi han the, nén higu
qua o mdtc tdi da mé khang co thém sy gia tng phai nhiém trong huyst tweng trung binh co thé xdy ra & lidu trén didu ti 50 mg hodc
tao hom,

Hién co mt chat gidi ddc (andexaner alfa) ddi khang véi t4c dung duac lye hoe cda rivaroxaban (tham khdo 1 hudng dan sit dyng clia
andexanet alfa).

Cd thé can nhic st dung than hoat tinh d2 giam hilp thu rong teitng hep diing qué lidu rivaroxaban,

Xit tri chéy méu:

NEu mit bién ching chay méu xdy ra & binh nhén dang ding rivaroxatian, thi cn tri hodn vigc udng thuic ti#p theo hodc cén ngung
digu trj thich hgp. Rivaroxaban cd thif gian ban huy khoang 5 dén 13 gid. XU tri cho titng cé nhén tiy thea mifc dg nghiém trong va vi tri
xuft huyét. Biéu tr téu ching thich hgp o thé dugc st dung khi cAn thist, ching han nhy nén ép o hoo (vi du nhu ddi vdi chay méu
cam ndng), cdm méu phAu thudt vii céc thi thudt kidm sodt chéy méu, tuyén dich va b 1o vé huyét dong hoe, cic sén phdm méu
(hding cAu Iahg hodc huyét nrong ding tanh wai, ty thudc véo tinh rang thigu mau hodc bénh dang méu di kém) hodc tigu céu.

NEu chéy mau khing thé dug kifm sodt bang céc bign phép trén, thi cd thé s dyng mét chét dao nouge chdt de ché yéu 1f Xa dac hisu
[andexanet alfa), ddi khang vii 18c dung dute e hoc cla rivaroxaban, hodc ding mot chét tién ding méu dac higu, chng han nhu
phiic hap prathrombin ¢ d&c (PCC), phitc hyp prothrambin cf ddc duge hoat hda (APCC), hodc yéu 1 Vila téi td hop (+-FVila). Tuy nhign,
hign nay kinh nghigm I&m sang con rdt han ché vdi vige sit dung cac thufic ndy trén nhimg nguth dang ding rivaroxaban. Khuyén nghi
ciing dyfa trén did ligu tién Km sang con han ché. Vigc xéc dinh gy yéu 16 Vila 11 18 hop s& duge xem xét va didu chinh tiy thudc véo sy
cdi thién cda tinh trgng chay mau. Tiy thufe vao kha nang hién co cua oo so didu 1, nén xem xét w van vdi chuyén gia vé dang méu
trong trting hop chay mau néng (xem phin “Béc tinh durge e hoe ).

Protamine sulfate vé vitamin K duge cho I3 khang c6 anh hudng dén hoat tinh chiing ding méu cla rivaroxaban.

Kinh nghiém ctn han ché vii thuic tranexamic acid vé khang cd kinh nghiém vai thudic aminocaproic acid v aprotinin & nhimg nguti
ding rivaraxaban. Khng cd co sd khoa hoc ndo cho lgi ich ciing nhy kinh nghigm vé viéc st dyng desmopressin c8m méu foan thén &
nhifng nguisi ding rivaraxaban. Do gén két vdi protein huyét nong cao, rivaroxaban khing duge loai b bing qua trinh thém 1ach.

BAC TINH DUGC LUC HOC
Nhdm dugc tri §éu: Thudc ching huyt khdi, dc ché myc tidp yéu 16 Xa
Ma ATC: BOTAFD

Ca ché téc dyng:

Rivaroxaban 1& mdt chét ttc ché chon loc cao va e tiép yéu 1 Xa cd sinh kha dung theo dutng ubng. Sy trc ché y8u 19 Xa lam gidn
doan con duitng ndi sinh vé ngoai sinh clia dang thac ddng mau, e chi ca sy hinh thanh thrombin va sy phét wifn cla cyc mau dong.
Rivaroxaban g duge chiing minh khiing e ché thrombin (yéu 1§ 1| hoat hda) vi khiing cd tac dyng trén tidu céu.

Téc dyng duc lye hoc:

Sy tre ché hogt tinh cla yéu 18 Xa phy thude liéu da duge quan sét thdy tén ngudi. Thai gian prothrombin (PT) bj dnh hudng phy thude
theo liéu rivaroxaban si dung co tong quan chit ché vii céc ndng di huyét vong (gid tr r biing 0,98) néu ding Neoplastin d8 thit. Cac
thudc thit khdc cd thé cho cac két qua khdc nhau. K8t qué cho PT duge tinh theo gidy, bdi vi chi 53 INR chi duge hidu chudn va xac nhin
cho coumarin va khding thé sir dyng cha bt cif thufic chiing ddng khac.

(1 nhimg bénh nhan diing rivaroxaban d€ didu 1 vé ngan ngita tai phat DVT va PE, 1y 1 5/95 ddi vi PT (Neoplastin 2 4 gir sau khi
ubing thudc (e 1 & thifi didm thudic cd tac dung 16i da) cia 15 mg rivaroxaban hai [0 méi ngay trong khodng 1r 17 dén 32 gidy vé 20
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mg rivaroxaban mdt 14n mdi ngay tir 15 dén 30 gidy. O mic day (B 16 gitr sau khi udng thudc). 1y 18 5/95 ddi véi lidu 15 mg hai 1én méi
ngay wrong khoang tir 14 dén 24 gidy va ddi véi liu 20 mg mdt 1n mdi ngdy (18 30 gid sau khi udng thudic) i 13 dén 20 giay.

0 bénh nhan rung nhi khiing do bénh 1§ van tim si dung rivaroxaban @8 dy phoing ddt quy va thuyén tic mach todn thn, 1 1& 5/95 cho
PT (Neoplastin) 14 gié sau khi ufing thuc (nic [ & thii didm thude cd tac dung 1di da) wong khodng tr 14 gidy dén 40 gidy cho lidu 20
mg mdt [n méi ngay vé tr 10 gidy d&n 50 gidy & bénh nhan suy giém chit ndng than mic dd trung binh duye didu i vl liéu 15 mg
mit lén méi ngay. 0 mitc day (16-36 gitr sau khi udng thudc), 1y 1 5/95 a6 vai ligu 20 mg mit lén mdi ngay rong khodng 1 12 dén 26
gidy vé & bénh nhén suy than mife 6 vira diéu i vdi liéu 15 mg mgt I3n mdi ndy trong khodng it 12 dén 26 gily—"1+-

Trong mdt nghién clu duye [m séng vé sy déo nguoe tac dyng due lyc hoe cla rivaroxaban o di wgng n 1 1 khd
tic dyng cia nhiing liéu dan (50 IU/kg) cia hai logi PCC khéc nhau, PCC 3 yéu 16 (Yéu 16 I, 1X va X) va PCLAEYED
X) da duge dénh gid. PCC 3 yéu td 1am gidm gia tri Neoplastin PT trung binh khodng 1.0 giély trong -.rq'{li
khodng 3.5 gidy quan sat duge & PCC 4 yéu 1. Nguuc Igi, PCC 3 yéu t8 6 téc dyng ting hgp nhanh va maph.
thay i trong viée tao huyét khdi ndi sinh so v PCC 4 yiu 18 (xem phén "ud liéy va cdch x tr") %
Thé gian hogr hod mdt phén thromboplastin (aPTT) va HepTest ciing bj kéo dai phu thude vao ligu ding; wy n
dung céc chi s nay dé danh gi téc dung duc lvc cla rivaroxaban. Khiing cén thiét phai theo di céc tham sd diing mat Trong qud trinh
diéu tri bang rivaroxaban thutng quy trén lam sang. Tuy nhién, néu cd chi dinh lém sang, ndng 80 rivaroxaban cd thé duge do bang cac
xét nghiém dinh kigng khang y8u 18 Xa da duye higu chudn (xem phén “Bdc tinh ditge ding hoe ™).

An toén va hiu qua [4m sang:

Dy phong dét quy v thuyén 18t mach toan thin & cae bénh nhén b rung nhi khdng do bénh  van tim:

Céc chuomg trinh thit nghigm [8m sang dugc thidt k8 d8 chitng minh higu qua ca rivaroxaban trong di phang dat quy vé thuyén i
mach toan than & bénh nhén rung nhi (AF) khdng do bénh I van tim,

Trong nghién citu mi d3i then chiit ROCKET-AF, 14264 bénh nhén duge st dyng hodc rivaroxaban 20 mg diing duimg uiing ngéy 1 In
{15 mg diing duing uding ngéy 1 1n & bénh nhan cd thanh théi creatinine 3049 mL/phat) hodc warfarin chudn df 1 mye tigu INR 2,5
(khodng didu i 2.0 - 3,0). Thés gian didu tj trung binh 1 19 thang vA ting todn b thivi gian didu v 13 41 théng.

34.9% bénh nhén dang diéu 1r) bang ASA va 11,4% dung thudc chdng loan nhip tim nhém Il bao gém amicdarone.

Rivaroxaban khing thua kém warfarin vé két cyc chinh tng hop trén ddt quy va thuyén tic mach todn than khang thude hé than kinh
trung veng (non NCS. 0 méi nhém nghién ctu diéu ti theo dé cuong nahién ciu, ddt quy hodc thuyén tic mach toan than xéy ra @ 188
béinh nhén ding rivaroxaban (1,71% mdi nam) va 241 bénh nhén ddi vai warfarin (2,16% m6i nam) (HR 0,79; 95% Cl, 0,66 - 0,96, P <
0,001 khng thua kém). Trong 1t cé céc bénh nhan da dugc chia ngau nhién phén tich theo ITT, cac bién cd chinh xay ra @ 269 bénh
nhén diing rivaroxaban {2, 12% moai ndm) va 306 bénh nhdn ding warfarin (2,42% mdi ném) (HR 0,88; 95% C1, 0,74 - 1,03; P < 0,001
khéng thua kém; P = 0,117 vugt wi hon). Kbt qué céc két cyc thit cép duge kifm a theo thif w phén cdp trong phén tich T duge trinh
bity trong Bang 4.

Trong sd céc biénh nhin & nhom warfarin, gid i INR ndm wong pham vi didu tri (2,0 d&n 3,0) trung binh 1 55% thdi gian diu 1 {trung
vi: 58%; khoang ur phan vi: 43 dén 71), Hifu qua cla rivaroxaban khing khdc bigt gita cac mic 4§ TTR wrung tam (Thin gian trong
khoang INR myc tigu 2,0 - 3,0) trong céc nhém tr phin vi cd kich ¢@ bing nhau (P = 0,74 wung tac), Trang nhdm tf phén vi cao nhét
theo trung tam, ty 50 nguy co (HR) cua rivaroxaban so vii warfarin 1a 0,74 (95% C1, 0,49 - 1,12},

Ti & xudt hign cia néu chi chinh vé an toan [cac bién cf xudt huyét ndng hode xudt huydt khing nang cb § nghia twén lam sang) wong
1 4 vii cd hai nhom didu 1 (xem Béng 5).

Biing 4: K&t qué vé hiéu qué i thit nghiém pha Ill ROCKET AF

Dan sd nghién ciu Phin tich ITT vé hidu qua trén bénh nhdn rung nhi khdng do bénh Iy van tim
Lifu didu uj Rivaroxaban Warfarin chuin d4 dén myc | Ty 18 rdi ro (khodng tin cy
20 mg ngdy 1 lén tigu INR 2,5 {qidi han trj lidu | 85%)
(15 mg ngéy 1 l4n & bénh nhan | 2.0 dén 3,0) gid tr p, test cho tinh tr
suy than mute d trung binh) han
Ty 18 bién c (100 bénh nhén-

Ty 12 bin cf (100 bgnh nhan-ndm)| ndm)

Bt quy, thuyén tic mach 269 306 088

toan than ngoai hé thén kinh| {2.12) (2.42) (0.74-1.03)

trung ueing 0,117
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Bt quy, thuyén 1éc mach 512 603 094
toan than ngodi hé thén (4.51) {4.81) (0,B4-1,08)
kinh trung vang, uf vong do 0,265
bénh mach mau
Bt quy, thuyén tic mach 658 709
to4n than ngodi hé thén kinh (5.24) (5,65) A
trung vang, 1 vang do bénh / &
mach méu vé tif vong do (13
nhii mau co im E
Bat quy 253 281 \\: :
(1.88) (2.22) I
Thuyén tac mach toan 20 27
than ngoai h than kinh (0,18) (0.21) (0.42-132)
irung wong 0308
Nhdi méu co tim 130 142 041
{1.02) {1.1) [0,72-1,16)
0.464
Bang 5: Két qua vé dd an toén tir thd nghiém pha Il ROCKET AF
Dén sd nghién cifu Bénh nhén rung nhi khdng do bénh Ij van tim*!
Rivaroxaban Warfarin chudn 86 d&n myc | Ty 18 rdi ro (khodng tin
20 mg ngay 1 lén tiu INR 2,5 (gidi han tr ligu| cdy 95%)
(15 mg ngay 1 14n & bénh nhén | 2,0 dén 3,0) gid tri p
Lifu didu trj suy thdn mie dg trung binh)
Ty 18 bién c (100 bénh nhén-ndm)| Ty I bién cd (100 bénh
nhan-ndm)
Xufit huyBt néng hodc xuft 1475 1443 1,03 (0,86-1,11)
huyt khing ndng cd y nghia | (14,91 (14,52} 0442
trén Am sang
Céc bign clxudthuyét | 395 386 1,04 (0.,90-1,20)
néng (3.60) (3.45) 0,576
Tit vong do xult huyét® | 27 55 0.50(0.31-0.79)
{0.24) (D.48) 0,003
Xudt huyr o co quan 91 133 0,68 (0,63-0,91)
quan trgng” (0.82) {1.18) 0,007
Xudt huyt ngi so* 55 B4 0,67 (0.470.93)
(0.49) (0.74) 0,018
Giam ning dj 305 254 1,22 (1,03-1,44)
Haemoglobin® (2.77) (2.26) 0.019
Truyén 2 hodc nhidw hon | 183 149 1,25(1,01-1,55)
2 don vi héng céu lang | (1,65) (1,32) 0,044
hoac mAu todn phén *
Céc bign cd xudt huyét 1185 1151 1,04 (0,96-1,13)
khiing ndng cd ¥ nghia (11.80) (11.37) 0345
tién |am sang
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Titvong do moi nguyén nhén | 208 250 0.85(0.70-1.02)
{1.87] (2.21) 0,073
al Dan sfi an toan, wong difu
. |t ¢6  nghia

Ngoai nghién cifu pha I1l ROCKET AF, mft nghién ciu doan ha nhan ma, khdng can thigp, sau hru hanh, - 'jﬂ?f ] RANTES)

ch ddnh gid tp trung cAc tidu chi kBt qud, bao gdm céc bign cf thuyén tic huyét khili vé xudt huyét n g 13 duge {Eﬁn hanh. Bk

bénh nhan cd rung nhi khdng do bénh van tim d duge thu nhén d& dy phong dit quy va thuyén tic mach B ha i tha
; J--"

trung mmg (CNS), trong thye hénh 1am s&ng ﬂiEm trung binh CHADS2 vé HAS BLED déu % 2.0 wrong nghid

nam. Xudt huyét gdy ur vong dugc bao co & 0.2 wén 100 bénh nhin-nam w!: xudt hwﬁ ndi so o 0.4 win 100 h&nh nhén nﬂm B6t quy
hodc thuyén t8c mach todn thén ngodi hé than kinh tung vung duge ghi nhan & 0.8 wén 100 bénh nhén - ném.
Nhimg quan sat tlr thc hanh |am sang thutmg quy phis hop véi kit qua duge quan sat théy wong nghién ciu ROCKET AF.

Trong mdt nghién citu khang can thiép sau khi duge cdp phép luu hanh, trén hon 162000 bénh nhén 1 4 qudc gia, rivaroxaban da duge
ké don 08 phing ngira dit quy va thuyén tdc mach todn thén & bénh nhan rung nhi khang do bénh van tim. Ty I8 bién of dit quy do
thigu méu cyc bj 1 0,70 (khodng tin cdy 95% 0,44-1,13) rén 100 banh nhén - ndm, Xudt huyét dén dén nhap vién xdy ra vdi 1y 18 bidn
cd wén 100 bénh nhén - ndm 12 0,43 (khodng tin cdy 95% 0,31.0,59) ddi vdi xust huyét ndi so, 1,04 [khodng tin cay 95% 0.65-1,65) adi
vihi xudt huyét tigu hda, 0,41 (khoang tin cdy 95% 0,31-0,53) ddi vdi xudt huyét nidu sinh dyc va 0,40 (khoang tin cdy 95% 0,250 65)
i it xudt huyét khac.

Mt nghién ciu tham do tién citu, ngdu nhién, nhan md, da trung tm, danh gid tidu chi mu (X-VERT) duge thyc hién wén 1504 bénh
nhan (khing hodc 43 duye didu 1 trudc 06 véi thudic chdng dong dutmg uling) cb rung nhi khing do van tim duge chi dinh chuyén nhip,
s0 sénh rivaroxaban va khang vitamin K chinh liéu {112 2:1) wong dy phdng céc bign cf tim mach. Bién phép chuyén nhip gdm chuyén
nhip qua sifu &m qua thye quén TEE (1-5 ngdy trude didu 1) hode chuyBn nhip quy vbe (it nhét 3 wén i didu ui). Tidu chi hibu qué
chinh (gdm i ¢a cac dang dit quy, con thodng thifu mau ndo, thuyén tdc mach toan than khdng phai than kinh trung vung, nhdi méu
co tim v uf vong tim mach) xay ra @ & bénh nhén (0,5%) ¢ nhom rivaroxaban (n = 978) v& 5 (1,0%) @ nhom khang vitamin K (n = 492;
AR 0,50; khoang tin céy 95% 0.15-1,73; dén s dy kién digu trj da diéu chinh). Tiéu chi an twén chinh |xuft huyét ndng) xdy ra & B bénh
nhén {0,6%) & nham rivaroxaban (n = 988) va 4 (0,8%) & nhim khéng vitamin K (n = 499); RR 0,76; khodng tin cdy 95% 0,21-2.67,
déan sd an toan). Nghién ciu thim do nay cho thay hidu qua va an toan wong duong gilra rivaroxaban va khang vitamin K & bénh nhin
chuyén nhip.

Bénh nhén by rung nhT khdng do bénh van tim dege thye hign PLI cd dét stent:

Mt nghién ofu da trung tdm, ngéu nhién, nhan mé (PIONEER AF-PCI) duge thye hién wén 2124 bénh nhan bi rung nhi khing do bénh
van tim da duyt thy hién PCI cd dat stent dé difu uj bénh xo vita dong mach nguyén phét nhdm so sanh sy an toan cda hai ché dj lidu
fivaroxaban va mit ché dd liéu VKA, Céc biinh nhén dusge phén ngdu nhign theo ty 18 1: 1: 1 € duc didu tr 18ng thé 12 théng.

Nhém 1 d& duge ding rivaroxaban 15 mg mét 1dn mdi ngy (10 mg x 1 1&n/ngéy ¢ nhing bénh nhén cd thanh thai creatinine 3049
mL/phit) ciing vi thudic (rc ché P2Y12. Nhom 2 da dugc ding rivaroxaban 2.5 mg hai 18n mdi ngdy cing vai DAPT (ligu phap khang
tidu cdu kép, vi dy clopidogrel 76mg [hodc thufic e ché P2Y12 thay thé] ciing v acid acetylsalicylic liéu thdp [ASA]) trang vdng 1. B
hodic 12 théing, ti€p theo ding rivaroxaban 15 mg (hodic 10 mg ddi véi cae dBi wgng cd thanh thai creatining 30-49 mL/phit) mdt lén
mii ngdy cing vdi ASA lifu thap. Nhom 3 88 dugc diéu trj bing VKA diéu chinh ligu, cdng vdi DAPT wong 1, B hodc 12 thang, sau do
diing VKA diéu chinh lifu véi ASA lidu thip.

Tiéw chi an toan chinh, céc bign o xust huyBt cd § nghia 13m sang xdy ra l&n lugt 6 109 (15.7%), 117 (16,6%) va 167 (24.0%) & nhém
1, nhdm 2 va nhom 3, twong tng (HR 0,53; khodng tin cdy 95% 0,47-0,76, p < 0,001, vé HA 0,63, 95% khodng tin céy 0,50-0.80, p <
0,001, naong dmg). Tiéu chi phy (tiéu chi ket hop cda cac bign cd tim mach, wf vong do tim mach, nhéi méu ca tim hodc Ajt quy) xay ra &
41 {5.9%}, 36 (5,1%) v 36 (5,2%) bénh nhan rong nhom 1, nhom 2 va nham 3. MGi phéc dd ding rivaroxaban cho théy cd sy gidm
dang k& cac bifn cf xuft huyst o6 ¢ nghia Fm sang so vii ché di VKA & nhimg bénh nhan cd rung nhi khdng do binh van tim méa da
duge thire hign PCl oo dat stent.

Muyc tidu chinh ciia PIONEER AF-PCI 12 danh gid mifc 9 an todn. D lidu vé hiéu qué (bao gfm bidn cf thuyén tc huy8t khdi) & nhom
ddii gng nay con han ché.
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iy trf v dy phang téi phait OVT va PE:
Chutng trinh nghién ciiu lam sang rivaroxaban duge thiét k& 88 chimg minh hidu qua clia rivaroxaban trong diéu i} Ichm ﬂﬁu vé didu trj
lién tye DVT v PE cép tinh v dy phong DVT v PE. E
Han 12800 I:renh nhdn duge nghién citu uén bdn ngmén clu I.'im sang pha Ill, ngdu nhién 0 kiém ching (el -' :

nghién ciu vién,
Trong 3 wén déu tién didu trj DVT cAp tinh, rivaroxaban 15 mg duge chi dinh ngéy 2 Ian. Sau 4, sir dyng liéu rivaroxaban 20 mg ngay |
fAn.

Trong EINSTEIN PE, 4832 biéinh nhéin c6 PE cap tinh duye nghign ciru d8 difu i PE va dy phang DVT va PE 1é phat. Thisi gian didu tri 13
3. 6 hode 12 thang wy theo danh gid 1dm sang cla bac si nghign ciu.

Bii vdi diéu uj khii ddu PE cap rivaroxaban 15 mg dugc ding hai en mdi ngay trong ba twén. Tiép sau dd 14 rivaroxaban 20 mg, mdt I4n
mii ngdy.

Trong ca hai nghién ciu EINSTEIN DVT va EINSTEIN PE, phéac dd diéu uj cia nhom chimg gdm cd enoxaparin ding trong it nhét 5 ngay
phii hop véi didu i ddi khéng vitamin K cha d&n khi PT/INR ndm wong gidi han diéu 1 (= 2,0). Bidu ui tiép te bang thudc khang
vitamin K vii liu duge chinh d& duy 1 céc gid i PT/INR ndm trong khodng diéu 1 2,0-3,0.

Trong nghién cuu EINSTEIN md riing 1197 béinh nhéin mac DVT va PE duge nghién ciu g8 dy phang téi phat DVT va PE. Thai gian diéu
tri kéo déi them B hodic 12 théng & nhifng bénh nhén da hoan thanh 6 d&n 12 théng diu trj thuyén tic huyt khii tinh mach thy theo
dtanh gia lam sang coa nghién clu vién. Rivaroxaban 20 mg ngay 1 18n duyc so sanh viri placebo.

EINSTEIN DVT, PE va Ma Riing déu ding céc tiéu chi vé higu qua chinh va phy wong ty nhau dut xdc dinh made. Tigu chi chinh dénh
gia hiéu qua diéu 1 1a VTE tai phat cd tridu ching duge dinh nghia bao gm DVT 18i phét hay PE géy 1 vong hodc khong gy 1 vong.
Tiéu chi phu danh gia hidu qua diéu i dege dinh nghia bao gdm DVT 14 phat, PE khong géy 1l vang va tir vong do moi nguyén nhén.
Trong nghién ciu EINSTEIN CHOICE, cd 3396 bénh nhan duge xac nhan cd OVT va/hodc PE cd wigu chimg duge xéc nhén va da hoan
thanh difu i khang déng wong 6-12 thang 43 dugc dua vao nghién ciiu dé phdng ngifa t vong do PE hodc OVT hodc PE i phat cd
triéu chimg khang 1t vong. Bénh nhén c6 chi dinh 1i8p e didu uj bng thufic khang ddng da duoc loai trir khdi nghién ciu, Thai gian
didu 1 Ién 6 12 théng thy thudc véo ngay phén nhdm ngdu nhién hda cia mdi bénh nhan (trung vi: 351 ngay). Rivaroxaban 20 mg
ngay mit ién va Rivaroxaban 10 mg ngéy mdt ln duye so sénh véi 100 mg acid acetylsalicylic ngay mjt lén.

Tiéu chi chinh vé higu qué diéu tri 13 VTE tai phét ¢ tiéu ching duge dinh nghia bao gdm OVT ti phat hodc PE gdy uf vong hodc khing
gay 1 vong.

Trong nghién ciu EINSTEIN DVT {xem Bang 6), rivaroxaban dugrc ching minh khdng thua kém so vdi enoxaparin/VKA trén tiéu chi chinh,
[p<0,0001 (kidm tea tinh khiing thua kém): Ty 18 rli 1o (HR): 0,680 (0.443 1,042), p = 0,078 [kiém tra tinh wi han}). Lgi ich 1am séng
rong (NCB-Net Clinical Benefit) dugc dinh trutic (bao gdm tidu chi ddnh gia higu qué chinh vé céc bién od xudt huyét nang) da dugce béo
céo véi HR 13 0,67 ([khoang tin cdy 95% = 0.47-0,95), gid trj p danh nghia (nominal p value, p =0,027), vii wu thé thién vé rivaroxaban.
(0 nhom bénh nhan co thisi gian diéu ) trung binh 13 189 ngay, gid tri INR ndm & khodng myc tiéu diéu i trung binh trang 60,3% thai
gian digu tri. 0 nhom c6 thii gian dy kign didu 1 trung binh 14 3, 6 vé 12 thang thi con s& nay 1An luyt 1a 55,4%, B0,1% va 62,8% tha
gian didu 1. Trong nhdm enoxaparin/VKA, khing cé mdi lién quan rd rang gidta mic dg TTR tung 3m tung binh {TTR-Time in
Therapeutic Range, & Thiri gian trong khodng INR myc tigu 2,0 - 3,0) trong céc tam phén vi cd kich ot bng nhau vai 1y 18 VTE 13i phat
(P = 0,932 wsomg tac). Trang nhom tam phén vi cao nhét theo trung t3m, ty 58 nguy co (HR) cla rivaroxaban so vii warfarin 3 0,69
(khoang tin cy 95%: 0,35 - 1.35).

Ty 18 xudt hign cho tigu chi dénh gid an toan chinh (c4c bisn of xudt huyBt ndng hodic khiing ndng vé 1am sang) cing nhu tiéu chi phy
dénh gid 44 an toén (bién cf xufit huyet ndng) wong ty nhau @ ca hai nhom diu 1.

Bang B: K#t qud vé hifu qua va df an todn 1 nghién ctu pha Il EINSTEIN DVT

D#n sd nghién ciu 3448 bénh nhén bj huyét khdi finh mach séu cdp tinh ¢d tridu ching
Rivaroxaban® Enoxaparin/VKA®!
Lifu ding va thoi gian didu trj 3, B hodc 12 thang 3, B hodc 12 théng
N=1731 N=1718
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VTE tai phét cd triéu ching® 36 51
(2,1%) (3,0%)
PE tai phét cd triéu ching 20 18
(1.2%) (1,0%)
DVT 1ai phat cd tniu chiing 14 28
{0.8%) (1.6%) [i&] sl
PE va DVT 6 trigu ching 1 0 WEN - 5 o8 corf it jfj ’
(0.1%) W™ ,xé“,/
Tir vong do PE/Ti# vong trong dd khding loai 1 PE | 4 B 07 -
(0.2%) (0,3%]
Xudt huygt ndng hay xudt huygt khdng néng co 139 138
nghia trén ldm séng {8,1%) (8,1%)
Xugt huyét nang 14 20
(0.8%) (1.2%)

a) Rivaroxaban 15 mg ngdy hai 1&n trong 3 tudn sau da 20 mg ngdy mit lén.
b} Enoxaparin trong it nhdt 5 ngdy, VKA ding ciing lic va tiép tue sau do
* p< 0,0001 {tinh khong kém hon ddi v HR duge dinh @ e 1 2,0); HA: 0,680 (0,443-1,042), p = 0,076 [tinh trdi ha).

Trong nghién ctu EINSTEIN PE (xem Béng 7) rivaroxaban disge chimg minh 1 khiing kém hon enoxaparin/VKA d6i vdi tigu chi dénh gia
chinh (p = 0,0026 (test cho tinh khiing kém han); tf s nguy co (HR}: 1,12 (0.75-1,68)). NCB duye dinh d 1nude (két cyc hidu qué chinh
edng vii cac bién c6 xudt huyét ndng) duidc béo céo véi HR 14 0,85 ((khodng tin cay 95% = 0,633-1,139), gié tri p danh ngtia (nominal p
valug) p = 0,275). 0 nhém bénh nhén co thii gian didu tri trung binh 1 215 ngdy, gié t INR ndm trong khodng myc tigu digu 1 trung
binh trong 6:3% thifl gian diéu (F nhom cd this gian du kign diéu i trung binh 18 3, 6 va 12 thang thi con 58 ndy tEn ligt 13 57%, 62%
va 65% thiii gian digu tri. Trong nhom enoxaparin/VKA, khong co mdi lién quan rd rang gia mie d§ TTA trung tAm trung binh (Thin gian
trang khodng INR myc tiéu 2,0-3,0) trang céc tam phén vi cd kich c& bing nhau va ty 18 VTE téi phat P = 0.082 wrang téc). Trong nhém
tam phén vi cao nhat theo trung tam, ty sd nguy co (HR) cla rivaroxaban so vdi warfarin 13 0,642 (khoang tin cay 95%: 0,277-1,484).

Ty I8 xudt hién cla tigu chi chinh vé an toan (cdc bién cf xudt huyét ndng hodc khang ndng cd § nghta trén 1m sang) ¢ nhom digu trj vdi
rivaroxan thip hon mit chit (10,3% (248/2412)) so vdi nhom diu tj vdi enoxaparin/ VKA (11,4% (274/2405)). Ty 18 xudt hign cla
tigu chi phy vé an toan (bign cf xufit huydt ndng) & nhdm didu trj vai rivaroxan (1,1% (26/2412)) thap han so vdi nhdm didu i vdi
enoxaparin/ VKA (2,2% (52/2405)) véi HR 0,483 (95% C1: 0,308-0,788).

Bang 7: C4c két qud hidu qud vé an todn 1 nghién ciu pha Il EINSTEIN PE

Dén sd nghin cu 4832 bénh nhén cé thuyén tdc phdi cdp cd trigu ching
Rivaroxaban® Enoxaparin/VKA®
Lidu vé thdi gian difu trj 3, 6 hodc 12 théng N = 2419 3. 6 hodc 12 théng
N=2413
VTE i phat cd tigu chitng * 50 44
{2,1%) {1.8%)
PE tai phat cd trigu ching 23 20
(1,0%) (0.8%]
DVT 1ai phdt ¢6 trifu chitng 18 17
(0,7%) {0,7%)
PE v& DVT cf tridu ching 0 i
{=<0,1%)
Tit vong do PE/Tt vong trong d6 khing logi tr | 11 7
PE 10,5%] 10,3%I
Xudt huyét néing hay xuéit huyét khdng ndng cdy | 249 274
nghia trén 13m séng {10,3%) (114%)
Xudt huydt ndng 26 52
{1,1%) (2,2%)
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a) Rivaroxaban 15 mg ngay 2 tn trong 3 tufn sau dd dung 20 mg ngdy mit lén
b)  Enoxaparin trong it nhdt 5 ngay, VKA ding cing lic vé tiép tye sau dd
* p<0.,0026 (khing thua kém so véi HR dugc dinh trudc 13 2.0); HR: 1,123 (0,749-1,684)

VAN PHONG

i Bl DIEN
= TAl
Béng 8: Céc kit qud gdp vé hidu qua va an toan 1 cdc nghifn cidu pha Il EINSTEIN DVT va EIHSTEIK T 5 H CHI pINH §
W Lo
Dén sd nghién cihu B281 bénh nhan £ huyét khdi tinh mach séu hodc thuyén téc phdi-cdn’cs tgd
chifng
Lifu lrgng va thili gian didu trj Rivaroxaban®! Enoxaparin/VKA?
3, 6 hodic 12 théng 3, 6 hodc 12 théng
N=4150 N=4131
VTE ti phét c6 triéu ching * 86 95
(2,1%) {2.3%])
PE tai phat ci tnéu ching 43 38
(1.0%] (0,9%)
DVT tai phat co miéu ching 32 45
(0.8%) (1,1%)
PE va OVT co triéu chimg 1 2
[<0,1%) {<0,1%)
Tir vong do PE/Tir vong trong dd 15 13
khiing loai trir PE (0,4%) (0,3%)
Xuat huyét ndng hay xudt huydt khdng | 388 412
nang o y nghia trén [am sang (9.4%) {10,0%)
Xuat huy&t ndng 40 12
{1.0%) {1.7%)

¢) FRivaroxaban 15 mg ngay 2 Ién trong 3 tudn sau d6 ding 20 mg ngay mit ln
d)  Enoxaparin trong it nhét 5 ngdy, VKA ding cling lic vé tiép e sau d
*  p<0,0001 (khong thua kém so vii HR duge dinh medc (3 1,75); HR: 0,886 (0.661-1,186)

Lai ich 1m sang ring due x&c dinh trde [tiéu chi chinh vé higu qua cong vai céc bién cf xudt huyét ndng) cla phén tich gip duye bio
céo véi HA 13 0,771 ((khoang tin cy 95% 0,614 -0,957), gié t p danh nghia {nominal p valug) p = 0,0244),

Trong nghién city EINSTEIN M0 RONG [xem Bang 9), rivaroxaban higu qua hon so vai gia dugc & ca tiéu chi danh gid higu qua chinh va
phu. Bai vai tigu chi chinh danh gié 46 an todn (cdc bign cd xuft huydt nang), 1y 18 xudt hign cao han khing cd § nghia vé s§ kugng cho
bénh nhan didu uj bng rivaroxaban 20 mg ngéy 1 ldn so véi nhém ding gia duye. Tigu chi phy danh gid d0 an todn (céc bign cd xust
huyét néing hodc khiing nfing cd § nghia trén |am sang) cho théy 1y 1 cao hon dai vdi bénh nhan digu t bang rvaroxaban 20 mg ngay 1
Ién so vdi gia duge.

Bang 9: K&t qud vé hidu qué vA dj an todn 1 nghién cdu pha Il EINSTEIN M0 RONG

Déan sd nghién cdu 1197 bénh nhén tiép tyc didu tr v& dy phong téi phét thuyén tic huy8t khdi
tinh mach
Lidu ding va thdi gian didu trj Rivaroxaban® Gid dugc
6 hogc 12 théng 6 hodc 12 théng
N =602 N =534
VTE 1di phat cd éu chung® 8 42
{1,3%) {7.1%}
PE tai phét cd trigu ching 2 13
{0,3%) (2.2%)
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DV 14i phat cd miéu ching 5
{0.8%)
Tit vang do PE/Ti vong trong dé khng loail 1 ™
it PE (0,2%) (0.2%)/ NN
Xudt huyét ndng 4 0 f,a_.ﬁ:“( \":';:';,E'.]" Yfg:
10.7% OOREl vm 3]
Xt huy Khing ndng ¢ nghia trén lam | 32 7 \?& TS A
sing (5,4%) (129N

a)  Rivaroxaban 20 mg ngdy mdt lon
* p<0,0001 {rinh vurgr i), HR: 0,185 (0.087-0.383)

Trong nghign ctru EINSTEIN CHOICE (xem Bang 10), rivaroxaban 20 mg va 10 mg déu wwot i so vl acid acetylsalicylic 100 mg wong
cAc tiéu chi hidy qué chinh. Tigu chi higu gqué phy gidm déng k& khi so sanh rivaroxaban 20 mg hodc 10 mg so véi 100 mg acid
acetylsalicylic. Tigu chi chinh vé an toan (cac bign cd xudt huy@t néng) |3 1iong uf @ bénh nhan didu i bang rvaroxaban 20 mg va 10
mg ngay mit 1n so véi acid acetylsalicylic 100 mg.

Bang 10: K&t qud vé hidu qué v d§ an todn 1 nghién ciu pha lIl EINSTEIN CHOICE

Dén sd nghién cdu 3396 bénh nhén tiép tyc phong nglta thuyén tdc huyét khdi Gnh mach téi phat
Liéu didu ] Rivaraxaban 20 mg ngéy 1 Idn | Rivaroxaban 10mg | ASA 100 mg ngdy 1
N=1107 ngéy 11dn 1&n
N=1127 N=1131
Thiri gian digu 1, trung vi 348 [189-362] ngay 353 [190-362] ngay 350 [ 186-362] ngay
[khodng giira céc ni phén vi]
VTE 1di phat c6 trigu ching 17 13 50
(1.5%)" (1.2%)** (4.4%)
PE t4i phét cd wrigu chimg B 6 19
{0.5%} {0,5%) (1,7%)
DVT téi phat 6 triéu ching g 8 30
(0,8%) {0,7%) {2.7%)
Tit vong do PE/Ti vong trong d6 khing | 2 0 2
logi trir PE (0.2%) (0.2%)
VTE, MI, 8t qui, hodc thuyén téc mach toan | 19 18 56
than khiing do NCS 1ai phat cé trigu ching {1.7%) (1.6%) (5.0%)
Xudt huyét ning B ] 3
(0.5%) (0.4%) (0.3%)
Xut huy#t khdng néing cd y nghia tén lim | 30 77 20
sang (2.7%) {2,0%) (1,8%)
TE t4i phat co triéu ching hodc xudt huyét 23 17 53
nang (igi ich 1dm sang rong) (2,1%) (1,5%) (4,7%)

*p < 0,001 tinh wugt trdi) nvaroxaban 20 mg ngdy 1 1an so v ASA 100 mg ngay 1 1an; HR = 0,34 (0,20 - 0,58)
**p.< 0,001 {tinh vyt i) rivaroxaban 10 mg ngay 1 ln so vii ASA 100 mg nody 1 lan; HR = 0,26 (0,14-0.47)
+Rivaroxaban 20 mg ngéy 1 l4n so vii ASA 100 mg ngéy 1 lén; HA = 0,44 (0.27-0.71), p = 0.0008 {danh nghia)
++Rivaroxaban 10 mg ngay 1 1n so vdi ASA 100 mg ngéy 1 Ian; HR = 0,32 (0,18-0,55), p <0,0001 (danh nghia)

Ngoai chugng trinh pha Il EINSTEIN, mit nghién citu dodn hi 1ién citu, khong can thigp, nhan md (XALIA) cd danh gia két cyc 13p trung,
bao gdm VTE i phar, xudt huyét nang va tif vong d3 duyc tién hanh. 5142 bénh nhén bi DVT cép da duge thu nhén dé nghién ciu an
toan déi han cla rivaroxaban so véi difu i) ching dong tidu chuéin rong thye hanh lim sang.
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Ty 18 xudt huyét nﬁng. VTE tai phart va uf vong do moi nguyén nhén cua rivaraxaban I3n lugt fa 0,7%, 1.4% va 0,5%. Cd su khéc bigr vé
dac diém co ban cla bénh nhdn bao gdm tudi, ung th va suy thin. Mat phan tich phan tng diém xu huing duoe xac dinh tdc da
disye st dyng 88 digu chinh céc khac bidt co bén do dugc nhung cac khac biét con lai cd thé énh huting dén ket qua. Ty s6 nguy oo higu
chinh i vai xudt huyét nang, VTE tai phét va s vong do moi nguyén nhén 18 0,77 (khoang tin cdy 95% 048 [S¥tkhoang tin
céy 95% 0.54-1,54) va 0,51 (khoang tin cay 95% 0,24-1,07). ; '
Nhiing k&t qua nay trong thyc hanh 1am sang phii hop vdi h so an toan da duge thidt [gp tong chi dinh,

nim la 031 1khnang tin cgy 95% 0,230 42} dﬁ| urh chay mﬁu nfi 59, 0,89 (khodng tin cay 85% 0,67-1,17) dd& vii xuft hwé! tidu hda,
0,44 [khodng tin cdy 95% 0.25:0,74) di vii xudt huyét nidu sinh dyc va 0,41 (khodng tin cdy 95% 0.31-0,54) ddi véi xudt huyét khéc.

Bénh nhén nguy e cao vdi hi ching khéng phospholipid (APS) cd bg ba khang thé duang tinh:

Trong mijt nghién ot duge nghién cdtu vién i e, da trung tm, nhén md, phén nhém ngdu nhién vii dénh gid két cyc dugc lam mi,
rivaroxaban dugc so sanh vdi warfarin & biinh nhén cd tién st huyét khdi, 43 dugc chdn doén mic hi chimg khéng phospholipid va cb
nguy ¢ cao vii cac bidn o thuyén 1ac do huydt khdi (ditong tinh vdi ¢4 3 xét nghiém khéng phospholipid: khéng dong lupus, khang th
khang cardiolipin va khéng thé khéng beta 2-glycoprotein I). Nohién ciu két thile sim sau khi tyén duge 120 bénh nhén do sd lugng
cAc bién cff 08 vuot qué & nhanh rivaroxaban. Thi gian theo dai trung binh 1 569 ngay. 59 bénh nhén duge phan ngdu nhién st dyng
fivaroxaban 20 mg (bénh nhén co dg thanh thai creatining < 50 ml/phit ding 15 mg) va 61 bénh nhén st dyng warfarin (INR 2,0-3,0).
Biin cd thuyn tac huyBt khdi xudt hign @ 12% bénh nhan phan ngdu nhidn véo nhom rivaroxaban (4 g hop dot quy tidu mau cuc
b va 3 tnsitng hap nhdi mau oo tim). Khang c6 bién cd ndo duyc béo cdo & nhom warfarin. Xudt huyét ndng gép & 4 bénh nhan (7%
ciia nham rivaroxaban va 2 béinh nhén (3%) cia nhom warfarin.

Tré em:

Cor quan Oudn I Duge phdm Chau Au da bo yéu cdu ndp két qué nghién ciu vdi sin pham thudc tham chigu c6 chifa rivaroxaban trong
tét cé cac phan nhom bénh nhi d8 phing ngifa céc biéin 8 thuyén 13c huyBt khi (xem phin “(idy diing v cdoh ding” 0 biét théng tin
vé vidc st dyng thufic cho té em) .

BAC TINH DUTC BONG HOC

Hép thu:

Rivaroxaban hép thu nhanh véi ndng d4 1 da (Cra:) khiodng 2-4 gir sau khi ulng vién thudc.

Suf hdp thu theo dutmg ung cia rivaraxaban 1 gén nhy hodn todn va sinh khé dyng duting uing khé cao (B0 - 100%) ddi vdi lidu thudc
vién 2,5 mg va 10 mg, bét k& wrong didu kign d6i hay no. Ding thudc ddng thii vdi thitc &n khiing lam &nh hudng 181 AUC hode Cra Cla
rivaroxaban d ligu 2,5 mg va 10 mg.

Do mic dd hdp thu gidm, sinh kha dyng duimg udng cia vién rivaroxaban 20 mg udng ldc ddi chi dat 66%. Khi ubing rivaroxaban 20 mg
eiing véii thife &n lam tang AUC trung binh 39% so vdi khi uding thudic vao ke ddi. cho théy thue hap thu hau nhy hoan toan va cd sinh
kha dyng dumg udng cao. Rivaroxaban 15 mg and 20 mg dutge st dyng ciing vdi thie 3n (xem phén “Lidu ding va cdeh ding ™).

0 tinh trang d6i, duyc ding hoc cia rivaroxaban x3p X tuyén tinh vei ligu Ién 88 khoang 15 mg mit In méi ngay. 0 dinh trang no, sy
hép thu clia vién rivaroxaban 10 mg, 15 mg, 20 mg 1§ 18 thudn véi liéu diing. 0 lidu cao hon, rivaroxaban cho théy sy hdp thy bj han ché
khi hoa tan vii giam sinh kha dyng vé giam tdc d9 hap thu khi ting ligu.

Tinh bién thign trang duge ddng hoc cla rivaroxaban vita phéi vifi tinh bidn thign gilta céc ¢ té (CV%) tong gidi han 1ir 30% dén 40%.
Sif hip thu cia rivaroxaban phy thudc vao vj tr gidi phong cda thufic trong dutng tigu hoa. AUC va Cow gidm 28% v 56% so vii dang
vien nén da duge bao céo khi rivaroxaban dang hat dugc gidi phong & doan gén rudt non. Sy tiép xic vii thude cbn gidm hon nita khi
rivaroxaban duge gidi phong & doan xa rudt non, hodc dai rang 1én. Do dd, nén trénh st dung rivaroxaban xa da day i difu nay cd the
dén dén gidm hap thu va tiép xic rvaroxaban.

Sinh kha dyng (AUC v& Crad 1 tteng dueng vt sén phim thudc tham chigu chita 20 mg rivaroxaban duye diing bang duding uiing dundi
dang vién nén duge nghién va tn v 1o nghién, hodc hin dich rong nudc va dutc ding qua dng thing da day sau bira &n lang, so vdi
dang vién nén nguyén ven, Dya vao h su duge ding hoc 1y 18 vdi liéu o thé dy dodn duge cua rivaroxaban, cac k8t qua vé sinh kha
dyng 1 nghién cifu ndy cd thé &p dyng cho céc ligu rivaroxaban thap han,

Phén bé:
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Thutc gdn két cao vl protein huyét nsong nguli, khodng 92% toi 95%, chil yiu vdi thanh phén albumin. Thé i
phéi v gid tri Vs khoding 50 L.

VAN PHONG
Chuyén hda va thai trik: 2 D&l DIEN
Khodng 2/3 lidu rivaroxaban uding vao bj thodi bién do chuyén hod, sau d6 mit nita s& dugc théi i qua v gf;in o Il-afﬂ’;i.“ :
1/3 lidu diing durc thai i tnye 1iép qua than dudi dang hoat chét khang A8 trong nutic 6, chi yéu qua bAITBMEH tuc i than./

thiy phan cac lign két amide 13 cdc vi tri sinh chuygn hoa chinh. Dya tén cc nghidn ciu i witro, rivaroxaban I3 8 protein
van chuyn P-gp [P-glycoprotein) v BCRP (protein ddi khéng ung thu vil),

Rivaroxaban dang khdng bj chuyén hod 1a hop chét quan trong nhat trong huy#t treng nguti khiing cd chét chuyén hod twén hoan chi
yéu hodc cf hoat tinh ndo, Vi df thanh théi oo the khoang 10 L/git, co thé xép rivaroxaban vao nhdm céc thudc thanh thai cham, Sau
khi tiém tinh mach fidu 1 mg, thoi gian ban thai khoang 4,5 gid. Sau khi udng, toc 49 dao théi td nén han ché. Sy thai i cla
rivaroxaban khdi huy#t wung xdy ra vii thir gian ban hiy 1ir 5 dén 9 gits & nguti 18 1wdi va it 11 dén 13 giér & nouti cao wdi,

Céc ddi wyng bénh nhén dic biée;
Gid tinh:
Khéng ¢ khdc biét vé duyre lizc hoc va duge ding hoc trén lam sang gitia bénh nhan nam va nil.

Nauti gig:
Néing d@ thude trong huyEt isong bénh nhan cao wili cao hon so vii & bénh nhén tré twdi vii céc g4 1 AUC trung binh cao hon khodng
1,5 fén, chi yéu la do giam dd thanh thai qua thén va tan phan, Khing cén digu chinh figu cho nguti gia.

Sy khéc bigt gida cin ngng:
Nhitng bénh nhan & nhiing théi cye trong lugng co thé (< 50 kg hodc > 120 kg) chi cd anh hudng rdt it dén ndng d§ thudc rivaroxaban
trong huyt nseng (dudi 25%). Khong cén didu chinh liéu cho nhiing bénh nhan néy.

Sy khac bigr gida cde dan e
Khing cd su khac biét trén Am sang gilta céc din 1dc nouiri da wrdng, ngudi My odc Phi, nouii gic Téy Ban Nha, nguini Nhat Ban hodc
ngui Trung Qudc lign quan dén dugc dong hoc va duge lye hoe cla rivaraxaban,

Suy gan:

Bénh nhan xa gan vi tdn thuong gan nhe (phan loai Child Pugh A) chi bi thay ddi 1t it vé dugc ddng hoc cla rivaroxaban (AUC trung
binh cda rivaroxaban ting gdp 1,2 14n), gdn nhu gifing nhém ddi chimg khde manh. (1 bénh nhan xe gan vdi tn thuang gan trung binh
(phn loai Child Pugh B), AUC trung binh ciia rivaroxaban ting 18n déng k&, gdp 2.3 1dn so vdi nguii tinh nguyn khoé manh. AUC cla
phan thudc of do téng 1én 2,6 1an. Nhitng bénh nhén ndy cling bj gidm thai i rivaroxaban qua thén, wong & nhu bénh nhin suy thin
trung binh. Khiing o dif ligu & bénh nhén suy gan ndng.

Sif ifc ché hoat tinh coa yéu 1 Xa tang 1én v hé 58 2.6 @ bgnh nhén suy gan trung binh khi so sénh vii ngui tinh nguyén khoé manh;
sif kéo dai thai gian PT ciing tang lén wong 1 vdi i s6 2,1, Bénh nhn suy gan trung binh nhay cém hon vii rivaroxaban, dén 1di mdi
nsong quan PK/PD ddc hon gita ning dg va PT.

Ching chi dinh diing Xiltess & nhiimg bénh nhan méc bénh gan lign quan dén i logn diing méu va cd nguy co chéy mau lién quan dén
lam sang, bao gdm bignh nhén xo gan Child Pugh B vé C (xem phan “Chdng chf dinf ).

Sty than:

Cd sy gia 18ng nding do rivaroxsban wong quan vdi sy suy gidm chie ndng thén, duge ddnh gid thing qua phép do d( thanh thai
creatinine. 0 bénh nhan suy thin nhe (thanh théi creatining 50-80 mL/phit), trung binh (thanh théi creatinine 3048 mL/pht) hode
nang (thanh théi creatinine 15-29 mL/phiit), néing 8§ rivaroxaban huy&t nag (AUC) téng Ién naong ing 1.4; 1,5 va 1,6 tn. Sy gia tang
nang ¢ng vé téc dung due e 1 rét hon. O nhing ngudi bi suy thén nhe, trung binh va ndng, sy e ché 1dng thé hoat tinh clia yiu 1
Xa ting theo hé s& lén lugt Ia 1.5; 1.9 va 2,0 sa vdi nhiing nguti tinh nguyén khde manh; kéo dai PT ciing tdng nang 1y theo hé s IAn
heot 13 1,3; 2,2 va 2.4. Khiing cf di idu & nhitng bénh nhén cd 43 thanh thai creatinin < 15 mL/pht.

Do gén két véi protein huy&t g cao, rivaroxaban khiing dugc loai bd bang thim tch.

Khaing khuy#n céo sif dyng thuic cho nhitng bénh nhan cd di thanh théi creatinin < 15 mL/phit. Xiless phai dugc st dyng thin tgng
¢ nhitmg binh nhan cd dd thanh thai creatinine 15-29 mL/phit (xem phén “Cémt bdo va thén trong khi dimg thude”).
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Dt ligu duge ddng hoc d bénh nhén:
(0 nhitng bénh nhan ding rivatoxaban dé didu vj DVT 20 mg ngay mit tn, ndng df trung binh hinh hoe (khodng dy dodn 90%) 2 - 4 gm
va khoang 24 git sau khi udng thulc (dai dién xép xi cho ndng 4 16i da vé i thifu wong khodng thii gian di
215(22-535) va 32 (6-239) meg/L.

Mi quan hé dutge ding hoe/duge lyc hoe: .'
Mdi quan hé duge ﬂﬁ"g hoc/duge lyc hoo [PK."FD] gilfa ni.'mg i nvamxaﬂ:an trong huyét wong v mit stz

tt han, Tiry thufic véio céc thudc thir PT khac nhau duge sit dyng, d§ dic khéc nhau dang k&, Khi st dung Neoplastin P , f
khong 13 gidy va d§ ddc 1a khoang 3 dén 4 gidy/{100 meg/L). K&t qua phan tich PK/PO trong pha Il va IIl phi hop v dif liéu duge
thit [3p & nhitng di niong khoe manh,

Tré em:
B an toén vé higu qua chua duyc thiét [ap wong céc chi dinh phing ndra dgt quy va thuyén e mach twén than & bénh ahdn rung nhi
khang phi do van tim cho tré em va thanh thidu nién nhd han hodc bang 18 twbi.

DO LIEU AN TOAN TIEN LAM SANG

Dit liu tién lam sdng cho thdy khong cd nguy cot déc bigt ndo d6i vdi con nouti dya wén cc nohién cliu thang thugng vé duge Iy an
todn, diic tinh fiéu don, dfc tinh &nh séng, ddc tinh di truyén, kha ndng géy ung thir va ddc tinh & tré vj thanh nign,

Céc tac dyng gquan sét duge tong cac nghién cdu ddc tinh lifu t&p lai chi yBu 1a do hoat tinh duge lye hoc qué mic cla rivaroxaban. i
chut ciing, ndng A9 1G vé lgA trong huy8t trng tang 18n duge quan sét thiy & cae mitc phoi nhiém cd lién quan vé mat 1am sang.

(1 chudt cBing, khing thdy nh huting dén kha nang sinh sén clia can dyt hodc con cai. Cac nghién ciu trén ddng vt cho thy dic tinh
sinh sén lién quan dén co ché tac dyng dutge Iy cla rivaroxaban {vi dy: bién ching xudt huyé). Bic tinh ddi véi phéi thai (mét sau khi
lam 18, c6t haa cham/tién trign, gan co nhigu dim sang méau) va tang 1y 18 mdc céc di tit thing thuimg ciing nhit nhing thay ddi cia
nhau thai d& duoc quan sét thiy & céc néng db trong huyst wong cd lign quan v mét Km sang. Trong nghién citu tude va sau khi sinh
¢ chudt, 43 quan sét thay giam kha néng sing st cua chudt con & liéu ody ddc cho chudt,

Rivaroxaban d@ dugc thir nghiém wén chudt cing chita muing thanh wong thii gian didu 1j kéo dai dén 3 thang bat ddu ur ngay th 4
sau khi sinh cho théy cd sif gia tAng xudt huyt quanh bao quy ddu khding lién quan dén lidu ding. Chua quan sét théy bang chiing vé
dic tinh vifi co quan dich cy thé.

BIEU KIEN BAO QUAN
Béio quén & nhiét g khng qué 307C, trong bao bi géc d8 uénh dm.

HAN DUNG
36 thang k& tif ngay san xudt.

auy cACH BONG G0l
Hiip gidy chita 1 hodic 2 hodc 3 hodc 4 hodc 7 i {OPA/AI/PVC//AI) x 14 vign nén bao phim.
Hop idy chira | hadc 10 vi [OPA/AI/PVC//A) x 10 vién nén bao phim.

TIEU CHUAN CHAT LUONG
Tidw chuén co sd

TEN VA 81A CHI 00 SO SAN XUAT

EGIS PHARMACEUTICALS PRIVATE LIMITED COMPANY

Try sd- 1106 Budapest, Kereszuin Gt 30-38., Hungary

Nha méy: 1165 Budapest, Bakényfoldi ot 118-120., Hungary
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