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Vién nén bao phin

BE XA TAM TAY TRE EM
POC KV HUONG DAN SUDUNG TRUOC KHI DUNG

THANH PHAN: Che | vién

. Thanh phéin hogt chat: Rivaroxaban 15 mg

. Thanh phin t duge: Lactose monohydrate, microcrystalline cellulose 101, hydroxyprepyl
methvicellulose 6cPs, sodium laury] sulfate, croscammellose sodium, magnesium stearate, macrogo!
GO, tale, titanium dioxide, red iron oxide.

DANG BAO CHE: Vién nén bao phim {vién nén bao phim mau héng gach, hinh tron, mdt mdt co
vach ngang, mdt mit tran),

CHI DINH

Ngreri lom
. Dy phong dét quy vi thuyén tac mach todn thin ¢ cde bénh nhin nguéi lém bi rung nhi khing do
benh 1§ van tim et mit hofie nhidu yéu 16 nguy co nhur suy tim sung huyét, ting huyét dp, > 75 tdi, dii
théo dudmg, tién sir ddt quy hode con 4§t quy do thiéu méu cye b thodng qua,

. Didu trj huyét khdi (inh mach séu (DVT) va nghén mach phii (PE), vt phing ngira DVT v PE tai
phat ¢ ngurin lm.

Tre om
Didu trf thuyén B huyét khoi tinh mach (VTE) vé dy phing tii phat VTE o tre em va cac thanh nién
dudi 18 wdi va can ngng tir 30kg dén S0kg sau it nhat 5 ngay bit dau dicu tri bing thutc ching déng
durdng tidm.

LIEU DUNG VA CACH DUNG
Lidu ding

D phang dor guy v thiyén tit mgch, toan thin & ngdt (on

Litu khuyén edo 1 20 mg mt lin mdi nghy, diy cing k liéu 16i da duge Khuyén cao.

Didu trj biing thude niy cin dune tiép e T dii vai diéu kién 14 Igi ich cha vige du phing dit quy va
thuyén thc mach toan thin vugt troi hom nguy co xult huyét

Néu bo quén mit lidu, bénh nhén nén dung thude ngay Mp tire v tiép tue vio ngiy him seu vii liéu
lwgmg mét ldn mdi ngay theo khuyén cio. Khing duge ting lisu gip doi trong clng mét ngdy d8 bi
chi lidu &@ gquén.

Dien irf DVT, dicu tri PE v phang ngire DVT va PE terf pledt o g {om

Lidu khuyén céo cho diéu trj khoi ddu DVT hodc PE cap la 15mg, 2 ldn méi nggdy trong 3 tudn diu sau
46 1a 20 mg 1 Fin mdi ngiy dé tifp e diéu oj va phong ngira DVT vi PE tai phat.
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Thiri gian di¢u tri ngdn (i nhét 3 thing) nén duge xem xét ¢ nhimg bénh ahin bj DVT hodc PE kich
phat boi cde véu 10 nguy ot chi yéu tam thivi (nhy mai phu thudt lom hode chin thueong), Thii gian
didu v} dai hon cin duge xem xét & nhimg bénh nhan bj DVT hode PE khéng kich phit boi céc yéu 1o
nguy co chil véu tam thai, DVT hoje PE khong kich phat hofic co tidn sir tii phat DVT holc PE.

Khi du phong kéo dai DVT va PE tdi phit duge chi dinh {sau khi hodn thinh it nhét 6 thang i liéu cho
DVT hode PE), licu khuyen cdo 13 10 mg mdt lan mdi ngy. O cie bénh phin cd nguy ¢o cuo Lai phiit
DVT hogic PE, ching hgn nhu nhilng nguwdm mic bénh di kém phire tgp, hofic di bi tai phit DVT hodc
PE khi du phéng kéo dai bing thude nay 10 mg. mét lin mbi ngay, nén xem xét st dung lidu 20 mg
mit lin mdi ngiy.

Thisi gian digu tri vi liéu chon lya eiin thy theo Wng cé nhén sau khi dénh gia can thiin vé lgi ich diéu
trj v nguy oo xudl huyét (xem phin canh bio).

~ Khoing thii gian Ché d@ lieu | Tong litu mbi ngay |
Bigu i va phong | Ngiy | -21 15 mg, 2 Jin mdi ngay | 30 mg |
ngira DVT vi PE | Ngay 22 o & 20 g, 1 14n moi ngly 20 me
tai phit . ]
Phéng ngia DVT | Sau khi hoan tat & thang | 10 mg, mit Jdn mdi ngay hojge | 10 mg hode 20 mg
vt PE i phit didu tj DVT via PE 200 mg mot lin m&i ngiy

Néu bé quén mot lidu trong gial doan diéw i 15 mg, 2 lan moi ngay (ngay 1 - 21), bénh nhan nén utng
bt ngay Lip tie d& dim bao uong di 30 mg mbi ngay. Trong trwitmg hop nay, ¢6 thé uéng cing mpt lc
2 vién 15 mg. Bénh nhin nén ticp tye ding déu diin 15 me, 2 lin mdi ngiy theo khuyén clo vio ngiy
him sau.

Néu bo quén mit lidu rong gisi doan difu tr| mdt lan mdi ngiy, bénh nhin nén udng bi ngay ldp e,
va tiép tye viao ngiy hom sau vdi licu | En mdi ngay theo khuvén céo. Khing nén 1ing Lidu gap doi
wrong cing mot ngly dé bl cho lidu 43 quén.

Bidu tri VTE wi phéng ngiea tdi phit VTE @ tré em v thanh thiéu nién

Didu tri bing thube ndy & tré em vi thanh thiéu nién dudi 18 tuéi nén duge kit ddu sau it nhat 5 nghy
didu tr bing thude chong ddng mau duimg tiém,

Litu dung cho tré em va thanh thi¢u nién duge tinh thee trong lugng o thé,

- Trong lugng co thé tir 30 kg dén 50 kg: Khuyén cdo dung lifu 15 myg moi ngay mét lin. Dav 1a licu
toi da hang ngay.

- Trong lwgng co the i S0 kg wo lén: Khuvét céo dung lidu 20 mg mdi ngiy mt lin. Dy la licu b
da hing ngy.

_ Déi vai bésh nhin ¢6 trong luong co thé dudi 30 kg, ding dang thudc cbm pha hia djch uéng.

Cin niing cia teé em nén duge theo dot v xem wét lidu Iugrng thurdmg xuyén. Bidu ndy nhim diém bao
lidu didu 1rj duwge duy i, Viée didu chinh licu chi nén duge thue hign dya trén sy thay doi cua trong
lugmg co thi.

Vide didu tri nén duge tiép e trong it nhit 3 thing & 1ré em vi thanh thicu nidn. Piéu tr] ¢6 the kéo dii
dén 12 thing khi ¢éin thiét vé mit lam sing. Chwa c6 dif ligu 0 té em dé tng h cho vige gidm liéu sau
& thing didu tri. Lo ich vafnguy co cia vige iép e didu tri sau 3 thing nén duge dinh gid theo nmg
cii nhin ¢ tinh dén nguy co hinh thinh huyét khii thi phat so voi nguy co tiém an vé xudt huyé,
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Néu bo quén mit liéu, nén ubng b lifu 03 quén cang sém cang 1ot sau khi duge théng bio, nhim chi
trong cing mt ngay
Néu didu ndy khéngduge,thi bénh nhiin nén b qua vt ticp tyc Vi liéu tiép theo theo chi dinh. Bénh
nhin khong nén dung Lige gap déi 4€ bl cho licu &3 quén.
Chuyén doi tte chat doi khdng vitamin K (VKA) sang thuse nay
D phang 36t quy va thuyén it mach toan thin
- Cn ngung didu 1rj bing VKA v bt du didu tri biing thube niy khi c6 chi s6 INR <3,0.
Didy trj DVT, PE vi phéng ngura ti phit & ngudi lom v didu trj VTE v phimg ngira tai phit & tré em.
. Céin nging didu tri VECA va bt diu diéu tri bing thude nay khi cd chi 30 INR < 2.5,
- Khi chuvén ddi bénh nhin tir VEA sang thude na} cde gid rj INR s tAng gio tgo sau khi wing thude
nay, INR nay khing b gid trj dé do hoat tinh chéng dang cua thude, va do dé khing nén st dung,

Chuyén doi tir thude ndy sang chat dai khdng vitamin K (VEA)

Treng qud trinh chuyén tir thude nky sang VKA co kha ndng xiy ra tinh trang chong dong khong day
di. Can dim bio n..h::rng ﬂnng litn tye ddv di trong qué trinh chuyén ddi sang thude ching déng thay
thé khac. Chn o ¢ ring thude niy oo the pip phin vio vige lim ting INR.

(3 eée bénh nhin chuyén doi tir thudc nay sang VKA, thi nén ding keét hop VKA cho dén khi chi sé
[NR > 2.0, Trong hai ngay déu cia giai dogn chuyén déi, nén sir dyng litu khivi diu VKA chudn, sau
khi da chudin lidfu VKA, dua theo cic xét nghiém INR. Trong khi bénh nhin dang sir dung ca thube nay
vit VA, th khéng nén ki¢m tra INR trude 24 gilr sau liéu ding thude nay trude do ma tnndo liéu ding
thude niy tiép theo. Mt khi ngumg thude niy, ¢ thit thire hidn xét nghiém INR mdt cach dang tin ciy

it nhdit 24 ity sau lidu ding cudi cling

Ire om

Tré em chuyén déi tir thude nby sang VKA clin tiép tye ding thude ndy trong 48 gio sau lidu déu tign
ciia VICA. Sau 2 nghy dung két hep, nén do INR e khi ding liéu thudc nay theo lich trinh tn:p theo.

Wén tifp tue dung két hep thude nay va VICA cho dén khi INR = 2.0, Sau khi ngimg sir dgmg thuiic niy,
xét nghiém INR i thé duoe thuee hign mdt cich ding tin cay trong 24 gio sau dung lidu cudi eling.

Chrnivén dai tir thide chomg déng dang fiém sang thuiic vy

Ddi voi cic bénh nhdn nguéi Ién va wé em hién dang st dyng thudc ching dong :Ewrmg tiém, cén
ngl:rng sif dung thude chﬁng ding dé va bit diu ding thudc nay tir 0 dén 2 gl trudc thii diem sir dun;h
thudic dé theo lich trinh uép theo (vi du nhy dung heparin khéi lugmg phiin tr thap) hode tas thin diém
ngumg s dung mdgt thudic tigm lién e (vi du: heparin khéng phan dogn t1ém tinh mach).

Chuyén dol tie thude nay sang thude chong dong deemg tiém

Wgumg dung thute nay va cho ding litu thube ching dong duimg tiém diu tién vio thoi diém ding
lidu thudc niy ticp theo.

Cihe dbl nrgmyg dic bift

Sy thin

Nueesri lim

D lidu 1am séng con han ché o bénh nhin suy thin ndng (dd thanh thai creatinin tir 15 - 29 ml/ phit}
cho thiy ndng 6 trong huyet nwomg cda rivaroxeban tang ding ké. Do d6, phai dimg thudc thin rong &
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nhitng bénh nhin niy. Khing khuyén cao sir dung cho cde bénh nhin cd db thanh thi creatinin < 15
ml/ phiit.

3 héénh nhin suy thin via (46 thanh thai creatinin wr 30 - 49 ml/ phit} hode suy thin ning {45 thanh
théi ereatinin tis 15 - 29 ml/ phit) nén ap dung cic licw khuyén céo sau:

. D¢ phong ngira djt quy vi thuyén tit mach toén thdn & bénh nhin rung nhi khing do van tim, lidu
khuyen céo ld 15 mg x [ lin/ ngay.

B didu tri DVT. didu ri PE vi phong ngira DVT vi PE tai phit: b§nh nhin nén duge diéu trj 15 mg
% 2 Jin/ ngdy trong 3 tuan diu, Sau do, khi lidu khuyén edo 12 20 mg x 1 lan/ ngay, nén giam liéy 20 my
« 1 lin/ ngay xubng 15 me x 1 1in/ ngay néu nguy co chiy miu duge dich gid coa bénh nhin cao hem
nguy co DVT vi PE tdi phat Khuyén céo sir dyng 15 mg dya trén md hinh PK vi chura duge nghién
ciru trong mii trindmg 1&m sang nay.

Khi lidu khuvén cédo 1 10 mg x | ¥in/ ngéy, khong cin chinh lidu so véi lidu khuyén céo.

Khimg cin ity chinh liéu & bénh nhin suy thin nhe (d0 thanh thii ercatinine 50 - 80 ml/ pha).

Tré em

. Tré em v thanh thidu nién suy thin nhe (mire lpe cau thin 50 — 80 ml/ phat’ 1,73 mt}: Khong cfin
diéw chinh lidu, dya trén dir ligu coa ngudi Iom v dif ligu han ché & bénh nhi.

 Tré em v thanh thidu nién suy thin vira vé nng (mie lpe céu thin <50 ml/ phit' 1,73 m"): Khong
khuwén cdo ding thudke niy vi chua ¢d dir ligu lim sing.

Suy g
Chéng chi dinh thude ndy che cac binh nhin mic bénh gan kém rdi logn déng méu vi nguy co xudt
hayét trén lam sing bao gom céc bénh nhin xo gan o6 Child Pugh B v C.
Neweer ¢ao ik
Khéng didu chinh ligu cho ngudi cao tudi.
Thé trong vi gidd i
Khing ditu chinh lidu theo thé trong va gidi tinh.
Diéi viri tré em phai xde dinh liéu dya theo thé mong.
Ciic bénk nhin can chiyén nhip (ke reng)
Thude niy cé thé duoe bit diu hode tiép tye ¢ nhitng bénh nhin cd thé cin chuvén nhip.
Péi véi bénh nhin chuyén nhip dya vao siéu dm qua the quan (TEE) mi khong duroe didu 1rj bing
thuéic ching déng tride do, thi thube ndy nén duoe bét ddu it nhit 4 git mede khi chuyén nhip &é dim
bao hidu qua ching dong diy du.
Bai v tit ed bénh nhin, cin fim hiéu xem binh nhin ¢o st dung thudc niy theo toa trude khi chuyén
nhip hay khing. Vigc quyét dinh khix diu va thin gian didu tri cin dya véo cac hudmg din diéu
ching dong da duge thiét lap & bén nhin chuyén nhip.
Binh nhdn bl rung ahi bidng do béal (v van lint cdn phai PCI fcan thiép mach vanh gua da) i il
Kinh nghiém cén han ché vé vige gidm lidu thube nay con 15 mg mit lin mdi ngay (hode 10 mg mit
lin moi ngay cho bénh nhin suy thin vira [dg thanh thai creatining 30 — 49 ml/ phat) ngodi thém chit
e ché P2Y12 trong thi da 12 thing & nhimg bénh nhin bj rang nhi khong do bénh Iy van tim can phii
dung thuie ching dong qua dudmg uiing va can phai PCI dé dat stent.
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Tré em

Tinh an todn vi hidu qué cia thude nay & wé em tir O &én <18 wdi chua duge thiét 14p trong chi dinh
phing ngira dit quy v thuyén Wt 1oan thin & bénh nhin rung nhi khéng do van um, Chua ¢d dir ligu
Do 44, khiing khuyén cdo s dung thude cho tré em dudi 18 mbi trong cic chi dinh ngoai didy 1rj VTE
vit phiing mgira tii phat VTE.

Cedch ditng
Nenieaid fem
Thude ding qua dudmg ubng, wing cing vai thire dn.

-"-."a-iu'é::r il YR [.hnril-

B viii ciic bénh nhin khéng thé nubt ed vién, o6 the nghién vién thubc va hoa voi nude hoge thire in
ling nhu td0 xay nhuyén vi udng ngay lip e, Sau khi ubng thudc nay 15 mg bojc 20 mg d3 nghien
nit cin phai dung thire n lién sau do.

Vién thubc nghién ndt cling co thé cho ding qua dng thong da day voi mit lugng nude nhd sau do
tréng lai thém bing nudc,

Tré om vel thah thidu nién ndng tie 30 kg dén 50 kg

Thude ding qua duimg ubng.

Nén khuyvén cde bénh nhan nudt vién thube vii chét long. C& thé dimg edng vél thire Gn. Cic vién
thude nén duge wing cich nhau khodng 24 gio.

Trong trwdmg hep bénh nhin phun thuée ra ngay lip tre hodic non ra trong vong 30 phuat sau khi uong,
nén chio ung bt mat liéw moi. Tuy nhién, néu bénh nhin bi ndn ra hon 30 phit saukhi udng, thi khing
chn dung lai lidu d6 va nén ubng liéu tiép theo theo lich wrinh.

Khang duge chia nhd vién thude dé co duoc mit phiin nhd cia vién thube.

_.-‘-.-'giqjg"rr nebt vién H'lm.:;_r_'

B véi nhimg bénh nhiin khéng thé nubt ci vién, nén sir dung thude nay & dang ciim pha hn dich
udng,

Khi diroe ké dom lidu 15 mg hode 20 mg mé khéng cb ngay dang hén dich ufng, cd thé nghién vién 13
g hode 20 mg va hoa vii nude hode thire dn long nhu tio xay v ubng ngay sau do.

Vién thube nghidn ndt &6 thé cho ding qua 6ng thong mili hode da day.

CHONG CHI PINI

- Qué min cém vii hoat chit hofic vai it ¢ir thanh phin ndo cla thudic.

- Xuft huvét tién tién ding ké trén lm sang.

- i tén thuong hode tinh trang duge xem Ja ob nhigu nguy co xufit huyét nghiém trong. Didu nay o
thé bao ghm laét duémg tidu héa hién 1ai hofic gin diy, od khéi u dc tinh vai nguy <o chay miu ¢ao, co
1dn thuong ndo hode ciit song gin diy, of phau thujt ndo, cft séng hode mét gin diy, xudt huyét ndi 5o
ein diy, di hidt hodie nghi ngo gian fnh mpch thue quan, di dgng djng — tinh mgch, phinh mgch méu
hedic ede bat thudng mach miu lan trong eét song vi ndi s0.

- Dida tri két hgp vai thudc ching dong khic nhur heparin khéng phin dogn (UFH], heparin khii lugng
phiin 1 thap (enoxaparin, dalteparin, v.v.), che din chat heparin (fondaparinux, v.v.), cic thudc chéng
déng dudmg udng (warfarin, dabigatran etexilate, apixaban, v.v.) ngoai trir cée trwimg hop dac bigt
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trong Tigu trinh chuyén ¢6i thube chéng dong (xem phin liéu ding) holle khi UFH duge ding véi lidy
ciin thift dé duy tri ma fing théng tinh mach hodic ddng mach trung womg

- Bénh gan kém réi logn déng méu v nguy o xudt huyét trén 1im sdng bao ghm eée bénh nhin xo gan
cé Child Pugh B va C,

- Pliyi nir mang thai va cho con bu.

CANH BAD VA THAN TRONG KHI DUNG THUOC
Céin gidm sét 1im sang phit hep véi thyre hamh ching dong trong sudt thiri gian diéu tri,

ﬂgﬂﬂiﬁ_ﬂ:ﬁl huyet

Ciing nhur cée thube ching dong khic, binh nhin ding thude nay cdn dwge theo ddi can thin ve cic
ddu hidu xudt huyét, Cln thin trong khi sir dyng trong cde tinh trang ting nguy co xudt huydt, Phai
ngurng sir dung thude niy néu e xuit huyét ning xiy ra,

Trong cde nghidn ciru lim sang xudl huyét niém mae (nhu chiy mau cam, xudl huyét lgi, dwimg tidu
héa, diimg sinh dye tiét nidu bao gom xuit huyét Am dao hoje kinh nguyét nhiéu bét thirdmg) v thicu
miu thuemg gap hon khi didu u bing thude nay dai han so véi didu tri bing VKA. Do dé, ngodi vige
gidm it 1im sing dhy di, xét nghiém hemoglobin' hematocrit ¢6 the c6 gié ) dé phit hign sudt huyét
bj che lap vi dinh gié mie d§ chay mau qui gire trén [im sang pho hop.

Mot vai phén nhdm bénh nhin, nhu duge trinh bay chi liét dudi ddy, ¢d nguy co chay miu cao hon,
Mhimng hénh nhin néy phai duge theo di can thin v cde diu hidu va tridu chimg cia cig bién chimg

chy miu v thifu mau sau khi bit déu diéu i, (3 nhimg béah nhin ding thudc nay dé: hong ngira
VTE sau phiu thudt they khép hang heje khop goi theo chuong trinh, dicu niy cb the durg Ahure hign
béing cach kidm 1ra thé chit cia bénh nhin thwimg xuyén, theo doi chii ché vice din | { thuong
}‘.nhﬁu thut va do hu:g'f.‘t sde (0 dinh kv. f;t

Bét ki sy syt giam vé huyét she 1 hofic huydt ip nio khing gidi thich duge déu phai fien kidm vi i
chav miu,

Mic dii difu i biing thude niy khing cin theo doi nfng 49 tép aic dinh ki, nhung do nong dj
rvaroxaban bing xét nghiém dinh lipng khang véu 1o Xa 43 higu chuin ¢6 thé cd ich loi trong cdc
trurimg hop ngogi 1€ khi s am hiey vé néing d 1iép xie rivaroxaban co the gidp dua ra quyet dinh 1im
sing, nhu qui ligu va philu thujt khin cip,

Tre am

Sé |urong han ché i té em bj huyét khoi tinh mach ndo vi xoang bj nhi#m tring thin kinh trung wong
{(xem phan Duge lyc hoe). Nguy oo xudt huyet chn dwge danh gid cin thin trude va trong didy tri
rivaroxaban,

(3 nhirng bénh nhiin bi suy thin niing (& thanh thai creatinin < 30 ml phiit) nlng 48 riveroxaban rong
huyét wong e6 thé ting déng ké (trung hinh gip 1,6 ldn) ditu niy o6 thé din dén thng nguy co xudt
huyét. Cin diing thude niy thin trong & nhimg bénh nhin ¢ dj thanh thai creatinin tir 15 - 29 ml/ phit.
Khéng khuyén cdo ding cho cic bénh nhan cé ¢d thanh thii creatinin <15 mlf phat,
Chin sir dung thin trong thude niy cho cic binh nhin by suy thiin vira (4§ thanh thai creatinin tir 30 - 4%
ml! phiit) dimng két hop voi che thufic khic lam tang ndng d§ rivaroxaban trong Huyet nrmg.
Khong khuyén cdo dimg thude ndy @ tré em va thanh thity nién bi suy thin vim vi ning (mic loc ciu
thén <50 ml/ phit' 1,73 m®), do chira 6 dit lidw 1am sang,
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Tuong the voi cac thude khific

Khing kinvén céo ding thube néy che ce bénh nhin dang dicu tr toin thin béng cac chit kiving nam
nhém azole (nhu ketoconazole, itraconarole, voriconnzole va posnconazale) hode thube (e chi
protease khiang HIV (nhu ritonavir). Cac hoat chit niy la chat de ché manh CYPIA4 vé P-gp va do do
cd thé lam ting nong d§ trong huyat twong coa rivaroxaban dén mie dé cé lign quan dén lim sing
(trung binh gip 2,6 lin) diéu nay co thé din dén ting nguy co xuat huydt. Chira cé dir ligu lim sing nao
& tré em dirge diéu trj todn thin kit harp v che chat ¢ ché manh ca CYP3IA4 vi P-gp.

Clin thin rong néu bénh nhin duge didu trj dong thii vai cac thubde dnh hurdng dén qua trinh cim miu
nhir cée thude chong viém khong steroid (NSAIDY, acid acetylsalicylic (ASA) vi thude e ché két 1ap
fiéu ciu hode cée thude e ché tii thu hii serotonin chon lge (SSRI). cdc chit (e ché i thu hoi
serotonine norepinephrine (SNRIs). Boi vii nhimg bénh nhin eb nguy oo bi loét dwimg tiéu hoa, <d the
can xern xé1 cho digu tri di phong thich hgp.

%‘éu 10 nEuy oF 1;;u.tlt hul'ég khac

Ciing nhy cic thude chdng huyét khii khae, rivaroxaban khing duge khuyén cao ding cho cdc bénh
nhin o6 nguy co chay mau cao nhir

- Réi loan chiy miu bam sinh hoje mie phai.

. Tang huyét 4p déng mach nang chira kiém sodt dugre,

. Bénh dufmg tiéu hda khic khing lodt tién trién cé thé din dén cdc higén chimg xufit hu:.-‘ét {mhir bénh
vidm rudt, viém thye quan, viém da day v bénh trie nguge da déiy — thue quan).,

- Bénh Iy ving mac do mgch miu.

- Gian phé quan hode tién sir xudt huyét phdi,

Cac bénh nhén ung thi

Céc bénh nhin mic bénh dc tinh oo thé ding théi ¢6 nguy co chay miu va huyét khi cao hom, Lei ich
ch nhin cia viée didu tri bing lidu phip ching huyét khéi nén duge cin nhic vai nguy cor chay mau &
bénh nhin ung thi dang tién trién phy thudc vio vi i khéi u, ligu phap chéng ung thir vi giai doan cun
bénh, Céic khéi u ndm trong dwimg tiéu hoa hode duimg tidt nidu ¢6 lén quan dén vide tang nguy co
chiy méu khi digu trj biing rivaroxaban.

€3 nhing bénh nhin <6 khdi u de tinh cé nguy co chay miu can, vige sif dung rivaroxaban bj chong chi
dinh.

Cic bénh nhiin ¢ van tim oid

Khing nén st dyng rivaroxaban dé digu i dy phong huydt kbi ¢ nhimg bénh nhan gin ¢y méi duge
thay van ding mach chu gqua dudng dng théng (TAVR) Tinh an toan vi hiu qui cla thude nay chura
dugie nghién ciru & bénh nhiin <6 van tim gia: do @b, chira co dir lidw dd Gng h ring thude nay mang I
sur chiémg déng diy do che ddi wyng béah nhin niy. Khong khuyén cdo dimg thube niy cho céc bénh
nhin nay,

Cig hénh nhin bj hdi chimg khang phospholipid

Khing khuyén céo ding thude chéng ding dudmg udng tac dyng truc tibp (DOACS) bao miim ci
fvaroxaban cho cde bénh nhin co tidn sir bi huydt khéi duge chin dodn 1d miic héi chimg khang
phospholipid. Dac bigt dbi véi nhimg bénh nhén duong tinh gip ba (ddi viri thude ching déng lupus,
khing thé anticardiolipin va khang the khing beta 2-glycoprotein [}, diéu tri biing DOAC o the lién

-

quan dén vide tang ty 18 tai phat bidn ob huyet khii s0 voi didy trj bing thude dbi khing vitamin K.
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Cie bénh nhin bi rung nhi khdng do bénh 1§ van tim cén phai PCI ¢ déit stent
Dir ligu Him sang 93 o6 tir mdt nghién ciru can thigp vai muc tiéu chinh 1i danh gia sy an toén & nhing
bénh nhin bj rung nhi khing do Bénh 1y van tim, ciin phai PCI dé di stent. Dir Ligu vt hidu qua & cic
déi wong niy con han ché, Chua ci dit lidgw & nhimg bénh nhin nay co tign st 491 quy! con thiéu mau
cue bi thodng qua (TIA).

ic bénh nhin PE cb huyét dn dinh hodic hénh
thil thut 1y bé vit nghén mach phoi
Khang khuvén céo ding thudc nay thay thé cho heparin khéng phin doan cho céc bénh nhin bi nghén
mach phéi ci huyé déng khéng én dinh holic o the ding thube Lim 1an huyét khbi boje lim thi thuit
ldy bo viit nghn mach phoi do tinh an an va higu qua coa thudic chura duge thiét lap rong céc tinh
hutmg lim sang nay.

Giay 1é thy sdng/ ngoai mang cimg hodc choe do

Khi wily 1€ tryuc thin kinh (giy 16 wy song/ ngodi ming cimg) hodic chpe do tiy song/ naedi mang cimg.
cie bénh nhiin dwoe didu tri bng thube ching huyet khdi dé ngfin ngira bién chimg huyét khai o nguy
cir gy ra tith trang e mido ngodi mang cimg hoje ty somg e the diin dén bi lié1 lau dai, Nguy o nay
cd thé ting cao do sir dyng dét dng théng ngoi méng cimg sau phiu thudt hoje st dung dong thiv cic
thude anh hwémg dén vige cim maw. Nguy co cling o thé ting do chin thuong hode wi chpc dd méng
cimg hode iy song, Bénh nhin phai dwge theo doi thulmg xuyén vé cic diu hidu v triéu chimg suy
thin kinh (nhir & chiin hodc chin yéu. i |oan chire ndng rudt hofic bing guang). Néu suy thén kinh
ducre ghi mhan, cin phii chén dodn vi diéu 1ri khin ciip. Trude khi can thiép e thin kinh, bie s ciin
can nhiic nguy co va lgi fch tiém tang & bénh nhin da hode gfip dung thudo chéng dang dé du phong
huyét khii

Dé giam nguy eor xudt huyét lién quan dén vide sir dyng déng thin rivaroxaban vi gay t& trye thin kinh
(ming cimg’ ty song) hofic choe dé wy song, hily xem xét hé so durge ddng hoe cla rivaroxaban. Viéc
dat hode rit bo éng thing ngodi ming cling hodc choe db thiit limg dirge thyc hign td nhit khi tie dung
chéing déing ctia rivaroxaban duge uée tinh I thip,

it nhar phai qua 18 giorsau khi ddng rivaroxaban liin cubi mad duoc nit bo ong thing ngodi mang elmg.
Sou khi nit b dng thang, it nhit phai qua 6 gié tnnde khi cho ding lidu rvaroxaban tiép theo.

Néu bi sang thuong do choc db, vige sir dyng rivaroxaban cdn phai hodin 1gi 24 gio.

Chua cé dif lidu vé thivi gian 43t hoje bo dng thong than kinh & e em khi st dyng thudc niy. Trong
nhimy trwdmg hop nhir viy, hiy nglmg riveroxaban vi xem xét dung mjt thude ching déng méu duimg
fiém o6 the dung ngin.

Khuvén cao vé lidu ding trude vi say khi philu (hugl xam lin va can thiép phiu thuft ngodi cae phiu
thudt thay khop hing hofie khép goi theo chisong trinh,

Néu can phai thye hién thi thudt xam lin hode can thigp phiu thudt, phii ngung ding rivaroxaban 15
m it nhét 24 gidr e khi can thigp, néu cé thé vi dya trén s phin dodn 1im sing cia bic s1.

Néy thi thudt khong thé tri hodn, cin ddnh gid sw ting nguy co xufit huyét so véi mie di khin cip cia
suf can thigp.

Thude niy clin duge bat dau Lad chng som cang uhn saw khi tién hanh phau thude xdm ldn hodic can thiép
phiiu thudt mién 1& tinh trgng lam sang cho phép v vide cim méau di duge thiét lip ddy do theo quyEL
dinh clia bic 5§ didu 1rj.
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Mg cao b
Tudi téc ting cao & thé linm tang nguy oo xudt huyel,

Cic phan img o da

Cic phin (mg da nghiém ong, bao gim hii chimg Stevens-Johnson/ hoai wr da nhiém ddc v hi
chimg DRESS. dii duge bao cdo trong qué trinh gidm sat sau tip thi lién quan dén vigc sir dung
rivarpxaban, Cac bénh nhin dudng nhir ¢d nguy co cao nhiit bj céc phin (mg niy trong gial dogn diiu tri
ligu: Vide khiti phat phan img da s6 xéy ra trong nhimg tuln ddu diéu tri. Cin ngumg ding rivaroxaban
khi mdi xudt hidn phdt ban da nghiém trong (vi dy nhu lan Gng, dir déi v hodie phing p) hodc bit
ki ddu hidu ndo vé gud min kém véi wn thuong niém mac.

Lactpse
Do sin pham nay cd chira 1 duge laciose monohydrate, khong nén ding cho nhimg bfnh nhin co Var
dé di truvén hiém gap vé khong dung nap galaciose, thidu lactase, hodc kém hap thu glucose-galactose.

SI7 DUNG THUOC CHO PHY NT €O THAT VA CHO CON Bl

Phig nir co thai

Tinh an toan va hiéu qua cun thudic nay chua dugre thiét lip & phy nir mang thai. Cac nghién cim trén
déng vit di cho thiy de tinh sinh san. Do dbe tinh sinh san tidém thng, nguy co xuit huyvét ndi tai va
bing chimg cho thédy riveroxaban di qua nhau thai, Chéng chi dinh thude néy trong thai ki,

Phu ni ¢6 khd nang mang thai cfn trinh mang thai trong khi didu trj héng_ rivaroxaban.

Pha nir cho con bi

Tinh an todn va hicu qud cua thube niy chua duge thigt 1gp & phy nir cho con bu. Di ligu tir ddng vit
che thiy rivaroxaban dugc tiét vaio site. Do 46, chong chi dinh thudke niy wong thin gian cho con bil.
Chn dua ra quyét dinh b nén ngung cho con b hofic ngumg didu tri.

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

Thude nay khéng cd hode b dnh hikmg nhg dén kha ning 18 xe hodc vin hanh miy moc. Cac tie dyung
phu nhur ngdt (it gip) v chong mt (thuong gap) di duoe bio cao. Bénh nhin gap nhimg the dung phy
nity thi klidng nén i xe hoje sir dyng miy mie,

TUGNG TAC, TUONG KY CUA THUOC
Mirc di tiromg tie & déi trgmg e em chira duge bidt, D lidu twong the dwge dé cap dudi diy duge thu
thiip & ngwir Iom va cée cinh bao trong phin thin trong cén nén duoe tinh dén d&i vai dbi uromg we em.

Dring két hop rivaroxaban vii ketoconazole (400 mg mit l&n mdi ngay) hode ritonavir (600 mg hai lan
mét ngay) din dén ting gdp 2.6 lan’ 2.5 lin AUC wrung binh cua rivaroxaban vi tng ghp 1.7 lan/ 1.6
lin Cuus trung binh cta rivaroxaban, lim ting déng ké céc tac dung dugre luc hoe oo thé din dén ting
nguy e xudt huyét. Do do, khing nén st dung thudic niy cho cic bénh nhén dang didu iri todn thin
ding thii voi thudic khing ndm nhém azole nhw ketoconazole, itraconazole, vonconazole vi
nosaconazole hoge thude (re ché protease HIV. Cdc hoat chit nay la cic chit irc ché CYPIA4 va P-gp

manh.
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Cic chét chi e ché manh mot trong cdc con dudmg thii trir cba rivaroxaban, CYP3A4 hoje P-gp, ducc
dir kién s lam ting ndng df trong huyét womg cla rivaroxaban voi mir: di thép hon. Chang han nhu
clarithromyein (500 mg 2 l&n mdt ngay), duoe coi la chit irc ché CYP3A4 manh va chat (e chié P-gp
trung hinh, din dén ting AUC rung binh cla rivaroxaban 1. 5 lin vA Cuua 1.4 Kin. Sy wong thc wii
clarithromycin e6 thé khang lién quan dén lam sing & da 56 céc bénh nhin nhung ed the 1 quan trong
& nhimg bénh nhiin &6 nguy co cae (bénh nhin suy thin).

Erythromycin (500 mg 3 lin mt ngéy), ire ché CYP3A4 va P-gp trung binh, din dén ting gdp 1,3 lin
ALIC Vil Cunes trung binh ctia rivaroxaban. Sy tuoms the vivi erythromyein ¢d thé khéng lién quan dén
liim sang & hiu hét bénh nhin nhung c6 thé 1i quan trong & nhimg bénh nhin ¢b nguy co cao.

() nhimg ddi twgmg bi suy thin nhe erythromyein (300 mg 3 lin mit ngiy) din dén sy gia ting gip 1.8
lin AUC trung binh cia rivaroxaban vi tang gip 1,6 1dn Cmu Khi so sinh véi cdc déi wyng b chire
ning thin binh thutmg. € nhimg d5i tugng bi suy thin vira, erythromycin diin dén ting gip 2,0 lin
ALIC 1rung binh cha rivaroxaban v ting Coss gap 1.6 lin so0 v cde d0i womg o6 chire ndng thin binh
thuromg. The dyung caa erythromycin |2 cng thém A6 viéri ngud suy thin.

Fluconazale (400 mg | ldn mdi ngay), duge cho la chit e ché CYPIAS trung binh, din dén tang 1.4
lin AUC trung binh cua avaroxahan vé ting Cme trung binh 1.3 lin. Sy twong tic vai fluconazole co
thé khéng lién quan dén lim sing & da sb cac binh nhin nhumg 6 thé 1i quan trong & nhimg bénh nhin
ed nguy co cao (bénh nhim suy thin).

B v dronedarone, can trinh ding két hgp v rivaroxaban do cae dir ligu lim sang con han chi.

Thuéfchﬁnﬂdﬁng

Sau khi sir dung két hop enoxaparin {liéu don 40 mg) vo1 nvaroxaban (liéu dom 10 my), d5 thiy tie
dung cong thém trén hogt tinh khing veu 16 Xa ma khong thiy tie dyng cing thém trén cac xét nghigm
déng méu (PT, aPTT). Encxaparin khong anh hudmg dén dwge ddng hpe cia rivaroxaban,

[k sir gia tng nguy eo xudt huyéy, cn thin trang néu bénh nhin dirge didu tri két hgp voi bat ky thude
ching déng méiu nao khie.

Cap NSAIDY chit ire chét két 1ip fidu chu

Khang thay cd sir kéo dii thin gian chay mau lién quan trén lam stng sau khi dong két hop rivaroxaban
{15 mg) vi naproxen 500 mg, Tuy nhién, co the co nhilng ca nhin cd dip imyg v duge Iye 1o rét hon.
Khing thiy co twong téc duge ding hoe hodie duge lue hoe od ¥ nghis lim sang khi ding rivaroxaban
két hop vii acetylsalicylic acid 500 mg.

Clopidogrel {liéu nap 300 mg sau dé I liéu duy tri 75 mg) khing cho thiy co twong the duge ding hoe
vii rivaroxaban (15 mg) nhung ¢ Lién quan dén t@ng thoi gian chiy mau & mdt nhém nho binh nhin
khing lién quan dén sy két p tidu cau, P-sclectin hode mitc thy thé GPIIB [a.

Ciin thiin trong néu bénh nhin dige didu tri cing lic vai cic NSAID {baa wom acid acetylsalicylic) va
thude e ché két tap tidu i vi nhimg thude nay thuimg lam ting nguy co xudt huyét,

Cic thubc SSRL SNRI

Ciing nhur céc thude chéng dong khic, khi ning co the s tpi 12 bénh nhin o6 nguy co xudt huyét cao
hom trong tristmg hop st dung két hop vii eie thude SSR1 hoje SNRI do ¢é tac dyng trén tiéu ciu di
dirge bdo cdo. Khi duoc sir dyng ddng théi voi rivaroxaban tén [am sang, di thiy 1y 18 xudt huyél cao
hem eé lién quan nhicu hode khing lién quan trén lim sing 0 1t ci céc nhiom didu trj.

Warfarn
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Chuyén ddi bénh nhin i thude déi khang vitannin K warfarin (INR 2.0 dén 3.0) sang rivaroxaban {20
my} hofe tr rivaroxaban (20 mg) sang warfarin (INR 2.0 dén 3.0) lam thdi gian prothrombin/ INR
{Neoplastin) tang thém nhitu hon mire cong hop (cd the thiy gid wj INR ting lén uhi 12), trong khi tac
dung trén aPTT, irc ché hogt tinh cla yéu 10 Xa va thrombin ngi sinh ¢é kha nang cing hop.

Néu mudn kiém tra the dyng duge lre hoe cha rivaroxaban trong giai dogn chuyen di, co thé sir dung
hoat tinh ching yéu t Xa, PICT v4 HepTest vi cde xét nghi¢ém niy khong b dnh hudmg béi warfarin,
Vio ngay thir ir sau liew warfarin cudi cing, tit cd céc xét nghiém (bao gbm PT, aPTT, irc ché hoat
linh ciia véu t& Xa v ETP) chi phin dnh tic dyng cia rivaroxaban,

e mudn kism tra tée dung duge lye hoe cis warfarin rong giai dogn chuyién ddi, o the dung phép
do TNR @ thai diém rivaroxaban dat ndng 03 day (24 gio sau khi uing lidu rivaroxaban inude do) vi xét
nahiém ndy b anh buéng boi rivaroxaban tai thivi diém niy 14 it nhdt.

Khing thiy c6 mong tic duge ding hoe gitta warfarin va rivaroxaban,

Cac thude eiv cim img CYPIA4
Vige sir dung két hop rivaroxaban vi chit =iy cim dmg CYP3A4 manh rifampicin di din dén gitm
0% AUC trung binh cita rivaroxaban, voi s gidm song song 18c dung dirgre le. Vide sir dung ding
thiri rivaroxaban vl cac thude ghy cim img CYP3A4 manh khic (nhu phenytoin, carbamazepine,
phenobarbital hoge St John's Wort (Flypericum perforafiin) ciing co the din dén gidm mng di
rivarosahan tong huyét twomg. Do d6, nén tranh ding két hop véi cac thude giv cim (mg CYP3A4
manh trir khi bénh nhan duoe theo i chit chE vé ede daw higu vi trigo chimg cia Tyt khbi.

Cic ligy phip két hop khic ol
Khing thiy cac tuomg tic duge ding hoe hoje duge Iy hoe cb ¥ nghia lam sang khi ding rivare

ké1 hop vin midazolam (co chat coa CYP3IA4), digoxin (co chiit cia P-gp), atorvastatin (co ciggr;ﬁ'uu
CYP3A4 va P-gp) hodc omeprazole {chét ire ché bom proton). Rivaroxaban khing tre ché cling khing

iy cam img che ddng phin CYP chinh no khic nhu CYPIA4,

Ciig thing s6 xét pghiém
Cic thing sd ddng mau (nhir PT, aPTT, HepTest) bi anh hirémg bin co ché tic dung cha rivaroxaben
nhwt dir dodn,

TAC DUNG KHONG MONG MUON CUA THUOC
Céc tie dung phu duge bio cdo trong cde nghién et lim sang pha 3 va sau tidp thi* duge sdip xép theo
phiin loai hé co quan va tin suit duge lié1 ke wong hing sau: -
[ Thwongaie itgap Hitm gap Rét hitm gdp | Tin suiit
G UA00-<110) | (= 11000 - < 1/100) (= 1710000 - < 1/1000)] (< 1/10000) cha
Roi logn miu va hé bach huyét . ‘
Thidu miu (bao pdm | Tang téu ciu {(bao |
cie thomg s xét | gm sb lugng tidu iy
| nghiém wong img) tang)® Ciidm tiéu cau |
Rii loan h mién dich |

| Phan (mg di img, viém Phan (mg phin
da di mg. phi mach vé bao pom s |
v phu di tmg : | phén v§
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Réi loan hé thin kinh
Chéng mit, dau diu | Xudt huyét nio va nii
0, ngit
. Rii loan mat

| Xuit huyét mit (bao
Cphm xudt huvér ki
mac)

_Riﬁ logn tim

Nhip tim nhanh ‘

Rl lean mach mau

' Ha huyét ép, 1 mau

Réi loan ho hip, long ngye v trung thit

Chary imidu cam, it
hu:-f:f't

Rii logn tiéu hoa

Chiy mau lgi, xudt | Kho mi¢ng
huyét dudmg tigu hoa
(b gélm xufit hu'_-r'él
da diy — rudt va dau
byng), khd  tiéu,
butn nom, téo bon *,
ticu chiy, non

i W

Rii loan gan mit

Tang transaminase Suy gan, ting | Vang  da, l,ang|

bilirubin. wng | biliubin  lién  hep
phosphatase kiém | (cd hojc khing kém
mau’, ting GGT? ' theo ting ALT) i
' mat, viém gan (bao
gom ton thwomg té
| ban goan)} —I
Risi logn da v md dwii da - B —_
Npita (bao pdm cic | Mé day Héi chimg |
trring hop hiém gip Stevens-
vé ngira todn thin), Johnson/  Hi
phit ban, him mu, chimg hoai ur
it huyér da vh da nhiém ddc,
dui da - | hii chimy
DRESS

A S v |

Rii logn co xromg v mi lién kit
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Brau & 10 chi * Trin méu khip Xudt huyét o Hdi chimg
khoang thir
phat do

| chay mau

Rdi logn thin va tiét niéu

Xugt huydt  dudmg Suy  thin/ |

tidt nidu (bao gom suy thin cip

tidu mdu vA rong thir phat do
: kinh®), suy thin (bac chéy  mdu
gom thng creatinin du dé gy ra
miu, fng uré méu) giam
' miu
H_ﬁi loan ting quit

Sér*, phi ngoai bién, | Cam thily khang khoe | Phi cuc b *
giam sire lge v ning : (bao gom khé @)
lwgmg chung  (bao
ehm mét moi va suy
nhurec)

bang diéu nghién

Tene LDH", thng
lipase™, tAng emylase™

Chin thwong, ngd dije vi cic bién ching vé thi thudt

Wuiit huyér sau phiu Phinh mach miu |
thudl (bao gom thiéu gia® .
méu sau phiu thugt
v xuft huydt vél
thwong), thim tim,
xudt tiét vét thuremg®

Cihi chi:

Az Quan sit thiy trong phong ngira ¥ TE & bénh nhin ngwrdi 16 duge philu thudt thay khip hing hodc
khép gdi theo chwong trinh.

B: Quan sat thiy trong diéu tri DVT, PE va phong ngira ti phat [ ri1 phd bién & phy ol <55 tbi.

C: it gép trong phing ngira bién ¢ xa vira dong mach & bénh nhin sau khi didu tri ACS (sau can thidp

mach vinh qua da).
* Ap dung céch tiép cin cic tc dung phy duge chon loe e, Vi oy 18 téc dung phy khéng tAng -:.-&
khing eé the dung phu mdi duge xée dinh, dir ligu nghién ciry ciin COMPASS khong bao gom tinh tin

suit trong bang ndy.

THONG BAO NGAY CHO BAC SI HOAC DUGC ST NHUNG PHAN UNG €O HAI GAP PHAI
KHI SU DUNG THUOC
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QUA LIEU VA CACH XU TR

() mgurivi Iém, mét s6 hidm trwomg hop qud lidy 1én den 1.960 mg d3 duge blo cho. Trong tnrimg hop
qué lidu, bérth nhin cin dwoc theo ddi can thin vé cc bién chimg xudt huyet holic cde tdc dyng phu
khie (xem phin “Xir tri xudt huyét”). C6 rit it dir lidu & wé em, Do sy hip thu han ché, du kién 8 ¢d
higu dmg trin mé khéng ting thém ndng ¢ tiép xic trung binh trong huyét twong & cae lidu wén lidu
didu 1ri riveroxaban 50 mg holc cao hom & ngudi Iom, tuy nhign, chira cé dif lidu v lidu trén licy diéu
tri & tré em.

i o6 mt chit Tam dao chidw chuyén bigt (andexanet alfa) Jim dc ché tic dyng duge lue hoc cla
rivaroxaban che nguin lan nhimg chua duge thiét lip & e em (tham khao Tom it vé dac tinh thude
ciia andexanet alfa).

Cé thé xem xét sit dung than hoat dé giam sy hip thu trong trudng hop qua liéu rivaroxaban.

X tri xudt huvét

Néu xay ra bidn chimg xud huyer & mt bénh nhén dang ding rivaroxaban, thi nén tam hoin viéc dung
tidp thude rivaroxaban hofic ngumg hiln diéu i néu duge. Rivaroxaban ¢ thoi gian ban thai khoang 3
dén 13 git, Thvi gian bén thai o tré emduge ude tinh hing edch sir dung cie phuong phip tép cin mé
hinh duoe dong hoc din sé (popPK) 14 ngén hon (xem phan 5.2). Vige xir tri clin duge cé nhin hoa iy
theo mire 4§ nghidm trong va vi 1 cua xuat huyél. Néu ciin ¢ thé didu trj triéu chimg phi hop. chiini
han nhr ép eo hoe (déi vi chiy mdu cam ning), cam miu phiu thut biing céc quy trinh cim méu,
truyén dich vé hd tro huyét ddng. cde san phiim mdu (hong ciu ldng hode huyét wromg tweri déng lanh
déng goi, ty thudc vio bénh thidu méu hode réi loan dong miu di kém) holie tidu cdu,

Néu xuit huyét khing thé kigm soat duge biing cdc bién phdp trén, thi chin xem xét ding mit chat dao
chidu chét irc ché véu 16 Xa dae hiée (andexanet alfa), e ché tée dyung duge lge hpe cia rivaroxaban,
hodc mdt chit ddo chidu chit tién déng mdu chuyén bigt, nhir phirc hgp prothrombin ¢6 djc (PCC).
shire hup prothrombin hogt hia c& die (APCC) hode yéu td tai t6 hop Vila (r-FVTla). Tuy nhién, hign
tai ed it it kinh nghiém lém sing vE vide sit dung cic thudce ndy & nhifng nguin ding rivaroxaban.
Khuven céo clng dira wén dir ligo phi lam sing han ché. Chn xem xé i sir dyng lai VU 18t két harp
Vila va chudn lidu miy theo sy cai thién xudt huyét, Tay thuje vao tinh wang dja phuong, nén xem et
tham khao ¥ kién mét chuvén gia v dang miu trong trrimg hop chiy mau nhiéu.

Protamine sulphate va vitamin K khimg duge cho la oo anh hiwémg dén hoat tinh chong ding cua
rivaroxsban. Kinh nghiém cdn han ché ve vige diing acid tranexamic vi khéing cd kinh nghigm ding
wcrd aminoeaproic v aprotinin & nhimg ngudi ding rivaroxeban, Khéng ed co si khoa hoe vé Igi ich
ciing nhir khing cé kinh nghigm vii viée sur dung chiit cim mén tods thin desmopressin 0 nhitng ngudi
sit dyng rivaroxaban, Do rivaroxahan gin ké1 cao véi protein huyét nrong nén dy kiitn 3@ khong thé
thim tich duge.

PAC TINH DUQC LUC HOC
Mi ATC: BOLA FO1. Nham thudc: Thudc chéng huyét khdi, ire chié tnre tidp wéu 16 Xa.,

Co ché vic dung

Rivaroxaban 13 mét chit (ic ché truc 1iép yeu 18 Xa ¢o tinh chon lpe cao co sinh kha dung biing dudmg
wong. Su ire ché véu 10 Xa lam glin dogn con diimg ngi sinh vi ngoai sinh cua dong thie dong miu,
thude e ché ca sir hinh thanh thrombin va sir phat tridn cda cye dong. Rivaroxaban d8 duge chimg
minh 1a khng tre ché thrombin (yéu 1 kich hogt 1) va khéng ¢ tic dyng trén tidu chu.
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Tic dung duae lue hoc

Syr ire ché hoat tinh yéu © Xa phy thude lidw duge ghi nhin & ngwéi. Thii gian prothrombin (FT) by
anh hudmg b rivaroxaban theo cach phu thubc lidw voi sy lién quan chit ché vii ndng d6 trong huyét
tuong (gid tri £ bing 0,98) néu Neoplastin dwpe sir dyng cho xét nghigm. Cie thuie thir khae s& cho két
qui khic nhau, Két qui cia PT duge bidu thi theo gidy, boi vi INR chi dige dinh off vi cé gia trj cho
coumarin vh khang thé diing cho bat ki thude ching déng nae khic.

(3 chc bénh nhin ding rivaroxahan dé didu trj DVT vi PE vi dy phong ti phat. 5/95 phan wim cho PT
{Neoplastin} 2 - 4 gitr sau khi udng thudc (e 12 tai thin diém e6 higu hye tai da) déi v rivaroxaban 15
my hai Tin méi ngky dao dfng tir 17 dén 32 gify vi doi vai rivaroxaban 20 mg mdi ngay mat lin Lot
15 dén 30 widy. O ndng dé day (8 - 16 gitr sau khi udng thude), 5/95 phin tram dai véi 15 mg hai lén
mdi ngiy dap ding it 14 dén 24 gidy va d6i véi 20 me mit lan moi ngay (18 - 30 gilr sau khi uiing
thude) tir 13 dén 20 gidy.

(3 nhimg bénh nhin bi rung nhi khing do bénh 1y van tim ding rivaroxaban dé du phing dit quy va
thuyén the mach toan thin, 595% cho PT (Neoplastin) | - 4 gitr sau khi ubng thude (tic 1 i thoi
didm o6 higu qué 1 da) & cdc bénh nhin didu trj 20 mg mit lin mdi ngay dao dag tir 14 dén 40 gidv
va i cic bimh nhin suy thin vim duge diéu tr bing 15 mg mdt lin mdi ngay tir 10 dén 50 gedy. O ndng
A6 day (16 - 36 gitr sau khi udng thudc), 5/95 phin trdm & bénh nhin didu tri 20 mg mdi Lin moi ngay
dao ding tir 12 dén 26 gidy vi & cde bénh nhin suy thin vime didu tri 15 mg mdt lin mdi ngay 1 12 dén
20 gy,

Trong mit nghién ciu duge 1y 1Am sing vé sy dao chigu duge lye hpe rivaroxaban & nhimg nguin
trirérng thanh khive mgnh (n = 22), tac dyng cua lidu dom (50 TUY ke ctia hai logi PCC khdc nhau, PCC
gdm 3 véu th déng mau (yéu b 11, DX vh X} va PCC gdm 4 yéu 16 dbng miu (viu 16 11, VI, IX v X)
di dirgre ddnh gia. PCC gEm 3 yéu th lam pidm gid tri Neoplastin PT trung binh khedng 1,0 gidy trong
véng 30 philt, so véi mirc giam khoing 3.5 gidy quan sit thiy & PCC gbm 4 yvéu td, Nguoe lai, PCC
piim 3 yéu th ¢d tie ding thng thé Iém hom vé nhanh hon trong vige déo nguge nhimg thay doi trong
vide tao thrombin ndi sinh so vii PCC pdm 4 yéu th.

Thivi gien themboplastin mdt phin duwoe kich hogt (aPTT) vi HepTest ciing duge kéo dai mot cach phy
thude lifu; tuy nhidn, khéng khuyén céo ding ching de dénh gid e dung duge lye hoe co
rivaroxaban, Khong cin theo déi cde thing st dong mau trong qué trinh didu 1rj bing rivaroxaban trong
thutm qui 1dm séng. Tuy nhién, néu néng d§ rivaroxaban dupe chi dinh trén lam sing co thé dirge do
biing cdc xé1 nghidm dinh lugne ching yéu th Xa 4 higu chuin.

Dt tugng e em

Xél nahigm PT (thir thude neoplasting, aPTT vi khang Xa (voi xét nghiém dinh hrong di higu chudn)
cho thiv méi twong quan chit ché véi ndng di huyét teong o wé em. Mii tremg quan gitre nong 4o
anti-Xa véi huyét wong 1 tuyén tinh véi 46 dbe gdn bing 1. Co thé xay ra sy khic bigt gilte cée cd
nhén véi gid trj anti-Xa cao hon hode thiip hon so véi ndng dd twng dmg trong b uvét tiromg. Khing cdn
theo dbi thudmg guy cac thing st déng méu trong khi didu trj lam sing vai rivaroxaban. Tuy nhién, néu
cin thidt vé min 13m sing, nong 4o rivaroxaban c6 thé do duge bing xét nghidm dinh lugng khing yéu
6 Xa hicu chudn tinh bing meg/L (xem bang tém tht & phan Durge djng hoe dé biét pham vi ndng d§
rivaroxaban trong huyét trong quan sat duge o tré em). Gioi han dinh lugng thap hom phai duge xem
xét khi thir nghiém anti-Xa dirge sir dung 8& dinh leong nong di rivaroxaban trong huyét trong o e
em. Chura oo ngudng hide qui hode sy kién an todn nao dugc thida l@p.
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PAC TINH DUQC PONG HOC

Hép thu

Théng tin sau day dya trén dir lidw thu dugc o nguin lim,

Rivaroxaban duge hip thu shanh ching voi nong d dinh (Cuw) dat duge trong 2 - 4 il sau khi udng
thud,

Sir hilp thu qua dudmg udng cta rivaroxaban gin nhy hon tedn vi sinh kha dung duiémg udng coo (80 -
10084) didi v vién 2,5 mg va 10 mg. hét chdp & tinh trang nhin 463/ &n no. Ubng thuie v thire &n
khéng dnh huong dén AUC hodie Crs rivaroxaban & lidu 2.5 mg va 10 mg. Rivaroxaban 2.5 mg va 10
mg ¢ thé udng cing hoje khing cing thire &n. Duge déng hoo rivaroxaban i gin nhu wyén tinh &
liéu 160 dén khedng 15 mg mdt in méi ngay. O lidu coo hon, rivaroxaban hién thi 44 hia tan gidi han
sur hip thu véi sy giam sinh kha dyng va giam we di hilp thu khi tang lidu. Didu ndy 1o rét hon 0 rang
thai nhin do1 so vii trgng thii in no. Sy thay ddi vé duge ddng hoe cia rivaroxaban la trung binh v
45 bién thién giiia céc cé nhan (CV%) dao déng tir 30% dén 40%, ngodi ngiy phiu thudt va ngiy him
<au khi do bién thidn vé ning d¢ tiép xde cao (T0%],

Sy hilp thu ctia rivaroxaban phu thude vao vi tr phéng thich thude trong didmg tidu hoa, AUC va Cua
aigm 299% va 56% duov so sanh dii v vién thuoe duge hio cio khi rivaroxaban nghién nho dugc
phéng thich wong dogn gan cua rudt non. Néng 49 tiép xic con giam hon nia khi rivaroxsbun ighien
ahi dupe phong thich & doan xa cia gt non, hoe trong dai tring lén. Do db, nén trdnh diing
rivaroxahan & xa dg day vi didu niy co thé din dén giam hip thu vi gidm néng dé tiéa xi dia
rivaroxaban, ; ":j'l* !
Sinh kha dymg (AUC vi Cou) b womg duomyg v rivarx shan 20 mg ding dudmg uting dlrr’iifﬂgﬁig vitn
nén nehicn ndt hoa wong thire &n sét nhu Who xay, hodc hin dich reng munde va ddng qua :":rr'pf'fhimg il
dity sau bira dn long, so vl uong ca vién thude, Dy vio b sor durge ding hoe 1 1€ theo ligws ¢ thé dir
doin duge cia rivaroxaban, két qué sinh kha dung 1 nghién ciu niy c6 khd nang ap dung cho lidu
rivaroxaban thip hon,

e et

Tré em duge cho dung rivaroxaban dang vién nén hode hdn dich udng trong hode ngay sau khi dn hodc
v thire &n va voi mot khdu phiin chit long dién hinh dé dam bao liéu legng dang tin cdy o we em.
Ciing nhur nguwii 16, rivaroxaban duge hip the dé ding sau khi ubng dudi dang vién nén hole com pha
ché kin dich udng & tre em. Khing thay sy khéc bigt vé the d3 hip thu ciing nhu mire d§ hip thu gira
viEn nén vé cém pha hin dich uéng. Chua <6 dif ligu PK sau khi tiém tinh mach cho tré em do dé sinh
kha dung tuvét Adi cla rivaroxaban & e em con chua b, D3 thay ¢6 sy gim sinh khi dyng tweng déi
khi tang liéu (tinh bing mg' kg thé tong), cho théy nhitng han ché vé hip thu dbi vl cic lidu coo hon,
neay o khi dung cang thike dn.

Vién Rivaroxaban 15 myg nén duge udng khi cho fin no hode cing yivi thire an.

Phiin b

Sy ghn két vii protein huyét trong o ngudi 1 cao khodang 52% dén 95%5, vivi albumin huyét thanh 1a
thinh phin gan két chinh. Thé tich phin iy ¢ mire trung binh v6i Vs la khodng 50 lit

Tre cm

Chura o6 dit lisu v& khit ning ghn két voi protein huyét twong ela rivaroxaban danh ricng cho ré em.
Chura eb dit ligu PK sau khi tiém tinh mach rivaroxaban che tré em. Vas duge wée tinh théng qua md
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hinh PK din s & tré em (d0 tudi tir 0 dén 1% mwdi) Sau khi ubng rivaroxaban phy thude vao trong lugng
oo the va oo thé duge méd 14 bing chire ning sinh tric hpe, vai mire trung binh [ 1131 cho mit ngudi
eo trong hromg oo the 1 828 kg,

Chuyén hoa va thii trir

O nguin Iém, dimg lidu difu tri rivaroxaban, khoang 273 i qua qua trinh chuyén hoa thodi héa, mit
nire seu d6 dwge thai tnk hodn toan qua thin vi mit nira con lgi duge thai trir qua dudng phén, 1/3 cudi
cling cua ligy ding duge b tir trye tiép qua thin dudi dang khong ddi trong nurdic tiéu, chi véu qua
sy biii tiét eho diing & thin.

Rivaroxaban duge chuyén hoa qua cde co ché dic lip CYPIA4, CYP2J2 v CYP. Sy thodi bidn qua
axy héa nhém merpholinone vi sy thiy phin cde noi amide la cde vj tri chd wéu ¢ia sir chuvén hoa,
Dira trén cde nghién elru i vitro, rivaroxaban li co chit coa chit vin chuyén cée protein P-gp (P-
elveoprotein) va Berp (protein khing ung thur v,

Rivaroxaban o dang khong déi la hop chiit quan trong nhdt trong huyet twong ngwdi, khing cd chit
chuyén hoa chinh hode ¢o hoat tinh lira thong trong tudn hodm. Vi d thanh thai woan thin kheang [0 1
gidr, rivaroxaban co thé duge phan loai 13 chit eé db thanh thai thap. Suu khi tiém tinh mach liéu 1 mg.
thiri gian ban thai khoang 4,5 gid. Sau khi uing, vige thai wir trd thdnh ty 1§ hip thy han ché. S thii i
rivaroxaban khoi huyét twomg xay ra voi thir gian ban thai cudi clng tir 5 dén © gity & ngudi tre udi vi
v thiri gian ban thii cudi cing 14 11 dén 13 gidr & ngubi cao fudi.

Fre em

Chua ¢ dir lidu chuvén hoa danh riéng cho tré em. Khong co dir lidu PK sau khi ti&m tinh mach
rivarexaban cho tré em. CL duge wie tinh thing qua md hinh Pk din s & tré em (d§ twdi tir O dén <18
tudi) sau khi ung rivaroxaban phy thude vio trong luong cor thé vi 6 the duge md 1 bing chie néng
sinh triic hoe, véi mie trung binh 13 8L/ gidr 6 véi mit déi wong o6 trong hugng oo thé 1h 82,8 kg.
Ciic gid tr] trung binh hinh hoc v thivi gian bén thai dinh vi (11/2) duge wde tinh que mi hinh PK dén
sé witm theo d§ tudi gidm dan va lin lugt dao dong tir 4,2 gidr & thank thidu nién dén khodng 3 gidr & tré
em 1ir 2 - 12 i xudng 1.9 v 1.6 gid & 1ré em 6 thang - <2 tudi va dudi 6 thing tudt.

Ciic doi wony dde biét

Gidd tink

Khéng b sy khac bigr cd lién quan vé mat lam sing v duge ddng hoe va duge lye hoe gitm bénh nhin
nam vi nit. Moty phin tich tham dé khing thiy sir khéc bidt ¢b lién quan vé nong di tiép xic
rivaroxaban gifra tré em nam va ne em nir.

Nppeari cao Iriehd

Bénh nhan cao tudi bidy hién ning df trong huyét wong cao hon so voi binh nhin tré woi, voi gia i
AUC 1rung binh cao hom khodng 1.5 lin, chit yéu 1i do gidm (18 ring) tong thanh thai va thanh thai
thin. Khéng cin didu chinh lidu,

The tromg
O newdi lom, sy ctre doan ve trong lugng co thé (= 50 kg hoge = 120 kg) chi co anh hwing nho dén
nding d trong huyét wiong cua rivaroxaban (dudi 25%), Khing cin dicu chinh ligu.

Chung Kic
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(3 nyguiii Wi, khiing c6 sir khae bigt lidn quan dén lim sing gilia cic bénh nhén da tring, ngudi MY goc
Phi, nguéri gée Tay Ban Nha, ngudi Nhjt Ban hode Trung Qube di duge quan st vé duge dong hoe vi
durge e hoe cia rivaroxaban.

Mt phin tich thim do khong thiy sy khac bigt gilra céc sic the oo lién quan vé ndng 45 tiep xic vdi
riveroxaban & tré em Nhit Ban, Trung Quéc hodie Chiu A ngoai Nhit Ban vé Trung Qudc so vii 1ng
thé tré em twrong (mg.

Swy pan

Bénh nhin xo gan bi suy gan nhg (phan loai Child Pugh A) chi biéu hign nhing thay ddi nho trong
dwrgre dong hoe cia rivaroxsban (ting trung binh 1.2 lin déi véi AUC efia rivaroxaban), gin nhu twong
durang voi nhém déi chimg khoe manh twong img, O nhitng bénh nhin xo gan bj suy gan trung binh
{phén loai Child Pugh B), AUC trung binh cla rivaroxaban ting ding ké gdp 2.3 lén so voi nhitng
ngwdri tinh nguyén khoc manh. AUC khing gin két téng edp 2,6 1in. Nhimg bénh nhin nay clng di
gifm sir théi trir rivaroxaban & thin, twong tr nbu bénk nhin suy thin vira. Chua cd dif ligu o bénh
nhdn suy gan ning.

Sur dre che hogt tinh cia yéu th Xa téng theo hé st 2.6 & cic bénh nhin suy gan tung binh so vt nhimg
ngudi tnh nguvén khde manh; sy kéo dai PT cling ting tuomg theo hé s0 2.1, Bénh nhin suy gan
trung hinh nhay cam hon véi rivaroxaban din dén méi quan hé PE/ PD dbc hon gilra nong 43 va PT.
Chong chi dinh thuie niy & nhimg bénh nhin mic bénk gan lién quan dén rbi lopn déng miu v nguy
cor chiy méu trén 1im sang, bao gdm ca bénh nhiin o gan c6 Child Pugh Bva C.

Chura ¢ dir Héu ldm shng & tré em bi suy gan.

Suy thin
O ngudi 1ém, cé sur ting néng dé tiép xic rivaroxaban lién quan dén suy giam chire niing thin, duge
danh gia thing qua cic phép do db thanh thai creatinin. (3 nhimg ngudi suy thin nhe (dd thanh thai
creatinin 50 - 80 ml/ phiit), suy thin trung binh (4§ thanh thii creatinin 30 - 49 mb phit) va suy thin
ning (4o thanh thii creatinin 15 - 29 ml/ phat), ning d6 trong huyet wong coa rivaroxaban (AUC) ting
lin lwot 1,4 lén 1,5 lin v 1,6 lén. Sy tang céc tac dung duge lyc hee twong mg cang rd it hem, O
nhimg nguiri bj suy thin nhe, trung binh va ning, sy (e ché hogt tinh véu td Xa noi chung lin lugt ting
theo hé s6 1,5, 1.8 va 2,0 so vidi nhing ngui tinh nguyén khée manh; s kéo dii PT nromg wr tang lan
lirgnt theo hé sb 1.3, 2.2 va 2.4, Chua c6 dir liéu & nhitmg Bénh nhan c6 40 thanh thai creatinin <15 ml/
prhit.
Do rivaroxaban win két nhidu voi protein huyét wong dy kién s khing the thim tich duge,
Khong khuvén cao sir dyng & nhimg binh nhin cé do thaph thai creatinin <15 ml/ phit. Ding thin
(FONE thud niy & nhimg binh nhan co 4§ thanh thii creatinin 15 - 29 ml’ phit.
Tre em
Chua c6 diF Tiéu Lim sing & 1é em 1 tudi bode I6n hom bi suy gan trung binh hodic suy gan ning (4 loc
ciu thin < 50 ml/phir'1,73 m*).
Dy Jidu duge dong hoe & cic bénh nhin
( céic bénh nhin dimg rivaroxaban 20 mg ngay mdt lin dd ditu tri DVT cap, néng di trung binh hinh
hoe (khoang dy dodn 90%) 1d 2 - 4 giir vi khoang 24 gidy sau khi ding thudc (dai difn wong dbi cho
néing 49 181 da vh tdi thidu trong khodng thin gian dimg thude) Fin luot 1d 215 (22 - 535) va 32 (6 - 239)
megl.
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) ué em bi VTE ciip ding rivaroxaban di duge diéu chinh theo trong lugng co thé din Gén nong do
tiép xic wong fy nh & bénh nhin DVT sguin lém ding lidu 20 mg mét lin mdi ngiy, ndng 4 trung
binh hinh hoe (khodng dy dodn 90%) tai cic khoang thii gian 1y mdu dgi dién cho nbng 44 161 da vi
thi thidu trong khodng thoi gian ding thude duge tom tit trong Bang tém it bén dudi.

Bang tém tit: Thing ké tom tat (trung binh hink hge (Khoang du dodn 90%)) vé ning 4§
rivaroxaban trong huyét twemyg o trang thai oo dinh (meg/) theo ché dj dimg thuiic vi tudi tic.

Khosing thid gian |

0. N |1z--=|a t_uﬂ_i_liﬁ 6-<12tudi | |
25 - 4 gior| 171 | 2415 14 | 2207 |
'hsau :][‘]ﬁ—dE{] i (91.5-777]
|2 - 24 gitr| 151 | 2006 74 | 159
sau (5.69-665) | (3.42 - 45.5)
h.id. N b -fi_]Z i N [2-<6wbi N |6 tlhﬁng -=1 ;
AT . ; |
25 -4 | 36 | 1454 i3 | 1718 2 | oe
s (46.0 - 343) | (70.7 - 438)
10 - 16 gio | 33 | 260 37 | 222 '3 [ 107
s (7.99-94.9) [0.25 - 127) (.. - n.e.)
.. N 2-<6tudi N Méisinh-<2|N 6 thing - <2|N Mol sinh - <6
| : tuii i thang tuii
05-3giv|5 | 1647 25 | 112 13 | 1143 12 | 1080
sa (108 - 283) (229 - 320) 229-36) | |(92-1m
: T - B giv| 3 33.2 23 [8.7 iz | 214 11 | 1&.1
sau | 18.7-997) (10.1-363) | | (10.5-65.6) (1.03-336) |

o.d. = 1 Tin mii ngiy, bid = 2 lin mdi ngay, tid. = 3 lin mdi ngdy, n.c. = chua tinh todn
Cac gia trj duini gidi han dinh hrong dudi (LLOQ) duge thay thé hing 1/2 LLOQ dé tinh todn thing
ki (LLOQ = 0,5 meg/1).

Mbi lién quan gifta duge ding hoe! duge e hoe

Méi lién quan dugc ding hoc! duge lue hoe (PR PD) gl nong d¢ rivaroxaban trong huyet trong vis
mit &b tiéu chi vé duge lye (e ché véu th Xa, PT. oPTT, HepTest) da duge danh gia sau khi dung mdt
khodng mng cac ligu (5 -30 mg x 2 lan' ngay). Moi lién quan gilra nong 4§ rivaroxaban va hoat tinh
ciin véu 16 Xa dupe mé 1 it nhat bing md hinh Emax, D& vi PT, mé hinh tayén tinh co diém cilt
thirémg mi 18 dir liéu the hon, Tiy thude vio cle thudie thir PT khéc nhau duge st dung. di doc khic
nbau ding ké. Khi sir dung Neoplastin PT. PT dutmg co ban la khodng 13 gidy va dg dée khoang 3 dén
4 gifiv (100 meg/1). Keét qua phiin tich P/ PD rong Gial dogn [T va T phit hop voi @ir Ligu duge thiét
lip & efde doi tgng khoe manh,

Tt em
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Chua xée dinh duoe tinh an toan va hi¢u qué wong chi dinh phong ngira dit quy va thuyén tic mach
toan thiin & céc bénh nhin rung nhi khéng do van tim che tré em va thanh thi¢u nién dén 18 i,

QUI CACH DONG GOI:
Hép 1 vi hode 3 vi x 10 vién (vi nhém — PYVC!/ FVAC]
Hop 1 vi x 14 vién (vi nhom — PVC/ PVAC).

BAQ QUAN: Noi nhidt d& khéng qua 30°C. wrénh am.
HAN DUNG: 36 thang ké tir ngay sn xudt,
TIEU CHUAN: TOCS

CO S0 SAN XUAT:
vl CONG TY CO PHAN DUDC PHAM RELIV

ERS

- e
Re llv 1N Dia chi: Khu A, sb 18, duimg L& Thi See, dp 24,

JDINT STOEX Co. huvén Ci Chi, thinh pho Ho Chi Minh, Viét Nam.
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