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ZarelAPC 2.5
Rivaroxuban 2.5 mg

Thiede ndy chi ding thea dow thude
Bye ki hrdng diin si dung tride K divg
v film gy iré em

Thig b wdomﬂmmﬁm}ﬁwm@m&umwwmwm&

L. Thanh phin cing thic thubc; M3 vitn nén hao
phim chia:
Thiwk phin .Fraqr.reFr.::‘.r
Rivaroxabar ... 25 mg

Thimh phdn od .::'upL F_.arluan, Mmmcn'mlehn:
cellubose; Maotri croscarmelbess; Colloidal anhydrous
silica; Mapnesi stearat; Hydroxypropyl celluloss;
Matri louryl sulfat; Opadry 11 white {Polyvinyl
alcohol, Titan dipsyd, Macrogel, Tale, Lecithin);
Yellow iron oxyd.
2. Dang bio ehié: Vign nén bao phim mbn vang, hinh
trém, hai mit khum, mdt mit oo logo BE N Jdip
irén vidn, midt milt trom,

Y. Chi dinh
- Vi nén bao phim Zarel APC 2.5 duge ding phoi
hop vii acid acetylsalicylic (ASA) don i lidu
hodic vl ASA o két hop clopidogrel holic
ticlopidin, duge chi dinh 3¢ phong huydt khdi o
ngwelri |ém saw hii chimg mach vanh cap (ACS) oo
ting diu an sinkh hoc cda tim. :
= Wién nén bao phim ZarelAPC 2.5 dwge ding phii
ﬁp wiri acicd aﬁlzlﬁllcylm (ASA), dun;ﬂ: chi dinh
phing ngira bin cd huyét khbi & nguir 16 mic
bénh ddng mach vinh (CAD) hede cé trifu chimg
bénh ding mach ngoai bién {PAD) b nguy oo cao
bi thigu mau cpe b,

4. Cich ding, lifu ding

Cich dimg

Dring duimg uong.

Thutic oo thé ubng cimg hodc khing i thirc an

{xem phin Fieomg fdc, fwowg &y cia thuos i

Phare diing hpe)

Bdi voi bénh nhin khing thé nuiit nguyen visn

thube, thi oo thé nghién vién thude ZarclAPC 2.5

wil trim vidi mamce hay thire fin mém nha nuGe o

ngay ke khi ding va duge ding qua dmimg

Sau khi uing vien FarelAPC 2.5 dugc

nghE&l rit, thi nén ding EhEp thire fin ngay sou dd,
Vién ZarclAPC 2.5 nghién ra c6 thé due cho qua
ﬁngﬂiﬂmﬂ da diry sau khi chiic chin viéc diit ong
thing dimg. Vién thude nghidn ra nén dupe ding
wiri it lugmg nnde nthé qua énp thong da day s
dd duwpe tring wii mede, Sau khi udng vién
Zarel APC 2.5 duge nghién o, thi nén ding tiép

thire din chio nudi dn gua duwdmg rud ngay s
did {xem phin Dwge ding fipcl,
Li

Litu khuyén cdo 1a 2.5 mg x 2 lanfngiy.

o i chibng mach vih cdp (ACS)
Bénh nhin dimg | vidn ZarelAPC 2.5 x 2
]Mng&_l,.l Bénh nhin cing cdn uﬂn% ngiy 1
lifu ASA tir 75-100 mg hode | litu hing ngy
ASA T5-100 mg phdi hop vii 1 lifu himg nghy

L5

clopidogrel 75 mg hofie mét lita chudn hing ngay
ciia ticlopidin,

Vige diidu trj nén duge dénh gid dinh ko trén timg
bénh nhiin 4& ciin nhile nguy co thidu min cpe b
s v nguy oo chiy mau. Thin gian dide ] kéo
dai dén hom 12 thang nén tiy v time bénh nhén
vi kinh nghiém con han ché khi dimg trén 24
thing

Mén biit diu didu trj voi ZarelAPC 2.5 nén cing
sdm céng tht sau khi on dinh cic chi sb cia bign
of hifi chimg mach vinh chp (ACS) (hao ghm ca
thi thudt & tedi méu); 24 giv ddu ti€én sau khi
nhiip vién vi ngay khi ngung didu trj bing thube
ching ding dubng tiém.

Benh didng machk whnh (CADY Béwh ddng mack
Bénh nhin ding 1 vién ZarelAPC 25 x 2
linngiy. Bénh nhéin ciing cn ding hing ngay |
Tidu ASA tir 75-100 mg.

Thiri gian diéu tr] nén disge xae dinh cho tmg
bénh nhén dua trén dinh pid dinh ki v nén cln
nhilc nguy co che bign off huyét khii o voi nguy
o ehiy . ) ;

) g bénh nhéin ed bién ol huyét khoi cip tinh
hode thi thudt mpch i va cin g ligu kép khang
tidu cliu (DAPT). vide fifp e ding 1 vién
ZarelAPC 2.5 x 2 lan/ngay tiy thupe vik tmg ko
bifn b hodic thi thudt vi chd &) didu i ching kit
tip tifu cdu. Tinh an todn vi hidu qué cin | vién
rivaroxaban 2,5 mg x 2 Hn/ nghy kit hop ASA cb
cing thém clopidogrel hoiic tickopidin chi duge
nghién clru & nhitng bénh nhdn md ht ACS [xem
phén Chi dink). Trj lidu kép khing tidu chu chia
duge nghién ciu khi ding phii hop voil 1 vién
rivaroxahan 2,5 mg x 2 lin/ ngiy & bénh nhin mic
CALY PFAD (xem |:-I1§|:r| rif Befer wd sl tepng B
dimg thudc & Duwrc dec hpc),

Miéu bénh nhin quén ding mée liku, cin tiép tyc
ding litu thong thutmg ZarelAPC 2.5 vio thed
didm khuyén cdo udng vién tiép theo. Khing nén
ehip d5i hgu & bi lidu 47 quén.
Chupdn_fir thndc khdamy Vitamin K (VEA) seng
rr_uEn.n:.l'M':r

Khi bénh nhiin chuydn tir VKA sang rivaroxaban,
chi af TNR = tang gid sau khi wing rivaroxaban,
Chi 34 INR khing ¢t gid tri do heémg hogt tinh
chiing dfmg cla rivaroxgban, va nhe viy khing
nén sir dyng (xem phin Tiong tde, ey ky etia

Hirde).

e ffr rivaroraban sang cde thude
Vitamin K (VKA
C6 kha nang tic dung ding mau khing diy

did trong thini gian chuyén tép Hr rivaroxaban sang
VKA. Cln dim béo chiing ding ddy di lién e




https://trungtamthuoc.com/

trong bat ky thir gian chuyén tidp sang mit thudc
chiing dbng thay thé khac. Cin hmsg
rivaroxaban cé thé gip phﬁn |4iem tng chi si INR.

€3 bénh nhin chuvén tir rivaroxaban sang VKA,
VEA nén duge sit dyng ddag thivi cho i khi chi
sbTNR=20.
Trong hai ngay diu tién cia glal doan chuyén dbi
thudie, iy VA didu chinh theo test INR dupe sir
sau litu chufin VKA. Khi bénh nhin si dyng
thiri Rivaroxaban vd VKA, nén kifém tra chi
56 IMR truse lidy kb tifp ciia rivaroxaban nhimp
plii saa 24 gily so v lidu tnrde 46, Khi ngimg st
dung rivaroxaban, tién hinh xét nghigm INR 24
gitr sau lidu cudi cimg A& co két qua tin cily (xem
philn Terng 16 aromge by oio thude & D ding
Ao,
Clhiygyeén tir cde thude ching ding dedng ridw song
rivar el
i bénh nhin hién dang sit dung thude dldng ding
dirmyg tibm, neimg siv dung cic thude chang dong
dudmyg tiém vi nén biit dlu ulng rivaroxsban 0-2
Bl e 1dn dimg tidp theo cia thube ti8m (vi dy:
céc thubc heparin trong lucmg philn 1 thip) hogc
& thivd didm ngimg ede thube truyén tinh mach lién
twe (vl du heparin khéng phin doan truyén ik
mach), _
A £
Mgimmg uﬂlng rivaroxaban vi bat diu lifu diu tién
ciia thufic chéng déng drimg tigm vio thid didm
dimng litn rivaroxaban tiép theo.

e 01 g i Bigs
Sy s

Dt 160 1dm sng han ché & nhing bénh nhin
any thin nang (4 thanh thii creatinin 15-29
mUphid) cho thiy néng df rivaroxaban huyét
tromg tEing lén ding ké Do da, thim trong khi
dimg rivaroxaban & nphimg binh nhin nay.
Khing khuvén cie si dyng rivaroxaban trén
nhiing bénh nhin b & thanh thdi creatinin < 13
mlphit (xem phin Cidnb bdo va thin fromg bhi
diing thudc & Drpe ding hoe).

g
r:h.ﬁmg chi dinh rivaroxpban & cic bénh nhin
méc bénh gan di kém v binh dong méo vi
nguy oo chiy miu of lién quan vé mat lim sang
bao pom cic bénh nhin ko gan Child Pugh B va
C (xem phdin Ching chi dinf & Duge ding hpc)
igrareri gidd:
Khéng cén chinh lifu (xem phin Cank bdo v
r@&m&hfd@lﬂgfﬁ#&ﬂ&ﬂmd&mghm}
Cdn ning oo the:
Khiing can chinh liéu (xem phin Cawnlr bebo v
thn jrpng khi dirng thude & Dirge ding hpc),
Crichi finh;
Khéng cin chinh lifu {xem phiin Do ding
o),
Tre em;
B an toén va hifu qui cin thudc & e em VA
thanh thide nien tr 0-18 tudi chura duec thidt 1ip.

Khimgr o6 dit ligw, Vi wiy, rivaroxahan khing
diepe khuyvién céo cho tré duedi 18 teoi.

Chiéng chi dinh

Qui min cim vwéi rivaroxaban hode bit kv thinh
phin néo cia thube,

Bénh nhin dang chiy miu ding ki trén ldm sdng,

Thn thuong hoéc of bénh 1, néu duge xem 1@ mdr

oo chity miy nghigém rong. Ditu néy cb thé bao
E:mmmmmmhﬁmhdﬁy.m:
hih%uﬁﬂﬁ@mywdmynﬂum g.ﬁn
dﬁ:u thn thuong nio hodic of 3:%

thisit niio, cit sing hodic mét, hu_'r@t m:..
gﬁn iy, .ﬁhuhhuu.cng,:ungt:g.anﬂnh mach thye
qisn, dj dang $ag tinh maeh, phinh mach mau hode
mmmmmmmmmmts&gm&m
50,
Bénh nhin dang ding phdd hap wii cic thisde ching
dbng khéc, nhar heparin khdng phin dean (UFH)
heparin trong hwomg phén 1 théip (enoxaparin,
dabieparin,.), cic  din  xuft  heparin
{fondaparinux,... ), cée thubc ching ddag dang wng
(warfarin, dabigatran etexikat, apmd:arl. -] i cde
mbhgh:rpd\!nb}ﬂiwng ligw trimh ¢ JZE‘ldIJI thrwaie:

J

ching dong (xem phin ke cliveryy,
khi LIFH dirpe sir dumg o Fidy cfin thict -:t:dwurlvm

mé dny thing ddng misch hofe i mach trung tim
{xem phiin Tieomg tde, teomg Ky o thutic).

Ming déing thi vid lifu phip khéng tidu cdu dé diéu
tri ACS & bénh nhin b tién s dit quy hode con
thidy mién néo thodng qua (TIA} {xem phin Cenk
b wir thgin trpng bhi dimg tadc).
Ding phéi hop véi ASA & didu ir] CADYPAD &
nhiimg bénh nhén bj xult huvét bodic dit quy 16
ummm b bl ki di quy o tromg viing,
mﬁiﬂﬂnﬁ{mm[ﬁﬁnﬂ'ﬂm‘rbﬂﬂwrﬁmﬂwﬂgkm
et thaic),

Biénh nhin mic bénh gan 4 kém v vbi logn dang
mauwhngu}'m:hh}rmﬂumlinqmﬁmitlim
simg ké ci nhitng bénh nhin xo gan v xdp losl

Child Pagh B v C (xem phiin Dregre ding foc).
Phip it e thal vt cho eon b
vh thin trong khi ding th

bénh mhiin ACS, d0 an wdn va hifu qud cln
rivaroxaban 2.5 mg khi ding phid hop vl acid
ac-ulylﬁah:j.r‘lrt {ASA) domn tri ligu hodic vol ASA cd
két hop clopidogrel hofic ticlopidin 4 duge
Itgm,-n ciny, Bidu trf phdi b vl cde thutc ching

fp tifu cau khic, vi dw plﬁ.ﬂﬂ.ﬂ‘]"ﬂﬂt

ticagrelor, chua divpe nghién oiu va Khing dupc
khuyén cio. ]
{3 nhiing binh nhin cd npwy co cao bj thién mau
eyc bg bj CADVPAD, tinh hidu qub vi an todn cia
rivaroxaban 2.5 mg chi duge nghidén ciu khi két
hpp vl ABA,
Theo dii 14m sang phii hop véi thyre hinh sit dyng
thude ching ding mau durgc khuyén cao wrong
sudit thiri gian difu .

- Ngu_p.:x.rn-.:ﬁ et
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Cling nhir véi cic thude ching déng khic, nhitng
bénh nhin s dyng rivaroxaban phii duee quan sat
clin thén d6i voi cie diu hidu chiy min Khuyén
cio nén s dyng thin trong trong nhimg chimg
bénh ob gia B3ng nguy co xufit huyét Phii ngumg
dilng rivaroxaban nfu o xudt huyét xiy ra {xem
phiin (e Tidh v cdich xir D).

Trong nhitng nghifn ciu Bm sng, nhitng chiy
mau nidgm mac (nhr chiy miy cam, modu, tidu
hda, nigu sinh dpc bao ghm dm dae bt thaimg
hoc tang chdy mau kinh nguyét) va thifu miu
thirémg diroe thiy nhidu hen trong thed gian didu
tri rivaroxaban e dii so wbi didu mj VEA. VI
viiy, ngodi theo dii 1dm séng diay 40, thi cic xé
nghiém haemoglobin/hasmatocrit ¢ thé cb gid trj
phat hién chiy mau bj che lip va dinh hrong sy
phi hop trén lAm sang cha chiy mdu i, khi duec
dAnh gid thich ding,

M4 vii phan nhém bénh nhiin, nhie duge wrinh biy
chi tide dudd div, ot nguy co chiy mén gia ﬂ;{.
Mhimg bénh nhin ndy phii duece theo dbi cic diu
hidu vi ifu chimg cia céc bién ching chay mau
v thidu mau mit chch clin thin sau khi bt diu
difu i (xem phin Tde dung Hhdng mong suedn
cuia thude).

Khi cd bt ki sir syt gidm haemoghobin hay Ijuyél
Ap oo khing i thich dwpe thi phadi dm Kiém vj
frl chay mdie

Mac di didu trj wii rivaroxaban khing cin phai
theo d8i thubng quy mic tidp xic cia thuic,
nnmg ndng 4§ rivaroxaban dupe do hueimg v xiét
nghiém djnh hegng khdng yéu 6 Xa duge chuin
dinh b thé cd ich lwi rong nhimg trimg hop
ngoai 1 ma sy am  hidu mite tigp xibe
rivaroxabun eo thé gitp cho nhing quyét dinh vé
I4m sing. vi du qua lidu va phiu thud :pr iy
{xem phiin Dwere e hoe v Do ding bpe).

— By then

i nhitmg bénh nhin bj suy thin njng (3 thanh
thdi creatinin < 30 milfphat) ndng db rivaroxaban
trong huyét nrong cia o6 thé ting 1én ding ke
{trung binh glp 1,6 lin) ob thé dlia &n Eng nguy
co chdy méu. Rivaroxaben phii duge ding thin
trong & nhitag bfnh nhin cd df thanh thai
creatinin 15-29 mlphit. Khing khuyén cdo air
duny & nhitng bénh nldin ¢d &) thanh thii creatinin
< 15 mliphiit (xem phin Cidch dimg, fidu dimg &
Phoaze: diing b,

Rivaroxaban nén dugc dimg thin ong & nhing
hinh nhén suy thin phoi hop voi céc thude thude
khic lam ting nong & cia rivaroxaban trong
huyét tsmg (xem phin Twomg sde, fwomg by cdo
thude).

Turmyg tde vl ede thude khdce

Ehimg kh.uynﬁn cho s dung dbng thivi rivaroxaban
vi thude chong ndm nhom azol ding dwdmg wan
than {nhir ketoconamsl, traconazol, voriconazol wi
posaconazol) hoge cic thulde de ché protease HIV
{nhur ritenavir). Nhimg thabe niy I cdc chét i
ché manh cii CYP3A4 lin P-gp vi do do, oo thé
L tng m'.'mg & rivaroxaban trong huyet tromg

3

dfn mire & oo dnh hrdmg trén Jm sing (trung

binh gip 2,6 10} co the diin dén ting nguy oo chiy

mdn {xem phin Tuorg fde. ey by ciia thde).

Chn dimg thiin trong néu bénh nhin dang ding

dbng thid voi cac thube dnh huémg dén qud trink

caAm min — déng mdn nhir cae thude ching viém

khdng phai steroid (NSAID), acid cetylsalicylic v

thudic (e chi két tip tidu cin hodc cic chit e ché

tiii thu héd serotonin chon lpe (SSRI, vi cée chit
ire chi 1 thu hii norepinephrin serotonin (SNR1),

Xem xét didu trj dir phong chiy méu trén binh

nhin of ngny co loét d tigu hda (xem phin

Tuecng féde, Mo Ky ola Hedc),

e i 1 eaedt Fayeédy ehodic

Tuemg o nhyr che thede ching huwét khii khac,

rivaroxaban khémg duge khuyén céo che cic bénh

nhin ci nguy e gis ting xudt hayét nhur:

« Rdi loan chiy miu bim sinh hodic miic phii.

» Ting huyét ip ddng mach nghidm trong khéng
kifm soit duge.

« Bénh ditmg tidu hoa khic ma khing kém loét
ditmg tidu hba dang tifn trién nhimg c6 the
diin deén cic bién chimg chiy mau (vl dy nhy
bénh vifm rudt, viém thire quin, viém dy diy
vil bénh trdo nguge thipe quehn da day).

s Bénh I¥ viing mac do mpch mis.

« Chimg gifin phi quin hojc tifn sir xudt huyt

hii.

Henpdnnguqn trong & bénh nhin ACS va

CADVPALY ma:

s> 75 tudi néu dimg riveroxaban phii hop vid
ASA den tri ligu hode voi ASA cd két hep
clopidogrel holic ticlopidin, Nén dénh gid thomg
xuyén ve loi fch — nguy oo difu trf inén tme cé
rihfn.

» Bénh nhdn cé tong | cor the thip (<60 kg)
niil ding rivaroxaban phii hop vdi ASA don tri
liéu hodc voi ASA o6 ké hep clopidogrel hoge
thchopidin,

= Bénh nhiln CAD b o trigu chimg suy tim ning.
Dit Hiu nghién cina cho thiy nhilng bénh nhéin
ndy ¢b the dwpe lgi ich [t hom tir vie difu tri
bing rivaroxaban (xem phin Dwee e hoc),

Byridi rhedin thay van Hm mldn tgo

Rivaroxaban khing nén ding dé didu o dy phing

déing miu & nhimg béah nhin gin dy 43 il gua

thay van ding mach cha bing can thigp qgua dng
thing (TAVE) B an todn va hidu qud cla
riviroxaban chira doge nghifn cia & Bnh nhin
thay van tim nhin tpo. Do 3o, Khdng of dir ldu
che thily rivaroxaban dem lgi sy ching déng diy

di & nhitng bénh nhin ndy, Khuyén cio khing sit

dyng ﬁbh'qmlaban cho nhimg bifnh nhin niy.

Bl nfin midc A chivg khdng phosphollpid

Thubc ching déng miu dwimg uing e ddng tnie

tifp (TMIAC) bao gim rivaroxaban khing duge

khuvén cdo dimg cho nhimg biénh nhin o Hén si
huyét khidi diege chén dodn mac hii chimg khing
phospholipid. Blic biét 461 véi nhilng bénh nhén

mi et bd ba duong tinh (ddi wii thude chéng ding
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lupus, céc khang thit khang cardiolipin v cée
khiing thé khing beta 2-glycoprotein 1), digu tri
bing DOAC co thé lidn quan dén vige tang i 18
chic bidn of huyét khii ti phat so woi &iéu tr bing
thudc khing vlmmln K

Bérk nhin. + gorn il
midu ndo thodrg qua (TEA]

BEnk mhudn ACK

Chdng chi dinh dimg rivaroxaban 2.5 mg & bénh
nhin ACS e tién sir dit quy hodic TLA (xem phin
Ciedimg chi dinh). RAL it bénh nhin ACS c6 tign si
a0t quy holfic TIA dugs cini ahurng dir 1y
hidu qui han ché ¢ho * nhilng bEnh nhin niy
khiing duge cd bpi r vide didu tri.

Bk nhiin CADYFAD

Bénh nhin CADYPADcA tién sir bi xudit huydt hodic
it quy 18 Khuyét trde 4o, hoge thiéu méu cuc bd,
i quy khing |Emwé-:umgvﬁugm¢¢mﬂng:huu
duwgre nghién ciru (xem phin Ching chi dire).

{ mamg ottty song

Ehi gdy mé tpc than kinh (ngodi mang cimg' niy
sing) holic chos dtl ngodi ming cimptily afing,
bénh nhin duec didu o bing thube ching huyvét
khii 4 phing ngim |:l_lélil chimg huydt khii o
nguy eo b ng man iy séng hode ngodi ming cimg
ot thé diin dén ligt 1w 43, Mguy oo cia cic hién
chimg why thim chi con ting 120 khi sir dyng thi
thufit dit dng thing ngodi méng cimg hojc s
dung ddng thivi cie thude inh hwong (i sy clm
méw. Nguy oo cing cd thé ting lén khi Bj chén
thiromg hofic choc di lp lai tiy siag hodic ngoai
ming cimgz. Bénh nhin nén duge lhu‘Emg, m}‘-ﬂm
theo dbi cée déo hifu va triéu chimp sr%v gidm thiin
kinh (vi du: 1& chiin hodic yéu chin, ebi loan chic
nding el rudt holic bing quang). Mea phit hign cd
sy gibm thin kinh, cin chidn dodn v didu trj khin
chp. Bae sf cln cin nhdc gitm loi ich cd thé v
gy i ndy trede khi can thigp vao trpe thin kinh
& bénh nhin d& holc sip ding khdng ding dé dyr
phing huyét khbi. Khéng cd kinh nghigm ldm
sing sir dung rivaroxaban 2,5 mg frong cic s
hop ndy.,

Bt gidm nguy co chiy min lién quan dén viéo sir
dung rivaroxaban dbng thii vi giy mé truc thin
kinh {ngodi ming cimg'tiy sing) hode choe db tiy
song, hily xem xét dO Hiu dugc dine hoc cia
rivaroxaban, EXit hodc rit ong thing ngodl ming
cimng hoje choe db thit g duge thiee hidén bt
nhit khi tic dung chong dimg mho cha
rivaroxaban duge wic tinh 12 thip. Tuy nhién, thii
gian chinh xic d& dat dwoc hidn qua chglg ding
imdu dib mip & méi bénh nhén chma drge

Cac thude e ché ngumg p td chu nén ngumyg it
ding nhr goi v trong thing tin k& don cde nhi sén
X =
Lidu kb cdo trudc v saw i thugt xdi Idn v
can thigp phiu thud

Méu ciin phai thpe hién phiiu thudt hofic thic thadt
xm Iin, cin ngimg ding rivaroxaban 2.5 mg
trade khi can thiép it nhit 24 gio, ndu ob thé va
dyra trén dénh gid 1Am sang cda bic si. Nén khing

thé tri holin thi thudn, thi nén dinh gid nguy co
ting chity miu so vi tinh khin cip cia can thip.
Sau khi tién himh che thil thudt xdm Jn hoje can
thifp phiu thujt nén bt diu s7 dyng lpi
rivaroxeban cing som cing llfl[ khi tinh trang Him
séng cho phép vi qud rinh cdm méu diy di &3
dupe thiét [§p béi bac &1 digu i (xem ph;lll Dhge
g B,

I T rid
;E:;fum&mqrétmnhémmmm tusdii {xem
philn Dhapre: ding Fpe).

Phiir ting vé da

Phén dmg da nghiém trong, boo gbm hdi chimg
Sievens-Johnson! hoai tir therong bi nhifm doe vi
hii chimg DRESS, d8 duge bbo cdo trong qud
trinh giim sit rivaroxaban sau khi oo knh (xem
phiin Tde dung khing mong mudn cdo thude).
Bénh nhin diimg nhir o6 nguy oo cao nhit vir cic
phin fmg somndy trong qod tinh o e sy khdi
ity ciia phén img xéy ra trong phin km cie g
hop trong nhitng dhu d_ﬁ’;’u trj. Mén ngumg
dimg rivaroxaban khi thdy xudt hign diu tién con
phii ban da nghiém trong (vi dy: lan g, dor dji
vivhoge phing rfp) hoiie bfit ki din hidu qud min
chm nibo khike kém vl tn tharong nidm mac.

Tdb dhegre: Thude ob chita factore, Do 86, bénh nhin
munhd:u-uyhmémgapmngd nap
palactose, thidu enzym lectase hoje kém hip thu
glucose-galactose kKhibng n2n ding thusbe nay.

. Sir dung thude cho phy it o6 thai vi cho con
b
Py n

D6 an todin va hifo qui cie rvaroxaban & phig nie
et thai chia duge thidt [p. Cic nghién ciru trén
ding vl cho thiy ddc tinh trén sinh sn. Do oo
tiém dn dbc tinh sinh sin, nguy co chiy mdu bén
tromg v biing chimg 1 rivaroxaban qua duge hing
risn nhaw thai, chﬂng chi dinh ding rivaroxaban
cha phy nff b thai.

Phy nif ¢ khi miing sinh con nén trdnh thai trong
khi didu tri wdi rivaroxaban.

Kha ndeg sink 2dn

Khing c¢d nghién cim oy thé vide ding
rivaroxaban & ngwdi tHén hanh dinh gia inh huéng
dén khi niing sinh san. Trong mdt nghién clu vé
khi ndfing sinh sdn o chudt dyc va cdi, khing thiy
énh hundmg nio.

Pt gt chao con bi

B9 an todn v hifu qued cia rivaroxaban & phy nd
che con bii chira duge thiét lip. Dir liu tir ding
vt chi ra rang rivaroxahan dirge bai tidt vao sia
mu;.[hdn, mmxnhmchhgchld‘uﬁlmngthlh
gian medi con bing sita me (xem phéin Chdng chi
dimk). Chn phai quﬂ: dinh ngimg cho b hofic
ngimy; thude didu .

. Anh hwing téi khi niing lii e vi vio hinh

Wiy mos

Rivaroxaban cé anh hadmg nhd ifi kha ndng i xe
v wiin hinh mdy mde. B od bio cdo v cic phin
img hit ol nbur ngat (tin swdt it gip) va chodng

A0
e

-
=
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vang (tn sudt; thwimg gip) (xem phin Tde dung
Ehing mong srdn ctia tude). Bénh nhin gip phai
cdc phin img bt I niy khing nén 16 xe hode
viin hanh mdy méc.
. Tuwong the. t

e thaihe dhe ohd CYP3A4 v Pogp
Diing déng thiri rivaroxaban va thubc ching ndm
mhim 70l nhur ketoconazol (400 mg x | lin/ngiy)
hodc ritonavir (600 mg % 2 lin/ngay) din dén AUIC
trang binh cida rivaroxaban & rang thii &n djsh
ting gip 2,6 Wn25 Mn v Ce. trung binh
rlvaroxaban ting gip 1.7 lan/1,6 ln, cing véi sg
ting ding ké téc dyng dinge liee hoe cla thude cd
thé diin dén Bng nguy oo chay miw Do 44, khong
khuvén cdo sir dyng rivarosaban dong thin i céc
thude khing nim nhim azel ding duémg todn thin
nhur  ketoconazol, itraconazol, voriconazol va
pasaconazol hoje cic thube e ché protease HIV,
Cfic chiit niy la chdt ic ché manh cb CYP 344 vi
E‘-ggﬂ {xem phiin Cidwk bdo v thde iromg ki divng
thatic).
Ciie hoat chét e ché manh chi mit trong cic con
duebmg thii mir rivaroxaban, hofic CYP3A4 hodc P-
gp, duge dy kifn s& lam ting ndag df cin
rivaroxaban trong huyét tuomg & mive di l_]ﬁp T,
Chiing g, clarithromyein (300 mg x 2 ldn/ngiy),
dirpe xem 1 mét chit ic ché CYP3AS manh v irc
ché P-gp trung binh, khi sir dung dong thii din
dén AUC trung binh cia rivaroxaban dia dén ting
glip 1.5 lan vi Cy,, ting gép 1.4 Hn. Sy trong tic
voi clarithromycin c the khong Tién quan dén [im
sing & hiw hét binh nhin nhung o thé ding ké
trén céc binh nhin ot nguy o cao (461 v bénh
nhdin suy thiln: xem phin Cdnh bdo v thin trong
khi diing thudc). _ .
Ervthromiycin (300 mg x 3 lin‘ngdy), oo che
CYP3A4 vi Ppp & mire virn phai, khi sir dung
ding thivi, diin &n AUC va C,,, trung binh cia
rivaroxahan ting gép 1,3 Mn. Su twong tic véi
erythromycin o6 thé khéng lién quan #n Bm sng
& hiiut hét bénh nhin nhumg oo thé ding ke wén cac
bénh mldin ¢ nguy oF caoc.
¢} nhimg bénh nhin b suy thin nhe, erythromycin
{500 mz x 3 lin‘ngdy) lAm tag AUC v Co
|:|-:1|:|,gé binh cia rvaroxaban 1én trong tmg & 1L vi
1.6 l&n khi so voi nhitng d8i tromg o6 chire nding
thin binh thuimg kbing ding ddng thin
erythromyein. O nhitng bénh nhin of suy thin
mire df trung binh, ervihromycin Em ting ALC
vi Cy trung binh cia rivaroxaban [&n g mg
la 2,0 vit 1,6 140 30 vl nhimg abi nrgng oo chire
nang thin binh thwimp khing dimg ding thed
ervthromycin, Tae dyng cla ervihromycin 1 the
dung cing thém 46i véi suy thin (xem phdin Ok
biio wit thin trong khi dung thide).
Fluconazol (400 myg x | Hninghy), depe xem la
thube e ehd CYPIAA vim phii, din dén ting
AUC trung binh cias rvaroxaban 1En 14 lin va
BN Cume trung binh 1&n 1.3 Hn. Sg tuong tés vl
fluconazol of thé oo thé dang ké trén cdc bénh
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nhin o6 mguy co cao (A0 v6i bénh nhan suy thin:
xem phin Candr bdo va thdn trong ki disng thide).
Vi cic dit lifu lim sing han ché co sin voi
dronedaron, nén trinh ding ding thid win
rivareeaban.

Cde thridhe ching dong

San khi sir dyng phéi hop enoxaparin (40 mg don
lidu) viri rivaroxaban (10 mp dom li€u), ghi nhin
o tic dyng cing thém trén hogt tinh i ché yiu o
Xa nhung khéing co bat ki the ddng cdmyg thém nio
wén chic xét nghiém dng mdu (PT, aPTTL
Enoxaparin khing tic déng dén duge ding hoe
clia rivaroxahan.

Do nguy eo chiy maa gia tang, nén cén chii ¥ bénh
nhin néu didu trj dbng thid v b ki cée thisde
ching dbng khic (xem phéin chc;}q; chi dinh &
Ceinh Bado wa thin irpng b dbng i)

Ciic thude NSAIDY Cde thudc te ché kér wip vidu
LHPEI

Sau khi sir dyng d6ng thiri rivaroxaban (15 mg) va
naproxen 500 mg, khing thiy cd sy kéo dai thii
gian chiy méu lifn quan v&é mdt lim shng. Tuy
nhién, dip dmg duge lee hoe trén mdt s6 bénh

nhifin o theé i rét hom.

Chum thay ob che the duge ding hoco v
dige Juz hoc ding vé miit lim sing khi
rivaroxaban  duge  dimg  dng thid voi acid
aeetylsalicylic 500 mg. )
Clopidogrel (Tiéa nap 300 mg, sau 86 ding lidu
duy tri 75 mg) khing thay oo twong the duge ding
bipe (v rivaroxaban 15 mg) nhamg & mit nhdim
nhd bénh nhin ghi ohin duge sy tng lién quan
dén thiri gian chiy mdu, md khing cb twomg quan
dén sy kgi tip titu ciu, P-selectin hojc &5
cie thyy thé GPIIIa,

Cén chil ¥ bigh nhin néu didu trj bénh nhin dng
thii woi cil thade NSAID (bao gim ack
moetylsalicylid) vi cae thude fre chi két tip fida clu
vi che th ay lm fing nguy co chiy man mdt
cach diic {xem phdin Cenh hdo v than trong
kRl dieng thaanc),

SSRESNRI

Nhir céc thudc ching ding khic, b thé ci kha
niing bénh nhin bj ting nguy co chiay mdu trong
trodng hgp sir dung dong thid véi SSRI hoge
SMEL theo nhar the dung &5 duwor bdo cho cia cao
thufc nity trén tidu ciw Khi st dung ddng thir i
rivaroxaban trong nghién ciu 1&m séng, b K cao
hem déing k& céic bign cb xult hign nghiém trong
hode khing nghidm trong lifn quan d&n lim sang
déu glip & tit cit & chc nham didu i,

Harfarin .

Vige chuyén (8 c¢ho binh nhin tr thube khing
vitamin K warfarin (INR 2,0-3,0} sang rivaroxaban
(20 mg) hodc tr rivaroxaban (20 mg) sang
warfarin  (INR  2.0:30) Hm  théd  gian
prothrombin/INR (Neoplasting tiing thém nhiéu
hon mirc cing hop (cd thé quan st gid i INR
tang 12n dén 12), khi tc dyng 1&n tén aPTT,
hogt tinh e chié yéu 16 Xa va thrambin ndi sinh cd
Khid nang cdmg hip.



https://trungtamthuoc.com/

Méu mudn kidm wa tic dung duge lpe hoe cha

rivaroxaban trong giai dogn chuyién 'I’I!IIi thudc, cb
thé sir dyng efic test vi hogt tinh irc che yéu th Xa,
PiCT vi HepTest do nhiing xét nghiém niy khing
bi the dfng bai warfarin, Tir ngiy thir 4 sau khi
dimg warfarin tro di, tit ci cée test (bao gbm PT,
aPTT, ire chi hoat tinh véu th Xa va ETPF) chi phin
anh tac dpng cia rivaroxsban,
Meu mugln kidm tra the dung dipe hpe hoe ca
rivaroxaban trong giai dogn chuyén ddi thube, co
thé do leimg chi s INR & théi diém rivaroxaban
dat ndng d déy {Cpa) (24 gilr san khi ving lidu
riveroxaban trinde) do & thid didm &6, rivaroxsban
finh hudmg dén xét nghifm & mire 45 nho nhit.
Khing ghi nhin twong the diege ding hoc gilta
warlarin v rivaroxaban,

—  Cht cim umg CFPIAS
Dding dfng thin rivaroxaban v chilt chm mg
CYP3A4 manh nhi rifampicin din dén AUC trung
binh cika rivarocaban giam khsing 50% soag song
vifl gibm the dung duge lre hoc cia thude. Ding
dbng thii rivaroxsban vl cée chit cim img
CYP3A4 manh  khic  (nhu  phenytoin,
carbamarepin, phenobarbital hoge 5t Jolm's
Wort) ob thé cing din 8fn pim néng &5
rivaroaban rong huvét wrong. Do @6, mén trinh
st dyng dbng thi voi cic chit cim img CYP 3A4
gzln}:l trir khi binh nhén dwge theo EIEIi chilt chit cic

hibu v tridu chirmg ciia huyet khoi.

—  Pinsong phdp dicu tr phetl hop kidce
Khing quan =it thiy twonpg tdc duge ding hoc
hofie duge Iye hoe ob ¥ oghfa Em sdng khi ding
rivaroxaban phoi hep voi midaeolam (oo chét cila
CYP3A4), digoxin (co chidt cia P-gp), atorvastatin
{cor chit clla CYP3A4 va P-gp) hojle omeprazol
(ire ché bom profon). Rivaroxaban khing (o ché
ciing khiing giy ra bt ki déng phin CYP chinh
néo nhir CYP3AL,
Khing thiy minm ob lién quan v mit Mm

sang virl thye phim (xem phin Cdch dimg lidu
i)
— e theing 54 xét nghim

Céc thing sb xét nghidm Stng mau (PT, aPTT,
HepTest) duge cho li ¢é bi fnh heimg do phuong
thire tde dyng ol rivaroxaban (xem phin D
e e,
10, T mulin (ADR
Tie dung pleg thirdmg giip, 1710 > ADR = 1/108
Min vé b bach hupdt: thidu min (heo gom cb
thiing s xét nghifm tromg dmg).
HE¢ then kink: chong mid, nhire diu,
Trén mnde; chiy miu mét (bao ghen xudt huyét mang
két mac).
Trén mogch s iy huyét dp, ty min.
I hd hdp, mgre v frung that: chivy mia cam, ho ra
L.
Hé tidn hie chiy miu mrou ring, xudt huyée
durdmg tiéu hia (bao ghm sudt hayét trre tring), das
dp dity v dau bung, khi tiu, budn non, the bin®,
tidn chiy, nda”™,

i

Fan, mdl: tling ransaminase.

D wer md dudi die: ngim (bao gom céc mrimg hop
ngita toin thin it gap). phit ban, him tim, xua
huydt da va dudi da, .

Cor xaromg bhdip vi ma [iém bér: dau & chi®,

Theim va tide mign; xult dt domg tiét nigu-sinh
dyc (bao ghm tidu ra méu vit rong kinh™), suy thin
{buo pim Hing creatinin méu, ting uré min).

Tisder thin: sot®, phit ngogi bidn, glim sic Iy v
niing lepng todn thin (bao pom mt moi vl suy
il

Chdn theong, dic tink v ede bidn chimg phdu
thuedt chiy mau hiu phiu (bao gdm thide may héu
phil vi xult hoyét \'ﬁ mds), thilm tim, chay dich vt
thremg™,

Tide dung phy it giip, 1100 = ADR = 1/1.008

Meiu vis o Bach hupdt: tang tifu clu (bao gdm ing
50 lupmg tidn ciu)®, gidm i,

iH§ miin dich: phin img dj (g, viém da di g,
phit mach va phil do dj img,

i theirr kink- xodt oyt nBo va ndid s, ngit.

Trén tim: nhip tim nhanh.

HE fiéw hda; kbl midng,

Cfan, mdl: suy gidm chire ning gan, tang bilirubin,
ting; phosphatase kidm mau®, ting GGT”

Dia wib i ciwdi da: meby day.

Cor erprg bl wd med fidn &ér: ty mi khip,

Todm thin; chm théy khing khie (bao gim kho
chiu).

Xét nghigm: ting LDHY, ting lipase®, tlng
amylase®,

Tde dumg php kifm gip, 110000 < ADR <
/1,000

Cravt, myit; vang da, ng bilirubin lién bop (od holo
khimg kém theo ting ALT), & mfit, viém gan (hao
i ton thuomg 1 bdo gan).

o xnermgy Khehe vab md Lidn kSt xudt huyét co,

Todm thin: phi coc ba, .

Tdn thiecrg, dc finh v cde bidn chimg hgu phdu;
phinh mach gia.

Tidc dyng phy rit kidm gip, ADR < 110,000

H§ midn dich; phin émg phan v§ bao gom sbc phin
v,

Da v wid diekl dar i chimg  Stevens-
Johnson'Hogi tir thugmg Bl nhifm ddc, hii chimg
DRESS.

Clira dwpre bidt sin vudr (chira i wifc ok fi o
figan widm ¢}

Cir xueemg kb va md lide kéi: hii chimg khoang
thir phét do chay miu.

Then vi tidt nige suy thand suy thin ciip tnh thir
Plnﬁfduchﬁynﬂndﬂdégiymgiﬁm e mdw,

A quan sdl treng dir kg FVE & Slnk afde aga ddn sou phay

et thxy i Wivagy b vy gl divess o il [
Y- qenw it oy by it i phomg OV, PE 880 phdr B e
R e o ol i <35 ek,

".'qum:ﬁrrhﬁ-frg#mtwﬁuﬁughh:dmiﬂudﬂagmc#
i alaing Dfmk e sow b dife ot ACS fron ooe thigdp mach
winsh quz ala}

Ml 1 chon lpc o tic ding Kiring movg mude

Do md hinh tic dung duge If, vide ding
rivaroxaban cd thé Hén quan din vige tang nguy co
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chity méu che lp hojic chiy mau her i bit ki mb
holic co quan ndo cé thé din ddn thify miu san khi
TELY t. Chc din hiu, tridu chimg vi mic d6
nghiém trpng (bao gim két qua gy nir vong) =& khis
mhau iy theo v i wi mice i bofic pham vi chay
mdn vivhoje thide méw Trong céc nghién ciu im
sang chity mdu niém mae {nhir chay méu cam, loi,
tidu hoa, nidu sinh dye bao ghm &m dao bat thwémg
hode tEng chiy méiu kinh nguyét) vi thidu may
thuémg, duge thiy nhidu hon trong thiv gian diéu tri
rivaroxaban 18u dai so wii didu i YEA. Vi vy,
ngodi theo 461 14m sing ddy &, thi cic tess xéi
nghidm haomoglobinhaematoeril ¢ the cb gid tri
phat hién chiy méu bj che lip v& dinh hrong sir lién
quan vé mt Km sing cia chiy miu hé, khi dirge
dénh gid thich dang. Co nguy co chiy mdu gia tng
i nhitng phin nhim bénh nhin di bié, vi dy 1@ng
huyét dip ding mach nghiém wong vivhoac didu tr
phit hop véi cdc thude dnh huémg 1cd s chim miu
{xem phin Cawh b v thdn tromg khi dimg thadc).
Chay mau kinh nguyét cd thé dir d§i vivhodc kéo
dii. Céio bifn chimg xuit huyét b thé b bid hign
nhir 14 ybu, xanh xao, chéng mijt, nhirc din hoje
aumg khing rb nguvén nhin, khd thi v sdc khéng
il nguyén nhin. Trong mit sb hop do hedu
qui cda thide méu, cée wifu chimg thide méu oo tim
nhir divu ngye hodc dau that ngyre 98 dwge quan sit.
Céc bién chimg dil bigt thir phit sau chay mau ning
nhur i chimg khoang va suy thén do gidm e mdu
d3 duge bao cio ddd vii rivaroxaban. Do 34, kha
niing xudt huyét phii duge xem xét khi dinh gis inh
trang bénh & bét ki bénh nhiin ding thube khing
dfng ndo.
11, Qudi libu va edch xir tri

Trigu ching

Ciic truimg, hop qua ligu hidm gap Mo dén 600 mg
dupe bio cho, khdng cd cic bign chimg chiy mau
hodic cée philn img of hai khic. Do s hap the b
gidi han, nén the dyng triln voi mir tiép xic huyet
twrong trung binh khing tang thém dupe mong dei &
mitee lido trén lidu didu trj tir 50 mg trd b,

Hién chara cé chéit gidi dde d3c hidu 36 khing tic
dyng duge lyc hoe cia rivaroxsban.

Sir dyng than bogt tinh 3 gidm hép thu trong tredmg
g qued lidu rivaroxuban dige xem xét.

ekt chay medu

I'rén bénh nhin wbng rivaroxaban néu xay ra biln
chimg chiy miu, thi nén tam ngimg lidu diéu irj tiép
theo hoac ngimg hin difu tri néu thich hop.
Rivaroxahan co thiv gian ban thai khoang 5 dén 13
gitn (xem n Dwire ding hpc). Vidc xir mi nén
duoe i the héa tiry theo mive 4§ ning v vi trl xult
huyét. Co thé sit dyng cde bidn phip dién t tridu
chimg ndu clin thide, nhir ép co hoe (nhir vl chiy
méau cam ngng), phiiu thudt cdm mén vai cée thi
thufit kidm soft chay mau, tuvén dich va e bidn
phip hd g huyét djng, cic =hn phim mdn (hing
chu déng adi hodic huyét twong wrol diag lanh tiy
thudc vio tinh trang thidu man hoje bénh ding mibe
i ke hofe tida ciu,
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Wéu khang thé kifm 504t tiak trang chéy méu bing
ede hidn phip tén, nén xem xét sir dyng thude dic
higu dio chidn chit tién ddng miu nhu phic hop
prothrombin cd difc (PCC), phire bip prothrombin
hoat hoa cd diic (APCC) hode yéu td Vila ti 1 hop
{r-F¥1la). Tuy nhién, hi¥n git o ol it kinh aghidm
lim sang ve vide sir dyng nhimg ché phim nay twén
nhitng bénh nhin ding rivaroxaban, Khuyén cio
cilng dira trén dif liéu phi lim sing han ché. Lidu lip
lal eta thi oh hop véu 8 Vo sB drge xem xét v
tang gidmm tir v vy theo s cdi thién chay mdu. Tay
thudc vio khi nang hign o, nén xem xé0 tr vin v
bic =7 chuyén khoa trong tredmg hop chiy mau
ning (xem phiin Diegre iy fipe).

Protamin sulfist vi vitamin K khdng @uge dyi doan 13
co anh huodmg 1én hopt tinh ching ding cda
rivaroxaban, Cd it kinh nghigm vé vife s dang acid
tranxenamic vi khing cd kinh nghidm vé vige sir
dung acid aminocaproic vi aprofinin irdn cac bénh
nhin ditng rivaroxaban, Khing cd co s& khoa hge vé
bori fch clng nhyr kinh nghidém tromg viée si dung vid
che chiit man todn thin desmopressin & cic
bénh nhin ding rivarocaben, Do rivaroxaban gan
k&t wiri protein trong huyd wrong cao nén ngwii ta
cho ring khong the thim tich dugpc.

12. Tinh chit

Durgre liec hpe

Wi sz B Thiede chiing byt khoi, mt chit e
chi tre tilp d6i voi yéu 1 Xa.

MEATC: BOIAFO!

Rivarcxaban 13 mat chit &e ché trye tidp chon loc
cao 381 vid yia th Xa o6 sinh khi dang diimg udng

Cld.

Sy (re ebd wiu th Xa lm gidn dogn con dwimg ndi
sinh vi ngogi sinh cfia qud rinh ddng méu, bc ché
i sy hinh thanh thrombin va sy phid trién cla cyc
méu déng, Rivaroxaban khing de chi thrombin (yéu
th 11 hoat hoa) va di dwpe chimg minh klbng cd téc
dang trén tifu clu,

& : dyee hoc _

Sir e ché ydu 1 Xa phy thude lidy dimg duge duge
guan st thiy trén ngui. Thid gian prothrombin
(PT) bj anh haréimg 1 thude theo 1iéa rivarccaban sir
dung cé nrong quan chijt cha@ virl ndng 4 thudc
trong huyét tromg (gid tri r bing 0.98) néu dimg
Meoplastin dé djnh loong. Cac t thir khic o theé
cho cac két quh khéc ohaw Két qui ciia PT duge
bidu thi theo gidy, boi chi s6 INR (International
MNomalized Ratio) chl dupe hifu chuin va thim
dinh dfi v céc coumarin vt khing thé sir dyng cho
biit k¥ thudic ehfing ding ndo khac. :

Trong mit nghién ¢ia duge Iy lm sdng vé s dio
nyiroe dinge line hoc cie rivaroxaban trén 481 trgng
npuin lém khde mank (n=22}, hidu qua don lidu (50
IUMkg) cda 2 logi PCC khdc nhou, trong di od mdit
PCC mu th dmg miu (véu o 11, DX vit X) va mit
PCC & yiu 1 (véu 1 1L VIL IX va X) duge
dénh gid. POC 3 yéu ob lam gidm gid o Neoplastin
PT trung binh khoing 1 gifly trong vong 30 phit, so
vidi giam khoing 3,5 gidy et dwoe & PCC 4
véy th. Tuy nhién, PCC 3 ;E:T!l b higu gui chung
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manh vi nhanh hon trén thay ddi dio nguge & nhim
thrombin ngi sinh nai chung so vii PCC 4 véu b
{em mige O Jidse v odich xir e :
Thisi gian thromboplastin hogt hoa tmg phin
{aPTT) v HepTest ciing bj kéo dii php thude lieu
ditng; tuy nhién, céc xft nghiém pay khimg deoc
khuyén céo dé danh gis téc dung dupc e cin
rivaroxaban. Khéng can theo ddi cic thing s dong
méu trong this gian didu tri bing rivarexaban trong
lim simg quy, Tuy nhién, khi ¢b chi dinh
trén Mm sing, néng 38 cia rivaroxaban cd thé duge
do bing chc thir nghiém dinh hrgng ndng A khing
Xa

Duryye dijmg hoe

Hdp the ) ) _
Rivaroxaban duge hdp thu nhanh, v nong 30 16§ &
{Conme) it i s 24 gity nbng thade.

Rivaroxaban hp thu hdu nher hoan toin gua dudmg
udng va sinh khi dung dutmg uling cac {50-100%5)
v liku ding 2,5 mg va 10 me. bét k8 uing thude &
tinh trang d6ifno. Yide sir dyng thulc cimg wai thi
in khong Em adnh hoémg dén AUC hofe C,,, cia
rivaroxaban o ligu ding 2,5 mg vi 10 mg.

Durge ding boe cla rivaroxaban tuyén tinh woi lidu
dimng 1én dén 15 mg ngay | lan, O lidu cao hom
rivaroxahan cho thiv A0 hba tan han ché 4 hip thu
wii sinh khi dyng gidm va ti 1 hip thy gidm khi
ting liby. Dl rdy thé hign rd hen & trong thid déi
o voi trgng thii no, Tinh hién thién rong dige
ding hoc cla rivaroxaban & mirc vira phéi voi tinh
bién thifn gitta cic cd thé (V%) trong khodng 30-
400,

Sy héip thu rivarossban thy thude vao vi tri phing
thich thufie rong dimg tidu hoa. Gidm 29% ALC
Vi 56% O dirge 50 vl thudc vidén duge béo cdo
khi rivaroxaben dang cfm dwoc phéng thich trong
dogn gin cim rudt non. Mire tiép xic cia thube con
gidm thém khi thadc duge phéng thich trong dogn
%A ol rudl non, hay trong dai wring kn. Do dd,
erénh ding rivaroxaban phong thich tyi digm xa voi
da diy, b vi didu néy Eﬂﬂ't%:ﬁn dén giam =y hip
thi v [3m gidm mire tifp xic cia thude,

Sinh khi dung (AUC v Cyp,) clia rivaroxaban 20
mg duge ding duémgz udng bing cich nghién ra win
vii tho nghidn, hode hin dich voi mude va duge dus
vao éng thing da diy, sau d6 cho dimg tidp thic &n
ltng 14 nromg duong wai uong nguyén vién thaoc.
Dya trén tinh chit dwge lye hoe t § voi lidu ding
cir thé diy dodn duge cia rivaroxaban, cic két qui
sinh khi dyng tir nghién ciru ndy cb thé 4p dyung cho
cike lidu rivaroxaban thip hon,

Picer b

Giin két protein trong huyét twomg & nguir can, wép
xi khoang 92% dén 95% woi albumin huyée teong la
thnh phdn gin két chinh. Thé tich phin hi & mie
trumg binh wai Vo, khaing S0L

Chupén hia v thdl teir

Trong liéu rivaroxaban uhng vao, oo khoang 2/3 ity
bi thodi bifn qua chuyén hoa, trong dé mdt nia sag
did durgre thid trir qua thiln va mdt nira kia bj thai trir
quia phdn. 13 lifu ding com lgi thid trir trye tép qua

thiin dudi dang hoat chit khdng dbi trong mnde tidw,
ohin kom qua sir bid té chit ddng cita thén.
Rivaroxaban duge chuyén hoa qua CYP 344, CYP
212 vi cic oo ché khing phy thubc CYP, S thodi
bién do oxy hoa nhém morpholinon va thiy phin
cdic lign két amid 14 cde v il chuydn héa chinh,
Theo cé¢ nghién ¢l in vitro thi rivaroxaban 13 médt
chit nin che céc protein vin chuvén P-gp (P-
plveoprodein) v Berp (profein khang ung thar wi).
Rivaroxsban & dpng khong bign 48 B hep chilt
U nhdt rong huyét tong ngrivi. Khing cé
chiit nhu}gn hoa chinh hojic chit chuyén hda co heat
tinh trong tuldn bean, Vi 48 thanh thai todn thin 1
khodng 10 Vgid, rivaroxaban cd thé xép vio nhém
thutic ¢f & thanh thai thip. Sau khi tiém finh mach
vai liéu | mg, théd gian bin thii khodng 4,5 gid, Sau
khi ndng, vige thii trir lm han ché ti 1§ hip thu. Sy
théi trir rivaroxaban khoi huyét nreng iy ra vl thid
gian ban thid khodng 5-9 git & ngudi mé va khodng
1113 gity & regedsi gid,

Cée di 1 hié

Crkil fral

Crita bénh nhfin nam v nir khing o sy khéc bt vé
duge e hoe va duge ding hoe trén lim sang (xem
phiin Cech dimmg, lidw ding),

Nl grid _
i3 bénh nhin cao i, ning 46 thude trong huyét
tuumg cao hon & bénh nhin wé tudd, véi gid tri AUC
tramg binh cao hon xdp x1 gdp 1.5 Hin, phin km do
gihm (0 rang) dd thanh thai toin thén va 85 thanh
thii qua thiin. Khing chn didu chinh libu,

Cdn ning .

Ciin nfng co thé (< 50 kg hode > 120 kg) chi ed inh
hudmg mhé 1En ndng d rivaroxaban rong byt
tureng (durdi 25%). Khiing cin dicu chinh Tiw

Sur khadic Bidt gilta cde ddn iic

Khéng cd sif khéc bt trén m sang néo gifn cdc
bénh phin da trfng, mged My ghe Phi, Ty Ban
Mha, Mhid Bin hode Trung Quic quan sit duge tréa
depe dimg hoe v duge hee boe cha rivaroxaban,
Sy grivien e ndnyg gan

) bénh nhén xo gan suy gEm chilic ndng gan & mic
@ nhw (duge xép loai Child Pugh A), duge ding
hoo cin rivaroxaban chi thay ddi nhd (trung binh
ALIC cila rivaroxaban tiing 1.2 lin), gén nhe wong
dumme vii mide dgl dwge & nhom 361 chimg khoe
manh. O} bénh nhin xo gan suy gidm chite ning gan
i miiee & trung binh (duge xép load Child Bl
AL trung bloh che rivarcxaban ting déng k

2,3 Fn so v & ngudi tinh nguyén khie manh. AUC
el rivaroxaban khéng gin két profein tng gip 2.6
lin, Mhimg bénh nhin ndy ciing 44 gidm thai mir
rivaroxaban qua thin, trong e nhar bénh nhin suy
thin wirn Khing oo 4 lige & bénh nhin suy piam
chire ndmg gan ndnge.

Sar fre chf hoat tinh cia yéu th Xa thng gip 2,6 lan &
bénh nhin suy gan rung binh so vii rén ngwd tink
nguyén khde manh; s kéo dai PT ting twomg fr win
hé 56 1a 2,1. Bénh nhin suy gilm chirc ning gan &
mic df trung binh thuémg nhay cdm hon vin
rivaroxaban, din dén dd thi bidu difin mdi quan hé
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Dirgic ding hpeMhge e hoe (PEUTD) gilta nong
dd vi PT trir nén dis dimyg hom. )

Chéng chi dinh rivaroxaban & céc bénh nhin mic
hénh gan di kim wi bénh dang mau, din &n nguy
car chiéty man lién guan 14m sing, bao pdm ci bénh

nhin xo wii Jogd Child Pugh B v © {xem
phin Chdng chi dink).
Suy gicn cheic wing thin

Mirc tidp xic cia rivaroxaban ting 180 tuong guan
viri sy pidm chie néng thin, duwpe danh gid qua di
thanh thii creatinin. O kénh nhin suy giam chic
niing thin & mirc di nhe (Crep: 50-80 mlphii), trung
hinh {Crg 30-99 milphiit) vi ning (Crg: 13-29
mliphit), nfng d8 rivaroxaban rong huyét tnomg
{ALIC) tin hegt tang ghp 1,4, 1,5 vi 1,6 Bn. Sy ting
thc dump drpoe e hoo trenge fme i ré hon. O bénh
nhiln sy giam chite ning thin & mic 30 nbe, trung
hinh v nding, sir irc ché hoat ddng cia yéu t6 Xa nai
chung ting in leet ghp 1,5, 1,9 va 2.0 ln so vii &
ngudrt tinh nguyén khie manh, s kéo dii PT tuong
ty fiing img 1 gp 1,3, 2,2 vt 2.4 lin, Khiing
cd dir Tidu vé bénh nhén cd Crey < 15 ml/phiit.

Do lin két vir protein buydt toomyg cao, rivaroxaban
durpe dy dodin =& khing the thim téch duge,

Khuven cio khbng sir dungg thude & bénh nhin o6 dd
thanh thdl creatinin < 15 mUphdt. Mén thin trong
khi st dyng rivaroxaban & binh nhdn suy giam chire
nAng thin ning o6 &) thanh thai creatinin 15-29
mlﬂm{xhﬂ phiin Cideh o v thn trong bhi dieg
e,

D liu dhere dgmg b trén bish ahdn

C} nhitng bénh nhin ding rivaroxaban lieu 2,5 mg, 2
Minfmghy df phing ngia huydt khéi & bénh nhin
méc héi chimg mach vanh clp {ACS), nong 4§ trung

binh hinh hoe (khotdng dir dodn 90%) 24 giv v
khodng 12 gitr sau khi udng (dgi dign cho ndng d§
i da vt 16i thidn trong khodng thid gian ding
thudic) 1dn huge 1o 47 (13-123) va 9.2 (44-18) mcg/l.
i quan by ahegre ding hpe! digre e hge (PFEPD)
Mi quan hi duge ding hoc/duge lyc hoo (PK/PD)
piira ndng df oha rivaroxaban trong huyet twomg va
mie vai didm codi dupe lye hoe (s @c ché yéu
Xa, PT, aPTT, Hepiest) 48 duge dinh gid trong
khodng lidu diing rdng (5-30 me x 2 Bn/ngay). Mbi
quan hé giltn ndng dd rivaroxaban v hoat tinh cia
véu 1 Xa duge md td oit nhdt bing mé hinh Ep.
Béi vai PT, md hinh hé sb chiin tuyén tinh (the
linear intercept model) ndi chung md t dir ligu e
hom, Tiry thubc vio cée thude thie PT khic nhan
dugre sir dyng, 30 dbc khic nhau déng ké. Khi ding
Meoplastin PT, két qui cis PT khodng 13 gidy va dd
dite khoing 3 dién 4 gify/(100 meg'l). Két qua phin
tich PK/PD trong pha I1 va 111 phil hop véi dit ligu
duoe thyre hign trin cc nguid khbe manh,

Treé i
An todn vt higu qui chira dugee thire hign trén mé am
va thanh thidu nién dirdi 18 todi.
13. Gy cach dimg goi:
~ Wi bdm nhim - nhim; 10 vién'vi, Hop 1 vi, 3 vi
vl 10 vi.

~ Vihim nhim - PVDC; 30 vién'vi. Hip 1 vi, 2 vi
Vil 3 vi

14, Didy kifn bio quin: Bao quin & nhift df dusi
30°C. Tréinh inh sing trye thép v nod &m .

15, Han diing ciin thude: 24 thing ké tir ngiy sin xuls.

16. Tibu chuiin chili lwong cia thude: TCCS.

Cor s siin xufit va Cor sir phén phii:
CONG TY CO PHAN DUGC PHAM AMPHARCO US.A
Khu cing nghigp Mhen Trach 3, Thi win Higp Phude, Huyén Nhen Trach, Tinh Bdag Nai
Bién thoai: (2513 566202

h k AMPHARCO U.5.A




