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ZarelAPC 15
Rivaroxaban 15 mg

Thuive ndty chf ditng theo down thade
ﬂwspnwgﬁﬂnmmmmum
xar #ilm gay Iré em
Thing hio ngay cho béc 57 hoge dwye sTalimg ide dymg kivdng rong mede gip pidi ki s dyng drade

I. Thanh phén cing thire thube: M¥i vitn nén boo
phim chiza:
Thiterh phdn frogr chdt;
B IR OTEAEMRT e e i et e i ki 15 mg
Thimk phdn  #d  dwpe:  Lactose  monohydrat
Microcrystalline cellolose; Natri croscammellose;
Colloidal  anhydrous  silica;  Magnesi  stearat
Hydroxypropyl cellulose; Matri kauryl sulfat; Opadry
i1 white {Polyviny] alcohel, Titan dioxyd, Macrogol,
Trle, Lecithin); Red ivon owypd.
2, Dang bao ché: Vién nén hao phim mau hing cam,
hinh tron, hal mit khum, mit mit cé bogo b e
dilp trén vign, mit mijt trom.

% Chi dinh
Vign nén bao phim ZarelAPC 15 dupe chi dinh dé:

— Dy phing dit quy va thuyén tic mach toin thin
& ngwtvi lém bj rung nhi khing do binh 1§ van
fim 6 mdt hodc nhitu yéu & npuy co nhir suy
tim sung huyét, thng huyet dp, = 75 mdi, déi théo
durimg, & tidn s 40t quy hofic con thidu méu
cyc b thodng qua e da,

- Difu tri huydt kbii tinh mach siu (DVT) va
thuyén thc phdi (PE), v dy phing DVT vé PE
thi phét & ngudi ldn (xem phin Cank bdo v
thdn rrong ki dierg thuée: nhitng bénh nhén bj
PE b huydt ding khiing dn dinh).

4. Cich dimg. liu dimg

Cdch dimg
EDling dirdmg wimg,
Thuste nén duwpe udng cdng vai thirc fin {(xem phin
Lrnge déng hoc). .
Db vl bénh nhin khitng thé nut nguyén vién
thude, thi cd thé nghién vién thubc ZarelAPC 15
vl triin wii nude hay thite an mém nhe mede thio
ngay trnde khi ding v duge ding qua duimg
uong Sau khi wing vidn ZarclAPC 15 duge
nghién ra, thi nén dimg tiép thire in ngay sau dé.
Vién ZarelAPC 15 nghién ra o6 thé duge cho qua
dng thing dp diy sau khi chiic chan vide 85
thing ding, Vién thufc nghién ra nén duge ding
viri mit logng trde nhd qua dng thing dg day sau
dd duge tring vdi nudc, Sau khi uing vién
ZarclAPC 15 dirge nghidn ra, thi nén dimg tigp
thire in ding cho nebi in qua dwimg rudl ngay s
4 (xem phin Dengre dieg foc) .
D v ede idu dimg 10 mg va 20 me nin choién
sang s dung cde dang phdn 1w khic cf him
layeng thich hgp wiar vign nén bao phim LareldAPC
0 jrivaroxaban [ mgl hoge ZarsldPC 20
frivarocalan 20 mgl,

Lidu ding _

& D phing dor guy vit e tic mech togn thdn

Lidu khuyén cho la 20 mg x 1 ln/ngay, d8y cing
ki it i da dige khuyén cdo.

Vige didu trj voi ZarelAPC 15 nén duoc tép we
trong thid gian dii véd dida kidn loi ich vé dy
phong 6t quy vd thuyén téc mach todn thin la
virgt trédi 5o vai nguy co chay méau (xem phin
Cénhr baio wi thiin trong ki divey thude).

Méu bénh nhin quén uing mae ligu thude thi nén
uing ZarelAPC 15 ngay khi nho ra va tidgp mc
uling ngay | lin theo khuyén cio vio ngiy Hép
theo. Khing nén ding ]il.!'-ll gip A trong clng mit
ngdy & bt cho lidu thube 33 quén khing uing.

+ i tri Bgedt ki ik mach sdu (DVT) va thuydn

MQE.M&FT;&M j

Lifu khuyén céo cho vige bt din difu wj DVT
hofic PE 12 15 mg x 2 lan/ngiy tromg 3 tudn &
tign, tiep thee sau |4 20 mg x | Bn/ngdy d& tép e
diéu trj va du phong DVT vi PE tii phat, )
Bién trj ngdn han (it nhét 1 3 thang) nin cin nhic
cho céc binh nhin cb DVT hodic PE bi khil phit
béi céc yéu 1 nguy co nhit thi ddng ké {vi du:
dai philu thuft, hoge chin thwong ndng gin diy),
Thiri gian dién rj déi hon nén duoe cdin nhic cho
céic binh nhin o DVT hojc PE bi khéi phit
khéng lién quen ditn cic ydu 1§ nguy co nhilt thii
ddng k& hogc bénh nhin bj DVT heiic PE khiag
c6 yéu 1 khid phit, hode cb tiln s tdi phat DVT
hode PE.

Khi vige diu trf kéto dai ¢é dy phong DVT va PE
i phit (sau khi hoan thanh it nhit 6 thing didu i
DVT hofic FE) dige chi dinh, lidu dimg khuyén
cfio 12 10 mg x 1 Bn/ngay. O nhimg bénh nhdn b
nguy o i@ phat DVT hode PE coi 1& cao, ching
han nhie nhimg nguii mic bénh di kém phine
hodic dA tién trién i phit DVT hoge PE khi digu
irj du phimg kéo i bing rivaroxaban 10 mg % |
lin/mgay, thi lHéu riveroxaban 20 mg x 1 lin/ngy
nén dupe cin nhic.

Thiri gian didu tri v chon lide nén duge dénh pis
cén thin vé lod ich difu tr so vid nguy oo chiy
méu tiy timg ci ohdn (xem phin Cdnk bdo wi
thin fromg khi dimg frude),

Thng I
disng king

ngiy

Thiri gian | Chié dip lsbu
didu tri

Bidy
il du

15 mg x 2
Jhindngiry
X omg x 1
I gy

Ny 171

phéing T npay
DVT wh | 22 e wd
PE thl | e

|_phit
Tz S Kl | 10 mg x 1 | 1D mg
phbeg nim  thinh | lnfedy bode | hode 20
DVT v jlt nhit & {20 mg x 1 |mg

PE i fthing didu | lin‘egly
it firi ovT

30 mg

Mg

hadc PE
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Bé hi g chuyén lidu tir 15 mg sang 20 mg sau
ngay 21, nén oo sin mit 260 khai ddu diéu o
rivaroxaban trong 4 tudn diu tién cia diu didu i
DVT/PE. :
Néu biénh nhin quén wing mi ligu 15 mg trong
ché 4 lidu 2 lin/mghy (ngay 1-21), thi nén uing
thubc ngay Wp wre dé dam bio 40 30 mg
rivaroxaban moi ngay, Trong wuimg hop ndy cb
thé ubng hai vién rivaroxaban 15 my cimg mit lie.
Bénh nhin nén tidp twe vai lidu 15 mg x 2
Hiningéy nhir 43 khuyén cae cho nhitng ngay tidp
theo.
Néu bénh nhén quén ung thode trong ché df lide
ngiy mét lin, thi nén ubng ZarelAPC 15 ngay khi
nhé ra v tidp mc trong nhimg nghy tép thee voi
lidn mot lin mbi ngay aher 48 khyén cio. Khong
nén ghp 401 iy trong cimg mot nghy 38 bis Tibu 85
quiin.
Clappén tie thude khdng Vitamin K (VEKA) sang
.r'l'l-'ﬂ.l"m'@ﬂ
Vil benh nhin didu tri dy phing dit :Lug vl
thuyén the mpeh todn thin, nén ngimg vide didu trj
VEA v bt ddu voi rivaroxaban khi chi s INR <
3.0,
Viri bénh nhdn didu i va diy phomg tai phit DVT,
PE, nén ngimg difu trj voi VKA v bis ddu v
rivaroxaban khi chi sé INR < 2.5,
Khi bénh nhin chuyén tir VICA sang rivaroxaban,
chi =6 INR 28 ting gid sau khi uing dvaroxaban,
Chi 56 TNR khéng cd gid tr] do hedmg hogt tinh
chéng déng cda rivaroxaban, vi nhw vily khing
nén s dyng (xem phin Pweong fae, g ky cda
thrge).
Viramin K (VKA
O khi néng the dung ching déng mau khéng day
it trong thivi gian choyén tiép tir rivaroxaban sang
VKA. Cin dim bio ching ddng diy di uam
trong hilt ki thiri gian chuyén u-é sang mot ¢
ching déng thay thi khic. Cén I ¥ riing
rivaroxaban c thit gép phin lim Sing chi 50 INEL
) béinh nhin chuyn tir rivaroxsban sang VKA,
VEA nin dwge s dyng dong thid cho i khi chi
s0 TNR = 2.0, )
Trong hai ngiy diu tién cia glal doan chuydn 880
thdic, idu VKA dita chinh theo test TNR duge sir
dung sau lidu chudn VKA. Khi bénh nhdn sit deng
ddng thiri Rivaroxaban va VKA, nén kidm ira chi
s INR trude lifu ké tifp cia rivaroxaban ahung
phai sau 24 gilr so wii lidu mrde &, Khi ngimg sit
ung rivaroxaban, tién hanh x#l nghigm TNR 24
gitr sou i cubi cing 88 co kit qua tin cfy (xem
phéin Tieong tde, momg Ky cig  thude & Cdoh
ding, lidn o).
Ty i ihmtc fidn 3
3
ébﬁﬁuhﬁntﬁﬂ:ndmgmtﬂﬂﬁtﬁlﬁﬁd&ﬁmgdhg
dumg tiém, ngimg s dung cac thude chong dang
duimg tiém vA nén biit du whng rivaroxaban 0-2
gt trundie Hin dimyg tidp theo cia thubc tém (vi dy:
chc thude heparin trong huomg phin 1 thép) hodc

O

& thivl didm ngimg cés thude truyén tinh mach lién
tue (vi du: heparin khing phin doan truvén tinh

MWygirng ﬁa rivaroxaban va bt diu lida diu tign
cin thute ching ding duong tidm vao thii didm
ding liéu rivaroxaban tiép thes.

Suy thiin .

D ligu m séng han ché & nhimg bénh nhin

suy thin nling (do thanh i creatinin 15-29

mi/phit) cho thdy néng 4§ rivaroxaban huyét

uremg tang Wn ding ké. Do d9, thén rong khi
ding rivaroxaban & nhimg bénh nhin nay.

Khing khuyén cho si dyng rivaroxaban trén

nhitng bénh nhiin of 3 thanh thai creatinin = 15

mliphit {xem phiin Canh bao v thin tromg ki

ditrg thude & Dinze ding Fpe).

{3 biénh nhin suy thin mic 48 rung binh (Cry!

3040 miliphit) hofc niing (Cre: 1529 mbphit)

lidu khuyén céo dwoe dp dung nhur sau:

+ Trong dir phing dit quy vii thuyén tic mach
todn thin & bénh nhin rung nhi khing do van
tim, lidu khuyin cio 14 15 me, ngiy mt lan
{xem phin Dire ding foc),

+ Trong didu trj va dw phong DVT vi PE tai
phiit: bnh nhin nén duge didu trj 15 mg x 2
Hinnghy trong 3 twin diu tidn. Sao 46, khi
lifu khuyén céo 1a 20 mg x 1 ln‘neiy, nén
cén mhiic gidm lifu tir 20 mg x | Ilgim'ngay
xubng 15 mg x | ln/nghy néu ngay co chiy
mdn dwge dinh pid & cao hom npuy oo tdi
phit DVT v PE. Lifu khuyén cio 15 mg l
dira vao cic thimg sb nghién cim duge ding
hoe PE v chua duoc nghién ci & bii cinh
lim sang ndy (xem phin Cdnh bdo va thdn
srpmg kb ding thisde; Diege e hoc va Dnre

diing hoe).
Vi Héu khuyén cdo 13 10 mg x 1 lén'ngdy,
khéng cin thige phai didy chinh lidu
Klsitig edn didn chinh lifu & nhimg bénh nhin b
suy thin nhe {Cro:S0-80 mliphit) (xem phin
Drecre diing hoe).
Sy pan,
Chéing chi dinh rivaroxaban & cic béah nhin
miic hénh gan di kbm vdi binh déng miéu v
nguy co chiy miu o lién quan v& mat lim sing
by ik céc bénh nhin xo gan Child Pugh B v
 (xam phin Chdng chi dink & Dugre ding hoc).
Nkl g :
Khing <in chinh lidu (xem phin Dipe ding
Frcac ).
Cdn niing cor theé.
KEhéng cin chinh liéa (xem phin Dwpe ding
hpc).
e tmh:
Ehéng cin chinh litu (xem phdn Dwpe dbng
hoc).
Treé em:
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D6 an todn v hidu qua cia thudc & tré em vh -

thanh thidu nién tir 0-18 rubi chua dwoc thidt 13p.
Khing of dir g, Vi viy, rivaroxaban khong
dirre khuyén cdo cho tré dundi 18 tudi.

= Bgnk nhdn cdn chupdn nhjp: _

Bénh nhiin méc bénh gan di kém véi i logn ding
midu v nguy co chiy mau co lién quan vé mat 1im
ging ké cd nhitng bénh nhin xo gan vii xép lopd
Child Puggh B va C {xem phén Dy dighg foc),

¥ } oo Bt iéo Pl nil &b thai v cho con b,
Rivaroxahan cb theé duge b hodic tigp tne 6. Cinh hia vd thin { khi Iﬁ

trén nhitng bénh nhdn cén chuyén nhip.

Eadi verl bignh nhin chuyén nhip dya vo sidu dm
qua thye quin (TEE) mé khing dupe dign 1
Ehsl#ndg ding tnede d6, thi rvaroxaban nén duge

u it nhit 4 gitr tede chuyén nhip 88 &m

bio hidu qui khing dang diy 0 (xem phin
Prrpe fyee hpe v Dunre didng hoch. Tt i GG
bénh nhin phéi dugpe xéc nhin chic chin co
ding rivaroxaban theo dom thube d8 ke e ki
chuyén nhip. Vige quyét dinh khiri ddu didu i
v thidi gian digu tri nén dage dya vio cae inimg
diin didu i khing déng & bénh nhin chuyén
nhip.

—  Bifrh phdn of reeg ok Khdng do binf van il

A dwere POT foan thidp maoh vanh gua da) ed
i srent:
Cd it kinh nghidm vé viéc gidm lidu xubng 15
mg rivaroxahan x 1 Binnghy (hodie 10 mg
rivaroxaban % | lin‘agay cho nhimg bénh nhin
suy thin trung binh [Croy: 30-49 mlfphit]) b
sung vito phi di o6 chilt e ché P2Y 12 trong 1
da 12 12 théng & nhimg bénh mhin cd rung nhi
Khing do bénh van tim cin phai wing thubc
chiing kit tip tidu cau va sau khi thire hign PCI
e dit stent (xem phin Cdwlr bdo v e trong
khi ding thude & Duge ding hpc).

. Chilng chi dink

— Qué min cim voi rivaroxsban hodc bt ky thanh

phiin ndo cla thudc.

Bénh nhdin dang chéy mdu ding ké frén lam sing,

Tia thuomg hojic cb bénh 1§, néu duge xem li mt
rﬁm}'mchﬂynﬂung}ﬁ&uh—m.ﬁiﬁutﬂymﬂuﬁm
pim kot dutmg G héa bién tai holic gn dily, xur
ién khdi o dc tinh vii nguy oo chiy e cao, gin
dﬂyn&tﬁnlhml_ﬁnhﬂ:uﬂgﬁéﬁ.gﬁnﬂycd
il thudt nfio, cat song hofe mis, xeit huyét ndi sp
giin diy, & biét hodc nghi ngir gifin tinh mach thye
quén, &j dang ddng finh mach, phinh mech mau hode

céc bt thrtmg, mach méu ldm trong ot shng boje njl

L

Theo difi lém sing phi hep wdi thye hanh s dung
thude ching ding min duge khuyén céo rong
suit thivi gian didu .
Nguy cor xuidt bt
Ciing nhi véi cac thude ching ddng khic, nhimg
:‘fﬂl nhin sir dyng riviroxakan phai diroc quan sét
n thim d8i vl cae dia hidu chiy miu. Khuyén
cin Tén s dung thiin irong irong nhimg chimg
bénh o gia ting npuy co xuit huyét, Phai nguig
ditng rivaroxaban nét 6 xudi huydt xdy ra.
Trong nhitng nghién ciru 18m sing, nhimg chéy
miu nigm mac (nhar chiy miu cam, mrw, tiéu
hoa, nigu sinh dpc bao gém dm dpo bt theimg
hedic ting chiy miu kinh nguydt) va thifa miu
tharémy durre thiy nhifu hom trong thin gian diey
trj rivaroxaban lin ddi so vdi diée o VEA. Vi
vity, nigodl theo doi 1m sing dity di, thi cie xét
nghiém hasmoglobin/haematocrit ob thé ob gid i
phit hién chiy mau bi che Wp va dinh legng sy
phill hip trén 16m sang cua chay méu ha, khi dirge
diinh gid thich ding.
Mt vai phin nhém binh nhin, nhir duge wrinh bay
chi tiét dwdi ddy, cb nguy co chiy méu gia ting.
Nhitng béah ohin nay phiti Suge theo dbi cée diu
hiu v tridu chimg cda céc bién chimg i‘.'l'.u:l.;r Tl
vi thifu méu mot cach clin thin sau khi bat diu
diéu trj (xem phin Tde dung khing mong i
edlat trande).
Khi o bit k¥ sy syt gidm haemoglobin hay huyét
4p ndo khing gidi thich duge thi phai tim kifm vj
tri chiwy mi.
Mac dii difu trj vei rivaroxaban khéng cén pha
theo &0 thielmg quy mie tidp xic cia thude,
nhumg ning 4§ rivaroxaban duge do heimg, vii xél
nghiém dinh lugng khéng yéu t6 Xa duge chodn
dinh cd thé cd ich lyi trong nhimg mrimg hop
ngopl 18 md sy am hidu ve mire tigp wic
rivaroxaben cé thé gilp cho nhimg quyét dinh vé
lm skng, vi du qud lifu va phiu thult edp cim
(xem phin Duare fpc froc va Desge dyimg Aoc),

- Bénh nhin dang ding phdi hop v cae thade ching
ding khic, nhir heparin khing phin dogn (LIFH),
heparin mong hromiz phén tir thip (enowaparin,
dalieparin,..), céc  din  xuM  heparin
{fondaparime:, ), cic thube ching ding dang uing
{warfarin, debigatran ctexilat, apixobam,..) trr cho
trintmz b dilc bigt trong B trinh chagydn a8 thubc
ching dong (xem phin Cdch dimg, fiew a'uﬁ ]
hodic khi LFH dwpe sir dung o lidu clin thiét 48 duy
tri vide mér dog thing ddng mach hode finh mach
lﬂmgt.ﬁm{xmmﬂn'ﬁ.rmgrdu. g B Chid
),

3o

O nhimg bénh nhin bj suy thin niing (4§ thanh
thai creatinin < 30 mi‘phit) ndng & rivaroxaban
trong huyét mong ciu co thé ting Mn ddng ké
(trung binh glp 1,6 lin) o6 thé din dén ting ngny
co chiy méu, Rivaroxeban phii duge ding thin
trong & nhimg bénh ohin cb d§ thanh thii
creatinin 15-2¢ mbphit. Khong khuyén cdo sir
dung & nhitng bénb nhan o6 d§ thanh thai creatinin
< 15 ml/phit {xem phin Cach ding, fidu ding &
Purge dding hoc).

Rivaroxsban nén dugc dimg thén trong & nhitng
bénh nhin suy thin phél hep véi cdc thude thude
khic lim tang ndng 46 cia rivaroxaban trong
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huyét trmg (xem phiin Tuomg rde, memg ky ctia
),
e tic wii cde thude Khde
Khéng khuyén cao sir dung ddng thivi rivaroxaban
vit thudic chibng nfm nhom azol ding dwimg toan
thin (nhir ketoconazol, itraconazel, voriconazol va
posaconazol) hodc cac thude o ché prodease HIV
(nhr ritonavir), Mhitng thiebe ndy 14 cdc chilt i
ché manh ch CYPIA4 Hn P-gp vir do &6, ob thi
lam ting néng 84 riviroxaban rong huyét uomg
dén mire &6 b dnh hrdmg trén Hm sing (trung
binh gdp 2.6 lin) o6 theé din dén tang nguy co chiy
i {xem Mﬁn Tiromg fde, Rnong by cwa thnde)
Cin ding thin trong néu hénh nhin dang ding
déing thoi i cée thude dnh huing dén qué trinh
cim méu — dong méu nhi cdc thudc ching vidm
khimg phii steroid (NSAID), acid cetylsalicylic va
thube e ché két tip tifu cliu hodc cic chilt dc che
tif thu hii serotonin chon loc (SSRI), vi ciée chi
i ehé tdi thu hdi norepinephrin serotonin (SNRI).
Mem xét didu trf dy phing chiy miu irén bfnh
nhin ¢d ngay oo loét dwbng tiéu héa (xem phin
Teeemg tdv, fwomg ky cad thide),
O wdu 1d xude bt bhdc
Turemg tir nbue e thube ching huyét khii khic,
rivaroxahan khimg duge k.hl!_'p'él'l cho cho cdc bénh
nhiin 6 ngy co gia tng xuit huyét nha:
+ Réi logn chiy miu bim sinh hofic mic phai.
+ Ting huyét p dfng moch nghiém trong khéng
kiém sodt duge,
¢ Bénh dutmg tidu hoa khic ma khing kim loét
durimg, tidu hoa dang tidn rifn nhimg o6 the
dfin ddn cac bién chimg chiy mau (vi dy nho
bénh viém rudt, vidm thye quan, viém dp dby
it bénh trdo ngwoe thyre quén d day),
+ Bénh Iy ving mge do mach médn.
' E!ll;lfmggiﬁn phé quan hodic tién sir xudt huyée
phit,
Fdnh niadn thay vam N ahdn fgo
Rivaroxaban khing nén dimg dé ditu i di phong
déing méu & nhimg bénh nhin ghn ddy da wai qua
thay van ding mach chii bang ¢an thifp qua gﬂg
thing (TAVE]) B an todn v hifo gqui cioa
rivaroxaban chua duge nghign cini & bénh nhin
thuy van tim nhin tao, Do dd, khing cé dir ligu
chir thily rivaroxaban dem lgi sy chéfng démg ddy
i & nhiing bénh nhin ndy. Khuyén cio khing sir
dyng, ribvaroxaban cho nhimg bénh nhiin sy,
Bénk nhin mdc bt chimg khdng phospholipid
Thube ching dng méu dwimg uing tic ding mc
11'&! (DOAC) bao gom rivaroxaban khing e
khuryéin cin dimg cho nhimg binh nhan cb tién si
huydt khdd dwoe chdn doén mic hi chimg khang
phospholipid. Bjc bigt d6i vl nhimg bénh nhdn
imd b b ba deong tinh (01 vai thushe cﬁ:ﬁ ding
lupus, cic khing thé khdng cardiolipin vi céc
khiing thi khing beta 2-glycoprotein 1), didu trj
bing DOAC co thé lién quan dén vige ting ti ¥
che bidn e huyis khoi tai phat so voi didu 1 bing
thube khing vitamin K.

A0

— Bk whin od rung mhT bidng do bénh van tim dF

dhrre POT foan thigp mach wimh qua dal oo d
shenft
Cac db lida [dm sing o dwoe e mde nghién cfu
con thiép wii muge dich chinh 1 ddnh gid sy an
ioén & nhimg bénh nhin o rung nhi khdng phai
do bénh van tim 38 dirpe PCH od kém &8s stent. D
ligy vé hidu qui trong quén thé niy et hgn ché
{xem phin Cdch dig, fieu divg & Dhepe fwe hoc).
Khimg ¢t dir litu cb sin cho nhimg bénh nhin ndy
cd tifn sir bi 3t quy’ con thifu méau thodng qua
(TTA).
Rinh i b thgeén e phdi (PE) oo e ding
kiing dn dink hofe binh mhin cdn ding i i
s Foawér Kivdi hoe phdi thugs Idy Frpeée ki phai
Rivaroxaban khéng duge khuydn cio didu i thay
thé cho heparin khing phin dogn & nhifng binh
nhén bj thuyén tic ph%li_-:-lfl huyét ding khing dn
dinh hoje cé thé padi didu tri tan huyét khi hofic
phiu thudt 1y huyét khi phoi do d§ an todn va
hifu qui cha rivaroxaban chia duge chimg minh
irong céc tinh budng 1im sdng oy,
Chge hogde gdy md ngodl ming CUmE Ty SOnE
Eﬂgﬂy mé tryc thin kinh {ngoki mang cimg' toy
) hodc choe db ngodi ming cimg/ly
bénh nhin dige diéu i bing thube ching huyét
khéi dé phong ngira bidn chimg huyél khii oo
nguy co bj tp mau by sbng hodc ngodi mang cimg
cf thé diin dén ligt la dii. Ngwy oo cia cac bifn
chimg nay thim chi cdn tang ¥n khi =i dung tha
thugt dat dng thiag ngodi mﬁn% cing hju phia
bode sir dyng dong thid ehe thude anl hndmg téi
s cllm mau. Nguy co cling oo the ting 1&n khi bi
chin thireng hodic ehpe db 1p lgi thy sing hojc
ngodd mang cimg. Bénh nhin nén duge thirimg
xuyén theo dil cie diu higu va ity chimg suy
gitm thén kinh (v dy: 1 chin hogc yéu chin, rbi
logn chirc niing cdz rudt hode bing quangh Néu
phat hidn o6 suy giam thin kinh, cin chin dodn va
didu 15} khiin cap, Bdc s cin cin nhic gilm lgi ich
e thi v nguy co ndy trede khi can thigp vio rue
thin kinh & bénh nhdn 43 hode sAp dimg khang
Sbug 84 du phong huyét khbi. Khing co kinh
nghiém Vim shng si dung rivaroxaban 15 mg trong
i nnmg hop ndy. ;
D& gidm nguy co chiy méu lign quan dén vige si
dung rivaroxaban déng thiri vei gy mé o thin
kinh (ngodi ming cimg/tly sbng) hodc choc do Wy
song, hdy xem xét dit ity dwee ddng hoc cla
rivaroxaban, £ hodc rit dng thing ngodi m
cing hoge choc dé thit limg duge thre hidgn
nhit khi tic dung ching ddng méu cla
rivaroxaban dinge woe tinh 14 thip, Tuy nhidn, thii
ginn chinh xac & dat duge hidy qua chéng ding
midu A6 thip & méi bénh nhéin chira dugpe bidt dén.
Vige rif Gng thing ngodi méng cimg vt dyra vio
cic dje tinh dege dng hoc chung it nhit 13 gip 2
lin thiri gian bén thii, nghia 14 it nhit 18 giir &
bénh nhin tré twdi vb 26 g & ngudi gii tinh
sy khi Hn cudi wlng rivaroxsban (xem pllﬁr'l

T

Ak

i)
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Dwre ding hpe), Nén udng rivaroxaban sém nhit
b & gitr =au khi rit b dng thing,

Méu wiy ra tin thieng do choc db, cin tri hodn
vide sl dung rivaroxaban 1 24 gid sau

Lidu khuydin edo tritre va saw thit xam idn thudr va
cart thigp phiw thigs Kede mgodd phadn St theo
chummg frink thay the ki hdng hoge khip gdi
Méu cfn phii thye hién phin thdt hodc thi thudt
xam 1in, ¢fn ngimg ding rivaroxaban 10 mg tndc
khi can thiép it nhiit 24 gidr, néo 06 thé vi dim trén
dénh gid #m ng cia bdc 5T

Méu khéng thé iri hodin thi thust, thi nén dinh gia
ngury o tng chiy mdu so voi tinh khin cip cia
can thigp.

Sau khi tifn hanh ede thi thudt xim lin hodic can
thigp phiu thujt, nén bt ddu so dung Iy
rivarcxahan cang stm cang tdt khi tinh trgng 14m
sing cho phép va qua trinh cdm mdu ddy &6 di
duge thiét 1gp bivi bic st diéu trj (xem phén e
ddmg hpc).

I g

Nguy co xuit huyél o the ting theo & wii (xem
phiin Dwgre diing hoe).

Phidn smg v da )

Phidn dng da nghiém troog, bao ghm hdi chimg
Stevens-Johnson/ hogl tir thigmg bi nhifm e vA
i ehimp DRESS, di duge bio cdo trong qud
trinh gitm =it rivaroxaban sau khi o kanh (xem
phin Tde dung khing mong mewdn cig tdc),
Bénh nhin disimg nhir o6 nguy co cao nhét vl céc
phin img s6m nity trong qud rink i ligu: sy khoi
diu cii phin img x4y ra trong phan lm céc frudmg
hop trong nhimg wian diu didu o, Nén ngumg
diing rivaroxaban khi thiy xudt hifn diu tién cia
phét han da nghiém trong (vi dy: lan rfng, dit dfi
vahotic phing rip) hodic bt ky diu higu qua min
cim ndo khac kém vai ton thuong nlém mac.

- T derpre: Thudie b chima dacrose, Do dé, bénh nhin
cd bénh di truyén hifm gip khing e
galactose, thidu enzym loctase hodc kém leip thu
ghicose-galactose khing nén ding thude nay.

. Sir dung thude che pha nir c6 thai vi cho con
bl
el

B an todn vi hidu gué cda rivaroxehan & phy nit
et thai chaa duge thiét Wp, Che nghidn ci tén
diong vit cho thiy dic tinh trén sinh sin. Do co
tidm An dGc tink sinh sin, nguy ¢o chiy méu bén
trong va bing chimg I rivarcsaban qua dugc hang
rao whau thai, chong chi dinh ding rivarccabom
cho phy it ¢ thai_

Phy nir co kha niing sinh ¢on nén tranh tha frong
khi i ir] wii rivaroxaban.

Khd ning sinh sdn

Khing o6 nghién ciu cp thé vide ding
rivaroxaban & ngwid tién hémh danh gid dnh hrém
dén khir ndng sinh sn, Trong mit nghién cin
khé nang sinh sin & chudt dire v cdi, khing thiy
dnh g mio,

Pl nid cho oo bii

9,

S

"
=

£4 an todn v hidu qud cia rivaroxaban & phy niy
chio con bi chira duge thiés Bp. D lige e dng
vit chi ra riing rivaroxaban duoc bai it vio ste
mg. [k 86, rivaroxaban chong chi dinh trong thid
gian nudi con bing sita me (xem phin Chdag cohi
dink), Cln phii quyét dinh ngung cho b hoje
nimeg thude did i,
Anh_hywimg cia thude Bn khi nding 15i xe va
¥ nh md
Kivaroxahan oo Anh hrdmg nhd i khi nding i xe
vi viin hanh may méc. i co bio cdo v cic phin
img bdt ol nhur nglt (din suat it gip) vi chodng
ving (tin suit: thuomg gip) (xem phin Tie diog
kirding mromg micdn ciia thude). Bénh nhin gip phid
chc phin img bat lpi nay khing nén 140 xe hosc
viin hiinh may mde.

£

e thuiie de ehd CFP3A4 va Pgp _
Dhing ddng thir rivaroxaban v thodc ching ndm
n_hl:rln axnl nhar ketoconazol (400 mg W |
lin/ngay) hofic ritenavir (600 mg x 2 Mningiy)
ddin ddn AUC binh cia riviroocaban o trang
thii fn dinh ting gap 2.6 En2,5 n va C,,, trung
hinh rivaroxaban ting gip 1,7 lin/16 lan, cing
wii sy ting ding ké tdc dung dmge lwe hoc cia
thudic ¢ dén ting nguy oo chéy miu, Do
46, khing khuyén cho sit dung rivaroxaban ding
thivi vei cde thubc khing ndm nhdm aenl ding
duémg todn than nhu ketoconazol, iraconazod,
voriconazol va posaconaeol hoje céc thube e
ché protease HIV, Cic chit nay 1a char i ché
manh ¢ CYP 3A4 va P-gp (xem phin Canh hdo
vl thdn trong khi divng thidc).
C#ie hoat chit (e ché manh chi mt trong cée con
dudmg thii trir rivaroxaban, hodc CYPIA4 holic
P-gp, duge dy kifn s lam ting nong &) cha
rivaroxaban trong huyét teomg & mie & thip
hon, Chéng han, clarithromycin (300 mg x 2
lin/ngay), dwge xemn & mdt chét do ché CYPIA4
minh ¥4 ¢ chié P-gp trung binh, khi s dung
ding  thiri dh_ﬂﬁ.wc trung binh cia
rivaroxaban din dén ting mhp 1.5 lin v O, ting
1,4 lan. Sy tromg tée véi clarithromycin co

khing lidgn quan dén [dm sing o hiu hét bEah
nhén nhithg o6 thé déng ké trén cic bénh nhin co
nguy co.cho (i vii bfoh nhin suy thin: xem
phin Clinl bdo v thin trong khi dimg thudc).

Erythromycin (500 mg x 3 Ka/ngdy), Gc ché
CYPIAY va P-gp & mire vira phii, khi sit dyng
déing tioi, diin dén AUC va C,,,, trung binh cia
rivaroxaban tng gip 1,3 lin, Sy twmg e voi
ervthromycin of the khing lidn quan dén lam
sang & hin hiét binh nhin nhimg o6 thé déng kd
trén cic bénh nhim cb nguy co cao,

O phing bénh nhin bj suy thin nhe,
ervthromycin (309 mg 1 3 Hnngay) lim tang
AUC vh C,, trung binh cia rivaroxaban Kn
tromg fmg B 18 vi 1,6 lin khi s véi nhimg déi
tugmg cd chire nfing thin binh thuimg khing ding
dbng thisi erythromycin. O nhimg bénh nhin co
suy thiin mire 4§ trung binh, erythromycin lam
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tang AUC va C,,, trmg binh cika rivaroxaban lén
twomgz img & 2,0 vi 16 1in s0 vdi nhimg ddi
g oo chire nfing thiin hinh thudng khing dimg
dimg  thii  erythromycin, Téc  dyng cba
erythromycin & thc dyng oing thém dii voi suy
mam?i{m phiin Cdnk bhdo v thin frang khi dimg
fheedc),

Fluconazol (400 mg x | Bn/ngiy), dwpe xem 4
thube tc ché CYPIA4 vira phai, din dén ting
AUC trung binh coa rivaroxaban 18n 1.4 l&n vi
ting Cpg trung bink [én 1,3 kin. Sy teong tic v
Auconazol oo thé b thé ding ki wén cie binh
nhin o6 nguy oo cao (d6i vid bénh nhin suy than:
xem phin Cinh bdo va thdn tromg ki ding
thudic)

Vai cic dir ligu lam sing hen ché cé sin voi
dronedaron, nén tranh ding dong thid  wai
rivaroxzhban.

Cie thude ching dédng

Sau khi sit dung phil hep enoxaparin (40 mg don
lidas) il rivaroxaban (10 mg deon lidu), ghi nhin
cﬁmdmgmngnlﬁmlr&uhnatr&ﬂi&u:héﬂu
16 Xa nhumg khéng b bat ki tac dng cdng thém
mdo trén chc xét nghifm ddng mau (PT, aPTT).
Enoxaparin khing tic djng $én duge dng hoc
con rivarokaban.

Do nguy oo chiy mid gia ting, nén cin chi §
bénh nhin néu didu irj dbng thii vii bét ki e
thudc ching déng khdc (xem phiin Chdng chi
dinh & Cambr bete vé then trong ki dimg thudc).
Cde fude NSAIDY Cée thude ke chéd bt idp tidw

i

Sau khi sir dyng dbdng thivi rivaroxaban {15 mg)
vi naproxen 500 mg, khing thay of sy kéo dai
thini ginn chay mdu ldo quam v& mit Lim sang.
Tuy nhidn, dip img duge lie bpe tén mit =6
bénh nhin co thé v gt hom

Chiza thiy cd clc the dupe ding hoc va
dupe hre hoe déng v mait lim sing khi
rivaroxaban dugc dimg dimg thoi wal scid
acetylsalicylic 00 mg,

Clopidogre! (lifu ngp 300 mg, sau do ding lidu
duy frl 75 mg) khing thiy cé mromg tdc duge
ding hoc (woi rivaroxaban 15 mg) nhamg & mde
nhém nhé bénh nhén ghi nhin dwpe sy tlng hién
quan dién thisi gian chay mén, mi khéng b tuomg
quan dén s két tip tidu clu, P-selectin hoje ning
i eda thy the GPIIL/THa.

4n chi ¥ bénh ahdn nbu diku mj bénh nhin ding
i voi cdc thulc NSAID (bao ghm acid
poetylsalicylic) vi cic thudc o ché két tip téu
chu vi céc thude niy lém fng nguy co chiy miu
mit ciéch dic mmg (xem phin Cank bdo vd thin
trong khi dirng thudc),

SSRIENRY

Nhar cée thube chiing ddng khac, b thé oo kha
ndng bénh nhin bj ting oguy co chay man trong
truimg hop st dung ddag thai vai SSRI hoje
SWRI theo nlr tie dyng di duoe bao cho cia céc
thudc ndy trén téu clu Khi sir dung dong thin
wiii rivaromaban trong nghién ciu 18m séang, 1 1§

L

cao hon ding ké cac bifn b xufit hign nghiém
trong hode khing nghiém trong €0 quan dén Eim
sing dfn gip & it cd & cde nhom didu ir.
Warfarin

Vide chuvén ddi cho bénh nhiln tir thude khing
vitamin K warfarin  (INR 2,0-3,0)  sang
rivaroxaban (20 mg) holic tlr rivaroxaban (20 mg)
sang warfarin (INR 2,0-3,0) lam théi gian
prothrombin/INR (Meoplastin) ting thém nhigu
hom mirc cing hop (co thé quan sat gia tri INR
ting 16n dén 12). tronp khi tée dung 180 trén
aPTT, hoat tink e ché vidu 1§ Xa v thrombin ndi
sinh o khi ning cing hop.

Néu muon kigm tra the dung duoc lye hoc cia
rivaronaban trong giai doan chuyén dbi thube, cd
thé sir dyng cic test vé hoat tinh e ché yiu
Xa, PRCT v HepTest do nhimg xét nghifm nay
khding bj tic ddng béi warfarim, T ngly thr 4
sau khi dimg warfarin wé di, 1t ca cdc test (bao
phm PT, aPTT, irc ché hopt tinh yéu 1§ Xa va
ETP} chi phan énh tdc dyng clia rivaroxaban.

Néu mudn kitm tra tie dyng dige lye hoc clia
rivaroxaban trong gial doan chuyén dbi thudc, co
thé do luimg chi 56 INR & thoi didm rivarowaban
dit niing 3G iy {Coaeen) {24 gide sau khi wing licu
rivaroxaban toéc) do & thid  didm  da,
rivaroxaban &nh hidng dén xét nghigm & mic 46
nhi nhit,

Khéog ghi nhin nremg tée duge ding hoo gitn
warfarin v rivaroxaban,

Chit cdm g CYPIAS

Ding déng thri rivaroxaban vii chit cim img
CYPIA4 mgnh nhr rifampicin dfin dén ALC
trung binh cia rivaroxaban gidm khoing 50%
song song vii gidm tée dyng dwge Juc hoe cika
ﬂmfc. Ding dng thir rivaroxaban voi cic chiit
cim img CYP3A4 manh khic (nhu phenytoin,
carbamazepin, phenobarbital hodc 5t John's
Wort) ¢t thé ciing din dén giam nbng 49
rivaroxaban trong huyét neemg. Do &6, nén trinh
sl dung dbng thii vai cic chit cam tmg CYP
3A4 mpnh trir khi bénh nhin dugc theo dbi chit
chi che diiu higu v tridu chimg cis et khii,
Pheemg phdp didu tr) phdi hop khdc

Khing quam sl lhﬂ}' wromg tde duge ding hoo
hofie duge fye hoe co ¥ nghia Mim sing khi dimg
rivarmenban phoi hop woi midazolam (oo chit cla
CYPiAd), digoxin (co  chit cia  P-gp)
atorvastatin (oo chit o CYP3IA4 v P-zp) holic
omeprazol (e ché bom proton), Rivaroxaban
khing e ché ciing khing gy ra bit ki déng
phén CYP chinh ndo nhar CYP3A4,
Khéng thiy twomg tde co lin quan ve mit lim
sng vii thye (xem phan Ceach ding, [iF

Cide thing sd xér nghigm

Cée thing 58 xét nghidm dong mdu (PT, aPTT,
HepTast) dwge chio 1 eb bj dnh hiedmg do pharong
thire 1ac dung cla rivaroxaban (xem plﬁn Drirc
Hec o,
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11, ng khfing mon DR caa
Tide dyng phy thining pip, 110 > ADR = 1100
M va hé Bach huvée: thidu mdu (bao gbm ci
théng s0 xét nghiém nrong img).
H thdn kink: chimg mit, nhirc ¢,
Trdn mir- chity mau mét (bao ghm xuit huyét mang
ket mac),
Trdn mach mdn; s huyét dp, by man,
H§ hd hdp, ngwe vd rrung thae: chiy méu cam. ho
.
H§ tigu héa: chiy miu netu ring, xudt huyét
dutmg tidu haa (bao gdm xuit huyet mye irng), dau
da iy v dau bung, kha tidu, bubn ndn, tio bon®,
tiu chay, non",
Cram, micd: tARE FANSAMIEISE.
D vix mé dwiri o ngia (bao gdm céc trutmg b
ngia todn thin it gap), phit ban, bdm tim, xu
huryeét da va dudd da.
Cer o My vil md [ign hés: dwn & chi®.
Thon vd Hidr nigu; xufit huydt dwomg tigt nigu-sinh
dyc (bao ghem tifu ra miu vi rong kinh™), suy thin
(bao gim thng creatinin mdn, ting uré min ),
Todn than, sbt®, phit ngogi bién, gidm sic e v
nang luong todn thin (bao phm mét moi vi suy
nhugc). w
Chin thnnong, dic tinh va ode bidn chimg phdau
thwde: chity méu hiu phio (bao givm thifn méu hio
phidin va it haryét vét méy, tham tim, chiy dich vie
thuromg™,
Tic dung phy i gdp, 17700 > ADR = 1/1.000
Mii vir b back huepde: tang tifu céu (bao gdm ting
s lromg titu chu)®, gidm I&u el
Hé midn dich; phin dng Jj g, viém da dj fmg,
phil mach vi phi do dj ing.
145 than kirh: xufit huyét niio vi ndi so, nglt.
Trén time nhip tm nhanh,
M fidn Frdber: kb migng.
Gan. mdi: suy gim chirc ning gan, ting bilirehin,
tang phosphatase kiém man®, ting GGT*.
Dha it md i da: ity day.
Cler xuecrmg kb v g Fider b3ty mdn Khdmp.
Todn thin: cim thily khéng khoe (bao phim khé
chju).
Xér nphigm: ting LDH". ting lipase®, tang
amylese”.
Tde dung pho hidm gdp, 110.008 < ADR =
T oo
{Fom, mgi: vang da, t@ng bilirubin fign hop (cd hogc
khing kém theo ting ALT), & mit, vidm gan (bao
g&m&m thuremg 68 bio gan).
Cor xseong Kivdp v et fidn be: xudit huyét oo,
Toin thin: phi cue bd. =
Tebr thueoeeg, dc tink vt cic ben chibag hdu phdu:
phinh mach gi4.
Tiic dung phy vt hidw gip, ADR < 1210, 000
¢ micen dich: phin (mg phim v bao gim sbc phin
vt
Da wa md okl da hii chimg Stevens-
Johnson/Hoai tir thixmg bl nhidm déc, i chimg
DRESS,

Chira dirgre bidy i sudf fehera thé wdc ok tir di
figu sdn cid)
Cor xsomg khdp va i licn két: hii chimg khoang
thir phat do chiy méw.
Ther wi tidt nigw: suy thin/ say thin clip tinh thir
phat do chity méu b A& gy m grm od miu,
2w 1t frang de phomg FTE o bk mhadn gt ko sow phedie
it oy i b, oiic: khadip s theas cfiroongy irivsh, :
" g sl fromg Bk e wd o pledmg DFT, PE kir pldt I ndt
srrces pidp & piy ik <35 tudi
©: quan sdr teaty it i trowng chy philng b e 0 Wy didng mach
& mhatng hivh ahde sou bhi didy 1 ACS (saw can thiép mgch
vtk o o)
M ti chon fo cde tde dung khing morg e
Do md hinh the dyng dupe 1§, viée dimg
rivaroxaban cf thé lién quan dén vide ting nguy co
chiy mau che lip hofe chiy man hé tir bit ki mé
hodic e quan nao co thé din dén thidu man san khi
wudt hovés Cic dﬂ-\; higu, trigu chimg vi mirc dj
nghiém trong (bao gbm két qui gay ur vong) 58 khac
than tiy theo vi trl va minc 3 hojc pham vi chiy
méu vahoge thidu mae. Trong cic nghién ciu Bm
sang chiy méu niém mac (nhe chdy méu cam, leri,
tidy hoa, nidw sinh dac bao gdm dm dpo bit thstmg
hode ting chay miu kinh nguydt) va thifu méu
thuémg darge thdy nhidu hon trong thin gian didu o
rivaroxaban 1Au dai so wii didu o VEA. V1 vijy,
ngodi theo did l4m sing diy di, thi che test xét
nghiém haemoglobinhaematocrit of thé cé gid i
phat hién chiy miu bj che Ep va dinh hegng s lién
guan vé mdt Bm sang cin chiy maw hiy, khi dmge
diinh gii thich dang, Co nguy oo chiay mdu gis ting
i nhing phén nhéom bénh nhin da bid, vI du ting
tuyét ap dong mach nghiém trong vivhode didu )
phiti hop wii cic thude dnh hdng thi sy cdm méu
(xem phitn Cenle bdo vd thin irgrg ki disng thisie).
Chiy mén kinh ngueydt ob the dn ddi vahojic kéo
diii. Cic bidn chimg xut huyét oo thé ed bidu hign
nhu 14 wéu, xanh xao, ching mit, nhic diu hofic
semy khing 5 nguyén nhin, khé thir vé sbe khong
i nguyén nhan, Tromg mit alh hop do hiiu
que ciin thid mé, cée trigu chirng thidu mdu oo tim
rehar dtan ngyre hodic dou i ngige &8 duge quan 4t
Cac bifn chimg d3 biét thir phit san chéy mau ning
rilvir ki chimg khoang v& suy thin do gidm tedi miu
di duge bdo choe 3i vai riveroxaban. Do dd, kha
ning xudt hu}-étﬁii duge xem xét khi dinh gia tinh
trang bénh ¢ bit ky bénh nhin ding thude khing
dfing néo.

11 Qud Jidly vid eiich il tr
Tridn chibg
Ciic triimg hop qué Tiéu hiém gip 1&n dén 600 me
duoe béo céo, khimg b ¢éc bitn chimg chay miu
hodic cic prﬁnmmmm.msu:ﬁpmum
gidii han, nén tic dyng trn voi mirc tidp xie huyé
twom trung binh khéng ting thém dige mong doi &
miec lidu trén lidu diéu tri tir 50 me o o,
Hién 48 cb mit thubc o6 the dyng dio nguge dic
hifu (andexanet alfa) 481 khing wéi tic dyng dunge
Iy hipe el rivaroxaban. ;
Sir dyng than hogt tinh d¢ giam hap thu trong rudmg,
hep qui i rivaroxaban duge xem xét.

o



https://trungtamthuoc.com/

A ird ehidy my
Trén bénk nhin udng rivaroxaban néu xiy ra bién
chimg chiy mau, thi nén tem ngimg lidu dign tr tiép
theo hoge ngimg hin difu i néu thich hep.
Rivaroxaban cé thir gian bdn thii khoing 5 dén 13
gitr (xem phin Dupe ding hoc). Vide wir i nén
durpe cd the hoa tiy thee mine & ndng v vi 0 Kust
huyét. Co thé st dyng céc bign phip didu i wigu
chimg plu clin thiét, nhu ép cor hoe (nhur veri chiy
méu cam ning), phiu thugt cdm miu vii cic thi
thut kibm sodt chiy miu, truyén dich va cic bign
phdp b trg buydt ding, cic sin phim miu (hing
clu ddag goi hodic huyet tweng ol déng lanh wy
thude vao tinh mni:hléu méu holic bénh ding méu
di ki) hofc téu ¢
My khéng thé kidm sodt tinh trang chiy méu bing
cac bign php wén, nén xem xét sir dyng thutic dijc
hifu ddo chiéu chét tién ddng man nhu phirc hop
prothrombin b dje (PCC), phite hop prothrombin
hoat hoa o diic (APCC) hoge véu t8 VI i o hop
(r-F¥1la). Tuy nhila, hifn gitr c6 rét it kinh nghim
lim sang vé vigc sir dyng nhimg ché phiim ndy trén
nhitig bénh nhin ding rivaroxaban. Khuyén cio
cting dua trén dit liéu phi 14m sing hygn ché, Lidy Kip
lai chm 16 18 hop véu ) Via s& dwge xem xét vd
tang gidm tir i vy theo s cdi thign chay méau. Tiy
thude vio khi ning hién o6, nén xem xét tr vilm ver
hiic s chuyén khoa trong mnome hop chiy miu njng
{xem phitn Denge fee hoc),
Protamin sulfit v vitamin K khing duge dy dodn 13
o dnh huimg lén hopt tinh ching ddng cin
rivaroxaban. C6 it kinh nghi¢m vt vifc sit dyng ocid
tranxenamic vi khing o6 kinkh nghigm vi vigc st
dung acid aminocaprole vA aprotinin rén cic eh
nhan ding rivaroxaban. Khong co co s khoa hoc vé
lei #ch ciing nhur kinh nghidm tromg vige sic dyng vii
cie chét c%im méu todn thin desmopressin & cic
ﬁm nhin ding rivaroxaban. Do rivaroxaban gin
vii protein trong huyét teomg cao nén ngwin t
chao rhng khéng e thim tich duge.
12, Tinh chiit
Phrgee lyee Bpe
Mt e & Thude ching huydt khii, mit chét e
chél try tip b1 v yhu 8d X
Ma& ATC: BOIAFD]
Rivarosaban 14 mét chét dc ché tnre tép chon koo
cao A8l vii yiu t6 Xa co sinh kha dyng dwomg udng

Cad.

Sy (rc chié yéu th Xa lam gldn dogn con dutmg nd
sinh vk ngoai sinh cla qud trinh ding mén, @c ché
cd syr hinh thinh thrombin va sy phit trién eba cuc
man ding, Rivaroxaban khong e ché thrombin (yéu
th 11 hoat hoa) vi d duge ehimg minh khing ¢ tac
ding trén tidu clu.

T dung dwge {we o ,

Sy (e ché yiéu 16 Xa phy thujc liéu ding dwge duge
quan sit thiy trén ngudi. Thoi gian prothrombin
{FT) by énh lxdmg 1§ thude theo lig rivaroxaban si
dung e trome quan chit ché véi ndng d thube
trong huyét twong (gid i ¢ bing 0,98) ndu dim
Neoplastin #& dinh lugng, Cée thudc thir khic cb th

B10

cho cic kél quéd khic nhaw Ké qud cia PT dugc
hifu thi theo gidy, béi chi 56 TNR (Intermational
Normalized Ratio) chi duge hifu chuin vi thim
dinh ddi viri cée cournarin vi khimg thé si dung cho
bét ky thudc chiing ding ndo khie.

¢ bénh nhin sir dung rivaroxaban &8 diu trj DVT
va PE v dy phisng t4i phit DVT vai PE, cic phin vi
595 (6] véi PT (Neoplasting 2-4 gidy sau khi uéng
thudc {nghia 13 & thir didm thudc o6 téc dyng 16i da)
néim trong khoang 17 - 32 gifiy cho lidu 15 mg
rivaroxaban ngiy 2 Bin v tir 15 - 30 gidy cho liu
20 mg ngdy | Hn. O diy (B-16 gity sau khi ubng
thubc), cic phin vj 595 cho Tida 15 mg ngay 2 lin
nim trong khodng 14 - 24 giji'ﬁdml u 20 mg
ngy | En (18-30 gits sau khi uing thudc) néim trong
khodng 13 - 20 gifly.

O3 bignh nhin rung nhT khing do bénh I van tim si
dung rivaroxaban & dy phing 46t quy vil thuyén the
mach todn thin, céc phin vj 395 cho PT
{Meoplasting 1-4 gitr sau khi udng thude (nghia 14 6
thisl didm thubc 6 tic dung t3i da) trén bénh nhin
duge didu ] voi lidu 20 mg ngay | lin ndm rong
khoing 14 - 40 gidy vh & cdc binh nhin suy thin &
mvirc 4 trung binh duge didu i voi Hidu 15 mg ngay
1 thn thi ndm trong khodng 10 - 30 gidy. O day (18-
36 gitr sao khi ufng thudc), cie phin vi 5935 & cac
bénh nhin duwpe didu ] voi lifu 20 mg ngiy 1 1o
nim trong khodng 12 - 26 gifiy v4 & cée béah nhin
suy thin & mic df trung binh doge didu trj véi lidu
15 me ngiy 1 1 ndm trong khoedng 12 - 26 gidy,
Trong mét nghién e duge 1Y 1dm sang vé sy dao
ngge duge lre hoe cda rivaroxaban trén i nromg
ngutr 16m khie mynh (n=22), higu qua don Ligu (50
IUke) cia 2 bogi POC khic nhau, trong dib cd mit
POC 3 yéu 8 dong man (véu 1 1T, 1X va X) va mt
PCC gom 4 yliunﬁr {yéu & 11, VII, IX v& X) duoc
damh gid. POC 3 véu t6 [am gidm gia trj Meoplastin
PT trung binh khodng | gidy trong wang 30 phit, so
viri giam khodng 3,5 gidly quan st dugc o POC 4
yéu 18, Tuy nhign, PCC 3 y&u 16 o6 higu qui chung
manh va nhanh hon trén thay dbi 430 ngwge & nham
thrombin ndi sinh noi chung so woi POC 4 yéa td
{xem mupe Qud Jidu v cdeh o o).

Thiri gian thromboplastin hogt hda timg phin
(PTT) v HepTest cling bi kéo dai phy thude liku
diing. Tuy shién, céc xét nghidm nay khing dupc
khuvén cio dé danh gid tie dung duge luee hoe cia
rivaroxaban, Khong cén theo ddi che thing sb ding
midu trong thin gian diéu tri bing riveroxaban trong
lam shng thwéme quy. Tuy nhign, khi cé chi dinh
trén 1im sing, nong 4 cia rivaroxshan e thé duge
do biing cac thir nghigm dinh lugng néng 4 khing
Xa,

Durgre djng hoe

Heg thi ]
Rivaroxaban duge hip thy nhanh, vai nong di tbi da
(o) dt disgpe 58 2-4 giiy wling thube.
Rivaroxahan hip thu hdu nhu hodn todn qua dwimg
udng vi sinh khi dyng duimp uing cao (B0-100%)
wirt lidu ding 2.5 mg va 10 mg, bt k& udng thudc &
tinh trang déifno. Vide air dyng thude cling vii thir
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fin khong Hm énh heemg dén ALC hode Cp,, cia
rivarooeaban & ligw ding 2,5 mg va 10 mg. _
Do mire 80 hdp thu gidm, sinh kha dyng duémg ndng
cila vién rivaroxaban 20 mg udng lic d6i chi dat
6%, Khi whng rivaroxaban 20 my eing wai thie in
lum ting AUC trung binh 39% so vdi khi udng
thubic v lac d6i, cho thiy thubc hdp the hiu nhr
hodn todn va o6 sinh khi dung duémg wing cao.
Rivaroxaban vién 15 mg va 20 mg nén duge ding
cling voi thire dn (xem philn Cdch ding, liew ding).
D dijpng boe cia Tivaroxaban tuyén tinh véi ligs
diing 1on 8éin 15 mp ngiy 1 Hn & tinh mng doi, G
tinh trigng no, sy Bip thu cia vién rivaroxaban ligu
10 mg, 15 mg, 20 mg ti 18 voi lidu dimg. O lidn cao
hom riveroxaban cho thily 09 hoa tan han ché dé hip
tlhyu wiri sinh kha dyng gidm v ti 1§ hap thu giam khi
ting lidu,

Tinh bién thién wong dugc
rivaroxaban & mic vira phii vii Linh bi
ciic i thé (V%) trong khodng 30-40%.
Sy hip thu rivaroxaban thy thudc vao v trl phéng
thich thube rong duwimg tigu héda. Gidm 29% AUC
wh 56% Oy thrpe 80 wii thude vién duge bie cdo
khi rivaroxaban dang com duge phing thich trong
dogn gin cia rde non. Mic tép xie cia thude con
giam thém khi thubc duge phing thich trong dogn
%8 ciia rudt non, hay trong dai tring l&én, Do d6,
trénh ding rivarosaban phing thich i difm xa v
da diy, bed vi didu ndy cd 1I1g ddn dén glam sy hip
thu v [4m gidm mic tép xie cia thude.,

Sinh kbi dyng (AUC vi Gy ) el rivaroxaban 20
mg dugee dhimg doémg ubng biing cich nghién ra trfn
i tio nghiba, hode hiin dich vai nude vi dirge dia
vao dog thémg da divy, sau 46 cho dimg tiép thirc &n
long 13 tremg dwong vii udng nguyén vién thode.
[nra trén tinh chit dege lpe hoe i 18 véi lice ding
co thé dy dodn dwge cia civaroxaban, cic kit qua
ginh kha dyng tir nghién cine ndy co theé dp dung cho
cac lidu rivaroxaban thip hon.

Pisdn b :
Giin két profein trong huyét tuomg & ngadi cao, xip
x| khodng 92% dén 95% vii albumin huyst trong 1
thanh phin gin kit chinh. Thé tich phin bl & mic
trung binh v ¥, khoding SO0

Chruyén b v thii trie

Trong lidu ﬁum‘nxnhn_uﬂng vin, ci khoang 2/3 lidu
bij thaii bién qua chiryén hoa, trong &6 mdt nim sau
s diroe thai mir qua thiin v mdt nim kia bi thai i
qun phén, 173 lidu ding con lai thid i tree tifp qua
thiin dudi dang bogt chat khing ddi trong mede tigy,
phiin lém qua s béi tiét chi ddng cda thin.
Rivarcomban duge chuvén hia qua CYP 3A4, CYP
2J2 vh chc co ché khing phy thude CYP. Sy thodi
bifn do oxy hoa nhém morpholinen v thiy phan
ciic litn kit amid la cac vj tri chuyén hoa chinh.
Theo cic nehién el e vitre thi rivaroxsban 1§ mge
chit nén cia chc profein vin chuyén P-gp (P-
ghycoprotein) vi Berp (protein khang ung thar vi),
Rivaroxaban & dang khang bidn &8i B hop chil
quan nhdl trong huydt teng ngisdl. Khong ob
chit :m héa chinh hofic chit chuyén héa ob hogt

hoe  cla
thién gila

L

tinh trong tudin hodn. Vi &) thanh thai toan thin la
khodng 10 Vgilr, rivaroxaban cd thé xép vio nhim
thube co 4 thanh thai thap, Sau khi tiém tinh mach
wari liéu | mg, thér gian bén thai khotng 4,5 gid. Sau
khi ubng, vigc thii trir l&m han ché o 1§ hip thu. Sy
thai trir fivaroxaban khéi huyét tromg <y ra vi thisi
gian hin thii khoang 5-9 gilr & nguwdd e vi khodng
FE-13 grice & nggunird giid.

e 408 i bié

(Fics] fimh

(iitra bénh nhin nam vi nir khing e6 sir khic bigt vé
dirge Iy hoe v dugo ding hoc trén lim sang.

N gl

) bénh nhin cac wdl, nbng 4 thude trong huyét
wrong cao hon & bénh nhin tré tudi, von gia tr) AUC
trung binh cao hon xdp xi gip 1,5 lin, phdn 1dn do
gidm (0 rang) & thanh thai tdn thin va &3 thanh
thai qua thin.

Cdn ndng

Cén nding co thé (= 50 kg hode = 120 kg) chi co inh
huémg nhé ¥n ndng 4 rivaroxaban trong huyd
tomg {dudi 25%), Khing cin diéu chinh liéa

Sir kiic bigt piia ede ddn tde

Khiing cd sir khic bi#t mén lim séng ndo gila cic
bénh nhiin da tring, ngudi M§ pbc Phi, Tiy Ban
Mha, Mhit Ban hojic Trung quan st dwge irén
dhrore ddng hoe va duge lee e cia rivaroxaban.
."'!'u_p'gfﬂiw chire niimg grar

O bénh aldn xo gan suy giam chie ndng gan & mire
a3 nhe (dwge xép loai Child Pugh A), dupe Gdng
hoe cda rivaroxaban chi thay rihdy {trung binh
ALIC ciba rivaroxyban tang 1,2 1n), gln nhr tmoeng
diromyg, wil miic dat duge & nhiom dhi chimg khoe
manh. O bénh nhéin xo gan suy gigm chirc ning gan
& mire 44 trung binh (duwe xép lowl Child Puf B),
AUC trumg hinh cda rivaroxaban ting ding ké, gdp
2,3 1&n so voi & nguin tinh nguyén khée manh. AUC
ciin rivaroxaban khong gén két protein ting gip 2,6
l4n, Nhimg bénh nhén ndy cling d8 gibm thai tri
rivaroxahan qua thin, fwong tr nhar bdnh nhin soy
thiin v Ehéng cb dit liéu & bénh nhin suy giim
chire ndng gan oing. i
S1r itc ché hoat tinh cim yéu 1 Xa ting gip 2,6 lin &
bénh nhin suy gan trung binh s0 vi trén ngudi tinh
nguyén khde mpnh; sy kéo dai PT ting twong hr véi
hé sb 1a 2,1, Biénh nhin suy giam chire ndng gan &
mire & trung binh theimg nhay clim hon Wi
rivaroxeban, din dén db thi bitu difn mbdi quan hé
Durge ding hocDarpe e hpe (PK/PD) gita ning
46 va PT trdr nén dibe dimg hom,

Chéing chi dinh rivaroxaban & céc bénh nhin méc
bénh gan di kém véi bénh déng mau, din dén nguy
o chéy méu lign quan 14m sing, bao gom ch bénk
nhiin xo gan voi xép bogi Child Pugh B vii C (xem
phin Chang chi dink),

Suy gidm o ndag thin

Mirc tiép xic cia rivaroxaban ting 18n bweng, quan
wii sy gridm chire ndng thin, dwge ddnh gid qua di
thanh thii creatinin, O bénh nhin suy gim chic
niing thin & mite 4§ nhg (Cre S0-80 milfphit), trung
binh (Cr: 30-49 mlphit) vA ning [Cre: 15-29

)

/
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mb/phit), ndng d& rivaroxaban trong huyét tuomg
{ALIC) Wn hogt ting glp 1.4, 1.5 va 16 lin. Sy ting
1 dyng dupe Iyt boe ong img 1 ré hon, G bénh
nhdin suy gidm chirc nding thiin & mirc &6 nhe, trung
binh va niing, st e ché hoat dgng cia yéu o Na noi
chung @ng Mn gt gip 1,5, 1,9 v 2.0 lin s0 voi &
ngwii tinh nguyén khée manh, sy kéo dil PT nomg
by tiimg Weomg tmg 14 gip 1.3, 3,2 va 14 lan. Khing
edh dif lifu v& bénh nhin o Crg < 15 mU'phir.

Do lién két wéi protein burvét tromg eao, rivaroaban
e dir dodn s& khang the tham tich dupc.

Khuyén o klibng sir dung thube & bénh nhin cd df
thanh thai creatinin < 15 mbphit. Nén thin trong
khi sir dyng rivaroxahan & bénh nhiin suy giam hiins
nang thin nfng co dd thanh thdi creatinin 15-2%
mliphit (xem phdn Cinh bdo wi then trong Khi dimg
fhech,

D ligu dhagre dieng hoc trén bénh nhin

(i nhimg ﬁnh nhiin diing rivaroxaban fifa 20 mg, |
Minmgiy ¢ didu tri DVT clip tinh, nbog 4§ trung
binh hinh hec (khodng di dodn 90%) 2-4 gib va
khotng 24 giov sau khi wing (dal didn cho nong 49
thi da wa t6i thiéu trong khodng thii gian dimg
thudc) lin huot 14 215 (22-535) va 32 (6-239) meg/l.

Mt e b diegre démg hoo! dinpre hiee e (PRAPD)

nidi quan hé duoe dng hoeidispe lye hoe (PRPD)
gilre ndng 49 cla rivaroxaban trong huy@t trong v
mdt viti didm culi duge Iye hoe (s e chié yéu o
Xa, PT, aPTT, Heptest) di dwpe ddnh gid trong
khodng libu dimg ring (5-30 mg x 2 Bn/ngay). Méi
quan hd gite ndng & rivaroxaban va hoat tinh cie
yéu 1o Xa duge mé ta 14 nkir bang md hinh Eg,,.
pdi vdi PT, md hinh hé 36 chin tuyén tinh (the
linear imfercept model) noi chung md th dit ligu the
hom. Tiy thufc vho cie thude tht PT khic nhau
dge sir dyng, & dbe khic nhau ding ké. Khi ding
Meoplastin PT, k&t qui cias PT khodng 13 gidy va 4§
déc khodng 3 dén 4 gigyA 100 meg/). K& qui phin
tich PE/PD trong pha [T v [ phi hop voéi dbr lidu
duge thye hién trén cic nguii khie manh.
e am!
An todin vi hidu qua cham dinge thyre hign trén tre em
vi thanh thifu nign dwdi 18 b,

13. Quy ciich déng gk Vi 10 vién, Hap 1 vi, 3 viva 10

Wi,
14. Piéu_kifn bio guin; B4o quin & nhild 8) dudi
HPC. Tranh dnh sing tryc tiép va noi &m wdt.
15 Han dimg cim thude: 24 théng kE tir nghy sin s,

16. Tieu chufin chit wong cia thade; TCCS,

Cor iy zin xudt v Co 36 phan phii:
CONG TY CO PHAN DU PHAM AMPHARCO US.A
Khis cling nghigp Nhom Trach 3, Thi trén Hidp Phudte, Huy@n Nhom Trach, Tinh Bdag Nai
Pién thoal: 02513 566202
k &k AMPHARCO U.S.A
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