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Ry Thudc nay chi ding theo don thudc

ﬁbuxogout 80 mg

Vién nén bao phim

DE XATAM TAY TRE EM. .
POC K¥ HUONG DAN SU DUNG TRUGC KHI DUNG.

Thanh phdn cong thiic thubc
M@i vién nén bao phim FEBUXOGOUT 80 mg chifa:

- Thanh phén dugc chat

o T RO S R = | R . S e X 80mg

- Thanh phén t4 duge:

Lactose monohydrat, Microcrystallin cellulose , Natri croscarmellose, Natri lauryl
sulfat, Colloidal silicon dioxide, Magnesi stearat, Hypromellose, Titan dioxyd, PEG
6000, Talc, Mau vang tartrazin lake, Mau d6 ponceau lake ... vita i 1 vién nén bao phim

. Dangbdo ché

Dang bao ché: Vién nén bao phim
M0 13 sdn phdm: Vién nén dai bao phim mau ving, mdt mat cd vach ngang § gida.
Vach ngang 4 giita tao difu kién d& bé vién cho d& nudt, khong nhim muc dich chia liéu.

. Chidinh

FEBUXOGOUT 80 mg dugc chi dinh @€ digu trj & ngudi i6n bi tng acid uric mau man
tinh frong truing hop da xdy ra ling dong urat (bao gém fién si ho3c hién tai bj hat
tophy do git hodc viém khdp do gat).

. Liguding, cdch ding

Liéu ding:

Nourdi 16n:

Liéu khuyén cdo 12 80 mg x 1 1&n/ ngdy. N&u nng dd acid uric trong huy&t tuong lon
hon 6 mg/ dL (357 pmol/ L) sau 2 — 4 tudn diéu trj, lifu febuxostat 120 mg x 1 14n/ ngay
¢6 thé dugic xem xét.

Febuxostat ¢6 higu qua nhanh nén c6 thé ki€m tra lai acid uric trong huy&t tuong sau 2
tudn. Muc tiéu diéu tr 13 1am gidm va duy tri acid uric trong huy&t twong nhé hon 6 mg/
dL (357 pmol/ L).

Neén diéu trj dy phéng con git cip tinh trong it nhdt 6 thng (xem muc 6).
Ngudi a0 tudi: Khong cin difu chinh li€u & ngudi cao tudi (xem myc 12).

Bénh nh&n suy thin: An todn va hiéu qui clia thudc chua dugc dinh gid ddy dii & bénh
nhdn suy thin n3ng (d§ thanh thi creatinin < 30 m/ phut, xem muc 12). Khdng cdn
di€uchinh liéud bénh nhan suy thin mic d§ nhe d&n trung binh.

Bénh nhan suy gan: An toan va higu qua clia thuc chua duge nghién ciu & bénh nhin
suy gan ndng (loai C theo phan loai Child Pugh). Lifu khuy&n cdo & bénh nhan suy gan
miic d§ nhe 12 80 mg. Ca r4t it théng tin & b&nh nhan suy gan mic dg trung binh.

Tré em: An toan va hiéu qui clia thudc & tré em dudi 18 tudi chua duoc thigt 14p. Cc dir
liu khéng sdn cé.

Céch ding:

Diing duing ubng. Thudc cd thé udng khong phu thudc thai difm clia bifa in.

. Chéng chi dinh

Bénh nhan qud min vdi febuxostat hay b4t ci thinh phin ndo ciia thusc.

. Canh béo va than trong khi ding thuc

R@i logn tim mach

Nén trinh diéu trj bing febuxostat & nhitng bénh nhin di mic cdc bénh tim mach
ndng tif trudc (nhy nhéi mau co tim, dgt quy, dau thit nguc khéng &n dinh,...) trir khi
khéng co Iya chon diéu trj khdc thich hgp hon,

Qué mén véi thuc

Céc bdo cdo hi€m g3p vé phin ing di ing/qus min nghiém trong, bao gém héi ching
Stevens-Johnson, hoai tif thugng bi nhifm ddc va phdn ing phan vé/séc cip tinh de
doa tinh mang, da dugc bdo cdo trong qud trinh luu hanh. Trong hdu hét truting hop,
cac phan dng trén xdy ra trong thang d4u tién diu tri bing febuxostat. Mét s& nhung
khéng phai t&t cd cdc bénh nhén niy dd bdo cdo vé suy thin va/hodc qua min trusc
d6 vdi alopurinol. Phin iing qud mAn ning, bao gém phén dng thuSc cé kém ting bach
cdu va acid va cdc tridu ching toan thin (hi ching DRESS) ¢4 lién quan véi s6t, huyét
hoc, thdn hoic gan trong m&t 8 trubing hap.

Phdi théng bdo cho b&nh nhan vé cdc d4u hiéu va triéu chiing va c4n theo ddi chit ché
cdc fridu ching cia phan dng dj ing/ qua min. Phdi ngimg diéu trj bing febuxostat
ngay l4p tiic néu xAy ra phan ing dj ing/ qui mAn nghiém frong, bao gém hdi ching
Stevens-Johnson, vi viéc ngiing thudc som lien quan vdi mét tién lugng 16t han. Néu
bénh nh4n xust hién phin dng di ing/qua min bao gém hdi chiing Stevens-Johnson
va phdn iing va phin vé/séc cdp tinh, khong dugc bit ddu sit dung lai febuxostat &
b&nh nhan nay bét ci lic ndo.

- Con gt c4p tinh
Khéng nén bit ddu difu trj bing febuxostat cho d&n khi con git cdp tinh da gidm
xung hoan toan. Con git cp tinh cd thé xdy ra trong thai gian bit ddu diéu frj do sy
thay déi néng d acid uric huy&t thanh dn d&n huy dong urat tir sy ling dong & cdc md
(xem myc 10). Lic bit ddu diéu trj bing febuxostat, khuy&n cdo nén diéu trj dy phong
cdc dgt biing phéat bing thudc chdng viém khdng steroid (NSAID) hoc colchicin trong
it nhdt 6 thang (xem myc 4).
NEu mdt dot bing phat bénh giit xdy ra trong khi diéu trj bing febuxostat, khéng nén
ngung thudc. N&n xi tri dot bing phdt bénh gut déng thdi mdt cach thich hgp ddi véi
tirng bénh nhan. Viéc diéu tr lién tyc bling febuxostat 1am gidm tdn sudt va cubing do
clia cdc con giit cdp tinh.
Léng dong xanthin
(F nhiing bénh nhan c6 ty 1§ hinh thinh urat ting cao (vi dy bénh 4c tinh va diéu trj cla
n6, hdi chiing Lesch-Nyhan), trong nhiing truting hop hi€m gip, ndng d¢ tuyét ddi clia
xanthin trong nudc tiéu ¢6 thé ting dii dé cho phép sy Iing dong trong duting tiét nigu.
Do chua cd kinh nghiém vdi febuxostat, khdng khuyén cde sif dung febuxostat d nhém
b&nh nhan nay.
Mercaptopurin/ azathioprin
Khdng khuyén cdo sif dung febuxostatd nhitng bénh nhin dugc diéu trj déng thei bing
mercaptopurin/ azathioprin cling nhu cdc chét dc ché xanthin oxydase (X0) khdc i
febuxostat ¢ thé 1am ting néng d6 mercaptopurin/ azathioprin trong huyét tuong, din
tdi dgc tinh. Céc nghién ciu tuong tc thuc chua dugc thyc hién & ngubi.
Trong trudng hgp khdng thé tranh dudc sy phdi hgp nay, khuyén cdo gidm lifu
mercaptopurin/ azathioprin. Dya trén md hinh hda va phédn tich md phdng di lidu tir
m6t nghién ciiu tién [Am sang trén chubt cho thdy ring, trong trubing hop st dung
déng théi vdi febuxostat, nén gidm lifu mercaptopurin/ azathioprin xuéng con 20%
hoiic it han liéu da chi dinh trudc do d€ tranh nhiing tac dung vé huyt hoc cd thé co
(xem muc 9).
B&nh nhin cn dugc theo d&i chit ch& va chinh liéu mercaptopurin/ azathioprin dya
trén ddnh gid ddp dng diéu tri va sy khdi phat dc tinh bit thudng.
Bé&nh nhan ghép tang
Do chua cd kinh nghiém & b&nh nhin dugc ghép tang, khdng khuyén céo sif dung
febuxostatd nhiing bénh nhan ndy.
Theophyllin
Sit dung dBng thai febuxostat 80 mg va liéu don theophyllin 400 mg cho d&i tugng khde
manh khdng cho thiy b4t ky sy tuong tic ndo vé mit dugc ddng hoc (xem muyc 12).
Febuxostat 80 mg c6 thé sif dung cho nhitng bénh nhén dugc difu tri déng thai voi
theophyllin ma khéng 6 nguy co lam ting néng dd theophyllin trong huy&t tuong.
Khing c6 dit liu nghién ciu cho febuxostat 120 mg.
- Bénh gan
Trong cc nghign ciiu 1am sang pha 3 k&t hgp, d3 quan sit thiy bt thuong v& xét
nghiém chiic ning gan nhe & nhiing bé&nh nhdn dugc diéu tri bing febuxostat (5%).
Khuyén cdo xét nghiém chic ndng gan trudc khi bit ddu diéu trj bing febuxostat va
dinh ky sau dd dya trén ddnh gid [dm sang.
Bénh tuyén giép
D3 quan sit thdy ting TSH (> 5,5pIU/mL) & nhiing bénh nhan diéu trj 1au dai bing
febuxostat (5,5%) trong cdc nghién ciu nhan md dai han. Cin than trong khi sit dung
febuxostatd bénh nhan cd thay d8i chirc ning tuyén gidp.
- Ché& ph&m cd chifa lactose
Bénh nhan méc cdc r6i loan di truyén hi€m gdp vé dung nap galactose, ching thifu
hut hodn toan lactase hodc ri loan hdp thu glucose — galactose khdng nén si dung
thudc nay.

7. Sifdyngthubc cho phy ni¥ c6 thai va cho con b, khd n2ng sinh s3n

Phy nif c6 thai

Dil liéu trén mét s& lugng rit han ché cc phu nit mang thai sir dung febuxostat da
khéng cho thiy bat ky téc dung b4t lgi ndo ciia febuxostat déi vdi sy mang thai hoic
d6i vdi sifc khde clia thaitré sa sinh. Cic nghién ciu trén déng vatkhéng cho thy tic
dung cd hai tryc ti8p hodc gidn tiép d&n viéc mang thai, sy phat trién cla phoi/thai
hoic sy sinh dé. Chua ré cdc nguy co cd thé x3y ra déi vdi ngudi. Khéing nén sir dung
febuxostat trong thdi ky mang thai.

Phy nif cho con bii

Chua 6 lidu febuxostat c6 dugc bai tiét vao sifa me hay khéng. Cic nghién cuu trén
dong vat d cho thdy sy bai tiét clia hoat chdt nay vio siia me va gidm sy phét trién
ciia con vt bu me. Khong thé loai trir nguy co d&i vdi tré b me. Khong nén si dung
febuxostat trong khi cho con bi.

Kh nng sinh sén

( dong vat, cdc nghién ciu vé sinh sin &n dén 48 mg/kg/ngay cho thiy khang co tic
dung bt Igi nao phy thujc liéu dbi véi khd ning sinh sin. Chua rd dnh hudng cla
febuxostat d&n kha nng sinh sin & ngudi.
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8. Anh huéing clia thudc 18n kh3 ndng 14i xe, vin hanh may méc
Budn ngil, chdng mét, di cam va nhin md d3 dugc bdo cdo khi sit dung febuxostat.
Bénh nhan nén thdn trong khi Idi xe, van hanh mdy mdc va tham gia cac hoat ddng nguy
hiém cho d&n khi chic chin febuxostat khong ¢6 cdc anh huding khbng mong mudn.
9, Twongtéc, tudng ky clia thudc
Tudong téc cha thudc
- Mercaptopurin/ azathioprin
Trén co sd co ché tac dung cia febuxostat dfii vdi sy dc ché X0, khéng khuy&n cdo sif
dung d6ng thii. Sy iic ché XO bdi febuxostat ¢d thé 1am ting ndng do clia cdc thubc
nay frong huy&t tuong, din dén déc tinh. Cic nghién cdu ting tic thudc gida
febuxostat vdi cdc thufic dugc chuyén hoa bdi XO (ngoai trit theophyllin) chua dugc thuc
hién & nguii.
Ma hinh héa va phdn tich md phdng di ligu t mGt nghién ciiu ti€n 1am sang trén
chut cho thiy ring, trong truting hop s dung déng thi vai febuxostat, nén gidm lidu
mercaptopurin/ azathioprin xudng con 20% hodc it hon li8u da chi dinh trudc d6 (xem
myc6).
Cdc nghién cuu vé twong tac thudc gitia febuxostat va hoa trj liéu gay déc & bao chua
dugic ti€n hanh. Chua c6 dit liéu vé d6 an toan clia febuxostat trong diéu tri gay ddc 18 bao.
Rosiglitazon/ cd chit clia CYP2C8
Febuxostat dugc biét 12 mét chit dc ché y&u CYP2C8 in vitro. Trong mt nghién ciu
trén dbi tugng khde manh diing déng thai 120 mg febuxostat x 1 1dn/ ngay va mét lidu
dan udng 4 mg rosiglitazon cho thdy khdng ¢6 anh hudng nao trén dugc ddng hoc clia
rosiglitazon va chdt chuyén hoa N-desmethyl rosiglitazon, diéu nay chi ra ring
febuxostat khong phai la chdt i ché enzym CYP2C8 in vitro. Vi vy, khdng cén chinh
li€u khi diing ddng thoi febuxostat va rosiglitazon hodc nhiing co chdt khic cia
CYP2C8.
- Theophyllin
M6t nghign ciu vé tuong tac thudc thyc hién trén nhiing ngudi khde manh ding
febuxostat d€ danh gid xem lidu sy c ché XO ¢d thé gdy ra sy ting néng do
theophyllin trong tudn hoan hay khéng nhu cac chit ic ché X0 khdc da dugc bio cdo
trudc ddy. K&t qua nghén ciu cho thiy ring diing déng théi febuxostat 80 mg x 1 14n/
ngay va mét liéu don theophyllin 400 mg khéng gdy anh hubng dén dugc dong hoc hoic
tinh an toan cila theophyliin. Vi vy, khdng cd than trong ddc bidt nao dugc dua ra khi diing
dbng théi febuxostat 80 mg va theophyllin. Khéng c6 dit liéu cho febuxostat 120 mg.
Naproxen va c4c chét ifc ché sy glucuronid héa
Febuxostat chuyén hoa phy thuc vao enzym uridin glucuronosyl transferase (UGT).
Céc thudc e ché sy glucuronid héa nhu thubc chdng viém khdng steroid (NSAID) va
probenecid, trén Iy thuy&t cd th dnh huding dén sy thi tris febuxostat. O cdc ddi tugng
khde manh, viéc sif dung déng thii febuxostat v naproxen 250 mg x 2 14n/ ngay ¢6
lién quan 16i sy ting sy ti€p xic cia febuxostat (ting C.., 28%, AUC 41% va t,, 26%).
Trong céc nghién cdu [4m sang, viéc st dung naproxen hodc cdc thufic uc ché
NSAID/COX-2 khic khdng lién quan v6i bat ky sy ting ndo vé cdc phdn dng phu c6 ¥
nghia lim sang. Febuxostat c6 thé dugc si dung déng théi vii naproxen ma khang cdn
diéu chinh liéu febuxostat hodc naproxen.
- Chat ¢dm @ng sy glucuronid héa
Cac thuc gy cdm ing manh enzym UGT ¢d thé din d&n ting chuyén héa va gidm
hiéu qué ciia febuxostat. Vi vy khuy&n cao nén theo dBi néng d6 acid uric huy&t thanh
1-2 tudn sau khi bt d4u diéu trj bing mdt thulc gdy cdm (ing manh sy glucuronid héa.
Ngugc lai, viéc ngiing diéu trj bAng mot thubc gy cAm ing cd thé din dén ting ndng
49 ciia febuxostat trong huyét huong.
Colchicin/ indometacin/ hydrochlorothiazid/ warfarin
Febuxostat ¢ thé dugc sif dung dng thdi vdi colchicin hoZc indomethacin ma khong
cdn diéu chinh liéu febuxostat hodc hoat chit diing k&t hop.
Khéng cén thiét diéu chinh liéu febuxostat khi diing vdi hydroclorothiazid.
Khéng cdn thi€t di€u chinh lifu warfarin khi ding v6i febuxostat Viéc sit dung
febuxostat (80 mg hodc 120 mg x 114n/ ngay) vdi warfarin khéng anh huBing dén dugc
d6ng hoc clia warfarin & cic d6i tugng khde manh. Chi s6 chuin hda qudc t& (INR) va
hoat tinh y&u t6 VIl cling khéng bj dnh hudng bdi vigc ding déng thai vdi febuxostat.
Desipramin/ cd chét clia CYP2D6
Febuxostat dd cho thdy 12 mt ch&t ic ché yéu CYP2D6 in vitro. Trong mdt nghién ciu
G cdc ddi tugng khde manh, febuxostat 120 mg x 1 14n/ ngay din d&n ting trung binh
22% AUC ciia desipramin - mgt co chit clla CYP2D6 cho thiy téc dung ic ch y&u co
thé c6 ciia febuxostat trén enzym CYP2D6 in vivo. Vi viy, viéc diing déng thoi
febuxostat vdi cdc cd chit ciia CYP2D6 khdc khong dugc cho |2 s& cdn bét ky su didu
chinh liu nao ddi véi nhitng hgp chit nay.

.

1

- Thufc khang acid

Viéc ubing ddng thai vdi thudc khang acid chda magnesi hydroxid va hydroxid nhém da
dugc ching minh 12 1am cham sy hdp thu cia febuxostat (khodng 1 gies) va 1am gidm
C... 32% nhung khéng quan sit thdy su thay ddi cé v ngha vé AUC. Vi vy, febuxostat
c6 thé dugc diing khdng lién quan d&n viéc sit dung thudc khdng acid.

Tuong ky clia thuc

Do khong cd cic nghién ciu vé tinh tudng ky clia thudc, khong trén 1n thuc nay vdi
cdc thudc khdc.

. Téc dyng khdng mong mudn ciia thudc

Tém tit dF liéu an todn

Céc téc dung khong mong mudn thuding duge bao cdo nhét trong cic thi nghiém 1am
sang va sau khi luu hanh 12 con git cdp tinh, bit thubing chic ning gan, tiéu chiy,
bubn nén, dau d4u, phat ban va phil. Cdc tic dung khéng mong mubn nay chil y&u nhe
ho3c & mdc nghiém trong trung binh. Phin dng qud min nghiém trong hi€m gip cla
febuxostat vdi cc triéu ching toan than cling d3 c6 xuit hién sau khi luu hanh.
Béngliét ke cdc t4c dyng kh6ng mong mudn

Thuting gdp: 1400 dén < 1A0; it gdp : 1/1000 d&n < 1/4100; hiém gdp: 1/10.000
d&n < 1/1000. Trong tiing nhém, tic dung khdng mong mudn dugc sip xEp theo thii by
gidm dn mifc d6 nghiém trong.

¢

i

1
TW2

Hé co quan Tén sudt |T4c dyng kh6ng mong mudn
R6i loan mdu va | Hifm gip | Gidm ba dong 1§ bao, gidm ti€u cdu, khéng c6
hé bach huygt bach cdu hat*
R6i loan hé midn | Hiém gdp |Phn ing phdn vé*, qui min do thudc*
dich
Réi loan hé ndi i{tgip |Ting nbng do hormon kich thich tuyén gidp
tiét (TSH) trong mau
R6i loan mét Hiém gip |Nhin mg
R loan chuyén |Thubing gdp | Con giit cdp tinh
hoa va dinh ftoip | Daithao dubing, tang lipid méu, giam khdu vi, ting can
dung Hi€m g3p |Gidm cén, ting khiu vj, chin 4n
Réi bban tAm It gip |Gidm khd nang tinh duc, méit ngd
thin Hiém g2p |Cing thing
R4i loan hé Thudng gip | Pau ddu
thén kinh itgip |Chong mat, di cam, liét nifa ngudi, budn ngii,
thay ddi vi gidc, gidm cdm gidc, gidm khiu gidc
RGi loan tai va | Hiém gip |U tai
mé dao
RGi loan tim it gdp | Rung nhi, dinh tréng ngyc, bit thuiing ECG
Hiém gip |Ngung tim d6t ngot*
RGi loan mach itgip |Ting huyét dp, d6 bimg mat, bc héa
Réiloan ho hip | Iitodp |Kho thd, vim phé quin, nhidm tring duiing hé
hdp trén, ho
RGi loan tiéu  |Thuding gp | Tiéu chdy**, bubn ndn
L ftgip |Pau bung, chudng bung, trao ngugc da day thyc
qudn, nén, khé miéng, khd tidu, tdo bén, di tidu
thuting xuyén, dly hoi, khd chju dudng tiéu hoa
Hiém gdp |Viém tuy, loét miéng
Réi loan gan mat [Thuding gdp | B4t thuing chic ning gan**
ftgip |S8i mat
Hiém gdp |Viém gan, vang da*, tn thuong gan*
Réi loan da va |Thudng gdp | Phdt ban (bao gém nhiéu loai phat ban dugc bdo
md dudi da cdo vdi tn s§ thdp hon)
i{toip |Viém da, may day, ngifa, d6i mau da, tfn thuong
da, chdm xudt huyét, phat ban chdm tron, phat
ban sin vong, phit ban sin
Hiém gdp |Hoai tii thugng bi nhifm déc*, hdi chiing Stevens —
Jonhson*, phil mach*, phan dng cia thudc vdi ting
bach c4u & toan va cAc triéu ching toin than*, phat
ban toan thé {nghiém trong)*, héng ban, phat ban
bong tréc da, phat ban dang nang, phdt ban bdng
nudc, phat ban mun mi, phat ban ngifa*, phat ban
s4n vithé, rung tdc, ting 1iét mé hoi
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RSi foan co ftgip |Dau khap, viem khdp, dau cg, dau cd xuong khp,
xuong va md yéu co, co cing cd, cing cg, viém bao khdp
lién ket

Hiém gdp |Tiéu ca vin*, cing khdp, ciing co xuong khdp
Rdi loan thdn va| {tgdp |Suy thdn, sdi thin, tifu ra mdu, m4t by chi tifu
1iét niu tién, protein niéu

Hi€m gdp |Viém thin mé k&*, ddi dit

Réiloan hé sinh| [tgdp |R6i loan cuung duong
sdn va tuyén vii
Réi loan chung [Thuiing gdp | Phis

vataind diéutri [y o2y | Met moi, daw kho chiu & ngve

Hiém gdp |Khat nudc

Xét nghiém ftgdp |Tang amylase mau, gidm s& lugng ti€u cu, gidm
WBC, gidm s lugng bach c4u lympho, ting creatin
méu, ting creatinin mau, giim huyét sic 15, ting
ure mdu, ting triglycerid mau, ting cholesterol mdu,
giam haematocritic, ting lactac dehydrogenase mau,
ting kali mau

Hiém g3p |Tang duiing huyét, kéo dai théi gian thromboplastin
ting phén hoat hda, gidm s& higng héng cdu, ting
phosphatase kifm mdu, ing creatin phosphokinase
mau*

* Téc dung khdng mong mubn trong qud trinh ki hanh

**Tiéu chiy cdp khong nhifm tring va b4t thuing chitc ning gan xay ra thung xuyén
han & bénh nhn diéu trj véi colchicin (theo di liéu nghién cifu phase 3 két hgp)

11. Qué li€u va cdch xif tri

Trigu chitng khi ddng thudc qu lidu
Khéng c6 dit ligu vé sir dung thuic qua liéu, khdng diing qua liéu chi dinh cila thudc.
Céch xir tri khi ding thubc qué liéu
Trong trudng hop qud liéu, nén diu trj tridu ching va st dung cdc bién phap hd trg.

12, Bc tinh dugc lye hoc, duge ddng hoc
Béc tinh dugc lye hoc
Nhém dirge Iy: ThuSc dc ché san xudt acid uric
Ma ATC:M0O4AA03
Coché'tée dyng: Acid uric 12 sdn ph&m cubi cling ciia sy chuyén hoa purin & ngudi va
dugc tao thanh trong chudi hypoxanthin — xanthin — acid uric. C3 hai budc trong sy
chuyén dang trén dugc xic tic bdi XO. Febuxostat 1a mat din xuft 2-arylthiazol dat
dugc higu qud didu trj lam gidm ndng dé acid uric huy&t thanh bing cdch ic ché chon
loc XO. Febuxostat [a mgt chit ic ché chon loc XO khéng purin (NP-SIX0) manh vdi
mét gid tri K, tic ché in vitro dudi 1 nanomol. Febuxostat d3 dugc ching minh 14 dc ché
manh ci dang oxy ha va dang khir cita X0. 0 néng d6 diéu tri, febuxostat khéng uc
ché cic enzym khdc tham gia vao sy chuyén héa purin hodc pyrimidin, cyu thé 12
guanin deaminase, hypoxanthin guanin phosphoribosyltransferase, orotat
phosphoribosyltransferase, orotidin monophosphat decarboxylase hodc purin
nucleosid phosphorylase.
Bédc tinh duge ddng hoe
0 ngutii khde manh, C.., va AUC ciia febuxostat ting theo ligu khi ding liéu don va ligu
I@p lai tr 10 mg dén 120 mg. Trong khodng liéu tir 120 dén 300 mg, AUC ciia
febuxostat ting nhanh han liu. Khong cd sy tich Iy dang ké khi ding liéu tir 10 mg
d8n 240 mg mdi 24 gid. Thai gian ban thai cila febuxostat khodng tir 5 - 8 gid.
Phan tich dugc ddng hoc/dudc lyc hoc quin thé 42 dugc thyc hién trén 211 bénh nhin
bj ting acid uric mau va bj b&nh git dugc difu tr bing febuxostat 40 — 240 mg 1 14n/
ngay. K&t qua ndi chung cho thdy, cac thdng s6 dugc ddng hoc uiic tinh tir dif liéu phan
tich phit hop vdi k&t qué dat dugc & cdc ddi tugng khée manh va chi ra ring cic déi
tugng khde manh cling dai dién cho dan s6 bj bénh giit.
Hép thy
Febuxostat h4p thu nhanh (t,,, tir 1,0 - 1,5 gio) va d& dang (it nht 84%). Sau khi ufing
liu don va lifu I3p lai 80 mg hofc 120 mg febuxostat 1 14n/ ngay, C,., tuong ing
khodng 2,8 - 3,2 pg/ mL va 5,0 - 5,3 pg/ mL. Sinh khd dung tuyét d6i ciia vién nén
febuxostat chua dugc nghién ciu.

13. Quy cach déng géi:

14. Biéu kién b3o quan, han ding, tiéu chun chat lugng cia thudc

15.Tén, dja chiclia co s& sdn xust thubc

Sau khi ding liéu 13p lai 80 mg febuxostat 1 14n/ ngay hoZc liéu don 120 mg vdi bifa in
giaudam, C,,, gidm tuong dng 1a 49% va 38%, AUC gidm tuong ing 12 18% va 16%.
Tuy nhién, khdng cd sy thay d6i déng k& nao v& mat 1am sang trong viéc gidm ndng
d4 acid uric mau trong thif nghiém vdi liéu kp lai febuxostat 80 mg. Do vy, thudc c6
thé uSng khong phu thudc thai diém clia bita dn.

Phén b&

Thé tich phan b bifu ki€n & trang thai hing dinh (V./F) clia febuxostat khodng 29 L -
75 L sau khi diing céc liu 10 — 300 mg. Febuxostat gin k&t khodng 99,2% vdi protein
huy&t tuong (chd y&u 12 albumin) va khang ddi trong khodng néng d§ dat dudc vdi liéu
80 mg va 120 mg. T/ 1é gdn ket clia chat chuyén hda vdi protein huy€t twng khodng
82% -91%.

Chuyén héa

Febuxostat dugc chuyén hda nhiu bing cdch lign hgp qua hé théng enzym uridin
diphosphat glucuronosyltranferase (UDPGT) va oxy héa qua hé th8ng enzym
cytochrom P450 (CYP). B&n chét chuyén hda hydroxy cd hoat tinh dugc If d3 dugc xdc
dinh, trong dé c6 ba chuy&n hda x4y ra trong huy&t tuong & ngudi. Nghién cdu in vitro
trén microsom & gan ngudi cho th&y cht chuy&n hoa oxy hda duge hinh thanh chi y&u
bdi CYP1A1, CYP1A2, CYP2C8 hoic CYP2CS va febuxostat glucuronid dugc hinh
thanh chii y&u bdi UGT 1A1, 1A8 va 1A9,

Thai trir

Febuxostat dugc théi trir biing cd hai duting Ia qua gan va than. Sau khi diing liu
febuxostat 80 mg c6 danh d4u, khoang 49% liéu duyc fim thiy trong nudc tifu & dang
febuxastat khing ddi (3%), chit chuyén héa acyl glucuronic (30%), chat chuyén hoa
oxy hda va lién hgp da bi#t (13%), cht chuyén héa chua bit khic (3%). Khodng 45%
liéu duge fim thdy trong phin & dang febuxostat khéng déi (12%), chit chuyén hoa
acyl glucuronid (1%), chat chuy&n héa oxy hda va lién hgp da biét (25%), chét chuyén
hoa chua bigt khc (7%). ¥
Suythin §
Sau khi diing liéu 12p lai febuxostat 80 mg & bénh nhén suy thén tif nhe, trung binkydé;
ndng, C.., clia febuxostat khong thay déi so véi ngudii co chic ning thn binh thygng.
AUC 8ng cOng trung binh ting khodng 1,8 I4n tir 7,5 pg.h/mL & nguti ¢é chic ?Lang
thdn binh thudng dén 13,2 pg.h/mL & ngubi suy thin ning. C.,, va AUC clia caci:[ﬁ
chuy&n hda cling ting tuong ing tir 2 dén 4 14n. Tuy nhién, khong cn chinh lifu & *
bénh nhdn suy thdn nhe dén trung binh. )
Suygan 4

Sau khi ding liéu [3p lai febuxostat 80 mg & bénh nhan suy gan tif nhe (loai A”
phén loai Child Pugh) dén trung binh (loai B theo phan loai Child Pugh), C,., v AUC
ciia febuxostat va cdc chit chuyén hoa clia né khong thay déi dang ké so vdi ngudsi co
chic ning gan binh thuting. Chua cé nghién ciu nao thyc hién trén bénh nhan suy gan
nang (loai C theo phan loai Child Pugh).

Tudi tic

Khéng quan st thdy sy thay ddi ddng ké AUC ciia febuxostat va cdc chit chuyén hda
ciia nd khi diing liu 1p lai febuxostat & ngudii cao tudi so vési ngudi tré tudi khde manh.
GiGitinh

Sau khi diing liu 13p lai febuxostat, C,, va AUC & phu nif cao han nam gidi tuong tng 1a
24% va 12%. Tuy nhién, C,,, va AUC hiéu chinh theo ¢An ning thi tuong ty gilta cic
gidi tinh. Khdng cdn diéu chinh liéu theo gidi tinh.

Hop 3 v Alu— PVC x 10 vi&n nén bao phim.
Hop 10 vi Alu = PVC x 10 vién nén bao phim.

Biéu kién bao quan: Nai kho rdo, nhiét d§ khong qua 30°C.
Han diing: 36 théng (k& tir ngay sin xuit).
Tiéu chudn chat Iugng ciia thudc: TCCS.
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