THANH PHAN: MBi vi&n nén bao phim chia

Dugic chit: Febuxostat 40mg

Td duge: Microcrystallin cellulose, lactose monohydrat, natri
croscarmellose, povidon K30, grospovidon, tinh bt tién gelatin
hoéa, colloidal silicon dioxid, magnesi stearat, opadry Il white,
grean lake.

CHI BINH

Febuxostat duye chl dinh difu trl sy tang acid uric mAu ¢ o  bénh

“nhanb| bj bénh ufrl man tinh.

Khong diing a8 didu tri sy tangiacld uric méu khi khbng cb tridu
chiing rd rang hodc chua xdc dinh trang thai banh Iy,

LIEU DUNG VA CACH SU DYNG

Céch ding:

Thuc diing duing uiing, c6 thé diing trong hay ngoi blfa &n.

Ligu ding:

Nguei Ian:

Febuxostat dugc khuyEn cdo ding voi 118u 40 mg hodic 80 mg x
1 [dn/ngay.

Li#u khol d4u: 40 mg x 1 14n/ngay.

Bai véi nhilng bénh nhan khéng dat duge nbng do acid uric huyét
thanh < 6 mo/dL sau 2 tudn difu trj véi liu febuxostat 40 mg,
khuyEn cao diing liéu 80 mg x 1 14n/ngay.

Nguoi cao tudi: Khdng cn didu chinh lidu cho ngutii cao tud.

Bénh nhan suy than: Hiéu qua va an toan cha febuxostat chua dugc
danh gid ddy dl & bénh nhdn suy than ning (A6 thanh thai dusi
30 mL/phdt). Khdng cdn diéu chinh liéu khi ding febuxostat &
bé&nh nhédn suy thin nhe hodc trung binh.

Bénh nhdn suy gan: Khéing cdn diflu chinh lidu khi dung febuxostat

‘—-vm'lmaﬂ'mrrmmmmn Higuqua vaan-toamcua

febuxostat chua duge nghin ciu & bénh nhan suy gan nang.

Tré em: Higu qui va an todn cla febuxostat & tré em dudi 18 tudi '

chua duge nghién ciu.

CHONG CHI BINH

B&nh nhan cd tién sif qud man vai febuxostat hay bat ky thanh
phdn nao clia thulc.

Febuxostat ching chi dinh & bénh nhdn dang difu trj voi
azathioprin hay mercaptopurin (xem myc Tuong tac thuc).

THAN TRONG

Berifritian-tin itacl: Kb Ga0 Gisutrf bang febuxastat &
bénh nhan suy tim sung huy&t va thiu mau cuc ba.

Phdn tng qud mdn / df dng thudc: Phan ing di dng nghiém trong
hiém khi xay ra bao gdm héi chitng Stevens - Johnson, hoai tir biu
bi nhiém déc va phan (g phan vé/ st cip tinh, hiu hét xdy ra
frong thang ddu tign ding febuxostal. Phan (ng da xay rad mot s6
bénh nhidn da bi suy than vashodc quéd man voi allopurinal trudc do.
Phan (ing qua man nghiém trong, bao gdm cé hdi chiing phat ban
do thuic véi ting bach cdu &i toan va nhifu trigu ching toan thin
(hoi chitng DRESS) thubing ket hop voi s6t, s thay ddi huyét hoc,
4nh huting d&n than hodic gan trong mt sA truting hop. Bénh nhan
phdi dugc thiing bao cac ddu hidu, triéu chimg co thé gap va phai
dugc theo doi chat ché cdc triéu chiimg dj (ng/nhay cam vii thudc.
Ngung sif dung febuxostat ngay l4p tdc néu xay ra phan (ing dj ing
nghiém trong, bao gém hoi chiing Stevens - Johnson va phin ing
phan vé cdp tinh hay stic. FebuxostalikhGng dugc bdt ddu sir dyng
lai & nhiing bé&nh nhan nay bat ky lic pao.

Coin gt c4p: Febuxostat khdng nén dlpc bat ddu sif dung khi dang
di&n ra con git cdp ma phai chd cho dEn khi con gt ¢dp djuxuing.
Can git cdp co thé xay ra khi b4t ddu didu trj do thay ddi néng do
acid uric huy8t thanh ddn d&n huy ddng urat tit md. Can nhic sir
dung mat NSAID hedc colchicin dé dy phang con gat cip trong it
nhit 6 thang khi bit ddu diéu trj véi febuxostat. N&u mot con git
cdp xudt hidn trong qua trinh difu te voi febuxostat, khéng nén
ngung sif dung thudc. Con gat cép na_L dugc theo dai phit hop vdi
mdi bénh nhan. Tiép tuc diéu trj voi febuxostat s& lam gidm tdn
sudt va cubing dd cla con gat.

Lang dong xanthin: G nhitng bénh nhan c6 sy hinh thanh urat
nhanh chong (do bénh c tinh hay hji ';ang Lesch - Nyhan), ndng

HUGNG DAN SU DUNG THUGC

Friburine 40mg

(Febuxostat 40mg)

0 xanthin trong nutc tiéu c6 thé (tuy higm truting hop) tang cao
din d&n tich ty trong duting tiét nidu, néu chua c6 kinh nghiém vé
didutrj vdi febuxostat, khdng nén sir dyng & nhém bénh nhan ndy.
Bgnh nhdn ghép tang: Chia c6 nghién clu duge tién hanh & bénh
nhan ghép tang, khdng khuy&n céo sir dung febuxostat & a6 tugng
nay.

Theophyllin: Dung d8ng thtil febuxostat 80 mg v theophyllin
400 mg don lifu & ngubl khde manh khong cho thdy bat ky twong

| tac dugc dong nao. Febuxostat 80 mg cd thé duge sl dyng & nhing

bénh nhan déng thoi didu trj bing theophyllin ma khéng lam ting
néng do theophyllin trong huy8t tuong. Khdng cé dif lidu cho
febuxostat 120 mg.

Rdi loan chie ndng gan: Trong giai doan 3 nghién cliu lAm sang,
bt thuting x&t nghiém chiie ndng gan nhe da dugc quan sat thdy &
nhiing bénh nhan dugc difu tri bing febuxostat (5,0%). Xét
nghiém chic ndng gan dugc khuy8n cdo trudic khi bit ddu didu tri
Vi febuxostat va dinh ky sau dé dua trén dénh gld 12m sang.

Rl loan tuyén gidp: Tang gid trf TSH (> 5,5 pIl/mL) dugc quan
sat & nhiing b&nh nhan diéu trj 13u dai voi febuxostat (5,5%). Cén
than trong khi st dyng febuxostat & nhiing b&nh nhén cé sy thay
a8l chic nang tuyén gidp.

Lactose: Thuic co chifa t4 dugc lactose. Nhiing bénh nhén c6 vén
a8 di truyén higm gap khong dung nap galactose, thifu Lapp
lactase hodc kém hdp thu glucose - galactose khdng nén ding
thudc nay.

PHY NU €O THAI VA CHO CON BU

Phy nit cd thai:

DT ligu trén mot s8 lugng rét han ché phy nl 6 thal tiép xie val

~~thuot knong chi ra bt ky anh hung bat lgi nao cuafebuxostat dér —

vi phu nif co thal hodc d&n siic khde clia thai nhi / tré sg sinh.
Nghién citu trén dong vat khdng cho thdy tac hal tryc tifp hodc
gidn tidp lién quan dén dbng vt co thai, sy phat tridn cla thal
nhi/phoi hay sy sinh sin, Do nhiing nguy co tiém dn & ngudi fa
chifa rd, febuxostat khéing nén sif dyng trong sudt thai ky.

Phy nif cho con bu:

Khoing rd febuxostat co bai tiét trong siia me hay khéng. Nghién
cliu trén dong vét cho thiy chat co hoat tinh duge bai tiét trong siia
va lam chadm sy phét trién clia cho con bl me. Khong thé loai tris

—tiirg cho-tré so sinh bi.me. Febuxostat khing nén sit dung khi cho

con bi.

Anh dng trén khd nang sinh sdn:

@ dong vat, nghien ciu lén d&n liéu 48 ma/kg/ngay cho thay khong
c0 sy dnh hubing phy thuic lidu &n kha ning sinh san. Anh huling
clia febuxostat |8n kha ndng sinh san cla ngudi Ia khdng rd.

TAC DONG COA THUGC LEN KHA NANG LAI XE VA VAN HANH
MAY MOC

Cac triéu ching bufn ngl, chang mat, ma mat, dj cim co thé xdy
ra khi sit dyng febuxostat. Bénh nhdn cdn cin nhdc sit dung
febuxostat trutic khi 1ai xe hay van hanh may méc.

TUONG TAC THUDC

Mercaptopurin / azathioprin: Febuxostat 1& mét chat (c ché X0, no
6 thé (e ché sy chuyén hoa clia mercaptopurin va azathioprin lam
tang ndng do trong huyét tuong cla cac thufic nay din dén ngd
dbec, vi vay chong chi dinh & bénh nhan dang diéu trj voi
mercaptopurin hay azathioprin.

Rosiglitazon / chat nén CYP2C8: Febuxostat iic ché y&u CYP2C8 in
vitro. 0 nguii khoe manh, ding déng théi 120 mg febuxostat x
1 Ian/ngay véi mot lidu 4 mg rosiglitazon, khéng &nh hubing dén
dudc dng hoc cla rasiglitazon va chdt chuyén hoa clia nd N-
desmethyl rosiglitazon. Vi vay, khi ding ddng thi febuxostat vai
rosiglitazon hay cdc chat nén CYP2C8 khic, khong yéu cdu chinh
liu véi céc chit nay.

Theophyliin; Ding déng thisi febuxostat 80 mg x 1 1n/ngay voi
theophyllin 400 mg liéu duy nhat khéng gdy anh hubng trén dugc
déng hoc hay su an todn cia theophyllin. Vi vay, khiing co than
trong dc bidt khi febuxostat 80 mg va theophyliin duge ding ddng
thisi. Khiing co dit ligu cho febuxostat 120 mg.

https://trungtamthuoc.com/



- dbng hoc clia febuxostat (Cmax 28%, AUC 41% va T12 26%). -

Naproxen vé chat dc ché sy glucuronid hda: Sy chuyén héa cla |
febuxostat phy thufic vao enzym uridin glucuronosy! transferase
(UGT). Céc thufc tc ché glucuronid héa, nhu cdc NSAID vi
probenecid, v& Iy thuyt co thé dnh hubng dén viée thal trir
febuxostat, 0 ngudi khde manh sit dyng ddng thoi febuxostat va
naproxen 250 mg hai l4n mdi ngay 1am tang céc théng s6 duge

Trong cc nghidn cifu IAm sang, vide sif dung naproxen hodc cdc
NSAID khdc hay c4c chét (c chd COX-2 khang lign quan dén bat
Ky sy gla tang dang k& nao vé mat 1am sang cila cdc tc dung
khong mong mubn. Febuxostat cd thé dugc sii dyng ciing voi
naproxen ma khang cdn thiét difu chinh liu cla febuxostat hodc
naproxen.

Thudc cdm dng glucuronid hda: Thubc cdm (ng manh enzym UGT
1am téng sy chuyfn hoa va gidm hidu qud cla febuxostat. Do do
cén theo ddi ndng A6 acid uric méu 1 - 2 twdn sau khi bat ddu didu
trj d8ng thdii véi mot chét cdm (ng manh glucuronid héa. Ngugc
fai, vidc ngung diéu tri cla mdt chdt cam tng c6 thé din dén tang
ndng df febuxostat.

Colchicin / indometacin / hydrochlorothiazid / warfarin: Febuxostat
¢6 thé duge sir dyng dbng thoi véi colchicin hodc indamethacin,
khong cdn thiét diéu chinh liéu cla febuxostat hodc cac chdt co
hoat tinh dugc diing déng thol,

Khéng cdn difu chinh liu cho febuxostat khi ding chung vl
hydroclorothiazid.

Khong cdn digu chinh liéu warfarin khi ding chung véi febuxostat.
Diing déing thi febuxostat (80 mg hodc 120 mg x 1 1dn/ngay) voi

___mufintinh duc, mat ngis Thin kinh trung udng: chang mat lidt nita |

warfarin khdng anh huling dén dugc dong hoc cla warfarin § ngudi
khde manh. INR va yéu td VIl cling khéng bj dnh huding bai sy phai l
hop nay.

Desipramin/chat nén CYP2D6: Febuxostat (c ché y8u CYP2DE in
vitro. Trong mft nghién clu & ngudi khoe manh, liéu 120 mg |
febuxostat x 1 1dn/ngay din dén ting 22% AUC cla desipramin - |
mot chit nén cla CYP2D6, nghia 14 febuxostat cd tiém ndng Uc
ch& y&u enzym CYP2D6 in vive. Do d, ding ding thii febuxostat
vii céc chdt nén CYP2D6 khdc cd thé khong dol hoi bat ky sy diéu
chinh li8u ddi vi nhiing hop chat nay.

Thudic khdng acid: Khi diing chung cdc thudc khdng acid ¢6 chia
magie hydroxid va nhom hydroxid, sy hip thu cia febuxostat bj
cham lal (khoang 1 gidf) v Cmax gidm 32%, nhung khong cb sy
thay ddi ddng ké v& AUC. Do d6, febuxostat co thé duge st dung
ma khang quan tdm dén viéc 6 si dung thudc khang acid hay
khong.

TAC DUNG KHONG MONG MudN

Nhitng phén {ng khong mong mudn ¢hil yéu la nhe hay trung binh.
Hifm khi xay ra phan (ng dj Gng nghiém trong khi st dung
febuxostat.
Thirting gap:
Todn than: phi né; Da: phat ban; Tigu hoa: tiéu chay, bubn non;
Gan: bt thuiing chitc nang gan; Chuyén hoa: con gt cdp tinh;
Thén kinh trung wong: nhilc dau.

ftoap:

Toan than: mét mai, dau ngye, tie ngue; Da: vidm da, ndi may
day, nglia, d6m xudt huy&t, bign mau da; Tieu hoa: dau bung, ddy
hoi, trao naude da day - thuc quan, ndn, khé migng, kh tigy, tao
bén, dai tién thubing xuyén; Chuyén hoa: tang dubng huy8t, tang
lipid huyét, gidm sy tham &n, ting cdn; HE tam thdn: gidm ham

-

nguti, di cdm, dau nifa ddu, bubn ngll, thay ddi vi gidc, gidm xic
gidc, giam khutiu gidc; Méu; gidm sd luong tidu cdu, bach cdu, 1€
bao lympho, tang creatinin mau, gidm hemoglobin, tang uré huyét,
tang triglycerid va cholesterol huy&t, tang kall huygt; Tim mach:
rung nhi, ddnh tréng ngye, dign tam do bat thudng, tang huyet dp,
do birma; HE hdp: ho, kho tho; Gan mat: s6i mat; Co xuang khdp:
dau khéip, dau cg, yéu co, viém bao hoat dich; Tigt nigu: suy than,
sti than, tifu ra mau, protein niu; Hé sinh duc: réi loan cudng
dudng.
Hifmgdp =
‘MAt: mis mat; Tai: 0 tai; H& tam thdn: cang thing; Da: hoai tif bifu
bi nhiém dbc, hoi chimg Stevens - Johnsan, phil mach, phat ban
todn than, phat ban troc da, ndi myn nudc, mun mi, rung toc; Gan
mat: viém gan, vang da, ton thugng gan; H& mién dich: phan (ng
phin v&, nhay cdm vol thuic; Co xuang khop: tiéu co van, ciing
khép, cing co; it nidu: viem than, tifu khong kifm sodt.

Théng béo ngay cho bac sT hodc dugc sT nhiing phin Ung cb hai

—— HOpD2vIx07 vién,

gap phai khi sif dung thudc.

QUA LIEU VA CACH XU TRI
B&nh nhan qua lidu cdn dugc theo dal tridu ching va didu trf ho trg,
DUGC LYC HOC

Nhdm duge Iy Chéng b&nh git, e ché xanthin oxidase.

Ma ATC: M04A AD3

Ca ché tdc dung: Acid uric |a sén phdm cudi ciing cla sy chuyén
héa purin trong oo thé ngutil, v duoe tao ra theo hal glal doan,
hypoxanthin chuyén héa thanh xanthin va xanthin chuyén hoa
thanh acid uric. C& hal gial doan déu duge xGc tac béi xanthin
oxidase (X0). Febuxostat 1a mot diin xudt 2 - arylthiazon, cd higu
qua didu tr lam gidm acid uric huyét tuong bing cdch (e chd co
chon Ipc 1&n X0, lam gidm cd dang oxy hoa va ndng a9 cla né
trong ca thé. (1 1iu didu tri, febuxostat khong gay (e ché cac men
chuyBn hda purin v pyrimidin, vi du nhu guanin deaminase,
hypoxanthin guanin phosphoribosyl transferase, phosphoribosyl
transferase orotate, orotidin decarboxylase monophosphat hodc
purin nucleosid phasphorylase.

DUGC BONG HOC

0 ngubi khoe manh, ndng do ti da (Cmax) va dién tich dudi dubing
cong (AUC) cua febuxostat ty |18 vl ll8u dong duy nhat va trong
khodang 10 - 120 mg. Febuxostal co thil gian ban thai (T1z)
khodng 5 - 8 git.

Hép thu: Febuxostat dugc hdp thu nhanh va manh sau khi uding,
thei gian dat néng dd dinh (Tmax) tir 1 - 1,5 gié véi sinh kha dung
thap nhat |4 84%. Sau khi ubing liéu don hodc lidu da BO mg va
120 mg % 1 Kn/ngdy, Cmax twong (ng 1A khodng 2.8 -
32 mcgfrnL vé 5 0 5 3 meg/mL

bila dn nhidu chat béo, Cmax tudng (ng gidm 49% - 38% va AUC
tuong (ing gidm bt 18% - 16%. Tuy nhién, sy thay déi khong co ¥
nghia ldm sang trong viéc giam phén trdm trong néng d§ acid uric
huy#t thanh da dugc theo ddi (58% khi an sa véi 51% khi nhin déi).
N vdy, febuxostat cé thé duge ding ma khong lign quan dén thyc

| phdm.

Phdn bd: Thé tich phan bd & trang thal bén viing cla febuxostat
sau khi diing mot liéu don febuxostat trong khodng 10 - 300 mg qua
duting uing vao khodng 29- 75 Iit. Ty I8 febuxostat gdn k&t thudn
nghich vai céc protein huygt tugng rat cao, khodng 99,2%, chu yéu
oAn két vai albumin. Ty & gdn ket vdi protein huygt tuing cla chat
chuyén hoa hoat ddng trong khodng 1 82 - 91%

Chuyén hoa: Febuxostat duge chuyén hoa & dang lién hop thong
qua hé thdng enzym uridin diphosphat glucuronosyltransferase
(UDPGT) va bi oxy héa bai hé théng cytochrom P450 (CYP). Ban
chat chuy8n hda hydroxyl cd tac dung duge Iy da duge xdc dinh, ba
trong s0 d6 xufit hign trong huyEt twong ngubi. Cdc nghién ciu
in vitro vdil microsome gan & ngudi cho thdy nhiing chat chuye'ni
hoa oxy hoa dugc hinh thanh chii yéu béi CYP1A1, CYP1A2,
CYP2C8 va CYP2CY vA chdt chuyén héa febuxostat glicuronid
duge hinh thanh chi yéu boi UGT 1A1, 1A8 va 1A9,

Thdi trir; Febuxostat duge thai tri qua ca gan va than. Sau khi udng
lidu BO mg febuxostat c6 danh didu C14, khodng 49% lidu dugc tim
thay trong nudc tidu va 45% liéu duge tim thdy trong phan. Thai
gian ban thai (T1/2} clia febuxostat trong khodng 5 - 8 gid.

HANDUNG 36 thang ke tif ngay san xut,
BAOQUAN  Duti 30°C. Tranh dm va dnh séng.
TIEUCHUAN  TCCS.

TRINH BAY  Hop 01vix 07 vien,

Hip 01 vix 10 vign.
Hiyp 03 vl x 10 vién,
Hbp 05 vi x 10 vien.
Hop 10 vix 10 vién.
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