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TO HUONG DAN SU DUNG THUOC
Rx — Thudc nay chi dang theo don thudc
Vién nén bao phim
FEXORIC TABLETS 40mg
(Febuxostat 40mg)
FEXORIC TABLETS 80mg
(Febuxostat 80mg)

CAC DAU HIEU LUU Y VA KHUYEN CAO KHI DUNG

THUOC:

- Doc ki huwéng din siv dung tricée khi ditng.

- Thing bio ngay cho bic s hogc diwge s nhitng tdc dung
khﬁng mong mubn gip phdi khi st dung thubc.

- Néu cin thém théng tin, xin hol § kién bdc s§ hode duwgc sj.

- Thude niy chi diing theo don thube,

- Déxa tim tay tré em.

THANH PHAN CONG THU'C THUOC
FEXORIC TABLETS 40mg

Mai vién nén bao phim cd chira.

Thanh phcjn hoat chdt: FEbuXostal, .. .vvvvvvrvvivinersiiinnens 40mg
Thénh phan td dwpe:  Lactose monohydrat  (Lactose),
microcrystallin - cellulose (Avicel PH 102), hydroxypropyl
cellulose (Klucel LF Pharm), colloidal silica khan (Aerosil 200),
croscarmellose natri, magnesi stearat, methocel E-5 (HPMC
5CPS), titan dioxid, macrogol (P.E.G. 6000), Instacoat xanh IC-
5115,

FEXORIC TABLETS 80mg

MGi vién nén bao phim ¢6 chira:

Thanh phan hoat chat: Febuxostat..............coveervvmennenss 80mg
Thanh phdn td  dwpe:  Lactose monohydral  (Lactose),
microcrystallin - cellulose (Avicel PH 102), hydroxypropyl
cellulose (Klueel LF Pharm), colloidal silica khan (Aerosil 200),
croscarmellose natri, magnesi stearat, methocel E-5 (HPMC
5CPS), titan dioxid, macrogol (P.E.G. 6000), Instacoat xanh IC-
3113.

DANG BAO CHE: Vién nén bao phim.

FEXORIC TABLETS 40mg

Vién nén bao phim méiu xanh nhat, hinh tron, hai mit tron,
FEXORIC TABLETS 80mg

Vién nén bao phim mau xanh, hinh tron, hai mat 181, trom,

CHI DINH _—

Fexoric Tablets (Febuxostat) duge chi dinh dé dicu trj tang uric
mau man tinh & bénh nhan bj gout.

CACH DUNG, LIEU DUNG ‘

Dé didu trj tang uric mdu cho bénh nhan bi gout, lidu ding
khuyén cio Fexeric Tablets (Febuxostat) 1a 40mg hodc 80mg
mjt 1in mi ngay. ‘

Litu dung khoi diu khuyén cdo cho Fexoric Tablets
(Febuxostat) 13 40 mg mdt l4n mdi ngay. Pdi voi bénh nhin
khong dat duge néng db acid uric trong huyét thanh it hon
6mg/dL sau 2 tuin st dyng liéu 40mg, Fevoric Tablets
(Febuxostat) 80mg dugc khuyén cdo sir dung.

Sir dung Fexoric Tablets (Febuxostat) khong lién quan dén thic
in hode ding thude khéng acid,

Déi twong diic biét

Suy thin )
Khéng can diéu chinh lidu dimg khi sir dung febuxostat déi voi
bénh nhin suy thin nhe dén vira.

Suy gan ) )

Khéng cin didu chinh liéu dung d6i vai bgnh nhan suy gan nhg
dén vira.

CHONG CHI PINH

Febuxostat Lhong chi dlnh doi vai nhung bénh nhéan sau; Vi *.@ ™

¢ Qud min véi duee chét hodc bit ky thanh phin tad c~ O'Vd’. N F*fov

s Pang didu tri vdi azathioprin, mercaptopurin hofic theophyllin,
e Ting uric mdu khéng triéu chimg bénh.

CANH BAO VA THAN TRQNG KHI DUNG THUOC

Rai logn tim mach

Khong khuyén cho didu trj biing febuxostat & nhimg bénh nhén bj
b¢nh tim thidu mau cuc bd hefic suy tim sung huyét
Da quan sét thdy mdt ty 1€ lén hon vé mit s6 lrong cac bién cd tim
mach theo APTC dirge bdo cdo héi nhd nghién ctru (cde tidu chi
duge xdc dinh béi nhéom efng tée thir nghiém chéng tidu chu
(APTC) bao gﬁm tir vong tim mach, nhoi mau co tim khéng gdy ti
vong, dot quy khéng gdy tr vong) trong téng sé nhém ding
febuxostat so vai nhém ding allopurinol & céc nghién ciru APEX
va FACT (1.3 bién ¢6/100 bénh nhin-niam (PYs) s0 vai 0,3 bien
¢6/100 bénh nhin-nim), nhung khéing quan sit lha} trong nghién
ctru CONFIRMS (xem phﬁn Dieere lue hoe vé dic diém chi tiét cia
nghién ciru). Ty I& cdc bién ¢ tim mach theo APTC trang cic
nghién ctru pha 3 két hop duge bao cho bdi nha n%hu:n clru (cde
nghién ctru APEX, FACT v CONFIRMS) la 0,7 bién ¢6/100 bénh
nhin-ndm so vai 0 6 bién c6/100 bgnh nhiin-nam. Trong cac nghién
ciru mér rong dai han, ty 1§ cdc bién ¢b theo APTC dugc bio cio
b&i nha nghién ciru 1a 1,2 bién c6/100 bénh nhén-nim abi vo
fehuxostat va 0.6 bién ¢4/100 bénh nhan-nim d8i véi allopurinol.
Khong tim théy su khéc biét ¢6 y nghia théng ké va khéng c6 mbi
quan hé nhin qué nao véi febuxostat duge xic 1ip. Cac yéu 10 nguy
co duge xdc dinh ¢ nhimg bénh nhdn nay la tién sy Khoa vé bénh
xor vira déng mach va‘hodic nhéi mau co tim hodc suy tim sung
huyét, ]

Dj teng/qued man voi thuoe

Céc bao cdo hiém gap v& phén tmg dj img/qud man nghiém trong,
bao ghm hii ching Stevens-Johnson, hoai tir thugng bi nhiém doc
va phan (mg phan vé/sdc cdp tinh de doa tinh mang, da dugc thu
thdp trong kinh nghiém hiu mai. Trong hiu hét lrm‘mg hgp, céc
phan lm g trén xdy ra trong thang dAu tién diéu tri bing febuxostat.
Mgt s nhung khang phili tat ¢d cde benh nhin nay da bdo cao vé
suy thin va/hofic qua man trude do voi allopurinel. Phan ing qud
min ning, bao gdm phan img thudc c6 kém tang bach ciu va acid
vi cae tridu chitng toan thin (hdi chimg DRESS) c6 lién quan vii
sbt, huyét hoe, thian hofic gan trong mbt sb trrdng hop.
Phai thang bdo cho bénh nhin vé cac dau hidu va tridu chimg va
can theo doi chat ché cdc trigu chimg cua phan g di uncf‘qué mén
(xem phin Tdc dung khéng mong muén). Phii ngimg diéu tri b:’mg
febuxostat ngay Ip toe néu xdy ra phin ng dj img/qua miin
nghtcm trong, bao gﬂ-m h{i chimg Stevens- .lohnson, vi vige nglmg
thude som lién quan v&i mét tién lugng tbt hon, Néu bénh nhiin
xudt hién phan img di mg/qua min bao gdm hoi chimg Stevens-
Johnson va phan img phan vé/sbe cdp tinh, khéng duge bt ddu sir
dung lai fexobustat & bénh nhén ndy bat of lic ndo.
Com gt cdp tink (@t bing phat bénh gil)

Khong nén bit dau didu trj bing febuxostat cho dén khi con gat cap
tinh da giam xudng hodn toan. Cac det bung phat bﬁ‘nh £t ¢o thé
hay ra trong théi glan bit ddu diéu tri do sy thay doi nong dé acid
uric huyct thanh dan dén huy dng uml tir sur lang dong d cdc mé
{xem ph&n Tde dung khdng mong muin va Duoe hee hoc). Lic bit
diiu didu trj bing febuxostat, ‘khu_vcu céio nén diéu tr] du phang cée
dot biing phét bing thube chiing viém khang steroid (NSAID) hofic
colchicin trong it nhit 6 thang (xem phin Liéu lwomg va Cdch
dung).

Neéu mot dot bing phat bénh glt xdy ra trong khi didu tri bing
febuxostat, khong nén ngung thude, Nén xir tri dgt bung phat bqn.h
git ddng thiri mét cach thich hop doi vai ting bénh nhén, Viée didu
trj lién tuc bang febuxostat 1am giam tén sudl va cuimg d§ coa cac
dot bing phat bénh git.

Léiing dong xanthin

8] nhung. b¢nh nhdn ¢b ty I& hinh thanh urat ting cao (vi du bénh 4c
tinh va diu tri bénh, hoi chun§ Lesch-Nyhan), trong nhﬁng triromg

/"Q_p?\\_{m hiém 28p, nong dj tuyét doi cua xanthin trong nude tidu cé thé

dii dé cho phép sy lang dong trong duimg tlf".‘t ni¢w. Do chua
inh nghiém véi febuxostat, khong khuyén cdo st dung
iNostat & nhém bénh nhin ndy.
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Hcrmp:opunm’ zathioprin
Khoéng khuyén cao s dung febuxostat ¢ nhimg bénh nhin duge
diéu trj ddng thoi bing mercaptopurm!azalluopr|n Trong truomg
hogp khong thé tranh duge sy phdi hop nay, cin theo dai bénh
nhin chit ché. Khuyén cio giam |l(.l1 mercaptopurm hoac
azathioprin dé tranh nhimg tac dung vé huyét hoc ¢6 thé 6 (xem
phin Tweng tdc).

Bénh nhan dicpe ghép tang

Do chua ¢6 kinh nghi¢ém & bénh nhan duge ghép tang, khéng
khuyt.n cdo sir dung febuxostat & nhirng bénh nhin niay (xem
phin Duoe lize hoc),

1 kenphyh'm

Sir dyung dong thoi febuxostat 80mg va lidu don theophyllin
400mg cho dbi tugng khoe manh khéng cho thay bat ky sy twong
tde nao v€ mit dioe ddng hoc (xem muc Tawrzg fdc). Febuxostat
80mg ¢6 thé sir dung cho nhimg bénh nhan duge didu tri déng
thai véi theophyllin ma khong co nguy co 1am ting néng do
huyét thanh cua theophyllin, Khéng co dir liéu nghién citu cho
febuxostat 120mg.

Roi loan an

Trong cic ngh]f.n ciru 1am sang pha 3 két hop, di quan st théy
biit thurémg vé& xét nghiém chifc nang gan nhe ¢ nhirng bénh nhin
duge diu tri bing febuxostat (5%). I{huyun cao xét nghiém chire
ning gan trirde khi bat dau diéu tri bing febuxostat va dinh ky
sau dé dya trén ddnh gid lim sang (xem phén Duwge lye hoc).

Roi loan tuyén gidp

Di quan sat thdy ting céc tri s& hormon kich thich tuyén gidp
(TSH (> 5,5pulU/mL) & nlnmg bénh nhan diéu trj l4u dai bing
febuxostat (5,5%) trong cdc nghién clru md rong nhan mé dai
han. Cin than trong khi sir dung febuxostat & bénh nhan c6 thay
dbi chire ning tuyen giap (xem phdn Duege liee hoc).

Ta duge:

Fexoric Tablets {Fcbumstat) cd chira lactose. Nhitng bénh nhin
¢6 cac vén dé di truyén hiém gip vé khong dung nap galactose,
thiéu hut Lap!;; lactase hogc kém hiip thu glucose-galactose khong
nén dimg thuoc nay,

SU DUNG THUOC CHO PHU NU' CO THAI

Febuxostat khng nén sir dung trong qué trinh mang thai.

SU DUNG THUOC CHO PHU NU CHO CON BU

Febuxostat khéng nén sir dung trong qud trinh cho con bi.

ANH HUONG CUA THUOC LEN KHA NANG LAI XE VA
Vz}N HANH MAY MOC

Bubn ngu, chong mit, di cam va nhin m& da duge béo cdo voi
viée sir dung febuxostat. Bénh nhan cin thdn trong trude khi lai
xe, vin hanh may méc hoac tham gia vao céc hual dong npuy
hiém cho dén khi ho chéc chén mgt cach hop ly ring febuxostat
khéng anh hudng bit lgi dén hiéu ning hoat dong.

TUONG TAC, TUONG KY CUA THUOC
Mereaptopurin/azathioprin ;
Trén co s¢ co ché tic dung cnia fehuxasml doi vdi sy te ché
xanthin oxidase (XO). khéng khuyén cao sir dung dbng thoi. Su
tre ché xanthin oxidase bdi febuxostat ¢6 thé lam tang nbng do
clia cac thude nay trong huyét tuong, din dén doc tinh (xem
phin Carnh bao) Cic nghién ctru vé twong tic thude giia
febuxostat vai cic thube duge chuyén héa béi xanthin oxidase
chua duge thyc h1;n

Cic nglnén ciru vé tuong tac thuéc giira febuxostat va h()a trj liéu
gdy doc té bao chira durge tidn hanh. Chua c6 dir licu vé& d¢ an
toan cua febuxostat trong diéu trj gdy doc t&  bao,
Rosiglitazon va eo chat CYP2C8

Febuxostat duge thdy 1a chét trc ché yéu ctia CYP2C8 trén in
vitro. Trong m@t nghién ciru wén dbi tuqmg khoe ma.nh dung
dong thoi 120mg febuxostat QD v&i udng mot lidu don dmg
rosiglitazone khéong ¢6 anh hudng nao trén duge dong hoc cia
rosiglitazone va chat chuyen hoa metabolite N- deqmethy]
romghtazon diéu ndy chi ra ring febuxostat khéng phal 1a chit
trc ché enzyme CYP2CR trén in vivo. Bai vay, st dung dong thoi,
febuxostat voi rosiglitazone va cée co chat CYP2C8 dugc cho
khéng cin phdi didu chinh lidu cho nhimg ché phz’lm 1y

Theophyllin

Mot nghién cfru vé twong tic thudc thuc hién trén nhfrng nguoi
khée manh ding fa.buxostal dé danh gid xem léu s\r (re ché XO cé
thé gay re sy ting nnng dd theophyllin trong tudn hoan hay khdng
nhu cic chdt e ché X0 khie da dm;wc bie cdo trude day. Két qua
nghién ciru cho thdy ring ding ddng thisi febuxostat 80mg QD
cting véi lidu don theophylline 400mg khong gy anh hwémg dén
ducre ddng hoc hofic tinh an todn cia theophyllin. B&i vy, khdng
¢é than trong diic bigt nao duge dua ra khi ding dong thoi
febuxostat 80mg va theophyllin. Khéng ¢é dit liéu cho febuxostat
120mg.

Naproxen va cdc chdt tie ché sie glucuronid héa khde

Sy chuvén héa cia febuxostat phy Ilmoc vao enzym Uridine
Glucuronosyl transferase (UGT). Céc thude e ché sy glucuronid
héa nhur thude chong viém khéng steroid (NSAID) va pmhenecld
teén 1y lhuyel ¢ thé anh huomg dén sir thai trir fehuxostat, O cde
doi tugng khoe manh, sit dung déng thii febuxostat Vil naproxen
250mg, 2 lin/ngdy cé lién quan véi sy tang mic tiép xac véi
febuxostat (ndng clﬁ t4i da trong huyct tuong (Cmax) 28%, dign tich
dudi dutmg cong nbng do trong huyét tuong theo thvi gian (AUC)
41% va thdi gian ban thai (11226%). Trong cée npghign o 1am
sang, viée sir dung naproxen hofc cac thude (e ché NSAID/Cox-2
khdc khéng lign quan voi bit ky sw ting nao vé& cac phan tng phu
¢0 ¥ nghia ldm sang.

Febuxostat cé thé dwge sit dung ddng thoi véi naproxen ma khéng
ciin didu chinh ligu febuxostat hogic naproxen.

Thube gay cam ing sir glucuronid héa

Chc thude giy cam Gng manh enzym UGT ¢é thé din dén tang
chuyt.n hoa va giam hi¢u qu:i ciia febuxostat. Vl vily Lhuyén cdo
nén theo doi ndng df acid uric huyét thanh 1-2 tudn sau khi bit ddu
diéu trj bing mdt thubc ga}' cam {ng manh sy glucuronid hoa.
Nguge lai, wéc ngirng diéu tri bang mt thude gﬁy cim (g cb thé
ddn dén tang nong d cua febuxostat trong huyét trameg.

(& o!r.'hecemndomelhacmf?uu‘mce‘mrorha’azrdﬂmr_,l’arm

Febuxostal ¢6 thé ducge su' dung dong thai vai colehicin hodc
indomethacin ma khéng cén diéu chinh lidu febuxostat hodic hoat
chiét ding két hop.

Khong cdn thié didu chinh lidu febuxostar khi ding véi
hydroclorothiazid.

Khéng can thiét diéu chinh lidu warfarin khi diing véi febuxostat.
Vige sir dung febuxostat (80mg hozc 120mg, 1 ldn/ngay) vai
warfarin khdng anh hirdng den duo'c dong hoc cua warfarin @ céc
dbi tupng khae manh, Chi sé chudn héa qude 1€ (INR) va hoat tinh
yéu t& VII ciing khong bj anh huéng boi vige ding ddng thai véi
febuxostat. y

Desipramin/ce chat CYPZDG

Febuxostat dd cho thdy 14 mot chit wre ché yéu CYP2D6 in vitro.
Trong m()l nghién ciru & cic ddi tugng khde manh, febuxostat
120mg, 1 lin/ngay (QD) din dén tang trung binh 22% vé AUC cua
desipramin - mt co chit cia CYP2D6 cho thiy tac dyng (e ché
véu co thé ¢b clia febuxostat trén enzym CYP2D6 in vivo. Vi viy,
viée ding dong thai febuxostat vai cac co chét cia CYP2D6 khac
khong duge cho I s¢ cin bit ky sy diéu chinh lidu ndo dbi véi
nhimg hop chéit nay.

Thudc khdng acid

Vige ubng déng thovi véi thude khéng acid chia magnesi hydroxid
va hydroxid nhém da duge ching minh 12 1am chim sy hdp thu cia
febuxostat {khoang I git) va lam giam Cpax 32% nhung khong
quan sdt thay sy thay ddi co ¥ nghfa vE AUC. Vi vé.y febuxostat ¢6
thé duge ding khéng lién quan dén vige st dun g thudc khdng acid.
Twong ky, ciia thude

Do khong cd cdc nghién ciu vé tinh twong ky cia thube, khéing
ln;m 14n thubc nay vdi cac thude khéc,

TAC DUNG KHONG MONG MUON CUA THUOC

Céc tée dyng khéng mong mudn duge bio cdo thirdmg gap nhét

===t cac thir nghi¢m lim sang (4.072 dai trong duge didu tr it

Lnllﬁlf Xgi lidu tir 10 mg dén 300 mg) va trong kinh nghi¢m hiu
1 aﬁa\aa ot biing phét bénh gul bat thudmg chirc nang gan, ticu
n, nhire diu, ban va phi. Nhimg phan img phu nay
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hau hét ¢ mac d nhg hofic trung binh. C4e phan (mg quéa mén

nghiém trong hiém gip véi febuxostat, mt so phan (g co lién

quan vdi tri¢u chimg toan than da xay ra trong kinh nghiém hdu

mii.

Nhitng tde dung khong mong rmeor.' sau dupe xde dinh cho hoat

chdt febuxostat. Phin nhom theo tan sudt: rét thuedng gdp (ADR

2 I/10), thuonmg gap (1/100 < ADR < 1/10), it gdp (!/16‘00 <ADR
< 1/100), hiém gap (1/1000 < ADR < 1/10000) va rdt hiém gap

(ADR < 1/10000),

Tin suft dya vio cic nghién ciru v kinh nghiém luu hanh thube

trén b¢nh nhan bi gout.

Trong mdi nhém tan sudt, cic phan (mg tac dung khong mong

mudn duge trinh bay theo thir ty mire dé nghiém trong giam dén.

R&i logn mdu vi hé bach huyét

Hiém gap: Giam tuz)n thé huyét clu, gidm tiéu cau, mét bach ciu

hat*, ting bach ::au 4i toan".

Rbi logn hé mién dich

Hiém gdp: Phin tmg phan vé*, qua mén vai thube”.

Réi logn ndi tiét

It gap: Tang hormon kich thich tuyén giap trong mau.

R'é;l logn it

Hiém £dp: Nhin mo.

Réi logn c.‘mprfn héa va dinh diwdng

Thudng gdp*™*: Dot biing phét con gout,

It gdp: Bénh d4i théo dutng, tang lipid huyét, giam sy ngon

mléng. tang cén.

Hiém gap: Giam can, ting sy ngon miéng, chin an.

Rﬁt loan tim thin

It £ap: Giam duc néng, mat ngu.

Hiém gdp: Bdn chén,

Réi logn hé thin kink

Thueng gap: Pau du.

It gap: Chong mit, dj cam, liét nira ngudi, budn ngu, thay ddi vi

gide, giam cam gléc gidm khiru gidc.

R&i loan tai va mé dgo

Hiém gip: U tai,

Roi logn tim

It gdp: Rung nhi, dénh tréng ngyre, bét thurdmg trén dién tam db.

Hz'é'm gdp: Dot ur tim mach®

Rm logn mach

it g(,’.ip Tang huyét &p, do birng mat, ndng bung,

Rai la{m hé hé hip

It gap: Khé tha, viem phé quan, nhiém khudn duémg hé hdp trén,

ho.

Réi logn dwong tisu héa

Thirgmg gdp: Tiéu chay™, budn non.

It gdp: Dau bung, chudng byng. bénh trao nguge da day — thire

quan, nén, khd miéng, kho tiéu, to bon, dai ti¢n nhidu ldn, diy

hai, khé chju dudng tiéu hoa.

me gdp: Viém tuy, loét miéng.

Réi logn gan-mir

Thuémg g@p: Bét thuemg vé chire nang gan™.

It gép: Bénh s6i mat.

Hiém gap: Viém da, vang da’, ton thuong gan”.

R&i logn da v mé dudi da

Thiong gap: Ban (bao gbm cic logi ban duge bdo cdo vi tin

sudt thap hon, xem phia dudi).

It gap: Viém da, ndi miy day, ngira, da doi mau, ton thuong da,

@dm xudt huyét, ban d4t, ban dét san, ban sin,

Hiém gap: Hoai tir thugng bi nh:ém djc’, héi chimg Stevens-

Johnson®, phit mach”, phan tng thude ¢6 kém bach cdu va acid va

cde trigu ching toan thén (hi chimg DRESS)', phat ban toan

thén (nghiém trong)®, ban dé, héng ban da dang, ban tréc vay.

ban dang mun trimg ¢4, ban myn nude, ban myn mi, ban ngira’,

phét ban dé da, phat ban giong bénh s@i, rung toc. ting tiét md

hai.

Hiém gdp: Tiéu co vén cimg khop, clng co xuong khap.

R&i logn thin va hé 1iét nigu

It gap Suy thin, bénh soi thin, huyét nigu, tiéu dat protein nigu.

Hiém gap: Viém dng than mé k", thai thiic di tidu,

Roi logn hé sinh sin vi ryén vi

It gdp: R&i logn cuong duong. 3

Rii logn tadn thén va tnh frang tai ché khi dicng thudc

Thuong adp: Phit.

It g@p: Mét méi, dau ngye. kho chiu o ngue.

Hiém gdp: Khal nude.

Xeét nghiém

It gap: Tang amylase huycl giam sé luong tidu cdu, gidm sé lugng

bach cdu, g:am ) lrgme € baa lympho, ting creatin huyét, tang

creatinin huyét, giam ]1aem0g]obm, :ang uré huyét, tang triglycerid

huyét, ting cholesterol huyc! giam haematocrit, ting lactate

dehydrogenase, tang kali huyet

Hiém gap: Tang glucose huyél, thoi gian thromboplastin tmg phan

hoat hda kéo dii, gidm s6 lugng héng ciu, ting phosphatase kidm

trong mau, ting men creatin phnsphnkmase trong mau*,

*Cdc tdc dung khdng mong muon tir kinh nghiém heu hairh thude.

**Tiéu chay khong do nhiém khudn xay ra irong khi diéu tri vé xét

nghiém chirc ning gan bat thiemg trong cdc nghién ciu pha 3 kit

hop thuong gap hon & nhitng bénh nhdn diece diéu tri dong thoi

vt ealchicin.

**¥Xem phdn Dic tink diege e hoe vé _J;\, I¢ bing phat bénh gout

trong cde nghién ciru pha 3 riéng biet ngau nhién c6 doi ching.

M ta cde tde dung khing mong mitén chon {pe: Phan Ung qua min

nghiém trong hiém gip voi febuxostat, bao gbém hdi chimg

Htcvens Johnson, hoai tir thugng bi nhiém déc va phan (g phén

v&/sbe, da xiy ra trong kinh nghiém lwu hanh thube. Hoi chimg

Stevens-Johnson va hogi tir thuong bl nhidm dde duge dae trung

bai phit ban da tién trién di kém véi bong nude hoiic 16n thuong

niém mac va kich ting mét. Phan tng qua min vii febuxostat c6

thé lién quan \-m nhimg trigu chimg sau ddy: phan img da dic trung

béi ban ddt sén thdm nhiém, phat ban toan thin hodc troc vy,

ngodi ra ¢dn cd tén thromg da. phﬂ mit, sbt, bt thuong ve huyét

hgc nhu gidm tidu ciu va bach ciu u‘a acid va lién quan aén mét

hojgic nhiéu co quan (gan va thin bao gom viém Gng thdn m6 k&).

Cdc dgt bung phit bénh git thudng duge quan sit thiy ngay sau

khi bt diu diéu trj va trong nhimg thang ¢iu tién. Sau d6, tin suét

cac d-;n bling phét bgnh gat theo cich phu thude thisi gian. Khuyén

céo diéu trj dy phong bing phat bénh gout,

Tiing bdo ngay cito bic .?' hage dirge 7 nhitng phan wng cé hai

£4p phai khi stt dung thuoc.

QUA LIEU VA CACH XU TRI

Bénh nhén bj qué liéu cfin duge xi tri bing didu tri tricu chimg v

didu tri hd tro.

PAC TiNH DUQC LYC HOC

Nhém duge l: Ché phim didu tri bénh goat, ché phiim tic ché

sin xudt acid uric, ma ATC: MOIAAO3.

Co ché tic dung .

Acid uric A sin phim cudi ciing cua sy chuyén hoa purin & ngudi

va durge tao thanh trong cc dot hypoxanthin xanthin acid uric. Ca

hai buéc trong sy chuyén dang trén dirge xic tic bol xanthin

oxidase {XO] Febuxostat 13 mét din xudt Z-aryllhlazol dat duge

hig¢u qud dibu tri 1am gim ndng dd acid uric huyét thanh biing cach

irc ché chon loc xanthin oxidase, Febuxostat la mit chit ¢ ché

chon loc xanthin oxidase khong purin (NP-SIX0O) manh v&i mat

gid wi Ki (¢ chéin vitro dudi 1 nanomol. Febuxostat di dugc

chitng minh |2 (¢ LhE manh ca dang oxy héa va dang khir cia

xanthin oxidase, ¢J nong dd didu tri, febuxostat khong e ché cac

enzym khéc tham gia vao syt chuyén héa purin hofic pyrimidin, tic

1a guanin deaminase, hypoxanthin guanin

phospharibosyltransferase,  orotat  phosphoribosyltransferase,

orotidin  monophesphat  decarboxylase hodc purin  nucleasid
hosphorylase.

R&i logn hg xuwong va md lén kit % R IBAGTINH DUGC DONG HQC
It gap: Dau khép, viém khép, dau co, dau oo xuong khop, yeuv " _Hépi
¢o, co thit co, cing co, viém bao hoat dich. ay \,T;\N [ d"mb
(X palbl E'\
ol M
\}'.E\F.‘ (i MINH
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Febuxostat duge hip thu nhanh (tmax 1 ,0-1,5 git) vi duge hﬂp thu
1t (1{ nhét li 84%). Sau khi ubng mot lidu dom va nhiéu liéu 80
mg va 120 mg, 1 lin/ngdy, Crmax khoang 2,8-3,2 pg/mL dbi véi
licu 80 mg, 1 lin/ngdy va 5,0-5,3 pg/mL dbi voi lidu 120 mg, 1
lén/ngdy. Sinh khi dung tuyét déi cia céng thire vién nén
Febuwstat chura dugce nghién ctru.

Sau khi ubng nhiéu lidu 80 mg, 1 Iﬁnfngﬁy hodic mét lieu don 120
mg véi bira in co nhiéu chat béo, c6 sy glam 49% vé Cmax dbi voi
llcu 80 mg va giam 38% v& Crax d0i vi lidu 120 mg, giam 18%
vé AUC ddi voi lidu 80 mg va giam 16% vé AUC déi véi lidu
120 mg. Tuy nhién, khong quan sat thiy su thay dbi c6 y nghia
1am sang v& mirc giam phﬁn team ddi véi nong dé acid uric huyét
thanh khi xét nghigm (nhiéu li¢u 80 mg). Vi vy febuxostat o
thé duroc ding khong lién quan dén thic an.

Phin bé )

Thé tich phén bd biéu kién ¢ trang thai én dinh (VSS/F) cua
febuxostat khoang 29-75 lit sau khi ding céc litu ubng 10-300
mg. Su ghn két cua febuxostat voi protein huyél wong k.hoang
99,2% (chi yéu 14 voi albumln} va khéng thay dol trén pham vi
nﬁng do dat duere vai lidu 80 mg va 120 mg. Su gén két cia cac
chit chuycn héa ¢6 hogt tinh vai protein huyét twong tir khoang
82% dul 91%.

Bién d@éi sinh hoe

I-ebuxmlal duge chuyén hoa manh do sy lién hop théng qua hé
théng enzym  uridin diphosphat  glucuronosyl transferase
(UDPGT) va su oxy héa théng qua hé thong cytochrom P450
(CYP). 4 chét chuyén héa hydroxyl cé hoat tinh duge Iy da duge
xdc dinh, trong do 3 chit c6 trong huyét twong nguri. Cc nghién
clru in vitro v6i microsom gan nguéi cho thiy nhitng chit chuyén
hoa oxy hoa trén duge hinh thanh chi yéu bai CYPIAL,
CYP1A2, (,YP'?(,B hode CYP2C9 va febuxostat glucuronid dugc
hinh thanh chi yéu bai UGT 1AL 1A8 va 1A9.

Thai triv

Febuxo'.-;la( duqc thai trir qua ca hai dudng gan va than. Sau khi
uong mat lidu 80 mg febuxostat c6 danh dau 14C, khoang 49%
libu dung duge tim thdy trong nuée tidu dudi dang febuxostat
thng rhay ddi (3%), acyl glucuronid cua hoat chit (30%), cic
chét chuycn héa oxy hoéa da biét cua no va cac chét lién hop
(13%) va céc chit l,huyén hoa khae chua duge biét (3%). Ngoai
sy bai tiét qua nudce tiéu, khoing 45% lidu ding duoc tim thdy
trong phin dudi dang febuxostat khfmg thay déi (12%), acyl
glucuronid cda hoat chét (1%). céc chét chuyén héa oxy hoa da
biét cta n6 va céc chit lién hop (25%) va cac chét chuyén hoa
khéc chua duge biét (7%).

Suy thin

Trong nghién ciru duge ding hoc giai doan I, sau khi ding nhiéy
liu febuxostat 80 mg & nhimg bénh nhan suy than nhe, trung
binh holic ning, Cmax clia febuxostat khong thay doi so vdi cic
déi rong ¢6 chire nang than binh thudmg. Tong AUC trung binh

cua fcbuxostat ting khodng 1.8 lin nr 7.5pg.git¥mL & nhém cd
chirc ning than binh thudmg dén 13,2 pg.giomL & nhém rdi logn
chirc ning than nang Crix ctia céc chit chu:,én héa ting 2 lin va
AUC chia cde chét chuyen hoa tang 4 dn. Tuy nhién, khéng cin
thiét diéu chinh liéu & bénh nhén suy thiin nhg hojc trung binh,

Dya viio phan tich duge dong hoc quén thé, sau khi dung da lidu 40
mg hay 80 mg febuxostal, cic gid tri d thanh thai trung binh khi
udng (CL/F) trén bénh nhin gout vA suy thin nhe (n=334), trung
binh (n=232) hay ndng (n=34) da giam thém 14%, 34% va 48%
trong (g, so vdi bénh nhin cd chic nang thin binh thuimg
(n=89). Céc gid tri AUC trung vj tuong (g cia febuxostat & giai
dogn Gn dinh trén nhimg bénh nhén suy thin di ting thém 18%,
49%, via 96% sau liéu 40 mg, va 7%, 45% va 98 % sau lidu 80 mg
tuong (mg, so vai bénh nhin cd chite ndng than binh thuéng,

Suy gan

Sau khi diing nhiéu liéu febuxostat 80 mg & nhimg bénh nhén suy
gan nhe (Child-Pugh logi A) hodc trung binh (Child-Pugh loai B),
Cimax v@t AUC cua febuxostat va céc chit chuyén hoa cia né khing
thay dbi ¢6 ¥ nghia so vai cac dbi tugmg ¢6 chirc ning gan binh
thudmg, Chua c6 nghién ciru ndo duge thire higén & bénh nhin suy
gan ning (Child-Pugh leai C).

Tudsi

Khéng quan sdt thiy sy thay ddi dang ké v& AUC cua febuxostat
hodc cac chit chuyen hoa cia né sau nhidu liéu u(’ing febuxostat &
cac doi tugng cao tudi so v cac ddi tiromg tré tudi khoe manh.

Gidi tinh

Sau khi ding nhidu lidu uéng febuxostat, Cmay cao hon 24% & nir so
vii 0 nam va AUC cao hon 12% & nit so véi 0 nam. Tuy nhién,
Crmax v AUC duoe diéu chinh trong s6 tuong ty gitta cac gioi tinh.
Khong can thiét diéu chinh lidu dya theo gici tinh.

QUY CACH DONG GOI:
Hop 2 vi x 10 vién nén.

PIEU KIEN BAO QUAN: Béo quin & noi khé rdo, tranh dnh
sang va dg am, nhiét 4§ dudi 30°C,

HAN DUNG: 24 théng ké tir ngdy sén xufit.
TIEU CHUAN CHAT LUQNG THUOC: TCCS

CO SO SAN XUAT THUOC:

GETZ PHARMA (PRIVATE) LIMITED
‘I" Plot No. 29-30, Sector 27, Korangi Industrial

Area, Karachi, Pakistan




