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Box of 10 blisters x 10 tablets

./ VAN PHONG S
/ DAI Lw:m

| R{ Prescription Drugs 10 Blisters x 10 Film coated tablets

Febuzex 40
Febuxostat Tablets 40 mg

V4
AP I ajarita

Composition: I |
Each lim coaled tablet contains: "

M, o

Febuzex 40

Indication, Desage & Administration,
Contraindication & Side Effects and
other Infomation.

Please refer to package insert. [ TN
Specficatien: Manufacturer
Starage: Made in India by/San xult 1ai An 08 béi:
Store below 30°C. ©C»  ajanta pharma limited
" Faclary: Plol M. B4/8/8, MIDC Paithan,
Protect from light. bad 431 148 M Stato, India,
Keap out of raach of childran Regd./Corp, Off - Ajanta House, 98,
Raad package insert carefully before using Govi. Industrial AreaCharkop,
Do nat excead prescribed dosage Kandivii (W), Mumbal 400 067
Ry Thubc ke don 10 vi x 10 vién nén bao phim |
| Cem——
7 r— D-
= = Febuzex 40 |
= NN
— i ~ i
== 0 Vién nén bao phim Febuxostat 40mg
e X
]
pEE——— _p.
o
‘ : ajariia
Thanh phin:
M3 vign nén baa phim chiva -
Fabuxcstat 40 mg
Chi djnh, Lidu ding & Clich ding,
Chéng chi dinh va ca¢ ndl dung khac
Xem W& bueng din st dung thubc kém (heo.
Tiku chudn: TCCS
Bac quan:
| Bao quan & nnigl 6§ duwdi 30°C. Visa No./SBK
isa No, !
::"‘:I::':*:;“ B.N0./S6 I6 SX: § '
Doc kf hmg e wir g b Kl g Mig.Date/NSX: dd/mmiyyyy |
®hing ding qua liku chi dinh. Exp.Date/HD: dd/mmfyyyy £ |

90% Real Size

d & e i
i P
ot qéﬂ‘w@%c@ o® o=

a"‘ ﬁﬁ W
% / P o
NF‘@ 5 rﬁ" ,r.s
,a;ﬁ’ ﬁ

o
<
—}“@W p“# ﬁqa

i ..
fs £
ﬁﬁf‘;’“qw fgséf
\Jss“‘ i@,‘*‘*’ipf’\ M/ TN108SC 5” i3 ?,J

Blister of 10 tablets




NN —242%¢

§S¢f
) {-\..-"‘“'l E _/J 2019

https://trungtamthuoc.com/

Rx
FEBUZEX

(Vien nén bao phfm febuxosmz)

| Cdc didu hiéu lru ¥ va khuyén cdo:
Doc kf haeomg ddn sir dung trude khi dimg.

Dé xa tam tay tre em.

Théng bao ngay cho bdc s7 hodce dwge sy nhitng tic dung khong mong muon gdp phai khi sie
dung thudc.

Thuoe nay chi dimg theo don thuoc

1. Thanh phin cong thirc thube:

Mai vién nén bao phim chia:

Thanh phén hoat chat:

BEBUZEX 408 FEBUROSHY . s sis i 40 mg
FEBUZEX 80: Febuxostat. .....ovveiirieeeieiiiinnnenn, 80 mg

Thanh phin ti dwge: Cellulose vi tinh thé, lactose khan, low-substituted hydroxypropyl
cellulose, natri croscarmellose, colloidal silicon dioxid, magnesi stearat, opadry OY-IN-58910
tring.

2. Dang bao ché

Dang bao ché: vién nén bao phim.
MG ta die diém thude: Yy
FEBUZEX 40: Vién nén bao phim mau tring dén tring nga, tron, hai mat 18i, ¢6 duong khic & N
mot mat. mét con lai tron. e
FEBUZEX 80: Vién nén bao phim mau tring dén tring nga, tron, hai mit 18i, ¢6 dudng khéc &

madt mat, mat con lai tron.

3. Chidinh

Muc dich sir dung: Febuxostat 12 chét (rc ché xanthin oxidase (XO) duge chi dinh didu trj tang

acid uric mdu man tinh & bénh nhén bi bénh gout.

Vién febuxostat khang diing dé dicu tri chimg tang acid uric mau khong tridu ching.

Péi twgng siv dung: ngudi bénh tir 18 twoi tro Ién.

4. Liéu ding — Cdch ding

Liéu diing:

Diéu tri chimg ting acid uric mau ¢ bénh nhén bj gout, khuyén cdo str dung febuxostat 40 mg
hodc 80 mg x 1 lin/ngay khi déi hoac khi no.

Khuyén cdo lieu bat dau diéu tri véi febuxostat la 40mg x 1 lan/ngay. Néu acid uric huyet thanh
(sUA) cao hon 357 pmol/L (6 mg/d L) sau 2 dén 4 tuan, khuven céo tang lén liéu 80 mg. Kiém tra
nong dd acid uric cho mirc mong muon nho hon 357 ],LIT}OIJL (6 mg/dL) nén dugc thyue hi¢n som
sau khi bat dau diéu tri, c6 thé thuc hién sau 2 tudn didu tri.

Khuyén khich sit dung febuxostat trong it nhat 6 thang dé du phong con gout kich phat.

}(@f
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Ngudi cao tudi: khdng can dicu chinh liéu & nguoi cao tudi.
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Suy thdn

Khéng can didu chinh lidu & nhitng bénh nhan suy thin nhe hodc trung binh (Cler tir 30-89
mL/phut, b¢nh thin man d¢ 2-3). Nén thdn trong vdi bénh nhan suy thin ning (do thanh thai
creatinin <30 mL/phdt, bénh than man d¢ 4), hiéu qua va tinh an toan chua duge danh gia day du
trén doi tugng nay.

Suy gan

Higu qua va an toan cua febuxostat chua dwgc nghién ciru & nhiing bénh nhan suy gan ning
(Child-Pugh loai C). Can than trong khi ding thudc cho ddi tugng nay

Dit liéu cho bénh nhan suy gan trung binh con han ché. Khong can chinh liéu & bénh nhan suy
gan nhe.

5. Chbng chi dinh

Man cdm v6i bét ki thanh phan nao cia thude,

Nhitng bénh nhan dang dugc dicu trj véi azathioprin, mercaptopurin hodc theophyllin.

Khong diing diéu tri bénh gout cap.

6. Canh bdo va than trong khi ding thude

Cic bién cb tim mach

Khong khuyén cdo sur dung febuxostat ¢ bgnh nhan thiéu mau cuc b co tim hodc suy tim sung
huyét. Ti I& bién cd trén tim khi ding febuxostat cao hon so v6i khi dung allopurinol, céc bién cd
bao gdm: tir vong do tim mach, nhm mau co tim khéng tr vong, dot quy khong tr vong). Nguyén
nhan chua duge xée dinh, cde yéu té nguy co duge xac dinh dua trén tién sir xo vita dong mach

va/hoic nhdi miu co tim hode suy tim sung huyét. Can theo dai céc d4u hidu va triéu chirmg ctia
nhdi méu co tim (MI) va dot quy.

Di trmg/qua min cim duge phiim

Hiém gip cic phan tmg di tng/qua min nghiém trong, bao gom hoi chung de doa tinh mang:
Stevens-Johnson, hoai tir thwong bi nhiém dgc va phan ting phan vé/sdc cép tinh thu duge sau khi
dura thude ra thi trudng. Trong hau hét cac truong hop, nhing phan &g nay xay ra trong thang
dau tién diéu tri bang febuxostat. Mot sd truomg hop, nhung khéng phai tat ca bénh nhan nay
duge bao cao suy thin va‘hodc qua man cam véi allopurinol truée d6. Cac phan (mg qua man
nghiém trong. bao gom chimg tang bach cdu ai toan va cac triéu chimg toan thian (DRESS) ¢6
lién quan dén sét, huyét hoc, than hodc gan trong mot s6 trudng hop.

Bénh nhan nén duge théng béo vé cde diu hiéu. tri¢u ching va theo doi chiit ch€ cac trigu chimg
di img/phan Gmg qua man Didu tri bing febuxostat can duge dimg ngay lap tire néu phan tng di
tng/phan img qué man nghiém trong xdy ra, bao gom hdi chimg Stevens-Johnson, béi vi dz.mg
thude cang som thi tién lwong cang tbt. Néu bénh nhan da xudt hién ~phén (mg di img/phdn ing
qua mén bao gdm hoi chimg Stevens-Johnson va phan img phan vé/sdc cép tinh, khong dugc bit
diu lai febuxostat & nhitng bénh nhan nay & bat ki thoi diém nao.

Con gout Kich phat
Diéu tri vdi febuxostat khong nén tién hanh cho dén khi con gout cép giam hoan toan.

Sau khi khoi dau d:eu tri v&i febuxostat, d& ghi nhén tin sudt cic con gout kich phat tang. Hién
tuong nay do giam nong d6 acid uric huyét thanh dan dén viée huy dong urat tich 1oy trong mo.

Dé ngiin chin con gout kich phat khi khoi ddu véi febuxostat, khuyén cdo ddng thoi diéu tri dy
phong v mét NSAID hay colchicin. Khi con gout ¢ clp xay ra trong qué trinh dlcu tri nén ngirng
diéu tri. Néu thich hop nén kiém soat déng thi con gout kli.h phat trén timg bénh nhan. Tiép tuc
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diéu trj voi febuxostat lam gidm tan sudt va mat do con gout kich phat.

Bénh nhin ting tao urat

O bénh nhan ¢é toe dd tao thanh urat ting cao (nhu bénh ly 4c tinh va cac ligu phap dicu tri, hoi
chimg Lesch-Nyhan), & mgt s0 it trudng hop, nong o xanthin toan phén trong nude tiéu tang
lam lang dong trong dudng ti¢u. Khong khuyén cao st dung febuxostat trén doi tuong bénh nhéan
nay.

Mercaptopurin/azathioprin

Khong khuyén cao sir dung febuxostat ¢ bénh nhidn dang dugc diéu tri déncr thoi v
mercaptopurin/azathioprin. Néu bit budc phai phdi hgp didu tri bénh nhan nén duoe theo ddi chat
chd, Khuyén cdo giam lidu mercaptopurin hoiic azathioprin dé tranh cac anh hudng Ién hé tao
mau.

Nhirng bénh nhin ciy ghép tang

Vi chura cé kinh nghiém sir dung thudce & nhitng bénh nhan cdy ghép tang, khéng nén sir dung
febuxostat & nhiimng bénh nhéan nay.

Theophyllin

Khong cin phai diéu chinh liéu theophyllin khi diéu tri dong thoi véi febuxostat. Sir dung déng
thai febuxostat 80 mg va theophyllin & nguoi tinh nguyén khoe manh cho thay khong c6 twong
tac c6 ¥ nghia thonﬂ ké&. Tuy nhién, nghién clru cung cho tha\« lugng 1-methylxanthin (mét trong
cac chat chuyén hoéa chinh theophyllin) dugc tiét vao nude tiéu tang xap xi 400 ldn do su (rc ché
XO cna febuxostat. Tinh an toan khi ding lau dai 1-methylxanthin chua dugc danh gid. Nén cén
nhic can than khi quyét dinh phdi hop febuxostat va theophyllin.

Rbi loan chirc ning gan

Trong giai doan 3 nghién ctu ldm sang. quan sat thiy c6 rdi loan chirc ndng gan nhe & nhing
bénh nhan dugc diéu tri bing febuxostat. Xét nghi¢m chirc nang gan dugce khuyeén céo trude khi
bat dau dieu tri bang febuxostat va dinh ky sau d6 dua trén tinh trang 1am sang.

Cac bdo céo sau luu hanh cho thdy c6 tinh trang bénh nhan suy gan tir vong va suy gan khong tr
vong, mic du cac thong tin trong bao cdo khong day du dé xac dinh nguyén nhan. Trong cac
nghién ctru kiém sodt ngau nhién, transaminase tang nhiéu hon 3 1dn gié trj gidi han trén binh
thudng (ULN).

Can xét nghiém gan ngay lap tire néu bénh nhén c6 cac triéu ching cho thdy ¢o su tdn thuong
gan, bao gbm: mét moi, chan dn, khé chiu viing bung trén bén phai, nudc tiéu dam mau hodc
vang da. Trong cdc truong hop nay. néu bénh nhan ¢6 chi sé gan bat thuomg (ALT Ién hon 3 lan
gid¢i han trén) nén ngimg dung thude va xac dinh nguyén nhan. Khang téi didu tri ndu khong xac
dinh duoc nguyén nhan gy bt thudng chire ning gan khong lién quan dén thude diéu tri.

B¢nh nhan ¢6 ALT huyét thanh cao hon 3 lan khoéng tham chiéu véi ndng d¢ bilirubin tong
trong huwet thanh cao hon 2 lan ma khéng rd nguyén nhan, ¢é nguy co tén thuong gan nang do
thudc; khong nén tai diéu trj voi thude febuxostat. Bénh nhan ¢6 Iuorng tang ALT hodc bilirubin
huyét thanh it hon va da rd nguyén nhan. can hét sie than trong khi diéu tri voi febuxostat,

R6i loan tuyén giip

Tang gid tri TSH (> 5.5 ulU/mL) & nhimg bénh nhan diéu tri dai han véi febuxostat (5.0%) trong
nghién clru mé rong dai han. Nén thén trong khi st dung febuxostat cho bénh nhén thay ddi chic
nang tuyén giap.

)ﬂ,@"
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Lactose

FEBUREX chua lactose. Nhitng bénh nhin ¢6 nhiing van @ di truyén hiém gap vé dung nap
galactose, thidu hut Lap lactase hodc réi loan chuyén hod glucose-galactose khong nén ding

thude nay.
Tré em: tinh an toan va hiéu qua cta thude & tré em dudi 18 tudi chua duoc thiét lap. Chua cé
dir ligu.

Nguoi cao tudi: khong can didu chinh lleu & ngudi cao tubi. ndng do thi da va dién tich dudi
dudng cong AU Cu cua febuxostat khi uonu nhidu liéu febuwstat O nguoi cao ol (263 tuo:)
trong ty & nhimng doi tuong tre hon (18-40 tuoi).

Bénh nhiin suy thiin: chua ¢ du dit ligu dung thude trén bénh nhan suy than ning (Cler thip
hon 30 mL/phtit, bénh thin man dé 4); vi vdy can than trong khi ding cho nhom déi tuong nay.

Bénh nhin suy gan: khdng co nghién ctu trén b¢nh nhan suy gan nang (Child-pugh loai C); vi
vay can thét sic than trong khi dung thude cho ddi tuong nay.

Sir dung thudce trén ngudi chiu A: khoang 3% bénh nhan tham gia nghién ctru pha 3 la ngudi
ching A. Mic di. kinh nghiém lam sang giéi han, ti & hiéu qua va bién c6 khong mong mudn
giita céc chung tdc khac nhau khong ddng ké trong cdc nhém duge didu tri. Bdo cdo sau luu hanh
cho thiy cdc phan g qua mén trén da & mdt s6 nhém bénh nhan ngudi chau A.

DPoc tinh trén gen: febuxostat khdng gay doc tinh trén gen & cac vi khuan duge diing trong cac
thir nghiém xac dinh tiém lue gdy doc, trén mot thir nghiém i vitro nhidm séc thé bat thuong &
lymphocyte ngudi, trén 2 thir nghiém in viro nhiém séc thé bét thudng trén chudt va tho, mét
nghién ciru ex vivo trén sy tong ]‘lG‘p DNA khoéng dinh trude o chudt. Trong khi febuxostat gy
bién ddi bat thudmg & nguyén bao soi chudt hamster Chinese, cac dit lidu khong cho thiy nguy co
doc tinh gen.

Kha nang sinh ung thw: mot thir nghiém kha nang sinh ung thu trén chudt duc trong thoi gian 2
nam, sur ting dang ké khéi u bang quang {u nhi té bao va ung thu biéu md) duge ghi nhan do lién
quan dén soi xanthin khi diing liéu cao xdp xi 17 la.n nong do thuoc 0 ngudi (dua trén AUC).
Trén chudt. céc dang khoi u chi thiy trén chudt cai xap xi 8 an nong d6 dung ¢ ngudi. Kich thich
man tinh biéu mé bang quang do sdi duge cho la ody ra cac bién déi tién ung thu va ung thu. Tuy
nhi€n, nhimg khac bigt trén sy chuyén hoa purin giira céc loai va thanh phan nuée tidu cho thiy
ranrI sy tao 1hanh sO1 xanthin 0 nguoi chdm hon so véi ¢ céce lodi gdm nhdm, do do khéi u bang
quang khong dugc xem didc trung 1am sang.

7. Sir dung thude cho phu nir ¢6 thai va cho con bi

Kha nang mang thai: & chudt, nghién ciru trén h¢ sinh duc voi liéu 1én dén 48 mg/kg/ngay (20
dén 25 lan nong do thudc & ngudi khi dung liéu tdi da khuyén cdo (MRHD) dua trén AUC)

khong cho thdy tac dung khéng mong mudn phu thude lidu trén kha ning sinh san chudt duc va
. Anh huong cta thudc [én kha nang sinh san ¢ nguoi chua ro.

Anh hudng cia thude 1én kha nang sinh san ca ngudi chua .

Sir dung thube cho phu nir ¢6 thai: Phin loai thai ky: loai B.

Dir ligu ding thudc rdt han ché trén phu nir mang thai khong cho théy tac dyng khong mong

mudn trong thai k¥ hode trén sirc khoe cia tré so smh Céc nghién clru trén chudt va tho cho thay

khong co bat tertmcr cho thai nhi khi ding liéu 1én d¢én 48 mg/kg/ngay (25 dén 33 lan lidu thir

nghiém lam sang o Tidu éi da duge khuyén cédo & ngudi duge tinh toan trén AUC) phu hop vai

luong nho nhit febuxostat qua duge nhau thai trong cdc thir nghiém duge dong hoc. Anh huéng

trén thai nhi nguoi chua ro, febuxostat khéng khuyén céo str dung trong thai ky.

o
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St dung thube cho phu nit cho con bi:

Chua biét r3 1huc>c co duge bai tiét trong sira ngudi hay khong. Febuxostat tiét nhanh vao sira
chudt (ti 1¢ thude trong sira : huyét twong 1a 7.9 sau khi ding thubc 4 ﬁm) Lhuol duge ding
febuxostat trong sudt théi gian cho con bu ¢ lidu 48 mg/kg/ngay (25 lin nong 46 tdi da khuven
cao dung trén ngudi duge tinh toan dya trén AUC) cho thiy dbc tinh trén me cling VG su giam
chi sb cai sira va phat trién cua chudt con. O liéu khong gay tac dung khéng mong mudn trén ché
me va sy phdt trién ctia chd con & lidu 3 mg/kg/ngay. ham Iucng thuog tiép xuc tuwong doi tinh
trén AUC tuong tu nhur cée thir nghigm 1am sang & liéu ding t6i da hing ngdy. Nguy co téc dung
khéng mong mudn trén tré bi me khong thé logi trir, khdng nén ding thuée khi cho con bi.

8. Anh hwing ciia thude 1én kha ning lai xe, vin hanh may moe

Di ghi nhan cac trudng hop ngu ga, chéng mit, di cam va mat md khi sir dung febuxostat. Bénh
nhan nén cin thén trude khi lai xe, st dyng may mée hodc céc hoat dong nguy hiém cho dén khi
x4c dinh chinh x4c ring thudc khong gy ra cac tac dung khéng mong muon nay.

9. Twong tic, twong ky, ciia thube

Twong tac:

Mercaptopurin/azathioprin

Do co ché tac dung (e ché clia febuxostat 1én xanthine oxidase (XO), sy str dung dong thoi
khéng duge khuvén cdo. Febuxostat trc ché XO cé thé din dén ting nong do cac chat ndy trong

hu}:.t twrong dan dén ddc tinh nang. Cac nghién ctu tuong tac gilra febuxostat va cic thude duge
chuyén héa bai XO chua duoce thue hién.

Céc nghién cltu tuong tic thude cia febuxostat v6i héa tri lidu gdy doc t€ bao chua duge thuc
hién. Khong co dir liéu chi ra sy lién quan cta febuxostat dén sur an toan trong khi diéu trj bing
céc chét iy doc té bao.

Rosiglitazon/cic chit nén CYP2CS

Febuxostat d3 dugc chimg minh la mét chit e ché yéu CYP2C8 in vitro. Trong mot nghién ciru
& nhiing ngudi khoe manh, ding dong thoi febuxostat 120 mg véi lidu don rosiglitazon 4 mg
duéng udng khdng c6 anh hudng dén duogc ddng hoc cta rosiglitazon va chat chuyén hoa N-
desmethyl rosiglitazon, chi ra febuxostat khéng phai la chat (rc ché enzym CYP2C8 in vivo. Do
do, khang céan didu chinh lidu khi ding déng thoi febuxostat véi rosiglitazon hodc cac chét nén
CYP2CS8 khac.

Theuphyllin

Khéng cin diéu chinh liéu theophyllin khi phdi hop voi febuxostat. Sir dung febuxostat (80 mg x
| 1an/ngay) voi theophyllin lam ting Cmax cla theophyllin 6% va AUC theophyllin 6,5%.
Nhitng thay d6i nay khong dac trung trén [dm sang. Tuy nhién, nUhlcn clru cho Ih'iy 1-
methylxanthin (chit chuyén héa chinh cua theophyllin) trong nude tiéu tang xdp xi 400 lan do su
c ché XO cia febuxostat. Tinh an toan khi tiép xuic trong thoi gian dai véi 1- -methylxanthin
chwra dugce danh gia. Cén than trong khi phdi hop dicu tri gilra febuxostat va theophyllin.

Naproxen va cic chit e ché qu trinh lién hop véi glucuronic

Qua trinh chuyen héa febuxostat phu thude vao cac enzym uridin glucuronosyl transferase
(UGT). Céc thube e ché qua trinh lién hop vai glucuronic, nhu cdc NSAID va probcneud trén
Iy thuyét co thé dnh huong dén viée thai trir febuxostat. G nhirng ngudi khoe manh, su dung dong
thoi febuxostat va naproxen 250 mg 2 lan/ngay c6 lién quan dén sy gia tang tiép xdc febuxostat
(Crax 28%, AUC 41% va ty» 26%). Trong cic nghién ciru 1am sang viée sur dung dong thoi voi

-
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naproxen hodc céc thudc NSAID khac/chédt e ché COX-2 khéng lién quan dén bat ky sur gia ting
co ¥ nghia lam sang ndo veé cic tdc dung khéng mong muén.

Febuxostat cé thé duge diing chung véi naproxen ma khong cin thiét diéu chinh lidu febuxostat

hodc naproxen.

Cic tac nhiin gdy cam rng qua trinh lién hgp vai glucuronic

Tac nhén gdy cam (mg manh céc enzym UGT nhu phenytoin din dén ting chuyén hoa va giam
hiéu qua cua febuxostat. Theo ddi acid uric mau 1-2 tudn sau khi bat ddu diéu tri v&i mot tac

nhén ga\a cam ung qud trinh lién hop glucuronic. Nguoc lai, ngimg sir dung céc téc nhan gdy cam
(mg c6 thé din dén viéc tang qua mirc ndng dd febuxostat trong huyét tuong.

Colechicin/indometacin/hydrochlorothiazid/warfarin

Febuxostat ¢cd thé duge ding chung vai colchicin hodc indomethacin ma khéng can diéu chinh
lidu febuxostat, colchicin hodc indomethacin.

Khong didu chinh liéu febuxostat khi ding déng thoi v6i hydrochlorothiazid.

Khéng diéu chinh lidu ddi véi warfarin khi diung donﬁ thoi voi febuxostat. Dung febuxostat (80
mg hodc 120 mg 1 lanfm{a".*) vOi Warfarm khong anh huodng dén duoc dong hoc cuia warfarin trén
nhitng bénh nhan khoe manh, INR va veu td VII cling khong bi anh huong baéi viée sir dung dono
thoi febuxostat.

Desipramin/cic chit nén CYP2D6

Febuxostat da dugce chirng minh 1a mét chat (rc ché \eu CYP2D6 in vitro. Trong mgt nghién cuu
& cic ddi tugng khoe manh febuxostat 120 mg lam tang AUC cua dLSlp!"l]‘l‘l]n mot chit nén
CYP2D6, trung binh 22%, cho thay hiéu qua tic che yéu cia febuxostat dbi voi enzym CYP2D6
trong co thé. Vi vdy, str dung dong thoi febuxostat voi cdc chét nén CYP2D6 khac khong can
phai diéu chinh lidu cdc hop chét nay.

Cac thude khang acid

Viée sir dung dong thei thude khing acid ¢o chira magnesi hydroxyd va nhom hydm\wd da lam
cham su hap thu febuxostat (khoang 1 gio) va lam giam 32% Cpay. nhtmn khong thav co su thay
doi déng ké trén AUC. Vi vdy. febuxostat c6 thé duoc dung ma khong cin quan tdm dén viée sir
dung thuée khang acid.

Tacrolimus

Can chit ¥ khi dung febuxostat cho bénh nhén dang dung tacrolimus: mic du uera co nghién ctru
twong tac gilra tacrolimus va febuxostat, da ghi nhan cac trudng hop tang ndng do tacrolimus
trong huyét tuong clia bénh nhin sau khi dimg febuxostat trong mét sé trudmg hop béo cdo sau
liu hanh, ¢6 lién quan &én nhitng bénh nhan dwoc ghép than.

10. Tic dung khéng mong mudn ciia thude

Tom tit thong tin an toan

Cée tac dung khéng mong mudn duge bdo cdo nhiéu nhét trong cdc thir nghiém 1am sang (4.072
doi tueng ducc diéu tri voi lidu tir 10 mg dén 300 mg) va cac tac dung khéng mong muén thu
thdp duoc sau khi dura thuoc ra thi trudng 1a con gout kjch phat. chitc ndng gan bat thudng, tiéu
chay, buon nén, nhire diu, phat ban va phu Murc d6 nghiém trong cta nhirng tac dung khong
mong mudn nay phin 16n 1a nhe hoic trung binh. Hiém cd cac phan (mg qua man nghiém trong
lién quan dén febuxostat, trong dé mét sb lién quan dén cac tridu chirmg toan théan, da xay ra sau
khi dua thude ra thi truong.

-
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Bang liét ké cdc tic dung khong mong mudn

Cac tac dung khéng mong mudn thiwong gap (21/100 dén <1/10). khéng thudng gdp (21/1.000
dén <1/100) va hiem gap (=1/10.000 dén <1/1,000) xdy ra & bénh nhan duoc diéu tri bang
febuxostat duoc liét ké dudi diy.

Trong mdi nhom tan suat, tic dung khdng mong mudn duoc trinh bay theo thir tu giam dan.

Béng 1: Tac dung khong mong mudn trong pha 3 két hop., nghién cliru mao rdng dai han va sau khi
dura thuoc ra thi trudng (<1%).

Roi loan mau va bach Hiém gap:
huyét Suy giam cac té bao mau, giam tiéu cau,
Hiém gdp:

R6i loan hé mién dich .= - T
Phan Gng phan vé*, qua man cam vdi thuoc*.

.. . Khong thirong ady
R&i loan noi tiét - g' hg,,,_p i
Kich thich tang hormon tuyén gidp.

Hiém gap:

Réi loan mit L oo
Nhin mo.

Thirong gap

Gout kich phat.
Réi loan chuyén héa va | Khong thiromg gap
dinh dudng Dii thiao duong, ting lipid méu, gidm sy thém an, ting can.

Hiém gap:
Giam cdn, ting su thém &n, chan an.

Khong thuong gap

e ) 5 Giam ham muén tinh duc, mat ngt.
Roi loan tam than a
Hiém gap:

Lo au.

Thuwong gap

Pau diu.

Roi loan hé than kinh Khéng thieong gdp

Chéng mat, mat cam gidc, liét nira ngudi, budn ng, thay dbi khiu
vi, giam cam giac, giam khiiu gidce.

% ’ Hiém ap:
Rbi1 loan tai vameé 16 S84

U tai.
- ) Khéng thirong gd
RHi loan tim i N ,g {J e e iz .
Rung nhi, danh tréng ngue, dién tam do bat thuong.
Réi logn mach mau Khéng thirong gdp

-
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Tang huyét ap, do bimg, nong.

R6i loan hé hip

Khéng thirong gap
Khé thé, viém phé quan, nhidm tring dudng ho hép trén, ho.

R&i loan tidu hoa

Thirong gap

Tiéu chay**, budn nén.

Khong thwong gap

Pau bung, tirc bung, trao nguge da day-thuc quan, non, kho
miéng, kho tiéu, tdo bon, di ngoai thudng xuyén. diy hoi, kho chiu
da day-rudt.

Hiém gap:

Viém tyy, loét miéng.

Roi loan gan-mat

Thuwong gap

Céc chirc ning gan bit thudng**,
Khong thucng gap

Soi mat.

Hiém gap:

Viém gan, vang da*, tén thuong gan*.

Ra6i loan da va md dudi

da

Thieong gap

Phét ban (bao gdm nhiéu loai ban dugc bao cédo vdi tan suét thap
hon, xem bén dudi).

Khong thiong gap

Viém da, may day, ngira, déi mau da. ton thuong da, xuat huyét
dudi da, ban vét, ban san vong, ban san.

Hiém gap:

Hoai tir thuong bi nhiém doc*, hoi chimg Stevens-Johnson*, phi
mach. tuong tac thuode vai chirng tang bach cau ai toan va céc triéu
chirng toan than®*. phat ban toan thin (nghiém trong)*, ban do, ban
troc vay, ban stmg, ban nudc, ban vay nén, ban ngira, hong ban,
ban hinh luai lidm, rung toc, ting tiét md héi.

R6i loan co xurong va md
lién két

Khéng thieong gdp

Pau khdp, viém khap, dau co, dau co xuong, yéu co. co thit co,
cdng co, viem thi hoat dich.

Hiém gép:

Ran da*, cimg khép. cling co xuong.

Roi loan thin va tiét niéu

Khong thuong gap
Suy thén, bénh thin nidu, ticu ra mau, da niéu, protein niéu.
Hiém gap:

S
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Viém than két mac*, tiéu gép.

ROi loan hé thong sinh | Khdng thuong gap
san va va Roi1 loan cuong duong.

Thirong gap

Phi.

Réi loan toan than va tai | Khong ihiréng gdp

chd Mét méi, dau ngue, khé chiu & ngue.
Hiém gap:

Khat.

Khong thuong gap

Tang amylase mau, giam tiéu cdu, giam bach ciu, giam bach cdu
lympho, tang creatin mdu, ting creatinin mau, giam hemoglobin,
tang uré mau, ting triglycerid, tang cholesterol, giam hematocrit,
Tién lam sang tang lactase dehydrogenase, tang kali.

Hiem gap:

Tang glucose mau, kéo dai thoi gian thromboplastin hoat hoa tirmg
phin, sb luong hong cdu giam, tang alkalin phosphatase trong
mau, tang creatin phosphokinase trong mau*

* Tac dung khong muon sau khi dura thude ra thi trurong.

** Piéu trj tiéu chay khong nhiém tring va cac xét nghiém chire nang gan bit thudng trong cic
nghién ciru pha 3 két hop thuéng \'1} ra & bénh nhan diéu trj dong thoi vai colchicin,

Mo ta cac tac dung khéng mong muon duoc lira chon

Hiém ¢6 cic phan (mg qua min nghiém trong khi sir dung febuxostat, bao gdm héi chimg
Stevens-Johnson, hoai tir thuong bi nhiém ddc va phan (mg qua man/soc, sau khi dua thuoc ra thi
truong. Hoi chimg Stevens-Johnson va hoai tir thugng bi nhiém doc dic trung boi ban da tién
men lién quan dén cdc vét phdng hojc ton thuong niém mac va kich ing mat. Céc phan tng qua
man do febuxostat c6 thé lién quan dén cac triéu chiing sau: céc phan (mg ¢ da dac trung béi phat
ban dang dat sAn XAm nhﬁp ban trée da tai chd hodc toan than, ton twong da, phu mét, sot, cac bt
thuong ve Iumct hoc nhu ":am tiéu cau va tang bach cdu i toan, va lién quan dén mot hodc nhiéu
co quan (gan va thin bao gbm viém thin ong thim).

Con gout kich phat thuédng duoc thiy ngay sau khi bét diu didu tri va trong thdng dau tién. Sau
do, tan sudt con gout kich phat giam phuy thudce thoi gian. Khuyén cdo du phong con gout kich
phat

11. Qui liéu v cich xir tri

Febuxostat duge nghién ciru trén cic ddi twomg khoe manh & lidu 1én dén 300 muz’nLay trong bay
ngay ma khong co banu ching vé giGi han liéu doc tinh. Khong ¢6 thong tin vé viéc dung qua
liéu febuxostat duge bao cao trong cdc nghién clu ldm sang. Diéu trj triéu ching va hd tro khi
xay ra tinh trang qua ligu.

W Ry
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12. Pac tinh dwoe Ire

Nhom duge Iy: ché pham khing gout. (e ché sy tao thanh acid uric va ma ATC: MO4AA03.
Co ché tac dung

Acid uric 13 san phdm cubi trong chudi chuyéﬂ héa purin & ngudi. né duoe tao thanh béi chudi:
hypoxanthin—=>xanthin—acid uric. Ca hai bude bien doi trén déu duge hoat hda boi xanthin
oxidase (XO). Febuxostat 1a din chat 2-arylthiazole, hi¢u qua lam giam acid uric huyét thanh dat
duge do sy irc ché chon loc XO. F ebuxostat la chét (rc ché chon loc khong purin [én XO, lam (rc
ché xanthin oxidase & ngudi & cic diéu ki¢n in vitro Vi hing sb phan ly (Ki) 10 nM. Febuxostat
tre ché XO ca dang oxi héa va dang khir. O céc ndng do diéu tri febuxostat khong (e ché céc
enzym khac cé lién quan dén chuyén héa purin va pyrimidin: guanin deaminase, hypoxanthin
guanin phosphoribosyltransferase, orotat phosphoribosyltransferase, orotidin monophosphat
decarboxylase hodc purin nucleosid phosphorylase.

Anh hwéng I1én khoing QT

Hiéu qua cua febuxostat trén su tai cuc cua tim duoc danh gid qua khoang QTc cua ngudi binh
thuong khoe manh va ¢ bénh nhan gout. Vién nén febuxostat ¢ li¢u 1én dén 300 mg/ngay, ¢ trang
thai 6n dinh, khéng thé hién anh hudng dén khoang QTe

13. Pac tinh dwge ding

Nhin chung

Trén céac doi tuong khée manh, nonﬂ do t6i da trong hu»t.t tuong ( Crax) V& AUC cua febuxostat
tAing mot cach ti 1€ thudn sau lidu duy nhét va da liéu & cac ndng dd tir 10 mg dén 120 mg. Khéng
¢6 su tich Iy thude & lidu diéu tri sau khi udng thude 24 gid. Febuxostat c6 thoi gian béan thai
(t12) khoang 3-8 gid. Céac thdng so duge ddng hoc cua febuxostat ¢ cac bénh nhén tang acid uric
mau va bénh gout duge ude tinh theo dan s6 phan tich tuong tu sur ude tinh trén doi twong khoe
manh.

Hap thu

Febuxostat tic dung nhanh chong (tmax = 1.0-1,5 gi®) va hdp thu 5t (it nhét 1a 84%). Sau khi
udng céc lidu 40 mg. 80 mg va 120 mg 1 lan/ngay, Cmax lan lugt khoang 1,6 + 0,6 ug/mL; 2,8-3.2
pug/mL va 5.0-5.3 pg/mL. Sinh kha dung tuyét do6i cta vién febuxostat chua duge nghién ciru.
Sau U.énﬂ ligu 80 mg mot énfngéy hoic lidu 120 mg mot lidu duy nhat kém véi mét bira an giau
chét béo, da 1am giam tuong Gng 49% va 38% gia tri Cnm' giam 18% va 16% AUC.

Tuy nhién, khéng c6 su thay doz.lam sang dang ké vé viéc giam phan trim acid uric trong huyét
thanh. Nhu véy, febuxostat ¢6 thé duge uong ma khong can quan tdm dén thire an.

Phén bé

Trang thai én dinh thé tich phéan bo bidu kién (Vss/F) ciia febuxostat trong khoang 29-75 L sau
khi uong liéu 10-300 mg. Kha néng gian két v6i protein huyét twong cia febuxostat khoang
99,2% (chn yeu vai albumin) va 1a hang s6 & pham vi nong d6 40 mg va 80 mg va 120 mg.
Chuyén héa

Febuxostat dwoc chuyén héa manh theo ca hai con dudng: lién hop boi enzym
glucuronosyltransferase uridin diphosphat (UGT) bao gom UGTIAl, UGT1A3, UGTIA9, va
UGT2B7 va qua trinh oxy hoéa boi enzym cytochrom P430 (CYP) bao gom CYP1A2, 2C8 va
2C9 va cac enzym P450. Su tac dfng tuong ddi ctia mdi dong dang enzym trong qua trinh trao
ddi chat cia febuxostat khong 1 rang.

Dao thai

Lﬂ@/
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Febuxostat duge dao thdi qua gan va than. Sau mét liéu uonar 80 mg febuxostat véi chat danh dau
¢, ¢ khoing 49% lieu ding duge tim thdy trong nude tiéu & dang febuxostat khong bién dbi
(3%), thudc & dang glucuronid acyl (30%), chét chmen hoéa oxv hoa va lién hop cua thude
(13%), va chit chuyén hoa khadng 18 khac (3%).

Ngoai ddo thai nude tidu, khoang 45% liéu ding dugc phat hién trong phan & dang febuxostat
khéng bién doi (12%), t‘huoc & dang glucuronid acyl (1%), chét chuyén héa oxy héa va lién hop
(25%) va cdc chat chuyén hda khdng rd (7%).

Febuxostat ¢6 chu ky ban thai (t,2) khoang 5-8 gio.

Suy thin

0 nhitng bénh nhdn suy than vira, trung binh hodc nang sir dyng nhiéu licu 80 mg febuxostat,
Cinax clia febuxostat khang thay déi. so v&i nhitng bénh nhén cé chirc ning than binh thuong. Gia
tri trung binh tdng AUC clia febuxostat ting khoang 1,8 Ian tir 7.5 pg.gio/mL ¢ nhdm c6 chire
ndng thén binh thL.cmcr Ién dén 13.2 ug.gioml ¢ nhém réi loan chirc nang thdn ndng. C,m va
AUC cua chit chuyén hoa cé hoat tinh ting twong Gng tir 2 dén 4 1an. Tuy nhién, Lhonu can diéu
chinh liéu & nhitng bénh nhan suy than nhe hofc ning.

Suy gan J
O nhiing bénh nhan suy gan nhe (Child-Pugh loai A) hogc trung binh (Child-Pugh loai B) st
dung nhleu litu 80 mg febuxostat, Crax va AUC cuia febuxostat va chét chuyén hoa khéng thay
d6i déng ké so véi nhitng bénh nhan ¢é chirc ning gan binh thuong. Khéng cé cac nghién ctu , [
nao duogc tién hanh ¢ nhitng bénh nhan suy gan ndng (Child-Pugh loai C). b
Tuoi

Khong cé su thay ddi dang k& vé AUC cua febuxostat hode chét chuyén hod sau nhiéu liéu
febuxostat dudng udng & ngudi 1én tudi so vai nhitng doi tuong tré tuoi khoé manh.

Gigi tinh

Sau nhiéu lidu febuxostat dutng udng, Cpax va AUC tuong tng la 24% va 12% cao hon 0 nir gidi
so v&i nam gidi. Tuy nhién, Cpre v& AUC tinh theo khoi lugng la trong tu gitta hai giéi. Khéng
can diéu chinh liéu theo gidi tinh.

G o

14. Quy ciach dong goi

FEBUZEX 40: Hop 10 vi x 7 vién. Hop 10 vi x 10 vién.
FEBUZEX 80: Hop 10 vi x 7 vién. Hop 10 vi x 10 vién, Ty
15. Piéu kién bio quan, han ding, tiéu chuin chit lughg qﬁn thuoc

Diéu kién bio quan: Bao quan & nhiét dd duéi 30°C, trén anﬁ sang W
Han diing: 36 thang ké tir ngdy san xudt. SOV ST /Y

Tiéu chudn chét lugng: TCCS. \\;. oy T ’_}f .
16. Tén, dia chi co si sian xuit thude ] _‘,‘_,'.f" TUQ.CUC TRUUNG
AJANTA PHARMA LIMITED TR EHUND
Plot No. B-4/5/6, MIDC Paithan, Aurangabad 431148 Maharashtra Stale;%. %ﬁi’ Vin ,yfanﬁ
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