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TO HUGONG DAN SU DUNG THUOC

iy chi ditng theo don thube

FEGUT 120

“DE XA TAM TAY TRE EM
POC KY HUGNG DAN SU DUNG TRUGC KHI DUNG”
1. THANH PHAN CONG THUC THUOC
Thanh phin hoat chét:

- RSOSSN G S SRS B SR TS, A, 120 mg
Thanh phin td duge:

Hydroxypropylcellulose, lactose monchydrate, microcrystalline cellulose, croscarmellose
sodium, sodium lauryl sulfate, magnesium stearate, colloidal silicon dioxide, hypromellose,
polyethylene glycol, titanium dioxide, talc.

2. DANG BAO CHE:
Vién nén bao phim

Mo ta: Vién nén hinh thudn dai, bao phim mau trz“ing, hai mit khum tron, thanh va canh vién lanh
ldn.

3. CHI PINH

Diéu tri tang acid uric mdu man tinh trong cdc tinh trang di xay ra sy ldng dong urate (bao gdm
tién sir hodc c6 hién dién ctia cac hat tophi vashodc viém khép do gat).

Phong ngira va diéu tri chimg ting acid uric mau & bénh nhan trudng thanh dang dugc tién hanh
héa tri lidu cho cdc khdi u huyét hoc 4c tinh va ¢ nguy co mic Hoi chimg ly giai khdi u (TLS)
tir trung binh dén cao.

Febuxostat dugce chi dinh & nguoi truéng thanh.
4. CACH DUNG, LIEU DUNG
Cach dung:
Ding dudmg udng. C6 thé udng cling hodc khéng ciing véi biia in.
Liéu dung:
Guat

Liéu khuyén cdo la febuxostat 80 mg x 1 lan/ngay, khong phu thude vao thirc dn. Néu nong do
acid uric huyét thanh > 6 mg/dL (357 umol/L) sau 2 — 4 tudn, ¢d thé xem xét ding liéu febuxostat
120 mg x | lan/ngay.

Febuxostat tic dung dii nhanh dé ¢6 thé xét nghiém lai néng dd acid uric huyét thanh sau 2 tuén.
Muc tiéu diéu trj 1a gidm va duy tri acid uric huyét thanh duéi 6 mg/dL (357 umol/L).

Can diéu tri du phong dot bung phat bénh gat trong it nhét 6 thang (xem phdn Cdanh bdo va thdn
trong khi ding thuéc).
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tuc trong tdi thidu 7 ngay; tuy nhién, viéc diéu tri ¢ thé kéo dai téi 9 ngay phu thudc vao thoi
gian hoa tri theo danh gia 1dm sang.

Ngwoi cao tudi
Khéng cin diéu chinh liéu & ngudi cao tudi (xem phén Pdc tink dieoe dong hoc).
Bénh nhdn suy thin
Tinh an toan va hiéu qua chwa dugc dg’mh gi4 ddy du & nhimg bénh nhén suy thdn néng (do thanh
thai creatinine < 30 mL/phut, xem phan Ddc tinh dwoe dong hoc).
Khéng cin diéu chinh liéu & bénh nhén suy than nhe hodc trung binh.
Bénh nhdn suy gan

Tinh an toan va hiéu qua cta febuxostat chua duge nghién ciru & nhitng bénh nhén suy gan nang
(Child Pugh nhom C).

Git: Liu khuyén céo & nhimg bénh nhén suy gan nhe la 80 mg. Thong tin hién ¢6 con han ché
& bénh nhén suy gan mic d§ trung binh.

Hoi chimg ly giai khéi u: trong thir nghiém then chét pha ITT (FLORENCE), khéng bao gdm dbi
twong suy gan ndng, cho thdy khéng cin diéu chinh lidu theo chirc ning gan & nhimmg bénh nhén
tham gia.

Tré em
Hién chua c6 dir liéu vé tinh an toan v hiéu qua cua febuxostat & tré em dudi 18 tudi.
5. CHONG CHi PINH
Qué mén véi febuxostat hodc véi bit ky thanh phan nio cua thude .
6. CANH BAO VA THAN TRQONG KHI DUNG THUOC
R&i loan tim mach
Diéu tri ting acid uric mdu man tinh

Trong qué trinh phat trién san phim chira febuxostat va trong mét nghién ciru sau ding ky
(CARES), khi sir dung febuxostat & nhimg bénh nhan c6 tién sir mic cac bénh tim mach nghiém
trong tir truée (nhu nhdi mau co tim, dot quy, hodc dau thit nguc khéng én dinh) cdc bién ¢ tim
mach gy tt vong cao hon so véi allopurinol.

Tuy nhién, trong mdt nghién ctu tiép theo ddi véi thude di duoc cdp phép luu hanh (FAST) -
cdc bénh nhan duge chon ngu nhién, sit dyng allopurinol lidu tdi wu va 97,3% bénh nhan dat
ndng b urate huyét thanh myc tiéu dudi 0,357 mmol/L (< 6 mg/dL) cho thdy febuxostat khong
kém hon allopurinol vé ty 1& cac bién cb tim mach c6 va khéng ¢ tir vong.

Can thén trong va theo ddi thuomg xuyén khi didu tri cho nhimg bénh nhan ¢é tién sir méc céc
bénh tim mach ning. Cin dic biét than trong khi diéu tri cho nhimg bénh nhén c6 tién si cac
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ach ning, c6 bang chimg v& luong tinh thé urate va tophi cao hogc dang bét dau dicu

=

] g&'?‘h n didu chinh liéu febuxostat thich hgp dé giam thiéu cdc dot gat bing phét khi bt dau
ri va giam thiéu tinh trang viém bd sung (xem phan Cdnh béo va than trong khi ding thuée
(Céc con giit cdp tinh)).

Tham khéo phén Tdc dung khong mong mudn cia thude va Ddc tinh dwoc luc hoe dé biét thém
chi tiét vé tinh an toan trén tim mach cua febuxostat duge md ta ddy du céc nghién ciu CARES
va FAST.

Phong ngiva va diéu tri ting acid uric mdu & b¢nh nhin cé nguy co mic Hpi chieng ly gidi khdi
u

Bénh nhan dang héa trj lidu cho céc khdi u huyét hoc 4c tinh c6 nguy co méc Hoi chimg ly giai
khéi u tir trung binh dén cao khi diéu tri bing febuxostat nén dugc theo ddi tinh trang tim dua
theo tinh trang ldm sang.

Di irng/qua min véi thude
Trong thei gian luu hanh, cac phan (mg di img/qua mén nghiém trong, bao gdém Hoi chimg
Stevens-Johnson de doa tinh mang, hoai tit bidu bi nhiém doc va phan img/sdc phan vé cdp tinh
hiém dugc ghi nhan. Trong hdu hét cac trudmg hop, nhimng phan img nay xay ra trong théng déu
diéu tri véi febuxostat. Mot s6 bénh nhén nay duogc ghi nhén ¢6 suy than va/hodce qua man voi
allopurinol truée do. Trong mot s truomg hop, céc phan tmg qua man nghiém trong, bao gom
phan tmg do thudc véi ting bach cdu 4i toan va céc triéu chimg toan than (DRESS) ¢6 lién quan
dén sot, huyét hoe, than hodc gan.

Bénh nhén cin dugc biét cac ddu hiéu, tri¢u chimg cta phan (g di tng/qua mdn va theo ddi chat
ch& nhimg triéu chimg nay (xem phin Tdc dung khéng mong mudn ciia thude). Nén ngimg ngay
diéu tri v6i febuxostat néu xdy ra phan (mg di (mg/qua mén nghiém trong, bao gbm Hoi chimg
Stevens-Johnson, vi ngimg thudc sém sé c6 tién lugng tét hon, Néu bénh nhan da tién trién céc
phan img di img/qui min bao gdm Hoi chimg Stevens-Johnson va phan (mg/sdc phan vé cip
tinh, khong nén sir dung lai febuxostat tai bét cir thi diém ndo.

Con gt cip (dgt bung phit bénh gdt)

Khong nén bit diu diéu tri véi febuxostat cho dén khi dot git cdp da gidm xudng hoan toan. Dot
gitt céip c6 thé xay ra khi bt dAu didu tri do sy thay déi ndng d6 acid uric huyét thanh dén dén sy
huy dfng urate tir cic mo ling dong (xem phan Tdc dung khong mong muon cia thuée va Pdc
tinh dwoce luc hoc). Khi khéi diu didu tri bing febuxostat, nén didu tri du phong cac dot bung
phat gt cdp trong ft nhat 6 thang bing thude chdng viém khong steroid (NSAID) hodc colchicine
(xem phan Cdch dimg, liéu ding).

Néu dot bung phat bénh git xay ra trong khi diéu trj bing febuxostat thi khong nén ngung thude.
Cin xir trf ddng thoi dot bing phat bénh git phit hop véi timg bénh nhén. Viée diéu tri lién tuc
bing febuxostat lam giam tin sudt va cudng do cac dot bung phat bénh git.

Liing dong xanthine

Trong mét sd it truomg hop, & nhitng bénh nhan cé téc d hinh thanh urate ting cao (vi du bénh
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thé tang du dé tich tu trong dudmg tiét nigu. Chua ghi nhén hién twong nay trén
@/ 1am sang then chdt véi febuxostat trong Hoi chimg ly giai khoi u. Chua ¢6 kinh

by

y.str dung febuxostat & nhom bénh nhén méc hdi chiing Lesch - Nyhan nén khéong khuyén

Mercaptopurine/azathioprine

Khong nén st dung febuxostat & nhimng bgnh nhdn duge didu tri ddng thoi voi
mercaptopurine/azathioprine vi febuxostat @rc ché xanthine oxidase c6 thé lam tang ndng do
mercaptopurine/azathioprine trong huyét tuong va c6 thé gdy ra ngd doc nghiém trong.

Trong truong hop buge phai két hep, nén giam lidu mercaptopurine/azathioprine xuéng 20%
hodc it hon lidu d ké don truée d6 dé tranh cc tic dong vé mit huyét hoc c6 thé xdy ra (xem
phén Tuong tdc, twomg ky cua thudc va DiF liéu an toan tién lam sang).

Bénh nhdn nén dugc theo doi chat ché va diéu chinh liéu mercaptopurine/azathioprine sau do,
dua trén vide danh gia dap tmg diéu tri va s xudt hién ctia cdc tac dong doc hai cudi cung.
Ngwoi dwge ghép tang

Vi chura ¢6 kinh nghiém vé sir dung febuxostat trén nguei nhdn ghép tang nén khong khuyén céo
sit dung thuéc & nhém bénh nhan nay (xem phan Pdc tinh diroc luc hoc).

Theophylline

Sir dung ddng thori febuxostat 80 mg va liéu don theophylline 400 mg ¢ ngudi khoe manh cho
thiy khong o bét ki twrong tac duoc dong hoc nao (xem phin Twong tdc, twong ky cua thudc).
Febuxostat 80 mg ¢6 thé dugc sit dung & nhitng bénh nhin dugc diéu tri dong thoi voi
theophylline ma khong lam tang ndng do theophylline trong huyét tuong. Khéng c6 dir liéu ¢d

sdn dbi vdi febuxostat 120 mg. ;

R6i loan chive ndng gan

Trong céc nghién clru ldm sang két hop pha 3, nhiing bt thudong nhe khi xét nghiém chire nang
gan & nhitng bénh nhén duge didu trj bing febuxostat (5,0%) dd duge ghi nhdn. Cén kiém tra
chirc niing gan trirde khi bat diu diéu tri voi febuxostat va dinh ky sau d6 dua trén danh gia lam
sang (xem phin Pdc tinh duoc lee hoc).

Rii loan tuyén gidp

Trong céc nghién ciru nhiin m& mé rong dai han dd ghi nhén sw ting céc trj s6 TSH (> 5,5
ulU/mL) & nhimg bénh nhan diéu tri 1au dai véi febuxostat (5,5%). Cén than trong khi sir dung
febuxostat trén nhimg bénh nhan ¢6 thay ddi chirc ning tuyén gidp (xem phéan Ddc tinh dwge hee
hoc).

Canh bio td dugc

Do thubc ¢6 lactose vi viiy than trong khi ding thudc & bénh nhén c6 tang galactose mau bim
sinh hodic kém hdp thu glucose va galactose, hodc c6 hdi chimg thiéu hut enzym lactase (bénh
chuyén héa hiém gip).

Thude ndy ¢6 chira dudi 1 mmol (23 mg) natri trong mdi vién, vé co ban duge xem nhu ‘khdng
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THUOC CHO PHU NU CO THAI VA CHO CON BU

ai

n mot so lugng co han cac phu nit mang thai sir dung febuxostat khéng cho thiy bat
ky tac dung khong mong mudn nao ciia febuxostat véi thai ky hoiic doi vdi sire khoe cua thai
nhi/tré so sinh. Céc nghién ctru trén déng vét khong cho thdy tac dong c6 hai truc tiép hodc gidn
tip dén vidc mang thai, sy phét trién ctia phoi thai/thai nhi hodc qua trinh sinh ng (xem phan Di
lidu an toan tién ldm sang). Chua 1 cic nguy co tiém tang d6i v6i nguoi. Khéng nén str dung
febuxostat trong thoi ky mang thai.

Phu niv cho con b

Chua 1 lidu febuxostat c6 duge bai tiét vio sita me hay khéng. Cac nghién ciru trén dong vat dd
cho thdy sur bai tiét cia hoat chat nay qua sita me va lam suy giam sy phat trién cua thd con ba
me. Khong thé loai trir nguy co déi v6i tré bu me. Khong nén sir dung febuxostat trong théi ky
cho con ba.

Anh hwéng ciia thude 1én khi ning sinh sin
(5 dong vit, cdc nghién clru vé kha niing sinh san tinh theo lidu 48 mg/kg/ngay cho thiy khang
¢6 tdc dung khéng mong mudn nao lén kha ning sinh san (xem phf"in Dir liéu an toan tién lam
sang). Chua rd anh huong cia febuxostat dén khd ndng sinh sén & ngudi.

8. ANH HUGNG CUA THUOC LEN KHA NANG LAI XE, VAN HANH MAY MOC

Budn ngu, chéng mit, di cam va nhin m di duge béo cdo khi sir dyng febuxostat. Bénh nhan
cdn thén trong trude khi ldi xe, van hanh may mée hodc tham gia vao cdc hoat dong nguy hiém
cho dén khi c6 1y do chic chan ring febuxostat khong anh hudng bt loi dén kha nang lai xe, vén
hanh may méc.

9. TUONG TAC, TUONG KY CUA THUOC
Twong tic cia thude
Mercaptopurine/azathioprine

Do febuxostat cé co ché téc dung la (rc ché enzyme xanthine oxidase (XO), do d6 khong sir dung
ddng thoi véi mercaptopurine/azathioprine. Sur (rc ché xanthine oxidase bai febuxostat c6 thé lam
tang ndng d§ ciia cac thude nay trong huyét twong, din dén nhiém déc ty.

Trong trudmg hop cin ding ddng thdi véi febuxostat, nén giam liéu mercaptopurine/azathioprine
xudéng 20% hogc it hon lidu dd ké don trude dé (xem phfin Cénh bdo va thdn trong khi dung
thude va Dit liéu an toan tién ldm sang).

Sy phit hop ctia vide diéu chinh lidu dugc dé xudt (dya trén phén tich md hinh va mé phéng tir
dir liéu tién lam sang & chudt) da duge xdc nhén bing két qua clia mdt nghién clru twong tic thude
— thudc trén 1dm sang & nhimg ngudi tinh nguyén khoe manh, chi dung azathioprine 100 mg va
giam liéu azathioprine (25 mg) két hop véi febuxostat (40 hodc 120 mg).

Cac nghién ctu vé trong tac thude cia febuxostat véi cdc héa tri lidu gay doc té bao khac chua
durgc tién hanh. Trong thir nghiém then chdt vé Hoi chimg ly gidi khéi u, liéu febuxostat 120 mg
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A duge ding cho nhiing bénh nhan dang phii trai qua mt sO phac dd hoa tri lidu, ké ci
& don dong. Tuy nhién, twong thc thude-thude va thude-bénh chua duge tim ra trong

nay Do d6, khong thé loai trir kha ning tuong tac khi ding ddng thoi vai bat ky
doc té bao khéc.

Febuxostat 1a mét chit rc ché yéu CYP2CS8 in vitro. Trong mot nghién ciru trén nhitng ngudi
khoe manh, viéc sir dung ddng thoi febuxostat 120 mg mét lAn mdi ngay véi mot lidu don
rosiglitazone 4 mg khong 1am anh huémg dén duge dong hoe ctia rosiglitazone va chat chuyén
héa ciia n6 la N-desmethy! rosiglitazone, didu ndy cho thy febuxostat khng phai la chat frc che
enzyme CYP2C8 in vivo. Do d6, viéc sur dung ddng thoi febuxostat véi rosiglitazone hodc cac
co chit CYP2CS8 khdc co kha ndng s& khong cdn phai diéu chinh liéu d6i v6i cc hop chat nay.

Theophylline

M@t nghién ctru vé trong tic thude véi febuxostat duge terc hién trén nhitng nguoi khde manh
dé danh gia xem viéc G ché XO ¢ thé ga}f ra sy gia ting ndng do theophylline trong tudn hoan
nhur dd duge bdo cdo véi cdc thude e ché XO khéc hay khéng. Két qua nghién ctru cho thdy viéc
sit dung dong thoi febuxostat 80 mg mot 1dn mdt ngdy véi liéu don theophylline 400 mg khong
lam anh huéng dén duge déng hoe hodc tinh an toan cia theophylline. Do d, khang cdn dic biét
than trong khi dung ddng thdi febuxostat 80 mg v6i theophylline. Chua cd dir ligu vé febuxostat
120 mg.

Naproxen va cdc chit tec ché glucuronid hda khdc

Su chuyén héa febuxostat phu thudc vao enzyme Uridine Glucuronosyl Transferase (UGT). Cac
thuc tre ché su glucuronid héa nhu thude chdng viém khong steroid (NSAID) va probenecid,
trén 1y thuyét ¢6 thé anh huong dén sy thai trir febuxostat. O nhitng ngudi khoe manh, vige si
dung ddng thoi febuxostat va naproxen 250 mg x 2 ldn/ngay c6 lién quan dén sur tang phoi nhiém
febuxostat (Cmax 28%, AUC 41% va ti2 26%). Trong cac nghién ciu lam sang, viéc sir dung
naproxen hodc cdc NSAID/thube te ché COX-2 khéc khong lién quan dén bét ky sy gia ting
dang ké ndo vé& mat lam sang cua cac bién cb bét lgi.

Febuxostat c6 thé duge ding ddng théi véi naproxen ma khong can diéu chinh liéu febuxostat
hodc naproxen.

Thuéc giy cim kng glucuronid héa

Céc thude gdy cdm (ng manh enzyme UGT c6 thé lam ting chuyén héa va gidm hiéu qua cua
febuxostat. Do do, nén theo d3i ndng dé acid uric huyét thanh trong 1 — 2 tudn sau khi bét diu
didu tri v6i thudc gdy cam (mg glucuronid héa manh. Ngugec lai, viéc ngimg diéu trj v6i thude
cam (mg c6 thé din dén ting ndng d febuxostat trong huyét twong.

Colchicine/indometacin/hydrochlorothiazide/warfarin

Febuxostat c6 thé duge ding ddng thdi véi colchicine hodc indomethacin ma khdng can diéu
chinh lidu febuxostat hoiic céc hoat chét két hop nay.

Khéng cén diéu chinh liéu cua febuxostat khi dung chung véi hydrochlorothiazide.

Khong cén diéu chinh liéu warfarin khi ding chung véi febuxostat. Sir dung febuxostat (80 mg
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CONGTY 'z

INHHGEE 1 t‘:‘_ g x 1 1dn/ngay) cling véi warfarin khdng anh erUng dén duge dong hoc cia warfarin
lﬁﬁ{um? pg ngudi khoe manh. INR va hoat tinh ctia yéu t VII cling khong bi anh hudng khi dung

i febuxostat.
me/ cdc co chit CYP2D6

Febuxostat da duoc chimg minh 13 chat Gc ché yéu CYP2DG6 in vitro. Trong mot nghién ciru trén
nhitng ngudi khoe manh, liéu febuxostat 120 mg x | lan/ngay lam ting trung binh 22% AUC cia
desipramine, mdt co chét cia CYP2D6, diéu nay cho thdy tiém ning trc ché yéu ciia febuxostat
v&i enzyme CYP2D6 in vivo. Do d6, dir kién s& khdng cdn phai didu chinh liéu cta cc co chat
CYP2D6 khéc khi cc chit nay sir dung két hop véi febuxostat.

Thubc khdng acid

Dung dong thoi véi céc thude khang acid ¢6 chira magnesium hydroxide va nhém hydroxide da
duoc chimg minh 13 1am cham sy hdp thu ciia febuxostat (khoang 1 gi®) va 1am gidm Crax 32%,
nhung khong ghi nhan su thay déi dang ké cia AUC. Do d6, ¢6 thé ding febuxostat ma khong
cin quan tAm dén viée sir dung thude khéng acid.

Twong ky, ciia thude

Do khong cé cac nghién ciru v& tinh twong ky cua thudc, khéng tron 1an thude ndy voi cac thude
khac.

10. TAC DUNG KHONG MONG MUON CUA THUOC
Tém tit diz ligu an toan

Nhiimg tdc dung khong mong muén thuomg gip nhét trong céc thir nghiém lam sang (4072 dbi
tuong duoc diéu tri it nhdt véi liéu tir 10 mg dén 300 mg), cdc nghién cru vé an toan sau khi
duge cAp phép (nghién ciru FAST: 3001 dbi twong dugc diéu tri it nhat voi liéu tir 80 mg dén 120
mg) va kinh nghiém hdu mdi la cdc dot bung phat bénh git, chirc ning gan bét thudmg, tiéu chay,
budn ndn, nhirc dau, chodng ving, khé thé, phat ban, ngira, dau khép, dau co, dau tir chi, phu né
va mét moi. Nhitng tdc dung khéng mong mudn ndy chi yéu & mic d6 nhe hodic trung binh. Céc
phén tmg qué min nghiém trong hiém gip véi febuxostat, mt trong s6 d6 c6 lién quan dén céc
triéu ching todn than va céc truong hop dot tir do tim hiém giip, di xay ra trong qua trinh luu
hanh thuée.

Bing ligt ké cdc tdc dung khdng mong mudn

Tén sudt quy udc: thudng gip (=1/100 dén <1/10), it gdp (>1/1.000 dén <1/100) va hiém gap
(>1/10.000 dén <1/1.000), céc tic dung khéng mong mudn xdy ra trén bénh nhin dugc diéu tri
véi febuxostat duoc liét ké dudi day.

Tén suét duoc ghi nhan dua trén cac nghién ciru va kinh nghiém héu méi & nhimg bénh nhén gut.

Bang 1: CAc téc dung khdng mong mudn trong nghién ciru mé rong dai han, pha 3 két hop, nghién
ctru v& tinh an todn sau khi dugc cdp phép va kinh nghiém sau khi dua thude ra thi truémg cla
thude chira febuxostat:
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Thwong gip
(>1/100 dén <1/10)

It giip
(>1/1.000
<1/100)

den

Hiém gip
=1/10.000
<1/1.000)

dén

OROY loein mau va hé
bach huyét

Giam toan thé huyét
céu, giam tiéu cau, mat
bach cdu hat’, thiéu

mau®

Roi logn hé mién
dich

Phan (mg phan vé,
qua mén véi thude”

Réi loan hé nii tiét

Téng nong d9 hormone
kich thich tuyén gidp
trong mau, suy gip*

RGi loan trén mat

Nhin mo

Tic dong mach vong
mac”

RGi loan chuyén
hod va dinh duiong

Bot biung phat bénh
gﬁ[‘**

Pai thdo dudng, lipid
mau cao, giam cam
gidc thém &n, tdng cin

Giam cdn, ting cam
giac thém dn, chén an

Réi logn tdm than

Giam ham muén tinh
duc, mat nga

Cang thing, tim trang
chan nan”, réi loan gidc
ngt”

Réi loan hé thdn
kinh

Pau ddu, choang véang

Dj cam, liét nira nguoi,
budn ngt, ngi lim* thay
ddi vi gidc, giam cam
giac, giam khiru gidc

Mt vi giac”, cam gidc
nong rat”

Réi loan tai va mé
dao

U tai

Chéng mat*

Réi loan tim

Rung nhi, danh trong
ngyc, dién tam do bat
thuong, block nhanh
trai (xem phan Hoi
chimg ly giai khdi u),
nhip nhanh xoang (xem
phéan Hai chimg ly gidi
khéi u), réi loan nhip
t]'_'['ﬂ#

Pot tr do tim”

Roi loan mach mdu

Tang huyét ap, do
bung, béc hoa, xuét
huyét (xem phan Hoi
ching ly giai khéi u)

Suy tuan hoan”

Réi loan hé hé hdp

Kho tho

Viém phé quan, nhiém
tring duong hé hdp
trén, nhiém  tring
duomg hé hdp dudi”,
ho, s6 miii’

Viém phéi®
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7 CONG TY

Fm nva
gc PHAM
RRE FHAHGE

Thudng gip
(>1/100 dén <1/10)

it giip
1/1.000
<1/100)

dén

Hiém gip

(>1/10.000
<1/1.000)

deén

o
H
s

W:eu hod

Tiéu chay™", buon non

Pau bung, dau bung
trén®, chuéng bung,
bénh trao nguoc da day
thyc quan, nén mua,
kho miéng, kho tiéu,
tao bon, dai tién nhicu
lan, ddy hoi, khé chiu &
duong tiéu hoa, loct
miéng, sung moi’,
viém tuy

Thung dudng tiéu hoa”,
viém miéng’il

Roi loan gan mdt

Chirc ning gan bat
thuong™

Soi mat

Viém gan, vang da’,
tén thuong gan’, viém
tii mat*

Roi logn da va mo
duoi da

Phat ban (bao gom
nhiéu loai phat ban
khic nhau dugc bao
cdo v6i tin suit thdp
hon, xem bén dudi),
nglra

Viém da, may day, doi
mau da, tdn thuong da,
cham xudt huyét, phat
ban dat, phat ban dat
san phét ban sin, ting
tiét md héi, rung toc,
cham”, ban do, d6 mﬁ
hoi ban dém”, bénh vy
nén”, phét ban ngra®

Hoai tir biéu bi nhiém
doc’, Hoi  ching
Stevenb—lohnson’, phtl
mach , phan (ng do
thude véi tﬁng bach cau
4l toan va cac triéu
ching toan than*, phat
ban toan thédn (nghiém
trong)*, phat ban bong
tréc, phat ban dang
nang, phat ban mun
nudc, phat ban mun
mu, phdt ban ban do,

dau lung®, cimg co
xuong”, climg khép

phat ban dang sai
Réi loan cor XUONg Dau khép, dauco,dau | Viém khép, dau co Tiéu co van*, hoi
va mé lién két tir chi xuong, yéu co, co thit | ching gin co chép
co, ¢Ang co, viém bao | xoay”, viém da khép
hoat dich, sung khép*, | dang thap®

Roi loan thdn va
tiét niéu

Suy than, sm than, tiéu
ra mau, tiéu nhleu,
protem niéu, tiéu gép,
nhidm trung duong tiét

niéu”

Viém mé k& dng than"

Réi loan trén vu va
hé sinh san

R6i loan cuong duong

R6i loan toén thdn
va tai vi tri dung
thuoc

[y A - 3 4
Phu né, mét moi

Pau nguc, tic nguc,
dau”, kho chiu®

Khat nude, cam giac
néng buc”
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Thuwong gip
(=1/100 dén <1/10)

It gip
(>1/1.000
<1/100)

A
dén

Hiém gip

(=1/10.000
<1/1.000)

dén

& :
gf_hp/ trong xét
em

Tang amylase madu,
giam s lugng tidu céu,
giam bach cau, giam s6
lugng té bao lympho,
ting creatinine mau,
giam hemoglobin, ting
uré mau, tdng
triglyceride méau, ting
cholesterol mau, giam
hematocrit, ting lactate
dehydrogenase = mau,
tang kali mau, chi sd
INR ting"

Tang dudng huyét, kéo
dai thoi gian hoat hoa
thromboplastin ~ ting
phan, gidam sb lugng

héng  cdu, ting
phosphatase kiém
trong mau, tang

creatine phosphokinase
trong mau’

Chan thiong, ngo
doc va cdc bién
chung cua thu
thugt

Tham tim”

*: T4c dung khéng mong muén ghi nhan dugc sau khi dua thude ra thi truomg

#%: Tidu chay khong nhidm triing xudt hién trong diéu tri va xét nghidm chirc nang gan bt thuong
trong cdc nghién ciru pha 3 két hop, thuong gip hon ¢ nhing bénh nhén duoc diéu tri dong thoi

vdi colchicine.

#%%; Xem phin Pdc tinh dirpe luc hoe vé ty 1é mic dot git bung phat bénh git trong céc nghién

ctru ngdu nhién c6 ddi chimg pha 3 riéng lé.

#: Téc dung khong mong muén ghi nhén tir cac nghién ctru vé tinh an toan sau khi dugc cdp phép.

M@ td cic tde dung khéng mong mudn chon lpc

Céc phan (mg qué mdn nghiém trong hiém gdp voi febuxostat, bao gdm: Hoi chimg Stevens-
Johnson, hoai tir biéu bi nhiém doc va phan mg/sdc phan vé di xay ra trong qud trinh luu hanh
thudc. Hoi chimg Stevens-Johnson va hoai tir bidu bi nhiém doc dwoc dic trung boi tinh trang
phat ban da tién trién kém theo mun nude hodic ton thuong niém mac va kich ¢mg mét. Phan @mg
qua man véi febuxostat c6 thé lién quan dén cic triéu chimg sau: phan tng trén da dic trung boi
phét ban dét san tham nhiém, phét ban toan thin hodic bong tréc, nhung cling €6 ton thuong da,
phit mit, sbt, bt thuong vé huyét hoc nhur giam tiéu cdu, ting bach cu 4i toan, va lién quan dén
mot hodc nhidu co quan (gan va than bao gdm cé viém thin dng k& than) (xem phén Cdnh bdo
va than trong khi ding thuoce).

Céc dot git bing phét thuong duge ghi nhin ngay sau khi bt dau diéu trj va trong nhimg thang
dAu tién. Sau d6 tan sudt cua dot gt bung phat gidm dan theo thoi gian. Can diéu tri dy phong
dot giit bung phét (xem phan Cdch dimg, liéu ding vi Canh bdo va than trong khi ding thudc).
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ebuxostat vdi allopurinol (346 bénh nhén dang héa tr li¢u cho cac khéi u huyét hoc dc tinh
va ¢6 nguy co mac Hoi chimg ly giai khdi u tir trung binh dén cao) chi ¢6 22 bénh nhén (6,4%)
gdp phai tdc dung khéng mong mudn no6i chung, cu thé 1a 11 bénh nhén (6,4%) trong mdi nhém
diéu tri. Phin lén cdc tic dung khong mong mudn la nhe hodc trung binh.

Nhin chung, thir nghiém FLORENCE khéng néu bt bét ky mdi lo ngai cu thé nao vé tinh an toan
ngoai kinh nghiém sir dung trude d6 vdi febuxostat trong bénh gat, ngoai trir ba tac dung khong
mong mudn sau ddy (dugc liét ké & bang 1).
R&i loan tim:
it gdp: Block nhanh trdi, nhip nhanh xoang
Roi loan mach mau:
ft giip: xudt huyét
Théng bdo ngay cho bdc si hodc dwoe si khi gdp cde tac dung khong mong mudn nhu trén
khi sit dung thudce hodc bdo cdo cic phan ing cd hai ciia thudc vé Trung tim Thong tin
thubc va Theo dai phan deng cé hai ciia thuée (ADR) Quéc Gia. Dia chi: 13 — 15 Lé Thinh
Tong — Hoan Kiém - Ha Nji. Dién thogi: 024.9335.618;
Fax: 024.3.9335642; Email: di.pvcenter@gmail.com

11. QUA LIEU VA CACH XU TRi
Bénh nhén bi qud lidu nén duge xir tri bing céch diéu tr triéu chimg va hd trg.

12. PAC TINH DUQC LYC HQC

Nhém dwge Iy: Thude didu tri bénh gat, e ché san sinh acid uric.

Ma ATC: M04AAOQ3

Co ché tic dung:
Acid uric 12 san phim cudi cliing cta qué trinh chuyén héa purine & ngudi va dugce tao thanh trong
chudi chuyén hoa hypoxanthine — xanthine — acid uric. C4 hai budc trong qué trinh chuyén
hod trén déu duge xiic tic bdi enzyme xanthine oxidase (XO). Febuxostat la mét din xudt cia 2-
arylthiazole c6 tac dung didu trj lam giam acid uric huyét thanh béing céch Grc ché chon loc XO.
Febuxostat 1a mdt chét e ché chon loc XO khong purine (NP-SIX0) manh, véi gid tri Ki Gc ché
in vitro nhé hon mot nanomol. Febuxostat dd duge chimg minh 12 ¢ kha nang Ge ché ca dang
XO oxy héa va khir. O ndng dd diéu tri, febuxostat khdng irc ché cdc enzyme khac tham gia vao
qud trinh chuyén hoa purine hodc pyrimidine, cu thé 1a guanine deaminase, hypoxanthine guanine
phosphoribosyltransferase, orotate phosphoribosyltransferase, orotidine monophosphate
decarboxylase hodc purine nucleoside phosphorylase.

13. PAC TINH DUQC PONG HQC

3 nhiig ngudi khoe manh, ndng do i da trong huyét twong (Cmax) va dién tich du¢i duong
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g do trong huyét twong theo thoi gian (AUC) ciia febuxostat ting ty 1é thun véi liéu
khi dimg lidu don va nhiéu lidu tir 10 mg dén 120 mg. DSi véi cde lidu tir 120 mg dén
AUC clia febuxostat tang nhiéu hon ty 1& theo liéu. Khong c6 sy tich |l dang ké khi
iéu 10 mg dén 240 mg m3i 24 gid. Febuxostat ¢6 thyi gian bén thai (t12) pha cudi trung
Sinh biéu kién nim trong khoang tir 5 dén 8 gio.

Céc phén tich dugc dong hoe/duge lye hoc quan thé duge tién hanh trén 211 bénh nhan b ting
acid uric mau va bénh git, duge diéu tri bang febuxostat 40 — 240 mg x 1 lAn/ngay. Nhin chung,
céc thong sé duoc dong hoc cia febuxostat duge ude tinh tir cic phan tich ndy nhét quén vdi
nhitng théng sb thu duoc trén céc déi twong khoe manh, didu nay cho thdy cde déi tuong khoe
manh la dai dién cho viéc danh gia duge dong hoc/duge luc hoc & nhém bénh nhén mic bénh
gut.

Hip thu

Febuxostat duoe hip thu nhanh chéng (tmax 1,0 — 1,5 gid) va t6t (it nhét 84%). Sau khi uéng mot
lidu dom hodic nhidu liéu 80 va 120 mg x 1 [dn/ngay, Cumax twong tmg 12 khoang 2,8 — 3,2 pg/mL
va 5,0 - 5,3 ug/mL. Sinh kha dung tuyét dbi cua cong thirc vién nén febuxostat chua duge nghién
curu,

Sau khi udng nhiéu lidu 80 mg mét 1dn mdi ngay hodic mdt lidu don 120 mg véi bita an nhiéu
chét béo, Cmax gidm 1dn lugt 1& 49% va 38% va AUC giam 18% va 16%. Tuy nhién, khdng ghi
nhan sy thay ddi cé § nghfa lam sang vé& mic giam phin tram ddi v6i ndng do acid uric huyét
thanh (80 mg da lidu). Vi vay, febuxostat c6 thé dugc ding ma khéng cin quan tim dén thirc an.

Phin bé

Thé tich phan bé biéu kién & trang thai én dinh (Vs/F) clia febuxostat trong khoang 29 dén 75 lit
sau khi diing c4c liéu uéng 10 — 300 mg. Sy gén két cia febuxostat véi protein huyét trong la
khoang 99,2% (chi yéu véi albumin) va khong thay déi trong khoang ndng d6 dat duoc véi liu
80 va 120 mg. Ty 1& lién két véi protein huyét tuong ciia cdc chit chuyén héa c6 hoat tinh dao
ddng tir khoang 82% dén 91%.

Ch uyffn hod

Febuxostat duge chuyén héa manh do sy lién hop thong qua hé enzyme uridine diphosphate
glucuronosyltransferase (UDPGT) va qua trinh oxy hda théng qua hé cytochrome P450 (CYP).
Bén chit chuyén hoa hydroxyl ¢6 hoat tinh dugc Iy di duge xdc dinh, trong d6 ¢6 ba chét xudt
hién trong huyét twong ngudi. Cac nghién ctiu in vitro véi microsome gan ngudi cho thiy céc
chét chuyén héa oxy héa nay dugc hinh thanh cha yéu boi CYP1AL, CYP1A2, CYP2CS8 hodc
CYP2C9 va febuxostat glucuronide dugc hinh thanh chu yéu béi UGT 1A1, 1A8 va 1A9.

Thai trir
Febuxostat dugc thai trir qua ca hai con dudng gan va thdn. Sau khi udng mot liéu febuxostat 80
mg ¢ ddnh ddu "C, khoang 49% lidu ding dugc tim thay trong nude tiéu dudi dang febuxostat
khéng ddi (3%), acyl glucuronide cta hoat chat (30%), nhiing chét chuyén héa oxy héa da biét
va cc lién hop ctia n6 (13%) va cac chit chuyén héa chua biét khac (3%). Ngoai théi trir qua
nwoc tidu, khoang 45% lidu dung duge tim thdy trong phén dudi dang febuxostat khéng déi
(12%), acyl glucuronide cia hoat chit (1%), cic chét chuyén héa oxy héa da biét va céc lién hop
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TNHIGMTNG (
DUCC PHAM

O e
\M-_au khi ding nhiéu liéu Febuxostat 80 mg & nhitng bénh nhan suy than nhe, trung binh hodc
niing, Cmax clia febuxostat khéng thay ddi so véi céc doi tigng cé chire ning thin binh thudng.
Téng AUC trung binh cua febuxostat ting khoang 1,8 lan, tir 7.5 pg-gio/mL ¢ nhom chirc néng
than binh thudng lén dén 13,2 pg-gio/mL & nhém rdi loan chire ndng than ning. Caax va AUC
ctia chét chuyén hoa co hoat tinh ting twong tmg Ién 2 va 4 1dn. Tuy nhién, khéng cén diéu chinh
lidu & nhitng bénh nhin suy than nhe hodc trung binh.

) va céc chit chuyén héa chua biét khéc (7%).

déng hoc trén mjt s6 nhém doi tugng dic biét

Suy gan
Sau khi ding nhiéu liéu 80 mg & bénh nhén suy gan nhe (Child-Pugh loai A) hogc trung binh
(Child-Pugh loai B), Crmax va AUC ciia febuxostat va céc chdt chuyén héa ctia n6 khdng thay doi
déng ké so véi cac dbi twgng c6 chire ning gan binh thuong. Khong ¢d nghién ciru nao duge thuc
hién trén nhdm bénh nhan suy gan nang (Child-Pugh Loai C).

Tui
Khong quan sat thdy su thay dbi dang ké AUC cua febuxostat hodc cdc chdt chuyén héa cia n6
sau khi udng nhiéu lidu febuxostat & ngudi cao tudi so voi nhimg ngudi tré tudi khoe manh.

Gidi tinh
Sau khi uéng nhiéu liéu febuxostat, Cnax va AUC & nir cao hon twong (mg 1a 24% va 12% so voi
nam. Tuy nhién, Cinax v2 AUC hiéu chinh theo cdn ndng 13 twong ty nhau giira hai gigi. Khong
can diéu chinh liéu theo giéi tinh.

Dik liéu an toan tién lim sing
Nhitng anh huéng trong cdc nghién ciru phi ldm sang thudéng duge ghi nhén ¢ néng do phoi
nhiém vuot mic phoi nhiém t&i da caa ngudi.
Mé hinh dugc dong hoc va md phéng dif liéu & chudt cong goi y ring nén cb sur gidm lidu lam
sang cua mercaptopurine/azathioprine xudng 20% hodc it hon lidu dd ké don trude do khi dung
ddng thi voi febuxostat, dé trénh cdc tic dong vé& huyét hoc c6 thé xdy ra (xem phan Canh bdo
va than trong khi dung thude va Twong tde, twong ky ciia thuoc).

Gay ung thw, dot bién, suy giam khd ndng sinh san

(3 chudt cdng durc, sur gia ting ddng ké v& mit thdng ké cac khdi u bang quang tiét niéu (u nhd t
bao chuyén tiép va ung thu biéu md) duge tim thdy chi c6 lién quan dén soi xanthine & nhom
dung lidu cao, ndng dj phoi nhidm khoang 11 lin & ngudi. Khong c6 sy gia ting déng ké ndo
litn quan dén cac loai khi u khac & chudt duc hodc chudt céi. Nhiing phét hién nay duge cho la
hé qua ctia qud trinh chuyén héa purine va thanh phdn nuéc tiéu dic trung cua loai va khong lién
quan dén viéc sir dung trén 1am sang.

MGt loat thir nghiém tiéu chudn vé ddc tinh gen khong cho thdy bét k¥ tdc dong giy ddc gen ndo
¢6 v nghia vé mit sinh hoc déi véi febuxostat.

Febuxostat & lidu ubng 48 mg/kg/ngay khong giy anh huéng dén kha ning sinh san va hiéu sudt
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jAién quan dén viée sir dung febuxostat. D ghi nhan dugce doe tinh liéu cao trén chudt me
Vi viée giam chi sb cai sita va giam sy phat trién cia chudt con & ndng do phoi nhiém
gép khoang 4,3 14n so v&i ngudi. Cac nghién ctu vé quai thai, dugce thye hién & chudt mang thai
va thd mang thai vai liéu cao hon lidu phoi nhiém & ngudi trong tmg la khoang 4,3 ldn va 13
14n, khong cho théy bét ky tac dong gdy quéi thai ndo.

14. QUY CACH PONG GOI
Hop 02 vi (Alu-PVC) x 10 vién nén bao phim, kém t& hudng dén sir dung.
Hép 03 vi (Alu-PVC) x 10 vién nén bao phim, kém t& huémg din sir dung.
Hép 05 vi (Alu-PVC) x 10 vién nén bao phim, kém t& huéng dén sir dyng.
Hop 10 vi (Alu-PVC) x 10 vién nén bao phim, kém t& huéng dén sir dung.
Hop 01 vi (Alu-PVC) x 14 vién nén bao phim, kém t& hudéng din sir dung,
Hop 03 vi (Alu-PVC) x 14 vién nén bao phim, kém t& huéng din sir dung.

15. PIEU KIEN BAO QUAN, HAN DUNG, TIEU CHUAN CHAT LUQGNG CUA THUOC
Didu kién bio quan: P& noi kho rdo, nhiét do khong qua 30°C, trénh dnh sdng tryc tiép
Han ding: 24 thang ké tir ngay san xuat
Tiéu chudn chit hwong thuéc: TCCS

16. TEN, PIA CHI CUA CO SO SAN XUAT THUOC

CONG TY TNHH MTV DUQC PHAM LA TERRE FRANCE
Dia chi: Lo B3-1, goc duong D4-N1, khu cdng nghiép Huu Thanh, X& Huu Thanh, Huyén Puc
Hoa, Tinh Long An, Viét Nam.

Dién thoai: 0706888899 Email: laterrefrance(@laterrefrance.vn
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