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HUGNG DAN SU DUNG THUGC

Friburine 80mg

i i it ks

THANH PHAN: M3 vién nén bao phim chiia
—— Dugc chat: Febuxostat 80mg
E T4 duge: Microcrystallin cellulose, lactose monohydrat, natri
== Croscarmellose, povidon K30, crospovidon, tinh bt tién gelatin
m== h0a, colloidal silicon dioxid, magnesi stearat, opadry Il white,
T greenlake.

CHIBINH

Febuxostat dugc chi dinh diéu tri sy tang acid uric m4u & bénh

—han bi-bAf gt mah-thh— -

Khong dung dé diéu trj sy tang acpu uric méu khi khong c6 trigu

chifng rd rang hodc chua xac dinh trang thai bénh ly.

LIEU DUNG VA CACH SU DYNG

Céch ding:

Thuc dung dudng ubng, c6 thé diing trong hay ngoai bita an.

Liéu ding:

Nguoi 16n: |

Febuxostat dugc khuy&n céo dung véi liéu 40 mg hoic 80 mg x

1 14n/ngay.

Li6u khdi ddu: 40 mg x 1 [dn/ngay.

D0 vai nhiing bénh nhan khong dat dugc néng do acid uric huyét

thanh < 6 mg/dL sau 2 tudn diéu tri voi liéu febuxostat 40 mg,

khuy&n cdo dung lidu 80 mg x 1 1dn/ngay.

Ngudi cao tudi: Khong cdn diéu chinh lidu cho ngudi cao tusi.

Bénh nhan suy thin: Higu qua va an toan clia febuxostat chua dugc

danh gid ddy d 6 bgnh nhan suy than ndng (d6 thanh thai du6i

30 mL/phit). Khéng cdn diéu chinh liéu khi dung febuxostat &

bénh nhan suy than nhe hodc trung binh.

Bénh nhan suy gan: Khong cdn diéu chinh liu khi dung febuxostat

4 bénh nhan suy gan nhe dén trung binh. Higu qua va an toan clia
___febuxostat chi nghién cifu & b&nh nhan suy gan ndng.

Tré em: Hiéu qua va an toan clia 1eauxostat & tré em dudi 18 tuGi

chua dugc nghién ciu.

CHONG CHi BINH

Bénh nhan c6 tién sif qus man v6i febuxostat hay b4t ky thanh

phdn nao clia thudc.

Febuxostat chGng chi dinh & bénh nhan dang diéu tri véi

azathioprin hay mercaptopurin (xem muc Tuong téc thudc).

THAN TRONG

Bénh nhan tim mach: Khong khuyén céo diéu tr bing febuxostat &

bé&nh nhan suy tim sung huy&t va thiéu mau cuc bo.

—— Phénrting-qué mén- di o g fighiem tong-

higm khi xay ra bao gm hoi chitng Stevens - Johnson, hoai tif biéu
bi nhiBm doc va phan dng phan vé / sic cdp tinh, hdu hét xay ra
trong thang ddu tién dung febuxostat. Phan (ing da x&y ra § mot s&
bénh nhan da bj suy than va/hodc qué man voi allopurinol trudc do.
Phén iing qué man nghiém trong, bao gém c hoi chitng phat ban
do thudc vdi tang bach cdu &i toan va nhiéu trigu chiing toan than
(hoi chitng DRESS) thuting k&t hgp véi st, sy thay déi huyét hoc,
anh hubng dén than hodc gan trong mot s6 truding hop. Bénh nhan
phai dugc théng bao cac ddu higu, trigu chiing c6 thé gép va phai
dugc theo doi chat ché céc triéu chiing dj ing/nhay cam véi thudc.
Ngung sif dung febuxostat ngay Iap tifc néu xay ra phan ting dj ing
nghiém trong, bao gém hoi chitng Sttens - Johnson va phan tng
phan vé cdp tinh hay sdc. Febuxostat khang dugc bat ddu sif dung
lai & nhitng b&nh nhan nay bét ky lic nao.

Can gut cap: Febuxostat khdng nén dugc bt ddu sir dung khi dang
dién ra con gt c&p ma phai chd cho dén khi con gt c&p diuxudng.
Con git c&p c6 thé xAy ra khi bat d4u diéu trj do thay ddi nng do
acid uric huyét thanh din dén huy dong urat tir mo. Can nhic si
dung mot NSAID hoéc colchicin dé dif phong con giit cép trong it
nhét 6 thang khi bt ddu diéu tri voi febuxostat. Néu mot con gt
c&p xudt hién trong qua trinh diu trj véi febuxostat, khong nén
ngung si dung thudc. Con git c&p nén dugc theo ddi phii hgp véi
mdi bénh nhan. Ti€p tuc diéu trj véi febuxostat s& 1am gidm tin
sudt va cuting do clia con git.
Ldng dong xanthin: G nhiing bénh nhan c6 sy hinh thanh urat
nhanh chéng (do bénh &c tinh hay hoi chiing Lesch - Nyhan),
ndng do xanthin trong nuéc tiéu ¢ thé (tuy hiém truding hop) tang
cao d&n dén tich ty trong duding tiét ni§u, néu chua co kinh nghigm
vé diBu trj véi febuxostat, khong nén §if dung & nhom bénh nhan
nay. I
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Bénh nhan ghép tang: Chua c6 nghién clu duge ti€n hanh & bénh
nhan ghép tang, khéng khuy&n céo sif dung febuxostat & ddi tugng
=

nay.

Theophyllin: Dung déng thoi 80 mg va phyli
400 mg don liéu & ngudii khde manh khong cho thay bét ky tuong
téc dugc dong nao. Febuxostat 80 mg c6 thé dugc sir dung & nhiing
b&nh nhan déng thoi diéu tri bAng theophyllin ma khong lam ting
néng do theophyllin trong huyét tuong. Khéng c6 dif liéu cho

R6i loan chic ndng gan: Trong giai doan 3 nghién cltu lam sang,
bét thuding xét nghiém chifc nang gan nhe da dugc quan sét théy &
nhitng bénh nhan dugc diéu trj bing febuxostat (5,0%). Xét
nghiém chitc nang gan dugc khuyén cdo trudc khi bat ddu didu tri
Vi febuxostat va dinh ky sau d6 dya trén danh gid lam sang.
R6i loan tuyén gidp: Tang gid tri TSH (> 5,5 plU/mL) dugc quan
s4t & nhiing bénh nhan diéu trj 1au dai véi febuxostat (5,5%). Cdn
than trong khi sir dung febuxostat & nhiing bénh nhén c6 sy thay
i chic nang tuy&n gidp.
Lactose: Thudic c6 chifa ta dugc lactose. Nhitng bénh nhan c6 vén
dé di truyén higm gap khong dung nap galactose, thi€u Lapp
lactase hogc kém hdp thu glucose - galactose khong nén dung
thudc nay.
PHY NU' €O THAI VA CHO CON BU
Phy ni c6 thai:
DU ligu trén mot s6 lugng rt han ché phu nit ¢6 thai tiép xtc voi
thudc khdng chi ra bat ky anh hudng bt Igi nao clia febuxostat ddi
v6i phy nir c6 thai hodc dén sic khoe cia thai nhi / tré s sinh.
Nghién ciu trén dong vat khdng cho thdy téc hai tryc tiép hoic
gidn tigp lién quan d&n dong vat c6 thai, sy phét trién clia thai
nhi/phdi hay sif sinh san. Do nhitng nguy cd tiém &n & nqudi 1A
chua rf, febuxostat khong nén sif dung trong sudt thai ky.
Phy nif cho con bu:
Khong ro febuxostat ¢ bai tiét trong siia me hay khong. Nghién
cltu trén dong vat cho thdy chat c6 hoat tinh dugc bai tiét trong siia
v 1am cham sy phat trién clia ché con b me. Khong thé loai trif
rlii ro cho tré so sinh b me. Febuxostat khong nén sit dung khi cho
con ba.
Anh huéng trén kha ndng sinh sén:
( dong vat, nghién ciu 1én dén lidu 48 mg/kg/ngay cho thay khong
©6 sy anh huding phy thudc liéu 18n kha ning sinh san. Anh hung
G febuxosiat 411 kha taiig S Sait 6ua iguoHa kRoRG 1o —
TAC BONG CUA THUGC LEN KHA NANG LAI XE VA VAN HANH
MAY moC
Céc trigu chitng budn ngdl, chong mat, md mét, di cdm c6 thé xay
ra khi sit dung febuxostat. Bénh nhan cdn can nhdc sit dung
febuxostat trudc khi Iai xe hay van hanh may méc.
TUGNG TAC THUGC

aptopurin / ioprin: F 1a mt chat dc ché X0, né
¢6 thé (fc ché sy chuyén hoa clia mercaptopurin va azathioprin lam
tédng ndng do trong huyét tuong clia céc thudc nay dén dén ngd
doc, vi vay chdng chi dinh & bénh nhén dang diéu tri véi
mercaptopurin hay azathioprin.
Rosiglitazon / chat nén CYP2C8: Febuxostat iic ché yéu CYP2C8 in
vitro. 0 ngudi khde manh, ding dong thdi 120 mg febuxostat x
1 I4n/ngay véi mot liéu 4 mg rosiglitazon, khong &nh hudng dén
dugc dong hoc clia rosiglitazon va chat chuyén héa clia né N-
desmethy! rosiglitazon. Vi vay, khi dung d8ng thoi febuxostat véi
rosiglitazon hay cac cht nén CYP2C8 khéc, khong yéu cdu chinh
liu v6i céc chat nay.
Theophyllin: Diing déng thdi febuxostat 80 mg x 1 1dn/ngay véi
theophyllin 400 mg liéu duy nhat khong gay dnh hubng trén dugc
dong hoc hay su an toan clia theophyllin. Vi vay, khdng c6 than
trong dic biét khi febuxostat 80 mg va theophyllin dugc dung dong
thdi. Khong co di lidu cho febuxostat 120 mg.
Naproxen va chét tc ché sy glucuronid hda: Sy chuyén héa clia
febuxostat phy thudc vao enzym uridin glucuronosy! transferase
(UGT). Céc thudc @c ché glucuronid hoa, nhu cic NSAID va
probenecid, vé 1y thuyét co thé anh hubng dén viéc thai trir
febuxostat. O ngudi khoe manh sif dung ddng thoi febuxostat va
naproxen 250 mg hai l4n mdi ngay lam ting céc thong s8 dugc
dong hoc clia febuxostat (Cmax 28%, AUC 41% va Ti2 26%).




Vi cac chat nénCYP2D6 khac ¢6 thé khong doi hoi batky su digu

Trong céc nghién cu 1am sang, viéc st dung naproxen hodc cac
NSAID khéc hay cac chat (ic ché COX-2 khong lién quan d&n bat
kY su gia ting déng k& nao vé mat lam sang ciia cac tac dung
khong mong mudn. Febuxostat cé thé dugc sif dung ciing vdi
naproxen ma khong cén thiét diéu chinh liéu clia febuxostat hodc
naproxen.

Thudt cam tng glucuronid hda: Thubc cam ng manh enzym UGT
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R6iloan hé sinh s&n va tuyén vu: it gap: r6i loan cudng duong.

Rdi loan chung: Thuting gap: phis né. it gap: mét mdi, dau nguc,
khé chiu & ngyc. Hiém gap: khat nudc.

Xét nghigm bat thudng: It gap: tang amylase méu, gidm tiéu cdu,
gidm bach cdu, gidm bach cu lympho, tang creatin m4u, tang,
creatinin mau, giam hemoglobin, tang uré mau, ting triglycerid
mau, ting cholesterol méu, gidm hematocrit, tang lactate

1am tang sy chuyén héa va gidm hiéu qué clia Do d6
¢4n theo ddi ndng d acid uric méau 1 - 2 tudn sau khi bat d4u diéu
tri ddng thai voi mot chdt cdm ing manh glucuronid héa. Nguge
Iai, viéc ngung diéu trj clia mot chat cdm (ing c6 thé din dén tiing

ndng do febuxostat.
Colchicin / i in/ hy othiazid / warfarin: Fi
¢6 thé dugc sit dyng déng thdi véi colchicin hodc indomethacin,

khong cdn thiét diéu chinh liu cla febuxostat hoic cac chat co
hoat tinh dugc ding déng thi.

Khong cdn diéu chinh liéu cho febuxostat khi dung chung véi
hydroclorothiazid. _d >
Khong cén diéu chinh liéu warfarin khi dung chung vdi febuxostat.
Dung déng thdi febuxostat (80 mg hodc 120 mg x 1 ldn/ngay) vdi
warfarin khong anh huéng dén dugc dong hoc clia warfarin & nguoi
khde manh. INR va y&ut6 VIl cling khdng bi anh hung bdi sy phoi
hop nay.

Desipramin/chat nén CYP2D6: Febuxostat (ic ché y&u CYP2D6
in vitro. Trong mt nghién cltu & ngudi khde manh, liéu 120 mg
febuxostat x 1 14n/ngay d&n dén ting 22% AUC clia desipramin -
mot chat nén clla CYP2D6, nghia la febuxostat c6 tiém ndng ic
ché y&u enzym CYP2D6 in vivo. Do do, dung ddng thdi febuxostat

chinh liéu d6i véi nhitng hgp chat nay.

Thu6c khang acid: Khi dung chung cac thudc khéng acid cd chifa
magie hydroxid va nhém hydroxid, sy hép thu clia febuxostat bj
cham lai (khoang 1 gid) va Cmax giam 32%, nhung khdng c6 sy
thay ddi ddng ké vé AUC. Do do, febuxostat c6 thé dugc sif dung
ma khong quan tim dén viéc cd sit dung thudc khang acid hay
khong.

TAC DYNG KHONG MONG MUGN (ADR)

Nhiing phén (ing khong mong mudn chi y&u 1 nhe hay trung binh.
Hiém khi xdy ra phan (ng dj dng nghiém trong khi sit dung
febuxostat.

Tén suéit ADR: Thubing g&ip (1/100 < ADR < 1/40), it gap (1/1 000
<ADR < 1/100), hi€m g&p (1/10 000 < ADR < 1/1 000).

RGi loan méu va hé bach huyét: Higm gap: gidm toan thé huyt
cAu, gidm tidu cdu.

RGi loan hé mién dich: Higm gdp: phén (ng phan v, phan Ung
qud man.

Rdi loan ndi tiét: it gap: kich thich ting hormon tuy&n gidp.

R67 loan mét: Hiém gap: nhin md.

R6i loan chuyén hda va dinh du@ng: Thudng gap: con gt cdp.
it gaip: d4i thao duding, tang lipid mau, gidm sy thém &n, ting can.
Hiém gép: gidm can, ting sy them &n, chan &n.

RGi loan tam thn: it gap: gidm ham mu6n tinh duc, mét ngi.
Hiém gdp: bdn chdn.

RO loan hé thén kinh trung uong: Thuong gap: dau ddu. it gap:
chong mat, di cim, liét nifa ngudi, ngi ga, thay déi huong vi, giam
huyét &p, ha dudng huyét.

RG6i loan tai va mé dao: Hiém gap: U tai

Roi loan tim: it gép: rung nhi, danh tréng nguc, ECG bt thudng.
Rdi loan mach méau: it gip: tang huyét 4p, d6 biing, néng biing.
RO loan ho hép: ft gap: kho thd, viem phé quan, nhiém khudn

dehydrog mau, tang kali mau. Higm gap: ting dubng huyét,
kéo dai thoi gian thromboplastin ting phdn hoat hoa, gidm sd
lugng héng cdu, ting alkalin phosphatase mau, ting creatin
phosphokinase mau.

Thong bao ngay cho béc sT hodc dugc sT nhiing phan dng co hai s
0dp phéi khi sif dung thudc.
QUA LIEU VA CACH XU TRI
Bénh nhan qua liéu cdn dugc theo ddi trigu ching va didutrihdtrg.,
DUGC LYC HOC i
Nhdm duge Iy: Chéng bénh gat, irc ché xanthin oxidase.

Ma ATC:MO4A AD3

Cd ché téc dyng: Acid uric 12 sin phdm cudi cing clia sy chuyén

héa purin trong co thé ngudi, va dugc tao ra theo hai giai doan,
hypoxanthin chuyén héa thanh xanthin va xanthin chuyén hoa
thanh acid uric. C& hai giai doan déu dugc xic tac béi xanthin
oxidase (X0). Febuxostat [a mot ddn xuat 2 - arylthiazon, c6 hiéu

qua diéu trj 1am gidm acid uric huy8t tuong béing cach ic ché co
chon loc 18n X0, lam gidm c& dang oxy héa va néng do ciia nd
trong ca thé. O liu diéu tri, febuxostat khong gay (ic ché cac men
chuy&n héa purin va pyrimidin, vi du nhu guanin deaminase,
hypoxanthin guanin ibosyl tre ibosy!
transferase orotate, orofidin decarboxylase monophosphat hoac
purin nucleosid phosphorylase.

DUGC BONG HOC

@ nguoi khde manh, néng d0 t6i da (Cmax) va dién tich dudi dudng
cong (AUC) clia febuxostat ty I8 véi lidu dung duy nhét va trong
khodng 10 - 120 mg. Febuxostat c6 thdi gian ban thai (T1z2)
khodng 5 - 8 gid.

Hap thu: Febuxostat dugc h&p thu nhanh va manh sau khi udng,

thoi gian dat ndng do dinh (Tmax) tif 1 - 1,5 gid véi sinh kha dung
thap nhét 1a 84%. Sau khi udng liéu don hoac liéu da 80 mg va

120 mg x 1 l4n/ngdy, Cmax tuong (ng la khodng 2,8 -

3,2mcg/mLva5,0- 5,3 meg/mL.

Sau khi udng liéu da 80 mg x 1 1dn/ngay hoic liéu don 120 mg véi
bita &n nhigu chat béo, Cmax tuong tng gidm 49% - 38% va AUC
tuong (ing giam bt 18% - 16%. Tuy nhién, sy thay d8i khdng c6 ¥
nghfa 1am sang trong viéc gidm phdn tram trong ndng do acid uric
huyét thanh da dugc theo ddi (58% khi &n so vdi 51% khi nhin doi).
Nhu vay, febuxostat c6 thé dugc ding ma khong lién quan dén thyc
phdm.

Phan b6: Thé tich phan bd & trang thi bén viing clia febuxostat
saukhi dung mot liéu don febuxostat trong khoéng 10 - 300 mg qua
dudng ubng vao khodng 29 - 75 Iit. T 18 febuxostat gén k&t thuan
nghich véi cac protein huyét tuong rat cao, khoéng 99,2%, chi yéu
g4n k&t vai albumin. Ty I8 gén két véi protein huyét tuong clia chat
chuyén hoa hoat dong trong khoang tif 82 - 91%.

Chuyén hoa: Febuxostat dugc chuyén héa & dang lién hgp thong
qua hé thdng enzym uridin di
(UDPGT) va bj oxy héa bdi hé théng cytochrom P450 (CYP). B&n
chét chuy&n héa hydroxyl ¢6 tac dung dugc Iy da dugc xAc dinh, ba
trong s6 do xudt hién trong huyét tuong ngudi. Céc nghién cilu
in vitro v6i microsome gan & ngudi cho thdy nhiing chét chuyén
hoa oxy hoa dugc hinh thanh chi y8u bdi CYP1A1, CYP1A2,

ptren, ho.

RGi loan tiéu hda: Thudng gap: tiéu chay, budn non. It gap: dau
bung, chuéng bung, trdo ngugc da day - thyc quan, ndn, khd
miéng, khd tiéu, tdo bon, dai tién thutng xuyén, ddy hoi, kho chiu
da day - rudt. Hi€m gap: viém tyy, loét miéng.

RO’ loan gan mat: Thubng gip: bat thuong chic ning gan. it gap:
s0i mét. Hi§m g&p: viém gan, vang da, ton thuong gan.

RO loan da va m6 dudi da: Thubng gap: phat ban. ft gép: viem da,
ndi may day, ngifa, d6i mau da, tdn thuong da, d6m xudt huy&t, ban
dat sdn. Higm gap: hoai tir biéu bi nhiém doc, hoi chitng Stevens -

Johnson, phit mach. hoi chiing phat ban do thuGc vdi tang bach |

~ cAu ua eosin va nhidu trigu chiing toan than, phét ban dién rong

(nghigm trong), ban dd, phat ban troc da, phat ban dang nang,
phét ban myn nudc, phat ban myn mi, phat ban ng(fa, rung téc, 48
mé hoi

R6i loan co xuong va md lién két: it gap: dau khép, viém khop, dau
¢0, dau cg xuang, y&u cg, co thit co, cang co, viém bao hoat dich.
Hiém gdp: tidu co van, ciing khdp, cling co xudng.

R loan than va hé tiét nigu: it gap: suy than, si than, huyét nigu,
tiéu rdt, dam nigu. Higm gap: viém than ke, tiéu gap.

CYP2C8 va CYP2CY va chat chuyén hoa febuxostat glucuronid
dugc hinh thanh chii y&u bdi UGT 1A1, 1A8 va 1A9.

Thadi trir: Febuxostat dugc théi trir qua c& gan va than. Sau khi udng

liéu 80 mg febuxostat co dénh dau C14, khodng 49% liéu dugc tim
thay trong nudc tiéu va 45% liéu dugc tim thay trong phan. Thoi
gian ban théi (T1/2) clia febuxostat trong khoéng 5 - 8 gid.

HANDUNG 36 thang ké tif ngay sén xudt.

BAOQUAN  Du6i 30°C. Tranh 4m va 4nh sang.

TIEUCHUAN  TCCS.

TRINHBAY  Hop 01vix 10 vién.
HOp 02 vix 10 vién.
Hop 03 vix 10 vién.
Hop 05 vix 10 vién.
Hop 06 vix 10 vien.
Hop 10 vix 10 vién.
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