Q THUGC BAN THEO BPON
D ¢

TO HUONG DAN SU DUNG THUOC
Vién nén
ZENTOGOUT-40
Vién nén

ZENTOGOUT-80

Thubc béan theo don
Dé xa tam tay tré em
Poc k§ huéng din sir dung truée khi diing
Thong b4o ngay cho bac s§ nhiing tac dung khong mong muon khi sir dung thude

To thong tin sin phdm nay bao gém hwéng din siv dung cho thuéc c6 nhiéu ham luong khéc nhau

PHAN 1. HUONG DAN SU DUNG THUOC CHO NGUOI BENH

1.

Thanh phén:
Moi vién nén ZENTOGOUT-40 chira:
Febuxostat ....................... 40 mg

Ta duogc: Lactose monohydrat, cellulose vi tinh thé M101, poloxamer 407 (Lutrol ® F127),
PEG 6000, hydroxypropylcellulose, croscarmellose natri, silicon dioxyd, magnesi stearat.

MJbi vién nén ZENTOGOUT-80 chra:

Febuxostat ....................... 80 mg

Ta duogc: Lactose monohydrat, cellulose vi tinh thé M101, poloxamer 407 (Lutrol ® F127),
PEG 6000, hydroxypropylcellulose, croscarmellose natri, silicon dioxyd, magnesi stearat.

M6 ta san pham:

ZENTOGOUT-40: Vién nén hinh luc gidc mau tring, mot mat ¢ dap gach ngang, mat kia
c6 dap chit DV.

ZENTOGOUT-80: Vién nén dai mau tring, hai mat tron.

Quy cach dong goi: Hop 2 vi (PVC - Nhém) x 10 vién.
: Hop 6 vi (PVC - Nhom) x 10 vién.

Thubc dung cho bénh gi?

ZENTOGOUT-40/ ZENTOGOUT-80 chtra hoat chat 1a febuxostat duoc ding dé diéu tri
gat, mdt bénh do du thtra acid uric trong co thé. O mot sd bénh nhan, lugng acid uric tich
tu trong mau va c6 thé khong duoc hoa tan hét. Khi tinh trang nay xay ra, tinh thé urat c6
thé hinh thanh ¢ trong va xung quanh khép va than. Nhimng tinh thé nay c6 thé gay dau
nang, dot ngdt, do, nong va sung ¢ khép (con gut) Néu khong duoc diéu tri, cac hat tophi
c6 thé hinh thanh ¢ xung quanh khop Hat tophi co thé gy t6n thuong khop va xuong.
Febuxostat hoat dong bang cach giam nong d6 acid uric. Gitt ndng do acid uric & mirc thap
bang cach ding febuxostat 1 lan/ ngay glup ngdn sy hinh thanh tinh thé, va giam triéu
chimg theo thoi gian. Giit ndng d6 acid uric du thip trong mot thoi gian dai c6 thé lam nho
hat tophi.

Febuxostat dugc dung & nguoi 1on.

Nén dung thuéc nay nhuw thé nao va liég lwong? ;
Ludn dung thudc chinh xac nhu hudng dan cua bac sy hodac dugce sy. Néu ban chua ro, hay
héi lai cho chac chan.

Liéu dung:
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Liéu khuyen céo diéu tri ting uric huyet 0 bénh nhan gut 1a 40 mg hoac 80 mg/ ngay. Liéu
khoi dau khuyen céo la 40 mg/ ngay, néu khong dat dugc hi€u qua mong muodn, bac sy co
thé tang liéu cho ban 1én 80 mg/ ngay.

Gut:

Thudc c6 hai dang bao ché 1a 40 mg va 80 mg. Bac s¥ s& chon liéu phu hop cho ban.

Ban nén tiép tuc dung thudc cho du khéng c6 con git hodc bung phat.

Cach dung: ; : ;

Thude duge dung dudng uong, ban c6 thé dung thude cung hodc khong cung véi thire an.

Khi nao khong nén dung thuoc nay?

Khong nén dung thudc nay néu ban:

- Man cam véi febuxostat hoic bat ky thanh phan nao cua thudc.
- Pang dung azathioprin hoac mercaptopurin.

Téc dung khong mong mudn:

Nhu cac thudc khac, febuxostat c6 thé gay tac dung khdng mong muédn, nhung khong phai
ai cling gap phai.

Neung ding thuéc va lién hé trung tam y té gan nhdt néu ban gap cac phdn ing sau:

Phan tng phan Ve, qua man véi thudc.

Phat ban da c6 thé _gay nguy hiém dén tinh mang ddc trung boi sy hinh thanh mang bong
tréc va nit da va bé mat trong cua céc 15 co the nhu miéng va co quan sinh dyc, dau loét ¢
miéng va/ hoidc ving co quan sinh duc, kém sét, dau hong va mét moi (hoi chang Stevens-
Johnson/ hoai tir thuwong bi nhiém doc), hoic phi dai hach lympho, phi dai gan, viém gan
(dan dén suy gan), tang sé lwong bach cau trong mau (phan &ng di tng toan than kém ting
bach cau &i toan va cac triéu chung toan than - DRESS).

Phét ban da toan than.

Céc tac dung khdng mong muasn khac:

Thirong gap (9ép ¢ 1 dén 10 trén 100 nguoi sir dung)

Bat thuong xét nghiém chirc ning gan.

Tiéu chay.

Nhtre dau.

Phat ban (bao gdom nhiéu loai phat ban, xin xem tan suat it ggp va Hiém gap).

Budn non.

Tang triéu chirng gut.

Sung cuc b do gitt nuéc ¢ mo (phu).

it gap (gap & I dén 10 trén 1.000 nguoi su dung)

Giam cam giac ngon mi¢ng, thay doi nong do duong huyét (dai thao dudng) triéu ching cé
thé 1a khat nhleu tang nong do lipid huyét, ting can.

Giam ham mudn tinh duc.

Khé ngii, buon ngy.

Choéng mat, té, cam giac cham chich, giam hoic thay doi cam giac (di cam, yéu nira nguoi,
giam cam giéc), thay dbi hoic giam vi giéc, giam khuwu giac.

Bat thuong dién tam do, nhip tim nhanh hoic bat thuong, danh tréng nguc.

Nong bung hodc do bung (nhu d6 ¢ mat hodc cd), tang huyét ap, chay mau (xuat huyét, chi
thdy & bénh nhan dung hoa tri dé diéu tri rdi loan mau).

Ho, kho tha, khé chiu hodc dau nguc, viém & dudng miii va/ hodc ¢ hong (nhiém tring
duong hd hap trén), viém phé quan.

Khé miéng, dau bung/ kho chiu hoac c6 hoi trong bung, ¢ nong/ khoé tiéu, tao bon, dai tién
nhiéu hon, ndn, khé chiu da day.

Ngtra, ndi may day, viém da, mat mau da, cac diém do hoic tim nho trén da, ving dé nho,
phing trén da, ving do, phang trén da c6 budu nho & trén, phat ban, ving d6 va diém do
trén da, cac tinh trang khac trén da.

Chuot rat, yéu co, dau co/ khép, viem khép hodc viém bao hoat dich (viém khép thuong
kém dau, sung va/ hoic cing khdp), dau chi, dau lung, co thit co.
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Mau trong nudc tiéu, tiéu nhidu bat thuong, bat thuong xét nghiém nudc tiéu (ting nong do
protein niéu), giam chirc nang than.

Mét méi, dau nguc, kho chiu nguc.

Co soi ¢ thi mat hoac bng mat (50| mat).

Tang nong d6 hormon cuong giap (TSH).

Thay d6i sinh héa mau hoic lwong huyét cau hoac tiéu cau (bat thuong xét nghiém mau).
Soi than.

Khoé cuong duong

Hiém gap (gap ¢ I dén 10 trén 10.000 nguoi su dung)

Ton thuong co, tinh trang hiém gap co thé nghiém trong. Tinh trang nay co thé gay van dé
vé co va dac biét, néu ban cam thay khéng khoe hoic bi Sot trong thoi gian do, tinh trang
nay co thé gay tiéu co bat thuong. Lién hé véi bac sy ngay néu ban bi dau co, mém co hoic
yéu co.

Sung nang & nhﬁng I6p sau hon cua da, dac biét 1a quanh mdi, mit, co quan sinh duc, tay,
chan hogc ludi, c6 thé gy kho tho.

S6t cao kem phat ban da glong Sai, ph1 dai hach lympho, gan to, viém gan (dan dén suy
gan), tang s6 lwong bach cau trong méau (kém hoic khong kem tdng bach cau ai toan).

Do da (hong ban), phat ban da dang (nhu ngtra, kém diem trang phong da, phong da chira
mu, troc da, phat ban glong sai), hong ban lan rong, hoai tu, va vd bong nuéc khi viém da
va mang nhay, dan dén bong troc da va c6 thé nhiém triang (hoi ching Stevens-Johnson/
hoai tir thuwong bi nhiém doc).

Lo lang.

Cam thay khat.

U tai.

Nhin mg, thay d6i thi giéc.

Rung toc.

Loét miéng.

Viém tyy: Trigu chung thuong gap la dau bung, budn ndn va non.

Tang tiét md hoi.

Sut c4n, ting cam giac ngon miéng, giam cam giac ngon miéng khong kiém soét (biéng an).
Cing co va/ hoac khap.

Giam sb lugng huyét cau bat thuong (bach cau hodc hong cau hoic tiéu cau).

Tiéu gap. 7 ’

Thay doi hoac giam lugng nudce tiéu do viém ¢ than (viém than ong kg).

Viém gan.

Vang da.

Tén thuong gan.

Tang ndng do creatinin phosphokinase trong méau (mét chi ddu cua tén thuong co).

Thuaoc c6 thé cé tac dung khdng mong muon khéc, théng béo cho bac sy nhirng tac dung
khong mong muan gap phdi khi si dung thuac.

Nén tranh dung nhirng thudc hoic thuc pham gi khi dang st dung thudc nay?

Thong bao cho bac s§ hodc dugc s§ cia ban ve tat ca cac loai thudc ma ban dang sur dung,
bao gom ca cac thudc ké don hoic khong ké don, cdc vitamin hodc thudce tir duoc lieu.
Thoéng bé&o cho bac sy hode diroc sy néu ban dang sir dung cac thugc sau:

Mercaptopurin (dung trong diéu tri ung thur).

Azathioprin (dung dé giam dap ttng mien dich).

Theophylin (dung diéu tri hen suyén).

Thudc gay cam Gng lién hop glucuronid.

Sur dung febuxostat voi thire an va do uong:

Ban c6 thé dung thudc ciing hodc khdng cing véi thire in.

Can lam gi khi mjt 1an quén khéng dung thudc?
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10.

11.

12.

13.

14.

Néu ban quén dung mot liéu, dung lidu d6 cang sém cang tot khi ban nhé ra. Néu da gén
den lieu tiep theo, bo qua lieu da quén va dung lieu tiep theo nhu binh thuong. Khong dung
gap doi lieu de bu lai cho lieu da quén.

Néu ban mudn ngu’ng thudc:

Khong ngung thuoc ma khong hoi y kién béc sy ké ca khi ban cam thay khoe hon. Néu ban
ngung ding thudc, nong d6 acid uric ¢6 thé ting va triéu ching cta ban ¢6 thé ning hon do
su hinh thanh tinh thé urat mgi & xung quanh khép va than.

Néu ban c6 bat ki thic mic nao, hdy hoi y kién bac sy hodc duoc s.

Can béo quéan thudc nay nhw thé nao? ;

Giir thuoc trong bao bi goc cua nha san xuat, day kin. :

Dé thudc noi kho réo, tranh anh sang, nhiét d6 khong qua 30°C, va ngoai tam véi cua tré
em.

Khéng str dung thudc sau ngay hét han ghi trén bao bi (hop va vi thuéc).

Nhirng d4u hiéu va triéu chirng khi ding thudc qua lidu:
Dung thuéc chinh xac nhu huéng dan cua bac sy. Neu ban dung qua lidu hoac tré em nudt
phai thudc, lién hé ngay véi béac sy va trung tam y té gan nhét.

Can phai lam gi khi dung thudc qua liéu khuyén céo?

Ngung ding thubc va lién lac ngay véi bac sy hoac trung tam y té gan nhét.

Mang theo vién thudc cing véi bao bi dé bac sy biét ban di udng thudc gi va co bién phap
xu ly kip thoi.

Nhirng diéu cin than trong khi ding thudc nay:

Truéc khi dung thusc nay, théng bao cho bac sy néu ban dang cé cdc vin d@é vé sirc khoe

sau day:

- Ban bi suy tim hozc c6 véan dé vé tim.

- Ban bi bénh than v&/ hoic phan wng di @ng ning véi allopurinol (mét thude diéu tri gut).

- Ban dang bi hodc da ting bi bénh gan hoac xét nghiém chirc ning gan bat thuong.

- Ban dang dugc diéu tri nbng do6 acid uric cao do hoi chirng Lesch-Nyhan (mét tinh trang
di truyen 1am lugng acid uric trong mau tang cao).

- Ban c6 véan dé vé tuyén giap.

Neg ban ¢6 nhiing phan #ng d; ing véi febuxostat, nging dung thuéc. Phdn éng di iing co

the la:

- Phét ban bao gom céc dang ning (nhu phong rop, ndt, ngta, phat ban tréc da), ngia.

- Sung ¢ chi hoac mat.

Kho tho.

S6t kém sung hach lympho.

Tinh trang di tng nghiém trong c6 thé de doa tinh mang kém ngirng tim va tuan hoan.

Béc sy c6 thé s& cho ban nging dung thudc.

D3 c¢6 bao cdo hiém gap phat ban da c6 thé de doa tinh mang (hoi chung Stevens-Johnson)

khi sur dung febuxostat, biéu hién ban dau véi nhimg diém do hodc cac mang tron phong

rop o glu:a Tinh trang nay ciing c6 thé bao gom loét & mi¢ng, ¢ hong, miii, co quan sinh

duc va viém két mac (d6 va sung mat). Ban cd thé tién trién lan rong phdng rop hoic bong

troc da.

Néu ban c6 dau hiéu cua hoi ching Stevens-Johnson khi dung febuxostat, ban khong dugc

tai str dung febuxostat trong bat ki trudng hop nao. Néu ban c6 nhitng triéu ching trén da,

ban nén gap ngay bac sy va thdng bao ban dang dung febuxostat.

Néu ban dang bi con gut (khoi phat dot ngdt dau nang, mém, do, néng va sung & khap),

ban nén cho hét con gat r6i méi khoi dau diéu tri véi febuxostat.

O mot vai bénh nhan, con git c6 thé bung phat khi khoi dau st dung mot sé thude kiém

soat nong d6 acid uric nhat dinh. Khong phai bénh nhan nao cling bi con gut bung phat,

nhung néu ban gap phai khi dung febuxostat, dic biét trong tudn dau hozc thang dau diéu
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15.

16.

tri, ban nén tiép tuc dung febuxostat vi thudc van c6 tac dung ha acid uric. Qua thoi gian,
con giit bung phat s& giam dan vé tan suat va mirc do dau néu ban diing thuéc méi ngay.
Béc sy thuong s& cho ban dung thém nhiing thubc khac néu can dé giup ngin ngira hoic
diéu tri trieu Chung Cla con gut bung phat (nhu dau va sung khép).

O bénh nhan c6 nong d6 urat rat cao (nhu dang hoa tri dleu tri ung thu) str dung thudc 1am
giam acid uric cd thé dan dén tich tu xanthin & dudng tiéu, c6 thé gay soi, tinh trang nay
chua thay & bénh nhan st dung febuxostat diéu tri hoi ching ly giai khoi u.

Thudc c6 chua lactose, thong bao cho béac sy néu ban di ting duoc cho biét khéng dung
nap véi bat ctr loai duong nao.

Dung thugc cho tré em:

Khong dung thudc cho tré em duéi 18 tudi vi an toan va hiéu qua chua duoc thiét 1ap.

Phu niz mang thai hogc cho con bu:

Chua 15 febuxostat ¢ gay hai cho thai nhi khéng. Khéng nén dung febuxostat trong thai Ki.
Chua 6 febuxostat co tiét qua sira me khdng, ban khéng nén dung febuxostat néu dang cho
con bu, hodc néu ban c6 ¥ dinh cho con bu.

Néu ban dang c6 thai hodc cho con bu, nghi ban ¢6 thé mang thai hoic c6 y dinh mang thai,
hoi y kién bac sy hodc dugc sy trudc khi ding thudc.

Lai xe va vdn hanh may mac:

Ban nén cén than vi thudc cé thé gay chong mat, budn ngu, nhin mo va té hodc cam giac
cham chich va ban khong nén l4i xe hodc van hanh may moc néu c6 nhiing triéu chimg nay.

Khi nao cin tham vén bac sy, duoc s§?

Can lién lac ngay véi béac sy hoac trung tam y té gan nhat khi dung thudc qué liéu chi dinh.
Thong thuong, bao gid ciing phai hoi y kién bac sy hoic dwgc sy trude ldc dung bat ky
thudc nao khi mang thai hoac cho con bu.

Théng bao ngay cho béc sy hodc duoc sy nhitng tac dung khéng mong muén giap phai khi
str dung thudc.

Néu can thém thong tin xin hoi y kién bac sy hoac dugc s¥.

Han dung ciia thude: 36 thang ké tir ngay san xuat.
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PHAN 2. HUONG DAN SU DUNG THUOC CHO CAN BQ Y TE

1.

DUQC LUC HOQC:

Ma ATC: M0O4AAO03.

Nhém dwoc Iy: Thudc diéu tri gat, (e ché tong hop acid uric.

Co ché tac dong

Acid uric 12 san pham cudi cung caa qué trinh chuyén hoéa purin & ngudi va duoc tao ra
theo cac budc hypoxanthin — xanthin — acid uric. Ca hai giai doan déu dugc xdc tac bai
xanthin oxidase (XO). Febuxostat 1a mot dan xuat 2-arylthiazol c6 hoat tinh lam giam acid
uric huyét thanh bang cach tc ché chon loc xanthin oxidase. Febuxostat la chat &c ché
manh, chon loc, khéng purin caa xanthin oxidase (NP-SIXO) véi gia tri tc ché in vitro Ki
< 1 nmol. Febuxostat cho thay hoat tinh c ché manh ca dang oxy héa va dang khu cua
xanthin oxidase. O nong do diéu tri febuxostat khong tic ché cac enzym khéc tham gia vao
qua trinh chuyén héa purin hay pyrimidin nhu: Guanin deaminase, hypoxanthin guanin
phosphoribosyltransferase, orotat phosphoribosyltransferase, orotidin monophosphat
decarboxylase hoac purin nucleosid phosphorylase.

DUQC PONG HQC:

O nguoi khoe manh, Cmax va AUC cuia febuxostat tang ty & thuan véi liéu trong khoang
litu 10 - 120 mg. Trong khoang 120 - 300 mg, AUC ting nhiéu hon so véi d ting
lidu. Khdng cd su tich liy dang ké khi ding liéu tir 10 - 240 mg udng mdi 24 gio. Thoi gian
ban huy trung binh cua febuxostat (t2) khoang 5 - 8 gio.

Hap thu: , ,
Febuxostat dugc hap thu tot (> 84%) va nhanh chong (tmax 1,0 - 1,5 gi®). Sau khi uong don
lidu hodc da liéu 80 va 120 mg ngay mdt 1an, Cmax khoang 2,8 - 3,2 pg/ mL va 5,0 - 5,3 pg/
mL, twong Gmg. Sinh kha dung tuyét ddi ciia cac dang vién febuxostat chua dugc nghién
cuu.

Sau khi uong lieu lap lai 80 mg/ ngay hogc don lieu 120 mg, cling véi bira &n c6 nhieu chat
béo, Cmax giam 49% va 38%; AUC giam 18% va 16%, tuong ttng. Tuy nhién, mac do giam
nong d6 acid uric trong huyét thanh khong thay d6i déang ké trong thir nghiém (80 mg da
lidu). Febuxostat cd thé dung ciing véi thire an hoic khéng.

Phdn bo: 7

Thé tich phan b6 ¢ trang thai 6n dinh (Vss/ F) caa febuxostat 1 29 - 75 L trong khoang liéu
10 - 300 mg. Gén véi protein huyét twong khoang 99,2%, (chu yéu véi albumin), va khong
d6i véi lidu 80 va 120 mg. Chat chuyén hda co hoat tinh gan protein huyét twong khoang tir
82 - 91%.

Chuyén héa:

Febuxostat dugc chuyén héa manh bang qué trinh lién hop boi cac hé enzym uridin
diphosphat  glucuronosyltransferase (UDPGT) va qua trinh oxy hdathdng quah¢
cytochrom P450 (CYP) Bbn chit chuyén hoa hydroxyl cé hoat tinh da dugc x4c dinh,
trong d6 ba chat c6 trong huyét twong. Nghién cau trén ty thé gan nguoi in vitro cho thay
nhitng chat chuyén hoa oxy héa dwgc hinh thanh cha yéu boi CYP1AL, CYP1A2, CYP2C8
hodc CYP2C9 va glucuronid febuxostat duoc hinh thanh cha yéu bai UGT 1A1, 1A8 va
1A9.

Thai true: :

Febuxostat duoc thai trir qua gan va than. Sau khi uong mét liéu 80 mg 4C-febuxostat,
khoang 49% liéu dung duoc thu hdi trong nuéc tiu, bao gom febuxostat dang khong doi
(3%), dan xuat acyl glucuronid c6 hoat tinh (30%), cac chat chuyén hoa oxy héa da duoc
biét va dang lién hop cta ching (13%), va cac chat chuyén hoa khac chua biét (3%). Ngoai
thai trir qua nudc tiéu, khoang 45% lidu dung duoc tim thiy trong phan trong d6 co:
Febuxostat dang khong ddi (12%), dan xuat acyl glucuronid c6 hoat tinh (1%), cac chat
chuyén hoa oxy hoa da dugc biét va dang lién hop caa ching (25%), va cac chit chuyén
hoa khac chua biét (7%).

Déi twong dic biét:

Bénh nhan suy than:
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Sau khi dung lidu 1ap lai febuxostat 80 mg & bénh nhan suy than nhe, vira hoac nang, Cmax
ctia febuxostat khong thay doi, trong tu nhu & bénh nhan c6 chirc ning than binh thudng.
AUC toan phan trung binh cta febuxostat ting khoang 1,8 lan tir 7,5 pg.h/ mL & nguoi co
churc nang thén binh thuong 1€n 13,2 HE. h/ mL & bénh nhan suy giam chure nang than nang.
Cmax va AUC cua chat chuyen hoa c6 hoat tinh ting 2 lan va 4 lan twong tmg. Tuy nhién,
khong can hiéu chinh liéu & bénh nhan suy than nhe hodc vira.

Bénh nhan suy gan:

Sau khi dung lieu 13p lai febuxostat 80 mg & bénh nhan suy gan nhe (Child-Pugh nhom A)
hogc vira (Child-Pugh nhdm B), Cmax va AUC cua febuxostat va chat chuyén hoa ctia n6
khong thay doi dang ké so vai nguoi cé chire nang gan binh thuong. Chua cé nghién ctru ¢
bén}l nhan suy gan nang (Child-Pugh nhom C).

Tuoi:

AUC cua febuxostat hodc chat chuyén héa cia no khong thay do6i dang ké sau khi dung
febuxostat lidu lap lai dudng udng & ngudi cao tudi so voi nguoi tré hon.

Gioi tinh:

Sau khi dung lidu 13p lai febuxostat, Cmax vd AUC cao hon 24% va 12% tuong tng & phu
nit so voi nam gidi. Tuy nhién, Cmax va AUC hi€u chinh theo can nang tuong tu nhau ¢ hai
giéi. Khong can hiéu chinh lidu dya trén gidi tinh.

CHI PINH:

Diéu tri uric huyét cao man tinh & bénh nhan di bj lang dong tophi (c6 tién sir hodc dang co
hat tophi va/ hoac viém khop do gut).

Febuxostat dugc dung cho nguoi lon.

LIEU DUNG - CACH DUNG:

Liéu dung:

Liéu khuyén cao diéu tri ting uric huyét & bénh nhan gt 1a 40 mg hoac 80 mg x 1 lan/
ngay.

Liéu khoi dau khuyén céo febuxostat 12 40 mg x 1 1an/ ngay. O bénh nhan khéng dat duoc
ndng do acid uric huyét thanh < 6 mg/ dL sau 2 tuan dung liéu 40 mg, khuyén cdo ting liéu
febuxostat 1én 80 mg.

Khuyén céo du phong con gut cap it nhat 6 thang.

Nguoi cao tuor: “

Khéng can chinh liéu & ngudi cao tudi.

Suy than:

Hi¢u qua va an toan chua dugc danh gia dﬁy du & bénh nhan suy than nang (do thanh thai
creatinin < 30 mL/ phat).

Khong can diéu chinh liéu & bénh nhan suy than nhe hodc trung binh. Lleu khoi dau
khuyen cao febuxostat 1a 40 mg x 1 lan/ ngay. O bénh nhan khong dat dugc nong do acid
uric huyét thanh < 6 mg/ dL sau 2 tuan dung liéu 40 mg, khuyén cdo ting liéu febuxostat
Ién 80 mg.

Suy gan:

Hi€u qua va tinh an toan cua febuxostat chua dugc nghién ctru & bénh nhén suy gan ning
(Phan nhom Child-Pugh C). Than trong khi dung thude cho nhung bénh nhan nay.

Khong can hiéu chinh liéu cho bénh nhan suy gan nhe dén vira.

Tré em: “

Sy an toan va hiéu qua cua febuxostat trén tré em < 18 tudi chua duoc thiét lap.

Céach dung:

Thude duoc dung bang dudng udng, cling hodc khdng cuing véi thie an.

CHONG CHI PINH: , ‘ ,
Man cdm véi febuxostat hodc véi bat ky thanh phan nao cua thudc.
Bénh nhan dang diéu tri bang azathioprin hodc mercaptopurin.

CAC TRUONG HQP THAN TRONG KHI DUNG THUOC:
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Bénh tim mach:

Khong nén sir dung febuxostat & ngudi bi bénh tim thiéu méau cuc bo hoic suy tim sung
huyét. D3 c6 bao cao ty 1& xay ra cac tac dung khéng mong muén trén tim mach (bao gom
tir vong do tim mach, nhoi mau co tim khong gay tir vong), dot quy trén febuxostat I6n hon
so véi trén allopurinol. Tuy nhién quan hé nhan qua chwa dugc thiét 1ap. Khuyén céo theo
ddi cac dau hiéu cua nhdi méau co tim va dot quy.

Qua mdan/ dj ing véi thusc:

Hiém khi xay ra phan tng di Gmg/ qua man nghiém trong, bao gdm ca hoi chimg Stevens-
Johnson (gay nguy hiém dén tinh mang). Hoai tur biéu bi nhiém ddc va phan Gmg phan vé/
sdc cap tinh da dugc bao cao. Hau het xay ra trong thing dau tién st dung febuxostat. Phin
mg qua man nghiém trong, bao gdm phan tmg thudc véi ting bach cau &i toan va triéu
ching toan than (Drug Reaction with Eosinophilia and Systemic Symptoms - DRESS) kém
theo tri¢u chung sot, huyet hoc, than hodc gan xay ra trong mot s6 truong hop.

Bénh nhan can dugc tu van vé cac dau hi¢u, tri¢u chiing va theo doi chat ché cac tri¢u
chang cua phan tng di ang/ qua man. Ngirng thudc néu cé phan tng di tng/ qua man
nghiém trong, bao gom hoi chirng Stevens-Johnson, xay ra va khéng st dung lai febuxostat
& bénh nhan nay.

Con giit cap:

Khong nén bit dau diéu tri bémg febuxostat cho dén khi con gut cép khéi hoan toan. Con
gut cap co thé xay ra khi bat dau diéu tri do thay d6i ndng do acid uric huyét thanh dan dén
su van chuyén urat tich tu trong mo. Khi bét dau diéu tri bang febuxostat, khuyén cao ding
NSAID hay colchichin dé phong con cap tinh trong it nhat 6 thang

Néu con gut cap xay ra, khong nén ngung thudc. Con gt cap co thé dugce diéu tri dong thoi
tly theo tirng bénh nhan. Biéu tri lién tuc véi febuxostat giam tan suat va cudng do cua con
gut cap.

Ldng dong xanthin:

Trén nhitng bénh nhén ¢6 nguy co cao hinh thanh urat (nhu u 4c tinh va li¢u phap diéu tri
chang, hoi Chung Lesch-Nyhan) nong do tuyét di cua xanthin trong nudc tiéu co thé ting
cao du dé gay ling dong ¢ duong tiét niéu (hiém khi xay ra). Do chua co thong tin day du,
khong nén st dung febuxostat & nhirng bénh nhéan nay.

Nhitng nguoi ghép tang:

Chua c6 thong tin dy du, khong khuyén céo dung thudc cho nhitng bénh nhan nay.
Theophylin:

Str dung ddng thoi febuxostat 80 mg va theophylm liéu duy nhat 400 mg ¢ nguoi khoe
manh khéng thdy bat ky tuong tac thuoC nao. Febuxostat 80 mg c6 thé dung chung Vi
theophylin, khong c6 nguy co ting ndng do theophylin trong huyét twong. Chwa c6 thong
tin cho febuxostat liéu 120 mg.

Bénh gan:

Trong nghién ciru 1am sang giai doan 3, bat thuong vé xét nghiém chiic ning gan nhe da
duoc quan sat thay ¢ nhitng bénh nhan duoc diéu tri bang febuxostat (5,0%). Khuyén cao
kiém tra chirc niang gan trudc khi bat dau diéu trj v6i febuxostat va dinh ky sau d6 dwa trén
danh gia 1am sang. .

Xét nghiém kiém tra gan kip thoi ¢ bénh nhan cé triéu chizng cho thay ton thuong gan, bao
gom mét moi, chan in, kho chiu thuong vi phai, nudc tiéu sam mau hoic vang da. Néu
bénh nhan cd xét nghiém gan bat thuong (ALT cao gap 3 lan gidi han trén cia khoang binh
thudng), nén ngung sir dung febuxostat va xét nghiém dé tim ra nguyén nhan. Khong nén
tai su dung febuxostat & nhitng bénh nhan nay trudc khi tim ra nguyén nhan khac cho cc
bat thuong xét nghiém gan.

Bénh nhan ¢ ALT huyét thanh cao gap 3 lan gisi han trén cua khoang binh thuong kém
bilirubin toan phan huyet thanh cao gap 2 lan khoang binh thuong ma khong cd nguyén
nhan khac c6 nguy co ton thuong gan do thudc nang va khéng nén tai st dung febuxostat.
Bénh nhén c6 ALT hoac bilirubin huyet thanh tang thip hon hoic c6 nguyén nhan cu thé
khéc, cd thé sir dung febuxostat nhung can phai than trong.
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R6i loan tuyén gidp:

Tang TSH (> 5,5 ulU/ mL) duoc quan séat thay & nhirng bénh nhan diéu tri kéo dai voi
febuxostat (5,5%). Can than trong khi sir dung febuxostat & nhitng bénh nhan bj rdi loan
chirc nang tuyén giap.

Thudc c6 chira lactose, bénh nhan mac bénh di truyén hiém gap khong dung nap galactose
thiéu hut Lapp lactase hoc réi loan hap thu glucose-galactose khong nén dung thubc nay.
Str dung cho phu nir cé thai va cho con bu:

Phu nir c6 thai:

Dir liéu trén phu nit c6 thai con han ché, chua thay bat ky tac dung bat loi nao cua
febuxostat trén phu nir mang thai, thai nhi/ tré so sinh. Nghién cuu trén dong vat khong cho
thdy tac hai truc tiép hoic gian tiép lién quan dén viéc mang thai, sy phét trién phéi/ thai
nhi hoac sy sinh no. Vi nguy co trén ngudi con chua 13, khdng nén s dung febuxostat
trong thai ky.

Phu né cho con bu:

Chua biét febuxostat cd phan bd trong sita me hay khong. Nghién ctiu trén dong vat da cho
thiy su phan bd caa thudc trong sita va cd giam sy phat trién caa dong vat b sira. Do nguy
co trén tré so sinh, khong nén dung febuxostat trén phu nit cho con bu.

Khd nang sinh san:

O dong vét, dung lieu 1én dén 48 mg/ kg/ ngay trén dong vat khong thay cd tac dung khong
mong mudn phu thudc vao lidu trén kha ning sinh san. Chua rd anh huong febuxostat trén
kha nang sinh san cua nguoi.

Anh huéng caa thude ddi véi cong viée (ngudi van hanh may méc, ngwoi dang lai tau
xe, nguoi lam viée trén cao va cac treong hgp khac):

Thudc co thé gay buon ngu, chong mat, di cam va nhin mo. Than trong trude khi lai xe, sir
dung may moc hodc tham gia vao cac hoat dong nguy hiém cho dén khi chic chin
febuxostat khong anh huong xau dén kha nang van dong.

TUONG TAC CUA THUOC VOI CAC THUOC KHAC VA CAC LOAI TUONG
TAC KHAC:

Mercaptopurin/ azathioprin:

Khong khuyén céo dung chung, do febuxostat trc ché xanthin oxidase, nén c6 thé 1am ting
nong do trong huyét twong cia mercaptopurin/ azathioprin lam tdng doc tinh. Nghién ctru
tuong tac thudc cua febuxostat voi cac thude dugc chuyén hoa boi xanthin oxidase da
khong duoc thuc hién.

Nghién ctru twong tac giira febuxostat vai thue gay doc té bao caa hda tri liéu khong dugc
ti,é'n hanh. Khong c6 dir liéu lién quan dén su an toan cua febuxostat trong diéu tri gay doc
te bao.

Rosiglitazon/ co chat ciia CYP2C8:

Febuxostat thé hién 12 mot chat tc ché yéu CYP2C8 in vitro. Tuy nhién, mot nghién cau
chi ra rang febuxostat khéng phai 1a mét chat tc ché enzym CYP2C8 in vivo. Do d6, du
doan khong can chinh lidu khi dung chung febuxostat vai rosiglitazon hoic co chit caa
CYP2CS.

Theophylin:

Str dung dong thoi febuxostat 80 mg va theophylin liéu duy nhat 400 mg & ngudi khoe
manh khdng thdy bit ky twong tic thudc ndo. Febuxostat 80 mg c6 thé ding chung Vi
theophylin, khong c6 nguy co ting nong do theophylin trong huyét twong. Chua c6 thong
tin cho febuxostat liéu 120 mg.

Naproxen va chat vre ché lién hop glucuronid khac:

Chuyén hoa cua febuxostat phu thudc vio enzym uridin glucuronosyl transferase
(UGT). Cac thuép trc ché lién hop glucuronid, chang han nhu NSAIDs va probenecid, c¢6
thé anh huong dén viéc thai trir febuxostat. O ngudi khoe manh ding chung vGi naproxen
250 mg X 2 lan/ ngdy lam ting Cmax (28%), AUC (41%), va tie (26%) cua
febuxostat. Trong cac nghi€n ctru 1am sang str dung naproxen hodc cac NSAID/ chat trc ché
COX-2 khac, khong thay ting tac dung khong mong mudn.

9/11

TOA388ABB



Khong can chinh liéu naproxen hozc febuxostat khi dung chung.

Thuéc gay cam vng su lién hop glucuronld

Thudc gay cam tng manh enzym UGT c6 thé 1am ting chuyen hoa va giam hi¢u qua cua
febuxostat. Khuyén cao theo ddi nong do acid uric trong huyét thanh tir 1 - 2 tuan sau khi
ding chung véi chat cam tng manh su lién hop glucuronid. Nguoc lai, nging sa dung chét
cam tng su lién hop glucuronid cé thé dan dén ting ndng d6 febuxostat trong huyét twong.
Colchicin/ indometacin/ hydrochlorothiazid/ warfarin:

Co thé st dung ddng thoi febuxostat voi colchicin hodc indomethacin ma khong can chinh
licu.

Khéng can chinh liéu febuxostat khi ding chung véi hydrochlorothiazid.

Khong can chinh liéu warfarin khi ding chung vai febuxostat.

Desipramin/ Co chat ciia CYP2D6:

Febuxostat 12 mot chat e ché yéu CYP2D6 in vitro. Trong nghién ciu & nguoi khoe manh,
dung febuxostat 120 mg/ ngay lam ting 22% AUC cua desipramin, mot co chat cua
CYP2D6, cho thay febuxostat ic ché yéu enzym CYP2D6 in vivo. Do d6, du doan khong
phai chinh liéu khi dung chung febuxostat véi cac co chat khac caa CYP2D6.

Antacid:

Céac antacid c6 chua magnesi hydroxyd va nhém hydroxyd lam cham sy hap thu cua
febuxostat (khOang 1 gio) va giam Cmax, khéng thay cO su thay d6i dang ké AUC. Do d6
febuxostat c6 thé sir dung véi antacid ma khdng can chinh liéu.

8. TAC DUNG KHONG MONG MUON:
Céc tac dung khdng mong muén phan theo tin suat va hé co quan:
Thuwong gép, 1/100 < ADR < 1/10
Chuyén hoa va dinh dudng: Con git.
Than kinh: Nhirc dau.
Tiéu héa: Tiéu chay, budn non.
Gan - mat: Bat thuong chie nang gan.
Da va mo dudi da: Phat ban (bao gdm cé4c loai phat ban dugc bao cdo véi tan sé thap hon,
xem bén dudi).
Toan than va duong st dung: Phu.
it gap, 1/1.000 <ADR < 1/100
Noi tiét: Tang hormon cudng giép.
Chuyén héa va dinh dudng: Pai thio dudng, tang lipid huyét, giam cam giac ngon miéng,
tang can.
Tam than: Giam ham muén tinh duc, matnga.
Than kinh: Chéng mat, di cam, yéu nira nguoi, budn ngu, rdi loan vi giac, giam cam giac,
giam khtru giéc.
Tim: Rung tAm nhi, danh trong nguc, dién tim d6 bat thuong.
Mach mau: Tang huyet ap, do bung, nong bung.
Ho hap: Kho tha, viém phe quan, nhiém tring dudng hd hap trén, ho.
Tiéu hoa: Pau bung, day bung, trao nguoc da day - thuc quan, ndn, khé miéng, kho tiéu,
tao bon, dai tién thudng xuyén, day hoi, khé chiu duong tiéu hoa.
Gan - mat: Soi mat.
Da va md dudi da: Viém da, may day, ngira, mat mau da, da bat thuong, dém xuat huyét,
phat ban dat (rash macular), phat ban dat san (rash maculopapular), phat ban san (rash
papular).
Co xuong va md lién két: Pau khop, viém khép, dau co, dau co xuong, yéu co, co thit co,
cang co, viém bao hoat dich.
Than va tiét niéu: Suy than, soi than, tiéu ra mau, da niéu, protein niéu.
Hé sinh duc va tuyén va: Réi loan cuong duong.
Toan than va duong st dung: Mét moi, dau nguc, kho chiu nguc.
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10.
11.

12.

Xét nghiém: Tang amylase mau, giam tiéu cau, giam bach cau, giam té bao lympho, ting
creatin mau, giam hemoglobin, tang uré mau, tang triglycerid mau, tang cholesterol, giam
hematocrit, tang lactat dehydrogenase mau, tang kali mau.

Hiém gap 1/10.000 < ADR < 1/1.000 :

Méu va hé bach huyét: Giam toan thé huyét cau, giam tiéu cau.

Mién dich: Phan &ng phan vé, qua man véi thudce.

Thi giac: Nhin mo.

Chuyén hoa va dinh dudng: Giam can, ting cam gi4c ngon miéng, chan an.

Tam than: Lo lang.

Tai va mé dao (tai trong): U tai.

Tiéu hoa: Viém tuy, loét miéng.

Gan - mat: Viém gan, vang da, ton thuong gan.

Da va mé dudi da: Hoai tir biéu bi nhiém doc, hoi chiing Stevens-Johnson, phii mach, phan
g do thudc kém tiang bach cau ai toan va gay triéu chung toan than, phat ban toan than
(nang), hdng ban, phét ban tréc vay, phat ban dang nang, phat ban mun nuéc, phat ban mun
mu, phat ban ngira, phét ban do, phat ban dang séi, rung tdc, tang tiét mo hoi.

Co xuong vamo lién két: Tiéu co van, cing khop, cimg co xuong.

Than va tiét niéu: Viém than k&, tiéu gap.

Toan than va duong st dung: Khat nudc.

Xet nghigm: Tang duong huyét, kéo dai thoi gian thromboplastin tirng phan hoat héa, giam
s6 té bao mau, tang phOSphatase kiém trong méu, tang creatinin phosphokinase huyét.
Thubc cé thé gdy ra cdc tdc dung khong mong muon khac, khuyén bénh nhan thong bao
cdc tdc dung khéng mong muén gap phdi khi ding thubc.

QUA LIEU VA CACH XU TRI:

Febuxostat dugc nghién cau ¢ doi twong khoe manh véi liéu 1én dén 300 mg/ ngay trong 7
ngay, chua tim duoc gidi han liu doc tinh. Chua c6 bao cdo quéa liéu febuxostat trong
nghién ciru 1am sang. Néu xay ra qua liéu, nén diéu tri triéu chimg va diéu tri hd trg cho
bénh nhan.

CAC DAU HIEU CAN LUU Y VA KHUYEN CAO: Khdng dung qua liéu chi dinh.

TEN, PIA CHI VA BIEU TUQNG CUA CO SO SAN XUAT:
San xudat tai:

CONG TY CO PHAN DUQC PHAM PAT VI PHU

(DAVIPHARM)

L6 M7A, Puong D17, Khu Coéng nghi¢p My Phuéce 1, Phuong Théi Hoa, Thi xa Bén Cat,
Tinh Binh Duong, Viét Nam

Tel: 0274.3567.687 Fax: 0274.3567.688

NGAY XEM XET SUA POI, CAP NHAT LAl NOI DUNG HUONG DAN SU DUNG
THUOC: 12/03/2018
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