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Febuxostat Tablets 40mg
Composition :

Each film coated tabist contains:
Febuxostat. .40mg
Manufactur J
Acme Formuiation Pvt. Ltd
Ropar Road, Nalagarh, Distt. Solan,
H.E 174101, INDIA

VisaNo.

Mfg. Lic. No.:
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Febuxostat Tablets 40mg
osition :

Each film coated tablet contains:

Fabuxostat. ... ..........40mg

Manutactured by:

Acme Formulation Pvi. Lid
Ropar Road, Nalagarh, Distt. Sotan,
H.R 174101, INDIA

VisaNo. -

Mfg. Lic. No.
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Febuxostat Tablets 40mg
Composition

Each film coated tablat contains
Febuxostal.... ..40mg
Manufactured by:

Acme Formulation Pvi. Lid
Ropar Road, Nalagarh, Distt. Solan,
H.P 174101, INDIA

Visa No.

Mfg. Lic. No.:

B

Addoiort 40
Febuxostat Tablets 40mg
Composition |

Each film coated tablet contains:

Exp. date:

Mfg. date:

Batch No. :
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Febuxostat Tablets 40mg

Composition :

Each film coated tablst contains:

Manutactured by:

Acme Formulation Pyt. Ltd
Road, Nalagarh, Distt. Solan,

HP 174101, INDIA

VisaNo.

Mig. Lic. Na.:
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Febuxostat Tablets 40mg

Compasttion :
Each film coated tablet contains:
Manufacturad by:

Acme Formylation Pvi. Lid
Ropar Road, Nalagarh, Distt. Solan,
H.P 174101, INDIA =

WVisa No. 3

Mig. Lic. No.:

B
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Febuxostat Tablets 40mg
Composition

Each film coated tablet contains:
Febuxostat.................40mg
Manufactured by:

Acme Formulation Pvt. Lid
Ropar Road, Nalagarh, Distt. Salan,
H.P 174101, INDIA

Visalo.

Mig. Lic. No.:
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Fabuxostat Tablets 40mg
Compaosition :
Each film coated tablet contains:

Mfg. date: Exp. date:

Batch No. :
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R,
Thudc nay chi dung theo don thude
ADDOFORT 40
Thuéc nay chi sit dung theo sy ké don ciia thc”iy thuéc
Poc ki hwong din siv dung trwdc khi ding.
Dé xa tim tay tré em
Théng bdo cho bdc sy nhitng tic dung khong mong muén gdp phdi khi diing thuéc.

Thanh phén:

Mai vién nén chua:

Felumostil «oovomsumeme s 40 mg

Ta duge: lactose monohydrat, cellulose vi tinh thé PH 101, natri croscarmellose,
hydroxypropyl cellulose, nudce tinh khiét, colloidal khan, magnesi stearat, titan dioxid,
hypromellose E-15, propylen glycol.

Dang bao ché: Vién nén bao phim
Chi dinh:

- biéu tri tang acid uric huyét man tinh trong cac truong hop da xay ra ling dong urat
(bao gdm tién sur hodc hién tai bi san urat va/hodc viém khop trong bénh gut)

Chdng chi dinh
Qua man véi bt ky thanh phan nao cia thude

Liéu lwong va ciach dung

- Lidu ding: 80 mg/ 1an/ ngay.

Néu acid uric huyét thanh > 6 mg/dL ( 357 pmol/L) sau 2- 4 tudn: xem xét tang liéu dén
120 mg/ lan/ ngay Nén diéu tri du phong dot bung phat bénh gut trong it nhat 6 thang.

- Céch dung: uéng khdng phu thudc vao bita n.

Poi twong diic biét

Suy thin

Hiéu qua va an toan cua thubc chua duge danh gia diy di ¢ nhitng bénh nhan suy thén
ning ( do thanh thai creatinin < 30 ml/ phat). Khong can thiét didu chinh lidu & nhing
bénh nhan suy than nhe hodc vira.

Suy gan

Hiéu qua va an toan cua febuxostat chua dugc nghién ctru ¢ nhiing bénh nhan suy gan
ning ( Child- Pugh C)

JsL
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Liéu khuyén céo & nhirng bénh nhan suy gan nhe 1a 80 mg, thong tin con han ché & bénh
nhin suy gan via.

Tré em

Chua xac dinh duge hiéu qua va an toan cua thudc O tré em va thanh thiéu nién dudi 18
tudi.

Nguwoi cao tudi

Khéng can thiét didu chinh li¢u & bénh nhan cao tudi.

Tac dung khong mong muon

HgE co quan Tac dung khong mong muon Tén so
Mau va hé bach huyét |Giam té bao méu, giam tiéu cau Hiém
Réi loan ndi tiét Ting ndng dd hormon tuyén giap trong mau It gap
Hé théng mién dich  [Sdc phan V¢, qua man thube Hiém
Ri loan chuyén hoa va|Con gt cap tinh Thuong gip
iy dung Bénh dai thdo duong, tang lipid mau, chan an, tang can it gap

Giam can, théem an Hiém
Réi loan tim than Mét ngu, giam ham muén tinh duc ft gap

Cing thang Hiém
R6i loan hé than kinh  |Pau dau Thuong gip

Chéng mit, di cam, li€t nua nguoi, budn ngu, vi gidc ;.

thay dai, giam Khiru gidc, xic gidc fteap
R&i loan mit Mo mit Hiém
R6i loan tai va mé cung U tai Hiém
Cac rdi loan tim Rung nhi, danh trong nguc, ECG bét thudng it gap
Réi loan mach mau Téang huyét ap, d6 bimg, néng ngudi, xuét huyét it gap
Réi loan hé ho hép Kho6 thé, viém phé quan, nhidém tring duong ho hép it gp

trén, ho )
R&i loan tiéu hoa Tiéu chay, budn nén Thuong gap

Dau bung, diy bung, trao nguoc da day — thuc quan,

non, kho miéng, kho tiéu, tao bon, tiéu chay, day hoi| It gap

kho chiu duong tiéu hoa

Viém tuy, viém loét miéng Hiém

2
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phosphokinase huyét.

R&i loan gan mét Bit thudng chirc ning gan Thuong gép
So6i mat it gap
Viém gan, vang da, tén thuong gan Hiém
. W Dau khop, viém khép, dau co, dau co xwong, yéu ca, -
o xuong khap va ro1 2 . £y . a
. ng 13 co thét co, cang co, viém bao hoat dich &P
loan mo lién ket = - =
Tiéu co van, cing khop, clirng co Xxuong Hiém
o S Dau khdp, viém khép, dau co, dau co xuong, yéu co, it o3
O Xuon va rol £ ” - . a
N gm 0[3 co thit co, cing co, viém bao hoat dich e
loan mo6 lién két — : .
Tiéu co van, cung khdp, cirng co xuong Hiém
Da va cac roi loan md  |[Phat ban Thuong gap
duoi da Viém da, may day, ngira, nam da, tén thuong da, ban £ o
£ Lo o Rw o A e d R c A : 5 a
xudt huyét, ndi man diém vang, ban dat san, c6 mun nho &ep
Hoi chimg Stevens-Johnson, doc hoai tir biéu bi, phu
mach, phan Ung thudc vai triéu ching tang bach ciu uu
eosin va triéu ching toan than, phat ban nghiém trong, i
. . ; 4 7 A 2 1€m
ban dé, phat ban da tréc vay, mun nuwoc nor man, mun
mu phat ban, ndi man nglra, phat ban hong ban, rung
téc, qua nhiéu md hoi
R4i loan hé sinh san R&i loan cuong duong it gap
Thé trang chung Phii né Thuong gap
Mét moi, dau nguc, tirc nguc It gip
Khat nudce Hiém
Xét nghi€ém Tang amylase mau, giam tiéu cau, giam bach cau, giam
bach ciu lympho, ting creatin, tang creatinin trong mau,
giam hemoglobin, ting ure mau, tang triglycerin mau, it gap
tang cholesterol may, giam haematocrit, tang lactose
dehydrogenase mau, ting kali huyét
Glucose mau ting, kéo dai thoi gian thromboplastin,
giam hdng cdu, ting phosphatase mau, ting creatin Hiém

Thuong gip (= 1/100, < 1/10);it gdp (= 1/1.000, < 1/100); hiém gap (= 1/10.000,
< 1/1.000); rat hiém (< 1/10.000), khéng dugc biét dén (khéng thé duge wdc tinh tir dir

liéu ¢6 san).
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Khuyén cdo va than trong:

- Bénh nhén suy than nidng, co tién sir xo vira dong mach v&/ hodc nhdi méu co tim hodc
suy tim sung huyét, c6 thay dbi chttc ndng tuyén gidp. Bénh nhén bénh tim thiéu mau cuc
by, suy tim suy huyét c6 ty 1& hinh thanh urat ting cao, dugc didu tri ddng thoi bang
mercaptopurin/ azathioprin: khong khuyén cdo dung.

- Bénh nhan duoc ghép tang: chua c6 kinh nghiém diéu tri.

- Hiéu qua va d¢ an toan chua dugc nghién clru ¢ bénh nhan suy gan nang va tré em dudi
18 tudi.

- Nguy co phan tng di tmg/ qua man nghiém trong, bao gdm hoi chirng Steven-Johnson,
hoai tr thuong bi nhiém ddc va phan ing phan vé/ sdc cap tinh de doa tinh mang.

- Khéng nén bt dau diéu tri bang febuxostat cho dén khi con gut cap da giam xubng hoan
toan. Xét nghiém chirc ndng gan trude khi bét ddu diéu tri va dinh ki sau dé.

- Thubc ¢6 chira 20 mg lactose monohydrate/ vién. Do d6, v6i nhitng bénh nhan khong
dung nap galactose, thiéu hut Lapp lactase, kém hép thu glucose-galactose khong nén
dung.

- Trong cac nghién ctru di dugc tién hanh, tang gia tri TSH (> 5,5 pIU/ ml) da duge ghi
nhan & khoang 5,5% bénh nhéin diéu tri 1au dai voi febuxostat. Do do, can than trong khi
str dung cho nhitng bénh nhén cé chirc nang tuyén giap thay doi.

Str dung cho phu nir ¢6 thai va cho con bu:

Phu ni¥ ¢6 thai: Dt liéu trén mot s6 lwong rat han ché cac phu nit mang thai sir dung
febuxostat da khong cho thiy bat ky tac dung bét lgi nao cua febuxostat ddi véi su mang
thai hodic ddi vai ste khoe cta thai/ tré so sinh. Cac nghién ciru trén dong vat khong cho
thiy tac dung c6 hai truc tiép hodc gian tiép dén viéc mang thai, sy phat trién ctia phdi
thai/ thai nhi hoiic su sinh dé. Chua rd cac nguy co cd thé xay ra dbi voi nguodi. Khong
nén st dung febuxostat trong thoi ky mang thai.

Phu nit cho con bu: Chua rd febuxostat c6 duge bai tiét trong sita me¢ hay khong. Céc
nghién cuu trén dong vét cho thdy ¢ su bai tiét cua febuxostat vao stra me va lam giam
su phat trién ciia con vat bu me¢. Khong thé loai trr nguy co dbi voi tré bu me. Khong nén
str dung febuxostat trong khi cho con bu.

Kha ndng sinh sdn: Chua rd anh huong cua febuxostat dén kha ning sinh san & nguoi.

Anh hwéng 1én kha ning lai xe va van hanh may moc
Khéng anh huorng Tuy nhién, thude c6 thé gay tac dung khéng mong muén 1a budn ngt,
chong mat, mo mit. Néu thiy céc triéu chimg nay, can than trong khi 1ai xe va vén hanh

may moc.

0
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Twong tac va twong Ky, thuoe
Mercaptopurin /azathioprin
Febuxostat rc ché xanthin oxidase (XO), dan téi lam tang ndng dd mercaptopurin/

azathioprin trong huyét twong va gay ra doc tinh. Cac nghién clru vé twong tac thude gitta
febuxostat va cac thude (trir theophylin) dugc chuyén héa boi XO chua duge thuc hién &
nguoi.

Chua c6 dit liéu vé d6 an toan cla didu tri két hop febuxostat voi cac thudc diéu tri doc té
bao khac.

Co chat CYP2C8/ rosiglitazon

Febuxostat 1a chat e ché yéu CYP2CS8 trén invitro. Trong mot nghién ctu ¢ nhiing d6i

trgng khoe manh, st dung dong thoi 120 mg febuxostat v&i mét lidu duy nhit 4 mg
rosiglitazon khong c6 anh huong nao dén duoc dong hoc cua rosiglitazon va chit chuyén
héa N-desmethyl rosiglitazon. Do do6, khong cAn didu chinh liéu khi dung phdi hop
febuxostat v&i rosiglitazon hodc cac co chat CYP2CS8.

Theophylin

Mot nghién ciru vé tuong tac thudc thuc hién trén nhiing ngudi khoe manh dung
febuxostat dé danh gid xem ligu sy e ché XO co thé gly ting nong do theophylin trong
tudn hoan nhu céc chét e ché XO di duoc béo céo trude diy hay khong. Két qua nghién
ciru cho thdy, ding ddng thoi febuxostat 80 mg v6i lidu duy nhit 400 mg theophylin
khong anh huong dén duge dong hoc hodc tinh an toan ctia theophylin. Béi vy, khong co
than trong ddc biét nao dugc dua ra khi ding dong thoi febuxostat 80 mg va theophylin.
Khéng c6 dit liéu cho febuxostat 120 mg.

Naproxen va cdc chét ikc ché si glucuronid hda khdc

Sy chuyén hoa cta febuxostat phu thugc vao enzym Uridine Glucuronosyl transferase
(UGT). Vé mit ly thuyét, cic thube e ché glucuronidation (nhu thuéc chéng viem khong
steroid (NSAID) va probenecid) ¢6 thé anh hudng dén sy thai trir febuxostat. O nhitng
ngudi khoe manh, st dung ddng thoi febuxostat va naproxen 250 mg, 2 lan/ ngay ¢6 lién
quan dén sy ting muc tiép xuc cua febuxostat (C max 28%, AUC 41% va t ,, 26%). Trong
céc nghién ctru 14m sang, su dung naproxen hogc cac thuée trc ché NSAID / Cox-2 khac
khong lién quan véi bt ky su ting nao vé phan tmg phu ¢6 y nghia lam sang.

Khéng cin didu chinh liéu cua febuxostat hodc naproxen khi dung dong thoi 2 thude nay.
Thudc edy cam ing su glucuronid hoa

Céc chat giy cam tng manh enzym UGT c¢6 thé 1am tang chuyén hoa febuxostat, dan t&i
lam giam hi¢u qua diéu tri. Do do, khuyén céo nén theo ddi ndng do acid uric huyét thanh
1-2 tuan sau khi bét dau diéu trj ddng thoi febuxostat va mot thubc giy cam ung manh sy
glucuronid héa. Ngugc lai, viéc ngiing didu tri mot chat gdy cam tmng ¢d thé din dén ting

nong do febuxostat trong huyét twong.

s
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Colchicin / indometacin / hydrochlorothiazid / warfarin

Febuxostat ¢ thé duge dung ddng thoi véi colchicin hodc indomethacin ma khong can
didu chinh liéu febuxostat ho#c hoat chit dung két hop.

Khéng can didu chinh liéu febuxostat khi ding ddng thoi v&i hydrochlorothiazide.

Khong cén diéu chinh lidu warfarin khi dung dong thoi voi febuxostat. Dung két hop
febuxostat (80 mg hodc 120 mg, 1 lan/ ngay) v6i warfarin o céac ddi twong khoe manh
khong anh huong dén dugc dong hoc cua warfarin. Chi s6 chuén hoéa quéc té (INR) va
hoat tinh yéu té VII cling khong bi anh huong boi viée ding dong thoi voi febuxostat.

Co chat CYP2D6/ desipramin

Febuxostat duge chirg minh la chét trc ché yéu CYP2DG6 in vitro. Trong mot nghién ciru
trén cac déi tuong khoe manh, 120 mg febuxostat, 1 1An/ ngay lam ting trung binh 22%
vé AUC cua desipramin — mot co chét ciia CYP2D6, cho thiy tic dung i ché yéu co thé
o6 cia febuxostat trén enzym CYP2D6 in vivo . Do do, khéng can thiét diéu chinh liéu
khi dung két hop febuxostat véi cac co chét cia CYP2D6 khac.

Thuée khéng acid

Vide ubng dong thoi véi mot thuéc khang acid c6 chira magnesi hydroxid va nhom

hydroxid da dwge chirng minh 14 lam cham su héap thu cua febuxostat (khoang 1 gi0) va
lam gidm Cpax 32%, nhung khong quan sat thiy su thay dbi c6 y nghia vé AUC. Do do,
febuxostat ¢6 thé duoe dung khong lién quan dén viée str dung thudc khang acid

Twong ky th ube:

Do khong c¢6 cac nghién clru vé tinh tuong ky cua thube, khong tron 1in thudc nay véi cac

thudc khéc.

Qua liéu va xir tri:
Trong trudng hop qua liéu xay ra, bénh nhan cin dugc diéu trj triéu chimg va ho trg.

Duge luc hoc

Co ché hoat dpng

Acid uric 13 san phdm cudi cung cua qua trinh chuyén héa purine & ngudi va dugc tao ra
theo cac budc hypoxanthine -> xanthine -> acid uric. Ca 2 budc trong quy trinh nay duoc
xtic tac boi xanthine oxidase (XO). Febuxostat 1a mot din xudt cha 2-arythiazole c¢ tac
dung giam acid uric huyét thanh thong qua Urc ché chon loc XO. Febuxostat dd duge
chimg minh 1a &rc ché manh ca hinh thirc oxy héa va giam XO. O ndng do diéu tri,
febuxostat khong e ché cic enzym khic tham gia vido qué trinh purine hodc pyrimidin
hoa, cu thé 1a guanine deaminase, hypoxanthine hodc purine nucleoside phosphorylase.
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Dwoc dong hgc

Hip thu

Febuxostat hip thu nhanh chong ( tmax 12 1,0-1,5 gi0) va it nhét 84% lidu duoc hip thu.
Sau khi uéng mot lan hodc lap lai nhiéu 14n lidu 80 mg — 120 mg/ ngay, nong do tbi da
C,pa 140 Tuot 12 2,8 — 3,2 meg/ml va 5,0 -5,3 meg/ml.

Theo nghién ctru, khi udng lap lai liéu 80 mg/lan/ngay hodc 120 mg/lan/ngdy, di kem Vi
bita an nhidu chit béo, Cuax gidm lan lugt 49% va 38%, AUC giam lin lugt 1a 18% va
16%. Tuy nhién su thay ddi nay khong anh hudng dang ké dén hidu qua lam sang cua
thude.

Phdn b

Thé tich phan bd khi 6n dinh cua febuxostat la 29-75 L sau khi udng liéu 10-300 mg.
Khoang 99,2% febuxostat lién két vbi protein huyét twong (chu yéu 1a albumin). Protein
huyét trong lién két voi khoang 82 -91% chit chuyén héa con hoat tinh.

Chuyén héa

Febuxostat dugc chuyén hoa chu yéu qua phan tng lién hop dudi xuc tac cua enzym
uridin diphosphat glucuronosyl transferase (UDPGT) va oxy hoa thong qua cytochrome
P450 (CYP 450). Co bbn chat chuyén hoa hydroxyl da dugc chirg minh la con hoat tinh.
Thdi tri

Febuxostat thai trir qua gan va than. Sau khi ubng licu 80 mg febuxostat, gan 49% thube
duogc thai trir qua nude tiéu va 45% qua phan. Thoi gian ban thai cua thude khodng 5-8
gio.

Doi twong ddc biét

Suy than

Sau khi udng lip lai lidu 80mg v&i bénh nhan suy than tir nhe dén nang, Cpax khong khac
biét dang ké vGi bénh nhan co chire nang than binh thuong. AUC 0 bénh nhan suy thén
ning ting khoang 1,8 1in so v&i nhéom chuc ndng than binh thuong va Cpax tuong ung
ting 1én 2-4 lan. Tuy nhién, khong cin didu chinh lidu v6i bénh nhan suy than nhe hodc
vua.

Suy gan

Sau khi udng 1ap lai lidu 80 mg/ngay ¢ bénh nhan suy gan nhe (Child-Pugh A) hodc vira
(Child-Pugh B), Cpax V2 AUC cua febuxostat va cac chét chuyén hoa cua né khong thay
d6i dang ké so v6i nguoi chire nang gan binh thudng. Khong cé nghién ctru da dwoc tisn
hanh voi nhirng bénh nhén suy gan ning (Child-Pugh C).

Neudi cao tudi

Khong c6 su thay d6i dang ké vé AUC cua febuxostat hodc cac chét chuyén héa cta né

sau khi udng nhiéu liéu & bé¢nh nhan cao tudi so v6i nguoi tré khoe manh.
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Gidi tinh

Sau khi ubng nhidu lidu febuxostat, Cmax va AUC & nit gidi cao hon lan luot 1a 24% va
12% so v&i nam gidi. Tuy nhién, khong can thiét diéu chinh lidu dua trén gidi tinh.

Péng goi: Hop 1 vix 10 vién.

TCCL: TCCS

Bao quan: Noi kho mat, tranh 4nh sing, nhiét do duéi 30°C.

Han ding: 24 thang ké tir ngay san Xudt.
Khong dung thubc qud han st dung

Nha san xut:
ACME FORMULATION PVT. LTD.
Dia chi: Ropar Road, Nalagarh, Distt. Solan, H.P. 174101, An Do.
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