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Dé xa tdm tay tré em
Boc ky eig dan sie dung trieée khi diing

THANH PHAN CONG THUC THUOC

M3i vién nén bao phim cha:

Thanh phdn dieoc chdr: Bicalutamid 50 mg

Thanh pﬁufn ta dirge: Lactose monohydrat, tinh bdt natri glycolat (loai A), magnesi stearat, polyvidon
K25, opadry tring OY-S-9622.

DANG BAO CHE: Vién nén bao phim.
Mo ta: Vién nén bao phim mau tring, tron, hai mit 16i.

CHI PINH
Diu tri ung thu tién liét tuyén di can két hop véi cac chit ¢6 céu tric twong ty LHRH (hormon giai
phong LH) hogc phiu thudt cit bo tinh hoan.

CACH DUNG, LIEU DUNG

Cich dimg: Ding bing duong udng. Nén udng nguyén vién véi nudc.

Liéu ding:

Ngudi 16n: Nam ké ca ngudi cao tudi: 1 vién (50 mg) x 1 lan/ngdy, udng cuing hotic khong ciing véi thire
#n. Nén khéi du diéu tri bing bicalutamid it nhit 3 ngay trude khi bit ddu diéu tr v6i chét tuong ty
LHRH hodc cing lic véi phiu thudt cit bo tinh hoan.

Tré em: Chéng chi dinh diing bicalutamid cho tré em dudi 18 tudi.

Suy thin: Khéng can diéu chinh liéu cho cic bénh nhan suy thén.

Suy gan; Khong cin didu chinh lidu cho bénh nhan suy gan nhe. Su tang tich lfiy thude c6 thé xay ra &
bénh nhén suy gan vira va ning.

CHONG CHI PINH

Khong dung thude cho bénh nhin qua man véi hoat chat bicalutamid hogic bét ky ta dugc nao cua thude.
Chéng chi dinh dung bicalutamid cho phy nir va tré em du6i 18 toi.

Chéng chi dinh ding dong thoi bicalutamid véi terfenadin, astemizol hay cisaprid.

CANH BAO VA THAN TRONG KHI DUNG THUOC

Viéc bit dau didu trj phai dudi sy giam sét truc tiép cla béc si chuyén khoa.

Bicalutamid chuyén héa manh & gan. Céc dir liéu cho thdy & nhiing bénh nhén suy gan ning, sy dao thai
¢6 thé cham hon va diu ndy c6 thé lam tang tich Iy bicalutamid. V1 thé, bicalutamid nén duge st dung
than trong & nhitng bénh nhén suy gan vira va nang. Nén kiém tra dinh k chirc nang gan vi cé thé cé cic
thay dbi & gan. Phin I6n céc thay ddi xay ra trong vong 6 thing diu didu trj bing bicalutamid. Hiém gap
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nhitng thay ddi trdm trong & gan va suy gan khi diéu tri bing bicalutamid. Néu xay ra, nén ngung ding
bicalutamid. Thay ddi gay tir vong ciing duoc béo céo.

Nam gi6i sit dung cdc chit chi van LHRH c6 thé gip giam dung nap glucose gdy ra bidu hién nhu bénh
dai thao dudng hoic mét kiém soat dudng huyét & nhitng ngudi mic bénh déi thdo dudmng trude d6. Do
d6 can theo ddi luong dudng trong mau & nhitng bénh nhan dung thudc bicalutamid két hop véi thube
cht van LHRH.

Bicalutamid trc ché cytochrom P450 (CYP 3A4), do vy nén than trong khi diing chung véi nhiing thude
chuyén héa chii yéu qua CYP 3A4,

Lactose: Bénh nhin c6 van dé di truyén hiém gip vé khong dung nap galactose, thiéu hut Lapp lactase
hoZic kém hép thu glucose-galactose khéng nén diing bicalutamid.

Liéu phdp trc ché androgen c6 thé kéo dai khodng OT: O nhitng bénh nhén ¢6 tién sir hogic céc yéu td
nguy co kéo dai khoang QT va & nhitng bénh nhan diing cdc thuée dong thai co thé kéo dai khoang thai
gian QT cén d4nh gia ti 1€ nguy co/lgi ich, bao gém ca xoén dinh, truée khi bit ddu bicalutamid.

Liéu phdp khdng androgen c6 thé gdy ra bién doi hinh thdi tinh trimg: Mac di anh huéng cua bicalutamid
trén hinh thai tinh tring chua dugc danh gié va khong c6 thay ddi ndo duge bao cdo khi diing bicalutamid
nhung bénh nhén va/hofic ngudi phm ngau ctia ho nén tuan thi day di bién phap tranh thai trong va trong
vong 130 ngay sau khi diéu trj bing bicalutamid.

Tang téc dung chéng déng mau cla coumarin: Kha ning ndy da duge bdo céo & nhitng bénh nhan ding
ddng thdi véi bicalutamid, didu nay cé thé din dén ting thdi gian protrombin (PT) va chi binh thudng
héa quéc té (INR). Mot s6 trudng hop c6 lién quan dén nguy co xudt huyét. Nén theo ddi chiit ché PT/INR

va nén xem xét diéu chinh lidu thudc chéng dong mau. \!f:‘_':

CON
SU' DUNG THUOC CHO PHY NU' CO THAI VA CHO CON BU ™
Thoi ky mang thai “THi
Bicalutamid chéng chi dinh & phy nir va khéng nén sir dung trong thoi ky mang thai. AN
Thoi ky con bl N
Bicalutamid chdng chi dinh & phu nif va khong nén sir dung trong thoi ky cho con b, =

Kha nang sinh san
Su suy giam kha ning sinh san c6 thé phuc hdi da dugc quan sét thiy trong cic nghién ctru trén dong vat
gidng duc. Mot thoi ky hiém mudn hoiic vo sinh nén suy dodn & ngudi din ong.

ANH HUONG CUA THUOC LEN KHA NANG LAI XE, VAN HANH MAY MOC

Bicalutamid khéng lam suy giam kha néng lai xe hay van hanh may ctia cdc bénh nhan.,

Tuy nhién, can luu y budn ngy thinh thoang c6 thé xay ra. Bat ky bénh nhan nao bj anh hudng, cin than
trong khi diing thuéc.

TUONG TAC, TUONG KY CUA THUOC

Twong tdc thubc:

Khéng c6 bing ching vé tuong téc duoc luc hoe hay duge dong hoc gitra bicalutamid va céc chét c6 céu

tric tuong ty LHRH.

Céc nghién citu in vitro cho thdy R-bicalutamid 12 mot chét G ché CYP 3A4, véi tac dong Grc ché yéu

hon trén CYP 2C9, 2C19 va 2D6.

Mic di c&c nghién ciru 1dm sang diing antipyrin [am chét déanh déu hoat tinh cytochrom P450 (CYP) cho

thiy khéng c6 tuong téc thude vai bicalutamid, nhung mirc do tiép xtc midazolam trung binh (dién tich

dudi dudmg cong AUC) tang dén 80% sau khi diing chung véi bicalutamid trong 28 ngay. Déi vi nhiing

thude c6 chi sb diéu trj hep, can luu ¥ dén sir gia ting nay. Do vdy, chéng chi dinh diing bicalutamid ddng
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thoi véi terfenadin, astemizol, cisaprid va thin trong khi dung bicalutamid chung véi cdc hop chét nhu
ciclosporin va céc chat chen kénh calci. Can giam lidu céc thudc nay, dic biét néu céc tac dung ngoai ¥
tang. Ddi v&i cyclosporin, nén theo di k¥ ndng do huyét tuong va tinh trang 1am sing sau khi khoi diu
diéu tri hay sau khi ngung diing bicalutamid.

Nén thén trong khi ké don bicalutamid chung véi nhiing thude cé kha ning tic ché su oxy hoé nhu
cimetidin va ketoconazol. Theo Iy thuyét, viéc diing dong thoi nay cd thé lam ting ndng do bicalutamid
trong huyét tuong va c6 thé lam ting tac dung phy.

Céc nghién citu in vitro cho thz’iy bicalutamid c6 thé chiém chd ciia cac chat khang dong coumarin,
warfarin & cdc vi tri gan két v6i protein. D co bdo cdo vé viée tang tic dung cua warfarin va céc thubc
chdng dong mau coumarin khéc khi diing ddng thdi véi bicalutamid. Vi thé néu bt diu didu tri bing
bicalutamid & nhitng bénh nhan dang diing céc chét khang déng coumarin, nén theo dai k§ thdi gian
prothrombin.

Thén trong khi diing ddng thoi v6i cac thude kéo dai khoang QT hoic cac thude chéng loan nhip nhém
IA (quinidin, disopyramid), nhém 1l (nhu: amiodaron, sotalol, dofetilid, ibutilid), methadon,
moxifloxacin, thude chéng loan tAm than.

Tré em: Béo cdo vé tuong tac chi duoc tién hanh & ngudi Iém.

Twong ky:

Khong ap dung.

TAC DUNG KHONG MONG MUON CUA THUOC

Rat thuong gdp (>1/10); thudng gap (1/10 > ADR 2 1/100); it giip (1/100 > ADR > 1/1.000); hiém gip
(1/1.000 > ADR > 1/10.000); rit hiém gip (ADR < 1/10.000); chua biét (khong thé u6c tinh tin suit xay
ra dua trén nhirng dir li€u hién cd).

Hé co quan Tén sut T4c dung khéng mong mudn

Réi loan méu va hé bach | Rit thuong gap | Thiéu mau

huyét

Réi loan hé mién dich it gap Qué man, phit mach va ndi may day o

R&i loan chuyén héa va dinh | Thuong gap | Chén 4n

dudng

R6i loan tam than Thuong gap | Giam ham muén tinh duc, trdm cam

R6i loan hé than kinh Rat thudng gép | Chéng mat
Thuéng gép Ngu git

| Réi loan tim ' Thuong gap Nhoi mdu co tim (43 c6 béo céo tir vong)®, suy tim'

Chua biét Kéo dai khoang QT

R6i loan mach Rt thuong gp | Nang birg

| R6i loan ho hap, nguc va | it gip Bénh ly phoi mé k& (da c6 bédo cdo tir vong)

trung that

R6i loan tidu hoa Rat thudng gip | Pau bung, tio bén, budn nén
Thudng gap Khoé tiéu, day hoi

R6i loan gan mit Thudng gap Nhi€m ddc gan, vang da, ting men gan

transaminase’'

Hiém gép Suy gan’ (da ¢6 bio cdo tir vong)

R&i loan da va mé dudi da Thudng gip Rung toe, ram long/maoc tdc, phat ban, da kho, nga'a_
Hiém gap Phan Ung nhay cam anh sang

R&i loan than va tiét niéu Rt thuong gap Tiéu ra méu

o
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ROi loan hé sinh san va tuyén | Rét thudng gip | Chitng vii to & nam va cam giac cing tirc via >

vil Thudng gdp | Réi loan cuong duong
R6i loan toan than va tai chd | Rét thuong gap | Suy nhuoc, phil né

Thuong gip Pau nguc
Theo doi Thuong gép Tang cin

Vhiém khi gap nhimg bign di nghiém trong & gan va thudng 12 thodng qua, diéu nay chim dirt hodc phat tridn khi iép tye
didu trj holic sau ngimg diéu tri.

? phén (mg bat lgi duge ligt ké theo dir ligu bdo ¢do luu hanh. TAn sudt dirge xac dinh tir t 1€ cde tie dung phy suy gan dugc
bao cdo trén bénh nhan diéu tri trong nhénh bicalutamid nhan mé cta cée nghién ciu EPC 150 mg.

3 ¢6 thé giam khi phdi hop voi phdu thudt cir bo tinh hoan

* dugc quan sdt trong mdL nghién ctu dijch 1€ hoe vé chét chit vin LRI va thube déi khang androgen trong didu trj ung thu
tuyén tién liét. Cdc nguy co ting lén khi ding bicalutamid 50 mg ctng vGi cht chi van LHRH, nhung khdng cé bing chimg
nguy co tang 1€n khi ding bicalutamid 150 mg nhur 13 don tri ligu dé didu tri ung thu tuyén liét.

S phan (mg bt lgi duge liét ké theo dir ligu bdo cdo luu hanh. Tin sudt duge xdc dinh tir ti 18 cac tic dung phu viém phdi ké
duoe bao cdo trong giai doan diédu tri ngdu nhién cia ede nghién ctu EPC 150 mg.

Tang PT/INR: Ciic trudmg hgp thude chdng dong médu coumarin tuong téc véi bicalutamid da duge béo céo trong qud Lrinh
thuBe luu hanh teén thi trudng.

Thing bdo ngay cho bic sy hodic duge sj nhing phin tng cd hai gdip phdi khi sic dung thubc.

QUA LIEU VA CACH XU TRI

Chua ¢é trudng hop nao qua lidu & ngudi.

Khéng ¢6 thude giai doe dc hiéu, bién phap xur trf 1a didu tri trigu chimg, Tham phan ¢6 thé khéng hitu
ich vi bicalutamid gén két manh véi protein va khéng trd lai dang khong déi trong nude tiéu. Cin chi
dinh diéu tri ning d& toan than ké ca theo ddi thudng xuyén cac diu hiéu sinh tén.

DAC TINH DUQC LUC HQC

Nhém diroe ly: Thube khéng androgens.

Ma ATC: L02BB03.

Bicalutamid 12 chét khang androgen thudc nhém khong steroid, khong c6 cdc hoat tinh ndi tiét khac.
Bicalutamid gén két v6i cdc thy thé androgen ma khéng c6 bidu hién hoat hoé gen va vi thé Gc ché sy
kich thich androgen. Su thodi trién ctia cac khéi u & tuyén tién liét 1 do sy trc ché ndy. Trén lam sang,
ngung ding thude bicalutamid ¢6 thé din dén hoi chimg cai thude khéng androgen & mét sé bénh nhan.
Bicalutamid la mét dong phan racemic c6 hoat tinh khang androgen, hoat tinh niy hiu nhu chi c6 & déng
phédn di hinh (R).

PAC TINH DUQC DONG HQC

Hdip thu

Bicalutamid hap thu t6t sau khi uéng. Thiic an khong anh hudng dén sinh kha dung cia thuéc.

Phdn bo

Bicalutamid gén két manh v&i protein (ddng phén racemic 96%, R- Bicalutamid 99,6%) va dugc chuyén
hoé manh (qua su oxy hoé va glucoronyl hoé): C4c chét chuyén héa dugc dao thai qua thin va mét véi ti
Ié trong duong nhau.

Chuyén héa

Lugng bicalutamid truyén sang ngudi phdi nglu khi giao hop 14 rét nhé. chi khoang 0,3 meg/kg.

Dong phan dbi hinh (S) bi dao thai nhanh hon so véi ddng phan déi hinh (R), ddng phén ddi hinh (R) ¢6
thoi gian béan thai trong huyét twong khoang 1 tudn.
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Vi liéu bicalutamid diing hdng ngay, dong phén ddi hinh (R) tich lily trong huyét tvong gép khoang 10
ldn do c6 thoi gian ban hiy dai, diéu nay thich hgp cho viéc dung lidu duy nhat trong ngay.

Nong d6 ciia ddng phén déi hinh (R) trong huyét tuong & trang thai 6n dinh 12 khoang 9 meg/m| khi diing
litu 50mg bicalutamid m&i ngay. O trang thai 6n dinh, ddng phén dbi hinh (R) ¢6 hoat tinh chinh chiém
99% téng cac déng phan déi hinh trong huyét trong.

Thai trir

Trong mét nghién ciru lam sang, ndng d6 dang ddng phén R-Bicalutamid trung binh trong tinh dich ciia
bénh nhan sir dung bicalutamid 150 mg la 4,9 meg/ml. Lugng bicalutamid truyén sang dbi tugng khac
gi¢i khi giao hop 12 rdt nho, chi khoang 0,3 meg/kg. Lugng ndy thip hon mic c6 thé gdy ra nhitng bién
dbi trén con céi clia déng vt thi nghiém

Nhém doi tiromg ddic biél

Tudi tée, suy thin hay suy gan nhe hojc vira khéng anh hudng dén duge déng hoc cta ddng phén dbi
hinh (R). O céc bénh nhan suy gan niing, ddng phan ddi hinh (R) thai trir ra khoi huyét tvong cham hon.

Dir liéu an todn tién l1dm sang
Bicalutamid la mét chét khéng androgen manh va chit cdm Gng enzym oxidase c¢6 chirc nang hdn hop &
dong vat. Nhirng thay doi ciia co quan dich, bao gdm ca viéc tao ra khéi u, & dong vat, c6 lién quan dén
céc tac dong nay. Tinh trang teo cAc dng sinh tinh ctia tinh hoan 1a mét téc dung phu duge du dodn trudc
clia cc chét khang androgen va di dugc quan st thiy & tit ¢4 cdc loai khi tién hanh khao st. Su héi
phuc tinh trang teo tinh hoan xdy ra 4 thdng sau khi ngung ding thudc trong mét nghién ciru kéo dai 6
thang trén chudt (voi liéu x4p xi 1,5 1An néng dd diéu trj cho ngudi & lidu khuyén céo 1a 50 mg). Khong
quan sét thiy sy hdi phuc & tuan thir 24 sau khi ngung diing thuée trong mét nghién ctru kéo dai 12 thang
trén chudt (véi lidu xAp xi 2 14n ndng d6 cho ngudi & lidu khuyén cdo 1a 12 50 mg). Sau 12 théng dung
liu 13p lai & ch6 (v6i liu xép xi 7 14n ndng do didu tri cho ngudi & lidu khuyén cdo 12 12 50 mg), ty)
mic tinh trang teo tinh hoan I3 nhu nhau & ché ding thube vé ché dbi ching sau 6 thang hdi phuc. Troh
mot nghién ciru vé kha nang sinh san (¢ liéu xép xi 1,5 1an néng do diu tri cho ngudi & lidu khuyén

14 1a 50 mg), chudt duc c6 thai gian giao phdi thanh cong cao hon sau 11 tudn dung thude; sy hdi phlg;
da duge quan sét thdy sau 7 tudn ngimg dung thude.

QUY CACH BONG GOI
Hop 2 vi x 14 vién.

PIEU KIEN BAO QUAN
Bao quan & nhiét d¢ dudi 30°C.

HAN DUNG
36 thang ké tir ngay san xudt.

TIEU CHUAN CHAT LUQNG
Tiéu chuén co so.

TEN, PIA CHi CUA CO SO SAN XUAT THUOC

GENEPHARM SA
1 8th km Marathonos Ave, Pallini Attiki, 15351, Greece
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