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THANH PHAN VA HAM LUQNG

Mbi vién nén bao phim c6 chira:

Hoat chat

Bicalutamide (dang micronised) .........cccouuen... 50 mg

Tda dwoc vira du: Lactose monohydrate 200, sodium lauryl sulfate, povidone K30,
croscarmellose sodium, crospovidone XL, magnesium stearate, hypromellose E6,
polyethylene glycol 4000, talc.

DANG BAO CHE

Vién nén bao phim mau tring, bong lang, khong bong mat, hinh tron, hai mat khum, mot
mdt tron [dng, mot mdt ¢ vach ngang, canh va thanh vién lanh [dn. Khong bé doi vién thudc.
CHI PINH

Diéu tri ung thu tuyén tién liét tién trién phdi hop véi cdce chét twong tu hormon giai phong
hormon hoang thé (LHRH) hoic phiu thuat cit bo tinh hoan.

LIEU DUNG VA CACH DUNG

Nam gioi truong thanh (ké ca nguwéi cao tuéi):

Ubng 50 mg/lan/ngay.

Nén bét ddu diéu tri bing bicalutamide 50 mg it nhét 3 ngdy trude khi bit diu diéu tri voi
céc chat twong tw LHRH, hodc cing lic véi phau thudt cit bé tinh hoan.

Tre em:

Bicalutamide chdng chi dinh & tré em.

Bénh nhan suy than:

Khong can diéu chinh liéu cho cac bénh nhan suy than.

Bénh nhdn suy gan:

Khéng cin diéu chinh liéu cho bénh nhén suy gan nhe, thudc c6 thé ting tich liiy & bénh
nhéan suy gan vira va ning.

CHONG CHI PINH

Man cam voi hoat chat va bat ky thanh phan nao cua thube.

Chéng chi dinh & phu nit, tré em va thanh thiéu nién.

Chéng chi dinh phéi hop véi cac thude nhu terfenadine, astemizole hodc cisapride.

CANH BAO VA THAN TRONG KHI DUNG THUOC

Nén bit ddu diéu tri vdi su gidm sat true tiép ctia bac sy chuyén khoa.

Bicalutamide dugc chuyén héa manh & gan. Céc dir liéu cho thay su dao thai thude 6 thé
chim hon ¢ nhiing bénh nhén suy gan ning, dan dén ting tich lity thudc. Vi thé, nén str dung
thin trong bicalutamide ¢ nhitng b¢nh nhén bi suy gan vira va nang.
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Nén kiém tra dinh ky chirc nang gan vi ¢6 thé c¢6 céc thay ddi chirc ning gan. Phan lon céc
thay dbi du kién xay ra trong vong 6 thang dau diéu trj bing bicalutamide.

Hiém gdp nhiing thay dbi chirc ning gan nghiém trong va suy gan khi diéu tri bang
bicalutamide, da ¢6 bao cdo vé nhitng truong hop gdy tir vong.

Nén ngimng diéu tri néu nhiing c6 thay doi chire nang gan nghiém trong.

Giam dung nap glucose da dugc ghi nhan ¢ nam gigi dung cac thude chii van LHRH. Viée
nay c6 thé duge biéu hién ¢ dai thao dudng hodc mét kiém soat duong huyét & nhitng bénh
nhén d4i thdo duong. Do d6, cin theo doi dwdng huyét & nhitng bénh nhan ding bicalutamide
két hop v6i cac thude chu van LHRH.

Bicalutamide trc ché cytochrom Paso (CYP 3A4), do vdy nén than trong khi dung chung véi
céc thude duge chuyén hoa chu yéu bai CYP 3A4.

Liéu phap tre ché androgen c6 thé lam kéo dai khoang QT.

O nhitng bénh nhan ¢6 tién st hodc ¢6 nhitng yéu td nguy co kéo dai khoang QT va nhiing
bénh nhan ding phdi hop cac thube co thé kéo dai khoang QT, bac s§ nén dénh gid ty 18 loi
ich nguy co bao gdm kha niang gy xodn dinh trude khi bit ddu ding bicalutamide.

Liéu phap khing androgen c¢6 thé gy ra nhiing thay ddi vé hinh thai cta tinh tring. Mic du
tac dung cua bicalutamide dbi v6i hinh théi tinh tring chua duoc danh gia va khong c6 nhiéu
su thay doi duge béo céo & nhitng bénh nhéan dung bicalutamide, bénh nhén va/hoéc ban tinh
ctia ho nén tuan thi bién phap tranh thai ddy du trong thoi gian diéu tri v6i bicalutamide va
khoang 130 ngay sau khi ngirng thude.

Nhitng bénh nhan c6 van dé di truyén hiém gap khong dung nap galactose, thiéu hut Lapp
lactase hodc kém hdp thu glucose-galactose, khong nén dung thude nay.

Tac dung chéng dong méu ciia coumarin ting 1én & nhitng bénh nhan dung phdi hop véi
bicalutamide, dan dén ting thoi gian Prothrombin (PT) va chi s6 binh thudmg hoa qubc té
(INR). Mot sb truomg hop két hop v6i nguy co chay mau. Can theo doi chit ch@ cic chi sd
xét nghiém mau PT/INR va cén nhic diéu chinh liéu cta thude chéng dong méu.

SU DUNG THUOC CHO PHU NU CO THAI VA CHO CON BU

Phu nit mang thai:

Bicalutamide chdng chi dinh & nir giéi va khong duge ding cho phu nit ¢6 thai.

Phu nir cho con bu:

Bicalutamide chéng chi dinh & phu nit cho con bu.

Kha nang sinh san:

Céc nghién ciru trén dong vat cho thay thudc lam giam kha ning sinh san cta nam gidi c¢6
thé hoi phuc.

ANH HUONG CUA THUOC LEN KHA NANG LAI XE, VAN HANH MAY MOC
Bicalutamide khong lam giam khé nang lai xe hodc vén hanh may moc cua bénh nhén. Tuy
nhién, thinh thoang c6 thé xay ra tinh trang budn ngu, nén than trong ¢ nhitng bénh nhan gap
tinh trang nay.

TUONG TAC, TUONG KY CUA THUOC

Khong co béng ching vé trong tac dugc luc hoc hay duoc dong hoc gilra bicalutamide va
cac chat tuong tw LHRH.

Céc nghién ctru in vitro cho théy R-bicalutamide 12 mot chat tc ché CYP 3A4, voi tac dung
trc ché yéu hon trén CYP 2C9, 2C19 va 2D6.
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Mic du céc nghién ctru 1dm sang sir dung antipyrine lam chit danh du hoat tinh cytochrom
Paso (CYP) cho thay khong c6 twong tac thude vai bicalutamide, nhung ndng do midazolam
trung binh (AUC) ting 1én dén 80% sau khi dung phoi hop véi bicalutamide trong 28 ngay.
Déi véi cac thude co chi sé diéu tri hep, cin luu ¥ su gia ting nay. Do vy chdng chi dinh
dung bicalutamide dong thoi voi terfenadine, astemizole va cisapride va cin than trong khi
ding két hop bicalutamide v6i céc chat nhur cyclosporin va thude chen kénh canxi. Can giam
lidu cac thube nay, dic biét néu tac dung phu tang. P6i véi cyclosprin, nén theo doi ky nong
d6 huyét trong va tinh trang 1am sang sau khi khoi dau didu tri hay sau khi ngimg ding
bicalutamide.
Cén than trong khi ding bicalutamide véi cac thude ¢é kha niang e ché qué trinh oxy hoéa
nhu cimetidin va ketoconazole. V& ly thuyét, phdi hop nay cé thé lam ting nong do
bicalutamide trong huyét twong, dan dén tang cic tic dung phuy.
Céc nghién ctu in vitro cho th'fiy bicalutamide c6 thé thay thé céc chit chong déng méau
coumarin, warfarin & cdc vi tri gin protein. P4 c6 cdc bao céo ting thoi gian prothrombin
(PT) va chi s6 INR khi ding phéi hop véi bicalutamide. Do d6, néu ding bicalutamide &
nhiing bénh nhén dang dung cac thudc chéng doéng mau nhém coumarin, nén theo ddi chit
ch& cac chi sd PT/INR va diéu chinh liéu ctia thude chdng dong néu cin thiét.
Do cic thube tre ché androgen c6 thé lam kéo dai khoang QT, cdn xem xét cén thin viéc
phéi hop bicalutamide véi cac thude kéo dai khoang QT hodc cac thude ¢6 thé gdy ra xodn
dinh nhu: thudc chdéng loan nhip nhém IA (quinidine, disopyramide) hodc nhém III
(amiodarone, sotalol, dofetilide, ibutilide), methadone, moxifloxacin, thude chéng loan than.
Déi voi tré em
Céc nghién ctru vé twong tac thude chi duoc thue hién trén nguoi 16n.
Twong ky:
Khong co.
TAC DUNG KHONG MONG MUON
Riit thuwong gdp (ADR > 1/10)
- Mau va hé thong Lympho: thiéu mau.
- Thén kinh: chéng mit.
- Mach mau: nong birng.
- Tiéu hoa: dau bung, tao bon, budn non.
- Than va tiét niéu: tiéu ra mau.
- Hé sinh san va tuyén vii: chimg vi to va nhay cam & dan éng?.
- Réi loan toan than va tai chd: suy nhuge, phi né.
Thiong gap (1/100 <ADR < 1/10)
- Chuyén hoa va dinh dudng: giam cam gidc thém an.
- TAm than: giam ham mudn tinh duc, tram cam.
- Hé than kinh: budn ngu.
- Tim mach: nh6i méu co tim* (da c6 bao cdo vé truong hop tir vong), suy tim®.
- Tiéu héa: day hoi, khé tiéu.
- Gan mat: nhiém doc gan, vang da, ting cAc transaminase trong mau'.
- Da va mo dudi da: rung toc, rdm 16ng/moc lai téc, kho da, ngira.
- Hé sinh san va tuyén va: rdi loan cuong duong.
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- R6i loan toan than va tai chd: dau nguc.
- Theo khao sat: ting can.
It gdp (1/1000 < ADR < 1/100)
- Hé mién dich: qua min, phit mach, may day.
- 16 hap, 16ng nguc va trung that: bénh phdi mé k&’ (da ¢6 bao cao vé truong hop tir vong).
Hiém gdp (1/10000 < ADR < 1/1000)
- Gan mét: suy gan? (da c6 bdo céo vé trudng hop tir vong).
- Da va mo dudi da: phan (rng nhay cam véi anh sang.

Tin sudt chira ro

- Tim mach: kéo dai khoang QT

! Thay déi vé chirc ning gan hiém khi trdm trong va thuong thoéng qua, mét di hay cai thién
khi tiép tuc hodc nging diéu tri.
2Pwge xem nhu mot tac dung phu khi ¢6 dit liéu danh gid sau khi thude luu hanh trén thi
truong. Tén sudt da duoc xac dinh tir ty 1€ cac tadc dung phu dugc bao cdo ¢ cac bénh nhéan
suy gan trong nhanh diéu trj bing bicalutamide 150 mg ctia céc nghién ctru ung thu tuyén
tién liét giai doan dau (EPC) nhin mé.
3 C6 thé giam khi phdi hgp véi phau thudt cit bo tinh hoan.
4 Duge phat hién trong mét nghién ctu dich t& hoc vé chit chu van LHRH va cac thude
khang androgen sir dung trong diéu trj ung thu tuyén tién liét. Nguy co tang lén khi dung két
hop bicalutamide v6i chét chii van LHRH nhung nguy co khong tang khi bicalutamide dwoc
sir dung don tri liéu dé diéu trj ung thu tuyén tién liét.

> Puge xem nhu mot tac dung phu khi ¢6 dit liéu danh gia sau khi thude lwu hanh trén thi
tredmg. Tén suit nay duoc xéc dinh tir ty 1& cac tac dung phu duoe bio cdo cta bénh phoi
md k& trong thoi gian diéu tri bing bicalutamide 150 mg ngau nhién cta cdc nghién ciru
EPLC.

QUA LIEU VA CACH XU TRi
Chua ¢6 truong hop nao qua lidu & ngudi. Khdng cé thude giai doc dic hiéu, bién phap xir
i a diéu tri tridu chimng. Tham tach c6 thé khong c6 tac dung, vi bicalutamide lién két manh
v6i protein va khong dugce phét hién & dang nguyén trang trong nude tiéu. Khuyén cao chim
soc ho trg chung va theo dai thuong xuyén cdc dau hiéu song con.
DUQC LUC HQC
Nhom dieoe ly: Thude lién quan va doi khang hormon, khéng androgen.
Ma ATC: 1L.02BB03

Co ché tdc dung:
Bicalutamide 1a thude khang androgen khong steroid, khong ¢ hoat tinh néi tiét khéc.
Bicalutamide gan két vai thu thé androgen ma khong kich hoat biéu hién gen, vi thé trc ché
swr kich thich androgen, din dén 1am giam kich thude khéi u tuyén tién liét. Trén 14m sang,
hoi chimg cai thude khang androgen xuat hién khi ngimg diéu tri & mot s6 bénh nhan.
Bicalutamide 1a mot racemic c6 hoat tinh khang androgen, hoat tinh nay chi c6 ¢ dang (R)-
enantiomer.

DUQC PONG HQC
Hap thu:
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Bicalutamide hip thu tét sau khi udng, thirc in khong anh hudng dén sinh kha dung cua
thude.

Phdn bo:

Bicalutamide lién két manh véi protein (racemate 96%, (R)-enantiomer > 99%) va dugc
chuyén héa manh (bing qué trinh oxy hoa va glucuronid hoa). Chat chuyén hoa cua
bicalutamide duoc dao thai qua thin va mat voi ty I€ tuvong duong nhau.

Chuyén héa:

Pong phan dang (S)-enantiomer bi dao thai nhanh hon dang (R)-enantiomer, dang (R)-
enantiomer c6 thoi gian ban théi trong huyét twong khoang 1 tuan.

V6i liu hang ngay 50 mg bicalutamide, do thoi gian ban thai dai nén dang (R)-enantiomer
tich lily trong huyét tirong gép khoang 10 14n so véi dang (S)-enantiomer.

Khi ding bicalutamide 50 mg hang ngay, nong do trong huyét twong & trang thai 6n dinh
ctia (R)-enantiomer khoang 9 pg/ml. O trang thai on dinh, dang c6 hoat tinh (R)-enantiomer
chiém 99% trong tong s6 cac ddng phan dbi hinh trong huyét tuong.

Thai trir:

Trong mdt nghién ctru lam sang, nong do trung binh cta (R)-bicalutamide trong tinh dich
ctia bénh nhan khi dung liéu 150 mg 1a 4,9 pg/ml. Lugng bicalutamide ¢6 kha nang truyén
qua cho ban tinh trong khi giao hop 1a rit nho, chi khoang 0,3 pg/kg. Lugng nay thip hon
mirc ¢6 thé giy ra nhirng bién doi trén con cdi ctia dong vt thi nghiém.

Trén cdc doi twong ddc biét

Duoc dong hoc ctia dang (R)-enantiomer khong bi anh hudng boi tudi tac, suy than, sj
nhe hodc vira. DB6i v6i nhitng bénh nhan bi suy gan ning, (R)-enantiomer théi trir ra khoi
huyét twong cham hon. o]
QUY CACH DPONG GOI

Hop 3 vi x 10 vién.

Hop 5 vi x 10 vién.

BAO QUAN

Bdo quan trong bao bi kin, noi khd rdo, nhiét do dudi 30°C.
TIEU CHUAN CHAT LUQNG

USP.

HAN DUNG

36 thang ké tir ngay san xudt.

S6 16 san xudt (Batch No.), ngay san xudt (Mfg. date), han ding (Exp. date): xin xem trén nhan bao
bi.

—t

Sdn xuat tai:
Cong ty TNHH Sinh dugce phim Hera
L6 A17 Khu cong nghiép Tir Ha, thi xd Huwong Tra, tinh Thira Thien Hué, Viét Nam.
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