R THUBC BAN THEO PON
X

TO HUONG DAN SU DUNG THUOC
Vién nén
LARRIVEY

THUOC POC
Thuéc > nay chi dung theo don
Pé xa tam tay tré em
Poc ki huéng din sir dung trwéc khi dung
Thong bao ngay cho bac sy hodc dwoc sy nhirng tac dung khéng mong muén khi sir dung thuéc

1. THANH PHAN CONG THUC THUOC

Mbi vién nén LARRIVEY chta:

Thanh phén dwoc chit:

Bicalutamid ............ccccceevenen. 50 mg

Thanh phén td dwoc: ,

Povidon, lactose, cellulose vi tinh thé, natri lauryl sulfat, crospovidon, magnesi stearat.

2. DANG BAO CHE
Vién nén dai mau trang, mot mat ¢ dap logo #7°, mat kia c6 dap gach ngang.

3. CHIPINH S , ’
bieu tri ung thu tien ligt tuyen tien trien phoi hop véi cac chat ¢ cau truc turong tu hormon gidi
phéng hormon lutein héa (LHRH) hoac phau thuat cat bo tinh hoan.

4. CACHDUNG, LIEU DUNG

Cach dung:

Uong nguyen vién véi nude cing hodc khong cling véi thire an. Nén dung thude cling mot thoi
diém méi ngay (budi sang hoac budi toi).

Liéu dung:

Ngudi 16n nam ké ca nguol cao tudi: 50 mgx 1 1an/ ngay.

Nén khoi dau diéu tri voi bicalutamid it nhat 3 ngay trude khi thye hién diéu trj v6i cac chat cé
cau trac trong tu LHRH, hoic ciing thoi diém véi phau thuét cat bo tinh hoan.

Bénh nhan suy than: Kh()ng can hiéu chinh liéu cho bénh nhan suy than.

Bénh nhan suy gan: Khéng can hiéu chinh liéu cho bénh nhan suy gan nhe. C6 thé xay ra ting
tich lity & bénh nhan suy gan vira dén nang.

Tré em: Chéng chi dinh dung bicalutamid & tré em.

5. CHONG CHI PINH

Quéa man véi bicalutamid hoac véi bat ky thanh phan nao cua thudc.
Phu nit, tré em va thanh thiéu nién.

Str dung phéi hop véi terfenadin, astemizol hozc cisaprid.

6. CANH BAO VA THAN TRONG KHI DUNG THUOC

Khai dau diéu tri nén duoc thuc hién dudi su giam sat caa chuyén gia.

Bicalutamid chuyén héa nhiéu & gan. Thong tin cho thay su thai trir cua thudce cé thé cham hon
& dbi twong bi suy gan ning va diéu nay c6 thé dan dén tang tich liy thubc. Vi vy, nén than
trong khi dung bicalutamid & bénh nhan suy gan vira dén nang.

Nén kiém tra dinh ky chic ning gan vi c6 thé co cac thay d6i & gan. Phan lén cac thay doi xay
ra trong vong 6 thang dau diéu tri bang bicalutamid.

Nhung thay doi vé gan nang va suy gan hiém gap khi dung bicalutamid, va tir vong da duoc béo
co. Nén ngirng thudc néu cac thay ddi ning.

Giam dung nap glucose da thiy & nam gigi dung thudc chi van LHRH. Tinh trang nay c6 thé
biéu hién nhu dai thiao dudng hoic giam kiém soat glucose huyét & bénh nhan da bi dai thao
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duong. Vi vay nén can nhic theo ddi glucose huyét & bénh nhan dung bicalutamid phdi hop voi
thubc cha van LHRH.

Bicalutamid trc ché cytochrom P450 (CYP3A4), do vay nén than trong khi ding chung véi
nhitng thudc chuyén hoa chua yéu bing CYP3A4.

Diéu trj thiéu hut androgen c6 thé gay kéo dai khoang QT

O bénh nhan c6 tién sir hodc cd yéu té nguy co kéo dai khoang QT va bénh nhan dung phOI hop
thube co thé gay kéo dai khoang QT, nén danh gia 1¢i ich nguy co bao gdm nguy co xoan dinh
truéc khi dung bicalutamid.

Diéu tri khang androgen cé thé gay thay doi hinh théi cua tinh tring. Mic dd anh hudng cua
bicalutamid hinh thai tinh tring chua dugc danh gia va chua c6 bao cao tac dung nay ¢ bénh
nhan dung bicalutamid, bénh nhan va/ hoac ban tinh cua ho nén thuc hién cac bién phap tranh
thai thich hop khi dung bicalutamid va 130 ngay sau khi ngung thuéc.

Canh bao lién quan dén ta duoc

Thudc cé chira lactose, bénh nhan méc bénh di truyén hiém gap khong dung nap galactose thiéu
hut Lapp lactase hoic rdi loan hap thu glucose-galactose khéng nén dung thudc nay.

7. SU DUNG,THU()C CHO PHU NU CO THAI VA CHO CON BU
Bicalutamid chong chi dinh ¢ phu nir va khong dugc dung cho phu nit c6 thai hogc cho con bu.

8. ANH HUONG CUA THUOC LEN KHA NANG LAI XE, VAN HANH MAY MOC
Bicalutamid khong lam suy giam kha nang lai xe hay van hanh may cua cac bénh nhan. Tuy
nhién, can luu ¥ budn nga thinh thoang c6 thé xay ra. Bat ky bénh nhan nao bi anh huong ciing
can than trong.

9. TUONG TAC, TUONG KY CUA THUOC

Khong c6 bang ching vé tuong tac duoc luc hoc hay duoc dong hoc giira bicalutamid va céac
chat c6 cau trac tuong tr LHRH.

Cac nghién cau in vitro cho thiy R-bicalutamid 1a mot chat uc ché CYP 3A4, véi tac dong e
ché yéu hon trén CYP 2C9, 2C19 va 2D6.

Mgc du cac nghién cau Iam sang dung antipyrin lam chat danh dau hoat tinh cytochrom P450
(CYP) cho thiy khong c6 tuong tac thudc Vé6i bicalutamid, nhung AUC trung binh cua
midazolam tang de[] 80% sau khi dung chung véi bicalutamid trong 28 ngay. Ddi vé6i nhitng
thudc co chi so diéu tri hep, can luu y dén sy gia taing nay. Do vay, chong chi dinh dung
bicalutamid déng thoi vai terfenadin, astemizol, cisaprid va than trong khi dung bicalutamid
chung véi cac hop chat nhu cyclosporin va cac chat chen kénh calci. Can giam liéu cac thudc
nay, dac bi¢t néu cac tac dung khong mong muén tang. DSi voi cyclosporin, nén theo ddi ky
nong do huyét twong va tinh trang 1am sang sau khi khoi dau diéu tri hay sau khi ngung ding
bicalutamid.

Nén than trong khi chi dinh bicalutamid chung véi nhiing thudc c6 kha nang trc ché su oxy hoa
nhu cimetidin va ketoconazol. Theo ly thuyet viéc dung dong thoi nay co the lam tang nong do
bicalutamid trong huyét trong va c6 thé lam ting tac dung khdng mong mudn.

Céc nghién ctu in vitro cho thay bicalutamid c6 thé chiém chd cua cac chit khang dong
coumarin, warfarin & cac vi tri gan két véi protein. Vi vay nén theo ddi chat ch& thoi gian
prothrombin néu bat dau diéu tri bang bicalutamid & nhitng bénh nhan dang ding cac chat khang
dong coumarin, nén theo ddi k¥ thoi glan prothrombin.

Vi diéu tri thiéu hut androgen c6 thé gay kéo dai khoang QT, nén cin than danh gia khi st dung
chung bicalutamid véi céc thudc gay kéo dai khoang QT hoac thudc c6 thé gay xoan dinh nhu
thuéc chong loan nhip nhém IA (nhu quinidin, disopyramid) hodc nhém III (nhu amiodaron,
sotalol, dofetilid, ibutilid), methadon, moxifloxacin, thuc chéng loan than. ..

Tréem

Nghién ciru tuong tac chi dugc thuc hién trén nguoi lon.

10. TAC DUNG KHONG MONG MUON CUA THUOC
Cac tac dung khdng mong muon phan theo tan suat va h¢ co quan
Rat thuong gap, ADR > 1/10
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Méu va hé bach huyét: Thiéu mau.

Than kinh: Chéng mit.

Mach mau: Nong bung. .

Tiéu hoda: Pau bung, tdo bén, buon non.

Than va tiét niéu: Tiéu ra mau.

Hé sinh duc va tuyén va: Nit hoa tuyén va va dau vi.

Toan than va duong sir dung: Suy nhugc, phu.

Thurong gép, 1/100 <ADR < 1/10

Chuyén hoa va dinh dudng: Giam cam giac ngon miéng.

Tam than: Giam ham muén tinh duc, tram cam.

Than kinh: Budn ngu.

Tim: Nhdi méu co tim (trudng hop tir vong da dwgc béo cao), suy tim.

Tiéu hoa: Kho tiéu, day hoi.

Gan - mat: Poc gan, vang da, tang transaminase hu ét.

Da va mé dudi da: Rung tdc, 16ng, toc phét trién bat thuong, kho da, ngta, phat ban.
Hé sinh duc va tuyén vi: Ri loan chirc nang cuong duong.

Toan than va duong st dung: Pau nguc.

Xeét nghiém: Tang can.

it gap, 1/1.000 <ADR < 1/100

Mién dich: Qua man, phil mach va noi may day.

Ho6 hap 1dng nguc va trung that: Bénh phoi k& (truong hop tir vong di duoc bao céo).
Hiém gap, 1/10.000 < ADR <1/1.000

Gan - mat: Suy gan (truong hop tr vong da duoc bao cao).

Da va mo6 duéi da: Phan &ng nhay cam anh sang.

Chura ré tan sudt

Tim: Kéo dai khoang QT.

Thudc c6 thé gay ra cac tac dung khdng mong muén khac, khuyén bénh nhan théng béo cac tac
dung khdng mong muén gdp phdi khi diing thuac.

11. QUA LIEU VA CACH XU TRI

Chua c6 kinh nghiém vé quéa lieu bicalutamid & nguoi. Chua co thudc giai doc dc hiéu, nén
diéu tri triéu ching khi qua liéu. Tham phan mau c6 thé khong hiéu qua, vi bicalutamid gan két
nhiéu véi protein va khong tim thay dudi dang khong d6i trong nudc tieu. Nén cham soc hd trg
chung, bao gém theo ddi thudng xuyén cac dau hiéu séng.

12. PAC TINH DUQC LUC HQC

Nhém duge Iy: Thudc khang androgen.

Ma ATC: L02BBO03.

Bicalutamid 1 chat khang androgen thugc nhom khong steroid, khong c6 cac hoat tinh ndi tiét
khac. Bicalutamid gan két véi cac thu thé androgen ma khong c6 biéu hién hoat hda gen va vi
thé uc ché su kich thich androgen. Su thoai trién cta cac khdiu & myén tién liét 1a do sy trc ché
nay. Trén 1am sang, ngung dung thudc Bicalutamid c6 thé dan dén hoi chu’ng cai thudc khang
androgen ¢ mot sO0 bénh nhan. Bicalutamid 1& mot dong phéan racemic co hoat tinh khang
androgen, hoat tinh nay hau nhu chi c6 & déng phan dbi hinh (R).

13. PAC TINH DUQC PONG HQC

Hdp thu

Bicalutamid hép thu t6t sau khi uéng. Thirc dn khong anh huéng dén sinh kha dung cua thude.
Phén bo

Bicalutamid gan két manh voi protem (d6ng phan racemic 96%, R-bicalutamid > 99%) va dugc
chuyen hoa manh (qua su oxy hoa va glucoronyl hda): Cac chat chuyén hoa dugc dao thai qua
than va mat vai ti 1€ twong duong nhau.

Chuyén héa va thdi trir

Pdng phan ddi quang (S) bi dao thai nhanh hon so véi dong phan dbi quang (R), dong phan déi
quang (R) c6 thoi gian béan thai trong huyét twong khoang 1 tuan.
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Véi liéu Bicalutamid dung hang ngay, dong phan d6i quang (R) tich liy trong huyét tuong gap
khOang 10 1an do c6 thoi gian ban thai dai, diéu nay thich hop cho viéc dung liéu duy nhat trong
ngay.

Nong d6 cua dong phan déi quang (R) trong huyet tuong ¢ trang thai 6n dinh 1a khoang 9 mcg/
ml khi diing liéu 50 mg Bicalutamid moi ngay. O trang thai on dinh, dong phan d6i quang (R) c6
hoat tinh chinh chiém 99% tong cac déng phan déi quang trong huyét twong.

Trong thir nghiém l1am sang ndng do trung binh cua R-bicalutamid trong tinh dich cia nam gidi
ding thudc 1a 4,9 pg/ mL. Luong bicalutamid c6 thé chuyén sang ban tinh nit khi quan h¢ tinh
duc thap va theo ngoai suy c6 thé xap xi 0,3 pg/ kg. Luogng thudc nay thap hon luong can thiét
dé cam tng thay doi kha nang sinh san ¢ dong vat thir nghiém.

Péi twong dic biét

Tudi tac, suy than hay suy gan nhe hodc vira khong anh huéng dén duoc dong hoc cia ddng
phan ddi quang (R). O cac bénh nhan suy gan ning, ddng phan dbi quang (R) thai trir ra khoi
huyét twong cham hon.

14. QUY CACH PONG GOI
Hop 4 vi x 7 vién.

15. PIEU KIEN BAO QUAN, HAN DUNG, TIEU CHUAN CHAT LUQNG CUA
THUOC

Piéu kién bao quan:

Gii thuoc trong bao bi gdc caa nha san xuat, day kin.

Dé thube noi kho ro, tranh anh sang, nhié¢t do khong qua 30°C, va ngoai tam véi caa tré em.

Han dung: 36 thang ké tir ngay san xuat.

Tiéu chuan chét lwong: TCCS.

16. TEN, PIA CHI VA BIEU TUQNG CUA CO SO SAN XUAT
San xuat tai:

DAVIPHARM

CONG TY CO PHAN DUQC PHAM PAT VI PHU

(DAVIPHARM)

L6 M7A, Puong D17, Khu Céng nghiép My Phudc 1, Phuong Théi Hoa, Thi xd Bén Cét, Tinh
Binh Duong, Viét Nam.

Tel: 0274.3567.687 Fax: 0274.3567.688

17. NGAY XEM XET SUA DPOI, CAP NHAT LAl NOI DUNG HUONG DAN SU DUNG
THUOC: 07/08/2018

Tén san pham: LARRIVEY

Ma so toa: TOA299BBB

Kiém soét sira doi: - Chuyén file in theo Ho so dang ky (dot 163)
Nhan vién thiét ké:
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