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Rx Anastrozole Denk 1 mg

THUOC POC
Thute nay chi ding theo don thuoce
Dé xa tam tay tré em
Doc ki hueomg dan sir dung trude khi ding

THANH PHAN, CONG THUC THUOC
Mai vién nén bao phim chia:
o Thanh phan hogt chdt: Anastrozole | mg
o Thanh phan td duoe: Lactose monahydrate povidone K30, sodium starch glycolate (type A),
magnesmm stearate, hypromellose 5 cps’. titanium dioxide”, macrogol 400°, hypromellose 15 cps”.
“td dirge bao phim

DANG BAO CHE: Vién nén bao phim . o
MGé ta: Vién nén bao phim hinh tron, hai mit 16i. mau trang dén tring nga.

CHI PINH

Anastrozole Denk | mg duoc chi dinh de:

- Diéu trj ung thu vi tién trién, cé thy thé hormone duong tinh & phu nir sau man kinh.

- Diéu tri hd tro cho phu nir sau mén kinh bj ung thu va xam lan giai doan sém, ¢6 thy thé hormone
duong tinh.

- Diéu tri hé tro cho phu nir sau man Kinh bi ung thu vii xam ldn giai doan sém, c6 thu thé hormone
dwong tinh, da duoc diéu tri hd tro bing tamoxifen trong 2 dén 3 nam.

LIEU DUNG, CACH DUNG

Li¢u diing

Liéu khuyén cdo ciia anastrozole cho nguoi lon bao gom ngu’m cao tudi la | mb/lanfn;,a)

Dbi voi phu nit sau man Kinh bi ung thu vii xm l4n giai doan sém, ¢6 thy thé hormone duong tinh,
thovi gian diéu tri coa liéu phap ndi tiét bé tro duge khuyén céo la 5 nam.

Nhém bénh nhan dic biél

Tré em

Anastrozole khong duge khuyén cao sir dung cho tré em va thanh thiéu nién do chua cé du dir liéu veé
tinh an toan va hiéu qua.

Suy thdn

Khong khuyén céo diéu chinh liéu cho bénh nhan suy than nhe hodc trung binh. Anastrozole nén
duge sir dung than trong cho bénh nhan suy thin nang.

Suy gan _

Khéng khuyén cdo diéu chinh liéu cho bénh nhan suy gan nhe. Thén trong khi su dung cho bénh
nhén suy gan vira va nang.

Ciach dang _

Anastrozole Denk 1 mg duge ding bang dudng udng.

CHONG CHI PINH

Anastrozole bi chong chi dinh trong trudmg hop:

- Phu nir ¢6 thai hodc dang cho con b,

- Bénh nhan qua man véi hoat chit hodc vai bit ky ta duge nao cua thude,
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CANH BAO VA THAN TRONG KHI DUNG THUOC

Toéng quat

Anastrozole khéng nén ding cho phy nir tién méan kinh. Man kinh nén dugc xéc dinh bing cac xét
nghiém sinh héa (nng do hormone hoang thé [LH], ndng d6 hormone kich thich nang trung [FSH]
vavhodc ndng df oestradiol trong huyét tuong) & tét ca nhitng bénh nhén chua rd vé tinh trang man
kinh. Chua ¢6 dir ligu nao vé viée sir dung anastrozole voi cac chat c6 cdu tric tuong tu LHRH.

Cén tranh st dung ddng thai tamoxifen hodc cac thude ¢é chira oestrogen va anastrozole, vi diéu nay
¢6 thé lam giam téc dung dugc ly cia anastrozole,

Anh hwong dén mét dé xwong

Vi anastrozole lam giam ndng do oestrogen néi sinh trong huyét twong, anastrozole ¢6 thé gdy giam
mit d§ xuong va c6 the lam gia ting nguy co gdy xuong.

Phu nir bi lodng xwong hodc gia ting nguy co lodng xuong nén kiém tra mat dd xuong khi bat dau
diéu tri va déu dan dinh ky trong théni gian diéu tri. Néu duoc chi dinh, viéc diéu tri hodc du phong
loding xwong nén dugc bit dau va theo ddi can than. Viée sir dung céc phuong phap diéu tri dac hiéu,
vi du nhu ding cac bisphosphonate ¢6 thé ngin ngira tinh trang mét xuong do anastrozole gdy ra &
phu nir sau mén kinh va cé thé dugc xem xét ap dung.

Suy gan

Anastrozole chua duoc nghién ciu trén bénh nhén ung thu va bj suy gan mire do trung binh hoic
ning. Su phoi nhiém véi anastrozole ¢6 thé tang lén ¢ bénh nhén bi suy gan; can than trong khi sur
dung anastrozole cho bénh nhan bj suy gan trung binh va nang. Viéc diéu tri phéi duoc dya trén danh
gia vé loi ich-nguy co ¢ timg bénh nhan.

Suy thin

Anastrozole chura duge nghién ciu trén bénh nhin ung thu va bj suy than niang. Sy phoi nhiém véi
anastrozole khéng tang & bénh nhén bj suy than nang (GRF<30ml/phut); can thén trong khi sir dung
anastrozole cho bénh nhén bj suy thin ning.

Tré em

Anastrozole khéng duge khuyén céo sir dung cho tré em va thanh thiéu nién, vi tinh an toan va hiéu
qua ciia thude chira duge xde dinh & nhém bénh nhan nay.

Anastrozole khong nén duoc sir dung cho nhimg bé trai thiéu hormone tang truong dang diéu tri bang
bé sung hormone tang trudng. Trong nghién ciru ldm sang quan trong, hi¢u qua chua duge ching
minh va tinh an toan ciing chua duge xac dinh. Vi anastrozole 1am giam ndng dé oestradiol trong
huyét twong, khéng duge sit dung anastrozole cho bé gdi bj thiéu hut hormone ting truong dang diéu
tri bng hormone ting truong. Chua co dir liéu v& tinh an toan dai han & tré em va thanh thiéu nién.
HE¢ qua vi lam dung cho muc dich doping

Vige sir dung anastrozole c6 thé dan dén két qua duong tinh trong cic xét nghiém chong doping.
Thudc nay c6 chira lactose

Bénh nhan ¢é cac van dé di truyén hiém gap do khéng dung nap galactose, thiéu hut lactase toan
phan hoic kém hap thu glucose-galactose khong nén dung thude nay.

Thubc nay c6 chira natri )

Thube ¢6 chira it hon | mmol natri (23 mg) trong m&i vién, vé co ban c6 thé xem la “khong ¢6 natri™.

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

Phu nir ¢ thai

Cho dén nay, khéng co dir liéu vé sir dung anastrozole trén phu nit ¢6 thai. C4c nghién ctu trén dong
vit cho thay doc tinh déi véi sinh san. Anastrozole bj chéng chi dinh trong thoi ky mang thai.

Phu nir cho con bd

Cho dén nay chua cé dir liéu vé viée str dung anastrozole & phu nir dang cho con bi. Anastrozole bj
chong chi dinh trong thoi ky cho con b,

Khi nang sinh san
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Anh hudng cia anastrozole Ién kha nang sinh san cta ngudi van chua dugc nghién ciru. Céc nghién
clru trén déng vat cho thay co doc tinh ddi véi sinh san.

ANH HUONG CUA THUOC LEN KHA NANG LAI XE, VAN HANH MAY MOC
Anastrozole khéng cé hodc anh hudng khong dang ké dén kha nang lai xe va van hanh may moc. Tuy
nhién, tinh trang suy nhuoc va budn ngi da duge béo cdo khi st dung anastrozole, va néu cac triéu
chimg nay kéo dai, can than trong khi lai xe hodc van hanh may maéc.

TUONG TAC VA TUONG KY CUA THUOC

Twong tic

Anastrozole Gc ché CYPIA2, 2C8/9 va 3A4 trén in vitro. Cac nghién ctru ldm sang voi phenazone va
warfarin da chi ra réng anastrozole lteu | mg khong trc ché dang ké su chuyen hoa cua phenazone va
R- va S-warfarin. Diéu nay cho thdy ring céc tuong tac thudc ¢ lién quan vé mat lam sang qua trung
gian enzyme CYP kho xay ra khi sir dung dong thoi anastrozole va cdc thude khéc.

Céc enzyme tham gia vao qua trinh chuyén hoa anastrozole van chua dugce xac dinh. Cimetidine, mot
chat tre ché véu, khéng dac higu cua céc enzyme CYP, khong anh huéng dén nong do anastrozole
trong huyét tuong. Anh huéng ciia cac chit e ché CYP manh van chua duoc biét.

Vigc xem xét co so dir licu an toan trong thir nghiém lam sang cho Ihay khong c6 diu hiéu v& bat ky
tuong tac déng ké nao vé& mjt 1am sang & nhimg bénh nhin dugc diéu trj bang anastrozole cing véi
cac loai thude ké don thong thuong khae.

Khong c6 tuong téc dang ké nao vé mat ldm sang vdi cac bisphosphonate.

Nén tranh sir dung dong théi tamoxifen hodc céc thude cé chira oestrogen va anastrozole, vi didu nay
c6 thé lam gidm téc dyng duoc 1y cua anastrozole.

Tuong ky, .

Do khéng ¢6 cac nghién ciru vé tinh twong ky cia thudce, khéng trdn 1an thude nay véi cac thude khéc.

TAC DUNG KHONG MONG MUON CUA THUOC
Bang sau day cho thiy céc tac dung khéng mong mudn da xay ra trong cdc nghién ciru lam sang,
trong cac nghién cuu sau khi luu hanh san phiam hodc duéi dang cée béo cdo bzﬂ thuong. Trir trudng
hop dic bigt, tan suat duge tinh todn trén co s& cée tac dung khéng mong mudn duge béo cdo trong
khuén khé mét nghlen ciru lon & giai dogn 111, dugce thuc hién trén 9.366 phu nir sau man kinh bj ung
thur vii c6 thé phau thuét duge diéu tri bd tro trong 5 ndm (Nghién ciru sir dung Arimidex, tamoxifen,
don tri liéu hodc phéi hop [AT AC))

Céc tic dung khdng mong mudn dm;rc liét ké dugi diy di duoc qap xép theo tan sudt va hé co quan
(SOC). Cac loai tan sudt duge xéc dinh theo quy uoc sau: rat thuong gip (=1/10), thudng gip
(217100 dén <1/10), it gap (21/1.000 dén <1/100). hiém gap (=1/10.000 dén <1/1. 000), rat hiém €ap
(<1/10.000). Cac tac dung khdng mong mudn thuong duge ghi nhan la nhire dau, néng birng, budn
nén, phat ban, dau/cimg khép, viém khcrp va suy nhuoe.

Bang 1. Céc tic dung khéng mong muun theo hé co quan va tin suat

Cic tic dung phy khong mong muén theo hé théng co quan va tin suit

Roi loan chuyén hoa Thuong géap Chan an
va dinh dudng Téng cholesterol mau
it gap Tang calci mau (c6 hodc khéng tang hormone tuyén
cin gidp)
Ro6i loan tam than Rat thuong gdp | Tram cam
Roi loan Rat thuong gap Bau dau
hé than kinh Thuong gap Buodn ngu
Héi chimg 6ng ¢ tay*
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Roi loan mach mdu  |Rat thuong gap Nong birng

R&i loan tiéu hoa Rat thuong gip  |Budn nén

Thuéng gap Tiéu chay
Non mira
R&i loan gan mat | Thudng gap Ting alkaline phosphatase, alanine aminotransferase
va aspartate aminotransferase
it gap Tang nong do gamma-GT va bilirubin
Viém gan
Roi loan da Rit thuong gdp  [Phat ban
va mé dudi da Thuong gap Rung téc
Phan mg di ing
It gaip May day
Hiém gip Héng ban da dang

Phan (g dang phan vé

Viém mao mach da (26m mot sb bao cdo vé ban
xuit huyét Henoch- -Schénlein)**
Hagi chirng Stevens-Johnson

Phi mach

Réi loan co xuang va |RAt thudong gap Dau/cting khép

mb lién két Viém khop

Lodng xuong

Thuéng gap Pau xuong

Pau co

It gap Ngon tay 16 xo

Réi loan hé sinh san | Thuong gip Khé am dao

va tuyén vi Chay mau &m dao***

Rét thuong gap  [Suy nhuge

Rét hiém gap

Rdi loan chung )
va tai noi dung thuodc
* Trong céc nghién ciru ldm sang, 50 trur;mg hop héi chimg dng ¢ tay da dugc ghi nhin ¢ nhimg bénh nhan
duge diéu trj bing anastrozole cao hon & nhitng bénh nhén duge diéu trj bing tamoxifen. Tuy nhlén phén
l6m céc wrudng hgp ndy xay ra & nhimg bénh nhén ¢é cic yéu té nguy co ¢6 thé nhan dién su tién trién cua
bénh nay.
** Vi viém mao mach va ban xuat huyet Henoch-Schonlein khéng duoc ghl nhan trong khudn khé cua
nghién ciru ATAC, nén tan sudt cia nhiing tac dung nay ¢6 thé dugc coi la “hiém g gap” (= 0,01% va < 0,1%),
dua trén gia tri x4u nhit cla thang diém.
*** Chay méau am dao da dugc bio cao vdi tan sudt thudmg gap, dic biét 1a & nhimg bénh nhan bj ung thu v
tién trién trong vai tuan dau sau khi chuyén tir liéu phip hormone sang anastrozole. Néu chay méu kéo dai,
c4n can nhic tién hanh cdc danh gia sau hon,

Bang sau day thé hién tan suit cua céc tac dung khéng mong mudn duge dinh 16 trude trong nghién
citu ATAC sau lhcrl gian theo doi trung binh la 68 thang, khong phén biét quan hé nhan qua. Cac tac
dung khong muon da dugc ghi nhin & bénh nhin dang trong qua trinh diéu tri thir nghiém va Ién dén
14 ngay sau khi két thic.

Bing 2. Cac tic dung khing dwgc dinh ré trude trong nghién ciu ATAC

T4c dyng khong mong mudn

Anastrozole
(n=3.092)

Tamoxifen—‘
(n=3.094)

Noéng bung

1.104 (35,7%)

1.264 (40,9%)

Dau/cing khép

1.100 (35.6%)

911 (29,4%)

Roi loan tdm trang

597 (19,3%)

554 (17.9%)
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Mef} moi/suy nhuge

575 (18.6%)

544 (17,6%)

Buon non va nén mua

393 (12,7%)

384 (12.4%)

Gay xuong

315 (10.2%)

209 (6.8%)

Gay xuong ¢t séqg‘ xuong hong

L 2 5 133 (4,3%) 91 (2.9%)
hodc gay xuong ¢d tay/gdy xuong Colles
Géy xuong co tay/gly xuong Colles 67 (2,2%) 50 (1,6%)
Gay xuong cgt song 43 (1,4%) 22 (0,7%)
Gay xuong héng 28 (0,9%) 26 (0,.8%)

Duc thuy tinh thé

182 (5.9%)

213 (6,9%)

Chay mau 4m dao

167 (5.4%)

317 (10,2%)

Bénh tim mach thiéu mau cuc bé 127 (4,1%) 104 (3,4%)
Pau that ngye 71 (2,3%) 51 (1,6%)
Nhoi méau co tim 37 (1,2%) 34 (1,1%)
Bénh tim mach vanh 25 (0,8%) 23 (0,7%)
Thiéu mau co tim cyuc bo 22 (0.7%) 14 (0,5%)

Tiét dich am dao 109 (3.5%) 408 (13,2%)

Thuyén tae huyét khéi tinh mach (téng sd) 87 (2,8%) 140 (4,5%)
Huyét khdi tinh mach sau bao gém thuyén tic phéi 48 (1,6%) 74 (2.4%)

Thiéu mau mach mau nao cuc bd 62 (2,0%) 88 (2.8%)

Ung thu ndi mac tu cung 4 (0.2%) 13 (0,6%)

Vai thoi gian theo ddi trung binh 12 68 thang, tv 1é gay xuong Ia 22 trén 1000 bénh nhan-nam & nhém
anastrozole va ty I¢ 15 trén 1000 bénh nhian-nam & nhém tamoxifen. Ty 1€ gay xwong duge ghi nhan
d0i v&i anastrozole 1a tuong duong so véi bénh nhan sau man kinh cing d6 tudi duge ghi nhan. Ty 1€
xuat hi¢n loang xwong la 10.5% & bénh nhan duge didu tri bing anastrozole va 7.3% bénh nhan
dugc diéu tri bang tamoxifen.

Chua xac dinh duge ligu ty 1é gdy xuong va loang xwong dugc ghi nhin & nhimg bénh nhén duoc
diéu tri bing anastrozole trong nghién ctru ATAC phan anh tic dung bao vé ciia tamoxifen, hay la do
tac dung cu thé cia anastrozole, hay ca hai nguyén nhén.

Théng béo cho bic si bt ky tic dung khdng mong muén nio gip phai trong qud trinh ditng thuic.

QUA LIEU VA CACH XU TRi

Cho dén nay kinh nghiém lam sang vé qui lidu do vé y con han ché. Trong céc thir nghiém trén dong
vit, ddc tinh c&‘ip tinh cia anastrozole duge ching minh la thap. Trong cac nghién ciu lam sang véi
anastrozole & cac lidu ding khéac nhau, déi twong nam gidi khée manh ding liéu don 1én dén 60 mg
va phu nir sau mén Kinh bi ung thur vii tién trién diing dén 10 mg/ngay: nhimg liéu nay di duge dung
nap t6t. Chua xac dinh dugc liéu don cua anastrozole din dén cac triéu chimg de doa tinh mang,
Khéng ¢ chét di khang dic hiéu cho tinh trang qué liéu va viéc diéu tri phai theo triéu ching.

Trong viéc diéu tri qué liéu, cin xem xét kha ndng 12 mot s6 thude co thé da duoe sir dung. Néu bénh
nhan con tinh, nén tién hanh gay non. Thdm phan c6 thé hiru ich vi anastrozole khéng gén két cao véi
protein. Céc bién phap hé tro chung, bao gdm theo di thudng xuyén céc dau hiéu sinh tén va theo
doi bénh nhén chat ché dugc chi dinh.

PAC TINH DUQC LUC HOC

Nhém duge 1v: Chat dbi khang hormone va céc chat lién quan, chét (rc ché aromatase
Ma ATC: L02B G03

Co ché tic dbng va tdc dung duge lire
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Anastrozole 1 mdt chat e ché enzyme aromatase thude nhoém khong steroid. ¢ tac dung manh va
tinh chon loc cao. O phu nit sau man kinh. oestradiol duge san xut chii yéu tir viée chuyén déi
androstenedione thanh oestrone do phirc hop enzyme aromatase & mé ngoai vi. Sau do, oestrone dugc
chuyén thanh oestradiol. O phy nir bi ung thu vi, su giam ndng do oestradiol tudn hoan trong huyét
tuong da duoc chimg minh mang lai tac dung ¢6 loi. Bang cach su dung mot phuong phap co do
nhay cao, ngudi ta da chimg minh liéu ding anastrozole I mg hang ngay lam giam trén 80% nong d¢
oestradiol & phuy nir sau méan Kinh.

Anastrozole khéng cé céc hoat tinh kiéu progestogen, andmgen hogc oestrogen.

Cac phép do truée va sau khi tién hanh thir nghiém gdy kich thich chudn dé phat hién hormone vé
thugng than (ACTH) cho théy liéu lén den 10 mg anastrozole moi ngay khéng anh huong dén viéc
tiét cortisol va aldosterone. Do do khéng cén bd sung thém corticosteroid.

ﬂz;itC TINH DUQC PONG HOC

Hip thu

Su hédp thu ciia anastrozole xay ra nhanh chong va nong d6 dinh trong huyét tuong thudng dat dugc
trong vong 2 gi¢' (khi doi). Thuc an lam giam nhe toe do hap thu, nhung khong anh hudng dén mirc
do hap thu. Tée @6 hip thu cham nay khong gay ra bat ky anh huong dang ke nao vé mit lam sang
doi vai nong do anastrozole trong huyét tuong O trang thai on dinh khi udng vién nén bao phim
anastrozole, 1 lan/ngay. Khoang 90 - 95% nong d6 anastrozole ¢ pha 6n dinh trong huyét tuong dat
duge sau 7 ngay va tich liiy gap 3 dén 4 lan. Khéng co bang chimg nao cho thay cac thong s6 ve duoc
ddng hoc cia anastrozole phy thude vao théi gian sir dung hodc liéu dung.

Dugc dg)ng hoc ctia anastrozole & phu nit sau man kinh khéng phu thude vao tudi.

Phin bu

Ty 1é gén két v protein huyét tuong cua anastrozole chi co 40%.

Thai trir

Anastrozole duge thai trir cham vdi thii gian ban thai trong huyét twong tr 40 dén 50 gid.
Anastrozole duoc chu}en hoa manh & phu nir sau man kinh, ¢6 it hon 10% liéu dung duoe bai tidt
dudi dang khong doi qua nudc tiéu trong vong 72 gid. Sy chuyen hoa cla anastrozole xay ra thong
qua N-dealkyl hoa, hydroxy héa va glucuronic héa. Cac chit chuyén hoa chi yéu duge bai tiét qua
nudc tiéu. Triazole, chat chuyén héa chinh trong huyt,t twong, khong giy (ic ché aromatase.

Suy gan hodc than

8] nhiing déi tugng bj xo gan on dinh, do thanh thai biéu kién (CL/F) cia anastrozole sau khi udng
thap hon khodng 30% so véi nhom ddi chimg twong ang (Nghién ciu 1033IL/0014). Tuy nhién,
nong dd anastrozole trong huyét trong & nhitng déi tugng bi xo gan nam trong khoang nong do duge
quan sat thiy & nhimg doi tugng khoe manh trong cac nghién ciru khéc. Non(? do anastrozole trong
huyét twong duge do & bénh nhin suy gan trong nghién ciru hiéu qua dai han, nam trong khoang nong
dé anastrozole trong huyét twong duoc quan sat & bénh nhan khong bi suy gan.

O nhing dbi twong suy thin nang (GFR < 30 mL/phut), dé thanh thai biéu kién (CL/F) cua
anastrozole trong nghién ciru 10331L/0018 khong thay d6i sau khi udng thube. Didu nay phu hop vai
thue té la anastrozole dugc thai trir chi yéu qua qua trinh chuyén héa. Nong do anastrozole trong
hu\u..t tuong duge do ¢ bénh nhén suy thén trong nghién ctu hi¢u qua dai han, nam trong khoang
nong d§ anastrozole trong huyét tuong duce quan sat & bénh nhan khéng bi suy than. O nhimg bénh
nhan suy thdn ning, nén st dung anastrozole mot cach than trong

Tré em )

O bé trai bj v to khi ddy thi (10-17 tudi), anastrozole duge hép thu nhanh chéng, phan bd rong rai
toan than va dugc thai trir cham véi thoi gian bén thai khoang 2 ngay. D§ thanh thai anastrozole & bé
gai (3-10 tudi) thap hon & bé trai 16n twdi hon va phoi nhiém cao hon. O bé gai, anastrozole ciing
phén b réng rai va thai trir cham.
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Quy CACH PONG GOI: Hop 3 vi x 10 vién nén bao phim.
PIEU KIEN BAO QUAN: Béo quan & nhiét d6 dudi 30°C.

HAN DUNG: 24 thang ké tir ngay san xuat

TIEU CHUAN CHAT LUQNG CUA THUOC: Tiéu chuan co s&
TEN, PIA CHI CUA CO SO SAN XUAT THUOC

San xuét tai Pire, bdi Haupt Pharma Miinster GmbH
Bia chi: Schleebriiggenkamp 15, 48159 Miinster, Dire.

LR RS
Ho va+4én: PhilipGraf __
Chirc danh: Regulatory Affairs Manager

DENK PHARMA GmbH & Co. KG
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