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4.2,

AROMASIN®

Rx

CANH BAO BAC BIET:

Thuoc nay chi dung theo dan cua bac si.

Khong dung qua lieu chi dinh.

Doc ky huong dan sir dung truoc khi dung.

Neu can them thong tin xin hoi y kien bac sT.

Thong bao cho bac si nhu'ng tac dung khong mong muon gap phai khi su-dung thubc.
Khong su' dung thuoc da qua han dung.

Be xa tarn tay tre em.

TENSANPHAM:
AROMASIN®

THANH PHAN DINH LIfONG VA DINH TINH

Moi vien nen chu'a 25 mg exemestan.

DANG BAO CHE
Vien nen bao dubng dung theo duang uong.

DAC TINH LAM SANG
Chi dinh dieu tr|

Aromasin duOc chi dinh dieu trj ho tro doi voi phu nu' sau man kinh bi unglhu”yu; giai doan
sbm co thu the oestrogen duong tinh (EBC), sau 2 - 3 nam dieu tri ho tro”bir*dau bdng
tamoxifen.

Aromasin duo'c chi dinh dieu trj ung thu' vu tien trien o phu nu' sau khi man kinh theo sinh ly
tu’ nhien hoac do cac nguyen nhan khac sau khi dieu tri bang lieu phap khang oestrogen.
Hieu qua cua thuoc khong dupe thay tren cac benh nhan co thu the oestrogen am tinh.

Lieu dung va phirorng phap suldung

Lieu dung

Ngud'i lon va benh nhan 1&n tudi

Lieu khuyen cao cua Aromasin la 1vien 25mg x 1 lan/ngay, nen uong sau khi an.
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4.3.

4.4,

4.5.

6 nhu'ng benh nhan ung thu vu giai doan sdm, nen tiep tuc dieu tri bang Aromasin cho toi
khi hoan thanh 5 nam dieu tri vdi lieu phaphooc mon ho tro ket hop tuan tu (tamoxifen roi
den Aromasin), hoac sdm hon neu xay ra khoi u tai phat.

6 benh nhan ung thu vu tien trien, nen tiep tuc dieu tri vdi Aromasin cho toi khi su phat
trien cua khoi u da ro rang.

Khong can dieu chinh lieu d benh nhan suy gan hoac suy than (xem phan 5.2).

Benh nhan nhi
Khong nen dung cho tre em

Chong chi dinh

Vien nen Aromasin dupe chong chi dinh d benh nhan co tien su qua man vdi hoat chat hay
bat ky ta dupe nao dupe liet ke trong phan 6.1, d phu nu tien man kinh va phu nu' dang
mang thai hoac dang cho con bu.

Canh bao va than trong dac biet khi su dung

Khong nen dung Aromasin cho phu nulbj roi loan noi tiet tien man kinh. Do do, bat cu khi nao
thich hop ve mat lam sang, can xac djnh tinh trang roi loan sau man kinh bang each tham dinh
nong do LH, FSH va oestradiol.

Can dung Aromasin than trong d benh nhan suy gan hoac suy than.

Vien Aromasin chua sucrose va khong nen dung cho benh nhan co van de di truyen hiem gap
la khong dung nap fructose, hap thu kem glucose-galactose hoac thieu sucrase-isomaltase.

Vien Aromasin chua methyl-p-hydroxybenzoat co the gay ra cac phan ung dj ung (co the bi
eham).

Aromasin la chat lam giam oestrogen manh, va da quan sat thay giam ty trong khoang chat cua
xuang (BMD) va tang ty le gay xuang sau khi dung thuoc (xem phan 5.1). Khi bit dau dieu tri
ho trp vdi Aromasin, phu nu' bi loang xuang hoac co nguy co-loang xuang nen, dupe danh gia
ca ban khoang chat cua xuang ngay trude dieu tri dua tren hudng dan va tlwc n~h 1lamsang
hien tai. Benh nhan co benh tien trien nen dupe danh gia ty trong khoang chat ciiaxho'ng tren
co so tung trudng hop cu the. Mac du kliong co du du lieu cho thay cac anh hudng cua lieu
phap trong dieu trj giam ty trong khoang chat cua xuang do Aromasin, benh nhan dupe dieu tri
vdi Aromasin nen dupe theo doi can than va dieu tri hoac du phong loang xuang nen dupe bit
dau cho cac benh nhan co nguy co.

Nen xem xet danh gia thubng xuyen nong do vitamin D 25 hydroxy trude khi bit dau dieu tri
bang chat uc che aromatase, do ty le thieu hut nghiem trong pho bien d phu nu' mic ung thu vu
giai doan sdm. Phu nu' bi thieu Vitamin D nen dupe bo sung Vitamin D.

Tirong tac vdi cac thuoc khac va cac dang tuong tac khac

Cac bang chung tren in vitro cho thay thuoc dupe chuyen hoa qua cytochrom P450 CYP
3A4, nhd cac enzym aldoketpreductase (xem phan 5.2) va khong uc che bat ky isoenzym
CYP chinh nao. Trong mot nghien cuu dupe dong hoc lam sang, su uc che dac hieu
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4.6.

4.7.

4.8.

CYP3A4 bdi ketoconazole khong gay ra anh hudng ro ret nao doi vdi dupe dong hoc cua
exemestan.

Trong mot nghien cuu tuOng tac vdi rifampicin, mot chat gay cam ung CYP450 manh, d
lieu 600 mg hang ngay va lieu don exemestan 25 mg, AUC cua exemestan giam 54% va
Cmax giam 41%. Do chua danh gia dupe sir lien quan ve mat lam sang cua tt'Ong tac nay,
viec dung dong thdi vdi cac thuoc, nhu rifampicin, thuoc chong co giat (vi du nhu phenytoin
va carbamazepin) va cac che pham thao dupe chua hypericum perforatum (St John's Wort)
da biet la gay cam ung CYP3A4 co the giam hieu qua cua Aromasin.

Nen dung Aromasin than trong vdi cac thuoc dupe chuyen hoa qua CYP3A4 va co khoang
dieu tn hep. Khong co kinh nghiem lam sang ve viec dung dong thdi Aromasin vdi cac
thuoc chong ung thu khac.

Khong nen dung dong thdi Aromasin vdi cac thuoc chua oestrogen do cac thuoc nay se lam
mat tac dung dupe ly cua no.

Anh hirong den kha nang sinh san, phu nu*co thai va thdi ky cho con bu
Su dung trong thai ky

Khong co du' lieu lam sang ve phu nu co thai tiep xuc vdi Aromasin. Nghien cuu tren dong
vat da cho thay doc tinh sinh san (xem phan 5.3). Do do Aromasin bi chong chi dinh cho
phu nu mang thai.

Su dung trong thdi ky cho con bu

Chua biet exemestan co dupe bai tiet vao sua ngudi hay khong. Khong nen dung Aromasin
cho phu nu cho con bu.

Phu nuldang tien man kinh hoac co kha nang mang thai

Thay thuoc can thao luan vdi benh nhan ve su can thiet phai su dung biep phdp tranh thai
thich hop vdi phu nu co kha nang mang thai bao gom phu nu tien mamJdifepoac mdi sau
man kinh, den khi tinh trang sau man kinh cua ho hoan toan on dinh (xem pn&n-4.3 va 4.4)

Anh hudng tren kha nang lai xe va van hanh may moc

Buon ngu, lo mo', suy nhupc va chong mat da dupe bao cao khi dung thuoc. Benh nhan nen
dupe khuyen cao rang neu gap cac tac dung nay thi kha nang the chat va/hoac tinh than can
thiet de van hanh may moc hoac lai xe cua ho co the bi suy giam.

Tac dung khong mong muon

Qua tat ca cac nghien cuu lam sang, Aromasin nhin chung dupe dung nap tot vdi lieu tieu
chuan Aromasin 25mg/ngay, cac tac dung khong mong muon thudng nhe hoac vua.

Ty le ngung thuoc do cac tac dung khong mong muon la 7,4% tren benh nhan ung thu vu
giai doan sdm dupe dieu tri ho trp vdi Aromasin sau khi dung lieu phap ho trp ban dau vdi
tamoxifen. Cac tac dung khong mong muon thudng gap nhat la nong bung (22%), dau khop
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(18%) va met moi (16%).

Ty le ngung thuoc do cac tac dung khong mong muon la 2,8% tren tong so benh nhan ung
thu vu tien trien. Cac tac dung khong mong muon thudng gap nhat la nong bung (14%) va
buon non (12%).

Hau het cac tac dung khong mong muon la do tac dung thong thudng ve mat duoc ly cua
viec giam oestrogen (vi du: nong bung).

Cac bao cao ve tac dung khong mong muon tu nghien cuu lam sang va thuc td sau khi luu
hanh thuoc duoc liet ke dubi day, phan loai theo he thong co quan va theo tan suat. Tan sudt
duoc quy udc nhu sau: Rat thudng gap (>1/10), Thudng gap (>1/100 den <1/10), Khong
thudng gap (>1/1.000 ddn <1/100), Hiem gap (>1/10.000 ddn <1/1.000); Rit hidm gap
(<1/10.000); Chua biet (khong the udc tinh tu du lieu co san).

Roi loan man va lie bach huyet:

Rat thudng ga Giam bach cau(**)

Thudng gap Giam tieu cam**'
Chua biet Giam so luong te bao lympho(**)
Roi loan he mien dich:
Khong thudng gap Qua man

Roi loan chuyen hoa va dinh du&ng:

Thudng gap Chan an

Roi loan tarn than:

Rat thudng gap Tram cam, mat ngu

Roi loan lie than kinh:

Rat thudng gap Dau dau, chong mat

Thudng gap Hoi chung ong co tay, di cam

Hiem gap Lo mo

Roi loan mach:

Rat thudng gap Nong bung \ O
Roi loan tieu hoa:

Rat thudng gap Dau bung, buon non

Thudng gap Non, tieu chay, tao bon, kho tieu

Roi loan gan mat:

Rat thudng gap Tang men gan, tang bilirubin huyet, tang phosphatase

kiem huyet

Hiem gap Viem gan (l), viem gan u mat(l)
Roi loan da va mo dic&i da:

Rat thudng gap Tang tiet mo hoi

Thudng gap Rung toe, phat ban, me day, ngua

Hiem gap Ngoai ban mun mu toan than cap tinh(l1
Roi loan co'xuong vaxuong:

Rat thudng gap Dau khop va co-xuong r)
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Thudng gap Gay xuong, loang xuong
Cac roi loan chung va tai vi tridieu tri:

Rat thudng gap Dau, met moi

Thudng gap Phu ngoai bien, suy nhuoc

(*) Bao gom: dau khop, va dau vdi mat do it hon d cac chi, viem xuong khop, dau lung, viem khop,
dau co va cung khop.

(**) Giam bach cau va giam tieu cau hiem khi duoc bao cao 6 benh nhan mac ung thu vu tien triln.
Ba quan sat thay doi khi giam te bao lympho a khoang 20% benh nhan dupe cho dung Aromasin,
dac biet la d benh nhan bi giam te bao lympho tu trude; tuy nhien, so lupng te bao lympho trung
binh d cac benh nhan nay khong thay doi ro ret theo thdi gian va khong thay muc tang nhilm vi rus
tuong ung. Chua quan sat thay cac tac dung nay d cac benh nhan dupe dieu trj trong nghien cuu ung
thu vu giai doan sdm.

(D Tan suat dupe tinh theo quy tac 3/X.

Bang du'di day the hien tan suat cua cac tac dung khong mong muon va benh tat da duoc
dinh trude trong nghien cuu ung thu vu giai doan sdm la Nghien cuu Exemestan Lien nhom
(Intergroup Exemestane Study - IES), khong phan biet quan he nhan qua, dugc bao cao d
cac benh nhan dupe dieu tri thu nghiem va len den 30 ngay sau khi ngung dieu tri thu

nghiem.
Tac dung khong mong muon va Exemestan Tamoxifen
benh tat (N = 2249) (N = 2279)
Nong bung 491 (21,8%) 457 (20,1%)
Met moi 367 (16,3%) 344 (15,1%)
Dau dau 305 (13,6%) 255 (11,2%)
Mat ngu 290 (12,9%) 204 (9,0%i
Tang tiet mo hoi 270(12,0%) 242 (40,%),
Benh phu khoa 235 (10,5%) 340(14>%|

Chong mat

Buon non

Loang xuong

Xuat huyet am dao

Cac benh ung thu chu yeu khac
Non

Roi loan thi lire

Nghen mach do huyet khoi
Gay xuong do loang xuong
Nhoi mau co tim

224(10,0%)
200 (8,9%)
116(5,2%)
90 (4,0%)
84 (3,6%)
50 (2,2%)
45 (2,0%)
16(0,7%)
14(0,6%)
13 (0,6%)

200 (8,8%)
208 (9,1%)
66 (2,9%)
121 (5,3%)
125 (5,3%)
54 (2,4%)
53 (2,3%)
42(1,8%)
12(0,5%)
4 (0,2%)
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4.9.

Trong nghien cuu IES, tan suat cua cac bien co thieu mau cue bo tim trong nhom dieu tri
bang exemestan la 4,5% so vdi nhom dieu trj bang tamoxifen la 4,2%. Khong thay chenh
lenh ro ret doi vdi bat ky bien co tim mach rieng le nao bao gom tang huyet ap (9,9% so vdi
8,4%), nhoi mau coltim (0,6% so vdi 0,2%) va suy tim (1,1% so vdi 0,7%).

Trong nghien cuu IES, exemestan lien quan den ty le tang cholesterol trong mau cao hon so
vdi tamoxifen (3,7% so vdi 2,1%).

Trong mot nghien cuu ngau nhien, mu doi rieng biet ve phu nu sau man kinh mac ung thu
vu giai doan sdm co nguy co-thap duoc dieu tri vdi exemestan (14=73) hoac gia duoc (N=73)
trong 24 thang, exemestan lien quan den mure giam trung binh 7-9% cholesterol HDL trong
huyet tuong, so vdi mure tang 1% d gia dugc. Cung giam 5-6% apolipoprotein Al trong
nhom exemestan so vdi 0-2% d gia duoc. Tac dung len cac thong so chat beo khac duoc
phan tich (tong cholesterol, cholesterol LDL, triglycerid, apolipoprotein-B va lipoprotein-a)
tuong duong nhau d hai nhom dieu tri. Y nghTa lam sang cua cac ket qua nay la khong ro
rang.

Trong nghien cuu IES, quan sat thay loet da day d tan suat cao hon trong nhom exemestan
so vdi nhom tamoxifen (0,7% so vdi <0,1%). Phan ldn benh nhan dung exemestan bi loet da
day da dugc dieu tri dong thdi vdi cac chat chong viem khong phai loai steroid va/hoac co
tien su benh.

Bao cao cac tac dung khong mong muon nghi ngd

Bao cao cac tac dung khong mong muon nghi ngd sau khi luu hanh thuoc la rat quan trpng.
Dieu nay cho phep tiep tuc theo doi ty le Igi ich/ nguy co khi su dung thuoc.

Qua lieu

Cac nghien cuu lam sang da dugc tien hanh vdi Aromasin vdi lieu do'n len tdi 800mg cho
ngudi tinh nguyen la phu nu-khoe manh va lieu 600mg/ngay vdi phu nu-sau klii man kinh bi
ung thu vu giai doan tien trien; nhu'ng lieu nay dugc dung nap tot. Lieu don Aromasin co the
dan den cac trieu chung de dga tinh mang chua dugc biet den. Tren chuot cdngh&k end, con
vat bi chet sau khi dung lieu don tuong duong tuong ung vdi 2000 va 4000NairmJi dugc
khuyen cao d ngudi tinh theo mg/m2. Khong co thuoc giai doc dac hieu khi duhgyqua lieu
ma phai dieu trj trieu chung. Cham soc ho tro chung, bao gom theo doi thudng xuyen cac
dau hieu sinh ton va quan sat chat che benh nhan, duoc chi dinh.

CAC BAC TINH DIfOC LY HOC

Cac dac tinh duCc lux hoc
Nhom dugc ly dieu trj: chat uc che aromatase dang steroid, chong tan sinh.

ATC: L02BG06
Co che tac dung

Exemestan la chat uc che khong thuan nghich aromatase dang steroid, co cau true lien quan
den chat nen tu nhien la androstenedion. Cphu nu' sau khi man kinh, cac oestrogen dugc tao
thanh chu yeu tu su chuyen doi androgen thanh oestrogen nhd enzym aromatase trong cac
mo ngoai vi. Su giam tao thanh oestrogen do uc che aromatase la mot phuong phap dieu trj

Page 6 of 12



LPD Title: Exemestan tablets

LPD Date: Feb 15, 2016

Country: Vietnam

Reference SPC: UK SPC Reference SPC date: Jut 2015

chon loc va hieu qua cho tru‘dng hop ung thu vu phu thuoc hormon d phu nu sau khi man
kinh. Gphu nu' sau khi man kinh, Aromasin p.o. (dung dudng uong) lam giam dang kd
nong do oestrogen trong huyet thanh, bat dau tu lieu 5mg, su giam nong do oestrogen dat
dugc toi da (> 90%) vdi lieu 10 - 25mg. Q benh nhan ung thu vu giai doan sau man Kinh,
dieu tri vdi lieu 25mg/ngay, qua trinh tao oestrogen nhd aromatase trong toan bo co thd
giam 98%.

Exemestan khong co bat ley hoat tinh progestogen hay oestrogen nao. Float tinh androgen
nhe co the do dan chat 17-hydro, da dugc quan sat thay chu yeu d lieu cao. Trong cac thu
nghiem da lieu dung hang ngay, khong xac dinh dugc anh hudng nao cua Aromasin tdi su
sinh tong hgp cortisol hay aldosteron cua tuyen thugng than, do trude va sau khi tien hanh
thu nghiem ACTH, dieu do chung to tinh chgn Igc cua exemestan doi vdi cac enzym khac
lien quan den con dudng tong hgp cac hormon nhan steroid.

Do do su thay the cac glucocorticoid hoac mineralocorticoid la khong can thiet. Da quan sat
thay co su gia tang nhe, khong phu thuoc lieu cua nong do LH va FSH trong huyet thanh,
tham chi d cac lieu thap. Tuy nhien, tac dung nay, du kien se xay ra vdi nhom dugc chat nay
va co the la do ket qua cua qua trinh dieu hoa ngugc (feedback) cua tuyen yen, do thuoc lam
giam oestrogen nen se kich thich tuyen yen tiet gonadotropin (d ca nhu'ng phu nu' sau khi
man kinh).

Hieu qua va an toan lam sang
Dieu tri ho tro' ung thu vu giai doan sdm

Trong thu nghiem da trung tarn, ngau nhien, mil doi (Nghien cuu Intergroup Exemestan
[IES]), dugc thuc hien tren 4724 benh nhan d giai doan sau man kinh co thu the oestrogen
duong tinh hoac ung thu vu giai doan dau chua phat hien, nhu'ng benh nhan khong con benh
sau khi dung lieu phap ho trg tamoxifen trong 2 -3 nam dugc chgn ngau nhien de dugc dieu
tri bang Aromasin (25mg/ngay) hoac tamoxifen (20 hoac 30mg/ngay) de hoan thanh het 5
nam didu tri bang lieu phap hormon.

Theo doi trung binh trong 52 thang nghien cuu IES

Sau khoang thdi gian dieu tri trung binh khoang 30 thang va theo doi trung birth khoang 52
thang, cac ket qua cho thay dieu tri lien tuc vdi Aromasin sau khi da dieu tn*rtpK Apam vdi
lieu phap tamoxifen cho su tien trien ro ret co y nghia lam sang va thong ke ve khdang thdi
gian song khong mang benh (disease - free survival - DFS) so vdi viec dung tiep tuc
tamoxifen. Cac phan tich cho thay trong thdi gian tien hanh nghien cuu, Aromasin lam giam
nguy co tai phat ung thu vu tdi 24% so vdi tamoxifen (ty so nguy co 0,76; p=0,00015). Lgi
ich cua exemestan doi vdi khoang thdi gian song khong mang benh so vdi tamoxifen la ro
rang, du la trong tinh trang co hach hay dung hoa tri lieu trude do.

Aromasin cung lam giam ro ret nguy co bi ung thu vu doi ben (ty so nguy co 0,57; p =
0,04158).

Trong toan bo gquan the nghien cuu, quan sat thay co xu hudng tang ty le song con toan bo d
nhom dung exemestan (222 ngudi chet) so vdi nhom dung tamoxifen (262 ngudi chet) vdi
ty so nguy co 0,85 (log-rank test: p = 0,07362), the hien d viec giam 15% nguy co tu vong
vdi nhom dung exemestan. Quan sat thay giam ro ret ve mat thong ke 23% nguy co tu vong
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(ty so nguy co-cho ty le con song contoan bo 0,77; kiem dinh Wald: p = 0,0069) b nhom
exemestan so vdi nhom tamoxifen khi dieu chinh cho cac yeu to tien lirorng da duoc dinh
trude (vi du nhu tinh trang ER, tinh trang co hach, hoa trj trude do, su dung HRT va su dung
bisphosphonat).

Ket qua ve hieu qua chinh trong 52 thang d tat ca cac benh nhan (nhom benh nhan du’
dinh dieu tri) va cac benh nhan co thu the oestrogen dinrng tinh

Tac dung cua Tac dung cua Ty le nguy oo*
Exemestan /N (%) Tamoxifen /N (%) (Cl 95%)

Thdi gian song khong mang benh a

Tat ca cac benh nhan 354/2352 (15,1%)  453/2372 (19,1%) 0,76 (0,67-0,88) 0,00015
Benh nhan ER+ 289/2023 (14,3%) 370/2021 (18,3%) 0,75 (0,65-0,88) 0,00030
Ty le mac ung thu* vu doi ben

Tat ca cac benh nhan 20 /2352 (0,9%) 35/2372 (1,5%) 0,57 (0,33-0,99) 0,04158
Benh nhan ER+ 18 /2023 (0,9%) 33 /2021 (1,6%) 0,54 (0,30-0,95) 0,03048
Thdi gian song khong mang benh ung thu*vu b

Tat ca cac benh nhan 289/2352 (12,3%)  373/2372 (15,7%) 0,76 (0,65-0,89) 0,00041
Benh nhan ER+ 232/2023 (11,5%) 305/2021 (15,1%) 0,73 (0,62-0,87) 0,00038
Thdi gian song khong bj tai phat lan rongc

Tat ca cac benh nhan 248/2352 (10,5%)  297/2372 (12,5%) 0,83 (0,70-0,98) 0,02621
Benh nhan ER+ 194 /2023 (9,6%) 242/2021 (12,0%) 0,78 (0,65-0,95) 0,01123
Thdi gian song con toan bo d

Tat ca cac benh nhan 222 /2352 (9,4%)  262/2372 (11,0%) 0,85 (0,71-1,02" 0,07362
Benh nhan ER+ 178 /2023 (8,8%) 211 /2021 (10,4%) 0,84 (0,6fPT)Q2"\\0,07569

Quan the danh gia Gia trj p*

aThdi gian song khong mang benh duoc xac dinh la thdi gian ke tu khi dieu tri tdi khi xuat hien lin diu tien cua tai
phat lan rpng hay khu tru, ung thu vu doi ben, hoac tu vong do bat ky nguyen nhan nao;

bThdi gian song khong mang benh ung thu vu duoc xac dinh la thdi gian ke tu khi dieu tri tdi khi xuit hien diu tien
cua tai phat lan rong hay khu tru, ung thu vu doi ben hoac tu vong do ung thu vu;

cThdi gian song ma khong bj tai phat lan rong dugc xac djnh la thdi gian lce tu khi dieu tri tdi khi xuit hien diu tien
cua tai phat lan rong hoac tu vong do ung thu vu;

dThdi gian song toan bo dugc xac dinh la thdi gian ke tu khi dieu tri den khi co bien co tu vong do bit ley nguyen nhan
nao.

Trong phan tich bo sung cho phan nhom cac benh nhan co thu the oestrogen duong tinh hay
d tinh trang chua biet, ty so nguy co cho ty le song con toan bo chua dieu chinh la 0,83 (log-
rank test: p = 0,04250), the hien muc giam ro ret ve mat lam sang va thdng ke 17% d nguy
co tu vong.

Ket gua tu nghien cuu phu ve xuong IES cho thay phu nu duoc dieu trj vdi Aromasin sau 2
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den 3 nam dieu tri bang tamoxifen bi giam vdi muc do trung binh ve ty trong khoang chat
cua xuong. Trong nghien cuu tong the, ty le gay xuong phat sinh trong dieu tri dugc danh
gia trong thdi gian dieu tri 30 thang cao hon d benh nhan dugc dieu tri vdi Aromasin so vdi
tamoxifen (tuong ung la 4,5% va 3,3%, p = 0,038).

Cac ket qua tu mot nghien cuu phu ve noi mac tu cung IES cho thay sau 2 nam dieu tri, d
benh nhan dung Aromasin trung binh giam 33% do day noi mac tu cung trong khi d nhom
dieu tri bang tamoxifen khong co su thay doi dang ke nao. Do day cua noi mac tu cung,
dugc bao cao khi bat dau dieu tri, trd lai binh thudng (<5 mm) d 54% so benh nhan dieu tri
vdi Aromasin.

Theo doi trung binh trong 87 thang IES

Sau khoang thdi gian dieu tri trung binh khoang 30 thang va theo doi trung binh khoang 87
thang, cac ket qua cho thay dieu trj lien tuc vdi exemestan sau khi da dieu trj 2 den 3 nam
vdi lieu phap tamoxifen cho su tien trien ro ret co y nghTa lam sang va thong ke ve khoang
thdi gian song khong mang benh (disease - free survival - DFS) so vdi viec dung tiep tuc
tamoxifen. Cac ket qua cho thay trong thdi gian tien hanh nghien cuu, Aromasin lam giam
ro ret nguy co tai phat ung thu vu tdi 16% so vdi tamoxifen (ty so nguy co-0,84; p=0,002).

Nhin chung, tac dung co Igi cua exemestan so vdi tamoxifen doi vdi DFS la ro rang bat ke
tinh trang co hach hay hoa trj trude do hay lieu phap hooc mon._Su ro ret ve thong ke khong
duy tri dugc d mot so nhom nho co so mau nho. Dieu nay the hien xu hudng cho thay
exemestan co Igi hon d benh nhan co nhieu hon 9 hach duong tinh, hoac hoa trj bang CMF
trude do. G cac benh nhan vdi tinh trang co hach chua biet, su dung lieu phap hoa trj khac
trude do, cung nhu tinh trang lieu phap hooc mon trude do chua biet/bi mat, quan sat thay
xu hudng ro ret khong mang tinh thong ke la tamoxifen co Igi hon.

Ngoai ra, exemestan cung keo dai dang ke thdi gian song khong bj ung thu vu (ty so nguy co
0,82; p = 0,00263), va khoang thdi gian song khong tai phat benh (ty so nguy co 0,85; p =
0,02425).

Aromasin cung lam giam nguy co bi ung thu vu doi ben, mac du quan sat thay hieu qua ve
mat thong ke khong dang ke trong qua trinh nghien cuu dugc quan sat nay (ty sdkftguy\co
0,74; p = 0,12983). Trong toan bo quan the nghien cuu, quan sat thay co xu huriiiAsfdiQkMle
song con toan bo d nhom dung exemestan (373 ngudi chet) so vdi nhom dung tamoxifen
(420 ngudi chet) vdi ty so nguy co 0,89 (log-rank test: p = 0,08972), the hien d viec giam
11% nguy co tu-vong vdi nhom dung exemestan. Khi dieu chinh cac yeu to tien luong da
dinh trude (vi du nhu tinh trang ER, tinh trang co hach, hoa tri trude do, su dung HRT va su
dung bisphosphonat), quan sat thay muc giam ro ret ve mat thong ke 18% nguy co tu vong
(ty so nguy co cho ty le song con toan bo 0,82; kiem dinh Wald: p = 0,0082) d nhom dung
exemestan so vdi nhom dung tamoxifen trong toan bo quan the nghien cuu.

Trong phan tich bo sung doi vdi phan nhom nhuhg benh nhan co thu the oestrogen duong
tinh hay d tinh trang chua phat hien, ty le nguy co song con toan bo chua hieu chinh la 0,86
(log-rank test: p = 0,04262), the hien d su giam ro ret co y nghTa lam sang va thong ke 14%
nguy co tu vong.

Cac ket qua tu mot nghien cuu phu tren xuong cho thay rang dieu tri bang exemestan trong
tu 2 - 3 nam sau 3 -2 nam dieu trj bang tamoxifen da lam tang su mat xuong trong qua trinh
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5.2.

dieu tri (ty le % thay doi trung binh so vdi ban dau ve mat do xuong b thdi diem 36 thang la
-3,37 [d xuong song], -2,96 [b xuong chau] b nhom dung exemestan va la -1,29 [b xuang
song], -2,02 [xuong chau] b nhom tamoxifen). Tuy nhien vao cuoi qua trinh sau khi dieu tri
24 thang chi co nhu'ng khac biet nho ve mat do xuong so vbi ban dau cho ca 2 nhom dieu tri,
trong do nhom tamoxifen co muc giam cuoi cung ve mat do xuong b tat ca cac vj tri hoi cao
hon so vbi nhom exemestan (ty le % thay doi trung binh so vbi ban dau ve mat do xuong b
thbi diem 24 thang sau dieu tri la -2,17 [b xuong song], -3,06 [b xuong chau] b nhom dung
exemestan va la -3,44 [b xuotig song], -4,15 [xuong chau] b nhom tamoxifen).

Tong so tru'bng hop gay xuong dugc bao cao trong khi dieu tri va trong qua trinh theo doi
cao hon ro ret b nhom exemestan so vbi tamoxifen (169 [7,3%] so vbi 122 [5,2%]; p =
0,004), nhung khong thay khac biet ve so tru’bng hop gay xuong dugc bao cao la do loang
xuong.

Dieu tri ung thu vu giai doan tien trien

Trong mot thu nghiem lam sang, ngau nhien, tuong duong, co kiem soat, vbi Aromasin b
lieu dung hang ngay 25mg da cho thay co tac dung keo dai thbi gian song sot, thbi gian tbi
khi tien trien benh (Time to Progression - TTP), thbi gian den khi that bai dieu tri (Time to
Treatment Failure - TTF) so vbi mot lieu phap dieu tri bang hormon chuan la megestrol
acetat tren benh nhan ung thu vu giai doan tien trien sau giai doan man kinh, da co tien trien
sau khi, hoac trong khi dieu tri vbi tamoxifen nhu lieu phap ho tro hoac nhu dieu tri dau tay
khi benh tien trien.

Cac dac tinh duGc dong hoc

Hap thu

Sau khi uong vien nen Aromasin, exemestan dugc hap thu nhanh chong. Ty le thuoc dugc
hap thu tai duong tieu hoa lbn. Chua biet dugc sinh kha dung tuyet doi cua thuoc b ngubi,
tuy nhien, sinh kha dung dugc du doan la se bi han che do anh hubng Ibn cua.chuyen hoa
gua gan lan dau. Cung vi anh hubng tuong tu nhu vay ma sinh kha dung tuybtdbTtrep chuot
cong va cho la 5%. Sau khi dung lieu don 25mg, nong do thi da trong huyeTg™aplj la 18
ng/mL, dat dugc sau 2 gib. Khi uong kern vbi thuc an, sinh kha dung tang len khoang 40%.

Phan bo

The tich phan bo cua exemestan, khong hieu chinh cho sinh kha dung duong uong, la
khoang 20.000 L. Dugc dong hgc la tuyen tinh va thbi gian ban thai cuoi la 24h. 90% thuoc
lien ket vbi protein huyet tuong va khong phu thuoc vao nong do thuoc.

Exemestan va cac chat chuyen hoa cua no khong lien ket vbi hong cau.
Exemestan khong tich luy theo each thuc ngoai du kien khi dung lieu lap lai.
Thdi tru

Exemestan dugc chuyen hoa nhb qua trinh oxy hoa nhom methylen tai vi tri so 6 nhb
isoenzym CYP3A4 va/hoac su khu nhom 17-keto nhb enzym aid oketoreductase roi ket hgp
lai. Do thanh thai cua exemestan la khoang 500 L/h khong hieu chinh cho sinh kha dung
duong uong (CL/F).
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5.3.

Cac chat chuyen hoa khong con hoat tinh hoac uc che aromatase thap hon chat me.

Luang bai tiet khong doi trong nude tieu la 1% lieu thuoc. Trong nude tieu va phan cac
lu'ong tuong duong (40%) exemestan co gan 14C bi thai tru trong vong mot tuan.

Cac nhom benh nhan dac biet
Tuoi tac

Khong quan sat thay su lien quan ro ret giu'a tuoi tac cua doi tuong va nong do Aromasin
trong co the.

Benh nhan suv than

Q benh nhan suy than nang (CLcr <30 mL/phut) nong do exemestan trong co the cao hon 2
lan so vdi ngudi tinh nguyen khoe manh.

Do dac tinh an toan cua exemestan, khong can dieu chinh lieu dung.
Benh nhan suv gan

6 benh nhan suy gan vua den nang, nong do exemestan trong co the cao hon 2 -3 lan so vdi
ngudi tinh nguyen khoe manh. Do dac tinh an toan cua exemestan, khong can dieu chinh
lieu dung.

Du lieu an toan tien lam sang

Nghien cuu doc tinh

Cac phat hien trong cac nghien cuu ve doc tinh vdi lieu nhac lai d chuot cong va cho thudng
co thl quy cho tac dung dugc ly cua exemestan, nhu anh hudng den co quan sinh san va co
guan phu. Cac doc tinh khac (tren gan, than hoac he than kinh trung uong) da dugc ghi nhan
chi d muc nong do dugc coi la du de dat tdi nong do tdi da d ngudi va dugc xac dinh la rat it
lien quan den viec su dung tren lam sang.

Kha nang gay dot bien X Kk

Exemestan khong gay dot bien gen tren vi khuan (thu nghiem Ames), treut~dp chuot
dong Trung Quoc V79, tren te bao gan chuot cong hay tren thu nghiem nhan shuisan tren
chuot nhdt. Mac du exemestan la thuoc gay dot bien gen tren te bao lympho tren in vitro,
nhu'ng trong 2 nghien cuu in vivo, thuoc khong gay dot bien gen.

Doc tinh sinh san

Exemestan lam nhiem doc cho phoi cua chuot cong va tho d nong do trong co the tuong tu
nhu nong do thu dugc d ngudi khi dung 25 mg/ngay. Khong co bang chung gay quai thai.

Kha nang gay ung tim

Trong mot nghien cuu ve kha nang gay ung thu cua thuoc tren chuot cong cai trong 2 nam,
khong thdy co cac khoi u lien quan den dieu tri. Tren chuot cong due, nghien cuu ket thuc d
tuan 92, do chuot chet vi benh than man tinh. Trong mot nghien cuu ve kha nang gay ung
thu tren chuot nhdt trong vong 2 nam, nhan thay co su tang ty le u tan sinh d gan d ca giong
due va cai d li8u trung binh va cao (150 va 450 mg/kg/ngay). Ket qua nay dugc cho la lien
guan den su cam ung cac enzym ty the d gan, anh hudng nay da dugc thay tren chuot nhat
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6.

6.2.

6.3.

6.4.

6.5.

nhuhg khong thay tren cac nghien cuu lam sang. Tang ty le u tuyen tai ong than da dugc ghi
nhan tren chuot due d lieu cao (450 mg/kg/ngay). Thay doi nay dugc coi la dac hieu cho

tri 0 ngudi. Khong co anh hudng nao d tren dugc coi la co lien quan ve mat lam sang den
viec dieu tri exemestan cho benh nhan.
CAC DAC TINH DITOC HOC

Danh muc ta dugc

Hydrated colloidal silica, crospovidon, hypromellose, light magnesi carbonat, magnesi
stearat, mannitol, cellulose vi tinh the, methyl para-hydroxybenzoat, macrogol 6000,
polysorbat 80, polyvinyl alcohol, nhu tuong Simethicon, natri starchglycolat loai A,
sucrose, titan dioxyd, nude tinh khiet, sap cetyl ester, talc, sap carnaumk shellac, ethyl
alcohol, isobutyl alcohol, sat oxyd.

Tuong ky

Khong co

Thdi han su dung

36 thang ke tu ngay san xuat.

Than trong dac biet khi bao quan

Bao quan dudi 30°C. Tranh am.

Tinh chat va dung lugng cua bao bi dong gc
Hop 2 vi x 15 vien nen bao dudng.

Tieu chuan: Nha san xuat. tug.CU€ truOng
. . ptruOng phbng
Nha san xuat: Pfizer Italia S.R.L.

Localita Marino del Tronto, 63100 Ascoli Piceno (AP),

(DNhan hieu da dang ky

LPD Date: Feb 15, 2016
Reference UK SPC date: Jul 2015
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BO YTE CONG HOA XA HOI CHU NGHIA VIET NAM
CUC QUAN LY DI/OC Doc lap - Tir do - Hanh phuc

So "Aoydi /QLD-DK * Ha Noi, ngay Of thang 6 nam 2018
V/v cap nhat noi dung td huang dan
sir dung thuoc

Kinh gui: Pfizer (Thailand) Ltd.
Bia chi: Floor 36, 37 United Center Building, 323 Silom Road, Silom,
Bangrak, Bangkok 10500, Thailand.

Tiep theo cong van so 7971/QLD-BK ngay 08/06/2017 cua Cue Quan ly
Dirac, xet dan de nghi nop ngay 29/11/2017 va cac tai lieu bo sung co lien quan
cua cong ty (so tiep nhan 636/BSTBNN) ve viec cap nhat noi dung to huang
dan su dung thuoc doi vai thuoc nuac ngoai da dugc cap so dang ky luu hanh,

Can cu Thong tu so 44/2014/TT-BYT ngay 25/11/2014 cua Bo Y te Quy
dinh viec dang ky thuoc, Thong tu so 06/2016/TT-BYT ngay 08/03/2016 cua Bo
Y te ve Quy dinh ghi nhan thuoc, 9

Can cu bien ban tham dinh ho so thay doi/ bo sung, Cue Quan ly Duac co
y kien nhu sau: r

Dong y de cong ty duac cap nhat noi dung to huang dan su dung thuoc
doi vai thuoc Aromasin, so dang ky: VN-20052-16, cu the:

Bang so sanh noi dung thay doi to huang dan su dung duac dong dau xac
nhan cua Cue Quan ly Dugc va dinh kem theo cong van nay.

Ngoai noi dung dugc thay doi tren, tat ca cac noi dung khac giu nguyen
nhu ho so dang ky thuoc luu tai Cue Quan ly Dugc.

Cong ty dang Ky, nha san xuat phai chiu trach nhiem ve chat lugng doi vai
thuoc luu hanh tren thi truang, noi dung ghi tren nhan thuoc, quy dinh ve sa huu
tri tue lien quan den nhan hieu hang hoa cua thuoc va co trach nhiem thong bao
sir thay doi nay den cac ca quan lien quan va khach hang.

Sau 06 thang ke tu ngay ley cong van nay cong ty khong dugc nhap khau
thuoc tren vai noi dung cu da thay doi cua ta huang dan su dung.

Cue Quan ly Dugc thong bao de cong ty biet va thuc hien dung cac quy
dinh cua Viet Nam ve luu hanh thuoc./.

Noinhan: KT.CUC TRUING

- Nhu tren; PHO CUC TRI/CENG
- Luu: VT, DKT (V).



CUC QUAN LY DUOC
DA PHE DUYET

TD/BS ngay .OHmhang
(theo ( It=—>ttli it...w si/t....v" &hEU

BO Y TE

TOM TAT CAC THAY DOI TRONG TO HITONG DAN StT DUNG

CUA THUOC AROMASIN (SDK: VN-20052-16)

nam -us1. ?

“TOFHITONGO)AN STTDUNG cU
(phan loai bo dirge gach ngang)
LPD Date: 15 Feb, 2016;

Reference UK SPC Date: Jul, 2015.
Thong tin ve san pham cho can bo y te: thu tu cac muc nhu sau:
i. tensanphAm
2. THANH PHAN DINH LUTING VA DINH TINH
3. DANG BAO CHE
4. DAC TINH LAM SANG
4.1 Chidinh dieu tri
4.2 Lieu dung va phirong phap sir dung it
4.3 Chong chi dinh
4.4 Canh bao va than trong dac biet khi sir dung
4.5 Tu'Ong tac voi cac thuoc khac va cac dang tw'Ong tac khac
4.6 Anh hu'irng den kha nang sinh san, phu nu-co thai va then ky
cho con bu
4.7 Anh hird’'ng tren kha nang lai xe va van hanh may moc
4.8 Tac dung khong mong muon
4.9 Qua lieu
5. CAC DAC TINH DITOC LY HOC
5.1 Cac dac tinh dirge lire hoc
5.2 Cac dac tinh du'Oc dong hoc
5.3 Du- lieu an toan tien lam sang
6. CAC DAC TINH DITOC HOC

TO HITONG DAN SITDUNG MOI
(Than them vao/ thav doi duoc danh dau vangl
LPD Date: 17 Aug, 2017
Reference SPC date: Jul, 2015.

Thay doi thu tu va ten cac de muc trong thong tin san pham cho can
bo y te nhu sau:
1. THANH PHAN VA HAM LITONG

Danh muc ta dirge
2. DANG BAO CHE
3. DAC TINH DITOC LUC HOC VA DITOC DONG HOC
3.1 Dac tinh dirge luc hoc
3.2 Cac dac tinh duoc dong hoc
3.3 Dir lieu an toan tien lam sang
4. QUY CACH DONG GOl
5. CHi DINH, LIEU DUNG, CACH DUNG, CHONG CHi

DINH
5.1 CHi DINH
5.2 LIEU DUNG VA CACH DUNG
5.3 CHONG CHi DINH
6. CAC TRITONG HOP THAN TRONG KHI DUNG THUOC

Mang thai va cho con bu

Anh hu'd'ng tren kha nang lai xe va sir dung may moc
7. TUONG TAC CUA THUOC VOI CAC THUOC KHAC VA

CAC LOAI TITONG TAC KHAC

Ly do
thay doi

Thay doi thu tu
va ten cac de
muc trong
thong tin san
pham cho can
bo y te theo yeu
cau cua thong
tu 06/2016/TT-
BYT



TO HITONG DAN SU*DUNG CU
(phan loai bo duoc gach ngang)
LPD Date: 15 Feb, 2016;
Reference UK SPC Date: Jul, 2015.
6.1 Danh muc ta duCc
6.2 TuOng ky
6.3 Then han sir dung
6.4 Than trong dac biet khi bao quan
6.5 Tinh chat va dung luong cua bao bi dong goi

AROMASIN®

Rx

CANH BAO DAC BIET:

Thuoc nay chi dung theo don cua bac sT.
Khong dung qua lieu chi dinh.

Doc ky huong dan sir dung trude khi dung.
Neu can them thong tin xin hoi y kien bac sT.
Thdng-bao cho bac sTnhuhg tac dung khong mong muon gap phai khi
sir dung thuoc.

Khong sir dung thuoc da qua han dung.

De xa tam tay tre em.

1. TEN SAN PHAM:

AROMASIN*

TO HITONG DAN SU*DUNG MOI
("Phan them vao/ thav doi duoc danh dau vane")
LPD Date: 17 Aug, 2017
Reference SPC date: Jul, 2015.
TuCng ky
8. TAC DUNG KHONG MONG MUON
9. QUA LIEU VA CACH Xtf TRI
10. DIEU KIEN BAO QUAN VA HAN DUNG CUA THUOC
Than trong dac biet khi bao quan
Han sir dung
11. TEN, DIA CHi CUA CO SO SAN XUAT
12 NGAY PHE DUYET TO HITONG DAN SU* DUNG
THUOC

AROMASIN®
Thon<i tin ve san pham danh cho can bov te
Rx
CANH BAO DAC BIET:
Thuoc nay chi dung theo don cua bac sT.
Khong dung qua lieu chi djnh.
Doc ky hudng dan sir dung trude khi dung.
Neu can them thong tin xin hoi y kien bac sT.
Hav thone bao cho bac ST nhirne tac dune khone mone muon eao
phai khi sir dung thuoc.
Khong sir dung thuoc da qua han dung.
De xa tam tay tre em.

Ly do
thay doi

Khong lap lai ten
thuoc do ten
thuoc da co d
dau to hudng
dan su dung

%



TO HITONG DAN SU*DUNG CU TO HITONG DAN SIT DUNG MOI Ly do

(phan loai bo dugc ggch-ngang) (Than them vao/ thav doi duoc danh dau vane) thay doi
LPD Date: 15 Feb, 2016; LPD Date: 17 Aug, 2017,
Reference UK SPC Date: Jul, 2015. Reference SPC date: Jul, 2015.
3. DANG BAO CHE 2. DANG BAO CHE
Vien nen bao duong dung thee duong uong Vien nen bao dudng
5. CAC DAC TINH DITOC HOC 3. CAC DAC TINH DUOC LUC HOC VA DUOC DONG HOC

5.1 Cac dac tinh dirge lire hoc 3.1 Dac tinh dirge lire hoc

Hieu qua va an toan lam sang
Hieu qua va an toan lam sang

Theo doi trung binh trong 52 thdng nghien cuu IES

Theo doi trung binh trong 52 thang nghien cuu IES A

Trong toan bo quan the nghien cuu, quan sat thay co xu hudng
Trong toan bo quin the nghien cuu, quan sat thay co xu huang tang tang ty le song con toan bo d nhom dung exemestan (222 ngudi
ty le s6ng con toan bo a nhom dung exemestan (222 ngudi chet) so chet) so vdi nhom dung tamoxifen (262 ngudi chet) vdi ty so
vdi nhom dung tamoxifen (262 ngudi chet) vdi ty so nguy co 0,85 nguy co 0,85 (log-rank test: p = 0,07362), the hien d viec giam
(log-rank test: p = 0,07362), the hien d viec giam 15% nguy co tu 15% nguy co tu vong vdi nhom dung exemestan. Quan sat thay
vong vdi nhom dung exemestan. Quan sat thay giam ro ret ve mat giam ro ret ve mat thdng ke 23% nguy co tu vong (ty so nguy co
thdng ke 23% nguy co tu vong (ty so nguy co cho ty le edn song cho tv le sons con toan bo 0,77; kiem dinh Wald: p = 0,0069) d
contoan bo 0,77; kiem dinh Wald: p = 0,0069) d nhom exemestan nhom exemestan so vdi nhom tamoxifen khi dieu chinh cho cac
so vdi nhom tamoxifen khi dieu chinh cho cac yeu to tien luong da yeu to tien luong da duoc djnh trude (vi du nhu tinh trang ER,
duoc dinh trude (vi du nhu tinh trang ER, tinh trang co hach, hoa tri tinh trang co hach, hoa tri trude do, su dung HRT va su dung
trude do, su dung HRT va su dung bisphosphonat). bisphosphonat).

4.2 Lieu dung va phirong phap sir dung 5.2 LIEU DUNG VA CACH DUNG

Lieu dime Lieu dime:



TO?HITONG DAN SITDUNG CU
(phan loai bo duoc gach-ngang)
LPD Date: 15 Feb, 2016;
Reference UK SPC Date: Jul, 2015.

Ngudi I&n va benh nhan 1&n tudi

Li6u khuyen cao cua Aromasin la 1 vien 25mg x 1 lan/ngay, nen
uong sau khi an.

0 nhuhg benh nhan ung thu vu giai doan sdm, nen tiep tuc dieu trj
bing Aromasin cho toi khi hoan thanh 5 nam dieu tri vdi lieu
phaphooc mon ho trg ket hop tuan tu (tamoxifen roi den Aromasin),
hoac sdm hon neu xay ra khoi u tai phat.

d benh nhan ung thu wvu tiln trien, nen tiep tuc dieu tri vdi
Aromasin cho tdi khi su phat trien cua khoi u da ro rang.

Khong can dieu chinh lieu d benh nhan suy gan hoac suy than (xem
phan #.2).

Benh nhan nhi ,
Khong nen dung cho tre em

4.3 Chong chi djnh

Vien nen Aromasin duoc chong chi djnh d benh nhan co tien su qua
min vdi hoat chit hay bat ky ta duoc nao duoc liet ke trong phin
6rl, d phu nu’tien man kinh va phu nu dang mang thai hoac dang
cho con bu.

4.4 Canh bao va than trong dac biet khi sir dung

Khong nen dung Aromasin cho phu nu bi roi loan noi tiet tien man
kinh. Do do, bat cu khi nao thich hop ve mat lam sang, can xac dinh
tinh trang roi loan sau man kinh bang each tham dinh nong do LH,
FSH va oestradiol.

TO HITONG DAN SITDUNG MOI
("Phan them vao/ thav doi duoc danh dau vanel
LPD Date: 17 Aug, 2017,
Reference SPC date: Jul, 2015.

Ngudi I& va benh nhan cao tuoi

Lieu khuyen cao ciia Aromasin la 1 vien 25 mg x 1 lan/ngay, nen
uong sau khi an.

@ nhung benh nhan ung thu vu giai doan sdm, nen tiep tuc dieu
trj bang Aromasin cho tdi khi hoan thanh 5 nam dieu tri vdi lieu
phap hormon ho tro ket hop tuan tu /tamoxifen roi den
Aromasin), hoac sdm hon neu xay ra khoi u tai phat.

0 benh nhan ung thu vu tien trien, nen tiep tuc dieu tri vdi
Aromasin cho tdi khi su phat trien cua khoi u da ro rang.

Khong can dieu chinh lieu d benh nhan suy gan hoac suy than
(xem phan 3.2).

Benh nhan nhi
Khone khuven cao dune cho tre em.

5.3 CHONG CHI DINH

Vien nen Aromasin dirge chong chi dinh d benh nhan co tien su
qua man vdi hoat chat hay bat ky ta dugc nao dugc liet ke trong
phan 1, d phu nu' tien man kinh va phu nu' dang mang thai hoac
dang cho con bu.

6. CAC TRUONG HOP THAN TRONG KHI DUNG THUOC

Khong nen dung Aromasin cho phu nu bi roi loan noi tiet tien man
kinh. Do do, bat cu khi nao thich hgp ve mat lam sang, can xac dinh

Ly do
thay doi

tinh trane roi loan sau man kinh bane each danh eia none do LH. Sua loi dich

FSH va oestradiol.

thuat
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Can dung Aromasin than trong d benh nhan suy gan hoac suy than.

Vien Aromasin chua sucrose va khong nen dung cho benh nhan co
vdn de di truyen hiem gap la khong dung nap fructose, hap thu kern
glucose-galactose hoac thieu sucrase-isomaltase.

Vien Aromasin chua methyl-p-hydroxybenzoat co the gay ra cac phan
ung dj ring (co the bi cham).

Aromasin la chat lam giam oestrogen manh; va da quan sat thay giam
ty trong khoang chat cua xuong (BMD) va tang ty le gay xuong sau
khi dung thuoc (xem phan 5.1). Khi bat dau dieu tri ho trolvdi
Aromasin, phu nu bi loang xuong hoac co nguy co loang xuong nen
duoc danh gia co ban khoang chat cua xuong ngay trude didu tri dua
tren hudng dan va thuc hanh lam sang hien tai. Benh nhan co benh
tidn trien nen duoc danh gia ty trong khoang chat cua xuong tren co
so tung truong hop cu the. Mac du khong co du du' lieu cho thay cac
anh hudng cua lieu phap trong dieu tri giam ty trong khoang chat cua
xuong do Aromasin, benh nhan duoc dieu tri vdi Aromasin nen duoc
theo doi can than va dieu trj hoac du phong loang xuong nen duoc bat
dau cho cac benh nhan co nguy co\

Nen xem xet danh gia thudng xuyen nong do vitamin D 25 hydroxy
trude khi bat dau dieu tri bang chat uc che aromatase, do ty le thieu
hut nghiem trong pho bien d phu nu mac ung thu vu giai doan som.
Phil nu' bi thieu Vitamin D nen duoc bo sung Vitamin D.

4.6 Anh hudng den kha nang sinh san, phu nu co thai va thdi ky cho

con bu
Su dung trong thai-ky

Khong co dir lieu lam sang ve phu nulco thai tiep xuc vdi
Aromasin. Nghien cuu tren dong vat da cho thay doc tinh sinh san

&
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Can dung Aromasin than trong d benh nhan suy gan hoac suy than.

Vien nen Aromasin chua sucrose va khong nen dung cho benh nhan
co van de di truyen hiem gap la khong dung nap fructose, hap thu
kern glucose-galactose hoac thieu sucrase-isomaltase.

Vien nen Aromasin chua methyl-p-hydroxybenzoat co the gay ra
cac phan ung dj ung (co the bj cham).

Aromasin la chat lam ha oestrogen manh va da quan sat thay giam
mat do khoans chat cua xuons (BMD) va tans tv le sav xuons sau
khi dung thuoc (xem phan 3.1). Khi bat dau dieu trj ho tro vdi
Aromasin, phu nu bj loang xuong hoac co nguy co loang xuong nen
duoc danh gia co ban khoang chat cua xuong ngay trude dieu trj
dua tren hudng dan va thuc hanh lam sang hien tai. Benh nhan co
benh tien trien nen duoc danh sia mat do khoans chat cua xuons
tren co so tung truong hop cu the. Mac du khong co du du lieu cho
thav cac anh huons cua lieu phap trons dieu tri siam mat do khoans
chat cua xuong do Aromasin, benh nhan dupe dieu trj vdi Aromasin
nen duoc theo doi can than va dieu trj hoac du phong loang xuong
nen duoc bat dau cho cac benh nhan co nguy co.

Nen xem xet danh gia thudng xuyen nong do vitamin D 25 hydroxy
trude khi bat dau dieu trj bang chat uc che aromatase, do ty le thieu
hut nghiem trong cap d phu nu mac ung thu vu giai doan som. Phu
nu bj thieu Vitamin D nen dupe bo sung Vitamin D.

Mang thai va cho con bu

Mans thai

Khong co du lieu lam sang ve phu nu co thai tiep xuc vdi
Aromasin. Nghien cuu tren dong vat da cho thay doc tinh sinh san
(xem phan 3.3). Do do Aromasin bj chong chi djnh cho phu nu

5
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thay doi



TO HUONG DAN SU*DUNG CU
(phan loai bo dugc gach ngnng)
LPD Date: 15 Feb, 2016;
Reference UK SPC Date: Jul, 2015.
(xem phan b.3). Do do Aromasin bi chong chi djnh cho phu nir
mang thai.

Sir dung trong thd-i kv cho con bu

Chua biet exemestan co duoc bai tiet vao sua ngudi hay khong.
Khong nen dung Aromasin cho phu nu’cho con bu.

Phu nu dang tien man kinh hoac co kha nang mang thai

Thdy thuoc cin thao luan vdi benh nhan ve su can thiet phai su
dung bien phap tranh thai thich hop vdi phu nu co kha nang mang
thai bao gom phu nfr tien man kinh hoac mdi sau man kinh, den khi
tinh trang sau man kinh cua ho hoan toan on dinh (xem phan 4.3 va

AA)

4.5 Tuong tac voi cac thuoc khac va cac tuong tac khac

Cac bang chung tren in vitro cho thay thuoc duoc chuyen hoa qua
cytochrom P450 CYP 3A4, nhd cac enzym aldoketoreductase (xem
phdn S-2) va khong uc che bat ky isoenzym CYP chinh nao. Trong
mot nghien cuu dugc dong hoc lam sang, sir uc che dac hieu
CYP3A4 boi ketoconaze-le khong gay ra anh hudng ro ret nao doi
vdi duoc dong hoc cua exemestan.

TO HUONG DAN S f DUNG MOI
(Than them vao/ thav doi duac danh dau vanal
LPD Date: 17 Aug, 2017;
Reference SPC date: Jul, 2015.
mang thai.

Cho con bu

Chua biet exemestan co dugc bai tiet vao sua ngudi hay khong.
Khong nen dung Aromasin cho phu nu dang cho con bu.

Phu nu dang tien man kinh hoac co kha nang mang thai

Thay thuoc can thao luan vdi benh nhan ve su can thiet phai su
dung bien phap tranh thai thich hgp vdi phu nu co kha nang mang
thai bao gom phu nu tien man kinh hoac mdi sau man kinh, den
khi tinh trang sau man kinh cua hp hoan toan on djnh (xem phan
5.3 va 6)

TUONG TAC CUA THUOC VOI CAC THUOC KHAC VA
CAC LOAI TUONG TAC KHAC

Cac bang chung tren in vitro cho thay thuoc dugc chuyen hoa qua
cvtochrom P450 CYP3A4. nhd cac enzvm aldoketoreductase
(xem phan 3.2) va khong uc che bat ky isoenzym CYP chinh nao.
Trong mot nghien cuu dugc dong hpc lam sang, sir uc che dac
hieu CYP3A4 boi ketoconazol khong gav ra anh hubng ro ret nao
doi vdi dugc dong hgc cua exemestan.

Ly do
thay doi
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4.8 Tac dung khong mong muon

Qua tat ca cac nghien cuu lam sang, Aromasin nhin chung duoc
dung nap tot voi lieu tieu chuan Aromasin 25mg/ngay, cac tac dung
khong mong muon thubng nhe hoac vua.

Cac bao cao ve tac dung khong mong muon tu nghien cuu lam sang
va thuc te sau khi luu hanh thuoc duoc liet ke duoi day, phan loai
theo he thbng co quan va theo tan suit. Tan siiat-duoc quy udc nhu
sau: Rat thubng gap (>1/10), Thubng gap (>1/100 den <1/10),
Khong thubng gap (>174000 din <1/100); Hiem gap (>1/10.000
din <1/1.000); Rfit hiim gap (<1/10.000); Chua biet (khong the udc
tinh tu du lieu co san).

Roi loan mau va he bach huyet:

Rat thudng get Giam bach cau(**)
Thucmg gap Giam tieu cau(**)
Chua biet Giam so luong te bao

lympho(**)

(**) Giam bach cau va giam tieu cau hiem khi duoc bao cao b benh
nhan mic ung thu vu tien trien. Da quan sat thay doi khi giam te bao
lympho b khoang 20% benh nhan duoc cho dung Aromasin, dac biet
la b benh nhan bj giam te bao lympho tu trubc; tuy nhien, so luong
te bao lympho trung binh b cac benh nhan nay khong thay doi ro ret
theo thbi gian va khong thay muc tang nhiem vi-rits tuong ung. Chua
guan sat thay cac tac dung nay b cac benh nhan duoc dieu tri trong

TOfHITONG DAN SITDUNG MOI
(Phan them vao/ thay doi duoc danh dau vane!
LPD Date: 17 Aug, 2017,
Reference SPC date: Jul, 2015.

8. TAC DUNG KHONG MONG MUON

Qua tat ca cac nghien cuu lam sang, Aromasin nhin chung duoc
dung nap tot voi lieu tieu chuan Aromasin 25 mu/ngav. cac tac
dung khong mong muon thuong nhe hoac vua.

Cac bao cao ve tac dung khong mong muon tu nghien cuu lam
sang va thuc te sau khi luu hanh thuoc duoc liet ke duoi day,
phan loai theo he thong co quan va theo tan suat.

Tan suat duoc quv udc nhu sau: Rat thubng siap (> 1/101. Thubng
gap (>1/100 den <1/101, Khong thubng gap (>1/1.000 den
< 1/1001. Hiem gap (> 1/10.000 den < 1/1.POOL Rat hiem gap
(< 1/10.0001: Chua biet (khong the ubc tinh tu dir lieu co sank

Roi loan mau va he bach huyet:

Rat thudng gap Giam bach caut**’

Thudng gap Giam tieu cau***

Chua biet Giam so luong te bao
lympho****

(**) Giam bach cau va giam tieu cau hiem khi duoc bao cao b
benh nhan mac ung thu vu tien trien. Da quan sat thay doi khi
giam te bao lympho b khoang 20% benh nhan duoc cho dung
Aromasin, dac biet la b benh nhan bj giam te bao lympho tu
trubc; tuy nhien, so luong te bao lympho trung binh b cac benh
nhan nay khong thay doi ro ret theo thbi gian va khong thay muc
tang nhiem virus tuong ung. Chua quan sat thay cac tac dung nay

Ly do
thay doi
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nghien cuu ung thu vu giai doan sdm.

(9 Tan suat duoc tinh theo quy tac 3/X.

Bang duoi day the hien tan suat cua cac tac dung khong mong muon
va benh tat da duoc dinh trude trong nghien cuu ung thu vu giai
doan sdm la Nghien cuu Exemestan Lien nhom (Intergroup
Exemestane Study - IES), khong phan biet quan he nhan qua, duoc
bao cao d cac benh nhan duoc dieu tri thu nghiem va len den 30
ngay sau khi ngung dieu tri thu nghiem.

Tac dung khong mong Exemestan Tamoxifen
muon va benh tat (N = 2249) (N =2279)

Cac benh ung thu chii-yett 0 0

Khac 84 (3,6%) 125 (5,3%)

Tieu chuan:4Xha-san-xtint
Nha san xuat: Pfizer Italia S.R.L.
Localita Marino del Tronto, 63100 Ascoli Piceno (AP), Y.

® Nhan hieu da dang ky
LPD Date: Feb 15, 2044
Reference UK SPC date: Jul 2015

to hutongdan setdung moi
(Phan them vao/ thay doi duoc danh dau vang)
LPD Date: 17 Aug, 2017
Reference SPC date: Jul, 2015.

d cac benh nhan duoc dieu tri trong nghien cuu ung thu vu giai
doan sdm.

® Tan suat duoc tinh theo quy tac 3/X.

Bang duoi day the hien tan suat cua cac tac dung khong mong
muon va benh tat da duoc djnh trude trong nghien cuu ung thu vu
giai doan sdm la Nghien cuu Exemestan Lien nhom (Intergroup
Exemestane Study - IES), khong phan biet quan he nhan qua,
duoc bao cao d cac benh nhan duoc dieu tri thu nghiem va len
den 30 ngay sau khi ngung dieu tri thu nghiem.

Tac dung khong mong Exemestan Tamoxifen
muon va benh tat (N =2249) (N =2279)

Benh ung thu neuven

olnit khac 84 (3,6%) 125 (5,3%)

11. TEN, DIA CHI CUA CO SO SAN XUAT
Nha san xuat: Pfizer Italia S.R.L.

Localita Marino del Tronto, 63100 Ascoli Piceno (AP), Y.
® Nhan hieu da dang ky
LPD Date: Aw 17. 201~
Reference UK SPC date: Jul 2015

Ly do
thay doi

Sua loi dich
thuat

Bo thong tin ve
tieu chuan cua

thuoc do khong
bat buoc
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AROMASIN®
Thong tin danh cho benh nhan
Rx
Thuoc ban theo don.
Doc ky hudng dan sir dung trirnc khi dung.

Thong bao ngay cho bac si hoac dune si nhung tac dung khong mong muon gap phai
khi s dung thuoc.

De xa tam tay tre em.

1. THANH PHAN, HAM LUONG CUA THUOC
Moi vien nen chua 25 mg exemestan.
Danh muc ta duCc

Silic dioxit dang keo hydrat hoa, crospovidon, hypromellose, magie carbonat nhe, magie
stearat, mannitol, cellulose vi tinh the, methyl para-hydroxybenzoat, macrogol 6000,
polysorbat 80, polyvinyl alcohol, nhu tuong simethicon, natri starch glycolat loai A, sucrose,
titan dioxit, nude tinh khiet, sap cetyl ester, talc, sap camauba, shellac, ethyl alcohol,
isobutyl alcohol, sat oxit.

2. MO tA sAn phAm

Vien nen bao dudng.
3. QUY CACH DONG GOl

Hop 2 vi x 15 vien nen bao dudng.
4, THUOC DUNG CHO BENH Gl

Aromasin® cung duoc su dung de dieu tri ung thu vu giai doan sdm phu thuoc hormon d
phu nu sau man kinh (phu nu da co mot nam khong hanh kinh) sau khi hoan thanh 2 -3
nam dieu tri bang thuoc tamoxifen.

Aromasin® dugc su dung de dieu tri ung thu vu tien trien d phu nu sau man kinh khi dieu tri
bing mot thude khang oestrogen khac khong du hieu qua va khien benh tien trien.

5. NEN DUNG THUOC NAY NHU THE NAO VA LIEU LUONG
Luon dung thuoc nay theo dung chi dinh cua bac sThoac dugc sT.
Kiem tra vdi bac si hoac dugc sTneu khong chac chan.
Doi voi ngiroi lon va ngiroi cao tuoi

Nen udng vien nen Aromasin® sau bua an vao cung mot thdi diem mdi ngay. Bac sT se
hudng din each dung Aromasin® va dung trong bao lau. Lieu khuyen cao la mot vien 25
mg/ngay.
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Doi voi tre em
Khong khuyen cao su dung Aromasin® cho tre em.
6. KHI NAO KHONG NEN DUNG THUOC NAY

® Dang bi hoac co tien su di ung vdi exemestan hoac bat ky thanh phan nao duac liet
ke trong muc 1

* Chua sang giai doan man kinh, co nghia la van co kinh nguyet hang thang.
»  Dang mang thai hoac co kha nang dang mang thai hoac dang cho con bu.
TAC DUNG KHONG MONG MUON

Rat thudng gap:

Giam so luong te bao bach cau (giam bach cau)

Tram cam

Kho ngu (mat ngu)

Dau dau

Chong mat

Nong bung

Dau bung

Buon non 4/

Tang nong do enzym gan (tang men gan)

Tang ndng do cua mot san pham phan huy cua hemoglobin trong mau (tang bilirubin
huyet)

Tang ndng do mot enzym trong mau do ton thuong gan (tang phosphatase kiem
huyet)

Tang tiet mo hoi
Dau ca va khdp (bao gom viem xuang khdp, dau lung, viem khdp va cung khdp)
Dau
Met mdi (Kkiet sue)
hudng gap:
Giam so luong tieu cau trong mau (giam tieu cau)
Mat cam giac ngon mieng (chan an)

Cam giac ran ran nhu kien bo, te va dau anh hudng den toan bo ban tay ngoai tru
ngon ut (hoi chung ong co tay)

Ngua ran/cam giac nhu kim cham tren da (di cam)
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Non

Tieu chay

Tao bon

An khong tieu (kho tieu)

Loang xuong co the lam giam do ben chac cua xuong (loang xuong)
Gay hoac ran xuong (gay xuong)

Sung mat ca chan, ban chan hoac ngon tay (phu ngoai bien)
Cam thay ue oai (suy nhuoc)

Rung toe (rung toe)

Phat ban

Mun hoac ban mau do nhat (me day)

Ngua ngay (ngua)

Khong thuong gap:

Di ung co the nhan biet bang phat ban hoac ngua (qua man)

liem gap:

Buon ngu (la mo)
Viem gan (viem gan) Vv
Viem ong mat cua gan gay vang da (viem gan u mat)

Vo cac not phong rop nho tren mot khu virc da trong khi phat ban (ngoai ban mun
mu toan than cap tinh)

Chua biet:

®
®

Mot so te bao bach cau ten la te bao lympho co nong do thap trong mau (giam so
luong te bao lympho)

Van de lien quan den chu ky kinh nguyet (\Van de phu khoa)

Chay mau am dao (Xuat huyet am dao)

Ung thu nguyen phat khac

Roi loan thi luc

Tac nghen mach mau do cue mau dong (Nghen mach do huyet khoi)
Con dau tim (Nhoi mau co tim)

8. NEN TRANH DUNG NHUNG THUOC HOAC THITC PHAM GI KHI DANG Stf
DUNG THUOC NAY
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10.

11.

12.

13.

Thong bao cho bac sThoac dugc si biet neu ban dang dung, gan day da dung hoac co the se
dung bat ky loai thuoc nao khac, bao gom:

» Rifampicin (mot loai thuoc khang sinh)

»  Carbamazepin hoac phenytoin (thuoc chong co giat dugc dung de dieu tri dong
kinh),

* Thuoc thao dugc hoac cac dugc pham co chua Hypericum perforatum (St John’s
Wort).

® Bat ky thuoc nao co chua oestrogen
CAN LAM GI KHI MOT LAN QUEN KHONG DUNG THUOC
Khong dung lieu gap doi de bu cho lieu da quen.

Neu quen dung mot vien thuoc, hay uong vien do ngay khi nhd ra. Neu gan den gid dung
lieu tiep theo, hay uong lieu tiep theo do nhu thudng le.

CAN BAO QUAN THUOC NAY NHI/ THE NAO

Bao quan dudi 30°C. Tranh am.

NHUNG dau hieu va trieu CHUNG khi dung thuoc gqua lieu
Neu uong nhieu thuoc hon muc chi dinh, hay lien he ngay vdi bac sT.

CAN PHAI LAM GI KHI DUNG THUOC QUA LIEU KHUYEN CAO

Ggi ngay cho bac sT hoac den ngay khoa cap cuu cua benh vien gan nhat neu dung nhieu
Aromasin® hen lieu bac sT da ke don. Mang theo thuoc da dung cung vdi vo hop va nhan
thuoc de benh vien co the de dang biet loai thuoc da dung .

NHU'NG DIEU CAN THAN TRONG KHI DUNG THUOC NAY
Trao doi vdi bac sThoac dugc sTtrude khi dung Aromasin®.

Trude khi dieu tri bang Aromasin®, bac sTco the thuc hien cac xet nghiem mau de chac chan
benh nhan da den giai doan man kinh.

Benh nhan cung dugc kiem tra nong do vitamin D trade khi dieu tri nhu thudng le, vi ndng
do vitamin D co the rat thap trong cac giai doan sdm cua ung thu vu. Benh nhan se dugc bo
sung vitamin D neu ndng do vitamin nay xuong dudi muc binh thudng.

Hay thdng bao cho bac si biet neu dang hoac da bi bat ky tinh trang nao sau day trade hoac
trong khi dung Aromasin®:

® Bat ky van de nao d gan hoac than.

® Khong dung nap mot so loai dudng nao do. Aromasin® co chua sucrose va do do
khong danh cho cac benh nhan bi cac van de di truyen nhu khong dung nap fructose,
kem hap thu glucose-galactose hoac thieu sucrose-isomaltase. Hay thdng bao cho
bac si biet neu ban cho rang minh khong dung nap dirge bat ky loai duong nao
trude khi dung thuoc nay.
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o Phan ling di ung (co the xay ra muon). Phan ung nay co the xay ra do methyl
parahydroxybenzoat co trong vien nen. Lien he vai bac sTneu van de nay xay ra.

= Hay thong bao cho bac si biet neu co tien su hoac dang bi bat ky tinh trang nao anh
hudng den do ben chac cua xuang. Bac sTco the do mat do xuong trade va trong khi
dieu tri bang Aromasin®. Do cac thuoc trong nhom nay lam giam nong do cac
hormon nu dan den mat thanh phan khoang cua xuang, tu do co the lam giam do ben
chac cua xuang.

Mang thai

Khong su dung Aromasin® neu dang mang thai hoac nghi rang minh dang mang thai. Hay
thdng bao cho bac sThiet ngay trong truong hap nay.

Thdng bao cho bac sTneu co kha nang mang thai hoac mdi bude sang giai doan sau man
kinh. Bac sTse tu van ve each su dung bien phap tranh thai thich hop.

Cho con bu

Khong sir dung Aromasin® neu dang cho con bu. Hay thdng bao cho bac sTbiet ngay trong
truong hop nay.

Anh hudng tren kha nang lai xe va sir dung may moc

Neu cam thay la ma, buon ngu, ue oai hoac chong mat trong khi dung thuoc nay, khong nen
co lai xe hoac van hanh may moc nang.

14. KHI NAO CAN THAM VAN BAC SI, DITOC SI

Hay trao doi vdi bac sThoac duoc sTneu can bat ky thdng tin nao ve each thuc dung thuoc
hoac co bat ky nghi ngd hoac van de nao.

15. HAN DUNG CUA THUOC
36 thang ke tir ngay san xuat.

16.  TEN, DIA CHi, BIEU TITONG (NEU CO) CUA CO SO SAN XUAT
Nha san xuat: Pfizer Italia S.R.L.
Localita Marino del Tronto, 63100 Ascoli Piceno (AP), Y

17. NGAY PHE DUYET TOf HITOfNG DAN Stf DUNG THUOC

® Nhan hieu da dang ky

LPD Date: Aug 17, 2017
Reference UK SPC date: Jul 2015
Reference PIL% UK date: Feb 2016
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