https://healthyungthu.com/shop/

Plizeg
FGM ASCOLI PICENO PLANT

BO Y TE

CUC QUAN LY DUGC

2%/ )

4231501 01/Ph01 MENHIR

MAAFS Descripton

AS AROMASIN 25MG 30CPR VN DA PHE DUYH%231501 01 | 27.01.2015 | D06
ASTUCCIO Lindine  lnc on Yigtnam | "Helvetica | 7
STAST0214 (87,00 x 54,00 x 30,00) |

'3539M-cx o | NERO |PANT.541)0 PANT, 247 PANT2727|PANT 3255 U yffgégfmmf“"“wm

|

comvmcHT / rrorrieTa’ Pfizer Italia S.r.l.

(]

DO NOT TAMPER - RETLIRN AFT|

ER PRINTING / VIETATA L

XO-WB00E
TLOL0SLEEY

\ 3 3
T
¢ e
® I
Prescription only medicine :
KEEP OUT OF REACH OF CHILDREN I <
READ THE PACKAGE INSERT | | % S B
CAREFULLY BEFORE USE | | =<
' 2 Bk
Indications, contraindications, dosage, ' ﬁ ;. © = =
administration and other information: b N o ==|
Please refer to the package insert. -3 | E 5 B
3 7 e R | = on
Store below 30°C. Protect from moisture i é % N =
i g2 2 /
--------------- 3 5 == &
= o O —_— .
AMImIARRn | Sl | > l\
L N | | o |
| I | P i ““““““““““““ o
SDK: XX-XXXX-XX =
San xudt béi:

Pfizer Italia S.R.L.
Localita Marine del Tronto,
63100 Ascoli Piceno (AP), Y

DNNK: xxxxx _—

®) Thude ban Hwo don _

AROMASIN

25mg EXEMESTANE

Box of 2 blisters x 15 sugar coated
tablets
Hop 2 vi x 15 vién nén bao duong

DE XA TAM TAY TRE EM T
DOQC KY HUONG DAN SU DUNG
TRUOC KHI DUNG

Chi dinh, chéng chi dinh, cach ding va
céc thdng tin khac: Xin xem t& hudng
dén sir dung kém theo.

Béo quan duéi 30°C. Tranh &m

LEGEND/LEGENDA:
ARTWORK ENGLISH ITALIAN

Mtg d €
Exp. date.-’H D:



laptop
Typewriter
https://healthyungthu.com/shop/

https://healthyungthu.com/shop/

@PGM ASCOLI PICENQ PLANT

425305802/PhcL. MENHIR

MAPS Dasenplion Ascoh Code: Efiteaan Artwork Dafe.

CLI DV AROMASIN 25MG CPR VN 425305802 | 00 | 24.09.2013 | DO1
Maleriai type Country - Language Characier type: Wi, Siee
CLICHE' DV Vietnam Helvetica (4,5
Famculee ndications
STBLS0237 (50,00 x 84,00) - Passo 150

u,-nll‘j‘;m_ﬁ‘l LI.;\-T.-:';TorNels 02: | Lay-cutfFormato 03 |Lay-cul/Formato M | Lay-outFormata_0%5 "-I ﬂ Color 1 Color 2 Color 3 Calor 4 Celor 5

Seh, Ma20 1 | NERO Moo
Aggiornamenti Documento/ [T ! - Tratatate 2 pyr ™ P : ™ Coatan . m
Document Updatings

commcHT e Pizer Italia S.rl.

>

A

Batch N° )OCCOOOC Mg DDMMYY

LEGEND/LEGENDA:

ARTWQRK ENGLISH ITALIAN

BatchN°
Exp

_Batchnum. |
Mg Pate
Exp. Date

Preparazione
Scadenza

AROMASIN

25mg EXEMESTANE

Tahletg Maratackired by:
Phzer ltala S.RL. Itaky.

AROMASIN'
25mg EXEMESTANE

Tablots Bebctmcly

AROMASIN'
25 mg EXEMESTANE
Tablats ~ Manidecleed by

Phiver itafia S.A.L, Masy,

AROMASIN’
25mg OMEMESTANE

Tahlets Marulacised by:

Prizes Naia S AL lLaly.

AROMASIN’
25mg EXEMESTANE
Tablels  BAVICNSAL b

Exp DD/MMAYY

Batch N )OO0 Mig DD/MMIYY

AROMASIN’
25mg EXEMESTANE

Taghlatg Manulssciured by:
ablal Plizer ftaba S AL, Haly

AROMASIN’

25mg EXEMESTANE

Tahlate Mendachesdby
Pize tafia 5L, hady,

AROMASIN®

25myg EXEMESTANE

Tahlets  Mamdaciued by
Plizes Hafla SAL, Ealy

AROMASIN’

25 mg EXEMESTANE
Tahlatg Mamdactured by,
Phizes Ralia SR L [taly

AROMASIN’
25mg EXEMESTANE

Tahil Manutactured by:
ablats Plizer |Lalia S.AL. Italy.

Exp DDMMAYY

AROMASIN’

25mg EXEMESTANE
Tahle{s Mandactued by
Pfizes Walla SR, Maly.

AROMASIN’

25 mg EXEMESTANE
Tahlats Manutactued by
Pfizes Ralin SFLL ltaly

AROMASIN'

25mg EXEMESTANE
Tahlatg Manufaciured by.
Pfizar talla SR raly.

AROMASIN’
25mg EXEMESTANE

Tahl. Manufaciursd by
ablets S RL iy,

AROMASIN’
25mg EXEMESTANE

M uisd by
Tablats Phzar (taie S AL iy,

Exp DD/MM/YY

Batch N Y0000 Mig DD/IMMAYY

DO NOT TAMPER - RETURN AFTER PRINTING / VIETATA L4 MANDWISSIONE - RENDERE DOPO 14 STAMPA

tay-ouvFomato_0

I 56RJ_MB420




LPD Title: Exemestan tablets
LPD Date: Feb 15, 2016
Country: Vietmam

029 .
https://healthyungthu.com/shop/ Yoy (St

2 . VAN PHONG
Reference SPC: UK SPC Reference SPC date: Jul-2013 DAl D"E N .
TAI THANH PHO
® HO CHI MINH
AROMASIN
Rx
CANH BAO PAC BIET:

4.2.

Thudc nay chi ding theo don ciia béc sf.

Khéng diing qua liéu chi dinh.

Doc k¥ huéng dan sir dung trude khi dung.

Néu can thém thong tin xin hoi y kién bac si.

Thong bao cho bac st nhitng tic dung khéng mong mubn gap phai khi sir dung thude.
Khéng str dung thube di qua han dung.

Dé xa tam tay tré em.

TEN SAN PHAM:
AROMASIN®

THANH PHAN PINH LUQNG VA PINH TiNH

M&i vién nén chira 25 mg exemestan.

DANG BAO CHE

Vién nén bao duong ding theo dudng udng.

PAC TINH LAM SANG
Chi dinh diéu tri

Aromasin duoc chi dinh diéu trj hd tro di véi phu nit sau man kinh bi ung thu@g\glal doan

sém ¢6 thu thé oestrogen duong tinh (EBC), sau 2 — 3 nam diéu tri hd wo~ber diu bang
tamoxifen.

Aromasin duoc chi dinh diéu trj ung thu vi tién trién ¢ phu nit sau khi mén kinh theo sinh ly
tu nhién hoac do cac nguyén nhan khac sau khi didu tri bang lidu phap khang oestrogen.
Hiéu qua ciia thude khong duoc thiy trén cac bénh nhan c6 thu thé oestrogen am tinh.

Liéu ding va phwong phép sir dung

Liéu dung

Nguoi lén va bénh nhan I6n tudi

Liéu khuyén céo clia Aromasin 1a 1 vién 25mg x 1 lin/ngay, nén udng sau khi an.
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4.3.

4.4.

4.5,

O nhitng bénh nhan ung thu vii giai doan sém, nén tiép tuc diéu tri bing Aromasin cho 1&i
khi hoan thanh 5 nam di€u tri véi liéu phaphdéoc mon ho trg két hop tuédn ty (amoxifen réi
dén Aromasin), hodc sdm hon néu xay ra khoi u tai phat.

O bénh nhan ung thu vii tién trién, nén tiép tuc diéu tri véi Aromasin cho 161 khi su phat
trién ctia khoi u da rd rang.

Khéng can didu chinh lidu ¢ bénh nhan suy gan hodc suy than (xem phan 5.2).
Bénh nhin nhi

Khdng nén dung cho tre em

Chong chi dinh

Vién nén Aromasin dugc chong chi dinh o bénh nhén 6 tién sir qua man voi hoat chat hay
bat ky ta duge nao dugc liét ké trong phan 6.1, & phu nil ti€én méan kinh va phu nir dang
mang thai hodc dang cho con bu.

Canh bzio va thian treng dac biét khi sir dyng

Khéng nén ding Aromasin cho phu nir bi rdi loan ndi tiét tién man kinh. Do dé. bit etr khi ndo
thich hgp vé mat 1&m sang, can xac dinh tinh trang r6i loan sau mén kinh bang cach tham dinh
ndng d6 LH, FSH va oestradiol.

Cén ding Aromasin than trong ¢ bénh nhan suy gan hodc suy thén.

Vién Aromasin chira sucrose va khéng nén ding cho bénh nhan cé van dé di truyén hiém gap
1a khong dung nap fructose, hap thu kém glucose-galactose hodc thidu sucrase-isomaltase.

a

Vién Aromasin chira methyl-p-hvdroxybenzoat ¢é thé giy ra cic phan (ng dj Gng (c6 thé bi
cham).

Aromasin 12 chét lam giam oestrogen manh, va da quan sét thiy giam ty wong k}%:an\z chit ciia
xwong (BMD} va ting ty 18 gdy xuong sau khi dung thudc (xem phén 5.1). Kﬁbhatﬁ&meu tri
hé tro v6i Aromasin, phu nit bj loging xwong hodc ¢6 nguy co lodng xuong nén dudt danh gia
co ban khoang chét cua xuong ngay trude diév i dya trén hudéng dan va thue hanh l4m sang
hién tai, Bénh nhan cé bénh tién trién nén duge danh gi4 ty trong khodng chit cua xuong trén
co s0 timg trydng hop cy thé. Mic di khong ¢4 du dif liéu cho thdy cac anh hudng cia lidu
phép trong diéu tri giam ty trong khoang chét ciia xuong do Aromasin. bénh nhan duoe didu tri
v6i Aromasin nén duoc theo ddi can than va diéu tri hosic du phong loAing xuong nén duoc bit
dAu cho c4c bénh nhan cé nguy co.

Nén xem xét danh gi4 thuong xuyén ndng d6é vitamin D 25 hydroxy truée khi bir dau didu tri
bang chat Uc ché aromatase, do ty 1€ thiéu hyt nghiém trong phd bién & phu nli méc ung thu vi
giai doan som. Phu nir bi thieu Vitamin D nén duoc bo sung Vitamin D.

Twong tic véi cac thude khac va cdc dang twong tac khac

Céc bang chimg trén i vitro cho thay thude duoc chuyén hoa qua cytochrom P450 CYP
3A4, nho cac enzym aldoketoreductase (xem phén 5.2) va khong wc ché bat ky isoenzym
CYP chinh nao. Trong mdét nghién cltu dugc dong hoc ldm sang, su ¢ ché dac hidu
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4.6.

4.7.

4.8.

CYP3A4 boi ketoconazole khong gay ra anh hudng 18 rét nao dbi véi duge dong hoc ciia
exemestan.

Trong mét nghién citu tuong tac véi rifampicin, mot chét gdy cam ung CYP450 manh, &
licu 600 mg hang ngdy va lidu don exemestan 25 mg, AUC cla exemestan giam 54% va
Cmax giam 41%. Do chua dnh gia duge sy lién quan v& mit 1dm sang cla tuong tic ndy,
viéc ding dong thoi véi cac thube, nhir rifampicin, thude chéng co gidt (vi du nhu phenytoin
v carbamazepin) va cdc ché pham thao duge chira hypericum perforatum (St John's Wort)
da biét [a gay cam ang CYP3A4 ¢é thé giam hidu qua cia Aromasin.

Nén dung Aromasin than trong véi céc thude dugc chuyen héa qua CYP3A4 va ¢6 khocmg
didu trj hep. Khong ¢ kinh nghiém lam sang vé viéc ding ddng thdi Aromasin véi céc
thude chéng ung thu khac.

Khéng nén dung dong thoi Aromasin véi cae thude chiva oestrogen do cac thude nay s& [am
mét tic dung dugce 1y cua né.

Anh hwémg dén kha néng sinh san, phu nit ¢6 thai va thoi ky cho con bu
Su dung trong thai ky

Khéng c6 dif liéu 14m sang vé phy nif ¢6 thai tiép xiic v6i Aromasin. Nghién ciu trén dong
vat dd cho thdy dgc tinh sinh san (xem phén 5.3). Do d6 Aromasin bi chéng chi dinh cho
phu nif mang that.

Su dung trong thdi kv cho con bl

Chva biét exemestan cé dwgc bai 1iét vao sira ngudi hay khéng. Khéng nén diing Aromasin
choe phu nir cho con bu.

Phu n@ dang tién mién kinh hodc ¢6 kha nine mang thai

Thay thudc cén thao ludn véi bénh nhéan vé su cén thlct phai st dung blemnh@‘trdnh thai
-l\

thich hop véi phu nit ¢6 kha ning mang thai bao gbm phuy ni tién mén -ku@oﬁc md&i sau

min kinh, dén khi tinh trang sau mén kinh cua ho hoan toan én dinh (xem phan#3 va 4.4)

Anh hwéng trén khi ning lai xe va vin hanh may mée

Budn ngy, lo mo, suy nhirge va chong mdt di dugc bdo céo khi dung thube. Bénh nhén nén
duge khuyén cdo rang néu gip cac tic dung nay thi kha nang thé chat va/hodc tinh thin cén
thiét dé van hanh may maoc hodc lai xe cua ho co thé bi suy giam.

Tac dung khéng mong mudn

Qua tht ca cic nghién clu l4m sang, Aromasin nhin chung duge dung nap 181 véi lidu tiéu
chuén Aromasin 25mg/ngay, cée tic dung khéng mong mudn thuomg nhe hodc vita.

Ty 1é ngimg thude do cée tac dung khéng mong muén 1a 7,4% trén bénh nhan ung thu va
gial doan sdm duge diéu tri ho trg voi Aromasin sau khi dung liéu phap hé tro ban dau voi
tamoxifen. Céc tdc dung khéng mong mudn thudng gip nhat 1a néng bung (22%), dau khdp
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(18%) va mét mdi (16%).

Ty lé nguncr thuoc do cac tac dung khéng mong mubn 12 2,8% trén téng sb bénh nhén ung

thu v tién trién. Céc téc dung khong mong mudn thudng gip nhat la néng bimg (14%) va
budn ndn (12%).

[Tau hét cac tac dung khdng mong mudn 14 do tic dung théng thudmg vé& mat duge 1y cua
viéc giam oestrogen (vi du: nong bing).

Cac bao cdo vé tac dung khdong mong mudn tr nghién ciru ldm sang va thuc € sau khi luu
hanh thube duogc ligt ké dusi day, phan loai theo hé théng co quan va theo tan sudt. Tan sudt
dugc quy udc nhu sau: Rat thuong gip (21/10), Thudng gip (>1/100 dén <1/10), Khong
thuong gdp (21/1.000 dén <1/100), Hiém gip (21/10.000 dén <1/1.000); Rt hiém gap
(<1/10.000); Chua biét (khong thé udc tinh tr dir lidu ¢é san).

R6i logn mdu va hé bach huyét:

Rdt thieong gd

Giam bach cau'*#/

Thitong gap Giam tiéu cau'**’

Chuea biét Giam sb lugng t€ bao lympha'**’
Réi logn hé mién dich:

Khing thirong £dp | Qua man

Réi loan chuvén héa va dinh dudng:

Thwong gdp

‘ Chan an

Réi logn tém than:

Rdt thuong gdp

‘ Tram cam, mat ngy

Rbi loan hé than kinh:

Rat thiromg giip

Pau dau, chong mit

Thuong gdp Hai chimg 6ng cb tay. di cam "

Hiém gdp Lo mo A

Roi logn mach: ~ N

Rdt thuong gép ‘ Nong bung

Roi loan tidu héa:

Rat thiromg gdp | Pau bung, budn nn

Thirong gdp . Nén, tiéu chay, tao bdn, kho tidu

Réi loan gan mit;

Rat thirong gdp Tang men gan, tang bilirubin huyét, ting phosphatase
kiém huyét

Hiém gdp Viem gan "', viém gan & mat

Roi loan da va mé dwdi da:

Rdt thudmg gdp

Thng tiét mo hoi

Thuong gdp

Hiém gdp

Rung toc, phat ban, mé day, ngira
Ngoai ban mun mt toan than cép tinh'”’

Réi loan co xwong va xuwong:

Rdt thuwong gdp

| Pau khop va co xuong
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Thuong gdp ‘ Giy xuong, lodng xuong
Cdc rbi loan chung vi tai vi of diéu tri:

Rat thuong gdp Dau, mét moi

Thuong gdp Phi ngoai bién, suy nhuge

(*) Bao gdm: dau khép, va dau véi mat do it hon & cac chi, viém xuong khdp, dau lung, viém khop,
dau co va cimg khdp.

&+’ Giam bach cAu va g1am tidy cau hiém khi duoc bao cio & bénh nhan méc ung thu vi tidn trién.

D3 quan sat thdy doi khi giam té bao lympho ¢ khoang 20% bégnh nhén dwoc cho dung Aromasin,
dac biét 12 & bénh nhén bj giam t& bao lympho tir ruée; tuy nhién, sb lugng t& bao tympho trung
binh & cdc bénh nhin nay khong thay d6i rd rét theo thoi gian va khdng thay muc ting nhiém vi rus

tuong Ung. Chua quan sat thiy céc tdc dung nay & cic bénh nhin duge didu trj trong nghién ciru ung
thu va giai doan sém.

@ Tan sudt duoce tinh theo quy tic 3/X.

Bang dudi ddy thé hién tan suét clia cc téc dung khong mong mubdn va bénh 4t d3 duoc
dinh truée trong nghién ctu ung thu va giai doan sém 14 Nghién cru Exemestan Lién nhom
(Intergroup Exemestane Study - IES), khong phén biél quan hé nhédn qua, dugce bio céo ©
cac bénh nhan duge diéu tri thir nghiém va 1én dén 30 ngay sau khi ngimg didu tri thor

nghiém.
T4c dung khéng mong mudn va Exemestan Tamoxifen
bénh tit (N =2249) (N =2279)
Néng bimg 491 (21.8%) 457 (20.1%)
Mét moi 367 (16,3%) 344 (15,1%;)
Dau dau 305 (13,6%) 23311 1;%%)\
Mét ngu 290 (12,9%) 204 (9, 0@\

Tang tiét md hdi 270 (12,0%) 242 (1076%)
Bénh phu khoa 235 (10,5%) 340 (14.9%)
Chéng mit 224 (10,0%) 200 (8.8%)

Budn ndén

200 (8.9%)

208 (9,1%)

Lodng xuong

116 (5,2%)

66 (2,9%)

Xuét huyét am dao 50 (4,0%) 121 (5,3%)
Céac bénh ung thu chi yéu khéac 84 (3,6%) 125 (5,3%)
Non 50 (2,2%) 54 (2.4%)
Ré6i loan thi luc 45 (2,0%) 53 {2,3%)
Nghe&n mach do huyét khéi 16 {0,7%) 42 (1,8%)
Gay xuong do lodng xuong 14 (0,6%) 12 (0,5%)

Nhéi mau co tim

13 (0,6%)

4 (0,2%)
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4.9.

Trong nghién ciru IES, tan sudt cha cdc bién cb thiéu méu cuc bd tim trong nhém diéu tri
bing exemestan 1a 4,5% so v&i nhém diéu tri bing tamoxifen 12 4,2%. Khoéng thdy chénh
18nh & r&t d6i v&i baL ky bién ¢b tim mach riéng 18 nao bao gdm ting huyét 4p (9,9% so voi
8.4%), nhdi mau ¢o tim (0,6% so voi 0,2%) va suy tim (1,1% so vo1 0,7%).

Trong nghién ciru IES, exemestan lién quan dén ty 1€ ting cholesterol trong mau cao hon so
vai tamoxifen (3,7% so vai 2,1%).

Trong mdt nghidn efru nglu nhién, mu dai riéng biét vé phu nit sau man kinh méc ung thu
Vi giai doan sdm ¢ nguy co thip duge diéu trj voi exemestan (N=73) hoiic gia dugc (N=73)
trong 24 thng, exemestan lién quan dén mirc giam trung binh 7-9% cholesterol HDL trong
huyét tuong, so véi muc ting 1% ¢ gia duoc. Clng giam 5-6% apohpoprotem Al trong
nhom exemestan so v6i 0-2% & gia duge. Tac dung Ién cac thang sb chat béo khac duoc
phan tich (téng cholesterol, cholesterol LDL, triglycerid, apolipoprotein-B va lipoprotein-a)

tuong duong nhau & hai nhém diéu tri. Y nghia 1dm sing cia cde két qua nay 14 khong 16
rang.

Trong nghién clru [ES, quan sat thdy loét da day ¢ tdn suft cao hon trong nhém exemestan
so vai nhém tamoxifen (0,7% so véi <0.1%). Phan 16n bénh nhan ding exemestan bi loét da
day da dugc diéu tr] dong thol voi cac chat chong viém khong phai loai steroid va/hoac cé
tien su bénh.

Bao céo cac tac dung khong mong muon nghi ngd

Bao cao cac tac dung khdng mong mudn nghi ngd sau khi luu hanh thubc 1a rét quan trong.
bidu nay cho phép tiép tuc theo dbi tv 18 loi ich/ nguy co khi st dung thude.

Qua lidu

Céc nghién cGu 1am sang da duge tién hanh véi Aromasin voi 1iéu don [én 81 800mg cho
nguoi tinh nguyén 12 phy nit khée manh va liéu 600mg/ngay v6i phu nir S&LMIH@ kinh bj
ung thu v giai doan tién trién; nhimg lidu nay duge dung nap tot. Liéu don Arbma‘;in c6 thé
dan dén cac tridu ching de doa tinh mang chua duoc biét dén. Trén chudt cbng va LhO con
vat bi chét sau khi dung lidu don tuong dirong twong (ng voi 2000 va 4000 lan lidu duoc
khuyén cdo & ngudi tinh theo mg/m”. Khéng cd thude giai dge ddc higu khi dung qua ligu
ma phai diéu tri triéu chiing. Cham séc hé trg chung, bao gbm theo dai thudng xuyén céc
dau hiéu sinh t6n va quan sat chit ché bénh nhan, duoe chi dinh.

CAC PAC TINH DUGC LY HOC

Cac dac tinh dwge lre hoe
Nhdm duge ly diéu tri: chat e ché aromatase dang steroid, chong tan sinh.

ATC: L02BGO6

Co che tac dung

Exemestan la chit {rc ché khang thuén nghich aromatase dang steroid, ¢6 cau tric 1ién quan
dén chét nen tr nhién la androstenedion. O phu nfr sau khi mén kinh, cac oestrogen duogc lao
thanh chi yéu tr sy chuyén déi androgen thanh oestrogen nhdr enzym aromaltase trong cac
mo ngoai vi. Su giam tao thanh oestrogen do {ic ché aromatase 13 mot phuong phap diéu tri
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chon lpe va hiéu qua cho trudng hop ung thu va phy thude hormon & phu nit sau khi mén
kinh, O phy nif sau khi mén Kinh, Aromasin p.o. {dung dudmg uonU) lam giam dang ké
ndng dd oestrogen trong huyet thanh, bat dau tir lidu 5mg, sy giam nong dé oestrogen dat
dugc 161 da (> 90%) véi lidu 10 — 25mg. O bénh nhan ung thu v giai doan sau mén kinh,

diéu tri véi liéu 25mg/ngay, qua trinh tao oestrogen nhd aromatase trong toan bd co thé
giam 98%.

Exemestan khong c6 bat ky hoat tinh progestogen hay oestrogen ndo. Hoat tinh androgen
nhe cé thé do din chat 17-hydro, d4 duoc quan sat thay chi yéy & Jidu cao. Trong céc thir
nghiém da lidu dung hang ngay, khéng xac dinh duoc anh hudng ndc cua Aromasin toi su
sinh téng hop cortisol hay aldosteron cua tuyén thiong than, do trude va sau khi tién hanh
thir nghiém ACTH, didu d6 chimg ta tinh chon loc cha exemestan déi v6i cac enzym khac
lién quan dén con dudng t6ng hop cac hormon nhéan steroid.

Do d6 sy thay thé céc glucocorticoid hodc mineralocorticoid 1a khéng can thiét. Pa quan sat
thdy c6 sy gia ting nhe, khéng phu thudc lidu ciia nong d6 LH va FSH trong huyét thanh,
tham chi & cac liéu thip. Tuy nhlen tac dung nay, du kién s& xay ra véi nhom duoc chét nay
va c6 thé 1a do két qua clia qud trinh dleu hoa nguoc (feedback) cia tuy én yén, do thubc lam
giagm oestrogen nén s& kich thich tuyén yén tiét gonadotropin (& ca nhiing phy nit sau khi
man kinh).

Hiéu qud va an foan lim sang

Piéu tr1 ho tro ung thy vi giai doan sdm

Trong thir nghiém da trung tdm, ngdu nhién, mu d6i (Nghién ctu Intergroup Exemestan
[HEST), dugce thyc hién trén 4724 bénh nhin ¢ giai doan sau mén kinh cé thu thé oestrogen
duong tinh hodic ung thw v{ giai doan du chua phat hién, nhimg benh nha\ 10ng con bénh
sau khi dung liéu phép hd trg tamoxifen trong 2 — 3 nam dugc chon ngau nh@\dé duoc didu
tri bang Aromasin (25mg/ngay) hodc tamoxifen (20 hodc 30mg/ngay) d& hoih thanh hét 5
nam diéu tri bing lidu phap hormon.

Theo doi trung binh trong 32 thang nghién ciru [ES

Sau khoang thoi gian diéu tri trung binh khoang 30 thang va theo dbi trung binh khoang 52
thang, cac két qua cho théy dleu tri lién tyc vé1 Aromasin sau khi dd didu tri 2 den 3 nam véi
lidu phap tamoxifen cho sy tién trién 8 rét co v nghia ldm sang va thdng ké vé khoang thoi
gian song khong mang bénh (disease — free survival - DFS) so v6i vide ding tiép we
tamoxifen. Cac phén tich cho thay trong thoi gian tién hanh nghién ciu, Aromasin Jam giam
nguy co tai phat ung thu vii 1Gi 24% so véi tamoxifen (ty s6 nguy co 0,76; p=0,00015). Loi
ich clia exemestan déi v6i khoang thdi gian séng khéng mang bénh so véi tamoxifen 14 3
rang, du [ trong tinh trang ¢ hach hay ding hoa tri liéu truée do.

Aromasin cfing fam giam rd rét nguy co bi ung thu va ddi bén (ty sb nguy co 0,57, p =
0,04158).

Trong oan bé quén thé nghién ctu, quan sat thiy ¢é xu hudng ting ty 1€ séng con toan bd &
nhém ding exemestan (222 ngudi chét) so véi nhom ding tamoxifen (262 ngudi chét) voi
ty s& nguy co 0,85 (log-rank test: p = 0,07362), thé hién & viéc giam 15% nguy co W vong
v6i nhdm ding exemestan. Quan sat thay giam rd rét v& mit théng ké 23% nguy co tir vong
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(ty sb nguy co cho ty 1& con séng contoan bd 0,77; kiém dinh Wald: p = 0,0069) & nhém
exemestan so vai nhém tamoxifen khi didu chinh cho cac yéu td tién luong dé dvoc dinh
trucse (vi dy nhu tinh trang ER. tinh trang ¢ hach, héa tr] trude do, su dung HRT va sir dung
bisphosphonat).

Két qua vé hiéu qua chinh trong 52 thang & tit cd cac bénh nhin (nhém bénh nhin dw
dinh di€u tri) va cac bénh nhan ¢é thu thé oestrogen dwong tinh

T4c dyng cua Tac dung cua Ty 1€ nguy co
Exemestan /N (%) | Tamoxifen /N (%) (CT 95%)
Théi gian séng khéng mang bénh *
Tét ca cAc bénh nhan| 354 /2352 (15,1%) | 453 /2372 (19,1%) | 0,76 (0,67-0,88) 0,00015
Bénh nhan ER+ 289 /2023 (14,3%) | 370/2021 (18,3%} | 0,75 (0,65-0,88) 0,00030
Ty 1& mic ung thw vi d6i bén
Tét ca cdc bénh nhan| 20 /2352 (0,9%) 35 /2372 (1,5%) 0,57 (0,33-0,99) 0,04158

Bénh nhan ER+ 18 /2023 (0,9%) 33 /2021 (1,6%) 0,54 (0,30-0,95) 0,03048
b

Quin thé danh gia Gia trj p*

Thai gian sbng khong mang bénh ung thw vi
Tat ca cic bénh nhan| 289 /2352 (12.3%) | 373 /2372 (15.7%) | 0,76 (0,65-0,89) 0,00041
Bénh nhan ER+ 232 /2023 (11,5%) | 305 /2021 (15,1%) | 0,73 (0,62-0,87) 0,00038

C

Thori gian song khéng bi tai phat lan rdng

|

Tét ca cdc bénh nhan| 248 /2352 (10,5%) | 297 /2372 (12,5%) | 0,83 (0,70-0,98) o ‘\0,02621
Bénh nhin ER+ 194 /2023 (9,6%) | 242 /2021 (12,0%) | 0,78 (0,65-0,95) %,01 123
Thoi gian séng con toan bo*
Tét ca chc bénh nhan| 222 /2352 (9.4%) | 262 /2372 (11,0%) | 0,85 (0,71-1,02) 0.07562
Bénh nhin ER+ 178 /2023 (8,8%) | 211/2021(10,4%) | 0.84(0,68-1,02) 0.0756%

* K log-rank; bénh nhin ER~ = bénh nhédn co thu thé oesirogen duong tinh;
“ Thai gian song khéng mang bénh dugc xac dinh 14 thoi gian ké tir khi diéu tri &1 khi xudt hién 1in ddu tién cua tai
Ehét lan rng hay khu trQ, ung thur v dbi bén, hoac tir vong do bat ky nguyen nhén nao; , .

Théi gian song khéng mang bénh ung tho va duge xac dinh 14 thod gian ké tr khi diéu tri 161 khi xuft hién dau tién
cua i phat lan réng hay khu trg, ung thu via ddi bén hodc tir vong do ung thir vi;
©Théi gian séng ma khdng bi tai phat lan réng duoc xac dinh 1a thoi gian ké tir khi didu tr 131 khi xuét hién ddu tién
cua a1 phat lan rdéng hoac tr vong do ung thu v,
“ Thoj gian sdng toan bd dwoe xac dinh 13 thad gian ké tir khi didu tri dén khi c6 bién b tir vong do bét k nguyén nhin
nao.

Trong phén tich bo sung cho phan nhém céac benh nhan cé thu thé oestrogen duong tinh hay
& tinh trang chua biét, ty s6 nguy co cho ty & séng con toan bd chua diéu chinh 14 0,83 (Jog-
rank test: p = 0,04250), thé hién mac giam rd rét v& mat 14m sang va thdng k& 17% & nguy
co tir vong.

Két qua tir nghién cGu phu vé xuong IES cho thdy phu nir dugce didu tri véi Aromasin sau 2
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dén 3 nam didu trj bing tamoxifen bi giam voi mic do trung binh vé ty trong khoang chét
cua xuong. Trong nghién ciu téng thé, ty 18 giy xuong phat sinh trong diéu tri dwoe danh
gid trong thoi gian diéu tri 30 thang cao hon & bénh nhén duoc didu tri voi Aromasin so véi
tamoxifen (tuong Gng la 4,5% va 3,3%, p = 0,038).

Cac két qua tir mot nghién citu phu v& néi mac tir cung IES cho thay sau 2 nam diéu tri, &
bénh nhin ding Aromasin trung binh giam 33% d¢ day ndi mac ti cung trong khi ¢ nhém
diéu trj bang tamexifen khong cb su thay d6i dang ké nao. Do day cua ndl mac W cung,
duoe bao cdo khi bat diu didu i, tré lai binh thudng (<5 mm) ¢ 54% s6 bénh nhan diéu trj
vO1 Aromasin.

Theo doi trung binh trong 87 thang IES

Sau khoang thdi gian diéu tri trung binh khoang 30 thang va theo d&i trung binh khoang 87
théng, cac két qua cho théy didu trj lién tuc v6i exemestan sau khi di diéu tri 2 dén 3 ndm
v&i lidu phap tamexifen cho su tién trién rd rét c6 ¥ nghia 1am sang va thdng k& vé khoang
thoi gian séng khdng mang bénh (disease — free survival - DFS) so voi vige dung tiép tuc
tamoxifen. Cac két qua cho thay trong thdi gian tién hanh nghién ciru, Aromasin lam giam
13 rét nguy co 1ai phat ung thu vii t6j 16% so v6i tamoxifen (1y s& nguy co 0,84; p=0,002).

Nhin chung, tac dung cd loi ciia exemestan so vai tamoxifen ddi véi DFS la 16 rang bat ké
tinh trang ¢é hach hay héa trj trudc d6 hay li¢u phap ho6c mén. Sur rd rét vé théng ké khéng
duy tri duge & mdt sd nhom nhd ¢é s6 miu nho. Didu nay thé hién xu hudéng cho thiy
exemestan c6 loi hon ¢ bénh nhén ¢é nhiéu hon 9 hach duong tinh, hoac héa tri bang CMF
truée do. O cac bénh nhan véi tinh trang co hach chira biét, sur dung li¢u phap hdéa tri khac
trude do, cing nhu tinh trang lidgu phap hodec mon trude do chua biét/bi mét, quan sat thiy

xu huéng rd rét khéng mang tinh thong ké 1a tamoxifen ¢o lgi hon. -\

Ngoai ra, exemestan ciing kéo dai dang ké thoi gian song khong bj ung thu VLI\@Y s nguy co

0,82; p = 0.00263}, va khoang thdi gian sbng khong 14i phét bénh (ty sé nguy con0_B5; B=
0,02425).

Aromasin ciing lam giam nguy co bi ung thu vo ddi bén. mic du quan sat thay hi¢u qua vé
mit théng ké khong dang ké trong qua trinh nghién ctu duge quan sat nay (ty sb nguy co
0,74; p = 0,12983). Trong tan bd quén thé nghién ciu, quan sat thdy co xu hudng tang ty 1
sbng con toan b o nhom dung exemestan (373 nguoi chét) so v&i nhom dung tamoxifen
(420 ngudi chét) véi ty sd nguy co 0,89 (log-rank test: p = 0,08972), thé hién & viéc giam
11% nguy co tir vong v&i nhom ding exemestan. Khi diéu chinh cac yéu té tién lugng da
dinh trude (vi du phu tinh trang ER, tinh trang ¢6 hach, héa uj trude do, su dung HRT va sir
dung bisphosphonat), quan sat thdy mure giam 1o rét v& mat théng ké 18% nguy co tir vong
(ty sb nguy co cho ty 1& sbng con toan bd 0,82; kiém dinh Wald: p = 0,0082) ¢ nhém ding
exemestan so v6i nhém diing tamoxifen trong toan bd quan thé nghién ciru.

Trong phén tich bé sung déi véi phan nhém nhiig bénh nhan ¢o thy thé oestrogen duong
tinh hay & tinh trang chua phat hién, ty 1& nguy co séng con toan b chwa hidu chinh 12 0,86
(log-rank test: p = 0,04262), thé hién o sy giam rd 181 ¢ ¥ nghia lam sang va théng ké 14%
nguy co tr vong.

Céc két qua 1y mdt nghién ciu phy trén xuong cho thay ring didu i bing exemestan trong
tir 2 - 3 nam sau 3 — 2 nam diéu ] bang tamoxifen d 1am ting sy mét xwong trong qué trinh
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52,

diéu tri (1y 1& % thay ddi trung binh so véi ban dau vé mat d xuong & thoi diém 36 thang 1a
-3,37 [& xuong sbng], -2,96 [¢ xwong chiu] & nhom dung exemestan va la -1,29 [& xuong
son':f] -2,02 [xuvong chau] ¢ nhom tamox1fen) Tuy nhién véo cudi qué trinh sau khi diéu tri
24 thang chi ¢o nhiing khac biét nho vé mat dd xuong so véi ban d4u cho ca 2 nhém didu tri,
trong ¢4 nhém tamoxifen cé mire giam cudi cling v& mét do xuong & tat ca cac vi tri hoi cao
hon so v6i nhém exemestan (ty 1& % thay ddi trung binh so v6i ban dau vé mét do xuong o
thoi diém 24 thang sau didu trj 1a 2,17 [& xuong sdng], -3,06 [¢ xuong chiu] & nhém ding
exemestan va 13 -3,44 [0 Xxuong séng], -4,15 [xvong chdu] ¢ nhom tamoxiten).

Téng s6 trudng hop gly xuong duge bio cdo trong khi diéu tri va trong qué trinh theo dbi
cao hon rd rét & nhom exemestan so vd1 tamoxifen (169 [7,3%] so véi 122 [5,2%]; p =
0,004), nhung khéng thdy khac biét vé s6 trudng hop gdy xwong duge bdo cdo 1a do lodng
xuong.

Didu tri ung thy vi giai doan tién trién

Trong mot thu nghiém lam sang, ngau nhién, twong duong, ¢ kiém sodt, v61 Aromasin &
lidu dong hang ngay 25mg dé cho thay cé tac dung kéo dai thiri gian sbng sot, thoi gian 141
khi tién trién bénh (Time to Progression - TTP), thoi gian dén khi thét bai diéu tri (I'ime to
Treatment Failure - TTF) so vd1 mét licu phap dleu tri bang hormon chufn la megestrol
acetat trén bénh nhan ung thu vi1 giai doan tién trién sau giai doan mén kinh, da ¢6 tién ién
sau khi, hoac trong khi didu trj vdi tamoxilen nhu lidu phap hd tro hosic nhu didu i déu tay
khi bénh tién trién.

Cace ddc tinh duwge dong hoc

Hip thu

Sau khi uéng vién nén Aromasin, exemestan dugce héip thu nhanh chéng. Ty 1&thude duoc
hap thu tai dudng tiéu hoa 1on. Chua biét duge sinh kha dung tuyét déi cia 6\: o ngudi,
tuy nhién, sinh kha dung duoc dy doan 1a s& bi han ché do anh hudng lan ¢ luyén hoa
qua gan lan d4u. Ciing vi anh huéng twong ty nhu vy ma sinh kha dung Luyebdo\ Lren chudt

cong va cho la 5%. Sau khi dung lidu don 25mg, noéng do ti da trong huyét thanh 13 18
ng/mL, dat duoe sau 2 givr. Khi ubng kém véi thuc an, sinh kha dung tdng 1&n khoang 40%.

Phin bd

Thé tich phan bd cua exemestan, khéng hiéu chinh cho sinh kha dung duong ubng, 1a
khoang 20.000 L. Duge dong hoc la tuyén tinh va thoi gian ban thai cudi 1a 24h. 90% thudc
1ién két véi protein huyet tuong va khong phy thude vao nong dé thudc.

Exemestan va cac chét chuyén héa cila nd khong lién két vdi hdng cau.

Exemestan khéng tich Iily theo cach thirc ngoai du kién khi diing liéu 1ap lai.

Thai trir

Exemestan dugc chuyén héa nhd qua trinh oxy héa nhém methylen tai vi tri ‘sé 6 nho
isoenzym CYP3A4 va/hodc sy khir nhédm 17-keto nho enzym aldoketoreductase rdi két hop

lai. o thanh thai cla exemestan 1a khoang 500 L/h khdng hiéu chinh cho sinh kha dung
duong udng (CL/F).
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Cac chat chuyén hoa khong con hoat tinh hodc e ché aromatase thap hon chat me.
Luong bai tiél khong dobi trong nudc tieu la 1% liéu thude. Trong nude tiéu va phin cac
lugng twong duong (40%) exemestan 6 gan "“C bi thaj trir trong vong mét tudn.
Cac nhom bénh nhan dac bigt
Tubi tac
Khbng quan sat thay su lién quan r& rét gifta tudi tac cla doi wgng va nong dd Aromasin
trong co the.
Bénh nhan suy than
O bénh nhin suy than nang (CLcr < 30 mL/phiit) ndng d6 exemestan trong co thé cao hon 2
lan so v&in guoi tinh nguyén khoe manh.
Do ddc tinh an 10an clia exemestan. khéng can diéu chinh lidu ding.
Bénh nhan suv gan
O bénh nhan suy gan vira dén nang, ndng do exemestan trong co thé cao hon 2 — 3 1an so véi
nguoi tinh nguyén khoe manh. Do dac tinh an toan cua exemestan, khong cén diéu chinh
lieu dung.

5.3.  Dir liéu an toan tién lim sang

Nghién ciu doc tinh

Cac phat hign trong cac nghién ciru vé dde tinh v6i lidu nhic lai & chudt cdng va ché thudng
¢d thé quy cho tac dung dugc ly ctia exemestan, nhy anh huong dén co quan.sinhisan va co
quan phuy. Cac déc tinh khac (trén gan, thén hofc hé than kinh trung wongpda @oq ghinhén
chi & muc ndng dd dugce coi 13 du dé dat t&i ndng do ti da 6 ngudi va duge xﬁb@jhh & rat it
lién quan dén viée st dyng trén lam sang.

Khd ning gdy dgt bién

Excmestan khéng gay dot blen gen trén vi khua.n (thtr nghiém Ames), (rén 1€ bao chudt
ddng Trung Qubc V79, trén té bao gan chudt cong hay trén thu nghi€ém nhén sinh san wén
chuét nhat. Mic du exemestan la thudc gdy dot bién gen trén t bao lvmpho trén in vitro,
nhung trong 2 nghién ciu in vivo, thuoc Khong giy d6t bién gen.

BPéc tinh sinh sin

Exemestan lam nhiém ddc cho phéi ciia chudt céng va tho 0 n(‘”)ng dd trong co thé tuong tu
nhu ndng dd thu duge o ngudi khi ding 25 mg/ngay. Khong ¢é bang chimg giy quai thai.
Kha ning gdy ung thw

Trong mét nghién ciru vé& kha nang gdy ung thu cua thube trén chudt cong cai rong 2 nam,
khong thdy cé cac khdi u lién quan dén diéu trj. Trén chudt cong duc, nghién citu két thilc &
tudn 92, do chudt chét vi bénh than man tinh. _Trong mgt nghién ciru vé kha nang gy ung
thu trén chudt nhat trong vong 2 nam, nhén thay c6 su tang ty 1¢ u tin sinh & gan 0 ca gidng

duc va cai & lidu (rung binh va cao (150 va 450 mg/kg/ngay). Két qua nay dugc cho la lién
quan dén sy cam tng cAc enzym ty thé ¢ gan, anh huong nay da duoc thay trén chudt nha
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6.2.

6.3.

6.4.

nhung khong thy trén céc nghién ciu lam sang. Tang ty 18 u tuyén tai dng than da dugc ghi
nhan trén chudt duc ¢ liéu cao (450 mg/kg/ngay). Thay d6i nay dugc coi la déc hiéu cho
Qloncr va g:o: va xuét hién & liéu cho nong do trong mau cao gap 63 lan nong do o lidu diéu
tri O nffucu Khéng cé anh huong nao ¢ trén duogc coi la ¢d lién quan vé mat lam sang dén
viéc diéu tri exemestan cho bénh nhéan.

CAC PAC TiINH DUQC HQC

Danh muc ta dwge

Hydrated colloidal silica, crospovidon, hypromellose, light magnesi carbonat, magnesi
stearat, mannitol, cellulose vi tinh thé, methyl para-hydroxybenzoat, macrogol 6000,
polysorbat 80, polyvinyl alcohol, nhii tuong Simethicon, natri starch glypolat loai A,
sucrose, titan dioxyd, nudc tinh khiét, sap cetyl ester, talc, sap carnauba. shWeIlac ethyl
alcohol, isobutyl alcohol, sit oxyd. N

Twong ky,

Khoéng co

Thoi han sir dung

36 thang ké tir ngay san xuat.

Thén trong dac biét khi bao quan
Bao quan dudi 30°C. Tranh am. PSRN
Tinh chit va dung lwgng ciia bao bi déng gf =N\

Hop 2 vi x 15 vién nén bao duong.

Tiéu chuan: Nha san xuét.
Nha san xuét: Pfizer Italia S.R.L.
Localita Marino del Tronto, 63100 Ascoli Piceno (AP)’Pl“f[

Q. CUC TRUONG

RUONG PHONG
®Nhan hiéu da dang ky Nauyén Huy Hing

\%:J':’f’p

LPD Date: Feb 15, 2016
Reference UK SPC date: Jul 2015
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