KPATKA XAPAKTEPUCTHUKA HA ITPO/IYKTA



1. UME HA JTEKAPCTBEHUA ITPOAYKT

[-k3eMeKOH 25 mg puiMupaHH TabJIeTKH
l:xemecon 25 mg film-coated tablets

2. KAYECTBEH U KOJIMYECTBEH CBCTAB

Beska punmupana tabdsietka chbpka 25 mg ek3eMecTaH (exemestane).
loMolIHH BelecTBa ¢ U3BECTHO JICHCTBHE:
Jcsaka puiiMHpana tadsicTka cbjibpka 30 mg MaHHUTON.
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W3NMbAHWUTENNA ATEHUWS NO NEKAPCTBATA
Kpamka xapakmepucmusa Ha npogyxma - MpusoxeHue 1
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34 I'bJIHAS CITUCBK HA ITOMOLHUTE BEHIECTBA BUXKTE TOYKA

.5 JJEKAPCTBEHA ®OPMA

(Dusimupana Tadbsierka
besy, Kpbriiy, IBOMHOU3ITLKHAIM (DUIIMUpaHU TabIeTKK, MapKupanu ¢ ,.[X* oT ¢jlHara crpana.

4. KIHHHUYHHA IAHHHAU

4.1 TepaneBrHYHH NOKA3AHHSI

lik3eMecTaH ¢ rokaszaH 3a aJ{lOBaHTHA Tepanus [Py XKCHU Clie/l MEHOonaysa ¢ I0JIOKUTENIEH 3a
CCTPOICHHM PELENTOPU MHBA3MBEH paHeH KapllMHOM Ha rbpjara (early breast cancer, LBC) cies
I'bPBOHAYAJIHO &/IIOBAHTHO JICYEHUE ¢ TAMOKCU(EH B IPOAB/IKEHUE HA 2 — 3 I'OJIMHH.

l'k3emecTan ¢ rokasan 3a JICMCHHE Ha HalpeIHAJl KAPLUMHOM Ha I'bp/laTa TPy XKEHU € €CTECTBCHO WIIK
IIPE/IM3BUKAHO CHLCTOSHUE Ha MeHOoIay3a, YHeTo 3a00JIIBaHE € POrpecupalio ¢lie/l aHTH-ECTPOreHHO
nedenue. He e nemoncrpupana eQUKacHOCT INMpUH NALMEHTH € OTPMIIATENIEH CTATYC 3a €CTPOreHHH
PELCIITOPHU.

4.2 JIo3MpOBKa M HAYHH KA HPHJIOKEHHE

Jlo3upoBka

Bbspacmuu u nayuenmu 6 cmapuecka 6b3pacm
| [penopbumnTesiHaTra Jj1o3a kk3emecran ¢ e¢jiHa tabnerka or 25 mg npuera BeJIHBXK JIHEBHO CJIE)1
XpaHeHe.

[Ipy naumenTH ¢ paHeH KapuUMHOM Ha rbpjara JiedeHHEeTo ¢ Ex3emecran TpsOBa jla npojab/KU J10
3aBbPUIBAHEC HA ITBJIHM [1CT I'OJIMHU KOMOMHMPAHO 1MOCIIC10BATCIIHO a/IIOBAHTHO XOPMOHAJIHO JICYECHUE
(‘taMOKcH(en, ciieiBan o1 [ik3emecTan) Wity 110-paHo NpH 10SBa HA PCIM/IMB HA TYMOpA.

I Ipu nanuenTy ¢ HanpeHasl KapiuMHOM Ha I'spiara JICHCHHETO ¢ Ek3emecTan TpsOBa J1a npoJIbJIKH J10
JIOKa3aHa Iporpecust Ha TyMopa.

| [pn nanmenTy ¢ yepHoapodbna win 0bOpedHa HeAOCTaTBYHOCT He € HeoDX0IMMa KOPEKIIMs Ha J103aTa
(B:K. TOYKaA 5.2).

[leouampuuna nonyrayus
He ce npenopsuBa ynorpeda npu jiena.




4.3 [IporuBonokazanus

l:k3emecran rabjieTkM € [IPOTUBOINOKA3CH TNPH NALMEHTH C JIAaHHM 33 CBPBHXYYBCTBUTCIHOCT KbM
JICKAPCTBEHOTO BEUIECTBO MJIM HAKOC OT IIOMOIHUTE BEUIECTBA, U30POCHH B TOUYKA 6, IIPH KEHH I1PE/IU
MCHOIIay3a U 1pU OPEMEHHH HJIH KbPMELIIM XKEHH..

4.4 CuenHaJiIiu npeIynpexJeHus v npeInain MEpPKH nNpH ynorpeda

l:k3emecTan ne TpsOBa jla Objie npuwiarai 1npv KEHU B 1PEMEHONAY3aJIHO CHJIOKPUHHO ChCTOSHUE.
CliejloBarejiio 11py  KJIMHUYHA HCOOXOJMMOCT MOCTMEHOIAY3AJIHOTO CLCTOsSHUE TpsiOBa ja Obje
OTBBP/IEHO upes3 u3ciieiBade Ha nusara Ha LLH, FSH u ecrpajuon.

l:k3emecran TpsOBa Jjla Objic U31M0JI3BaH € 1HOBUUIEHO BHUMAHHWE [IPU NAIMCHTU € 4EPHOIPOOHO M
ObLOpeuHO yBpexJIaHe,

['K3eMEKOH Cb/tbpiKa 3a0paHcHO BCHIECTBO, KOCTO MOXKC Jla HPUYHUHH TOJOKHTCICH PEe3y.ITaT 1npu
KOHTPOJIHMU JIOITUHT TECTORC.

l-k3emecTan ¢ MOUIEH eCTPOreH-TIIOHWMKABALIL ar€HT W ClIe/l NPUIOKEHUETO MY MOXKE J1a ce HabJoj1aBa
HaMaJIeHWE Ha KOoCTHara MuHepaina nabTHOCT (bone mineral density, BMD) u nosuinena yecrora Ha
ppakrypu (Bxk. Touka 5.1). Ilpu 3anouBaHe Ha aqoBaHTHaA Teparnus ¢ Ek3eMecraH Ipu KEHH C
OCTEONOPO3a MK € IOBUIIIEH PUCK OT OCTEONOpO3a TpsaOBa Jla ¢¢ HAlPaBU CTAHJIAPTHO M3C/IC/IBAHE HA
MHHCPAJIHOTO Ch/IbPXKAHUC HA KOCTHTE B HAYAJIOTO HA JICYCHUETO, OCHOBABABAMKH CC HA HACTOALIUTC
KJIMHHYHHW PBKOBOJICTBA M 1pakTUKK. [lpu naumenTure ¢ Hanpeanaio 3adossBane, U3CJIC/IBAHETO HA
KOCTHaTa MMHEpasiHa TUILTHOCT TpsOBa Jla ce OlleHsBA 3a BCEKM OTJiejIeH ciydad. Bbrnpeku ue
JIMTICBAT QJICKBATHU JIAHHHK, 1I0Ka3BalllM epexrture OT Tepandsra 1pH JIeYCHUETO Ha 3arybara Ha
KOCTHA MMHCpaJIHA I1UIBTHOCT, IPUYMHEHA OT €K3eMeCTaH, IalMCHTHTE, JICKYBAHW C EK3eMmecTaH
TpsAOBa Jla ce HaOJI0/1aBaT BHUMATE/IHO U TIPU PUCKOBM TALIMEHTH TPAOBa Jla 3a1104HE JICYCHHUE WJIU
POpHIIAKTHKA HA OCTEOIIOpO3aTa.

[Ipe/in 3anousane na jicyeHHeTo ¢ apomara3eH WHXMOMTOP Mo ripelicHka TpsOBa jia ce M3BLPIIU
PYTHHHO H3CJIC/IBAHC HA HHBATA HA 25-XWJIPOKCH BUTAMHUH ) 1nopajiu BMCOKATa 4€CTOTA HA TEKDK
JICHUIIAT 1IPK XKCHU € paHCH paK Ha I'bpjlara. AeHuTe ¢ HeJIoCTU Ha BuTamun D Tpsabsa jia nosyyasar
JI0DABKHU ¢ BUTaMuH D.

4.5 B3aumoaeHCTBHE C J(PYI'H JICKAPCTBEHH NPOAYKTH H JIPYrd GopmMu Ha B3aUMO/IeicTBHE

I IpoBencHuTe in vitro n3ciie)iBaHus ca MoKasajiy, 4e JICKapeTBOTO ¢¢ MeTaboJiu3upa upes [IHTOXpom
P450 (CYP) 3A4 u anjokeropejiykrasure (Bx. Touka 5.2) U He uHxubupa Hukon or riasuure CYP
H30CH3UMH. B KIIMHUYHO (papMaKOKMHETHUYHO 1poyuBaHe cnetmbuunara uuxubduums na CYP 3A4 or
KCTOKOHA30JI HE € JI0BEeJIA JIO CUrHU(PUKAHTHH eDEeKTH BLPXY (hbapMaKOKMHETHKATA HA CK3CMECTAH.

B npoyusane 3a JiekapcTBeHO B3aumojeicTBUe ¢ pudamrnivimb B Jloza 600 mg JIHEBHO, MOLIEH
uujtykrop Ha CYP450, u eanokparna jo3a or 25 mg exk3emecran, AUC (ruionira Ha kpuBara) Ha
ck3emecran ¢ Hamasisia ¢ 54%, a Cmax - ¢ 41%. TuH Karo KJIMHUYHOTO 3HAYEHUE Ha TOBA
B3aUMOJICHCTBME HE € M3ACHCHO, €/IHOBPEMEHHOTO TMPWIOKEHUE HA JICKAPCTBCHW TPOJYKTH KaToO
pU(pAMITMLIMH, aHTUCIMJICIITUYHM JIeKapcTBa (Hanp. (GeHuToun M KapbamaseruvH) W OWIIKOBM
[perapaT, CbIbpHKALLK KbAT KaHTapuoH (hypericum perforatum), 3a KOMTO ce 3Hae, 4e WMHYLMPAT
CYP3A4, moxe J1a Hama1u ¢HEKTUBHOCTTA HA CK3EMECTAH.

Exzemecran TpsOBa jla cc M3M0J3Ba BHUMATENIHO C JICKAPCTBA, KOUTO CC METX
CYP3A4 v umar masika repaneBrdyHa nmpuia. JIMnesa kKinnuuen onur 3a ¢/(HOBp
Ha CK3eMECTaH C JIPYrd INPOTUBOPAKOBH JIEKAPCTBA.




l:ksemecran He TpaOBa jla Obje npuiarad ¢JHOBPEMCHHO C €CTPOICH-Ch/IbPIKAIIlM JICKAPCTBA, Thid
KaTo Te OUXa aHyJiMpajid HEroBoTo (DapMaKoJOIrdYHO JICHCTBHC.

4.6 @epruiinrer, OpeMEeHHOCT H KbPMEHE

bpementoct

Hama KJIMHWUYHK JlaHHKY 34 CKCITO3HIMA HA €K3EMEeCTaH 110 Bpeme Ha Opemennoct. [IpoyuBanus BbpXy
KMBOTHH €a 110Ka3aJIM perIpOJIYKTUBHA TOKCHYHOCT (B>K. Touka 5.3) Ilo Ta3m npuumHa ex3emMecral ¢
IPOTUBOIIOKA3€CH ITPU OPEMEHHU KEHHU.

KbpmeHe

He e u3BecTHo JAJIK CK3CMECTaH CC OT/HCIIM B KbpMaTa. Exk3emecran He 'I‘pHﬁll.’d Jld CC lIpHWJidlra IHpH
KCHH, KOUTO KbPMAT.

Kenu B riepumeHonaysalicH craryc Win ¢ JIeTepoJieH NoTeH1Ual

JlekapsT TpsOBa Jjla 00CH)IM HEOOX0/IMMOCTTA OT aJICKBATHH CPEJICTBA MPOTUB 3a0pEMEHSIBAHE C XKEHH,
KOWTO HMMaT 1OTCHIHMA Jia 3a0peMCHEST, BKIIOYUTEIIHO KEHHU, KOUTO Ca MNECPUMEHOINAY3a/IHH WK
KOUTO HACKOPO Ca CTaHAIM ITOCTMEHOMNAY3AIHMA, JOKATO TEXHHUAT IOCTMEHOMNAay3alleH craryc Objie
U3LIAJI0 3aTBBPIICH (BXK. TOUKK 4.3 U 4.4).

4.7 Edexru Bbpxy cnnocobnocrra 3a modupane n padora ¢ Mammunn

ChoOm@aBa ce 3a 3aMasHoOCT, COMHOJIEHTHOCT, OTHAQJHAJIOCT W BUECHE Ha CBAT npu ynorpedba Ha
JjiekapeTBeHust pojykT. llammenture tpsdOBa i@ Objlar npejynpeiacHu, 4e 1py 110sBa HA TaKWURBA
SBJICHUSA, TCXHUTE (PU3MUCCKH U/WIIK TICUXHYECKHU CIOCOOHOCTH, HEOOXO/ MMM 3a paborara ¢ MallMHK
Hin odupane ¢ KoJia, Mmorar jia OnL1aT HapyIICHH.

4.8 Hexenann JICKaAapCTBCHH peakiMn

F-k3emecran ce ¢ nonacsi jlodpe BbB BCHYKHM KJIMHUYHHK TIPOy4YBaHUA, NposejieHu ¢ LEk3semecran B
CTaH)lapTHa Jlo3a OT 25 mg JIHCBHO, KaTo HEKeJIaHUTE ChOMTHS 00MYaliHO ca OUITH JICKH J10 YMCPEHH,

Hecrorara Ha NPEKbCBAHC HA JIGUCHUETO 1OPAJIM HeXellaHu chOuTus ¢ Ouia 7,4% npu nauMeHTy ¢
pPaHeH KapLUMHOM Ha I'bp)lara, NpoBEkK/1alild a/IIOBAHTHO JICHECHUE C CK3EMECTaH CJIe/1 IIbPBOHAYAIHOTO
aJIOBAHTHO JICHCHHUC ¢ TamOKcH(eH. Hal-uecTo cbobulaBaHuTe HEXCIIAHW JICKAPCTBEHU PEAKILMU Ca
Ousn ropeinn BuiiiK (22%), aprpasirus (18%) v ymopa (16%).

Hecrorara Ha NPEKbCBAHC Ha JICHCHUETO 110pajld Hexellanu peakiimu ¢ Owia 2,8% B obuiara
HOInyJlalus 1alKeHTH ¢ Hanpejnal kapumHom Ha reppaara. Hai-uecro chobOuiaBanure HexelaHu
JICKapCTBEHU peakiimm ca Ouin ropenin suiinm (14%) v rajiene (12%).

| loBeueTo  HExKCE/IaHM  JICKAPCTBEHM  peakliMd morar Jia  Objar [puimMcaHd Ha  HOPMAaJIHHUTE
(papMAKOJIOrHYHH T1OCJIC/ICTBUS HA eCTPOreHHATa JIenpuBaius (Harp. ropeiy BbhiiHH).

}.lUI{JIEULBHHH’I‘C HCXCJIAHHW JICKAPCTBCHH PCAKIIHKU OT KIIMHHHUYHHTC [IPOYUBAHHA H TTOCTMAPKCTHHI'OBHA
OIIHT, Cd HZﬁpﬂEHH MO-10J1y 11O CUCTCMO-0PIraHHH KJ1aCOBC U 110 4eCTOoTa.

Hecrorure ce onpejiesst karo: MHOro yectu (> 1/10); uectun (= 1/100 go < 1/10); neyecru (= 1/1000
o < 1/7100); peuxn (21/10000 10 < 1/1000); muoro penxu (<1/10000), ¢ nHeuspecTHa yecrora (He
MOI'aT Jla €€ OLICHAT OT HAJIMYHUTE JIAHHH).




Hapywenua na kpvema u 1umnama cucmema
Mnoeo wecmu Jleskonenus )
Hecmu T pﬂmﬁuumoncuuﬂ %)

( ‘neussecmua wecmoma | Hamasicn 6poii na siumpounrw re ")

Hapywenun na umynnama cucmema

Hewecmu CBpBbXUYBCTBUTEJIHOCT

Hapywenus na memabosusma u xpanenemo
Hecmu AHopexcus

Hcuxuunu napywenus

-

Mnoco wvecmu Jlenpecus, 0e3cbHUE

Hapywenusa na nepenama cucmema

Mnoeo vecmu [ naBo0oJ1Me, 3aMasHOCT
Yecmu CHH/IpOM Ha KapnaJHHUs KaHall, 1apecTe3us
Peoxku CBHJIUBOCT

iz b00sU HapyuteHus

Mnozo wecmu I opeln BbJIHK

A -

Cmomawno-upeenu napyuwieHus

Mnoco vecmu Kopemiin 6osiku, rajexe
Mdecemu | llospbliuane, jinapus, 3aricK, JIMCIICIICHS )
4 j_gnamnfiwmapnu m_rgymemm _ _ _ :
Mnoco wecmu [loBuinenue na yepronpobuure enszumu M, ysennuen
ownpy6un B kpbeTa'l), noBumena ankanna pocdarasa B
- | kpbera'™ _ -
- Peoxu Xenarur ), xonecrarnuen xenarut'®
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Ha _p_yIHEHHH HA KOJcama u ROOKOJICHAMAa nrvKaH

- Mnoeo vecmu [ loBHIIICHO U3lIOTABANHC
___‘_{fg‘_giﬂ«f - Anonienus, 06puB, YpTUKApH3, u,pﬁe}ﬁ
 Peoku | Ocrpa renepajinzupana ek3aHTemMarosHa rnycryJsosa ()

 Hapywienus na m yCH_EIIHJ-CKEJIEHIHﬂJ‘Hﬂ cucmema u cvedunumennama moKan
Mnozo vecmu CTaBHU M MYCKYJIHO-CKeJIeTHH 60Jiku ™)

‘{eamu Ocreonoposa, Gppakrypu
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-

. Obuqu napywenun u eq')er{mu HA MACMOMO A nPUI0JCceH e

o
= =

Mnoco wecmu bouika, orTnajnaiocr
Hecmu [ lepudepen oTok, acrenus

(*) Brxinousa: aprpasirust u 110-psijiko 60jKka B KpaHULMTE, OCTCOAPTPUT, OOJIKH
MHAJI'UA U CKOBAHOCT Ha CTABUTE




(**) [Ipu naumenTy ¢ Hanpe/iHaJl paK Ha rbp/lara, TPOMOOIMTONEHHUS M JIEBKOIEHHUS ca ¢ho0IllaBaHu
psjiko. CriopajiuuHo ce¢ nabsnojiapa HamansiBaHe Ha Jumdborrure B pubiuszurenno 20% or
MAUMCHTHTE, T10JydaBallli eK3eMectatll, ocoOCHO MpU NalMCHTH ¢ 1pejiecrsaiia JumMdoneHus;
BBIIPEKH TOBA CPEJHUTC CTOHHOCTH HA JIKMOOUMTHUTC T[IPH TE3H [MAUMCHTH HE CC IIPOMEHSAT
3HAYUTEJIHO € TEYEHME Ha BPEMETO U He ce HabiojaBa CHLOTBETCTBAILO YBEJIMYCHUE HA BUPYCHUTE
nudekunu. Tesn epekru He ca HabJIIO/IABAHM TIPH MALIMEHTH, JIEKYBAHW OT HA paK Ha I'bpjlara.

(1) Hecrorara ¢ M3uMciicHa Ha rpuHIMIa Ha 3/X

Tabnunuara no-j10J1y npejicraBs yecrorara Ha IMpeaBapUTE/IHO ONPEJICIICHUTC HEXKC/IAHU CHLOMTUS M
3a00JIIBAHMS B IIPOYUBAIIC 3a paHcH pak Ha rppjara (Intergroup Exemestane Study, IES), Hezasucumo
OT NPUYHUHHO-CJIC/ICTBCHATA BPB3Ka, KOMTO ca CHOOIIEHHU IPU NalMEHTH, 10J1ydaBallld U3lnMreaHara
repanus U J1o 30 JiHuU ciiejl ciidpanie Ha M3TNIMTBaHaTa Teparus.

Hexenanun coOnTua n 3abossBane Ex3emecran Tamokcudgen
(N =2249) (N =2279)
Toriv BbJIHK 491 (21,8%) 457 (20,1%)
OrnajiHanoct 367 (16,3%) 344 (15,1%)
“1aBo0oIIHE 305 (13,6%) 255 (11,2%)
>¢3ChHUE 290 (12,9%) __ 204 (9,0%)
[OBHILIICHO 1TOTEHE 270 (12,0%) 242 (10,6%)
"MHEKOJIOI'MYHH 235 (10,5%) 340 (14,9%)
3amaiBane 224 (10,0%) 200 (8,8%)
[ ‘ajieHe 200 (8,9% 208 (9,1%)
Ocrteonoposa 116 (5,2%) 66 (2,9%)
BaruHasiHo KbpBeHE 90 (4,0%) 121 (5,3%)
Jlpyr 1im-pBUYEH pak 84 (3,6%) 125 (5,3%)
| loBpbUIaHE 50 (2,2%) 54 (2,4%)
3pPUTE/IHU HAPYLLICHMUS 45 (2,0%) 53 (2,3%)
Tpomboemb0IM3BLM 6 (0,7%) 42 (1,8%)
OcreonoporyduHa pakrypa 4 (0,6%) 12 (0,5%)
Muokapien uHdapkr 3 (0,6%) 4 (0,2%)

B npoyusanero IS yecrorara Ha MCXEMMUHUTE CbPJICYHU CHOMTHUS B TCPAIICBTUUHUTE paMeHa C
CK3eMeCTaH U Tamokcupen ¢ buita crorsetHo 4,5% cnpsmo 4,2%. He ¢ Ouita orbesig3ana 3Haunma
pas/iiKa 3a HAKOC OTJICJIHO CBPACHHO-CBIOBO CLOUTHE, BKIIIOUYMUTE/IHO XHriepToHus (9.9% cripsimo
8,4%), undapkr Ha muokapjaa (0,6% crnpsamo 0,2%) v cebpaeuna nejocrarputoct (1,1% cnpamo
0,7%).

B npoyusanero ILES, exzemecran ¢ cBbp3BaH ¢ 10-rojisiMa nosiBa Ha XMUIIECPXOJICCTEPOJICMUS B
cpaBHeHHe ¢ TaMokcuden (3.7% cpemy 2,1%).

13 orjieiHo, JIBORHO-CIIATI0, pAHJIOMU3ZUPAHO IIPOYUBAHEC HA HUCKOPUCKOBH 1HOCTMCHOTIAY3aJIHU KEHHU C
paHCcH KaplMHOM Ha I'bp/lara, JIeKyBaHu ¢ ek3emectad (N=73) uau mianedo (N=73) B 1po/Ib/DKEHHE
Ha 24 meccella, eK3eMecTat ¢ CBbp3BaH che cpe)iio 7-9% namasienue B ruiasmenuss HDL-xonecrepon
cpemy 1% na ruiane6o. Couio Taka e umano 5-6% HamaneHue Ha anojunonporent Al B rpynara Ha
ck3emectan cpetty 0-2% 3a ruianedo. Edexkrst BbpXyY APYrd aHAIM3UPAHU JIMITHIIHK [1apaMEE




B npoyusanero IES ¢ nabimojiaBaHa g3Ba nHa croMaxa ¢ Majlko 110-BMCOKA 4ecToTa B pamoTo ¢
ck3emecran B cpaBHeHue ¢ tamokcuden (0,7% cpeuty 0,1%). o-ronsimara yacT oT nallMeHTUTE Ha
€K3CMEeCTaH ¢ [3Ba HA CTOMaxa ca l110Jly4aBalid  CbIlbICTBALLO JICHCHUE € HECTCPOM/IHHM
[IPOTUBOBB3NAJIMTEIIHU CPEJICTBA W/HJIK Ca UMAJIK NPEJIXOJIHA aHAMHE3a.

CpobllaBaHe Ha 110/103Mpaly HEXKEJIAHW PeaKlIUH

CnoO1aBaHeTo Ha 110/103MpaHy HEXKE/IaHU PeaKllMK CJIe/l pa3peliaBate 3a yrorpeda Ha JICKapCTBEHMS
[POJLYKT € BaxKHO. ToBa 1103B0JI1sIBA J1a NMPOIL/KK HAOJIIOJICHHETO HA CHOTHOUICHUETO 110J1338/PUCK 34
JICKAPCTBECHUS  NPOJYKT. OT MCJIMIIMHCKUTE CIICUMAJIMCTU CC M3UCKBA Jl1a ChLOOLIABAT BCSKA
[10J103MpaHa HEeXeJlaHa peaklius Ypes:

M31rbJIHATE/IHA areHLMS 110 JICKapcTBarTa

yi. ,,Jlamsn | 'pyeB” Ne 8

1303 Cous

tei.: +359 2 8903417

yebOcanT: www.bda.bg

4.9 llpenozunpane

[[poBejieHn ca KIIMHWYHU W3IIMTBAHUSA € €K3eMECTaH, npujiaraH B eJiHokparHa Jio3a 1o 800 mg Ha
3JIpaBHU J100OpoBOJIKKM U J1o 600 mg JIHEBHO HA XKEHM CJIe/I MEHOINay3a ¢ Harpe/Hajl KapuuvHOM Ha
I'bplata. ‘Te3n JIo3upoBKH ca OMiM noHacsaHu noope. LjiHokparHara 03a ek3emecral, Kosato OM MorJia
Ja JI0BeC J10 KMBOTO34CTpallaBaliM CUMIITOMH, HE € u3BecTHA. lIpH 1ubXoBe U Kydera CMBPTHH
cjiydyau ca OuJiM HaOJII0/1aBaHM CJ1e)l €JIHOKPATHU NEPOPAITHH J1031U, EKBUBAJICHTHH CbOTBETHO Ha 2000
M 4000 mbTH MO-roJICMM OT NPENOPLYMTE/IHATA 1034 1PH YOBEK, ONpejieiieHa Ha Gasara Ha mg/m?’.,
Jlnnicpa cnenuduyen aHTHIOT TIPU NpeJlo3Mpale M JieueHueTo TpsadBa jia Objie CUMITTOMATHUYHO.
[lokazanu ca o0l NOJUILPXKAIIMY  T'PUKH, BKJIIOYUTCIHO HCCTO MOHUTOPUPAHE HA KHUIHCHUTC
[10KA3aTe/IM U BHUMATEIIHO HADJIKO/IEHKE Ha NallMeHTa.

5. GOAPMAKOJIOI'NMYHU CBOUCTBA

5.1 dapmakoHHAMHYHH CBOHCTBA
DapmakoTepanesTiyHa rpyina: AHTHHEOIUIACTUYHU U UMYyHOMO 1y mpaliim cpejcria, A'TC: LO2BG06

Mexanu3abMm Ha JICHCTBUC

Ekzemecran ¢ HeoOpaTuM Crepou/ieH apomMaTa3zeH MHXHUOMUTOP, CTPYKTYPHO CXOJIEH C €CTECTBEHHUS
cybOcrpar anjipocreH)iMoH. Ilpu skenu ciiejt MeHomays3a ecTporeHd ce MpOM3BEXK/AAT IJIABHO 4pe3
[IPEBBLPUIAHEC HAa aHJIPOI'CHHM B CCTPOICHHU € MOMOIITA HA €H3UMMa apomarasa B rnepudepHuTe ThKaHH.
EcrporenHara aenpyBanus ype3 “UHXMOMUpane Ha apomarasara € ¢heKTHUBHO U CEJICKTUBHO JICYCHHUE HA
XOPMOH-3aBHCHMHS KApPIIMHOM Ha I'bpJlaTa I1pU KEHMU ciiejl MeHormay3a. [lpu kenu ciiej1 MeHoray3a
[ICPOPAJIHUAT CK3EMECTaH € JIOBEJ JIO CUTHU(UKAHTHO TTOHWIKECHUE HA CEPYMHUTE KOHIICHTpAllMM Ha
CCTPOICHH, 3AI104BAIILO TIPH J103a 5 Mg U JIOCTUralo JIo Makcumalitia cynpecus (>90%) npu j1o3a or
[0-25 mg. llpy nanmenTn ¢ KapuvHoM Ha I'bpjara cjiejl MCHOIay3a, JICKYBAHM C JIHEBHA /1034 OT
25 mg, apomarusalmsra B 1C/iMsg OpraiussbM ¢ Hamasisia ¢ 98%.

[:k3emecTan He MpUTEKaBa 11POreCTOICHHAa WIW €CTPOreHHa akTUBHOCT. JIeKO u3pa3seHa aHjiporeHHa
AKTUBHOCT, BCPOATHO JIbJDKAIIA CC HA HErOBOTO 17-XMIApONpoM3BO/IHO, ¢ HAlJIo/1aBaHa 1J1aBHO TIpH
BMCOKHM J1034. B npoyuBaHusi ¢ MHOIOKpaTHO JIHEBHO Jlo3uMpaHe Ek3emecran HE € 1oKasall JIOJIOBUMHU
eekTH BbpXy HanOLOpeuHaTa OMOCHHTE3a HA KOPTH30/1 MIIK aJJIOCTEPOH, M3MEPEHHU T1PC/IA MU CJIC/L

OTHOIHCHHC Ha JIPYI'HTC CH3UMHU, YHacCTBAlllkd B CTCPOUH/IOICHE3aTA.




Beiejcrsue  Ha  roBa  HE  ¢C Hajlara  3aMECTUTC/IHO  JICUCHHUE € [JIIOKOKOPTHUKOWIM  WJIM
MUHEPAJIKOPTUKOWIM. Jlake M 1pM HUCKKM 103d € HabmouaBaHo JIEKO, HE3aBUCMMO OT Jlo3ara,
HOBULIICHUE Ha cepymuure koducHrpauyd na LH wu FSH: r1o3m edexr obave ¢ ouakBan 3a
(hapmMaKoJIOrMYHMS KJIaC U BEPOATHO € pe3y./iTar oT odpariala Bpb3Ka Ha XUIO(U3HO HUBO, JIbJ1XKAlIlA
CC HA I[MOHWXCHUETO Ha CCTPOFGHHUTE HUBA, KOETO CTHMYJIMpa XUIIOgMU3HATA CEKpelrs Ha
FOHAJI0OTPOITMHHU, JIOPU U TP XKEHH CJie/I MEHOTIay3a.

KiimnnuHa epukacHocT U 6€3011acHOCT

Aodreanmna mepanus Ha paHeH KapyuHom na 2opoama

3 MHOI'OLLEHTPOBO, paHjIOMU3UPAHO, JIBOHHO-CiANo npoyusate (IES) nposeneno npu 4724 naunenru
cJie/l MEHOIay3a ¢ IMOJIOKHUTCIIEH 3a CCTPOICeHHHA PEeLerrtopy WK HEH3ACHEH IThbPBHUYCH KApPIMHOM Ha
bpJlaTa, TE3M OT THX, KOUTO ca ocraHaju 6e3 00JIECTHH NpOsSBU CJIC/] TPOBEXKJIAHC HAa aJIFOBAHTHO
JICYCHUE ¢ TaMOKCU(peH 3a 2 J10 3 roJIMHM, ca OMIM paHJIOMU3UpPAHH J1a 110J1y4aBaT 3 J10 2 roJIMHH
ck3emectaH (25 mg/nen) win tamokcuden (20 miam 30 mg/nen), 3a j1a 3arbpllat 1bJIHUS S-roJAMIICH
[IEPUOJ1L HA XOPMOHAJIHO JICUYCHHUC,

Hiznumeane [LS cve cpeden cpok Ha npocireosgamne om 32 meceyo

CJie/1 JICYEHHUE CBC CpelHa MPOJIbJDKHTCIHOCT 0KOI0 30 Mecella U cpejieH CpOK Ha Tpociie/isiBaHe
OKOJI0 52 Mecela, pe3ylitarure ca 1oKasajiy, 4e rocje/iBallloTo JICYEHUE ¢ eK3emectan ciejl 2 j10 3
I'OJIMHUA &JIIOBAHTHA TEparus ¢ TAMOKCH(EH € JIOBEJIO 10 KJIMHUYHO U CTATHCTHYCCKHU 3HAYUMO [10-
jl00pa npexussemoct 0e3 nposiBu Ha 3abonspBaHe (disease-free survival, DFS) B cpaBHeHue c
[PO/JIb/DKaBaHe Ha JICYEHUETO ¢ TAMOKCHU(EH. AHAJIM3BT € [10Ka3all, Y¢ B PAMKWTE HA 1IEpHO/la HA
Ha0JIIO/IEHME B TOBA MPOYUBAHE, EK3EMECTaH € HAMAJIMJI PUCKA OT PCIIMJIMB HA KaplHHOMA HA I'bp/laTa
¢ 24% cnpamo rTamokcuden (koehuumenr Ha pucka (hazard ratio) 0.76; p=0,00015). Ilo-
OJIArONPHUATHUAT C(EKT HA CK3EMECTaH CIPAMO TAMOKCHU(EH 110 OTHOLICHUE Ha TpPEexHUBAeMOocT 0e3
HPOSABK Ha 3abosigBaHe ¢ OMJI ABCH, HE3ABUCUMO OT CTEIICHTA HA 3acsiraHe Ha JIMM(MHUTE BB3JIK WU
lpeecTnalla XMuMHoTeparus.

[ik3emecran € JloBes1 U J10 CUTHU(MUKAHTHO NMOHMXKEHHUE HA PUCKaA OT pak Ha KOHTpaJlaTepaliHaTa I'bp/la
(koeduumeHT Ha pyucka (hazard ratio) 0,57, p=0,04158).

Hadinonasana e renjicHima 3a 110)100peHa o01na npexxmBiIeMoCT 3a CK3CMECTaH B 1sJiara 11poy4yBaHa
Honynaius (222 ¢cMbPTHH Cliydan) B ¢paBHCHUC ¢ TaMOKCHU(EeH (262 cMbpTHH cliydas) ¢ KoehuimeHr
Ha pucka 0,85 (log-rank recr: p = 0,07362), koero npejicrasispa HamajicHue ¢ 15% na pucka ot
CMBPT B 110J13a HA ek3emecrad., Halmo/1apaHo € CTaTUCTHYECKHU 3HAYMMO HamalieHue ¢ 23% Ha pucka
OT cMBPT (KoedHuIiMeHT Ha pucka 3a oOuara npexussiemoct 0,77; ksajparen rtect na Wald chi:
p=0,0069) 3a ek3emecran B CpaBHEHUE ¢ TaMOKCHU(CH [IpU  ajarnrupale 3a [peJIBAPUTCIIHO
onpeenenure nporuoctuuiu pakropu (r.e. ER craryc, craryc Ha suMmpHUTe BH3JIM, HpeuliecTBalla
Xumuoreparnus, ynorpeda na X3T (xopmonoszamecturesniHa repanus) v ynorpeda na oudochonar).

OcnoBun pesyararu or 52-meceyHo npocieasiBane Ha epukacHocTra UPH BCHYKH NANHCHTH
(nonyjanusi 3a Jieyenue - intention to treat population) m ecrporen-penenrop HO3HTHBHH
HAIHCHTH

p-

Kpaiina uea Ex3emecran I'amokcugen Koepunuuenr na
CTOHHOCT™

llonyanus Cuonrns /N (%) “bOuTHA /N (%) |pucka (95% CI)

CBo00,1en ot HoJiect nepuoj ’ |

Bcuukm nalmcrrrn‘llzﬁti /2352 (15.1%) 453 /2372 (19,1%) 10.76 (0,67-0,88) [0,00015
89 /2023 (14,3%) 370 /2021 (18,3%) 10.75 (0,65-0,88) 10,00030

Pak Ha KOHTpaJlaTepajinara 'bpaa

Beruku nanunentu [20 /2352 (0,9%) . 5/2372 (1,5%)  10.57 (0,33-0,99) 0,041

ER+ nanuenTwH EB /2023 (0,9%) ﬂ;} /2021 (1,6%) 0.54 (0,30-0,95) |0,[}3

IR+ narmmenrw




IIpexuBsiemoct 6(33 HPOSIBH HA KAPIHHOM HA I'bpP/AATA »

Beuuku nauuenty 289 /2352 (12,3%) 373 /2372 (15,7%) 10,76 (0,65-0,89) ’01)0041
ER+ nawmentn 232 /2023 (11,5%) 305 /2021 (15,1%) 10,73 (0,62-0,87) 10,0003 8
ﬂpcmunncmnc*r 0e3 HPOSIBH HA JlaJICYEH peununﬂ{; )

Bceuuku naumerTy 248 /2352 (10,5“/@ 97 /2372 (12,5%) [0,83 (0,70-0,98) [0,02621
LR+ nanmenty 194 /2023 (9,6%) 42 /2021 (12,0%) 10,78 (0,65-0,95) [0,01123
O0ma upc}ﬁunﬂenmcr”

BCHUKM NaumMenTH lzzz /2352 (9,4%) 62 /2372 (11,0%) 10,85 (0,71-1,02) |0,07362
ER+ naumentv (178 /2023 (8,8%)  1211/2021 (10,4%) [0,84 (0,68-1,02) [0,07569

* Log-rank Tect; ER+ nauuenTy = ecrporeH-petenTop no3uTUBHH NallMCHTH;

“ CobopnusT or Oonecr nepuop (disease-free survival) ce onpejesis criope)l 1rbprara 1osiBa Ha
JIOKAJICH WK OTJIOKCH PCIMJIMB, paK Ha KolTpajlarcpaliHara 'bpjla Wik CMbLPT OT paK Ha I'bp/larta;

" Tlpexkussiemoctra 6¢3 nposBu Ha Kapuunom Ha repaara (breast cancer free survival) ce onpesens
CIIOPE/L ITbpBATA 1104Ba HA JIOKAICH WJIM OT/IOXKEH PEIM/IMB, paKk Ha KOHTpajlarepajiHara rspja WM
CMBLPT OT pak Ha I'bplara, | |

“ Ilpexkussiemoctra 0e3 nposisu Ha JlasieyeH peuraus (distant recurrence free survival) ce onpepens
CIIOpe/1 ITbpBaTa [105%Ba Ha JIOKAJICH MJIH OTJIOXKEH PeLM/IMB WK CMBLPT OT PaK HA I'bp/larTa;

406ma npexussiemoct (overall survival) ce onpejesis criopeji cMLPTTa OT KAKBATO M J1a € IIPUHMHA.

13 JI01BJIHMTEIICH AHAJIM3 HA [I0JArPpYIaTa NAIMCHTH MOJIOKHUTCIIHHU 32 CCTPOICHHH PCICIITOPH MK C
HEU3BCCTCH CTATYC, HEalalTUPAHUAT KOC(UIIMEHT HA pUcKa 3a o0ua npexkussemoct ¢ oun 0,83 (log-
rank rect: p=0,04250), koero npejicrapiisgsBa KIMHUYHO M CTATUCTUYCCKH 3HAYUMO Hamalienue ¢ 1 7%
Ha PUCKA OT CMBPT. |

Pesyararure or noanpoyysatHero Ha IES, oneHsBanio KOCTHUTE 1IPOMEHHU, € 110Ka3aJ10, Y€ [1PH XKEHH,
JIEKYBAHW € €eK3emecTtaH cliejl 2 J10 3 TOJIMHM JIeYEHHE C TAMOKCU(EH, € HACTBIIMIO YMEpPEHO
HAMaJICHKWE HAa KOCTHATa MMHCpa/Ha IUILTHOCT. B 1J10TO npoyuBaHe 4yecrorara Ha (pakTypuTe B
pesyJirar Ha TepalvsaTa, OlcHeHa 110 Bpeme Ha 30-MeceyeH MepuojL Ha JieueHue, ¢ Oujia 11o-BUMCOKa
HPH HAIKMCHTH, JICKYBAlM ¢ CK3CMECTaH, B CpaBHCHHUC ¢ rTamMokcuden (cworBerio 4,5% u 3,3%,
p=0,038).

Pesyjirature or nojuipoyusanero Ha [ES Bbpxy enjlomerpuyma rokasBar, 4e¢ CJIC/l JIBYI'OJHMIIHO
JICUYEHUE € HACTBITWIO Cpe/IHO HamalieHHe ¢ 33% Ha jiedesiMHaTa Ha CHJIOMETPUYMA T1PH TALIMEHTHTE,
JICKYBAHHA € eK3emecraH, 0e3 wu3pa3eHa paszjiMka I11pH  [1ALMCHTUTE, JICKYBAHW ¢ TaMOKCH(EH.
3aj1e0eBaHEeTO HA EHJIOMETPHYMA, JIOKIIAJIBAHO B HAYAJI0TO HA 1IPOYYBAHCTO, € NPETLPIAI0 00paTHO
PasBUTHC KbM HOpMasn3als (<5 mm) rpu 54% oT nalMeHTU e, JICKYBAHH ¢ EK3EMCCTAaH.,

Hisnumeane [LS cve epeoen cpok na npocneossare om 87 meceya

Pesyirrarure el JIBUEHUE ChC CPE/IHA TIPONBIDKHMTENIHOCT OKOJI0 30 Mecena v 1pocie/isBale ¢he
cpe/iHa MNpoJIL/KATEIIHOCT 0K0JIO 87 Mecela rnokassar, 4e CCKBEeHTHATa Teparus ¢ eK3eMecTan, ciiejt 2
JI0 3 I'OJIMHU aJIIOBAHTHA TEPAIUA ¢ TAMOKCH(DEH, € CBbP3aHa ¢ KJIIMHUYHO W CTATUCTHYECKH 3HAYUMO
nojgo0penne Ha rnpexussiemoctra 0e3 nposisu Ha 3abonsBaHero (disease-free survival, DFS), B

CPaBHCHHC C IPOJBJIKCHHUC Ha JICHCHHUCTO C THMGKCH(!JGH.

Pesysirarure ca nokasajiv, 4e 110 BpEME Ha [POCIe/IsBaHus 11ICPHOL 110 1IPOYUYBAHETO, CK3EMECTaH €
HOHWXKHWII PUCKA OT PCLMJIMB HA pak Ha mJiieuHara xiiesa ¢ 6% B cpaBHeHMe ¢ TamMOKCHUdEH
(KoeuumenT na pucka 0,84: p = 0,002).




Karo us1o, 0naronpustHUsT e(EeKT Ha €K3CMECTaH B CPAaBHCHUC ¢ TAMOKCH(MCH 1O OTHOIICHUC Ha
DES e Oun ouesmpen 0e3 3HayeHMe OT craryca Ha JIMMQPHUTC BB WK 1IPE/IX0OXk/1aiara
XUMHOTEpAIIMa WIK XOpMoHaJiHa Tepanus. CTaTUCTHYECKATa 3HAYMMOCT HE C€ NOAIbpiKa B PAMKHTE
Ha HAKOJIKO TMOArpyNnd ¢ MalIku pasmepud Ha rnpobure. le ca nokaszanu TEHAEGHUMUS B 110J13a Ha
CK3EMECTAH NP TMALIMEHTH C T0BCYEC OT 9 MOJSIOKUTENHNA Bb3€J1a WK npeauiuHa xumuorepanus CMFE,
[[py NauMeHTH ¢ HEU3BECTEH CTATYC HA JIMM(MHUTE Bb3JIM, Apyra npeaviliHa XUMHOTEpPArus, KakTo U
HEW3BECTEH/JIMICBALLA CTATYT HAa NPEAMILIHA XOPMOHa/IHA Tepanus, ce Hab/o/1aBa 0€3 TEHAEHUUS B
oJ13a Ha TAMOKCH(EH, KOSTO HAMA CTATUCTHYECKA 3HAYHMOCT.

B JjlonbiiHeHue, ek3demectal CUrHUGDUKAHTHO € YBEJIMYHIT HPEXUBAECMOCTTa 0¢3 KapUMHOM Ha I'bp/jlara
(koepuumenr nHa pucka 0,82, p = 0,00263) u jabirocpouHHara IPEKMUBACMOCT O€3 pelM/IMBH
(koeduient Ha pucka 0.85; p = 0,02425).

[iK3emecTaH CblIo Taka € IOHWXKHJI PUCKA OT paK Ha KOHTpaJlaTepasicH paK Ha I'bp/laTa, BbIIPEKH 4¢ B
Ha0J110/1aBatusl IICPHUO/1 HA U3ITUTBAHCTO CHEKTHLT BeYe HE ¢ OUJI CTATUCTUYCCKHU 3HAYUM (KoeuIMeHT
Ha pucka 0,7; p = 0,12983). B ussiara nnpoyupana nonyJiauus ce HabJo/1aBa TeHICHIMA 3a 110,100peHa
[PEAKUBIACMOCT TPU eK3emecTal (373 cMBbpPTHH citydas) crpsamo Tamokcuder (420 cMbpTHH Cllydaun) ¢
koepuuueHT Ha pucka 0,89 (log rank test: p = 0,08972), npeacrasnspaima 11% noHuxkeHue Ha pucka
OT CMBLPT B 1oJ13a Ha ek3emecrad. [lpu ajantupane no OTHOLIEHUE KA NPEABAPUTETHO ONpPEeAeIEHUTE
NPOrHocTUUHU (paktopu (T1.€., ER cTaryc, HopaneH craryc, npeamiecTaalla XuMuoTepanus, yrorpeda
Ha X3 (xopMoHO-3amecTUTe/IHa Tepanus) U ynorpedba Ha OudocdoHaTH), 3a €K3emecTaH ce
Ha0J110/1aBa CTATHCTUYECKH 3HAYMMO HaMalsiBaHe Ha pucka oT cMbpT ¢ |1 8% (koeduureHT Ha pucka 3a
obuiara npexkussemoct 0,82; ksajparen rect Ha Wald chi: p = 0,0082) B cpaBHEeHHE ¢ TAMOKCHU(DEH B
Ls1aTa npoy4saHa rnonyjiaums. |

[ Ipy JIOITBJIHKTEIICH aHAJIM3 Ha 110JIrpyraTa MalMeHTH ¢ MOJIOXKUTEIICH MJIM HEU3BECTEH 3a €CTPOreHHH
PELICIITOPH CTATYC, HEPETYJIMPAHMAT KOChHUUMEHT HA pUCK 3a o0lara npexussemoct ¢ ouit 0,86 (log-
rank test: p = 0,04262), karo roBa 1npe/ICTaBisBa KJIMHAYHO W CTATUCTUYCCKHM 3HAYUMO 1HTOHHKABAHE
Ha pUcKa OT cMbpT Che 14%.

Pesyirarnre Or 1NOMIPOYYBAHE, OLCHABALLIO KOCTHUTE I[IPOMCHH, [10Ka3BaT, 4Y¢ JICHEHHETO ¢
CK3EMECTaH 3a 1epuo)L 2-3 'oJIMHMU, NOCJIC/IBAHO OT 3 10 2 IOJIMHU JICHCHHE C TaAMOKCH(EH, IMOBUIIIABA
3arybara Ha KOCTHAa MHWHEpaJiHa IUIBTHOCT 1O BpeMe Ha JiedeHuero (cpejHa npomsiHa B % ot
M3X0jlHaTa CTOMHOCT 3a KOCTHA MMHEpanHa IuIbTHOCT 3a 36 wmeceuna: -3,37 [rpubuak]|, -2,96
|npokcumasien pemyp (total hip)| 3a ekzemecran u -1,29 [rpubnak], -2,02 [npokcumaiien pemyp (total
hip)| 3a Tamokcuden). Jlo kpas Ha 24-MeceyHHs TIEPHOJL 1IEPHOJL HA TIpociie/isiBale 00a4ye ¢ uMaslo
MUHUMAIIHK  Pa3iiMKKU  MCHCLY OT/ICJIHMTE pamMeHa 110 OTHOUICHME Ha I1poMsiHaTta Ha KOCTHATa
MUHCPaAJIHA TUIBTHOCT OT M3XO0JHAaTa CTOMHOCT, KAarto paMOTO Ha TaMOKCH(EH ¢ UMaJIo MajKo I10-
rojiiMa KpanHa peaykums Ha BMD ua Bcuuku mecrta (cpejiHa npomsia B % OT U3XojiHaTa CTOMHOCT
3a BMD 3a 24 mecena - 2,17 |rpuOHak|, -3,06 [npokcumasnen dhemyp (total hip)| 3a ekzemecran u -3,44
|rpsOnak], -4.15 [npokcumasien emyp (total hip)| 3a ramokcudden.

OOwmaAT Opo# ppakTypu, AOKNAABAHH 110 BPEME HA JIEYEHHETO H 110 BPEME Ha MPOC/ie/1aBaHeTO, € OHJI
3HAYHUMO [0-TOJIAM B rpynara Ha €K3eMeCTaH, OTKOJKOTO Ha Ttamokcudpen (169 [7,3%] cpewy 122
15,2%]: p = 0,004 ), HO Oe3 pazivka B Opost HA PpaAKTYpPUTE, OTUHETEHHU KATO OCTENOPOTHYUYHH.

Jlewenue na nanpeonan kapyunom ina ebpoamad

B panjiomusnpano, HabI10/laBaHO OT HE3aBUCHMA EKCIICPTHA KOMMCHS, KOHTPOJHUPAHO KIMHUUHO
[IPOYUBAHEC, CK3CMCCTAH B JIHEBHA J103a OT 25 mg € 1nokasall CraTHCTHYECKH 3HAYMMO Y/Ib/DKaBaHe Ha
[IPCIKUBACMOCTTA, BPEMETO JI0 HACThIIBaHE Ha nporpecus (time to progression, TTP), 4 Qo
Heycrex Ha JjiedeHueTo (time to treatment failure, TTF), B cpaBHeHue ¢be cTanjiaprio / g{ﬁﬁ STEE: ﬂ@,p

JICHCHHUEC C MCTCCTPOJI aleTar INMpHr XKCHHU CJIC MCHOTIay3a ¢ HalipeiHall KAdpPlIHHOM H4

lporpecupasl ciiel WM 110 BPCMC Ha JICHCHHC C ldMDKLH(I)EII KaTO a/I1li0BAHTHa |p§l :

JACHCHHC OT IT'bpBa JIMHHWUA TIPH HAIIPC)IHAIO 3a00J1sIBAHE. r.;_-, \....,
S
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5.2 {MapMaAKOKHHETHYHH CBOHCTBA

AOcopOLus:

CJie/1 nepopaiHo NpUJIoKEHUE ck3emecran ce abcopbupa O6bp30. @pakimsra ot j1o3ara, abcopbupana
OT CTOMAlIIHO-YPEBHUS TPAKT, € BUcokKa. AOcomorHara OMOHAJIMYHOCT [P YOBCK € HEU3BECTHA,
BLIIPEKH 4e ce OuakBa Jla Objie orpaHuyeHa ot uzpaseH edeKkT Ha IMbPBO IPEMHUHABAHE 11PE3 YepHUS
Apob. Tlonoben edekr ¢ josen a0 abcosmorHa ouoHanuunocr or 5% npu mwrbxose U Kydera. Clej
¢/IHOKPATHA J103a OT 25 mg MaKCUMAJIHUTE T1a3MeHH KoHUeHTpaimu ot 18 ng/ml. ce jlocrurar ciejt 2
qaca. [ IppembT 110 BpeMme Ha XxpaHeHe noBuuiasa ouonananutocrra ¢ 40%.

Pasrpe/esieHUe:

O0eMbT Ha pasnpe/ic/icHUe Ha ek3eMecTan, 0e3 KOpeKIMs 3a rnepopasjitiara OMOHaJIMYHOCT, € 0K0J10 20
000 1. KuHerukara ¢ JIMHEHHA WM TCPMHUHAIHOTO BpPEME Ha 10JIyKHMBOT ¢ 24 yaca. CBbP3BAHETO C
j1asmMenure 1poreuHd ¢ 90% u ¢ He3aBUCHMMO OT KOHUeHTpalusTa. Lk3emecran v Herosure
MCTA00JIMTH HE CE CBBP3BAT C CPUTPOLIUTHUTE.

[ik3emecTaH He KymMyJiMpa 110 HCOYaKBaH HAYMH CJIE]L MHOTOKPATHO JI03UpaHe.,

LJiumutiupane:
lik3emecran ce merabosin3upa 4pe3 OKHUCIICHHE HA METHJICHOBATA 1'pynia Ha 6-1a nosuims ot CYP 3A4
M30CH3MMAa  M/WIIM  pejlyKits  Ha 1 7-kerorpynara OT  a/ylOKeTOpe/lyKra3zara, 110C/Ie/IBAaHK  OT
kontorupane. Kimpbuest na  exkszemecrad ¢ okosio 500 I/h 0e3 kopekius Ha rnepopasivara
OMOHAJIMYHOCT.,

MerabosiuTuTe ca HeAaKTUBHH WM MHXMOMpPAHEeTO Ha apomarasara € 110-¢;1abo oT TOBa Ha HU3X0J/IHOTO
CbE/IMHCHHME.

KoJInuecTBOTO, KOETO €€ CKCKpeTupa HElNpoMEeHeHO B ypunara, ¢ 1% or jo3zara. B ypunara u
M3MpaXKCHEHUATA 3a €¢/lHA CEJIMMIIA CC CJIMMHMHMpaAT ¢/iHaksu Kosmuecrsa (40%) of MC-Oensszan
CK3EMECTaH.

Cuaenmajinm HOMYJIAIHHK

Buvspacm:
He e nabimojiagana curuvdukanTHa Kopesalus MEX/1y CUCTEMHATAa CKCITO3MIMS HA CK3EMECTaH M
Bb3pacTra Ha HHJIMBUJIUTC.

bvOpeuno yepesrcoane.

llpn nanmenrn ¢ rexko 0bOpeuHo yepexjiane (Cle <30 ml/min) cucremnara €KCHO3MIUS KbM
cK3eMecTal ¢ Ouia 2 1rbTH 110-BUCOKa, OTKOJIKOTO MPH 3/1paBu JIOOPOROJILIM.

[Ipeasun npoduna na 6e3011acHOCT Ha GK3eMEeCTaH He ce CcuYuTa 3a HEOoOXO/IMMO KOpUIHpaHe Ha
Jl03arTa.

Heproopobro yepeoicoane:

[Ipy nanMeHTH ¢ yMEpPEHO MIIH TEKKO HEPHOAPOOHO YBPEHK/IAHE CKCIIO3MIMATA HA eK3emecTal ¢ 2-3
ITbTH TI0-BMUCOKA, OTKONKOTO TpU 3JipaBu JjioOpososiin. llpeasua npoduia na O6e3onacHocT Ha
CK3CMECTAaH HE CC CUHTa 3a HEOOXO0AIMMO KOpPUIMpaHe Ha j1o3ara.

3.5 Ipeakanuuynm jJannm 3a 6e3onacHocT

Tokcukoaoruynn m3nurBanus: JanHure B NpoyuyBaHMs 3a TOKCHYHOCT ITIPH  MHOIOKPATHO
[IPUJIOXKECHHKE TIPH TUIbXOBE M Kydera Morar Han-obuio na Onjar orjajiend Ha dapmakosiorvyHara
AKTHBHOCT Ha eK3eMecTaH Karo e(eKkTH BbpXy PpernpoayKTHBHM W aKCECOPHH OpL




My rarennoct: Ek3emecran He ¢ OMJI reHOTOKCHYEH 1IpU Dakrepuu (Tect Ha Ames), npu V79 KiieTku
OT KUTAWCKH XaMcTep, T1PH XerNarolMTH OT ITUThX WJTH TPy MHIIIa MUKPOHYKJIeapHa 1poba. Buripekd ye
CK3EMECTaH Ce € OKasajl KJIacToreHeH 1npu JIMMQOLMTH in vifro, TOK He ¢ OWJI KJIaCTOIe€HEH MPH JIBE in
VIVO NPOYYBaHMUSAL.

PCIIPUJI}’H'I‘HBHH TOKCHYHOCT. EK3emMecran e Ou EMGQHOTOKCHHGH 34 IUI'bXOBE U 3aU1H IIPKH HKUBA H4
CUCTCMHA CKCIIO3HLIHUA, CXOJ/IHH C TC3H, T1OJIYHCHH TIPpH XOpa CJIC] TpHuJlaralHc Ha /1034 23 Iﬂg/flﬂ‘!l. He e
UMdA/10 JIdHHH 34 TCPATOI'CHHOCT.

Kapuunorennocr: B JByro/JMuIHO 1poy4saHe 3a KapuUMHOICHHOCT IPH JKEHCKH TUI'bXOBE He € Ouia
HaOJIt0/laBaHa, CBbp3aHa C JICHEHHMETO, MNosBa Ha TYMOPHU. lIpy MBXKKHM IIBXOBE MPOYYBAHETO €
NPUKIIIOYWIIO Ha 92-Ta cejMUIIa TIOpaJIM paHHa CMBPT OT XPOHHYHA Hedponarus. B aByroauinHo
IIpOYYBAHE 3a KAPLMHOICHHOCT INPH MHUUIKK € Owino Hab/iojaBaHO NMOBMILIABAHE HAa 4vecToTara Ha
yepHoApeOHH Heolula3MM B JIBaTa 110J1a 1pu cpeadure u Bucokure J103u (150 u 450 mg/kg/nen).
Cuura ce, 4e Te3n pesylItard ca CBbpP3aHu C MHJIYKLMATA HA YEPHOJIPOOHUTE MUKPO30MHH CH3UMHU,
epexr, HabinojlaBan NMpyM MMUIKK, HO HE W B KJIMHHYHMU 1poyuBanus. |Ipu npuiarane Ha Bucokara
jo3a (450 mg/kg/nen) ce orbensza HapacTBaHe Ha YecTOoTaTa Ha a/IcHOMUTC Ha OBLOpeunuTe TYOYIIH
LIPU MHUUIKH OT MBXKH 110J1. Ta3u npomsHa ce cuurTa 3a BUJIOBO- M IOJIOBO-CIICIMPHUYHA U €
HACTBIIBAJIA TIPU JI034, KOATO CHOTBCTCTBA HA 63 I'LTH 110-1'0JIsIMA CKCIIO3UIMSA OT Ta3u, KOSATO
HaCTblIBA B TEPAIICBTHYHH JI03M IpU YoBeka. Huro e ot 1e3n HadiiolaBanm epexTH He ce cUuTa 32
KJIMHAYHO ChOTBETCTBAIIl HA JICYHEHHETO Ha MallMeHTH C EK3EMECTaH.

6. OAPMAIIEBTUYHHU JAHHU
6.1 ClnuebK HA HOMONIHHATE BenecTBa

Sipo na rabuerkara:

| losincopOar 80

MaHH1TOJI

Xurnpomesiosza ScP

Kpocniosupon (tun A)
MHuKpoKpUcTasIHa 11e1yJ1034a

Harpues nuecren raukoaar (tun A)
KoJsionjieH 0€3BO/ICH CUITHIMEB JIMOKCH,L
Maruesues creapar

POuIMOBO NOKPUTHE:
Xunpomeio3a Scp (1:464)
[ IpornuriieHIJIMKOJI
Twuranos juokeu)l (E 171)
6.2 HecbBMeCTHMOCTH
Hernpuioxkumo

6.3 Cpok na roaunocr
36 meccelna

6.4 Cunenuainm yCJIOBHS HA ChbXpaHeHKBE

1034 JiekapCTBCH NPOJIYKT HE H3UCKBA CIICIUMAJIHU YCJIOBUS HA ChXpaHEHHUE.
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6.5 Buau cpabpKaHHe HA OIAKOBKATA
Ek3emexkon 25 mg priimupanu tabiieTkun ca onakoBanu B 6eim PVC/PVAC-Alu Giincrepn.

Pa3mep Ha orakoBkara:
30 ¢puamupanm TablIeTKM.

6.6 CIICIIHHJIIIH Nnpeanasi MCPKH LIPDH H3XBbPJHHE

HeusnosnzBanusr POJAYKT WK OTIHAABYHHATC MAaTCPHAJIK OT HET'O 'I‘pHSBH Jda CC U3XBLPJIAT B
CbOTBCTCTBHC C MCCTHHTC UZUCKBAHHUA.

T [IPUTEKATEJI HA PAZPEHIEHUETO 3A YIIOTPEBA
OAPMAKOHC AJ]

Oyn.”lleio K. SIBopoB™ Ned4, er. |

Codus 1164

bnJirapus

8. HOMEP(A) HA PASPEINEHUETO 3A YIIOTPEBA

Per. Ne 20180335

2 JATA HA II'bPBO PA3SPEINABAHE/INIO/IHOBABAHE HA PA3ZPEINEHUETO 3A
YIIOTPEBA

Jlata na epBO paspemanane: 27 Hoemspu 2018
Jlara Ha 1ocJjie/IHO MO THOBsIBAHE:

10. JIATA HA AKTYAJIM3UPAHE HA TEKCTA

02/2024
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