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N3TIbiIHWTEANA ATEHLLEA NO NEKAPCTBATA
1. WME HA JEKAPCTBEHMSA IPOIYKT [Koamwe '

D
Exsemerparuc 25 mg puiMHpaHy TabneTku . Kom Pos. Mr ... .. ﬂé./(.796/ .................... .
Exemegratis 25 mg film-coated tablets Paspewerue Ne
gratis 25 me N R S L L.
B . -..x. ___________________________
2. KAYECTBEH U KOMMNUECTBEH CBCTAE n e N
 LQO0OpOHUS M ... rarevessiriniorasenas o veerennsnsvmnannemnmemmensenaon.

Beaka punMupana Tabnerka chabpiKa 25 mg eK3eMeCTaH (exemestane).

[ToMONI[HO BEHNIECTBO C H3BECTHO ACHCTBHE
Beska ¢puiMmupaHa Tabnetrka ceabpxka 30 mg MaHWTOIL

3a NBLJAHHA CITUCHK HA MTOMOIIHHMTE BEIIECTBA BMKTE TOYKA 6.1.

3. JEKAPCTBEHA ©®OPMA

OunmupaHa tabnerka.

Benu, Kpbriu, ABOMHOH3TEKHANH QWiIMHpaHH TabneTkH, MapkupaHH ¢ ,,E* OT eHaTa
CTpaHa.

4, KJHMHHYHHA JAHHH

4.1 TepaneBTHYHH DOKAZAHHSA

Ex3emMecTaH € noka3aH 3a aiOBaHTHA Tepanys INpH XeHH Cliel MCHOMay3a ¢ MOJIOKHTEJICH 3a
eCTPOTreHHH peLenTopy MHBa3UBEH paHEeH KapuMHOM Ha ropaarta (early breast cancer, EBC)
cJie/l ITbPBOHAYAHO aJIIOBAHTHO JIEYEHHE ¢ TaMOKCH(EH B MPOJBDKCHUE Ha 2 — 3 FOAHHH.

Ex3zemectan € moka3zaH 3a JIedYeHHE Ha HanpejHal KapLUUHOM Ha T'bpAATa I1IPH XKEHHU C

eCTECTBEHO WIH NPEeAU3BHKAHO CHCTOAHNE HA MEHOMAY3a, YHETO 3ab0saBaHe € MpOorpecHpao
CIeNl AHTH-€CTPOTeHHO JeveHHe., He e aeMOHCTpHpaHa €(QUKacHOCT NpPH MAalMEHTH ©

OTPHLATE/ICH CTATYC 3a ECTPOTEHHH PELENTOPH.
4.2 JI0O3MpOBKA U HAYHH HA NPHJI0KEHKE

Jo3upoBKa

Bwv3pacmnu u nayuenmu 6 cmapuecxa gv3pacm
[IpenoprunrtennaTta no3a Exsemectad € eqHa tabnerka oT 25 mg npUeTa BEOHDXK HHEBHO

CJca XpaHCHC.

[lpy nmanMedTH ¢ paHeH KAapuUMHOM Ha rbpaaTta, jedeHuero ¢ ExsemectaH Tpabsa ja
APOABL/DKY AO 3aBBPIIBAHE HA ITBJIHY €T FOOWHHA KOMOMHHMPAHO NOCIER0BATETHO aIF0BAHTHO
XOpMOHAJIHO JjieyeHue (TaMOokCHdeH, cieasaH oT Ex3eMecTaH) WIM No-paHO MpH IosgBa Ha

PELIMAMB HA TYMOpa.

[Ipn nauuMeHTH ¢ HampeAHAN KApLMHOM Ha I'bpAara, jedeHHeTo ¢ ExzemecraH Tpabsa na
NPOABJDKH A0 AO0KA3aHA [porpecus Ha TyMopa.

[Tpn naumenTy ¢ yepHoApoOHa Wik ObLOpedHa HEAOCTATHUHOCT HE € HeoDXoauMa KopekLus
Ha po3aTa (BXK. ToO4Ka 5.2).




Ieduampuuna nonyrayus
He ce npenoptuBa ynorpeda rpu geua.

4.3 IIporuBonoxazanus

Ex3semecTtad TabNETKH € NMPOTHBOIMOKA3EH NPH MAUMEHTH ¢ JaHHH 338 CBPBLXUYYBCTBUTEITHOCT
KbM JIEKAPCTBEHOTO BELIECTBO WIM HAKOE OT NOMOLIHMTE BellecTBa, W3bpoeHH B To4ka 6,
TpH XEHH Npegy MEHONAay3a ¥ p¥ OpeMEHHH WIH KbPMEIIH JKEHH.

4.4 CrnenHajHe npeaynpexIeHns H NpeAna3HA MEpPKH OpH ynoTpeba

Exsemectad He TpaGea na Obae mpuiaraH npH >KEHH B IPEMEHOMNAY3IHO €HAOKPUHHO
cbeTosHME. CIEAOBATENHO NPH KIMHAYHA HeoOXOAMMOCT MOCTMEHONAay3aJHOTO ChCTOAHHE

Tpsa6Ba Aa 6pA€ NOTEBbpAEHO upe3 H3caeapaHe Ha HuBaTta Ha LH, FSH un ecTtpaauon.

Exzemecran TpaGra ga Obje W3MON3BaH C MOBHIUEHO BHHMAHHE IMIPH NALUMEHTH C
yepHoApoOHO uin 6B0peYHo yBpexaaHe.

Exsemerpatiuc chObpxa 3a0paHeHO BeLeCTBO, KOETO MOXe [Ja MPHUYMHHU TOJIOKHTE/ICH
pe3y/ITAT NPH KOHTPOJHHU AOMUHI TECTOBE.

Ex3seMecTaH € MOI{EH €CTPOreH-NMOHWXABALY AreHT H CJACH [PHIOKEHHETO My MOXE Aa ce
HabaonaBa HAMaIEHHE Ha KOCTHaTa MHHepaiHa rursTHOCT (bone mineral density, BMD) u
MOBUILIEHA YecTOTa Ha (pakTypu (BXK. Touka 5.1). IIpn 3armousaHe Ha aJlOBaHTHA Tepanus C
Ek3eMecTaH OpH KEHH C OCTEONOpOo3a WIH C MOBHMILEH PHCK OT OCTEONnoposa Tpadsa ja ce
HanpaBH CTAHAApPTHO H3C/ECABAHE Ha MUHEPAIHOTO CHABPKAHHE HA KOCTHTE B HA4aJIOTO Ha
JIEYEHHETO, OCHOBABaBaliKH Ce Ha HACTOAIIMTE KIMHHYHH PBKOBOJACTBA M MPAakKTHKHU. Ilpu
NaiMeHTHTe ¢ HanpegHano 3abonsaBaHe, U3CAEABAHETO HA KOCTHATA MHMHEpAHA IUTBTHOCT
TpAOBa Ja ce OlleHABa 3a BCEKH OTHEeNcH cny4ad. BbpIpekH ue JUNCBAT afeKBaTHH AaHHH,
nokassail e(eKTHTE OT TEpanHATa NpH JIeYeHHeTO Ha 3arybata Ha KOCTHA MHHEpasiHa
[UTBTHOCT, NMpHYHHEHA OT €K3eMeCTaH, NMALMEHTHTe, JIEKYBaHH ¢ eK3eMecTaH Tpsbpa na ce
HaOJMIORaBaT BHUMATENMHO M IMPH PHCKOBW NALMEHTH TpAOBa Aa 3amoyHe JeUeHHEe HWIH

npodHUIaKTHKA Ha OCTEONOpO3aTa.

[penu 3anouBaHe Ha JIEHUEHHETO ¢ apoMara3zeH MHXUOWTOp, no npeneHka Tpabsa Oa ce
H3BBLPIIM pYTHHHO H3CJIeABaHE Ha HMBATA HAa 25-XMAPOKCH BHTaMHH D, mopaan BHCOKaTa

YECTOTA HA TEXbK ACOULHMT NpPH XKEHH ¢ paHEH paKk Ha repaata. JXeHure ¢ HEAOCTHI Ha
euTamuH D Tpa6Ba aa nonydaeaT no0aBku ¢ BATAMUH D.

4.5 B3armoaeHcTBHE C APYrH JIeKAPCTBEHH NPOAYKTH H ApYrH GopMH Ha
BIARMOAeHCTBHE

[IpoBeneHHTE in Vitro W3CNEABaHMA ca IOKa3ally, 4¢ JIEKApCTBOTO c€ MeTabOoNM3upa upes
nuroxpom P450 (CYP)3A4 u annokeropeaykraszure (BXK. Touka 5.2) u He HHXUOMpa HUKOM
ot rnaeuure CYP H3oeH3nMmH. B KIHHHYHO (apMaKOKHMHETHYHO MPOy4YBaHe creldHIHOTO
uuxubupane Ha CYP3A4 oT KeTokoHa3os He € JOBENO A0 CHrHHU(PMKAHTHH €(EKTH BBPXY
(papMaKOKWHETHKATA Ha €K3EMECTaH,

B npoyusane 3a eKapCcTBEHO B3auMoAeiicTBue ¢ pudaMnuiuH B go3a 600 mg aueBHO,
molneH HHAyKTop Ha CYP450, u eqHokpatHa go3a ot 25 mg eksemecraH, AUC (muroinra Ha
KpMBaT4) Ha ek3eMecTaH e HaMmanana ¢ 54%, a Cmax - ¢ 41%. TeH xaTo KIMHHYHOFE
3HaY€HME Ha TOBA B3aUMONEHCTBHE HE € H3ACHCHO, €AHOBPEMEHHOTO IIPWIO

JICKapCTBEHH NPOAYKTH KaTO pU(aMITMLMH, aHTHENWISTITHYHH JIeKapcTBa (Hanp. g%
xapbaMasenKiH) 1 OUIIKOBH rperapaTi, CbAbPXKAILH XBIT KAaHTApUOH (Hypericun




perforatum), 3a KOMTO ce 3Hae, ye uHAyuupat CYP3A4, Moxe na HaMani eQeKTHBHOCTTA Ha
eK3eMeCTaH.

ExsemecTtaH Tpa6Ba Ja ce W3NO/38a BHUMATEJHO C JIEKapCTBa, KOMTO ¢e MeTabonusupar 4pe3s
CYP3A4 u uMAT MANKa TEpaneBTHYHA MIMPUHA. JIMNCBA KIHHKHYEH OMNHT 32 €JHOBPEMECHHA

ynotpefa Ha exk3eMeCcTaH ¢ ApYry [POTHBOPAKOBH NEKapCTBa.

Exzemecran He Tpa6Ba aa 6bae mpunarad eAHOBPEMEHHO ¢ ECTPOreH-ChAbpXalH JICKapCTBa,
Thil KaTo Te 6HMXa aHYJIHpAIH HEroBOTO (PapMaKOJIOTHYHO JCHCTBHE.

4.6 PepruanTeT, OpeMEeHHOCT H KbpPMeEHe

d

bpeMeHHOCT
Hama KIMHMYHM [AHHM 33 EKCMO3HLHMS Ha eK3leMecTaH IO BpeMe Ha OpeMeHHOCT.

[poyuBaHHsS BBHPXY MHBOTHM Ca MOKA3aIH PENPOAYKTHBHA TOKCHYHOCT (BX. Tovka 5.3). [lo
Ta3d NPHYHHA €K3EMECTAH € MPOTHBOINOKAa3eH NpH DpeMeHHH JKEHH.

KspMeHe
He e M3BecTHO Ja/IM €K3€MECTAH Ce OTAeNd B KbpMaTa. Exk3eMecTaH He TpAGBa Aa ce npuiara

MPH JKEHH, KOUTO KbPMAT.

JeHH B MEpUMEHONAY3AICH CTATYC WIM ¢ AETEPO/IeH NOTEHUHAN
Jlexapsar Tpsa6Ba Aa ob6cbayu HeoOXOAUMOCTTA OT a€KBATHH CPEACTBA NMPOTHB 3abpeMeHaBaHe
¢ JKEHM, KOHTO HMaT IIOTEHLHaNn Ja 3a0peMEHEAT, BKIIOUHMTENHO KEHH, KOHTO <a

MePYMEHONAY3a/THH WIM KOMTO HAacKOpPO €a CTaHajJId IOCTMEHOMAay3ajlHH, AOKATO TEXHHAT
MOCTMEHONAY3aIeH cTaTyc 6blie U3LA0 3aTBBPACH (BXK. ToukH 4.3 U 4.4).

4.7 EdexT BbpXy ¢cnocobnocTTa 32 WiodpnpaHe u pabora ¢ MAIHHA

Cro61aBa ce 3a 3aMasHOCT, COMHOJIGHTHOCT, OTIAJHAMOCT M BUEHE Ha CBAT INMpH ynorpeda Ha
nekapcTBeHus npoaykr. [Taumenture TpsbBa aa ObAaT nNpenynpeAcHH, 4e INpU NOABA Ha
TAKHBA ABJCHHS, TEXHHUTE (DH3MYECKM W/WIH TNCHXHYECKH CNocoOHOCTH, HeoOXOAMMH 3a
paboTaTa ¢ MallMHUY WIH [LOQHpaHe C Ko/a, MOraT Aa Ob4aT HapYIICHH.

4.8 Hexe1aHH JIEKAPCTBEHH PEAKIIHA

Ex3eMecTaH ce € rnoHacan gobpe BbB BCHYKM KIWHHUYHU NPOYYBAHHA, IMPOBEACHH C HETO B
CTaHJapTHa A032 OT 25 mg JHEBHO, KaTo HexeNnaHuTe chOutTHa obuuaino ca OWIK JieKH 10

YMEpEHHM.

YecTroTara Ha IPEeKbCBAaHE Ha JICYCHHETO NopanH Hexenanu cubutus e 6una 7,4% npu
NagUeHTH ¢ paHeH KapUMHOM Ha I'bplaTa, MPOBEXKAAIM aMIOBAHTHO JICUCHHE ¢ €K3EMECTaH
crel MBPBOHAYAIHOTO AJIOBAHTHO Je4eHMe ¢ TaMoKCHpeH. Hal-uecto chobluaBaHHTE
HEXEJNaHH JIEKAPCTBEHH peakuuu ca Ounu ropeuiu BuIHH (22%), aprpanrus (18%) n ymopa
(16%).

YecToTaTa Ha MpEeKbCBAHE Ha JICUCHHETO MOPaiM HeXelnaHH peakuuy ¢ 6una 2,8% B obmara
MOMy/naLMs NAIMeHTH ¢ HanpegHal KapuuHOM Ha repiarta. Hal-decto cphobllaBaHHTE
HeXKeJlaHH JIeKapCTBEHH peakliuu ca 6unu ropemy BeIHHU (14%) 1 ragene (12%).




JloxnafBaHHTE HEXeNaHW JIEKapCTBEHH pPEAKUHH OT KJIWHUYHHTEC TMpPOYy4YBAHHA H
OCTMAPKETUHTOBUA OIMHT, ca HW3OpOEHH NO-AOMy IO CHCTEMO-OPTaHHH KJacoBe H Mo

qeCTOTA.

YecTOTHTE CE ONpEleNaT KaTto: MHOro 4ectd (21/10); uectn (21/100 po <1/10); neuectu
(21/1 000 mo <1/100); peaxn (21/10 000 mo <1/1 000); mmuoro pemku (<1/10 000), c
HEM3BECTHA YecToTa (HE MOTraT J1a ¢€ OLEHAT OT HATMMHHTE AaHHH).

Hapywienun na kppema u rumprama cucmema

Mnuozo vecmu Jlepkonenus )
Yecmu TpomGounronenns ¢

C neussecmna vecmoma | Hamanen 6poii Ha numbouprrute &)

Hapywenun na umynnama cucmemda
Hevecmu CBpBXUYBCTBHTETHOCT

Hapywenur na memabonuama u Xpanenemo

Yecmu AHOpEeKCHS
Hcuxuuru Hapyuwienun
Mnozo vecmu Henpecus, 6e3crHUE

Hapymenun Ha Heperama cucmema

Mnozo vecmu I'naBobonue, 3aMastHOCT

Yecmu CHHJApPOM Ha KaprajiHHs KaHall, MapecTe3HA
Peoxu CBLHAUBOCT

Cvo06u HapyuieHUR

Mnozo wvecmu ["opemy BBJIHH

Cmomauiro-upeeru HapyuieHun
Mnozo vecmu Kopemun 00nkH, raneHe

Yecmu [ToBpbinane, AHapus, 3anekK, JUCNENCHA

Xenamobunuapru Hapyuwienua

Mhuozo vecmu [Tosuienue Ha yepHoApoGHUTE eH3uMH (1, yBemyen
6uinpy6us B kpneTall, moBHleHa ankanHa Qocdarasa B
kpbBTa'"

Pedxu Xenarut N, xonectatnuen xenatur?

Hapywienun na Koxcama u noOKoycHama movKay

Mnozo vecmu [JoBHIIEHO U3MOTABAHE
Hecmu Anonenus, oOpuB, ypTHKapHs, cbpbex
Peoxu OcTpa reHepaTM3paHa cK3aHTEMAaTo3Ha nycTyosa

Hapysuernus Ha MyCKyJIHO-CKeIEMRAMa CUCMEMA U CbeOUHUMETHAMA MYKAH
Mnozo vecmu CTaBHH M MYCKYJTHO-CKeNeTHH Gonku )

Yecrmu OcTeonoposa, dpakTypH




O6uiu HapyuLeRuA U ehekmu HA MACMOMO HA NPUNOHCERUE

Mnozo vecmu

bonka, ornaaHanocT

Yecemu

[TepudepeH oTOK, aCTCHUA

(*) BrmodBa; apTpaaris u no-paako Gonka B KpaHHMLMTE, OCTE0APTPHT, OOJIKH B repba,
apTPHT, MHAJIITHS ¥ CKOBAHOCT Ha CTaBHTE.

(**) IIpy nauMeHTd C HanpedHal pak Ha rbpAara, TPOMOOLMTOMNEHUA M JICBKONEHHMA Ca
chobmasany pagko. CropaaMuHo ce HaOmojaBa HamaldBaHe Ha JUMQOLMTHTE B
npubnusuTentHo 20% OT nauMeHTHTe, MMOMYYaBall¥ €K3EMECTaH, 0COOEHO NMPH MALUHEHTH C
npeauiecTama jJuMdonenns. Bbnopeku TOBa CpeAHMTE CTOMHOCTH Ha JIMMQOLIHTMTE NpH
Te3M MALMEHTH He ce NPOMEHAT 3HAYMTENHO ¢ TEYEeHHe Ha BpPEeMeTO W He ce Habmosaea
CHOTBETCTBAILO YBEIMUCHHETO Ha BUpycHuTe MHbeKLUHH. Tesn edexTu He ca HabmonaBaHH

NpH NMalUeHTH, IeKyBaHH OT HA paKk Ha ropara.

(1) YecToTaTta € M34KCICHA HA MpHUHLMNA Ha 3/X

Tabnuuata MO-A0NY NpPEACTaBs HeCTOTATA HA INPEABAPHTENHO OMNPEACIICHHUTE HEXC/IAHH
ch6uTHS U 3abonfABaHMS B MPOYuUBaHE 3a paHeH pak Ha repaara (Intergroup Exemestane
Study, IES), He3aBMCUMO OT MPUYHHHO-CIIEACTBEHATA BPb3KA, KOUTO Ca ChOOLUEHH INpH
MaLUEHTH, MOJIYYaBallld H3NUTBaHaTa Tepanus ¥ Ao 30 OHH ciaea cnupaHe Ha U3NHUTBaHaTa

TCpalini.

Hexenann cubUTHA H ExiemecTaH —ll‘amoxcntl)eﬂ
3abongBaHe

(N=2249) (N=2279)
Tonnuy BBAHU 491 (21,8%) 457 (20,1%)
OTtnagHanocT 367 (16,3%) 344 (15,1%)
I'napoGonue
BescbHHe
[TosmimeHo norexe 270 (12,0%)
['MHEeKoIOrHYHY 235 (10,5%) 340 (14,9%)
Sauatipans
Canete
Ocreonoposa
BaruHa/IHO KbpBEHE
Tipyr mopsaieH pa
Mospomane
3pHUTENHU HapyIleHUs
TpoMboeMOONH3IBM 16 (0,7%) 42 (1,8%)
OcTteonopoTu4yHa QpakTypa 14 (0,6%) 12 (0,5%)
MuokapaeH HHGApKT 13 (0,6%) 4 (0,2%)

B npoyuysamero IES uectoTaTa Ha MCXEMMYHHUTE CBLPJACYHH CHLOUTHA B TCPANCBTHYHHTE
paMeHa ¢ ek3eMecTaH M TaMoKchbeH e 6una cvoreerHO 4,5% cnpamo 4,2%. He ¢ Ouna
orbensa3aHa 3HauMMa pa3iiMKa 33 HAKOE OTAENIHO ChPACHHO-CBAOBO CBOMTHE, BIUIHOUHTEITHO
xunepronud (9,9% cnpamo 8,4%), undapkt Ha Mrokapaa (0,6% cnpamo 0,2%) U cbpaeyHa

HenoctaTbuHOCT (1,1% cnpamo 0,7%).

B npoyusanero IES, ekzeMmecTaH € CBBLP3BaH ¢ M0-rojiAMa nogsa Ha Xunepxonecrepiie
cpaBHeHHe ¢ TaMoKcHdeH (3,7% cpewty 2,1%). ( &S

L




B ormenHo, ABOMHO-CIANO,  PaHOOMH3HpPAaHO  Mpoy4yBaHe Ha  HMCKODHCKOBH
[OCTMEHONAY3ATHK KEHH ¢ PAHEH KapLMHOM Ha IbpAaTa, JeKyBaHu ¢ ekseMecTaH (N=73)
wiu nnauebo (N=73) B npoab/IkeHHe Ha 24 Mecela, eK3eMECTaH € CBbP3BaH ChC CPeHO 7-
9% namanerue B rasMenus HDL-xonecrepon cpey 1% Ha mnauedo. Collo Taka € uMajo
5—6% naMaJicHMe Ha anoNHNONpoTeMH Al B rpymara Ha ek3semecTaH cpewty 0—2% 3a
miaue6o. EdexTsT BBpXy APYrH aHAIW3UPaHH JIMIHAHM apameTpu (001l X0IeCTepo, LDL
XO/lecTepon, TPMIJIMLEPHIM, anoNUNonpoTenH B 1 nunonporenH A) 6ui1 MHOTO nonobeH B
[BETE rPYMH Ha JedeHHe, KNTMHUYHATA 3HAUMMOCT Ha TE3H pe3y/ITaTUTE HE € ACHA,

B npoyusaneto IES ¢ HaOmo1aBaHa A3Ba Ha CTOMaxa ¢ MaJIKO MO-BHCOKA Y€CTOTA B paMOTO ¢
eksemectad B cpaBHenue ¢ TaMokcudpen (0,7% cpemty 0,1%). Ilo-ronamara 4acT oOT
NalMedTUTE Ha €K3EeMECTaH ¢ fA3Ba Ha ¢ToMaxa ¢a NnoJy4yaBaid CbITBTCTBAILO JIEYCHHE C
HECTEPOUIHH NPOTHBOBB3NANUTEHH CPEJCTBA W/HIIH Ca HMAIH NPEAXO/IHA aHAMHE3A.

CrobnjapaHe Ha NOA03UPAHH HEXEIIAHH peaklIvu

CroblaBadeTo HAa MNOJO3MPAaHH HEXENAHM peaklUMM clef paspeillaBaHe 3a ynorpeba Ha
NEKApCTBEHHA NPOAYKT € BaxkHo. ToBa MO3BOJABA Aa TNPOABIDKH HAOJNIOACHHETO Ha
ChOTHOILIEHHMETO NOJ3a/PUCK 3a NEKapCTBEHUS MPOAYKT. OT MEAHLMHCKHATE CIELMAITUCTH Ce
M3UCKBA A4 ChOOINABAT BCAKA MOJO3HPaHA HEXENaHa peaklHsa Yype3 HAalLMOHAIHA CHCTEMA 3a
choblaBade B M3meiHMTENHA areHUMs 10 Jekapcereara, yia. ,JlamsH I'pyes®“ Ne 8, 1303
Codus, Ten.: +359 2 8903417, yebeaiit: www.bda.bg.

4.9 Ilpenozupane

[IpoBeaenu ca KIMHMYHM H3NMTBAaHMA ¢ €K3EMECTaH, NpWIaraH B €HOKpaTHa /032 A0
800 mg Ha 3apaBHH J0OpoBONKH U A0 600 mg JHEBHO HA XKEHH CJICA MCHOIIAaY3a C HANPEAHAT
kapuMHOM Ha repaara. Tesum aosupoBku ca Gmnu moHacaHu aobpe. EAHokpatHata jo3a
eK3eMecTaH, koaTo OM Mora 1a JoBeAe RO KHUBOTO3aCTpallaBalliyi CUMITTOMH, HE € U3BECTHA.
[Tpy nabLxoBe M Kyuera CMBPTHH chydad ca Owid HabmogaBaHW clel €AHOKPaTHH
epopaiH¥ J03H, eKBUBaneHTHH croTBerHO Ha 2000 u 4000 nbvTH no-ronemd OT
ApenopbUMTEHATA /1032 NPH YOBEK, onpeneneHa Ha 6a3ata Ha mg/m’. Jluncea cneluguyeH
aHTUJOT MPH NpeNo3HpaHe W JieueHHeTo TpabBa na 6bae cumnroMarnyHo. IlokasaHu ca
061K [OAMBLPKAIM TPHKH, BKITIOUHUTESTHO YECTO MOHHUTOpPHpPaHe Ha KHU3HCHUTC MOKa3aTeNu
M BHUMATEHO Hab/Ir0leHHe Ha MallMeHTa.

5. ©OAPMAKOJJIOIHYHHU CBOUCTBA

5.1 PapmakoJAHAMHAYHH CBOHCTBA

dapMmakoTepanesTHMHa Ipyna: CTEPOHAEH apoMaTa’eH HHXHOWTOp, AHTHHEOIUIACTHYHO

CPEACTBO.
ATC: L02BG06

MexaHU3IbM Ha JEHCTBHE
Exszemectan e HeoOpaTHM CTEpOHAEH apoMaTa3eH HHXHOHMTOp, CTPYKTYPHO CXOAEH ¢

ecTecTBEHHAS cyOcTpar aHapocTeHOMoH. [IpH sKeHH cCiefl MeHoMaysa eCTPOreHH ce
[IPOM3BEXAAT INTAaBHO Ype3 NpeBpblllaHe Ha aHJPOreHH B €CTPOreHH ¢ MOMOILUTA Ha CH3UMA
apoMaraia B nepudepHuTe ThKaHH. EcTporeHHara aenpuBauMs 4pe3 HHXuOMpahe Ha
apoMarasata € €(pEeKTHBHO M CEJIEKTHBHO JI€YeHHE Ha XOPMOH-3aBHCHMMA KapLUMHOM Ha
I'bpaaTa NpH XKEHH cliey MeHonaysa. [Ipu xeHU ciel MEHOMNay3a NepopaHUAT K3EMECTaH €

25 mg. IIpy nalMeHTH ¢ KapLIMHOM Ha bpjJaTa Clle MEHOMay3a, JIEKyBaHH ¢ JHCB
25 mg, apoMaTH3aLMATA B LEIMs OPraHu3sM € HaManaia ¢ 98%,




ExsemecTaH He NpPHUTEXKABa [POreCTOreHHa WIH €CTPOreHHa aKTHBHOCT. Jleko H3paseHa
aHApPOTEHHA AKTMBHOCT, BEPOATHO Jb/KAalla C€ HAa HEroBOoTO 17-XMAPONMPOM3BOAHO, €
HabnmioAaBaHa MMAaBHO MPH BHCOKHM JO3H. B npoyuBaHHs ¢ MHOTOKPATHO AHEBHO JO3MpaHe,
Ex3eMecTaH He ¢ Iokasa JoloBHMH edekTH BrpXy HanbrbpeuHaTa OMOCHHTE3a Ha KOPTH3O0N
WIH anfioCTepOH, M3MepeHd npean wid cnen ctumynaums ¢ ACTH (aneHOKOpTHKOTPOTEH
XOPMOH), KOETO TMOKa3Ba HEroBaTa CEJEKTHBHOCT [0 OTHOILEHNE Ha JApPYIHTe EH3HMH,

YYaCTBALLK B CTEPOHAOIeHE3aTA.

Benencreue Ha TOBa HE ¢e Hajmara 3aMECTHTENTHO JIEYEHHE ¢ TJIIOKOKOPTHKOHIH HIIH
MHHEPATKOPTHKOUAM. Jlaxke U IPH HUCKHM 034 € HaOJI0AaBaHO JICKO, HE3aBHCHMO OT 1103aTa
NOBHIEHHE Ha cepyMHHUTe koHuneHTpaituu Ha LH u FSH: To3u edexkr, obaue, € O4akBaH 3a
(bapMaKOJIOrHYHHA KJIaC H BEPOATHO € pe3y/TaT OT oOpaTHaTa Bpb3Ka Ha XUIMTOPHU3HO HHBO,
Ib/DKAIA Ce HA TIOHKEHHWETO Ha ECTPOrEHHHMTE HMBA, KOETO CTHMYIIHMpa XHNo(pu3HaTa
ceKpeLda Ha FrOHaAOTPOIHHH, AOPH H IIPH JKEHH CJIEA MEHOTIay3a.

KnuuyuHa edykacHOCT U GezonacHocT

Adweanmua mepanus HQ PAHEH KAPYUHOM HA 2bpoama

B MHOTOLEHTPOBO, PaHAOMH3UpAHO, ABOMHO-ciano npoyysane (IES) nposegeno npu 4724
NMayUeHTH cJiel MEHONay3a ¢ MOJNIOKHTEJIEH 3a €CTPOreHHH peLenTOpU WIH HEU3ACHCH
MbPBHYEH KapUMHOM Ha [BpAATa, TE3H OT TAX, KOMTO ca ocTaHay Oe3 60necTHH NposBY cliel
NMPOBeXAAHE HAa AMIOBAHTHO JiedeHHe ¢ TaMoOKcupeH 3a 2 A0 3 roauHH, ca OwWiH
paHAOMH3MpAHH Ja Nony4aeat 3 o 2 rofguHu ek3eMecTaH (25 mg/neH) wiu tamokcuden (20
uny 30 mg/neH), 3a 1a 3aBHPIUAT ITLJIHHA S-TOAMILEH NEPHOA HA XOPMOHATHO JICYEHHE.

Hsnumsane IES cwvc cpeden cpox na npocnedsasane om 32 meceya

Cnen nedeHHe CbC CpeaHa NpOaB/DKHMTENHOCT okoiao 30 Mecella H CpeleH CpOK Ha
npocieaaBate OKoao 52 Meceua, pesyTaTHTE Ca MOKA3aiH, 4Ye MOCHeABAIOTO JIEYEHHE C
eK3eMecTaH ciied 2 A0 3 roAVHM aJIOBaHTHA Tepalis ¢ TAMOKCH(EH, € A0BEJO A0 KIHHHYHO
M CTATHCTHYECKH 3HaYMMO No-ao6pa npexusieMoct Oe3 nposasH Ha 3abonssaHe (disease-free
survival, DFS) B cpaBHEHHe ¢ MPOAB/LDKABAHE HA JICUEHHETO C TAMOKCH(EH. AHAIM3LT €
MOKa3aJ, Ye B paMKHTE Ha nepuoia Ha HabmojeHWe B TOBa MpOY4YBaHE, €K3EMECTaH ¢
HAMAIHA PHUCKA OT PELMAMB Ha KapUMHOMA Ha TrepAata ¢ 24% cnpaMo TaMOKCH(EH
(xoeduument Ha pucka (hazard ratio) 0,76; p=0,00015). Ilo-GnaronpuATHHAT eQeKT Ha
eK3eMecTaH CNpSIMO TAMOKCH(pEH [0 OTHOLIEHWEe Ha NpexuBieMOCT ©Oe3 NposBH Ha
3aGonaBaHe ¢ OWI SABEH, HE3ABHUCHMO OT CTEMEHTA Ha 3acAraHe Ha JIMM(QHMTEe BB3JIH WIIH

npeauicCTRalida XUMHOTCPAlllA.

ExzemecraH € [ORenN M [0 CHrHMGHKAHTHO IIOHWKEHHE Ha pHCKA OT paK Ha
KOHTpanarepaisara ropaa (koedhuuueHt na pucka (hazard ratio) 0,57, p=0,04158).

Habmaroaasada € TeHACHLNA 3a nogobpeHa ob1lia NpexxHBAEMOCT 3a €K3€MECTaH B Lid1aTa
Mpoy4YBaHa nomynauus (222 cMbPTHH ClTy4ad) B CPaBHEHHE ¢ TAMOKCH(]eH (262 cMBPTHH
cny4asn) ¢ koeduumeHr Ha pucka 0,85 (log-rank tect: p=0,07362), koeTo npeacrapnisa
HamasieHHe ¢ 15% Ha pHcKa OT CMBPT B N0/13a Ha ex3eMectaH. HabmonasaHo e
CTATHCTHYECKH 3HAUYMMO HaMasieHHe ¢ 23% Ha pHucKa oT CMBPT (KOe(PULIMEHT Ha pHUCKa 33
obiaTa npexusseMoct 0,77, keaapared Tect Ha Wald chi: p=0,0069) 3a ek3zemecTaH B
CpaBHEHHE ¢ TaMOKCHQEH TIpH afanTHpaHe 3a TMPEABAPHTENIHO ONPEACICHHTE ~
nporaocTuny dakropH (T.€. ER cTarye, craTyc Ha JJUM(HHUTE BB3ITH, IPEAILECTBAILA
XUMHoTepanus, yrnotpeba Ha X3T (xopMOHO3aMeCTUTEIHA TEpPANHsA) M yrnoTpeda Ha
budochoHaTy).




OcHOBHH pe3yJTaTH oT 52-MeceyHO NpocieasBaHe Ha e(pPHKACHOCTTA NPH BCHYKH
nanHenTH (MONYJARMA 32 /leueHHe — intention to treat population) H ecTporeH-penenTop

MO3HTHBHH NALHCHTH

Kpaiira nen

Ionynanusa

Bcyuky
nalueHTH

ER+ naiigdeHTH

Bocuuku
NaLHEeHTH

6aTas /N (%) |[Cu6uTHa /N (
Csoboaen or Gosect mepuon °

BcHykH 354 /2352 0,00015
MaLUEHTH 15,1%) (19,1%)
ER+ naumentd 289 /2023 370 /2021 0,75 (0,65-0,88) [0,00030

4K HA KOHTDAJIATEPAJIHATA I'bP/AA

KLK3IeMeCcTaR
y S

20 /2352 (0,9%) B35 /2372 (1,5%) [0.57 (0,33-0,99) [0,04158
872023 (0.9%) |33 /2021 (1,6%) [0.54 (0,30-0,95) [0,03048

IIpexxapsemocT Ge3 NposiBH HA KAPUHAOM HA Ir'bpAATa *

Bcuuku 289 /2352 373 /2372 0,76 (0,65-0,89) |0,00041

MalMeHTH 12,3%) (15,7%)

ER+ namentu 232 /2023 305 /2021 0,73 (0,62-0,87) [0,00038
11,5%) (15,1%)

248 /2352
10,5%)

KoepnuneHT Halp-
pucka (95% Cl)jcrofinocT?*

TamMokcageH

%)

HpexnpaemocT 6e3 NposBH HA JaJI€9CH PeNRAHB

297 /2372
(12,5%)

0,83 (0,70-0,98) [0,02621

ER+ nauventn (194 /2023 (9,6%) (242 /2021

0,78 (0,65-0,95) (0,01123

(12,0%)
BCHYKH D22 /2352 (9,4%) 1262 /2372 0,85 (0,71-1,02) [0,07362
NALHEHTH B (11,0%)
ER+ nawmentn (178 /2023 (8,8%) [211 /2021 0,84 (0,68-1,02) [0,07569
(10,4%)

*Log-rank rect; ER+ nanyesT! = eCTpOreH-peLenTop NO3UTHBHH NALIMECHTH;

" Ceobonuuat ot bonect nepHon (disease-free survival) ce onpenend cnopen ImepBaTa rnosBa
Ha JIOKANICH WIH OTJIOXKEH pellMiMB, PaK Ha KOHTpalaTepaliHaTa repja WiK CMBPT OT paK Ha
rbPaTa;

® [IpeskuBsemMocTTa 663 MPOABH HAa KapUHMHOM Ha rnpaara (breast cancer free survival) ce
onpelens cnopea ITbpBAaTa MNOAB2 HAa JIOKAICH MHJIM OTIOXKECH pEeUHAMB, paK Ha
KOHTpaJlaTepalHaTa 'spJia WM CMDBPT OT paK Ha rbpiara,

° IpexxussemocTTa Ges nposBd Ha jganedyeH peuuaus (distant recurrence free survival) ce
onpejes COpex MbpBaTa NoSBa Ha NOKATIEH WIH OTJIOKEH PEeUMINUB UIIH CMBPT OT pak Ha
rbpAATa;

4061ma npexupaemoct (overall survival) ce onpeaens copes CMbPTTa OT KAKBATO H J1a €
MPUYHHA,

B AonBJHMTENEH aHaIU3 Ha MNOArpynara NalWeHTH, MOJOXHTEJHH 33 €CTPOreHHH
PELEENTOPH WM ¢ HEM3BECTEH CTaTyc, HeajanTHpaHUAT KOoeHLHEHT Ha pucka 3a obwa
npexussgemoct € 6un 0,83 (log-rank Tect: p=0,04250), koeTo mpencTas/isBa KIHHUYHO U
CTATHCTHYECKH 3HAYHMO HamaneHHne ¢ 17% Ha pHcKa OT CMBPT.

Pesynrature ot noarnpoy4ysaHero Ha IES, olleHABamO KOCTHHTE NMPOMEHH, €
[IPH XKEHHU, JEKYBAHH ¢ €K3eMECTaH ciell 2 10 3 roAuHH JIeHeHHE ¢ TAMOKCH(eH, ©
yMepEeHO HaMaJIeHHe Ha KOCTHATa MHHEpaiHa ILTBTHOCT. B 1AnoTo nmpoyyusaHe 4
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{pakTypuTe B pe3yiTaT Ha TEpanMATa, OLCHEHA NO BpEME Ha 30-meceueH nepuoj Ha
NnedeHde, € OWila MO-BHCOKA NPU TALIMEHTH, JIEKYBAHH C €K3€MECTaH, B CpPaBHCHHE C

TamokcHdeH (croTBeTHO 4,5% u 3,3%, p=0,038).

Pesyntature or mnoanpoyuBaHero Ha IES BbpXy eHAOMETpHyMa [I0Ka3BaT, 4Ye Clle[
NBYTOOHIIHO JEYEHHE, € HACTBIIWIO CpeHO HaMalneHue ¢ 33% Ha peOesnvHATA Ha

eHJOMETPMYMa NpH TALHEHTHTE, NeKyBaHH ¢ €k3eMecraH, Oe3 u3paseHa pasfiika IpH
MalMeHTHTE, JIEKYBAaHU ¢ TaMoKcudeH. 3anebensBaHeTO Ha CHAOMETPHYMA, JAOKIAABAHO B
HAUAJIOTO Ha TPOYYBAHETO, € NPETbpIAIO o0paTHO pa3BUTHE KbM HOpManuzauus (<5 mmj)
npu 54% OT NaUUEeHTHTE, JIEKYBAHH C €K3EeMECTaH.

Usnureane IES ¢be cpeneH cpok Ha npocienspaHe oT 87 mMecela
PesynraTiTe ClIE]] JICUEHHE CHC CPEAHA NPOAB/DKHTEMHOCT 0K0JI0 30 MecewLa M NpocesBaHe

ChC CpelHa INPOAB/DKMTENIHOCT OKONO 87 Mecela MOKa3BaT, Ye CEKBCHTHATA Teparnus C
eK3eMecTaH, ceq 2 10 3 rOAMHY aAKBaHTHA TePanuA ¢ TAMOKCH(EH, € CBbp3aHa C KIIHHHYHO
M CTATHCTHYECKM 3HAYMMO NojobpeHde Ha mnpexkuBiemocTra Ge3 nposBu Ha 3a00/ABAHETO
(disease-free survival, DFS), B cpaBHeHHE ¢ NIPOJB/DKSHHE Ha JICYSHHETO ¢ TAMOKCH(EH.

Pesynrarure ca Nokasaiy, 4€ MO BpeMe Ha NPOCNedBaHMA MNEPUOA IO MPOYUBAHETO,
eK3EMeCTaH € MOHKH/I PHCKA OT PeliMAKB Ha paK Ha MieuHaTa »ie3a ¢ 16% B cpaBHeHuUe ¢

TaMoKcHpeH (koeduuueHT Ha pucka 0,84; p=0,002).

Kato usano, 6GnaronpuaTHHAT e(heKT Ha €K3eMeCTaH B CpPaBHEHHE C TAMOKCHGEH Mo
orHowenwe Ha DFS e 6un ouesnpen Oe3 3HaueHHe OT CTATyca Ha JMMQHHUTE BBH3IH HIH
NpeaXoXallaTa XMMHOTEpanns Wik XOpMoHanHa Tepanuda. CTaTUCTHYecKaTa 3HaYMMOCT HE
ce mOAAbpKA B PAMKHTE Ha HAKONKO MOATPYNH ¢ MajkH pasmepk Ha npobure. Te ca
MOKAa3aIM TEHACHLIMA B 101332 Ha €K3E€MECTaH INpH MALMEHTH C roBevYe OT 9 MOJNIOKHTENHH
ph3ena Wi npeaviiHa xumuoreparnua CMEF. Ilpu nalueHTH ¢ HEHM3BECTEH CTATYT Ha
NMUMGOHUTE BB3/IH, APYra NpeAUilIHA XHMHOTEPAITHS, KAKTO M HEH3BECTEH/IMIICBALLl CTaTyT Ha
MpeaUILIHA XOPMOHAJIHA Tepanus, ce Habmonasa 6e3 TEHACHUMS B r0/13a Ha TAMOKCH(EH,
KOSTO HAMA CTATHCTHYECKA 3HAYUMOCT.

B nomuiiHEHME, €K3eMECTAH CHTHH(UKAHTHO € YBETUYWI NPEXHBAEMOCTTA 0e3 KapLIHHOM Ha
repaata (koedpuument Ha pucka 0,82, p=0,00263) u aBarocpouHara MpexHBAEMOCT O3
peuuareu (koedpuuueHT Ha pucka 0,85; p=0,02425).

Ex3zemecTaH CBIIO TaKa € NMOHIXKHKI pHCKa OT pak Ha KOHTpajlarepaleH pak Ha rmpAaTa
BBIIPEKH Ye B HaGmoaaBaHuA NEPHO/ Ha M3NUTBAHETO €QEKTHT Bede He € OWIT CTATUCTHYECKH

3HauuM (KoepuuueHt Ha pucka 0,7; p=0,12983). B wwnara nmpoy4yBaHa MOITyJIaUMA C€
HaOMoAaBa TeHIeHIKA 3a noao0peHa npexxuBaeMoCcT npu ex3eMmectaH (373 CMBPTHH Ciry4as)
cinpamMo TaMokckbeH (420 cMbpTHH cnydan) ¢ KoeduuueHT Ha pucka 0,89 (log rank test:
p= (,08972), npeacrasnasamnia 11% noHwxenne Ha pHCKa OT CMBPT B NOJI3a HA €K3EMECTaH.
[lpy ananTUpaHe 1o OTHOIEHHE Ha MPeJBapHUTENHO ONPEACJCHHTE NPOrHOCTHYHH (aKTopH
(r.e., ER cTtaryc, HOAaneH CTaTyc, NpeAllecTBallila XHMMOTepanus, ynorpeba Ha X3T
(XOpMOHO-3aMECTHTE/IHA Tepanusa) U ynotpeba Ha OugocdoHaTd), 3a €K3eMECTaH ce
HabNI0jaBa CTATUCTHYECKH 3HAYMMO HaManABaHe Ha pucka oT cMBpT ¢ 18% (KoepHLUHMEHT Ha
pucka 3a obmata npexussemoct 0,82; keanpared Tect Ha Wald chi: p=0,0082 ) B cpaBHeHHe
¢ TaMOKcHU(eH, B nanara npoyyuBaHa nonyJsanus,

[Ipy JONBINHUTENEH aHANM3 HA MOArpynara MAaUUEHTH C MOJIOXHTEIEH MW HEH3BECTEH 3a
eCTPOréHHH PpELENITOPH CTATYC, HEpEryJMpaHUAT KoepHUMEHT Ha pHCK 3a ofmara
npexusemoct e 6un 0,86 (log-rank test: p=0,04262), kaTo ToBa NpeACTaB/gBa KITHHHYHO H
CTATHCTHUYECKH 3HAYMMO MOHM)KaBaHE HA PUCKa OT CMBPT Cbe 14%.

Pesynrature oT MOANMPOYy4YBaHE, OLUECHABAUIO KOCTHHTE NPOMEHH, MOKa3BaT, 4¢
€K3eMECTaH 3a Nnepuoi 2-3 roAWHH, NOCAeABAHO OT 3 A0 2 rOAHHH JieYeHHe
IMOBHILABA 3arybara Ha KOCTHA MUHEpAJIHA ITBTHOCT 1O BPEME Ha JICUEHUETO (
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mpoMsaHa B % OT M3XOJHATa CTOMHOCT 3a KOCTHa MHHEpalHa ILTRTHOCT 3a 36 Mecela: -3,37
[rpe6Hak], -2,96 [npokcuManed demyp (total hip)] 3a exsemectan v -1,29 [rpnbHak], -2,02
[npokcumaned demyp (total hip)] 3a Tamoxcuden). JJo kpaa Ha 24-MeceyHHs TNMEPHOR Ha
npocnefspaHe ofaye, € HMaO0 MUHMMAIHKH DPAalIHKH MeXIy OTACNHATE paMeHa 110
OTHOLICHHE HA NMPOMAHATA HA KOCTHATA MMHEpAJIHA TUIBTHOCT OT H3XOJHATa CTOHHOCT, KaTo
paMOTO HA TAMOKCH(EH € UMano Malko Ho-rojifMa kpadHa peaykuus Ha BMD nHa BcHyky
MecTa (cpenHa ipoMsiHa B % oT u3xoaHara croiiHocT 3a BMD 3a 24 mecena - 2,17 [rpubHak],
-3,06 [mpokcumaneH ¢emyp (total hip)] 3a exsemecran W -3,44 [rppOHak], -4,15
[npokcumaneH demyp (total hip)] 3a TamoxcueH.

O6uuar Opoit GpakTypy, HOKIaJBaHW MO BpPEME Ha JIEYeHHETO M MO BpeMe Ha
MpocneAsBaHeTo, € OM 3HaYMMO MO-TOMIAM B rpynara Ha €K3eMeCcTaH, OTKOJKOTO Ha
ramokcuden (169 [7,3%] cpewy 122 [5,2%]; p=0,004 ), no Ge3 pasnuka B Opos Ha
(G pakTypHTE, OTYETEHH KATO OCTENOPOTHYHH.

JleueHue Ha HanpeaHal KapLUUHOM Ha Mbpaarta

B pangpoMusupaHo, HaOnoAaBaHO OT HE3aBUCHMMA EKCIIEPTHA KOMMCHA, KOHTPOIIHPAHO
KIMHHYHO TPOYYBaHe, €K3eMecTaH B JHEBHA A03a OT 25 mg € INoKasal CTaTHCTHYCCKH
3HAYHMO YABL/DKaBaHe Ha MPEKHBIAEMOCTTA, BpEMETO A0 HACTBIIBAHE Ha Nporpecud (time to
progression, TTP), BpemeTo 3a Heycnex Ha jieyeHuero (time to treatment failure, TTF), B
CpaBHEHHE ChC CTAHJAPTHOTO XOPMOHAIHO JIEYEHHE C MEreCTpOa aLeTaT NpH KEHU Cnel
MEHOIay3a ¢ HanpeAHak KapUWHOM Ha rbpaaTa, KOMTO € nporpecHpan ciej Uiy no epeMe Ha
Je4eHue ¢ TaMOKCH(EH KaTO aJIOBAHTHA Tepanus WIM KaTo JieYeHHE OT IThpBa JIHHHA NpH

HanpeHao 3abongsaHe.

5.2 DapMaAKOKHHETHYHH CBOHCTBA

Abcopbums
Cnen mepopanHO MpWIOXeHHe, ek3emecTaH ce abcopbupa 6bp3o. Dpakumara OT K03ara,

aGcopbupaHa OT CTOMAILHO-YPEBHHMA TPakT, ¢ Bucoka. AbGconroTHara HHOHANHYHOCT TNpPH
YOBeK € HeM3BECTHA, BBIIPEKH Ye ce OuakBa Aa Obie orpaHUYeHa OT H3pa3eH e(eKT Ha ITbPBO
npeMuHaBaHe npe3 yepuus apob. Ilopoben edekt € gosen a0 abconoOTHA OHOHAIMYHOCT OT
5% npu exoBe U Kyuera. Cnex egHOKpaTHA J103a OT 25 mg MaKCHMAITHHTE IL1a3MEHH
xoHUeHTpauun or 18 ng/mL ce pocrurar cien 2 vaca. IIpuemMbT no BpeMe Ha XpaHEHe
nosKiLaBa GuoHau4HocTTa ¢ 40%.

PaznpeneneHue

Ob6embT Ha pasnpeae/icHUE Ha ex3eMecTaH, 6e3 KOpeKUus 3a nepopanHaTta OUMOHAIHYHOCT, €
okono 20000 |. Kunernkara e muHeliHa ¥ TEPMUHATHOTO BpEME Ha NONYXHUBROT € 24 yaca,
CeBp3BaHeTO C IUIa3sMeHUTe nporedHH € 90% W € HEe3aBUCHMMO OT KOHLEHTPALMATA,
Ex3eMecTaH U HeroBUTe METabONUTH HE C€ CBBP3BAT ¢ EPHTPOLIMTHTE.

Ex3zemMecTan He KyMyJIpa 0 HEOYAKBAaH HAYHH CJIE MHOTOKPATHO AO3HpaHE.

EnumMunurpase
ExseMmecTaH ce MeTaboH3npa Ype3 OKUCAEHHE HA METWIEHOBATA rpyna Ha 6-Ta MO3ULUSA OT

CYP3A4 wuzoexH3uMa WHIM pelyKuMs Ha l7-kerorpyrnara orT alioKeTopeAyKTa3ara,
nocneABaHH OT KoHiorupane. KiaupuHCHT Ha ek3eMectaH € okono 500 I/h 6e3 xopekuus Ha

nepopaiHara OMOHANTHYHOCT.
MeTafonuTuTe ¢a HEaKTHUBHH WIM WHXMOMpaHETO Ha apomarasara € I10-ciiabo oT ToBa Ha

U3XOAHOTO ChEJUHEHHUE.
KonuuecTBOTO, KOETO C& EKCKpETHpa HEMTPOMEHEHO B ypHUHaTa, € 1% oT nosara. B

€K3CMECTaH.
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CneuuanHy nonyjaalny

Bw3pacm
He e HabmoaBaHa 3HaYMMa Kopelalusa MeXay CHCTEMHATA EKCIIO3HLUA Ha €K3EMECTaH U

Bb3PACcTTa HA MHIWBHAHTE.

Bvbpeuno yspeacoare
ITpu nauueHTH ¢ TexkKo 6B6peuHo yBpexkaaHe (CLe <30 ml/min) cucTeMHaTa €KCrO3HIAA

K'bM €K3EMECTaH e GWia 2 ITHTH 1To-BUCOKA, OTKOJIKOTO NMPH 34pasH 10OpOBOILIH.
Ipexsua npoduia Ha 6e30MaCHOCT Ha €K3EMECTaH HE C€ CUMTA 33 HeO0OX0MMO KOPHIHpaHe

Ha J103aTA.

Yeprodpobro yspeoicoane

[Ipy DalMEHTH C YMEPEHO MM TEXKO 4YEpHOAPOOHO YBpEXKaHe, EKCIO3MLMATA Ha
eK3eMeCTaH € 2-3 ITbTH O-BHCOKA, OTKOJIKOTO MpH 3apaBd aobposonum. [peapun npoduna
Ha 6e30MacHOCT Ha eK3eMECTaH He Ce CUMTa 3a He0OXOAMMO KOpHIrdpaHe Ha A03aTa.

5.3 IIpeaxIHHAYHE JaARAH 332 Oe30mMacHOCT

ToOKCHKOJOTHYHHA H3INATBAHAA
JlaHHHTe B NpOYYBaHUA 32 TOKCHYHOCT MNpPH MHOFOKPaTHO MPHIOXKEHWE MNPH IUTBXOBE H

KydeTa MoraT Hai-o6uwo jga Opaar ordaieHd Ha (apMakoJOrM4YHATAa AKTHBHOCT Ha
ek3eMecTaH KaTo e(deKkrd BbPXY penpoAyKTHBHH M &KCECOpHM opraHd. [pyru
TOKCOKONOTMYHH edeKTH (BbpXY YepHHA Apol, 6pbpexa K LEHTpaIHaTa HEPBHA CHUCTEMA)
ca Ouwnn HabmoAaBaHH CaMO TNPH €KCHNO3WLHKA, NpeUEHEHa KaTo AOCTAThYHO HaAXBBLPIIALIA
MAKCHMATHATA eKCITO3HLHSA MTPH YOBEK M IIOKA3Balla HECHIUECTBEHO 3HAYCHHE 38 KITHHHYHATA

NpaKTHKA.

MyTaresHocT
Exsemecran He € Oui reHoTokcudeH npu Oaktepuu (TecT Ha Ames), npu V79 KIETKH OT

KUTalCKH XaMcTep, NPH XeNaTOUMTH OT IUTEX WIM NPY MHIIAa MHKPOHYyKJIeapHa npo0a.
Bonpeks 4e ek3eMecTaH ce € OKasal KJIACTOreHeH npH MMMQOLMTH in vitro, TOA He € OWn
KJIACTOTeHEH TIPH ABE in VIVe NPOYYBaHMA.

PenpoAyKTHBHA TOKCHIHOCT
ExzemecraH € 611 eMOPHOTOKCHYEH 32 ILTBXOBE M 3alLM [IPH HUBA Ha CHCTEMHA €KCNO3HIKA,

CXOJHH C Te3H, MOJYyUeHH MPH Xopa ciel npwiaraHe Ha o3a 25 mg/neH. He e HMano AaHHK
33 TEpaTOreHHOCT.,

Kapnanorensocrt
B OByrogMiiHO MpOydYBaHe 34 KAaPUMHOTEHHOCT TPH JKEHCKH [UTBXOBE He € Ouna
Ha0moaaBaHa CRbp3aHa C JCYCHHAETO NosABa Ha TyMOPH. IIpH MBXKKH IITBX0BE IPOYYBAHETO €

NPHKTIOYHIO Ha 92-Ta ceAMHua, MOopajd paHHa CMBPT OT XPOHHHHa HedponatHia. B
ABYTOAMUIHO MPOYYBAHE 38 KapPLMHOreHHOCT MpPH MHUIUKY € 6Hno HabmoaBaHO MOBHLIABAHE

HA 4eCTOTATA Ha YepHOAPeOHM HEeOIUIa3MH B IBaTa NoJia NPU CPpeAHATE U BUCOKHUTE A03H (150
u 450 mg/kg/nen). Cuura ce, 4Ye TE3H pE3YJIITATH Ca CBBP3aHH C HMHAYKIHATE Ha
yepHOAPOOHHTE MUKPO3OMHH €H3HMH, €PEKT, HaOMOJaBaH MPH MHILKH, HO HE ¥ B KJIHHUYHU
npoyusanus. [Ipu npunarane Ha Bucokata ao3a (450 mg/kg/neH) ce orbend3sa HapacTBaHe
Ha YecToTaTa Ha ajeHoMuTe Ha OnOpeunHure TYOynu mpH MMIIKM OT MBXKKH rnon. Tasu
MpOMAHA CE CYMTA 32 BHAOBO- M MNOJNOBO-CrenudUuHa M € HACTBMBANA [PH X033, ke
CHOTBETCTBA Ha 63 MBTH MO-roAsMa €KCNO3ULMS OT Ta3u, KOATO HACTHIBA B TEp
N03H NpH 4oBeka, HUTo enuH ot Te3w HabnionaBaHM €PEKTH HE Ce CYMTa 3a//K
CBOTBETCTBALL Ha JICYEHHETO Ha MALHEHTH C CK3EMECTaH. 1y
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0. OAPMAINEBTHYHH JAHHHA
6.1 CnHcBbK HE IOMOIIHHTE BEII(CCTBA

Hapo nHa Tabaerkara:
[Tonucopbar 80

MaHuTON
Xunpomernosa ScP

KpocnoeuaoH (Tun A)
MHUKpOKpHCTATHA LICTY/ 1032

Hatpuer HuittecTeH riivkonar (THI A)
KonoupeH 6€3BOICH CHIULMEB JHOKCHI
MarHe3Hes creapat

POUIMOBO ROKPHTHE

Xunpomenosa Scp (E464)

Turanor auokcun (E 171)

[Iponunen rnuxkon

6.2 HecbBMECTHMOCTH

Henpunoxxumo.

6.3 Cpox na roguocrt

3 roaguHH,

6.4 CnenuajHH YCIOBHSA HA ChXPRHEHHE
To3u nekapcTBEH NPOAYKT HE H3UCKBA CICIMATHU YC/IOBHA Ha ChXpaHeHHe.
6.5 BH H chAbLPKAHEE HA ONIAKOBKATA

Exsemerparuc 25 mg ¢punmupanu tabnetku ca onakosaHu B 6eau PVC/PVAC-Alu 6aucrepn.

Pa3iMep Ha onnakoBKaTa
30 ¢unmupanu TabneTxy.

6.6 CronenHANHH NpeANAa3HH MEPKH ONPH H3XBBLPJIAHE

HeusnonssaHUAT NPOAYKT HIH OTHAABYHHTE MaTePUAIHM OT Hero TpabBa aa ce U3XBLPIIAT B
CBHOTBETCTBHE C MECTHHTE H3UCKBAHHA.

7. IIPHTEXATEJI HA PAZPEIHIEHHETO 3A YIIOTPEBA

Qapmarpatuc OO/]]

oyn. , Ileiio K. SIpopos* Ne 44, eT. |
Codusa 1164

brirapus

13




8. HOMEP(A) HA PAZPEIIEHUETO 3A YIIOTPEBA

Per. Ne: 20210061

9, HATA HA ITHPBO PASPEINIABAHEAIOAHOBSIBAHE HA
PAIPEIIEHHUETO 3A YIIOTPEBA

Jlara Ha nmepeo paspewasare: 04.03.2021
JlaTa Ha nocaeaHO NOJAHOBABAHE:!

10. JATA HA AKTYAJIN3NPAHE HA TEKCTA

03/2025
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