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2. KAYECTBEH 1A KOJIHYECTBEH ChCTAB |
Besxa TabneTka cpappika 25 mg ek3eMecTaH (exemestane).

IToMomHO(H) BELECTBO(a) C H3BECTHO ACHCTBHE:
Maunuron 90.40 mg

3a MBJHHA CIHCHK Ha MOMOIIHHTE BEIIECTRA, BIUKTE TouKka 6.1.

3. JIEKAPCTBEHA ®OPMA

Ounmupana Tabnerka

Benu 10 noury 6enM, KpsIiTH, TBOHHOM3ITEKHANM GHIMHpaHH TableTk ¢ BITEOHATO peniedHo
o3HavdeHue ‘E25° or eHATA CTpaHa H FIAAKH OT PYrara.

4. KJIHMHHAYHHA TAHHW
4.1 TepanesTHYHH DOKA3IAHASA

Ex3eMecTaH ¢ mokasaH 3a afIOBAHTHA TEpanHa Ha ;KEHHU ClIe] MEHONAay3a ¢ NIONOKHTENCH 38
eCTPOTEHOBH PELIENITOPHA HHBa3HBEH paK Ha rbpAaTa B paHeH CTaAHi, cien2 - 3 TroAMHH
ThPBOHAYAITHA AMIOBAHTHA TEpanys ¢ TAMOKCH(]EH.

Ex3zeMecTaH € moka3aH 34 JICYCHHE Ha aBaHCHPAN paK Ha I'bpAaTa NpH XKeHH C €CTeCTBEH HIITH

HHAYLHPaH MOCTMEHONAY3aJ1eH CTATYC, fIPU KOUTO GojiecTTa € nporpecHpaia cle/l AHTH-¢CTPOreHHa
tepanusi, EQHKacHOCTTA He e l0Ka3aHa NIPH MalHEHTH ¢ OTPHIATENIEH 3a ¢CTPOTEHOBH PELIENITOPH

CTATYC.

4.2 lo3upoBKA H HAMHH HA OPHJIOKEHHE

B13pacTHH B NalMeHTH B CTAPYECKA BB3PACT
[Ipenoprunrennara 1032 eK3eMeCTaH ¢ eHa 25 mg Tabnerka, KoATo c€ NpHeMa BeAHBXK Ha ieH, Clel

XpaHeHe,

IIpH naupeHTH C paHeH pak Ha I'bpAdTa, ICYCHHUETO ¢ eK3eMecTaH TpaOBa Aa MPONLIDKM A0
3aBbplIBaHe Ha NIET rOAUMHM KOMOHHHpaHa CEKBEHLIMATHA 4I0BAHTHA XOPMOHATHA TePaTTiA
(TamokcudeH, nocneasaH OT €K36MECTaH), MJTH NO-paHo, aKo C€ MOIYH PELHAMB Ha TyMOpa.

I[1pu MauMeHTH ¢ ABAHCHPAJI PAK HA MBPAATA, JISUEHHETO ¢ eK3eMecTaH TpA0Ba Aa NPOAL/DKH, JOKATO
MMAa JJAHHM 3a MPOrpecHpaHe Ha TyMOpa

He e HeoOxo1MMO alanTipaHe Ha /1034Ta NPH MALHEHTH C HEAOCTATHYHOCT (BHK J.2).

IlenuarpuaHa nomynaLms
He ce npenoprusa 3a ynorpe®a npu geua.

43. IIpoTHBOMOKA3IAHHS



Ex3eMecTan ¢ NPOTHBONOKA3aH MPH NAlIHEHTH C H3BECTHA CBPBXUYYBCTBHTEAHOCT KBM aKTHBHOTO
BEIIECTRBO WM HAKOE OT MOMOLIHHATE BEIEecTBa, 30poeHH B ToUKa 6.1, MpH ;KeHH B Mpe-MEHoMnaysa H
npu OpeMeHH# ¥ KbPMELITH KEeHH. (BIDK TOUKa 4.6).

4.4 CrienHANHE NPeAYNPeAICHAS H CHIENHANAHE NpeRa3HE MEPKH NPH ynoTpeba

ExseMecTaH He TpafBa a ce IpIIAra IpH SKSHH ¢ Npe-MeHoMnay3alieH eHJOKpHHeH c¢Taryc. ETo 3ammo,
KOTaTo € KIHHWYHO YMECTHO, MOCT-MEHOMAY3ATHMAT CTATyC TpAGBa Aa 6b/ie YCTAHOBEH Ipe3 OLICHKA
Ha HuBaTta Ha LH, FSH u ectpaguona.

ExseMecTaH Tps0Ba Aa ¢ H3MOI3BA C NOBUICHO BHUMAHKE IIPH MALMECHTH ¢ YepHOXPOOHA HIH
6s6pedna HeTOCTATHYHOCT.

Ex3eMecTaH chABPKA 3a0paHeHO BEIIECTBO, KOSTO MOXKe Ja Aaie MOIOKHUTE/IEH pe3yIITaT IPpH
M3CJICIBAHMA 39 OTIHHT KORTPO.

ExseMecTaH e MOLIHO CPEJCTBO 3a MOHIKABAHe HA ECTPOTeHHTE H ClIe IPIWICKEHHE ¢e Habmoaapa
HAMANSBAHE HA KOCTHATA MMHEePAJIHA IUTETHOCT H TMOBHIIIEH NPOLIEHT Ha ¢pakTypu. B Havanoro Ha
a/IOBaHTHA TEepallHg C eK3eMECTaH, Ha JEHHU C OCTEONOPO3a WIH ¢ PHUCK OT ocTeonopo3a TpAOBa fa ce
HAMPABH OHITHAIHA OLICHKA Ha MHHEpAJIHATa IUThTHOCT Ha KOCTHTE, Ha (a3aTa Ha HACTOAIOHMTE -
KNHHUYHA HACOKM H npakTuku. [Ipy naimesTa ¢ HanpeaHano 3abonssaHe TpabBa Aa 6LAC HAIPABEHO
M3MepBaHe Ha KOocTHaTa IWIsTHOCT (BMD) xaTo ce npelieHABA 32 BCEKH CITy4Yaii MHAHBHIYATHO.
Brnpeku, ye HIMa AOCTATHIHO JaHHHW, KOUTO Ja MOKAa3BaT e()eKTa OT TepaluaTa [pH JeUeHHe Ha
3ary0bara Ha KOCTHaTa MHHEEPaJIHA IUTBTHOCT, IPHYMHECHA OT €K3EMECTaH, NALMEHTH TPETHPaHH ¢
ex3eMecTaH TpaOBa Na ce HabmoJapaT BRHMATETHO H Aa Ce 3anovHe JIeUeHHe, HIH NpOQHIKaTHKA 33
OCTEONOpo3a MPpH PHCKOBH MAIHCHTH.

Tpabra ca ce npeanpHeMe PYTHHHA OlIEHKA HA HMBATA Ha 25 XUAPOKCH BUTaMHH J] BeIHara ciex
3a[I04BaHe Ha IEMCHUETO ¢ HHXHOMTOPH Ha apoMarasaTa, TOpajy BHCOKATA NPEBaJICHTHOCT HA TEXKa
HEAOCTATHYHOCT ITPH XKEHH ¢ paHeH pak Ha repaata (EBC). Xenu ¢ puramuH JI-HeiOCTATEIHOCT
TpaGBa Aa nory4asar no0aBKH ¢ RUTaMHH [,

4.5 B3anmopaeiicTBHe ¢ ApYrH 1eKAPCTBEHH NPOAYKTH H APYrA GopMH Ha B3aHMoOAeHicTBHE

JlavHH in vitro NoKa3Bar, 4e JIEKapcTBOTO ce MeTaGonmskpa upes uuroxpoM P450 (CYP) 3Ad

a7 IOKeTOpenyKTasH (BIK 5.2) M He MHHXMOHpa Hakoi oT ocHoBHETE CYP m3oewsumu. Ilpa knHHMYHO
H3NUTBaHE Ha (papMakOKHHETHKATA, cneldraHOTO HHXHOHpaHe Ha CYP 3A4 ot KeTOKOHA30J He
MOKa3Ba 3HAYHUTEITHH eDEeKTH BEpXY PapMakOKHHETHKATA HA CK3¢MECTaHN.

[Ipn 3nmuTBaHe 3a B3auMoneHcTBHe ¢ pAdaMnMLH, MolneH uHAyKTOop Ha CYP450, npu go3a ot

600 mg nHeBHO M EAHOKPaTHA A03a 0T 25 mg ek3eMectaH, AUC Ha ek3eMecTaH e HaMalleHa ¢ 54% u
Cmax ¢ 41%. Tpii KaTo KIMHAYHATA 3HAMUMOCT Ha TOBAa B3aHMOJZICHCTBHE He € OLIeHABaHa,
eTHOBPEMEHHOTO NPHJIAaraHe Ha JIEKAPCTBA, KATO HanpuMep pHGaMITHITHH, AHTUKOHBYJICAHTH (Hamp.
deunTOMH H Kap6amalenuH) H GIKoBY NpenapaTH, chabpkamm Hypericum Perforatum (kb
KaHTapHOH), 3a KOWTO € H3BeCTHO, 4e HHAy1mpaT CYP3 A4, Moke na HaMaiIH e(pUKacHOCTTa Ha
€K3EMECTaH.

Ex3emecran Tp:A6Ba Ja ce H3ION3BA MPEANA3IHBO ¢ ISKAPCTEA, KOMTO ce MeTaboIM3HpaT upes
CYP3A4 1 uMaT TeCEH TepaneBTHYEH Mpo3opell. HaMa KNHHIYCH ONUT OT ¢HOBpeMeHHAaTa ynoTpeba

Ha eK3eMeCTaH ¢ APYTH NpOTHBOPAKORH JIEKAPCTBA.

Ex3emecTan He TpsaOBa 4a ce Ipiiara ¢IHOBPEMEHHO ¢ eCTPOreH-ChAbPIKallY JICKapk
TOBa OH Ce OTPa3H/IO OTPULIATENHO BHPXY $HapMaKkolIOrHYHOTO MY AcHCTBHE

46 PeprTuanTeT, OPEMEHHOCT H KbPMEHE



BpemeHHOCT
Hama KIHHWYHN NaHHM 32 SpeMEHHOCTH, NP KOMTO MMa eKCIO3HIMA Ha ek3eMecTaH, M3cenBaHHATa

BBPXY JKHBOTHH Ca [OKa3aJIH peNPOAYKTHRHA TOKCHIHOCT (BIK TOUKa 5.3). 3aTOBA, EK3EMECTaH €
MPOTHBONOKA3aH NpH GpeMeHHH XKEHH.

Kepmene
He e u3BECTHO NaNH eK3eMecTaH ce OTaeNa B KbpMara. ExseMecraH He Tpa6sa 21a ce 1aBa Ha KbpMelIy

A CHH.

KeHM ¢ epUMeHONAY3aIeH CTATYC WM AeTEPOIeH MOTEHIMAN
Jlekapsar Tpabsa ga ob6cpaH HeobX0oAUMMOCTTa OT 47ICKBaTHA KOHTpALleMIHA C JKeHH, KOUTO HMaT

MOTEHINAN Ja mﬁpemeﬂea'r , BKIIIQUHATEITHO XeHH, XOMTO Ca NEPHMEHONAY3AJIHH HIIH KOHTO HaCKOpO
€a CTaHAIH NIOCTMEHOINAY3AIHH, NOKATO MOCTMEHOMAY3AIIHUAT HM CTaTyC C€ YCTAHOBH HAITBJ/IHO (BHJK

ToukH 4.3 1 4.4).
4.7 Edexrn BbpXy cnoco0HOCTTA 33 modpHpane H paboTa ¢ MallIHNA

ITpn ynorpebara Ha 1eKapCTBOTO ce ChOOINARA 38 CHHNHBOCT, COMHOJICHTHOCT, ACT€HHA U 3aMasHOCT.
[anuenTaTe TpAOBa Aa 6BAAT NPeAYNIPEACHH, Y€ aKO BE3HHKHAT Te3U CLOHTHA, TEXHHTE HH3HUECKH
H/WIH YMCTBEHH cnioco0HOCTH, HeoOXoaNMMH 3a paboTa ¢ MAIITMHY Wi Oo(dUPaHE HAa KO/a, MOXKe 1a
OBpAaT HapyuleHU.

4.8 Hexenann exapcTBeHH PERKIHE

Ex3eMecTaH OOMKHOBEHO cé TIOHAcH Ao0pe BB BCHYKH KIMHUYHY W3THTBAHKA, IIPOBEACHH C
eK3eMecTaH NPH CTAHNAPTHA J03a 25 mg/NeH H HeKeJIARHUTE IEKapCTBeHH peaKIlHu OOHKHOBEHO €3
JIEKH OO YMEpPEeHH.

[IpoLeHTET Ha OTTEMISHE OT M3MUTBAHETO MOPANH HEXKeNaHH CEOUTHS ¢ 7,4% TIpH NaHeHTH ¢ paHeH
cTajHii Ha paKk Ha I'bpJaTa, Ha KOMTO ce MpHJiara aJioBaHTHA TepalHi C e36MECTaH ClleN
ITEPBOHAYANIHA aIIOBAHTHA Tepanus ¢ TaMokcHen, Hali-yecto crobinasaHuTe HEKENAHH PEaKIMH Ca

ropeinH BhJIRH (22%), aprpanrus (18%) n ymopa (16%).

[IpoLIEHTHT Ha OTTEMIISHE OT H3MHTEAHETO NOpaaH HexkenaHH coOuTHA € 2,8% B obmaTta momy/alus
NALIHEHTH ¢ aBaHCHpaN pak Ha rspAata. Haii-uecTo crofimaBaHUTE HEXXellaHH PeaKiH ¢a ropelry
BBJIHHA (14%) 1 rageHe(12%).

[ToBedeTo HekeNaHH PeakIMH MOraT Aa ObIaT MPHITHCAHH Ha HOpManHuTe (apMaKoIOrHuHu
NOCNEACTBHA HAa ECTPOICHHATA JENPHRAIMA (HAIpHMep ropeliy BBJIHH).

Cr00InaBaHHTe HEXKENIAHY JICKAPCTBEHH PEaKIMH OT KIIMHHUYHK [IPOYYBAHHA H [IOCT MAPKETHHIOB
OIIBT ¢a N3IOPOSHH NO-AONY [0 CHCTEMO-0praHAa KIacH(UKalHsa H YeCTOTA.

Crniopen 4ecToTaTa Te ce onpeaenar karo: Muoro gects (>1/10); gectu (> 1/100 xo <1/10); Hevectn
(>1/1000 ao <1/100); pexxe (>1/10000 zo <1/1000); muoro pexku (<1/10000) n HenspecTHA YeCTOTA
(OT HATMYHUTE JAHHH He MOXe /1a Ob/ie HarpaBeHa OLICHKA

Hapyuenus na Kpoema u 1uM@PHama cucmema

Heuecmu Jlenkonienus )

Pedxu Tpomboyumonenus

C neuzsecmuna vecmoma Hamanen numdouprres Gpoit ¢
Hapyuwienun na uMynnama cucmemaq

Hevecmu CBpBXYYBCTBHTEIHOCT

Hapyuienun na memabonusma u XpaneHemo:

Hecmu AHOPEKCHA




Heuxuunu napyuenun:

Muozo vecmu

bescpHHE

Hecmu

Henpecus

Hapywienun na nepenama cucmema;

Mhuozo yecmu ['nasobomnne

Hecmu 3aMaAHOCT, C YOM HA KapHaJHHA TYHeJI, apecTe3Hs
Hevecrmu | COMHONIEHTHOCT

Cvoosu napyweHuR:

Mnozo vecmu ["opeluy BBIHH

Tacmpo-unmecmunannu Hapylenun:

Mnozo yecmu I'apene

Yecmu bonkH B KOpeMa, NOBPBINAHE, 3aneK, HCISIICHA, THAPHSA

Xenamobunuapnu HapyweHus

Xenatur™, xonecrarudaeH xenaTur",
NOBHINIEHH YepHOApoOHH exsumu’,
MOBHIIEH KpbBeH 6unupy6nn®, mosmmena
KphBHa ankanHa ¢ocarasalh,

Hevuecmu

Hapywenun na xoycama u nooKoicHama moKan:

Muozo yvecmu VBenpueHO NMOTOOTHENAHE

Yecmu O6pus, anoneuws, YpTHKapHs, MPYPHTYC

Hevecmu OcTpa reHepaIM3HpaHa eK3aHTEMaTo3Ha myctynosa

Hapyuienus Ha MyCKyi10-CKeemiama cucmema u kocmume:
Mnozo vecmu Bosku B CTaBHTe H CKEJIETHATA MycKysaTypa ‘"

Yecmu Octeonopo3a, ¢pakTypa

05”4“ HAPYVHIERUR 1 COCMOAHUR HG MRCIROMO RA RPIIONCERUEMO.

Mrnozo yecmu YMopa
Hecmu Bonka, fiepudepeH OToK
Hevecmu AcTeHHA

C)Brmoupa: apTpairi # no-paaxko 6oaxu B kpaliHUIMTe, OCTEOapTPHT, OOIKH B rEp0a, apTpPHT,
MHAJITHA ¥ CKOBaHOCT Ha CTaBHTe.

*) ITpu nanMenTH ¢ aBaHCHpAJ paKk Ha I'bPIATa pAIKoO ce chobInaBa 3a TPOMOGOLIMTONICHHA B
NeBKOIIEHNA. BpeMeHHO noHmKeHHe Ha TUM¢OLMTHTE ¢ Habmoaasaue npu oxono 20% ot
NalMEHTHTE, KOUTO MpHeMaT Ex3emecTaH, ocofeHo NPH MALHSHTH ¢ NpeAiecTBAINA THM(pOIICHHS;
obaue, cpeaHHAT Opoit Ha MIMQOLIHTHTE TIpH Te3H NalMeHTH He Ce NPOMEHs 3HAYHTEHO BBB BPEMETO
" He e HabmoIaBaHo NPONOPLHOHATHO HAPACTBaHe Ha BUpyCHHTe HHeKUHH. Tesu edexTu He ca
HabmoJaBaHH NPH NALMEHTH, IEKYBAHH B W3ITHTBAHUA 32 Pak Ha MbpJaTa B PaHEH CTAIHH.

(DYecToTaTa € KAIKyAHpana no mpasunoro 3/X

B TabnpniaTta no-gony e AafieHa YecTOTaTa HA NPEeIBapUTEIHO ONpeAEIeHHTe HeXKeIaHH JIEKapCTBeHH
peakimH # 3a6019BaHH NPH H3MATBAHE 34 PaK Ha rbpAaTa B paHeH ctaguil (IES), HezaBncHMO oT
NPUYMHHO-CJ/ICACTBEHATA BPB3Ka, 32 KOMTO ¢ ChOOINABA NPH IMalHEHTH, HA KOHTO C€ Npuara
TEpAIHA 110 UIMATBaHeTO ¥ o 30 AHM cleq npekpaTaBaHe Ha TepanMaTa 10 H3MUTBAHeTO.

Hexenana peaknns B Exiemectan (N =2249) | Tamoxcadpen (N =
3a0o0/19BaHe 2279)

["opemy BBIHK 491 (21.8%) 457 (20.1%)

YMopa 367 (16.3%) 344 (15.1%)

['narobonue 305 (13.6%) 255 (11.2%)

beacbHue 290 (12.9%) 204 (9.0%)

YBEIIH4YEHO NOTOOTIENHE 270 (12.0%) 242 (10.6%)
I'HHEKOMOTHYHH 235 (10.5%) 340 (14.9%)




JamaiiBaHe 224 (10.0%) 1200 (8.8%)
I'anene 200 (8.9%) 208 (9.1%)
Octeonoposa 116 (5.2%) 66 (2.9%)
BarunajieH KpbBOH3JIMB 90 {4.0%) 121 (5.3%)
| Jipyr IMEpBHYEH pak 84 (3.6%) 125 (5.3%)
IMoBpBINaHe 50 (2.2%) 54 (2.4%)
CMymeunsi B 3peHHETO 45 (2.0%) 33 (2.3%)
TpomboeM60THIBEM 16 (0.7%) 42 {1.8%)
OcreonoposHa (ppakTypa 14 (0.6%) 12 (0.5%)
HudapkT Ha MHOKapAa 13 (0.6%) 4 (0.2%)

[Ipu u3nuTearero IES, YecToTaTa HAa HCXEMUYHWTE CHPACYHH CHOHTHA MPH TEpalHiA ¢ eK3eMECTAH H
ramokcudeH e cboTBeTHO 4,5% cnipamo 4,2%. He ca 3abenA3any 3SHAIHTETHH pas/IiiMA 3a BCAKO
OTAEIHO CHPAEYHO-CHAOBO CHOHTHE, BKMIOUHTENHO XHnepToHk (9,9% cnpamo 8,4%), MHOKapaeH
undapkr (0,6% cnpsamo 0,2%) u cepaeuna HeaoctarsuHoCT (1,1% cripamo 0.7%).

[Tpn u3nuTBaneTo IES, ex3ieMecTaH ce CBbp3Ba ¢ [10-ro1MMa YeCTOTA Ha XHIICPXO0IeCTePO/IEMHA B
cpaBHeHue ¢ TamokcupeH (3,7% cnpamo 2,1%).

[Ipn oTAenHO ABOMHO CIANIO pAHAOMU3HPAHO M3NHTBAHE HA TOCTMEHONAY3aJIHH KeHH ¢ paK Ha
I'bPAATA B paHEH CTaAMH ¢ HHCBK PHCK, JIEKYBaHH ¢ ek3eMectaH (N = 73) nmn nauebo (N=73) B
NpogBDKeHHe Ha 24 Mecena, eK3eMecTaH ce CBbP3Ba Che cpeaHo 7,9% cpeano noHkaBaHe Ha
nnasmenus HDL-xonectepon, B cpaBHenHe ¢ 1% yBenudeHHe npH rwanebo. HMa csino 4 5-6%
HAMANABAHE HA ATIOJIMMONPOTeHH Al B rpymnara ¢ exkzeMecTaH crpamo 0-2% npH miauebo. Edexrst
BLPXY APYIHTE aHAJIM3ApaHH napaMeTpH Ha qumianTe (o6m xonectepon, LDL xosectepon,
TPUITHLIEPHIH, AIOJTHIIONPOTEHH-B 1 JIMNONMPOTEHH-a) € MHOTO CXO/IeH B ABETE TEPANeBTHYHH
rpynH. KIMHUYHOTO 3Ha4Ye€HME Ha TE€3H pe3yJ/ITaTH HE € ACHO,

ITpy m3mureaneto IES, cromattHa s3Ba ce HabmoaaBa ¢ NIO-BHCOKA YECTOTA B PAMOTO C €K3€MECTAH B
¢paBHeHHe ¢ paMOTO ¢ TaMoxcHudeH (0,7% crnpamo <0,1%). Ha mo-ronamara 9act OT NALMHEHTHTE HA
CK3CMECTAaH C A3Ba Ha CTOMaxa € NMpuiaraHe €AHOBPEMCHHO JICHCHHC C HECCTCPOHAHHA
HPOTHBOBER3MAJIMTEITHH CPE/ICTBA H/WITH HMAT aHaAMHe3A.

CrollnaBaHe Ha MONO3NPAHH HEXKEITAHH PeaKEHH

CrofinaBaneTo Ha NOAO3MPAHN HeXeJaHH PEAKUMH CleR paspelllasaHe 3a yrnorpefa Ha
NeKAPCTBEHHS MPOAYKT € BakHo. ToBa TO3BONABA Ja NPOABIkHM HAOMOJEHWETO Ha
CBOTHOMISHNETO TION3a/PHCK 33 JeKapCTBeHHA MponaykT. Or MeAMIMHCKUTE CTICIHANIMCTH Ce
H3HCKBa 713 ChoOINABAT BCAKA MONO3MPAHA HeXKENaHA PEAKLUA Ypes

M3IMBIHHTETHA areHIHA 10 JiekapcTpaTa viL. . Jlaman I'pyep” No 8

1303 Codms |

Ten.: +35 928903417

yebcaiir: www.bda.bg

4.9 Ilpexozmpane

ITpoBexknany ca KIMHMYHH H3IIHTBAHHS ¢ ek3eMecTaH, npunarad 10 800 mg B eJHOKpaTHA 1034 Ha
3[\PABH XKeHH J0OPOBO/IKH M A0 600 Mr AHEBHO Ha NOCTMEHOMNAY3AIHH KCHH ¢ ABAHCHPAJI pakK Ha
rbpAATa; TE3H JO3H Ce MOoHAcAT aobpe. ExnokpaTHaTa no3a €k3eMecTaH, KOATO MOXKe a JOBEAC [0
’KMBOTO3ACTPAIIABAIIH CUMITTOMH, He € U3BecTHA. IIpH mpXoBe H Kydeta € HaGmonasaHa CMBPTHOCT
/I €/IHOKPATHH MEPOPATHH 03 eKBHBaNIeHTHH choTBeTHO HA 2000 1 4000 meTH
NPEeNOphUHTEIHATA 1032 34 UOBeK, Ha Gaza mg/m’, Hama cneipidiieH aHTHAOT HPH
netcHueTo TpaGea Aa 6b1e cuMromaTHyHO. TokazanH ca o01IM NOXTBEPKAIUH TPHK}
4ecTo MpOC/e/iABaHe Ha KM3HEHHTE TTOKA3aTEH H BHUMATeNHO HaOmoieHHe Ha 112




5. @GAPMAKOJOI'HMYHH CBOHUCTBA

5.1 ®apmakoauHaAMHIHH CBOCTBA

dapmakoTepaneBTHYHA rpyna; cTeporaeH UHXUOUTOp Ha apoMaTasara; aHTH-HEOTUTaCTHIHO CPeZICTBO
ATC kom: LO2BG06

Ex3emMecTaH ¢ HeoOpaTHM, CrepOHACH HHXHOHTOP Ha apoMaTa3aTa, CTPYKTYPHO CXOMEH ¢ €CTeCTBEHHA
cyberpar anapocreHOHOH. [IpH xxeHu B IOCTMEHOMIAY3a, ECTPOTeHH ¢€ MPOH3BEXKIAT INIaBHO OT
NpeBpBIIAHETO Ha AHAPOreHUTE B ECTPOTCHH UPE3 eH3MMA apoMaTasa B nepH(pepHHMTe THKAHH.
EcTporeHHaTa AenpHBaiiya Ype3 HHXHOHpaHe Ha apoMarasaTa e €¢peKTHBHO H CEJICKTHBHO JIEYCHHE 38
XOPMOHAJTHO-3aBHCHM paK Ha I'bpJaTa IPH KeHH B IOCTMEHONAay3a. 1IpH xxeHH B IOCTMEHOMNAY3a,
Ex3eMecTaH nepopalHo MPUIAOKEHUE 3HAUYHTEIHO MOHKKaBA CEPYMHHMTE KOHLCHTPAIIHH Ha €CTPOTEH,
3anoYBaliku OT 5 mg 1033 M JOCTHralKy MakcuManda cynpecus (> 90%) npu ao3a 10-25 mg
[TaipeHTKH ¢ paK Ha rbpAAaTa B IOCTMEHONAY34, JISKYBaHH ¢ 25 mg AHEeBHA (033, apOMAaTH3aLMATa B
HENMHS OpraHusbM HaMamnapa ¢ 98%.

Ex3eMecTaH He MPHUTEXaBa NPOTECTOTeHHA FUIH eCTPOreHHA aKTUBHOCT, JIeKo 1H3paseHa aHApOTreHHA
AKTHBHOCT, BEPOSTHO JB/DKAINA ce Ha 1 7-XHapo MpoH3BOAHOTO, € HaOmoaasaHa NPH BHCOKY AO3M.
INpe H3nHTBaHKHA ¢ MHOTOKPaTHO AHEBHO JO3HpaHe eK3eMecTaH HMa 3a0¢e/1eXkMMO BE3IeHCTBHE BBPXY
Hag6Br0peunaTa O6HOCHHTE3a HA KOPTH3ON UK aJIIOCTEPOH, H3IMEPEHHU NMPEH HIIH CHe/l CTHMYTAIHA C
ACTH, xoTo noKa3Ba HEeroBaTa CEJICKTHBHOCT N0 OTHOLICHHE HA APYFHTE €H3MMH, YYaCTBaUlH B
CTEPOHMIOTEHE3aTA.

[Topamu TOBA HE € HEOOXOAMMO 3aMECTHTEITHO JICHCHHE ¢ NTIOKOKOPTHKOMAM HITH
MHHEpankopTHKOHAH. Jleko nmoBHIenne Ha cepyMHuuTe HHBa Ha LH u FSH, Hezapucewno ot nosara, ce
HaOonasa JOPH MPH HHCKH 103M: To3u edexT, obavue, e ouakBaH 3a hapMaKOJIOTHIHHS KI4ac H
BEPOATHO € pe3synTar Ha oOpaTHaTa Bpb3Ka Ha XHIOGU3IHO HUBO, TE/DKAINA € HAa IOHHWKEHHETO HA
HHMBaTa Ha CTPOreH, KOETO CTHMYJIHpa XHNO(pH3HATA CeKpeliaTa Ha TOHAAOTPONHUHH H NPH XKeHH B
MOCTMEHONAY3a.

AJIOBAHTHA TEparnisg Ha pak Ha CbPaTa B PAHESH CcTanHi

[Ips MHOTOLIEHTPORBO, PAHIOMH3UPAHO, ABOKHO-CIIATIO H3NMUTBAHE, MPOBEACHO C 4724 NallHEHTKH B
NOCTMEHOMAY3a ¢ TOJIOKUTENICH 34 ECTPOTCHHH pelielITOPH HJIM HEH3ACHEH MEPBHUMEH paK Ha IrbparTa,
Te3H OT TIX, KOHTO ¢a ocTaHaIH Oe3 GonecTHH NPosBH cliell MPOBEXKAaHe Ha aJIOBAHTHA Tepanug ¢
TaMOKCH(eH 3a 2 10 3 roguHM, ca OWwim paHAOMHM3HpaHH Aa NONMydasaT 3 10 2 TOJHHH €K3EMeCTaH
(25 mg/nen) unn TamokcudeH (20 win 30 mg/aeH), 3a a 3aBBPINAT ITBIHHA J-TONHIICH IIEPHOA Ha
XOpMOHA/THA Tepanus.

Cnen neveHHe cbe cpefiHa NMPOXB/DKHTEIHOCT OKOM0 30 Mecena B cpeieH NepHOJ Ha MPOCIedBaHe
OKOJIO 52 Mecella, pe3yATATHTE MOKA3BAaT, Ye NOCTEABAINCTO NIEYeHHEe ¢ €K3EMECTaH ciex 2 a0 3
FOAMHM aJFOBAaHTHa Tepanui ¢ TAMOKCH(EH C¢ CRBP3Ba ¢ KIIHHHYHO H CTATHCTHYECKH 3HAYMMO
noaoOpeHHe B IpexuBieMocTTa 63 nmpoaBH Ha 3abomieane (DFS) B cpaBHeHHe ¢ NMPOORDKaBaHe Ha
TepanHATa ¢ TAMOKCHGDeH, AHAIM3BT MOKA3BA, Ye npe3 HabmoaaBaHua IEPHON HA H3MHTBAHETO
ExzeMecTaH HamMalIgBa pUcKa OT IIOBTOPHA [TOABA HA pak Ha repaaTa ¢ 24% B CpaBHEHHE C
taMoKkcH(eH (koeduupent Ha pucka 0,76; p = 0,00015). Biokna ce GnaronpuATHHAT e(EKT Ha
eK3¢MECTaH CIpAMO TaMOKCH(eH No OTHOLIEHHe Ha IpesxuBsieMocTTa e3 nposaBr Ha 3abonseane,
HE3aBHCHMO OT ChCTOAHHMETO Ha BB3/IMTe WIH NpeAHiecTBAINaTa XHMHOTEpanuA.

Ex3emMecTaH CBINO Taka 3HAMHTETHO HaMallgBa pHCKa OT pak Ha KOHTpanaTepaiHaTa I'bpla
(koedunHenT Ha pucka 0,57, p = 0,04158).

PEKUBAEMOCT NIPH eK3eMecTaH (222 CMbPTHM CITy4aH) B CPaBHEHHE C TAMOKCH(E

ITpH HAanaTa NONyaalMa 1o U3MHTBAHETO ¢e Habmoasa TeHIeHIs 3a NOROOpABaHE ( 2
cydas), ¢ koedumuenT Ha pucka 0,85 (norapurMuden pauroe kpurepHif (log-rank



KOeTO NpeacTaBasBa 15% HaMaleHue B pHCK OT CMBPT B HOMN3a Ha ek3eMecTaH. HabmoasaHo e
CTATHCTHYECKH 3HAYHMO 23% HaMaJeHHe Ha PUCKA OT CMBPT (KoedHIMEHT HA pHCKa 3a oblara
npexupseMocT 0,77; kaapareH Tect Ha Wald chi: p = 0,0069) npu exsemMecTaH B CpaBHEHHE €
TaMOKCH(EH IMPH peryupaHe Ha MPeJBAPHTEIHO ONpe/EeHH TPOrHOCTHIHE (GakTOpH (Hanp.
cperosHEe Ha EP, cecrosHue Ha TuMbHUTe BB3JH, TIpeALISCTBAINA XMMHOTepanns, yrioTpeda Ha X3T
(XOpMOHO-3aMeCTHTEIHA Tepanus) ¥ U3NoM3BaHeTo Ha HudochoHaTH).

OcHOBHHTE pe3ynTaTH 3a epHKacHOCTTa NPH BCUYKY NMAIHEHTH (BCHYKH YYACTHHIM, IPEMHHANIA
PaHIOMH3ALMA) H NALMeHTH, KOUTO Ca [TOJI0XKHTE/IHH 3a eCTPOr¢HOBH peLienTopH, ¢a 0000imeHH B
TabnuiaTa mo-Aouy:

Kpaiiaa Touka | Ex3emecran Tamoxcuden Koepnonenr p-
Honynanas Coonraa JIY (%) | Ceburnn /N (%) | na packa croiimocr*
(95% CI)
IlpexnBaemocT 6€3 NpoABH Ha 3200/19BAHETO
Benuku 354/2352(15.1%) [453/2372(19.1%) |0.76 (0.67-0.88) 0.00015
nanyeHTH
IManuenTn ¢ ER+ [289 /2023 (14.3%) |370/2021 (18.3%) [0.75 (0.65-0.88) 0.00030]
Pak Ha KOHTPAJATEPANHATA TBPAA
Beudikn 20/2352(0.9%) 35/2372(1.5%) 0.57 (0.33-0.99) [0.04158
MalUEHTH
TlaumenTts ¢ ER+ |18 /2023 (0.9%)  |33/2021 (1.6%)  |0.54 (0.30-0.93) 0.03048

Tlpexusgemoct Ge3 pak Ha repaara ©
Bewaxy namment 289/2352(12.3%) 373/2372(15.7%) 0.76(0.65-0.89) |0.0004 1

IMawwentn ¢ ER+ 232 /2023 (11.5%) 305 /2021 (15.1%) 0.73 (0.62-0.87) 0.00038
Ipexnasgemoct 6e3 fajneveH penugns’

Benuxu 248/2352(10.5%) 1297 /2372(12.5%) |0.83 (0.70-0.98) |0.02621
NALHUCHTH

ITamuentn ¢ ER+ |194 /20234(9.6%) 242/2021 (12.0%) |0.78 (0.65-0.95) 0.01123
O0ma npexasgemMocT’ -
Beuukm 222 /2352 (9.4%) (262 /2372 (11.0%)]0.85 (0.71-1.02) }0.07362
MAIHCHTH

Hamuenty ¢ ER+ {178 /2023 (8.8%) [211/2021 (10.4%) {0.84 (0.68-1.02) [0.07569

* JlorapuTMHuEH PaHroB KpHTEpHH; nammenT! ¢ ER+ = naunenTH, KOUTO ca MOJIOKHTENHH 33
€CTPOr€HOBH PENCIITOPH;

TIpexupaeMocT 03 MpoABH Ha 3a00JIABaHETO ce AeHHHPa KaTO NIepHOAa A0 ITHPBA NOABA HA
JIOKANTHH WIH AUCTANHA PELFAMEH, PaK Ha KOHTpalaTepajHaTa 'bp/ia WIH CMBPT ITO KAKBATO U Jia e
NpUYHHA;

*TIpexurgemocT 6€3 paK Ha repaara ce AedHHUpa KaTo EpHOAa IO ITHPBa NOABa HA JIOKATHH HIH
NMCTAJIHY PELMAMBH, PAK HA KOHTPANATEPANHATA FEPA2 WIH CMBPT OT pak Ha I'bpAaTa;
“TIpexxuBaemocT 0€3 AMCTAICH PEUHANB c¢ RePHHHApA KAaTO NepHOAA A0 ITEPBa MOSBA HA AUCTAJICH
pPeLHONE HIH CMBPT OT paK Ha MbpAaTa; |

90611a NPeKHBAEMOCT ¢e JedUHHpa KaTO CMBPT M0 KaKBAaTO H Jia € MPpUYHHA.

IIpu ponbaHUTENEH aHANIH3 Ha NOATPYNa NALHEHTH ¢ NOIOXKHTEIEH WA HEH3BECTEH CTAaTyC Ha
eCTPOTeHHHTE PeleITOPH, HeaJaNTUPAHHAT Koe(ULMEeHT Ha pHCKa 33 o6ma npesxupseMocT ¢ 0,83
(morapurMudieH paHroB kpurepuit: p = 0,04250), koero npeacTapiABa KIMHHYHO H CTATHCTHYICCKH
3HaYMMO 17% HamaneHHe Ha PUCKa OT CMBPT.

Pe3ynTaTHTe OT NOANPOYYBAaHEe, OLEHABAIIO KOCTHHTE MPOMEHH NOKA3BaT, Y€ MPH )XCHHTE, JIEKYBaHH
¢ ExzemecTaH cnent 2 10 3 roqHHM Ha iedeHHE ¢ TaMOkCH(pEH HMa YMEPEHO HaMagBaHe Ha KOCTHATa
MHHEpaTHA IUIBTHOCT. B NAN0oTO H3NMMTBaHE YecTOoTaTa Ha QPaKTYPHTE B PE3YJITAT Ha TEPaNHATa,
OLi¢HEHa 110 BpeMe Ha 30-MeceHdeH NMepHoA Ha ICYCHHE € ITO-BUCOKA IIPH NALMEHTHTE, JEXYBIAE
Ex3eMecTaH B CpaBpHEHHE C NALMEHTHTE, IeKyBaHH ¢ TaMokcHdeH (4,5% 1 3,3% cpgraldo
0,038). :
PesyaTaTure OT MOANPOYUBaHE, OLICHABAINO SHAOMETPHYMA MOKA3BAT, Y€ CJISH OB
€ HACTHITIWIO cpeaHO Hamanenwe ¢ 33% Ha gebenvnaTta Ha eHAOMETPHYMA TIPH Ii§




¢ EK3eMecTaH B CPaBHEHHE C JIMTICA HA 3HAYMTENHA pa3iUKa NP [MafUeHTHTE, TSKYBAHH C
TaMoKcudeH. 3agebensBaHeTO Ha EHAOMETPHYMA, 3a KOETO ce CHo0INaBa B HA9aI0TO JICHEHHETO 1O
H3MTBAHETO, IPETHPIBIBA OOPATHO pa3BATHE KEM HOopManw3aima (<5 MM) npu 54% OT MalueHTuUTe,

JCKYBAHH C €K3CMCCTaH.

JleyeHnye Ha apaHCcHpall pak Ha I'bpIaTa
ITpu paHpoMu3HpaHo, HaOMOAaBaHO OT HE3aBHCHMA E€KCIIEPTHA KOMHCHSA, KOHTPOJIMPaHO KITHHHYHO

H3MHTBRAHC €K3CMECTAH ITPH AHEBHA 4032 25 mg € noxasan CTaTHCTHYCCKH 3HATHMO YAB/UKABAHE HA
NPEXHUBAEMOCTTA, BpeMeTo o nporpecs (TTP), spemero o Heycnex Ha aeaenHero (ITF) B
CpaBHEHHE ChC CTAHHAPTHO XOPMOHAIHO JICYEHHE ¢ METeCTPO/ alleTaT IIpH NALIMEeHTKH B
IIOCTMEHOMAY3a ¢ aBAHCHPAJI paK Ha repAaTa, KOHTO € ApOrpecHpan ciiell HITH 110 BpeMe Ha JISHEHHETO
¢ TaMOKCH()eH WIH KaTO aAlOBAHTHA Teparusi, WIH KaTo Tepanui OT IYbpBa JIMHHA TIPA aBaHCHPAno
3abonssane.

5.2 dapMakoKHHETHIHH CBOHCTBA

Abcopbyun

Crien nepopaaHo NpWIOKeHHE Ha eK3eMecTaH TableTky, exkzeMecTaH ce abcopbupa 66p3o. Hacrra
abcopOHpaHa OT CTOMaLIHO-YPEeBHHA TPaKT, € BUCOKA. AGcomoTHaTa SHOHATTHYHOCT [PH XOpaTa €
HEH3BECTHA, BBIIPEKH He ce 04aKBa Aa Ob/ie oTpaHHYeHA OPAIH H3paseH €(eKT Ha MEPBO
npemunabane. HoaobeH edext e aopen 10 abcomoTHa GHOHATHYHOCT NPH IUTEXOBE M Ky4eta 5%.
Crnen eaHokparHa 032 0T 25 mg, MaKCHMaJIHH IU1a3MeHH KoHueHTpamu# ot 18 ng/ml ce mocTHrar
oen 2 wca. EAHOBpeMeHHHAT NpHEM ¢ XpaHa yBemdaBa GHonanuaHocTTa ¢ 40%.

Pasnpedenenue

OGeM¥T Ha pa3npeie/IecHHe Ha eK3eMecTaH, 6e3 KopeKLs 3a nepopaiHara 6MOHaTHYHOCT, €
npubnusarenHo 20 000 1. Kunernkara e nmuneiina ¥ TEpMHHAIIHOTO BpeMe Ha [OMYKHBOT € 24 Jaca.
CrBp3BaHETO C IUIa3MEHUTE MMPOTeHHH € 90% 1 e He3aBHCHMO OT KOHLIeHTpaluaTa. Ex3semMecTaH H
HETOBHUTE MeTa0OTUTH HE C& CBHP3BAT C EPUTPOLHTHTE.

Ex3eMecTaH He ce KyMyJupa 10 HeO4akBaH HaYMH Cjiel MHOTOKPAaTHO J03UpaHe.

Memabonuzom u exckpeyus

Ex3eMecTan ce MeraGonm3Hpa Ype3 OKHCIIeHHE Ha METIIICHOBaTa rpyna Ha nosumus 6 oT CYP 3A4
M30€H3UMA H/HIH PeNyKIHA Ha 17-keTorpymnara oT alIOKeTOpeAyKTa3ata, oCaAeABaHH OT
KoHIorupaHe. KITHpBHCBT Ha ek3eMectan ¢ okono 500 1/h, 6e3 kopexums 3a nepopanHara
OHOHATTHYHOCT.

MeTtabonuTHTE Ca HEAKTHBHH HWIH HHXHOMpaHeTo Ha apoMaTasara € No-Majiko OTKOJNKOTO NpH
OCHORHOTO ChEIMHECHHE.

KonuuecTroTO, EKCKPETHPAHO HEMMPOMEHEHO B YPHHATA, € 1% ot xosara. B ypunata u dexanuure
eMHAKBH KoymgecTa (40%) “C-6ensasan ex3eMecTaH ¢e eTMMHHMPAT 34 €AHA CeAMMNA.

Coenuanad nooyianag
Br3pacT: He ¢ HabmonaBaHa 3HaukMa KopesauMa MEKIY CHCTEMHATA €KCTIOSHIMA Ha €K3eMECTaH H

BBb3pacTra Ha HHINBHIA.

bn6pevna HeAoCTATHIHOCT:

IIpu nanueHTH ¢ TeXko 6p6peuno yepexnane (CL: < 30 ml/min) cucTeMHATa €KCIIO3MIIHA Ha
eK3eMecTaH e 2 IThTH [TO-BHCOKa B CPaBHEHHE C Ta3H NpH 31paBH go6posomim. Karo ce HMa npeBHA
MpodHITET Ha 6E30IIACHOCT Ha K3EMECTaH, He CE CYMTa 3a Heo0X0AuMO 1a ce MpaBH KOPEKItHY Ha

A03aTa.

Yeprogpobua HeZ0CTATHIHOCT
[pu MalHeHTH ¢ YMEPEHO HIH TEXKO YepHOApOOHO YBpeXNaHe €KCITO3ZHIIMATA Ha

ITTH NIO-BHCOKA B CPAaBHEHHE ChC Ta3M MpH 3ApaBH gobposonim. Kato ce HMa mpe ;
6e30TaCHOCT Ha eK3eMECTaH, He Ce CUHTa 3a HeoOX0MHMMO J1a Ce MPaBH KOPEeKIHs 4]




5.3 IlpenxHMHEHYHH AAHAH 3a GezonacHocT

ToxkcHkoTOrg9HY NpoyYBanus: JlaHHUTe OT M3MHTBAHHA 34 TOKCHYHOCT NPH MHOFOKPaTHO
NPHIOKEHUE MPH IUTEXOBE M KyyeTa MoraT HaH-o6mo ma 6bar obacHeHH ¢ dapMakoIOTHIHATA
AKTUBHOCT Ha EK3€MECTaH KaTo eekTH Ha pelpOAyKTHBHH M aKCeCOPHH opraHi. Jpyri
TOKCHKONOTHYHH eeKTH (BEpXY YepHHA Jpob, 6p0penuTe M LeHTpaJHaTa HepBHA CHCTEMA) ca
HaOMOJaBaHH CAMO NIPH EKCITO3WIINM, MPELICHEHH KaTO AOCTATHYHO 10-TONEMH OT MaKCHMA/THATA
€KCTIO3HLIHA TIPH XOpa, KOUTO UMaT HECBINECTBEHO 3HAYCHHE 33 KITHHUYHATA NPaKTHKA.

Myrareanoct: Exsemecran He e 6un reHorokcHuer npu Gakrepuu (Tect Ha Ames), IpH V79 kieTku
OT KMTAHCKH XaMCTEp , [IPH XENATOWMTH OT IIbX WIM IPH MHKPOAKPEH TECT IIPH MHIUKH. Brnpekn ve
eK3eMECTaH € KIaCToreHeH MpH JUMGbOLHTH in vitro, TOH He e0WI KIACTOT¢HEH NPH ABE H3ITHTBaHHA
in vivo.

PenpoAyXTHBHA TOKCHYHOCT: €K3EMECTaH € eMOPHOTOKCHYEH IPH TUTBXOBE M 3aHIj NPH HABA HA
CHCTEMHA €KCIIO3HIMSA, CXO/IHM HA Te3H, MOMYYeHH IIPH XOpa cell pHIaraHe Ha 103a 25 mg/aeH.
Hsima pauHM 33 TEpaTOreHHOCT.

Kapnraoreanoct: [Ipn J8yroinHO W3MHTBAHE 33 KapUHHOTEHHOCT MpPH XXCHCKH IUTHX0BE, HE
ca HabmoaBaHH CBBP3aHH C JICUCHHETO TYMOPH. [IpH MBIKKH IUTEXOBE H3NHTBAHETO €
NpeKpaTeHo Mpe3 CeAMHIIA 92, nopaau npexAeBpeMeHHa CMBPT OT XpoHH4Ha HedponaTud. Ilpu
JABYTOAHIIHO H3MHTBAHE 32 KAPLHHOTEHHOCT IMPH MHIIKHY ¢ Ha0moaaBaHo yBeIHYCHHE Ha
YyepHOAPOOHHTE HEOIUIA3MH H IIPH ABATA M10JIa MPH CPEAHH H BUCOKH Ao3H (150 u 450
mg/kg/men). CymTa ce, 4e Te3H pe3yNITaTH ca CBBP3aHH ¢ HHAYKLHATA Ha YePHOAPOOHHTE
MHKPO3OMHHH €H3UMH, edexT, Habmoaasan npyu MUINKH, HO HE H TP KINHHIHH H3NHTBAHHA.
Chio Taka HMa YBEJIMYABARHETO HA YECTOTATA Ha OhOpeunyTe TyOYnHH aJICHOMH NIPH MBXKKH
MHIIKH pH BHCOKH 103H (450 mg/ kg /nen). Tasn nmpoMaHa ce c4HTa 32 crielpHyHa 3a BHAA H
MoJia ¥ BH3HHKBA ITPH A034, IPH KOATO MMa 63-KpaTHO NMO-roJisiMa eKCIIO3HLMA OT CKCIIO3HI[HATA
OT TepaneBTHYHH JO3H NpH Xopa. Huro eaun ot Te3n HabmonaBaHU epeKTH HE ce CHUTA OT
KIMHWYHO 3HAYCHHE 32 JICYSHUETO HA MAILHEHTH ¢ €K3¢MECTaH.

6. ®APMAIEBTHYHHU JAHHH

6.1 Cnucpx HA HOMOUINATE BeIECTBA

Sapo Ta Tabaerxara:

Manuroin

MuxpokpHcTanHa Hemyaosa
KpocnoBHaoH

Huecren natpues raukonar (Tumn A)
Xumnpomenosza ES

ITonucopbar 80

CHnuLieB AHOKCHI, KOJIOHEH Oe3BoneH
MarHezues cTeapat

O6suBKA HA Ta0eTRaTA
Xunpomenosa 6¢cp (E464)
Maxporon (400)

Twuranos guokcuy (E171)

6.2 HecsBMECTHMOCTH

Henpunoxumo




6.3 Cpox ra rogaOCT

30 mecena

6.4 | Crnennajnn yCJI0BHA HA CHXpaHEHHe

To3u nexapcTBeH NPOAYKT HE W3HCKBA CINELMATHY YCJIOBHA Ha ChXpaHCHHE.

6.5 Baa B cHALPRABEE HA ONAKOBKATA

Exsemecran 25 mg Ta61eTkH ca onakosauy B 6enn Henpospaynu PVC/PVAC-Alu 6mucrepn.

I"'oneMuHa HAa OTIAKOBKATA:
15, 20, 30, 90, 100 » 120 Tabnerxn B OmMCTEpHA ONAKOBKA.,

He BcHYKHM BHAOBE OMAKOBKH MOTAT Aa OBIaT mycHaTH B rpoaaxta.
6.6 Coenuannyn npeAna3sHR MEPKH NPH H3XBbp/dHE

Hen3non3pauusaT JIeKAPCTBEH MPOAYKT WIH OTNIATLYHUTE MaTEpHAIH OT HEro TpaOBa fa ce U3XBBPIAT
B CHOTBETCTBUE ¢ MECTHUTE HIHCKBAHNA,

7. TIPHTEXXATEJ HA PA3PEIIEHHETO 3A YIIOTPEEA

KRKA, d. d., Novo mesto, Smarje$ka cesta 6, 8501 Novo mesto, CoBeHHs

8.  HOMEP(A) HA PASPEIIEHHETO 3A YIIOTPEFA

9. JATA HA ITBPBO PAZPEINIABAHE TIOJHOBABAHE HA
PAZPEIIEHUETO 3A YHHOTPEDBA

10. JATA HA AKTYAJIM3HUPAHF HA TEKCTA
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