KPATKA XAPAKTEPUCTUKA HA ITPOAYKTA

W3NBLARNTENHA ATEHUNA ﬂQ.ﬂEKAPCTBATA
1. UME HA JEKAPCTBEHMUS MMPOIYKT Kpamea XapaKmepUomuke Ha NDogynma - ngmoa«euue 1

Kom Pea, M ... / Lo 30,507 .
3un301 1 mg buIMEpany TaGIeTKH /C . !
Zynzol 1mg film-coated tablets Paspewerus Ne % S /10 0,4 2010
2. KAYECTBEH 4 KOJIMMECTBEH U CHCT ABIOPEHIE Mo o Sorrresreeresesseseessesssoneres

Beska Gpunmupana ta6retka CeABpxka | mg anacTposon (anastrozole).

Iomomuu Bemectaa: CBABPXKa 93 Mg NaKTO3a MOHOXHADAT.

3a MBJIHUS CIUCBHK HA TOMOIIHHTE BELUECTBA, BIKTE T. 6.1,

3. JEKAPCTBEHA ®OPMA

®unmupanu Tabrerku

Benu, xpwrim, npoiiHo-u3nbkHammM dbunmupann tabnetku ¢ Hammuc ,,ANA” u »17 oT
€/HaTa CTpaHa.

4. KIMHUYHU JAHHU

4.1 TepaneBTHunHu Mokazanus

Jleuenne Ha manpeguan KaplluHOM Ha rbpjaTa IpH MOCTMEHOMAY3aNHH >keHH. He e
M0Ka3aH €(EeKT IPH MalHUEHTH ¢ HeraTHBHU €CTPOrCHHH PEUENTOPH, OCBEH B CilydaH Ha

IIOJOXUTENECH TEpaneBTUUEH OTroBOp KbM TaMOKCI/I(beH.

Karo nomommo cpeacrro npu TTOCTMEHONAY3aTHU JKEHH € PaK Ha I'bpAAaTa B PaHeH
. CTaauii C MO3UTHBHH XOPMOHAITHH penenTtopu.

Karo nomommo cpeacreo mpu TOCTMEHOMNAY3a/lHH JEHH C PaK Ha I'bPAATa B paHeH
CTaIMH ¢ MO3UTHBHH XOPMOHAIIHH peuenropu, cinex 2 — 3 rOAMHH JeYeHHE ¢
TaMOKCH(EH.

4.2 Jlo3upoBka u Hauun Ha NPUJI0KEHHE

Bw3pacrthu, Bkn. naunenry s HalpeaHana Bb3pact
Enna tabnerka (1 mg) [IEPOpaIHO €IMH BT JHEBHO.




ena

He ce npenopbysa npunarane Ha 3UH301 [IpM gena.

[anuenTu ¢ yBpenena 6u6peuna OyHKIHS
He ce npenoprusa npomsana ua nosara IIpH MAlIMEHTH C JIEKO 10 YMEPEHO yBpEkKJaHe Ha
OBpOpedHara QyHKuus.

[anenTH ¢ yepHoIPO6HO YBpEXJIaHe
He ce nmpenoprsusa [IPOMAHA Ha J03aTa NPH MalMUCHTH C JIeKa 0 yMepeHa CTereH Ha
YCPHOAPOOHO YBpEXKIaHeE.

Ilpu cinydau ¢ panen craguii Ha 3a00JIBaHETO, CE NIPENOPBYBA NPOBEK/IAHE HA JCUCHHE
B IPOJIBJDKEHUE HA 5 TOOUHU.

4.3 IIporuBonokaszanus

3UH3011 € IPOTUBONIOKA3AH IIPH:

- Ilpemenonaysa;1au sxenu.

- bpeMeHHH UM KbpMeELIH JKenu.

- [MaumenTtu ¢ Texko yBpexaane Ha ObOpeunara GyHKIMSA (KpEeaTHHHHOB KJIMPBHC 1101
20 ml/min).

- Taunentu ¢ ymepeno unm Texxo 3abongpane Ha YepHUs Apo0.

- IlamuenTn ¢ M3BecTHA CBPBXUYBCTBHTENHOCT KBM aHacTpO30JI WM HAKOE OT
TTOMOIIHHUTE BEILECTBA MOCOYEHH B TOUKa 6. ] .

He 1psabBa na ce mpoBexkia emHOBpeMEHHO JieueHHe Ha ChIBPKAILM ECTPOreH
JICKApCTBCHH  MPOJYKTH C AHACTPO30J, ThH KATO TE3HM MEIMKAMEHTH MOKe Ja
HEraTHBUPAT (apMAKOIOrHYHOTO MY JCHCTBHE.

CeIbTCTBYBAIIO NEYeHHe ¢ TaMOKcudeH (BX. Touka 4.5)
4.4 Cnenuaniym npexynpexaeHns i npeanazHu MEPKH NpH ynorpeba.

He ce npenopwusa ynorpe6a na 3unzon IpH Jle1a, Thi KaTo HE € YCTAHOBEHO OE30MACHO
¥ eQEKTHBHO NPHIIOXKEHHUE HA JTEKAPCTBEHMS NPOAYKT B Ta3W Bb3PacTOBa Irpyrma.

MeHonaysara TpafBa na ce gOKaxke OHOXMMHYHO [IpY NalLMEHTH, NPA KOUTO HMa
CbMHEHHE 3a XOPMOHAITHOTO ChCTOSIHHUE.,

Hsima mannm, xonto na nonkpenst 6ezonacuoro TIPHJIOXKCHUE Ha aHACTPO30J IpU GOIHU
¢ YMEPCHO HIIH TEKKO YE€PHOAPOOHO YBPEXKAAHE WIIH TPH GOJHU C TEXKKO YBpeXIaHe Ha
ObbpeunaTa GyHKIus (KpeaTHHHHOB KIupbHC nog 20 ml/min).

HpI/I KCHH € OCTCOIIOpO3a UJIM C PUCK OT oCTeomopo3a, TpH6Ba Aa C€ Hu3cjaenBa npeau
3al04YBaHC Ha JIEYCHHETO H Aa €€ ImpociieasiBa Ha PaBHH HHTECPBAIIH 110 BpEME Ha -
TCPAIICBTUYHUSA KypC, MHHEpajiHaTa IUIBTHOCT HAa KOCTHUTE C KOCTHa ACH3UTOMETPH,



Hanp. DEXA ckanupane. JleueHnero wiu npodunakTUKara Ha 0cTeonopo3ara TpsabBa na
C€ 3all04BaT HaBpPeMeE U Ja ce NPOC/IeAIBAT BHUMATEITHO.

Hsma nawen na npunosxkenue na anactpo3on ¢ LHRH-anano3u. Tasu koMGunauus ne
TpA0Ba Ia ce Npuara U3BbH paMKHTE Ha KIMHAYHHTE IPOYYBAHUS.

Toi kato HmBara Ha UHPKYJINpAls  €CTPOTEH Ce MOHMXKABAT OT AHACTPO3ON, e
BBSMOXHO  TO3H JIEKAPCTBEH MPONYKT Na TPEAM3BHKA HAMAIABaHe Ha KOCTHaTa
MHHEpallHa MIBTHOCT. 3acera HAMa JOCTOBEPHM NAHHH 3a ebexra Ha Gudochonarure
BbpXY NpeIM3BUKaHaTa OT aHACTPO307 3aryba Ha KocTHa MHHEpaJlHa MIBTHOCT HITH
flon3ata OT MpoQUIAKTHIHOTO UM TIpHIIaraHe.

JlexapcTBenust nponykr CbAbpxka jakTo3a. [anuenrnre ¢ penxu Bponenu 3abonsaBanus,
KaTto — JaKTasHa  HENOCTATBYHOCT,  TrajaKTO3eMHS KM ITIOKO3HO-TaJIaKTO3Ha
ManabcopOuus He TpsIOBa 1a MpHEMAT To3u ME€UKaAMEHT.

4.5 BsaumopeiictBue ¢ APYTH JIEKAPCTBEHH MPOXYKTH H Apyru ¢opmMu Ha
B3anMojaericreue

Hpwu in vitro npoyusanus, e oTdens3ano, 4e 3UH30I MHXHOHpa tuToxpom P450 1A2,
2C8/9 u 3A4, wo npu kiMHMUHO H3CNeNIBaHe ¢ BapdapWH € yCTAHOBEHO, Ye
MEMLMHCKAAT NPONYKT MPHIOXEH B xo3a 1 mg, He MHXUOMpa  MeTabo/n3Ma Ha
BCLIECTBA MEIUMPAHH OT IUTOXPOM P450).

He ca orkpurn  wmmHumuno smaummm B3aUMOJICHCTBHA MEXIy aHACTPO30a1 |
budochonaru.

He tpa6ea na ce npunara Tamokengen cpBMECTHO ¢ aHACTPO30N, THI KATO MOjKeE Ja
Hamaiy GapMaKOIOTHIHOTO My JeliCTBHe (BX. TouKa 4.3).

4.6. Bpemennocr u KbpMeHe

bpemensoct

Hsma nannu 3a ynorpe6a na aHacTpO30J1 Npu OpemenHu xenu. [pu npoyusanusTa npu
ONHUTHH OKUBOTHH € YCTAHOBEHA pPENPOJAYKTHBHA TOKCHYHOCT (BX. Touka 5.3).
[loTennnanausar puck  3a X0pa € HEH3BECTEH. Ynorpebata Ha 3uH30n €
IIPOTHBONOKA3aHA MPU OPEMEHHU KEeHH.

Kspmene
He e msBecrHo manu aHacTPO30Jl C€ HM3JbYBA B MAaWYUHOTO MIISIKO. VYrnorpebara Ha

3HH30J1 € IPOTUBOIIOKA3aHA IPpU KbPMEILH KEHH.
4.7. E¢extn BHpXy crocobHocTTa 32 mogupane u paéora ¢ MaIMHK

Majiko e BeposiTHO 3uH301 2 OKaxe BIHSHHE BBPXY WIOQHpaHeTO u paboTara C
MallvHU. BbOpeKH TOBA, MO BpeMe Ha JleueHue ¢ aHacTpo30J1 ca HaOMIOJaBaHU aCTeHUS U




CBHJ/IUBOCT, nopagd KOE€TO Te3u IedHoCTH TpH6Ba Aa €€ HU3BBpUIBAT C [IOBHIICHO
BHUMAaHHE,

4.8.Heskenann JIEKAPCTBEHH peakunu

YecTotata Ha HexenanuTe JICKApCTBCHN PEaKUMH Ce Ompefens KaTo: MHOrO YecTH
(21/10), gectu (>1/100 no <1/10), meuectu (>1/1000 no <1/100), peaxu (>1/10000 no
<1/1000), mHoOTO penku (<1/10000) u HeussecTHH (He € BB3MOXKHO 1a 6be omnpeaeneHa
TAXHATA HECTOTA B3 OCHOBA HA HATHYHHMTE JAHHK).

Ha[)VU.IeHI/ISI Ha HEepBHATa CUCTEMA
Yecru: FJ'IaBO6OIIH€, O6I/IKHOBCHO JICKO 10 YMEpEHo HU3pa3CcHoO
Heuectu: COMHOJICHTHOCT, O6I/IKHOBCHO JICKO o YMEPEHO U3pa3eHa

CTOMAaUIHO-YpeBHH HapyIeHus
Yectu: ranene u Auapusi, 00MKHOBEHO JIEKO 10 YMEPEHO U3pa3eHu
Heuecrtn: nosprimane, o6uknoseno nexo J0 YMEPEHO H3pa3eHO

Hapymenus na koxara u nonxoxnaTa TbKaH

Yecrn: u3TbHgBaHE Ha KocaTa U 00pHB, OOHKHOBEHO J1eKO 10 YMEPEHO HU3pa3eHu

MrHoro penku: epurema myntudopme, Cunapom Ha Steven-Johnson H ajlepruyHu
PCaKLUK, BKJI. aHIHOEEM, YPTUKADHS U aHa(uIakcus

Hapymienus na myckynno-ckenernara i CUCTEMA M ChbEAMHUTEIIHATA THKAH

Yectu: craBnu 6osku/ckoBanocT Ha CTaBATE, OOMKHOBEHO JIEKO JI0 YMEPEHO U3pa3eHH
Tvi xato HuBata Ha UUDKYTUPAIIHUsT €CTPOreH Ce MOHWKABAT OT aHACTpO30JI, €
Bb3SMOXHO TO3M JICKAPCTBEH MNpPOAYKT ja IIPCIM3BUKA HaMmalsBaHE Ha KOCTHATA
MHHEpATHA MIBTHOCT, KATO MO TO3X HAYHH TIpH HAKOM OOJHM Na ce MOBHLIM PHCKA OT
dpaxTypu (Bx. Touka 4.4).

Hapymenns na meraGonnsma u xpanenero
Heuectu: anopexcus, o6uxnoseno nexo AO YMEPEHO M3pa3eHa H XMIIEPXOJIECTEPOIIeMuS,
OBMKHOBEHO JIEKO 10 yMepeHo u3pazeHa

Cwpa0BH HapymeHus
MHoro yecTtu: TOPCLM BbJIIHU, 0OHMKHOBEHO JIEKO 110 YMEPEHO U3pa3eHu

OO01M HapyIueHus u e(heKTU Ha MSICTOTO Ha [IPHJIOXKEHHE
Yectu: actenus, oGHKHOBEHO JIEKO IO YMEPEHO U3pa3eHa

Xenaro-GuanapHu HapyieHus
Heuectu: nosninasare na rama-GT u ajkanHara ¢ocdarasza
3a Te3M mpoMeHH He e 10Kazana IPUYIHHHO-CIIEICTBEHA BPb3Ka.

Ha[)VHICHI/Iﬂ Ha BL3NPOU3BOIMTEIIHATA CHUCTEMA U I'bpaaTa
Yecru: CyXoTa Ha BJlarajumeTo, 0OUMKHOBEHO JICKO 10 YMEpEHO H3pa3eHa
Heuecrn: BarvHaJIHO KbEPBEHE, OOUKHOBEHO JICKO 10 YMEPEHO H3pa3eHo




3a BarvHAIHO KBpBEHE ce ¢hobIABA B PeOKH Cilydad, OOMKHOBEHO NP HANMEHTH C
HalpelHAT KapUMHOM Ha I'bpAaTa Mpe3 MBPBHTE HAKOIKO CCIMHUM CJIel NPOMsIHA Ha
JICYCHHETO OT [PHEM Ha XOPMOHAIIHH JIEKAPCTBEHH MPOJYKTH HA TEPAIMS C AHACTPO3OJL.
AKO KbPBEHETO IIEPCHCTHPA € HEOBXOMIMA II0-HATaTBIIHA [PEIEHKA.

B tabnunara no-nony ca OTPa3CHU HEXCJIAHUTE PEAKLIMH, HE3ABUCUMO OT MPHYHHATA 38
TAXHaTa mosBa, ordemszanu npu ATAC IIpOYHYBaHC Ha MMALHEHTH TPETHPaHH ¢
OTIpEIC/ICHa 32 U3C/IEIBAHETO TEPANHUS UK 10 14 HY clie HelHOTO NPCYCTaHOBSBaHeE,

Hexenawa  nexapcrsena
peaxius

aHacTpo30.1
(n=3092)

Tamoxcuden
(n=3094)

Iopeuwn BBIHK

1104 (35,7%)

1264 (40,9%)

CTaBHM  GOJIKHU/CKOBAHOCT
Ha CTaBHUTE

1100 (35,6%)

911 (29,4%)

KOCT

CMmywmenus B | 597 (19,3%) 554 (17,9%)
HAaCTPOCHHUETO

YMopa/actenus 575 (18,6%) 544 (17,6%)
l'anene u moepwinane 393 (12,7%) 384 (12,4%)
®pakrypu 315 (10,2%) 209 (6,8%)
OpakTypy Ha rpnOHadHms | 133 (4,3%) 91 (2,9%)
CTBIIO, OeaApeHaTa KOCT KM

KUTKaTa/ppakrypa Ha

Kynei

Kurka/ppaktypa na Kyneit | 67 (2,2%) 50 (1,6%)
OpaxTypu Ha rpsOHaunms | 43 ( 1,4%) 22 (0,7%)
CTBIO

Opaktypu Ha Oeapenara | 28 (0,9%) 26 (0,8%)

Karapaxtu

182 (5,9%)

213 (6,9%)

Barunanuo knpsene

167 (5,4%)

317 (10,2%)

Ucxemuuyna GomecT Ha
ChpIIETO

127 (4,1%)

104 (3,4%)

UHIMIEHT Ha abiabokure
BEHO3HM  CBIOBE,  BKIL.
Genonpobua
TpoMboeMboIHs

AHruHa nekropuc 71 (2,3%) 51 (1,6%)
Muoxkapaen undapkr 37 (1,2%) 34 (1,1%)
VYBpexnane Ha | 25 (0,8%) 23 (0,7%)
KOpPOHApHUTE apTepun

Muokapnna ucxemus 22 (0,7%) 14 (0,5%)
Barunanua cexpenus 109 (3,5%) 408 (13,2%)
Tpomboembonuyen 87 (2,8%) 140 (4,5%)
UHUHJICHT

Tpomboembonuuen 48 (1,6%) 74 (2,4%)




Hexenama  nexapcreena aHacTpO30J Tamoxkcuden T
peakuus (n=3092) (n=3094)
Hcxemuunu MO3BUHHE | 62 (2,0%) 88 (2,8%)
HHUMJIEHTH
| Ennomerpuanen KapuuHoM | 4 (0,2%) 13 (0,6%)

IIpu npocnenssane na Gonnure B NpOABIDKeHUE CPEe/IHO Ha 68 Mecena, Guna oT6es3ana
HecToTa Ha ¢pakTypute npu 22 or 1000 IIaLMCHTa TOUIIHO, MIPU TE3U, KOHTO OMIH
TPETHpaHH ¢ aHacTpo3on W mpu 15 ot 1000 [pH  JICKYBaHUTE C TaMOKCH(]EH.
OtGens3anara yectora Ha (pakrypure npu nevenue c aHacTpo30J1 OHJIa CXO[HA ¢ Ta3H
TpH OCTMEHONAY3aTHH XKEHU OT ChIUATA BB3PACTOBA rpyna. He e ycranosero mokoiko
deCTOTaTa Ha (paKTYpuTe M OCTEONOpo3aTa OTOEIN3AHK npu ATAC npoyusaneto
BIUTIOYBAINO NMAUMEHTH JIEKYBAaHU ¢ aHACTPO30J, MMa OTHOIUCHHE KBM MNPOTEKTHBHMUSA
ebexT Ha Tamokcuden, cnenupuIHus eeKT Ha AHACTPO3ON UK U KbM JIBaTA.

[Ipu nmanmenTtd nexysanm ¢ aHaCTpO30JI OMNla OTYETEHA 4YecTOTa Ha OCTEOIOpo3aTa OT
10,5%, a ipu te3u TPETHPaHHU ¢ TaMoKkcupen 7.3%.

4.9. Ilpexosnupane

KJ'II/IHI/I‘{HI/ITG JaHHH 3a peno3upaxe ca OI'PaHHYEHH.
HpI/I [Ipoy4YBaHUusgTa P OIIMTHHU >KHUBOTHHU € YCTAaHOBEHA HHCKAa OCTpa TOKCHYHOCT Ha
aHacCTpO301.

Hposenenn ca pasmuunn kiMHHYHK IPOYHBaHUsL, TIPH KOUTO Ca M3IOJI3BAHU pa3IHYHHU
AO3H aHacTpO30J1, 10 60 Mg IpUeTH eMHOKPATHO IpH 31paBH JOOPOBOILY MBXe u 10 10
Mg AHEBHA 11033 NPHJIOKEHA MPH MOCTMEHONAY3ATHH KCHH ¢ HalpeHan KapuuHOM Ha
rbpaTa. buia oTyerena mo6pa NOHOCHMOCT KbM Tezm nosu. He e ycraHoeena
CAHOKpATHA 11033 aHACTPO30.1, KOSITO 1A IIpeIH3BHKA 3acTpaluaBaily XKUBOTA [IPOSBH.

Hsma CHeHI/I(bI/I‘ICH AHTUIOOT H JI€YEHUETO TpSI6Ba na 0B1e CUMIITOMATH4YHO

Ipu nevenue na npenosupane, TpsA0Ba 1a ce 06ChIN BL3MOXKHOCTTA 32 MONTbIIANE Ha
HSIKOJIKO JICKAPCTBEHH ITPOAYKTA.

AbGcopbuusra Ha JICKapCTBEHUS IPOAYKT MOXKeE JIa Ce TIPEOTBPATH ChC CTOMALIHA
[IPOMHBKA IIOCJIEABAHA OT IPUEM HA aKTHBEH BbIIICH (abcopOeHT) Ml caMOCTOSTETHO
MPUTIOKEHNE HA AKTUBEH BELIJIEH,

HMuanuzara moxe na 6bne or [ONI3a, THH KaTO aHACTPO30J He ce CBBpP3Ba B rojaMma
CTCTICH C IUIA3MEHHUTE MPOTEUHH. Y MECTHO € TIpHIarade Ha OOIK OB PKAIIH MEpKH U
1ECTO CICCHE HA )KU3HEHNUTE (DYHKLHH W BHUMATETHO HaOJIIOJIEHHE HA ITallHeHTa.



5. DPAPMAKOJIOTMYHU CBOMCTBA

3.1. ®apmMakoAMHAMUYHE CBOlCTBA

DapmakoTepaneBTHYHA rpyna; eH3UMHH uHxuduTopu, ATC koxm: LO2B GO3

AH2CTPO30JT € MOIIEH H BUCOKO CEIeKTHREH HECTEPOHUEH apoMaraseH UHXHOuTOp. Ilpn
TMOCTMEHONAY3A/IHH JKCHH, eCTPajHoIbT ce obpasysa IOBPBUYHO OT MPEBPBIIAHETO
AHIPOCTEHEIHOH B €CTPOH MIOCPEICTBOM apOMaTas3eH CH3MMEH KOMILIEKC B nepudepHuTe
TbKaHH. CIIe[BAIIUAT €Tan € MPeBPbIIAHETO Ha €CTporeHa B ectpaaunoi. Hamantssanero
Ha HHBaTa Ha eCTPal1o/Ia B LIMPKYJIaHATA UMa GIarONpHsATeH e(heKT NpH xeHH ¢ pak Ha
rbpuara.

IIpn wm3nomsBane Ha BHCOKOUYBCTBHTENEH aHAN3 e YCTaHOBCHO, Y€ NPHUJIAraHeTo Ha
aHacTpo301 B 1033 1 mg NpH TOCTMEHONAY3ANHH JKeHH, BOJM 10 MOTHCKAHE Ha
€CTpananoJia B roseue ot §0%.

AHaCTpO3OH HE IIpHUTE)KaBna IPpOreCToreHHa, AHIOPOrCcHHA UJIU €CTPOr¢HHa aKTUBHOCT.

JlHeBHM 1034 amacTpozonm go 10 mg HAMAaT e(peKT BBPXY KOPTH30JOBATA HIIH
AIIOCTEPOHOBATA CEKPELUA, H3MEPEHH Npeny Wi cien crannapraute ACTH TecTose.
1o Ta3u nmpuunHa, He ce Hanara AOMBIHUTENCH NpUEM Ha KOPTHKOUIH.

Ilomomno cpeacTBO Npu pak Ha rbpiATA B paHeH cTajiuii

Ilpn romsamo ¢asa I mpoyusane, NPOBEICHO TpHU 9366 NOCTMEHONMAY3AJHH JKEHU C
orepabuieH KapLUMHOM Ha Tbpiata, JICKYBaHU B NPONBIDKEHHE Ha 5 TOMUHU, OHIIO
YCTaHOBCHO  CTATHCTHYECKH 3HAYMMO IPEBB3XOACTBO HA aHaCTPO30JI  CIIPSMO
TAMOKCH(EH M0 OTHOLICHHE Ha MPEKUBIEMOCTTA OpU OTCbCTBUE Ha OOJECTHO
CbCTOsHHE. [l0 OTHOIIEHHE HAa TO3M MoOKasaten, B rpynara ¢ HO3UTHBHHA XOPMOHAJIHH
PELENTOPH, OHIM yCTAHOBEHH [O-I0OPH Pe3yJITaTH OT IIPUJIaraHeTO Ha aHaCTPO30Jl B
CPaBHCHHUE C JICYCHMETO ¢ TaMOKcHeH. [lo oTHOWeRMe Ha nepuona ot BpeMe JI0 MmosiBa
Ha pelunuB OUJ1 OTYETEeH [0-100Bp eeKT OT TEpalust ¢ aHACTPO30J1 B CPABHEHHE C Ta3H
¢ Tamokcuben. [pn noxasanute 3a npoexkaane Ha NOKOGHO JleyeHHe cayuau (ITT) u
KOHTHHICHTA C MNO3WTUBHH XOPMOHAIHM PELENTOpPH, NOPH OHIa OTYETEHA [10-roJsAMa
basjlika B CPaBHCHUE C MNPEKHUBAEMOCTTA [PU OTCHCTBHEC HA GOJECTHO CHCTOSHHE.
Cratucruyecku 6wt nokasan N0-100Bp epeKT OT NEYEHHETO ¢ aHACTPO30J B CpaBHEHHE
C TAMOKCH(EH 110 OTHOLICHHE HA ITEPHO/A 10 TOABA Ha KbCEeH peuuauB. CTaTHCTHYECKH
Ouna oTdyeTeHa I0-HHCKA 4YeCTOTA Ha KapiMHOM Ha Jpyrata I'bpla IIpH IPOBEIEHO
JICHCHHC C aHACTPO30JI B CPAaBHEHHE C TeparHs ¢ TamokcudeH. ITo oTHOmEHMe Ha o6maTa
PEKMBACMOCT, MPOBEMIAHETO Ha JICICHHE C AHACTPO30N B HPONBIDKEHHE HA 5 FOIHHH &
Hali-MaJKO TONKOBA e(PEKTHBHO, KOJKOTO H TepanuATa ¢ TaMokcudeH. Bonpeku ToBa,
TIopajin HUCKaTa CMBPTHOCT, € HEOOXOAMMO IOIBIHUTENHO MPOCIEISBaHE ¢ ONIEH [0~
MPCUU3HA NPCLUCHKA Ha NBJIFOCPOYHATA IIPEKMBIEMOCT NPH JICUECHHE C aHacTpo30J1
CIpAMO Tepamus ¢ Tamokcugen. Ilaumenture, npu ATAC IpoyyYBaHe CBbC CpeaHa
IPOABIDKUTENHOCT HAa MPOCIEAsIBaHETO OT 68 Meceua, He ca OMIM POC/ICIEHH




AOCTATBYHO ABITQ CJIe] NETrOAUIIEH IIepUoa Ha JICYEHHUE 3a CpaBHsBAaHE Ha e(l)eI(TI/ITe Ha
AHOCTPO30J U TaMOKCI/I(I)CH Ipe3 MOoCT-TCPareBTUYHUSA Iepuoa.

Pestome Ha kpatinute ATAC pe3yItaTh: 3aBbPUICH ‘aHalT

JICYCHIE

miaan

KpaeH edekr

Yecrtora

U3 HA S T OAMUICH IIepHUO Ha l

JlexyBanu 6onun

[laumeHTH ¢ NOMONKUTETHU

TYMOPHH XOPMOHAJTHH
penenTopu

aHacTpo30J1 | TAaMOKCH(EH | aHACTPO3071 | TaMOKCH(EH

(N=3125) (N=3116) (N=2618) (N=2598)
[IpexuBsieMmocT npu 575 (18,4) 651 (20,9) 424 (16,2) 497 (19,1)
OTCBHCTBHE Ha OOJIECTHO
CBCTOSHHUE"
Koedunuenr na pucka | 0,87 0,83
JByctpanno 95% CI 0,78 no 0,97 0,73 1o 0,94
P - CTOHHOCT 0,0127 0,0049
Hparocpouna 500 (16,0) 530 (17,0) 370 (14,1) 394 (15,2)
IPEKHUBSIEMOCT MPH
OTCBCTBHE Ha OOJIECTHO
ChCTOSTHUE?
Koepuunent na pucka | 0,94 0,93
JByctpanno 95% CI 0,83 o 1,06 0,80 no 1,07
p - CTOHHOCT 0,2850 0,2838
ITepuon no nossa Ha 402 (12,9) 498 (16,0) 282 (10,8) 370 (14.2)
peuuaus’
Koedunment na pucka | 0,79 0,74
JBycrpanno 95% CI 0,70 no 0,90 0,64 no 0,87
p - CTOHHOCT 0,0005 0,6002
Ilepuon no nosma na | 324 (10,4) 375 (12,0) 226 (8,6) 265 (10,2)
fanedeH peruans’
Koedunumenr ua pucka | 0,86 0,84
JByctpanno 95% CI 0,74 no 0,99 0,70 no 1,00
p - CTOHHOCT 0,0427 0,0559
Passutne Ha mepBuyen | 35 (1,1) 59 (1,9) 26 (1,0) 54 (2,1)
KapluHOM Ha Japyrara
repaa
Koedunuenr na 0,59 0,47

pasauka




Kpaen edekr Yecrora
JlexyBanu GoaHu IMaumentn ¢ nomoxurenHu
TYMOPHH XOPMOHAJIHH
peLenTopH
aHacTpO30J | TAMOKCH()CH | aHACTPO30JT | TAMOKCH(pEH
(N=3125) (N=3116) (N=2618) (N=2598)
JIBycTpanno 95% CI 0,39 no 0,89 0,30 no 0,76
p - CTOHHOCT 0,0131 0,0018
O6wa npexupsemoct® | 411 (13,2) 420 (13,5) 296(11,3) 301 (11,6)
Koedunuenr na pucka | 0,97 0,97
IBycTpanHo 95% CI 0,85 101,12 0,83 no 1,14
p - cToliHOCT 0,7142 0,7339

a [IpexuBsAEMOCT NpU OTCLCTBME HA GONECTHO ChCTOAHME BKIKOUBA BCHUKHM pEeLMIUBHU U Cce onpenens
KaTto ITbpBa rosiBa Ha JIOKAJIEH PELUIMB, PAa3BUTHE HA KAPLUMHOM Ha ApyraTa rbpia, WK JaiedeH peunaus
HJIH CMBPT (TI0 HAKAKBA TPUYKHA).

b JIbArocpouHa NpexuBsEMOCT NPU OTCHLCTBHE HA GONECTHO CHCTORHHUE Ce OMpeens KaTo Mbpea NposBa
Ha OTAANICYEH BbB BPEMETO PELHM/IMUE UK CMBPT (110 HAKAKBA MIPUYHHA).

¢ [lepnoanbT 10 nosieata Ha peuMaMB ce ONpefens Kato MbpBA NOSBa Ha JIOKanHO-pErHOHAIeH Pel/InB,
HOBOTIOABW/I CC KAPUMHOM Ha Apyrata rbpia, AajeveH pelMIMB WIH CMbPT BCJENCTBHE KapLUHHOM Ha
rbpaara.

d HepI/lOZI’bT A0 nosBaTta Ha HaliCHEH peUUIUB Ce OIpezieNis KaTo MbpBa IMOsABa Ha KbCEH peUHuIHUB HUIU
CMBPT BCICACTBUC HA KAPLUMHOM Ha repaara.

e bpoii (%) nounHanu nauneHTy.

HpI/I OIIpCIC/IAHE Ha TEpaneBTHYHATA CTpaTerust, XCHUTC C KapLUHOM Ha repiaara u
JICKapuTe TpH6Ba A4 NPEUCHIT OTHOCUTEIITHUTE ITOJI3H U PUCKOBEC OT JICUCHUETO.

EdukacHocTTa M 6e30macHOCTTa Ha JICYEHHETO OMIM CXOMHH IIPH  €JHOBPEMEHHO
TIPUIIOXNCHNE Ha aHACTPO30Jl U TAMOKCH(ECH M TE3 NpPH TEPalHs camoO ¢ TaMOKCH(EH,
HE3aBUCHMO OT CTaTyCca Ha XOPMOHAIHMTE penenTopu. TOYHHAT MEXaHU3bM BCE OLIE HE
€ H3CHEH. Majko BepOsTHO € TOBa Ja e JBJDKM Ha MOTHCKAHE HA eCTPAajuHoia B TIO-
HHCKA CTENEH OT CTpaHa Ha aHaCTPO301l.

KaTo noMOmmuo CpeicTBO NpH KeHW C paHeH KAPUMHOM HA TbpAATA, JCKYBAHH ©
TaMoKcHeH

IIpu dasa III npoyusane (ABCSG), nposeaeHo npu 2579 nocTMeHopay3alHu KEHH C
PaK Ha rbpJiaTa B PaHEH CTalUH, ¢ [I0O3HTHBHH XOPMOHAIHH PELENTOPH, IPH KOUTO GHIIO
IIPOBE/ICHO OMEPaTHBHO JICYCHHE, ¢ WM Oe3 JbYeTepanus W OpH KOUTO He Ouna
[IPOBC/ICHA XHMHOTEpalusd, IpH MpociaensBaHe oT 24 Mecena, OWIH OTUYETEHHU
CTATUCTHYECKH N0-N00PH Pe3yNTaTh N0 OTHOLICHHE HA NPEXKUBIEMOCTTA IPH OTCHCTBHE
Ha OOJIECTHO CHCTOSHUE IPH JKEHUTE, KOUTO NPEMHUHATM HA JICUEHHE C aHacTpo30/1, Cien




ABCrOMUIICH IIPHEM Ha TaMOKCI/I(l)eH, H3MI0JI3BAH KATO IMOMOIIIHO CPCICTBO, B CpaBHEHUE
€ TC3H, KOMTO NPOABIDKUIIN TEparusiTa ¢ TaMOKCI/I(I)eH.

CTaTHCTHYECKUSAT aHAIU3 Ha pe3y/ITaTHTE [0 OTHOLICHHE Ha Niepruoaa OT BpeMe A0 osiBa
Ha JIOKAJIeH WM [aleyeH pEUMAUB CBUIO Taka MOTBBDXKIABA NpejuMCTBaTa Ha
JICYCHUETO C aHACTPO3071. YlecToTara Ha pasBUTHE KApLUMHOM Ha Jipyrata repua ouia
MHOT'O HHCKa W NpU JBaTa KOHTHHIEHTA MAMEHTH BKJIIOYCHH B npoy4usanero. Obuiara

IIPCIKUBAEMOCT bumna CXOHAa U 3a JABETE rpynu OonHu.

[ Pesrome na KpalHKTe pe3yiTaTy oT npoyysane ABSCSG 8§
Kpaen pesyntar no otuoruenue na Yecrora
edukacHocrra
aHaCTPO30J1 TaMOKcU(peH
(n=1297) (n=1282)
HpexuBsieMOCT Ipy OTCHCTBHE Ha 65 (5,0) 93 (7,3)
60J1eCTHO ChCTOSAHME
Koepumuent na pucka 0,67
AByctpanno 95% CI 0,49 o 0,92
p - CTofiHOCT 0,014
[lepron no mosiBa Ha peruans 36 (2,8) ] 66 (5,1)
Koedunmenr na pucka 0,53
AByctpanno 95% CI 0,35 no 0,79
p - CTOMHOCT 0,002
[lepuox g0 mossa Ha sokanen wunw | 29 (2,2) 51 (4,0)
JQJICYEH PELHINB
Koeduuuenr na pucka 0,55
JByctpanno 95% CI 0,35 10 0,87
P - CTOHHOCT 0,011
ITepuox 1o nosBa Ha naneyen peuuaus 22 (1,7) I 41 (3,2)
KoeguuueHr na pucka 0,52
JAByctpanno 95% CI 0,31 mo 0,88
p - CTOHHOCT 0,015
Paseutne Ha nbpBUueH KapuuHom Ha | 7 (0,5) 15(1,2)
Apyrarta repaa
Koedunuent ua pasmuka 0,46
JBycTpanno 95% CI 0,19 no 1,13
p - CTOMHOCT 0,090
O611a npesKuBIEMOCT 43 (3,3) 1 45 (3,5)
Koepuuuenr na pucka 0,96
JByctpanno 95% CI 0,63 no 1,46
P - CTOHHOCT 0,840

Tesn pesynraru ce NOTBLPKNABAT OT NaHHHTE OT IBe JAPYTH CXOJHH IPOYYBAHHS
(GABG/ARNO 95 u ITA), npu emano orT kouto OpH NAaUHUCHTUTE € MPOBEAECHO




ONEPATUBHO JIEYCHHE M XMMHOTEpanus ¥ OT KOMOHHHpaHHs aHamus Ha ABCSG 8 n
GABG/ARNO 95.

IIpoduabT Ha aracTposon mo oTHowenHe Ha Ge30maCHOCTTA IIPH TE3H NPOYYBAHUS, HE
CC pasiudaBall OT NOKa3aHHs NPOQHI Ha GE30MacHOCT Ipu [IOCTMEHONAY3alTHU KEHH C
PaK Ha Tbpara B paHEH CTaMH C MO3HTHBHU XOPMOHAIHH PELENTOPH

5.2. ®apmakoxkuHeTHYHH CBOicTBa

(DapMaKOKI/IHeTI/IKaTa Ha aHacTpo30J [IpH  [IOCTMCHONAY3aJIHH XEHHU HE 3aBHCH OT
Bb3pacTTa.

(DapMaKOKI/IHeTI/IKaTa Ha JICKapCTBEHU S OPOAYKT HE € Mpoy4BaHa npy acna.

AbcopbOums
AHacTpo3orn ce pezopbupa OBP30 U MaKCUMAaJTHH I1JIa3MEeHH KOHLIEHTPAIIUH CE€ JOCTHTaT

IO 2 4aca cie/l IpHeMa Ha JIeKapCTBEHHUS IPOAYKT (IIpH MIPUEM Ha TJIALHO).

IlpueMBT Ha Xpama neko 3aGass abcopbuusTa, HO He M HeifHaTa cremeH. MaJkuTe
[IpOMEHH B CTCMEHTa Ha abcopOuusi He BOAAT A0 KIMHUYHO 3HAYMM edexr 1o
OTHOLUCHHE HA CTAOMJIHMTE IUIA3MEHH KOHUEHTPALMM NpH [pHIATaHe HA €IHOKPATHH
AHEBHM 1034 0T 1 mg. Oxono 90 1o 95% ot cTabHIHUTE IUIa3MenH KOHILIEHTpallHl Ha
aHacTpO30JI ce oCTUraT cien 7 nuu. Hama nokasarencrsa 3a BpeMe- u 1030-3aBHCHMOCT
3a (h)apMaKOKHHCTHYHHTE MapaMeTpu Ha aHacTpo30/1.

Pasnpenenenue
AHacTpo3oi1 ce cBbp3Ba camo B 40% ¢ miasMeHnTe NPOTEUHH.

buotpanchopmanus

AHacTpo301 ce MeTaboNU3Mpa EKCTEH3MBHO IpU MOCTMEHANAY3aTHU JKEHH, KATO II0-
Manko ot 10% ot no3aTa ce u3Ib4Ba upe3 ypunaTa B HENpOMEHeH BUA. MeTaGoau3MbT
Ha aHaCTpo30T C€ OCBIIECTBIBA MOCPEACTBOM JCATKUIMpAHE, XMAPOKCWIMpaHE H
TOKYpOHU3anus. MetabonuTuTe ce H3TBYBAT NPEeIuMHO 4ype3 ypuHarta. Tpuason,
TJIABHUAT METAbOMMT B IJIa3MaTa U ypHHATa, He HHXHOHpa apomMarasara.

Enumunanms
AHACTpO30J1 ce H3ThYBA 0aBHO, C MOJTYXKMBOT HA eTUMHHALIMATA OT [L1a3MAaTa Mexay 40

u 50 gaca.

KnupbHehT Ha amacTpozon cien [EpOpalICH NpHEeM, MPHIIOKEH NPUH JOOPOBONLIH ChC
crabuiHa 4epHoApoOHA uMposa win O6BOpevHO yBpexnaHe, € B YCTAaHOBEHHUTE MpH
3ApaBy JOOPOBOILH MPAHULIH.

3.3. lpeAkNIMHUYHM JaHHY 32 Ge3omacHocT

HpI/I IpOYYBAaHUA TIPH OMNUTHU >XHBOTHH II0 OTHOLIEHUE Ha TOKCHUYHOCT BBHB BPB3Ka C
(bapMaKOI[I/IHaMI/IUIHI/ITe e(beKTI/I, ouio YCTAaHOBCHO, Y€ TakKaBa ce OTKpHBa CaMO IIpH
IIpunaraie Ha BUCOKH JI03M.




IIpu npoBeneHu MpoydYBaHUS [0 OTHOILIEHHE Ha PENPOAYKTHBHOCTTA, OHIIH OTOENsI3aHH
CTpaHM4HM e(ekTn (HamaneH OpoH Ha GPeMEHHOCTH ¢ KH3HEHOCIOCOGEH 0O H
obparum unbpeprmmnTet). Tesu edextn ca CBBP3aHU C (apMakoNOrHYHus e(eKT Ha
BEWIECTBOTO. ['paHHIaTa MO OTHOIIEHHE HA GE30NACHOCTTA € JOCTATHUHA B CpaBHEHHE C
TEPANEBTHYHNTE I03H H3MOJI3BAHM NIPH XOPA.

He ca na6monasanu tepatorennu edextn IIpY TUTBXOBE U 3aMIH.

HpquBaHI/IX Ha aHacTpPO30JI 3a T€HETUYHA TOKCHUYHOCT MOKa3BaT, Y€ TOH He € HUTO
MYTareHeH, HUTO KJIaCTOI'CHEH.

Ilpy npoy4sane mo OTHOWIEHHE Ha KAPLHHOrEHHOCTTA, IpH IIBXOBE, IPH KOUTO €
Hamuue 100 nbTH OT TepaneBTHYHATA 1033 HPH XOpa EKCTIO3UIMS, OHa yCTaHOBEHa Mo-
ronaMa HecToTa Ha 3JI0Ka4eCTBEHUTE 3a00/4BaHHs Ha YepHUA Apob, MOJMIHTE Ha
MaTKaTa M aleHOMHTE HA MIMTOBMAHATA JJie3a. [IpeneHeHo e, Ye Te3u MPOMeHH He ca
KIHHUYHO 3HAYUMH,

Ilpu ABYromuIiHO mHpoyvBaHe NpH MHIIKH Ouia YCTAHOBEHA IIOSBA Ha OBApPHAIHHU
A00pOKAYECTBEHH TYMOPH U NPOMSIHA B YeCTOTATA Ha TUMGPOPETUKYIAPHUTE HEOILIA3MHU
(I10-MaJNKO XMCTOLUTHH CAPKOMH TIPH IKCHCKHUTE XHBOTHH U [10BEYE CMBPTHH Cllyvan
BCnencTeue mumpomure). Tesu mpoMeHu ca npeneHeHn KaTto crield(pUYHA 32 MEIIKATE
ebeKTu Ha apoMaTa3HaTa MHXUOULIMS U 6e3 KITMHHYHO 3HAYEHHE 3a xoparta.

6. PAPMALIEBTUYHU JAHHU
6.1. CnuCHbK HA MOMOIHMTE BeleCTBA

CopueBnna Ha TabeTKaTa;

JlaxTo3a MOHOXHApAT

Harpues numecten riukonar (tum A)
IMosBunon (K31) (E1201)

Marnesunes creapar (E572)

CbCTaB Ha HOKPUTHETO:
Maxporoun 400
Xunpomerosa (E464)
Turanos quokenn (E171)

6.2. HecbBMecTHMOCTH
Henpunoxumo
6.3. Cpok Ha rognocr

30 mecena



6.4. Cnenmaiu yc/10Busl Ha chXpaHeHHe.

To3u sekapcTBeH NPOIYKT He U3KUCKBA CTICUMANHHA YCIOBHS Ha CbXpaHEHHE.
6.5. launu 3a onakoBKaTa
Kapronenu xytuu ¢ PVC/PE/PVDC/AL 6mucrepu no 10, 14, 20, 28, 30, 50, 56, 60, 84,
90, 98, 100 umu 300 Tabnetkn u GiucTepH 3a GONHUYHA ynorpeba PVC/PE/PVDC/AL
o 28, 50, 84, 98, 300 u 500 tabueTky.
BB3MoXHO € 1a He ce mpeanaraT BCHYKH rONeMUHH Ha ONaKOBKATA.
6.6. CieunajH| NpeNa3sHH MEPKH IPH H3XBBPJISIHE U pabora
Hsma cenuainyu u3MCKBaHUsL.
. 7. IPUTEXATEJ HA PA3PEINEHUETO 3A YIIOTPEBA
G. L. Pharma GmbH
Schlossplatz 1

8502 Lannach
ABcTpus

8. HOMEP HA PA3PELIIEHUETO 3A YIIOTPEBA
20080195

9. IATA HA ITbPBOTO PA3PEIIABAHE 3A YIIOTPEBA HA
JEKAPCTBEHUS NNPOAYKT

06.10.2008

10. IATA HA AKTYAJIU3UPAHE HA TEKCTA

Anyapu /2010




