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1. MME HA JIEKAPCTBEHHMSI NPOAYKT | N3MLAHNTERHA ATEHLINA N0 JIEKAPCTBATA
Kpamxa xapaKmepucinuKa Ha npogyxma - - Rpuaowehue |

Jletpokon 2,5 mg dunmupany TabaeTku /?/f 24 f?d’

Letrocon 2’5 mg film-coated tablets KbM PB2. NP cocvillvriaressnsnarnoaensnsnarrsararsnsarsroannes rreressaners

26/ FHT [7/- oA
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2. KAYUECTBEH W KOJHYECTBEH CbCTAB 1910 A
| Ogobpesus Ne ...
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AKTHBHO BELLECTBO; NeTpo30A (letrozole.)
Beaka dunmMupana TabneTka chaspka 2.5 mg netposon fletrazole).

[TOMOUIHO BEUIECTBO € U3BECTHO AEHCTBHE
Beska (hunmupada TabneTka cbabpka 85 mg 1aKkT03a MOHOXHAPAT,

32 NBLJIHHA CAHMCEK HA NOMOLUHKWTE BELWMECTRA RHXKTC TOYKA 6.1.

3. JEKAPCTBEHA ®OPMA

dunamupana Tabserka.
TBHMHO KBATH, KPBETH, ¢nabo ABOHHOM3NBKHANY GHAMUPaHH TADNETKH CHC CKOCEHH KpauLla.
rpaBipaHH ¢ ,,5” ot eaHata ¢rpana u ,H™ oT apyrara.

4. KINHUYHHU JAHHHU

4.1 TepaneRTHYHH NOKA3aANHTA

- ANOBAHTHO JEYCHME 1IpM MEHW B MNOCTMEHONay3a ¢ MNO3WTHBCH 13a XOpMOHAIHH
peLIenTOpH HHBA3HBEH PAK HA IbPAATa B paHeH CTaanH.

- PasmpeHo aa0BanTHO JIEHEHHE Ha XOPMOHANHOZABHCHM WHRBA3ZHBCH DAK Ha kpaarta
NPH KEHW B MOCTMEHONAy3a, KOWUTO ca O Ha CTaHAAPTHOTO aXKBAHTHO JCHCHWC €
TaMOKCH(EeH B NPOIBLIMKCHHC Ha NET FOSHHA.

- [TbpBa NHMHWA HA JIEUEHWE MPH KEHK B MOCTMCHYNAY3A ¢ XOPMOHATHO3ABUCHUM pak Ha
rbplaTa B HANpeaHan CTaauh.

- Jleuenue Ha pak Ha rbppaaTa B HAMPEAHAN CTaaWH C/ieid PCUMAHB WIW TIPOrpecHs Ha
3aD0NMBAHETO NPH XKEHW C €CTECTBEH WM WU3KYCTBEHO WMHAYLMPaH NMOCTMCHONAY3ANCH
eHAOKPHHEH CTATYC, KOWUTO TIPEAM TOBA €A OMIIM NIEKYBAHH € AHTHECTPOrCHYU.

- HeoantoBaHTHO JIEUEHHE TIPH KEHU B NOCTMEHONAY3a € MNO3MTHBEH 3a XOPMOHANHHU
peuentopy, HER-2 ueratupen pak Ha rbpaarta, NpH KOWTO XWMHOTCPAMMATA he €
MNOAXOAALLA ¥ JIMNCBAT NOKA3AHMR 3a He320aBHO OMEPATHBHO JICHCHUC,

He e yetanosena euKkacHOCT NPH NAUHEHTH € HETATHREH 32 XOPMOHAJIHK PELCITOPK paK Ha
rbpaaTa.

4.2 Jlo3upoBKa H HA%WH HA NPHI0KEHHE

Jo3npoBrKa

Buapacnmu u nayuenmy 6 CMApYeckd 6b3pacn
[penopruntentaTa NO3a NETPOION € 2,5 M €ANH MBT AHCBHO. [{e ce nanara ke
N034Ta [IPH MALUMEHTH B CTAPHECKA BH3PAcT. L

pUTHpanc 1a




[Tpn aaroBanTHATA MM Pa3IIMPEHA A/OBAHTHA TCPAIIWA. JEYEHUETO C JIETPO3O) TpRORa /1A
NPOABIANKH 5 FOAMHU WK J10 HACTBIIBAHE HA PEUMAMB HA TYMOPA.

[lpu aawBaHTHA TepanuA. CEKRCHTHATA TCpANCBTHHHA CXema (NeTpo3oa 2 roinHM,
nocieaBal OT TAMOKCH(EH 3 IrOANHK) ChLLO MOXKE 1a ce UMa NpeBuil (8. Touku 4.4 1 5.1).

[1pn HeoaaOBaHTHA Tepanua, JIEYEHHETO C AETPO30/ OM MO0 Aa npoakixn 4 10 8 Mecela.
3a A3 €€ MOCTUIHE ONTHMAlNHA TYMOPHA peayKuus., AKO HC C€ NOCTHIHE A0CTaTh4HO
TepaneBTHYHO MNOB/IMABAHE, JIEUEHHETC C NETPo30a TpsOBAa A3 ce NPEYCTAHOBU M aa Ce
MNaHKpa onepaTUBHO NIEYEHUE W/ UMM Ja ce ODCHAAT C NALUMEHTA JIPYTU BAPHAHTH 34 JICHEHHE.

Heouampuuna nonyaatius

JletpokoH He c¢¢ npenopwuBa 3a ynorpeda npu acua W wonowu, beszonachoctTa M
e)HKACHOCTTA Ha NISTPO30A MPH JIeLA H IOHOWHK HA BBL3PACT A0 |7 rofMHN HE Ca YCTAHOBCHM,
Hanwnue ca orpaHMyeHd AaHHK M HE MOraT Aa ObaarT AaaeHu 1IPEnopbKU 3a A03MpoRKaTa.

bwopeuno yepeaoaune

He ce wanara kopurupade Ha ao3ata da  JleTpokow npy  naudedtu ¢ Ondpeuna
HEAOCTATBYHOCT ¢ KPeaTUHHHOBR KNWpbHE =10 ml/min, Hama joctathbuno AaHHH Npy cnyyau
Ha 6BOPEYHa HEAOCTATBLYHOCT € KpeaTHHHHOB KAHPHLHC N0 EO mi/min (B, Toukun 4.4 v 5.2).

Yepnodpohmo vepesoane

He ce nanara kopurvpaHe Ha fao3zata Ha JIETpOKOH NpW NAUMCHTH € JIgKa 10 yMepeHa
6uOpeuna nepoctatbunocet (Knac A win B no Child-Pugh). Hama goctarbuno saniim 3a
NALMEHTH C TEXKKO 4YepHOApOoOHO yspexaane. [Ipy nmaLMeHTUTE ¢ TEXKO vepHOAPOOHO

yepexaarde (Knac C no Child-Pugh) e HeoOxoanmo BHUMaTenHo npocieaseaHe (BXK. TOUKH
4.4 n 5.2).

HayuH Ha npuaoxeHHe
NetpokoH TpaGra na ce NpHUeMa NEepopanio B MOKE Aa CE IPUEMa CbC WK DE3 XpaHa.

4.3 IlpoTHBONOKa3aHNA

- CBPBbXUYYBCTBUTETHOCT KbM aKTUBRHOTO BEIIECTRO MW HAKOC OT MOMOILHHTE BEHIECTRA.
n30poeHn B Touka 6.1,

- Tlpeamenonay3aneH €HAOKPHHEH CTATYC.

- bpemeHHocT (BxK. TOUKa 4.6).

- Kbpmene (B, Touka 4.6).

4.4 CrneuuaniHy NpeayNPEeKIeHHN H NPEANAa3HH MCPKH NPH YNoTHeda

MeHonay3alieH cTaTye

IpH NauMeHTH ¢ HEACEH MEHONay3aneH CTaTyc, HUBaTa Ha AYTEHHU3Mpalms xopmon (LH),
donuKynocTUMyanpaluns xopmod (FSH) w/mwau nusata na ectpaamon Tpadpa na Onjar
W3CAEABAHH NpeaW 3arnouBaHe Ha aeueHWe c neTpozon. (CamMo KeHu ¢ NOCTMEHOMay3anch
EHAOKPHHEH cTaTyc TpADBA 1a NpUEMAT NETPO30N.

bwOpeuHo yepexnaHe
JleTpo3on He ¢ 6HJ] H3CIeABall IIpH JIOCTATBYEH Gp{m NAMEHTH C KPEATHHHHORB KﬂthHch-
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YepHoapoOHO yBpexaane

[Tpy nNaumenTH ¢ TOKKO uepHoapobHo yepexaane (knac C no Child-Pugh). cucremnara
EKCNO3HUMS W TEPMHHAIHHAT MONYKUBOT €a OMNM NpHUOITHIUTENHO JABOWHO NO-BHCOKH 8
cpasHenue ¢ Tesu npu 3apasu aobpososum. [opaan Tosa Taxupa nanventy Tpadea Ka Hhaat
oA HEMoOCpeaACTBEHO HADAKASHHE (BXK. TOUKA 5.2).

EdexkTH BbpXxy KOCTHTE

JleTpoKkon € MOLLEH MOHWKABALL HHBOTO Ha CCTPOICHUTE NPoayKT. Tlpn weuunte ¢ anamuesa
33 OCTEONOpPo3a WuaW (QpakTypH. WIH NPH KOMTO MMA [OBHLICH PUCK OT OCTEONOpO3a.
KOoCTHATa TILTHOCT TpaGsa da Obac M3che/iBaHa IPe/iv 3a1l04BAHE HA A/WOBAHTHA M
Pa3LLMPEHa alIloBAHTHA TEPAINUA W NPOCACAABAHA NO BPEME HA JICHEHHETO € JACTPO30/1 U €L
toea. [Ipu HeoBxoaumocT, TpaGBa Na ce 3anovHe JICHEHHC WM NPOQUNAKTHKA HA
OCTEONOPO3aTa, KOeTo Aa NO/UIEKH HA BHUMATENHO Npocieaspade. [1py agioBaHTHA Tepalis
MOJKE CBLLO TAKa 43 C€ MMa NMPesiBU/l CCKBEHTHA TEPANSBTUYHA CXeMa (1ETPO30/1 2 ro/IMHM,
nocaeapaH OT TaMOKCHGpEH 3 rofnMHu) B 3aBUCHMOCT OT npoduna Ha 0€30nacHOCT NpH
ChOTBETHHUA NauMenT (Bxk. Touku 4.2, 4.8 u 3.1).

Hpyru npeaynpexaeHus

EHOBpEMEHHOTO MpHOKkeHHE Ha JIEeTPOKOH ¢ TaMOKCH(EH, APYIdH aHTHECTPOreHW HITH
eCTPOreH-ChbAbIKALLM NeKapcTBa TpAGBa na ce W30ArBa, Thit KATO TC3W BEWIECTBA MOFAT 1A
HaMANAT (PAPMAKOIOTUYHOTO ASHCTBHE HA IETPO30N (B, TOUKa 4.5).

JlakTo3a

Tobit kaTo TaAONETKHUTE ChAbPKAT NaKTO3d, JIETPOKOH He Ce 1penopbyea MNpU NAIMCHTH ¢
PEAKN NACIEACTBEHW HAPYUIEHNA KATO ranakTO3HA HEIOHOCHMOCT, TEHhK JIAKTA3CH AeprinT
WK FNOKO30-ranakTo3Ha manabecopdums.

4.5 BzaumopeiicTBre ¢ APYrY NeKapeTBeHH NPOAYKTH H ApYIH popMu HA
B3auMoecTBHE,

MetaBonuamMsT Ha eTPo3on e yacTuudo meauupad ot CYP2A6 u CYP3IA4. Llumernanu,
koiiTo e cnad Hecreundruen nxubutop Ha CYP450 ensumute. He NOBANABA NIAIMCHUTC
KOHUEHTpAUMK Ha JeTpo3od. EdexkTbT Ha MowHK nuxuOuTopu Ha CYP45() ue e uisecTten.

J[0 TO3M MOMEHT HAMA HAWYEH KAMHHUYEH OMMT ¢ MPUAAIAHETO HA NETPO30J1 B KOMOWHALMA C
ECTPOTeHW MM APYTY NPOTHBOPAKOBM CPE/JCTBA, PA3NMYHH OT tamokcupen. TaMmokcHdeH.
APYrH  AHTHECTPOreHW WIH  €CTPOreH-CbAbpXKallM JieKkapcTsa, Morar 1a  HamajaT
papmaxonornuHoTo aeticteue Ha netposon. OcseH TOBA € YCTAHOBEHO, HE €HOBPCMEIHIOTO
NPUAOKEHHE Ha TAMOKCH(IEH C NETPO30] 3HAUNTEIHO HAMANABA MIA3MEHATA KOHLCHTPALHA
HAa NeTpo30n. EAHOBPEMEHHOTO  IPUIICKEHME Ha  NETPO3os ¢ TAMOKCH(IEH,  JIPYIH
AHTUECTPOTEHH H ECTPOIcHU, TpaBaa na ce u3darsa.

In vitro, neTpo3oa uuxuobupa uutoxpom P450 uzoeHinmute ZA6. a chino u 2C19 B ymepena
CTENEH. HO KJIMHHMHATA 3HAYUMOCT e He3BecTHa. [lopaau TaBa € HEODXO/JMMO NMOBUILCHO
BHUMAHHUE MNPHU €LHOBPEMEHHOTO MPHJIATAHE HA NIETPOR0 C ACKAPCTBEHH NPOAYKTH. HHCTO
SNMMHHHUPEHE 3aBUCH NPEIMMHO OT TE3W MIOEHIUMU. H KOUTO HWMAT TECEH TCPAleBTHYCH
MHASKC (Hanp. eHUTOUH, KToNHa0Tpen).

4.6 PepTHANTET, OPEMEHHOCT U KbpMEHE

JKeHH ¢ NepUMEHONAay3aneH CTATYC HIH C ACTEPOAEH NOTEHLLHA

JletpokoH TpsabBa fa ce NPUNara Camo NPU KEeHW C ACHO YCTaHOBRH NOCTMCHOMANANEH




CTATYC MPW 3ano4BaHe HA JICYCHHETO, NPU HEOOXOAMMOCT JicKapaT Tpadsa jga o0ckiu
NIPOBEXKAAHETO HA NOAXOAALLA KOHTPALENIs.

bpeMeHHoct

Ha Gaza Ha onuTa Npu xopa, NMPH KOMTO MMA W30IMPAHH CAYYAW Ha BPOACHU JE(CKTH
(cpacTHanu aabuu, FEHHTAIMH OT CMECEH THIT), JIETPO301 MOXKE [1a NPUYHHU BPOICHMU
MandopmaLmK, KoraTo ¢¢ Npuiara no spemMe Ha 6peMeHHOCT. 11poyuBaHUaATa 11pU HKHBOTHH
OKa3BAT PenpoAYKTHBHA TOKCHUHOCT (BX, TOYKa 5.3).

JIeTpoKOH € NPOTHBOTNOKA3aH 10 BpeMe Ha BpemMeHHOCT (BK. Toukn 4.3 1 5.3).

KepmeHe
He € MRECTHO AaNn NETPO30A ¥ HeroauTe mMeTalonuTv ce exckpeTwpat B kbpMata. He mowe

Ia CE M3KIIKOUH PHCK 38 HOBOPOAEHUTE/KbpMaUETaTa.
JIeTPOKOH ¢ NPOTUBONOKA3aH NPH KbpMEHE (B3K, TouKa 4.3).

DepTHAUTET

PdapMakoIOrMuHOTO ACHCTBUE HA NETPO3ON € Nla HaMa/iaBa NPOH3BOACTROTO HA CCTPOICHH
upes uHXxWOWpaHe Ha apomatasara. [lpn >Ke€HM npean MeHOnaysa. HHXHOUpaHeTo Ha
eCTPOTeHOBHA CHHTE3 BOAH OOpaTHO 10 NMOBHMILIABAHE HA HMBATa HA TrOHANOTPOIIHHHWTC (L.
FSH)Y. NMoemuenwte nuea va FSH oT cBoa CTpana CTUMYAMpaT HONUKyNapHNa pacTex W
MOraT Ja NPeAHM3IBUKAT OBYJlaLHg,

4.7 EdexTu BLpXy cnocobnocTTa 3a wiodpHpane 0 padora ¢ MalluHM

Jletpo3on MOBNMABRa B Manka cTeneH cnocofHocTTa 3a wodrpaHe 1 paboTa ¢ MaLIHHH. Tovi
kaTo npu ynorpefaTta Ha 1eTPO30/ ca HabMoaaBaHKW yMopa M 3amMaftHOCT. W HEHECTO CE
CHOBLIABA 33 CHHMBOCT, C€ MPENOPbLYBA NOBUILIEHO BHUMaHUE NpH wiopupane uiu padota ¢
MALLWHH.

4,8 Hexenany J1eKAPCTBEHH PEAKIHH
O6obwenue Ha npodrna Ha GezonacHocT

UeCTOTHTE HA HEWENAHUTE PEAKItMK 1PH JIETPO30I ¢a GazHpaHH NPeaumMHo Ha J1aHny ot
K/AMHUYHH H3MTHTBAHHA,

[puGan3uTesHO NpH eaHa TPeTa OT NAUMEHTHTE, JICKYBaHW C NI€TPO30] NpH HaaUdHH
meTactaiv M npuoananTenHo npu §0% OT nauMeHTHUTE Ha aOBAHTHA TEPANMA. KAKTO W NpPH
Te3 Ha pa3lMpeHa  AJIOBAHTHA Tepanus, <€ HaDIloJaBaT HEKENAHH  Peakuwun,
BOMWMHCTBOTO OT HEXKENAHUTE PEAKLIMK Bb3HWMKBAT NPE3 NbPBUTC HAKOJIKO CEAMHUH Ha
ACUCHUETO.

Hali-uecTo ¢hOOIIABAHUTE HEXKENAHW PEAKUHM MO BPEME Ha KIHHWYHHTE W3NWUTBAHWA Ca
FOpeLUH BhIHH, XHIEPXONECTEPONEMHUS, aPTPAIrHa, YMOPa, NOBHUICHO NOTEHE H aIeHE,

BaxHd NONBLJIHUTEHU HEXKENaHH DPEAKIMH, KOUTO MOrar ja Bb3HAKHAT MMPpH NCUEHUE C
NETPO30/ €a; CKENETHO-CBBbP3aHU CHOUTHS KaTO OCTCONOposa W/ MKW KOCTHH pakTypH H
CHPAEYHO-CH/IORU CHOUTHA (BK/IHOYHTEIIHO MO3BHYHO-CH/10BH H TPOMBOCMBOIHUIHK CHLOHTHA).
UecTOTAaTa HA TE3M HEKENAHW peakumu e onucana B Tadbanua 1.

TaGnuuHo nNpeacTapiHe HAa HEXKEAAHH PEAKIIMK
UeeTOTUTE HA HEXESTAHNTE PEAKLIMU TTPH IETPO30n ¢a Ha3MPaHH IIPC/IMMHO §
KAHHKHYHH H3NUTBAHUA.




Chengawunre HexKenamn jiekapcTBeHW peakuvu, uibpoenu B Tabamua 1. ca cboblueuu no

BpEMC HA KNHHHYHUTE NpPovH

Tatbanua 1.

BAHHA U NOCTMAPKCTHHTORHUE ONHT ¢ JAETPO30.

Hexenanute peakumy ca knacumuupaHH B 3aBUCHMOCT OT 4eCTOTaTa. KaTo Ce 3anoupa or
HAW-YECTHTE, CbINIACHO CNIE/IHATA KOHBEHIMI: MHOro yecTu >10%. uvectn >1% a0 <10%.
HeuecTH 20,1% o <1%, peaku >0,01% a0 <0,1%, MHoro peakn <0.01%. ¢ HeusrecTHa
H4ECTOTA (OT HANHUHUTE AaHrK He MOXe na Obae nanpasena oueHka).

["themljm H nudectanumn

—_ - - - — . ——————— e —— [

Heuwectu Mudekung Ha nﬂmiiﬁm'e MhTHINA B )
Heonnaimu - ao0pokauectsentd, 3O0KAYECTBEHN W HEONPENCIENH (BKJIMHTENHO KHCTH W
MOJHIIH)

HeuecTw Tymopha Sonka! i N

Hapymenns Ha KpbBTa H JAMGHATA CHCTEMA

HeyecTu

Jlerkoneduna

HapyweHHA HA HMYHHATA CHCTEMA

C HeH3BeCTHA YeCTOoTA

AHauraKTUUHA peakuus

Hapymenna Ha meTabo/1H3IMA H XpAHEHETO

Muoro sect XHNEPXONECTEPONCMHUA B B B ) |
YecTH AHOPEKCHA, NOBULUIEH angTHT B B

Jlcuxnunn cmymenns | -
Hectn Henpecus _ o - _
HeuecTu | TPeBOMKHOCT (BKNOUUTEAHO HEPRHOCT), Pa3APAIHUTENHOCY

HapyuienHa Ha HepBHATA CHCTEMA

————— e ——— e Tm——— [P

UecTH

—— - —_  —— e ——— m—————

[ napobonue, 3aMasHOCT ]

HeuecTu

ChHnMBOCT, 0€3ChHMC,  HApYLUEHMS  HA  TaMETTA.  AH3CCTCIMA,
BIJIFOUHUTENHO  NApecTe3us. XHNOECTE3MA), HapyUISHHA 1A  BKyCa.

MOBUYHO-CBOBH MHLIWICHTH

Hapymennn Ha ounre

- — ot — T ——— e e e = _— e — e

HeuecTH

KatapakTta, 1pa3HeHe Ha OYHTE, 3aMbLITIEHO 3pEHHE

CupieyHy HApYHIEHHNA

HeuectH

| I—

[lannuTaumn', TaxWUKapaus, HCXEMUUHM ChPACUHO-CHAOBH ChOMTUS
(BKNIOYMTENHO HOBONOABM/IA CC MM BJOWABAILA €€ CTCHOKApAMA,
CTEHOKAp/AHA, W3UCKBALLA ONEPaTHUBHO JICUEHHC, MHOKAPACH WHDAPKT M
| MHOKapaHa HCXEMHS )

Cb108BH HApYUICHNS

MHOIro 4yecT#

——— - LTI T JEp—

- opewy Bbinu

—

TpomBodgnebuT (BKIIOUMTECIHO MNOBLPXHOCTEH M ALIAGOK  BCHO3EH

—_ —_———r——— e —— — — —_— — [ —— —_— -

HYecTH B A UNEPTOHHA
HeuecTu

- TpomBogebuT)
Penkn

benoapobra TpomGoembouna, apTepuaiHa TpomMOn1a, MOIHUHO-CHI0R
UHDAPKT

Pecnuparopus, rpuAnH U M

- ————— A — e ————— _— s —— e —

€MHACTHHAIHH HAPYUIEHHA

Fanewne, aucnencua , 3anex, KopemHa Dosika, AMapHa. NOBpbLLIAHC

HeuecTw JAncnnes, kKawnruua
Cromamno-4peBHH HADYLICHHH

HeetwH

Heuectu

CyxoTa B ycTaTa, CTOMaTHT

XenaroOu/iNapuu napyuien

ni

HeyecTH

[ToBHwenn HUBa HA YepHOAPOOHM EH3UMH | /‘?EHU,QW%"‘-“

C HeuiBeCTHA YeCTOT]

Xenarut

Hapymenns na koxkara v n

DAKOXKHATA ThHKAH

Muoro uectw

¥ BCJIMMERO NOTOOTAEASHE

AmA B
i Wm——::”f




YecTH

—————— . — = =

Anoneuns, OBpHR (BKAIOMUTESHO €PHTEMATO3CH, MEIK}IIOHHIIVHEI[)EH
COPHA3HOPMEH W BEIUKYNAPEH ). CYXd KOKa

HeuecT#

——

Copbex, ypTUKapHa

{C HeM3BECTHA YEeCTOTA

AHIHOEAEM, TOKCHUHA CIIMIEPMAITHA HEKPOJTU3A. epn remMa Mymm:]mpwf:

Hﬂp}’lﬂEIIHH HA MXCH}’JIIIO-CKEJ'IETHRTQ CHCTEMA H CBE,LIHHHTEJ]HJ'IR ThKiH

) ]

MHoOro uecTu

R

Aptpanrus

HecTn

|
Muanrus, 6onka B KOCTHTE | OCTEONOPO3a. PPAKTYPH HA KOCTHTE

Peaxwu

ApTpuUT

Hapywenus na 6u0penute # NHKOYHATE NBTHINA

Hevectn

Tosuinena yectora Ha ypuHupaHe

Hapyuienua Ha Bh3NpoOH3IBOAHTE/THATA CHCTEMA W MhPAATA

YeeTH

Baruuanno kupeexe o

Heqecm

I3arvnaneH cekpeT. Bal MHAIHA cy'mTa 00JIKa B lhpnmp

- i — - e ——————

Oﬁmu HAPYWeEeHHHA H gq:;elcTu HA MACTOTO HA NPHIOKEHHE

Mnom HECTH

YMopa (BKAKOUMTEIHO acTeHHs, 00110 HEPa3NOAOKCHHE)

Hectu [MepudepeH oToK - e
Heuectu ) ["enepanninpaH OTOK.CYNOTA | Ma JINFaBHLINTC, IIHELhLHﬂ

Hiciexsanng L e

YecTH [ToBUWABAHE HA TCrNOTO o

HeweeTw 3aryDa Ha TEro

' HexxenaHu peakumu, ChboOLIABAHH CAMO NPH MALKUEHTH ¢ METACTA3H

HAKOM HexXenaHd peakllvu ce cboOWARaT ¢ NOJYEPTAHO PAIMUHA YCCTOTA NPH ANKOBAHTHA
tepanus. Cheasaiure TadNKUKM OPCAOCTaBAT UHPOPMaUMA 33 CUTHUPHKAHTHUTE Pa3zinku
pH JIETPO30 CAPAMO TAMOKCH(pEH, NPUIAraHH KaTo MOHOTEpalus W NpU NeTPO3MI-
TaMOKCH(EH NPUIAraHHM KaTO CEKBCHTHA TEpanHa:

Tabanua 2. ANIOBAHTHA MOHOTEPANHA C JETPO30J CNPAMO TAMOKCH{pEH, npuiarad
KATO MOHOTEPANNUA — HEWKEIAHH CHLOATHA CBC CHIHUAUKAHTHA pat/IHKa.

a e B ———— -

TdMﬂHCH(I]EH qecTOTA HA
HEeXKEJAHOTO ChiinTHe

- mmme = = ——e o

Jerposzon, uectoTa  na
HEXKeTAHOTO ChHTHE

—_— - e -

eHAOMEeTPHYMa/pak Ha
¢HAOMETPHYMA

- KocThu dpakTypu 10,1% (13,8%) % (10,5%)
OcTteonoposa 3, 1% (S | %) 1 2.7% (2,7%)

| TpomGoemBonuynu cubutHa | 2.1% (2.9%) 6% (4.5%) ]
MuokapaeH nudapkr 1,0% (1.5%) 5% (1.0%) . -
Xnnepﬁna:mn Ha 0,2% (0,4%0) 2.3% (2,9%)

CIMPAHE HA ACYEHUETO.

paHAOMK3aAllHWATA,

3abenexkka: Menuwada Ha NpPOALHKHTENHOCT Ha JieuchweTo 60 Mecena.
chODLUABAHE HA HEKENAHW peakUWH BKIOYBA nepHoaa Ha ncuchue naoc 30 anu cuen

[IpouenTuTe B ckOOWTE NOKA3BAT YECTOTATd HA CBOWTUATA M0 BCAKO BpPEME ClICH
BKAKOUYUTENHO
MeanaHaTta Ha npocneasBane € 73 mecelia.

[epuoasT 34

fpe3 nepdoaa ciaei NPpUHKIOYBAHC Ha OpOY4YBAHCTO.
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Ta6auna 3. CexksenTHA Tepanus COPAMO JETPO30., NPHIAraH KATO MOHOTepanHa —
HEXeaauu ChOHTHA ¢LC CHTHHPUKANTHA PA3ZINKA.

JleTposzon kato Jerposon Tamoxkcuden - >
MOHOTEpANUA | TaMoOKcuden | aeTposon
Kocthu ppaxtypu 9.9% 7.6% o 106%
MpoandepaTBru 0.7% 3.4%%* . T7Yn%*
HapyLLIEHKA Ha
€HAOMETPHYMA o
Xunepxonecteponemus | 32,5% 44 2%* 40.8%*
["opeLn BbaHU 37,7% 41.7%** 43.9%**
BarnHanHo KbpBEHE 6.3% 9 6%** 12.7%**

*CUrHMPUKAHTHO NO-MATKO NPH NETPO30/1 KATO MOHOTEpanus

**CUrHupHUKAHTHO NOREYES NPH NETPO30I KATO MOHOTEPANNA

3abenekka; MMepnoanT 3a cbobulaBaHe € NO BPEME Ha JICUEHUETO UK 30 THK cield cnupade
Ha JICYEHHETO

Onucanye Ha W30paHKU HEXENAHH PEAKIIHH

Hexcenanu peaxyuu cavbpiany Coe Chprenio

[Mpu agioBanTHA TEPanus, B AOMLJIHCHUE KbM JaHHMTE. peactareHd B Tadanua 2. ce
CHOOLLABAT CAEIAHWUTE HCKENAHH CbOMTHA, CHOTBETHO IPH JETPO30J M TAMOKCH(EeH (npw
MEAMAHA HA MPOABIKHMTENHOCT Ha neueHdeTo 60 mecenia naoc 30 aHK). CrCHOKApIuME.
uancksalla onepatueHo acuenmne (1.0% cupamo 1.0%). cbpacyna HCAOCTATHHHOLT (1.1%
cnpsmo 0.6%); xuneptronus (5.6% cnpamo 5.7%): MOIBLUHO-CHIOB HHLMACHT/TpaHIWTOpPHA
ucxemuura ataka (2.1% cnpamo 1.9%).

[lpy  pajwMpeHa anlOBAaHTHA  TEPanMA, CLOTBETHO NPU  AETPO30N  (MC/1MAHA  HA
NPOABAKHTENHOCT HA NEYEHHETO 5 rOAHHK) W 111auebo (MeAnaHa Ha NPOAB/EKUTEIHOCT Ha
fleueHHeTo 3 roavHu), ce chobIlLARAT: CTEHOKAPAHS, U3McKBalla oncpaTHeHO nedenne (0.8%
cnpamo 0,6%); HOBONOABWA CE WIKM BIOLIABALIA €€ CTEHOKapAWUA (1,4% cnpamo 1,0%):
miokapaeH WHbapkT (1,0% cnpamo 0.7%); TpomOGoemGonuunu cbbutns* (0.9% cnpamo
0,3%): MHCYAT/Tpan3KTOpHa HexeMuuHa ataka™ (1.5% cnpamo 0,8%).

CorOuTHATA, OTOENA3aHU CbC ¥ UMAT CTATHCTUYECKH 3HAYMMA Pa3HMKa B ABETE TEPANEBTHYHU
paMeHa.

Creaemuo-cebp3anu ChOUn
3a JaHHUTC 3a O€30MACHOCT 110 OTHOLEHHE HA KOCTWUTC NPH AAOBAHTHA TCpanus, MO
oTHeceTe ce KbM Tadanna 2.

[Ipu pazwmpeHa a/l0BaHTHA Tepanusa NpH CMrHUGUKAHTHO NOBEYE MALMEHTH. ICKYBAHH C
AeTpo30n, ce HabNtoaaBaT KOCTHH (PPakTypH HAM OCTEONOpoO3a (KOCTHH dpaktypu 10.4% u
ocTeonoposa 12,2%) B cpaBHEHME C NAlMEHTHTE B 11ane6o-paMoTo (CHOTRCTHO 5.8% n
6.4%). MeananaTa Ha NPOBLAKHUTEIHOCT HA AEHEHUETO € 5 FOAMHK € ICTPO3QIL. CNPAMO 3
roAuHK ¢ nnauedo.

CuobuiaBaHe Ha NOA03MPAHM HEWKENAHH PCAKLHH

CvobLaBaHeTo Ha NOJO3UPaHM HEXENaHW peakuuu Cnel paspellaBaHe 13a ynorpeda Ha
NEeKAPCTBEHHA TMPOAYKT € BaXHO. lToBa no3BoNsBa Aa NpOABLIIKH HaONOAEHHETO Ha
CBHOTHOLICHHETO NOA33/PHCK 3a JICKAPCTBEHUA NPOAYKT. (OT MEHIIMHCKHUTC CNEUHANNCTH CC

H3UCKBA /1a COOILABAT BCAKA MOAO3UPAHA HCHKEIAHA PEaKumns Ypc3 Hauugm?gﬂf_;?ﬁg& eMa
38 CbOOLABAHE: AW T 0
U3nbaHWTENHA areHumna 10 J1IeKapcTeara TR S R ,
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4.9 I1pepozupane
Cbobuwasat ce H30MpaHH Cy4an Ha Nnpe/lo3Mpane.

He e wWiBeCTHO cneuudHYHO neueHue npu npegosvpane. Jleuenweto Tpadea na Obae
CHUMITTOMATHYHO H NOAAbPAALLD.

5. DPAPMAKOJOI'MUYHU CBOUCTBA

5.1 ®apmakoaAnHAMHYHN CBOHCTBA

dapmaxorepanesTHyHa rpyna: EHRokpuHHA Tepanus. XOPMOHANHH aHTArOHHUCTH W CPOJIHH
cpenctea: apomaraler uuxuburop, ATC xoa: LU2BG04,

(dapmakogHHAMHYHH edeKTH

ENMMMHUpPAHETO HAa €CTPOreH-MEAMUPAHOTO CTUMYJIMPAHE HA pacTexa € NpeAnocTaBka 3a
NOB/IMABAHE HA TYMOPUTE B CIYUAWTE, KOTraTo pacTexbT HAa TYMOPHATa ThKaH 3aRUCH OT
HAJIMYHETO HA €CTPOreH M C€ Mpunara €HA0xkpHHHa Tepanua. (lpu xkeHH B noCTMEHONayia
ECTPOTEHUTE CC NPOU3BEKAAT OCHOBHO MO ACHCTRMETO HA €HIMMA apomara3a, KOHTO
npeoOpaizysa HanOBOpEUHUTE aHAPOreHH — OCHOBHO AHJAPOCTEHAMOH K TECTOCTEPOH — B
ecTpoH M ecTpaauon., Ce/0BaTeNIHO TMOTHUCKaAHETO Ha OHOCHHTE3aTa Ha CCTporeH B
nepudepHUTe ThKaHW M B €aMaTa TYMOPHATA ThKAH MOXKE Na Obie NOCTHIHATO 4pe3
CrieuHUIHOTO HHXHOUPAHE HA EH3MMA apomaTasa.

JleTposon € HecTepouaeH apomartazeH uHXuOUTOp. TolH MHXKMOUpa cH3IUMaA apomarasa. upes
KOHKYDEHTHO CBbP3BaHe C XeMa Ha apomartazuus nuroxpom P450. koeto BOAM 10
OrpaHUUaBaHEC OUOCHHITE3A HA ECTPOreH BbB BCHYKH ThKAUW, KH/ICTO ¢ HANHUCH.,

[1pu 1apasy eHu B NocTMEHONAY3a, eanuuuna aosa o1 0.1 mg, 0.5 mg. n 2.5 mg netpozon
NOHWXKABA CEPYMHUTE HHUBA HA €CTPOH M €CTPAaaMoNn ¢bhe CboTReTHO 73%-78% wn 78% ot
0azoBHTEe HUBA, MakcHMaJHO NOTUCKaHe ce nocTura Ao 48-78 uaca.

[Mpy nauKeHTH B NOCTMEHONAY3a C paK HA rbpAaTa B HafpeaHan cTaaui. AHesHuTe 103v 0,1
[0 5 Mg HAMATSBAT NM33MEHaTa KOHIICHTPAUMA HA ECTPAAHOJ. ECTPOH M €CTPOH cydar che
75-95% npu BCHYKM JieKyBaHW nauueHTH. C ao3n of 0.5 Mg W NO-BHCOKH, MHOIO OT
CTOMHOCTHTE HA €CTPOH M €eCTpoH cyndar ca Ounyu nNoa rpaHMuUaTa Ha OTKPHBAHE HA
AHATHTHYHHA METO/l, KOETO MOKAa3Ba, Y€ TPH TE3IW A03H CE TOCTHIra NO-BUCOKA CTCNEH HA
NOTHCKaHe Ha ecTporeHa, [TOTHCKAHETO Ha €CTPOreHnTe CE MOANLPIKA MPH BCHYKH NAIMEHTH
10 BPEME HA LEJIHA JieuebeH Kypc.

MuxubupaHeTo Ha apomarasarta OT JICTPO30A € BHCOKO clneunduuno. e ce nabnroaasa.
HAPYIUEHHE HA cTepouaoreHe3ata B HanOmOpeuHuTe wxaesn. He ca yeTaHOBCHH KIHHHYHO
IHAYMMH  M3MEHEHHA B J1a3MEHHTE KOHUEHTpauuu Ha KOpFTuio., atnocrepod. |-
Ae3okcHkopTH3o, 17-xuapokcunporectepod v ACTH wan B akTHMBHOCTTa Ha naa3iMeHus
PeHKH, TIPH NOCTMEHONAY3ANHH NAMEHTKH, fCKYBAHW € AHCBHW 103K NACTPOIOL.OT 0.1 a0
5 mg. ACTH cTuMyNauHOHHHMAT TECT, WIBbPLIEH Clefl 6 H 12 cenvmin 1eye M%M
ao3n or 0,1 mg, 0,25 mg, 0.5 mg, | mg. 2.5 mg, 1 5 mg. HE NOKA3Ba HUKAK) '
NPOW3BEKAAHETO HA ANLOCTEPOH WiK KopTm3oa. ETo awo He ce Hj
FMKKOKOPTHKOKA ¥ MHHEPANTKOPTHKOHL.




He ca ycTaHOREHM u3MeHeHMs B njaiMenarta KOHICHTPALIMA  HA  AH/POICHHTE
(aHAPOCTEHEAMON W TCCTOCTEPOH) NPH 3PABH KCHM R INOCTMCHOTIAY 3a, CAC NPUCMAHC Ha
CAHHUYHH 1o3u neTposon ot 0,1 mg, 0.5 mg n 2.5 mg uam r naa3mMchunTe KOHLIEHTpAUHH Ha
AHAPOCTEHAMOH NPU NALMEHTKHTE B MOCTMEHONAY3A. NEKYBAHM ¢ AHERMM 103M oF 0.1 myg 2o
5 Mg, KOETO 110Ka3B4d, 4e BIIOKHPAHETO Ha BHOCHHTE3a Ha CCTPOreH HE BOJIM A0 KYMYJiHpaHe
Ha aHaporeHHu npekypcopu. Ilaasmennre Husa na LH v FSH ne ce nosnuasar ot nerposon
NpH MALMCHTHTE, HWTO OMBA 3aCerHaTa LUTOBMAHATA (YHKNMS. OllCHEHA 4pe3 TCCT 134
Jaxpautane Ha ThpoTponud (TSH). Tpulionotuponun (T4). w Tupokenn (T3).

AIOBAHTHA Tepanus

lipoyueane BIG 1-98

BIG 198 e wuorouenTposo, aARoitHoCHSNO nNpoyuBane, npu  koeto naa 8 000
NOCTMEHOMNAY3ATHW XKEHH C NOZUTHBEH 38 XOPMOHAIHYW PEUENTOPH PAK Ha I'bp/1aTa B HauaNeH
CTaaMH, CA PAHAOMM3IHPAHH HA €XHO OT CAC/HHTE NIEUCHHA:

A. TAMOKCHCH 3a 5 TOAMHM:

b. nerpozon 3a § roavim;

B. Tamokcuden 3a 2 roannn, a chen ToBa 1eTpo3o 3a 3 roannm:

[". neTpo3on 3a 2 roannu, a cnen ToBa TamokcUdeH 3a 3 FOAMHM.

[luperunata kpaliva touka e npexussemocT He3 3aborspane (DFS): mropuunn kpakinm
TOYKH 33 €PUKACHOCT Ca BpEME 10 NOABA HA Aaneunu metactatu (TDM). NPEKRURACMOCT OC3
naneynun Metactazu (DDFS), ofwa npexupsemoct (OS), npesxussemMocT G¢3 CUCTEMHO
3abonssane (SDFS), nnBazusen konTpanatepancH pak Ha rbpaaTa U BpeMe A0 PEIMIIHB Ha
paKa Ha ropaara.

Hannu 3a ehuxacnocm npu meduana va npocieoasane 26 u 60 veceyu

Hanuure B Tabaupa 4 orvpasasar pesyntatute oT [IbpBUUHHS OCHOBEH ataiM? Ha
npoyusaneto (PCA), Dasvpan na rannnTe OT pamenata Ha MoHOTEpanus (A M b) v or aBete
PamcHa, IpH KOMTO HUMA cMAHA Ha TepanuaTa (B u I'), npu Meamana na npoawbmkHTenHocT Ha
neyeHHeTo 24 Meceua M MeQWaHa Ha npocneassaHe 26 meceua. w npn MeauaHa Ha
NPOOBLIKHTENHOCT Ha JiedeHueTo 32 Meceua M Meanana Ha npocnenseae 60 meceua.

MpoueHTsT na S-roanwHaTa npexusaemoct 6e3 sabonasane e 84% npu setposon m §1.4%
Nnpu TamoKcHben,

Tabnnua 4. Mupsuuen ananns wa npoyusamero: npexussemoct Ge3 3aGo.auBane u
00112 NPEHNBAEMOCT NPH CPEIHO NpocieasBane oT 26 Meceua W CPCAHO NPOCAeNsABANC
ot 60 mecena (ITT nonyaauun).

HupBisten aHAHS ua NPOVYBAHCTO

CpeaHo npoc.icaspane oT 26 mecena | Cpeano npociicassane o1 60 viecena

Jlerpozon Tamoxcuden HR| Jlerpozoa  Tamokcnden
P
[pexunpaeMocT 351 428 0,81 585 664
0e3 3abonasane
(NbpBUYHA KpalHa (0.70, 0.93)
TOUKA) - CLOUTHA
(ﬂe(bHHHLI,}HH no 0,003
npoToKon )
00 166 192 0.86 330
NPEKHBASMOCT
(BTOpUYHA Kpakiua (0.70, 1.06)

10

HR
(95% C1)
P
0.86

(.77, 0.96)




TOYKa)
bpoli cMbpTHH
CJTydau

HR = KoedpuumenT Ha puck; Cl = Jloeepurener uutepran

'Log rank test, cepTHHMKALMA NO HAYWH HA PAHAOMM3AIMA W NpUNAraHe Ha XHMHAOTEpPANUS
{na/ne)

Mpewuesemoct Ge3 alonseane - cLOMTURL NOKOPErUOHANEH PELMAMB. OTAANEYEHH
METACTa3H, HMHBA3HMBCH KOHTpanartepajicH pak Ha rhpjiara. BTOPHUHA (HC Ha [bpaara)
MbPBHYHA HEOIINIA3MA, CMBPT M10PA/IM APYra NPpHuHHa Ge3 NpeliecTrallid HeonNama.

Pesyamamu npu meovana na npocieoiasane 73 mecenya (Cavo pasenania na MONOmepantis)
[fonyuenHuTe npu aHanuza Ha pamesara Ha Monotepanus (MAA) AbBArocpodHu fanHu
OTHOCHO €(UKACHOCTTA Ha JIETPO30Jl KAaTO MOHOTCPAIIMA CMPAMO TamMOKCH(EH KaTo
MOHOTEpanua (MCAHAHA Ha MNPOJABLIKUTEAHOCT HAa a/u0BAHTHATa Tepanus: S5 'OJAMHH), €3
npeactaseqd 8 Tabnnua §,

Ta6nuna 5. Ananms na pamenara Ha monorepanna: [Ipexueaemoct Ge3 3aboaapane H
0011Aa MPEeXKUBAEMOCT IPH MeAHANA Ha npociaeaasade 73 meceua (ITT nonynanus)

Jerpoion Tamoxcuden Koehuunenr na pm:h‘:l P cToiinoct
N=2459 (95% CI) -
[IpexuBsemocT 63 509 565 0,88 (0,78. 0,99) 0.03
3abonaBaHe —
CHOUTHA
(mbpBHYHA) _ | |
Bpeme no nospara 257 298 0.85 (0.72. 1.00) 0.045
Ha fAaflevHu
MeTacTaim
(BTOpHYHA) o _ __ﬁ
Obua 303 343 0.87 (0.75. 1.02) 0.08
NPEKHBAEMOCT
(BTOpHYHA) —
CMBPTHU CliyHan
LleH3ypupat 1 509 543 0,85 (0,75, 0.96)
ananus Ha DFS ]
Llen3ypupaH 1 303 338 0,82 (0.70, 0.96)
anaiu3 Ha OS
'Log rank TecT. cTpaTUOUKALMA NO HAYMH HA PAHIOMU3ALMA U NPUIATAHC HA XMMHOTEPANHA
(yes/no)
Tpexnsaemoct Ges 3a609BaHE - CbOUTHH: NOKOPErUOHANCH PELILAMB, JaNeUHH MCTACTA3H,
WHBA3MBCH KOHTpanaTtepalieH pak Ha Irbpuata, BTOPHYHA (HC HA I'bp/lara) nbpBrHYHa
HeOnaasMa, CMbpT NOpaaH Apyra NpyuyrHa 0e3 npeauecTpalla Heonaa3ma.
*HaGnioneHHs B paMOTO Ha TAMOKCH(IEH, LIEH3YPHUPAHU KaM 1aTaTa Ha CENEKTHBHO
NPeMUHABAHE 1A JIETPO30..
Anaiut na cexgenmunama mepanid (STA)
AHanu3bT 1Ha cekBeHTHaTa Tepanus (STA) ce oTHaca 10 BTOopUs ocloseH Bbnpoc Ha BIG 1-
98, a MMEHHO Nany CEKBEHHPAHOTO NpUAArale Ha TAMOKCU(EH W JICTPO30N NPSFEIROAA]
MOHoTepanusTa. Hama curungmkanTHu pasituky no orHowenue na DES, OS, Fﬁ?ﬁﬁ_ﬁ)ﬂah
Npy cMAHA HA TepanuaTa cnpaMo MoHoTepanuaTa (Tabinua 6). y !ﬁ‘}f«"’ -
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Tadbauua 6. Anajin: Ha CeKBEHTHATA TePANHA 10 OTHOUIEHHC HA UPEKHBHEMOCT el

3a001BaHe NPR NpHAATAHE HA JIETPO30J KATO NBpBO ¢cHADKpPHHHO cpeacTro (STA
nonyJganna ChCe CMAHA HA TEPaANMATA)

N bpoii Koe(puunem (97,5% Cox moaen P- |
CBGHTHHI HA pHCKz AOBepHTENEH CTOHHOCT
HHTEpBA)
Jderpozoa — 1460 160 0,92 (072,117 0.42
Tamokcugen
JleTpasan 1463 | 178

1 _ .
Hepuruung no npotokon, BKAIOYHTENHO BTOPA NLPBHYHA HEONTA3MA, KOATO HE ¢ Ha
bPAATA, CNE/L CMAHATA Ha TepanuAaTa/ che/ ABe roauHa

“l{opnrupaH Hpe3 NMpUIATAHE Ha XUMUOTEpanus

Hama curungukantha pasiauxa no otHotenue Ha DFS, OS, SDFS u DDFS npu uuto camn
o7 STA Ha casoeHuTe cpasHeHHs Ha panjaomusaiara (Tadauua 7).

Tabnuua 7. AHanu3 HA CeKBEHTHATA TEPANHA OT PAHAOMHIAUHATA (STA-R)
OTHOWIEHHE HA NpexkHBAEMOocTTA Oe3 3abosmBane (ITT STA-R nonyaanus)

JleTpozoa — Jerpo3son
Tamokengen
bpoh naunenTh 1540 1546
bpoti naunentu ¢ DEFS-cubutHe (aeduumima no 236 248
NPOTOKON )
|
KoepuuuenT Ha puck (99% CI) 0.96 (0.76. 1,21)
" 1
Jlerpozon — Tamokcuden
Tamokcuden
bpoH nauueHTH 1540 1548
bpo# naunenTy ¢ DFS-cx0uthne (nedpmuuumg no 236 269
NPOTOKON)
i
KoeduumeHr Ha puck (99% CI) 0.87 (0.69. 1.09)
| .

KOpHrupaH upe3 npuaraHe Ha XumuoTepanus (Ja/He)

624 (40%) naumenTH, CENEKTHRHO IIPEMUHANK HA IETPO30JI CIE/L PA3CICNARANEC 11 PAMOTO ¢ TaMoKcHpeH npes

2005 r.

Ilpavueane D2407

[lpoyurate D2407 e oTBOpEHO, pAHAOMUIMPAHO, MHOFOLEHTPOBO NMPOYUBRAHE 3a HE30NaCHOCT
Cliefl paspelwarate 3a ynorpeba, MiaHUPaHoO Aa CpaBHW €EKTHTE HA AI0ORAHTHATA TCPANNUA C
NETPO30M U TAMOKCUPEH BLPXY KoCTHaTa Munepanta nvkinocT (KMITY u cepymuna aunmien
npodun. [py 0bwo 262 naurenTy € HA3HAYEHO Aa NOJIYYABAT MU NETPO3I B NPOABIAKEHHE
HAa 5 FOAUHW MNW TAMOKCH(EH NPOALIKEHHWE HA 2 FOAMHW. 2 clien TORA neTpo3on B
MPOABAKEHHE HA 3 NOAUHM.

Ha 24-ua meceu e yCTaHOBEHA CTATHCTHUECKH 3HAYUMA Pa3ivka MO0 OTHOLIEHHE Ha
NbpBu4HaTa kpaHHa Touka KMIT B obsacTra Ha aymBantute npewneny (L.2-1L4). noka3sawa
meaHana Ha noHwxeuue 4,1% 3a neTposzon cnpsve Meanana wa noewimchue 0.3% 3a

. el
TAMOKCH(EH. }ﬁ AU "”0 “

sty 2
., Itﬁg?gﬂHg \ Yoy

= o
71 fnainenT ¢ \ 5

[Ipy HuTo eaud o1 naukeHTure ¢ Hopmasina KMIT Ha M3X0AHO HMBO He
Pa3BUTHE Ha OCTEONOPO3a B X0/A HA 2-FOAMLWIHOTO JIEUCHME H CaMO [
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OCTCONEHHA Ha U3X0aHO HUBO (T ckop o1 -1,9) ¢ nabmonasano passuTie Ha ocTeonoposa no
BpEME Ha NCYCHHETO (OLEHKA Ypes LUeHTpaIEH nperen).

Pesynratute 3a obuia KMIT na Geapenarta kocT ca nonoBbud Ha Tesw 3a JIYMOaNHHUTE
MPELWACHH, HO 10-CNado UIPA3EHM.

HaMa CTaTUCTUHECKK 3HAUMMA Pa3iiMKa MEXIY JEUSHHUATA MO OTHOWEHUC Ha 4eCTOTATa Ha
(ppakTypute — 15% B pamoTo Ha neTpozost M 17% B paMoTO Ha TaMOKCU{icH.

B pamoTO Ha TamokcHen MeananaTa Ha HUBaTa Ha OGLUMS XONECTEPOI C€ NoHWKaBa ¢ 6%
CNPAMO U3XOAHUTE CTOWHOCTH cnen 6 Meceua W ToBAa NOHWIKEHME CC HOJTBPKA MPH
CIC/IBAUIMTE BHIMTH 10 24 meceud. B pamoTo na nerpo3on Hueara va obumg XO1CCTEpOIl
OCTABAT OTHOCHTCIHO MOCTOAHNK B TCUEHWE HA BPEMETO, JIABAHKM CTATHCTHUCCKHU 3IHAYMMA
Pa3iMKa B NO/I3d H2 TAMOKCH()EH BbB BCAKA BPEMEBRA TOYKA.

Paswupena aowearnmua mepanus (MA-17}

B eaHO MHOrougHTpOBO, ABOHHOCNANO, paHAOMHIMpaHO, 1auebo-KOHTPONIUPAHO NPOyUBaHE
(MA-17) Han 5 100 xenn B nocTMeHonayzara ¢ peLenTop-oI0KHTEICH MM HEYCTAHOBEH
MbPBHYEH paK Ha rbpAaTa, KOWTO Ca 3aBbPUIKAK aAloBaHTHA Tepanus ¢ Tamokcuden (4.5 fo
6 roaxHK), ca PAHAOMMIMPAHH HA NETPO30N KK NAALEGO B HPOABIKCHHE HA 5 TOAWHA.

[IbpBUUHaTa KpaitHa Touka ¢ npexuBsemMocT He3 3aGonaBaHe, AepHHUpaHa KaTO HHTEpBana
MEX/Y PaHNOMH3AUMATA W HAW-PAHHATA NOABA HAa JOKOPCIMOHANEH PELUMAMB. [aNeyHM
METacTa3n iIH KOHTpanaTepaneH pak Ha rhpaaTa.

[TbpBUAT MnaHnpan MexMHCH aHANMU3 NPH MEAMaHa Ha NpoclicAaBaHe oKoIo 28 Mecela
(25% OT NMauMEHTHTE ca NpPOCNEACHH B MPOAbIKEHHE HAa MoHe 38 Mecella) nokasea. ue
IETPO30J1 3HAYUMO HaMangBa PHCKa OT pellaMB Ha pak Ha rbpiata ¢ 42% cnpamo nialedo
(HR 0,58; 95% CI 0.45. 0.76; P=0.00003). [lpeaumcteo 8 noi3a wa AETPO3ON CC
HaOMiOAaBA HE3ABUCUMO OT CTaTyca Ha AMMMHHTE Bb3AM, Hama ¢TaTHCTHYECKH 3HAYMMA

paznHka no oTHowWeHHe Ha olwarta npexusaemoct: (Jletpoion 51 cMbLPTHH Cyvas:
nnauedo 62; HR 0.82; 95% CI1 0.56. 1.19).

3aTOBA, CICA NLPBMA MEXMHEH aHANM3 NPOYYBAHETO € PA3CIENEHO M NMPOABLIKABA KATO
OTBOPEHO, H HAa MALMEHTUTES OT MNauedo paMOTO € NOZBOJICHO 14 NPEMUHAT HA JEUEHHUE C
NETPO30N B MpOAB/KEeHHWE Ha ) roauMHW. Han 60% or noaxoasumwmre naumenTn (6e3
3aD0nsBaHe Npu pascnenaBaHeTo) U3bUpaT Na NpeMuHaT Ha Tepanus ¢ NeTposon. Kpaiinuay
aHaM3 BKAtouBa | 551 ke, NpeMuHann oT Jevenue ¢ ruiauebo KbM JICUEHHE ¢ JICTPO3O
npy Meawana 31 Meceua (rpatmum ot 12 mo 106 meceua) caea npMKIIOMBAHE Ha
aJIOBAHTHATA Tepanua ¢ TaMOKCHdeH. MeauanaTta Ha NpoALMKHTSCAHOCT HA JICUCHHETO C
NETPO30N CNSA CMAHATA Ha TepanusTa € 40 Meceua.

Kpaluuar ananus, npoeeaeH 1ipW MeauWana ua npocieassane 62 mMecena. HOTBBbPM1aB4
CUrHHPHKAHTHATA PEAYKLIMA HA PHCKA OT PELIM/HB HA PAK Ha Fbp/aTa Py NeTPO3O.I,

Ta6auna 8. Mpexnsaermoct 63 3a6onaBane 0 oBIMA NPEKHBAEMOCT (Mompurunpana
ITT nonynhanusn)

Meauana Ha npocaeanasane 28 meceua Meauana Ha ipocaensiBane 62 Mecena
JHletposon [Tnauebdo HR JlcTpoion [Thanebdo HIR
2 _ o ,
N=2582 N=2586 (95% CI) N=2582 f”{];i*_li%gig“ (95% CI)
P VHIUE },f"' %if\‘?:i.--"""-" ""w‘: "'E,;C::t\ P Vﬂllle
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Chb- 92 (3.6%) 155 (6.0%) 0.58 209 286 0.75

OuTHA (0.45. 0.76) (8.1%) (11.1%) (0.63. 0.89)
0.00003
4-ro- 94.4% 89.8% - 94.4% 91,4%
NHLU-HA
DFS
- !
[Mpexupnemoct Oe3 3260 BAHE , BKAKYHTEIHO CMBPT HOPANH ApYra NPHYHHA
Cb- 122 (4,7%) 193 (7,5%) 0,62 344 (13.3%) 402 0.89
OuTug (0,49, 0,78) (15,5%) (0,77, 1.03)
5-ro- 90,5% 80.8% 88.8% 86.7%
ANLL-
Ha DIFS
Jlaneunun METacTazu
Co- 57 (2,2%) 93 (3,6%) 0.61 142 169 (}.88
BUTHSA (0,44, 0.84) {5.5%) (6.5%) (0.70. 1.10)
O6ma npexKHBAEMOCT
CMBpT- 51 (2.0%) 62 (2.4%) 0.82 236 (9,1%) 232 (9,0%) .13
HH (0,56, 1.19) (0.95, 1.36)
cnyvau _
CM'hpT- - - - = - - 236\ 170{3 .78
HH . {9‘1%) (6.,6%1} {064 096)
CAy4au

HR = KoeduuuenT Ha puck; Cl = JloseputeneH nHrepsai
|

Korato npoyusaneto ¢ pascneneno npes 2003 r, 1 351 nauneHTH, paHAOMU3KpaHK B nnauedo pamoTo (60%
OT TE3M, NPH KOHTO MOXKE /1a CE CMEHU TEPANMATA, T.€. TAKUBA. KOMTO ca 6e3 3abonapaHe) NPEMUHARAT KbM
fleueHMe ¢ eTpo3os npu meauana 31 Meceua caen panaoMusaumsTa. 11acTOAWMAT aHanu3 WHOPHpA
CE/IEKTHBHATA CMAHA Ha TEpanuATa.

‘CTpaTHpHKALMS NO PELENTOPEH CTAaTyC, HOAAIEH CTATYC M HAIMYME HA MPEAXOWIalla a/1H0BaHTHA
XHMUOTEPANHA.

Jlebuununa no mpoTokon 3a cbOMTHA, cBbp3anM ¢ npoxusicmocT 6e3 3abonfBate: NOKOperuoHaicy
PELIMAMB, AANE€HHM MCTACTA3H MM KOHTpanaTepaieH pak Ha rpiara.
d

Excin/iopaTHBEH aHANN3, LEH3YPUPaLL BPEMETO HA NPOCICAARAHE KhM JlaTaTa HA CMAHA HA TCPANNATA {aKO
“UMa TakaBa) B naauedo pamoTo.
i

Meauara Ha npocneassaHe 62 meceua.
{]

MeauaHa Ha TpoceIABAHC 10 CMAHATA Ha TepanuaTa (aKo WMA Takara) 37 mecena.

B MA-17 noanpoy4BaHeTo 3@ KOCTHA NUIBTHOCT. ApH KOCTO Ca npriarany CAHOBPCMCHHO
KanLMi ¥ BuTamun D, ce nHabnionara no-ronamo Hamaienwe na KMIUE cnpamo m3xoanoTo
HHBO NpM netpozon crnpamo nnauebo. EAvHCTBCHATA CTATHCTHHECKK 3HAYUMA pa3iiMka
BL3HMKBA Ha 2-paTa roauna v e B obwara KMI1 na Geaperara koct (MeMaHa Ha NOHWKEHHE
3.8% 3a NeTpo30s CNpAMO MeaHaHa Ha nowwxkeHune 2,0% 3a nnauedo).

B MA-17 noanpoy4BaHeTo 3a IWIWHUA CTATYC HAMA CHIHW(WKAHTHA pa3ivKa MEXK1Y
aeTpozon ¥ nnauefo No QTHOLIEHME HA ODLUMS XONECTEPOS WIW OTACNHUTC THIW/THH
hpakUnK.

B akTyanuiupaHo NOAMNPOYHBAHE 3a KAUECTBOTO HA XHBOT, HAMA CUTHUMKAHTHY PAIUKH
MEKAY NNEUEHHATA MO OTHOWEHNC HA CKOPA 33 (PURNUECKO CHCTOIIHME, CKOpa 33 TICHXHIHO
CHCTOSHHE WM B HAKOM OT OCHOBHMTE ckopose oT SF-36 ckanarta. B MENQQIewaanaras.
3HAYMTEHO TMOBEYE KEHH OT PAMOTO HA NETPO30/. CNPAMO PaMoOTo Ha fng@gﬁo?‘ﬂ*gﬂ?l
npuTecHeHH (obulo, Npes NbpBaTa roanna or JICYUCHHUCTO) OT cnmn'rommc.;-‘ri ¢ : v ok o
MNOTUCKAHETO HAa ECTPOrEHUTE — FOPCILH BhIHW W BarMHAIHA CyXOTa. CHMT@ _

L
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HAW-MHOTO NAUMEHTH M B /BETE TEPANEBTUMHU PAMEHA. € MYCKYJTHM OOiku. npw
CTaTHCTMUYECKM 3HAYMMA pasnnuKa B nonsa va nnauebo.

Heogdwganmua mepanus

[Tposeaeno € asoitHocaano usnuteane (P024) npu 337 xenn B nocrMeHonaysa ¢ pak Ha
FbPAATa. PAHIOMHINPAHW 12 NPMEMAT WK ACTPO30J 2.5 ME B NPOIBIKEHHE HA 4 meccua
WK TamokcHden B npoawmkenue na 4 mecena. Ha v3xoano HUBO BCHMYKW NANMCHTH Ca C
Tymop B ctanmii T2-T4c, NO-2, MO, ER u/Mnun PgR-103MTHBEH U HHTO C/IHH OT HAlIHEWTHTC
HE € MPEIEHEH KATO NOAX0AKINAG 33 CHXPAHABALILD MEPAATA ONEPATHRHO NCHCHUC. Bb? ocHoORa
Ha KJIMHHYHATa OLEHKA € HA0AAaBane 0OEKTHBIHO NOB/HABANE 11PH 35% OT NAUUCHTHTE B
paMoTo Ha JeTpo3od, cnpamo 36% B pamoTo Ha Tamokcugen (F<(0.001). Tazu Haxonka ¢
notebpaeHa exorpadcku (nerposon 35% cnpamo Tamokcuden 25%. P=0.04) m upes
mamorpadus (nerpozon 34% cripsmo tamokcuden 16%. P<0,001). Tlpn obmo 45% ot
MauMeHTHTE B IPYNATA Ha NIETPO30Jl Clpamo 35% OT nauMeHTHTC OT Ipynara Ha TaMOKCHPCH
(P=0.02) ¢ npoBeaeHO CbLXpaHABAUIO rLpAaTa onepaTwBHo ncuchuc). Mo Bpeme na 4-
MECeuHHA MpPEAONCPaTHBEH NEPUOA HA NEueHue npu 12% OT NaLUEHTUTE, NCKYBaHH C
nerpo3on M 17% OT DAUMEHTHTE, JIEKYBaHH ¢ TAMOKCH(bEH ¢ YCTaHOBEHA MNPOrpecHs Ha
3a00N9BaHETO NPH KJIHHH4YHA OLICHKA,

LpBa NTHHWA HA TEPANHA

MpoBeneHO € eaHO KOHTPONMPAHO, NBOWHOCIANO W3MHTBAHE 33 CPABHCHWUC HA ACTPO30)]
2.5 mg ¢ TamokcHdieH 20 mg KaTo MHPBA JIMIMA HA JICHCHHC TIpW JKCHU 8 NOCTMEHONAY?A C
pak Ha rbpaata 8 Hanpeadan craaui. [pu 907 xenn. A€TPo301 NPEBLINOKA TAMOKCH(DEH
MO OTHOWIEHHE HA BPEMCTO A0 Nporpeckata Ha 3abonsBaHeTo (MbpPBUYHA KPaHHa TOYKA).
obuiua 0BEKTHBEH OTIOBOP, BPEMETO A0 TEPANERTHUEH HEYCNEX H KNIWHWYHATA NO3A.

Te3m pesyarath ca obobuenn B Tabanna 9.

TaGauna 9. PezyataTv npu Meanana na npocieansane’o 32 mecena.

[IpomennnBa CraTHCTHRA JleTpo3so Tamoxcudgen
n=453 n=454
Bpeme no nporpecus  Cpeano 9.4 meceua 6.0 meccua
(95% CI 3a meananata) (8,9, 11,6 meceua) (5.4, 6,3 mcccua)
Koeduumenr na puck 0,72
(HR)
(95% Cl 3a HR) (0.62.0.83)
I <(,0001
YeceToTa HA CR+PR 145 (32%) 05 (21%)
00EeKTHWBEH OTIrOBOP
(ORR)
(95% C1 3a uecroTa) (28. 36%) (17, 25%)
CbOTHOLUEHHWE Ha 1.78
LLIAHCOBETE
(95% Cl 3a (1.32. 2,40)

CHOTHOLIEHHE HA
111AHCOBETE)

P 10,0002

Bpemero Ao nporpecHaTa € CHIHH(MKAHTHO MO-ABATO H HECTOTAaTa Ha TEPANCBTUHHO
NOBJMABAHE € CUTHW(DHUKAHTHO MO-BMCOKA MNP NETPO30/, HE3aBUCHMO 0T TORA, Aank €
npuiaraHa WAM HE aQl0BaHTHA AHTWECTPOreHHa Tepanua. BpeMeTo | 3 Ml@;’h‘!m
1a6049BAHETO € CHPHU(UKAHTHO NO-ABLATC (IPU JICTPO3ON. HEIARHC ‘or-Tenophaia

R L
nokanuzauMaTa Ha sabonasaHeTo. Meavanara Ha BpCMCTO 10 niporpec %’ﬁ_@ /( ﬁl mecei__lamm )

JCTPO30a H 6.4 mecella npM TaMOKcncben (P4 NANMEHTH CaMO CBC 3aG0. ﬁ‘aarlc Ha m-gmmg -,_
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ThKaHH, H MeMaHa 8,3 Meceua rpy neTpo3on M 4.6 Mecena npu TAMOKCH(PCH NPH NTALHEHTH ¢
BHCLCPANHH METACTA3H.

[pu nporpecus Ha 3a00M98aKHETO AM3ARHLT HA NHPOYUBAHCTO NO3IBONABA HPEMHHARANE 1A
NMNaUHEHTHTE Ha Apyrara TCpannuia HiH NpCKpaTapaHE Ha Y'HACTHETO B NpoOY4YBaANCTY,
[pnubauzntenHo 50% OT NAaUMEHTUTE NPEMHHABAT B APYroTo TEpaneRTHYHO pamid. KaTo
peMWHABAHETO 3aBLPILUBA Ha NpakTWka A0 36 Meceua. Meanmanata Ha BpeMETO /10
NpeMHHaBaHe Ha apyraTa Tepanus e 17 Meceua (OT 1eTpo3on KbM TamokcHgeH) 1 13 mecelia
(oT TaMOKCU(MEH KbM N€TpOo30N).

[MpuAmKeHUeTe Ha [ETPO30A KATO OhPBA AWHKA HA JICUCHMC TIPU PAK 1A I'bpaaTa e
HampesHan cTaamii BoJAM N0 meavana Ha ofiwarta npesxueaemoct 34 mcceua cnpamo 30
mecela 3a TamokcHpeH (logrank Teer P=0,53, necuriudukanTHo). Jluncata Ha npeanMCTRO
33 1eTPO30/l NO OTHOMIEHHE HAa ofwara NpexUBIEMOCT MOXe na Obae olacHcHa ¢
KPBHCTOCAHWSA AW3alH HE NPOYUBAHETO.

Bropa nuuus HA Tepanus
[lposeneHu ca ae A06Pe KOHTPOJIHPAHW KIHHHYHK U3ITWTBAHNR 22 CPABHCHHE HA [IRC [103H
netposon (0.5 mg W 2.5 mg) ¢ MerecTpos aueTaT U aMMHOTIYTCTHMU ChOTBETHO. TIPH 3KCHM
B NOCTMEHOMAY3a ¢ PAK HA bplaTa B HAanNpenHan CTaaui, Npead TOBa NOJNOMCHH HA
NIEYEHHE C AHTHECTPOTeHH.

BpemeTo g0 nporpecus Ha 3abosiABAHETO HE Ce pa3ii4aBa IHAYMTENHO MEXY NETPO30Na
2,5 mg u merectpon auetat (P£=0,07). CTaTUCTHYECKN 3HAUMMH pa3inuus ca HabJIKoAaBaln
B MOM3a HA NETPO300 2,5 mg B CpaBHEHHE C MEreCTPON aueTar B 00WHs 00EKTUBEH TYMOPEH
otrosop (24% cnpamo 16%, P=0,04), u pPbB BPEMETO N0 HACTHMNBAHEC HA TCPANEBTHYHHA

Heycniex (P=0,04). Ofwara npexyBIEMOCT HE Ce pa3nuuyasa 3HAYMMO B [BECTE pPaMCHa.
(P=0,2).

Bts BTOPOTO W3NHTBAHE, CTENEHTA HA OTrOBOP HE MNOKa3Ba CTATUCTHHECKH 3HAYHUMA PA3/IHKA
Mexay netposon 2.5 mg W amuHoraytetumua (£=0,06). Jlerpozon 2.5 mg npepb3xoxia
CTATUCTHYECKH aMUHOYTETHMUA OTHOCHO Bpemeto Ao nporpecuata (P=0.008). rpecmero 3a
JocTHraHe Ha TepanesTHyen Heyenex (P=0,003) u obumata npexusacmoct (£=0.002),

Pak Ha rbpaarta npH MbiKe
YnotpehaTta na NeTpo3on npy MhiKC © Ppax Ha 'bpiaTta ne ¢ npoy4sana.

5.2 GapMaKOKHHETHYHH CBOHCTBA

AbcopbLHg

Jlerpozon ce abcopbupa ObLp30 ¥ HANBIHO OT FaCTPOMHTECTUHATHWA TpakT (Cpeawa
abcomoTHa GHOoHanuuHocT: 99,9%). Xpanata ¢nabo noHwkapa ckopocTTa Ha abcopOums
(CPelHO tyax | HAC HA TNAAHO CAPAMO 2 4aca CNel XPaHeHe, w CPEAHO Coax 129 £ 203 nmol/l
Ha rnaaHo cnpamo 98,7 + 18,6 nmol/l caest xpaHene), Ho ctencHTa (AUC) Ha abcopbuus
0cTaBa NpoMeHeHa, He3HaunTe HNAT edekT BbpXy CKOpOCTTa Ha adCOpPOLIMA HE ce CMATa 34
KAHHHUYHO PENEBAHTEH M CAELOBATE/NHO JIETPO3O/ MOXKE Ad €€ MPHEMA HE3ABUCHMO OT
XPAHEHETO,

PaznpenenexHue

CeLP2BAHETO HA NETPO30N C MIaiMeHuTe npotednud ¢ npubanivtenuo 60%. npeanvuo ¢
anbymun (55%). KonuenTpauusTta na j1eTpo3on B eputpountnte € okono 80% oxTazn 8
nnasmata. Cnea npuemMade Ha 2.5 mg u30TONHO Mapkupan  C-netTpo3on, '&W@
82% OT paaMOAKTHRHOCTTA B IJIA3MATA CE JIB/IKM HA HCIPOMEHCHO RO /;;cr}'[b“‘wﬁr

"
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TbkaHuTe Obp30 W ekcTenzuBHO. [lpuBHAHUAT 00em Ha pasnpeicneHue B CTaLMOHAPHO
cheroanue e okono 1,87+0.47 kg,

buoTpaHcdopmalua

OCHOBHUMAT MBT HA ENWMHHUPAHE Ha JNeTpoloNa ¢  METa0OIMTCH  KIMPBHC A0
dhapmakosiornuno Heaktveen kapounon meratoamr (Cl., 2.1 I/h). HO TOH € OTHOCHTCIHO
GageH B CpaBHEHHe C dephoapoOHHA kpbeen notok (oxono 90 I/h). YcTaHoeHo e, ue
uutoxpoM P450 uszoenszumu 3A4 w 2A6 ca cnocobGHM Aa KOHBTSPTUPAT J1ICTPO30JT A0 TO3H
MeTabonuT. (OPMHUPAHETO HA  BTOPOCTENEHHH  HEHACHTHMHUWPAHKW  METabONMTH W
aupekTHaTa OnOpeuHa W dekatHa EKCKPEHMR HIrpaaT HE3HAUUTC/HA POAa B 1ANOCTHOTO
CMMUHMpaHE Ha ACTPo3on. B pamkuTe na jBe ceamuun caea npuemane na 2.5 mg C-
MapKupaH J€Tpo3oA  OT 3apaeu  1o0poBONKM B nocTmedonaysza, 88.2+7.6% ot
DAAHOAKTHBHOCTTA € BbicTaHoBEHA B ypuHaTa W 3,8 + 0,9% pua dexannute. Hait-manko 75%
OT paJMOAKTHBHOCTTA, BBHICTAHOBEHAa B YpHHATa 3a nepwoa ao 216 uaca (84.7 + 7.8% ot
n03ata), ¢€ JLKAT HA MIOKYPOHWI HA KapOHHONOBHA MeTaboauT, okono 9% - Ha Asa
HEWASHTH)HUMPaHKH MeTa0oUTa U 6% - HA HENPOMEHEH JIETPO3QT.

[TpUBUAHUAT TEPMUHANEH NONYIKMBOT B murazMara ¢ 2 ceAMUUM. Cell exXReAHEBHO 1NPHEMAHT
Ha 2,5 mg HKMBATa B CTALHOHAPHO ChCTOAHME C& HOCTHraT oT 2 A0 6 ceamuuy. llnaimeHnTe
KOHUEHTPALMKU B CTALIMOHAPHO CHCTOAHME €& OKOMNO 7 MbTH NO-BHCOKH OT KOHIEHTPAIHKTE.
W3MEpPEHU CEA MPHEM HAa EAHOKPATHA 103a OT 2,5 mg, aoKato ca camo 1.5 10 2 MbTH NO-
BUCOKU OT CTOWHOCTWTE B CTAUMOHAPHC CHCTOAHME, O4AKBIHW OPH  KOHUCHTPAUMMTC.
W3IMEPEHH C/1EA CAMHWUYHA 1032, KOCTO NOKA3RA C1aba HEIIMHEHHOCT BB (PapMaKOKMHETHKATA
Ha NETPO30/ NPH NpUaaraHe Ha 2,5 Mg AHEBHO. 1hii KaTo HUBATA B CTALIMOHAPHO CHCTOAHHE
ce 3ana3BaT BbB BPEMETO, MOXKE /a Ce 3aK/THUM, Y€ HAMA NOCTOAHHO KYMYPHpaHE Ha
NETPOIOA.

Crneunanuu_nonynayuu

Cmapuecka eb3pdcm
Bu3pactra He Oka3Ba BAMAHKE BbPXY (PAPMAKOKHHETHKATA Ha 1ETPO30.

bwbpeuno yepesicoarie

B u3nuTeane, BkmodBawo 19 nobposonup C© paznniuha CTENen 1a jacarane ha 6GpOpeunara
dyHKUMs (24-4acOB KPeaTHHHHOB KIAWpbHC 9-116 ml/min) He ¢ yCTAHOBCH €(PEKT BLPXY
(papMaKOKMHETHKATA HA AETPO3ON CJIEA EAMHHUHA 1033 OT 2.5 mg.

HeproOpoOHO YEpeoane

B noaobHo winuTBaHE, BKAKOUBAWO CcYOCKTH ¢ paizivuHa CTENEH Ha 3acaraHe Ha
yepHoapobHaTa dyHKUMS, cpeaHuTe cTodHocTH Ha AUC wa NOOPOBOJANMUTC € YMCPCHO
qeproapobHo yepexaare (Knac B no Child-Pugh) ca ¢ 37% no-BHCOKH B CPaBHCHHE CbC
3upaBu ¢YOEKTH, HO BCE NAaK B rpaHuivMTe. HadnnaraHu NpH cyDekTH ¢ HOpMaJIHA
uepHoapoOHa dyHKkiMa. B uanuThane, cpaBHABawlo GapMakoKkuiiCTHRATA Ha 1CTPO30.1 CIC
SAMHHUUHA NEPOPAIHA 1032 NMPH OCEM YYACTHHLIM MBKE ¢ LIMPO3a 1a HCpHHA ApOD U TCKKD
yepHoapobHo yepexaane (Knac C no Child-Pugh) cbe 3apasn 100poromiv (N=8). AUC u
t,2 C& YBEIHUABAT CHOTBETHO 10 95 W 187%. llopaan Tasn npuunHa AeTpo3o TpabBa Na ce
Apuiara ¢ NOBHILEHO BHUMAHHE MPH MNAUMEHTU € TEKKO 4EPHOAPOOHO YBPCKIAAHE H CNEA
NPELEHKA HA ChOTHOLUIEHWETO NO/3a/PUCK 33 BCCKY OT/ICNICH NALIMEHT.

5.3 MpeakaaHuuHu JaNHK 33 0e30nacHOCT

e
B pasnuuty MpeAKIWHWUYMHU NPOyHBaHHs 3a Oe30MacHOCT, NPOBCIACHM W&HW%
YKUBOTHHCKW BHAOBE, HAMA JaHHM 32 CHCTEMHA WK TAPTETHA OpraHHa TOKC{HZ'—I@;G%I---"" -.,f/%.,
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ﬂETp03OJI NOKa3pa HWCKA CTEeneH Ha ocrTpa TOKCHYHOCT Npd Ipd3dayvH, CKCNOHUPpaHH 10

2000 mg/kg. Mpu KyueTa NCTPO3OA NPHUNHABA HIPH3HALK HA YMEPEHA TOKCHYHOCT NpH 1034
100 mg/kg.

B npoy4paHMs 3a TOKCHMYHOCT TPW MHOrOKPaTHO [pWNaraHe NpW NIbXOBE H KyyeTa. C
noabIKUTERHOCT 10 12 Meceua, OCHOBHUTE HabA0AaBAHH HAXO0AKKH MOIraT /1a ¢¢ 0T,1a1aT Ha
(papMakoNoOruuHoTo AcicTBHE HA BEeCTBOTO. JlO3MpOBKATA, NMPU KOATO HAMAE HEKCIAHH
peakuuH WU npy aesara Buga, e 0,3 mg/kg.

[poyusaHuaTa in vilre M NPH iR vivo 3a MYTareHHWA NOTEHLUMHAN Ha NCTPO30N He jJasat
WHKKALUMWH 33 FEHOTOKCHUYHOCT,

[Ipy 104 ceaMWyHO NPOYHBAHE 3@ KAHUCPOTEHHOCT NPH MABXOBL. HE Ca yCTAHOBCHH
CBbPIAHH € JICUCHUETO TYMOPH 11PH MBKKH 1ILIBXORC. T1PH KCHCKHTC NNBXOBC € YCTAHORCHA
NOHHMMKEHA YECTOTa Ha AN0OPOKAYECTBEHUTE M IMOKAYECTBEHH TYMOPH Ha MJICHHATa icla
NPy BCHYKH A03HPOBKH Ha NETPO3OIL.

Nletpoion ¢ eMOpUOTOKCHueH M eTOTOKCHUEH NpH GPeMCHHK NIBXOBE W 3aHiM Cici
nepopajieH NpPHEM Ha KIKHWYHO 3HA4MMK 103K, |lpy 1ibxoBeTe ¢ KHUBK peryen ce
HabnI0AaBa NOBHILEHA YecToTa Ha (eTalHd MaidopMaunu, BKAKHUTCANO KyliojoodpasHa
rnaga v LepBUKanHa/ueHTpanHa sepredpanta dy3ua. He ce nadmonasa rnoBHILICHA YECTOTa
na derantn Mandopmauvn npy 3aiun. He e w3isecTHO AanK TOBA ¢ WHAUPCKTHO CACNCTRHUE
oT GapMakoIOrMYHUTE CBOHCTBA (HHXHOUpaHE Ha CUHTE3aTa Ha ECTPOTEHH) MW AHPEKTEH
eekT Ha NIeKapCcTROTO {BK. ToukH 4.3 n 4.6).

MpeaknunnuHuTe  HaOMOASHWA €3  OrpaHuueHyd [0 Te3u. CBLP3auW C©  WIBCCTHOTO
dbapmako/IOrHIHO ACHCTBUE, KOETO €AHHCTBEHOTO ChOOpaXeHHe 3a De30MacHOCT Nnpu Xopa.
H3BJIEYEHO OT NPOYUYBAHHUATA HA XKHBOTHH.

6. PAPMALEBTUYHH JTAHHH

6.1. COHCHK Ha NOMOILIIHHTE BEIECTRA

HAapo

JlakTo3a MOHOXHAPAT

Kpockapmenosa HaTpHH

TosuaoH

CuavumMer AMOKCHA, KonounaeH De3goaey
Maruesnes creapar

O0BuBKAa

Onappait skbato 03B82401:
Kenezen oxcna, xkwuaT (E172)
Xunpomenosa 6¢cp E464
Makporoa 400

Tutanos AvokcHa (E171)
Tank (E553b)

6.2. HechbBMECTHMOCTH

Henpunokumo.
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6.3 Cpok na roanocT

3 IOAWHM.

6.4, Crieunannu yclOBHSR HA ChXpaHEeHWe

To3un nekapcTBeH NPOAYKT HC H3MCKBA CTNELHANHN YCIOBUSA HA ChXPaHEHHE.

6.5. Bua B chanpkanne HA ONAKOBKATA

TabncTkuTe ca onakosaHuw B Onucrepn  AnyMmunuit-Anymunuit wauw  PVC/PLE/PVDC-
ANYMHUHHA,

OnakoBkKTE ChabpAaT 28 unu 30 TabneTkwy.

He BCHUKY BHAOBE OMAKOBKU Morat ga 6bAaT nycHatu B npoaaxoda.

6.6 CneunalHu Npeana3HK MEPKH NPH W3XBbLPISHE H paboTa

HamMa cneumanHy U3UCKBaHuA.

7. MPUTEXATEJI HA PASPEUIEHHUETO 3A YINIOTPEBA

ODAPMAKOHC AL

6yn. .[leio K. SigopoB™ Ne 44, er.|

Codmusa 1164

bbnrapus

8. HOMEP(A) HA PAZPEIIEHWUETO 3A YIIOTPEBA

Perucrpaunonen Ne: 20150398

9, JATA HA ITbPBO PA3ZPEHIABAHE 3A YNOTPEBA/ NOJHOBABAHE HA

PASPEILEHHUETO 3A YIIOTPEBA

JlaTa Ha nbpBO pazpewarane: 17.11.2015
JlaTa Ha nocaento NOAHOBABAHE:

10. 1ATA HA AKTYAJIMBUPAHE HA TEKCTA

09/2020

19 S



