[MPUJIOXKEHHUE I

KPATKA XAPAKTEPUCTHUKA HA ITPOJIYKTA




1. UME HA JIEKAPCTBEHUSA ITPOAYKT

Jloniekon 20 mg/ml koHLIEHTpAT 3a UHPY3HOHEH Pa3TBOP
Docecon 20 mg/ml concentrate for solution for infusion

2. KAYECTBEH U KOJIMYECTBEH CbCTAB

Exun ml chabpika 21,34 mg gouerakcesn tpuxuapar (docetaxel trihydrate), exsusaienter Ha 20 mg
nouerakces (docetaxel).

Beeku ¢uakoH ot 4 ml cvabprka 80 mg nouerakcen (docetaxel).

[ToMOILLIHH BeleCTBA C U3BECTHO JAEHCTBHE:!
Bceku ¢uiakon ot 4 ml koHueHTpat cbabpxka 2 ml 6e3sojieH eranos (1580 mg).

3a MbJIHUS CIIMCBK HA NMOMOILLIHUTE BEllleCTBA BUXKTE ToYKa 6.1,

3. JJEKAPCTBEHA ®OPMA

KonueHTpar 3a MH(pY3HOHEH pa3TBOp

Jlouekon 20 mg/ml koHueHTpaT 3a MH(Y3HMOHEH Pa3TBOP NpeJCTaBisiBa OHUCTHD, Oe3LBeTeH WK
61e10KBAT 10 KaQeHHUKABOXKBIIT pa3TBop, 0e3 BUAMMH|YASTHIIMHUTENTHA ATEHLUMSA NO NEKAPCTBATA

| '(pamxa HE npogyxma - [lpusoxeHue 1
4. KJIMHUYHHU JAHHHU i
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4.1 TepaneBTHYHH NOKA3aHUHA | PaspeweHue Ne 4 Al
Pak Ha repsara
O00BDOMM MR .oocciivivisisiivinmsissnss o

Jlouerakces1 B KOMOMHALUA ¢ JOKCOPYOMIIMH U LMKJI0(ochaMul € 1MoKasaH 3a aJIlOBAaHTHO JIEUEHHE
Ha MaLUHUEHTKH C:

® orepabuiieH paK Ha I'bpJlaTa CbhC 3acsiraHe Ha JIMM(HUTE Bb3JIH;

® onepabuiieH pak Ha repaara 6e3 3acsiraHe Ha JIMM(HUTE BB3JIH.

3a nalMeHTKH ¢ onepabuiieH pak Ha rbpaaTa 0e3 3acsiraHe Ha IMM(HUTE Bb3JIH, a/IlOBAHTHATA TEpaIlus
TpsabBa Jia ObAe orpaHM4eHa J0 NAlMEHTKH, MOAXOJALIM Jla MoJjlyyaBaT XMMHOTEpaIriks, CbrjacHo
YCTAHOBEHHUTE MEX/IyHAPOJAHH KPUTEPHH 3a ITbpBUYHA TEPAllMs Ha PAHEH paK Ha r'bp/arta (BXK. TOYKa

Sl

Jlouerakcen B KOMOMHAUMA C JIOKCOpPYOMLIMH € IOKa3aH 3a JIeYEHWE Ha MAlMEeHTKH C JIOKAJIHO
Hanpe/Hal WIKM MEeTacTaTHUYeH paK Ha Ir'bp/laTa, KOMTO IpEe/Id TOBA HE ¢a I0J1y4yaBaJli UMTOTOKCHYHO

JICHCHHEC 110 TO3H I1OBO/L.

HOHETHKCGH KaTO MOHOTEpArusa € 1oKasaH 3a JICHCHUC Ha MNMAaUHCHTKH C JIOKAJIHO HAlIpCJHall H/IH
MeTacTaTU4Y€H pakK Ha rbpaara cJjie)l HCYCNEX Ha LHUTOTOKCHYHA XHMHOTCPAITHA. HPEHXD,EIH&TB

XHUMHOTepanus TpsOBa Ja € BKJIKoUBajla aHTPALMKIIMH WK aJIKAJIMpalll areHT.

Jlonerakcen B KoMOMHaLMs ¢ TpacTy3yMad e rnokasaH 3a JIeYeHHe Ha MalMeHT
Ha repjlaTa cbe cBpbxekcrpecus Ha HER2 u kouto npeiv ToBa He ca O J1e
3a METACTaTH4YHO 3a00JIsIBaHe.



Ilouerakcen B koMOWHauMs ¢ KaneuWTaOUH € IMOKAa3aH 3a JIeYeHWe Ha MalUMCHTKH C JIOKaJTHO
HaIpeHAT HIH METACTaTHYEH PaK Ha rbpAara ¢lie/l HEYCTeX Ha IMTOTOKCHYHAa XHMHOTEpanHs.
[IpenxonHaTa Tepanus TpaOBa Aa ¢ BKIIIOYBAJIa aHTPaUHKINH,

HenpebHoknerbued 6enoapobeH pak

Jouerakcen € MMOKasaH 3a JeYeHHe Ha NalU{EHTH C JIOKATHO HampeiHal WM METaCTaTHUCH
HeapebHOKIeThYeH GenopobeH pak crefl HeYCIeX Ha NpeaxojHa XHMHOTEPAITHA.

Jouerakcen B KOMOMHALMA C LMCIVIATHH € OKA3aH 3a JIEYCHHE HAa NalMEHTH ¢ HHonepabwieH,
NIOKAJIHO HamnpeaHan WM MeTacTaTHuen HeapeGHoweThyeH 6enoapobeH pak NpH MayUeHTH, KOMTO
HE ca NOay4aBaJid XMMHOTepanus 110 roBoj TOBA 3a00/ABAHE.

Pak Ha npocraTtara

JNouerakcen B KOMOMHALMS C TIPEOHWU30H MAH MPEAHU3ONOH € TOKa3aH 3a JICUCHHE Ha MAlIMEHTH C
METACTATHYEH, PE3HCTEHTEH Ha KAacTpalls paK Ha MpocTaTara.

Touerakcen B KOMOMHaLMA ¢ aHAporeH-H3ueprneaua tepanus (androgen-deprivation therapy, ADT),
¢cbC WM 6e3 MpeaHH30H WM MPEeJHH3O0JIOH, € MOKA3aH 3a JICUEHHE HA MAaLUMeHTH C MeTacTaTU4eH

XOPMOHOYYBCTBUTE/IEH paK Ha NPOCTATATA.

CromMalleH aJeHOKapLIHHOM

Houerakcen B KOMOMHALMA C LHUCIUIATHH ¥ S-QJIyopoypalifil € TIOKa3aH 3a JIeYEHHe Ha NMNalMEeHTH C
METACTATMYEH CTOMAlIeH aJleHOKapLMHOM, BKJIIOUHTENHO aJJeHOKapLIWHOM Ha racTpoe3odareanHara
BPB3Ka, KOUTO He Ca MOoJTy4YaBalid Mpeid TOBa XMMHOTEpAIHA 3a METAaCTaTHYHO 3aboJisBaHe.

Pak Ha rnaBaTa M LLIMATA

ToueTraxcen B KOMOMHALIMA ¢ LUCIUTATHH U S-QJIyOopoypaLmi € nokasaH 3a HHAYKIIHOHHO JICYEHHE Ha
NalMeHTH C JIOKATHO HanpegHall CKBaMO3HOKJIEThYEH KapPIIHHOM Ha F/IaBaTa H LIHATA.

4.2 Jo3upoBKa H HAYHH HA NPHJIOKEHHE

Vnorpebara Ha pouerakcen Tpabsa na Obae orpaHnuyeHa XO 3aBEACHHA, CNELHATM3HPAHK B
[MpHIaraHeTo Ha IIMTOTOKCHYHA XMMHOTepanusa M TpabBa aa ce npusiara caMo noJ KOHTpOJI Ha JieKap,
KBUIM(PHILIKPaH B MPHIAraHeTO Ha MPOTUBOPAKOBAa XUMHOTEpANus (BXK. TO4YKa 0.0).

Ho3upoBKa

3a pak Ha repaara, HeipebHoxieTbUeH Oenonpoben pak, pak Ha CTOMaxa ¥ paK Ha IJlaBaTa U UIMATA,
MOXKE Ja C€ H3MOJ3Ba TpeMeJHKalUHA CBbCTOAllA CE€ OT NepopaleH KOPTHMKOCTEPOMJ, KaTo
nekcamerasoH 16 mg nHeBHo (Hanp. 8 mg ABa MbTH AHEBHO) B NPOARDKCHUE HA 3 ;
3amo4yHe 1 AeH NpeaM MPUIAraHeTO Ha JOLEeTAKCEN, OCBEH aK0 HAMA INPOTHBOIIOKA3aE
4.4).

ITpy MeTacTaTHYEH, PE3UCTEHTEH Ha KacTpaLus PaK Ha IPOCTATaTa, HMAaHKH Npe/(BL
MPWIOKEHUE Ha NPEJHU3OH WIM NPEIHW30JIOH, NPENopbYUTE/IHaTA CXEMA Ha
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nepopaieH AekcameTa3oH 8 mg, 12 waca, 3 waca u 1 yac npeau MHy3UATa Ha AOLIETAKCEN (BXK. TOUKE
4.4).

[Ipy MeracTaTH4eH, XOPMOHOUYYBCTBHUTENEH paK Ha MpoCTaTaTa, HE3aBHCHMMO OT CBILCTBALIATA
ynorpefa Ha MpefHU3OH MIH TMPEeAHHU30JIOH, MpPENnopbYMTEe/IHaTA CXEMa Ha MpeMeaukalui ¢
nepopaneH AekcaMeTasoH 8 mg, 12 vaca, 3 waca M 1 yac npeau HHQy3HaTa Ha AOLIETAKCEN (BX. TOUKA

4.4).

3a HaMaJIABaHE HA PHMCKA OT XEMATOJOTHYHA TOKCHYHOCT, MOXE [a €€ M3IO/3Ba MPOQUIIAKTHHHO
rpaHy/ioLMT-KONOHHOCTHMY upall ¢akrop (G-CSF).

TloueTakcen ce Mpuiara KaTo eJHoYacoBa HHQY3H Ha BCEKH TPU CEAMMLIM.

Pax na 2vpdama
[Tpu anrOBAaHTHO NEYEHHE Ha onepaOuiieH pak Ha 'bpAAaTa CbC 3acAraHe Ha JIUMOHUTE B3N K Be3

3acAraHe Ha JTMMQHHATE BBH3JTH, IPENOPBUYUTETHATA 1033 Ha JOLIeTaKCe € 75 mg/m? npunoxes 1 uac
cnep aokcopybuuun 50 mg/m? u umkiodochamua 500 mg/m’ Ha BCekM 3 ceaMHUM C
npoasokuTenHoct 6 uuksna (TAC pexum) (BK. cblno KopekiMH Ha 103aTa 110 BpEMe Ha JIEUCHHE).

3a JiedeHME HA TALMEHTKM ¢ JIOKAJHO ABAHCHpaJl W/IM MeTacTaTHYeH paKk Ha TrIbpaara,
NpenopbYMTENHATA A03a Ha jolieTakcen € 100 mg/m? kato MoHoTepanus. IIpy neueHne OT MbPBH
pen, Aouierakcen 75 mg/m? ce npunara B koMOUHauus ¢ JokcopySuumH (50 mg/m?).

B kom6uHaums ¢ TpacTy3symal, NpenopbuMTendaTa ao3a Ha gouerakcen € 100 mg/m? Ha Bceku Tpu
CeaMHUILH, KaTo Tpacty3ymab ce mnpunara execeAMHYHO. B Xoaa Ha OCHOBHOTO H3IMHTBAHE,
NbpBOHAYAIHATA WHQY3MA Ha JOLCTAKCesl € 3aMmo4yBaHa Ha ClefBallys JieH ciiel ITbpBaTa J03a
TpacTysymab. Cnexgsaiiudre A034 AOLETaKCen ca Npuiaradd Hes3abaBHO cri€ll NPHKIIOUBAHE Ha
nHy3uaTa ¢ TpacTy3yMalb, ako mpexxojgHaTa J103a TpacTy3yMab e TonepupaHa aobpe. 3a gosaTa M
NPUIOKEHHETO Ha TpacTy3yMab, Brokre KpaTkaTa XapakTepHCTHKA Ha NMPOIYKTa TPacTy3ymab.

B koMOMHaUMA ¢ KameuuTabWH, TPEenopbYMTEHATA 1033 HA JOLeTakcesl € 75 mg/m’ Ha Bcekd 3
CeAMHLM 3aeJHO C KaneuuTabuH B jo3a 1 250 mg/m? nsa mbTH aneBHO (B pamkuTe Ha 30 MHHYTH
che/] XpaHeHe) B MPOAb/KEHHE HA 2 CeaMHULM, MOCIESABAHU OT 1-CeAMHYEH MEPHOA Ha NOYHBKA. 3a
M34YMCIIABAHE J03aTa Ha KaneuutabuH cboOpa3sHO C TenecHara NOBBLPXHOCT, BHkTe KpaTkara

XapaKTEepHCTHKA HA MPOAYKTA KaneluTabuH.

Hegpebroxnemvyen benodpoben pax
[Ipy NalMeHTH, KOUTO HE ca NoJJIaraHi 10 MOMEHTA HA XUMUOTEpallkd, NIPENOPbYHUTENIHATA CXeMa Ha

npwiaraHe e aouerakcen 75 mg/m? nocnensad He3aGaBHO OT LUCILIATHH 75 mg/m? B npoaB/IKEHUE
Ha 30-60 MMHYTH. 3a JIcHEeHHE CJ€J HEYCMEeX Ha MpEeaAXoAHa XHUMHOTEpalMsA, OCHOBABalla C€ Ha
fIaTHHA, PENOPBLYKTENHATA 1034 € 75 mg/m? KaTo MOHOTEparnu4.

Pax na npocmamama
Memacmamuuen, peaucmenmen Ha KACMpAyua paxk Ha npocmamama

[TpenopLuMTEaHATA 1034 Ha AoLieTakcen € 75 mg/m?. TIpeIHH30H HITH NPEHH3ONOH 5 Mg NepOpaTHO
J1Ba TbTH JIHEBHO CE Npu/ara HEMpeKbCHATO (BXK. TOUKa 5.1).

Memacmamuuen, xXopmMorOYysCmeumenen paxk Ha npocmamama
[TpenopruHTENHATA 1034 AOLETAaKCEN € 75 mg/m? Ha BeekH 3 ceMHLM 3a 6 uMKbaa. [IpenHu3oH i
MPEAHA30JIOH 5 Mg NMEepOopaHO ABa MHTU AHEBHO MOXE [1a CE MPUIAraT HEMPEKBCHATO.

Cmomauien a0eHOKapyuHom
[TpenopbunTenHaTa n03a gouerakces ¢ 75 mg/m? kato 1-yacoBa uHpy3us, nocnen
75 mg/m? karo 1- Ko 3- wacoBa uH(y3uda (K ABaTa caMo B AeH ), nocnensaHu

750 mg/m? AHEBHO, NPHIOXEH KaTo 24-4yacoBa HenpeKbecHaTa MHDY3Hs 33 5 AHH,
Kpas Ha HH(pY3IUATA C LIMCITIATHH. JIEYEHHETO ce MoBTapsa Ha BCEKU TPH CEIMHUIIN.




na TONMy4yaT MpeMENHKalMsA C AHTHEMETHLM M MOAXOAAlla XHApaTaluusA 33 NPHUIOKEHHETO HA
LHMCIUIATHH. 3a CHWKaBaHe Ha PUCKAa OT XEMaTONOrMyHa TOKCHYHOCT, TpAOBa na ce H3Mo/3Ba

npodunaktuano G-CSF (Bx. cruio Kopekiyu Ha a03aTa o BpeMe Ha JIEYCHHE).

Pax ng 2raea u wius
[TanmenTHTe TpAOBA [1a MMOJyYaT NpeMEIUKaLHsi ¢ aHTHEMETULM H NOAX0AALLA XHIpaTalus (npeay u

C/IEA NPIIAraHeTO Ha LMCIVIATHH), 32 CHWKABAHE HA PHCKA OT XE€MATOJIOTHYHA TOKCHYHOCT, Tpsabaa
na ce u3nonssa npopunaktuyHo G-CSF. BcuukH naumMeHTH B paMOTO Ha IOLIETAKCENT B IPOYYBaHUATA
TAX 323 u TAX 324, nonyuaBat aHTUOMOTHYHA NPOPHITAKTHKA.
e HHayKUMOHHA XMMHOTEpanus nocnensana ot spderepanus (TAX 323)
3a MHIYKUMOHHO JiEYEHWe Ha HHonepabWIeH JIOKAIHO HanpeaHal CKBaMO3HOK/ACTBYEH
kapuuHoM Ha rnapata v wusTa (SCCHN), npenopqumenﬁa'ra no3a aouetakcen € 75 mg/m? xato
|-4acoBa MH(BY3MA, NOC/IEABAH OT LMCILIATHH 75 mg/m? B pofb/DKEHHE Ha noseye oT 1 4ac, B
I€H MbPBH, MOCIEABaHH OT S-dyopoypauni 750 mg/m?® AHEBHO KaTO HerpekbCHaTa HHQY3us
3a mneT AHMA. Tasd cxeMa ce NpHiara Ha BeeKM 3 ceAMHLH 3a 4 uuibjia. Ciiel XUMHOTEpallKs,

nanyeHTHTe TPAORA [a NoJy4aT JibyeTeparus.

e HHAYKUMOHHA XMMHOTEpAnus nocnesaHa ot xumuonnuetepanusd (TAX 324)
3a MHAYKIMOHHO JIEYEHHE HA MALMEHTH C JIOKATHO HanpefHan (MPaKTHYECKH HEBb3MOXKHO
XHPYPrU4HO OTCTPaHABAHE, Manka BEpOATHOCT 32 XHPYPrHUYHO JIEUCHHE U C LI€N 3ana3BaHe Ha
opraHa) CKBaMO3HOK/IEThYEH KapLUKHOM Ha riasara ¥ muaTa (SCCHN), npenopbuKTenHaTa 1032
nouerakcen e 75 mg/m? kato 1-uacosa uHdy3us B AeH | nocnegsana ot muciatid 100 mg/m?

kaTo 30-MHHYTHa J0 3-4acoBa HH(Y3MA, NOCNEABAaHH OT S-bnyopoypaunn 1 000 mg/m? nHeBHO
KaTo npoasmkuTenda nHpys3us 3a 4 auu. Tasu cxeMa ce npuiara Ha BCEKH 3 CEAMHIM 3a 3

uKbia. Cnea XuMuoTepanus, naieHTHTe TpAOBA Ja Moiy4YaT XHMHOIbYETEpanus.

3a ajanTHpaHe Ha J03aTa Ha UMCIUIATHH M S-QuyopoypaLpJl, BWKTe CbOTBETHaTa Kparka
XapaKTEPUCTHKA HA NPOAYKTA.

Kopekuuy Ha AQ3aTa 10 BpeMe Ha JIEHCHHUE

Qbuwu
ToueTakcen Tpabpa Aa ce mpunara, Kkorato 6posaT Ha Heyrpodunute € >1 500 knerkw/mm’. Ilpn

NauWdeHTH, pasBuni (ebpuiana HeyTpomeHus, Opoit Ha Heytpodunurte <500 wierkw/mm’ B
NPOABIDKEHHE Ha IOBEYE OT €HA CeAMMLA, TEXKN WM KyMYJATUBHH KOXKHU PEaKLMH WIH TEXKKa
nepugpepHa HEBPOMATHA 0 BpEME Ha TEpanus ¢ AOLETaKces, 1o3aTa Ha AoLerakces TpAbBa Na ce
Hamaiu ot 100 mg/m? Ha 75 mg/m? w/unu ot 75 Ha 60 mg/m?. Ako MaUMEHTHT NPOABLIDKH 1a POABIBA
TE3U PeakLMH NpH 103a 60 mg/m? neueHuero ¢ nouerakcen TpsaGea Aa ce NpeyCTaHOBH.

Adrganmua mepanusi npu pak Ha 2epoamd

[Tepeuuna npodunakruka ¢ G-CSF Tpabea aa ce obcbau Npy MauKUeHTKH, NONyYaBaiyd JOLIETAKCE,
nokcopyouumH U uniodocpamun (TAC) anroBaHTHA Tepanud 3a pak Ha repaara. I1pH naumneHTkure,
pa3syBaBallly (HeOpwiHa HEYTPONEHMA W/WIM HEYTPOIIEHHYHA HMH@EKLMA, [03aTa HA JOLETaKcen
TpsaOBa na ce HaManu Ha 60 mg/m? BLB BCUYKM nocneasaliy LMKaM (BX. Toukd 4.4 u 4.8). [1pu
NalWEeHTKH, PAa3BWIH CTOMATHT 3-1a WK 4-Ta CTeneH, fo3ara Tpsadsa aa ce HamMany Ao 60 mg/m?.

B xombunayus ¢ yucnaamuy
INpyu nauuMeHTH ¢ MbpROHaYalHA A03a 75 mg/m? fouerakcen B KOMOHHALMA ¢ LIMCTUIATHH, Ha KOMTO
Hali-HUCKHUAT Gpoll Ha TpoMOOLMTHTE MO BpeME Ha MpPEAMIIHUA Kypc Ha tepanusa € oun < 25 000
IUIeTKW/mm?®, WM npd nauueHTH ¢ (GebpuiHa HEYTPOMEHHA, WM TIPY MAlUEHTH CHC CEPHQ3HA
HEXEMATOJIOTHYHA TOKCHYIIOCT, A03aTa Ha AOLIETAKCE B CReABalUTe LHKIM TpabBa 1z AT
65 mg/m?. 3a xopexkuus HA NO3aTa Ha UMCIUIATHH, BWKTE CboTBeTHAaTa KpaTka X: '/

MPOAYKTA. S




B xombunayua ¢ kaneyumabun
¢ 3a apanTMpaHe Ha Jo3aTa Ha KaneuuTabuH, Bkre Kparka XapakTepHCTMKAa Ha TPOAYKTa

KarneuuTradOuH.
o [Ipy MaLUEHTH, pa3BHBAILH TBPBU €MTU30J HA TOKCUIHOCT CreneH 2, KOUTO MepcUCTHPa B MOMEHTA
Ha CleJBallnd LMAKBI JIedeHUE ¢ AoLeTaKcen/KaneuuTabuH, OTIOXKETE UHKLIA O 3aTHXBaHe Ha

sBneHunaTa 10 cteneH 0-1 n npogbkere cbe 100% oT nepBOHavYaIHATaA A03a.

o [lpu nmauMEHTH, pa3BHBAIlM BTOPH €MM30J Ha TOKCHYHOCT CTeneH 2, wid MbPBU €MU30[ Ha
tokcHuHOCT CTeneH 3, Mo KOeTo M Ja € BpeMe OT TEpPANeBTHUHHA UKL, OTJIOXKETE JICUCHUETO 10
3ATHXBaHE Ha ABNEHKATA 20 cTeneH 0-1 ¥ NpoABLIDKETE JeUeHUeTo ¢ AoueTakces 535 mg/m2,

o [Ipu BCHYKH NMOCTIEOBAILM €NU30AH Ha TOKCHYHOCT, MK KAKBATO U Ja € [1pOfABa Ha TOKCHYHOCT OT

Ctened 4, npekpaTeTe JICYEHUETO ¢ JOLETAKCE.

3a MoaudHKaMM Ha Jo3aTa Ha TpacTy3ymad, BuwxkTe KpaTkaTa XapakTepHCTHKa Ha INPOAYKTa
TpacTy3ymabd.

B xombunayus ¢ yucnaamus u S-ghayopoypayui

AKO BB3HMKHE enu3od Ha ¢eOpunHa HeyTpoNeHHs, NPOABL/DKHTENIHA HEYTPONECHUA WIH
HeyTpoIneHHuHa MHObeKUHs Boipekd npuioxennero Ha G-CSF, no3ata Ha aouertakcen TpsabBa fa
6biae HamasieHa oT 75 Ha 60 mg/m?. Ako BB3HMKHAT NOCIEABAIM EMH30AW Ha YCIIOXKHEHa
HEYTPONEHUd, 103ara Ha Jouerakcen Tpsbea na 6bvae HamaseHa ot 60 Ha 45 mg/m?. B cnyyai Ha
TpombouuTonenus Ctenen 4, nozara Ha jolerakcen Tpabsa na 6bae Hamanena ot 75 Ha 60 mg/m?,
[TaupeHTUTEe Ha TpaAOBa Oa OBHAT MOAJAraHM Ha MMOCIASABAINM LUKIA ¢ JOLETAKCeN, A0KaTro
HeyTPOGHIINTE Ce BB3CTAHOBAT A0 HHBO > | 500 kieTku/mm’, a TpoMOOLMTHTE Ce BH3CTAHOBAT AC
Hueo > 100 000 xnerku/mm?, [IpeycTaHoBeTE NEUEHUEHO, aKO TE3NW TOKCHYHH PEeaKLMH NePCHCTUPAT

(BXK. TOuKa 4.4).

[IpenopBHHTENHO AJaNTHpaHe HA J034Ta NPH NAUUEHTH, JIEKYBaHH C JOLETAKCE] B KOMOUHALMA C
LMCIUIATHH U S-duiyopoypanun (S-FU):

‘ TOKCHUYHOCT ‘ _ KUPEHHHH Ha NO3ATA

Jnapus creneH 3 [TepBy enu3on: HamaneTe ao3ara Ha 5-FU ¢ 20%.
Bropu enx3oa: ciejl TOBA HamaseTe 103aTa Ha pouetakcen ¢ 20%.
Huapus crenex 4 [TbpBY enu3oa; HamaneTe 103aTa Ha gouerakcen u 5-FU ¢ 20%.

BTGEH eNN30/1; MPEeyCTAHOBETE JICUCHHUETO.

CromaTduT/Myko3uT | ITepBH enu3on: HamaneTte aosara Ha 5-FU ¢ 20%.
CTENEH 3 Bropu enuzoa; cnpere camo 5-FU BBB BCHUKH TOCJICABALUN HHKIIH.
TpeTu enusol: HamMaJleTe 403aTa Ha Aouetakcen ¢ 20%.
CtomaTut/Myko3ur | [1epBH enu3son: cnpere camo 5-FU BBB BCHUKR nmocnenBaid UHKIIH,
crerieH 4 Bropu enu3oi: HamalleTe no3ara Ha jouerakcen ¢ 20%.

3a kopexkuMs Ha /[03aTa Ha LMCIUVIaTHH M S-(uiyopoypaliiy, BHXTE ChoTBeTHara Kpatka
XapaKTepUCTHKA Ha NIPOJYKTHTE.

[Ipy ocHoBHUTe SCCHN H3nuTBaHHA, NauHEeHTH, KOHTO ¢a pPasBU/IM YCIOXKHEHA HECYTPONCHMA
(BKJIIOUMTENIHO MPOABL/DKHTEIHA HeyTponeHus, ¢(ebpunHa HeEyTponmeHMs, WM HHOEKINA), €
npenopbuaHa ynorpebata Ha G-CSF 3a ocurypsisane Ha npoduiakTHYHO MoKpHUTHe (Hanp. 6-15 aen)
BLB BCHYKH MOCIIEABALLM LUKIIH.

CneunaiHy NOMMyIaLHuH

Ilayuenmu ¢ ueprodpobiio yepescoane
B13 ocHOBa Ha hapMaKOKHHETHYHHTE NAHHH 3a qouerakces B ao3a 100 mg/m?2

areHT, NpH NallUeHTH ¢ OHOBPEMEHHO NoBUIlleHHe Ha TpancaMuHasure (ALT
mbTM ropHara rpaHuua Ha Hopmara (ITH) u ankanna ¢ocdaraza H
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MpenopbuuTeNHaTa A03a Ha Jouertakcen ¢ 75 mg/m? (Bx. Touku 4.4 1 5.2). TIpu nauueHTHTE CHe
cepyme 6umupy6un > I'TH w/vnn ALT u AST > 3,5 mutu I'TH 3aean0 ¢ ankansa ¢ocparasa > 6
meTH TTH, He MOXe Jia ce Tpenopbya peayKLUMs Ha 103aTa U JOLETaKceN He TpadBa Ja ce npuara,

OCBEH TPH CTPUKTHH NMOKa3aHu.
B komOuHauMs ¢ UHCILIATHH W S-payopoypalydn 3a JIeYeHHe Ha MNAlHCHTH CbC CTOMAILUCH

aNeHOKAPLIMHOM, OCHOBHOTO KAMHHYHO H3MMTBAHE € U3KMouMno naumenty ¢ ALT winu AST > 1,5
met I'TH, 3aeaHo ¢ ankanHa ¢ocdarasza > 2,5 nvtd I[TH 1 6unmupybun > 1 e I'TH; npu Tesn
MalHEHTH HE MOXeE Aa CE MPEnopbya PeAYKLUMUs Ha J03aTa M JAOLETakceN He TpAOBa Aa ce npunara,
OCBEH NP CTPUKTHM mokasaHud. Hama HanuuHa MHQOpMAlMA 32 MALMEHTH C 4EPHOAPOOHO
yBpeXAaHe, JIEKYBaHU ¢ AoLeTakcea B KOMOWHALKA MPpH APYTUTE [OKa3aHuUs.

[{eduampuuna nonyiayus
BezonacHocTTa M epuxacHocTTa Ha JloLekoH rpy HasohapHHIeaIeH KapliHHOM IpH Aelia Ha Bb3pacT

ot | Mecel 1o | 8 rogHHH Bee OLLE HE A YCTAHOBEHH.
Hama cboTBeTHO npunokeHue Ha JIOLEKOH B NEAWATpPHYHATA NMOMyMauMs 3a MoKasaHHMATa pak Ha

repAaTa, HeapeGHOKIEThYeH GenoapobeH pak, pak Ha MpOCTaTaTa, CTOMALICH KapLIKHOM M pak Ha
rnasata ¥ wHATa, 6e3 na ce Biomousar Tvn [l u Il no-manko audepeHudpaH HasodapHHreaneH

KapLHHOM.

Xopa 8 cmapyecka ¢b3pacm
B3 OCHOBA Ha MONMyJALHOHEH GapMaKOKMHETHUYEH aHANK3, HAMA ClIelHaNHH yKasaHus 3a ynorpeba

MpH Xopa B CTAPYECKa Bh3PacT.
B xomOWHauusa ¢ KaneuuTaOWH, NpH NMaiMeHTH Ha Bb3pacT 60 W nmoBe4ye roJMHH, C€ NpenopbyBa

HAMAIABAHE Ha HayajgHaTta Jo3a Ha kaneuurabuH Ha 73% (Bx. KpaTkata XapakTepuCTHKa Ha
NMpOAYKTA KaneuurabuH).

HaunH Ha OpuiaoxeHue
3a yKka3aHWA OTHOCHO NPUIOTBAHETO U NPUIIOKEHHETO Ha MPOJYKTa BUXKTE TOYKA 6.6.

4.3 IIpornBonoKasaHus

CBpbXYYBCTBHTETHOCT KbM AKTHBHOTO BELIECTBO MAH KbM HAKOE OT MOMOLIHHTE BELIECTBa,
n30poeHH B ToHKa 6.1.

[TauuenTH ¢ u3xoxeH 6poit Ha HeyTpoduaure < 1 500 kneTku/mm”,
[TaLHEHTH C TEXKKO YEPHOAPOOHO YBpEXKIAHE, IOPaay JIUIICA Ha JaHHHU (BXK. ToUkH 4.4 1 4.2).

IIpoTHBOMOKA3AHUATA 34 APYTH JieKapcTBa NpyU KOMOMHUpAHE ¢ JOLETaKCe) ChIO BAXKaT.

4.4 CnenuajHu NpeaynpexaeHus B OpeAnasHH MEPKH NpH ynorpeda

[Ipu pak Ha repmata 4 HexpebHokeThueH OenoApobeH pak, NMpeMEAHKaLMsA, CHCTOAINA CE OT
nepopajiieH KOPTHKOCTEPOH] KaTo HanpHMep AckcaMeTasoH 16 mg aHeBHO (Hanp. 8 mg nBa NBTH
IHEBHO) B NMPOAB/DKEHHME Ha 3 JHH C HAYaIO | JACH Npeau rnpruiaraHeTo Ha JOLETaKCe, OCBEH aKo He
€ NPOTHBOINOKAa3aHO, MOXE 1a HAMAaJIM YeCTOTaTa ¥ TEXKECTTa Ha 3aiphKKaTa Ha TEYHOCTH, KAKTO U Ha
TEXECTTA HAa peaklUMMTe Ha CBpbXuyBCTBUTENHOCT. [Ipr pak Ha npocrarata, NpeMEAHKaUUATA €
nepopaneH AekcamerasoH 8 mg, 12 yaca, 3 yaca u 1 yac npeay HHPY3UATA HA JOLETAKCET (BXK. TOYKA

4.2).

XeMaToIorus

HeyrponeHusTa € Hali-yecTaTa HexenaHa JIeKapCTBEHA peaKlMd Ha JOLICTaKCell.
Ha HeYTpOGWINTE CE ABABAT NMPHU MeaKaHa 7 XHH, HO TO3H MEPHOA MOXKE Jia € Mo-
arpecHBHa npeaxoaHa Ttepanus. [Ipy BCHYKK NMalMEHTH, ToMy4yaBamiy JOUCT
M3BLPIIBA YECTO MNpOCHEABAHE HAa NbJIHATA KpbBHa KapTvHa. IlaupeHTHTE
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clIe/iBall KypC € JOLETAKCES KOraTo HEYTPO(HUITHTE Ce BB3CTaHOBAT 10 HMBO 2> 1 500 KieTknw/mm? (BXx.
TOYyKa 4.2).

B cnyuait Ha Texka HeyTponenus (< 500 kneTkw/mm?® B IPOAL/DKEHHE HA 7 WK NOBeYe JIHH) B X012
HAa TepanuaTa ¢ JOLEeTaKcesl, ce Mpenopbusa HaMalsBaHe Ha [103aTa MpH CIEABALIMTE KypCOBE Ha
feyeHne WK NpeiNnpHEMaHe Ha MOAXOAALLM CHMITTOMATHYHH MEPKH (BX. TouKa 4.2).

[IpM MaLMEHTH, JEKYBAaHHU C JOLETaKcen B KOMOMHALMA ¢ LMCIIaTHH ¥ S-Gnyopoypaunn (TCF),
bebpiiHa HEYTPOTICHHA W HEYTpONEeHHYHa HHPEKLINA ¢a Bb3HUKBAIM NO-PAAKO, KOraTo NallHEHTHTE
ca nonyuasaid npopunaktuuno G-CSF. Iaumentute, nekypand ¢ TCF Tpabsa na mony4asar
npobunaktuyHo G-CSF 3a cHkaBane Ha pPHCKAa OT YCIOXKHEHa HeyTponenus (pebpuina
HEYTPOIEHHA, INIPOABL/DKMTENIHA HEYTPONEHHR WIH HEYTpOleHMYHa uHpekuusa). llanueHTHTe,
nexysany ¢ TCF TpaGea na 6vaar crporo HabonasaHy (Bx. TOUKH 4.2 1 4.8).

CToMaluHO-YPEBHH PEAKLIHH

[Ipenopsusa ce NOBHIIEHO BHUMAHHE NPH NAIMEHTH C HEYTPONIEHHs, 0COOEHO MPH PUCK OT Pa3sBHTHE
Ha CTOMAUIHO-YPEBHH YCJIOKHEHUS. Brnpeky ye mo-ronsgMara 4acT OT CIyMauTe ca HacTBhITWIK IO
BpeMeE Ha [TbPBHA HIH BTOPHs LMK/ HA CXEMaTa, ChABPKAILA JOLETAKCEIT, CHTEPOKOIHT MOXKE J1a Ce
pa3sBHe 110 BCAKO BpPEME M MOXKeE 1a JIOBeJie A0 CMBPT OLE Ha MbPBHA AeH OT nosgsara. [lanuenTure
TpsbBa Aa ce HaGnoaaBaT BHHMATENHO 32 PAHHH NMPOSBH HA CEPHO3HA CTOMALIHO-YPEBHA TOKCHYHOCT

(Bx. ToukH 4.2, 4.4 Xematosnorus v 4.8).

PeaklMH Ha CBPHXYYBCTBUTENTHOCT

[lauuwenture TpaOBa Aa Obgar mnoj  HENoOCpeACTBEHO HaOMoZeHHME 338  peakilid  Ha
CBPBXUYBCTBUTENHOCT, 0co0EHO MO Bpeme Ha NbpBATA M BTOpaTa HMH(QY3ud. Peakuuure Ha
CBPBXYYBCTBHTENIHOCT MOraT Aa C€ MPOABAT B PAMKMTE Ha HAKONKO MHHYTH Cli€]l 3all04BaHE Ha
HHQY3HATA ¢ AOLIETAKCEN, MOpaAH KOeTo € HeoOXoA¥MO HaNHYHETO Ha o0OpyABaHe 3a JIEUEHHE Ha
XUITOTOHHUS W OpOHXOCHa3bM. AKO ¢ IOSBAT PeakUMH Ha CBPBLXUYBCTBHTEAHOCT, HE3HAYUTEIHHTE
CUMITTOMH KATO 3a4YepBABaHE WJIM JIOKATHH KOXKHH pEaKLM{ HE HanaraTr NpeKbCBaHe Ha TepanuiaTa.
TesxkuTe peakiuy obaue, KaTo TEKKA XUIIOTOHHUR, OPOHXOCNAZBM WM reHepain3npan oOpuB/epuTeM,
Hanarat He3a0aBHO MpeKpaTABaHe HA TepanuATa ¢ JAOLETAKCen M NOAXOAAINo JeueHHe. [lanuentrure
Pa3BHIM TEXKHU PEaKLUWH Ha CBPBXYYBCTBUTE/IHOCT He TpAOBaA Ja ObaaT nojuiaraHd Ha HOB KOHTAKT ¢
nouerakcen. IlanpeHTUTe, KOUTO Npear TOBA Ca MMAJIM PEAKLHAd HA CBPBXYYBCTBHTEJIHOCT KBM
nakJIMTaKcesn, MoraT Aa 6baT M3I0KEHH Ha PUCK OT pa3BUTHE Ha peaKLusA Ha CBPBXYYBCTBHTEIHOCT
KbM JOLETAKCEN, BKIHOUHTETHO [T0-TEXKA peaKlidA Ha CBPEX4YYBCTBUTENIHOCT. Te3U nauueHTy Tpabpa

aa 6paat HabMoOAaBaHH BHUMATEITHO MPH 3aMo4BaHe Ha JICUCHHETO ¢ JOLIETAKCEN.

KoxHH peaklMy

HaGnionasanu ca JoKanu3MpaH €puTEM MO KOXKATa Ha KpaWHUUUTEe ([UIaHHMTE W XOAWJIaTa) ¢ OTOK
nocieBaHK oT AeckBaMauua. MMa crobiieHns 3a TEKKU CUMNTOMH KATO €pYILMH NOCIEABaHU OT

ACCKBaMaLua, KOUTO BOIOAT OO0 NMTPCKBCBAHE HIIH NMPEKPATABRAHEC HA JICUCHHETO C AOHECTAKCCII (BH{. TOHKA
4.2).

CpollaBany ca TeXXKH KOXXKHKM HexcenaHH peakudH (Severe Cutaneous Adverse Reactions, SCARSs)
kaTo cuHAapom Ha Stevens-Johnson (SIS), toxcuuna enmpepmanna Hekponusa (TEN) u octpa
reHepajM3MpaHa ekzaHTemarosHa nycrynosa (Acute Generalized Exanthematous Pustulosis, AGEP)

Npy JieueHHETo C gouerakcen. [lauuenture Tpabsa aa ObAaT UHQOPMHPAHH 3a NPHIHALUUTE H

e
CHMIITOMHTE Ha CEPHO3HH KOXKHU MPOABH H Ja ce HabmoaBaT BHUMATENHO, AKO ce /-, . W =r.
H CUMIITOMH, MPpEANoaraiiyd Te3H peakiuuu, TpadBa na ce OOMHCIH NpeKpaTaBg §_ﬂ"

AOLUCTAKCCII.




JagppxaHe HA TEYHOCTH

[TaUMEHTHTE C TEXKKA 33]PHKK2a Ha TEHHOCTH KATO HalpUMeEp MJIEBPAJICH U3NIHUB, NEPUKAPICH H3JIUB U
acLUT TpaOBa Ja 6bAat cTporo HabJIIOdaBaHH,

PecnupaTopHH HapyIIeHHA
Cho611aBa ce 3a OCTHP PECITHPATOPEH AMCTPEC CHHAPOM, HHTEPCTHLIMAIHA ITHEBMOHHS/ TIHEBMOHHUT,

uHTEpcTHLHANHa GenoapobHa Gonect, 6enoapobra ¢pubposa U AuUXaTeNHa HEAOCTATHYHOCT, KOMTO
MOJKE [1a Ca CBBp3aHU ¢ daTalieH u3xoa. Mma crobiueHuns 3a ciyvay Ha paAualiMOHEH MHEBMOHUT NPH
MalLUEeHTH, MONYYaBallid CHIILTCTRALLA JIbYETEPAH.

AKO C€ pa3BHAT HOBM WIM ce BiowaT 6GenoJpoOHHUTE CHMINTOMHM, MNALMEHTHTE TpAORa nma ce
HabnIOAaBaT BHMMATENHO, [1a ce W3cieaBar He3abaBHo U [1a ce iekyBaT noaxoasuio. Jlo nocraesase Ha
[HarHO3a ce [MpernopLYBa MPEKbCBAHE Ha TepanuATa ¢ jJolerakcen. PaHHOTO npuiaraHe Ha
MOAABPKALIA MEPKH MOXE J1a MOMOTHE 3a nogobpsaBaHe Ha CbCTOSHUETO. TpsaOBa BHUMATEHO Ja ce

QUCHH non3ara oT Bb300HOBABAHE HA JICUEHHUET(C ¢ JOLIETAKCEI.

ITalMeHTH ¢ YepHOAPOOHO YBpPEXKIaHE

ITpu nauMeHTH, JIEKYBaHH ¢ JoleTakcen B fo3a 100 mg/m? kaTo caMOCTOATENEH areHT, KOUTO UMaT
cepyMHH HHBa Ha TpaHcaMuHasute (ALT w/unu AST) Haa 1,5 net I'TH eaHoBpeMEHHO ChC CepyMHH
HUBA Ha aJKaJiHaTa Qocparaza Haa 2,5 et I TH, € Hannle no-BHCOK PHCK OT pasBUTHE Ha TEXKH
HeXeMaHW peaklMd KaTo HanpuMep CMBPT OT HHTOKCHKALH#, BKIIOYHTEJHO CENCUC H
racTPOMHTECTHHAJIEH KPHBOHM3/IMB, KOHTO Moxe JAa Owae dartaneH, ¢eOpunHa HeyrporneHus,
HHpEKUWH, TPOMOOLIMTONEHHS, CTOMAaTHT M acTeHud. ETo 3amo, npenopnpuuTenHaTa 03a Ha
AOLETAKCEN MNpH MALMEHTHTE ¢ [MOBHMIEHH CTOHHOCTH Ha (YHKUHOHAIHHTE YepHOApOOHH
uzcnensanus (OUYH) e 75 mg/m? u @UU Tpabea aa ce M3BBPIIBAT [IpeH HAYaJIOTO HA JIEYEHHETO U
pe/n BCEKH HUKBI (BXkK. Touka 4.2).

[Tpu nauueHTHTE ¢ HUBAa Ha cepymeH Oummpybun > I'TH wuan ALT m AST > 3,5 memu ITH,
eHOBPEMEHHO C HMBa Ha cepyMHa ankanHa docdarasa > 6 nvtu I'TH, He Moxe aa ce npenopbya
penyKIHUs Ha 103aTa i JoLieTakcen He TpsaOBa Ra ce Npuiiara, OCBEH NpH CTPUKTHH MOKa3aHHA.

B koMOuHauMsa ¢ LUKCIUIATHH W S-QuyopoypalMsl 3a JICYEHHE HA NAlMEHTH CBC CTOMAILEH
aJleHOKAPLMHOM, OCHOBHOTO K/IMHHYHO M3MUTBaHe € M3kiIrounno naudentd ¢ ALT w/umm AST > 1,5
mbTy [TH 1 ¢ ankanHa ¢ocdaraza > 2,5 nbtd [TH v 6unupyoun > | et I'TH; npu Tesn nanMeHTH
He MOJKE [a Ce Mpenopbya peAYKUMA Ha 03aTa M AoLeTakces He Tpabdsa fa ce npunara, OCBeH IMpy
CTPHKTHH Noka3zaHud. HiMa faHHM 3a NMalMeHTH ¢ YepHOApOOHO YBpexaaHe, IEKyBaHH C JOLETaKCEN
B KOMOHWHAaLNA NPy APYTUTE NOKa3aHHUA,

[lanuenTy ¢ OpOpPEUHO YBPEXKAAHE

Hsama naHHM 3a MalMEeHTH ¢ TEXKKO YBpecHa 0b0peuHa GpyHKLMS, IEKYBaHH C JOLIETAKCET,

Hepana cucTema

PasBuTHeTO Ha TeXKa NeprdepHa HEBPOTOKCUYHOCT Hajlara HaMangBaHe Ha A03aTa (Bx. Touka 4.2).

KapanoTOKCHYHOCT

[Ipy maupeHTH, noMy4aBal4 gouerakcen B komOuHaLMs ¢ TpacTy3ymab e HabmogasaHa cbhpaeyHa
HEJOCTATLYHOCT, 0CODEHO cilel XMMHOTepanHs BKIIOYBALLA AHTPAUMKIHH (JOKCOPYOHLIMH WIH

enupyOHLMH). Ta Moxe aa 6bae yMepeHa 0 TexKa U € CBbp3aHa Che :.—.---r-h QUKa

4.8).
Korato naumeHTHTe Ca KaHAWATH 3a JIEYEHME ¢ AOLeTaKce B KOMOHHALHA C TP}
na 6bLaT 1oANOKEHH Ha MbPBOHAUYAIHA KApAMWOAOrHMYHa OLeHKa, Cnea ToBa,/f
cbpAevHaTa QYHKIUMS TpaOBa Aa ce npocieassa (Hanp. Ha BCEKH 3 Mecela) ¢ [
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NALMEHTH, KOUTO BHXa MOTJIM J1a pasBUST ChpAeyHa AUchYHKUMA. 3a nopeue NOAPOOHOCTH, BHXTE
KpaTkaTa XapakT€pUMCTHKA Ha MPOAYKTa TpacTy3ymab.

Uma chobllueHus 3a KaMEpHA apHTMH, BKIIFOYHTENHO KaMepHa TaxHKapAus (NOHAKOra ¢ JNieTajleH
U3X0[1) MPH NALMEHTH, JIEKYBaHH ¢ AoLeTaKce] B KOMOMHHUPaHH CXeMH, BKIIIOUYBALIM JOKCOPYOHUMH,
5-¢nyopoypaunt u/unu uukinodocpamua (Bx. Touka 4.8).

[IpenopbuBa ce OLEHKA Ha ChpAeYHATa QYHKIMA Npey 3aM04BaHe HA JICYCHHUETO.

HapylieHHd Ha o4HTE

Hma croblienud 3a kucronaeH makyieH eaem (KME) npd naipeHTH, neKyBaHH ¢ AOLETaKCET,
[TanpeHTHTE C HAPYLIEHO 3peHHe TpaOBa He3abasHO a 6BAaT NOMIOKEHHN HA IThJIEH OPTaIMOJIOrHYEH
npernex. B cnyuait, ye ce auarnoctruupa KME, nedenunero ¢ nouerakcen Tpsabea Aa ce NpexpaTy H

[a ce 3aroYHe NOAXOAAIO ieyeHue (Bx. Touka 4.8).

BTopuuHa mossa Ha MbPBUYHH 310Ka4eCTBEHY 3a0019BaHKS

Mma choBLIEHHS 32 BTOPHYHA NMOABA HA MbPBHYHM 3/T0KAUECTBECHH 3a00/iABaHuUs, KOTaTO AOLETAKCEN
e mpwiaraH B KOMOHHALlMA C NpPOTHBOPAKOBH JICHEHHS, 32 KOMTO € M3BECTHO Y€ Ca CBBP3aHH C
BTOpUYHA [MOABAa Ha NbPBUYHH 3MoKavecTBeHH 3a0ondBaHMsa, BropuyHa noABa Ha NBPBHYHH
3710Ka4ecTBEHU 3abongpaHusd (BKIIOUUTENIHO OCTpa MHENOMIHA JICBKEMHSA, MHENOJMCIUIACTHYCH
CHHAPOM H HEXOKKHHOB JMM(pOM) MOXKE J1a HACTBIIH HAKOJIKO Mecelia WIH FOIMHU Clie/l Tepanus,
chappKaw@a aouerakcen. Ilauuenture TpaGea jJa 6baaT HabmionaBaHW 3a BTOpHYHA MMOABA HA

TbPBHYHH 3JTOKaYECTBEHH 3a001aBaHuA (BxK. To4Ka 4.8).

CvHADOM Ha TYMOpPEH pasnaf

CrobiiaBa ce 3a CMHAPOM Ha TYMOPEH pasraj [pH JICUSHHE ¢ JOLETaKCEN Clell MbPBHS WIH BTOPUA
LMKBI (BXK. Touka 4.8). [TauueHTHTE, HINOKEHK Ha PUCK OT CHHIPOM HAa TyMOpeH pasnajn (Hanp. ¢
6L6pedHO YBpEXAaHE, XMIIEpPYPHKEMHUA, IoNsaM TyMop, 6bp3a nporpecus), Tpabsa aa ce HabnoaaBaT
BHUMATEAHO. [Ipeau 3anoyBaHe Ha JICYEHUETO €€ MpEenopbyBa KOPEKIMA Ha JAeXHApaTaluATa W

JIeYyeHHE Ha BUCOKHUTC HHUBA HA INMHUKOYHA4 KUCCITHHA.

ﬂgym

XKenurte ¢ nerepoleH noreHudan Tpsbea na npunarar KOHTPaUENTHBHH MEPKH N0 BPEME Ha HU B
NpOAL/DKEHHE Ha ABAa MECELa Clie/l NPEKPaTABaHe Ha JIeYyeHHeTo ¢ aolerakces. Mbxere Tpabsa aa
NpUJIaraT KOHTPALENTHBHY MEPKH 110 BpEME Ha Y B NIPOJAbJLKEHHE Ha 4 MeceLa clie/] IpEeKpaTABaHe Ha
JleueHUETO ¢ Jonetakcen (BK. Touka 4.6).

EnHospemeHHarta ynorpeba Ha jouerakcen ¢ MOLLHY HHxubuTopy Ha CYP3 A4 (Hanp. kerokoHason,
UTPaKOHA30/, KI2PUTPOMULMH, WHAMRABHUP, HE(PA30IOH, HEI(PHHABUD, PUTOHABHpP, CakKBHHABHD,
TEJIMTPOMMIIMH M BOPHKOHa30M) TpsabBa aa ce u3bsarsa (BK. Touka 4.5).

HompAHHTENHH NMpeana3dd MEPKH Npy yiioTpeba Npy aJloBAHTHO JIEUEHWE HA paK Ha ThpAaTa

Yenoocnena neymponenus
[Tpr nauMeHTKH, PasBUIM YCJIOKHEHAa HeyTpOMneHHMs (NpOAB/DKHMTENHA HEYTPOIieHHA, (eOpriHa
HEYTpONneHus WiM HHbekuus), Tpabea na ce obmucnu npunaraHero Ha G-CSF W HamanssaHe Ha

nosara (Bx. Touka 4.2).

Cmomauino-ypesHy peaKxyuy
CUMIITOMH KATO PaHHH KOpPEMHH OONKM MAM HYBCTBHTENHOCT, Qedpunure

HeyTpomneHus, Morat Jia 6b4aT paHHU NPOSBH HA TEXKa CTOMAlIIHO-YPEBHA T
OBJaT OLIEHEHH U JIEKyBaHH He3a0aBHO.
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3acmoina cvpoeyna nedocmamvyunocm (3CH)
[TauuenTture Tpsbea na 6baaT HaONKOJaBaHH 32 CHMIITOMH HA 3aCTOMHA ChpAeYHA HEAOCTATBYHOCT 1O

BpeMe Ha JIEYEHHUETO U B XO/a Ha 1IepHoaa Ha npocieassane. [1pu nauyenTy, JEKyBaHH CbC CXemara
TAC 3a pak Ha rbpAaTa CbC 3aciraHe Ha JIMMQHHTE BH3/IH € YCTAHOBEH I10-BUCOK PHCK OT 3CH no

BpeMe Ha [TLPBATa FOJMHA cliefl JICYEHHETO (BXK. ToukH 4.8 1 5.1).

Hayuenmu ¢ 4+ Aum@pHu 63U
Toi KaTo Mos3aTa, HAGNIOAABAHA [TPH NALMEHTH ¢ 4+ TUM(PHH Bb3JIH HE € CTATUCTHYECKH 3HAYHMa IO

OTHOIIEHHEe Ha npexubsemoctta Oe3 3abonssane (DFS) u ofmara mnpexusseMmoct (OB),
NONOKUTENHOTO ChOTHOILEHME ron3a/puck 3a TAC npu naumeHTH ¢ 4+ nMMEHH BB3JIH HE € HAMBIHO
[0Ka3aHO NNPY OKOHYATEeNHMA aHanu3 (Bxk. Toyxa 3.1).

Cmapuecka ep3pacm

IIpedynpexcoenun 3a ynompeba npu adl06AHMHO IEYEHUE HA PAK HA 2bpoama
WMa orpanuyeny JaHHH 3a NaLpieHTH Ha BB3pacT > 70 roqMHn OTHOCHO ynoTpebara Ha JjoLeTaKces! B

KOMOHHALHA ¢ JOKCOPYOHLIMH U uukIohochaMu.

IpedynpescOenun 3a ynompeba npu pe3ucmenmen Ha KACMpayus pax va npocmamama

[Tpu npoyuBaHe BLPXY pak Ha mpocTarara npd 333 malHeHTH, NEKyBaHM C IOLIETAKCENl HA BCEKHM 3
ceqmuuy, 209 malMeHTH ca 6UnM Ha BB3pacT 65 UNH NoBede roAuHu U 68 nauueHTH ca GWiH Ha
BB3PACT Haj 75 roAuHu. [IpH nmauueHTuTe, JJeKyBaHH ¢ ROLIETAKCE HA BCEKH 3 CEAMHLM, YecToTaTa
Ha CBBP3AHUTE C ICUEHHETO MPOMEHH B HOKTHTE € O1na > 10% no-BucoKa npH MalMeHTUTE Ha BB3pacT
65 1 noseye rOAMHH, B CPABHEHHE ¢ MO-MIaANTE NaLMEHTH. YecToTara Ha CBbP3AHHTE C NEUCHUETO
GeOpHINTET, AMAPHSA, AHOPEKCHS W mepudeper efeMm e buna 2 10% no-eucoka NnpH naLyeHTHTE Ha
BB3pACT 75 U MoBeUe rOAMHM B CPaBHEHHE C TE3M NMOJ 65 rOIMHH.

Ipedynpescoenun 3a ynompeba npu XOpMoHONYeCmeumenen pak Ha npocmamama

Ot 545-tre nNauMeHTH, JEKYBAaHM C JOLIETAKCEN HAa BCEKH 3 CEAMHULH B IMPOYYBAHETO MNpPH
XOPMOHOUYBCTBUTENEH pak Ha npocratata (STAMPEDE), 296 mauveHTH ca Owin Ha BB3pacT 65
rogMHY WIM NoBeue, a 48 nauveHTH ca OBy Ha Bu3pacT 75 roguuu win roseue. lloseue manmeHTH
Ha BB3PACT 265 rofMHU B paMOTO 1ia JOLIETaKCEN CbODILARAT 3a pEaKitus Ha CBPBXUYYBCTBHTEIIHOCT,
HEYTPOINEHHUS, aHEMUS, 3aJbp)KaHe Ha TEYHOCTH, AMCIIHEs H NMPOMEHH B HOKTHUTE, B CPABHECHME C
MaUMeHTUTE Ha Bh3pacT NoA 65 roaunu. Huro eqHO oT Te3u yBenuueHus B yectoTara He Aoctrra 10%
pa3idKa ¢ KOHTPOJIHOTO paMo. [Ipn mauueHTH Ha 75 WIH NOBE€Ye MOAMHH, HEYTPOMNECHMUA, aHEMHKI,
ANapus, IUcTHes U HHGEKUMA Ha FOPHUTE AMXATENHM MbTHILA ce ChOOIaBaT ¢ MO-BUCOKA 4eCTOTa

(noHe 10% no-BUCOKA), B CpaBHEHHE C MO-MNAHH MaLHEHTH.

ITpedynpexcoenus 3a ynompeba npu cmomauuer A0eHOKAPYUHOM

Ot 300 (221 nauuentu BuB ¢asza III wacrra oT npoyuBaHero U 79 nauueHTH BBB ¢a3a II wacTra)
MAUMEHTH, TEKYBAHHM C JIOLIeTaKCell B KOMOUHALIKSA ¢ LMCIUIATHH K 5-(uiyopoypaluil [IPU NPOYUYBAHETO
33 CTOMALIEH paK, 74 ca OMIK Ha BB3pacT 65 WM noBeye roguHU 1 4 nNalMeHTH ca OMNIK Ha Bb3PacT
75 win nopeye roguHy. YectoTara Ha CEPUHO3IHUTE HEXeNIaHW CbOUTUS € Ouna 1no-BUCOKa MPH XOpa B
CTapuecka Bb3PacT B CPABHEHHE C MO-MIaAWTe MAaUUCHTH. CleHUTE HeXeNnaHH CbONTHA (BCHUKH
CTENEHH): NETapPTuf, CTOMAaTHT, HEYTpPONeHHYHa HHpEKLUHA ca BBLIHUKHAIM ¢ udectoTa = 10% mno-
BUCOKa NpH MalIMEHTHTE HA Bb3PacT 65 WIM MOREYE MOJANHHK B CPaBHEHHE C MO-MJIAAWTE MALUSHTH.
Xopara B cTapyecka Bb3pacT, Jiekyeauu ¢ TCF Tpabsa aa 6baat cTtporo Hab/0JaBaHH.

IIoMOLIIHH BellecTBa

To3u nekapcTBeH Npoaykr cbabpxka 50 06.% eranon (ankoxon), T.€. 1o 1580 mg (2
dbnakoH, ekeuBasieHTHH Ha 40 ml Gupa uau 16 ml BuHo.
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Bpened 3a xopa, cTpaalllid OT alnKOXOJIH3IbM.
TpabBa aa ce nMa Npeasu IpH GpeMCHHH WK KLPMELLIH JXKEHH, Iella H BHCOKOPHCKOBH IPYIIH, K&TO

NAaLUEHTH ¢ YepHOAPoOHO 3abonaBane HIH SIMHICNCHUA.

TpabBa Oa ce UMaT NpeABU) BLIMOXKHUTE €PEKTH BbPXY LIEHTpa/lHaTa HEPBHA CUCTEMA.

4.5 BiaumopeiicTBHE ¢ APYry JeKApPCTBEHH NPOAYKTH H ApPYrd ¢OpMH HA B3aUMOACHCTBHE

KojnnuecTBOTO anKoXon B TO3M JIEKAPCTBEH NPOAYKT MOXKE Ja NMPOMEHHM ACHCTBHUETO HA OPYrH
JIEKapCTBEHH TMTPOOYKTH.

In vitro npoyuBaHHATa ca foKasajii, 4e MeTaGo/H3MBT Ha JOLETaKCcen MOXe Ja C¢ NPOMEHH IpH
eJHOBPEMEHHO MpHJIAraHe Ha BELIECTBA, KOUTO MHAYLMPAT, MHXMOUPAT WM C€ MeTaOOIU3HpaT OT
(Mopaji KOETO MOTAT KOHKYPEHTHO fa UHXHOMpaT eH3HMuTe) LuToXpoM P450-3A kato Hanpumep
LUMKJIOCNOPHH, KETOKOHA30/1 H epUTpOMULMH, [Topany ToBa, Mpy NeyeHue Ha NMalUeHTH, NT0JTyYaBallH
e(HOBPEMEHHO TE3H JIEKAPCTBEHH MPOLYKTH TpsAGBA 1a Ce MPOABSABA MOBHUIIEHO BHUMAHHE, ThH KaTo
e HaJIuLIe NOTeHLMaN 3a 3HaYUMO B3aHMOACHCTBHE.

B cayuait na koMOuHauma ¢ CYP3A4 uHxuOUTOpH, NosBaTa HA HEXKENAHU peakUWH Ha JOLETAKCE
MOXKE 1a C€ YBEJIMYM B PE3yNTaT Ha HamaieH MeTabomu3bM. AKO eIHOBpeMeHHaTta ynorpeba Ha
moreH MHxuobutop Ha CYP3A4 (Hanp. KeTOKOHa30JI, ITPAKOHA30J, KIAPHTPOMHUIIMH, WHHAVWHABHD,
Hebaszoa0H, HeNBHHABHP, PUTOHABHP, CAKBHHABUD, TENHTPOMHLIMH H BOPUKOHA30JT) HE MOXE J1a ce
n3berde, € HeOOXOAUMO BHUMATETHO KIMHHYHO NTPOCNeAsBaHe H MOXE Ja € NOAXOAAII0 KOPUTHpaHe
Ha 03aTa Ha JIOLIETAKCE 10 BPEME Ha JeueHUeTo ¢ MowueH nHxubutop Ha CYP3A4 (Bx. Touka 4.4).
[Ipy bapMaKOKMHETHYHO NPOYYBAHE C 7 MALMEHTH, €AHOBPEMEHHOTO NPU/IOKEHHE HA AOLIETAKCEN C
mMoiHuA MHXUOHUTOp Ha CYP3A4 KeTOKOHA30J BOAM [0 3HAYMTEIHO HaMajleHHE Ha KJIHPBHCA Ha
pouerakces ¢ 49%.

dapmakoKHHETHKATA Ha JOLETAKCEN B PHCHCTBHETO HA NMPEAHH30H € U3C/IelBaHa NpH IMALMEHTH C
MeTacTaTHYeH paK Ha mpocrararta. Jotlerakcen ce merabonusupa ot CYP3A4, a 3a NpeIHH30H €
uspecTHO, ye MHAyuupa CYP3A4. He e HaOnmoaaBaH CTaTUCTHUECKH 3HAUMM e(EeKT Ha NMPEAHU3OH

BbpXY (hapMaKOKWHETHUKATA Ha AOLIETAKCEN.

Jlouerakcen ce CBbP3Ba BbB BUCOKA CTEMNEH ¢ NPOTEHHUTE (> 95%). Bripek# e eBEHTYaHUTE iR VIVO
B3AMMOJCUCTBHA Ha JOLIETAaKCEN ¢ €IHOBPEMEHHO NpUNaraHd JICKapCTBCHHW MNpPOAYKTH He ca
opHUHATHO H3CNEABAHM, in Vifro B3aUMOJICHCTBHATA CHC CBBP3AHHTEC BBB BHCOKA CTEIEH C
MPOTEMHHUTE CPEACTBA KATO EPHTPOMHLIMH, TUdEHXHAPAMHH, PONPAHONOI, NponadeHoH, PEHUTOUH,
CATMLIMJIATH, CyN(daMeTOKCa30/1 U HATPHER BaJINpPOAT, HE NMOBIMUABAT CBbP3BAHETO Ha JIOLICTAKCEN C
nporedHuTe. OCBEH TOBA, NE€KCAMETa30H HE MOBJHABA CBBP3BAHETO Ha AOLETAKCEN C NMPOTCHHMTE,

Houerakcen He MOBIMABA CBbP3BAHETO HA JUTHTOKCHH.

dapMakOKHHETHKATa Ha JIolieTaKcen, AOKCOpPYOMILMH M HuknogochaMua He C€ MOBIMABA OT
eHOBPEMEHHOTO WM npuwioxeHne. OrpaHHYeHH [AaHHH OT €IHO HEKOHTPOIMPAHO Mpoy4BaHe
HOMYCKAT B3aUMOJeHCTBHE Mexay aouerakcen W kapboruiatuH. [Ipy KoMOHHHpaHe ¢ AOLETaKCel,
KIMPBHCBT Ha kapOoruiatuH e ¢ okono 50% no-BHCOK OT CTOWHOCTHTE, CROOIEHH NTPe/Id TOBA MPU

MOHOTEpAIInA C KﬂpﬁGHHHTHH.

4.6 PepruauteT, 6PEMEHHOCT H KbpMeEHe

JKeHu ¢ aerepoleH MOTEHLMA / KOHTPAIeNLUUA NPH MBKE U KEHH

XeHure ¢ neTepo/ieH roTeHUMAN U MBXKETe, MOTy4aBally JoLeTakcesn, TpabBa aa
u3barsat 3abpemeHsABaHe, fa He Cb3JgaBarT AcUa U He3adaBHO aa YBEHOMAT
He3abaBHO, aKo TOBA Ce ClIY4H.
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ITopazay reHOTOKCHYHUSA PUCK OT ROLIETAKCE (BXK. TOUKA 5.3), )KEHUTE C AETEPOACH NOTCHLHAT TpsaOBa
f1a U3MI0/3BAT eeKTHBEH METOJL Ha KOHTpALEeNUus 1O BPEMe Ha JIEYCHHETO U B MPOAB/LKCHHE Ha 2
MEceLa CIeq NPEKPaTABAHE HA JICYEHUETO C AoueTakcen. Mbxere Tpabsa na u3non3par epexruBeH
METO/A Ha KOHTPALECHLHS 110 BpEME Ha JIEYEHUETO W B NPOAL/DKEHHE Ha 4 MeceLa Clle]] NPeKpaTABaHe

Ha JIe4eHHETO € AOICTAKCEII.

bpemMernHOCT

Hsama uHbopMaLus oTHocHO ynortpefara Ha moueraxcen nmpu GpeMenHM >keHH. JlokasaHo e, 46
[oLeTaKceN € eMOPHOTOKCHYEH M QETOTOKCHUEH NPH 3aiLM U IUTbx0Be. KakTo ¥ IpyrH HHTOTOKCHYHH
JIEKaPCTBEHH NPOIYKTH, TAKa W AOLIETAKCE/l MOXKE J1a MPEIM3BHKA yBpexaHe Ha deTyca, KOraTo ce
npunara Ha OpemeHHM xeHu. [Topaau Tosa, Aouerakcen He TpAOBa jJa c€ M3NOJ3BA MO BPEME Ha
6peMEeHHOCT, OCBEH aKO He € H3PHYHO MOKa3aH.

KtpMeHe
TloueTakcen e TUNO¢UITHO BEILIECTBO, HO HE € H3BECTHO AANH CE EKCKPETHPA B KbpMAaTa.
Cnefl0BaTENHO, TIOpaay MOTEHLMANA 32 HEXENaHA PeakLWM NpH KbpMayeTa, KbpMEHeTO TpAOBa aa ce

MpeyCcTaHOBH I10 BpEME HA JICHEHHUC € JOLCTAKCCIL.

QepTUIUTET

[IpoyuBaHMATa MPH JXMBOTHH MOKA3BaT, Ye JOLETAKCE MOXE Jia MOBAMAE HA MBKKHA PEePTUIIHTET
(Bx. Touka 5.3). [Topaau ToBa MbXeTe, NEKYBaHH ¢ JOLETAKCEN, TpIOBa Aa MOTHPCAT CHBET OTHOCHO

KOHCEPBHUPAHETO Ha CriepMa MpeaH JICUEHHETO.
4,7 Edexrn Bbpxy cnocobHocTTa 32 mioprpane A padoTa ¢ MALIHHH

Hsama npoyusanus 3a edexrure BbpXY criocobHocTTa 33 modHpaHe H paboTa ¢ MaILWHA,
Konnu4ecTBOTO aNIKOXOJ B TO3H JIEKAPCTBEH MPOAYKT M HEXEJIAHWTE peakLUMH Ha NpojayKTa Morar aa
HapylaTt crnocobHoCTTa 3a Wopupane wiy pabora ¢ MawvHK (BX. ToukH 4.4 1 4.8). [lopaau ToBa,
naieHTuTe Tpabea na ObnaaT npenynpefeHH 3a MOTEHUHATHOTO BL3ACHCTBHE Ha KONMYECTBOTO
aJIKOXOJ H HEXKEIaHUTE peaKkiiHi Ha TO3H IEKApCTBEH MPOAYKT BBPXY cnocoOHOCTTA 3a WIOQHpaHe U
paboTa ¢ MalllMHH, U 1a 6b1aT CHBETBAHM Aa HE WOGhHPAT WIH M3MON3BAT MALUKHH, KO NOTYYaT Te3H
HeXXeJTaHH peakLiMy 10 BpeMe Ha JICUEHHUETO.

4.8 Hexenanu leKapcTBEeHH peaKLHH

Peatome Ha npoduna Ha HelaonacHOCT 32 BCHYKH MOKa3aHHA

Hexenanure peakuyy, MPHETH 32 Bb3MOXKHO UJTH BEPOATHO CBBP3aHH € MPHUIIaraHeTO Ha AOLIETAKCe!l,
ca MOJIYYEHH TpH:

e 1312 u 121 naiweHTy, KOUTO ca nonyyasay ckorseTHo 100 mg/m? u 75 mg/m? pouerakcen
KaTo MOHOTEeparnus;
258 nalLMeHTH, KOUTO Ca NMoayYaBau golieTakcen B KoMOMHalMs ¢ RokcopyOuLiuH;
406 ralLyeHTH, KOUTO ¢a MoJly4YaBalli oLeTaKcesl B KoMOMHALMA C UMCIIATHH;
92 nmalMeHTH, KOMTO ¢a NMoayyasaly JolieTakcen B KoMOuHaLMg ¢ TpacTy3ymab;
255 nauMeHTH, KOUTO ¢4 NOJIyyaBaii Jouerakces B KOMOMHALUA ¢ KaneuuTabuH;
332 naumeHT (TAX327), KOUTO ca NONy4aBaly AoLETaKceN B KOMOMHALMA ¢ MPEAHU3IOH WK
NMpeAHU3ONOH (TIpeACTABEHH ca KJIMHWUYHO 3HAYUMHTE CBBLP3aHM C

NIeKapCTBEHH PEaKIINK);
e | 276 mauuenru (744 n 532 cworBerHo npu TAX 316 u GEICA]

MoJiy4aBajiu AoLeTakceNl B KOMOUHAUUA ¢ JOKCOpPYOHLIMH U LUMKITOpHCE:
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ca KIMHHYHO 3HAYMMMHTE CBbPIAHM C JIEUEHUETO HEXKEIIaHH 1IEKapCTBEHH PEaKLUH);

¢ 300 naumeHTH CbC cTOMaweH aneHokapudHom (221 maumeHTH BbE ¢aza lII vactra ot
Npoy4YBaHETo W 79 nauueHTH BHB dasza Il €acTra), KOWTO ca MOJy4aBaIM IAOLECTAKCEN B
KOMOMHALIMA ¢ UMCIUIATMH 4 S-puyopoypauun (NpeacTtaBeHd ca KIMHUYHO 3HAYUMUTE

CBBP3aHH C JIEYEHHETO HEXKeNaH! JIEKAPCTBEHH PEaKLUHH);
o 174 n 251 mauUMeHTH ¢ paK Ha rjasaTa M ILMATA, KOUTO Ca MOJNydaBajd AOLETAKCEN B

KOMOMHALMS ¢ LMcIUIaTHH M S-nyopoypauwn (NpeacTaBeHH €a KIMHAYHO 3HAaYHMHTE

CBBP3aHM C JICUEHHETO HEXKENAaHH JIEKAPCTBEHH PeaKLHMA);
e 545 naumeHTH (npoyusaHe STAMPEDE), kxouro ca nomyuaBany JOUETAaKCEN B KOMOHHAIMR

¢ MpeAHH30H WK nipeanru3onon U ADT.
Tean peakLiuH ca onucany nocpeactsom O6wmre Kpurepuu 3a Tokenunoct Ha NCI (crenen 3 = C13;
ctened 3-4 = C13/4; crenen 4 = Ct4) v Tepmudonoruara Ha COSTART u na MedDRA. Ilo yecrora

ca nedpuHUpaHu Kato: MHOro uect (> 1/10); yectu (= 1/100 no < 1/10); nedectu (2 1/1 000 mo <
1/100); penxu (= 1/10 000 go < 1/1 000); mHoro peaxu (< 1/10 000); c HenseecTHa yecToTa (OT

HaNMYHUTE AAHHH He MOXKe Aa Objie HanpaBeHa OLIEHKA),
TIpy BCAKO rPYNMHUpPAHE B 3aBUCHMOCT OT YECTOTATa, HEXKENAHUTE IEKAPCTBEHH peakivK ce H3bpodsar

B HU3XOAALL p€Aa 110 OTHOLUCHHE Ha TEXKCCTTaA.

Haji-yecTo ch001aBaHHTE HEXKEAHH JIEKAPCTBEHH PEAKLIMK Ha IOLIETAKCENT CAMOCTOATE/THO Ca.
HeyTponeHHs (kosTo € Guna ofpaTuMa U HEKyMYJIaTHBHA; ICHAT ME/IHaHa Ha Hali-HUCKa CTOHHOCT ©
Gun 7™, a cpeaHaTa NPOABIKHUTENHOCT Ha Texka HeyTponenHs (< 500 knrerkn/mm’) e 6una 7 aHH),
aHEMMA, aoNeLus, rageHe, roppbilaHe, CTOMATHT, AMapHs U acTeHHsA. TeXECTTa Ha HEXKEJIaHHTE
peaKlUH Ha JoLETakces Moxe a Oblie yBelaHueHa, KOraTto AOLETAKce Ce Mpuiara B KOMOHHaALWA ¢

IPYTrH XUMHOTEpAaneBTHYHH arcHTH.

Ilpu xkoMOGMHaUMATA C TpacTy3ymal ca MpeACTaBEHH HEXENAHHTE JIEKAPCTBEHH peakLyy (BCHHKH
cTeneHu) crobiend npu > 10%. Oruerena e noeuiueHa yectora Ha cepro3nd HJIP (40% cnpamo

31%) u HJIP crenen 4 (34% cnpamMo 23%) npu pamoTo Ha KOMOHHALMS C TpacTy3yMald B cpaBHEHHE
¢ moHoTepanuaTa ¢ JIouekoH.

[Ipu xOMOMHALMATA C KaneuuTaOuH ca NPeACTABEHH Hai-ueCTHTE HEXKETAaHH JIEKAPCTBEHH PEaKLIvH,
CBBbP3aHH ¢ JieueHHeTo (= 5%), crobiienu npy uanureane ¢asa Il npu nauMeHTky ¢ pak Ha repjara
C HEYCMELIHO JIeYeHue ¢ aHTpauMiUIHH (Bx. Kparkara xapakrepucTrKa Ha 11poAyKTa KaneuuTabuH).

[Tpu kom6uHauuaTa ¢ ADT u npeanuzon unu npeaHu3onoH (npoyysane STAMPEDE), nexenanure
cHOMTHA, BL3HUKBAIIM NpPE3 6-Te LIMKEJIA HA JieYeHHe ¢ AOLIeTaKCen M MMaliy NoHe 2% mno-BHCoKa
YeCTOTa B PAMOTO Ha JIeYEHHUE ¢ AOLETAaKCesl, B CPABHEHHE ¢ KOHTPOIHOTO PaMo, Ca MPEACTaBEHH C
noMouTa Ha ckanara 3a creneHysaHe CTCAE.

CneaHuTe HeXENaHU JICKAPCTBCHH PCAKIIHH Ca HaOM0AaBaAHH HYECTO ¢ JOLETAKCE:

Hapyiienus Ha HMYHHaTa cUCTEMA

B noseueTo cjiyyau, peaklIMUTE Ha CBPBbXUYYBCTBUTEIHOCT Bb3HHKBAT B PAMKHUTE HA HAKOJIKO MHHYTH
cned Ha4danoTo Ha WHQY3MATa C AoleTakcen M OOMKHOBEHO ca JiekM A0 yMepeHu. Hah-uecro
chOBLIaBAHUTE CUMITTOMH Ca 3auepBaBaHe, 00puB cbe MK 6e3 chpbex, CTATaHE B I'bPANTE, OONKY B
rep0a, AUCTIHES M TPECKA WM CTYAEHW TPHIKH. TEXKNTE peakiUM ¢ XapaKTepHU3MpaT ¢ XUTIOTOHHA

W/Mnu SpOHXOCIIa3bM WK IeHepanu3upaH oOpUB/epHTEM (BXK. TOUKA 4.4).

HapyuieHUd Ha HEpBHATa CUCTEMA

PassuTHETO Ha TeXKa nepudepHa HEBPOTOKCHYHOCT Hajara peAyKLus Ha o3ara
4.4). JlexuTe 10 YMEpEHH HEBPOCEH3OpHU NMPU3HAUMW CE€ XapaKTepH3HpaT C nape
wiH 6oiKa BRIIIOYHUTETHO napeHe. HeBpoMoTopHHTE CEOUTHA CE XapaKTepusupar
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Hapyulenus Ha KOXaTa W MOJAKOKHATA ThKaH

HabnronaBaHy ca obpaTHMH KOXKHHM peakUMH, KOHTO MO NIPHHIIMII €2 ITPUEMAHH 32 JIEKH A0 YMCPEHH.
Peakuuure ce XapakrepuaupaT ¢ OOpHUB, BKIIOUHMTEIHO JIOKAJIHK €pYNUMH IVIaBHO MO CTbanaTta H
IUIaHHUTE ( BKIIKOYHTEJIHO TEXHK CUHIPOM PbKa-Kpak), a ChILO M M0 LUEIHTE PBUE, TULETO WA FPbAHUA
KOLL, ¥ YeCTO CBBP3aHM e cbpbe. OBGMKHOBEHO epyNnuUMHUTE Bh3HHKBAT B paMkHTe Ha | ceamuua
cien wHdy3uaTa Ha AolieTakcen. He Tokopa 4ecTo ca cho0laBaHy TEXXKH CUMITOMH KaTO €pyNuUMH
ocjJeABaHM OT JeCKBaMaLMi, KOHTO B PEAKHU ClIy4aH ¢a JOBEJH J0 NPeKbCBAHE WK NPEKPATABAHE HA
JIeyeHHeTO ¢ aouetaxces (Bx. ToukH 4.2 ¥ 4.4). Texxxure yBpexxJaHHsA Ha HOKTHTE C€ XapaKTepH3HparT
C XMIO- WK XUTIEPITUIMEHTALIMA U NOHAKOra 00J1Ka U OHHXOJIN3A,

O6uiy HapyuieHHus ¥ eeKTH Ha MACTOTO HA NPUIIOKEHHE

O6HKHOBEHO pEaKLIMUTE Ha MACTOTO Ha MH(QY3MATa Ca NEKH H C€ ChCTOAT B XHICPIHMIMEHTALMA,
BBb3MA/ICHHE, 3aUePBABaHE WM CYX0Ta Ha KoXKata, (eOHT WiH ekcTpaBasaliia H OTOK Ha BEHaTa.
3abpiKaHETO HAa TEYHOCTH BKJIIOUBA CHOUTHA KaTO MEpHPEPHH OTOLIM M HE TOJIKOBA YECTO IUIEBpajIeH
W3/TUB, MEPHKAPIEH M3JTUB, aCLIMT U HaaiaBaHe Ha Terno. [lepudepHuTe 0TOLH OOMKHOBEHO 3aMOYBAT
110 AOJIHWTE KpalHHULIM 4 MOraT Ja ce reHepalu3upaT ¢ HapjiasaHe Ha terno 3 kg U noseve,
3a1bPXKAHETO HA TEYHOCTH € KYMYJIATUBHO MO YECTOTA M TEKECT (BXK. Touka 4.4).

Tabauyed criMchK Ha HexenaHuTe peakuuy Ha Jlouekod 100 mg/m? kaTo MOHOTEpanus NpH paK Ha
rbpAaTa.

CucreMo-opraiuu MHoOro HecTH YecTH HEXENAHH HevecTH HeXxETAHN
knacoBe no MedDRA HEXKEIaHK peaKiluH peaKkiUHH peaxuHn
WHpekunH 1 UHPeK1uK (cTeneH 3/4: MH(EKLHA CBbp3aHa C 4
HHpeCTALMH 5,7%; BKJIIOYHUTETHO CTEINEH HEYTPOICHKA
CerCHC U MHEeBMOHHUSA, (cTeneH 3/4; 4,6%)
daranHu npH 1,7%)
HapyilieHus Ha XpbBTaA HeYTpONneHHUA (CTeneH TPOMOOLMTONCHHA
1 IMM(pHATA CUCTEMA 4: 76,4%); (cteneH 4: 0,2%)
aHemusA (cTenen 3/4:
8,9%);
Qebpuiina HeYTpOneHHS
Hapyenua Ha CBPBXYYBCTBHTE/THOCT
MMYHHATa CHCTEMA (ctenen 3/4: 5,3%)
Hapywenns Ha AHOpeKcHA
MeTabonusma
 XpaHeHeTo
HapyiueHus Ha nepudepHa ceH3opHa
HEPBHATa CHCTEMA HEBPOTIATHA

(cteneH 3: 4,1%);
neprdepHa MOTOPHA
HeBpOonaTus (CTerneH

3/4: 4%)
aUcreysns (Texka:
0,07%) |
CbpaeyHH HApYIUECHHUA apuTMHA (cTerieH 3/4: ChpAeYHa
0,7%) HEeJOCTATBMHOCT
Cba0BH HAPYLICHUA XMUIIOTOHUA;
XHIIEPTOHMS,
KPbBOM3JIHBH

PecnupaTopHy, rpbAHH nucnHes (Texxa: 2,7%)
H MEOUACTUHAITHH
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HapyLLEeHHs

CToMaLHO-YPEBHH
HapyLIeHUA

cToMatHT (cTerneH 3/4:
5,3%);

anapus (crenen 3/4:
4%);

rajieHe {(ctenen 3/4:
4%);

MOBpBLUAHE (CTENEH
3/4: 3%)

3anek (Texbk: 0,2%);
KOpeMHa Donka {TexKa:
1%); croMallIHO-YpeBEH
KPbBOUINHB (TEXDK:

0,3%)

e30(aruT (TeXbK:
0,4%)

HapyrieHus Ha Koxarta
M TIQJIKOXHATA ThKaH

anonewLus,;
KOXHH pPeaxLMy
(cTeneH 3/4; 5,5%);
HAPYLLIEHHUA Ha HOKTUTE
(rexxu: 2,6%)

HapyumieHuns Ha
MYCKYJIHO-CKENETHATA
CHCTEMA H
ChEIMHUTENHATA ThbKAH

Muanrus (texka: 1,4%)

apTpajrus

OO0wuM HapyLIEHHUS U 3agbpxaHe Ha peakLM{ Ha MACTOTO Ha

e(eKTH Ha MACTOTO Ha TEYHOCTH (TEHKKO: UHPY3HS;

MprioKeH e 6,5%) rpbaHA Donka e3
acTeHuA (TexKa: ChpIEUHO 3acAraHe
11,2%); (Texka: 0,4%)
00JIKa

Uscnensanus cTenen 3/4 yBelHUeH

6unkpyOHH B KPBBTa
(< 5%);

crencH 3/4 ysenu4yeHa
ankanHa ¢ocdaraza B
KpbBTa (< 4%);
cTerneH 3/4 yBenmueH
AST (< 3%);

cTenen 3/4 yBenUucH
ALT (<2%)

QOnucauue Ha W3bpaHW HexenaHu peakuud Ha JlouekoH 100 mg/m? kaTo MOHOTEpanus NpY pak Ha

repaara

Hapywenus na kpvema u numgpnama cucmema
Peaku: enH3oaM Ha KbpBeHe CBbp3aHu ¢ TpoMmbouuToneHus 3/4 crereH.

Hapywenus na nepsuama cucmema

HaHHK 3a obpaTtumocT ca Hanmue npu 35,3% OT nauMeHTHTe, pa3sBMWIH HEBPOTOKCHUYHOCT CJIE[
neueHne ¢ gouertakces 100 mg/m? kaTo MoHOTepanus. SBneHMATa ca OT3BYYald CMNOHTAHHO B

paMKHUTE Ha 3 Mecelia.

Hapyuienusn na xoscama u NOOKOICHAMA MbKAaH
MHoro peixy: eAMH CIy4dail Ha aitonelns HeobparUMa B Kpas Ha MpoydBaHeTo. /3% OT KOXKHHTE

peakLHy ca oOpaTUMH B paMKUTE Ha 21 aHu.

Obwu HapyweHus u egexmu Ha MACMOMO HA NPUIONCEHUE
Mennanara Ha KyMyJlaTHBHaTa A03a 0 MPEKpaTABAHE HA JIEUEHHETO € Ouna nog

¥ MEJIMaHaTa Ha BPEMETO A0 BB3CTAHOBABAHE OT 3abp:KAHETO Ha TEYHOCTH € {
paMkuTe oT ( 10 42 ceamuun). HauanoTo Ha yMEPEHO 0 TEXKO 3a/{bpiKaHe € fe
KyMyJnaTvBHaTta fo3a: 818,9 mg/m?) npu nauueHTH ¢ npeMeauKalks B CpaBH

16




npeMeAHKalMs (MEAWaHa Ha KyMyJlaTHBHaTa J03a: 489,7 mg/m?); npd HAKOW MaLMEeHTH, obaue, €

¢cbOOIIEHO B pAHHUTE KYPCOBE HAa JIEUEHHETO.

Tabnuuen COWUCHK _Ha Hexenanure peakud Ha JlouekoH 75 mg/m? MOHOTEpanus NpH

neapebHoKkIeThEH pak Ha 6enng Apod

CueremMo-opraHHm
xiaacose no MedDRA

Muoro 4ecTH
HeXEJMaHH peaKiHH

YecTH HeXKEJIAHH
peakUHH

Wndekunn 1 HHpecTaMu

uHbexunu (crened 3/4: 5%)

HapyiueHus Ha KpbBTa
1 AUMQHATA CHCTEMA

HEYTPONEHHUA (CTEMEH 4!
54,2%);

aHemua (cteneH 3/4: 10,8%);
TpoMGouuTONeH s (CTeneH 4.
1,7%)

¢debpunHa HeyTponeHUs

Hapymenus Ha
MeTabosiniMa H
XpaHEHETO

AHOPCKCHA

Hapymenus Ha CBPBXUYBCTBUTEIIHOCT
MMYHHATA CHCTEMA (HeTeXKKA)

HapyieHns Ha
HEpBHATA CHCTEMA

nepugpepHa ceH3opHa
HeBponatus (creneH 3/4:
0,8%)

nepugiepHa MOTOpHA
HeBponaTHa {cTeneH 3/4;
2,5%)

Covp/ieuHH HAapyIUICHHS

apUTMHA (HETEXKKA)

Ch/10BH HapyLICHHA

XHITIOTOHIA

CToMalllHO-4pPEBHH
HapYIICHUA

rageHe (cteneH 3/4; 3,3%);
croMaTHT (cteneH 3/4: 1,7%);
noBpbiaHe (cTeneH 3/4:
0,8%);

auapus (crenen 3/4: 1,7%)

34NCK

Hapymenus Ha koxarta
H NOAKOXHATa ThKaH

anoneuus;
KOXKHa peakuus (creneH 3/4:
0,8%)

HAapyLICHHUSA HA HOKTHTE
(Texcku: 0,8%)

HapyluexHsa Ha
MYCKYJIHO-CKENETHATA
cCHCTEMA H
CbeJMHHTENHATA ThKaH

MHANTHA

O611n HapyLUIEHHA K
e(pEKTH Ha MACTOTO Ha

acrenus (Texka: 12,4%);
3aIbpKaHe Ha TEYHOCTH

IPWIOKEHHE (Texko:
0,8%);
bonka
H3cnensaHuA creneH 3/4 NOBUILIECH

OunupyOuH
B KpbBTa (< 2%)
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TabnuueH CIUCHEK HA HEXKEIAHUTE peaKll

NP paK Ha 'bphdATa

uu_Ha JoliekoH 75 mg/n

12 B KOMOMHALIMA ¢ JOKCOpYOHIMH

CHeTemMO-OpraHHH

MHOro 4eeTH

YecTH HEKEJAHHU

HeuvecTH HeXXKeTAHH

kiaacoBe no MiedDRA HEWkeJIAHH peaKinu peaKuMHy peaKkuuu
Hudexuuu 1 nHpexuus (crenex 3/4:
HE(EecTaALHH 7,8%)
HapywmeHna Ha KpBBTa HEYTPONEHHUA (CTENneH
¥ nuMdHaTa cUCTEMA 4:91,7%);
avemua (crenex 3/4:
9,4%);
tdhebpuniia
HEYTPONEHUS,
TPOMOOLIHTOTIEHAS
(ctenex 4: 0,8%)
HapymeHua Ha CBPBEXUYBCTBUTENTHOCT
| HMYHHATa CHCTEMa (crenen 3/4: 1,2%)
Hapyuienus Ha AHOPEKCHA
meTabonuiMa
XpaHEeHEeTo
Hapyliienus Ha nepudepHa CEH30pHa nepudepHa MOTOpPHA
HEpBHATA CHCTEMA HeBponaTus (cTenex 3: HEeBPOMNaTHA (CTENEH
0,4%) 3/4: 0,4%)
CbpaedHH HapylleHHA ChpAeyHa
HEHOCTATHYHOCT;
apuTMHUA (HETEXKA) _
XUNIOTOHHA

CbA0BH HapyLIEHHA

CToManIHO-4YpeBHH
HapyLIeHHS

rajexe {(creneH 3/4:
3%);

croMatHT (cTeneH 3/4;

7.8%);

avapus (crenen 3/4:
6,2%);

NOBpbLUAHE (CTEHEH
3/4;: 5%);

3anek

HapyeHna Ha koxara
Y NOAKOXKHATA ThKaH

aJoTIe LU

HApYLIEHHAA Ha HOKTUTE

(Texku: 0,4%);
KOXHA peakums (He
TEXKKA)

Hapywenus Ha
MYCKYJIHO-CKEETHaATA
CUCTEMA H
ChEAMHHTENHATA ThKaH

MHUANTAA

OO0y HapyLIeHUA K
eeKTH Ha MACTOTO HA
NPUIOKEHHE

acTeHus (Texka: 8,1%);
3a/ibpKaHe Ha TEYHOCTH

(texko: 1,2%);
bonka

peakllii Ha MACTOTO Ha

HHDY3IUA

Hicneapanusa

crerneH 3/4 MoBHILEH
OunMpyOHH B KpBBTa
(<2,5%);

cTernen 3/4 noBHUIIEHA
ankaniHa ociarasa B
kpbBTa {< 2,5%)

cTerncH 3/4 noRy
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TabnuyeH CIIMCHK Ha HexeJaHuTe peakunu Ha JlonekoHn 75 mg/m? B koMOHHAUWA ¢ LMCIUIETHH TIPH
HeppeOHoKIeThYEeH pak Ha Genus 1pob

CucreMo-OpraHHH

M#oro 4ecTH

YeeTH HeXKeTAHH

HeyecTH HEXENaHHU

kiaacose no MedDRA HEeXKEIAHH peakuHH pPeaKLHK peaKiHH
HUudexumnu v | unHbexuus (creneH 3/4:

HHpecTalHH 5,7%)

Hapyuienus Ha KpBbBTa HeyTponenys (cTeneH {cOpiiHa

N IuMipnara cCUCTEMA 4: 51,5%); HEYTPOTEHHA

aHeMHus (ctenen 3/4:
6,9%);

TPpOMOOLIUTOTICHNUA

(ctenex 4: 0,5%)
HapyiueHuda Ha CBPbLXYYBCTBUTENTHOCT
HMYHHaTa CHCTEMA (cTeneH 3/4: 2,5%)
HapyumeHnns Ha aHOpEeKCHA

MeTabonmu3Ma 1
XpaHeHeTo

HapymeHus Ha
HepBHaTa CHCTEMA

nepudepHa ceHsopHa
HeBponaTHs (CTENEH 3:
3,7%);

nepudepHa MOTOpHA
HeBponaTHa (cTeneH
3/4: 2%)

CbpaeHHU HAPYLIEHHA apuT™Mus (creneH 3/4: CbhpAcYHa

0,7%) HEJOCTATHYHOCT
CbaOBM HAPYLIECHHA XUNOTOHHA (cTeneH 3/4:

0,7%)
CToMaLlHO-YpEBHH rajieHe (cTeneH 3/4: 3areK

HApPY LUEHUA

9,6%);

MOBpPLLUAHE (CTEINEH
3/4: 7,6%);

puapus (crened 3/4;
6,4%);

ctoMaTHT (cTeneH 3/4:
2%)

HapyuleHusa Ha KoXarta
M fIOJIKOXKHATa ThKaH

aJIOITELIMA,
HapyLUICHHSA 1A HOKTHTE
(Texku: 0,7%);

KOXXHH peakuu
{crenen 3/4: 0,2%)

HapyuieHusa Ha
MYCKYJTHO-CKEIeTHaTa
CUCTEMA H
CheAMHUTENIHATA ThKaH

muanrus (texka: 0,5%)

O6wH HapyLUeHUS U

acteHis (Texxka: 9,9%);

PEaKlnA Ha MACTOTO HA

eeKTH Ha MIACTOTO Ha 33XbPXKAHE HA HA HH(Y3HA,
MPHUNOXKEHUE TEYHOCTH (TEXKO: Gonka
0,7%]),
tpecka (G3/4: 1,2%)
Uscnenpanus cTeneH 3/4 nOBHIUCH cTerneH 3/4 noBuIICH

bunupyOHH B XpBBTA
(2,1%);

creneH 3/4 nosuuleH
ALT (1,3%)

AST (0,5%);
CTENEH );.f.--g-a % ]
aJIKaJTHA @@ %mno
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Tabnuued CIUCHK HA HexenanuTe peakuun na Jouekox 100 mg/m? B kombuHauws ¢ TpacTy3ymad
MIpY paK Ha repaarTa

CueTeMo-Opraiiu MHoro HecT YecTH HeXeJIaHn
knacoee no MedDRA HeXKeJIAHU peaKkuHn peaKkiHy
HapyiueHus Ha KpbhBTA U HeyTponeHud (CTeneH 3/4: !
NUM{HATa CHCTEMA 32%);
pebpuiiHa HEYTPOTICHHUS
(BKJItOYBRA U HEYTPONEHHA,
CBbp3aHa ¢ Tpecka ¥ ynorpeba
Ha aHTHOHOTHLIH) UITH
HEYTPOTNEHHUEH CENCHC,
Hapyuienns Ha MetabonuiMa ¥ | AHOpexCHA
XpaHEHEeTo
[TcHXHYHH HApYLIeHUA be3chHHE
Hapyuenns Ha HEpBHATa MapecTe3uH; r1aBobonue;
CHCTEMA MPOMSHA Ha BKYCa,
XHNOECTE3INd
HapylLueHnsa Ha OUHTE yBEJIMYEHA JTaKpUMalli,
KOHKOHKTHBHT
ChbpaeuHH HapyLWeHHA ChpAe4yHa HEIOCTATEYHOCT
Cr»10BH HapylIEHUA JIumMdeneM
PecripaTopHH, rpbAHH H €IHCTAKCUC; PapHHIo-
MECIHACTHHAITHY HApYLUEeHNRA napuHreanta 0oka;
Ha30(apHHIHT ; AHCIIHESA;
KallTHL@A; pHHOped
CroMamHoO-4YpeBHH ragcHe, AMapHs; NOBPbLILAHE,
HapylIeHNA 3ali€K; CTOMATHUT; JUCIIENCUA,
kopeMHa foJka
Hapy1ieHHAa Ha KOXkaTa anoneuus; epureMa; o0pus;
M IMOJKOKHATa ThKaH HapylIeHUs HA HOKTHTE
Hapylenus Ha MHAIrus; apTpanrus; 6oJika B
MYCKY/THO-CKENEeTHATa kpaliHuuure; 6onka B
cucTeMa H KOCTHTE;
CheAMHUTENHATA ThKaH bosika B r'bpoa
Ofuu HapylIeHHA H aCTCHMA; Nepr(PepeH OTOK; neTaprus
e(eKTH Ha MACTOTO Ha TpecKa; yMopa; Bb3NaJICHHUE
PHUI0XKEHHE Ha JurasunuTe; 60aKa;
rpunonoactBo 3adonsBaHe;
rpbAHa 60MKa; CTyReHH
TPBOKH
H3cnensanus MOBHUIIEHO TEIJIO

Onucanue Ha n3bpaHu Hexenanu peakuuu Ha JlouexoH 100 mg/m? B kombuHALWA ¢ TPACTY3yMab npu
pak Ha rbpaaTa

Hapywienua na xkpvema u aumgbnama cucmemda

MHoro yecTH; XeMaTONMOrM4HATA TOKCUYHOCT € YBEJIHYeHa NPH MallMEHTH Noy4Yasalliyd TpacTy3yMab

Y IOLIETAKCEN, B CPaBHEHHE C AoLieTakcen kato MoHoTepanus (32% crenex 3/4 Hey'rpon ARCIDAMO

22%, ordeTenn 1o NCI-CTC xpurepuu). [a ce orbenexu, ue € BepoATHO TOBa ]| TAUME W*

THil KATO € U3BECTHO, H€ JI0LIeTaKCEN KaTo MOHOTepanus B ao3a ot 100 mg/m? Boz A‘A‘ $
Hi‘

.M;'l«? '

npu 97% ot naumenture, 76% creneH 4, Ha Oa3zara Ha HaH-HUCKaTa CTOMHOCT H
wieTkd. Yectorarta Ha (eOpunHa HEYTPONEHHA/HEYTPONICHUYEH CEIICHC C"E:IIJ; % i

%L

'l.

'Ir1-.
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NalWeHTH, JIEKYBAHH ¢ XepuenTuH rmnoc goueTakcen (23% cnpamo 17% npu NauueHTH, JIEKYBaHH ¢
[OLETaKCeNl KaTO MOHOTEparM).

Copoeyru HapyuleHus
CHMIITOMAaTAYHA CLPAEYHA HEeJOCTAThYHOCT € AOKNanBaHa npu 2,2% OT NMALMEHTUTE, IOJy4HiIH

nouerakcen rmoc TpacTyaymab B cpaBHenne ¢ 0% OT NauMEeHTHUTE, MONYUHIIH JOLETaKCe KaTo
MoHOTepanusi. B paMOTO Ha JoueTakcen IUIoC Tpactysymad, 64% ca noayvaBand npeaxoiHa
aHTPAUMKIMHOBA AIFOBAHTHA TEPANHKs, B CPaBHEHHE C 55% B paMOTO Ha AOLETAKCE, IPUIIOKEH KaTo

MOHOTEpanus.

Ta6uyeH CIUCHK Ha HEXxenanuTe peakuuu Ha Jlouekon 75 mg/m? B komGHHaIWMA ¢ KaneiiuTabuH NpH

pak Ha rpjara

CHcTeMO-0praHHM
Kiaacoee o MedDRA

MHOro yecTH
HEXKE/1aAHH PCAKLIHH

YecTH HEeACCTAHH
pPeaKuHH

HUudekunn v ndpecraluu

opajlHAa KaHauOo3a (creneH
3/4: < 1%)

HapymeHnus Ha KpbBTa U
nuM@HaTa CHCTEMA

neyTponenus (creneH 3/4:
63%); aneMus (cTemneH 3/4:
10%)

TpoMboLNTONeHKA (CTEMNEH
3/4:3%)

HapymeHnusa Ha meTabonHimMa u
XPaHEHEeTO

aHopekcus (cteneH 3/4: 1%);
HAMAICH aETHT

aexuaparauus (crened 3/4:
2%),

HapyieHrs Ha HepBHATA
CHCTEMA

aucreysus {creneH 3/4: <
1%);

napectesud (crenen 3/4: <
1%)

jaMaiBaHe;
rnaBobosine (cTenen 3/4; <

1%);
nepuepHa HEBPOMATHA

Hagymemﬂ HAa QUHTE

YBCIHYCHA JTAKPUMALIHUA

PecnupaToOpHH, I'PbIHU H
MeAHaCTHHANHH HapyLICHHA

¢apuHronapuareanta ooyka
(ctenen 3/4: 2%)

nucnHes (cteneH 3/4: 1%);
kauxua (creneH 3/4: <

1 %);

ernucTakcHe (creneH 3/4: <
1%)

CToMallHO-4pEeBHH
HapyLieHHA

ctoMaTHT (cTeneH 3/4: 18%);
auapus (creneH 3/4: 14%,);
ragere {(crerneH 3/4: 6%),
nospsinane (cTeneH 3/4; 4%,);
3anek {(creneH 3/4: 1%);
kopemHa Oonka (crenen 3/4:
2%);

Hucnencus

ropHa xopemHa Gonka;
CyXxOTa B ycTara

HapyiueHHa Ha KoXaTta
U MTOAKOXHATA ThbXKaH

CHHAPOM pbKa-Kpak (CTeneH
3/4: 24%)

anoneuud (crenex 3/4: 6%;);
HapyLIEHKS HA HOKTUTE

(crenen 3/4: 2%)

ACpMATHT;
epUTEMaTO3¢H 0OpUB
(creneH 3/4: < 1%);
obe3LBeTABAHE HA HOKTHUTE;
oHnxonuia {cremneH 3/4; 1%)

Hapymenus Ha
MYCKYJIHO-CKeJleTHaTa
CUCTEMA U
CbEAHWHUTEIHATA ThKaH

muanrus (creneH 3/4: 2%,),
aptpanrus (crenel 3/4; 1%)

Oosxa B KpaHHLINTE
(cteneH 3/4: < 1%);

Gonka B repba (cTeneH 3/4;
1%),

O6LM HapylIeHHUS U
e(dheKT! Ha MACTOTO HA
NPHITOKEHUE

aCTEHUA; lIEpH(EPEH OTOK;
TPECKa; yMopa; Bb3NajIeHHe
Ha nuraBuiuTe; Oonka;
rpunonoacbHo 3abonsBane,

neTaprug;
0oJIKa
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pbaHA 00N1Ka;, CTYAEHH

YBITIKH

HUscneasaRHuA

HaManeHo TEIOo;
cTeneH 3/4 MOBHILCH
6unvpyOuH B KpbBTa (9%)

TabauueH CIIMCHK Ha HexXeNaHUTe peaklini Ha JloliekoH 75 mg/m® B koMOMHANNA ¢ NPEAHU3OH
MJTH NPEIHU3ONOH IPH METACTATHYEH, PE3UCTEHTEH Ha KacTpallid PaK Ha NpocTaTaTa

CHcTeMO-OpraHHH KJacoBe No
MedDRA

Miuoro YeCcTH HeXXeJJAHH
peaKuuH

YecTH HeKeNaHH PeaKNHH

Mudexudu H HHQECTALKH

uhdekums (ctenex 3/4: 3,3%)

HapyumeHus Ha KpbBTa U
nuMdHaTa CHCTEMA

HeyTponeHus (cTeneH 3/4.
32%);
aHemusn (cTeneH 3/4: 4,9%)

TpoMGOLKUTONEHUS; (cTener 3/4:
0,6%);
¢ebpunHa HEYTPONCHHUS

HapymeHus Ha KMyHHaTa
CUCTEMA

CBPBEXYYBCTBUTENIHOCT (CTENEH
3/4:. 0,6%)

Hapymenus Ha MeTabonusma u
XpaHEHEeTO

aHopekcus (creneH 3/4: 0,6%)

HapyleHus Ha HEpBHATA
cucremMa

nepudgepHa CEH30pHA
nHespomnaTus (creneH 3/4: 1,2%);
aucreyzus (crened 3/4: 0%)

neprgepHa MOTOpHA
HeBponarus (crencH 3/4: 0%)

HapymieHus Ha OuHTE

yBe/lMYeHa naKpuMalids (CTemnex
3/4: 0,6%)

CrpaeyHH HapyLUEHHS

HaMaJicHa CbpAcYHA
nesokKaMmepHa QyHKUHUA (CTeneH
3/4: 0,3%)

PecriipaTOpHH, MPLAHM H
MEQHACTHHAIHN HApYILEHUA

enucTakcuc (crened 3/4: 0%);
aucnHes (ctenen 3/4: 0,6%);
xkauuya (crenel 3/4: 0%)

CToMalUHO-YPEBHH HAPYLIEHUA

rageHe (crenen 3/4: 2,4%);
nuapHs (crenex 3/4: 1,2%);
cTOMaTHT/QapHHIUT (CTENEH
3/4: 0,9%);

nospbuiane (creneH 3/4: 1,2%)

HapyuieHus Ha KoXxarta |
NMOAKOMXHATA ThKaH

anoneums;
HapylleHus Ha HOKTHUTE (He
TEMKH)

ekconuatused oOpuB (cTeneH
3/4: 0,3%)

HapylieHua Ha MyCKYJIHO-
CKeJieTHaTa cucreMa U
CBLEAWHHUTENHATA ThKaH

aprpanrusa (creneH 3/4: 0,3%);
muanruda (crened 3/4: 0,3%)

Q61y HapylueHus H epeKkTH Ha
MACTOTO Ha MPHIOKEHUE

ymopa (creneH 3/4: 3,9%);
3aabppxKane Ha TEYHOCTH (TEXKKO:
0,6%)
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Ta6nuueH COHCHK HA HEXenauuTe peaknuy Ha Jlouekon 75 mg/m? B koMOMHAINE C TIPEAHU3OH WIH

npeauusonod ¥ ADT npu nokanio apaHcHpan WM METaCTaTUueH XOPMOHOUYBCTBHUTEICH DaK Ha

npocTaTara ¢ BUCOK puck (npoyuraie STAMPEDE)

CucTemMo-OpranHH KaacoBe
no MedDRA

MHOro 4ecTH HEeXEJIaHH
peaKknuHu

HecTH HeXeNaHH pPeaKIlHH

HapylieHus HA KPBbBTA U
nuMdHaTa CHCTEMA

HeyTtponenuns (G3-4: 12 %)
AHeMns

Oebpuida HeyTporneHns (G3-4:
15%)

Hapyuiesnsa Ha HMyHHaTa
cHcTeMa

CepbxuyBcTBUTEAHOCT ((G3-4:
1%)

HapyureHus Ha
eHAOKpHHHATA CHCTEMA

Tuaber (G3-4: 1%)

HapyuwieHus Ha Metabonusma AHOpEKCHA
H XpaHEHETO
[ICUXUYHN HAPYLICHHA Beactuue (G3: 1%)

[lepngepna ceH3opHa 3aMasHOCT

HapyuieHlsa Ha HepBHATA
CUCTEMA

HesponaTug (>G3: 2%)
['naBoGonue

HapyumeHus Ha ouure

3aM’LriieHO 3peHHE

CepaeyHy HapylIeHUA

Xunotouus (G3: 0%)

PecnuparopHHU, PBAHH H
ME&IMACTHHAIHY HApYILICHUA

Hucnues (G3: 1%)

Kamnuua (G3: 0%)
Hudekuus Ha rOpHUTE
auxaresdn nbrria (G3: %)

®apunrut (G3: 0%)

CTOMAalIHO-YPEeBHH
HapyLlEeHHA

Huapus (G3: 3%)
Cromarnur (G3: 0%)
3anek (G3: 0%)

[Mapene (G3: 1%)
Jncnencus

Kopemua 6onka (G3: 0%)
MeTteopHrabM

[Mospnuiane (G3: 1%)

HapyueHus Ha Koxarta H
MOAKOMHATA TEKAH

Anoneuns (G3: 3%)°
Hapymennd Ha HokTuTe ((G3:
1%)

O6pus

Hapyluienns Ha MYCKYJTHO-
CKeJleTHaTa CHCTéMa U
CheIMHUTENHATA ThKaH

Muanrus

O611M HapyLleHHA B edeKTH
Ha MACTOTO HAa MPHIOXKEHUe

Jletaprus (G3-4: 2%)

I'punonoaobuu cumnromu (G3:

0%)
Acrerua (G3: 0%)
JanLp)KaHe Ha TeUHOCTH

[Toeuena Tremneparypa (G3:
%)

OpanHa xaHguno3a
Xunoxkanuuemus (G3:
XunodochareMus (
XunokanueMus (G

20t npoyusaneto GETUG AFUILS
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TabnyueH COMCHK HA HEXENaHWTe peakUMM TpH aaioBadTHa tepanusa ¢ Jouekon 75 mg/m® B

koMOHHALME ¢ AOKCOPYOHUMH ¥ nuinopochaMuI IPH NALUMEHTKY € paK Ha bp/iaTa ChC 3acAraHe Ha
numbuuTe Bp3au (TAX 316) u Ges 3acarane Ha numpHuTe B3R (GEICAM 9805) - cOOpHH JaHHU

CHcTeMO-OpraRHH
kaacose no MedDRA

Mioro yecTH
HEKENAHH PEAKIHH

YecTH HEXEJIaHH
peaAKIHH

HeuecTH HEeXEJTAHH
peakinKny

Uudexunuu u vHpeKuHs (crenex 3/4:

HHpecTaUuH 2,4%);
HEYTPOTICHHUYHA
HH¢pekuus (creneH 3/4:
2,6%)

HapyweHus Ha KpbBTa |aHemus (cTeneH 3/4:

v nuMdbHaTa cacrema | 3,0%);

HeyTpONneHHs (creneH
3/4: 59,2%);
TpoMOOLUTONEHHUA
(cTenen 3/4; 1,6%);
dbebpunHa HeyTpOeHnA
(cTenen 3/4:
HEMPHIOXKHMO)

HapyueHus Ha
MMYHHATa CHCTCMaA

CBPBXUYBCTBUTEHOCT
(crenen 3/4: 0,6%)

HapyLueHHus Ha
MeTaboniuiMa M

aHopekcus (creneH 3/4:
1,5%)

XpaHEHETO

HapymeHnus Ha
HepBHATa CHCTEMA

aucreysns (crenex 3/4:
0,6%);

nepudgepHa CEH30pHA
HEBPOIATHA (CTENEH
3/4:<0,1%)

nepu¢pepHa MOTOpPHA
HeBRponaTus {CTencH
3/4: 0%)

cuHKOII {cTeneH 3/4:
0%)
HEBPOTOKCHYHOCT
(ctenen 3/4: 0%)
COMHBOJIEHTHOCT
(cteneH 3/4: 0%)

Hapyiuenus Ha o4HTe

KOHIOHKTHBUT (CTENEH
3/4:<0,1%)

yBEJIHYEHA JJaKpAMaL U
(ctenes 3/4: <0,1%)

CbpAcyHH HapylleHHus

apuTMHs (cTeneH 3/4;

0,2%)
Cha0BH HapYLUEHHSA ¢naw (cTeneH 3/4: xurnorouus (crened 3/4: | numdenem (cteneH 3/4:
0,5%) 0%) 0%)

¢nebut (cTeneH 3/4;
0%)

PecnupatopHH, TPbAHH
H MeJHaCTHHaIHH

kamn#una (creneH 3/4.
0%)

HApYLIECHHA
CToMalIHO-4YPEBHH raaeHe (crened 3/4: kopeMHa Donka (cTeneH
HapyLleHusd 5,0%); 3/4: 0,4%)

cToMaTHT {(cTeneH 3/4.
6,0%);

NoBpbILaHE (CTENEH
3/4: 4.2%)

avapus (creneH 3/4:
3,4%);

3anek (creneH 3/4:
0,5%)
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Cucremo-opraHid | MHoro 4ectn YecTH HEXKETAHH HeuecTH HeXxeTaHu
KJAcOBe No HEKEJIAHU PEeAKIHH [PeAKIHH peaKinH

MedDRA

HapyuieHHs Ha KOXara | anoneuus

4 NOAKOXHATA ThKAaH (nepcucTnpaiia: <3%);
HapyLIEHHS HA KOXaTa

(G3/4: 0,6%)
HApYILICHHUA Ha HOKTHUTE
(G3/4: 0,4%)

HapyueHus Ha MUaIrua (ctened 3/4:
MYyCKyJHO-CKeneTHata |0,7%);
CHCTEMA H aprpanrus (creneH 3/4:

cheaAMHHUTeNnHara TbKaH | 0,2%)

HapylieHus Ha aMeHopes (creneH 3/4:
BB3MPOK3IBOAUTENHATA | HEIIPHIIOKHUMO)
CHCTEMA U I'bpaaTa

O61H HapyleHHA U acTenus (creneH 3/4:

edekTh Ha MscToTO Ha | 10,0%);

IPUIIOKEHHE nupekcus (crenex 3/4:
HETIPHRIOXKUMO);

nepudeper OToK
(crenen 3/4: 0,2%)

Hacnensanus yBETHYABAHE Ha
TeraoTo (creneH 3/4:
0%);

HaMaJIIBaHe Ha TerJIOTO
(ctenen 3/4: 0,2%)

OnucaHue Ha v3OpaHy HexcenaHW peakuWy TPH aqloBaHTHa Tepanus ¢ JIouekoH 75 mg/m? B

xoMOMHalHKa ¢ JOKCOPYORIIMH U UMKIOodochamMya Npy NaUHEeHTKY ¢ pak Ha 'bpJaTa Che 3acCAraHe Ha
numbHuTe Baan (TAX 316) u Ge3 3acarane Ha numpnuTe B3I (GEICAM 9805)

Hapywenua na nepsuama cucmemda

[Tpu npoyusaHero TAX316, neprdepHa ceH30pHA HEBPOMATHS, 3aN0YHaNa MO BPEME Ha EpHO/a Ha
neveHHe H MEpCHCTHpala B EPHOAa Ha npocieasBaHe, e HaboaasaHa npH 84 naudenty (11,3%) 8
TAC pamoTo u 15 nanmenty (2%) 8ve FAC pamoro. B kpas Ha neproaa Ha npocieaisane (MeanaHa
Ha nepuoja Ha npocneassane 8 roauHK), nepHpepHa CEH30pHA HEBPOTIATHA, KOATO NMPOAL/DKABA €
HabmogasaHa npy 10 naumentu (1,3%) B TAC pamoro u npu 2 nauuentd (0,3%) s FAC pamoro.
[Tpu npoyusaHero GEICAM 9805, nepudepHa ceH30pHA HEBpPONATHA, 3anoyHana Mo BpeMe Ha
NEpHOAA Ha JIeUeHH e, e NepCHCTHpana B nepHoaa Ha npocneassane npy 10 nauuentu (1,9%) 8 TAC
pamoro ¥ 4 nauuentn (0,8%) BbB FAC pamoto. B kpas na nepHoja Ha npocneassaHe (MeaHaHa Ha
nepdoaa Ha npocaeassaHe 10 rogMHu W 5 mecena), nepHpepHa CEH3OpPHA HEBPONATHA, KOATO
npoaw/kaBa € Habnwoaasana npu 3 nauveHtu (0,6%) 8 TAC pamoto u npu 1 nmaunent (0,2%) BbB

FAC pamoro.

Copoeunu napyuerus
[Tpu npoyusaHeto TAX316, 26 naunentn (3,5%) 8 TAC pamoro u 17 maumenty (2,3
PaMOTO Ca HMAJTH 3aCTOlHa ChplieYyHa HEJOCTATBUHOCT. BCHUYKH, C M3KITIOUEHHC Ha €
BCAKO pamo, ca auarHoctvimpadu c¢sc 3CH noseue or 30 auM cnen mepuoja H
naudeHTd or TAC pamoto M 4 naumeHtH or FAC pamMoTO ca mo4uHasH

HCAOCTATBHHOCT.
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[Tpu npoyusanero GEICAM 9805, 3 naumenty (0,6%) B TAC paMOTO H 3 nauueHTH (0,6%) 8eB FAC
PaMOTO Ca Pa3BHJIM 3aCTOMHA ChpAeyHa HEIOCTATHYHOCT 110 BPEME Ha NEpHOJA Ha MPOC/eIiBaHE. B
Kpasi Ha NepHoJa Ha npocieasBalie (1eACTBUTE/IHA MeIMaHa Ha NEPHO/Ia Ha NPOCICASBAHE 10 roouuu
u 5 Mecena), HUTO eauH nauuenT He ¢ uMan 3CH B TAC pamoro, 1 naunent B TAC paMOTO € NOYHHAN
nopaji AWIaTaTHBHA KapAMoMuonaTha, a nepcuctupamta 3CH e Habtofasana npH 1 nauyenr (0,2%)

BLB FAC paMoToO.

Hapywienus na xoocama u ROOKOJ}CHAMA MbKaH

Ipu npoyusatero TAX316 anoneuns, nepcHcTypallia o BpeMe Ha NEpUoja Ha NMpoCACaABaHe Clell
Kpad Ha XMMHOTEpanusaTa, e Habmoaasara npu 687 ot 744 TAC nauuentn (92,3%) n 645 ot 736 FAC

nauueHTH (87,6%).

B kpas Ha nepHoja Ha mpocnejsBaHe (ACHCTBHUTENHA Me/lHaHAa Ha BPEMETO Ha MpOC/EIABAHC 8
roAnHu), nepcucTupaimia anoneuus e Ha6mopasaHa npu 29 TAC naumentn (3,9%) n 16 FAC
nayueHTH (2,2%).

[Mpu npoyuanero GEICAM 9805 anoneuus, KOATO € 3aro4Hana no BpeMe Ha Nepruoia Ha JICHEHHE 1
€ MepcUCTHpAIA B IEPHO/a Ha npocieisBake, € MpoaALIKkwia npy 49 nauuenty (9,2%) B TAC pamoTo
n 35 nauuentun (6,7%) ppB FAC pamoTto. Anoreuus, CBbp3aHa ¢ H3NWTBAHOTO JIEKAPCTBO, €
3arI0YHa/Ia WIH C€ € BJIOIIWJIA 110 BpeMe Ha NepHoaa Ha npocneasBaHe NpH 42 nauueHTH (7,9%) B
TAC pamoro v 30 nauuentn (5,8%) B FAC pamoro. B kpas Ha nepuosa Ha npociieassaHe (Me1aHa
Ha MepHOAa Ha npocieasBaHe 10 roguHu 1 5 Mecella), nepcrcTHpalla anoneuus e HabmojasaHa npy
3 naunentu (0,6%) B TAC pamoto u nipu | nauuenT (0,2%) 8sB FAC pamoTo.

Hapywenus na 653npousgodumennama cucmema u 2vpoama

[pu npoyusaHeto TAX316, ameHopesd, 3anoyHana Mo BpeME€ HA NEpPHOAAa Ha JICHCHHC H
MepCUCTHPAILIA B [IEPHOA HA NIPOCTIEABAHE CNejl Kpasd Ha XMMHOTepanxaTa € cbobuleHa npu 202 ot
744 naunenty B TAC pamoto (27,2%) u 125 ot 736 naunent BB FAC pamoto (17,0%). AMeHopes,
KOATO MpPOARDKABA B Kpas Ha NEPHOAA Ha rpocieasBaHe (MeJHAHA HA NEpUOJa Ha MnpocneasBane 8
roAMHH) € Habmrogasana npu 121 ot 744 nauuentv 8 TAC pamoro (16,3%) n 86 naumenty 88 FAC
pamoTo (11,7%).

[Ipu npoyusasero GEICAM 9805 e nHabmonaBaHa aMeHOpes, KOATO € 3ano4Hala Mo BpeMe Ha
nepHo/a Ha JieueHHUe H € epCUCTHpaia B IepHo/1a Ha NpoceaBaHe, € NPOABDKIIA NpH 18 nauleHTH
(3,4%) B TAC pamoro u 5 naumeHnTH (1,0%) b8 FAC pamoro. B kpas Ha nepruoaa Ha npocieiaBaHe
(MeauaHa Ha nepuwoaa Ha npocnenssaHe 10 roguHM M 5 Mecelia), NMEpPCUCTHpalla ANONELUS €
nabmopnasana npH 7 nauuentH (1,3%) 8 TAC pamoto u npu 4 nauuent (0,8%) sss FAC pamorTo.

Obwu HapyweHwt U eghexmu HA MACMOMO HA RPWIOICEHUE
[Ipu npoyuBanero TAX316, nepudepeH OTOK, 3aMo4YHa/] MO BPEME Ha MEpHOAA Ha JICYCHHE M
NepCUcTHpaLy B Nepuoaa Ha NpocneasBaHe ciie/l Kpas Ha XMMUOTEeparyaTa, ¢ HabmoaasaH npu 119
ot 744 nauuentu B TAC pamoro (16,0%) u 23 ot 736 naunentu BB FAC pamoro (3,1%). B kpas Ha
epuoja Ha npocneasBaHe (aeHcTBUTENHa MeaAMaHa Ha NEpPHOAAa HAa npocnefsBaHe 8 TIORMHH),
rnepcucTHpall nepudepeH oTok € HabmoaasaH npu 19 nauuenTd 8 TAC pamoro (2,6%) 1 4 nauyeHTH
ot FAC pamoro (0,5%).
[Ipu npoyusanero TAX3 16, numdbenem, 3anoyHan o BpeMe Ha nepyuoa Ha JSYCHUE U NePCUCTUpALL
B NEPHO/A Ha NPOCTIEAABAHE ClIe]] Kpas Ha XMMHOTEparusara, € cbobuleH npy 11 ot 744 nauueHT! B
TAC pamoto (1,5%) u 1 or 736 mauuents BB FAC pamoro (0,1%). B kpas Ha nepuoja Ha
npocneasBale (neficTBUTENHA MeaMaHa Ha MEpHOAa Ha npocnenssaHe 8§ roawnHM), nepcUcTHpall
mumbenem e Habmoaasan npu 6 mauueHtd B TAC pamoro (0,8%) u 1 naumenr 88 FAC pamoto
(0,1%).
[Tpu npoyusaHero TAX3 16, acTeHus, 3anoyHana 1o BpeMe Ha repHo/ia Ha JIC4CHHE W MepCHCTHpala
B MEpUO/Ia HA NPOCIEAABAHE C/Ie] Kpasi Ha XUMUOTEpAnKATa, ce ¢bodilasa 1npu 236 ot 744 ngUUEHTH
B TAC pamoto (31,7%) u 180 or 736 naumentu BB FAC pamoto (24,5%). B kpas - -
npocnendpaHe (AeACTBUTENIHA Me[MaHa Ha MEpPHOJAA Ha MpocneasBaHe 8 ro,uHHn) caCY
acTeHns ¢ HabmonasaHa npu 29 mauuentn B TAC pamoTo (3,9%) u 16 nauneHTH HbpoA
(s

(2.2%). ‘_1 ' ." X
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Mpu npoyusanero GEICAM 9805, nepudepen OTOK, 3armo4ian no BpeMe Ha NCpHOAA Ha JICUCHHE, ©
nepcHCTHpal B nepuoaa Ha npocienssaHe npu 4 nauuentu (0,8%) 8 TAC pamoTo ¥ 2 nanueHTH
(0,4%) BB FAC pamoro. B kpas Ha mepHola Ha mnpocielsBaHe (MeAMaHa Ha MEpHONa Ha
npocneassane 10 roqusu u 5 Mecena), Huro eauH nanueHt (0%) 8 TAC pamoTo HE € Man nepudepeH
OTOK, a MepcUCTHpalll nepudepeH oTox € Habmopasad npy 1 nammeHt (0,2%) Bes FAC pamorTo.
JIumdenaem, 3an04HAT 110 BpEME Ha NEPUOJIA Ha JICUEHHE, € IEPCHCTHPAIT B IEPHOAA HA NPOC/EAgBaHe
npy 5 nauunentu (0,9%) 8 TAC pamoto u 2 nauueHTy (0,4%) sp8 FAC pamoto. B kpas Ha nepnoaa
Ha [pocNeAdBaHe, NepcucTHpalll TMMbenem e Habmoaasan npu 4 nauuenty (0,8%) 8 TAC pamoTo H
| nauuent (0,2%) B FAC pamoTo.

ACTeHuUs, KOATO € 3aIlovHala Mo BpeMe Ha nepuoja Ha JIEUeHHe H € MepPCUCTHpalla B nEpHoia Ha
npocieAABane, € npoAb/bkuna npu 12 nauuentu (2,3%) 8 TAC paMoTO M 4 NaUMeHTH (0,8%) s1B
FAC pamoTo. B Kpas Ha nepuoza Ha Npoc/ieAsBaHe, NepCUcTHpallla acTeHus € Habmoaasana npu 2
naumenty (0,4%) B TAC pamoto u npu 2 nauuenry (0,4%) su8 FAC pamoTo.

Ocmpa Re8KeMUA/Mueo0UCnAacmuder CUHOPOM

Cnepn 10 roguuu npocneassane npu npoyuranero TAX316, octpa neBkeMus € CboOlLeHa pH 3 OT
744 TAC nauventu (0,4%) u npu 1 ot 736 FAC nauuentn (0,1%). Eaun TAC nauuent (0,1%) u 1
FAC nauuenr (0,1%) ca noynHany rnopaay ocTpa MHEJIOWAHA JIEBKEMHA 10 BpeME Ha NEPHOIA Ha
npocnelsiBaHe (MeaHaHa Ha NEpHOAA Ha npocieassaHe 8 roAUHH). MHeIORHCTIIACTHYEH CHHAPOM €
cbobiueH npu 2 ot 744 TAC naunentu (0,3%) v npu 1 or 736 FAC nauuenty (0,1%).

Cnen 10-roauieH nepvon Ha npocneassane B npoy4ysaHeto GEICAM 9805, octpa neBkeMus e
HacThNMWIa NpH eaun ot 532 (0,2%) ot naunenture B TAC pamoTo. He ca cboOlLeHH cny4yad npH
naudeHTh BbB FAC pamoto. B HMTO eaHa OT IpynmHTe He ca JHArHOCTHIMPAHH TMALHEHTH C
MMEJIOTUCIUIACTHYEH CHHAPOM.

Heymponenuunu ycrocnenua

Tabnuuata mno-RoJAy MOKAa3Ba, 4Y€ YECTOTaTa HAa HEYTPONEHHA, (ebpuiiHa HEYTPONEHNS M
HEYTPONEHHYHA HH(EeKUHUA OT 4-Ta CTENEH € HAMANIANA NIPYU NALMEHTH, KOUTO ¢a NOJTYHWIH ITbPBUYHA
npodunaktuka ¢ G-CSF, cnen kato T4 e craHana 3aanpkuTenda 3a TAC paMOTO B M3NMHTBAHETO

GEICAM.

HeyTponeHHYHM YCNOXXHEHWA TNpy nauueHTH, nonyyasauyn TAC cbc und 0e3 nbpBHYHA
npodpunaktuka ¢ G-CST (GEICAM 9 805)

Be3 npeuuna G-CSF C nspBuuna G-CSF
NnpopHNaKTHKA IIpOQHIAKTHKA
(n=111) n (%) (n =421) n (%)
HeyTpoTeHHA (cTeneH 4) 104 (93,7) 135 (32,1)
peGpunHa HEYTpONEHHS 28 (25,2) 23 (5,5)
HeyTponeHH4Ha uudekuus | 14 (12,6) 21 (5,0)
HeyTponeHW4yHa uHpexkuus | 2 (1,8) 5(1,2)
(creneH 3-4)
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TabaudeH CIUCHK Ha HEeXenaHnTe peakuvu Ha J{ouekon 75 mg/m? B koMOMHAUKWA ¢ UMCIUIATHH U -

dbayopoypalui Npy croMaitie afeHOKapUMHOM

CHCTEeMO-OpraiHg KJ1acogBe 1o
MedDRA

MHOro 4eCTH HEXKEJIaHH
peaxkuyH

YeC(TH HEXKEJIAHH PeaKUHH

Hudekuuu u nHpecTauyu

HEyTpONEHH4YHa HHPEKLHA,
undexuus (crenex 3/4: 11,7%)

HapylieHys Ha KPBBTA H
num¢HaTa cucTemMa

aveMus (crenet 3/4; 20,9%);
HeyTponeHns (crenex 3/4:
83,2%);

tpomBouuTOoneHus (cTeneH 3/4:
8,8%);

¢ebpunHa HEYTPONEHHA

HapyiieHus Ha HMYHHATA
CHCTEMA

CBPBXYYBCTBUTENIHOCT {CTENEH
3/4: 1,7%)

Hapyuesns Ha metafonniMa ¢
XpaHEHETO

aropekcus (creneH 3/4: 11,7%)

Hapyuierus Ha HepBHATa
cHcTeMa

nepudepHa CEH3OPHA
Hesponatusa (crerneH 3/4: 8,7%)

3aMaliBane (creneH 3/4: 2,3%);
rnepudepHa MOTOPHA
HeBponaTH4 (crenen 3/4: 1,3%)

HapyuieHus Ha ouyuTe

YBCJIHYUC Ha HﬂHp HMallA (CTEHE H
3/4: 0%)

HapyuieHsns Ha yXOTo U
nabupUHTa

HapYLIEHUS Ha cnyxa (CTernex
3/4. 0%)

Cbp/ieyHH HApPYLUEHHUS

aputmuA (ctenel 3/4: 1,0%).

CTOMaIIHO-YpEBHU HapYLIEHUA

nuapusa (crenen 3/4: 19,7%);
raneHe (crenen 3/4: 16%);
cToMatrHT (cTeneH 3/4: 23,7%);
noBpwulaHe (creneH 3/4; 14,3%)

sanek (creneH 3/4: 1,0%);
cTOMallHO-4peBHa §oka
(ctenen 3/4: 1,0%),
ezodarur/nucearng/6oska npu
npernsiiade (crenex 3/4: 0,7%)

Hapyuesusa Ha KoXxaTa M
NOAKOXHATA THKaH

armoneuus (creneH 3/4: 4,0%)

o6puB cbe crpbex (cTenen 3/4:
0,7%);

HapylLIeHHs HAa HOKTUTE (CTENEH
3/4: 0,7%);

eKcdonnauys Ha Koxara
(cteneH 3/4: 0%)

O6uy HapyleHUs U edeKTH Ha
MSACTOTO Ha MPUIOKEHNE

netaprus {creneH 3/4: 19,0%);
tpecka (creneH 3/4: 2,3%),
JafbpiKaHe Ha TEHHOCTH
{TeKKO/XUBOTO3ACTpaLLIABAIIO:
1%)

Onucauue Ha W3bpaHy Hexenalln peakl Wy Ha Jlouekod 75 mg/m? B koMOWHAIUA ¢ WHCIIATHH U 5-

¢uI1yopoypalina IpH CTOMAIIEH aJCHOKAPLIMHOM

Hapywienua na xpvema u ausmgpnama cucmema

npodunaxtuka npu 19,3% ot nauuenture (10,7% ot umxamre). DedpunHa
HEYTPOMEHHYHA MH(EKLUA Bb3HUKBAT CBHOTBETHO IIPH

28

12,1%

H 3,4%




koraTonauMeHTuTe ca nonyunnu npodunakruaro G-CSF, npu 15,6% u 12,9% ot nauuenrure 0e3
npodunakTuuen G-CSF (Bx. Touka 4.2).

TabauueH CIIMCHK HAa HEXENAaHUTE peakuyn Ha JlouekoH 75 mg/m’ B koOMOUHALWA € UACTIIATHH M S-
bnyopoypauusl ITpH paK Ha r/apa v LIus

¢ MuaykuMoOHHA XMMHOTEpanys nociezpaHa ot inuetepanus (TAX 323)

CHCTEMO-0OPraHHH MHOro uecTHn YeceTHn HexXeaaHu HeuecTH HEeXeTAHH
kaacose N0 MedDRA | HexeNaHH peakmHHu PEaKUHH peaKIiiH
Nugekuuu 4 nHexuusa (creneH 3/4:
HH(ecTaLNH 6,3%);
HEYTPOTICHHYHA
HH(OEKLHUS
Heonna3zmu- pakoBa Oonka (creneH
A00pOKAYECTBEHM, 3/4: 0,6%)
3INOKAYECTBEHH U
HeomnpeaeacHH (BKIL.
KHCTH U NOJHUIHN)
HapyuieHrs Ha KpbpBTa | HeyTpomneHus (crened | ¢pebpunHa HEyTpOneHHA
u numbHaTa cuctema | 3/4: 76,3%);
aHeMHus {cTeneH 3/4.
9,2%);
TPOMOOUHTONEHUA
(cteneH 3/4: 5,2%)
HapyileHus Ha CBPbXYYBCTBHUTETHOCT
HMYHHATa CHCTEMa (He TexKKa)
HapyweHus Ha anopexcud (creneH 3/4;
MeTabonuima 0,6%)
XPaHEHETO
Hapyuwenus Ha ANCTEY 3N/ IapoCMus 3aMaliBaHe
HEpBHATA CHCTEMA nepudepHa ceH3opHA
HEBPOMAaTHA (CTENEH
3/4: 0,6%)
HapyuieHus Ha ouHTe yBENnv4eHa
JTAKpUMalH;
KOHKOHKTUBHT
HapyiueHus Ha yXOTC H HapylUIeHHUs Ha ClyXa
JabMpHHTA
CbpacyHH HapylleHHA MHOKapaHa HCXEM U apyuTMHA (cTereH 3/4:
(creneH 3/4: 1,7%) 0,6%)
CpaoBH HapyIIEHMA BEHO3HO HapylIEeHUE
(crenen 3/4: 0,6%)
CToMalllHO-4YPEBHH raaese (creneu 3/4: 3aIeK;
HapylUeHUA 0,6%0); ezodarut/ancdarus/
cromatuT (crened 3/4: [Oonka npH nperapltase
4,0%); (creneH 3/4: 0,6%);
nuapus (crened 3/4: KOpeMHa 0oJIka;
2,9%); OUCTICNICHA,
NOBpBUIAHE (CTENEH CTOMallHO-4pCBHA
3/4: 0,6%) XEeMOparus
(crenen 3/4:0,6%)

HapyteHus Ha xoxkara |anoneuus (creneH 3/4: | 0OpHB CheC ChpOEK;

M NOAKOXHATa TbKAaH 10,9%) cyXa Koxa,
excoananms Ha
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CncremMo-opraiHu

KJIACOB€ 0
L MedDR A

MHOro uecrTn
HeXeJIaHHu PeaKHHH

YecTH HEXKENTAHH
peaKIHH

HeuyecTH HeXKeTaAHH
peaKkIuH

KoxXxarta (cTeneH 3/4:
0,6%)

HapylieHus Ha
MYCKYJIHO-CKeJIeTHaTa

CACTEMA H

MHanTrusa (cTeneH
3/4: ,6%)

O611H HapyLEHHBA U
edexTH Ha MACTOTO Ha

neraprus (crenex 3/4:
3,4%);

MPUJICKEHHE Tpecka (creneni 3/4:
HicnensaHus MOBHIUEHO TErjo
. MHAYKLUMOHHA XMMHOTEPaNUd MocieBaHa ot XumHonsyetepanusd (TAX 324)

CucTeMo-0praHHH

MHuoro 4ecTH

YeeTH HEXKEJTAHA

HeuyeCcTH HeXeJAHH

3NOKA4YCCTBCHH H

HeomnpeaeacHH (BKIL.
KMCTH U NOJIUNH)

Kaacose no MedDRA | HexeNaHH peaKIHH peaKilHH pPeaKLHH
Hudekuun u uHpexuus (crenex 3/4: | HEYTPONEHHYHA

UHPECTALHH 6,3%) HHOEeKUHA

Heonnaszmu- pakoBa Gonka (cTeneH
no6poKa4eCTBEHH, 3/4: 1,2%)

HapylueHHa Ha KpbBTa
H TuMQHaTa CHCTEMA

HeyTpoOIileHus (CTerneH

3/4: 83,5%);

aHeMHus (cTemneH 3/4:
12,4%);
TPOMOOUUTONEHUS
(cTeneH 3/4: 4,0%);
debpunHa HeyTpoONeHHH

HapylieHus Ha OUHTE

HapynieHus Ha CBPBXYYBCTBHTEIHOCT
MMYHHATa CHCTEMA
Hapymenns Ha aHopeKkcus {cTerneH 3/4:
meTabonuiMa u 12,0%)
XpaHEHETO
HapyweHud Ha AUCrey3us/napocMus 3amaiiBaHe (creneH 3/4:
HEpBHATA CHCTEMA (ctenen 3/4: 0,4%); 2,0%);

nepHdepHa CeH30pHA | nepudepHa MOTOpHA

HeBponaTua (crenex HEBPONAaTHA (CTElEH

3/4:1,2%) 3/4: 0,4%)

YBEJIMUEHA JaKpUMaLKs | KOHIOHKTUBHT

HapymeHna Ha yXOTO H
nabupHHTa

HapyLIEHUA Ha ClyXxa
{ctenen 3/4; 1,2%)

CrpaedyHH HapyUIeHHA

apuTMHA (cTeneH 3/4:
2,0%)

MHUOKapAHA HCXEMHS

CbA0BH HApYLIEHUA

BCHO3HO

CTGMEIIIHD-'-IPEBHH

rageHe (creneH 3/4;

aucriernicks (creneH 3/4.
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CHcTeMO-OpranHn
Kaacose no MedDRA

MHOIro 4ecrH
HEXEJAHN PeaKHHH

YeceTH HeXKeTaAHH
peaKiHH

HeuwecTH HEXeJ1AHH
peaKunn

HapyWeHHs

13,9%);

CTOMATHT {cTencH 3/4:

0,8%);
CTOMAILHO-4PEBHA

20,7%); bonka (crenen 3/4:
MOBpBLIaHE (CTEINEH 1,2%);

3/4: 8,4%); CTOMALIHO-YPEBHA
nuapusa (crened 3/4: Xemoparus

6,8%); (crenen 3/4:0,4%)
ezodarut/aucdarun/6o

JIKa TIPH Nperiabuiane
(crenen 3/4: 12,0%);
3anek (creneH 3/4:

0,4%);
HapyleHus Ha xoxaTta | anoneuns (creneH 3/4: |cyxa KOxa;
U NOJKOXHATa ThKaH 4,0%); AeCKBaMaLHs

o6pHB ¢bC ChpOex;

Hapyuienns Ha Muanrug (creneH 3/4.

MYCKYJIHO-CKeJieTHATa 0,4%)
CHCTEMA U
ChEeJWHUTEIIHATA ThKaH
O6mu HapylIeHHUA U neraprua {crened 3/4:
eekTH HAa MACTOTO HA | 4,0%);
[MPUIIOKEHHE Tpecka (creneH 3/4:
3,6%);
3aIbP/KAHE HA TEYHOCTH
(ctemen 3/4: 1,2%);
otok (crenen 3/4: 1,2%)
Hacneapanus HaMaJIeHO Terao NOBHIIEHO TErNO

[TocTMapKEeTHHIOB ONIUT

Heonnasmu — 0obpokauecmeaeni, 310Ka4eCmeeny 1 HeOnpeoeaeru (K. KUCmu U NOAunu)
Crpob1uaBa ce 3a BTOPHUHA 110ABA Ha IIbPBHYHH 3/I0KaYECTBEHH 3a00/19BaHus (C HEH3BECTHA YECTOTA),

BKJIIOUMTENIHO HEXOMKKHMHOB JIMM(OM, BLB Bpb3Ka C AOLETaKceNl, NpHiaraH B KoMOHHaLMA ¢ ApYyrH
[IPOTHROPAKOBH JIEUEHHS, 38 KOMTO € W3BECTHO, Y€ Ca CBbP3aHH C BTOPHYHA IIOfBa Ha MbPBUYHH

3nokauecTBeHn 3abomaBanus. HMma cpobllleHHMs 3a  ocTpa  MHMeJIOWAH2 JIEBKEMHR H
MUEJIOAMCIUIACTHYEH CHHAPOM (C HEH3BECTHA YECTOTA) B OCHOBHHUTE KIIMHUYHH M3ITUTBAHUA NIPH paK

Ha MiaevyHaTa xies3a ¢ TAC cxemara.

Hapywenusn na xpvema u aumghnama cucmema

CrobuiaBaHH ¢a Clyd4ad Ha MOATHCKAHE HA KOCTHHA MO3BbK U OAPYTdM X€MAaTOJIOTMYHH HE)KETaHM
peakiui. Ma crobiuenus 3a auceMuHUpaHa uHTpaBasaiia koarynauus (1K), yecto ceBbp3aHa cbe
CETNCHUC WM MYJITHOPraHHA HEAOCTATHLYHOCT.

Hapywenus na umyrnnama cucmema
CroBLUEHH ca HIKOMIKO Cly4as Ha aHaDUITaKTU4EH LIOK, MOHAKOra 3aBbpUINII (paTaHo.

UMma chobilleHHs 3a peaklMM Ha CBPLXUYBCTBHTEIHOCT (C HEM3BECTHA 4ecToTa) NpH ynorpeda Ha
AOLIETAKCEN NMpH NAUMEHTH, KOMTO €a MMAJKM NMpPEAUIIHH PEaKUMH Ha CBPBXYYBCTBHTE/HOCT KbM
MaKJIHTaKcen. :

Hapywenua na nepsnama cucmema
Penxu ciyua Ha KOHBYJICHM HJIHM NpexoAHa 3aryba Ha cbh3HaHHe ca Habmoaasatu
Ha pouerakces. Te3n peakiuy [OHAKOra ce MOABABAT M0 BpEME Ha MH(QY3UATa

& :eaﬁﬁeﬂ' ;
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NPOAYKT.

Hapywenua na ouume
ChobuiaBa ce 33 MHOMO PelKH Clydad Ha MPEXOQHM 3pHTENHU HapyuleHHs (poTorncus, CKOTOMH),

o6HyaiiHO BB3HHKBALLHM 10 BpeMe Ha HH(PY3HA Ha JIEKAPCTBEHHA NPOAYKT U CBbP3aHHU C peaklHH Ha
cBpBXuyBCTBUTENHOCT. Te ca obpaTuMu ciefl npexpaTaBane Ha uHpysuaTa. Paako ca cxobiiapaHH
CJIy4aH Ha NaKpUMALHA ¢ WK 6e3 KOHIOHKTHBHT, KAKTO U C/Tyvan Ha OGCTPYKIIMA Ha CIB3HHUA KaHall,

KOETO BOAH A0 NPEKOMEPHO chideHe. MMa choOImenus 3a cltyyan Ha KUCTOKJIeH Maky ieH eaem (KME)
MpH IaLWEeHTH, JIEKYBAHH C JOLIETAKCEN.

Hapywenun na yxomo u aabupunma
CpobLiaBaHy ca PEAKM CJIydad Ha OTOTOKCMMHOCT, HApPYLIEHHMS HA Cllyxa Wiy 3aryda Ha ciryxa.

CopoeyHu HapyuieHus

Crob1waBaHy ca pelikd cliydyad Ha MHOKapAeH WHPapKT.

MMa choBuieHHs 33 KAMEPHA aPHTMHS, BKJIFOUHTEIHO KAMEPHA TaXHKapAHA (¢ HEM3BECTHA YeCTOTa),
[MOHAKOra C JIETANEH M3XOJ MpH MNALMEHTH, JEKYBAaHH C JOLETakcell B KOMOHHMpAHH CXEeMH,

BIUTIOUBALLM JOKCOpYOHLIKH, S-bnyopoypauut Wunu uukiodochaMul,

Cvoo8u Hapyuienus
C1o611aBaHHy ca pe/IKY Cay4ad Ha BEHO3€H TPoMOOEMOOITH3BM.

Pecnupamopnu, 2pvOnU U MEOQUACMURATHU HAPYUIEHUA

Papko ce c¢boOliaBa 3a OCTbP PECHMPATOPEH AMCTPEC CUHJAPOM U Cly4YaH Ha HHTEPCTHLIHATHA
MHEBMOHMA/[THEBMOHHMT, MHTEpcTHLMaNHa GenonpobHa Gonect, Genoapobua ¢ubposa U AuxarenHa
HEJIOCTATBYHOCT, NOHAKora pataniHu. CpoliuaBar ce pe/IkH Cliyuau Ha paJiIHallHOHEH [THEBMOHHT NpH
NauUeHTH, MoJy4aBalliy ChIILTCTBALLA TbYETeparus.

Cmomauino-upesnu Hapytuenus
CroOmeHH ca peaKkH cnydal Ha CEHTEPOKOJIMT, BKIHOYHTEHO KONIHUT, HCXEMHYEH KOIUT MU

HEYTPONEHHUEH EHTEPOKONIHT C Bb3MOXKEH JIETANICH U3XOJ (C HEW3BECTHA YECTOTA).

CboOlUeHM ca PeAKH CIyYaH Ha AEXHIApPATalMA KaTo MocNefula OT CTOMAaUHO-YPEBHH ChHOMTHS,
BKITIOYHTETHO €HTEPOKOJIUT M CTOMAalIHO-1peBHa nepgopanus.

Cro6uiaBa ce 3a peAKH cliydaH Ha Wieyc U YpeBHa 0DCTpyKLMS.

XenamobunuapHu Hapyuerus
CvofuaBaHn ca MHOTO pelKH CJTy4ad Ha XenaTHT, MoHAKora GataiHu, NpeauMHO MPH NALUUEHTH C
MOAJIEXAIH YEPHOAPOOHU HApYLLIEHHS.

Hapyuuenua na xosicama u nooxosxcHama mvKan

Cnydau Ha KOXeH JIYITyC epUTEMATO3yC, OyJIO3HH €pyNuUH KaTO €pHUTeMa MYITHQOPME H TEXKH
KOXXHM HEXE/TaHH peaklMd Karo CHHIApoM Ha Stevens-Johnson (SJS), TokcHyHa enuiaepmManHa
nexpoausa (TEN) i ocTpa reHepannzupaHa ek3aHTemaro3Ha nyctynosa (AGEP) ca crobiasanu npu
nouerakcen. Ilpu gouerakcen ca chobniaaHun noAobHU Ha ciepojepMa MPOMEHH, OOMKHOBEHO
[peaxokaaHu ot nepudepeH numeenem. Mma cpobiienns 3a cnyuan Ha TpaiHa anoneuus (C
HEW3BECTHA 4ECTOTA).

Hapyuwenua na 6vbpeyume u nuxounume nomuwya
HMma crobierns 3a 6p6peyna HegoctaTeyHOCT. IlpHu okono 20% oT Te3m cnyyan He € UM
daxTopy 3a ocTpa ObOpeuHa HEAOCTATEYHOCT KaTo €IHOBpPEMEHHA ynoTpeda Ha
IeKapCTBEHH NPOAYKTH H CTOMALLIHO-YPEBHH HapyIUICHHUS.

Obwu napyiuenus u ehexmu HQ MACMOMO HA NPUAONCEHUE
B peaku cimyuau ce cpobinasa 32 KbCHH TOKCHYHH NMPOSBY cnen 0bbuBaHe.
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KbcHa peakumid Ha MACTOTO Ha MWHDKEKTHpaHe (peLMAMB Ha KOXHa pEakUWid B MACTOTO Ha
npetIecTBalla eKCTpaBasaliua Ciejl [IPUHJIoKEHUE Ha I0LIeTaKcell Ha pa3iiniHO MACTO) € HabmoaBaHa
B MACTOTO Ha IPEALIECTBALUA eKCTpaBasalus (C HEU3BECTHA YECTOTA).

3aabpKAHETO HA TEMHOCTH HE € OWITO CHITBTCTBAHO OT OCTPH €NHM3OAH Ha OJTUIYPHA HITH XHMIIOTOHHA.

CpobL1aBady ca peiKy cliyyad Ha Jexuaparauus u 6enoapobeH oTok.

Hapywenun na memaboausma u xpanernemo

ChOBILEHH ca C/1y4aH Ha eNeKTposiuTeH aucbanaxc. Ma choOleHHa 3a ClTy4an Ha XUNIOHATPHEMMS,
[JIABHO CBBP3aHHM C JEXHApaTauMs, NOBpblUaHe M NHeBMOHHA. HabniogaBaHH ca XHIOKAIMEMHA,
XWIOMarHe3ueEMHUs H XMIOKaIIHeMys, OOMKHOBEHO CBBP3aHH CbC CTOMAILIHO-YPCBHH HapYHICHHS H
ocobeno ¢ auapua. Crobiiapa ce 3a CHHAPOM Ha TYMOPEH pasnajl, ¢ Bb3MOXKEH jeTaneH u3xos (¢

HEU3BECTHA YECTOTA).

Hapywenus Ha MyCKYIRO-CKEAeMHAMAa CUCmema
Cpo611aBa ce 38 MHO3MT NPH JoLeTakces (C HEH3BECTHA YUECTOTa),

Cpof1iaBaHe Ha 1oA03nPaHU HEXENAHH PEaKIHK
C1o0naBaHeTo Ha MOJO3NPAHU HEXENAHH peaKLMH ClIe] pa3peluaBaHte 3a ynorpeda Ha IEKapCTBEHUA

NPOAYKT € BakHO. TOBa Mo3BOJIABA A4 NPOIBIKH HAOJIHOAEHHETO HA CHOTHOLIEHHETO NOJI3a/PHCK 32
NEKAPCTBEHHA MpPOAYKT. OT MEAULMHCKUTE CIEHHAJMCTH CE M3MCKBA [a CbhoOLIaBaT BCAKA
NMoJ03HpaHa HeXeNlaHa peakuusa upe3

M3nbaHUTe/IHA areHUMA 10 JIEKapCcTBaTa
yi. ,,Jlamas I'pyeB” Ne 8

1303 Codus

Ten.: +359 2 8903417

yeGcaiT: www.bda.bg

4.9 IIpenoznpane

HMma Hakosnko cboblieH A 3a npeao3upare. He € uzpecreH aHTHROT 3a NpeAo3upaHe ¢ aouerakcen. B
cnyyall Ha npeao3dpaHe, nmauveHThT TpAdBa Ja ObAe 3aabpKaH B CMELMATM3HPAHO 3BCHO W
KUZHEHUTE MY (PYHKLMHM a ObJaT noa HenocpeAcTBeHo Habmoaenue. IIpy ciyyan Ha npeaosdpaHe
MOX€E J1a ce o4akBa ek3aillepbauusa Ha HexenaHuTe chOUTHA. OYaKkBaHUTE IABHH YCIOXKHEHHUA OT
MPeIO3UPAHETC CE€ CHCTOAT B TOATHCKAHE HAa KOCTHHMA MO3BK, NEPHPEpHA HEBPOTOKCUYHOCT W
MYKO3UT. BB3MOXKHO Hail-6bp30 cies OTKpuBaHE Ha NMPENO3MPaHETo, MalHeHTLT TpAOBA JAa M01y4H
G-CSF B TepanerTHuHH A034. [Ipn neobxogumoct TpsadBa na ce nmpeanpyeMar ApYrd NoaXOAAILH
CHMITTOMATHYHHU MEPKH.

5. ®APMAKOJIOT'MYHM CBOUCTBA
5.1 <@apmakozHHaMHYHH CBOHCTBA

bapmakoTepanesTHYHa rpyna: AHTHHEOIUIACTHYHH W HMyHOMOAyJHpawd jaekapctea; ATC koa:
LO1CDO2.

MexaHu3bM HA JeHCcTBUHE

HoleTakce)l € aHTHHEOIIaCTUYHO CPEICTBO, KOETO AeHCTBa upe3 CTUMYIHPaHe Ha H3rpakIAHLTO Ha

cTabMIIHA MUKpOTYOYIH OT TyOY/IHHa K MHXMOUpa TAXHOTO paznagaHe, KOETO BO TIRF ARG
[ J

- :- . : LI B r '

AP
HamasnaBaHe Ha ¢BOOOAHUA TyOynuH. CBBP3BAHETO HAa AOLETAKCEN C MHKpOTyﬁ

Oposa Ha NpoTOPHIIAMEHTHTE. Q 17 vy 2
X [ ol St e \ €
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In vitro e nokasaHo, Ye JOLETAKCEN pa3pyllaBa MUKpPOTyOylHATa Mpeka Ha KICSEK Tehi,gﬁ:up:&@
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OCHOBHO 3HaUEHHUE 32 KUIHEHUTE MHUTOTHYHH H HHTEPba3HH KIETHUHH (PYHKLHH.

QdapMaxoAHHAMUYHH eDEKTH

VCTAaHOBEHO €, e JOLIETAKCE/ € LIMTOTOKCUYEH In vifro CIpAMO pa3smuYHH MHUIUH U YOBEIIKH TyMOPHH
KJIETHYHM JTMHHH M CIIPAMO NPACHO EKCLIM3UPAHH YOBEIIKH TYMOPHH KJIETKH 110 BpEME Ha KIIOHOTCHHHA
W3cneaBaHus. Jlouerakcen AOCTAra BHCOKHM BBLTPEKNETbYHH KOHLEHTpalMd ¢ ABABI NEPHOIL Ha
3aanpxkane. OCBeH TOBa, € yCTAHOBEHO, Y€ JOLETAKCENl € aKTHBCH IMPH HAKOHW, HO HE NPH BCHYKH
KIETBYHH JIMHUY, CBPBXEKCOpPECHpalld p-TIHKONPOTEUH, KOHTO € KOoAMpaH OT TIeéHa 3a
MYJITUMEINKAMEHTO3HA PE3UCTEHTHOCT. [n vive AOLETaKCel HE 3aBHCH OT CXe€MaTa M NpHTeXkasa
LIKPOK CHEKTHP EKCIEPUMEHTAIIHA aHTHTYMOPHA aKTHBHOCT CNPAMO HANpeAHAIA MHLIH U YOBEILIKH

HMIUTAHTALMOHHU TYMOPH.

KiiuHuyHa edhHKacHOCT B 6€30MacHOCT

Pax Ha evpoama

Toyexon 6 kombunayua ¢ Ooxcopybuyun u yuxrogochamuo.: aowsanmua mepanua

[aimenTy ¢ onepabuien pak Ha rbpaara cbe 3acarave Ha iuMHuTe 83U (TAX 316)

JTaHHMTE OT MHOTOLEHTPOBOTO, OTKPUTO, PAHAOMHU3UPAHO H3NUTBAHE MOAKpENAT ynorpebara Ha
HOLIeTaKcen 3a aflOBAHTHO JICYEHUE Ha MAllUEHTKHU ¢ onepabuiieH, CbC 3aciraHe Ha JIMM(PHHTE BH3JIH,
pak Ha repaara u KPS > 80%, na gbapact Mexay 18 u 70 roqunu. Cnen ctpaTudukauus crnopes 6pos
Ha MMOJIOXKHTETHHUTE AUM(PHH Bb3H (1-3, 4+), 1491 nauueHTky ca paHAOMH3HPAHH [a NOJy4aBaT Win
noueTakcen 75 mg/m? npuiaran 1 yac cnen gokcopy6uumH 50 mg/m? u unknodochamua 500 mg/m’
(pamo Ha TAC), mwmu gokcopyBuums 50 mg/m® nocnegsaH ot ¢uyopoypauun 500 mg/m’ u
muxnodochamua 500 mg/m? (pamo Ha FAC). M nBere cxemu ca NMpWiaraHd BEAHBK Ha BCEKH 3
ceAMHUH B NpoIb/DKeHHE Ha 6 uukbia. Jonerakcen e npunarad moa (opMara Ha €IHO4YacoBa
UHQY3HA, BCHUYKH OCTAHATH JIEKAPCTBEHH NMPOJYKTH €a IMpWIaraHd noj gopMara Ha HHTpaBEHO3€eH
Gonyc Ha Bcekd mbpBH AcH. G-CSF e npunarad Kato BTOpHYHA NMPO(QUNAKTUKA TNPH MALUECHTKH
pasBWIK YyClOXHeHa HeyTporeHus ((pedpwiHa HeyTponeHus, MPOABbJLDKHTENHA HEYTPONECHHUS WIIH
nHbekumns). TMaumentkure B pamoro Ha TAC nony4yasaT aHTHOMOTHYHA MPOQHIAKTHKA C
nunpodiokcandd 500 mg nepopaiHo JiBa MbTH JHEBHO B NMpoAb/KEHHE HA 10 aHKM, ¢ HA4alo 5-TH
J€H OT BCEKY UHMKbJ, MM exkBUBaleHT. M B ABeTe paMena, ciie MOoCheAHHs LUK XUMHOTEpanHms,
MaMEHTKUTE C TMOJIOKHTEJIHH €CTPOreHHH W/WIH NPOrecTepOHOBH PELENTOPH MOJy4aBaT
Tamoxcuder 20 mg AHEBHO B NPOAB/LKEHHE Ha JO 5 roauHU. AZIIOBAHTHA JIbMETEpanus e peanucaHa
CBITACHO MpAaKTHKATa M0 MEecTa B yvacTBauure jieyeOHM 3aBeeHUA M € MpoBeAcHa nmpH 69% ot
nauueHTtkuTe, noayuwnd TAC u 72% ot naumentkure, nonyuunu FAC. H3sbpuienn ca aBa
MEXIMHHK aHATH3a W €JMH OKOHYATENEH aHaiu3. [IbpRUAT MEXAUHEH aHaiu3 e OWn niuadHupaH 3

FOAMHU CNEJ AaTara, Ha KOATO BKJIIOYBAHETO B MPOYHUBAHETO € HAMOJIOBHHA M3BLPLIEHO. BropusT
MEXIMHEH AHAJIH3 € HalpaseH ciel Kato ca Ounu cvobenu obio 400 DFS cubutHi, koeTo € A0Beo

00 MeauaHa Ha npocnedssaHe 55 meceua. OKOHYATENHMAT AHA/IU3 € U3BBLPLIEH, KOraTo BCHYKH
MaiMeHTH ca JOCTHTHAIM O BU3WTATa Ha npocieadsaHe Ha 10-taTa roanHa (OCBEH aKO He ca HMaH
DFS cubutHe win He e 6uno BH3MOXKHO Aa OBAaT mpociefeHn npeau Toea). [IpexussemocTra 6e3
zabonasade (DFS) e nmppBHuHaTa KpaiiHa Touka 3a edukacHoCT, a obuiara npexupseMocT (OS) e

BTOPHYHATA KpaiiHa TO4YKa 38 €(PHKACHOCT.

OKOHYATEJIHHAT AHAITH3 € H3BBLPILEH NpH paKTHYECKa MeJHaHa Ha rpocsiefsBaHe 96 Mecela.
JeMOHCTPUpAHa € 3HAYMTEIHO No-ronsma npexupieMoct 6e3 3abonssaHe B pamMoToO Cs

cpasHenHe ¢ pamoTo HAa FAC. Yecrorara Ha peuMauBuTe B paMKuTe Ha 10 rognuHy gife .: ARt
kl v Wl

naudeHTKuTe, nonyvasawii TAC B cpasHenue ¢ noay4winte FAC (choTBeTHO 39¥04
g .
T.€. abCOIIOTHO CHIDKeHHe Ha pucka cbe 6% (p = 0,0043). ObuiaTta npexxusaemocT/Aa30 QR

sHauuTenHo ce mosuiuaBa npu TAC B cpasHeHne ¢ FAC (cworBeTtHO 76%
abCconIOTHO CHIWKEHHE Ha pHCKa OT cMBpT ¢BC 7% (p = 0,002). Twi kaTo Non3aTy), HA
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maiMeHTd ¢ 4+ NMUMMHM BL3IH He € craTUcTueckH 3Hayuma 3a DFS u OS, nonoxurenHoro
choTHOLIEeHHe nonsa/prck 3a TAC npu nauueHTH ¢ 4+ nuMQPHU BB3IM He € HaMb/IHO JOKA3aHO IIpH

OKOHYaTCIIHHA aHaAJIN3.

Karto wano, pe3syaTaTUTE OT [pOyyBalHATa MOKA3BAT MOJOKUTENHO CHOTHOLUICHHE roJj3a/pucK 3a
TAC, B cpaBHenue ¢ FAC,

TAC-nekyBaHH TALMEHTKH ¢a aHAJIWM3MpaHH CIOPEA TNPOCHEKTUBHO ACPUHHUPAHUTE OCHOBHH
MPOrHOCTHYHH (PaKTOpPH:

INpexusaemoct be3 O6ua npeXKUuBAEMOCT
3a00/19BaHe
Moarpyna Bpo# Koegu 95% p= Koeduu 95% p=
NAlHEHTKH NMAUHEHTK | WHEHT | AOBEPHT HEHT HA | AOBEpHT
H HA eJiex puck®* eJIeH
PHCK* | HHTCpBa HHTEpBa
a (C1) a (CD)

bpoi |
NOJOXKHTENH
H
Bb3/H
Obwo 745 0,80 0,68-0,93 | 0,0043 0,74 0,61-0,90 0,0020
1-3 4167 0,72 0,58-0,91 | 0,0047 0,62 0,46-0,82 0,0008
4+ 278 0,87 0,70-1,09 | 0,2290 0,87 0,67-1,12 0,2746

*koedHUMeHT Ha puck noxd | nokasea, ye cxemara TAC ¢ cBbp3aHa ¢ no-rojsMa
npexHeaeMocT Ge3 3abonasaHe M o0La NpexUBIeMOCT B cpasieHue ¢ FAC.

[laumenTH ¢ onepabuieH pak Ha rbpaaTa 6e3 3acarane Ha AUMAHUTE BH3IH, IOAXOAMIIH Ja TOTy4aBaT
xumuortepanua (GEICAM 9805)

JlaHHHTE OT MHOrOLEHTPOBO OTBOPEHO pPAHIAOMH3HPAHO H3MMTBAaHE MOAKpENAT ymorpebata Ha
JNoueTakcensa aioBaHTHA TepanMs Ha NaluWeHTH ¢ onepabuieH pak Ha repaarta 6es3 sacsraHe Ha
JIUMGHUTE BBL3IH, NOAXOAALIH Na NTOJIYUABAT XHMHOTEPaIIHA.

1 060 nauyeHTH ca paHAOMH3IKPAHU Ja [10J1yYaBaT Wiy I[ouerraxcen?S mg/m?, npunoxeH 1 yac cnen
aokcopybuumH 50 mg/m W uukiopochamua S00 mg/m? (539 maumentu 8 TAC pamoro), Uam
nokcopy6oummn 50 mg/m?, nocneasan ot payopoypauma 500 mg/m? n unknodocpamun 500 mg/m?
(521 naumentd BLB FAC paMoTO), KaTo aiOBaHTHA Tepanusa NpU NMaUHEHTH ¢ onepabHiIeH pak Ha
repaata 6e3 zacqraHe Ha TUMQHATE BL3NU C BUCOK PHCK OT PeJIarc, CuIIaCHO Kputepuute oT 1 998
na St. Gallen (ronemuna na Tymopa >2 cm wW/nnu orpuuareniu ER uw PR wwnn Bucoka
XUCTOJIOrMuHa/apeHa ctened (crenen 2 ao 3) w/wiv BwB3pact <35 roaunu). M asara pexuma ca
NpWiaraHd BeJHbX Ha 3 ceaMHLM 3a 6 uwuxbia. Jlouerakcen e npwiarad karo l-yacosa uHdysus,
BCHYKY APYrH JIEKapCTBEHH TIPOAYKTH ca fIpUJaraHd MHTPaBeHO3HO Ha | JOeH Bcaka 3 ce/MHIa.
[Tupsuunara npogunaktika ¢ G-CSF e 6una sagwmkurenta B TAC pamoto, ciex karo 230 nauHeHTH
ca OunM paHooMu3upaHu, YecToTata Ha HeyTponeuus, ¢pedbpunHa HEYTPOrneHus W HEYTPOINeHHYHA
uHpEKLHA OT 4-Ta CTENEH € HaMalltaa NPY MaUKHeHTH, NoNy4aBaay nepeuuHa npodunakTka ¢ G-CSF
(Bk. TouKa 4.8). B ABere paMeHa, cnea nociae HUa UKL HA XMMHTepanuarTa, nauuenTy ¢ ER+ w/unu
PgR+ TymopH, ca nonyuasand TaMokcuded 20 mg eailoKpaTHO AHEBHO, 33 NEPHOA A0 5 TFOAKHH.
AZlOBaHTHA Jipuereparnus ¢ Ouna npuiarasa CcbrIacHO BANUAHMTE PBKOBOJACTBA OTHOCHO
WHCTPYKLMHTE 33 YUacTHE U € npunaraHa Ha 57,3% o1 nauuenTyTe, KouTo ca nonyyasany TAC u npn

51,2% ot nauueHTUTE, KOUTO ca nony4yasanu FAC.

EHUMﬂ /70
M3pbpuieHd ca €OUH IBEPBHYEH AHAIW3 M €IWH aKTyaiusMpaH aHanus. Ilnp
M3BBPILEH, KOTATO BCHRKH MallHEHTH ca HMAIH MPOC/IEASBaHE 3a MTOBEYE OT 5

!crl'f A ﬁ.

BPEMETO Ha MpochieagBaHe 77 Mecela). AKTYaAIUM3HPaHUAT aHalu3 ¢ H3BbpIeH,
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AALMEHTH ca AOCTHrHaIH cBosTa 10-roquiuna (MeanaHa Ha BpeMeTo Ha npocaeassaHe 10 roaMHy u 3
Mecela) mpocieaasama Busuta (ocBeH ako ca MMany DFS ceOuTre wnun ca Ounu 3arybeHu 3a
npocieasaBane no-pato). [pexussemocrra 6e3 3abonssare (DFS) e mppBHiHATa KpakHa TOUKa 32
epukacHocT, a ofuiara npexusaemoct (OS) e BTOpHUUHATA KpaiiHa TOYKa 32 epUKaCHOCT.

[lpy MeaHaHa Ha BpeMeTO Ha MpocheasBaHe 77 Mecelia € A0Ka3aHA 3HAYMTEIHO TMO-ABJIra
npexxusemoct 6e3 3abonssane npy TAC pamoto, B cpasnenue ¢ FAC pamoro. Jlekypanure ¢ TAC
NaLHEeHTH ca MMaJId HaMaNsABaHe Ha PUCKa OT peuuaus ¢ 32%, B CpaBHEHHE C TE3H, NeKyBaHU ¢ FAC
(xoeduuueHT Ha puck = 0,68; 95% CI (0,49-0,93), p = 0,01). Ilpy mMexnaHa Ha BpeMETO Ha
npocnefssade 10 roguHu u 5 Meceua, nekysanute ¢ TAC nauxeHTH ca MMany HaMaJisBaHe Ha pHUcKa
oT peuuauB ¢ 16,5%, B cpaBHeHME ¢ Te3H, jekyBaHH ¢ FAC (xoeduuueHT Ha puck = 0,84; 95% CI
(0,65-1,08), p = 0,1646). Januure 3a DFS ne ca cTaTrHCTUYECKH 3HAYUMH, HO BCE MakK €a CBbP3aHH ¢
MONOXKHUTENHA TeHaeluus B nonsa Ha TAC.

ITpy MeaMaHa Ha BpEMETO Ha npocieasBaHe 77 meceua, obuara npexupsemoct (OS) e 6nna no-aeiira
npu TAC pamoTo, npu HamasBaHe ¢ 24% Ha pUcKa OT CMBPT 3a JeKyBaHuTe ¢ TAC nauueHTH, B
cpasHenve ¢ FAC (xoedpuimenr Ha pucxk = 0,76; 95% CI (0,46-1,26, p = 0,29). Obaue
pasnpeaencHueTo Ha OS He e 1oka3ano 3Ha4HMa pas/ivKa MexXAy JBETE I'pPyMnH.

[Tpu MeauaHa Ha BpeMeTo Ha npocieassaHe 10 ronvny B 5 Meceua, nekyeanute ¢ TAC nauueHTH ca
MMadd HaMalfgBaHE Ha pHCKAa OT c¢MBPT ¢ 9%, B cpaBHehue ¢ Jekypauute ¢ FAC nauueHTH

(koetuuuenT Ha puck = 0,91; 95% CI (0,63-1,32). IlpouentsT Ha npexxussaeMocT € 93,7% B TAC
pamoto ¥ 91,4% B1B FAC pamoTto npu 8-roaviiHus nepxoa Ha npociaeassade, u 91,3% B TAC pamoto
u 89% »1B FAC pamoTo npu 10-roauminys nepruo, Ha npocieasaBaHe.

[TonOXKHTENHOTO ¢hOTHOMICHHE non3a/puck 3a TAC, B cpaBHeHHe ¢ FAC, ocTaBa HEIIPOMEHEHO.

[Ipy nepBUYHHA aHAIM3 (TIPH MEIHaHA HA BPEMETO Ha NpocieABaHe 77 Meceua) ca aHaAIM3UpaHH
noarpynd Ha TAC- nexkyBaHM mNaLMEHTH, CHOPEA MPOCINEKTUBHO ONPEAC/ICHUTE T[OJNEMHU
NPOrHOCTHYHHU KpHTEpHH (BX. TabnuliaTa no-a0i1y):

AHaTM3 Ha_IOATPYIIHTE OT H3NUTBaHE-afIOBAHTHA TEpanus IpY MAUWEHTH C pak Ha repjaara 6e3
saciarade Ha JuM@HATe BB3IHK (Intent-to-Treat aHanuU3)

[IpexxnsseMocT, cBoboana or

[logrpynn nauHeHTH Bpoli TALHEHTH B 3ab0nABAHE

TAC rpynara KoedruumneHnT Ha 95% CI

pUCK® .

0610 539 0,68 0,49-0,93
Bn3pacrosa kateropus 1
<50 roguHH 260 0,67 0,43-1,05
250 ronuHHU 279 0,67 0,43-1,05
Buw3pacToBa xateropus 2
<35 roauHK 42 0,31 0,11-0,89
>35 roauHH 497 0,73 0,52-1,01
XopmMonaJjieH penenropen
CTATYC
OTPHALATENHO 195 0,7 0,45-1,1
NMONOXHTEHC 344 0,62 0,4-097
l'onemHHa HA TYMOpAa
<2 cm 285 0,69 0,43-1,]
>2 ¢m 254 0,68
XHCTOJNOrH4YHA CTENCH
creried 1 (BKMIQUUTENHO 64 0,79
HEeOLEeHeHa CTeler)
crenet 2 216 0,77
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CTENEH 3 259 0,59 0,39-0,9

Menonay3aHo CHLCTORHHE
pe-MeHonays3a 285 0,64 0,40-1
nocT-MeHonaysa 254 0,72 0,47-1,12

* xoeduimenT Ha puck (TAC/FAC) no-manxko oT | noxassa, ye¢ TAC e cBbp3aHa ¢ MO-ABATa NPEKHBAEMOCT,
csoboaHa oT 3adonaBaHe, cpasHena ¢ FAC.

[poBeaeHH ¥ MpeACTABEHH TYK [10-A0JY €a eKCIIOPATOPHH NOATPYINOBH aHANH3IH 33 NPEKHUBACMOCT,
cBoGogHa oT 3abonABaHe, MDY NMANMEHTH, KOWTO OTroBApAT Ha kpuTepuure Ha 2009 St. Gallen 3a

xumuoTepanus — (ITT normynauus):

KoeHRIUHENT HA

TAC FAC puck (TAC/FAC)

Noarpynu (n=539) (n=521) (95% CI) p-cTOHHOCT

OTropaps Ha pellaTUBHUTE

KPUTEPHH 32

XUMHOTepanus’

Ha 18/214 26/227 0,796 (0,434 — 1,459) 0,4593
(8,4%) (11,5%)

He 48/325 69/294 0,606 (0,42 - 0,877) 0,0072
(14,8%) {23,5%)

TAC = nouerakcen, gokcopybuuyi u uuknopochamua FAC =
5-nayopoypaunn, Aokcopyonuun u umknogochamun Cl =
noBepuTeneH HHTepBan;, ER = ecTporeHos peuentop PR =
NMPOrecTEpPOHOB PELENTop

* ER/PR-oTpHLATENEH KK CTENEH 3 WM IOJIEMHHA HA TYMOp& >3 ¢m

YCTaHOREHUAT KOeHIHEHT Ha PUCK M3IMOJI3Ba ponopuuoHanHug Moaen Ha Cox 3a pucka ¢ neyebHa
rpymna Karo {axkrop.

Iloyexon xamo mornomepanus

C pouerakces B IPENOPbYATENHATA 1034 H cxema oT 100 mg/m? Ha BCekH 3 CeIMHULIM ¢a MPOBEAEHH
JIB€ PAaHAOMM3HPAHH CpaBHUTENHU npoy4BaHHsa ¢aza lII, sxirousanm oo 326 uiu 392 nauHeHTKH
C MeracTaTA4YeH paK Ha rbplara, HEINOBIWAHH OT JICYEHWE CHOTBETHO ¢ AIKWIHMpall areHT WIM

dHTPpALIUKJIUH.

[Tpy namMeHTKUTE, HEMOBIHAIM C€ OT ATKWIMPALUHS areHT, JOLETaKCeN € CPaBHEH C JOKCOPYOHLIMH
(75 mg/m? na Bceku 3 cenmuuu). Be3 1a moBaHABa BpeMeTO Ha O01a MpexHUBIeMOCT (HoueTakcen 15
Mecella B CpaBHEHME ¢ Ao0KcopyOHULMH 14 mMeceua, p = 0,38) unu BpeMeTo 20 Nporpecus (JOLETaKCe
27 ceamuuu cnpaMo JokcopybuuuH 23 ceamuum, p = 0,54), noueraxcen NMOBHLIABA CTENEHTa Ha
nosiuaBaHe (52% cnpamo 37%, p = 0,01) u cxbeara Bpemero xo otrosop (12 ceamuum cnpamo 23
ceqmuuy, p = 0,007). Tpn naumeHTkn Ha Aouerakces (2%) ca TIPEKpaTHIH JIEUCHHETO IIOPaIH
33JpbKKa Ha TEYHOCTH, AOKATO 15 nmauuMeHTH Ha AOKCOpYOMLMH (9%) ca mpekpaTWiiH JIeYeHHETO
Mopagn KapAMOTOKCHYHOCT (TpY CMBPTHH Ciiy4as [opaJH 3aCTOHHA ChpAEYHa HEOCTATLYHOCT).

HPH MAQUEHTKHUTE, HEMOBJIMAJIIA CC OT AHTpPALIMKIAHH, AOLUETAKCC/I € CPpaBHCH C KOMOMHaLMATA

LT
| |

muromuuuH C 1 BuH6nacTuH (12 mg/m? Ha Bceku 6 ceaMuL ¥ 6 mg/m? Ha BCeKH 3 celper
ToueTakces nopuIlaBa cTeneHTa Ha nosiausasane (33% copamo 12%, p <0,0001), y ol
no nporpecus (19 cenmuuu cnpamo 11 ceamuun, p = 0,0004) v yasmkasa obmatafy SinBag
Mecella cnpamMo 9 Meceua, p = 0,01).
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OTroBaps Ha npodHIa Ha 6e3onacHoCT, HabtoaBal NpH npoyysanusaTa dasa II (Bx. Touka 4.8).

[IpoBeaHO € OTBOPEHO, MHOrOUEHTPORO, PaAHOOMH3HWPAHO NPOY4BaHC ¢aza IlI 3a cpaBHeHHE Ha
JOLIETAKCEST KAaTO MOHOTEparus W NakauTakcesl 3a JeYCHHC Ha HanpedHajl pak Ha rbpaarta npH
MAIMEHTKH, YMATO NPEAULIHA Tepanus TpsGBa [a € BKIIOUBAJIa aHTPAUHKINH, 00110 449 naltuesTKH
ca paHIOMM3WPaHH 3a [a MoJydar MoHoTepanua ¢ aouerakcen 100 mg/m? kato l-yacoBa HHY3MA
wiM naxautakcen 175 mg/m? xato 3-uacosa mMudy3usa. M mBere cxeMu Ca npuwiaraHu Ha BCEKH 3
CEAMMIIM.

Bes xa ce 3acsara MppBUYHATA KpaiiHa Touka, oflla creneH Ha noejaussaHe (32% cnpamo 25%, p =
0,10), AoueTakcen YABIKM MeaMaHaTa Ha BpeMeTo Ho nporpecus (24,6 ceaMHUM cripsamo 15,6
ceqmuuy; p < 0,01) ¥ Meauanara Ha npexuBsemocT (15,3 meceua cnpamo 12,7 mecela; p = 0,03).
[loBeue HexenaHd ¢hOUTUA OT cremneH 3/4 ca HabmomasaHu IMPH AOLETAKCEN KaTO MOHOTEparuvs
(55,4%) B cpaBHeHHe ¢ naknuTakcen (23,0%).

Houemaxcen 8 kombunayus ¢ Ooxcopyouyun

EnHo of6MpHO paHaoMH3vpano npoyuBade ¢asa Il ekatousamo 429 HenekyBaHu NALUEHTH C
MeTacTaTv4Ha Gosect e mposefeHo ¢ aokcopybuumn (50 mg/m?) B kombuHauus ¢ aouerakcen (75
mg/m?) (pamo AT) cnipsmo pokcopyGuupnH (60 mg/m”) 8 komGuHaums ¢ uukrogochamua (600 m g/m?)
(pamo AC). U mBeTe cxemu ca rnpuiaraiy B AeH | Ha BCEKH 3 CeIMULIM.

. Bpemero g0 nporpecua (TTP) e sHauntenso no-guiaro npu pamo AT B cpaBHense ¢ pamo AC,
p = 0,0138. Menuanara Ha TTP e 37,3 ceamuum (95% CI: 33,4 - 42,1) nipu pamo AT n 31,9 ceqmuny
(95% CI: 27,4 - 36,0) npu pamo AC.

. O6wara creneH Ha nosingeade (ORR) e 3HauuTeNnHO no-sKcoka npu pamo AT B CpaBHEHHE C
pamo AC, p = 0,009. ORR ¢ 59,3% (95% CI: 52,8 - 65,9) npu pamo AT cnipsaimo 46,5% (95% Cl: 39,8
- 53,2) npy pamo AC.

[To Bpeme Ha TOBa U3NMTBaHe, pamMo AT JEeMOHCTPHPA MO-BUCOKA YECTOTA Ha TEXKKA HEYTPONECHHA
(90% cripamo 68,6%), debpunna HeyTponenus (33,3% cnpamo 10%), uagexuus (8% cnpamo 2,4%),
nuapus (7,5% cnpsamo 1,4%), acrenus (8,5% cnpamo 2,4%) u 6onxka (2,8% crnpamo 0%) B cpaBHeHHUE
¢ pamo AC. Or apyra cTpaHa, pamo AC IeMOHCTPHPA I10-BHCOKA Y€CTOTA Ha TeXKa aHeMus (15,8%
cnpsmo 8,5%) B cpaBHeHue ¢ pamo AT, a CBIIO Taka M MO-BMCOKa HECTOTA HA TEKKa
KapAKOTOKCHYHOCT: 3acTOiHa cbpjaeyHa HepocraTbyHocT (3,8% cnpamo 2,8%), abconoTHo
HaAMAICHWE Ha JieBOKaMepHaTa ¢pakins Ha uztnacksade ¢ 20% (13,1% cnpamo 6,1%), abcontorHo
HaMAJICHHE Ha JieBOKaMepHarta (ppakius Ha ustnackeaHe ¢ 30% (6,2% cnpamo 1,1%). Tokcuuna
CMBPT € HacTenuiaa npu 1 naumeHt B pamo AT (3actoiiHa cbpacyHa HEAOCTATHYHOCT M Npu 4
nauxenTu B pamo AC (1 mopanu cenTuueH WOK M 3 nopaau 3acToiHa ChpAECYHA HEAOCTATHYHOCT).

U B IBETE rpyIiv KAYeCTBOTO HA XHBOT, M3MepeHo 4pe3 BenpocHrka EORTC e cpaBHUMO M cTabUHO
[0 BpeMe Ha JIEYCHHETO H NepHOoa Ha TIPOCTIeAsSBaHE.

Tloyemaxcen 6 komburnayus ¢ mpacmyzymab

Jonerakcen B KoMOHMHaLNA ¢ TpacTy3yMab € rpoydeH ¢ orvie/] JieUeHHe Ha NallHEHTKH ¢ MeTacTaTHYeH
paK Ha rbpAaTa, YUHWTO TYMOPH ca CbC CBpBXEKcnpecHs Ha HER2, u konTo He ca nony4aBajin npeiu
TOBa XHMHOTEpanus 3a MetactaTuHa donect. CTo ocemaeceT H LIECT NAIMCHTKH ¢a paHIOMH3HpaHH
na nony4vasat gouerakcen (100 mg/m?) ¢ unu 6e3 TpacTy3yMa6; 60% ot nauuMeHTKUTE ca MoyYasali
rnpeaqd TORa aflOBAHTHA XHUMHOTepanus Ha 0a3za aHTPaLIMKITHH.

Touerakcen ruoc TpacTy3symMalb ca edHUKacHHM NpH NALMEHTKHTE, HE3aBHCHUMO AAIM ca IojyyaBaiu
MPEAXOAHH aAIOBAHTHH aHTPALMKIMHH, WK He. OCHOBHMAT 1abopaTopeH METOA 3a ONpEIensHe Ha
HER2-NO3HTUBHOCT B TOBAa OCHOBHO HM3NHTBaHe € MMyHoxuctoxumuueH (IHC A
[TALIMEHTKH Ca H3CJieBAHH NOCPEACTBOM (PAYyOpeCUEHTHaA in-situ xubpuausauus /f &; -

nanutBade, 87% ot nauuentkure ca uMad IHC 3+ 3abonasare ¥ 95% ot BRIMIOULCHRYOTIALL
umanu IHC 3+ w/vnu FISH nosutuBHO 3abonasaHe. PesynraTute 3a eduracHOf

cileqHara tabnuua:
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[TapameTsp JoLeTakcen o TNounerakcen'
TpacTyzymat'

n=92 n=94
CreneH Ha MMOBNUABAHE 61% 34%
(95% CI) (50 -71) (25 — 45)
MenxaHa Ha NPOABIIKHUTETHOCTTA HA
MOBJIMABAHE 11,4 5,1
(MeceL) (9,2 — 15,0) (4,4 — 6,2)
(95% CI)
Menuana Ha TTP (mecewn) 10,6 5,7
(95% CI) (7,6 - 12,9) (5,0 -6,5)
Meanana Ha NIpeXHBAEMOCT (MecelH) 30,52 22,12
(95% CI) (26,8 ne) (17,6 — 28,9)

TTP = BpeMe [0 nporpecus ; “ne” 03Ha4asa, Y& He MOXeE Ja Ce ONpele/H, HIIN CTOHHOCTTA OllE HE €

NOCTUTHATA.
'Munen Habop aHanus (intent-to-treat)

2 U3uncneHa MearaHa Ha NPEXBBAEMOCT.
Joyemaxcen 6 xomburnayus ¢ xaneyumabux

JlaHHUTE OT €AHO MY/JTHLIEHTPOBO PRHAOMH3MPAHO KOHTPOIMPAHO KIMHHUYHO u3nuTBaHe ¢asa [l
[NOAKPENAT MpUIaraHeTo Ha AoleTakcesn B KOMOHMHALMA ¢ KaneuUMTabHH 3a JIEYSHNE HA MALHEHTKH C

MIOKAJHO HanpejHan WIH MeTacTaTHYeli pak Ha rbpjaTa cliell HeyClexX Ha LIMTOTOKCHYHA Teparus,
BKJIIOYBALA aHTpauukiuH. [To BpeMe Ha TOBa M3NUTBaHe, 255 MaLUMEHTKH Ca PaHAOMHM3HpPaHM [a
MoJIy4aT Tepanus ¢ gouerakcen (75 mg/m? noa ¢opmara Ha eqHOHACOBA MHTPaBEHO3HA HH(Y3HA Ha
BCeKH 3 ceaMHULM) U kaneuuTtabus (1 250 mg/m? ABa MBTH OHEBHO B MPOABIDKEHHE HA 2 CEAMMLM
nocneaABaHyd ot 1 ceaMHLA rnepyol Ha MO4YMBKA)., 256 NallMEHTKH ca PaHAOMH3IMPAHH Ra MOy4at
MoHoTepanua ¢ pouerakcen (100 mg/m? nox dopmara Ha efHOYACOBA MH(Y3Us HA BCEKH 3 CEAMHULIN).
[TpexMBAEMOCTTa € MO-BUCOKA MPH paMoOTO Ha KOMOMHauMaTa JAoueTakcentkaneuuTabuH (p =
0,0126). Meananara Ha npexuBsemocT € 442 num (aouerakcen + KaneuuTabuH) cnpsamo 352 qHM
JoueTakcen Kato MoHoTtepanuia). Obwara obexTHBHA CTENEH Ha MOBIUABaHE TMpH LANAaTa
paHaOMH3HpaHa nomynauusa (oLeHKa Ha u3caenoBatens) € 41,6% (mouerakcen + kKareuuTabun)
cnipamMo 29,7% (mouerakcen karo MoHoTepanus); p = 0,0058. Bpemero 1o nporpecus Ha 3abonaBaHeTo
e mo-Ao6po NpH paMoTO Ha KOMOHHaLMATa gouerakcen + kaneuutabus (p < 0,0001).

MeauaHata Ha BpeMeTo ao mporpecus € 186 quu (mouerakcen + karneuutabuH) cripamo 128 nHu

(IOLIETAaKCE KAaTO MOHOTEPAIT| ).

Heopebroxnemvuen 6er00poben pax

ITayuenmu, nexyeanu npedu moea ¢ XumMuomepanus ¢ uiu 6e3 ivuemepanus

[To BpeMe Ha u3nuTBaHe daza [l npu nexypanu npean ToBa NalMeHTH, BpeMeTo A0 nporpecus (12,3
CEAMHIIM CnpAMO 7 ceMMIIA) U obliara NpexXUBIEMOCT €A 3HAYMTEHO MMOo-AbArM 3a JoLleTaKcell B
nosa 75 mg/m? B cpaBHeHHe ¢ “Hait-mobpure nopabpxau rpwku” (HIIE). EaxoroaMiHara
NPEXUBAEMOCT € ChIIO 3HAUUTENHO NMo-Abiara npu gouerakcen (40%) cnpsamo HII (16%).
Or6enssana ¢ no-Manka ynorpeba Ha onnouaHH aHanretuum (p < 0,01), HERAPKOTHYHU aHAIINeTHLIH
(p < 0,01), apyru cebp3anu cwc 3abonssaHeTro Jekapersa (p = 0,06) u mpyetepanus (p < 0,01) npu
NaLMEeHTHTE, IEKYBAHHM ¢ AOLETaKceN B 1034 75 mg/m? B cpaBHeHue ¢ Te3u Ha HIIT,

Ob61aTa cTeneH Ha NoBMABaHE € 6,8% NpPU OLEHUMHUTE MALUEHTH, a CPEAHATA NPOIATKHREIN AL NG
OTIOBOpa € 26,] ceAMHULH. '
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Tloyemaxcen 8 KoMOuHQYUA C NAGMUHOBY NPENAPAMY NPU HEROAYYABARU XUMUOMEPANUA naYUECHMU

IMo Bpeme Ha usnuTBaHe dasa 11, 1218 nauuenTn ¢ HHonepabuneH HeapebHOKNeTHYEH OenoapobeH
pax (NSCLC) B craauit [IIB win IV, cbe cTaryc no ckanara Ha Karnofsky (KPS) 70% u noseue, u
KOUTO HE ca MoJy4aBajid XHMHOTEpanys 3a Toa 3abo1aBaHe, ca paHJOMH3HPaHHW Ad NoJy4yaBaT WK
nouerakcen (T) 75 mg/m2 noz ¢opmara Ha efgHo4YacoBa HMH(Py3ud, He3abaBHO MOCHEABAHA OT
uucriatid (Cis) 75 mg/m? B npoabkenue Ha 30-60 MUHYTH Ha BCEKM 3 CEAMHLUM, ZOLETAKCEN 735
mg/m2 noa ¢popmara Ha egnovacosa uHQYy3us B kombunauus ¢ kapbonnarud (AUC 6 mg/ml min) B
npogbkenne Ha 30-60 mumytH Ha Beeku 3 ceamuum (TCis), wau BuHopenbun (V) 25 mg/m?

NPWIOXKEH B NPOARIKEHHE Ha 6-10 MuHyTH B anu 1, 8, 15, 22, nocneasan or uucruiati 100 mg/m*

NPHIOXKEHA B IeH 1 OT LMKIMTE C NOBTOpeHHe Ha Beeku 4 cenamuuu (VCis).

JlaHHWTE 3a NPEXUBAEMOCT, MCAUAHA HA BPEMETO J0 NPOrpecHs U CTEMEHTa Ha MOBJIHABAHE 3a ABETE
paMeHa Ha Mpoy4BaHETO ca NPEACTABEHH B clleAHaTa Tabnuua:

TCis n 3 VCis n = CTaTHCTH4YECKH aHAIH3
408 | 404 _
Ob61a NpeXKUBAEMOCT
(ITbpBUYHA KpaHHa TOYKA):
MenuaHa Ha NMpeKUBAEMOCT 11,3 10,1 KoedpuiueHsT Ha puck: 1,122
(Mecelu) [97,2% CI: 0,937; 1,342]*
1-roamiiuHa npeXUBACMOCT 46 4] TepanesTHuHa pasznuka; J,4%
(%) [95% CI: -1,1; 12,0]
2-TOJAMILHA NPEKUBAEMOCT 21 14 TepanepTHuyHa pasnuka: 6,2%
(%) | [95% CI: 0,2; 12,3]
Menunana Ha  Bpemero a9 22,0 23,0 Koedpuuenr Ha puck: 1,032 [95%
porpecus CI: 0,876; 1,216]
(CeIMHULIH): ! |
O6uia creneH Ha nosnusisaHe (%) 31,6 24,5 TepanepTruHa pasnuka: 7,1%
[95% CI: 0,7; 13,5]

*: KopurupaHo 3a MHOXXECTBEHH CPaBHEHHMS M aJJaliTHPAHO 3a CTpaTU(HKALHOHHH (daKTopH (CTaauA
Ha 3aDonsaBaHEeTO U PETHOH Ha JIEYEHHE), Bb3 OCHOBA Ha OLIEHHMA MOMYyAaLusd MalHeHTH.

BTopuunuTe KpaHM TOUKM BKJIIOYBAT NMpoMAHa Ha Ooskara, o610 OLIEHABAHE HAa Ka4YE€CTBOTO Ha
#HMBoT o EuroQolL-5D, Ckanata 3a cuMnToMH Ha 6enoapobeH pak W IPOMEHU B CTaTyca No cKajiaTa
Ha Karnofsky. Pesynraturte, nojydeHd 3a Te3u KpalHH TOYKHA Ca B I[IOAKpENa Ha pe3yNTaTHTeE,

{1QJIVHCHH 34 [TEPBUYHHTC KpaﬁHH TOHKH,.

3a koMOMHauMUATa AoLCTaKCeN /KapbonIaTHH HE MOXe [1a C€ JOKaXe HUTO €KBUBAJICHTHA, HUTO HE [10-
HHCKA e(pUKACHOCT B CpaBHEHHE C pepepeHTHATA TepaneBTuyHaTa koMonHauus VCis.

Pax na npocmamama

MeTtacTaTHUEeH, PEIVUCTEHTCH HA KAacTpPaLlWA paK Ha Nnpocrarara

bezonacHocTTa H e(pMKacHOCTTA Ha JoueTakcen B KOMOUHAUUA ¢ NPEIHU30H WM NPEAHHU3ONIOH TIPH
MalMEHTH ¢ METACTaTHYEH, PE3UCTEHTEH Ha KacTpalMs pakK Ha fpocTaTara ¢a OLEHEHH B X044 Ha
paHAOMH3UPAHO MHOrOUEeHTpoBO u3nurBaHe (aza I (TAX 327). Obmo 1006 naumnentu ¢ KPS > 60
ca paHAOMHK3IUPAHH B CIICOAHUTE TCPANeBTUYHH IPYITH:

e Jlouerakcen 75 mg/m? na scexu 3 ceqMuLIM B npoab/okeHne Ha 10 HUKBAa.

¢ Joueraxcen 30 mg/m? npunoxeH execeAMHUHO NPe3 MbPBUTE 5 CEAMUILIU OT 644

B IPOAbJDKEHHUE Ha 5 IIUKDBIIA.

e  MurokcanTpoH 12 mg/m? Ha Bcekd 3 ceAMHULM B IIpoabipkeHHe Ha 10 LHKBF
Beuukure 3 CXeMH ca MPUIIOXKEHH B KOMOHMHALMA C NPEOHA30H HAH NPEAHU3C
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AHCBHO, HEIIPEKDCHATO.

[TaumeHTHTE, NOJAYYaBAIH JOLETAKCEN Ha BCEKH TPH CEAMHIIH AEMOHCTPHPAT 3HAYMTE/IHO NO-ABJra
obla NpEeXHBAEMOCT B CpaBHEHUEC C TE3M, JIEKYBAHH C MHTOKCAHTPOH. YBENUYCHMETO Ha
Npe>KHBAEMOCTTa HabMIOAABAHO B paMOTO Ha €KECEAMHYHO NpUIaraHua AOUETAKCEN HE € 3HaYHMMO B
CpaBHEHME ¢ KOHTPOJIHOTO pamMo Ha MHTOKCAHTPOH. KpaliHHTe TOUKM 33 e(pUKacCHOCT NpH paMeHaTa

Ha JioLieTaKCeN CIIPpAMO KOHTPOJIHOTO paMO Ca pC3IOMHpPaHH B CJICIHATA Tabamnua:

Kpalina Touka Houerakcen Ha HoteTakcen MHTOKCRHTPOH Ha
BCEKH 3 CEIMHIN eAecCe MUY HO BCEKH 3 CEAMULIH
bpo# mauMeHTH 335 334 337
MennaHa Ha MPEXKHUBAEMOCT 18,9 17.4 16,5
(MecelH) (17,0-21,2) (15,7 - 19,0) (14,4 - 18,6)
95% CI 0,761 0,912 --
KoeduUMEHT HA PUCK: (0,619 -0,936) (0,747 - 1,113) --
95% Cl 0,0094 0,3624 --
_p-c'roﬁﬂoc'r**
bBpoit mauueHTH 291 282 300
CteneH Ha noBiugBaHe HA PSA *x 45,4 47.9 31,7
(%) (39,5 -51,3) (41,9 — 53,9) (26,4 — 37,3)
95% CI 0,0005 < (,0001 --
__P-CTOHHOCT*
bpoti mauneHTH - 153 154 157
Ctened Ha NOBNHUABaKe Ha DonKaTa 36,4 31,2 21,7
(%) (27,1 —-42,7) (24,0 —39,1) (15,5 —28,9)
95% CI 0,0107 0,0798 --
p-CTOMHOCT*
Bpoit nanueHTH 141 134 137
CrerieH Ha NOBJIKUABAHE HA TyMOpa 12,1 8,2 6,6
{%) (7,2 — 18,6) (4,2 — 14,2) (3,0-12,1)
95% CI 0,1112 0,5853 -~
_p-CTOAHOCT*

tCTparudHuMpaH TECT 3a JIOFAPUTMHYHO NMoApeXAaHe

* NosepuTenHa BepoaTHOCT = 0,0175
**PSA: INpocrara-cneundyyen aHTHICH

HpeﬂBHﬂ (lJﬂKT&, ¢ CHKECCIMHUYUYHO IIpUJIaraHMAT AOLCTAKCCI AdaBa MAJIKO Hﬂ-ﬂﬂﬁ'bp I'IpOd)HJ] Ha
06e30nacHOCT OT JAQLIETAKCE/ HA BCEKH 3 CCAMHLH, € Bh3MOXHO HAKOH IMALIMCHTH Ja UMAT [10J13da OT
CAKECCECIMHYHO IIPHUITATraHE Ha JOLCTAKCLCIL.

He ca otbensizaHH CTaTHCTUYECKH Pa3mHKH MCAKAY TCPANCBTHYHHUTE I'DYIIHM 10 OTHOLICHHC Obwwo
Ka4CCTBO Ha X KUBOT.

MeTacTaTHueH, XOPMOHOUYYBCTBHUTENEH PaK Ha NMpOCTaTaTa

IIpoyuaarne STAMPEDE

besonacHOCTTa ¥ €(PMKACHOCTTA HA NOLETAKCEN, NPUJIOKEH CHLITbTCTBALIO ChC CTAHAAPTHA Tepanus
(ADT) npu nauHeHTH C JOKaJHO aBaHCHpal WIM METACTATHYEH, XOPMOHOUYYBCTBHTE/EH pak Ha

MPOCTATATAa ¢ BHCOK PHCK, Ca OLIGHSBAHW B PaHAOMH3HPaHO, MHOTOLIEHTPOBO, ¢ MHOIO paMeHa,
MHoroetanHo (multi-arm multi-stage, MAMS) npoyuBane c¢b¢ cBbp3anu (asu 1I/1I1 (

6 LIUKBIIA
o (CTaHAApPTHO JEUEHHE CAMOCTOATENHO.
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CxeMara ¢ AOLETaKCeN ce npuiiara B KOMOMHALMA ¢ NPeAHH30H WM NPEIHH30N0H 5 mg OBa ITbTH

HEBHO HENMPEKBCHATO.
Ot 1776-1e pangomusupany nauvenTd, 1086 (61%) ca umann MetactatHuHo 3abonssane, 362 ca

PaHAOMHM3MPAHM Ha AOLETAKCEN B KOMOMHAUMA CbC CTAHJApTHO JieYeHHe, a 724 ca nojy4aBaiy
CTAHAAPTHO JICUEHHUE CAMOCTOSTEITHO.

[Ipu Te3M MaUMEHTH ¢ METACTATHYEH paK Ha IpoCTaTaTa, MEAHAHATA Ha 00LUA NMPEKHBAEMOCT €
3HAUMTESHO NMO-ABJAra B IPYNWTE HA JIeYEHHE ¢ AOLETAKCEN, B CPaBHCHHE C rpynarta camMoO CbC
CTaHAApTHO JICYEHME, KATO MeaMaHara Ha oflla NpeXHBAEMOCT ce yAb/bkasa ¢ 19 Meceua npu
no6aBAHETO Ha AOLETAKceN KbM cranaaptHoTo nevyeHue (HR = 0,76, 95% CI = 0,62-0,92, p=0,005).

Pesynratvre 3a ehHUKacHOCT NpH MAUMEHTHTE C METACTATHYEH pak Ha [pOCTaTara B paMOTO Ha
JleveHHe C JOLETAKCEN CIPIMO KOHTPONHOTO pamo ca obobiieHu B cneaHaTa Tabauua:

EdukacHoct Ha gaoueraxcesn B XOMOMHALIMA ¢ NPEJIHHU3OH WK MPEAHU3ONOH U CTAHAPTHO JICUCHHE
Mpy TepanuaTra Ha [MAUMEHTH C METAcTATHYEH XOPMOHOYYBCTBHTENIEH paK Ha TNpocTaTara

(STAMPEDE)

KpaliHa Touka Jlonerakcen + CTAHAAPTHO CTraHgapTHO ne4yeHue
neycHue CaMOCTOATENHO
Bpoit MaUMEHTH C METACTATHYEH 362 724
paK Ha rnpocTrarara
MepnnaHa Ha ob11a NpeXUBAEMOCT 62 43
(Meceun) 51-73 40-48
95% CI
Kopurupas xoepylMEHT HA PUCKE 0,76
95% CI (0,62-0,92)
_p-cToiHoCcT? 0,005
[IpexxusaeMmocT O€3 HE}’CI‘IEX6
Menuana (MeceLn) 20,4 12
85% CI 16,8-25,2 9,6-12
KopurupaH xoedUUeHT Ha pUCKa 0,66
95% CI (0,57-0,76)

_p-croiiHocT? < 0,001

? p-CTOMHOCT, U3YHCIIEHa OT TECTA 3a KOC(ULIHEHT Ha BEPOATHOCT H KOPHIMpaHa 33 BCHYKH
crpaTHpUKaUHOHHH (akTopy (¢ H3KNIOHEHHe Ha ICHTPAIHA H [LIaHHPada XOpMOHAaJTHa
Tepanui), U cTparuduulpaHa O NEPHOL Ha HINHTBAIETO

6 [IpexuBaeMocT Oe3 Heycnex: BpeMETO OT paHAOMU3ALUA A0 NMbPBH AAHHH 34 NOHE €IHO OT
cneHUTe: OHOXMMHUYEH Heycnex (onpeaeneH karo nosywasaHe Ha PSA ¢ 50% Han Hall- HMCcKaTa
CTOWHOCT B PAMKHWTE Ha 24 ceaMully U Haa 4 ng/ml ¥ nOTBLPpAEH Upe3 MOBTOPHO

H3cneABaHe WIK IeYeHue); MporpecHs, JIOKATHO, B JHMQHHTE Bb3JIH, HIIH Jal€4YHH METACTa3H,;
cHOUTHE, CBBRP3@HO ChC CKENleTa; UM CMBPT OT pax Ha NPOCTATATA.

ITpoyveane CHAARTED

BesonacHocTTa M €MKACHOCTTA Ha JIOLETAKCEN, NPHIOKEH B HaYaJIOTO HA aﬂnporeﬂ-ﬂaqepnﬂama
Tepanus (ADT) npyn manueHTH ¢ METAacTATHYEH, XOPMOHOYYBCTBHMTEICH PaK HA MpOPPATATANGK
OLIEHABaHW B paHaoMu3upaHo, ¢asa [1I, mHoroueHTpoBo npoyusaHe (CHAAR M
MalMEHTH OT MBXKKH 1101 ca OUIK pasnpeie/IEHH B 2-Te TPYIH Ha IeUCHHE:!

o ADT + pouerakcen 75 mg/m? npuioxeH B Hauasioro Ha ADT, npHnaraH Half
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MPOAB/DKEHHE HA 6 LMKDJIA;
e ADT caMOCTOATEIHO.

MeauanaTa Ha 00H1a NPEKMUBAEMOCT € 3HAUMTENHO NO-ABJIra B rpynara Ha JIEYEHHE C IOLETAKCEN, B
cpaBHeHMe ¢ rpynara Ha ADT camMOCTOATENHO, KaTO MeAMaHaTa Ha 001U NPEXHUBAEMOCT CE YAB/DKaBa
¢ 13.6 meceua ¢ nobaesuero Ha jgouerakcen kbM ADT (xoeduuuent na pucka (HR) = 0,61, 95%

nosepuTenex uateppai (Cl) = 0,47-0,80, p=0,0003).

PezynTaTuTe 3a €(PUKACHOCT H4 PamMOTO HA JIEUEHHE C JOLETAKCeNl CNPAMO KOHTPOIHOTO paMo ca
obobleHy B clieaHara Tabnuua:

Edukacsoct Ha jouerakcen u  ADT npu neuenve Ha mauMeHTH C  MeTacTaTH'ICH
XOpMOHO4YBCTBHTENeH pak Ha npoctatata (CHAARTED)

Kpailina Touka Honerakcent+ADT ADT
CAMOCTORTENHO
bpoii nauneHTH 397 393
MeapraHa Ha of11a npexuBseMocT (MECeLH)
BcHYKH MauMeHTH 57,6 44.0
95% CI 49,1-72,8 34,4-49,]
Kopurupah xoeQHLHEHT Ha PHCKA 0,61 --
95% CI (0,47-0,80) --
p-cTofHOCTY 0,0003 --
[IpexxnBaemocT He3 nporpecusd
Meauana (Meceuu) 19,8 11,6
95% CI 16,7-22,8 10,8-14,3
Kopursapal koeprUMEHT HA pHCKa 0,60 --
95% ClI 0,51-0,72 -
p-value* P<0,0001 --
PSA otroBop** Ha 6 meceua— N(%) 127 (32,0) 77 (19,6)
p-cToiHOCT * <0,0001 -
PSA otrosop** Ha 12 mecenta — N(%) 110 (27,7) 66 (16,8)
<0,0001 --

]
p-cTolfHOCT?
BpeMe N0 pe3McCTeHTEH Ha KacTpallHf paK Ha

npoctarara 0

MeauaHa (Meceln) 20.2 11,7
95% CI (17,2-23,6) (10,8-14,7)
Kopurupan koedUUHEHT HA pUCKa 0,61 --
95% Cl1 (0,51-0,72) -~

' p-crofiHocTY * <0,0001 --
Bpeme no xuinHH4Ha nporpecns
MenuaHa (Mecel) 33,0 19.8
65% Cl (27,3-41,2) (17,9-22,8)
KopurupaH koepHLHEHT HA pUCKa 0,61 --
95% CI (0,50-0,75) --

<0,0001 --

p-cTOHHOCTY ¢

“ [IpoMennuey 3a speMe 1o crbutue: Crpatnduunpan log-rank Tecr.
[TpoMeHnuBH 3a oTroBop: ToueH TecT Ha Fisher

* p-CTOMHOCT 338 AECKPHUIITUBHA L.

**¥ PS A orrosop: IlpocrarHo-cnieLiMdHUues aHTHIeH oTroBop: HUBO Ha PSA <0,2 ng/
ABE MOCHeA0BAaTEIHY U3MEPBAHHUA ¢ HHTEPBAN HaH-Manko 4 ceaMHULM.

° Bpeme A0 pe3NCTEHTEH HA KACTPalLMi paKk Ha MpocTarara = BPEMETO OT paH
Mporpecus Wid KIMHHYHA nporpecus (T.€., yBEJIHYEHH CHMIITOMH OT KOCTHH M
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CrIOpe]] KPMTEPHHTE 3a OLEHKa Ha OTroBopa npy conuasu TyMopH (Response Evaluation Criteria in
Solid Tumours, RECIST), uMnu KJIMHHYHO BIOILAaBaHE IOpaJH paK CHOpEA NpeLeHKara Ha
H3CNIeIOBATENIA), KOETO OT JIBETE 11ACThIIH MbPBO.

° BpeMe A0 KIMHH4YHA NpPOTPecHs = BPEMETO OT pPaHAOMM3ALMA 10 KIMHHYHa MpOrpecus (T.e.
yBeJIHYEHH CUMIITOMH OT KOCTHH MeTacTasu; nporpecus crnioped RECIST; nin KiMHAYHO BOWIaBaHe

nopajM pak Crope] rnpeleHKaTa Ha U3cae1oBares).

Cmomauien a0eHoKapyuHom

[TpOBEIEHO € MHOTOLIEHTPORO, OTBOPEHO, PAHAOMH3UPAHO H3NHTRAHE 33 OLEHKa Ha 6e301acHOCTTa H
epUKACHOCTTA HA JOUETaKcel IpH JIEHUEHHETO HA MNalUeHTH ¢ METaCTaTHYeH CTOMAIUCH
aflcHOKapLIMHOM, BKJIIOUMTENIHO 4JSHOKApLIMHOM Ha ractpoe3odareanHarta Bpb3Kka, KOUTO He Ca
FOJTyYaBaJIi TIPEH TOBA XMMHOTEPANHMs 3a MeTacTaThyHo 3abonspane. O6wo 445 naunenTy ¢ KPS >
70 ca nexkyBanu unu ¢ goueraxkcesn (T) (75 mg/m Ha JaeH 1) B koMOHHauud ¢ uuciiaTyH (C) (75 mg/m?
Ha aeH 1) u 5-bnyopoypaumn (F) (750 mg/m? RHEBHO 3a 5 [HK), WK umcuiatuH (100 mg/m? Ha aeH
1) u 5-bnyopoypaumsi (1 000 mg/m?* gHeBHo 3a 5 1HM). BpemeTo na neueOHHA UUKDB € 3 CEAMHLM 32
TCF pamoTo u 4 ceamuun 3a CF pamoro. MeauaHaTa Ha 6post LIMIUIH, IPHJIOKEHH Ha NauMeHT e 6 (B
nuanasoH ot 1-16) 3a TCF pamoro, B cpaBHeHue ¢ 4 (B ananasoH or 1-12) 3a CF pamoro. [IspeuuHata
KkpaiiHa Touka € BpemeTo ao nporpecus (TTP). HamanaBanero na pucka ot nporpecus e 32,1% u e
CBBP3aHO ChC 3HauuTenHo no-awviaro TTP (p = 0,0004) B nmonsa Ha TCF pamoro. OOuiara
MPEXHBAEMOCT CBILO € 3Ha4KuTeNHO no-Abira (p = 0,0201) B nonsa Ha TCF pamoro, ¢ Hamanseane Ha
PHCKA OT CMBPTHOCT ¢ 22,7%. Pesynrarure 3a epukacHocT ca 060bwweHH ¢ cneaHara rabauua;

EQHH&CHOCT Ha JAoleTaKcen NpH JICYCHHETO HA MalHEHTH CHC CTOMAINCH AACHOKAPIIMHOM

Kpa#iHa Touka TCF CF
n=221 n=224
Menuana Ba TTP (Mecenn) 5,6 3,7
(95% Cl) (4,86-5,91) (3,45-4,47)
KoedulHeHT Ha PHCK 1,473
(95% CI) (1,189-1,825)
*p-CTOHHOCT 0,0004
MenHaBa Ha NPEKUBAEMOCT (Mecely) 9,2 8.6
(95% CI) (8,38-10,58) (7,16-9,46)
2-roanimHa oueHka (%) 18,4 8.8
KoednuHueHT Ha pHCK 1,293
(95% CI) (1,041-1,606)
*p-CcTOMHOCT 0,0201
Obma crenex Ha noBauasaHe (CR+PR) (%) 36,7 25,4
P-CTORHOCT 0,0106
[Tporpecupaiwo 3abonssaHe kato Haii- 16.7 25.9
no6sp 061 oTroROp (%)

* HecTparuguuMpaH TECT 3a JIOrapdTMUYHO NOJPEXKAaHE

[ToarpynoBuTE aHANHU3IN N0 BL3PACT, 110N U paca ycroiuuBso ca B nonsa Ha TCF pamoro, B cpaBHEHHE
¢ CF pamoro.

OcbBpeMEHEH aHAJIU3 32 NPEXKBAEMOCTTA, NPOBEAEH C MEJWAHa Ha BPEMETO Ha rnpocnenssaHe 41,6
MECEIla, Be4e He MTOKa3Ba CTaTUCTHYECKHU 3HAYHMa pa3iiuKa, BENPEeKH ue BUHAry € Oun B nonsza Ha TCF

cxemara, ¥ nokaspa, 4e ron3ara ot TCF npex CF ce HaGnionara acHo mexay 18-4 u 30-1 Mecel ot
MpoCeAABAHETO. -~

Karo ugno, pesyiararure 3a KadecTBO Ha »HMBOT (QoL) v knMHWYHa nonsa, CH
nogobpeHue B nomsa Ha TCF pamorto. IlanuenTy, jiekyBanu ¢ TCF umar no-iusb
OKOHYATESIHO BJIOLIaBaHe Ha obwmA 3apasen cratyc no QLQ-C30 spnpocHHka (

_________
- g’ .
:::::

b
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ABJITO BpEMe 10 OKOHYATEJIHO BNIOLIABANC Ha CTaTyca NoO CKalaTa Ha Karnofsky (p = 0,0088), B
CpaBHEHME C MaLMeHTUTE, nekysaHn ¢ CF.

Pax na znasama u wusama

e HuaykuuoHH2 XMMHOTEpanus nocieABaHa oT rpyetepanus (TAX 323)

BezomacHoCTTa M €(HMKACHOCTTAa Ha JOLIETaKceN MPH HHAYKLUHOHHO JIEYEHHME Ha MNAlHEHTH ChC
CKBAMOZHOKJIETBUSH KapLMHoM Ha rnasara W wusta (SCCHN) ca onenend BuB Qaza I Ha
MHOIOLEHTPOBO, OTBOPEHO, paHmoMusupaHo wanuTeare (TAX323). Ilpu ToBa npoyusane, 358
MalMeNTH ¢ MHonepabuneH nokanHo Hanpeauan SCCHN, u o61o crerosHue no C30 craryc 0 nm 1,
ca PaHAOMH3MPaHH KBM €IHO OT JIBE TepaleBTH4HU pameHa. IlaLeHTHTe B paMOTO Ha [OLCTaKCeN
nonyuasat gouerakcen (T) 75 mg/m* nocneasan or nucriatiy (P) 75 mg/m? nocneasaHH ot 5-
dnyopoypaumi (F) 750 mg/m? Ha aeH KaTo HenpeKbcHaTa HHdy3ns 3a 5 [HU. Tasu cxema ¢ npuaraHa
Ha BCEKM TPH CEAMMLM 3a 4 LIMKBJIA B Clly4aid, 4e € HabmonaBaH NOHE HE3HAYHTENEH OTTOBOP (2 25%
PEAYKUMA MpH JABYHIMEPHO OIpelelieH pasMep Ha Tymopa) crel 2 UMKbia. Ha kpaa na
XUMHOTEPANHATE, ¢ MHHUMANIEH MHTCPBAT OT 4 CEAMHUM M MaKCHMajieH MHTepBal OT 7 CeMHLY,
[lallMeNTUTE YHeTO 3abossABaHe He € Mporpecupanc, ca nomyqunu jpderepanus (RT), ¢wraacHo
MpakTHKaTa no Mecra Ha JieueGuure 3asenenns, 3a 7 ceamuud (TPF/PT). IlaunenTture B
CPaBHHTENHOTO pamo nosyuasat uucnnarkH (P) 100 mg/m* nocnensax or 5-payopoyparwn (F) 1 000
mg/m? Ha jeH 3a 5 quu. Tasu cxeMa e MpuiaraHa Ha BCEKU TPH CEAMMLM 32 4 LMKLIA B ClTydaH, e ¢
HaGmoAaRaH MOHe HesHauuTeneH oTropop (= 25% penykuud npy ABYH3MEPHO ONPEACICH pa3sMep Ha
Tymopa) cied 2 HMKhaa. Ha kpas Ha XHMHOTEpanuaTa, ¢ MHHHMAJIEH MHTEPBaN OT 4 ceIMHLHU U
MaKCUMQIEH HMHTEPBAI OT 7 CEAMMLM, NalHEeHTHTe 4YHeTO 3aboifBaHe HE € nporpecHpano, ca
nony4uid rbuerepanus (RT), cbriacHoO NpakTHKaTa M0 MECTa Ha JieueOHUTE 3aBeeHu, 32 7 CeAMHLIN
(PE/RT). JlokopervoHanHara jibu4¢Tepanus € NpHickeHa WM 4pe3 KOHBEHUHOHANIHA ¢pakuus (1,8
Gy-2,0 Gy BeawmX QHEBHO, 5 JHM Ha ceamuua 3a ofwa gosa ot 66 no 77 Qy), win 4pes
ycKkopeHH/xunepdpakiHOHUpaHH CXEMH Ha JIb4eTapanus (nBa NbTH JHEBHO, ¢ MUHHMAJICH HHTEpBal
MeXIy ppakuumuTe OT 6 yaca, 5 HHH Ha ceamuua). O6io 70 Gy ca npenopbyaHy 3a yCKOPEHHTE CXEMH
u 74 Gy 3a xunepdpakLHOHUPaHUTEe cxeMH. XHUPYPruuHO OTCTpaHABaHe € OWIO MO3BOJICHO Clell
XMMHOTEpaInui, npear win ciea nbuetepanusta. [Tlauuentvre B TPF pamoro ca nonyyniu nepopajiHa
aHTUOWOTHYHA NpodHIakTHKa ¢ uunpoduiokcaurt 500 mg aBa MbTH AHEBHO 32 10 AHK 3an04YBaHKU
OT S5-MUs A€H Ha BCEKM LIMKBJ, WIW €KBUBaIeHT. IIbpBUUHATA KpaMHa TOYKA IIpU TOBA MpPOY4BaHE,
npexubseMocT Ge3z nporpecus (PFS), ¢ 3HaunrenHo no-awiara npu TPF pamoro cpasneno ¢ PF
pamoto, p = 0,0042 (Meauana Ha PFS: cvorsetHo 11,4 cnpsamo 8,3 Mmecena) ¢ obmia MeaHana Ha
BpeMeTO 3a npocneassaHe 33,7 meceua. MeauaHaTta Ha obaTa NpexXUBAEMOCT CbLIO € SHAYUTEIIHO
mo-Bucoka B noma Ha TPF pamorto B cpapHeHue ¢ PF pamoro (Meamana Ha OS: cboTBeTHO 18,6
cnpamo 14,5 mecela) ¢ HaMmansBaHe Ha pPHCKa OoT CMBPTHOCT ¢ 28%, p = 0,0128. Pesynratute 3a
eHKACHOCT ca MpeACTaBeHH B Tabnuuara no-aony.

EdukacHOCT Ha goueTakces Npy MHAYKIMOHHO JIEHEHKE HA NAIIMEHTH ¢ MHONEPAOWIEH JIOKAIHO

Hanpennan SCCHN (Intent-to-Treat ananu3s)

Kpalina Touka Honerakcen + Cis + 5-FU
Cis + 5-FU

n=177 n=181
MeouaHa HA BpEME HA IPEXKHUBASMOCT 11,4 8.3
6e3 nporpecus (Meceln)
(95% CI) (10,1-14,0) (7,4-9,1)
Kopurupasn koedUUHUEHT Ha PUCK: 0,70
(95% CI) (0,55-0,89)
*p-CTONHOCT 0,0042
MenuaHa Ha NpeXUBAEMOCT (Meceiln) 18,6 14,5
(95% CI) (15,7-24,0) (11,6-18,7)
KoedhnleHT Ha pUCK 0,72
(95% CI) (0,56-0,93)
¥*p-cTOAHOCT - 0,0128
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Haii-no6po 06110 noBnusBale OT 67,8 53,6

xuMHoTepanus (%) (60,4-74,6) (46,0-61,0)

{95% CI)

¥ **p-CTOMHOCT 0,006

Haiji-nobpe obuio nosnussaHe ot

J[queﬂuem B npo‘}ftlnauem " 7 3 58 6
XUMHUOTEpArius +/-IbYCTCpanus [7o

(95% Cl) (65,1-78,8) (51,0-65,8)
¥*¥¥n-CTONHOCT ___._.__0=006
Menuasa Ha NpOOB/KUTENHOCT Ha n= 128 n= 106
MOBNHABAHETO OT XHMHOTEPANHA +

IpyeTepanus (MeceuH) 15.7 11,7
(95% CI) (13,4-24.6) (10,2-17,4)
KoeduueHT Ha pUCK 0,72

(95% CI) (0,52-0,99)
**p-CTOHHOCT 0,0457

KoeduuuenT Ha pucK mo-MaisK OT 1 € B o132 Ha AoLeTakcen + uuennarul + 5-FU

*Cox Mojen (KOpeKLHs 3a MACTOTO Ha MbpBAYHMA TyMop, T u N knunuunn ctaguu 1 PSWHO)
** JlorapuTMHYHO TpaHchopMipaH PEHKOB TECT

**% Chi-square TecT

Hapamempu na kavecmeomo Ha dcugom
Manuenture, nexysanu ¢ TPF nmoka3sar 3HAYUTENHO MO-MaJIKO BIOIUABAHE Ha TEXHHA 001 31paBeH

CTaTyc CpaBHEHO ¢ Te3u, NexyBaHu ¢ PF (p = 0,01, no ckanara na EORTC QLQ-C30).

Knunuyno suauumu napamempu
Ckanata 3a OLEHKA Ha CTaTyca OTHOCHO Mojckaiute 3a riasa W wus (PSS-HN), npeanasnavenu 3a

W3MepBaHe Ha pa3bHUpaeMOCTTa Ha roBOpa, CMOCOOHOCTTA 3a XpaHeHe Ha OOINECTBEHM MECTa,
HOPMAJIHOCT Ha JINeTaTa, € 3HAYUTEIHO B 11os3a Ha TPF pamoro B cpaBeHue ¢ Te3n oT PF.
MennaHaTa Ha BpeMeTo J0 MupBo BaowasaHe no C30 e 3HauuTenHo no-Abira B pamoto Ha TPF
cpasHeHo ¢ PF. CxopbsT Ha uHTesuTeTa Ha Honkara ce noaoOpsBa M0 BpeMe Ha JICHEHUETO B [IBETE
rPyIX NOKa3Baiiku aAeKBaTHO JIeYCHHE Ha oJiKaTa.

e HuayKuMoHHa XMMHOTEpPAIUA Mocae BaHa OT XuMHomeueTepanus (TAX 324)
BesonacHocTTa M €(PHKACHOCTTA Ha AOUETAKCE NPH KHAYKLHOHHO J€UYEHHEe Ha NAlIMEHTH C NOKATHO
HanpegHA CKBaMO3HOKEThUEH KapuydHoM Ha rnasata ¥ muata (SCCHN) ca oueHenu 8uB Qasa IlI
HA PaHIOMH3HPAHO, MHOTOLEHTPOBO, oTBopeHo M3nuTBaHe (TAX324). [lpu Tosa npoyusane 501
nanueHTH ¢ JokaiHo HanpeaHan SCCHN, u obwo cwerosuue no C30 craryc 0 wnmn 1, ca
pPaHAOMHM3HpAaHH KbM €IHO OT AB¢ TepaneBTHYHM pamena. [IpoyusBaHarta nomyjiauMs BKIIIOYBA
NalMEHTH ¢ MPaKTHYECKH HEBB3MOXKHO XHUPYPrHYHO OTCTpaHsBaHe Ha 3abonsaBaHeTo, MaUHEeHTH C
MaJTKa BEPOATHOCT 33 XHPYPrUUMHO IE4EHUE N NALMEHTH, NPH KOMTO C€ LIEJIK 3aMna3BaHe Ha opraHa.
Ouenkara Ha epukacHocT U 6e30MacHOCT CE€ OTHACA CaMO 33 KpaHHHTE TOYKH Ha NPEXKHUBAEMOCT M He
ce oTHaca OQHLMAITHO 33 YCIEBAEMOCTTA 3a 3ana3BaHe Ha OpraHuTe,

[TaneHTHTE OT PAMOTO Ha ACLETAKCEI MOay4aBar ,uoueTaKcen(T) 75 mg/m? KaTo MHTPaBeHO3HA
uaby3us B aeH 1, nocneasada or uucruiatud (P) 100 mg/m? kaTo MHTpaBeHO3HA HHq)ysm
nocneABaHa OT MPOXbIKHTENIHA HHTABeHO3Ha HHBY3us Ha S-duyopoypaumt (F) 1 000 mg/m? Ha nex
3a 4 quy. l{MKnyTe ca MoBTapAHH BCEKH 3 ceIMHMUU B MPOABIDKEHHE Ha 3 HUKBJIA, BCHYKH NALIMEHTH,
ywero 3abonsBaHe He ¢ nporpecupano e Tpabeano, no nporokon (TRE/CRT), na nﬁnyan
xumuortepanus (CRT). [NauueHTHTE OT CPaBHUTENHOTO paMo MMoaydaBaT LHCIUIaTHH (P) 100 mg/m
kato 30-MMHYTHa A0 3-yacoBa HMHTpaBeHO3Ha HUHQY3MA Ha JeH 1, nocneaBaH OT NPOJ B
MHTaBeHO3HA UHY3HA Ha S-dnyopoypauun (F) 1 000 mg/m® Ha aeH 3a 5 quu. Luxm // u‘. ‘
BCEKH 3 CEJAMMLH B NPOAL/DKEHHWE HA 3 LUKbNA. BCHYKH manyMeHTH, YHETO 3ADG ik
MporpecHpano e TpﬂﬁBﬂJ]D rio nporokon (PF/CRT), na nony4ar xumrotepanus (CH { f

46 v




Ha ToceAHUA UMKEI (0T 22 10 56 acH oT nocneHUs WMKDLN). [lo BpeMe Ha JibueTepanuaTa ¢ npunarat
BeHbK ceqMUIHO kapboratuH (AUC 1,5) kato eqHOYacoBa HHTPaBEHO3HA HHQY3US MAKCHMYM [I0
7 no3n. JIv4eTepanus € Npuiarada ¢ MEraBoJITORA arapaTypa 4pe3 BE[AHBXK JHEBHO (paKLHOHHUPAHE
(2 Gy Ha JieH, 5 AHK Ha ceiMKLa 3a 7 ceZIMHLM, ¢ of1ua no3a 70-72 Gy). XMpypruiHOTO OTCTpaHABAaHe
Ha TbPBHYHOTO MSICTO HA 3a00NABaHETO W/WIH LIMATA € MOXKENIO Aa C€ MMa NPE/IBHI N0 BCAKO BpeMe
cnen 3asbpiiBaHe Ha CRT. Beuukd malMeHTH OT paMoOTO Ha JOLETAaKCcel ca noiyvaBaiy
aHTHGMOTHYHA NpodunakTHKa. [IbpBUYHATA KpaiiHa TOUKa 33 e)MKACHOCT B TOBA MIPOYUBaHe, obiaTa
npexxusgemoct (OS), € 3HAuUMTeNHO NOo-AbAra (JIOrapuTMUYHO TPaHCHOPMHUPAH PEHKOB TECT, P =
0,0058) npu foueTaKCceN-ChIbpXalaTa cxema cpasHeno ¢ PF (meauana Ha OS: 70,6 cnpsmo cpeiHo
30,1 meceua) ¢ 30% HamaneHMe Hia pUcka oT cMBpTHocT B cpasHeHHe ¢ PF (HR = 0,70, 90%
posepurteneH uurepsan (C1) = 0,54-0,90) ¢ obia Meauana Ha Bpeme Ha npocinepaBane 41,9 Mecena.
BropuuHaTa KpaiiHa Touka, PFS, nokassa 29% HamaseHHe Ha PUCKa OT NPOrPecHs WK CMBPT U 22
mecela nonobpenue na meanarata PFS (35,5 meceua 3a TPF u 13,1 PF). Toa e cpiio CTAaTHCTUYECKH
sgaurmo ¢ HR ot 0,71; 95% CI 0,56-0,90; noraputMuyHo TpaHchopmupaH peHkos tect, p = 0,004,
Peaynrarute 3a ehHKACHOCT ca NpeAcTaBeHH B Tabnuuara no-aoiy:

EbHKacHOCT Ha JOLETAaKCE IPY MHAYKIHOHHO JIieYeHHE HA NAMEHTH C JIOKANHO HANPEAHAN SCCHN
(Intent-to-Treat aHaNK3)

Kpaitna Touka Jonetrakcesa + Cis + 5-FU

Cis + 5-FU

n =255 n =246

MennaHna Ha of1ua NpexXUuBAEMOCT . 70,6 30,1
(MecelH) . |
(95% CI) {49,0-NA) (20,9-51.,5)
KoedunuueHT Ha pUCK: 0,70
(95% CI) (0,54-0,90)
*p-cTORHOCT 0,0058
Menunana Ha PSF (Meceun) 35.5 13,1
(95% CI) (19,3-NA) (10,6 - 20,2)
KoedMUHEeHT HA PUCK: 0,71
(95% CI) (0,56 - 0,90)
**n-CcTOUHOCT 0,004
Haii-no6po ob6io noenuasane (CR + PR) 71,8 64,2
oT XuMuoTepanus (%) (65,8-77,2) (57,9-70,2)
(95% CI)
*HXN-CTORHOCT 0,070
Hai#i-pobpo obumo nopnuseane (CR + PR)
OT Je4eHHETO B MPOYUBAHETO
[xuMHOTEpANHA +/- 76,5 71,3
X{MHUOIbYeTepanus % (70,8-81,5) (65,5-77.1)
(95% CI)
**¥*¥p-CTONHOCT 0,209

KoeduumneHT Ha pUCK No-MaJTkK OT | € B non3a Ha AolieTakcen + uucnaatvd + 5-FU

* HEKOPHIHUpaH JIOTApPUTMHYHO TPaHCHOPMHpPaH PEKKOB TECT

** HeKOpPUIHpaH JOrapUTMHUYHO TPaHCPOpMHUPAH PEHKOB TECT, HEKOPHIHpaH 3a MHOTOKpaTHH
CpaBHEHHUA

**#* Chi-square TeCT, HEKOPUTHpaH 3a MHOIOKPaTHH CpaBHEHHUHA

NA — HeNMPpHIOKHUMO

[MeguaTpuuka nonynanus

EpponefickaTa areHuua no Jjekapcrsara OcBODOXKZaBa OT 3aI0b/KEHHETO 34
pe3yNTAaTHTE OT Npoy4BaHHATA ¢ JJouerakcen BbB BCHYKH MTOArPYITH Ha neaHaTp
32 110Ka3aHHUATA paK Ha repaara, HeapeOHoKAeTEUEH DeoApoOeH pak, pak Ha 1poc
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KapLMHOM W paK Ha rnasarta M wWMATa, Ge3 Aa ce simoysar v Il u 1l no-manko audepeHUHpaH
HasobapHHreaneH KapuuHoM (BK. Touka 4.2 3a uHOPMalKI OTHOCHO ynoTpeba B NeAHaTPHATA).

5.2 PapMaKOKHHETHYHHK CBOHCTBA

Abcopbrus

(DapMakOKHHETHKaTa Ha JOLETaKCEeNl € OLEHEeHAa NPH NalMeHTH © paK CJied MpWIaraHe Ha 20-115
mg/m? mo BpeMe Ha npoyusaHus oT ¢aza [. KHHeTHUHUAT Mpodusnt Ha JOLETAKCE € IO30HE3ABUCHM U
CLOTBETCTBA HA TPHKOMITAPTHMEHTHUS (hapMaKOKHHETHYEH MOJEN C MOJYXHBOT 3a ¢asure o, B 1 y
(TepMHHANHa) CHOTBETHO 4 MUH., 36 MuH. n Mmexay 11,1 yaca u 17,5 yaca npu B3eMaHe Ha npobu 10
24 yaca. JIOIMHIHUTENHO NpOYy4Bane, OLEHABaIO (apMAaKOKHHETHKATa Ha JCLIETAKCEN NP NOA00HH
no3u (75 - 100 mg/m?) npu nauneHTH, HO 3a MO-ABJIBI HHTEPBAN OT Bpeme (Haja 22 [HH), yCTAHOBABA
[0-ILJTBT CPeleH TEPMUHATICH eTMMUHALMOHEH OTYXXHUBOT Mexay 91 u 120 vaca.

KbcHaTa a3a ce JBKM OTYAaCTH HA OTHOCHTENHO GaBHHA epayKC Ha JOLETaKCesl OT MephpepHHs

KOMIapTUMEHT.

Paznpesenenue

Cnen npwioeHHe Ha 103a oT 100 mg/m? nox dopmara Ha €AHOYACOBA HHOY3HS, € I10JyUEHO CPEIHO
MUKOBO IU1asmeHo HuBo 3,7 pg/ml cue cborBeTHa AUC 4,6 h. pg/ml. Cpeanure croiHOCTH Ha

TOTANHUA KIHPBHC OT OpraHuzMa M obema Ha pasnpejeficHie Npd CTalMOHApPHO CBhCTOAHHE Ca
crorBeTHO 21 1/h/m? n 113 1. UnTeprHaMBUAYaTHHTE BapHaldH Ha TOTATHHA KAHPBHC OT OpraHyu3mMa

ca npubmusutento 50%. Jfouerakcen € CBbp3aH ¢ MIa3MEHUTE NIPpOTEUHH Ha 95%.

EnuMuHHpaHe

ITpu TpHUMa NaUKMeHTH ¢ PaK € NMPOBEAESHO NpoyuBaHe ¢ MapkupaH ¢ 14C-gouerakcen. /louerakcen ce
CMTMMHHMpA M YpE3 YPHHATA W upe3 H3NPRKHEHUATa B paMKuTe Ha 7 AHM ciaed uuroxpoM P450-
MEAHHPAH OKHCIIMTENECH MeTaboNIM3bM Ha TPpEeTHUHATa OYTHII-€CTEPHA IpyNa, KaToO eKCKPeLMATa Ypes
ypHHaTa ¥ H3MpaXHEHUATa OTroBaps cboTBETHO HAa 6% H 75% OT MPUIOKEHOTO PagHOAKTHBHO
gerectso. Okomno 80% oT noNyueHOTO B U3NPaXKHEHUATE PAAHOAKTHBHO BEIECTBO C€ EKCKPETHPA MO
BpeMe Ha mbpsuTe 48 uaca nog ¢opmara Ha eiMH IJ1aBeH HEAKTHBEH METaboNUT Y 3 BTOPOCTENEeHHH

HeakTUBHH MeTaboJIuTa H MHOTO MaJIKH KOJIMYECTBA HEMPOMEHEH JIEKAPCTBEH NPOAYKT.

CrnienpanHay nonyJanuu

Bvapacm u non
[TonynauuoHeH papMaKOKWHETHYEH alianu3 € U3BLPILEH ¢ olieTakcen npu 577 naliHeHTH.

DapMaKOKHHETHUHUTE [IapaMeTpH, ONpeAe/IeHH upe3 MOJeNa ca MHOro 6/M3Ku 0 Te3H, MOoJIyHeHH
npy npoyuBaHusaTa ¢aza . (DapmakokyHETHKAaTa Ha ACLIETAKCENl HE C€ NPOMEHs OT BL3pacTTa WM

10J1a Ha INallUCHTA.

Yepnoopobio yepesicoane
IIpu manbk Opoii nanuenty (n = 23) ¢ WIMHAYHH JaHHH OT OMOXHMUYHHUTE M3IC/IENBAHUA, COYCIIH

JIeKO JI0 YMepeHO yBpexciane Ha deptionpobHara pyHxuus (ALT, AST > 1,5 nuyu I'TH cebp3aHo ¢
ankanHa docgarasa > 2,5 merd I'TH), o61MAT KAKMpBHC € HamalteH cpeaHo ¢ 27% (BxK. Touka 4.2).

Jadvpoicane na meynocmu
KsupbHCHT Ha AOLETAKCEN HE € IPOMEHEH TP MAaLMEHTH C JIeKa 0 YMEPEHa 3a/pbiKa H
M JIMTNICBAT JAaHHM MPH NALMEHTH C TEXKKA 33pBXKKA HA TCYHOCTH.
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KombunupaHa Tepanus

Hoxcopybuyun
Korato ce w3non3saT B KOMOMHALMA, AOLETAKCEN He MMOBNMABA KIMpBHCA Ha JOKCOPYOHMLMH H

[UTa3MEHUTE HUBA Ha AokcopybuimHon (merabGonur Ha AokcopyOuuuH). DapMakOKMHETHKATa Ha
aoueTaKkceNl, AOKcopyOHMUMH M uukiaopochamMua He ce MOBJIHABA OT €JHOBPEMCHHOTO WM

MPHIIOMXEHHE.

Kaneyumabun
ITpoyusane daza I, oueHsaBawo edekra Ha KaneHTabUH BhPXY HapMaKOKHHETHKATA HA AOLIETaKCe

1 06paTHOTO MOKa3Ba, Y€ KaneunTabuH e Bjuse BbpXY dapMakoKMHEeTHKara Ha aouerakcen (Cmax
u AUC) u pouertaxcen HIMa edexkT BbpXy (papMaKOKHHETHKATA Ha CHOTBETHHA METa0OJUT Ha

xaneuutabux HapedeH 5’-DFUR,

Llucnaamun
KnaupbHCHT HA OLIETAKCEN NP KOMOMHKpaHa Tepanus ¢ LUCIUIaTHH € noao0eH Ha To3H, HabmoaaBaH

npa MoHoTepanus. OapMakKOKHHETUYHUAT Npodl Ha UMCIINATHH, NPHIIOKEH CKOPO Clea HHDY3HS
Ha qoleTaKcen € nogobeH Ha To3H, HabnoaaBaH NPH UUCIUIATHH KaTO MOHOTEpAaINMA,

Lucnramun u 5-gonyopoypayun
KoM6HHHpaHOTO NpWIOKEHHE Ha JOLETaKCell, UUCILIATHH U 5-(pu1yopoypaui npy 12 nauyeHTH Cbe
COJIMOHM TYMOPH, HAMA BJIWSIHHE BLPXY (apMaKOKHHETHKATA Ha BCEKH OT/IE/IEH JICKAPCTBEH MPOAYKT.,

[Ipednuzon u dexcamemason
EdekTeT Ha NpeJHU3OH BLPXY (apMaKOKMHETHKAaTa Ha MOLETAKCES, NMPUIOKEH ChC CTaHAapTHA

NpeMEeIUKALMA C IEKCAMETA30H € U3cieaABaH NMpH 42 NalMeHTH.

[Ipeonuson
He e nabmioaasaH edekT Ha NpeIHU3OH BBpXY hapMakOKHHETHKATa Ha AOLETaKCell.

5.3 IIpeakNHHAAYHM NAHHHK 32 0€30NACHOCT
KapLMHOre HHHAT NOTeHUHA Ha JOLETAKCEN HE € U3C/Ie/IBaH.

Jloka3zaHo €, 4€ N0LETaKCeN € TCHOTOKCHUYEH M0 aHEYTeHEeH MEXaHU3bM NPH Ir Viflro MUKPOHYKII€apeH
TECT U TECT 3a XpoMO30MHHU-abepauun Bbpxy CHO-K1 K1eTkH U npH in vivo MHKPOHYKJIEApEH TECT
npy MHIIKY. Toit obadge, He NPeAU3BUKBA MYTAr€HHOCT NPM TECTA HA Ames WM [IPH TeCTa 3a NreHHU
myTaund CHO/HGPRT. Te3n pesynratd OTroapsaT Ha (papMakojJordyHata AaKTHBHOCT Ha

AOLICTAKCC.

HexxenaHure BCl)eKTH BbPXY TCCTHCHTC, HabmoaABaHH [1IpY IIPOYYBAHHA 34 TOKCHUHOCT IIp# 'pH3aYH
MMPEAIoaarar, 4¢ AOLUCTAKCC/I MOXKE Na YBPCAH MBbXKKHA (l)EpTHHHTBT.

6. OAPMAIIEBTHYHHA JAHHHU

6.1 CnHcbKk Ha NIOMOINHHTE BEECTBA

[Tommcopbar 80
JIUMOHeHa KHCeIMHA
Etunoe ankoxou (6e3soaen)

AzoT
Bona 3a MHeKLIUH
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6.2 HechLBMEeCTHMOCTH

To3u nexapcTBCH NMPOAYKT He TpsOBa Aa ce CMeCBa C JIpYTH JISKAPCTBEHHU NMPOAYKTH, ¢ U3KIIHOYEHHE
Ha MOCOYEHHTE B TOUKA 6.6,

6.3 Cpok na roauocr

HeotrOopeH (iaxkoH:
2 roIUHHU

Cnen oTBapsHe Ha ¢akoHa:

Bceky $1akoH € NMpeAHa3HAYEH 32 €iHOKpaTHa ynorpeba v Tpabsa aa ObAe H3NOJI3BaH BEIHAra Crien
oTBapsHe. AKO HE CE M3NOJI3Ba BEAIHAra, OTTOBOPHOCTTA 3a BPEMETO M YC/IOBHATA Ha ChbXPAHEHHE Naaa

BBPXY noTpedurens.

Crnen nobassHe B MHpy3noHHUs/-HaTa cax/ DaHKa:

Ot MHKpOGHOMOTHYHA TIEAHA TOYKA, pa3pexaaHeTo TpAOBa Aa ce U3BBLPLIBA MPH KOHTPOIHPAHH H
aCenTUYHH YCJI0BHA, 2 BCHUKH NEKAPCTBEHH NPOAYKTH TpsOBa Ja ce u3non3sart He3abasHo. AKO He ce
W3MOJI3BAT BEHATA, OTTOBOPHOCTTA 3@ BPEMETO H YCIIOBHATA Ha ChbXpaHEHHeE € Ha noTpeburens.

Cnezn npenopbyaHoTo AoGaBsHe B HH(PY3HOHHMSA CaK, Pa3TBOPLT 3a HHQY3Hs HA JOLIETAKCEN:

AKoO ce CpXpaHsBa npH Temaeparypa mexay 20-25°C — go 6 yaca.
TpsaGea Aa ce W3NOA3BA B paMKKTE Ha 6 4aca, BKIIOYHTEIHO €AHOYACOBO BEHO3HO NIPHIIOXKEHHE.

OcseH TOBa, (M3HdeckaTa U XUMHYeckaTa cTaDWIHOCT NpH ynoTpeba Ha MPUroTBEHUA Pa3TBOP 3a
nH(QY3HA, CHXPAHABAH B OMAaKOBKM, KOWTO He cbabpxar PVC, e nokaszaHa no 24 waca npw

Temneparypa mexay 2-8°C.

PasTeop®T 3a HHPY3UA Ha JOLIETAKCEN € HPECHUTEH H CJIEOBATENHO MOXKE Ja KPUCTAH3HPA ¢ TEHEHHE
Ha BPEMETO. AKO Ce€ MOSBAT KPHUCTANIH, pasTBOPBT He TpaGBa aa ce u3noj3sa U Tpabea na Obae
U3XBBPJICH.

6.4 ChoenpraiHn YOIOBHS HA ChXPaHEHHE

Heoteopen ¢dnakoH: Jla ce cbxpansBa npu teMneparypa noa 25°C.

CobxpaHABalTe B OpUIMHANIHATA ONIAKOBKA, 3a Aa Ce Npeanasy oT CBCTJINHA.

3a yCJIOBHATA HA ChbXpaHEeHUE Ha pa3peNcHHUA JICKapCTBEH NMPONYKT BUXKTE TOUKA 6.3.

Hen3non3BaHHUAT IEKAPCTBEH NPOAYKT WY OTIAABUIATE MATEPHAIIM OT HETO TPAOBA Jia CE€ M3XBBPIAT
B ChOTBETCTBHME C MECTHHUTE U3HCKBaHMSL.

6.5 BHI ¥ chAbLPKAHHE HA ONAKOBKATA
HouekoH 20 mg/m] koHUEHTpaT 32 HHGYIHOHEH Pa3TBOP Ce Mpeaiara B Npo3paveH CThKIEH (UIakoH
THr- 1, ryMeHa 3anylajika ¢ IOKPHTHE OT XJIOpoSYTHI H allyMHHHEBa OTYYMBailla ce 00KaTKa B YEpBEH

LIBAT.

KonuuecTBO B onakoBka: | ¢pnakoH
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6.6 Chnenmajmm nNpeInas’Hu MepKH NPH H3XBbLPJIAHE H paboTa

JToLleTakces € aHTHHEOIUIACTHYEN! areHT M, KaKTO NiPU ApPYrH NMOTEHIHATHO TOKCHYHH ChEJWHEHHS,
Tpabba Oa ce BHWMaBa npu paloTa U NMpUroTBAle HAa pasTBop Ha aouerakcen. Ilpenopwusa ce
M3MO0JI3BAHETO HA PBKABHULIM,.

AKO KOHLEHTPaThT WIH Pa3TBOPBT Ha AOLETaKceN 3a WHPy3Md BlIe3€ B KOHTAKT C KoXKara, H3MHHTE
He3abaBHO ¥ OOWIHO CBC CallyH W BOJA.

AKO KOHLEHTPAThT WIM pa3TBOPBT HA JOLIETAKCEN 32 MHQY3HA Bji€3e¢ B KOHTAKT ¢ JIMTABULIUTE,

u3Muiite HezabaBHO M 0GKMIIHO € BOJA.
Oceen ToBa, GpU3IHUECKaTa ¥ XMMHYecKaTa cTaGWIHOCT NpU ynorpeba Ha NpUroTBEHHS pasTBOp 3a

nH Y31, ChXPAHABAH B ONAKOBKH, KouTo He chabpxat PVC, e okaszana 1o 24 uaca npu cexpaHeHue
npy TeMmnepaTypa Mexay 2-8°C.

[IpHroTBAHE HA PAZTBOP 38 HH(PYIUA 32 HHTPABEHO3HO NPHJIOKEHHE!

HE wusnonssaiiTe ApYrd JIEKapcTBEHH MPOAYKTH ¢ MAOLETAKCEN, KOMTO CBABPKAT 2 (UiakoHa
(KOHLIGHTpAT U PasTBOPHUTEN ), 3a€IHO € TO3H JIEKAPCTBEH NPOAYKT.
Touertakcen 20 mg/mL koHLIEHTpAT 3a pa3TBOp 3a HH(Y3HA Ce Nnpetara camo B €AHH QIIakoH ¢ 0beM

4 mL (80 mg/4 mL).

Jonexon 20 mg/ml xonuenTpar 3a wnHpy3HoHen pasTeop HE H3uckBa npeaBapHTEIHO
pa3TBapsHe ¢ pA3TBOPHUTES H € roToB 3a Robassiie B pa3TBOpa 3a HHY3IHSL.

Bcexu hnakoH e 3a eqHoKpaTHa ynoTpeba v TpsabBa fa ce U3non3sa He3abaBHO.

Axo (pnakoHMTE Ce ChbXpaHABAT B XJAAWIHHK, ocTaBeTe HeobxoauMus Opoi ¢uakonu Jouekon 20
mg/ml KOHLEHTpAT 3a UH(PY3HOHEH Pa3TBOP Aa MPECTOAT S MUHYTH NpeH ynotpeba npu TeMneparypa
ot 20 -25°C.

Moxe aa ca HeoOxoaumH noseye ot 1 ¢nakoH JJouekoH 20 mg/ml xoHUEHTpaTr 3a HHQY3HOHEH
pasTBOp, 32 Ja ce MoJjIyuu HeoOXoAUMaTa 3a MallHeHTa A03a. ACeNTUHHO U3TerieTe HeoOXOAUMOTO

KOJIHYECTBO MAOLETAKCEe] KOHLGHTpaT 3a WH(QY3MOHEH pa3TBOp, KaTo HM3MON3BaTe rpaayupaHa
cnpuHUoBKa ¢ urna 21G.

Bceexn ml tekapcTBeH npoayKT ¢bAbpxka 20 mg gouerakKcet.

Heo6xoavmust obem Houekon 20 mg/ml koHuUeHTpaT 32 MH(QY3HOHEH pa3TBop TpabBa aa Onae
HHXXEKTHpPaH ¢ eAHOKpaTHA HHXeKIKNA (eAHO BIPbCKBalie) B HHPY3HOHEH CaK, ChABbPIKaIL 3% paszTeop
Ha rmoko3a, Wik 9 mg/ml (0.9%) pa3TBOp Ha RaTPUEB XITOPHA 34 UH(DY3WA.

AKo e HeoOxommMma noza, no-ronaMa ot 190 mg nouerakcen, H3MOA3BaWTE MNO-rojisM obem
MH(Y3HOHEH HOCHTEN Taka, Y€ Aa He ce HaaBHIuaBa KoHueHTpauusaTa 0,74 mg/ml gouerakcen.
CMeceTe KaTo pa3kiaalmare ¢ poue HHGY3MOHHHUA cak.

Hudy3sHoHHKAT cak ¢ pa3Tsop TpaOBa ja ce U3Mon3sa B paMKUTe Ha 6 yaca nog 25°C, BKIIOUHTENTHO
eHo4YacoBaTa HHPY3HA Ha NAl{UEHTA.

Binpekn ue BpeMeTO 3a KOHTAKT € OrpaHHYEHO, KATO NPEANA3Ha MAPKA CE NIPENOPBUBa H3NOI3BAHETO
caMo Ha 0OopyABaHe H KOMIUIEKTH 3a NpUiarane, KoMTo He ca ot PVC.

Karo npy BCHYKM NpeHaTalHHW npoAykTH, JouekoH 20 mg/ml koHueHTpaT 3a MH(PY3MOHEH Pa3TBOP
TpAbBa Oa ¢€ MpOBEpPH BH3YAJIHO MNpead ymoTpeda, Karo pasTBOPH, CbABLPKALUIO NPELMIIUTAT WIH
BHMMHM HacTHLM TpAOBa 1a ce U3XBBPJIAT.

Heun3noi3BaHUAT TEKAPCTBEH MPOAYKT HIIM OTNAIbYHUTE MATEPHATH OT Hero TpAadBa 1a ¢ U3XBBPJIAT
B CbOTBETCTBHE ¢ MECTHHTE H3UCKBAHUA. .
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7. IPUTEXATEJI HA PASPEINIEHUETO 3A YIIOTPEBA

GAPMAKOHC Al

oyn. ,.Jletio K. SIBopos® Ne 44, er. 1
Codus 1164

bbarapus

8. HOMEP(A) HA PASPEIIEHHUETO 3A YIIOTPEBA

Per., Ne

9. HATA HA ITBbPBO PA3PEINABAHE/MIOAHOBSIBAHE HA PA3SPEINIEHHMETO 3A
YIIOTPEBA

JlaTa 11a MbpBO paspellaBaHe:
Jlara Ha nocneaHo NOANOBABAHE:

10. JTATA HA AKTYAJIM3HPAHE HA TEKCTA
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