KPATKA XAPAKTEPUCTHUKA HA ITPOAYKTA



1. UME HA JIEKAPCTBEHUA MMPOAYKT

Jouerakcen Hoamen 20 mg/ml koHueHTpar 3a MHQY3HOHEH pasTBOP
Docetaxel Novamed 20 mg/ml concentrate for solution for infusion

2. KAYECTBEH 4 KOJIMYECTBEH CbCTAB
Bceku ml oT KoHLEHTpaTa 3a HH(Y3uOHEH pa3TBop chabpxka 20 mg nouerakcen (docetaxel).

Enuu gaakos ot 1 ml KOHLEHTpaT 32 MH(]Yy3HOHEH pa3TBop chabpika 20 mg AoueTaKCcel.
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3a MbJIHUS CIIMCBHK HA NTOMOLIHUTE BELIEeCTBA BUKTE TOUKA 6.1.

JIEKAPCTBEHA ®OPMA

KoHueHTpaT 3a UHPY3MOHEH pa3TBOp (CTEPHIEH KOHLIEHTPAT)

[Tpo3payeH, BUCKO3€H, OE31BETEH 10 KBITEHUKAB UIIH 3enfmq1m grepuwier, Wﬂ;ﬁmﬂpm ATA l

HH(Y3UOHEH Pa3TBOP. Kpamxa xapammm ~a rpogwnu Mpusconenue 1
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Pak Ha rppjaara
Jlouerakces B KOMOMHALIMSA C 1OKCOPYOMLIMH W LMKJIodochaMu e 1nmoKasaH 3a afoBaHTHO
JIeYEHHE Ha MALMEHTKH C:

- onepabueH pak Ha rbpAara CbC 3acsiraHe Ha TUM(HUTE Bb3JIH;

- onepabuiieH pak Ha rbpaara 6e3 3acsaraie Ha TUMGHHTE Bb31U.

3a nauMeHTKH ¢ onepaduiieH pak Ha rbpaara 6e3 3acaraHe Ha JUM(HUTE BB3ITH, aIFOBAHTHATA
Tepanus TpsiOBa na 6bae orpaHryeHa 10 NMaLWeHTKH, MOAXOAAIIHM /1a N0Jy4aBaT XMMHOTEpaIus,
CBIJIACHO YCTAHOBEHHUTE MEXAYHAPOJIHW KPHUTEPHH 3a IMbPBUYHA TEpalus Ha paHEeH pakK Ha rbpaara
(Bk. TO4Ka 5.1).

HOH&T&KC&H B KOMOMHALIUA C HGHCO]J}’ﬁHHHH € MOKa3aH 34 JIeYCHUEC Ha NMAalHCHTKH C JIOKAJIHO
HarnpeaHal Wik METAaCTaTHYE€H pak Ha repJara, KOMTO Npeau ToBa HE €a NnoJiyvyaBaJii UUTOTOKCHYHO
JIEYHEHUE 110 TO3HU NOBO.

Jlouerakces Karo MOHOTeparnus € Nnoka3aH 3a JeYeHHe Ha MalMEeHTKH C JJOKATHO HanpeaHan Win
METACTaTH4Y€eH paK Ha IbpAaTa Clejl HeyCreX Ha IMTOTOKCHMYHA XuMuoTepanus. Ilpeaxoanara
XUMHOTEpaInus TpaOBa /1a € BKJIFoYBala aHTPALMKIMH WK aTKUTApalll areHT.
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Jlouerakcen B KOMOMHALMSA C TPacTy3yMal € MoKa3aH 3a JICYEHHUE Ha MALMEHTKH C METaCTaTU4YeH pak
Ha rppaara cbC cBpbxekcnpecus Ha HER2 U kouTo npeau ToBa He ca OUIH 1€KYBaHH C
XMMHUOTEpPAIIUA 3a METACTaTUYHO 3abosisiBaHe.

Jlonerakces B KOMOMHaALMA C KaneuuTadUH e IoKa3aH 3a JIe4EeHHUE Ha NMaLMEeHTKH C JIOKAJTHO
HarpeaHajl WM METAacTaTU4EeH paK Ha rbpjarTa cjief] Heycriex Ha LIMTOTOKCUYHAa XUMUOTEpanus.
[IpenxonHara Tepanus TpsaOBa 1a € BKJIKOYBala aHTPALUKIIUH.

HenpebHokneTb4eH 0enoapo0eH pak
Jlouerakcen € rnoka3aH 3a JIeYeHUEe Ha MaLMeHTH C JJOKAJTHO HanpeaHal WM METacTaTUYEeH
HeApeOHOKJIEThYEH 0enoApOo0eH pak Clel Heycnex Ha NpeaxoaHa XMHMHOTEpariusi.

Jlouerakcen B KOMOMHALIMA C LIMCIUIATHUH € MOKa3aH 3a JICYEHHUE Ha MNalUMEHTH C UHOMNEepadHIIeH,
JIOKAJTHO HanpeaHall WJIM METacTaTU4EeH HeAPeOHOKIIEeThYEH Oe0ApO0EH pak, KOMTO HeE ca
MoJy4aBalii XMMHOTEpAIMA 0 MOBO/ HA TOBA 3a00J1sIBaHE.

Pak Ha npocrarara
Houerakcen B KOMOMHALIUA C MPEIHU30H UM MPEAHU30JI0OH € MOKAa3aH 3a JICYEHUE Ha MALMUEHTH C
METacTaTH4€H, PE3UCTEHTEH Ha KacTpalys paKk Ha npocrarara.

Houerakcen B KoMOMHALMSA ¢ aHApPOreH-u34yepnsaiua tepanus (androgen-deprivation therapy, ADT),
CbC WK 0€3 NPEAHU30H WK MPEAHHU30JIOH, € MOKAa3aH 3a JICYEHHUE Ha MAaLMEHTH C METacTaTUYeH
XOPMOHOYYBCTBHTEJIEH paK Ha MpocTaTara.

CroMalleH aieHOKapLMHOM

JloLierakcen B KOMOMHALIMA C LUCIUIATHH M S-QJIyOpOoypaLi € MoKa3aH 3a Je4YeHHUE HanauueHTH C
METACTaTH4YE€H CTOMAILEH aJleHOKAPLIMHOM, BKJIIOYMUTEIHO aleHOKapLMHOM Ha

racTpoe3odareanHara Bpb3Ka, KOUTO HE ca MojiydaBaid NMpear ToBa XMMHOTEpaI1A 3a METACTaTHYHO
3a00J1sBaHe.

Pak Ha riaBara 4 lumsTa
Jlouerakcesn B KOMOMHALIMSA C LMCIUIATHH U S-QuiyopoypauMil € nokKasaH 3a UHAYKLHOHHO
JICYEHHE HA MALMEHTH C JIOKATHO HanpeaHall CKBaMO3HOK/IEThYEH KapLIMHOM Ha rjaBaTa M LIHATA.

4.2 JL03HpOBKA H HAYHH HA NPHJIOKEHHE

Ynorpebara Ha nouerakcen TpsadBa na Obae orpaHUYeHa 10 3aBEACHUs, CrIeLMAIM3UPaHH B
[MpUJIaraHeTO Ha LUMTOTOKCHYHA XUMHOTEpanusa ¥ TpsabBa aa ce npujara caMo noja KOHTPOJ Ha Jiekap,
KBaJIM(HLIMpaH B MPWIAraHeToO Ha NPOTUBOPAKOBA XUMHOTEpanus (Bx. Touka 6.6).

Jo3upoBKa
3a pak Ha repaara, HeapeOHoK/eTbueH 6enoapobeH pak, pak Ha CTOMaxa M pak Ha rjasara v LIMsATa,
MOXE [1a CE€ U3II0JI3BA NpeMEIHKaLIMA ChbCTOALLA CE OT NMEPOpaeH KOPTHKOCTEPOU1, KaTo
nekcaMeTras3oH 16 mg nHeBHO (Hanp. 8 mg ABa MbTH AHEBHO) B MPOAB/KEHUE HA 3 IHHU, KaTO Ce
3arno4He | JeH npeau NnpuiaraHeTo Ha JOLETaKCesl, OCBEH aKO HAMa MPOTUBOIOKAa3aHUs (BXK. TOYKa
44).

[Ipu MeracTtaTu4eH, pe3UCTEHTEH Ha KacTpalMs pak Ha Npocrarara, UManKu NpeaBu CbIIbTCTBALLIOTO
NPUIOKEHUE HA NPEIAHU30H WIIH NMPEAHU30JIOH, NPENOPBYMTENHATA CXEMA HA NTPEMEAMKALIUA €
nepopaieH nekcamera3oH 8 mg, 12 yaca, 3 yaca M 1 yac npeau uHGy3uATa Ha oLETAaKCeN (BX. TOYKA
4.4).

[Ipu meracrartuueH, XOpMOHOYYBCTBUTEJICH PaK Ha rpocrarara, HE3aBUCMMO OT ChITbCTBAlLlATa
ynorpeda Ha MpEeaAHU30H WK NPEAHU30JI0H, NMPENOPBYMTEIHATA CXEMA HA IPEeMEAUKALIUS €
nepopajeH aekcamerasoH 8 mg, 12 yaca, 3 yaca ¥ 1 yac npeau uHQy3usaTa Ha AoLETAKce (BXK. TOYKa
4.4).




3a HamaJIsBaHE Ha PHCKA OT XeMaTOJIOrHYHA TOKCHYHOCT, MOXE 1a C€ U3M0J13Ba NPOPHIaKTHYHO
rpaHyJIoOUMTeH KotoHucTumynupail pakrop (G-CSF).

Jlouierakcen ce nmpujiara KaTo €HO4acoBa MH(QY3HUA Ha BCEKH TPH CEIMHULIM.

Pak na evpoama
[Tpu agroBaHTHO JieyeHHe Ha onepabuiieH pak Ha IbpAaTa CbC 3acsaraHe Ha JJUM(QHUTE BB3/IK U 0e3

3acarane Ha TUMQHHUTE BB3JIK, MPENOPbUYNTETHATA 1032 HA AoLeTakcen € 75 mg/m” npuioxkeH 1 yac
cnen nokcopy6uuuH 50 mg/m? u uuxnodocdamua 500 mg/m?* Ha BCekH 3 CEAMMUIIH C
npoabkuTenHOCT 6 Hukbiaa (TAC pexum) (Bx. cblio Kopekuuu Ha 103aTa 1o BpeMe Ha JIEYEHHE).
3a 1e4eHUE HA NMALUMEHTKH C JIOKAJIHO aBaHCHpaJl 1M METAacTaTHY€H paK Ha rbpaara,
npenopbYMTENHATA 1032 Ha aoueTakcen e 100 mg/m” kato MoHoTepanus. [1pu eyeHre OT MbPBH pell,
nouerakcen 75 mg/m? ce npunara B KoMOGuHaLMs ¢ nokcopybuumH (50 mg/m?).

B koMOHMHALMA C TPacTy3yMal, MpenopbuyMTeNHATa 103a Ha aouerakcen e 100 mg/m’

Ha BCEKHU TPH CEIMHMLH, KaTO TpacTy3yMad ce npuiara execeaAMU4Ho. B xona Ha OCHOBHOTO
M3MUTBaHE, MbpBOHAYAIHATa MH( Y31 HA AOLIETAKCEN € 3aM04YBaHa Ha Clle/iBalliis eH clie]] TbpBaTa
no3a Tpacty3ymat. CnenBaimre 1034 AOLIETAKCEI ca NpUaraHy He3abaBHO Cliell MPUKJIOYBAHE Ha
HHOY3UATA ¢ TpACTy3yMald, ako npeaxoaHara no3a Tpacty3ymab e Tonepupasa nobpe. 3a gosara v
NMPUJIOKEHHETO Ha TpacTy3yMab, BxTe KpaTkara xapakTepycTHKa Ha NpoAYyKTa TpacTy3yMao.

B koMGMHaLKMA ¢ KaneuuTabKH, MPenopbYMTENHATA 1032 HA JolleTakcen € 75 mg/m’ Ha BCEKH 3
CEIMHLIH 3a€HO C KaneuuTabuH B f03a 1 250 mg/m? 1Ba MbTH AHEBHO (B paMKUTe Ha 30 MHHYTH
Clie[l XpaHEeHe) B MMPOAb/IKEHHE Ha 2 CEIMMIIM, MOCNeIBaHM OT |-CeIMMYEH Nepruo Ha MOYUBKA. 3a
M34YMCNIABaHE 103aTa Ha KaneuuTabuH cbo0pa3Ho C TenecHara NoBbpXHOCT, BWKTe Kparkara
XapaKTEPUCTUKA Ha MPOAYKTA KaneuuTaOHH.

Heopebnoxknemvuen benoopoben pax

[Tpu naueHTH, KOMTO HE Ca MOJAJIaraHyd 0 MOMEHTA Ha XUMHOTEpanus, npernopb4yMdresiHaTa cXxema Ha
npuiarade e gouerakcen 75 mg/m? nocnenBad He3abaBHO OT LMCIUIATHH 75 mg/m’ B NPOabIIKEHHE
Ha 30-60 MuHyTH. 3a 1€e4YeHHE Cl1e] HeYyCneX Ha NpeaXoaHa XMMHOTEparu1s, OCHOBaBallla ce Ha
[U1aTHHA, PENOPBUMTENHATA 1032 € 75 mg/m” KaTo MOHOTEpanwsl.

Pax na npocmamamd

Memacmamuuen, pezucmenmen Ha Kacmpayus paxk Ha npocmamama
[TpenopbunTEnHaTa 103a Ha AoLeTakcen € 75 mg/m?. [IpeqHU30H WM NPEIHU3ONOH 5 Mg NEPOPATHO
N1Ba MbTH JHEBHO CE NMpUJiara HENMPEKbCHATO (BXkK. TO4YKa 5.1).

Memacmamuuen, xopmoHouyecmeumeneH paxk Ha npocmamama
[TpenopbunTENHaTa 103a AOLETaKcen € 75 mg/m” Ha BCeKH 3 ceMuULM 3a 6 uukbaa. [IpeqHH30H WU
NPEIHU30JI0H 5 Mg NMepopaiHO ABA MBTH JHEBHO MOXKE 11a Ce NpUiarat HenpeKbCHATO.

Cmomauien a0eHoKapyuHom

[IpenopbunTenHara 103a AoLeTakcea € 75 mg/m” karo 1-4acoBa HHQY3us, MOCIEABaH OT LIMCIUIATUH
75 mg/m?® karo 1- 1o 3- yacoBa MH(Y3KA (M aBaTa camo B AeH 1), MocieaBaHy OT 5-¢JiyopoypaLu
750 mg/m* AHEBHO, MPHIOKEH KaTO 24-4acoBa HeMpeKbcHaTa MHPY3Ms 3a 5 IHHM, KOATO 3aro4sa Cliejl
Kpasi Ha HH(QY3uATa ¢ UMCIIaThH. JIeyeHneTo ce moBTaps Ha BCekH Tpu ceaMHuUM. [lauueHTure TpsaoOBa
[a nojy4ar npeMeauKaluMua ¢ aHTHEMETHLM M NOAXOAsALIAa XHApaTaLus 3a MPHUI0XKEHHETO Ha
LIMCIJIaTHH. 3a CHWXKaBaHe Ha pPUCKa OT XeMaToJIOri4YHa TOKCUYHOCT, TpsOBa a ce HU3IoJI3Ba

npodpunaktuuHo G-CSF (Bx. cbuio Kopekuuu Ha 103ara no BpeMe Ha JieueHue).

Pakx na 2nasa u wius
[TauenTHTE TpsAOBA Aa NMOJyyaT NpeMeAUKaLMs C aHTHEMETHLIM U NMOAXOAA LA XHApaTaus-LRpedy U
Clea MpUJIAaraHeTo Ha LIMCIUIATHH). 3a CHU)KABaAHE HAa PUCKA OT XEeMaToJIOrHuHa TOKCHTHOAMURY




na ce uznonisa npoguinakTiyHo G-CSF. BCHUKH nMauneHTH B paMOTO Ha J0LIeTaKCesl B MPpOYy4YBaHUATA
TAX 323 u TAX 324, nony4aBaT aHTUOHOTHYHA NPO(HUIAKTHKA.

- WHayKuMOHHa XUMHOTEparnus nocieasana ot abvyerepanus (TAX 323)
3a MHAYKUMOHHO JIEYEHUE Ha MHOMEPAOUIIEH JIOKAJTHO HanpeaHal CKBaMO3HOK/IEThYEH
kapuuHoM Ha rnasara v mmuara (SCCHN), npenopbunTenHara go3a AoLETaKcesn € 75 mg/m?>
kaTo 1-yacoBa MHGY3MsA, NOCIEBAH OT LMCIUIATHH 75 mg/m” noseye oT | yac, B A€H MbPBH,
rnocienBaHy ot S-gayopoypaunn 750 mg/m’ IHEBHO KaTO HEMpeKbCHATa HH(Y3USA 3a NeT JHH.
Ta3u cxeMa ce npuiiara Ha BCeKH 3 ceaMMUM 3a 4 uukbia. Ciea XUuMHOTEpanus, NauMeHTUTe
TpsA0Ba a NOJIyyar JibYeTeparnus;

- MHaykumoHHa XMMHOTEpanus nocineasaHda ot xumuoabvyerepanus (TAX 324)
3a UHOYKLIMOHHO JIeYEHHUE HA MALUEHTH C JIOKATHO HanpeaHan (MpakTHYeCKH HEBb3MOXKHO
XUPYPru4HO OTCTPAHSABaHE, MAJIKa BEPOATHOCT 3a XUPYPru4yHO J€YEHHE U C LIEJT 3aMa3BaHE HA
opraHa) CKBaMO3HOKJIETbY€H KapuMHOM Ha rjasara ¥ wusata (SCCHN), npenopbunTenHara
n03a aouerakcen € 75 mg/m? karo 1-uacoBa HH(Y3us B AeH 1 nocieaBaHa OT LUCIUIATHH
100 mg/m? karo 30-MuHyTHaA 10 3-4acoBa UHQY3Hs, NocIenBaHu OT S-yopoypaumn |
000 mg/m* AHEBHO KaTO NPOABIKUTENHA HHPY3Hs 3a 4 quu. Ta3u cxema ce mpujiara Ha BCeKH
3 cenMuUM 3a 3 UMKBIa. Cnen XMMUOTEpanus, NaLMEHTUTE TpAOBa 1a noJsy4ar
XHUMHUOJIBUETEpAITUA.

3a aganTHpaHe Ha /103aTa Ha LIMCIUIAaTHH U S-(ayopoypalunii, BUKTe choTBeTHaTa Kparka
XapaKTepUCTUKA Ha NMPOAYKTA.

KOopeKLMHU Ha f03aTa [10 BpEME Ha JICYEHHUE

Obwu

Jlouerakcen TpAGBa Na ce nmpuiara, Korato 6poaT Ha HeyTpoduaute e > 1 500 knerku/mm’. [Mpwu
NalMeHTH, pa3BuIH GpebpuiHa HeyTponeHus, 6poii Ha HeyTpoduaute < 500 kneTkw/ mm’ B
NPOABIKEHUE HA MTOBEYE OT €HA CEAMMLA, TEXKKH WJIKM KyMYJIaTUBHU KOXHH pPeaKkLIMU WIIH TeXKKa
nepudepHa HeBpONaTHs MO BPpEME Ha Teparnus ¢ JoLieTaKcel, 4o3ara Ha AoueTakcen Tpsabsa aa ce
Haman ot 100 mg/m? Ha 75 mg/m* w/unu ot 75 Ha 60 mg/m*. AKO NaUMEHTHT MPOIBIKH 12
MposiBSIBA TE€3W PeaKLMM NMpH J03a 60 mg/m?* neyeHHeTo ¢ aoLerakcen TpsaGBa na ce NpeyCTaHOBH.

Aodwearnmna mepanus npu paxk Ha 2epoamad

[IepBuuna npodunaktuka ¢ G-CSF tpsabBa na ce o6¢chbau npu naumMeHTKH, NoJyvyaBaiv JOLETAKCE],
nokcopyouuuH U uukinogpochamun (TAC) agroBaHTHaA Tepanus 3a pak Ha rbpaara. [Ipu nauueHTkure,
pa3BMBaBallH HeOpUIHA HEYTPONEHUA W/ MWK HEYTPONEHUYHA HH(EKLIMA, 103aTa Ha AOLETaKCEN
TpsAOBa na ce HaMaiM Ha 60 mg/m? BBB BCHYKH MoOc/eABalM HUMKIK (BX. TOUKH 4.4 1 4.8). [1pH
MaluMEeHTKH, pa3BWJIM CTOMATHUT 3-Ta WIH 4-Ta CTeneH, ao3ara TpabBa aa ce Hamanu 10 60 mg/m?.

B kombunayus ¢ yucnaamun
[1pu nauMeHTH ¢ NbpBOHAYAIHa 403a 75 mg/m? gouerakcesl B KOMOMHALMA C LIMCIUJIATUH, HA KOUTO

Hal-HUCKHUAT Opoii Ha TPOMOOLIMTHTE MO BpeMe Ha NMPeAUILIHUA KYPC Ha Tepanus € Ou

< 25 000 kneTku/mm’, UK NpH NaLMEHTH ¢ GeOpUIHA HEYTPONEHHUS, UIH NPH MALIMEHTH ChC
CEpUO3HA HEXEMATOJIOrHYHA TOKCUYHOCT, /103aTa Ha I0LEeTaKCeN B ClieBalllMTe LMKJIU TpsaOBa 1a ce
HaMaJi Ha 65 mg/m”. 3a KopeKLsa Ha 103aTa Ha LIMCILUIATHH, BUXKTE choTBeTHaTa Kparka
XapakTEpPUCTHKA Ha MPOJAYKTA.

B kombunayusa ¢ kaneyumabux
- 3a aganTUpaHe Ha [103aTa Ha KaneuuTabuH, BUWKTe KpaTka XxapakTepUCTHKA Ha MPOAYKTa

KaneuuTabuH;

- [Ipu nauueHTH, pa3BMBallM TBPBH €NHU30/ HA TOKCHYHOCT CTeneH 2, KOWTO NepCHCTHPA B
MOMEHTA Ha CJIEIBALLMSA LIMKBJI JIEYEHHUE C JOLETAKCEN/KaneuuTabuH, OTI0XETE LMK Q
3aTHXBaHe Ha ABJeHuATa 10 creneH 0-1 u npoasmkere cbe 100% oT nbpBOHAYE .r:. Wo
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- [Tpu nanMeHTH, pa3BUBAIlM BTOPH €MU30/] Ha TOKCUMYHOCT CTEneH 2, WK MbPBH €MU30/1 Ha
TOKCUYHOCT CTeneH 3, no KOeTo M J1a € BpeMe OT TEpareBTHYHHA LUHUKBJ, OTJIOXKETE JIEUEHUETO
N0 3aTUXBaHE Ha ABJIEHUATA 10 cTeneH 0-1 ¥ npoabJKeTe JIEYEHUETO C AOLIETAKCEN 535 mg/m?;

- [Tpu BCMYKHK NOCIEABAILM €NU3044 HA TOKCUMYHOCT, WM KaKBaToO W Ja € NposiBa Ha TOKCUHYHOCT

ot CrerneH 4, npekparere JIEYEHUETO C JOLIETAKCE.

3a MoaudUKalLIMH Ha 103aTa Ha TpacTy3ymal, Buxkre Kparkara xapakTepucTHKa Ha NMpoAyKTa
TpacTty3ymao.

B kombunayus ¢ yucnnamun u 5-gnyopoypayun

AKO Bb3HHMKHE enu30 Ha pedpusiHa HEYTPOIEHHUs, MPOABIKATEIHA HEYTPONEHHUSA WITH
HeyTponeHW4YHa HH(peKua BeIIpeku npuioxenuero Ha G-CSF, no3ara Ha nouerakces TpsadBa aa
6bae HaMaieHa oT 75 Ha 60 mg/m°. AkO Bb3HMKHAT MOCJEABALIH EMH30/IM Ha YCIIOKHEHA
HEyTpPOTIEHHs, 1103aTa Ha JoLeTakcen Tpa6Ba na 6bae Hamanena ot 60 Ha 45 mg/m’. B ciyyaii Ha
TpombouuTonenus CreneH 4, [o3ara Ha JAoLeTakcen Tpa6Ba aa 6bae HamaneHa ot 75 Ha 60 mg/m”>,
[TaumeHTHTE HE TpAOBa Aa OBbAAT MOAAraHW Ha MOCHENBALLM UMKJIH C JOLETAKCEN, J0KATO
HEYTPO(WJINTE CE€ Bb3CTAHOBAT 40 HUBO > | 500 kneTkn/mm’, a TPOMOOLIMTUTE CE€ BB3CTAHOBST /10
HuBo > 100 000 knerku/mm’. [IpeycTaHOBETE NEUEHUEHO, AKO T€3U TOKCHUHH PEAKLIMH NEPCUCTUPAT
(BX. Touka 4.4).

[IpenopbYMTENHO ajanTUpPaHE HA 103aTa MPHY NALMEHTH, JIEKYBAHHU C JIOLETAKCENT B KOMOMHALMA C
LUCIUIaTUH U S-pnyopoypauun (5-FU).

TokcHYHOCT Kopexuusi Ha no3ara
Jlnapus creneH 3 [IbpBHu enu3on: Hamanere nosara Ha 5-FU ¢ 20%.

BTopu enu3on: cnen ToBa HaManeTe f03ara Ha jiouerakcen ¢ 20%.
Jlnapus creneH 4 [IspBH enu3oa: HaMmaneTe no3ara Ha aouerakcen u 5-FU ¢ 20%.

BTopH enu301: npeyCcraHOBETE JICYEHHETO.

Cromatutr/mMyko3uT | [IepBH enu3on: Hamanere go3zara Ha S-FU ¢ 20%.

CTErneH 3 Bropu enu3on: cnpere camo 5-FU BbB BCHUKH NOCHEABALLM LIMKIIH.
Tpern enmn3on: Hamanere fo3ara Ha aouerakcen ¢ 20%.
Cromarutr/myko3ut | [IspBu enu3on: cnpere camo 5-FU BbB BCHUKH noceaBalld HHKIIH.
cTeneH 4 Bropu enu3on: HaManere no3ara Ha gouerakcen ¢ 20%.

3a KOpeKLMs Ha 403aTa Ha UMCIUIaTHH U 5-¢nyopoypauui, BUxkTe cboTBeTHata Kparka
XapaKTEPHUCTHKA Ha MPOAYKTHTE.

[1Ipy ocHoBHMTe SCCHN M3nuTBaHMsA, NALIMEHTH, KOUTO Ca Pa3BWJIM YCIOXKHEHA HEYTPONEHUS
(BKJIFOUMTENIHO NMPOABL/DKUTENIHA HEYTpOIeHus, ¢edbpunHa HeyTponeHus, Wik UHPEKLUs ) €
npenopp4aHa ynorpedara Ha G-CSF 3a ocurypsaBaHe Ha npoduIakTUYHO nokputue (Hamnp. 6-15 aeH)
BbB BCUYKH IMOCIEABALIM LIMKJIH.

CneuyanHy nonyJaluu

llayuenmu ¢ yepHodpobHo yepecoane
Bb3 ocHOBa Ha ()apMakOKMHETHYHHTE JaHHM 3a Jouerakcen B A03a 100 mg/m* kaTo caMoCTOsTENIeH
areHT, NP MalMUeHTH C EAHOBPEMEHHO NMOBHUILEHUE HA TpaHCcaMUHa3uTe (ALT w/unu AST) Han 1,5 nbTH
ropHara rpaivua Ha Hopmarta (I'T'H) u ankanna ¢ocdaraza Han 2,5 netu 'TH, npenopbrunTenHara 103a
Ha nouerakcen € 75 mg/m?* (Bxk. Touku 4.4 u 5.2). [Ipu nauneHTuTe che cepymeH 6unupybun > I'H
w/unu ALT u AST > 3,5 metu ['TH 3aenHo ¢ ankanHa ¢ocdaraza > 6 nbtd ['TH, He Moxe na ce
npenopbya peAyKLMs Ha 103aTta U OOLEeTakcen He TpsOBa nga ce rpuiara, OCBEH MMPH CTPUKTHU
MOKa3aHMUs.

B koMOMHauMs C UMCIUIaTHH W S-Quiyopoypauusl 3a JIeYEHHME Ha TMAUMEeHTH CbC CTOMAllEH
allecHOKapLMHOM, OCHOBHOTO KJIMHHYHO U3MUTBAHE € U3KJIHYHI0 nauneHTd ¢ ALT w/unm
AST > 1,5 nvtu ['TH, 3aenHo ¢ ankanHa ¢ocdarasa > 2,5 neti ['TH u 6unupyoun > 1
TE3H NaLMEHTH HE MOXE J1a ce NMpernopbya peAyKLUUs Ha 103aTta U JI0LETaKCeN HE TpAOj




OCBCH IIPpH CTPUKTHH INOKAd3aHHA. HsimMa HaniM4Ha HH(prMEIU.P[H 34 INTAUHUEHTH C LIEPHGH[JOGHU YBpPCKIaHC,
JICKYBAHH C NOLETAKCEIl B KOMOUHanus [MPpH APYTrUTE MOKA3aHHA.

[leduampuuna nonyrayus

EdukacHocTTa M 6€30NacHOCTTA Ha A0LETAKC e NMPH Ha30(apuHIrealeH KapLUMHOM MpH J1€Lla Ha BB3pacT
ot 1 Mecel a0 Bb3pacT noa 18 roguHH HE € yCTaHOBEHA.

HsiMa CbOTBETHO NMPHJIOKEHUE HA AOLIETAKCEs B NMEAWaTpUYHATa MoIMyJialusa 3a MokKasaHuATa pak Ha
rppaara, HeapeOHOKIeThYeH OenoapobeH pak, pak Ha mpocrarara, CTOMAalleH KapLUMHOM M paK Ha
rnaBata U mmATa, 60e3 na ce BkmwouBar Tvn Il u Il no-manko audepeHunpan HazogapHUHreaseH
KapLUHHOM.

Xopa 6 cmapyecka 8b3pacm

B13 ocHOBa Ha momnyJalMoHeH (papMakOKMHETHYEH aHalM3, HAMa CreLHaIHM YKa3aHus 3a ynorpeoda
MPH XOpa B CTapyecKa Bb3pacT.

B koMOuHaums ¢ kaneuuTabuH, NMpyu nauMeHTH Ha Bb3pact 60 M noBeuye roAMHH, C€ MpernopbyBa
HaMaJIiBaHE Ha Haya/lHaTa 103a Ha kaneuuTabuH Ha 75% (Bxk. KpaTkara xapakTepucTHKaA Ha MPoayKTa
KaneuuTabHuH).

HauyuH Ha npuiokKEHUE
3a yka3aHHsl OTHOCHO MPUIOTBSAHETO U NPUJIOKEHUETO HA MPOAYKTA BHXKTE TOYKa 6.6.

4.3 [IlporuBONOKa3aHHuNA

CBpBbX4yBCTBUTE/THOCT KBM aKTUBHOTO BEILECTBO WM KbM HAKOE OT MTOMOILHHUTE BELLECTBA,
M30pOEHH B TO4YKa 6.1.

[TauneHTH ¢ M3xoaeH 6poit Ha HeyTpoduauTe < 1 500 kneTkw/mm’.

[TlauueHTH ¢ TEXKKO YepHOAPOOHO yBpexaaHe (Bx. TOUKHU 4.2 U 4.4).

[IpoTMBONOKa3aHUATA 32 APYIH JICKAPCTBEHU NMPOAYKTH NPU KOMOMHHUPAHE C JOLIETAKCEST CHILO
BaXKar.

4.4 CneuHajHH npeaynpexaeHHs H NpeanasHH MEepPKH NMpH ynorpeoda

[Ipu pak Ha repaara M HepeOHOKJIeThbYEH OeoApo0eH pak, mMpeMeIMKaLusa, CbCTOALLA CE OT NepOopaseH
KOPTUKOCTEPOHM/I KaTo Hampumep aekcameTa3oH 16 mg aHeBHO (Hamp. 8 mg ABa NMbTH [JHEBHO) B
NMPOABIKEHUWE HAa 3 IHH C Hayano | JeH npead MNpuiaraHeTo Ha AOLETaKCell, OCBEH aKo He €
MPOTHUBOIOKA3aHO, MOXKE Ja HaMaJlM 4eCcToTara ¥ TEXKECTTa Ha 3a/ipbXKaTa Ha TEYHOCTH, KaKTO U Ha
TEXECTTa Ha peakUMMTEe Ha CBPBXYYBCTBUTENHOCT. [Ipy pak Ha npocrarara, npeMeaudkKauusTa €
nepopajieH Jekcamera3oH 8 mg, 12 yaca, 3 yaca u | yac npeau uHdy3usATa Ha JoLeTakcel (BX. TOYKa
4.2).

XeMaronorus

HeyTponeHusaTa e Haili-uecrara HexXejlaHa JiIiekapCTBeHa peakuus Ha Jouerakcesn. Hai-HUCKUTE HUBa Ha
HEYTPO(DHUJIUTE C€ ABABAT MPU MEAWaHa 7 IHHW, HO TO3M IMEPHUOJ MOXKE 1A € MO-KbC NPU MALUMEHTH C
arpecMBHa npeaxoaHa tepanus. [Ipy BCMYKM NaLMEHTH, MOJy4aBalld aoleTrakcesn TpsaOBa na ce
M3BBPLUBA YECTO MPOCIEAsABaHE HA Mb/IHATA KpbBHA KapTUHA. [lauMeHTHTEe MOrar Ja mosjy4ar ciaeasalil
KypC € JIOLETAKCe, KOraTo HeyTPOMHIMTE ce BH3CTAHOBAT 10 HUBO > 1 500 kieTkw/mm’ (Bx. TOYKa
4.2).

B cnyyaii Ha Texka HeyTponenus (< 500 kneTkru/mm’ B NpOABIKEHHE Ha 7 UM NOBEYE JIHK) B X0/1a Ha
TepanuaTa C JOLETAKCell, Ce Npenopb4yBa HaMaJsBaHE HA J103aTa MPH CJIeIBALLMTE KYpCOBE Ha JIeYeHHe
WJIH NPEANPUEMAHE Ha MOAXOAALIM CUMIITOMATHYHU MEPKH (BXK. TOYka 4.2).

[Ipy nauMeHTH, JIEKyBaHH C JoOLIETakcea B KOMOMHaLMA ¢ LMcruiatTiH M S-payopoypauun (TCF),
(eOpHIHA HEYTPOTEHUSA U HEYTPOINEHUYHA MH(PEKLIMA Ca Bb3HUKBAIU NO-PAJAKO, KOTaTO RAAF r, e
nonyuyaBaim npodunaktudyHo G-CSF. [launenture, nexkyBanu ¢ TCF Tpﬂﬁi ik

“y o O

/



npodunakTuuHo G-CSF 3a cHUkaBaHe Ha pUCKa OT YCI0XHEHa HeyTponeHus ((eOpuiHa HeyTPONeHHUH,
MPOAB/DKUTEIHA HEYTPONIEHUA UK HeyTponeHuyHa uHdekuus ). [Taunenture, nekysanu ¢ TCF TpsadBa
na 0bvaar crporo HabnroaaBaHu (BX. TOUkU 4.2 U 4.8).

[Tpu nanueHTKH, JIEKYBaHM C J0LIeTaKcesl B KOMOMHALMA ¢ nokcopyouuuH u uukinogocpamun (TAC),
¢peOpuHaTaA HEYTPONMEHUs W/ MM HEyTpONeHUW4YHara HMH(EKUUsA ce [0gBsABaT MO-pAONKO, KOorarto
MalMeHTKUTE MoJjiyyaBaT mbpBU4HA npodunaktuka ¢ G-CSF. IIspBuuHa npodunaktuka ¢ G-CSF
TpaAOBa na ce 0OOMMCIM NpPH NMAaLMEHTKH, KOUTO MoJjiy4aBaTr aaroBaHTHA Tepanus ¢ TAC 3a jieyeHHe Ha
paK Ha repaara, 3a Ja Ce€ HamMajlld PUCKBT OT YCNOXKHEHAa HeyTponeHus ((eOpuiiHa HEyTpOINEeHMH,
MPOJIOHIHpaHa HEYTPOIIEHUs WJIK HEYTponeHuyHa uHdekuus ). [Taunentku, nonyyasamu TAC, TpsaOBa
na ObaaT MOHUTOPUPAHH CTPOro (BX. TOUKU 4.2 U 4.8).

CToMalIHO-4YPEBHU peakLUH

[IpenopbyBa ce NOBUILIEHO BHUMAHKWE MPH MALMEHTH C HEYTPOIIEHHs, OCOOEHO NMPH PUCK OT pa3BUTHE
Ha CTOMAILIHO-YPEBHMU YCJIOKHEHHUA. BBNpeku 4e mo-ronsgMara 4acT OT CJIy4YauTe ca HacTBIIWIH MO
BpeMe Ha MbpPBUs WJIM BTOPHUS LUMKBJI HA CXEMaTa, ChAbpiKallla JOLETAaKCesl, EHTEPOKOJIUT MOXKE 1a Ce
pa3BHE MO BCAKO BpeMe M MOXE Oa J0Bele A0 CMBPT OLUE Ha IMbpBHUA AEH OT nosiBara. IlanueHTHUTe
TpsiOBa na ce HabMoaaBaT BHUMATENHO 3a paHHHU MPOsIBH HA CEPUO3HA CTOMAILIHO-YPEBHA TOKCHYHOCT
(BX. TOUKH 4.2, 4.4 Xemaronorusa U 4.8).

Peakliui HA CBPbXYYBCTBUTEIHOCT

[TaumenTure TpsibBa na ObAAaT 1MNOA  HENOCPEACTBEHO HAOMIOJAEHME 3a peakLMH Ha
CBPBXYYBCTBHUTEJIHOCT, OCOOEHO MO BpeMe Ha NbpBara M BTOpara HHQY3uH. PeakuuuTre Ha
CBPBbXYYBCTBUTEJIHOCT MOrar [a Ce MpOABAT B PAMKHUTE HAa HAKOJIKO MHUHYTH Cl€[ 3ano4yBaHE Ha
MHGY3UATA C JAOLETAKCEN, NMOpaaud KOETO € HEOOXOAUMO HAIMYMETO Ha ODOpyABaHE 3a JIEYEHHE Ha
XUNOTOHHUA U OpoHXocCna3bM. AKO C€ MOSABAT PEakUMH HAa CBPBbXYYBCTBUTENHOCT, HE3HAYHUTETHUTE
CUMIITOMU KaTO 3a4€pBABAHE WJIHM JIOKAJIHM KOXXHH pEeakLMHU HE HajlaraT NMpeKbCBaHE Ha TEpanuATa.
TexkuTe peakiuu obade, KaTo TEKKa XUMOTOHHUA, OPOHXOCMA3bM WK MeHepalu3upaH OOpHB/EpHUTEM,
Hajarat He3a0aBHO NMpeKpaTABaHE Ha TepanuATa C JOLETAKCEN M MoaAXoadllo jeyeHue. [launeHrure
Pa3BWJIM TEXKH peakliMi Ha CBPbXYYBCTBUTEJIHOCT He TpaOBa aa Obaar nojjiaraHd Ha HOB KOHTAKT C
nouerakcen. [lallMeHTHTE, KOUTO ca pa3BH/IM TEXKKH peakLIMM Ha CBPbX4YBCTBUTEIHOCT, HE TpAOBa 1a
ObAaT TpeTUpaHU MOBTOPHO C aouerakces. IlauMeHTH, KOUTO mpead TOBa ca MMallM peaklus Ha
CBPBbXYYBCTBUTEJIHOCT KbM MAKJIUTAKCEN, MOIaT aa ObaaT U3JI0XKEHH HA PUCK OT pa3BUTHE HA peaKLUA
Ha  CBPBXYYBCTBHTEJHOCT KBM  JIOLUETAKCEJ, BKJIWYUTEIHO  [MO-T€XKa  peakuus  Ha
CBPBbXYYBCTBUTEIHOCT. Te3n nmauveHTH TpsAOBa na Obaar BHUMATENHO HaAOMIOOaBaHU IO BpeME Ha

3almo4YBaHEC HA TEpaIriusa C 1OLCTAKCEI

KOXHH peakliuu

HabGnionaBaHu ca JIOKQIM3MpaH €pUTEM MO KOXKara Ha KpaiHMUMTE (IUIaHUTE M XOAMJiata) C OTOK,
nociaeaBaHu OT aeckBaMauusa. UMa cboOuieHus 3a TeKKHM CHMIITOMM Karo epyMniuuM, NMociieiBaHH OT
NEeCKBaMallus, KOUTO BOJAT /10 NMPEeKbCBaHEe WU NpeKpaTABaHe Ha JIEUEHHUETO C JOLIETaKCeN (BX. TOUYKa

4.2).

Cpho0OiiaBaHu ca TeXKH KOXHM HexenaHu peakiuu (Severe Cutaneous Adverse Reactions, SCARSs)
karo cHHApoM Ha Stevens-Johnson (SJS), Tokcuuna enuaepMaiHa Hekpoau3za (TEN) u ocrpa
reHepajiuM3ydpaHa ek3aHtemaro3Ha nycryyosa (Acute Generalized Exanthematous Pustulosis, AGEP)
npyd JjedeHuetro ¢ pouerakcen. [laumenture Tpadea ga Obaar UHPOpPMUpPaHH 3a NPU3HALMUTE H
CHUMIITOMHMTE Ha CEpPHO3HHM KOXXHH NMPOSBH U 1a c€ HabIoaaBaT BHUMATEIHO. AKO C€ MOSABAT MPH3HALIHK
M CHMNTOMH, MpeArnonaraiy Te3uW peakuuu, TpsAdBa na ce OOMHUCIM MpeKpaTsBaHEe Ha NpHeEMa Ha
JAOLETaKCel.

3anbp)kaHe HA TEYHOCTH
[TaureHTHTE ¢ TeXKa 3aIpbXKKa Ha TEHHOCTH KaTO HaNpUMEp IUIEBPAJIEH U3JIUB, NEPHKap JSHATHHRY
acuUMT TpsAOBa na 6baaT cTporo HabMOaaBaHH.




PecrnMparOpHU HApyLIEHUS

CnoO111aBa ce 3a OCTbp PECNHUPATOPEH NMCTPEC CHHIAPOM, HHTEPCTHLHMAIHA THEBMOHMSA/ITHEBMOHHT,
HHTEepCcTULIMAIHA OenonpobHa Oonecr, 6enoapobHa GuOpo3a U AuXareslHa HEAOCTAaThYHOCT, KOMTO
MOJKE Jla ca CBbp3aHH ¢ (atasieH u3xoa. MMa cbo0LIeHHs 3a cliyyad Ha pagHalMOHEH MHEBMOHMT IpPH
MaLMEHTH, NOJTy4YaBalld ChITBTCTBALLA JIbYETEPAIHA.

AKO ce pa3BHUAT HOBH WIH ce BJIoIIaT 0es1oqpoOHHUTE CUMITTOMH, NallMEHTUTE TpsAOBa Aa ce HabJroaaBar
BHHMaTEJIHO, JIa Ce u3cieaBaT He3abaBHO M J1a ce JIeKyBaT noaxoasaio. /1o nocraBsHe Ha AUarHosa ce
npenopbyBa MPEKbCBAHE Ha TepanuaTa ¢ jaouerakces. PaHHOTO mpunaraHe Ha MOAABPXKALLK MEPKH
MOX€ Jla NMOMOTHE 3a noaoOpsBaHe Ha CbCTOAHUETO. TpsAOBa BHMMATENIHO Aa CE€ OLEHM rojsara oT
Bb300OHOBSBaHE HA JIEYEHHUETO C AOLIETAKCEl.

[[aLMEeHTH ¢ YEPHOAPOOHO YBpeXaaHe

[lpu nauMeHTH, NeKyBaHH ¢ gouerakcen B no3a 100 mg/m’® karo caMOCTOSITENEH areHT, KOUTO WMaT
cepyMHH HMBaA Ha TpaHcamMuHa3uTe (ALT w/unu AST) Han 1,5 nbti ['TH eqHOBpEMEHHO CbC CEPYMHH
HUBA Ha ankanHara @ocdaraza Hag 2.5 nbtd [ T'H, e Hanvue no-BHCOK PHCK OT pa3BUMTHE Ha TEXKKH
HEXEJJaHW peakUMHU KaTo HarpuMep CMBPT OT HWHTOKCHUKALMA, BKJIOYHUTEIHO CENCUC H
raCTPOMHTECTHHAJIEH KPBbBOM3IUB, KOITO MOXKe aa Obae (pataneH, hpedpusiHa HEYy TPONEHHs, HH(PEKLIUH,
TPOMOOLIMTONEHHUsI, CTOMAaTHT U acTeHus. ETo 3auo, npenoppydTENHATa 4032 Ha JOLIETAKCeJl MpH
NallMeHTHTE C TNOBHUIIEHH CTOMHOCTH Ha (YHKLMOHAIHHUTE 4YepHOApoOHM u3scinensaHus (PYH) e
75 mg/m* u @YU Tps6Ba na ce U3BBPIIBAT NPEAM HAYATOTO HA JIEYEHHETO H MPEAH BCEKH LIMKBI (BXK.
Touka 4.2).

[Ipy nmauueHTuTe ¢ HMBa Ha cepyMeH Ounupyobun > ['TH w/unu ALT u AST > 3,5 mptu I'TH
eIHOBpEMEHHO C HMBA Ha cepyMHa ankaiHa ¢ocdaraza > 6 netd [ TH, He Moxe na ce npenopbya
peayKLMs Ha no3aTa ¥ JoLEeTaKkces He TpsOBa Aa ce npuiiara, OCBeH MpH CTPUKTHH MOKa3aHHUA.

B koMOMHauMs ¢ UMCIUIATHH M S-Qayopoypauumn 3a JIEYEHWE Ha MNalHdeHTH CbC CTOMALUCH
aJICHOKapLIMHOM, OCHOBHOTO KJIMHHYHO M3NUTBaHe € u3kaouuno naudeHtd ¢ ALT w/unu AST > 1,5
nbTH ['TH u ¢ ankanna pocdaraza > 2,5 netu [ TH m 6unupyoun > 1 net ['TH; npH T€3UM NaLIMEHTH HE
MOX<€ Oa C€ mnpernopbya peayKlus Ha go3ara M JOLeTaKkcen He TpsOBa na ce mpuiiara, OCBEH MpH
CTPUKTHHM NnoKazaHus. HamMa gaHHM 3a nMauMeHTH ¢ YepHOAPOOHO yBpeXaAaHe, JIEKYBaHHU C JOLIETAKCEN B
KOMOMHALMA NMPH APYTUTE MOKa3aHUS.

[TauneHTH ¢ OBOPEYHO YBpPEKAAHE
Hsima naHHM 3a MaLMEHTH C TEXKO yBpeaeHa ObOpeuHa GpyHKUMA, JIEKYBaHHU C NOLETaKCel.

HepsHa cucrema
Pa3BuTHeTO Ha Texka nepudepHa HEeBPOTOKCHYHOCT Hajlara HaMajIsBaHe Ha J03arTa (BkK. ToO4YKa 4.2).

KapaAHOTOKCUYHOCT

[Ipy maumeHTH, noJiy4yaBally JIOLIETaKCesl B KOMOMHaLMA ¢ TpacTy3yMad € HaOirogaBaHa CbhbpAcvHa
HEeOCTAaThYHOCT, OCODEHO clel XMMHOTepanus BKJIOYBAllla AHTPALMKIHWH (JOKCOPYOMLIMH WIIH
enupyOuuuH). T Moxke na 6b1e yMepeHa 10 TeXKa U € CBbp3aHa CbC CMBPTHH Ciy4au (BXK. TouKa 4.8).

KoraTo nainMeHTUTe ca KaHIWIaTH 3a JIEYeHHe ¢ JoLeTakces B KoMOMHaLuUa ¢ TpacTy3ymab, Te TpsbBa
Aa Obaar Mo;JIOKEHM Ha MbpBOHAYa/lHA KapAMOJIOrMuHa oueHka. Cnen ToBa, B X0[a Ha JIEYEHHETO
chbpaeyHara pyHKLHUsA TpAOBa Aa ce npocieassa (Hanp. Ha BCEKM 3 Mecela) ¢ Orjie OTKpUBAHETO Ha
MaliMeHTH, KOUTO OMXa MOIJIM Ja pa3BHAT ChpJieyHa JNMCPYHKLHUA. 3a MoBe4Ye NMOAPOOHOCTH, BHIKTE

Kparkara xapakTepucTika Ha NpoAyKTa TpacTy3ymao.

HUma cpoOlueHHus 3a KaMepHa apUTMHUS, BKJIIOYMTEIHO KaMEpHa Taxukapaus (MOHsAKora C JieTajeH
W3XO0J) NPH NALIMEHTH, JIEKYBaHH C JOLETAKCENl B KOMOMHMpPaHHU CXEMH, BKJIIOYBALLIM JOKCOPYOHLIHH, S-
¢ayopoypauui W/ unu uukinogochamua (Bx. Touka 4.8).

[IpenopbuBa ce oueHKa Ha cbhpae4yHaTa GyHKLMsA NPEeau 3aro4yBaHE HA JIEYEHHUETO.




HapyieHuss Ha O4YMuTe

Mma cpoOlieHus 3a kucrouaeH makyneH eaeM (KME) npu nauueHTH, JIeKyBaHM C JOLETaKcCel.
[TlaumenTuTe ¢ HapyuieHo 3peHue TpsabBa He3abaBHO na ObAAT NMOAIOKEHU Ha bJIEH OPTATIMOJIOrHY€EH
npernea. B cnyyai, ye ce auarnocruurpa KME, neuenuero ¢ nouerakcen TpsAdBa Aa ce npekpary U aa
ce 3arnoyHe NoAxXoasilo jeyeHue (BxkK. Touka 4.8).

BTopuuHa nosBa Ha MbPBUYHH 3JI0KA4YECTBEHHU 3a0019BaHUs

MMa cboOuLieHHs 3a BTOpUYHA MOsiBa Ha MbPBUYHHU 3JI0OKAYECTBEHM 3a00/1ABaHUsA, KOrato AOLIETAKCEl €
npujiaraH B KOMOMHALMA C NPOTHBOPAKOBH JIEYEHHUS, 32 KOMTO € U3BECTHO Y€ ca CBbP3aHM C BTOPHYHA
nosiBa Ha IbPBUYHM 3JI0KAYECTBEHHU 3a0oJisiBaHMsA. BTOpMuYHa nosBa Ha NBbPBHYHU 3JI0KAYECTBEHH
3a0ongBaHusd (BKJIFOYMUTEJIHO OCTpa MMEJIOMAHA JIEBKEMMUS, MHEIOJAUCILUIACTUYEH CHHIPOM U
HEXOMKKUHOB JTUM(GOM) MOXKE a HACTBIK HAKOJKO MECELa WK NOJWHU Clel Teparus, ChAbpiKallla
nouerakcen. [lanuenture TpsaOBa pa Obaar HaOMOOaBaHW 3a BTOPUYHA IO0SABA HA I[IbPBHYHH
3JI0OKa4YE€CTBEHHM 3a0019BaHuA (BXK. To4Ka 4.8).

CHHApOM Ha TYMOpPEH pa3naj

CnobOiaBa ce 3a CHHAPOM Ha TyYMOPEH pa3naj IpH JIeYeHHe C JOLIeTaKCesl Clieq IMbPBUA WJIH BTOPHA
LUMKBI (BX. Touyka 4.8). [lauMeHTHTE, U3/10)KEHU HA PUCK OT CHHAPOM Ha TYMOPEH pa3naja (Hamp. C
OBOpe4YHO yBpexkaaHe, XUNepypUKEMHUS, rojisiM TyMop, Obp3a nporpecus), TpsaOBa na ce HabJsroaaBar
BHUMATeENnHO. [Ipenu 3anoysaHe Ha JIe4EHUETO Ce MPENOpPbYBA KOPEKLIUA HAa AeXUApaTaLMATa U JICHEHUE
Ha BUCOKMTE HUBA HA NMMKOYHA KMCEIMHA.

QEEFH

Xenure ¢ aerepoaeH MOTeHIUan TpsOBa NAa npujaraT KOHTpaLEeNTHBHHM MEpPKH IO BpPEME HAa U B
NPOABKEHUE HA JIBA MECELa CJIEH NMpeKpaTsaBaHE Ha JIEYEHUETO C JoueTrakcen. Muxere TpsabOBa na
Mpuiarart KOHTpaUeNnTUBHU MEPKH 110 BPEME HA U B MPOABKEHHE Ha 4 Mecela clie] MpeKpaTsBaHe Ha
JIGYEHHUETO C JoLeTaKcen (BxK. Touka 4.6).

EnnoBpeMeHHara ynorpeda Ha nouerakces ¢ MomHH HHxubutopu Ha CYP3A4 (Hanp. KEeTOKOHa30.1,

WUTPaKOHa30Jl, KJIapUTPOMULIMH, WHAWHABUpP, Heda3onoH, HeapUHABUpP, PUTOHABUP, CaKBHHABUP,
TEJIMTPOMHULMH U BOPMKOHA30J1) TpsAOBa 1a ce u3bsArea (Bx. Touka 4.5).

JLOMTBJIIHUTENHY NMPEANasHH MEPKH MPH yrioTpeda nNpu ar0OBaHTHO JICYEHHUE HA paK Ha rbpaara

Ycnooicnena HeymponeHus

[Ipy nmauMeHTKH, pa3BUJIM YCJIOXKHEHA HeyTponeHus (Mpoab/DKUTEIHA HeyTponeHus, ¢ebpuiiHa
HEYTPOMNEHUs WK HHeKLHUA), TpAOBa aa ce oOMucnu npunarasero Ha G-CSF u HamansiBaHe Ha j03ara
(Bk. Touka 4.2).

Cmomawno-ypesHu peaxyuu

CuMOTOMM Karo paHHM KOpPEMHM OOJIKM WM 4YYBCTBUTENHOCT, (eOpunurer, nuapus ¢ uWiu 0e3
HEYTPOINEHUs, MOraT 1a ObAaT paHHHU NMPOsABHU HA TEXKKa CTOMALHO-YpeBHAa TOKCHYHOCT M TpsibBa na
OBbIAT OLIEHEHHU M JIEKYBaHH He3a0aBHO.

3acmouna cvpoeuna nedocmamuvyrnocm (3CH)

[TaumentuTe TpsaOBa na 6baaT HabMKOAABAHU 3a CUMIITOMH Ha 3aCTOHHA ChpleYHa HEJOCTAaTb4YHOCT 10
BpEME Ha JICYEHHETO U B XOJ/Ia Ha Mnepuoaa Ha npocineaasaHe. [Ipy nauveHTH, 1eKyBaHU CbC cXxemara
TAC 3a pak Ha rppaara cbC 3acsiraHe Ha JIMM(QHHUTE BB3JIH, € YCTaHOBEH Mo-BHUCOK puck ot 3CH mno
BpeMe Ha MbpBarTa roauMHa cies JieueHUeTo (BxK. Touku 4.8 u 5.1).

layuenmu ¢ 4+ rumpnu 8v3nu
T'vit kaTo nos3ara, HabJIrOAaBaHa NMpU MaLUMEeHTH ¢ 4+ JTUM(PHH Bb3JIM HE € CTATHCTHYECKH 3HA4YMMa 10
OTHOLIIEHWE Ha npexuBaemocrra 60e3 3abonsBaHe (DFS) u obwara npexuBsem

JI0Ka3aHo IMpPH OKOHYATE/IHUA aHau3 (BXK. Touka 5.1).
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Cmapuecka év3pacm
IIpedynpesicoenust 3a ynompeba npu adlo8aHmHo n1eyeHue Ha paxk Ha 2epoama
MMa orpaHMyeHy JaHHM 3a NMalMEHTH Ha Bb3pacT > 70 rooMHHU OTHOCHO yrnoTpedara Ha J0LETaKCeN B

KOMOHMHALIMA ¢ JOKCOPYOULIMH U LUKI0(ochamu.

[Ipedynpeoicoerus 3a ynompeba npu pe3ucmenmer Ha kKacmpayus pak Ha npocmamama

[Ipu npoyuBaHe BBPXY pak Ha rpocrarata npd 333 MalMeHTH, JIEKyBaHH C JOLETAKCe/l Ha BCEKH 3
cenqMuiIM, 209 nauueHTH ca 6unu Ha Bb3pacT 65 Wi noeye roAMHU U 68 nauueHTH ca OUIK Ha Bb3pacT
Hag 75 roavHu. [Ipu nauueHTUTE, JIEKyBaHM C JOLIETAKCEJ HAa BCEKHM 3 CEIMMIM, YecToTara Ha
CBBbpP3aHHUTE C JICYEHUETO NMPOMEHH B HOKTUTE € O6usia > 10% no-BUCOKa NpH NMALIMEHTHTE HA BB3PacT 65
M MOBEY€ INOJAMHHM, B CPaBHEHUE C MO-MJAAUTE MaLMEHTH. HecroTrata Ha CBBP3aHHUTE C JICYEHHUETO
(peOpunurer, nuapus, aHopekcus U nepudepen eaeM € ouna > 10% no-Bucoka npu nalMeHTUTE Ha

BB3pacT 75 M MoBeY€e roJIMHK B CPaBHEHHE C T€3HW NoJ 65 roguHM.

[Ipedynpeocoerusn 3a ynompeba npu XOpMOHOYYECMEUmMeneH pak Ha npocmamama

Ot 545-T€e NnauMeHTH, JIEKyBaHH C J0LIETAKCE)1 Ha BCEKH 3 CEIMHLIH B MPOYYBAHETO MPH
XOpPMOHOYYBCTBHUTENEH paK Ha npocrarara (STAMPEDE), 296 nauveHTH ca OMM Ha Bb3pacT 65
rOAUHM WM roBeue, a 48 nauueHTH ca OMJIM HA Bb3pacT 75 roaMHu Wiy noseye. [lopeue naluueHTH Ha
BB3pacT >65 roqMHHU B paMOTO Ha AOLIETAKCE ChOOIIABAT 3a peaKklids Ha CBPbX4YyBCTBHUTEIHOCT,
HEYTPOIIEHHUs, aHEMMUS, 3aIbPXKAaHE HAa TEYHOCTH, JUCITHES U TPOMEHU B HOKTUTE, B CPaBHEHHE C
MAalMEHTUTE HA Bb3pacT noja 65 roauuu. HUTo enHo oT Te3u yBeluyeHus B yectorara He aocrura 10%
pa3ivKa ¢ KOHTPOJHOTO paMo. [Ipyu nauMeHTH Ha 75 WK noBeye roJuHU, HEYTPONEHUs, aHEMMUH,
OHapHs, TUCITHEA U UH(EKLIMA HA TOPHUTE AUXATENHHU ITbTHIIA CE ChOOLIABAT C MMO-BUCOKA YECTOTA
(moHe 10% no-Bucoka), B CpaBHEHHUE C NO-MJIAAHN MALUEHTH.

IIpedynpeoicoenusn 3a ynompeba npu cmomauies a0eHoOKapyuHom

Ot 300 (221 nauuentd BBB (paza Il yactra ot npoyuBaHero U 79 nauueHTd BbB (pa3a Il yacrra)
MaLUEHTH, JIEKYBAHHU C JOLIETaKCe)1 B KOMOMHALIMA ¢ UUCIUIATHH U S-payopoypauui NpH NpoOy4YBaHETO
3a CTOMAallEeH pak, 74 ca Ounu Ha Bb3pacT 65 WM rnoseye roAMHU U 4 nalMeHTH ca OUJIM Ha BB3pacT 75
WJIM [I0BeYe roAMHU. YecTtoraTa Ha CEpMO3HUTE HEXETAaHU ChbOMTHUSA € OUJ1a Mo-BUCOKA MPH MALMEHTHUTE
B CTapyecKa Bb3pacT B CpaBHEHHME C IMO-MJlaauTe MauueHTH. CleAHUTE HEXENaHU CbOUTHUA (BCUUKH
CTEMEHH): JIETApPrusi, CTOMaTUT, HEYTPONEHWYHA HH(PEKIMSA ca Bb3HUKHAIH € yectoTa > 10% no-Bucoka
MPH NMALMEHTUTE Ha Bb3pacT 65 MU NMOBEYE rOJIMHU B CPABHEHHE C MO- MJIAIMTE MALUEHTH.

Xopa B crapuyecka Bb3pacT, JekyBaHu ¢ TCF tpsabsa na 6baar crporo HabnronaBaHH.

[IoMOLIIHM BeleCcTBA

20 mg/1 ml koHueHTapr 3a uH¢py3uoHeH pa3TBop chabpxa 50 06emMHu % eranon (ankoxon), T.e. 0,395
g (0,5 ml) 6e3BoaeH eranon Ha pnakoH, ekBuBaneHTeH Ha 10 ml 6upa unu 4 ml BuHO.

80 mg/4 ml koHUEHTapT 3a UH(PY3MOHEH pa3TBOp chabpxka S0 06emMHH % eTraHon (aIKOXo0J), T.€.

1,58 g (2 ml) 6e3BoneH eranon Ha ¢uakoH, ekBuBaneHTeH Ha 40 ml Oupa wnu 17 ml BuHO.

160 mg/8 ml koHUEHTapT 3a HHPY3HOHEH pa3TBOp Chabpka S0 06eMHHU % eraHon (ay1koXoi), T.€.

3,16 g (4 ml) /6e3BoaeH eTraHon Ha ¢nakoH, ekBuBaieHTeH Ha 80 ml 6upa wnm 33 ml BUHO.

BpenHo e 3a cTpajaliuTe OT alKOXO0JU3bM.
TpsabBa na ce umMa npeasua Npu OpeMeHHU UM KbPMELLU XKEHH, Aella U BUCOKOPUCKOBH IPYIH, KaTo
MaLUeHTH C YEPHOAPOOHO 3a00JIsiIBaHE UJIK EMUJIETICUA.

TpabBa na ce umar npeaBua Bb3MOXKHUTE €(PEKTH BBPXY LIEHTpaJiHaTa HEpBHA CUCTEMA.

4.5 B3aumMoaeicTBHE C APYIH JIEKAPCTBEHH NPOAYKTH H APYrH GOpMH HA B3aHMOJEHCTBHE
KonuyecTBOTO alkoXxos B TO3M JIEKAPCTBEH MPOAYKT MOXeE Ja NPOMEeHH e(eKkTUTe H

JICKApCTBCHH INPOAYKTH.

[




In vitro npoy4yBaHMsITA ca MokKa3ajid, 4ye MeTabOJM3MbT HAa NOLETAKCEN MOXE Ja Ce NMPOMEHH MpH
eIHOBPEMEHHO MpWJlaraHe Ha BelleCTBa, KOWTO MHAYLMpaT, HHXHOUpAT WK c€ MeTaboJM3HMpar OT
(mopaaM KOETO MOraT KOHKYPEHTHO Na MHXWOMpar eH3umure) uurtoxpoM P450-3A kaTo Hanpumep
LIMKJIOCIIOPHH, KETOKOHA30J1 U epUTPOMHLMH. [lopaau ToBa, npH JieYueHHE HA MALHEHTH, NOJTy4YaBallH
eIHOBPEMEHHO TE€3H JIEKAPCTBEHH NMPOAYKTH TpsAOBa 1a ce nposiBsBa MOBUIIEHO BHUMAHUE, ThH KaTo €
HaJIMLIE MOTEHLMAJI 32 3HAYMMO B3aUMOAEHCTBUE.

B cnyyaii Ha komMOuMHauus ¢ CYP3A4 uHXMOMTOpPH, NMosiBaTa Ha HEXENaHW peaKLMH Ha JOLETaKCEl
MOXKE 1a C€ YBEJIMYH B pe3yJiTaT Ha peayuupaH Merabosiu3bM. AKO €HOBpEMEHHaTa ynorpeda Ha
mouieH MHXubuTrop Ha CYP3A4 (Hanp. KETOKOHa30Jl, HTPAKOHAa30J1, KJIAapUTPOMHLIMH, HHAHHABHP,
Heda3om0H, HelpUHABUP, PUTOHABUP, CAKBUHABUP, TETUTPOMULMH U BOPHMKOHA30J1) HE MOXE Jia ce
u30erse, € He00X0JAMMO BHUMATENHO KIMHUYHO IMPOC/easiBaHE U MOXE Ja € MOAXOAAII0 KOPUTrHpaHe
Ha [103aTa Ha JOLIETaKCe N0 BpeMe Ha JieueHHeTo ¢ MolueH HHXuouTop Ha CYP3A4 (Bx. Touka 4.4).
[Ipu ¢papMaKOKMHETHYHO MPOYyYBaHE C 7 MaLUMEHTH, EAHOBPEMEHHOTO MPHJIOKEHHE HA NOLETAKCEl C
mMoIIHUA HHXHOUTOp Ha CYP3A4 keTrokoHa30/71 BOAM 10 CHTHU(MKAHTHO HaMaJIeHHE Ha KJIHpbHCA Ha
nouerakcen ¢ 49%. ®apmMakOKMHETHKAaTa Ha JOLETAKCEll B MPUCHCTBUETO HAa NMPEAHHU30H € U3CJIeiBaHa
MNPy NaLMEHTH C METACTaTHYEH pak Ha mpocrarara. Jlouerakcen ce merabonusupa ot CYP3A4, a 3a
MPeAHU30H € u3BecTHO, ye uHayuupa CYP3A4. He e HabnonaBaH CTaTUCTUYECKH 3HAYMM €(EKT Ha

MpeAHU30H BbpXY (PapMaKOKMHETHUKATA Ha JOLETaKCel.

Jlouerakces ce CBbp3Ba BbB BUCOKA CTEINEH C MPOTEUHUTE (> 95%). BrnipekH ue eBEHTYAITHUTE in VIVO
B3aUMO/IENCTBHUSA Ha IOLIETAKCEN C EJHOBPEMEHHO MPUJIAraHH JIEKAPCTBEHU MPOAYKTH HE ca OPHIIHATTHO
U3CJIeIBAHM, in Vitro B3aUMOAEHCTBUATA CbC CBbP3aHMTE BBB BUCOKA CTEIEH C MPOTEMHUTE CPEICTBA
KaTo EpUTPOMHULIMH, NOHGEHXHIpPAMHH, NPONPaHOJIoN, nponadeHoH, (EHWTOMH, CaTHLWIATH,
cyJihpaMeToKCca3oJl U HaTPUEB BAJINPOAT HE MOBJIMABAT CBbP3BAHETO Ha JOLIETAKCE) C NMPOTECHHMTE.
(OcBeH TOBa, ICKCAMETA30H HE MOBJ/IMABA CBLP3BAHETO HA JOLIETAKCEN C POTEUHMUTE.

Jlouerakcesn He NOBJIUABA CBbP3BAHETO HA JIUIUTOKCHH.

dapMakOKWHETHKATa Ha JOLEeTaKces, AOKCOPYOMUMH M uukiopochamMun He c€ TMOBIHMABA OT
€ITHOBPEMEHHOTO MM mnpuaoxeHue. OrpaHUYEeHH AAHHU OT €AUHUYHO HEKOHTPOJIMPAHO MpPOY4BaHE
NOINyCKaT B3aMMONEHCTBHE MexXAy aouerakcen v kapboratud. [Ipy komOMHMpaHE ¢ JouLeTakcell,
KIMPBHCHT Ha kapboruaruHa € 6un ¢ okono 50% no-BUCOK OT CTOWHOCTUTE, ChOOIIEHHU Mpean TOBa
MPU MOHOTEpanus ¢ KapOomIaTHH.

4.6 DepTHIAHTET, OPEMEHHOCT H KbPMeHe

JXKeHHu ¢ neTepoieH NOTeHLaN/ KOHTpALeNLMA NMPH MBIKE U KEHH

JXKeHuTe ¢ neTepolieH NOTeHUHAl U MBXKETE, NMoJTyyaBallld J0LeTaKcesl, TpsaOBa na ObaaT ChbBETBaHHM J1a
u30areaT 3a0pemMeHsBaHe, 1a He Ch3/1aBaT Aela U He3a0aBHO 1a yBEAOMSAT JIEKYBALUA J€Kap
He3a0aBHO, aKO TOBA CE CITyYH.

[lopanu reHOTOKCHYHMS PUCK OT AoLEeTaKcel (BXkK. TOYKA 5.3 ), )KEHUTE C AeTEPOAeH NOTEHIIHAI
TpssOBa na u3non3Bar epEeKTHBEH METO/ Ha KOHTpALIENLUs 110 BpEME Ha JICYEHHETO U B MPOAB/KECHHE
Ha 2 Mecella cjiell NpeKpaTsaBaHe Ha JIEYeHHETO C JoueTakcen. Mbxere TpsOBa aa U3noa3Bar
e(peKTUBEH METO/] HA KOHTPALEILUA 110 BpEME Ha JICYEHHUETO U B NNPOABbIKEHUE Ha 4 MeceLa clel

[MpEKparaBdaHE HA JICHCHHUETO C NOLIETAKCEL.

bpeMeHHOCT
Hsama uHdopmauus OTHOCHO ynorpebara Ha JAOLETakcesl Nnpu OpeMeHHH XeHH. [lokaszaHo e, 4e
J0oLeTaKcesl € eMOpPHOTOKCHYEH U (PETOTOKCHUYEH MPH 3ailiM U IUTbXoBe. KakTo U Apyru IMTOTOKCHYHH
JIeKapCTBEHH NPOAYKTH, Taka M AOLETaKcesl MOXe€ Ja Mpeau3BHMKa yBpexaaHe Ha d¢eryca mnpu
npunaraHe BbpXy OpemeHHu xeHH. [lopanu ToBa, JoueTakcen He TpsaOBa Aa ce U3MoJ3Ba M0 BpeMe Ha
OpPEMEHHOCT, OCBEH aK0O HE € U3PUYHO MOKa3aH.
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KbpMmeHe

Jlouerakcen € TMNO(GUIHO BEIIECTBO, HO HE € U3BECTHO J1a/IM CE EKCKpeTHpa B KbpMara.
CnenoBaTesnHO, NOPaaAM MOTEHLMANIA 32 HEXKENAHW peakLHM MPH KbpMayeTa, KbpPMEHETO TpsAOBa 1a ce
MPEyCTAHOBH I10 BPEME HA JIEYEHHUE C JOLIETAKCEL.

deprruanTer

[TpoyuBaHuATa NpU KUBOTHH IMOKA3BAT, Y€ JOLIETAKCE/T MOXE /1A MOBIUAEC HA MBXKHUA QEpTUIIUTET (BXK.
Touka 5.3). [lopaau TOBa MBXKETE, JIEKYBAaHU C AOLIETAKCEN, TpPsAOBA 1a MOTBPCAT CbBET OTHOCHO
KOHCEPBHUPAHETO HA CriepMa NMpEaH JICYEHHETO.

4.7 E¢dexTHn BbpXy cnocoOHOCTTA 32 mIopHpaHe H padoTa ¢ MALLIHHH

HsaMa npoyuBaHus 3a epekTuTe BHpXYy CrIOCOOHOCTTA 3a odupaHe U paboTa ¢ MalLIMHM.
KoJIM4eCTBOTO alIKOXO0J1 B TO3M JIEKAPCTBEH MPOAYKT M HEXEJIaHWTE peaKLMH Ha NMpoAyKTa Morar na
HapylMu crnocobHocTTa 3a modupaHe UM pabora ¢ MamuHU (BXK. ToukH 4.4 u 4.8)). [lopaau ToBa,
nalMeHTUTE TpaOBa Aa Obaar MpeaynpeacHu 3a MOTEHLMATHOTO BB3JAEHCTBHE Ha KOJIMYECTBOTO
JIKOXOJ1 ¥ HEXEJIaHWTE peaklMM Ha TO3M JIEKapCTBEH MPOAYKT BbPXY CrocoOHOCTTa 3a WwodHpaHe H
paboTa ¢ MalllMHHU, U 1a ObaaT CbBETBAHHU Aa He WOo(UpaAT WM U3M0J3BaT MALLIMHM, aKO IOJy4aT Te3H
HEXEIaHU pEaKLIMM 10 BpEME Ha JICUEHHETO.

4.8 Hexe1aHM JIeKapCTBEHH peaKLHH

Pe3roMe Ha npoguia Ha 0€30MacHOCT 32 BCUYKH MMOKAa3aHUS

HexxenaHuTe peakuuu, NPUETH 3a Bb3MOXKHO WM BEPOATHO CBbP3aHU C MPUIaraHeTo Ha J0oLeTaKcell,

ca IoJIy4€HHU TpH:

- 1312 u 121 nmauueHTH, KOUTO ca nonydyaBanu cb0TBETHO 100 mg/m? 1 75 mg/m? nouerakcern
KaTO MOHOTEparus;

- 258 mauMeHTH, KOMTO ca MNoJly4yaBaJik J0LIETaKCce/l B KOMOMHALMA C IOKCOPYOHLIMH;

- 406 maureHTH, KOUTO ca IoJy4YyaBaJIyd AOLIETAKCe)l B KOMOMHALIMA C UMCIUIATHH;

- 92 nauMeHTH, KOMTO ca NMoJy4yaBaliM AolLEeTaKkcesl B KOMOMHaLMA ¢ TpacTy3yMao;

- 255 nauueHTH, KOMTO ca NoJiy4yaBasiu JoLeTaKkcesl B KOMOMHALMA ¢ KaneuuTabuH;

- 332 nmauMeHTH, KOMTO ca NoJy4yaBaiy JOLETAaKce)l B KOMOHHALMSA C MPEeIHHU30H W
MPEAHU30JIOH (MPEeACTaBEHH Ca KIIMHUYHO 3HAYMMHUTE CBBP3aHH C JIEYHEHHUETO HEXKEIaHH
JIEKapCTBEHHU PEaKLMH);

- 1276 nauueHTH (744 n 532 crorBeTHo npu TAX 316 u GEICAM 9 805), xouTto ca nony4aBanu
aolLeTaKkcesl B KOMOMHaUMA ¢ J0OKCOPYOMLMH M LUMKJIopochamMu (NMpeacTaBeHH ca KIMHUYHO
3HAYMMMUTE CBbP3aHM C JICYEHUETO HEKEIAHHU JIEKAPCTBEHHU PEAKLIMH);

- 300 nmauueHTH CbC CTOMAlLIEH aJieHOKapuMHOM (221 nauueHTH BbB (pasza Il yacrra ot
Npoy4YBaHeTO U 79 nanMeHTH BbB (pa3a Il yacrra), KOMTO ca nojiyyaBaiy J0LETAKCEN B
KOMOHWHALMA C LUCIUIATHH U S-Gyopoypauui (MpeacTaBeHu ca KIIMHUYHO 3HAYUMHUTE
CBBP3aHM C JICYEHUETO HEXEJIaHH JIEKAPCTBEHH PEaKLUH);

- 174 » 251 nauMeHTH € pak Ha rjaBara Y IUAaTa, KOMTO C€a NoJiyyaBajiv JOLETAKCEl B
KOMOHMHALMA ¢ UMCIUIAaTHH U 5-payopoypaumi (NpeacTaBeHu ca KIMHUYHO 3HAYUMHUTE
CBBP3aHH C JICHEHUETO HEMKEJIAHHM JIEKAPCTBEHH PEAKLIMH ).

- 545 nauuentH (npoyuyBaHe STAMPEDE), kouTo ca nojy4aBaiu J0OLETaKCesl B KOMOMHALIMA C
NPEAHU30H WK NpeaHu30JioH U ADT.

Te3u peakuum ca onucanu nocpeacrtsom Oomure Kpurepuu 3a Tokcuunoct Ha NCI (crenen 3 = Ct3;
creneH 3-4 = C13/4; creneH 4 = Ct4) u tepMunonoruara Ha COSTART u Ha MedDRA.

[To yecToTa ca neUHUpaHU KaTo:
MHoOro yectu (> 1/10);

yectd (> 1/100 no < 1/10);
Heuectd (> 1/1 000 go < 1/100);
peaku (= 1/10 000 no < 1/1 000);




mHoro peaku (< 1/10 000);
C HEU3BECTHA 4ecToTa (0T HAJIMYHUTE NaHHU HE MOXe 1a Oble HalpaBeHa OLIEHKA).

[Ipu BCAKO rpynupaHe B 3aBUCHMOCT OT YECTOTaTa, HeXXEeJTaHUTE JIEKapCTBEHH peaKLIMHU ce H30posBar
B HU3XOAAII PE/ MO OTHOLLIEHHE HA TEXECTTa.

Hait-yecto cboOIIaBAHMTE HEXKEJAHW JIEKAPCTBEHHW pEaKlMM Ha J0LIETaKCeNl CaMOCTOATENIHO ca:
HEYTpONneHus (KoATo € Ouna obparuMa M HEKYMYJIaTUBHA; NSHAT MEAMaHa Ha Hal-HUCKa CTOMHOCT €
oun 7™, a cpeaHara NpoABIKUTEIHOCT Ha TexKa HeyTponenus (< 500 knerkuw/ mm’) e 6una 7 aHuM),
aHeMMs, alorneuus, raaeHe, NnoBpblllaHe, CTOMATUT, AUApHA M acTeHUs. TekKecTra Ha HEXEJNaHUTE
peakLUMM Ha JolieTaKcesl MOXe na Oblie yBelWuyeHa, Koraro JIoLeTakces ce npuiara B KoMOHHaLMs C

APYIrH XUMHOTCPAIICBTHYHH arc¢HTH.

[Ipy koMOMHaLuATa C TpacTy3ymabd ca NpEeACTaBEHU HEKEIAHUTE JIEKAPCTBEHW peakuuu (BCHYKH
creneHy) cbobeHu npu > 10%. OryereHa e nosuuieHa yecrora Ha cepuo3Hu HJIP (40% cnpsimo 31%)
U HJIP crenen 4 (34% cnpsmo 23%) npu pamoTo Ha KOMOMHaLMA C TpacTy3ymMab B CpaBHEHHE C
MOHOTEpanuATa ¢ JOLETaKCel.

[Ipu xomMOMHaUMsATA ¢ KaneUMTaOHUH ca NMPEACTaBEHU HAl-YECTUTE HEXEJIaHH JIEKAPCTBEHH peaKLHH,
CBbP3aHH C JieueHUeTo (= 5%), cboO01IeHH npUu u3nuTBaHe (asa [1l npu nauMeHTKH ¢ pak Ha rppjaara C
HeYCMNeLIHO JIeYeHHUE C aHTpaUMKIMH (BX. KpaTkara xapakTepucTHKa Ha MpOAYyKTa KaneuuTaOuH ).

[Ipu komOuHauusta ¢ ADT u npeaHu3oH wiu npeaHu3onoH (npoyysaie STAMPEDE), nexxenanure
CbOMTHSA, BB3HUKBALLM Npe3 6-Te LMKBJIA Ha JIeYEeHHEe C JIoLeTaKcen U UMalld noHe 2% mno-BHCOKA
4YeCcTOTa B paMOTO Ha JIeYeHHE C JOLIETaKCes, B CPABHEHUE C KOHTPOJHOTO paMo, Ca NpPEACTaBEHH C
nomoiura Ha ckasnara 3a creneHyBane CTCAE.

CnenHUTE HEXeNlaHW JICKAPCTBCHH PCAaKLIUH Ca Hﬂﬁﬂmﬂ&BﬂHH 4ECTO C AOLETAKCCEIL.

HapyuieHuss Ha UMyHHATa CUCTEeMa

B noseuero ciy4yau, peakLMMTE Ha BPbXYYBCTBUTEIHOCT Bb3HUKBAT B PAMKHMTE Ha HAKOJIIKO MUHYTH
Clle[l HA4YaJloTO Ha HHQY3uATa C JI0OLETakce]l M OOMKHOBEHO ca JiekH A0 ymepeHH. Haii-uecto
CbOOIlIaBAHUTE CUMNITOMM Ca 3a4epBsiBaHe, OOpUB CbC WM 0e3 chbpOex, cTaraHe B rbpaHUTE, OONKH B
rbp0a, IUCIIHEA U TpecKa WM CTYIEeHHM TPbNKU. TeXKUTe peakliMy Ce XapaKTepU3upaT ¢ XMIIOTOHHA
W/WiM OPOHXOCNA3bM UK reHepanu3upaH 00puB/epuTeM (BXK. TouKa 4.4).

HapylieHus Ha HEpBHATa CUCTEMA
Pa3BuTHEeTO Ha TeXKa nepudepHa HEBPOTOKCHYHOCT Hajlara pelyKius Ha 103ata (BXK. ToukH 4.2 u 4.4).

JIekuTe 10 yMEpeHH HEBPOCEH30PHM MPHU3HALM C€ XapaKTEpPU3UPAT C MapecTe3vs, AU3ECTE3Us WU
0o0JIKa BKIIFOUUTENHO napeHe. HeBpoMoTOpHHUTE CHOUTHA ce XapaKTepu3UparT rJIaBHO ChC CJ1aboCT.

HapylieHus Ha Ko)ara U NOAK0XHAaTa ThKaH

HabmtonaBaHu ca oOpaTHMH KOXXHHM peakLMH, KOUTO MO MPUHLIMN ca MPUEMaHH 3a JIEKH 10 YMEPEHH.
Peakuuure ce xapakrepusupar ¢ OoOpMB, BKJIIOYHMTENIHO JIOKAJIHH E€PYNUMHM IJIaBHO MO CThOajnara M
IUTAaHUTE (BKJIFOYUTENHO TEXbK CHHIPOM pbKa-KpakK), a ChILO W MO LETUTE PbLIE, JIULIETO HIH IPbAHHUS
KOLLI, H YECTO CBBP3aHH CbC ChpOex. OOMKHOBEHO epyNIIMUTE Bb3HHKBAT B paMKHUTE Ha | ceaMuIia ciel
HH(y3uaTa Ha aouerakcesn. He TonkoBa yecro ca chOOIABaHM TEXKH CHMIITOMH Karo €pyMiuMH
MocjieIBAHU OT JieCKBaMallus, KOUTO B PEAKH ClIy4yau ca JOBEJIM A0 NMpeKbCBaHE MM MpeKpaTsaBaHe Ha
JIEYEHHUETO C ouerakcell (Bx. TOYkH 4.2 U 4.4). Texxkure yBpexk1aHUs HA HOKTUTE C€ XapaKTepu3upar
C XMIO- WJIKM XUIMIEPMUTMEHTALIMSA U MTOHAKOra 00JIka U OHMXOJIK3A.

OO1K HapyuIeHHUs ¥ €DEeKTH Ha MACTOTO Ha MPUI0KEHHE

OOMKHOBEHO peakuUMHUTE Ha MACTOTO Ha MH(Y3UATa ca JIEKH U C€ ChCTOAT B XMMNEPNUrMeEHTALMs,
BB3MAJICHUE, 3a4€PBABAHE WJIM CYXOTa Ha KoxXaTa, (JICOUT WM €KCTpaBa3allus U OTOK Ha Bemdra:
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3anbpKaHETO Ha TEYHOCTH BKJIHOYBA CHOMTHUSA KAaTO NEPUPEPHU OTOLM U HE TOJIKOBA YECTO IJIEBPAJIEH
W3JIMB, NEpPUKap/IEH U3/IUMB, aCLIMT U HaAaaBaHe Ha TerJio. [lepudepHure oToLM OOMKHOBEHO 3aroy4BaT
Mo JOJMHWUTE KpalWHHUIIM M MOraT Jla Ce IeHepalu3upaT C HajalaBaHe Ha Teryio 3 kg W noseue.
3a1bpXKAHETO HA TEYHOCTHU € KYMYJIaTUBHO 0 YECTOTA U TEXECT (BX. TOUKa 4.4).

TabiuueH cnUCHK Ha HexenaHuTe peakliMy Ha Jlouerakcen 100 mg/m? kaTo MOHOTEpANUs NpU pakK Ha
rbpaara

CHcTeMo-OpraHHHu MHoOro uyecTH YecTH HeXKelaHH HeuyecTH HeXXeJIaHH
KaacoBe No MedDRA | HeXeJIaHH peaKUHH | peaKUHH peaKuuH
HMudekuum u HH(PEKLMU (CTeneH MH(EKLMA CBbp3aHa C
MH(ecTaluu 3/4: 4

5,7%: BKJIHOYUTEIIHO CTEIEH HEYTPOMNEHHUHA

Cerncuc U NHeBMoHus, | (creneH 3/4: 4,6%)
daranuu npu 1,7%)
HapymeHus Ha KpbBTa | HEYTpONeHus (CteneH | TPOMOOLMTONECHHUS

u nuM¢Hara cucrema | 4: 76,4%); (creneH 4: 0,2%)
aHeMus (creneH 3/4:
8,9%);
¢dhebpunHa
HEYTPOIEHHA
HapyuieHus Ha CBPBXYYBCTBHTEIIHOCT
MMYHHAaTa CHCTEMA (creneH 3/4: 5,3%)
HapyweHus Ha aHOpeKCHS
MeTaboIM3Ma U
XPaHEHETO
Hapywienus Ha nepudepHa ceH3opHa
HEepBHATa CUCTEMA HEBpOMNaTHA

(cteneH 3: 4,1%);
nepudepHa MOTOpHA
HEBpOMnarTus (CTEneH

3/4: 4%)
OUCrey3us (Texka:
0,07%)
ChpieYyHH HApyLUICHUS apuTMmus (creneH 3/4: | cbplaedHa
0,7%) HENOCTAaThYHOCT
Cb10BH HapylLEHUS XHMITOTOHMS;
XHUTIEPTOHHUS:
KPbBOH3JIHBH
PecniuparopHu, OUCIHEA (TEXKa:
rpPbAHHU 2,7%)
U MEAUACTUHAIIHU
Hapy LLIEHUA
CtoMalHO-4peBHH cromatur (creneH 3/4: | 3anek (Texnbk: 0,2%); | e30¢arut (TexbK:
HapyLIeHUs 5,3%); KopemHa 00Jika 0,4%)
auapus (creneH 3/4: (Texka:
4%); 1%); croMalHo-
rageHe (crenex 3/4: YpEBEH
4%); KPbBOM3JIUB (TEXKbK:
NOBpbLIAHE (CTeneH 0,3%)
3/4: 3%)
Hapymenus Ha aNoneums;
KOXKaTa KOXXHHM peakLHu

M MOJAKOXXHAaTa ThKaH (creneH 3/4: 5,9%);




HapyLUEHUs Ha
HOKTHUTE (TEXKKH:

2.6%)
Hapylienus na MHUaIrUs (TEXKa: apTparus
MYCKYyJIHO-cKeneTtHata | 1,4%)
CUCTEMA M
CheAUHHMTENIHATA
ThKaH
OOy HapYLLIEHUS U 33/IbpKaHe Ha peakLMu Ha MSICTOTO
e()EKTH HA MACTOTO HA | TEYHOCTH (TEXKKO: Ha
[PUIIOKEHHUE 6,5%) UHGY3Us;
aCTeHMH (TexKa: rpbaHa 0oska 6e3
11,2%); CbPAEYHO 3acAraHe
OoJika (Texka: 0,4%)
H3cnenBaHus creneH 3/4 yBeJllM4eH
OunupybuH B KpbBTa
(< 5%);

creneH 3/4 yBenyeHa
ankanHa ¢ocgarasa B
KpbBTa (< 4%);
creneH 3/4 yBenu4eH
AST (< 3%);

crerneH 3/4 yBeluyeH
ALT (<2%)

OnucaHue Ha U30paHU HEXeJlaHU peakluu Ha aouerakcen 100 mg/m? kato MOHOTEpanus Npy paxK Ha
rbpaara

Hapywenusa na kpvema u aumgnama cucmema
Penku: enu30aM Ha KbPBEHE CBbP3aHKM C TPOMOOLIMTONEHUS 3/4 CTENneH.

Hapywenus na Hepgnama cucmema
JlaHHH 3a oOpaTuMoOCT ca HanuLe npH 35,3% OT NauMeHTUTE pa3BUIIM HEBPOTOKCUYHOCT ClI€]l JIEYEHHE

¢ pouerakcen 100 mg/m? karo moHoTepanus. SIBjJeHUsTa ca OT3BYHaJIM CIIOHTAHHO B PaMKWTE Ha 3
Mecelna.

HHP_}’ME‘HHH HA KoJicama u NOOKoOXCHama mvKaH
MHoOro peaku: €aIdH ciyyail Ha anoneuds HeoOpaTuma B Kpas Ha NMpoydyBaHETO. 73% OT KOXHHUTE

peakLHH ca oOpaTHMH B paMKHUTE Ha 21 IHM.

Obwyu HapyuweHua u egpekmu Ha MACMOMO HA NPUNOANCEHUE
MenunaHara Ha KyMyJlaTUBHaTa [03a A0 MpeKpaTsBaHe Ha JIEYEHUETO € Ouia noseye ot
1 000 mg/m” M MenMaHaTa Ha BPEMETO [0 Bb3CTAHOBSBAHE OT 3a[bPXKAHETO HA TEYHOCTH € Ouno 16,4

ceaMuiM (B paMkuTte oT 0 1o 42 ceqmuuu). Havanoro Ha yMepeHO 10 TeXKO 3aabpkaHe € 3a0aBeHO
(MeaMaHa Ha KyMyJaTuBHara no3a: 818,9 mg/m°®) npM MauMeHTH ¢ NpeMeNuKalMs B CPaBHEHHE C
nauMeHTH 6e3 npemMeaukauus (MeMaHa Ha KyMy/laTHBHaTa 103a: 489,7 mg/m’); Npu HAKOM NALMEHTH,
obaue, € CbO0LIEHO B PAHHUTE KYPCOBE Ha JICYEHHUETO.

TabnuyeH CnuChbK Ha HexenaHuTe peakuuu Ha Jlouerakcena 75 mg/m? MOHOTEpanvs IIpH
HeIpeOHOKIeThbYEH pak Ha Oenus aApob

CHCTeMO-OpraHHH MHOI0 4eCTH HeXeJIaAHH YecTH HeXKeJIaHH peaki
KJ1acoBe 1o peaKuMH
MedDRA
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NHdexuuu U uHpecTaumu

MHpeKUMHU (cTeneH 3/4: 5%)

HapylieHus Ha KpbBTa
unuMm@dHaTa cucreMa

HEeYTpOneHus (cTerneH 4:
54,2%);

aHemus (creneH 3/4: 10,8%);
TPOMOOLUTONEHHUS (CTENEH 4:
1,7%)

(heOpuiiHa HEYTPONEHHs

HapyuieHuss Ha UMyHHaTa
CUCTEMA

CBPbXUYYBCTBHUTEJIHOCT
(He TexKa)

Hapylmenus Ha
MeTabosiu3Ma U
XPaHEHETO

aHOPEKCUs

Hapyimienus Ha HepBHarTa
CUCTEMA

nepudepHa CEH30pHa
HeBponaTus (creneH 3/4:
0,8%)

nepudepHa MOTOpHa
HeBpomnarus (crenel 3/4: 2,5%)

CbpaeyHH HapyLIEHUs

apUTMHS (HETEXKKA)

Cb10BH HapyllIEHHUS

XHIOTOHHA

CToMallHO-YPEBHH
HapylleHMs

raneHe (crenel 3/4: 3,3%);
croMatur (creneH 3/4: 1,7%);
noBpblIaHe (creneH 3/4:
0,8%);

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

3alick

HapymeHnus Ha Koxara U
NMOAKOMXHAaTa TbKaH

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

HapylLIE€HUs Ha HOKTHUTE (TEXKKH:
0,8%)

HapylueHuss Ha MyCKYJIHO-
CKeJIETHaTa CUCTEMA M
CbEIMHUTEIHATA ThKaH

MHAJII'HA

O6wn HapyuIeHU U eexTH
Ha
MACTOTO Ha IMPUIIOKEHHE

acteHus (Texka: 12,4%);
3a[bpXKaHe Ha TEYHOCTH
(TEIKKO:

0,8%);

bosika

HU3cnensanus

creneH 3/4 nosuileH OUnupyouH
B KpbBTa (< 2%)

TabnuuyeH CIMCHbK Ha HEXETAHUTE PeakLiMK Ha JoueTrakcen 75 mg/m? B KoMOMHaLMA ¢ TOKCOPYOULIUH

MpU pak Ha rbpaara

CucTemMo-opranau MHoro 4ecTH YecTH HeXKeJIAHH HeuecTH HeXelaHH
KjJacose Mo MedDRA | HeKeJIaHH peakKlHH | peaKUHH pPeaKuHH
UHdekumnu u uHekuus (creneH
UH(pecTauuu 3/4:
7,8%)
HapylieHUs Ha KpbBTa | HEYTPOINEHHUS (CTENEH
U nuM¢pHara cucreMa | 4: 91,7%);
aHemus (creneH 3/4:
9,4%);
(¢hebpunHa
HEYTPOIIEHMA;
TPOMOOLMTONEHHUSA
(creneH 4: 0,8%)
Hapylmenus Ha CBPBXYYBCTBUTEIIHOCT
MMYHHaTa CUCTEMA (ctenen 3/4: 1,2%)
Hapymenus Ha AHOPEKCHA
META00IU3MA H
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XPaHCHCTO

Hapywmenus Ha
HEpBHaTa CUCTEMA

nepudepHa CeH30pHa

HeBponaTus (cTerneH 3:

0,4%)

nepudepHa MOTOpHaA
HeBpornaTus (creneH
3/4: 0,4%)

CbpaeyHu HapyLUEHHS

Cbpae4yHa
HE10CTaTb4HOCT;
apUTMUs (HETEXKKa)

Cba0BH HapyLIEHHUS

XHUITOTOHHA

CToMalLIHO-4YPEBHH
HapyLLIEHUS

raaeHe (creneH 3/4:
3%);

cTtoMaTuT (creneH 3/4:
7,8%);

nuapus (creneH 3/4:
6,2%):;

NOBpbLLUAHE (CTENEeH
3/4: 5%);

3anek

HapyumeHnus Ha
KO’KaTa
M MOAKOXHATa ThKaH

aJloneLums,
HapylLIEHUs Ha
HOKTHTE

(Texku: 0,4%);
KOXXHA peakuus (He
TEXKKA)

HapymeHus Ha
MYCKYJTHO-CKeJIeTHaTa
cUCTEMA M
Cb€MHHUTEJIHATA
ThKaH

MHAJII'HA

OOLM HapyLUEHHUA H

aCTeHHA (TEeXKKa:

P€aKLIMH HA MACTOTO

OUIMpYOHUH B KpBbBTA

(<2,5%),

creneH 3/4 noBUlIECHA
ankanHa ¢ocdarasa B
KpbBTa (< 2,5%)

edexTu Ha MsictoTo Ha | 8,1%); Ha
NPUIIOKEHHUE 3a[lbp)KaHE Ha UHDY3UA
TEYHOCTH
(texko: 1,2%);
oonka
HN3cnenBaHus crerneH 3/4 noBuileH creneH 3/4 noBuileH

AST (< 1%);
creneH 3/4 noBuUllIeH
ALT (< 1%)

TabnudyeH CNUCHK HA HEXKEJIAHUTE peakLMy Ha iouerakcen 75 mg/m? B koMOMHaLMs ¢ LUCIIATHH

[Ip¥ HeApeOHOKIIEThYEH paK Ha Oesius Apod

CHCTEMD-BPFEIHHH

MHoOro 4yecTu

YecTH HEXKEJIAHH

HeuyecTH HeXxeJIaHH

aHemus (creneH 3/4:
6,9%);
TpOMOOLIMTONEHUS
(creneH 4: 0,5%)

Kjaacose no MedDRA | HexkeJlaHH peaKkUHH pPeaKuHH PeaKuHH
HMudexumu u UH}eKLHUA (CTeneH
MH(pecTauuH 3/4:
5,7%)
HapylieHus Ha kpbBTa | HeyTporneHus (creneH | pebpunHa
U 1uMpHara cucrema | 4: 51,5%); HEYTPOIEeHUS
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MeTadoIM3Ma U
XPaHEHETO

Hapyuienus Ha CBPbX4YBCTBUTEITHOCT
MMYHHATa CUCTeEMa (creneH 3/4: 2,5%)
HapylueHus Ha aHOpEKCHs

HapyiieHus Ha
HEpBHaTa CUCTEMa

nepudepHa ceH30pHa

HeBponaTHs (CTereH 3:

3,7%);

nepudepHa MOTOpHA
HeBpomnaTus (CTeneH
3/4: 2%)

Cbpie4HH HapyLIEHHS

apuTMus (creneH 3/4:
0,7%)

Cbpac€4Ha
HCAOCTATbYHOCT

Cb10BH HapylIEHUA

XUIMOTOHMA (CTENEH
3/4:
0,7%)

CToMalIHO-4YpEBHHU
HapyLUeHUS

rajeHe (creneH 3/4:
9,6%);

MOBpPbBLIAHE (CTENEH
3/4:7,6%);

auapus (creneH 3/4:
6,4%);

croMarur (creneH 3/4:
2%)

34llCK

Hapylenus Ha
KO)KaTa
M MOJAKOXXHATa ThKaH

aNoneLus;
HapylleHus Ha
HOKTHTE

(Texcku: 0,7%);
KOXCHHU peaKLMH
(crenen 3/4: 0,2%)

Hapymenus Ha
MYCKYJIHO-CKEJIETHATa
CUCTEMA M
CbeAMHHMTENHATA
ThbKaH

MUaITHUA (TeXKKa:
0,5%)

OO1M HapyLIEHHUs U
edeKTH Ha MACTOTO Ha

acTeHus (Texka:
9.9%):

PE€AKLIMA Ha MACTOTO
Ha

OunupyOuH B KpbBTa
(2,1%);

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

MPUJIOKEHHUE 3abpPXKaHE Ha HA MH(}Y3uA;
TEYHOCTH (TEXKKO: Donka
0,7%);
Tpecka (G3/4: 1,2%)
HN3cnenBanus cTeneH 3/4 noBMilIEH creneH 3/4 noBUlLLIEH

AST (0,5%);

crerneH 3/4 noBUIIEHA
ankanHa pocdarasa B
kpbBTa (0,3%)

TabinuyeH cnUCHK HA HeXeJlaHUTe peakluy Ha jouerakcen 100 mg/m? B komOMHaLMs ¢ TpacTy3ymMad

MpH paK Ha rbpaara

no
MedDRA

CHcTeMO-0praHHH KJjacoBe

peakuHH

MHOIo 4eCTH HeXeJIaHH

YecTH HeXKeJIaHH peaKUHH

Hapymenus Ha KpbpBTa M

HEYTpOneHus (creneH 3/4.
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nam@pHara cucrema

32%), pebpuiiHa HEYTPONEHUA
(BKJIHOYBA U HEYTPOTICHMA,
CBb3aHa C Tpecka M ynorpeda
Ha

AHTHOMOTULIM ) WITH
HEYTPOINEHHYEH CETCHC,

Hapywienus Ha metabonunsma u
XpaHEeHeTo

dHOPCKCHA

HAapyHWCHHA HA HOKTHTC

[ICMXWYHH HapyLUEeHHs Oe3CbHUE
HapylueHusa Ha HepBHATa NapecTE3UM;
cucrema rnaBo0osue;

NpOMsAHA HA BKYCa;

XHMIOECTE3M
HapylieHus Ha ouuTte YBEJIMYEHA JJaKpUMaLlU;

KOHKOHKTUBHUT
CoppaeyHH HapylIEHHs ChpA€4YHa HEAOCTAThYHOCT
CbI0BH HapylIEeHHUs TuMpenem
PecrinpaTopHH, rpbHHU H €MUCTaKCHUC;
MEIUACTUHAIHU HApyLIEHUS ¢apuHro-

NnapuHreanHa 0oJka;

Ha30()apUHTHUT ;

JIAUCITHESA;

KalUTMLa;

pUHOpes
CromaluHO-4YpeBHH rajieHe;
HapylUeHUs nMapus;

[MOBPBLIAHE;

3arnex;

CTOMATHT;

JUCTIETICHS ;

KopeMHa 0o1ka
HapywieHnus Ha koxara u ajoneus,
MOAKOXHATa ThbKaH epUTEMA;

00OpHuB;

HapylueHus Ha MyCKyJIHO-
CKEJIeTHATa CUCTeMa U
CbEAUHMTEIHATA ThKaH

MHUAJIT U ;
apTpaIrus;
Oonka B
KpanHHULIMTE;
00J1Ka B KOCTHTE:
Oonka B rep0ba

OO1uu HapyLIeHUs U €PEeKTH
Ha
MSICTOTO Ha MPUJIOKEHHE

aCTEHUS;
nepudepeH oTok;

TPECKa;

yMopa,

Bb3MaJICHHE HA
JIUFABULIUTE;

0oJiKa;

rpunonoaooHo 3a0onsaBaHe;
rpbaHa 60nka;

CTYIEHH TPBIIKH

JICTAPI'ns

HU3cnensanus

[MTOBHLICHO TEIJIO

OnucaHue Ha W30paHH HeXeaHH peakuuy Ha aouerakcen 100 mg/m? B koMGuHaLMS ¢ PEACTYAYMAD

[IDH paK Ha I'bpadaTa




Hapywenus na kpvema u aumgnama cucmema

MHoro yectu: XeMaroJIOrHyHaTa TOKCHYHOCT € YBeJIMYEeHa MPH MaluKWeHTH MoJyyaBally TpacTy3ymad
U IOLIETAKCENl, B CPABHEHHE C oLEeTaKces KaTto MmoHoTepanus (32% creneH 3/4 HEyTpONEHUs CIPAMO
22%, otuereHd no NCI-CTC kpurepun). [la ce orOenexu, 4e € BEpOsATHO TOBA /1a € HELOOLIEHEHO, ThH
KaTo € M3BECTHO, Y€ JOLETaKCeN KaTo MOHOTepanus B 103a oT 100 mg/m’ BoJM 10 HEYTpONeHus MpH
97% ot nauuenrture, 76% creneH 4, Ha 6a3ara Ha Hal-HUCKATa CTOMHOCT HA OpOs HA KPBbBHUTE KIIETKH.
Yecrorata Ha (peOpusiHA HEYTPONEHUA/HEYTPONEHHUYEH CEMNCUC ChLIO € MOBHULICHA TMPH MNALMEHTH,
JIEKyBaHM ¢ XepuenTtuH ruioc aouerakcen (23% cnpsamo 17% npu naumeHTH, JIEKYBaHH C

JAOLIETAKCE/T KATO MOHOTEpANus ).

Cvpoeunu HapyuieHus

CUMITOMaTH4YHa CbpAE€YHA HEAOCTAaTBhYHOCT € AOoKJaaBaHa npu 2,2% OT nauueHTUTe, MOJY4YHIIH
MNOLETAKCeN IUIKOC TpacTy3yMad B cpaBHeHHE C (0% OT nmauMeHTHTe, MOJIYYMIIH OOLETAaKCel KaTo
MOHOTepanusa. B pamoTo Ha pgouerakcen rmioc Tpacty3dymad, 64% ca nosyyaBaid npeaxoaHa
AHTPALUMKIMHOBA a[I0OBAHTHA Teparnus, B CpaBHEHHE ¢ 55% B paMOTO Ha AOLIETAKCEN, MPUJIOKEH KaTo

MOHOTEPAIIHA.

TabiuyeH CMChbK HAa HEXEJIAaHUTE PeaKlMK Ha Jouerakcesn 75 mg/m? B koMOMHaUMs ¢ KaneuuTadbuH
[IPH paK Ha rbpaara

CHCTEMO-0praHHH KJ1acoBe MHOro 4ecTH HeXeJaHH YecTH HEXKEJTaHH peaKUHH
no peaKkLHH
'MedDRA
L | = - o —
UHdekunn u nHpecTaumu OpajiHa KaHauao03a (crenex 3/4:
< 1%)
HapyuieHus Ha KpbBTa U HEyTponeHus (crenex 3/4: TpoMOOUMTONEHUs (CTerneH 3/4:
Jum(pHaTa cucrema 1 63%); anemus (creneH 3/4: 3%)
| 10%) |
Hapywenns Ha metabonu3ma u | aHopekcus (creneH 3/4: 1%); nexuaparauus (creneH 3/4:
XpPaHEHETO HaMaJIeH aneTuT 2%);
HapyuieHus Ha HepBHaTa nucreysus (crenel 3/4: < 1%); | 3amalBaHe;
cHCcTEMa napecre3us (crenel 3/4: < 1%) | rmaBobosue (creneH 3/4: <
| 1%);
nepu(epHa HEBponarTus
L e O At T — " i PRI haabtiial]
=== _
HapyuwieHus Ha o4yure yBEJIH4YE€Ha JIaK pUMaL s f
PecnupaTopHH, rpbIHH H ¢apuHronapuHreaisa 6oska nucnHes (creneH 3/4: 1%);
MEeHMACTUHAIIHW HapyLIEHHS (cteneH 3/4: 2%) kauutina (crernes 3/4: < 1%);
enucTakcuc (crenen 3/4: < 1%)
' CToMallHO-4YpeBHU HapyLIeHUs | croMatut (creneH 3/4: 18%); ropHa KopeMHa 0o0Jika;
' nuapus (crenen 3/4: 14%); ' CyXOTa B ycTara
| rageHe (creneH 3/4: 6%); |
nopsluaHe (creneH 3/4: 4%); |

3anek (creneH 3/4: 1%);
KopeMmHa 6oska (creneH 3/4:

| 2%);
| HAucnencus
Hapylenus Ha koxara U CUHIPOM pbKa-Kpak (CTeneH NEpMaTHT;
MOJAKOXHATa ThKaH 3/4: 24%) €epUTEMATO3EH 00pH
anoneums (creneH 3/4: 6%); 3/4: < 1%);

- HAPYLICHHA HAa HOKTHUTC (CTEI'IEH obe3lBeTsABaHE Ha

T FESPRRY S A

R 1 e aamsmancELn s
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2_ HapyiieHus Ha MyCKYJIHO-
' CKeJleTHaTa CUCTEMA U
ChbeMHUTEJIHATA ThKaH

muanrug (cremneH 3/4: 2%);
aprpanrus (creneH 3/4: 1%)

T R T A S Y T P T T S PR F T

e e R T e e T T e

Oonka B KpaliHULMTE (CTEeNneH
3/4: < 1%);

0onka B rep0ba (creneH 3/4:
1%):

f

OO0 HapyweHus: ¥ edeKTH Ha
 MACTOTO Ha MPUIIOKEHHUE

acTeHus (creneH 3/4: 3%);
Tpecka (creneH 3/4: 1%);
yMmopa/cnadocrt (creneH 3/4: |
5%);

nepudepeH oTok (creneH 3/4:
1%);

JieTaprus;
0oJika

s e c—

HU3cnensaHus

f

HaMaJIeHO Tero;
creneH 3/4 noBUIlEeH
ounupyOouH

B KpbBTa (9%)

TabnuyeH CNMCHK HAa HEXEJIAHWTE peakLIMy Ha Joulerakcea 75 mg/m? B KoOMOMHALMA C MPeAHU30H

WY NIPEAHU30JI0H NPU METACTAaTHYEH, PE3UCTEHTEH HAa KacTpallus paK Ha npocrarara

CHCTEMD-OPF&HHH KJ1aCoOB€
no

MedDRA

MHOI0 4YeCTH HeXeJaHH
peaxKlHH

YecTH HeXXeJIaHH Pe€aKlHH

MHdekumnu 1 uHdecraumu

uH¢pekuus (crenen 3/4: 3,3%)

HapylieHusa Ha KpbBTa H
numdHara cucreMa

HeyTporieHus (creneH 3/4:
32%);
aHeMus (creneH 3/4: 4,9%)

TPOMOOLIMTONEHMUA; (CTENEH
3/4:

0,6%);

(peOpuIHa HEYTPOIIEHHS

HapylueHus Ha MMyHHaTa
CUCTEMA

CBPBbX4YYBCTBHUTC/IHOCT (CTEI'IEH
3/4: 0,6%)

Hapyumenus Ha Mmerabonusma u
XPpaHEHETO

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

Hapyuwienus Ha HepBHaTa
CUCTEMA

nepudepHa CEH30pHa
HeBpornarus (creneH 3/4.
1,2%);

aucreysus (cremneH 3/4: 0%)

nepudepHa MOTOpHA
HeBponartus (creneH 3/4: 0%)

Hapyiuenusa Ha ouute

yBeJIMYEHA JTaKpUMaL1s

(creneH
3/4:0,6%)

Cbpae4yHH HapyLIEeHHs

HaMaJIeHa CbpaeYHa
neBoKaMepHa GYHKLMA
(creneH

3/4: 0,3%)

PecnupaTtopHu, rpbaHH U
MEAUACTUHAITHA HapyIEHUA

enucTakcuc (creneH 3/4: 0%);
nucnHes (crereH 3/4: 0,6%);
kauuimua (cremnen 3/4: 0%)

CroMalIHO-4peBHHU
HapyLLIEHUA

raneHe (crerneH 3/4: 2,4%);
nuapus (crenel 3/4: 1,2%);
CTOMaTUT/(QapUHIUT (CTENneH
3/4:0,9%);

noBpsilade (crenex 3/4: 1,2%)

HapyuieHus Ha Koxara u

aJIONeLHs;

ar

ekc(osMaTUBEH QY.
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MOAKOXHATa ThbKaH

HapyLUEHUsS HA HOKTHUTE (HE
TEWKKH)

3/4: 0,3%)

HapyumeHnus Ha MyCKYyHO-
CKEJIeTHAaTa CUcTeMa U
CheJMHUTENIHATA ThKaH

aprpanrus (crenen 3/4: 0,3%);
muanrus (crened 3/4: 0,3%)

OO0y HapyweHUs U eeKTH
Ha
MSICTOTO Ha MPHJIOKEHHE

ymopa (crenen 3/4: 3,9%);
3anbprkaHe Ha TEYHOCTH
(TEXKKO:

0,6%)

TabnuyeH CNUCHK Ha HEXEJJAaHUTE peakLMKM Ha JioleTrakcen 75 mg/m? B KoMOMHAUUA ¢ NpeIHWU30H

WK npeaHu30J10H U ADT nipH IoKanHO aBaHCUPAT WIH METACTaTUYEH XOPMOHOYYBCTBUTEJIEH PAK HA
npocrarara ¢ BUCOK puck (npoyuBane STAMPEDE)

CucreMo-OpraHHM KJjacoBe
no MedDRA

MHOro 4eCTH HeXeJaHH
peaKiHH

YecTH HeXeJIaHH peaKLHH

HapyluieHus Ha KpbBTa U
nuM¢Hara cucreMa

Heyrponenus (G3-4: 12 %)
AHeMuUs

@eOpunHa HeyTponeHus (G3-
4: 15%)

HapyieHus Ha MMyHHaTa
cUcTEMA

CspbxuyBcTBUTENHOCT (G3-4:
1%)

HapylieHus Ha eH10KpUHHATa
cucTema

Tiuaber (G3-4: 1%)

CHCTCMA

HeBponatus (>G3: 2%)a
[ naBoOosMe

Hapylienus Ha metabonusma u AHoOpekcus
XPaHEHETO

[IcuxuyHM HapylIeHus bescbHue (G3: 1%)

HapyuieHus Ha HEpBHaTa [lepudepHa ceH3opHa 3aMassHOCT

Hapymenus Ha ouure

3aMBIrJIEHO 3pEHUE

CbpaedHu HapyLUEeHHUS

Xunoronus (G3: 0%)

PecniupaTopHH, rpbAHH U
MEAUACTHHAIIHU HapYLUEHHUA

IucnHes (G3: 1%)

Kamnuua (G3: 0%)
HMH(pekuus Ha rOpHUTE
auxarenHy npruia (G3: 1%)

®apuHrur (G3: 0%)

CToMalHoO-4YpEeBHH
Hapy LUCHMS

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

["anene (G3: 1%)
Jlucnerncus

KopemHna 6onka (G3: 0%)
MeTteopH3bM

[ToBpbiuane (G3: 1%)

HapyuieHus Ha Kkoxara

Anoneuus (G3: 3%)a

Obpus

MYCKYJIHOCKCJICTHATA CHCTCMaA
H CbCIAUHHUTCIIHATA ThbKadH

MOJAKOXHATa ThKaH Hapywenus Ha HokTHTE (G3:
1%)
HapyumeHnus Ha Muanrus

I
LI




OO HapylweHUs U €PEeKTH
Ha MACTOTO Ha MPUJIOKEHHUE

Jleraprus (G3-4: 2%)

['punonogobHU CUMNTOMH

(G3: 0%)
Actenus (G3: 0%)
3aabpxKaHe Ha TEYHOCTH

[ToBumeHna remneparypa (G3:
1%)
OpanHa kaHaua03a

Xunokanuuemus (G3: 0%)
Xunodpocparemus (G3-4: 1%)

Xunokanuemus (G3: 0%)

* Ot npoyusanero GETUG AFUI1S

TabauyeH CNUCHK Ha HEXETAHUTE PEAKLIMU [1PH Al

[OBaHTHA Tepanus ¢ aouerakcen 75 mg/m? B

KOMOMHALMA ¢ JOKCOPYOULIMH U nukinodochamMua npy NauMEHTKU ¢ pak Ha rbpaara CbC 3acsiraHe Ha

nuMdHuTe BH3IU (TAX 316) 1 6e3 3acaraHe Ha 1uMmpHUTE BB3IH (GEICAM 9805) - cOOpHH AaHHU

(creneH 3/4: <0,1%)

CucremMo-opraHHH MHoOro yecTH YecTH HeXelaHH HeuecTH HeXeJIaHH
KJaacose 1o MedDRA | HexxeJ1aHH peaKuUHH peaKkuHH peaKuHH
Uudexuuu u HHpexuus (creneH
HH(ecTalMH 3/4:
2,4%);
HEYTPONEHUYHA
HHeKkus (cTeneH
3/4:
2,6%)
Hapywienus Ha kpbBTa | aHemus (creneH 3/4:
U TUM¢HaTa CUCTEMaA 3,0%);
HEYTpOIIEHUSA (CTeneH
3/4: 59,2%);
TPOMOOLIUTONEHUA
(cteneH 3/4: 1,6%);
¢hedpunHa
HEYTpPOIEHHS
(creneH 3/4:
HETMTPHJIOKHUMO)
Hapywienus Ha CBPBbXYYBCTBHTEJIHOCT
MMYHHATa CUCTEMA (creneH 3/4: 0,6%)
HapyieHnus Ha gHOpEKCHUs (CTENeH
mMeTaboiu3ma U 3/4:
XpaHEHETO 1,5%)
Hapyienus Ha AUcreysus (crerneH nepugepHa MOTOpPHA CHUHKON (cTeneH 3/4:
HEpBHAaTa CUCTEMA 3/4. HeBponaTus (CTeneH 0%)
0,6%); 3/4: 0%) HEBPOTOKCUYHOCT
nepudepHa CeH30pHa (creneH 3/4: 0%)
HeBponarTus (CTeneH COMHOJIEHTHOCT
3/4:<0,1%) (creneH 3/4: 0%)
HapymeHusa Ha ouuTe | KOHIOHKTHUBHUT (CTENEH | yBeJM4YeHa
3/4:<0,1%) NaKpUMaLus

Chpae4yHH HapyLLIEHUS

apuTMus (crerneH 3/4:
0,2%)

Cba0BHY HapyLIEHUSA

¢nai (crenen 3/4:
0,5%)

XUNOTOHHUA (CTenex
3/4:
0%)
¢nedburt (creneH 3/4:
0%)

numpenem (crenex
3/4.
0%)

PecriupaTtopHu,

I'PbAHH

KawMua (cremneH 3/4:

0%)
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U MCOHACTHHAJIHH

HapyLLIECHHS

CToMalHO-4YpeBHH rajgeHe (creneH 3/4: KOpeMHa Oosika

HapyLIECHUSA 5.0%); (creneH
croMatut (cteneH 3/4: | 3/4: 0,4%)

6.0%):;

NoBpbllaHe (CTeneH
3/4: 4,2%)

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

3anek (creneH 3/4:
0,5%)

HapymeHnus Ha
KOXaTa M MoAKO)XXHaTa
TbKaH

ajmoneums
(nepcucrupaina: < 3
%),

HapyllEeHUs Ha KoXKara
(G3/4: 0,6%)
HapyIllEeHUs Ha
HOKTHUTE

(G3/4: 0,4%)

HapyieHnus Ha
MYCKYJIHO-CKEJIeTHaTa
CUCTEMA U

MHaITUs (cTeneH 3/4:
0,7%);
apTpairus (CreneH

CbEAMHMUTEIHATA 3/4:

ThKaH 0,2%)

Hapyumenus Ha ameHopes (creneH 3/4:
BB3[POU3BOAUTENIHATA | HEMPHIIOKHUMO)

CUCTEMA K I'bpAAaTa

OO01uM HapyLUEHHS U
e eKkTH Ha MACTOTO Ha

acteHus (creneH 3/4:
10,0%);

NMPUJIOKEHHUE nupekcus (crenex 3/4:
HENPUIJIOKUMO);
nepudepeH OTOK
(creneH 3/4:0,2%)
U3cnenBanus yBeJINYaBaHE Ha

TernoTo (creneH 3/4:
0%);
HaMaJisiBaHE Ha

TErJa0TO
(creneH 3/4: 0,2%)

OnucaHue Ha 30paHy HeXeNaHW peakUMM NPY alloBaHTHA Tepanus ¢ JoLeTakces 75 mg/m? B
KOMOMHALMA ¢ JOKCOPYOHUIIMH M uMknodochamMua Npyu NauMEeHTKY C paK Ha rbpaara ChC 3acCAraHe Ha
nuMbHUTEe BB3IU (TAX 316) u 6e3 3acarane Ha 1umdHuTe BB3aH (GEICAM 9805)

Hapywenus na nepsnama cucmema

[Ipu npoyuBaHero TAX316, nepudepHa ceH30pHA HEBPOMNATHA, 3arOoYyHaIa MO0 BpEME Ha repuoaa Ha
JIeYeHHEe U MEepPCUCTUpallla B Nepyoaa Ha npocieasBaHe, € HabmonasaHa npy 84 nauuedtu (11,3%) B
TAC pamoro u 15 nauuentu (2%) BB FAC pamoTto. B kpas Ha nepuoaa Ha npocieasaBaHe (MeauaHa
Ha rnepuoaa Ha npocineasBaHe 8 roguHM), nepuepHa CeH30pHA HEBpPOMATHA, KOATO MPOIAbJIKABa, €
Habmonasana npu 10 nauuenTy (1,3%) B TAC pamoTto u npu 2 nauveHTH (0,3%) BB FAC pamoro.

[1pu npoyuBaneTro GEICAM 9805, nepudepHa ceH30pHA HEBPOMNATH, 3al104YHasa 10 BpeMe Ha nepuojaa
Ha JIEYEHME, € NMEpCUCTUpaia B repuoaa Ha npocaeassane npu 10 nauuentu (1,9%) * '
nauueHtH (0,8%) BbB FAC pamoTo. B kpas Ha nepuoaa Ha npocieasBaHe (MEAUZ g}
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npocnensBaHe 10 roonMHH U 5 Meceua), nepudepHa CEH30pHA HEBpOMNaTHUs, KOATO MPOABIDKaBa, €
HaOmomaBaHa npu 3 nmauueHTH (0,6%) B TAC pamoTto v npu 1 nauuent (0,2%) ssB FAC pamoro.

Cvpoeyru HapyueHus

[TIpu nmpoyuBaHero TAX316, 26 nauueHTn (3,5%) B TAC pamoro u 17 maunentu (2,3%) BB FAC
paMOTO Ca MMaJIM 3aCTOMHA CbhbpliedYHa HEAOCTAaTbYHOCT. BCHUYKH, C U3K/IFOYEHHE HA €AHH MALUEHT OT
BCAKO paMo, ca nuarHoctuumpaHud cb¢ 3CH noseue ot 30 aHM cinea nepuoaa Ha JjeyeHue. /lBama
nauyeHTH ot TAC pamoro M 4 nauuweHtd ot FAC pamoTo ca MOYMHAIM MOpaaM ChplevHa
HE0CTATBYHOCT.

[Tpu npoyuBanero GEICAM 9805, 3 nmauuentu (0,6%) B TAC pamoro u 3 nauueHtH (0,6%) 8o FAC
paMoOTO Ca pa3BHJIM 3aCTOMHA ChpAeYHa HEAOCTATBLYHOCT 0 BpEME Ha nepuoja Ha rnpocnenssaHe. B
Kpas Ha nepuoja Ha npocnensBaHe (AeHCTBUTEIHA MeIMaHa Ha nepuoaa Ha npocieassaHe 10 roquHu
U 5 Mecena), HUTO eauH nauueHT He € uman 3CH B TAC pamoto, 1 nauneHt B TAC pamMoTO € noyrHa
Mopajau AujaTaTUBHA KapauoMuonarus, a nepcucrupama 3CH e Habropasana npu 1 nauuest (0,2%)
BbB FAC pamoTo.

Hapywenus na xooxcama u nOOKOICHAMa MvKaH

[Ipu npoyuBanero TAX316 anoneuus, nepcUCTUpalla rMno BpeMe Ha Nnepuoaa Ha Mpociie/iiBaHe Clell
Kpasi Ha XMMHOTepanuaTa, € HabmonasaHa rnpu 687 ot 744 TAC nauuentH (92,3%) u 645 ot 736 FAC
nauueHTy (87,6%).

B kpas Ha nepuonaa Ha npocieasBaHe (IelCTBUTENIHA MENMAHA — BpEME Ha npociieasaBaHe 8 roanHu),
nepcucTupaiia anoneuus e Habnonasana npu 29 TAC naumenTtu (3,9%) u 16 FAC naunentu (2,2%).

[1pn npoyuBaneTro GEICAM 9805 e HabnroaaBaHa anornewuus, KOsTo € 3aroyHalia rno BpeMe Ha rnepuoja
Ha JIeYEHHE U € MEPCUCTHpAlIa B epUoaa Ha npocieasBaHe (MeaMaHa Ha BpeMeTo Ha npocieasasase 10
rOIMHU U 5 Mecena), KoATo € npoawsmkuia npu 49 nauueHtu (9,2%) B TAC pamoTo ¥ 35 nauueHTH
(6,7%) BbB FAC pamoTo. Ajioneuus, CBbp3aHa ¢ U3MUTBAHOTO JIEKAPCTBO, € 3aloyHaaa MUK ce €
BJIOLLIMJIA MO BpeMe Ha mnepuoja Ha npocnensaBaHe npu 42 nauventu (7,9%) B TAC pamoro u 30
nauveHTH (5,8%) BB FAC pamoTto. B kpas Ha nepuona Ha npocieasBaHe (MeaHaHa Ha nepyoaa Ha
npociensisade 10 ronuHu ¥ 5 Mecela), NepcucTHpalla ajnoneuus € HabmoaaBaHa NMpH 3 MALUEHTH
(0,6%) B TAC pamoTto 1 npu 1 nauueHt BB FAC pamoTo.

Hapywenus na 6b3npouzgooumenHama cucmema u 2epoama

[Ipu npoyuBaneTro TAX316, ameHOopes, 3aro4yHasa o BpeMe Ha Nepuojia Ha JIieYeHHe ¥ nepcucTupalla
B N€pHO/Ia Ha MpocieAsBaHe cel Kpas Ha XUMHUoTepanusaTa € crobiueHa npu 202 ot 744 nauMeHTH B
TAC pamoro (27,2%) u 125 ot 736 naumeHtd BB FAC pamoro (17,0%). AmeHopes, KOSTO
NMpoABKaBa B Kpas Ha MepHoja Ha npociieasBaHe (MeauMaHa Ha rnepyuojia Ha npocieasiBaHe 8 rojJiuHH)
e HaOmonasaHa npu 121 ot 744 naunentu B TAC pamoro (16,3%) u 86 naurentu BB FAC pamoro
(11,7%).

[Tpu npoyuBaneTo GEICAM 9805 e HabntogaBaHa aMeHoOpes, KOSTO € 3aro4yHasa o BpeMe Ha repvoaa
Ha JIEYEHHE U € MepCUCTUpala B NepUoa Ha NpocneasBaHe, € npoab/hkuiaa npy 18 nauuentu (3,4%) B
TAC pamoTo u 5 nauuentu (1,0%) ssB FAC paMmoTo. B kpas Ha nepuoja Ha npociieasBaHe (MeaUaHa
Ha rnepuoja Ha npocinenssaHe 10 roauHu M 5 Mecela), mepcucTUpalla ajioneuus € HabaroaasaHa 1npH 7
nauneHTH (1,3%) B TAC pamoTto 1 npu 4 nauuenrt (0,8%) ssB FAC pamoTo.

Obwyu HapywieHus u ehekmu Ha MACMOMO HA NPUNOICEHUE
[Ipu npoyuBanero TAX316, nepudepeH OTOK, 3amo4yHas O BPEME Ha IepUojJa Ha JIEYEHHE H
MepCUCTHpalll B IEpUHOAa Ha NMpociensaBaHe cliell Kpas Ha XMMUOTepanuaTa, € HabmonasaH npu 119 or
744 naupentu B TAC pamoto (16,0%) u 23 ot 736 nauuentu BB FAC pamoTto (3,1%). B kpas Ha
nepuoga Ha npocieasBaHe (JeHCTBUTENIHA MeJMaHa Ha MepHoAa Ha mnpocieasBaHe 8 TrOAMHH),
nepcucrupail nepudepeH orok e HabmoaasaH npu 19 nauuent B TAC pamoto (2,6%) ¥ 4 nauueHTH
ot FAC pamoto (0,5%).

[Ipu npoyuBanero TAX316, numdenem, 3anoyHan no BpeMe Ha nepuoja Ha JieHeHHe
B NepHOAa Ha MpOCJeasBaHe Clie[l Kpas Ha XMMHOTEpanusATa, € cboOIleH npu 11 oy




TAC pamoto (1,5%) u 1 or 736 nauuwentu BbB FAC pamoro (0,1%). B kpas Ha nepuoaa Ha
npocieasBaHe (ACHCTBUTENIHA MEAMaHa Ha MepuoJa Ha npocneasBaHe 8 rOAMHU), NMEPCUCTHpALL
nuMm@eneM e HabnmroaasaH npu 6 nauueHT B TAC pamoto (0,8%) u 1 nauuent BB FAC pamoro (0,1%).
[Ipu npoyuBanero TAX3 16, acTeHus, 3arno4yHasia nNo BpeMe Ha Nepvoia Ha JIEYHEHHUE U NEPCUCTHpAlLa B
nepuoaa Ha NMpoCieasiBaHe Cliell Kpasd Ha XMMHOTEpanusaTa, ce cboouana rnpu 236 ot 744 nauMeHTH B
TAC pamoto (31,7%) u 180 or 736 nmauuentu BB FAC pamoro (24,5%). B kpas Ha nepuona Ha
npocneasBaHe (IEHCTBUTEIHA MeAMaHa Ha Mnepvoda Ha MnpociensBaHe 8 roguHH), MepcucTvpaila
acTeHus € HaOuroaaBaHa npu 29 nauuentd B TAC pamoro (3,9%) u 16 naunentu BB FAC pamoTto
(2,2%).

[Ipu npoyuBanetro GEICAM 9805, nepudepeH oTok, 3aro4yHaj 1o BpeMe Ha Mepuoa Ha JICYEHHUE, €
nepcucTUpa B nepuona Ha npocneaasase rnpu 4 nauueHty (0,8%) B TAC pamoto u 2 nauueHTH (0,4%)
BbB FAC paMoTo. B kpas Ha nepuona Ha npocneasBaHe (MeauaHa Ha nepuona Ha npocienssaHe 10
rooMHU U 5 meceua), Huto eauH nauueHTt (0%) B TAC pamoTro HEe € WMan nepudepeH OTOK, a
nepcucTupail nepudepeH orok € Habmonasad npy 1 nauueHr (0,2%) B FAC pamoro.

JInmpeneMm, 3anoyHan no BpeMe Ha repvoa Ha JieHeHUe, € MepCUCTUpall B MepHoia Ha Npoc/ieasiBaHe
npu 5 naureHTH (0,9%) B TAC pamoTto M 2 naumenTtH (0,4%) BB FAC pamoTto. B kpas Ha nepuoaa Ha
npocieasiBaHe, nepcucrupail 1umegenem € HabmonasaH npv 4 nauueHtu (0,8%) B TAC pamoto M |
nauueHT (0,2%) 8B FAC pamorTo.

AcCTeHMs, KOSITO € 3aloyHajga Mo BpeMe Ha MEepUHoda Ha JICYEHHUE U € MEepCUCTUpala B Nepuoaa Ha
pocneasBaHe, € npoab/nkuia npu 12 nauuentu (2,3%) B TAC pamoTto 4 4 nauneHTH (0,8%) BbB FAC
paMoTO. B Kpasi Ha neproaa Ha NPOCieAsiBaHe, NEPCUCTUpAllla aCTEHUA € HabIro1aBaHa Npy 2 NauMUeEHTH
(0,4%) B TAC pamoro u npu 2 nauueHtH (0,4%) BB FAC pamorTo.

Ocmpa nesxkemusi/muenooucniacmuyer CuHOpPoOM

Cnen 10 ronunu npocneassaHe npu npoyusaHero TAX316, octpa neBkeMus € cbo01eHa npu 3 ot 744
TAC nauuentu (0,4%) u npu 1 ot 736 FAC naumenTtu (0,1%). Ennn TAC naument (0,1%) u 1 FAC
nauueHt (0,1%) ca mouynHanu nopaau OCTpa MHENOMOHA JIEBKEMHA [0 BpeMe Ha Mnepuoaa Ha
npocieasiBaHe (MeauaHa Ha nepudoaa Ha npocieasBaHe 8 roauMHu). MuenoaucniIacTHYeH CHHAPOM €
cboOLueH npu 2 ot 744 TAC naumneHTH (0,3%) v npu 1 or 736 FAC nauuenTu (0,1%).

Cnen 10-rogvmeH nepuoa Ha npocneasBaHe B npoyuBaHeto GEICAM 9805, ocrpa neBkemus e
HacTbnuaa npu eauH ot 532 (0,2%) ot nauuenture B TAC pamorto. He ca choOuieHu cinyyau npu
nauMeHTd BB FAC pamoro. B HUTO enHa oT rpynute He ca JWAarHOCTHLIMPAHHU TMalMEHTH C

MHCIIOAUCIITIACTHYCH CHHIPOM.

Heymponenuunu ycnoxcuenus

Tabnuuara no-go01y nokassa, 4e 4eCToTara Ha HeyTponeHus, GpeOpuiiHa HEYTPONEHHUS U
HEYTPONEHWYHA HH(EKLMA OT 4-Ta CTENEH € Hamasajia NMpU NalueHTH, KOUTO ca MOJY4YHJIM MbpBUYHA
npodunaktuka ¢ G-CSF, cnen karo T4 € craHana 3aabmkurenHa 3a TAC paMOTO B HM3MUTBAHETO

GEICAM.

HeyTponeHUYHHU YCI0KHEHUS NPHU nauueHTH, nonydanamu TAC ¢ uau 6e3 mbpBHYHA
npodunaktuka ¢ G-CSF (GEICAM 9 805)

be3 nopBuuHa G-CSF C nbpBuuHa G-CSF
NpoPHIAKTHKA NpoPHIAKTHKA
(n=111) (n =421)
n (%) n (%)

HEeyTponeHus (creneH 4) 104 (93,7) 135 (32,1)
(peOpuiiHa HEYTPONEHUs 28 (25,2) 23 (3,5)
HEYTPOINEHUYHA HHPEKLIUS 14 (12,6) 21 (5,0)
HEYTPONEeHHWYHA HHPEKLIUA 2(1,8) 5(1,2)
(creneH 3-4)




TabnuyeH CUCHK Ha HEXEIAHUTE PEaKLMK HA AoLeTaKces 75 mg/m? B KOMOMHAUMA C LMCIUIAaTUH H

S-¢payopoypali Npyd CTOMAIEH aJIeHOKapLIMHOM

CHCTEMO-HPI’H HHH KJIACOBE€
no

MedDRA

MHOro 4ecTH HeXXeJIaHH
peaKIHH

YecTH HeKeJIAHH peaKLHH

Mudekunn n undecraumuu

HEYTPONEHUYHA HHPEKLIUS;
nHpexums (crenen 3/4: 11,7%)

HapyimeHnust Ha KpbBTa H
nuMmdHara cucrema

aHemus (creneH 3/4: 20,9%);
HeyTponeHus (creneH 3/4:
83,2%);

TPOMOOLIUTONEHHUA (CTEMNEH
3/4:

8,8%);

¢eOpusiHa HEYTPOIEHHUS

HapylueHua Ha UMyHHATa
CUCTEMA

CBPBbX4YYBCTBUTEJIHOCT (CTEMNEH
3/4:1,7%)

Hapymenus Ha Metabonusma u
XpaHEHETO

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

HapylieHus Ha HepBHaTa
chcTeMa

nepudepHa CEH30pHa
HeBpomnarus (crerneH 3/4:
8,7%)

3amariBaHe (creneH 3/4: 2,3%);
nepudepHa MOTOPHA
HeBponaTus (creneH 3/4:
1,3%)

HapymeHus Ha oyure

yBEJIHYEHA JlJaKpUMaLys
(creneH

3/4: 0%)

HapyueHus Ha yxoTo U
NadMpHHTA

HapyLIEHHUs Ha cliyxa (cTeneH
3/4: 0%)

C'LPII,E‘! HH HAPYUICHHUA

apuTMmus (crened 3/4: 1,0

CroMallHO-4YpEBHH
Hapy LIE€HUs

nuapus (crenel 3/4: 19,7%);
rageHe (creneH 3/4: 16%);
cromartur (creneH 3/4: 23,7%);

noBpbUIaHe (creneH 3/4:
14,3%)

3anek (creneH 3/4: 1,0%);
CTOMallHO-4YpeBHa Oonka
(creneH 3/4: 1,0%);
e3odarut/aucdarua/0oska npu
nperjabliaHe (crenex 3/4:
0,7%)

HapyuieHus Ha koxara u
NOAKOXHATa ThKaH

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

00pHB cbe chpOex (cTenex
3/4:

0,7%);

HapylLUEHUA Ha HOKTHUTE
(creneH

3/4:0,7%);

ekconuaumsa Ha KoXxara
(creneH 3/4: 0%)

OOwmu HapywieHHUs U €deKTH
Ha
MSICTOTO Ha IMPHUJI0KEHHNE

neraprus (creneH 3/4: 19,0%);
Tpecka (creneH 3/4: 2,3%);
3abPKAHE HA TEYHOCTH
(TeXKO/HKMBOTO3ACTpalllaBaLLO:

1%)

Onucanue Ha W30paHy HEXENaHU peaKkLMK Ha JoueTakcen 75 mg/m? B KoMOMHALMA C UACTUIATUH U S-

dbJyopoypalwi npy CTOMAIIEH aIeHOKAPLIMHOM

Hapywenus na kpvéma u numgpnama cucmema

®eOpuiHA HEYTPOINEHUS U HEYTPONEHWYHA UH(EeKLUs Bb3HUKBAT CHOTBETHO NpH 17,




npu 19,3% ot nauuenture (10,7% ot uukiaute). PeOpuiiHa HEYTPOTNIEHUS U HEYTPONEHUYHA HHPEKLIUS
Bb3HUKBAT CBOTBETHO npu 12,1% u 3,4% OT nauueHTuTe, KOraro MnalMeHTUTE Ca MNOJIYyYHIIH
npodunaktuyHo G-CSF, npu 15,6% u 12,9% ot nauvenTute 6e3 npodunakruyeH G-CSF (Bxk. Touka
4.2).

TabauuyeH CIUCHK Ha HEXEJIAHWTE peakliMy Ha Jolerakcen 75 mg/m? B KOMOMHALMS C UMCIUIATHH U
S5-ayopoypauua npy pak Ha rjaaBa U 1IUs

- MHaykunoHHa XuMUoTEpanus nocneasaHa ot abuerepanus (TAX 323)

CHcTeMO-OpraHHH
Kjaacose no MedDR

MHoOro 4ectH
HeXeJIAHH PeaKlHH

YecTH HEXeJIAHH
peaKkiHH

HeyecTH HeEXeJIAHH
pPeaKUHH

Uupekunu 1

HH(pEeKUHA (CTeneH

MH(pecTauuu 3/4:

6.3%);

HEYTPOINEHHUYHa

HHpEKLHA
Heonna3zmu- pakoBa 0oJika (cTeneH
N00pOKa4YECTBEHH, 3/4: 0,6%)

3JIOKAY€CTBEHH H
HeomnpeaeaeH| (BKIIL.
KHCTH M TTOJIUITH)

HapyuieHus Ha KpbBTa | HeyTponeHus (creneH | ¢gebpunHa
u tumHara cucrema | 3/4: 76,3%); HEYTPONEHUS
aHeMmus (crerneH 3/4:
9,2%);
TPOMOOLUTONEHHUSA
(creneH 3/4: 5,2%)
HapylwueHus Ha CBPBXYYBCTBUTEIHOCT
MMYHHATa cucTemMa (HE Texka)
HapyuieHus Ha aHOPEKCHA (CTerneH
meTabosu3Ma 3/4:
XPaHEHETO 0,6%)
HapylueHus Ha AUCrey3us/mapocMus; | 3aMaiBaHe
HEepBHATa CUCTEMA nepudepHa ceH3opHa
HeBponaTus (CTeneH
3/4:0,6%)
HapylueHus Ha ouuTe yBEJIMYCHA
NIaKpUMaLu;
KOHIOHKTHBHUT

HapyuieHnus Ha yxoro
H
nabupvHTa

HapyLICHHA HA CJ1yXad

CbpaeUyHHU HApYILLUEHUS

MHOKapaHa UCXEMUS
(creneH 3/4: 1,7%)

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

Cba0BH HapyLIE€HUS

BEHO3HO HapyllIEHHE
(creneH 3/4: 0,6%)

CroMaluHO-4YpeBHH
HapyLUeHHUs

raneHe (creneH 3/4:
0,6%);

croMatut (creneH 3/4:

4,0%);

nuapus (creneH 3/4:
2,9%);

MoBpbLLAHE (CTENneH
3/4:0,6%)

3arekK;
e3odarut/aucdarus/
0oJIKa npH
NpEeriblIaHe
(crenen 3/4: 0,6%);
kopeMHa 0oska;
NHUCIENCHA;
CTOMAIIHO-YPEBHA
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XeMoparus
(crenel 3/4: 0,6%)

Hapyluienus Ha
KOXara
M MOJAKO)XHAaTa ThKaH

anoneuus (creneH 3/4:

10,9%)

0OpHUB CbC ChpPOEK:;
cyxa Koxa;
ekcosmalus Ha
Koxkara (creneH 3/4:
0,6%)

Hapymenusa Ha
MYCKYJIHO-CK€JIETHaTa
CUCTEMA H
CbEAUHUTEIIHATA
ThKaH

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

OO1M HapyLIEHUS U
e(eKTH Ha MACTOTO Ha

neraprus (crenel 3/4:

3,4%);

[MPUITOKEHHE Tpecka (creneH 3/4:
0,6%);
3abp>KaHe Ha
TE€YHOCTH;
OTOK
H3cnenBaHus MOBHUILEHO TETJIO

MunykumMoHHa XMMHOTEpanusa nocjeaBaHa ot xumuosbyerepanus (TAX 324)

CHcTeMO-OpraHHM

MHOro 4ecTH

YecTH HEXKeEJaHH

HeuyecTH HEXeNIaHH

KaacoBe no MedDRA | HexenaHH peaKuHH peaKLHH peaKkuuH
UHbekumnu U HH(peKLUs (cTeneH HEeYTPOINEHHUYHA
HHecTauum 3/4. HHpEK LS

6,3%)
Heonnazmu- pakoBa 0oJika (creneH
N00pPOKaYECTBEHH, 3/4:1,2%)

3JI0KA4YE€CTBEHHU H
HeonpeaeneHu (BKJI.
KMCTH Y MOJIUITH)

HapymeHus Ha KpbBTa
1 TuM(HaTa cucreMa

HEYTpOMNneHus (CTeneH
3/4: 83,5%);

aHeMus (creneH 3/4:
12,4%);

TPOMOOLIMTOTNEHUS
(creneH 3/4: 4,0%);
hebpunHa
HEeYTpONeEHHUs
HapyumeHus Ha CBPBbX4YYBCTBHUTEIHOCT
HMMYHHaTa CHCTEMa
HapymeHnus Ha aHOpEeKcHs (cTerneH
MeTabosin3Ma u 3/4:
XpaHEHETO 12,0%)
HapyumeHus Ha JIUCrey3us/ napocMus 3aMaifBaHe (CTeneH
HEpBHaTa CUCTEMa (creneH 3/4: 0,4%); 3/4:
nepudepHa ceHzopHa | 2,0%);
HEeBpoOnaTus (CTenex nepudepHa MOTOPHA
3/4: 1,2%) HeBponaTus (CTeneH
3/4:0,4%)
HapyiueHus Ha ouMTe yBeJIMYE€Ha KOHKOHKTHUB
JTaKpUMaLHs
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H&pyM€Hﬁﬂ Ha YXOTO HAPYUICHHA Ha Cl1yXa

W 1abMpUHTa (crenen 3/4: 1,2%)
CbpaeyHU HApYLUEHUS apuTMuA (cTeneH 3/4: | MUOKapAHAa HCXEMMUS
2,0%)
Cb10BH HapyllEHHUS BEHO3HO HapyIleHHe
CToMalHO-4pEBHH raaeHe (creneH 3/4: aUcrencus (Crenex
HapyLLIEHHUA 13,9%); 3/4:
croMaTuT (creneH 3/4: | 0,8%);
20,7%); CTOMAIIHO-4YpPEBHA
MOBpBLIAHE (CTEINEH bonka (creneH 3/4:
3/4: 8,4%), 1,2%);
nuapus (creneH 3/4: CTOMAIIIHO-YPEeBHA
6,8%); XeMoparus

e3odarut/aucharus/6o | (crenen 3/4: 0,4%)
JIKa MPH NpenibLIaHe
(creneH 3/4: 12,0%);
3anek (creneH 3/4:

0,4%);
HapyuieHus Ha asoneuus (creneH 3/4: | cyxa KoOxa,
KOXara 4,0%); JNeCKBamalus

M MOAKOXHATa TbkaH | 0OpMB CbC ChpOEK

HapyuieHus Ha mMuanrus (crenex 3/4.
MYCKYJIHO-CKeJleTHaTa 0,4%)

CUCTEMA U

ChbE€AMHUTEIHATA

ThKaH

OO1M HapyLIEHHUs H neraprus (creneH 3/4:
edexkTH Ha mAcToTo Ha | 4,0%);

[IPUJIOIKEHUE Tpecka (crerneH 3/4:
3,6%);

3aIbp)KaHE Ha
TEYHOCTH

(creneH 3/4: 1,2%);
oTOK (cTerneH 3/4:
1,2%)

HU3cnenBaHus HaMaJI€HO TErjo MOBUILIEHO TETJIO

[IOCTMapKETHHIOB OMUAT

Heonnaszmu — dobpokavecmaenu, 3nokayecmeeHu U HeonpeoeneHu (8Ka. Kucmu u ROJIunu)

Cno0O111aBa ce 3a BTOPUYHA M0SBA HA MbPBUYHH 3JI0KA4Ye€CTBEHHU 3a601sBaHKsA (C HEU3BECTHA UECTOTa),
BKJTIOYMTETHO HEXO/DKKHHOB JTUM(OM, BbB Bpb3Ka C JOLIETAaKCeN, MpuiaraH B KOMOMHALUA C ApYTH
NMPOTUBOPAKOBH JICYEHHSA, 3@ KOMTO € M3BECTHO, Y€ Ca CBbpP3aHH C BTOpPHYHA MOsABA Ha IbPBUYHH
3JIOKa4ecTBeHH 3abonaBaHus. HMma cpoOmaBaHus 3a OCTpa MHUEIOHMAHA JIEBKEMHA H
MUETOJUCIIIIACTHYEH CHHAPOM (C HEUM3BECTHA YECTOTa) B OCHOBHUTE KJIMHWYHHM U3MUTBAHUA IPH paK
Ha mieyHara kies3a ¢ TAC cxemara.

Hapywenus na kpvema u numgrnama cucmema

Cwo0O1maBaHd ca clly4ad Ha NOATHUCKAHE HA KOCTHMA MO3BbK M JIpYrd XEMaToJOrd4HH HEKeJlaHH
peakunuu. Mma chob1enns 3a nuceMuHUpaHa HHTpaBaszaiHa koarynauus (/IUK), yecTto cBbp3aHa CbC
CEMNCUC WK MYJITHOPraHHa HEJOCTAaTbYHOCT.

Hapywenua Ha umynnama cucmema
Cb0oOl1LEeHH ca HAKOJIKO Cliyyas Ha aHadMUIaKTUYEH 110K, MOHAKOra 3aBbpLunl (aTtajiH
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CpboOl1aBa ce 3a peakLdd Ha CBPbX4YYBCTBUTEIHOCT (YecToTaTa HE € U3BECTHA) KbM JOLIETaKCEN MpH
MaLMEHTH, KOUTO MPEaH TOBa Ca UMAJIH PEaKLMH Ha CBPbXUYYBCTBUTEIIHOCT KbM MAKJIUTAKCEN.

Hapywenusa na Hepgnama cucmema
Penku ciydau Ha KOHBYJICHM MJIM NPEXOaHa 3aryda Ha Cb3HaHME ca HabJroaaBaHu MPU NPUIIOKEHUE Ha
pouerakcen. Te3n peakuMH MOHAKOra ce nosABABaT M0 BpeMe Ha UH(Yy3UsiTa Ha JIEKAPCTBEHHUS MTPOAYKT.

Hapywenus na ouume

CpobuaBa ce 3a MHOrO peiKH Clly4ad Ha MPEXOAHM 3PHUTENHHM HapylleHus (oToncus, CKOTOMH),
00MuYaiHO BB3HUKBALLM MO BpeMe Ha HH(PY3HMS Ha JIEKApPCTBEHMA NPOAYKT U CBbP3aHH C pEakUHMH Ha
CBPBbX4YYBCTBUTEJIHOCT. Te ca oOparuMu cnen npekparaBaHe Ha MHQY3usaTa. Paako ca cbobuiaBaHu
Cly4yad Ha JaKkpumalusa ¢ Wik 0e3 KOHIOHKTUBUT, KAKTO U Clly4au Ha OOCTPYKLIMA Ha CIB3HMUA KaHal,
KOE€TO BOAM A0 NMPEKOMEPHO ChiideHe. UMa noknaaBaHM ciydyau Ha KMCToMaeH MakyJieH egem (KME)
[P NMalMEHTH, JIEKYBAHH C JIOLIETAKCEl.

Hapywenus na yxomo u nabupunma
CbobuiaBaHu ca peaku Ciydad Ha OTOTOKCUYHOCT, HApyLIEeHUs Ha cilyXxa /WM 3aryba Ha ciyxa.

CvpoeuHu HapyuieHus

CboOm@aBaHu ca peik1 ciiy4ad Ha MUMOKapAeH HH(PapKT.

HMMa cpoOuieHus 3a kaMepHa apUTMHS, BKIIIOYMTETHO KaMepHa TaXxMKapaus (C HEM3BECTHA YECTOTA),
MOHAKOra C JIETAJIEH U3XOM MPH NALMEHTH, JIEKYBaHU C AOLIETAKCENl B KOMOMHMPAHHU CXEMH,
BKJIIOYBAIIK JOKCOPYOHULIMH, S-(Pyopoypalui W/uiKu uukinogochamua.

Cv006u Hapyuerust
Cbo01aBaHM ca pellku ciy4yau Ha BEHO3eH TpoMO0eMOOIH3BM.

Pecnupamopnu, epvOHU U MEOUACMUHANIHU HAPYULeHUSA

Paako ce cboOliaBarT OCTBp peCrUpaTOpeH IUCTPEC CHHIAPOM M CIydyad Ha HMHTEPCTUUMATHA
[MHEBMOHHUsI/TTHEBMOTUT, WUHTECTMHaJIHA OenoapobHa Oonecr, OenoapobHa ¢uOpo3a M auxaresiHa
HEAOCTAaThYHOCT, KOMTO MOXE [1a ca CBbp3aHHU C ¢araneH uszxoia. CpoOLIaBar ce peakH ciydyad Ha
paJHallHOHEH MHEBMOHMT IMPH MALIMEHTH, MOJy4YaBallli ChITBTCTBALLIA JIbYETEPaAIHs.

CmomawHo-4ypesHu HapyuieHus

CboOlIEHH ca peakd cliyyad Ha EHTEePOKOJIMT, BKJIFOYHMTEIHO KOJIUT, MCXEMHYE€H KOJHUT H
HEYTPONEHHUYEH EHTEPOKOIUT C Bb3MOXEH JIETaJIEH U3X0J1 (C HEM3BECTHA YECTOTA).

Cbo0lieHn ca peakM cilyyad Ha AeXuApaTraluds KaTo MOCieNHlia OTCTOMAIIHO-YPEBHH ChOUTHS,
BKJIFOYHUTEIIHO EHTEPOKOJIUT U CTOMALLIHO-YpeBHaA nepdopauus.

Cbob1uaBa ce 3a pekM Clly4yau Ha Wieyc U YpeBHa 0OCTpYKLIHA.

XenamoburuapHu HapyuieHus
CboO1aBany ca MHOIrO peiKHu Cllyuyau Ha XenaTHT, NMOoHsKora ¢artaniHd, NpeIMMHO NMPH MAalMEHTH C

MoJUIeXkally YepHOAPOOHH HapyLIEHUA.

Hapywenus na koxcama u nookoxcHama mvKaH

Ciy4au Ha KOXEH JIYIyC €epUTEMATO3YyC,0yJI03HH €pYNLMH KaTo epuTemMa MyJITU(OPME U TEXKKH KOXHH
HEXEJIAHU peakLMU KaTto CUHAPOM Ha Stevens-Johnson, TokcuuyHa enuaepmanHa HekpoJsiusa (TEN) u
OCTpa reHepaiu3vdpaHa ek3anremaro3Ha nycryno3a (AGEP) ca cboOuaBanu npu aouerakcen. [Ipu
JIOLIETAKCeNl ca ChOOLAaBaHU MOAOOHM Ha CKJepoaepMa INMPOMEHH, OOMKHOBEHO MPEAXOXKIAHH OT
nepupepeH numpenem. Mma crobieHus 3a ciyyad Ha TpaiHa anonelus (C HEW3BECTHA YECTOTa).

Hapywenus na 6vbpeyume u nuxoynume nemuua
Uma cboOieHus 3a 6b06peuna Hepoctarb4HOCT. [Tpu okono 20% OT Te3u ciydyan HEe € HMaJI0 PURKOBH
¢akTopu 3a ocrpa ObOpeyHa HEOOCTATBYHOCT KAaTO €QHOBpEeMEeHHa ynoTrpeda Ha HEHSP \Iﬁﬁﬁ‘ﬁ[
JIEKApCTBEHH MPOAYKTH U CTOMAILLIHO-YPEBHHU HapPYILIECHMS. QS“'
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Obwyu HapyweHus u eghekmu Ha MACMOMO HA NPUNONCCHUE

B penku cnydau ce cpo01iaBa 3a PEHOMEH Ha paaualMOHHATA raMer.

KbCHa peakuus Ha MACTOTO Ha MHXKEKTHUpaHE (pELMIMB Ha KOXXHA peakuusd B MACTO HA IMpeaUlIHa
€KCTpaBa3alMs Clel MPUJIOKEHHUE HA JOLIETAKCENT HAa pa3IMYHO MACTO) € Ha0/Il0JaBaHO Ha MACTOTO Ha
NpeaMilHa eKCTpaBa3alus (C HEM3BECTHA YECTOTa). 3aAbPXKAHETO HAa TEYHOCTH He € OWJI0 ChbIBbTCTBAHO
OT OCTPH €MU304M HAa OJIUTypUs MU XUNoToHUA. Cro0OlUaBaHu ca peaKH Cllydyad Ha Aexuaparauus U
benonpoOeH OTOK.

Hapywenus na memaboausma u xpaveHemo

Cpo0lLUEeHH ca ciiyyan Ha eJIEKTPOIUTEH aucbananc. MMa choOlLueHue 3a ciiyyad Ha XUIMIOHATPpUEMMA,
rJ1aBHO CBbp3aHa C JeXuaparalus, NMOBpblllaHe W NHeBMOHMA. HabnronaBaHu ca XUIOKaIMEMUs,
XUIIOMArHe3eMHus W XHUMNOKAIUMEMHUSA, OOMKHOBEHO CBBP3aHH CbC CTOMALUIHO-YPEBHH HApYIUEHHUS H
ocobeHo ¢ auapusa. CpoOliaBa ce 3a CHHAPOM Ha TYMOPEH pa3nai, ¢ Bb3MOXEH JIeTalleH u3xon (c
HEU3BECTHA YECTOTA).

Hapywenus Ha MyckyiHo-cKenemuama cucmema
CpoO11aBa ce 3a MHO3MUT MPH J0LETaKcen (C HEU3BECTHA YECTOTA).

CoobliaBaHe Ha M0J103UPaHU HEXEJIAaHU PeaKLIu

Cpob1aBaHeTo Ha NOAO3UPAHH HEXEJTAHU PEaKLMH CJie]l pa3pellaBaHe 3a ynorpeda Ha J1€KapCTBEHHS
[IPOAYKT € BaxXHO. T0Ba Mo3BOJIABA Aa NPOABLIKHA HAOJHOJAEHHUETO HAa ChOTHOLUEHUETO MOJI3a/pUCK 3a
JIEKapCTBEHUA NPOAYKT. OT MEAMLIMHCKHUTE CNELMATMCTH CE€ M3MCKBA J1a ChOO1IABaT BCAKa NMOA03UpaHa
He)XKeJlaHa peaklus Ypes:

HM3nmbnHUTENHA areHuMs no aekapcraara

yi. ,,JlamsaH ['pyeB” Ne 8

1303 Codus

Ten.: +35 928903417

yeocait: www.bda.bg

4.9 [lpeno3zupane

HMMma HAKONIKO cboOLIeHHs 3a npeao3upaHe. He € u3BeCTeH aHTHAOT 3a NMpeno3upaHe ¢ AOLETaKCe.

B cnywait Ha npeno3upaHe, nauueHTHT TpAOBa na Obae 3aabpkaH B CNELMAIM3MPAHO 3BEHO M
XU3HEHUTE My QYHKUMH Oa ObJaT nona HenocpeacTBeHo HaOmoneHue. [1pu cnyyan Ha npeno3upaHe
MOXKE /1a C€ O4akBa ek3alepbailus Ha HexelaHuTe CbOWuTHsA. OuyakBaHUTE ITABHU YCNOXKHEHUS OT
[MPedO3UPAHETO CE ChCTOAT B MOTUCKAHE HA KOCTHUA MO3BK, NepH(epHa HEBPOTOKCUYHOCT U MYKO3UT
BB3MOXXHO Hai-Obp30 crnen OTKpMBAHE Ha NMpeno3vWpaHeTo, naiueHTsT TpsabBa aa nonyuu G-CSF B
TepaneBTHYHH 103H4. [Ipu HeobxoaumocT TpsAOBa aa ce npeanpuemMar ApPYrd MOAXOIAIIH
CUMIITOMaTH4YHH MEPKH.

5. ®APMAKOJIOTHYHU CBOUCTBA

S.1 PapMakKoAHHAMHYHH CBOHCTBA
®apMakoTepaneBTU4YHa rpyna: AHTHHEOIJIACTHYHH cpeacTBa, TakcaHu, ATC kon: LO1CDO02.

MexaHu3bM Ha OeiCTBHE
JloLieTakcen € aHTHHEOIUIaCTUYHO CPEACTBO, KOETO JAeiCTBa Ype3 CTUMYJIMPAHE HAa M3rpaXJaHeTo Ha
CTaOMJIHK MHUKPOTYOY/M OT TyOy/lMHA U MHXMOHMpA TAXHOTO pa3nanaHe, KOETO BOAM 0 MOAYEPTAHO
HamaisBaHe Ha cBOOOAHMA TYOYnHH. CBbP3BAHETO HA AOLIETAKCEJl C MUKPOTYOYJIMTE HE MPOMEHs Opos
Ha NMPOTO(UIaMEHTHTE.
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In vitro € 10Ka3aHO, Y€ OOLETAKCeNl pa3pyllaBa MHUKpOTYOynHara Mpexa Ha KJIETKHUTE, KOATO € OT
OCHOBHO 3Ha4Y€HHE 3a ’KU3HEHUTE MUTOTHYHH U HHTep(a3HH KIETbYHU PYHKLHUH.

@apMakOJIMHAMUYHHU €DEKTH

Y cTaHOBEHO €, Y€ J0LETAKCEN € LUTOTOKCHYEH in Vitro CipsiMO pa3IMYHH MHULLM U YOBELUKH TYMOPHH
KJI€ThbYHHU JIMHUHU U CIIPAMO NMPACHO €KCLIM3UPAHH YOBELIKH TYMOPHH KJIETKH 10 BPEME Ha KJIOHOT€HHH
u3caenBaHusa. Jlouerakcen AOCTUra BUCOKH BBTPEKJIETbYHM KOHUEHTPAUMM C IBJIBI TNEpHOL Ha
3aabpkaHe. OCBEH TOBa, € YCTAHOBEHO, Y€ JIOLETAKCe/l € aKTMBEH MPU HAKOU, HO HE MPU BCHUYKH
KIEeTbYHH JIMHWHM, CBpPBXEKCIIpECcUpall p-rIMKONPOTEHH, KOWTO € KOJAWpaH OT TIeHa 3a
MYJITUMEIMKAMEHTO3Ha PE3UCTEHTHOCT. [n vivo 10LETaKCell HE 3aBHCH OT CXEMaTa M NpUTeKaBa LIHPOK
CIIEKTbP EKCMEepUMEHTAIHA AHTUTYMOpPHA AaKTUBHOCT CHPSIMO HalpeaHAJIM MHUIIM M YOBELIKH
WUMILIAHTALMOHHHU TYMODH.

KnnHn4yHa eMKaCHOCT M 0€30MacHOCT

Pak na 2vepoama

Loyemaxcen 6 kombunayus ¢ 0okcopybuyun u yuxknogocghamuo: adioeanmua mepanus

[TaumenTH ¢ onepabuiieH pak Ha rbpaara cbC 3acsraHe Ha JumduuTe Bb3aM (TAX 316)/laHHUTE OT
MHOTOLIEHTPOBOTO, OTKPUTO, PAaHAOMHM3MPAHO M3MMTBAHE MOAKpPENAT ynorpedara Ha OOLIETAKCEN 3a
aJlOBaHTHO JIeYEHHUE HA MALMEHTKHU C onepabuieH, CbC 3acAraHe Ha TMM(HUTE Bb3IIM, paK Ha rbpaaTa
u KPS > 80%, Ha BB3pact Mexay 18 m 70 roaunu. Cnen crparudukaums crnopen Opos Ha
MOJIOXKUTENHUTE NUMPHHA BB3nU (1-3, 4+), 149] nauueHTKH ca paHAOMHU3UPAHHU Aa MOJiy4yaBaT MIIH
nouerakcen 75 mg/m? npunaran | yac cien nokcopy6uumt 50 mg/m? u muknodpocdhamun 500 mg/m’
(pamo Ha TAC), wiu pokcopybuumn S50 mg/m? nocnemBan ot duyopoypaumn 500 mg/m® w
nuknodocdamun 500 mg/m* (pamo Ha FAC). U nBeTe cXeMHM ca npuiaraHd BEIHBXK HAa BCEKH 3
CEeIMHUILIM B NPOaAbIKEHUE Ha 6 1MKbiIa. Jlouerakcen e npunaraH noa ¢gpopmMara Ha eIHO4YacoBa HHPY3us,
BCHYKM OCTAaHAJIM JIEKAPCTBEHW MPOAYKTH ca MpuiaraHu noja ¢opmara Ha MHTpaBEeHO3eH Oonyc Ha
Bceku MbpBH AeH. G-CSF e npunaraH karo BTOpUYHA MpOPHIAKTHKA TPU MALMEHTKH Pa3sBUIIH
yclioXKHeHa HeyTponeHus ((deOpuiaHa HEYTpONeHHs, NMPOABKHTEIHA HEYTPONEHUS WM MHQEKLHA).
[TaumenTkuTe B pamoto Ha TAC nostydyaBat aHTUOMOTHYHA npodunakTrka ¢ uunpodguokcaurd 500 mg
[IEPOPAIIHO ABAa MbTH AHEBHO B NpoAb/KEHHUE HA 10 OHU, C HAYAJIO 5-TH AEH OT BCEKH LUKDBJ, WIH
€KBUBAJICHT. M B IBETE paMeHa, Cliell NOCIAECAHUA UUKBJ XUMHOTEPANUA, NAIUEHTKUTE C MOJIOKUTEJTHH
€CTPOreHHM W/ WJIM MPOreCTepOHOBH PELIENTOPH NnoJiy4yaBaT TaMOKCH(peH 20 mg IHEBHO B MPOABIIKEHHUE
Ha 00 5 roAMHU. AIOBAHTHA JIbYETEpanus € MNpearnucaHa CbrJ1aCHO MpakTUKara Mo Mecra B
y4dacTBallMTe Je4eOHHU 3aBe/ieHus U € mpoBeieHa npu 69% ot nauuentkure, noayqyunud TAC u 72% ot
nauueHTkure, noayuunu FAC. U3BbpiueHu ca ABa MEeXJAWHHHU aHAIM3a U €1MH OKOHYATEJIEH aHaJIu3.
[IepBUAT MEXIMHEH aHanmM3 € OWi IUlaHMpaH 3 TOAMHM Clie[l Aarata, Ha KOATO BK/IIOYBAHETO B
MPOYYBAHETO € HANoJIOBHHA MU3BbPLIEHO. BTOPUAT MEXIHUHEH aHAIU3 € HanpaBeH Clell KaTo ca OWiIH
cro0meHn obmo 400 DFS cbbutusa, koeTro € JoBeno A0 MEeAuaHa Ha mpocieasBaHe 55 Mecela.
OKOHYATEJTHUAT aHalu3 € U3BBbPIUEH, KOrarto BCHYKM MALUMEHTH ca JOCTMIHalM [0 BH3MTaTa Ha
npocnensisaHe Ha 10-rara roanHa (ocBeH ako He ca umanu DFS cubuTHe unm He € OUI0 Bb3MOXKHO Aa
ObaaT npociaeneHu npeau Tosa). [ Ipexussemoctra 6e3 3abonsasane (DFS) e nbpBUyHaTa KpaiiHa To4Ka
3a e)MKACHOCT, a obuiara npexuBseMmoct (OS) e BTopryHaTa KpaiftHa To4kKa 3a €()MKaCHOCT.

OKOHYATE/JIHUAT aHaNUu3 € M3BbpLIEH NpH (akTUYEeCKa MEAMaHa Ha MnpocheasBaHe 96 Meceua.
JleMOHCTpHpaHa € 3HAYMTENHO TMOo-rojigsMa MNpexuBseMoct Oe3 3abonsBaHe B pamotro Ha TAC B
cpaBHeHue ¢ pamoTo Ha FAC. Yecrorara Ha peuuauBuTe B paMKuTe Ha 10 rooaMHU € HaMaseHa NnpH
nanueHTKuTe, nosydyasaiu TAC B cpaBHenue ¢ nonyuunure FAC (ceorBeTHO 39% cnipsimo 45%), T.¢.
abCOMIOTHO CHUXKEHHE Ha pucka ¢bc 6% (p = 0,0043). O6wara npexussieMocT 3a 10 roauHHu ChILO
3HauMuTe/IHO ce noBuiuana rnpu TAC B cpaBHeHue ¢ FAC (cboTBeTHO 76% cnipsimo 69%) T.€. abCONMOTHO
CHM)XKEHHE Ha pHcKa oT cMBPT ¢bC 7% (p = 0,002). Toit kaTo non3ara, HabaKOAaBaHA NPU_NALKYEHTH C




non3a/puck 3a TAC npu naumeHTH ¢ 4+ JTMM(HU BB3JIH HE € HAITBJIHO JOKa3aHO MPH OKOHYATETHUA
aHAIU3.

Kato usno, pe3yaraTuTe OT MpOoy4YBaHHUATA MMOKa3BaT MOJOXKHUTETHO ChOTHOLIEHHE non3a/puck 3a TAC,
B cpaBHeHHe ¢ FAC.

TAC-nexyBaHM NaLMEHTKH Ca AaHAJTU3UPAHU CIIOpeA MPOCMEKTUBHO AeGHHUPAHUTE OCHOBHH
MPOrHOCTUYHHU (PaKkTOpH:

IpexunBsiemocT 0e3 O01a npexuBAeMoCT
3a00/1siBaHe
[Moarpyna bpoii Koepu | 95% p= Koeduu | 95% P=
NauHEeHTKH NAUMEHTKH | LHEHT | 10BEepPHT HEHT HAa | I0BepPHTEeJIeH
Ha eJieH pHCK* uHTepBaa (CI)
PHCK® | HHTEpBa
a (CI)
bpoii
NOJIOKHMTEJNH
i
Bb3JIH
Obmwo 745 0,80 | 0,68-0,93 | 0.0043 | 0.74 0,61-0.90 0,0020
1-3 467 0,72 | 0,58-0,91 | 0.0047 | 0.62 0,46-0.82 0,0008
4t 278 0,87 | 0,70-1,09 | 0.2290 | 0.87 0,67-1.12 0,2746

*xoe(uLIMEHT Ha puck noja | nmokas3sa, ye cxemara TAC e cBbp3aHa C Mo-rojisMa npexuBsieMocT 0e3
3a0onsiBaHe U 0011a npexuBseMocT B cpaBHeHue ¢ FAC.

[TanueHTH ¢ onepabuieH pak Ha rbpaara 0e3 3acsiraHe Ha JUMQHUTE Bb3JIH, MOJAXONALIM 13 M0Jy4aBaT
xumuorepanusa (GEICAM 9805)

JlTaHHUTE OT MHOrOLEHTPOBO OTBOPEHO PAHIOMHM3WPAHO M3MUTBAaHE MOAKPEnAT ynorpedara Ha
JIOLIETAKCE)T 3a a[lOBaHTHA TEpalnMs Ha MaUUMEeHTH C onepabWwieH pak Ha rbpjara Oe3 3acsAraHe Ha
JNTUMQHUTE BB3JIM, NOAXOAALLM Aa MMoJy4yaBaT XUMHOTEpAIHA.

] 060 naLMEHTH ca paHIOMM3MPAHHU A MOJy4aBaT MM JoleTakcen 75 mg/m?, npunoxeH 1 yac cnen
nokcopyounun 50 mg/m? u umknodochamun 500 mg/m* (539 naumenth B TAC pamoto), WM
nokcopyouums 50 mg/m?%, nocnensan ot ¢ayopoypauun 500 mg/m? u uuknodocpamun 500 mg/m’
(521 nauuentu BB FAC pamMoTO), KaTo aJal0OBaHTHA Tepanus NpH MalLMEHTH C onepadOuieH pak Ha
repaara 6e3 3acaraHe Ha TMM(QHHUTE Bb3JIM C BUCOK PUCK OT pelarnc, CbriacHo KpurepuHuTe oT 1 998 Ha
St. Gallen (rosmemuHa Ha Tymopa >2 cm wu/und orpuuarenid ER u PR w/mnm BHCOKa
XMCTOJIOTHYHA/ApeHa cTeneH (creneH 2 oo 3) W/MAM BB3pacT <35 roauHu). M nsara pexuma ca
MpUjaraHd BEJHBX Ha 3 ceAMMLH 3a 6 uukbia. Jlouerakcen e npunarad karo l1-yacosa MHQY3us,
BCHYKH JPYTH JIEKAPCTBEHH MPOAYKTH Ca NPUJIaraHu HHTPaBEHO3HO Ha 1 JIeH BCAKa 3 ceIMHLa.
[TspBuuHara npopunaktuka ¢ G-CSF e 6una 3anwmxurenHa B TAC pamoro, cnen karo 230 nauveHTH
ca OunM paHpoMu3MpaHd. Yecrorata Ha HEyTpomneHUs, (eOpHiIHAa HEYTPONEHWs U HEYTPONECHHUYHA
uHpEKLMs OT 4-Ta CTENEH € HaMaJlsla NPH NalMeHTH, Noly4aBalu NbpBu4Ha npogunaktuka ¢ G-CSF
(Bx. Touka 4.8). B 1BeTe paMeHa, ciieq NOC/IeAHHUs LMK Ha XMMUTepanusaTa, nauueHTH ¢ ER+ w/unm
PgR+ TyMopu, ca nony4daBanu TaMmokcudeH 20 mg eAHOKPaTHO JHEBHO, 3a MEpHoA A0 5 FOAHHH.
AIOBaHTHA JIbueTepanusa € Onia npuiarasa CbrjlaCHO BAJIMAHUTE PbKOBOACTBA OTHOCHO
WHCTPYKLIMMTE 3a Y4acTHE M € npuiaraHa Ha 57,3% ot nauueHTuTe, KouTo ca nosy4yasand TAC u npu

51,2% ot naumMeHTHTE, KOUTO ca nonyyasanu FAC.

BPEMETO Ha MnpocieasBaHe /7 Meceua). AKTyallW3WpaHHUAT aHAIW3 € HU3BBP ¥
MalMeHTH ca J0CTUrHaIu ceosdTa |10-roguiuHa (MeauaHa Ha BpeMeTO Ha NpocCigy
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Mecela) npocieassama Bu3uTa (ocBeH ako ca uMmanu DFS cwOutne mnm ca 6wim 3aryOenu 3a
npocnensBaHe no-paHo). [Ipexussemocrra 0e3 3abonssane (DFS) e nbpBuyHaTra KpaHHa TOYKa 3a
euKacHoCT, a obiara npexuBseMocT (OS) e BTopuyHaTa KpalHa TOYKa 3a €HKaCHOCT.

[Ipy MeauaHa Ha BPEMETO Ha MpocjeasBaHe 77 Mecelua € AoKa3aHa CUTHU(UKAHTHO MO-Abjra
npexxuBsieMocT, cBo6oaHa ot nporpecus rnpu TAC pamoro, cpaBHeHo ¢ FAC pamoto. JlekyBanute TAC
nauMeHTH uMar 32% HaMalisiBaHE Ha pMCKa OT peJanc, cpaBHEHHU ¢ JiekyBaHUTE ¢ FAC (koedULIMEHT
Ha puck = 0,68; 95% CI (0,49-0,93), p=0,01). I1pu Meanana Ha BpemeTo Ha npociieassade 10 roaMHu
u 5 mecena, nexkyBanute ¢ TAC manueHTH ca UMM HaMallsiBaHE Ha pUcKa OT peuuaus ¢ 16,5%, B
cpaBHEHHE C Te3M, nekyBaHu ¢ FAC (koedpuumuent Ha puck = 0,84; 95% CI (0,65-1,08), p = 0,1646).
Jlannute 3a DFS He ca cTaTUCTHYECKHM 3HAYUMH, HO BCE MaK ca CBbP3aHH C MOJOXKHTE/IHA TCHACHLIUA B
non3a Ha TAC.

[Ipn MeanaHa Ha BpeMeTO Ha npocneasBaHe 77 mecena, odmara npexussiemoct (OS) e Ouna no-abira
npu TAC pamoTo, npu HamansBaHe ¢ 24% Ha pucka oT CMbPT 3a ieKyBaHUTe TAC nauueHTH, CPaBHEHH
¢ FAC (koeduumeHt Ha puck = 0,76; 95% CI (0,46-1,26, p = 0,29). Ob6aue paznpeaenenuero Ha OS e
OMJIO CTaTUCTUYECKH HE3HAYUMO MEXY ABETE I'PYIH.

[Ipu MeanaHa Ha BpeMeTo Ha npocneassaHe 10 roguHu U 5 meceua, nexkysanure ¢ TAC nauueHTH ca
MMaJId HaMaJIsBaHe Ha PHCKa OT CMBPT ¢ 9%, B cpaBHeHue ¢ NekyBaHUTe ¢ FAC nauueHTH (KoepULMEeHT
Ha puck = 0,91; 95% CI (0,63-1,32). IpoueHTsT Ha npexussaeMoct € 93,7% B TAC pamoto u 91,4%
BB FAC pamoTo npu 8-roauiinus nepuoa Ha npocnenssane, U 91,3% B TAC pamoto u 89% BbB FAC
pamoTo npu 10-rogMIHKA NepUoa Ha NpocieasiBaHe.

[TonoxxurenHoro ceoTHOWIEeHUE non3a/puck 3a TAC, B cpaBHeHue ¢ FAC, ocraBa HEMPOMEHEHO.

[Ipy mbpBUYHUA aHATM3 (NMPU MEAMaHA HAa BPEMETO Ha MpocieasBaHe 77 Mecela) ca aHaJIM3UPaHM
noarpyn Ha TAC- neKyBaHH MaLUEHTH, CIIOPE] NPOCNEKTHBHO ONpeEIEJIECHUTE rojIeMH NPOrHOCTUYHH
KpUTEPUH (BXK. TabiMuara no-a0iy):

AHalW3 Ha NOArPYIUTE OT M3MHWTBAHE-aIIOBAHTHA Tepanus NpH MNAlMEeHTH ¢ pak Ha rbpaara 0e3
3acaraHe Ha JMM¢HuTe BH3aH (Intent-to-Treat ananus)

[IpexxuBsieMocT, cCBOOOAHA OT

[loarpynu nauMeHTH bpoii nauHeHTH B SaODMNBAe

TAC rpynara Kne@;}ii::*m Ha 95% C1
O6mo 539 0,68 0,49-0,93
Bb3pacrToBa
KaTeropus |1
<50 roguHu 260 0.67 0.43-1,05
>50 roguHU 279 0.67 0.43-1,05
Bb3pacroBa
KaTeropusa 2
<35 roguHu 42 0,31 0,11-0,89
>35 roguHu 497 0,73 0,52-1,01
XopMoOHAaJIeH
peuenTopeH
CTaTyc
OTPHULIATETHO 195 0,7
MOJIOKUTENHO 344 0,62
['osieMHHa HA TYMOpa
<2cm 285 0,69
>2 cm 254 0,68
XHCTOJIOrHYHA
creneH
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creneH |

(BKJIFOUHMTEJTHO 64 0.79 0,24-2.6
HEOLICHEHA CTEIIEH )

CreneH 2 216 0,77 0,46-1,3
CreneH 3 259 0.59 0,39-0.9
MeHonay3aJjiHO

CHCTOSIHHE

pe-MeHomnay3a 285 0,64 0,40-1
MoCT-MEHOomNays3a 254 0,72 0,47-1,12

* koepuumeHT Ha puck (TAC/FAC) no-manko ot 1 noka3sa, 4e TAC e cebp3aHa ¢ no-aniira
NpeXUBAEMOCT, CBOOOAHA OT 3abossBaHe, cpaBHeHa ¢ FAC.

[IpoBeneHH U NMpeACTaBEHU TYK MO-A0JY €A EKCIUIOPATOPHHU MOArPYIOBU aHAJIM3H 33 NPEXKUBAEMOCT,
cBOOOHA OT 3a00JIgBaHE, MPU MALMEHTH, KOUTO OTroBapAT Ha kpuTepuute Ha 2009 St. Gallen 3a
xumMuorepanus — (ITT nonynanus)

e T T

e e

‘ -- KoeduuuneHT Ha

TAC FAC puck (TAC/FAC)

*
[Moarpynu (n=539) (n=521) (95% CI) P-CTOHHOCTH |
OrtroBaps Ha |
pelaTHBHUTE .

 KPHTEpHH 3a

' XMMHOTEpanus ° '
Jla 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%)

]
AR NN 1 N L e s e e

TAC = nouerakcen, [oOKCoOpyOUUMH U LUMKIodochamua

FAC = 5-dnyopoypauui, 10KkcopyOHLMH U LukaodochaMun

Cl = nosepureneH unrepsai; ER = ectporeHoB peuentop

PR = nporecrepoHoB peuenTtop

* ER/PR-oTpuLaTelleH WK CTENeH 3 WM roleMruHa Ha Tymopa >5 cm

YcTaHOBEHMAT KOSGHULUEHT Ha PUCK M3MOJI3Ba MPONOpLUHOHATHUA Moaen Ha Cox 3a pucka ¢ JieyeOHa
rpyna karo (gaxkrop.

Loyemaxcen kamo moHomepanus

C mouerakces B NpenopbYMTeNHaTa 103a U cxema oT 100 mg/m® Ha BcekH 3 CEAMHIM ca MPOBEICHH
J1B€ paHAOMMU3MpPaHU CPAaBHUTENIHU Npoy4BaHus ¢asa lll, Bxirousauy odwwo 326 wiu 392 nauMeHTKH ¢
METACTaTU4EH paK Ha rbpAara, HENOBJIUAHU OT JIEYEHHE CBOTBETHO C AIKHWJIMpalll areHT WIH
AHTPALIMKJIMH.

[Ipy mauMEHTKHUTE, HEMOBIMAJIM CE€ OT AJIKHJIMpPALLUA areHT, JOLIETAKCel € CPaBHEH C NOKCOpPYOUIIMH
(75 mg/m” Ha Bceku 3 ceamuim). be3 na noenusBa BpeMeTo Ha o61a npexusseMocT (aouerakcen 15
Mecela B CpaBHEHHE ¢ aokcopyobuuuH 14 meceua, p = 0,38) uiau BpemMero A0 nporpecus (aoueTrakcel
27 cenMUMUM cnpAMO AOKCOpyOMUMH 23 ceamuuud, p = 0,54), nouerakcen noBvllaBa CTEMNEHTa Ha




Ha TEYHOCTH, A0Karo 15 nauueHTH Ha J0KCOpyOMUMH (9%) ca npekpaTWid JIEYEHUETO TMopaiau
KapAUOTOKCHUYHOCT (TPH CMBPTHHM Clly4as Nnopaju 3aCTOHHA ChbpAeYHa HEAOCTATbYHOCT).

[Ipy NaUMEHTKUTE, HEMOBJIMAIM C€ OT aHTPALMKIIMH, JIOLETAaKCceJl € CpaBHEH C KOMOMHauusTa
mutoMHIMH C u BuHONacTHH (12 mg/m® Ha Bceku 6 ceaMMUM M 6 mg/m’® Ha BCEKH 3 CEAMMLH).
Jlouerakcen noBuilaBa crerneHra Ha nopausiBaHe (33% cnpsamo 12%, p < 0,0001), yasnkaBa BpeMeTo
no nporpecus (19 cenmuum cnpsamo 11 ceamuum, p = 0,0004) u yabmxasa obuara npexusseMocT (11
meceua cnpamo 9 meceua, p = 0,01).

[To BpeMe Ha Te3u npoyuBaHusa ¢da3a I, e ycraHoBeHO 4ye nMpoduabT Ha 0E30MaCHOCT Ha JOLETAKC el
oTroBaps Ha npoduna Ha 6e3onacHoct, HabmonaBaH npu npoyysanusaTa ¢asa Il (Bx. Touka 4.8).

[IpoBenHO € OTBOpEHO, MHOIOLIEHTPOBO, paHAOMM3MpaHO npoy4BaHe ¢asza Il 3a cpaBHeHHe Ha
JOLIETAKCENl KAaro MOHOTEeparnus W MaKJIMTakcesl 3a JIeYeHUE Ha HanpedHal pak Ha rbpaara Ipu
NalMEHTKH, YUATO NpeUIlIHA Tepanus TpaOBa 1a e BKJIIoYBaia aHTpauMKiIuH. O6mo 449 nauMeHTKH
ca paHIOMH3HMPaHHM 3a Ja nojy4yar MoHoTepanus ¢ gouerakcen 100 mg/m2 karo 1-yacoBa HHQY3Us UK
nakauTakcen 175 mg/m2 karo 3-yacoBa uHGYy3usa. M nBeTe cxeMu ca npujiaraHd Ha BCEKH 3 CEIMHLIM.
be3 na ce 3acsira mppBUYHAaTa KpaiHa To4ka, oblia creneH Ha nosausBaHe (32% cnpsamo 25%, p =0,10),
OOLIETAKCENl YAb/IXKHA MeIMaHaTa Ha BpeMeTo 10 nporpecus (24,6 ceamuum cnpamo 15,6 ceamuum; p <
0,01) u Mennanara Ha npexuBsemocT (15,3 meceua cnpamo 12,7 meceua; p = 0,03).

[ToBeue HexenaHu CLOUTHA OT creneH 3/4 ca HabOaKOOaBaHU MpPU JOLETAKCEN KaTo MOHOTEpanus
(55,4%) B cpaBHeHHE ¢ naknurakcen (23,0%).

Hoyemaxcen 6 kombunayus ¢ 0okcopybuyuH

EnHo oOmmpHO panmoMu3upaHo npoyuBaHe (aza Il BkiawuBamo 429 HenekyBaHM MNALUEHTH C
METacTaTH4Ha 6OJiecT € MpoBeneHo ¢ aokcopybmumH (50 mg/m’) B koMOMHauMs C OOLETAKCen
(75 mg/m*) (pamo AT) cnpsamo nokcopybuuuH (60 mg/m’) B koMOMHauMs ¢ wukiIopochamun
(600 mg/m?) (pamo AC). U nBeTe cxeMy ca npuiaraHu B ieH | Ha BCEKH 3 CEIMULM.

- Bpemero no nporpecus (TTP) e 3HaunTenHo no-awiaro npu pamo AT B cpaBHeHue ¢ pamo AC, p
= (0,0138. Menuanara Ha TTP e 37,3 cenmumm (95% CI: 33,4 - 42,1) npu pamo AT u 31,9
cenMuuH (95% CI: 27,4 - 36,0) npu pamo AC.

- O6mara creneH Ha noBausBaHe (ORR) e 3HauuTENHO NO-BHCOKA NpU paMO AT B CpaBHEHHE C
pamo AC, p=0,009. ORR e 59,3% (95% CI: 52,8 - 65,9) npu pamo AT cnpsamo 46,5% (95% CI:
39,8 - 53,2) npu pamo AC.

[To Bpeme Ha TOBa U3NUTBaHE, paMo AT 1eMOHCTpHpa MO-BHCOKA YECTOTa Ha TexKa HeyTponeHus (90%
cnpaMo 68,6%), hebpunna HeyTponenus (33,3% cnpsamo 10%), undexuns (8% cnpsamo 2,4%), nmapus
(7,5% cnpsamo 1,4%), acrenus (8,5% cnpsamo 2,4%) u 6onka (2,8% cnpsmo 0%) B cpaBHEHHE C paMo
AC. Ot ngpyra crpaHa, pamo AC neMOHCTpUpa MO-BUCOKA 4YecToTa Ha Texka aHeMus (15,8% crnpsamo
8.5%) B cpaBHeHHe ¢ pamo AT, a cblIO Taka M NO-BUCOKA YECTOTA HA TEXKa KapAHOTOKCHYHOCT:
3aCTOMHA chbpevYHa Henocrarb4yHOCT (3,8% cnpsimo 2,8%), abcontoTHO HaMaJIeHUE Ha JIEBOKaMepHara
¢pakuusa Ha u3tnacksaHe ¢ > 20% (13,1% cnpsamo 6,1%), abconoTHO HaMalIEeHWe Ha JIeBOKaMepHara
¢pakuua Ha u3tnackBaHe ¢ > 30% (6,2% crnpsamo 1,1%). TokcHuHa CMBPT € HACTBNKIA NP | MaUUEHT
B paMo AT (3acroiiHa cbpaeyHa HeaocTaTb4yHOCT) U npH 4 nauueHTd B pamo AC (1 nopaau cenTuyeH
IOK M 3 mopaaM 3acTOMHA ChbpAEYHA HEAOCTaTb4HOCT). M B ABETE rpynud KayeCTBOTO Ha XKHMBOT,
n3MepeHo upe3 BbrpocHuka EORTC e cpaBHUMO U CTaOMJIHO MO BpEME Ha JIEYEHUETO W nepuojaa Ha

NpocCieasiBaHe.
Loyemaxcen 6 kombunayus ¢ mpacmy3ymab
Jlouierakcen B KOMOMHALIMSA C TPacTy3ymal € NMpoy4eH C OrJiell JIEYEHUE Ha MALMEHTKH C

METacTaTU4YeH paK Ha r'bpJaTra, YHUTO TYMOPH ca cbC cBpbXekcnpecus Ha HER2,
MoJiyyaBaJiM MpeAu TOBA XMMUOTEpanus 3a MeractaruyHa oonect. Cto ocemaecer
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ca paHAOMM3MpaHM na mnonydasar aouerakcen (100 mg/m’) ¢ wnu 6e3 Tpacry3ymad; 60% ot
MalMEeHTKHUTE ca MoJIy4yaBaid NMpey TOBA aAl0BaHTHA XMMHUOTEpanus Ha 0a3a aHTPaLMKIIHH.

Jlouerakcen mikoc TpacTty3yMad ca epUKacHU NMpU MaALMEHTKUTE, HE3aBUCUMO JaJId ca Nojy4yaBaiu
MPEAXOJHH aJlOBAaHTHW aHTPALMKIWHU, WM He. OCHOBHUAT 1abopaTOpeH METOH 3a OMpeleisHE Ha
HER2-MO3MTUBHOCT B TOBa OCHOBHO M3nuTBaHe € umyHoxuctoxumuueH (IHC). Manbk O6poii
MaLMEHTKH ca M3CJiedBaHW MocpeacTBoM (uyopecueHTHa in-situ xuOpuauszauumsa (FISH). Ilpu ToBa
n3nuTBaHe, 87% ot nauueHTkuTe ca umanu IHC 3+ 3abonsBaHe U 95% OT BKJIFOUEHHUTE NMALMEHTKH Cca
umand [HC 3+ w/unu FISH no3utuBHO 3abonsiBaHe. PesynraTture 3a epuKacHOCT ca pe3toMHpaHH B

cinenHara Tabnuua:

[TapameTpu Jlouerakces mioc Jlouerakcen’
TpacTy3ymab’

n=92 n = 94
CreneH Ha nosiausBaHe (95% 61% 34%
CI) (50-71) (25-45)
MenuaHa Ha
MPOABIKUTETHOCTTA Ha
MOBJIUSIBAHE 11,4 5,1
(MeceLH) (9,2-15,0) (4.4-6,2)
(95% CI)
MenuaHa Ha TTP (meceun) 10,6 5.7
(95% CI) (7,6-12,9) (5,0-6,5)
MenunaHa Ha NPeXUBAEMOCT 30,5 221"
(Meceun) (95% CI) (26,8-ne) (17,6-28,9)

TTP = BpeMe 10 nporpecus ; “ne’” 03HayaBa, Y€ HE MOXXE 1a Ce OIpeaed, WJIM CTOMHOCTTA Olle HE €
JIOCTUTHATA.

'Tbnen nabop ananus (intent-to-treat)

*‘M3uncrieHa MeIaHa Ha MPEeXHUBIEMOCT.

Iloyemaxcen 6 kombunayus ¢ kaneyumabuH

JlaHHUTE OT €IHO MYJTHLIEHTPOBO PaHIOMH3MPAHO KOHTPOJMPAHO KJIMHWYHO M3nuTBaHe ¢asa IlI
MOAKPENAT NMPUIAraHEeTO Ha JOLETaKcesl B KOMOMHALMS C KaneuMTabHH 3a JieUeHHE Ha MalLMEHTKH C
JIOKQJIHO HanpeaHana WM METAacTaTU4Ye€H paKk Ha rbpAara ciell HEeYCNeX Ha LMTOTOKCHYHaA Tepamus,
BKJIFOYBAIA aHTpauukJuMH. [lo BpeMe Ha TOBa M3NMUTBAHE, 255 MALMEHTKW ca paHAOMM3MpaHHU Ja
noJyyar Tepanus ¢ gouerakcen (75 mg/m” noa ¢gopMmara Ha €qHOYACOBA MHTPaBEHO3HA MH(]Y3Ms Ha
BcekH 3 ceaMHuuM) M kaneuutabus (1 250 mg/m® ABa MBbTH JHEBHO B MPOAL/DKEHHE HA 2 CEAMHIIH
nocieaBaHd oTr 1 ceaMMua nNepuoj Ha MOYMBKA). 256 MAaLMEHTKHM ca paHAOMH3HMpaHHM Aa nojay4ar
MoHOTepanus ¢ aouerakcen (100 mg/m’ non ¢opmara Ha eqHOYacoBa MH(PY3US Ha BCEKH 3 CEAMMLIN).
[TpexcuBAEMOCTTA € MO-BUCOKA MPH paMOTO Ha KOMOMHALIMATA JoLeTaKkcen+KkaneuuTabu1H

(p = 0,0126). Meauanara Ha npexuBseMocT € 442 nHu (gouerakces + kaneuMTabuH) cnpsamo 352 IHH
(nouerakcen karo MoHoTepanus). OOmara oOEKTHBHA CTENEH Ha IMOBJIMABaAHE MpH Liara
paHJAOMH3MpaHa nonyJjanus (oLeHka Ha u3cnenoarens) € 41,6% (aouerakcen + KaneLUTabMH ) CpIMO
29,7% (nouerakcen kato MoHoTepanus);, p = 0,0058. Bpemero no nporpecus Ha 3a00/sBaHETO € IO-
no0po nNpu pamMoTo Ha KOMOMHalUATa nouerakcen + kaneunutadbuH (p < 0,0001). Menuanara Ha BpeMETO
no mnporpecus € 186 aHu (mouerakcen + kKaneuutabuH) crnpamMo 128 aHW (mouerakcen KaTo
MOHOTEpanus; ).

Heodpebrnoxnemvuen benodpoben pax

[layuenmu, nexysanu npedu moea ¢ xumuomepanus ¢ uiu bes nvyemepanus
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[lo Bpeme Ha u3nuTBaHe ¢asa Il npu nekyBaHu npeau TOBa NaLMEHTH, BpeMeTo 10 nporpecus (12,3
CEMMLIM CIpsAMO 7 ceAMMLIM) H 0011aTa NpeXXKMBAEMOCT Ca 3HAYUTEJTHO MO-ABJITM 3a JOLEeTaKcen B 103a
75 mg/m’* B cpaBHEHHE ¢ “Hail-n06puTe noaabpxaum rpwxu’ (HI). EaHoroauiiHara npexuBsieMocT
€ CbILO 3HAYUTEHO Nno-Abira npu aouerakcen (40%) copsamo HII™ (16%). Orbend3zana € no-Maika
ynotpeda Ha onuonaHU aHanreTuuM (p < 0,01), HeHapkoTuyHu aHayireTuum (p < 0,01), apyru cebp3aHH
cbC 3a0ossBaHeTO JiekapcTBeHU npoayktu (p = 0,06) u abuerepanusa (p < 0,01) npu nauueHTHTE,
JIeKyBaHM C J0LETaKcen B 103a 75 mg/m? B cpaBHeHue ¢ Te3u Ha HIT.

O6wara creneH Ha noBausBaHe € 6,8% npH OLIECHUMHUTE MALMEHTH, a CPEeAHATA NMPOABDKHUTETHOCT Ha
oTtroBopa e 26,1 ceaMuLMm.

Hoyemakcen 6 kombunayus ¢ niamuHo8u npenapamu NPu Henoay4asalu XumMuomepanus nayueHmu
[To Bpeme Ha u3nuTBaHe ¢aza III, 1218 nauneHTH ¢ HHONepabuneH HenpeOHOKIeTbYEeH OenoapodeH
pak (NSCLC) B cranmii I1IB unu IV, cbc craryc no ckanara Ha Karnofsky (KPS) 70% u noBeue, u
KOUTO HE Ca MoJiyyaBald XMMHOTEparnus 3a ToBa 3aboJisiBaHe, ca paHAOMHU3UpaHH [1a MoJly4yaBaT WM
nouerakcen (T) 75 mg/m® non ¢opmara Ha enHodacoBa MH(QY3us, He3abaBHO TNOCIeIBaHA OT
uucruiatue (Cis) 75 mg/m?* B npoawsmkenue Ha 30-60 MMHYTM Ha BCEKHM 3 CEIMMLHM, IOLIETAKCEN
75 mg/m” nox ¢popmara Ha efHOYacoBa UHGY3US B kKoMOMHaLms ¢ kapbomnatud (AUC 6 mg/ml min) B
npoab/kenue Ha 30-60 MuHyTH Ha BcekH 3 ceamuum (TCis), unn Bunopenous (V) 25 mg/m’ npunosxen
B NpoAb/XKEHHUE Ha 6-10 MuHyTH B AHH 1, 8, 15, 22, nocneasan ot uucmiatud 100 mg/m? NPHJIOKEH B

neH 1 oT uukauTe ¢ noBTropeHue Ha BcekH 4 cenmuu (VCis).

JlaHHUTE 3a NpPEeXUBAEMOCT, MEIMaHA Ha BPEMETO 10 MPOrpecus U CTErneHTa Ha MOBJIUABAHE 3a ABETE
paMeHa Ha NPOY4YBaHETO ca MpeCTaBeH! B cleaHara Tabauua:

e Vil CTaTMCTHYECKH aHaIU3
n =408 n =404

O01wa npexuBsieMoCT
(ITepBHYHa KpaiiHa TOYKA):
Menuana Ha npexHBIeMOCT KoeduuueHT Ha pucka: 1,122
(Mecenn) 11,3 10,1 [97.2% CI: 0,937; 1,342]*

TepaneBTryHa pa3znuka: 5,4%
| -roguiuHa npexussiemMoct (%) 46 41 [95% CI: -1,1; 12,0]

TepanesTryHa pasnuka: 6,2%
2- roauiiHa npexuBseMocT (%) 21 14 [95% CI: 0,2; 12,3]
MenuaHa Ha BpeMeTo 110 270 230 Koeduuuenrt Ha pucka: 1,032
rporpecust (CEAMMIIN): " : [95% CI: 0,876; 1,216]
OO111a cTreneH Ha MoBJIUABAHE 31.6 245 TepaneBTuuHa pasnuka: 7,1%
(%): ’ ’ [95% CI: 0,7; 13,5]

*: KopurupaHo 3a MHOXXE€CTBEHHM CPABHEHHUS U alanTHPAHO 3a CTpaTHPHUKALIMOHHH (pakTOpH (CTaaui
Ha 3a00/I9IBaHETO U PErMOH Ha JIeYeHHE), Bb3 OCHOBA Ha OLIEHUMA NONYyJalus NalUueHTH.

BTopuuHUTE KpaliHX TOYKHM BKJIIOYBAT NPOMsHA HA OoJsikaTa, 001110 OLIEHABaHE HA KAYE€CTBOTO Ha )KUBOT
no EuroQoL-5D, Ckanara 3a cuMnToMu Ha 6enoapoOeH pak U NMPOMEHU B CcTaryca Mo cKajnara Ha
Karnofsky. Pesynrarure, nony4eHu 3a Te3u KpaifHM TOYKH ca B MOJIKpena Ha pe3yJITaTUTE, MOJYy4YEHH

32 MbPBUYHHUTE KPaiiHH TOYKH.

3a koMOMHauMATa aoLeTakces /KapOoIIaTHH HE MOXeE 1a C€ A0KaXe HUTO €KBUBAJIEHTHA, HUTO HE I10-
HUCKa €()MKACHOCT B CpaBHEHME ¢ pedepeHTHara TepaneBTuyHara komouHanus VCis.

Pak na npocmamama

MeracraTuyeH, PE3UCTCHTCH HA KACTpAalUA PAK Hd I1pOoCTaTarTd
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Be3onacHocTTa M eprKacHOCTTAa Ha JOLIETAKCe)l B KOMOMHALMA C NPEIHU30H WIH MPEAHHU30JIOH MNpH

MalMEHTH C MeTacTaTU4YeH, PE3MCTEHTEH Ha KacTpallis pakK Ha npocrarara ca OLEHEHUd B Xola Ha

paHIOMH3HpaHO MHoroueHTpoBo usnureauHe (asa I (TAX 327). O6wo 1006 naunentu ¢ KPS > 60 ca

pPaHAOMHU3UPAHH B CIEAHUTE TEPANEBTUYHH IPYIIH:

- Jlouerakcen 75 mg/m® Ha BCEKH 3 CEAMMLIM B MpoabkeHne Ha 10 Lukbia.

- Ilouerakcen 30 mg/m” NpUIIOkKEH €XECEIMHYHO NPe3 MbPBUTE 5 CEAMHULH OT 6-CeIMUUYEH LIMKBJI
B IMPOABKEHHUE HA 5 LMKBJIA.

- MuTtokcaHTpoH 12 mg/m* Ha BCEKH 3 CEMHIIM B NpoAbIKeHHe Ha 10 LHKbIA.

Bcuukure 3 cxeMU ca NMPUIOKEHH B KOMOMHALIMA C MPEAHU30H WM MPEAHU3O0JIOH 5 Mg ABa MbTH

IIHEBHO, HEMPEKBCHATO.

[TauneHTHTE, NOJyYaBalu JOLETAKCEN HA BCEKU TPU CEAMHULM, NIEMOHCTPUPAT 3HAYMTEIHO MO-AbJra
obm@a npeKUBAEMOCT B CpaBHEHHWE C Te3M, JIEKYBAHM C MMUTOKCAHTPOH. YBEJIMYEHHETO Ha
MPEeXHBAEMOCTTa, HaOIIO/aBaHa B paMOTO Ha E€XECEAMMYHO [pWIaraHus OOLETAaKCel He ¢
CTATUCTHYECKH 3HA4YMMa B CPaBHEHHME C KOHTPOJIHOTO paMO Ha MMTOKCAHTpOH. KpalWHHTE TOYKH 3a
e()MKaCHOCT NMpPHU paMeHaTa Ha JOLETaKCes CrpAMO KOHTPOJHOTO paMoO ca pe3lOMHUpaHM B cleiHara

Tabnuua:

KpaitHa To4Ka Jlouerakcen Jlouerakcen Bcsika | MHTOKCAHTPOH
BCEKH 3 ceaMHULa Ha BCEKH 3
CeJIMHLIH CeIMHLIH

bpoit nauueHTH 335 334 337
Menunana Ha nNpexUBAEMOCT (MeceLH) 18,9 17,4 16,5
95% CI (17,0-21,2) (15,7-19,0) (14,4-18,6)
KoeduuueHT Ha pUcCK: 0,761 0,912 --
95% CI (0,619-0,936) (0,747-1,113) --

| p-croiiHocTH ™ 0,0094 0,3624 --
bpoii nauueHTH 291 282 300
CreneH Ha nosnusisaHe Ha PSA”" (%) 45.4 47,9 31,7
95% CI (39,5-51,3) (41,9-53,9) (26,4-37,3)
p-CTOMHOCTH™ 0,0005 <0,0001 -
bpoit nauueHTH 153 154 157
CreneH Ha noBJMsgBaHe Ha Ooskara 34,6 31,2 21,7
(%) (27,1-42,7) (24,0-39,1) (15,5-28,9)
95% CI 0,0107 0,0798 =
p-CTOHHOCTH™*
bpo# nauueHTH 141 134 137
CreneH Ha noBiaMsABaHe Ha TyMopa (%) 12,1 8,2 6,6
95% CI (7,2-18,6) (4,2-14,2) (3,0-12,1)

| p-CTOHHOCTH™* 0,1112 0,5853 --

TCrpaTuduuMpaH TECT 3a JIOFAPUTMUYHO MOAPEXKIAHE

* loBeputenHa BepoaTHocT = 0,0175

**PSA: [Ipocrara-cneu(pUyYeH aHTUTEH

[Tpensun pakTa, 4e exXeceIMUIHO MPUIaraHUAT JOLIeTAKCel AaBa MaJIKO Mo-100bp nMpodui Ha
©€30MacHOCT OT NOLIETAKCEJT HA BCEKH 3 CEAMMLM, € Bb3MOXKHO HAKOHM MalUMEHTH J1a UMaT 10J13a OT

€XKECECAMHYHO NnpuinaraHe€ Ha N1OLCTAaKCEIl.

He ca oTOes3aHi CTaTUCTHYECKH Pa3IMKH MEXIY TEPaNeBTHUYHUTE rPyNHu Nno oTHoweHue 0610

Ka4E€CTBO Ha KHUBOT.

MeracraTyi4eH, XOpMOHOYYBCTBUTEJNIEH paK Ha Mpocrarara
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IIpoyueane STAMPEDE

Be3onacHocTTa ¥ e(PMKACHOCTTA Ha JOLETAKCENl, MPHUJI0KEH ChITBTCTBALILO ChC CTaHlIapTHA Teparnus
(ADT) npu nauMeHTH C JIOKATHO aBaHCUpaAJl UJIM METacTaTHYeH, XOPMOHOUYYBCTBHTEJICH paK Ha

MpocTaTaTa ¢ BUCOK PUCK, Ca OLIEHSABAHU B PaHAOMHU3MpPaHO, MHOTOLIEHTPOBO, C MHOI'O paMeHa,
MHoroeranHo (multi-arm multi-stage, MAMS) npoyusase cbc cBbp3anu ¢paszu [1/111 (STAMPEDE —
MRC PRO08). O6mo 1776 naiueHTH OT MBIKKH 110J1 ca OMJIM pa3npeie/ieHd B paMeHaTa Ha JICYCHHUE:

- CranpaapTHoO JieyeHue + gouerakcen 75 mg/m?, npuinarad Ha BCEKU 3 CEIMMLIM B
NpoaABbIKEHHE HA 6 LUKbIA
- CraHaapTHO JIeYeHHE CAMOCTOATETHO.
Cxemara ¢ JOLEeTaKces ce npujiara B KoMOMHaIWsA ¢ MPEAHU30H WIH NPEIHU30JI0H 5 Mg Ba IMbTH
JIIHEBHO HEIPEKbCHATO.
Ot 1776-Te pannoMu3nupaHu nauueHTH, 1086 (61%) ca umManu MeractaTHYHO 3a00J1sBaHe, 362 ca

paHIOMM3HpaHM Ha JOLIeTaKcesl B KOMOMHALMSA ChC CTAHAAPTHO JIEYEHHUE, a 724 ca nojiy4aBaiu
CTaHAAPTHO JIEYEHHE CAMOCTOSTEIIHO.

[Ipu Te3u MaMeHTH ¢ METACTaTHYEH paK Ha MpocTarara, MeMaHaTa Ha o0111a NPeXUBAEMOCT €
3HAYMTEJIHO TMO-AbJIra B FpyNUTE HA JICYEHHUE C JOLETAKCEI, B CPABHEHHE C rpyrnara camMo CbC

CTaHIAPTHO JIEYEHHE, KaTO MeraHaTa Ha 00111a npexxuBAEMOCT ce yaAbKasa ¢ 19 meceua npu
nobaBsiHeTO Ha JoLeTakces KbM crannaptHoro aedyenne (HR = 0,76, 95% CI = 0,62-0,92, p=0,005).

Pe3ynrarure 3a epUKAaCHOCT MPHU MALMEHTUTE C METACTaTHUYEH paK Ha MpocTraTara B paMOTO Ha
JIEYEHHUE C JOLETAKCEI CIIPAMO KOHTPOIHOTO paMo ca 000011eHH B clieHaTa Tabnuua:

EdukacHoCT Ha o11eTaKkcesl B KOMOMHALUMA € MPEAHU30H WA NMPEIHU30JI0H H CTAHJAPTHO JICYECHHE
[NpY TEpANUATA HA MALMUEHTH C METACTATU4EH XOPMOHOYYBCTBHUTEJIEH paK Ha NpocTarara

(STAMPEDE)

Kpaiina Touka Jlouerakcen + cTaHAapTHO CTaHpapTHO JIEYEHHE
JICYEHHE CaMOCTOSATEJTHO

bpo¥i nauMeHTH ¢ MeracTaTH4YEH 362 724
paK Ha rpocrarara
MenuaHa Ha o01ua NpeXUBAEMOCT 62 43

(MeceLH) 51-73 40-48
95% CI

Kopurupan koeuuUMEeHT Ha pUCKa 0,76

95% ClI

p-cToiHocTa “ (0,62-0,92)

0,005

[TpexusiemocT 6e3 Heycnex” 20,4 12
Mennana (Meceuu) 95% Cl 16,8-25,2 9,6-12

KopurupaH koepULMEHT Ha pUCKa 0,66
95% CI (0,57-0,76)
p-cToifHocTa “ < 0,001

“ p-CTOMHOCT, H34YHMCJIEHA OT TeCTa 32 KOE(YULIMEHT HA BEPOSATHOCT U KOPHMIHpaHa 3a BCHYKH
cTparuUKALMOHHH (aKTOpH (C M3K/IIOYEHHE Ha LIEHTPaJTHA M TUTaHMpaHa XOPMOHAJIHa Tepanus), U
cTparu(dHULMpaHa no Nepruoa Ha U3NMUTBAHETO

° TIpexuBsaeMOCT 6€3 Heycnex: BpeMETO OT PaHIOMH3aLMUs 10 ITbPBU JaHHH 3a MOHE €HO OT
crenHuTe: OMoxuMuyeH Heycnex (onpeneneH kato nopuiasaHe Ha PSA ¢ 50% Haa HaWHHMCKaTa
CTOMHOCT B paMKHTE Ha 24 ceaMULUM U HaA 4 ng/ml ¥ NOTBBPAEH Ype3 MOBTOPHO U3CIIEABAHE HIIH
JIe4eHue); MpOrpecus, JTOKATHO, B TMM(PHHUTE BB3JIU, WIH JAICHHU METAcTa3H; CbOUTHE, CBBP3:
CKeJIeTa; UM CMBPT OT paK Ha npocrarara.
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[lpoyusane CHAARTED

be3zonacHocTTa M €PUKACHOCTTA HA JAOLETAKCEN, MPUI0XKEH B HAYAJIOTO Ha aHAPOreH-u34uepnaalia
tepanus (ADT) npu nauMeHTH ¢ ME€TacTaTU4Y€H, XOPMOHOUYYBCTBHUTEJIEH paK Ha MpocTarara, ca
OlIeHsiBAHM B paHaoMu3upaHo, ¢asa I11, mHOrouenrposro npoyusane (CHAARTED). O6wo 790
MaLMEHTH OT MBIKKHU MOJI Ca OUJIM pa3NpeeieHU B 2-T€ Pyl Ha JICYEHHUE:
- ADT + nouerakcen 75 mg/m? npunoxkeH B Hayasioto Ha ADT, npuiaraH Ha BCEKH 3 CEIMHLIM
B MPOJAbJ/XKEHHE HA 6 LIMKbJIA
- ADT camocrosTenHo

Menuanara Ha 0011a NpeXXUBAEMOCT € 3HA4YMTEJIHO MO-ABJIra B rpynara Ha Jie4eHHe C IoLeTakcell, B
cpaBHeHHe ¢ rpynaTta Ha ADT camocTosTeNnHo, KaTo MeMaHaTa Ha o011a NpexuBaeMOCT Ce yAb/IKaBa
¢ 13,6 Mecena ¢ nobassaHeTo Ha nouerakcesl kbM ADT (koedpuuuenT Ha pucka (HR) = 0,61, 95%
noseputeneH uHrepsan (Cl) = 0,47-0,80, p=0,0003).

PE3yﬂTﬂTHTE 34 Ed)HKHCHﬂCT Ha paMOTO Ha JICYHEHHE C JOLETAKCE CNPAMO KOHTPOJIHOTO paMo Ca
0000111€HH B clieJHaTAa Tabnuua:

EdukacHoct Ha nouerakcen u ADT npu ieyeHre Ha NalMeHTH C METacTaTHYEH
XopMOHOUYyBcTBUTENEH pak Ha npocrararta (CHAARTED)

Kpaiina Touka Houerakcea+ADT ADT caMOCTOSITEJIHO
bpo¥ nauyeHTH 397 393
MenunaHa Ha of11a npexxuBIeMOCT (MeceLn)
BcuukH nauuMeHTu 57,6 44,0
95% CI 49,1-72,8 34,4-49,1
KopurupaH koe(pULIMEHT Ha PUCKaA 0,61 -—--
95%CL (0,47-0,80) -—--
p-cToitHOoCcTa “
0,0003 -—--
[IpexuBsemocT 06€3 nporpecus
Menuana (Mecenu) 19,8 11,6
95% CI 16,7-22,8 10,8-14.3
KopurupaH koe(pULIMEHT HA pUCKaA 0,60 --
95% CI 0,51-0,72 P<0,0001 --
_p-value* --
PSA orrosop** Ha 6 meceua— N(%) 110 (27,7) 66 (16,8)
p-croifHOCcTa* <0,0001 --
PSA otrosop** Ha 12 mecena — N(%) 110 (27,7) 66 (16,8)
_p-croiiHocTra* <0,0001 --
Bpeme 00 pe3ucTeHTeH Ha KacTpalusa pak Ha
npocrarara ’
MenuaHa (Meceum) 20,2 11,7
95% CI (17,2-23,6) (10,8-14,7)
KopurupaH koe(pMILIHEHT Ha PUCKa 0,61 --
95% CI (0,51-0,72) --
 p-cToiiHocTa™ <(0,0001 --
Bpeme 10 KIMHUYHA nporpecus’
Menunana (MeceLu) 33.0 19.8
95% CI (27,3-41,2) (17.9-22,8)
Kopurupas KoepMLUHEHT Ha pUCKa 0,61 --
95% CI (0,50-0,75) --
| p-croiiHoCcTa* <0,0001
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Y IIpomeHnuBH 3a Bpeme no csoutue: Ctparuduumpan log-rank tecr.

[Ipomennueu 3a otrosop: ToueH Tect Ha Fisher

* p-CTOHHOCT 3a NEeCKpUNTHUBHA LIE.

** PSA orrosop: [IpocrarHo-cneumduyueH aHTHreH oTroBop: HUBo Ha PSA <0,2 ng/ml usmepeHo upes
JIBE TOCJIEIOBATEIHY H3MEPBAHUSA C MHTEPBAl HAH-MaIKO 4 CEAMMLH.

° BpeMe 10 pe3MCTEHTEH Ha KacTpallMa paK Ha NpocTarara = BpEMETO OT paHaoMu3auus 10 PSA
NpOrpecus UM KJIMHW4YHA Nporpecus (T.€., yBETHYEHHU CUMIITOMH OT KOCTHH METAcTas3H, MpOrpecHs
Criopell KpUTEPHMUTE 3a OLIEHKA Ha OTroBopa npu coiauaHu TymopH (Response Evaluation Criteria in
Solid Tumours, RECIST), unu KIMHUYHO BJIOLIABAHE MOPAAH pakK CIIOPE MpeLeHKara Ha
M3CJIe10BATEN ), KOETO OT ABETE HACTBITU MBPBO.

“ BpeMe 10 KJIMHMYHA ITPOrpecusi = BPEMETO OT paHAOMM3aLIMA A0 KJIMHUYHA nporpecus (T.e.
yBEJIMYEHU CUMNTOMH OT KOCTHM MeTacrasu; nporpecus crnopea RECIST; unu K1MHUYHO BlOLIABaHe
opajaM pak Criopej rnpeueHkara Ha U3cie10Baress).

Cmomauwien a0eHoKapyuHom

[IpoBeneHoO € MHOMOLIEHTPOBO, OTBOPEHO, PAHAOMM3UPAHO M3MMTBAHE 3a OLIEHKA Ha Oe30MmacHOCTTa H
e(pUKaCHOCTTA Ha JOLIETAKCEN MPH JICYEHUETO HA MALMEHTH C METaCTaTH4YE€H CTOMaLlEH
aJIeHOKapLMHOM, BKJIIOUYHMTENHO aleHOKapUMHOM Ha racrpoe3odareaiHara Bpb3Kka, KOUTO HE ca
MoJIy4aBaJlM NMpeay TOBa XUMHOTEpanus 3a MeTacTaTU4HO 3abonsaBane. OO0 445 naurentu ¢ KPS >
70 ca nexyBanu unu ¢ pouerakcen (T) (75 mg/m” Ha aen 1) B kom6bunauus ¢ uucnnarus (C)

(75 mg/m® Ha nen 1) u 5-dpnyopoypauma (F) (750 mg/m” n1HeBHO 3a 5 1HM), HIH LMCILIATHH

(100 mg/m?® Ha nen 1) u S-dnyopoypaumn (1 000 mg/m* qHeBHO 3a 5 aHK). BpemeTo Ha eueOHus
nukbi € 3 cenmuum 3a TCF pamoto u 4 cenmuim 3a CF pamoro. Meauanara Ha Opost LIMKIIH,
NPUIOKEHH Ha nauueHT € 6 (B auana3oH ot 1-16) 3a TCF pamMoTo, B cpaBHeHME ¢ 4 (B AHarna3oH oT |-
12) 3a CF pamorto. [IspBuuHara kpaitHa Touka € BpemeTo a0 nporpecus (I'TP). HamansgBaHeTo Ha
pHucka ot nporpecus e 32,1% u € cBbp3aHo ¢be 3HauUuTENHO no-Awiaro TTP (p = 0,0004) B mon3a Ha
TCF pamoto. O611ara mpexuBseMoCT CbILO € 3HauuTeNHO no-awvara (p = 0,0201) B mon3a Ha TCF
paMoToO, C HaMaJIsBaHE Ha PUCKa OT CMBPTHOCT ¢ 22,7%.

Pe3synrarure 3a edpukacHocT ca 060011eHH ¢ cieaHara Tabauua:

EdukacHOCT Ha AoLeTaKCe NPH JICHEHUETO HAa MALMEHTH ChC CTOMALIEH aIECHOKapLMHOM

Kpaiina Touka TCF CF
n=221 n =224

Menunana Ha TTP (mMeceun) 5,6 3.7

(95% CI) (4,86-5.91) (3,45-4.47)

KoeduuueHT Ha pUCK 1,473

(95% CI) (1,189-1,825)

*p-CTOMHOCTH 0,0004

MenunaHa Ha NpeXUBAEMOCT (MECELIU) 9,2 8.6

(95% CI) (8,38-10,58) (7,16-9,46)

2- roauiuHa oueHka (%) 18,4 8,8

KoepHuLueHT Ha pUCK 1,293

(95% CI) (1,041-1,606)

*p-CTOMHOCTH 0,0201

O6uwa crened Ha noBnusBaHe (CR+PR) (%) 36,7 25,4
 p-CTOMHOCTH 0,0106

[Iporpecupaio 3abossiBaHe KaTo Hai- 16,7 25,9

100Bp 06111 oTrosop (%)

* HecTtpatuduuupaH TecT 3a JOrapuTMHYHO NOAPEXKAAHE

[ToarpynoBuTe aHATMU3M MO BB3PACT, NOJI U paca ycToH4MBO ca B noJiza Ha TCF paMmoTo, p£Ppre SHCHT
CF pamoro.
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OcbBpeMEHEH aHaIu3 3a MPEeKHUBAEMOCTTa, NPOBEAEH ¢ MeIHaHa Ha BpeMeTo Ha npocnenssaHe 41,6
Mecella, Beye He MOKa3Ba CTaTUCTHYECKH 3HaUYMMa pa3/ivKa, BbIIPEeKU Ye BUHAru € 6un B nonsa Ha TCF

cxemara, U nokassa, 4e noa3ara ot TCF npen CF ce Habmonasa scHo mexay 18-a u 30-19 mecew OT
[poCJie/11BaHETO.

Karo usno, pesdynararure 3a kayecTBO Ha MBOT (QolL) M KJIMHMYHA 10J13a, CHCTEMHO IOKa3BaT
nonobpenue B nosiza Ha TCF pamoro. [Tauuentu, nekyBanu ¢ TCF umar no-aeiaro speme 1o 5%
OKOHYATEJIHO BJIoIIaBaHe Ha oOums 3apaBeH cratyc no QLQ-C30 swnpocHuka (p = 0,0121), u no-
ABJITO BpEME 10 OKOHYATEJIHO BJIOIlIaBaHe Ha cratyca no ckaitara Ha Karnofsky (p = 0,0088), B
CpaBHEHME C nauueHTuTe, nekyBaHu ¢ CF.

Pak na chasama u wuusama

. MHuaykuHOHHA XHMHOTEpanua nocieaBana ot Jibuerepanus (TAX 323)

be3zonacHocTTa M e(pUKACHOCTTA Ha JOLETAKCEN MpPH HHAYKLHUOHHO JIEYEHHE Ha TMalHEHTH CbC
CKBaMO3HOKJIeTbYeH KapuMHoM Ha riasata ¥ muaAta (SCCHN) ca oueHeHu BbB (pasza Il Ha
MHOTIOLIEHTPOBO, OTBOPEHO, paHaomu3upaHo u3nuTBaHe (TAX323). Ilpu ToBa npoyusaHe, 358
nmaluMeHTH ¢ uHornepadbuieH JokanHo HanpeaHan SCCHN, u o6wwo cserosaue no C30 craryc 0 unm 1,
ca paHJOMH3MpPaHU KbM €IHO OT JIBE€ TepaneBTHU4YHU paMmeHa. [lauueHTuTe B paMOTO Ha JOLETAKCE]
nonyuaBar pouerakcen (T) 75 mg/m® nocnensan ot umcnnarud (P) 75 mg/m® nocneaBanu ot 5-
dnyopoypaumn (F) 750 mg/m?* Ha neH kaTo HenpekbcHaTa MHBY3us 3a 5 1. Ta3u cxeMa e npuiaraHa
Ha BCEKH TPHM CEIMHMLM 3a 4 LIMKBJIA B Clydaii, ye e HaOnoaaBaH NOHE He3HAYUTENIeH OTroBop (= 25%
peOdyKLIMsi TNpW ABYM3MEPHO OMNpejaelieH pa3Mep Ha TyMopa) cnea 2 uMKbiIa. Ha kpasd Ha
XUMHOTEpAIMUATA, C MMHUMAJIEH MHTEPBaJl OT 4 CEAMULIM M MaKCMMaJleH MHTEpBal OT 7 CEIMMILIH,
NnalMeHTUTe uyMero 3abonsiBaHe He € mnporpecupano, ca noiayuyund nwpuerepanus (RT), cwriacHo
MpakTUKaTa no Mecra Ha JieyeOHuTe 3aBefeHus, 3a 7 ceamuuu (TPF/PT). [launeHTHUTE B CPABHUTEITHOTO
pamo nony4asar uucriatud (P) 100 mg/m? nocnensau ot 5-¢uyopoypaumi (F) 1 000 mg/m” Ha JeH 3a
5 nuu. Ta3u cxema e npujaraHa Ha BCEKH TPU CEAMHMLIM_3a 4 LIMKbIa B Cly4Yail, 4e € HaOIo1aBaH MnoHe
He3Ha4yuTeNeH OTroBop (> 25% penykuus Npu IBYW3MEPHO ONpenesieH pa3Mep Ha Tymopa) cien 2
HuKbia. Ha kpas Ha XUMHOTEpanusiTa, ¢ MUHMMAJIEH HHTEPBAT OT 4 CeAMHULIM U MAKCHUMaJIEH UHTEPBaJl
oT 7 ceaAMMLM, NMALMEHTUTE YHETO 3abo/IsiBaHe HE € nmporpecupano, ca noaydunu npuerepanus (RT),
ChIJIACHO TIPAKTHUKaTa M0 MecTa Ha Je4yeOHuTe 3aBenenus, 3a 7 ceamuum (PF/RT). JlokopernoHanHara
JIbYETEpAIUS € MPUJIoKEHa WK Yype3 KoHBeHUMoHaHa ppakums (1,8 Gy-2,0 Gy BEAHBX AHEBHO, 5 IHH
Ha ceaMuua 3a obma no3a ot 66 no 77 Gy), WK 4Ype3 YCKOpEeHH/XurnepppakLIHOHUPAHH CXEMH Ha
nbyerapanus (ABa ITbTH JHEBHO, C MUHMMAaJIEH MHTEpBal Mexnay (pakuuure oT 6 4aca, 5 JHHM Ha
ceamuua). O6umo 70 Gy ca npenopbyaHu 3a yCKOpeHHTe cxeMu H 74 Gy 3a xunepdpakLIHOHUPAHHUTE
CXxeMH. XHUPYpPrudyHO OTCTpaHsiBaHE € OWJIO MO3BOJIEHO CJIEA XHUMHUHOTEpanus, Npeau HIH Clel
npuerepanusTa. [Tauuenture B TPF pamoTo ca nmony4unu nepopaiHa aHTUOMOTHYHA NMPOGUIAKTHKA C
uunpoduokcauud 500 mg nBa nbTH AHEBHO 3a 10 AHM 3ano4Baiikyi OT 5-UA I€H HA BCEKH LIHKbJI, UIIH
ekBUBaJIeHT. [IbpBHUYHAT KpaiiHa TOYKa MpU TOBA Mpoy4BaHe, npexupseMoct 6e3 nporpecus (PFS), e
3HauyMTeNIHO mno-awira npu TPF pamoro cpasueno ¢ PF pamoro, p = 0,0042 (meauana Ha PFS:
ceoTBeTHO 11,4 cnpsimo 8,3 Meceua) ¢ obia MeaMaHa Ha BpeMeETO 3a npocieassaHe 33,7 Mecela.
MenuaHaTa Ha oflara NpeXUBSEMOCT ChIIO € 3HAYMTENHO Mo-BMcoka B noyiza Ha TPF pamoto B
cpaBHeHMe ¢ PF pamorto (Mmennana Ha OS: cwoTBeTHO 18,6 cripsamo 14,5 Mecenia) ¢ HamaissBaHe Ha pPUCKa
oT cMBPTHOCT ¢ 28%, p = 0,0128. Pe3ynrature 3a epukacHOCT ca npeacTaBeHU B Tabauuara no-aomy.

EdukacHocT Ha JolieTakcen Npyu HHAYKIMOHHO JIeYeHHe Ha MALMEeHTH ¢ HHONEepaOHuIeH JT0OKAJIHO
HanpeaHan SCCHN (Intent-to-Treat aHanu3s)

" KpaiiHa Touka Houerakcea +
| Cis +5-FU

n=177
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Menunana Ha BpeMe Ha MPEXHUBAEMOCT
6e3 nporpecus (MeceLu)

(95% CI)
|

]

KopurupaH koe(pMLHUEHT HA PUCK:
(95% CI)
*p-croitHocT

S P

S — SR ;
‘MenunaHa Ha IPEeXUBAEMOCT (MECELIH)

%(95% CI)

KoepuueHT Ha pHuCK
(95% CI)
**p-cTOMHOCT
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(65,1-78.8) (51,0-65,8)
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' MenuaHa Ha MPOABKUTETHOCT HA

MOBJIMSIBAHETO OT XUMUOTEpAIuA +
npyeTepanusa (MECELH)

(95% CI)

' KoeduueHT Ha puck
(95% CI)
**p-CTOMHOCT

15.7 t 11.7
(13,424.6) | (102-17.4)

0,72
(0,52-0,99)
0,0457

e e

KoeduumeHT Ha pucK no-MaJbK OT | € B NoJi3a Ha gouerakcen + uucnnatul + 5-FU
*Cox mozen (kopekiys 3a MACTOTO Ha nbpBHYHUS TyMOpP, T U N knuHuuHM cranuu 1 PSWHO)

** JlorapuTMHU4YHO TpaHCHOPMHUPAH PEHKOB TECT
*** Chi-square Tect

Hapwempu Hd Kd4ecmeomo Hd Huesom

[Taimnenture, nexkyBanu ¢ TPF noka3Bar 3HaYMTEIHO IMO-MaJKO BIOIIABaHE Ha TEXHMUA 001l 34paBeH
CTaTyc CpaBHEHO C Te3H, JiekyBaHu ¢ PF (p = 0,01, mo ckanara Ha EORTC QLQ-C30).

Knunuuno 3nauumu napamempu

Ckanara 3a OlLIEHKa Ha cTaTyca OTHOCHO noackanuTe 3a rjaBa U mus (PSS-HN), npenHasHa4veHu 3a
M3MEpPBaHE Ha pa3dupaeMoCTTa Ha roBopa, CNOCOOHOCTTAa 3a XpaHEHE Ha OOILUECTBEHHM MECTa,
HOPMAJIHOCT Ha JUeTara, € 3Ha4uTeNHo B nosns3a Ha TPF pamoro B cpaBenue ¢ te3u ot PF. Menuanara
Ha BpeMeTo 10 MbpBo BiomasaHe no C30 e 3HauuTenHo no-aniara B pamoro Ha TPF cpaBueHo ¢ PF.
CKOpbT HAa HHTE3UTETA HA OOJIKaTa ce MogoOpsaBa MO BpEME Ha JICYEHUETO B ABETE IPYMNH MOKa3BalkH

afleKBaTHO JieyeHue Ha Oonkara.

- MHaOyKIMOHHA XUMHOTEpanus nocneasada oT xumuonbsuerepanusa (TAX 324)

46




be3zonacHocTTa U €(UKACHOCTTA HA JAOLIETAKCE NMPU UHAYKLUMOHHO JIEYEHHE Ha MAUMEHTH C JIOKAJTHO
HaIpeJHaJl CKBaMO3HOKJIEThbUEH KapUMHOM Ha rnasara u wusta (SCCHN) ca ouenenu BeB ¢a3a 1l na
pPaHAOMHM3MPAHO, MHOIOLEHTPOBO, OTBOpeHO wu3nuTBaHe (TAX324). Ilpu ToBa mnpoyysaHe 501
naiyedTd ¢ nokanHo HanpenHan SCCHN, u obwmo cwerosuue no C30 craryc 0 wim 1, ca
paHAOMHM3HPAHU KbM €IHO OT JB€ TepaneBTUYHHU pameHa. [IpoyuBaHaTa nomnyaius BKJIIOYBa NaLMCHTH
C NpPaKTHYECKH HEBB3MOXXHO XHUPYPrMYHO OTCTpaHsBaHE€ Ha 3a00/IABAaHETO, MALlMEHTH C MaJKa
BEPOSATHOCT 3a XMPYPru4yHO Jie4EHHE U MALMEeHTH, MPH KOMTO CE LIE/IH 3ana3BaHe Ha opraHa. OLeHKara
Ha epukacHOCT U 6E30MacCHOCT ce€ OTHACS CaMo 3a KpalHUTE TOYKH Ha MPEXHBAEMOCT U HE CE OTHACH
o(pULMATHO 3a YCNIE€BAaeMOCTTa 3a 3alna3BaHe Ha OpraHHuTe.

[TauMeHTHTE OT paMOTO Ha jouerakcen nosayyasar gouerakcen(T) 75 mg/m? karo WHTpaBEeHO3Ha
uHQy3usa B neH |, nocneasaHa ot umcruiatuH (P) 100 mg/m? xato 30-MuMHyTHa a0 3-4acoBa
MHTpaBeHO3Ha HH(DY3Hd, TocaeABaHa OT NMPOABKUTEIHA HHTaBEHO3HA HHPY3Hs Ha S-(hyiyopoypauun
(F) 1 000 mg/m? Ha neH 3a 4 guu. LlMknuTe ca MOBTapsAHM BCEKH 3 CEAMHULM B MPOABIDKEHUE HA 3
UMKBJIA. Bcuuku naumeHTH, yuero 3abosisiBaHe He € IMporpecdpaio € TpsadBajio, MO MPOTOKOJ
(TRF/CRT), na nonyuar xumuoasderepanus (CRT). [lauueHTHTE OT CpaBHUTEIHOTO paMo MoJjiy4yaBarT
iucriatvH (P) 100 mg/m? karo 30-MUHYTHA 10 3-4aCOBAa MHTpaBE€HO3HA MH(DY3HsA Ha JeH 1, nocnensaH
OT TMPOIBbKHUTENHA WHTaBeHO3HA MH(Y3Hsa Ha S-payopoypauun (F) 1 000 mg/m? Ha neH 3a 5 OHH.
[[uknuTe ca NOBTapAHU BCEKH 3 CEAMMLM B NMPOABKEHHE Ha 3 LMKBIA. BCHYKH MalMEHTH, YUETO
3a0o/aBaHe He € nporpecupano e Tpsabsao, no nporokos (PF/CRT), na nonyuar CRT. Ilauuenture u
B JBET€ TepaneBTU4YHM paMeHa noay4asar 7 ceamuuv CRT cnen MHAYKLIMOHHA XHMHOTEparnus C
MHUHHMaJIEH UHTEPBAJI OT 3 CEIMULIM U HE MO-KbCHO OT 8 CeAMHULM ClIE] HAa4YaJI0TO Ha

nocneaHus UMKBI (0T 22 no 56 neH ot nocineaHusa UMKbI). [1o BpeMe Ha JibyeTepanusaTa € npuiaraH
BeAHBX ceaMHuHo kapborutatud (AUC 1,5) kaTto eqHoyacoBa MHTpaBeHO3HA MHPY3HA MAaKCUMYM 10 7
n034. JIbuerepanus € npuiaraHa ¢ MEraBoJITOBa anaparypa 4pe3 BeIHbX AHEBHO (pakuuoHupaHe (2
Gy Ha JieH, 5 IHHM Ha ceaMuia 3a 7 ceAMULH, ¢ obma no3a 70-72 Gy). Xupypru4HoTo OTCTPAHsABAHE HA
MbPBUYHOTO MACTO Ha 3a00JIIBAHETO W/WJIM LUIMATA € MOXKEO [a CE MMa MPEABU/L MO BCAKO BpEME ClIe
3apbpiiBaHe Ha CRT. BcHukyM nalMeHTH OT paMoTO Ha JOLETaKcen ca nojydyaBald aHTHOMOTHYHA
npodunaktuka. [TbpBruyHaTa KpakiHa To4ka 3a e(pMKacHOCT B TOBa NMpoy4YBaHe, obuara npexuBieMocT
(OS), e 3HauMTenHO Mo-Abiara (orapuTMu4Ho TpaHcdopMmupaH peHkoB Ttect, p = 0,0058) npwu
JolleTaKceN-Chabpkalara cxema cpaBHeHo ¢ PF (menuana Ha OS: 70,6 cipsamo

cpeano 30,1 mecena) ¢ 30% HamaneHue Ha pucka ot cMbpTHOCT B cpaBHeHue ¢ PF (HR = 0,70, 90%
nosepurenedH uaTepsan (CI) = 0,54-0,90) ¢ obma MegnaHa Ha Bpeme Ha npocieasiBade 41,9 meceuna.
BropuyHara kpaiiHa Touka, PFS, noka3sa 29% HamalieHHe Ha pUCKa OT MPOTrPeCHsl WKW CMBPT U 22
Mecela nogoopenne Ha meauanara PFS (35,5 meceua 3a TPF u 13,1 PF). ToBa € ¢bl110 CTaTUCTHYECKH
sHauyumo ¢ HR ot 0,71; 95% CI 0,56-0,90; norappurMuuHo TpaHcdopmupan peHkoB tecT, p = 0,004.
Pe3ynrarure 3a epUKacHOCT ca NnpeacTaBeHH B TaduLaTa no-ao.y.

EdukacHOCT Ha JouEeTaKCea NMPU UHAYKIMOHHO JIEYEHUE HA MALMEHTH C JIOKATHO HanpeaHanl SCCHN

(Intent-to-Treat aHann3)

{

' Kpaiina Touka HMouerakcea + Cis + 5- I Cis + 5-FU ;
| FU | n =246
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KoeduuueHT Ha puUck: 0,71




(95% CI) [ (0,56 —0,90)
**p-cTOMHOCT | 0,004

RS e

71,8 64,2
(65,8-77,2) (57,9-70,2)

e - e—— ——— e~ =

-
'Haii-nobpo obuo nosauasaue (CR + PR)
oT xumuotepanus (%)

(95% CI)

T T - s
|

***p-cTOHHOCT 0,070 |

'Hait-no6po o6uo nosnussane (CR + PR)
'OT JICYEHUETO B MNPOYYBAHETO 6.5 | 71 5

[xuMHoOTEpanus +/- u (70.8-81.5) (65.5-77,1)
XUMUoIb4eTepanus | %

(95%CI)

0,209

_-___.._.__
I
||

***p-cTOHHOCT

KoeduuMEHT Ha pUCK MO-MalbkK OT | € B mon3a Ha aouerakcen + uucruiatud + 5-FU

* HEeKOpUrUpaH JIOrapuTMUYHO TPaHCPOPMHUPAH PEHKOB TECT

** HEKOpUTHpaH JIOrapUTMHYHO TPAHCPOPMHUpPaAH PEHKOB TECT, HEKOPUIHpaH 3a MHOIOKpaTHH
CpaBHEHHUS

*** Chi-square Tect, HEKOpUrupaH 3a MHOIOKpaTHH CpaBHEHMS

NA — HeNpUJIOKHUMO

[leguaTpyyHa nomnyJiauus

EBponeiickara areHLMA 10 JieKapcTBaTa 0CBOOOKAaBa OT 3aAb/DKEHHETO [1a MPEACTABH PE3yJITATUTE
OT NPOYYBaHHUA C AOLIETAKCEN NMPU BCHUYKH MOATPYNHU OT NEAHAaTpPHYHATa MOMyJalys 3a NoKa3aHuATa
pak Ha repaara, HeApeOHOKIEeTbYEH OenoapoOeH pak, pak Ha nmpocrarara, CToOMalleH KapUHMHOM M pak
Ha rjiaBara M musaTa, 6e3 na sxirousa tvn Il u 111 no-manko gudepeHupas Ha3opapHHreaieH
KapLUMHOM (BX. To4ka 4.2 3a nHpopMaLus 3a neauaTpu4Ha yrnorpeda).

S.2 d®apMaKOKHHETHYHH CBOHCTBA

AbcopbLusPapMakOKMHETHKATA HA AOLETAKCEST € OLEHEHA NPU NMaUMEHTH C paK clel npujiaraHe Ha
20- 115 mg/m* no Bpeme Ha npoyusBanus ot ¢asza [. Kunernunusr npodun Ha nouerakcen e
J030HE3aBUCUM M CHOTBETCTBA HA TPMKOMITAPTUMEHTHUA papMaKOKHHETHYEH MOEI C MOJY»KHUBOT 32
da3ute a, B ¥ y (TepMUHATIHA) CHLOTBETHO 4 min, 36 min ¥ Mexay 11,1 yaca u 17,5 yaca npu B3eMaHe
Ha npoOH no 24 yaca. JlombJIHUTETHO NMPOYYBaHe, OLEHABAIIO (papMaKOKMHETHKATa Ha I0LIETAKCET IPH
nono6uu no3m (75 - 100 mg/m?) npu nauMeHTH, HO 3a MO-AbIbI MHTEPBAI OT Bpeme (Hax 22 AHH),
YyCTaHOBSIBa I1O-ABJIbI CPENIEH TEPMUHAJIEH €TUMHUHALMOHEH NonyXHBOT Mexay 91 u 120 yaca. KbcHara
ba3a ce OBIKM OTYACTH HA OTHOCHUTENHO OaBHUA e(AyKC Ha [OLETakcen OT nepudepHus
KOMITAPTUMEHT.

Pa3npeneneHue

Cnen npunoxeHue Ha no3a ot 100 mg/m? noa ¢popmara Ha eqHouacoBa HHGY3Hs, € MOJTYUYEHO CPEHO
NMUKOBO TJ1a3MeHo HUBO 3,7 ng/ml cbe chorBeTHa AUC 4,6 h. pg/ml. Cpeanure CTOMHOCTH Ha TOTAJIHUA
KJIMPBHC OT OpraHu3ma ¥ obeMa Ha pasnpefieJieHHe MPH CTALMOHAPHO CHCTOSHUE Ca CbOTBETHO 21
I/h/m2 u 113 |. WUHTEpUHAMBHAYya/THUTE Bapyalldd Ha TOTAJHMA KIMPBHC OT OpraHu3Ma ca
npubnusuTenHo 50%. Jlouerakcen € CBbp3aH ¢ Mia3MeHUTe NpOoTeHHH Hax 95%.

EnuMuHHMpaHe

[Ip1 TpUMa MAlLMEHTH C paK € MpOBENeHO MpoyusaHe ¢ MapkupaH ¢ '*C -mouerakcen. Jlouerakcen ce




BeuecTBo. Okos0 80% OT NOJYy4YEHOTO B U3NPaXKHEHUATA PAAHOAKTHBHO BELLIECTBO C€ EKCKpEeTHpa Mo
BpeMe Ha nmbpBUTE 48 4yaca noa ¢opmara Ha €MH IIaBeH HEaKTUBEH MeTa0OJIUT U 3 BTOPOCTEINEHHH
HEAKTUBHHU META00JINTa H MHOIO MAJIKH KOJIMYECTBA HEMPOMEHEH JIEKAPCTBEH MPOAYKT.

CrneuuanHy nonynauuu

Bw3pacm u non

[TonynauuoHeH ¢apMakOKMHETHYEH aHajiM3 € M3BBbPIIEH C JoueTakcen npu 577 TMaUUEHTH.
MapMaKOKMHETUYHHUTE NMapaMeTPH, ONIPEAEJIEHH Ype3 MOEesia ca MHOIO OJIM3KHU 110 TE€3H, NOJIYYE€HH MpPH
npoyuyBaHusTa (¢asza . DapmMakOKMHETHKATa Ha JIOLIETAKCENl HE C€ IIPOMEHs OT Bb3pacTTa WIH MoJja Ha

[Mallu€HTA.

Yeprnoopobro yapeosicoane

[Ipu Manbk Opoii naneHTH (n = 23) ¢ KIMHUYHU JaHHU OT OMOXUMUYHUTE U3CJIEABAHUSA, COYELLH JIEKO
10 YMEpPEHO yBpexaaHe Ha YepHonpobHara ¢pyHkuus (ALT, AST > 1,5 netu I'TH cBbp3aHo ¢ ankaiHa
docdaraza > 2,5 meti [ TH), 0O1MAT KNIMPBHC € HaMaJIeH cpeaHo ¢ 27% (Bx. Touka 4.2).

3aodvpoicane Ha meyHoCmu
KNUpBbHCHT HAa OOLIETAKCENl HE € MPOMEHEH MPH NMALMEHTH C JIEKa 10 YMEPEHa 3alipbXKKa Ha TEHHOCTH

A JIMINICBAT AAdHHH TIPH NALIUEHTH C TEXKKaA 34/1PbKKAd Ha TCHHOCTH.

KomOuHMUpaHa Tepanus

Hoxcopybuyun

Koraro ce u3nos3Bar B KOMOMHalMs, AOLIETAKCe] HE TMOBJIUABA KIUPbBHCA HA NOKCOPYOHLMH H
Ja3MEHUTE HUBA Ha AOKCOPYOMUMHON (MeTaboJuT Ha NOKcOpyOMUMH). PapMakKOKMHETHKaTa Ha
aoueTakcen, A0KCOpyOuUrH U uuknodochamua He ce NOBIKUABA OT EAHOBPEMEHHOTO UM IPUJIOKEHHE.

Kaneyumabun
[TpoyuBaHe ¢a3a I, ouensiBaiio edekra Ha KaneuuTabuH BbpXy (papMakOKMHETHKATa Ha JOLETaKCeN H

o0paTHOTO MoOKa3Ba, ye KarneluuTaOWH He BiIMse BbpXY (apmakokuHeTHKara Ha aoueTakcelsl (Cmax M
AUC) u pouerakcen HsaMa edekT BbpXy (apMakOKMHETHKAaTa Ha CBHOTBETHHS METa0OJIMT Ha
kaneuuTabuH HapeueH 5’ -DFUR.

Lucnnamun
KnupbHCBT Ha nonerakces npu KOMOMHHMpaHa Tepanus ¢ LMCIJIaTHH € NoA00eH Ha TO3H, HaOJiloAaBaH

npu MOHoTepanus. ®apMakOKMHETHYHUAT NPod Ui Ha LMUCIUIATHH, IPUIOKEH CKOPO ciie] HHPY3us Ha
nolerakcesn e nogodeH Ha To3M, HabJIAaBaH MNP LIMCIUIAaTUH KaTO MOHOTEparius.

Lucnnamun u 5-gpryopoypayun
KoMOMHMPAHOTO NpUIOKEHHUE HA JIOLIeTaKCell, LMCIUIaTUH U S-dayopoypauui npy 12 nauyMeHTH Cbe
COJIMAHK TYMOPH, HSIMa BIIUSIHUE BbPXY (papMaKOKMHETUKATA HAa BCEKU OTAEJIEH JIEKAPCTBEH MPOAYKT.

[Ipeonuson u dexkcamemasou
EdexThT Ha NpeaHHU30H BbPXY (papMaKOKMHETHKATA HA AOLETAKCEl, IPUIIOXKEH ChC CTaHapTHA

npeEMEAUKaLMA C NIEKCAMETA30H € HU3CJIEABAH IPH 42 MauueHTH.

[Ipeonuson
He e HabnmonaBaH edekT Ha NMpeAHU30H BbPXY (papMaKOKMHETHKATA Ha JOLIETaKCell.

5.3 Ilpeaxk/MHH4YHH JaHHH 3a Oe3onacHoOCT

KﬂpuHHGFEHHHHT NMOTEHLUHAI HAa A0LUETAKCEJl HE € U3CJICABAH.

JlokazaHo e, 4e JoLeTaKCeNn € FreHOTOKCHYEH M0 aHeYT€HEeH MYTareHeH NpH in vitro
TECT U TECT 3a XpoMo3oMHHU-a0epauuu BbpXy CHO-K 1 KJIeTKH ¥ NIpH in vivo MUKPOHYM/




MUILIKH. Tol obaue, He nMpeAU3BUKBA MYTAreHHOCT MPH TeCTa HAa Ames WIW MpHU TecTa 3a NeHHH
myTauuu CHO/HGPRT. Te3u pe3ynraru oTroBapaT Ha (papMakoJOrHyHaTa akTHBHOCT Ha 10LIETaKCell.
Hexenanure edekTd BbpXY TECTUCUTE, HAOMOAaBAaHM NMPU NMPOYyUYBAHUSA 3a TOKCUYHOCT NMpPH IpU3avyu
MpeanoJjiarar, 4ye J0LeTaKcesl MOXe 1a yBpeaH MbXKUS QEepTHIIUTET.

6. ®APMAIIEBTUYHHU IAHHH

6.1 CnUCcbLK HA NOMOILIHUTE BellecTBa

[Tonucopbar 80
be3Boa€eH eTaHo
JIMMOHEeHa KHCe/IMHa

6.2 HechbBMECTHMOCTH

To3u nekapcTBeH NpOAYKT He TpsibBa 1a ce cMecBa C APYry JIEKapCTBEHU MPOAYKTH, C U3KJIIOYEHHE Ha
MOCOYEHHUTE B TOUKA 6.6.

6.3 Cpok Ha roaHocCT

HeotBopeH (iakoH
24 meceua

Cnen oTBapsiHe Ha (JiakOHa

Bceku ¢pnakoH e 3a eqHOKpaTHa ynorpeba v TpsaOBa 1a 6bae U3nosi3BaH He3abaBHO Clie/l OTBAPAHETO
My. AKO He € W3M0J13BaH He3a0aBHO, BPEMETO M YCIIOBHATA Ha CbXpaHEHHWE M0 BpeMe Ha ynorpeba ca
OTrOBOPHOCT Ha NoTpeduTEI.

Cnen npubaBsiHe KbM MHOY3UOHHMS CaK

Ot MUKpOOHOJIOrMYHA IJieHA TOYKa pa3pexaaHeTo TpsAOBa na Obae HarnpaBeHO MPH KOHTPOIHUPAHH H
acernTHUYHH YCJIOBHS H JIEKAPCTBEHUAT MPOAYKT TpAOBa 1a 6bAe H3noJ13BaH He3a0aBHO. AKO HE € H3I0/13BaH
He3ab0aBHO, BPEMETO H YCJIOBHATA HAa CbXpaHEHHKE No BpeMe Ha ynotpeba ca OTTOBOPHOCT Ha NOTPEOUTENS.
Benuwx npubaBeH, KakToO € Mpernopbpb4aHo B MH(Y3MOHHMSA cak, JAOLIETaKkcesl HWHQY3HMOHEH pa3TBOp €
crabuneH 12 yaca B vHy3HOHHaTa OyTHIIKaA MIIH CaK, ako ce cbXxpaHsaBa noa 25°C. Tpabsa na ce usnonssa
B paMKHUTE Ha 8 yaca (BKJIIOYHMTENIHO eJHOYacoBaTa MHTPaBeHO3Ha HHQY3HUA ).

OcBeH ToOBa (pu3MYecKaTa M XMMHMuYeckaTa CTa0WJIHOCT B MEpUOJa HAa H3MOJ3BaHE HA WH(QY3HOHHHSA
pa3TBOp, MPUIrOTBEH CIOPE] MPENOPBKHUTE, J0Ka3aHa B CakoBe M OyTHJIKH, kouTO He ca oT PVC, e no 48
yaca, Koraro ce cbxpansBa Mexnay 2 no 8°C.

Jlouerakcen MH(PY3HOHEH pa3TBOP € NMPECHTEH, NMOpaan KOETO MOXKe 1a KpUCTAIM3Upa C BpEMETO. AKO C€
MOABAT KPUCTAIH, pa3TBOPBLT He TpAOBa na Obae M3MOA3BaH U TPsAOBA 1a ce U3XBBPIIH.

6.4 CneuMajHH YyCJIOBHS HA ChbXpPaHeHHe

Jla ce cvxpansaBa noxn 25°C.
Jla ce cbXpaHsBa B OpUIrMHA/IHATa OMAKOBKa, 3a J1a Ce MPeana3yt OT CBETJIMHA.

3a yC/IOBHATA Ha ChXPaHEHHUE ClIE pa3pek/aHe Ha JIEKapCTBEHUA NMPOAYKT BHXKTE TO4YKa 6.3.

6.5 Bua 4 chbabpkanve Ha ONMAaKOBKAaTa

KOHLIEHTPAT 3a HH(Y3UOHEH pa3TBOp B OINAKOBKA.
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80 mg/4 ml: 6 ml 6e3uBereH cTbkieH (uiakoH (Tun I) ¢ 20 mm cuBa xJI0poOYTHJIOBA rYMEHA 3aImyLuanka
¢ TedJIOHOBO NMOKPHTHE, aTyMHHHEeBa oOkarka W oTyynBawa ce kanayka. Enun ¢aakon ¢ 4 ml
KOHLIEHTPAT 3a HH(}Y3HOHEH pa3TBOP B OMAKOBKA.

160 mg/8 ml: 15 ml Ge3usereeH crbkneH ¢uakon (tunm I) ¢ 20 mm cuBa xJOpoOyTHIIOBA ryMeHa
3anylianka ¢ TegJOHOBO NMOKPUTHE, AlyMHHHEBa o0KaTka M OTuYymnBalla ce kanayka. EquH ¢uakoH ¢

8 ml KkOHUEHTpaT 3a UH(PY3UOHEH pa3TBOP B ONAKOBKA.
He Bcuuku BMAOBE ONMAKOBKH MOrar aa Obaar nycHaTuHa nasapa.
6.6 CneunajHM npeanasHH MepPKH NpPH H3XBbPJsAHe H padoTa

Jlouerakcen € aHTUHEOIUIACTUYHO CPEACTBO M, KAKTO U INPH APYrd NOTEHLIMAJIHO TOKCUMYHH BEIIECTBA,
e HeoOX0IMMO MOBUIIIEHO BHUMaHKE NMpU padoTa U NMPUroTBsiHE Ha pa3TBOPH Ha JOLIETAKCE.
[IpenopbuBa ce U3MOJI3BAHETO HA PbKAaBHULIH.

AKO KOHLIEHTPATbT WKW HHPY3MOHHHUAT pa3TBOP Ha JOLETAKCEN BJie3€ B KOHTAKT C KOXKara, \3MHUHTE
ro He3a0aBHO M CTapaTeNHO C BOJIa M canyH. AKO KOHUEHTPAThT Wi HHPY3MOHHHUAT pa3TBOP Ha
NOLIeTaKCell Bjie3e B KOHTAKT C JIMraBULIM, U3MUITE ro He3abaBHO U cTapaTe/iHO € BOA.

[loaroTroBKa 3a HHTPABEHO3HO NMPUJIOKEHHE

IIpucomesne Ha uH@y3uonHus pazmeop

He n3noJi3BaiiTe ApYyru JieKapcTBeHH NMPOAYKTH € A0LETAKCeN, ChAbpKallH 2 ¢iraKkoHa
(KOHLIEHTPAT H Pa3TBOPHUTE.) € TO3H JieKapcTBeH npoaykT, Jouerakcean Hosamen 20 mg/mli
KOHLEHTPAT 32 HHPY3HOHEH Pa3TBOP, KOKHTO chbabpka camo 1 paakon (20 mg/1 ml, 80 mg/4 ml,
160 mg/8 ml).

JMouerakce KOHUEHTPAT 32 HH(Yy3HOHeH pa3TBop HE H3HcKBa npeABapHTEJHO pa3TBapsHe ¢
Pa3TBOPHTEJ H € rOTOB 3a J00aBsiHe B pa3TBOPa 32 HHQPY3HSA.

Bceku d1akoH e 3a eqHOKpaTHa ynotpeba u TpsaOBa a ce u3nosi3sa He3abaBHoO.

AKxo0 (G1aKOHUTE ca ChbXpaHABaHH B XJIAAMJIHUK, OCTaBeTe HEOOXOAMMHUsl OpPOH KyTHH JOLIETaKCe!l
KOHLIEHTpAT 3a UH(Y3MOHEH Pa3TBOP [a NPECTOAT 5 MUHYTH npenu ynorpeba noxa 25°C. Moxe na ca
HeoOXxoaMMHU roBeye oT | (p1akoH JoueTakces KOHLEHTPAT 3a HHPY3MOHEH pasTBoOp, 3a /1a C€ NOoJIy4H
HeoOxoaMMara 3a naiMeHTa 103a.

ACENTUYHO U3TErNIETE HEOOXOAUMOTO KOJIMYECTBO NOLIETAKCEN KOHLEHTPAT 3a HH(Y3HOHEH pa3TBOp,
KaTo W3MoJI3BaTe rpajyupaHa cnpuHuoBka ¢ urna 21G.

B Joueraxcea Hosamen 20 mg/ml ¢p1axkoH, KOHUEHTpauHUATa Ha aouerakcen e 20 mg/ml.
Heo6xonuMusaT o6em noueTakces KOHLEHTPAT 3a HH(Y3HMOHEH pa3TBop TpsaOBa na obae
WHXXEKTHPAaH C eJHOKpaTHA HHXeKLUA (eaHo BnpbckBaHe) B 250 ml uH(pYy3HOHEH cak, ChAbpXKalll WIH

5% pa3TBOp Ha rIoko3a wiu 9 mg/ml (0.9%) pa3TBOp Ha HaTPUEB XJIOPH 3a HHDY3HA.

AKo e HeoOxoauma a03a no-rojsMa ot 190 mg nouerakcen U3Non3BaiTe no-roasiM o6emM HHPY3HOHEH
HOCHUTEJI TaKa, 4ye Ja He ce HaJBHIIaBa KoHleHTpauuaTa 0,74 mg/ml nouerakcern.

CMecere KaTo paskiaiiare ¢ pblie HHQY3HOHHHUS cak WK OaHKa.

MHY3HOHHUSAT CaK ¢ pa3TBOp TpAOBaA Aa ce M3Mosi3Ba B paMKHTe Ha 24 yaca noa 25°C
eflHO4YacoBaTa UH(Y3Hs Ha MalMeHTa. ‘§3>
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KakTo npu BCHYKH NapeHTEPAIIHU MPOAYKTH, pa3TBOPBT 32 HHGY3HA AoLieTaKces TpsAabdBa aa ce
NPOBEPH BU3YalHO Npeau ynorpeda, KaTo pa3TBOPH ChbABbPXKALUM yTalKa TpsOBa 1a c€ U3XBBPJIAT.

Heusznon3BaHUAT IEKAPCTBEH NPOAYKT WM OTNIAAbYHUTE MaTepUalii OT HETO TPAOBA J1a Ce U3XBBPJIAT
B CbOTBETCTBUE C MECTHMTE U3UCKBaHHUA

7 NPUTEXATEJI HA PASPEILEHHUETO 3A YIIOTPEBA

Hosamen Tpeiaunr OO/]
yn."®unun MakenoHckn"Ne 37

[InoBouB 4000
bbirapus

8. HOMEP(A) HA PABPELLUEHHUETO 3A YIIOTPEBA

Per. Ne 20190146

9. JATA HA NbPBO PABPELLIABAHE/ITOJHOBSABAHE HA PABPELLIEHHETO 3A
YINIOTPEBA

Jlara Ha nbpBO pa3zpeieBane: 19.06.2019
Jlara Ha nocneaHo NOoJHOBABAHE:

10. JATA HA AKTYAJIUBUPAHE HA TEKCTA

®espyapu 2024 r.




