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OIIMCAHHUE U30BPETEHHUSA
2420-566956EA/026
JEYEHUE METACTATHYECKOH OITYXOJIN T'OJJOBHOI'O MO3TA IIYTEM
BBEJIEHHSA KOHBIOT'ATA AHTUTEJIO-JIEKAPCTBEHHOE CPEJICTBO

O0aacTb TEXHUKH, K KOTOPOIi 0OTHOCUTCSI H300peTeHue

[0001]

Hacrosimee wn3o0pereHre OTHOCHTCS K TEPAaNeBTUYECKOMY CpPEACTBY IS JICYEHUsI
METAaCTaTUYECKOH OIMyXOJM TOJIOBHOIO MO3ra, BKJIOYANOINEMY CHeru(pUYecKuil KOHBIOTAT
AHTHUTENIO-JIEKAPCTBEHHOE CPEICTBO, W/WIM K CIOCcOO0y JIEYEHHs METACTaTHYECKOW OIMyXOJIH
TOJIOBHOT'O MO3Ta, BKJIFOYAIOIIEMY BBEICHHE CYOBEKTY CEMU(PUIECKOr0 KOHBIOTATa aHTUTEIO-
JIEKapCTBEHHOE CPEJICTBO.

IIpeanocbiiku co3aaHust H300peTeHUs

[0002]

MeracraTiuyeckasi OMyXOJb TOJIOBHOIO MoO3ra mpencrtaBisier coboii 3aboneBaHue,
KOTOPOE Pa3BUBAETCS, KOT/Ia MEPBUYHBIN paK METACTA3HPYET B TOJIOBHOW MO3T, U U3BECTHO, UTO
OHO Bo3HHUKaeT y 20-40% naiueHToB, CTpaJaroIiix pakoM. MetacTtazupoBaHue paka B TOJIOBHOM
MO3T HE TOJIbKO CYIIECTBEHHO BJIUSET HA MPOTHO3, HO TAK)KE IPUBOIUT K 3aMETHOMY CHIKEHHUIO
Ka4yecTBa JKU3HH, M TMO3TOMYy HeoOxommma paspadotka 3¢¢eKkTUBHOro crocoda JIedeHHs
METaCTaTU4IEeCKOH OIMyXOJH rojoBHoro Mosra (HenaTenTHbie HOKyMeHTHI 1, 2).

[0003]

B kauectBe mpumepa MEpBUYHOIO paka AJsl METACTaTUYECKUX OMYyXOJeHd TOJOBHOIO
MO3ra MOJKHO yKa3aThb PakK JIETKOTO, pak MOJIOYHOH »Keje3bl, MEJAaHOMY, MOYEYHO-KIETOYHBIN
paK, pak MOYKH, KOJIOPEKTAIBHBIN pakK, paK >KeJlyaKa, pak roJOBbI U LIEH, relaToLeIUTFOJISIPHBINA
pak, pak IEYeHH, paK SMYHUKA, pPaK IPeNCTaTeIbHON >KeNe3bl, pak MOYEBOrO Iy3bIps, pak
NOJKETYAOYHOM JKene3bl, pak OSHIAOMETPHUS, pPaK IMUTOBUIHON >KeJe3bl, 3JIOKAUYECTBEHHYIO
mumpomy u capkomy. M3BECTHO, UTO U3 BBILIEYKA3aHHBIX OCOOEHHO METACTATHUECKUE OMyXOJIH
TOJIOBHOT'O MO3ra, BO3SHHUKAKOIIME M3 pakKa JIETKOrO, PaK MOJIOYHOW >Keie3bl M MEJaHOMBI B
Ka4yeCcTBe MEPBUYHOIO paka, MPUCYTCTBYIOT B OojbmIOM mpoueHTe ciydaeB (HemateHTHbIe
TOKYMEHTHI 1, 2).

[0004]

Uro kacaercs IeUeHHs] METACTATHYECKUX OMyXOJIel rOJOBHOTO MO3Tra, BO3HUKAIOIINX H3
paka JIETKOro B Ka4deCTBE NEPBHYHOTO PaKa, M3BECTHO O KIMHMYECKHX HCCIIEIOBAHUSIX C
ucrnions3oBanueM redpurtuanba (HemarenTHbI nokymeHT 3), spnotuanOa (HemareHTHBbIH
nokymeHt 4), aparunnOa (HenartenTHbli nokymeHT 5) m ocumeptuHnOa (HemareHTHBIN
IOKYMEHT 6), KOTOpBIE SIBJSIFOTCSI HHTHOUTOPAMH THPO3MHKHMHA3BI PELENTOPa SMUASPMAIBHOTO
dakropa pocra (EGFR), u xpusoruanba (HenmateHTHBII TOKYMEHT 7), KOTOPBIH MPEICTaBIIsIeT
coboii uarudbutop ALK, nmm 1.11.

[0005]

Uro kacaercs IeUueHHsI METACTATUYECKUX OMyXOJIel MOJOBHOTO MO3ra, BOSHUKAIOLINX U3

paka MOJIOYHON JKeJie3bl B KadeCTBe NEPBUYHOIO pPaka, HMU3BECTHO O KIMHHUYCCKHUX



WCCJIEIOBAHMSIX C UCIOJB30BAaHUEM TpacTy3ymabda, KOTOpbeld mpexacrasisier codoi antu-HER2
antureno (HenareHTHbli nokyMeHT 8), W jamaTHHMOA, KOTOPBI MpencTaBisieT COOOM
UHTUOUTOpP TUPO3MHKMHA3BI PEeLenTop snuaepMaibHoro ¢akropa pocra 2 yenoseka (HER2)
(HenaTeHTHBIN TOKYMEHT 9), WK T.IL.

[0006]

Uro kacaercs JeueHHs] METaCTaTUYECKUX OIMyXOoJiel FOJOBHOTO MO3ra, BOSHUKAIOLINX U3
MEJIAHOMBbl B KauyeCTBe IIEPBUYHOTO pPaka, M3BECTHO O KJIMHHUYECKUX HCCIENOBAHUAX C
UCTIOJIB30BaHHEM  BemypadeHnOa, KOTOpbId mpeacraBisieTr coboit  uHruOutop BRAF
(HenatenTHbii fokymeHT 10), witu T.11.

[0007]

OnHako 3TH JIEKAPCTBEHHBIE TEPANUU HE ObUIM YTBEPKIEHBbI B KAUECTBE CTAHIAPTHBIX
TepaIui, U JlyueBasi Tepanus U XUPyprudeckoe JIEYCHUE CUUTAIOTCS TIEPBBIM BHIOOPOM.

[0008]

Konsbtorar antuteno-nekapcTBeHHoe cpenctso (ADC), comepskammuii JieKapCTBEHHOE
CPEACTBO € LUTOTOKCHYHOCTBIO, KOHBIOTHPOBAHHOE C AHTUTEJIOM, CIIOCOOHBIM K CBSI3BIBAHHUIO C
AHTUT€HOM, >KCIPECCHPYEM Ha MOBEPXHOCTH PAKOBBIX KJETOK, U MHTEPHAIHM3ALHMU B KIJIETKH,
MOJKET IOCTABJIATH JIEKAPCTBEHHOE CPEICTBO CEJIEKTUBHO K PAKOBBIM KJIETKAM, M, TaKUM
00pa3oM, MOXKHO OJKHIATh, YTO OH OY/ET BBI3bIBATH AKKYMYJISILIHIO JIEKAPCTBEHHOTO CPE/ICTBA B
PaKOBBIX KJIETKaX U yOMBaTh pakosble kieTku (HenarentHele nokyments! 11-15).

[0009]

B kagecTBe OZHOrO TAKOro KOHBIOTATa AHTHUTEJO-JIEKAPCTBEHHOE CPEACTBO H3BECTEH
KOHBIOTaT AHTHUTEJO-JIEKAPCTBEHHOE CPENCTBO, BKIIIOYAIOIUI B KaueCTBE €ro KOMIIOHEHTOB
AHTUTEJIO U TPOU3BOJHOE DSK3aTE€KaHA, KOTOPOE SBJISIETCS WHIHOUTOPOM TOMOH30Mepasbl I,
(ITatentHble mokymeHThl 1-5, HematenTHble moKyMeHTBHI 10-19). DTH KOHBIOraThbl aHTHUTENO-
JIEKApCTBEHHOE CPENCTBO, KOTOpbIE IEMOHCTPUPYIOT MPEBOCXOAHBIN MPOTUBOOIYXOJEBBIN
3¢ dexT 1 6e30MacHOCTh, B HACTOSIIEE BPEMsI HAXOISATCS B CTAAMK KIMHUYECKUX UCCIIEIOBAHMIA.

[0010]

JUtsi JIeYeHusT MeTaCTaTHMYeCKHX OIMyXOJied TOJIOBHOTO MO3Ta C HCHOJb30BAHUEM
KOHBIOTaTa aHTUTENIO-JIEKAPCTBEHHOE CPEACTBO M3BECTHO O IOKJIMHMYECKHX M KIMHUYECKUX
UCCIIEIOBAHMAX JICUCHHUSI METACTATUYECKUX OIyXOJIEH TOJIOBHOIO MO3Td, BO3HUKAIOIIHNX U3 paKa
MOJIOYHOH JKeJie3bl B Ka4eCTBE MEPBUYHOIO PaKa, C MCIOJIb30BAaHIEM TPacTy3yMada SMTaHCHHA,
KOTOpbIi mpexactaBisier coboit kombrorar aHTu-HER2 aHTHTENO-NEekapcTBEHHOE CPEncTBO,
COIep KalINii, B KadecTBe KOMIOHEHTa, DM, KOTOpbIi sBiseTCsS WHTHOMTOPOM TYOyJIHMHA
(HenatenTHbie noKyMeHThI 20-23).

IlepeyeHb CCHLIOYHBIX JOKYMEHTOB

ITaTenTHas nureparypa

[0011]

ITaTenTHbli fokyMeHT 1: MexxayHaponHas nmyomukanus Ne WO 2014/057687

ITaTenTHbIi fOKyMeHT 2: MexxayHaponHas nyomukamust Ne WO 2015/098099

ITaTenTHbi fOoKyMeHT 3: MexxayHaponHas nyomukanus Ne WO 2015/115091



[TarenTHbIl fokyMeHT 4: MexxnyHaponHas myonmkarus Ne WO 2015/155998

ITaTenTHbli fOKyMeHT S5: MexxayHaponHas nmyomukamust Ne WO 2018/066626

Henarentnas nutepatypa

[0012]

HenarenTHeiii nokyment 1: Lorenzo R., et al., Ther Adv Med Oncol. 2017 Dec; 9(12):
781-796.

HenarenTtHsiii nokyment 2: Rahmathulla G., et al., Journal of Oncology 2012, Article ID
723541.

HenarentHsiii nokyment 3: Kim J-E., et al., Lung Cancer 2009; 65: 351-354.

HenarenTHsiii nokyment 4: Iuchi T., et al., Cancer 2013; 82: 282-287.

HenarentHsiii nokyment 5: Hoftknecht P., et al., J. Thorac. Oncol. 2015; 10: 156-163.

HenarentHsiii nokyment 6: Ahn MJ ., et al., Eur. J. Cancer 2015; 51: S625-S626.

HenarentHsiii nokyment 7: Costa DB, et al, J. Clin. Oncol. 2015; 33: 1881-1888.

HenarenTHsiii nokyment 8: Bartsch R, et al., J. Neurooncol. 2007; 85: 311-317.

Henarentnsiii nokyment 9: Lin NU., et al., Clin. Cancer Res. 2009; 15: 1452-1459.

Henarentnsiii nokyment 10: Dummer R, et al., Eur. J. Cancer 2014; 50: 611-621.

HenarentHsiii nokyment 11: Ducry L., et al., Bioconjugate Chem. (2010) 21, 5-13.

Henarentneii nokyment 12: Alley S. C,, et al., Current Opinion in Chemical Biology
(2010) 14, 529-537.

HenarenTHeiii nokyment 13: Damle N. K., Expert Opin. Biol. Ther. (2004) 4, 1445-1452.

Henarentneiii nokyment 14: Senter P. D, et al., Nature Biotechnology (2012) 30, 631-
637.

HenarenTHeiii nokyment 15: Howard A, et al., J Clin Oncol 29: 398-405.

HenarentHsiii nokyment 16: Ogitani Y., et al., Clinical Cancer Research (2016) 22(20),
5097-5108.

Henarentnsiii nokyment 17: Ogitani Y., et al., Cancer Science (2016) 107, 1039-1046.

HenarentHsiii nokyment 18: Doi T., et al., Lancet Oncol 2017; 18: 1512-22.

HenarentHsiii nokyment 19: Takegawa N, et al., Int. J. Cancer: 141, 1682-1689 (2017)

HenarentHsiii nokyment 20: Bartsch R, et al., Clin. Exp. Metastasis (2015) 32:729-737.

HenarentHsiii nokyment 21: Askoxylakis V., et al., J. Natl. Cancer Inst. (2016) 108(2):
djv313.

HenarentHsiii nokyment 22: Ricciardi GRR , et al., BMC Cancer (2018) 18:97.

Henarentrsiii nokymenT 23: Okines A., et al., Breast J. 2018; 24:253-259.

CymHocTb H3o0pereHust

TexHuueckas 3agada

[0013]

Huszkomonekynsipaple  COSNMHEHHsT W AHTUTENa  HCIOJNB3YIOTCI B KA4eCTBe
TEePANeBTHUECKUX CPENCTB TMPOTHB paka, HO OHH OOBIMHO TPYIHO MPOXOISAT Uepe3
remarosHuedanuuecknii  OGappep (I'Db). B uacTHOCTH, TMOCKOJNBKY aHTHTENA HMEIOT

YPE3BbIUAMHO BBICOKYK) MOJIEKYJSIPHYKO MacCy, IO CYIIECTBY HENb3s OXUAATh, YTO OHU



npoiayT yepes rematosHuedammueckuii 0apeep (Bendell JC., et al., Cancer 2003; 97 (12):2972-
7). C npyroii CTOPOHBI, €CTh COOOIIEHHE O TOM, YTO aHTHUTEJIO, BBOAUMOE BHYTPHUBEHHO C IIEJIBIO
JIeUCHHUSI METaCTaTHYECKOM OITyXOJIN T'OJIOBHOT'O MO3Ta, NPOXOAMIIO  uepes
remarosHuedanuuecknii 6aprep (Tamura K., et al., J. Nucl. Med. 2013; 54(11):1869-75).
[IpuunHa 3TOrO 3aK/OYAEeTCs B TOM, 4YTO TeMarodHiedaanueckuit OGapbep ObUT paspylueH
OIyXOJIbIO, KOTOpasi METacTa3upoBaja B MO3I, M, TakMM 00pa3oMm, CIIOCOOHOCTb AaHTHUTENA
MUTPHPOBATH B MO3T OTHOCUTEJIBHO YBEIUYHIIACS.

[0014]

OnHako mMeeTcsi COOOIIEHHEe O TOM, YTO JaKe B Cilydae, Korna uHTparepeOpaiibHbie
KOHIIEHTPAILMH HHU3KOMOJIEKYJSIPHOTO COEAMHEHUS] M AHTHTENa TOKa3bIBAJIU CYIIECTBEHHBIE
3HAYEHMsI, OXKMIAEMbIH TepareBTHUeCKuii 3¢dexkT He ObL1 AOCTHrHyT. [lpuuuHa 3TOrO
3aKJIIOYAETCS B TOM, YTO OIMYXOJb, METACTA3MPOBABIIAsI B MO3T, MPHOOpeNa JEKapCTBEHHYIO
PE3UCTEHTHOCTh (HANpUMeEp, T€HHAsi MyTallus, BJIMSONIAs Ha HUCXOMSIIYIO CHUTHAIM3ALUID U
MEXaHU3Mbl 3JIUMHHALIMN JIEKAPCTBEHHOrO CPENCTBA WM T.I., TaKWE KaK TJIMKOMPOTeUH P)
(Saunus JM., et al., J. Pathol. 2015; 237:363-78, Brastianos PK., et al., Cancer Discov. 2015;
5:1164-77).

[0015]

Kpome Toro, Tak:ke M3BECTHO, YTO MEKAY OMYXOJIbK), METACTA3UPYIOIIel B T'OJIOBHOM
MO3T, ¥ HOPMaJIbHBIMH TKaHSIMH B TOJIOBHOM MO3re 00pa3yeTcsi reMaTo-0MyXoJIeBbiii Oapbep, B
pe3yJbTaTe uHero mosBisieTcs JekapcrBeHHas pesucreHTHOCTh (Quail DF. Et al., Cancer Cell
2017; 31:326-41).

[0016]

Ilenpto HACTOSIILErO M300pPETEHHUsI SIBJIAETCS MPOBEPKAa TOTO, MPOXOAUT WJIH HET
crneuu(pUIecKknii KOHBIOTAT AHTHUTENO-JIEKAPCTBEHHOE CPEICTBO, BKIJIIOYAIOIIMN B KauyecTBe
KOMITOHEHTa MPOM3BOIHOE HK3aTEKaHa, Yepe3 reMaTodHuedanudeckuil 6apbep U MposiBIseT WK
HET OH HaJJIEKAIMi MPOTHBOOIMYXOJEBbIH 3PPEKT HA METACTATHYECKYIO OMYXOJb TOJOBHOTO
MO3ra, KOTopasi npenodpesna JeKapCTBEHHYIO PEe3HCTEHTHOCTh. Kpome Toro, eme OfHOM Lenbo
SIBJISIETCS OOeCreYeHne TEePaneBTUYECKOr0 CPeACTBa IS JICUEHUS METACTaTUYECKOU OMyXOJu
T'OJIOBHOT'O MO3Ta, BKJIFOYAIOIIEro KOHBIOraT aHTUTENO-JIEKAPCTBEHHOE CPEACTBO, W/WK criocoda
JICYSHHUsT METACTATHYECKONH OMyXOJHM TOJIOBHOIO MO3Td, BKIIFOYAIOIIErO BBENEHHE CYOBEKTY
KOHBIOTaTa aHTUTENIO-JIEKAPCTBEHHOE CPENCTBO.

Pemenue 3anaumn

[0017]

B pesynbraTe BCECTOPOHHHMX HCCIIENOBAHWM NSl PEIIEHHs] YKa3aHHBIX BbIIIE 3a1ad
aBTOPBI HACTOSIIETO H300peTEeHHUs] OOHAPYKHIIH, YTO CrEU(PUYeCKUil KOHBIOTaT aHTUTEJIO-
JIEKApCTBEHHOE CPEICTBO, BKIIIOYAIOIINN B KaueCTBE KOMIIOHEHTa IPOHM3BOJHOE 3K3aTEKaHa,
JIEMOHCTPUPYET OTJIHYHBIA MPOTHBOOMYXOJEBbI 3(P(PEKT Ha MeTacTaTU4YeCKUe OMyXOJn
TOJIOBHOT'O MO3ra, CO3/1aB, TAKMM 00pa30M, HaCTosLIee H300peTeHNnE.

[0018]

Takxum oOpa3om, HacTosiee n3o0peTeHne odecneunsaet cienyroiee [1]-[272].



[1] TepameBTHUECKOE CPEACTBO IJIsl JIEUEHUS METACTaTUUECKOM OIMyXOJU TOJIOBHOTO
MO3ra, CofeprKalllee B KaueCTBE aKTHBHOIO KOMIIOHEHTAa KOHBIOTAT AHTUTEJO-JEKapCTBEHHOE
CPEICTBO, B KOTOPOM KOMIIOHEHT JIEKAPCTBEHHOE CpPEICTBO-JIMHKEP, MPENCTABIICHHBIN

cnenyrotei Gopmyioit:

[0019]
[Popmyna 1]
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[0020]

rae A mpencTaBisieT COOOH MOJIOKEHNE CBSI3BIBAHUS C AaHTUTENIOM,

KOHBIOTHPOBAH C aHTUTEJIOM 4Yepe3 THOI(PUPHYIO CBSI3b.

[2] TepaneBTHUeCKOE CPENCTBO B COOTBETCTBUMU € M. [1], rae mepBUYHBIA pak A
METACTaTUYECKOW OMYyXOJIU T'OJIOBHOTO MO3ra SIBJISIETCS MO MEHBLIEH Mepe OTHUM, BBIOPAHHBIM
U3 TPYIIbL, COCTOSINEH K3 paka MOJOYHOM JKEJIe3bl, paka JIErKOTO, MEJIAHOMBI, IMOYE€UYHO-
KJIETOYHOI'O paka, paka MOYKH, KOJOPEKTAJbHOIO paKa, paka >Kely[Ka, paka TOJOBbl U LIEH,
renaToLe/UTIOJIIPHOTO paKa, paka MEeYeHH, paka sSIMYHUKA, paka NpPeACcTaTeIbHOM JKene3bl, paka
MOUYEBOr0 IMy3bIpsi, paka MOMXKEIYIOYHOM >KeJe3bl, paka 3HAOMETPHUs, paka LUTOBUIHOU
JKEJe3bl, 3JI0KAYECTBEHHOM JTUM(POMBI U CAPKOMBI.

[3] TepameBTHYEeCKOE CPENCTBO B COOTBETCTBUM C m. [1], rme mepBUUYHBIA pak aJs
METACTATUYECKOW OMyXOJU T'OJIOBHOTO MO3Ta SIBJISIETCS MO MEHBIIEH Mepe OTHUM, BHIOPAHHBIM
U3 TPYIIIbIL, COCTOSIIIEH U3 paKka MOJIOYHOM JKeJIe3bl, paKa JIETKOro U MEJIaHOMBI.

[4] TepameBTHYECKOE CPENCTBO B COOTBETCTBMU C M. [1], rme mepBUUHBIA pak s
METACTaTUYECKOM OMyXOJIU TOJIOBHOTO MO3Tra MPEACTABIISIET COOOM paK MOJIOUHOMH JKeJIe3bl.

[S] TepameBTHUEeCKOE CPENCTBO B COOTBETCTBUU C m. [l], rme mepBUYHBIN pak st
METaCTaTUYECKOH OIMyXOJIM FOJIOBHOTO MO3Ta MPEACTABIAECT COOOH pak JIErKoro.

[6] TepameBTHUECKOE CPEACTBO B COOTBETCTBUU C M. [l], rme mepBUUHBIA pak s
METACTaTUYECKOH OIMyXOJIH FOJIOBHOTO MO3Ta IPEACTaBIAECT COOOIH MeTaHoMYy.

[7] TepaneBTHYECKOE CPEACTBO B COOTBETCTBUH C JIIOOBIM U3 mit. [1]-[6], roe aHTHTENO B
KOHBIOTaTe€ aHTHUTEJIO-JIEKaPCTBEHHOE CpeAcTBO mpencrasisier coboit antu-HER2 anTHTENO,
autu-HER3 antureno, antu-TROP2 anTureno, antu-B7-H3 antureno, antu-GPR20 anTuTeno

wiad autu-CDH6 antureno.



[8] TepameBTHueckOe CPEACTBO B COOTBETCTBUHU C M. [7], IZle aHTUTENO B KOHBIOTaTe
AHTUTENIO-JIEKAPCTBEHHOE CPEACTBO NpeacTasisier codoli antu-HER2 antuTeno.

[9] Tepanestuueckoe cpencrBo B coorBercTBuu ¢ 1. [8], rme antu-HER2 antureno
NPEACTaBIsIET COOON aHTUTENO, COMEpPIKAILEE TSKENYIO Leb, COCTOSIIYI0 U3 aMHHOKHCIOTHON
MOCJIEIOBATEIPHOCTH, COCTOSIIIEH W3 aMHUHOKHCJIOTHBIX OcTaTkoB 1-449 SEQ ID NO: 1, u
JETKYX0 LeNb, COCTOSALIYI W3 aMHHOKHMCIOTHOH MOCHEAOBATENbHOCTH, COCTOSINEH W3
aMUHOKHCIIOTHBIX ocTaTkoB 1-214 SEQ ID NO: 2.

[10] TepanmeTuueckoe cpenactBo B coorBercTBum ¢ 1. [8], rme antu-HER2 anTuTEno
NPEACTaBIsIeT COOOH aHTUTENO, COMEpPIKAILEE TSIKENYIO LIeMb, COCTOSIIIYI0 U3 aMUHOKHCIOTHON

nocnenosaTenbHocTH, npeacrasiaeHHo SEQ ID NO: 1, u nerkyroo nenb, COCTOALIYIO U3

)
AMUHOKHCIIOTHOM TMOCJIeIOBaTebHOCTH, npeacTasieHHoit SEQ ID NO: 2.

[0021]

[11] TepameBTrueckoe CpeaCTBO B COOTBETCTBUHU ¢ t0ObIM 13 T, [8]-[10], roe cpenuee
KOJIMYECTBO KOHBIOTHPOBAHHBIX E€IUHHUI] JIEKAPCTBEHHOE CPEACTBO-JIMHKEP HA MOJIEKYIY
AHTUTEJIAa B KOHBIOTATE aHTUTEJIO-JIEKAPCTBEHHOE CPEICTBO HAXOAUTCS B Ipeaesiax ot 7 1o 8.

[12] TepameBTHUECKOE CPENCTBO B COOTBETCTBUM C M. [7], Tle aHTUTENO B KOHBIOTaTe
AHTUTENIO-JIEKAPCTBEHHOE CPEACTBO NpeacTanisiet codboli antu-HER3 antuTeno.

[13] TepaneBTuueckoe cpeactso B coorBercTBuu ¢ 1. [12], rae antu-HER3 antureno
NpeacTaBisieT COOOM aHTHUTENIO, COAepIKaIee TSKENYIO Lelb, COCTOSIIYI0 U3 aMHUHOKHCIIOTHOM
nocnenosaTeabHocTH, npencrasiaeHHo SEQ ID NO: 3, u jerkyroo uemnb, COCTOSAIIYIO W3
aMUHOKHCIIOTHOM TMOCJeN0BaTeNbHOCTH, npeactasieHHoi SEQ ID NO: 4.

[14] TepanerTuueckoe cpeacTBo B cooTBeTcTBUH C 1. [13], rne antu-HER3 anTuTeno He
COIEPIKUT JIM3MHOBBINA OCTATOK Ha KAPOOKCHUIIBHOM KOHIIE TSKEJION LTI,

[15] TepameBTHUECKOE CPEACTBO B COOTBETCTBHH C JIOObIM U3 Tl [12]-[14], roe cpenHee
KOJIMYECTBO KOHBIOTUPOBAHHBIX E€AUHUL JIEKAPCTBEHHOE CPEACTBO-JIMHKEP HAa MOJIEKYJY
aHTUTEJIAa B KOHBIOTaTe aHTUTENIO-JIEKAPCTBEHHOE CPEICTBO HAXOAUTCS B Ipeaesiax ot 7 1o 8.

[16] TepaneBTuueckoe CpPEeACTBO B COOTBETCTBUM C II. [7], rAe aHTUTENO B KOHBIOTaTe
AHTHUTEJIO-JIEKAPCTBEHHOE CPEICTBO NpeAcTaBisieT coboii antu-TROP2 antureno.

[17] Tepanesruueckoe cpenctso B cooTBercTBUU ¢ M. [16], roe antu-TROP2 antureno
npeacTaBisieT OO0 aHTUTENIO, CoAepIKallee TSKENIYIO Ielb, COCTOSIIYIO M3 aMHHOKHCIOTHOM
MOCIIEOBATENIbHOCTH, COCTOSIIEH W3 aMHHOKHUCIOTHbIX ocratkoB 20-470 SEQ ID NO: 5, u
JIETKYI0 LeMb, COCTOSAIIYK) M3 AaMUHOKUCIOTHOW TOCJIEAOBATEIbHOCTH, COCTOSILIEH W3
aMHHOKHUCJIOTHBIX ocTaTkoB 21-234 SEQ ID NO: 6.

[18] TepanesTuueckoe cpencTso B coorBeTcTBUM C M. [17], rne antu-TROP2 antureno
HE COAEP KUT JIN3UHOBBIA OCTATOK HA KapOOKCHUJIIBHOM KOHIIE TSKEJIOHN IeTIH.

[19] TepaneBTHYeCKOE CPEICTBO B COOTBETCTBHH C JTI0OBIM U3 M. [16]-[18], rue cpennee
KOJIMYECTBO KOHBIOTUPOBAHHBIX E€AUHHUL] JIEKAPCTBEHHOE CPEACTBO-JIMHKEP HA MOJIEKYJy
aHTUTEJIA B KOHBIOTATE€ AHTUTEJIO-JIEKAPCTBEHHOE CPENCTBO HAXOAMUTCS B mpeaenax oT 3,5 1o
4.5.

[20] TepaneBTUUeCKOE CPEACTBO B COOTBETCTBUM C II. [7], rie aHTUTENO B KOHBIOTaTe



AHTUTENIO-JIEKAPCTBEHHOE CPEACTBO NpEeACTaBisieT codoii antu-B7-H3 anTureno.

[0022]

[21] TepaneBTuueckoe CpencTso B cooTBeTcTBUU C 1. [20], rae antu-B7-H3 anTurteno
MpeacTaBisieT COOOM aHTUTENIO, COAepIKaIIee TSKENYIO 1eTb, COCTOSLIYI0 U3 aMUHOKHCIOTHOM
MOCJIEIOBATEIPHOCTH, COCTOSINEH W3 aMUHOKUCIOTHBIX octaTkoB 20-471 SEQ ID NO: 7, u
JErKyK LeMb, COCTOSAIIYK) U3 aMUHOKUCIOTHOW TIOCJIENOBATENbHOCTH, COCTOSLIEH U3
AMUHOKHCIIOTHBIX ocTaTkoB 21-233 SEQ ID NO: 8.

[22] TepaneBTUueckOe CpencTBO B COOTBETCTBHH C 1. [21], rme anTu-B7-H3 anTuTeNno He
COZIEP>KUT JIM3UHOBBIN OCTATOK HAa KAPOOKCHIILHOM KOHILIE TSKEJIOH LIETH.

[23] TepaneBTHYECKOE CPEACTBO B COOTBETCTBHM C JTE0OBIM U3 M. [20]-[22], rne cpenHee
KOJIMYECTBO KOHBIOTHPOBAHHBIX EIUHUIl JIEKAPCTBEHHOE CPEACTBO-JIMHKEP HA MOJIEKYITy
aHTUTEJIA B KOHBIOTATE AHTUTEJIO-JIEKAPCTBEHHOE CPENCTBO HAXOMMTCS B mpeAenax or 3,5 1o
4.5.

[24] TepaneBTUUECKOE CPEACTBO B COOTBETCTBUM C II. [7], IA€ aHTUTENO B KOHBIOTATe
AHTHUTENO-JIEKAPCTBEHHOE CPEICTBO NpeAcTaBisier codoi anTu-GPR20 anTuTemno.

[25] TepaneBTrueckoe cpeAaCTBO B COOTBETCTBUU ¢ M. [24], rne anTu-GPR20 anTUTENO
MpeaCcTaBisieT COOOM aHTHUTENIO, COAEepIKaIIee TSKENYIO 1eThb, COCTOSIIYI0 M3 aMHHOKHCIIOTHOM
MOCJIEAOBATEILHOCTH, COCTOSIIIEH W3 aMHHOKHCIOTHBIX ocTtaTkoB 20-472 SEQ ID NO: 9, n
JETKyH LeMb, COCTOSAINYKD U3 AaMUHOKUCIOTHOM TOCJIEJOBATENIbHOCTH, COCTOSILIEH U3
aMUHOKUCIIOTHBIX ocTaTkoB 21-234 SEQ ID NO: 10.

[26] TepaneBTuueckoe CpeACTBO B COOTBETCTBUU C M. [25], rae antu-GPR20 anTUTENO
HE COAEPIKUT JIN3UHOBBIA OCTATOK Ha KapOOKCHIIBHOM KOHIIE TSKEJIOHN IIeTIH.

[27] TepaneBTHUECKOE CPEACTBO B COOTBETCTBHU C JIIOOBIM U3 M. [24]-[26], rne cpenHee
KOJIMYECTBO KOHBIOTUPOBAHHBIX E€AUHUL JIEKAPCTBEHHOE CPEACTBO-JIMHKEP Ha MOJIEKYJY
AHTUTEJA B KOHBIOTaTe AaHTUTENIO-JIEKAPCTBEHHOE CPEACTBO HAXOAUTCS B Ipeaesiax ot 7 1o 8.

[28] TepameBTHYeCKkOe CPEACTBO B COOTBETCTBUM C . [7], TI€ aHTUTENO B KOHBIOTATE
AHTHUTEJIO-JIEKApPCTBEHHOE CPENCTBO MpeacTapisieT codoit antu-CDH6 anTuTeso.

[29] TepaneBTuueckoe cpenctBo B coorBercTBuu ¢ 1. [28], rae antu-CDHO6 anTuTENO
npeacTaBisier coOOOM aHTUTENIO, COAEpIKaIIee TSKENYIO 1eMb, COCTOSIIYI0 M3 AMUHOKHCIOTHOM
MOCJIEAOBATEILHOCTH, COCTOSAIEN M3 aMHUHOKHCIOTHBIX ocTtaTkoB 20-471 SEQ ID NO: 11, u
JETKYHK0 1eMb, COCTOSINYK) U3 AaMUHOKUCIOTHOM TOCHIENOBATENIbHOCTH, COCTOSIIIEH W3
aMHHOKHCIIOTHBIX ocTaTkoB 21-233 SEQ ID NO: 12.

[30] TepaneBTuueckoe CpeaCTBO B COOTBETCTBUU C 1. [29], rne antu-CDH6 anTuTEN0 HE
COZIEP>KUT JIM3UHOBBIN OCTATOK Ha KapOOKCHIBHOM KOHIIE TSIKEJION LIeTTH.

[0023]

[31] TepaneBTHYECKOE CPEICTBO B COOTBETCTBHH C JTI0OBIM U3 M. [28]-[30], rue cpennee
KOJIMYECTBO KOHBIOTHPOBAHHBIX E€AUHHUL] JIEKAPCTBEHHOE CPEACTBO-JIMHKEP HA MOJIEKYIY
AHTUTEJIA B KOHBIOTaTe aHTUTEJNIO-JIEKAPCTBEHHOE CPECTBO HAXOAUTCS B Ipeaenax ot 7 1o 8.

[32] TepameBTuueCKOe€ CPENCTBO AJIA JICUEHUS] METACTATUYECKON OIMyXOJIH TOJIOBHOTO

MO3ra, CoAcprKalmee B KAUCCTBEC AKTUBHOIO KOMIIOHCHTA KOHBIOTAT aHTHUTEIO-JICKAPCTBCHHOC



CPEICTBO, MPEICTABJICHHBIN ClieAyomel GopMyIIoi:

[0024]
[@opmynia 2]
° 0 H 0 H 0
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[0025]

r7ie KOMIIOHEHT JIEKapCTBEHHOE CPEACTBO-JIMHKEP KOHBIOTMPOBAH C AHTUTENIOM uepe3
THO3(UPHYIO CBsI3b, M N O3HAYAE€T CpPEOHEe KOJHYECTBO KOHBIOTMPOBAHHBIX —EIUHHII
JIEKapCTBEHHOE CPE/ICTBO-IMHKEP Ha MOJIEKYJy aHTUTENA.

[33] TepameBruueckoe CPeACTBO B COOTBETCTBUM C M. [32], rAe MEpBUYHBIA pak aJis
METACTaTUYECKON OITyXOJIM FOJIOBHOTO MO3Ta SIBJIIETCS 110 MEHBIIEH Mepe OXHHUM, BBIOPAaHHBIM
U3 TPYMNIbL, COCTOSIEN W3 paka MOJIOYHOHM >Kenle3bl, paka JIErKOro, MeENaHOMBI, MOYEeUHO-
KJIETOUYHOI'O paka, paka MOYKH, KOJOPEKTAJIbHOIO paka, paka >KelIy[Ka, paka TOJOBbI U LIEH,
renaToLe/UTIOJISIPHOTO Paka, paka Me4YeHH, paka sSIMYHUKA, paka MpeNCcTaTeNbHOMN JKene3bl, paka
MOUYEBOTO IMy3bIps, paka MOMKENyJOYHOH >KeNe3bl, paka OSHAOMETpHUsS, paka LIUTOBUIHOM
JKeJe3bl, 3JI0Ka4eCTBEHHON JINUM(POMBI U CAPKOMBI.

[34] TepameBTUYeCKOE CPENCTBO B COOTBETCTBUU C M. [32], rae MEpBUYHBIA pak IS
METaCTaTHYECKOI OIyXOJIM TOJIOBHOTO MO3ra SIBJISIETCS MO MEHBIIEH Mepe OfHUM, BBIOPaHHBIM
U3 IPYMIIBL, COCTOALIEH U3 paka MOJIOYHOH JKeJe3bl, paKa JIETKOrO U MEeJTaHOMBI.

[35] TepanmeBTuueckoe CpeaCTBO B COOTBETCTBUU C M. [32], rae MepBUYHBIA pak s
METACTATUYECKOM OMyXOJIH TOJIOBHOTO MO3ra MPEACTABIISET COOON paK MOJIOUHOM KEJe3bl.

[36] TepameBTuueckoe CPeACTBO B COOTBETCTBHH C M. [32], re MEpBUYHBIA pak s
METaCTaTUYECKOH OIMyXOJIM FOJIOBHOTO MO3Ta MPEACTABISIET COOOH pak JIETKOTO.

[37] TepameBTuueckoe CPeACTBO B COOTBETCTBHM C M. [32], rme MEpBUYHBIA pak s
METaCTaTUYECKOH OIYyXOJIM FOJIOBHOTO MO3Ta MPENCTABIIET COO0H MeTaHoMYy.

[38] TepameBTHUECKOE CpPEACTBO B COOTBETCTBUM C JE0ObIM m3 mm. [32]-[37], rme
AHTHUTEJIO B KOHBIOTATE AHTUTENIO-JIEKAPCTBEHHOE CPENCTBO IpencTasisier coboit antu-HER2
anturteno, antu-HER3 anturteno, antu-TROP2 antureno, antu-B7-H3 antureno, antu-GPR20
anTuteno uinu antu-CDH6 anTuTeno.

[39] TepanesTuueckoe CpeCTBO B COOTBETCTBUM C M. [38], rme aHTUTENO B KOHBIOTATe
AHTUTENIO-JIEKAPCTBEHHOE CPENCTBO Npeacranisier coboli antu-HER?2 antuTeno.

[40] TepaneBTuueckoe cpeAactBo B cooTBercTBuU ¢ M. [39], rae antu-HER2 antureno

NPEACTaBIsIET COOON aHTUTENO, COMEpPIKALLEE TSKENYIO Leb, COCTOSIIYI0 U3 aMHHOKHCIOTHON



MOCJIEAOBATEILHOCTH, COCTOSAIMIEH W3 aMHHOKHUCIOTHBIX ocTaTkoB 1-449 SEQ ID NO: 1, u
JErKyH LeMb, COCTOSAINYKD U3 aMUHOKUCIOTHOM TOCJIEOBATENbHOCTH, COCTOSILIEH U3
AMUHOKHUCIIOTHBIX ocTaTkoB 1-214 SEQ ID NO: 2.

[0026]

[41] TepaneBTuueckoe cpeactBo B cooTBeTcTBUU ¢ 1. [39], roe antu-HER2 antureno
NpeACTaBysieT COOOH aHTUTENO, COMEpPIKAILEE TKENYIO LeMb, COCTOSIIIYI0 U3 aMHHOKHCIOTHOMN
nocnenosatenbHOcTH, npexacrasieHHor SEQ ID NO: 1, u nerkyro memnb, COCTOALIYIO U3
aMUHOKHCIIOTHOM TMOCenoBaTeabHOCTH, npeacrapienHoit SEQ ID NO: 2.

[42] TepaneBTHYECKOE CPEACTBO B COOTBETCTBHH C JIE0OBIM U3 M. [39]-[41], rne cpenHee
KOJIMYECTBO KOHBIOTHPOBAHHBIX EIUHUI] JIEKAPCTBEHHOE CPEACTBO-JIMHKEP HA MOJIEKYIy
aHTUTEJIAa B KOHBIOTaTe aHTUTENIO-JIEKAPCTBEHHOE CPEACTBO HAXOAUTCS B Ipenenax ot 7 1o 8.

[43] TepaneBTUUYECKOE CPENCTBO B COOTBETCTBHUM C M. [38], rie aHTUTENO B KOHBIOTATE
AHTHUTENIO-JIEKAPCTBEHHOE CPEACTBO NpeacTaisieT codol antu-HER3 antuTeno.

[44] TepaneBTuueckoe cpeactso B coorBercTBuu ¢ 1. [43], rae antu-HER3 antureno
npeacTaBisieT coOOO aHTUTENIO, COAEepIKaIlee TSKENYIO 1eTb, COCTOSIIYI0 M3 aMHUHOKHCIIOTHOM
nocnenosarenbHocTH, npencrasiaeHHon SEQ ID NO: 3, u jerkyro uemnb, COCTOSINYIO W3
aMUHOKHCIIOTHOM MOCJIeN0BaTENbHOCTH, npeacTasieHHoit SEQ ID NO: 4.

[45] TepaneBTuueckoe cpeAcTBO B cooTBeTcTBUHU C 1. [44], rne antu-HER3 anTuTeno He
COIEP>KUT JIM3UHOBBIN OCTATOK HAa KAPOOKCHIIbHOM KOHLIE TSDKEJION LISTTH.

[46] TepaneBTHYECKOE CPEICTBO B COOTBETCTBHU C JII0OBIM U3 M. [43]-[45], rue cpennee
KOJIMYECTBO KOHBIOTUPOBAHHBIX E€AUHUL[ JIEKAPCTBEHHOE CPEACTBO-JIMHKEP HA MOJIEKYJy
AHTUTEJIA B KOHBIOTaTe AaHTUTEJIO-JIEKAPCTBEHHOE CPECTBO HAXOAUTCS B Ipeaesiax ot 7 1o 8.

[47] TepaneBTUUYECKOE CPENCTBO B COOTBETCTBUM C M. [38], rie aHTUTENO B KOHBIOTaTe
AHTUTEJIO-JIEKAPCTBEHHOE CPEACTBO NpeacTasisier codoi anTu-TROP2 anTureno.

[48] TepaneBTuueckoe cpencTso B cooTBeTcTBHH C 1. [47], rne anTu-TROP2 antureno
npeacTanisier coOOi aHTUTENIO, COAEPIKAIIee TSKENYIO €T, COCTOSIIYI0 U3 aMUHOKHCIOTHOM
MOCJIEA0OBATEILHOCTH, COCTOSIIEN M3 aMHUHOKHCIOTHBIX octatkoB 20-470 SEQ ID NO: 5, wu
JIETKYK0 1eMb, COCTOSINYK) U3 aMUHOKUCIOTHOM TIOCIENOBATENIbHOCTH, COCTOSIICH W3
aMHHOKHUCJIOTHBIX ocTaTkoB 21-234 SEQ ID NO: 6.

[49] TepanesTuueckoe cpeacTBo B cooTBercTBud ¢ 1. [48], roe antu-TROP2 anTureno
HE COAEP KUT JIM3UHOBBIA OCTATOK HA KapPOOKCUIPHOM KOHIIE TSKEJION LIS .

[50] TepameBTHueckoe CPEACTBO B COOTBETCTBUH C JIIOOBIM U3 Tl 47-49, rhoe cpemHee
KOJIMYECTBO KOHBIOTHPOBAHHBIX E€AUHUI] JIEKAPCTBEHHOE CPEACTBO-JIMHKEP HA MOJIEKYJy
aHTUTEJIA B KOHBIOTATE€ AHTUTEJIO-JIEKAPCTBEHHOE CPENCTBO HAXOAWTCS B mMpeaenax or 3,5 1o
4.5.

[0027]

[51] TepaneBTudeckoe CpeACTBO B COOTBETCTBUM C II. [38], rie aHTUTENO B KOHBIOTAaTe
AHTUTENO-JIEKAPCTBEHHOE CPEICTBO NpeACTaBysieT coboii antu-B7-H3 anTureno.

[52] TepaneBTuueckoe CpencTBo B cooTBeTcTBUU C 1. [S1], roe antu-B7-H3 anTurteno

NPEACTaBIsIET COOON aHTUTENO, COMEpPIKAILEE TSKENYIO Lelb, COCTOSIIYI0 U3 aMHHOKHCIOTHON
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MOCJIEAOBATEILHOCTH, COCTOSIIIEH W3 aMHUHOKHUCIOTHBIX ocTtatkoB 20-471 SEQ ID NO: 7, u
JErKyH LeMb, COCTOSAINYKD U3 aMUHOKUCIOTHOM TOCJIEOBATENbHOCTH, COCTOSILIEH U3
aMHUHOKUCIIOTHBIX ocTaTkoB 21-233 SEQ ID NO: 8.

[53] TepaneBTUueckoe CpenCcTBO B COOTBETCTBUM C M. [52], rae antu-B7-H3 anTuTteno He
COIEPIKUT JIM3MHOBBIN OCTATOK HAa KAPOOKCHUIIBHOM KOHIIE TSKEJION LIeTIH.

[54] TepaneBTHUECKOE CPEACTBO B COOTBETCTBHH C JIFOObIM U3 mirl. [S1]-[53], roe cpenHee
KOJIMYECTBO KOHBIOTUPOBAHHBIX E€IUHUL[ JIEKAPCTBEHHOE CPEACTBO-JIMHKEP HAa MOJIEKYJY
aHTUTEJIA B KOHBIOTATE€ AHTUTEJIO-JIEKAPCTBEHHOE CPENCTBO HAXOMMTCS B mpeaenax oT 3,5 1o
4.5.

[55] TepaneBTUueckoe CPeNCTBO B COOTBETCTBHM C . [38], rme aHTUTENO B KOHBIOTATE
AHTHUTEJIO-JIEKAPCTBEHHOE CPENCTBO NpeacTanisier codoi antu-GPR20 antuTeno.

[56] TepaneBTrueckoe cpeAaCTBO B COOTBETCTBUU ¢ M. [55], rme antu-GPR20 anTuUTENno
npeacTaBisierT cOOOM aHTHUTENIO, COAEepPIKaIIee TSKENYIO 1eTb, COCTOSIIYI0 M3 aMHUHOKHCIOTHOM
MOCJIEAOBATEILHOCTH, COCTOSIINEH W3 aMHUHOKHCIOTHBIX octaTkoB 20-472 SEQ ID NO: 9, u
JIETKYH0 LeMb, COCTOSINYKD U3 AaMUHOKUCIOTHOM TIOCJIEJOBATENIbHOCTH, COCTOSIIEH W3
aMHHOKUCIIOTHBIX ocTaTkoB 21-234 SEQ ID NO: 10.

[57] TepaneBTuueckoe CpeACTBO B COOTBETCTBUU C M. [56], rne antu-GPR20 anTuTENO
HE COAEPIKUT JIM3MHOBBIA OCTATOK HA KapPOOKCHUIIBHOM KOHIIE TSKEJION IeTIH.

[58] TepaneBTHYECKOE CPEACTBO B COOTBETCTBHH C JIFOOBIM U3 M. [55]-[57], rue cpennee
KOJIMYECTBO KOHBIOTUPOBAHHBIX E€AUHHUL] JIEKAPCTBEHHOE CPEACTBO-JIMHKEP HA MOJIEKYJY
AHTUTEJA B KOHBIOTaTe aHTUTEJNIO-JIEKAPCTBEHHOE CPECTBO HAXOIUTCS B Mpeaenax ot 7 1o 8.

[59] TepaneBTuueckoe CPENCTBO B COOTBETCTBUM C M. [38], rie aHTUTENO B KOHBIOTaTe
AHTHUTEJIO-JIEKAPCTBEHHOE CPEeNCTBO npencTassietr codoit antu-CDHO6 anturerno.

[60] TepameBTuueckoe cpencTBo B coorBeTcTBHH C M. [59], rne antu-CDHO6 antureno
NpeACTaBysieT COOOH aHTUTENO, COMEpIKAILIEe TSKENYIO LeIb, COCTOSIIIYI0 U3 aMHHOKHCIOTHOMN
MOCJIEA0OBATEILHOCTH, COCTOSINEH W3 aMUHOKHCIOTHBIX ocTaTkoB 20-471 SEQ ID NO: 11, u
JIETKYK0 [eMb, COCTOSINYK) U3 aMUHOKUCJIOTHOM TIOCJIEOBATENIbHOCTH, COCTOSIICH W3
aMHHOKHUCIIOTHBIX ocTaTkoB 21-233 SEQ ID NO: 12.

[0028]

[61] TepaneBTuueckoe cpenacTBo B cOOTBeTCTBUU C 11. [60], rne antu-CDH6 anTuTEN0 HE
COZIEP>KUT JIM3UHOBBIN OCTATOK HAa KAPOOKCHIILHOM KOHIIE TSKEJION LIS .

[62] TepaneBTHYECKOE CPEICTBO B COOTBETCTBHH C JTIF0OBIM U3 M. [59]-[61], rne cpennee
KOJIMYECTBO KOHBIOTHPOBAHHBIX E€AUHUI] JIEKAPCTBEHHOE CPEACTBO-JIMHKEP HA MOJIEKYJy
AHTUTEJIAa B KOHBIOTATE aHTUTEJIO-JIEKAPCTBEHHOE CPEICTBO HAXOAUTCS B Ipeaesiax ot 7 1o 8.

[63] Crmoco0 nedeHusT METAaCTATHMYECKOW OMYyXOJH TOJIOBHOTO MO3ra, BKJIFOUAOLIUH
BBEICHUE KOHBIOrara aHTHUTENO-JIEKAPCTBEHHOE CPEACTBO, B  KOTOPOM  KOMITIOHEHT
JIEKapCTBEHHOE CPENCTBO-JIMHKEP, MPENCTaBICHHBIN clieayromieii popmynoii:

[0029]

[@opmyna 3]
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rae A mpencTaBisieT COOO0 MONIOKEeHNE CBSI3bIBAHUS C AaHTUTENIOM,

KOHBIOTHPOBAH C AHTUTEJIOM 4epe3 THOI(PUPHYIO CBs3b, CYOBEKTYy, HYKNAIOIEMYCS B
JICUEHUH METACTaTUYECKON OMyXOJIH TOJIOBHOTO MO3Ta.

[64] Crnoco® neueHuss B COOTBETCTBUM ¢ 1. [63], THe NEepBUYHBIA pak s
METACTaTUYECKON OMYyXOJIU TOJIOBHOTO MO3Ta SIBJISIETCS MO MEHBIIEH Mepe OJHUM, BBIOPAHHBIM
U3 TPYIIBL, COCTOSINEH W3 paka MOJOYHOM >KEJIe3bl, paka JIErKOoro, MEJaHOMBI, IMOYE€YHO-
KJIETOYHOT'O paka, paka MOYKH, KOJIOPEKTAJbHOTO paka, paka >KelyJKa, paka TOJOBbl U LIEH,
renaToLeUTIOJIIPHOTO paka, paka MeueHH, paka SIMYHUKA, paka MpeaCTaTeIbHOMN JKejle3bl, paka
MOYEBOr0 TMy3bIpsi, paka MOMKENYIOYHON >KeJe3bl, paka 3HAOMETPHUs, paka LIUTOBUIHOU
JKEJIe3bl, 3JI0KaYeCTBEHHOU JTUM(POMBI 1 CAPKOMBI.

[65] Cmocob neueHuss B COOTBETCTBMHM C 1. [63], re NEepBUYHBIA pak IS
METaCTaTHYECKON OIMyXOJIH FOJIOBHOTO MO3Ta SIBJISIETCS 0 MEHbIIEH Mepe OXHHUM, BhIOpAaHHBIM
U3 TPYIIIBL, COCTOSIIIEN U3 paKka MOJIOYHOM JKeJIE3bl, paka JIETKOro U MeJIaHOMBI.

[66] Cnoco® nevyeHuss B COOTBETCTBHMM C 1. [63], ©Ae NEepBUYHBIA pakK JJIs
METACTATUYECKOM OMyXOJIH T'OJIOBHOTO MO3ra MPEACTaBIIIeT COOOM pak MOJIOYHOM KeJIe3bl.

[67] Crnoco® neudeHuss B COOTBETCTBMHM ¢ 1. [63], e NepBUYHBIA pak s
METaCTaTUYECKOH OIMyXOJIM FOJIOBHOTO MO3Ta MPEACTABIIIET COOOH pak JIErKOoro.

[68] Crnoco® sedeHuss B COOTBETCTBUMM ¢ 1. [63], e NeEepBUYHBIA pak s
METaCTaTUYECKON OIMYXOJIH FOJIOBHOTO MO3Ta NPEACTABIISIET COOOH MeaHOMY.

[69] Crocob nedyenwst B cOOTBeTCTBUU C JOObIM w3 mm. [63]-[68], rme aHTUTENO B
KOHBIOTATE€ AaHTUTENIO-JIEKAPCTBEHHOE CPENcTBO mpexacrtaBisier codoit antu-HER2 anTHTENO,
autn-HER3 antuteno, antu-TROP2 antuteno, antu-B7-H3 anTureno, antu-GPR20 anTuTeno
i antu-CDHG6 anTuTeno.

[70] Criocob nedeHust B COOTBETCTBUU C M. [69], Tle aHTUTENIO B KOHBIOTaTe aHTUTEJNO-
JIEKapCTBEHHOE CPEACTBO mpeacTanisier coboit antu-HER?2 antuTeno.

[0031]

[71] Criocob neuenwust B coorBercteuu ¢ 11. [70], rne antu-HER2 anTuTeno npeacrasnser
coOOW  aHTHUTENO, COAEp)Kallee TSDKENYI0 IeMb, COCTOSIIYE0 W3  aMHUHOKHMCJIOTHOHN

MOCJEA0BATEIbHOCTH, COCTOSAIIEH M3 aMUHOKHUCIOTHBIX ocTaTkoB 1-449 SEQ ID NO: 1, u
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JETKYH0 IeMb, COCTOSAINYKD U3 aMUHOKUCIOTHOM TIOCJIEOBATENbHOCTH, COCTOSLIEH U3
AMHHOKHUCIIOTHBIX ocTaTkoB 1-214 SEQ ID NO: 2.

[72] Cniocob neuenwust B coorBerctuu ¢ 11. [70], roe antu-HER2 anTuTeno npeacrasnser
co0Oll  aHTHTENO, coAepKamee TKENIYK I1elb, COCTOALIYI0 W3  aMHHOKHCIOTHOMN

nocnenosatenbHocTy, npeacrasieHHor SEQ ID NO: 1, u nerkyroo nenb, COCTOALIYI) U3

)
aMUHOKHCJIOTHOH TocjenoBaTesbHOCTH, npencrasieHHoi SEQ ID NO: 2.

[73] Cnoco® neueHus: B COOTBETCTBUM ¢ moObiM m3 mm. [70]-[72], rme cpenHee
KOJIMYECTBO KOHBIOTHPOBAHHBIX E€IUHUI] JIEKAPCTBEHHOE CPEACTBO-JIMHKEP Ha MOJIEKYJTy
aHTUTEJIAa B KOHBIOTaTe aHTUTENIO-JIEKAPCTBEHHOE CPEICTBO HAXOAUTCS B Ipeaesiax ot 7 1o 8.

[74] Criocob neveHust B COOTBETCTBUU C M. [69], rle aHTUTENIO B KOHBIOTaTe aHTUTENO-
JIEKapCTBEHHOE CPEeNCTBO npencTanisier codoit antu-HER3 antureso.

[75] Criocob neuenwus B cooTBercTBuM ¢ 1. [74], roe antu-HER3 anTuTeno npeacrasnser
co0Oll  aHTHWTENO, CcoAepKallee TKENIYK [elb, COCTOAIIYHD W3  aMHHOKHCIOTHOM
nocnenosarenbHocTH, npencrasiaeHHor SEQ ID NO: 3, u jerkyroo uemnb, COCTOSINYIO W3
AMUHOKHCIIOTHOM MOCJIeN0BaTEeNbHOCTH, npeacTasieHHoit SEQ ID NO: 4.

[76] Criocob nedenus B cooTBeTcTBuM € 1. [75], rne antu-HER3 anTuTeNno He comep:kut
JU3WHOBBIA OCTATOK HAa KAPOOKCHIIBHOM KOHIIE TSKEJION LIeTIH.

[77] Cnocob® nedyeHwmss B COOTBETCTBUU ¢ JOObIM w3 mm. [74]-[76], rme cpenHee
KOJIMYECTBO KOHBIOTUPOBAHHBIX E€AUHHUI] JIEKAPCTBEHHOE CPEACTBO-JIMHKEP HA MOJIEKYJY
AHTUTEJA B KOHBIOTaTe aHTUTEJIO-JIEKAPCTBEHHOE CPECTBO HAXOAUTCS B Ipeaenax ot 7 1o 8.

[78] Criocob nedeHust B COOTBETCTBUU C M. [69], rie aHTUTENIO B KOHBIOraTe aHTUTEJNO-
JIEKapCTBEHHOE CPEACTBO npenacTanisier codoit antu-TROP2 antureno.

[79] Cnocob neuenuss B coorBerctBuu ¢ 1. [78], rme antu-TROP2 antHTENO
NpeACTaBysieT COOOH aHTUTENO, COMEpPIKAILEE TSIKENYIO LeIb, COCTOSIIIYI0 U3 aMHHOKHCIOTHOMN
MOCJIeIOBATEIbHOCTH, COCTOSINEH W3 aMUHOKUCIOTHBIX octaTkoB 20-470 SEQ ID NO: 5, u
JIETKYK 1eMb, COCTOSINYK) U3 aMUHOKUCIOTHOM TIOCIENOBATENIbHOCTH, COCTOSIICH W3
aMHHOKHUCJIOTHBIX ocTaTkoB 21-234 SEQ ID NO: 6.

[80] Cnocob neuenuss B coorBercTtBuu ¢ 1. [79], rme antu-TROP2 antureno He
COZIEP>KUT JIM3UHOBBIN OCTATOK HAa KAPOOKCHIILHOM KOHIIE TSKEJIOHN LIETH.

[0032]

[81] Cnocob® nedyenumst B cooTBercTBUM ¢ JtoObiM w3 mm. [78]-[80], rme cpemuee
KOJIMYECTBO KOHBIOTHPOBAHHBIX E€IWUHUI] JIEKAPCTBEHHOE CPEACTBO-JIMHKEP HA MOJIEKYIy
aHTUTEJIA B KOHBIOTATE€ AHTUTEJIO-JIEKAPCTBEHHOE CPENCTBO HAXOAHUTCS B mpeaenax or 3,5 1o
4,5.

[82] Criocob neveHust B COOTBETCTBUU C M. [69], Tle aHTUTENIO B KOHBIOTaTe aHTUTEJNO-
JIEKapCTBEHHOE CPEACTBO MpeacTaBisieT codoit antu-B7-H3 antureno.

[83] Cmoco® neuenuss B coorBerctBum ¢ 1. [82], rme anmtu-B7-H3 anrtmreno
NpeaCcTaBisieT COOOM aHTUTENIO, COAepIKaIIee TSKENYIO Lelb, COCTOSIIYI0 U3 aMHUHOKHCIIOTHOM
MOCJIEA0OBATEILHOCTH, COCTOSIIIEN W3 aMHUHOKHUCIOTHBIX ocTtatkoB 20-471 SEQ ID NO: 7, u

JICTKYIO 1€Ilb, COCTOALNYHO U3 AMHUHOKHCJIOTHOH noCJaeaoBaTCIbHOCTH, cocTosimed U3
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aMHHOKUCIIOTHBIX ocTaTkoB 21-233 SEQ ID NO: 8.

[84] Criocob neuenust B coorBeTcTBUU C 1. [83], rae antu-B7-H3 anTuTeN0 HE COmEpKUT
JU3WHOBBINA OCTATOK HAa KAPOOKCHIJIBHOM KOHLIE TSKEJION LIeTIH.

[85] Cnocob newenmst B coorBercTBMM ¢ JtoObiM w3 nm. [82]-[84], rme cpenuee
KOJIMYECTBO KOHBIOTUPOBAHHBIX E€AUHUL] JIEKAPCTBEHHOE CPEACTBO-JIMHKEP Ha MOJIEKYJY
AaHTUTEJAa B KOHBIOTATE€ AHTUTEJO-JIEKAPCTBEHHOE CPENCTBO HAXOAMUTCS B mpeaenax or 3,5 1o
4,5.

[86] Criocob neveHust B COOTBETCTBUU C M. [69], rIe aHTUTENO B KOHBIOTATE aHTUTENO-
JIEKapCTBEHHOE CPEACTBO mpenacTanisieT codoit antu-GPR20 anturesno.

[87] Cnocob6 mnewyenuss B coorBerctBuu ¢ 1. [86], rme antu-GPR20 anTHTENO
npeacTaBisier coOOOM aHTUTENIO, COAEpIKaIIee TSKENYIO 1eMb, COCTOSIIYI0 M3 aMUHOKHCIOTHOM
MOCJIEAOBATEILHOCTH, COCTOSIIEN W3 aMHUHOKHCIOTHBIX ocTtaTkoB 20-472 SEQ ID NO: 9, u
JIETKYH0 LeMb, COCTOSINYKD U3 AaMUHOKUCIOTHOM TIOCHIENOBATENbHOCTH, COCTOSILIEH W3
aMHHOKHCIIOTHBIX ocTaTkoB 21-234 SEQ ID NO: 10.

[88] Criocob nevenust B coorBercTBUU C 11. [87], rme anTu-GPR20 aHTUTENO HE COMEPIKUT
JU3WHOBBIA OCTATOK HAa KAPOOKCHIIBHOM KOHIIE TSKEJION LIeTIH.

[89] Cnocob® nedyenmst B cooTBeTcTBUM ¢ JtoObM w3 mm. [86]-[88], rme cpenmuee
KOJIMYECTBO KOHBIOTUPOBAHHBIX E€AUHHUI] JIEKAPCTBEHHOE CPEACTBO-JIMHKEP HA MOJIEKYJy
AHTUTEJIA B KOHBIOTaTe aHTUTEJNIO-JIEKAPCTBEHHOE CPEICTBO HAXOAUTCS B Ipeaeniax ot 7 1o 8.

[90] Criocob nedeHust B COOTBETCTBUU C M. [69], Tle aHTUTENIO B KOHBIOTaTe aHTUTEJNO-
JIEKapCTBEHHOE CPENCTBO MpencTanisier codoit antu-CDH6 anturerno.

[0033]

[91] Cniocob neuenus B cootBercTBuu ¢ 1. [90], rne antu-CDHO6 aHTHTENO NpencTaBiseT
coOOl  aHTHWTENO, COAep)Kallee TSOKENYKH LeMb, COCTOSIIYE0 U3  aMHUHOKHCJIOTHOM
MOCJIeIOBATEIbHOCTH, COCTOSIIIEH W3 aMMHOKHCIOTHBIX ocTaTkoB 20-471 SEQ ID NO: 11, u
JIETKYK 1eMb, COCTOSINYK) U3 aMUHOKUCIOTHOM TIOCIENOBATENIbHOCTH, COCTOSIICH W3
AMHHOKHUCIIOTHBIX ocTaTkoB 21-233 SEQ ID NO: 12.

[92] Criocob neuenust B coorBercTBuu ¢ 1. [91], roe antu-CDHO aHTUTENO HE COMEPIKUT
JIU3WHOBBINA OCTATOK Ha KAPOOKCHIILHOM KOHIIE TSKEJION LIeTTH.

[93] Cnocob® nedyenumst B cooTBeTcTBUU ¢ JoObM w3 mm. [90]-[92], rme cpenmuee
KOJIMYECTBO KOHBIOTHPOBAHHBIX EIUHUI] JICKAPCTBEHHOE CPEACTBO-JIMHKEP HA MOJIEKYIy
AHTUTEJIA B KOHBIOTATE aHTUTEJIO-JIEKAPCTBEHHOE CPEICTBO HAXOAUTCS B Ipeaesiax ot 7 1o 8.

[94] Crocob nedyeHHMs] METACTATHUECKOH OIMyXOJH TOJIOBHOTO MO3Ta, BKITFOUYAFOIHIMA
BBEIICHHE KOHBIOTATa AHTHUTENIO-JICKAPCTBEHHOE CPEICTBO, MPEIACTABIEHHOTO CIEAYOIIEH
bopmyioi:

[0034]

[@opmyia 4]
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Aurureno —< \/\/\)LN’\rH\)L N

[0035]

r7ie KOMIIOHEHT JIEKAPCTBEHHOE CPENCTBO-JIMHKEP KOHBIOTHPOBAH C AHTUTEJIOM 4Yepes
THO3(UPHYIO CBsI3b, M N O3HAYAeT CpPEeAHee KOJUYECTBO KOHBIOTUPOBAHHBIX —EIMHHIL
JIEKapCTBEHHOE CPEACTBO-JIMHKEDP Ha MOJIEKYJly aHTUTEJA;

CYOBEKTY, HY>KIAFOIIEMYCs B JICUEHHH METACTAaTHUYECKOH OIMyXOJIH FOJIOBHOT'O MO3Ta.

[95] Crnocob neueHuss B COOTBETCTBUMU ¢ 1. [94], e NepBUYHBIA pak IS
METACTaTUYECKOW OMyXOJIU TOJIOBHOTO MO3Ta SIBJISIETCS MO MEHBIISH Mepe OTHUM, BBIOPAHHBIM
U3 TPYIIBL, COCTOSINEH W3 paka MOJOYHOM >KEJIe3bl, paka JerkKoro, MEJaHOMBI, IMOYE€YHO-
KJIETOYHOT'O paka, paka MOYKH, KOJIOPEKTAJbHOTO paka, paka >KelyJKa, paka TOJOBbl U LIEH,
renaToLeUTIOJIIPHOTO paka, paka MEeYeHH, paka sSIMYHUKA, paka MpPeACcTaTeIbHOM JKee3bl, paka
MOYEBOr0 TMy3bIps, paka MOMKEIYIOYHOM >KeJe3bl, paka 3HAOMETPHUs, paka LIUTOBUIHOU
JKEJIe3bl, 3JI0KaYeCTBEHHOU JTUM(POMBI 1 CAPKOMBI.

[96] Crocob neueHuss B COOTBETCTBUU ¢ 1. [94], rHe mNepBUYHBIA pak IS
METaCTaTUYEeCKON OMyXOJH FOJIOBHOTO MO3Ta SIBJISIETCS MO MEHBINEH Mepe OIHUM, BBIOPAHHBIM
U3 TPYIIIBL, COCTOSIIEHN U3 paka MOJIOYHOM JKeJIE3bl, paka JIETKOro U MeJIaHOMBI.

[97] Cnoco® nedeHuss B COOTBETCTBHMM C M. [94], r©ae mNepBUYHBIA pak JJIs
METACTATUYECKOM OMyXOJIH T'OJIOBHOTO MO3ra MPEACTABIISIET COOON paK MOJIOUHOM KEJe3bl.

[98] Croco® seueHuss B COOTBETCTBUM ¢ 1. [94], r©He NEpBUYHBIA pak IS
METaCTaTUYECKOH OIMyXOJIH FOJIOBHOTO MO3Ta MPEACTABIIET COOOH pak JIErKoro.

[99] Cnoco® neueHuss B COOTBETCTBUMHM ¢ 1. [94], e NepBUYHBIA pak s
METaCTaTUYECKOH OIMyXOJIH FOJIOBHOTO MO3Ta MPEACTABISIET COO0H MeTaHoMYy.

[100] Croco® nedeHuss B COOTBETCTBUU ¢ JtOObIM w3 miml. [94]-[99], rme anTuTeno B
KOHBIOTATE€ AaHTUTENIO-JIEKAPCTBEHHOE CPEencTBO mpexactaBisier codoit antu-HER2 anTHTENO,
antn-HER3 antuteno, antu-TROP2 antuteno, antu-B7-H3 antureno, antu-GPR20 anTuTeno
unu antu-CDHG6 anTuTeno.

[0036]

[101] Criocob nedenust B coorBeTcTBUU C 1. [ 100], TIe aHTHTENIO B KOHBIOTaTe AHTUTEJNO-
JIEKapCTBEHHOE CPEACTBO mnpeacranisier codoit antu-HER?2 antuTeno.

[102] Cmocob6 neuenuss B coorBerctBuu ¢ 1. [101], rme antu-HER2 antureno
NPEACTaBIsIET COOOH aHTUTENO, COMEpPIKAILEE TSKENYIO Leb, COCTOSIIYI0 U3 aMHHOKHCIIOTHON

MOCJEA0BATEIbHOCTH, COCTOSAIIEH M3 aMHHOKHUCIOTHBIX ocTaTkoB 1-449 SEQ ID NO: 1, u
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JETKYH0 LeMb, COCTOSAINYKD U3 AaMUHOKUCIOTHOM TOCJIEJOBATENILHOCTH, COCTOSILIEH U3
AMHHOKHUCIIOTHBIX ocTaTkoB 1-214 SEQ ID NO: 2.

[103] Cmocob neuenuss B coorBerctBuu ¢ 1. [101], rme awtu-HER2 antureno
MpeacTaBisieT COOOM aHTUTENIO, COAepIKaIIee TSKENYIO 1eTb, COCTOSLIYI0 U3 aMUHOKHCIOTHOM

nocnenosatenbHocTy, npeacrasieHHor SEQ ID NO: 1, u nerkyroo nenb, COCTOALIYI) U3

)
aMUHOKHCJIOTHOH mocienoBaTebHOCTH, npencrasieHHoi SEQ ID NO: 2.

[104] Crnocob® nevenusi B coorBercTBuM ¢ JiroObiM m3 mm. [101]-[103], rme cpennee
KOJIMYECTBO KOHBIOTHPOBAHHBIX E€IUHHUI] JIEKAPCTBEHHOE CPEACTBO-JIMHKEP Ha MOJIEKYITy
aHTUTEJIAa B KOHBIOTATEe aHTUTENIO-JIEKAPCTBEHHOE CPEACTBO HAXOAUTCS B TIpenenax ot 7 1o 8.

[105] Criocob nedenust B coorBeTcTBUU C 1. [ 100], rIe aHTUTENIO B KOHBIOTaTe AHTUTENO-
JIEKapCTBEHHOE CPEACTBO mpeacTanisieT codolt antu-HER3 antuTeno.

[106] Crnocob neuenuss B coorBerctBuu ¢ 1. [105], rme antu-HER3 antmresno
npeacTaBisierT cOOOM aHTHUTENIO, COAEepPIKaIIee TSKENYIO 1eTb, COCTOSIIYI0 M3 aMHUHOKHCIOTHOM
nocnenosarenbHocTH, npencrasiaeHHor SEQ ID NO: 3, u jerkyroo uemnb, COCTOSINYIO W3
AMUHOKHCIIOTHOM TMOCJIeI0BaTENbHOCTH, npeacTasieHHoit SEQ ID NO: 4.

[107] Cnocob newyenmst B coorBerctBuu ¢ 1. [106], roe antu-HER3 anTuTeNno He
COIIEP>KUT JIM3UHOBBIN OCTAaTOK HAa KAPOOKCHIIbHOM KOHIIE TSDKEJION LIETTH.

[108] Cnocob neuenust B cooTBeTcTBUH ¢ JroObM u3 mm. [105]-[107], rme cpenuee
KOJIMYECTBO KOHBIOTUPOBAHHBIX E€AUHUI] JIEKAPCTBEHHOE CPEACTBO-JIMHKEP HA MOJIEKYJy
AHTUTEJIA B KOHBIOTaTe aHTUTENO-JIEKAPCTBEHHOE CPEICTBO HAXOAUTCS B Ipeaenax ot 7 1o 8.

[109] Criocob nedenust B coorBeTcTBUU C 11. [ 100], rIe aHTUTENIO B KOHBIOTaTe aHTUTEJO-
JIEKapCTBEHHOE CPEACTBO mpenacTaniser codoit antu-TROP2 antureno.

[110] Crnoco6 mneuenuss B coorBerctBuu ¢ 1. [109], rme antu-TROP2 anTHTENO
npeAcTaBiIsieT COOOH aHTUTENO, COAepIKALIee TIKEIYIO LEelb, COCTOSLIYI) U3 aMUHOKHCIOTHOMN
MOCJIeIOBATEIBHOCTH, COCTOSIIEH M3 aMUHOKUCIOTHBIX octaTkoB 20-470 SEQ ID NO: 5, u
JIETKYIO LeMb, COCTOSAIIYKD M3 AaMUHOKUCIOTHOW TIOCJENOBATeIbHOCTH, COCTOSIIIEH U3
aMHHOKHUCJIOTHBIX octaTkoB 21-234 SEQ ID NO: 6.

[0037]

[111] Crnocob neuenuss B coorBerctBum ¢ M. [110], rme antu-TROP2 aHTUTENO HE
COJZIEP>KUT JIM3UHOBBIN OCTATOK HAa KaPOOKCHIBHOM KOHIIE TSKEJIOH LIeTH.

[112] Cnocob neueHust B cooTBeTCTBUH ¢ JroObM u3 mm. [109]-[111], rme cpemuee
KOJIMYECTBO KOHBIOTHPOBAHHBIX E€AUHUI] JICKAPCTBEHHOE CPEACTBO-JIMHKEP HA MOJIEKYIy
aHTUTEJIA B KOHBIOTATE€ AHTUTEJIO-JIEKAPCTBEHHOE CPENCTBO HAXOAHUTCS B mpeaenax or 3,5 1o
4,5.

[113] Criocob nedenust B coorBeTcTBUU C 1. [ 100], TIe aHTHTENIO B KOHBIOTATe AHTUTEJNO-
JIEKapCTBEHHOE CPEACTBO MpeacTaBisieT codoit antu-B7-H3 antureno.

[114] Crnocob newenmst B coorBerctBur ¢ n. [113], rme amtu-B7-H3 anTuTENnO
NpeaCTaBisieT COOOM aHTUTENIO, COAepIKaIIee TSKENYIO LeTb, COCTOSIIYI0 M3 aMHUHOKHCIIOTHOM
MOCJIEAOBATEIbHOCTH, COCTOSIIIEH W3 aMHUHOKHUCIOTHBIX ocTtatkoB 20-471 SEQ ID NO: 7, u

JICTKYIO 1€Ilb, COCTOALNYHO U3 AMHUHOKHUCJIOTHOM NnoCJICA0OBATCIbHOCTH, cocrosimedt w3
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aMHHOKUCIIOTHBIX ocTaTkoB 21-233 SEQ ID NO: 8.

[115] Cnocob nedenuss B coorBercTBuH ¢ M. [114], rme antu-B7-H3 anTuTeno ne
COIIEP>KUT JIM3UHOBBIN OCTAaTOK Ha KapOOKCHIIbHOM KOHLIE TSDKEJION LIeTTH.

[116] Cnocob neueHust B cooTBeTcTBUH ¢ JroObM w3 mm. [113]-[115], rme cpenuee
KOJIMYECTBO KOHBIOTUPOBAHHBIX E€AUHUL] JIEKAPCTBEHHOE CPEACTBO-JIMHKEP Ha MOJIEKYJY
AaHTUTEJAa B KOHBIOTATE€ AHTUTEJO-JIEKAPCTBEHHOE CPENCTBO HAXOAMUTCS B mpeaenax or 3,5 1o
4,5.

[117] Criocob nedenust B coorBeTcTBUU C 11. [ 100], rie aHTUTENO B KOHBIOTaTe AHTUTENO-
JIEKapCTBEHHOE CPEACTBO mpenacTanisieT codoit antu-GPR20 anturesno.

[118] Cnoco6 neuenuss B coorBerctBuu ¢ 1. [117], rme antu-GPR20 anTmTesno
npeacTaBisier coOOOM aHTUTENIO, COAEpIKaIIee TSKENYIO 1eMb, COCTOSIIYI0 M3 aMUHOKHCIOTHOM
MOCJIEAOBATEILHOCTH, COCTOSIIEN W3 aMHUHOKHCIOTHBIX ocTtaTkoB 20-472 SEQ ID NO: 9, u
JIETKYH0 1eMb, COCTOSINYK) U3 aMHUHOKHCIIOTHOM TOCJEIOBATEIbHOCTH, COCTOSILIEH W3
aMHHOKHCIIOTHBIX ocTaTkoB 21-234 SEQ ID NO: 10.

[119] Crnocob neuenust B coorBerctBuu ¢ 1. [118], rme antu-GPR20 aHTHUTENnO He
COZIEP>KUT JIM3UHOBBIN OCTATOK HAa KAPOOKCHIILHOM KOHIIE TSDKEJION LIETTH.

[120] Cnocob® neueHust B coOTBETCTBHH ¢ JioObiM u3 mm. [117]-[119], rme cpenuee
KOJIMYECTBO KOHBIOTUPOBAHHBIX E€AUHUI] JIEKAPCTBEHHOE CPEACTBO-JIMHKEP HA MOJIEKYJy
AHTUTEJIAa B KOHBIOTaTe aHTUTEJNIO-JIEKAPCTBEHHOE CPEICTBO HAXOAUTCS B Ipeaeniax ot 7 1o 8.

[0038]

[121] Criocob nevenus B coorBercTBrH ¢ I1. [100], rae aHTUTENO B KOHBIOTATEe aHTUTEJO-
JIEKapCTBEHHOE CPENCTBO mpezacTasisieT coboit antu-CDH6 anturero.

[122] Cnocob nedenuss B coorBerctBuu ¢ 1. [121], rme antu-CDHO6 antHTesno
NpeACTaBysieT COOOH aHTUTENO, COMEpPIKAILEE TSIKENYIO LeIb, COCTOSIIIYI0 U3 aMHHOKHCIOTHOMN
MOCJIeIOBATEIbHOCTH, COCTOSIIIEH W3 aMUHOKHCIOTHBIX ocTaTkoB 20-471 SEQ ID NO: 11, u
JIETKYKO [eMb, COCTOSINYK) U3 aMUHOKUCIOTHOM TIOCIEHOBATENIbHOCTH, COCTOSIICH W3
AMHHOKHUCIIOTHBIX ocTaTkoB 21-233 SEQ ID NO: 12.

[123] Cnocob newenust B coorBerctBuu ¢ 1. [122], roe antu-CDH6 aHTHTENO He
COZIEP>KUT JIM3UHOBBIN OCTATOK HAa KAPOOKCHIILHOM KOHIIE TSKEJIOH LIETH.

[124] Cnocob® nedeHust B COOTBETCTBUHM ¢ JroObM u3 mm. [121]-[123], rme cpenHee
KOJIMYECTBO KOHBIOTHPOBAHHBIX EIWHHUI] JIEKAPCTBEHHOE CPEACTBO-JIMHKEP HA MOJIEKYIy
AHTUTEJIA B KOHBIOTATE aHTUTEJIO-JIEKAPCTBEHHOE CPEICTBO HAXOAUTCS B Ipeaesiax ot 7 1o 8.

[125] Kowubrorat aHTUTENO-JEKAPCTBEHHOE CPENCTBO ISl MPUMEHEHHS B JICUCHUH
METaCTaTUYECKOHN OIMyXOJIH FOJIOBHOTO MO3Ta, B KOTOPOM KOMITOHEHT JIEKAPCTBEHHOE CPENICTBO-
JIUHKEP, MPEICTABICHHBIN Clieayroei GopMyioi:

[0039]

[@opmyna 5]
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[0040]

rae A mpeacTaBisieT COOOH MOJIOKEHNE CBSI3BIBAHUS C AaHTHTEINIOM,

KOHBIOTHPOBAH C aHTUTEJIOM 4epe3 THOI(UPHYIO CBSI3b.

[126] KonbloraT aHTUTENO-JIEKAPCTBEHHOE CPEACTBO B COOTBETCTBUHU C M. [125], rne
NEPBUYHBIN pak AJii METaCTaTUYECKON OMyXOJHU FOJOBHOIO MO3ra sIBIII€TCS 10 MEHbLIeH Mepe
OHUM, BBIOPaHHBIM M3 TPYMIBI, COCTOSINEH W3 paka MOJIOYHOW JKENe3bl, paka Jerkoro,
MEJIaHOMBI, MOYE€YHO-KJIETOUHOIO paka, paka IMOYKH, KOJOPEKTAJIbHOIO paka, paka >Kelyka,
paka TOJOBbI U IIeH, TIeNnaToLe/UIIOJSIPHOIO paka, paka IE€4eHH, paka sMYHHUKA, paka
NIPECTAaTeIbHOM JKeJe3bl, paka MOYEBOIO IMy3bIps, paka MOMXKENyJOUYHON Kele3bl, paka
SHAOMETPUS], PaKka IIUTOBUIHON XKeJIe3bl, 3JI0KAYeCTBEHHOMN JIUM(POMBI U CAPKOMBI.

[127] KonbloraT aHTUTENO-JIEKAPCTBEHHOE CPEACTBO B COOTBeTCTBUHM ¢ 1. [125], rme
NEPBUYHBIN pak Al METaCTaTUYECKONW OMyXOJM FOJOBHOIO MO3ra sIBJIIETCS 0 MEHbLIEH Mepe
OIHMM, BBIOPAHHBIM W3 TpPYIIIBI, COCTOSIIEH M3 paka MOJIOYHOH JKenes3bl, paka JIerKOro U
MEJIAaHOMBI.

[128] KonbloraT aHTUTENO-JEKAPCTBEHHOE CPEACTBO B COOTBETCTBUHU ¢ M. [125], rame
NEPBUYHBIN paK IJIsl METACTATMYECKOH OMyXOJIM T'OJIOBHOTO MO3ra TpEACTaBisieT coOoil pak
MOJIOYHOM JK€JIE3bl.

[129] KonbloraT aHTUTENO-JIEKAPCTBEHHOE CPEACTBO B COOTBETCTBUHU C M. [125], rme
NEPBUYHBIN PaK ISl METACTATHYECKOH OIYXOJIM T'OJIOBHOTO MO3ra MPEACTaBIsieT COOOH pak
JIErKOro.

[130] Konblorar aHTUTENO-JIEKAPCTBEHHOE CPEACTBO B COOTBETCTBUHM C M. [125], rme
NEPBUYHBI paK il METaCTaTUYeCKOH OIMyXOJH TOJIOBHOTO MO3ra IMPEeACTaBIseT CoOOit
MEJaHOMY.

[0041]

[131] Konbrorar aHTUTENO-JIEKAPCTBEHHOE CPENCTBO B COOTBETCTBHU C JIFOOBIM H3 IIII.
[125]-[130], rme aHTUTENO B KOHBIOTATE€ AHTHUTENO-JEKAPCTBEHHOE CPENCTBO MPENCTABJISET
cobori antu-HER2 antuteno, antu-HER3 antuteno, antu-TROP2 antureno, antu-B7-H3
antureno, antu-GPR20 antureno unu antu-CDH6 anTuTeno.

[132] Konblorar aHTUTENO-JEKaPCTBEHHOE CPEACTBO B cOOTBEeTCTBUU C I. [131], rme
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AHTUTEJIO B KOHBIOTATE AHTUTENIO-JIEKAPCTBEHHOE CPENCTBO IpencTasisier coboit antu-HER2
AHTUTEJIO

[133] Konbrorar aHTUTENO-JEKAPCTBEHHOE CPEACTBO B COOTBETCTBUU ¢ M. [132], rme
antu-HER?2 anTuTeNno npeacrasiser coOoil aHTUTENIO, CoepIKaliee TSHKEIYIO IeTb, COCTOSLIYIO
13 aMHHOKMCJIOTHOH TOCJIEIOBATENbHOCTH, COCTOSIIEH W3 aMHHOKHUCIOTHBIX OCTaTKOB 1-449
SEQ ID NO: 1, u 7nerkyro Lemb, COCTOSILIYIO W3 aMUHOKHCJIOTHOW MOCIENOBATEIbHOCTH,
COCTOsAIIEH U3 aMHUHOKHUCIIOTHBIX ocTaTkoB 1-214 SEQ ID NO: 2.

[134] KonbloraT aHTUTENO-JEKAPCTBEHHOE CPEACTBO B COOTBETCTBUU ¢ M. [132], rme
antu-HER?2 anTUTENO Npeacrapnser coOoil aHTUTENIO, COIEpIKalee TSHKEIYIO [eMb, COCTOSIIYIO
W3 aMUHOKHCIIOTHOM mocienoBaTeapHOCTH, TipenctasienHo SEQ ID NO: 1, u nerkyro uerns,
COCTOSIIYIO U3 aMHUHOKHUCJIOTHOM TocsienoBaTenbHocTH, peactasierHon SEQ ID NO: 2.

[135] KoHbloraT aHTHUTENO-JIEKaPCTBEHHOE CPEACTBO B COOTBETCTBHH C JIFOOBIM M3 TIII.
[132]-[134], roe cpenHee KOMUYECTBO KOHBIOTHPOBAHHBIX E€IMHHI] JIEKAPCTBEHHOE CPENCTBO-
JUHKED Ha MOJIEKYJy aHTHUTEJIa B KOHBIOTaTe aHTUTENO-JIEKAPCTBEHHOE CPENCTBO HAXOMUTCS B
npenenax ot 7 1o 8.

[136] Konbrorar aHTUTENO-JEKAPCTBEHHOE CPEACTBO B COOTBETCTBUU ¢ M. [131], rme
AHTHUTEJIO B KOHBIOTATE AHTHTEJIO-JIEKAPCTBEHHOE CPEACTBO MpencraBisieT coboit antu-HER3
AHTUTEJIO.

[137] Konblorar aHTUTENO-JEKAPCTBEHHOE CPEACTBO B COOTBETCTBUU ¢ 1. [136], rme
antu-HER3 anTuTeNno npeacrasiser coOoit aHTUTENIO, CoepIKaliee TSHKEYIO IeTb, COCTOSIIYIO
U3 aMUHOKHCIIOTHOM mocnenoBaTeiabHoCcTH, npeactasieHHo SEQ ID NO: 3, u nerkyro uerms,
COCTOSALIYIO U3 aMHUHOKHUCJIOTHOM nocyienoBaTenbHoCTy, npeacrasieHHon SEQ ID NO: 4.

[138] Konbrorar aHTUTENO-JIEKAPCTBEHHOE CPEACTBO B COOTBeTCTBUH ¢ M. [137], rme
autu-HER3 aHTHTENO HE COMEP)KUT JIM3MHOBBIH OCTATOK Ha KapOOKCHUJIBHOM KOHIIE TSDKEJIOH
LEMH.

[139] KoHbloraT aHTUTENIO-JIEKAPCTBEHHOE CPEACTBO B COOTBETCTBHUU C JIFOOBIM M3 IIII.
[136]-[138], rne cpenHee KOJUYECTBO KOHBIOTUPOBAHHBIX €IUHUL] JIEKAPCTBEHHOE CPEACTBO-
JIUHKEDP Ha MOJIEKYJIy aHTHUTEJIa B KOHBIOTaTe aHTUTENIO-JEKAPCTBEHHOE CPEICTBO HAXOMUTCS B
npenenax ot 7 no 8.

[140] Konbrorar aHTUTENO-JEKAPCTBEHHOE CPEACTBO B COOTBEeTCTBUU ¢ M. [131], rme
AHTHUTEJIO B KOHBIOTaTe€ aHTHTENO-JIEKAPCTBEHHOE CPEACTBO mpeacTanisier codoit anTu-TROP2
AHTUTEJIO.

[0042]

[141] Konblorar aHTUTENO-JIEKAPCTBEHHOE CPEACTBO B cooTBeTcTBUHU € M. [140], rne
antu-TROP2 anTHTENno mpexacraBiser coOOW AHTHTENO, COAEpIKallee TSDKENYK —Lellb,
COCTOAILIYI0 M3 AMUHOKHUCIOTHOM TOCJIEOBATENbHOCTH, COCTOALIEH W3 aMUHOKUCIOTHBIX
ocratkoB 20-470 SEQ ID NO: 5, u nerkyro Lenb, COCTOSALIY0 M3 aMHHOKHUCJIOTHOM
MOCEA0BATEIbHOCTH, COCTOAIIEH M3 aMUHOKHUCJIOTHBIX ocTaTkoB 21-234 SEQ ID NO: 6.

[142] KonbloraT aHTUTENO-JIEKAPCTBEHHOE CPEACTBO B COOTBETCTBUM C M. [141], rme

anTu-TROP2 aHTHTENO HE CONEPKUT JIM3UHOBBII OCTATOK Ha KapOOKCHIIBHOM KOHLIE TSKENOH
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Lenu.

[143] KoHbloraT aHTHTENO-JIEKAPCTBEHHOE CPEACTBO B COOTBETCTBUU C JIFOOBIM M3 IIII.
[140]-[142], roe cpenHee KOAUYECTBO KOHBIOTHPOBAHHBIX €IUHUI] JIEKAPCTBEHHOE CPENCTBO-
JMHKEP Ha MOJIEKYJy AHTUTENa B KOHBIOraTe aHTUTEJIO-JEKAPCTBEHHOE CPEACTBO HAXOIUTCS B
npenenax ot 3,5 1o 4,5.

[144] KonbloraT aHTUTENO-JIEKAPCTBEHHOE CPEACTBO B cooTBeTcTBUU ¢ M. [131], rme
AHTUTEJIO B KOHBIOTATE aHTHUTENO-JIEKAPCTBEHHOE CPEICTBO MpeacTaBisieT codol anTu-B7-H3
AHTHUTEJIO.

[145] KonbloraT aHTUTENO-JIEKAPCTBEHHOE CPEACTBO B COOTBETCTBUU C M. [144], rne
antTu-B7-H3 aHTUTENnOo mpencraBiseT CcoOOW aHTHUTENO, COHEpKallee TSKENYK Ielb,
COCTOSIIIYKO M3 aMHUHOKHCJIOTHOW TIOCJIEN0BATeNIbHOCTH, COCTOSILIEH W3 aMHUHOKHCIOTHBIX
ocratkoB 20-471 SEQ ID NO: 7, u nerkyro ILemnb, COCTOSIIYIO W3 aMHHOKHCJIOTHOMN
MOCJIEA0BATEIbHOCTH, COCTOSIIEH U3 aMMHOKHUCIIOTHBIX ocTaTkoB 21-233 SEQ ID NO: 8.

[146] KonbloraT aHTUTENO-JIEKAPCTBEHHOE CPEACTBO B COOTBETCTBUH ¢ M. [145], rme
antu-B7-H3 aHTHUTENO HE COAEPIKUT JM3WHOBBIM OCTATOK HAa KapOOKCHIJIBHOM KOHIIE TSDKEJION
Lenu.

[147] KoHbIOTAT aHTHUTENO-JIEKAPCTBEHHOE CPEICTBO B COOTBETCTBUH C JIOOBIM M3 IIII.
[144]-[146], roe cpenHee KOMUYECTBO KOHBIOTHPOBAHHBIX €IMHUI] JIEKAPCTBEHHOE CPENCTBO-
JMHKEP Ha MOJIEKYJy aHTUTENa B KOHBIOraTe aHTUTEJO-JEKAPCTBEHHOE CPEACTBO HAXOJUTCS B
npenenax ot 3,5 1o 4,5.

[148] KonbloraT aHTUTENO-JIEKAPCTBEHHOE CPEACTBO B COOTBeTCTBUHM ¢ M. [131], rme
AHTHUTEJIO B KOHBIOTaTe aHTHTEJO-JIEKAPCTBEHHOE CPEACTBO MpeacTasysier codoii antu-GPR20
AHTUTEJIO.

[149] KonbtoraT aHTUTENO-JIEKApCTBEHHOE CPEACTBO B coOTBeTCTBUU C 1. [148], rme
antu-GPR20 aHTHMTeno mpexacraBisier CcoOOM aHTUTENO, COAEpIKallee TSDKENIYK Lelb,
COCTOSIIIYEO M3 AMHUHOKHCJIOTHOW TIOCJIENOBATENIbHOCTH, COCTOSILIEH W3 aMHUHOKHCJIOTHBIX
ocratkoB 20-472 SEQ ID NO: 9, u nerkyro uemnb, COCTOSIIYIO W3 aMHHOKHCJIOTHOU
MOCJIEA0BATEILHOCTH, COCTOSIIEH U3 aMHHOKUCIIOTHBIX ocTaTkoB 21-234 SEQ ID NO: 10.

[150] KonbloraT aHTUTENO-JIEKAPCTBEHHOE CPEACTBO B COOTBETCTBUHU C M. [149], roe
anTu-GPR20 aHTHTENO HE CONEP>KUT JIM3MHOBBIN OCTATOK HAa KapOOKCHIBHOM KOHIE TSDKENOH
Lenu.

[0043]

[151] KoHbIOTAT aHTHTENO-JIEKAPCTBEHHOE CPEICTBO B COOTBETCTBUU C JIOOBIM M3 IIII.
[148]-[150], roe cpemHee KOMWYECTBO KOHBIOTHPOBAHHBIX E€IMHUI] JIEKAPCTBEHHOE CPENCTBO-
JMHKEP Ha MOJIEKYJy aHTUTENa B KOHBIOraTe aHTUTEJIO-JEKAPCTBEHHOE CPEACTBO HAaXOIUTCS B
npenenax ot 7 1o 8.

[152] Konblorar aHTUTENO-JIEKaPCTBEHHOE CPEACTBO B COOTBeTCTBUHM ¢ M. [131], rme
AHTHUTEJIO B KOHBIOTaTe aHTUTEJIO-JIEKAPCTBEHHOE CPEINCTBO mpeacrasisier codoit antu-CDH6
AHTUTEJIO.

[153] Konblorar aHTUTENO-JEKAPCTBEHHOE CPEACTBO B COOTBETCTBUHU C I. [152], rme
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anTu-CDHO6 aHTHTENO MpeacTaBisieT OO0 aHTUTEINO, COAEepPIKAIIee TSKENYIO LeMb, COCTOSIIYIO
W3 aMHHOKHCJIOTHOM ITOCJIEOBATEIbHOCTH, COCTOSIIEN M3 aMUHOKHCJIOTHBIX ocTaTkoB 20-471
SEQ ID NO: 11, u jnerkyro LeMb, COCTOSINYI0 U3 aMUHOKHUCJIOTHOM IOCJIE€IOBATEIbHOCTH,
COCTOSIIIIEN U3 aMUHOKHUCTOTHBIX ocTaTtkoB 21-233 SEQ ID NO: 12.

[154] Konblorar aHTUTENO-JEKAPCTBEHHOE CPEACTBO B COOTBEeTCTBUHU C I. [153], rme
autu-CDHO6 aHTHTENO HE COAEP’KUT JIM3UHOBBIA OCTATOK HAa KapOOKCHUJIBHOM KOHIIE TSDKEJION
LEeMu.

[155] KoHbloraT aHTHUTENO-JIEKAPCTBEHHOE CPEICTBO B COOTBETCTBHUU C JIFOOBIM M3 IIII.
[152]-[154], roe cpenHee KOMUYECTBO KOHBIOTHPOBAHHBIX €IMHHI] JIEKAPCTBEHHOE CPEICTBO-
JUHKEP Ha MOJIEKYJy aHTUTeNa B KOHBIOraTe aHTUTEJO-JeKAaPCTBEHHOE CPEACTBO HAXOIUTCS B
npenenax ot 7 1o 8.

[156] KoHbrorar aHTUTENO-IEKAPCTBEHHOE CPEACTBO Ui IPUMEHEHUs B JIEUEHUU

METACTaTUYECKOW OMyXOJIH TOJIOBHOTO MO3Ta, MPEACTABICHHBIN Clenyromen (opMyIoi:

[0044]
[@opmyna 6]
e
o W o
AmTireno __q\/\/\/u‘N’YN\)LN
o H 8 H
| n
[0045]

r7ie KOMIIOHEHT JIEKapCTBEHHOE CPEACTBO-JHMHKEP KOHBIOTMPOBAH C AHTHUTENIOM 4epe3
THO(UPHYIO CBsI3b, M N O3HAYAeT CpeJHee KOJMYECTBO KOHBIOTHPOBAHHBIX —EIUHHII
JIEKapCTBEHHOE CPEACTBO-JIMHKEP HA MOJIEKYJly aHTUTeNA.

[157] KonbloraT aHTUTENO-JIEKAPCTBEHHOE CPEACTBO B COOTBETCTBUHU € M. [156], rme
NEPBUYHBIN pak AJsi METaCTaTUYECKON OMyXOJHM FOJIOBHOIO MO3ra sIBIISIETCS 10 MEHbIIeH Mepe
ONHUM, BBIOPaHHBIM M3 TPYMIbI, COCTOSINEH W3 paka MOJIOYHOW JKEJe3bl, paka JIEerKoro,
MEJIAHOMBI, MOUYEYHO-KJIETOYHOIO PaKa, paka MOYKM, KOJOPEKTAJbHOIO PakKa, paka >KeslyJIKa,
paka TOJOBbI U IIeH, TIeNnaToLe/IIOJSIPHOTO paka, paka Ie4eHH, paka SMYHHUKA, paka
NPEACTATeIbHON JKeNe3bl, Paka MOUYEBOrO Iy3bIps, paka IOMXKENIyIOYHOHM JKeNe3bl, paka
SHAOMETPHSI, PaKa IIUTOBUIHON JKeJIe3bl, 3JI0KAYECTBEHHOH JIUM(POMBI U CAPKOMBI.

[158] Konblorar aHTUTENO-JEKaPCTBEHHOE CPEACTBO B COOTBETCTBUHM ¢ M. [156], rme
NEPBUYHBIN pak AJl METaCTaTUYECKON OMyXOJM FOJOBHOIO MO3ra sIBJII€TCS MO MEHbIIEH Mepe
OJHUM, BBIOPAaHHBIM M3 TPYMIBI, COCTOSIIEH W3 paka MOJIOYHOH JKeJe3bl, paka JIETKOrO |
MEJIAHOMBI.

[159] Konblorar aHTUTENO-JEKAPCTBEHHOE CPEACTBO B COOTBETCTBUHU C M. [156], rme
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NEePBUYHBIN paK IJIsI METACTATHMYECKOH OIyXOJIM T'OJIOBHOTO MO3ra TPEACTaBisieT coOOH pak
MOJIOYHOM K€JIE3Bl.

[160] KonbroraT aHTUTENO-JIEKAPCTBEHHOE CPEACTBO B COOTBETCTBUM C M. [156], roe
NEePBUYHBIN paK IJIsI METACTATMYECKONW OMyXOJIM TOJIOBHOTO MO3ra HpEeACTaBisieT coOOi pak
JIETKOTO.

[0046]

[161] KonbloraT aHTUTENO-JIEKAPCTBEHHOE CPEACTBO B COOTBETCTBUU C M. [156], rme
NEePBUYHBIN paK JJisi METaCTaTUYeCKON OMyXOJH TOJOBHOTO MO3ra MpeACTaBisieT CoOOit
MeEJIaHOMY.

[162] Konbrorar aHTUTENO-JIEKAPCTBEHHOE CPENCTBO B COOTBETCTBUU C JIFOOBIM M3 IIII.
[156]-[161], rme aHTUTENO B KOHBIOTATE AHTHUTENO-JIEKAPCTBEHHOE CPENCTBO IMPENCTABIISET
cobori antu-HER2 anturteno, antu-HER3 antuteno, antu-TROP2 antureno, antu-B7-H3
antureno, antu-GPR20 antureno umu antu-CDH6 anaTuTENO.

[163] KonbloraT aHTUTENO-JIEKAPCTBEHHOE CPEACTBO B COOTBETCTBUU C M. [162], rme
AHTHUTEJIO B KOHBIOTATE AHTUTENIO-JIEKAPCTBEHHOE CPENCTBO mpencTasisieT coboit antu-HER2
AHTUTEJIO.

[164] KonbloraT aHTUTENO-JIEKAPCTBEHHOE CPEACTBO B COOTBETCTBUHU € M. [163], rme
antu-HER?2 anTuTeNno npeacrasnser codoit aHTUTENIO, COnepIKaliee TSHKEYIO IeTb, COCTOSIIYIO
M3 aMHUHOKHCJIOTHOM TOCJIeIOBATENbHOCTH, COCTOSIIEN W3 aMHHOKHCIOTHBIX OCTaTKoOB 1-449
SEQ ID NO: 1

COCTOSIIIEN U3 aMUHOKHUCTOTHBIX ocTaTkoB 1-214 SEQ ID NO: 2.

, W JIETKYIO LeMb, COCTOAIIYID W3 aMHUHOKHCJIOTHOH MOCJIEA0BATENbHOCTH,
[165] Konblorar aHTUTENO-JEKAPCTBEHHOE CPEACTBO B COOTBETCTBUHU C M. [163], rme
antu-HER?2 anTHTeNno npencrasiser co0Ol aHTUTENO, COAEpIKaLee TSKEIYIO LEelb, COCTOSIIYIO
U3 aMUHOKHCIIOTHOM mocnenoBaTenbHOCTH, npencrasieHHod SEQ ID NO: 1, u nerkyro mems,
COCTOSIIIYEO U3 aMHUHOKHCJIOTHON NOCIeNoBaTeNbHOCTH, npencrasieHHoi SEQ ID NO: 2.

[166] KoHbloraT aHTHUTENO-JIEKAPCTBEHHOE CPEACTBO B COOTBETCTBHUU C JIFOOBIM M3 IIII.
[163]-[165], rne cpenHee KONUYECTBO KOHBIOTUPOBAHHBIX €IUHUL] JIEKAPCTBEHHOE CPEICTBO-
JIUHKEDP Ha MOJIEKYJIy aHTHTEJIa B KOHBIOraTe aHTUTENO-JEKAPCTBEHHOE CPEICTBO HAXOMUTCS B
npenenax ot 7 no 8.

[167] Konbrorar aHTUTENO-JEKAPCTBEHHOE CPEACTBO B COOTBETCTBUU C M. [162], rme
AHTHUTEJIO B KOHBIOTATE AHTUTENIO-JIEKAPCTBEHHOE CPENCTBO mpencTasisier coboit antu-HER3
AHTUTEJIO.

[168] Konbrorar aHTUTENO-JIEKAPCTBEHHOE CPEACTBO B COOTBETCTBUU C M. [167], rme
antu-HER3 anTuTeNno npeacrasnser codoil aHTUTENIO, ConepsKallee TSHKEYIO IeTb, COCTOSIIYIO
W3 aMUHOKHCIIOTHOM mocnienoBaTeiapbHoCTH, TipenctasieHHon SEQ ID NO: 3, u nerkyro uerns,
COCTOSLIYIO U3 aMHUHOKHUCJIOTHOM mocyienoBaTenbHocTH, peacrasierHHon SEQ ID NO: 4.

[169] Konbrorar aHTUTENO-JEKAPCTBEHHOE CPEACTBO B COOTBETCTBUU C M. [168], rme
antu-HER3 anTHTENnO HE COMEp’KUT JTU3MHOBBIM OCTATOK Ha KapOOKCHIIBHOM KOHIIE TSDKENOH
LeMH.

[170] KoHbloraT aHTUTENO-JIEKaPCTBEHHOE CPEACTBO B COOTBETCTBHUU C JIFOOBIM U3 IIII.
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[167]-[169], roe cpenHee KOAUYECTBO KOHBIOTHPOBAHHBIX €IMHUI] JIEKAPCTBEHHOE CPENCTBO-
JMHKEP Ha MOJIEKYJy aHTUTENa B KOHBIOraTe aHTUTEJO-JIEKAPCTBEHHOE CPEACTBO HAXOIUTCS B
npenenax ot 7 1o 8.

[0047]

[171] KonbroraT aHTUTENO-JIEKAPCTBEHHOE CPEACTBO B COOTBETCTBUHM C M. [162], rme
AHTUTEJIO B KOHBIOTATE AHTUTEJNIO-JIEKAPCTBEHHOE CPENCTBO mpeacTtasisier codoi antu-TROP2
AHTUTEJIO.

[172] Konbrorar aHTHTENO-JIEKapCTBEHHOE CPEeNcTBO B cooTBeTCcTBHH ¢ 1. [171], tme
antu-TROP2 anTHTeno mpencrasisier coOOOM aHTUTENO, COAEpIKAllee TSDKENYK —Lellb,
COCTOSIIYKO M3 aMUHOKHCJIOTHOW TIOCHEeNOBaTebHOCTH, COCTOALIEH M3 aMHUHOKHCIIOTHBIX
ocratkoB 20-470 SEQ ID NO: 5, u nerkyro Lemb, COCTOSLIYI0 H3 aMHHOKHCIOTHOM
MOCNIENOBATEIbHOCTH, COCTOSIIEH U3 aMHHOKUCIOTHBIX octarkos 21-234 SEQ ID NO: 6.

[173] Konbrorar aHTUTENO-JIEKAPCTBEHHOE CPEACTBO B COOTBETCTBUU C M. [172], rme
anTu-TROP2 aHTHTENO HE CONEPKUT JIM3UHOBBIM OCTATOK Ha KapOOKCHIIBHOM KOHLIE TSDKENOH
Lenu.

[174] KoHbIOTAT aHTUTENO-JIEKAPCTBEHHOE CPEACTBO B COOTBETCTBHH C JIFOOBIM W3 IIII.
[171]-[173], roe cpenHee KOMUYECTBO KOHBIOTHPOBAHHBIX E€IMHHI] JIEKAPCTBEHHOE CPENCTBO-
JMHKEP Ha MOJIEKYJy aHTUTENa B KOHBIOraTe aHTUTEJO-JEKAPCTBEHHOE CPEACTBO HAaXOIUTCS B
npenenax ot 3,5 1o 4,5.

[175] Konbrorar aHTUTENO-JIEKAPCTBEHHOE CPEACTBO B COOTBETCTBUU C M. [162], rme
AHTHUTEJIO B KOHBIOTATe AHTUTEJIO-JICKAPCTBEHHOE CPENCTBO MpeAcTaBiisieT coboi aHtu-B7-H3
AHTUTEJIO.

[176] KonbloraT aHTUTENO-JIEKAPCTBEHHOE CPEACTBO B COOTBETCTBUH ¢ M. [175], rme
autu-B7-H3 anmtureno mnpencrasBnser coOoOil aHTHTENO, COAEpIKALlee TSDKENYIO —Lelb,
COCTOSIIYK) M3 AMUHOKHCJIOTHOW IOCJIEA0BATENIBHOCTH, COCTOALIEH W3 aMHUHOKHCJIOTHBIX
ocratkoB 20-471 SEQ ID NO: 7, u nerkyw Lemb, COCTOSIIYI0 H3 aMHHOKHUCJIOTHOM
MOCJIEA0BATEILHOCTH, COCTOSIIEH U3 aMHHOKUCIIOTHBIX ocTaTkoB 21-233 SEQ ID NO: 8.

[177] Konbrorar aHTUTENO-JIEKAPCTBEHHOE CPEACTBO B COOTBETCTBUU C M. [176], rme
antu-B7-H3 aHTHUTENO HE COAEPIKUT JM3UHOBBIA OCTATOK Ha KapOOKCHUJIBHOM KOHIE TSDKENOH
Leny.

[178] KoHbloTaT aHTHUTENO-JIEKAPCTBEHHOE CPEICTBO B COOTBETCTBHH C JIFOOBIM W3 I
[175]-[177], roe cpenHee KOMUYECTBO KOHBIOTHPOBAHHBIX E€IMHUI] JIEKAPCTBEHHOE CPENCTBO-
JMHKEP Ha MOJIEKYJy aHTUTENa B KOHBIOraTe aHTUTEJO-JEKAaPCTBEHHOE CPEACTBO HAaXOIUTCS B
npenenax ot 3,5 1o 4,5.

[179] Konbrorar aHTUTENO-JIEKAPCTBEHHOE CPEACTBO B COOTBETCTBUU C M. [162], rae
AHTHUTEJIO B KOHBIOTATE aHTUTENIO-JIEKAPCTBEHHOE CPENCTBO mpencramisier codoit antu-GPR20
AHTUTEJIO.

[180] Konbrorar aHTUTENO-JEKAPCTBEHHOE CPEACTBO B COOTBETCTBUU ¢ M. [179], rme
antu-GPR20 aHTHTENnO mpeacraBisier coOOH aHTUTENO, COAEplKallee TSDKENYK —Lelb,

COCTOAIIYHO U3 aMHUHOKHCJIOTHOM noCJaeaoBaTCJIbHOCTU, COCTOsIIeN M3 aMHHOKHCJIOTHBIX
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ocratkoB 20-472 SEQ ID NO: 9, u nerkyro Lemb, COCTOSALIYI0 M3 aMHHOKHUCJIOTHOM
MOCJIEAOBATEILHOCTH, COCTOSIIEeH M3 aMUHOKHCIOTHBIX ocTaTkoB 21-234 SEQ ID NO: 10.

[0048]

[181] Konblorar aHTUTENO-JEKAPCTBEHHOE CPEACTBO B cooTBeTcTBUU ¢ 1. [180], rme
anTu-GPR20 aHTHTENO HE CONEPKUT JU3UHOBBIA OCTATOK Ha KapOOKCHIIBHOM KOHIIE TSDKEJIOH
LeMH.

[182] Konbtorar aHTUTENO-IEKAPCTBEHHOE CPENCTBO B COOTBETCTBHU C JIOOBIM M3 IIII.
[179]-[181], roe cpegHee KOMWYECTBO KOHBIOTUPOBAHHBIX E€IMHHI] JIEKAPCTBEHHOE CPENCTBO-
JUHKEP Ha MOJIEKYJy aHTUTENa B KOHBIOTaTe aHTUTEJO-JEKAPCTBEHHOE CPEACTBO HAXOIUTCS B
npenenax ot 7 no 8.

[183] Konbrorar aHTHTENO-JIEKapCTBEHHOE CPENCTBO B COOTBETCTBUU C M. [162], rme
AHTUTEJIO B KOHBIOraTe aHTHUTENIO-JIEKAPCTBEHHOE CPEACTBO mpencrasisieT codoit antu-CDH6
AHTUTEJIO.

[184] Konbrorar aHTUTENO-JIEKAPCTBEHHOE CPEACTBO B COOTBETCTBUU ¢ M. [183], rme
anTu-CDHO6 aHTUTENO MpeacTaBiseT CoOOM aHTUTENO, COAEpPIKAIIee TIKENYIO IeMb, COCTOSIIYIO
W3 aMHHOKHMCJIOTHOM ITOCJIEOBATEIbHOCTH, COCTOSIIEN U3 aMUHOKHCIOTHBIX ocTaTkoB 20-471
SEQ ID NO: 11, u 7nerkyro Lemnb, COCTOSINYI0 W3 aMHUHOKHCJIOTHOW IOCJIE€NOBATEIbHOCTH,
COCTOSIIIEN N3 aMUHOKHUCTIOTHBIX ocTtaTkoB 21-233 SEQ ID NO: 12.

[185] Konbrorar aHTUTENO-JEKAPCTBEHHOE CPEACTBO B COOTBETCTBUU C M. [184], rae
anTu-CDHO aHTHUTENO HEe CONEep KHUT JIM3MHOBBIH OCTATOK HAa KapOOKCHIIBHOM KOHIE TSDKENOH
Lenu.

[186] KoHbloraT aHTUTENO-JIEKapPCTBEHHOE CPEACTBO B COOTBETCTBHUU C JIFOOBIM U3 IIII.
[183]-[185], roe cpenHee KOAMYECTBO KOHBIOTHPOBAHHBIX €IMHUI] JIEKAPCTBEHHOE CPEACTBO-
JIMHKEP Ha MOJIEKYJy aHTUTENa B KOHBIOraTe aHTUTEJO-JEKAPCTBEHHOE CPEACTBO HAXOIUTCS B
npenenax ot 7 1o 8.

[187] IlpumeHeHue KOHBIOTaTa AHTUTENO-JIEKAPCTBEHHOE CPEACTBO ISl MOJYyUYeHUS
JIEKapCTBEHHOT'O CpEeACTBAa [UIsl JIEYeHUs MEeTacTaTHYeCKOH OIMyXOJU TOJIOBHOIO MO3Ta, B
KOTOPOM KOMIIOHEHT JIEKAPCTBEHHOE CPEICTBO-JIMHKEp, IPEACTABJICHHBIM Cleayrolei
dbopmyioii:

[0049]

[@opmyna 7]
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[0050]

rae A mpeacTaBisieT cOOOH MOJIOKEHNE CBSI3BIBAHUS C AaHTUTEIIOM,

KOHBIOTHPOBAH C aHTUTEJIOM 4epe3 THOI(UPHYIO CBSI3b.

[188] Ilpumenenne B coorBercTBUM ¢ 1. [187], rme mnepBUYHBIA pak mJs
METACTaTUYECKOW OMYyXOJIU TOJIOBHOTO MO3Ta SIBJISIETCS MO MEHBIIEH Mepe OTHUM, BBIOPAHHBIM
U3 TPYMNIbL, COCTOSsIIEN W3 paka MOJIOYHOH >Kene3bl, paka JIETKOrO, MeEJaHOMBI, MOYEeYHO-
KJIETOYHOI'O paka, paka MOYKH, KOJOPEKTaJbHOIO paka, paka >Kely[Ka, paka TOJIOBbI U LIEH,
renaToLe/UTIOJISIPHOTO paka, paka MedeHH, paka sIMUHUKA, paka MpenCcTaTesbHOMN JKene3bl, paka
MOUEBOTO IMy3bIpsl, paka MOKENyJO4YHON >Kene3bl, paka OSHIOMETpHUS, paka LIUTOBHUIHOM
JKeJe3bl, 3JI0KAYeCTBEHHON JINUM(POMBI U CAPKOMBI.

[189] Ilpumenenue B cooTBercTBUM ¢ 1. [187], rme mnepBUYHBIA pak A
METACTaTUYECKOM OMYyXOJIU T'OJIOBHOTO MO3ra SIBJISIETCS MO MEHbLIEH Mepe OTHUM, BBIOPAHHBIM
U3 IPYMIIbL, COCTOALIEH U3 paKa MOJIOYHOM JKeJe3bl, paKa JIETKOrO U MEJIaHOMBI.

[190] Ilpumenenue B coorBercTBUU C 1. [187], rme mnepBUYHBI pak s
METACTATUYECKOM OMyXOJIH T'OJIOBHOTO MO3ra MPEACTABISET COOON paK MOJIOUHOM KeJe3bl.

[0051]

[191] Ilpumenenune B coorBercTBUM ¢ 1. [187], rme mepBUYHBIA pak s
METaCTaTUYECKOH OIMyXOJIH FOJIOBHOTO MO3Ta MPEACTABIAET COOOH pak JIerKoro.

[192] Ilpumenenue B coorBercTBUM ¢ 1. [187], rme mnepBUYHBIN pak aJs
METaCTaTUYECKOH OIMyXOJIH FOJIOBHOTO MO3Ta MPEACTABISIET COOOH MeTaHoMYy.

[193] TlpumeHeHue B COOTBETCTBUU C J0ObIM u3 mm. [187]-[192], rme aHTuUTENnO B
KOHBIOTaTe aHTHUTEJO-JIEKAPCTBEHHOE CPeACTBO mpexncrasisier coboit antu-HER2 anTHTENO,
antn-HER3 antuteno, antu-TROP2 anTureno, antu-B7-H3 anTureno, antu-GPR20 anTuTeno
i antu-CDH6 anTuTeno.

[194] [Ipumenerue B COOTBETCTBUM C M. [193], rme aHTUTENO B KOHBIOraTe aHTUTENIO-
JIEKapCTBEHHOE CPEACTBO mpeacTanisier codoit antu-HER?2 antuTeno.

[195] IIpumenenue B coorBercTBuM C 1. [194], rne antu-HER2 anTuTeno npencrasnser
coOOW  aHTHUTENO, COAEp)Kallee TSDKENYK0 LeMb, COCTOSIIYE0 W3  aMHUHOKHMCIOTHOHN

MOCJIEA0BATEILHOCTH, COCTOSAIIEH M3 aMHHOKHUCIOTHBIX ocTaTkoB 1-449 SEQ ID NO: 1, u
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JETKYH0 LeMb, COCTOSINYKD U3 aMUHOKHMCIOTHOM TIOCJIENOBATEIbHOCTH, COCTOSLIEH U3
AMHHOKHUCIIOTHBIX ocTaTkoB 1-214 SEQ ID NO: 2.

[196] IIpumenenue B coorBercTBuM ¢ 1. [194], rne antu-HER?2 anTuTeno npencrasnser
co0Oll  aHTHTENO, coAepkKamee TOKENYI Ielb, COCTOALIYID W3  aMHHOKHCIOTHOM

nociaenosaTenbHocTy, npeacrasieHHor SEQ ID NO: 1, u nerkyroo nenb, COCTOALIYI U3

)
aMUHOKHCJIOTHOH TocjenoBaTesbHOCTH, npencrasieHHoi SEQ ID NO: 2.

[197] Tlpumenenue B COOTBETCTBUU ¢ J0ObiM w3 mm. [194]-[196], rme cpenHee
KOJIMYECTBO KOHBIOTHPOBAHHBIX EIUHHUI] JIEKAPCTBEHHOE CPEACTBO-JIMHKEP HA MOJIEKYJTy
aHTUTEJIAa B KOHBIOTaTe aHTUTENIO-JIEKAPCTBEHHOE CPEICTBO HAXOAUTCS B Ipeaesiax ot 7 1o 8.

[198] [Ipumenenue B cooTBeTCTBUM ¢ M. [193], rme aHTUTENO B KOHBIOraTe aHTUTEJIO-
JIEKapCTBEHHOE CPEACTBO mpeacTanisieT codolt antu-HER3 antuTeno.

[199] IIpumenenne B coorBercTBuu ¢ 1. [198], rne antu-HER3 anTuTeno npencrasnser
cOo0Oll  aHTHUTENO, COAeplKallee TOKENYK Ielb, COCTOSANIYI0 U3  aMHUHOKHCIIOTHOM
nocnenosarenbHocT, npeacrasiaeHHor SEQ ID NO: 3, u jerkyro 1emnb, COCTOSAIIYHO W3
aMUHOKHCIJIOTHOM MOcenoBarebHoCTH, npeactasieHHon SEQ ID NO: 4.

[200] ITpumenenue B coorBercTBuM C 1. [199], rae antu-HER3 anTuTeno He comep:xut
JU3WHOBBIA OCTATOK HAa KAPOOKCHIIBHOM KOHIIE TSKEJION LIeTIH.

[0052]

[201] TlpumeHenwe B COOTBeTCTBHMU C JoObiM w3 mm. [198]-[200], rme cpenuee
KOJIMYECTBO KOHBIOTUPOBAHHBIX E€AUHUL[ JIEKAPCTBEHHOE CPEACTBO-JIMHKEP HA MOJIEKYJY
AHTUTEJA B KOHBIOTaTe aHTUTEJNIO-JIEKAPCTBEHHOE CPECTBO HAXOAUTCS B Ipeaesiax ot 7 1o 8.

[202] [IpumeHeHne B COOTBETCTBUM C M. [193], rme aHTUTENO B KOHBIOraTe aHTUTEJIO-
JIEKapCTBEHHOE CPENCTBO MpencrasisierT codoit antu-TROP2 anTureno.

[203] IIpumenenue B coorBercTBuu ¢ 1. [202], rne antu-TROP2 anTuTeno npeacrasnser
co0Ol  aHTHTENO, Comepkallee TSOKEIYK LeMb, COCTOSINYH0 W3  aMHHOKHCJIOTHOM
MOCJIEAOBATEIbHOCTH, COCTOSIIEH W3 aMHHOKHMCIOTHbIX ocratkoB 20-470 SEQ ID NO: 5, u
JIETKYI0 LeMb, COCTOSAIIYKD M3 AaMUHOKUCIOTHOW TIOCJIENOBATeIbHOCTH, COCTOSIIIEH U3
aMHHOKHUCJIOTHBIX ocTaTkoB 21-234 SEQ ID NO: 6.

[204] ITpumenenne B coorBeTcTBUU ¢ 1. [203], rae anTtu-TROP2 anTHTENO HE COMEPKUT
JU3WHOBBIA OCTATOK HAa KAPOOKCHIIBHOM KOHIIE TSKENIOH 1T .

[205] TlpumeHeHwe B COOTBETCTBUMU C JtOObiM w3 mm. [202]-[204], rme cpenHee
KOJIMYECTBO KOHBIOTUPOBAHHBIX EIUHUI] JIEKAPCTBEHHOE CPEACTBO-JIMHKEP HA MOJIEKYIy
aHTUTEJIA B KOHBIOTATE€ AHTUTEJIO-JIEKAPCTBEHHOE CPENCTBO HAXOAHUTCS B mpeaenax or 3,5 1o
4,5.

[206] [IpumeHeHne B COOTBETCTBUU C M. [193], rme aHTUTENO B KOHBIOraTe aHTUTEIIO-
JIEKapCTBEHHOE CPEACTBO MpeacTaBisieT codoit antu-B7-H3 antureno.

[207] IIpumenenue B cooTBeTcTBUM C 1. [206], rae anTu-B7-H3 antureno mpencrapiser
co0Ol  aHTHTENO, CcoAepkKallee TOKEIYI [elb, COCTOAIIYI W3 aMHUHOKHCIIOTHOM
MOCJIEA0OBATEILHOCTH, COCTOSIIIEN W3 aMHUHOKHUCIOTHBIX ocTtatkoB 20-471 SEQ ID NO: 7, u

JICTKYIO 1€Ilb, COCTOALNYHO U3 AMHUHOKHUCJIOTHOM NnoCJICA0OBATCIIbHOCTH, cocrosimedt w3
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aMHHOKUCIIOTHBIX ocTaTkoB 21-233 SEQ ID NO: 8.

[208] [Ipumenenue B coorBeTcTBUM C 1. [207], rne antu-B7-H3 anTuTeno He comep:xur
JU3WHOBBINA OCTATOK HAa KAPOOKCHIJIBHOM KOHLIE TSKEJION LIeTIH.

[209] TlpumeHeHHe B COOTBETCTBHMU C JOObIM u3 mm. [206]-[208], rme cpenuee
KOJIMYECTBO KOHBIOTUPOBAHHBIX E€AUHUL] JIEKAPCTBEHHOE CPEACTBO-JIMHKEP Ha MOJIEKYJY
AaHTUTEJAa B KOHBIOTATE€ AHTUTEJO-JIEKAPCTBEHHOE CPENCTBO HAXOAMUTCS B mpeaenax or 3,5 1o
4,5.

[210] ITpumenenue B cooTBeTCTBUH ¢ 1. [193], rme aHTUTENO B KOHBIOraTe aHTUTEJIO-
JIEKapCTBEHHOE CPEACTBO mpenacTanisieT codoit antu-GPR20 anturesno.

[0053]

[211] IIpumenenue B coorBercTBrH C 1. [210], rme antu-GPR20 antuteno npencrapnser
co0Oll  aHTHTENO, CcoAepKallee TKENIYK [elb, COCTOALIYH W3  aMHHOKHCIOTHOM
MOCJIEA0OBATEILHOCTH, COCTOSIIIEH W3 aMHUHOKHUCIOTHBIX octatkoB 20-472 SEQ ID NO: 9, u
JIETKYHK0 1eMb, COCTOSINYKD U3 AaMUHOKUCIOTHOM TOCHENOBATENbHOCTH, COCTOSIIEH W3
aMHHOKHCIIOTHBIX ocTaTkoB 21-234 SEQ ID NO: 10.

[212] [Ipumenenne B coorBercTBHH C 1. [211], rne anTu-GPR20 anTtuteno ve cogepxur
JU3WHOBBINA OCTATOK HAa KAPOOKCHIIBHOM KOHIIE TSIKEJIOHN IeTH.

[213] IlpumeHenwe B COOTBETCTBHMU C JoObiM u3 mm. [210]-[212], rme cpenuee
KOJIMYECTBO KOHBIOTUPOBAHHBIX E€AUHHUI] JIEKAPCTBEHHOE CPEACTBO-JIMHKEP HA MOJIEKYJY
AHTUTEJA B KOHBIOTaTe aHTUTEJIO-JIEKAPCTBEHHOE CPECTBO HAXOAUTCS B Ipeaenax ot 7 1o 8.

[214] Tlpumenenue B cooTBeTCTBUU C M. [193], rae aHTUTENO B KOHBIOraTe aHTUTENO-
JIEKapCTBEHHOE CPENCTBO mpezacTasisieT coboit antu-CDH6 anturero.

[215] IIpumenenue B coorBeTcTBUM C M. [214], rae antu-CDH6 aHTUTENO NpenCTaBIseT
coOOW  aHTHUTENO, COAepKallee TSKEAYK LeMb, COCTOSIIYK) W3  aMHUHOKHCJIOTHOM
MOCJIeIOBATEIbHOCTH, COCTOSIIIEH W3 aMUHOKHCIOTHBIX ocTaTkoB 20-471 SEQ ID NO: 11, u
JIETKYKO [eMb, COCTOSINYK) U3 aMUHOKUCIOTHOM TIOCIEHOBATENIbHOCTH, COCTOSIICH W3
AMHHOKHUCIIOTHBIX ocTaTkoB 21-233 SEQ ID NO: 12.

[216] ITIpumenenue B cooTBercTBHM ¢ 1. [215], rme anTu-CDHO aHTHTENO HE COmEPIKUT
JIU3WHOBBINA OCTATOK Ha KAPOOKCHIILHOM KOHIIE TSKEJION LIeTTH.

[217] TlpumeHeHwe B COOTBETCTBUMU C JtoObiM w3 mm. [214]-[216], rme cpenHee
KOJIMYECTBO KOHBIOTUPOBAHHBIX EIUHUI] JICKAPCTBEHHOE CPEACTBO-JIMHKEP HA MOJIEKYIy
AHTUTEJIA B KOHBIOTATE aHTUTEJIO-JIEKAPCTBEHHOE CPEICTBO HAXOAUTCS B Ipeaesiax ot 7 1o 8.

[218] IlpumeHeHHe KOHBIOTATAa AHTUTEO-JICKAPCTBEHHOE CPENCTBO IS TOJYUYEHUS
JIEKApCTBEHHOTO CPENCTBA [Jisl JICUCHHs] METACTaTHYE€CKOM OMyXOJH TOJIOBHOTO MO3Ta,
MIPEICTaBICHHOTO CIEAYIOMEel GopMyIIOit:

[0054]

[@opmyna 8]
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r7ie KOMIIOHEHT JIEKAPCTBEHHOE CPENCTBO-JIMHKEP KOHBIOTHPOBAH C AHTUTEJIOM 4Yepes
THO3(UPHYIO CBsI3b, M N O3HAYAET CpPEAHee KOJUYECTBO KOHBIOTUPOBAHHBIX —EIMHHIL
JIEKapCTBEHHOE CPENICTBO-JIMHKED HA MOJICKYJTy aHTHUTENA.

[219] Ilpumenenue B coorBercTBUM ¢ 1. [218], rme mnepBUYHBIA pak A
METACTaTUYECKOW OMYyXOJIU TOJIOBHOTO MO3Ta SIBJISIETCS MO MEHBIIEH Mepe OTHUM, BBIOPAHHBIM
U3 TPYIIBL, COCTOSINEH W3 paka MOJOYHOM >KEJIe3bl, paka JIErKOro, MEJaHOMBI, IMOYE€YHO-
KJIETOYHOT'O paka, paka MOYKH, KOJIOPEKTAJIbHOTO paka, paka >KelyJKa, paka TOJOBbl U LIEH,
renaToleUTIOJIIPHOTO PaKa, paka MEYeHH, paka sSIMYHUKA, paka MPeAcTaTeIbHOMN JKeNe3bl, paka
MOYEBOr0 TMy3bIpsi, paka TMOMKENyIOYHON >KEeJe3bl, paka 3HAOMETPHUsS, paka LIUTOBUIHOU
JKEJIe3bl, 3JI0KaYeCTBEHHOU JTUM(OMBI 1 CAPKOMBI.

[220] Ilpumenenue B cooTBercTBUM ¢ 1. [218], rme mnepBUYHBIM pak A
METACTaTUYECKOW OMYyXOJIU T'OJIOBHOTO MO3ra SIBJISIETCS MO MEHBIIEH Mepe OTHUM, BBIOPAHHBIM
U3 TPYIIIBIL, COCTOSIIIEN U3 paKka MOJIOYHOM JKeJIE3bl, paka JIETKOro U MEJIaHOMBI.

[0056]

[221] Ilpumenenne B coorBercTBUU C 1. [218], rme mnepBUYHBIA pak s
METACTATUYECKOM OMyXOJIH T'OJIOBHOTO MO3ra MPEACTABIISIET COOON paK MOJIOUHOM KeJe3bl.

[222] Ilpumenenue B cooTBeTcTBMM ¢ 1. [218], rme mnepBUYHBIA pak s
METACTATUYECKOM OMyXOJIU TOJIOBHOTO MO3ra MPEeACTAaBIISIET COOOM pakK JIErKOro.

[223] Ilpumenenue B coorBercTBUM ¢ 1. [218], rme mnepBUYHBIN pak A
METACTaTUYECKOM OMyXOJIH T'OJIOBHOTO MO3Ta MPEACTABIISIET COOON METaAHOMY.

[224] TlpumeHeHue B COOTBETCTBUU C JOObIM w3 Tl [218]-[223], rme aHTUTENO B
KOHBIOTATE€ AHTUTENIO-JIEKAPCTBEHHOE CPencTBO mpexacrasisier codoit antu-HER2 anTHTENO,
autn-HER3 antuteno, antu-TROP2 antuteno, antu-B7-H3 antureno, antu-GPR20 anTuTeno
unu antu-CDHG6 anTuTeno.

[225] [IpumeHeHHE B COOTBETCTBUM C M. [224], rme aHTUTEIO B KOHBIOTaTe aHTUTEJIO-
JIEKapCTBEHHOE CPEACTBO mpeacTanisier codbolt antu-HER?2 antuTeno.

[226] [Ipumenenne B coorBeTcTBUM C 1. [225], rne antu-HER?2 anTuTeno npencrasnser
coOOW  aHTHUTENO, COAep)Kallee TSDKENYK0 LeMb, COCTOSIIYE0 W3  aMHUHOKHCIOTHOH
MOCJIEAOBATEIbHOCTH, COCTOAIIEH M3 aMHUHOKHUCIOTHbIX ocTaTkoB 1-449 SEQ ID NO: 1, u

JICTKYIO 1€Tlb, COCTOALNYHO U3 AMHUHOKHCJIOTHOM noCJaea0oBaTCIbHOCTH, cocTosimed U3
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AMHHOKHUCIIOTHBIX ocTaTkoB 1-214 SEQ ID NO: 2.

[227] IIpumenenne B cooTBeTcTBUM C 1. [225], rne antu-HER?2 anTuTeno npencrasnser
co0OH  aHTHTENO, coAepkamlee TOKENIYI Ielb, COCTOALIYID W3  aMHHOKHCIIOTHOM
nocynenosaTenbHocTH, npencrasiaeHHol SEQ ID NO: 1, m nerkyroo uemnb, COCTOSIIYIO U3
aMUHOKMCIIOTHOM MOCJIe0BaTeNbHOCTH, npeacTtasieHHoit SEQ ID NO: 2.

[228] TlpumeneHue B COOTBETCTBUU ¢ J0ObIM W3 mm. [225]-[227], rme cpenHee
KOJIMYECTBO KOHBIOTUPOBAHHBIX E€AUHUL JIEKAPCTBEHHOE CPEACTBO-JIMHKEDP HAa MOJIEKYJY
aHTUTEJIAa B KOHBIOTaTe aHTUTENIO-JIEKAPCTBEHHOE CPEICTBO HAXOAUTCS B Ipeaesiax ot 7 1o 8.

[229] IIpumeHeHHEe B COOTBETCTBUM C M. [224], rme aHTUTEIO B KOHBIOraTe aHTUTEJIO-
JIEKaApCTBEHHOE CPEACTBO mpeacTasisieT codoli antu-HER3 antuTeno.

[230] Ilpumenenne B coorBercTBuu ¢ 1. [229], rne antu-HER3 anTuTeno npencrasnser
co0Oll  aHTHTENO, CcoAepKallee TKENIYK [elb, COCTOALIYH W3  aMHHOKHCIOTHOM
nocnenoBarenpbHocTH, npencrasiaeHHor SEQ ID NO: 3, u jerkyro uemnb, COCTOSINYIO W3
aMUHOKHCIIOTHOM TMOCIEeN0BaTeNbHOCTH, npeacTasieHHoit SEQ ID NO: 4.

[0057]

[231] IIpumenenue B coorBercTBuM ¢ m. [230], rae antu-HER3 anTuTeno He comep:xut
JU3WHOBBIA OCTATOK HAa KAPOOKCHIIBHOM KOHIIE TSKEJION LIeTIH.

[232] TlpumeHeHWe B COOTBETCTBUM C JOObBIM w3 mm. [229]-[231], rme cpenHee
KOJIMYECTBO KOHBIOTUPOBAHHBIX E€AUHHUI] JIEKAPCTBEHHOE CPEACTBO-JIMHKEP HA MOJIEKYJY
AHTUTEJA B KOHBIOTaTe aHTUTEJIO-JIEKAPCTBEHHOE CPECTBO HAXOAUTCS B Ipeaenax ot 7 1o 8.

[233] [IpumeHeHHEe B COOTBETCTBUM C M. [224], rAe aHTUTENO B KOHBIOTaTe aHTHUTENO-
JIEKapCTBEHHOE CPEACTBO mpenacTaniser codoit antu-TROP2 antureno.

[234] IIpumenenue B coorBeTcTBUU € 1. [233], roe anTu-TROP2 anTuTeno npencrasnser
cobOli  aHTHUTENO, COmepkallee TSOKEIYI LeMb, COCTOSINYH0 W3  aMHHOKHCJIOTHOM
MOCJIeIOBATEIbHOCTH, COCTOSILIEH M3 aMUHOKUCIOTHBIX octaTkoB 20-470 SEQ ID NO: 5, u
JIETKYIO LeMb, COCTOSAIIYKD M3 AaMUHOKUCIOTHOW TIOCJENOBATeIbHOCTH, COCTOSIIIEH U3
aMHHOKHUCJIOTHBIX octaTkoB 21-234 SEQ ID NO: 6.

[235] I[Ipumenenne B coorBeTcTBUU ¢ 1. [234], rne antu-TROP2 aHTUTENO HE COMEPKUT
JIU3WHOBBINA OCTATOK Ha KAPOOKCHIILHOM KOHIIE TSKEJION LIeTTH.

[236] TlpumeHeHwe B COOTBETCTBUMU C JtO0ObIM w3 mm. [233]-[235], rme cpenuee
KOJIMYECTBO KOHBIOTUPOBAHHBIX EIUHUI] JICKAPCTBEHHOE CPEACTBO-JIMHKEP HA MOJIEKYIy
aHTUTEJIA B KOHBIOTATE€ AHTUTEJIO-JIEKAPCTBEHHOE CPEACTBO HAXOAWTCS B Mpenenax or 3,5 1o
4.5.

[237] [IpumeHeHHE B COOTBETCTBUM C M. [224], rme aHTUTEIO B KOHBIOTaTe aHTUTEJIO-
JIEKapCTBEHHOE CPEACTBO MpeacTaBisieT codoit antu-B7-H3 antureno.

[238] [Ipumenenue B cooTBeTcTBUM C 1. [237], rae anTtu-B7-H3 antureno mpencrasnser
co0Oll  aHTHTENO, CcoAepkKamlee TOKEIYI [elb, COCTOALIYHD W3  aMHHOKHCIIOTHOM
MOCEA0OBATEIbHOCTH, COCTOSIIIEH W3 aMHUHOKHUCIOTHBIX ocTtatkoB 20-471 SEQ ID NO: 7, u
JETKYH0 LeMb, COCTOSAINYK) U3 aMUHOKUCIOTHOM TOCHEAOBATENbHOCTH, COCTOSLIEH U3

aMHHOKHUCJIOTHBIX ocTtaTkoB 21-233 SEQ ID NO: 8.
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[239] [Ipumenenue B coorBeTcTBUM C M. [238], roe antu-B7-H3 anTuTeno He comep:xur
JU3WHOBBIA OCTATOK HAa KAPOOKCHIIBHOM KOHLIE TSDKEJION LIeTIH.

[240] TlpumeHeHHe B COOTBETCTBHMU C JOObIM w3 mm. [237]-[239], rme cpenuee
KOJIMYECTBO KOHBIOTUPOBAHHBIX E€IUHUL[ JIEKAPCTBEHHOE CPEACTBO-JIMHKEP Ha MOJIEKYJY
AaHTUTEJA B KOHBIOTATE€ AHTUTEJIO-JIEKAPCTBEHHOE CPENCTBO HAXOAMUTCS B mpeaenax or 3,5 1o
4,5.

[0058]

[241] IIpumeHeHHEe B COOTBETCTBUM C M. [224], rme aHTUTENIO B KOHBIOraTe aHTUTENIO-
JIEKapCTBEHHOE CPEICTBO npencTanisieT codoit antu-GPR20 anturesno.

[242] IIpumenenue B coorBeTcTBUH ¢ 1. [241], rne anTu-GPR20 antuteno npencrapnser
co0Oll  aHTHWTENO, CcoAepKallee TKENIYK [elb, COCTOAIYHD W3  aMHHOKHCIOTHOM
MOCJIEAOBATEILHOCTH, COCTOSIIEN W3 aMHUHOKHCIOTHBIX ocTtaTkoB 20-472 SEQ ID NO: 9, u
JIETKYH0 LeMb, COCTOSINYKD U3 AaMUHOKUCIOTHOM TIOCHIENOBATENbHOCTH, COCTOSILIEH W3
aMHHOKHCIIOTHBIX ocTaTkoB 21-234 SEQ ID NO: 10.

[243] [Ipumenenne B cooTBeTcTBHH C 11. [242], rne anTu-GPR20 anTuteno ve cogepxur
JU3WHOBBIA OCTATOK HAa KAPOOKCHIIBHOM KOHIIE TSKEJIOHN IIETIH.

[244] TlpumeHeHWe B COOTBETCTBHUU C JOObIM w3 mm. [241]-[243], rme cpenHee
KOJIMYECTBO KOHBIOTHPOBAHHBIX E€AUHHUI] JIEKAPCTBEHHOE CPEACTBO-JIMHKEP HA MOJIEKYJy
AHTUTEJIAa B KOHBIOTaTe aHTUTEJNIO-JIEKAPCTBEHHOE CPEICTBO HAXOAUTCS B Ipeaeniax ot 7 1o 8.

[245] TlpumeHeHue B COOTBETCTBUU C M. [244], rae aHTUTENO B KOHBIOTare aHTUTENIO-
JIEKapCTBEHHOE CPENCTBO mpeacTasisieT coboit antu-CDH6 anturero.

[246] IIpumenenne B cOOTBETCTBUM C M. [245], rae antu-CDH6 aHTUTENO NpEnCTaBIsAET
co0Oll  aHTHTENO, coaepkamlee TKENIYI Lelb, COCTOALIYHD W3  aMHHOKHCIOTHOM
MOCJIeIOBATEIbHOCTH, COCTOSIIIEH W3 aMMHOKHCIOTHBIX ocTaTkoB 20-471 SEQ ID NO: 11, u
JErKyK LeNb, COCTOSAIIYK) U3 aMUHOKUCIOTHOW IOCHENOBATENbHOCTH, COCTOSLIEH U3
AMHHOKHUCIIOTHBIX ocTaTkoB 21-233 SEQ ID NO: 12.

[247] TIlpumenenue B cooTBeTcTBHH ¢ 1. [246], rae antu-CDHO anTHTENO HE COmEPIKUT
JU3WHOBBIA OCTATOK Ha KAPOOKCHIILHOM KOHIIE TSKEJIOH LIeTTH.

[248] TlpumeHeHWe B COOTBETCTBUU C JtOObIM w3 mm. [245]-[247], rme cpenHee
KOJIMYECTBO KOHBIOTUPOBAHHBIX E€AUHUI[ JIEKAPCTBEHHOE CPEACTBO-JIMHKEP HA MOJIEKYJy
AHTUTEJIA B KOHBIOTATE aHTUTEJNIO-JIEKAPCTBEHHOE CPEICTBO HAXOAUTCS B Ipeaesiax ot 7 1o 8.

[249] TepaneBTudeckoe CPEACTBO IJIsS JICUEHUS METACTATUYECKOrO paka, CoAeprKallee B
KaueCTBE AKTHBHOTO KOMIIOHEHTa KOHBIOTAT AHTHUTEJNIO-JICKAPCTBEHHOE CPEACTBO, B KOTOPOM
KOMITOHEHT JIEKApCTBEHHOE CPENCTBO-JIMHKEP, MPENCTABICHHBIHN clienyromei Gopmyoi:

[0059]

[@opmyna 9]
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[0060]

rae A mpeacTaBisieT COOOH MOJIOKEHHE CBSI3bIBAHUS C aHTUTEJIOM,

KOHBIOTUPOBAH C AaHTUTENIOM Yepe3 THOI(QUPHYIO CBSI3b.

[250] TepaneBTrueckoe CPENCTBO B COOTBETCTBHHU C 1. [249], rme MeTacTaTHuecKuil pak
SIBJISIETCSL TIO MEHbIIEH Mepe OHUM, BbIOPAHHBIM W3 TPYMIIbI, COCTOSINEH U3 METaCTaTHYECKOU
OMyXOJM TOJIOBHOIO MO3ra, METACTaTHMYECKON OINyXOJMU KOCTH, METacTaTHYeCKOH OIyXosu
JIETKOT'O U METACTaTUYECKOTO paka NeueHu.

[0061]

[251] TepaneBTuueckoe CpenCTBO B COOTBETCTBUM ¢ M. [250], rae MeracTaTuuecKuil pak
NpPEeACTaBIsIET COOONH METACTaTUYECKYIO OIyXOJb KOCTH.

[252] TepaneBTuueckoe CPEACTBO JJIs JICUEHUSI METACTaTUYECKOIrO paka, CoaeprKallee B
KauecTBe  AKTHMBHOIO  KOMIIOHEHTa  KOHBIOTAT  AHTUTENO-JIEKapCTBEHHOE  CPENCTBO,
NpeACTaBICHHBIN CleAyroLIel GopMyJION:

[0062]

[@opmyna 10]

AuTHUTeNIO

1

[0063]

r7i€ KOMIIOHEHT JIEKAPCTBEHHOE CPEICTBO-JIMHKEP KOHBIOTHPOBAH C AHTUTEJIOM dYepes
THO3(DUPHYIO CBSI3b, M N O3HAYAET CPEAHEEe KOJUYECTBO KOHBIOTHPOBAHHBIX EIHHHII
JIEKapPCTBEHHOE CPEACTBO-JIMHKEP Ha MOJIEKYJy aHTUTENA.

[253] TepaneBTUueckoe CPEeICTBO B COOTBETCTBUU C M. [252], rae MeTracTaTUuecKuil pak
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SIBJISIETCSL TIO MEHbIIEH Mepe OIHUM, BbIOPAHHBIM U3 TPYMIIbI, COCTOSINEH U3 METaCTaTHYECKOU
OINyXOJI TOJIOBHOTO MO3ra, METACTATHMYECKOH OIyXOJH KOCTH, METaCTaTHYECKOW OIyXOJn
JIETKOTO U METACTATUYECKOTO pPaka MeueHH.

[254] TepaneBTUueckoe CPEICTBO B COOTBETCTBUU C M. [253], rae MeracTaTUuecKuil pak
HpenCTaBisieT cCOO0H METaCTATHUECKYIO OMyXOJIb KOCTH.

[255] Cnocol nedeHus: METacTaTHYECKOTO paka, BKJIIOYAIOMIMN BBENEHHE KOHBIOrATa
AHTHUTEJIO-JIEKAPCTBEHHOE CPEACTBO, B KOTOPOM KOMITOHEHT JIEKAPCTBEHHOE CPEACTBO-JIHHKED,
MPeICTaBJIEHHBIN CIeNyoIel (HOpMYJIO:

[0064]

[@opmyna 11]
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[0065]

e A mpencTasisieT cOOOH MOJOKEHNE CBA3bIBAHKS C AHTHTEJIOM,

KOHBIOTMPOBAH C AHTUTEJIOM 4epe3 THOI(HPHYIO CBsI3b, CYObEKTY, HYKAAIOIIEMYCs B
JICYEHUU METAaCTaTHYECKOIO paka.

[256] Crniocob neueHust B COOTBETCTBUH ¢ I1. [255], roe MeTacTaTHYECKHA paK SIBJISIETCSI
1O MeHbINEH Mepe OAHHMM, BBIOPAHHBIM M3 TPYIIIBI, COCTOALICH U3 METACTATHYECKOW OMyXOJH
TOJIOBHOT'O MO3ra, METAacTaTU4eCKONW OMyXOJM KOCTH, METACTaTHUeCKON OIyXOJIU JIETKOTO U
METacTaTU4YEeCKOr0 paKa MevyeHu.

[257] Cnocob nedeHuss B COOTBETCTBHH C . [256], rme MeracTaTU4eCKHil pak
NPEACTABISIET COOOH METACTaTUYECKYEO OITyXOJb KOCTH.

[258] Croco0 nedeHuss METacTaTUYECKOTO paka, BKJIFOYAIOINUN BBEICHHE KOHBIOTATA
AHTHUTEJNIO-JIEKAPCTBEHHOE CPEICTBO, MPENCTABICHHOTO CIEAYIOLIeH (hOPMYJION:

[0066]

[@opmyna 12]



AHTHUTEJIO —

[0067]

r7ie KOMIIOHEHT JIEKapCTBEHHOE CPEACTBO-JIMHKEP KOHBIOTHPOBAH C AHTUTENIOM uepe3
THO3(UPHYIO CBsI3b, M N O3HAYAeT CpEeAHee KOJUYECTBO KOHBIOTUPOBAHHBIX EIMHHIL
JIEKapCTBEHHOE CPEICTBO-JIMHKEDP HA MOJIEKYJly aHTUTEJA;

CyOBEKTY, HYKIAIOLIEMYCsl B JIECUEHUH METaCTAaTHUECKOTO PaKa.

[259] Cniocob neueHust B COOTBETCTBUU ¢ M. [258], rae MeTacTaTUYeCKHd paK SIBJISIETCSI
MO MEHbIIEH Mepe OJHHUM, BHIOPAHHBIM U3 TPYIIIBI, COCTOSINEH U3 METACTATHYECKON OMyXOJH
rOJIOBHOT'O MO3ra, METacTaTUYEeCKOW OINyXOJM KOCTH, METACTaTHUYeCKON OIMyXOJIU JIETKOTO U
METAacTaTU4YEeCKOr0 paKa MevyeHu.

[260] Cmoco® neueHuss B COOTBETCTBHH C 1. [259], rme meracTaTU4eCKHil pak
NpPEeACTaBIsIET COOOH METACTaATUYECKYIO OIYyXOJIb KOCTH.

[0068]

[261] KoHbrOorar aHTUTENO-JEKAPCTBEHHOE CPENCTBO ISl MPUMEHEHHUs] B JICUCHUH
METaCTaTUYEeCKOr0 paka, B KOTOPOM KOMIIOHEHT JIEKAPCTBEHHOE CpPEIACTBO-JIMHKED,
NpeACTaBJICHHBIN Clieayrommei GopmyJoi:

[0069]

[@opmyna 13]
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[0070]
rne A mpeacTaBisieT OO0 MOJIOKEHHE CBS3bIBAHUS C AHTHTEJIOM,

KOHBIOTUPOBAH C aHTUTEJIOM 4Yepe3 THOI(PUPHYIO CBSI3b.
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[262] KoHblOTaT aHTUTENO-JIEKAPCTBEHHOE CPEACTBO B COOTBETCTBUM C M. [261], rme
METACTAaTUYECKUH paK sIBJISETCS 110 MEHbINEH Mepe OIHUM, BBIOPAHHBIM U3 TPYIIbI, COCTOSIIEH
U3 METacTaTHMYeCKOH OINyXOJM TOJIOBHOTO MO3ra, METAacTaTUYEeCKOW OMyXOJu KOCTH,
METACTaTUYECKON OMyXOJIH JIETKOTO M METACTaTUYECKOTO paKa MevyeHH.

[263] KoHbBIOTaT aHTUTENO-JIEKAPCTBEHHOE CPEACTBO B COOTBETCTBUM C M. [262], rme
METaCTaTHYECKUH paK MPeaCcTaBisieT cOO0H METaCTaTUUECKYIO OMyXOJb KOCTH.

[264] Konbrorat aHTUTENO-JEKAPCTBEHHOE CPEACTBO Ul NPUMEHEHUs B JICUEHUH
METACTATUYECKOTO paKa, MpeACTaBIeHHbIN clienyromeit GopmyJioi:

[0071]

[@opmyna 14]
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[0072]

r7ie KOMIIOHEHT JIEKApCTBEHHOE CPEACTBO-JIMHKEP KOHBIOTMPOBAH C AHTUTENIOM dYepes
TUO(QUPHYIO CBsI3b, M N O3HA4Yae€T CpeJHee KOJMYECTBO KOHBIOIMPOBAHHBIX —€IUHHIL
JIEKapPCTBEHHOE CPECTBO-IMHKEP Ha MOJIEKYJy aHTUTENA.

[265] KoHbloTaT aHTUTENO-JIEKAPCTBEHHOE CPEACTBO B COOTBETCTBUU C I [264], rhe
METaCTaTHYECKUH PaK SIBJISIETCS 1O MEHbIIEH Mepe OIHUM, BBIOPAHHBIM M3 IPYIIIbL, COCTOSLIEH
U3 METacCTaTHMYeCKOH OINyXOJU TOJIOBHOTO MO3ra, METACTaTUYECKOW OIMyXOJUu KOCTH,
METaCTaTUYECKOM OMyXOJIH JIETKOTO U METAaCTaTUYECKOrO paka MeueHH.

[266] KoHbBlOTaT aHTUTENO-JIEKAPCTBEHHOE CPEACTBO B COOTBETCTBUHU C M. [265], rme
METAaCTaTHYECKHUH PaK MPEICTaBIseT COOOH METACTATHUECKYIO OMYyXO0Jb KOCTH.

[267] TlpumeHeHue KOHBIOraTa aHTUTENO-JIEKAPCTBEHHOE CPEACTBO ISl MOJNy4YeHUs
JIEKapCTBEHHOI'O CpEACTBa MJis JIEYEHUS METacTaTHYeCKOro paka, B KOTOPOM KOMIIOHEHT
JIEKapPCTBEHHOE CPENICTBO-JIMHKED, MPEACTABIIEHHBIN CIenyroIel (opMyIOu:

[0073]

[@opmyna 15]
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[0074]

rae A npeacTaBisieT coOOM MOJIOKEHHE CB3bIBAHUS C AHTHTEJIOM,

KOHBIOTUPOBAH C AaHTUTENIOM Uepe3 THOI(QUPHYIO CBSI3b.

[268] [IpumMeHeHne B COOTBETCTBHUH C 1. [267], rae METacTaTUYECKUN pakK SIBJISIETCS IO
MEHbBIIEH Mepe OJHHM, BBIOPAHHBIM M3 TPYIMIbI, COCTOALIEH W3 METACTATHYECKOH OMyXOJH
rOJIOBHOTO MO3ra, METacTaTUYEeCKOW OINyXOJM KOCTH, METACTaTHUYeCKON OIMyXOJU JIETKOrO U
METAacTaTUYEeCKOrO paKa MevyeHu.

[269] [IpumeHeHNE B COOTBETCTBUU C I1. [268], rie METacCTaTUYECKUM paK MPEACTaBJIAET
co0OM METACTATUYECKYIO OIyXO0JIb KOCTH.

[270] IlpuMeHeHue KOHBIOraTa aHTUTENO-JIEKAPCTBEHHOE CPEACTBO IJIsl MOJy4YeHUs
JIEKaPCTBEHHOT'O CPEACTBA [UIsl JIEYEHUs] METACTaTUYECKOIrO paka, KOTOPBIH MpencTaBieH
cnenyrotei GopmyIIoit:

[0075]

[@opmyrna 16]

AnTHTENO —

[0076]

r7ie KOMIIOHEHT JIEKAPCTBEHHOE CPENCTBO-JIMHKEP KOHBIOTHPOBAH C AHTUTEJIOM 4Yepes
THO3(UPHYIO CBsI3b, M N O3HAYAET CpPEAHEee KOJUYECTBO KOHBIOTUPOBAHHBIX —EIMHHII
JIEKaPCTBEHHOE CPEICTBO-IMHKEP Ha MOJIEKYJy aHTUTENA.

[0077]

[271] IIpumeHeHue B COOTBETCTBUM C M. [270], rae MeTacTaTUYeCKUl pak SIBJISIETCS IO
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MEHbIIEH Mepe OOHHM, BBIOPAHHBIM M3 TPYIIIbI, COCTOALIEH W3 METACTATUYECKOH OMyXOJH
TOJIOBHOTO MO3ra, METacTaTUYEeCKOW OINyXOJM KOCTH, METACTaTHUYECKON OIyXOJU JIETKOTO U
METAaCTaTUYECKOrO paKa MeUYeHH.

[272] IIpumeHeHne B COOTBETCTBUU C M. [271], rae MeTacTaTUueCKUil pak MpencTaBIsAeT
co0OM METACTaTUYECKYIO OMyXO0JIb KOCTH.

IMone3nbie 3¢ dexTnl H300peTEeHUSs

[0078]

Hacrosimmee wu3oOpereHne obOecneunBaeT TepaneBTHYECKOE CPEACTBO JUISL JICYCHHUS
METAaCTaTUYeCKOH OIMyXOJU TOJIOBHOTO MO3ra, coaep:kamee CrenuuyuecKuii KOHBIOTAT
AHTHUTEJIO-JIEKAPCTBEHHOE CPEACTBO, H/WIIKM CHOCO0 JIeYeHUs] METaCTATHUECKOW OMyXOJIH
TOJIOBHOT'O MO3ra, BKJIFOYAKOLINIA BBEACHUE CYOBEKTY CIEeHU(UYECKOrO KOHBIOTATa aHTHTENO-
JIEKapCTBEHHOE CPE/ICTBO.

KpaTtkoe onucanue yeprexei

[0079]

[@ur. 1] Dur. 1 npencraBiser aUarpaMMmy, IIOKa3bIBAIOIIYI) aMHHOKHCIOTHYO
NOCJIE0BATENBbHOCTD Tspkenoi uenu antu-HER2 anturena (SEQ ID NO: 1).

[@ur. 2] Pur. 2 mnpencraBiseT AMArpaMMy, IIOKa3bIBAIOIIYK) aAMHHOKHCIOTHYIO
NocJIenoBaTeNbHOCTD Jierkoi 1eru anTu-HER?2 anturena (SEQ ID NO: 2).

[@ur. 3] Dur. 3 mpencraBiseT aHArpaMMy, I[IOKa3bIBAKOLIYI) aMHHOKHCIOTHYIO
NOCJIe0BaTENbHOCTD Tspkenoi uenu antu-HER3 anturena (SEQ ID NO: 3).

[@ur. 4] Pur. 4 mnpencraBiseT AMArpaMMy, IOKa3bIBAKOIIYK) aMHHOKHCIOTHYIO
nocienoBaTenbHOCTh Jierkoi nenu antu-HER3 anturena (SEQ ID NO: 4).

[@ur. 5] @Pur. 5 mnpencraBisgeT AMArpaMMy, IOKa3bIBAKOLIYI) aMHHOKHCIOTHYIO
HIOCJIEIOBATENbHOCTD TspKenol nenu anti-TROP2 anturena (SEQ ID NO: 5).

[@ur. 6] Dur. 6 mnpencraBisieT aUArpaMMy, TOKa3bIBAIOIIYI) AMHUHOKHCIOTHYIO
NIOCJIeIOBATENBbHOCTD Jierkoi neru antu-TROP2 anturena (SEQ ID NO: 6).

[®ur. 7] Pur. 7 mnpencraBiser AMarpaMMmy, IIOKa3bIBAIOIIYK) aMHHOKHCIOTHYIO
NIOCJIEIOBATENbHOCTD TsDKENOH nenu antu-B7-H3 anturena (SEQ ID NO: 7).

[Gur. 8] Pur. 8 mnpencraBiser aMarpaMMmy, IIOKa3bIBAIOIIYK) aMHHOKHCIOTHYIO
NIOCJIEIOBATENbHOCTD Jierkoi 1eru antu-B7-H3 anturena (SEQ ID NO: 8).

[@ur. 9] ®ur. 9 mpencrapisieT AUArpaMMy, TMOKA3bIBAIOIIYIO IMPOAJICBAOIINE KU3Hb
3¢ eKThl KOHBIOTATa AHTUTEJO-JIEKAPCTBEHHOE CpeAcTBO (1) Ha MbBIIIAX C MHTPAKPAHHAIBHO
TpaHcranTupoBaHHbIM KPL-4-Luc.

[@ur. 10] @ur. 10 mpencraBiser AuUarpaMmy, MOKa3bIBAIOIIYIO TMPOTHUBOOIYXOJEBBIC
3¢ eKThl KOHBIOTATa AHTUTEJO-JIEKAPCTBEHHOE cpeAcTBO (1) Ha MbBIIIaX € MHTPAKPAHHAIBHO
TpaHcraHTupoBaHHbiM  KPL-4-Luc. Pasmep onyxonum nNOATBEP)KAAETCSI MHTEHCHBHOCTBIO
momuHeceHmu KPL-4-Luc.

[@ur. 11] ®ur. 11 npencraBnser n300pa’ke€HUs, NMOKA3BIBAIOLINE ITATOJOTHUECKUE
W3MEHEHUs TOJIOBHOTO MO3ra, MOJy4YeHHbIe IPU OKpAIIMBAHUM M€MATOKCUJIMHOM U 303UHOM, Y

mpimed (Ne 1 i Ne 2) u3 rpynmnsl BBeneHust pactsoputensi. Ha LieHTpanbHBIX CHUMKAX MOKa3aHbI
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o0mue KapTHHBI MaTOJOTMYECKUX H3MEHEHWH, a Ha JIEBOM M IPAaBOM CHHUMKAaX ITOKa3aHbI
yBEJIMYEHHBIE TaTONIOTHUecKue n3MeHeHus. Omnyxosesble 00pa30BaHUS HAXOAATCS B 00JacTy,
00BeIEHHOM MyHKTUPHOH JHHUEH, Ui 00J1aCTH, YKa3aHHON CTPEIKaMu.

[@ur. 12] Pur. 12 npencraBiaser AuarpaMMmy, MOKa3bIBAIOIIYI0 AMHHOKHCIOTHYIO
NIOCJIEIOBATENbHOCTD TspKenoi nenu antu-GPR20 anturena (SEQ ID NO: 9).

[@ur. 13] ®ur. 13 npeacraBnsgeT AMArpaMMy, IOKa3bIBAIOINYID AMHHOKHCIOTHYIO
IIOCJIeIOBATENbHOCTB Jierkol 1enu anTu-GPR20 anturena (SEQ ID NO: 10).

[@ur. 14] Pur. 14 npencraBiaseT AuUarpaMMmy, TOKa3bIBAIOIIYI0 aMHUHOKUCIOTHYIO
NIOCJIeIOBATENbHOCTD Tspkenoi nenu antu-CDH6 antutena (SEQ ID NO: 11).

[@ur. 15] Pur. 15 npencraBiser AuarpaMMmy, TOKAa3bIBAOIIYI0 AMHHOKHCIOTHYIO
NIOCJIeIOBATENBbHOCTD Jierkoi reru aHTu-CDH6 anturena (SEQ ID NO: 12).

Onucanue BAPHAHTOB OCYLIECTBJICHUSA

[0080]

Jlanee  ommMCaHBl TPEATIOYTUTENBHBIE  CIIOCOOBI  OCYLIECTBICHHS  HACTOSINETO
n3o0pereHusi. BapuaHTBl OCYINECTBJIEHUS, ONMUCAHHBICE HUKE, TNPEACTABICHBI TOJBKO IS
WUIIOCTPAllMM  OAHOrO IpUMepa TUIMYHOTO BapuUaHTa OCYILECTBJEHMs] HACTOSLIErO
n300peTeHNs U He MpeJHa3HAUEHBI 1JIs1 OrpaHIUYeHHs 00beMa HACTOSIIIEro H300PETEHMS.

[0081]

1. MeracraTu4eckas OIyXoJib FOJJOBHOTO MO3ra

B Hacrosimem wn300pereHMH TepMUH '"MeracTaThdeckas OIyXOJb T'OJOBHOTO Mo3ra'
O3HAa4YaeT OMyXOJb, Pa3BUBLIVIOCS B pe3yJIbTaT€ METACTA3UPOBAHUS IEPBUYHOrO paka (paxa,
pa3BUBIIErocsi B OMOJIOTMYECKUX TKAaHAX, OTJIMYHBIX OT MO3ra) B Mo3r. MeracraTuueckas
ONyXOJIb TOJIOBHOIO MO3ra B HACTOSIIEM H300pPETEHHH BKJIIOYAET HE TOJBKO OIyXOJIH,
METAaCTa3uPyIOIIKNe B MAPEHXUMY MO3Ta, HO TAK)KE OMYXOJH, MOPAKAKLINEe MATKYI) MO3TOBYIO
00ONMIOYKY W MayTUHHYHO  O0OJMOYKYy  (MEHHHreaJbHbI  KapLUUHOMATO3).  YYacTOK
METaCTa3uPOBAHMS MOXKET MPENCTaBNIATh OO0 OOUH WJIM HECKOJIbKO ydacTkoB. Kpome Toro,
MeTacTaTu4YecKast OMyXOJib OJJIOBHOTO MO3Ta Hallle BCEro OOHAPYKUBAETCS TOCHE MOSBIICHHS
CHUMIITOMOB MEPBUYHOTO PakKa, HO TaKXKe MOXKET ObITh OOHAPYXKEHA 1O TMOSIBIEHHUS] CUMIITOMOB
MEPBUYHOrO paka.

[0082] B kauecTBe MPpUMEPOB CUMITOMOB METACTATHYECKOM OIMyXOJH TOJIOBHOTO MO3Ta
MOKHO TPHBECTH, HAlpHMeEp, TOJOBHYIO OOJb, PBOTY, HApYILICHHE 3PEHHs, HapyIIEHHE
CO3HAHHUs, CYAOPOXKHBIM NPUMNAAOK, Napajlud U paccTpoicTso peun. Ilpennonaraercs, 4Tto 3TH
CHUMIITOMBI BBI3BIBAIOTCSI MPSIMBIM TOBPEKICHUEM TKaHEH MO3Tra OMyXOJbI0 M IMOBBIIIEHHBIM
BHYTPUYEPEITHBIM JJaBICHUEM.

[0083]

Habmronerne MeractaTHYeCKOHW OMyXOJIM TOJOBHOTO MO3ra MOXKHO OCYLIECTBHTH IPH
nomomny, Hampumep, CT (kommerorepHass tomorpadus), PET (mosutpoH-3MHCCHOHHAs
tomorpadust), MRI (MarHUTHO-pE30HAHCHOE MCCIEAOBAHUE) WU T.11.

[0084]

B xauecTBe mpumepa MEPBUYHOIO paka IJsl METACTaTUYECKUX OIMyXOJeil TOJIOBHOTO
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MO3ra MOKHO yKa3aTb PakK JIETKOrO, pak MOJIOYHOH >KeJe3bl, MEJIaHOMY, MOYE€UHO-KJIETOUHBbIH
pPak, pak MOYKH, KOJIOPEKTAIBHBIN paK, pak >KeJIyJKa, paKk roJIOBbI U LIE€H, MeNaTOLEIHOJISIPHBIN
pak, pak INE4YeHH, paK SIMYHUKA, PaK MPEACTATENIbHOW JKENe3bl, paKk MOYEBOIO My3bIps, pak
HOI[)KGJ'IYI[OLIHOI‘/'I JKCJIC3bI, PAK JHAOMETPUA, PaK LHHTOBHHHOﬁ JKEJIE3BI, 3JIOKAYCCTBCHHYHO
auMpoMy U capkoMmy. B yacTHOCTH, OBUIO OOHAPYIKEHO, YTO U3 HUX PaK JIETKOTo, paK MOJIOYHOH
JKeNe3bl M MeJlaHOMa B OOJBLIOM MPOLEHTE CIy4YaeB SBJISIOTCS TMEPBUYHBIM PAKOM MJIs
METACTATUYECKUX OMyXOJiel FOJIOBHOTO MO3Ta.

[0085]

2. KoHbIOTaT aHTUTENO-JIEKAPCTBEHHOE CPEACTBO

Konsprorar  aHTUTENO-NEKaPCTBEHHOE CPEACTBO, MHCMOJb3YEeMbIii B  HACTOALIEM
n300peTeHNH, MPENCTABISAET COOONW KOHBIOTAT aHTHUTEJIO-JIEKAPCTBEHHOE CPEICTBO, B KOTOPOM
KOMITOHEHT JIEKAPCTBEHHOE CPENICTBO-JIMHKEP, MPENCTABICHHBIN CIeAYOIel (GOopMyIOi:

[0086]

[@opmyna 17]
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[0087]

rae A mpeacTaBisieT coOOM MONOKEHNE CBA3bIBAHUS C AHTUTEJIOM;

KOHBIOTHPOBAH C aHTUTEJIOM 4epe3 THOI(PUPHYIO CBSI3b.

[0088]

B HacrosimeM wu300peTeHMM YaCcTHYHAs CTPYKTypa, COCTOSALIAasl W3 JIMHKepa H
JIEKapCTBEHHOI'O CPENCTBA, B KOHBIOIaTe€ AaHTUTEJO-JIEKapCTBEHHOE CpPENCTBO YKa3aHa Kak
"leKkapCcTBEHHOE CpeACTBO-NUHKep". KOMIIOHEHT JeKapCTBEHHOE CpEeACTBO-JMHKEP CBSI3aH C
THUOJIBHON TPYIIIOH (APYTUMH CIIOBAMH, aTOMOM CepbI IIMCTEHHOBOTO OCTaTKa), 00pa3oBaHHON
HA Y4aCTKe MEXLEMOYEUHON TUCynb(pUIHON CBA3M (ABa caliTa MEXKAY TSDKEIBIMH LIETISIMU U 1Ba
caiiTa MEKAY TSDKEJOHN LIETbIO M JIETKOH LIENbI0) B AHTHTEJIE.

[0089]

JlekapCTBEHHOE CPEINCTBO-JIMHKEP IO HACTOSIIEMy H300pETeHHI0 B  KadecTBe
komrnonenta Bkimroudaer Odk3atekaH (IUPAC wassanume: (1S,95)-1-amunO0-9-3THI-5-TOpD-
1,2,3,9,12,15-rexkcaruapo-9-ruapokcu-4-merun-10H,13H-

oenso[de]mupano[3',4":6,7 [unnonusuno| 1,2-b]xunonun-10,13-auoH, (Takxe VUMEROLIUN
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xumudeckoe Haspanue: (1S,95)-1-amuHO0-9-3TUN-5-PTOp-2,3-AUTrUAPO-9-TUAPOKCU-4-METHII-
1H,12H-6en30[ de |Jmupano[3',4":6,7 Juanonusuno[ 1,2-b |xunomun-10,13(9H,15H)- arion)),
KOTOPBIA SIBJISIETCST MHTUOMTOPOM Tomom3omepasbl 1. Dk3aTekaH mpencraBisieT CcoOoi
NPOM3BOHOE KaMITOTELHHA, 00Jafarolee MpOTHBOOMYXONEBbIM 3(deKToM, MmpencraBieHHoe
crenyrolel GopmyJIoit:

[0090]

[@opmyna 18]

[0091]

[0092]

KoHblOTaT  aHTHUTENO-NIEKAPCTBEHHOE CPEACTBO, HCIONB3YEMBIH B HACTOALIEM
N300peTEeHNH, TaK:Ke MOXKET OBITh MPECTABJIEH cienyoieil GopMyIoii:

[0093]

[@opmyna 19]
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[0094]

[0095]

r7ie KOMIIOHEHT JIEKApPCTBEHHOE CPEACTBO-JIMHKED KOHBIOTMPOBAH C AHTHTEJIOM dYepes
TI/IOB(bI/IpHy}O CBSI3b. 3HAUEHHE N SIBJIIETCS TAKUM K€, KaK TO, KOTOPOE€ HA3bIBAOT CPCAHUM
KOJIMYECTBOM MOJIEKYJI KOHBIOTHPOBAHHOTO JiekapcTBeHHOro cpenctsa (DAR: oTHomeHue
JIEKAPCTBEHHOTO CPENCTBA K AHTHTENY), U YKa3bIBAET CpeqHEe KOJHUECTBO KOHBIOTHPOBAHHBIX
eIMHHL JIEKAPCTBEHHOE CPEICTBO-JIMHKEP HA MOJICKYJIy aHTHUTENA.

[0096]

ITocne murpauuud B pakoBbie KJIETKM KOHBIOTAT AHTHUTENO-JIEKAPCTBEHHOE CPEACTBO,
UCTIONIB3YEMbIil B HACTOSIIIEM HM300peTeHHH, BBICBOOOXKIAET COCAMHEHHE, MPENCTABICHHOE
cnenyrote GopmyJioit:
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[0097]
[@opmynia 20]

[0098]

U TAaKUM 00pa30M MPOSIBISIET MTPOTHUBOOIYX OJIEBBIH 3P PEKT.

[0099]

Vka3aHHOe BBILIE COeMHEeHNe NPEATONaraeTcs KakK NIEPBOMCTOYHHK

NPOTHBOOMYXONIEBOW  aKTHBHOCTH  KOHBIOrara  aHTUTENO-JIEKAPCTBEHHOE  CPENCTBO,
UCTIOJIB3YEMOr0 B HACTOSIIIEM H300peTeHnr, W OBbLIO TOATBEPKIACHO, YTO OHO obyiamaer
s dexrom narndbuposanus ronousomepasnl I (Ogitani Y. et al., Clinical Cancer Research, 2016,
Oct 15; 22(20):5097-5108, Epub 2016 Mar 29).

[0100]

Taxke M3BECTHO, YTO KOHBIOTAT aHTHTEJO-JIEKAPCTBEHHOE CPENCTBO, MCIOJb3yeMblil B
HacToseM n3ooperennu, obmanaer spdexrom “ceuperenss’ (Ogitani Y. et al., Cancer Science
(2016) 107, 1039-1046).

Oddexr cBumerens MpOSBISIETCS 4Yepe3 TMPOLECC, KOTAAa KOHBIOraT aHTHUTENO-
JIEKAPCTBEHHOE CPENCTBO, MCIOJb3YEMblii B HACTOSIIEM M300PETeHHUH, UHTEPHAIM3UPYETCS B
paKkoBble  KIETKH, OKCIOPECCHPYIOIIWE MHIIeHb, M  YKA3aHHOE BBIUIE COEJUHEHUE
BBICBOOOKIAETCS M 3aTEM IIPOSIBJISIET MPOTUBOOIYXOJIEBBIN 3(P(PEKT TaK:Ke HA PAKOBBIE KIIETKH,
KOTOPbIE MPHUCYTCTBYIOT B OKPY/KEHHH U HE DKCITPECCUPYIOT MHUIIEHb.

[0101]

3. AHTUTENO B KOHBIOTATE AaHTHUTENO-JIEKAPCTBEHHOE CPENCTBO

AHTHTEJI0O B KOHBIOraTe€ AaHTHUTENO-JIEKAPCTBEHHOE CPENCTBO, HCIONb3YyEMOM B
HACTOSIIIEM H300PETEHUH, MOMKET MPOUCXOAUTh W3 JIOOOro BHIA, W MPEINOYTHTEIHHO
npeaCTaBysieT COOOH aHTUTENO, TMOJYYEHHOE OT YeJOBEKa, KPbICHI, MBIIIH WM KpoJHKa. B
Cllydasix, KOrJia aHTUTENO MPOUCXOIUT U3 BUIA, OTIIMYHOIO OT YEJIOBEKA, €ro MPearnoYTHTEIHHO
MOJIBEPTatOT XUMEPU3ALUH UM TYMAHU3AI[HH C UCTIOb30BAHHEM XOPOIIO W3BECTHBIX METOIOB.
AHTHTEJI0O MO HACTOSIIEMY H300PETEHUI0 MOKET NPEACTaBJISITh COOOH MOJMKIOHATBHOE
AHTUTEI0 WM MOHOKIIOHAJbHOE AaHTHUTENIO W MPEANOYTHTENbHO TNPENCTAaBIsieT COOOM
MOHOKJIOHAJIbHOE aHTHUTEJIO.

[0102]

AHTHTEI0O B KOHBIOraTe€ aHTUTENO-JIEKAPCTBEHHOE CPENCTBO, HCIONb3YyEMOM B

HACTOSIIEM H300pETEeHHH, NPEACTaBIsIET COOON AHTHUTENO, MPEANOUYTHTENIbHO olbsanaroliee
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TAKOH  XapaKTePUCTUKOHM, Kak CHOCOOHOCTb TapreTHUPOBAaHUS  PAKOBBIX  KJIETOK, W
MIPEIIOYTUTENILHO MPENCTaBISIET COOOM aHTHUTENO, 0bIanarinee CIoCOOHOCTHIO PACTIO3HABAHUS
PaKOBOI1 KJIETKH, CIIOCOOHOCTBIO CBSI3BIBATHCS C PAKOBOH KJIETKOMH, CTOCOOHOCTBIO K BHEIPEHUIO
U MHTEPHAJIN3ALUH B PAKOBYIO KJIETKY W/MJIM LIUTOTOKCHYECKON aKTUBHOCTHIO MPOTHUB PAKOBBIX
KJIETOK.

[0103]

Cesa3pIBaroInass aKTUBHOCTb AHTUTENA IPOTHB PAKOBBIX KJIETOK MOXET OBITh
MOATBEPKIEHA METOIOM MPOTOYHOW LMUTOMETpUHU. MHTepHanM3aums aHTUTENa B PAaKOBbIC
KJIETKH MOXeT ObITh TOATBepkaeHa mnpu mnomolnu (1) aHanmmM3a BU3yalIM3alMd aHTHTENA,
BKJIFOYEHHOT'O B KJIETKH, MOJ (hJIyOpPECLIEHTHBIM MHUKPOCKOIIOM C MCIIOJIb30BAHHEM BTOPUYHOTO
antutena (GyopeclieHTHO MEYEHHOT0), CBSI3bIBAIOIIETOCs ¢ TepaneBTHUeckuM antureaoMm (Cell
Death and Differentiation (2008) 15, 751-761), (2) aHamu3a W3MEPEHUS HMHTEHCUBHOCTH
(bayopecLeHINH, BKIIOYEHHOH B KJIETKH, C UCIOJIb30BAHUEM CBSI3bIBAHUSI BTOPUYHOTO aHTUTENA
(pryopecueHTHO MeUeHHOro) ¢ TeparneBTuueckuM aHTHTesaoM (Molecular Biology of the Cell,
Vol. 15, 5268-5282, December 2004) wmmu (3) anamuza Mab-ZAP ¢ wucnonp3oBaHuEM
CBSI3bIBAHNSI MMMYHOTOKCHHA C TEPANIEBTUYECKIM aHTHTEJIOM, I7I€ TOKCHH BBICBOOOJKAAETCS TIPU
BKJIFOUEHUH B KJIETKU JUII HHTHOUpoBaHus pocta kietok (Bio Techniques 28: 162-165, January
2000). B kauecTBe MMMYHOTOKCHHAa MOKHO HCIOJIb30BaTh PEKOMOMHAHTHBIN KOMILIEKCHBIN
OeJIOK KaTaTUTUIECKOTo TOMeHa TU(TEpUHHOrO TOKCHHA U Oenka G.

[0104] ITpoTHBOOIYXOJIEBYIO AaKTUBHOCTh AHTHUTENIA MOXKHO MOATBEPAUTH 1N VItro myTem
OTIpeNeNIeHNs] MHIHOMPYIOIeH aKTHBHOCTU MPOTHUB KJIETOYHOro pocra. Hampumep, pakoByro
KJIETOUHYIO JINHHIO, CBEPXIKCIPECCUPYIOIIYIO OEIOK-MUIIEHD IJI AaHTUTENA, KYJIbTUBUPYIOT U B
KYJBTYpPAJIbHYIO CUCTEMY NOOABISIOT AHTUTENO B PA3UYHBIX KOHLEHTPALMSAX, YTOOBI MOKHO
OBUIO OMpeneNuTh MHIMOMPYIOIIYI0 AKTUBHOCTb MPOTUB OOpa3OBaHUS O4aroB, OOpa3OBaHHUSI
KOJIOHUH U pocta cheponnos. [IpoTUBOOMYXOIEBYI0 aKTUBHOCTh MOYKHO MOATBEPIAUTH in VIVO,
HampuMep, IMyTeM BBENEHHUS AaHTUTENa TOJIOW MBIIHN C TPAaHCIUIAHTHPOBAHHOW paKOBOM
KJIETOYHOW JIMHMEH C BBICOKOW JKCIpeccHel Oeska-MUIIEHU U OIpenesieHHs H3MEHEHUH B
PaKOBBIX KJIETKAX.

[0105]

ITocKONBbKY COEOUHEHHE, KOHBIOTHPOBAHHOE B KOHBIOTATE AHTUTENO-JIEKapCTBEHHOE
CPEICTBO, MPOSBIISET MPOTHBOOMYXOJEBbId 3(P(GEKT, MPEeanOuTUTENbHO, HO HeOOsI3aTEeNbHO,
9TOOBl AHTUTENO caMoO OOJamaso MPOTHBOOMYXOJeBbIM 3ddekrtoMm. s crnenuduuHOCTH U
CEJIEKTUBHOCTH MPOSIBIIEHHS [IATOTOKCHYECKON aKTUBHOCTH MPOTHBOOIYXOJIEBBIM COCTUHEHUEM
NPOTHB PAKOBBIX KJIETOK BaXXHO, & TAaKXK€ NPEANOYTHUTENIbHO, YTOOBI AHTUTENO MOTJIO
UHTEPHAIM3UPOBATHCS TSI MUTPALIMU B PAKOBBIE KIIETKH.

[0106]

AHTHTENIO B KOHBIOTaTe€ AaHTUTENO-JIEKAPCTBEHHOE CPEACTBO, HCIONb3YEMOM B
HACTOSIIEM H300pPETeHHH, MOXKHO TOJYYUTh C HCIOJIBb30BAHUEM IIPOLIEAYPbI, H3BECTHOH B
naHHON oOnactu TexHUKW. Hampumep, aHTHTENO MO HACTOALEMY H300pPETEHUIO MOXKHO

MOJIY4YUThb C UCTIOJIb30BAHUEM cnoco6a, 0OBIYHO OCYHECTBIIAEMOIO B JIaHHOM obnactu TEXHUKH,
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KOTOPBIM BKJIFOYAET UMMYHH3ALHIO JKUBOTHBIX AHTUT€HHBIM TOJHIIENITHIOM U COOp M OYHUCTKY
aHTUTENa, TPOAYLUPYEMOro in vivo. MICTOUHNK MPOUCXOXKIEHUS] aHTUTE€HA HE OTrPAaHUYMBAETCS
YEJIOBEKOM, M JKUBOTHBIX MOXXHO UMMYHHM3HPOBATh AaHTUIE€HOM, MPOUCXOASIINM OT OTIIMYHOTO
OT 4eJIOBEKa *KMBOTHOT'O, TAKOTO KaK MBIIIb, KPbICa U T.I1. B 3TOM ciydae MOxeT OBITh HCIIBITAaHA
NePEeKPEeCTHAasl PEAKTHHOCTb AHTHUTEN, CBS3BIBAIOIIUXCS C IOJYYEHHBIM TI€TepOJIOTHYHbIM
AHTUT€HOM, C YeJIOBEUECKUMH AHTHUIC€HAMM Il CKPUHMHIA HA aHTUTENO, NMPUMEHUMOE IpU
3a00NIeBaHNH YEJIOBEKA.

[0107]

ANBTEpPHATUBHO, AHTUTEJIO-MIPOAYLUPYIOLIHE KJIETKH, KOTOPbIe MPOAYLHPYIOT aHTUTENA
NPOTHB AHTUT€HA, MOTYT OBITh CJIUTHI C MUEJIOMHBIMH KJIETKAMH B COOTBETCTBHH CO CIIOCOOOM,
W3BECTHBIM B MAaHHOH oOjactu TexHuku (Hanpumep, Kohler and Milstein, Nature (1975) 256, p.
495-497; Kennet, R. ed., Monoclonal Antibodies, p. 365-367, Plenum Press, N.Y. (1980)), nns
YCTAHOBJIEHUs] THOPUIOM, U3 KOTOPBIX, B CBOK OdYepenb, MOTYT ObIThb IOJyYEHbI
MOHOKJIOHAJIbHBIE aHTUTEJIA.

[0108]

AHTHIeH MOXXHO TOJYYHTb NMyTeM TI'€HHO-HMHXXEHEPHOH MOAM(UKALNU KJIETOK-XO35€B
IUIA TIONYYeHHsI TeHa, KOAMPYIOIIEro aHTHIeHHBIH OeloK. B 4acTHOCTH, MONy4YarOT BEKTOPHI,
KOTOpBbIe 00eCIeunBaIOT BO3MOYKHOCTh SKCIIPECCHU T'€HA aHTUTEHA, W MEPEHOCAT UX B KJIETKHU-
X0351€Ba, YTOOBI T'eH HKCIPECCHPOBAIICS. JKCIPECCUPOBAHHBIA TAKMM 00Pa30M aHTUT€H MOXKHO
OYUCTUTh. AHTUTENO MOXHO TakXe TIOIyYUTh CHOCOOOM HMMMYHHM3alMU SKUBOTHBIX
OMUCAHHBIMHU BBILIE TE€HHO-UH)XEHEPHBIMU AaHTUTEH-3KCIPECCUPYIOIIUMHU  KJIETKAMH WU
KJIETOYHOM JIMHUEH, SKCIIPECCUPYIOLIEH aHTUTEH.

[0109]

AHTHTENIO B KOHBIOTaTe€ AaHTUTENO-JIEKAPCTBEHHOE CPEICTBO, HCIONb3YyeMOM B
HACTOSAIIEM M300pETEeHNH, MPEANOYTUTEIbHO MPEACTABIET COO0H PeKOMOMHAHTHOE AaHTHTEIO,
MOJIy4eHHOE MyTeM HCKYCCTBEHHOH MOMU(PHUKALMM C LENbI0 CHUKEHUS Te€TepOJIOTUYHOM
AHTUTEHHOCTH JJIS YEJIOBEKA, TAKOE KaK XUMEPHOE aHTHTEJIO MJIH TYMAHU3HUPOBAHHOE AHTHTEJO,
WIA TPEINOYTHTEIBHO AaHTUTENIO, HMEIOLIee TOJIbKO IOCJIENOBATEIbHOCTh T'€HA AHTUTENA,
MOJIy4eHHOTO OT YEJIOBEKA, T.€. YEJIOBEUECKOE AHTUTENI0. JTH aHTHUTEJIa MOXKHO MOJYYHTb
U3BECTHBIM METOJIOM.

[0110]

B kausectBe mpuMepa XHMEPHOTO aHTHTENAa MOXKHO YyKa3aThb AHTHTENO, B KOTOPOM
BapuabenbHast M KOHCTaHTHAash OOJIAaCTH aHTHUTENA MPOUCXOAAT OT Pa3HBIX BUAOB, HaNpUMeEp,
XHUMEpPHOE aHTUTEIIO, B KOTOPOM BapuadesbHast 00JaCcTh aHTUTENA MBIIIH HWIIH KPBICHI COEAMHEHA
C KOHCTaHTHOU o0nacThio yenoeueckoro antutena (Proc. Natl. Acad. Sci. USA, 81, 6851-6855,
(1984)).

[0111]

B kasectBe mnpumepa TyMaHHW3UPOBAHHOTO AaHTHUTENA MOXKHO YKa3aTh, AHTHUTEIIO,

MOJIyYEHHOE MyTeM BCTPAaMBAaHHsI TOJIBKO Omperessomei koMmmieMeHTapHocTh obnactu (CDR)

reTepoJIOTHYHOrO aHTHTeNa B 4enoBedeckoe aHtuteno (Nature (1986) 321, pp. 522-525),
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AHTUTEJIO, MOJYYEHHOE TyTEM NMPUBUBKH YaCTH AMHUHOKHCIIOTHBIX OCTAaTKOB KapKacHON 00JacTu
reTepoJIOTUYHOIO aHTHUTENA, a Takke nocienosatenbHocTd CDR rereposnoruuHoro anrurena k
gyenoBedeckoMy aHtuteny MerogoM CDR-mpusuBkum (WO  90/07861), wu  anTuTEmNO,
I'YMaHU3UPOBAHHOE C HCIIOJIb30BAaHUEM CTpaTeruu reHHol koHBepcuu U mytareHesa (IlareHt
CIIA Ne 5821337).

[0112]

B xadecTBe npumepa 4e0Be4ECKOro aHTUTENAa MOJKHO YKa3aTb aHTUTENIO, TeHEPUPYEeMOe
C HUCIIOJIb30BAHUEM MPOAYLIUPYIOIIEH YeI0OBeUeCKOe aHTUTEJIO MBILIH, UMEIOIIeH Yel0BeUeCKHit
XPOMOCOMHBIH (DparMeHT, BKIIIOYAIOIIMHA T'€Hbl TSKENOH IeNU U JIETKOH IeNd YeJIOBEKOro
anturena (cMm. Tomizuka, K. et al., Nature Genetics (1997) 16, p.133-143; Kuroiwa, Y. et. al.,
Nucl. Acids Res. (1998) 26, p.3447-3448; Yoshida, H. et. al., Animal Cell Technology: Basic
and Applied Aspects vol.10, p.69-73 (Kitagawa, Y., Matsuda, T. and [ijima, S. eds.), Kluwer
Academic Publishers, 1999; Tomizuka, K. et. al., Proc. Natl. Acad. Sci. USA (2000) 97, p.722-
727, u T.n.). B kadecTBe aibTepHATHBBl, MOXXHO YKa3aTb AHTHUTEJNO, MOJYYEHHOE IyTEM
¢baroBoro mucries, aHTUTENIO, KOTOPOE BBIOMPAIOT M3 OMOJMOTEKH YEJIOBEYECKHX AHTUTEN CM.
Wormstone, 1. M. et. al, Investigative Ophthalmology & Visual Science. (2002)43 (7), p.2301-
2308; Carmen, S. et. al., Briefings in Functional Genomics and Proteomics (2002), 1(2), p.189-
203; Siriwardena, D. et. al., Ophthalmology (2002) 109(3), p.427-431, u T.1.).

[0113]

AHTUTENIO B KOHBIOraTe€ aHTUTENO-JIEKAPCTBEHHOE CPEACTBO, HCIOIb3yEMOM B
HACTOSIIEM HM300pPETEHHH, TaKXKe BKIIOYaeT MOAMDULIMPOBAHHBIE BAPUAHTHI AHTUTEIA.
MonuduipoBaHHbIli BapUAHT OTHOCUTCS K BapUAHTY, MOJYYEHHOMY IyT€M XMMHUYECKOH HIIN
Ouonornyeckoii MoaM(UKALMK aHTUTEJa B COOTBETCTBUM C HACTOSIIUM H300pETEHUEM.
ITpumepsl XUMHUYECKH MOAMPUIMPOBAHHOTO BAPHAHTA BKJIIOYAIOT BAPUAHTHI, BKIFOUAIOIIUE
CBSI3BIBAHME XUMHUYECKOro (pparMeHTa ¢ aMHHOKHCIOTHBIM CKEJIETOM, BAPHAHTBI, BKIIOYAOLIHE
CBSI3bIBAHUE XUMHUYECKOTro (parmeHTa ¢ N-cBsizaHHOW win O-CBS3aHHOH YIJIEBOAHON LETBIO U
T.n. Ilpumepsr Ouonorudecku MOAU(PHUUIMPOBAHHOIO BAPHAHTA BKJIIOYAIOT BAPHAHTHI,
NIOJIy4€HHBIE MTOCTTPAHCIILMOHHON Mo ukauueit (Hanpumep, N-cesizaHHOoe min O-CBsI3aHHOE
rnukosunupoBanue, N- unun C-KOHLEBOH NPOLECCUHT, [e3aMUIUPOBAHUE, H30MEpHU3aLysl
acIiaparuHOBOM KUCJIOTHI WJIM OKUCJIEHUE METUOHHMHA), U BAPUAHTHI, B KOTOPBIX METHOHHWHOBBIH
ocTaTok Obul mo0aBiieH K N-KOHIy MyTeM 3KCIPECCHU B MPOKAPUOTHYECKOH KJIETKE-XO3SHHE.
Kpome Toro, aHTUTENO, MEUYEHHOE TaKUM 00pa3oM, YTOOBI CAeNaTh BO3MOXKHOH JETEKIHIO I
BBbIJIEJICHUE aHTUTENIAa WJIM AaHTHUIe€Ha B COOTBETCTBUM C HACTOSLINM H300pETEHHEM, HampuMmep,
(bepMeHT-MeueHOe aHTHUTENO, (IIyOpPECHEHTHO-MEUeHOe aHTUTeNo u  apPUHHO-MEeueHOe
AHTHUTEJNIO, TAK)KE BKIIFOYEHO B CMBICIOBOE 3HaU€HHE MOAU(PUIMPOBAHHOrO BapHaHTa. Takoi
MOIU(HUIMPOBAHHBIN BAPHAHT AHTUTENIA B COOTBETCTBUU C HACTOSALINM HM300pETEHHEM MOJIe3eH
IUTS YIIYYLIEHUs] CTA0OMIIBHOCTH U YAEPIKaHUs aHTUTENa B KPOBH, CHUKEHUSI €r0 aHTUT'€HHOCTH,
JETEeKLMHU WU BBbIJIEICHUs] AaHTUTENA WU AHTUTE€HA U T. 1.

[0114]

Kpome Toro, mytem peryysiiuu MOAU(PHUKALIUN [JIUKaHA, KOTOPBIN CBSA3aH C AHTUTEJIOM B
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COOTBETCTBUH C HACTOSIIIUM H300peTeHneM (TJIMKO3MIMpOBaHue, Ne(yKO3UIUPOBAHUE U T.1.),
MOJKHO TOBBICHTh AHTHTEJIO-3aBUCHMYIO KJIETOYHYK LIUTOTOKCHYHOCTh. B KauecTBe MeTOI0B
IUI peryJsiuuy Moaudukanuy riaukaHa anturen u3sectHol WO 99/54342, WO 00/61739, WO
02/31140, WO 2007/133855, WO 2013/120066 u t.n. OnHako MeTOIbl HE OrPaHUYHBAIOTCS
5TUM. AHTHUTENO B COOTBETCTBUH C HACTOSIIIUM H300pETEHMEM TaKKe BKIFOYAET aHTUTENA, B
KOTOPBIX PETYJIUPYETCs] MOAU(PUKALINS TINKAHA.

[0115]

H3BECTHO, YTO JIM3UHOBBIM OCTATOK HA KAPOOKCUIBHOM KOHLIE TSDKEJION IeTH aHTUTEIIa,
NPOAYLHUPYEMOTO B KYJBTHBUPYEMOH KJIETKE MJIEKONMUTaroImero, neieruposad (Journal of
Chromatography A, 705: 129-134 (1995)), u Takke HM3BECTHO, YTO JBAa AMHHOKHCJIOTHBIX
ocratka (TIMUMH W JIM3UH) HAa KapOOKCHJIBPHOM KOHLE TSDKEJIOH LeNmd aHTUTENa,
NPOAYLHUPYEMOTO B KYJbTHBHPYEMON KJIETKE MIIEKOIHTAIOIETO, AEJIETHPOBAHBI, & TIPOJUHOBBIHI
OCTaTOK, MOSIBUBIIUICS Ha KapOOKCHIIbHOM KOHLE, amunupoBaH (Analytical Biochemistry, 360:
75-83 (2007)). OnHako Takas Aenenust 1 MOgU(HUKaIHs OCIEA0BATEIbHOCTH TSIKENOH ey He
BIMSIIOT Ha ap@UHHOCTH CBS3BIBAHUS aHTUTeHA U 3(PPeKTOpHYI (YHKIHMIO (AKTHUBALHS
KOMILUIEMEHTA, AaHTUTENIO-3aBUCHUMAsT KJIETOYHAs LUTOTOKCHMYHOCTh M T.JA.) aHTHTENA. Takum
00pa3oM, aHTUTEJIO MO HACTOSIIEMY M300PETEHHIO TAKXKE BKJIFOUAET aHTUTENA, OBEPTaBIINECS]
Takol Moxudukauuu, u (QYHKIUOHANbHbIE (PparMeHTHl AHTHUTENA, a TAaKXKe IENEI[HOHHBIE
BApUAHTBI, B KOTOPBIX OJHA HJIM JBE aMUHOKHCJIOTBHI OBLIM JEJIEeTUPOBAHBI HA KapOOKCHUIBHOM
KOHIIE TSDKEJION IIeTH, BAPHAHTHI, MTOJIyYeHHbIE IIyTEM aMHIUPOBAHMS IEJEIIMOHHBIX BAPUAHTOB
(Harmpumep, TSDKENOH IlenmH, B KOTOPOH MPOJMHOBBIM OCTATOK Ha KapOOKCH-KOHIE ObLI
aMHUIUPOBaH) U T.II. THUI JENEUOHHOrO BapHaHTAa, MMEIOLIEro NENeI0 Ha KapOOKCHUIBHOM
KOHLIE TSDKEJIOW LeNmM aHTHTeNa B COOTBETCTBUM C HACTOALIMM H300peTeHueM, He
OrpaHMYMBAETCS YKAa3aHHBIMH BBIIIE BAPHAHTAMHU, ITPU YCIOBHH, YTO COXPAHSIOTCS ah(PUHHOCTD
CBsI3bIBAHMS aHTHIeHa U d(dexropHas GpyHkuus. J[Be TsoKeNble LenH, COCTaBIISIOINE aHTUTEIIO
B COOTBETCTBUU C HACTOSIIMM H300pETEHHEM, MOTYT OTHOCHTBCSI K OJJHOMY THITy, BBIOpAHHOMY
U3 TPYMIIbI, COCTOSIIECH M3 MOJHOPA3MEPHOH TSKEJION LENH U BbIIEOMUCAHHOTO AEJIELIUOHHOTO
BapHUAHTA, WM MOTYT OBbITh IBYX THUIIOB B KOMOWHALIMY, BBIOpaHHOW M3 HUX. Ha oTHOCHTENbHOE
KOJINYE€CTBO KA)KIAOTO IENIEIIHOHHOIO BAPHAHTA MOXKET BJIUSATH THUIl KYJBTHBHPYEMBIX KJIETOK
MJIEKOIIUTAIOLINX, KOTOpPbIe MPOAYLUPYIOT AHTUTEJIO B COOTBETCTBUH C  HACTOSILIUM
n300peTeHNeM, M YCIIOBUS KyJBTHUBUPOBAHUS, OJHAKO MPEATIOYTUTEIBHBIM MPUMEPOM MOKET
OBITH AHTHTENO, B KOTOPOM OIWH AMHHOKHCJIOTHBIH OCTAaTOK Ha KapOOKCHJIBHOM KOHIIE
IENeTHPOBaH B 00EHX U3 IBYX TSDKEJNBIX LIeTIeH B aHTUTENIE 110 HACTOSALIEMY H300PETEHHUIO.

[0116]

B kauecTBe mpuMepa M30TUIIOB aHTUTEIA B COOTBETCTBUHU C HACTOSIIUM H300pETEHHEM
MOJKHO yka3atb, Hanpumep, 1gG (IgG1, 1gG2, 1gG3, 1gG4), n npeanoYTUTENFHO MOKHO yKa3aTh
IgG1 nnu IgG2.

[0117]

IIpuMeps! aHTHUTEN B KOHBIOTATE AHTUTENO-JIEKAPCTBEHHOE CPEACTBO, MCIIOIb3YEMOM B

HaCTOAIICM I/I306pe’TeHI/II/I, MOTYT BK/IFOHAThb, HO KOHKPETHO HE OTpPpaHYUBAKOTCSA STUM, aHTU-



44

HER2 antureno, antu-HER3 antureno, antu-TROP2 anTureno, antu-B7-H3 antureno, antu-
CD3 anrtureno, antu-CD30 antureno, antu-CD33 antureno, antu-CD37 aaTureno, antu-CDS6
antureno, aHTu-CD98 anTtureno, antu-DRS anturteno, antu-EGFR antuteno, antu-EPHA2
antureno, antu-FGFR2 antureno, antu-FGFR4 antureno, antu-FOLR1 antureno, antu-VEGF
aHtureno, aHTU-CD20 antuteno, aHtu-CD22 anturteno, antu-CD70 anTtuteno, antu-PSMA
antuteno, aHtu-CEA aHTuTeno, aHTH-Me30TeTMHOBOE aHTHUTENO, aHTH-A33 aHTUTENO, aHTH-
CanAg antureno, autu-Cripto antureno, antu-G250 anrureno, antu-MUC1 aHTHTENO, aHTH-
GPNMB antuteno, antu-MIHTerpHOBOE aHTUTENO, aHTU-TeHacHuH-C aHTUTENO, aHTH-
SLC44A4 antureno, antu-GPR20 antureno u antu-CDH6 antureno. Kpome toro, B kauectse
NPEeANOYTUTENBHBIX NIPUMEPOB MOXKHO yka3aTb aHTH-HER2 antureno, antu-HER3 anTuTeno,
antn-TROP2 antuteno, autu-B7-H3 antureno, antu-GPR20 antureno u antu-CDHO6
aHTUTEJO, U OOJIee MPEeNMOYTHTEIBHBIM MOKeT ObITh anTU-HER?2 antuTemno.
[0118]

B nHacrosimmem u3obperenun tepmuH "aHtH-HER2 antuTeno" oTHocHTCS K aHTHUTEINy,
kKoTopoe cnenupuyeckn cwszbiBaetcsi ¢ HER2 (peuenTop denoBedeckoro smuaepMalibHOTO
dakropa pocra Tuna 2; ErbB-2) u nmpennodrurenbHO 001a1a€T AKTUBHOCTHIO HHTEPHAIU3AINHY B
HER2-3kcnpeccupyromiye kieTku nyreM cesspiBanus ¢ HER2.

[0119]

ITpumeps! antn-HER2 antuTena BximouaroT Tpactyzymad (Ilarent CIIIA Ne 5821337) u
nepty3ymad (MexnyHaponHas nmyomukanus Ne WO 01/00245). B kauecTBe npennouTUTEIbHOTO
prUMepa MOXHO YKa3aThb TPacTy3ymao.

[0120]

B nacrosimem m3oOperennn tepmuH "aHTu-HER3 aHTHTENO" OTHOCHTCA K aHTHUTENY,
Kotopoe cneunduueckn cpssbiBaercsi ¢ HER3 (peuentop denoBeueckoro s>muaepMajbHOTO
¢akropa pocra tumna 3; ErbB-3) u npeanoytureapHo 001aaeT aKTHBHOCThIO MHTEPHAIU3ALUH B
HER3-skcnpeccupyromue kieTku nyrem cesspiBanus ¢ HER3.

[0121]

IMpumepsr antu-HER3  antutena Brmouator matpurymad (U3-1287), U1-59
(Mexnynaponnas nyosukanust Ne WO 2007/077028), MM-121 (cepubantymad), antu-ERBB3
AHTHUTENIO, omucaHHoe B MexayHaponHoit nybOnmukammu Ne WO 2008/100624, RG-7116
(mympety3ymad) u LIM-716 (anremrymal). B kauecTBe mpeAnoOYTHTETHHOTO MPUMEPA MOKHO
yka3atb nmatputymad u U1-59.

[0122]

B Hacrosimem m3o0perennn tepmuH "aHTH-TROP2 aHTHTENO" OTHOCHUTCS K QHTHUTEINY,
kKoTopoe crenuduuecku cpssbBaercss ¢ TROP2 (TACSTD2: omyxonb-acconmupOBaHHBIN
KaJIbIIUEBBIA CUTHATBHBIA TpaHcaykTop 2; EGP-1) u mpenmoutuTenbHO 00/1aiaeT akTHBHOCTHIO
uHTepHamu3anuu B TROP2-skcnpeccupyromye kiaeTky nyteM cszbiBanus ¢ TROP2.

[0123]

IMpumepsr antu-TROP2 antutena Bikmovaror hTINAI-HIL1 (MexayHapongHas
nyonukarus Ne WO 2015/098099).



45

[0124]

B nacrosmem nzobperennu TepmuH "aHtu-B7-H3 anTuTeno" orHocutcs K aHTHTENY,
KoTopoe cneundudecku casspiBaercs ¢ B7-H3 (romonor 3 B-knerounoro anturena #7; PD-L3;
CD276) wu nmnpenmouTHTENbHO O0NafaeT AKTUBHOCTBIO UMHTepHanm3auuu B B7-H3-
SKCIPECCUPYIOLINE KIETKH IMyTeM CBsA3bIBaHus ¢ B7-H3.

[0125]

ITpumepsr autu-B7-H3 anturena sxmouaror M30-H1-L4 (MexxnynaponHas myOaukarust
Ne WO 2014/057687).

[0126]

B nacrosimem m3oOperennn tepmMuH "aHTU-GPR20 aHTHTENO" OTHOCHTCS K QHTUTEINY,
kotopoe crenuduuecku cps3bBaercs ¢ GPR20 (ceszannbiii ¢ G-Oenkom peuentop 20) u
NPEINOYTHTEIPHO 00JIaaeT aKTHBHOCTBIO wuHTepHanu3anmuu B GPR20-3kcnpeccupyromnme
KJIeTKU nyTeM cBsizbiBaHus ¢ GPR20.

[0127]

IMpumepsr  antu-GPR20 anturena BrmouaroT h046-H4e/L7  (MexnyHapomHas
nyonukamums Ne WO 2018/135501).

[0128]

B nHacrosimem m3oOperennn tepmuH "aHTu-CDHO aHTHTENO" OTHOCHTCS K QHTUTEINY,
kotopoe crneuupuyuecku cpszbiBaeTcss ¢ CDH6 (Kanrepun-6) w mpeamodtutenpHO oOnamaer
aKTUBHOCTBIO MHTepHamu3zauuu B CDHO-3kcnpeccupyromyue KJI€TKM IyTE€M CBS3bIBAHUS C
CDHe6.

[0129]

ITpumepsr autu-CDH6 antutena Bxmouaror HO1L02 (MexxnynaponHas myOmaukarust Ne
WO 2018/212136).

[0130]

4. TlonyyeHne KOHBIOTaTa AHTUTENO-JIEKAPCTBEHHOE CPEICTBO

IIpomexxyTouHOE COENUHEHHE JIEKAPCTBEHHOE CPEACTBO-JIMHKEpP Ui NPUMEHEHHs B
MOJIyYEHUH KOHBIOraTa aHTHUTENO-JIEKAPCTBEHHOE CPENCTBO, HCIIOJIb3YEMOIr0 B HACTOSLIEM
U300pETeHNH, TIPECTABICHO CleAyomEel (GopMyJIION.

[0131]

[@opmyna 21]
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[0132]

ITpoMekyTOYHOE COeNUHEHHE JIEKAPCTBEHHOE CPEACTBO-JIMHKEP MOXKET OBITh YKa3aHO
ox XUMHUYECKUM Ha3BaHUEM N-[6-(2,5-nnokco-2,5-quruapo- 1 H-muppon-1-
wt)rekcaHow | raumunru- L-permnanaann-N-[(2-{[(1S,9S)-9-3tun-5-pTop-9-runpokcu-4-
metun-10,13-nuokco-2,3,9,10,13,15-rexcaruapo-1H,12H-
oenso[de|mupano[3',4":6,7 [unnonusuno| 1,2-b]xuHoauH- 1 -1 |amuHo } -2-
OKCO3TOKCH )METHJI |TTIMIUHAMHUT U MOXET OBbITh MOJYYEHO PYKOBOACTBYSICh ONMHCAHUSMH,
npeAcTaBiIeHHbIMA B MexxayHaponHoi myOmukammu Ne WO 2014/057687, MexnyHapogHOi
nyomukaun Ne WO 2015/098099, MexayHaponHoit nmyOmmukammu Ne WO 2015/115091,
Mexnaynaponsoit nmybnukanuu Ne WO 2015/155998, Mexnynaponnoit nybnukamuun Ne WO
2019/044947 u T.m.

[0133]

KoHbloraT  aHTHUTENO-IEKapCTBEHHOE  CPEACTBO, HCMOJb3YeMbIH B HACTOALIEM
N300pETeHNH, MOXKHO IOJYYUTh MyTEM B3aUMOJEHCTBHS BBIIIEONHCAHHOTO MPOMEXYTOYHOIO
COEMHEHUs JIEKAPCTBEHHOE CPENCTBO-JIMHKED M AHTHUTENA, CONEPIKAINEro THOJBHYIO TPYIITY
(apTepHATHUBHO yKa3aHa KaK CyJb(THIPUIbHAS TPYIINa).

[0134]

AHTHTENO, conmepkaiiee CyJbQTUAPWIBHYIO TPYMIYy, MOXKHO MOJYYHTh CIOCOOOM,
XOpOLIO U3BECTHBIM B JaHHOH obnactu TexHuku (Hermanson, G. T, Biocojugate Techniques, pp.
56-136, pp. 456-493, Academic Press (1996)). Hampumep, myrem wucnons3oBanust 0,3-3
MOJISIPHBIX ~ SKBHBAJEHTOB BOCCTAHOBHUTENSI, TAakoro kak Tpuc(2-kapookcustmn)pochun
rugpoxiopun (TCEP), B pacuere Ha MeXUENO4YeUHbIH JuCylIbGUI B aHTUTENE U
B3aUMOJEHCTBUSI C AHTUTENIOM B Oy(epHOM pacTBOpe, COAEpIKAILIeM XENaTHPYIOLIHH areHT,
TAaKOH Kak H»TuieHIuamuHTeTpaykcycHas kucinora (EDTA), MOXHO NONyYdTh aHTUTEINO,
comepxaiiee Cyab(rUAPUIBHYIO TPYNIY C YaCTHYHO HJIM IIOJHOCTBEO BOCCTAHOBJIEHHBIMHU
MEKLENOYEYHBIMU TUCYIb(PUIAMU B AHTUTEJIE.

[0135]

Kpome Ttoro, ¢ wucnonp3oBaHueM 2-20 MOJSIPHBIX 3KBUBAJIEHTOB IPOMEKYTOUYHOIO

COEMHEeHUs] JICKAPCTBEHHOE CPENCTBO-JIMHKEP B pacyere Ha aHTHTENO, COJeprKaliee
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CYIb(PTUAPUIIbHYIO TPYIITY, MOXKHO IMOJIYYUTh KOHBIOTAT aHTHTEJIO-JIEKAPCTBEHHOE CPENCTBO, B
KOTOPOM KOHBIOTHPOBaHBI 2-8 MOJIEKYJI JIEKapCTBEHHOI'O CPEACTBA HA MOJIEKYJly aHTHUTENA.

[0136]

CpenHee KOJIMYECTBO KOHBIOTHPOBAHHBIX MOJIEKYJ JIEKAPCTBEHHOIO CpENCTBA Ha
MOJIEKYJly AHTUTENa B IOJyYEHHOM KOHBIOraTe€ AaHTHUTEJO-JIEKapPCTBEHHOE CPEINCTBO MOKHO
OTNpEeAENNThb, HAIPUMEP, METOAOM pacdyeTa, OCHOBAHHBIM HAa U3MepeHuu Y D-NOMNIOIEeHNs AT
koHbtorata aHTu-HER2 aHTUTEno-nexkapcTBeHHOE CPEACTBO U MPEAIIECTBEHHUKA €ro
KOHBIOTAlMK NP ABYX AiuHax BOMH 280 HM u 370 M (V@ meron), WM METOAOM pacyera,
OCHOBAHHBIM Ha KOJIMYECTBEHHOM OIpENEeIeHUU ¢ ucnojibp3oBanneM BOXKX nist ¢pparMeHTOoB,
NOJIy4eHHBIX 00pabOTKOH KOHBIOTATA AHTHTEJO-JIEKAPCTBEHHOE CPENCTBO BOCCTAHOBUTENIEM
(B2XX meton).

[0137]

Konproranuio Mexay aHTUTEIOM U IPOMEXYTOUHBIM COEIMHEHUEM JIEKapCTBEHHOE
CPENCTBO-JIMHKEDP U pacyeT CPEAHEro KOJNYeCTBa KOHBIOTHPOBAHHBIX MOJIEKYJI JIEKAPCTBEHHOTO
CpeICTBAa Ha MOJIEKYJy aHTHUTEeJa B KOHBIOraTe aHTUTENO-JIEKAPCTBEHHOE CPEICTBO MOKHO
OCYIIECTBUTb PYKOBOACTBYSICb  ONHCAHMSIMM, MPENCTaBJIEHHbIMH B  MeXIyHapoaHOM
nyomukaun Ne WO 2014/057687, MexnayHaponHoit nyOmmkammu Ne WO 2015/098099,
Mexnaynaponsoit nybnukanuu Ne WO 2015/115091, Mexnynaponnoit nybmukamun Ne WO
2015/155998, MexnaynaponHoit mnyomukammu Ne WO  2018/135501, MexnyHapogHoi
nyOmmkaruu Ne WO 2018/212136 u T.11.

[0138]

B Hacrosimem msoOperenun tepmuH "koHbrorat antu-HER2 antureno-nexapcTseHHOE
CPEACTBO" OTHOCUTCS K KOHBIOTATy AHTHUTENO-JIEKAPCTBEHHOE CPEACTBO, TIA€ AHTUTENO B
KOHBIOTATE AHTUTEJIO-JIEKAPCTBEHHOE CPEACTBO B COOTBETCTBHU C HACTOSILIMM H300peTeHHEeM
npencrasisier codoit antu-HER2 antuTeno.

[0139]

Antu-HER2 aHTUTENO MPEAnOYTHTENHHO NPEACTaBsseT COOON aHTUTENO, COmepIKallee
TSOKEIYKO LeMb, COCTOSLIYI0 M3 aMHUHOKHCJIOTHOW IOC/EOBAaTEeIbHOCTH, COCTOSIIEeH U3
AMUHOKHCIIOTHBIX OCTaTkoB 1-449 SEQ ID NO: 1, m nerkyi Uemnb, COCTOSIIYIO W3
AMHHOKHCIIOTHOH TOCIIeOBATEIbHOCTH, COCTOSIIEH U3 aMUHOKHUCIIOTHBIX ocTaTkoB 1-214 SEQ
ID NO: 2, wiu aHTUTENO, CoAeprKalee TSKENIYI0 LeMb, COCTOSALIYI) W3 aMHUHOKHCJIOTHOU

nocnenosatenbHocTy, npeacrasieHHo SEQ ID NO: 1, u nerkyroo menb, COCTOALIYIO U3

>
AMUHOKHCIIOTHOM TMOCJIEN0BATENbHOCTH, npeacTasieHHoit SEQ ID NO: 2.

[0140]

Cpe):[Hee KOJIMYCCTBO KOHBHOTUPOBAHHBIX C€AUHUL] JICKAPCTBECHHOEC CPCACTBO-JIMHKED Ha
MOJIEKYJly aHTUTeNa B KOHBIOrare aHTU-HER2  anTuTEno-nexapcTBEHHOE  CpPEACTBO
NPEATIOYTUTENIBHO COCTaBIsIeT 2-8, GoJiee mpeanodTuTeNnbHo 3-8, emme Oosee MpenrnouTHTEIbHO
7-8, emme Oonee mpeAnouTUTENBHO 7,5-8 1 erme Ooee NpennoYTHTEIBHO OKOJIO 8.

[0141]

Konbrorar antu-HER2  aHTUTENO-71€KapCTBEHHOE CPEACTBO  MOXHO  IOJY4YUTh
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PYKOBOJICTBYSICh ONMCAHUSIMH, NMPEACTABICHHbBIMH B MexayHaponHoi nyOmmkamuu Ne WO
2015/115091 u .1

[0142]

B Hacrosimem usoOperenun TepmuH "koHbrorat antu-HER3 antureno-nexapcTseHHOe
CPeACTBO" OTHOCUTCA K KOHBIOTATy AaHTUTENO-JIEKApPCTBEHHOE CPEICTBO, IZl€ AHTHUTENO B
KOHBIOTATE AHTUTEJIO-JIEKAPCTBEHHOE CPEICTBO B COOTBETCTBHU C HACTOSILIMM H300peTeHHeM
npexacrasisier coboi antu-HER3 antureno.

[0143]

Antu-HER3 aHTHTENO MpEeArnovTUTEIbHO MPENCTaBisieT OO0 aHTUTENO, COomepIKaliee
TsDKENyro uemnb, conepxkainyto CDRHI, cocTosiyo n3 aMUHOKHCIIOTHON TTOCIE0BATEIbHOCTH,
COCTOAALIEH M3 aMHHOKHCJIOTHBIX octarkoB 26-35 SEQ ID NO: 3, CDRH2, cocrosimyro u3
AMHHOKHCIIOTHOH TOCJIENOBATENFHOCTH, COCTOSIIEH U3 aMUHOKHCIOTHBIX ocTaTtkoB 50-65 SEQ
ID NO: 3, u CDRHS3, cocrosiinyo u3 aMUHOKHUCIOTHOW TMOCIEI0BATEIbHOCTH, COCTOSIIECH U3
aMUHOKHUCIOTHBIX ocTarkoB 98-106 SEQ ID NO: 3, u nerkyro uens, comepsxkauyro CDRLI,
COCTOSIIYKO M3 aMHUHOKHCJIOTHOW TOCHENOBaTebHOCTH, COCTOSALIEN M3 aMHUHOKHCIIOTHBIX
ocratkoB 24-39 SEQ ID NO: 4

MOCIIEIOBATENIPHOCTH, COCTOSIIEH W3 aMUHOKHUCIOTHBIX ocTtarkoB 56-62 SEQ ID NO: 4, u

, CDRL2, cocrosmyrd #3 aMHHOKHCJIOTHOU
CDRL3, cocrosmyr® U3 aMUHOKHCIOTHOH  IOCJENOBAaTENbHOCTH,  COCTOALIEH U3
aMHHOKHUCJIOTHBIX ocTaTkoB 95-103 SEQ ID NO: 4,

Oonee TPENNOYTHTENBHO AHTUTENO, COMEepIKallee TSDKENYI0 Ielb, COAEPIKaIIYIo
BapuabeIbHYI0 00JIACTh TSDKENIOHN LENH, COCTOSIIYIO M3 aMUHOKUCIIOTHOH MOCIEI0BATENbHOCTH,
cocTosLEed U3 aMUHOKUCIOTHBIX ocTaTtkoB 1-117 SEQ ID NO: 3, u nerkyro nermnb, CoAepKalyo
BapuadebHy0 00JIACTh JIETKOH LeTH, COCTOALIYI0 U3 aMUHOKHCIJIOTHOH MOCIIEN0BaTeIbHOCTH,
COCTOsAIIEN U3 aMMHOKHUCIOTHBIX ocTarkoB 1-113 SEQ ID NO: 4, u

eme Oojiee MPENIOYTUTEIBHO AHTHUTENO, COIepIKallee TSKENYIO LeNb, COCTOSILIYIO H3
aMUHOKHCIIOTHOM mocnenoBarenbHocTH, npencrasienHon SEQ ID NO: 3, u jerkywo uenb,
COCTOSIIIYIO M3 aMHHOKHCJIOTHOH mocienosarenbHocTH, npenacrasiennon SEQ ID NO: 4, unu
BApUAHT AHTHUTEJA, B KOTOPOM JIM3MHOBBII OCTaTOK HAa KapOOKCHJIIBHOM KOHILE TSDKEJIOW Ieru
JeJIeTUPOBaH.

[0144]

CpenHee KONMMYECTBO KOHBIOTHPOBAHHBIX €IUHUL[ JIEKAPCTBEHHOE CPEACTBO-JIMHKEP Ha
MOJIEKYJly aHTUTena B KOHBIOrare aHTU-HER3  anTuTeno-nexapcTBeHHOE  CpPEACTBO
NPEATNOYTUTENIBHO COCTaBIISIET 2-8, GoJiee MpeanodTuTeNbHo 3-8, eme Ooee mpenrnouTHTEIbHO
7-8, emme Oonee mpeanouTUTENBHO 7,5-8 U eme Ooee MpennoYTHTEIBHO OKOJIO 8.

[0145]

Konbrorar antu-HER3  aHTUTENno-j1€KapCTBEHHOE CPEACTBO MOXKHO  MOJYYHUTH
PYKOBOJICTBYSICh ONMCAHUSIMH, NMPEACTABICHHbIMH B MexayHaponHoi mnyOmukauuun Ne WO
2015/155998 u T.m.

[0146]

B Hacrosimem usoOperennn TepMuH "koHbrorat antu-TROP2 anturteno-nexkapcTBeHHOE
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CPEenCTBO" OTHOCUTCSI K KOHBIOTATy aHTHUTENIO-JIEKAPCTBEHHOE CPEACTBO, A€ AHTHUTENO B
KOHBIOTATe AHTUTENIO-JIEKAPCTBEHHOE CPEICTBO B COOTBETCTBUM C HACTOSLINM H300peTeHHEM
npexacrasisier coboit antu-TROP2 antureno.

[0147]

AnTu-TROP2 anTHTENO NMpeanoYTuTe IbHO NPeACTaBisieT cOO0H aHTHUTENIO, ColepIKariee
TsDKENyIo 1enb, copepxkaimyio CDRHI, cocrosiyo U3 aMUHOKHCIOTHON MOCEN0BATEIbHOCTH,
cocrosimed M3 aMHUHOKHCIOTHbIX octatkoB 50-54 SEQ ID NO: 5, CDRH2, cocrosuyo u3
AMHHOKHCIIOTHOM TOCJIEAOBATENbHOCTH, COCTOSIIENH U3 aMUHOKHCIOTHBIX OCTaTkoB 69-85 SEQ
ID NO: 5, u CDRHS3, cocrosiiyo U3 aMUHOKHCIOTHOHW TMOCIEI0BATEIbHOCTH, COCTOSIIECH U3
aMUHOKHCIOTHBIX octatkoB 118-129 SEQ ID NO: 5, u nerkyro uemns, conepxamyo CDRLI,
COCTOAIIYK0 M3 AaMUHOKHCIIOTHOM TMOCJIENOBATENbHOCTH, COCTOALIEH W3 AMHUHOKHCIIOTHBIX
ocratkoB 44-54 SEQ ID NO: 6

MOCIIEOBATENIbHOCTH, COCTOSIIEH W3 aMUHOKHUCIOTHBIX octarkoB 70-76 SEQ ID NO: 6, u

, CDRL2, cocrosmyr ©3 aMHHOKHCJIOTHOU
CDRL3, cocrosmyw U3 aMUHOKHCIOTHON  IOCJENOBAaTeNbHOCTH, COCTOSALIEH U3
aMHHOKUCITOTHBIX ocTtatkoB 109-117 SEQ ID NO: 6,

Oonee TPEANOYTHTENBHO AHTUTENO, COAEpIKAaIlee TIKENYI0 Ielb, COACPIKAIIYIO
BaprabeTbHYI0 00IACTh TSHKEJIOH LEeNH, COCTOSIIYIO 3 aMUHOKHUCIOTHOH MOCIIE0BATEIbHOCTH,
cocTosLIel 3 aMMHOKUCIOTHBIX OcTarkos 20-140 SEQ ID NO: 5, u jerkyro 1emnb, CoaepsKalyo
BaprabenbHyI0 00JaCTh JIETKOW LETH, COCTOSIIYI0 M3 aMHUHOKHCIIOTHOH IMOCIEN0OBATENIbHOCTH,
COCTOSIIIEH U3 aMUHOKHUCIOTHBIX ocTaTkoB 21-129 SEQ ID NO: 6, u

eme Oosee MPEeArOYTHTENBHO AHTUTENO, COAepIKallee TSKENIYI LeMb, COCTOSINYI0 M3
AMUHOKHUCIIOTHOM TMOCIEA0BATEIbHOCTH, COCTOSIEH U3 aMUHOKHUCIIOTHBIX ocTaTkoB 20-470 SEQ
ID NO: 5, u nerkyro Lenb, COCTOALIYI0 U3 AMUHOKUCJIOTHOM MOCIEN0BATENbHOCTH, COCTOSALIEH
U3 aMHUHOKHCIOTHBIX ocTarkoB 21-234 SEQ ID NO: 6, wiu BapuaHT aHTUTENa, B KOTOPOM
JIM3MHOBBIA OCTaTOK Ha KapOOKCHIIBHOM KOHLIE TSDKEJION LeH AeJIeTUPOBAaH.

[0148]

CpenHee KONMMYECTBO KOHBIOTHPOBAHHBIX €IUHUL] JIEKAPCTBEHHOE CPEACTBO-JIHHKEP Ha
MOJIEKyJly aHTuUTena B KoHbiorare aHTH-TROP2  aHTHTENO-J€KapCTBEHHOE CPENCTBO
NPEANOYTUTENIHO COCTaBIISIET 2-8, GoJiee MPEANOUYTUTENBHO 3-5, eme Ooee MpennouTHTEIbHO
3,5-4,5 u emre OoJiee MPEAMOYTHTETHHO OKOJIO 4.

[0149]

Konsptorar antu-TROP2  aHTUTENO-NEKapCTBEHHOE CPEACTBO MOKHO  IOJNYYUTh
PYKOBOICTBYSICh ONMCAHWSIMH, MPEIACTABICHHBIMH B MexayHaponHoi mnyOmukauuun Ne WO
2015/098099 u T.1m.

[0150]

B Hacrosimem m3oOpereHun TepMuH "KOHBIOraT aHTU-B7-H3 anTHTENno-nexapcTBeHHOE
CPEACTBO" OTHOCUTCS K KOHBIOTATy AHTHUTENO-JIEKAPCTBEHHOE CPEACTBO, TIJ€ AHTUTENO B
KOHBIOTaTe€ aHTHUTENO-JIEKAPCTBEHHOE CPEICTBO B COOTBETCTBUU C HACTOSLINM H300pETeHHEM
npezacrasisier coboit antu-B7-H3 antureno.

[0151]
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AnTu-B7-H3 aHTHTENO MpEeArnouTUTEIbHO NMPEACTaBIsIeT COOOH aHTUTENO, COomepIKaliee
TSDKENyHo Lenb, conepxkainyio CDRHI, cocTosiyo n3 aMUHOKHCIOTHON MOC/IE0BATEIbHOCTH,
coCTOsALENH M3 aMUHOKHUCJIOTHBIX octatkoB 50-54 SEQ ID NO: 7, CDRH2, cocrosimyro u3
AMHUHOKHUCIIOTHOHN TOCJIEAOBATENIbHOCTH, COCTOSIIIEH M3 aMUHOKHUCIIOTHBIX OCTaTkoB 69-85 SEQ
ID NO: 7, u CDRHS3, cocrosiiyo u3 aMUHOKHUCIOTHOMN IMOCIEI0BATEIbHOCTH, COCTOSIIEH U3
aMHHOKHUCIOTHBIX ocTtartkoB 118-130 SEQ ID NO: 7, u nerkyro uens, copepxkamyto CDRLI,
COCTOSIIIYKO M3 AMUHOKHCJIOTHOW TIOCJENOBaTeIbHOCTH, COCTOSALIEH M3 aMHUHOKHCIIOTHBIX
ocratkoB 44-53 SEQ ID NO: 8

MOCIIENOBATENIbHOCTH, COCTOSINEH W3 aMUHOKUCIOTHBIX octarkoB 69-75 SEQ ID NO: 8, u

, CDRL2, cocrosmyr #3 aMHHOKHCJIOTHOU

CDRL3, cocrosmyr W3 aMUHOKHCIOTHON  IOCHENOBarebHOCTH,  COCTOSIIEH U3
aMHHOKUCITOTHBIX ocTtatkoB 108-116 SEQ ID NO: 8,

Ooyiee TPEANOYTHTENBHO AHTUTENO, CONEpIKAIee TKENYI0 Ielb, COAEPIKAIIYIO
BapuabeTbHYI0 00JIACTh TSDKEJION LENH, COCTOSINYIO M3 aMUHOKHUCIOTHOH MOCIIE0BATEIbHOCTH,
CoCTOALIEN U3 aMMHOKHUCIOTHBIX ocTaTkoB 20-141 SEQ ID NO: 7, 1 Jerkyro 1enb, COAepKaLIyo
BapuabebHYI0 00JaCTh JIETKOW LEIMH, COCTOSIIYIO M3 aMHHOKHCJIOTHOHW TMOCJENOBATEIbHOCTH,
COCTOSIIIEH U3 aMUHOKHUCIOTHBIX ocTaTkoB 21-128 SEQ ID NO: 8, u

eme Oosee MPEArOYTHTENBHO AHTUTENO, COAEpIKAllee TSKENYI LEeMb, COCTOSINYI0 H3
AMHHOKHCIIOTHOH TTOCIIeA0OBATEIbHOCTH, COCTOSIIEH U3 aMUHOKHUCIIOTHBIX ocTaTkoB 20-471 SEQ
ID NO: 7, u nerkyro Lemnb, COCTOALIYI0 U3 aMUHOKUCIIOTHOM IMOCJEN0BATENbHOCTH, COCTOALIEH
U3 aMUHOKHCJOTHBIX octarkoB 21-233 SEQ ID NO: 8, unu BapuaHT aHTUTENA, B KOTOPOM
JM3UHOBBIA OCTATOK Ha KapOOKCUIIBHOM KOHIIE TSDKEJION IeTH AeeTUPOBaH.

[0152]

CpenHee KONMMYECTBO KOHBIOTUPOBAHHBIX €IUHUL] JIEKAPCTBEHHOE CPEACTBO-JIMHKEP Ha
MOJIEKyJly aHTUTeJa B KOHbrorare aHtu-B7-H3  aHTUTENno-nexapCcTBEHHOE  CPEACTBO
IPEeANOYTUTENIBHO cocTaBisieT 2-8, Gojiee mpennouTUTENbHO 3-5, eme 0osee MpeAnouTHTENIbHO
3,5-4,5 u ewte OoJjiee MPEANOYTUTETHHO OKOJIO 4.

[0153]

Konbrorar antu-B7-H3  aHTUTENO-IEKAPCTBEHHOE CPEACTBO, MCHOJB3YEMBIH B
HACTOSIIIEM H300PETEeHHH, MOXKHO TIOJIYYUTh PYKOBOACTBYSICh ONMHCAHUSIMH, IMPEACTABICHHBIMU
B MexxnynaponHo# nyomukarun Ne WO 2014/057687 u T.1.

[0154]

B nacrosimem nzobperenun TepMuH "koHbrorar anTu-GPR20 aHTHTENO-NEKapCTBEHHOE
CpenCTBO" OTHOCHUTCS K KOHBIOTATy AaHTHUTENO-JIEKAPCTBEHHOE CPEACTBO, 7€ AHTUTENO B
KOHBIOTATE€ AHTHUTEJO-JIEKAPCTBEHHOE CPEACTBO B COOTBETCTBHUHU C HACTOSLINM H300pETeHHEM
npexacrasisier coboit antu-GPR20 anTHuTeno.

[0155]

AnTu-GPR20 aHTHTENO MPEeanoYTUTENbHO MPEACTABISIET COO0 aHTUTENO, ComepIKaliee
TSDKENyHo 1enb, conepxkainyio CDRHI, cocTosiyo n3 aMUHOKHCIOTHON MOC/IEN0BATEIbHOCTH,
COCTOALLIEN M3 aMUHOKHUCJIOTHBIX octatkoB 45-54 SEQ ID NO: 9, CDRH2, cocrosimyro u3

AMHUHOKHUCIIOTHOHN TOCJIEAOBATENIbHOCTH, COCTOSIIIEH M3 aMUHOKHUCIIOTHBIX OCTaTkoB 69-78 SEQ
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ID NO: 9, u CDRH3, cocrosiiyo U3 aMUHOKHCIOTHOM IMOCJIEI0BATEIbHOCTH, COCTOSIIEH U3
aMUHOKHUCIOTHbIX ocTarkoB 118-131 SEQ ID NO: 9, u nerxyro uens, copepxaimyro CDRLI,
COCTOSIIYK0 M3 AMHUHOKUCJIOTHOW TIIOCHENOBaTeIbHOCTH, COCTOALIEH M3 aMUHOKHCIIOTHBIX
ocratkoB  44-54 SEQ ID NO: 10, CDRL2, cocrosmyrd HW3 aMUHOKHUCIOTHOMN
MOCIENOBATENIbHOCTH, COCTOsIIEH M3 aMUHOKUCIOTHbIX octatkoB 70-76 SEQ ID NO: 10, u
CDRL3, cocrosimyl0 U3  aMUHOKUCJIOTHOM  IOCIENOBAaTeNbHOCTH,  COCTOsIIEH U3
aMUHOKHCIIOTHBIX ocTtatkoB 109-117 SEQ ID NO: 10,

Oonee TPEANOYTHTEIBHO AHTUTENO, COIEpIKAallee TSUKENYI0 IeMb, COAEPIKAIIYEO
BapuabebHYI0 00IACTh TSHKEION LEenH, COCTOSIIYIO M3 aMUHOKHUCIOTHOH MOCIIeI0BATEIbHOCTH,
cocTosIIEeN N3 aMMHOKUCITOTHBIX OCTarkoB 20-142 SEQ ID NO: 9, u jerkyro 1emnb, CoaepsKalryro
BapuabeIbHy0 00JaCTh JIETKOW LETH, COCTOSIIYIO M3 aMHUHOKHCIIOTHOH MOCIENOBATEIbHOCTH,
COCTOSIIEH U3 aMUHOKHUCIOTHBIX ocTaTkoB 21-129 SEQ ID NO: 10, u

eme Ooyee MPEANOYTHTENBHO AHTUTENO, COAEpIKALIee TSKENYI LEeMb, COCTOSIIYI0 H3
AMHHOKHCIIOTHOH TTOCIIEA0OBATEIbHOCTH, COCTOSIIEH U3 aMUHOKHUCIIOTHBIX ocTaTkoB 20-472 SEQ
ID NO: 9, u nerkyro Lemnb, COCTOALIYI0 U3 aMUHOKHMCIIOTHOM IMOCJIEN0BaTENbHOCTH, COCTOSALIEH
U3 aMUHOKHUCIOTHBIX ocTarkoB 21-234 SEQ ID NO: 10, wnu BapuaHT aHTHUTENA, B KOTOPOM
JM3UHOBBIA OCTATOK Ha KapOOKCHIIBHOM KOHIIE TSDKEJIOHN LENH AeIeTHPOBAaH.

[0156]

CpenHee KOMMYECTBO KOHBIOTMPOBAHHBIX €AWHUI JIEKAPCTBEHHOE CPEACTBO-JIMHKEpP Ha
MOJieKyly aHTuTtena B koHbrorare aHTu-GPR20  aHTHUTENO-E€KapCTBEHHOE CPEACTBO
NPEATNOYTHTEIBHO COCTaBseT 2-8, Oonee mpennoduTuTenbHo 3-8, emne Oojee MpeArnouTUTENbHO
7-8, emme Oonee nmpeanodTUTENBHO 7,5-8 1 eine Oonee MpeanoYTUTENBHO OKOJIO 8.

[0157]

Konsbtorar antu-GPR20  aHTUTENO-N€KApCTBEHHOE CPEACTBO MOXKHO  IOJYYHUTh
PYKOBOZACTBYSICH OINMCAHMSMH, TPEACTaBIeHHbIMH B MexayHaponuoit nyOnukammm Ne WO
2018/135501 u T

[0158]

B Hactosiimem m3o0perenun TepmuH "koHBIOrar aHTU-CDHO aHTHTENO-eKapCTBEHHOE
CpencTBO" OTHOCHUTCA K KOHBIOTATy AaHTHUTENO-JIEKAPCTBEHHOE CPEACTBO, 7€ AHTUTENO B
KOHBIOTATE€ AHTHUTEJO-JIEKAPCTBEHHOE CPEACTBO B COOTBETCTBHUU C HACTOSLINM H300pETEHHEM
npexacrasisiet coboit antu-CDH6 anTuTeno.

[0159]

AnTu-CDH6 aHTHTENIO MPEANOYTUTENBHO MPENCTaBisieT cOOON aHTHUTENIO, COomepIKaliee
TSDKENyro 1emnb, conepxkamyo CDRHI, cocTosiyo n3 aMHUHOKHCIIOTHON MOCIE0BATEIbHOCTH,
COCTOAALLIEH M3 aMUHOKHUCJIOTHBIX octaTtkoB 45-54 SEQ ID NO: 11, CDRH2, cocrosuyo u3
AMUHOKHCIIOTHOHN TOCJIEAOBATEIFHOCTH, COCTOSIIEH U3 aMUHOKHCIIOTHBIX OCTaTkoB 69-78 SEQ
ID NO: 11, u CDRH3, cocrosiiyo U3 aMUHOKUCJIOTHON IMOCAENOBATENbHOCTH, COCTOSIIEH U3
aMUHOKHCIIOTHBIX ocTatkoB 118-130 SEQ ID NO: 11, u nerkyro uens, coaepsxkamryro CDRLI,
COCTOSIIYIO M3 AMHUHOKUCJIOTHOW TIOCHIENOBaTebHOCTH, COCTOALIEH M3 aMUHOKHCIIOTHBIX

ocrarkoB  44-54 SEQ ID NO: 12, CDRL2, cocrosmyrd H3 aMUHOKHUCIOTHOMN
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MOCIIEOBATENIbHOCTH, COCTOsIIEH W3 aMHUHOKHUCIOTHbIX octatkoB 70-76 SEQ ID NO: 12, u
CDRL3, cocrosimmyrd U3  aMUHOKWUCJIOTHOW  MOCJENOBAaTENIbHOCTH,  COCTOSINEH U3
aMUHOKHUCIIOTHBIX ocTtatkoB 109-116 SEQ ID NO: 12,

Oomee TPEANOYTHTENBHO AHTUTENO, COAEpIKallee TOKENYI0 Ielb, COAEPIKaIIYIo
BapuadesbHYI0 00JIaCTh TSDKENION LIeNH, COCTOSINYI0 U3 AMUHOKUCJIOTHOH MOCIIEA0BATEIbHOCTH,
cocrosilied M3 aMHHOKHCIOTHBIX ocTtarkoB 20-141 SEQ ID NO: 11, u nerkywmo uems,
cozepKalyro  BapuabenbHyr0 00JacTh JIErKOW LeMm, COCTOSLIYK) M3 aMHHOKHUCJIOTHOH
MOCJIENOBATENIbHOCTH, COCTOSIIEH U3 aMUHOKUCIIOTHBIX ocTaTtkoB 21-128 SEQ ID NO: 12, u

eme Ooyee MPEANOYTHTENIBHO AHTUTENO, COAEpIKALlee TSKENIYI LeMb, COCTOSINYI0 H3
AMHHOKHCIIOTHOH TOCIIEN0BATEIbHOCTH, COCTOSIEH U3 aMUHOKHUCIIOTHBIX ocTaTkoB 20-471 SEQ
ID NO: 11, u nerkyro memnb, COCTOSAIIYI0 U3 AMUHOKHCJIOTHOM MOCIEIOBATENIbHOCTH, COCTOSIIIECH
U3 aMUHOKHUCIOTHBIX ocTarkoB 21-233 SEQ ID NO: 12, unu BapuaHT aHTUTENA, B KOTOPOM
JM3UHOBBIA OCTATOK Ha KapOOKCHIIBHOM KOHIIE TSDKEJION LENH AeIeTHPOBAaH.

[0160]

CpenHee KOIMYECTBO KOHBIOTMPOBAHHBIX €AWHMI] JIEKAPCTBEHHOE CPEACTBO-JIMHKEpP Ha
MOJIEKYJly aHTUTena B KoHblorare aHTu-CDHO  aHTUTeno-IexkapCTBEHHOE  CPENCTBO
NPEATNOYTHTEIBHO cocTaBsieT 2-8, Gonee mpenmodyTuTenbHo 3-8, emne Gojee MpearnouTUTENbHO
7-8, emne Oonee mpeAnodTUTENBHO 7,5-8 U eme Ooee MpeanoYTHTETFHO OKOJIO 8.

[0161]

Konbtorar antu-CDH6  aHTUTeNO-N€KapCTBEHHOE CPENCTBO  MOMKHO  IOJYYHUThb
PYKOBOACTBYSICh OIMCAHMSAMH, IPEACTABICHHBIMH B MexayHaponHoil nyOnukammun Ne WO
2018/212136 u T.1w.

[0162]

5. TepaneBTHYECKOE CPEACTBO H/HITH CIIOCO0 JICUSHHUSI

TepaneBTudyeckoe CpeACTBO IO HACTOAIMIEMY H300PETEHUIO BKIOYAET KOHBIOTAT
AHTHUTEJIO-JIEKAPCTBEHHOE CPEACTBO, MCIOJB3YEMBbIi B HacTosieM uzobpetenun. Kpome Toro,
CHoco0 JIeYeHUs] MO HACTOSIEMY H300PETEHHIO BKJIIOYAET BBEICHHE KOHBIOTATa aHTHTENO-
JIEKAPCTBEHHOE CPENCTBO, HCIOJB3yEeMOro B HACTOsIIEM H300peTeHnH. TepaneBTudeckoe
CPEACTBO M CIOCOO JIEYEHUS] MOJKHO HCIOJB30BATh JUIS JICUEHHsS] METACTATUYEeCKOH OIMyXOJIH
rOJIOBHOT'O MO3ra.

[0163]

IlepBuyHbIll pak [aJisi METACTATHUYECKONH OMNyXOJU TOJOBHOIO MO3Ta, Ji JICUEHHS
KOTOPOH MOXKHO HCHOJNB30BATh TEPAIEBTUYECKOE CPENCTBO W/HIKM Crocod JIeUeHHs 10
HACTOSIIEMY H300PETEHHIO, KOHKPETHO HE OrPAaHWYMBAETCS, NMPH YCIOBHH, YTO OH HMMEET
MOTEHLMAal METacTa3upoBaTh B I'OJIOBHOW MO3I, U MOXKHO YyKa3aTb B KadyecTBe NpUMeEpa pak
MOJIOYHOH  JKeNe3bl, pak Jerkoro (BKJIOYas  MEJNKOKJIETOYHBI pak  JIeTKOro u
HEMEJIKOKJIETOYHBI paK JIeTKOTrO), MeJaHOMY, IIOU€YHO-KJIETOYHBIH pakK, pak I[OYKH,
KOJIOPEKTAJIbHBIA paK (Takke Ha3bIBAEMBbIH PAKOM TOJICTOW M MPSIMOW KHIIKH, M BKJIFOYAs pPak
TOJICTON KUIIKH U PaK MPsIMOH KHIIKH), PaK JKeNyaKa (Takke Ha3bIBA€MbIH aeHOKapLITHOMON

JKENyJKa), paKk TOJIOBbI M IIEH, IelaTOLEUIIOJSIPHBIA pak, pak IEYeHH, pak sUYHHUKA, Pak
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MPENCTATeIbHON  JKENe3bl, pPaK MOYEBOrO My3bIpsA, paKk MOMKEIyAOYHON OKEJIe3bl, paK
SHAOMETPUS], paK LIMTOBUIHOM KeNe3bl, 3JI0KAaYeCTBEHHYIO JUM(POMYy U CapKkoMmy, H
MPEANOYTUTENBHBIM IPUMEPOM SIBJISIETCS] PAK MOJIOYHOM >KEJIE3bl, PAK JIETKOrO U MEJIAHOMA, €11e
OoJsiee MPEANOYTUTENBHBIM IPUMEPOM SIBJIAETCS] PAK MOJIOUHOMN JKeJie3bl U PaK JIETKOTro, U elle
OoJiee MpeAnoUTUTENbHBIM IPUMEPOM SIBJISIETCS] PAK MOJIOUHOM JKeJIe3bl.

[0164]

Cpenu KOHBIOTaTOB aHTUTENIO-JIEKAPCTBEHHOE CPEICTBO, UCIIOJIBb3YEMbIX B HACTOSIIEM
n300peTeHNH, MPEANOYTUTENbHBIA KOHBIOTAT aHTUTENO-JIEKAPCTBEHHOE CPEICTBO, B YACTHOCTH
comepxauMii  cnenuPUIeCKoe AHTUTENO, MOXKHO ONPeeNuTh IyTeM  HCCIIeNOBaHUS
XapaKkTepUCTUK MEPBUYHOIO paka M OMNyXOJeBbIX MapkepoB. Hampumep, B ciydae, korma
NIEPBUYHBIN paK MpPEACTaBIsieT OO0 paK MOJIOYHOH KeJie3bl WM Pak JISTKOro U OOHapy)keHa
skcnpeccuss HER2, npeanoyTuTenbHO MOKHO MCIONb30BaTh KOHBIOraT aHTu-HER2 antureno-
JIEKapCTBEHHOE CPEACTBO; B Cily4ae, korna oOHapyskeHa skcnpeccus HER3, npenmoururensHO
MOYKHO HCINOJb30BaTh KOHBIOraT aHtTu-HER3 aHTuUTENn0-eKapCTBEHHOE CpPENCTBO, B Clydae,
korma oOHapyskeHa skcmpeccuss TROP2, mpenmodTuTenbHO MOMXKHO HCIOJB30BaTh KOHBIOTAT
anTu-TROP2 aHTUTENO-JIEKapCTBEHHOE CPENCTBO, U B ClIy4ae, Korna oOHAapy:KeHa SKCIPECCHS
B7-H3, npennouTutrenbHO MOXKHO — MCIHOJB30BaTh  KOHBHOrar aHtu-B7-H3  anTturteno-
JeKapcTBeHHOe cpencTBo. Kpome Toro, B ciydae, KOrga NepBUYHBIN pak MPenCcTaBisieT coOOi
MenaHoMy u OOHapyskeHa »skcmpeccusi HER3, mnpeanmouTHUTeNIbHO MOXHO HCIIOJIb30BATh
koHbtorar aHTu-HER3 aHTUTENO-NeKkapCcTBEHHOE CPEACTBO;, B Cliydae, Koraa oOHapy)kKeHa
skcnpeccusi TROP2, mnpeamodtutrenbHO MOMKHO —HCIOJNb30BaThb KOHBIOTAT aHTU-TROP2
AHTUTENIO-JIEKAPCTBEHHOE CPEACTBO, M B Clydae, korzma oOHapykeHa skcrpeccus B7-H3,
IPEANOYTUTENIBHO MOKHO MCIONb30BaTh KOHBIOraT aHTU-B7-H3 anTUTENO-1ekapCTBEHHOE
cpenctBo. Kpome Toro, B ciydae, korma NMEpBUYHBIA pak MPEACTAaBIsieT COOOH pak MOYKH U
obHapyxena skcrpeccuss CDHO, mpenmnoyTuTenbHO MOMKHO HCIONB30BATh KOHBIOTAT AaHTHU-
CDH6 anTHTENO-JIeKapCTBEHHOE CPENCTBO.

[0165]

ITpucyrcreue unu orcyrcteue HER2, HER3, TROP2, B7-H3, GPR20 u CDH6 u apyrux
OIyXOJIEBBIX MapKepOB MOXKHO IIPOBEPHUTh, HANPUMEp, MyTeM IOJYUYEHUs OMYyXOJIEBbIX TKaHEH
OoT OOJIPHOTO PAaKOM W HUCCIEeNOBaHHMA (PUKCHPOBAHHOTO B (hOpPMANMHE, 3aJUTOrO mapaduHOM
obopasua (FFPE) m©Ha ypoBHe reHHoro mnponykra (Oenmka), Hampumep METOAOM
ummyHorucroxumun (MI'X), mpoTOYHON LUTOMETPHUH, BECTEPH-OJIOTTHHIA, UM MCCIIEIOBAHUS
HAa YpOBHE TPAHCKPHIILHUU T'eHa, Hampumep MeropoM rudpummsammu in situ (ISH), meromom
kosuectBeHHOU [P (x-TIL[P) miau mpu momoiny aHamu3a HAa MHUKPOYHIIAX, aJIbTEPHATHBHO,
3TO TaKXe MOXXKHO IPOBEPHUTH IMyTEM MOJYYEHUs OECKIETOYHOH LHMPKYJIHPYIOIEH B KPOBU
omyxonesorr JIHK (uo/[HK) or OompHOro pakoM U MPOBENEHUS HCCICNOBAHHS C
UCTIOJIb30BAaHUEM TaKOTO METO/A, KaK CEKBEHHPOBaHUE cienyromero nokoneHus (NGS).

[0166]

TepaneBrudeckoe CpencTBO M CHOCOO JIEYEHUS IO HACTOSIIEMY H300pETEHHIO

NpeAnOUTUTECIIbHO MOXKHO HCIIOJIb30BATh JII MIJICKOIMUTAIOIIUX, U Ooree npeaAnoOYTUTECIIbHO
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MO>KHO HCTIOJIb30BaTh [T YEJIOBEKA.

[0167]

IIporuBoonyxoneBbiii 3G (eKkT TepaneBTHYECKOro CpPeACTBa U crocoda JIeYeHHs IO
HACTOSIIEMY H300PETEHHIO MOXKET OBbITh MOATBEPIXKIEH, HANMpPUMEpP, CO3JaHHEM MOJENH, B
KOTOPOMW PaKOBBIE KJIETKH, MOJyYSHHbIE U3 MEPBUYHOIO PaKa, B KOTOpbIe ObLI TPAaHC(HULHUPOBAH
MapKepHbI TeH (Hampumep, reH Jronudepasbl), TPAHCIUIAHTHPYIOT B MO3T MOJONBITHOIO
KMBOTHOTO W H3MEPSIOT, C MCIONb30BaHUEM JII0OOro Meroja Busyanusauuu, 3(QexTs
NPOJJICHUS] JKU3HU U W3MEHEHHe WHTEHCUBHOCTH JIIOMHHECLEHLUH MapKepa MpU MPUMEHEHU!
TEPANeBTHYECKOTO CPEACTBA WIIH CrIoco0a JIeYeHus TIo HacTosimeMy n3odperenuto. Hanpumep, B
cilydyae TPAHCIUTAHTAIMKA KJIETOK, B KOTOpble ObLI TpaHCHUIHMPOBAH TeH JHoUUdepassl,
moumdepuH BBOAAT IJISI MCCIIENOBAHUS MHTEHCHBHOCTH JIFOMUHECHCHLIUH, U B CJydae, Koraa
UHTEHCUBHOCTh JIFOMHUHECLIEHIINA YMEHbBINAETCS MO CPABHEHHIO ¢ KOHTPOJBHOH TPYMIION MpH
NPUMEHEHHUHN TePArieBTUYECKOr0 CPEACTBA MM CIIOCo0a JISYEHUS TI0 HACTOSIIIEMY H300pETEHHIO,
MIPU3HAETCS MPOTUBOOITYX OJIEBbIN 3P eKT.

[0168]

ANBTEPHATUBHO, MPOTHUBOOIYXOJIEBBINA 3((PEKT TeparneBTHUECKOro CPEeACTBa U CIocoda
JeUeHHUsT TIO0 HACTOALIEMY H300PETEHHIO TaKKE€ MOXKET OBbITh TMOATBEPKACH MyTeM CO3IaHUs
MOJIeNI, B KOTOPOH MOAONBITHOMY JKHBOTHOMY TPAaHCIUIAHTHPYIOT OHOIICHIO, MOJNYYEHHYIO OT
NalMeHTa C METACTaTUYeCKOH OIyXONbI0 TroJIoBHOro wmosra (Hampumep, PDX wopens
TPAHCIUTAHTAaTa TOJIOBHOIO MO3Ta), M NPHUMEHEHUs TEepPareBTUYECKOrO CPEACTBa WM crocoda
JeYeHUs 1O HACTOSAIIEMY H300PETEHHIO, a TaKXKe MOXKET OBITb IONTBEP)KACHO BBEICHHUEM
TEPaINeBTHYECKOrO CPEACTBA MALMEHTy C METAaCTaTUYECKOH OIMyXOJbi0 TOJIOBHOIO MO3ra HIIU
NpUMEHeHHeM  crmocoba  JieueHMs MO HacTosmeMy — uzoOpereHmto.  M3mepeHue
MPOTHBOOMYXO0JIEBOrO 3 PeKTa MOKHO OCYINEeCTBUTh, Hampumep, ¢ ucnonb3oanuem KT, 19T
wwm MPT, mnoareBepkpas HM3MEHEHHE OOBEMOB OIYXOJIM 1O U IOCHe TNPUMEHEHUS
TEPANEeBTHYECKOTO CPEACTBA WIIH CIIOCo0a JISUEHUs 110 HACTOSIIEMY H300PETEHHIO.

[0169] Kpome Toro, mpoTHBOOMYXOJeBbii 3(P(EKT TeparneBTHUECKOro CpPEeACTBa H
crioco0a JieueHus! M0 HACTOSIEMY H300PETEHHIO MOXKET ObITh MOATBEPKIEH B KIMHUYECKOM
UCCIIEIOBAHUH C UCITIONB30BAHUEM METO/la Ha OCHOBE KPHTEPHEB OLEHKH OTBETA B COJHMIHBIX
onyxonsix (RECIST), merona onenku BO3, merona onenku MaknoHabaa, H3MEPEHUST MACChI
TeNa W JPYrHX METONOB, M MOJKET ONPEAeISIThCS TAKUMH ITOKA3aTeNIIMH, KaK IOJIHBIA OTBET
(CR), wactuunbiii otBer (PR), mporpeccupyroinee 3adoneanue (PD), yactota 0OBEKTHBHOTO
orBeta (ORR), mpomomxkutensHOocTh OTBeTa (DOR), BBIKMBaeMOCTb 0€3 MPOrpecCHpOBAHHUS
(PFS) u obmas BeokuBaemocts (OS).

[0170] Beimeyka3aHHbie CIOCOOBI MOTYT OOECHEYHTh MOATBEPKIACHHE MPEBOCXOICTBRA,
YTO KaCaeTcsl MPOTHBOOMYX0JIeBOTO d(h(eKTa, TepaneBTHUECKOro CPEACTBA U CIIOCO0a JICUSHHSI
[0 HACTOALIEMY H300PETEHHIO NPOTHB METACTaTUYECKUX OIyXOJiel TOJIOBHOIO MO3ra II0
CPaBHEHHIO C CYIIECTBYIOIIUMH MPOTHBOPAKOBBIMU CPEICTBAMH.

[0171]

TepanesTuyeckoe CpeaCTBO U CHOCOO JI€UEHHs MO HACTOAIIEMY H300PETEHUI0 MOTYT
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I€MOHCTPUPOBATDH HE TOJBKO MPOTUBOOIMYXONEBbIH 3(h(EeKT MPOTHB METACTATHUECKUX OIyXOJeH
TOJIOBHOTO MO3rd, HO TAaKXe€ IPOTHBOOIMYXOJNEBbIH 3(p(EeKT MPOTUB METACTATUYECKOTO paka,
OTJINYHOTO OT METACTATMYECKUX OMyXOJieH roIOBHOTO Mo3ra. IIpuMephl MeTacTaTHUECKOro paka,
OTJIMYHOTO OT METACTATMYECKUX OIMYXOJIeH rOJIOBHOTO MO3ra, MOTYT BKJIFOUaTh METACTaTHUECKHE
ONyXOJMU KOCTH, METACTaTUYECKUE OIyXOJU JIETKHUX W METacTaTU4YeCKHH pak IeuYeHu, U
NPEATIOYTUTENBHBIM IPUMEPOM SIBJIIETCSI METACTaTUYECKasl OMyXOJb KOCTH. MeTacTaTHuecKuil
paKk, OTJIMYHBIH OT METACTATHUECKUX OIyXOoJiell TOJOBHOTO MO3ra, MOXKET BO3HUKATh
UHTEPKYPPEHTHO C METaCTATUYECKOW OMyXOJbI0 TOJOBHOTO MO3Td HWJIM MOKET BO3HUKATh
OTAENIbHO OT METaCTaTU4YeCKOH OMyXOJHM TOJIOBHOIO MO3ra, U TEPaNeBTUYECKOe CPENCTBO U
croco0 JIeYeHHsI IO HACTOSIIIEMY U300PETEeHHIO MOTYT MPOSIBJIATh MPOTHBOOMYXOJEBBIN 3P PEKT
B 00OHUX CITydasix.

[0172]

Tepaneprudeckoe CpeACTBO M CHOCOO JIEUEHUs] MO HACTOSMIEMY H300PETEHHIO MOTYT
3aMeIUIATh POCT PAKOBBIX KJIETOK, IMMOAABISTh UX MPONU(EPALIHIO U, KPOME TOTO, MOTYT yOUBATh
paKkoBbIe KJIETKH. DTH 3P PEeKThI MOTYT TO3BOJUTH OOJNILHBIM PAKOM U30aBUTHCS OT CHMITTOMOB,
BBI3BAHHBIX PAKOM, WJIH MOTYT YJIYYIIUTh Ka4eCTBO *XM3HHM PAKOBBIX MALIMEHTOB M JTOCTUYb
TepaneBTHUeCKOro s¢dekra, MOoAnepKHBas >KU3Hb PAKOBBIX mauueHToB. [lake ecnmu
TEPANEeBTHYECKOE CPEICTBO U CIOCO0 JICUeHUsT HE PUBOMAT K YHUUITOXKEHUIO PAKOBBIX KIIETOK,
OHHU MOTYT 0OecrednThb 0oJiee BBICOKOE KaueCTBO JKU3HU PAKOBBIX MAIL[HEHTOB NPU JOCTIKEHUH
OoJee NTUTENHHOTO BBDKUBAHUS IIyTEM HHIMOMPOBAHUS WM KOHTPOJISL POCTA PAKOBBIX KJIETOK.

[0173]

MO’KHO OXKHJaTh, YTO TEPANIEBTHYECKOE CPENCTBO MO HACTOSIIEMY M300peTeHHI0 OyaeT
NPOSIBJIATH T€PANEeBTUYECKUN 3P PEKT y NMALUEHTOB IyTeM NPUMEHEHHs B Ka4eCTBE CUCTEMHOM
TepaIuyu U, KpOMe TOro, MyTEM MECTHOIO HAHECEHMsI HA PAaKOBbIE TKaHHU.

[0174]

TepaneBrudyeckoe CPeACTBO MO HACTOALIEMY H300pPETEHUI0 MOKHO BBOAMTH B BHJIE
(apManeBTHUECKONW KOMIIO3ULIMH, COAEpIKalleil Mo MeHbLIed Mepe OAuH (apMaLeBTHUECKU
npueMJIeMblid  UHTpenneHT.  DapManeBTHUECKH  NPUEMJIEMble  HHIPEAHEHTBI  MOXKHO
COOTBETCTBYIOLIMM OOpa3oM BbIOpaTh M HUCHOJNB30BATH M3 BCIOMOTATENbHBIX A00ABOK IS
(bOopMyIHpPOBAaHUS KOMITO3UIMHA MJIH T.I., KOTOpPbIe OOBIYHO HCIOJB3YIOT B JAaHHOW OOJIACTH
TEXHUKH, C YYeTOM [103, BBOJUMOH KOHLEHTPALMM WM T.II. KOHBIOTATa AaHTUTEJNO-
JEKapCTBEHHOE CPEICTBO, HCIOJB3YEeMOro B  HacrosmeM u3oOpereHun. Hampumep,
TEPANeBTHUECKOE CPEACTBO [0 HACTOSIIEMY H300PETEHHI0O MOXKHO BBOAUTH B BHIE
bapmaneBTHUecKOH KoMmo3unmu (manee "dapmaueBTHUeCcKas KOMIIO3ULHMSI MO HACTOSALIEMY
u3zobpeTeHui0"), comepskamieit Oydep, Takol Kak THCTHIUHOBBIN Oydep, SKCIUMUESHT, TAaKOH KaK
caxapo3a WJIM TPerajios3a, U MOBEPXHOCTHO-aKTHBHOE BELIECTBO, TaKoe Kak monucopdar 80 wmun
20. ®apManeBTHUECKYIO KOMITO3ULHIO 10 HACTOSINEMY M300PETEHHIO MPENOYTHTEIHHO MOYKHO
UCTIONBb30BATh B BU/I€ HHBEKINH, O0JIee MPEANOYTUTENIbHO MOSKHO MCIIOIB30BATh B BU/IE€ BOAHOM
UHBEKLUN WM JUODUIN3UPOBAHHOM HWHBEKLUHU, M ele O0ojee NPEeANOUTUTENbHO MOXKHO

UCTIONB30BATh B BUJE THOPUIM3HPOBAHHON HHBEKLIUH.
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[0175]

B cayuae, ecnu dapmaneBTHUeCKas KOMIO3MLIMA IO HACTOALIEMY H300pETEHUIO
NpeACTaBIsieT COOOH BOAHYIO MHBEKIHUIO, €€ MOXHO MPEANOYTUTENBHO pa30aBUTh MOIX OSIIIM
pa3baBuTenem, a 3aTeM BBECTH B BHUJAE BHYTPUBEHHOH uH(y3uu. B kaudectBe pazbasuress
MOJKHO YyKa3aThb pPacTBOpP AEKCTPO3bl, (PU3HOJIOrHUECKUil pacTBOp U T.M., U MPEANOUTUTEIBHO
MOXXHO YyKa3aThb pacTBOpP IEKCTPO3bl, W 0Oojee NpennodTUTENbHBIM siBisieTcss 5% pacTBOp
JEKCTPO3BbI.

[0176]

B caydae, ecnu QapmaneBTHUECKassh KOMIO3MLUS IO HACTOSALIEMY H300PETEHUIO
npeAcTaBisier co0Oi  THOPUIN3UPOBAHHYK) HMHBEKLUIO, €€ MPEANOYTUTENIbHO MOXHO
pacTBOpUTH B BOAE Uil HMHBEKLUH, 3aTeM HEOOXOIUMOE KOJHMYECTBO MOXKHO pa30aBHUTH
MOIXOSIIMM pa30aBUTEIeM U 3aTeM BBECTH B BHUAE BHyTpuBeHHOH uH(y3uu. B kadecTse
pa3baBuTeNss MOXKHO YKa3aTh PacTBOP AEKCTPO3bl, (PH3HOJOTUYECKHHA pacTBOp U T.OI., H
NPEATIOYTUTENIBHO MOKHO yKa3aTh PacTBOP AEKCTPO3bI, U OoJiee MPEANIOUTHTEIbHBIM SIBJISETCS
5% pacTBOp NEKCTPO3bI.

[0177]

Ilpumepsl nyTH BBEOECHHUS, KOTOPbIE MOKHO HCIOJIb30BAaThb [JI1  BBEICHHS
(hbapMaleBTHUECKON KOMITO3UIIMU TI0 HACTOSIIEMY H300PETEeHUIO, BKJFOYAIOT BHYTPUBEHHBIMH,
BHYTPUKOXXHBIA, TOJAKOXHBIM, BHYTPUMBILIEYHbIH W HWHTPAEpPUTOHEATbHBIM NYTH, W
MPEINOYTUTENIbHO BKJIFOYAOT BHYTPHUBEHHbIH TiyTh. Kpome Toro, ¢apmarneBTHUECKYIO
KOMITO3UIIHIO MO HACTOSIIIEMY H300PETEHHIO TAKKe MOXHO BBOAUTH IyTEM IMPsIMON MHBEKLIUU B
NapeHXHUMY T'OJIOBHOI'O MO3Tra, MATKYI0 MO3TOBYIO 000JIOUKY MJIH MayTUHHYIO OOOJIOUKY.

[0178]

Konprorar  aHTUTENO-IEKaPCTBEHHOE CPEACTBO, MCMOJIb3YEMbII B  HACTOALIEM
N300peTeHNH, MOXXHO BBOAWUTH YEJOBEKYy OAMH pa3 ¢ uHrepBamamu 1-180 npHel, wu
MPEANOYTUTEIBHO MOKHO BBOJMTH OJIMH pa3 B HEAENIO, OJUH pa3 B 2 HENeNH, ONUH pa3 B 3
HeNeJIM WM OZIMH pa3 B 4 Hexeny, U emle 0ojiee MpeAnoYTUTEIbHO MOJKHO BBOAUTDH OJUH pa3 B 3
Hegenu. Taxoke, KOHBIOIaT aHTUTENO-JIEKAPCTBEHHOE CPENCTBO, UCIOJIBb3yEMBbI B HACTOSIIEM
U300pETeHNH, MOXKHO BBOIUTBH mpu no3e okoyio 0,001-100 Mr/kr, ¥ NMpeanoYTUTENbHO MOKHO
BeoauTh Tnpu no3e 0,8-12,4 wmr/kr. B criydae, xorma KOHBIOTAT aHTHTENO-JIEKAPCTBEHHOE
CPEICTBO, UCTIONIB3YEMBbIil B HACTOSIIEM H300pETeHHHU, IPEACTABIISIET COO0M KOHBIOTAT aHTU-ER2
AHTUTEJIO-JIEKAPCTBEHHOE CPEACTBO, €r0 NPEANOYTUTEIBHO MOXKHO BBOAUTD OJJMH Pa3 B 3 HEAENIU
npu noze 0,8 mr/kr, 1,6 mr/kr, 3,2 mr/kr, 5,4 mr/kr, 6,4 mr/kr, 7,4 mr/kr win 8 mr/kr, Oonee
MPEINOYTHTEIFHO MOXKHO BBOIUTD ONIMH pa3 B 3 Hexenw npu no3e 5,4, 6,4 win 7,4 Mr/kr, u emie
Ooree MPENMOYTUTENBHO MOXKHO BBOAMTH OAWMH pa3 B 3 Hexmenu mpu pose 5,4 mr/kr wimm 6,4
MI/Kr. B cnydae, Korma KOHBIOraT AaHTUTENO-JIEKAPCTBEHHOE CPEACTBO, HCIOJb3YEMbIH B
HACTOsAIIEM N300peTeHuH, peacTaBisieT cobol konbtorar anTu-HER3 anTHTENO-NEKapCcTBEHHOE
CPEICTBO, €ro MPEANOYTHTEILHO MOJKHO BBOAUTH OAMH pa3 B 3 Henmenw mpu goze 1,6 mr/kr, 3,2
mr/kr, 4,8 wmr/kr, 5,6 mr/kr, 6,4 wmr/kr, 8,0 wmr/kr, 9,6 mr/kr umum 12,8 mr/kr, u Oonee

MPEINOYTHTEIFHO MOXKHO BBOOUTH OMH pa3 B 3 Hexenu npu aose 4,8 mr/kr, 5,6 mr/kr uinu 6,4
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MI/kr. B cnydae, korma KOHBIOraT AaHTUTENO-JIEKAPCTBEHHOE CPEACTBO, HCIIONb3YEMBIH B
HACTOALIEM M300peTeHnH, TmpencraBnseT coboil  koHbrorar aHTH-TROP2  anTuTeENo-
JIEKapCTBEHHOE CPEICTBO, €r0 MPEANOYTUTENBHO MOXKHO BBOAUTD OJIUH pa3 B 3 HEIENIH NpH 103€
0,27 wr/kr, 0,5 mr/kr, 1,0 mr/kr, 2,0 mr/kr, 4,0 mr/kr, 6,0 mr/kr uan 8,0 mr/kr, u Oonee
NPEATOYTHTEIBHO MOXKHO BBOAMTDH OMH pa3 B 3 Hexenu npu nosze 4,0 mr/kr, 6,0 mr/kr nnum 8,0
MI/KT.

[0179]

TepaneBrudeckoe CpeACTBO MO HACTOSIIIEMY H300PETEHHIO TaKXKe MOXKHO BBOAHTDH B
KOMOWHAIIMY C TEPANIEBTHUECKUM CPEICTBOM MPOTUB PaKa, OTJIMYHBIM OT KOHBIOraTa aHTUTEJIO-
JIEKAPCTBEHHOE CPEACTBO, HMCIOJb3yeMOrO B HACTOSIIEM H300PETEHHH, TeM CaMbIM YCHIIHBAs
npotuBoonyxoneBbli  3ddexr. Jlpyrue NpOTHBOPAKOBBIE TEPANEBTHUECKHE CPENCTBA,
UCTIONIB3YEMBIE ISl STOW LIEJTH, MOJKHO BBOJUTH CYOBEKTY OTHOBPEMEHHO, OTAENBHO U TOCHe
TEPANEeBTHYECKOTO CPENCTBA IO HACTOSIIEMY H300PETEeHHIO, MU MOXKHO BBOAHUTH, H3MEHSS
UHTEPBAJl BBENEHHs Ui Kakaoro. Takue NpOTHBOPAKOBBIE TEPANEBTHUECKUE CPEICTBA HE
OTrPaHUYMBAIOTCS, TMPH YCIOBHM, YTO OHHM SIBISIOTCS  CPENCTBAMHM, OOJIAJarOI[UMH
NPOTHBOOIYXOJIEBOH aKTUBHOCTBIO, M B KaU€CTBE NMPHMEPa MOXKHO YKa3aTh MO MEHbIIEH Mepe
OOHO, BbIOpaHHOE W3 rpymmbl, cocrosimed w3 wupuHorekaHa (CPT-11), uucrnaTtuHa,
kapboriatuHa, okcanumatuaa, ¢Qropypammia (5-FU), remmouraOuna, KamenuraOuHa,
MaKJIMTaKCeNa, MOIeTaKceNa, JOKCOPyOulHa, snupyounnia, uukiodpochammuia, MATOMHULITHA
C, xoMmOuHamu Teradyp-rumMepani-oTepani, nerykcumabda, maHutymymada, depammuzymada,
pamynupymaba, peropadennda, komMOuHauuMu TpUIypUANHA-TUNHNPALIIA, TrepUTHHUOA,
spnotuHuba, adarunHuba, MeroTpekcara, ImeMeTpekcena, TamokcudeHa, TopeMudena,
¢dynBecTpaHTa, JEHIPOPENINHA, TO3EPEINHA, JIETPO30JIa, AaHACTPO30J1a, Npernapara NporecTepoHa,
TpacTy3ymaba sMTaH3MHa, TpacTy3ymada, mepry3ymada u janaTuHuoA.

[0180]

TepaneBrudeckoe CpPeACTBO MO HACTOSIIIEMY M300PETEHHIO TaKXKe MOKHO HCIOJIB30BAThH
B KOMOMHALMU C Jy4eBOH Tepamnueil. Hanmpumep, pakoBbIii MALMEHT MOXKET MOJYYaTh JIyYEBYIO
TEPAIUI0 0 W/WIM TMOCHE MOJYYEHUs, UM OJHOBPEMEHHO C TMOJYYEHHEM TepareBTUYECKOTro
CpeacTBa MO HacrosimeMy wu3oOpereHuto. Ilpumepbl Ny4eBOW Tepanmuy MOTYT BKJIKOYATh
ay4deByto Tepamuio Bcero wmo3ra (WBRT), crepeorakcuyeckoe oOnyuenne (STI) wu
CTepeoTakcuueckyro paguoxupypruro (SRS).

[0181]

TepaneBrudeckoe CpPEACTBO MO HACTOSIIEMY M300PETEHHIO TaK)XKE€ MOYKHO HCTIOIB30BAThH
B KayeCTBE aJbIOBAHTHONW XHMMHOTEPAIMd B KOMOWHALIMM C XHPYPTrHYECKOH MpOUeaypoil.
Xupyprudeckie MpOLeAypbl OCYILIECTBISIIOT, HANPUMEpP, NMyTEM VAANCHHS BCEH HIIM YacTh
OITyXOJI TOJIOBHOTO MO3ra. TepaneBTH4YecKOe CPEACTBO IO HACTOSIIEMY H300PETEHHIO MOXKHO
BBOJIUTh C IIENIbI0 YMEHBINEHHUs pa3Mepa OIyXOJH TOJOBHOTO MO3Ta Nepen XHPYpPruuecKoi
nponenypoit (mpenonepanyoHHas aIbIOBAaHTHAS XUMHOTEPAHS I HEOAIbIOBAHTHASI TEPAITHs)
WIA MOXHO BBOAWTBH IIOCTE€ XHUPYPIHYECKOH MNpPOLEeNyphbl AJs MPENOTBPALICHUS PeLUInuBa

OonyxoJiIi TOJIOBHOIO  MO3ra (HOCJ’IGOHepaLII/IOHHaﬂ AABIOBAHTHAsA XUMHUOTECpaAlusad  UIH
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aJlbIOBAHTHAS TEPAITHS).

IIpumepnl

[0182]

Hacrosimmee n3o0pereHne KOHKPETHO OIMMCAHO B CBETE IPUMEPOB, IPEICTABIEHHBIX
Hioke. OHAKO HAcTosIee M300peTeHre He OrpaHMYUBAeTCs STUMU nmpumepamu. Kpome Ttoro,
€ro HU B KOEM CJIy4ae HeJb3sl HHTePIPETUPOBATh OrPAHUUEHHO.

[0183]

IIpumep 1: ITonyueHne KOHBIOTaTa AHTUTEJIO-JIEKAPCTBEHHOE CPEACTBO

B cootBercTBHM CO crTOCOOOM MOJTyUEHUs], OMMUCAHHBIM B MeXKayHApOIHON My OIHKaIK
Ne WO 2015/115091, ¢ ucnonp3oBanuem rymanusupoBaHHoro antu-HER?2 anturena (antuTeno,
cofepikallee TSDKEIYHo Ielb, COCTOSINYI0 W3 aMHHOKHMCIOTHON IOCIEeN0BaTENbHOCTH,
COCTOSAILIEH U3 aMUHOKHUCIOTHBIX ocTaTkoB 1-449 SEQ ID NO: 1, u nerkyro mnemnb, COCTOSIIYIO
W3 aMHHOKMCJIOTHOH MOCJIENOBATEILHOCTH, COCTOSMINEH M3 aMHHOKHCJIOTHBIX OCTaTKOB 1-214
SEQ ID NO: 2), monydajqu KOHBIOTAT AaHTUTEJO-JIEKAPCTBEHHOE CPEICTBO, B KOTOPOM

KOMITOHEHT JIEKAPCTBEHHOE CPENICTBO-JIMHKEP, MPEACTABICHHBIN CIeayIoIei (opMyIIo:

[0184]
[@opmyna 22]
o
A o) h O q O
N\/\/\)LN,\",N\)LN N\)LNAO,\fo
o H o H o H NH
[0185]

rae A mpeacTaBisieT COOON MOJIOKEHNE CBSI3bIBAHUS C aHTHTEJIOM,

KoHbIOTHPOBaH ¢ aHTH-HER2 anTHTEeNnom depe3 THod(upHYO CBsi3b (Hajiee yka3aH Kak
"KOHBIOTAT aHTHUTeNo-NiekapcTBeHHOe cpeactBo  (1)"). DAR  koHbBIOrata aHTHUTENO-
JekapcTBeHHOe cpenctso (1) cocrasiser 7,8.

[0186]

IIpumep 2: UcnplTaHne, OLEHUBAOIIEE TPOAJICHUE KU3HH

MpbIm: B 3KCHEPUMEHTE HCIONb30BaIH caMok Mbimeii BALB/c Bo3pacta ot 5 nmo 6
Henenb (Charles River Laboratories Japan, Inc.).

[0187]

Konsptorar antureno-nexkapcrsennoe cpenctso (1) pasdasnsm 6ydepom ABS (10 MM

aneratHslii Oydep (pH 5,5), 5% copburona) u BHyTPUBEHHO BBOIWIM B XBOCTOBYIO BEHY IpU
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o0wveme pactBopa 10 Mur/kr.

[0188]

UcnonezoBamu KPL-4-Luc, B kortopoM ren moiudepasbl Ob1 TpaHCHHUUUPOBAH B
knerkn KPL-4, nuHuio paka MOJOYHOH Jkene3bl yenoBeka, nosydeHHyro or Dr. Junichi
Kurebayashi, Kawasaki Medical School (British Journal of Cancer, (1999) 79 (5/6). 707-717).
KPL-4-Luc cycniennupoBainy B (PU3UOJOTUUECKOM pacTBope, 1 x 10* knerok UHTPaKpaHUaJIbHO
TPAHCIUIAHTUPOBAIM CaAMKaM TOJIBIX MBILIEH, U MBIIIEH PaHAOMU3UPOBAHHO PACHPENENsIn 1O
rpymnmnam uepes 7 aHel mocie TpaHcmiantauuu (aeHb 0). KOoHBIOTAaT aHTUTENO-JIEKapCTBEHHOE
cpencteo (1) BBOmWIM BHyTpHBeHHO B n03¢ 10 mr/kr B xBOCTOBYH BeHy B Jlnu O u 21.
KOHTpoNbHBIM TpyInaM BBOAWIN pacTBOpUTENb. KonM4yecTBO MbIleH B KaXIO# rpymmne ObLIo
PaBHO TSITH, U HAJIMYKE WM OTCYTCTBUE BbDKHMBaHUS HaOmomamu 1o 28 nHs. C TOYKHU 3peHust
STUKHU B OTHOLIEHHH JKUBOTHBIX, B Cllydae morepu macchl Tena 30% wim Oosee 1 aHOMaIIbHOTO
NOBENCHUs (ABIDKEHHs MO KPYTy, HAPYLICHHWs MpHEeMa HHUIIW/TIHUTbS U T.I.), OCYIIECTBISIIN
sBTaHa3n. Kpome toro, mouudepruH BBOAWIM HHTPANIEPUTOHEANBHO KaXKA0H MbInH B J{au 14,
21 u 28 pnsd MOATBEPKAEHUS JIOKAJIW3alMU OMYXOJUW W KOJMYECTBA OMYXOJH, HUCIOJIb3Ys
mouudepasHyro  aktuBHOCTh KPL-4-Luc B KkadecTBe WHAMKATOpPA, W JIFOMHHECHEHITHIO
TOJIOBHOTO MO3ra HM3MEpSUIM C HWCIOJb30BAHHWEM CHCTeMbl BH3yaim3auuud In Vivo Imaging
System (IVIS). I'pynma, koTOpoH BBOIWIM pacTBOpUTENb (2 MblmM), Oblla CO3JaHa Kak
caTeJUIMTHasl rpynna, (pUKCHpPOBaHHBIA B (OpMaMHE, 3aJUTHIA MapaguHOM Cpe3 TOJIOBHOTO
MO3ra MbIIIU nojy4anu B Jlenb 14 1 ocyliecTBIAIN OKpalluBaHie FeMaTOKCUIMHOM U 303UHOM.

[0189]

PesynbraTe! nokasans! Ha @ur. 9-11. [l KOHTPOJIBHBIX IPYII CMEPTh OOHAPYKUBAJIH C
Hus 14, u Bce mpiu ymepnu k Jlaro 26. Hanportus, s rpynmn, KOTOPbIM BBOAMIN KOHBIOTAT
AHTHUTENIO-JIEKApCTBEHHOE CpeacTBO (1), BCe MbIlM BbIXKMBAIHN BILIOTH 10 JHs 28 (Pur. 9). Uro
kacaercs momuHecueHunn KPL-4-Luc, poct onyxonmu Obln oOHapykKeH y MbIlIel W3 TPy,
KOTOPBIM BBOAMJIM KOHBIOTAT aHTHTEJO-NeKkapcTBeHHoe cpeactBo (1), k Juro 21, HO
YMEHbLICHHE JTIOMUHECLEHINN OblI0 0OHapyskeHo B JleHb 28, yro Obu10 uepe3 1 Henmeno mocne
BTOPOTO BBEIEHHMs, MpPEAIoJarasi, 4YTO KOHBIOTAT AaHTHUTENO-JeKapcTBeHHoe cpeactBo (1)
okaspiBaeT S(pdexTuBHOE BO3NEliCTBHE Ha OMyxoiu B rojoBHoM Mosre (Pur. 10). Ha
U300parkeHHsIX, MOKA3bIBAKIINX MATOJOTUYECKHE W3MEHEHHUs TOJIOBHOro mos3ra B Jlenp 14,
OINyXOJIEBbIE MAacChl ObLIM OOHApy>KEHbl BOKPYr OOOHSATENbHOW JyKOBHULB, B HOCOBBIX
paKoOBUHAX, MAPEHXUME I'OJIOBHOTO MO3Tra, Y OCHOBAaHHUS MO3ra, B JKeJyJO4YKe FOJIOBHOIO MO3ra U
BOKPYT MO33keuka B 2/2 ciyyasx (Pur. 11).

[0190]

OTU pe3ynbTaTbl CBUIETENBLCTBYIOT O TOM, YTO KOHBIOTAT AHTUTENO-JEKApCTBEHHOE
cpenctso (1) mposiBiisieT 3 PEeKTUBHOCTh B OTHOIIEHUU METACTATHUYECKHX OIMyXOJIeH TOJIOBHOTO
MO3ra U 00J1a1aeT MPOJIEBAOLITNM KU3HB d(hPeKkTom.

CBOOOIHBIN TEKCT EPEYHsI TIOCIeIOBATEIbHOCTEH

[0191]

SEQ ID NO: 1 - AMHHOKHUCJIOTHAsI MOCJIEA0BATEIbHOCTb TsDKeJoW nenu aHTu-HER2
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AHTHUTENA

SEQ ID NO: 2 - AMHUHOKHCIOTHas IIOCIEIOBATEIbHOCTh jerko uenu antu-HER2
AHTHUTENA

SEQ ID NO: 3 - AMHHOKHUCJIOTHAsl MOCJIEA0BAaTEIbHOCTb TsDKeoW nenu aHTH-HER3
AHTHTENA

SEQ ID NO: 4 - AMHHOKHMCJIOTHAs IOCJEH0BAaTEIbHOCTh Jerkoi nemu aHTu-HER3
AHTHTENA

SEQ ID NO: 5 - AMHHOKHKCJIOTHASI MMOCJIENOBATENbHOCTh TSKEJION Henu aHTu-TROP2
AHTHTENIA

SEQ ID NO: 6 - AMHHOKHCJIOTHAsI IOCJIEA0BATEILHOCTh Jerkod nemu aHtu-TROP2
AHTHUTENIA

SEQ ID NO: 7 - AMUHOKHCJIOTHAs ITOCIEA0BATEIbHOCTh TSKEJION 1enu aHTu-B7-H3
AHTUTEJIA0

SEQ ID NO: 8 - AMHMHOKUCJIOTHAS IOCJIENOBATENIbHOCTh JErKOoHW Ienu aHTu-B7-H3
AHTHUTENIA

SEQ ID NO: 9 - AMHHOKHUCJIOTHAsI ITOCJIEN0BATEILHOCTb TsKeIoi 1enu aHTu-GPR20
AHTHUTENIA

SEQ ID NO: 10 - AMHHOKHUCJIOTHAS MOCIENOBAaTEIbHOCTE Jerkoi nemu antu-GPR20
AHTHUTENIA

SEQ ID NO: 11 - AMHHOKHCIIOTHAS IMOCJIEN0OBATEIbHOCTh Tshkeaoi uenu aHtTu-CDHO
AHTHUTENA

SEQ ID NO: 12 - AMHHOKHUCIIOTHAsl ITOCJIEIOBATEILHOCTD Jierkod nenu aHtu-CDHO6

AHTUTCJIA
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DOOPMYJIA U3OBPETEHHA
1. TepaneBTHueckoe CPEACTBO I JIEYEHHUs] METACTaTUYECKOW OMYXOJH TOJOBHOIO
MO3ra, cozep:kallee B KaueCTBE AKTMBHOTO KOMIIOHEHTAa KOHBIOTaT aHTUTENO-JIEKaPCTBEHHOE
CPEeICTBO, B KOTOPOM KOMIIOHEHT JIEKAPCTBEHHOE CPEACTBO-JIMHKEP, MPENCTABJICHHBIN

cnenyroten GopmyJioit:

[@opmyna 1]
(@]
A 0 H (@] H O
N\/\/\)LN/\"/N\)LN N\)LNAO’YO
H H H
o) o] o) NH

rrne A mpeacTaBiisieT COOOM MONOKEHUE CBA3bIBAHUS C AHTHTEJIOM;

KOHBIOTHPOBAH C aHTUTEJIOM Yepe3 THOI(UPHYIO CBSI3b.

2. TepaneBTH4eckoe CpencTBO MO M. 1, rae NMEepBUYHBIM paK AJsl METACTaTUYECKON
OINyXOJI TOJIOBHOTO MO3ra SIBJISIETCS IO MEHbIIEH Mepe OAHHMM, BBIOPAHHBIM U3 TPYIIIbL
COCTOALEH U3 PaKa MOJIOYHOM JKEJE3bl, paka JIETKOro, MEJIaHOMBI, [OYEYHO-KJIETOYHOIO PaKa,
paka Mo4YKH, KOJOPEKTAIBHOIO paKa, paKa >Keay[Ka, paka rOJIOBbI U LIEH, NeNaTOLEIUIIOJISIPHOIO
paka, paka Ie4yeHH, paka SUYHUKA, paKka IMPeaCcTaTeIbHOMN KeENe3bl, paka MO4YE€BOr0 My3bIpsl, paka
NOJKENTyIOYHOM JKeNe3bl, paka >HAOMETPHs, paka LIUTOBUAHON Keje3bl, 3J0Ka4eCTBEHHOMU
JUM(OMBI U CAPKOMBI.

3. TepameBruueckoe CpenCTBO MO M. 1, re MEpBUYHBIA pak AJisi METaCTaTHYECKOU
OMyXOJIM TOJOBHOTO MO3ra SIBJISIETCS 1O MEHbIIEH Mepe OXHHM, BBIOPAHHBIM W3 TPYIIIbL,
COCTOSILIIEN U3 paKa MOJIOYHOM JKeJe3bl, paKa JErkoro 1 MeJaHOMBI.

4. TepaneBTu4eckoe CpeACTBO MO M. 1, rae MepBUYHBIN paK [Js METaCTaTUYECKOU
OITyXOJIM TOJIOBHOTO MO3Ta MPEACTABISIET COOON paKk MOJIOUHOM JKeJIe3bl.

5. TepamesTuueckoe CpeACTBO MO M. |, rae MepBUYHBIA pak AJl METaCTaTHYECKOU
OITyXOJIM TOJIOBHOTO MO3Ta MPEACTABIISIET COOOH paK JIETKOTO.

6. TepameBTuueckoe CpeaCTBO MO M. 1, rAe MEpPBUYHBIM paKk sl METaCTaTUYECKON
OITyXOJIM TOJIOBHOTO MO3Ta MPEACTABIISIET COOOH MeaHOMY.

7. TepameBTUYECKOE CPEeNcTBO MO JIOOOMY M3 mm. 1-6, TIe aHTHTENO B KOHBIOTATe
AHTHUTEJIO-JIEKAPCTBEHHOE CPENCTBO Tpencramisier codoit antu-HER2 antureno, antu-HER3
antureno, aHThu-TROP2 antureno, antu-B7-H3 antureno, antu-GPR20 anTuteno unu aHTH-
CDHG6 antureno.

8. TepameBTUueckoe CpPEACTBO MO I. 7, IA€ AHTUTEIO B KOHBIOTATE€ AHTUTEJO-
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JIEKapCTBEHHOE CPEACTBO npexacTanisier codoit antu-HER?2 antuTeno.

9. Tepanestuueckoe cpeactso no n. 8, rae antu-HER2 anTHTeno npexacrasnser coboi
AQHTUTEJIO, COAEPIKALIEE TSKEIYIO LeMb, COCTOSILIYIO U3 AMUHOKUCIOTHOU MOCJIEN0BATENbHOCTH,
COCTOsALLIENH U3 aMUHOKHUCIIOTHBIX OocTaTkoB 1-449 SEQ ID NO: 1, u nerkyro memnb, COCTOSLIYIO
U3 aMUHOKUCJIOTHOH MOCJIENOBAaTENbHOCTH, COCTOSINENH M3 aMUHOKHCIOTHBIX OCTaTkoB 1-214
SEQ ID NO: 2.

10. Tepanetuyeckoe cpencreo no 1. 8, rae antu-HER2 anTuteno npencrasnser coboi
AHTUTEJIO, COAEPIKALIEE TKEIYIO LeMb, COCTOSLIYI0 U3 AMUHOKUCIOTHON MOCJIEI0BATENbHOCTH,
npencrasienHoin SEQ ID NO: 1

nocyenoBaTeabHOCTH, peactasienHo SEQ ID NO: 2.

2

U JICTKYIO L€IMb, COCTOAIIYHO U3 AMUHOKHCJIOTHOH

11. TepameBTuueckoe cpenctso mo Jrobomy w3 mm. 8-10, roe cpenHee KOJIUYECTBO
KOHBIOTMPOBAHHBIX €IUHUI] JIEKAPCTBEHHOE CPEACTBO-JIMHKEP HAa MOJIEKYJIy aHTUTela B
KOHBIOTaTe aHTUTENO-JIEKAPCTBEHHOE CPEICTBO HAXOAUTCA B Mpeaenax ot 7 1o 8.

12. TepaneBTHYecKkOoe CpPEACTBO MO M. 7, TA€ AHTUTEIO B KOHBIOraTe€ AaHTUTENO-
JIEKapCTBEHHOE CPEACTBO mnpeacTasisier codbolt antu-HER3 antuTeno.

13. Tepanestuueckoe cpencreo no n. 12, rae antu-HER3 anTuTeno npencrasisier co0oit
AQHTUTEJIO, COAEPIKALIEE TKEMYIO LEeMb, COCTOSLIYI0 U3 AMUHOKUCIOTHON MOCJIEI0BATENBbHOCTH,
npencrasienHor SEQ ID NO: 3, u Jjerkyroo uemnb, COCTOSIIYI0 M3 aMUHOKHCJIOTHOM
nocnenoBaTenbHOCTH, npeactasierHo SEQ ID NO: 4.

14. Tepanestuueckoe cpenctso no n. 13, rae antu-HER3 anTuTeno He comep:kur
JIM3UHOBBIA OCTATOK Ha KapOOKCUIIBHOM KOHIIE TSDKEJION LeTIH.

15. TepaneBTudeckoe cpenacTBo mo jgrobomy u3 nm. 12-14, roe cpenHee KOJHUUECTBO
KOHBIOTMPOBAHHBIX €IUHML] JIEKAPCTBEHHOE CPENCTBO-JIMHKEp HAa MOJIEKYyJy AaHTHUTeNla B
KOHBIOTaTe aHTUTEJIO-IEKAPCTBEHHOE CPEACTBO HAXOAUTCA B Mpeaenax ot 7 1o 8.

16. TepanmeBTHuEeCKOE€ CPEACTBO MO M. 7, TA€ AHTUTEIO B KOHBIOraTe aHTUTEINO-
JIEKapCTBEHHOE CPEACTBO mpeacTanisieT codoii antu-TROP2 antuTeno.

17. TepaneBtuueckoe cpeactso mno m. 16, rae antu-TROP2 anTuTeno mpencrasisier
coOOl  aHTHTENO, COAEp)KaIlee TSDKEAYK LeMb, COCTOSIIYEO W3  aMHHOKHCJIOTHOH
MOCJIEA0OBATEILHOCTH, COCTOSIIIEN W3 aMHUHOKHCIOTHBIX octatkoB 20-470 SEQ ID NO: 5, m
JErKyK LeNb, COCTOAIIYK) W3 aMUHOKUCIOTHOM IOCHENOBATENBHOCTH, COCTOSLIEN W3
aMHUHOKHUCJIOTHBIX ocTaTkoB 21-234 SEQ ID NO: 6.

18. Tepanestuueckoe cpeactso mo m. 17, rae antu-TROP2 anTuTeno He comeput
JM3UHOBBIA OCTATOK Ha KapOOKCHIIBHOM KOHIIE TSDKEJION LIETIH.

19. TepaneBTudeckoe CpencTBo mo Jrobomy m3 mm. 16-18, rme cpemHee KOJUUECTBO
KOHBIOTMPOBAHHBIX €IUHUI] JIEKAPCTBEHHOE CPENCTBO-JIMHKEP HAa MOJIEKYJy aHTHUTeNla B
KOHBIOTaTe aHTUTEJIO-JIEKAPCTBEHHOE CPEACTBO HAXOAUTCS B npeaenax ot 3,5 1o 4,5.

20. TepameBTHYECKOE CpPEACTBO MO M. 7, TA€ AHTUTEIO B KOHBIOTATE€ AHTUTENO-
JIEKapCTBEHHOE CPEACTBO MpeacTaBisieT codboli antu-B7-H3 antureno.

21. Tepanestuueckoe cpeactso no n. 20, rae antu-B7-H3 anTureno npencrasisier

coOOM  aHTHUTENO, COAEp)KaIlee TSDKENMYK0 Lelb, COCTOSIMIYI0 W3  aMHUHOKHMCIIOTHOMN
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MOCJIEAOBATEIbHOCTH, COCTOSIIIEH W3 aMHUHOKHUCIOTHBIX ocTtatkoB 20-471 SEQ ID NO: 7, u
JErKyK LeNb, COCTOAINYK) W3 aMUHOKUCIOTHOM IOCIENOBATENBHOCTH, COCTOSILIEN W3
aMHUHOKUCIIOTHBIX ocTaTkoB 21-233 SEQ ID NO: 8.

22. Tepanestuueckoe cpeacrso no mn. 21, rae antu-B7-H3 antureno He comepxkur
JIM3MHOBBIA OCTATOK Ha KapOOKCHIIBHOM KOHLIE TSDKEJIOH LEeTH.

23. TepaneBTuueckoe cpenacrso no jrobomy u3 mm. 20-22, rae cpenHee KOJIMYECTBO
KOHBIOTMPOBAHHBIX €IUHML] JIEKAPCTBEHHOE CPENCTBO-JIMHKED HAa MOJIEKYJIy AaHTHUTela B
KOHBIOraTe aHTUTEJIO-JIEKAPCTBEHHOE CPEICTBO HAXOAUTCS B npenesax ot 3,5 no 4,5.

24. TepaneBTUYECKOE CPEACTBO MO M. 7, IN€ AHTUTENO B KOHBIOTATE€ AHTUTENO-
JIEKapCTBEHHOE CPEACTBO mpenacTanisieT codoit antu-GPR20 antureno.

25. Tepanestuueckoe cpeactso no 1. 24, rae antu-GPR20 anTureno mpencrasisieT
coOOW  aHTHTENO, COAEp)KAIlee TSDKENYK [eMb, COCTOSIMIYE0 W3  aMHUHOKHCIOTHOH
MOCJIEAOBATEILHOCTH, COCTOSIIIEH W3 aMHUHOKHCIOTHBIX octatkoB 20-472 SEQ ID NO: 9, u
JErKyK LeNb, COCTOAIIYK) U3 aMUHOKUCIOTHOM IOCHENOBATENBHOCTH, COCTOSILIEN W3
aMHHOKHCIIOTHBIX ocTaTkoB 21-234 SEQ ID NO: 10.

26. Tepanestuueckoe cpenactso no m. 25, rae aHtu-GPR20 antureno He copepkuT
JM3UHOBBIA OCTATOK Ha KapOOKCHIIBHOM KOHIIE TSDKEJION LETIH.

27. TepameBTHYECKOE CPENCTBO MO JHOOOMY mM3 mm. 24-26, rae cpeaHee KOJHYECTBO
KOHBIOTMPOBAHHBIX €IUHUI] JIEKAPCTBEHHOE CPENCTBO-JIMHKEp HAa MOJIEKYyJy AaHTHUTeNla B
KOHBIOTaTe aHTUTEJO-JIEKAPCTBEHHOE CPEACTBO HAXOAUTCs B npeaenax ot 7 1o 8.

28. TepameBTHYECKOE CPEACTBO MO M. 7, T€ AHTUTEIO B KOHBIOTATE€ AHTUTENO-
JIEKapCTBEHHOE CPEeNCTBO MpencTansier codoit antu-CDH6 antureno.

29. Tepanestuyeckoe cpeactso no m. 28, rae antu-CDH6 antuTeno npexncrasiser
coOOll  aHTHTENO, COAepKallee TSOKENIYH Lelb, COCTOSINYI0 W3  aMHHOKHCJIOTHOW
MOCJIeIOBATEIbHOCTH, COCTOSIIIEH W3 aMUHOKHCIOTHBIX ocTaTkoB 20-471 SEQ ID NO: 11, u
JErKyK LeMb, COCTOSAIIYK) U3 AaMUHOKUCIOTHOW IOCHEAOBATENbHOCTH, COCTOSLIEH U3
AMHHOKHUCIIOTHBIX ocTaTkoB 21-233 SEQ ID NO: 12.

30. TepanesTuueckoe cpenctso mo m. 29, rae antu-CDH6 anTuUTENnO HE COmEpKUT
JIM3UHOBBIA OCTATOK Ha KApOOKCHIIBHOM KOHIIE TSDKEJION LIETIH.

31. Tepanmestuueckoe cpercrBo mo jgrobomy u3 nm. 28-30, rae cpeaHee KOJIHMYECTBO
KOHBIOTMPOBAHHBIX €IUHUI] JIEKAPCTBEHHOE CPEACTBO-JIMHKEP Ha MOJIEKYyJy aHTHUTela B
KOHBIOTaTe aHTUTEJO-JIEKAPCTBEHHOE CPEACTBO HAXOAUTC B Mpeaenax ot 7 1o 8.

32. TepaneBTUYECKOE CPEACTBO MJIsl JICYEHUS] METACTATUYECKOW OIMYXOJIHM TOJOBHOIO
MO3ra, CofepiKalllee B KaueCTBE AKTHBHOIO KOMIIOHEHTa KOHBIOTAaT AHTHUTEJO-JEKapCTBEHHOE
CPEICTBO, MPEICTABJICHHBIN Clieayomei GopMyIioi:

[@opmyna 2]
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| H
ANTHUTSIIO N \/\/\)L N /\n’ N \)L N
H

n

I7le KOMIIOHEHT JIEKAPCTBEHHOE CPENCTBO-JIMHKEP KOHBIOTMPOBAH C AHTUTEIOM 4Yepes
THOS(UPHYIO CBsI3b, M N O3HAYAET CpPEOHEe KOJMYECTBO KOHBIOTHMPOBAHHBIX —EIUHHII
JIEKapCTBEHHOE CPENCTBO-JIMHKEP HA MOJIEKYJy aHTUTENA.

33. TepaneBTHU4eCcKkOe CPEACTBO MO M. 32, rae MEepPBUYHBIM paKk AJd METACTaTHYECKOU
ONyXOJIM TOJIOBHOTO MO3ra SIBJISIETCS 1O MEHbINEH Mepe ONHHM, BBIODAHHBIM W3 TPYIIIbL
COCTOALIEH U3 PaKa MOJIOYHOH JKeJe3bl, paka JIETKOro, MEJAHOMBI, MOYEYHO-KJIETOYHOIO PAaKa,
paka MO4YKH, KOJOPEKTAIBHOIO PaKa, paka >Keay[Ka, paka rOJIOBbI U LIE€H, NeNaTOLEIUIIOJISIPHOIO
paka, paka Me4yeHH, paka SUYHUKA, paKka MPeACTaTeIbHOMN XKeNe3bl, paka MO4YE€BOr0 My3bIpsl, paka
MOMKEIYIOYHON >KeJIe3bl, paka 3HAOMETpHUs, paKka LIMTOBUAHOM KeJe3bl, 3JI0Ka4eCTBEHHOU
JTMM(OMBI 1 CAPKOMBIL.

34. TepaneBTUYECKOE CPEACTBO MO M. 32, rae MEepPBUYHBIM paKk AJId METACTaTHYECKOU
OINyXOJI TOJIOBHOTO MO3ra SIBJISIETCS IO MEHbIIEH Mepe OAHHMM, BBIOPAHHBIM U3 TPYIIIbL,
COCTOSILIIEN U3 PaKa MOJIOYHOM KEJIEe3bl, PaKa JErkOro U MEJIaHOMBI.

35. TepaneBTHYECKOE CPEACTBO MO M. 32, rAe MEPBUYHBIM PaK UIsi METAaCTaTUYECKOU
OITyXOJIM TOJIOBHOTO MO3Ta IPENCTABISIET COOOM Pak MOJIOYHOMN JKEJIe3bl.

36. TepaneBTUYECKOE CPEACTBO MO M. 32, rae MEpPBUYHBIN pak AJii METACTaTHYECKOU
OIyXOJIH TOJIOBHOTO MO3Ta MPEACTAaBJIsIET COOON pak JIETKOTO.

37. TepaneBTUYECKOE CPEACTBO MO M. 32, rae MEPBUYHBIN pak AJsl METACTaTHYECKOU
OIyXOJIM TOJIOBHOTO MO3Ta MPEACTABIISIET COOON MeJIaHOMY.

38. TepameBTHUYECKOE CPEACTBO MO JIOOOMY u3 mil. 32-37, rie aHTUTENO B KOHBIOTaTe
AHTHUTEJIO-JIEKAPCTBEHHOE CPENCTBO TpencTanisier codoii antu-HER2 antureno, antu-HER3
anturteno, aHTu-TROP2 antureno, antu-B7-H3 antuteno, antu-GPR20 anTureno unu aHTH-
CDHG6 antureno.

39. TepaneBTHueCKOE CPEACTBO MO M. 38, IZl€ AHTUTENO B KOHBIOraTe€ aHTUTENO-
JIEKapCTBEHHOE CPENCTBO MpencTanisier codoit antu-HER2 antureso.

40. Tepanestrueckoe cpencreo no 1. 39, rae antu-HER2 antuteno npeacrasisier coboit
AHTUTEJIO, COAEPIKALIEE TSKEYIO LEeMb, COCTOSLIYI0 U3 AMUHOKUCIOTHON MOCJIEN0BATENBbHOCTH,
COCTOsALIEH U3 aMUHOKHUCIOTHBIX ocTaTkoB 1-449 SEQ ID NO: 1, u jerkyro memnb, COCTOSLIYIO
W3 aMHHOKHCJIOTHOH MOCJIEHOBATEILHOCTH, COCTOSINEH M3 aMHHOKHCJIOTHBIX OCTaTKoB 1-214
SEQ ID NO: 2.

41. Tepanestuueckoe cpenctso no 1. 39, rae antu-HER2 antuteno npencrasisier coboi
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AHTUTEJIO, COZEpPIKALIee TSHKENYIO LIeMb, COCTOALIYIO U3 AMUHOKUCIIOTHON MOC/IEA0BATENbHOCTH,
npencrasieHHoin SEQ ID NO: 1

nocyienoBaTeabHOCTH, npeacrasienHon SEQ ID NO: 2.

, W JIerKyl0 LieNb, COCTOSLIYD M3 aMHHOKHCIOTHOM

42. TepameBTUYECKOE CPENCTBO MO JroOoMy u3 mnm. 39-41, roe cpemHee KOJUYECTBO
KOHBIOTMPOBAHHBIX €IUHUL] JIEKAPCTBEHHOE CPEACTBO-JIMHKEp Ha MOJEKYJy AaHTUTela B
KOHBIOTaTe aHTUTEJIO-IEKAPCTBEHHOE CPEACTBO HAXOAUTCA B Ipeaenax ot 7 1o 8.

43. TepameBTUuecKkOe CpPEACTBO MO M. 38, A€ AHTUTENO B KOHBIOraTe AHTHUTENO-
JIEKapCTBEHHOE CPEACTBO MpeacTassier codoli antu-HER3 antuTeno.

44. Tepanestuueckoe cpenactso no 1. 43, rae antu-HER3 anTuteno npeacrasisier coboi
AHTHUTEJIO, COZiepKallee TSKENYIO LeMb, COCTOSIIYI0 U3 aMUHOKHCIOTHOMN MOCIEI0BATENbHOCTH,
npencrasinenHoir SEQ ID NO: 3, u Jerkyw wemnb, COCTOSIIYIO W3 aMHHOKHUCIOTHOU
nocyienoBaTenbHOCTH, peactasiernHo SEQ ID NO: 4.

45. Tepanestuueckoe cpencrso no n. 44, rae antu-HER3 anTuTeno He copep:xkur
JM3UHOBBIA OCTATOK Ha KapOOKCHIIBHOM KOHIIE TSDKEJION LETIH.

46. TepameBTHYECKOE CPENCTBO MO JrOOOMY m3 mm. 43-45, roe cpemHee KOJHYECTBO
KOHBIOTMPOBAHHBIX €IUHUI] JIEKAPCTBEHHOE CPEICTBO-JIMHKEP HAa MOJIEKYJy aHTHUTeNla B
KOHBIOTaTe aHTUTENO-JIEKAPCTBEHHOE CPEACTBO HAXOAUTCs B Mpeaenax ot 7 1o 8.

47. TepameBTHUECKO€ CpPEACTBO NO I. 38, IA€ AHTUTENO B KOHBIOraTe AHTHUTENO-
JIEKapCTBEHHOE CPEACTBO npeacTansieT codoit antu-TROP2 antuTeno.

48. Tepanestuueckoe cpeactso mo m. 47, rae antu-TROP2 anTuTeno mpencrasisier
coOOM  aHTHUTENO, COAEp)KaIlee TSDKENYK0 Lelb, COCTOSIIYEO W3  aMHUHOKHMCJIOTHOMN
MOCJEA0BATEILHOCTH, COCTOSIIEH W3 aMHUHOKHUCIOTHBIX octatkoB 20-470 SEQ ID NO: 5, u
JETKYI0 LeMb, COCTOSALIYI W3 aMHHOKHMCIOTHOH MOCJIEAOBAaTENbHOCTH, COCTOSINEH W3
AMHHOKHCIIOTHBIX ocTaTkoB 21-234 SEQ ID NO: 6.

49. Tepanestuueckoe cpeacrso no 1. 48, rne antu-TROP2 anTHTENnO HE COAEpPKUT
JIM3UHOBBIA OCTATOK Ha KAPOOKCUIIBHOM KOHIIE TSKEJION LIETIH.

50. TepameBTuueckoe CpeacTBo Mo Jodomy u3 nm. 47-49, rae cpeaHee KOJIHMYECTBO
KOHBIOTMPOBAHHBIX €IUHHI] JIEKAPCTBEHHOE CPENCTBO-JIMHKEP Ha MOJIEKYyJy AaHTHUTeNla B
KOHBIOTaTe AHTUTEJIO-JIEKAPCTBEHHOE CPEICTBO HAXOAUTCS B npeaenax ot 3,5 1o 4,5.

51. TepaneBTudeckoe CpeAcTBO MO M. 38, IIe€ AHTUTENO B KOHBIOTATE€ AHTUTEJNO-
JIEKapCTBEHHOE CPEACTBO MpeacTaBisieT codoit antu-B7-H3 antureno.

52. TepanesTuueckoe cpeactso no m. 51, rae antu-B7-H3 antureno npencrasiser
coOOW  aHTHUTENO, COAepKallee TSDKENYK LeMb, COCTOSINYKD W3  aMHUHOKHUCIOTHOH
MOCJIEAOBATEILHOCTH, COCTOSIIIEH W3 aMHUHOKHUCIOTHBIX octaTkoB 20-471 SEQ ID NO: 7, u
JIETKYI0 1eMb, COCTOSIIYI W3 aMHHOKHMCIOTHOH MOCJIE€A0BaTENbHOCTH, COCTOSIIEH U3
aMHHOKHCIIOTHBIX ocTaTkoB 21-233 SEQ ID NO: 8.

53. TepanesTuueckoe cpenctso mo m. 52, rae aHTu-B7-H3 aHTUTENO HE COmEp:KUT
JM3UHOBBIA OCTATOK Ha KapOOKCHIIBHOM KOHIIE TSDKEJION LeTIH.

54. TepaneBTuueckoe cpeacTBo Mo Jobomy u3 nm. 51-53, roe cpeaHee KOJIMYECTBO

KOHBOTUPOBAHHBIX C€AUHUL] JICKAPCTBCHHOC CPEACTBO-JIMHKECD Ha MOJICKYJy A4aHTUTECIA B
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KOHBIOTaTe aHTUTEJIO-JIEKAPCTBEHHOE CPEACTBO HAXOAUTC B Ipeaenax ot 3,5 1o 4,5.

55. TepaneBTu4eckoe CpeACTBO MO M. 38, rae AHTUTENO B KOHBIOTATE€ AHTUTEIO-
JIEKapCTBEHHOE CPeACTBO mnpenacraniser codoit antu-GPR20 antureno.

56. TepanesTuueckoe cpenctso mo m. 55, rae antu-GPR20 antureno mpeacrasiser
coOOl  aHTUTENO, COAEpKallee TSDKENAYK0 Ielb, COCTOSIIYK0 W3  aMHUHOKHMCJIOTHOM
MOCJIeIOBATEIbHOCTH, COCTOSINEH W3 aMUHOKUCIOTHBIX octaTkoB 20-472 SEQ ID NO: 9, u
JETKyX0 LeNb, COCTOALIYI W3 aMHHOKHMCIOTHOH MOCJIEAOBATENbHOCTH, COCTOSINEH W3
aMHHOKHUCJIOTHBIX ocTtaTkoB 21-234 SEQ ID NO: 10.

57. Tepanesruueckoe cpeactso mo m. 56, rae aHTu-GPR20 aHTUTENO HE COmEPIKUT
JIM3UHOBBIA OCTATOK Ha KapOOKCHIIBHOM KOHIIE TSDKEJION LIETIH.

58. TepameBTuueckoe CpeAcTBO Mo JoOoMmy w3 mm. 55-57, rae cpeaHee KOJIMYECTBO
KOHBIOTMPOBAHHBIX €IUHUI] JIEKAPCTBEHHOE CPENCTBO-JIMHKEP HAa MOJIEKYyJy aHTHUTeNla B
KOHBIOTaTe aHTUTENO-JIEKAPCTBEHHOE CPEICTBO HAXOAUTCA B Mpeaenax ot 7 1o 8.

59. TepaneBTudeckoe CpPeACTBO MO M. 38, rae AHTUTENO B KOHBIOTATE€ AHTUTEIO-
JIEKapCTBEHHOE CPENCTBO MpencTanisier codoit antu-CDH6 anTureno.

60. TepanesTuueckoe cpeactso no mn. 59, rae antu-CDHO6 anTuTeNno mpencrasisieT
coOOW  aHTHTENO, COAEp)KaIlee TSDKENYK [eMb, COCTOSIIYE0 W3  aMHUHOKHCIOTHOH
MOCJIEAOBATEILHOCTH, COCTOAIEN W3 aMHUHOKHCIOTHBIX ocTtaTkoB 20-471 SEQ ID NO: 11, n
JErKyK LeNb, COCTOSINYK) U3 aMUHOKHCIOTHOM IOCJIENOBATENbHOCTH, COCTOSILIEH W3
AMHHOKHUCIIOTHBIX ocTaTkoB 21-233 SEQ ID NO: 12.

61. Tepanesruueckoe cpeactso no m. 60, rae antu-CDH6 aHTUTENO HE COXEPKUT
JIM3UHOBBIA OCTATOK Ha KapOOKCUIIBHOM KOHIIE TSDKEJION LIETIH.

62. TepameBTudeckoe CpeAcTBO no jmobomy u3 nm. 59-61, raoe cpeaHee KOJIMYECTBO
KOHBIOTMPOBAHHBIX €IUHML] JIEKAPCTBEHHOE CPENCTBO-JIMHKEp HAa MOJIEKYJIy AaHTHUTeNla B

KOHBIOIraT€ aHTHUTEJIO-JICKAPCTBEHHOE CPEACTBO HAXOAUTCS B Ipeaciax OT 7 no 8.
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OUT. 1

SEQ ID NO: 1 - AMMHOKMCJIOTHaS II0CJIEIOBATEJIbLHOCTE
TIXKeJION Uermt aHTV-HER? aHTHTesna

EVQLVESGGGLVQPGGSLRLSCAASGFNIKDTYITHWVR
QAPGKGLEWVARIYPTNGYTRYADSVKGRFTISADTSK
NTAYLGMNSLRAEDTAVYYCSRWGGDGFYAMDYWGQGT
LVTVSSASTKGPSVFPLAPSSKSTSGGTAALGCLVKDY
FPEPVTVSWNSGALTSGVHTFPAVLQSSGLYSLSSVVT
VPSSSLGTQTYICNVNHKPSNTKVDKKVEPKSCDKTHT
CPPCPAPELLGGPSVFLFPPKPKDTLMISRTPEVTCVYV
VDVSHEDPEVKFNWYVDGVEVHNAKTKPREEQYNSTYR
VVSVLTVLHQDWLNGKEYKCKVSNKALPAPIEKTISKA
KGQPREPQVYTLPPSREEMTKNQVSLTCLVKGFYPSDI
AVEWESNGQPENNYKTTPPVLDSDGSFFLYSKLTVDKS
RWQQGNVFSCSVMHEALHNHYTQKSLSLSPGK

OUl. 2

SEQ ID NO: 2 - AMMHOKMCJIOTHAaA I[OCJIEIOBATEJBHOCTE JIETKOM
ueny aHTu-HER? aHTuUTeNa

DIQGMTQSPSSLSASVGDRVTITCRASGQGDVNTAVAWYQQ
KPGKAPKLLIYSASFLYSGVPSRFSGSRSGTDFTLTIS
SLAQPEDFATYYCQQHYTTPPTFGQGTKVEIKRTVAAPS
VFIFPPSDEQLKSGTASVVCLLNNFYPREAKVAGWKVDN
ALGSGNSQESVTEQDSKDSTYSLSSTLTLSKADYEKHK
VYACEVTHQGLSSPVTKSFNRGEC
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oul. 3

SEQ ID NO: 3 - AMMHOKMCJIOTHaf II0CJIEIOBATEJILHOCTE
TOXEJION Let aHTU-HER3 auTuTesna

QVOGLOOWGAGLLKPSETLSLTCAVYGGSFSGYYWSWIR
QPPGKGLEWIGEINHSGSTNYNPSLKSRVTISVETSKN
QFSLKLSSVTAADTAVYYCARDKWTWYFDLWGRGTLVT
VSSASTKGPSVFPLAPSSKSTSGGTAALGCLVKDYFPE
PVTVSEWNSGALTSGVHTFPAVLQSSGLYSLSSVVTVPS
SSLGTQTYICNVNHKPSNTKVDKRVEPKSCDKTHTCPP
CPAPELLGGPSVFLFPPKPKDTLMISRTPEVTCVVVDYV
SHEDPEVKFNWYVDGVEVHNAKTKPREEQYNSTYRVVS
VLTVLHODWLNGKEYKCKVSNKALPAPIEKTISKAKGAQ
PREPQVYTLPPSREEMTKNQVSLTCLVKGFYPSDIAVE
WESNGQPENNYKTTPPVLDSDGSFFLYSKLTVDKSRWAQ
QGNVFSCSVMHEALHNHYTQKSLSLSPGK

OUl. 4

SEQ ID NO: 4 - AMMHOKMCJIOTHAA I[OCJIEIOBATEJBHOCTE JIETKOM
ueny aHTy-HER3 aHTuTena

DIEMTQSPDSLAVSLGERATINCRSSQSVLYSSSNRNY
LAWYQQAQNPGQPPKLLIYWASTRESGVPDRFSGSGSGTD
FTLTISSLQAEDVAVYYCQQYYSTPRTFGQGTKVEIKR
TVAAPSVFIFPPSDEQLKSGTASVVCLLNNFYPREAKYV
QWKVDNALQSGNSQESVTEQDSKDSTYSLSSTLTLSKA
DYEKHKVYACEVTHQGLSSPVTKSFNRGEC
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OUl. 5

SEQ ID NO: 5 - AMMHOKMCJIOTHad MIOCJIEOOBATEJIbHOCTDb
TaXeJION Lemt aHTU-TROP? aHTuUTea

MKHLWFFLLLVAAPRWVLSQVAQLVQAQSGAEVKKPGASVK
VSCKASGYTFTTAGMQWVRQAPGQGLEWMGWINTHSGYV
PRKYAEDFKGRVTISADTSTSTAYLQLSSLKSEDTAVYY
CARSGFGSSYWYFDVWGAQGTLVTVSSASTKGPSVFPLA
PSSKSTSGGTAALGCLVKDYFPEPVTVSWNSGALTSGV
HTFPAVLQSSGLYSLSSVVTVPSSSLGTQTYICNVNHK
PSNTKVDKRVEPKSCDKTHTCPPCPAPELLGGPSVFLF
PPKPKDTLMISRTPEVTCVVVDVSHEDPEVKFNWYVDG
VEVHNAKTKPREEQYNSTYRVVSVLTVLHOQDWLNGKEY
KCKVSNKALPAPIEKTISKAKGQPREPQVYTLPPSREE
MTKNQVSLTCLVKGFYPSDIAVEWESNGQPENNYKTTP
PVLDSDGSFFLYSKLTVDKSRWQQGNVFSCSVMHEALH
NHYTQKSLSLSPGK

CurHasjbHaA MOCHemoBaTeNbHOCTh (1-19), BaprabenbHasd 00NIaCTb
(20-140), xoHcTaHTHas oOmacTb (141-470)

OUl. 6

SEQ ID NO: 6 - AMMHOKMCJIOTHASA I[IOCJIEIOBATEJBHOCTE JIETKOM
uen aHTU-TROP? aHTUTENa

MVLQTAQVFISLLLWISGAYGDIQMTQSPSSLSASVGDR
VTITCKASQDVSTAVAWYQQKPGKAPKLLIYSASYRYT
GVPSRFSGSGSGTDFTLTISSLAQPEDFAVYYCQQHY I T
PLTFGOGTKLEIKRTVAAPSVFIFPPSDEQLKSGTASYV
VCLLNNFYPREAKVQWKVDNALQSGNSGESVTEGQDSKD
STYSLSSTLTLSKADYEKHKVYACEVTHQGLSSPVTKS
FNRGEC

CurHaslbHaA TOCJHenoBaTeNbHOCTE (1-20), BaprabenbHasd 00IaCTb
(21-129), xoOHCTaHTHasa obmacTe (130-234)
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OUl. 7

SEQ ID NO: 7 - AMMHOKMCJIOTHad IOCJIEOOBATEJIBHOCTE
TSKEJION Lell aHTu-B7-H3 anTuresna

MKHLWFFLLLVAAPRWVLSQVAQLVAQSGAEVKKPGSSVK
VECKASGYTFTNYVMHWVRQAPGQGLEWMGY INPYNDD
VKYNEKFKGRVTITADESTSTAYMELSSLRSEDTAVYY
CARWGYYGSPLYYFDYWGQGTLVTVSSASTKGPSVFPL
APSSKSTSGGTAALGCLVKDYFPEPVTVSWNSGALTSG
VHTFPAVLQSSGLYSLSSVVTVPSSSLGTQTYICNVNH
KPSNTKVDKRVEPKSCDKTHTCPPCPAPELLGGPSVFL
FPPKPKDTLMISRTPEVTCVVVDVSHEDPEVKFNWYVD
GVEVHNAKTKPREEQYNSTYRVVSVLTVLHQDWLNGKE
YKCKVSENKALPAPIEKTISKAKGQPREPQVYTLPPSRE
EMTKNQVSLTCLVKGFYPSDIAVEWESNGQPENNYKTT
PPVLDSDGSFFLYSKLTVDKSRWQQGNVFSCSVMHEAL
HNHYTQKSLSLSPGK

CUrHaJIbHAA TOCJHENOBATENBHOCTE (1-19), BapmabernbHas 006IacThb
(20-141), xoHcTaHTHas obmactb (142-471)

OUl. 8

SEQ ID NO: 8 - AMMHOKMCJIOTHAS I[IOCJIEOOBATEIBHOCTL JIETKOM
nerm aHTu-B7-H3 aHTUTesa

MVLAQTQVFISLLLWISGAYGEIVLTQSPATLSLSPGER
ATLSCRASSRLIYMHWYQQKPGQAPRPLIYATSNLASG

IPARFSGSGSGTDFTLTISSLEPEDFAVYYCQQWNSNP
PTFGQGTKVEIKRTVAAPSVFIFPPSDEQLKSGTASVYV
CLLNNFYPREAKVGWKVDNALQSGNSQESVTEQDSKDS
TYSLSSTLTLSKADYEKHKVYACEVTHQGLSSPVTKSF
NRGEC

CUIHaJIbHad TOCJIENOBATENIBHOCTE (1-20), BapnabesbHas 00J1aCThb
(21-128), xOHCTaHTHaa obmacTe (129-233)
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OUl. 9
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OUl. 12

SEQ ID NO: 9 - AMMHOKMCJIOTHas INOCJIENOBATEJILHOCTD
TIKEJION Lelml aHT-GPR20 aHTuTesna

MKHLWFFLLLVAAPRWVLSEVQLVAGSGAEVKKPGASVK
VSCKASGYTFTSYYISWIRQAPGQGLKYMGF INPGSGH
TNYNEKFKGRVTITADKSSSTATMELSSLRSEDTAVYY
CARGAGGFLRIITKFDYWGQGTLVTVSSASTKGPSVFP
LAPSSKSTSGGTAALGCLVKDYFPEPVTVSWNSGALTS
GVHTFPAVLQSSGLYSLSSVVTVPSSSLGTQTYICNVN
HKPSNTKVDKRVEPKSCDKTHTCPPCPAPELLGGPSVF
LFPPKPKDTLMISRTPEVTCVVVDVSHEDPEVKFNWYV
DGVEVHNAKTKPREEQYNSTYRVVSVLTVLHQDWLNGK
EYKCKVSNKALPAPIEKTISKAKGQPREPQVYTLPPSR
EEMTKNQVSLTCLVKGFYPSDIAVEWESNGQPENNYKT
TPPVLDSDGSFFLYSKLTVDKSRWQQGNVFSCSVMHEA
LHNHYTQKSLSLSPGK

CUTrHaJIbHaA TOCJHENOBATENBHOCTE (1-19), BapmabernbHas 06IacThb
(20-142), xoHcTaHTHas obnactb (143-472)

ourl. 13

SEQ ID NO: 10 - AMMHOKMCJIOTHaS I10CJIeIOBATEJIbHOCTE
JIETKOM Lenm aHTu-GPR20 aHTUTesa

MVYLGTAQVFISLLLWISGAYGDTQLTQSPSSLSASVGDR
VTITCRASKSVSTY I HWYQQKPGKQPKLLIYSAGNLES
GVPSRFSGSGSGTDFTLTISSLQPEDFANYYCQQINEL
PYTFGQGTKVEIKRTVAAPSVFIFPPSDEQLKSGTASYV
VCLLNNFYPREAKVAOWKVDNALQSGNSQESVTEQDSKD
STYSLSSTLTLSKADYEKHKVYACEVTHQGLSSPVTKS
FNRGEC

CuUIrHaJIbHad TOCJIENOBATENIEHOCTE (1-20), BaprabesbHas 00J1acThb
(21-129), xoHCTaHTHas obmacTe (130-234)
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oUl. 14

SEQ ID NO: 11 - AMMHOKMCJIOTHaS I10CJIeIOBATEJIbHOCTE
TIKEJION Uelmt aHTu-CDHO6 a”TuTesa

MKHLWFFLLLVAAPRWVLSEVQLVQSGAEVKKPGASVK
VSCKASGYTFTRNFMHWVRQAPGQGLEWMGWI YPGDGE
TEYAQKFQGRVTITADTSTSTAYMELSSLRSEDTAVYY
CARGVYGGFAGGYFDFWGQGTLVTVSSASTKGPSVFPL
APSSKSTSGGTAALGCLVKDYFPEPVTVSWNSGALTSG
VHTFPAVLQSSGLYSLSSVVTVPSSSLGTQTYICNVNH
KPSNTKVDKRVEPKSCDKTHTCPPCPAPELLGGPSVFL
FPPKPKDTLMISRTPEVTCVVVDVSHEDPEVKFNWYVD
GVEVHNAKTKPREEQYNSTYRVVSVLTVLHQDWLNGKE
YKCKVSNKALPAPIEKTISKAKGQPREPQVYTLPPSRE
EMTKNQVSLTCLVKGFYPSDIAVEWESNGQGPENNYKTT
PPVLDSDGSFFLYSKLTVDKSRWQQGNVFSCSVMHEAL
HNHYTQKSLSLSPGK

CuUrHaJIbHaA TOCJHENOBaTENBHOCTE (1-19), BapmabernbHas 06IacThb
(20-141), xoHcTaHTHas obmactb (142-471)

OUrl. 15

SEQ ID NO: 12 - AMMHOKMCJIOTHaS I10CJIeIOBATEJIbHOCTE
JIeTKOM Lem aHTu-CDH6 aHTuTesa

MVLATQVFISLLLWISGAYGDIQMTQSPSSLSASVGDR
VTITCKASAGNIYKNLAWYQQKPGKAPKLLIYDANTLQT
GVPSRFSGSGSGSDFTLTISSLAQPEDFATYFCQQYYSG
WAFGQGTKVEIKRTVAAPSVFIFPPSDEQLKSGTASVYV
CLLNNFYPREAKVOWKVDNALQSGNSQESVTEQDSKDS
TYSLSSTLTLSKADYEKHKVYACEVTHQGLSSPVTKSF
NRGEC

CUIHaJIbHad TOCJIENOBATENIEHOCTE (1-20), BaprabernbHas o0J1acThb
(21-128), xOHCTaHTHaa obmacTh (129-233)
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