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JEYEHUE METACTATHYECKON OIIYXOJIU T'OJIOBHOI'O MO3TA ITYTEM
BBEJIEHUSA KOHBIOTATA AHTUTEJIO-JIEKAPCTBEHHOE CPEJICTBO

O01acTb TEXHUKH, K KOTOPOii OTHOCUTCA H300peTeHHe

[0001]

Hacrosimee u3o0peTeHHe OTHOCHUTCS K TEPaNeBTUYECKOMY CPEACTBY Ul JICUSHHs
METaCTaTHYEeCKON ONyXOJHM TOJOBHOTO MO3ra, BKIFOYAIOIIEMY CIelH(UIeCKuil KOHBIOTaT
AHTUTENIO-JICKAPCTBEHHOE CPEICTBO, W/WIM K CrIOCcOOy JIeUeHHs METaCTAaTHYECKOW OIMyXOJH
TOJIOBHOTO MO3ra, BKJIFOYAKOIIEMY BBEIACHUE CYOBEKTY CIEU(PUUECKOrO KOHBIOTATa AHTHTEJIO-
JIEKaPCTBEHHOE CPEICTBO.

IIpeanocbliku co3ganust H300peTeHUs

[0002]

Meracratuyeckasi OIMyXOJb TOJIOBHOTO MO3ra mpexacTaBisieTr coboi 3aboneBaHue,
KOTOpPOE Pa3BUBAETCS, KOTIAa MEPBUYHBIN PaK METACTA3HPYET B FOJOBHOM MO3T, U U3BECTHO, YTO
oHO BO3HUKaeT y 20-40% mnammeHToB, CTpajamIlUX pakoM. MeTacTasupoBaHue paka B
TOJIOBHOH MO3T HE TOJBKO CYIIECTBEHHO BIHSET HA MPOTHO3, HO TAK)XKE MPUBOAUT K 3aMETHOMY
CHIDKCHUIO KayecTBa KU3HU, U MO3TOMYy HeoOxomuma paspadorka s¢ddexTuBHOrO criocobda
JICYSHUSI METACTATUYECKON OIyXOJu royIoBHOTO Mo3ra (HemaTeHTHbIE HOKYMEHTHI 1, 2).

[0003]

B kauecTBe mpuMepa NMEpPBUYHOIO paka AT METACTATUYECKHX OIyXOJIeH TIOJOBHOTO
MO3ra MOJKHO YKa3aTh pak JIETKOro, pak MOJIOYHOH »Kejie3bl, MEJaHOMY, IOYE€YHO-KJIETOYHBIN
paK, pak MOYKH, KOJIOPEKTAIBHBINA pakK, pak *KeJyaKa, PaKk TOJIOBBI U 1€, rernaToLeIUTIOIISIPHBIN
pak, pak IEYeHH, paK sIMYHUKA, PaK INPENCTaTEebHON JKele3bl, pak MOUYEBOrO Iy3BIPs, Pak
NOKETYIOUHOM JKeJe3bl, pak OSHIAOMETPHUs, pPaK LIUTOBUAHON KeJe3bl, 3JI0KaUYECTBEHHYIO
mumdoMy U capkomy. M3BECTHO, 4TO U3 BBIIEYKA3aHHBIX OCOOEHHO METACTATHYECKHUE OIyXOJH
TOJIOBHOTO MO3ra, BO3HHKAIOIIME M3 paka JIETKOro, PaKk MOJIOUHOW >KeJie3bl U MEJaHOMbBI B
Ka4eCTBE MEPBUYHOIO paka, MPUCYTCTBYIOT B OojbimoM mpoueHTe ciydaeB (HemareHTHbIe
JIOKYMEHTHI 1, 2).

[0004]

Uro kacaetcs JIeYeHHs] METACTATHYECKUX OMYyXOJeH rOJIOBHOTO MO3ra, BO3HHKAIOIINX M3
paka JIETKOTO B Ka4yeCTBE IMEPBUYHOTO pPaka, W3BECTHO O KIMHUYECKHX HCCIIEIOBAHUSIX C
ucrionb3oBanneM redpurtuanbOa (HenmatentHeii noxymeHT 3), spnotuHuOa (HemateHTHBIN
nokymeHt 4), adarurnOa (HenareHTHbIlT nokymeHT 5) u ocumeptuHHOa (HenmateHTHBIN
IOKYMEHT 0), KOTOpBIE SIBJSIFOTCS WHIMOUTOPAMH THUPO3MHKUHA3BI PELETITOPA STHACPMAIBHOTO
dakropa pocra (EGFR), u kpusoruanda (HemareHTHBIN TOKyMEHT 7), KOTOPBINA MPENCTaBIseT
coboit marudurop ALK, nu T.11.

[0005]

Uro kacaeTcs JIeueHHs] METACTATUYECKUX OMYyXOJel rOJIOBHOTO MO3ra, BO3HUKAIOIINX M3
paka MOJOYHOH JKele3bl B KayecTBe NEPBUYHOTO paka, H3BECTHO O KIMHMYECKUX

UCCJICZIOBAHUSAX C HCIOJBb30BAaHUEM TpacTy3ymada, KOTOpbIi mpexacrapisier codoit antu-HER2



aatuteno (HematenTHblii nokyMeHT 8), W janmaTmHuUOa, KOTOPBIM MpenCcTaBisieT COOOM
UHTUOUTOpP THUPO3ZMHKMHA3BI PeLenTop smuaepMaibHOro ¢akropa pocra 2 yenoseka (HER2)
(HenareHTHBIN TOKyMEHT 9), WK T.IL.

[0006]

Uro xacaercs Je4eHHUs] MEeTaCTaTUYECKUX OIMyXOJeil TOJOBHOTO MO3ra, BO3HUKAKOIINX U3
MEJAHOMbl B KA4yeCTBE IMEPBUYHOIO paka, U3BECTHO O KIUHUYECKHUX HCCIECNOBAaHUAX C
UCIIONIB30BaHNEM  BeMypadeHnOa, KOTOpbIii mpencrasisier coboit  uHruourop BRAF
(HenarenTHsii nokymeHT 10), 1ty T.11.

[0007]

OnHako 3TH JIEKAPCTBEHHBIE TEPANUU HE ObLIM YTBEPKIEHBbI B KaYECTBE CTAHIAPTHBIX
TEpAIUii, U JlyueBasi TEPANUs U XUPYPrHIECKOE JICYCHUE CUUTAIOTCS TIEPBBIM BHIOOPOM.

[0008]

Konstorar antureno-nexkapctsenHoe cpenactso (ADC), comepskamuil JieKapCTBEHHOE
CPEACTBO € LIUTOTOKCHYHOCTBIO, KOHBIOTUPOBAHHOE C AHTHTEJIOM, CIIOCOOHBIM K CBSI3BIBAHHIO C
AHTUT€HOM, 3KCIPECCHPYEM Ha MOBEPXHOCTH PAKOBBIX KJIETOK, U MHTEPHAJIU3aLMHU B KIIETKH,
MOXKET JIOCTAaBJSATh JIEKAPCTBEHHOE CPEACTBO CEJIEKTUBHO K pPAKOBBIM KIJIETKaM, U, TaKUM
00pa3zom, MOXXHO OJKH/ATh, YTO OH OyZIeT BBI3BIBATH AKKYMYJIILIHIO JEKAPCTBEHHOTO CPENICTBA B
PaKOBBIX KJIETKaX U yOuBaTh pakosble kieTku (HenarenTHsie nokymenTs! 11-15).

[0009]

B kauecTBe OOHOrO TAaKOro KOHBIOIaTa AHTHUTEJIO-JEKAPCTBEHHOE CPENCTBO HM3BECTEH
KOHBIOraT aHTUTEJO-JIEKAPCTBEHHOE CPENCTBO, BKIKOYAKLUN B KA4ECTBE €ro KOMIIOHEHTOB
AHTUTENIO W TPOU3BOIHOE SK3aTE€KaHA, KOTOPOE SIBISIETCS HMHTHOMTOPOM TOMOHM30MEpasbl I
(ITatentHbie moxymeHThl 1-5, HematenTHble nokyMeHTbl 16-19). DTH KOHBIOTATHl aHTHUTEJO-
JIEKapCTBEHHOE CpPEACTBO, KOTOPbIE HEMOHCTPUPYIOT MPEBOCXOAHBIM MPOTHBOOIYXOJIEBbIN
s¢dext n 6e30macHOCTh, B HACTOSAIIEE BPEMsI HAXOATCS B CTAAUHN KIIMHUYECKUX UCCICIOBAHUH.

[0010]

Jlna nedeHuss METaCTaTHYECKUX OIyXOJIEeH TOJOBHOIO MO3ra C MCNOJNb30BAaHUEM
KOHBIOTaTa aHTUTENO-JIEKAPCTBEHHOE CPEACTBO M3BECTHO O MOKJIMHUYECKUX M KIMHMYECKUX
HCCJIEIOBAHUAX JICUEHUsI METACTATUYECKUX OIyXOJei MOJIOBHOIO MO3Ta, BOSHUKAIOILIUX U3 pPaKa
MOJIOYHOH JKeJie3bl B KA4eCTBE MEPBUYHOIO PakKa, ¢ UCIOJIb30BAHHEM TPAacTy3yMaba SMTaHCHHA,
KOTOpBII mpexactaBisier coboit koHborar anTu-HER2 aHTHTENO-MEKapCTBEHHOE CpPENCTBO,
cCoIepKalIvii, B Ka4ecTBE KOMIOHEHTa, DMI, KOTOpBIH sBisSETCS WHrHOMTOPOM TyOyJnHA
(HenarenTtHbie nokymeHTsI 20-23).

IlepeyeHb CCBIIOYHBIX JOKYMEHTOB

[TatenTHas nureparypa

[0011]

ITaTenTHbI fokyMeHT 1: MexxnyHaponHas myOmmukanmst Ne WO 2014/057687

ITaTenTHBI OKyMeHT 2: MexxnyHapoaHas nyomukanms Ne WO 2015/098099

ITaTenTHBI fOKyMeHT 3: MexxayHapoaHas nmyomukarmst Ne WO 2015/115091

ITaTenTHBI OoKyMeHT 4: MexnyHapoaHas nyonmukanus Ne WO 2015/155998



ITaTenTHBI OKyMeHT 5: MexxnyHapoaHas nmyomukanms Ne WO 2018/066626
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[0012]
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CymHocTb H3o0peTeHust

TexHuueckas 3agada

[0013]

HuskomonekynsipHble  COSNMHEHUS W AHTUTENa  HCIONB3YIOTCS B Ka4eCTBE
TEPANeBTHUECKUX CPENCTB MPOTHB paka, HO OHM OOBMMHO TPYAHO TMPOXOOAT Hepe3
rematosHuedammuecknii  Gappep (I'Db). B 4acTHOCTH, TOCKOJNBKY aHTHTENA HMEIOT
YpEe3BhIYAIHO BBICOKYIO MOJIKYJSIPHYIO MacCy, MO CYLIECTBY HENb3sl OKHMAATh, YTO OHH

npoiinyT yepes remarosHuedammueckuii bapoep (Bendell JC,, et al., Cancer 2003; 97 (12):2972-



7). C npyroii CTOpOHBI, €CTh COOOIIEHNUE O TOM, YTO aHTUTEJIO, BBOAUMOE BHYTPUBEHHO C LIEJIBIO
JIEYEHUs] ~ METACTATHYECKOW  OMyXOoJu r'OJIOBHOTO MO3Ta, NpOXOMMJIO  4Yepes
remarosHuedamnuecknii Oaprep (Tamura K., et al., J. Nucl. Med. 2013; 54(11):1869-75).
[IpyurHa 3TOrO 3aKIKOYAaeTCss B TOM, YTO reMaTtodHuedamueckuii Oapbep ObUT paspylieH
OMyXOJIbIO, KOTOpasi MeTacTa3upoBajia B MO3T, M, TaKuM 00pa3oM, CIOCOOHOCTb aHTUTENa
MHUTPUPOBATH B MO3T OTHOCHUTEJIBHO YBEITUYHIIACD.

[0014]

OnHako MMeEeTCsl COOOIEHHE O TOM, YTO Jake B Cilydae, KOrma WHTparepeOpaibHbIe
KOHUCHTPAUUHU HHU3KOMOJICKYJAPHOI0 COCAMHCHHSA W aHTUTE]IAa IMOKa3bIBaJIXW CYIICCTBECHHDBIC
3HAYEHUS, OXHMIAEMbIil TepaneBTHUeCKuil 3>¢dexkt He Obu1 mocTurHyT. [IpumumHa 3TOrO
3aKJIFOYAEeTCsl B TOM, YTO OIyXOJib, METACTa3MPOBAaBIIAasi B MO3T, MPHOOpeNa JeKapCTBEHHYIO
PE3UCTEHTHOCTD (Haan/IMep, r€HHasad MyTalud, BJIMAKOIIAA Ha HUCXOAAIYHO CHUTHAJIU3ALUI0 U
MEXAaHU3MbI JJIMMHUHAIWUU JICKAPCTBCHHOI'O CPEACTBA WJIM T.II., TAKUEC KaK TJIHUKOIPOTCUH P)
(Saunus JM., et al., J. Pathol. 2015; 237:363-78, Brastianos PK, et al., Cancer Discov. 2015;
5:1164-77).

[0015]

Kpome TOro, takke HM3BECTHO, YTO MEXKAY OMYyXOJbIO, METACTA3UPYIOIEH B TOJOBHOI
MO3T, 1 HOPMaJIbHBIMHU TKAHSIMH B TOJIOBHOM MO3re 00pa3yeTcsi reMaTo-OIyXO0JIeBblil Oaprep, B
pe3ynbTaTe uero nosiisieTcs: jekapcrBeHHas pesucteHTHOCTh (Quail DF. Et al., Cancer Cell
2017; 31:326-41).

[0016]

Ilenbro HACTOSILETO M300pPETEHHUS SIBJAETCS MPOBEPKA TOrO, MPOXOIUT WM HET
crieuu(pUIeCKUil KOHBIOTAT AHTHUTEJIO-JIEKAPCTBEHHOE CPEIACTBO, BKIIFOYAIOIIUN B KauyeCTBE
KOMITOHEHTa MPOM3BOIHOE YK3aTeKaHa, uepe3 remMatodHuedaIndeckuii Oapbep v MpOsBIISET WU
HET OH HAQJIeKALIMA MPOTUBOOMYXOJIEBbIH 3PPEKT HA METACTATHUECKYIO OMyXOJb TOJOBHOTO
MoO3ra, KOTopasi mperoOpesia JeKapCTBEHHYI0 PEe3UCTEHTHOCTb. Kpome Toro, eie OfHOM LEebo
SIBISIETCS O0ECTIEUeHHE TePareBTHUECKOTO CPEACTBA ISl JIEYEHHsT METACTATHUECKOW OIMyXOJn
TOJIOBHOT'O MO3Ta, BKJIFOYAIOIIEr0 KOHBIOraT aHTHTEIO-IEKAPCTBEHHOE CPENCTBO, /MK criocoba
JIEYEHUsI METACTATUYECKON OMyXOJIM TOJIOBHOIO MO3Ta, BKJIIOYAIOIIErO BBEIEHHE CYOBEKTY
KOHBIOraTa aHTUTENIO-JIEKAPCTBEHHOE CPENCTRO.

Pemenue 3agaumn

[0017]

B pesynbrare BCECTOPOHHMX HCCIIEAOBAHWMA JJisI PEUICHHWs YKa3aHHBIX BbIIIE 3a]1ad
aBTOPBI HACTOSILIEr0 H300pETEeHHs] OOHAPYXKIIIM, YTO CINEeUU(PUUECKHl KOHBIOraT aHTHTEJO-
JIEKAPCTBEHHOE CPEICTBO, BKIIIOYAMOIIUN B KauyecTBe KOMIIOHEHTA MPOM3BOAHOE JK3aTE€KaHa,
IEMOHCTPHUPYET OTJIMYHBIA MPOTHBOOMYXONEBbIH 3(P(EKT Ha METaCTaTUYeCKHe OIyXOJU
TOJIOBHOT'O MO3Ta, CO3/1aB, TAKMM 00pa30M, HaCTosIee H300peTEeHHE.

[0018]

Taxum obpaszom, HacTosiee n300peTeHne odecneunBaet cuenyromee [1]-[272].

[1] TepanesTHueckOoe CPEACTBO IJsl JIEUEHUS METACTaTHUYECKON OMyXOJH TOJIOBHOTO



MO3ra, COepIKallee B Ka4eCTBE aKTHBHOIO KOMITIOHEHTa KOHBIOTAT aHTHTENO-JEKAPCTBEHHOE
CPEnCTBO, B KOTOPOM KOMIIOHEHT JIEKAPCTBEHHOE CpPEACTBO-JIMHKEp, MPEICTABICHHBIN
cnenyromei GopMyJIoit;

[0019]

[@opmyna 1]
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[0020]

rae A mpeactaBiisieT coOOM MOIOKEHHUE CBSA3BIBAHUS C AHTUTEJIOM;

KOHBIOTUPOBAH C aHTUTEJIOM 4Yepe3 THOI(PUPHYIO CBSI3b.

[2] TepameBTHUECKOE CPENCTBO B COOTBETCTBUU ¢ M. [l], rae mepBuuHBIA pak aJs
METAaCTaTUIECKOW OMyXOJIH T'OJIOBHOTO MO3Ta SIBJISIETCS MO MEHBLIEH Mepe OTHUM, BHIOPAHHBIM
W3 TPYIIBbL, COCTOSINEH W3 paka MOJOYHOM JKee3bl, paka JIErKOro, MEJAHOMBI, MOYE€YHO-
KJIETOUHOI'O paka, paka MOYKH, KOJIOPEKTAJIbHOIO paka, paka »KeJlyaKa, paka rojiOBbl U IIEH,
rernaToLeUTIONISIPHOTO paKa, paka MEeYeHU, paka sSIMYHUKA, paka NMpeCTaTeIbHOMN KeNe3bl, paka
MOYEBOI'O IMy3bIps, paka MOMKENYIOYHOW KeJe3bl, paka 3HAOMETPHUs, paka LIUTOBUIHOU
JKeJIe3bl, 3JI0KAYeCTBEHHON JINM(POMBI U CAPKOMBI.

[3] TepameBTHYECKOE CPENCTBO B COOTBETCTBUU ¢ m. [1], rme mepBUYHBIA pak s
METACTaTUYECKOW OMyXOJIM T'OJIOBHOTO MO3Ta SIBJISIETCS MO MEHBIIEH Mepe OIHUM, BhIOPAHHBIM
W3 TPYIIIbI, COCTOSIIIECH 13 paKka MOJIOYHOM KeJIe3bl, paKa JIETKOrO U MEJIAHOMBI.

[4] TepameBTHYECKOE CPENCTBO B COOTBETCTBUU ¢ m. [l], rme mepBUUHBIA pak aJis
METAaCTaTUYECKOW OMyXOJIU TOJIOBHOTO MO3Tra MPEACTABIISIET COOOU paK MOJIOUHOMH JKeJIe3bl.

[S] TepameBTHUECKOE CPENCTBO B COOTBETCTBUU ¢ M. [l], rme mepBUUHBIA pak aJs
METaCTaTUYECKOUW OMyXOJIH TOJIOBHOTO MO3Ta MPEACTABIISIET COOOU pakK JIErKOro.

[6] TepameBTHUECKOE CPENCTBO B COOTBETCTBUMU ¢ m. [l], rme mepBuuHBIA pak aJs
METaCTaTUIECKOU OMyXOJIH TOJIOBHOTO MO3Ta MPEACTABIISIET COOOM METAHOMY.

[7] TepaneBTHUECKOE CPEACTBO B COOTBETCTBHH C JIIOOBIM U3 mil. [1]-[6], rae anTHTeNO B
KOHBIOraTe€ aHTHUTEJO-JIEKAPCTBEHHOE CPEACTBO mpencrasisier coboit antu-HER2 anTHTeno,
antu-HER3 antuteno, antu-TROP2 antuteno, antu-B7-H3 anatureno, antu-GPR20 antureno
wi autu-CDHG6 anTuTeno.

[8] TepaneBTUueckOoe CPEACTBO B COOTBETCTBUU C I. [7], rle aHTUTENO B KOHBIOTaTe



AHTHUTEJIO-JICKAaPCTBEHHOE CPENCTBO mpeacTasisietT coooit antu-HER2 antuTerno.

[9] TepameBTuueckoe CpeAcTBO B cooTBeTcTBUHU C M. [8], rme antu-HER2 anTuteno
npeAcTaBisieT COO0M aHTHUTENO, COAeprKAIlee TSKENYIO 1eMb, COCTOSIIYI0 M3 aMHHOKHCIOTHOM
MOCJIEAOBATEIbHOCTH, COCTOSAIIEH W3 aMHUHOKUCIOTHbIX ocTaTkoB 1-449 SEQ ID NO: 1, u
JETKYl0 LeMb, COCTOSALIYK) M3 AaMUHOKUCIOTHOW IOCJIENOBATENbHOCTH, COCTOSILIEN U3
AMHUHOKHUCJIOTHBIX ocTaTKOB 1-214 SEQ ID NO: 2.

[10] TepameBTudeckoe cpenctso B coorBercTBuu ¢ 1. [8], rme antu-HER2 anTuTeno
npeacTaBsieT cOO0 aHTHUTENO, COAEpIKAIee TSAKENYHO 1eMb, COCTOSIIYI0 M3 aMHHOKHCIOTHOM

2

nocnenoBateabHOCTH, npenctasieHHoin SEQ ID NO: 1, m nerkywo memnb, COCTOSINYIO W3
aMUHOKHCIJIOTHOM TMOCJIeN0BaTeIbHOCTH, npeactasieHHolt SEQ ID NO: 2.

[0021]

[11] TepameBTryeckoe CPenCTBO B COOTBeTCTBUHU C JEOObIM 13 M. [8]-[10], roe cpemHee
KOJINYECTBO KOHBIOTUPOBAHHBIX €IMHULl JIEKAPCTBEHHOE CPEICTBO-JIMHKEP HAa MOJEKYJy
aHTHUTEJIa B KOHBIOTaTe aHTUTENO-JIEKaPCTBEHHOE CPECTBO HAXOAUTCS B Ipeaenax oT 7 ao 8.

[12] TepaneBTUuecKkOoe CPEACTBO B COOTBETCTBUM C II. [7], Tie aHTUTENO B KOHBIOTaTe
AHTHUTEJIO-JICKAaPCTBEHHOE CPENCTBO mpeacTanisietT codoit antu-HER3 anTuTeno.

[13] TepaneBTuueckoe cpenctso B coorsercTBuu ¢ 1. [12], rne antu-HER3 anTuteno
NPeCTaBIsIET COOOH aHTUTEINO, COAEpIKAIee TSKENYIO LeMb, COCTOALIYI0 U3 aMHHOKHCIIOTHOH
nocaenoBatenbHocTH, npeactasieHHod SEQ ID NO: 3, u jerkyro Lenb, COCTOSIIYIO U3
aMUHOKHUCJIOTHOM MOCJeN0BaTeNbHOCTH, npeactasieHHoi SEQ ID NO: 4.

[14] TepanesTudeckoe cpencTso B coorBercTBuU ¢ 1. [13], rne antu-HER3 anTuTeno ne
COIEPKUT JIN3UHOBBIN OCTATOK HAa KAPOOKCHIIBHOM KOHIIE TSDKEJIOHN LIeTH.

[15] TepaneBTHUeCcKOe CPEACTBO B COOTBETCTBUU ¢ J1I0OBIM U3 Tl [12]-[14], rne cpenHee
KOJIMYECTBO KOHBIOTUPOBAHHBIX €AWHULl JIEKAPDCTBEHHOE CPEACTBO-JIMHKEP HAa MOJEKYJy
aHTHUTEJIA B KOHBIOTAaTe AaHTUTENO-JIEKAPCTBEHHOE CPEACTBO HAXOAUTCS B IpeAenax oT 7 ao 8.

[16] TepameBruueckoe CpPEeICTBO B COOTBETCTBHUM C II. [7], T€ aHTUTENO B KOHBIOTaTe
AHTUTEJNIO-JIEKAPCTBEHHOE CPEACTBO MpeacTanisietT codoi antu-TROP2 antureno.

[17] TepanesBruueckoe cpencTtso B cooTBeTcTBuU ¢ I. [16], roe antu-TROP2 anTuTENO
NPEICTaBIIIeT COOOH aHTUTENO, COAepIKallee TSHKEYIO LeTlb, COCTOSALIYI U3 aMHHOKHCIIOTHOM
MOCJIEAOBATENIbPHOCTH, COCTOSIIIENH W3 aMHUHOKHCIOTHBIX ocTtatkoB 20-470 SEQ ID NO: 5, u
JIETKYyI0 LIeMb, COCTOALIYI0 U3 AaMHHOKHMCIOTHON IOCHEAOBaTENbHOCTH, COCTOsINEH U3
aMUHOKHCJIOTHBIX ocTaTkoB 21-234 SEQ ID NO: 6.

[18] TepanesTuueckoe cpeactso B coorsercTBuM ¢ I. [17], rne antu-TROP2 anTuTeno
HE COIEPKUT JIM3UHOBBIA OCTATOK Ha KapOOKCHUIIBHOM KOHIIE TSKEJION LeTIH.

[19] TepaneBTHYECKOE CPEACTBO B COOTBETCTBUH ¢ JTI0OBIM U3 M. [16]-[18], rme cpenHee
KOJIUYECTBO KOHBIOTUPOBAHHBIX €IWHULl JIEKAPCTBEHHOE CPEJCTBO-JIMHKEP HAa MOJEKYJy
aHTHUTENIAa B KOHBIOraTe aHTUTENO-JIEKAPCTBEHHOE CPEACTBO HAXOAMUTCs B Ipenenax oT 3,5 1o
4,5.

[20] TepaneBTuuecKkOe CPEACTBO B COOTBETCTBMM C II. [7], Tie aHTUTENO B KOHBIOTaTe

aHTUTENO-JIEKAPCTBEHHOE CPEICTBO MPEACTaBisieT codoii antu-B7-H3 antureno.



[0022]

[21] TepaneBTuueckoe CpencTBo B cOOTBeTCTBUU C 1. [20], rae antu-B7-H3 anTureno
npeAcTaBisieT COO0M aHTHUTENO, COAeprKAIlee TSKENYIO 1eMb, COCTOSIIYI0 M3 aMHHOKHCIOTHOM
MOCJIEAOBATEIbHOCTH, COCTOSIIEH M3 aMHUHOKHUCIOTHBIX octatkoB 20-471 SEQ ID NO: 7, u
JETKYl0 LeMb, COCTOSALIYK) M3 AaMUHOKUCIOTHOW IOCJIENOBATENbHOCTH, COCTOSILIEN U3
AMHUHOKHUCJIOTHBIX ocTaTkoB 21-233 SEQ ID NO: 8.

[22] TepaneBTuueckoe CpeaCTBO B cOOTBETCTBHH C 1. [21], rne antu-B7-H3 antureno e
COZIEPIKUT JIN3MHOBBIN OCTATOK HA KaPOOKCUIBHOM KOHIIE TSDKEJION LS .

[23] TepaneBTHYECKOE CPEACTBO B COOTBETCTBUH ¢ JTF0OBIM U3 M. [20]-[22], roe cpenHee
KOJJMYECTBO KOHBIOTHPOBAHHBIX EOUHUI] JIEKAPCTBEHHOE CPEACTBO-IMHKEP HA MOJICKYJTy
aHTUTEJIA B KOHBIOTATE€ AHTUTEJIO-JICKAPCTBEHHOE CPENCTBO HAXOAWUTCS B Mpenenax oT 3,5 1o
4,5.

[24] TepaneBTUHUeCKOE CPEACTBO B COOTBETCTBHUM C II. [7], Tle aHTUTENO B KOHBIOTATe
AHTUTENIO-JIEKAPCTBEHHOE CPEACTBO mpeacTanisietr codor antu-GPR20 anTuTemno.

[25] TepaneBTHueckoe CpeACTBO B COOTBETCTBUU ¢ . [24], rae anTu-GPR20 anTHTENO
npeAcTaBisieT cOO0 aHTHUTENO, COAEpIKAIIee TSKENYIO 1eMb, COCTOSIIYI0 M3 aMHHOKHCIOTHOM
MOCJIEIOBATEIbHOCTH, COCTOSIIIEH M3 aMHUHOKHCIOTHBIX octaTkoB 20-472 SEQ ID NO: 9, u
JETKYI0 LeMb, COCTOALIYKD M3 AaMHUHOKHUCIOTHOM TOCJIENOBATENbHOCTH, COCTOSIIIEH U3
aMHHOKHCJIOTHBIX OcTaTKOB 21-234 SEQ ID NO: 10.

[26] TepaneBTUUeCKOe CPEACTBO B COOTBETCTBUU C M. [25], rae anTu-GPR20 anTHTENO
HE COACPIKUT JIN3UHOBBIA OCTATOK Ha KapOOKCHIIBHOM KOHIIE TSKEJIOHN LeTIH.

[27] TepaneBTHYECKOE CPEACTBO B COOTBETCTBUU C JIIOOBIM U3 Il [24]-[26], rne cpenHee
KOJIMYECTBO KOHBIOTUPOBAHHBIX E€IUHUL] JIEKAPCTBEHHOE CPEACTBO-JIMHKED HAa MOJIEKYJy
AHTUTEJA B KOHBIOTaTe aHTUTEJNIO-JIEKAPCTBEHHOE CPEACTBO HAXOAUTCS B Ipeneniax ot 7 1o 8.

[28] TepameBTHueckoe CPenCTBO B COOTBETCTBUU C M. [7], rae aHTUTENO B KOHBIOTATE
AHTHUTEJIO-JIEKAPCTBEHHOE CPENCTBO MPeAcTaBisieT coboit antu-CDHO6 anTuTENO.

[29] TepaneBruueckoe cpenctBo B coorBercTBUH ¢ 1. [28], roe anTu-CDHO6 anTuTeno
npeAcTaBsieT cOO0M aHTHUTENO, COAEpIKAIee TAKENYIO 1eMb, COCTOSIIYI0 M3 aMHHOKHCIOTHOM
MOCJIEAOBATEJILHOCTH, COCTOSINEN M3 aMHUHOKHUCIOTHBIX octatkoB 20-471 SEQ ID NO: 11, u
JETKYI0 1eMb, COCTOSAIIYK) €3 AaMHUHOKHUCIOTHOM TOCJIENOBATENbHOCTH, COCTOSIIEH U3
aMUHOKHCJIOTHBIX ocTaTKoOB 21-233 SEQ ID NO: 12.

[30] TepaneBTuueckoe CPEACTBO B COOTBETCTBUU C 1. [29], rne antu-CDHO6 anTuTENO He
COJZIEP>KUT JIN3MHOBBIN OCTaTOK HA KaPOOKCUIIPHOM KOHIIE TSKEJION eI .

[0023]

[31] TepaneBTH4eCKOE CPEACTBO B COOTBETCTBUH ¢ JTI0OBIM U3 Tt [28]-[30], rme cpenHee
KOJJMYE€CTBO KOHBIOTUPOBAHHBIX E€AUHHUI] JIEKAPCTBEHHOE CPEACTBO-JIMHKEDP HA MOJIEKYJY
AHTUTEJIa B KOHBIOTaTe aHTUTEJNIO-JIEKAPCTBEHHOE CPEACTBO HAXOAUTCS B IIpenenax ot 7 1o 8.

[32] TepaneBTuueckoe CpPenCTBO AJsl JICUCHUS] METACTATUYECKOM OIMyXOJU TOJIOBHOTO
MO3ra, Cofepikallee B KaueCTBE aKTMBHOTO KOMIIOHEHTAa KOHBIOTaT aHTUTENO-JEKAPCTBEHHOE

CPeICTBO, MPEACTABJICHHbIHN clieayroLieit popmyioit:



[0024]
[@opmyna 2]
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rie KOMIIOHEHT JIEKapCTBEHHOE CPEACTBO-JIMHKEP KOHBIOTHPOBAH C AHTUTENIOM uepe3
THO3(UPHYIO CBSI3b, M N O3HAYAET CPENHEE KOJUYECTBO KOHBIOTHPOBAHHBIX —EIMHUIL
JIEKapCTBEHHOE CPEICTBO-JIMHKED Ha MOJIEKYJy aHTUTEJA.

[33] TepameBTHueckoe CPEACTBO B COOTBETCTBHM C M. [32], rae MEpBUYHBIA pak AJis
METAaCTaTUYECKOW OMyXOJIM T'OJIOBHOTO MO3Ta SIBJISIETCS MO MEHBIIEH Mepe OTHUM, BHIOPAHHBIM
U3 TPYMNIBL, COCTOSIIEN W3 paka MOJIOUYHOM >Kene3bl, paka JIErKOro, MeJaHOMBI, MOYEeYHO-
KJIETOYHOI'O paka, paka MOYKH, KOJOPEKTAJbHOTO paka, paka >KelyJKa, paka TOJIOBbI U LIEH,
renaToLeUTIONISIPHOTO paka, paka Me4YeHH, paka sMYHUKA, paka MpeiCcTaTeNbHOMN JKenesbl, paka
MOYEBOIO Iy3bIps, paka MOMKENYIOYHOU KeJe3bl, paka 3HAOMETPHUs, paka LIUTOBUIHOU
JKeJIe3bl, 3JI0KAYeCTBEHHOU JTUM(POMBI  CAPKOMBI.

[34] TepaneBTHueckoe CPEACTBO B COOTBETCTBUM ¢ M. [32], rae MepBUYHBIA pak AJis
METaCTaTUYEeCKON OIMyXOJIM FOJJOBHOTO MO3Ta SIBJISIETCS 10 MEHBIIEH Mepe OXHHUM, BHIOPAHHBIM
U3 IPYMIbI, COCTOALIEH U3 paKa MOJIOYHOM JKEJIE3bl, paKa JIETKOrO U MEJIaHOMBI.

[35] TepanmeBTrueckoe CpeACTBO B COOTBETCTBHM C M. [32], rae MepBUYHBIA pak A
METACTaTUYECKOM OMyXOJIH TOJIOBHOTO MO3Ta MPEACTABIISIET COOOM paK MOJIOUHOM JKEJe3bl.

[36] TepanmeBTHueckoe CPeACTBO B COOTBETCTBHM C M. [32], rae MepBUYHBIA pak AJis
METACTaTUIECKOH OMyXOJIM FOJIOBHOTO MO3Ta NPEACTABIIAECT COOOH pak JIETKOro.

[37] TepameBTuueckoe CPeACTBO B COOTBETCTBHM C M. [32], rae MEpBUYHBIA pak AJis
METACTaTUIECKOH OMyXOJIH FOJIOBHOTO MO3Ta IPEACTABIIAECT COOOH METaHOMY.

[38] TepameBTHYeckoe CpPEACTBO B COOTBETCTBUM ¢ J0ObIM w3 mm. [32]-[37], rme
AHTHUTEJI0O B KOHBIOTATE AHTHTEJIO-JIEKAPCTBEHHOE CPEACTBO MpencTaBisieT coboit antu-HER2
anturteno, antu-HER3 antuteno, antu-TROP2 antureno, antu-B7-H3 antureno, antu-GPR20
anTuTeno win antu-CDH6 antuTeno.

[39] TepanesTuueckoe CpeACTBO B COOTBETCTBUU C M. [38], rme aHTUTENO B KOHBIOTATe
AHTUTENO-JIEKAPCTBEHHOE CPENCTBO MpeacTanisieT coboii antu-HER?2 antuTeno.

[40] TepaneBTuueckoe cpencTtso B cooTsercTBuu C 1. [39], rne antu-HER2 anTuteno
IpecTaBisieT COOOH aHTUTENO, COAepIKallee TSKENYIO LeMb, COCTOALIYI0 U3 aMHHOKHUCIIOTHOM

MOCJIEAOBATEJIbHOCTH, COCTOSIIEH W3 aMHUHOKUCIOTHbIX ocTaTkoB 1-449 SEQ ID NO: 1, u



JETKYI0 LeMb, COCTOAILIYK) M3 AaMHUHOKHUCIOTHOM TIOCJIENOBATENbHOCTH, COCTOSILIEH U3
aMHHOKHCJIOTHBIX ocTaTKOB 1-214 SEQ ID NO: 2.

[0026]

[41] TepaneBTuueckoe cpeAcTBO B coorBeTcTBUU ¢ 1. [39], roe antu-HER2 anTuTeno
npeCTaBysieT COOOH aHTUTENO, COAEpIKALIee TSKENYIO LEeMb, COCTOSALIYI0 U3 AMHHOKHCIIOTHOM
nocnenosatesnpHocTy, npenctasieHHod SEQ ID NO: 1, m nerkyro Lemb, COCTOSINYIO U3
aMHHOKHCJIOTHOH mocienoBaTenbHocTH, pencrasiennoit SEQ ID NO: 2.

[42] TepaneBTHYECKOE CPEACTBO B COOTBETCTBUM ¢ JTIF0OBIM U3 M. [39]-[41], rue cpenHee
KOJJMYECTBO KOHBIOTHPOBAHHBIX EAUHUI] JIEKAPCTBEHHOE CPEACTBO-JIMHKEP HAa MOJICKYJTy
aHTUTEJIa B KOHBIOTATe aHTUTENIO-JIEKAPCTBEHHOE CPEACTBO HAXOAUTCS B Ipenesiax ot 7 1o 8.

[43] TepaneBTUYECKOE CPENCTBO B COOTBETCTBHUH C M. [38], rae aHTUTENO B KOHBIOTATE
AHTHUTEJIO-JICKAPCTBEHHOE CPENCTBO mpeacTansieT codoit antu-HER3 anTuTeno.

[44] TepaneBTuueckoe cpeacTBo B coorBercTBuU ¢ 1. [43], roe antu-HER3 anTuTeno
npeACcTaBisieT COO0M aHTHUTENO, COAEpKAIee TSKENYIO IeMb, COCTOSIIYI0 M3 aMHHOKHCIOTHOM
nocnenoBateabHoCTH, npenactasieHHoin SEQ ID NO: 3, u nerkyro memnb, COCTOSAIIYH) U3
aMUHOKHUCJIOTHOM TMOCJIeN0BaTeNbHOCTH, npeactasieHHoi SEQ ID NO: 4.

[45] TepaneBTuueckoe cpeAacTBO B cooTBeTcTBUH C 1. [44], rne antu-HER3 anTuTeno ne
COZIEP>KUT JIN3MHOBBIN OCTaTOK HA KAPOOKCUIIPHOM KOHIIE TSKEIION eI .

[46] TepaneBTHYECKOE CPEICTBO B COOTBETCTBUH ¢ JII0OBIM U3 Tl [43]-[45], rne cpenHee
KOJIMYECTBO KOHBIOTUPOBAHHBIX E€IUHHUL] JIEKAPCTBEHHOE CPEACTBO-JIMHKEDP HAa MOJIEKYJy
AHTUTEJA B KOHBIOTaTe aHTUTEJNIO-JIEKAPCTBEHHOE CPEACTBO HAXOAUTCS B Ipeneniax ot 7 1o 8.

[47] TepaneBTUHYECKOE CPENCTBO B COOTBETCTBUM C M. [38], rie aHTUTENO B KOHBIOTATE
aHTUTEJNO-JIEKAPCTBEHHOE CPENCTBO MpeacTanisieT codoi antu-TROP2 antureno.

[48] TepaneBTuueckoe cpeacTBo B coorsercTBuu ¢ 1. [47], rne antu-TROP2 anTuTeNno
NpEeCTaBIIsIeT COOOH aHTUTENO, COAEepPIKALIEee TSKENYIO LEeMb, COCTOSALIYI0 U3 AMHHOKHCIIOTHOM
MOCJIEAOBATEJIbHOCTH, COCTOSIIIEH M3 aMHUHOKHMCIOTHBIX octaTkoB 20-470 SEQ ID NO: 5, u
JETKYI0 [eMb, COCTOSAIIYK) €3 aMHUHOKHUCIOTHOM TOCHIENOBATEIbHOCTH, COCTOSIIEH U3
aMHHOKHCJIOTHBIX ocTaTKoB 21-234 SEQ ID NO: 6.

[49] TepaneBTuueckoe cpencTso B cooTBercTBUM C 1. [48], rae antu-TROP2 anTuTeno
HE COAEPIKUT JIN3UHOBBIM OCTATOK HA KapOOKCUIIPHOM KOHIIE TSKEJIOHN IeTIH.

[50] TepameBTudyeckoe CPEACTBO B COOTBETCTBHM C J0OBIM u3 mm. 47-49, rae cpeaHee
KOJMYECTBO KOHBIOTUPOBAHHBIX EOUHUI] JIEKAPCTBEHHOE CPEACTBO-JIMHKEP HAa MOJICKYJY
aHTUTEJIAa B KOHBIOTATE€ AHTUTEJIO-JICKAPCTBEHHOE CPENCTBO HAXOAWUTCS B Mpenenax oT 3,5 1o
4,5.

[0027]

[51] TepanesTuueckoe CpeaCTBO B COOTBETCTBUM C M. [38], re aHTUTENO B KOHBIOTATe
AHTUTENO-JIEKAPCTBEHHOE CPEICTBO MPEACTaBIsieT co0oii anTu-B7-H3 anTHTENO.

[52] TepaneBTuueckoe CpencTBo B cooTBeTcTBUU C 1. [S1], rne antu-B7-H3 anTureno
NpeACTaBisieT COO0M aHTHUTENO, COAeprKallee TSKENYIO IeMb, COCTOSIIYI0 M3 aMHHOKHCIOTHOM

MOCJIEAOBATEJIbHOCTH, COCTOSIIEH M3 aMHUHOKHUCJIOTHBIX octaTkoB 20-471 SEQ ID NO: 7, u
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JETKYI0 LeMb, COCTOAILIYK) M3 AaMHUHOKHUCIOTHOM TIOCJIENOBATENbHOCTH, COCTOSILIEH U3
aMHHOKHCJIOTHBIX ocTaTKkoB 21-233 SEQ ID NO: 8.

[53] TepaneBTU4YECKOE CPENCTBO B COOTBETCTBUM C 1. [52], rae antu-B7-H3 anTuTeno He
COZIEP>KUT JIN3UHOBBIN OCTaTOK HA KAPOOKCUIIBHOM KOHIIE TSKEJION LeIH.

[54] TepaneBTHuecKOe CPEACTBO B COOTBETCTBUU ¢ JI0OBIM U3 T [51]-[53], rne cpenuee
KOJIMYECTBO KOHBIOTUPOBAHHBIX E€IUHUL JIEKAPCTBEHHOE CPEACTBO-JIMHKED HAa MOJIEKYJy
AHTUTEJa B KOHBIOTATE€ AHTUTEJIO-JIEKAPCTBEHHOE CPENCTBO HAXOAUTCS B Ipenenax oT 3,5 1o
4,5.

[55] TepaneBTUueCKOe CPENCTBO B COOTBETCTBHH C M. [38], rae aHTUTENO B KOHBIOTATE
AHTUTENIO-JIEKAPCTBEHHOE CPEACTBO mnpeacTanisiet codor antu-GPR20 anTuTeno.

[56] TepaneBTrueckoe CpeaCcTBO B cOOTBETCTBUU ¢ . [55], rae antu-GPR20 anTUTENO
npeAcTaBisieT cOO0M aHTHUTENO, COAEpIKAIee TSKENYIO 1eMb, COCTOSIIYI0 M3 aMHHOKHCIOTHOM
MOCJIEIOBATEILHOCTH, COCTOSIIIEH M3 aMHUHOKHCIOTHBIX octaTkoB 20-472 SEQ ID NO: 9, u
JETKYI0 1eMb, COCTOSAIIYK) W3 aMHUHOKHUCIOTHOM TOCJIEIOBATEIbHOCTH, COCTOSIIIEH U3
aMUHOKHCJIOTHBIX ocTaTKOB 21-234 SEQ ID NO: 10.

[57] TepaneBTrueckoe CPEACTBO B COOTBETCTBUU ¢ M. [56], rae antu-GPR20 anTuTENO
HE COACPIKUT JIN3UHOBBIA OCTATOK HA KapOOKCHUIIBHOM KOHIIE TSKEJIOHN IeTIH.

[58] TepaneBTH4eCKOE CPEACTBO B COOTBETCTBUH ¢ JTIFOOBIM U3 Tl [55]-[57], rne cpenHee
KOJIMYECTBO KOHBIOTHPOBAHHBIX E€AUHUI] JIEKAPCTBEHHOE CPEACTBO-JIMHKEDP HAa MOJIEKYJY
AHTUTEJA B KOHBIOTATe aHTUTEJIO-JIEKAPCTBEHHOE CPEACTBO HAXOAUTCS B Ipeneniax ot 7 1o 8.

[59] TepanesTuueckoe CpeACTBO B COOTBETCTBUM C M. [38], e aHTUTENO B KOHBIOTATe
AHTHUTEJIO-JIEKAaPCTBEHHOE CPENICTBO mpezacTasisieT co0oit antu-CDH6 anturero.

[60] TepaneBTuueckoe cCpeacTBO B coOTBEeTCTBUM ¢ 1. [59], rne anTu-CDHO6 anTuTEno
npeCTaBysieT COOOH aHTUTENO, COAepIKALIee TSKENYIO LEeMb, COCTOSALIYI0 U3 aMHHOKHCIIOTHOM
MOCJIEIOBATEIbHOCTH, COCTOSIIIEN M3 aMUHOKHCJIOTHBIX ocTaTkoB 20-471 SEQ ID NO: 11, u
JETKYI0 [eMb, COCTOSAIIYK) €3 aMHUHOKUCIOTHOM TOCJIENOBATEIbHOCTH, COCTOSIIEH U3
aMHHOKHCJIOTHBIX ocTaTKoB 21-233 SEQ ID NO: 12.

[0028]

[61] TepaneTuueckoe cpeacTBO B cOOTBETCTBUU C 1. [60], rne antu-CDH6 anTuTENO He
COJZIEP>KUT JIN3MHOBBIN OCTATOK HA KAPOOKCUIIBHOM KOHIIE TSKEJION eI .

[62] TepaneBTHYECKOE CPEICTBO B COOTBETCTBUU ¢ JTIFOOBIM U3 M. [59]-[61], rue cpenHee
KOJMYECTBO KOHBIOTUPOBAHHBIX EOUHUI] JIEKAPCTBEHHOE CPEACTBO-JIMHKEP HAa MOJICKYJY
AHTUTEJIa B KOHBIOTATE aHTUTEJNIO-JIEKAPCTBEHHOE CPEACTBO HAXOAUTCS B Ipenesiax ot 7 1o 8.

[63] Crmoco0 nedeHHsT METACTaTUYECKOW OMYyXOJH TOJIOBHOTO MO3Ta, BKJTFOUAKO LU
BBEJIEHWE KOHBIOraTa aHTHUTENIO-JICKAPCTBEHHOE CPEACTBO, B  KOTOPOM  KOMITOHEHT
JIEKAPCTBEHHOE CPENCTBO-JIMHKED, MPEACTABICHHBIN Clienyromeil GopMyioi:

[0029]

[@opmyna 3]
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rie A nmpencraBisieT OO0 MONIOKEHNE CBSI3bIBAHUS C AHTHTEJIOM,

KOHBIOTHPOBAH C AHTUTEJIOM 4epe3 THOI(PUPHYIO CBs3b, CYOBEKTY, HYXKAAOIIEMYCS B
JICUEHUU METACTaTUYECKOI OMyXOJIH rOJIOBHOTO MO3Ta.

[64] Cnoco® reueHuss B COOTBETCTBMUM ¢ 1. [63], rHe NEpBUYHBIA pak IS
METAaCTaTUYECKOW OMyXOJIM TOJIOBHOTO MO3Ta SIBJISIETCS MO MEHBIIEH Mepe OTHUM, BHIOPAHHBIM
W3 TPYIIbL, COCTOSIIEH W3 paka MOJOYHOM JKeJe3bl, paka JIETKOTO, MENAHOMBI, MOYEUHO-
KJIETOUHOT'O paka, paka MOYKH, KOJIOPEKTAJIbHOTO paka, paka »KeJIydKa, paka roJIOBbl U IIEH,
rernaToLeUTIOJISIPHOTO paKa, paka MEUeHU, paka sSIMYHUKA, paka MpPeNCTaTeIbHOMN JKEeNe3bl, paka
MOYEBOrO Iy3bIps, paka MOMKENyIOYHOW KeJe3bl, paka 3HAOMETPHUs, paka LIUTOBUIHOU
JKeJIe3bl, 3JI0KAYE€CTBEHHOU JTUM(POMBI H CAPKOMBI.

[65] Cnoco® neueHuss B COOTBETCTBUHM C 1. [63], rme NEepBUYHBIA pak IS
METACTaTUYEeCKON OIMyXOJIM TOJIOBHOTO MO3Ta SIBJISIETCS 0 MEHBIIEH Mepe OXHHUM, BBIOPAHHBIM
U3 TPYIIIBL, COCTOSIIIEH U3 paka MOJIOYHOM KEJIE3bl, paKa JIETKOro U MeJIAHOMBL

[66] Cmoco® nedeHuss B COOTBETCTBMM C 1. [63], rAe NEepBUYHBIA pak s
METACTaTUYECKOM OMyXOJIH TOJIOBHOTO MO3ra MPEACTABIISIET COOOM paK MOJIOUHOM JKEJIe3bl.

[67] Cnoco® sedeHuss B COOTBETCTBMHM ¢ 1. [63], e NEPBUYHBIN pakK JIs
METAaCTaTUYECKOM OMyXOJIH TOJIOBHOTO MO3Tra MPEACTABIISIET COOOM pakK JIErKoro.

[68] Cnoco® seueHuss B COOTBETCTBMHM ¢ T. [63], e NEpBUYHBIA pak IS
METAaCTaTUIECKOU OMyXOJIH TOJIOBHOTO MO3Tra MPEACTABIISIET COOOM MEJTAHOMY.

[69] Cnoco0 nedeHMs B COOTBETCTBMM C J0ObIM u3 mm. [63]-[68], rme anTHTENO B
KOHBIOTATe€ AaHTUTENIO-JIEKAPCTBEHHOE CPENCTBO mpencramisier codoi antu-HER2 anTHTENO,
antu-HER3 antuteno, antu-TROP2 antuteno, antu-B7-H3 aatureno, antu-GPR20 anturesno
w antu-CDHG6 anTuteno.

[70] Criocob nedeHust B COOTBETCTBUM C M. [69], TIe aHTUTENO B KOHBIOTATE aHTUTEJIO-
JIEKapCTBEHHOE CPEACTBO mpenacTanisier codoit antu-HER2 anTureno.

[0031]

[71] Criocob neuenwus B coorBerctuu ¢ 11. [70], rne antu-HER2 anTuTeno npeacrasisier

cOOOH  aHTWUTENO, conmepkallee TSDKETyK Lelb, COCTOSINYI0 W3  aMHHOKHCIOTHOMN
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MOCJIEAOBATEJIbHOCTH, COCTOSIIEH W3 aMHUHOKUCIOTHbIX ocTaTkoB 1-449 SEQ ID NO: 1, u
JETKYI0 LeMb, COCTOALIYKD M3 aMHUHOKHUCIOTHOW TOCJIENOBATENbHOCTH, COCTOSILIEN U3
aMHHOKHCJIOTHBIX ocTaTKOB 1-214 SEQ ID NO: 2.

[72] Criocob neuenwust B coorserctuu ¢ 11. [70], rne antu-HER2 anTuTeno npeacrasisier
coOOif  aHTUTENO, comep)kamlee TSDKENYK Lelb, COCTOSIIY0 W3  aMUHOKHCJIOTHOM
nocnenoBatenbHOCTH, npexacrasieHHor SEQ ID NO: 1, u jerkyro wLenb, COCTOSIIVIO U3
aMHHOKHCJIOTHOH mocienoBaTenbHocTH, pencrasiennoit SEQ ID NO: 2.

[73] Cnocob® nevenust B cooTBeTcTBUM ¢ JtoObiM u3 mm. [70]-[72], rme cpemHee
KOJJMYECTBO KOHBIOTHPOBAHHBIX EAUHUI] JIEKAPCTBEHHOE CPEACTBO-JIMHKEP HAa MOJICKYJTy
aHTUTEJIa B KOHBIOTATe aHTUTENIO-JIEKAPCTBEHHOE CPEACTBO HAXOAUTCS B Ipenesiax ot 7 1o 8.

[74] Cniocob neveHust B COOTBETCTBUM C M. [69], Tie aHTUTENO B KOHBIOTATE aHTUTEJIO-
JIEKapCTBEHHOE CPENCTBO MpeacTanisieT codoit antu-HER3 anTuTeno.

[75] Criocob neuenwus B coorBercTBuM ¢ 1. [74], rne antu-HER3 anTuTeno npeacrasnsier
coOOi  aHTHUTENO, COHmeplKamlee TSKENYK [eMb, COCTOSIIYKD W3  aMHHOKHCJIOTHOM
nocaenoBatenbHocTH, npeactasieHHod SEQ ID NO: 3, u jerkyroo Lenb, COCTOSIIYIO U3
aMUHOKHUCJIOTHOM TMOCJIeN0BaTeNbHOCTH, npeactasieHHoi SEQ ID NO: 4.

[76] Criocob nedenus: B coorBeTcTBuM C 1. [75], rne antu-HER3 anTHTENO HE COmEp:KUT
JIM3UHOBBINA OCTATOK HAa KAPOOKCHIIBHOM KOHILIE TSKEJION LIeTH.

[77] Cnoco0® nedyeHnst B COOTBETCTBUU ¢ JtoObIM w3 mm. [74]-[76], rme cpemHee
KOJIMYECTBO KOHBIOTUPOBAHHBIX E€IUHHUL] JIEKAPCTBEHHOE CPEACTBO-JIMHKEDP HAa MOJIEKYJy
AHTUTEJA B KOHBIOTaTe aHTUTEJNIO-JIEKAPCTBEHHOE CPEACTBO HAXOAUTCS B Ipeneniax ot 7 1o 8.

[78] Criocob nedenust B COOTBETCTBUM C M. [69], rie aHTUTENO B KOHBIOTATe aHTUTEJIO-
JIEKapCTBEHHOE CPENICTBO MpencTaBisieT codoii antu-TROP2 anrurerno.

[79] Cnocob neuenuss B coorBerctBuu ¢ 1. [78], rme antu-TROP2 anTtuteno
NpEeCTaBIIsIeT COOOH aHTUTENO, COAEepPIKALIEee TSKENYIO LEeMb, COCTOSALIYI0 U3 AMHHOKHCIIOTHOM
MOCJIEAOBATEJIbHOCTH, COCTOSIIIEH M3 aMHUHOKHMCIOTHBIX octaTkoB 20-470 SEQ ID NO: 5, u
JETKYI0 [eMb, COCTOSAIIYK) €3 aMHUHOKHUCIOTHOM TOCHIENOBATEIbHOCTH, COCTOSIIEH U3
aMHHOKHCJIOTHBIX ocTaTKoB 21-234 SEQ ID NO: 6.

[80] Cmocob neuenuss B coorBercTBuUU ¢ 1. [79], rme antu-TROP2 aHTUTENO HE
COJZIEP>KUT JIN3MHOBBIN OCTATOK HA KAPOOKCUIIBHOM KOHIIE TSKEJION eI .

[0032]

[81] Cmocob® newenmst B coorBeTcTBUM ¢ JtoObiM w3 mm. [78]-[80], rme cpemuee
KOJJMYECTBO KOHBIOTHPOBAHHBIX EOUHUI] JIEKAPCTBEHHOE CPEACTBO-JIMHKED HAa MOJICKYJY
aHTUTEJIAa B KOHBIOTATE€ AHTUTEJIO-JICKAPCTBEHHOE CPENCTBO HAXOAWUTCS B Mpenenax oT 3,5 1o
45.

[82] Criocob nedenHust B COOTBETCTBUM C M. [69], TIe aHTUTENIO B KOHBIOTATE aHTUTEJIO-
JIEKapCTBEHHOE CPEACTBO MpencTaBisieT codoit antu-B7-H3 antureno.

[83] Cmoco® neuenuss B coorBerctBum ¢ 1. [82], rme amtu-B7-H3 antureno
NpeACTaBisieT COO0M aHTHUTENO, COAeprKallee TSKENYIO IeMb, COCTOSIIYI0 M3 aMHHOKHCIOTHOM

MOCJIEAOBATEJIbHOCTH, COCTOSIIEH M3 aMHUHOKHUCJIOTHBIX octaTkoB 20-471 SEQ ID NO: 7, u
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JETKYI0 LeMb, COCTOAILIYK) M3 AaMHUHOKHUCIOTHOM TIOCJIENOBATENbHOCTH, COCTOSILIEH U3
aMHHOKHCJIOTHBIX ocTaTKkoB 21-233 SEQ ID NO: 8.

[84] Criocob neuenus B coorBercTBUU € 1. [83], rae antu-B7-H3 anTuTeno He cogepkut
JM3UHOBBIA OCTATOK HAa KAPOOKCHIIBHOM KOHLIE TSDKEJION LIeTH.

[85] Cmoco0 neueHust B cooTBeTCTBMU C JoObiM w3 mm. [82]-[84], rme cpennee
KOJIMYECTBO KOHBIOTUPOBAHHBIX E€IUHUL JIEKAPCTBEHHOE CPEACTBO-JIMHKED HAa MOJIEKYJy
aHTHUTENIAa B KOHBIOraTe aHTUTENO-JIEKAPCTBEHHOE CPEACTBO HAXOAMUTCS B Mpenenax oT 3,5 1o
45.

[86] Criocob neveHust B COOTBETCTBUM C M. [69], rie aHTUTENO B KOHBIOTATE aHTUTEJIO-
JIEKapCTBEHHOE CPEACTBO mpeacTanisier coboit antu-GPR20 anTureno.

[87] Cmocob mnewenuwst B coorBerctBuu ¢ 1. [86], rme antu-GPR20 aHTuTENnO
npeAcTaBisieT cOO0M aHTHUTENO, COAEpIKAIee TSKENYIO 1eMb, COCTOSIIYI0 M3 aMHHOKHCIOTHOM
MOCJIEIOBATEILHOCTH, COCTOSIIIEH M3 aMHUHOKHCIOTHBIX octaTkoB 20-472 SEQ ID NO: 9, u
JETKYI0 1eMb, COCTOSAIIYK) W3 aMHUHOKHUCIOTHOM TOCJIEIOBATEIbHOCTH, COCTOSIIIEH U3
aMUHOKHCJIOTHBIX ocTaTKOB 21-234 SEQ ID NO: 10.

[88] Cmoco0 neuenuss B coorBerctBuu ¢ m. [87], rme antu-GPR20 aHTuTENno He
COZIEP>KUT JIN3MHOBBIN OCTaTOK HA KaPOOKCUIIPHOM KOHIIE TSKEJION eI .

[89] Cmocob® newyenmss B cooTBeTcTBUM ¢ JitoObiM w3 mmn. [86]-[88], rme cpemnee
KOJIMYECTBO KOHBIOTHPOBAHHBIX E€AUHUI] JIEKAPCTBEHHOE CPEACTBO-JIMHKEDP HAa MOJIEKYJY
AHTUTEJA B KOHBIOTATe aHTUTEJIO-JIEKAPCTBEHHOE CPEACTBO HAXOAUTCS B Ipeneniax ot 7 1o 8.

[90] Criocob nedenust B COOTBETCTBUM C M. [69], rie aHTUTENIO B KOHBIOTATE aHTUTEJIO-
JIEKapCTBEHHOE CPENICTBO MpeacTanisieT codoit antu-CDH6 anturero.

[0033]

[91] Cnoco6 neuenus B coorBercTBUM ¢ 1. [90], rme antu-CDH6 anTtuTeno
NpEeCTaBIIsIeT COOOH aHTUTENO, COAEepPIKALIEee TSKENYIO LEeMb, COCTOSALIYI0 U3 AMHHOKHCIIOTHOM
MOCJIEAOBATEJIbHOCTH, COCTOSINEN W3 aMUHOKHCIOTHBIX octatkoB 20-471 SEQ ID NO: 11, u
JETKYI0 [eMb, COCTOSAIIYK) €3 aMHUHOKHUCIOTHOM TOCHIENOBATEIbHOCTH, COCTOSIIEH U3
aMHHOKHCJIOTHBIX ocTaTKoB 21-233 SEQ ID NO: 12.

[92] Cniocob neuenus B coorBercTBUM ¢ 1. [91], rae antu-CDH6 anTUTENO HE COmEPIKUT
JIM3UHOBBINA OCTATOK HAa KAPOOKCHIIBHOM KOHIIE TSKEJIOH LIeTH.

[93] Cnocob® newenmst B coorBeTcTBUM ¢ JtoObiM w3 mm. [90]-[92], rme cpemHee
KOJMYECTBO KOHBIOTUPOBAHHBIX EOUHUI] JIEKAPCTBEHHOE CPEACTBO-JIMHKEP HAa MOJICKYJY
AHTUTEJIa B KOHBIOTATE aHTUTEJNIO-JIEKAPCTBEHHOE CPEACTBO HAXOAUTCS B Ipenesiax ot 7 1o 8.

[94] Crocob nedeHHMss METAaCTaTHYECKOH OIMyXOJH TOJIOBHOTO MO3Ta, BKITFOUAOLIUMA
BBEICHUE KOHBIOTAaTa AHTHUTENO-JICKAPCTBEHHOE CPEICTBO, MPEIACTABJIEHHOTO CIEAYOIIEH
bopmyoii:

[0034]

[@opmya 4]
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[0035]

r7e KOMIIOHEHT JIEKAPCTBEHHOE CPEACTBO-JIMHKEP KOHBIOTUPOBAH C AHTHTEJIOM 4epe3
THO3(UPHYIO CBSI3b, M N O3HAYAET CPENHEE KOJUYECTBO KOHBIOTHPOBAHHBIX —EIMHUIL
JIEKapCTBEHHOE CPEICTBO-JIMHKEP HA MOJICKYJIy aHTUTENA,

CYOBEKTY, HY>KAAFOIIEMYCs B JICYEHUH METACTAaTUYECKOU OIMyXOJIH FOJIOBHOTO MO3Ta.

[95] Cnoco® neueHuss B COOTBETCTBMU ¢ 1. [94], rHe NEpBUYHBIA pak IS
METAaCTaTUIECKOW OMyXOJIM T'OJIOBHOTO MO3Ta SIBJISIETCS MO MEHBIIEH Mepe OTHUM, BHIOPAHHBIM
W3 TPYIIbI, COCTOSIIECH W3 paka MOJIOYHOM >KeJe3bl, paka JIETKOTO, MEJaHOMBI, TMOYEHHO-
KJIETOYHOT'O paka, paka MOYKH, KOJIOPEKTAJIbHOTO paka, paka >KeyIKa, paka TOJIOBbI M IIEH,
renaToHeUTIOJISIPHOTO paka, paka MeYeHH, paka sSMYHUKA, paka MpeICcTaTeNIbHON Kele3bl, paka
MOYEBOTO TMY3bIPsl, paka TOMKEYIOYHON >Kele3bl, paka SHIOMETPHUS, paka MUTOBUIHOU
JKeJIe3bl, 3JI0KAYECTBEHHOU JTUM(OMBI H CAPKOMBI.

[96] Cnoco® neueHuss B COOTBETCTBUHM C 1. [94], rme NepBUYHBIA pak IS
METaCTaTUYEeCKON OIMyXOJIM TOJJOBHOTO MO3Ta SIBJISIETCS 10 MEHbIIEH Mepe OXHHUM, BBIOPAHHBIM
U3 TPYMIIbI, COCTOALIEH U3 paka MOJIOYHOH JKeJe3bl, paka JIErKOrO U MEeJIAHOMBI.

[97] Crnoco® nedeHuss B COOTBETCTBHMM C 1. [94], rae NepBUYHBIA pak s
METACTaTUYECKOM OMyXOJIH TOJIOBHOTO MO3Ta MPEACTABIISIET COOOM paK MOJIOYHOM JKEJe3bl.

[98] Cnoco® seueHuss B COOTBETCTBMHM ¢ 1. [94], rHe NEpBUYHBIN pak IS
METACTaTUYECKON OMyXOJIM FOJIOBHOTO MO3Ta NPEACTABIIAECT COOOH paK JIETKOro.

[99] Cnoco® seueHuss B COOTBETCTBMU ¢ 1. [94], rHe NEpBUYHBIA pak IS
METACTaTUIECKOH OMyXOJIH FOJIOBHOTO MO3Ta NPEACTABIIACT COOOH METaHOMY.

[100] Crioco0 nedeHuss B COOTBETCTBHM C JItoObIM w3 mm. [94]-[99], rme aHTHUTENnO B
KOHBIOTATe€ AaHTUTENIO-JIEKAPCTBEHHOE CPENcTBO mpencramisier codoi antu-HER2 anTHTENO,
antu-HER3 antuteno, antu-TROP2 antuteno, antu-B7-H3 anatureno, antu-GPR20 antuTesno
wn antu-CDHG6 anTuteno.

[0036]

[101] Ciocob nedenust B coorBeTcTBUU C 1. [ 100], rIe aHTUTENO B KOHBIOTATe aHTUTENO-
JIEKapCTBEHHOE CPEACTBO mpencTanisier codoit antu-HER2 anTureno.

[102] Cmocob neuenuss B coorBerctBuu ¢ 1. [101], roe awtu-HER2 anTuTeNno
NpeCTaBIsieT COOON aHTUTENO, COAEpIKaLlee TSKENYIO LeMb, COCTOALIYI0 U3 aMHHOKHUCIIOTHOM

MOCJIEAOBATEJIbHOCTH, COCTOSAIIEH W3 aMHUHOKUCIOTHbIX ocTaTkoB 1-449 SEQ ID NO: 1, u
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JIETKYIO IeMb, COCTOSAILIYI0 U3 AaMHHOKHCIOTHOH MOC/IEAOBATEIbHOCTH, COCTOSIIICH W3
aMHHOKHCJIOTHBIX ocTaTKOB 1-214 SEQ ID NO: 2.

[103] Cmoco6 neuenuss B coorBerctBuu ¢ 1. [101], rme awtu-HER2 anTuTeno
NpeACTaBisieT COO0M aHTHUTENO, COAepIKaIlee TSKENYIO 1eMb, COCTOSIIYI0 M3 aMHHOKHCIOTHOM

nocaenosatenbHocTy, npeacrasiaeHHod SEQ ID NO: 1, m jerkyro Lenb, COCTOSIIYIO U3

)
aMHHOKHCJIOTHOH mocienoBaTenbHoCcTH, penctasiennoit SEQ ID NO: 2.

[104] Cnoco0 nedenuss B coorBercTBuM ¢ JitoObiM w3 mm. [101]-[103], roe cpenuee
KOJMYECTBO KOHBIOTHPOBAHHBIX EOUHUI] JIEKAPCTBEHHOE CPEACTBO-IMHKEP HAa MOJICKYJTy
aHTUTEJIa B KOHBIOTATe aHTUTENIO-JIEKAPCTBEHHOE CPEACTBO HAXOAUTCS B IIpenesiax ot 7 1o 8.

[105] Cniocob nedenust B cooTBeTcTBUU C 1. [ 100], rie aHTUTENO B KOHBIOTaTe aHTUTENO-
JIeKapCTBEHHOE CPENCTBO MpeacTanisieT codboit antu-HER3 anTuTeno.

[106] Crnocob6 neuenuss B coorBerctBuu ¢ 1. [105], rme awtu-HER3 anTuTENno
npeACcTaBsieT COO0M aHTHUTENO, COAEpIKAIIee TSKENYIO 1eMb, COCTOSIIYI0 M3 aMHHOKHCIOTHOM
nocienoBatenbHOCTH, npeactasieHHod SEQ ID NO: 3, u jerkyroo Lenb, COCTOSIIYIO U3
AMHUHOKHCJIOTHOM TMOCJIeN0BaTeNbHOCTH, npeactasieHHoi SEQ ID NO: 4.

[107] Cnocob newennst B coorBetctBum ¢ m. [106], rme antu-HER3 antureno He
COZIEP>KUT JIN3MHOBBIN OCTaTOK HA KaPOOKCUIIPHOM KOHIIE TSKEJION eI .

[108] Cnoco® neuenust B coorBercTBuH ¢ JroObiM u3 mm. [105]-[107], rme cpemnee
KOJIMYECTBO KOHBIOTHPOBAHHBIX E€AUHUI] JIEKAPCTBEHHOE CPEACTBO-JIMHKEDP HAa MOJIEKYJY
AHTUTEJA B KOHBIOTATe aHTUTEJIO-JIEKAPCTBEHHOE CPEACTBO HAXOAUTCS B Ipeneniax ot 7 1o 8.

[109] Cniocob nedenus B coorBeTcTBUU C 1. [ 100], rie aHTUTENO B KOHBIOTaTe aHTUTEJNO-
JIEKapCTBEHHOE CPEACTBO npeacTanisier codoit antu-TROP2 antureno.

[110] Cnoco6 mneuenuss B coorBerctBuu ¢ 1. [109], rme antu-TROP2 anTuTENO
NpECTaBIsIeT COOOH aHTUTEINO, COAepIKallee TSHKEYIO Lelb, COCTOSLIYIO U3 aMHHOKHCIOTHOM
MOCJIEIOBATENIbHOCTH, COCTOSIIEH M3 aMUHOKUCIOTHBIX octatkoB 20-470 SEQ ID NO: 5, u
JIETKYI0 LIeMb, COCTOSAIIYKD €3 aMUHOKUCIIOTHOM TIOC/IEIOBATEIbHOCTH, COCTOSIICH U3
aMHHOKHCJIOTHBIX ocTaTtkoB 21-234 SEQ ID NO: 6.

[0037]

[111] Cnocob nedenuss B coorBerctBum ¢ 1. [110], rme antu-TROP2 aHTuTENnO HE
COJZIEP>KUT JIN3MHOBBIN OCTATOK HA KAPOOKCUIIBHOM KOHIIE TSKEJION eI .

[112] Cnocob neuenust B coorBercTBuH ¢ JroObiM u3 mm. [109]-[111], rme cpemnee
KOJMYECTBO KOHBIOTUPOBAHHBIX EOUHUI] JIEKAPCTBEHHOE CPEACTBO-JIMHKEP HAa MOJICKYJY
aHTUTEJIAa B KOHBIOTATE€ AHTUTEJIO-JICKAPCTBEHHOE CPENCTBO HAXOAWUTCS B Mpenenax oT 3,5 1o
45.

[113] Cniocob nedenust B coorBeTcTBUU C 1. [ 100], rIe aHTUTENO B KOHBIOTaTe aHTUTENO-
JIEKapCTBEHHOE CPEACTBO MpencTaBisieT codoit antu-B7-H3 antureno.

[114] Crnocob mewyenuss B coorBerctBuu ¢ 1. [113], rme antu-B7-H3 anTuteno
NpeACTaBsieT COO0M aHTHUTENO, COAepKAIee TSKENYIO IeMb, COCTOSIIYI0 M3 aMHHOKHCIOTHOM
MOCJIEAOBATEJIbHOCTH, COCTOSIIIEH M3 aMHUHOKHUCIOTHBIX octaTkoB 20-471 SEQ ID NO: 7, u

JICTKYIO 1€Ib, COCTOAINYKO U3 AMHUHOKHUCJIOTHOM noCaeaoBaTCIbHOCTH, cocTosimed U3
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aMHHOKHCJIOTHBIX ocTaTKoB 21-233 SEQ ID NO: 8.

[115] Cnocob neuenust B coorBerctBuu ¢ 1. [114], roe antu-B7-H3 antureno He
COIEP>KUT JIN3MHOBBIN OCTaTOK HA KAPOOKCHUIIBHOM KOHIIE TSKEJION eI .

[116] Cnoco0 neuenust B coorBercTBuM ¢ JroObiM u3 mm. [113]-[115], rmne cpemnee
KOJIMYECTBO KOHBIOTUPOBAHHBIX E€IUHUL] JIEKAPCTBEHHOE CPEACTBO-JIMHKED HAa MOJIEKYJY
AHTUTEJA B KOHBIOTATE€ AHTUTEJIO-JIEKAPCTBEHHOE CPENCTBO HAXOAUTCS B IMpenenax oT 3,5 1o
4,5.

[117] Cniocob nedenust B coorBeTcTBUU C 1. [ 100], rie aHTUTENO B KOHBIOTaTe aHTUTENIO-
JIEKapCTBEHHOE CPEACTBO mpeacTanisier coboit antu-GPR20 antureno.

[118] Cnocob® neuenuss B coorBerctBuu ¢ 1. [117], roe antu-GPR20 aHTuTENO
npeAcTaBsieT cOO0M aHTHUTENO, COAEpIKAIee TSKENYIO 1eMb, COCTOSIIYI0 M3 aMHHOKHCIOTHOM
MOCJIEAOBATEJILHOCTH, COCTOSIINENH M3 aMHUHOKHCIOTHBIX octaTkoB 20-472 SEQ ID NO: 9, u
JETKYI0 1eMb, COCTOSAIIYK) W3 aMHUHOKHUCIOTHOM TOCJIENOBATEIbHOCTH, COCTOSIIIEH U3
aMUHOKHCJIOTHBIX ocTaTKOB 21-234 SEQ ID NO: 10.

[119] Crnocob neuyenust B coorBercTBuu ¢ 1. [118], rme antu-GPR20 anTuTeno we
COJZIEP>KUT JIN3MHOBBIN OCTaTOK HA KAPOOKCUIIBHOM KOHIIE TSKEJION eI .

[120] Cnoco® neuenust B coorBercTBUHM ¢ JroObiM u3 mm. [117]-[119], rme cpemnee
KOJIMYECTBO KOHBIOTHPOBAHHBIX E€AUHUI] JIEKAPCTBEHHOE CPEACTBO-JIMHKEDP HAa MOJIEKYJY
AHTUTEJIa B KOHBIOTATE aHTUTEJIO-JIEKAPCTBEHHOE CPEACTBO HAXOAUTCS B IIpeneniax ot 7 1o 8.

[0038]

[121] Cniocob neuenust B coorBercTBud ¢ 1. [100], rae aHTUTEIO B KOHBIOTATE aHTUTEJIO-
JIEKapCTBEHHOE CPENCTBO MpeacTasisieT codoi antu-CDH6 anTuTeso.

[122] Cnoco6 nedvenust B coorBerctBuu ¢ m. [121], rme antu-CDH6 antuTeno
npeCTaBysieT COOOH aHTUTENO, COAepIKALIee TSKENYIO LEeMb, COCTOSALIYI0 U3 aMHHOKHCIIOTHOM
MOCJIEIOBATEIbHOCTH, COCTOSIIIEN M3 aMUHOKHCJIOTHBIX ocTaTkoB 20-471 SEQ ID NO: 11, u
JETKYI0 [eMb, COCTOSAIIYK) €3 aMHUHOKUCIOTHOM TOCJIENOBATEIbHOCTH, COCTOSIIEH U3
aMHHOKHCJIOTHBIX ocTaTKoB 21-233 SEQ ID NO: 12.

[123] Cnocob nedenuss B coorBercTBUM ¢ 1. [122], rme antu-CDHO antuTeno He
COJZIEP>KUT JIN3MHOBBIN OCTATOK HA KaPOOKCUIIBHOM KOHIIE TSKEJION eI .

[124] Cnoco® neuenust B coorBercTBUHM ¢ JroObiM w3 mm. [121]-[123], rme cpemnee
KOJMYECTBO KOHBIOTHPOBAHHBIX EAUHUI] JIEKAPCTBEHHOE CPEACTBO-JIMHKEP HAa MOJICKYJTY
AHTUTEJIa B KOHBIOTATE aHTUTEJNIO-JIEKAPCTBEHHOE CPEACTBO HAXOAUTCS B TIpenesiax ot 7 1o 8.

[125] Konbrorar aHTHUTENO-JIEKAPCTBEHHOE CPEACTBO MJIi NPUMEHEHUs B JICUEHUU
METACTaTUIECKOM OIMyXOJIM FOJIOBHOTO MO3Ta, B KOTOPOM KOMITOHEHT JIEKAPCTBEHHOE CPEICTBO-
JIMHKEP, PECTABJICHHBIN Cclieayroei Gopmyo:

[0039]

[@opmyna 5]
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[0040]

rae A mpeacTaBisieT cOOOH MOJNOKEHNE CBA3BIBAHUS C AHTUTEJIOM,

KOHBIOTHPOBAH C aHTUTEJIOM 4epe3 THO3(PUPHYIO CBSI3b.

[126] Konblorar aHTUTENO-JIEKAPCTBEHHOE CPEACTBO B COOTBeTCTBUM C M. [125], raoe
MEPBUYHBIN pak AJii METaCTaTUYECKON OMyXOJH MOJIOBHOIO MO3Ta sIBJIIETCS MO MEHbLIel Mepe
OJHHUM, BbIOPaHHBIM W3 TPYMIBL, COCTOSIIEH M3 paka MOJIOYHOW >KeNe3bl, paka JIETKOro,
MEJIAHOMBI, NTOYE€YHO-KJIETOYHOIO Paka, paka MOUYKH, KOJOPEKTAJIBbHOIO paka, paka »Kejyjka,
paka TOJIOBbI U IeH, TIeNaTOLE/UNIOJISIPHOTO paka, paka IE€4eHH, paka SMYHHUKA, paka
NPEACTaTeIbHON JKeJe3bl, paka MOUYEBOIO IMy3bIps, paka MOJXKENyJOUYHON KeNe3bl, paka
SH/IOMETPHSI, PaKa IUTOBUIHON JKeJE3bl, 3JI0KAYECTBEHHOMN JIUM(POMBI U CAPKOMBIL.

[127] Konblorar aHTUTENO-JIEKAPCTBEHHOE CPEACTBO B COOTBETCTBUM ¢ M. [125], rme
NEePBUYHBIN pPaK AJIl METACTATUYECKON OMyXOJH FOJIOBHOIO MO3Ta sIBJISETCS MO MEHbLIEH Mepe
OIHMUM, BBIOPAHHBIM W3 TPYIIIbI, COCTOSIIEH M3 paka MOJIOYHOH JKene3bl, paka JIETKOro H
MEJIAHOMBI.

[128] Konbrorar aHTUTENO-JIEKAPCTBEHHOE CPEACTBO B COOTBETCTBUH C I. [125], roe
NePBUYHBIN paK Ul METACTATUYECKOH OMyXOJIM T'OJIOBHOTO MO3ra MPEACTaBisieT cOOOH pak
MOJIOYHOM KENE3BbL.

[129] Konblorar aHTUTENO-JIEKAPCTBEHHOE CPEACTBO B COOTBETCTBUM ¢ M. [125], roe
NEePBUYHBIN paK JUIsi METACTATUYECKOH OMyXOJIM T'OJIOBHOTO MO3ra NPEACTaBisieT cOOOH pak
JIETKOTO.

[130] Konblorar aHTUTENO-JIEKAPCTBEHHOE CPEACTBO B COOTBeTCTBUM C M. [125], raoe
NEPBUYHBIA paK sl METAaCTaTUYEeCKOH OIMyXOJH TOJIOBHOTO MO3ra MpPenCTaBJIsieT CcoOOit
MEJIAHOMY.

[0041]

[131] Konblorar aHTUTENO-IEKAPCTBEHHOE CPENCTBO B COOTBETCTBUU C JIFOOBIM M3 IIII.
[125]-[130], rme aHTUTENO B KOHBIOTATE€ AHTHUTEJO-JIEKAPCTBEHHOE CPEIACTBO MPENCTABJISET
coboii antu-HER2 antuteno, antu-HER3 antureno, antu-TROP2 antuteno, antu-B7-H3
antureno, anTu-GPR20 antureno unu antu-CDH6 antuTesno.

[132] Konblorar aHTUTENO-JIEKAPCTBEHHOE CPEACTBO B cOOTBeTCTBUU ¢ 1. [131], rme
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AHTHUTEJI0O B KOHBIOTATE AHTHTEJIO-JIEKAPCTBEHHOE CPEACTBO MpencrtaBisier coboit antu-HER2
AHTUTEIO

[133] Konbrorat aHTUTENO-JIEKAPCTBEHHOE CPEACTBO B COOTBeTCTBUM ¢ M. [132], rme
antu-HER?2 anTuTeno npeacrasiser coOOl aHTHUTENO, COAEPIKALIEe TSHKENYIO Lielb, COCTOSIIYIO
U3 aMHUHOKHUCJIOTHON MOCJIEAOBATEIbHOCTH, COCTOSINEH M3 aMHHOKHCJIOTHBIX OCTaTKOB 1-449
SEQ ID NO: 1, u 5nerkywo Lemnb, COCTOSINYI U3 aMUHOKHCIOTHOH IIOCJIEeNOBATEeJIbHOCTH,
COCTOSILIEN U3 aMHUHOKHUCIIOTHBIX ocTaTkoB 1-214 SEQ ID NO: 2.

[134] Konblorar aHTUTEJO-JIEKAPCTBEHHOE CPEACTBO B COOTBEeTCTBUU ¢ 1. [132], rme
antu-HER?2 anTuTesno npeacrasiser coOON aHTHUTENO, COAEPIKALIEe TSHKEYIO LeMb, COCTOSIIIYIO
W3 aMUHOKHCJIOTHOM mocnenoBaTenbHocTH, npenctaieHnord SEQ ID NO: 1, u nmerkyro memnb,
COCTOSILITYIO U3 aMUHOKHUCJIOTHOM mocnenoBaTenbHOCTH, npeacrasiennon SEQ ID NO: 2.

[135] KoHblOTaT aHTUTENO-JIEKAPCTBEHHOE CPEACTBO B COOTBETCTBUU C JIFOOBIM M3 TIII.
[132]-[134], roe cpenHee KOMUYECTBO KOHBIOTHPOBAHHBIX €IMHUIl JICKAPCTBEHHOE CPEICTBO-
JUHKEP HAa MOJIEKYJy aHTUTeNa B KOHBIOraTe aHTUTEJIO-JIeKapCTBEHHOE CPEACTBO HAXOAUTCS B
npenenax ot 7 no 8.

[136] Konbrorat aHTUTENO-JIEKAPCTBEHHOE CPEACTBO B cooTBeTcTBUM ¢ M. [131], roe
AHTUTEJIO B KOHBIOTATE AHTUTEJIO-JIEKAPCTBEHHOE CPENCTBO Mpeactasisier codoit antu-HER3
AHTUTEIIO.

[137] Konblorar aHTUTENO-JIEKAPCTBEHHOE CPEACTBO B COOTBETCTBUM ¢ M. [136], roe
antn-HER3 anTHTeN0 npeacrapisier COO0M aHTHTENO, COAEpIKaLIee TSHKEYIO MeTb, COCTOSIIYIO
W3 aMUHOKHCJIOTHOM mocnienoBatenbHocTH, npencraBieHHon SEQ ID NO: 3, u nerkywoo nenb,
COCTOSILIYIO U3 aMUHOKHUCJIOTHOM mocnienoBaTenbHoCTy, npeacrasieHHon SEQ ID NO: 4.

[138] Konbrorat aHTUTENO-JIEKAPCTBEHHOE CPEACTBO B COOTBeTCTBUM ¢ 1. [137], roe
autu-HER3 aHTHTENO HE COREpIKUT JM3MHOBBIA OCTATOK Ha KapOOKCHJIBHOM KOHIIE TSDKEJIOH
LETH.

[139] KoHbloraT aHTUTENO-JIEKAPCTBEHHOE CPEACTBO B COOTBETCTBUHU C JIFOOBIM M3 TIII.
[136]-[138], roe cpenmHee KOMUYECTBO KOHBIOTMPOBAHHBIX €IMHUII JICKAPCTBEHHOE CPEICTBO-
JUHKEP HAa MOJIEKYJy aHTUTENa B KOHBIOraTe aHTUTEJIO-JIeKapCTBEHHOE CPEACTBO HAXOIUTCS B
npenenax ot 7 no 8.

[140] Konbrorar aHTUTENO-JIEKAPCTBEHHOE CPEACTBO B cOOTBeTcTBUHM ¢ M. [131], rme
AHTUTEJIO B KOHBIOTaTe€ aHTHTEJO-JIEKAPCTBEHHOE CPEACTBO NpeAcTanisieT codoit antu-TROP2
AHTUTEIIO.

[0042]

[141] Konblorar aHTUTENO-JIEKAPCTBEHHOE CPEACTBO B cooTBeTcTBUM C M. [140], roe
antu-TROP2 anTHTENnO mpexnctaBisier cOOOW aHTHUTENO, COAEpIKallee TSHKENYK —Lellb,
COCTOSIIIYIO M3 aMUHOKHCJIOTHOW MOCIEeNI0BATENbHOCTH, COCTOSIEN W3 aMHUHOKUCIOTHBIX
ocratkoB 20-470 SEQ ID NO: 5, u nerkyro Lenb, COCTOSALIYD M3 aMHHOKUCJIOTHOM
MOCJIEA0BATEIbHOCTH, COCTOSIIEH U3 aMUHOKHCIIOTHBIX ocTaTkoB 21-234 SEQ ID NO: 6.

[142] Konblorar aHTUTENO-JIEKAPCTBEHHOE CPEACTBO B COOTBeTCTBUM ¢ M. [141], roe

antu-TROP2 aHTHTENO HE COMEPKUT JIM3UHOBBIN OCTATOK Ha KapOOKCHUIBHOM KOHLE TSDKEJION
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LEeMH.

[143] KonbroraT aHTUTENO-JIEKAPCTBEHHOE CPECTBO B COOTBETCTBUH C JIOOBIM U3 IIII.
[140]-[142], roe cpenHee KOMUYECTBO KOHBIOTMPOBAHHBIX €IMHUILL JIEKAPCTBEHHOE CPENCTBO-
JUHKEP HA MOJIEKYJy AHTUTENa B KOHBIOraTe aHTUTEJIO-JEKAPCTBEHHOE CPEACTBO HAXOAUTCS B
npenenax ot 3,5 1o 4,5.

[144] KonbloraT aHTUTENO-IEKapCTBEHHOE CPEACTBO B cooTBeTcTBUU ¢ 1. [131], roe
AHTUTEJIO B KOHBIOTATE AHTHUTEJIO-JIEKAPCTBEHHOE CPEACTBO MpencTaBisieT codol antu-B7-H3
AHTUTEJIO.

[145] Konbrorar aHTUTENO-JIEKAPCTBEHHOE CPEACTBO B COOTBETCTBUH C M. [144], roe
ant-B7-H3 aHTuUTENno mnpenctaBisieT COOOW aHTHUTENO, COHEpIKallee TSIKENYH IElb,
COCTOSIIIYIO M3 aMUHOKHCJIOTHOW TOCIEeIOBATENIbHOCTH, COCTOSIIENH W3 aMHUHOKHCIOTHBIX
ocratkoB 20-471 SEQ ID NO: 7, u Jnerkym Lemnb, COCTOSIIYO W3 aMHHOKHCJIOTHOMN
MOCJIEAOBATEJILHOCTH, COCTOSIIEH U3 aMHHOKHCIIOTHBIX ocTtaTkoB 21-233 SEQ ID NO: 8.

[146] Konblorat aHTUTENO-JIEKAPCTBEHHOE CPEACTBO B COOTBeTCTBUM C M. [145], roe
anTu-B7-H3 aHTHTENO HE COAEPIKUT JU3WHOBBIA OCTATOK HAa KapOOKCHIIBHOM KOHIIE TSDKEJOH
LEeMH.

[147] KoHbroraT aHTUTENO-JIEKAPCTBEHHOE CPEICTBO B COOTBETCTBHH C JIOOBIM M3 IIII.
[144]-[146], roe cpenHee KOMUYECTBO KOHBIOTHPOBAHHBIX €IMHUIL JICKAPCTBEHHOE CPENCTBO-
JVHKEP HAa MOJIEKYJy aHTUTENa B KOHBIOraTe aHTUTEJIO-JEKapPCTBEHHOE CPEACTBO HAXOAUTCS B
npeaenax ot 3,5 1o 4,5.

[148] Konbrorat aHTUTENO-JIEKAPCTBEHHOE CPEACTBO B cOOTBeTcTBUM ¢ M. [131], rme
AHTHUTEJI0O B KOHBIOTaTe€ aHTHUTEJO-IEKAPCTBEHHOE CPEICTBO mpencTasisier codoit antu-GPR20
AHTUTEJIO.

[149] Konblorar aHTUTENO-IEKapCTBEHHOE CPEACTBO B COOTBeTCTBUU C M. [148], roe
antu-GPR20 aHTMTENnO mpencTaBiseT COOOM AHTUTENO, COIAEpIKallee TSDKENIYIO —Lellb,
COCTOSIIYIO M3 AMHUHOKHCJIOTHOM TOCIEeNOBATENIbHOCTH, COCTOSIIIENH W3 aMHUHOKHCIOTHBIX
ocratkoB 20-472 SEQ ID NO: 9, m Jnerkymo Iuemnb, COCTOSIIYO W3 aMHHOKHCJIOTHOMN
MOCJIEA0BATEJIbHOCTH, COCTOSIIEN U3 aMHUHOKHCIIOTHBIX ocTtaTkoB 21-234 SEQ ID NO: 10.

[150] Konbroratr aHTUTENO-IEKAPCTBEHHOE CPEACTBO B COOTBETCTBUH C M. [149], roe
anTu-GPR20 aHTHTENO HE COAEPIKUT JIM3MHOBBI OCTATOK Ha KapOOKCHIJIBHOM KOHILE TSDKEJION
LEeMH.

[0043]

[151] KoHbroraT aHTHTENO-JIEKAPCTBEHHOE CPEICTBO B COOTBETCTBHH C JIOOBIM 3 IIII.
[148]-[150], roe cpenHee KOMUYECTBO KOHBIOTHPOBAHHBIX €IMHUIL JICKAPCTBEHHOE CPEICTBO-
JUHKEP HAa MOJIEKYJy aHTUTENa B KOHBIOraTe aHTUTEJIO-JIeKapCTBEHHOE CPEACTBO HAXOAUTCS B
npenenax or 7 no 8.

[152] Konblorar aHTUTENO-JIEKAPCTBEHHOE CPEACTBO B cooTBeTcTBUM ¢ M. [131], rme
AHTHUTEJI0O B KOHBIOTaTe€ aHTUTEJIO-JIEKAPCTBEHHOE CPEICTBO mpeacTapisier codoit antu-CDH6
AHTUTEIIO.

[153] Konblorar aHTUTENO-JIEKAPCTBEHHOE CPEACTBO B COOTBETCTBUHU C 1. [152], rme
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antn-CDHO6 anTHTENO npeacTapisieT OO0l aHTUTEINO, COAEPKAIIESe TSIKEITYIO IeTlh, COCTOSIIYIO
U3 aMHUHOKHCJIOTHOHM ITOCJIE€AOBATEJIbHOCTH, COCTOSINEH M3 aMHHOKHCJIOTHBIX OCTaTKOB 20-471
SEQ ID NO: 11, u nerkywo uenb, COCTOSLIYI0 U3 AMUHOKHCJIOTHOHN MOCJIE€NOBATENbHOCTH,
COCTOSIIIIEN U3 aMUHOKHUCIOTHBIX ocTtaTkoB 21-233 SEQ ID NO: 12.

[154] Konblorar aHTUTENO-JIEKAPCTBEHHOE CPEACTBO B COOTBETCTBUU ¢ 1. [153], rme
autu-CDHO6 aHTHTENO HE COAEPKUT JIM3UHOBBIM OCTATOK HAa KapOOKCHIIBHOM KOHIE TSDKEJION
LETH.

[155] Konblorar aHTUTENO-JIEKAPCTBEHHOE CPEACTBO B COOTBETCTBUU C JIFOOBIM M3 TIII.
[152]-[154], roe cpenHee KOMUYECTBO KOHBIOTMPOBAHHBIX €IMHUII JICKAPCTBEHHOE CPEICTBO-
JUHKEP HAa MOJIEKYJy aHTUTENa B KOHBIOraTe aHTUTEJIO-JIeKapCTBEHHOE CPEACTBO HAXOOUTCS B
npenenax ot 7 no 8.

[156] KoHbrorar aHTHUTENO-IEKapCTBEHHOE CPEACTBO ANl NPUMEHEHHUs B JIEUEHHUU

METAaCTaTUYECKOW OMyXOJIU TOJIOBHOTO MO3Ta, MPEACTABICHHBIN CIeayomei (GopMyIoi:

[0044]
[©Popmyna 6]
© o o
AHTHUTQJIO ——q \/\/\)L H\)L
) Y
- | n
[0045]

rIe KOMIIOHEHT JIEKapCTBEHHOE CPEACTBO-JIMHKEP KOHBIOTHPOBAH C AHTHUTENIOM 4epe3
THOS(UPHYIO CBsi3b, M N O3HAYAaeT CpPEAHEE KOJIMYECTBO KOHBIOTMPOBAHHBIX —EIUHHIL
JIEKapCTBEHHOE CPEICTBO-JINHKEP HA MOJIEKYJly aHTUTENA.

[157] Konbroratr aHTUTENO-JIEKAPCTBEHHOE CPEACTBO B COOTBETCTBUH C M. [156], roe
MEPBUYHBIN pak AJIi METaCTaTUYECKON OMyXOJH MOJIOBHOIO MO3Ta SIBJISETCS MO MEHbLIeH Mepe
OHUM, BbIOPAaHHBIM H3 TPYIIBL, COCTOSIIEH M3 paka MOJIOYHOW JKeNe3bl, paka JIETKOro,
MEJIAaHOMBI, MOYEYHO-KJIETOYHOI'O PaKa, paka MOYKU, KOJOPEKTAJbHOIO PakKa, paka »Kelyaka,
paka TOJIOBBI W IIeH, TIeNaTOLE/UNIOJISIPHOTO paka, paka Ie4eHH, paka SMYHHUKA, paka
NpPEeACTAaTeIbHON KeNe3bl, Paka MOUYEBOrO Iy3bIps, paka IMOMXKEIyJOYHOH JKeNe3bl, paka
SH/IOMETPHSI, PaKa IIUTOBHIHON JKeJIE3bl, 3JI0KAYECTBEHHOH JTUM(POMBI U CAPKOMBIL.

[158] Konblorat aHTUTENO-JIEKAPCTBEHHOE CPEACTBO B COOTBETCTBUM C M. [156], rae
NEPBUYHBIN pak AJl METaCTaTUYECKOW OMyXOJH MOJIOBHOIO MO3Ta SIBJISETCS MO MEHbLIEH Mepe
OJHHUM, BbIOPAHHBIM M3 TPYIIbI, COCTOSIIEH W3 paka MOJIOYHOM KeJe3bl, paka JIErKoro u
MEJIaHOMBI.

[159] Konblorar aHTUTENO-JIEKAPCTBEHHOE CPEACTBO B COOTBETCTBUU C 1. [156], rme
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MEPBUYHBIA paK AJII METACTaTUYECKOW OIMyXOJIM TOJIOBHOTO MO3Ta MPEACTaBIsIeT COOOH pak
MOJIOYHOM KEJIE3bIL.

[160] Konbrorar aHTUTENO-IEKAPCTBEHHOE CPEACTBO B COOTBETCTBUM C M. [156], raoe
NEePBUYHBIN paK JJii METaCTaTUYEeCKOW OIMyXOJIM TOJIOBHOTO MO3Ta NPEACTaBisIeT COOOH pak
JIETKOTO.

[0046]

[161] Konbrorar aHTUTENO-JIEKAPCTBEHHOE CPEACTBO B COOTBETCTBUH C I [156], roe
MEPBUYHBIM pak JUIsi METaCTaTHYEeCKOW OMyXOJM TOJOBHOIO MO3ra MpeACTaBisieT CoOOi
MEJIAHOMY .

[162] Konbrorar aHTUTENO-IEKaPCTBEHHOE CPENCTBO B COOTBETCTBUU C JIFOOBIM M3 IIII.
[156]-[161], rme aHTUTENO B KOHBIOrare AaHTHUTENO-JICKAPCTBEHHOE CPEICTBO MPENCTABIISET
coboii antu-HER2 antuteno, antu-HER3 antureno, antu-TROP2 antuteno, antu-B7-H3
anrureno, antu-GPR20 antureno unu antu-CDH6 anTHTENO.

[163] Konblorar aHTUTENO-JIEKAPCTBEHHOE CPEACTBO B COOTBETCTBUM C M. [162], rae
AHTHUTEJI0O B KOHBIOTATE AHTHTEJIO-JIEKAPCTBEHHOE CPEACTBO MpencTaBisieT coboii antu-HER2
AHTUTEIIO.

[164] Konblorat aHTUTENO-JIEKAPCTBEHHOE CPEACTBO B COOTBETCTBUM ¢ M. [163], roe
antu-HER?2 anTuTeno npencrasiser coOON aHTHUTENO, COAEPIKALIEe TSHKEYIO Lielb, COCTOSIIYIO
U3 aMHUHOKHCJIOTHOH ITOCJIEIOBATEIbHOCTH, COCTOSINEH M3 aMHHOKHCJIOTHBIX OCTaTKOB 1-449
SEQ ID NO: 1

COCTOSIIIIEN U3 aMUHOKHUCIIOTHBIX ocTtaTkoB 1-214 SEQ ID NO: 2.

, U JIETKYyIO IleNb, COCTOSLIYI0 W3 aMHUHOKUCJIOTHOW MOCJIEA0BATEIbHOCTH,
[165] Konbrorar aHTUTENO-JIEKAPCTBEHHOE CPEACTBO B COOTBETCTBUM ¢ M. [163], raoe
antu-HER?2 anTuTeNno npencrasisier coOOI aHTUTENO, COAEpIKallee TSHKEIYIO Lelb, COCTOSILIYIO
U3 aMHHOKHCJIOTHOM mocnenoBaTesnbHOCTH, npenctasieHHoil SEQ ID NO: 1, u nerkyro memnsb,
COCTOSIIIIYIO U3 aMUHOKHUCJIOTHON MociienoBaTenbHOCTH, npeacrasieHHol SEQ ID NO: 2.

[166] KoHbloraT aHTHTENO-JICKAPCTBEHHOE CPEICTBO B COOTBETCTBHH C JIIOOBIM M3 IIII.
[163]-[165], roe cpenHee KOMUYECTBO KOHBIOTMPOBAHHBIX €IMHUII JICKAPCTBEHHOE CPENCTBO-
JUHKEP HAa MOJIEKYJy aHTUTENa B KOHBIOraTe aHTUTEJIO-JIeKapCTBEHHOE CPEACTBO HAXOIUTCS B
npenenax ot 7 no 8.

[167] Konblorar aHTUTENO-JIEKAPCTBEHHOE CPEACTBO B COOTBETCTBUM C M. [162], roe
AHTUTEJIO B KOHBIOTATE AHTUTEJIO-JIEKAPCTBEHHOE CPENCTBO mpeactasisier codoit anTu-HER3
AHTUTEIIO.

[168] Konblorar aHTUTENO-JIEKAPCTBEHHOE CPEACTBO B COOTBETCTBUM C M. [167], rae
antn-HER3 anTHTEN0 MpeacTapisieT COO0M aHTHUTENO, COAEpIKaIIee TSIKEYIO IeTb, COCTOSIIYIO
W3 aMUHOKHCJIOTHOM mocnenoBatenbHocTH, npencraBieHHon SEQ ID NO: 3, u nerkyroo mensb,
COCTOSILIYIO U3 aMUHOKHUCJIOTHOM mocnenoBaTenbHoCTy, npeacrasiernnon SEQ ID NO: 4.

[169] Konblorar aHTUTENO-JIEKAPCTBEHHOE CPEACTBO B COOTBETCTBUM C M. [168], roe
antu-HER3 aHTHTENO HE CONEpKUT JM3UHOBBIM OCTATOK HAa KapOOKCHJIBHOM KOHIE TSDKEION
LEeTH.

[170] KonbloraT aHTUTENO-JIEKAPCTBEHHOE CPEICTBO B COOTBETCTBUH C JIOOBIM U3 IIII.
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[167]-[169], roe cpenHee KOMUYECTBO KOHBIOTHPOBAHHBIX €IMHUILl JIEKAPCTBEHHOE CPENCTBO-
JUHKEP HA MOJIEKYJy AHTUTENA B KOHBIOraTe aHTUTEJIO-JEKAPCTBEHHOE CPEACTBO HAXOAUTCS B
npenenax ot 7 no 8.

[0047]

[171] Konbrorat aHTUTENO-JIEKAPCTBEHHOE CPEACTBO B COOTBETCTBUM ¢ M. [162], rme
AHTUTEJIO B KOHBIOTATE aHTUTENIO-JIEKAPCTBEHHOE CPENCTBO IpencTasisier cobol antu-TROP2
AQHTUTEJIO.

[172] KonbroraT aHTHUTENO-JIEKAPCTBEHHOE CPENCTBO B cooTBeTCcTBHH ¢ I [171], rme
antu-TROP2  anTHTEno mpencraBisier coOOM aHTUTENO, COAEpIKALIee TSDKENYK —Lellb,
COCTOSIIYIO M3 AMHUHOKHCJIOTHOW IOCIEeNOBaTeIbHOCTH, COCTOSIIIEN W3 aMHUHOKHCIOTHBIX
ocratkoB 20-470 SEQ ID NO: 5, u nerkyro Lenb, COCTOSIIYI0 H3 aMHHOKHCIOTHOM
MOCJIEAOBATEIbHOCTH, COCTOSIIEH U3 aMHHOKUCIOTHBIX ocTtatkoB 21-234 SEQ ID NO: 6.

[173] Konbrorar aHTUTENO-JIEKAPCTBEHHOE CPEACTBO B COOTBETCTBUU ¢ 1. [172], rme
anTu-TROP2 aHTHTENO HE CONEPKUT JIM3UHOBBIN OCTATOK Ha KapOOKCHIBHOM KOHLE TSDKEJION
LeMHU.

[174] KoHbIOTAT aHTUTENO-JIEKAPCTBEHHOE CPEACTBO B COOTBETCTBUU C JIFOOBIM M3 TITI.
[171]-[173], roe cpenHee KOMUYECTBO KOHBIOTHPOBAHHBIX €IMHUILl JICKAPCTBEHHOE CPEICTBO-
JUHKEP HAa MOJIEKYJy aHTUTENa B KOHBIOraTe aHTUTEJIO-JEKapCTBEHHOE CPEACTBO HAXOAUTCS B
npeaenax ot 3,5 1o 4,5.

[175] Konbrorar aHTUTENO-JIEKAPCTBEHHOE CPEACTBO B COOTBETCTBUU ¢ 1. [162], rme
AHTUTEJIO B KOHBIOTaTe€ aHTUTENO-JEKAPCTBEHHOE CPEACTBO MpencTaBisier codoi antu-B7-H3
AHTUTEIIO.

[176] Konbrorat aHTUTENO-JIEKAPCTBEHHOE CPEACTBO B COOTBeTCTBUM ¢ M. [175], roe
autu-B7-H3 anTureno mnpexncraBnsier coOOi aHTHTENO, COmeprKallee TSDKEIYH —Lelb,
COCTOSIIIYI0 M3 AaMUHOKHCJIOTHOW MOCIENOBATENbBHOCTH, COCTOSIIENH M3 AMHUHOKHUCIOTHBIX
ocratkoB 20-471 SEQ ID NO: 7, m nerkyro Lenb, COCTOSIIYKD H3 aMUHOKHUCJIOTHOM
MOCJIENOBATEJIbHOCTH, COCTOSIIEH U3 aMHUHOKUCIIOTHBIX ocTtaTkoB 21-233 SEQ ID NO: 8.

[177] Konbrorar aHTUTEJO-JIEKAPCTBEHHOE CPEACTBO B COOTBETCTBUU ¢ 1. [176], rme
aHtu-B7-H3 aHTUTENO HE COAEPIKUT JM3UHOBBIA OCTATOK Ha KapOOKCHIIBHOM KOHIIE TSDKEJOH
LEeMH.

[178] KoHbrOTaT aHTUTENO-JIEKAPCTBEHHOE CPEACTBO B COOTBETCTBUU C JIFOOBIM M3 TIII.
[175]-[177], roe cpenHee KOMUYECTBO KOHBIOTHPOBAHHBIX €IMHUILl JICKAPCTBEHHOE CPEICTBO-
JUHKEP HAa MOJIEKYJy aHTUTENa B KOHBIOraTe aHTUTEJIO-JIeKapCTBEHHOE CPEACTBO HAXOAUTCS B
npeaenax ot 3,5 1o 4,5.

[179] Konbrorar aHTUTENO-JIEKAPCTBEHHOE CPEACTBO B COOTBETCTBUHU ¢ 1. [162], rme
AHTUTENIO B KOHBIOTATE€ aHTUTENIO-JIEKAPCTBEHHOE CPEACTBO mpexactarisieT codoit antu-GPR20
AHTUTEIIO.

[180] Konbrorar aHTUTENO-JIEKAPCTBEHHOE CPEACTBO B COOTBETCTBUU ¢ 1. [179], rme
antu-GPR20 aHTuTeno mpexncraBiser coOOM aHTUTENO, COMAEpKAaIlee TSDKENYIO —Lellb,

COCTOAINYIO U3 aMHUHOKHCJIOTHOM nocjaea10BaTCJIbHOCTHU, COCTOsIIIEN M3 aMHHOKHCJIOTHBIX
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ocratrkoB 20-472 SEQ ID NO: 9, u Jjerkymo Lemnb, COCTOSIIY0 W3 aMHHOKHCJIOTHOMN
MOCJIEAOBATEJILHOCTH, COCTOSIIEH U3 aMUHOKHCIIOTHBIX ocTtaTkoB 21-234 SEQ ID NO: 10.

[0048]

[181] Konbrorat aHTUTENO-JIEKAPCTBEHHOE CPEACTBO B cooTBercTBUM ¢ M. [180], rme
antu-GPR20 aHTHUTENO HE COAEPIKUT JM3MHOBBIN OCTATOK HAa KapOOKCHJIBHOM KOHIIE TSDKEJION
LETH.

[182] KoHblorar aHTHTENO-IEKAPCTBEHHOE CPEICTBO B COOTBETCTBUU C JIFOOBIM M3 IIII.
[179]-[181], roe cpenmHee KOMUYECTBO KOHBIOTMPOBAHHBIX €IMHHUII JICKAPCTBEHHOE CPEICTBO-
JUHKEP HAa MOJIEKYJy aHTUTENa B KOHBIOraTe aHTUTEJO-JIeKapCTBEHHOE CPEACTBO HAXOOUTCS B
npenenax ot 7 no 8.

[183] Konsbtorar aHTUTENO-JEKApPCTBEHHOE CPEACTBO B COOTBETCTBHM ¢ I. [162], rae
AHTHUTEJI0O B KOHBIOTATE AHTHTENIO-JICKAPCTBEHHOE CPEACTBO MpencTaBisier coboi antu-CDHO
AHTUTEIIO.

[184] Konblorar aHTUTENO-JIEKAPCTBEHHOE CPEACTBO B coOTBeTcTBUM C M. [183], raoe
antn-CDHO6 aHTHTENO npeacTapisieT co00M aHTUTENO, COAepIKAIIEe TSKEIYO IIeTh, COCTOSIIYIO
W3 aMHUHOKHCJIOTHOH ITOCJIE€AOBATEIbHOCTH, COCTOAINEH M3 aMHHOKHCJIOTHBIX OCTaTKOB 20-471
SEQ ID NO: 11, u nerkyw uenb, COCTOSLIYI0 U3 AMUHOKHCJIOTHOHM TMOCJIEIOBATEIbHOCTH,
COCTOSITIEH U3 aMUHOKHUCIOTHBIX ocTtaTkoB 21-233 SEQ ID NO: 12.

[185] Konblorar aHTUTENO-JIEKAPCTBEHHOE CPEACTBO B COOTBeTCTBUM C M. [184], rnoe
antu-CDHO6 aHTUTENO HEe COAEpP KHUT JIN3MHOBBIA OCTATOK HAa KapOOKCHUIIBHOM KOHIIE TSDKEIOH
LEMH.

[186] KonbroraT aHTUTENO-JIEKAPCTBEHHOE CPECTBO B COOTBETCTBUH C JIOOBIM U3 IIII.
[183]-[185], roe cpenHee KOAMYECTBO KOHBIOTMPOBAHHBIX €IMHULL JIEKAPCTBEHHOE CPENCTBO-
JVHKEP HA MOJIEKYJy AHTUTENa B KOHBIOraTe aHTUTEJIO-JIEKaAPCTBEHHOE CPEACTBO HAXOAUTCS B
npeznenax ot 7 1o 8.

[187] IlpuMeHeHHe KOHBIOTaTa AHTUTENO-JIEKAPCTBEHHOE CPEIACTBO IJIsl IMOJYYEHUS
JIEKapCTBEHHOTO CpEACTBAa ISl JIEYEHUs METACTaTUYeCKON OIMyXOJu TOJIOBHOTO MO3ra, B
KOTOPOM KOMIIOHEHT JIEKAPCTBEHHOE CpPEICTBO-JIMHKEP, TMPEACTABIEHHBIH CJeayrolei
bopMyJIoii:

[0049]

[©@opmyna 7]
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[0050]

rae A mpeacTaBisieT cOOOH MOJNOKEHNE CBA3BIBAHUS C AHTUTEJIOM,

KOHBIOTUPOBAH C aHTUTEJIOM 4Yepe3 THOI(PUPHYIO CBSI3b.

[188] Ilpumenenue B coorBercTBuM ¢ 1. [187], rme mepBUYHBIN pak aJs
METAaCTaTUIECKOW OMyXOJIM T'OJIOBHOTO MO3Ta SIBJISIETCS MO MEHBIIEH Mepe OTHUM, BHIOPAHHBIM
U3 TPYMIbL, COCTOSsIIEH W3 paka MOJIOUHOM >Kene3bl, paka JIErKoro, MeJaHOMBI, MOYEeYHO-
KJIETOYHOI'O paka, paka MOYKH, KOJOPEKTAJbHOTO paka, paka >KelyJKa, paka TOJIOBbI U LIEH,
renaToLeUTIONISIPHOTO paka, paka Me4deHH, paka sMYHUKA, paka MpeiCcTaTeNbHOMN JKenesbl, paka
MOYEBOTO TMy3bIps, paka MOKENyIOYHOW KeJe3bl, paka 3HAOMETPHUs, paka LIUTOBUIHOU
JKeJIe3bl, 3JI0KAYECTBEHHOU JTUM(POMBI H CAPKOMBI.

[189] Ilpumenenue B coorBerctBUM ¢ 1. [187], rme mnepBUYHBIN pak A
METaCTaTUYEeCKON OIMyXOJIM TOJIOBHOTO MO3Ta SIBJISIETCS 10 MEHbIIEH Mepe OXHHUM, BHIOPAHHBIM
U3 IPYMIbI, COCTOALIEH U3 paKa MOJIOYHOM JKEJIEe3bl, paKa JIETKOro U MEJIaHOMBI.

[190] Ilpumenenue B coorBercTBUUM C 1. [187], rme mnepBuYHBIA pak IS
METACTaTUYECKOM OMyXOJIH TOJIOBHOTO MO3Ta MPEACTABIISIET COOOM paK MOJIOYHOM JKEJE3bl.

[0051]

[191] Ilpumenenue B coorBercTBUM ¢ 1. [187], rme mnepBUYHBIN pak A
METACTaTUIECKOH OMyXOJIH FOJIOBHOTO MO3Ta NPEACTABIIAET COOOH paK JIETKOTO.

[192] Ilpumenenue B coorBercTBuM ¢ 1. [187], rme mnepBUYHBIN pak A
METaCTaTUIECKOH OMyXOJIH FOJIOBHOTO MO3Ta NPEACTABIIACT COOOH METaHOMY.

[193] TlpumeHeHue B COOTBETCTBUHU C Jt0ObIM u3 mm. [187]-[192], roe antureno B
KOHBIOTaTe€ aHTHUTEJO-JIEKAPCTBEHHOE CPEACTBO mpencrapisier coboit antu-HER2 anTHTEnNo,
antu-HER3 antuteno, antu-TROP2 antuteno, antu-B7-H3 anatureno, antu-GPR20 antutesno
wi antu-CDHG6 anTuTeno.

[194] IIpumenenne B COOTBETCTBUM C M. [193], rme aHTUTENO B KOHBIOraT€ aHTUTEIIO-
JIEKapCTBEHHOE CPEACTBO mpenacTanisier codoit antu-HER2 anTureno.

[195] IIpumenenue B coorBercTBuu ¢ 1. [194], rae antu-HER?2 anTuTeno npencrapnser
coOOH  aHTWUTENO, Cconmepkallee TSDKEIyH Lelb, COCTOSINYI0 U3  aMHHOKHCIOTHOMN

MOCJIEAOBATEIbHOCTH, COCTOSAIIEH W3 aMHUHOKUCIOTHbIX ocTaTkoB 1-449 SEQ ID NO: 1, u
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JETKYI0 LeMb, COCTOAILIYK) M3 AaMHUHOKHUCIOTHOM TIOCJIENOBATENbHOCTH, COCTOSILIEH U3
aMHHOKHCJIOTHBIX ocTaTKOB 1-214 SEQ ID NO: 2.

[196] IIpumenenue B coorBercTBuu ¢ 1. [194], rae antu-HER?2 anTuTeno npencrapnser
coOOif  aHTUTENO, CconmeplKamlee TSDKENYK [elb, COCTOSIIYH0 W3  aMHHOKHCJIOTHOM
nocaenosatenbHocTy, npeacrasiaeHHod SEQ ID NO: 1, m jerkyro Lenb, COCTOSIIYIO U3
aMHHOKHCJIOTHOH mocienoBaTenbHoCcTH, penctasiennoit SEQ ID NO: 2.

[197] TlpumeneHue B COOTBETCTBUMH ¢ J0ObIM u3 nm. [194]-[196], rme cpenHee
KOJMYECTBO KOHBIOTHPOBAHHBIX EOUHUI] JIEKAPCTBEHHOE CPEACTBO-IMHKEP HAa MOJICKYJTy
aHTUTEJIa B KOHBIOTATe aHTUTENIO-JIEKAPCTBEHHOE CPEACTBO HAXOAUTCS B IIpenesiax ot 7 1o 8.

[198] IIpumenenne B cOOTBETCTBUM C M. [193], rme aHTUTENO B KOHBIOraTe aHTUTEIIO-
JIeKapCTBEHHOE CPENCTBO MpeacTanisieT codboit antu-HER3 anTuTeno.

[199] IIpumenenue B coorBercTBuU C 1. [198], rae antu-HER3 anTuTeno mpencrasnser
coOOI  aHTHUTENO, COAepIKallee TSDKENYKH [elb, COCTOSAILIYHD U3  aMHUHOKHCIIOTHOM
nocnenosarenpbHocTy, npencrasieHHod SEQ ID NO: 3, u jerkyro Lenb, COCTOSIIYIO U3
aMUHOKHUCIJIOTHOM mocenoBarenbHoCTH, npeacrasierndon SEQ ID NO: 4.

[200] ITpumenenue B cootrBercTBuu ¢ 1. [199], rae antu-HER3 antuteno He comepkur
JIM3UHOBBINA OCTATOK HAa KAPOOKCHIIBHOM KOHIIE TSKEJION LIeTIH.

[0052]

[201] IlpumeHenme B COOTBETCTBHUU C JOObIM w3 mim. [198]-[200], rme cpemHee
KOJIMYECTBO KOHBIOTUPOBAHHBIX E€IUHHUL] JIEKAPCTBEHHOE CPEACTBO-JIMHKEDP HAa MOJIEKYJy
AHTUTEJA B KOHBIOTaTe aHTUTEJNIO-JIEKAPCTBEHHOE CPEACTBO HAXOAUTCS B Ipeneniax ot 7 1o 8.

[202] IIpumeHeHne B COOTBETCTBUM C M. [193], rme aHTUTENO B KOHBIOraTe aHTUTENO-
JIEKapCTBEHHOE CPENICTBO MpencTaBisieT codoii antu-TROP2 anrurerno.

[203] IIpumenenue B coorBercTBuu ¢ 1. [202], rne antu-TROP2 anTuTENO Npencrapnser
co0OH aHTHTENO, COAepKallee TSUKEIYI0  Lelb, COCTOSINYH0 W3  aMHUHOKHCJIOTHOM
MOCJIEAOBATENIbHOCTH, COCTOSINEH W3 aMHUHOKHMCIOTHBIX ocTatkoB 20-470 SEQ ID NO: 5, u
JIETKYI0 LeMb, COCTOSAIIYK) €3 aMUHOKUCIIOTHOM TIOCJIENOBATEIbHOCTH, COCTOSIICH U3
aMHHOKHCJIOTHBIX ocTaTkoB 21-234 SEQ ID NO: 6.

[204] IIpumenenne B coorBercTBuM ¢ 1. [203], rae antu-TROP2 anTtureno He cogep:xur
JIM3UHOBBINA OCTATOK HAa KAPOOKCHIIBHOM KOHIIE TSKEJIOH LIeTH.

[205] IlpumeHeHue B COOTBETCTBUU C JrOObIM u3 mm. [202]-[204], rme cpemHee
KOJMYECTBO KOHBIOTUPOBAHHBIX EOUHUI] JIEKAPCTBEHHOE CPEACTBO-JIMHKEP HAa MOJICKYJY
aHTUTEJIAa B KOHBIOTATE€ AHTUTEJIO-JICKAPCTBEHHOE CPENCTBO HAXOAWUTCS B Mpenenax oT 3,5 1o
45.

[206] IIpumenenne B COOTBETCTBUH C M. [193], rme aHTUTENO B KOHBIOraTe aHTUTEIIO-
JIEKapCTBEHHOE CPEACTBO MpencTaBisieT codoit antu-B7-H3 antureno.

[207] IIpumenenue B cooTBeTCTBUU C 1. [206], rae anTu-B7-H3 anTuTeno npencrapiser
coOOif  aHTUTENO, CconmeplKamee TSOKENYK [elb, COCTOSIIY0 W3  aMHHOKHCJIOTHOM
MOCJIEAOBATEJIbHOCTH, COCTOSIIIEH M3 aMHUHOKHUCIOTHBIX octaTkoB 20-471 SEQ ID NO: 7, u

JICTKYIO 1€Ib, COCTOAINYKO U3 AMHUHOKHUCJIOTHOM noCaeaoBaTCIbHOCTH, cocTosimed U3
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aMHHOKHCJIOTHBIX ocTaTKoB 21-233 SEQ ID NO: 8.

[208] IIpumenenue B coorBeTcTBUU C 1. [207], rae anTu-B7-H3 aHTuTENnO HE comepkur
JM3UHOBBIA OCTATOK HAa KAPOOKCHIIBHOM KOHLIE TSKEJION LIeTIH.

[209] IlpumeHeHue B COOTBETCTBUU C JOObIM u3 mm. [206]-[208], rme cpemHee
KOJIMYECTBO KOHBIOTUPOBAHHBIX E€IUHUL] JIEKAPCTBEHHOE CPEACTBO-JIMHKED HAa MOJIEKYJY
AHTUTEJA B KOHBIOTATE€ AHTUTEJIO-JIEKAPCTBEHHOE CPENCTBO HAXOAUTCS B IMpenenax oT 3,5 1o
4,5.

[210] IIpumenenune B cooTBeTCTBUH C M. [193], rme aHTUTENO B KOHBIOraTe aHTUTEIO-
JIEKapCTBEHHOE CPEACTBO mpeacTanisier coboit antu-GPR20 antureno.

[0053]

[211] IIpumenenue B coorBercTBHH C 1. [210], rne antu-GPR20 antureno mpencrasser
coOOl  aHTUTENO, COmeplKallee TSKENYK [eMb, COCTOSIIYK) W3  aMHHOKHCJIOTHOM
MOCJIEIOBATEILHOCTH, COCTOSIIIEH M3 aMHUHOKHCIOTHBIX octaTkoB 20-472 SEQ ID NO: 9, u
JETKYI0 1eMb, COCTOSAIIYK) W3 aMHUHOKHUCIOTHOM TOCJIEIOBATEIbHOCTH, COCTOSIIIEH U3
aMUHOKHCJIOTHBIX ocTaTKOB 21-234 SEQ ID NO: 10.

[212] [Ipumenenne B cootBercTBHH ¢ 1. [211], rne antu-GPR20 antureno ne comepxur
JIM3UHOBBINA OCTATOK HAa KAPOOKCHIIBHOM KOHIIE TSKEJION LIeTIH.

[213] IlpumeHeHne B COOTBETCTBUU C JOObIM w3 mm. [210]-[212], rme cpemHee
KOJIMYECTBO KOHBIOTHPOBAHHBIX E€AUHUI] JIEKAPCTBEHHOE CPEACTBO-JIMHKEDP HAa MOJIEKYJY
AHTUTEJA B KOHBIOTATe aHTUTEJIO-JIEKAPCTBEHHOE CPEACTBO HAXOAUTCS B Ipeneniax ot 7 1o 8.

[214] IlpumeHeHue B COOTBETCTBUU C M. [193], rae aHTUTENO B KOHBIOTaTe aHTUTENO-
JIEKapCTBEHHOE CPENCTBO MpeacTasisieT codoi antu-CDH6 anTuTeso.

[215] IIpumenenue B coorBeTcTBUHU C M. [214], rane anTu-CDHO6 anTUTENO Npencrapiser
coOOH  aHTUTENO, COmeplKallee TSDKEIYKH LeMb, COCTOSINYK W3  aMHHOKHCJIOTHOM
MOCJIEIOBATEIbHOCTH, COCTOSIIIEN M3 aMUHOKHCJIOTHBIX ocTaTkoB 20-471 SEQ ID NO: 11, u
JETKYI0 [eMb, COCTOSAIIYK) €3 aMHUHOKUCIOTHOM TOCJIENOBATEIbHOCTH, COCTOSIIEH U3
aMHHOKHCJIOTHBIX ocTaTKoB 21-233 SEQ ID NO: 12.

[216] ITlpumenenue B coorBercTBUH ¢ 1. [215], rone antu-CDH6 aHTHTENO HE COOEPIKUT
JIM3UHOBBINA OCTATOK HAa KAPOOKCHIIBHOM KOHIIE TSKEJIOH LIeTH.

[217] TlpumeHeHMe B COOTBETCTBUU C JrOObIM u3 mm. [214]-[216], rme cpemHee
KOJMYECTBO KOHBIOTHPOBAHHBIX EAUHUI] JIEKAPCTBEHHOE CPEACTBO-JIMHKEP HAa MOJICKYJTY
AHTUTEJIa B KOHBIOTATE aHTUTEJNIO-JIEKAPCTBEHHOE CPEACTBO HAXOAUTCS B TIpenesiax ot 7 1o 8.

[218] IlpuMeHeHne KOHBIOTaTa AHTUTENO-IEKAPCTBEHHOE CPEIACTBO ISl TOJYYEHUs
JIEKAPCTBEHHOTO CpPEACTBA [MJiA JICUCHHS] METACTaTHYECKOM OIyXOJH TOJOBHOTO MO3Ta,
MPEACTABJICHHOTO ClieAyomel GopMyIIoit:

[0054]

[@opmyaa 8]
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AHTHUTEIIO —

[0055]

r7Ie KOMIIOHEHT JIEKAPCTBEHHOE CPEICTBO-JIMHKEP KOHBIOTHMPOBAH C AHTUTEJIOM 4Yepes
THO3(UPHYIO CBSI3b, M N O3HAYAET CPENAHEE KOJUYECTBO KOHBIOTHPOBAHHBIX —EIMHUIL
JIEKaPCTBEHHOE CPEICTBO-TMHKEP HA MOJIEKYJTy aHTUTEJIA.

[219] Ilpumenenue B coorBeTrcTBUM ¢ 1. [218], rme mnepBUYHBIN pak as
METAaCTaTUYECKOW OMyXOJIM TOJIOBHOTO MO3Ta SIBJISIETCS MO MEHBIIEH Mepe OTHUM, BBIOPAHHBIM
W3 TPYIIbL, COCTOSINEH W3 paka MOJOYHOM JKEJe3bl, paka JIETKOTO, MEJAHOMBI, MOYEHHO-
KJIETOUHOT'O paka, paka MOYKH, KOJIOPEKTAJIbHOTO paka, paka KeJIydKa, paka roJIOBbl U IIEH,
renaToLeUTIOJISIPHOTO paKa, paka MEYeHU, paka sSIMYHUKA, paka MPeNCTaTeIbHOMN JKEeNe3bl, paka
MOYEBOTO Ty3bIPs, paka MOKENYIOYHOU KeJe3bl, paka 3HAOMETPHUs, paka LIUTOBUIHOU
JKeJIe3bl, 3JI0KAYECTBEHHOU JTUM(OMBI H CAPKOMBI.

[220] Ilpumenenue B coorBeTrcTBUM ¢ 1. [218], rme mnepBUYHBIN pak A
METaCTaTUIECKOM OMyXOJIHM TOJIOBHOTO MO3Ta SIBJISIETCS MO MEHBLIEH Mepe OAHUM, BBIOPAHHBIM
U3 TPYIIIBI, COCTOSIIIEH U3 paka MOJIOYHOM KeJIE3bl, paka JIETKOro U MEJIAHOMBIL

[0056]

[221] Ilpumenenue B cooTBercTBUUM C 1. [218], roe mnepBUYHBIA pak IS
METACTaTUYECKOM OMyXOJIH TOJIOBHOTO MO3Ta MPEACTABIISIET COOOM paK MOJIOYHOM JKEJE3bl.

[222] Ilpumenenue B coorBeTcTBMM ¢ 1. [218], rme mnepBUYHBIN pak A
METAaCTaTUYECKOM OMyXOJIU TOJIOBHOTO MO3Tra MPEACTABIISIET COOOM pakK JIErKoro.

[223] Ilpumenenue B coorBeTrcTBUM ¢ 1. [218], rme mnepBUYHBIN pak A
METAaCTaTUYECKOM OMyXOJIH TOJIOBHOTO MO3Ta MPEACTABIISIET COOOM MEJTAHOMY.

[224] TlpumeHeHue B COOTBETCTBUMHU C oObM u3 mm. [218]-[223], rme aHTHTENO B
KOHBIOTATe€ AaHTUTENIO-JIEKAPCTBEHHOE CPENCcTBO mpencrtamisier codoi antu-HER2 anTHTENO,
antu-HER3 antuteno, antu-TROP2 antuteno, antu-B7-H3 anatureno, antu-GPR20 antureno
wn antu-CDHG6 anTuteno.

[225] [IpumeHeHHe B COOTBETCTBUM C M. [224], rie aHTUTENO B KOHBIOTaTe aHTUTEIIO-
JIEKapCTBEHHOE CPEACTBO mpencTanisieT codoit antu-HER2 anTureno.

[226] IIpumenenue B cooTBeTcTBUU C 1. [225], rae antu-HER?2 anTuTeno npencrapnser
coOOil  aHTWUTENO, CcomeplKamee TSDKENYK [elb, COCTOSIIYH0 W3  aMHHOKHCJIOTHOM
MOCJIEAOBATEJIbHOCTH, COCTOSIIEH W3 aMHUHOKUCIOTHbIX ocTaTkoB 1-449 SEQ ID NO: 1, u

JICTKYIO 1€Ib, COCTOAINYKO U3 AMHUHOKHCJIOTHOM noCIaCa0BaTCIbHOCTH, cocTosiled U3
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aMHHOKHCJIOTHBIX O0CcTaTKOB 1-214 SEQ ID NO: 2.

[227] Ilpumenenue B cooTBeTcTBUU C 1. [225], rae antu-HER?2 anTuTeno npencrapnser
coOOif  aHTUTENO, CcomeplKamee TSOKENYK [elb, COCTOSIIYH0 W3  aMHHOKHCJIOTHOM
nocaenosatenbHocTy, npeacrasieHHod SEQ ID NO: 1, m jerkyro Lenb, COCTOSIIYIO U3
aMUHOKHUCJIOTHOM MOCJEeN0BaTEeNbHOCTH, npeactasieHHoi SEQ ID NO: 2.

[228] TlpumeneHue B COOTBETCTBMH ¢ JOObIM u3 mm. [225]-[227], rme cpenHee
KOJIMYECTBO KOHBIOTUPOBAHHBIX E€AUHUL] JIEKAPCTBEHHOE CPEACTBO-JIMHKED HAa MOJIEKYJY
aHTUTEJIa B KOHBIOTATEe aHTUTENIO-JIEKAPCTBEHHOE CPEACTBO HAXOAUTCS B Ipenesiax ot 7 1o 8.

[229] IIpumeHeHre B COOTBETCTBUM C M. [224], e aHTUTENO B KOHBIOraTe aHTUTEIIO-
JIeKapCTBEHHOE CPENCTBO NpeacTanisieT codboit antu-HER3 anTuTeno.

[230] I[Ipumenenue B coorBercTBuU ¢ 1. [229], rae antu-HER3 anTuTeno npencrapnser
coOOl  aHTUTENO, COmeplKallee TSKENYK [eMb, COCTOSIIYK) W3  aMHHOKHCJIOTHOM
nocaenoBatenbHocTH, npeactasieHHod SEQ ID NO: 3, u jerkyroo Lenb, COCTOSIIYIO U3
aMHUHOKHUCJIOTHOM TMOCJeN0BaTeNbHOCTH, npeactasieHHoi SEQ ID NO: 4.

[0057]

[231] IIpumenenue B coorBercTBuu ¢ 1. [230], rae antu-HER3 antuteno He comepkur
JIM3UHOBBINA OCTATOK HAa KAPOOKCHIIBHOM KOHIIE TSKEJION LIeTIH.

[232] IlpumeHeHHMEe B COOTBETCTBUU C JIOObIM w3 mmm. [229]-[231], rme cpemHee
KOJIMYECTBO KOHBIOTHPOBAHHBIX E€AUHUI] JIEKAPCTBEHHOE CPEACTBO-JIMHKEDP HAa MOJIEKYJY
AHTUTEJA B KOHBIOTATe aHTUTEJIO-JIEKAPCTBEHHOE CPEACTBO HAXOAUTCS B Ipeneniax ot 7 1o 8.

[233] [IpumeHeHne B COOTBETCTBUM C M. [224], rie aHTUTENO B KOHBIOraTe aHTUTENIO-
JIEKapCTBEHHOE CPEACTBO npeacTanisier codoit antu-TROP2 antureno.

[234] IIpumenenue B coorBeTcTBUM ¢ 1. [233], rne anTu-TROP2 antureno npencrapiser
coOOl  aHTHMTENO, COmepKallee TSDKEIYI0 Lelb, COCTOSINYH W3  aMHUHOKHCJIOTHOM
MOCJIEIOBATENIbHOCTH, COCTOSIIEH M3 aMUHOKUCIOTHBIX octatkoB 20-470 SEQ ID NO: 5, u
JIETKYI0 LIeMb, COCTOSAIIYKD €3 aMUHOKUCIIOTHOM TIOC/IEIOBATEIbHOCTH, COCTOSIICH U3
aMHHOKHCJIOTHBIX ocTaTtkoB 21-234 SEQ ID NO: 6.

[235] IIpumenenne B coorBeTcTBUU ¢ 1. [234], rae anTu-TROP2 anTtureno He cogep:xur
JIM3UHOBBINA OCTATOK HAa KAPOOKCHIIBHOM KOHIIE TSKEJIOH LIeTH.

[236] IlpumeHeHMe B COOTBETCTBUU C JrOObIM u3 mm. [233]-[235], rme cpemHee
KOJMYECTBO KOHBIOTHPOBAHHBIX EAUHUI] JIEKAPCTBEHHOE CPEACTBO-JIMHKEP HAa MOJICKYJTY
AaHTUTEJIA B KOHBIOTATE€ AHTUTEJIO-JICKAPCTBEHHOE CPENCTBO HAXOOUTCS B Mpenenax oT 3,5 1o
45.

[237] IIpumeHeHre B COOTBETCTBUM C M. [224], re aHTUTENO B KOHBIOTaTe aHTUTEIIO-
JIEKapCTBEHHOE CPEACTBO MpencTaBisieT codoit antu-B7-H3 antureno.

[238] [Ipumenenue B coorBeTcTBUU C 1. [237], rae antu-B7-H3 anTuTeno npencrasiser
co0Oif  aHTUTENO, CcomeplKamee TSOKENYK [elb, COCTOSIIY0 W3  aMHHOKHCJIOTHOM
MOCJIEAOBATEJIbHOCTH, COCTOSIIIEH M3 aMHUHOKHCIOTHBIX octaTkoB 20-471 SEQ ID NO: 7, u
JETKYI0 LeMb, COCTOSAILIYKD M3 AaMHUHOKHUCIOTHOW TMOCJIENOBATENbHOCTH, COCTOSILIEN U3

aMHHOKHCJIOTHBIX ocTaTkoB 21-233 SEQ ID NO: 8.
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[239] I[Ipumenenue B cootBeTcTBUU C 1. [238], rne anTu-B7-H3 anTuTENno He comepxur
JIM3UHOBBINA OCTATOK HAa KAPOOKCHIIBHOM KOHLIE TSKEJION LIeTH.

[240] IlpumeHeHHME B COOTBETCTBHUU C JHOObIM u3 mm. [237]-[239], rme cpenHee
KOJIMYECTBO KOHBIOTUPOBAHHBIX E€IUHUL] JIEKAPCTBEHHOE CPEACTBO-JIMHKED HAa MOJIEKYJy
AHTUTEJAa B KOHBIOTATE€ AHTUTEJIO-JIEKAPCTBEHHOE CPEICTBO HAXOAUTCS B Mpenenax oT 3,5 1o
4,5.

[0058]

[241] IIpumeHeHre B COOTBETCTBUH C M. [224], rie aHTUTENO B KOHBIOraTe aHTUTEIO-
JIEKapCTBEHHOE CPEACTBO mpeacTanisier coboit antu-GPR20 antureno.

[242] IIpumenenue B cooTBeTcTBHH C 11. [241], rne antu-GPR20 antureno mpencrasser
cOoOOW  aHTUTENO, COmeplKallee TSKENYK [eMb, COCTOSIIYKD W3  aMHHOKHCJIOTHOM
MOCJIEAOBATEJILHOCTH, COCTOSIINENH M3 aMHUHOKHCIOTHBIX octaTkoB 20-472 SEQ ID NO: 9, u
JETKYI0 1eMb, COCTOSAIIYK) W3 aMHUHOKHUCIOTHOM TOCJIENOBATEIbHOCTH, COCTOSIIIEH U3
aMUHOKHCJIOTHBIX ocTaTKOB 21-234 SEQ ID NO: 10.

[243] [Ipumenenne B cooTBeTcTBHUHM C 1. [242], rne anTu-GPR20 anTuteno ne comepxur
JIM3UHOBBIA OCTATOK HAa KAPOOKCHIIBHOM KOHIIE TSKEJION LIeTH.

[244] TlpumeHeHHMEe B COOTBETCTBHUU C JIOObIM u3 mim. [241]-[243], rme cpemHee
KOJIMYECTBO KOHBIOTHPOBAHHBIX E€AUHUI] JIEKAPCTBEHHOE CPEACTBO-JIMHKEDP HAa MOJIEKYJY
AHTUTEJIa B KOHBIOTATE aHTUTEJIO-JIEKAPCTBEHHOE CPEACTBO HAXOAUTCS B IIpeneniax ot 7 1o 8.

[245] TlpumeHeHHe B COOTBETCTBUHU C M. [244], rae aHTUTENO B KOHBIOTaTe aHTUTENIO-
JIEKapCTBEHHOE CPENCTBO MpeacTasisieT codoi antu-CDH6 anTuTeo.

[246] IIpumenenue B cooTBeTCcTBUHM C M. [245], rae anTu-CDHO6 anTUTENO NpencrapiseT
coOOi  aHTUTENO, comeplkamlee TSDKENYK LeNb, COCTOSIIIYI0 W3  aMHUHOKHCJIOTHOM
MOCJIEIOBATEIbHOCTH, COCTOSIIIEH M3 aMUHOKHCJIOTHBIX ocTaTkoB 20-471 SEQ ID NO: 11, u
JETKYl0 LeMb, COCTOSALIYK) M3 AaMUHOKHUCIOTHOW IOCJIENOBATENbHOCTH, COCTOSLIEH U3
aMHHOKHCJIOTHBIX ocTaTkoB 21-233 SEQ ID NO: 12.

[247] Tlpumenenue B cooTBeTcTBUH C 1. [246], rne antu-CDH6 aHTHTENO HE COOEPKUT
JIM3UHOBBINA OCTATOK HAa KAPOOKCHIIBHOM KOHIIE TSKEJIOH LIeTH.

[248] TlpumeHeHHMe B COOTBETCTBUU C JIHOObIM w3 mi. [245]-[247], rme cpemHee
KOJMYECTBO KOHBIOTHPOBAHHBIX EOUHUI] JIEKAPCTBEHHOE CPEACTBO-JIMHKED HAa MOJICKYJTY
AHTUTEJIa B KOHBIOTATE aHTUTEJNIO-JIEKAPCTBEHHOE CPEACTBO HAXOAUTCS B TIpenesiax ot 7 1o 8.

[249] TepaneBTuueckoe CPEACTBO IS JICUEHUSI METACTATHYECKOTO paka, CoAepiKallee B
KaueCTBE AKTHMBHOTO KOMIIOHEHTA KOHBIOTAT AHTUTEJO-JEKAPCTBEHHOE CPEICTBO, B KOTOPOM
KOMITOHEHT JICKAPCTBEHHOE CPEICTBO-IMHKED, MPEACTABICHHBIN Clenyromei Gopmyoi:

[0059]

[@opmyaia 9]
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[0060]

rae A npencrapisieT coO0H MOJIOKEHHE CBS3bIBAHUS C AHTHTEJIOM,

KOHBIOTHPOBAH C aHTUTEJIOM Yepe3 THOA(PUPHYIO CBSI3b.

[250] TepaneBTHHUECKOE CPEACTBO B COOTBETCTBUH C II. [249], rae MeTacTaTUueCKuil pak
SIBJIIETCS] TIO MEHBIIEH Mepe OIHUM, BBIOPAHHBIM U3 TPYIIbI, COCTOSIIEH M3 METaCTaTUYEeCKOU
OMyXOJIU TOJIOBHOTO MO3ra, METACTATUYECKOH OMyXOJId KOCTH, METACTATUYECKOW OIyXOJu
JIETKOTO U METACTaTUUECKOIO PaKa MeUeH!.

[0061]

[251] TepaneBTUUeCKOE CPEACTBO B COOTBETCTBUM C 1. [250], rae MeTacTaTuuecKuil pak
npencTaBisieT OO0 METaCTaTUYECKYIO OIyXO0Jb KOCTH.

[252] TepaneBTuueckoe CPEACTBO ISl JICUEHUSI METACTATUUYECKOTO paka, CoAepiKallee B
KayeCcTBE  AaKTUBHOIO  KOMIIOHEHTa  KOHBIOTAT  aHTUTENIO-JIEKAPCTBEHHOE  CPEICTBO,
NPEICTaBJICHHBIN CIIEAYIOLIeH (HOPMYJION:

[0062]

[@opmyna 10]

AHTUTEJIO — —g

[0063]

rIe KOMIIOHEHT JIEKapCTBEHHOE CPEACTBO-JIMHKEP KOHBIOTUPOBAH C AHTUTENIOM 4epe3
THO3(DUPHYIO CBSI3b, M N O3HAYAECT CPENHEE KOJUYECTBO KOHBIOTHPOBAHHBIX EIMHULL
JIEKapCTBEHHOE CPECTBO-JIMHKED HAa MOJIEKYJly aHTUTEA.

[253] TepaneBTUUECKOE CPEACTBO B COOTBETCTBUU C M. [252], rAe METacTaTUUECKUI pak
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SIBJIIETCS] TIO MEHBIIEH Mepe OIHUM, BBIOPAHHBIM U3 TPYIIbI, COCTOSINEH U3 METaCTaTUYeCKOU
OINyXOJIM TOJIOBHOTO MO3ra, METACTaTUYECKOH OIyXOJH KOCTH, METaCTATHUYECKOW OIyXOJIn
JIETKOTO U METACTATUYECKOT0 paka MeYeHH.

[254] TepaneBTUUECKOE CPEACTBO B COOTBETCTBUU C II. [253], rae MeTacTaTUuECKUil pak
NpenCcTaBisieT OO0 METACTATHUECKYIO OMyXOJIb KOCTH.

[255] Cnoco0 nedeHHs METaCTAaTHUYECKOTO paka, BKIIOYAIOIIUN BBEAEHHE KOHBIOTATa
AHTUTEJIO-JIEKAPCTBEHHOE CPENCTBO, B KOTOPOM KOMIIOHEHT JIEKApPCTBEHHOE CPEACTBO-JIMHKED,
NpeACTaBJIEHHBIN Clenyroei (GopMyJIoi:

[0064]

[@opmyna 11]
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[0065]

e A npencrasiseT cOOOH MONOKEHUE CBSI3bIBAHUS C AHTHTEJIOM,

KOHBIOTMPOBAH C AHTUTEJIOM uepe3 THOI(PHPHYIO CBsi3b, CYOBEKTY, HYKAAIOIIEMYCs B
JICYEHUH METAaCTaTHYECKOrO pakKa.

[256] Criocob seueHust B COOTBETCTBHUH ¢ M. [255], roe MeTacTaTHUECKHA paK SIBJISETCSI
1O MEHbINEH Mepe OJHUM, BBIOPAHHBIM U3 TPYIINbI, COCTOSALICH M3 METACTATUYECKOH OMyXOJIH
TOJIOBHOTO MO3ra, METAaCTaTHUECKON OIMyXOJM KOCTH, METAaCTaTHUeCKON OIMyXOJU JIETKOTO U
METaCTaTUYECKOrO paKa MevyeHu.

[257] Cnoco0 neueHuss B COOTBETCTBUM C . [256], rme MeTacTaTU4eCKHil pak
npeaCTaBisieT OO0 METaCTaTUYECKYIO OITyXOJb KOCTH.

[258] Croco0 nedeHuss METacTaTUYECKOTO paka, BKIIIOUAIOIIUN BBEICHHUE KOHBIOTATA
AHTUTENO-JIEKAPCTBEHHOE CPEICTBO, MPENCTABICHHOTO CIEAYIOLIEH (hOpMYJIION:

[0066]

[@opmyna 12]
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AHTUTEJIC —] N\/\/\)LN/\{H\)L

[0067]

I7le KOMIIOHEHT JIEKAPCTBEHHOE CPEACTBO-JIUHKEP KOHBIOTMPOBAH C AHTUTEJIOM 4Yepes
THOS(UPHYIO CBs3b, M N O3HA4YaeT CpPEAHEE KOJIUYECTBO KOHBIOTHMPOBAHHBIX EIUHHII
JIEKaPCTBEHHOE CPENICTBO-JIMHKEP HA MOJIEKYJly aHTUTENA,

CyOBEKTY, HyKIAIOLIEMYyCsl B JICUEHUH METAaCTATHUECKOTO PaKa.

[259] Cniocob neueHust B COOTBETCTBUH ¢ M. [258], roe MeTacTaTHUECKH PaK SIBJISIETCSI
N0 MEHbIIEH Mepe OFHUM, BBIOPAHHBIM U3 TPYIIIbI, COCTOALIEH M3 METACTATUYECKON OMyXOJH
FOJIOBHOTO MO3ra, METAaCTaTUYECKONW OMYyXOJIM KOCTH, METACTAaTUYECKON OMYyXOJIH JIETKOrO U
METACTaTUYECKOrO PaKa MEYEHU.

[260] Cmoco0 neueHuss B COOTBETCTBHUHM C . [259], rme MeTacTaTU4eCKHil pak
NpeaCTaBisieT COO0 METaCTaTUYECKYIO OMyXOJb KOCTH.

[0068]

[261] Konbrorar aHTHUTENO-JIEKAPCTBEHHOE CPEACTBO Jii TMPUMEHEHUS B JICUEHUU
METaCTaTUYECKOrO0 paka, B KOTOPOM KOMIIOHEHT JIEKAPCTBEHHOE CPEICTBO-JIMHKED,
NpECTaBICHHBIN Clienyromeii popmyJoi:

[0069]

[@opmyna 13]
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[0070]
rae A npencrapisier cOO0H MOJIOKEHHE CBA3bIBAHUS C AHTUTEJIOM,

KOHBIOTUPOBAH C aHTUTEJIOM 4Yepe3 THOA(PUPHYIO CBSI3b.
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[262] Konblorar aHTUTENO-JIEKAPCTBEHHOE CPEACTBO B COOTBETCTBUM C M. [261], rame
METaCTaTUYECKHH paK sBJISETCS MO MEHbIIEH Mepe OHUM, BBIOPAHHBIM M3 TPYIIIBI, COCTOSLIEH
U3 METacTaTU4YeCKON OINyXOJM TOJOBHOTO MO3ra, METAacTaTUYEeCKOM OMyXOJu KOCTH,
METAaCTaTU4ECKON OMyXOJIH JIETKOTO U METACTATUYECKOTO paKa NMeUeHH.

[263] Konblorat aHTUTENO-JIEKAPCTBEHHOE CPEACTBO B COOTBETCTBUM C M. [262], raoe
METacTaTHYECKUH paK MPeacTaBisieT COOON METaCTaTHYECKYIO OMyXO0JIb KOCTH.

[264] KonbrOorat aHTUTENO-JIEKAPCTBEHHOE CPEACTBO Ul NPUMEHEHUs B JICUEHUH
METAaCTaTUYECKOTO paka, MPeACTaBIeHHbIN clienyromieii Gopmyoii:

[0071]

[©@opmyna 14]

AHTHTEJIO —

[0072]

rie KOMIIOHEHT JIEKapCTBEHHOE CPEACTBO-JIMHKEP KOHBIOTUPOBAH C AHTUTENIOM 4epe3
THOS(QUPHYIO CBA3b, M N O3HAa4YaeT CpeAHee KOJIUYECTBO KOHBIOTMPOBAHHBIX €IUHMIL
JIEKapCTBEHHOE CPECTBO-JIMHKED HA MOJIEKYJly aHTUTEJNA.

[265] Konblorar aHTUTENO-IEKapCTBEHHOE CPEACTBO B COOTBETCTBUU C M. [264], rae
METaCTaTHYECKUH PaK SIBJISIETCS MO MEHbIIEH Mepe OIHUM, BHIOPAHHBIM M3 TPYIIIbL, COCTOSIIEH
U3 METacTaTU4YeCKON OIyXOJM TOJOBHONO MO3ra, METAacTaTUYeCKON OIMyXOJMu KOCTH,
METaCTaTUYECKOM OMyXOJIH JIETKOTO U METACTaATUYECKOTO paKa MeueHH.

[266] Konblorat aHTUTENO-IEKAPCTBEHHOE CPEACTBO B COOTBETCTBUH C I. [265], roe
METACTaTUYECKHH PaK MPEACTABISET COOOH METACTATHUECKYIO OMYXOJb KOCTH.

[267] IlpumeHneHne KOHBIOTaTa AHTUTENO-IEKAPCTBEHHOE CPEIACTBO IJIsl TOJYYEHUs
JIEKapCTBEHHOI'O CPEACTBAa MJi JIEYEHHUs] METAacTaTUUeCKOro paka, B KOTOPOM KOMIIOHEHT
JIEKapCTBEHHOE CPEICTBO-JIMHKED, MPEACTABICHHBIN CISIYIOIMEeH (hOpMYJIO:

[0073]

[@opmyna 15]
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[0074]

rae A mpeacTasisieT coOOH MOJIOKEHNE CBSI3bIBAHUS C AaHTUTEJIOM,

KOHBIOTUPOBAH C AaHTUTENIOM Yepe3 THOI(QUPHYIO CBSI3b.

[268] IIpumeHeHne B COOTBETCTBHUM C M. [267], rae METaCTaTUYECKUM paK SIBIISIETCS IO
MEHbLIEH Mepe OOHHMM, BBIOPAHHBIM M3 TPYIIbL, COCTOALIEH W3 METACTATHYECKOW OIyXOJIH
TOJIOBHOTO MO3ra, METAaCTaTU4YECKONW OMYyXOJIM KOCTH, METACTAaTUYECKON OMYyXOJIH JIETKOrO U
METACTaTUYECKOrO PaKa MEYEHU.

[269] [IpumeHeHnE B COOTBETCTBUU C 1. [268], rie MeTacTaTUYECKUM paK MpPENCTaBJIAET
co0Ol METaCTaTUYECKYIO OMyXOJIb KOCTH.

[270] IlpumMeHeHue KOHBIOTaTa AHTUTENO-JIEKAPCTBEHHOE CPENCTBO AJ MOJy4deHMs
JIEKaPCTBEHHOI'O CPEACTBA Ul JICYEHUs METAaCTaTUYECKOrO paka, KOTOPBIM MPENCTaBJICH
cnenyromein popmMy IOt

[0075]

[@opmyna 16]

AHTUTEIIO —

[0076]

rie KOMIIOHEHT JIEKapCTBEHHOE CPEACTBO-JIMHKEP KOHBIOTHPOBAH C AHTUTENIOM 4epe3
THO3(DUPHYIO CBSI3b, M N O3HAYAET CPENAHEE KOJUYECTBO KOHBIOTHPOBAHHBIX EIMHULL
JIEKapCTBEHHOE CPECTBO-JIMHKEP HA MOJIEKYJly aHTUTEA.

[0077]

[271] IlpumeHeHue B cOOTBETCTBUM C 1. [270], rae MeTacTaTUYECKUM pak SIBJISETCA IO
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MEHbIIEH Mepe OOHHMM, BBIOPAHHBIM M3 TPYIIbI, COCTOALIEH W3 METACTATHYECKOW OIyXOJIH
TOJIOBHOTO MO3ra, METAaCTaTHYECKON ONyXOJM KOCTH, METACTaTHUYECKON OIyXOJU JIETKOTO U
METAaCTaTUUECKOrO paKa MevyeHu.

[272] IlpumeHeHne B COOTBETCTBUU C II. [271], rie MeTacTaTUYECKUM pak MpenCTaBJIsAeT
co0OI METaCTaTUYECKYIO OMyXOJIb KOCTH.

IMone3nbie 3¢ PpexTnI H300peTEeHUS

[0078]

Hacrosimmee wu3oOpereHune o0ecneunBaeT TepaneBTHYECKOE CPEACTBO JUIS JICYCHHUS
METACTaTUYEeCKOH OIMyXOJH TOJIOBHOTO MO3ra, Coaepkailiee crnenu@uYecKrii KOHBIOTaT
AHTUTENIO-JICKAPCTBEHHOE CPEACTBO, H/WIKM CHOCO0 JIEYeHUs] METaCTATHUYECKOW OIMyXOJIH
TOJIOBHOTO MO3Ta, BKJIOUAIOLIMKA BBEACHUE CYOBEKTY Cenn(UIeCKOro KOHBIOTATa aHTHTEJO-
JIEKapCTBEHHOE CPENICTBO.

KpaTkoe onucanue uyeprexei

[0079]

[@ur. 1] Dur. 1 npexacraBisieT auarpaMmy, I[IOKa3bIBAIOIIYH0 aMHHOKHCIOTHYO
NOCJIeIOBATENbHOCTD Tspkenoi nenu antu-HER2 anturena (SEQ ID NO: 1).

[@ur. 2] Dur. 2 npeacraBisieT aUarpaMMmy, TOKa3bIBAKOLIYHD aMHHOKHCIOTHYO
nocyeoBaTeNbHOCTD Jierkon nenu aHtTu-HER?2 anturena (SEQ ID NO: 2).

[@ur. 3] Dur. 3 mnpeacraBiseT aUarpaMMmy, I[OKa3bIBAKOLIYID aMHHOKHCIOTHYIO
NoCJIeI0BaTeNIbHOCTD Tspkenoi nenu antu-HER3 anturena (SEQ ID NO: 3).

[@ur. 4] Dur. 4 npeacraBiseT aUarpaMMmy, IMOKa3bIBAKOLIYI0 aMHUHOKHCIOTHYIO
nocienoBaTesbHOCTh Jierkoi nenu aHtTu-HER3 antutena (SEQ ID NO: 4).

[@ur. 5] Pur. 5 mnpeacraBiseT aUarpaMMmy, IOKa3bIBAKOLIYID aMHHOKHUCIOTHYIO
HIOCJIEIOBATENILHOCTD TsDKeson 1ienu antu-TROP2 anturena (SEQ ID NO: 5).

[@ur. 6] dur. 6 mnpencTaBigeT aUArPaMMy, TOKA3bIBAIOIIYID aMHHOKHUCIOTHYIO
NOCJIeIOBATEIbHOCTD Jierkoi nernu antu-TROP2 anturena (SEQ ID NO: 6).

[@ur. 7] Dur. 7 npeacraBiseT aMarpaMMmy, IOKa3bIBAKOLIYHD aMHHOKHCIOTHYO
TIOCJIEIOBATENIbHOCTD TspKeNoi nenu antu-B7-H3 anturena (SEQ ID NO: 7).

[@ur. 8] dur. 8 mnpexacraBiseT aMarpaMMmy, IOKa3bIBAIOLIYHD aMHHOKHCIOTHYO
NIOCJIEIOBATENIbHOCTD Jierkoi neru antu-B7-H3 anturena (SEQ ID NO: 8).

[@ur. 9] ®ur. 9 mpencraBiseT AUArpaMMy, MOKA3bIBAIOLIYIO MPOAJIEBAIOIINE >KU3Hb
3¢ deKThl KOHBIOTATa AHTHTEJO-JIEKAPCTBEHHOE cpeAcTBO (1) Ha MbIAX C MHTPAKPAHHAIBHO
TpaHcmanTuposanHbiM KPL-4-Luc.

[@ur. 10] ®Pur. 10 npencrapisier AUArpaMMmy, MOKa3bIBAIOIIYIO MPOTHBOOMYXOJIECBBIC
3¢ deKThl KOHBIOTAaTa AHTHTEJO-JIEKAPCTBEHHOE cpeAcTBO (1) Ha MbBIIAX C MHTPAKPAHHAIBHO
TpaHcrIaHTUpOBaHHBIM KPL-4-Luc. Pasmep omyxoiaum NOATBEPKAAETCS HMHTEHCUBHOCTBIO
momMuHecueHuuu KPL-4-Luc.

[@ur. 11] Pur. 11 npencrapnser U300pa’keHHs, TOKA3bIBAIOIINE IATOJOIHMYECKHE
WU3MEHEHUs TOJIOBHOTO MO3ra, MOJyYeHHbIe IPU OKPALIMBAHUM N€MAaTOKCUJIMHOM U DO3UHOM, Y

mbliedt (Ne 1 i Ne 2) u3 rpynmsl BBeneHus: pactsoputens. Ha neHTpanbHBIX CHUMKaxX MOKa3aHbI
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o0mue KapTHHBI MATOJIOTMYECKUX W3MEHEHMH, a Ha JIEBOM M IPAaBOM CHHMMKAX ITOKa3aHbI
yBEJIMYEHHBIE MaTOJOrnueckue n3MeHeHus. OmnyxosneBble 00pa30BaHUS HAXOIATCA B O0JACTH,
00BeIeHHOW MyHKTUPHOW JIMHUEH, NN 00JI1aCTH, YKa3aHHON CTPENIKaMH.

[@ur. 12] ®ur. 12 npencrasiseT AUarpaMMmy, IOKa3bIBAOIIYI0 AMHUHOKHUCIOTHYIO
NOCJIeI0BATENbHOCTD TspKenoi nenu antu-GPR20 anturena (SEQ ID NO: 9).

[@ur. 13] Pur. 13 npeacrasiser auarpaMMy, IOKa3bIBAIOLIYI0 aMHUHOKUCIOTHYIO
HIOCJIeIOBaTeNIbHOCTD Jierkol nenu antu-GPR20 anturena (SEQ ID NO: 10).

[@ur. 14] ®ur. 14 npencraBiaseT AWarpaMMmy, TOKa3bIBAIOIIYI0 aMHHOKHUCIOTHYIO
NOCJIEIOBATENIbHOCTD Tspkenoi nenu antu-CDH6 anturena (SEQ ID NO: 11).

[@ur. 15] ®ur. 15 npencraBiaser AWarpaMMmy, TOKa3bIBAOIIYI0 aMHHOKHUCIOTHYEO
NOCJIeIOBATENIbHOCTD Jierkoi neru antTu-CDHO6 anturena (SEQ ID NO: 12).

Onucanue BAPHAHTOB OCYIIECTBJIEHHS

[0080]

Jlanee  omMcCaHBl ~ NPEANOYTHUTENbHBIE  CIOCOOBI  OCYLIECTBIEHHS  HACTOSINErO
u3o0pereHns. BapuaHTbl OCYIECTBJICHUS, OINMUCAHHBIC HW)KE, NPEACTABICHbI TOJIBKO IS
WUTIOCTPAllMd ~ OJHOTO TNpUMepa TUIMYHOTO BapHaHTa OCYLIECTBJICHUS  HACTOSIIETO
300peTeHNs U He MpeJHa3HAUeHBI JIs1 OTPAHNYEHHsT 00beMa HACTOSIIIEr0 H300peTeHNUS.

[0081]

1. MeracraTu4eckas OIyXoJib FOJIOBHOTO MO3ra

B nHacrosimem wn3o0pereHMH TepMMH "MeTacTaThdeckas OIyXOJb TOJOBHOTO Mo3ra'
O3HA4YaeT OMyXOJb, Pa3BUBLIYIOCS B pE3yJIbTaT€ METACTA3MPOBAHUS INEPBHUYHOIO paka (paka,
pa3BHUBIIErocsi B OMOJIOTMYECKUX TKAHIX, OTJIMYHBIX OT MO3ra) B MO3r. MeracraTuueckas
ONyXOJIb TOJIOBHOIO MO3ra B HACTOSIIEM H300pPETEHHH BKJIIOYAET HE TOJBKO OIyXOJH,
METaCTa3upYIOIUe B MAPEHXUMY MO3ra, HO TAK)KE€ OIYXOJIH, MOPaKaIoLINe MATKYI0 MO3TOBYIO
00OJIOYKY W  MAyTHHHYHO  OOOJNIOYKY  (MEHHHIeaJbHbIH  KapLUMHOMATO3).  YYacTOK
METaCTa3UPOBAHUSI MOXKET MPEICTABJIATh COOOM OJMH WJIM HECKOJIbKO y4dacTkoB. Kpome Toro,
METacTaTU4eCKast OMyXOJib TOJIOBHOTO MO3Ta Hallle BCEro OOHAPYIKUBAETCS MOCTE TMOSIBJICHHS
CHUMIITOMOB NEPBUYHOI'O Paka, HO TaKXKe MOXKET ObITh OOHApYKEeHa A0 MOSIBJICHHS CHUMIITOMOB
NIEPBUYHOTO PaKa.

[0082] B xauecTBe MpUMEPOB CHMITOMOB METACTATHYECKOM OIMyXOJH T'OJOBHOTO MO3Ta
MOKHO TIPHBECTH, HANpHMEp, TOJOBHYI OONb, PBOTY, HAPYLICHHWE 3PEHHs, HAPYIICHUE
CO3HAHUsI, CYIOPOKHBIA MPHUMAIOK, Mapajud U paccTpoiictBo peun. [lpenmonaraercs, 4To 3TH
CHMITTOMBI BBI3BIBAIOTCS] MPSMBIM TMOBPEKACHUEM TKAaHEH MO3Ta OMyXOJIbIO M TMOBBIIIEHHBIM
BHYTPUYEPETTHBIM JJABICHUEM.

[0083]

Habnronenne mMeractaTHYeCKOW OMyXOJIM TOJOBHOTO MO3ra MOXHO OCYIIECTBHUTBH IPH
nomomy, Hampumep, CT (kommerorepHas tomorpadus), PET (mosurpoH-aMuCCHOHHAs
tomorpadust), MRI (MarHUTHO-pE30HAHCHOE MCCIIEOBAHUE ) WIIN T.11.

[0084]

B kauecTBe mpumepa NEpPBUYHOIO paka IJIsl METACTaTUYECKUX OMYyXOJieH T'OJIOBHOTO
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MO3Ta MOKHO yKa3aTb pakK JIETKOro, pak MOJIOUHOH >KeJe3bl, MEIaHOMY, MOYE€YHO-KJIETOUHBIH
pak, pak MOYKH, KOJOPEKTAJIBHBIN PaK, paK >KeJyJKa, PaK TOJOBbI U LIEH, MeNaTOLEIIHOJISPHbIN
pak, pak IEYEeHH, PaK SIMYHUKA, PaK MNPEACTATeNbHOM JKEJIEe3bl, PaK MOYEBOrO Iy3bIPs, PaK
HOI[)KGJ'Iy,HOHHOﬁ JKCJIE3bI, paK OHAOMETPUS, pPakK LHHTOBHHHOﬁ JKEJIE3bI, 3JIOKAUCCTBCHHYIO
mumdoMy U capkoMmy. B actHocTH, OBUIO OOHAPYIKEHO, YTO U3 HUX PaK JIErKOro, Pak MOJOYHOH
JKeJie3bl M MeJlaHOMa B OOJBLIOM MPOLEHTE CIy4YaeB SBJISIOTCS MEPBUYHBIM DPAKOM JJIst
METACTaTUUECKUX OIMyXOJIeH TOJJOBHOTO MO3Tra.

[0085]

2. KoHbIOTaT aHTUTENO-JIEKaPCTBEHHOE CPEICTBO

Konbrorar  aHTUTENO-NEKapCTBEHHOE CPEACTBO, MUCIOJNB3YEeMbII B  HACTOSALIEM
U300peTEeHNH, MPEICTAaBJISAET COOONW KOHBIOTAT aHTUTEJO-JIEKAPCTBEHHOE CPENCTBO, B KOTOPOM
KOMIIOHEHT JIEKAPCTBEHHOE CPENICTBO-JIMHKEP, MPEACTABIICHHBIN CIeayromei (GopMyioi:

[0086]

[©@opmyna 17]

CH O

[0087]

rae A mpeacTaBisieT COOOH MONIOKEHUE CBA3BIBAHUS C AHTUTEJIOM,

KOHBIOTHPOBAH C aHTUTEJIOM 4epe3 TUO(PUPHYIO CBSI3b.

[0088]

B HacrosimeM wH300peTeHMM YaCTHYHAs CTPYKTypa, COCTOSALIAsl W3 JIMHKEpa H
JIEKapCTBEHHOTO CPEACTBA, B KOHBIOTaTe€ AHTUTENO-JIEKAPCTBEHHOE CPEACTBO yKa3aHa Kak
"JleKapCcTBEHHOE CpeACTBO-THHKEP". KOMIIOHEHT JleKapCTBEHHOE CPEACTBO-JIUHKEDP CBsI3aH C
THOJIBHOH TPYNIoOH (APYTUMH CIIOBAMH, aTOMOM CEepbI IICTEHNHOBOIO OCTaTKa), 00Opa3oBaHHOU
Ha YYaCTKE MEXKLEMOYEUHOH TUCYIbQHUIHON CBSA3H (Ba caliTa MEKAY TSDKEIBIMH LETISIMU U BA
caiiTa MeX/y TSDKEJIOH LIETbIO M JIETKOH LIETbI0) B aHTHTEIE.

[0089]

JlekapCTBEHHOE CPENCTBO-JIMHKEP IO HACTOALIEMY W300pPETEHHI0 B  KauecTBe
komrioHeHTa Bkmouaer 5k3arekaH (IUPAC wasamwme: (1S,95)-1-amun0-9-3THI-5-TOp-
1,2,3,9

i s b )

12,15-rexcarunpo-9-ruapokcu-4-meruin-10H, 13H-
6enso[de|mupano[3',4":6,7 lungonusuno| 1,2-b]xunonunn-10,13-110H, (Takke UMEFO LI

xumudeckoe HasBanue: (1S,9S)-1-amuno-9-3THN-5-PTOP-2,3-AUrHAPO-9-rUAPOKCH-4-METHII-



38

1H,12H-6en30[de|mupano[3',4":6,7 Juanonusuno[ 1,2-b [xunonun-10,13(9H,15H)-auow)),
KOTOpBIN  sIBJIA€TCST HMHrUOMTOpOM Tomom3omepasbl [ Dk3arekaH mpencrasiser coOoi
NPOU3BOJHOE KAMITOTELMHA, O0Nafaolee MpOTHBOOIMYXOIEBbIM 3(PdeKkToM, mpencraBieHHOe
cnenyromei GopmMyJIoit:

[0090]

[DPopmyna 18]

OH O

[0091]

[0092]

KoHbrorar  aHTUTENO-NEKaPCTBEHHOE CPEACTBO, UCIOJNb3YEeMbII B  HACTOALIEM
M300peTeHnH, TaK:Ke MOXKET OBITh MPECTABJIEH clenyomeit GopMyJoit:

[0093]

[@opmynia 19]

AHTHUTSJIO —

[0094]

[0095]

r7e KOMIIOHEHT JIEKapCTBEHHOE CPEICTBO-IMHKED KOHBIOTUPOBAH C AHTHUTEJIOM dYepes
TI/IOB(bI/IpHy}O CBSA3b. JHAYEHHE N SBJISIETCS TAKHUM KE, KaK TO, KOTOPO€ HA3bIBAKOT CPCAHUM
KOJIMYECTBOM MOJIEKYJ KOHBIOTHPOBAHHOTO JiekapcTBeHHOro cpenactsa (DAR: oTHomenue
JIEKAPCTBEHHOTO CPENCTBA K AHTUTENY), U YKa3bIBAET CPeIHEE KOJHUECTBO KOHBIOTHPOBAHHBIX
eIUHML] JIEKAPCTBEHHOE CPECTBO-JTMHKEP HA MOJIEKYJIy aHTHUTENA.

[0096]

ITocne Murpali B PakoBble KJIETKU KOHBIOTAT AHTUTENO-JIEKAPCTBEHHOE CPEICTBO,
UCTIOJIB3YEMbIil B HACTOALIEM H300pETEeHHH, BBICBOOOXKIAET COEAMHEHHE, MNPEACTaBICHHOE
cnenyromei GopMyJIoit:

[0097]
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[@opmynia 20]

[0098]

U TAaKUM 00pa3OM MPOSIBISIET MPOTHBOOMYX OJIEBbINA H(PPEKT.

[0099]

Vka3aHHOE BBILIE COeIMHEHNUE NPEeAoNaraeTcs KakK NIEPBOMCTOYHHK

NPOTHUBOOMYXOJEBOH  AaKTHBHOCTH  KOHBIOTaTa  AHTUTENIO-JIEKAPCTBEHHOE  CPE/CTBO,
UCTIOJIB3YEMOr0 B HACTOSIIEM H300peTeHuHu, W ObUIO TOATBEPXKIEHO, YTO OHO obnanaer
s¢dexrom narnouposanus tonomsomepassl I (Ogitani Y. et al., Clinical Cancer Research, 2016,
Oct 15; 22(20):5097-5108, Epub 2016 Mar 29).

[0100]

Takske M3BECTHO, YTO KOHBIOTAT AHTHTENO-IEKAPCTBEHHOE CPEICTBO, HCIOIb3YEMbIil B
HacTosimeM u3oOpereHun, obnanaer spdexrom “cuperens” (Ogitani Y. et al., Cancer Science
(2016) 107, 1039-1046).

ObdexT cBumeTens MNpOSBISETCS dYepe3 NPOLECC, KOIAa KOHBIOraT aHTHTENO-
JIEKaPCTBEHHOE CPEACTBO, MCIIOJNb3yeMbl B HACTOSIIEM HM300pPETEHHH, MHTEPHAIU3HPYETCS B
pPaKkoOBBIE  KJIETKH, OKCHPECCHUPYIOLINE MHIIeHb, W  YKA3aHHOE BBIIE  COCJUHEHHE
BBICBOOOXKIAETCSI U 3aTEM NPOSIBIISIET MPOTHBOOITYXOJIEBBIH 3(PEKT TaKke Ha PAKOBbIE KIIETKH,
KOTOpBIE MPUCYTCTBYIOT B OKPYKEHUH U HE 3KCIIPECCUPYIOT MUILIEHb.

[0101]

3. AHTHTENIO B KOHBIOTATE AHTUTEJO-JIEKAPCTBEHHOE CPEICTBO

AHTUTENI0O B KOHBIOraTe aHTHUTENO-JEKAPCTBEHHOE CPEACTBO, HCIONb3YEeMOM B
HACTOSIIEM H300PETEeHHUH, MOXKET MPOUCXOAUTh U3 JIFOOOr0 BHAA, U MPEANOYTHTENBHO
NpencTaBisier coOOM aHTUTENO, MOJYYEHHOE OT YeJIOBEeKa, KPbIChI, MBIIIK WM Kpoyiuka. B
Cly4asiX, KOrJja aHTUTEJIO MPOUCXOIUT M3 BH/A, OTJIMYHOIO OT YeJOBEeKa, ero MPeAnOYTHTEIbHO
MO/IBEPratoT XUMEPH3aLUH WIH I'YMaHU3ALHUN C UCTIOJIb30BAHUEM XOPOLIO U3BECTHBIX METO/OB.
AHTUTENO MO HACTOSLIEMY H300PETEHHI0O MOXKET MPEACTaBIATh CODOH TMONMKJIOHATBHOE
AHTUTEJO WJIM MOHOKJIOHAJIBPHOE AaHTUTEJO U NPEANOYTHTENBHO MPEACTaBIsieT CoOOM
MOHOKJIOHAJIBHOE aHTUTEJIO.

[0102]

AHTUTENI0O B KOHBIOTaTe aHTHTENO-JEKAPCTBEHHOE CPEACTBO, MCIONb3YEeMOM B
HACTOAILIEM M300pETeHHH, NPEACTaBIsIeT COOOW AHTHUTENO, MPEANOYTHUTENBPHO OOJajaroInee

TAKOM  XapakTePUCTUKOM, Kak CHOCOOHOCTb TapreTHpPOBAaHHS  PAKOBBIX  KJIETOK, U
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NPEATIOYTUTENBHO MPECTABISAET COOOH aHTUTENO, 00IagaroIee CIoCOOHOCTBIO PACIIO3HABAHUS
PaKOBOI KJIETKH, CIIOCOOHOCTBIO CBSI3BIBATHCS C PAKOBOH KJIETKOH, CITIOCOOHOCTBIO K BHEPEHHIO
Y MHTEPHAJIM3ALIH B PAKOBYIO KJIETKY W/HIJIM LINTOTOKCHUYECKOW aKTUBHOCTBIO MPOTUB PAKOBBIX
KJIETOK.

[0103]

Ces3piBaroInass akTUBHOCTb AHTUTENA TPOTHB PAKOBBIX KJIETOK MOXET ObITh
NOATBEPKJEHa METOJOM IPOTOYHONW wLuTOMeTpuu. HMHTepHanmuzanms aHTUTENa B PaKOBbIE
KJIETKH MOXeT ObITh TonaTBepskaeHa mnpu nomomu (1) aHanM3a BU3yalM3allMd aHTHTENA,
BKJIFOUEHHOTO B KJIETKH, MOJ (PJIyOPECLEHTHBIM MHUKPOCKOIOM C MCTIOJIb30BAHUEM BTOPUYHOTO
antutena (GyopecleHTHO MEYEHHOT0), CBSI3bIBAIOIIETOCs ¢ TepaneBTHdeckuM antureaom (Cell
Death and Differentiation (2008) 15, 751-761), (2) ananu3a u3MEpeHHs HHTEHCHBHOCTH
(yopecueHI N, BKIFOYEHHOH B KJIETKH, C UCTIONb30BAHNUEM CBSI3bIBAHUSI BTOPUYHOTO aHTUTENA
(bnyopecuenTHo MedeHHOTO) ¢ TepamneBrrueckuM anturesiom (Molecular Biology of the Cell,
Vol. 15, 5268-5282, December 2004) wmm (3) anammza Mab-ZAP ¢ wucnonbp3oBaHueEM
CBSI3bIBAHUSI UMMYHOTOKCHHA C TEPAIEBTUYECKUM aHTUTEJIOM, I7I€ TOKCHH BBICBOOOKAAETCS TIPH
BKJIFOUEHUH B KJIETKHU Ul MHTHOUpoBaHus pocta kietok (Bio Techniques 28: 162-165, January
2000). B kayecTBe MMMYHOTOKCHHAa MOKHO HCTIOJIb30BaTh PEKOMOWHAHTHBINH KOMILIEKCHBIM
OeJIOK KaTaIUTUIECKOTo TOMeHa A TepuitHOro TokcuHa U Oenka G.

[0104] ITpoTHBOOITYXOJIEBYIO aKTUBHOCTh AHTHUTEJA MOXKHO MOATBEPAUTH in VItro myTem
OTIpeNeNIeHNs] MHIMOUPYIOIEeH aKTUBHOCTU NMPOTHUB KJIETOYHOro pocra. Hampumep, pakoByro
KJIETOUHYIO JINHUIO, CBEPXIKCIPECCUPYIOIIYIO OEIOK-MUIIEHD AJIl AHTUTENA, KYJIbTUBUPYIOT U B
KYJbTYPAJIbHYIO CHCTEMY NOOABISIFOT AHTHTENO B PA3IMYHBIX KOHLEHTPALMIX, YTOOBI MOXKHO
ObUIO OMpeneauTh MHIHMOMPYIOIYI0 AKTHBHOCTb NPOTHUB 00pa3OBaHMs OYaroB, OOpa3OBaHUS
KOJIOHUH U pocTa ceponnon. IIpoTHBOOMYX0IEBYI0 aKTUBHOCTh MOYKHO TOATBEPAUTH iN VIVO,
HarpuMmep, IMyTeM BBEIEHUs aHTUTeNa “TOJNOH~ MBIIN C TPAHCIUIAHTUPOBAHHOW pPaKOBOM
KJIETOUHOM JIMHMEH C BBICOKOW JKCIpeccHel OeNlka-MHIIEHH M ONpeAeNieHUs HM3MEHEHHH B
PaKOBBIX KJIETKAaX.

[0105]

IToCKOIBKY COEOMHEHHE, KOHBIOTHPOBAHHOE B KOHBIOTATE AHTUTENIO-JIEKAPCTBEHHOE
CPEACTBO, TPOSIBJIIET MPOTUBOOMYXOJEBBIH 3(PPEKT, MPEeNNOYTHTEIBHO, HO HEOOs3aTeNbHO,
9TOOBI AHTUTENIO CaMO OONamalo MPOTUBOOIYXONEBbIM 3ddexTom. i crnenuduyHOCTH U
CEJICKTUBHOCTH MPOSIBJICHHUSI LIUTOTOKCHYECKOW aKTUBHOCTH MPOTHBOOIMYXOJIEBBIM COCIMHEHUEM
NPOTUB PAKOBBIX KJIETOK BaXXHO, & TAaKXK€ IPEANOUTUTENIbHO, YTOOBI AHTUTENO MOTJIO
UHTEPHAIM3UPOBATHCS ST MUTPALIUH B PAKOBBIE KIIETKH.

[0106]

AHTHTENIO B KOHBIOTATE€ AHTUTENO-JIEKAPCTBEHHOE CPENICTBO, HCIONb3YEMOM B
HACTOSAIIEM H300pPETEHHH, MOKHO IOJYYUTh C HCIIOJNb30BAHHEM NPOLENYpPHI, HU3BECTHOH B
DaHHOM oOnactu TexHUKU. Hampumep, aHTHTENO MO HACTOSALEMY H300PETEHUIO MOXKHO
HOJYYUTh C UCIIOJIB30BAaHUEM CIOC00a, OOBIMHO OCYIIECTBIISIEMOrO B JAHHON 00JAaCTH TEXHUKH,

KOTOprfI BKJIFOYAa€T UMMYHU3AIUI0 KUBOTHBIX aHTUTCHHBIM MOJHUIICIITUAOM U C60p U OYUCTKY
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aHTUTENA, MPOAYLUPYEMOro in vivo. MICTOUHUK MPOMCXOXKICHUS] aHTUT€HA HE OTPAHUYHMBAETCS
YeJIOBEKOM, H JKUBOTHBIX MOKHO MMMYHH3HPOBATh aHTUTE€HOM, MPOUCXOASIIIUM OT OTJIHYHOTO
OT 4YeJIOBEKa )KUBOTHOT'O, TAKOTO KaK MBIIIb, KpbICa U T.11. B 3TOM ciy4ae MoeT OBITh HCIIBITaHA
NEPEKPECTHAs] PEAKTHHOCTb AaHTHUTEN, CBSA3BIBAIOIIMUXCS C MOJYYEHHBIM Te€TePOJOrHIHBIM
AHTUT€HOM, C YeJIOBEUECKMMH AHTHIe€HaMM JJIsl CKPUHHMHIA HA AHTHUTENO, NMPUMEHUMOE IpHU
3a00JIeBaHNU YEJIOBEKa.

[0107]

ANBTEpPHATUBHO, AHTUTEJIO-NIPONYLIUPYIOIINE KJIETKH, KOTOPbIe MPOAYLHMPYIOT aHTHTEA
NPOTUB AHTUT'€HA, MOTYT OBITh CIUTHI C MUEJOMHBIMH KJIETKAMU B COOTBETCTBHH CO CIIOCOOOM,
W3BECTHBIM B HaHHOI oOnacti TexHuku (Hanpumep, Kohler and Milstein, Nature (1975) 256, p.
495-497; Kennet, R. ed., Monoclonal Antibodies, p. 365-367, Plenum Press, N.Y. (1980)), mst
YCTAQHOBJIEHHUsI THOPUIOM, U3 KOTOPBIX, B CBOK OdYepenb, MOTYT ObIThb MOJyYEHbI
MOHOKJIOHAJIbHBIE aHTUTEJIA.

[0108]

AHTUTEH MOXKHO MOJIYYUTh MYyT€M TIe€HHO-WHXEHEPHOU MOIM(UKAIMH KJIETOK-XO035€B
IUIS TIONYYEeHUsl TeHa, KOIUPYIOIIEro aHTHIeHHBI OeloK. B 9acTHOCTH, MONydYarOT BEKTOPHI,
KOTOpbIe 00€CIeUnBAIOT BO3MOKHOCTh SKCIIPECCUN T€HA aHTUT'€HA, M MEPEHOCIT UX B KIIETKH-
X0351€Ba, YTOOBI T€H HKCIPECCHPOBAJICS. JKCIPECCUPOBAHHBIA TAKMM O0Pa30M aHTUT'€H MOYKHO
OYHUCTUTH. AHTHTENIO MOXHO TaKXKe [MOJYyYUTh CIOCOOOM HWMMYHH3ALUU SKUBOTHBIX
ONMUCAHHBIMHU BBIIIE TE€HHO-MHXKEHEPHBIMH aHTUT'€H-IKCIPECCUPYIOMUMU  KJIETKAMH  WJIH
KJIETOYHOM JIMHUEH, SKCIPECCUPYIOLIEH AHTUTEH.

[0109]

AHTUTENIO B KOHBIOTaT€ AHTUTENO-JIEKAPCTBEHHOE CPEJICTBO, HCIONb3YEMOM B
HACTOSILIIEM M300PETEHUH, MPEAMNOUTHTEIBHO MPENCTaBIAET COO0H peKOMOMHAHTHOE AHTHUTEJIO,
HOJIyYEHHOE IyTeM HCKYCCTBEHHONW MOAM(PUKAIMU C IEJbI0 CHIDKEHUS TIeTepOJOrMYHON
AHTUTEHHOCTHU JJISl YEJIOBEKa, TAKOE KaK XUMEPHOE aHTHTENIO HJIM T'YMAHU3UPOBAHHOE AHTHUTEJIO,
WIN TMPEINOYTUTEBHO AHTUTENIO, HMMEIOLIee TOJIbKO IOCHENOBATEIbHOCTh T'€HA AHTUTENA,
MOJIYYEHHOTO OT YEJIOBEKA, T.€. YEJIOBEUECKOE AHTUTENIO. DTH aHTUTENAa MOXHO MOJyYUTh
U3BECTHBIM METOJIOM.

[0110]

B kausecTBe mpuMepa XMMEPHOTO aHTHUTEJA MOXKHO YyKa3aTb AHTUTENO, B KOTOPOM
BapuabenbHast M KOHCTaHTHAs OOJACTH aHTUTENA MPOUCXONAT OT PA3HBIX BUAOB, HAIPUMED,
XHUMEpPHOE aHTUTEIO, B KOTOPOM BapuadesbHas 00JacTh aHTUTENA MBIIIH WIH KPBICHI COSTMHEHA
C KOHCTaHTHOU 00nacThio yenoBeueckoro antutena (Proc. Natl. Acad. Sci. USA, 81, 6851-6855,
(1984)).

[0111]

B kadecTBe mnpumepa TyMaHH3UPOBAHHOIO AaHTUTENA MOXKHO yKa3aTh, AHTUTEJNO,
MOJTyYE€HHOE TyTeM BCTPAaWBAaHHSI TOJIBKO Ompeaersomei kommieMeHTapHocTs obnactu (CDR)
TeTEepOJIOTUYHOTO aHTHTeNa B uenoBedeckoe aHtureno (Nature (1986) 321, pp. 522-525),

AHTUTCJIO, MOJIYYCHHOC MyTEM MPUBUBKU YaCTU aMUHOKHNCJIOTHBIX OCTAaTKOB K&pK&CHOI’I obnactu
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reTepOJIOTUYHOTO aHTHUTENA, a Takke nocienosarenbHoct CDR rereponornyHoro anrurena K
yenoBeyeckoMmy antuteny MerogoM CDR-npuBuBknm (WO  90/07861), wum  aHTHTENO,
I'YMaHU3MPOBAHHOE C MCIIOJb30BAaHMEM CTpATEerMM INeHHON koHBepcuu U MmytareHesza (IlareHT
CIIA Ne 5821337).

[0112]

B xauecTBe npumMepa 4enoBeUeCKOro aHTUTENa MOJKHO YKa3aTh aHTUTEJNO, TeHEPHPYEMOe
C MCIIOJIB30BAHMEM MPOAYLHUPYIOIIEH UYeI0BeUeCKOe aHTUTENIO MBILIH, UMEIOIIEH YeIoBeUeCKui
XPOMOCOMHBINH (DparMeHT, BKIIIOYAIOIIMN TeHbl TSOKENOW LeNMU W JITKOH LeNu YeJIOBEKOro
antutena (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 Iijima, 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 aNbTEpHATHBBL, MOXHO YKa3aTb AHTUTENO, IOJNYYEHHOE MyTeM
(baroBoro AuUCIUIEs, aHTUTENIO, KOTOPOE BBIOUPAIOT U3 OMOJMOTEKH YeJIOBEUECKUX AHTHUTEI CM.
Wormstone, I. 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, ut.11.).

[0113]

AHTHTENIO B KOHBIOTATE€ AHTUTENO-JIEKAPCTBEHHOE CPENICTBO, HCIONb3YEMOM B
HACTOSAILIEM H300pETEeHHH, TaKXe BKIIOYaeT MOAM(HULIMPOBAHHbIE BAPUAHTHI AHTUTENA.
MouduimpoBaHHbIH BAPHAHT OTHOCUTCS K BapUAHTY, MOJYUYEHHOMY NyTeM XUMHYECKOH WU
Ouonorndeckoil MoAU(UKAIMM aHTUTENAa B COOTBETCTBHM C HACTOSINUM M300pETEHUEM.
IIpumepsl XUMHUYECKH MOAM(PULIMPOBAHHOIO BapUaHTAa BKJIOYAIOT BAPHAHTHI, BKIIIOYAIOIINE
CBSI3BIBAHHME XMMHUYECKOTO (hparMeHTa ¢ aMHMHOKHCIOTHBIM CKEJIETOM, BAPHAHTHI, BKIIIOYAOLIHE
CBSI3BIBAHME XUMHYECKOro (hparmenTa ¢ N-cBsi3aHHOH minn O-CBSI3aHHOH YIJIEBOJHOHN LENBIO U
T.a. [lpumepsl Ouosorndecku MOAM(PHUUUPOBAHHOIO BAapHAaHTA BKJIIOYAIOT BAPHAHTBI,
NOJTIY4E€HHBIE MTOCTTPAHCIIUUOHHON Moaudukauueii (Hanpumep, N-cesizaHHOe win O-CBsi3aHHOE
rauko3mupoBanne, N- win C-KOHIEBOH MNPOIECCUHT, Ne3aMHIUPOBAHHE, H30MEPU3ALUS
acraparuHOBOM KUCJIOTHI WJIM OKUCJIEHUE METHUOHHMHA), ¥ BAPUAHTHI, B KOTOPBIX METHOHUHOBBIH
ocTaTok ObwT noOaByieH K N-KOHIy MyTeM SKCIPECCHU B NMPOKAPUOTUYECKON KIIETKE-XO3SIMHE.
Kpome Toro, aHTUTENO, MEYEHHOE TAaKUM 00pa3oM, 4TOOBI CIeNIaTh BOSMOYKHOW AETEKLUIO WU
BBIJICJIEHHE aHTUTENIAa WM AaHTHI€Ha B COOTBETCTBUH C HACTOSALINM H300pETEHHEM, Hampumep,
depMeHT-MeueHOe aHTHTENO, (IIyOPECHEHTHO-MEUEHOEe AaHTUTEeNO0 U apPUHHO-MEUEHOe
AHTUTENO, TAK)KE BKIIFOYEHO B CMBICIIOBOE 3HAU€HHE MOAM(HULMPOBAHHOrO BapwaHTa. Takoi
MOAN(UIMPOBAHHBIN BAPHAHT AHTUTENIA B COOTBETCTBUU C HACTOSIIIUM HM300pPETEHHEM MOJIE3eH
IUISL YITy4LIeHNs] CTA0MIIBHOCTH U YAEP)KaHUS aHTUTENAa B KPOBU, CHIKEHHUSI €r0 aHTUI'€HHOCTH,
JETEeKLNHY UITH BBIICTICHNS] aHTUTENA WJTH aHTUT€HA U T.1I.

[0114]

Kpowme Toro, nmyrem perynsuun MOAU(HUKALNN IJIMKAaHA, KOTOPBIA CBA3aH C AHTUTEJIOM B

COOTBETCTBHH C HACTOSAIIUM H300peTeHueM (TJIMKO3MINPOBaHUe, Ne(dyKO3WINPOBAHUE U T.1.),
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MOYKHO TIOBBICHTH AHTHUTEJIO-3aBHCHMYIO0 KJIETOYHYIO LUTOTOKCHYHOCTh. B KauecTBe MeTonoB
IUISL PeryJsiuiy MoauduKamy riukaHa anturen u3sectHol WO 99/54342, WO 00/61739, WO
02/31140, WO 2007/133855, WO 2013/120066 u t.n. OnHAKO METOABI HE OTPAHHYUBAIOTCS
STUM. AHTUTENO B COOTBETCTBUH C HACTOSIIUM HM300pETEHHEM TaKKe BKJIIOUAET aHTHUTENA, B
KOTOPBIX PEryJupyercs MOaupUKaIus IITUKaHA.

[0115]

W3BECTHO, YTO JTIM3MHOBBIA OCTATOK Ha KapOOKCHIIBHOM KOHIIE TSDKEJION LIENH aHTHTeNa,
NPOOYLUPYEMOTO B KYJBTHBUPYEMOH KJIETKE MIIEKONMUTAroIero, aeieruposaH (Journal of
Chromatography A, 705: 129-134 (1995)), u Takke H3BECTHO, YTO JBa AMHUHOKHCIJIOTHBIX
octatka (TIMUMH M JHU3MH) HAa KapOOKCHJIBPHOM KOHLE TSDKEJIOH LENmd aHTUTENa,
NPONYLUPYEMOTO B KYJIbTHBHPYEMOU KJIETKE MJIEKOTIMTAIOLIETO, ASJIETHPOBAHBI, & IPOJIUHOBBIH
OCTaTOK, MOSIBUBIIUICS Ha KapOOKCWIIbHOM KOHLE, amuaupoBaH (Analytical Biochemistry, 360:
75-83 (2007)). OnHako Takas aenenus 1 MOAUGUKALINS MTOCIENOBATEIBbHOCTH TSKEIION LIETIH He
BIUAOT Ha ap@PUHHOCTh CBSI3bIBAHUS aHTUTeHA U 3(PQPEeKTOpHYyr (YHKIHMIO (aKTHBaLUS
KOMITJIEMEHTA, AHTUTENIO-3aBUCUMAsi KJIETOUHAs LUTOTOKCUYHOCTh M T.JA.) aHTHTENA. Takum
00pa3zom, aHTUTEJO MO HACTOSIIIEMY M300PETEHHIO TAKXKE BKIIFOYAET AHTHTENA, TOBEPraBIIUECs]
TakOl Moxupukauuu, u (yHKIHOHAJBHbIE (PpParMeHTBHl AHTUTENA, a TAKXKE ENELHOHHBIE
BApUAHTHI, B KOTOPHIX OJHA WJIK JBE aMUHOKHCIIOTHI OBLIM JEJETUPOBAHBI HA KapOOKCHIBHOM
KOHIIE TSDKEJION IIeTTH, BAPHAHTBI, MTOJyYeHHbIE IyTEM aMHIUPOBAHNS JAEJICLUOHHBIX BAPHAHTOB
(HampuMep, TSDKENOW IlenmH, B KOTOPOH TNPOJMHOBBIM OCTaTOK Ha KapOOKCH-KOHIE OBLI
aMUIUPOBAaH) U T.II. THI JENEeHUOHHOrO BAapHAHTA, MMEIOLIEro NEeNEUI0 Ha KapOOKCHIBHOM
KOHLIE TSDKEJIOM IIeMM aHTUTeNa B COOTBETCTBHUM C HACTOSINUM M300peTeHHEM, He
OrpaHUYMBAETCS YKA3aHHBIMU BBILIE BAPHAHTAMU, NP YCIOBHH, YTO COXpaHsIOTCA ah(PUHHOCTD
CBsI3bIBAHMS aHTHIeHa U 3 dexropHas GpyHkums. J[Be Tskenble Heny, COCTABIIIOIINE AHTUTEIO
B COOTBETCTBUH C HACTOSIINUM H300pETEHHEM, MOT'YT OTHOCUTBLCS K OTHOMY THITY, BHIOpAaHHOMY
U3 TPYIIbI, COCTOSINEH U3 MOJHOPA3MEPHOH TSKEJION LEMH U BbIIIEONUCAHHOTO AEJCLIMOHHOTO
BApUAHTA, WM MOTYT OBbITh IByX THUIIOB B KOMOWHALWM, BEIOpaHHOW U3 HUX. Ha oTHOCUTENBHOE
KOJINYECTBO Ka)KAOTO IENIEIIHOHHOTO BAPHAHTA MOXKET BIUSTH THIT KYJbTHBHPYEMBIX KJIETOK
MJIEKOTIMTAIOLINX, KOTOpPble MPOAYLHUPYIOT AaHTUTENO B COOTBETCTBUH C HACTOSIIUM
u300peTeHNeM, M YCIIOBUS KyJIbTUBHPOBAHUS, OJHAKO MPEATOYTUTENbHBIM MPUMEPOM MOKET
OBITb AQHTUTENO, B KOTOPOM OIWH AMHHOKHCJIOTHBIH OCTAaTOK Ha KapOOKCHJIBHOM KOHIIE
IENETUPOBaH B 00EHX M3 IBYX TSDKEJIbIX IIeTIeH B aHTUTENIE 110 HACTOSAIIEMY H300PETeHHUIO.

[0116]

B kauecTBe mpuMepa W30TUIIOB aHTUTEA B COOTBETCTBUU C HACTOSLIMM H300peTeHHEM
MOXHO yka3atb, Hanpumep, 1gG (IgGl, IgG2, 1gG3, 1gG4), n npeanodTUTENFHO MOYKHO yKa3aTh
IgG1 unm IgG2.

[0117]

IIprmMepsl aHTHTEN B KOHBIOTATE AHTUTENO-JIEKAPCTBEHHOE CPEACTBO, HCIIOJIB3YEMOM B
HACTOALIEM H300pPETeHUH, MOTYT BKJIIOYaTh, HO KOHKPETHO HE OrPaHYMBAIOTCS 3TUM, aHTHU-

HER2 anrtureno, antu-HER3 antureno, antu-TROP2 antureno, antu-B7-H3 antureno, antu-
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CD3 antureno, antu-CD30 anturteno, antu-CD33 aatureno, antu-CD37 aarureno, antu-CDS6
anturteno, aHTu-CD98 antureno, antu-DRS anrturteno, antu-EGFR antuteno, antu-EPHA2
antureno, aHTu-FGFR2 antureno, antu-FGFR4 antureno, antu-FOLR1 anTurteno, antu-VEGF
antuteno, aHTU-CD20 anTureno, antu-CD22 anrtureno, antu-CD70 antureno, antu-PSMA
anturteno, aHTu-CEA aHTuTeno, aHTHU-Me30TeIMHOBOE AHTUTENIO, aHTU-A33 aHTUTEIO, aHTHU-
CanAg anrtureno, antu-Cripto antuteno, antu-G250 anturteno, antu-MUC1 aHTHTENO, aHTHU-
GPNMB anrureno, anTtu-MHTErpuHOBOE aHTUTENO, AaHTU-TeHaciMH-C aHTUTENO, aHTH-
SLC44A4 antuteno, antu-GPR20 antuteno u antu-CDH6 anTuteno. Kpome toro, B kauecTse
NPEANOYTUTENBHBIX NPUMEPOB MOXKHO yka3aTh aHTU-HER?2 antureno, antu-HER3 antuteno,
antu-TROP2 antureno, antu-B7-H3 antureno, antu-GPR20 antureno u antu-CDH6
aHTUTEJNO, U OoJiee MPEeNMOYTHTEIBHBIM MOKET ObITh aHTH-HER?2 anTuTeno.
[0118]

B nacrosimem m3obperenun tepmuH "aHTH-HER2 aHTHUTENno" OTHOCHTCS K aHTUTENY,
kotopoe cneunpuueckn cpsizpiBaercsi ¢ HER2 (peuentop uenoBedeckoro >muaepMalibHOTO
dakropa pocta Tuna 2; ErbB-2) u mpenmnoutuTebHO 001a1a€T AKTUBHOCTHIO MHTEPHATHM3AINH B
HER2-3kcnpeccupyromue kjieTku nyteM cessbiBanust ¢ HER2.

[0119]

ITpumeps! antn-HER2 antutena BximodaroT Tpacryzymad (Ilarent CLITA Ne 5821337) u
nepty3ymad (Mexxaynaponnas myonukarust Ne WO 01/00245). B kauecTBe npeAnOYTHTEIBHOTO
npuMepa MOXKHO YKa3aTh TPacTy3ymao.

[0120]

B nacrosimem msoOperenun tepmuH "aHtu-HER3 anTuteno" ortHocurcs K aHTUTENY,
kotopoe cneunpuueckn cpsspiBaercsi ¢ HER3 (peuenrop uenoBedeckoro smuaepMalibHOTO
¢akTopa pocta tuna 3; ErbB-3) u npeanoyruresbHo 00anaeT aKTUBHOCTBIO MHTEPHAIU3ALIUH B
HER3-3kcnpeccupyromue kiaeTku mytem cpsizbiBanus ¢ HER3.

[0121]

IMpumepsr antu-HER3  anturena Bikmowator narpurymad (U3-1287), UI-59
(Mexnynaponnas nyonukanust Ne WO 2007/077028), MM-121 (cepubantymal), antu-ERBB3
aHTUTENO, OmHMcaHHOoe B MexayHaponHoi nyOmukamu Ne WO 2008/100624, RG-7116
(mympety3ymad) u LIM-716 (anremrymab). B kauecTBe mpeAnoOYTHTEIHHOTO MPUMEPa MOKHO
ykazaTh natputymad u U1-59.

[0122]

B Hacrosimem mzoOperenun tepmuH "aHTH-TROP2 aHTHTENO" OTHOCHTCS K QHTUTENY,
kotopoe crnenuduueckun cpssbiBaercss ¢ TROP2 (TACSTD2: omyxonb-acconMupOBaHHBIN
KaJIbIIUEeBbIA CUTHAJIBHBINA TpaHcaykTop 2; EGP-1) u npeanouturensHo 001anaeT akTHBHOCTHIO
untrepHamu3anuu B TROP2-3kcnpeccupyrolue KieTku nyteM cBsasbiBanus ¢ TROP2.

[0123]

IIpumepsr anTu-TROP2 anturena Brmouaror hTINAI-HIL1 (MexnyHaponHast
nyonukarmst Ne WO 2015/098099).

[0124]
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B Hactosimmem m3oOperennn TepmuH "aHTH-B7-H3 aHTHTEN0" OTHOCHTCS K aHTUTEINy,
KoTopoe crieuudruecku cpsizbiBaercs ¢ B7-H3 (romosor 3 B-knerounoro anturena #7;, PD-L3;
CD276) w mnpeamodtuTenbHO 00JiagaeT AKTUBHOCTBIO WHTepHanm3auuun B B7-H3-
SKCIPECCUPYIOLIHE KIETKU NyTeM CBsi3biBaHusA ¢ B7-H3.

[0125]

ITpumeps! autu-B7-H3 anturena sxmouaror M30-H1-L4 (MexnyHnaponHas myOnukarms
Ne WO 2014/057687).

[0126]

B Hactosimem m3o0perennu tepMuH "aHTU-GPR20 aHTHUTENO" OTHOCHUTCS K QHTUTEINY,
kotopoe crenuduuecku cpszbiBaercs ¢ GPR20 (ceszannbiii ¢ G-Oenkom peuentop 20) u
NPEANOYTHTEPHO 00JlalaeT aKTHUBHOCTBIO wHHTepHanmu3aimu B GPR20-3kcnpeccupyromnme
KJIeTKy nyTeM cBsizbiBaHus ¢ GPR20.

[0127]

IMpumepsr  antu-GPR20 anturena Brmowaror h046-H4e/L7 (MexkayHapomHast
nyommkanus Ne WO 2018/135501).

[0128]

B nacrosmem m3o0perernn tepmuH "aHTu-CDHO aHTHTENnO" OTHOCHTCS K aHTHUTEINY,
kotopoe creuudpuyuecku cesizbiBaercsi ¢ CDH6 (KagrepmH-0) U mpenmouTUTeNbHO oONanaer
aKTUBHOCTBIO MHTepHamu3zauuu B CDHO-skcnpeccupyrolue KIE€TKH IyTEM CBA3BIBAHUSA C
CDH6.

[0129]

ITpumeps! antu-CDHO6 anturena Bkimtovaror HO1LO02 (MexnynaponHas myOnukanums Ne
WO 2018/212136).

[0130]

4. IlonyyeHne KOHBIOTATa AHTUTENO-IEKAPCTBEHHOE CPEICTBO

[IpomexxyTouHOE COEOUHEHHE JIEKAPCTBEHHOE CPENCTBO-JMHKEP MJI NPUMEHEHHs B
MOJyYEeHUH KOHBIOraTa AaHTHUTENO-JIEKapCTBEHHOE CPENCTBO, HCIOJIb3YEMOrO0 B HACTOSIIEM
U300peTeHNH, TIPECTABIICHO cleayromei Gopmyoil.

[0131]

[©@opmyna 21]
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[0132]

IIpoMekyTOuHOE COeNMHEHHE JIEKAPCTBEHHOE CPEACTBO-TMHKEP MOXKET ObITh yKa3aHO

oz, XUMHUYECKUM Ha3BaHUEM N-[6-(2,5-nmuokco-2,5-nuruapo-1H-muppoi-1-
wn)rekcasons | rnunui-L-pernnanaaun-N-[ (2-{[(1S,9S)-9-3tun-5-prop-9-ruapokcu-4-
metui-10,13-nuokco-2,3,9,10,13,15-rexcarunpo-1H, 12H-
6enzo[de]nupano[3',4":6,7 [unnonusuno| 1,2-b|xuHonuH- 1 -1 ]amuHo }-2-
OKCOSTOKCH )METHJI|[JINIIMHAMHUA U MOXET OBbITh MOJIYyYeHO PYKOBOJCTBYSICh OIMCAHUSMY,
npeacTaBieHHbIMU B MesxayHapoaHou myOnukammu Ne WO 2014/057687, MexnyHapomHOi
nyOmukamun Ne WO 2015/098099, Mexnynapoauoi mnyOmukaumu Ne WO 2015/115091,
Mesxnynaponnoit nybmukanun Ne WO 2015/155998, MexnynaponHoit nyOnukammu Ne WO
2019/044947 u T.I.

[0133]

Konbrorar  aHTUTENO-IEKAPCTBEHHOE CPEACTBO, HCIOJNB3YEMBIH B  HACTOALIEM
U300pEeTEeHNH, MOKHO TMOJYYHTh MyTEM B3aUMOJEHCTBHUS BBILIEONHUCAHHOTO MPOMEKYTOUYHOTO
COEMHEHUs JIEKAPCTBEHHOE CPENCTBO-JIMHKEP M AHTHUTENA, CONEPIKAIlero THOJBHYIO TPYIITY
(anBTEPHATHBHO yKa3aHa KaK CYJIb(THIPHIbHAS TPYTINa).

[0134]

AHTHTENO, comepKamee CyJb(QrUAPHIBHYI TPYMIy, MOXHO MOJYYHTb CHOCOOOM,
XOpOIIO M3BECTHBIM B JaHHOU oOjactu Texauku (Hermanson, G. T, Biocojugate Techniques, pp.
56-136, pp. 456-493, Academic Press (1996)). Hampumep, myrem wncnons3oBanus 0,3-3
MOJSIPHBIX ~ SKBHBAJIEHTOB BOCCTAHOBHTENS, TAakoro Kak Tpuc(2-kapookcustun)pochun
rugpoxyopun (TCEP), B pacuete Ha MeEXIENOYEUHbIH AuCyabPun B aHTHTENE W
B3aHMOJIEHCTBUSI C aHTHTEJIOM B Oy(epHOM pacTBope, CoAeprKalleM XeNaTHPYIOIIUI areHT,
TaKOW Kak JTWieHaAnamuHTeTpaykcycHas kucinora (EDTA), MOXHO mNOMy4HMTH aHTHUTEINO,
comepikaiee CylabQrHAPWIBHYI TPYNNY C YaCTUYHO WM IIOJHOCTBIO BOCCTAHOBJICHHBIMHU
MEKLETIOYeYHBIMU TUCYIb(QHIaMHI B aHTHTEJIE.

[0135]

Kpome Toro, ¢ wucnonb3zoBaHueMm 2-20 MOJSPHBIX 3KBUBAJICHTOB IPOMEKYTOUHOIO
COEMHEHUs] JIEKapCTBEHHOE CPENCTBO-JIMHKEP B pacyeTe Ha AaHTHTENO, COAepIKallee
CyNb(GTrUAPHIIBHYIO TPYIITY, MOXKHO MOJYYUTh KOHBIOTAT AaHTHTENIO-JIEKAPCTBEHHOE CPEICTBO, B
KOTOPOM KOHBIOTHPOBAHBI 2-8 MOJIEKYJI JIEKAPCTBEHHOT'O CPEICTBA HA MOJIEKYJTy aHTHUTEJA.

[0136]

CpenHee KOJNMYECTBO KOHBIOTMPOBAHHBIX MOJIEKYJl JIEKAPCTBEHHOTO CpPEACTBA Ha
MOJIEKYJy aHTHTEJIa B IOJYYEHHOM KOHBIOTaTe€ aHTHUTEJO-JIEKAPCTBEHHOE CPENCTBO MOXKHO
OTIPENENUTh, HAPUMEP, METOJIOM pacueTa, OCHOBAHHBIM Ha M3MepeHUH Y D-TOTNIOMEH s s
koHbrorata aHTu-HER2 aHTHTENO-IEKapCTBEHHOE CPEACTBO W MPEAUIECTBEHHHUKA €ro
KOHBIOTALMU NPH ABYX AnuHax BOJH 280 HM m 370 M (Y@ meTon), WM METOIOM pacyera,
OCHOBAaHHBIM Ha KOJMYECTBEHHOM OIpeneNeHnH ¢ ucrnoib3zoBanneM BOXXX nns ¢pparmeHros,
HOJY4EeHHBIX 00pabOTKONH KOHBIOTATA AHTHUTENO-JIEKAPCTBEHHOE CPENCTBO BOCCTAHOBUTENEM
(B2XX meton).
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[0137]

Konproranmo Mexay aHTUTENIOM U MNPOMEXYTOUHBIM COEIMHEHUEM JIEKapCTBEHHOE
CPEICTBO-JIMHKEDP U PacyeT CPEAHEro KOJINYECTBA KOHBIOTUPOBAHHBIX MOJIEKYJ JIEKAPCTBEHHOTO
CpeACTBa Ha MOJIEKYJy AaHTUTEJIa B KOHBIOraTe AaHTUTEO-JEKAPCTBEHHOE CPEACTBO MOKHO
OCYILECTBUTb  PYKOBOACTBYSICb  ONMCAHUSAMM, NPEICTaBICHHbBIMH B  MeXayHapOogHOU
nyOmukammn Ne WO 2014/057687, MexnynapogHoit nyOmukampu Ne WO 2015/098099,
Mesxaynaponnoit nybOmukanuun Ne WO 2015/115091, MesxxaynaponHoit nyOaukarmu Ne WO
2015/155998, Mexnaynaponuoit nyOmukarmu Ne WO  2018/135501, MesxnyHapoaHO#H
nyonukapu Ne WO 2018/212136 u T.11.

[0138]

B Hacrosimem m3o0perennu TepMuH "konbrorar antu-HER2 anTHTENnO-nekapcTBeHHOE
CpencTBO" OTHOCUTCS K KOHBIOTATy AHTHUTENO-JIEKAPCTBEHHOE CPEACTBO, TIJ€ AHTUTENO B
KOHBIOTaTe aHTHUTEJIO-JICKAPCTBEHHOE CPEICTBO B COOTBETCTBUU C HACTOSLINM H300pETeHHEM
npencTasisier codoit antu-HER2 anTuTeno.

[0139]

Antu-HER?2 aHTHUTENO MPEeAnoYTHTENbHO MPEACTABIsET COOON aHTUTENO, CoAepKallee
TSOKEJNYIO LeNb, COCTOSILIYD M3 aMHUHOKHCJIOTHOW IOCJENOBAaTEeNbHOCTH, COCTOSIIEeH U3
aMUHOKUCJIOTHBIX oOcTaTkoB 1-449 SEQ ID NO: 1, u Jnerkyio Uenb, COCTOSIIYIO W3
AMUHOKHCIIOTHOHN TOCJIeNOBATEIbHOCTH, COCTOSIIEH U3 aMUHOKHUCIOTHBIX ocTtaTkoB 1-214 SEQ
ID NO: 2, wiu aHTUTENO, COAEpKallee TSHKENYH ILeMb, COCTOSLIYI0 M3 aMUHOKHUCJIOTHOMU
nocnenoBateabHoCcTH, npenctasieHHod SEQ ID NO: 1, u nerkyro 1emnb, COCTOSAIIYIO U3
AMUHOKHUCJIOTHOM MOCJeN0BaTEeNbHOCTH, npeactasieHHol SEQ ID NO: 2.

[0140]

CpenHee KOMMYECTBO KOHBIOIMPOBAHHBIX €IMHUIL JEKAPCTBEHHOE CPENCTBO-JIMHKEp Ha
MOJIeKyJly —aHtuTena B koHbrorate aHTU-HER2 — anTuTeno-nexapcTBeHHOE  CPEACTBO
MPEANOYTUTENILHO COCTaBIIsIeT 2-8, Oojiee nmpeanoYTuTenpbHo 3-8, eme Oosiee MpPeanouTUTENBHO
7-8, ewe Oosee MpennoYTHTEIBHO 7,5-8 U ele Oosiee MPeAnOYTUTENBHO OKOJIO 8.

[0141]

Konsvrorar antu-HER2  aHTUTENO-NEKAPCTBEHHOE  CPEICTBO  MOKHO  IMOJYYHUTh
PYKOBOZACTBYSICh OIMCAHHSIMH, MPEICTABICHHBIMH B MekayHaponHod nyOmukamuu Ne WO
2015/115091 u T.m.

[0142]

B Hacrosimmem m3o0perennn TepMuH "konbrorar antu-HER3 anTHTENnO-nekapcTBeHHOE
CpenCTBO" OTHOCUTCS K KOHBIOTATy AHTHUTENO-JIEKAPCTBEHHOE CPEACTBO, TIJ€ AHTUTENO B
KOHBIOTaTe€ aHTHUTEJO-JIEKAPCTBEHHOE CPEICTBO B COOTBETCTBUU C HACTOSLINM H300pETeHHEM
npencrasisier coboit antu-HER3 anTuTeno.

[0143]

Antn-HER3 anTHTENO mMpenmodTuTesbHO MPEencTaBisieT cOO0H aHTUTENO, ComeprKaliee
TsDKENyHo Lenb, conepxkainyro CDRHI, cocTosiyro n3 aMUHOKUCIOTHON MOCJIEN0BAaTEIbHOCTH,

COCTOsILIIEN M3 aMUHOKHMCJIOTHBIX ocTtatkoB 26-35 SEQ ID NO: 3, CDRH2, cocrosimyro u3
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AMUHOKHCIIOTHOM TOCJIENOBATEIbHOCTH, COCTOSIIEN U3 aMUHOKHUCIIOTHBIX OCcTaTkoB 50-65 SEQ
ID NO: 3, u CDRH3, cocrosiyo U3 aMUHOKHUCIOTHOM TMOCENOBaTEIbHOCTH, COCTOSIIEH U3
aMUHOKUCJIOTHBIX ocTarkoB 98-106 SEQ ID NO: 3, u nerkyro uemns, copepsxkamyo CDRLI,
COCTOSILIYIO M3 AMHUHOKHCJIOTHOM TMOCJIENOBATENIbHOCTH, COCTOSLIEH W3 aMHUHOKUCIOTHBIX
ocratrkoB 24-39 SEQ ID NO: 4

MOCJIEIOBATENIbHOCTH, COCTOSIIIEH M3 aMHHOKHCJIOTHBIX ocTaTtkoB 56-62 SEQ ID NO: 4, wu

, CDRL2, cocrosumyro #3 aMUHOKHCJIOTHOU
CDRL3, cocrosimyrd ®W3  aMUHOKUCIIOTHOW  MOCJIENOBAaTeJIbHOCTH,  COCTOSIIEH W3
aMHHOKHUCJIOTHBIX ocTaTkoB 95-103 SEQ ID NO: 4,

Oonee TPEANOYTHTEIBHO AHTUTENO, COAepIKallee TSKENYI0 LeMb, CONEPIKaIIYEo
BapuabebHYI0 00NACTh TSDKENOH LeNU, COCTOSALIYIO M3 aMUHOKHUCIOTHOH MOCIIEI0BATEIbHOCTH,
COCTOsILIEH U3 aMUHOKHUCIIOTHBIX ocTaTkoB 1-117 SEQ ID NO: 3, 1 nerkyro Lernb, ConepKarlyro
BapuabebHYI0 00JNACTh JIETKOH LEMH, COCTOSIIYIO M3 aMHHOKHUCJIOTHOH MOCIEeNOBATENIbHOCTH,
cocrosimel u3 aMUHOKUCIOTHBIX octaTtkoB 1-113 SEQ ID NO: 4, u

eme Ooyiee MPENIOYTHTENBHO AHTUTENO, COAepIKallee TSHKENYK LEeIb, COCTOSINYI0 H3
aMUHOKHCJIOTHON mocneaoBarenbHocTH, npencrasienHon SEQ ID NO: 3, u nerkyro menb,
COCTOSILIYIO M3 aMUHOKHCJIOTHOM mocienosarenbHocTH, npeacrasienHon SEQ ID NO: 4, wnm
BApPHAHT AHTHUTEJIA, B KOTOPOM JIM3UHOBBIM OCTAaTOK HAa KapOOKCHUIJIBHOM KOHLIE TSDKEJION L
JIeNeTUPOBAH.

[0144]

CpenHee KOJNIUYECTBO KOHBIOTMPOBAHHBIX €IUHUL] JIEKAPCTBEHHOE CPEACTBO-JIMHKED HA
MOJIEKYJly aHTUTeNna B  KOHbrorare aHTu-HER3  anTtuteno-nexkapcTBeHHOE  CPEACTBO
MPEANOYTUTENILHO COCTaBIsIeT 2-8, Oojiee nmpeanoYTuTensHo 3-8, eme Oosiee MpeanouTUTENBHO
7-8, emue Oonee mpeAnouTHTENBHO 7,5-8 U eme Ooiee NpennoYTUTENBHO OKOJIO 8.

[0145]

Konptorar antu-HER3  aHTUTENO-NEKapCcTBEHHOE CPEACTBO  MOXKHO  MOJYYHUTb
PYKOBOZACTBYSICh OINUCAHMSIMH, MPEACTABICHHBIMH B MekayHaponHoi nyOmukauuu Ne WO
2015/155998 u T.1m.

[0146]

B Hactosimem n3o0perennn TepMuH "KoHbrOraT aHTU-TROP2 anTHTENO-N1eKapCTBEHHOE
CpencTtBo” OTHOCUTCSI K KOHBIOTATy aHTHUTENO-JICKAPCTBEHHOE CPEACTBO, A€ AHTUTENO B
KOHBIOTATe AHTHUTEJIO-JIEKAPCTBEHHOE CPEACTBO B COOTBETCTBUM C HACTOSILIUM HU300peTeHHEM
npencrasisiet coboit antu-TROP2 anTureno.

[0147]

AnTu-TROP2 anTHTENO MpEeANOYTHTEIFHO MPEACTABIISET COO0 aHTUTENO, CoAepIKallee
TSDKEYIo Lernb, copepkamyo CDRHI, cocrosinyo u3 aMHUHOKUCIOTHONM MOCJIE0BATEIbHOCTH,
cocTosile M3 aMUHOKHUCIOTHBIX octarkoB 50-54 SEQ ID NO: 5, CDRH2, cocrosimyro u3
AMUHOKHCIIOTHOM TOCJIENOBATEIbHOCTH, COCTOSIIEeN U3 aMUHOKHCIOTHBIX OCTaTkoB 69-85 SEQ
ID NO: 5, u CDRHS3, cocrosiyo U3 aMUHOKHUCIOTHOM TMOCENOBAaTEIbHOCTH, COCTOSIIEH U3
aMUHOKHUCIOTHBIX octartkoB 118-129 SEQ ID NO: 5, u nerkyro uemns, copepxamyro CDRLI,

COCTOAINYHO U3 aMHUHOKHCJIOTHOH noCJICaA0BaTCIbHOCTH, COCTOsIIIEN M3 aMHHOKHCJIOTHBIX
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ocratkoB 44-54 SEQ ID NO: 6

MOCJIEAOBATEIbHOCTH, COCTOSAIIEH W3 aMUHOKUCIOTHbIX octaTtkoB 70-76 SEQ ID NO: 6, u

, CDRL2, cocrosmyro #3 aMUHOKHCJIOTHOU
CDRL3, cocrosmyr U3 aMHUHOKHCJIOTHON  MOCJENOBATEIbHOCTH,  COCTOALIEH U3
aMUHOKHUCIIOTHBIX ocTaTtkoB 109-117 SEQ ID NO: 6,

Oonee NPEANOYTUTENIBHO AHTHTENO, COAEPIKALlee TSDKENYK LeMb, CONepIKALIyo
BapuadenbHYI0 00JaCTh TSDKEJION LeNH, COCTOSIIYIO U3 AMUHOKUCJIOTHOH TOCIIEN0BATEIbHOCTH,
cocTosiiel 13 aMHHOKHUCIOTHBIX OcTaTkoB 20-140 SEQ ID NO: 5, u nerkyro 1enb, conepsKayro
BapuabesbHy0 00NACTh JIETKOW LIEMH, COCTOSIIYIO M3 aMHHOKHMCJIOTHOH MOCIEeNOBATENIbHOCTH,
COCTOsIIIIEN U3 aMUHOKHUCIIOTHBIX ocTaTkoB 21-129 SEQ ID NO: 6,

eme Ooyiee MPENNOYTHTENBHO AHTUTENO, COAEpIKALIee TSKENYI LEeIb, COCTOSIIYI0 H3
AMUHOKHCIIOTHOM TMOCIIEAOBATEIbHOCTH, COCTOAIIEN N3 aMUHOKHUCIOTHBIX ocTtaTkoB 20-470 SEQ
ID NO: 5, u nerkyro 1emnb, COCTOALIYI0 U3 aMUHOKHUCIOTHOM MOCJIe0BaTeNbHOCTH, COCTOALIEH
U3 aMHUHOKUCJOTHBIX octatkoB 21-234 SEQ ID NO: 6, win BapuaHT aHTHUTENA, B KOTOPOM
JIM3WHOBBIA OCTATOK Ha KapOOKCHIIBHOM KOHIIE TSDKEJION IeTH AeNIETUPOBaH.

[0148]

CpenHee KONMYECTBO KOHBIOTUPOBAHHBIX €IUHUI] JIEKAPCTBEHHOE CPEICTBO-JIMHKEP HA
MOJIEKyJly —aHTuTena B KoHbtorare aHTH-TROP2  aHTHUTENO-NEKapCTBEHHOE CPEICTBO
MPEANOYTUTENIBHO COCTaBIsIeT 2-8, OoJiee MPeArnoYTUTENbHO 3-5, eme Oosiee MpeanoYTUTENBHO
3,5-4,5 u eme 6oJiee MPEAMOYTUTETHHO OKOJIO 4.

[0149]

Konptorar antu-TROP2  aHTUTeNO-NE€KapCTBEHHOE CPEACTBO MOKHO IOJY4HUTb
PYKOBOZCTBYSICh OIHCAHMSIMM, MPEACTABIEHHBIMU B MexayHaponHoi nyOmukauuu Ne WO
2015/098099 u T.1m.

[0150]

B Hacrosimem n3o0pereHnn TepMUH "KOHBIOTAT aHTU-B7-H3 anTHTENnO-1€KapcTBEHHOE
CpencTBO" OTHOCUTCS K KOHBIOTATy AaHTHUTENIO-JIEKAPCTBEHHOE CPEACTBO, TIJE€ AHTUTENIO B
KOHBIOTaTe aHTHUTEJIO-JICKAPCTBEHHOE CPEICTBO B COOTBETCTBUU C HACTOSLIMM HM300peTeHHEM
npenacrasisietT coboit antu-B7-H3 antureno.

[0151]

AnTu-B7-H3 aHTUTENO MPENMmOYTUTENBHO MPEACTABISIET COOOM aHTUTENIO, COAepIKallee
TSDKEyIo 1ernb, copepkamyo CDRHI, cocrosinyo u3 aMUHOKHCIIOTHOM TOCIIEIOBATEIBHOCTH,
cocTosillel M3 aMUHOKHUCIOTHBIX octatkoB 50-54 SEQ ID NO: 7, CDRH2, cocrosimyro u3
AMUHOKHCIIOTHOM TOCJIENOBATEIbHOCTH, COCTOSIIEH U3 aMHHOKHUCIIOTHBIX ocTaTkoB 69-85 SEQ
ID NO: 7, u CDRH3, cocrosiyo U3 aMHUHOKHCIOTHOM TMOCJENOBATEIbHOCTH, COCTOSIIECH U3
aMUHOKHUCIOTHBIX ocTartkoB 118-130 SEQ ID NO: 7, u nerkyro uemns, copepxainyro CDRLI,
COCTOSIIYI0 M3 AaMUHOKHCJIOTHON IOCIEeI0BaTeIbHOCTH, COCTOSIIEN W3 aMHUHOKUCIOTHBIX
ocratrkoB 44-53 SEQ ID NO: 8

MOCJIEAOBATEIbHOCTH, COCTOSAIIEH W3 aMUHOKUCIOTHbIX octaTtkoB 09-75 SEQ ID NO: 8, u

CDRL2, cocrosmyr U3 aMHHOKHUCIOTHOM

2

CDRL3, cocrosmyrw U3 aMHUHOKHCJIOTHON  MOCJENOBATEIbHOCTH, COCTOALIEH U3

aMUHOKHUCIIOTHBIX ocTaTtkoB 108-116 SEQ ID NO: 8,
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Oonee TPEANOYTHTENBHO AaHTUTENO, COAepIKallee TSDKENYI0 LeMb, CONEPIKaIlyIo
BapuabeIbHYI0 00NACTh TSDKENOH LeNH, COCTOALIYIO M3 aMUHOKHUCIOTHOH MOCTIEeN0BaTeIbHOCTH,
COCTOsILIEN U3 aMUHOKHUCJIOTHBIX 0CTaTKoB 20-141 SEQ ID NO: 7, u nerkyo 1enb, COnepKaLIyIo
BapuabebHyI0 00NacTh JIETKOM LIEeMH, COCTOSIIYI0 M3 aMUHOKHUCJIOTHOH IOCIEeNOBaTENbHOCTH,
COCTOsIIIIeH U3 aMUHOKHUCIIOTHBIX ocTaTkoB 21-128 SEQ ID NO: 8, u

eme Oojee MPEINOYTHTENBHO AHTUTENO, COIEeprKallee TSKENYH0 IeNb, COCTOSLIVIO H3
AMUHOKHCJIOTHON MOCJIEAOBATEIbHOCTH, COCTOSALIESH U3 aMUHOKHUCIIOTHBIX OCTaTKOB 20-471 SEQ
ID NO: 7, u nerkyrwo 1emnb, COCTOALIYI0 U3 aMUHOKHUCIIOTHOM MOCJIEeN0BAaTENbHOCTH, COCTOSALIEH
U3 aMUHOKHUCJOTHBIX octatkoB 21-233 SEQ ID NO: 8, wim BapuaHT aHTHTENa, B KOTOPOM
JIM3UHOBBINA OCTATOK HAa KApOOKCHIIBHOM KOHIIE TSKEJION LNy AeIETHPOBaH.

[0152]

CpenHee KONMUYECTBO KOHBIOTHPOBAHHBIX €IUHUI] JICKAPCTBEHHOE CPEACTBO-JIMHKED HA
MOJIEKYJly —aHTuUTena B KOHbIOrate aHTu-B7-H3  aHTuTEno-nexkapCTBEHHOE CPEACTBO
MPEANOYTUTENHO COCTaBIsIeT 2-8, OoJiee MPeAnoYTHTENBHO 3-5, eme Ooyiee MPeanoYTUTENBHO
3,5-4,5 u eme 6oJiee MPEAMOYTUTETHHO OKOJIO 4.

[0153]

Konbrorar antu-B7-H3  aHTUTENO-NE€KapCTBEHHOE CPEACTBO, HCMOJIB3YEMBIH B
HACTOSIIEM M300PETeHHH, MOKHO MOJYYUTh PYKOBOIACTBYSICH OMUCAHUSIMU, TIPEICTaBICHHBIMHU
B MexnynaponHoi myonukanun Ne WO 2014/057687 u .1

[0154]

B nactosimem n3zo0Operenun TepmuH "koHbtorar antu-GPR20 anTuTeNno-nexapcTBeHHOE
CpPenCTBO" OTHOCUTCA K KOHBIOTATy AaHTUTENIO-JIEKAPCTBEHHOE CPENCTBO, [[€ AHTUTENIO B
KOHBIOTATe€ aHTHUTEJO-JIEKAPCTBEHHOE CPEICTBO B COOTBETCTBHMH C HACTOSLIMM H300pETeHHUEM
npenctasisier codoit antu-GPR20 anTureno.

[0155]

AnTu-GPR20 aHTHTENO NMPEANOYTUTENBHO MPEACTABISIET COOOM aHTUTENO, COIEpIKalIlee
TSDKEYIo 1enb, copepkamyo CDRHI, cocTosinyo 13 aMUHOKHCIIOTHOM TTOC/IEIOBATEIbHOCTH,
COCTOSILIIEN M3 aMUHOKHCJIOTHBIX ocTtatkoB 45-54 SEQ ID NO: 9, CDRH2, cocrosimyro u3
AMUHOKHCIIOTHOM TOCJIENOBATEIbHOCTH, COCTOSMIIEN U3 aMHHOKHUCIIOTHBIX ocTaTkoB 69-78 SEQ
ID NO: 9, u CDRHS3, cocrtosiiyo U3 aMUHOKHCIOTHOMW TMOCJENOBATEIbHOCTH, COCTOSIIECH U3
aMUHOKHUCIOTHBIX octartkoB 118-131 SEQ ID NO: 9, u nerkyro wnemns, copepxainyro CDRLI,
COCTOSILIIYIO M3 AMHUHOKHCJIOTHOM TOCJIEAOBATENIbHOCTH, COCTOSILIEH W3 aMHUHOKUCIOTHBIX
ocrarkoB 44-54 SEQ ID NO: 10, CDRL2, cocrosmyw #3 aMHHOKHCJIOTHOU
MOCJIEAOBATEIbHOCTH, COCTOSIIEH M3 aMHUHOKHCIOTHBIX ocTtatkoB 70-76 SEQ ID NO: 10, u
CDRL3, cocrosmyr U3 aMHUHOKHCJIOTHON  IOCJENOBAaTEIbHOCTH, COCTOALIEN U3
aMUHOKHUCIIOTHBIX octaTtkoB 109-117 SEQ ID NO: 10,

Oonee TPEANOYTHTENBHO AaHTUTENO, COAepIKallee TSDKENYI0 LeMb, CONEPIKaIlyIo
BapuabeIbHYI0 00NACTh TSDKENOH LeNy, COCTOALIYIO 3 aMUHOKHUCIOTHOH MOCTIEN0BaTeIbHOCTH,
COCTOsILIEN U3 aMUHOKHUCJIOTHBIX 0CTaTKoB 20-142 SEQ ID NO: 9, u nerkyo 1enb, COnep>KaIIyo

BapuabebHyI0 00NacTh JIETKOH LIEMH, COCTOSIIYI0 M3 aMUHOKUCIOTHOH NOCIEeNOBaTENbHOCTH,



51

COCTOsIIIeH U3 aMUHOKHUCIIOTHBIX ocTaTkoB 21-129 SEQ ID NO: 10,

eme OoJjiee MPEATIOYTUTEHHO AHTUTENO, COIEpIKaIlee TSDKENYI Melb, COCTOSIIYI0 H3
AMUHOKHCJIOTHOM TOCIIEAOBATEIbHOCTH, COCTOAIIEH M3 aMUHOKUCTIOTHBIX 0cTaTkoB 20-472 SEQ
ID NO: 9, u nerkyo 1ermnb, COCTOALIYI U3 aMUHOKHUCJIOTHOHN MOCJIEN0BATeIbHOCTH, COCTOSALIEN
U3 aMUHOKHUCIOTHBIX ocTarkoB 21-234 SEQ ID NO: 10, unu BapuaHT aHTUTENA, B KOTOPOM
JIM3UHOBBIA OCTATOK HAa KaPOOKCHIIbHOM KOHLIE TSDKEJIOH LIETH JeIETHPOBAH.

[0156]

CpenHee KOJIMYECTBO KOHBIOTHPOBAHHBIX €AMHMHI] JICKAPCTBEHHOE CPENCTBO-JUHKED Ha
MOJIeKylly —aHTuTena B KoHbiorare aHTU-GPR20  aHTHTENO-NEKapCTBEHHOE  CPENCTBO
NPEANOYTHTENLHO cOoCTaBsieT 2-8, Ooyee mpeanoYTuTesbHo 3-8, eme Oojiee MPennoYTUTENBHO
7-8, eme OoJiee MPeANnoOUTUTEBHO 7,5-8 U ele Oosiee MPEATIOYTUTETHHO OKOJIO 8.

[0157]

Konvtorar antu-GPR20 aHTUTeNnO-IeKapCTBEHHOE CPEACTBO MOXHO  IOJYYHUTH
PYKOBOZACTBYSICb ONMUCAHMSAMH, MPEICTABICHHBIMH B MexnyHaponHoit nyOnukamun Ne WO
2018/135501 m T.m.

[0158]

B Hacrosimem nzobpetenun tepMuH "KoHBIOraT aHTU-CDHO aHTHTENnO-IeKkapcTBeHHOE
CpPencTBO" OTHOCUTCA K KOHBIOTATy AaHTHUTENIO-JIEKAPCTBEHHOE CPENCTBO, I[€ AHTUTEIO B
KOHBIOTATe AHTUTENIO-JIEKAPCTBEHHOE CPENCTBO B COOTBETCTBHUU C HACTOSLINM H300peTeHHEM
npencTassier codoit antu-CDH6 anTuTeo.

[0159]

AnTH-CDH6 aHTHUTENO MpEenmnouTUTeNbHO MPEenCcTaBisieT coO0H aHTUTENO, CoaepIKaliee
TSKENYI0 Lenb, copepkamyo CDRHI, cocrosinyo U3 aMHUHOKUCIOTHON MOC/IEN0BATEIbHOCTH,
cocTosiel U3 aMHUHOKHCIOTHBIX octarkoB 45-54 SEQ ID NO: 11, CDRH2, cocrosimyo u3
AMUHOKHCJIOTHOU TOCJIEIOBATENIbHOCTH, COCTOSIIIEH M3 aMUHOKHCIIOTHBIX OCTaTkoB 69-78 SEQ
ID NO: 11, u CDRH3, cocrosiiyo U3 aMUHOKUCJIOTHON IMOCIENOBATEIbHOCTH, COCTOSIIEH W3
aMuHOKUCIOTHBIX ocTaTkoB 118-130 SEQ ID NO: 11, u nerkyro uemns, conepxkamyo CDRLI,
COCTOSILIYIO M3 AaMHUHOKHCIIOTHOM TOCJIEAOBATENIbHOCTH, COCTOSIIEH W3 aMHUHOKUCIOTHBIX
ocrarkoB 44-54 SEQ ID NO: 12, CDRL2, cocrosmyw #3 aMHHOKHCJIOTHOU
MOCJIEAOBATEIbHOCTH, COCTOSIIIENH W3 aMHUHOKHCIOTHBIX ocTtatkoB 70-76 SEQ ID NO: 12, u
CDRL3, cocrosimyrd ©W3  aMUHOKUCIIOTHOW  TOCJENOBAaTEIbHOCTH,  COCTOSIIEH W3
aMUHOKHUCIIOTHBIX octatkoB 109-116 SEQ ID NO: 12,

Ooyee MPENNOUYTUTENIBHO AHTHUTENIO, COIepKallee TSDKENYI0 Ielb, COIep KAy
BapralebHYI0 00JIaCTh TSKEJION IeMH, COCTOSIIYI0 U3 aMHUHOKHCIIOTHOHN MOCJIEIOBATEIBHOCTH,
COCTOsILIIE M3 aMUHOKHCIOTHBIX octatkoB 20-141 SEQ ID NO: 11, u nerkyro 1menb,
comepKallyr0 BapualelbHYI0 OONACTh JIETKOW LEMH, COCTOSAIIYI0 W3 aMHHOKHCIIOTHOM
MOCJIEAOBATEIbHOCTH, COCTOSIIEH U3 aMUHOKHCITOTHBIX ocTtaTtkoB 21-128 SEQ ID NO: 12, u

eme OoJjiee MPEATIOYTUTEIHHO AHTUTENO, COIepIKallee TSDKENYI Lelb, COCTOSAIIYI0 M3
AMUHOKHCIJIOTHOM MOCNEA0BATEIbHOCTH, COCTOAIIEH M3 aMUHOKUCTIOTHBIX ocTtaTkoB 20-471 SEQ

ID NO: 11, u nerkyro Lemnb, COCTOALIYIO U3 AMUHOKUCJIOTHOM MOCJIEA0BATEIbHOCTH, COCTOALIEH
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U3 aMUHOKHUCIOTHBIX ocTaTtkoB 21-233 SEQ ID NO: 12, unu BapuaHT aHTHUTENA, B KOTOPOM
JIM3WHOBBIA OCTATOK Ha KapOOKCUIIBHOM KOHLIE TSDKEJION LM JeNeTHPOBAaH.

[0160]

CpenHee KOIMUYECTBO KOHBIOTMPOBAHHBIX €IUHML JIEKAPCTBEHHOE CPENCTBO-JIMHKEP HA
MOJIeKylly aHTUTena B  KoHbrorare aHTU-CDHO  aHTUTENO-I€KapCTBEHHOE  CPEACTBO
IPEIIOYTUTEIBHO CocTaBisieT 2-8, Oonee mpennouTuTeabHO 3-8, eme Oonee MpearnoYTHTENbHO
7-8, eme Oosee mpennodTUTENBHO 7,5-8 1 elre Ooee MPeAnoYTUTENBEHO OKOJIO 8.

[0161]

Konbtorar antu-CDH6  aHTHTENnO-NeKapCTBEHHOE  CPEICTBO MOXHO  IOJYYHUTh
PYKOBOZACTBYSICh OINMUCAHHMSMH, MPEICTABICHHBIMH B MexnyHaponHoit nyOnukamun Ne WO
2018/212136 u T

[0162]

5. TepaneBTHUECKOE CPEACTBO U/HUITH CIIOCOO JICUEHUS

TepaneBTuueckoe CpPEACTBO MO HACTOALIEMY H300PETEHHIO BKIIFOYAET KOHBIOTAT
AHTUTENO-JIEKAPCTBEHHOE CPEACTBO, UCIOJIB3YEMbI B HacTosmeM m3o0pereHnu. Kpome Toro,
Croco0 JIeYeHHUs] MO HACTOSIIEMYy H300PETEHHIO BKJIIOUAET BBEJIEHHE KOHBIOTATa AHTHTEJO-
JIEKapCTBEHHOE CPENCTBO, HCIOJB3YEMOr0 B HACTOSIIEM H300peTeHnH. TepameBTUYEcKOe
CPEACTBO M CIOCO0 JIEUEHUS MOXKHO HCIOJIb30BATH JIS JICUEHHsS METACTaTUYECKOH OIyXOJH
rOJIOBHOT'O MO3ra.

[0163]

IleppuuHbIl pak AJisi METACTATUYECKOW OIyXOJIW TOJOBHOTO MO3ra, AJsl JICYEHUs
KOTOPOIl MO)KHO HCHOJb30BaTh TEPANEeBTUYECKOE CPEICTBO W/HIN CIOCOO JIEUEHHs 10
HACTOSIIEMY HM300pPETEeHHIO, KOHKPETHO HE OrpaHMYMBAETCS, NPHU YCJIOBHH, YTO OH HMEET
NOTEHLMAal MeTacTa3upoBaTh B I'OJOBHONW MO3I, U MOKHO YKa3aTb B KaueCTBE IpUMeEpa pak
MOJIOUHOH  JKeJle3bl, pak JIerKoro (BKJIOYash  MEJKOKJETOYHBIH  pakK  JIeTKOrO U
HEMEJIKOKJIETOYHBII paK JIETKOTO), MeEJaHOMy, IIOYEYHO-KJIETOYHBI paK, pak TMOYKH,
KOJIOPEKTAJIbHBIN pak (Takke Ha3blBa€MbIII PAKOM TOJCTOH U MPSMOM KHWIIKH, U BKJIOYAs pak
TOJICTON KHWIIKH U PaK MPsIMOIM KHUIUKH), paK KeJdyaKa (TakKe Ha3bIBA€MbIH aI€HOKAPIIHHOMOMN
JKENyJKa), paK TOJOBbI M IIEW, I'elaTOLE/UTIOJSPHBIA pak, pak IMEYeHH, paKk sSUYHHUKA, paK
NPENCTATEIbHON JKeNe3bl, paK MOYEBOIO My3bIpsA, pak MOMKEITYJOYHON JKee3bl, pak
SHOMETPHS], paK LIMTOBHIHOW JKENe3bl, 3JIOKAYeCTBEHHYIO JHM(OMYy U CapkoMy, H
NPEANOYTUTENBHBIM IPUMEPOM SBJISIETCS] PAK MOJIOYHOM KeJIe3bl, PAK JETKOr0 U MEJIAaHOMA, elle
OoJiee MPEATIOUTUTENBHBIM PUMEPOM SIBJIIETCST PAK MOJIOYHOH JKeJe3bl U PaK JIETKOTO, U eI
Oosee MPeAnOUTUTENBHBIM IPUMEPOM SIBIISIETCS] PAK MOJIOYHOH JKEJIe3bl.

[0164]

Cpenu KOHBIOTaTOB AHTUTENO-JIEKAPCTBEHHOE CPECTBO, MCIONb3YyEMbIX B HACTOSIIEM
H300pEeTEeHNH, MPEANOYTUTENbHBI KOHBIOTAT aHTUTENIO-JIEKAPCTBEHHOE CPEICTBO, B YaCTHOCTH
comepkalMii  cnenu(UIeckoe AHTUTENO, MOXKHO ONPEAENUTb MyTeM  HCCIIEIOBAHHS
XapakTepUCTUK IEPBUYHOrO paka M OIyXOJeBbIX Mapkepos. Hampumep, B ciydae, korma

NEPBUYHBIN paK MpPeACTaBisieT cOOOM pak MOJIOYHOH »KeNle3bl UM pak JErKOro U oOHapy)keHa
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skcnpeccuss HER2, nmpeanodytutenbHO MOKHO MCIONBb30BaTh KOHBHOraT aHtTu-HER?2 anTuTeENo-
JIEKapCTBEHHOE CPEACTBO; B Ciiydae, korna odHapy»xkeHa sxcnpeccuss HER3, mpennoururensHo
MOXXHO MCIOJIb30BaTh KOHBIHOrar aHtu-HER3 aHTuTENno-nekapCTBEHHOE CPEACTBO, B Cllyvae,
korga obHapyskeHa skcmpeccuss TROP2, mpennmodTtuTenbHO MOXHO HCIOJB30BAaTh KOHBIOTAT
antu-TROP2 aHTUTENO-NIeKapCTBEHHOE CPENCTBO, U B Cllydae, Korna oOHapy)keHa SKCIpPEeccus
B7-H3, npeanoyTUTeNbHO MOXHO UCHOJAB30BaTh KOHBIOTAT aHTU-B7-H3  antureno-
JIeKapCTBeHHOE cpencTBo. Kpome Toro, B ciydae, KOrna MepBUYHBIN pak MPENCTaBiseT COOOH
MenaHoMy U oOOHapyskeHa skcmpeccuss HER3, mnpeanouTHUTENbHO MOKHO —HCMOJIb30BaTh
koHbtorar aHTu-HER3 aHTUTENO-NeKapcTBEHHOE CPEACTBO;, B Cliydae, Koraa OOHapy»keHa
skcnpeccuss TROP2, mnpeanouTUTeNnbHO MOXKHO HCIOJB30BaTh KOHBIOTAT aHTH-TROP2
AHTUTENIO-JIEKAPCTBEHHOE CPEACTBO, W B clydae, kKorma oOHapyxkeHa skcrpeccusi B7-H3,
MPEANIOUYTUTEIBHO MOKHO MCIOJb30BaTh KOHBHOraT aHTu-B7-H3 aHTUTENO-neKkapCcTBEHHOE
cpeactBo. Kpome Toro, B ciyuae, Korga MEepPBUYUHBIA pakK MPEACTABISiET COOOH pak MOYKU U
obHapykeHa skcrnpeccuss CDH6, mpenmodtuTenbHO MOXKHO HCIOJNB30BATH KOHBIOTAT AHTH-
CDHG6 anTUTENO-IEKaPCTBEHHOE CPENCTRO.

[0165]

IIpucyrcrBue unu orcyrcreue HER2, HER3, TROP2, B7-H3, GPR20 u CDH6 u apyrux
OIyXOJIEBBIX MapKEPOB MOKHO IPOBEPUTbH, HANPUMEDP, MyTEM MOJIyUEHHs ONyXOJEBbIX TKaHEH
oT OOJBHOrO PAaKOM M HUCCIENOBaHUS (PUKCHPOBAHHOTO B (pOpPMANMHE, 3aJUTOr0 napapuHOM
obopasua (FFPE) w©Ha ypoBHe reHHoro mpoaykra (Oenka), HampuMep METOIOM
ummyHorucroxumun (MI'X), npoTOYHON LIUTOMETPHUH, BECTEPH-OJOTTUHIA, WM UCCIIEAOBAHUS
Ha YpOBHE TPAHCKPHUIILMUK T'eHa, Hampumep MmeToaom rudpunmsauuu in situ (ISH), meromom
xonnuecTBeHHOHN TP (x-ITL[P) mnm mpu momoumy aHanu3a Ha MUKPOYMIIAX; aJbTEPHATUBHO,
3TO TaKXK€ MOXKHO TPOBEPUTH IyTEM MOJY4eHUS] OECKIETOYHOH LUPKYJIMPYIOIIEeH B KPOBH
omyxonesori JIHK (uo/IHK) or OonpHOro pakoM W TPOBEAEHUS MCCIENOBAHUS C
HCTIOJIb30BAHUEM TAKOTO METO/A, KaK CeKBEHUpOBaHUE cienyrouero nokojenus (NGS).

[0166]

TepaneBTudeckoe CpPeacTBO W CHOCOO JIEYEHUS MO HACTOSINEMY H300PETEHUIO
NPEATNOYTUTENIbHO MOJKHO HCIIOJIb30BaTh JJISI MIIGKONHUTAIOLUINX, W 0oJiee MpennoyYTHTEIbHO
MO>KHO HCIIOJIb30BAaTh ISl YEJIOBEKA.

[0167]

[TporuBoomyxo0neBblii 3p(PEKT TepaneBTHUECKOrO CPEACTBA U Cmocoda JIEYeHHUs IO
HACTOALIEMY H300PETEHHIO MOXKET OBITh MOATBEPIXKIEH, HAMpPUMEpP, CO3JaHHEM MOJENH, B
KOTOpPOI PaKOBBIE KJIETKH, TOJYUYEHHBIE U3 TIEPBUYHOTO Paka, B KOTOpbIE ObLT TpaHCPHULUPOBaAH
MapKepHbI TeH (Hampumep, reH Jronudepasbl), TPAHCIUIAHTHPYIOT B MO3T TIOAOMBITHOTO
KUBOTHOTO W M3MEPSIIOT, C HCIOJIb30BAaHMUEM JIIOOOro MeToja Busyanusauuy, 3(pQextst
NPOAJIEHUS JKU3HU M U3MEHEHHE WHTEHCUBHOCTHU JIIOMMHECLEHIIMM MapKepa MpU NPUMEHEHUU
TEPANEeBTHUECKOTO CPEACTBA WIIH CIOco0a JISYeHHUs 110 HacTosmemMy usooperenuto. Hanpumep, B
cllyyae TpPAHCIUIAHTAIMM KJIETOK, B KOTOpble Obl1 TpaHcUUupOBaH reH ounudepassl,

J'IIOI_II/I(I)epI/IH BBOIAT HJIs1 UCCIICAOBAHUA MHTCHCHUBHOCTHU JIFOMHUHCCLCHUIWU, U B CJIy4dac, KOrjaa



54

MHTEHCUBHOCTb JIIOMUHECLIEHLIUN YMEHBIIAETCS [0 CPAaBHEHUIO C KOHTPOJBHOH Ipymnmou Mmpu
NPUMEHEHNUH TePareBTUYECKOTO CPEACTBA WIN CIIOCO0a JISYeHHUS MO HACTOSIIIEMY H300PETEHHIO,
NPU3HAETCS MPOTHBOOITYX OJIEBBIN 3P QEKT.

[0168]

AJBTepHATUBHO, MPOTHBOOIYXOIEBbIH 3P(PEKT TepaneBTHYeCKOro CpeacTna u crocoda
JI€YEHUs] MO HACTOSIIEMY H300PETeHHIO TaKKe MOXKET ObITb TOATBEPXKICH IMyTeM CO3aHHs
MOJI€JIM, B KOTOPOH HOMAONBITHOMY >KUBOTHOMY TPAaHCIUIAHTHUPYIOT OHOICHIO, MOJYYEHHYIO OT
MAaLMEeHTa C METAaCTATUYeCKOH OMyXOJIbI0 TOJOBHOTO Mosra (Hampumep, PDX wmopens
TPaHCIUIAHTAaTa TOJIOBHOTO MO3Ta), M NMPUMEHEHUs] TeParieBTUYECKOrO CPEACTBA WM Crocoda
JICYEHUs TIO0 HACTOSIIIEMY H300PETeHHIO, a TaKKe MOXKET OBIThb MOATBEPXKICHO BBEACHUEM
TEparneBTUYECKOr0 CPEACTBA MALMEHTy C METAacCTaTHMYeCKON OMyXOJb) IOJOBHOIO MO3ra WU
NpUMEHeHHeM  crmocoba  JIedeHHsT 1O HacrosieMmy — u3oOpereHwto.  M3mepeHue
MPOTHUBOOITYX0JIEBOTO 3(hhekTa MOKHO OCYIIECTBUTh, Hampumep, ¢ ucnoibzoanuem KT, TI9T
w/um MPT, mnoarBep:kagasi H3MEHEHHE OOBEMOB OMNYXOJHW JO U TOCHEe NPUMEHEHHUS
TEPANEBTHYECKOTO CPEACTBA WIIH CIIOCO0a JICUEHHS 110 HACTOSAIIEMY H300PETEHHUIO.

[0169] Kpome TOro, mpoOTHBOOMYXOJeBbId 3((EKT TepaneBTHUECKOrO CpPEACTBA H
crioco0a JIeUEHHs 10 HACTOALIEMY H300PETEHHIO MOXKET ObITh MOIATBEPKIEH B KIMHUYECKOM
HCCJIEZIOBAHUU C UCIIOJIb30BAHUEM METOJa HAa OCHOBE KPUTEPHEB OLEHKU OTBETA B COJIUIHBIX
omyxomsix (RECIST), metona ouenkun BO3, merona onenkn MakaoHaabaa, U3MEPEHUST MACChI
TeJa U APYTHX METOJOB, U MOXET ONpPENessATbCs TAKHUMM IOKa3aTeNsIMU, KakK IOJIHBIM OTBET
(CR), gactuunbiii orBer (PR), mporpeccupyromee 3abonesanue (PD), gacrota 0OBEKTHBHOTO
orBeta (ORR), mpomomkutenvsHOocTh OTBeTa (DOR), BBDKMBaeMOCTh O€3 MpOrpeccupoBaHUS
(PFS) u obwast BbokuBaemoctsb (OS).

[0170] BeimeykazaHHbie COCOOBI MOTYT OOECIEYHTh MOATBEPKACHUE MPEBOCXOICTBRA,
YTO KacaeTcsi MPOTUBOOMYXOJIEBOrO 3 eKTa, TeparneBTHIECKOTO CPEACTBA U Criocoda JieueHHs
MO HACTOSLIEMY H300PETEHHIO TPOTUB METACTATUYECKUX OIMyXOJieH TOJIOBHOIO MO3ra IO
CPaBHEHHIO C CYLIECTBYIOIUMHU MTPOTUBOPAKOBBIMH CPEICTBAMU.

[0171]

Tepanesrudyeckoe CPeACTBO U CMOCOO JIEYEHUS 1O HACTOSIIEMY H300PETEHHUI0 MOTYT
JIEMOHCTPHPOBATH HE TOJBKO MPOTUBOOIYXOJIEBbIH 3P EKT MPOTHB METACTATUYECKUX OIMyXOJeH
TOJIOBHOTO MO3Td, HO TaKkKe IMPOTHBOOIMYXOJNEBbIH 3((EKT NMPOTUB METACTATHYECKOTO paka,
OTJINYHOTO OT METAaCTaTUYECKUX OIyXoJiel ToJIOBHOro Mo3ra. IIpuMepr! MeTacTaTu4eckoro paka,
OTJINYHOTO OT METACTaTUYECKUX OMyXOJiel TOJIOBHOTO MO3Ia, MOTYT BKJIFOUaTh METaCTaTHUECKHE
OMyXOJM KOCTH, METacTaTHUeCKHUe OMyXOJH JIerKMX W MeTacTaTUYeCKUIl pak Ie4YeHU, U
NPEANOYTUTENBHBIM IPUMEPOM SIBJIIETCS] METaCTaTUYECKasl OMyXOJib KOCTH. MeTacTaTHuecKuil
paK, OTJIMYHBIM OT METacTaTUYECKUX OIyXoJed TOJOBHOIO MO3ra, MOXKET BO3HHMKATh
UHTEPKYPPEHTHO C METACTaTUYECKOH OIyXOJbI0O TOJIOBHOTO MO3ra WJIM MOXET BO3HUKATh
OTAENbHO OT METACTaTUYECKOW OMyXOJH TIOJIOBHOTO MO3ra, U TEepaneBTHUYECKOE CPEeACTBO U
croco0 JieueHHsl IO HACTOSIIIEMY H300PETEHHIO MOTYT MPOSIBIATH MPOTUBOOIYXOJEBbIN 3P PEKT

B 00OUX CITy4asx.
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[0172]

TepaneBTuueckoe CpeAcTBO M CHOCOO JIEUEHHs! MO HACTOSIIEMY H300PETEHHIO MOTYT
3aMEeJISATh POCT PAKOBBIX KJIETOK, IMOJABIATh UX MPONU(EPALNIO U, KPOME TOTrO, MOTyT yOHUBAaTh
paxoBbIe KJIETKU. DTU 3(PPeKTh MOTYT NO3BOJIUTH OOJBHBIM PAKOM H30aBUTHCS OT CHMITOMOB,
BBI3BAHHBIX PAKOM, MJIM MOTYT YJYYIIUTb KAad€CTBO XM3HH PAKOBBIX MAIMEHTOB M AOCTHYb
TepameBTUUeCKOro d¢¢exTa, NOANepKUBas JKU3Hb pPAKOBBIX MAalMEHTOB. Jlaxe eciu
TepaNeBTUUECKOE CPEACTBO M CIOCOD JIEUEHHsI HE MPUBOIST K YHUYTOXKEHUIO PAKOBBIX KIIETOK,
OHH MOTYT obecneduTsb 0oJiee BBICOKOE KauyeCTBO JKU3HU PAKOBBIX MALMEHTOB MPH JOCTHKECHUH
OoJee IIUTEIHHOTO BBDKHBAHUS MyTEM HHIMOMPOBAHUS WJIM KOHTPOJISI POCTA PAKOBBIX KJIETOK.

[0173]

MO’KHO OXKHIIaTh, YTO TEPANIEBTHYECKOE CPEACTBO MO HACTOSIIEMY H300peTeHHI0 Oyaer
NPOSIBJIATh T€PANEBTUICCKUN 3PQPEKT y MAUSHTOB MyTeM NPUMEHEHUSI B KA4eCTBE CHCTEMHOM
TEpaIH 1, KPOME TOTO, MyTEM MECTHOTO HAHECEHHSI HA PAKOBBIE TKAHU.

[0174]

TepameBTuueckoe CpPeACTBO MO HACTOSMIEMY H300PETEHHIO MOXKHO BBOJAWUTH B BHIE
dapmManieBTHIECKOH KOMIIO3UIUH, COAeprKamell 1Mo MeHbInell Mepe OnuH (apMaleBTHYECKH
npueMyIeMblii  UHTpenneHT.  PapMaueBTHUECKH  NPUEMJIEMblE  HHIPEOHEHTBI  MOXKHO
COOTBETCTBYIOIIMM O0pa3oM BbIOpaTh M HCIOJNB30BATH M3 BCIOMOTATENbHBIX HO0ABOK IS
(dbopMyIHpPOBaHUST KOMIIO3MIMHA WJIM T.IL, KOTOPble OOBIMHO HCIONB3YIOT B AAHHOH 0OacTH
TEXHUKH, C YY€TOM [103, BBOAMMON KOHLEHTPALMM WM T.II. KOHBIOTATa AaHTUTEINO-
JEKapCTBEHHOE CPEACTBO, HCIOJB3YeMOro B  HacrosimeM u3o0OpereHun. Hampumep,
TEPANeBTHUECKOE CPEACTBO IO HACTOSLIEMY H300pPETEHHI0O MOXKHO BBOAUTH B BHJE
dapmaneBTUUeCKON KoMMo3uLMK (manee "dapmaneBTHUecKas KOMITO3ULMS IO HACTOSIIEMY
u3o0pereHno"), conepkaiueii Oydep, Takoi Kak TUCTHIUHOBBIN Oydep, SIKCIMITUEHT, TAaKOH KaKk
caxapo3a MM Tperajgos3a, ¥ MOBEPXHOCTHO-aKTHMBHOE BELIECTBO, TAKOe Kak mojucopdar 80 min
20. dapMaLeBTHUECKYIO KOMITO3ULHIO MO HACTOSIIIEMY M300PETEHUIO MPEANOYTHTEIBHO MOYKHO
UCTIOJIB30BATh B BUJI€ MHBEKLINH, O0Jiee MPEAnOYTUTEIbHO MOKHO UCTIONB30BATh B BU/IE€ BOAHOM
UHBEKLUU WIH JUOQWIM3HPOBAHHON WHBEKUWHU, U eme 0oJjiee NPEATNOUTUTENIbHO MOYKHO
UCIIOJIB30BATh B BHAE JTHOPUIM3UPOBAHHON HHBEKLIUH.

[0175]

B cnyuae, ecnu ¢dapmaneBTHdecKass KOMIO3MIHUS TIO HACTOALIEMY H300PETEHUIO
npeaCTaBisieT COOOH BOAHYIO MHBEKLHUIO, €€ MOYHO MPEANOYTHTENBHO pa30aBUTh MOAXOASIIAM
pa3OaBuTenem, a 3aTeM BBECTH B BUJAE BHYTpUBeHHON HH(]y3uu. B kadectBe pazOaButens
MOKHO YKa3aThb PacTBOP AEKCTPO3bI, (PU3HOJIOTMYECKH PAcTBOP U T.IL., M MPEINOYTHTEIBHO
MOXKHO YKa3aTb pPacTBOp JEKCTPO3bl, W Ooyiee NPEANOUTHUTENbHBIM sBisieTcs 5% pacTBOp
TIEKCTPO3BI.

[0176]

B cnyuae, ecnu ¢dapmaneBTHdeckass KOMIO3MIUS IO HACTOALIEMY H300pETEHUIO
npeacTaBsier co00OM  NMMOPUINM3UPOBAHHYKD MHBEKLUIO, €€ MPEANOYTUTENBHO MOXKHO

paCcTBOPUTL B BOAC MIJIA I/IH”beKI_II/II‘/'L 3aTCM HGO6XOI[I/IMOG KOJIMYCCTBO MOXKHO pa36aBI/ITb
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MOAXOMSIIAM pa30aBUTEIeM W 3aTeM BBECTH B BHUAE BHYTPHUBEHHON WH(QYy3uu. B kauectse
pa3baBuTENsT MOXHO YyKa3aTh PacTBOP HAEKCTPO3bl, (PU3MOJOTHYECKUNH pPacTBOp U T.IL, H
MPEANOYTUTEILHO MOXKHO yKa3aTh PaCTBOP ACKCTPO3bI, U OOJee MPeArnOuTUTETbHBIM SIBIISIETCS
5% pacTBOp EKCTPO3BI.

[0177]

IIpumepsl 1nyTH BBEAEHHUS, KOTOpPbIE MOXHO HCHOJB30BaTb JJIsi  BBEACHUS
(apMaleBTUYECKOH KOMITO3UIMU IO HACTOSIIEMY H300pETEHUI0, BKIIOYAIOT BHYTPUBEHHBIH,
BHYTPUKOXKHBIN, TMOAKOXHBIM, BHYTPUMBILIEYHbIH W WHTPANEPUTOHEANBHBIN MyTH, U
NPEANOYTUTENIbHO  BKJIIOYAIOT BHYTPHUBEHHbI TyTh. Kpome Toro, (dapmaieBTHUeCKyIO
KOMIIO3HIIHMIO TI0 HACTOSIIIEMY U300PETEHHIO TaKKe MOXKHO BBOJIUTD MyTEM MPSIMON UHbEKIIMH B
MapEHXUMY T'OJIOBHOT'O MO3Ta, MSITKYH0 MO3TOBYIO O0OJIOUKY HJIA MAYTHHHYE O0O0JIOUKY.

[0178]

Konbrorar  aHTUTENO-JIEKAPCTBEHHOE  CPEACTBO, HCIOJB3YEMbII B HACTOSIIEM
n300peTeHNH, MOXXHO BBOAWTH YEJOBEKY OAMH pa3 ¢ uHTepBajamu 1-180 nHelt, wu
MPEANOUYTUTEIBHO MOKHO BBOJAMWTBH OJMH pa3 B HEAENIO, ONUH pa3 B 2 HeAeNu, OOMH pa3 B 3
HEJleJIN WJIA OJIUH pa3 B 4 Henenw, U emle 0oee MpeanouTUTEIBHO MOKHO BBOIUTH OJIUH Pa3 B 3
Henenu. Takke, KOHBIOTaT aHTUTENO-JEKAPCTBEHHOE CPENCTBO, MCIOJIb3YEMbI B HACTOSIIEM
n300peTeHNH, MOKHO BBOAUTH NpHU A03e okoso 0,001-100 Mr/kr, ¥ mpeArnouTUTENbHO MOYKHO
BBoauTh Tipu no3e 0,8-124 wmr/kr. B ciydae, xorma KOHBIOTAT AHTHTENO-JTEKAPCTBEHHOE
CPEACTBO, UCIIOJNB3yeMbI B HACTOSIIIEM HM300PETeHHH, MPENCTaBJsieT COOOM KOHBIOraT aHTH-
HER2 anTUTEN0-1€KapCTBEHHOE CPEACTBO, €0 MPEANOUYTUTEIBHO MOXKHO BBOAUTh OAMH pa3 B 3
Henenu nipu nose 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,
Ooee MPeAnoYTUTETFHO MOJKHO BBOIUTD ONMH pa3 B 3 Henenu mpu no3e 5,4, 6,4 wiu 7,4 mr/kr,
u eme Oojee MPearnoYTHTENbHO MOKHO BBOAMTH OUH Pa3 B 3 HEAENH Hpu 103e 5,4 MI/Kr Win
6,4 Mr/kr. B ciydae, Korma KOHBIOTAT aHTHTENO-JIEKAPCTBEHHOE CPEACTBO, HCHOJb3yEeMbIH B
HACTOSIIEM U300pETeHHH, NpeacTapisieT codoi koubrorat aHTu-HER3 aHTHTEN0-71eKapCTBEHHOE
CPEACTBO, €ro MPeANOYTUTEIbHO MOKHO BBOAWTh OAWH pa3 B 3 Hemenu npu no3e 1,6 mr/kr, 3,2
mr/kr, 4,8 wmr/kr, 5,6 wmr/kr, 6,4 wmr/kr, 8,0 mr/kr, 9,6 wmr/kr wmu 12,8 wmr/kr, u Oosee
NPEANOYTHTEFHO MOXKHO BBOIUTDH ONMH pa3 B 3 Hexenu npu Ao3e 4,8 mr/kr, 5,6 mr/kr wiu 6,4
Mr/kr. B cnydae, Korma KOHBIOTAT aHTHTENIO-JIEKAPCTBEHHOE CPENCTBO, HCIOIb3YEMbId B
HACTOSIIIEM M300peTeHuH, TpeacTaBiser coboit  koHbrorar aHTH-TROP2  anTHTENO-
JIEKapCTBEHHOE CPEACTBO, €r0 MPEANOYTUTENIBHO MOKHO BBOIUTD OJIMH Pa3 B 3 HEAENM MPHU 103€
0,27 wmr/kr, 0,5 wmr/kr, 1,0 mr/kr, 2,0 mr/kr, 4,0 mr/kr, 6,0 mr/kr uiau 8,0 Mr/kr, u Oonee
MPEANOYTHTEIFHO MOXKHO BBOIUTBH OAMH pa3 B 3 Hexenu npu ao3e 4,0 mr/kr, 6,0 mr/kr wiu 8,0
MT/KT.

[0179]

TepaneBTudeckoe CPeACTBO MO HACTOSALIEMY H300PETEHHIO TAaKK€ MOXKHO BBOAUTH B
KOMOWHALINY C TePANIeBTHYECKUM CPEACTBOM MPOTHUB PaKa, OTIIMIHBIM OT KOHBIOraTa aHTUTENO-
JIEKApPCTBEHHOE CPENICTBO, MCIOJIb3yEeMOIr'0 B HACTOSLIEM H300PETEHUH, TEM CaMbIM YCHJIHBAsI

npoTUBOOIYXONeBbIl  3(dexr. Jlpyrue mNpOTUBOPAKOBBIE TEPANEBTUUECKUE CPENCTBA,
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UCTIONIb3YEMBIE JJIS1 STOW LIEJIHU, MOJKHO BBOJUTH CYOBEKTY OTHOBPEMEHHO, OTMEIBHO WU MOCIIE
TEPANEBTHUECKOrO CPENCTBA IO HACTOSINEMY H300PETEeHHMIO, U MOXKHO BBOIUTH, HM3MEHSA
UHTEPBAJl BBEIEHHs U1 KaKAOro. Takue NpOTHBOPAKOBBbIE TEPANEBTUUECKHUE CPEICTBA HE
OrPAaHUYMBAIOTCS, TMPH YCIOBMH, YTO OHM SABJSIOTCS  CPEACTBAMM, OOJagaroIUMH
IPOTHUBOOITYXOJIEBOH aKTUBHOCTBIO, M B KaueCTBe NMPHMepa MOXKHO yKa3aTh MO MEHbIIEH mepe
OOHO, BBIOpaHHOE W3 TIpymmbl, cocTosimed u3 wupuHorekana (CPT-11), uucriaTuHa,
kapOomnaTuHa, oOkcanmumuiathHa, ¢Topypaumna (5-FU), remumrtabuna, xkamenurabuHa,
MaKJIUTaKCeNa, AOLEeTaKceNa, NTOKCOPYOHLMHa, >nupyOrHa, unkiodpochamMmuaa, MUTOMHLIMHA
C, xoMmOuHauu Teradyp-ruMepani-oTepani, nerykcumabda, naHuTymymabda, Oeparmszymada,
pamyuupymaba, peropadennda, komMOuHauuu TpUIypUAUHA-TUNIUPAIIIA, TepuTUHNOA,
spnotuHuOa, adatuHUOA, MeTOTpekcaTa, TNeMeTpekcena, TaMmokcudena, TopemudeHa,
(ynBecTpaHTa, JIEHPOpPENNHA, TO3ePEINHA, JIETPO30J1a, AaHACTPO30J1a, MpenapaTa NporeCTepoHa,
Tpacty3ymada sMTaH3WHa, TpacTy3ymada, mepry3ymada u anaTuHuoa.

[0180]

TepaneBTrudeckoe CPEACTBO MO HACTOSIIEMY M300PETEHHIO TaKXKE€ MOXKHO HCTIOIb30BAThH
B KOMOMHALIUU C JIy4eBOi Tepanueil. Hampumep, pakoBbIil MAMEHT MOXKET MOJYYaTh JIyUEBYIO
TEPANUI0 10 W/HIIHM TOCIHE MOTyYEHHs], UIH OJHOBPEMEHHO C IMOJYYEHHEM TEPareBTUYECKOTrO
cpeacTBa MO HacrosimeMy wu3o0pereHuio. llpumepbl nyueBOW Tepamuy MOTYT BKJIIOYATh
aydgeByto Tepamuio Bcero wmosra (WBRT), crepeorakcuueckoe obOmyuenne (STI) w
cTepeoTakcHueckyro paguoxupypruro (SRS).

[0181]

TepaneBTuueckoe CpeACTBO MO HACTOSIIEMY M300PETEHHIO TaKXXe€ MOXHO HCIOJIb30BATh
B Ka4yecTBE aJbIOBAHTHONW XMMHOTEpaNUud B KOMOWMHALMM C XUPYPTUYECKOH NpOLEnypOH.
Xupyprudeckue NpoLeaypbl OCYIIECTBIIAIOT, HANpUMeEp, IyTeM YAaJleHUs BCeH WM 4acTu
OITyXOJIM TOJIOBHOTO MO3ra. TepaneBTH4ecKoe CPeiCTBO MO HACTOSIIEMY H300PETeHHI0 MOKHO
BBOJIUTh C IEJIbI0 YMEHBINEHUS pa3Mepa OMyXOJH TOJOBHOTO MO3Ta Mepel XUPYPruuecKoil
npouenypoi (mpenonepanroHHasi aTbIOBAaHTHAS XUMHOTEPAIHs M HEOATbIOBAHTHASI TEPAITHS )
WIX MOXHO BBOJHTH TOCJIE XUPYPTUYECKOHW MNPOLENyphbl Ui MPENOTBPALIEHHS pEeLHIuBa
ONMyXOJW TOJIOBHOIO MoO3ra (MOCHEONEepalMOHHAs aABIOBAHTHAS ~XHMUOTEPANUS — HIIH
aTbIOBAHTHAS TEPAITHST).

IIpumepsl

[0182]

Hacrosimmee n300peTeHHe KOHKPETHO OIMMCAHO B CBETE INPHUMEPOB, IMPENCTABICHHBIX
Hike. OnHaKO HacTosimee M300peTeHre He OrpaHHMuYMBaeTcs STUMH npuMmepamu. Kpome toro,
€ro HU B KOEM Clly4dae HeJIb3sl HHTEPIIPETUPOBATh OTPAHUIECHHO.

[0183]

ITpumep 1: IlonyueHne KOHBIOTaTa AHTUTEJIO-JIEKAPCTBEHHOE CPEACTBO

B cootBercTBHM €O crOCOOOM MOTYyUEHUsI, ONMTMCAHHBIM B MeXXayHApOIHON IyOIrKaiu
Ne WO 2015/115091, ¢ ucnonb3oBanuem rymanusupoBaHHoro antu-HER2 anturena (antureno,

COACPIKAIICE TSAXKECIYH0 LCIb, COCTOAIIYI0O U3 AMHUHOKHCJIOTHON noCJCA0BAaTCIIbHOCTH,
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COCTOSILIEN U3 aMHUHOKHUCIOTHBIX OCTaTKOB 1-449 SEQ ID NO: 1, u nerkyrw uenb, COCTOSIIYIO
U3 aMHUHOKHCJIOTHOH ITOCJIEIOBATEIbHOCTH, COCTOSINEH H3 aMHHOKHMCJIOTHBIX OCTaTKOB 1-214
SEQ ID NO: 2), mony4anu KOHBIOTaT aHTHUTEJNO-JIEKAPCTBEHHOE CPEINCTBO, B KOTOPOM

KOMIIOHEHT JIEKApCTBEHHOE CPENCTBO-JINHKEP, MPEACTABIECHHBIN CIeayomei (opMyIoit:

[0184]
[DPopmyna 22]
O
Ag\/\/\/ﬁ\ H i
N N
H/\'r H
[0185]

rae A mpencTaBisieT COOON MOJOKEHNE CBS3bIBAHUS C AaHTHTEIIOM,

KoHBIOTHPOBaH ¢ aHTU-HER2 antutenom uepes THod(uUpHYIO CBsi3b (Hajiee yKa3aH Kak
"koHBIOTAT aHTUTeNO-NekapcTBeHHOoe cpeactBo  (1)"). DAR  koHbIOrata aHTHTENO-
JekapcTBeHHOe cpenctso (1) cocrasmser 7,8.

[0186]

IIpumep 2: McnbiTanue, OLIEHUBAIOIIEE IPOAJICHUE )KU3HU

MpImy: B 3KCIEPUMEHTE HCIONb30Banu camMok Mmbimeil BALB/c Bospacta oTr 5 mo 6
Henenb (Charles River Laboratories Japan, Inc.).

[0187]

Konstorar antureno-nexapcrseHHoe cpeactso (1) pasdasmsumm Oydpepom ABS (10 MM
anietatHbiil Oydep (pH 5,5), 5% copburona) u BHYyTPUBEHHO BBOIWJIM B XBOCTOBYKO BEHY IPH
oobeme pactBopa 10 Mir/kr.

[0188]

Ucnons3oBamu KPL-4-Luc, B kotopoM reH monudepassl ObUT TPaHCOUIMPOBAH B
kiaetkn KPL-4, nuHuio paka MOJOYHOH JKene3bl YeloBeKa, moyydeHHyro ot Dr. Junichi
Kurebayashi, Kawasaki Medical School (British Journal of Cancer, (1999) 79 (5/6). 707-717).
KPL-4-Luc cycneHaupoBany B (pU3HOIOrHYeckoM pactsope, 1 x 10* kneTok MHTpakpaHHATBHO
TPAHCIUIAHTHPOBAJIN CaMKaM TOJIBIX MBIIIEH, U MBIIIEH PaHIOMH3UPOBAHHO PACTIPEIENSIIH TI0
rpynmnam uepes 7 aHel mocne TpaHcriantauuu (neHp 0). KonbroraT aHTHTENO-eKapCTBEHHOE
cpenctBo (1) BBOmwIM BHYyTpUBeHHO B n03¢ 10 MI/kr B xBOCTOBYIO BeHy B Juu O u 21.
KoHTponpHBIM rpynmnaM BBOAMIN pacTBOpHUTENb. KonudecTBo Mblinel B KaXa0# rpymmne ObLIo

PaBHO IISATH, U HAJTUYUE WIIN OTCYTCTBUEC BbIXKMBAHUS Ha6m0):[am/1 a0 28 JHAA. C Touku 3pCHHUA
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STHKHU B OTHOLIEHHWHU >KUBOTHBIX, B Cllydae nmorepu maccol Tena 30% wmnu Oonee 1 aHOMaJbHOTO
noBefeHNsl (IBIKEHUS IO KPYTy, HAPYIIEHWs NpHeMa MHUINW/TUTbS U T.IL), OCYINECTBIILIH
sBTaHa3m0. Kpome Toro, mouudepruH BBOAWIM UHTPAIIEPUTOHEATbHO KX 10 MbInu B [lHu 14,
21 u 28 pansd NOATBEPXKAECHUS JIOKAIM3ALMM OMYXOJIM M KOJUYECTBA OMYyXOJIH, HCIONb3Ys
morudepasHyro aktuBHOCTh KPL-4-Luc B kauecTBe WHOUKATOpa, W JIEOMHUHECLEHIHIO
TOJIOBHOTO MO3Ta H3MEpsUIM C HCHOJNb30BaHHMEM CHCTeMbl BH3yanusaimu In Vivo Imaging
System (IVIS). I'pynma, xoTopoii BBOAWIM pacTBOpuUTeNb (2 MbIHM), ObLIa CO3MaHA Kak
caTeJUIMTHAs rpynna, (pUKCHPOBAaHHBIA B (POPMANIMHE, 3aJIUThIA MapaguHOM Cpe3 TOJIOBHOTO
MO3ra MBI Mony4dain B JleHs 14 u OCyIecTBIsUIN OKPALTMBAHUE T€MAaTOKCHIMHOM U 503UHOM.

[0189]

PesynbraThl nokazansl Ha @ur. 9-11. [y KOHTPOJIBHBIX FPYIIT CMEPTh OOHAPY KUBAJIH C
Hus 14, u Bce Mbiun ymepnu k Juro 26. HanpoTtus, ansd rpymnmn, KOTOPbIM BBOJWUIN KOHBIOTAT
AHTUTEJNIO-JIEKapCTBEHHOE cpeacTBO (1), Bce MbIM BbIKUBAIH BIUIOTH 10 JHsA 28 (Pur. 9). Urto
kacaercss momuHecteHunu KPL-4-Luc, poct omyxonu Obl1 OOHapy)keH y MbIIEH W3 TpyI,
KOTOPbIM BBOAWJIM KOHBIOTAT aHTHTEJNO-NeKapcTBeHHoe cpeactBo (1), k a0 21, HO
yYMEHBIICHNE JTIOMUHECLEHINN ObI10 00HapyskeHo B JleHs 28, uro Obuto uepe3 1 Henmemo mocne
BTOPOTO BBEICHMS, MpPEANOJaras, 4YTO KOHBIOTAT AaHTHUTEJO-JeKapcTBeHHOe cpenactso (1)
okas3biBaeT 3¢ (dexkTuBHOE BO3AEHCTBHE HA OmMyxoau B ronoBHoM Mosre (Pur. 10). Ha
M300pKEHNAX, MOKA3bIBAIOINUX MMATOJOTHYECKHE H3MEHEHHUs] TOJIOBHOro mosra B Jlenp 14,
OINyXOJIEBBIE MAacChl OBLIM OOHApPy>KE€Hbl BOKPYT OOOHSATENBbHON JYKOBHUIBI, B HOCOBBIX
pPaKOBHHAX, MAPEHXUME I'OJIOBHOTO MO3ra, Y OCHOBAHUS MO3ra, B JKE€IyJOUYKe FOJIOBHOTO MO3ra U
BOKPYT MoO3xeuka B 2/2 ciyqasx (Pur. 11).

[0190]

OTH pes3ynbTaThl CBUIAETENBCTBYIOT O TOM, YTO KOHBIOTAT AHTHUTEJO-JIEKAPCTBEHHOE
cpenctBo (1) nposiBnsieT 3¢h(eKTUBHOCTh B OTHOIIEHUH METACTATUYECKUX OIMyXOJIeil TOJIOBHOTO
MO3Ta U 00J1a1aeT MPOAJIEBAOIINM JKU3HB 3P HEKTOM.

CBOOOHBIN TEKCT MEPEYHSI MOCIeN0BATENILHOCTEN

[0191]

SEQ ID NO: 1 - AMHHOKHCIOTHAS IOCJIEIOBATENLHOCTh Tshkejod 1emu aHntu-HER2
aHTHUTENa

SEQ ID NO: 2 - AMHMHOKHUCJIOTHAs MOCJIENOBATENbHOCTh Jierkod nemu aHTu-HER2
aHTUTENa

SEQ ID NO: 3 - AMHHOKHCJIOTHAs IIOCJIEIOBATENIbHOCTh Tshkejod 1enu antu-HER3
aHTUTEeNa

SEQ ID NO: 4 - AMMHOKHUCJIOTHAs MOCJIENOBATENLHOCTh JierTkod nemu aHTu-HER3
aHTHUTEeNa

SEQ ID NO: 5 - AMHHOKHCJIOTHAsI IOCJEA0BATEILHOCTb TsDKeIoN 1enu aHTu-TROP2
aHTUTEeNA

SEQ ID NO: 6 - AMHHOKHUCJIOTHAS ITOCJIEIOBATEIbHOCTh JIErKoi 1enu aHTu-TROP2

AHTUTCIIA



60

SEQ ID NO: 7 - AMMHOKHCJIOTHAS MOCJIEN0BATENbHOCTh TSDKEJON Hermu aHTu-B7-H3

AHTUTENA0
SEQ ID NO: 8 - AMHUHOKHCJIOTHAs IOCJEAOBATEILHOCTh JIETKOM Liermu aHTH-B7-H3

AHTHUTCIIA

SEQ ID NO: 9 - AMUHOKHCJIOTHAsI MOCJIENOBaTeIbHOCTh Tskenon nenu aHTu-GPR20

AHTUTENA
SEQ ID NO: 10 - AMMHOKHUCIIOTHAsI MOCJIEeN0BaTeIbHOCTh Jierkoi nenu aHtu-GPR20

AHTHUTECJIa

SEQ ID NO: 11 - AMUHOKHUCIIOTHAS ITOCJIENOBATEILHOCTh TsKeoi Lenu antu-CDH6

AHTHUTECJIA

SEQ ID NO: 12 - AMHHOKUCIIOTHASI IIOCJENOBATEILHOCTL Jjerkoi nenu antu-CDH6

AHTUTCIIA
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D®OPMYVYJIA N30OBPETEHUA
1. TlpumeHeHue KOHBIOTaTa AHTUTENIO-JIEKAPCTBEHHOE CPEACTBO B  IOJYYCHHU
JIEKapCTBEHHOTO CpPEACTBAa MJI JIEYEHUS METAaCTaTUYECKON OIyXOJM TOJIOBHOTO MO3ra, B
KOTOPOM KOHBIOTaT AHTHUTEJIO-JIEKAPCTBEHHOE CPEACTBO IPEACTABIsAET COOOH KOHBIOTaT
AHTUTENIO-JIEKAPCTBEHHOE  CPEACTBO, B  KOTOPOM  JIGKAPCTBEHHOE  CPEACTBO-JIMHKED,
NPEICTABJICHHBIN Cleayroueil (opMyJioi, KOHBIOTHPOBAH C AHTHTEJIOM uepe3 THOI(UPHYIO

CBA3b:

rae A mpeacTaBiisieT coOOM MOJIOKEHHUE CBSA3BIBAHMUS C AHTUTEJIOM;

I7Ie aHTUTEJIO B KOHBIOTATE AHTUTEJIO-JIEKAPCTBEHHOE CPENCTBO MPEACTAaBIsieT COOOMU
antu-CDHO6 anTureno.

2. IlpumeHeHHE KOHBIOraTa aHTUTEJIO-JIEKAPCTBEHHOE CPEACTBO JUIA  JICUEHUS
METACTaTUUECKON OIMyXOJU TOJOBHOIO MO3ra, B KOTOPOM KOHBIOTAT aHTUTENO-JIEKAPCTBEHHOE
CPEACTBO TpeAcTaBisieT COOOH KOHBIOraT aHTUTENO-JEKAPCTBEHHOE CPEACTBO, B KOTOPOM
JIEKAPCTBEHHOE CPEACTBO-JIMHKEP, MPEIACTABICHHBIN cieayromei GopMyioi, KOHBPIOTHPOBAH C

AHTUTEJIOM 4epe3 THOI(PHUPHYIO CBA3b:

o
A O H o H
_Og-lgx/\/\)l\ﬁ/\rrl\l\)l\ \/U\”Ao/\lﬁo

O 0 NH

Iz

rae A mpeacraBiisieT coOOM MOJIOKEHHUE CBSA3BIBAHUS C AHTUTEJIOM;
I7le QaHTHUTEJIO B KOHBIOTATE AHTHUTENO-JEKAPCTBEHHOE CPENCTBO NPEACTABIsAeT COOOM

autu-CDH6 antureno.
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3. Ilpumenenne no n. 1 wiu n. 2, rae NepBUYHBIA pak AJsl METaCTaTUYECKOW OMyXOJIH
TOJIOBHOTO MO3ra SIBJIIETCS] IO MEHbIIEH Mepe OAHUM, BbIOPAHHBIM U3 IPYIIIbI, COCTOALIEH U3
paka MOJIOYHOH KeJe3bl, paka JIETKOro, MEJAHOMBI, MOYE€YHO-KJIETOYHOIO PaKa, paka IOYKH,
KOJIOPEKTAJILHOIO paKa, paka >KeJlyJKa, Paka rojIOBbl U LIEH, IenaToOLEe/UIIOJISIPHOrO paKa, paka
NEYECHU, paka SIMYHUKA, paka IMPEeNCTAaTeIbHOM JKEJe3bl, paka MOYEBOrO IIy3bIpsi, paka
MOJKENTyTOYHOM JKeNe3bl, paka 3HIOMETPUs, paka LIUTOBUIHOHN XKeje3bl, 3J0Ka4eCTBEHHOU
TUM(OMBI 1 CAPKOMBL

4. ITpumenenue no n. | wiu n. 2, rae NepBUYHBINA paK Uil METACTATHUECKOUN ONyXOJu
TOJIOBHOTO MO3ra SIBJIIETCS] IO MEHbIIEH Mepe OXHUM, BbIOPAHHBIM U3 TPYIIIbI, COCTOSLICH U3
paka JIErkoro, NO4Ye€4YHO-KJIETOYHOIO paKa, paka MOUYKH, KOJOPEKTAJIbHOIO PaKa, paKa KeJlyakKa,
paka rojioBbl U LIEU U PaKa S3HAOMETPUSL.

5. Ilpumenenne no n. 1 unu n. 2, rae NepBUYHBIA pak AJs METACTaTUYECKOW OMyXOJIH
TOJIOBHOT'O MO3Ta MPENCTABISAET COOOM MOYEUHO-KJIETOUHBIH PaK.

6. Ilpumenenue no n. 1 wiu n. 2, rae NepBUYHBIA pak AJsl METACTATUYECKOW OMyXOJH
TOJIOBHOT'O MO3Ta MPECTABISET COOOM pak JIETKOTro.

7. llpumenenue no 0. 1 winu 0. 2, rae NepBUYHBIA pak AJsl METaCTaTUYECKOW OMyXOJH
TOJIOBHOT'O MO3Ta MPENCTABISAET COOOH paK MOYKH.

8. Ilpumenenne no n. 1 unu m. 2, rae NepBUYHBIN pak AJsl METACTaTUYECKOW OMyXOJIH
TOJIOBHOT'O MO3Ta MPECTABISET COOOM pak JKeyyIKa.

9. Ilpumenenue no n. 1 wiu n. 2, rae NepBUYHBIA pakK AJsl METaCTaTUYECKOW OMyXOJIH
TOJIOBHOT'O MO3Ta MPECTABISAET COOOH KONIOPEKTaIbHBIHN pak.

10. IIpumenenue no n. 1 unu 0. 2, rae NepBUYHbBIN PaKk IJIsl METACTATUYECKOMN OIyXOJn
TOJIOBHOT'O MO3Ta MPEACTABISAET COOOM pak royoBbI U HIEH.

11. Ilpumenenue no n. 1 unu n. 2, rae NEpPBUYHBIN paK Al METACTaTUYECKON OIyXOJIU
TOJIOBHOT'O MO3T'a IPEICTABISIET COOOM pak STMUHHKA.

12. IIpumenenue no n. 1 unum 0. 2, rae NepBUUHBIN pak Al METaCTAaTUYECKOMN OIyXOJu
TOJIOBHOT'O MO3Ta MPEICTABISET COOOM paK SHAOMETPHSI.

13. Tlpumenenue no JrOOOMY M3 NMPEAIIECTBYIOMNX MYHKTOB, rae aHTu-CDHO6 anTuTeno
npeAcTaBisieT CcoOOH aHTUTENO, coaep:kamlee BapuadelbHY0 OONACTh TSKENON —Lemny,
conepkamyro CDRHI1, cocTosimyro U3 aMUHOKHMCIOTHOM TOCJEIOBATEIbHOCTH, COCTOSIIIEH U3
aMUHOKUCIIOTHBIX OCcTaTkoB 45-54 SEQ ID NO: 11, CDRH2, cocrosimyro U3 aMHHOKHCIOTHOU
MOCJIEAOBATENIbHOCTH, COCTOSIIIENH W3 aMHHOKHCIOTHBIX octarkoB 69-78 SEQ ID NO: 11, u
CDRH3, cocrosmyr U3 aMHHOKUCIOTHOW  IOCHENOBareJbHOCTH,  COCTOsALIEH U3
aMUHOKHCJIOTHBIX ocTatkoB 118-130 SEQ ID NO: 11, u BapuabenpHy0 00JaCTh JIETKOW LETH,
conepkamryro CDRLI1, cocTosimyr M3 aMMHOKHCIIOTHOM IMOCIEA0BATEIbHOCTH, COCTOSIIEH U3
aMUHOKUCIIOTHBIX OocTarkoB 44-54 SEQ ID NO: 12, CDRL2, cocTosimyro U3 aMHHOKHUCIOTHOM
MOCJIEAOBATEIbHOCTH, COCTOSIIIEH M3 aMHUHOKHCIOTHBIX ocTtatkoB 70-76 SEQ ID NO: 12, u
CDRL3, cocrosmyr U3 aMHHOKHCJIOTHON  MOCJENOBAaTEIbHOCTH, COCTOALIEH U3
aMUHOKHUCIIOTHBIX ocTaTtkoB 109-116 SEQ ID NO: 12.

14. Tlpumenenune mno mrobomy u3 nm. 1-12, roe antu-CDHO6 anTHTENnO comep:kut
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BapralebHy0 00JIaCTh TSKEJION IeMH, COCTOSLIYI0 U3 aMHUHOKHCIIOTHOH MOCJIEAOBATEIbHOCTH,
COCTOsILIIEN M3 AaMUHOKHCIOTHBIX octatkoB 20-141 SEQ ID NO: 11, u nerkywo 1enb,
colepKallyr0 BapHaOelbHYI0 OONACTh JIETKOM LEeMH, COCTOALIYI0 K3 aMHHOKHCIIOTHOM
MOCJIEAOBATENIbHOCTH, COCTOSIIEH U3 aMUHOKHCIOTHBIX ocTaTtko 21-128 SEQ ID NO: 12.

15. Ilpumenenne no mobomy u3 mm. 1-12, rne antu-CDH6 antuteno mpencrasisier
coOOM  aHTHMTENO, COmeplkallee TSUKEIYI0 — Lelb, COCTOSINYH W3  aMHUHOKHCJIOTHOM
MOCJIEIOBATENIbHOCTH, COCTOSIIIEeH M3 aMHHOKHCJIOTHBIX octarkoB 20-471 SEQ ID NO: 11, u
JIETKYK0 LeMb, COCTOSAIIYI0O M3 aMHHOKUCJIOTHOW TOCHEAOBATENbHOCTH, COCTOSIIIEH U3
AMHHOKHCJIOTHBIX ocTaTkoB 21-233 SEQ ID NO: 12.

16. Ilpumenenue no n. 15, rne antu-CDHO6 anTHUTENO HE COMEPIKUT JTU3UHOBBINA OCTATOK
Ha KapOOKCHJIbHOM KOHIIE TSKEJION LIETTH.

17. Tlpumenenue no ar0OOMYy M3 MPEIIIECTBYIOLINX MYHKTOB, II€ CPEIHEee KOJIHMYECTBO
KOHBIOTHPOBAHHBIX €IWHULl JIGKAPCTBEHHOE CPEACTBO-IMHKED HA MOJIEKYJy AaHTHUTENa B
KOHBIOTaTe aHTUTENIO-JIEKAPCTBEHHOE CPEACTBO HAXOAUTCS B Mpeaenax oT 2 10 8.

18. Ilpumenenue no mn. 17, rae cpenHee KOIMYECTBO KOHBIOTMPOBAHHBIX €IUHMIL
JIEKapCTBEHHOE CPEACTBO-JIMHKEP Ha MOJIEKYJIy aHTUTENA B KOHBIOTaTe€ aHTUTEJIO-JIEKAPCTBEHHOE
CPEIACTBO HAXOAUTCA B Mpefenax or 3 Ao 8.

19. Ilpumenenue no mn. 18, rae cpenHee KOIMYECTBO KOHBIOTUPOBAHHBIX €IWHMIL
JIEKapCTBEHHOE CPEACTBO-JIMHKEP HAa MOJIEKYJIy aHTUTENA B KOHBIOTaTe€ aHTUTEJIO-JIEKAPCTBEHHOE
CPENCTBO HAXOAUTCA B Ipenesiax or 7 1o 8.

20. Ilpumenenne no mn. 19, rge cpenHee KOAWYECTBO KOHBIOTMPOBAHHBIX €IMHUL]
JIEKapCTBEHHOE CPEACTBO-JIMHKEP HAa MOJIEKYJIy aHTUTENA B KOHBIOTaTe€ aHTUTEJIO-JIEKAPCTBEHHOE
CPEICTBO HAXOMUTCA B mpezenax ot 7,5 no 8.

21. Ilpumenenne mo n. 20, rge cpenHee KOMIUYECTBO KOHBIOTMPOBAHHBIX €IUHMIL
JIEKapCTBEHHOE CPEACTBO-JIMHKEP HAa MOJIEKYJIy aHTUTENA B KOHBIOTaTe€ aHTUTEJIO-JIEKAPCTBEHHOE
CPEenCTBO COCTABJISIET 8.

22. Cnoco0® je4eHUs METaCTaTHYECKOH OIMyXOJIM TOJIOBHOTO MO3ra, BKJIFOYAFOIIHIA
BBEJICHHE KOHBIOTATA aHTUTENIO-JIEKAPCTBEHHOE CPENICTBO CYOBEKTY, HYKIAIOIIEMYCSI B JICUCHUH
METAaCTaTUYECKON OIMyXOJIM TOJIOBHOTO MO3ra, B KOTOPOM KOHBIOTaT aHTUTEJNO-JIEKAPCTBEHHOE
CPEICTBO TPEACTABNISIET COOOW KOHBIOTAT AHTUTENO-JIEKAPCTBEHHOE CPEACTBO, B KOTOPOM
JIEKApCTBEHHOE CPENCTBO-TMHKEP, MPEICTABICHHBIN Clenyomeld GopMysioli, KOHBIOTHPOBAH C

AHTUTEJIOM Yepe3 THOI(PHUPHYIO CBS3b:
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rae A mpeacraBiisieT coOOM MONIOKEHHUE CBA3BIBAHUS C AHTUTEJIOM;

IZlc AaHTHTEJIO B KOHBIOTATE AHTHTENO-JEKAPCTBEHHOE CPENCTBO MPEACTaBiIsieT cOOOH

autu-CDH6 autureno.

23. Cnocob® mo m. 22, B KOTOPOM MEPBUYHBIA paK A METaCTAaTHYECKOW OIyXOJH

TOJIOBHOT'O MO3ra SIBJIIETCS O MEHBIIEH MEpPE OOHUM, BbI6paHHbIM U3 IpymnIibl, COCTO;ILL[efI us3

paka MOJIOYHOMH JKEJIE3bL, paKa JICTKOro, MEJIaHOMBI, MOYCYHO-KJICTOYHOI'O paka, paka IOYKH,

KOJIOPCKTAJIBHOI'O paKa, pakKa XKEJIyAKa, pakKa roJIOBbl U LICHU, TCNATOLCIUIIOJIAPHOrO paka, paka

MEYEeHW, paka SUYHUKA, paka IMPEeNCTaTeIbHONW KeJe3bl, paka MOYEBOrO Iy3bIps, paka

MOJIKENTyIOUHOM JKeNe3bl, paka 3HIOMETpUs, paka LUTOBUIHOI Kese3bl, 3J0Ka4eCTBEHHOM

TMM(POMBI B CAPKOMBIL

24. Cnocob mo m. 22, rae MepBUYHBIN pak UIsi METACTATHYECKOH OIMyXOJIU TOJIOBHOTO

MO3ra SIBJISIETCSI MO MEHBIIeH Mepe OIHUM, BBIOPAHHBIM W3 TPYIIIbL, COCTOSIIIEH U3 paka

JIETKOI'O, MOYCYHO-KJICTOYHOI'O paKa, paka MOYKH, KOJIOPEKTAJIBHOI'O paka,

r'OJIOBBI U LIC€U U paKa SHAOMETPUA.

25. Cnocob mo m. 22, rae NMepBUYHBIN pak

JJIA

MO3ra IPeCTaBIsieT COOOH MOYeUHO-KJIETOUHBIN paK.

26. Cnocob mo 1. 22, rae MepBUYHBIN pak
MO3ra MpeCTaBIsieT COO0 pak JIErKoro.

27. Cnocob mo 1. 22, rae MepBUYHBIN pak
MO3ra MpeCTaBIsieT COO0H pak MOYKH.

28. Cnocob mo m. 22, rae MepBUYHBIN pak
MO3ra IpeacTaBisieT coO0i pak Keyaka.

29. Cnocob mo m. 22, rae mepBUYHBIN pak
MO3ra peCTaBIsieT COO0H KONIOPEKTATIbHBIN PakK.

30. Cmocob mo m. 22, rie NMepBUYHBIA pak
MO3ra IpeCTaBisieT co00 pak rOJNIOBBI U IIEH.

31. Cmocob mo m. 22, rie NmepBUYHBIA pak
MO3ra MPeCTaBIseT COO0H paK STMUHUKA.

32. Cnocob mo m. 22, rie mepBUYHBIA pak

JJIA

JJIA

JJIA

JJIA

JJIA

JIA

JJIA

MeETAaCTaTUYECKOH

METaCcTaTUUECKOMN

METacTaTUUECKON

MEeTacTaTUUEeCKON

MeTacTaTUUeCKOn

MeTacTaTUUEeCKO

MEeTacTaTUUECKOMN

METaCTaTUUECKOMN

paka jKenynaKa, paka

OITyXOJIH

OITyXOJIH

OIyXOJIN

OIyXOJIN

OIyXOJIN

OIyXOJIN

OIyXOJIN

OIyXOJIH

rOJIOBHOTO

I'OJIOBHOTO

T'OJIOBHOTI'O

T'OJIOBHOTI'O

T'OJIOBHOTI'O

T'OJIOBHOTI'O

rOJIOBHOTO

rOJIOBHOTO
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MO3Ta MPeaCcTaBisieT COO0H pak SHAOMETPHSI.

33. Cnocob mo ymrobomy u3 mm. 22-32, rae antu-CDH6 antuteno mpencrasnser coboit
AaHTHUTEJIO, CoAeplkamee BapualenbHYr0 o0macTe Tspkenou uery, conmepkamyro CDRHI,
COCTOSILIYIO M3 AMHUHOKHCJIOTHOM TMOCJIENOBATENIbHOCTH, COCTOSLIEH W3 aMHUHOKUCIOTHBIX
ocrarkoB  45-54 SEQ ID NO: 11, CDRH2, cocrosmyw U3 aMHUHOKHCIOTHOM
MOCJIEIOBATENIbHOCTH, COCTOSIIEH M3 aMUHOKHMCIOTHBIX octatkoB 09-78 SEQ ID NO: 11, u
CDRH3, cocrosmyr W3 aMHHOKUCJIOTHOW  TOCHENOBareJbHOCTH,  COCTOALIEH U3
aMUHOKHCJIOTHBIX ocTaTkoB 118-130 SEQ ID NO: 11, u BapuabenbHy0 00JaCTh JIETKOW LIETH,
conepkamyro CDRLI1, cocTosimyr M3 aMHMHOKHCIIOTHOHN IMOCIEA0BATEIbHOCTH, COCTOSIIIEH U3
aMUHOKUCIIOTHBIX OocTarkoB 44-54 SEQ ID NO: 12, CDRL2, cocrosimyro U3 aMHHOKHCIIOTHOU
MOCJIEAOBATENIbHOCTH, COCTOSIIIENH W3 aMHUHOKHCIOTHBIX ocTtatkoB 70-76 SEQ ID NO: 12, u
CDRL3, cocrosimyrd #W3  aMUHOKUCIIOTHOW  TOCJENOBAaTEIbHOCTH,  COCTOSIIEH W3
aMHHOKHUCJIOTHBIX ocTatkoB 109-116 SEQ ID NO: 12.

34. Cmoco6 mo mobomy wu3 nm. 22-32, rae antu-CDHO aHTHTENno comepkuT
BapralebHY0 00JIaCTh TSKEJION IeMH, COCTOSIIYI0 U3 aMUHOKHCIIOTHOHN MOCJIEIOBATEIbHOCTH,
COCTOsILIIE M3 AaMUHOKHCIOTHbIX octatkoB 20-141 SEQ ID NO: 11, u nerkyro 1memnb,
ColepKAIyr0 BapwaleNbHYI0 OONACTh JIETKOW LEMH, COCTOSAINYI0 W3 aMHHOKHCIIOTHOM
MOCJIEAOBATEIbHOCTH, COCTOSIIEH U3 aMUHOKHCIOTHBIX ocTaTtkoB 21-128 SEQ ID NO: 12.

35. Cnocob mo mobomy u3 mm. 22-32, tne antu-CDHO anTuTeno npencrasnsier codoi
AHTUTEJIO, COZepIKAIIee TSKENYIO 1eTb, COCTOALLYI0 U3 aMUHOKHCIIOTHON MOCIEA0BATEIbHOCTH,
COCTOsILIEN U3 aMUHOKUCIIOTHBIX ocTaTkoB 20-471 SEQ ID NO: 11, u nerkyo nenb, COCTOSLIYIO
U3 aMUHOKHCJIOTHOHN IOCJIEIOBATEIbHOCTH, COCTOSAINEH N3 aMHHOKHMCJIOTHBIX OCTAaTKoB 21-233
SEQ ID NO: 12.

36. Criocob o m. 35, rne antu-CDHO6 anTUTENO HE CONEPIKUT JIM3HMHOBBIN OCTATOK Ha
KapOOKCHUIIBHOM KOHLIE TSKEJION LIeTTH.

37. Cnocob mo mobomy u3 mm. 22-26, roe cpenHee KOIMYECTBO KOHBIOTHPOBAHHBIX
€IVHUI] JICKAPCTBEHHOE CPENCTBO-JTMHKEP HAa MOJIEKYJy aHTHTENa B KOHBIOraTe aHTHUTEJNO-
JIEKApCTBEHHOE CPEACTBO HAXOAUTCS B MpeAenax oT 2 1o 8.

39. Cmoco6 mo m. 37, rae cpeaHee KOJUYECTBO KOHBIOTHMPOBAHHBIX —€IUHMI]
JICKaPCTBEHHOE CPEACTBO-JIMHKEDP HA MOJICKYJTYy aHTUTEJIA B KOHBIOTATE€ AHTUTEIIO-JIEKAPCTBEHHOE
CPENCTBO HAXOAUTCA B Ipenesiax oT 3 110 8.

39. Cmoco6 mo mn. 38, rme cpenHee KOJUYECTBO KOHBIOTUPOBAHHBIX —©IUHMIL
JIEKaPCTBEHHOE CPEACTBO-JIMHKEDP HA MOJICKYJIy aHTUTEJIA B KOHBIOTATE AHTUTEJIO-JIEKAPCTBEHHOE
CPeICTBO HAXOAUTCA B Ipefenax or 7 Ao 8.

40. Cnoco®d mo m. 39, rme cpegHee KOJNMYECTBO KOHBIOTHMPOBAHHBIX —€IUHMI]
JIEKaPCTBEHHOE CPEACTBO-JIMHKEDP HA MOJIEKYJIy aHTUTEJIA B KOHBIOTATE€ AHTUTEJIO-JIEKAPCTBEHHOE
CPEACTBO HAXOAUTCA B mpezenax ot 7,5 1o 8.

41. Cnocod mo mn. 40, rge cpegHee KOJNMYECTBO KOHBIOTHMPOBAHHBIX —€IUHMI]
JIEKaPCTBEHHOE CPECTBO-JIMHKEDP HA MOJIEKYJIy aHTUTEJIA B KOHBIOTATe€ AHTUTEJIO-JIEKAPCTBEHHOE

CPEnCTBO COCTABJISAET 8.



66

42. IlpumeHeHHE KOHBIOraTa AaHTUTEJO-JEKAPCTBEHHOE CPENCTBO B IMOJYYECHUH
JEKAPCTBEHHOIO CpPEACTBA [JIsl JIEYEHHUs] METACTaTUYECKOW ONyXOJIM TOJOBHOIO MO3ra, B

KOTOPOM KOHBIOTAT aHTUTEJIO-JIEKAPCTBEHHOE CPEACTBO MPENCTAaBIEH Clenyroiel popmyIioit:

O

o]
AHTUTEJO —q \/\/\/'L

0

Tz

/\\‘T.

2L

A

Tz

7€ N IIPEICTaBIAET COOOI OTHOLICHUE JISKAPCTBEHHOTO CPEICTBA K AHTUTEIY,
I7Ie AaHTUTEJIO B KOHBIOTATe AaHTUTENIO-JIEKAPCTBEHHOE CPEICTBO MPEACTABISIET COOOH aHTH-
CDHO6 anruteno.

43. IlpuMeHeHHE KOHBIOraTa AaHTUTEJIO-IEKAPCTBEHHOE CPEACTBO [JIsl  JICYEHUs
METACTaTUYECKON OIMyXOJU TFOJOBHOIO MO3ra, B KOTOPOM KOHBIOTAT aHTUTENO-JIEKAPCTBEHHOE

CPEICTBO MPENCTaBJIeH clieayoueit Gopmyioii:

O

B 0 y ©
AHTUTEJO -q\/\/\/l{ WN\)LE

N
0 Hoo

7€ N IPECTaBIIsAET COOOI OTHOLICHUE JIEKAPCTBEHHOTO CPEICTBA K AHTUTEIY,

I7ie AaHTUTEJIO B KOHBIOTATE aHTUTENIO-JIEKAPCTBEHHOE CPECTBO MPEACTABISIET COOOH aHTH-
CDHO6 anruteno.

44. Ilpumenenne no n. 42 wiu n. 43, rae NEepBUYHBIA paKk AJsi METAaCTaTUYECKON
ONyXOJI TOJIOBHOTO MO3ra SIBJSIETCS 1O MEHBbIIEH Mepe ONHHM, BBIOPAHHBIM W3 TPYIIIHL,
COCTOSILEN U3 PaKa MOJIOYHOM KeJE3bl, paka JIETKOro, MEJIAHOMBI, IOYEYHO-KJIETOYHOIO paKa,
paka MOYKH, KOJIOPEKTAIBHOIO PaKa, paka »Keay[Ka, paka rOJIOBbI U LIEU, MenaTOLEIUIIOJIIPHOIO
paka, paka Me4YeHH, paka SUYHUKA, paKa MPEeACTaTeIbHON JKEeJe3bl, PaKka MOYEBOI0 My3bIpsi, PaKa
MOJUKEITYJOYHOU JKEJIe3bl, paka 3HAOMETPHUS, paka LIUTOBUIAHOW XKEJe3bl, 3JOKAYECTBEHHOH

JTMM(POMBI B CAPKOMBIL
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45. Ilpumenenne no n. 42 winu n. 43, rae NEepBUYHBIA paKk AJsi METAaCTaTUYECKON
OINyXOJI TOJOBHOIO MO3ra SIBJSIETCS 1O MEHbIIEeH Mepe OOHHM, BBIOPAHHBIM W3 TPYIIIH,
COCTOSILIIEN U3 Paka JIErKOro, IMOYe4YHO-KJIETOYHOrO paKa, paka MO4YKHU, KOJOPEKTaIbHOIO PaKa,
paka >KeJlyaKa, paka roJIOBbI U LIEU U Paka SHAOMETPUS.

46. Ilpumenenne no n. 42 wnu n. 43, rae NEepPBUYHBIN pakK IJsl METacTaTUYECKOH
OITyXOJIM TOJIOBHOT'O MO3Ta MPECTABISIET COOOM MOYEUHO-KJIETOUHBIN paK.

47. Ilpumenenue no n. 42 wiu 0. 43, rae NEepBUYHBIA pak AJisl METaCTaTUYECKOMN
OIyXOJIM TOJIOBHOTO MO3Ta MPEACTABIIIET COOOH pak JerKoro.

48. Ilpumenenue no n. 42 wiu 0. 43, rae NEepBUYHBIA pak AJsl METaCTaTUYECKOMN
OIyXOJIH TOJIOBHOTO MO3Ta MPEACTABIISIET COOOH pak MOYKH.

49. Ilpumenenne no n. 42 wiu 0. 43, rae NEepBUYHBIA paKk AJsl METaCTaTUYECKON
OITyXOJIM TOJIOBHOTO MO3Ta MPECTABISIET COOOH paK MKeJyIKa.

50. Ilpumenenne mo n. 42 wnu n. 43, rae NEePBUYHBIM pak Uil METACTaTHYECKOU
OITyXOJIM TOJIOBHOTO MO3T'a MPECTABISIET COOOH KOJOPEKTANbHBIA PakK.

51. Ilpumenenne mo n. 42 wnu n. 43, rae NEpPBUYHBIM pak Uil METACTaTHYECKOU
OITyXOJIM TOJIOBHOTO MO3Ta MPECTABISIET COOOH pakK roJIOBHI U IIEH.

52. Ilpumenenne mo n. 42 wnu n. 43, rae NEPBUYHBIM Pak Uil METACTaTHYECKOU
OIyXOJIM TOJIOBHOTO MO3T'a MPECTABISIET COOOH paK SUYHHKA.

53. Ilpumenenne mo n. 42 wnu n. 43, rae NEpPBUYHBIM Pak Ul METaCTaTHYECKOU
OITyXOJIM TOJIOBHOTO MO3Ta MPEACTABIAET COOOH pak HHIOMETPHSL.

54. Tlpumenenne no yodomy u3 mm. 42-53, rae antu-CDHO anTuTENno mpexncrasiser
co0oif aHTHTENIO, comeprKkaliee BapuadbenbHy0 00iacTh Tspkenol uernu, cogeprkamyo CDRHI,
COCTOSILYIO M3 aMHUHOKHCJIOTHOM TIOCJIENOBATEILHOCTH, COCTOSLIEH W3 aMHUHOKUCIOTHBIX
ocratrkoB 45-54 SEQ ID NO: 11, CDRH2, cocrosumyro u3 aMHHOKHCIOTHOM
MOCJIEIOBATEIbHOCTH, COCTOSIIEH M3 aMUHOKHMCIOTHBIX octatkoB 09-78 SEQ ID NO: 11, u
CDRH3, cocrosimyr0 Y3  aMHHOKHCJIOTHOM  IOCIEAOBATEIbHOCTH,  COCTOSIIEH U3
aMUHOKHCJIOTHBIX ocTaTkoB 118-130 SEQ ID NO: 11, u BapuabenbHy0 00JaCTh JIETKOW LIETH,
conepkamyro CDRLI1, cocTosimyr M3 aMHMHOKHCIIOTHOHM IMOCIEA0BATEIbHOCTH, COCTOSIIIEH U3
aMUHOKUCIIOTHBIX OocTarkoB 44-54 SEQ ID NO: 12, CDRL2, cocrosimyro U3 aMHHOKHUCIOTHOU
MOCJIEAOBATEIbHOCTH, COCTOSIIIENH W3 aMHUHOKHCIOTHBIX ocTtatkoB 70-76 SEQ ID NO: 12, u
CDRL3, cocrosimyrd ©W3  aMUHOKUCIIOTHOW  TOCJENOBAaTEIbHOCTH,  COCTOSIIEH W3
aMHHOKHUCJIOTHBIX ocTaTkoB 109-116 SEQ ID NO: 12.

55. Ilpumenenune mno mobomy u3 mm. 42-53, roe antu-CDHO6 anTuTENno comepxut
BaprabebHYI0 00NACTh TSDKENOHN LeNy, COCTOALIYIO M3 aMUHOKHUCIOTHOH MOCTIEN0BaTeIbHOCTH,
COCTOsILIIE M3 aMUHOKHCIOTHBIX octatkoB 20-141 SEQ ID NO: 11, u nerkyro 1menb,
cozmepkallyr BapualenbHyr0 OONacTh JIETKOW IIeNH, COCTOSINYI0 W3 aMUHOKHCIIOTHOM
MOCJIEAOBATEIbHOCTH, COCTOSIIEH U3 aMUHOKHCIOTHBIX ocTtaTtkoB 21-128 SEQ ID NO: 12.

56. Ilpumenenne no jgrodbomy u3 mm. 42-53, roe antu-CDHO anTuTeNno mpencrasiser
coOOH aHTHUTENO, COAepKallee TSDKEIYI0  Lelb, COCTOSINYI0 W3  aMHUHOKHCJIOTHOMH

MOCJIEAOBATENIbHOCTH, COCTOAIIECH M3 aMUHOKUCIOTHBIX octarkoB 20-471 SEQ ID NO: 11, u
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JIETKYH0 LieMb, COCTOALIYI0 U3 aMHHOKHMCIOTHON IOCJIEAOBAaTENbHOCTH, COCTOSINEH U3
aMHHOKHCJIOTHBIX ocTaTkoB 21-233 SEQ ID NO: 12.

57. Ilpumenenue no 1. 56, rne antu-CDH6 anTUTENO HE CONEP>KUT JTU3UHOBBII OCTaTOK
Ha KapOOKCHIIbHOM KOHLIE TSDKEJIOH LIeTH.

58. Ilpumenenue o modomy u3 mi. 42-57, roe n cocrasiseT ot 2 10 8.

59. Ilpumenenue no n. 58, rae n cocTasisieT oT 3 10 8.

60. Ilpumenenue no n. 59, rae n cocrasiser ot 7 10 8.

61. [Ipumenenue no n. 60, rae n cocrasisier oT 7,5 1o 8.

62. IIpumenenue no n. 61, rae n cocrasiusier 8.

63. Crnoco0 JsedyeHHs] METAaCTATUYECKOH OMyXOJU TOJIOBHOTO MO3Ta, BKJIFOYAFOIIHIMA
BBE/ICHHE KOHBIOTaTa aHTUTEJIO-JIEKAPCTBEHHOE CPEACTBO CYOBEKTY, HYKIAIOLIEMYCsI B JICUSHUH
METACTaTUYECKON OIyXOJU TOJIOBHOTO MO3ra, B KOTOPOM KOHBIOTAT aHTUTEJO-JEKapCTBEHHOE

CPEICTBO MPENCTaBIISIET COOOH CeAyOMY0 GOopMyITy:

o] y O
AHTHUTEIO mg\/\/\/&w’\(”v&

IZie N IIPEACTaBIsIeT COOOI OTHOLIEHNE JIEKAPCTBEHHOTO CPEICTBA K AHTUTEIY,

IIe aHTUTEJIO B KOHBIOTATe€ AHTUTEJO-TEKAPCTBEHHOE CPEICTBO IMPEACTABIAET COOOMH
antu-CDH6 anrturerno.

64. Cnocob6 mo m. 63, B KOTOPOM MEPBUYHBIA paK Al METaCTAaTHYECKOW OIMyXOJU
TOJIOBHOTO MO3ra SIBJIIETCS] IO MEHbIIEH Mepe OXHUM, BbIOPAHHBIM U3 TPYIIIbI, COCTOSLICH U3
paka MOJIOYHOH JKeJe3bl, paka JIETKOrO, MEJAHOMBI, MOYE€YHO-KJIETOYHOIO PaKa, paka IMOYKH,
KOJIOPEKTAJILHOTO PaKa, paka »KeJyJKa, paka rojOBbl U LIEH, FeNaTOLEUIIOIAPHOrO paka, paka
NeYEeHW, paka SUYHUKA, paka IMPEeACTATeNIbHONW JKeJe3bl, paka MOYEBOrO Iy3bIps, paka
MOJKENYJOYHON JKeJle3bl, paka 3HAOMETPHUS, paka LIUTOBUIAHOW KeNe3bl, 3JOKAYECTBEHHOMN
JTMM(POMBI I CAPKOMBIL

65. Cnocob mo m. 63, rie MepBUYHBIA paK Uil METACTATUYECKOH OMyXOJH TOJIOBHOTO
MO3ra SIBIISIETCS 10 MEHbIIEeH Mepe OHHMM, BBIOPAHHBIM W3 TPYIMIBL, COCTOSALICH W3 paka
JIETKOrO, MOYEYHO-KJIETOYHOIO PaKa, paka MOYKH, KOJOPEKTAJIBHOIO pakKa, paKka sKEIyaKa, paka
rOJIOBBI U LIEU U PaKa SHAOMETPHSL.

66. Cnocol mo m. 63, rae mepBUYHBIA paK Ui METACTATUYECKOH OMyXOJH T'OJIOBHOTO
MO3ra MPeCTaBIsAeT COO0H MOUEYHO-KIETOYHBIH pPaK.

67. Cnocol mo m. 63, rae mepBUYHBIA pak Ui METACTATUYECKOH OMyXOJH TOJIOBHOTO

MO3ra MPEeACTaBIIeT COOOI paK JIErKoro.
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68. Cnocol mo m. 63, rie mepBUYHBIA pakK Uil METACTATUYECKOH OMyXOJH T'OJIOBHOTO
MO3ra MPeCTaBIsAeT COO0H paK MOYKH.

69. Cnocol mo m. 63, rae mepBUYHBIA pak Uil METACTATUYECKOH OMyXOJH T'OJIOBHOTO
MO3ra MpeCcTaBIseT cOO0H pak JKeyaKa.

70. Cnoco® mo m. 63, rie MepBUYHBIA pak Al METACTATHYECKOH OMyXOJH TOJIOBHOTO
MO3ra IpeCTaBIsieT COOOI KONIOPEKTAIbHBIN PakK.

71. Cnocob mo m. 63, rae MepBUYHBIA PaK Al METACTATHYECKOIH OMyXOJH TOJIOBHOTO
MO3ra MPencTaBsieT COO0H pak roJOBbI U LICH.

72. Cnocob mo m. 63, rie MepBUYHBIA paK Uil METACTATUYECKOH OMyXOJH TOJIOBHOTO
MO3ra MPenCcTaBiseT COO0H paK STMUHUKA.

73. Cnocob mo m. 63, rie MepBUYHBIA paK Ui METACTATUYECKOH OMyXOJH T'OJIOBHOTO
MO3ra MPenCcTaBiseT COO0H pak SHAOMETPUSI.

74. Cnocob mo mobomy u3 mm. 63-73, rae antu-CDH6 antuteno npencrasnser coboi
AHTHUTEJNIO, CoAepikaliee BapualenbHYr0 o0macTe TsDKenou ueru, conmepxkamyro CDRHI,
COCTOSIIYI0 M3 aMHUHOKHCJIOTHON MOCIEeI0BaTeIbHOCTH, COCTOSIIEN W3 aMHUHOKUCIOTHBIX
ocrarkoB 45-54 SEQ ID NO: 11, CDRH2, cocrosmywo #3 aMHHOKHCJIOTHOU
MOCJIEAOBATEIbHOCTH, COCTOSIIIENH W3 aMHHOKHCJIOTHBIX octarkoB 69-78 SEQ ID NO: 11, u
CDRH3, cocrosmyr W3 aMHHOKUCJIOTHOW  IOCJIENOBareJbHOCTH,  COCTOsALIEH U3
aMUHOKHCJIOTHBIX ocTatkoB 118-130 SEQ ID NO: 11, u BapuabenpHy0 00JacTh JISTKOW LETH,
conepkaiyro CDRLI1, cocTosimyr0 U3 aMMHOKHCJIOTHOHN MOCIEA0BATEIbHOCTH, COCTOSIIEH U3
aMUHOKUCJIOTHBIX OCcTarkoB 44-54 SEQ ID NO: 12, CDRL2, cocTosimyo U3 aMUHOKHUCIOTHOU
MOCJIEAOBATEIbHOCTH, COCTOSIIIENH M3 aMHUHOKHUCIOTHBIX ocTtatkoB 70-76 SEQ ID NO: 12, u
CDRL3, cocrosmyr U3 aMHUHOKHCJIOTHON  MOCJENOBATEIbHOCTH,  COCTOALIEH U3
aMHUHOKHUCIIOTHBIX ocTatkoB 109-116 SEQ ID NO: 12.

75. Cnocob mo mobomy w3 mm. 63-73, rme antu-CDHO aHTHTENO COmEPIKUT
BapuabebHYI0 00NACTh TSDKENOM LeNU, COCTOSLIYIO 3 aMUHOKHUCIOTHOHN MOCIEI0BATeIbHOCTH,
COCTOsIIIE M3 AaMUHOKHCIOTHBIX octatkoB 20-141 SEQ ID NO: 11, u nerkyro 1emnb,
comepkaiiyro BapualenbHyr0 OONacTh JIETKOW IIeMH, COCTOSINYH0 W3 aMHUHOKHCJIOTHOM
MOCJIEAOBATENIbHOCTH, COCTOSIIEN U3 aMUHOKHCIOTHBIX ocTtaTtkoB 21-128 SEQ ID NO: 12.

76. Cnocod mo mobdomy u3 mm. 63-73, rne antu-CDHO anTuTeno npencraensier coboi
aHTUTEJIO, COoNleprKaliiee TSLKEYIO LIeTlb, COCTOALIYI0 W3 aMUHOKHMCIIOTHOM MOCJIEA0BAaTENbHOCTH,
COCTOSILIEH U3 aMUHOKUCIOTHBIX OCTaTkoB 20-471 SEQ ID NO: 11, u nerkyro uenb, COCTOSIIYIO
U3 aMHUHOKHCJIOTHOH ITOCJIENOBATSIbHOCTH, COCTOSAINEH M3 aMHHOKHCJIOTHBIX OCTAarkoB 21-233
SEQ ID NO: 12.

77. Cnocob mo m. 76, rae antu-CDHO6 aHTHTENO HE CONEP)KUT JIM3WHOBBIN OCTaTOK Ha
KapOOKCHUIIBHOM KOHIIE TSDKEJION IIeTIH.

78. Cniocob mo mmobdomy u3 . 63-77, rae n cocrasisieT oT 2 10 8.

79. Cniocob mo m. 78, rae n cOCTaBsieT OT OT 3 110 8.

80. Cnnoco0 mo 1. 79, roe n cocrasisieT ot 7 10 8.

81. Criocob mo n. 80, rme n cocrassieT oT 7,5 10 8.
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82. Cnnoco0b mo 1. 81, rme n cocraBisieT 8.
ITo noBepennocTn
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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



3/8

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)



5/8

OUl. 9
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royioBHOro Moara (Photons/sec)

[1H1 nocne Havana JieveHins
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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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