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AHTHUTEJIA K LIF 1 IEKAPCTBEHHBIE ®OPMbI HA UX OCHOBE

HEPEKPECTHASA CCBIJIKA

[0001] Hacrosmas 3asiBKa UCIIPAIIUBAET MIPUOPUTET U MPEUMYILECTBO MO €BPONENCKON
3asaBke Ne 18382327.7, nomannoit 14 mas 2018 r.; eBponeiickoii 3asaBke Ne 18382359.0,
nogaHHoM 25 mas 2018 r.; eBponetickoii 3asiBke Ne 19382208.7, nogannoi 26 mapta 2019 r;
eBporneiickol 3asiBke Ne 19382331.7, nopannoii 3 mast 2019 r., kaxknast U3 KOTOPbIX BKJIKOUEHA
BO BCEH CBOEH MOJIHOTE.

HPEANNOCBUIKHU H30OBPETEHUA
[0002] Jleiiko3-unrudbupyrommii ¢pakrop (LIF) npencrasisier cobol UTOKKH THIIA
uHTEpsIeHKNH-6 (IL-6), KOTOPBIH Y4aCTBYET B PA3JIMYHBIX BUAX OMOJOTHYECKONH aKTHBHOCTH,
BKJIFOUast ”Hruonposanue nuddepeHnpoku kietok. Yenoseueckuit LIF npencrasnser coboit
noyunenT u3 202 aMHHOKHUCIIOT, KOTOPBIN OKa3biBaeT Onosiorndeckue 3¢ (HeKkTsl TOCPEICTBOM
cesizbiBanus ¢ perentopoM LIF Ha mosepxHocTH kierku (LIFR nimm CD118), koTopsrii
rerepoaumepuzyercs ¢ gpl130. DTo NPUBOAUT K AKTUBALIMN CUTHAJIbHBIX My TeH, aKTUBUPYIOLIUX
POCT, TaKUX KaK MyTh MUTOT€H-aKTHBHpYeMoi mpotenHknHasbl (MAPK) u myTh siHyC-
axtuBupyemoit knuHassl (JAK/STAT). bbuto npoaeMOHCTPpUPOBAHO, YTO BBICOKHE YPOBHU
skcnpeccuu LIF u Bbicokue ypoHu LIF B CBIBOPOTKE KPOBU aCCOLIMUPOBAHBI C INIOXUM

IMPOTHO30M IIPU MHOTUX TUIIAX paka.

KPATKOE OITIMCAHUE HACTOAIIET'O U3OBPETEHUA
[0003] B nanHoMm nokymeHTte onucaHbl aHTUTena K LIF, koTopbie oka3bpiBaroT
AHTArOHUCTHYECKOe NelcTBre Ha akTUBHOCTb LIF mnu Gnokupyrot ero. OnucaHHble B JaHHOM
nokymMmeHTe anturtena k LIF sBisroTcs mpuMeHUMBbIMU 17151 JiIeueHus paka. B yactHocTy,
onpeneneHHble antutena Kk LIF npu BBeneHnn B Tepanesrudecku 3G GeKTUBHON 103 00nanaim
NPEBOCXOTHON M HEOJKUAAHHON 3P PEKTHBHOCTHIO B OTHOIIEHUH YMEHBIICHUS 00BEMOB
OIyXOJIM KaK B MOJIEJISIX Paka Ha MbILIAX, TaK U B MOJEJISIX paKa Ha IpUMaTax, OTJIIMYHBIX OT
yenoBeka. Takum 00pa3oM, HACTOSALINM U300PETEHHEM MPENYCMOTPEHBI CIIOCOOBI 1
bapmareBTHUECKHE KOMIIO3ULIUH JIJIS JICUEHHSI paKa ¢ MPUMEHEHHEM CIeln(pUIECKUX aHTUTET K
LIF B onpeneneHHbIX 103UPOBKaxX (KaK MPU MCIIOJIb30BAHUH J03, PACCUYNTAHHBIX Ha BEC, TAK U
IPU UCTIONIb30BAaHUH (PUKCHPOBAHHBIX 103).
[0004] B apyrom acmekTe B JaHHOM JOKYMEHTE OIHCAH CIIOCO0 JIeUeHUs] MHAUBHIYYMa,
CTPAJAIOLIETO OT PaKa, BKIKYAIONUI BBeIEHHE HHIUBUAYYMY PEKOMOMHAHTHOTO AHTUTENA,

KOTOpOe crieliupuIecKku CBsi3bIBaeT Jeiko3-uHruoupyrommii paxrop (LIF), conepsxamero: (a)



OTIPENENSAIOLIYI0 KOMIUIEMEHTAPHOCTb 00J1acTh 1 Tspkenoit nenu nMmmyHoraooynmusa (VH-
CDR1), cogepxalnyr aMHHOKHCIOTHYIO MOCJIE0BATEIbHOCTD, IPEACTABICHHYIO IO JIFOOBIM
u3 SEQ ID NO: 1-3; (b) onpenensroinyo KOMIJIEMEHTAPHOCT 00JaCTb 2 TSKEJON Lernu
ummyHornoOynuHa (VH-CDR2), conepskainyro aMUHOKHCIOTHYIO TOCI€I0BATEIbHOCTD,
npencrasiennyro nox ioobiM w3 SEQ ID NO: 4 umu 5; (¢) onpenenstouyo
KOMIUIEMEHTAPHOCTh 001acThb 3 Tskenoi nenu ummyHornodynuna (VH-CDR3), conepskariyto
AMUHOKHUCJIOTHYIO TIOCIIEIOBATEIHbHOCTD, NpeacTapieHHyto nox JrodeiM u3 SEQ ID NO: 6-8; (d)
OTPENENAIOIIYI0 KOMIUIEMEHTApPHOCTb 001acTh 1 erkoi nenu ummyHornoOyanaa (VL-CDR1),
COAEPIKALTYI0 AMHHOKHUCIIOTHYIO TIOCIIEIOBATENIbHOCTD, MPEACTABICHHYIO 1o JIFoObIM 13 SEQ
ID NO: 9 unu 10; (e) onpenenstomyo KOMILUIEMEHTAPHOCTh 00IaCTh 2 JIETKOH HenH
ummyHornodyiuHa (VL-CDR2), conepkaiiyro aMHHOKUCIIOTHYIO MTOC/IEI0OBATEIbHOCTD,
npencrasieHnyro nox ioobM w3 SEQ ID NO: 11 wnu 12; u (5) onpenensroiyro
KOMIUIEMEHTapHOCTh 00acThb 3 jerkoi nenu ummyHornodyanHa (VL-CDR3), conep:xamnyro
aAMUHOKHCJIOTHYIO IIOCIE€A0BATENbHOCTD, NpeacTasaeHHyro noa SEQ ID NO: 13; npu atom
PEKOMOMHAHTHOE aHTUTEJNIO BBOAAT HHIAMBUAYYMY B 103€ OT MPUOINU3UTENBHO 75 10
npubnusuTenbHo 2000 MusiurpaMmoB. B onpeneneHHbIX BapHaHTax OCYLIECTBICHUS
PEKOMOMHAHTHOE aHTUTEJIO CBSI3bIBAETCS C rMKo3miupoBaHHeM LIF. B onpeneneHHbIx
BapPUAHTAX OCYLIECTBJIEHUs PEKOMOMHAHTHOE aHTUTEJIO COAEPIKUT IO MEHbLIEH Mepe OHY
KapKacHyI0 00J1acTh, MOJYUYEHHYIO U3 KapKaCHOW 00JIaCTH YeNIOBEYEeCKOro aHTuTena. B
OIIpeAeNIeHHBIX BapUAHTAX OCYIIECTBICHHUS PEKOMOMHAHTHOE AHTUTEJIO SIBJISIETCSI
I'YMaHU3HPOBAHHBIM. B ompeneneHHbIX BapHaHTax OCYLIECTBICHHS PEKOMOMHAHTHOE aHTUTEJIO
SIBJISIETCS JEMMMYHU3HPOBAHHBIM. B onpeneneHHbIX BapuaHTaX OCYLIEeCTBICHUS
PEKOMOMHAHTHOE aHTUTEJIO COAEPIKHUT ABE TSKEJIbIE 1IN UMMYHOTJIOOYJIMHA U JIBE JIETKUE
e UMMYHOTJIOOyInHA. B onpeneneHHbIX BApHaHTaX OCYINECTBIECHUS] pEeKOMOMHAHTHOE
aHTHUTEJIO MpencTaBisieT codoi anTureno IgG. B onpeneneHHbIX BApHaHTaX OCYIIECTBIICHHS
peKOMOMHAHTHOE aHTHUTENO npeacTasisieT codoii Fab, F(ab),, onHomomenHoe aHTUTE O,
ofHOLENoYeyHbIH BapuadenbHblil pparmenT (scFv) mnn HaHoanTureno. B onpeneneHHbIx
BapHUAHTaX OCYLIECTBJICHUsI PEKOMOMHAHTHOE aHTHUTENO crienngudecku csizbiBaercs ¢ LIF ¢
kKoHcTaHTOH nucconuannu (Kp), cocrasnstommeii meHee npudbausnuTtenpbHo 200 mukomons/n. B
OTIPEIEIEHHBIX BAPHAHTAX OCYIIECTBIEHHSI PEKOMOMHAHTHOE AaHTUTEJNO CIIeLU(PHIECKH
cesizbiBaetcs ¢ LIF ¢ koncranToit quccouunaruu (Kp), cocrapmnsiomeii MeHee mpuOIN3UTETBHO
100 nmukomons/n. B onpenenennbix Bapuanrax ocymectsieHns VH-CDR1 copepsxut

AMUHOKHCIJIOTHYIO MOCIEA0BATENbHOCTD, IIpencTasiennyto nog SEQ ID NO: 1



(GFTFSHAWMH), VH-CDR2 coaep>UT aMMHOKHCJIOTHYIO MOCIEOBATEIbHOCTD,
npencrasiennyo nog SEQ ID NO: 4 (QIKAKSDDYATYYAESVKG), VH-CDR3 conepsxut
AMUHOKHUCJIOTHYIO TTOCIIE0BATEIBHOCTD, peacrasiennyo nog SEQ ID NO: 6 (TCWEWDLDF),
VL-CDRI1 conep:kuT aMMHOKHCIIOTHYIO NTOCJIEI0BATEIbHOCTD, peAcTaBiIeHHyto nox SEQ ID
NO: 9 (RSSQSLLDSDGHTYLN), VL-CDR2 conep:kuT aMUHOKHCIIOTHYHO
NOCJIe0BaTENbHOCTD, npencTaBieHHyto nog SEQ ID NO: 11 (SVSNLES) u VL-CDR3
COZIEPKUT aMUHOKHCJIOTHYIO MOCJIEN0BATENIbHOCTD, Tipencrasiennyto nmog SEQ ID NO: 13
(MQATHAPPYT). B onpenenennbix Bapuanrax ocymecrsienust VH-CDR1 copepxut
AMUHOKHCJIOTHYIO TIOCIIEIOBATEIbHOCTD, npeactasiennyto moa SEQ ID NO: 2 (GFTFSHAW),
VH-CDR2 conep:xuT aMUHOKHCIOTHYIO IIOCIIEA0BATEIbHOCTD, npeacTasneHHyto noa SEQ ID
NO: 5 (IKAKSDDYAT), VH-CDR3 conep:XuT aMUHOKHUCJIOTHYIO MOCJIEIOBATEIbHOCTD,
npeacrasieHnyto nox SEQ ID NO: 6 (TCWEWDLDF), VL-CDR1 conepKuT aMHHOKUCIIOTHYEO
NocJieIoBaTENbHOCTD, npencrapieHHyto mox SEQ ID NO: 10 (QSLLDSDGHTYLN), VL-CDR2
COZIEPKUT aMHUHOKHUCJIOTHYIO TTOCIIEAOBATEIBbHOCTD, peacTaBiennyo nog SEQ ID NO: 12 (SVS)
u VL-CDR3 cozmep:XxUT aMHHOKHUCJIOTHYIO [IOCJIEA0BATEIbHOCTD, IpeacTaBaeHHyo noa SEQ ID
NO: 13 (MQATHAPPYT). B onpenenennsix Bapuanrax ocymectsieHust VH-CDR1 conepsxut
AMHHOKHUCJIOTHYIO NTOCIIEI0BATENbHOCTD, peacTasiennyto nox SEQ ID NO: 3 (HAWMH), VH-
CDR2 conep:xUT aMUHOKHCIOTHYIO IIOCIEA0BATENbHOCTD, npeacTasieHHyo noa SEQ ID NO: 4
(QIKAKSDDYATYYAESVKG), VH-CDR3 conepkuT aMUHOKUCIIOTHYIO TIOCJIEIOBATEIbHOCTD,
npencrasnennyto noxg SEQ ID NO: 7 (WEWDLDF), VL-CDRI1 conepXUT aMUHOKHCIIOTHYIO
NOCJIe0BaTENbHOCTD, npencTaBieHHyo noga SEQ ID NO: 9 (RSSQSLLDSDGHTYLN), VL-
CDR?2 conep:xuT aMHHOKHCIOTHYIO TIOCIEN0BATENbHOCTD, npeactasieHHyto noa SEQ ID NO:
11 (SVSNLES) u VL-CDR3 conep:KuT aMHHOKUCJIOTHYIO TOCJIeI0OBATEIBHOCTD,
npexncrasiennyto nox SEQ ID NO: 13 (MQATHAPPYT). B onpeneneHHbIX BapuaHTax
OCYIECTBIIEHHSI PEKOMOMHAHTHOE aHTUTEJIO COIEPKHUT OJHY MJIN HECKOJIBKO AMHHOKHCIIOTHBIX
nocJenoBaTeNbHOCTelH KapkacHou obnactu 1 tsoxenoit nenw (VH-FR1), kotopas Ha o
MeHbIIel Mepe npudmusutenbHo 80%, 90%, 95%, 97%, 98% wunu 99% uneHTUYHA
AMUHOKHUCJIOTHOH TOCJIeIOBATEIbHOCTH, MpencTasieHHon nox modemm 3 SEQ ID NO: 14-17,
AMHHOKHUCJIOTHYIO MTOCIIEI0BATEIbHOCTD KapKacHoOH obnacth 2 Tsoxenoi nernu (VH-FR2),
KOTOpasi Ha 1Mo MeHbInel Mepe npudnm3uTesibHo 80%, 90%, 95%, 97%, 98% umu 99%
UJICHTHYHA AMUHOKHCIIOTHOMN ITOCNIE0BATEIbHOCTH, MTPEACTaBIeHHOH nox iro0piM u3 SEQ ID
NO: 18 nnu 19, aMHHOKHCIIOTHYIO MTOCIIEOBATENbHOCTD KAPKACHON 00acTH 3 TsHKENIoN 1enu

(VH-FR3), xoropast Ha o MeHbliIeit Mepe npudmmszurensHo 80%, 90%, 95%, 97%, 98% unm



99% uaeHTUYHAa AMHUHOKHCJIOTHOH MMOC/IEA0BATEIbHOCTH, PEACTaBICHHOH mox oM u3 SEQ
ID NO: 20-22, 1 aMHHOKUCJIOTHYIO TIOCJI€A0BATENBHOCTD KAPKaCHOM 001acTH 4 TSDKENOH Lenu
(VH-FR4), xotopas Ha o MeHbieii Mepe npubnusutenbHo 80%, 90%, 95%, 97%, 98% wnu
99% uaeHTHYHa AMUHOKUCJIOTHOH MOCIeN0BATEIbHOCTH, IPEACTaBICHHOM noy ioObiM 13 SEQ
ID NO: 23-25. B onpezieieHHbIX BapHaHTaX OCYLIECTBJIEHUs PEKOMOMHAHTHOE AHTUTENIO
COZIEPKUT OJTHY MJIM HECKOJIbKO aMHUHOKHCIIOTHBIX TIOCIENOBATEIbHOCTEHN KapkacHO!H obactu 1
Tsokesion nenu (VH-FR 1), koTopast naeHTHYHa aMUHOKHCIIOTHOM TTOCIEIOBATEBHOCTH,
npencrasienHoi nox iooeM u3 SEQ ID NO: 14-17, aMUHOKHUCIOTHYIO TIOCIENOBATETBHOCTh
KapkacHoi obnactu 2 Tsokenoi uenu (VH-FR2), kotopast nneHTHYHa aMUHOKHUCIOTHON
MOCJIEIOBATEIBHOCTH, MpencTaBiieHHoH mox iro0bM 3 SEQ ID NO: 18 wnu 19,
AMHHOKHCJIOTHYIO MTOCIIEIOBATEbHOCTD KapKkacHoOH obnactu 3 Tsoxenoi nernu (VH-FR3),
KOTOpast HACHTHYHA AMUHOKHCIIOTHON TMOCJIEA0BATENIbHOCTH, MPEICTABIEHHOH MO JTF0OBIM 13
SEQ ID NO: 20-22, 1 aMHHOKHCIIOTHYIO TIOCIIEIOBATEIBHOCTD KAPKACHOM 00J1aCTH 4 TsKeIon
uenu (VH-FR4), koTopasi uAeHTUYHA aMHHOKUCJIOTHOM MOCJIEAOBATEIbHOCTH, TPEACTABICHHOM
noz mrooeM 13 SEQ ID NO: 23-25. B onpeneneHHbIX BapUaHTaX OCYIIECTBICHUS
PEKOMOMHAHTHOE aHTUTEJIO COAEPKHUT OJHY MIIN HECKOJIBKO AMHUHOKHCIIOTHBIX
nocJenoBaTenbHOCTelN KapkacHo! obnactu 1 nerkoit nernu (VL-FR1), koTopast Ha o MeHbLiei
mepe npudansuTenbHo 80%, 90%, 95%, 97%, 98% unu 99% uneHTHYHa AMUHOKUCJIOTHOM
HIOCJIEIOBATENIbHOCTH, TpeacTaBieHHo oy itoObM n3 SEQ ID NO: 26-29, aMUHOKHCIOTHYIO
IIOCJIEIOBATENIbHOCTD KapKkacHOW obnactu 2 nerkoii nenu (VL-FR2), koTopast Ha 1o MeHbIIeH
mepe mpudausuTebHo 80%, 90%, 95%, 97%, 98% unu 99% uneHTHYHA AMUHOKUCIIOTHOM
MOCJIEIOBATENIBHOCTH, MpencTasiaeHHon noy ioobiM 3 SEQ ID NO: 30-33, aMHMHOKUCIOTHYIO
NOCJIeIOBATENbHOCTD KapkacHO# obnactu 3 jerkoii uenu (VL-FR3), koropast Ha mo MeHbIIeH
mepe npudausutebHo 80%, 90%, 95%, 97%, 98% unu 99% uneHTUYHAa AMUHOKUCIOTHOM
MOCJIEIOBATENBHOCTH, MpencTaBieHHon noy moobM 3 SEQ ID NO: 34-37, u aMUHOKHUCIIOTHYIO
NOCJIEIOBATENbHOCTD KapKacHOH obnactu 4 nerkoii nenu (VL-FR4), kotopas Ha Mo MeHbIIEH
mepe mpudausuTenbHo 80%, 90%, 95%, 97%, 98% unu 99% uneHTUYHAa AMUHOKUCIIOTHOM
NOCJIEIOBATENbHOCTH, TIpencTaBieHHoH nox moobM n3 SEQ ID NO: 38-40. B onpeneneHHbIX
BapHUAHTaX OCYLIECTBJICHUs] PEKOMOMHAHTHOE aHTHTEJIO COAEPIKUT OHY MJIH HECKOJIBKO
AMHHOKHCJIOTHBIX TTOCJIEA0BATENIbHOCTEHN KapkacHOH obnactu 1 nerkoit uenu (VL-FR1),
KOTOpast HAEHTUYHA AMUHOKHCIIOTHON TOCJIEA0BATENIbHOCTH, MPEICTABIEHHON 1O JIF0OBIM 13
SEQ ID NO: 26-29, aMHHOKHCIIOTHYIO IIOCJIE€IOBATENbHOCTb KAPKACHOM 00y1acTu 2 JIerkou 1emnu

(VL-FR2), xoTropast uAeHTHYHA aMIUHOKHCIIOTHOH MMOCIeIOBATEIbHOCTH, TIPEACTABIIEHHON MOJT



ar06biM 13 SEQ ID NO: 30-33, aMHHOKHCIIOTHYIO TIOCIEIOBATEIbHOCTh KapKacHO! o0actu 3
nerkoii nenu (VL-FR3), koTopast naeHTHYHa aMUHOKHCIIOTHON TTOCIIEIOBATEIBHOCTH,
npencrasiaeHHol nox mooemM n3 SEQ ID NO: 34-37, 1 aMUHOKHCIIOTHYIO TIOCJIEIOBATEIbHOCTD
kapkacHoi obnactu 4 nerkoit nenu (VL-FR4), xotopast nneHTHYHAa aMUHOKHUCIIOTHON
MOCJIEIOBATEIBHOCTH, MpencTaBiaeHHon noy moobiv u3 SEQ ID NO: 38-40. B onpeneeHHbIX
BapHaHTaX OCYIIECTBJICHHUs] PEKOMOMHAHTHOE aHTUTEJNIO CBSI3BIBAETCS C 1O MEHbIIEH Mepe
onHUM 3 cienyromux octatkos: Al3, 114, R15, H16, P17, C18, H19, N20, Q25, Q29, Q32,
D120, R123, S127, N128, L130, C131, C134, S135 unu H138 u3 SEQ ID NO: 68. B
OTpeeNIEHHbIX BAPUAHTAX OCYLIECTBIIEHUS] PEKOMOMHAHTHOE AaHTHUTEJO CBSI3bIBAECTCS C TIO
MEHbIIEH Mepe MAThI0 U3 cienyromux octatkos: Al3, 114, R15, H16, P17, C18, H19, N20, Q25,
Q29,Q32, D120, R123, S127, N128, L130, C131, C134, S135 uin H138 u3 SEQ ID NO: 68. B
OTIpeeNIEHHBIX BAPUAHTAX OCYIIECTBIIEHUS] PEKOMOWHAHTHOE AaHTHUTEJIO CBSI3bIBAETCS C TIO
MEHbIIEN Mepe NeCAThIO U3 cieayromux octatkos: Al3, 14, R15, H16, P17, C18, H19, N20,
Q25, Q29, Q32, D120, R123, S127, N128, L130, C131, C134, S135, H138 u3 SEQ ID NO: 68.
B ompeneneHHbIX BapuaHTaxX OCYIIECTBJICHHS PEKOMOMHAHTHOE aHTUTENO CBSI3bIBAETCS CO
BceMHU U3 crenyromux octatkos: Al3, 114, R15, H16, P17, C18, H19, N20, Q25, Q29, Q32,
D120, R123, S127, N128, L130, C131, C134, S135 unu H138 u3 SEQ ID NO: 68. B
ONpeNENEHHBIX BAPUAHTAX OCYIIECTBJICHUS PaK BKIHOUYAET PACTPOCTPAHEHHYIO COJUIHYIO
OMyXOJib, TIHOOIACTOMY, PaK JKENYIKA, PaK KOXKH, paK MPeICTATeIbHOM XKeJle3bl, paK

MO/I>KETy IOYHOM KEeJIe3bl, paK MOJIOUHOM KeJe3bl, pak AMUKa, paKk LIUTOBUAHOMN JKeJe3bl, paKk
TOJIOBBI U LIEH, PaK MIEUCHH, PaK MOYKH, PaK MUIIEBOMA, PaK STMYHUKA, PaK TOJICTON KUILIKH, PaK
JIeTKOro, TUM(OMY MITH pak MATKUX TKaHel. B onpeneneHHbIX BapHaHTaX OCYINECTBJICHHUS paK
BKJIFOYAET HEMEJIKOKJIETOYHBIN PaK JIETKOTO, STTUTEIUAIbHYO KAPLIMHOMY STMYHUKA UJTH
aJICHOKAPIIMHOMY TOIKEITy TOYHOM >kejie3bl. B onpeneseHHbIX BapuaHTaX OCYIIEeCTBICHUS
PEeKOMOMHAHTHOE AaHTHUTEJIO BBOIST B KAYECTBE KOMITIOHEHTA (DapMaIleBTHUECKOrO COCTaBa, Mpu
3TOM (papMaleBTUYECKHI COCTaB COAEPKUT PEKOMOMHAHTHOE aHTUTENO U JIOTIOTHUTETHHO
CONEP>KUT (hapMalEeBTUYECKHU TIpreMiieMoe (hapMarleBTHIECKH MTPUEMIIEMOE BCIIOMOTATENIbHOE
BEIIIECTBO, HOCUTEJb UJIH pa30aBuTeNb. B onpeneieHHbIX BapHaHTaX OCYIIECTBIICHHUS
dapmareBTHUECKHI COCTaB Xapakrepusyercs 3HaueHneM pH npubnusurensHo 6,0. B
OTIpeIeNIEHHBIX BAPUAHTAX OCYLIECTBIICHUS (hapMalleBTHUECKHUIA COCTAB CONEPIKUT
npuOIU3NTENBHO 25 MM rUCTUANHA, TPHOIU3UTENBHO 6% caxapossl U npudnusurensHo 0,01%
nosiucopbarta 80, mpu 3TOM PeKOMOMHAHTHOE AaHTHTEJIO BKJIFOUEHO B KOHLIEHTPALIUU

npubnusuTensHo 20 Mr/min. B onpeneneHHbIX BapHaHTaxX OCYLIECTBIEHHS PEKOMOMHAHTHOE



AHTUTEJIO BBOAST BHYTPUBEHHO. B ompeneneHHbIX BapHaHTaxX OCYIIECTBIICHUS] PEKOMONHAHTHOE
AHTHUTEJIO BBOAAT OJJUH pa3 B HEAEO. B onpeneneHHbIX BapuaHTax OCYLECTBICHUS
PEKOMOMHAHTHOE aHTUTEJIO BBOAST NPUOIM3UTENILHO OIMH pa3 B [BE Henenu. B onpeneneHHbIX
BapUAHTAX OCYIIECTBJICHUS] PEKOMOMHAHTHOE AHTUTEJIO BBOAAT IMPUOIU3UTENBHO OIUH Pas3 B
TpH Hezenu. B onpeneneHHbIX BApHaHTaX OCYIIECTBICHUS] pEKOMOUHAHTHOE AHTHTENIO BBOIST
NpUOTU3UTENILHO OJIUH pa3 B YeThIpe Henesu. B onpeneneHHbIX BapuaHTax OCYLIECTBICHUS
PEKOMOMHAHTHOE aHTUTEJNIO BBOJAT B 103€ MPUOIM3UTENBHO 75 MULITUTpaMMOB. B
OTPENEIeHHBIX BAPHAHTAX OCYIIECTBIEHHUS] PEKOMOMHAHTHOE AaHTUTEJNIO BBOST B 103€
NpUOTU3UTENBHO 225 MIUITUTPAMMOB. B orpeneneHHbIX BapuaHTaxX OCYIIECTBICHUS
PEKOMOMHAHTHOE aHTUTEJIO BBOIAT B 103€ NMpUOIH3uTEapHO 750 MuyuurpamMmoB. B
OTIPENEIEHHBIX BAPHAHTAX OCYIIECTBIEHHS] PEKOMOMHAHTHOE AaHTUTEJNO BBOZST B 103€
npubnusuTensHo 1125 MumnrpammoB. B onpeneneHHbIX BapHaHTax OCYLIECTBICHHS
PEKOMOMHAHTHOE aHTUTEJIO BBOIAT B 103€ NMpHOIm3uTeapHo 1500 MumurpamMmmos. B
OTIPENIEIEHHBIX BAPHAHTAX OCYIIECTBIEHHsSI PEKOMOMHAHTHOE AaHTUTEJNIO BBOST B 103€
npubnusuTensHo 2000 MUIUTUTPAMMOB.

[0005] B gpyrom acmekTe B JaHHOM JOKYMEHTE OMKCaH CIOCco0 JIeUeHUsT MHANBUIYYMa,
CTPAJAIOLIETO OT PaKa, BKJIKOYAIOLINI BBEICHHE HHIANBUAYYMY PEKOMOMHAHTHOIO AaHTUTENA,
KOTOpOe crieliupuIecKu CBsi3bIBaeT Jeiko3-uHruoupyrommii paxrop (LIF), conepsxamiero: (a)
NIOCJIeIOBATENIbHOCTD BapuabenbHOl obnactu Tsokenol uenu (VH) uMmMyHOTI00y1MHa ©
AMHHOKHUCJIOTHOM MOCJIeIOBATEIbHOCTBIO, KOTOpAs Ha MO MeHbIIeH Mepe npudiansurenbHo 0%,
90%, 95%, 97%, 98% wunu 99% uneHTUYHA AMHUHOKHUCIIOTHOM MOCIEN0BATEIbHOCTH,
npencrasiennoi nox ooeM u3 SEQ ID NO: 41, 42, 44 unu 66; u (b) mocienoBaTeIbHOCTh
BapuabepHOU obOnactu jerkoi renu (VL) uMMyHOroOyinHa ¢ aMUHOKHCIIOTHOM
MOCJIEIOBATEIBHOCTBIO, KOTOPAasi Ha MO MeHbIel Mepe npudmusutenbHo 80%, 90%, 95%, 97%,
98% mnu 99% uneHTHYHa aMUHOKHUCIIOTHOM MOCTIeI0OBATEIbHOCTH, TPEICTABIEHHOMN MO
mo6bmm n3 SEQ ID NO: 45-48; npu 5TOM peKOMOWHAHTHOE aHTHUTENO BBOAST UHAUBUAYYMY B
103€ OT MpuOIU3nuTENBHO 75 o npudimsurensHo 2000 MuHrpaMmMoB. B onpeneneHHbIX
BapHUAHTaX OCYLIECTBIEHUS MOCIeNoBaTeIbHOCTh VH Ha 10 MeHbLIel Mepe mpuOIU3UTENTbHO
80%, 90%, 95%, 97%, 98% nnu 99% nneHTHYHA aMUHOKHCIIOTHOM TTOC/IeIOBATEIbHOCTH,
npencrasnenHoit noa SEQ ID NO: 42; u nocnenosarenbHocTs VL Ha o MeHblel Mepe
npudmmsuTenbHo 80%, 90%, 95%, 97%, 98% wau 99% uneHTU4YHa aMUHOKHCIIOTHON
noce0BaTeNbHOCTH, npencrasieHHol nog SEQ ID NO: 46. B onpeneneHHbIx BapuaHTax

OCYILECTBJIEHUs MOCJIE0BATENBHOCT, VH HaeHTHYHA aMUHOKHUCIOTHOM MOCJIEI0BATENBbHOCTH,



npencrasnenHo noa SEQ ID NO: 42; u nocnegoBatenbHOCTh VL naeHTHYHA aMUHOKUCIOTHON
nocjenoBaTenbHOCTH, npencrasiaeHHon nog SEQ ID NO: 46. B onpeneneHHbIX BapuaHTax
OCYLIECTBJICHHUsI PEKOMOMHAHTHOE aHTUTEJIO COAEPIKHT JIBE TsIKEJIble LIelH UMMYHOTIIOOYJIHA 1
ABE JIETKHE LIeTH MIMMYHOIJIOOy/InHA. B onpeneneHHbIX BapuaHTax OCYIIECTBICHUS
peKOMOMHAHTHOE aHTHUTEJIO NpencTaBisier codoii antureno IgG. B onpeneneHHbIX BapraHTax
OCYIIECTBIIEHHSI PaK BKJIFOUAET PACIIPOCTPAHEHHYIO CONUIAHYIO OIMyXOJIb, MINO0IACTOMY, pPaK
JKEJIyAKa, PaK KOXKHU, PaK MPENCTATEIbHOM JKeJe3bl, paKk MOJKEIyJOYHOMN XKeNe3bl, paK MOJIOYHOU
JKeJe3bl, paK AUYKa, pak LIUTOBUIHOM JKeJe3bl, pPak FOJIOBBI U IIeH, PaK MEYeHH, paK MOUKH, PaK
MUINEBOJA, PAK SMYHHUKA, PAK TOJICTON KUIIKH, PAK JETKOT0, TMM(OMY HIIH PaK MSITKHX TKaHEH.
B onpenenenHpIx BapuaHTax OCYILECTBJICHUs PaK BKIKOYAET HEMEIKOKJIETOUHBIN PAK JIETKOTO,
SMUTENNATIBHYIO KAPLUUHOMY SIMYHHUKA WIH aleHOKapLIUHOMY MOAXKENy1I0YHOM Kene3bl. B
OTPENEIeHHBIX BAPHAHTAX OCYIIECTBIEHHsSI PEKOMOMHAHTHOE aHTHTEJIO BBOST B KAYECTBE
KOMITOHEeHTa (papMarieBTUYECKOrO COCTaBa, IPH 3TOM (PapMaLeBTHUECKUI COCTAB COMEPIKHUT
PEKOMOMHAHTHOE aHTUTEJIO U IOTIOIHUTENIbHO COAEPIKUT (hapMaLleBTHUECKH PUEMIIEMOE
(bapmMareBTHUECKH MPHEMIIEMOE BCIIOMOTaTEIbHOE BEIIECTBO, HOCUTEND MK paz0aBurens. B
OTIpeIeIEHHBIX BAPHAHTaX OCYIIECTBIEHHs (PapMalleBTUUECKUH COCTAaB XapaKTepU3yeTCs
3HaueHneM pH npubnusurensHo 6,0. B onpeneneHHbIX BapHaHTax OCYLIECTBIECHHS
(dapmaneBTHUECKUN COCTaB COAEPKUT MPHUOIU3UTENBHO 25 MM rUCTHANHA, TPUOIU3UTETHHO
6% caxaposbl u mpubnusuTensHo 0,01% nonucopbarta 80, mpu ’TOM peKOMOMHAHTHOE AHTHUTEJO
BKJIIOYEHO B KOHLIEHTpAaUUH npuodausurenbHo 20 Mr/mi. B onpeneneHHbIX BapuaHTax
OCYIIECTBIIEHHS] PEKOMOMHAHTHOE aHTUTENIO BBOAST BHYTPUBEHHO. B onpeneneHHbIX BapraHTax
OCYIIECTBIIEHHS] PEKOMOMHAHTHOE aHTHUTEJIO BBOIST MPUOIM3UTENBHO OIUH pa3 B Heneo. B
OTPENEeIeHHBIX BAPHAHTAX OCYIIECTBIECHHSI pEKOMOMHAHTHOE AHTUTENIO BBOAST
npUOU3UTENILHO OJIUH pa3 B 1BE HeNeNu. B onpeneneHHbIX BapUaHTaX OCYIIECTBICHUS
PEKOMOMHAHTHOE aHTUTEJNIO BBOAAT MPUOIU3UTEILHO OJJUH pa3 B TPU Helenu. B onpeneneHHbIX
BaPHUAHTAX OCYLIECTBICHUS PEKOMOMHAHTHOE aHTUTEJIO BBOIAT NPUOIU3UTEIHHO OJUH Pa3 B
JyeTbIpe HelleIn. B onpeeneHHbIX BapUaHTaX OCYIIECTBICHUS! pEKOMOWHAHTHOE AHTHTENIO
BBOJIAT B 103€ MPHUOJIM3UTENBHO 75 MIUITUTPAMMOB. B orpeneneHHbIX BapraHTax
OCYIIECTBJICHUS] PEKOMOMHAHTHOE aHTUTEJIO BBOAST B JI03€ MPUOIU3UTEIHHO 225
MIUIIMTPAMMOB. B orpeneneHHbIX BapuaHTaxX OCYIIECTBJIEHHS] PEKOMOMHAHTHOE aHTUTEIO
BBOJIIAT B 103€ NMPUOIM3UTENbHO 750 MuiiurpaMmoB. B onpeneneHHbIX BapuaHTax
OCYIIECTBJICHUS] PEKOMOMHAHTHOE aHTUTEJIO BBOAST B 103€ NMpUbInM3uTesnpHo 1125

MUWJJIMTPAMMOB. B OMPECACIICHHBIX BapUaHTaX OCYHICCTBJICHUA peKOM6I/IHaHTHOe AHTHUTECIIO



BBOJIIAT B J103€ NpUOIM3uTensHo 1500 MunnurpaMMoB. B onpeneneHHbpIX BapHaHTax
OCYIIECTBJIEHUS] PEKOMOMHAHTHOE aHTUTEJIO BBOAAT B [103€ NMpudmmsuresnsHo 2000

MUJUTUT PAMMOB.

[0006] B mpyrom acmekTe B JaHHOM AOKYMEHTE OMUCAH CIOCO0 JIeYeHUs] HHIUBUIYyMa,
CTPAJAOLIEro OT PaKa, BKIFOYAIOIINI BBEICHHE HHINBUAYYMY PEKOMOUHAHTHOTO aHTUTENA,
KOTOpOe Crielu(puIecku CBsI3bIBaeT Jeiko3-uHruoupyommii gpakrop (LIF), conepsxkamiero: (a)
NIOCJIEIOBATEILHOCTD TSDKEJIOHN e HMMYHOTJIOOYJIMHA ¢ AMUHOKHCIIOTHON
MOCJIEIOBATEIBHOCTHIO, KOTOPAasi Ha MO MeHbIel Mepe npudnuzutensHo 80%, 90%, 95%, 97%,
98% wnu 99% uneHTHYHa aMUHOKHUCIIOTHOM MOCTIeI0BATEIbHOCTH, TPEICTABIEHHOMN MO
066 u3 SEQ ID NO: 57-60 unu 67; u (b) mocaenoBaTeIbHOCTb JIETKOH [enn
UMMYHOTJIOOYJIMHA ¢ aMHHOKHCIIOTHOH MOCIIEIOBATEIbHOCTBIO, KOTOPAsl Ha IO MEHbIIEH Mepe
npudmmsuTenbHo 80%, 90%, 95%, 97%, 98% wau 99% uneHTUYHa aMUHOKHCIIOTHON
MOCJIEIOBATEIBHOCTH, MpencTaBieHHon nox modbM 3 SEQ ID NO: 61-64; mpu sTom
PEeKOMOMHAHTHOE AaHTHUTEJIO BBOAST HHIAUBHAYYMY B 103€ OT MPHOIM3UTENBHO 75 10
npubnusuTensHo 2000 MusutMrpaMMoB. B onpeneneHHbIX BapuaHTax OCYLIECTBICHUS
MOCJIEIOBATENIbHOCTD TSDKEJIOHN e MMMYHOTJIOOYJIMHA Ha MO MeHbINEH Mepe MPUOIU3UTENBHO
80%, 90%, 95%, 97%, 98% unu 99% uneHTHYHA AMUHOKHCJIOTHOH ITOCIE€IOBATEIbHOCTH,
npencrasiennoi mog SEQ ID NO: 58; u nocnenoBarenbHOCTh JIETKOH e UMMYHOTJIOO0YJINHA
Ha 1Mo MeHbInel Mepe npudmmsuTeasHo 80%, 90%, 95%, 97%, 98% wnu 99% uneHTH4YHA
AMHHOKHUCJIOTHOM MOCIe10BaTeNbHOCTH, npeacTasiaeHHoi nox SEQ ID NO: 62. B
OTIpe/IeNIEHHBIX BAPUAHTaX OCYIIECTBIIEHUS MOCIIEN0BATEIbHOCTD TSLKEION LEenH
UMMYHOTJIOOYJIMHA UASHTUYHA AMHHOKHCIOTHOM MOCJIEIOBATEIbHOCTH, MPEICTABIEHHOH 1O/
SEQ ID NO: 58; u nocienoBaTebHOCTD JIETKOH LeMTH KMMYHOTJIOOYJIMHA HIEHTHYHA
aMUHOKHCIIOTHOM TMOCJIeIoBaTeNbHOCTH, npeacTasieHHol nox SEQ ID NO: 62. B
OTIPENEICeHHBIX BAPHAHTAX OCYIIECTBIEHHS] PEKOMOMHAHTHOE AHTUTEJNIO CONNEPIKUT JBE TSIKEJIbIE
eI UMMYHOTJIOOYJIMHA U IBE JIETKHE LIeTTH IMMYHOTJIO0yIiHA. B onpeneneHHbIX BaprHaHTax
OCYIIECTBJICHUS] PEKOMOMHAHTHOE aHTHUTEJIO TIpeacTasisier codoit anrureno IgG. B
OTIpe/ieNIEHHBbIX BAPUAHTAX OCYLIECTBIIEHHUS paK BKIIOYAET PACIpPOCTPAHEHHYIO CONUAHYIO
OIyXOJIb, MINO0IACTOMY, PaK JKEJIYKA, PAK KOXKH, PaK MPEACTATENIbHOM KeJe3bl, paK

MOJIKENTY JOYHOM JKeJIe3bl, paK MOJIOUHOM JKeNe3bl, Pak sIMUKa, paK IMUTOBUAHOMN JKeNe3bl, paKk
rOJIOBBI U LIEH, PAK MEUYECHH, PaK MOYKH, PaK MUIIEBONA, PaK TUYHUKA, PaK TOJICTON KUILIKH, paK
JIETKOTro, TMM(pOMY HIIH paK MATKHX TKaHel. B onpeneneHHbIX BapuaHTax OCYIIECTBICHUS PaK

BKJIFOYAET HEMEJIKOKJIETOUHBIH paK JErkoro, SrnuTejinaJibHyr0 KapuuHOMY siIMYHUKA WU



aZ€HOKapPLUHOMY ITOIKEy JOYHOMU keje3bl. B onpeneseHHbIX BapuaHTaxX OCYIECTBIICHHUs
PEKOMOMHAHTHOE aHTUTEJIO BBOJAT B KAUECTBE KOMIIOHEHTA (hapMalieBTHUECKOr0 COCTaBa, MpU
5TOM (papMaLeBTUUECKHH COCTaB COAEPIKUT PEKOMOMHAHTHOE AHTHUTEIO U JOMOJIHUTEIIBHO
COEPKUT (hapMaLeBTHYECKH PUEMIIEMOE BCIIOMOTaTeNIbHOE BEIECTBO, HOCUTENb WIIN
pasbaButenb. B onpeneneHHbIX BapUAHTAX OCYLIECTBICHUS (hapMaLeBTHUECKUI COCTAB
xapaktepusyercs 3HaueHueM pH mpubnusurtenbao 6,0. B onpeneneHHbIX BapraHTax
OCyIlIeCTBIIEHUS (papMalleBTUYECKUI COCTAB CONEPIKUT MPUOTM3UTENBHO 25 MM THCTUIMHA,
npubnu3uTeNnsHO 6% caxapossl u npudnusuTensHo 0,01% nomucopbara 80, mpu 3TOM
PEKOMOMHAHTHOE aHTUTEJIO BKIFOYEHO B KOHIEHTpaUnu npudausurenbHo 20 mr/mi. B
OTPENEIeHHBIX BAPHAHTAX OCYIIECTBIEHHSI PEKOMOMHAHTHOE AaHTUTEJNIO BBOAST BHYTPUBEHHO. B
OTPENENIeHHBIX BAPHAHTAX OCYIIECTBIEHHSI pEKOMOMHAHTHOE AHTUTENIO BBOAST
NpUOIU3NUTENBHO OJIUH pa3 B HENeEN0. B onpeneneHHbIX BapHaHTax OCYLIECTBICHHS
PEKOMOMHAHTHOE aHTUTEJIO BBOIAT MPUOIU3UTENHLHO OJJMH pa3 B 1B€ Henenu. B onpeneneHHbIX
BAPHUAHTAX OCYLIECTBICHUS PEKOMOMHAHTHOE aHTUTEJIO BBOIAT NPUOIU3UTEIBHO OJIUH Pa3 B
TpH Hezlenn. B onpeneneHHpIX BapHaHTaxX OCYIIECTBJIEHUS] pEKOMOMHAHTHOE aHTUTENIO BBOAST
NpUOIU3NTENBHO OJIUH pa3 B UeThIpe Henenu. B onpeneneHHbIX BapuaHTax OCYLIECTBICHUS
PEKOMOMHAHTHOE aHTUTEJIO BBOAAT B 103€ MPUOIM3UTENBHO 75 MUJLITUTpaMMOB. B
OTIpEIEIEHHBIX BAPHAHTAX OCYIIECTBIEHHUSI PEKOMOMHAHTHOE AaHTUTEJNIO BBOZST B 103€
npuOIM3UTENBHO 225 MIIITMTPAaMMOB. B onpenieneHHbIX BapuaHTax OCYIIECTBICHUS
PEKOMOMHAHTHOE aHTUTEJIO BBOAST B 103€ MpuOam3uTesnbHo 750 musuturpammos. B
OTpEeNeIeHHBIX BAPHAHTAX OCYIIECTBIEHHUS] PEKOMOMHAHTHOE AHTUTEJNIO BBOST B 103€
npubnusuTensHo 1125 mumurpamMmoB. B onpeneneHHbIX BapuaHTax OCYLIECTBICHHUS
PEKOMOMHAHTHOE aHTUTEJIO BBOIAT B 103€ npuOam3uTeapHo 1500 muurpamMmmos. B
OTPENENeHHBIX BAPHAHTAX OCYIIECTBJICHHSI PEKOMOMHAHTHOE AaHTHUTEJNIO BBOMSIT B 103€
npubnusuTensHo 2000 MUIUTUTPAMMOB.

[0007] B apyrom acmekTe B JaHHOM JOKYMEHTE ONMUCaH (papMaleBTUIeCKuil COCTaB st
NPUMEHEHHUS B JICICHUH paKka y HHOAUBUAYYMA, e apMaleBTHUECKUI COCTAB CONEPIKHUT
(apManeBTHUECKH TPHUEMIIEMOE BCIIOMOTaTEIbHOE BEIIECTBO, HOCUTEIb HITH pa30aBUTENb U
PEKOMOMHAHTHOE aHTUTENIO, TI€ PEKOMOMHAHTHOE aHTUTEIO CIIELM(PUIECKH CBA3BIBAECTCS C
neiko3-uHruoupyromuM paxropom (LIF) u cogepkut: (a) onpenemnsrouyo
KOMIUIEMEHTapHOCTh 0o0nacthb 1 Tspxenoit neru ummynornodynmnaa (VH-CDR1), conepskarnyto
AMUHOKHUCJIOTHYIO TIOCIIEIOBATEIHHOCTD, MpeacTasieHHyto nox mooeiM u3 SEQ ID NO: 1-3; (b)

OTIPENENSAIOLIYI0 KOMIUIEMEHTAPHOCTb 00J1aCTh 2 TspKeNoi Lenu nMMmyHoraooyimmusa (VH-
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CDR2), conep:xalyro aMIHOKHUCIIOTHYIO TTOCJIEA0BATENbHOCTD, MPEICTABIEHHYIO IO JIF0OBIM
u3 SEQ ID NO: 4 unu 5; (¢) onpeaensomyo KOMIUIEMEHTAPHOCTh 00JIACTh 3 TSXKEJIOH Lenu
ummyHornoOynuHa (VH-CDR3), conepskainyro aMUHOKHCIOTHYIO TOCI€0BATEIbHOCTD,
npezacrasieHnyto nox moosiM u3 SEQ ID NO: 6-8; (d) onpenensonyo KOMILIEMEHTapHOCTD
obnactpb 1 nerkoit nenu ummyHorio0yauHa (VL-CDR1), cogeprkainyro aMUHOKHUCIOTHYEO
NIOCJIEIOBATENBHOCTD, MpencTaBieHHy 0 o oM 3 SEQ ID NO: 9 umu 10; (e)
OTIPENENSAIOIYI0 KOMIUIEMEHTAPHOCTb 001acTh 2 Jierko# renu ummyHornoOyanaa (VL-CDR2),
COZEPIKALTYI0 AMHHOKHUCIIOTHYIO TTOCJIEIOBATEIbHOCTD, MPENCTaBIEHHYIO nox Jiro0biM 13 SEQ
ID NO: 11 unu 12; u (f) onpeaensroiyro KOMILUIEMEHTAPHOCTh 00JIACTh 3 JIETKOH Hemnu
ummyHornodynuHa (VL-CDR3), conepkamiyro aMHHOKUCIOTHYIO MTOC/IEAOBATEIbHOCTD,
npencrasiennyro nog SEQ ID NO: 13; npu 5ToM peKOMOWHAHTHOE aHTUTEJIO BBOJIST
UHIMBUAYYMY B J103€ OT MPHONIU3UTENBHO 75 1o npubnmsurensao 2000 mummurpamMmos. B
OTIpENeIeHHBIX BAPHAHTAX OCYIIECTBIEHHS (PapMalleBTUUECKUN COCTAB CONEPIKUT
npuOIU3NTENBHO 25 MM rHCTUANHA, TPHOIU3UTENBHO 6% caxapossl U npudnusurensHo 0,01%
nojnrcop6bara 80, mpu ’TOM peKOMOWHAHTHOE AHTUTEJNIO BKJIIOUEHO B KOHLIEHTPALNH
npubnusuTensHO 20 Mr/mir. B onpeneneHHbIX BapraHTax OCYLIECTBIIEHHS (papMaLeBTHUECKUI
cocTaB Xapakrepusyercs sHaueHueM pH npubmsurensHo 6,0. B onpeneneHHBIX BapUaHTax
OCYIIECTBJIEHUS] pEKOMOMHAHTHOE aHTUTEJIO CBSI3bIBAETCS C TIMKO3mwinpoBaHHbM LIF. B
OIpeAeNIeHHBIX BapUAHTaX OCYLIECTBICHHUsI PEKOMOMHAHTHOE aHTUTEJIO COAEPIKHUT IO MEHbIIEHt
Mepe OJJHY KapKacHY0 00JacTh, NOJTYUEHHYIO U3 KapKaCHOH 00JIaCTH YeJIOBeUeCKOro aHTHTENA.
B onpeneneHHbIX BapuaHTaX OCYILIECTBJICHUS PEKOMOMHAHTHOE aHTUTEIIO SIBJISIETCS
I'YMaHU3HPOBAHHBIM. B ompeneneHHbIX BapHaHTax OCYLIECTBICHHS PEKOMOMHAHTHOE aHTUTEIIO
SIBJIIETCS JEMMMYHU3HPOBAHHBIM. B onpeneneHHbIX BapuaHTax OCYILIEeCTBICHUS
PEKOMOMHAHTHOE aHTUTEJIO COAEPIKHUT ABE TSKEJIbIE e UMMYHOTJIOOYJIMHA U JIBE JIETKUE
e UMMYHOIIIOOyInHA. B onpeneneHHbIX BApHaHTaX OCYINECTBIEHUS] pEKOMOMHAHTHOE
aHTHTEJIO MpencTaBisieT codoit anTureno IgG. B onpeneneHHbIX BApHaHTaX OCYIIECTBIIECHHS
peKOMOMHAHTHOE aHTHUTENIO Npencrasisier coboii Fab, F(ab),, onHomomenHoe aHTUTE O,
ofHOLEeNnovYeyHbIl BapuadenbHblil pparmenT (scFv) mmm HaHoaHTUTENO. B onpeneneHHbIX
BapHUAHTaX OCYLIECTBJICHUsI PEKOMOMHAHTHOE aHTHUTENO crieundudecku csizbiBaercs ¢ LIF ¢
koHcTaHTol nucconuauuu (Kp), cocrapstomeii MmeHee npubnusureabao 200 mukoMous/n. B
OTIPEIEIEHHBIX BAPHAHTAX OCYIIECTBIEHHS PEKOMOMHAHTHOE aHTUTEJO CIIELU(PHUECKH
csizbiBaetcs ¢ LIF ¢ koncTanToit quccouunaruu (Kp), cocrapmnstomeiit MeHee mpuOIN3UTETBHO

100 nmukomons/n. B onpenenennbix Bapuanrax ocymectsieHuss VH-CDR1 copepsxut
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AMUHOKHCIJIOTHYIO MOCEA0BATENBbHOCTD, IIpencTasnennyto nog SEQ ID NO: 1
(GFTFSHAWMH), VH-CDR2 conepHuT aMHHOKHCIIOTHYIO ITOCJIE€A0BATENBHOCTD,
npencrasiennyo nog SEQ ID NO: 4 (QIKAKSDDYATYYAESVKG), VH-CDR3 conepsxut
aMUHOKHCJIOTHYIO TTOCJIEA0BATEIbHOCTD, NpeacTasieHnyto nog SEQ ID NO: 6 (TCWEWDLDF),
VL-CDRI1 conmep:XuT aMHHOKHCJIOTHYIO MTOCJIEI0BATEIbHOCTD, TIpencrasiennyro nog SEQ ID
NO: 9 (RSSQSLLDSDGHTYLN), VL-CDR2 conepHUT aMHHOKHUCJIOTHYIO
NOCJIe0BaTENbHOCTD, npencTaieHHyo nog SEQ ID NO: 11 (SVSNLES) u VL-CDR3
COZIEPKUT aMUHOKHCJIOTHYIO MOCJIEN0BATENbHOCTD, Ipencrasiennyto nmog SEQ ID NO: 13
(MQATHAPPYT). B onpenenennbix Bapuanrax ocymecrsienust VH-CDR1 copepxut
AMUHOKHCJIOTHYIO TIOCIEIOBATEIbHOCTD, npeactasnennyto moa SEQ ID NO: 2 (GFTFSHAW),
VH-CDR2 conep:xuT aMMHOKHCIOTHYIO TIOCIEI0BATENbHOCTD, NpeacTaBieHHyto nox SEQ ID
NO: 5 (IKAKSDDYAT), VH-CDR3 conep:XuT aMUHOKHUCJIOTHYIO IMOCIEIOBATEIHHOCTD,
npeacrasieHnyto nox SEQ ID NO: 6 (TCWEWDLDF), VL-CDR1 conepKuT aMHHOKUCIIOTHYIO
NOCJIeN0BaTENbHOCTD, npencTaieHHyo nog SEQ ID NO: 10 (QSLLDSDGHTYLN), VL-CDR2
COIEP>KUT aMHUHOKHUCJIOTHYIO TTOCIIEAOBATEIBHOCTD, peAcTasieHnyto nog SEQ ID NO: 12 (SVS)
u VL-CDR3 conmep:kxUT aMUHOKHUCJIOTHYIO [TOCJIEA0BATEIbHOCTD, IpecTaBaeHHyo noa SEQ ID
NO: 13 (MQATHAPPYT). B onpenenennsix Bapuanrax ocymectsieHust VH-CDR1 conepsxut
AMUHOKHCJIOTHYIO TIOCIIEI0BATEIBHOCTD, npeacrasieHHyto noa SEQ ID NO: 3 (HAWMH), VH-
CDR2 copepkUT aMHHOKHCIIOTHYIO IOCJIEIOBATENbHOCTD, IipeacTanieHHyo nox SEQ ID NO: 4
(QIKAKSDDYATYYAESVKG), VH-CDR3 conep:kuT aMHHOKHCIIOTHYIO ITOCIIEIOBATEIBHOCTD,
npexacrasiennyto nox SEQ ID NO: 7 (WEWDLDF), VL-CDRI1 conep:XuT aMUHOKHCIOTHYIO
NOCJIeIOBATENBbHOCTD, npencTaBieHHyo nog SEQ ID NO: 9 (RSSQSLLDSDGHTYLN), VL-
CDR?2 conep:xuT aMHHOKHCIOTHYIO TIOCIEN0BATENbHOCTD, npeactasaeHHyto noa SEQ ID NO:
11 (SVSNLES) u VL-CDR3 coaep>KUT aMHUHOKUCJIOTHYIO MOCJIEI0BATEIbHOCTD,
npexacrasiennyto nmox SEQ ID NO: 13 (MQATHAPPYT). B onpeneneHHbIX BapuaHTax
OCYIIECTBIIEHHSI PEKOMOMHAHTHOE aHTUTEJIO COIEPKHUT OJHY WJIN HECKOJIBKO AMHHOKHCIIOTHBIX
nocjenoBaTenbHOCTelH KapkacHoH obmactu 1 tsoxenoit nenw (VH-FR1), kotopast Ha o
MeHbIIei Mepe npudausutensHo 80%, 90%, 95%, 97%, 98% wnmm 99% nuneHTHYHA
AMUHOKHUCJIOTHOH TOCJIeIOBATEIbHOCTH, NpencrasiaeHHon mox mobdbm u3 SEQ ID NO: 14-17,
AMHHOKHCJIOTHYIO TTOCIIEI0BATENbHOCTh KapKkacHOH obnacth 2 Tsoxenoi nernu (VH-FR2),
KOTOpasi Ha 1Mo MeHbIIel Mepe npudmm3uTesibHo 80%, 90%, 95%, 97%, 98% wmu 99%
UJICHTHYHA aMUHOKHCIIOTHON TTOCJIEA0BATENIbHOCTH, MpeacTaBieHHoN o moobm u3 SEQ ID

NO: 18 nnu 19, aMHHOKHCIOTHYIO MTOCIIEIOBATENbHOCTD KApKACHON 00MacTH 3 TsHKeJIoN 1enu
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(VH-FR3), xoropast Ha o MeHbliIei Mepe npudmmsurensHo 80%, 90%, 95%, 97%, 98% wnu
99% uaeHTUYHAa AMHUHOKUCJIOTHOM MOC/IE0BATEIbHOCTH, PEACTABIEHHOM oA iroObM u3 SEQ
ID NO: 20-22, 1 aMMHOKHCIIOTHYIO TIOCJIEIOBATEIbHOCTh KAPKACHOW 00JacT 4 TsHKeNoH Lenu
(VH-FR4), xotopas Ha o MeHbIuel Mepe nmpudusurenbio 80%, 90%, 95%, 97%, 98% wiu
99% uaeHTUYHA AMUHOKUCJIOTHOM MOC/IEA0BATEIbHOCTH, MPEACTaBIEHHOM o Jro0biM u3 SEQ
ID NO: 23-25. B omnpenesieHHbIX BApPHAHTAX OCYLIECTBIEHHS PEKOMOMHAHTHOE AHTUTEIIO
COZIEPIKUT OJTHY MJIM HECKOJIbKO AMHUHOKHCIIOTHBIX TIOCIIENOBATEIbHOCTEHN KapKkacHO! obnactu 1
Tsokesion nenu (VH-FR 1), koTopast naeHTHYHa aMUHOKUCIIOTHOM TOCIIEIOBATEIBHOCTH,
npencrasienHoi nox moobM u3 SEQ ID NO: 14-17, aMUHOKUCIOTHYIO TTOCTIETOBATETBHOCTh
KapkacHoi obnactu 2 Tsokenoit uenu (VH-FR2), kortopast nneHTHYHa aMHHOKHCIIOTHOM
MOCJIEIOBATEIBHOCTH, MpencTaBieHHon oy moobM u3 SEQ ID NO: 18 unu 19,
AMHHOKHCJIOTHYIO MTOCIIEI0OBATEbHOCTD KapKkacHOH obmactu 3 Tsokenoit uenm (VH-FR3),
KOTOpast HACHTUYHA aAMUHOKHCIIOTHON TOCJIEA0BATENIbHOCTH, MPEICTABIEHHOH 1MOJ JTF0OBIM 13
SEQ ID NO: 20-22, u aMHHOKHCIIOTHYIO TIOCJIEIOBATEIbHOCTD KapKacHO! 00acTu 4 TsoKenon
uenu (VH-FR4), koTopasi uaeHTU9Ha aMUHOKHCJIOTHOM MOCIEAOBATEIbHOCTH, TPEACTABICHHOM
noz mrooeiM 13 SEQ ID NO: 23-25. B onpeneneHHbIX BapUaHTaX OCYIIECTBICHUS
PEKOMOMHAHTHOE aHTUTEJIO COAEPKUT OJHY MIIM HECKOJIBKO AMHUHOKHCIIOTHBIX
nocjenoBaTenbHOCTelN kapkacHo! oonactu 1 nerkoit nenu (VL-FR1), koTopast Ha o MeHbliei
mepe npubansutensHo 80%, 90%, 95%, 97%, 98% unu 99% uneHTHYHA AMUHOKUCIIOTHOMN
IIOCJIEIOBATENIbHOCTH, TpecTaBiIeHHoH oy itoObM n3 SEQ ID NO: 26-29, aMUHOKHCIOTHYO
NOCJIeIOBATENbHOCTD KapKkacHo# obnactu 2 nerkoii nenu (VL-FR2), kotopast Ha Mo MeHbIIeH
mepe mpudausuTebHo 80%, 90%, 95%, 97%, 98% wnu 99% uneHTHYHA AMUHOKHUCIOTHOM
MOCJIEIOBATEIBHOCTH, MpencrasiaeHHon noy ioobiM u3 SEQ ID NO: 30-33, aMHMHOKUCIOTHYIO
NOCJIEIOBATENbHOCTD KapkacHO# obnactu 3 nerkoii nenu (VL-FR3), kotopast Ha mo MeHbIIEH
mepe npudausuTebHo 80%, 90%, 95%, 97%, 98% wunu 99% uneHTHYHa AMUHOKUCIOTHOU
MOCJIEIOBATENBHOCTH, MpencTasieHHon noy modbM 3 SEQ ID NO: 34-37, u aMUHOKHUCIIOTHYIO
NOCJIEIOBATENBHOCTD KapKacHO# obnactu 4 nerkoii nenu (VL-FR4), kotopas Ha Mo MeHbIIEH
mepe npudausutenbHo 80%, 90%, 95%, 97%, 98% unmu 99% uneHTUYHA AMUHOKUCIOTHOU
NOCJIEIOBATENBHOCTH, TIpencTaBieHHoH nox moobmM n3 SEQ ID NO: 38-40. B onpeneneHHbIX
BapHUAHTaX OCYLIECTBICHNUS PEKOMOMHAHTHOE aHTUTEJIO COAEPIKUT OJHY HIIH HECKOJIBKO
AMHHOKHUCJIOTHBIX TTOCJIEA0BATENIbHOCTEHN kapkacHOH obnactu 1 nerkoit uenu (VL-FR1),
KOTOpast HACHTHYHA aAMUHOKHCIIOTHON TIOCJIEA0BATENIbHOCTH, MPEICTABIEHHOH MO JIFOOBIM U3

SEQ ID NO: 26-29, aMHHOKHCIIOTHYIO IIOCJIEI0BATENbHOCTb KapKACHOH 00yacTu 2 JIerkou 1enu
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(VL-FR2), xoTropast uaeHTHYHAa aMIUHOKHCIIOTHOH IMOCJIeIOBATEIbHOCTH, TIPEACTABIEHHON MOJT
mro6eiM 13 SEQ ID NO: 30-33, aMHHOKHCIIOTHYIO TIOCIEIOBATENbHOCTD KapKacHO! o0actu 3
nerkoii nenu (VL-FR3), koTopast nneHTHYHa aMUHOKHCIIOTHON TTOCIIEI0BATEILHOCTH,
npencrasiaeHHol nox moosM n3 SEQ ID NO: 34-37, 1 aMHHOKHCIIOTHYIO TIOCJIEIOBATEIbHOCTD
KapkacHoi obnactu 4 nerkoit nernu (VL-FR4), kotopast upeHTHYHA aMUHOKHCIOTHOM
NOCJIeIOBATENbHOCTH, npencTaBieHHoH nox moobM u3 SEQ ID NO: 38-40. B onpeneneHHbIX
BapHUAHTAX OCYLIECTBJICHUS PEKOMOMHAHTHOE aHTHUTEJIO CBSI3bIBAETCS C TIO MEHbILEH Mepe
onHUM U3 cnenyromux ocratkos: Al3, 114, R15, H16, P17, C18, H19, N20, Q25, Q29, Q32,
D120, R123, S127, N128, L130, C131, C134, S135 unu H138 u3 SEQ ID NO: 68. B
OTIPENENIeHHBIX BAPHAHTAX OCYIIECTBIEHHSI PEKOMOMHAHTHOE AHTUTEJIO CBS3BIBAETCS C I10
MEHbIIEH Mepe MAThI0 U3 cienyromux octatkos: Al3, 114, R15, H16, P17, C18, H19, N20, Q25
Q29,Q32, D120, R123, S127, N128, L130, C131, C134, S135 uian H138 u3 SEQ ID NO: 68. B

2

OTIPENEIEHHBIX BAPHAHTAX OCYIIECTBIEHHSI PEKOMOMHAHTHOE AHTUTEJNIO CBSA3BIBAETCS C I10
MEHbIIEN Mepe NecAThIo U3 chneayromux octatkos: Al3, I14, R15, H16, P17, C18, H19, N20,
Q25, Q29, Q32, D120, R123, S127, N128, L130, C131, C134, S135 unu H138 u3 SEQ ID NO:
68. B onpeneneHHbIX BApUAHTAX OCYIIECTBICHUS PEKOMONHAHTHOE AHTHUTENO CBSI3BIBAETCS CO
BCceMH U3 cnenyromux octatkos: Al3, 114, R15, H16, P17, C18, H19, N20, Q25, Q29, Q32,
D120, R123, S127, N128, L130, C131, C134, S135 unu H138 u3 SEQ ID NO: 68. B
ONPENEIEHHBIX BAPUAHTAX OCYIIECTBJICHHsI PaK BKIHOYAET PACIPOCTPAHEHHYIO COJUAHYIO
OITyXOJIb, IIIMOOJIACTOMY, PAK XKEJTYAKA, PaK KOXKH, paK MPeaCcTaTeIbHOM JKeJe3bl, pak

MO/I>KEITY IOYHOMN KeJe3bl, pAK MOJIOYHOM JKeJe3bl, pak AUUYKa, paKk LIUTOBUAHOM JKEJIE3bl, paKk
rOJIOBBI U LIEH, PAaK MEYEHHU, PaK MMOYKHU, PaK MHUIIEBOJA, PAK IMYHUKA, PAK TOJICTON KUILIKH, paK
JIeTKOro, TMM(OMY HITH paK MSTKHX TKaHeW. B onpeneneHHbIX BapuaHTax OCYLIECTBICHUS PaK
BKJIFOYAET HEMEJIKOKJIETOYHBIN PaK JIETKOTO, SMUTEIUANBHYO KapLUHOMY SIMYHUKA WIIN
aZ€HOKapLUHOMY MOKENy IOYHOMN >keje3bl. B onpeneseHHbIX BapuaHTaxX OCYILECTBIICHUS
PEKOMOMHAHTHOE aHTUTEJIO BBOISAT BHYTPUBEHHO. B ompeneneHHbIX BapHaHTax OCYLIECTBICHUS
PEKOMOMHAHTHOE aHTUTEJIO BBOIAT MPUOTU3UTEIBHO OJJUH pa3 B HEAEN0. B onpeneneHAbIX
BaPHUAHTAX OCYLIECTBICHUS PEKOMOMHAHTHOE aHTUTEJIO BBOIAT NPUOIU3UTEIHHO OJUH Pa3 B
IBe Helenu. B onpeneneHHbIX BApHAHTAX OCYINECTBICHUS] pEKOMOMHAHTHOE AaHTUTENIO BBOZST
NpUOIU3UTENFHO OUH pa3 B TPH HeAeNH. B onpeneneHHbIX BApHaHTaX OCYINECTBICHUS
PEKOMOMHAHTHOE aHTUTEJIO BBOIAT MPUOJU3UTENBHO OJJUH pa3 B UeThIpe Henenu. B
OTIpPENIEIEHHBIX BAPHAHTAX OCYIIECTBIEHHUS] PEKOMOMHAHTHOE AHTUTEJNIO BBOZST B 103€

npuOIU3UTENBHO 75 MUIUTUTpaMMOB. B onpeneneHHbIX BapuaHTax OCYLIECTBICHUS
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PEKOMOMHAHTHOE aHTUTEJIO BBOAAT B 103€ MPUOIU3UTENbHO 225 MuurpamMmmos. B
OTpeIeIeHHBIX BAPHAHTAX OCYIIECTBIEHHUSI PEKOMOMHAHTHOE AaHTUTEJNO BBOST B 103€
npuban3uTensHo 750 MIIITMTPaMMOB. B onpenieneHHbIX BapHaHTax OCYIIECTBICHUS
PEKOMOMHAHTHOE aHTUTEJIO BBOAST B 103€ mpubausurensHo 1125 Munmnmurpammos. B
OTpEeNeIeHHBIX BAPHAHTAX OCYIIECTBIECHHUS] PEKOMOMHAHTHOE AaHTUTEJNIO BBOZST B 103€
npubnusuTensHo 1500 MusiurpamMmoB. B onpeeieHHbIX BapuaHTax OCYLIECTBICHHUS
PEKOMOMHAHTHOE aHTUTEJIO BBOJAT B 103€ NMPUOIM3uTEapbHO 2000 MUILITUTPAMMOB.

[0008] B apyrom acmekTe B JTaHHOM JOKYMEHTE ONMUCaH (hapMalleBTUYECKU COCTaB ISt
NPUMEHEHUS B JICYCHUH paKa y HHAUBUAYYMA, TP 3TOM (papMarieBTUIECKUN COCTaB CONEPIKUT
(apMaLeBTHYECKH MPHEMIIEMOE BCIIOMOTaTEIbHOE BEIIECTBO, HOCUTEIb HITH pa30aBUTENb U
PEKOMOMHAHTHOE aHTUTENIO, TI€ PEKOMOMHAHTHOE AaHTUTEJO CIIELU(PHUECKH CBS3BIBAETCS C
neiko3-uHrnoupyromumM paxropom (LIF) u cogepkut: (a) mociaenoBaTeIbHOCTh BapruabeIbHOM
obnactu Tsoxenol nenu (VH) ummyHOrnoOyirHa ¢ aMUHOKHUCIIOTHOH TOCTIEIOBATEIbHOCTHIO,
KOTOpasi Ha 1Mo MeHbInel Mepe npudnm3utesibHo 80%, 90%, 95%, 97%, 98% umu 99%
UJICHTHYHA aMUHOKHCIIOTHOM TTOCNIE0BATEIbHOCTH, MTPEACTaBIeHHOH nox iro0piM u3 SEQ ID
NO: 41, 42, 44 unu 66; u (b) nocnenosaTenbHOCTh BapuabenbHol obnactu erkoi nenu (VL)
UMMYHOTJIOOyJIMHA ¢ aMHUHOKHUCIIOTHOH ITOCIIEI0BATEIbHOCTBIO, KOTOPast Ha 10 MEHbLIeH Mepe
npuomsuTenbHo 80%, 90%, 95%, 97%, 98% wnu 99% uneHTUYHa aMUHOKHCIOTHON
HIOCJIEIOBATENIbHOCTH, TpeacTaBieHHol oy itoObM u3 SEQ ID NO: 45-48; npu sTom
PEKOMOMHAHTHOE aHTUTEJIO BBOAST UHAUBHAYYMY B 103€ OT MPUOIU3UTENBHO 75 10
npubnusuTensHo 2000 MUUTMTpaMMOB. B onpeieneHHbIX BapraHTax OCYLIECTBICHHS
(hapMaleBTHYECKUN COCTAB COMEPKUT MPHUOTU3UTENBHO 25 MM rUCTHAMHA, MPUOIU3UTETHHO
6% caxaposbl u npudausuTenbHo 0,01% momucopbara 80, mpu ’TOM PEeKOMOMHAHTHOE AHTUTEIIO
BKJIFOYEHO B KOHIIEHTpauuu npuonmusurenbHo 20 Mr/mit. B onpeneneHHbIX BapuaHTax
OCy1IecTBIeHHs (hapMaleBTHUECKUH COCTAB XapakTepusyercs 3HaueHneM pH npuOnmusurenbHo
6,0. B onpeneneHHbIX BApHAHTaX OCYIIECTBJICHHSI PEKOMOMHAHTHOE aHTUTEJO CBS3BIBAECTCS C
ruko3unupoBaHHbM LIF. B onpeneneHHbIX BapuaHTax OCYIIECTBJICHUS NOCIEN0BATENbHOCTD
VH Ha no meHbIel mepe npudausutebHo 80%, 90%, 95%, 97%, 98% unu 99% uneHTH4HA
AMUHOKHCIJIOTHOM MOCenoBaTenbHOCTH, npeactasieHHoi noa SEQ ID NO: 42; u
MOCJIeIOBATENPHOCTE VL Ha 1o MeHblIel Mepe npubdiusureapbHo 80%, 90%, 95%, 97%, 98%
i 99% uneHTUYHAa aMUHOKHUCIIOTHOM MOCeN0BaTeNbHOCTH, npeactasieHHoi noa SEQ ID NO:
46. B onpeaeneHHbIX BapUaHTax OCYIIECTBJIEHUs NOCIea0BaTeNbHOCTy VH naentuyna

aMUHOKHCIIOTHOM MOCenoBaTeNbHOCTH, npeactasieHHoi noa SEQ ID NO: 42; u
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MOCJIEOBATENbHOCTh VL HIEHTHUYHA aMUHOKHUCIIOTHOU MOCJIEN0BATEIbHOCTH, IPEACTaBIEHHON
nox SEQ ID NO: 46. B onpeneneHHbIX BapHaHTaxX OCYLIECTBIEHHSI pEKOMOMHAHTHOE aHTUTEINO
COZIEPIKUT ABE TsDKEJIbIe e HMMYHOTJIO0YJINHA U [IBE JIETKUE LeNH IMMYHOIo0yiuHa. B
OIIpeAENIeHHBIX BapUAHTaX OCYLIECTBICHUS] PEKOMOMHAHTHOE aHTUTEJIO IPEACTABIIAET COOOH
antuteno IgG. B onpeneneHHbIX BAPHAHTAX OCYIIECTBICHUS PEKOMOWHAHTHOE AHTHTEIO
npencrassier coooit Fab, F(ab),, onHOTOMEHHOE aHTUTENO, OMHOLETIOYEYHbIN BapruadeIbHbIH
¢parment (scFv) unm HaHOaHTHTENO. B ONpeneneHHbIX BapuaHTax OCYLIECTBICHHS
pPEeKOMOMHAHTHOE aHTuTeNo crennduyecku ceszbiBaercs ¢ LIF ¢ koHCTaHTON nuccounanyuu
(Kp), cocrasnstornei Mmeree nmpudnusutenbHo 200 mukoMons/i. B onpeneneHHbIX BapuaHTax
OCYIIECTBJICHUS] PEKOMOMHAHTHOE aHTHUTENO crieruduieckn cBsi3biBaercs ¢ LIF ¢ koHCTaHTOH
nuccouunaiu (Kp), cocrapnsitomneit menee npudimsutenbao 100 mukomons/i1. B onpeneneHHbIx
BApUAHTaX OCYLIECTBJICHUs PAK BKJIIOYAET PACIPOCTPAHEHHYIO CONIUIHYIO OMyXOJlb,
rITHO0NACTOMY, paK JKeJIyIKa, paK KOXKH, PaK MPEeACTaTeIbHOMN JKeNIe3bl, PaK IMOIKENyJOUHON
JKEJIE3bl, paK MOJIOYHOM JKeJE3bl, PAK INYKA, PaK LIUTOBUAHON JKEJIE3bl, PAK FOJIOBBI U IIEH, PaK
NeUeHH, PaK MMOYKH, PaK MUINEBOJA, PaK SIMUYHUKA, PaK TOJICTON KUIIKH, PAK JIETKOTO, TUM(POMY
WJIM paK MSTKUX TKaHeW. B onpeneneHHbIXx BapuaHTax OCYIIECTBJICHUs PAK BKIIFOYAET
HEMEJIKOKJIETOUHBIN PAK JIETKOr0, SIIUTEINAIbHY0 KapLUUHOMY SIMYHUKA WIA aIEHOKAPLIUHOMY
NOJKEJTY AOYHOM Kene3bl. B onpeneneHHbIX BapHaHTax OCYIIECTBIEHUS] peKOMOMHAHTHOE
AHTHUTEJIO BBOAST BHYTPUBEHHO. B omnpeneneHHbIX BapuaHTaX OCYIIECTBICHUS] peKOMONHAHTHOE
AHTUTEJIO BBOAST MPUOIN3UTENILHO OIMH pa3 B HeNeNo. B onpeneneHHbIX BapraHTax
OCYIIECTBJICHHSI PEKOMOMHAHTHOE aHTUTEJIO BBOAAT NMPUOIU3UTENILHO OJIUH pa3 B 1Be Henenu. B
OTpEeNEIeHHBIX BAPHAHTAX OCYIIECTBIEHHSI PEKOMOMHAHTHOE AHTUTENIO BBOAST
NpUOIU3UTENILHO OIUH pa3 B TP HeAeNH. B onpeneneHHbIX BApHAHTAX OCYIIECTBJICHUS
PEKOMOMHAHTHOE aHTUTEJIO BBOAT MPUOTU3UTEIHLHO OJJUH Pa3 B YeThIpe Henenu. B
OTPENEICHHBIX BAPHAHTAX OCYIIECTBIECHHUS] PEKOMOMHAHTHOE AaHTUTEJNIO BBOST B 103€
NpUOIU3NTENBHO 75 MIJUTUTPaMMOB. B onpeneneHHbIX BapHaHTax OCYIIECTBICHHS
PEKOMOMHAHTHOE aHTUTEJIO BBOJAT B 103€ MPUOTU3UTENBHO 225 MumurpamMmmos. B
OTIPENEIEHHBIX BAPHAHTAX OCYIIECTBIEHHUS] PEKOMOMHAHTHOE AaHTUTEJNO BBOIST B 103€
npubnu3uTensHO 750 MIIIITHTrpaMMoB. B orpeneneHHbIX BapuaHTax OCYIIECTBICHUS
PEKOMOMHAHTHOE aHTUTEJIO BBOIAT B 103€ MpuOIn3uTenapHo 1125 munnmurpammos. B
OTIPENIEIEHHBIX BAPHAHTAX OCYIIECTBIEHHUS] PEKOMOMHAHTHOE AaHTUTEJNIO BBOST B 103€
npubnusutensHo 1500 MumurpammoB. B onpeneneHHbIX BapuaHTax OCYLIECTBICHUS

PEKOMOMHAHTHOE aHTUTEJNIO BBOAAT B 103€ NMpuOIN3uTenbHo 2000 MUIITUTPaMMOB.
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[0009] B apyrom acmekTe B JaHHOM JOKYMEHTE ONMHCaH (hapMaLleBTUIECKUN COCTaB ISt
NPUMEHEHHUS B JICYEHUH paKa y MHAUBUAYYMa, Iie papMaleBTHUECKUI COCTAB COAEPIKUT
(apmaLieBTHYECKH TPUEMIIEMOE BCIIOMOTaTeIbHOE BEIECTBO, HOCUTENb WIIN pa30aBUTENb U
PEKOMOMHAHTHOE aHTUTEJIO, I7Ie PEKOMOMHAHTHOE aHTUTEJNO CIIelM()UIECKU CBA3BIBACTCS C
neiko3-uHruoupyomumM pakropom (LIF) u cogep:kuT: (a) MoCaen0BaTeIbHOCTh TSIKEION e
UMMYHOTJIOOYJIMHA C aMHHOKHUCIIOTHOH MOCIIEIOBATEIbHOCTBIO, KOTOPAsi Ha MO MEHbINEH Mepe
npud3uTenbHO 80%, 90%, 95%, 97%, 98% uiau 99% uneHTUYHA aMUHOKHCIIOTHOM
NOCJIEIOBATENbHOCTH, peacTaBaeHHOH nox o0bM u3 SEQ ID NO: 57-60 umu 67; u (b)
NOCJIEIOBATENbHOCTD JIETKOW LEMH UMMYHOTJIOOYJIMHA ¢ aMHUHOKUCIIOTHOM
MOCJIEIOBATEIBHOCTHIO, KOTOPAsi Ha MO MeHbIel Mepe npudmusurensHo 80%, 90%, 95%, 97%,
98% mnu 99% nneHTHYHa aMUHOKHUCIIOTHOM MOCEA0BATENIbHOCTH, TTPEICTABICHHOHN MO
mo6bmm n3 SEQ ID NO: 61-64; npu 5TOM peKOMOWHAHTHOE aHTHUTENO BBOAST UHAUBUAYYMY B
103€e OT MpuOIU3nuTENBHO 75 o npudimsurensHo 2000 MuMrpaMmMoB. B onpeneneHHbIX
BapHaHTaX OCYIIECTBICHUs (PapMaleBTHUECKHI COCTaB COASPKUT MPUOIU3UTENHHO 25 MM
THCTHIMHA, TpUONn3uTenbHo 6% caxapossl 1 npudmusurtensHo 0,01% nonmmcopbara 80, mpu
5TOM PEKOMOMHAHTHOE aHTHUTENO BKJIIOUEHO B KOHLIEHTpALUK puOnmm3nuTensHo 20 mr/mi. B
OTIpEIEIEHHBIX BAPHAHTAX OCYIIECTBIEHHs (PapMalleBTHUECKUN COCTAB XapaKTePU3yeTCsI
3HaueHneM pH npubnusurensHo 6,0. B onpeneneHHbIX BapHaHTax OCYLIECTBIECHUS
PEKOMOMHAHTHOE aHTUTEJIO CBSI3BIBAETCS ¢ riMKo3minpoBanHbM LIF. B onpeneneHHbIX
BapUAHTAaX OCYIIECTBIICHUS NOCIEN0BATENIbHOCTD TSDKEJION LIeH MMMYHOTJIOOYJIMHA Ha 110
MeHbIei Mepe npudausutenbHo 80%, 90%, 95%, 97%, 98% wumu 99% uneHTHYHA
aMUHOKHCIIOTHOM TOCenoBaTenbHOCTH, npeactasieHHon nox SEQ ID NO: 58; u
NOCJIEIOBATEILHOCTD JIETKOW LIENMH UMMYHOTJIOOYJIMHA Ha TI0 MEHbLIEH Mepe PUOITU3UTETEHO
80%, 90%, 95%, 97%, 98% unu 99% ugeHTHYHA AMUHOKHCJIOTHOMH MOCJIENOBATEIbHOCTH,
npencrasienHoit nog SEQ ID NO: 62. B onpeneneHHbIX BapUaHTax OCYILECTBICHUS
MOCJIEIOBATENbHOCTD TSDKEJIOHN e MMMYHOTJIOOYJIMHA UIEHTHYHA aMUHOKHUCIIOTHOMN
nocnenoBaTeabHOCTH, npeactasierHHoi moa SEQ ID NO: 58; u nmocnenoBaTenbHOCTb JIETKOMH
e UMMYHOTJIOOYJIMHA MASGHTUYHA AMUHOKHCIIOTHOH MOCIIEIOBATENbHOCTH, TIPEICTABICHHON
nox SEQ ID NO: 62. B onpeneneHHbIX BApHaHTaX OCYIIECTBIEHHSI pEKOMOMHAHTHOE aHTUTEIO
COIEPIKUT ABE TSDKEJIbIE eI MMMYHOTJIOOYJIMHA U JIBE JIETKHE LIeNTd UMMYHOTJI00yinHa. B
OTIpEIEIEHHBIX BAPHAHTaX OCYIIECTBIEHHS PEKOMOMHAHTHOE aHTUTEINO CrielupUIecKu
csizbiBaetcs ¢ LIF ¢ koncTanToit quccouunaruu (Kp), cocrapmnstomeiit MeHee mpuOIN3UTETBHO

200 nukomonb/n. B onpeneneHHbIX BapuaHTax OCYIIECTBIECHUS] pEKOMOMHAHTHOE aHTUTEIO
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cnernuduaecku ces3biBaercs ¢ LIF ¢ koncTanToi nucconuanyu (Kp), cocrasisiromeis MeHee
npudmsuTenbHo 100 mukomons/in. B onpeaeneHHbIX BapraHTaX OCYLIECTBICHUS PaK BKIFOYAET
PacIpOCTPAHEHHYIO COJIMAHYIO OMyXOJb, TIHOOIACTOMY, pakK JKeNyaKa, pak KOXH, pak
IPEACTATEIbHOM JKeNe3bl, paK MOMAXKETYAOYHON JKeNe3bl, paK MOJOYHOM JKeNe3bl, paK sIn4Ka, pak
LIUTOBUAHOM KEJE3bl, PaK FOJIOBBI U IIEH, PAK NEYEHH, paK IMOYKH, PaK MULIEBOAA, PaK SUYHUKA,
PaK TOJICTOW KHUILIKH, PaK JIETKOTO, TUM(POMY HITH paK MITKHX TKaHed. B onpeneneHHbIx
BApUAHTaX OCYIIECTBJICHHs PaK BKJIIOUAET HEMEJIKOKJIECTOUHBIN PaK JIErKOro, SIUTENINAIBHYIO
KApLMHOMY SIMYHMKA WJIU aICHOKAPLIMHOMY MOJKENYyAOYHOM XKene3bl. B onpeneneHHbIx
BaPHUAHTAX OCYLIECTBICHUS PEKOMOMHAHTHOE aHTUTEJIO BBOISAT BHYTPUBEHHO. B onpeneneHHbIX
BapHUAHTAX OCYLIECTBJICHUS PEKOMOMHAHTHOE aHTHTEJIO BBOIAT NMPUOIM3UTEIBHO OIHH Pa3 B
Henemo. B onpeneneHHbIX BApHAHTaX OCYINECTBJICHUS] pEKOMOWHAHTHOE AHTHTENO BBOIST
npUOIM3NUTENLHO OMH pa3 B [IB€ Helenu. B onpeneneHHbIX BapHaHTax OCYIIECTBICHUS
PEKOMOMHAHTHOE aHTUTEJIO BBOIAT MPUOIU3UTENHHO OJUH Pa3 B TP HeleNH. B onpeneneHHbIX
BaPHUAHTAX OCYLIECTBICHNUS PEKOMOMHAHTHOE aHTUTEJIO BBOIAT NPUOIU3UTENBHO OJIUH Pa3 B
JeThIpe Helelu. B onpeneneHHbIX BapUaHTaX OCYIIECTBICHUS PEKOMONHAHTHOE aHTHTEIIO
BBOJAT B J103€ NMPUOJIM3UTEIBHO 75 MUJTUTPAaMMOB. B onpeneseHHbpIX BapuaHTax
OCYIIECTBJIEHUS] PEKOMOMHAHTHOE aHTUTEJIO BBOIST B 103€ MPHUOIM3UTENBHO 225
MWJIJIMTPaMMOB. B orpeneneHHbIX BapuaHTax OCYLIECTBIEHHSI pEKOMOMHAHTHOE aHTUTEIO
BBOJST B 103€ MpuOIu3uTenbHo 750 MusturpaMmoB. B onpeneneHHbIX BapuaHTax
OCYIIECTBIIEHHS] PEKOMOMHAHTHOE AaHTUTEJIO BBOAST B 03¢ NMpuOIu3uTensHo 1125
MUJJTUTPAMMOB. B orpeneneHHbIX BApHaHTaX OCYIIECTBICHHSI PEKOMOMHAHTHOE aHTUTEJO
BBOJIAT B 103¢ npuOIm3uTeabHo 1500 MummurpaMMoB. B onpeneneHHbIX BaprHaHTax
OCYIIECTBJICHUS] PEKOMOMHAHTHOE AHTUTENIO BBOAST B J103€ npubmuzurenbHo 2000
MUJUTUTPAMMOB.

KPATKOE OITUCAHUE ' PAOUYECKUX MATEPHAJIOB
[0010] Ha ¢wur. 1 npeacraBieHbl pe3yJbTaThl BECTEPH-0JIOTTHHTA, TEMOHCTPUPYIOLITHE
uHrnouposanue LIF-unnynuposannoro ¢pocdopunuposanus STAT3 paznunyabivu
r'YMaHU3UPOBAHHBIMU aHTUTENaMu K LIF.
[0011] Ha ¢wur. 2A u 2B npencraBieHbl pe3yJIbTaThl BECTEPH-OJOTTHHTA, JEMOHCTPHUPYIOIIHE
unrnouposanue LIF-unnynuposannoro pochopunuposarns STAT3 ryMaHU3NpOBaHHBIM U
HCXOAHBIM aHTUTEJIOM SD8.
[0012] Ha ¢ur. 3A nokazana ICsy nnst uarubuposanus LIF B knetkax U-251 ¢

Ucnoab3oBanueM agturena h5DS.
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[0013] Ha ¢ur. 3B nokazansl penpe3eHTaTuBHbie ICs), OnpeneneHHble 1o KPUBOM
3aBHUCUMOCTH N103a-3¢ ekt narudbuposanust pSTAT3 nocpenctsom r5SD8 u hSD8 B ycnosusix
crumyJsiumu sHaoreHHbM LIF. TTokasansl penpesenTaruBHble kpusble (n=1 hSD8, n=2 r5D8).
[0014] Ha cur. 4 npeacrasieHbl pe3yJIbTaThl BECTEPH-OJOTTHHIA, AEMOHCTPHUPYIOLIHE
unruouposanue LI-unnyuuposannoro gpochopunuposanust STAT3 pasnuaHbiMu
MOHOKJIOHAJIbHBIMU AHTUTEJIaMH, ONTUCAHHBIX B JAHHOM JOKYMEHTE.

[0015] Ha ¢mur. S npeacrasieHsl pe3yabTaTbl UIMMYHOTHCTOXMMUYECKOIO OKPALIMBAHUS U
KOJIMUECTBEHHOM OnleHKH dkcnpeccuu LIF B onyxonsix mpu MybTH(HOPMHO# riinodaacTome
(GBM), NSCLC (HeMeNKOKJIETOYHON KapIITHOME JIETKOTO), PaKe SIMYHUKA U KOJOPEKTAIbHOM
pake OT MaIMeHTOB-JIFOAeH. | OpH30OHTANIbHBIC YePThI MPENCTABISIIOT CpeaHee 3HaueHue +/— SEM.
[0016] Ha ¢wur. 6 npencrasyieH rpapuk, MOKA3BIBAIOIINI PE3yJIbTATHI SKCIIEPUMEHTA,
IIPOBEJIEHHOIO HA MBILIMHON MOJEIH HEMEIKOKJIETOUHOI O paKa JIErkoro ¢ NpUMEHEHHEM
rYMaHU3UPOBAHHOIO anturena SD8.

[0017] Ha ¢wur. 7A nokasan s3¢gdext rSD8 B oTHOImIEHNN Ha MHrHONpoBaHUs KieTok U251 B
OpTOTONMHMUYECKOM MBIITUHON Moaen GBM. Pe3ynbTaThl KOMUUECTBEHHON OLICHKH MTOKA3aHbI JJIs
IHs 26.

[0018] Ha ¢ur. 7B noka3zanbl AaHHBIE 10 MBIIIAM, KOTOPBIX HHOKYJHUPOBAIN YEJIO0BEYECKUMU
kierkamu U251 GBM, skcnpeccupyromumu onudepasy, a 3arem o0padbaTbiBaiy ¢ TOMOIIBO
100, 200 unu 300 mxr hSD8 unu cpenpl-HOCUTENS 1Ba pasa B HeAeNo. Pa3mep onyxosu
omnpexnessu 1o buomomuHecueHmu (Xenogen IVIS Spectrum) B nens 7. Ha rpaguxe
MOKAa3aHbl OT/EJIbHbIE 3HAYEHHS] U3MEPEHUs OIYyXOJIeH, MPU STOM rOPU30HTAIbHbIE YEPThI
NOKa3bIBalOT cpeaHee 3HaueHue + SEM. CtaTucThuecKyro 3HaYMMOCThb PACCUUTBIBAIIH C
HCIIOJIb30BAaHUEM HeNapHOro Henapamerpudeckoro U-kpurepuss ManHa-Y uUTHu.

[0019] Ha ¢ur. 8A nokazan 3¢pdexr rSD8 B OTHOLIEHUN UHTHOUPOBAHUS POCTA KJIIETOK paKa
SIMYHUKA B CHHT'€HHOW MBIIIUHON MOJIEJIH.

[0020] Ha ¢ur. 8B nokasaHbl 3HaU€HUSI U3MEPEHUS OTIEJIbHBIX ONMYXOJiel B IeHb 25.

[0021] Ha ¢ur. 8C nemonctpupyercs, uro hSD8 noka3biBaeT 3HAUUTENBHOE YMEHBIICHUE
pOCTa OmyXoJu P BBeAEeHUH B 03€¢ 200 MKI/MbIIb ABa pa3a B Heaedro (p<0,05). CumBobl
NPEACTABISIIOT CO00M cpennee 3HaueHne + SEM, craructuueckast 3HaUMMOCTb CPABHUBAETCS CO
cpenoii-HOcHTeNeM (TIOCPEACTBOM HENMapHOro Henapamerpuyeckoro U-kpurepus ManHa-
YutHn).

[0022] Ha ¢ur. 9A nokazan s3¢pdext rSD8 B OTHOLIEHNH MHIHOUPOBAHUS POCTA KIIETOK

KOJIOPEKTAJIBHOIO PaKka B CUHIE€HHON MBILIMHON MOZEH.
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[0023] Ha ¢ur. 9B nokaszanel 3Ha4UE€HHsI U3MEPEHUS OTAEIbHBIX OIYXOJIeH B 1eHb 17.

[0024] Ha ¢ur. 10A noka3aHO yMeHblIeHHe HHPUIBTPALIUN MakpodaraMmu y4acTKOB
JIOKQJIU3aLUU OMYXOJIH B OPTOTONNYECKON MbIIIUHON Moaenu GBM ¢ penpe3eHTaTHuBHBIM
n300pakeHNEeM 1 KOJIMYECTBEHHBIM orpenenenneM kiaerok CCL22+.

[0025] Ha ¢ur. 10B nokazaHo ymMeHblIeHHE HHQUIBTpALMKA MaKpodaraMu B 4eJI0BeUECKOMH
MOJIETM OPTaHOTUIINYECKOH KyJIbTYPbl TKAHEBBIX Cpe30B. [lokazaHbl penpe3eHTaTUBHOE
u3zo0pakeHue (ClieBa) U KOJIMYECTBEHHOE OIpenesieHne (Crpana).

[0026] Ha ¢ur. 10C noka3aHO yMeHbIIEHHEe HHPUIBTPALUN Makpodaramu y4acTKoB
JIOKQJIU3alluU OMYXOJIHU B CHHI€HHON MBILIMHON MOJIENH paka SIMYHUKA C PepPe3eHTaTUBHBIM
n300pakeHNEeM U KOJIMYECTBEHHBIM ornpenenenneM kietok CCL22+.

[0027] Ha ¢ur. 10D noka3aHO yMeHbIIEHHEe HHPUIBTPALNN MakpodaraMmu y4acTKoB
JIOKAJIN3alUH ONYXOJIM B CHHI€HHON MBIIIHHON MOAENN KOJOPEKTAIBHOIO pakKa ¢
penpe3eHTaTUBHBIM H300paKeHNEM U KOJIMYeCTBEHHBIM onpeneneHneM kietok CCL22+.
[0028] Ha ¢ur. 11A nmoka3zaHO yBETHYEHUE YUCTIa HEMUEJIOUTHBIX 3(PPEKTOPHBIX KIETOK B
CHHI€HHOH MBIIIMHON MOZENH paKa ssMyHHUKa 1ociie 00padboTKu ¢ ucrnonb3oBaHueM rSD8.
[0029] Ha ¢ur. 11B nokazaHo yBeJUYSHHE YHCIIa HEMUEJIONIHBIX 3((EKTOPHBIX KJIETOK B
CHHI€HHOH MBIIINHON MOZENHN KOJOPEKTAIBHOIO paka 1ocie 00paboTKU ¢ UCIIOIb30BAHUEM
rSD8.

[0030] Ha ¢ur. 11C nokazaHo cHu»KeHue nporeHTHOro coaepxkanust CD4+ Treg-KI€TOK B
mbinHON Monenu paka NSCLC nocne o6pabotku ¢ ucrnonb3opanuem r5D8.

[0031] Ha ¢ur. 12 nmokazaHbl JaHHBIE MO MbIIIaM ¢ onyxojsiMu CT26, KOTOphIX ABa pas3a B
Henemo obpadaTeiBaiu ¢ ucnonb3oBanueM PBS (koHTponb) uinu rSD8, BBogrMbIMU
HHTpAINepUTOHEAIbHO B MPUCYTCTBUU WM B OTCYTCTBHUE HcToIaromux antuten k CD4 u CDS.
I'paduk mokaspIBaeT OTIENbHBIC 3HAYCHUS H3MEPEHHSI ONyXOJIeH B IeHb 13, BBIpasKeHHBIE B
BUzE cpeanero oovema omyxonu + SEM. CtaTucTUdecKue pasindusi MeKAy TPYIIaMu
ONpeaeNsay C UCIOIb30BaHUEM HEeMapHOro Henapamerpudeckoro U-kputepust ManHa-Y uTHu.
R5D8 nnrubuposano poct omyxoneit CT26 (*p<0,05). MHrubupoBanue pocta OMyxoiu 3a CUeT
rSD8 ObUI0 3HAUUTENBHO CHIKEHO B IPUCYTCTBUH UcTOoIaromux antuten k CD4 u CD8 (****p
<0,0001).
[0032] Ha ¢ur. 13A npogeMOHCTpHPOBaH 0030p COKpUCTaTHIecKoi cTpykTypsl hSDS8 Fab B
xomuiekce ¢ LIF. Caiit B3aumoneiicrsus gpl30 kapTuposan Ha nosepxHoctu LIF
(3aIITPUXOBAH TEMHBIM).

[0033] Ha ¢ur. 13B nponemoHcTpupoBaHb! NoApoOHbIe B3aumozaeicTaus mexay LIF u hSD8
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¥ TIOKa3aHbl OCTaTKH, 00pa3yIoLINe COJEBbIE MOCTHKH, U ocTaTku hSD8 co CKpbITOH muomanbso
nosepxsocTH Gosee 100 A”..

[0034] Ha ¢ur. 14A npoaeMOHCTpUPOBaHA CyNePIO3ULIUS NISATH KPUCTATUINIECKUX CTPYKTYP
h5D8 Fab u ykazaHna BbICOKasi CTE€NIEHb CXO/ICTBA, HECMOTPS Ha TO, YTO OHU KPUCTAJUTU30BAJIUCH
B PA3HBIX XUMHUYECKUX YCJIOBHUSX.

[0035] Ha ¢ur. 14B nponemMoHCTpUpOBaHa OOLIMPHAS CETh BaH-IEP-BaaIbCOBBIX
B3aMMOEICTBHI, onocpenoBaHHbIX HemapHbIM Cys100. DTOT ocTaTOK BBICOKOYIIOPSIOUEH,
yuacTtByeT B oOpa3oanuu koHpopmaruit HCDR1 1 HCDR3 1 He BOBNieUeH B HEXKeNATEIbHYIO
NIePECTAHOBKY AUCYJIbGUIHBIN CBsI3ei. PaccTOsIHUA MEXXY OCTATKaMH MTOKa3aHbl Iy HKTHPHBIMU
JUHUSMH U OTMEYEHBL.

[0036] Ha ¢ur. 15A nocpencrsom ELISA nponemMoHCTpupoBaHO CBsi3biBaHHE MyTaHTOB hSD8
C100 c uenoseueckum LIF.

[0037] Ha ¢ur. 15B nocpencrsom ELISA nmponeMoHCTpUpOBaHO CBsA3bIBaHHE MyTaHTOB h5D8
C100 ¢ LIF mprmm.

[0038] Ha ¢ur. 16A nocpeacrsom Octet mpogemMoHCTpupoBano, uto hSD8 He Onokupyer
cszbiBanue Mexay LIF u LIFR. ITocnenosarensHoe cesi3piBanue hSD8 ¢ LIF ¢ mocnenyromum
cesasbiBaHueM ¢ LIFR.

[0039] Ha ¢ur. 16B u 16C nponemonctpuposan ELISA-ananu3 cBs3bIBaHNsI KOMILJIEKCOB
LIF/mAb ¢ nmmobunuzosanabM LIFR mnu gp130. Curnans! Bugocnennpuueckux
KOHBIOTHPOBAHHBIX C Mepokcuaasoit anturen k IgG (k uenoseueckomy st (-) u hSD8,
kpbicuHomy aiisi rSD8 u B09), obecneunBaronx oOHapyKeHHe aHTUTEIbHON YaCTH
komruiekcoB mADb/LIF, cesizaBmuxcst ¢ LIFR (¢ur. 16B) i gp130 (¢pur. 16C),
UMMOOMITN30BAHHBIMU Ha TIJIAHLIETaX.

[0040] Ha ¢ur. 17A u 17B nponemonctpuposana skcnpeccust MPHK LIF (¢ur. 16A) unn
LIFR (¢wur. 16B) B 72 pa3nuuHbIX TKAHAX YEJIOBEKA.

[0041] Ha ¢ur. 18A-C nokazansl n3o0pakeHus nanuenrta Ha uukie 7 ("C7") nedenus ¢
nomortneto h5D8 (750 Mr) B Tpex meieBbIx ouarax — 2 o4yarax B MPSIMBIX MbIIILAX U 1 ouare B
AyTJ1acOBOM MPOCTPAHCTBE, a TAKXKe MOPTHI NpeablayLieil nyueBoil Tepanuu. Ha ¢ur. 18A
nokasaHa npsiMast Mbimna Ne 1 — Ha JIeBO# maHen nmokas3aH uejieBoit odar (1), a Ha mpaBoi
NaHEJH MOKa3aH ovar, NoABeprayThiil oomydennto merogoM XRT (2), pasmep: 37,8 mm. Ha ¢ur.
18B noka3zana npsimasi Mpimnia No2 — Ha JIeBOH MaHEH MOKa3aH 1eneBoi odar (3), a Ha mpaBoi
MaHeJIU MOKa3aH ovar, moaBepruyThii oOnydernto meronoM XRT (4), pasmep: 24,3 mm. Ha dwur.

18C noka3aHo IyriacoBO MPOCTPAHCTBO — HA JIEBOI MaHeNu IMoKasaH 1eneBoi oyar (5), a Ha
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NPaBOi MaHeN!u MOKa3aH ovar, MoABEeprHyThIi oOnyueHno MerogoM XRT (6), pasmep: 25 MM.
[0042] Ha ¢ur. 19 nokazana crabunusarus yposHsi LIF B HaCHIIIEHHOM COCTOSHUH
OTHOCHTEJIbHO BpeMeHH npuemMa 1-i no3el ast cyobekra 0210-003.

[0043] Ha ¢ur. 20A-C noka3aHo CBUAETEIbCTBO MOAYJISILIUK OUOMAapKepOB, KOTOPbIE
SBJISIFOTCS. HHAMKATOPAMH TTOTEHIMAIbHOTO MEXaHn3Ma nencTBust nHruonposanust LIF, B
Ouonrare onyxoiu, nojay4eHHoM ot 0201-003. JlaHHBIE IEMOHCTPUPYIOT PE3YJIbTATHI 10
JedeHus ¢ moMoinbio hSD8 mo cpaBHEHHIO ¢ pe3yIbTaTaMU B MPOLIECCE JICUEHHUS C TTOMOIIBIO
h5D8. Ha ¢ur. 20A nokaszaH mpOTHBOOIYXOJIEBbI HUMMYHHUTET B BHJIe POLEHTHOTO (%)
M3MEHEeHUs 4acToThl BcTpedaemoctu CD68; % n3menenus yactorsl Bctpedaemoctu CDS; u %
WU3MEHEeHHUs1 4acTOThl BcTpedaeMocTu Foxp3. Ha ¢ur. 20B nokaszana xapakTepucTuka (GeHOTHIA
Makpodaros B Bune % U3MEeHEeHUs: 4acTOThI BcTpeuaemoctu CD163; % n3MeHeHus: 4acTOThI
BcTpeuaemoctu CD206; u % usmenenus yactotsl Bcrpeyaemocty MHCIIL. Ha ¢wur. 20C
NOKa3aHo BiUsiHUE JeueHus ¢ momoubio hSD8 na pSTAT3 B Bune % M3MeHEHHs KOJIHYeCTBA
snep, okpameHHblx o pSTAT3+.

[0044] Ha ¢ur. 21A-C noka3aHO CBHIAETEILCTBO MOAYJISIIUN OHOMapKepOB, KOTOPbIE
ABIIAIOTCS] HHANKATOPAMU MOTEHLUAJIBHOTO MEeXaHn3Ma eicTBrst nHruonposanus LIF, B
Ouonrare OnmyxoJH, NoJay4eHHOM oT cyobekta 0301-003. /laHHble AEMOHCTPHUPYIOT PE3YJIbTATHI
70 JledeHus ¢ nomoinbio hSD8 1o cpaBHEHUIO ¢ pe3yjibTaTaMH B ITPOLIECCE JIEYEHUS C TOMOLIBIO
h5D8. Ha ¢mr. 21A nokaszaH npOTUBOOITYXOJIEBbI HMMYHHUTET B BUE IPOLEHTHOTO (%)
U3MEHEHHUs 4acToThl BcTpeyaeMoctu CD68; % usmenenus yactorsl Berpeuaemoctu CD8; u %
U3MEHEeHUs1 4acTOThl BcTpeyaeMocTu Foxp3. Ha ¢ur. 21B nokazana xapakTepucTUKa (PeHOTHIA
mMakpodaros B Bune % U3MeHeHUs: 4acToThl BcTpeuaemoctu CD163; % u3aMeHeHus: 4acTOThI
BcTpeuaemoctu CD205; u % usmenenust yactotel Bcrpeuaemoctu MHCIIL. Ha ¢wur. 21C
MOKa3aHbl BIUSHUSL 00padoTku ¢ ucnonb3oBanueM h5D8 Ha pSTAT3 B Bune % u3sMeHeHuUs
KOJIMUECTBa siiep, OKpameHHbIX o pSTAT3+.

[0045] Ha ¢wur. 22 noka3aHO CBUAETEIHCTBO MOIYJISILIMA OMOMaPKEPOB, KOTOPBIE SBIISTFOTCS
WHIMKATOPaMH MOTEHINAJIbHOrO MeXaHm3Ma aeicTeust naruduposanms LIF, B Guonrare
OITyXOJIH, MONy4eHHOM OT cyObekTa 0301-004. /laHHBIE IEMOHCTPUPYIOT PE3YIIBTATHI 10
o0paboTku ¢ ucnonp3zoBanreM hSD8 o cpaBHEHHUIO ¢ pe3yabTaTaMu B Iporecce 00paboTku ¢
ucnionb3oBanueM hSD8. Ha ¢mr. 22 nokasaH npOTHBOOIYXOJIEBbI HUMMYHUTET B BHJIE
npoueHTa (%) u3MeHeHust 4acToThl Bcrpedaemoctu CD68; % n3MeHeHns 4acTOThI
BcTpeuaemoctu CD8; u % usmenenus 4actotsl Becrpedaemoctu Foxp3.

[0046] Ha ¢ur. 23 nokazan narrepH crabunuzauuu yposss LIF oTHocuTenbHO BpeMeHH
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npuema 1-i no3sl i cyowexra 0201-004.

[0047] Ha ¢ur. 24 nokazaHO CBUAETEIBCTBO MOIYJISILIUA OMOMapKEPOB, KOTOPBIE SIBJISIFOTCS
WHIMKATOPaMH MOTEHLUAJIBHOTO MeXaHu3Ma JeiicTBust nnrunouposanus LIF, B Ouonrare
OITyXOJIH, MOJy4eHHOM OT cyObekTa 0201-004. JlaHHBIE IEMOHCTPUPYIOT Pe3yJIbTATHI 10
00paboTku ¢ ucnonbp3oBanreM hSD8 mo cpaBHEHHUIO ¢ pe3yJIbTaTaMHM B MpoLecce 00paboTKH ¢
ucnonb3oBanueMm hSD8. Ha ¢mur. 24 nokazaHa xapakTepuctrka peHoTuna Makpoharos B BUIE
% m3MeHeHus 4acToThl BcTpedaemoctu CD163; % usmenenus yactorsl BcTpedaemoctu CD205;
u % usMeHeHus yacToThl Bcrpeyaemoct MHCIL

[0048] Ha dur. 25 nokazana ctabunmszanus ypoBHs LIF B HACBIIIEHHOM COCTOSTHIH
OTHOCHUTEIIbHO BpeMeHU npuemMa 1-i 103l aist cyobekta 0301-002.

[0049] Ha ¢ur. 26 nokazano Boznericteue hSD8 Ha manueHTOB KOropT 1Mo xo3am 1-5.
IToka3aHo cpenHee reoMeTpudeckoe 3HaueHne yposHei hSD8 B mia3me KpoBHU y MaLeHTOB
OTHOCHUTEJNIbHO Havana 1-i uHpy3uHu B KOroprax mo no3am 1-5. Yka3aHbl JOMOJHUATETbHbBIE
UK 00paboTkH (Mr Ha rpueM pas B 3 Hexenn). KomnuecTBo manmueHTos,
MIPOAHAIIN3UPOBAHHBIX B KAXKAOU KOropTe, COCTABIIsLIO: koropra 1 n=2, koropra 2 n=1, koropra
3 n=10, xoropra 4 n=8 u koropra 5 n=3.

[0050] Ha ¢ur. 27A u B nokaszana crabunuszaius yposss LIF y manmeHToB nocne nedeHus ¢
ucnonb3oBanueM h5SD8 B koroprax no no3am 1-5 oTHOcHTENBHO BpeMeHH nepBoii nHdy3uu. Ha
¢ur. 27B nokazanel obuue yposHu LIF y nanmeHToB nocie nepsbix AByX HukJIoB h5SD8 B

KOroprax mno gosam 1-4.

MHOJAPOBHOE OIINCAHHUE HACTOSAIIETI'O U3OGPETEHUS
[0051] Ecnu He onpeneneHo UHOE, BCSl TEXHUYECKAs: TEPMUHOJIOTHS, UCTIONb3yeMasi B TAHHOM
IOKYMEHTE, UMEET TaKOe XK€ 3HAYCHHE, KOTOPOE OOBIMHO MOHATHO CIIELHUAINCTY B TAaHHON
00J1acTH TEXHUKH, K KOTOPOH OTHOCHTCS HacTosiiee nu3odperenue. Micnoiap3yemasi B HACTOSIIIEM
OIMCAHWHU U MpUiaraeMoi ¢popmyJe nzodpereHus: popma eIMHCTBEHHOTO YUCa
NpeayCMaTPUBAET OINpeesieMble OOBEKTh 1 BO MHOKECTBEHHOM YHUCIIE, €CITH U3 KOHTEKCTa
SIBHO He criefyeT nHoe. [Ipenmnonaraercs, 4to ro0oe ynoMuHaH|e "MiIi" B TaHHOM JIOKYMEHTE
OXBaThIBaeT "W/WIK", €CITN HE YKa3aHO WHOE.
[0052] B apyrom acmekTe B JaHHOM JOKYMEHTE OIUCAH CIOCO0 JIeUeHUs] MHAUBHIYYMa,
CTPAJAIOLIETO OT PaKa, BKIKOYAIOIINI BBEIEHHE HHINBUAYYMY PEKOMOMHAHTHOTO aHTUTENA,
KOTOpOe Crielu(puIecKr CBsi3bIBaeT Jeiko3-uaruoupyrommii gakrop (LIF), conepsxkamero: (a)

OTIPENENSAIOLIYI0 KOMIUIEMEHTAPHOCTh 00J1acTh 1 Tspkenoit nenu nMmmyHoraooyimmusa (VH-
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CDR1), cogepxalyr aMUHOKHCIOTHYIO TTOCIEIOBATEIBHOCTD, MPEACTABIEHHYIO MO JIFOOBIM
u3 SEQ ID NO: 1-3; (b) onpenemsiroinyo KOMIUIEMEHTAPHOCTb 001aCTh 2 TSKENIOHN e
ummyHornoOynuHa (VH-CDR2), conepskainyro aMUHOKHCIOTHYIO TOCI€0BATEIbHOCTD,
npezacrasieHnyto nox mooeiM u3 SEQ ID NO: 4 unu 5; (¢) onpenessromyo
KOMIUIEMEHTapHOCTh 001acThb 3 Tskenoi renu ummyHorno0ynuna (VH-CDR3), conepskariyto
AMUHOKHUCJIOTHYIO TIOCIEIOBATEIBbHOCTD, NpeacTabieHHyto noa JroodeiM u3 SEQ ID NO: 6-8; (d)
OTIPENENAIOIYI0 KOMIUIEMEHTapHOCTb 001acTh 1 nerkoi nenu ummyHornoOyanaa (VL-CDR1),
COZEPIKALTYI0 AMHHOKHUCIIOTHYIO TTOCJIEOBATENIbHOCTD, MPENCTaBIEHHYIO oA JiroObiM 13 SEQ
ID NO: 9 unu 10; (e) onpenensromyo KOMILUIEMEHTAPHOCTh 00IACTh 2 JIETKOH Lenu
ummyHornodyiuHa (VL-CDR2), conepskaiiyro aMHHOKUCIIOTHYIO MTOCJIEA0OBATEIbHOCTD,
npencrasieHnyro nox moobM w3 SEQ ID NO: 11 wnnm 12; u (5) onpenensronyro
KOMIUIEMEHTapHOCTh 00acThb 3 jerkoi nenu ummyHoriodyanHa (VL-CDR3), conep:xamnyro
AMUHOKHCJIOTHYIO MOCTEN0BATENbHOCTD, Tipenctasnennyto nmog SEQ ID NO: 13; npu stom
PEeKOMOMHAHTHOE AHTHUTEJIO BBOIST HHAUBHIAYYMY B 103€ OT MPHUOIM3UTENBHO 75 10
npubnusuTensHo 2000 MUIUTUTPAMMOB.

[0053] B apyrom acmekTe B JaHHOM JOKYMEHTE OIUCAH CIIOCO0 JIeUeHUs] MHAUBHIAYYMa,
CTPaJaroIIero OT paka, BKJIIOYAO LI BBEACHUE HHANBUAYYMY PEKOMOMHAHTHOTO aHTHUTEIIA,
KOTOpOe crielu(puIecKy CBsI3bIBaeT Jeiko3-uHruoupyommii paxrop (LIF), conepsxamero: (a)
NOCJIeIOBATENIbHOCTD BapuabebHOl obnactu Tspkenoit uenu (VH) ummyHornoOynuHa ¢
AMHHOKHUCJIOTHOM MOCJIeIOBATEIbHOCTBIO, KOTOpAs Ha MO MeHbIIeH Mepe npudiansurenbHo 0%,
90%, 95%, 97%, 98% wunu 99% uneHTUYHA AMHUHOKHUCIIOTHOM MOCIEN0BATEIbHOCTH,
npencrasiennoi nox ooeM u3 SEQ ID NO: 41, 42, 44 unu 66; u (b) mocienoBaTeIbHOCTh
BapuabepHOU obOnactu jerkoi renu (VL) uMMyHOroOyinHa ¢ aMUHOKHCIIOTHOM
MOCJIEIOBATEIBHOCTBIO, KOTOPAasi Ha MO MeHbIel Mepe npudmusutenbHo 80%, 90%, 95%, 97%,
98% mnu 99% uneHTHYHa AMUHOKHUCIIOTHOM MOCEA0BATEIbHOCTH, TIPEICTABIEHHOHN MO
mo6bmm n3 SEQ ID NO: 45-48; npu 5TOM peKOMOWHAHTHOE aHTHUTENO BBOAST UHAUBUAYYMY B
n03e oT mpudbIu3uTeNpHO 75 o npudnuzurensHo 2000 MIJUTUTPaMMOB.

[0054] B apyrom acmekTe B JaHHOM JOKYMEHTE OIMUCAH CIOCO0 JIeUeHUs] MHANBUAYYMA,
CTPaJaroIIero OT paka, BKIIOYAO LN BBEACHHE HHANBUAYYMY PEKOMOMHAHTHOTO aHTHUTENA,
KOTOpOe Crielu(puIecKy CBsi3bIBaeT Jeiko3-uaruoupyrommii gakrop (LIF), conepsxkamero: (a)
MOCJIEIOBATEIBHOCTD TSDKEJION LM HMMYHOTIIOOYIMHA ¢ aMUHOKUCIIOTHON
MOCJIEIOBATEIBHOCTBIO, KOTOPAasi Ha MO MeHbLIel Mepe npudmusurensHo 80%, 90%, 95%, 97%,

98% nnu 99% uneHTuYHa aMUHOKHUCIIOTHOM MOCTIEI0BATEIbHOCTH, MPEACTABIEHHOMN MO
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mo6bm u3 SEQ ID NO: 57-60 unu 67; u (b) nocnenoBaTeNbHOCTD JIETKON enn
UMMYHOTJIOOYJIMHA C aMMHOKHCIIOTHOM ITOCIIEIOBATEIbHOCTBIO, KOTOPAast Ha 110 MEHbLIEeH Mepe
npubnusutensHo 80%, 90%, 95%, 97%, 98% uan 99% uneHTHYHA AMUHOKHUCIOTHON
HIOCJIEIOBATENIbHOCTH, TpeacTaBieHHol oy itoObM u3 SEQ ID NO: 61-64; pu 5Tom
PEKOMOMHAHTHOE aHTUTEJIO BBOIAT HHIUBUIYYMY B J103€ OT MPUOIU3UTENBHO 75 10
npubnusuTensHO 2000 MUJUTUTPAMMOB.

[0055] B apyrom acmekTe B JaHHOM JOKYMEHTE ONMUCaH (papMaleBTUYECKUil COCTaB st
NPUMEHEHHUS B JICYCHUH paKa y HHIUBUAYYMA, Iie (papMaleBTHUECKUH COCTAB COMECPIKHUT
(bapMaLeBTHYECKH MPHEMIIEMOE BCIIOMOTaTEIbHOE BEILIECTBO, HOCUTEIb HITH pa30aBUTENb U
PEKOMOMHAHTHOE aHTUTENIO, TIe PEKOMOMHAHTHOE aHTUTEIO CIIEM(PUIECKH CBS3BIBACTCS C
neiko3-uHrnoupyromuM paxropom (LIF) u cogep:kut: (a) onpenemnsrouyo
KOMIUIEMEHTapHOCTh 00acthb 1 Tspxenoit neru ummynornodynuna (VH-CDR1), conepskarnyto
AMUHOKHUCJIOTHYIO TIOCIIEI0OBATEIHHOCTD, IpeAcTaBieHHyto o iroobmM n3 SEQ ID NO: 1-3; (b)
OTIPENENSIOIIYI0 KOMIUIEMEHTAPHOCTD 00J1aCTh 2 TspKeNoi Lenu nMMmyHoriaooyimmnHa (VH-
CDR2), conep:kalnyro aMHHOKHUCIIOTHYIO TTOCJIEA0BATENbHOCTD, MPEICTABIEHHYIO IO/ JTIOObIM
u3 SEQ ID NO: 4 unu 5; (¢) onpenensrouyo KOMIULIEMEHTAPHOCTb 00J1aCTh 3 TSDKENOH LienH
ummyHnornoOyiuHa (VH-CDR3), conepskalnyto aMHHOKUCIOTHYIO MOCIEOBATEIbHOCTD,
npencrasieHnyo no moosm u3 SEQ ID NO: 6-8; (d) onpenensromyro KOMIIEMEHTaPHOCTh
obnacts 1 nerkoit nemu nmmyHornoOyiauHa (VL-CDR1), coneprxainyro aMUHOKHUCIOTHYIO
HIOCJIEIOBATENIbHOCTD, IpeCcTaBIeHHy 0 nox mo0bsM u3 SEQ ID NO: 9 mnu 10; (e)
OTIPENENSIOYI0 KOMIUIEMEHTAPHOCTb 001acTh 2 Jierkoi renu ummyHornoOynaa (VL-CDR2),
COAEPIKALTYI0 AMHHOKHUCIIOTHYIO TOCJIEA0BATEIbHOCTD, MPENCTaBIeHHYIO oA JiroObiM 13 SEQ
ID NO: 11 unu 12; u (f) onpenensromyo KOMILIEMEHTAPHOCTh 00JACTh 3 JIETKOMW e
ummyHornodynuHa (VL-CDR3), conepkaniyro aMHHOKUCIOTHYIO MTOC/IEA0BATETbHOCTD,
npencrasiennyro nog SEQ ID NO: 13; npu 5ToOM peKOMOWHAHTHOE aHTUTEJIO BBOIST
UHIMBUAYYMY B 7103€ OT MpHONM3UTENBHO 75 o npudiansutensHo 2000 MUIITUTPaMMOB.
[0056] B apyrom acmekTe B JaHHOM JOKYMEHTE ONMUCaH (papMaleBTUIeCKUil COCTaB st
NPUMEHEHHUS B JICYCHUH paKa y HHOAUBUAYYMA, rie apMaleBTHUECKUI COCTAB CONEPIKHUT
(bapMaLeBTHUECKH MPHEMIIEMOE BCIIOMOTaTEIbHOE BEIIIECTBO, HOCUTEIDb HIIH pa30aBUTENb U
PEKOMOMHAHTHOE aHTUTENIO, TI€ PEKOMOMHAHTHOE aHTUTEIO CIIELM(PUIECKH CBA3BIBAECTCS C
neiko3-uHrnoupyomumM paxropom (LIF) u cogepkut: (a) mociaenoBaTeIbHOCTh BapruadeIbHOMI
obnactu Tsoxesoi nernu (VH) ummyHOrmoOyinrHa ¢ aMUHOKHUCIIOTHOH TOCTIEIOBATEIbHOCTHIO,

KOTOpasi Ha 1Mo MeHbInel Mepe npudnusutesnbHo 80%, 90%, 95%, 97%, 98% umu 99%
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UJICHTHYHA aMUHOKHCIIOTHOMN ITOCNIEI0BATENIbHOCTH, MTPEACTaBIeHHOH nox o0eiM u3 SEQ ID
NO: 41, 42, 44 wnu 66; u (b) nmocienoBareabHOCTh BapradenbHoM odnactu jgerkoi nenu (VL)
UMMYHOTJIOOYJIHA C aMHHOKHCIIOTHOH MOCJIe0BATEIbHOCTBIO, KOTOPAs Ha 1O MEHbLIeH Mepe
npubnusutensHo 80%, 90%, 95%, 97%, 98% nan 99% uneHTHYHA AMUHOKHUCIIOTHON
MOCJIEIOBATEIBHOCTH, MpencTasiaeHHo noy ioobiv 3 SEQ ID NO: 45-48; mpu aToM
PEKOMOMHAHTHOE aHTUTEJIO BBOIAT HHAUBUIYYMY B 103€ OT MPHUOIU3UTENBHO 75 10
npubnusuTensHO 2000 MUJUTUTPAMMOB.

[0057] B apyrom acmekTe B JaHHOM JOKYMEHTE ONMUCaH (papMaleBTUIeCKuil COCTaB s
NPUMEHEHHUS B JICYCHUH paKa y HHIUBUAYYMA, rie (apMaleBTHUECKUH COCTAB CONEPIKHUT
(apMaLeBTHUECKH MPUEMIIEMOE BCIIOMOTaTeIbHOE BELIECTBO, HOCUTEINb WIIN pa30aBUTENb U
PEKOMOMHAHTHOE aHTUTENIO, Te PEKOMOMHAHTHOE aHTUTEINO CIIEM(PUIECKH CBS3BIBAETCS C
neiko3-uHrnoupyromumM pakropom (LIF) u cogepkuT: (a) MOCIen0BaTeIbHOCTD TSKEION e
UMMYHOTJIOOYJIMHA ¢ aMHHOKHCIIOTHOH MTOCIIEIOBATEIbHOCTBIO, KOTOPAast Ha 10 MEHbLIEH Mepe
npudmsuTenbHo 80%, 90%, 95%, 97%, 98% wau 99% uneHTUYHa aMUHOKHCIIOTHON
TIOCJIEIOBATEIBHOCTH, MpencTaBiaeHHon noy moobm 3 SEQ ID NO: 57-60 wnu 67; u (b)
NOCJIEIOBATENBHOCTD JIETKOW LMW UMMYHOTJIOOYJIMHA ¢ aMUHOKHUCIIOTHOM
MOCJIEIOBATEIBHOCTBIO, KOTOPasi Ha MO MeHbInel Mepe npudnmusutenbHo 80%, 90%, 95%, 97%,
98% nnu 99% uneHTuYHa aMUHOKHUCIIOTHOM MOCTIEI0BATEbHOCTH, MPEACTABIEHHOMN MO
moOeM u3 SEQ ID NO: 61-64; npu 5TOM peKOMOMHAHTHOE aHTHTENIO BBOAST HHIAUBUIYYMY B
n03e OT npudbusuTenbHo 75 no npudiausntensro 2000 MUILTUTPaMMOB.

[0058] Mcrnonb3yemoe B JTaHHOM JOKYMEHTE, €CJIM HE YKa3aHO MHOE, BhIPAKEHUE
"pUOTU3UTENBHO" OTHOCHTCS K KOJIMYECTBY, KOTOPOE HAXOAMTCS B MpeeNax Mo MEeHbIIeH
mepe 10% ot 3asBieHHOrO.

[0059] MHcnonb3yemble B JaHHOM JIOKYMEHTE TEPMUHBI "MHANBUAYYM", "CyOBeKT" 1
"MauueHT" UCTIOJIb3YIOTCS B3aMMO3aMEHSIEMO U BKJIFOUAOT JIFOJIEH, Y KOTOPBIX
JIUAarHOCTHPOBAHBI OMYXOJIb, PaK HJIK APYroe HOBOOOPA30BaHHE WJIH IO03PEBAETCS UX HAJUYUE.
[0060] lcnonp3yemsblii B JaHHOM TOKyMEHTE TEPMUH "JeUUTh" WK "nedeHune" OTHOCUTCS K
BMeEIIATeIbCTBAM B HOPMAJIbHOE MJIH MAaTOJOTHYECKOe COCTOSIHUE HHANBUAYYMA,
pa3paboTaHHBIM WJIH MTPEIHA3HAYEHHBIM [T OOJIETYEHUs 110 MEHBIIEH Mepe OHOTO MPU3HaKa
WJIM CUMIITOMA, aCCOLIMMPOBAHHOTIO C YKA3aHHBIM HOPMAaJIbHBIM UJIU MaTOJIOTHYECKUM
cocrosiHueM. OnucaHHOE B JAHHOM JOKYMEHTE MOHATHE "J1eunTs" niu "neueHne" B OTHOLIEHUU
paKa OTHOCHUTCS K BMELIATENbCTBAM, IPEJHA3HAYEHHBIM [Tl MHAYLIMPOBAHUS MOJHOIO OTBETA,

HaCTUYHOI'O OTBETA, 3aMCAJICHUS MMPOTrpeCCUPOBAHNA paKa UJIN OMMyXOJIH, MOAJICXKALUX JICHCHHIO,
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YMEHBIIEHUS pa3Mepa OMyXOJIU UK OMyXOJIEBON HArPYy3KU WIIN 3aMEeJIEHHs pOCTa OMyXOJH
WIH OMyXOJeBOW Harpy3ku. Ilon neuennem Taxke MNOHUMMAIOT BMEILATENbCTBA, HAIIPABJIEHHBIE
Ha YMEHbLIEHNE METACTa30B UJIM CTETEHH 3JI0KaUeCTBEHHOCTH paka miu onyxonu. Crenuanuct
B JAHHOM 0OJIACTH TEXHUKHU TOMMET, YTO C YUETOM I'eTePOreHHOM MOIMYJISILIUN HHIANBUAYYMOB,
CTpaaroUINX OT 3a00JIeBaHUs, HE BCE MHAUBHAYYMbI OyAyT OJUHAKOBO MJIH XOTh B KAKOW-THOO
CTETeHH pearupoBaTh Ha JaHHOE JieueHre. TeM He MeHee, 3TH UHAUBUAYYMbI CUUTAIOTCS
TAKMMH, KOTOPBIE MPOXOAT JeueHne. Heynaunoe nedeHne oObIMHO MPUBOAMT K
NPOTPECCUPOBAHHIO 3a00JI€BaHUS U HEOOXOJMMOCTH AOMOJHUTEIBHOTO JICYEHHSI C TIOMOLIBEO
APYroro TepaneBTHYECKOrO CpeACTBa. B onpeneneHHbIX aciekTax aHTUTeNa U CIIOCOOBbI,
OTMCaHHbIE B JAHHOM JOKYMEHTE, MOKHO HUCIOIb30BaTh AJIs NOAAEPKaHUsI pEMUCCHUU TIPU pakKe
WM NIPEeIOTBPALeHHs TOBTOPHOTO BO3HUKHOBEHMSI TAKOTO e BHJa paka UM APYroro BUaa
paxa, CBSI3aHHOTO C PaKOM, KOTOpPBIH Jieuar.

[0061] Icnonb3yemblii B JaHHOM JIOKYMEHTE TEPMUH "MHIMOUTOP KOHTPOJIBHOH TOUKH
UMMYHHOT'O OTBETa" OTHOCHUTCS K JIEKAPCTBEHHOMY CPEACTBY, KOTOPOE HHIHOUpPYET
OMONIOrNYecKyr0 MOJIEKYTy ("MOJIeKYJTly KOHTPOJIBHON TOYKH IMMYHHOTO OTBETa"),
IPOAYLUPYEMYIO OPTaHU3MOM, KOTOPasi OTPULIATENBHO PETYIUPYET

IPOTHBOOITYX OJIEBYIO/TIPOTUBOPAKOBYIO aKTUBHOCTh T-KJIETOK B opranusme. Mosekya
KOHTPOJIbHON TOUYKM UMMYHHOT'O OTBETA MOKET BbIPA0AThIBATHCS ONMYXOJIbI0, MMMYHHOMN
KJIETKOM B MUKPOOKPY>K€HUHU OIyXOJIM UJIM UMMYHHOMH KJIETKOH, CYLIECTBYIOIIEH HE B
MHKPOOKPY>KEHUHU OIyXOJIH, & B KPOBOTOKE MK tuMpaTudeckoii cucteme. MosekyJisl
KOHTPOJIbHBIX TOUYE€K MIMMYHHOI'O OTBETa BKJIIOUAIOT Oe3 orpanudenus PD-1, PDL-1, PDL-2,
CTLA4, TIM-3, LAG-3, VISTA, SIGLEC7, PVR, TIGIT, IDO, KIR, A2AR, B7-H3, B7TH4 u
NOX2.

[0062] Vcrnonb3yemblii B JAaHHOM JOKYMEHTE TEPMUH "aHTUTENO", €CIN HE YKa3aHO UHOE,
BKJIFOYAET AHTUTCHCBS3BIBAIOIINE (PPArMEHTBI aHTUTEI, T.€. (PparMeHThl aHTUTEN, KOTOPBIE
COXPAHSIOT CITIOCOOHOCTD CIEUN(UIECKH CBSA3BIBATHCS C AHTUTEHOM, KOTOPBIH CBSI3BIBAETCS C
TIOJTHOPA3MEPHBIM aHTUTEJIOM, HanpuMep (GparMeHThl, KOTOPbIE COXPAHSIOT OAHY HITH
Heckonbko obnacteit CDR. IIpumeps! pparMeHTOB aHTUTEN BKIIOUYAIOT O€3 OrpaHUYeHHSI
¢dparmenTsl Fab, Fab', F(ab')2 u Fv; nuarena; nuHeliHble aHTUTENA, aHTUTEJIA, COCTOSIIINE
TOJIBKO U3 TSKENbIX LieNel, MOIEKYJIbl OTHOLIETIOYEUHbIX aHTUTEJ, HAIIpUMEp, OJJHOLIETIOUEYHbIE
BapuabenbHbIe PpparmMeHTs! (SCFV), HaHOAHTHTENA 1 MYJIBTHCTIEHN(UIECKHE AHTUTENA,
o0Opa3oBaHHbBIE U3 (PPArMEHTOB AHTUTEJ C PA3HBIMHU CIIEU(PUIHOCTAMH, TAKHE KaK

6cheu1/1(b1/mec1<ne anTureia. B OMPEACIICHHBIX BapUaHTaX OCYHICCTBIICHUA aHTUTEIIA
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I'YMaHU3UPOBAHbI TAKUM 00pa3oM, 4TOObI CHU3UTh HMMYHHBIN OTBET MHIAUBHYYMa HA aHTUTEIO.
Hanpuwmep, antuTtena MoryT ObITh XUMEPHBIMHU, HAITPUMED OTIMYHAS OT YEJIOBEYECKON
BapuadenpHast 00J1aCTh C YeJIOBEUYECKOW KOHCTAHTHOM 00J1aCThIO, MITH AHTHTEJIAMU C IPUBUTBHIMU
CDR, Hanpumep oTiu4HbIe OT yenosedeckux odnactu CDR ¢ KOHCTaHTHOI 001aCThIO U
HIOCJIEIOBATEILHOCTSIMU U€JIOBEYECKOT0 KapKacHOTroO ydacTka BapuadenbHoii obnactu. B
OTIpe/IeNIEHHBbIX BaPUAHTaX OCYLIECTBJIEHUS aHTHUTEJA MTOABEPraloT JeMMMY HU3HPOBAHHIO TOCTIE
rymMaHu3auuu. JlenMMyHHu3anys BKIIOYAeT yAaleHHe NI MyTalui0 OJHOTO UJIH HECKOJIBKUX
3nUTONOB T-KJIETOK B KOHCTAHTHOH obsacTu aHTuTeNa. B onpeneneHHbIX BapuaHTax
OCYIIECTBJIEHUs OMMCAaHHbIE B JAHHOM JOKYMEHTE aHTUTENA SABJSAIOTCS MOHOKJIOHAJIBbHBIMH.
Hcnonp3yeMblil B JAHHOM JOKYMEHTE TEPMHH "PEKOMOMHAHTHOE AaHTUTENIO" TPEICTABIISET
co0OM aHTUTENO, KOTOPOE CONEP’KUT AMUHOKHCIIOTHYIO TIOCJIEOBATENbHOCTD, TIOJTYUYEHHYIO U3
JBYX pa3HbIX BUIOB WIH ABYX Pa3HbIX UCTOUHUKOB, U BKIIOYAE€T CUHTETUUECKHE MOJIEKYJIbI,
HaNPUMEpP aHTUTENIO, KOTOPOE COAESPIKUT OTIIMYHYIO OT YejioBeueckoit obnacte CDR u
YeJIOBEYECKYIO KAPKACHYIO MJIM KOHCTAHTHYIO 001acTh. B onpeneneHHbIX BapuaHTax
OCYIIECTBIIEHHS] PEKOMOMHAHTHBIE aHTUTEJIA 110 HACTOSIIEMY U300PETEHHUIO MONYYar0T U3
Moutekyibl pekomOuHanTHOH JIHK unmm cuHTe3upyIoT.

[0063] Tepmuns! "pak" u "omyxonp" OTHOCATCS K (PU3UOJOTHUECKOMY COCTOSTHHIO
MJIEKONIUTAOLINX, KOTOPOE XapaKTepU3yeTCsl HapyIlleHUeM KJIETOUHOro pocra. Pak
npencTaBisieT coOO0M Kiacce 3a00IeBaHM, TPH KOTOPBIX IPYIINA KJIETOK MPOSIBIISET
HEKOHTPOJIUPYEMBIH WU HEKEJIATEIbHbIA POCT. PakoBbIE KJIETKU TaKkKe MOTYT
PacIpOCTPaAHSITHCS B APYTHE MECTA, UTO MOKET MPUBOAUTH K 00pPa30BaHUIO METACTA30B.
JlucceMMHaLMs PAKOBBIX KJIETOK B OPraHU3Me MOXKET MTPOUCXOUTh, HAIIPUMEP, MOCPEICTBOM
muMb1 miu kpoBH. HEKOHTpOIHMPYeMBIii pOCT, MHBA3UIO U 00pa30BaHUE METACTa30B TAKIKE
Ha3bIBAIOT 3JI0KAUECTBEHHBIMU CBOICTBAMU paka. DTH 3JI0Ka4eCTBEHHbIE CBOMCTBA OTINYAIOT
pak OT 1OOPOKAYECTBEHHBIX OMyXOJIeH, KOTOPBIE, KaK MPAaBHJIO, HE MHBA3UPYIOT U HE
METacTa3upyIoT.

[0064] TIpoueHT (%) MASHTUIHOCTH MOCIENOBATEILHOCTEH OTHOCUTENBHO pedepeHTHOH
MOJIUTIETITHIHONW MOCIIE0BATENIbHOCTH WITH TTOCJIEAOBATEIbHOCTH aHTUTENA MTPEACTABISIET COOOM
MPOLIEHTHYIO AOJK0 aMUHOKHUCJIOTHBIX OCTaTKOB B [1OCJIE€0BATEIbHOCTU-KAHUATe, KOTOphIE
UJICHTHYHBI aMHHOKHUCIIOTHBIM OCTaTKaM B pepepeHTHON MONUNEeNTHAHON MOCIe0BATEIbHOCTH
WM NIOCNIEA0BATEIbHOCTU aHTUTENA NTOCHIE BbIPABHUBAHMS ITOCIE0BATEIbHOCTEN U BBEACHMUS
I'3M0B MPH HEOOXOIMMOCTH JUTSI JOCTHXKEHHUS] MAKCHMAJIBHOTO MPOLIEHTA HIEHTUIHOCTH

HOCJIeI[OBaTeHbHOCTeﬁ u 0e3 yd€Ta KaKHX-JINOO KOHCEPBATUBHBIX 3aMCH KakK 4aCTU
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UEHTUYHOCTHU NOCIeI0BaTeNIbHOCTEN. BhIpaBHUBAaHNE € LIENbIO ONpeeIeH sl IPOLIeHTa
UJIEHTHYHOCTH aMHUHOKHCJIOTHBIX MTOCIIEIOBATEIbHOCTEH MOXKET ObITh JOCTUTHYTO Pa3IMIHBIMU
U3BECTHBIMH CIIOCO0OAaMU, HAPUMEP € UCTIONIb30BaHNEM OOIIEAOCTYITHOTO KOMITBEOTEPHOTO
nporpammHoro obecneuenusi, Takoro kak BLAST, BLAST-2, ALIGN nnu Megalign
(DNASTAR). MoryT ObITh OnpeieieHbl MOAXOASIINE TapaMETPhI JIsl BBIpAaBHUBAHUS
NOCJIEIOBATENILHOCTEH, B TOM YHCJI€ aITOPUTMBbI, HEOOXOAUMBIE ISl TOCTHKEHUS
MaKCHMAaJIbHOTO BBIPABHUBAHUS 10 BCEl JIMHE CpaBHUBAEMBbIX MOcCienoBaTenpHocTel. OnHako
B JJaHHOM JIOKYMEHTe 3HaueHus %o UASHTUYHOCTH aMUHOKHUCIIOTHBIX MOCIIEA0BATENbHOCTEM
MOJIy4alOT C UCTOIb30BAaHHEM KOMITBIOTEPHOM MTPOrpaMMBbl JIsl CPAaBHEHUS
nocnenosatenbHocTeil ALIGN-2. KomnbroTepHas nporpaMma AJisi CpaBHEHUS
nocnenosatenbHocTeit ALIGN-2 Obi1a pazpadorana Genentech, Inc., a ucxomHblit kox ObuT
MOJIaH BMECTE C MOJIb30BaTENbCKOM NoKyMeHTalueil B bropo aBropckoro npasa CIIIA,
BamuarTon, okpyr Konymo6usi, 20559, rae oH 3aperiucTpupoBaH MO PErUCTPALIIOHHBIM
HoMmepoM aBTopckux npas CIITA TXUS10087. ITporpamma ALIGN-2 HaxoauTcst B OTKPBITOM
JOCTyIIe, U e MOKHO nony4nThb oT Genentech, Inc., FOxubiii Can-®pannucko, Kannugpopuus,
CIIIA, unu ke ee MO>KHO CKOMITMIIMPOBATh U3 ucxoaHoro koaa. Ilporpamma ALIGN-2 nomkHa
OBITH CKOMIMJIMPOBAHA AJIs HCIIONB30BaHMs B onepalnoHHoi cucreme UNIX, Briroyast
udposyto Bepcuto UNIX V4.0D. Bee napameTrpbl cpaBHEHHUs IOCIIEN0BATENBHOCTEN 3a1al0TCS
nporpaMmoit ALIGN-2 1 He U3MEHSIIOTCS.

[0065] B Tex ciy4asx, korga Ajsi CpPaBHEHUSI aMUHOKHUCIIOTHBIX NTOCJIEA0BATEIbHOCTEN
ucrnonb3yercst ALIGN-2, % UaeHTUIHOCTH aMHUHOKHUCIIOTHOH MOCIEI0BAaTEIbHOCTH,
CBOICTBEHHbBIN JAHHOW aMHUHOKHUCJIOTHOM MOCJIEN0BATENBLHOCTH A, B OTHOIIIEHUH JAHHOM
AMHHOKHCJIOTHOM MOCJIEIOBATENbHOCTH B, ¢ Hell Ui B CpaBHEHUH C Hel (YTO B Ka4eCTBE
aJIbTEPHATHBBI MOXKHO Tiepedpa3upoBaTh Kak: JaHHAs aMUHOKUCIIOTHAS TOCIEIOBATENILHOCTD A,
KOTOpast XapaKTepU3yeTCs TN 00JIalaeT OnpeAeeHHbIM % WASHTUYHOCTH AMHUHOKHUCIIOTHOM
TOCJIeIOBATEIbHOCTA B OTHOIIICHUH JJAHHON aMHUHOKHCIOTHOM TOCJIEA0BATEILHOCTH B, ¢ Hel
WIN B CPABHEHHH C HEH) paCCUUTHIBAETCS CIENYIOIIUM 00pa3oM: yacTHoe X/Y YMHOXHTb Ha
100, roe X mpencrasisieT COOOH YUCIO AMUHOKHCIOTHBIX OCTATKOB, YYUTHIBAEMBIX B KAUECTBE
UIEHTUYHBIX COBMAJACHUN MPOrpaMMON il BeIpaBHUBaHUS nocnenoBatenbHocTeit ALIGN-2 B
BbIpaBHUBAaHUU A U B manHOM nporpammel, u rae Y npencrasisier coboit odimee yucio
AMUHOKHUCJIOTHBIX OCTaTkoB B B. Cneayer npuHUMaTh BO BHUMaHUE, UYTO €CJIU JIJIMHA
aMUHOKHCJIOTHOH MOCJIEeI0BaTeIbHOCTH A HE paBHA AJIMHE AMUHOKHUCIOTHOMN

TocJienoBaTeIbHOCTH B, TO % MIeHTHYHOCTH aMHHOKHUCIOTHOM MOC/IE0BATENBFHOCTH A B
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oTHowieHnH B He Oyner paBeH % UIEHTUYHOCTH aMHHOKHUCIIOTHOI MOCIen0BaTeNbHOCTH B B
otHoueHnu A. Eciu cienuainbHO He yKa3aHO HHOE, BCe 3HAYeHUS %0 WACHTHYHOCTH
AMHHOKHUCJIOTHOM MOCIIeIOBATENbHOCTH, HCIIONb3yEeMble B JAHHOM JJOKYMEHTE, ITOJIy4€HBI TaK,
KaK 3TO OMHCAHO B MpenblayIneM naparpade, ¢ HCIONIb30BaHUEM KOMITBIOTEPHOM NPOTrpaMMBbl
ALIGN-2.

[0066] Tepmun "smuTon" BKIFOYAET JTIOOYIO AETEPMUHAHTY, CIOCOOHYIO CBS3BIBATHCS C
AHTUTCHCBS3BIBAIOIINM OEJIKOM, TAKMM KaK aHTHTENO. DMUTOI MPEACTABIsIET COO0H 00IacTh
AHTUTEHA, KOTOpasl CBSI3bIBAETCS] AHTUT€HCBS3BIBAIOLIMM O€JIKOM, KOTOPBIN HALIENIEH Ha 3TOT
AHTHUTEH, U KOTTIa AHTUT€H NPEACTAaBIIsIET COOOH OeNoK, BKIFOUAeT CrieluduiecKkue
AMHHOKHCJIOTBI, KOTOPbIE HEMOCPEICTBEHHO KOHTAKTHPYIOT C AHTUTC€HCBS3BIBAIOLINM OEIKOM.
Yarre BCero 3MUTOIBI PACIIONIOKEHBI Ha OENTKaX, HO B HEKOTOPBIX CIYYasx MOTYT PacIoaraThCs
Ha JIPYTHX TUMAX MOJIEKYJ, TAKUX KaK CaxapHubl WIH JUMUIbI. JIMUTOMHbIE J€TePMUHAHTHI
MOTYT BKJIFOUaTh XMMHUYECKH aKTUBHbIE TIOBEPXHOCTHBIE MPYIITHUPOBKHA MOJIEKYJI, TAKHE KaK
AMHHOKHUCJIOTHI, OOKOBBIE IIETTH CaxapoB, (pocopriibHbIe TN CYNIb(GOHUIBHBIE TPYTIIIbI, U
MOTyT 00J1a1aTh CeUU(PUIECKIMHU XaPAKTEPUCTUKAMH TPEXMEPHOH CTPYKTYPhI H/UJIH
cneun(pUIeCKMMHU XapakTepucTukaMu 3apsaaa. OObIYHO aHTHTENA, criennpuIeckue K
KOHKPETHOMY aHTUT€HY-MHIICHH, OyyT MPENOYTUTENIBHO PACTIO3HABATh AIIUTOI HA AHTUTCHE-
MUILIEHH CPEU CIOXKHOTO KOMITIEKCa OETKOB M/MITH MAaKPOMOJIEKYJI.

CTpYKTYpHBIE ATPHOYTHI ONHUCAHHBIX B AAHHOM JOKYMEHTE AHTUTE

[0067] Omnpenensromas komieMeHTapHOCT 001acTh ("CDR") siBisiercst yacTbro
BapuadeIbHON 001aCTH UMMYHOTTIOOYJIMHA (aHTHUTEIA), KOTOpasi MPEXKIe BCEro OTBEYAET 3a
crieupUIHOCTb AHTUTEHHOTO CBsi3biBaHMs anTuTe a. O6nactu CDR 3Ha4HMTEIHHO BAPHUPYIOTCS
B pa3HbIX AaHTUTENAX, AaXKe €CJIH aHTUTENA CrieU(DUIECKH CBS3BIBAIOT OAHU M TE YK€ MHIICHD
win >nuTon. BapuabenbHast 0051acTh TsoKENION 1enu coaepkut Tpu obnactu CDR, cokpaieHHO
umenyemble VH-CDR1, VH-CDR2 u VH-CDR3; u BapuabenbHasi 007aCTh JIETKON LETH
conepsxut Tpu odnactu CDR, cokpamenno nmenyemsie VL-CDR1, VL-CDR2 u VL-CDR3.
Ot obnactu CDR nocnenosarenbHO pacnosiokeHsl B BapuabenbHol obnacty, mpuaem CDRI1
pacniojioxkeHa HauOonee 6u3ko k N-koniy, a CDR3 pacnionosxena manbonee 6mu3ko k C-KOHITy.
Mesxny CDR HaxoznsiTcsi KapkacHbIe 00JIaCTH, KOTOpbIE BHOCST BKJIaJ B CTPYKTYPY U
IEMOHCTPHUPYIOT rOpa3io MEHBINYIO BapraOenbHOCTh, ueM obnactu CDR. BapuabenpHast
00J1aCTh TSKEJON LeNH CONEPIKUT YE€ThIpe KAPKACHBIX 00JIACTH, COKPALIEHHO MMEeHyeMbIXx VH-
FR1, VH-FR2, VH-FR3 u VH-FR4; u BapuabenbHasi 001acThb JIETKOH e CONEPIKUT YEThIPe
KapKacHbIX o0jactu, cokpameHHo umeHyeMbix VL-FR1, VL-FR2, VL-FR3 u VL-FR4. TlonHbie
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NIOJTHOPa3MEepHbIE IBYXBAJICHTHBIE AaHTUTENA, COAEPIKALINE [IBE TSIKEINbIE U JIETKHE LenH, OyayT
comepxath: 12 CDR, ¢ Tpems yHukanbHbiMu CDR Tsikenoit nenu u tpeMs yHukaabHbiMu CDR
nerkoi uenu; 16 obnacreii FR, ¢ uerbipbMs yHHKaIbHBIMU OOnacTsiMu FR Tspxenol uenu u
YeThIPbMS YHHKaIbHbIMU oOnacTsmu FR serkoii uenu. B onpeneneHHbIx BapraHTax
OCYILECTBJICHHsI aHTUTEJNA, ONUCAHHbIE B JAHHOM JOKYMEHTE, COZIep>KaT 110 MEHbLIeH Mepe TpH
CDR Tsxenoii nenu. B onpeneneHHbIX BapuaHTax OCYLIECTBICHUS aHTUTENA, OMIUCAHHBIE B
JAHHOM JIOKyMEHTe, cozep:kat o menblueii mepe Tpu CDR nerkoii uenu. B onpenenenHsix
BaPHUAHTAX OCYLIECTBJICHUSI AHTHTEJNA, ONTMCAHHBIC B TAHHOM JIOKYMEHTE, COZePIKAT IO MEHbLIEH
mepe Tpu CDR Tspxenoii nenu u Tpu CDR serkoii nenu. TouHble rpaHULIbI aMUHOKHCIOTHOM
nocienosatenbHOCTH ykazanHoW CDR mnmn FR MOHO J1erko onpenenuTs ¢ MOMOIIBIO JTI000i 13
psiia XOpOIIO M3BECTHBIX CXeM, BKIIIOUast CxeMbl, onucaHHbie B Kabat et al. (1991), "Sequences
of Proteins of Immunological Interest," Sth Ed. Public Health Service, National Institutes of
Health, Bethesda, MD (cxema nHymeparuu o Kadary); Al-Lazikani et al., (1997) JMB 273,927-
948 (cxema nymepauuu no Horua); MacCallum et al., J. Mol. Biol. 262:732-745 (1996),
"Antibody-antigen interactions: Contact analysis and binding site topography," (cxema
Hymepauuu "Konrakt"); Lefranc MP et al., "IMGT unique numbering for immunoglobulin and
T cell receptor variable domains and Ig superfamily V-like domains," Dev Comp /mmunol, 2003
Jan;27(1):55-77 (cxema nymepauuu "IMGT"); u Honegger A and Plickthun A, "Yet another
numbering scheme for immunoglobulin variable domains: an automatic modeling and analysis
tool," J Mol Biol, 2001 Jun 8;309(3):657-70, (cxema nymepauuu "Aho"). CDR B naHHOM
JIOKYMEHTE HIESHTH(DHULUPYIOTCS CPEeIU MPENCTABIEHHBIX BapHaOeIbHbBIX TOCIEA0BATEIbHOCTEH
C MCTIOJIb30BAHUEM PA3JIMYHBIX CUCTEM HYMEpALUH, C UCTIOIb30BAHUEM CHCTEMbI HyMEpPALUH 110
Kabary, IMGT, no Yorua umu mroboit nx komOunauu. I paranubl naaaoit CDR nian FR moryT
BapbHUPOBATHCS B 3aBHCUMOCTH OT CXEMBI, HCIIOIb3yeMOi i uneHTudukanuu. Hanpumep,
cxeMma 1o KabaTy ocHOBaHa Ha CTPYKTYPHOM BBIPaBHUBAHUH, TOT/A Kak cxeMa 1o Yorua
OCHOBaHa Ha CTPYKTypHOI napopMmanmn. Hymeparus kak ams cxem o Kabary, Tak u uis cxem
no YoTua oCHOBaHa Ha HanOOJIee PaCIPOCTPAHEHHBIX 3HAUEHUSIX JJTUHBI IIOCJIEA0BATEIbHOCTEH
00JlacTi aHTUTENA CO BCTaBKaMH, 0003HaUeHHBIMU OykBamH, Hanpumep "30a", u nenenusimu,
NOSIBIISTFOIIMMUCS B HEKOTOPBIX aHTUTENAaX. J[Be CXeMbI MOMEIIAIOT ONPENEIeHHbIE BCTABKH U
nenenyn ("BCTaBKW/Aenenyn") B pa3HbIE MMOJOKEHHSI, YTO JAeT pa3Hyro HyMeparuo. Cxema
KoHTakT OCHOBaHa Ha aHAIN3€E CIOXKHBIX KPUCTAIMYECKUX CTPYKTYP U BO MHOTHX OTHOLIEHHUSIX
aHajornyHa cxeme HyMepauuu rno Yorua. B onpenenennsix BapuanTax ocyiectsienus CDR

MOTYT OBITh ONPeAeNIeHbl C TOMOIIBIO JIF000H KoMOnHarmu criocobos o IMGT, Yortua, Kabary,
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KonrakT 1 Aho.

[0068] Tepmun "BapuabenpHasi o0nacTy" win "BapuabenbHbI JOMEH" OTHOCUTCS K JOMEHY
TSDKEJION WJIM JIETKOH LIeTH aHTUTeNa, KOTOPBIN YYaCTBYET B CBA3BIBAHUM aHTHUTEJA C AaHTUTE€HOM.
BapuaOenbHbie foMeHbI Tsokenoi uenu u jerkoi nernu (VH u VL cOOTBETCTBEHHO) HATUBHOTO
aHTHUTENIa OOBIYHO UMEIOT CXOJKUE CTPYKTYPBIL, MPUUEM Ka)KIbI JOMEH COIEPKHUT YeThIpe
KOHCepBaTUBHBIX KapkacHbIx obnactu (FR) u tpu CDR (cm., Hanpumep, Kindt et al. Kuby
Immunology, 6th ed., W H. Freeman and Co., page 91(2007)). Onnoro nomena VH wiu VL
MOJKET OBITh TOCTATOYHO JUTSI MPUIAHHS aHTUTeHCBsI3bIBaroLel cnerudrunocTi. Kpome toro,
aHTHTEJA, KOTOPBIE CBSI3bIBAIOT KOHKPETHBINA aHTUTE€H, MOTYT OBITh BBIAEIICHBI C
ucnonb3oBanueM noMeHa VH wu VL aHTHTENa, KOTOPOE CBSI3BIBAET AHTUTEH, JUIsI CKPHHHUHTA
OubmuoTexkn KoMIIeMeHTapHbIX 1oMeHOB VL min VH cooTBeTCTBEHHO (CM., Hanmpumep,
Portolano et al., J. Immunol. 150:880-887 (1993), Clarkson et al., Nature 352:624-628 (1991)). B
OTIPENIEIEHHBIX BAPHAHTAX OCYIIECTBIIEHHS ONIMCAHHBIC B TAHHOM JIOKYMEHTE aHTHUTEIa
comepkat BapuabenpHble 00JaCTH KPBICHHOTO MPOUCXOXKISHHS. B onpeneneHHbpIX BapuaHTax
OCYIECTBIIEHHSI ONIMCAHHBIE B JAHHOM JIOKYMeHTe aHTHuTena coaepxar CDR kppicuHOrO
NPOUCXOXKIeHUs. B onpeneneHHbIX BapuaHTax OCYINECTBJICHUS OMUCAHHbIE B JTAHHOM
TOKYMEHTE aHTUTeJa COieprKaT BapralenbHble 00JaCTH MBIIIMHOTO POUCXOoXAeHus. B
OTIpEeIEIEHHBIX BAPHAHTAX OCYIIECTBIIEHHs ONTMCAHHbIE B JAHHOM JIOKYMEHTE aHTHUTENa
cogepxkat CDR MBIIIMHOTO MPOUCXOKIACHUS.

[0069] B CDR moryT ObITh BHECEHBI H3MEHEHUS (HApUMep, 3aMEHBI), HApUMep, JUIs
noBbIieHust ahHUHHOCTH aHTUTENA. Takie n3MEeHeHHUsI MOTYT ObITh BHECEHBI B KOZOHBI,
komupyromue CDR, ¢ BBICOKOI CKOPOCTBIO MyTallMi B XOI€ COMAaTUYECKOTrO CO3PEBAHMUS (CM.
Hanpumep, Chowdhury, Methods Mol. Biol. 207:179-196 (2008)), u nmosyueHHbIH BapUAHT
MOJKeT OBITh MPOTECTHPOBAH Ha aUHHOCTH CBsA3bIBaHMA. Co3peBanue ahHUHHOCTH
(Hampumep, ¢ ucnonp3oBanueM [P ¢ omubaromeiicst monuMepas3o, mepecTaHOBKU LIETEH,
pangomuzanui CDR uii OMroHYKIIEOTHI-HATIPABICHHOTO MyTareHe3a) MOKHO HCIIOJIb30BaTh
s ynyqmenust adguaHOCTH aHTHTeNa (CM., Harpumep, Hoogenboom et al. Methods in
Molecular Biology 178:1-37 (2001)). Octatku CDR, BOBI€UYeHHbIE B CBSI3bIBAHHE AHTUTEHA,
MOTYT OBITh cIeUn(UIECKH HACHTU(PHIUPOBAHBI, HATPUMEP, C UCIIOJIB30BAHUEM aJIAaHHH-
CKaHUPYIOLIEro MyTareHes3a uin MonenupoBanus (M., Hanpumep, Cunningham and Wells
Science, 244:1081-1085 (1989)). CDR-H3 u CDR-L3, B uacTHOCTH, 4aCTO CTaHOBSITCSA
MUIIEHBI0. AJTBTEPHATUBHO WU IOTIOJHUTENBHO KPUCTAJUTMYECKYIO CTPYKTYPY KOMILIEKCA

AHTUI'CH-aHTUTEJIO AHAJIU3UPYIOT AJIA OMPEACIICHHUS TOYCK KOHTAKTAa MEXKAY aHTUTECJIOM U
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AaHTUTeHOM. Takue KOHTaKTHbIE OCTATKU U COCEHHE OCTATKH MOTYT OBITh MUIIEHBIO UM MOTYT
OBITh UCKITFOYEHBI KaK KaHAUIAThl Ha 3aMeHy. BapuaHTsl MOTYT OBITH IPOBEPEHBI, YTOOBI
OIIPEAENTh, UMEIOT JIU OHH TpeOyeMble CBOICTBA.

[0070] B omnpeneneHHBIX BapUaHTaX OCYLIECTBJICHUS OMMCAHHBIE B JAHHOM JOKYMEHTE
aHTHUTEJA COAEPIKAT KOHCTAHTHYIO 00JIaCTh B NOTMOJHEHHE K BapuabeTbHON 001acTH.
KoncranTHas obnactsb Tspkenoit uenu (Cy) COnEpKUT YeThIpe TOMEHA, COKPALIEHHO UMEHYEMbIe
Cul, Cu2, Cy3 u Cy4, pacnionoskeHHble Ha C-KOHIIE TOJUTIENTHIA TIOJIHON TSDKEJIOHN e , CO
croponb! C-koHua BapuadenbHoit obnmactu. KoncrantHast obnacts jerkoit nenu (Cr)
cyliecTBeHHO MeHbine, yeM Cy, 1 pacronioxkeHa Ha C-KOHILIE IOJHUIENTHA ITOJIHOH JIETKOH LiemnH,
co croponbl C-koHIIa BapuadbenbHO# obnactu. KoHcTaHTHAsT 00IACTh SIBIISIETCS
BBICOKOKOHCEPBATHBHON M COJEPIKUT PAa3HBIE U30THITBI, KOTOPBIE CBS3aHBI C HECKOJBKO
OTIMYAOIIUMUCS (PYHKIUSIMH U CBOWCTBAMHU. B onpeneneHHbIX BapHaHTaxX OCYIIECTBICHHS
KOHCTaHTHas1 00J1aCTh HE 00s13aTeNIbHA JUTSI CBA3BIBAHUS AHTHUTENA C AHTUT€HOM-MUIIEHbI0. B
OTIPENEIEHHBIX BAPHAHTAX OCYIIECTBIEHHSI KOHCTAHTHBIE OOJIACTH AaHTHUTENA, KaK TSDKEJOH, TakK
U JIETKOH Lierneil, He 00si3aTeNbHbI Il CBA3BIBAHMA aHTHUTENA. B onpeneneHHbIX BapHaHTax
OCYIIECTBIJIEHHSI B OTIMUCAHHBIX B JAHHOM JOKYMEHTE aHTUTENIaX OTCYTCTBYIOT OJ{HA UJIH
HECKOJIbKO KOHCTAHTHBIX 00JIacTel JIETKOH e, KOHCTAHTHBIX 00JacTel TSHKEJION ey WTH
o0enx neneil. BOJIbIIMHCTBO MOHOKJIOHAJIBHBIX aHTUTEN OTHOCATCS K u3otuny IgG; koToprlit
JOTIONIHUTENBHO MOAPA3AEISIIOT Ha yeTrlpe noakiacca: IgGy, IgGy, IgGs u IgGy. B
OTIpEJIEIEHHBIX BAPHAHTAX OCYIIECTBIICHHS OMMCAHHBIE B JAHHOM JIOKYMEHTE aHTUTENa
npeaycMaTpuBaroT 000 noakiace IgG. B onpeneneHHbIX BapHaHTaX OCYLIECTBICHUS
nonknacc IgG npenycmarpusaer IgG;. B onpeneneHHbIX BapuaHTax OCYIIECTBIIEHUS MOIKIIACC
IgG mpenycmarpusaer IgG,. B onpenenenHsx BapuaHTax ocyluecTsieHus noakiacc IgG
npeaycmarpusaet IgGs. B onpeneneHHbIX BapuaHTax ocyecTBieHus nonkiuace IgG
npenycmarpusaet 1gGy.

[0071] AmnTHTena comepakar o0NacTh KpucTautu3yromerocs ¢pparmenta (obnacts Fc), kotopast
OTBEYAET 3a CBsI3bIBAaHUE C KOMIUIEeMeHTOM U perienrropamu Fe. O6nacte Fe conepskut obnactu
Cu2, Cu3 u Cy4 monekynbl antuTena. O0nacts Fc anTHTENa OTBEHAET 32 AKTUBALIUIO
KOMIUIEMEHTA U 32 aHTUTEJIO3aBHCHMYIO KJIETOYHOOMOCPEIOBAHHYO UTOTOKCHYHOCTh (ADCC).
Ob6nactp Fc Takyke BHOCHT BKJIaJl B IEPUO/] ITOJTY>KU3HU aHTUTENA B CHIBOPOTKE KpoBU. B
OTIpEIEIeHHBIX BAPHAHTAX OCYIIECTBIEHHs 00JacTh FC aHTUTEN, OMUCAHHBIX B JAHHOM
TOKYMEHTE, COIEPKUT OHY UJIH HECKOJIbKO aMUHOKHCIIOTHBIX 3aMEH, KOTOPBIE CIIOCOOCTBYIOT

KOMIUIEMCHT-OITOCPEAOBAHHOMY JIM3UCY KJICTOK. B ONpPEACIICHHBIX BApHAHTAX OCYLICCTBJIICHUSA
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obxnacte Fc anTHTEN, ONHMCAHHBIX B JTAHHOM JIOKYMEHTE, COJEPKHUT OJHY MJIM HECKOJIBKO
AMHHOKHUCJIOTHBIX 3aMeH, KoTopble criocoOcTByioT ADCC. B onpeneneHHbIX BapHaHTax
ocyuiecTBieHus 00nacTb Fc aHTHUTEN, ONMMCAHHBIX B TAHHOM JJOKYMEHTE, COEPIKHUT ORHY HIIN
HECKOJIbKO aMUHOKHCIIOTHBIX 3aMEH, KOTOPbIE YMEHBIIAIOT KOMILIEMEHT-0MOCPEI0BAHHBII
JHU3HC KJIETOK. B onpeneneHHbIx BapuaHTax OCyLIecTBIeHHs 001acTb Fc aHTHTeN, ONMUCaHHBIX B
JAHHOM JIOKYMEHTE, COEePKUT OAHY MJTH HECKOJIbKO AMUHOKHCIIOTHBIX 3aMEH, KOTOPBIE
YBEJIMYHMBAIOT CBSI3bIBAHUE aHTUTENA C peuenTopoM Fc. B onpeneneHHbIx BapuaHTax
ocymectenenus peuentop Fc Bkmouaer FcyRI (CD64), FcyRIIA (CD32), FcyRIITA (CD16a),
FcyRIIIB (CD16b) unu mrolyro ux koMOMHALNIO. B omnpeieieHHbIX BapHaHTaX OCYIIECTBICHUS
obxacte Fc aHTHTEN, ONMMCAHHBIX B JTAHHOM JIOKYMEHTE, COJIEPKHUT OJHY WJIH HECKOJIBKO
AMHHOKHCJIOTHBIX 3aMEH, KOTOPbIE YBEJIMUNBAIOT MIEPUOJ ITOTYKU3HU AHTUTENA B CHIBOPOTKE
KpoBU. B onpeneneHHbIX BapUaHTax OCYLIECTBICHUS OIHA MJIH HECKOJIBKO aMUHOKHCIIOTHBIX
3aME€H, KOTOPBIE YBEJIMYUBAIOT BPEMsI ITOJTY>KU3HU AHTUTEINA B CHIBOPOTKE KPOBH, YBEITUUYHUBAIOT
appuHHOCTD aHTHUTENA K HeoHaTambHOMY perentopy Fc (FcRn).

[0072] B onpeaeneHHBIX BapUaHTax OCYILECTBJIEHUs AHTUTENA B COOTBETCTBUH C HACTOSIIUM
n300peTeHNeM MPENCTABISIIOT COO0I BapHAHTBI, KOTOPbIE 00JIaJal0T HEKOTOPBIMH, HO HE BCEMHU
3¢ dekTopHBIMU (PYHKLUAMH, YTO JIENAET UX JKeJIaTeNbHbIM KaHAUIATOM JJIsl TAKUX BAPUAHTOB
NPUMEHEHHUs], B KOTOPBIX NEPUOJ MOJYKM3HHU aHTHUTEJNA 1N VIVO BaXKeH, HO HEKOTOpbIe
s¢dexropHbie PyHKLINH (Takue Kak akTuauus komriementa u ADCC) He TpeOyroTcst uitu
BPEAHbL. AHAIN3bI IUTOTOKCHYHOCTH 1N Vitro W/WiM in vivo MOTYT OBITh IPOBEEHBI IS
noaTBepsKaeHUs CHIbKeHus/ucromenus: aktusHoct CDC w/unu ADCC. Hanpumep, MOXKHO
NPOBOJIUTDH aHAN3bI CBs3bIBaHMs penentopa Fc (FcR), utoObl yOenuTbest B TOM, YTO aHTUTENO
JHIIEHO criocoOHOCTH cBsizbiBanMs ¢ FcyR (cnenoBaTenbHO, BEPOSTHO, HE 00yanaer
axtuBHOCTEIO ADCC), HO coxpansieT criocoOHOCTh cBs3bIBaHMs ¢ FcRn. Heorpanmuunsaromue
NPUMEPBI AHATU30B 1n Vitro 1uist oueHkU akTHBHOCTH ADCC MOJNIeKyJIbl, MPeACTaBIAOIEH
uHTepec, onucanbl B nateHtax CIITA NeNe 5500362 u 5821337. B xauecTBe albTepHATUBbI
MO>KHO UCTIOJIb30BaTh HEPAAHNOAKTUBHBIE AHAJTUTUIECKUE METOIUKH (HaIIpUMeD,
HepaanoakTHBHbIE aHAMN3bl TUTOTOKCHYHOCTH ACTI™ 1 CytoTox 96®). DddexTopHble
KJIETKH, TIPUTOAHBIE ISl TAKUX aHAJM30B, BKIFOYAIOT MOHOHYKJICAPHBIE KIETKH
nepudepudeckoii kposu (PBMC), MoHOLIUTEI, MaKpO(daru 1 eCTeCTBEHHBIE KJIETKU-KILIEPbI
(NK).

[0073] AmnTHTENa MOTYT UMETh YBEJIMUEHHBIN NEePHOJ MOy KU3HU U YIYYLIEHHOE CBA3bIBAHNE

¢ HeoHatanbHbIM peuentopoM Fe (FcRn) (cm., Hampumep, US 2005/0014934). Takue anTuTeNna
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MOTYT cOoziepskaTh 0bnmacTh Fc ¢ 0nHOM NIl HECKOJIBKUMHE 3aMEHAMH B HEll, KOTOpbIE YIIYUIIAIOT
cBs3biBanue obnactu Fc ¢ FcRn, u BKIFO4UaOT aHTUTENIA ¢ 3aMEHAMH B OJTHOM HJIM HECKOJIBKHUX
octatkax obnactu Fc: 238, 256, 265, 272, 286, 303, 305, 307, 311, 312, 317, 340, 356, 360, 362,
376, 378, 380, 382, 413, 424 wnu 434 cornacuHo cucreme Hymepauu EC (cMm., Hanpumep,
nateHt CIIIA Ne 7371826). Takke paccMaTpuBarOTCs Apyrue MpuUMepbl BapuaHToB odyactu Fe
(cm., Hanpumep, Duncan & Winter, Nature 322:738-40 (1988); marentst CIITA NeNe 5648260 u
5624821, m W094/29351).

[0074] AmnTHTENa, MPUMEHUMBIE B KIMHUYECKHUX YCJIOBUAX, YaCTO "TYMaHU3UPYIOT" ISt
CHI)KEHUs UMMYHOT€HHOCTH Y MHIAUBUYYMOB-Jt0/iel. | 'yMaHU3MpOBaHHbIE aHTUTENA
MOBBIIIAIOT 0€30MacHOCTh U 3((EKTUBHOCTh TEPANUH MOHOKJIOHAJIBbHBIMHU aHTHTEIaMU. OTHIM
U3 PaCMpPOCTPAHEHHBIX CITOCOOOB I'yMaHU3AIUH ABJISIETCS TIOJIYYEHNE MOHOKIIOHATBHOTO
aHTHTENA Y JIFOOOr0 MOAXOASIIETO XKUBOTHOTO (HAPUMEP, MBILITH, KPBICBI, XOMsIKa) U 3aMEHa
KOHCTAHTHOH 00JIaCTH Ha YEJIOBEYECKYI0 KOHCTAHTHYIO O0JIACTh;, CKOHCTPYHUPOBAHHBIE TAKIM
o0pa3oM aHTUTENA HAa3bIBAIOTCA "XUMepHbIMU". J[pyroii pacpocTpaHeHHbIH criocod
npexncrasisier cobolt "nmpusuBanue CDR", nmpu KOTOpoM oTiMuHBIE OT YenoBedeckux V-FR
3aMeHstoT uenoBedeckuMu V-FR. B cnocobe npusuBanus CDR Bce ocTaTku 3a HCKIIIOUEHHEM
obnactu CDR umeroT uenoBedeckoe NpoucxokaeHne. B onpeneneHHbIX BapuaHTax
OCYIECTBJICHUS ONMCaHHbIE B JAHHOM JAOKYMEHTE aHTUTENA SIBJIAIOTCS T'YMAaHU3UPOBaHHbIMU. B
OTIPEENIEHHBIX BAPUAHTAX OCYLIECTBJIEHUS ONUCAHHBIE B JAHHOM JOKYMEHTE aHTUTENa
ABJIAIOTCS XUMEPHBIMU. B OnpeneneHHbIXx BapuaHTax OCyIEeCTBICHHs OTMCAHHBIM B JAHHOM
nokymMmeHTe anturenam npuButbl CDR.

[0075] T'ymaHuzaiusi OOBIMHO CHUYKAET UJIH OKA3bIBAET HE3HAUUTEIHbHOE BJIUSHHIE HA OOIIYIO
appuHHOCTD aHTHTENA. B TaHHOM TOKYMEHTE OMHCAHbI AaHTHTENA, KOTOPbIE HEOXKUIAHHO
o0nanaroT Gosbineit ahGUHHOCTBIO K CBOEH MHIIEHH MOCJIe T'YMaHU3aluu. B onpeneneHHbIx
BapHUAHTaX OCYLIECTBJICHUS I'YMaHU3aLMs NOBbIIaeT ahppuHHOCTh aHTHTENa Ha 10%. B
OTIPENEeNIeHHBIX BAPHAHTAX OCYIIECTBIEHHS 'YMaHU3aLHs MOBbIIAeT ah(HUHHOCTD aHTUTENA Ha
25%. B onpeneneHHbIX BApUAHTAX OCYLIECTBICHUS I'YMaHU3aIHs NOBbIIAeT ahHUHHOCTD
anTtutena Ha 35%. B onpeneneHHbIX BapHaHTax OCYLIECTBJICHMs I'yMaHHU3allMsl TOBbIILIAET
appunHOCTH aHTHTENA Ha 50%. B OnpeneneHHbIX BaprHaHTaxX OCYIIECTBIECHHUS I'YMaHU3aALHsI
nosbimaet ahppuHHOCTE aHTUTENa HAa 60%. B onpeneneHHbIX BapHaHTax OCYIIECTBICHHS
ryMaHM3auus noBblmaeT apPUHHOCT aHTHTeNa Ha 75%. B onpeneneHHbIX BapHaHTax
OCYIIECTBIIEHHsI r'yMaHu3anus nossimaeT adpunHocTs antutena Ha 100%. CooTBETCTBEHHO,

ap(HUHHOCTD U3MEPSIIOT C UCTIOIB30BAHIEM IMOBEPXHOCTHOTO TIa3MOHHOTO pe3oHaHca (SPR). B
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OTIpEeIeIEHHBIX BAPHAHTAX OCYIIECTBIEHUs a((PUHHOCTD U3MEPSIIOT C UCTIOIb30BAHUEM
IIMKO3UIMPOBAHHOrO yenoseueckoro LIF. B onpeneneHHbIX BapuaHTax OCYLIECTBIEHUS
TJIMKO3MINpoBaHHbIN yenosedeckuii LIF 6bu1 mMMoOunn3oBan Ha nosepxHocTH ynmna SPR. B
OTIPEAENIEHHBIX BAPUAHTAX OCYLIECTBJIEHUS aHTUTENIO CBsA3bIBaeTcsa ¢ Kp, cocraBisroeil MeHee
npubm3uTenbHo 300 HaHoMoub/ 11, 200 HaHOMOB/ 1, 150 HaHOMOB/ 1, 125 HaHOMOJB/1T, 100
HaHOMOJIb/JI, 90 HaHOMOJIB/JT, 80 HAaHOMOJIL/JT, 70 HAHOMOJIL/JI, 60 HAHOMOJIL/JI, SO HAHOMOJIB/JI,
40 HAaHOMOJIB/J1 MJTH MEHBIIIE.

AHTHTEJIA 110 HACTOSIIIEMY H300PETEHHIO

[0076] OnucanHble B JTAaHHOM TOKYMEHTE aHTHUTENA ObLIU MOJy4EHbI OT KPBIC,
nmmMmyHusuposansbix JIHK, konupyromein yenoseuecknii LIF.

[0077] B onpeneneHHBIX BapUAHTaX OCYIIECTBJICHUS B JAHHOM JOKYMEHTE OMMCAHO aHTUTENIO
(5D8), xotopoe cnerudpudecku cpsizbiBaet LIF, conepxkaimmee odnacte VH-CDRI,
npexacrasieHnyro nox mooeM u3 SEQ ID NO: 1-3, VH-CDR2, npencraBieHHYIO MO JIFOOBIM
u3 SEQ ID NO: 4 unu 5, u VH-CDR3, npencrasnennyro nox modsim u3 SEQ ID NO: 6-8. B
OTIpE/IENIEHHBIX BAPUAHTAX OCYLIECTBIEHUS B JAHHOM JOKYMEHTE ONMCAHO aHTUTENO, KOTOpPOe
cneunguyecku cesazbBaeT LIF, copepskamee oonacte VL-CDRI, npencraBneHHyo nox qo0bM
u3 SEQ ID NO: 9 unu 10, VL-CDR2, npeacrasnennyto nog SEQ ID NO: 11 unu 12, u VL-
CDR3, npencrasnennyto nog SEQ ID NO: 13. B onpeneneHHbIX BapuaHTaxX OCyLIECTBIEHUS B
JaHHOM JIOKYMEHTE OIHMCAHO aHTHUTENO, KoTopoe crennguuecku cBssbiBaeT LIF, conepixarnee
obiacte VH-CDRI1, npencrasnennyto noa grodsmm u3 SEQ ID NO: 1-3, VH-CDR2,
npexacrasieHnyto nox moobiM u3 SEQ ID NO: 4 unu 5, u VH-CDR3, npencraBieHHyO oA
nro6biM 13 SEQ ID NO: 6-8, VL-CDRI1, npencrasiennyto non io0bm 13 SEQ ID NO: 9 uiu
10, VL-CDR2, npencrasnennyto nox SEQ ID NO: 11 wnu 12, u VL-CDR3, npencraBnennyro
nox SEQ ID NO: 13. B onpeneneHHbIX BApHAHTaX OCYIIECTBJIEHHUS aHTUTEJIO CIeUU(PUIECKH
cBsi3bIBaeTCs ¢ yenosedeckum LIF.

[0078] B ompeneneHHBIX BapHaHTaX OCYILIECTBICHUS AHTUTENO, KOTOPOE Crielu( MIeCKu
cesizbiBaeT LIF, comep:kuT OHY MITH HECKOJIBKO YEJIOBEUECKUX KapKaCHBIX 00JIacTel TsDKEION
LIETIH, COAEeP KALIMX. aMUHOKHCIIOTHYIO nochenosateabHocTh VH-FR1, koTopas Ha no MeHbLIeh
mepe npudausutenbHo 80%, 90%, 95%, 97%, 98% unmu 99% uneHTHYHa AMUHOKUCIIOTHOU
MOCJIEIOBATEIBHOCTH, MpencraBieHHon noy ioobm 3 SEQ ID NO: 14-17, aMHHOKHUCTIOTHYIO
nocnenosatenbHOCTE VH-FR2, koTopas Ha mo MeHbiieit mepe npubnmurensHo 80%, 90%, 95%,
97%, 98% um 99% uneHTHYHAa AMUHOKHCJIOTHOMN NOC/IEIOBATEIbHOCTH, MPEACTABAECHHOMN MO

o6 13 SEQ ID NO: 18 wnu 19, amunokucnornyo nocnenosatenbHocTs VH-FR3, koropas
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Ha 10 MeHbIel Mepe npudausutenbHo 80%, 90%, 95%, 97%, 98% umu 99% uneHTuyHA
AMUHOKHUCJIOTHOH TOCJIeIOBATEeIbHOCTH, MpencraBieHHon nox moosmm u3 SEQ ID NO: 20-22,
WJIM aMHUHOKHUCJIOTHYIO MociienoBatenbHOCTh obnactu VH-FR4, koropast Ha o MeHbLieit Mepe
npubnusutensHo 80%, 90%, 95%, 97%, 98% nan 99% uneHTHYHA AMUHOKHUCIIOTHON
MOCJIEIOBATEIBHOCTH, MpencTaBiaeHHon noy moobiv 3 SEQ ID NO: 23-25. B onpeneseHHbIX
BapHaHTaX OCYIIECTBJICHHs OHA UM HECKOJIbKO YEIOBEYECKUX KapKACHBIX 00JIaCTel TSKeIok
LIETIH COZIePIKaT aMUHOKHCIIOTHYIO nociienoBareibHOCTh VH-FR 1, koTOpast Ha mo MeHbIei
mepe npudausuTebHo 80%, 90%, 95%, 97%, 98% unu 99% uneHTUYHa AMUHOKUCIIOTHOM
nocyienoBaTeapbHOCTH, npeactasiaeHHon nog SEQ ID NO: 15, aMUHOKHCIOTHOM
nocnenosatebHOCTH VH-FR2, xoTOpas Ha mo menbiueii mepe npudausutenbHo 80%, 90%, 95%,
97%, 98% um 99% uaeHTUYHA AMUHOKHUCJIOTHOHN MOCIEA0BATEIbHOCTH, MTPEACTABICHHON MO
SEQ ID NO: 19, amunokucnotrHoi nocienoBareabHocTd VH-FR3, koTropast Ha mo MeHbLIen
mepe npudausutenbHo 80%, 90%, 95%, 97%, 98% unu 99% uneHTUYHa AMUHOKUCIOTHOU
nocienosaTeabHOCTH, npeactasieHHo nog SEQ ID NO: 20, 1 aMUHOKUCIOTHYIO
nocnenosatebHOCTE VH-FR4, koTopas Ha mo meHbieit mepe npubnmsurensHo 80%, 90%, 95%,
97%, 98% unu 99% uneHTHYHAa AMUHOKUCJIOTHOHN MOCIEN0BATENbHOCTH, MTPEACTABICHHON MO
SEQ ID NO: 24. B onpeneneHHbIX BapuaHTax OCYLIECTBICHHs aHTUTENO, KOTOPOe
cnernuduuecku ces3biBaer LIF, conepkut onHy UM HECKOJIBKO YEJIOBEUECKUX KapKaCHBIX
obnacrei Ierkoi ey, CoAepIKalluXx: aMUHOKHCIIOTHYIO TIocnenoBarenbHocTh VL-FR1,
KOTOpast Ha 1o MeHblIel Mepe npudansuressHO 80%, 90%, 95%, 97%, 98% mnu 99%
UJIEHTUYHA AMUHOKUCJIOTHOM MOCIEA0BATEIbHOCTH, MPEACTaBIEHHOM o iro0biM u3 SEQ ID
NO: 26-29, amuHOKHCIOTHYIO NocnenoBaTenbHOCTh VL-FR2, koTopas Ha no meHbIuel Mepe
npud3uTenbHo 80%, 90%, 95%, 97%, 98% wnu 99% uneHTHYHAa aMUHOKHCIIOTHOMN
MOCJIEIOBATENIBHOCTH, MpencTasiaeHHon noy ioobM u3 SEQ ID NO: 30-33, aMHHOKUCIOTHYIO
nocnenoBatenbHOCT VL-FR3, koTopast Ha mo Menbineli Mepe npudausureabHo 80%, 90%, 95%,
97%, 98% um 99% uneHTUYHA AMUHOKHUCJIOTHOH MOCIEA0OBATEIbHOCTH, MTPEACTABICHHON MO
mo6bmM u3 SEQ ID NO: 34-37, unu aMHHOKHUCIIOTHYIO nocienoBarenbHocTh VL-FR4, xoropas
Ha TI0 MeHbIel Mepe npudausutenbHo 80%, 90%, 95%, 97%, 98% unu 99% uneHTUYHA
AMUHOKHCJIOTHOH TOCJIENOBATENbHOCTH, TIpencrasieHHoi nox moobv u3 SEQ ID NO: 38-40. B
OTpPENENIEHHBIX BAPUAHTAX OCYIIECTBICHHS OHA WM HECKOJIBKO YEJIOBEUECKUX KaPKACHBIX
oOJlacTeii JIerkol enu conepikaT aMIHOKHUCIIOTHYIO TiochienoBareabHocTh VL-FR1, koTopas Ha
1o MeHblIel Mepe npudnusutensHo 80%, npudmmsurensro 90% nmn npubnusutensHo 95%

UJIEHTUYHA aMUHOKHUCJIOTHOM MOCAEA0BaTeNbHOCTH, IpenctasnenHoi noa SEQ ID NO: 27,



37

aMHMHOKHUCJIOTHOM nocienosaTeapHOCTH VL-FR2, koTOpast Ha o MeHblIel Mmepe
npudmsuTenbHo 80%, 90%, 95%, 97%, 98% wan 99% uneHTHYHa aMUHOKUCIIOTHON
nocyienosaTeabHOCTH, npeactasieHHon noa SEQ ID NO: 31, aMmuHOKHUCTOTHON
nocienosarenbHocTd VL-FR3, koTopast Ha o MeHbIneli Mepe npubmamsurenbHo 80%, 90%, 95%,
97%, 98% wumu 99% uaeHTUYHA AMUHOKHUCJIOTHOH MOCIEA0BATEIbHOCTH, MTPEACTABICHHON MO
SEQ ID NO: 35, u aMUHOKHUCTIOTHYIO mocienoBarenbHocTh VL-FR4, koTopast Ha Mo MeHbLuei
mepe npudausuTebHo 80%, 90%, 95%, 97%, 98% unu 99% uneHTUYHAa AMUHOKUCJIOTHOM
nocienoBaTenbHOCTH, npencrasiaerHHol nog SEQ ID NO: 38. B onpeneneHHbIX BapuaHTax
OCYIIECTBJICHUS OJHA MJTH HECKOJIbKO YeJIOBEUECKHUX KapKaCHBIX O0JIACTEH TsDKEION LEenH U

OJTHA WJIH HECKOJIbKO YeJIOBEUECKUX KapKACHBIX 00J1acTel JIETKOH 1ernu Conepskar
aMHHOKHUCIIOTHYIO nocaenoBarenbHocTh VH-FR1, koTopas Ha no MeHbLiel Mepe
npudmsuTenbHo 80%, 90%, 95%, 97%, 98% wnn 99% uaeHTHYHA aMUHOKUCIIOTHON
nocnenosareabHOCTH, npeactasieHHo mog SEQ ID NO: 15, amuHOKUCTOTHOM
nocnenosatenbHOCTH VH-FR2, xoTOpas Ha mo menspineii mepe npudausutenbao 80%, 90%, 95%,
97%, 98% um 99% uneHTHYHa AMUHOKHUCJIOTHOHN MOCIEN0BATENbHOCTH, MTPEACTABICHHON MO
SEQ ID NO: 19, amunokucnotHoi nocnenosareabHoctTd VH-FR3, koTopast Ha no MeHbLuei
mepe npudansuTenbHo 80%, 90%, 95%, 97%, 98% unu 99% uneHTUYHa AMUHOKUCJIOTHOU
nocyienoBaTeabHOCTH, npeactasieHHon noa SEQ ID NO: 20, aMuHOKHUCIOTHON
nocienosarenbHoctd VH-FR4, koTopast Ha o MenbLieit Mepe npubnusutensHo 80%, 90%, 95%,
97%, 98% nmu 99% uneHTHYHAa aMIHOKHUCIOTHOH MMOC/Ie0BATEIbHOCTH, TIPEICTABICHHON 1O
SEQ ID NO: 24, amunokucnotHol nocienoBareabHocTd VL-FR 1, koTopast Ha mo MeHbIeH
mepe mpudausuTebHo 80%, 90%, 95%, 97%, 98% unu 99% uneHTUYHA AMUHOKHUCIOTHOM
nocienoBateabHOCTH, npeactasierHHon mog SEQ ID NO: 27, aMUHOKUCTIOTHOM
nocnenosatebHOCTH VL-FR2, koTopast Ha mo MeHbIei mepe npubdnusureasHo 80%, 90%, 95%,
97%, 98% um 99% uneHTHYHA AMUHOKHUCJIOTHOH MOCIEA0OBATEIbHOCTH, MTPEACTABICHHON MO
SEQ ID NO: 31, amunokucnotHoi nocienosareabHocTd VL-FR3, koTopast Ha mo MeHbIe
mepe mpudausuTenbHo 80%, 90%, 95%, 97%, 98% unu 99% uneHTUYHAa AMUHOKUCIIOTHOM
nocnenoBareabHoCcTH, npeactasieHHon mog SEQ ID NO: 35, 1 aMUHOKUCTIOTHYIO
nocnenosateabHOCTh VL-FR4, xoTopas Ha mo menbiueit mepe 80%, 90%, 95%, 97%, 98% unu
99% uneHTUYHAa aMUHOKHUCIOTHOM MOCeN0BaTeabHOCTH, npeacTasieHHoi nog SEQ ID NO: 38.
B omnpeneneHHbIX BapraHTaxX OCYLIECTBIICHUSI aHTUTENO, KoTopoe crenndruecku ces3biBaeT LIF,
COIEP>KUT OJHY WJIM HECKOJIbKO YeJIOBEYECKUX KAPKACHBIX 0OJIACTeH TSIKEIOHN e,

COAEp KALIMX . AMUHOKHUCIIOTHYIO ntocienosaTeapbHocTh VH-FR1, koTopas nneHTudna
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AMUHOKHUCJIOTHOH TMOCJIeIOBaTEIbHOCTH, MpencrasieHHon nox moosmm u3 SEQ ID NO: 14-17,
aMUHOKHCJIOTHYIO nocienosarenbHocTh VH-FR2, koTopas nageHTHYHa aMUHOKHUCIOTHOU
MOCJIeIOBATENIbHOCTH, TpencTaBieHHo noa aroobmM u3 SEQ ID NO: 18 wnu 19,
aMUHOKHUCJIOTHYIO nocieaoBatenbHocTh VH-FR3, koTopas naeHTHYHa aMUHOKUCIOTHOM
MOCJIEIOBATEIBHOCTH, MpencTaBiaeHHon noy ioobiv u3 SEQ ID NO: 20-22, unu
AMHHOKHUCJIOTHYIO mociienoBaTenbHoCTh obnactn VH-FR4, xoropast unenTrnyHa
AMUHOKHCJIOTHOH TOCJIeIOBaTeIbHOCTH, MpencTaBieHHoi noxa moobm u3 SEQ ID NO: 23-25. B
OTIPENIeNIEHHBIX BAPUAHTAX OCYIIECTBICHHS OHA WJIH HECKOJIBKO YEJIOBEUECKUX KaPKACHBIX
obJacTeil TSKeJION Lenu CoepKaT aMIUHOKHUCIIOTHY IO TiochenosatebHocTh VH-FR1, koTopas
UIEHTUYHA AMIUHOKHUCJIOTHOH MOCNenoBaTebHOCTH, ipencrasnenno moa SEQ ID NO: 15,
aMHUHOKMCIJIOTHYIO nocienosatenbHocT VH-FR2, koTopas napeHTHYHa aMUHOKUCTIOTHON
nocyienoBaTeabHOCTH, npeactasieHHon moa SEQ ID NO: 19, aMuHOKUCTIOTHYIO
nocaeaoBareapbHOCcTh VH-FR3, kOoTOpas naeHTHYHa aMMHOKHUCJIOTHON MOCTAEA0BATENBbHOCTH,
npencrasnenHoi nmoa SEQ ID NO: 20, 1 aMMHOKHUCIOTHYIO niocnienoBaTeabHoCTh VH-FR4,
KOTOpasi UIEHTUYHA aMUHOKHUCIIOTHOM MOCIeI0BaTeNbHOCTH, npeacTasieHHo nog SEQ ID NO:
24. B onpeneneHHBbIX BApUAHTAX OCYLIECTBIICHUSI aHTUTEINO, KOTOPOE CIeU(UISCKH CBSI3bIBAET
LIF, cogep>XuT OgHY HJIM HECKOJIBKO YEJIOBEUECKIX KapKaCHBIX 00acTel JIerkKoi 1ery,

COAEpP KALIMX . AMUHOKHUCIIOTHYIO ntocienoBaTenpbHocTh VL-FR1, koTopast unentuyHa
AMHHOKHUCJIOTHOM MOCIeI0BATEIbHOCTH, TIpeAcTaBieHHoi non moobiM u3 SEQ ID NO: 26-29,
aMUHOKHCJIOTHYIO nocaeaoBaTenbHocTh VL-FR2, koTOpas nneHTn4Ha aMUHOKUCIOTHON
MOCJIEIOBATEIBHOCTH, MpencrasiaeHHon noy ioobiv u3 SEQ ID NO: 30-33, aMMHOKHUCIOTHYIO
nocaeaoBaTenbHOCTh VL-FR3, koTOpas nneHTHYHa aMUHOKUCIIOTHOMN MTOCIEA0BATEbHOCTH,
npexacrasienHoi nox oM 13 SEQ ID NO: 34-37, nium aMUHOKHCIOTHYEO
nocaeaoBaTeapbHOCTh VL-FR4, koTOpast uaeHTHYHa aMUHOKHUCJIOTHON MOCIEA0BATEIbHOCTH,
npexacrasienHoi nox oM 13 SEQ ID NO: 38-40. B onpeneneHHbIX BapUaHTaxX
OCYIIECTBJICHUS OJIHA MJTH HECKOJIbKO YEJIOBEUECKHIX KaPKACHBIX 00acTel JIeTKOH e
coAep>KaT aMUHOKUCJIOTHYIO nTocienoBaTenbHOCTh VL-FR1, koTopas naeHtuuna
aMUHOKHCJIOTHOM TMOCJeN0BaTeNbHOCTH, npenactasieHHoi nox SEQ ID NO: 27,
aMHUHOKMCIIOTHYIO nocaeaosarenbHocTs VL-FR2, koTopast nneHTniHa aMHHOKHUCIOTHON
nocienoBaTenbHOCTH, npeactasieHHoi noa SEQ ID NO: 31, aMUHOKUCTIOTHYIO
nocuaeaoBaTenbHOCTh VL-FR3, kOTOpast naeHTHYHAa aMUHOKHUCJIOTHON MOCIEA0BATENbHOCTH,
npencrasnenHo noa SEQ ID NO: 35, u aMMHOKHUCIOTHYIO nocsieoBaTeabHOCTh VL-FR4,

KOTOPasi UIEHTUYHA aMUHOKHCJIOTHOM MOCJIen0BaTebHOCTH, npeacTasieHHoi noa SEQ ID NO:
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38. B onpeneneHHbIX BapuaHTax OCYLIECTBIEHUs OHA UJIH HECKOJBKO YEJIOBEYECKUX
KapKacCHBIX 00JacTel TSHKEJION ey U OHA WITH HECKOJIbKO YeJIOBEYECKHX KapKacHBIX 00JlacTei
JIETKOM LIeNH CoAep:kaT aMUHOKHUCIIOTHYIO nocsenoBarenbHocTb VH-FR1, koTtopast unentuyHa
aMUHOKHUCJIOTHOH MOcjenoBaTebHOCTH, npencrasierHHo nog SEQ ID NO: 15,
AMUHOKHUCIIOTHYIO nocienoBarenbHOCTh VH-FR2, koTopas uneHruiHa aMUHOKUCIOTHOM
nocyienoBaTeabHOCTH, npeactasierHHoi mog SEQ ID NO: 19, aMuHOKUCTOTHYIO
nocaeaoBareapbHoCcTh VH-FR3, koTOpas naeHTHYHa aMUHOKHUCIOTHOM MOCAEA0BATEIbHOCTH,
npencrasnenson moa SEQ ID NO: 20, aMuHOKUCIOTHYIO TiocienoBaTtenbHocTh VH-FR4,
KOTOpasi HIGHTUYHA aMUHOKHUCIIOTHOM MOCIe0BaTEbHOCTH, npeacTasieHHon nog SEQ ID NO:
24, aMMHOKHCIIOTHYIO nocsenosaTenbHocTh VL-FR1, koTOpas naeHTHYHa aMMHOKHUCIOTHON
nocyienoBaTeabHOCTH, npeactasieHHon moa SEQ ID NO: 27, aMUHOKUCTIOTHYIO
nocaeaoBaTeabHOCTh VL-FR2, kOTOpast uaeHTHYHa aMUHOKHUCJIOTHON MOCTIEA0BATEIbHOCTH,
npencrasnenHoi nmoa SEQ ID NO: 31, aMuHOKHUCIOTHYO nocienoBaTteabHOCTh VL-FR3,
KOTOpasi ©IEHTUYHA aMUHOKHUCIIOTHOM MOC/IeI0BAaTEeNbHOCTH, npeacTasieHHoi nog SEQ ID NO:
35, 1 aMUHOKHCIIOTHYIO MOCaeA0BaTeNbHOCTh VL-FR4, koTOpas naeHTM4Ha aMMHOKUCIIOTHON
Nocie10BaTeNbHOCTH, NpencTasieHHol nog SEQ ID NO: 38. B onpeneneHHbIX BapuaHTax
OCYIECTBIIEHHsI aHTUTEJIO CIeLn(pUIECKU CBsi3bIBaeT uenoBeueckuii LIF.

SD8

[0079] OmnucanHble B JaHHOM AOKYMEHTE aHTUTE A ObLIH MOJYYEHbI OT KPBIC,
ummyHu3upoBaHHbIX JIHK, kogupyromeii yenoseueckuit LIF. Onno takoe antureno (5SD8)
OBLIO KJIIOHMPOBAHO U CekBeHUPOBaHO u comep:kutr CDR (¢ mpuMeHeHreM KOMOMHALIMN
cnocoboB Hymepaiuu CDR no Kabdary u IMGT) co cienyromiumMu aMUHOKHUCTIOTHBIMU
nocienosatenbHocTsiMU: VH-CDR 1, cootserctByromas SEQ ID NO: 1 (GFTFSHAWMH), VH-
CDR2, cootsercrpyromasi SEQ ID NO: 4 (QIKAKSDDYATYYAESVKG), VH-CDR3,
cootrBerctByromas SEQ ID NO: 6 (TCWEWDLDF), VL-CDRI1, cooterctyromasi SEQ ID NO:
9 (RSSQSLLDSDGHTYLN), VL-CDR2, coorsercrpyromas SEQ ID NO: 11 (SVSNLES), u
VL-CDR3, cootsercteytomas SEQ ID NO: 13 (MQATHAPPYT). JlanHoe aHTHTENO
ryMaHH3UpOBaH nocpencteoM npusuBanusi CDR, u ero ryMaHn3upOBaHHBIN BapUAHT
obo3HaueH kak h5D8.

[0080] B ompeneneHHbIX BapUaHTaxX OCYIUECTBJICHHs B JTAHHOM JOKYMEHTE OMUCAHO aHTUTEIO,
koTopoe crierududecku ces3biBaet LIF, conepxamee obnacte VH-CDR1, xoTopas Ha mo
Menbluel mepe 80% umu 90% uneHTHYHA MOCIeN0BATEIbHOCTH, NpeacTaBieHHou noa SEQ ID

NO: 1 (GFTFSHAWMH), VH-CDR2, xotopas Ha o MeHb1ueil mepe 80%, 90% umu 95%
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UJEHTUYHA MTOCJIEI0BaTeIbHOCTY, npenacTasieHHoi nox SEQ ID NO: 4
(QIKAKSDDYATYYAESVKG), un VH-CDR3, kotopast Ha no meHbliel mepe 80% nmu 90%
UJEHTUYHA rocyenosarebHocTH, npenctasienHoi nog SEQ ID NO: 6 (TCWEWDLDF). B
ONpEeNENEeHHbIX BAPUAHTAX OCYIIECTBJICHHS B JAHHOM JOKYMEHTE OMMCAHO aHTUTEJIO, KOTOPOE
cnenuduuecku cesizbiBaet LIF, conepskamee obnacte VL-CDR1, koTOpast Ha 0 MEHbIIIEH Mepe
80% unu 90% uneHTHYHA TIOcIenoBaTeNbHOCTH, IpeacTasierHHon nmog SEQ ID NO: 9
(RSSQSLLDSDGHTYLN), VL-CDR2, xoropast Ha 1o MeHbiieii mepe 80% uaeHTUIHA
nocJienoBaTebHOCTH, npencrasiaeHHon nmog SEQ ID NO: 11 (SVSNLES), u VL-CDR3,
KoTopasi Ha 1o MeHbinel Mepe 80% umn 90% uaeHTUIHA NOCIe0BaTEIbHOCTH,
npencrasiennoit mog SEQ ID NO: 13 (MQATHAPPYT). B onpeneneHHbIX BapuaHTax
OCYIIECTBJICHUS B TAHHOM JIOKYMEHTE OIMHCAHO aHTHUTENIO, KOTOPOEe CHeH(PUIECKH CBI3bIBAET
LIF, conepxamee obnacte VH-CDR1, npencrasnennyro nmox SEQ ID NO: 1 (GFTFSHAWMH),
VH-CDR2, npencrasnennyro nog SEQ ID NO: 4 (QIKAKSDDYATYYAESVKG), VH-CDR3,
npencrasiennyro nog SEQ ID NO: 6 (TCWEWDLDF), VL-CDR1, npeacrasnennyto nmoa SEQ
ID NO: 9 (RSSQSLLDSDGHTYLN), VL-CDR2, npencrasnennyto nog SEQ ID NO: 11
(SVSNLES), u VL-CDR3, npencrasiennyro nox SEQ ID NO: 13 (MQATHAPPYT).
OrnpeneneHHble KOHCEPBATUBHBIE aMUHOKHCIOTHBIE 3aMEHBI ITPEAYCMOTPEHBI B
aMUHOKHUCJIOTHBIX nocsienosareabHOCTAX CDR mo HacTosimemy n3o0perenuro. B onpeneneHHbIX
BapHaHTaX OCYIIECTBJICHUs aHTuTeNo copepxkutr CDR, koTopbeie oTanyarTes ot
AMHHOKHUCJIOTHOH MOCNEA0BATeIbHOCTH, NpeacTaBieHHol moxa b u3 SEQ ID NO: 1, 4, 6, 9,
11 u 13, mo 1, 2, 3 unu 4 aMuHOKHUCIOTaM. B onpeneneHHbIX BapuaHTax OCYIIECTBICHUS
anTuteno couepkut CDR, koTOpBIE OTINYAIOTCS OT AMHUHOKHUCIIOTHON TIOCIEA0BATEIbHOCTH,
npencrasienHoi nox iooeM u3 SEQ ID NO: 1,4,6,9, 11 u 13, o 1, 2, 3 wnu 4
AMHHOKHUCJIOTaM U HE BIMSIIOT Ha ad(UHHOCTH CBsA3BbIBaHUs Oonee yeM Ha 10%, 20% wmu 30%.
B omnpeneneHHbIX BApUAHTAX OCYINECTBJICHUS aHTHTENA, KOTOPbIE CIIEIU(PUIECKH CBSI3bIBAIOT
LIF, conep>kaT OIHY WM HECKOJIBKO YEJIOBEYECKIX KapKACHBIX 00J1aCTel TSKENION Liery,
COAEpIKALIMX . AMUHOKHUCIIOTHYIO nocieaoBaTenpHocTh VH-FR1, koTopas Ha no MeHb1ein Mepe
npudmmsuTenbHo 80%, 90%, 95%, 97%, 98% wau 99% uneHTUYHa aMUHOKHCIIOTHON
MOCJIEIOBATEIBHOCTH, MpencTasieHHon noy ioobM 3 SEQ ID NO: 14-17, aMHHOKHCIIOTHYEO
nocnenosatebHOCTE VH-FR2, koTopas Ha mo MeHbiieit mepe npubnmsurensHo 80%, 90%, 95%,
97%, 98% umu 99% uneHTHYHA AMUHOKHUCJIOTHOHN MOCIEA0BATENbHOCTH, MTPEACTABICHHON MO
o6 13 SEQ ID NO: 18 unm 19, amuHokucnornyo nocienosatenbHocTs VH-FR3, koropas

Ha MO MeHbLIel Mepe mpuOam3uTeNbHO 90% MAeHTHYHA AMIUHOKHCIIOTHOM MOCIIeIOBATEIbHOCTH,
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npencrasieHHoi nox iooeM u3 SEQ ID NO: 20-22, uan aMUHOKHCIOTHYIO
nocnenoBatenbHOCTh obnactu VH-FR4, koropas Ha o MeHbIei Mepe npudausurenbao 80%,
90%, 95%, 97%, 98% unu 99% uaEeHTUYHA AMHUHOKHUCIIOTHOM MOCIEN0BATEIbHOCTH,
npencrasiaeHHod nox moosM n3 SEQ ID NO: 23-25. B onpeneneHHbIX BapuaHTax
OCYIIECTBJICHHUS OHA UJIH HECKOJIbKO Y€JIOBEUECKUX KapKACHBIX 00JACTEH KON LemH
coep>KaT aMUHOKHUCJIOTHYIO nocienoBaTenbHoCcTh VH-FR1, koTOpas Ha o MeHbIIei Mepe
npudm3uTeNbHO 80%, 90%, 95%, 97%, 98% wnu 99% uneHTHYHA aMUHOKHCIIOTHOMN
nocienosateabHoCTH, npeactasierHHoi mog SEQ ID NO: 15, aMmuHOKUCTOTHOM
nocnenosatenbHOCTH VH-FR2, xoTopast Ha o menbiueii mepe mpudausutenbHo 80%, 90%, 95%,
97%, 98% um 99% uneHTUYHA AMUHOKHUCJIOTHOHN MOCIEA0BATENbHOCTH, MTPEACTABICHHON MO
SEQ ID NO: 19, amunokucnotaoi nocienoBareabHoctTd VH-FR3, koTopast Ha o MeHbLei
mepe mpudausutenbHo 80%, 90%, 95%, 97%, 98% unu 99% uneHTUYHa AMUHOKUCIIOTHOU
nocnenoBaTeabHOCTH, npeactasieHHo mog SEQ ID NO: 20, 1 aMUHOKHCTIOTHYIO
nocnenosatenbHOCTE VH-FR4, koTopas Ha mo MeHbieit mepe npubnmmutensHo 80%, 90%, 95%,
97%, 98% um 99% uneHTHYHa AMUHOKHUCJIOTHOHN MOCIEN0BATENbHOCTH, MTPEACTABICHHON MO
SEQ ID NO: 24. B onpeneneHHbIX BapUaHTax OCYLIECTBIEHMs aHTUTENO, KOTOPOe
cnernuduuecku ces3biBaet LIF, conepskut onHy MM HECKOJIBKO YEJIOBEUECKUX KapKaCHBIX
o0JacTeil Ierkoi Leny, Coaep Kalix: aMIHOKHUCIIOTHYIO nociiefoBareabHocTh VL-FR1,
KOTOpasi Ha MO MeHbInel Mepe npudmuzuTebHO 80%, 90%, 95%, 97%, 98% wnnu 99%
UJICHTUYHA aMUHOKHCJIOTHOMW TIOC/IEA0BATENIHOCTH, MPpeACTaBIeHHOH nox ito0biM u3 SEQ ID
NO: 26-29, amuHOKHCIOTHYIO nocnenoBaTenbHOCTh VL-FR2, koTopas Ha o meHbIel mepe
npub3uTeNbHO 80%, 90%, 95%, 97%, 98% wnu 99% uaeHTHYHA aMUHOKHCIIOTHOMN
MOCJIEIOBATEIBHOCTH, MpencTaBieHHoM nox ro0bM 13 SEQ ID NO: 30-33, aMHMHOKUCIOTHYIO
nocnenoBatebHOCT VL-FR3, koTopast Ha mo Menbineli Mepe npudnusureabHo 80%, 90%, 95%,
97%, 98% um 99% uneHTHYHA AMUHOKHUCJIOTHOH MOCIEA0OBATEIbHOCTH, MTPEACTABICHHON MO
o066 u3 SEQ ID NO: 34-37, unu aMHHOKHUCIIOTHYIO nocienoBarenbHocTh VL-FR4, xoropas
Ha TI0 MeHbIel Mepe nmpudausuTenbHo 80%, 90%, 95%, 97%, 98% unu 99% uneHTUYHA
AMUHOKHCJIOTHOH TMOCJIeIOBATEIbHOCTH, TIpencTaBieHHoi nox moobm u3 SEQ ID NO: 38-40. B
OTPENENIEHHBIX BAPUAHTAX OCYIIECTBJICHHS OHA UM HECKOIBKO YEJIOBEYECKUX KaPKACHBIX
oOJacTeii JJIerkoH 1enu conepikaT aMHHOKHUCIIOTHYIO TiochienoBateabHocTh VL-FR1, koTopas Ha
1o MeHblIel Mepe npudnusureapbHo 80%, 90%, 95%, 97%, 98% wnu 99% unenTuyHa
aMUHOKHCJIOTHOM MOCJeN0BaTeNbHOCTH, npenacrasaeHHo nox SEQ ID NO: 27,

AMHMHOKHUCJIOTHOM nocienosaTeapHOCTU VL-FR2, koTOpast Ha o MeHblIel mepe
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npudm3uTenbHo 80%, 90%, 95%, 97%, 98% wnn 99% uneHTU4YHa aMUHOKHUCIOTHON
nocyienoBaTeabHOCTH, npeactasieHHoi noa SEQ ID NO: 31, amuHOKHUCIOTHON
nocienosarenbHocTd VL-FR3, koTopast Ha o MeHbIueii mepe npudnausurenabao 80%, 90%, 95%,
97%, 98% nmu 99% uneHTHYHa aMIHOKHUCIOTHOH MMOC/IeI0BATEIbHOCTH, TIPEICTABICHHON 1O
SEQ ID NO: 35, u aMUHOKHUCIOTHYIO nocienoBaTenbHOCTh VL-FR4, koTOopast Ha Mo MeHbIuei
mepe mpudausuTebHo 80%, 90%, 95%, 97%, 98% unu 99% unaeHTUYHA AMUHOKHUCIOTHOM
nocienoBaTenbHOCTH, npencrasiaerHHoi nmog SEQ ID NO: 38. B onpeneneHHbIX BapuaHTax
OCYIIECTBJICHUS OJHA MJTU HECKOJIbKO YeJIOBEUECKUX KapKaCHBIX 00JIACTEH TsKeION LenH U

OJTHA WJTH HECKOJIbKO YeJIOBEUECKUX KapKACHBIX 00JIacTel JIETKOH 1ernu CONepskaT BCe 13
aMHUHOKHUCIIOTHOH nocnenosaTenpHocTu VH-FR1, koTOpast Ha mo MeHbIei mepe
npudmsuTenbHo 80%, 90%, 95%, 97%, 98% wau 99% uneHTUYHa aMUHOKHCIIOTHON
nocnenosateapbHoCcTH, npeactasieHHon mog SEQ ID NO: 15, amuHOKHUCTOTHOM
nocnenosatenbHOCTH VH-FR2, xoTOpas Ha mo menbInei mepe npudmusutensao 80%, 90%, 95%,
97%, 98% um 99% uaeHTUYHA AMUHOKHUCJIOTHOH MOCIEA0BATENbHOCTH, MTPEACTABICHHON MO
SEQ ID NO: 19, amunokucnotHoi nocnenoBareabHocTd VH-FR3, koTopast Ha no MeHbLei
mepe npudansuTenbHo 80%, 90%, 95%, 97%, 98% wnu 99% uneHTHYHa AMUHOKHCIIOTHOU
nocyienosaTeabHOCTH, npeactasieHHoi nog SEQ ID NO: 20, aMuHOKUCTOTHOM
nocnenosatenbHOCTH VH-FR4, xoTopast Ha mo menbiueii Mmepe npudnmsutensHo 90%

UJCHTUYHA AMUHOKHCJIOTHOM MOCIeN0BaTeNbHOCTH, npeactasaeHHoi mox SEQ ID NO: 24,
aMUHOKHUCJIOTHOH nocaenosaTensHocTd VL-FR1, koTtopast Ha mo MeHbLiei Mepe
npub3uTenbHo 80%, 90%, 95%, 97%, 98% uau 99% uneHTUYHA AMUHOKUCIIOTHOM
nocienoBateapbHoCTH, npeactasierHHoi mog SEQ ID NO: 27, aMUHOKUCTIOTHOM
nocnenoBatebHOCTH VL-FR2, koTopas Ha o meHblei mepe npubdnuzutensHo 80%, 90%, 95%,
97%, 98% um 99% uaeHTUYHA AMUHOKHUCJIOTHOHN MOCIEA0OBATEIbHOCTH, MTPEACTABICHHON MO
SEQ ID NO: 31, amunokucnotraoi nocnenoBareabHocTH VL-FR3, xoTopast Ha mo MeHbIei
mepe mpudausutenbHo 80%, 90%, 95%, 97%, 98% wnu 99% uneHTUYHA AMHUHOKUCIOTHOM
nocienosareabHoCTH, npeactasieHHo mog SEQ ID NO: 35, u aMUHOKUCTIOTHYIO
nocnenoBatenbHOCTh VL-FR4, koTopas Ha mo menbineii Mepe npubdiusureasHo 80%, 90%, 95%,
97%, 98% um 99% uneHTHYHAa AMUHOKHUCJIOTHOHN MOCIEA0BATENbHOCTH, MTPEACTABICHHON MO
SEQ ID NO: 38. B onpeneneHHbIX BAPHAHTAX OCYLIECTBICHHUS aHTUTEJIO CIIeLU(pUIECKU
cBs3bIBaeT uenoseueckuil LIF. B onpeneneHHbIX BapuaHTax OCYIIECTBIEHUs AHTUTENO0, KOTOPOE
cneruduaecku ces3biBaet LIF, conep:kut onHy MM HECKOJIBKO YEJIOBEUECKHX KaPKACHBIX

o0acTeil TsKeNoN 1eTH, CoepIKalluX: aMUHOKHUCIOTHYIO nocienosarenbHoct VH-FR1,
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KOTOpasi HIEHTUYHA aMUHOKHUCJIOTHOM MOCIIEIOBATEIbHOCTH, MPEACTABIEHHON MO JIFOOBIM 13
SEQ ID NO: 14-17, aMmuHOKHCIOTHYO nocneaosarenbHocTh VH-FR2, koTopas ugenTuuHa
AMHHOKHUCJIOTHOM MOCJIeI0BATEIbHOCTH, TIpeAcTaBieHHoi noy modeiM u3 SEQ ID NO: 18 unu
19, amuHokuCIOTHYIO nocnenoaTenbHOCTh VH-FR3, koTOpas naeHTnyHa aMUHOKUCTIOTHON
MOCJIEIOBATEIBHOCTH, MpencTaBiaeHHon noy ioobiv u3 SEQ ID NO: 20-22, unu
AMHHOKHUCJIOTHYIO mociienoBaTebHocTh obnactu VH-FR4, xoropast unenTrnyHa
AMUHOKHUCJIOTHOU TIOCJIeIOBATENIbHOCTH, MpencTasieHHoi noxa ioobm u3 SEQ ID NO: 23-25. B
OTIPENIeNIEHHBIX BAPUAHTAX OCYIIECTBICHHS OHA WJIH HECKOJIBKO YEJIOBEUECKUX KaPKACHBIX
obJacTeil TSKeJIOHN Leru COoepKaT aMIHOKHUCIIOTHY IO TiochenoBatenbHocTh VH-FR1, koTopas
UIEHTUYHA AMIUHOKHUCJIOTHOHN NocnienoBaTenbHOCTH, nipeacrasieHHo nmog SEQ ID NO: 15,
aMHUHOKHCIJIOTHYIO nocienosatenbHocTs VH-FR2, koTopas napeHTHYHa aMUHOKUCTIOTHON
nocyienoBaTeabHOCTH, npeactasieHHon moa SEQ ID NO: 19, aMuHOKUCTIOTHYIO
nocaeaoBaTeapbHoCcTh VH-FR3, koTOpas naeHTHYHa aMUHOKHUCIOTHON MOC/IEI0BATEIbHOCTH,
npencrasnenHoi nmoa SEQ ID NO: 20, 1 aMMHOKHUCIOTHYIO niocnienoBaTeabHoCTh VH-FR4,
KOTOpasi UIEHTUYHA aMUHOKHUCIIOTHOM MOCIeI0BaTeNbHOCTH, npeacTasieHHo nog SEQ ID NO:
24. B onpeneneHHBIX BApHAHTAX OCYLIECTBICHUS aHTUTEJO, KOTOPOE CIeU(UISCKU CBSI3bIBACT
LIF, cogep>XuT OgHY HJIM HECKOJIBKO YEJIOBEUECKIX KapKaCHBIX 00acTel JIerkKoi 1ery,

COAEpP KALIMX . AMUHOKHUCIIOTHYIO ntocienoBaTenpbHocTh VL-FR1, koTopast unentuyHa
AMHHOKHUCJIOTHOMH MOCIIeI0BATEIbHOCTH, TIpeAcTaBieH o noy oobemM 13 SEQ ID NO: 26-29,
aMUHOKHCJIOTHYIO nocyienoBaTenbHOCTh VL-FR2, koTOpas nneHTn4Ha aMUHOKUCIOTHON
MOCJIEIOBATEIBHOCTH, MpencrasiaeHHon noy ioobiv u3 SEQ ID NO: 30-33, aMMHOKHUCIOTHYIO
nocaeaoBaTeabHOCTh VL-FR3, koTOpast naeHTHYHAa aMUHOKHUCJIOTHOMN MOCIEA0BATEIbHOCTH,
npexacrasieHHoi nox oM 13 SEQ ID NO: 34-37, uiu aMUHOKHCIIOTHYEO
nocaeaoBaTeapbHOCTh VL-FR4, koTOpast uaeHTHYHa aMUHOKHUCJIOTHON MOCIEA0BATEIbHOCTH,
npexacrasienHoi nox oM 13 SEQ ID NO: 38-40. B onpeneneHHbIX BapUaHTaxX
OCYIIECTBJICHUS OJHA MJTH HECKOJIbKO YeJIOBEUECKUX KapKaCHBIX 00JIACTel JIErKou e
coAep>KaT aMUHOKUCJIOTHYIO nTocienoBaTenbHOCTh VL-FR1, koTopas naeHtuuna
aMUHOKHCJIOTHOM TMOCJeN0BaTeNbHOCTH, npenactasieHHoi nox SEQ ID NO: 27,
aMHUHOKHCIIOTHYIO NocaeaosarenbHocTs VL-FR2, koTopast nneHTH4Ha aMUHOKHUCIIOTHOU
nocienoBaTenbHOCTH, npeactasieHHoi mog SEQ ID NO: 31, aMUHOKHCIIOTHYO
nocuaeaoBaTenbHOCTh VL-FR3, kOTOpast naeHTHYHAa aMUHOKHUCJIOTHON MOCIEA0BATENbHOCTH,
npencrasnenHo noa SEQ ID NO: 35, u aMMHOKHUCIOTHYIO nocsieoBaTeabHOCTh VL-FR4,

KOTOPasi UIEHTUYHA aMUHOKUCIOTHOM MocyieoBaTeabHOCTH, npeactasiaeHHon nox SEQ ID NO:
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38. B onpeneneHHbIX BapuaHTax OCYLIECTBIEHUs OHA UJIH HECKOJBKO YEJIOBEYECKUX
KapKacHbIX 00J1acTe! TSHKENOHN Leny U OTHA HIIH HECKOJIBKO YeJIOBEUECKUX KapKacHbIX oOJacTeil
JIETKOM LIeNH CoAep:kaT aMUHOKHUCIIOTHYI0 nocienoBaTenbHocTh VH-FR 1, koTopast unentuyHa
aMUHOKHUCJIOTHOH MOcjenoBaTebHOCTH, npencrasierHHo nog SEQ ID NO: 15,
AMUHOKHUCIIOTHYIO nocienoBarenbHOCTh VH-FR2, koTopas uneHruiHa aMUHOKUCIOTHOM
nocyenoBaTeabHOCTH, npeactasierHHoi moa SEQ ID NO: 19, aMUHOKUCTIOTHYIO
nocaeaoBaTeabHOCTh VH-FR3, koTOpas naeHTUYHa aMUHOKUCIOTHOM MOCIEI0BATEIbHOCTH,
npencrasnenson moa SEQ ID NO: 20, aMuHOKUCIOTHYIO TiocienoBaTtenbHocTh VH-FR4,
KOTOpasi HIGHTUYHA aMUHOKHUCIIOTHOM MOCIe0BaTEbHOCTH, npeacTasieHHon nog SEQ ID NO:
24, aMMHOKHUCIIOTHYIO nocnenosaTenbHocTh VL-FR1, koTOpas naeHTHYHa aMMHOKUCIOTHON
nocyienoBaTeabHOCTH, npeactasieHHon moa SEQ ID NO: 27, aMUHOKUCTIOTHYIO
nocaeaoBaTeabHOCTh VL-FR2, kOTOpast uaeHTHYHa aMUHOKHUCJIOTHON MOCTIEA0BATEIbHOCTH,
npencrasnenHoi nmoa SEQ ID NO: 31, aMMHOKUCIOTHYIO nocnenoBaTeabHoCcTh VL-FR3,
KOTOpasi ©IEHTUYHA aMUHOKHUCIIOTHOM MOCJen0BaTebHOCTH, npeacTasieHHoi noa SEQ ID NO:
35, 1 aMUHOKHCIIOTHYIO MOCaeA0BaTeNbHOCTh VL-FR4, koTOpas naeHTM4Ha aMMHOKUCIIOTHON
nocjenoBaTenbHOCTH, npencrasiaenHHol nog SEQ ID NO: 38. B onpeneneHHbIX BapuaHTax
OCYIIECTBIICHHSI aHTHTEJNO Crieln(UIECKU CBsI3bIBaeT uenoBedeckuii LIF.

[0081] B ompeneneHHbIX BapUaHTaX OCYIUECTBJICHHs B JAHHOM JOKYMEHTE OMUCAHO aHTUTEIO,
kotopoe crierduuecku cesasbiBaeT LIF, copepikaniee aMMHOKHCIOTHYIO OC/IEA0BATENbHOCTD
VH-CDRI1, xotopas Ha o MeHb1ueii mepe 80% unu 90% uaeHTH4IHa MoCae0BaTeIbHOCTH,
npexacrasiennoi nog SEQ ID NO: 1 (GFTFSHAWMH), aMMHOKHCIOTHYIO
nocnenosaTenbHOCTs VH-CDR2, kotopas Ha o meHbluel Mepe 80%, 90% unu 95% unentuuna
nocienosarenbHocTy, npenctasieHHod nox SEQ ID NO: 4 (QIKAKSDDYATYYAESVKG), u
aMUHOKHUCJIOTHYIO nocnenosatenbHocTs VH-CDR3, kotopast Ha o mMeHblei mepe 80% unu
90% upeHTHYHa MocaenoBarenbHOCTH, ipenacTasiennoi mog SEQ ID NO: 8 (TSWEWDLDF).
B ompeneneHHbIX BapuaHTax OCYIIECTBIEHHS B JAHHOM JOKYMEHTE OMMCAHO aHTUTENO, KOTOPOe
cneruduaecku cpsizbiBaet LIF, comgepikalinee aMMHOKHCIOTHYIO niocienoBaTenbHocTh VL-CDRI,
KoTopasi Ha 1o MeHblnel Mepe 80% umn 90% uaeHTHYHA MOCIEA0BaTEIbHOCTH,
npexncrasienHoi nog SEQ ID NO: 9 (RSSQSLLDSDGHTYLN), aMUHOKHCIOTHYIO
nocnenosatenbHocTh VL-CDR2, koTopas Ha no meHblueli mepe 80% uaeHTH4YHa
nocienosarenbHocTy, npenacrasaeHHoi mox SEQ ID NO: 11 (SVSNLES), 1 aMUHOKUCIIOTHYFO
nocnenosatenbHOcTh VL-CDR3, koTopas Ha no mesbiueii mepe 80% unu 90% uneHTudHa

nocienosarenbHocTH, npeactasaeHHoi nmox SEQ ID NO: 13 (MQATHAPPYT). B
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ONpEeNENEHHBIX BAPUAHTAX OCYIIECTBJICHHUS B JAHHOM TOKYMEHTE OMHCAHO AHTUTEJIO, KOTOPOE
cneunguyecku cesszbiBaeT LIF, copeprkalinee aMMHOKHCIIOTHYIO MOCHe0BaTeNbHOCT VH-
CDRI1, npencrasiennyto nox SEQ ID NO: 1 (GFTFSHAWMH), aMMHOKHCIOTHYIO
nocnenosarenbHOCcTs VH-CDR2, npencrasnennyto nox SEQ ID NO: 4
(QIKAKSDDYATYYAESVKG), aMuHOKHCIIOTHYIO ocienoBaTenbHocTh VH-CDR3,
npencrasiennyro nogq SEQ ID NO: 8 (TSWEWDLDF), aMUHOKHCIIOTHYIO MTOCNIEAOBATEIbHOCTh
VL-CDRI1, npencrasnennyto nog SEQ ID NO: 9 (RSSQSLLDSDGHTYLN), aMUHOKHUCIIOTHYIO
nocienosatenbHocTh VL-CDR2, npencrasnennyto nmog SEQ ID NO: 11 (SVSNLES), u
aMUHOKHCIIOTHYIO nocnenosatenbHocTh VL-CDR3, npencrasnennyro noxg SEQ ID NO: 13
(MQATHAPPYT). OnpenenenHble KOHCEPBATHBHBIE AMUHOKHUCIIOTHBIE 3aMEHBI
MPEeNyCMOTPEHBI B AMUHOKHUCJIOTHBIX TTocienoBaTeapbHocTsiX CDR no HacTosimemy
u3obpeTeHn0. B onpeneieHHbIX BApUAHTAaX OCYIIECTBICHHs aHTUTENO conep:kuT CDR,
KOTOPBIE OTIMYAKOTCS] OT AMUHOKHCIIOTHOH ITOCIIEI0OBATEIbHOCTH, MPEACTABICHHOH MO JIF0OBIM
u3 SEQID NO: 1,4,8,9,11u 13, no 1, 2, 3 wnu 4 amuHokucnoraMm. B onpeneneHHbIx
BapUaHTaX OCYyIIeCTBJICHUs aHTuTeNo conepkut CDR, koTopble oTnuyaroTcst oT
AMUHOKHCJIOTHOH TIOCIIEIOBATENIBHOCTH, NpenctapieHHon mox ooeiM u3 SEQ ID NO: 1, 4, 8, 9,
11u 13, mo 1, 2, 3 unu 4 aMMHOKHCIIOTaM U He BIUSIOT Ha aQ(pUHHOCTD CBSA3BIBAHUS DOJiee ueM
Ha 10%, 20% unu 30%. B onpeneneHHbIX BaApUaHTaxX OCYLIECTBJIEHUS aHTUTENA, KOTOPbIE
cneunduvecku cBsizbiBatoT LIF, comepkat oHy MM HECKOJIBKO Y€JI0BEYECKUX KAPKACHBIX
o0JiacTeit TSKeNON 1enH, COepIKalluX . aMHUHOKHCIIOTHYIO nocienosarenboct VH-FR1,
KOTOpasi Ha 1Mo MeHbinei Mepe mpudnu3uTesibHo 80%, 90%, 95%, 97%, 98% umu 99%
UJIEHTUYHA AMUHOKUCJIOTHOM MOCIEA0BATEIbHOCTH, MPEACTABIEHHOM o iro0biM u3 SEQ ID
NO: 14-17, amuHokucnoTHY10 nocnenosaTenbHocTh VH-FR2, koTopas Ha mo MeHbIel Mepe
npudmmsuTenbHo 80%, 90%, 95%, 97%, 98% wau 99% uneHTUYHa aMUHOKHCIIOTHON
MOCJIEIOBATEIBHOCTH, MpencTaBieHHon noy moobmM u3 SEQ ID NO: 18 unu 19,
aMHUHOKHCIIOTHYIO nocnenosatenbHocTs VH-FR3, koTopas Ha mo meHblueil mepe
npubnu3nuTensHO 90% HIeHTHYHa AMUHOKHUCIIOTHOH MOCIEA0BATENIbHOCTH, NIPEACTABICHHOM
non iro0bM 13 SEQ ID NO: 20-22, uitn aMHHOKHCIIOTHYIO MOCIeNOBaTeIbHOCTh obnactu VH-
FR4, xotopas Ha 1o MeHbInel Mepe npuoansuTensHo 80%, 90%, 95%, 97%, 98% umu 99%
UJICHTUYHA AMUHOKHCJIOTHOM MOCIEAOBATEIBbHOCTH, MPEACTaBIeHHOM o iro0bM 3 SEQ 1D
NO: 23-25. B onpeneneHHbIX BApUAHTAX OCYLIECTBJIEHHUS OHA WJIM HECKOJIbKO YEJIOBEUECKUX
KapKaCHBIX 00JacTel TsHKEJION ey CoaepkaT aMHHOKUCIIOTHYIO TIOCIe0BaTeIbHOCTh VH-

FR1, koropas Ha o menbinei Mepe npuoansuTenbHo 80%, 90%, 95%, 97%, 98% umu 99%
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UJEHTUYHA aMUHOKHUCJIOTHOM MOCIeA0BaTeNbHOCTH, npencrasnenHoi noa SEQ ID NO: 15,
aMHMHOKHUCJIOTHOM nocienosaTeapHOCT VH-FR2, koTOpast Ha Mo MeHbIein mepe
npubnusutensHo 80%, 90%, 95%, 97%, 98% uan 99% uneHTHYHA AMUHOKHUCIOTHON
nocJie1oBaTeNbHOCTH, npencrasiaeHHon nog SEQ ID NO: 19, aMMHOKUCTIOTHOM
nocnenoBatebHOCTH VH-FR3, xoTopas Ha nmo meHbIueii mepe nmpubdausutenbio 80%, 90%, 95%,
97%, 98% umm 99% uaeHTUYHA AMUHOKHUCJIOTHOHN TOCIEA0BATEIbHOCTH, MTPEACTABICHHON MO
SEQ ID NO: 20, n aMmuHOKUCIOTHYO nocienoBarenbHocTh VH-FR4, koTopast Ha mo MeHbInei
mepe mpudausuTenbHo 80%, 90%, 95%, 97%, 98% umu 99% uneHTHYHA AMUHOKUCIIOTHOM
nocienoBaTenbHOCTH, npencrasiaeHHol nog SEQ ID NO: 24. B onpeneneHHbIX BapuaHTax
OCYIIECTBJICHUS] AHTUTEJIO, KOTOpoe crieruduyiecku cpsizbiBaeT LIF, comepxut onHy wiu
HECKOJIbKO YeJIOBEUEeCKHX KaPKACHBIX 00JIacTel JISTKOU enH, COAep KaIliX: aMUHOKHCIIOTHYEO
nocnenoBatebHOCT VL-FR1, koTopast Ha mo Menbineli Mepe npudmusureabHo 80%, 90%, 95%,
97%, 98% um 99% uneHTHYHA AMUHOKHUCJIOTHOH MOCIEA0BATENbHOCTH, MTPEACTABICHHON MO
ar00beiM 13 SEQ ID NO: 26-29, aMHHOKHCIIOTHYO TIocienoBaTeibHOCTh VL-FR2, xoTtopast Ha 1o
MeHbIIel Mepe npudnusutensHo 80%, 90%, 95%, 97%, 98% nmu 99% nuneHTHYHA
AMUHOKHUCJIOTHOH TOCJIeIOBATEIbHOCTH, MpencraBieHHon noy moosmm m3 SEQ ID NO: 30-33,
AMHUHOKHUCJIOTHYIO nocienoBarebHOCTh VL-FR3, xoTopas Ha no MeHbLien Mepe
npudm3uTenbHo 80%, 90%, 95%, 97%, 98% nnn 99% uneHTnYHa AMUHOKUCIIOTHOM
MOCJIeIOBATENIbHOCTH, MpeacTaBieHHoH nox o0biM u3 SEQ ID NO: 34-37, unu
aMUHOKHCJIOTHYIO nocaeaoBaTenbHOCTh VL-FR4, koTopas Ha no MmeHbIuel mepe
npubm3uTebHO 80%, 90%, 95%, 97%, 98% wnu 99% uaeHTHYHA aMUHOKHCIIOTHOMN
NIOCJIeIOBATENbHOCTH, pencTaBieHHoH nox modbM u3 SEQ ID NO: 38-40. B onpeneneHHbIX
BapHaHTaX OCYIIECTBJICHUs OJHA UM HECKOJIbKO YeJIOBEYECKIX KapKACHBIX 00JIacTel Jerkom
LIENU COZleprKaT AMUHOKUCIIOTHYIO rocienosarenbHocTh VL-FR1, koTopast Ha o MeHbluel Mepe
npudmsuTenbHo 80%, 90%, 95%, 97%, 98% unn 99% uaeHTUYHA aMUHOKHCIIOTHON
nocienoBareabHoCTH, npeactasieHHon mog SEQ ID NO: 27, aMuHOKUCTIOTHOM
nocnenosatenbHOCTH VL-FR2, koTOpast Ha mo MeHbIuei mepe npubnusureasHo 80%, 90%, 95%,
97%, 98% um 99% uaeHTUYHA AMUHOKHCJIOTHOMN MOC/IEOBATEIbHOCTH, MPEACTABAECHHOMN MO
SEQ ID NO: 31, amunokucnotHoi nocienoBareabHocTd VL-FR3, koTopasi Ha mo MeHbIei
mepe npudansutenbHo 80%, 90%, 95%, 97%, 98% unmu 99% uneHTUYHa AMUHOKUCIIOTHOU
nocnenoBaTeabHOCTH, npeactasieHHo nog SEQ ID NO: 35, 1 aMUHOKUCIOTHYIO
nocnenoBaTeabHOCTh VL-FR4, xotopas Ha no menbiueit mepe 90% uneHtuyuHa

aMUHOKHCJIOTHOM MOCeN0BaTeNbHOCTH, npeacTasieHHol nox SEQ ID NO: 38. B
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ONpEeNENEHHBIX BAPUAHTAX OCYIIECTBJICHUS OJJHA WM HECKOJIBKO YeJIOBEUECKUX KAPKACHBIX
o0acTei TsKeJIoN LIeTH U OIHA MJIH HECKOJIBKO YeJIOBEYECKUX KapKaCHBIX oOJyacTell 1erkoi
LIeNU COAepKaT BCEe U3 aMUHOKHUCIIOTHON nocnenosatenbHocTd VH-FR1, koropas Ha no
MeHblIeH Mepe npuoamusuTensHo 80%, 90%, 95%, 97%, 98% wu 99% uneHTHYHA
aMUHOKHCIIOTHOM TMOCjenoBaTebHOCTH, npeactasienHoi nox SEQ ID NO: 15,
aMHUHOKHCIIOTHOU nocnenosarenbHocTd VH-FR2, koTopast Ha no MeHbluel Mepe
npudm3uTeNbHO 80%, 90%, 95%, 97%, 98% wnu 99% uneHTHYHA aMUHOKHCIIOTHOMN
nocienoBateabHoCTH, npeactasierHHoi mog SEQ ID NO: 19, aMuHOKUCTIOTHOM
nocnenosatenbHocTH VH-FR3, koTOpas Ha nmo meHsbInel Mepe npudausureabHo 80%, 90%, 95%,
97%, 98% um 99% uneHTUYHA AMUHOKHUCJIOTHOHN MOCIEA0BATEIbHOCTH, MTPEACTABICHHON MO
SEQ ID NO: 20, amunokucnoTHou nocienoBareabHoctTd VH-FR4, koTopast Ha o MeHbLuei
Mepe npudau3uTenbHo 90% MAeHTUYHA AMUHOKHCIIOTHOM MOCIEOBATEIbHOCTH,
npencrasnennoi nmoa SEQ ID NO: 24, amuHokucnoTtHo# nocnegosarenbHoctu VL-FR1,
KOTOpasi Ha 1Mo MeHbIned Mepe npudnm3uTesibHo 80%, 90%, 95%, 97%, 98% umu 99%
UJEHTUYHA aMUHOKHUCJIOTHOM MOCEA0BaTeNbHOCTH, TipencrasnenHoi noa SEQ ID NO: 27,
aMHUHOKHCJIOTHOM nocienosarenbHocTd VL-FR2, koTOpast Ha o MeHbLIen Mepe
npudmmsuTensHo 80%, 90%, 95%, 97%, 98% wumn 99% uneHTHYHa AMUHOKUCIIOTHOM
nocynenosaTeabHOCTH, npeactasieHHoi noa SEQ ID NO: 31, amuHOKHUCIOTHON
nocienosarenbHocTd VL-FR3, koTopast Ha o MeHbIueii mepe npudmsureabHo 80%, 90%, 95%,
97%, 98% nmu 99% uneHTHYHAa aMUHOKHUCIOTHOH MOC/Ie0BATeIbHOCTH, TIPEICTABICHHON 1O
SEQ ID NO: 35, u aMHHOKHUCIOTHYIO nocienoBaTenbHOCTh VL-FR4, koTOpast Ha Mo MeHbIei
mepe mpudausuTebHo 80%, 90%, 95%, 97%, 98% wunu 99% uneHTHYHA AMUHOKHUCIIOTHOM
nocienoBaTenbHOCTH, npencrasiaerHHol nog SEQ ID NO: 38. B onpeneneHHbIX BapuaHTax
OCYIIECTBJICHUS aHTUTENIO crierududeckn cBsi3biBaeT yenopeueckuii LIF. B onpenenennbx
BapHaHTaX OCYIIECTBJICHHs aHTUTENO, KOTOpoe crienudpuuecku cBsizbiBaeT LIF, comep:kut oqHy
WJTH HECKOJIBKO YEJIOBEYECKUX KAPKACHBIX 00JIACTeH TSKEJIOHN LeH, COIep KaIInX
aMHUHOKHCIJIOTHYIO nocienosatenbHocTs VH-FR1, koTopas napeHTHYHAa aMUHOKUCTIOTHON
MOCJIEIOBATEIBHOCTH, MpencrasiaeHHon noy ioobM 3 SEQ ID NO: 14-17, aMHHOKHUCTIOTHYIO
nocaeaoBaTeapbHOCTh VH-FR2, kOoTOpas naeHTHYHa aMUHOKHUCIIOTHON MOCIE0BATEIbHOCTH,
npencrasiennoi nox iooeM u3 SEQ ID NO: 18 unn 19, aMUHOKUCITIOTHYIO
nocaeaoBaTenbHocTh VH-FR3, kOoTOpas naeHTHYHAa aMUHOKHUCJIOTHON MOCAEA0BATENBbHOCTH,
npencrasieHHoi nox iooeM u3 SEQ ID NO: 20-22, uar aMUHOKHCIOTHYIO

nocienosarenbHOCTh oonact VH-FR4, xotopas uaeHTHYHA aMUHOKHCIIOTHON
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NIOCJIEIOBATENBbHOCTH, MpeacTaBieHHoH noa moobm n3 SEQ ID NO: 23-25. B onpeneneHHbIX
BapHaHTaX OCYIIECTBJICHUs OJHA UM HECKOJIBKO YEJIOBEYECKIX KapKAaCHBIX 00JIacTel TSKeNoH
LIEMU COZlepKaT aMUHOKUCIIOTHYIO nocieaosarenbHocTh VH-FR 1, kotopas nnpentuyna
aMUHOKHUCJIOTHOH MOcjenoBaTebHOCTH, npencrasierHHo nog SEQ ID NO: 15,
AMUHOKHUCIIOTHYIO nocienoBarenbHOCTh VH-FR2, koTopas uneHruiHa aMUHOKUCIOTHOM
nocyenoBaTeabHOCTH, npeactasierHHoi moa SEQ ID NO: 19, aMUHOKUCTIOTHYIO
nocaeaoBareapbHoCcTh VH-FR3, koTOpas naeHTHYHa aMUHOKHUCIOTHOM MOCAEA0BATEIbHOCTH,
npencrasnenro nmoa SEQ ID NO: 20, 1 aMHHOKUCIOTHYIO TiocnenoBaTeabHocTh VH-FR4,
KOTOpasi HIGHTUYHA aMUHOKHUCIIOTHOM MOCIe0BaTEbHOCTH, npeacTasieHHon nog SEQ ID NO:
24. B onpeneneHHbIX BApUAHTAX OCYLIECTBIIEHUSI aHTUTEJO, KOTOPOE CIEU(pUIECKH CBSI3bIBACT
LIF, conep>kuT OXHY MJIK HECKOJIbKO YeJIOBEYECKIX KapKACHBIX 00IacTel JIerKOH 1ery,

COAEpP KALIMX . AMUHOKHUCJIOTHYIO ntocienoBaTeabHocTh VL-FR1, koTopas uaeHTuyHa
AMUHOKHUCJIOTHOH TOCJIeIOBATEIbHOCTH, MpeacTaBieHHoM mox modbm 3 SEQ ID NO: 26-29,
aMHUHOKHCIIOTHYIO NocaeaoBarenbHocTs VL-FR2, koTopast nneHTH4Ha aMUHOKHUCIIOTHOU
MOCJIEIOBATEIBHOCTH, MpencrasieHHon noy moobm u3 SEQ ID NO: 30-33, aMHHOKHUCTIOTHYIO
nocaeaoBaTenbHOCTh VL-FR3, kOTOpast naeHTHYHa aMUHOKHUCJIOTHON MOCIEN0BATEIbHOCTH,
npexacrasieHHoH oy ooeM 3 SEQ ID NO: 34-37, nnu aMHHOKHCTIOTHY IO
nocaeaoBaTenbHOCTh VL-FR4, koTOpast uaeHTHYHAa aMMHOKHUCJIOTHON MTOCIEA0BATENbHOCTH,
npencrasiaeHHo nox moosM n3 SEQ ID NO: 38-40. B onpeneneHHbIX BapuaHTax
OCYILECTBIIEHHSI OJTHA WJTH HECKOJIbKO Y€JIOBEYECKUX KapKACHBIX 00JlacTel JIErkoi 1enu
coaep>KaT aMUHOKHUCIOTHYIO TiocienoBaTebHOCTh VL-FR1, koTopas uapeHTuuHa
aMUHOKHCIIOTHOM TMOCJeN0BaTeNbHOCTH, npeactasaenHoi nox SEQ ID NO: 27,
AMUHOKHCIIOTHYIO nocaeaosarenbHocTs VL-FR2, koTopas nneHTniHa aMMHOKHCIOTHOM
nocyienoBaTeabHOCTH, npeactasierHHoi moa SEQ ID NO: 31, aMUHOKHCTOTHYIO
nocaeaoBaTeapbHOCTh VL-FR3, kOTOpast naeHTHYHa aMUHOKHUCJIOTHON MOCTIEA0BATENbHOCTH,
npencrasnennoi nmoa SEQ ID NO: 35, u aMHHOKUCIOTHYIO nocsienoBaTeabHOCTh VL-FR4,
KOTOpasi HICHTUYHA aMUHOKHUCIIOTHOM MOCJIeN0BaTENbHOCTH, npeacTasieHHol nog SEQ ID NO:
38. B onpeneneHHbIX BapUaHTax OCYLUECTBJICHUS OHA UM HECKOJIBKO YEJOBEYECKUX
KapKaCHBIX 00JIacTel TSHKEJION LeTH U OHA WITH HECKOJIbKO YeJIOBEYECKUX KapKacHBIX 00JlacTei
JIETKOW LIeTH COZIePKaT aMUHOKHUCIIOTHYIO nocienosarenbHocTh VH-FR1, koTOpas naeHTuyHa
aMUHOKHCJIOTHOM TMOCJeN0BaTeNbHOCTH, npenactasieHHoi nox SEQ ID NO: 15,
aMHUHOKHCJIOTHYIO nocaenosatenbHocTs VH-FR2, koTopas nageHTHYHa aMUHOKUCIIOTHOU

nocyienoBaTeabHOCTH, npeactasieHHoi noa SEQ ID NO: 19, aMUHOKUCIIOTHYO
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nocaeaosaTenpbHOCcTh VH-FR3, kOoTOpas naeHTHYHAa aMUHOKHUCJIOTHON MOCIEA0BATENbHOCTH,
npencrasnenHon noa SEQ ID NO: 20, aMMHOKUCIOTHYIO nocienoBatenbHocTh VH-FR4,
KOTOpasi HIEHTUYHA aMUHOKHUCJIOTHON TIOCIe1oBaTeIbHOCTH, nipencrasierHHoi nog SEQ ID NO:
24, aMMHOKHUCJIOTHYIO nocnenosaTenbHocTh VL-FR1, koTOpas naeHTnYHa aMMHOKHUCIOTHOMN
nocyenoBaTeabHOCTH, npeactasiernHoi moa SEQ ID NO: 27, aMUHOKUCTIOTHYIO
nocaeaoBaTeabHOCTh VL-FR2, koTOpast naeHTHYHa aMUHOKHUCJIOTHON MOCIEA0BATEIbHOCTH,
npencrasnenro moa SEQ ID NO: 31, aMuHOKUCIOTHYO ntocienoBaTeabHOCTh VL-FR3,
KOTOpasi HIEHTUYHA aMUHOKHUCIIOTHOM MOCIeI0OBaTebHOCTH, npeacTasieHHo nog SEQ ID NO:
35, 1 aMUHOKHCIIOTHYO nociaenosarenbHocTh VL-FR4, koTopas naeHTH4Ha aMMHOKUCIOTHON
nocienoBaTeNbHOCTH, npencrasiaeHHoi nog SEQ ID NO: 38. B onpeneneHHbIX BapuaHTax
OCYIIECTBJICHUS] AHTUTEJIO CrielU(UIeCKH CBsi3bIBaeT YenoBeueckuii LIF.

[0082] B ompeneneHHbIX BapUaHTaxX OCYILECTBJICHHs B TAHHOM JOKYMEHTE OMUCAHO aHTUTEO,
kotopoe crierudruecku ceszbiBaet LIF, coneprxamee BapnadenbHyro obmactb
I'YMaHU3UPOBAHHOM TSDKEJION LIENH, COAEPIKALYI0 AMUHOKHUCIOTHYIO MOCTIEI0BATENbHOCTD,
KOTOpasi Ha 1o MeHbIel Mepe npuonmsureabHo 80%, npubnusurensHo 90%, NMpUOIM3UTEIBHO
95%, npubmmurensHO 97%, npudbnusutensHo 98% nnu npudamsuTenbHo 99% nneHTu4Ha
AMUHOKHUCJIOTHOH TOCJIeI0BaTeNIbHOCTH, npencTasieHHo nox iodbiM 3 SEQ ID NO: 41,42 u
44. B onpeaeneHHbIX BApUaHTax OCYILECTBIEHUs B JAHHOM JOKYMEHTE OMMCAHO aHTUTEJIO,
kotopoe crierduuecku cesaszbiBaeT LIF, conepikamee BapuadenbHyro obmactb
IYMaHU3UPOBAHHOM TsDKEJION LEMH, COAEPKALYI0 AMUHOKHMCIOTHYIO MOCIEA0BATEIbHOCTD,
npezacrasieHnyto nox moobiM u3 SEQ ID NO: 41, 42 u 44. B onpeneneHHbIX BapHaHTaxX
OCYILECTBJICHHSI B JAHHOM JJOKYMEHTE OIUCAHO AHTUTEJIO, KOTOPOe CIE(PHIECKH CBA3BIBACT
LIF, conep:kainee BapradeapbHyO 00J1aCTh T'YMaHU3UPOBAHHOM JIETKOM IEMH, COAEPIKAIIYIO
AMHHOKHUCJIOTHYIO MOCIIEI0OBATEIIbHOCTD, KOTOPAast Ha IO MEHbIIeH Mepe npuoim3ureabHo 80%,
npubnusuTensHo 90%, npudamuTenabHo 95%, npudbnusutensHo 97%, npudnusurensHo 98%
WIH PUOTU3UTENBHO 99% MIEHTUYHA AMUHOKHUCIIOTHON TIOCIEIOBATEIbHOCTH,
npexacrasieHHoi nox oM 13 SEQ ID NO: 45-48. B onpeneneHHbIX BapUaHTax
OCYIIECTBIIEHHS JAHHOTO TOKYMEHTA OMHUCAHO aHTUTEJNO, KOTOPOE CIIeU(HUIECKH CBSI3bIBAET
LIF, conepxainee BapradenpbHy0 00J1aCTh T'YMaHH3UPOBAHHOM JIETKOH IeTH, COAEPKAIIYIO
AMUHOKHCJIOTHYIO TIOCJIEIOBATEIbHOCTD, MpeacTapieHHyIo nmox arooeM u3 SEQ ID NO: 45-48.
B onpeneneHHbIX BapuaHTaX OCYIIECTBJICHUS aHTUTENO CHEM(PUIECKH CBA3BIBAET
yenoseueckuil LIF.

[0083] B ompeneneHHbIX BapUaHTaxX OCYIUECTBJICHHs B TAHHOM JOKYMEHTE OMUCAHO aHTUTEIO,
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kotopoe crieruduuecku cesazbiBaet LIF, conepkamee BapradenbHyro 00aacTb
I'YMaHU3UPOBAHHON TSDKENOH LeTH, COMep Kally0 aMUHOKHICIOTHYIO TIOCIIE0BATENbHOCTD,
KOTOpasi Ha 1o MeHblIel Mepe npudansuTesnsHo 80%, npudnusureabHo 90%, MpUOIU3UTENBHO
95%, npubamzurensHo 97%, npubnmsutensao 98% ninm npudamsurensHo 99% uneHTn4Ha
aMUHOKHUCJIOTHOM TMOcenoBaTeibHOCTH, npencrasiaerHHoi noa SEQ ID NO:42; u BapuabenbHyO
00J1aCTh T'YMaHU3UPOBAHHOM JIETKOH LIETH, CONEPIKAIYI0 aMUHOKHCIOTHYIO
NIOCJIEIOBATEIbHOCTD, KOTOPAsi Ha MO MEHbILIEH Mepe mpuOmu3uTebHo 80%, MpuOIH3UTEIHHO
90%, npudamuTenbHo 95%, npubdnusutensHo 97%, npubdansurensro 98% uim
npuOIU3NTENBEHO 99% MIeHTHYHA AMUHOKHUCIIOTHOH MOCIEA0BATEIbHOCTH, IPEACTABICHHOM
nox SEQ ID NO: 46. B onpeneneHHbIX BapuaHTaxX OCYLIECTBIEHUS B JAHHOM JIOKYMEHTE
OIHCAHO aHTUTEINO, KoTopoe crerduuecku ces3biBaet LIF, coneprxaimee BaprnadenbHy O
00J1acTh T'YMaHU3UPOBAHHOH TSDKEJION LETH, COAEPIKALIYI0 AMHHOKHUCIIOTHYIO
MOCJIeIOBATENBHOCTD, npencrapieHHyto moa SEQ ID NO: 42; u apuabenbHyro 0b1acTh
I'YMaHU3UPOBAHHON TSDKEJIOH eI, COMEPIKaIy0 aMUHOKHCIOTHYIO TIOCIIEOBATENBHOCTD,
npencrasieHnyo nog SEQ ID NO: 46.

[0084] B ompeneneHHbIX BapUaHTaxX OCYIUECTBJICHHs B JAHHOM JOKYMEHTE OMUCAHO aHTUTEIIO,
kotopoe crieruduuecku ceasbiBaer LIF, coneprxaiee BapnadenbHyo obmactb
I'YMaHU3UPOBAHHON TSDKENOH LT , COMep Kaly0 aMUHOKHCIOTHYIO TIOCIIEI0BATENBHOCTD,
KOTOpasi Ha 1o MeHbLIel Mepe npudansuTensHo 80%, npudnusnTtenbHo 90%, MpUOIU3UTETBHO
95%, npubmmzurensHo 97%, npubnmsurensao 98% nnn npudamsurensHo 99% uneHTn4Ha
aMUHOKHCIIOTHOM TMOcCenoBaTeabHoCTH, npeactasienHoi nox SEQ ID NO: 66; u
BapHuabeIbHY0 00J1aCTh T'YMAaHU3UPOBAHHOM JIETKOH LIETH, CONEPIKAINYI0 AMHHOKHUCIIOTHYIO
NOCJIEIOBATEILHOCTD, KOTOPAsi Ha MO MeHbLIEH Mepe mpubimu3uTesibHo 80%, mpuOIH3UTEIHHO
90%, mpubmm3uTeNbHO 95%, npudnusuteabHo 97%, npubnuzurensHo 98% unu
npuOIU3NTENBEHO 99% HIEeHTHYHA AMUHOKHUCIIOTHOH MOCIEA0BATEIbHOCTH, IPEACTABICHHOM
nox SEQ ID NO: 46. B onpeneneHHbIX BapUaHTaxX OCYLIECTBJIEHHUS B JAHHOM JIOKYMEHTE
OIMCAHO aHTUTENO, KoTopoe cnenuduuecku cBszbiBaeT LIF, cogepxainee BaprabenpHy0
00J1acTh T'YMaHU3UPOBAHHOH TSDKEJION LETH, COAEPIKALIYI0 AMHHOKHUCIIOTHYIO
MOCJIEIOBATEIBHOCTS, npencrapieHHyto mox SEQ ID NO: 66; u BapuadenbHyro 001acTh
I'YMaHU3UPOBAHHON TSDKEJIOH LETH, COMEPIKaIy0 aMUHOKHCIOTHYIO TIOCIIE0OBATENBHOCTD,
npencrasieHnyo nog SEQ ID NO: 46.

[0085] B ompeneneHHbIX BapUaHTaxX OCYIUECTBJICHHs B JAHHOM JOKYMEHTE OMUCAHO aHTUTEIO,

koTopoe crieruduuecku cesazbiBaet LIF, coneprkainee ryMaHU3NpOBaHHYIO TSDKENYIO LIETIb,
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COJZIEPIKALIYI0 AMUHOKHUCIIOTHYIO [TOC/IEA0BATEIbHOCTh, KOTOpAsi Ha 10 MEHbLIEH Mepe
npubnusuTensHo 80%, npudmmsurensHo 90%, npubausutensHo 95%, npubnusurensHo 97%,
npuban3uTensHo 98% wu npubIu3uTeNnbHO 99% MAEHTHYHA AMUHOKHUCIIOTHOM
NOCJIeIOBATENIbHOCTH, npencTaBieHHo noa aroobM n3 SEQ ID NO: 57-60; u
IYMaHU3UPOBAHHYIO JIETKYIO LI€Tb, COAEPKALIYI0 AMUHOKHUCIIOTHYIO MOCIE0BATEIbHOCTD,
KOTOpast Ha MO MeHbInel Mepe npudnusureabHo 80%, npubnusutensHo 90%, NPUOIMZUTETHHO
95%, npubmmurenbHo 97%, npubnusurensHo 98% wu npubnusurenbHo 99% uaeHTHYHA
AMUHOKHCJIOTHOH TMOCJIeIOBaTeIbHOCTH, TpencTaBieHHoi nox moobm u3 SEQ ID NO: 61-64. B
OTIpe/IeNIEHHBbIX BAPUAHTAX OCYLIECTBIIEHUS B JAHHOM JOKYMEHTE OMMCAHO aHTUTENO, KOTOpPOe
cneunguiecku cesazbBaeT LIF, comeprkariee ryMaHU3HPOBAHHYIO TSKENYIO LIEMb, CONEPIKAILYIO
AMUHOKHUCJIOTHYIO TIOCTIEIOBATEIbHOCTD, MpeAcTapieHHyto moxa irooeM u3 SEQ ID NO: 57-60;
Y TYMaHU3HUPOBAHHYIO JIETKYIO LIeTlb, COJEPIKaLIYy0 aMUHOKHCIIOTHYIO MOCJIE0BATENbHOCTD,
npexacrasieHHyro nox mooeM u3 SEQ ID NO: 61-64.

[0086] B ompeneneHHbIX BapUaHTaxX OCYIUIECTBJICHHs B JAHHOM JOKYMEHTE OMUCAHO aHTUTEIO,
kotopoe crierudruecku cesazbiBaet LIF, coneprxainee ryMaHU3UPOBAaHHYIO TSDKENYIO LIETIb,
COJIEPIKaLYI0 aMUHOKHUCIIOTHYIO [TOC/IEA0BATEIbHOCTh, KOTOpAasi Ha 10 MEHbLIEN Mepe
npubnusuTensHo 80%, npudmmsurensHo 90%, npubnusurtensHo 95%, npudnusurensHo 97%,
npubnusuTensHo 98% winu npubausuTeabHO 99% HAEHTHYHA AMUHOKHCIOTHOM
nocienosarenbHOCTH, npenactasneHHoi noa SEQ ID NO: 58; u ryMaHU3UpPOBaHHYIO JIETKYIO
LleMb, COAEPKALLYI0 AMUHOKHUCIOTHYIO MOCIE0BATENbHOCTD, KOTOPAsl Ha 110 MEHbLIEH Mepe
npubnusuTensHo 80%, npudamsurenbHo 90%, npubausutenbHo 95%, npubnuszurensHo 97%,
npubnu3uTenbHO 98% wiu npudIM3uTENbHO 99% UASHTUYHA AMUHOKHCIOTHON
nocieoBaTenbHOCTH, npencrasiaerHHol nog SEQ ID NO: 62. B onpeneneHHbIX BapuaHTax
OCYILECTBJIEHHSI B JAHHOM JJOKYMEHTE OITUCAHO AHTUTEJIO, KOTOPOE CIEIU(PHUECKH CBSI3bIBAET
LIF, conepkaiiee r'yMaHU3UPOBAHHYIO TSDKEIYIO LIETlb, COEPIKaLYI0 aMUHOKHUCIIOTHYIO
MOCJIEIOBATENbHOCTD, npeacTaBieHHyo o SEQ ID NO: 58; u ryMaHU3UPOBAHHYIO TSHKETYIO
L[eTb, CONEPIKAIIYI0 aMUHOKHUCIIOTHYIO IMOCIEN0BATENbHOCTD, npeacTasiaeHHyo noa SEQ ID NO:
62. B onpeneneHHbIX BAPUAHTAX OCYLIECTBJICHHUS B JAHHOM JOKYMEHTE OIUCAHO AHTUTEJIO,
koTopoe crierdruecku ceszbiBaet LIF, coneprxainee ryMaHU3UPOBAaHHYIO TSDKENYIO LIETIb,
COJZIEPIKaLIYI0 aMUHOKHCIIOTHYIO NTOCNIE0BATEIbHOCTb, KOTOpas Ha MO MEHbIIIEH Mepe
npubnusuTensHo 80%, npudmmsurensHo 90%, npubausutensHo 95%, npubnusurensHo 97%,
npubnusuTensHo 98% nnu npudaM3uTenbHO 99% MAEHTUYHA AMUHOKHCIOTHON

nocyenoBaTenbHOCTH, npencrasiaeHHon nog SEQ ID NO:67; u ryMaHU3UPOBAHHYIO JIETKYIO
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LeTIb, COAEPIKALIYI0 AMHHOKUCIIOTHYIO ITOCIIEI0BATENbHOCTD, KOTOPAast Ha 110 MEHbIIEH Mepe
npubnusuTensHo 80%, npudmmsurensHo 90%, npubausutensHo 95%, npubnusurensHo 97%,
npuban3uTensHo 98% wimu npubIu3uTeNnbHO 99% NAEHTHYHA AMUHOKHUCIOTHON
nocienosatenbHOCTH, npeactasaeHHol nox SEQ ID NO: 62. B onpeneneHHbIX BapUuaHTax
OCYILECTBJIEHHSI B JAHHOM JJOKYMEHTE OIUCAHO AHTUTEJIO, KOTOPOE Cre(PUIECKH CBA3bIBACT
LIF, coneprkaiee ryMaHU3UPOBAHHYIO TSDKENYIO LIETb, COAEPIKAIIYI0 aMUHOKHCIOTHYIO
MOCJIeIOBATEBbHOCTD, npeAcTaBieHHyo nog SEQ ID NO: 67; u ryMaHU3UPOBAHHYIO TSIKEIYIO
LIETb, COIEPIKAIIYI0 aMUHOKHUCIIOTHYIO MOCJIEN0BATENbHOCTD, Npeactasiennyto nmog SEQ ID NO:
62.

[0087] B onpeneneHHBIX BapUaHTaX OCYIIECTBJICHUS B JAHHOM JIOKYMEHTE OMHCAHO
PEKOMOMHAHTHOE aHTUTEIO, KOTOPOE CIeM(PUIECKH CBA3BIBAET JEHKO3-UHIHONP YOIt
dakrop (LIF), conepkariee onpeaensomy KOMIIEMEHTAPHOCTh 00IacTh 1 TskeNnoi nenu
(VH-CDRU1), conepskainyr aMHHOKHUCIIOTHYIO MOCJIEAOBATEIbHOCTD, IPEACTaBIeHHYO o SEQ
ID NO: 3; onpenensirouyro KOMILUIEMEHTapHOCTb 00Jacth 2 Tsikenoi uenu (VH-CDR2),
COZlepIKAIYI0 aMUHOKHUCIIOTHYIO MTOCJIEI0BATENbHOCTD, pencTasieHnyo noa SEQ ID NO: 4;
OTIPEACIISIONIYI0 KOMILIEMEHTapHOCTh 00sacTh 3 Tspkenoit uenu (VH-CDR3), conepskaryto
aMUHOKHCIJIOTHYIO MOCIEA0BATENbHOCTD, NpencTasieHnyto noga SEQ ID NO: 7; onpenensroryio
KOMIUIeMeHTapHOCTh oOnacth 1 nerkoii nenu (VL-CDR1), conep:xainyro aMHHOKHCIOTHYIO
NoCJIeIoBaTeNbHOCTD, npeactasieHHyto nmoa SEQ ID NO: 9; u onpenessrorntyio
KOMILIEMEHTapHOCTb 00acTh 2 nerkoi nenu (VL-CDR2), copepskainyro aMUHOKUCIIOTHYIO
MoCJIeIOBATEIbHOCTD, npeAacTaBieHHyo nox SEQ ID NO: 11; u onpeaensronyto
KOMILIEMEHTapHOCTh 00s1acThb 3 nerkoi tenu (VL-CDR3), comnep:kainyro aMUHOKHCIOTHYEO
NOCJIeI0BaTENbHOCTD, npeactasieHHyro noa SEQ ID NO: 13.

[0088] B onpeneneHHBIX BapUaHTaX OCYIIECTBJICHUS B JAHHOM JOKYMEHTE OMHCAHO
PEKOMOMHAHTHOE aHTUTEIO, KOTOPOe CIeM(PUIECKH CBA3BIBAET JIEHKO3-UHT HONP YOI
dakrop (LIF), conepkainee onpeaensomy0 KOMIIEMEHTAPHOCTh 00NIacTh 1 TsKeNnoi menu
(VH-CDRU1), conepskainyr aMHUHOKUCIIOTHYIO MOCJIEAOBATEIbHOCTD, IPEACTaBIeHHYO og SEQ
ID NO: 2; onpenensiroyro KOMILIEMEHTapHOCTb 00yacth 2 Tsokenoi uernu (VH-CDR2),

COZlep KAIlYI0 aMHHOKHUCIIOTHYIO MOCJIEI0BATENbHOCTD, pencTasieHnyio noa SEQ ID NO: §;
OTIPEACIISIONIYI0 KOMILIEMEHTapHOCTh 00sacTh 3 Tspkenoit uenu (VH-CDR3), conepskaryto
AMUHOKHCJIOTHYIO MOCEA0BATENbHOCTD, Mpenctasnennyto noga SEQ ID NO: 6; onpenensrorias
KOMIUIEMEeHTapHOCTh o0nacTk jierkoit neru 1 (VL-CDR1), comep:xainyro aMHHOKHCIOTHYIO

MOCJIEIOBATENbHOCTD, npeAcTaBieHHyo noa SEQ ID NO: 10; u onpeaensoyto
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KOMIUIEMEHTapHOCTh o0acthb 2 nerkoi uenu (VL-CDR2), comep:kainyro aMHHOKHCIOTHYIO
MOCJIEIOBATENbHOCTD, npeAcTaBieHHyo noa SEQ ID NO: 12; u onpeaensroyto
KOMILIEMeHTapHOCTb 00acTh 3 nerkoii renu (VL-CDR3), comepskainyro aMUHOKUCIOTHYIO
NIOCJIeI0BaTENbHOCTD, NpencTasieHHyto noga SEQ ID NO: 13. OnpeneneHHble KOHCEpBAaTHUBHbIE
AMUHOKHUCJIOTHBIE 3aMEeHBI MTPEeyCMOTPEHbI B AMUHOKHCIIOTHBIX MocienosaTenbHocTsIX CDR o
HACTOsIIEMY U300peTeHHI0. B onpeneneHHbIX BapUaHTaX OCYIIECTBICHUS] AHTUTEO COIEPIKHUT
CDR, xoTopble OTINYaIOTCs] OT aMUHOKHCIOTHOH MOCIEe0BATEIbHOCTH, IIPEACTABICHHON M0
aro6beiM 13 SEQ ID NO: 2, 5,6, 10, 12 u 13, mo 1, 2, 3 unu 4 amMuHOKHCTIOTaM. B onpeneneHHbIX
BapHaHTaX OCYILIECTBJIEHUs aHTUTeNOo coaepkuT CDR, koTopeie oTIn4aroTcs OT
AMUHOKHUCJIOTHOH TMOCJIeIOBaTeIbHOCTH, TpencTaBieHHol noy moobm u3 SEQ ID NO: 2, 5, 6,
10,12 u 13, mo 1, 2, 3 wiu 4 aMUHOKHUCIIOTaM | He BIUSIOT Ha ah(UHHOCTH CBSI3bIBAHMSI OoJiee
yeM Ha 10%, 20% wnu 30%.

[0089] B onpeneneHHBIX BapHaHTaX OCYLIECTBJICHUs B AJAHHOM JOKYMEHTE OMUCAHO
PEeKOMOMHAHTHOE AaHTHUTEJIO, KOTOPOE CIEU(UIECKH CBSI3bIBACT JICHKO3-UHTHOUPYEO LITHI
dakrop (LIF), cogepkainee onpeaensomyo KOMIIEMEHTAPHOCTh 00IacTh 1 TskeNnoi mernu
(VH-CDRU1), conepskalnyro aMUHOKHCIIOTHYIO MOCJIENOBATEIIbHOCTD, MpencTaBieHHyo mox SEQ
ID NO: 3; onpenensirouyo KOMILIEMEHTapHOCTb 00JacTh 2 Tsikenoi uenu (VH-CDR2),

COZlep KAIYI0 AMHUHOKHUCIIOTHYIO MOCJIEI0BATEIbHOCTD, npeacTasieHHyo nox SEQ ID NO: 4;
OTPENENSIONIYI0 KOMIUIEMEHTapHOCTb 00s1acTh 3 Tsokenoit uenu (VH-CDR3), conepskatnyro
AMUHOKHCJIOTHYIO TIOCIIEI0BATEIbHOCTD, npeactasaeHHyto noa SEQ ID NO: 7; onpenenstoiryto
KOMIUIeMeHTapHOCTh obnacthb 1 nerkoii uenu (VL-CDR1), conep:xaiinyro aMUHOKHCIOTHYEO
MoCJIeIOBaTEbHOCTD, npeAacTaBieHHyo o SEQ ID NO: 9; u onpenensirouyro
KOMILIEMEHTapHOCTh o0nacTh 2 nerkoi nenu (VL-CDR2), conep:kainyro aMUHOKHCIOTHYEO
MOCJIeIOBATENbHOCTB, npeacTaBieHHyo noa SEQ ID NO: 11; u onpeaensroryto
KOMIUTEMEeHTapHOCTh o0nacth 3 nerkoii nenu (VL-CDR3), conep:kainyro aMHHOKHCIOTHYEO
nocyenoBaTenbHOCTh, npeacrasieHHyro noa SEQ ID NO: 13. OnpenenenHble KOHCEpBAaTHUBHBIE
AMUHOKHCJIOTHBIE 3aMEHBI MPEAYCMOTPEHBI B AaMIHOKHCIIOTHBIX mocienosarenbHocTsaX CDR no
HACTOSIIEMY M300peTeHNI0. B onpeneeHHbIX BApHaHTaX OCYIIECTBIICHUS] aHTUTENO COIEPIKHUT
CDR, xoTopble OTINYAIOTCs] OT aMUHOKHUCIOTHOHN MOCJIEe0BATEIbHOCTH, MTPEACTaBICHHOMN MO
mro0eiM 13 SEQ ID NO: 3,4,7,9, 11 u 13, o 1, 2, 3 win 4 aMuHOKUCIIOTaM. B onpeneneHHbIx
BapHaHTaX OCYILIECTBJIEHUs aHTuTeNno copepxkutr CDR, koTopble oTanyaroTes ot
AMUHOKHUCJIOTHOH TOCIIEIOBATEILHOCTH, NpencTapieHHon mox mooeiM u3 SEQ ID NO: 3, 4, 7, 9,

11u 13, mo 1, 2, 3 unu 4 aMMHOKHCIIOTaM U He BIUSIOT Ha a(pMHHOCTD CBSA3BIBAHUS OOJiee ueM
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Ha 10%, 20% unu 30%.

[0090] B ompeneneHHbIX BapUaHTaX OCYIUECTBJICHHs B TAHHOM JOKYMEHTE OMUCAHO aHTUTEIO,
xotopoe crierduuecku cesasbiBaeT LIF, copeprkaiiee ryMaHU3UPOBAHHYIO TSKEIYIO LIETb,
COZIEPIKALIYI0 aMUHOKHUCIIOTHYIO MTOCJIEA0BATEIbHOCTb, KOTOPAsi Ha 10 MEHbLIEH Mepe
npub3uTeNnbHO 80%, npudnusuteabHo 90%, npubnuzurensHo 95%, npudnusuTenbHo 97%,
npubnu3uTensHO 98% wiu npudIM3uTENBHO 99% UASHTUYHA AMUHOKHCIOTHON
MOCJIEIOBATEIBHOCTH, MpencTaBieHHon noy moobM u3 SEQ ID NO: 49-52; u
IYMaHU3UPOBAHHYIO JIETKYIO LIeb, COAEPKALYI0 aMUHOKHUCIOTHYIO TIOCIIEeI0BAaTENbHOCTD,
KOTOpast Ha 10 MeHbIIel Mepe npudnmsuTeabHo 80%, npubnusutensHo 90%, NMPUOIMZUTEIHHO
95%, npubmmurensHo 97%, npudnusuTtensHo 98% mu npudam3uTenbHo 99% uneHTHYHa
AMUHOKHUCJIOTHOH TOCJIeIOBATEIbHOCTH, TpencTaBieHHoi nox moobm u3 SEQ ID NO: 53-56. B
OTIpe/IeNIEHHbIX BAPUAHTAX OCYLIECTBJIEHUS B JAHHOM JIOKYMEHTE OMMCAHO aHTUTENO, KOTOpPOe
cneunguyeckn ceszbBaeT LIF, comeprkariee ryMaHU3UPOBAHHYIO TSDKEIYIO LETb, COAEPIKALIYIO
AMUHOKHCJIOTHYIO TIOCIIEIOBATEIbHOCTD, MpeacTapieHHyto moa irooeiM u3 SEQ ID NO: 49-52;
Y TYMaHU3UPOBAHHYIO JIETKYIO LIeTlb, COJEPIKALIYI0 aMUHOKUCIIOTHYIO MOCJIEN0BATENbHOCTD,
npencrasieHnyo no modem u3 SEQ ID NO: 53-56.

[0091] B ompeneneHHbIX BapUaHTaxX OCYIUECTBJICHMs B JaHHOM JOKYMEHTE OIUCAHO aHTUTEJO,
koTopoe crieruduuecku cesasbiBaet LIF, conepaxalnee ryMaHU3HPOBAaHHYIO TSDKENYIO LIETIb,
COZIEPIKALIYI0 aMUHOKHUCIIOTHYIO MTOCJIEA0BATEIbHOCTb, KOTOpAsi Ha 10 MEHbLIEH Mepe
npubmnsutensHo 80%, npubnusurenbHo 90%, npubausurensHo 95%, npudnusutensHo 97%,
npubnu3nuTeNbHO 98% win npubIM3UTEIHHO 99% UASHTUYHA AMHHOKHUCIOTHOM
nocienoBaTenbHOCTH, npencrasieHHoi nog SEQ ID NO: 50; u ryMaHU3UpOBaHHYIO JIETKYIO
L[eNb, COAEPIKALLYI0 AMUHOKHUCIOTHYIO ITOCIIE0BATENbHOCTD, KOTOpas Ha 10 MeHbIlel Mepe
npubnusuTensHo 80%, npudmmsurensro 90%, npudausutensHo 95%, npubnusurensHo 97%,
npubnu3uTensHO 98% min npudIM3uTeNbHO 99% UACHTUYHA AMUHOKHCIOTHON
nocienoBaTenbHOCTH, npencrasierHHol nog SEQ ID NO: 54. B onpeneneHHbIX BapuaHTax
OCYIIECTBIIEHHSI B JAHHOM JJOKYMEHTE OITUCAHO AHTUTEIO, KOTOPOE CIIEU(PUIECKU CBSI3bIBAET
LIF, conepkailiee r'yMaHU3UPOBAHHYIO TSDKEIYIO LIeTlb, CONEPIKaLYI0 aMUHOKHUCIIOTHYIO
NocJe0BaTeNbHOCTD, npeactasieHHyro nox SEQ ID NO: 50; u ryMaHU3UPOBAaHHYIO JIETKYIO
LeTIb, COAEPIKALIYI0 aMHHOKHCIIOTHYIO ITOCIEN0BATEbHOCTD, MIPEICTABIEHHYIO IO JTIOObIM 13
SEQ ID NO: 54.

BHI/ITOHBI, CBSI3bIBAEMbI€ TEPANIEBTHYECKH NMPUMEHUMbIMH aHTHuTEeIaMu K LIF

[0092] B ganHOM IOKyMEHTE ONHUCAH YHHUKAJbHBIN dUTON Yesnosedeckoro LIF, koTopeli npu
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€ro CBSI3bIBAHUH MOAABJIsIET Onojiorndeckyto aktusHocTh LIF (Hanmpumep, dhochopunmpoBanmue
STAT3) u nogasiseT pocT ONnyxounu in vivo. ONUCaHHbIN B JAHHOM JJOKYMEHTE 3ITUTOI COCTOUT
U3 IBYX MPEPBIBUCTBIX YYACTKOB aMHHOKHUCIIOT (OT ocTaTka 13 no ocratka 32 u ot ocrartka 120
1o ocratka 138 yenoseueckoro LIF), KoTOpble MPUCYTCTBYIOT B IBYX Pa3JIMYHBIX
TONOJIOTHYEeCKUX AoMeHax (anbda-criupanu A u C) yenosedeckoro Oenka LIF. lanHoe
CBSI3bIBAHUE TIPEICTABIIIET COOOH KOMOMHALINIO c1aboro (BaH-1ep-BaalbCOBBI CHIIBI),
yMEPEHHOTO (BOAOPOIHBIE CBS3H) U CHIIBHOTO (COJIEBOM MOCTHK) B3auMoAeicTBHil. B
OTpENEeIeHHBIX BAPHAHTAX OCYIIECTBIEHHSI KOHTAKTHBIN OCTATOK MPEACTABIIIET COOOH OCTaTOK
Ha LIF, xoTopslii 00pa3yer BOTOPOIHYIO CBsI3b C OCTaTKOM Ha aHTHuTene kK LIF. B onpeneneHHbIx
BapHUAHTaX OCYLIECTBJICHUSI KOHTAKTHBIA OCTATOK MpeAcTaBisieT cobol octatok Ha LIF,
KOTOpBI 00pa3yeT CoJIeBOH MOCTHK ¢ ocTaTkoM Ha aHTuTene k LIF. B onpenenenabix
BapHUAHTaX OCYLIECTBJICHUsI KOHTAKTHBIA OCTATOK MpeAcTaBisieT codol octatok Ha LIF,
KOTOpBIN B3aUMOZEICTBYET OCPEACTBOM BaH-/1€P-BaalbCOBBIX CUJI C OCTATKOM Ha aHTHUTEJE K
LIF 1 HaxonuTcs Ha paCCTOSIHUM B Ipefesax 1o MeHbIIeH Mepe 5, 4 uiu 3 aHrcTpeM OT HEro.
[0093] B onpeneneHHBIX BapUaHTaxX OCYLIECTBJICHUS B AJAHHOM JOKYMEHTE OMUCAHO
BBIJIEJIEHHOE aHTUTEJIO, KOTOPOE CBSA3BIBAET JIIOObIE OZIMH, [1BA, TPH, YETHIPE, ISTh, IIECTh, CEMb,
BOCEMb, J€BATH, 1€CATh, ONUHHAALATD, IBEHALATh, TPUHAALATD, YeTIPHAALIATD, IIITHALIATD,
LIeCTHAALATh, CEMHAALIATh, BOCEMHA/LaTh, E€BATHAALAT WIH ABAJLATh U3 CAEAYIOLINX
ocratkoB: A13, 114, R15, H16, P17, C18, H19, N20, Q25, Q29, Q32, D120, R123, S127, N128,
L130, C131, C134, S135 unu H138 u3 SEQ ID NO: 68. B onpeneneHHbIX BapuaHTax
OCYIIECTBJIEHHUS B IAHHOM JIOKyMEHTE OMHICAHO BBIIEJICHHOE aHTUTEJIO, KOTOPOE CBSI3BIBAET BCE
cnenyrommue ocratku: Al3, 114, R15, H16, P17, C18, H19, N20, Q25, Q29, Q32, D120, R123,
S127,N128, L130, C131, C134, S135 unu H138 u3 SEQ ID NO: 68. B onpeneneHHbix
BapHaHTaX OCYILIECTBJICHUs B JAHHOM JOKYMEHTE OIHUCAHO BbIAENIEHHOE AHTUTENO, KOTOPOe
CBsI3bIBAET Bce cnenyromue ocratku: Al3, 114, R15, H16, P17, C18, H19, N20, Q25, Q29, Q32,
D120, R123, S127,N128, L130, C131, C134, S135 nnu H138 u3 SEQ ID NO: 68. B
OTIpe/IeNIEHHBbIX BAPUAHTAX OCYLIECTBIIEHUS AHTUTEJIO CBSI3bIBAET TOJIKO T€ OCTaTKHU, KOTOPbIE
y4acCTBYIOT B CHJIbHBIX WJIM YMEPEHHBIX B3aUMOAEUCTBUSX C aHTUTENOM. B onpeneneHHbIx
BapHaHTaX OCYILLIECTBJICHUs aHTUTEJNO CBSI3bIBAET TOJNBKO T€ OCTATKU, KOTOPbIE YHaCTBYIOT B
CUJIbHBIX B3aMMOJIEICTBUSIX C aHTUTENIOM. B onpeneneHHOM BapuaHTe OCYIECTBICHUS
aHTuTeno B3aumoselictayer co cnupaisimu A u C B LIF. B onpenenenHoM BapuaHre
OCYIIECTBIIEHHsI aHTHTENO Onokupyer B3anmoneticteue LIF ¢ gp130.

[0094] B ompeneneHHbIX BapUaHTaX OCYIUECTBJICHHs B TAHHOM JOKYMEHTE OMUCAHO aHTUTEIO,
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conepxatiee CDR ¢ aMHHOKHCIIOTHO! MOCIIEN0BATENbHOCTBIO, MPEACTABIEHHOH MO JIFOOBIM U3
SEQID NO: 1,4, 6,9, 11 u 13, koTopoe CBsI3bIBaeT JIOOBIE OJUH, 1BA, TPHU, YETHIPE, ISTh,
LIECTh, CEMb, BOCEMb, JI€BSITh, 1€CATh, OAUHHAALATh, IBEHAILIaTh, TPUHAALATh, YETHIPHALIATb,
MATHALATh, HIECTHALATh, CEMHALIaTh, BOCEMHAALATh, A€BATHAALATD WIH BALATh U3
cnenyromux ocratkos: Al3, 114, R15, H16, P17, C18, H19, N20, Q25, Q29, Q32, D120, R123,
S127,N128, L130, C131, C134, S135 unmu H138 u3 SEQ ID NO: 68. B onpeneneHHbIX
BapUaHTaX OCYIIECTBJICHHs B JAHHOM JIOKyMEHTE OMUCaHO aHTureno, coaep:kamee CDR ¢
AMUHOKHCJIOTHOH MOCJIeIOBATENIbHOCTBIO, MpeacTaBieHHoM mox irodsM u3 SEQ ID NO: 1, 4, 6,
9, 11 u 13, xoTopoe cBsI3bIBAETCS CO BCeMU cienyromumu octatkamu: Al3, 114, R15, H16, P17,
C18, H19, N20, Q25, Q29, Q32, D120, R123, S127, N128, L130, C131, C134, S135 unmu H138
u3 SEQ ID NO: 68. B onpeneneHHbIX BapuaHTaX OCYIIECTBIICHUSI aHTUTEJIO CBS3BIBAET TOJIBKO
T€ OCTaTKH, KOTOPBIE YUACTBYIOT B CHJIbHBIX HJIM YMEPEHHBIX B3aUMOJICUCTBHSIX C aHTUTENIOM. B
OTPENENIEHHBIX BAPUAHTAX OCYIIECTBICHUS aHTUTEJIO CBSA3BIBAET TOJBKO T€ OCTATKHU, KOTOPBIE
Y4aCTBYIOT B CUJIbHBIX B3aUMOJECHCTBUSX C AHTUTEJIOM.

[0095] B ompeneneHHbIX BapUaHTaxX OCYIUECTBJICHHs B JAHHOM JOKYMEHTE OMUCAHO aHTUTEIO,
conepxatiee CDR ¢ aMHHOKHCIIOTHOH MOCIEN0BATEIbHOCTBIO, MPEACTABICHHOM MO JIFOOBIM 3
SEQID NO: 1, 4, 8,9, 11 u 13, koTopoe CBsI3bIBaeT JIOOBIE OJUH, J1BA, TPU, YETHIPE, IISTh,
LIECTh, CEMb, BOCEMb, JI€BSITh, 1€CATh, OAUHHAALATh, IBEHAILaTh, TPUHAALATh, YEThIPHALIATD,
MATHALATh, HIECTHAILATh, CEMHALIATh, BOCEMHAALATD, N€BITHAALATD WX ABAJLATh U3
cnenyromux ocratkoB: Al3, 114, R15, H16, P17, C18, H19, N20, Q25, Q29, Q32, D120, R123,
S127,N128, L130, C131, C134, S135 unmu H138 u3 SEQ ID NO: 68. B onpeneneHHbIX
BapUAHTaX OCYIIECTBJICHHs B JAHHOM JIOKYMEHTE OMKUCAHO aHTuTeNo, conepkamiee CDR ¢
AMUHOKHCJIOTHOH TOCJIeIOBATEIbHOCTBIO, MpeAcTaBieHHoM mox jarodsiM u3 SEQ ID NO: 1, 4, 8,
9, 11 u 13, xoTOpoe cBsI3BIBAETCS CO BCeMU cienyromumu octatkamu: Al3, 114, R15, H16, P17,
C18, H19, N20, Q25, Q29, Q32, D120, R123, S127, N128, L.130, C131, C134, S135 unu H138
u3 SEQ ID NO: 68. B onpeneneHHbIX BapuaHTaX OCYIIECTBICHUS aHTUTENO CBA3BIBAET TOJIBKO
T€ OCTaTKH, KOTOPBIE YUACTBYIOT B CHJIbHBIX HJIM YMEPEHHBIX B3AUMOJICUCTBUSIX C aHTUTENIOM. B
OTPENENIEHHBIX BAPUAHTAX OCYIIECTBJICHHS aHTUTEJNO CBS3BIBAET TOJBKO T€ OCTATKH, KOTOPBIE
YYaCTBYIOT B CUJIbHBIX B3aUMOJCHCTBUSIX C AHTUTEJIOM.

[0096] B ompeneneHHbIX BapUaHTaxX OCYIUECTBJICHHs B JTAHHOM JOKYMEHTE OMUCAHO aHTUTEIO,
conepxainee CDR, KOTOpbIE OTIMYAIOTCS] OT AMUHOKHUCJIOTHOM MOCIEI0BATENbHOCTH,
npencrasiennoi nox ooeM 3 SEQ ID NO: 1,4,6,9, 11u 13 mo 1,2,3, 4 umu 5

AMUHOKHCJIOTaM, U KOTOPOE CBSI3bIBAET JIIOObIE OIHMH, ABA, TPH, YETHIPE, ISATh, LIECTh, CEMb,
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BOCEMb, I€BSATh, AECATh, ONUHHAILATD, JBEHALIATh, TPUHALIATh, YEThIPHAALATh, MSATHAALATD,
HIECTHA/ALATh, CEMHAILIaTh, BOCEMHA/ILIATh, AEBATHALATh WIH ABAALATH U3 CIEAYIOLINX
ocratkoB: A13, 114, R15, H16, P17, C18, H19, N20, Q25, Q29, Q32, D120, R123, S127, N128,
L130, C131, C134, S135 unmu H138 u3 SEQ ID NO: 68. B onpeneneHHbIX BapuaHTax
OCYLIECTBJICHUS] B JAHHOM JIOKYMEHTE ONUCaHO aHTuTeNo, coaepskamee CDR, koTopbie
OTJIMYAIOTCS OT AMHUHOKUCJIOTHOM MOCIEIOBATEIbHOCTH, TPEACTaBIeHHOM moa iroobM u3 SEQ
IDNO:1,4,6,9, 11 u 13 no 1, 2, 3, 4 wnu 5 aMUHOKHCIIOTaM, U KOTOPOE CBS3BIBAETCSI CO BCEMU
cnenyromumu octatkamu: Al3, 114, R15, H16, P17, C18, H19, N20, Q25, Q29, Q32, D120,
R123, S127,N128, L130, C131, C134, S135 nnm H138 u3 SEQ ID NO: 68. B onpenenennnix
BapPUAHTaX OCYIIECTBJICHHS] AHTUTEJNIO CBS3BIBAECT TOJBKO T€ OCTATKH, KOTOPBIE YYaCTBYIOT B
CUJIbHBIX WJIM YMEPEHHBIX B3aUMOACHCTBHUSAX C aHTUTENIOM. B onpeneneHHbIX BapuaHTax
OCYILIECTBJIEHUSI aHTUTEJIO CBSI3bIBAET TOJIBKO T€ OCTATKU, KOTOPBIE YUYACTBYIOT B CHIIBHBIX
B3aUMOJICHICTBUSIX C AHTUTEJIOM.

[0097] B ompeneneHHbIX BapUaHTaxX OCYIUECTBJICHHs B JAHHOM JOKYMEHTE OMUCAHO aHTUTEIO,
conepxainee CDR, KOTOpbIE OTIMYAIOTCS] OT AMUHOKHUCJIOTHOM MOCIEN0BATENbHOCTH,
npencrasiennoi mox mooeM u3 SEQ ID NO: 1,4,8,9,11u 13 mo 1,2,3, 4 umu 5
AMUHOKHCJIOTaM, U KOTOPOE CBSI3bIBAET JIFOObIE ONIUH, BA, TPH, YETHIPE, ISITh, LIECTh, CEMb,
BOCEMb, A€BSTh, AECATh, ONUMHHAILATD, JBEHALIATh, TPUHALIATh, YEThIPHAALATh, SATHAALATD,
LIECTHA/ALIATh, CEMHAILIaTh, BOCEMHAILIATh, AEBATHAALATh WU ABAALATD U3 CIEAYIOIINUX
ocratkoB: A13, 114, R15, H16, P17, C18, H19, N20, Q25, Q29, Q32, D120, R123, S127, N128,
L130, C131, C134, S135 unu H138 u3z SEQ ID NO: 68. B onpeneneHHbIX BapuaHTax
OCYLIECTBJIEHUSI B JAHHOM JIOKYMEHTE OIUCAHO aHTuTeNo, coaepxkamee CDR, kotopsie
OTJIMYAIOTCS OT AMHUHOKUCJIOTHOM MOCIENOBATEIbHOCTH, MPEACTABIEHHOM 1o JTI00bIM 13 SEQ
IDNO:1,4,8,9, 11 ul13 o 1, 2, 3, 4 unu 5 aMUHOKHUCJIOTaM, U CBSI3bIBAIOTCSI CO BCEMU
cnenyromumu octatkamu: Al3, 114, R15, H16, P17, C18, H19, N20, Q25, Q29, Q32, D120,
R123, S127, N128, L130, C131, C134, S135 unu H138 u3 SEQ ID NO: 68. B onpenenennbix
BapUAHTaX OCYIIECTBJICHHS] AHTUTEJNIO CBS3BIBAET TOJBKO T€ OCTATKHU, KOTOPBIE YYaCTBYIOT B
CUJIbHBIX WJIM YMEPEHHBIX B3aUMOACHCTBHUSAX C aHTUTENIOM. B onpeneneHHbIX BapuaHTax
OCYLIECTBJIEHUSI aHTUTEJIO CBSI3BIBAET TOJIBKO T€ OCTATKU, KOTOPBIE YYACTBYIOT B CUJIbHBIX
B3aUMOJICHICTBUSIX C AHTUTEJIOM.

[0098] B ompeneneHHbIX BapUaHTaxX OCYIUECTBJICHHs B JAHHOM JOKYMEHTE OMUCAHO aHTUTEIO,
koTopoe crierududecku cpsizbiBaeT LIF, conepkainee aMIHOKHCIOTHYIO TTOCIEIOBATEIBHOCTD

BapuabenbHON 00NaCTH I'yMaHU3UPOBAHHON TSKEJION LIeTIH, KOTOpasi Ha IO MEeHbLIeH Mepe
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npubnusuTensHo 80%, npubausurensHo 90%, npubdbnusutensHo 95%, npubnusurensHo 97%,
npubnusuTensHo 98% wiu npubausuTeabHo 99% HAEHTHYHA AMUHOKHCIIOTHOM
nocyienoBaTeabHOCTH, npeacrasieHHon noa SEQ ID NO:42; u aMHUHOKHUCIOTHYIO
HIOCJIEIOBATEIbHOCTD BapuabenbHON 00IacT r'yMaHU3UPOBAHHOM JIETKOH LIeNH, KOTOpast Ha IO
MeHbIIelH Mepe mpudausuTebHo 80%, npudbnusureabHo 90%, mpubausuTenbHo 95%,
npubnu3nuTeNsHO 97%, npubamsuTeabHo 98% uam npubIU3UTENBHO 99% MIEeHTHYHA
aMUHOKHCIIOTHOM TocienoBarenbHocTy, npeacrasaennoi nox SEQ ID NO: 46, u koropoe
CBSI3bIBACT JIFOOBIC OIWH, IBA, TPH, YETHIPE, MATh, IECTh, CEMb, BOCEMb, NIEBSITh, IECATD,
ONWHHAJIATD, IBEHA/ILATh, TPUHAALATD, YETHIPHAALAT, MIATHAILATh, IIECTHAIATD,
CEMHAJIaTh, BOCEMHAAIATh, AEBITHAAATD WIIH BALATh U3 CIeAYIOImuX ocTaTkos: Al3, 114,
R15, H16, P17, C18, H19, N20, Q25, Q29, Q32, D120, R123, S127, N128, L130, C131, C134,
S135 nnu H138 u3 SEQ ID NO: 68. B onpeneneHHbIX BapUaHTax OCYIIECTBIIEHUS B JaHHOM
TOKYMEHTE OIUCAHO aHTUTENO, KoTopoe criennduyeckn cesaszbiBaer LIF, conepxaimee
AMHHOKHUCJIOTHYIO MTOCIIEI0BATEIbHOCT BapruaOe bHOI 00J1aCTH I'yMaHU3UPOBAHHOHN TSDKEIOM
LIeTTH, KOTOpasi Ha Mo MeHbInel Mepe nmpuommsnuTenbHo 80%, npubmusurensao 90%,
npubnusuTensHo 95%, npudmmsurenbHo 97%, npudbnusnutensHo 98% wiu npuUOIN3UTETBHO
99% uneHTUYHa aMUHOKHUCIIOTHOM MOCeN0BaTeNbHOCTH, npeacrasaeHHon noa SEQ ID NO:42;
¥ AMUHOKHCJIOTHYIO MOCJIEIOBATENbHOCTb BapHadeabHON 00NacTH r'yMaHU3UPOBAHHOM JIETKOM
LIeNH, KOTOpasi Ha 10 MeHbIeH Mepe npudausurenbHo 80%, nmpubmmsurensHo 90%,
npubau3uTensHo 95%, npubnmsutenbHo 97%, npubausurensHo 98% win NpHONTU3UTETBHO
99% uneHTHYHAa aMUHOKHCIIOTHOM MOCienoBareabHoCTH, npeactasienHoi nog SEQ ID NO: 46,
U KOTOpPOE CBSI3BIBAET BCe U3 caenyromux ocratkos: A13, 14, R15, H16, P17, C18, H19, N20,
Q25, Q29, Q32, D120, R123, S127, N128, L130, C131, C134, S135 wnu H138 u3 SEQ ID NO:
68. B onpeneneHHBIX BapUaHTaX OCYLIECTBIIEHUS aHTUTEJIO CBA3BIBAET TOJBKO T€ OCTATKH,
KOTOPBIE YYaCTBYIOT B CHJIbHBIX WJIM YMEPEHHBIX B3aMMOACHCTBUSIX C aHTUTENIOM. B
OTIpe/IeNIEHHBbIX BAPUAHTAX OCYLIECTBIIEHUS AHTUTEJO CBA3BIBAET TOJBKO T€ OCTATKH, KOTOPBIE
y4acTBYIOT B CHJIbHBIX B3aUMOJEHCTBUSIX C aHTUTEJIOM.

[0099] B onpeneneHHBIX BapUaHTaX OCYLIECTBJICHUS B JAHHOM JOKYMEHTE OMUCAHO
aHTHUTENO, KoTopoe crieruduuecku ces3piBaeT LIF, coneprxamee aMHHOKHCIOTHYIO
NOCJIEIOBATENBHOCTD BapuabeIpbHON 00NacTH 'yMaHU3UPOBAHHOM TSDKEJION eI, KOTopast Ha
1o MeHbleil Mepe npudnusutensHo 80%, npudmmsurensHo 90%, npudbausutensHO 95%,
npubnusuTensHo 97%, npudmmsurenbHo 98% nmm npudbnusuTenbHo 99% uneHTHYHA

aMUHOKHCIJIOTHOM TMOCeN0BaTeNbHOCTH, npeactasieHHoi noa SEQ ID NO: 66; u
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AMHHOKHUCJIOTHYIO ITOCJIEI0BATENbHOCTh BapHa0eNbHON 00J1acTH T'yMaHU3UPOBAHHOM JIETKOH
LIeTH, KOTOopasi Ha Mo MeHbIueil Mepe npudmnusuTenbHo 80%, npubausurensro 90%,
npubanzuTensHo 95%, npubnusutenbHo 97%, npubausurensHo 98% win NpUONIU3UTETBHO
99% uaeHTUYHAa aMMHOKUCJIOTHOMH MociienoBareabHoCTH, npeacrasieHHoi nox SEQ ID NO: 46,
U KOTOPOE CBSI3bIBAET JIFOOBIE OIMH, ABA, TPH, YETHIPE, MATh, IIECTb, CEMb, BOCEMb, JICBSITh,
JeCsITh, OAMHHAALATh, IBEHAIIaTh, TPUHAALATD, YETHIPHAALATD, IATHAALATD, IIeCTHAALIATD,
CEMHa/ALaTh, BOCEMHAALATh, IEBSITHALATh WJIU IBAALATh U3 CAEAYIOUIMX OCcTaTKOB: Al3, 114,
R15, H16, P17, C18, H19, N20, Q25, Q29, Q32, D120, R123, S127, N128, L130, C131, C134,
S135 wiu H138 uz SEQ ID NO: 68. B onpeneneHHbIX BApUaHTaX OCYIIECTBICHUS B JAHHOM
JOKYMEHTE OMUCAHO aHTUTENO, KoTopoe criennduyeckn cesazbiBaet LIF, conepxaiee
AMHHOKHCJIOTHYIO ITOCIIEA0BATEIbHOCTD BapHaOeIbHOM 001aCTH TYMaHU3UPOBAHHOHN TSIKENOM
LIeTTH, KOTOpasi Ha Mo MeHbIel Mepe nmpudmmsnuTenbHo 80%, nmpubdnusurensao 90%,
npubnusuTensHo 95%, npudmmsurensHo 97%, npubnusnutensHo 98% win npUOIM3UTEIBHO
99% uneHTUYHa aMUHOKHUCIIOTHOM MOCeN0BaTeIbHOCTH, npeacTasieHHol noa SEQ ID NO: 66;
Y AaMUHOKHCJIOTHYIO MOCJIEIOBATENbHOCTD BapHabeIbHON 00IaCcTH r'yMaHU3UPOBAHHOM JIETKOM
LIeTTH, KOTOpasi Ha Mo MeHbIel Mepe npuomusutenbHo 80%, npubausurensao 90%,
npubnusuTensHo 95%, npudmmsurensHo 97%, npubauznuTtensHo 98% wnu npuOIN3UTEIHHO
99% uneHTUYHa aMUHOKUCIOTHOM MOCienoBarenbHoCTH, npeacrasieHHoi noa SEQ ID NO: 46,
U KOTOpOe CBsI3bIBAET BCe u3 cieayromux octarkos: Al3, I14, R15, H16, P17, C18, H19, N20,
Q25, Q29, Q32, D120, R123, S127, N128, L130, C131, C134, S135 unu H138 u3 SEQ ID NO:
68. B onpeneneHHbIX BApUAHTaX OCYIIECTBJIEHUS AaHTUTEJIO CBSA3BIBAET TOJBKO T€ OCTATKH,
KOTOpBIE YYaCTBYIOT B CUJIbHBIX HJIM YMEPEHHBIX B3aUMOJEHUCTBUSAX C aHTUTENIOM. B
OTIpeIeNIEHHBIX BAPUAHTAX OCYLIECTBIIEHUS AHTUTEJIO CBA3BIBAET TOJIBKO T€ OCTATKH, KOTOPbIE

Y4acCTBYIOT B CUJIbHBIX B3aI/IMOI[eI\/'ICTBI/I$[X C aHTUTCJIOM.

Iloxa3zaHust K NpUMEHEHHIO

[00100] B onpeneneHHBIX BapHaHTaX OCYIIECTBJICHHs ONMMUCAHHbBIEC B JAHHOM JOKYMEHTE
aHTHUTeNla HTHruOUPYIOT nepenauy curHanoB LIF B kieTkax. B onpeneneHHbIX BapuaHTax
ocymectsineHust 3HadeHne 1Csy 1151 OMONOrnuecKoro MHruOMPOBaHUS AHTUTENIOM B YCIIOBHUSIX
CBIBOPOTOUYHOTO royionanus B kietkax U-251 mensine win pasHo npudmusutensao 100, 75, 50,
40, 30, 20, 10, 5 umu 1 HaHOMOIB/J1. B omnpeneeHHBIX BApUAHTAX OCYINECTBICHUS 3HAYCHHE
ICso nnst Guonornaeckoro HHruOMPOBAHUS AHTUTEJIOM B YCJIOBHSIX CHIBOPOTOYHOTO TOJIOIAHHUS B
kyerkax U-251 menbine win paBHo npudmmsurensHo 900, 800, 700, 600, 500, 400, 300, 200 wim

100 HaHOMOJIB/II.
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[00101] B ompeneneHHBIX BapHaHTaX OCYIIECTBIEHHUS PACKPbIThIE B JaHHOM fHokyMeHTe h5D8
1 103upoBKU hSD8 ABNAIOTCS MPUMEHUMBIMU /JIs1 JIUEHUs! ONyXOJel U BUJIOB paka, Ipu
KOTOpBIX dkcnpeccupyercst LIF. B onpeneneHHbIX BapuaHTax OCYLIECTBJICHUS HHAUBUAYYM,
NOJTy4YaBII U JIEYEHUE C TIOMOIIBIO aHTUTEI MO HACTOSIIEMY H300peTeHH 0, ObLUT BBIOpaH JUIs
nedeHus kak umeromuii LIF-nonoxurenpHyto onyxob/LIF-nionoxuTenbHblil pak. B
ONpENENEHHBbIX BAPUAHTAX OCYIIECTBICHUs ONyXob sBiaserca LIF-nonoxurenpHoi nnu
npoayuupyet nosbilieHHbIe ypoBHU LIF. B onpenenennpix BapuanTax ocyuecrsieHus LIF-
MIOJIOXKUTEIBHOCTD ONPENESIIOT MyTEM CPABHEHUS C peepeHTHBIM 3HAYCHUEM HITH
YCTaHOBJIEHHBIMH MAaTOJOTMYECKUMU KpUTepUsAMH. B onpeneneHHbIx BapuaHTax
ocywmectaenus LIF-nonoxurensHas onyxons skcnpeccupyet LIF B konudecTse, KOTOPOE B
Oonee yem 2 pasa, 3 pasa, S paz, 10 pas, 100 pa3 wiu Oosbiie npesbimaet koaudectso LIF,
KOTOPOE IKCIIPECCUPYET HeTpaHC(POpMUPOBAHHAS KJIETKA, U3 KOTOPOI MPOU30IIIa Omyxoiib. B
OTIPENIEIEHHBIX BAPHAHTAX OCYIIECTBIEHHSI OIyXOJIb IPHOOPENa SKTOMHMUYECKYIO SKCIPECCHIO
LIF. LIF-nonoxurenbHast OMyX0Jib MOXKET ObITh ONpeAeIeHa THCTOJIOTHYECKH C
UCIIOJIb30BAHUEM, HAITPUMEDP, UMMYHOTMCTOXUMHUYECKOrO aHAJIN3a C MPUMEHEHHEM aHTUTENA K
LIF; mocpencTBOM MHMPOKO NPUMEHSIEMbIX METOAUK MOJIEKYJISIPHOW OMOJIOTUH, TAKHUX KAk,
Harnpumep, konuuectseHHoe onpenenenne MPHK nocpeacrsom IILIP B pexume peanbHOro
BpeMeHH uinn ceksenuposanne PHK; nim konudecTBeHHOE onpeneneHue Oemnka, HarpuMep,
HIOCPE/ICTBOM BECTEpPH-OJIOTTHHIA, MPOTOYHOH 1uromeTpun, ELISA wnn romoreHHOro
KOJIMYECTBEHHOTO aHamm3a Genka (Hampumep, AlphaLISA®). B onpeneseHHbIX BApHAHTaX
OCYLLIECTBJICHUS] aHTUTEJIA MOKHO UCIIOJIb30BATh AJIs JISUEHUS TALIUEHTOB, Y KOTOPBIX
NUArHOCTUPOBAH pak. B onpeneneHHbIX BapuaHTax OCYLIECTBICHUS pPaK BKIIIOYAET ONHY WU
0oJiee paKOBBIX CTBOJIOBBIX KJIETOK WJIM TPEACTaBIsieT coO0i onHy Mtk Oojiee paKOBbIX
CTBOJIOBBIX KJIETOK.

[00102] B ompeneneHHBIX BApHAHTaX OCYIIECTBIEHHUS PACKPBIThIE B JAHHOM AokyMeHTe hSD8
1 103upoBKH hSD8 sSBISAIOTCS MPUMEHUMBIMU IS JIEUEHUS OMyXOJIeH MpU BUAX paka, Mpu
KOTOpBIX 3Kcnpeccupyercs penentop LIF (CD118). Omyxounb, monokUTENbHAS IO PELENTOpY
LIF, moxeT OBITh OmpeneneHa nocpeIcTBOM MHCTOMATOIOTMUECKOr0 aHAIN3a HITH IIPOTOYHON
LIUTOMETPHUU U B ONPEAEIICHHBIX BAPUAHTAX OCYLIECTBJICHUs BKIKOYAET KJIETKY, KOTOpasi
cBsi3bIBaeT aHTHTENO K perentopy LIF ¢ 6onee yem 2x, 3x, 4x, 5x, 10x i 6ombIueii CHioit mo
CPAaBHEHUIO C U30TUIMYECKUM KOHTPOJIEM B onpeneneHHbIX BAPUAHTAX OCYIIECTBICHUS
OIyXO0JIb MpUOOpeia IKTOMUIECKYI0 3kcnpeccuto peuenropa LIF. B onpenenennom Bapuante

OCYILECTBIIEHHSI PaK MPENCTaBIsAeT cOO0I paKoBYIO CTBOJIOBYIO KJIETKY. B onpenenenHoM
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BapuaHte ocyectsieHus LIF-nonoxxurenpHas onyxomib UM pak MOTYT OBITh ONpEAeIeHbI
MMMYHOTHCTOXMMUYECKUM aHAJIU30M C Ucnosb3oBanueM anturena k LIF u anturena k LIF. B
OTIpeAeNIEHHOM BapuaHTe ocyuiecTieHus LIF-nojgokuTenbHyo Onyxob ONpeaesoT
nocpenctsoM ummyHorucroxumuaeckoro (IHC) ananusa yposus sxcnipeccun LIF B OCHOBHBIX
10%, 20%, 30%, 40% wnu ocHOBHBIX 50% omyxoJen.

[00103] Omnucannbie B nanHOM nokymenTe hSD8 u no3uposku hSD8 BIusiFOT HA MHOTHE
pe3yibTaThl. B onpeneneHHOM BapuaHTe OCYLIECTBIEHUS ONMCAHHBIE B TAHHOM JOKYMEHTE
aHTHTEJIa MOTYT YMEHbBIIATh MPUCYTCTBHE MaKkpodaroB M2 B OMyXOJIsIX Ha IO MEHbIIEH Mepe
10%, 20%, 30%, 40%, 50%, 60 %, 70%, 80%, 90% wiu OoJbIIIe B OMyXOJIEBOH MOJIENH IO
CPaBHEHHIO C KOHTPOJBHBIM aHTHUTEJIOM (HAIpUMep, H30TUITHUYECKUM KOHTpoJieM). Makpodaru
M2 moryT ObITh HAEHTUPULIPOBAHBI TOCpencTBOM okparmnBanus Ha CCL22 w/mmu CD206
cpe3oB B IHC mim mocpencTBoOM MPOTOUHOM LIUTOMETPHH OMYXO0JIb-UHPHIBTPUPYIOIIIHX
MMMYHHBIX WJIM MUEJIOUJHBIX KJIETOK. B OnpeneneHHoM BapuaHTe OCYyLIECTBIEHUSI ONTUCAHHBIE B
JAHHOM JOKYMEHTE aHTHUTEJIa MOTyT YMeHbIIaTh cBsi3biBanue LIF ¢ gpl130 B onyxounsAx Ha 1o
menbIei mepe 10%, 20%, 30%, 40%, 50%, 60 %, 70%, 80%, 90% wuu Oonbine Mo CpaBHEHHIO
C KOHTPOJIbHBIM aHTUTEJIOM (Hampumep, M30TUIIHYECKIM KOHTpoJieM). B onpenenenHoM
BAapUAHTE OCYLIECTBJIEHUS] ONIUCAHHBIE B JAHHOM JOKYMEHTE aHTUTENA MOTYT YMEHbLIATh
nepenauy curiajon LIF Ha no menbiueii mepe 10%, 20%, 30%, 40%, 50%, 60 %, 70%, 80%,
90% wnnu 6onpiue B LIF-4yBCTBUTENBHON KIETOYHO JIMHUY IO CPABHEHUIO C KOHTPOJIbHBIM
AHTUTEJIOM (HarpuMep, M30THITHYECKUM KOHTposieM). C MOMOLIBIO BECTePH-OJIOTTHHIA
nepenaya curnajios LIF moxer ObITh M3MepeHa, Hanpumep, 1o ¢pochopumupoanuto STAT3
(aucxopsieit MumieHu B curaaibHoM nytr LIF). AHTUTENa B JAaHHOM JJOKYMEHTE TaKXkKe
SABJISIIOTCS BbICOKOcTennpuyabiME K LIF 1o cpaBHEHUIO ¢ qpyruMu HUTOKHHAMH,
SIBJIAFOLIMMUCS TpeacTaButesisiMu cemeiictea IL-6. B onpeneneHHbix BapuaHTax
OCYIECTBIIEHHSI aHTHTENA CBA3BIBAIOT Yenoeueckuii LIF ¢ addpuHHOCTRIO, KOTOpast B
npubnusuTensHo 10X, mpubmusurensHo SOX mim npudbausuTenbHo 100X mpeBsInaeT 3ToT
MOKa3aTelb y JII0OOro apyroro MuTokuHa cemeiictea IL-6. B onpeneneHHbIx BapuaHTax
ocywecTeiaeHus antutena k LIF He CBA3BIBAIOTCS ¢ APYIMMH IUTOKUHAMU ceMelcTsa I1L-6,
KOTOpBIE NPOAYLIMPYKOTCA B CUCTEME MIIEKONMUTAOLIETrO. B onpeneneHHbIX BapuaHTax
OCYLLIECTBJICHUS] aHTUTENA HE CBSI3bIBAIOTCSI C OHKOCTATUHOM M, KOTOPBIN NPOAYLIUPYETCS B
CUCTEME MJIEKOIUTAIOLLETO.

[00104] Omnucannble B nanHOM nokyMeHnTe hSD8 u nozupoBku hSD8 sBISIOTCS MPUMEHUMBIMU

B crioco0ax o0ecredyeHus yayqIeHs B OTHOIEHNH YPOBHEH OMOMapKepOB, KOTOPBIE SBJISIIOTCS
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MIPOrHOCTUYECKUMU MTOKA3aTENIIMU OIyXOJI€BOM WK PAaKOBOW Harpy3ku. Takue onmyxoJesbie
MapKepsl, Kak yriaeBofHblil anturen-125 (CA-125), yrnesonusiii auturex 19-9 (CA 19-9) u
KapUuHOIMOpHoHanbHbIH aHTUTeH (CEA), ABISIFOTCS MTOJIOKUTENbHBIMU TPOTHOCTHYECKIMU
nokasatesnsaMu. Kak npaBuio, HU3KHE YPOBHHU 3TUX aHTUT€HOB KOPPEIUPYIOT C yCIIEXOM
nedeHus. B onpeneneHHbix BapuaHnTax ocyinectienus hSD8 cHumkaer ypoenb CEA, CA 19-9,
CA-125 wnu nx KOMOMHALIMY B CHIBOPOTKE KPOBH MPH BBEAEHUH B 103€ NPUOIH3UTENbHO 1125
win 1500 npubnm3uTenbHO pa3 B 2, 3 Wiu 4 HEAeU, BKIIIOYasi O3 TAIMTHbIE MTOBBILIICHUS 103 B
Te4deHMe 3TOro rnepuoaa. B onpeneneHHbIX BapuaHTax OCYILECTBIEHHS aCCOLMUPOBAHHBIN C
omyxobio Mapkep npenctasisier codoit CA 19-9, CA-125, CEA wnim ux komOuHanmo. B
OTIpe/IeNIEHHBbIX BAPUAHTaX OCYLIECTBJIEHUS aCCOLMUPOBAHHBIN C OMyXOJIbIO MapKep
npencrasisier codoit CEA. B onpeneneHHbIX BapuaHTax OCYIIECTBICHHS aCCOLMUPOBAHHBIN C
OMyXOJIbIO Mapkep mpenctanisier codoit CA-125. B onpeneneHHbIX BapHaHTaX OCYLIECTBICHUS
ACCOLIMMPOBAHHBIN ¢ OMyXOJIbI0 Mapkep mpencrasisier coboit CA 19-9. Vposuu CA 19-9, CA-
125, CEA wim ux KOMOMHALIMU MOXKHO CHU3UTD Ha npubmmsurensHo 10%, 20%, 25%, 30%,
35%, 40% umu 50% B pe3ynbTaTe JIeUeHMsl, OMCAHHOTO B JAHHOM JIOKYMEHTE.

[00105] HSD8 u nosuposku hSD8, onucaHHbie B JAHHOM TOKYMEHTE, TaKXKe MOXHO
NPUMEHSTh JJIs YIYYIIEHHs JPYTUX MPOrHOCTUYECKUX ITOKA3aTeNel OmyXo1eBOoro/pakoBoro
OpemeHHU niu BIMSHUSA 3a005eBaHMs. B onpeneneHHbIX BApHaHTaxX OCYIIECTBIICHHS
IPOTHOCTUYECKUM ITOKa3aTeNeM SIBJIeTCs CTaTyc o Bocrounol oObeanHeHHON
onkonormyeckoii rpynne CIHIA ("ECOG"). Craryc no ECOG ycranaBnuBaroT no mkane ot 0 10
5 cnenyrommM oO6pazom: 0 — MOJHOCTBIO AKTUBEH, CIIOCOOEH 0e3 OrpaHMYeHUH BBIOJIHSITH BCE
JefcTBUS, Kak u 10 3a0oneBanusi, 1 — orpaHn4eH B PU3NUECKU HANPSHKEHHON EATENbHOCTH, HO
NIEPEIBUTaeTCsl U MOYKET BBIOJHATH JIETKYIO MITH CUASYYI0 paboTy, HATPUMED JIETKYIO
JOMAITHIOK padoTy, opucHyro padoty; 2 — aMOyIaTOPHBII U CIOCOOEH CAMOCTOSITEIHHO
OCYIIECTBIISITh YXOA 32 COOOH, HO HEe CIIOCOOEH BBIMOJHATh KaKyH0-THOO pabouyro e TeNbHOCTD,
npubnusuTensHO 6osee 50% yacoB OOAPCTBOBAHUS U MEHEE; 3 — CIIOCOOEH OCYIIECTBIISATD YXO/
3a co0oif HIIb B OTPAHUYEHHON Mepe; MPUKOBAH K MTOCTENH WK Kpeciy Oonee 50% BpemMeHn
O6oapcTBOBaHUS, 4 — MOJHOCTHIO HHBAJIMINU3UPOBAH,; HE MOXKET POM3BOIUTH YXO 3a COOOI;
MOJIHOCTBIO NIPUKOBAH K KPOBATH WJIM Kpeciy, 5 — MepTBbIil. B onpeneneHHbIX BapuaHTax
OCYIIECTBJICHUSI CIIOCOOBI M O3UPOBKH obecreunBaroT cHikeHue oueHku mo ECOG Ha 1, 2, 3
unu 4. B onpeneneHHbIx BapuaHTax ocyiuectsieHus cratyc no ECOG unnusuayyma
cHmkaetcs 10 0, 1, 2 unu 3. B onpenenenHbix BapuaHTax ocyuiectsieHus cratyc no ECOG

WHIUBHYYMa HE YBEIUYMBAETCsl B TEYEHUE IO MEHbIIel Mepe 3, 6, 9 unu 12 mecsues. B
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OTpeAeNIeHHbIX BapuaHTax ocyuiectsieHus ctaryc no ECOG nnausunyyma camxaercs 1o 0
i 1 npu BBenenuun hSD8 B noze nmpubnusurensHo 1125 unu 1500 npubnusurensHo pas B 2, 3
WK 4 HeJleny, BKJII0Yasi TIO3TAITHbIE OBBIMIEHHS /103 B TEYEHUE HTOTr0 Meproa. JTO yIydIleHUe
WK 3a/1ep>KKa porpeccupoBanust OyayT BunHbl mocie 1, 2, 3,4, 5,6, 7, 8, 9, 10 unu Gonee
IPOLEAYP JCUEHUsI.

[00106] B onpeneneHHbIX BApHAHTAX OCYIIECTBIIEHHS JIeUeHHe ¢ UCroyib3oBaHreM h5D8
NPUBOIUT K cTabuin3anmu 3a0ojeBanus. B onpeneneHHbIX BapuaHTax
ocymecteinerns hSD8 u nosuposku hSD8, onuncanHbie B JTaHHOM IOKYMEHTE,
MPUBOASAT K cTabuim3anuu 3a00/1eBaHus B TEeUeHUE IO MeHbIei mepe 3, 6, 12, 15, 18,
24, 30 unm 36 MecsiLeB BO BpeMs JiedueHUs. B onpeneneHHbIx BapuaHTax
OCYLIECTBJICHUS] aHTUTENA U TO3UPOBKH, ONTUCAHHBIE B TAHHOM JOKYMEHTE, IPUBOASAT
K ctabunusanuu 3a0oieBaHus Ha 1O MeHbInel mepe 3, 6, 12, 15, 18, 24, 30 wu 36
MecsILIEB BO BpeMsI JICUSHHsI ¢ UcTionb3oBaHueM h5d8, BBogumoro B no3e
npubmusuTensHo 1125 nnn 1500 npubnusurensHo pas B 2, 3 nin 4 HEAEH, BKIFOYas
MOSTAaITHbIE MOBBILIEHU 103 B TEYEHUE 3TOro nepuoaa. B onpeneneHHbx BapuaHTax
OCYLIECTBJICHUS] aHTUTENA U JO3UPOBKH, ONTUCAHHBIE B TAHHOM JOKYMEHTE, IPUBOASAT
K cTabmnn3auy 3a00aeBaHus 10 MeHblIell Mepe Ha 12 Mecs1eB BO BpeMs JISUEHUS C
ucnonb3oBanreM h5d8, BBopumoro B no3ze npubmmsurensyo 1125 wnu 1500
npUOIM3UTENBHO pa3 B 2, 3 Win 4 Hezeny, BKIIK0Yas O3 TAITHbIC MOBBILICHUS 7103 B
TEYEeHHE STOro Mepuona. ITa 3a1eprKka nporpeccupoBanus Oyner BuaHa nocne 1, 2, 3,
4,5,6,7,8,9, 10 unu Gosee mpoueayp JCUEHHUSI.

[00107] B ompeneneHHBIX BapUaHTaX OCYIIECTBIIEHHUS OMMCAHHbIE B JaHHOM HokyMeHTe h5D8
1 103upoBKH hSD8 SBIAIOTCS MPUMEHUMBIMU /IS JICUEHHSI paKa UM OnyXoJu. B
OTpENEeIeHHBIX BapHaHTaX OocyIecTBIeHHst hSD8 sBseTcss MpUMEHUMBIM JUTSI JICUEHHsI paKa,
PE3UCTEHTHOIO K MO MEHbILIEH Mepe OJHOMY IpyroMy BUAY JieueHus. B onpeneneHHbix
BapHUAHTAX OCYLIECTBIICHUS JICUCHHE TIPEACTABISIET COOOH XUMHOTEPANIEBTHYECKOE HIIH
UMMYHOTEPANEBTHYECKOE JICUCHNE (HAIPUMED, TEPATHIO HHIHOUTOPaMH KOHTPOJIbHBIX TOYEK
UMMYHHOT'O OTBETa). B ompeneneHHbIX BapHaHTax OCYIIECTBICHHS UIMMYHOTEPAIHs HalpaBjieHa
Ha PD-1, PDL-1, PDL-2 unu mo0yro nx koMmOnHaNN0. B onpeneneHHbIX BaprHaHTax
OCYIIECTBIIEHHsI IMMYHOTEPAIHs HalpasiieHa Ha peuenTop Bupyca nonuomuennuta (PVR),
TIGIT wnu modyro nx koMOMHaIMIO. B onpeneneHHbIX BapHaHTaxX OCYIIECTBIECHUS PaK
BKJIFOYAET OIYyXOJIM MOJIOYHOH KeNe3bl, CEPALA, JIENKOr0, TOHKOW KULIKH, TOJCTON KUIIKH,

CCJIC3CHKHU, TTOYKH, MOYCBOI'O MMy3bIPsi, I'OJIOBLIL, €U, AUIHHUKA, HpeHCTaTeHbHOfI JKEJIE3bI, MO3T4,



64

MOJIKENTy JOYHOM JKeJe3bl, KOXKH, KOCTH, KOCTHOTO MO3ra, KPOBH, TUMYyCa, MAaTKH, sIMUKA U
nevyeHu. B onpeneneHHpIX BapUaHTaxX OCYLIECTBJIEHUS ONMYXOJIH, KOTOPbIE MOKHO JIEYUTD C
TIOMOLIBIO AHTUTEJ 110 HACTOSIIEMY H300PETEHUIO, BKIIOYAIOT aIEHOMY, aIeHOKaPLIMHOMY,
AHTHOCAPKOMY, aCTPOLIUTOMY, SITUTEIHANBHYIO KApLITHOMY, T€PMUHOMY, TIIHO0IACTOMY,
IJIOMY, TeMaHTHO3HOTENINOMY, FTeMAaHTHOCAPKOMyY, TeMaToMy, renaTobiacToMy, JISHKO3,
auM(pOMy, MeIyJIII00IACTOMY, MEIAHOMY, HEHpOoOIaCTOMY, OCTEOCAPKOMY, PETHHOOIACTOMY,
pabpomMuocapkoMy, CapKOMy H/HITH TepaToMy. B onpeneneHHbIX BapUaHTaX OCYIIECTBIICHUS
OIyXOJIb/pakK BBIOPAHBI M3 TPYIIIbIL, COCTOSIIEH U3 aKPaJIbHOW JIEHTUTHHO3HON METaHOMBI,
aKTHUHHUYECKOr0 KepaTo3a, aleHOKapLIHOMBI, aJeHOUJHO-KUCTO3HON KapLIMHOMBI, a/IEHOM,
a/IeHOCapKOMBI, aJIeHOCKBAMO3HON KapLIMHOMBI, aCTPOLIUTAPHBIX OMyXOJjei, KapLUHOMBbI
0apTOIMHOBOM KeJIe3bl, 0a3aTbHOKIETOUHON KapPLUHOMBI, KAPLIMHOMBI OPOHXHAJIBHOM JKeNe3bl,
KalUUIAPHOTO KapLMHONU/A, KAPLIMHOMBI, KAPLIMHOCAPKOMBI, XOJAHTHOKaPLIMHOMBI,
XOHJIPOCAPKOMBI, LIUCTAJ€HOMbI, OIYyXOJIM SHAOAEPMATIbHOIO CUHYCa, TUIIEPIUIa3uu SHOMETPUs,
CapKOMbI CTPOMBI HJOMETPHS], SHAOMETPUONUIHON aeHOKAPLIMHOMBI, SNI€HANMAaIbHOMN
capkoMbl, capkombl FOuHra, ouaroBoii y3;10B0il runepIijiasun, raCTpUHOMBI, ONyXOoJel u3
KJIETOK 3apO/IbIIIEBOH JIMHUH, ITHO0IACTOMBI, TJIFOKArOHOMBI, T€MaHTHOOIaCTOMBI,
reéMaHIMO3HAOTEIMOMBI, TeMaHTHOMBI, aJJEHOMbI IIEUEHH, aIEHOMaT03a NIEeUEHH,
renaToLEUTIONIAPHON KapLIUHOMBI, HHCYJIMHUTA, UHTPA3MUTEINAIbHOIO HOBOOOpA30BaHus,
MHTPASTIUTENUATBHOTO TUIOCKOKJIETOYHOTO HOBOOOPA30BaHMsl, HHBA3UBHOI IIOCKOKJIETOYHOM
KapLUHOMBI, KPYTHOKJIETOYHOW KapLUHOMBI, JIUIIOCAPKOMBI, KAPLIMHOMBI JIETKOTO,
auM(pOoOIACTHOTO JIEHK03a, TUM(OLUTAPHOTO JIEHKO3a, JIEHOMHOCAPKOMBI, MEJIAHOMBI,
3JI0OKaY€CTBEHHON MEJIAHOMBI, 3JI0KaUe€CTBEHHON Me30TeINaIbHON OMyXOJIH, IIBAHHOMBI,
MenyJI00JIaCTOMBI, MEAYJLIOSMUTETUOMBI, ME30TETHMOMbI, MyKO3MUAEPMOUIHON KapILITHOMBI,
MUEJIONTHOTO JIEHK03a HeHPOOIacTOMBI, HEHPOSMUTENTNAIBHON aICHOKAPLITHOMBI, Y3JIOBOM
MeJIaHOMBI, OCT€0CAPKOMBI, KAPLITHOMBI SIMUHUKA, TANWIISIPHON CEpO3HON aIeHOKAPLITHOMBI,
omyxoJieii runogusa, MmIa3sMauTOMBI, ICEBI0CAPKOMBI, KAPLIITHOMBI IPEACTATEIbHON JKEJIe3bl,
JerOYHON 0J1aCTOMBI, MOYEUHO-KJIETOYHOH KapIITHOMBI, pETHHOOJIACTOMBI, Pa0OMHOCAPKOMBI,
CapKOMBbI, CEPO3HON KapLIMHOMBI, MJIOCKOKJIETOUYHOM KapLUHOMBI, MEJIKOKJIETOYHONW KapLTHOMBI,
KapLUHOMBI MSITKHX TKaHEH, COMaTOCTaTUH-CEKPETUPYIOLIEN OMyX0JH, MIIOCKOKIETOUHON
KapLHUHOMBI, Hen(phepeHUnPOBAHHON KapILIMHOMBI, YBEAJIbHOW MEJIaHOMBI, BEPPYKO3HOI
KapLHMHOMBI, KAPIIMHOMBI BJIAraJIMIIA/BYJIbBBI, OMYXOJH, CEKPETUPYIOIIEH Ba30aKTHBHBIIHI
uHTecTUHANBHBIN nommnentua (BUIInomer), u onmyxonu Bunbmca. B onpeneneHHbIx BapuaHTax

OCYHICCTBJICHU OHYXOJ'Ib/paK, NOAJICKAITUEC JICYHCHHIO C TIOMOIBIO OAHOI0 NI HECCKOJBbKHX



65

AHTHUTEJI TI0 HACTOSLIEMY N300PETEHUIO, BKIIFOYAIOT PAaK FOJIOBHOTO MO3Ta, PaK TOJIOBHI H LIEH,
KOJIOPEKTAJIBHYIO KAPLIMHOMY, OCTPBIN MUEJIOUAHBIN JEHKO03, Ipe-B-KIeTOUHbIN OCTPbII
muM(poOIaCTHBIN TeHKO3, paK MOYEBOI'0 My3bIPsi, ACTPOLIMTOMY, MPEAOYTHTEIHHO
actporromy II, IIT wim IV crenenn, rnobiactomy, MyasTH(HOPMHYIO MIHOOIACTOMY,
MEJIKOKJIETOUHBIN PAK U HEMEJIKOKJIETOUHBIN PaK, IPEANOYTUTEILHO HEMEIKOKIETOUHbINA PaK
JIETKOT0, aICHOKapPLMHOMY JIEFKOTO, METACTATUYECKYI0 MEJIAaHOMY, aHJIPOr€H-HE3aBUCUMBbIH
METACTaTUYECKHUI paK MPeACTaTeNIbHON JKeJie3bl, aHAPOre€H-3aBUCUMBbIN METaCTaTUYECKUI paK
MPEACTATEbHOMN JKeJIe3bl, aICHOKAPLIUHOMY MPEACTATENbHON JKeJIe3bl U PaK MOJOUYHOU JKEJIE3Bl,
MPEIMOYTUTENBHO MPOTOKOBBIN PaK MOJIOUHOM JKeJe3bl U/UJIH KapLIMHOMY MOJIOUHOM Keje3bl. B
ONPEAEICHHBIX BaPUAHTaxX OCYIIECTBJIEHUs PAK, MOAJICKALINMI JICUSHHUIO C MOMOILBIO AHTUTEJ 11O
HACTOSIIEMY U300peTEeHNI0, BKITFOYaeT rnodiacToMmy. B onmpeneseHHbIX BapuaHTax
OCYILECTBJIEHUs PaK, MOAJICIKALINM JICUEHHUIO ¢ MOMOLIBIO OJTHOTO MJIM HECKOJIbKUX AHTUTEI MO
HACTOSLIEMY U300pETEHUIO, BKIIFOYAET PaK MOKENyIOUHOM Keie3bl. B onpeneneHHbIx
BApHUAHTAX OCYLIECTBJICHUS PaK, MOJIEKALINUN JIEYEHUIO C TOMOIIBIO OJTHOTO WJIK HECKOJBKUX
AHTHUTEJI TI0 HACTOSIIEMY N300PETEHHIO, BKJIFOYAET PaK sIMYHUKA. B OmpeeieHHbIX BapHaHTaX
OCYILECTBJIEHUs PAK, MOAJICIKALINM JICUEHHUIO C TOMOLIBIO OJHOTO MJIN HECKOJIBKUX AHTUTEI 11O
HACTOSLIEMY U300pETEHHIO, BKIIFOYAET PaK JIETKOro. B onpeneneHHbIx BapuaHTax
OCYILECTBJIEHUsI PAK, OAJICKALINUM JICUEHHUIO C ITOMOLIBIO OAHOIO MJIN HECKOJIBKUX AHTUTE 10
HACTOSIIEMY U300PETEHHIO, BKIIOYAET PaK MPEACTATENbHOI JKene3bl. B onpeneneHHbIX
BAapUAHTaX OCYIIECTBJICHUS PaK, MOJIEKALUN JIEUEHHUIO C TOMOLIBIO OTHOTO MJIU HECKOJIBKHUX
AHTHUTEJI TI0 HACTOSIIEMY H300PETEHHIO, BKJIIOYAET PaK TOJCTON KUIIKU. B onpeneseHHbIX
BapHaHTaX OCYIIECTBJICHUs PaK, MOIIEKAIIHIA JICUSHUIO, BKIIOYAeT MIHO0IACTOMY, paK
MOAKETYIOYHOM JKENe3bl, pPaK ASMYHUKA, PAK TOJICTONW KULIKH, paK MPEeACTaTEIbHOMN KeJe3bl UITH
pak yierkoro. B ompeneneHHOM BapHaHTe OCYIIECTBIICHHS PaK sSIBJIIETCS pepakTepHbIM K
IpPyroMy JieueHuro. B onpeaeneHHOM BapuaHTe OCYLIECTBICHUS PaK, KOTOPbIN JIeHaT, sIBJISIETCS
peLUIMBHPYIOIUM. B onpeneneHHOM BapuaHTe OCYIIECTBIICHUS PaK MPEACTABISIET COOOM
perunuBHpyomue/pedpakTepHbie MTUOOIACTOMY, PaK MOKENYIOYHOH JKeJie3bl, paK SUYHHKA,
PaK TOJICTOM KMUIKH, paK NPEICTAaTEIbHOMN Kee3bl UK Pak JIETKOro. B onpeaeneHHbIx
BApHUAHTAaX OCYLIECTBJICHUS PAK BKJIFOYAET PACIPOCTPAHEHHYIO COJUIHYIO OMyXOJib,
rno0IacTOMY, PaK JKeIyIKa, PaK KOXKHU, pakK MPEACTATEIbHOMN JKeJe3bl, PaK MOKeITy JOTHOM
JKEJIE3bl, PaK MOJIOYHOM JKeJe3bl, PaK AMYKa, PaK LIUTOBUAHOM JKEJIE3bl, PaK FOJIOBBI U LIEH, PaK
MEYCHHU, PaK IMOYKH, PaK MUIIEBOA, PaK STMYHHUKA, PaK TOJCTON KUIIKHU, PaK JIETKOro, TUMpoMy

WUJIM paK MSTKUX TKaHeW. B onpeneseHHbIX BapuaHTax OCYIIECTBJICHUs PAK BKIIIOYAET
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HEMEJIKOKJIETOYHBIH paK JIETKOT0, SITUTENHANIbHYIO KaPIMHOMY SIMUHUKA WJTH aJJeHOKAPLIMHOMY
HOKENTYIOYHOM Jkene3bl. B onpeneneHHbIX BapuaHTax OCYIIECTBICHUS paK BKIOYAET
PacIpOCTPaHEHHYIO CONIMAHYIO OMyXOJjb. B onpeneneHHbIX BapuaHTax OCYIIECTBICHUS paK
BKJIFOYAET PaK amnmeHINKCa, paK MpsiIMOI KUIIKU, METACTATUYECKYE0 MUKCOUIHYEO JIMMIOCAPKOMY
U TIAparaHriiuoMy.

TepaneBTuuecKHe Croco0bl

[00108] B ompenesneHHBbIX BapuaHTaX OCYIIECTBICHUS AaHTUTENIA MOXKHO BBOIUTD JIFOOBIM MTyTEM,
TOJX OZSALIMM JJIsl BBEICHUS (papMaIleBTHYECKIX KOMITO3ULIMH, COAEPIKALINX AHTUTENA, TAKUM
KaK, HAapUMep, NOAKOKHbIN, HHTPANEPUTOHEAIbHBIN, BHYTPUBEHHBIN, BHYTPUMBILIECUHBbIH,
BHYTPUOITYXOJIEBBIA WM HHTpaLepeOpanbHbIi U T. 1. B onpeneneHHbIX BapraHTax
OCYLLIECTBJICHUS] aHTUTEJIA BBOAST BHYTPUBEHHO. B OnpeneneHHbIx BapuaHTax OCyLIECTBIEHUS
aHTUTEJA BBOAST COIVIACHO MOAXOASLIEH CXeMe BBEICHUs, HAIPUMeEp pa3 B HEAEINIO, 1Ba pa3a B
HEZENI0, pa3 B MeCsL, 1Ba pa3a B MeCsL U T. A. B onpeaeneHHbIX BapUaHTax OCYLIECTBICHUS
aHTHTENA BBOJAT NPUOIM3UTEIBHO OAMH Pa3 B TPU Helennu. AHTUTENa MOJKHO BBOAHTD B JIFOOOM
TepaneBTHUeCKU 3P HEeKTUBHOM KonyecTBe. B onpeneneHHbIX BapraHTax OCYLIECTBICHUS
TEPAINeBTHYECKU MPUEMIIEMOE KOJIMUECTBO COCTABIISAET OT NpuOmm3uTensHo 0,1 Mr/kr 1o
npubnusuTensHo S0 MI/Kr. B onpeneneHHbIX BapuaHTax OCYIIECTBICHUS TEPaleBTUYECKU
IpUEMIIEMOE KOJIMYECTBO COCTABIISIET OT MPUOAM3UTENbHO 1 MI/Kr 1o npubnusurenbHo 40 mMr/kr.
B omnpeneneHHbIX BapuaHTax OCYIIECTBICHHS TEPANIeBTHUECKU IPUEMIIEMOE KOJIMYECTBO
COCTaBJISIET OT MPUOIU3UTENBHO 5 MI/KT 10 npubmm3uTensHo 30 mr/kr. AntuTeno hSD8 moxHO
BBOJIUTH B (PUKCUPOBAHHOM J103€ HE3ABHCUMO OT BECa UJIM MACChl HHAUBUAYYMa, KOTOPOMY
BBOAST aHTUTENO hSD8. AHTHTEeNno hSD8 MOXKHO BBOAUTH B (PUKCUPOBAHHOM 103€ HE3ABUCHMO
OT Be€Ca WJIM MacChl MHANBHIAYYMa, KOTOPOMY BBOIAT aHTuTeNo hSD8, mpu ycnosun, 4to Macca
WHJIMBUAYYMa COCTABIISIET 110 MEHbIICH Mepe NMPUOIM3UTEIbHO 37,5 KUorpamMma.
duxcuposanHas 103a hSD8 s BBeAEHUS MOXKET COCTaBIIATh OT MPUOIU3UTENBHO 75 10
npubnusuTensHo 2000 MuuturpammoB. @ukcupoBanHas 103a hSD8 nist BBeneHUst MOXKET
COCTABJIATH OT NMPUOIM3UTENBHO 225 no npubmmurensHo 2000 MUILTUTPaMMOB, OT
npubnusuTensHo 750 no mpubmusutensHo 2000 MUIUTUTPaMMOB, OT npudm3uTensHo 1125 1o
npubnusuTensHo 2000 MUIUTUTPaMMOB WK OT nprOIm3uTeabHO 1500 no npubnusurensHo 2000
MuUHrpaMmoB. @ukcupoBaHHast 103a hSD8 11 BBeeHHsT MOXKET COCTaBIATh NPUOIU3UTETBHO
75 munurpammoB. @ukcuposanHas 103a hSD8 nist BBEneHUST MOXKET COCTABIISATh
npubnu3uTenpHo 225 MuurpaMmoB. @ukcuposanHas 1o3a hSD8 myis BBeneHus Moxxer

COCTaBJIAThL NMpubIM3uTENsHO 750 Munmurpammos. @ukcuposanHast 1o3a hSD8 nnis BBeneHus
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MOJKET COCTaBJIATh npudnu3uTensHo 1125 munnurpammon. @ukcuposannas noza hSD8 s
BBEJIEHUS] MOXET COCTaBJIATh NMpuoOau3uTenbHo 1500 mmmurpammos. GUKCHpPOBaHHAS 1032
h5D8 st BBeeHHst MOXKET COCTaBIATh NPpHOIM3uTeabHO 2000 MUIIIIMTPAMMOB.

[00109] IIpenmonaratorcs u apyrue no3uposku hSD8. @ukcuposanHas no3a hSD8 mus
BBEJIEHUS] MOKET COCTaBJISITh npubausureabHo S50, 100, 150, 175, 200, 250, 300, 325, 350, 375,
400, 425, 450, 475, 500, 525, 550, 575, 600, 625, 650, 675, 700, 725, 775, 800, 825, 850, 875,
900, 925, 950, 975, 1000, 1025, 1050, 1075, 1100, 1150, 1175, 1200, 1225, 1250, 1275, 1300,
1325, 1350, 1375, 1400, 1425, 1450, 1475, 1525, 1550, 1575, 1600, 1625, 1650, 1675, 1700,
1725, 1750, 1775, 1800, 1825, 1850, 1875, 1900, 1925, 1950, 1975, 2025, 2050, 2075 nmm 2100
MILTATPaMMOB. JIF0OYI0 U3 3THX 103 MOXKHO BBOAHUTH MPHOIM3UTENBHO OJIUH pa3 B HEJEIIO,
NpUOIU3UTENIBHO OUH pa3 B IBE HEJENU, MTPUOIU3UTEIBHO OUH Pa3 B TPH HEEIH WIIH
NPUOU3UTENEHO OIUH pa3 B UEThIPE HENENH.

[00110] DukcupoBanHas 1o3a hSD8 st BBEAEHHSI MOXKET COCTABJIATH OT MPUOIU3UTEITBHO 75
MIIIMTPAMMOB 110 pubam3uTeapbHo 2000 MIJUTUTPaMMOB MTPHOIU3UTEIBHO OAMH Pa3 B HEAEIIO.
duxcuposanHas 1o3a hSD8 st BBeeHNsI MOXKET COCTaBIATh OT NPUOIU3UTENBHO 75
MIIJIMTPAMMOB 110 puOIu3uTeabHo 1500 MIimMrpaMMoB pHOIU3UTEIbHO OAMH pa3 B HEAEIO.
duxcuposanHas 103a hSD8 st BBegeHNS MOXKET COCTaBJIATh OT NPUOTU3UTENBHO 225
MIJIJIMTPAMMOB 110 pubnu3uTensHo 1500 MumurpaMmoB, OT npuOIu3uTensHo 750
MIJUTUTPAMMOB 10 puOnu3uTenbHo 1500 MuurpaMMoB, ot npudnusutenbHo 1125
MIJUTUTPAMMOB 10 mpubau3uTensHo 1500 MUmMrpaMMoB NPHOIN3UTENBHO OAUH Pa3 B HENEIIO.
dukcupoBanHas 103a hSD8 nyist BBeeHUs MOXKET COCTaBJISITh MPUOIU3UTENBHO 75
MUIJIMTPAMMOB MPHOIM3UTENBHO OMH pa3 B Heneno. PukcuposanHas 1o3a hSD8 s
BBEICHUS] MOKET COCTABJIATh NPUOTU3UTENBHO 225 MIITUTPaMMOB MPHOIU3UTENBHO OIUH Pa3 B
Henemo. PukcuposanHas 1o3a hSD8 st BBeZeHHs MOYKET COCTaBJIATh MPHOIU3HTENBHO 750
MILITPAMMOB MTPHOJIM3UTENBHO OIUH pa3 B Henemo. dukcuposanHast no3a hSD8 s
BBEJICHUS] MOXKET COCTABJISITh MPUOTU3UTENBHO 1125 MIIITUTrpaMMOB MPUOU3UTETBHO OUH pa3
B Henemo. PukcuposanHas 1o3a hSD8 st BBeeHHS MOKET COCTaBIATh Npudmu3nuTensHo 1500
MIIIMTPAMMOB MTPHOJIM3UTENBHO OIUH pa3 B Henenmo. dukcuposanHast 1o3a hSD8 ms
BBEJICHUS] MOXET COCTABJISITh MPUOIU3UTENbHO 2000 MIITUTPAMMOB MPUOJTU3UTEIBHO OUH Pa3
B HEJEJIIO.

[00111] DuxcupoBanHas no3a hSD8 st BBeAEHHS] MOXKET COCTABJIATh OT MPUOIU3UTEITBHO 75
MIJITUTPAMMOB 710 ipuOnu3uTenpsHo 2000 MUITUTPaMMOB IPUOITU3UTENBHO OJJUH pa3 B JIBE

Henenu. PukcrupoBaHHas 103a hSD8 nuis BBEeHUS MOXKET COCTABJIATH OT NPUOIU3UTENBHO 75
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MIJIJIMTPAMMOB 710 IpuOnu3uTensHo 1500 MuminrpaMmMoB IpuOIU3UTENBHO OJUH pa3 B JIBE
Henenu. PukcupoBanHas 1o3a hSD8 1 BBeaeHNs MOXKET COCTABIATh OT NPUOIU3UTENBHO 225
MHJUTUTPAMMOB 10 TpuOnu3uTenbHo 1500 MIILTUTpaMMOB, OT NpHOIU3UTENbHO 750
MIJUTUTPaMMOB 10 puOnu3uTenbHo 1500 MumurpaMMoB, ot npudnusutensbHo 1125
MUJUTATPAMMOB 10 PUOIU3UTEIbHO 1500 MUITUTPaMMOB TIPUOTM3UTENILHO OMH pa3 B IBE
Henenn. @ukcupoBaHHas n03a hSD8 niist BBeneHUsI MOXKET COCTABJIATh MPUOTUIUTEIBHO 75
MWUIHTPAMMOB MPHOIM3UTENBHO OMH pa3 B ABe Henean. PukcuposanHas n1o3a hSD8 ms
BBEICHUS] MOKET COCTABJIATh MPUOTUUTENTBHO 225 MIIITUTPaMMOB MPUOIM3UTEIBHO OMH Pa3 B
nse Henenn. PukcuposanHas 1o3a hSDS8 st BBeeHHsSI MOJKET COCTABIIATh MPUOIU3UTENBHO 750
MILIATPAMMOB MTPHOIM3UTENBHO OAMH pa3 B ABe Henenn. PukcuposanHas n1o3a hSD8 ms
BBEJICHUS] MOXKET COCTABJISITh MPUOTU3UTENBHO 1125 MUUrpaMmMoB NpuOIU3UTEIFHO OIUH Pa3
B 1B Henenn. PukcupoBaHHast 103a hSD8 11 BBEIeHUsT MOXKET COCTAaBIISATh MPUOIU3UTEBHO
1500 MumMrpaMMoB PUOU3UTENLHO OJUH pa3 B 1Be Henenu. PukcupoBaHHas no3a hSD8 ns
BBEJICHUS] MOXET COCTABJISITh MPUOIU3UTeTbHO 2000 MIIITUTPAMMOB MPUOTU3UTEIBHO OJUH Pa3
B JIB€ HEJEIU.

[00112] DukcupoBanHas no3a hSDS8 st BBeAeHHS] MOXKET COCTABJIATh OT MPUOIU3UTEIBHO 75
MIIIMTPAMMOB 110 ipubnu3uTensHo 2000 MUIITUTPaMMOB IPUOIU3UTENBHO OJUH pa3 B TPH
Henenu. PukcupoBaHHas n03a hSD8 nuis BBeeHUS MOXKET COCTABJIATH OT NPUOIU3UTENBHO 75
MHIJUTUTPAMMOB 10 NpHOIu3uTeabHo 1500 MIIIMIrpaMMOB MPUOTM3UTEIBHO OJUH Pa3 B TPH
Henenu. @ukcuposanHas 103a hSD8 nuist BBeIeHNS MOXKET COCTABIATh OT MPUOIU3UTENBHO 225
MUJUIMTPAMMOB 110 IPUOIU3uTeNbHO 1500 MUILITUTPaMMOB, OT NPUOIH3UTENBHO 750
MWUIMTPAMMOB 10 ipubu3uTenpHo 1500 MumiurpaMmoB, ot npudausurensHo 1125
MWUIMTPAMMOB 10 IPpUOIu3uTeNsHO 1500 MUIITUTpaMMOB TPUOTU3UTENBHO OJUH Pa3 B TPH
Henenn. @ukcupoBaHHas 103a hSD8 nuist BBEneHUS MOXKET COCTABJIATh MPUOTU3UTEIBHO 75
MWUIMTPAMMOB MTPHOIM3UTENBHO OMH pa3 B Tpu Henenu. PukcupoBanHas no3a hSD8 s
BBEICHUS] MOKET COCTABIIATh NPUOIU3UTENBHO 225 MIIITUTPAMMOB MTPHOIU3UTENBHO ONIUH Pa3 B
Tpu Henenn. PukcupoBanHas 103a hSD8 st BBeAeHUsI MOXKET COCTABIISTh MPUOITH3UTENBHO
750 MIITUTPaMMOB MPHOJIM3UTENBHO OIUH pa3 B Tpu Henenu. PukcuposaHHas no3a hSD8 mis
BBEJICHUS] MOXKET COCTABJISITh MPUOTU3UTENBHO 1125 MIIIITUTrpaMMOB MPUOU3UTETBHO OUH Pa3
B Tpu Henenu. @ukcuposanHas no3a hSDS8 st BBeeHUSI MOJKET COCTaBIISITh MPUOIU3UTENBHO
1500 MunurpaMmMoB npUOIU3UTENBHO OJUH pa3 B TpH Heaenn. PuxkcuposanHas 1o3a hSD8 s
BBEIIEHUSI MOXET COCTaBJIATh NMPUOIM3UTENbHO 2000 MIUITUTPAMMOB MPUOJU3UTETBHO OUH pa3

B TPU HEZEINN.
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[00113] DuxcupoBanHas no3a hSD8 st BBeAeHHsI MOXKET COCTABJIATh OT MPUOIU3UTEIBHO 75
MIJIJIMTPAMMOB 710 puOnu3uTensHo 2000 MUIITUTPaMMOB IPUOIU3UTENBHO OIMH pa3 B UEThIPE
Henenu. @ukcuposanHas 103a hSD8 niist BBeAeHNS MOXKET COCTABIISATh OT MPUOIU3UTENBHO 75
MHIJUTUTPAMMOB 10 puOnu3uTenbHo 1500 MumurpaMMoB MpUOIH3UTENBHO OJMH Pa3 B UEThIPE
Henenn. @ukcupoBaHHas 103a hSD8 niis BBeneHUsT MOXKET COCTABJISATh OT NMPUOIH3UTENBHO 225
MWIIMTPAMMOB 10 IpUOIu3uTeNbHO 1500 MUIITUTrpaMMOoB, OT npuOIH3uTeNbHO 750
MWUIMTPAMMOB 10 ipuOu3uTenbHo 1500 MumiurpaMmoB, ot npudiansurensao 1125
MWUIMTPAMMOB 10 pUOIu3uTenbHO 1500 MUIITUTpaMMOB TPUOTHU3UTENBHO OJUH Pa3 B YEThIPE
Henenn. PukcupoBaHHast 1o3a hSD8 mis BBeneHUS MOXKET COCTABJIATh MPUOTUIUTEIBHO 75
MILIMTPAMMOB MTPHOJIM3UTENBHO OIUH pa3 B ueThipe Hepenn. PukcuposanHas 1o3a hSD8 ms
BBEICHUS] MOKET COCTABJIATh NPUOIU3UTENBHO 225 MIJITUTPAMMOB MTPHOIU3UTENBHO OIUH Pa3 B
yeTbIpe Henenn. PukcupoBanHas 103a hSD8 niist BBEnEeHUST MOKET COCTABIISATh MPUOIH3UTEIBHO
750 MUITUTPaMMOB MPHOJIM3UTENBHO OIMH pa3 B 4eThlpe Hexenn. PukcuposanHas no3a hSD8
IUISL BBEIGHUSI MOXKET COCTABJIATh MPUOIU3UTENbHO 1125 MummurpaMMoB npubIN3UTENBHO OUH
pa3 B ueTbipe Henenn. PukcupoanHast 1o3a hSD8 st BBeneHUsT MOKET COCTaBJISITh
npubnusuTensHo 1500 MUIITUTrpaMMOB IPUOTU3UTENBEHO OJIUH Pa3 B UEThIPE HENENH.
®dukcupoBanHas 103a hSD8 st BBegeHHst MOKET COCTaBIATh MpuOmm3uTesbuo 2000
MIJIJIMTPAMMOB MPHOIU3UTENBHO OAMH Pa3 B UETHIPE HEAETIH.

[00114] AwnTmTeno hSD8 MOXKHO BBOOUTH B J03€ UCXO/s M3 BECA HIJIM MAacChl TeNla
WUHIUBHAYYMa, KOTOpOMy BBOZAT anTHTeNno hSD8. CxoppexrupoBaHHas 1o Becy teia n1o3a hSD8
111 BBEICHUSI MOYKET COCTABJISATh OT MPUOTU3UTENBHO 1 MI/KT 10 MPUOIH3UTEIBHO 25 MI/KT.
CxoppektupoBaHHasi o Becy Tena a03a hSD8 niist BBeieH!sT MOKET COCTABJISITh OT
NPUOTU3UTENBHO 3 MI/KT A0 TPUOTU3UTENBHO 25 MI/KT, OT mpubiu3utenbHo 10 Mr/kr 1o
NPUOIU3UTENBHO 25 MI/KT, OT NPHOIU3UTENBHO 15 MI/Kr 10 NpUOIH3UTENBHO 25 MI/KT WJIH OT
npuOIM3UTEeNbHO 20 MI/KT 10 TpUOIM3uTeNbHO 25 Mr/kr. CKOppPEeKTUPOBAHHAS TI0 BECY Teja
no3a h5D8 nnst BBeieHUsT MOXKET COCTABJIATh MPUOIH3UTENbHO 1 MI/kr. CKOppEKTHPOBAHHASI 10
Becy Tena 103a hSD8 it BBeZeHHsT MOXKET COCTaBJIATh MPUOIU3UTENBHO 3 MI/KT.
CkoppekTrpoBaHHasi o Becy Tena go3a hSD8 niist BBeieHus1 MOXKET COCTaBJISITh
npubnusutensHo 10 mr/kr. CkoppekTupoBaHHas Mo Becy Tena no3a hSD8 st BBeneHus Moxer
COCTaBJIATH MPUOIM3UTENBHO 15 Mr/kr. CKOppeKTHpOBaHHAs MO Becy Tena no3a hSD8 s
BBEICHUS] MOXKET COCTABIIATh MpuOIu3nuTenbHo 20 Mr/kr. CKOppeKTUPOBaHHAS MO BECY Tela
no3a h5D8 nnst BBeieHUSI MOXKET COCTABIIATD MPUOIM3UTEIBHO 25 MI/KT.

[00115] CxoppexTupoBaHHas 1o Becy Tena 1o3a hSD8 nist BBeaeHuss MOXKET COCTaBJIATh OT
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npuOIU3NUTENBHO | MI/KT 10 PpUOIU3UTENBHO 25 MI/Kr pUOIM3UTEIBHO OAUH Pa3 B TPU
Henenu. CKOppeKTUPOBaHHAs 1O Becy Tefa 103a hSD8 st BBeneHHst MOXKET COCTaBIISITh OT
npUOIM3UTENBHO 3 MI/KT A0 NMPHONU3UTENIBHO 25 MI/KT, OT npubnu3utenbHo 10 Mr/kr 1o
npuban3uTenbHo 20 MI/KT, OT IPUOIU3NTENBHO 15 MI/KT 10 TPUOIU3UTENBHO 25 MI/KT WK OT
npuOIM3UTENbHO 20 MI/KT 10 TPUOIHU3UTENHHO 25 MI/KT MPUOIU3UTEILHO Pa3 B HENEIO, pa3 B
IBE, TPU WJIM YEThIPE HENEIH.

[00116] Taxxke mpeaycMaTpUBAIOTCS U APYTHE CKOPPEKTUPOBAHHBIE IO BeCy Tea 1036l hSDS.
CxoppekTrpoBaHHasi o Becy Tena g03a hSD8 mMoskeT cocTasiTh MPpUOIU3UTETHHO 2 MI/KT, 4
Mr/Kkr, 5 mr/kr, 6 mr/kr, 7 mr/kr, 8 mr/kr, 9 mr/kr, 11 mr/kr, 12 mr/kr, 13 mr/kr, 14 mr/kr, 16
mr/kr, 17 mr/kr, 18 mr/kr, 19 mr/kr, 21 mr/kr, 22 mr/kr, 23 mr/kr, 24 Mr/kr, 26 mr/kr, 27 Mr/kr,
28 wmr/kr, 29 mr/kr wiu 30 mr/kr. JIroOyro 13 3THX 103 MOKHO BBOAUTH OJIMH pa3 B HENEIIO,
NPUOIU3UTENLHO OUH pa3 B IBE HEJENHU, MPUOIU3UTEIHHO OUH Pa3 B TPH HENEIH WIIH
NPUOU3UTENEHO OUH Pa3 B UEThIPE HENENH.

[00117] CxoppexTupoBanHas 1o Becy Tena 1o3a hSD8 niist BBeneHnss MOXeT COCTaBIIATh
npuOIM3UTENbHO 1 MI/KT oiuH pa3 B Henero CkoppekTupoBaHHas 1Mo Becy Tena no3a hSD8 ms
BBEICHUS] MOXKET COCTABJIATh NPUOIU3NUTENBHO 3 MI/KT OJUH pa3 B Henento CKOppeKTHPOBaHHAS
1o Becy Tena 103a hSD8 st BBeneHus: MOXKeT COCTaBIATh Npudiu3uTensHo 10 Mr/kr onuH pas B
Henenmto CkoppekTHpoBaHHas o Becy Tena Ao3a hSD8 niist BBeneHust MOXKET COCTaBIISITh
npubaM3uTeNnsHO 15 MI/KT ouH pa3 B Henento CKOppeKTHpOBaHHAs 1O Becy Tena 1o3a hSD8
111 BBEIEHUSI MOXKET COCTABIISITh NPUOIM3UTENBHO 20 MI/KT OfMH pa3 B HEJEIIO
CxoppekTrpoBaHHasi Mo Becy Tena a03a hSD8 nyist BBeeHUsI MOXKET COCTABIISATD
NPUOIU3UTENBHO 25 MI/KT OAVH Pa3 B HENEJIIO

[00118] CxoppexTupoBanHas o Becy Tena no3a hSD8 niist BBeneHUsT MOXKET COCTaBJIATh
npuOIM3UTENIbHO 1 MI/KT MPUOTU3UTENBHO OUH pa3 B ABe Heneu. CKOppeKTUPOBaHHAS 110
Becy Tena 103a hSD8 nuist BBeIeHUsI MOXKET COCTaBIIATh MPUOIU3UTENBHO 3 MI/KT
pUOIM3UTENILHO OAUH pa3 B ABe Henenn. CKoppeKTHpoBaHHas MO Becy Tena go3a hSD8 ms
BBEICHUSI MOXKET COCTABIIATh NPUOMU3NUTENbHO 10 MI/Kr mpUOIH3UTENBHO OAVH Pa3 B IBE
Henenu. CKOppeKTUPOBAaHHAS IO BeCy Tefa 103a hSD8 1ist BBeIeHHsI MOKET COCTaBIISITh
npuOIU3NUTENBHO 15 MI/KT npuOIM3UTENBHO OAMH pa3 B Ae Hepenn. CKOPPEKTUPOBAHHAS 1O
Becy Tena 103a hSD8 s BBeneHHUs MOXKeT COCTaBJIATh MPUONN3UTENBHO 20 MI/KT
pHUOIM3UTENILHO OAMH pa3 B Ae Henenn. CKoppeKTHpoBaHHAs IO Becy Tea go3a hSD8 mmst
BBEICHUSI MOXKET COCTABJIATh NPUOIU3UTENBHO 25 MI/KT TPUOIU3UTENBHO OAMH Pa3 B BE

HEOECIN.
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[00119] CxoppexTupoBaHHas no Becy Tena 1o3a hSD8 nist BBeneHus MOXeT COCTaBIATh
npUOMU3UTENBHO | MI/KT MPUONHU3NUTENBHO ONUH pa3 B TpH Henenu. CKOppeKTUPOBaHHAS IO
Becy Tesa 103a h5D8 i BBeeHHst MOXKET COCTaBIIATh MPUOIU3UTENBHO 3 MI/KT
NpUOIU3UTENILHO OUH pa3 B TpHU Hepenn. CKoppekTHpOBaHHAs MO Becy Tea n1o3a hSD8 mis
BBEICHUSI MOXKET COCTABJIATh NPUOMU3UTENBHO 10 MI/KT IpUOTU3UTETBHO OAMH Pa3 B TPU
Henenu. CKOppeKTUPOBaHHAS 0 Becy Teja n1o3a hSD8 mist BBeneHUs MOKET COCTABIISITh
NpUOIU3UTENBHO 15 MI/Kr mpuOIM3UTEIHHO OAMH pa3 B Tpu Henenu. CKOpPEeKTHPOBAHHAS 110
Becy Tena 1o3a hSD8 st BBeieHHs MOXKET COCTaBJISTh MPUOIN3UTENBHO 20 MI/KT
pUOJIM3UTENILHO OAUH pa3 B Tpu Henesn. CKOppeKTHPOBAaHHAS O Becy Tejia 1o3a h5D8 st
BBEICHUSI MOXKET COCTABJIATh NPUOIU3UTENBHO 25 MI/KT IPUOTU3UTENTPHO OAHH Pa3 B TPH
HeZleNu.

[00120] CxoppexTupoBanHas no Becy Tena 1o3a hSD8 niist BBeneHns: MOXKET COCTaBIIATh
npUOIU3NUTENBHO | MI/KT MPUONHU3NUTENBHO ONMH pa3 B ueTbipe Henenn. CKOpPeKTHPOBAHHAS 110
Becy Tena 1o3a hSD8 nuist BBeeHNs MOXKET COCTaBIIATh MPUOTU3UTENBHO 3 MI/KT
pHUOJIM3UTENILHO OAMH pa3 B yeTbipe Hemenn. CKoppekTUpOBaHHAs 1O Becy Tea 1o3a hSD8 ms
BBEICHUSI MOXKET COCTABJIATh NPUONU3UTENBHO 10 MI/KT IpUOIU3UTENPHO OOUH Pa3 B YETHIPE
Henenu. CkOppeKkTHpOBaHHAs O Becy Tesa 103a hSD8 niist BBeneHust MOXKET COCTaBIISITh
npuOIU3UTENBHO 15 MI/Kr npuOIM3UTENBHO OAMH pa3 B YeThipe Henenn. CKOppeKTUpOBaHHAS
no Becy Tesia 1o3a hSD8 st BBeneHNs: MOXKET COCTaBIATh MPUOIH3UTENbHO 20 MI/KT
npuOIM3UTENBHO OAMH pa3 B YeTklpe Henenu. CKoppeKkTupoBaHHas 1o Becy Tena po3a hSD8 mus
BBEICHUST MOXKET COCTABJIATh MPUOIU3UTENBHO 25 MI/KT IPUOTU3UTENBHO OAUH pa3 B YEThIpe
HeZlelNu.

[00121] JIroOyro u3 103, MOAPOOHO OMUCAHHBIX B TJAHHOM JOKYMEHTE, MOXKHO BBOIAUTH B/B B
TEYEHHUE NMEePHO/Ia BPEMEHH, COCTABJISIFOIIETO 110 MEHbLICH Mepe MPUOIU3UTENbHO 60 MUHYT;
OJITHAKO 3TOT MEePUOJI MOKET HECKOJIBKO BaPbUPOBATHCS B 3aBUCUMOCTH OT YCJIOBHIA,
OTHOCSIIINXCS K K&KAOMY OT/I€IbHOMY BBEIEHHUIO.

[00122] OmnucanHbIe B JAHHOM TOKYMEHTE J03bI B Pe3yJIbTaTe MOTYT 00€CIIeYUTh EPUOT
nonyxu3Hu hSD8 B chIBOpOTKe/TIa3Me KPOBH, COCTABIISIIOIIUIN OT NPUOIM3UTENBHO 15 10
npubnusuTensHO 20 nHel. B onpeneneHHbIX BapHaHTaX OCYIIECTBJICHUS JO3HPOBKH B
pe3yiabTaTe 00eCneunBaOT NEPUO IMONYKU3HU B CBIBOPOTKE KPOBHU, COCTABIISIFOIINN OT
npudm3uTeNsHo 16 o 19 nHeit. B onpeneneHHbIX BapraHTaX OCYIIECTBICHUS JO3UPOBKU B
pe3yiabTaTe 00eCeunBalOT NEPUO] IONYKU3HU B CBIBOPOTKE KPOBHU, COCTABIISIFOIIUN OT

npubnusutensHo 17 o 18 nHell. B onpeneneHHbIX BapuaHTax OCyIIeCTBIEHUs 103UpoBKU h5D8
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17151 BBEJIeHUs, cocTassiroue 750 muumurpammos, 1125 munnurpammos i 1500
MWJIJIMTPAMMOB, B pPe3yJIbTaTe 00ECIeUNBAIOT EPHOA MOIYKU3HHU B CBIBOPOTKE KPOBH,
COCTABJISIFOLIMIA MpUOMU3UTENbHO 17 i 18 qHeid.

[00123] [do3upoBKy Jir0OOM M3 OMUCAHHBIX B JAHHOM JOKYMEHTE BEJIMYMH MOKHO COCTaBUTD B
BUZI€ KOMIIO3ULIMH IS JICYSHUsI OMMUCAHHOTO B TAHHOM JJOKYMEHTE paka/OnyXOJIu.

dapManeBTHUECKH NMPHEMJIEMbIE€ BCIIOMOraTeIbHbIE BEIECTBA, HOCHTEJIH H Da3ﬁaBl/lTe.ﬂl/l

[00124] B omnpeneneHHBIX BapUaHTaX OCYIIECTBIIEHHUS aHTHUTENIA IO HACTOSIIEMY U300PETEHHIO
BBOJST B BUJ€ CYCIIEH3UU B CTEPUIIBHOM pacTBope. B onpeneneHHbIX BapuaHTax
OCYIECTBIIEHHSI PACTBOP COAEPIKUT (PUINOIOTHUECKH TPUEMIIEMYIO KOHLIEHTPALIUIO COJIU
(marmmpumep, NaCl). B onpeneneHHBIX BApHaHTaX OCYIIECTBJIEHHUS PACTBOP COAEPIKHUT OT
npudmmsuTensHo 0,6% 1o 1,2% NaCl. B onpeneneHHbIX BapHaHTax OCYIIECTBICHHS PACTBOP
comepxut ot npudbnusutensHo 0,7% 1o 1,1% NaCl. B onpeneneHHbIX BapuaHTax
OCYIIECTBJICHUS] PACTBOP COMEPKUT OT mpudamsuTensHo 0,8% o 1,0% NaCl. B onpenenennbix
BapHaHTaX OCYILLIECTBJICHUsI BBICOKOKOHLIEHTPUPOBAHHbBIN UCXOMIHBII pacTBOP aHTUTEJA MOXKHO
pa3basutk B npudmm3uTensHo 0,9% NaCl. B onpeneneHHbIX BapuaHTax OCYINECTBICHUS
pactBop copepxut npudauzurenpHo 0,9% NaCl. B onpeneneHHbIX BapraHTaX OCYLIECTBJICHUS
pPacTBOpP JONOJHUTEIBHO COAEP>KUT OJUH UM HECKOJIBKO U3 CIAEAYIOIINX KOMIIOHEHTOB:
Oydepbl, HanpuMep, aleTaTHbIN, IIUTPATHBIN, THCTUUHOBBIN, CYKLIMHATHBIH, pochaTHBIH,
OukapOOHATHBIN M THAPOKCHUMETUIAMUHOMETaHOBBIH (TTis); MOBEpXHOCTHO-aKTHBHBIE BEIECTBA,
Hanpumep nosucopbat 80 (Tween 80), monucopdat 20 (Tween 20), momucopOaT u NoJoKcaMep
188; mosnnosbl/arcaxapuabl/ moIucaxapubl, HAPUMEp [IIFOKO3Y, AEKCTPO3Y, MAHHO3Y, MAHHHT,
copOuT, caxaposy, Tperajody u nekcrpan 40; aMHHOKHUCIOTBI, HAPUMEP TUCTUAMH, TJIULUH WA
ApTHUHUH, aHTUOKCHIAHTBI, HATIPUMep aCKOPOUHOBYIO KHUCJIOTY, METHOHUH, U XEJIaTUPYIOIINE
cpenctsa, Harpumep EGTA unu EGTA. B onpeneneHHbIX BapUaHTax OCYLIECTBIIEHUS aHTUTENA
IO HACTOSIIEMY H300PETEHUIO TPAHCIIOPTUPYIOT/XPAHSAT B INOGUIM3UPOBAHHOM BUAE U
BOCCTAaHABIIMBAIOT Niepe]] BBeZeHHEM. B onpeneneHHbIX BapMaHTax OCYIECTBICHUs
TO(PUIN3UPOBAHHBIE COCTABbI HA OCHOBE aHTHTEN COMepKaT 00beMo00pasyroiiee CpeacTso,
TaKOE KaK MaHHUT, COPOUT, caxaposa, Tperanosa u aekcrpat 40. B onpeneneHHoOM BapuaHTe
ocymecteineHus anTurena K LIF mo HacrosimeMy n300peTeHn0 MOXKHO TPAHCTIOPTHPOBATh U
XPaHUTh B BUJE KOHIIEHTPUPOBAHHOIO UCXOJHOTO PACTBOPA, MOJIEKAIIETO pa30aBIESHHIO B
MECTe UCIIONIb30BaHUs JUIsl JieueHus. B onpeneneHHbIX BapUaHTaxX OCYLIECTBJIECHUS HCXOIHBIN
PacTBOP COAEPKUT MPUOIUZUTENBHO 25 MM rucTunnHa, TPUOIU3UTEIHFHO 6% caxapo3bl,

npubnusutensHo 0,01% nonucop6ara u npudiamsurensHo 20 mr/mn anturena k LIF. B
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OTIpe/IeNIEHHBIX BapUAHTaX OCyLIeCTBIIEeHUs NokasaTtens pH pacTBopa cocrasisier
npubnusuTensHo 6,0. B onpeneneHHbIX BapuaHTax OCYIIECTBJIEHUS COCTAB, BBOJUMBIN
VUHIUBHAYYMY, IIPEICTABISIET COOOM BOIHBII PacTBOp, COAEPIKALIMHA NMPUOIH3UTENBHO 25 MM
THCTUAMHA, TPpUOIH3UTENbHO 6% caxaposbl, npudamnsutensHo 0,01% nommcopbara 80 u
npubm3uTenbHo 20 Mr/mit antutena hSD8. B onpenesieHHbIX BApUAHTAX OCYIIECTBIICHHS
nokasatenib pH pacTBopa cocTasJsieT mpuOIU3UTEIBHO 6,0.
[00125] AwnTuteno hSDS8, onucaHHOe B JAHHOM JTOKYMEHTE, MOKET ObITh BKJIFOYEHO B HAOOD,
comep Kauuii (hJIaKOH, 3aIOIHEHHBIN CTEPHIIBHBIM PACTBOPOM, coaepKaiuM antuteso hSD8 B
KOHLIEHTPALUH NMPHOIH3UTENBHO 20 MI/MJI, MPHOIU3UTENBHO 25 MM rHCTHANHA,
npuOI3uTEeNbHO 6% caxapo3sl U npudmm3uTensHo 0,01% nonucopdara 80. DrakoH MOKET
NPEACTABISITh COOON OTHOPA30BbIM CTEKIISIHHBIN (hi1akoH. OIHOPA30BbINA CTEKJISIHHBIN (PIIakoH
MOJKeT OBITh 3amoHeH npuommuTeasHo 10 Muwumntpamu anturena hSD8 B koHIeHTpauun
npuOIM3UTEeNbHO 20 MI/MiT, pUOTU3UTENBHO 25 MM rUCTHINHA, TPUOIU3UTEITHEHO 6%
caxapo3bl 1 npudnusurensHo 0,01% nommcopbarta 80. B onpeneneHHbIX BapHaHTax
ocyuiecTBiieHus mokas3aresb pH pactBopa cocrasisier npudausurenbHo 6,0. AuTureno hSDS,
OTMCAaHHOE B JAHHOM JJOKYMEHTE, MOXKET ObITh BKIIFOYEHO B HAOOP, comep Kaiuii (aKkoH,
3ar0JIHEHHbIN THO(UIM3UPOBAHHON KOMITO3ULIEH, coaepaxkatieit antureno hSD8, koropoe npu
BOCCTaHOBJIEHUH B COOTBETCTBYIOIIEM KOJMYECTBE CTEPUIIBHOTO pa30aBUTENs AaeT
KOHLIEHTPALIUIO, COCTABJISIFOINYIO MpuOn3uTenbHo 20 mMr/mi antutena hSD8, mpubnuszurenbHo
25 MM ructunuHa, npudmmu3uTensHo 6% caxapossl 1 npudausurensHo 0,01% nomucopbata 80.
@D1akOH MOKET MPEACTABISATh COOO0I OTHOPA30OBBIN CTEKIISTHHBIH (HJIAKOH.
[00126] AwnTuTENa, OMUCAHHBIE B JAHHOM JOKYMEHTE, MOKHO BBOJUTD, WIH MOJIY4YaTh, WIH
pa30aBIsTh Uil BBEACHUS PA3JIMUHBIMU CIIOCOOAMH B 3aBUCUMOCTH OT YPOBHSI JO3HPOBKH,
KOTOPBII B KOHEYHOM UTOTe JIOJDKEH OBITh TOCTABJICH MALIMEHTY. DTO MOKHO OCYLIECTBIISITb,
HarpuMep, Ui ONTUMHU3AIHNH (HapMaLEBTHUECKHUX CBOWCTB TO3UPOBKH JJIS MTALIMEHTA, HATPHMED
JUJISl yMEHBILIECHUS KOJINYECTBA B3BeLIEeHHBIX yacTull. HSD8 M0OkHO npUroTroBuTh B
KOHIICHTPALIUH MPHOIM3UTEIBHO 8 MI/MII HE3aBUCHMO OT KOHEYHOM J03bI, JOCTABIISIEMON
nanueHTy. B onpeneneHHbIX BapuaHTax ocymecteieHus: hSD8 MOKHO MPUTOTOBUTH B
KOHIEHTPAIUH, COCTaBIIsIroIIel He Oonee mpudnmsurensHo 10, 9, 8, 7, 6, 5 wiu 4 mr/min. B
OTIpPeNIEIeHHBIX BapHAaHTaxX OcyIecTBIeHHsI hSD8 MOKHO MPUTrOTOBUTH B KOHLIEHTPALUH,
cocrasJisironieit bonee mpudmm3uTensHo 1, 2, 3, 4, 5, 6 umu 7 mr/mit.

IIPUMEPDBI

[00127] Caenyromue WUTIOCTPATUBHBIE IPUMEPBI IPEACTABIIAIOT BAPUAHTBI OCYILECTBICHMUS
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KOMITO3UIUH U CIIOCOOOB, OMUCAHHBIX B JAHHOM JIOKYMEHTE, 1 HUKOUM 00pa3oM He
IpeIHA3HAYEeHbI AJI1 OTPAHUYEHUS.

Ipumep 1. Ilonyuenue xpoicunvix anmume., cneyuguyveckux x LIF.

[00128] K/HK, xoaupyroiyr aMUHOKHCIOTHI 23-202 yenosevyeckoro LIF, kinonuposanu B
skcnpeccuonHble masMuabl (Aldevron GmbH, ®paiiOypr, I'epmanust). ['pymmbl 1abopaTOPHBIX
kpbic (Wistar) MIMMYHHM3HPOBAJIH IyTEM BHYTPUKOKHOTO BBEIEHHSI YACTHUI] 30J10Ta, MTOKPBITHIX
JTHK, ¢ ucronb30BaHHEM PYYHOTO YCTPOUCTBA AJist OOMOapIupOBKH YacTUIaMH (' TeHHOM
nymku'"). DKCIPECCHIO Ha KJIETOYHOH MOBEPXHOCTH BPEMEHHO TPAHC(UIIMPOBAHHBIX KJIETOK
HEK nonrsep:xaanu ¢ HCIOIb30BAHUEM aHTUTEN K METKE, PACIIO3HAIOIIUX METKY,
npucoennHeHHy0 K N-koHIy Oenka LIF. O0pasiipl ChIBOPOTKH KPOBU COOMPAIH MOCIE CEpUid
MMMYHU3aLUI U TECTUPOBAJIM MOCPEACTBOM IIPOTOYHON LUTOMETpuH Ha kinerkax HEK,
BPEMEHHO TPAaHC(PUIIMPOBAHHBIX BBIIEYTTOMSHYTHIMH SKCIIPECCHOHHBIMHU TIA3MUAAMU.
AHTUTENONPOAYLUPYIOLINE KJIETKH BbIACISAIN U MOJIBEPraji CIUSHUIO C KJIETKaMH MHEJIOMbI
mbIH (Ag8) B COOTBETCTBHH CO CTAHAAPTHBIMU NpoLeaypaMu. [ mOpuaoMsl, MpoayIHpYOLIIe
anturena, cnienuduueckue k LIF, napeHTudunmposany myreM CKpUHUHTA C TOMOIIBIO
NPOTOYHOM LIUTOMETPHUH, KaK 3TO ONMUCAHO BbIe. OCaaKy MONIOKUTENbHBIX KJIETOK THOPUIOMBI
MOJTy4YaJIi ¢ UCTIOJIBb30BAHUEM CPEACTBA sl CTadMIM3auny 1 3amuThl Kiaerounoit PHK
(RNAlater, Ne mo xar. AM7020, ThermoFisher Scientific) u nonoaaurensHo oOpadaTeiBaNU A
CEeKBEHUPOBAHUs BapHaOeIbHbIX TOMEHOB aHTUTEIL.

Ilpumep 2. Ilonyuenue moruiunvix anmumel, cheyugpuueckux xk LIF

[00129] KJHK, xoaupyroumyro aMuHOKUCIOThI 23-202 yenoseueckoro LIF, knonupoBanu B
sKkcrpeccuonHble asMuabl (Aldevron GmbH, @paiibypr, I'epmanus). I'pynmsl 1a0opaTopHbIX
mbiei (NMRI) UMMyHHU3HPOBAJIH ITyTEM BHYTPUKOKHOTO BBEIEHHS YaCTHUI] 30JI10Ta, MOKPBITHIX
JTHK, ¢ ucronb30BaHHEM PYYHOTO YCTPOUCTBA It OOMOapIupOBKH YacTUIlaMH (' TeHHOM
nymKr'"). DKCIPECCHIO Ha KJIETOYHOH MOBEPXHOCTH BPEMEHHO TPAHC(PUIIMPOBAHHBIX KJIETOK
HEK nonarsep:xaanu ¢ HCHOIb30BAHUEM aHTUTEN K METKE, PACIIO3HAIOIIUX METKY,
npucoennHeHHy0 K N-koHIy Oenmka LIF. O0pasiibpl ChIBOPOTKH KPOBU COOMPATH MTOCIE CEpUid
MMMYHU3aLUI U TECTUPOBAJIM MOCPEACTBOM MPOTOYHON LUTOMETpHUH Ha kineTtkax HEK,
BPEMEHHO TPAaHC(PHUIIMPOBAHHBIX BBIIEYITOMSIHYTHIMH 3KCIIPECCHOHHBIMHU TNIA3MUIAMU.
AHTUTENONPOAYLUPYIOLINE KJIETKH BbIACIAIN U MOJBEPraji CIUSHUIO C KJIETKaMU MHEJIOMbI
mbIH (Ag8) B COOTBETCTBHHM CO CTAHAAPTHBIMU NpoLeaypaMu. [ mOpuaoMbl, IponyLUpYIOLITE
anturena, cnienuduueckue k LIF, npenTudunmposany myreM CKpUHUHTA C TOMOIIBIO

HpOTO‘{HOﬁ LHUTOMETPHUH, KAK 3TO OITNCAHO BBILIC. OcaI[KI/I IIOJIOKUTECJIBHBIX KJIETOK FI/I6pI/IJIOMbI
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MOJTy4YaJIi ¢ UCTIOJIBb30BAHUEM CPEACTBA ISl CTa0MIM3alny 1 3auThl Kiaerounoit PHK
(RNAlater, Ne mo xar. AM7020, ThermoFisher Scientific) u nononaurensHo oOpadaTsiBaNu A
CEeKBEHHPOBAHUs BapHaOeIbHbIX JOMEHOB aHTHUTEIL.

Ilpumep 3. I'ymanuzayus kpvicunvix anmumen, cneyugpuvecxkux k LIF

[00130] OpwuH kyioH (SD8), nmojy4eHHbIH B pe3yIbTaTe UMMYHU3ALMH KPbIC, BHIOpAJIH IJIsI
nocieayroLei ryMmanu3anii. ' yMaHu3auuio MpoBOAMIIN C UCTIONb30BAHUEM CTaHIapPTHBIX
meTonoB npuBuBanus CDR. O0nacTu TsKeNnol Henu 1 JIETKOM LieNd KJIOHUPOBAJTH U3
ruOpunomMel SD8 ¢ HCTIOIB30BaHHEM CTAHIAPTHBIX METOAMK MOJIEKYJISIPHOTO KJIOHUPOBAHUS U
cexBeHUpoBaiiu 1o Metony Canrepa. 3arem nposoarn nouck BLAST BapuadenbHbIx
MOCJIEIOBATEIbHOCTEN TSXKEIION LIeTH U JIETKOH LIENH 4eJIOBeKa, U 4 mOCIeA0BaTeNbHOCTU U3
KaXX10H BBIOpAJIN B KAUECTBE aKLENTOPHBIX KAPKACOB JUII T'YMaHU3ALMU. DTH aKLENTOPHBIE
KapKachl MOABEPTaIN JEUMMYHHU3ALUN TS yAaJdeHus 3nuTonos T-kinerouHoro oreera. CDRI1,
CDR2 u CDR3 Taxenoii nenu u nerkoi nenu SD8 kinoHupoBanu B 4 pa3HbIX aKLENTOPHbIX
kapkaca Tspkenoi nenu (H1 - H4) u B 4 pasHbIX akuenTopHbIX kapkaca jerkoi neru (L1 - L4).
3arem Bce 16 pa3HBIX aHTUTEN TECTUPOBAJIH HA: 3Kcmpeccuto B kietkax CHO-S (Selexis);
unruouposanue LIF-unnynuposannoro ¢pocopunuposanus STAT3; u appunaOCTD
CBSI3bIBAHUS NIOCPECTBOM IOBEPXHOCTHOTO IIa3MOHHOTO pe3oHaHca (SPR). JlanHble o 3TUM

JKCIIepuMeHTaM 0000IeHb! B Tadaume 1.
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Ta6auua 1. CeoaHble JaHHBIE 0 T'yMaHu3anuu SD8

KomOunarus HUurubuposanue LIF- | Adpdunnocts | Dkcnpeccus

TSKEJION LenH U UHAYLHUPOBAHHOIO no SPR, Kp; | (Mxr/mi)

JIETKOM 1eTH pSTAT3 cornacHo (M)

¢dur. 1

HOLO +++ 133+46 393

HILI - H. IL 627

HI1L2 +++ 55423 260

HIL3 +++ 54431 70

HI1L4 - N/A 560

H2L1 - N/A 369

H21.2 +++ 52422 392

H2L3 ++ 136+19 185

H214 - H. IL 78

H3L1 H. I H. I Dxcnpeccust
OTCYTCTBYET

H3L2 H. I H. I Dxcrnpeccust
OTCYTCTBYET

H3L3 H. IL H. IL Dxcnpeccus
OTCYTCTBYET

H3L4 H. L. H. . Dxcnpeccust
OTCYTCTBYET

H4L1 - H. IL 259

H41.2 ++ 913+308 308

H4L3 + 252

H4L4 - H. I 186

H. 1. = He nposepsui; HOLO = xuMepHOe aHTHTENO C MOJHBIMU BapHaOeIbHBIMH

00NacTsIMH TSKEIION U JIETKOH Lieneil KPBIChI

[00131] XapakTepuCTHKHU 3KCIIPECCUU TPAHCHULIMPOBAHHBIX KIIETOK CPAaBHUBAIIM B KOJIOAX

. 5
Opnenmeiiepa (moces 3x10° kneTok/mit, 00beM KynbTypsl 200 MiT) B X0/1€ KYJIBTUBUPOBAHUS C
noanutkoii nmocne 10 qHel KynpTUBHUpOBaHUs KieToK. Ha nanHOM 3Tarne kieTku cobupanu u

CCKPETUPYEMOC aHTUTEJIO OUHUIIAIN C UCITOJIb30BAHUEM KOJIOHKHU C OeaKoM A, a 3aTCM
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orpeneNsi kKoaudecTBeHHO. HaOmonanu skcnpecchio Bcex r'yMaHHU3UPOBAaHHBIX aHTHUTEIN 32
HCKJTIOUEHHEM TeX, KOTOPBIE COiepsKau Tsukenyo Lenb H3. Bapuabenpuble obnactu H2 u L2
MOKAa3aJIi XOPOILIHE Pe3yJIbTaThI IO CPABHEHHIO ¢ APYTHUMH BaprabenbHbiMu obnactsimu (SEQ
ID NO: 42 u SEQ ID NO: 46).

[00132] HMurubuposanue LIF-unayuuposantnoro ¢pochopunuposanus STAT3 no Tupo3uny
705 onpenensiin mocpencTBoM BecTepH-OoTTrHra. Kierku rmuombr U251 BbiceBamu B 6-
JYHOYHBIE IJIaHLIeThl pH mioTHocTH 100000 kinerok/nynka. Kierku Ky nbTHBUpOBAIU B
TIOJTHOM Cpefie B TeueHue 24 4acoB nepen Jiroboit 00paboTKOM, a mocie 3TOro KjIeTKu
NOJIBEPTaJId CBIBOPOTOYHOMY T'OJIOAHHUIO B TeUeHHe 8 4acoB. [Tocne 3Toro kieTku
MHKYOMPOBAJIM B T€YCHHE HOUU C YKA3aHHBIMHU aHTUTeNaMH B KOHIeHTpauuu 10 mxr/mu. I[Tocne
00paboTku OeNKu BBIIEISUTH ¢ UCTIONb30BaHueM Oydepa s usuca niist aHamu3a
panuonmmyHomnpeuunutannu (RIPA), conepskamero uarnoutops! ¢pocdaras u nporeas,
KOJIMUECTBEHHO onpeaesiu (Habop s ananus Oenka ¢ npumeHeHueM BCA, Thermo Fisher
Scientific) u ucnosnb30Banu B BeCTepH-OJ0TTHHTE. )11 BeCTEPH-OJIOTTHHTa MEMOPaHBI
Onoxuposanu B TeueHue 1 gaca B 5% obe3xupeHHOM cyxoM mMosioke - TBST u nnkyOupoBanu ¢
NEepBUYHBIM aHTHUTENIOM B TeueHue Houu (p-STAT3, Ne mo karanory 9145, Cell Signaling nnu
STATS3, Ne o xaranory 9132, Cell Signaling) nnu 30 munyt (B-akTuH-nepokcuaasa, Ne o
karanory A3854, Sigma-Aldrich). 3arem memOpans! npomseiaiu B TBST, nnkyOuposanu co
BTOPUYHBIM aHTUTEJIOM U CHOBA MPOMBIBAIU. besku oOHapy »KUBaIK MO XEMIJIFOMHHECLIEHIIUN
(SuperSignal Substrate, Ne o karanory 34076, Thermo Fisher Scientific). JlanHbIe pe3ybTaThI
noka3anbl Ha ¢ur. 1. Uem temuee nojioca pSTAT3, TeM MeHbIe HHTUOHMPOBAHUE.
HNurubuposaHue ObLUIO BHICOKHM B TOPOKKaX, 0003Ha4eHHbIX SD8 (HeryMaHu3UpOBaHHOE
kpbicuHoe antureno), A (HOLO), C (H1L2), D (H1L3) u G (H2L2); nuarubuposanue ObLIO
ymepensabiM B H (H2L3), O (H4L2) u P (H4L3);, narubuposanue orcyrcrsoBasio B B (H1L1), E
(H1L4), F (H2L1), I (H2L4), N (H4L1) u Q (H4L4).

[00133] 3arem aHTHTENa, KOTOpPbIE MPOSIBISLTN HHrHOMpoBanue LIF-uHayupoBaHHOTroO
dbochopunuposanust STAT3, ananusuposanu mocpeactsom SPR st onpenenenus apdunHOCTH
cBsi3bIBaHUsA. Bkparie, cBsa3piBaHne rymann3upoBansbix anturen A (HOLO), C (HIL2), D
(H1L3) u G (H2L2), H (H2L3) u O (H4L2) co cBsazanubiM 1o amuHorpymnmne hLIF BeisBisiim B
aHaJIM3e ¢ UCnoib3oBaHueM npudopa Biacore™ 2002. KuHeTnueckne KOHCTAHTHI M TOKA3aTeNH
apUHHOCTH OTPENENAITH TyTeM MaTEMaTHYECKOH allpPOKCUMALIUN CEHCOrpamMM (MOJeNb
B3anmozaeiicteus Jlenrmropa [A + B = AB]) cpenu Bcex ceHcorpamm, MOJyUYEHHBIX HA BCEX

MOBEPXHOCTAX CECHCOPHOTO YHIIa MPU MECCTH KOHUCHTPALUAX JIMT'aHAA. ﬂJ’IH pac4cTa
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KMHETHYECKHX KOHCTAHT U Mokasareneil apGuHHOCTH HCIoMb30BaIi KPUBbIE HAMITYYIIeH
anmnpokcuManuu (MuHUMaabHOe 3HaueHue Chi2) mst kaxnoit konuentpauuu. Cm. Tabauny 1.
[00134] ITockonpky B 3KCIEpUMEHTANIbHON MOAENN B KaUECTBE aHAJIUTOB UCIIOJIb30BAJIH
JBYXBaJIEHTHbIE AHTHUTEJA, CEHCOTPAMMBI C HAUJTyYLIEH alnmpoKCuMaLuei Takke
AHAJTM3UPOBAIM HA OCHOBE MOJIEJIH alllIPOKCUMALIMK JBYXBAJIEHTHOTO aHanmuTa [A + B = AB;
AB + B = AB2], yto0sI nonyuuTs Oosiee moapoOHOE MPENCTaBIEHHE O MEXaHU3Me CBSI3bIBAHUS
MUIIEHN T'YMaHU3UPOBAHHBIMH AaHTHTEJIAMHU. AHAJIN3 KUHETHUECKUX CEHCOTPAMM C
HCIIOJIb30BAHUEM MOJIENH AINMPOKCUMALINH IByXBaJeHTHOro aHanmnTta [A + B =AB; AB+ B =
AB2] noaTBepam paHxupoBaHue 00pa3oB mAb no oTHocUTeabHOH adPpuHHOCTH.

[00135] I'ymanusuposannoe SD8, coneprkamee H2 u L2, BeiOpanu ans Oonee 1eTanpHOro
aHaJIN3a M3-3a €ro BBICOKON appUHHOCTH CBS3BIBAHMS U BBICOKOTO BBIXOAA U3 MEPUOTUIECKOM
KYJIBTYPBI.

Ipumep 4. I'ymanusayua knona 5DS ynyuwaem ceszvieanue ¢ LIF

[00136] Asropsl HacTosimero u3odbpereHus BeiOpanu kjon H2L2 (hSD8) mist nanpHelimero
aHanmu3a 1 rnocpenctsoM SPR cpaBHUBaNM CBSI3bIBAHNE C UCXOAHBIM KpbICUHBIM SD8 (r5D8) u
MBIIIMHBIM KJIOHOM 1B2. AntuTeno 1B2 nmpencrasnsier coOoii paHee OMMCAHHOE MBILITHHOE
antureno k LIF, nenornposanHoe B Deutsche Sammlung von Mikroorganismen and
Zellkulturen GmbH (DSM ACC3054) u BxiItoueHHOE B LieJIsIX cpaBHeHUs. PeKOMOMHAHTHBIN
yenoBeueckuii LIF, Beinenenusbiii u3 kaetok 2. coli u HEK-293 coOTBETCTBEHHO, UCITOIb30BAIH
B KauecTBe nurangoB. LIF ot yenoseka uiam u3 L. coli KOBaNE€HTHO CBS3bIBAJIN C TOBEPXHOCTHIO
ONTUYECKUX CEHCOPHBIX YMMOB Biacore ¢ MCNOIb30BaHNEM XUMHH UMMOOHITU3ALIH 10
AMHUHOTPYIIIE, U MoKaszaTenu apGUHHOCTH CBSI3bIBAHUS PACCUUTHIBAIM HA OCHOBE KHHETHYECKHIX
KOHCTaHT.

Marepuaibl U CriocoObl

[00137] Yenoseueckuii LIF u3 E. coli monyummu ot Millipore, ccpuika B katanore LIF 1010;
yenoseueckuit LIF 3 knerok HEK-293 nonyumnu or ACRO Biosystems, ccplika B KaTajore
LIF-H521b. LIF nMMoOunn30Ba Il Ha CEHCOPHBIX YHIIAX ¢ HCIOJIb30BaHHEeM Habopa Biacore
Amine Coupling Kit (BR-1000-50; GE-Healthcare, Ynncana, IIIserust). O6pa3ist
aHaM3upoBau Ha pudope Biacore™ 2002 ¢ UCMONb30BaHUEM ONTHYECKUX CEHCOPHBIX YHITOB
CMS (BR-1000-12; GE-Healthcare, Ynmncana, [lIserwmst). bydep Biacore HBS-EP ucnonp3oBanu
B xoze BoinosiHeHus: UKkiIoB (BR-1001-88; GE-Healthcare, Ynncana, [IIBenus). Kunernueckuii
aHaJIN3 CEHCOTPaMM CBSI3bIBAHUS IIPOBOAIIIN C UCTIONb30BaHUEM mporpammbl BIAevaluation 4.1.

Kunernueckue KOHCTaHTHI U TTIOKA3aTeIH a(l)(I)I/IHHOCTI/I ONpeaciisin IyTEM MaTeMaTHYeCKOM
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annpoKCUMALUK ceHcorpamm (Mozens B3aumoneiicteus Jlenrmiopa [A + B = AB]) cpenu Bcex
CEHCOTpaMM, IMOJTYyUYEHHBIX Ha BCEX MOBEPXHOCTSIX CEHCOPHOIO YUIIA IIPU BO3PACTAIOIINX
KOHLIEHTpaLusax aHanuTa. CeHcorpaMMbl TaK>Ke aHAIU3HPOBAJIM HA OCHOBE MOZIENN
anmnpoKCUMALIMK CEHCOrpaMMbl IByxXBajleHTHoro aHanuta [A + B = AB; AB + B = AB,],
BKJIIOYast KOMIIOHEHTHBIH aHAJIN3, 9TOOBI IPOM3BECTH OLICHKY BKJIAJa JBYXBAJEHTHOTO aHAJIUTA
B omnpeneneHHble ah(GUHHOCTH aHTUTeNa K MULIeHHU 10 JIeHrMIopy (Hampumep, BKJIa B
aBUIAHOCTD). [Iist pacueTa KHHETHYECKUX KOHCTAHT U Mokaszareyiell appuHHOCTH UCTIOIb30BAJIH
KPHBBIE HAMIYUIIEH anmpoKCHMALUK (MUHIMATbHOE 3Hadenne Chi”) st kaxoi
KOoHUeHTpauun. CBOAHbBIE JaAHHBIE MO YTHM 3KCIIEPUMEHTaM sl onpeneneHns apPuHHOCTH
nokas3ansl B Tabauue 2 (uenoseueckuii LIF, monyuennstii B F. coli) u Tabaune 3

(uenoseueckuii LIF, mony4yenssiii B knerkax HEK 293).

Tabauua 2. YiayuimeHHoe Kp [mM]

cesi3biBaHue SD8 nocae

rYMaHH3ALHH

hLIF (E. coli) Anmnpoxkcumanus | ANIpoKCUMAaLus
CEHCOIPaMMBbI I10 | IBYXBaJIEHTHOTO
Jlenrmropy 1:1 aHaJuTa

Mpenunnoe antureno 1B2 400+210 1500£200

r5D8 (kpbicuHOE) 130+30 780+130

h5D8 (rymanuznpoBaHHOE) 26+14 82+25

Tabauua 3. YayumeHHoe Kp [mM]

cesizpiBaHue SD8 nocae

rYMaHHU3ALHH

hLIF (HEK 293) Anmnpokcumanys | ANIpOKCUMALUS
CEHCOIPaMMBbI 110 | JIByXBaJIEHTHOTO
Jlenrmropy 1:1 aHaJIUTa

MpenunHoe antuteno 1B2 320£150 3900+£900

r5D8 (kpeicuHOE) 135+100 410+360

h5D8 (rymannsupoBaHHOE) 13+6 63+30

[00138] Monens annpokcumanuu cencorpammsl Jlenrmropa 1:1 U3 3701 cepun 3KCIEPUMEHTOB
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NIOKa3bIBAET, UTO ryMaHu3upoBaHHoe antureno SD8 (h5D8) cessriBanock ¢ yenosedeckum LIF ¢
appuHHOCTHIO, KOTOpas B ~10-25 pa3 Gonbiue, yem adpuHHOCTD Y MblnHOTO 1B2 11 rSDS.
[00139] 3arem antuteno hSD8 tectuposanu ¢ LIF Heckonbkux BUIOB ¢ UCTONb3oBaHHEM SPR.
Kuneruky csasbiBanust hSD8 o SPR nposepsiu 11 pekoMOnMHaHTHBIX aHanuToB LIF,
TOJIYYEHHBIX OT Pa3HbIX BUIOB U cucTeM 3kcnpeccuu: yenoBedeckuii LIF (E. coli, kneTku
HEK?293); mprmunsiii LIF (knetku E. coli, CHO); xpricunsiii LIF (E. coli); LIF makaka-
kpadoena (aposxxu, kiaetku HEK293).

Marepuaibl U CriocoObl

[00140] AnTHTeno hSD8 nMMoOMIM30Ba M HA MOBEPXHOCTH CEHCOPHOTO YHITa HEKOBAJICHTHBIM
Fc-cneunduueckum 3axsarom. PekomOunanthelii Ig(Fc)-cneunpuuecknii 6enok A/G S. aureus
HCTIONIB30BAJIM B KAYECTBE 3aXBATHIBAIOIIETO CPEACTBA, OOECTIEUMBAIOIIEr0 CTEPHUECKH
OITHOPOAHYIO U rTHOKYI0 mpesenTauunto antutena k LIF anamuram LIF. Ucrounuku anamntos LIF
cnenyromme: yenoseuecknit LIF (u3 £. coli; ccpuika B katanore Millipore LIF 1050);
yenosedyeckuit LIF (3 xnerok HEK, ACRO Biosystems LIF-H521); mprumnstii LIF (£. coli;
Millipore Ne mo kar. NF-LIF2010); mprmumnsnii LIF (13 knerok CHO; Reprokine Ne o karanory
RCP09056); LIF ob6e3psinbl (qposxoku Kingfisher Biotech Ne mo xaranory RP1074Y); LIF
o0e3bsiHbI, poaynupyembiii B kierkax HEK-293. B nienom hSD8 nposiisin cesizpiBanue ¢ LIF
HECKOJIbKUX BU0B. CBOJHBIE JAHHBIE 110 STOMY SKCIIEPUMEHTY Ul onpeaeneHus appuHHOCTU

[oKas3aHbl B Ta0auLe 4.

Ta6auua 4. llupokasi BuaAoBasi | ANMpPOKCHUMALUs CEHCOrpaMMbl 1o JIeHrmopy
PEaKTHBHOCTDH 1:1
rymMaHuzuposanHoro SDS.
AHanmut Cpennee Cpennee Cpennee
3HaueHue K, 3HaueHue Ky 3HAUEHUEe
(1M c)[10°] | (1/c) [107] Kp [mM]
Uenoseueckuii LIF (E. coli) 8,5+0,7 7,2+0,7 86+ 9
Uenoseueckuii LIF (HEK-293) 5,5+0,02 3,1+0,7 56+ 13
Memmunstii LIF (E. coli) 21,4+3,7 57+1,0 27+6
Mpeimussiii LIF (knetku CHO) 6,5+ 0,7 1,L1+£0,3 17+4
LIF makaka-kpaboena (aposkiKu) 6,3+0,8 5,4+ 0,7 89+ 10
LIF makaka-kpaboena (HEK-293) |[2,4+0,2 3,32 0,3 134+ 6
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Lpumep 5. I'ymanuzuposannuiii kion 5D8 uneuoupyem LIF-unoyyupoeannoe
pocghopunuposanue STAT3 in vitro

[00141] YrtoOs! ompenenuTs OHONOrMUECKYI0 aKTUBHOCTh h5D8, rymMaHn3npoBaHHbIE U
UCXOIHbIE BEPCUU TECTUPOBAJIN HA MOZAENHN KJIETOUHON KynbTypbl akTuBauuu LIF. Ha ¢ur. 2A
NIOKA3aHO, YTO T'YMaHU3UPOBAHHBIN KJIOH MPOSIBIISUT ITOBBIIIEHHBIH YPOBEHb HHIMONPOBAHUS
dochopumuposanust STAT3 (Tyr 705), ecnu KIETOUHYIO JTUHHIO TIMOMBI UHKYOUPOBAIU C
yenoseueckuM LIF. Ha ¢ur. 2B nokazaH skCiepuMeHT C TOH jke MOJEJIbIO, UTO U Ha (pur. 2A,
MIOBTOPEHHBIN C pa3HbIMU pa3BeneHusiMu antutenaa hSDS.

Crocobmt

[00142] Knerxu rimuomsl U251 BeiceBanu B O-TyHOYHBIE IUIAHLIETHI TP m1oTHOCTH 150000
KJIETOK/TyHKa. KJleTkn KyIbTUBHPOBAJIM B TIOJHOH cpene B TeueHne 24 yacoB nepen Jro0oit
obpabotkoii. ITocie sToro kierku oOpabarsBad B TEUEHNE HOUYU IIyTEM MHKYOAIUH ¢
anturesnoM rSD8 k LIF unn anTurenom hSD8 k LIF B konuerTpaunu 10 MKr/Mit uian He
oOpabarbIBau (KOHTPOJIBHBIE KIIETKN).

[00143] ITocne oOpaboTku OeNKU BBIIEISUIN C HCIIONBb30BaHueM Oydepa mist tu3uca ist
aHanmusa paguoummyHonpeuunuraunu (RIPA), cogepsxarnero nHruduTops! gocdaras u nporeas,
KOJIMUECTBEHHO onpeaessiiu (Habop st ananus Oenka ¢ npumeHeHueM BCA, Thermo Fisher
Scientific) u ucronb3oBanu B BecTrepH-OnoTTHHTE. Il BeCTEpH-OJIOTTHHra MEMOpaHbI
Onokuposanu B Teuenue 1 gaca B 5% obezxupenHoM monoke - TBST n nakyOuposanu ¢
HepBUYHBIM aHTUTENIOM B TedueHne Houu (p-STAT3, Ne mo karanory 9145, Cell Signaling nu
STATS3, Ne o xaranory 9132, Cell Signaling) uiu 30 munyt (B-akTuH-nepokcuaasa, Ne mo
kartanory A3854, Sigma-Aldrich). 3arem memOpanbl mpombiBanu B TBST, npu HeoOxomumocTH
WHKYOMPOBAJIM CO BTOPUYHBIM aHTUTEJIOM U CHOBA MPOMBIBAJIH. benku oOHapyKUBajH Mo
xemmmromuaecueHn (SuperSignal Substrate, Ne mo katanory 34076, Thermo Fisher Scientific).
IIpumep 6. 3nauenue IC's) npu obpabomre anmumenom h5D8 na snoozennvie yposuu LIF 6
kremxax U-251

[00144] ABTOpBI HACTOSIIETO U300PETEHUS TAKKE OMPEIEIIUIIH, YTO st OMOJIOTHIECKOTO
uHruouposanus hSD8 B ycnoBusix cbIBOpOTOUHOTO rostonanus B kierkax U-251 ICsy
coctasisieT Bcero 490 mukomons/n (¢ur. 3A). Cm. penpe3eHTaTUBHBIE pe3yIbTaThl Ha ¢ur. 3A

1 3B u B Ta0aune 5.
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Tabauna S
Tkanb |Ha3zBanue
Nuruduposanue
KJIeTOUHOli[KIeTouHoi| O0padoTka ICsp (1M) ICop (H1M)
JAK (%)
JIMHHUH JJUHHUH
Cpennee Cpennee Cpennee
Ycnosue sunorennoro LIF n=1 | n=2 SD
3HaUeHUE 3HAYCHHUE 3HAYCHHE
h5D8 0,78 10,54 | 0,66 0,12 4.1 84%
GBM U251
1,6 | 1,5
rSD8 1,4 0,15 8,5 86%
121 14

Crioco0b1

[00145] Knerku U-251 BoiceBanu u3 pacuera 600000 kieToK Ha 6-CAaHTHMETPOBYIO YaIlKy (Ha
onHo ycnosue). Kierku obpabdareiBanu ¢ ucnonpzoBanuem hSD8 B cooTBeTcTByromei
KOHIIEHTpaLuK (TUTPe) B TeUeHHE HOUM Ipu Temrnepatype 37°C B yCIOBUAX CHIBOPOTOYHOTO
rononanus (0,1% FBS). B kauectse nosnoxurensuoro kourposs i pSTAT3 ucnons3oBanu
pexomOuHaHTHBIN LIF (R&D Ne7734-LF/CF) nnst crumy situu kiaetok npu 1,79 HM B TedeHue
10 mun. npu 37°C. B xauecTse orpunarenbHoro kouTposs 1 pSTAT3 ucnonb3oBanu
unruourop JAK I (Calbiochem Ne420099) npu 1 MmxM B Teyenue 30 mun. npu 37°C. 3arem
KJIETKH COOMPAH Ha JIbAY JUISI TOJYYSHHS JIM3aTOB B COOTBETCTBUU C MTPOTOKOJIAMHU HAOOPOB
Meso Scale Discovery Multi-Spot Assay System Total STAT3 (Ne mo kat. K1S0SND-2) u
Phospho-STAT3 (Tyr705) (Ne o kat. K150SVD-2) nnst m3mepenust ypoBHel Oenka,
onpenensieMbix ¢ nomoibio MSD Meso Sector S600.

Ilpumep 7. Jlononnumensusie anmumeia, KOmopvie cneyupuiecku césa3u16alomcesi ¢
yenoeeveckum LIF.

[00146] VnenTudunmposanu apyrue KiIoHs! KpbicuHoro anturena (10G7 u 6B5), koTtopeie
cneunguiecku cBs3bBaroT yenoseueckuil LIF, u cBogHbIE JaHHBIE 110 UX XapaKTEPUCTHKAM
CBSI3BIBAHUS TIPUBENICHBI HIDKE B Ta0auue 6, kjioH 1B2 cimyxun B kauecTBe oOpa3Lia CpaBHEHUSI.

CrocoObl
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[00147] Kunetnueckuil aHaau3 CBA3BIBAHUS B PEKUME PEATIBHOTO BPEMEHH BBIIOIHAIMN A1
mAb 1B2, 10G7 u 6BS5 k LIF, "MMOOMIN30BaHHBIX HAa MOBEPXHOCTH ONITUYECKUX CEHCOPHBIX
yunoB CMS5, ¢ npuMeHeHneM peKkOMOMHAHTHBIX OenkoB-muneHei LIF [dyenoseueckuii LIF
(£. coli); Millipore Ne o kat. LIF 1010 u yenoseueckwuii LIF (knerku HEK293); ACRO
Biosystems Ne o kxar. LIF-H521b] B kauecTBe aHAJIUTOB.

[00148] KuneTudeckue KOHCTAHTBI U TIOKa3aTeNu aQp(UHHOCTU TOJYYaIU MyTeM
MaTeMaTU4YEeCKO armpoKCUMAalK CEHCOTPaMMBbI C UCTIOJIb30BAHUEM MOJIETN CBSI3bIBAHMSI
Jlenrmropa 1:1 ¢ npuMeHeHneM riI00aMbHBIX AJTOPUTMOB (OTHOBPEMEHHAS allIPOKCHMALHST
HaOOPOB CEHCOTPaMM), a TAKIKE AITOPUTMOB AMMPOKCUMAIIMH OTHOMN KpuBOi. JlOCTOBEpHOCTD

rJ100aIbHBIX AMMPOKCUMALIMIA OIIEHUBAJTN C ITOMOIIBIO aHAJH3a Kops.

Ta6auna 6. Iloxkazarenn Anrmpokcumaliys ceHcorpaMmmsl 1o Jlenrmropy

appuHHOCTH TOMOJHUTEIbHBIX | 1:1

anturea k LIF

AHanmut Knoun Cpennee Cpennee Cpennee
3Hauenmne K, 3HaueHne Ky 3HAUYCHUE
(1/Mc¢) (1/¢) Kp [HEM]

Yenoseueckuit

LIF (E. coli) 1B2 1,1 £0,4ES5 1,1 £0,3E-3 97+1,4

Yenoseueckuii

LIF (HEK- 1B2 2,0+ 0,04E6 1,4 £0,2E-3 0,7+ 0,03

293)

Yenoseueckuii

LIF (E. coli) 10G7 7,9 £ 5,8E4 6,0 £23E-4 12,6 £9.5

Yenoseueckuit

LIF (HEK- 10G7 3,6 £ 1,75E5 3,1+£0,5E-4 1,1+0,6

293)

qu'IOBe"IeCI.(I/II\/'I 6B5 H. IL H. IL H. I

LIF (E. coli)

Yenoseueckuit

LIF (HEK- 6B5 3,6 £ 1,7E5 3,1+ 0,5E-4 62+ 6

293)

Ipumep 8. Jlononnumensuvie aumumena k LIF uneubupyrom LIF-unoyyuposannoe
gocghopunuposanue STAT3 in vitro.

[00149] JlomosHUTENbHBIE KIOHBI TECTHPOBAIU HA UX CMIOCOOHOCTH MHrnOupoBath LIF-
uHayurposaHHoe Gpochopunmuposanue STAT3 B kynbrype kierok. Kak mokaszaHo Ha ¢ur. 4,

kJyoHbl 10G7 u panee noapoOHo onucaHHbIN rSD8 nposiBisian Bbicokoe nHruonposanue LIF-
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uHayuupoBaHHoro ¢ochopunmrposanuss STAT3 no cpaBHeHHIO ¢ KjioHOM 1B2.
ITonuknoHanbHble aHTUCBIBOPOTKH K LIF (IOJI0KUT.) BKIIIOUNIN B KAUECTBE MOJIOKUTETBHOTO
KOHTPOJISI, B TO BpeMst Kak 6BS5 He mposBisin MHruOMpOoBaHUs, TO MOKHO OOBSCHHUTD
BO3MOKHBIM OTCYTCTBUEM CBsI3bIBaHUA 6B5 ¢ Hernmuko3umiposanHbiM LIF, koTopbIii
UCIIOJIb30BAJIM B IAHHOM 3KCIIEPUMEHTE.

Crocobmt

[00150] ITonyueHHbIe OT MALIMEHTA KJIETKU INIMOMBI BBICEBAIN B O-TyHOYHBIE IJIAHLIETHI IPU
mwiotHocTy 150000 knetok/nynka. Knerku kyapTuBuposaiu B cpene GBM, koTopas cocTosiia
u3 cpenbl Neurobasal (Life Technologies), nononnennoii B27 (Life Technologies),
NeHULMJUTHHOM/CTpenTOMUIMHOM U (akTopamu pocta (20 Hr/ma EGF u 20 ar/mn FGF-2
[PeproTech]) B Teuenue 24 yacos nepen robdoi oOpadorkoit. Ha crenyromuii 1eHb KIeTKU
oOpabarbIBanu ¢ ucnoibp3oBanueM pekomOuHanTHoro LIF, nponyuupyemoro B E. coli, nnu ¢
UCTIONBb30BaHNEM cMecu pekoMOnHaHTHOTO LIF ¢ ykazaHHBIMH aHTHTEIaMU B T€UeHHE 15 MUHYT
(xoneuHas koHIeHTpauus 10 Mxr/mu ast antuten u 20 Hr/mia pekomOuHanTHOTO LIF), mnu He
obpabarsiBanu. ITocne 06paboTky OenKH BBIIEISUTN ¢ UCTIONb30BaHUEM Oydepa s Tu3nuca It
aHanmu3a paguoummyHonpenunurauuu (RIPA), cogepaxamero narudutops! ¢ocdaras u nporeas,
KOJIMUECTBEHHO onpeaessiiu (Habop st ananus Oenka ¢ npumeHeHueM BCA, Thermo Fisher
Scientific) u ucronb3oBanu B BecTepH-OnoTTHHTE. J1J1s1 BeCTEpH-OJIOTTHHra MEMOpaHbI
Onokuposanu B Teuenue 1 gaca B 5% obezxupenHoM monoke - TBST n nakyOuposanu ¢
NePBUYHBIM aHTUTENOM B TeueHue Houn (p-STAT3, Ne mo karanory 9145, Cell Signaling) unu
30 munyT (B-akTHH-Iepokcunasa, Ne mo karanory A3854, Sigma-Aldrich). 3arem memOpaHbI
npombiBaii B TBST, mpu HE0OXOOMMOCTH MHKYOHUPOBAJIA CO BTOPUYHBIM AHTUTEJIOM U CHOBA
npombiBau. benku oOHapyskuBanu o xemuwnomunectieHuuu (SuperSignal Substrate, Ne o
kartayory 34076, Thermo Fisher Scientific).

Ipumep 9. LIF 6vicoxo ceepxakcnpeccupyemcs npu HeCKOJIbKUX MUnax onyxoneil

[00151] IIpoBoawIM UMMYHOTHCTOXUMUYECKUIN aHAJIU3 HECKOJIBKUX TUIAX OMyXOJeH YeloBeKa
nis onpenenenus crenenu skcrpeccuu LIF. Kak nokasano Ha ¢wr. S, LIF xapakrepusyercs
BBICOKHUM YPOBHEM 3KCIPECCHH NPU MyJIbTU(GOpMHOI rimobnactome (GBM),
HemenkokyieTouHoM pake jierkoro (NSCLC), pake simaanka u kojiopektaibHoM pake (CRC).
Ipumep 10. I'ymanusupoeannstii kion h5D8 uneudupyem pocm onyxonu 6 MolutHOI MOOeU
HEeMeNKOKIeMOYHOM KAPYUHOMDbL J182KO20

[00152] [lns ompeneneHus ciocOOHOCTH I'YMaHU3UPOBAaHHOTO KioHa SD8 nurnbmposars LIF-

MOJIOKUTEIbHBIN pak In Vivo TaHHOE aHTHUTEJIO TECTUPOBAJIN B MBIIITHHOMN MOACTIN
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HeMenKokyIeTouHOH kapuuHoMsl Jerkoro (NSCLC). Ha ¢ur. 6 noka3aHo yMeHbIIEHHE POCTa
OIyXOJIN Y MblIlel, 0OpabOTaHHBIX TAHHBIM AHTUTEJIOM, 110 CPABHEHHUIO C OTPHLIATENbHBIM
KOHTPOJIEM B BUJIE CPEABI-HOCUTEIS.

CnocoObl

[00153] KneTouHyro JUHHIO HEMENKOKIeTOouHOro paka jierkoro (NSCLC) KLN205 ¢
BbICOKUMH ypoBHsiMH LIF WHPUIMPOBaIH JEHTUBUPYCOM ISl CTAOUIIBHOMN SKCIIPECCUU FeHa
JroLU(EPa3bl CBETIISIUKA C LENBIO 11T MOHUTOPUHTA OHOJIFOMUHECHIEHIUH 1n vivo. s
CO3/IAHHS MBIIIHHOM MOZeNH 5x10° KIIeTOK HEMEKOKIETOUHOro paka serkoro (NSCLC)
KLN205 oproTOnn4ecKku UMILUIAHTUPOBAIH B JIEBOE JIETKO€ UMMYHOKOMIIETEHTHBIM CUHT'€HHBIM
mbiram DBA/2 B Bo3pacTe 8 Henenb nocpeacTBoM MexpeOepHON MyHKIUH. Mblinei
oOpabaThIBaJIi KOHTPOJIEM B BUZE CPEABI-HOCUTEJISI HJTH ¢ HCIIONIb3oBaHueM 15 wim 30 Mr/kr
antutena hSD8 uHTpanepuToHeanbHO 1Ba pa3a B HENEIIO, U POCT OMYXOJU KOHTPOJIUPOBAJIH
NOCPENCTBOM OHMOIFOMUHECHEHINH. J{J1s1 BH3yanu3anuu OHOTIOMUHECHEHIIUN MbIIIaM
uHTpanepuroHeanbHO BBOoAMHM 0,2 M 15 mr/mn D-moundepuna nox 1-2% MHransmuoHHbIM
HapKko30M n3odurypaHoM. CurHaibs! OHOFOMHHECLEHIIMN KOHTPOJIMPOBAJIH C HCIIOJIb30BAHHEM
cucremsl IVIS cepun 2000 (Xenogen Corp., Anamena, Kanudopuus, CIIIA), cocrosiueii u3
BBICOKOUYBCTBUTENBHON oxnaxnaemoit CCD-kamepsl. IIporpammuoe obecneuenue Living
Image (Xenogen Corp.) HCTIOIB30BAIU AJIsE COTIOCTABJICHHSI JAHHBIX BU3yaJIU3aLUU U
MHTErpaluy OOINX CHTHAJIOB OMOMIOMUHECLIEHIINH B KQXKIOH 00JIaCTH, OTMEYEHHOH PAMKOM.
JlaHHBIE AHATM3UPOBAIIN C UCTIONB30BAHUEM 001ero noToka GoToHoB ((PoToHBI/CeKyHIa) B
npeacrapisomux naTepec oodaactsax (ROI). PesynbraTel AeMOHCTPUPYIOT, UTO JIEYEHHE C
ucnojp3oBanueM anturena hSD8 cocoOcTByeT perpeccuu onyxoiu. JlaHHbIe IPpeaCTaBIeHbI B
BUJE cpeaHero 3HaueHus £ SEM.

Ipumep 11. h5D8 uneudupyem pocm onyxonu 6 MolutHON MOOeIU MYTbMUDOPMHOT
2NnU0OIACMOMbI

[00154] B oproronmueckoit monenu onyxoiau GBM ¢ ucnonp3zoBanueM nquHuu kietok U251
YeJIoBeKa, SKCIpeccupymux rouudepasy, rSD8 3HaUNTEeTbHO YMEeHbIIAT 00ObEMBI OITYyXOJH Y
MbIIei, KoropbiM BBonuH 300 Mkr rSD8 u hSD8 nyrem nHTpanepuToHeaabHOH (1/m)
MHBEKLMH JIBa pa3a B HeJemo. Pe3ynpTaTel JAaHHOTO UCCIIEA0BAaHUs NTOKa3aHbl Ha ¢ur. 7A
(xonmMuecTBeHHOE onpeneneHne Ha 26 neHb nocye oopadboTku). JlaHHBINH SKCIIEPIMEHT TaKKe
IPOBOIIIN C UCTIOIB30BAHUEM MBILIEH, KOTOPBIX 00padaTbIBau ¢ HCnoab30oBaHneM 200 MKT
i 300 Mkr rymanu3upoBaHHoOro hSD8, u pe3ynpTaThl MoKa3aau CTATUCTHYECKH 3HAUUMOE

YMEHBLIEHNE OIyXOJH yepe3 7 qHel 00padoTku.
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Crioco0b1

[00155] Knerku U251, ctabunbHO sKCripeccupyroye ionudepasy, coOrpam, mpoMbIBaIN B
PBS, nentpudyruposanu npu 400g B TeueHune 5 MuH., pecycnenanposanu B PBS u
HOACYHTBIBAJIN C UCTIONIB30BaHUEeM aBToMaTnueckoro nurtomerpa (Countess, Invitrogen). Knerku
XPaHWJIU Ha JIbAY ISl IOAAEP KaHMs ONTHMAJIbHOM JKU3HECTTOCOOHOCTH. MblIliei
aHEeCTEe3WPOBAJIM MyTEM MHTpANepUTOHeaIbHOro BBeaeHus ketamuHa (KetolarSO®)/kcunanuna
(Rompun®) (75 mr/kr u 10 Mr/kr cooTBeTCTBEHHO). Kax1yt0 MBIIIb OCTOPOKHO MOMEINAIN B
CTEPEOTAKCUYECKOE YCTPOHCTBO M MMMOOMIM30BAIH. BOJIOCHI C rOJIOBBI yAAISUIA KPEMOM ISt
IETIHJBSILIAN, & KOXKY TOJIOBBI PACCEKAITH CKaJibmesieM, 4To0bI 0OHaXHUTD deper. C MOMOIIbO
CBepJia OCTOPOKHO cleiaid HeOOJIBIION pa3pe3 B koopauHatax 1,8 MM natepanbaee u 1 MM
BIIEPEAH OT MECTa COSAMHEHUS IJaMOOBUIHOTO M CTPEIOBUIHOTO IIBOB. 5 MKJI KJIETOK
WHOKYJINPOBAJIHU ¢ ucnonbp3oBanueM mmnpuua Hamilton 30G B mpaBoe mosocaTtoe Teno Ha
rnyoune 2,5 MmM. Pa3pes Ha rosose 3akpeiBain TkaHeBbIM kKieeM Hystoacryl (Braun) u mbimam
BBOJAMJIN TOJIKOXKHBIN aHABreTHK MeslokcrukaM (Metacam®) (1 mr/kr). KoHeuHoe KOTu4ecTBO
KJIETOK, UMITJIAHTUPOBAHHBIX KAXKAOU MBILIH, COCTABJISLIO 3x10°.

[00156] Mprimam aBa pas3a B HEEIIO HHTpanepuToHeanbHo BBoauan hSD8. O6paboTky
HauMHAIM B JIeHb 0 cpa3y Mocje HHOKYJISILUY OMyXOJIEBBIX KJIETOK. MBIIIN NOJYyYUIIH B O0IIeH
CJIO’KHOCTH 2 103bI hSD8 miu KOHTPOJISt B BUAE CPEbl-HOCUTES.

[00157] Bec tena u o6bem onyxosu: Bec Tena nsmepsinu 2 pasa B HEAEIO, a POCT OMyXOJIH
KOJIMYECTBEHHO OMpeIesisiIn Mo OnosroMuHecieHnnu B eHb 7 (Xenogen IVIS Spectrum). s
KOJIMYECTBEHHOH OLIEHKH aKTUBHOCTH OHMOJFOMUHECLIEHIIMH 1N VIVO MbILIEeH BBOAMIN B HAPKO3
n30(JIyOpaHOM U HHTPANEPUTOHEATBHO BBOAIIIN CyOCTpPAT, MPENCTABIISIOLINA COOO0M
mormpepun (PerkinElmer) (167 Mxr/kr).

[00158] Pasmep omyxounu, onpenensiemsii mo ouomomunecueHunu (Xenogen IVIS Spectrum),
OLIEHUBAJIU B JIeHb 7. PaccunThIBa M OTJENbHBIE OKA3ATENH MO OMYyXOJISIM U CpeHee 3HAUCHNE
+ SEM s kaxoit rpymnmbl 00padoTku. CTaTUCTHYECKYIO 3HAYMMOCTD OTPENEIISTH C
HCIIOJIb30BAaHUEM HEMapHOro Henapamerpudeckoro U-kpurepuss Manna-Y uTHu.

Ipumep 12. h5D8 uneudupyem pocm onyxonu 6 MolutuHOi MOOeNU PaKA AUYHUKA

[00159] D¢dexrurOCTh rSD8 OLIEHMBANM B IBYX APYTHX CHHIE€HHBIX MOJEJSIX omyxosd. B
OpPTOTONMHYECKON Mozenu onyxoju simaauka ID8 antureno rSD8 mpu w/n BBenennu 300 MKT 1Ba
pasa B HEZIEJIO 3HAYUTENbHO MOAABIIIIO POCT OMYXOJIH, YTO U3MEPSIIIH 10 00BeMy OpIOIIHON
nosioctu (¢pur. 8A u 8B). Pesynbrate! Ha ¢pur. 8C nokasbiBaroT, uTo anTUTeNo hSD8 Takxke

yMeHbINaJI0 00beM onmyxoiu B 03e 200 MKT U BBILIE.
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Crioco0b1

[00160] Knerxu ID8 xynpTuBupoBanu B MoxuduimpoBanHoit lynsoekko cpene Mrina (DMEM)
(Gibco, Invitrogen), nononxennoit 10% ¢eranpHol Obrubeii coiBopoTku (FBS) (Gibco,
Invitrogen), 40 en./mn nenuipuuinHa 1 40 Mkr/ma crpentomuninHa (PenStrep) (Gibeo, Invitrogen)
u 0,25 mxr/mia mnasmonuHa (Invivogen).

[00161] Knerku ID8 cobupanu, npombiBanu B PBS, uenrpudyruposanu npu 400g B TeueHue 5
MUH. U pecycneHauposanu B PBS. Knerku xpanunu Ha nbay Ui moaaep:kaHus ONTUMAIbHON
*Ku3HecrocoOHocTH, U 200 MKJT KJIETOYHOM CyCIIEH3UH BBOJUJIM UHTPANEPUTOHEATBHO C
nomotbio uriel 27G. KoHeuHOe KOIMUeCTBO KJIETOK, MMILUIAHTHPOBAHHBIX MBIIIAM, COCTABIISLIO
5x10°.

[00162] Mprimam nBa paza B Henesro u/m BBoauin hSD8 B pasHbIX 103aX, Kak ykazaHo. Bec
TeJa U3MEPSIIN 2 pa3a B HEJIENI0, & IPOrpPecCUPOBAHNE OMYXOJIM KOHTPOJIUPOBAIN MTyTEM
u3MepeHusi 00XBaTa )KHUBOTA C HUCMOIb30BaHueM mranreHuupkyJst (Fisher Scientific).

Ipumep 13. ¥r5D8 uneudbupyem pocm onyxonu 6 MoluHOU MOOENU KOIOPEKMANbHO20 PAKA
[00163] VY mpieli ¢ TOAKOKHBIMU ONyX0JiAMH ToJicToM kutnku CT26 antureno rSD8
(BBOmuMoe 300 MKT W/ [1Ba paza B HEIEINIO) 3HAUUTEIHHO MOJABJISUIO pOCT onyxoJiu (¢ur. 9A u
9B).

CriocoObr

[00164] Knerku CT26 xynpTuBHpOBaU B cpene MemopuanbHOro nuactutyra Posysia [apka
(RPMI [Gibco, Invitrogen]), nononuenHoi 10% ¢deranbHoit Obrabeii ceiBopotku (FBS), 40
en./mu neHnnuiuinHa U 40 Mkr/mi ctpentomuraa (PenStrep) u 0,25 MKr/mit mia3MoLuHa.
[00165] Kierxu CT26 (8 x 10°) tpuncunmsuposany, npombisaii PBS, nentpudyruposany npu
400g B TeueHue 5 MUHYT U pecycnerauposanu B 100 Mk PBS. Knerku xpanunu Ha nbay uist
u30exxanust rudenu kiaerok. Knerku CT26 BBOIWIN MBIIIIAM MyTeM MOAKOKHON MHBEKIIUH C
UCHoJp30BaHueM urisl 27G.

[00166] 300 mkr r5D8 uiau KOHTPOJb B BUAE CPENbI-HOCUTEIIA BBOAUIIN MbILIAM MTOCPEACTBOM
UHTpaNepUTOHEeATbHOHN (1/T1) MHBEKLIUH JIBA Pa3a B HENEJI0, HAUWHAs C IHS 3 1mociie
umrianTanuu kierok CT26.

[00167] Bec Tena u o0beM onyxoJiel H3MepsuUTd TpH pasza B Henearo. O0beM OMmyXosiu U3MePsUTH
mraHreHupkysem (Fisher Scientific).

Lpumep 14. ¥r5D8 ymenvutaem sochanumensvHy0 UHQUILMPAYUIO 6 MOOEAX ONyXo.ieli

[00168] B oproronuueckoit monenn GBM U251 skenpeccus CCL22, mapkepa M2-

MOJIIPU30BAHHBIX MaKpodaros, ObUIa 3HAYUTENIBHO CHIKEHA B OMyXOJIsIX, 00paboTaHHbIX r5SD8,
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9TO MOoKa3aHo Ha ¢ur. 10A. JlaHHBIN pe3yapTaT TakXKe MOATBEPANIN Ha (PU3NOJIOTHUECKU
peeBaHTHOU MOJEIN OPTraHOTUIIMYECKOU KyJIbTYPhI CPE€30B TKaHU ¢ IpuMeHeHueM r3D8, B
KOTOpO# TpH 00pasLia OT MALMEHTOB MPOJEMOHCTPUPOBAIH 3HAUUTEIbHOE CHIKEHNE
skcnpeccun CCL22 u CD206 (MRC1) (Taxke Mapkepa Makpodaros M2) nocne o6padoTky, 4To
nokaszaHo Ha ¢ur. 10B (cpasaute MRC1 u CCL22 B BepxHeM psily, KOHTPOJIE, U B HUKHEM, C
o6paborkoii). Kpome Toro, r5D8 Takske yMmenbmaer komuuectBo CCL22" makpodaros M2 B
cuarersbix onyxoisix ID8 (¢ur. 10C) u CT26 (¢ur. 10D) y *UMMYHOKOMIIETEHTHBIX MBbILIEH.
Ipumep 15. r5D8 ysenuuusaem xonuuecmso Hemues0uOHbIX 3¢)hekmopHbIX K1emoK

[00169] UtoObI riccnenoBaTh NOMOJHUTEIbHBIE HMMYHHBIE MEXAHU3MBbI, OLIEHUBAJIH BJIUSTHUE
rSD8 Ha T-knerku u npyrue HemuenouaHble 3G eKTOpHbIE HMMYHHBIE KJIETKH B
MHUKPOOKPY>KE€HHUH ONyXonu. B cuHrennoi mogenu oproronudeckon onyxonu ID8 suunnka
o0paboTka ¢ ncnonp3oBanueM rSD8 npuBoaMIa K YBEIMYEHUIO KOJUYECTBA BHYTPUOIYX OJIEBBIX
NK-KJIeTOK H yBETHYEHHIO 0OIIEro KOMIMYECTBA H KOJMYECTBA AKTHBHPOBaHHbX CD4™ 1 CD8”
T-xnerok, uro nokaszaHo Ha ¢ur. 11A. AHanornyHo B cuHreHHoi moaenu onyxonu CT26
TOJICTOM KMIIKU aHTUTENO r15D8 yBenInYMBaIO KOJUYECTBO BHYTpHUONyXx0yieBbIX NK-KJIEeTOK,
yBenuuuBajo konuuectso CD4+ u CD8+ T-kieTok 1 UMeNno TEHASHLINIO K CHUKEHUIO
xonmaectsa CD4"CD25 FoxP3™ T-perynaTopHbIX KJIETOK, 4TO MOKa3aHo Ha ¢ur. 11B.
TenmeHMIo K yMeHbIneHuo komudgectsa CD4 CD25 FoxP3™ T-peryisaTopHbIX KIETOK TaKkKe
HaOJIF01ai B CHHTeHHOMN Mozes opToronuyeckoi onyxoiaun KLN205 nocne o6paboTku ¢
ucnonp3oBanueM rSD8, uro mokaszano Ha ¢ur. 11C. B cooTBercTBHM C TpeOOBaHUEM HAINYNS
T-kJeTok a7t onocpenosanus dddextusnoctn ncromenne CD4™ u CD8” T-kneTok B Moaenu
CT26 nHrHOMpoBaIO MPOTUBOONYXONIEBYIO 3 (HekTUBHOCTL 15D, uTo nokasano Ha ¢wur. 12.

Cnoco0sl ucromenus: T-KJIeTok

[00170] Knerku CT26 xynpTHBHpOBaIH B KyibTypanbHoi cpene RPMI (Gibco, Invitrogen),
nomnonHeHHOH 10% ¢etanpHOM Obrubeit chiBopoTkH (FBS [Gibco, Invitrogen]), 40 en./min
neanuunHa U 40 Mxr/min crpentomunuHa (PenStrep [Gibceo, Invitrogen]) u 0,25 Mxr/mn
nmasmormHa (Invivogen). Knerxu CT26 (5 x 10°) cobupanu, mpombsati PBS,
uertpudyruposanu npu 400g B TeueHue S MuHyT U pecycnennuposanu B 100 mxa PBS. Knerku
XPaHWIN Ha by AJis n3dexkanus rudenn kinerok. Knerkn CT26 BBogumu Mbimam B 00a Ooka
MyTEeM MOAKOKHON HHBEKLIUU C UCTIONIb30BaHueM Iunpuiia 27G. Meliam aBa paza B HEACIIO
BBOAUIM r5D8 MHTpanepuTOHeanbHO, KaK YKa3aHO B AU3aiiHe uccuenosanus. KOHTpob B BUze
cpensl-Hocutens (PBS), kppicunoe r5D8 w/umm antuteno k CD4 u antureno k CD8 BBonmmm

MbIIIaM NoCpeaACTBOM HHTpaHepI/ITOHeaHbHOﬁ HUHBCKIHWU [ABA pa3a B HEACITO, KaK YKa3aHO B
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nu3aiiHe uccnenoBanus. Bee Buabl 00paboTOK aHTHUTENTAMH HCIIOIB30BAIN OTHOBPEMEHHO.
Ipumep 16. Kpucmannuueckas cmpyxkmypa h5D8 6 komnnexce ¢ yenosevecxkum LIF

[00171] Kpucramnmuueckyro cTpyktypy h5D8 pacmmgposanu ¢ paspemenuem 3,1 aHrcrpem,
4yro0BI onpenenuts snuron Ha LIF, ¢ kotopeiM cBszbiBasiocs hSD8, u onpenenuts octatku hSDS,
KOTOpbIE YUaCTBYIOT B CBsi3bIBaHUU. CTPyKTypa COKpHCTaIa oKa3ana, 4To N-KOHLeBas MeTJIs
LIF pacnionoskeHa B LeHTpe Mex 1y BapuadebHbIMU O0JIACTSIMU JIETKOH U TspKesol nerneit hSD8
(¢ur. 13A). Kpome Toro, hSD8 B3aumoneiicteyer ¢ ocrarkamu crimpanu A u C LIF, obpasyst
NPEPBIBUCTHII KOH(POPMAMOHHBIH >nHTOoM. CBsA3bIBaHNE 00YCIOBIEHO HECKOIBKIMHU COJIEBBIMH
MocTukamu, H-CBsI3siMH 1 BaH-ZIep-BaaibCOBBIMH B3aMMONEHCTBHAMH (Tadauua 7, ¢gur. 13B).
Onuron hSD8 Ha LIF oxBateiBaet obnacts B3aumonetictust ¢ gpl30. Cm. Boulanger, M.J.,
Bankovich, A.J., Kortemme, T., Baker, D. & Garcia, K.C. Convergent mechanisms for
recognition of divergent cytokines by the shared signaling receptor gp130. Molecular cell 12,

577-589 (2003). Pe3ynbraTsl 00001mEeHb! HIDKE B Tadaune 7 1 u3o0pakeHsl Ha ¢ur. 13.

Tabauua 7. CBoaHbIe TaHHBbIE N0 PEHTTEHOBCKOH KPUCTAJJIMYECKOI CTPYKTYpe
hSD8 B komnuiekce ¢ yesioBeueckum LIF
Ocrarok LIF | Tun Ocrarok hSD8 (maparon, Hymepauus COrjlaCHO
(smiuToM) B3aumopeiicteus | Kabary)
Alal3 VDW L-Tyr49, L-Asn53
Ile14-O HB L-Ser50-OG
e VDW L-His30, L-Tyr32, L-Tyr49, L-Ser50
H-Trp97
Argl5-NE SB L-Glu55-0OEl, L-Glu55-OE2
Argl5-NH1 | SB L-Glu55-0OEl, L-Glu55-OE2
Argl5-NH2 | SB L-Glu55-0OEl, L-Glu55-OE2
Argl5-0 HB L-Asn34-ND2
L-Asn34, L-Leud6, L-Tyr49, L-GluSS5, L-Ser56
Argl$ VDW H-Glu96, H-Trp97, H-Asp98, H-Leu99, H-Asp101
His16-NE2 SB H-Asp101-OD2
L-Tyr32, L-Asn34, L-Met89
His16 VDW H-Trpo5, H-Glu96, H-Trp97, H-Aspl101
Prol7 VDW L-Tyr32, L-Ala%1
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H-Trp97
Cys18 VDW Loy

H-Trp33, H-Trp97
His19-NE2 SB H-Glu96-0OE1, H-Glu96-OE2
His19 VDW H-His31, H-Trp33, H-Glu96
Asn20-OD1 | HB H-Lys52-NZ
Asn20-ND2 | HB H-Asp53-0OD1
Asn20 VDW H-Trp33, H-Lys52, H-Asp53
GIn25-NE2 | HB H-Asp53-OD2
GIn25 VDW H-His31, H-Ser52C, H-Asp53
GIn29 VDW H-His31
GIn32 VDW H-Lys52B
Asp120-OD2 | HB H-Ser30-0G
Asp120 VDW H-Thr28, H-Ser30
Argl23-NE | HB H-Thr28-0G
Argl23 VDW H-Thr28
Gly124 VDW H-His31
Leul25 VDW H-His31
Ser127-OG | HB H-Asp98-OD2
Ser127-0O HB H-Trp97-NE1
Ser127 VDW H-His31, H-Trp97, H-Asp98
Asn128-OD1 | HB H-His31-NE2
Asnl128 VDW H-His31
Leul30 VDW H-Trp97
Cys131 VDW H-Trp97
Cys134 VDW H-Trp97
Ser135-0O HB L-His30-NE2
Ser135 VDW L-His30
His138 VDW L-His30

VDW, BaH-aep-BaajabCOBbI CUJIbL, HU3KO3HEpreTuieckas cesasb, HB, BonoponnHas

CBsI3b (CpenHss SHepreTHyeckas CBsA3b);, SB, coneBoii MOCTHK (BBICOKOIHEpreTHIeCKast

CBSI3b)
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Crioco0b1

[00172] LIF BpemenHo skcnipeccupoBanu B kierkax HEK 293S (Gnt I'/'), U €ro OUMINAIU C
ucnonb3oBanueM appunHoi xpomarorpadun Ni-NTA ¢ nocnenyroeii reb-¢)uabTpanuoHHOM
xpomarorpadueri B 20 MM Tris, pH 8,0 u 150 MM NaCl. PekomOunantabiii Fab hSD8 BpemenHo
skcnpeccupoBau B kietkax HEK 293F, u ero ouuianu ¢ ucnosp3oBaHueM ahGuHHOMN
xpomarorpaduu KappaSelect ¢ mocnenyroieit kKaTHoHOOOMEHHOI Xpomarorpadueii.
Ounmiennsie Fab hSD8 u LIF cMermmBany mpu MOJISIPHOM COOTHOIIEHUU 1:2,5 ¥ MHKYOHpOBaIIH
[P KOMHATHOM TemrnepaTtype B TedeHue 30 MUH. Ilepes NEerIMKO3UINPOBAHUEM C
ucnons3oBanueM EndoH. 3arem aiist O4MCTKH KOMITIEKCa UCTIOIb30BAH Iellb-(QHUIIbTPALIMOHHYIO
xpomatorpaduro. Kommiekce koHneHTprpoBaiu 10 20 MI/MIl ¥ IOATOTaBIMBAIU IS UCITBITAHUH
N0 KPUCTAJUTH3ALMH C HCIIOJIb30BAHHEM CKPUHUHTOBBIX TECTOB C Pa3pEKEHHBIMH MaTPULIAMH.
Kpucranner obpazosanuck npu 4°C B ycnosusix, npeaycMatpusaromux 19% (00bem/00bem)
usonponanona, 19% (Bec/obwem) PEG 4000, 5% (obbem/obbeM) rumepuna, 0,095 M nurpara
narpus, pH 5,6. Kpucrann gudparuposain ¢ paspemenuem 3,1 A na kanane msnyuenns 08ID-1
cunxporpona Canadian Light Source (CLS). lanubie coOupanu, oOpabaTiBain 1
macmrabuposanu ¢ nomornbio XDS cornmacuo Kabsch et al. Xds. Acta crystallographica. Section
D, Biological crystallography 66, 125-132 (2010). CTpyKTypbl ONpeneNnsian MyTeM
MOJIEKYJISIPHOTO 3aMelneHus ¢ npuMmeHenreM Phaser cornacao McCoy et al. Phaser
crystallographic software. J Appl Crystallogr 40, 658-674 (2007). BeInonHMIN HECKOIBKO
UTEpaLUil MOCTPOEHUSI U YTOUHEHUsI MOZieNu ¢ ucronbzoBanneM Coot u phenix.refine 1o Tex
TIOp, TOKA CTPYKTYPbI HE MPUOIU3UINCH K IPUEMIIEMBIM Ryork 1 Reree. CM. Emisley et al. Features
and development of Coot. Acta crystallographica. Section D, Biological crystallography 66,
486-501 (2010) u Adams et al. PHENIX: a comprehensive Python-based system for
macromolecular structure solution. Acta crystallographica. Section D, Biological
crystallography 66, 213-221 (2010) coorBercTBeHHO. Purypsl crpomiu B PYMOL (cucrema
monekyJsipHoi rpaduku PyMOL, Bepcus 2.0, Schrodinger, LLC).

Ipumep 17. h5D8 xapaxmepuzyemcs evicokoii cneyuguunocmoio k LIF

[00173] ABTOpPBI HACTOSIIETO U300PETEHHS MOTIBITAINCH IPOTECTHPOBATH CBsi3biBaHKMe hSD8 ¢
apyrumu npencrasurensiMu cemerictsa LIF mst onpenenenus cniennpuaHOCTH CBSI3bIBAHUS.
ITpu ucnons3oannu ananuza Octet96 cesaspiBanne hSD8 ¢ uenoseueckum LIF npumepro B 100
pa3 bosbine, yem cBsizbiBanue ¢ LIF, mpeacrasurenem cemeiictsa IL-6 ¢ HauBbICIIEH
romosiorueii, onkocratiHoM M (OSM), korna o6a Genka nponyunpyrotes B 2. coli. Ecnu 06a

Oenka MPoayLUPYIOTCS B cucTeMe MilekonuTaroiiero, hSD8 He mposiByisier cBsi3piBanue ¢ OSM.



92

Jlannabie 00001meHs! B Ta0aume 8.

Tadauna 8. Ceoanbie jaHHbIe N0 Noka3zaTeysiM adpunnocTa hSD8 B oTHOmIEHHH

NOITAISIIIIAD  _OAXINONO IOIIIIL I O ICIINA NI 2AD Aoy axra nuna otat

KD [M] kon [1/M c] kdis [1/c]

h5D8 + huLLIF

(ool

h5D8 + huLLIF

hSD8 + huOSM

43E-10 +/-20E-11 [3,1E+05 +/-3,1E+03 [1.3E-04 +/- 5.8E-06

13E-09 +/-72E-11 [12E+05 +/-13E+03 [I,5E-04 +/-8,5E-06

3 6E-08 +/-14E-09 [8,5E+04 +/-3,1E+03 [3,1E-03 +/-4,1E-05

hSD8 + huOSM C. C. C.

hSD8 + hullL-6 C. C. C.

X PRI

C. 0. = cBA3BIBAHUE OTCYTCTBYET

Criocobb1

[00174] DxcnepUMEHTHI MO CBSA3BIBAHUIO C UCIOJIb30BaHuEM Octet: peareHThl CIONb30BaIN U
TOTOBUJIM B COOTBETCTBUH C HHCTPYKLUSAMH NMPOU3BOAUTENSL. DKCIIEPUMEHT I10 OTPEAETICHUIO
0a30BbIX KHHETUYECKUX ITapaMeTPOB MPOBOAMIIH C UCIIOIBb30BAHIEM IIPOTPAMMHOTO
obecnieuennst Octet Data Acquisition Bepcuu 9.0.0.26 cnenyrommm odpazom: Hactpoiika
CEeHCOPOB/TporpaMMel: 1) ypaBHOBewmuBaHue (60 cexyHn); ii) 3arpy3ka (15 cexynn); iii)
UCXOIHBIN ypoBeHb (60 cekyHn); iv) cs3biBanue (180 cexynn) u v) nuccouunarnus (600 cexyHm)
[00175] Addunnocts hSDS8 k nurokuaam coriacHo Octet: SKCIIEPUMEHT MO ONPENeIeHHUIO
0a30BbIX KHHETUYECKHUX ITAPAMETPOB MPOBOAMIIH C UCIIOJIb30BAHHEM IIPOTPAMMHOTO
obecneuenust Octet Data Acquisition Bepcuu 9.0.0.26 cnenyronum o0pa3oM: OHOCEHCOPHI
Amine Reactive 2nd Generation Biosensors (AR2G) runparupoBaiu B BOie B T€UEHHE HE MEHEe
15 munyT. Konprorauuro nmo amuHorpymme hSD8 ¢ brnocencopamu MpOBOANIIH B COOTBETCTBHH C
texunueckuM npumeudanuem ForteBio Technical Note 26 (cM. CCBIIKH) ¢ HCTIOJIb30BAHUEM
Habopa Amine Coupling Second Generation Kit. Cramuu norpyskenust Beimonssum npu 30°C,
1000 06./MuH. cneayromum oOpazom: 1) 60 cekyH ypaBHOBeImnBaHus B Boze; 11) 300 cekyHA
axtuBanmy B 20 MM ECD, 10 MM cynbdo-NHS B Boge; 1ii) 600 cexynn nmmobunmsanmu 10
mkr/mi hSD8 B 10 MM anerare Hatpus, pH 6,0; 1v) 300 cexynn ramenus B 1 M sTaHOnaMuse,
pH 8.5; v) 120 cexyHI Ha UCXOAHOM YPOBHE B BOJIE. 3aT€M IPOBOIMIIN SKCIIEPUMEHTHI 10

ONpeaACIICHUIO KUHETUYCCKUX MMapaMETPOB CO CICAYIOIMNUMU CTAAUAMUA IIOTPYIKECHUS U
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cunteiBanus npu 30°C, 1000 06./MuH.: vi) 60 ceKyHI Ha UCXOIHOM YpOBHE B 1X KHHETUYECKOM
Oydepe; vii) 180 cekyHa CBSI3bIBAHMS COOTBETCTBYIOLINX CEPUIHBIX Pa3BEACHHI LIUTOKHHA B 1X
KuHeTudeckoM Oydepe; viii) 300 cexynn auccoupanuu B 1 X KkuHETHYECKOM Oydepe; iX) Tpu
LIMKJIa pereHepauun/Heirpanusanun ¢ uepeqosanuem 10 MM rmnuna, pH 2,0 u 1X
KMHETHYeCKOoro Oydepa COOTBETCTBEHHO (5 CEKYHI B Ka<aoM isi 3 LukJoB). [Tocne
pereHepani OMOCEHCOPBI TOBTOPHO UCTIOIB30BAIH ISl OCIESAYIOLINX aHATU30B CBS3bIBAHMUSL.
[00176] PexomOunaHTHBIH yenoBeueckuii LIF, mpoayuupyemslii B KIIETKaX MICKOMHUTAOLIHX,
nonyuuin o ACROBiosystems (LIF-HS521b); pekomOuHaHTHBIN uenoBeueckuii OSM,
MPOAYLUPYEMBI B KJIETKAX MIIEKOMUTAOIINX, mojTy4rin oT R & D (8475-OM/CF); u
pekoMOMHaHTHBIH yenoBeueckuiit OSM, nponyuupyemslil B kietkax F. coli, nonyqmnu ot R &
D (295-OM-050/CF).

Ipumep 18. Kpucmannuveckas cmpyxkmypa fab h5D8

[00177] Omnpenenwnu nsiTh KpucTaunaeckux cTpykryp Fab hSD8 B mmpokom criektpe
XUMHYECKUX YCIOBUI. BhICOKME pa3peieHnst JaHHbIX CTPYKTYP YKa3bIBAIOT HA TO, YTO
koH(popmanmu octaTkoB CDR cBsi3aHBI ¢ HE3HAYUTETBHOW ITMOKOCTBIO U OYSHB TIOXOXKH B
Pa3NUYHBIX XUMHUYECKUX Cpefax. Y HUKaJbHOH OCOOEHHOCTBIO JAHHOTO AHTHUTENA SIBIISIETCS
NPUCYTCTBHE HEKAHOHUYECKOTO LIMCTeNHA B nojokeHnu 100 BapuabenbHOM 001acTu TsoKenon
uenu. CTPYKTYpPHBIHM aHAJIN3 MOKA3bIBAET, YTO LIUCTEUH SIBJISIETCS] HETIAPHBIM U B 3HAUUTENIbHON
CTENEeHU HEAOCTYIEH AJIsl PAaCTBOPUTEIIS.

[00178] Fab HSDS8 monyuanu nmocpencrBoM paciuerienus ero IgG nananHom ¢ nmocnenyroei
OYHMCTKOH C UCTIOJIB30BAHUEM CTAHIAPTHBIX METOMUK apPUHHOM, HOHOOOMEHHOH 1
SKCKJIFO3UOHHOH Xpomarorpaduu. KpucTtamibl monyyanu ¢ UCIIOIb30BAHHEM METOIOB
muddy3un u3 mapoBoit pasel, 1 OHU MO3BOJIMIIH ONPENETUTD MATh KPUCTAJUTHUECKUX CTPYKTYP C
paspemenuem ot 1,65 10 2,0 A. Bee cTpykTypbl pacmndpoBajid 1 OTHECH K OIHON U TOH Xke
KpHUCTAJIOrpad UIeCKOi MPOCTPAHCTBEHHOM IPYIINE U C AHAJOTHYHBIMHU pa3MepaMu
sneMeHTapHoi stueiku (P212121, a~53,8 A, b~66,5 A, c~143,3 A) mecmoTps Ha ycnosus
KPUCTAJUIM3ALMN B AUAMNA30HE MATH pa3audHbIx yposHel pH: 5,6, 6,0, 6,5, 7,5 u 8,5. Takum
00pa3oM, 3TH KPUCTAIUTUIECKHE CTPYKTYPhI MTO3BOJISIIOT CPABHUBATH TPEXMEPHOE PACTIONOKEHUE
Fab h5D8 6e3 npensitcTBuil H3-3a apTe(akTOB YIIAKOBKH KPUCTAJUIOB U B IIUPOKOM CIIEKTpPE
XHMHYECKUX YCJIOBUU.

[00179] DnexkTPOHHYIO MJIOTHOCTH BBISIBJISUIM JIJISl BCEX OCTATKOB OINPEAEAIOLIEH
koMIuieMeHTapHocTh ooactu (CDR), koropsle BiocneacTeun Monenuposain. Crenyer

orMeTuTth, uTo LCDR1 1 HCDR2 npuHsanu yaiuHeHHble KOHQOPMAIIH, KOTOPbIE BMECTE C
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Herayookumu obnactasmMu LCDR3 u HCDR3 00pa3oBbIBaii MONOCTH CBSA3BIBAHUS B LIEHTPE
naparona (¢pur. 14A). TH 0T CTPYKTYP OBUIN OUEHb ITOXO0KU TI0 BCEM OCTATKaM, CO
CPeIHEKBaAPaTUYHBIM OTKJIOHEHHEM BCEX aTOMOB B auanasone ot 0,197 10 0,327 A (dur. 14A).
OTH pe3ysnbTaThl YKa3bIBAIOT Ha TO, YTO KOoH(popmaruu octatkoB CDR noanep:xuBaroTcs B
Pa3IMYHBIX XUMUYECKHX Cpelax, BKIoUarouux yposHu pH ot 5,6 10 8,5 1 HOHHYIO cully OT
150 MM 1o 1 M. AHanu3z 3J1eKTpOCTaTHUECKOI moBepXxHOCTH naparomna hSD8 mokasan, 4to
MIOJIOXKUTEIBHO M OTPHULIATENBHO 3aPsKEHHBIE 00JIACTH B PABHOM CTETIEHU CIIOCOOCTBOBAIIU
ruapOoQIIIbHBIM CBOHCTBaM Oe3 npeobnanaromux ruapododHsx yuactkos. hSD8 nmeer
HEOOBIYHYIO OCOOEHHOCTD B BUI€ HEKaHOHUYecKoro uucrenHa B ocHoBanun HCDR3 (Cys100).
Bo Bcex msTH CTPYKTYpax 3TOT CBOOOAHBIN LINCTEHH YIIOPSAOUYEH U HE BbI3BIBAET MEPECTAHOBKY
nucynbhuaHbX cBsizell. Kpome Toro, o He Moguduuupyercs nodasnenuem Cys
(IMCTEMHUIMPOBAHNEM) WIIH TIYTAaTHOHA (TIyTaTHOIMPOBAHUEM) U B3aMMOICHCTBYET 32 CHET
BaH-7lep-BaaTbCOBLIX cul (paccTosHus 3,5-4.3 A) ¢ aTomamu ocHOBHO# 1 60KOBOI Heneit Leud,
Phe27, Trp33, Met34, Glul02 u Leul05 Tspxenoit nenu (¢ur. 14B). 1 makonen, Cys100
NPEACTaBISIET COOOH MPENMYINECTBEHHO CKPBITBIN CTPYKTYPHBII OCTaTOK, KOTOPBIH, IMO-
BUAMMOMY, yuacTByeT B obecrieuenun koHpopmannu CDR1 u HCDR3. Takum o6pasom,
MAaJIOBEPOSATHO, YTO OH OyAeT XapaKkTepHU30BaThCs PEAKTHBHOCTHIO MO OTHOLIEHHIO K IPYTUM
LIICTENHAM, KaK 3TO HaOJI0JaeTCsl IO TOMOT'€HHOMY PACIIOJIOXKEHHUIO 3TOH 00JIaCTH B HALITUX
ISITH KPUCTAJUTUYECKUX CTPYKTYpax.

Cnocobel

[00180] HSDS8-1 IgG monyumnu ot Catalent Biologics u coctasumu B 25 MM ructuanna, 6%
caxapossl, 0,01% nonucopbara 80 npu pH 6,0. [IpousBonun akTUBHYIO 3aMeHy Oydepa
cocrasyienHoro IgG Ha O6ydep PBS ¢ ucnonszoBanuem koHuentparopa MWCO 10K (Millipore)
nepes pacuierieHneM ¢ ucnoib3oBanueM 1:100 mMkr nananna (Sigma) B Teuenne 1 yaca npu
37°C B PBS, 1,25 mM EDTA, 10 MM nmucrenna. Pacmennennsiii nananaom IgG mpomyckanu
yepes koJioHKy ¢ Oenkom A (GE Healthcare) ¢ ucnonp3zoBanuem xpomarorpaduieckoil CHCTeMbI
AKTA Start (GE Healthcare). Onroat u3 kononku ¢ 6enkom A, koTopsiil conepskan Fab hSDS,
U3BJIEKAJIN M OCYINECTBIISLIIN 3aMeHy Oydepa Ha 20 MM auerart Hatpus, pH 5,6, ncrone3ys
koHueHnTparop MWCO 10K (Millipore). [TonyuenHsii oOpasen 3arpyskaiu B
KaTHOHOOOMeHHYI0 KoJIoHKY Mono S (GE Healthcare) ¢ ucnonb3oBannem xpomarorpagpudeckoi
cucrembl AKTA Pure (GE Healthcare). Dmouposanue rpaguentom 1| M xnopuna kanus B
pesysbTaTte obecreumio npeodnananue nmuka Fab hSD8, xoropsiii usBnexam,

KOHUOCHTPUPOBAJIN U OUUIATIN 1O OAHOPOAHOCTH IO pa3MEPy € UCIIOJIb30BAHUEM KOJIOHKU JIs
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renb-punsrpanmu Superdex 200 Increase (GE Healthcare) B 20 MM Tris-HCI, 150 MM xnopune
Hatpus ripu pH 8,0. Beicokyro uncrory Fab h5D8 nonreepamnnu ¢ nomometo SDS-PAGE B
BOCCTaHABJIMBAIOIINX U HEBOCCTAHABIUBAIOIINX YCIOBUSAX.

[00181] Owummennsiii Fab hSD8 koHIeHTpupoBamu 10 25 MI/MII, HCIIOB3Ysi KOHLEHTPATOP
10K MWCO (Millipore). Hozatop Oryx 4 (Douglas Instruments) UCob30Bau A MOAEIH
SKCIIEPUMEHTOB M0 KpHUcTaIH3anuu ¢ nuddysueii B mapoBoi (asze ¢ KoOMMepUECKUMH
CKPUHHHIOBBIMU TECTaMH C pa3peskeHHbIMU MaTpuuamu ¢ 96 ycnosusamu JCSG TOP96
(pearents Rigaku) u MCSG-1 (Anatrace) npu Temmneparype 20°C. Kpucramibl nonyyanu u
cobupanu yepe3 YeThIpe AHS B CIEAYIOIINX IISTH YCIOBUSIX Kprctammusammu: 1) 0,085 M
urpara Hatpus, 25,5% (Bec/o6bem) PEG 4000, 0,17 M anerata ammonus, 15% (00bem/00bem)
rmunepuna, pH 5,6; 2) 0,1 M MES, 20% (Bec/o6vem) PEG 6000, 1 M xnopuna sutus, pH 6,0; 3)
0,1 M MES, 20% (Bec/00bem) PEG 4000, 0,6 M xnopuna Hatpust, pH 6,5; 4) 0,085 M HEPES
Hatpus, 17% (Bec/obvem) PEG 4000, 8,5% (o6bem/00pem) 2-iponanona, 15% (o0bem/00pem)
rimuepuna, pH 7,5; u 5) 0,08 MTris, 24% (Bec/o6bem) PEG 4000, 0,16 M xyiopuna Maruusi,
20% (obvem/00bem) rmmuuepuna, pH 8,5. [lepen MrHOBEHHBIM 3aMOpPaKUBAHUEM B JKUIKOM
a30Te K MAaTOYHBIM PACTBOPAM, COAEPKAINM KPHUCTAJUTBI, 100aBysum 5-15% (obbem/obbem)
rinunepua win 10% (00bvem/00beM) STHIIEHTIINKOIS TPH HeoOxoauMocTu. Kpucrasmisl
MOABEPrajuCh PEHTTEHOBCKOMY CUHXPOTPOHHOMY M3J1y4eHuUr0 Ha kaHaje 23-ID-D cuaxporpona
Advanced Photon Source (Uukaro, Mnnunotic, CIIIA) u nudpakTorpaMMbl peruCTPUPOBATIH HA
nerextope Pilatus3 6M. JlanHble 0OpabaTeiBanu ¢ ucrnonp3opanneM XDS, a CTpyKTypsl
OTIPENENSsUTH MyTeM MOJIEKYJISIPHOTO 3aMeIeHus ¢ UCTIOIb30BaHneM Phaser. YTouHneHue
nposoaunu B PHENIX ¢ urepatuBHbeiM nocrpoerueM Mozenu B Coot. @urypsl ctpounu B
PyMOL. Bce mporpammuoe obecrnieuenue Obuto noctynHo B SBGrid.

Ipumep 19. Mymayuu yucmeuna 100 6 h5D8 coxpansitom ceszvieanie

[00182] Anamu3 hSD8 BbisiBHI cCBOOOAHBII OCTaTOK LUcTenHa B osokeHuu 100 (C100) B
BapuabenbHON obnactu Tspkesnol nenu. Bapuantet HSD8 nonyuanu nyrem 3amenst C100
KQKJIO0N NPUPOIHON aMUHOKHCIIOTON AJ1s1 ONIPEAENICHNs] XaPAKTEPUCTUK CBSI3bIBAHUS C U
appuHHOCTH K YenmoBedecknM U MbIIUHBIM LIF. CBsi3pIBaHHE XapaKTEPHU30BAIH ITOCPEICTBOM
ELISA u anamuza Octet. Pesynbrarsl 0600mens! B Tadaune 9. Kpussie EC50 mst ELISA

noka3ansl Ha ¢pur. 15 (¢ur. 15A, yenoseuecknii LIF, u ¢ur. 15B, mpimmnsiii LIF).
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Tabauua 9. CBogHble JaHHBIE N0 NOKa3aTesIM apHUHHOCTH, onpee/IeHHbIM

nocpeacrsom a"Haaunsa Octet, u nokasareasam ECS0, onpeaenennsim nocpeacrsom ELISA

MyTanus Apdunnocrs/kp (M) ECS50 cBsi3piBanust (HM)
Yenopeuecknii LIF Mpimnnbii LIF Henopeectouit | Mot
LIF LIF
C100 <1,0E-12 £ 2,252E-11 |9,946E-11 + 8,272E-12 0,09878 0,1605
C100S |[8,311E-10+5886E-11 [2,793E-09 &+ 5925E-11 H.JI. H.JI.
C100Q | 3,87E-09 + 1,55E-10 2,84E-09 + 4,85E-11 10,18 26,33
CIOON | 5,59E-09 + 1,01E-10 6,68E-09 + 9,8E-11 13,18 45,87
CIO00E | 2,67E-09 +4,64E-11 4,1E-09 + 7,56E-11 7,179 25,3
C100D | 2,02E-09 + 8,08E-11 6,49E-09 = 7,16E-11 11,89 22,88
C100T 4 36E-10 £ 2,1E-11 1,02E-09 + 1,77E-11 5,575 8,753
C100G 2,49E-09 + 4,2E-11 3,33E-09 = 5,42E-11 21,94 40,17
C100P 2,74E-10 + 2,97E-10 <1,0E-12 + 7,64E-10 34,44 101,9
CI00A | <1,0E-12+2,713E-11 |<1,0E-12+1,512E-11 0,6705 0,9532
C100V | <1,0E-12 + 1,805E-11 |<1,0E-12 + 8,086E-12 0,2785 0,3647
CI00L | <1,0E-12 +1,963E-11 |1,998E-10 + 1,055E-11 0,454 0,547
C100I | <1,0E-12+ 1,424E-11 |3,361E-11 £ 7,545E-12 0,299 0,3916
C100M | 1,155E-09 + 3,400E-11 [2,676E-09 + 2 449E-11 0,7852 1,563
C100F | 4,376E-09 + 1,127E-10 |[1,147E-08 + 9,099E-11 8,932 21,53
C100Y | 1,444E-08 + 1,159E-09 [2,514E-08 £ 2,047E-09 H.I. H.JI.
C100W | 2,508E-08 + 7,036E-09 [4,819E-08 + 4, 388E-09 H.JI. H.JI.
CI100H | 1,304E-10 + 1,416E-10 |4,284E-09 £+ 1,231E-10 8,254 H.JI.
C100K | 7,477E-08 + 1,581E-09 |6,053E-08 + 2,589E-09 H.JI. H.I.
CI00R | 1,455E-07 +6,964E-09 |5,142E-08 + 3,247E-09 H.JI. H.I.
Criocobb1

ELISA: cBsasbiBanue BapuanToB C100 h5D8 ¢ uenoseueckum n mpimuHbM LIF onpenensinm

nocpencrsoM ELISA. PekoMOMHAHTHBIN YeoBeYeCKuil vtn MbliHbIN Oenok LIF BHOCHIN B

384-nyHouHbIe TUTaHIIEeTh Maxisorp B KOHLEHTpay | MKI/MII 1 OCTaBIsUIN Ha HO4b 1ipu 4°C.

ITnanmers! OIOKUPOBAIN C UCTIONB30BaHUEM 1X Onokupyromero Oydepa B TedeHue 2 4acoB Mpu

KOMHaTHOM Temriepatype. Jlobasnsinu TuTpe! kaxnoro Bapuanta hSD8 C100 u nasanu
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BO3MOXKHOCTb CBSI3aThCsl B T€YeHHUE 1 yaca mpu KOMHATHOM TeMrepatype. IlnaHimers! Tprxabl
npoMbiBau ¢ ucnojbp3zoBanrneMm PBS+0,05% Tween-20. [loOaBisuiu koHbrorupoBanHbie ¢ HRP
anturena k IgG yenoBeka U AaBajl BO3MOKHOCTD CBSI3bIBATHCS B TeueHUe 30 MUHYT NpH
KOMHAaTHOM Temriepatype. Ilnanmmers! Tprkabl NpOMbIBAIM ¢ Hcnonb3oBaHrneM PBS+0,05%
Tween-20 u nposIBIIsLTH ¢ UCTIONb30oBaHueM 1x cybcTpara TMB. Peakiuio ocTaHaBIHUBAIU C
nomortneso 1 M HCI u usmepsiin ontudeckyro miotHocTb nipu 450 HM. [TocTpoenue guryp u
HEJIMHEHHBIN PerpecCHOHHBIN aHaIM3 BBITOIHIH ¢ oMorneto Graphpad Prism.

[00183] Octet RED96: addpunnocTh Bapuanto C100 hSD8 k denoBe4eCKOMy U MBILTHHOMY
LIF onpenesnsun o BLI ¢ ncnionbzoBanuem cucremel Octet RED96. Bapuantsr C100 hSD8
3arpy»xanu Ha OnoceHcopsl k F¢ yenoBeka B KOHIEHTpauu 7,5 MKr/mi nocie 30-CeKyHIHOTrO
BBIIEPKIBAHUS HA HCXOMHOM YPOBHE B 1X KuHeTndeckoM Oydepe. TUTPBI 4e0BEUECKOTO TN
mbirHOTO Oenka LIF cBsi3bIBaNM ¢ 3arpyskeHHBIMU OHOCeHCOpaMu B TedeHne 90 cekyHI U
JaBaJIM UM BO3MOKHOCTh TUCCOLIMUPOBATH B 1X knHeTH4YeckoM Oydepe B TeueHnue 300 cexyH.
KD paccunTpiBaiy ¢ MTOMOLIBIO IPOTPAMMHOI0 OOECTIEYeHUS IJIsl aHAJIM3a JaHHBIX C
UCTIONB30BAaHUEM TNIOOATBbHOM MonieH annpokcumaruu 1:1.

Lpumep 20. h5D8 onoxupyem ceszviéanue LIF ¢ gpl30 in vitro

[00184] YrtoOr! onpenenuts, npenorspamaet au hSD8 cesaspiBanue LIF ¢ LIFR, nposenu
aHaJIN3 MOJIEKYJIIPHOTO CBsI3bIBaHUs ¢ Ucronb3oBaHueM matdopmsl Octet RED 96. HSD8
3arpy»kanu Ha 6uocencopsl AHC nyTem 3axBata antutenom k Fc uenoseka. 3aTrem OnoceHcOpsI
norpyxanu B LIF u, kak u npennonarany, Habmonaau csispiBanue (pur. 16A, cpenHss Tpersb).
Brniocnencteun OuoceHcopsl Orpyskaiu B pasianunbie KoHueHTpauun LIFR. Habnronamu
10303aBUCUMOE CBsi3biBaHuE ((pur. 16A, npasasi TpeTb). KOHTPOIBHBIN 3KCIEPUMEHT
NPOEMOHCTPUPOBAJL, UTO JAaHHOE CBsi3bIBaHUE ObLI0 LIF-criennguyabM (He MoKa3aHo) U He
Obu10 cnencreueM Hecrienuduaeckoro B3anmonercTeust LIFR ¢ hSD8 wnu ¢ GuoceHncopamu.
[00185] UYtoObI mOMOMHUTETHEHO OXapakTepH30BaTh CBsi3biBaHue hSD8 u LIF, nposenu ceputo
3KCIEPUMEHTOB MO CBsi3biBaHuUIO ¢ nmomoinbio ELISA. H5D8 u LIF npensapurensHo
MHKYOMPOBAJIM M 3aT€M BHOCHJIM B IUIAHIIETHI, TOKPBITHIE JTHOO PEKOMOMHAHTHBIM
yenoBedeckuM (hLIFR), mu6o gp130. OtcyTcTBUe cBsizbiBaHUs Mexkay komriekcoMm hSDS/LIF u
MOKPBIBAIOIIUM CyOCTPAaTOM MOKET YKa3bIBaTh HA TO, 4TO hSD8 xakuM-To 00pasom Hapymaer
cesasbiBaHue LIF ¢ penenropoM. Kpome TOro, Takxe UCHOAb30BAIA KOHTPOJIBHBIE AHTUTENA,
KOTOpBIe MO0 He cBsi3biBatoT LIF (M30THIHMUECKNI KOHTPOIb, 0003HAYEH (-)), TMOO CBSA3BIBAIOT
LIF B u3zBecTHbIX caiitax cBs3piBanus (BO9 He konkypupyer Hu ¢ gp130, Hu ¢ LIFR 3a

cszbiBanue LIF; rSD8 sBusiercs kpbicuHOi ncxonnoi Bepcueit hSDS8). PesynpraTter ELISA
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npoaeMoHCTpupoBaiy, uTo komruieke hSD8/LIF 6v1n criocoOen cpsizbiBath hLIFR (kak u
komrutekc rSD8/LIF), yka3biBasi Ha TO, UTO 3TU aHTUTEJIA HE MPETSITCTBOBAJIH CBSI3bIBAHHIO
LIF/LIFR (¢ur. 16A). 1 nao6oport, komrutekc hSD8/LIF (u xommiekce rSD8/LIF) He Obun
criocoOeH CBsA3bIBaTh peKoMOMHaHTHBIN gp130 uenoseka (¢ur. 16B). ITo ykassBaeT Ha TO, YTO
caitt cesizbiBanust gp 130 Ha LIF 3aTparusaercs, ecnu LIF cBszan ¢ hSDS.

Ipumep 21. Sxcnpeccus LIF u LIFR 6 mxansx uenogexa

[00186] IIpoBonmmu xkonuuectBeHHYHO IILIP B pexrmMe peaibHOrO BpEeMEHH CO MHOKECTBOM
Pa3HBIX TUIOB TKaHEH 4eJoBeKa, uToOb! onpenenuts ypoBHU skcrpeccuu LIF u LIFR. Cpenxue
YPOBHH 3KCIPECCHH, MOKa3aHHbIe Ha (pur. 17A u 17B, npencrasnens! B konusix Ha 100 Hr
obmero konnuectsa PHK. BonbmmHCTBO TKaHeH skcnpeccuposanu He MmeHee 100 konwmii Ha 100
Hr obmero kommuectsa PHK. Okcnpeccuss MPHK LIF siBsinmachk HanOonee BBICOKOH B KHUPOBOH
TKaHH 4YesioBeka (Opbprkelike MONB3AOIIHON KUIIKH [ 1]), TKaHH KPOBEHOCHBIX COCYIIOB
(xopounHOM crieTeHud [6] 1 OpbpkeedHbIX cocyaax [8]) u Tkanu mynosuHs! [68]; u Hanbonee
HHU3KOH B TKaHIX TOJIOBHOTO Mo3ra (kope [20] u uepHoti cybcranimn [28]). xcnpeccus MPHK
LIFR siBnsimack HauOoJsiee BBICOKOW BXKHPOBOU TKAHU YeioBeKa (OpbIKeHKe TOAB3IOIIHOMN
KUIIKH [ 1]), TKAHH KPOBEHOCHBIX COCYAOB (JIerouHbIX cocynax [9]), Tkanu mosra [11-28] u
TKaHM LIUTOBUIHOM >kene3bl [66]; u HanbOonee Hu3koi B PBMC [31]. YpoBHHE 3kcnipeccuu
MPHK LIF u LIFR B Tkansx mMakaka-kpaboena Obun mogoOHbI ypOBHM, HAOMIOaEMBIM B
TKaHsIX YesioBeka, rae skcrpeccus: LIF Oblia BEICOKOH B sKMPOBO# TkaHu, U skcnpeccust LIFR
Obu1a BHICOKOH B JKMPOBOH TKaHU 1 HU3K0M B PBMC (naHHbIE HE OKa3aHbI).

[00187] Hywmepanus TkaHeil Ha ¢ur. 17A u ¢ur. 17B sBrnsercs cnenyromeii: 1 — xxuposas
TKaHb (OpbDKelKa MOAB3AOUIHON KHIITKH); 2 — HAANOYEYHHK, 3 — MOYEBON My3bIpb; 4 — MOUYEBOM
Ny3bIPb (TPEYTOJIBHUK); 5 — KPOBEHOCHBIH COCY[T (MO3rOBOI: CpeaHsisi MO3roBasi apTepusi); 6 —
KPOBEHOCHBIN COCY (XOPHUOUTHOE CILJIETeHHUE), 7 — KPOBEHOCHBIN COCYT (KOpOHAPHAS apTepHsi);
8 — KpOBEHOCHBIH cocyn (OpbLKeeUHbIH (TOJICTas KUIIKA)); 9 — KPOBEHOCHBIH COCY (JIETOYHBIN);
10 — xpoBeHOCHBIH cocyn (rmoyeunslit), 11 — ronoBHo# Mo3r (MUHIANMHA); 12 — TOJIOBHON MO3T
(xBocTaToe s171po); 13 — rooBHOI MO3T (MO3KeUO0K); 14 roNoBHON MO3T — (KOpa: MepenHsist
NOSICHAsI U3BWIIMHA); 15 — roIoBHOM MO3T (KOpa: 3a/1HsIs MOSICHAS M3BIIIMHA); 16 — TOIOBHON
MO3T (KOopa: JlatepaibHast JoOHast 001acTh), 17 — roioBHOM MO3T (Kopa: MenuajbHas TIOOHas
obnactp); 18 — rooBHOM MO3T (KOpa: 3aTbUIOYHAsT 00J1acTh); 19 — roloBHOM MO3T (KOpa:
TeMeHHasl 00acTh); 20 — roJOBHON MO3T (KOpa: BUCOYHast 00acTh); 21 — Mo3r (nopcanbHOe
AP0 1BA); 22 — rOJOBHON MO3T (TUMIIOKaMI); 23 — TOJIOBHON MO3T (THIIOTATIAMYC: TTEPETHIH);

24 — ronoBHON MO3T (THIOTaIaMyC: 3aiHuI); 25 — rojoBHON MO3T (roayboe maTHO); 26 —
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T'OJIOBHON MO3T (ITPOAOJITrOBaThIA MO3T); 27 — roJIOBHOM MO3T (Ipunexatiee sapo); 28 —
rOJIOBHOM MO3T (uepHast cyOcraHius), 29 — MonouHas xkenesa; 30 — cinenast kumka, 31 —
MOHOHYKJIeapHble KieTku nepudepudeckoii kposu (PBMC); 32 — obonounas kuika; 33 —
ranriuy 3anHux kopemmkos (DRG); 34 — nBeHaauaTunepcTHas Kumka; 35 — ¢asionuesa Tpyoa;
36 — sxenmuHbIN My3bIph, 37 — cepaue (JieBoe npencepane), 38 — cepaue (JIEBbIi skeayno4ex); 39
— noaB3nolnHas kuimka; 40 — tomas kuinka; 41 — mouka (kopa); 42 — nmovka (MO3roBoe
BEIECTBO); 43 — mouka (JioxaHka); 44 — neyeHb (napeHxuma); 45 — neueHb (OpOHX: MEPBUYHBIN),
46 — neueHb (OpoHX: TpeTU4HbIN); 47 — nerkoe (mapeHxuma); 48 — TuMpaTHIeCKuil y3en
(MuHpamHa); 49 — meimua (ckenetHast); S0 — numeBox; 51 — SUYHUK; 52 — NOMKETYAOUHAS
xKenesa, 53 — IUIKOBUAHAS JkeJe3a; 54 — runodus; 55 — muanenTa, 56 — npencrareabHas
xenesa, 57 — npsimast KHIIKa, S8 — koska (KpaiHss 1ioThk); 59 — ciMHHOM MO3T; 60 — cene3eHka
(mapenxuma); 61 — xxenynok (aHTpaJbHBINA OTAEN), 62 — XKeNnyHoK (TeNo); 63 — sKeayaoK (IHO);
64 — sxeny oK (MUIOPHUYECKUH KaHa); 65 — TMUKo, 66 — IMUTOBUAHAS KeJe3a; 67 — Tpaxest;, 68 —
nynoBuHa, 69 — movyeTouHuk, 70 — maTka (weiika); 71 — marka (Muomerpuii); 72 —
CeMSIBBIBOIIIIMIA MIPOTOK.
Lipumep 22. Bvi60op 00361, nosmantoe ygeauvenue 003 t 66e0eHUe YUKCUPOBAHNBIX 003
[00188] Huxe omrcansl BbIOOP 10361 aHTHTENA K LIF, mosTanmHoe yBenndeHne 103 U BBEICHHE
¢dukcupoBaHHbIX 103. [ ounenku 6e3onacHocTr hSD8 npumensn Mplineil 1 MaKakoB-
Kkpaboenos.
[00189] Hukakux mobouHbIx 3 (ekToB, CBI3aHHBIX C JieueHHeM, He Habmonanu B 4-
HeNeJIbHBIX MCCIEIOBAHUSAX TOKCHUHOCTH 1o ctaHaapty GLP Ha Mbimax u o0e3bsiHax, KOTOpbIE
€XKEeHeIEIbHO TOJTy4Yaliv B/B 103y, COCTaBIONIY0 He Oonee 100 mr/kr. Takum obpazom,
HanOoJiee BbICOKasi HeonacHast Tokcudeckas no3a (HNSTD) cocrasisier >100 MI/kr, a ypOBEHb
oTcyTcTBUs HabmoaaeMbIx nobounbIx 3¢ dexToB (NOAEL) Obut ycTanoBieH paBHbIM 100 Mr/kr
B/B JUTst 0OOUX BHUIIOB B YCJIOBHSIX UCCIIeNOBaHM. Jl03MPOBKY MacinTabupoBaiu st
YCTaHOBIIEHHsI SKBUBAJICHTHOM 10361 1uts1 yenoseka (HED). Jlns ouenku HED Obin anantuposan
NOJIXO/1 MacIITAOUPOBAHMS HA OCHOBE TUTOIaan nosepxHocTy Tena (BSA). Ha ocHoBaHMM 3THX
TOKCHKOJIOTHUECKUX HcclenoBanuii no ctangapty GLP paccuntbiBaim MakCHMaJIbHYIO
pekoMeHnyeMyro HadanbHy0 103y (MRSD) Tak, kKak MOKa3aHO HIKE:

* 0,81 mr/kr B/B HED ot mbimmmuaoro NOAEL ¢ 10-kpatabiM k03 urpieHToMm

0e30MmacHOCTH;

* >10 mr/kr B/B Ha ocHOBaHUU 1/10 OomacHOM TOKCHYECKOH 036l Y MBILIEH;

» 3,2 mr/kr HED B/B or NOAEL makaka-kpaboena ¢ 10-kpaTHbIM ko3¢ pHuLreHTOM
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0e30MmacHOCTH;

* > 16,7 mr/kr B/B Ha ocHOBe 1/6 HNSTD.
Hcxons u3 pe3syapTaToB TOKCUKOJIOTHYECKUX UCCIEN0BAHUN U MPU UCTIOIb30BAHUH
KOHCEPBAaTUBHOIO MOAXOAA K MOMYJISILUU MMALIMEHTOB C PACIIPOCTPAHEHHBIM PAKOM B
uccienoBannu $assl 1, ¢ MTOMOIIBIO 3TUX MaHHBIX ObLia oaTBepskaeHa MRSD. cocrapistomast
1 mr/kr (wnu ¢ukcupoBaHHas 1o3a 75 mr) B/B.
[00190] Tax:xe npu ycranoBieHuu MRSD Obiia yuteHa GapMakoIoruuecku akTUBHAS 1032
(PAD). Ucxons u3 papmakonorudecknx, PK naHHbIX 1 qaHHBIX 10 crabmmm3anun yposas LIF
Ha (papMaKOJOrHYeCKMX MBIIIMHBIX MOAEJISX, TOCTYIHBIX Ha CETONHSALIHUN I€Hb, ISl OLICHKH
PAD npumensun cnenyromuii moaxon. Mcxonst U3 3aBUCUMOCTH OTBETA O 003bl 8 MbIULUHOU
mooenu kcenompancnianmama U251, 6 kauecmee onmumansHoli 2¢hghexmuenoii 003wt npunsnu
no3y npudmmsuTenbHo 300 MKT W/T IBa pa3a B HENEJIO; 3TOT YPOBEHb TO3bI ObLI CBSI3aH C
MHUHHUMAJIbHBIM YPOBHEM B CBIBOPOTKE KPOBU NEepe]] NOCIEAHEN 0301, COCTABJISBIINM
npubnusuTenbHO 230 MKI/Mit. BeIIo MOy4eHOo A0Ka3aTenbCTBO TOTO, YTO MAKCHMAIbHAS
crabmm3sanus ypoBHer LIF B CpIBOpOTKE KPOBH B JAHHOI MOJIENN AOCTHIaIach MPH 3TOH 103€
300 MKT, 4TO TaKkke MOATBEP>KIAIOCh JaHHBIMU 10 cTadunmmn3anuu yposHst LIF B ceiBOpoTKe
KPOBH B HCCJIEIOBAaHUU TOKCUYHOCTHU O ctanaapty GLP y mbnneit npu nosax 10, 30 u
100 mr/kr. C npumenenuem PK moznenu, ocHOBaHHOH Ha 2-KOMIApTMEHTHOW MOJENH,
skcTpanonupoBanHod kK PK naHHbIM 0T 00€3bsiH 1 MaciuTabupOBaHHOM IS JTIOIeH, ObUIO
YCTaHOBJIEHO, YTO KJIMHIYecKas 1o3a 1500 Mr kaxble 3 Henenn OyeT obecnednBaTh 3HAYCHUE
Cvurmvamssas, COCTaBIIsIIOLIEE MPUOIU3UTENBHO SO0 MKI/MII. AHAJIOTMYHO, MUHUMAJIbHAS
s dexTuBHas 1032 20 MKT IBaKIbI B HEAEJFO B 3TOW MBILIWHOW MOJIEH KCEHOTPAHCIIAaHTATa
U251 Obia cBsi3aHA C MUHIMAJIbHBIM YPOBHEM B CHIBOPOTKE KPOBH MEpe]] MOCIENHEH 10301,
COCTABJISIBUIMM MPUOIU3UTENBHO 20 MKI/MIT, OBLIO MOJIYYEHO TOKA3aTeIbCTBO TOTO, YTO MPHU
3TOM 03¢ 20 MKT JOCTHUTaJIOCh JIMIIb MPUOIU3UTENBbHO S0% MakCHMaIbHOH cTaOMIH3aiu
ypoBHsi LIF B CBIBOPOTKE KPOBH, 4YTO MOATBEPKAAIOCH CBUIETEIbCTBOM MUHUMAJIBHON
crabunmzanuu yposHst LIF nipu nose 0,5 mr/kr B/B B uccnenopannu PK-nepeHocumoctu Ha
mbimax. Kinaudeckast mo3a 75 mr kaxkabie 3 Hepenu Oyaer odecnieunBaTh 3HAUCHUE Cypmmvamsmas,
cocTasisroLIee mpuonu3nTenbHo 25 Mxr/mit. Jlonomaurensabie PK-PD nanHbIe (cTaOnnmm3anms
ypoBHs LIF), nocTymHbIe OT MBIITUHBIX CUHTE€HHBIX MOAeeH, moareeps;kaanu PAD,
MOJIyY€HHYIO B MBILIMHOW MOAENIN KCeHoTpaHcmianTara U251,
[00191] Taxum oOpa3om, Ha OCHOBAHMU KaK TOKCUKOJIOTHYECKUX JTAHHBIX Y MbILIEi U 00€3bsH,

TaK U JAHHBIX MUHUMAJIbHOH 3(h()eKTUBHON 103l B MBILIMHON MOZIEIHN KCEHOTPAHCIUIAHTATA, B
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Ka4yeCTBe IMOAXOASIIEH MPUHUMAIH HAYAJIbHYIO 103y, COCTABJISIIOINYIO 75 MT B/B.
MakcumanbHasi KITMHHUECKas 103a, cocrapiistomas ot 1500 no 2000 mr, Oblia moATBEp KACHA
TOKCHUKOJIOTHUECKUMHU AaHHbIMU. [loaxon ¢ BBeneHHeM (PUKCHPOBAHHBIX 103 SIBJISIICS

MOIX OMISALIMM, UCXO/s U3 HaOmoaeHui tuHeitHoi PK y *KMBOTHBIX MOpesiel B COYeTaHUH C
OTCYTCTBHEM HEOJarONPUsITHBIX PE3yJIbTATOB, CBSI3AHHBIX C HCCIICYEMbIM IPENapaToM.
Ipumep 23. Hecneoosanue hazvr 1 nossiutersi 003vt u ygeauyeHus 0ol 011 h5D8

[00192] [ns ycranosaenus npoduist 6e30macHOCTH U Haaekaren 103b1 hSD8 mpu
MOHOTEPAITUHU MPOTUB PA3TUYHBIX BUIOB paka HAYMHAIH KIMHHYECKOoe rcciaenoanue (assr 1.
[TepBUuHBIE LETH 3aKIIOYATUCH B CIEAYIOMEM: 1) OIIEHUTh 0€30IacHOCTh U MEPEHOCUMOCTh
h5D8 y manueHToB ¢ pacnpOCTPaHEHHBIMU COTMIHBIMHU OMYXOJISIMH; 2) ONIPENeNUTh
pEeKOMeHIyeMYI0 103y AJisi MoHoTepanuu h5D8; 1 3) oneHUTh npeBapuTEIbHYIO
IPOTHBOOIYXOJIEBYIO akTUBHOCTB hSD8, n3mepennyro o obuieit yacrore orsera (ORR),
corsiacHo kpurepusiMm RECIST 1.1. BropuuHele 1ie1u 3aKk/104ajiich B CAEAYIOLIEM:
oxapakrepuzoBath PK 1 mmmynorennocts hSD8; u 2) ouenuts napameTpol 3(pPEeKTHBHOCTH Y
MaLUEHTOB C PACIPOCTPAHEHHBIMH COJUIHBIMU OMYXOJSIMH, B TOM YHCJI€ YaCTOTY KOHTPOJIS
3abonesanust (DCR) u noxurne 6e3 mporpeccuposanusi (PFS) ¢ momomsro RECIST 1.1.
HccnenoBarenbckye e 3aKII0YaINCh B CIEAYIOMEM: a) U3YYUTh B3aUMOCBSI3b MEXTy
(bapMakOKUHETHKOMH, (hapMakoaquHAMUKOHN 1 Bo3nelicTBueM h5D8 ¢ 6e30macHOCThIO MalueHTa u
IPOTHUBOOMYXOJIEBOH aKTHBHOCTBIO, b) OLIEHUTb, KOPPEIHPYeT JH BbIcoKas skcripeccus LIF B
OITyXOJIM C MPOTHBOOMYXOJIEBOH akTUBHOCTBIO hSDS; ¢) oxapakTepn3oBaTh
dapmakonunammyeckue 3¢ dextel hSD8 Ha nepudeprn u B onyxomnu u d) oXxapakTepu3oBaTh
BIIUSTHHUE JIEYeHUs ¢ Ucnojib3oBanueM hSD8 Ha uccnenoBaTenbckie OnoMapKephl.

[00193] HccrnenoBanue OBUIO CIPOSKTUPOBAHO KAK OTKPBITOE HUcchenoBanue ¢asel 1, U B HEro
BKJIFOYAJIU MALMEHTOB C PaCIPOCTPAaHEHHOM COIUAHOI onmyxoJbio. MccnenoBanye MpoBOAUIN U
MPOBOJSIT MO CXeMe YCKOPEHHOTo noadopa o3 3 + 3 ¢ BBeneHue GpukcupoBaHHbIX 103 hSDS,
BBOJMMBIX BHYTPHBEHHO pa3 B 3 Henesu (B KOroprax ¢ mo3amu 75 mr, 225 mr, 750 mr, 1125 mr
u 1500 mr).

[00194] CornacHo cxeme, MPOTHBOOITYXOJEBbII OTBET OLIEHUBAJIU C TIOMOIIBIO PYKOBOJCTBA
Response Evaluation Criteria in Solid Tumors (RECIST — Kpurepun onieHku oTseTa npu
comuHbIXx onyxoisix) 1.1. CormacHo cxeme, OLIEHKH OCYLIECTBISUIN HA HCXOTHOM YPOBHE U
KaXJble 6 HefleNIb B TEUEHUE NEPBLIX O MECALIEB, a 3aTeM Kaxable 12 Henesnb 10 NOATBEePKACHUS
IPOrpeccUpoBaHMs 3a00JI€BaHNS WIIM UCKIIIOUEHHS NAllMeHTa U3 uccienoBanus. CormacHo

cxeMe, HeXXellaTeNbHbIe SIBJICHUs paHKupoBanu B coorBercTBuu ¢ Common Terminology
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Criteria for Adverse Events (CTCAE — OOmue kpurepuu TEpMUHOJIOTUH JIs1 HEXKeNaTeIbHBIX
siByieHui ) Bepcuu 4.03 1 HeMPepbIBHO OLIEHUBAIM BO BPeMsI UCCIIeIOBaHuUs U B TeueHue 30 qHei
IIOCJIE MOCJIEHErO Kypca JIEYESHMUS!.

[00195] bbutu BKIFOUEHBI U MONyyanu 103y 41 mammeHT. lemorpaduueckue naHHbIE

[MAlIMEHTOB NOKa3aHbl B Tadauue 10.

Ta6nauuna 10 KoropTtsr 1-5
MenunaHHBINH BO3pACT (AHANa3oH) 64,5 (36-78)
[Tox, N (%)

My KCKOH 20 (50%)
PKenckuii 20 (50%)

Paca, N (%)

EBponeonnHas paca 33 (82,5%)
Herpounnnas 4 (10%)
MoHrononaHast 2 (5%)
Jlpyras 1(2,5%)
Tun onyxomnu, N (%)

[lomKxeny0UHOM JKene3bl 13 (31,7%)
Avaauka 5(12,2%)
KonopekraabHbIH 3 (7,3%)
[IpencraTenbHOM JKeIe3bl 3 (7,3%)
ATMNMeHInKca 2 (4,9%)

X OJTaHTHOKAPLIMHOMA 3 (4,9%)
Hocornorku 4 (4,9%)
INSCLC 5(4,9%)
[IpsiMOii KUIIKK 6 (4,9%)
[LnockokyieTouHast 7 (4,9%)
AneHokucrosHas kapiuHoma (ACC) 1(2,4%)
Menanoma 1(2,4%)

MeracTtarryeckas MUKcouaHast tunocapkoma |1 (2,4%)

[Taparanrivoma 1(2,4%)

Pak MaTku 1(2,4%)
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[00196] [ns ucnbitanust no3onuMutupyromue rokcundeckue a¢gdextsl (DLT) onpenensmm kak
1) apdexTsl, koTOpBIe HAOMIOKANK B TeueHHe 21 nHs noce muka 1, 18 1, 1o OleHKe rI1aBHOro
JKCIIEPTA IO COTJIACOBAHUIO C KoMuccuel o koHTpoutto aaHHbIX (DRC), kak BO3MOXKHO
cBsizaHHbIe ¢ h5D8; 2) nmoboe CBA3aHHOE C JIKApCTBEHHBIM CPEICTBOM HEKENIATEIbHOE SIBJICHUE
(AE) > 3 crenenn. K DLT nHe orHOcuin AE ¢ yeTkuM anbTepHATUBHBIM OOBSICHEHHEM U 3apaHee
omnpeneneHHbie, camokynupyomuecst AE 3 crernenu, B Tom uucie: 1) yCcTanocTs, TOIHOTA,
pPBOTA WK AUapesi, KOTOPbIE pa3pelaroTes 0 <2 CTENEeHH B TeUeHUe 72 4acoB NpHU
COOTBETCTBYIOLIEH MEANKAMEHTO3HOH TepaIum; 2) BpeMEeHHbIE (TPOAOJLKUTENBHOCTRIO < 72 4.)
OMOXMMHUYECKHE OTKJIOHEHHS 3 CTETIEHU, KOTOPBIE CUUTAIOTCS KIMHIYECKH HE3HAYUTENIbHBIMY,
3) HelTponeHus 3 CTeNeH! MPONOJDKUTENBHOCTEIO <72 4.; 4) TpOMOOLUTONIEHUsT 3 CTEeTeHH Oe3
KJIMHU4eckH 3HauuMoro kposoteueHus. DRC moxxer paccmatpuBats B kauectse DLT AE
0001 CTeNeHN, CBA3aHHOE C JIEKAPCTBEHHBIM CPEACTBOM, KOTOPOE 3a/1ePKUBAET HAYAJIO IIHKJIA
2, neub 1, Ha >14 nueli. CBONHBIE JaHHBIE MO O€30MACHOCTH JJIsl KOTOPT 1-5 HA CeromHsIIIHUN

IIEHb MOKa3aHbl B Ta0aume 11.

Taoauua 11. CBoanbie JaHHBIE 0 0€30ACHOCTH

Koropra | Koropra | Koropra | Koropra | Koropra Bcero
1 2 3 4 5

Konunuectso 2 1 10 8 6 27
CyOBEKTOB C (N=2) (N=1) (N=10) (N=10) (N=11) | (79,4%)
He’KeJaTeIbHbIMU (N=134)
seieHusiMH (AE)
Komnuectso 2 (10) 0 6(11) 1(1) 1(1) 10 (23)
cyobekToB ¢ AE (29,4%)
> 3 creneHu
Kommuectso 0 1(2) 4 (8) 309 3(5 11 (24)
CyOBEKTOB CO (32,4%)
CBSI3aHHBIMH C
h5D8 AE:
SAE 8 0 8 0 2 18
Casi3aHHbBIE C 0 0 0 0 0 0
h5D8 SAE
CwmeprenpHbie 1 0 1 0 0 2
AE
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CBs3aHHbBIE C 0 1 1 0 0 2
uHdysueit AE

DLT B Teuenue 0 0 0 0 0 0
C1 (21 nenn)

OTJ10KEHHBIE 0 0 0 0 0 0
DLT

AE, npusonsimue 0 0 1 1 0 2
K MPEPBHIBAHUIO
npuema hSD8

AE, nmpusonsimue 0 0 1 0 0 1
K IOCPOYHOMY
3aBEPLICHUIO
npuema hSD8

AE, npusonsimue 0 0 0 0 0 0
K U3MEHEHUIO
no3el h5D8

[00197] Hwu npu ogHO#M 13 103 HE HAOIOIAIH TO30JIMMUTUPYIOMINX TOKCHYECKUX 3(dekxTon
WK TIPO0JIeM ¢ IEPEHOCHMOCTRIO. B 11€10M 13 maHHbIX BUAHO, 4TO h58 siByisieTcst 6€30MmacHbIM U
XOPOIIO MEPEHOCUTCS] BO BCEX MPOTECTUPOBAHHBIX J03aX.
Lpumep 24. Hecneoosanus omoensHuIxX CIyuaes y nayuenmos, Noay4asuiux leyenue ¢ NoMoubio
h5D8
[00198] CyObexrom 0106-002 Gbina 68-1eTHSISI JKEHITMHA €BPOTIEOMIHOMN PAChl C PAKOM
MOMKENy IOYHOM kene3bl IV cranuu, mpoleaas MHTEHCUBHOE NPEBAPUTEIILHOE JIEYEHHUE C
MOMOILBIO 4 TUHUHI NPEALIECTBYIOLENH CUCTEMHON IPOTUBOPAKOBOM TEPAMU MPOTUB
MeTacTaTu4eckoro 3adoneBanus. Y cyObeKkTa M3HAYAIBHO OblIa JUArHOCTHPOBAHA
aJICHOKAPIIMHOMA MIPOTOKA MOKETy0ouHOM kenesbl cranuu 1I/111, ot ymepenHoit o cnabo
muddepenumrpoanHoi. CyObEKT MpOXoANIIa JeUSHHE HEO0ATbIOBAHTHBIM IPETIapaToOM
FLOFIRINOX B Teuenne npudbausutenbHo 167 nHel, u ObLT JOCTUTHYT YaCTHYHBIN OTBET.
CybmbekT Obl1a moAaBeprHyTa "paNKaTbHON" JIAapaCKOMMYECKON TUCTaTbHON
MAaHKPEATIKTOMUH U CIJIEHSKTOMUH C MOCJIEAYIOIIUM BBeIEHHEM BCIIOMOIaTeJIbHOTO NpemnapaTa
reMIuTadrHa B TeUEHUE MPUOIN3UTENBHO 7 MECSLEB, KOTraa y cyObekTa pa3BUIOCh
peLuaNBHpPYIOLIee Mporpeccupyroliee 3a00JIeBaHNe B JIOXKE MOKENy10UHOMN kene3bl. CyObekT
NPOXONMIIA JIEYeHNE TeMIIUTA0NHOM 1 aDpakcaHOM B T€UeHHE MPUOIU3UTENBHO 2 MECSILEB, IIPU

5TOM HAMJIYYIIUH OTBET MPECTABIISAT COOON YaCTUUHBIN OTBET C MOCIENYIOIINUM
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IporpeccupoBaHieM 3a00JI€BaHUS B JIOKE MOKENYJOUHOMN JKeJIe3bl  IEPUTOHEATbHBIX
muMpaTudeckux y3nax. 3ateM cyobekT noaydana SFU u oHuBHA (JIMIIOCOMaNbHBIA HPHUHOTEKAH)
B T€UEHUE NPUOIM3UTENBLHO 2 HEeZelb, IPUeM KOTOPBIX ObUT peKpalleH U3-3a TOKCHYHOCTH. B
TeueHHe NMPUOIU3UTENBHO 2 MECSIEeB CYOBEKT MPOXOIIIA JIEUEHNE SKCIIEPIMEHTAIbHBIM
uHruouTopom Wnt (komnanuu Samumed), 1 y Hee UMEJIO MECTO MPOrPECCUPOBAHKE
3a0onieBaHMs CO 3JI0KAYECTBEHHOM TnM(paaeHonaTuei Boime 1 Huxke auadparmel. B Teuenne
NPUOU3UTENBHO 4 MECSIIeB CYOBEKT MoJiyyasia HHrHOUTOp MeTaboIn3Ma MHPUMHIAHOBBIX
HykJieo3unos (Fujiflim), mpudem Hauay4Immum oTBETOM OBbLT YACTUYHBIN OTBET. Y CyOBEKTa MO
pe3yJabTaTam Jy4eBOH IUArHOCTHKH OBLIO MOATBEPKACHO MPOrPECCHPOBAHUE, A TAKIKE
nosbieHne yposas CA19-9, u ee Bkimrounim B uccnenosanne hSD8. Pesynbrare! ee
MPEIIIeCTBYIOIINX KypCOB JieueHus: 10 uctbitanus hSD8 o6o0mens! B Tadaune 13. (PR=

yacTuuHbIi 0TBeT; PD= nporpeccupyroiee 3adoneanue; SD= crabunu3zanus 3a00ieBaHus)

Taoauma 12

HHanaunaTtusHas IIpononxkure | Hanayymus | Yposenn | YpoBeHb Yposenn

NMPOTHBOPAKOBAS JBbHOCTD 0TBeT CA19-98 | CA19-9 mpu | CA19-9

Tepanus Tepanuu a0 Hayaje Hauaydwmem | npu PD
PD JeYeHHs | oTBeTe

I'emiuraOun/abpakc | 2 mecsna PR 63 UNK 97

aH

Wuruburop Wnt 2 mecsina PD 1088 NA 4195

HNuruburop 4 mecsiia PR 4195 1249 1658

MUPUMUIUHOBBIX

HYKJIEO3U10B

[00199] CyOwexT nmonyumnna cBoro nepsyro 103y hSD8 B konmuvectse 1125 mr, a camas
nocienHsis no3a oputa Ha nukiie 9 (C9) (1500 mr) npudmmnsurenbHo yepes 165 nHei. Ha
HCXOJIHOM YPOBHE Y CyOBbEKTa He ObLJIO KJIMHUYECKH 3HAYUMBbIX OTKJIOHEHHH JJAOOPaTOPHBIX
nokasaresel OT HOPMBI, cTaTyc 1o BocTtouHol o0beqnHeHHOM oHKOIorHueckoi rpymnmne CLITA
("ECOG") = 1, noesitennbiii ypoBeHb CA19-9, cocrasmsin 1658. B xauecTBe LieJIeBBIX 04aroB
ObuTH UeHTH(GULUPOBaHBI 1Ba TUM(PATUIECKUX y3J1a (OAMH IPYAHON M OUH OPIOIIHON), a
abnoMuHanpHas tumdaneHonaTus OplIa HASHTU(UIMPOBAaHA B KaUeCTBe HeleneBoro oyara. Ha
mukie 3, nenp 1 ("C3D1"), ee cratyc no ECOG ynyummncs no 0, yposenb CA19-9 ynan no

1069, u o6mum oreerom o RECIST 6buta crabmnuzanus 3adoneBanus. TpaauIOHHO YPOBEHb
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CA19-9 sBisinicst HaI@KHBIM MTPOTHOCTUYECKUM MapkepoM 3adoneBanus. [1o cioBam Bpaua,
OTIa/aja HeoOXOAUMOCTD B IPUMEHEHUHN OKCUKOJIOHA NpH Oouisax B xkuBoTe. CyOBeKT nonyyana
LIMKJI O, ¥ TPHOJIM3UTENBHO Yepe3 2 HeeIn NOTPeOHOCTh MAllMeHTKH B aHAIbI€THKAX
YBEJIMYIIIach, a camMa CyOBeKT ObLIa rOCIUTAIU3NPOBAH BAAJIH OT LIEHTPA POBEACHUS
ucnbiTaHus. B HacTosimee Bpemsi CyObEKT BEpHYJIACh K HCXOIHOMY COCTOSIHHIO, HEOOX OTMMOCTH
B HAPKOTHYECKOW aHAJIbIre3uu J1Ba pasa B AeHb. CyOBeKT Mpolnia MOBTOPHbIE CKAHUPOBAHMUS,
1O UX pe3ysibTaTaM Habmromanu crabunmmsanmio 3abosaesanus. Y poeHb CA19-9 y Hee
yBEJIMYUJICS B XOJl€ LIUKJIA 5, HO Ha LIUKJIe 9 BEpHYJICS K YPOBHIO HI)KE HCXOAHOTO U HIDKE
HA4YaJIbHOTO CHID)KEHUS Ha IMKIIe 3. Pe3ynbpraTel moka3ansl B Tadaune 13. Y cyObekra He

HaOJII0 ANl HeXKeNaTeNbHBIX SIBJICHNI, 00YCIOBIEHHBIX JICUCHUEM.

Tabauna 13
OmnyxoJieBbie Hcxoanblit C3 Cs C7 9
MapKepbl YPOBeHb
VYposenbr CA 1658 1069 1224 1397 1045,8
19-9 (en./mn)
IMenesoii ouar HNcxoaubiit C3 Cs Cc7 9
no RECIST YPOBE€Hb
I'pynnas knerka 15 Mm 17 MM 14 Mmm 14 mm 13 Mm
bpromnas 19 Mmm 19 mm 20 Mm 18 MM 15 Mmm
MOJIOCTD
Cymma LD 34 mm 36 Mmm 34 mm 32 Mmm 28 MM
Heuenesoii
ouar

bpromnas IIpucyrcteyer He CR, ne He CR, ne He CR, =e He CR, ue

IOJIOCTh PD PD PD PD
HosBbIii ouar NA Her Her Her Her
OO0wmuii oTBET NA Cradbunuszauus Cradbummsauus Cradbunmnsauus Cradbuinsanus

3aboneBanus  3abosieBaHust 3aboneBaHusl  3a00JIEBaHUS

[00200] Cybwexrom 0102-001 Obina 78-1eTHsISI JKEHITMHA €BPOTICOMIHON Pachl C

JeHOMHOCapKoMol MaTku IV craguu, mpoleaas npeaBapuTeIbHOE JIEYEHHE C TIOMOLIBIO O
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JMHUN CHCTEMHOI MPOTUBOPAKOBOH Tepanuu. Y cyObekTa H3Ha4aibHO OblIa AMArHOCTHPOBAHA
netiomunocapkoma Matku T1B, u ona npomuta kype paguxansHoro TAH/BSO. MectHbrit
peLunB IPOSBUIICS MPHONU3UTETBHO Yepe3 3 rofa nocie nepBoHaYaIbHOrO AUArHO3A, AJIS
JIEYeHUs] KOTOPOro ObLIa MPOBeieHa XUPYPrUyYecKas pe3eKLHs; XMMUOIyYeBast Tepanus Oblia
otkJioHeHa. [TpubnmsurensHo uepes 2 rona y cyObeKkTa IOBTOPHO BO3HHK PELMINB, U OHA
npoiia 4 Kypca JISYeHUs] TEMIUTA0MHOM H JOLETAKCETIOM C JOCTIIKEHHEM CMEIIaHHOTO OTBETA.
3arem cyOBbeKT mosyumnia 3 [UKJja JOKCHIIA, TIPY 3TOM HAWIYUIITUH OTBET MPEACTaBIIsLT COOOM
nporpeccupymoiee 3adoneBaHue. 3aTeM MOCIENOBAIN 2 Mecsa Kypca BHHOPEIOWHA MTPH 3TOM
HAMJIYYIIUH OTBET MpeacTasiisul codoii PD. TpaGekTHauH BBOAWIN B T€UCHNE PUOIH3UTEIIBHO
4 MecsLleB CO CMELIAHHBIM OTBETOM U MPEKPAaTHIIN BBEAEHNE U3-3a €r0 TOKCUYHOCTH. 3aTeM
cyOBekT mpoxoamia Kypc jedenus ¢ momombsto DTIC B Teuenue 4 mecsities ¢ PD B kadecTse
HAMJIY4IIero oTeera. B pesynbrare nmpoxoxaeHus kypca tydeBoid Tepanun (XRT),
NPUMEHSIEMOI K OCHOBHBIM 00pa30BaHMIM B 00JIACTH Ta3a, MALMEHT MOJy4YHIa B 0Omeit
cnoskaoctu 3750 cl'p 3a 10 mopuwuii B TeueHne mpuOIN3UTENBbHON 22 THEH, a 3aTeM Mpomuia
KypC BOTPHUEHTA B TeUeHUe MpHOIM3UTENbHO 1 Mecsia ¢ PD B kauecTBe HaMIIydIIero OTBETA.

PesynbTarhl €€ npeAlIeCTBYIOIUX KYPCOB JIEUEHUs! IIPEACTaBJIEHbI B Ta0auue 14.

Tabauua 14

HMannunaTuBHas IIpoponxkurensHoctey | Hannyummui
NMPOTHBOPAKOBAas Tepanuu Ao PD 0TBeT
Tepanust

I'emuuTabun/monerakcen | 3 mecsiua CwMmeraHHbIN
JlokcopyOumH 2 Mecsina PD
Bunopenoun 2 mecsina PD
Tpabexkrnaun D/C npu TokcnuHocTH | CMELIaHHbIH
DTIC 4 mecsna PD
Botpuent 2 Mecsa PD

[00201] Ha ncxomHOM ypoBHE y cyOBeKTa HE ObUIO KIIMHUYECKH 3HAUUMBIX OTKJIOHEHUH
naboparopabix nokasareneii ot HopMbl, ECOG =1 u nosbimennsiil yposenb CA-125, cocrasisin
13. CyObekTt nonyumia cBoro nepsyro 103y hSD8 B konuuectse 750 mr, u ypoeHb CA-125y

Hee cHuswics 10 9 k MmomeHTy C3. Ilpu onienke Ha CS yposenb CA-125 y Hee cocTaBmsin 8, a
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00mum oreerom 1o RECIST Obuta crabunusaius 3a00ieBaHusl.

[00202] Vcxonst u3 ee CKAaHOB Ha HCXOIHOM YPOBHE, B KAUECTBE LIEJIEBBIX OYaroB ObLIH

unentuduuupoBansl oauH (1) ovar B ierkux, 1 ovar B me4eHu, 2 o4yara B MPSIMbIX MbIIIIAX # |

o4ar B AyIJIaCOBOM ITPOCTPAHCTBE, a O4ar B OpIOMINHBI ObUT MACHTH(UIIMPOBAH B KAYECTBE

HeneneBoro oyara. [Tpu onerke Ha C7 ypoBerb CA-125 y Hee cocTaBisii 9, u 'y cyObekTa ObL

obmmii orer mo RECIST B Bune crabunmuzanmu 3adonesanusi. M3o0paxenus ¢ C7 3 nieneBbix

04YaroB U MOPTOB JUIs MpebIAYyIIel Ty4eBoi Tepanuu rnokasansl Ha ¢ur. 18A-C. U

IIPEICTaBJICHHbIE BbILIE PE3yJIbTAThI TIOKa3aHbl B Tadauue 15.

Tabauua 15
OnyxoneBbie | UcxoaHbii C3 Cs C7 EOT
MapKepbl YPOBEHb
VYposenb CA- 13 9 8 9 10
125 (en./mm)
IMenenoii HcxoaHbrii C3 Cs Cc7 EOT
oyar mno YPOBEHb
RECIST
Jlerkoe 13,4 mm 17,7 mm 15,7 mm 20,0 mm 27,1 mMm
Ileuenn 14,9 mm 14,5 mm 17,7 mm 18,1 MM 22.6 MM
IIpsmas 39,1 mm 37,6 MM 38,0 MM 37,8 MM 40,1 mMm
Mbiia, M
Nel
IIpsimast 31,9 mm 26,6 MM 22,7 mm 243 MM 28,5 Mmm
MbImna, M
No2
HyrnacoBo 36,9 Mmm 28,3 MM 24,9 MM 25,0 mm 25,0 MM
MPOCTPAHCTBO
Cymma LD 136,2 mm 124,77 mm 119 mm 125,2 MM 143,3 MM
HeuesnieBoii
ouar
bprommunbii | [Ipucyrets | He CR/He He CR/ne He CR/ue NE
Y3€EJI0K yer PD PD PD
HoBsbIii ouar NA Her Her Her Her
OO0muii oTBeT NA Crabummzanus (Ctabunmzanus (Ctabunmzanus | [Iporpeccupyromg
3abosneBanus | 3a0osieBaHust | 3a0oneBaHusl | ee 3a0oyieBaHUe

[00203] Cybwexrom 0101-001 6bima S0-nerrsist skenmmaa ¢ KRAS+ konopekraapHOM

kapuuHoMoM 1V craguu, nony4aromasi CHCTEMHYH TPOTUBOPAKOBYIO TE€PAIUIO IEPBOM JTUHUU

MIPOTUB METACTaTUYECKOro 3a00sieBaHus Y CyObeKTa M3HAYAJIbHO OblIa TUArHOCTHPOBAHA
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ymepenHo nuddepeHmpoBanHas konopekrainbHas aneHokapuuaoma 11 cragum (T3N2MO).

CyOmpexT npolia paiukaibHyr0 pOOOTH3HMPOBAHHYIO PE3EKLIUI0 HIDKHEH NepeaHel 4acTh ¢

nocyenyoouumM BeneHrneM scriomorarebHblx SFU n FOLFOX B Teuenne npubansurensHo 7

mecsieB. [IpubnusutenpHO yepes 2 rona y CyObekTa BOSHHUK PELMIUB B BHE METACTa30B B

JIETKHX, OHa Bb16pana BbDKHUAATCIBbHYIO TaKTUKY BECACHUSA U HE ITOJIyYaJia MaJTAATUBHOU

CHUCTEMHOI Tepamnuu st iedeHust 3adoneBanus Ha IV craguu. [TpubnusurenbHo dyepes3 1 rog

NIOCJIe PELIUANBA METACTA3bI B JIETKUX MPOAOIIKAIN porpeccpoBath. CyOBEKT OTKa3aiach OT

xumuotepanuu nepsoit auany npotuB mMCRC u BeiOpana kinHU4eckoe ucneitanie hSD8 B

KaueCTBE TCpaIuu HepBOfI JIMHHUH.

[00204] CyOwexT nmonyumnia cBoro nepsyro no3y hSD8 B konuyectse 225 mr, a camast

nocnenHsisi ee no3a oputa Ha CO (750 mr) npubnusurtenpHO Yepes 4 mecsina. Ha ucxomnom

ypoBHE y cyObekTa He ObUTO KIIMHIMYECKU 3HAYMMbBIX OTKJIOHEHUH JJa00paTOPHBIX MOKa3aTelen

ot HopMmsl, ctatyc 1o ECOG = 0 u noBbIleHHbIH ypoBeHb onyxoneBoro mapkepa (CEA)

coctasisia 11,8. B kauecTBe neneBbIx o4aroB Obutr HaeHTH(GULIPOBaHBI 1Ba (2) ouara mpaBoii

HIDKHEH TOJTU JIETKOTO M ObUTH UIEHTH(GHULIMPOBAHBI 2 HeLleJeBbIX ouara (SIMYHUKA U KOCTH).

ITpu ouenke Ha C3 orBeroMm Obuta cTabmmm3anus 3adonesanust, a CEA nmognsuics no 11,8. Ipu

ouenke Ha C5 y cyOpekTa Obuta cTabuiu3anus 3a00JIeBaHUS C MOCIIETYIOIIM

MIPOrPECCUPOBAHUEM I10 PE3YJIbTATAM JIy4€BOM TUArHOCTUKU Tocie jieueHus: Ha C6. Pe3ynbrarsl

[oKas3aHsl B Tadauue 16.

Tabauna 16
OnyxoJieBbie Hcxoanbiii C3 Cs EOT
MapKepbl YPOB€Hb
CEA 10,5 11,8 17,9 20,1
IeneBoii ouar HcxonHbrii C3 Cs EOT
no RECIST YPOBEHb
Jlerkoe, Nel 12,8 mm 13,9 mm 15,7 mm 18,6 Mm
Jlerkoe, Ne2 11,7 mm 12,1 mm 12,7 mm 13,5 Mm
Cymma LD 24,5 MM 26 MM 28,4 MM 32,1 mMm
Heuenesoii
ouar
Kocrthas TkaHb IIpucyrcreyer He CR, ve PD | He CR, e PD He yxa3ano
Anunuk IIpucyrcrByer He CR, e PD | He CR, e PD He yxasano
HoBbii ouar NA Her Her Her
OO0wmmii oTBeT NA Crabummsanmsa | Crabmnumsanus | IIporpeccupyromee
3aboseBaHus 3aboeBaHus 3aboneBanue
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[00205] Cybbexrom 0106-005 Obuta 75-neTHsIs )KEHITUHA €BPOIIEOMTHON Pachl ¢ KAPLIUHOMOMH
¢damnonuesoii Tpyosl. CyOnekT Oblia noaseprayTa paaukansaoin TAH BSO, ucceuennto LN u
YIAJIEHHIO OMyXOJIEBOH MacChl C MOCIEAYIOIUM BBEJEHHEM BCIIOMOTaTeIbHOTO KapOomiaTuHa
u takcodna. [IpubnusurenbHo yepes S ner y cyObeKTa BOSHUK PELUIUB B BUAE 3JI0KaUECTBEHHOM
aJIeHOTATHH, U OHA TMOJTy4asia NMajuIMaTHBHYIO JIyueByro Teparnuto (55 cI'p) Ha LN B Touke
Ooudypkanuu aopThl. Y cyOBEKTa UMENO MECTO nporpeccupoBanue LN, 1 oHa mosyyana
NaJUTHATUBHYIO Jy4eByro Tepamnuto (60 cl'p) Ha nepuaoptanbhbie LN. V cyObekTa pa3BUBAIUCH
METacTa3bl B JIETKUX, M OHA MIPOXOIMJIA JICUEHHE SKCIepUMeHTaIbHbIM HHruoutopom BET B
Te4YeHHe NMPUOIMBUTENIBHO 1 Mecsa, KOTopoe ObUIO MPEKPAIIEHO U3-3a TOKCHYHOCTH, TIOCIe
4ero OHa MPUHUMAJIa SKCIIEPUMEHTaIbHOE aHTuTeNo K PD-1 B Teuenne nmpudbnnsurensHo 4
MECSILIEB, TIPU STOM HAMIYYIIUIH OTBET MPEACTABIISI COOOM cTabmmm3anuio 3a00neBaHus. 3aTeM
CyOBEKT mpoXOonuia JeueHne skcrnepuMenTanbHpiM nHruoutopom TIGIT B Teuenne
npubnusuTensHo 200 qHEH, TPU STOM HAMIIYYIIUN OTBET MPENCTABIISI COOOH CTAOMITM3aALINIO
3aboneBanus. [locie nmporpeccupoBanus CyOBEKT MPOXOANIIA JICUEHHE SKCIIEPUMEHTAIbHBIM
MOHOKJIOHAJIbHBIM aHTUTEJIOM B T€UEHHE MPUOIN3UTENBHO 4 MECSIIEB, TPU 3TOM HAWITYYLIHHA
OTBET MPENCTaBJIsUT CO00H crabmmm3ano 3aboeBanus. Y cyObekTa ObUIO OATBEPKAEHO
IPOrpeccupoBaHue, U €€ BKIIOUUIIH B uccinenoBanne hSD8. Pesynbrarhl ee mpeamecTByomux

KypPCOB JIeU€HHs! IPEACTaBIeHbI B Ta0auue 17.

Tadoauuna 17

IMannuaTuBHAsi NPOTHBOPAKOBAsI IIpogoKuTENbLHOCTD TEPATIMHU Hannyummui
Tepanus a0 PD OTBeT
Antutena k PDL-1 16 mecsnes SD
Wurudurop TIGIT 7 MecsiLieB SD
WHruburop mupuMUAHHOBBIX 4 mecsua SD
HYKJIEO3U0B

[00206] CyOwexT monyumnna ceoro nepsyro 103y hSD8 B konmudectse 750 mr; Ha C4, 2 mecsna
crycTsi, no3a nukiaa hSD8 6puta yenmuena no 1125 mr. Ee nocnennss nosa (C6) Oblia BBeneHa
npUOIU3NUTENBHO Yepe3 44 mHs 1mociie 3TOoro ysennueHus 1o3bl. [IpudmmsurensHo yepes 1 mecsn
HIOCJIe JIeUueHHs y CyOBeKTa MO pe3yIbTaTaM JIydeBOl JUarHOCTUKU OBbLIO MPOrPeCCHPOBAHUE, U
oHa ocymectsuia ee EOT-susut. Ha ucxonnom ypoBHe y cyObekTa He ObUIO KIMHUYECKU

3HAYUMBIX OTKJIOHEHHUH Ta00OpaTOPHBIX MOKa3aTenel OT HOpMbI, a ee nokaszarenb o ECOG = 1.
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VY cyOpekTa OTCyTCTBOBAJA SKCIPECCHs OMYyXOJIEBBIX MAPKEPOB B KPOBHU. B KauecTBe 11eneBbIxX

o4aroB ObLIN BHIOpPAHBI /1BA OYara B JIETKUX (OJIUH B IPaBOi BEpXHEH 0JIe U OIUH B JIEBOM

BEPXHEM OTBEPCTUH TPYAHON KJIETKH), MHOYKECTBEHHbBIE JIETOUHBIE Y3eJIKU ObLIN BBIOPAHBI B

Ka4eCTBE HELENIeBbIX 04aroB. Y cyObeKTa He HaOJI0Na Il HeXKeJIaTebHbIX SIBJIEHUH, CBA3aHHBIX

C JiedeHreM. Pe3ynbTarhl JaHHBIX HUCIBITAHUM MTOKa3aHbl B Ta0auue 18.

Ta6nuna 18
IMeneBoii ouar HNcxopubiii Muxa 3 Muxa S EOT
YPOBeHb
RUL 20 mm 20 mm 22 mm 28 MM
Jlesoe BepxHee 36 MM 40 mm 41 Mmm 44 mm
OTBEpCTHE
TPYAHOU KJIETKU
Cymma LD 56 Mmm 60 MM 63 MM 72 mm
Heuenesoi
ouar
Jlerounsie IIpucyrcreyer | He CR, e PD | He CR, ne PD He CR, e PD
y3€IKU
HoBsbiii oyar NA Her Her Her
OO0mmii oTBeT NA Crabunmmzamms | Crabummzauus | [Iporpeccupyromee
3aboneBanust | 3a00JeBaHuUs 3aboneBaHue

[00207] Cybwexrom 0301-002 Obina 66-1eTHSISI JKEHITMHA €BPOTIEOMIHON PaChl, Y KOTOPOH ObLI

AUArHOCTHUPOBAH paK AMYHHKA. CY6’beKT npoxoauia JEYCHUE HCOAABHOBAHTHBIM IIPECIIapaTOM

KapOOIJIATHHOM U TaKCOJIOM C TIOCJIEAYIOLIEeH paguKkaibHON rucrepskromueii, BSO n

OMEHTIKTOMHEHN HpI/I6J'II/ISI/ITeJ'IbHO uepes 4 MECsAaa U JOIMOJIHUTEIIbHBIM

KapOOIIATHHOM/TAKCOJIOM B TEUEHHE TOMOJHUTEIbHBIX PUOIU3UTENIBHO 3 MECSLIEB.

ITpubnusurenbHO Yepe3 8 MecsLeB y CyObeKTa BOSHUK PELUANB, U OHA IOJydaa

NAJUTMATUBHYIO XMMHUOTEPAITHIO KapOOIJIATHHOM/TAKCOJIOM B TE€UEHHE MPUOIU3UTENBHO 6

MECSIIIEB, O HAWJIy4YIleM OTBETe CBEACHMsI OTCYTCTBYIOT. [IpubnusurenpHo yepes3 3 mecsa

1I0CJIE€ ATON XUMHOTEPANHH y CyObEKTa IO pe3ysbTaTaM JIydeBOH AUArHOCTUKH UMENIO MECTO

IPOrpecCUpOBaHKe, U OHA MPOXOANTIA KypPC JIEYEHUS TOKCOPYOULIMHOM B TEUEHHE
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npuOIM3UTENBHO 7 MECSILIEB, IIPH STOM HAWIYYILINI OTBET MPEACTABIIST COOOH CTAOMIH3ALIHIO
3aboseBanust, MPUOIU3UTENBHO Yepes 4 Mecsla y cyObekTa CHOBa Ha4aIOCh MPOrPECCUPOBAHUE.
3aTeM CyOBeKT MoJydaja eIMHCTBEHHOE CPEACTBO TAKCOJ B TeUEHHE MPUOIU3UTENBHO 3
MECSILIEeB, TIPU TOM HAWJIYYIIUIH OTBET MPEACTaBIIsI OO0 mporpeccupyroiee 3adboseBanue. B
Te4YeHHe NMPUOIM3UTEHHO 6 MeCsLEeB CYObEKT MPOXOIUIIA JIEYCHUE TeMIIUTA0MHOM U
KapOOIJIATMHOM, TIPY 5TOM HAMJIYYIIUN OTBET NMPENCTABIISI COOOM CTa0MIM3aLunio 3a00IeBaHusI.
[MpubnusurenbHO Yepes 3 Mecsll Mocie ISYeHHs y CyObeKTa 10 pe3yibTaTaM Jy4eBO
JUArHOCTHKYU HAOJIFO AT IPOrPECCHPOBAHUE, U €€ BKJIFOUMIN B ucciienoBanue h5D8.

Pesynbrarhl ee mpenecTBYOIUX KyPCOB JICUSHHS IPECTaBICHbI B Tadaue 19.

Taoauua 19

IHanauatusHas nporusopakosas | IIpoaoxuTebHOCTD Hanayymmui oTrBer

Tepanust Tepanuu A0 PD

KapOomnatun/Takcon 9 MmecsilieB HEU3BECTHO

JlokcopyOuimH 11 mecsen SD

Takcon 2-3 mecsina PD

KapOomnarun/remMuurabis 5 MecsieB HE IIOJJAETCA
OLIEHKE

[00208] CyOpext nonyumnna cBoro nepsyro no3y hSD8 B kommuectse 1500 mr. Ee camast
TIOCJIEHSIST 103

Ha C7 Obu1 mpUOIU3UTENBHO Ha 5 MecsleB no3xe. Ha ncxogHom ypoBHe y cyObekTa He ObU1o
KJIMHUYECKH 3HAYMMBIX OTKJIOHEHHI JJa0OPATOPHBIX MOKA3aTelel OT HOPMBIL, a €€ TIOKa3aTelb 110
ECOG = 0. Ha ucxogaom yposHe ypoBeHb CA-125 y Hee coctapysut 412,3. B kauecTBe 11e1eBbIX
o4aroB ObLTH BEIOpaHBbI TPH ovara (1 B IMILIAHTATE B MOJKETYJOYHOH Jkenese, | B MITKoH
TKaHU B mozipedepbe U 1 B BUIE TUIEBPATIBHBIX Y3JIOB) U ObUTH HIEHTH(GHULNPOBAHBI 3 HELIEJIEBbIX
ouara (B medeHu, B OpromiHe 1 3a0proHHABIE TuMpaTHIeckue y3ibl). Y cyObekra He
HaOJIFO1aIM He)KEJIaTENbHBIX SIBJICHUH, CBA3aHHBIX C JICUeHHEM. Pe3ysIbTaTel ee NCIIbITaHUS

oKa3adel B Tadaune 20.
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Tabauua 20
OnyxoJieBbie HUcxoanbii HMuxka 3 Huka S Huka 7
MapKepbl YPOBEeHb
Yposenb CA 125 412,3 He BbinmoaHeHO 1071,7 1613,6
IeneBoii ouar Hcxoaubiii Muxa 3 Huka S uxn 7
YPOB€Hb
IIpaBerii 24 MM 25 Mm 25 mm 26 Mmm
TIJIEBPAJIbHBIN
y3en
ST-macca B 51 mm 52 Mm 52 Mm 61 Mm
nonpedepHoO
obnactu
WNmnnaHTat B 32 MM 30 mMm 32 MM 57 MM
MOKETY IOUHOMN
Kenese
Cymma LD 107 mm 107 mm 109 Mmm 144
HeunegnieBoii ouar
Cerment V IIpucyrcteyer | He CR, ne PD He CR, e PD He CR, ve PD
NeYeHN
B Oprommae IIpucyrcreyer | He CR, He PD | He CR, e PD He CR, e PD
3a0proIIHHbIE IIpucyrcteyer | He CR, ne PD | He CR, e PD He CR, e PD
LN
Hoswlii ouar NA Her Her Her
OO0uuii oTBET NA Crabummzanms | Crabunusanust | [Iporpeccupyroinee
3a00eBaHusI 3a00s1eBaHus 3aboseBaHue

[00209] Cy6wekTom 0102-004 Obuta 65-1€THSS KEHIMHA €BPOMEOUTHON Pachl, y KOTOPOM ObLI

AUAarHOCTHUPOBAH pak rojioBbl U men. CyObekT Obula MOABEPTHYTA PAIUKAIBHON 001IeH

TJIOCCOKTOMHH € MOCTIEAYIOIIEH BCIIOMOTaTeNbHOM JTyueBoil Tepanueii (6000 cl'p) crycts oquH

mecs. [IpubnusurensHo yepe3 10 mecsneB y cyObekTa BO3HUK PELUINB B BUIE METACTa30B B

JIETKUX, KOTOpbIe ObUTH MoABeprHYTH! 00yueHuro (5000 cI'p) B xone npubnmsurensHo 1-

HenenpHOro Kypca. Uepes 8 Mecsies mocie o0ydeHns: HabJII0Aa I POrPECCUPOBAHIE

3a00/IeBaHMs JIETKUX U HOBBIE METACTA3bI B KOCTAX, U CY6"beKT npoxoauJia JICUCHUe

UNIIIMyMaOoM 1 HUBOJIyMaOOM B TedeHHe MpUMepHO 1 roxa u 45 mHeH, mpu 3TOM HAWITYYIIHHA

OTBET MPENCTABIIS COO0H cTabunm3anmio 3a0oneBanus. Y CyObeKTa IO pe3ysibTaTaM JIy4eBOil

IUarHOCTUKH UMEJIO MECTO MPOTPECCHPOBAHIE, U €€ BKIFOUNIM B uccienoBanue hSDS.

PesynbpTarsl €e NpeALIecTBYOIIEro JeUeHUs IPeACTaBIeHbl B Tabauue 21.
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Tabanna 21

IManaunaTuBHAS IPOTHBOPAKOBAS IIpomxomxkuTesbHOCTDL Tepanun | Hanmy4ymmun
Tepanusi ao PD OTBeT
HNnunumymab/HruBonymad 13 mecsues SD

[00210] CyOwexT monyumnna cBor nepsyro 103y hSD8 B konuvectse 1500 mr, a camoe

nocienHee BeeaeHue 103bl Ha C7 Obuto npubam3urenbpHo yepes 155 nueit. Ha ncxonnom yposae

y cyOBpexTa He ObUTO KIIMHUYECKH 3HAYUMBIX OTKJIOHEHUH J1a00paTOPHBIX MOKa3aTenen oT

HOpMBI, a ee nokasareb 1o ECOG = 1. V cyObekTa OTCYyTCTBOBAIA SKCIIPECCHS

BTOPOCTENEHHBIX OMYyXOJIEBbIX MAPKEPOB B CHIBOPOTKE KPOBU. B KadecTBe 1ieeBbIX 04aroB

ObUTH BBIOpaHBI YeThIpe ouara (2 ouara B JIETKHX U 2 Oo4ara B IUJIEBPE) U JIBa O4Yara B KOCTHOH

TKaH! ObLIH I/II[eHTI/I(I)I/II_II/IpOBaHbI B KQUECTBE HEUCJICBBIX O4YaroB. Pe?)y.]'IbTaTbI IMOKa3aHbI B

Tabauune 22.
Tabnuuna 22
Menesoii HNcxoaubiii Muxn 3 Muxa S Muxa 7
ouar YPOBEHb
RLL 37 mMm 35,4 mm 36,3 MM 39,4 mm
RUL 37,8 Mm 36,8 Mm 37,2 Mmm 40,8 Mm
IIneBpa 13,3 mm 13,6 mm 13,9 mm 14,3 mm
IInespa 37,3 mm 37,5 mm 38,4 38,6 MM
Cymma LD 125,4 mm 123,3 mm 125,8 133,1
Heuenesoii
ouar
KoctHas IIpucyrcrByer He CR, e PD He CR, e PD He CR, e PD
TKaHb
KoctHas IIpucyrcrByer He CR, e PD He CR, e PD He CR, e PD
TKaHb
HoBbiii ouar NA Her Her Her
O0mui NA Crabummamus | CraOunmzauus Crabunmzanus
OTBeT 3a0o0neBaHus 3a00neBaHMs 3a0oneBaHus
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[00211] Cybwexrom 0201-003 ObL1 57-E€THHUI My>)KYHMHA €BPOMEOUTHOMN Pachl, y KOTOPOTO
ObL1a AUArHOCTUPOBAHA MUKCOHIHAS unocapkoma. CyOBeKT NpOXOoau IeueHne
HEO0abIOBAHTHBIMHU IpENapaTaMy afpUaMULITHOM U udochaMuIoM B TeUeHHE TPUOTU3UTETEHO
4 MecsLieB U HEOAbIOBAHTHOI JTyueBoii Tepanueii (5000 cI'p) npaBoii 3aiHeH YaCTH rOJIEHH B
TeYeHue NMPUOIU3UTETBHO 35 nHel. 3aTeM CyOBbeKT ObLUT MOABEPTHYT PaAUKaIbHOMN IHUPOKOH
pEe3eKLMH MPABOH 3aIHEH YaCTH TOJIEHH, UCCEYSHHIO MTPABOTo 3aIHEr0 OOJNbIIeOepIIOBOrO HEpBa
Y TIOJIKOJIEHHBIX, TIEPEIHIUX U 3aHUX O0JIbIIeOepPIIOBBIX U MAJIOOEPIIOBBIX COCYAOB. Y CyObekTa
BO3HHK PELHIUB B BUJIE 3a00JI€BaHUS TUIEBPHI U 3JI0KAY€CTBEHHON JINM(pAICHONIATHH B TPy IHON
kierke. CyOBeKT MpOXOAMII JIeYeHHEe reMIUTAOUHOM U TAKCOTEPOM B TEUSHHE MPUOTU3UTENBHO
41 nHsl, PU 5TOM HAWJTYYIIHNA OTBET MPENCTaBIsUT cOOO0H mporpeccupyroiiee 3a00eBaHue.
3arem cyOBEKT MPOXOIWII JICUCHNE TaKapOa3UHOM B TeUEHHE 4 MECSIIEB, IPU 3TOM HAWTYYLIHHA
OTBET MPENCTaBJIsUT COOO0H YacTU4HbIN oTBeT. Uepes 22 nHs y CyOBeKTa MO pe3yJbTaTaM
Jy4eBOM TUarHOCTHKHU UMEJIO MECTO NMPOrpecCUpOBaHNe, U €0 BKJIIOUMIIN B UCCIEA0BaHNE

h5D8. Pe3ynbraThl €ro npenmecTBYOINUX KYPCOB JICUSHHUS IIPEACTABICHBI B TA0auIe 23.

Tabauna 23

IanauaTuBHAS IPOTHBOPAKOBAS IIpoxo1KUTEBLHOCTD TEPAITHH Hanayymmui
Tepanus ao PD OTBET
I'emiuraOun/Takcorep 1 mecsn PD

DTIC 4 mecsAua PR

[00212] CyOwexT nmonyumnn cBoro nepsyro n03y hSD8 B kommuectse 1125 mr, a camast
nocnenHsisi ero no3a osuia (C6) (1500 mr) npubnuzutensHo yepes 136 aueir. Ha ncxonHom
ypOBHE y CyOBeKTa He ObUTO KIIMHIMYECKH 3HAYMMBIX OTKJIOHEHUH JTJaOOpaTOPHBIX MOKa3aTesen
oT HOpMBI, a ero nokazarenb o ECOG coctapnsn 1 Y cyObekTa OTCYTCTBOBAIH OMYyXOJIEBbIE
MapKepsl epudepruaeckoil KpoBu. B kadecTse 1eneBbIX 04aroB ObUIN BHIOPAHBI ABA
TUIEBPAJIbHBIX OMYXOJIEBBIX 00pa30BaHMs U ObUTH BEIOpaHBI TP HELeNeBbIX ovara (1
IUIEBpaJIbHOE OmyxoJieBoe oOpasosanue u 2 LN). PesynbraTe! nokazansl B Tabaunue 24. YV

cyOBekTa He HaOJII01a Il HeXKeaTeIbHbIX SIBJICHHM, CBSI3aHHBIX C JICYCHHEM.
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Tabnuua 24
Henesoii ouar Hcxoanbrit Huka 3 Huxa S
YPOBEHb
IIpaBoe HUXKHEE MIeBpAIbHOE 110 mm 106 mm 103 mm
OIyX0JIeBOE 00pa3OBaHUe
IIpaBoe BepxHee MmiieBpaibHOE 56 Mm 61 mm 64 MM
OIyX0JIEBOE 00pa3OBaHUE
Cymma LD 166 MM 167 MM 167 mm
Heunenesoii ouar
IIpaBoe nieBpanbHOE IIpucyrcrByer He CR, e PD He CR, e PD
OIyXOJIEBOE 00pa3OBaHUE
IIpaBblit HagnuadparmaneHeii | IlpucyrcrByer He CR, e PD He CR, ve PD
LN
Ilpasbrii naparpaxeansuelii LN | IIpucyrctsyer He CR, e PD He CR, e PD
Hoswlii ouar NA Her Her
OO0wmmii oTBeT NA Crabwnmzanmsa | Crabunmzaums
3a00neBaHus 3aboseBaHus

Ilpumep 25. buomapkepui, ykazviearouie Ha NOIOHCUMENbHBIN OMEeN HA JieYeHue ¢

ucnonvzoeanuem h5DS.

[00213] CybOwexkrom 0201-003 ObL1 57-n€THHI My>KYHMHA €BPONIEOUTHOM PaChl, Y KOTOPOTO

Obu1a AUArHoCTUPOBaHa MHUEIIOUAHAA JIUTTIOCAPKOMaA. PeBy.]'IbTaTbI €ro TeKymeﬁ CXEMBbI JICUCHUA

npencrasiensl B Tadauue 23. [pu ouenke cyonvekra Ha CS nedenus ¢ ucnosbp3oBanuem hSD8

yepe3 12 Henenb He ObUTO MOKa3aHo yeenuueHus o kpurepusim RECIST ero odvemHOr0

MeTacTaTudeckoro ovara B Jierkux (167 mm). Cm. Tabauny 24. CyObekT NpoXOIuT JaHHYIO

cxeMmy JiedeHus (+14 Henenp), U HAMYYILINHA 3apETUCTPUPOBAHHBIN OTBET MPEACTABIISLT COOOH

"crabmnmm3zanuro 3aboneBanus". M3 MeTacTaTH4ECKOr0 y4acTKa JISTKOro codnpanu Ouonrar st

orperneneHus: ONOMapKepoB ISl JieueHus ¢ ucrnonb3oBanuem hSD8. Ha momeHnT 3abopa

Ouorntata y cybbekTa HaOIro a1 npu3Haku crabrinsanuu yposHsi LIF B HackIeHHOM

cocrosiHuu. Crabunuzanms yposss LIF y cyOwexta 0201-003 noka3ana Ha dwmr. 19.

[00214] B Guonrare, B3siTOM "BO BpeMmsi JieueHus1", HaOmonanu buomapkepsl
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IPOTHBOOITYXOJIEBOIO UMMYHHUTETA 110 CPABHEHUIO € 3TAIIOM JI0 JIEYEHUS C UCTIONb30BAHUEM
h5D8. Pesynbrarel npencrasnens! Ha ¢pur. 20A-C. 13 pe3ynbTaToB BUAHO YBEIUYEHNE
uHpunbTpanuu CD8-nonoxxurenbHpIX T-KIETOK, @ TAKXKE YBEIMISHUE MOMYJISILUN
aCCOLIMMPOBAHHBIX ¢ OmyX0Jibi0 Makpodaros ("TAM"). Cm. ¢ur. 20A. [{ist knetok TAM Obun
nokasaH ummyHoctumysupyromuii penorun (MHCII+). Cwm. ¢ur. 20B. Takske HaOr0 DM
ymeHblneHue konudectna sinep pSTAT3+. Cm. ¢wur. 20C.

[00215] CyOwexkrom 0301-003 Obia 47-neTHsIS KEHITUHA ¢ 3a0PIOIIMHHON maparanriuomoit [V

cTanuu. Pe3ynbTaThl ee KypCoB JISYEHHs 10 JIeYeHus ¢ ucnojibzoBanuemM hSD8 npencrasieHbl B

Tabauune 25.

Tabauna 25

IIanaunaTuBHASI NPOTHBOPAKOBAS IIponoKHUTEIBHOCTD Hanayymmun
Tepanus Tepanuu Ao PD OTBET
Huxnodpochamun/Bunkpuctur/nakapdasua | 2 roma PR
CenextusHblii uarndourop RET 5 MecsILEeB SD
OxktpeoTtun 4 mecsiua SD

B pesynsrare ee onenku Ha C3 nedenus ¢ ucnoabp3oBanuem hSD8 yepes 6 Henens Obutn
nokas3anbl crabunbHble ypoBHH CEA (0,5 Hr/min) n "crabunuszanuio 3adonesanus” no
kpurepusM RECIST nnst meracTaTudeckux 1eJeBbIX O4aroB B JIETKUX U rnedeHu. [lanuenTka
OCTaeTCsl Ha aHHOU cxeMme JiedeHus (+11 Henmenp), 1 HAMTyYLIHH 3aperuCTPUPOBAHHBIN OTBET
npeAcTaBysul cobol "cradunusanuro 3adoseBanus’”. M3 MeTacTaTH4eCcKoro y4acTka ne4eHu
coOupanu OuonTat 1JIsi OnpeaesieHuss OHOMapKepOB IJIsl JieueHus ¢ ucrnojibzoBanuem hSD8. Ha
TaHHBI MOMEHT JTaHHbIe 10 ctabunm3annu ypoBHs LIF He oOpaboTaHsL

B Guonrare, B3saTOM "BO Bpemsi JieueHus", Ha0M01aiu OMoMapKepbl MPOTHBOOMYXOJIEBOTO
UMMYHHUTETA TI0 CPABHEHHIO C TAMOM JIO JICUSHHs ¢ UCToNIb3oBaHueM h5D8. PesynbraTe
npencrasiensl Ha ¢ur. 21A-C. U3 pesynpraToB ObUIO BUAHO yBenudeHne nHpmibTpanun CD8-
MOJIOKUTENBHBIX T-KIETOK, cM. ¢ur. 21A, u cHikeHue nossipuzauud TAM B cTopoHy
cymnpeccuBHbIX peHorumnos (CD163+; CD206+). Cm. ¢ur. 21B. Takke Habmonanu
ymeHbleHue konudectsa siiep pSTAT+. Cwm. ¢ur. 21C.

Cy6mwexTom 0301-004 Opi 74-neTHUI My>KYMHA C aACHOKAPLIMHOMOM MOKENTYAOYHOH JKeIe3bl
IV craguu. I1epen nedenuem ¢ ucnonb3oBanueM hSD8 cyObekT npomen aBa Kypca JISISHHsI.

PesynpTarsl €ro npeAlecTBYIOIIEro JeUeHUs IPEeCTaBlIeHbl B Tadauue 26.
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Tabauua 26

IMannuaTuBHAsi NPOTHBOPAKOBAsI IIpogoKuTENbHOCTD TEPATIMHU Hannyummui
Tepanus ao PD OTBET
I'emiutabun-NAB, makauTakcen 3 Mecsia PR
FOLFOX 2 mecsna PD

[00216] V cyObekra 0301-004 Obuta oueHb arpeccuBHasi popma paka, KoTopasi paKkTHIECKH
Cpa3y JaBajia OTPHULATENIbHBIA PE3YJIbTAT C ABYMS BUAAMHU TE€PAITMU NIEPBOH JIMHUH,
HAa3HAUYEHHBIMH B MOMEHT BOSHUKHOBEHHS OIYXOJIM, BKJIIOYAsi HEMEIJICHHOE BO3HUKHOBEHNE
nporpeccupyromero coctosiHus 3adonesannst Ha FOLFOX. CyObekT npoXonuT JaHHYIO CXEMY
neyeHus ¢ ucronb3oBanreM h5D8 (6 venenp). M3 MeTacTaTM4eCKOro yyacTka ne4eHu coonpanu
Ouorrrat. Ha maHHbBIil MOMEHT NaHHbIe 1o ctabmiu3anuu ypoBHsi LIF He oOpaboTaHsbl.

[00217] B Guomnrare, B3siTOM "BO Bpems jieueHus1", HaOJrO Janu OHoMapKepbl
IPOTHBOOITYXOJIEBOIO UMMYHHUTETA 110 CPABHEHUIO C 3TAIIOM JI0 JIEYEHUS C UCTIONb30BAHUEM
h5D8. Pesynbrarsl nokasans! Ha ¢pur. 22. 1o pe3ynbraTaM HMMYyHOTHCTOXUMHYECKOTO aHAIN3a
cy6bexTa xapakTepusopamu kak LIF™ ™ Hecmotps Ha GbICTpOe IpOrpeccupoBaHie
3a00JIeBaHIsI IPU BBICOKOAIPECCUBHON CXeMe XMMUOTEPAINH, B MUKPOOKPYKEHHHU OIyXOJIN
Habmonamu ysenuuenue nonyssinuii CD8+ T-knerok. CMm. ¢wur. 22. Habnronanu ymepeHHbIe
3¢ (eKThl B OTHOIIEHUH MOMYJISIII Makpodaros (qaHHbIe He nokaszanbl). M He Habmonanu
HUKakux otimuuii B sapax pSTAT3+ (naHHbIe He MOKAa3aHbI).

[00218] CybwexTom 0201-004 Obut 66-1€THUIT MY>KYHHA, Y KOTOPOTO ObLjIa TUArHOCTHPOBAHA
menaHoMma IV craguu. CyOpexty no ucnbertanust hSD8 Obl1 HA3HAYEH OJUH KypC JICYCHUS.
Hawnnyummii oTBET HE MOaBaJICsA OLICHKE, M Pe3YJIbTaThl HE TIOKa3aHbl (HUBOIYMal, 4 Mecsna).
besycnemHoe iedeHne HUBOIyMaOOM yKa3bIBaJIO Ha MTyOOKOE NMOJaBIeHHEe UMMYHHUTETA
onyxoJbto. CyObeKT MPOXOAUT NAaHHYIO CXeMy JieueHHs (O Hellenb), 1 HarTydIIuit
3aperuCTPUPOBAHHBIN OTBET MPEACTABIsLT cOOOH "mporpeccupyromee 3adboesanue”. M3
METACTaTUYECKOrO y4acTKa Ko codupanmu ouonrar. Ha momeHT cOopa OunonTara y cyobekra
Ha0JIFO 1AM, KaK MPaBUJIo, MOBBIMEHHbIH ypoBeHb LIF mo pesynpratam ananuza crabminzauuu
6e3 npusHakoB cradmnuzanuu yposHs LIF B HackllieHHOM cocTosiHUU. Pe3ynbTaTsl aHanmnsa
crabmm3zanuu yposHs LIF nmokasane! Ha ¢wur. 23.

[00219] B Guonrare, B3siTOM "BO Bpemsi JieueHus", HaOm01anu GuomMapKkepbl
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IPOTHBOOITYXOJIEBOIO HMMYHHUTETA T10 CPABHEHMIO C 3TAIlOM /10 JIEUEHUs C UCTIOIb30BAHUEM
h5D8. Pesynbrarsl nokasans! Ha (pur. 24. [Io pesynbraTaM HMMyHOTHCTOXUMHYECKOTO aHAIIN3a
cy6bexTa xapakTepusopamu kak LIF™ ™ Auanus Makpoaros Gbi orpaHiues
MHKpookpyskerneM onyxonu (TME), u 6bu10 mOKa3aHO HE3HAYUTENIbHOE H3MEHEHHUE
aKTUBHOCTH T-KJI€TOK (AaHHBIE He MmoKa3aHbl). Habmronamu MOBBIIEHHYIO MOJSIPU3ALIUI0
denotunos makpodaros k MHCII+. Cwm. ¢ur. 24. [IpeasapuresbHbie pe3yIbTaThl SKCIPECC-
o0ce0BaHus MATOJOTHH CBUAETENbCTBOBAIIH, YTO KOMHuecTBO sinep pSTAT3+ ymeHbmanoch B
oOpaslie BO BpeMsl JIeUEHUSI.

[00220] Cybwbexrom 0301-002 Obia 66-1€eTHSISI JKEHITMHA €BPOTIEOMIHON PaChl, Y KOTOPOH ObLI
IUAarHOCTHPOBAH PaK SIMYHUKA. Pe3ybTaThl €€ TeKyIeH CXeMbl JISYSHHUS TIPE/ICTABIICHBI B
tabauue 19. ITpu ouenke cyonekta Ha C5 jeuenus ¢ ucnonb3opanreMm hSD8 depes 12 Henenb
ObuT0 oKa3aHo yBemmueHue ypoBHs CA19-9 (¢ 412 no 1072 en./mi), HO ee IeNieBble O4aru He
IeMOHCTPHUPOBAHN 3HaunMoro yeennderus 1o kpurepusim RECIST (ot 107 go 109 mm). Cwm.
Tabauny 20. CyObekT mpoXoauT JaHHYIO cxeMmy Jedenus (+16 Henenb), 1 HanyIIui
3aperuCTPUPOBAHHBIN OTBET MPEACTaBIsiI coOol "crabunnsaunto 3adonesanus”. 13
METaCTaTUYECKOTr0 Y4acTKa JUM(PATHIECKOr0 y3i1a coOnpanyu OMonTat Al OnpeaeaeHus
OnomapkepoB A iedueHus ¢ ucnoib3oanueM hSD8. Ha momenT 3abopa 6uonrara y cyobekra
HaOmonamM npusHaku ctabunuzaunu yposHs LIF B HaceimenHom cocrostanu. Ctadunuzanus
yposHsi LIF y cyObekra 0201-003 noka3aHa Ha ¢wur. 25.

[00221] B Guonrare, B3siTOM "BO Bpemst JedeHus ", Habmoaan OnoMapkepbl
MPOTHBOOIMYXOJIEBOTO UMMYHHUTETA 110 CPABHEHUIO C STATIOM JIO JIEYEHUS C UCTIOIb30BAHUEM
h5D8. He Op110 HaOMO1ae€MBIX U3MEHEHHH B OIYXOJIEBBIX UIMMYHOJIOTHUECKUX OHOMapKepax
(nanHbIe HE OKa3aHbl). [1o pe3ynpTaTaM UMMYHOTHCTOXUMHYECKOTO aHAIN3a CyOBeKTa
XapaxkTepu3oBati kak LIF™ ™

[00222] CBopaHble naHHbIE IPUBEAEHHBIX BhBIIIE PE3YJIHTATOB aHATIU30B JJIs ONpeieNIeHUs
duomapkepoB mist 3G GEeKTUBHOTO JISUeHUs C HCMob3oBanneM h5D8 npencraBieHsl B TaduIe
27. Ilo HECKOJNBKUM NapameTpaM BUAHBI 3()(HEKThI JIeueH s ¢ UCTiob30BaHneM h5D8,
OKa3bIBAE€MbIE B OTHOLICHUHN YCHJIEHHSI TPOTHBOOIYX 0JIEBOTO UMMYHHOT'O OTBETA, MOYJISILIH
TAM u onocpenosanHoii LIF nmepenauu curnanos. (NC= 6e3 usmenenuit, NE= s¢dexr

OTCYTCTBYET).
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Tabauuna 27
Tun onyxouu Yuacrtok Ho3 | Crary | Hapuabtpamm | Orknonenn | pSTAT
ouoncuun a c s CD8 e TAM 3
(mr)
[Taparanrnuoma | [leuenn 112 | +11 + -B M2 -
5 HEOEIb
MukcounHas Jlerkoe 112 | +14 ++ ++B Ml NC
JIUIOcapKoma 5 HeJeJb
ITomxxenynouno | Iledyens 112 |6 + NC NC
1 Kenes3bl 5 HeJleJb
Menanoma Koxa 112 |6 - +/- -
5 Henelb
Avanuka Jlmmparugeckn | 150 | +16 - NE NE
U y3en 0 HEIeJb

Lpumep 26. PK/PD nokazamenu h5D8 y cybvexmos, komopvim 66o0unu hD5

[00223] [lns onpenenenust papmakokuneruku antutena hSD8 y moneli B xone uccnenoBanus

u3Meps ypoBeHb h5SD8 B ChIBOPOTKE KPOBH Y MPOXOAMBLINX JIEUEHHE TTaLMeHTOB. Bkparite,

KOJIMYECTBEHHOE OmpezneneHne ypoBHs anturena hSD8 B o0pa3nax CBIBOPOTKH KPOBH YeJIOBEKA

BBIMOJTHSIJIN C TIOMOIIBIO COHIABHY-MMMyHOaHam3a. AaTuTeno hSD8 B oOpa3snax cbIBOpOTKH

KPOBHU MAaLIMEHTOB 3aXBaThIBAJIHU Ha TuaHmeTax MSD, nokpeiTeix rhul IF (pexkoMOMHAHTHBIM

yenoBedeckuM LIF), u ero oOHapy»KeHHe OCYIECTBIISINA C MOMOLIBIO MEYEHHOTO

cynbsdorpymnmnoii antutena k IgG yenoseka (sulfo-anti-h5d8-Fab2-IgG). Curnan ot

CyJIb(OTPYIIIBI H3MEPsTU ¢ moMOIbo punepa MSD S600 u KONMUYeCTBEHHO OLIEHUBAJIH C

NPUMEHEHUEM CTaHAapPTHOH KpuBoi hSD8. 13 pe3ynbraToB, noka3aHHBIX Ha (pUr. 26, BUIHO,

yro hSD8 xapakrepn30Banochk CTAaHAAPTHOH (hapMAKOKHHETHKON C PACYETHBIM NMEPUOIOM

NOJTY>KH3HH NpuOmm3uTenbHo 17 naell. Kpome Toro, u3 pe3ynpTaToB BHIHO, uTo hSD8

xapakrepusyercst nuHeitHol PK B auanasone nosuposok 750-1500 mr pa3 B 3 Hepeny, a

HACBhILEHUE OTTOCPEAOBAHHOIO MUILICHBIO PACTIPEACTICHUA JICKAPCTBCHHOI'O CPEACTBA

MIPOUCXOANT NPU A03€, MPEBbIIAOLIEH 225 MT.

[00224] Jns onpenenenusi, Obut jin nesnesoi LIF cBsizan ¢ antutenom h5D8, ncnonp3zoBaiu

ELISA-ananu3 ¢ 3axBatoM is onpenesieHus: oommx yposueii LIF nmocne neuenus. [lepuon

MOJIYKU3HU LIF B nma3sme KPOBH OTHOCUTECJIBHO KOpOTKI/Iﬁ U YBCJIUYHUBACTCS IIPU CBA3bIBAHUU
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nocpencrsoM hSD8, uro npuBonuT k yBennuenuto yposHeii LIF B nnasme kposu. Takum
oOpasom, yeenndeHnue yposHell LIF Ha nepudepun ykasbiBaer Ha cBsizbiBaHue MuineHu. Ha dwmr.
27A-B nokazans! obuue yposau LIF ¢ TedeHneM BpeMeHH Yy HECKOJIbKUX MALMEHTOB MOCIIe
nony4yenus B/B BBeeHus hSD8. B nenom, u3 5TUX TaHHBIX BUIHO HACBIIIEHHE MHULIEHSIMH MOCIIE
TpeX LIUKJIOB BBEJICHMsI JIEKAPCTBEHHOI'O CPEACTBA IIPU HEHACBIIIAOIIUX YPOBHSIX 103 (KOrOPThI
2-3). Cwm. ¢wur. 27B.

[00225] OO6mwue yposuu LIF B 0Opa3iiax CIBOPOTKH KPOBU NMALIUEHTOB KOJIMYECTBEHHO
OLIEHUBAJIU C ITOMOIIBIO COH/IBUU-UMMYHOaHanu3a. Bkparue, Ha miuanmerst MSD HaHOCHUIH B
BUJIE MATHA 3aXBaThIBaroIIee aHTUTENO A4 (kponnube MoHOKJIOHAIRHOE) K LIF. TTocie
UHKyOamu ¢ obpa3namu CbIBOPOTKH KPOBH MAIMEHTOB CBsA3aHHbIH komruieke LIF/hSDS8
O0OHapy>KUBaJIM C MMOMOIIBI0 MEYEHHOTO cyibdorpymnmoii anturena 7C3 PB001 k LIF. Curnaner
oT cyabdorpymnmn usmepsiu ¢ momourpio punepa MSD S600, a ypouu LIF/h5D8 B ceiBOpoTKE
KPOBHU NALUEHTOB KOJUYECTBEHHO OLEHUBAIN C IPUMEHEHUEM CTaHAAPTHON KPUBOH
rhLIF/h5DS.

[00226] Xots B maHHOM TOKYMEHTE OBLIH IMOKA3aHbI U OMICAHBI MPEATIOYTUTENbHBIE BAPUAHTHI
OCYIIECTBIIEHHsI HACTOSIINEro N300PETEHM I, CIIEUANINCTaM B JAHHOHM 00JIaCTH TEXHUKU OyeT
OUYEBHUHO, YTO TAKME BAPUAHTBI OCYLIECTBJICHUS IPUBEACHBI JULIb B KAYE€CTBE IPUMEPA.
MHoOro4YncieHHbIE BAPHUAHTHI, H3MEHEHHUS 1 3aMeHbl Oy1yT OU€BUIHBI CIIELUAIUCTAM B TaHHON
obnacTu TeXHUKHU O€3 OTKJIIOHEHHsI OT HacTosiero n3odperenus. Cienyer moHUMaTh, 4TO
pa3IMyHbIE ATbTEPHATHBBI BAPHAHTAM OCYIIECTBIICHHS HACTOALIETO H300pEeTeH s], ONICAHHbIE B
JAHHOM JOKYMEHTE, MOKHO UCIIOJIb30BaTh MPU MPAKTUYECKOHN pean3alii HaCTOSALLErO
nu300peTeHusl.

[00227] Bce nyOnukaiuu, 3asiBKH HA TIATEHTHI, BbIAAHHBIE MIATEHTHI U APYTHE TOKYMEHTHI,
yIIOMHUHaeMbI€ B HACTOSIIIEM ONMMCAHUHU, BKIFOUYEHbI B TaHHBII TOKYMEHT [TOCPEACTBOM CCBLIIKU B
TOM e 00BeMe, Kak eclii Obl KaKaast OTAeNIbHAs MyOJHKalys, 3as5BKa Ha MATEHT, BbIJAHHBIHI
MATEHT WU JPYyTrOd JOKYMEHT ObUIM KOHKPETHO U OTZEJIbHO YKa3aHbl KaK BKJIIOYCHHBIC B
JAaHHBIN TOKYMEHT ITOCPECTBOM CChUIKH BO Bcell cBoel nonHote. OnpeneneHusi, KOTopble
COZEPIKATCS B TEKCTE, BKIIFOUEHHOM ITOCPEACTBOM CCBUIKH, HUCKITFOUAIOTCS B TOM XKe 00BeMe, B

KOTOPOM OHH MPOTUBOPEYAT OMPENEICHUSIM B HACTOSIIIEM U300pETEeHUH.
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HOCIIENOBATEJIBHOCTH

SEQ | IlocnenoBaTenbHOCTD

ID

NO

1 GFTFSHAWMH

2 GFTFSHAW

3 HAWMH

4 QIKAKSDDYATYYAESVKG
5 IKAKSDDYAT

6 TCWEWDLDF

7 WEWDLDF

8 TSWEWDLDF

9 RSSQSLLDSDGHTYLN
10 QSLLDSDGHTY

11 SVSNLES

12 SVS

13 MQATHAPPYT

[
i

EVQLVESGGGLVKPGGSLKLSCAAS

—
W

QVQLQESGGGLVKPGGSLRLSCAAS

—
(o)

EVQLVESGGGVVQPGRSLRLSCAAS

—
~

EVQLMESGGGLVKPGGSLRLSCATS

[
oo

WVRQAPGKGLEWVA

p—
O

WVRQAPGKGLEWVG

[\
o

RFTISRDDSKNTLYLQMNSLKTEDTAVYYC

\S]
f—

RFSISRDNAKNSLYLQMNSLRVEDTVVYYC

N
\®}

RFTISRDDSKSTLFLOQMNNLKTEDTAVYYC

[\
(9%

WGQGTLVTVSS

[\
iy

WGQGTMVTVSS

\®]
wn

WGQGTTVTVSS

\®)
(o)

DVVMTQSPLSLPVTLGQPASISC

\®)
~]

DIVMTQTPLSSPVTLGQPASISC

[\
o0

DIVMTQTPLSLSVTPGQPASISC

[\®)
O

DVVMTQSPLSQPVTLGQPASISC
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30

WFQQRPGQSPRRLIY

31

WLQQRPGQPPRLLIY

32

WLLQKPGQPPQLLIY

33

WLQQRPGQSPRRLIY

34

GVPDRFSGSGSGTDFTLKISRVEAEDVGLYYC

35

GVPDRFSGSGAGTDFTLKISRVEAEDVGVYYC

36

GVPNRFSGSGSGTDFTLKISRVEAEDVGLYYC

37

GVPDRFNGSGSGTDFTLSISRVEAEDVGVYYC

38

FGQGTKLEIK

39

FGGGTKVEIK

40

FGQGTK VEIK

41

EVQLVESGGGLVKPGGSLKLSCAASGFTFSHAWMHWVRQAPGKGLEWVAQ
IKAKSDDYATYYAESVKGRFTISRDDSKNTLYLQMNSLKTEDTAVYYCTCW
EWDLDFWGQGTLVTVSS

42

QVQLQESGGGLVKPGGSLRLSCAASGFTFSHAWMHW VRQAPGKGLEWVG
QIKAKSDDYATYYAESVKGRFTISRDDSKNTLYLQMNSLKTEDTAVYYCTC
WEWDLDFWGQGTMVTVSS

43

EVQLVESGGGVVQPGRSLRLSCAASGFTFSHAWMHW VRQAPGKGLEWVAQ
IKAKSDDYATYYAESVKGRFSISRDNAKNSLYLOQMNSLRVEDTVVYYCTCW
EWDLDFWGQGTTVTVSS

44

EVQLMESGGGLVKPGGSLRLSCATSGFTFSHAWMHW VRQAPGKGLEWVGQ
IKAKSDDYATYYAESVKGRFTISRDDSKSTLFLOMNNLKTEDTAVYYCTCW
EWDLDFWGQGTLVTVSS

45

DVVMTQSPLSLPVTLGQPASISCRSSQSLLDSDGHTYLNWFQQRPGQSPRRLI
YSVSNLESGVPDRFSGSGSG
TDFTLKISRVEAEDVGLYYCMQATHAPPYTFGQGTKLEIK

46

DIVMTQTPLSSPVTLGQPASISCRSSQSLLDSDGHTYLNWLQQRPGQPPRLLIY
SVSNLESGVPDRFSGSGAGTDFTLKISRVEAEDVGVYYCMQATHAPPYTFGQ
GTKLEIK

47

DIVMTQTPLSLSVTPGQPASISCRSSQSLLDSDGHTYLNWLLQKPGQPPQLLIY
SVSNLESGVPNRFSGSGSGTDFTLKISRVEAEDVGLYYCMQATHAPPYTFGG
GTKVEIK
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48

DVVMTQSPLSQPVTLGQPASISCRSSQSLLDSDGHTYLNWLQQRPGQSPRRLI
YSVSNLESGVPDRFNGSGSGTDFTLSISRVEAEDVGVYYCMQATHAPPYTFG
QGTKVEIK

49

MGWTLVFLFLLSVTAGVHSEVQLVESGGGLVKPGGSLKLSCAASGFTFSHA
WMHWVRQAPGKGLEWVAQIKAKSDDYATYYAESVKGRFTISRDDSKNTLY
LOMNSLKTEDTAVYYCTCWEWDLDFWGQGTLVTVSSASTKGPSVFPLAPSS
KSTSGGTAALGCLVKDYFPEPVTVSWNSGALTSGVHTFPAVLQSSGLYSLSS
VVTVPSSSLGTQTYICNVNHKPSNTKVDKKVEPKSCDKTHTCPPCPAPELLG
GPSVFLFPPKPKDTLMISRTPEVTCVVVDVSHEDPEVKFNWYVDGVEVHNA
KTKPREEQYNSTYRVVSVLTVLHQDWLNGKEYKCKVSNKALPAPIEKTISKA
KGQPREPQVYTLPPSRDELTKNQVSLTCLVKGFYPSDIAVEWESNGQPENNY
KTTPPVLDSDGSFFLYSKLTVDKSRWQQGNVFSCSVMHEALHNHYTQKSLS
LSPGK

50

MGWTLVFLFLLSVTAGVHSQVQLQESGGGLVKPGGSLRLSCAASGFTFSHA
WMHWVRQAPGKGLEWVGQIKAKSDDYATYYAESVKGRFTISRDDSKNTLY
LOMNSLKTEDTAVYYCTCWEWDLDFWGQGTMVTVSSASTKGPSVFPLAPS
SKSTSGGTAALGCLVKDYFPEPVTVSWNSGALTSGVHTFPAVLQSSGLYSLS
SVVTVPSSSLGTQTYICNVNHKPSNTKVDKKVEPKSCDKTHTCPPCPAPELLG
GPSVFLFPPKPKDTLMISRTPEVTCVVVDVSHEDPEVKFNWYVDGVEVHNA
KTKPREEQYNSTYRVVSVLTVLHQDWLNGKEYKCKVSNKALPAPIEKTISKA
KGQPREPQVYTLPPSRDELTKNQVSLTCLVKGFYPSDIAVEWESNGQPENNY
KTTPPVLDSDGSFFLYSKLTVDKSRWQQGNVFSCSVMHEALHNHYTQKSLS
LSPGK

51

MGWTLVFLFLLSVTAGVHSEVQLVESGGGVVQPGRSLRLSCAASGFTFSHA
WMHWVRQAPGKGLEWVAQIKAKSDDYATYYAESVKGRFSISRDNAKNSLY
LOMNSLRVEDTVVYYCTCWEWDLDFWGQGTTVTVSSASTKGPSVFPLAPSS
KSTSGGTAALGCLVKDYFPEPVTVSWNSGALTSGVHTFPAVLQSSGLYSLSS
VVTVPSSSLGTQTYICNVNHKPSNTKVDKKVEPKSCDKTHTCPPCPAPELLG
GPSVFLFPPKPKDTLMISRTPEVTCVVVDVSHEDPEVKFNWYVDGVEVHNA
KTKPREEQYNSTYRVVSVLTVLHQDWLNGKEYKCKVSNKALPAPIEKTISKA
KGQPREPQVYTLPPSRDELTKNQVSLTCLVKGFYPSDIAVEWESNGQPENNY
KTTPPVLDSDGSFFLYSKLTVDKSRWQQGNVFSCSVMHEALHNHYTQKSLS
LSPGK
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52

MGWTLVFLFLLSVTAGVHSEVQLMESGGGLVKPGGSLRLSCATSGFTFSHA
WMHWVRQAPGKGLEWVGQIKAKSDDYATYYAESVKGRFTISRDDSKSTLF
LOQMNNLKTEDTAVYYCTCWEWDLDFWGQGTLVTVSSASTKGPSVFPLAPSS
KSTSGGTAALGCLVKDYFPEPVTVSWNSGALTSGVHTFPAVLQSSGLYSLSS
VVTVPSSSLGTQTYICNVNHKPSNTKVDKKVEPKSCDKTHTCPPCPAPELLG
GPSVFLFPPKPKDTLMISRTPEVTCVVVDVSHEDPEVKFNWYVDGVEVHNA
KTKPREEQYNSTYRVVSVLTVLHQDWLNGKEYKCKVSNKALPAPIEKTISKA
KGQPREPQVYTLPPSRDELTKNQVSLTCLVKGFYPSDIAVEWESNGQPENNY
KTTPPVLDSDGSFFLYSKLTVDKSRWQQGNVFSCSVMHEALHNHYTQKSLS
LSPGK

53

MVSSAQFLGLLLLCFQGTRCDVVMTQSPLSLPVTLGQPASISCRSSQSLLDSD
GHTYLNWFQQRPGQSPRRLIYSVSNLESGVPDRFSGSGSGTDFTLKISRVEAE
DVGLYYCMQATHAPPYTFGQGTKLEIKRTVAAPSVFIFPPSDEQLKSGTASV

VCLLNNFYPREAKVQWKVDNALQSGNSQESVTEQDSKDSTYSLSSTLTLSK

ADYEKHKVYACEVTHQGLSSPVTKSFNRGEC

54

MVSSAQFLGLLLLCFQGTRCDIVMTQTPLSSPVTLGQPASISCRSSQSLLDSDG
HTYLNWLQQRPGQPPRLLIYSVSNLESGVPDRFSGSGAGTDFTLKISRVEAED
VGVYYCMQATHAPPYTFGQGTKLEIKRTVAAPSVFIFPPSDEQLKSGTASVV
CLLNNFYPREAKVQWKVDNALQSGNSQESVTEQDSKDSTYSLSSTLTLSKA
DYEKHKVYACEVTHQGLSSPVTKSFNRGEC

55

MVSSAQFLGLLLLCFQGTRCDIVMTQTPLSLSVTPGQPASISCRSSQSLLDSDG
HTYLNWLLQKPGQPPQLLIYSVSNLESGVPNRFSGSGSGTDFTLKISRVEAED
VGLYYCMQATHAPPYTFGGGTKVEIKRTVAAPSVFIFPPSDEQLKSGTASVV
CLLNNFYPREAKVQWKVDNALQSGNSQESVTEQDSKDSTYSLSSTLTLSKA
DYEKHKVYACEVTHQGLSSPVTKSFNRGEC

56

MVSSAQFLGLLLLCFQGTRCDVVMTQSPLSQPVTLGQPASISCRSSQSLLDSD
GHTYLNWLQQRPGQSPRRLIYSVSNLESGVPDRFSGSGSGTDFTLSISRVEAE
DVGVYYCMQATHAPPYTFGQGTKVEIKRTVAAPSVFIFPPSDEQLKSGTASV
VCLLNNFYPREAKVQWKVDNALQSGNSQESVTEQDSKDSTYSLSSTLTLSK
ADYEKHKVYACEVTHQGLSSPVTKSFNRGEC

57

EVQLVESGGGLVKPGGSLKLSCAASGFTFSHAWMHWVRQAPGKGLEWVAQ
IKAKSDDYATYYAESVKGRFTISRDDSKNTLYLOMNSLKTEDTAVYYCTCW
EWDLDFWGQGTLVTVSSASTKGPSVFPLAPSSKSTSGGTAALGCLVKDYFPE
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PVTVSWNSGALTSGVHTFPAVLQSSGLYSLSSVVTVPSSSLGTQTYICNVNHK
PSNTKVDKKVEPKSCDKTHTCPPCPAPELLGGPSVFLFPPKPKDTLMISRTPE
VTCVVVDVSHEDPEVKFNWYVDGVEVHNAKTKPREEQYNSTYRVVSVLTV
LHQDWLNGKEYKCKVSNKALPAPIEKTISKAKGQPREPQVYTLPPSRDELTK
NQVSLTCLVKGFYPSDIAVEWESNGQPENNYKTTPPVLDSDGSFFLYSKLTV
DKSRWQQGNVFSCSVMHEALHNHY TQKSLSLSPGK

58

QVQLQESGGGLVKPGGSLRLSCAASGFTFSHAWMHWVRQAPGKGLEWVG
QIKAKSDDYATYYAESVKGRFTISRDDSKNTLYLQMNSLKTEDTAVYYCTC
WEWDLDFWGQGTMVTVSSASTKGPSVFPLAPSSKSTSGGTAALGCLVKDYF
PEPVTVSWNSGALTSGVHTFPAVLQSSGLYSLSSVVTVPSSSLGTQTYICNVN
HKPSNTKVDKKVEPKSCDKTHTCPPCPAPELLGGPSVFLFPPKPKDTLMISRT
PEVTCVVVDVSHEDPEVKFNWYVDGVEVHNAKTKPREEQYNSTYRVVSVL
TVLHQDWLNGKEYKCKVSNKALPAPIEKTISKAKGQPREPQVYTLPPSRDEL
TKNQVSLTCLVKGFYPSDIAVEWESNGQPENNYKTTPPVLDSDGSFFLY SKL
TVDKSRWQQGNVFSCSVMHEALHNHYTQKSLSLSPGK

59

EVQLVESGGGVVQPGRSLRLSCAASGFTFSHAWMHW VRQAPGKGLEWVAQ
IKAKSDDYATYYAESVKGRFSISRDNAKNSLYLOQMNSLRVEDTVVYYCTCW
EWDLDFWGQGTTVTVSSASTKGPSVFPLAPSSKSTSGGTAALGCLVKDYFPE
PVTVSWNSGALTSGVHTFPAVLQSSGLYSLSSVVTVPSSSLGTQTYICNVNHK
PSNTKVDKKVEPKSCDKTHTCPPCPAPELLGGPSVFLFPPKPKDTLMISRTPE
VTCVVVDVSHEDPEVKFNWYVDGVEVHNAKTKPREEQYNSTYRVVSVLTV
LHQDWLNGKEYKCKVSNKALPAPIEKTISKAKGQPREPQVYTLPPSRDELTK
NQVSLTCLVKGFYPSDIAVEWESNGQPENNYKTTPPVLDSDGSFFLYSKLTV
DKSRWQQGNVFSCSVMHEALHNHY TQKSLSLSPGK

60

EVQLMESGGGLVKPGGSLRLSCATSGFTFSHAWMHW VRQAPGKGLEWVGQ
IKAKSDDYATYYAESVKGRFTISRDDSKSTLFLOMNNLKTEDTAVYYCTCW
EWDLDFWGQGTLVTVSSASTKGPSVFPLAPSSKSTSGGTAALGCLVKDYFPE
PVTVSWNSGALTSGVHTFPAVLQSSGLYSLSSVVTVPSSSLGTQTYICNVNHK
PSNTKVDKKVEPKSCDKTHTCPPCPAPELLGGPSVFLFPPKPKDTLMISRTPE
VTCVVVDVSHEDPEVKFNWYVDGVEVHNAKTKPREEQYNSTYRVVSVLTV
LHQDWLNGKEYKCKVSNKALPAPIEKTISKAKGQPREPQVYTLPPSRDELTK
NQVSLTCLVKGFYPSDIAVEWESNGQPENNYKTTPPVLDSDGSFFLYSKLTV
DKSRWQQGNVFSCSVMHEALHNHY TQKSLSLSPGK
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61

DVVMTQSPLSLPVTLGQPASISCRSSQSLLDSDGHTYLNWFQQRPGQSPRRLI
YSVSNLESGVPDRFSGSGSGTDFTLKISRVEAEDVGLYYCMQATHAPPYTFG
QGTKLEIKRTVAAPSVFIFPPSDEQLKSGTASVVCLLNNFYPREAKVQWKVD
NALQSGNSQESVTEQDSKDSTYSLSSTLTLSKADYEKHKVYACEVTHQGLSS
PVTKSFNRGEC

62

DIVMTQTPLSSPVTLGQPASISCRSSQSLLDSDGHTYLNWLQQRPGQPPRLLIY
SVSNLESGVPDRFSGSGAGTDFTLKISRVEAEDVGVYYCMQATHAPPYTFGQ
GTKLEIKRTVAAPSVFIFPPSDEQLKSGTASVVCLLNNFYPREAKVQWKVDN
ALQSGNSQESVTEQDSKDSTYSLSSTLTLSKADYEKHKVYACEVTHQGLSSP
VTKSFNRGEC

63

DIVMTQTPLSLSVTPGQPASISCRSSQSLLDSDGHTYLNWLLQKPGQPPQLLIY
SVSNLESGVPNRFSGSGSGTDFTLKISRVEAEDVGLYYCMQATHAPPYTFGG
GTKVEIKRTVAAPSVFIFPPSDEQLKSGTASVVCLLNNFYPREAKVQWKVDN
ALQSGNSQESVTEQDSKDSTYSLSSTLTLSKADYEKHKVYACEVTHQGLSSP
VTKSFNRGEC

64

DVVMTQSPLSQPVTLGQPASISCRSSQSLLDSDGHTYLNWLQQRPGQSPRRLI
YSVSNLESGVPDRFSGSGSGTDFTLSISRVEAEDVGVYYCMQATHAPPYTFG

QGTKVEIKRTVAAPSVFIFPPSDEQLKSGTASVVCLLNNFYPREAKVQWKVD
NALQSGNSQESVTEQDSKDSTYSLSSTLTLSKADYEKHKVYACEVTHQGLSS
PVTKSFNRGEC

65

XOJOCTAA ITPOBA

66

QVQLQESGGGLVKPGGSLRLSCAASGFTFSHAWMHWVRQAPGKGLEWVG
QIKAKSDDYATYYAESVKGRFTISRDDSKNTLYLQMNSLKTEDTAVYYCTS
WEWDLDFWGQGTMVTVSS

67

QVQLQESGGGLVKPGGSLRLSCAASGFTFSHAWMHWVRQAPGKGLEWVG
QIKAKSDDYATYYAESVKGRFTISRDDSKNTLYLQMNSLKTEDTAVYYCTS
WEWDLDFWGQGTMVTVSSASTKGPSVFPLAPSSKSTSGGTAALGCLVKDYF
PEPVTVSWNSGALTSGVHTFPAVLQSSGLYSLSSVVTVPSSSLGTQTYICNVN
HKPSNTKVDKKVEPKSCDKTHTCPPCPAPELLGGPSVFLFPPKPKDTLMISRT
PEVTCVVVDVSHEDPEVKFNWYVDGVEVHNAKTKPREEQYNSTYRVVSVL
TVLHQDWLNGKEYKCKVSNKALPAPIEKTISKAKGQPREPQVYTLPPSREEM
TKNQVSLTCLVKGFYPSDIAVEWESNGQPENNYKTTPPVLDSDGSFFLYSKL
TVDKSRWQQGNVFSCSVMHEALHNHYTQKSLSLSPGK




128

68

SPLPITPVNATCAIRHPCHNNLMNQIRSQLAQLNGSANALFILY YTAQGEPFP
NNLDKLCGPNVTDFPPFHANGTEKAKLVELYRIVVYLGTSLGNITRDQKILNP
SALSLHSKLNATADILRGLLSNVLCRLCSKYHVGHVDVTYGPDTSGKDVFQ

KKKLGCQLLGKYKQIIAVLAQAF




®OPMYVYJIA H30BPETEHUA

1. Cnocob neyeHuss MHANBUAYYMa, CTPAJAIOLIEro OT paKa, BKIFOYAIOIIUI BBEICHUE
UHIMBUAYYMY PEKOMOMHAHTHOTO aHTUTENA, KOTOPOE CIeLU(UIECKU CBSI3bIBAET JICHKO3-
unrnoupyromuii gaxrop (LIF), coneprkaruero:

a) OMNpenessFOIIYI0 KOMILUIEMEHTAPHOCTb 00J1acTh | TSDKENON e HMMYHOTJIO0YIHHA
(VH-CDR1), conepkamnyro aMUHOKHUCIIOTHYIO MTOCJIEIOBATEIbHOCTD,
npencTaBieHHyo nox modbiv u3 SEQ ID NO: 1-3;

b) onpenensOIMyr KOMIUIEMEHTAPHOCTh OONACTD 2 TSKENIOHN e UMMYHOTJIO0YJIMHA
(VH-CDR2), conepkamiyro aMUHOKUCIIOTHYIO MTOC/IEIOBATETbHOCTD,
npencTasieHnyo nox modem u3 SEQ ID NO: 4 wnn 5,

C) OMNpenessFOIIYI0 KOMILUIEMEHTAPHOCTh 00JIaCTh 3 TSDKEJON e HMMYHOTJIO0YTHHA
(VH-CDR3), conepskamiyro aMHHOKUCIIOTHYIO MTOC/IEIOBATEIbHOCTD,
npenacTaBieHHyo nox modem m3 SEQ ID NO: 6-8;

d) ompenensFOLIYI0 KOMILIEMEHTAPHOCTh 00J1aCTh | JIErKOW e UMMYHOTJIO0YJTHHA
(VL-CDR1), cogepammyr aMHHOKUCIOTHYIO MTOC/IEAOBATEIbHOCTD,
npencTasieHnyo nox modem u3 SEQ ID NO: 9 unu 10;

€) OIpenessIFOLIYI0 KOMILNIEMEHTAPHOCTh 00JIaCTh 2 JIETKOW LIeTTH UMMYHOTJIO0YJIHHA
(VL-CDR?2), copepammyr aMUHOKUCIOTHYIO MTOCJIEA0BATEIbHOCTD,
npeacrasieHHyto nox ioo0eiM u3 SEQ ID NO: 11 unn 12; u

f) ompenensrOIIyI0 KOMIJIEMEHTAPHOCTH 00JIACTh 3 JIETKOH e UMMYHOTTIOOY IMHA
(VL-CDR3), conepkainyro aMUHOKHUCIOTHYIO MOC/IEN0BATEIbHOCTD,
npencrasiennyto nmog SEQ ID NO: 13;

MIPH 3TOM PEKOMOMHAHTHOE AaHTHUTEJIO BBOIST HHIAUBUAYYMY B J03€ OT MPUOJU3UTENHHO 75 10

npubnusuTensHo 2000 MUJUTUTPAMMOB.

2. Cnocob mo 1. 1, rae peKOMOMHAHTHOE aHTUTEJIO CBSI3bIBAETCSI C TIMKO3MINPOBAHHBIM
LIF.

3. Crnoco® mo . 1 mimu 1. 2, rae peKOMOMHAHTHOE aHTUTENO SIBISIETCS
I'YMaHU3UPOBAHHBIM.

4. Crniocob o mobomy u3 mi. 1-3, rae peKkOMOWHAHTHOE aHTHUTEIIO SIBJISIETCS

ACUMMYHU3UPOBAHHbBIM.
5. Crnioco6 no mobomy u3 mi. 1-4, rae peKOMOMHAHTHOE AaHTHUTEJIO CONEPIKUT ABE
TsAXKEJIbIC LICITN I/IMMYHOFJ'IO6y.]'II/IHa 1 ABEC JICTKHUEC LCITU I/IMMYHOFJ'IO6y.]'II/IHa.

6. Crniocob mo 1. 5, rae pekoMOMHAHTHOE aHTUTEJNO MpeAcTaBsieT codoit antuteno IgG.
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7. Crnioco6 o mobomy u3 m. 1-4, rae peKOMOMHAHTHOE aHTHUTENIO MPENCTaBisieT CoO0H
Fab, F(ab),, otHOMOMEHHOE aHTUTENO, OAHOLEIOYeYHbIH BapuaOenbHblil (pparmenT (scFv) umn
HAHOAHTHUTEIIO.

8. Crnioco6 o mobomy u3 mm. 1-7, rae peKOMOMHAHTHOE aHTUTENO crielnpUIecKu
cesizbiBaercs ¢ LIF ¢ koncTanTol nuccormanuu (Kp), cocraBnstolieii MeHee MpUOIN3UTENBHO
200 TUKOMOJIB/II.

9. Crioco6 o mobomy u3 . 1-7, rae peKOMOMHAHTHOE aHTUTENO CrEU(pUIECKH
csizbiBaetcs ¢ LIF ¢ koHcTanToM muccouuaimu (Kp), cocrapnsiomeii MeHee mpuOIN3UTETBHO
100 mukomob/ .

10. Crnoco6 no mmodomy u3 mm. 1-9, rne VH-CDR1 conepkuT aMHHOKUCIIOTHYEO
nocJenoBaTebHOCTh, npencrasieHHyo nog SEQ ID NO: 1 (GFTFSHAWMH), rne VH-CDR2
CONIEPKUT aMHUHOKHUCJIOTHYIO MOCJIEI0BATENbHOCTD, pencrasyieHnyto noa SEQ ID NO: 4
(QIKAKSDDYATYYAESVKG), rae VH-CDR3 conep:xuT aMHHOKHCIIOTHYIO
NOCJIEIOBATENBbHOCTD, MpencTaBieHHy o o SEQ ID NO: 6 (TCWEWDLDF), rne VL-CDR1
CONIEPKUT aMUHOKHUCJIOTHYIO MOCJIEN0BATENbHOCTD, IpencTasiennyto nog SEQ ID NO: 9
(RSSQSLLDSDGHTYLN), rne VL-CDR2 conep:kUT aMHHOKHCIIOTHYIO TIOCIeIOBATEIbHOCTD,
npencrasiennyro nog SEQ ID NO: 11 (SVSNLES), u rne VL-CDR3 conepxur
AMUHOKHCJIOTHYIO MOCIEA0BATENbHOCTD, MpenctasieHnyto nog SEQ ID NO: 13
(MQATHAPPYT).

11. Cnocob o mobomy u3 mm. 1-9, rne VH-CDRI1 conepkuT aMUHOKUCIOTHYIO
NoCJIe0BaTeNbHOCTD, npencTaBieHHyo nog SEQ ID NO: 2 (GFTFSHAW), rne VH-CDR2
CONIEPKUT aMUHOKHCJIOTHYIO MOCJIeIOBAaTENIbHOCTD, ipencrasiennyro noa SEQ ID NO: 5
(IKAKSDDYAT), rne VH-CDR3 comep:kUT aMMHOKHCIIOTHYIO MTOCIIEIOBATEIBHOCTD,
npencrasiennyro nog SEQ ID NO: 6 (TCWEWDLDF), rne VL-CDR1 conepsxut
AMUHOKHCIJIOTHYIO MOCTEN0BATENBHOCTD, Tipenctasnennyto mog SEQ ID NO: 10
(QSLLDSDGHTYLN), rae VL-CDR2 conep:kuT aMUHOKHUCIIOTHYIO TTOCIIEAOBATEIbHOCTD,
npencrasiennyro nog SEQ ID NO: 12 (SVS), u rne VL-CDR3 comep:kKUT aMUHOKUCIOTHYIO
NOCJIE0BATENbHOCTD, npencTaBieHHyo o SEQ ID NO: 13 (MQATHAPPYT).

12. Crnoco6 no modomy u3 mm. 1-9, rne VH-CDR1 coneput aMHHOKHCIIOTHYIO
NOCJIEI0BaTENBbHOCTD, npencTaieHHyo nog SEQ ID NO: 3 (HAWMH), rne VH-CDR2
COZIEPKUT aMHUHOKHCJIOTHYIO MOCJIEN0BATENbHOCTD, TpencTasieHnyto nog SEQ ID NO: 4
(QIKAKSDDYATYYAESVKG), rae VH-CDR3 conep:xuT aMHHOKHCIIOTHYIO
NIOCJIEIOBATENBbHOCTD, npencTaBieHHyo nog SEQ ID NO: 7 (WEWDLDF), rne VL-CDR1

COZIEP>KUT aMUHOKHCIIOTHYIO NIOCIIEI0BATENbHOCTD, NpeacTasiaeHHyto noa SEQ ID NO: 9



(RSSQSLLDSDGHTYLN), rne VL-CDR2 conep:KUT aMHHOKHCIIOTHYIO TIOCJIeIOBATEIbHOCTD,
npencrasiennyro nog SEQ ID NO: 11 (SVSNLES), u rne VL-CDR3 conepxur
AMUHOKHCJIOTHYIO MOCIEN0BATENbHOCTD, NpeacTasieHnyto nog SEQ ID NO: 13
(MQATHAPPYT).

13. Crnioco6 o mobomy u3 mm. 1-12, rae pak BKIIFOYAET paclpOCTPAHEHHYIO COHIHYIO
OIyXOJIb, MIHOOIACTOMY, PaK JKENYIKA, PaK KOXKH, PaK MPEACTATENIbHOM KeJe3bl, paK

MIOJKEJTY AOYHOM JKeJle3bl, PaK MOJIOUHOM JKeJIe3bl, paK MUK, paK IIUTOBUIHOM KeJe3bl, paK
TOJIOBBI U IIEH, PAK MMEYECHH, paK MOYKH, PaK MUIIEBOAA, PaK STUYHUKA, PAK TOJCTOH KUIIKH, PaK
JIETKOTO, TMM(OMY HITH paK MSTKUX TKaHEH.

14. Crnocod mo 1. 13, rae pak BKJIFOYAET HEMEJTKOKJIETOUHBIN PaK JIETKOT0, STTHTENIHAIbHYIO
KapLHHOMY SIMYHHUKA WM aICHOKAPLIUHOMY MOJIKEITYAOYHOH JKeIe3bl.

15. Crnocob no modomy u3 mm. 1-14, roe pekoOMOMHAHTHOE AaHTHUTENO BBOIST B KAYECTBE
KOMITOHEHTa (papMarieBTUYECKOrO COCTaBa, IPH 3TOM (PapMaLeBTHUECKUI COCTAB COMEPIKHUT
PEKOMOMHAHTHOE aHTUTEJNO U (papMalleBTUIECKH TPUEMIIEMOE BCIIOMOTATENIbHOE BEIECTBO,
HOCHTEJTh WJTH Pa30aBUTENb.

16. Croco0 no 1. 15, rae apmaneBTHUECKUI COCTAB XapakTepu3yercs: 3HaueHneM pH
npuOIU3NTENBHO 6,0.

17. Croco0 no 1. 15, rae ¢apmaneBTHUECKUI COCTAB COAEPKUT MPUOIN3UTENBHO 25 MM
TUCTUAMHA, NPpUOIH3UTENbHO 6% caxaposbl u npubnusurensHo 0,01% nomucopbata 80, mpu
5TOM PEeKOMOWHAHTHOE aHTHTEJNIO BKIIFOUEHO B KOHLIEHTPALNHU MPUOIH3UTENbHO 20 MI/mit.

18. Crnoco6 o modomy u3 mm. 1-17, rae pekoOMOMHAHTHOE aHTUTENIO BBOASIT BHYTPHUBEHHO.
19. Cnioco0 no mobdomy u3 m. 1-18, rne pekoMOMHAHTHOE AHTHTENO BBOIST
NPUOTU3UTENBHO Pa3 B HENEJIO.

20. Crniocob o mobomy u3 m. 1-18, rae pekOMOMHAHTHOE aHTUTENO BBOIST
NPUOJIU3UTENILHO OIUH pa3 B IBE HEJENH.

21. Crniocob no mobomy u3 mm. 1-18, rae pekOMOMHAHTHOE aHTUTENO BBOMST
NPUOU3UTENBHO OJIUH pa3 B TPH HEAECIIH.

22. Crniocob no mobomy u3 mm. 1-21, rae peKOMOMHAHTHOE aHTUTENO BBOMST B J103€
npuOIU3NTENBEHO 750 MUJIITUTPAMMOB.

23. Crnioco6 o mobomy u3 mm. 1-21, rae peKOMOMHAHTHOE aHTUTENIO BBOISAT B J03€
npubnusuTensHo 1125 MumurpamMmos.

24, Crniocob no mobomy u3 mm. 1-21, rae peKOMOMHAHTHOE aHTUTENO BBOMST B J103€

npubnusuTensHo 1500 MUIITUTpaMMOB.
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25. Crnoco0 no modomy u3 mm. 1-21, rae pekoMOMHAHTHOE AaHTUTENIO BBOZST B 103€
npubnusuTensHo 2000 MUITUTPaMMOB.
26. Crnioco0 nedyeHus THIMBUAYYMA, CTPAJAIOIIEro OT paka, BKIIOYAIOIIUN BBEICHUE
VHIUBHAYYMY PEKOMOMHAHTHOTO aHTUTENA, KOTOPOe CrIelN(UIECKHU CBSA3bIBAET JIEHKO3-
uHrnoupyromuii gpaxrop (LIF), cogepskatmero:
a) TOCJIenoBaTeIbHOCTh BapruabenbHOM obnacTu Tsokenoi nenu (VH)
UMMYHOTJIOOYJIMHA C aMHHOKHUCIIOTHOH MOCIIEIOBATEIbHOCTBIO, KOTOPAsi Ha IO
MeHbLIeH Mepe mpuOIn3nTeNbHO 90% MIEHTHYHA AMUHOKHCIIOTHON
MOCJIEIOBATEIBHOCTH, MpencrasiaeHHon noy modbiM 3 SEQ ID NO: 41, 42, 44 unm
66; n
b) mocnenoBaTeNbHOCTD BapradenbHON oOsacTu jerkoit nenu (VL) umMMyHOrnobynHa
C aMMHOKHUCJIOTHO#! MOCNIEeI0BAaTENbHOCTBIO, KOTOpas Ha 10 MeHbILEH Mepe
npubnu3uTensHO 90% HaeHTHYHA aMUHOKHUCIIOTHOH MOCIEA0BATEIbHOCTH,
npenctasiennoi mox mooeM u3 SEQ ID NO: 45-48;
IPY 3TOM PEKOMOMHAHTHOE aHTUTENIO BBOAAT MHIAMBUAYYMY B 103€ OT MPHOIMU3UTENBHO 75 10
npubnusuTensHo 2000 MUIUTUTPAMMOB.
27. Croco0 o 1. 26, rae nocaenosarenbHOcTh VH Ha o MeHbLIeH Mepe NpuOIU3UTENBHO
90% uneHTUYHa aMUHOKHUCIIOTHOM MocienoBarenbHocTH, npeacrasiaeHHoi nox SEQ ID NO: 42;
U rocnieoBaTenbHOCTh VL Ha o MeHbieit Mepe npubnusurenbHo 90% uneHTHIHA
aMUHOKHUCJIOTHOH MOCJeoBaTeIbHOCTH, npencrasieHHoi nogy SEQ ID NO: 46.
28. Cnoco0 mo 1. 26, rae nocienoBaTebHOCTh VH naeHTHYHA aMUHOKHUCIIOTHOM
nocyenoBateabHOCTH, npeactasierHoi moa SEQ ID NO: 42; u nocnenoBarenbHOCTh VL
UJEHTUYHA aMHUHOKHUCJIOTHOHN MOCeaoBaTeibHOCTH, nipencrasnenno noa SEQ ID NO: 46.
29. Crniocob o mrobomy u3 . 26-28, riae pekOMOMHAHTHOE AHTUTENIO CONEPIKUT JIBE
TSDKEJbIE e UMMYHOTJIOOYJIMHA U JIBE JIETKUE LIeNTH UMMYHOTJIOOYJINHA.
30. Crniocob mo 1. 29, rne peKOMOWHAHTHOE aHTHUTEJIO TIpeacTaBsieT codoit antureno IgG.
31. Crniocob o mobomy u3 mm. 26-30, rae pak BKIKOYAET PaCIpPOCTPAHEHHYIO CONIUIHYIO
OIyXOJIb, MITHOOIACTOMY, PaK JKENYIKA, PAK KOXKH, PaK MPEACTATENIbHOM KeJe3bl, paK
MOJIKENTY JOYHOM JKeJe3bl, paK MOJIOUHOM JKeNe3bl, pak sIMuKa, pak IMUTOBUAHOMN JKeNe3bl, pak
TOJIOBBI U LIEH, PAK MEUYCHH, PaK MOYKH, PaK MUIIEBONA, PaK TUYHUKA, PaK TOJICTON KHUIIKH, PaK
JIETKOTO, TMM(POMY HITH paK MSTKHX TKaHEH.
32. Crnoco® mo 1. 31, rae pak BKJIIOYAET HEMENKOKJIETOUHBIN PaK JIETKOT0, STIUTEIHATBHYIO

KapOUHOMY sIMYHHUKA WK aJCHOKAPLUHOMY HOI[)KGJ'IYI[O"IHOI\/'I JKCJIC3BI.



33. Crnioco0 no modomy u3 mm. 26-32, rae peKOMOMHAHTHOE aHTUTENIO BBOJAT B KAUECTBE
KOMITOHEHTa (papMarieBTUYECKOr0 COCTaBa, MPU 3TOM (papMaLeBTHUECKUN COCTAB CONEPIKUT
PEKOMOMHAHTHOE aHTUTEJIO U IOTIOJIHUTENIBHO COAEPIKUT (papMaLieBTHUECKHU PUEMIIEMOE
(apmarieBTHUECKH [TPUEMIIEMOE BCIIOMOTaTeIbHOE BEIECTBO, HOCHTEINb WIN Pa30aBUTEb.

34. Cnocob o 1. 33, roe papmarneBTHUECKHil COCTaB XapakTepusyercsi 3HadeHueMm pH
npuOIU3UTENBHO 6,0.

35. Crnoco6 mo 1. 33, rae apManeBTHUECKUH COCTAB CONEPIKHUT MPUOIUZUTENBHO 25 MM
THCTHIMHA, TPpUOIM3uTENbHO 6% caxapossl 1 npubmusutenbHo 0,01% nomucopbara 80, mpu

5TOM PEKOMOMHAHTHOE aHTHUTENO BKJIFOUEHO B KOHLIEHTPALIUH MPHOIU3UTENBHO 20 MI/MIL.

36. Crnoco0 no modomy u3 mi. 26-35, rae peKOMOMHAHTHOE aHTUTENO BBOJST
BHYTPUBEHHO.
37. Crnoco6 no modomy u3 mi. 26-36, rae peKOMOMHAHTHOE aHTUTENO BBOJST

NPUOU3UTENBHO Pa3 B HENEIIHO.

38. Crnoco0 no modomy u3 mi. 26-36, rae peKOMOMHAHTHOE aHTUTENIO BBOJSAT
npuOIM3UTENIEHO OIMH Pa3 B JIBE HENENH.

39. Crnoco0 no modomy u3 m. 26-36, rae peKOMOMHAHTHOE aHTUTENIO BBOJAT
npuOIM3UTENBHO OIMH Pa3 B TPU HEACIIH.

40. Crnoco0 no mobomy u3 mm. 26-39, rae pekOMOMHAHTHOE aHTUTENIO BBOJAT B 103€
npuOIU3NTENBHO 750 MUJIITUTPAMMOB.

41. Cnocob o mobomy u3 mm. 26-39, rae peKOMOMHAHTHOE aHTUTENIO BBOIST B 103€
npubnu3uTenpHo 1125 MUITUrpaMMOB.

42. Crnioco0 no mobdomy u3 . 26-39, rae peKOMOMHAHTHOE aHTUTENIO BBOJAT B 103€
npubnusuTensHo 1500 MUIITUTPaMMOB.

43. Crnoco6 no modomy u3 mi. 26-39, rae peKOMOMHAHTHOE aHTUTENIO BBOJAT B 103€
npubnu3uTensHO 2000 MIJUTUTPAMMOB.

44, Cniocob nieyeHns: MHAMBUAYYMA, CTPAJAIOLIETO OT pPaKa, BKIIFOUAIOIINI BBEICHUE
UHIUBHIAYYMY PEKOMOMHAHTHOIO aHTUTENA, KOTOPOe Crielin(UIeCKH CBS3bIBAET JIEUKO3-
unrnoupyrommii gpaxrop (LIF), conepskammero:

a) TOCJIEOBATEIbHOCTD TSDKENON LI MMMYHOTJIOOYIMHA ¢ aMUHOKHCIOTHON
MOCJIeIOBATEIbHOCTBEO, KOTOPAast Ha MO MEHbIIIeH Mepe npudnusutesbHo 90%
UJICHTUYHA AMHHOKHUCJIOTHOH MOC/IEA0BATEIbHOCTH, IPEACTABICHHOMN MO JIIOOBIM U3
SEQ ID NO: 57-60 wnm 67; u

b) mocenoBaTeabHOCTD JIETKOH LI HMMYHOTJIOOYJIMHA ¢ aMUHOKHUCIIOTHON

MOCJIeIOBATEILHOCTBIO, KOTOPAast Ha MO MEHbLIeH Mepe npudinsutensHo 90%
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UJIEHTHYHA aMUHOKHCIIOTHOH TOCJIEA0BATENIbHOCTH, MPEICTABIEHHOH MO JIFOOBIM U3

SEQ ID NO: 61-64;
IPU 3TOM PEKOMOMHAHTHOE aHTUTEJIO BBOAAT UHIUBUAYYMY B 103€ OT MPUOIU3UTENBHO 75 10
npuban3uTensHo 2000 MUIUTUTPaMMOB.
45. Crnioco0 o 1. 44, Tae mocae0BaTeIbHOCTD TSDKEJION e MMMYHOTJIOOYJIHA Ha T10
MeHbIIIeH Mepe MpuOIu3uTeNbHO 90% UaeHTUYHA AMUHOKUCIOTHOM MOC/IEN0BATEIbHOCTH,
npencrasiennoi mog SEQ ID NO: 58; u nmocneqoBaTeabHOCTh JIETKOH el UMMYHOTJIO0yJIMHA
Ha MO MEeHbIIel Mepe npuoIm3uTeNbHO 90% UASHTUYHA AMUHOKHCIOTHON
nocyienoBaTeapbHOCTH, npeacTasiaeHHon nog SEQ ID NO: 62.
46. Crnioco0 o 1. 44, Tae mocae0BaTeNbHOCTD TSDKEION e IMMYHOTJIO0Y JIHA
UIEHTUYHA aMHUHOKHUCJIOTHOM mociieaoBatenbHoCTH, ipeacrasnennoi nmoa SEQ ID NO: 58; u
NOCJIEIOBATENBHOCTD JIETKOW LEMH UMMYHOTJIOOYJIMHA HACHTUYHA AMHHOKHUCIIOTHOM
nocyienoBaTeabHOCTH, npeactasiaeHHon nog SEQ ID NO: 62.
47. Crnioco6 o mrobomy u3 . 44-46, roe pekOMOMHAHTHOE AHTUTENIO CONEPIKUT JIBE
TSDKEJbIE LIeTI UMMYHOTJIOOYJIMHA U JIBE JIETKUE LIeTTH HMMYHOTJIO0YJIHHA.
48. Crnoco0 no modomy u3 mm. 44-47, rae pak BKIIFOYAET PaCIPOCTPAHEHHYIO CONUAHYIO
OIyXOJIb, MINO0JIACTOMY, PAK JKENYIKA, PaK KOXH, paK MPEACTAaTEIbHON KeJe3bl, pak
MOJIKEJTy JOYHOM JKeJIe3bl, paK MOJIOUHOM JKeNe3bl, PaK sIMUKa, PaK IUTOBUIAHOM JKEJEe3bl, PaK
TOJIOBBI U IIEH, PaK MEYEHH, paK MOYKH, Pak MUIIEBOAA, paK SUYHUKA, paK TOJICTOM KUIIKH, PaK
JIETKOTO, TMM(pOMY MU paK MATKUX TKaHEil.
49. Crnioco0 o 1. 48, rae pak BKJIIOUAET HEMEJKOKJIETOUHBIN PaK JIETKOTO, STIHUTETHATBHYIO
KapLUHOMY SIMYHUKA WM aJIeHOKApLIUHOMY MOJIKENTyIOYHOMN JKeJe3bl.
50. Crniocob o mobomy u3 . 44-49, roe pekOMOMHAHTHOE aHTUTEJIO BBOIST B KA4E€CTBE
KOMITOHEeHTa (papMarieBTHYECKOrO COCTaBa, MPU 3TOM (PapMaLeBTHUECKUH COCTAB CONEPIKUT
PEKOMOMHAHTHOE aHTUTEJO U (papMaIleBTUIECKH MTPUEMIIEMOE BCIIOMOTaTENIbHOE BEIECTRO,
HOCHTEJTh HJTH pa30aBUTENb.
51. Crocob no 1. 50, rae apmaneBTHUECKUH COCTAB XapakTepu3yercs: 3HaueHneM pH
npuOIU3NTENBHO 6,0.
52. Crnoco0 no 1. 50, rae papManeBTHUECKUH COCTAB COAEPKHUT MPUONUZUTENBHO 25 MM
THCTUIMHA, TpUOIM3HTENbHO 6% caxapossl U npudmmsurenasHo 0,01% monucopdara 80, mpu
5TOM PEKOMOWHAHTHOE aHTHUTENO BKJIOUEHO B KOHLIEHTPALIUH MPHOIN3UTENBHO 20 MI/MiL.
53. Crnoco0 no mobomy u3 m. 44-52, rae peKOMOMHAHTHOE aHTUTENO BBOJAT

BHYTPUBEHHO.
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54. Crnioco0 no mobomy u3 mi. 44-53, rae peKOMOMHAHTHOE aHTUTENO BBOAAT
NPUONU3UTENBHO Pa3 B HENEIIO.

55. Cnocob o mobomy u3 mm. 44-53, rae pekOMOMHAHTHOE AaHTUTEIIO BBOAST
IPHONU3UTENBHO OJMH Pa3 B BE HENEIN.

56. Cnocob o mobomy u3 mm. 44-53, roe pekOMOMHAHTHOE AaHTUTEIIO BBOAST
NpUOIM3UTENIEHO OMH pa3 B TPU HEHEJIH.

57. Crnoco6 no mobdomy u3 mm. 44-56, rae peKOMOMHAHTHOE aHTUTENIO BBOJAT B 103€
npUOIU3UTENBHO 750 MUJIITUTPAMMOB.

58. Crnoco6 no modomy u3 . 44-56, rae peKOMOMHAHTHOE aHTUTENIO BBOJAT B 103€
npubnusuTensHo 1125 MumturpaMmoB.

59. Crnioco6 no modomy u3 . 44-56, rae peKOMOMHAHTHOE aHTUTENIO BBOJAT B 103€
npubnusuTensHo 1500 MUIITUTPaMMOB.

60. Crnoco6 no modomy u3 mm. 44-56, rae peKOMOMHAHTHOE aHTUTENIO BBOJAT B 103€

npubnusuTensHo 2000 MUIUTUTPAMMOB.
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AHTuTEna K LIF u nekapCcTBEHHbIE

OpMbI Ha UX OCHOBE

27/32

Maxpodarn MHCII+

£ 8

(+89 D "9OHLO) +[]DHIA HIDONS
-ehad10d 19101.08h SHHOHIWEM 0,

pSTAT3

®ur. 21B

g

Maxkpodgarn CD206+

100
5

(+89 @D "90H10) +90TJD) HIOONWS +€Lv.LSd
-2hadL0g 1910138h SUHOHIWEM %, o10HdoYs uLYONIeRIdLIE
19L0L)Ch JUHIHIWEH 9/,

Maxpodarn CD163+

g & 8 ¢ %
(+89 0D "90HLO) +£9[ (] NLOOWD
-had108 19.00198h JUHOHIWEH 0/,

@ur. 21C



AHTuTEna K LIF u nekapCcTBeHHbIE

bOpMbl HA UX OCHOBE

28/32

PerynsaTopusie T-kneTkun

T-kiaerxku CD8

Makpodparu (Toaexo TME)

_ 7
-

o,
%
4
% %
X ¥ kg 4 k3 6@00@
£ 8§ £ 8 ° %
: we -

gdxoq uLdonIeHdIdLI™
19L0LOBh JUHIHIWEH ¢/,

T, -,

mumv &@
I .,

¥ 4 . ) S ] @Q.o 0@
i 8 8 8 - %

8D uLdonIehadLda
19.L0LO¢h JUHIHIWEH 9

§F § i »

89D ULIONIEhIdLIE
11.1019¢h JHHIHIWEH ¢/,

®ur. 22

&
S
S“‘?
&

&

&

800

.AN,
™

[uewyau] g1y

E)
=3
=

]

A00

100+

N
i

300 1006 1200

200 400

Bpemsi o npuema 1-ii 703bI (4.)

@dur. 23



% U3MEHEHUE YacTOThl BCTPEYa-
emoct CD163+ (otHoc. CD 68+)

AHTuTEna K LIF u nekapCTBEHHbIE
bOpMbl Ha UX OCHOBE

29/32
Makpodaru CD163+ _ Maxkpodaru CD206+ = Maxkpodaru MHCII+
200 2 & 2004 £ 2 200,
= +
1504 = ¢ 1584 g 28
£ g EE
55 5 S
8~ S .
100+ S5 Fages
Q E @)
= Q EX
o QO S
504 5O S <
= = )
55 =8
0 R 3 =3

LIF [nr/ma]

400 4
388+
JomonuutenpHblit TUMKI hSD8
206+
1w " \
B

¢ 200 400 680 800 1000 200

Bpems ot npuema 1-i x03sI (4.)

®Dur. 25



Cpeanee reoMeTpH4YecKoe KOHIEHTPALHH

MSC-1 (Mkr/ma)

100

o~ o
g 4 ‘5 - -~ Koropra | (75 mr), n=2
= S & ~&- Koropra 2 (225 mr), n=1
= o{ ~#Koropra 3 u 3EX (750 mr), n=10
=F e § 2~ Koropta 4 n 4EX (1125 mr), n=8
é?: . S| -~ Koropra 5 (1500 wr), n=3
el g
| E | Pt oor T
0 168 336 504 672 840 1008 1176 1344 1512

Bpems ot npuema 1-ii 10361 (4.)

®dwur. 26

e/0¢

990H20 XM BH 1Iandod

algHHagLodeyslL U 4| Y BUSLULHY



LIF [nr/ma]

LIF [mr/ma]

Koropra1u 2

Koropra 3

(75 mr, 225 mr) (750 mr)
1064~ e BHOL 1000 e CAACH
a00- palcs AN < Neac
800+ E 600
260+ o B o 4004
2004 , -z "“‘*m.._,/ 2064
e ol

‘0 200, 400 00 200 1000 1200
Bpems ot npuema 1-i 10361 (4.)

KoropTa 4
(1125 mr)
1098 - PAD
800+ . Pax T
annexjukca 3
800- e B TAMIS =
. =
400 - =
200+
‘0" i ™ L K ¥ L ko
0 200 40C 6800 260 1000 1200

Bpems ot npuema 1-ii 10351 (4.)

dur. 27A

O 200 400 G665 800 1000 1200
Bpemst ot npuema 1-i 10361 (4.)

200
10004

L3
=
=

Koropra 5

(1500 mr)
Q>
§ a

\ T T T T i 1
B 0 49C 40 E0D 100D 124

Bpems ot npuema 1-ii 103bi1 (4.)

ce/1e

990HD0 XM BH 1Iandod

algHHagLodeysL U 4| Y BUSLULHY



600+

LIF [or/ma]

»

o

]
1

R e )
i

OO0umii LIF
(maIMeHTHI, MOJyYaBIIME HECKOIBKO 103)

€501 CED1 £7D1. CEDY

) 1
I ]
) i
i i
1 i
1 i
f i
| |
{ 1
1 !

1

{

i

i
1 A i
i
;

Bpems otT npuema 1-it 103bI (4.)

®dwur. 27B

"‘.’&"'* EQ

" CRCA [225 wr]

ULMS [750 mr]
OVCA [750 mr]
PAAD [1125 wmr]

Ce/te

990H20 X1 BH 1Iandod

algHHagLodeYsL U 4|7 Y BUSLULHY



	Bibliographic data
	Abstract
	Description
	Claims
	Drawings

