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(57) M 3o00perenne OTHOCHTCS K PEKOMOMHAHTHBIM T-KICTOYHBIM pELENTOpaM, CIOCOOHBIM CBS3bIBATH
snuron NY-ESO-1, m k MonekylaM HYKJIEMHOBOM KHCJIOTHI, KOJUPYIOLUMM HX. B HekoTopbIx
BapHaHTaX OCYIIECTBICHHUS MOJIEKYJIbl HYKJIEHHOBOM KHCIOTHI JOMONHUTENBHO COAEP)KaT BTOPYIO
HYKJICOTUIHYI0 NOCIEI0BATENbHOCTh, IPUYEM BTOpas HYKIECOTHOHAA IOCIEA0BATENBHOCTE HIIH
HOJUIENTH], KOIUPYEMbIH BTOPOM HYKJICOTHAHOW IOCIENOBaTEIbHOCTIO, HHIHOUPYET SKCIIPECCHIO
sugorerHoro TCR. Jlpyrue acmekTbl M300peTEeHUsT OTHOCSTCS K BEKTOpaM, CONIEPKallUM MOJIEKYTY
HYKJICMHOBOW KHCIJIOTBI, M K KJIIETKaM, coepskamuM pexkoMOnHaHTHBIM TCR, Monekyimy HyKJICHHOBOM
KUCIIOTHI MM BekTop. Eme npyrue acrexTsl M300peTeHnst OTHOCITCS K CIoco0aM MX NpuMeHeHus. B
HEKOTOPBIX BapHAHTaX OCYIIECTBICHHS CIOCOOBI BKJIIOYAIOT JICUEHHE PaKa y HYKTAIOIIErocs B 3TOM
CyOBEKTA.
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T-KJIETOYHBIE PEHEINITOPBI U CITIOCOBbI UX IPUMEHEHUA

ITEPEKPECTHAX CCBIJIKA HA POJACTBEHHBIE 3ASABKHU
[0001] B nannoii 3asBke PCT ucnpainBaercs NpUOPUTET MO NMPEABAPUTENBHON 3asBKU
CIIA Ne 62/813 644, nomanHoi 4 mapta 2019 r., KOTOpast MOJHOCTBIO BKJIIOYEHA B JTAHHBIN

AOKYMEHT NIOCPEACTBOM CCBUIKHU.

CCBUIKA HA TIEPEYEHb ITOCJIEIOBATEJIbHOCTH, ITPEJIC TABJIEHHBIN B
OJIEKTPOHHOM BU/IE YEPE3 EFS-WEB
[0002] Conepxxumoe IIPEACTABJIEHHOTO B 3JIEKTPOHHOM BUJIE MepeyHs
nocnenosatenbHocTell (nms: 4285 003PCO1_Seqlisting ST25.txt, pazmep: 28117 Gaiita; u nata

coznanust: 3 mapta 2020 r.) HOJHOCTBIO BKJIIOUEHO B TAHHBIN TOKYMEHT ITOCPEICTBOM CCBIIKH.

OBJIACTb TEXHUKHU U30BPETEHU A
[0003] B HacrosimieM pacKpbITMM TPEIOKEHbl pPeKOMOMHAHTHbIE T-KJIeTO4YHbIE
peuenTopsl («TCR»), xoropbie cneunpuvecku cpsizbiBatoT yenoeueckuii NY-ESO-1, u ux
NPUMEHEHUS.

YPOBEHb TEXHUKU

[0004] NmMmyHOTEpanusi craja KPUTHYECKH Ba)KHBIM HHCTPYMEHTOM B Oopbbe ¢
pa3UYHbIMU 3a00JI€BaHUSIMH, BKJIIOUasi pak. T-KJIeTOYHAs Tepamnus 3aHUMAaEeT BEAyIlee MECTO B
Pa3BUTHH UMMYHOTEpAIUH, & aAONTHBHBII MEPEHOC MPOTUBOOMYXOJIEBbIX T-KJIETOK, KaK ObLIO
MOKA3aHO, BBI3BIBAET KJIMHUYECKHE OTBETHl y MALIMEHTOB C pakoM. XOTs MHorue T-kieTouHble
TEparuy HaleJeHbl HA MYTHPOBABIIHME OMYXOJEBbIE AHTUICHBI, MOAABISIONIEEe OOJBIIMHCTBO
HEOAHTUT'€HOB HE SIBJISTFOTCS OOLIMMHU U YHUKAJIBHBI JJIS1 KQKJIOTO MAIIHEHTA.
[0005] IloreHnuanbHble HEMYTHPOBABLUIME AHTUIE€HBbl MPEBOCXOASIT MYTHUPOBABIIHE
AHTUTEHBl HA HECKOJBKO MOPSAKOB. PackpbITHe 3MUTONOB T-KJIETOK, MONYyYEHHBIX U3 OOLINX
AHTUTEHOB, MOXET CIOCOOCTBOBATh AKTHUBHOW pa3padoTke 3(P(eKTUBHBIX U O€30macHbIX
aONTHUBHBIX T-KJIETOYHBIX Tepanui, KOTOpble OyAyT JIETKO JOCTYIHBI JJIsi OONbIIEH KOTOPTHI
MalueHToB ¢ pakoM. OJHAKO OrPOMHOE KOJMUYECTBO HEMYTHPOBAHHBIX AHTHUIME€HOB U BBICOKHI
nojumopdusm reroB HLA Morim mpensTcTBOBaTh BCECTOPOHHEMY aHAJIN3Y CIEHU(PUIHOCTH
MPOTUBOOIYXOJIEBbIX T-KJIE€TOYHBIX OTBETOB HA HEMYTHPOBAHHbIE AHTUT€HBI.
[0006] B naHHOM pacKpbITUM TPEAJIOKEHBl HOBBIE 3MUTOMNbI AJIsI HEMYTHPOBAHHOIO
aaturesa NY-ESO-1 u TCR, cnocoOHble cnennpuydeck CBA3BIBATH STH SIUTOIBL. JTH HOBBIE
SIUTOIBI CBSI3aHBI ¢ onpeneneHHbiMU anenssMu HLA. ITpuMeHeHne 3TUX OMyXoJepeakTUBHbIX
HLA-orpannuenseix NY-ESO-1 TCR pacumpsier Bo3MokHOCTU npuMeHeHus: aHTu-NY-ESO-1

TCR renHo# Tepanuu, B YaCTHOCTH, B UMMYHOOHKOJIOTHH.
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CYHIHOCTD U3OBPETEHMA
[0007] OnpeneneHHble aCMEKTbl JAHHOTO PACKPBITHUSL OTHOCSATCA K  MOJIEKYJie
HYKJIGMHOBOW KHCJIOTBI, cojepskamieid (1) TepBYH HYKJICOTHAHYIO TMOCIEIOBATEIHHOCTD,
KOZUPYIOIIYIO pekoMOMHaHTHBIN T-kneTounslii penentop (TCR) nim ero aHTUT€HCBA3BIBAIO YO
4acThb, KoTopas crneruduyuecku ces3biBaeT uyenoBedecknili NY-ESO-1 («antu-NY-ESO-1 TCRy),
u (11) BTOPYIO HYKIEOTHAHYIO TOCJIENOBATEIbHOCTh, IPHYEM BTOpas HYKJIEOTHIHAsS
MOCJIEAOBATEILHOCTD U MIOJIUIIENITUN, KOAUPYEMBIHI BTOPOU HYKJIEOTUHON
MOCJIEIOBATENBHOCTBIO, HHTHONpyeT skcnpeccuro suanorenHoro TCR, npudem antu-NY-ESO-1
TCR xonkypupyet 3a cBsizbiBaHue ¢ yenoBeueckuM NY-ESO-1 ¢ sranonneim TCR, xoTopbrit
comepkuT anbda-lienb U Oera-lenb, U NpHYeM aibda-Ienb CONEPKUT AMHHOKHUCIOTHYIO
MOCJIeIOBATENbHOCTD, TmpeactaBieHHylo B SEQ ID NO: 1, a Oera-uemnb COAep>KUT
AMUHOKMCJIOTHYIO MOCIEA0BATENbHOCTD, NpeAcTaBieHHyo B SEQ ID NO: 2.
[0008] OnpeneneHHble aCMEKTbl JAHHOTO PACKPBITUSL OTHOCATCA K  MOJIEKyJie
HYKJIEMHOBOW KHCJOTBI, cofepxameld (1) NepByl HYKJICOTHAHYIO MOCIIEAOBATEIbHOCTD,
KOAUpYIoyr0 pekoMOnHaHTHbIH T-xietounsiii peuentop (TCR) nnm ero aHTUreHCBSI3BIBAIO YO
4acTh, KOTOpas crienuguuecku csizbiBaeT yenoseueckuil NY-ESO-1 («antu-NY-ESO-1 TCRy»);
u (ii) BTOPYH HYKIEOTHAHYIO TMOCJEIOBATEIbHOCTh, MPHYEM BTOpas HYKJICOTHIHAs
MOCJIEI0BATENBHOCTD WIH MOJIUTIENITH]L, KOAUPYEMBbIH BTOPOM HYKJIGOTHTHOM
MOCJIeI0OBATENBHOCTBIO, HHIUOUpYeT dKcnpeccuio sunorenHoro TCR, npudem antu-NY-ESO-1
TCR cBsA3BIBa€T TOT K€ SMUTOI WM NepeKpbIBaroLuiics snuron yenosedeckoro NY-ESO-1, uto
u stanonnbiii TCR, KOTOpBIi conepkuT anbda-uens u OeTa-Luemnb, MpudeM aibpa-Lenb CONePKUT
AMUHOKHCIIOTHYIO TIOCJIeIOBaTEIbHOCTh, mpencrasienHyio B SEQ ID NO: 1, a Oera-uenb
COZEP>KUT aMHUHOKHCIIOTHYIO MOCTIeI0BaTENbHOCTD, npeacTasieHHyo B SEQ ID NO: 2.
[0009] B nexotopsix Bapuanrax ocyinectsieHus: aHTU-NY-ESO-1 TCR cas3biBaercs
srutonoM NY-ESO-1, cocTosiium U3 aMUHOKUCIIOTHOM MOCIEA0BATENIbHOCTH, MTPEACTaBICHHON
B SEQ ID NO: 13. B HeKkOTOpBIX BapHaHTaX OCYIIECTBJICHHs SMHUTOMN O0Opa3yeT KOMIUIEKC C
mosiexysnoit HLA knacca I. B HekoTopbIx BapuaHTax ocyiectsieHust mojiekyna HLA kiacca I
npenctasisier coboi amnens HLA-B*07. B HekoTOpbIX BapHaHTaX OCYIIECTBICHHUS MOJEKyJia
HLA xnacca I Beibpana amtenss HLA-B*07:02, annenss HLA-B*07:03, annens HLA-B*07:04,
amtenst HLA-B*07:05 u amnenss HLA-B*07:06. B HekoTOpbIX BapHaHTaX OCYINECTBICHUS
monexyna HLA xnacca I mpencrasnsier coboit ayutens HLA-B*07:02.
[0010] B HekoTopbix BapuanTax ocymectsieHust aHTH-NY-ESO-1 TCR conepsxut anbda-
1enb U OeTa-1enb, mpuueM aibda-1ens coaep:kut BapuadeapHyro obnacte, cogepskamyo CDRI1
anbda-uernu, CDR2 anbda-nenu u CDR3 anbda-uenu; a Oera-niens COOep:kuT BapruadbesbHYIO

obmacte, conepxkamyro CDR1 6era-niern, CDR2 6era-nienn u CDR3 Oera-uenu; npudem CDR3
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anbda-Lenu CoaepKUT aMIHOKUCIIOTHYEO TIOCJIeIOBATEIbHOCTD, TipencTasiennyro B SEQ ID NO:
7. B Hexotopeix Bapuantax ocymectienus CDR3 Gera-ienu antu-NY-ESO-1 TCR comepkut
AMUHOKHCJIOTHYIO TIOCIIEA0BATENbHOCTD, NpeacTaBieHHyo B SEQ ID NO: 10.

[0011] B nekotopsix BapuanTtax ocymectsieHus aHTH-NY-ESO-1 TCR conepsxut anbda-
1enb 1 OeTa-1enb, mpuueM aibda-1ens conep:kut BapuadenpHyro obnacte, cogepskammyo CDRI1
anbda-uenu, CDR2 anbda-nenu u CDR3 anbda-uenu; a Oera-mienb Comep:kuT BapuadbesbHYIO
obnacte, conepxkamyro CDR1 6era-ienn, CDR2 6era-nienu u CDR3 Gera-uenu; npuaem CDR3
Oera-uemmn  aHTU-NY-ESO-1 TCR  comepXUT aMHUHOKHUCIOTHYKO — IIOCJIEIOBATENbHOCTD,
npeacrasieHHyto B SEQ ID NO: 10. B HekoTopsix BapuanTax ocymectsieHuss CDR3 anbga-uenu
aHTu-NY-ESO-1 TCR copep>KuT aMUHOKHUCIOTHYIO MOCJIEI0BATENbHOCTD, MPEICTABICHHYIO B
SEQ ID NO: 7.

[0012] B nexoropsix BapmanTtax ocyiectBieHusi CDR1 anbda-nenun antu-NY-ESO-1
TCR copmepxuT aMHHOKHCIIOTHYIO TOCJIEA0BATENbHOCTD, npencTaieHHyo B SEQ ID NO: 5. B
HekoTophix BapuaHTax ocyiectBieHusi CDR1 Gera-uemn antu-NY-ESO-1 TCR conmepskut
AMMHOKHUCIIOTHYIO TOCJIeN0BaTeNbHOCTD, npeacrasieHHyio B SEQ ID NO: 8. B HekoTopbix
BapuaHTtax ocymectsienuss CDR2  ampda-uenu  antu-NY-ESO-1  TCR  comepkut
AMMHOKHUCIIOTHYIO TOCJIEA0BaTeNbHOCTD, NpeacrasieHHyo B SEQ ID NO: 6. B HekoTopbIx
BapuaHtax  ocymectsienus CDR2  Gera-uemn  antu-NY-ESO-1  TCR  comepskut
AMUHOKHCIIOTHYIO TIOCIIEAOBATENBHOCTD, NpeacTaBieHHyo B SEQ ID NO: 9.

[0013] B HexoTOphIX BapuaHTAax OCYLIECTBJIICHMs BapuadeNbHBIH TOMEH anbda-renu
anTu-NY-ESO-1 TCR conep>kuT aMHHOKHCIOTHYH IOCJIEAOBATEIbHOCTh BapHaOebHOTO
JIOMEHa, IPUCYTCTBYIOLIETO B AMHHOKHCIIOTHOH MOCIENOBATEeIbHOCTH, TIpeAcTaBieHHoi B SEQ
ID NO: 1. B HeKOTOpBIX BapHAHTAX OCYINECTBICHUS BapuadebHbIN ToMeH OeTa-1ienu aHTH-NY -
ESO-1 TCR comep:KuT aMUHOKHCIOTHYEO TMOCJIEAOBATEIBHOCTh BapHaOebHOrO JOMEHa,
MPUCYTCTBYIOLIEr0 B aMUHOKHUCIIOTHOMH MOC/IE0BaTeNIbHOCTH, npeacTasieHHoi B SEQ ID NO: 2.
[0014] B nekoropeix BapuaHTax ocymectBieHust anbga-uens aHTH-NY-ESO-1 TCR
JOTOJHUTEIBHO CONEP’KUT KOHCTAHTHYIO 00JIaCTh, MPHYEM KOHCTAHTHAs 00JIACTh OTIMYAETCS OT
SH/IOTEHHOW KOHCTAHTHOW oOyactu anb(a-nend. B HEKOTOPBIX BapHaHTaX OCYLIECTBIICHHUS
anbda-enb aHTH-NY-ESO-1 TCR nomonHUTENEHO CONEPKUT KOHCTAHTHYIO OOJIACTh, MPHYEM
KOHCTaHTHasl 00J1acTh OeTa-uenu Coaep > KUT aMUHOKHCIOTHYIO MTOCIEIOBATEIbHOCTD, HMEIOIIYIO
Mo MEHbIIEH Mepe okoJio 85%, o MeHbIel Mepe okosio 90%, Mo MeHbIel Mepe okoio 95%, o
MeHblIel Mepe o0koso 96%, 1o MeHblIel Mepe okoo 97%, o MeHblell Mepe okoo 98% uiu no
MEHbIIIeH Mepe OKoIo 99% WASHTUYHOCTH MOCJIEAOBATEIbHOCTH KOHCTAHTHOW O0NacTy,
NPUCYTCTBYIOLIEN B aMUHOKUCIIOTHON MOCJe0BaTeNbHOCTH, npeacTasieHHol B SEQ ID NO: 1.

B HekoTOpbIX BapWaHTaX OCYIIECTBJICHHsS KOHCTaHTHas OOJacTh ajbda-Lenu COOEPIKUT
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AMUHOKMCJIOTHYIO MOCJIE€A0BATENBHOCTh, UMEIOILIYIO IO MEHbIIEH Mepe 1, o MeHbluel mepe 2,
[0 MEHbILIEH Mepe 3, MO MEHbIIEeH Mepe 4 WM MO MEHbIIEH Mepe 5 aMUHOKUCIOTHBIX 3aMEH
OTHOCHUTEJILHO KOHCTAHTHOH oOmactw, IPUCYTCTBYIOILEH B AMHUHOKHCJIOTHOU
nocaenoBaTenbHocTy, mpencrasieHHoll B SEQ ID NO: 1. B HekoTOpbIX BapHaHTax
ocymecteiernst Oera-uenb aHTU-NY-ESO-1 TCR ponomHHTENBHO CONEPKUT KOHCTAHTHYIO
o0acTh, MpUUeM KOHCTAHTHast O0JACTh OTJIMYAETCS OT SHIOTEHHBIX KOHCTAHTHBIX obsacteit
Oera-Lierny.
[0015] B Hexkoropeix BapmaHTax ocyuiectBieHus Oera-uenb aHTH-NY-ESO-1 TCR
JOTIOJTHUTENBHO COJEPKUT KOHCTAHTHYIO OOJIAacTh, MPUYEM KOHCTAaHTHas o0nacTe Oera-uenu
COZIEPIKUT AMUHOKHUCIIOTHYIO MOCIEA0BATENIBHOCTD, UMEIOILY O 110 MEHbLIEH Mepe 0koJio 85%, 1o
MeHblIel Mepe 0koJo 90%, mo MeHbluel Mepe okoso 95%, no meHbliei Mepe okosno 96%, no
MeHblIel Mepe okoso 97%, nmo MeHbluel Mepe okoso 98% wmiu no MeHblnel Mepe okoso 99%
UIEHTUYHOCTH  TIOCJIEIOBATENIbHOCTH ~ KOHCTAHTHOH  O0jacTH,  NPHCYTCTBYIOIIEH B
AMMHOKHUCIIOTHOH mocnenoBatenpHocTy, npencrasieHHod B SEQ ID NO: 2. B HekoTopbIx
BAPUAHTAX OCYINECTBJICHUS] KOHCTaHTHas 00jacTh OeTa-Lenu COAEpPIKUT AMHUHOKHCIOTHYIO
MOCJIEIOBATENbHOCTD, COAEPIKAILYIO IO MEHbLIEH Mepe 1, Mo MeHblIel Mepe 2, 10 MEHbLIEH Mepe
3, mo MeHblIEH Mepe 4 WM IO MEHbLIEH Mepe 5 aMUHOKHUCIOTHBIX 3aMEH OTHOCHUTENIBHO
KOHCTAHTHOM  00JacTH, MPHUCYTCTBYIOLIEH B  aMHHOKHCJIOTHOH  TOCJIENOBATEIbHOCTH,
npeacrasieHHoi B SEQ ID NO: 2. B HEKOTOPBIX BapHaHTaX OCYLIECTBIIEHHS aib(a-1ernb aHTH-
NY-ESO-1 TCR conep:xutT aMHHOKHCIIOTHYIO TIOCIIEI0BATEIbHOCTD, MpeacTaBieHHyo B SEQ ID
NO: 1.
[0016] B Hekoropwix BapmanTax ocyuiectBienus Oera-uenb aHTH-NY-ESO-1 TCR
COZEP>KUT aMHUHOKHCJIOTHYIO MOCIEA0BaTeNbHOCTh, npencrasieHHyro B SEQ ID NO: 2. B
HEKOTOPBbIX  BapUaHTaX OCYINECTBIEHUs BTOpas  HYKJIEOTHAHAs  IOCIEeN0BATENbHOCTD
npencTasisier codboi onHy wiu O6onee MUPHK, kOTOpbie CHMKAIOT 3KCIPECCHIO0 SHIAOTEHHBIX
TCR.
[0017] B HekoTOphIX BapMaHTax ocymiecTBieHusi omHa wuiau Oosnee MuPHK sBrsroTcst
KOMIUIEMEHTapHBIMU 1I€JIEBOIl MOCJEeOBAaTENbHOCTU B HYKJIEOTUAHON MOCIEA0BaTEIbHOCTH,
KOAWPYIOIIEH KOHCTAaHTHYIO oOnacte sSHmoreHHbix TCR. B HekoTOpbIx BapHWaHTax
ocymectsiernst ogHa uinu 6onee MuPHK conepkar aMHHOKHCIOTHYIO TOCIIENOBATENBbHOCTD,
BBIOPAHHYIO U3 rpymimel, coctosmei u3 SEQ ID NO: 53-56.
[0018] B HEKOTOPBIX  BAapUaHTax  OCYLIECTBJIECHUsT  BTOpas  HYKJICOTHAHAA
nocjeaoBaTeNnbHOCTh KonupyeT Cas9.
[0019] B Hekoropeix Bapuanrax ocyuiectBieHuss aHTH-NY-ESO-1 TCR copepxur

KOHCTaHTHYIO 00JacTh anb(a-leny, KOHCTAHTHYI0 O0JacTh OeTa-lienu Wiau o0e, U IpuyYeM
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KOHCTaHTHasi o0yacTh anb(a-leny, KOHCTaHTHas oOjacTb OeTa-menmu uianm o0e comepkaT
AMUHOKMCJIOTHYIO MOCJIEA0BATENBHOCTh, UMEIOILIYIO IO MEHbIIEH Mepe 1, Mo MeHbILIelH mepe 2,
0 MEHbIIEH Mepe 3, MO MeHbleHd Mmepe 4 WiIM MO MEHbLIEH Mepe 5 3aMeH B LEJIeBON
MOCJIEA0BATENBHOCTH OTHOCUTENBHO COOTBETCTBYIOLEH aMUHOKUCIOTHOM MOCIEA0BATENbHOCTH
sHaoreHHoro TCR.

[0020] OmnpeneneHHble AaclneKTbl HACTOSILErO PACKPBITUS OTHOCATCA K  BEKTOPY,
cofiepskalleMy MOJIEKYJy HYKJIEHHOBOW KHCJIOTBL, PACKpPbITYI0O B JaHHOM JOKyMeHTe. B
HEKOTOPBIX BAPHAHTAX OCYLIECTBIIEHHs BEKTOP MPEICTABISIET COOON BHPYCHBIH BEKTOP, BEKTOP
MJIEKOIUTAIOLINX WM OaKTepHabHBIA BEKTOP. B HEKOTOPBIX BapHaHTaxX OCYLIECTBICHHS BEKTOP
npeacTaBysieT cOO0H peTPOBUPYCHBIN BEKTOP. B HEKOTOPBIX BapHaHTaxX OCYIIECTBJIEHUS BEKTOP
BBIOpAH M3 TPYNIbL, COCTOSINEH M3 aJeHOBHUPYCHOIO BEKTOpPA, JIGHTHUBHPYCA, BEKTOpa BUpYycCa
Cenpalii, 0aKyJOBUPYCHOrO BEKTOpa, BEKTOp BHpyca JmiuTeiiHa — bappa, mamoBaBupycHOro
BEKTOPa, BEKTOpPAa BUPYyCa OCIOBAKIMHBI, BEKTOpa BHpyCa MPOCTOrO reprmeca, THOPUAHOTO
BEKTOpPa M BEKTOpa aJeHoaccouMupoBaHHOrO BHpyca (AAV). B HEKOTOpbIX BapHaHTax
OCYILIECTBJICHHS] BEKTOP IPEACTaBIsAET COOOI JIEHTUBHUPYC.

[0021] OmnpeneneHHble acreKTbl HACTOALIETO PACKPBITUS OTHOCATCS K T-KJI€TOYHOMY
peuenTtopy (TCR) miam ero aHTHUreHCBSI3bIBAIOLICH YaCTH, COAep:Kalleil BapuabesbHbIH JOMEH
anbda-1enu packpeitoro B fanHoM nokymente aHTH-NY-ESO-1 TCR u BapuabesnbHbIil TOMEH
Oera-Lieru packpbIToro B faHHoM nokyMmeHTe aHTH-NY-ESO-1 TCR. B HeKkOTOpBIX BapuaHTax
oCywiecTBlieHHs ~ pekoMOmHaHTHBIH  T-kierounsii  penenrtop  (TCR)  wmimm ero
AHTUTEHCBS3BIBAIOIIAS YacTh, KOTOpas creruduuecku cpsidbiBaeT denoeueckuii NY-ESO-1
(«antu-NY-ESO-1 TCR»), koropeiii koHKypupyer ¢ 3TajoHHbIM TCR 3a cs3bpiBaHuE C
yenoseyeckuM NY-ESO-1; npuyem stanonssiii TCR comepxur ambda-uens u Oera-1enb, u
npuyeM ajibQa-1uenb COAEP>KUT aMUHOKHUCIIOTHYIO TIOCTIEIOBATEIbHOCTb, TIPEACTaBIeHHYIO B SEQ
ID NO: 1, a Geta-uenb COnepKUT aAMHHOKHUCIIOTHYIO MOCIIEI0BATEIbHOCTD, MPEICTABIEHHYIO B
SEQ ID NO: 2; u npuuem antu-NY-ESO-1 TCR conmepxxut anbda-uens u OeTa-1ensb, mpudem
anba-11enb COAEPKUT KOHCTAHTHYIO O0JIaCTh, U MpUYeM OeTa-Lenb COACPKUT KOHCTAHTHYIO
obmactp, mnpuvyeMm (1) KOHCTaHTHas o0ONacTh ajb(a-Lenu COAEPKUT AMHHOKUCIOTHYIO
MOCJIEIOBATENbHOCTD, UMEIOIIYIO [0 MEHbLIEH Mepe 1, Mo MeHbIIel Mepe 2, o MeHblIel Mepe 3,
0 MeHbIIEeH Mepe 4 WiIM IO MEHbIIEH Mepe 5 aMHHOKUCIOTHBIX 3aME€H OTHOCHUTENIBHO
KOHCTAHTHOM  00JacTH, TMPHUCYTCTBYIOLIEH B  aMHHOKHCIOTHOH  TOCJIENOBATEIbHOCTH,
npencrasiaedHoir B SEQ ID NO: 1 wmm (i1) xoHCTaHTHass oOnacTh Oera-Lenmu COAEPIKUT
AMUHOKMCJIOTHYIO MOCJIEA0BATENBHOCTh, UMEIOIIYIO IO MEHbIIEH Mepe 1, Mo MeHblIel mepe 2,
[0 MEHbILIEH Mepe 3, MO MeHbLIEeH Mepe 4 WM MO MEHbIIEH Mepe 5 aMUHOKUCIOTHBIX 3aMEH

OTHOCHUTEJILHO KOHCTAHTHOM oOmactw, NPUCYTCTBYIOLLEH B AMHUHOKHCJIOTHOU



nocienoareabHoctd SEQ ID NO: 2.

[0022] OnpeneneHHbIe aCTIEKThI HACTOSIIIETO PACKPBITHS OTHOCSITCSI K PEKOMOMHAHTHOMY
T-knerounomy penenropy (TCR) miu ero aHTUreHCBA3BIBAIOLIAS YaCTh, KOTOPasi CrIeU(pHUIECKU
ces3biBaeT uyesoBedeckuii NY-ESO-1 («antu-NY-ESO-1 TCR»), KOTOpBIil CBSA3BIBAET TOT K€
SIUTON WM MepeKpbIBaroimuiicss snuron denoBedeckoro NY-ESO-1, uto u stanonnsii TCR;
npudeM stanoHHbiii TCR conepxut anbda-uens u Oera-1ensb, U npuyeM anbda-Ienb COAePKUT
AMUHOKUCIIOTHYIO TIOCJIeIOBaTeIbHOCTD, mpencrasiennyio B SEQ ID NO: 1, a Oera-uenb
COZEPKUT AMUHOKHUCJIOTHYIO MTOCJIEA0BATENbHOCTS, peacTasieHHyo B SEQ ID NO: 2; u npudem
aatu-NY-ESO-1 TCR conepxkut anbda-uiens u Oera-Lienb, npuyueM ajbda-lenb COAEP:KUT
KOHCTAaHTHYIO 00JacTh, M INpHuYeM OeTa-lLienb CONEP’KUT KOHCTAHTHYIO 00JacTh, mpuueM (i)
KOHCTaHTHass o0nacTb anb(a-Lenu COAEP>KUT aMUHOKHUCIOTHYK —IIOCJIEOBATENbHOCTD,
HMMEIOLIYIO 110 MEHbIIEH Mepe 1, Mo MeHbLIel Mepe 2, 0 MEeHbIIEeH Mepe 3, 10 MeHbLIelH Mepe 4
WIM TI0 MEHbIIeH Mepe 5 aMUHOKHCIOTHBIX 3aMEH OTHOCHUTENIbHO KOHCTaHTHOW objacTy,
NPUCYTCTBYIOLIEH B aMUHOKUCIIOTHOH IocienoBaTeabHOCTH, npeacrasneHHoi B SEQ ID NO: 1
win (i1) KOHCTaHTHasi oOnacTe Oera-Lenyu COAEPIKUT aMUHOKHCIIOTHYIO MOCIIEAOBATEIbHOCTD,
HMEIOLIYIO 110 MEHbIIEeH Mepe 1, o MeHblIel Mepe 2, O MeHbIIEeH Mepe 3, 0 MeHbLIel mepe 4
WIN TI0 MEHbIIeH Mepe 5 aMHHOKHCIOTHBIX 3aMEH OTHOCHTENIbHO KOHCTaHTHOW obiacTy,
MPUCYTCTBYIOLIEH B aMUHOKUCJIOTHOM MOCienoBarenbHoCTH, npencrasieHHol B SEQ ID NO: 2.
B nexoToprix Bapuantax ocyuectsieHust aHTH-NY-ESO-1 TCR ces3biBaetcst ¢ snutonom NY-
ESO-1, cocrosmum u3 aMUHOKHCIIOTHOM MOCIeN0BaTeNIbHOCTH, nipeactasierHHoin B SEQ ID NO:
13.

[0023] B HekoTOpBIX BapWaHTaX OCYIIECTBIEHHUS JMHUTON O00pa3yerT KOMIUIEKC C
monekysoit HLA knacca I. B HekoTopsix BapuaHTax ocymectsienust monekyyia HLA kmacca |
npencrasisier coboi amnens HLA-A, HLA-B, HLA-C, HLA-E, HLA-F wmu HLA-G. B
HEKOTOPBIX BapHaHTax ocymecTBieHus monekyia HLA kmacca I mpeacrasisier coboii anens
HLA-B*07. B HekoTOpBIX BapraHTax ocyuectsieHust mosekyna HLA kmacca I BeiOpana asnens
HLA-B*07:02, annens HLA-B*07:03, annens HLA-B*07:04, annens HLA-B*07:05 u annens
HLA-B*07:06. B HekoTopbIX BapraHTax ocymectsieHus Mojiekyia HLA knacca I npencrasisier
coboit amens HLA-B*07:02.

[0024] B Hekoropeix BapuaHTax ocymectBieHus anbga-uens aHTH-NY-ESO-1 TCR
Conep KUT BapuadepHbIi noMeH, conepskamuiit CDR1 anpda-uenn, CDR2 anbda-ienn u CDR3
anbda-nenu, u npuueMm Oerta-uenb aHTU-NY-ESO-1 TCR copmepskut BapuaOenbHBII TOMEH,
conepxkammii CDR1 Gera-ienu, CDR2 Gera-nieniu u CDR3 Gera-uienu;, npudem CDR3 anbda-
uenu aHTU-NY-ESO-1 comepuT aMHHOKHCIOTHYIO TOCJIEIOBATEIbHOCTD, MPEACTABIECHHYIO B

SEQ ID NO: 7. B Hekotopsix BapuanTtax ocymectieanss CDR3 6era-uenu antu-NY-ESO-1
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TCR copep:kUT aMUHOKHCIIOTHYIO [TOCNIE€A0BAaTEIbHOCTD, IpenacTasieHHyo B SEQ ID NO: 10.
[0025] B nekoropeix BapuaHTax ocymectBieHust anbga-nens aHTH-NY-ESO-1 TCR
comep kuT BapuadenpHbIi qoMeH, conepskamuiit CDR1 anpda-uenn, CDR2 anbda-ienn u CDR3
anb(a-uenu;, u 6era-nens aHTH-NY-ESO-1 TCR conepskut BapuadenbHbI JOMEH, COMep KaIIHii
CDRI1 6era-uenn, CDR2 6era-uenu u CDR3 Oera-uenu; npuuem CDR3 Oera-nenu antu-NY-
ESO-1 TCR conep>kuT aMHHOKUCIIOTHYIO IIOCIEN0BATENbHOCTD, penacTasieHHyto B SEQ ID NO:
10. B Hexoropwix Bapmanrax ocymectieHuss CDR3 anpda-uenn antu-NY-ESO-1 TCR
COZIEP’KUT AMUHOKUCIIOTHYIO MOCJIEN0BATENbHOCTD, MpeacTasieHHyo B SEQ ID NO: 7.

[0026] B Hexoropsix BapmanTtax ocymectBieHuss CDR1 anpda-uenu antu-NY-ESO-1
TCR conep:xUT aMMHOKHCIOTHYHO MOCJIe0BAaTeNbHOCTD, NpeacTasiaeHHyo B SEQ ID NO: 5. B
HekoTopbIx BapuaHTax ocyiectBieHuss CDR1 Oera-uemn antu-NY-ESO-1 TCR conepxut
AMUHOKHCJIOTHYIO TMOCIEN0BaTeNbHOCTh, npeacTaBieHHyro B SEQ ID NO: 8. B HekoTOpbIx
BapuaHTtax  ocymectBienuss CDR2  ampda-uenu  antu-NY-ESO-1  TCR  comepskut
AMMHOKHUCIIOTHYIO IOCJIEN0BaTeNbHOCTD, npencrasieHHyro B SEQ ID NO: 6. B HekoTopbIx
BapuaHtax  ocymectsienus CDR2  Gera-uemn  antu-NY-ESO-1  TCR  comepskut
AMHHOKHCIIOTHYIO TIOCJIEIOBATENBHOCTD, npeactasieHHyo B SEQ ID NO: 9.

[0027] B HeKkoTOpBIX BapuaHTAaxX OCYINECTBIIEHUs] BapuabeNbHBbIA IOMEH aibda-nenu
antu-NY-ESO-1 TCR comepkUuT aMHHOKHCJIOTHYIO TOCJIEA0BATEIbHOCTh BapuabeabHOro
JOMEHa, IPUCYTCTBYIOLIETO B AMHHOKHCIIOTHOH MOCIENOBATEeIbHOCTH, TIpeaAcTaBieHHoi B SEQ
ID NO: 1. B HeKOTOpBIX BapHaHTAX OCYIIECTBICHUS BapuadebHbIN ToMeH OeTa-1ienu aHTH-NY -
ESO-1 TCR comep:KuT aMUHOKHCIOTHYEK) MOCJIEAO0BATEIbHOCTh BapHaOEbHOrO JOMEHa,
MPUCYTCTBYIOLIEr0 B aMUHOKHUCIIOTHOH MOC/IeN0BaTeNbHOCTH, npeacTasieHHoi B SEQ ID NO: 2.
[0028] B HeKoTOpBIX BapHaHTaX OCYLIECTBJIEHHsS KOHCTaHTHas 00JacTh aybga-nenu
COZEP>KUT AMUHOKHCJIOTHYIO MTOCIE0BATENbHOCTD, UMEIOIIYIO [0 MEHbIIIeH Mepe 0koJo 85%, nmo
MeHbLIel Mepe okojo 90%, mo MeHbine Mepe okoso 95%, mo mMeHblet Mepe okono 96%, o
MeHbIel Mepe okoJio 97%, no MeHblIell Mepe okoio 98% wiu no MeHbllel Mepe okoso 99%
UJIEHTUYHOCTH C  aMHHOKHCIIOTHOM  MOCJENOBAaTENIbHOCTBIO  KOHCTAaHTHOH  oOjactw,
NPUCYTCTBYIOLIEN B aMUHOKHCIOTHOH MOCJe0BaTeNbHOCTH, peacTasieHHoi B SEQ ID NO: 1.
[0029] B HekoTOphIX BapuaHTaX OCYINECTBJIICHUS KOHCTaHTHas o0Onactb Oera-menu
COZEPKUT AMUHOKHCJIOTHYIO MTOCJIEA0BATENbHOCTD, UMEIOLIYIO [T0 MEHbIIIeH Mepe okoJio 85%, no
MeHblIIel Mepe okoJio 90%, o MeHblielt Mepe okojio 95%, no mMeHblIel Mepe okono 96%, no
MeHbllIel Mepe okoJio 97%, no MeHblIell Mepe okoio 98% wunu no MeHbllel Mepe okoso 99%
UJIEHTUYHOCTH C  aMHHOKHCIIOTHOM  MOCJENOBAaTENIbHOCTBIO  KOHCTAaHTHOH — oOmjactw,
MPUCYTCTBYIOLIEN B aMUHOKHCIOTHOH MOCie0BaTeNbHOCTH, npeacTasieHHoi B SEQ ID NO: 2.

[0030] B Hekoropeix BapuaHTax ocymectBieHus anbga-uens aHTH-NY-ESO-1 TCR



-8-
COZIEP’KUT aMHUHOKHUCJIOTHYIO MOCHIEA0BaTeNbHOCTh, npencrasieHHyro B SEQ ID NO: 1. B
HEKOTOPBIX BapuaHtax ocyuiectBieHus Oera-nenb aHTH-NY-ESO-1 TCR  comepxkur
AMUHOKHCJIOTHYIO TIOCIIEA0BATENBHOCTD, NpeacTaBieHHyo B SEQ ID NO: 2.
[0031] Onpenenexnnbie ACIIEKThI HACTOALLErO PaCKpBITHsL OTHOCATCS K
oucnermduueckomy TCR, conmepskameMy mNepBblii aHTHIEHCBS3BIBAIOIINN JIOMEH M BTOPOH
AHTUIE€HCBSA3BIBAIOIINN JOMEH, IIPUYEM NEepBbI aHTUIeHCBs3bIBAOLIMI foMeH comep:kutr TCR
WIA €r0 aHTUI€HCBS3bIBAIOLIYIO YaCTh, PACKPBITYIO B JaHHOM nokyMeHTe, unu TCR umum ero
AHTUIE€HCBSA3BIBAIOIIYIO YaCTh, PACKPHITYI0 B JaHHOM AOKyMeHTe. B HEKOTOpBIX BapHaHTax
OCYILECTBJICHUs] MEPBbIIl  AHTUIECHCBSA3BIBAIOIUMNM  JAOMEH COAEPXKUT  OJHOLENOYEYHBIH
BapuabenpHbIll  (parmeHT («scFv»). B HEKOTOpBIX BapHaHTax OCYLIECTBIEHUsS BTOPOH
AHTUTEHCBSA3BIBAIOIINN JOMEH CIELU(PUUECKN CBSI3bIBAETCS C OEJIKOM, SKCIPECCUPOBAHHBIM Ha
MOBEPXHOCTU  T-KJeTku. B HEKOTOPBIX BapMAaHTaX  OCYLIECTBJIEHUS  BTOPOH
AHTUTEHCBS3BIBAIOINMI NOMeH cneunduueckn cesszbiBaeTcs ¢ CD3. B HekoTopbIX BapuaHTax
OCYILECTBJIEHNs] BTOPOH aHTUI€HCBA3BIBAIOLIUI TOMEH cOnepkUT scFv. B HeKOTOpBIX BapuaHTax
OCYILECTBJICHNs] NIEPBbINl AHTUTCHCBSI3bIBAKOLINI JOMEH U BTOPON aHTUTCHCBA3BIBAIOIINN TOMEH
CBsI3aHbl WJIM aCCOLIMMPOBAHBI KOBAJIEHTHOM CBsI3bI0. B HEKOTOPBIX BapHAHTAX OCYILECTBICHMS
NEPBbIl AHTUTCHCBA3BIBAIOINUN JOMEH M BTOPON AHTUTECHCBA3BIBAIOIIMNI JIOMEH CBSI3aHbI
NENTUIHOM CBS3BIO.
[0032] OnpeneneHHble AaCMEKThl HACTOSIIIETO PACKPBITHUSI OTHOCSTCS K  KJIETKE,
BKJIOYAKOIIEN MOJIEKYJly HYKJIEHHOBOM KHCJIOTBI, PACKPBITYI0O B JAHHOM JOKYMEHTE, BEKTOD,
packpeIThlii B 1aHHOM aokyMeHTe, TCR, packpbIThili B JAHHOM JIOKYMEHTE, PEKOMOWHAHTHBIN
TCR, packpeiThlii B JaHHOM JOKyMeHTe, win Oucnenuduueckuii TCR, packpbIThlii B TaHHOM
JNOKyMeHTe. B HEeKOTOpBIX BapuaHTax OCYLIECTBJIEHMs KJIETKA IOMOJHUTEIbHO 3KCIPECCUPYET
CD3. B HEeKOTOpBIX BapHaHTaX OCYLIECTBIIEHHs KJIETKa BbIOpaHa W3 TPYMIIbI, cocTosmen u3 T-
KJIeTKH, ecrecTBeHHOH knyuepHoi (NK) kietku, ecrectBenHol kmutepHoi T-kinerku (NKT) mmu
knetku [LC.
[0033] OmnpeneneHHbIe acMeKThl HACTOSIIIETO PACKPBITHS OTHOCATCS K CIOCOOY JIeUeHHsI
paka y Hy>KIaroIerocsi B 5TOM CyOBeKTa, BKIFOUAOLIEMY BBEACHHE CYOBEKTY KIIETKH, PACKPBITON
B JaHHOM JIOKyMEHTe. B HEKOTOpbIX BapHaHTax OCYINECTBJICHUS PaK BbIOPAH W3 TPYIIIbI,
COCTOsALIEH U3 MEJIAHOMBI, PaKa KOCTEH, paKa MO KEITyJOUYHOM JKeNe3bl, PaKa KOXKH, paKa rOJIOBbI
WIN IIeW, paka MaTK{, paka sSUYHUKOB, paka MpPsMOH KHIIKH, paka aHaJbHOW 00JacTh, paka
KENMyaKa, paka siIMYeK, paka MaTKH, KapUUHOMBI (paJutONueBbIX TPYO, KApLUHOMBI SHIOMETPHS],
KapLUHUHOMBI IEHKH MAaTKH, KapLIUHOMBI BJIAraJININA, KAPIITHOMA BYJIbBBI, JIUM(POMBI XOIKKHHA,
HexO/KKUHCKOH smMpomsl  (HXJI), mnepBu4HON MenuacTHHaNBbHOW B-kpymHOKIETOUHOMN

mmpomsl (IIMBKIJI), nuddysnoit B-kpynHoknerounoi mumdomer (JIBKKJI), ¢pomnmukynsapHoi
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mmpomsl (PJI), TparchopmupoBaHHOH GOITHKYISIPHON THUM(OMBL, JTUMPOMBI MaprUHATBHON
30HbI cenedeHku (JIM3C), paka nuineBoaa, paka TOHKOH KHIIKH, paka SHAOKPUHHON CHCTEMBI,
paka IMUTOBUAHOMN >KeNe3bl, paka MapalUTOBUIHOMN KeNe3bl, paka HaANOYEUHUKOB, CApPKOMbI
MATKUX TKaHEH, paka ypeTphl, paka MOJOBOrO 4jieHa, XPOHHUYECKOrOo WM OCTPOro Jeiko3a,
OCTPOrO0  MMENIOMJHOTO  JIeWKO3a, XPOHUYECKOTO  MHEJNOUAHOro  JIeliko3a,  OCTpOro
mumdoodiactoro seiikoza (OJUJI) (Bxmouas wHe T-xmerounsrit OJIJI), xpoHHUECKOro
muMmdonurapHoro seiikosa (XJIJI), comuaHbIx omyxoyiel NeTCKOro Bo3pacTa, JuM(ouUTapHOH
TuM(QOMBI, paka MOUEBOrO IMy3bIps, paka IMOYKH WM MOYETOYHHKA, KapLUUHOMAa NOYEYHOH
JIOXaHKHM, HOBOOOpa3oBaHUs LieHTpanbHOW HepBHOW cucrembl (LIHC), mepBuunOl muMdombl
IMHC, onyxoneBoro aHruoreHesa, OMYXOJU OCH IO3BOHOYHMKA, IJIMOMBI CTBOJIA T'OJIOBHOTO
MO3ra, aIeHOMbI runogusa, capkoMsl Kanomm, 3muaepMouHOrO paka, MIOCKOKJIETOYHOIO paka,
T-xknerounoit nmumdoMsbl, BUABI paka, MHAYLHUPOBAaHHbIE OKPYXKAIOIIEH Cpemol, BKIJOYAs pak,
WHIYLHPOBAaHHbII acOecToM, apyrue B-kjieTOuHbIE 3JI0KaueCTBEHHbBIE OIYXOJH, a TaKXKe
KOMOWMHAIMY YKa3aHHBIX BUJIOB PaKa.

[0034] B HEKOTOpBIX BapuaHTaxX OCYLIECTBJICHUs paK SIBJIAETCS PELIMIAUBUPYIOLIUM WUJIH
pedpakTepHbIM. B HEKOTOPBIX BapHaHTax OCYIECTBJICHUS pax ABJIAETCS
MECTHOPACNPOCTPAHEHHbIM. B HEKOTOpPBIX BapUAHTAX OCYIIECTBIEHUS paK SBJSETCA
pacnpocTpaHEeHHBIM. B HEKOTOPBIX BapUaHTaX OCYLIECTBIEHUS PaK SBJISIETCS] METACTATUYECKUM.
[0035] B HeKOTOpBIX BapuaHTaX OCYIIECTBJIEHHS KJIETKH TOJy4eHbl OT cyObekra. B
HEKOTOPBIX BAPHAHTAX OCYLIECTBICHHS KJIETKH MOJYYalOT OT TOHOPA, OTJIMYHOTO OT CyObekTa. B
HEKOTOPBIX BAPHAHTAX OCYLIECTBJIEHHUsS] CyOBEKT MONBEPraeTrcs NMPeABApUTENIbHONW MOATOTOBKE
nepes BBeAEHHEM KJETOK. B HEKOTOpBIX BapHaHTax OCYIIECTBIIEHUS IpeIBapUTENbHOE
KOHIUIIMOHUPOBAHNE BKIIIOYAET BBEICHUE CYOBEKTY XHMHOTEPANeBTUYECKOrO Ipernapara,
LIUTOKWHA, OeNKa, Majiol MOJIEKYJIbI MM JI000H MXx KoMOWHaimu. B HEKOTOpBhIX BapHaHTax
OCYLIECTBJICHHS] TPEABAPUTENIBHOC KOHIUIMOHUPOBAHHE BKJIFOYAET BBENEHHE CYOBEKTY
UHTepJIeKuHa. B HEKOTOPBIX BapUaHTax OCYIeCTBIEHUS MIpeBapUTENbHOE
KOHJIWIIMOHUPOBaHUe BKto4yaer BeaeHue 1L-2, 1L-4, IL-7, IL-9, IL-15, IL-21 umu nro6oi ux
KOMOMHAIMU. B HEKOTOPBIX BapHaHTaX OCYINECTBJICHUS NPEABAPUTEIbHOE KOHIUIIMOHNPOBAHNE
BKJIFOYAET BBEACHHE MPEKOHIUIIMOHUPYIOIIETO CPEACTBA, BHIOPAHHOTO U3 TPYIIIIBL, COCTOSLIECH 13
kiodochamuna, ¢nynapaduna, suramuaa C, uaruoutopa AKT, ATRA, panamuuuHa wim
1r000# X KoMOUHALMH. B HEKOTOPBIX BapUaHTax OCYIIECTBIICHUS PEABAPUTENbHAS TOATOTOBKA
BKJIFOUaeT B ce0st BBeAeHue nukinodpochamuna, GpiaynapabuHa v oOOUX MpenapaTos.

[0036] OnpeneneHHble aCHEKThl HACTOSIIETO PACKPBITHUS OTHOCITCS K  CIOCOOy
KOHCTPYMPOBAHUsI AHTUI€H-HALIENNBAIOIIENH KJIETKH, BKJIOYAIOIIEMy TPAHCAYKLHIO KIETKY,

TIOJTYYEHHOM OT CyOBEKTa, Hy»KAarIierocst B T-KJIeTOYHOH Tepanuu, HyKJIEHHOBON KHCJIOTOMH,
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pacKpbITOll B AaHHOM JOKYMEHTE, WJIM BEKTOPOM, PAacKpbIThIM B JAHHOM JOKyMeHTe. B
HEKOTOPBIX BapUaHTax OCYILECTBICHUs] AHTUIE€H-HALENIUBAIOINAs KJIETKA JIONOJHHUTENBHO
skcnpeccupyer CD3. B HEKOTOPBIX BapuaHTaxX OCYIIECTBJICHHs KJIETKA MpeacTasisieT coboit T-
KJIETKY MJIH €CTECTBEHHYIO KiutepHyto (NK) kieTky.
[0037] OmnpeneneHHble aCIEKThI JAHHOTO PACKPBITUSI OTHOCATCS K Mosiekysie HLA knacca
I, oObeanHeHHOM B KOMILIEKC ¢ menTuaoM, npudem mojekyna HLA knacca I conepsxut nomen al,
JOMEH 02, JOMEH 03 U IOMeH $2m, a menTu COCTOUT U3 aMUHOKHUCJIOTHOM ITOCIIeIOBATEIbHOCTH,
npencrasieHHoil B SEQ ID NO: 14.
[0038] B nexoropsix BapuaHTax ocyiectsienus mosekyna HLA knacca I npencrasnser
coboii HLA-A, HLA-B, HLA-C, HLA-E, HLA-F umu HLA-G. B HekoTOphIX BapuaHTax
ocymectsienus mojiekysna HLA knacca [ nmpencrasnsier coboit HLA-B. B HekoTopbIx BapuaHTax
ocyuectsienus monekyna HLA knacca I mpencrasnsier coboii amtens HLA-B*07. B HekoTOpbIx
BapuaHTax ocyiectBieHus monekyna HLA knacca I BeiOpana amnens HLA-B*07:02, amnens
HLA-B*07:03, amnenss HLA-B*07:04, amnens HLA-B*07:05 u amnens HLA-B*07:06. B
HEKOTOPBIX BapuaHTax ocyuectsieHust monekyiaa HLA kmacca I mpencrasisier coboit aymenb
HLA-B*07:02. B HexkoTOpBIX BapuaHTax ocyiectsieHus monekyiaa HLA knacca I mpencrasnser
coboii amnens HLA-B*07:03.
[0039] B nexoropsix BapuanTax ocyiuectsienus mosnekyna HLA knacca I npencrasnser
coboit MoHOMep. B HekoTOpbIX BapuaHTax ocyluecTBieHusi Mmoyiekyna HLA kmacca [
npencTassier coboi qumep. B HEKOTOPBIX BapuaHTax ocyecTBieHus mojekyna HLA knacca I
npencTaBIsieT co0oit TpuMep. B HeKOTOpBIX BapuaHTax ocyecTsieHus moyekyaa HLA kmacca I
npencTaBisieT coboii TeTpamep. B HEKOTOPBIX BapuaHTax ocyiecTsieHust Mmoyekysia HLA knacca
I mpencrasnser coboit meHTamep.
[0040] Onpenenennbie ACIIEKThI HACTOSALLErO PacCKpBITHsL OTHOCATCS K
anTurenmnpesenrupyroinei kierke (APC), conepskameit monekyny HLA kiacca I, packpoiTyro B
JaHHOM JOKyMeHTe. B HekoToprix BapuaHTax ocyuiecTBieHuss mojekyna HLA kmacca [
sKcpeccupyercst Ha mosepxHocTH APC.
[0041] OnpeneneHHble aCHEKTbl HACTOSIIETO PACKPBITHUS OTHOCITCS K  CHOCOoOy
oOorameHust [EJEeBOW TNOMYJSIUH  T-KJIETOK, TOJYyYEHHBIX OT CyObeKTa-ueJioBeKa,
BKJIFOUaronieMy npusefeHue T-kieTok B KOHTakT ¢ Monekyioid HLA kmacca I, packpeitoil B
naHHOM JokymeHTe, uin APC, packpbITOil B JaHHOM JOKYMEHTE, IIpUYeM IOocje MPUBEIeHUs B
KOHTaKT OOOTalleHHasi MOMyJsinus T-KJIETOK COHNEPXKHUT OoJbllee KOJUYECTBO T-KIETOK,
cocoOHbIX CBsi3biBaTh MoJiekyny HLA kmacca I, mo cpaBHeHHIO ¢ KONMUYECTBOM T-KIIETOK,
crocoOHBIX CBsA3bIBaTH MosieKyny HLA knacca [ 1o mpuBeneHus B KOHTAKT.

[0042] OnpeneneHHble aCMEKTbl HACTOSIIETO PACKPBITHUS OTHOCITCS K  CIOCOOy
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oOorameHust 1eNeBOW MOMYJSIUUK T-KJIETOK, TOJYYEHHBIX OT 4YeJNOBEKa, BKIFOUYAKOLIEMY
npuseneHue T-KJIETOK im Vilro B KOHTakT C MENTUAOM, IMpPUYEeM IMEeNTHA COCTOUT W3
AMUHOKHCIIOTHOW TocnenoBaTenbHoCcTH, npenactasieHHoit B SEQ ID NO: 13, npuuem nocne
NPUBEACHUS B KOHTAKT OOOTrameHHast MOMyJIIus T-KJIeTOK conmep kuT Oobliee KoaudecTBo T-
KJIETOK, CTIOCOOHBIX HALIENMBATBHCS HA OMYXOJIEBYIO KJIETKY, IO CPABHEHHUIO C KOJWYECTBOM -
KJIETOK, CITOCOOHBIX HAaLIEJIMBATHCS HA OMYXOJIEBYIO KJIETKY 10 MPUBEACHUS B KOHTAKT.

[0043] B HeKOTOpBIX BapUaHTax OCYINECTBIEHUs N300peTeHus T-KIeTKH, MOMyYeHHbIE OT
cyObeKTa-uenoBeKa, ABIATCS HHPUIBTPUPYIOIUMEU onyxoib JuMmdoruramu (TIL).

[0044] OmnpeneneHHble acleKThl HACTOSINErO PACKPBITH OTHOCATCS K CIOCOOY JIeUeHUsI
OIyXOJIN Y HY KJAIOLIEr0Csl B 3TOM CYyOBEKTa, BKIIIOUYAIOIIEMY BBelleHHE CyOBeKTy o0orameHHoH
NOMNyJALUU T-KIE€TOK, PaCKPBITBIX B JAHHOM JOKYMEHTE.

[0045] OmnpenesneHHbIE aCTIEKThl HACTOSLIETO PACKPBITHSI OTHOCSTCS K CIOCO0Y yCHIICHHS
OMOCPEIOBAHHOIO LMTOTOKCUYECKUMM T-KJeTKaMM HaLEeIMBaHWs HA PpAaKOBble KIETKH Y
cyOBeKTa, CTPafarollero pakoM, BKIIOYANONIIEMY BBEICHHE CYOBEKTY MeNTHaa, HMMEIOLIero
AMHHOKHCIIOTHYIO TIOCJIEI0BATENBHOCTD, npeacTasieHHyo B SEQ ID NO: 13.

[0046] OnpeneneHHble acTEeKThl HACTOSIErO PACKPBITHS OTHOCSITCSI K NMPOTUBOPAKOBOM
BaKLIMHE, COAepXKallell MeNnTuA, MMEIIUNA AaMHUHOKUCIOTHYIO  IOCIEA0BATENIbHOCTD,
npencrasiennyio B SEQ ID NO: 13.

[0047] HekoTropble acmekThl HACTOSIIEr0 PACKPBITHS OTHOCATCS K crocoly otdopa T-
KJIETOK, CIIOCOOHBIX HALeUBAThCS HAa OIMYyXOJEBYK KJIETKY, BKJIOYAIOLIEMY NPUBEICHUE
MOMYJIALIUU BBIAENEHHBIX T-KJIETOK /71 Vifro B KOHTAaKT C MENTHAOM, PUYEM NMENTH COCTOUT U3
aMHUHOKHUCIIOTHON mocienoBarenbHocTy, npeacrasieHHo B SEQ ID NO: 11. B HekoTOpbIX
BApUAHTAX OCYIIECTBJICHUS T-KjeTka npeacTaBisieT coOOH WHQPUIBTPUPYIOLIHE OIMyXOJb

mam@ormtel (TIL).

KPATKOE OITMCAHUE 'PAOUYECKHNX MATEPHUAJIOB

[0048] Ha ¢ur. 1A-1B mnpencraBnensl rpaduyeckue u300pakeHHUs] OKpALIMBAHNE
mynsTuMepamMu  B*07:02/NY-ESO-1¢0-2 TIL wmenanomsl. Ha d¢ur. 1A mpencrasinero
oxpamusanue TIL mympTuMepom B*07:02/NY-ESO-1¢0.72. Mynstumep B*07:02/HIV nefi2s.137
(¢ur. 1B) MCMOIB30BAIM B KAYECTBE OTPHULATENHLHOTO KOHTPOIsL. [oKka3aH MpOLEHT My IbTHMED
xnerok B CD8" T-knerkax.

[0049] Ha ¢ur. 2 mpencrasieHa rucrorpamma, WUTIOCTPUPYIOMAs (yHKIIMOHATBHYIO
oueHky B*07:02/NY-ESO-1¢0-72 mynpTumep-nonoxkutenbHbix TIL menanomsl. Beipabotka IFN-
vy TIL cnemuduuecknm mns B*07:02/NY-ESO-1¢0.72 obpasom. TIL Opumm HMCHONB30BaHBI B

KauecTBe MMMYyHOpeakTUBHbIX KJeTok B aHanmusze ELISPOT nns onpenenenust ypoHsi [FN-y.
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B*07:02-uckyccreennpile  APC, B KOTOpble BBOAMJIN TI€PEKPHIBAIOIIUECS TENTHABL OB
UCTIONIb30BaHbl B KadecTBe KIETOK-cTumyJtisitopoB. Ilemruny HIV nefizs.37 mcmons3oBamm B
Ka4eCTBE KOHTPOJIS. DKCIEPUMEHTHI MPOBOIMINCH B TPEX MOBTOPHOCTSX, M CTOJOLBI OLIHOOK
oroOpaxaroT crannaptHoe otkionenue (CO). *P <0,05.
[0050] Ha ¢ur. 3A-31 npencraBnensl rpapudeckne H300paKEHHs IMOJOKUTEIBHOTO
okpamnBaHus kietok Jurkat 76/CD8, TpancnyrmposanHbix reHamu B*07:02/NY-ESO-160.72 TCR
¢ KorHaTHbIM MystbTuMepoM. Knerku Jurkat 76/CD8 Tpancaynmposanu ¢ nomorisio B*07:02/NY -
ESO-160-72 TCR (¢pur. 3B, 3E u 3H) okpammsanu mynstumepom B*07:02/NY-ESO-160-72 (dur.
3B). Mynsrumep B*07:02/MAGE-Al289.297 (pur. 3D, 3E u 3F), B*07:02/Hen3meHeHHbIi
mynbTuMep (dur. 3G, 3H u 3I) u B*07:02/MAGE-A1289.207 TCR (¢ur. 3C, 3F u 31) ucnonpzosanu
B Ka4uecTBe KOHTpoel, a Takxke Jurkat 76/CD8, ne Tpacayuuposannsie TCR (¢ur. 3A, 3D u 3G).
IMokasan npoueHt MyssTumep CD8' kiieTok.
[0051] Ha ¢ur. 4A-4D npencrasiensl rpaduyeckne n300paskeHUs MOJIOKUTEIBHOTO
OKpAaLINBaHUs NMEPBUYHBIX T-KJIETOK YeNoBeKa, TpaHCAYLUpoBaHHbIX reHamu B*07:02/NY-ESO-
leo-72 TCR (¢pur. 4B u 4D) ¢ moMoupi0 KOrHaTHOro MyJjbrumepa. Ilepsuunble T-kierkwy,
TpaHcayLuupoBaHHbele ¢ nomombio B*07:02/NY-ESO-160.72 TCR okpammBanu € MOMOIIBIO
B*07:02/NY-ESO-1¢0-72 (¢ur. 4B) mnu koHTponbHeIM MyjdbTumepoM B*07:02/HIV nefizs-137
(ur. 4D). HerpancayuupoBaHHbIE TEpBUYHBbIE T-KJIETKH HCIOJB30BAIM B KayeCcTBE
OTpULIATENbHBIX KOHTpOei (pur. 4A u 4C). TTokasan npoueHt mynstumep CD8™ T-kieTok.
[00S2] Ha ¢ur. 5 npeacrapneHa ructorpamMMa, WUTFOCTPUPYIOLIAs, YTO MepBUYHbIe T-
KJIETKH 4YeJioBeKa, TpaHcayuupoBaHHble reHamu B*07:02/NY-ESO-1¢0.72 TCR, BCcTymaroT B
CHWJIBHYIO PEAKIMI C KOTHATHBIM MENTHAOM, NPEACTABICHHBIM LIEJIEBOM MOJEKYJION kiacca [
IMepuunble T-xnetku, TpancayuupoBanHble reHamu B*07:02/NY-ESO-l¢0..2 TCR wmnmm
HETPAHCAYLUPOBAHHbIE NEpBUYHbIE T-KJIETKH (OCh X) OBUTM HCIONB30BAHBI B KayeCTBE
UMMyHOpeakTuBHbIX KkieTok B aHamu3e ELISPOT nns onpenenenust yposHst IFN-y. beiin
nosiy4enbl HLA-B*07:02-tpancnyunpoBannsie T2-kaerku (T2-B*07:02). T2- wu T2-B*07:02-
kiaeTkn, B kotopblie BBoamiu nentua NY-ESO-leo.72 mmm HIV nefizs.37 (koHTpOds), Obutn
UCIIOJIb30BAIM B KAUECTBE KJIETOK-CTHMYJISITOPOB. ODKCIEPUMEHTHI IMPOBOIWINCH B TPeEX
MOBTOPHOCTSIX, M CTONOLBI ommubok orobpakator CO. **P < 0,01.
[0053] Ha ¢ur. 6A u 6B npencrasieno rpaguueckoe n3odpakeHne, WUTIOCTPUPYIOLIEE,
9YTO mepBUYHble T-KJeTkH, TpaHcayuupoBaHHble reHamu B*07:02/NY-ESO-lgso-.2 TCR,
PacIo3HAIOT OMyXoJieBble KiIeTKH (ur. 6A), a Takke yCIoBHbIe 0003HaueHMs K Hemy (¢ur. 6B).
Ilepeuunble T-xnerku, TpancayuupoBanHble reHamu B*07:02/NY-ESO-l¢0..2 TCR wnmm
HETPAHCAYLUPOBaHHbIE  MNepBUYHbIE  T-kieTkw, ObUIM  TNpPUMEHEHbl B  Ka4yecTBe

uMMyHoOpeakTUBHbBIX KiieTok B aHanuse ELISPOT nns onpenenenus yposus IFN-y. Knerku A375,
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SK-MEL-37 151 SK-MEL-21, KOTOpble ~ ObUTM  HETPAHCAYLHUPOBAHHBIMH WU
TpaHcayuupoBaHHbIMU ¢ momombio HLA-B*07:02 wnmu NY-ESO-1, kak yka3aHo Ha ¢ur. 6B
(ycnoBHble oOO3HaueHuss K ¢ur. 6A), HCIONB30BAIM B KAYECTBE KJIETOK-CTUMYJISITOPOB.
DKCIePUMEHTHI MPOBOIMINCH B TPEX MOBTOPHOCTSIX, M CTOJOLBI omubok otodpaxkaror CO. **P
<0,01, ***P <0,001.

[0054] Ha ¢ur. 7A-7D npencrasnens! rpagpudeckue n3odpaxenus skcrnpeccun NY-ESO-
1, momy4eHHOro W3 OSHAOTEHHOTrO WM TPAHCAYLHPOBAHHOTO TIOJHOPAa3MEPHOTO TIeHa.
Oxcnpeccuto NY-ESO-1, mnonydeHHOro w3 3HAOIEHHOTO MM  TPAHCAYLUPOBAHHOTO
NOJTHOPA3MEPHOTO T'eHa B KJIETKAaX-MULICHSX, AHAJIW3MPOBAIM C MOMOINBIO BHYTPHKJIETOYHON
NPOTOYHON LIUTOMETPHUH Iocie oKpamuBaHus ¢ nomoinbio mAb k NY-ESO-1 (nezanonHenHas
KpHBasi) 1 U30TUIMYECKUH KOHTPOJIb (3aII0JIHEHHAs] KPUBAst).

[0055] Ha ¢ur. 8A-8D npencrasnens! rpadpuueckue nzodpaxkenus skcnpeccun ANGFR
B KJIETKaX-MHIIEHX, TPAHCAYLIMPOBAHHBIX MoJHOpa3MepHbIM reHoM HLA-B*07:02, meueHHbIM
ANGFR (¢pur. 8B u 8D). IlosepxHoctHyto skcmpeccuto ANGFR B kierkax-MuneHsx,
TPAaHCAYLHPOBAHHBIX  MOJHOpa3MepHbiM reHom HLA-B*07:02, wmevennoim  ANGFR,
AHAJM3UPOBAIN METOZOM IPOTOYHON LIUTOMETPHM MOCJE OKPALIMBAHUS C MOMOLIBIO MAb K
NGFR (He3anosHeHHas: KpUBasi) ¥ M30TUIHYECKOTO KOHTPOJIS (3aMojHeHHAs KpuBasi). TOMBKO

ANGFR wucnons3zoBanu B kauectBe koHTposisi (pur. 8A u 8C).

ITOJAPOBHOE OITMCAHUME CYIITHOCTHU U30BPETEHU A
[0056] Hacrosimmee packpoitue orHocuTcsi K TCR mn X aHTUT€HCBSI3BIBAIOIIMM YaCTSIM,
KOTOpble crenuduyecku cBA3BIBAIOTCS ¢ snuTonoM Ha NY-ESO-1, monekynam HYKJIEHMHOBOH
KUCJIOTBL, KOAMPYIOIIMM HX, U kieTkaMm, cojepxkammm TCR wumm Monexkyny HyKJIEHMHOBOM
KUCJIOTBl. HEKOTOpbIE acrieKThl HACTOSIIIETO PACKPBITUSI OTHOCSTCS K CIOCO0AM JICUSHHS paka y
HYKIAIOLIEroCsl B 3TOM CyOBEKTa, BKIFOYAKOLINM BBEICHHUE CyOBEKTY KJIeTKU. [[pyrue acrekTsl
HACTOSIILIETO PACKPBITUSL OTHOCATCS K MojiekyiaMm HLA knacca [, o0bennHEHHBIM B KOMILIEKC C

nentuaom, copepxkaium snuron NY-ESO-1.

I Tepmunbl

[00S7] Jns toro, 4TtoOBI HACTOsIee pacKpeiThe ObLIO OOJiee TOHSATHBIM, CHavaa
onpeznesaeHbl HEKOTOPbIe TepMUHBL. [Ipy NCNONB30BaHNH B HACTOSIILEH 3asiBKE, €CJIU TOJBKO HHOE
NpsIMO HE MPEAyCMOTPEHO B AAHHOM JOKYMEHTE, KaKIAbId M3 CIEAYIOIIMX TEPMHHOB HUMEET
3Ha4YeHUe, YKa3aHHOe Huxke. JlomoJHUTEeNbHBbIE ONpENEeNeHUs] NPUBENECHBl MO BCEMY TEKCTY
3a51BKU.

[0058] Crnenyer oTMeTUTh, YTO TEPMHHBI B (pOpPME E€OMHCTBEHHOIO YHCIA BKIFOYAIOT
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CCBUIKM Ha OIHO WJIM OoJiee; HampuMep, «HYKJICOTHAHAS MOCIEeN0BATEIbHOCTb) O3HAYAET OHY
win Oojiee HYKJIEOTHOHBIX TocienosarenbHocTell. (CnenoBarenbHO, TEPMHHBI B (opme
€IMHCTBEHHOTO YHCJIA, & TAK)KEe BBIPAKECHHS KOOUH WM OOJiee» M IO MEHbIIEH Mepe OIUH»
MOT'YT UCIIOJIb30BAThCS B JAHHOM JOKYMEHTE B3aUMO3aMEHSIEMO.
[0039] Kpome TOro, B HaHHOM KOHTEKCTe «W/HJIU» CIEAyeT pacCMaTpHUBAaTh Kak
KOHKPETHOE OINMUCAHNE KAKIOro U3 ABYX YKa3aHHBIX MPU3HAKOB HJIH KOMIIOHEHTOB C IPYTHUM HJIH
6e3 Hero. Takum 00pa3oM, TEPMUH «H/HIIN», UCTIONB3YEMbIH B TakoH (pasze, kak «A w/miu By,
npefHa3Ha4deH Al BKIIOYEHUs «A u B», «A umn By, «A» (otmensHO) u «B» (oTmenpHO).
AHAJIOTMYHO, TEePMHUH «HW/WIN», HCIONb3yeMblii B Takoi (pase, kak «A, B w/umm Cy,
MpeNHa3HAYeH JJIsl OXBaTa Kaxxaoro us cuenyromux acnektos: A, BuC; A, Bunu C; Aum C; A
wi B; Bumu C; Au C; AuB; BuC, A (ornensHo); B (otnensno); u C (oTnenpHO).
[0060] B koOHTekCcTe MAHHOrO JAOKYMEHTa TEPMUH «OKOJIO» TPUMEHSIETCS IS
0003HaueHus NMPUOTM3UTENBHO, TPUMEPHO, OKOJIO MK B 001acTH. Eciu 0KoJI0 TepMHH «OKOJI0»
MPUMEHSETCSI B COUETAHUH C YUCJIOBBIM JUAMA30HOM, TO OH U3MEHSIET STOT JUAra30H, pacuupsis
IpaHMLIbl BBIIIE M HWXKE YKAa3aHHBIX 4YHCJIOBBIX 3HaueHMH. B wnenom, Tepmun "oxono"
UCTIONIB3yeTCs B JAHHOM JIOKYMEHTE /Jii W3MEHEHUS YHCJIOBOIO 3HAYEHUs BBbILIE M HUXKE
YKa3aHHOTO 3HAYEHUs] C OTKJIOHEHHeM, Hampumep, 10 mpoLeHTOB, BBEpPX WJIM BHU3 (BBILIEC WU
HIKE).
[0061] Cnenyer moHuMaTh, YTO B Te€X CJy4Yasx, KOTJa acCMeKThbl OMHUCAHBl B JaHHOM
JIOKyMEHTe C (POPMYJHPOBKOH «COAEpIKAIMUI», B MPOTUBHOM CJIy4ae TAaKXKe MPENSIOKEHbI
AHAJIOTMYHBIE ACTIEKTHI, OMMCAHHBIE B TEPMUHAX «COCTOSIIHMH U3» W/ WU «COCTOSIIUN B OCHOBHOM
U3,
[0062] Ecnu He yka3zaHO MHOE, BCE UCIOIb3yEMbI€ B TaHHOM JOKYMEHTE TEXHUYECKUE U
HAy4YHbIE TEPMHHBI UMEIOT OOLIENPUHSATbIE 3HAYEHUS, TOHSATHbIE CIELHATUCTY B OOJaCTH
TEXHUKH, K KOTOpPOW OTHOcUTCs naHHoe u3obperenwe. Hampumep, Concise Dictionary of
Biomedicine and Molecular Biology, Juo, Pei-Show, 2nd ed., 2002, CRC Press; Dictionary of Cell
and Molecular Biology, 3rd ed., 1999, Academic Press; u Oxford Dictionary Of Biochemistry And
Molecular Biology, Revised, 2000, Oxford University Press, odecneunBaroT crieiuaiucta oommum
CIIOBapeM MHOTUX TEPMUHOB, HCIIOJIb3YEMbIX B JAHHOM OIUCAHUU.
[0063] Enunaunel, npedukcel U CUMBOJIBI 0003HAYAIOTCS B WX OOIIenpuHsTONH (hopme
Mesxnynaponnoit cuctembl enuanl n3mepenns (CH). UncnoBble Auana3oHbl BKIIOYAIOT YHCIA,
OTpenesIroIIe qruana3oH. Eciin He yka3aHO HHOE, HYKJIEWHOBBIE KHCIIOThI 3aITUCBIBAIOTCS CIIEBA
HampaBO B OpHEHTaMH OT 5’- 1o 3'-koHIA. AMHHOKUCIOTHBIE ITOCJIEIOBATEIbHOCTH
3aIMCBIBAIOTCS CJIEBa HANMpPaBO B OpPHUEHTALMH OT AaMHUHO 1O KapOokcH. 3arojioBKH,

NpeACTABIICHHBIC B HJAHHOM JOKYMCHTE, HE€ ABJIAKOTCA OrPaHUYCHUAMH PA3JIMYHBIX ACIICKTOB
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U300peTEeHNsI, KOTOPbIe MOTYT OBITh OCYILIECTBIIEHBI CO CCBUIKOH Ha CHenU(UKALUIO B IIEJIOM.
CoOOTBETCTBEHHO, TEPMHUHBI, OINPEIEIEHHbIE HUXKE, ONpeneseHbl B Oosiee MOJHOM 00BeMe CO
CCBUIKOW Ha 3TO ONUCAHKE B LIEJIOM.

[0064] TepMuH «BBeeHNE» OTHOCUTCS K (PU3HMUYECKOMY BBEACHHIO CPEACTBA CYOBEKTY C
UCTIOJIb30BAaHUEM JIIOOOr0 M3 PA3MUYHBIX CIOCOOOB M CHCTEM JOCTABKH, H3BECTHBIX
CIeLMANNCTaM B JaHHOH o0nacTi TexHUKHU. [Ipumepsl myTel BBEIEHUS COCTABOB, PACKPBITHIX B
JAHHOM  JOKYMEHTe, BKJIOYalOT  BHYTPUBEHHBIN, BHYTPUMBIIIEUHBIM, IMOJKOXHBIMH,
BHYTPUOPIOLINHHBIN, CIIUHANBHBIA WM JPyrue MapeHTepajbHble IMyTH BBEACHUS, HAIpUMep,
NyTeM UHBEKIINU WM HHPY3UU. B KOHTEKCTE TaHHOTO IOKYMEHTa BhIPAXKEHUE KITapEHTEPaIbHOE
BBEJICHUE» O3HA4YaeT PEXUMbl BBEIECHUs, OTJIMYHBIE OT SHTEPAJIBbHOIO U MECTHOIO BBEACHUS,
OOBIYHO TOCPEACTBOM HWHBEKIMH, U BKJIIOYAIOT, O€3 OrpaHUYeHUs, BHYTPUBEHHYIO,
BHYTPUMBILIEUHYIO,  BHYTPHAPTEPHANBHYIO,  HHTPATEKAJIbHYIO,  BHYTPUIMM(ATUUECKYIO,
BHYTPHUOYAroOBYIO, UHTPAKAICYJISAPHYIO, UHTPaOPOUTATIBHYO, BHYTPUCEPAEUYHYIO,
UHTPAAEPMAJIbHYIO, BHYTPUOPIOIINHHYIO, TPAHCTPAXEATbHYIO, MTOIKOKHYIO, CYOKY THKYJISPHYIO,
BHYTPHUCYCTaBHYIO, CYOKanCyJIsIpHYIO, CyOapaXHOUAAIBHYIO, HHTPACTTHHAIBHYIO, TTUAYPATbHYIO
Y MHTPACTEPHAIBHYIO MHBEKIMIO H HHPY3HIO, a TAK)KE 3JIEKTPOIIOPALIUIO 71 Vivo. B HEKOTOpBIX
BapMAHTaX OCYLIECTBJICHUS COCTaB BBOAAT HEMAPEHTEPAIbHBIM IyTEM, HANPUMED, TIEPOPATBHO.
Jpyrue HenapeHTepaJbHbIE Iy TU BKJIIOYAIOT MECTHBIH, STIUAEPMAaJIbHbINA Iy Th WIH TyTh BBEECHUS
yepes CIIM3UCThbIe 000IOUKH, HAITPUMED UHTPAHA3AIbHO, BATHHAJIBHO, PEKTAJIBHO, CYOJIMHIBAJIBHO
WM MeCTHO. BBeneHue Takke MOKET OBITh BBITIOJHEHO, HATIPUMED, OJIUH pa3, MHOTO pa3 U/WIH B
TE€UEHUE OTHOTO UM HECKOJBKHUX MPOJOJIKUTENBHBIX IEPUOIOB.

[0065] B xonTekcre maHHOro nokymeHta TepmuH «T-knetounsiii peuentop» (TCR)
OTHOCHUTCSI K TETEPOMEPHOMY PELIENITOPY KJIETOYHOH MOBEPXHOCTH, CIIOCOOHOMY CrielIu(UuecKu
B3alMO/IEMCTBOBATh C LIEJIEBBIM aHTUIeHOM. B koHTekcTe maHHOro nokymeHTta TepMuH «TCR»
BKJIFOYAET, HO HE OTPaHWYMBAETCS UMM, BCTPEYAIOLIUECS B MPUPOAE U HE BCTPEHAOIIUECS B
npupone TCR; monnopasmepubie TCR u ux antureHcssizbiBarolue vactu; xumepHsie TCR;
koHcTpykuuu ciusiaust TCR; u cunrernueckue TCR. V uenoseka TCR skcnpeccupyroTes Ha
MOBEPXHOCTU T-KJIETOK, U OHM OTBEYAOT 34 paclo3HaBaHuEe T-KJIETOK W HalleJIMBaHHE Ha
AHTUTEHIIPE3CHTUPYIOIINE KJIETKU. AHTHreHnpeseHtupyrmomue kietku (APC) neMoHCTpupyroT
(bparMeHThI Y4yKEPOAHBIX OEJTKOB (AHTUTEHOB), OOPA3YIOIIHNE KOMITIEKC C TJIABHBIM KOMILJIEKCOM
ructocomectumoctd (MHC; Takke Ha3piBaeMble B TaHHOM Kak OOBEIMHEHHbIE B KOMILIEKC C
monexysnoit HLA, nanpumep, monekynori HLA wnacca 1). TCR pacrno3HaeT u CBS3BIBAETCS C
komriekcoM antureH: HLA u pexpytupyer CD3 (skcnpeccupyemeiii T-kieTkamu), akTUBUPYS
TCR. AxtuBupoBansbiii TCR uHMLMHpYeT HHMCXOAALIYIO Iepefady CUTHAJOB U MMMYHHBIH

OTBeT, BKJItouas paspywenue EPC.
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[0066] B uenom, TCR MoxeT conepskathb ABe Henw, aibda-1ens u 0era-uens (Wid, pexe,
raMma-Lenb U J1eNbTa-1IeMb), CBA3aHHbIe AUCYNbQUIHBIMU CBs3sIMH. Kaknas nemb comepikuT
BapuabeNbHbIN TOMEH (BapraleNnbHbIi TOMeH anb(da-Ieny U BapruadeNbHbli TOMeH OeTa-1enu) u
KOHCTaHTHYIO 00J1aCcTh (KOHCTaHTHYIO 00J1acTh anb(a-1enu 1 KOHCTAHTHYIO 00J1acTh OeTa-Lent).
BapuaOenbHblif JOMEH PacoNokeH AUCTAIbHEE KJIETOYHON MeMOpaHbl, U BapHaOebHbIN TOMEeH
B3aUMOJIeicTByeT ¢ aHTUreHoM. KoHCTaHTHas 001aCTh paconoskeHa MPOKCUMAaIIbHEE KIIETOUHON
meMmOpanbl. TCR MOXeT HONMOJHHUTENBHO COAep KaTh TPAaHCMEMOPaHHYIO 00JacTh M KOPOTKHI
LUTOIJIA3MaTUYECKUI KOHLEBOM CEerMeHT. B KOHTekcTe JaHHOro JOKYMEHTa TepMHH
«KOHCTaHTHasi 00JIaCTh» OXBATHIBAET TPAHCMEMOpPAHHYKO O0JNacTh W LUTOIUIA3MATHYECKUI
KOHIIEBOM CErMEHT, €CJIM OH MPUCYTCTBYET, a TAK)KE TPAAULIUMOHHYIO KKOHCTAHTHYIO 00JIACThY.
[0067] BapunaOenbHble NOMEHBI MOTYT OBITH JONOJHHUTEIBHO MNOJENEHbl Ha 00JacTu
rUnepBapruadebHOCTH, Ha3bIBAEMbIE ONPEAEISIOIUMH KoMILIeMeHTapHOCTh obnactsmu (CDR),
nepeMeskaroIuecs 0ojiee KOHCEPBATUBHBIMH 00JIACTSIMH, HA3bIBAEMbIMU KaPKACHBIMH 00JIACTAMU
(FR). Kaxxnpbiii BapuaOenbHbll 1OMeH anbda-1ieny 1 BapuabenbHbli JOMEH OeTa-1enu coaepKar
tpu CDR u versipe FR: FR1, CDR1, FR2, CDR2, FR3, CDR3, FR4. Kaxnplii BapuaOenbHblIii
JOMEH COJEPKUT CBSI3bIBAIOLIUIN JOMEH, KOTOPBII B3aUMOJAEHUCTBYET C aHTUT€HOM. XOTsI BCE TPU
CDR Ha xa)kmo¥ 1emnu 3a1eliCTBOBaHbI B CBSI3bIBAHUM aHTUTeHa, cunuTaercs, yto CDR3 sBisieTcs
MEPBUYHON aHTUTeHCBsI3bIBatoI el 00acTbio. CDR1 Takske B3auMOIEHCTBYET C AHTUTEHOM, B TO
Bpems kak cuurtaercs, uro CD2 B nepByro ouepenb pacrno3HaeT komruiekc HLA.

[0068] Ecnu npsimo He yka3aHo, U eclii KOHTEKCT He yKa3bIBaeT Ha nHoe, TepMuH « TCR»
TAKXKe BKJIIOYAET aHTUTCHCBS3BIBAIOIINN ()PArMEHT WJIM aHTUT€HCBSI3bIBAIOINYIO YaCTh JIFOOOTO
TCR, packpbITOro B JaHHOM AOKYMEHTE, W BKJIFOYAET MOHOBAJIEHTHBIH WM JABYXBaJIEHTHBIN
¢parmeHT wnm 4acth, a Ttakke omHouenodeuHbli TCR. Tepmun «TCR» He orpanudmBaeTcs
BcTpedaromumucs: B npupoae TCR, cBsizaHHbIMH C TIOBEpXHOCTBIO T-kierku. B KoHTekcTe
naHHoro nokyMmeHta TepMuH «TCR» NOMOSHUTENBHO OTHOCHUTCS K ONHCAHHOMY B JaHHOM
nokyMmeHTe TCR, KOTOpBIIl 3KCIIpeccUpyeTcsi Ha MOBEPXHOCTU KJIETKU, OTINYHON oT T-kieTku
(Hanpumep, KNETKH, KOTOpas SKCIPECCUPYETCS €CTECTBEHHbIM 00pa3oM WM KOTOpas
mMoaudummposaHa ans sxcnpeccun CD3, kak OMUCaHO B JAHHOM JIOKYMEHTE), UM OMTUCAHHOMY
B naHHOM nokyMeHTe TCR, KOTOpbIi HE CONEPXKUT OT KJIETOYHOW MeMOpaHbl (Hampumep,
BeieneHHbli TCR mmm pactBopumsiii TCR).

[0069] «AHTUTEHCBs3bIBatOIasl MoJekynay, «4dactb TCR» wmmm «pparment TCR»
otHocuTcs K oboi yactu TCR, menbeii o pasmepy, yem Becb TCR. AHTUTE€HCBSI3bIBAIOIIAS
MOJIEKYJIa MOJKET BKJIFOUATh OMPEAEISIOIINe aHTUTEHHYI0 KoMIuieMeHTapHocTh odnactu (CDR).
[0070] «AHTHTeH» OTHOCUTCS K JIOOOH MOIeKyle, Hanpumep, TeNnTuay, KOTopas

BBI3BIBAET MMMYHHBI OTBET MWiM crnocoOHa cBs3biBaThesi ¢ TCR. B KOHTekcTe naHHOTO
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IOKYMEHTA TEPMHUH «3MUTOI» OTHOCHTCS K YACTH MOJHIIENTH/IA, KOTOPasl BHI3bIBAET UMMYHHBIN
otBeT Win crnocoOHa cBs3biBaThCsi ¢ TCR. MMMyHHBI OTBET MOKET NpEAroiaratb WIN
BBIPAOOTKY aHTHUTEJ, MM aKTHBALUIO CIIEM(PUIHBIX HIMMYHO-KOMIIETEHTHBIX KJIETOK, HJIU U TO,
u apyroe. CrienuanucTy B JaHHOH 00JIaCTH TEXHUKH OyIeT MOHATHO, YTO JIF00ast MAKPOMOJIEKYJIa,
BKJIFOYasl IPAKTUYECKH BCEe OEJTKU WIIN TIETITH/IbI, MOXKET CJIY’KUTh B KAYECTBE AHTUT€HA. AHTUTEH
W/ 3TUTON MOTYT OBITh 3HIOTE€HHO 3KCIIPECCHUPOBAHBI, /1.€. SKCIPECCUPOBATHCS T€HOMHOMN
JHK, unu Moryt ObITh peKOMOMHAHTHO SKCIPECCHPOBAHbL. AHTUTEH W/WIIN 3TIUTOI MOTYT OBITh
crieunpUIHBIMU IJIs1 ONIPENENIEHHON TKaHM, TAKOH KaK PaKoBasi KJIETKA, MM MOTYT ObITh HIMPOKO
skcnpeccrupoBanbl. Kpome Toro, GpparmeHTs! Oosee KPyMHBIX MOJEKYJI MOTYT (yHKIIMOHHUPOBATH
KaK aHTUT'eHbl. B OTHOM BapuaHTe OCYIIECTBIEHHUS AaHTHUT€HBI IIPEICTABIIAIOT COOOM OMyXOJIeBbIe
AHTUT'€HbL. DTIUTOI MOXKET IIPUCYTCTBOBATH B O0JIee AIMHHOM nosunentuae (Hanpumep, B 0enke),
WIN SIHUTON MOXET NPHCYTCTBOBaTh B BUAe (pparmeHra Oojiee ATMHHOrO monumnentuna. B
HEKOTOPbIX BAPHAHTAX OCYINECTBIIEHMS MUTOI OOpa3yeT KOMIUIEKC C IJIABHBIM KOMILJIEKCOM
rucrocoBmectumoct (MHC; Takke Ha3blBaeMblil B TaHHOM KaK OOBEIWHEHHBIH B KOMILIEKC C
mornekyioit HLA, nanpumep, monexynoit HLA knacca 1).
[0071] «NY-ESO-1», «Hbro-Mopkckasi MIOCKOKIETOUHAs KapIHHOMA MHIIEBOAa 1,
«paxkoBO-TecTUKYJIApHbIM aHTuren 1B» mmn «CTAGIB» B KOHTEKCTE€ NAHHOTO JOKYMEHTa
OTHOCHUTCSI K OIyXOJIEBOMY aHTUIEHY C 3KCIpeccuell NMpu MHOTOYMCIIEHHBIX Buaax paxa. NY-
ESO-1 siBisieTcst 4ieHOM CeMeNCTBa PaKOBO-TECTUKYJISIPHBIX aHTHTE€HOB, SKCIIPECCUST KOTOPBIX B
3HAYUTEIHHON CTENEHH OTPAHUYEHA TOJOBBIMH KJIETKAMH SIMYEK U TPOPOOIACTAMHU TUTALEHTHI, C
HEOOJNBIION SKCIpeccuell MM OTCYTCTBHEM SKCIPECCHH B 3I0POBBIX COMATHYECKHX KJIETKAax
B3pocioro uenoBeka. Okcmpeccuss NY-ESO-1 wmoxker ObiTh OOHapykeHa BO Bpems
SMOpUOHaNbHOTO pa3Butus, a dkcrapeccuss NY-ESO-1 coxpaHsieTcss B CHEpMATOTOHHSIX U
NEePBUYHBIX criepMaToruTax. Y skeHmuH skcnpeccrst NY-ESO-1 ObIcTpo CHIKAETCS B JKEHCKHX
kierkax ooronusix. PHK NY-ESO-1 6pi1a oOHapyskeHa Ha HU3KUX YPOBHSX B TKAHU SIMUHUKOB U
sHpometpusi, ogHako Oenok NY-ESO-1 ne Obu1 oOHapyskeH B 3Tux TKaHsix. benok NY-ESO-1
(SEQ ID NO: 52; tabnuua 1) npencrasisier codoit Oenok ¢ mojekynspHoir Maccou 18 x/la,
coctosiumii u3 180 amunokucnor. Ca., nanp.,, Thomas et al., Front. Immunol. 9:947 (2018).

Ta6auua 1. AMuHokucIOTHAA nocienosarebHOCTE NY-ESO-1

SEQ ID
NO. AMMHOKUCJIOTHAs nocienoBareabHOcTh NY-ESO-1
MQAEGRGTGGSTGDADGPGGPGIPDGPGGNAGGPGEAGATGGRGPRG
AGAARASGPGGGAPRGPHGGAASGLNGCCRCGARGPESRLLEFYLAM
> PFATPMEAELARRSLAQDAPPLPVPGVLLKEFTVSGNILTIRLTAADHRQ
LQLSISSCLQQLSLLMWITQCFLPVFLAQPPSGQRR
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[0072] B xonTtekcre nanHoro nokymenta, TepmuH «HLA» OoTHOCHTCS K 4enoBeuecKoMy
nefikorrapaomy antureny. lermst HLA  kommpyror Oenku TIJIaBHOrO  KOMIUIEKCA
rucrocoBmectumoctr (MHC) y mroneit. benku MHC skcnipeccupyroTes Ha MOBEPXHOCTU KIIETOK
U 3a7efiCTBOBaHbI B akTUBAIlMU UMMYyHHOTo oTBeTa. I'eHpt HLA knacca I kogupyroT Monexyib
MHC knacca I, koTopble S3KCIIPECCUPYIOTCs HA IOBEPXHOCTH KJIETOK B KOMIUIEKCE C ENTUIHBIMU
¢parmeHTamu  (aHTUT€HaAMH) COOCTBEHHBIX MJIM  YyXKEPOAHBIX  OenkoB.  T-KieTkw,
skcnpeccupyrouue TCR u CD3, pacnioznaroT komruieke anturen: MHC knacca [ 1 uHMIIMUPYIOT
MMMYHHBIIl OTBET, HallpaBJICHHbII HAa HAlLlEIMBAHUE U YHUUYTOKEHUE aHTUIE€HIPE3EHTUPYIOLINX
KJIETOK, OTOOPaKAIOLINX YyKePOAHbIE OENKH.

[0073] B xonTekcte nanHoro fokymenrta «mosekyna HLA knacca I» unu «monekyna HLA
kiacca I» oTHocuTCA K O€NKOBOMY MPOAYKTY AMKOro Tuma wiu BapuaHty reHa HLA knacca I,
kopupyromemy mojekyny MHC knacca 1. CoorBercrBenno, «monekyina HLA xmacca I» u
«monekyna MHC knacca I» ncnosnb3yroTcst B JaHHOM IOKYMEHTE B3aMO3aMEHSIEMO.

[0074] Monexyna MHC knacca I BkirodaeT e OenkoBbie Henu: anbda-1ens u uenb P2-
mukpornoOyiauHa (B2m). Yenoseueckuit P2m kommpyercss reHoM B2M. AMUHOKHCIIOTHas
nocienoBaTenbHOCTh B2m npexacrasiena B SEQ ID NO: 16 (Tabnuua 2). Anbda-1ienb MOJEKyIIbl
MHC knacca I komupyercss komruiekcom rena HLA. Kommiekc HLA pacnonoskeH B obnactu
6p21.3 Ha KOPOTKOM ILJIeue XpOMOCOMBI 6 YesioBeKa U copep kut donee 220 reHOB ¢ Pa3TUUHBIMU
¢dyukumsamu. ['enst HLA sBISIIOTCST BBICOKO BapuaTHBHBIMHE, ¢ Oonee yem 20 000 aymteneit HLA u
PONCTBEHHBIX ajuiesiei, Bkirovas Ooyee 15 000 amneneit HLA xmacca I, u3BeCTHBIX B JaHHOMH
00J1acTH TEXHUKH, KOOUPYrOMmKX Thicsdu OenkoB HLA, Bkirouasi 6ojee 10 000 6enxoB HLA
kiacca I (em., nanpumep, hla.alleles.org, nata nocinennero nocemenus: 27 ¢espans 2019 rona).
B xommnexce HLA nMeeTcst o MeHbIIel Mepe TPH MeHa, KOTOPbIe KOAUPYIOT OeJIoK ajib(a-1enu
MHC xnacca I: HLA-A, HLA-B u HLA-C. Kpowme toro, HLA-E, HLA-F u HLA-G xoaupyroT
Oenxu, koTopsle cesi3anbl ¢ Moyekyiod MHC kiacca L.

Tabauua 2. AMHHOKHCIIOTHAS TIOCJIEAOBATEIbHOCTD YEJIOBEUECKOro BP2m

SEQ ID
IHocnenoBaTeIbHOCTH
NO:
MSRSVALAVLALLSLSGLEAIQRTPKIQVYSRHPAENGKSNFLNCY VSGF
16 HPSDIEVDLLKNGERIEKVEHSDLSFSKDWSFYLLYYTEFTPTEKDEYAC
RVNHVTLSQPKIVKWDRDM
[0075] TepMuH «ayTOJOTUYHBIN» OTHOCHTCS K JIFOOOMY MaTepualy, MOJTYyYeHHOMY OT

TOTO XK€ MHAUBUIYyMa, KOTOPOMY OH Mo3xke OyneT MOBTOpHO BBeneH. Hampumep, Tepamnms

AyTOJIOTMYHBIMU T-xneTkaMi BKJIIOYAET BBCIACHUEC CY6’beKTy T-KJ'IGTKI/I, BbIHeHeHHOfI us3
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OpraHu3Ma TOro Xe CyObekTra. TepMHH «aJUIOTeHHBI» OTHOCHTCS K JIOOOMY Marepuaiy,
MOJy4YE€HHOMY OT OIHOTO MHAMBUAYYMa, KOTOPbIil 3aT€M BBOAUTCS JPYTrOMY HHAUBUAYYMY TOTO
ke Buza. Hanpumep, TpaHCIUTaHTAIMS aJUIOT€HHBIX T-KJIETOK BKJFOUaeT BBereHHE cyObekTy T-
KJIETKH, TIOJIYYEHHON OT JOHOPA, OTIMYHOTO OT CYOBEKTa.

[0076] «Pak» oOTHOCHTCS K  LIMPOKOW  TIPymIe  pPasIUYHbIX  3a00JIeBaHUH,
XapaKTePU3YIOUINXCS HEKOHTPOJIHMPYEMbIM pOCTOM AaHOMAJbHBIX KJIETOK B OpraHU3Me.
Heperynupyemoe neneHue M poOCT KIETOK NPUBOJUT K OOpPA30BAHMIO 3JI0KAYECTBEHHBIX
ONyXOJIeH, KOTOpble MNMPOHUKAIOT B COCEJHUE TKAaHU, & TaKKE€ MOIYT METacTa3supoBaTb B
OTAAJICHHbIE YaCTH Teja 4epe3 JUM(PaTUYeCKYI0 CHUCTEMY WM KPOBOTOK. TE€PMHH «pak» WU
«paxKoBasi TKaHb» MOXET BKJIIOYaTh B ce0s omyxousb. [Ipumeps! BHIOB paka, KOTOPbIE MOXHO
JIEYUTh CIOCOOAMU 110 HACTOSALIEMY H300PETEHHIO, BKIIIOYAIOT, HO HE ONPAaHUYUBAIOTCS UMH, pak
UMMYHHOH CHCTEMBI, BKJIOUas JTUMGPOMyY, JIEHKO3 U APyrue JeHKOLUTapHbIE 3JJ0Ka4eCTBEHHbIE
o0pa3oBaHusl. B HEKOTOPBIX BapHAHTAX OCYLIECTBJICHUS CIIOCOOBI IO HACTOSIIEMY U300pPETEHHIO
MOT'YT OBITh IPUMEHEHBI JIJIsl yMEHBIIEHUS! pa3Mepa OMyXOJIH, TPOUCXOJIIEH, HapuMep, U3 paka
KOCTH, paka IO4YKH, pPaka NPeNCTaTeJbHON >KeNe3bl, paka MOJIOYHOM JKeye3bl, paka TOJICTOU
KUILIKH, pPaKa JIErKOro, KOKHONH WJIM BHYTPUIVIA3HOW 3JI0KAYECTBEHHOH MEJNAaHOMBI, paka
MOJKENTyTOYHON JKeJe3bl, paka KOXKH, paka TOJIOBbl WM IIE€H, KOKHOM WIM BHYTPHUIJIA3HOM
3JI0KAYECTBEHHOW MEJaHOMBI, paka MAaTKH, KapIUHOMBI (ajulONueBbIX TPYO, KapLTHOMBI
SHIOMETPHS], KAPLUHUHOMBI IIEHKH MATKH, KAPLIMHOMBI BJIarajiuilia, KapLHOMA BYJIbBBI, TUM(OMBI
XomkkuHa, HeXOmKKUHCKOM jumpomsl (HXJI), mnepBuuHOil MenuacTuHambHOH B-
kpynHokjerounoit guMmpomer  (IIMBKJI), nuddysnoit B-kpynHOKIeTOUHONW IUMGPOMBI
(ABKKJI), pomnmukynspuoit mumdpomsl (DJI), TpanchopMupoBaHHOHN (OJUTUKYIAPHOI JTHMEGOMBI,
auM($OMBI MapTHHATIBHOH 30HBI cene3eHkH (JIM3C), paka nuieBoaa, paka TOHKOW KHIIKH, paKa
SHAOKPHUHHOM CHCTEMBI, paka IIMTOBUAHON >KeJle3bl, paka MapalliUTOBUAHON >KeJe3bl, paka
HAJIMOYEYHUKOB, CAPKOMBI MATKUX TKaHEH, paka ypeTphl, paka IOJIOBOTO 4IeHa, XPOHUYECKOTO
WIA OCTPOro JIelKo3a, OCTpOro MuejaoumaHoro yeikoza (OMJI), XpOHUYECKOrO MHEJIOUIHOTO
Jetiko3a, octporo JsumdobnactHoro neirikoza (OJIJI) (Bxmouas we T-kmerounsii OJLJI),
XpoHH4yeckoro jumdormraproro Jyeiikoza (XJLJI), comumHbIX OMyxojieil IeTCKOro BO3pacTa,
muMpormTapHO TUM(OMBIL, paka MOYEBOTO My3bIPsI, PaKa MOYKH UM MOYETOYHHKA, KAPLIMHOMA
NOYEYHOH JIOXaHKH, HOBOOOpa3oBaHMsl LieHTpanbHOW HepBHOU cuctembl (LIHC), nmepsuunOi
mum¢pombl [THC, omyxoneBoro aHrmoreHesa, OMyXOJM OCH IO3BOHOYHHKA, TJIHOMBI CTBOJIA
TOJIOBHOTO MO3ra, aJaeHOMbl rumnodusa, capkoMbl Kamomm, 3mHIepMOMIHOTO — paka,
TUTOCKOKJIETOYHOTO paka, T-kjieTouHoM TuM(OMBI, BUABI paka, HHIYLHPOBAHHBIE OKPY KAFOLIEH
Cpenol, BKJIOYAs pak, WHAYLHPOBAHHBIA acOecToM, apyrue B-kieTouHble 3J70Ka4eCTBEHHBIE

OMyXOJIH, a TAKKE KOM6I/IHaL[I/II/I YKa3aHHbIX BUJOB paka. KOHerTHbeI BU paKa MOXET OTBEYATb
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Ha XUMHOTEPAITHIO WJIH JIyYEeBYIO TEPAITHIO, MITH PaK MOXET ObITh pedpakTepHbIM. PedpakTepHbiit
paK OTHOCHUTCS K paKy, KOTOPBIA HE MOANAETCS XHUPYPTUYECKOMY BMEMIATEIbCTBY, U Pak JUOO
U3HAYAJIbHO HE OTBEYAET HA XHUMHOTEPANHUIO FIIM JIYYEBYIO TEPANMIO, JHOO paKk IepecTaeT
OTBEYaTh C TEYEHUEM BPEMEHH.
[0077] B KOHTeKCTe NaHHOrO JOKYMEHTa TEPMHH «IIPOTHUBOOIYXOJEBbIH 3(dexT»
OTHOCUTCSI K Ononorndeckomy 3QQexTy, KOTOPbIii MOXET MPOSBJIATHCS B BUAE YMEHBLICHUS
o0beMa OMyXOJH, YMEHBIIEHHs] KOJMUYECTBA OINYXOJIEBBIX KJIETOK, CHIDKEHHUS Ipoiudepannn
OIyXOJIEBBIX KJIETOK, YMEHbIIEHNs KOJINYECTBA METACTA30B, MOBBIEHUS O0IIel BBKMBAEMOCTH
WIN BBDKUBAEMOCTH 0€3 MpPOrpecCUpOBAHUs, TMOBBILIEHUS MPOJOJDKUTENBHOCTH JKU3HH WU
YAYYIIEHUS Pa3JM4YHBIX (PU3MOJOTHYECKUX CHUMITOMOB, AaCCOLMUPOBAHHBIX C OMYXOJbIO.
IIpoTuBoomnyxoneBblii 3PPEeKT TakKe MOKET OTHOCUTBCS K MPENOTBPAIIEHUI0 BO3ZHUKHOBEHHUS
OIyXOJIU, Hanpumep, K BaKLIUHE.
[0078] TepMuH «BBDKHMBAEMOCTb 0O€3 TNPOrPeCCUPOBAHUS», KOTOPBIH MOXKET ObITh
cokpauieH kak BBII, B KOHTEKCTe NaHHOrO AOKYMEHTa OTHOCHUTCSI K MPOMEKYTKY BPEMEHU OT
JaThl Hayaja JI€YeHWs 10 JaThl NPOrpecCHpoBaHMs 3a00NeBaHMS B COOTBETCTBHH C
nepecMOTpeHHbIMH KpuTepusimu otBeta IWG mns 310KkauecTBeHHON JHMM(OMBI WM O JAThI
CMepTH 110 JIF000H NpUUInHE.
[0079] «[IporpeccupoBanue 3a00feBaHMS» WM «IPOTrpeccupyroiiee 3a0oeBaHUEY,
KOTOpOe B KOHTEKCTE€ JAHHOTO JOKYMEHTa MOXKET ObITb COKpameHo kak II3, oTHocuTcs k
YXYIUIEHUIO OJHOTO WK 00Jiee CUMIITOMOB, aCCOLMUPOBAHHBIX ¢ KOHKPETHBIM 3a00JI€BAHUEM.
Hanpumep, nporpeccupoBanue 3a00aeBaHus y CyOBEKTa, CTPAAOIIEr0 PAKOM, MOYKET BKJIFOUYATh
YBEJIMYCHHE KOJIMYECTBA WJIM pa3Mepa OTHOTO WM OoJjiee 3JI0KAaYeCTBEHHBIX IOPAKEHUH,
METaCTa3upPOBAHUE OMYXOJIHU U CMEPTh.
[0080] TepMHH «IIPOIOJIKUTEIBHOCTh OTBETA», KOTOPBIH MOXKET OBITh COKpAIleH Kak
IIpO, B KOHTEKCTE NAHHOTO AOKYMEHTa OTHOCUTCS K TMEepUOAYy BpPEMEHHU MeXAy IepBbIM
OOBEKTHBHBIM OTBETOM CyOBEKTa M JaTOH MOATBEPIKACHHOTO MPOrPEeCCHPOBAHUS 3a00IeBaHUS B
COOTBETCTBHH C MEPECMOTPEHHBIMU KpUTepUsiMU oTBeTa IWG 1151 3I0Ka4eCTBEeHHOH JTMM(OMBI
WJIU A0 aTOU CMEPTH.
[0081] TepmuH «oOImasi BBIKUBAEMOCTBY», KOTOPBIM MOKET ObITh cOkpameH kak OB,
ONpeaeNsieTCs: Kak BpeMsi OT JaThl IPOBEIECHHOIO JIEUEHHUs 1O 1aThl CMEPTH.
[0082] «lIuTOKMH» B KOHTEKCTe JaHHOTO JIOKYMEHTa OTHOCHTCS K OeJnKy, He
SIBJISTFOIIEMYCSI aHTUTEJIOM, KOTOPBII BBICBOOOKIAETCSI OJHOW KJIETKOH BOTBET Ha KOHTAKT CO
cieunpUIeCKNM AaHTUTEHOM, NPU 3TOM LHUTOKHH B3aWMOJIEHCTBYET CO BTOPOH KIETKOH,
onocpenysi OTBET BO BTOPOH KieTke. LIUTOKMH MOKET 3HAOT€HHO 3KCIPECCUPOBATHCS KJIETKON

WJIA MOXKET OBITh BBCACH CY6"beKTy. L[I/ITOKI/IHI:;I MOTyT BbICBO60)KJ1aTbC$I HUMMYHHbBIMU KJICTKAMH,
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BKJIFO4ast Makpodaru, B-knerku, T-KI€TKH U Ty4HBIE KIETKH, U Pa3BUTHS UMMYHHOTO OTBETA.
I{UTOKMHBI MOTYT BBI3BIBATH PA3JIMYHBIE OTBETHI B KIETKe-penunueHre. LIUTOKHMHBI MOTYT
BKJIFOYAaTh TOMEOCTATHUECKHE LIUTOKHHBI, XEMOKHUHBI, IPOBOCIAJIHUTENbHbIE IUTOKUHBI,
s¢dexroper u Oenmkum octpoit ¢asel. Hampumep, roMeocTaTH4ecKue IMTOKUHBI, BKITIOUAs
unaTepneiikuH (IL) 7 u IL-15, cnocobCTBYIOT BEDKUBAHHIO M MPOJIH(Epaii UMMYHHBIX KIIETOK,
a MPOBOCTIAJIUTENbHBIE [IUTOKMHBI MOTYT CIIOCOOCTBOBATh PAa3BUTHIO BOCIAJHMTEIBHOTO OTBETA.
IIpumepsl roMEOCTaTUYECKUX LIUTOKMHOB BKJIKOYAKOT, HO HE OrpaHu4uBaroTCs umy, [L-2, IL-4,
IL-5, IL-7, IL-10, IL-12p40, IL-12p70, IL-15 u wunrtepdepon (IFN) ramma. Ilpumepst
MPOBOCHAJIUTEIBHBIX [IAITOKMHOB BKJIFOYAIOT, HO He orpannyuBaroTcs umu, [L-1a, IL-1b, IL-6, IL-
13, IL-17a, ¢akrop Hekposa onyxonu (PHO)-anspa, ®PHO-6era, pakrop pocra pudpodiractoB
(FGF) 2, rpanynouutapHo-MakpodaraibHbiii kKonoHuectumyaupyoomuil ¢akrop (I'M-KCD),
pacTBOopuMyI0 MoJiekyny MexkierouHo aaresumn 1 (SICAM-1), pacTBOpUMYyHO MOJEKYIy
cocymuctroii agresuu 1 (sVCAM-1), dakrop pocra sumorenus cocynoB (VEGF), VEGF-C,
VEGF-D u ¢akrop pocra mmanentsr (PLGF). Ilpumepbl 3¢G¢eKTopoB BKIOYAIOT, HO He
OrPaHMYMBAIOTCSI UMH, TPaH3uUM A, rpansum B, pactopumsrii murann Fas (sFasL) u nepdopun.
ITpumepr! GemkoB OCTPOH (ha3bl BKIIIOYAIOT, HO HE OIPAHUYMBAIOTCA UMH, C-peakTHBHBII OeoK
(CPB) u ceiBopoTounblii ammions A (SAA).

[0083] «XEMOKUHBI» TMPENCTaBJISIIOT COOOW THUI LIUTOKMHOB, KOTOpPBIE OIOCPENYIOT
XEMOTAKCHC KJIETOK WJIM HalpaBJieHHOE ABIDKEHHE. [IprMepbl XeMOKHHOB BKJIIOYAIOT, HO HE
orpannumnBatoTcss umu, IL-8, IL-16, sorakcuH, 30TakCWH-3, XEMOKHH, TMOJYYEHHbIH U3
makpodaros (MDC wmu CCL22), moHomuTapHbiii xemorakcuueckuii 0enok-1 (MCP-1 wm
CCL2), MCP-4, makpodaraibHblii Bocniaauteiabhblii 0enok 1o (MIP-1a, MIP-1a), MIP-1p (MIP-
1b), ramma-unnyumupoBaHHbii Oenok 10 (IP-10) u perynupyemblii THMyCOM W akKTHBAlHeH
xeMokuH (TARC wnmu CCL17).

[0084] Jlpyrue npuMepbl aHAJUTOB M IIMTOKHHOB [0 HACTOSIIEMY H300PETEHHIO
BKJIFOYAIOT, HO HE OTPaHUYMBAIOTCS UMH, XeMOKHHOBBIN (MotuB C-C) nurang (CCL) 1, CCLS,
MoHouuT-crierudpuuecknii  xeMokud 3 (MCP3 wmm CCL7), XeMoaTTpakTaHTHBIA OeJiok
monouutos 2 (MCP-2 win CCL8), CCL13, IL-1, IL-3, IL-9, IL-11, IL-12, IL-14, IL-17, IL-20,
IL-21, rpanynounTapHsiii kojgoHuecTUMYHpYyomuil Gakrop (I'-KC®D), nefiko3-uHrudupyromui
¢axrop (LIF), onkocrarua M (OSM), CD154, numdorokcus (LT) 6era, nurann 4-1BB (4-1BBL),
auraHn, nHAynupyomuid nponudepanuo (APRIL), CD70, CD153, CD178, rimfoKOKOPTUKOU/I-
UHIYUHUPOBaHHBIA JjuraHy, ces3aHablil ¢ penenropom ®HO (GITRL), unen cynepcemeiicTsa
¢akxTopos Hekposza onyxoiu 14 (TNFSF14), OX40L, nurang 1, skcnpeccupyemerii ®PHO- u
APOL-cBsizannabivu gnieiikoruramu (TALL-1) wiu @HO-CBsI3aHHBIN WHAYLUUPYIOMUN aronTo3

murann (TRAIL).
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[0085] «TepanesTuueckn  3(pdexTuBHOE  KOMUUeCTBO»,  «3pdexTuBHAT  M032»,
«3¢(eKTHBHOE KOJUUECTBOY» WIIN «TeparneBTH4ecKu 3 PekTrBHAs TO3UPOBKAY JIEKAPCTBEHHOTO
npenapara WM TEPaneBTHYECKOrOo CpPEACTBAa MPEACTaBIsieT Cco0O0HM 000e  KOJIMYeCTBO
JIEKapCTBEHHOTO Tperapara, KOTOPOe IMPH HCIOIb30BAHUM OTAENbHO WIM B KOMOWMHAIIMH C
APYyTUM TEPareBTUYECKUM CPEACTBOM 3aIlMINAeT CYOBEKT OT pa3BUTUs 3a00JE€BaHUS WU
cnocobcTByer perpeccud 3a00JeBaHHs, O YeM CBHUACTEJbCTBYET YMEHBIICHHE TSKECTH
CHUMIITOMOB 3a00JIeBaHMs, YBEJINYEHHE YaCTOTbl U MPONOJDKHTEIBHOCTH OECCHMITTOMHBIX
nepuoaoB 3a00JI€BaHNS MU MPENOTBPALIEHIIO HAPYIIEHHH (PYHKIUN WIIM WHBAJTUAHOCTH U3-32
6one3nn. CiocOOHOCTh TEPaneBTHYECKOIO CPECTBA CIIOCOOCTBOBATH perpeccuu 3aboseBaHus
MOXeET OBITb  OLIEHEHa C  HCIOJNb30BAHMEM  MHOXECTBA  CIIOCOOOB,  M3BECTHBIX
KBATM(QULIMPOBAHHOMY NPAKTUKYIOIIEMY Bpady, HalpUMep, y JIOAeH BO BpeMs KIMHUYECKHX
UCTIBITAHUH, B CHCTEMaX >KUBOTHBIX MOJIENEH, MpeCKa3bIBAIOIINX Y3PPEKTUBHOCTh MPUMEHEHUS
y JIIoAel WM IyTeM aHaJIu3a aKTUBHOCTH areHTa B aHAJINU3AX iR VIlro.

[0086] B kOHTEKCTEe TAaHHOTO JOKYMEHTA TePMUH JIUM(OLMTY» BKIIFOYAET €CTECTBEHHbIC
kusiepubie (NK) knerku, T-kinerku wuimu B-knmerku. NK-kjneTku mpeacTaBnisiiOT OO0 THI
LIUTOTOKCUYECKNX (TOKCHYHBIX U1 KJIETOK) JHUM(QOLUTOB, KOTOPbIE MPEACTABIAIOT COOOH
OCHOBHOM KOMITOHEHT BPOKIE€HHONH MMMYHHOH cucteMmbl. NK-kjeTKH OTTOpPraroT Onmyxojiu U
KJIeTKy, uH(uuupoBaHHble BupycamMu. OHH paboTalOT dYepe3 MPOLECC AamonTo3a MM
3aMporpaMMHUPOBAHHOM rHOeNn KiIeToK. UX Ha3Bal «ECTECTBEHHBIMH KIJUIEPAMUY, IOTOMY YTO
OHM He TPeOYIOT aKTHBALMH JJIsl YHUYTOXKEHUS KJIETOK. T-KJIETKH UTparoT BaKHYKO POJb B
KJIeTOYHOM uMMyHuTere (0e3 3amelictBoBaHusi aHtuten). T-knerounsie perentopel (TCR)
middepentmpyror T-kaeTkun OT APyrux TUMOB JUMpoOUUTOB. THMYC, CHeLHMATM3HPOBAHHBINA
OpraH UMMYHHOUW CHUCTEMBI, B TIEPBYIO O4Yepenb OTBedaeT 3a co3peBanue T-kiaerok. CymecTByeT
IIeCTh TUNOB T-KJIETOK, a HWMEHHO: XenmnepHble T-kietku (nanpumep, CD4+ xierkwn),
uToTOKCHYeckue T-kieTku (Takke m3BectHble kak TC, nurorokcuueckui T-mumdorur, CTL,
kierka T-xwinep, uuronurnyeckue T-kiaerkn, CD8+ T-xnetku wim kwuiepabie T-kinerkn), T-
kiaeTkn mamMsATd ((1), CTBOJIOBBIE KJIETKH MaMATH TscM, KaK M HAWBHBIC KJIETKH, SIBJISIOTCS
CD45RO-, CCR7+, CD45RA+, CD62L+ (L-cenextun), CD27+, CD28+ u IL-7Ro+, HO OHHM
Takke JKkcrmpeccupyroT Oombmoe kommuectBo CDO9S5, IL-2RB, CXCR3 wu LFA-1, wu
JIEMOHCTPUPYIOT MHOTOYHCIIEHHbIE (DYHKIMOHANbHbBIE TMPHU3HAKH, XapaKTepHbIE U KJIETOK
namaTn); (1) HeHTpajibHble KJIeTKH mamsati Tcm skcnpeccupyrot L-cenektun u CCR7, oHum
cekperupyrot IL-2, Ho He IFNy wmm IL-4, u (iii) > dexTopHble KIeTkn nmaMatu Tem, XOTS HE
skcnpeccupyroT L-cenexktun mnn CCR7, HO mponyuupyroT 3¢ GeKTOpHbIe IUTOKUHBL, TAKHE KaK
IFNy u IL-4), perynsropabie T-knerku (Treg, cympeccopnblie T-knerku wm CD4+CD25+

perynstopubie T-knetku), ecrectBeHHble KuiuiepHble T-kierku (NKT) m ramma-mensra T-
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KJIETKH. B-KJieTky, ¢ Apyroi CTOPOHBI, HTPAIOT OCHOBHYIO POJIb B TYMOPAJIbHOM UMMYHHUTETE (C
3aneificTBOBaHNEM aHTUTEN). B-kiieTka BbipabaThIBae€T aHTHTENIA M AHTUTEHBI U BBIITOJIHSAET POJIb
aHTUTeHINpe3eHTupyrmux kietok (APC) u npesparnaercst B B-kieTku namMsiTi ocie akTHBaLUN
NyTEM B3aUMOJNIEHCTBHSI aHTUI€HOB. Y MIIEKONUTAIOIINUX He3penble B-kietkn obpasyrorcs B
KOCTHOM MO3Tre, OTKyZa 1 IPOU30LIIO0 UX Ha3BaHUE.
[0087] TepMUH «reHETHYEeCKH CKOHCTPYUPOBAHHBIMN» WU «CKOHCTPYMPOBAaHHBINY
OTHOCHUTCSI K crocoOy Moau(ukanuy reHoMa KJIETKH, BKJIOUas, HO HEe OTPaHUYMBASCH 3THUM,
yaaJeHre KOIUPYIOIIeH MM HEKOIUPYIOIeH 00IacTH UITH €€ YaCTH, WM BCTABKY KOAUPYIOIIEH
oOnacTy min ee 4acTH. B HEKOTOpPhIX BapHaHTax OCYINECTBJIEHUS MoauUIMpyeMas KIeTKa
npexacrasisier coboit mumdponut, uHanpumep, T-kaeTky WA MOAU(PUIMPOBAHHYIO KIETKY,
skcnpeccupyromyo CD3, kotopas mMoxer ObITh MOJy4Ye€Ha OT MalueHTa uiu aoHopa. Knerka
MOXeT OBITh MOIU(UIIPOBAHA AJIS SKCIPECCHH SK30T€HHOM KOHCTPYKIIMH, TAKOH KaK, Hanpumep,
T-knerounsiit peuentop (TCR), packpbIThIil B JaHHOM JOKYMEHTE, KOTOpasi BKIIOYEHA B [€HOM
KJIETKH. B HEKOTOpPBIX BapHaHTaX OCYLIECTBJICHUs KJETKA SIBJISIETCS MOAU(PULMPOBAHHOW JUIS
skcripeccun CD3.
[0088] «MIMMyHHBII OTBET» O3Ha4aeT AEHCTBHE KIETKH UMMYHHON CUCTEMBI (Hampumep,
T-numdonuros, B-mumdoruros, ecrecrBenHbpix kuiuiepHbix (NK) kierok, makpogaros,
503MHOQUIIOB, TYYHBIX KJI€TOK, NEHAPUTHBIX KIETOK W HEHTPOQWIOB) M PacTBOPHMBIX
MaKpOMOJIEKYJI, MPOAYLHPYEMbIX JIFOOOH M3 3THUX KJIETOK WM TMEYEHBIO (BKJIOYas aHTUTENA,
LIUTOKUHBI M CHUCTEMy KOMILUIEMEHTA), 4YTO MNPUBOAUT K H30MPATENIbHOMY HALEIUBAHUIO,
CBSI3bIBAHUIO, TOBPEXACHUIO, PAa3PYIIEHUIO W/WIM YOAJIEHUI0 M3 OpPraHM3Ma MO3BOHOYHOTO
BTOPTAIOIIMXCSl TIATOTE€HOB, KJIETOK WM TKaHEH, WH(QUIMPOBAHHBIX MATOI€HAMH, PAKOBBIX WU
APYTUX aHOMAJIbHBIX KJIETOK WY, B CIy4ae ayTOMMMYHUTETA UITH NTaTOJIOTHYECKOr0 BOCTIAIEHUS,
HOPMAaJIbHBIX KJIETOK WJIM TKAaHEH uesoBeka.
[0089] TepMuH «MMMyHOTEpAMHs» OTHOCHTCS K JICYEHUIO CYOBEKTa, CTPATAIOLIETO T
NOABEPXKEHHOTO PHUCKY 3apa’KeHHsI WM CTPAIAIOIIEro PELUINBOM 3a00JIEBaHHS, C TTOMOLIBO
croco0a, BKIIOYAIOLIEr0 HHAYKLHIO, YCHUIIEHUE, MOJABICHNE MM WHOE U3MEHEHHEe UMMYHHOT'O
oreeTa. lIpuMeprl MMMyHOTEpanuu BKJIIOYAIOT, HO HE OTrPaHUYMBAIOTCA UMM, T-KJIeTOuHbIE
Teparuu. T-kJeTouHas Tepanus MOXKET BKJIIOYaThb aAONTHUBHYIO T-KJIETOYHYIO Tepamulo,
UMMYHOTEpanuio  onyxoib-uHQuasTpupyromumu  gumdouutamu  (TIL), ayromoruunyro
KJIETOUHYI0 TEpaIrui0, CKOHCTPYHPOBAHHYIO ayTOJOrH4HyHO Kierounyro Ttepamuto (eACT) u
AJUIOT€HHYIO TPAHCIJIAHTALUIO T-KIIETOK.
[0090] Knerxu, ncronb3yemble B UMMYHOTEpPANUK, ONHUCAHHOW B AAHHOM JIOKYMEHTE,
MOTYT OBbITb TOJYYEHbl M3 JIFOOOrO HMCTOYHHKA, W3BECTHOIO B JAHHOW OOJNACTH TEXHUKH.

Hanpumep, T-knerku MoryT ObITh AU(PEepEeHINPOBAHBI /77 Vitr0 U3 TIOMYJISALUN FeMOMO3THUECKUX
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CTBOJIOBBIX KJIETOK, MJIM T-KJIETKH MOTYT OBITh MOJy4eHbl OT cyObekTa. T-KieTku MOryT ObITh
NIOJIYYEHBI, Hanpumep, N3 MOHOHYKJIEAPHBIX KJIETOK Nepu(pepuveckoil KpOBH, KOCTHOTO MO3Ta,
TKaHU JIUM(pATHUECKUX Y3JIOB, NMyIOBUHHON KPOBH, TKAHU THMYCa, TKAaHU M3 Odara WHQEKLUHH,
acINTa, TUIEBPAJIBHOTO BBINIOTA, TKAHU Celle3eHKH U onyxoneil. Kpome toro, T-kieTku MOTyT OBITH
NOJIY4€Hbl U3 OOHON mim Oonee MUHUN T-KJIETOK, JOCTYIHBIX B JaHHOW 00JacTh TeXHUKHU. T-
KJIETKH TakXe MOTyT OBITh TOJy4eHbl W3 €OUHHULIbI KPOBH, COOpaHHOW y CyOBekTa, ¢
UCTIOJIb30BAaHUEM JIFOOOTO KOJIMYECTBA METONOB, M3BECTHBIX CIEIMANUCTY B JaHHOW o0jacTu
TEXHUKH, Takux Kak pasgenenue w/mnu adepes FICOLL™. JlononHUTENbHBIE CHOCOOBI
BoifeneHus T-kinerok s T-KieTouyHON Tepanuy pacKpbIThl B nareHTHON nyOnukauuu CIITA Ne
2013/0287748, koropasi MOJHOCTBIO BKJIFOYEHA B IAHHBIA IJOKYMEHT IMOCPEICTBOM CCBHUIOK.
HNmmyHOTEpanusl Takke MOXKET BKJIOYATh BBENEHHE CYObEKTY MOAMDUIMPOBAHHON KIIETKH,
npudyeM MonudunupoaHHas kierka skcnpeccupyer CD3 u TCR, packpeiTble B JaHHOM
IOKyMeHTe. B HEKOTOpBIX BapHaHTax OCYLIECTBJICHUS] MOAMGDUIIMPOBAHHAS KJIETKA HE SBJISIETCSI
T-kneTkoi.
[0091] «[TaiueHT» B KOHTEKCTE NAHHOTO IOKYMEHTa BKJIFOYAeT JI0OOro YenoBeka,
CTpaZAoLIero pakoM (Hanpumep, TaM(pomMoii wiu eiiko3oM). TepMUHBI «CYOBEKT» U KIALUEHT
UCTIOJB3YIOTCS B TaHHOM JTOKYMEHTE B3aMMO3aMEHSIEMO.
[0092] TepMHHBI «TENTHIY, KTOJTUNENTUA» U «OEJIOK» UCTIONB3YIOTCS B3aUMO3aMEHSIEMO
1 OTHOCSITCSL K COEIUHEHUIO, COAepKAIEeMy aMUHOKUCIOTHBIE OCTATKH, KOBAJIEHTHO CBSI3aHHbIE
NENTUAHBIMU CBSI3SIMU. benok WM mnenTua JOJDKEH COAEpKaTh I0 MEHbIIEH Mepe ABe
AMUHOKMCJIOTBI U HE OTrPaHUYMBAETCS MAKCUMAJIbHBIM KOJIMYECTBOM AMHUHOKUCIOT, KOTOpbIE
MOYKET COAEpKaThb MOCIEOBATENBHOCTh OeNka win nentuaa. [lonunenTuasl BKIFOYAT B ce0st
mo0oi nmenTua wiu OeNoK, CoAep KaLINi ABe WIH 0O0Jiee aMHHOKHCIIOT, COSMHEHHBIX APYT C
APYTrOM MENTUIHBIMU CBA3SIMU. B KOHTEKCTE NaHHOTO JOKYMEHTa 3TOT TEPMUH OTHOCUTCS KakK K
KOPOTKHM LETSIM, KOTOPbI€ B TAHHOW 00JIACTH TEXHUKH TaKXK€ YaCTO HA3bIBAIOTCS TMETTHUAAMH,
OJIUTOTICTITHIAMH U OJINTOMEPAMH, HAITPUMEP, TaK U K O0Jiee IITMHHBIM LETISIM, KOTOPBIE B TAHHON
00JIACTH TEXHUKH OOBIMHO HA3BIBAKOTCS O€JKaMH, KOTOPBIX CYILIECTBYET MHOXKECTBO THUIOB. K
«TIOJIUTIENTHAAMY» OTHOCSITCSI, HampuMep, OHOJIOTHYECKH aKTHBHbIE (DPArMEHTHI, MO CYLIECTBY
TOMOJIOTUYHbBIE TOJIUMENTUABI, OJIUIONENTHAbl, TOMOIMMEpPBI, TIe€TePOJUMEpPDBI, BapPHAHTbI
MOJIMIENTHAOB, MOAN(PHIMPOBAHHBIE TOJUIENITHABL, IPONU3BOJHBIE, AHAJIOTH, THOPHUIHBIE OEITKH,
cpeau npounx. [lonmumenTuael BKIKOYAOT MPUPOAHBIE MENTHABL, PEKOMOWHAHTHBIC MENTUIBL,
CHHTETHYECKHUE MENTH/IbI WIH UX KOMOWHALINH.
[0093] «CTUMYJSIUST» B KOHTEKCTE MAHHOTO JOKYMEHTa OTHOCHUTCS K TEPBHYHOMY
OTBETY, UHAYLMPOBAHHOMY CBSI3bIBAHHEM CTUMYJIUPYIOIIEH MOJIEKYJBI C €€ PaClO3HABAEMbIM

JUTAHAOM, TIPUYEM CBSI3BIBAHUE OMOCpenyeT coObITHe nepenayu curHana. «CTumynupyrommas
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MOJIEKyJIa» TpencTaBisieT coboil Monekyny Ha T-knerke, nanpumep, KOMIUIEKC T-KI€TOUHBINA
peuenrop (TCR)/CD3, xotopelii crenudu4ecku CBSI3BIBAETCS € PaCclO3HABAEMbIM
CTUMYJIMPYIOIIMM JIMTAHAOM, TNPUCYTCTBYIOLIMM Ha AaHTUIEHIIPE3EHTHPYIOIIEH KJIETKE.
«CTUMYTUPYIOIIUN JIMTaHI) TPEACTaBIsieT COOOH JMraH, KOTOPBIH, KOrZla MPUCYTCTBYET Ha
aHTUTEHIIPe3eHTUpYyIoIel kietke (nanpumep, aAPC, nennputHOH KieTke, B-kierke u T.1.),
MOXET Crenn(pUIECKH CBA3BIBATECA CO CTUMYJIMPYIOLIEH MoNeKyJoi Ha T-KieTke, TeM caMbIM
onocpenys NepBUYHBIN OTBEeT T-KJIEeTKH, BKJKOYasi, IOMUMO MPOUYEro, aKTUBALUIO, HHULUALUIO
UMMYHHOTO OTBeTa, npoiudepauno u T.11. CTUMyIUPYIOIIME JUTAHAbI BKIKOYAIOT, HO HE
orpanuuuBaroTcs umu, monekyiny MHC knacca I, 3arpyxennyro nentugom, anturteno k CD3,
cyneparonucruueckoe anturesno k CD28 u cyneparonuctudeckoe antureno k CD2.

[0094] TepMuHBl «KOHIMLMOHUPOBAHUE» U KIIPEABAPUTEIBHOE KOHAULMOHUPOBAHUE)
UCTIOJIB3YIOTCS B JAHHOM JOKYMEHTE B3aUMO3aMEHSAEMO U YKA3bIBAKOT HA MOJATOTOBKY MALIUEHTA,
Hy>KAarowmerocss B Tepanuu T-kieTkamMu A TOAXOASIIErO COCTOsIHUS. B KOHTekcTe JaHHOro
JOKYMEHTa KOHJULMOHMPOBAHME BKJIOYAET, HO HE OrPAHUYMBAETCS OSTUM, YMEHbIIECHUE
KOJIMYECTBA SHAOTEHHBIX JUM(OLUTOB, yAaJeHHE CTOKAa LUTOKHWHOB, MOBBIIIEHHE YPOBHS B
CBIBOPOTKE OJHOTO MM 0Ojiee TIOMEOCTATHYECKMX LHMTOKMHOB MWJIM IPOBOCHAIHMTENBHBIX
daxropos, ycunerne 3¢ ¢hexTopHoi GyHKIMH T-KIeTOK, BBOAUMBIX ITOCIE KOHIUINOHUPOBAHUS,
yCUJIEHHE AKTUBALMU W/MIM JOCTYHNHOCTH AHTUI'€HIPE3SHTUPYIOLIMX KJIETOK, WM Jodast uX
KOMOWHAIMsA A0 Hadana T-kieToyHod Tepamuu. B OZHOM BapuaHTe OCYINECTBIICHUS
«KOHAWIIMOHMPOBAHUE» BKJIOYAET TMOBBILIEHHE YPOBHS B CBHIBOPOTKE ONHOrO Wi Ooee
LIUTOKUHOB, Hanpumep, narepneiikuna 7 (IL-7), unrepnetikuna 15 (IL-15), untepaeiikuna 10 (IL-
10), unrepneiikuna 5 (IL-5), ramma-uanyuuposanHoro Oenka 10 (IP-10), uarepneiikuna 8 (IL-8),
MOHOLMTapHOTO XemoTtakcudeckoro Oenka 1 (MCP-1), ¢akropa pocra mnanentsl (PLGF), C-
peaktuBHoro Oenka (CPB), pactBopumoii monekynbl MexknerouHod anresun 1 (SICAM-1),
pacTBopuMOl MoJiekysbl cocynuctoi aaresun 1 (sSVCAM-1) wnm nroboi ux komOuHaumu. B
APyroM  BapuaHTe  OCYLIECTBJIEHUsS  «KOHAMLMOHUPOBAHHE»  BKJIOYAET  IIOBBIIIEHHE
ceiBOpoTouHOro ypoBHs IL-7, IL-15, IP-10, MCP-1, PLGF, CRP uu mo00ii ux KOMOWHAIUH.
[0095] «JleueHne» WM «IpoOLECC JIEUEHHs)» CYOBEKTa OTHOCHTCS K JIOOOMY THITY
BMEIIATEJIbCTBA WJIM TPOLIECCA, BBINOJHIEMOTrO B OTHOIIGHHU CYOBEKTa, WM K BBEIEHHIO
AaKTHUBHOTO BEINECTBA CYOBEKTYy C LEJNbI0 OOpallleHHs BCISATh, YIYYIIEHHs, OOJEerdeHus,
MHrHOMPOBAHUS WM 3aMEUICHHUS] MM NPEAOTBPALICHUsT Hayalla, POrpeCCUPOBAHMSI, PA3BUTHS,
TSDKECTH WM PELUANBA CUMIITOMA, OCJIOKHEHUS], COCTOSTHUSI HITH OMOXUMHUYECKUX TTOKa3aTeNeH,
CBSI3aHHBIX C 3a0ojieBaHMEM. B OZHOM BapHaHTE OCYINECTBIICHHUS JICUCHHEY» WU KIPOLIECC
JIeYEHHUs» BKIIOYAET YACTUYHYIO PEMUCCHIO. B 1pyroM BapuaHTe OCYIECTBIEHUS «JIeUeHNe» U

«MIpoUecC JICHCHU» BKIIIOYACT MOJIHYHO PEMUCCHUTO.
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[0096] Hcnonp3oBaHnue anbTepHATHUBBI (Hanpumep, «WIN») CIENyeT TNOHUMAaTh Kak
O3HavarIlee OANH M3 BApUAHTOB, 00a BapHUaHTa WM JEOOYI0 MX KOMOWHALMIO ajbTepHATUB. B
KOHTEKCTE HACTOSIIEr0 IOKYMEHTa yrnorpeOneHue (opMbl €IMHCTBEHHOTO YHCNA CIEAYEeT
NOHUMATh KaK OTHOCSINEECS K «OIHOMY HWIIM HECKOJbKHUM» H3 JIF0OOOT0 M3 YIOMSHYTBIX HIIN
MEPEYUCIEHHBIX KOMIIOHEHTOB.

[0097] TepMHUHBI «OKOJI0» NN KCOCTOSILUMN MO CYLIECTBY U3» OTHOCSITCS K 3HAYEHUIO UITH
COCTaBY, KOTOPbIE HAXOIATCS B Mpeneax AOMYCTUMOrO AHMana3oHa OMHOKHU AJisi KOHKPETHOTO
3HAYEHUS] WM COCTaBa, KaK OINpPEIesIeHO CIEHAIUCTOM B JaHHOH 00JIaCTH TEXHUKH, YTO OyAer
YaCTUYHO 3aBHCETh OT TOrO, KaK 3HAYEHHE WUJIM COCTaB M3MEPSETCsS WM ONpenensercs, m.e.,
OrpaHUYeHUN CUCTEMBI U3MepeHus. Hanpumep, TEpMUH «OKOJIO» UITU «COCTOSALIUN IO CYLIECTBY
U3» MOKET O3HadaTh B mpezenax | wum Oosee 1 CTaHAAPTHOrO OTKJIOHEHHSI B COOTBETCTBHHU C
NPAaKTUKON B NaHHOW 0ONacTH TexHUKU. B kauecTBe aibTEepHATHBBI TEPMUH «OKOJIO» HIIU
«COCTOSIIIUHN MO CYIIECTBY U3» MOXET O3Ha4yaTh Auamna3oH 1o 10% (m.e., £ 10%). Hampumep,
OKOJIO 3 MI' MOKET BKJIOUATh JI000e Kom4uecTBo OT 2,7 mr 10 3,3 mr (B kauectBe 10%). Kpome
TOro, OCOOEHHO B OTHOIIEHMU OMOJOIMYECKHMX CHUCTEM WJIM MPOLIECCOB, STH TEPMHHBI MOTYT
O3HA4aThb B MpeAesax Nopsiika BEJIMYUHBI WIN B NIPEAeNax S-KpaTHOro 3HaueHus. Ecnu B 3asBke
u Gopmyiie n300peTeHHs PEACTaBIEHbl KOHKPETHbIE 3HAUSHNST UM COCTABBI, €CIIN HE YKa3aHO
HHOE, CJeAyeT MPEeAnoyiaraTb, 4YTO 3HaU€HUE TEPMUHA «OKOJIO» WJIU «COCTOSLIUN MO CYLIECTBY
U3» HAXOOUTCS B Mpeenax JOMyCTUMOro TUana3oHa OMUOOK AJisi 3TOr0 KOHKPETHOTO 3HAUYEHUS
WM COCTaBa.

[0098] B koHTekcTe HacTOSIIEro JOKyMEHTa JiroOOW JWama3oH KOHIEHTPALIHi,
NPOLEHTHBIN JUamna3oH, QUANa3OH COOTHOLIEHUI WM LEeJOYMCIICHHBIN AHMamna3oH CleayeT
MOHUMATh KaK BKJIFOYAIOIIUN 3HAUYEHUE JEOOOro LEJOro YMcia B YKa3aHHOM JUANa30He U, TPU
HEOOXOUMOCTH, YaCTH LEJIOro Yucia (HampuMep, OJHOM NeCATON U OOHOW COTOW YacTH LIeJIOTO

YHCJIa), €CIIN HE YKa3aHO HHOE.

[0099] Paznuunbie acrnekThl u300peTeHust Oojiee MONPOOHO OMHMCAHBI B CIEAYIOIIUX
nojipasenax.

II. Komno3uuuu no packpbITHio

[0100] Hacrosimuee packpoitne otHocutcst K T-kierouneiM perenrropam (TCR) mnmm mx

AHTUTCHCBS3BIBAIO MM YaCTsIM, KOTOPbIE Cien(pUIeCKH CBsI3bIBatOTCS ¢ 3nuTornoM Ha NY-ESO-
1, MonexynaM HYKJIEHHOBOM KUCJIOTBL, KOAMPYIOIIUM MX, U KieTkaMm, coxepxxkamuM TCR unn
MOJIEKYJIy HYKJIEMHOBOW KHMCJIOTBL. HekOoTOpble acheKThl HACTOSILIErO PACKPBITHS OTHOCATCS K
criocobam JIEYeHUs paKka y HY>KAAIOIIErocsl B 3TOM CyObeKkTa, BKIIOYAIOLINM BEJCHUE CYOBEKTY

kietkn, comepskameii TCR, omncanHble B JaHHOM JOKyYMeHTe. [[pyrue acrekTbl HACTOSIIETO
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packpbiTus oTHOCATCA K anurony NY-ESO-1, ¢ kotopsim cesi3biBatoTess TCR, 1 Mmonexkynam HLA
kiacca I, oObeTMHEHHBIM B KOMILJIEKC ¢ IENTUAOM, BKIroYaromuM smuron NY-ESO-1.
[0101] T-xknerounsrii  peuentop, wim TCR, mnpencrasmiser coboii Monekyy,
HAXOJISALIYIOCS Ha TOBepXHOCTH T-kietok wmm T-mumpormroB, KOTOpas OTBEYaeT 3a
pacriosHaBaHue (ParMEHTOB aHTHI€HA B BHJE MENTHIOB, CBA3aHHBIX C MOJIEKYJIAMH TJIaBHOTO
komriekca rucrocoBmectumoct (MHC). CszpiBanune mexxay TCR u aHTUreHHBIMU NIENITHAAMEI
UMEET OTHOCHUTEJBHO HU3KYIO a((UHHOCTD U SIBJISETCS BBIPOXKIEHHBIM: TO ecTh, MHOrue TCR
Pacro3HAIT OJIUH U TOT K€ aHTUT'€HHBIN NMENTUA, 1 MHOTHE AHTUTE€HHbBIE MENITUIb] PACIIO3HAKOTCS
onHum U teM xxe TCR.
[0102] TCR cocroutr u3 JAByX pa3HBIX OEJKOBBIX Lened (TO eCTh SIBISIETCS
rerepogumepom). Y denoseka B 95% T-kierok TCR cocrout u3 anbda (o) uernu u 6era () uenu
(xomupyembix TRA u TRB, coorsercTBenHo), Torna kak B 5% T-knerok TCR cocrout us ramma
u genbra (y/0) ueneit (komupyembix TRG u TRD, coorBercTBeHHO). JlaHHOE COOTHOLIEHHE
MEHSIETCSl B MpPOLIECCEe OHTOreHe3a W mpu 3abojieBaHusX (Hampumep, Jjelikemun). OHO Takke
pasnmuuaercss Mexxay Bupamu. OpToJioru 4 JOKyCOB OBUIM KapTUPOBAHbBI Y PA3IMYHBIX BUIOB.
Kaxnaplii JOKyC MOXET MNpPOAYyLMPOBAaTb MHOXKECTBO MOJMIENTUAOB C KOHCTAHTHBIMU U
BapuaOeIbHBIMH OOJNACTAMU.
[0103] ITpu B3aumopeiicteuu TCR ¢ anturennsiM nentugom 1 MHC (nenruny/MHC) T-
JUM(OLMT AKTUBUPYETCS TIOCPEACTBOM CUTHAIBHOM TPAHCAYKLIMHU, TO €CTh Psiia OMOX MIMHYECKUX
CoOBITHIA, OTIOCPEIOBaHHBIX CBSI3aHHBIMH bepmeHTamuy, KO-peLenTopamu,
CHEeMATU3UPOBAHHBIMU  aJalnTepHbIMU  MOJIEKYJJaMM U aKTHUBHPOBAHHBIMU  WJIH

BBICBOOOXKIaeMbIMH (DaKTOPAMH TPAHCKPUTILIUH.

ILA. MoJexkyJibl HYKJI€HHOBBIX KHCJIOT
[0104] OnpeneneHHble acHeKTbl HACTOSIIErO PAaCKPBITHSI OTHOCSTCS K MOJEeKyJaM
HYKJIEMHOBBIX ~KHCJIOT, coaep:xkamuM (1) TEpBYK HYKICOTHIHYIO TMOCIEIOBATEIHHOCTD,
Komupyromyr pekomMOuHaHTHbIE TCR wim ero aHTUTeHCBSI3bIBAIOIIYID YacCTh, KOTOpas
cnenuduuecku cps3biBaer yenoBedeckuii NY-ESO-1 («autu-NY-ESO-1 TCR»); u (i1) BTOpyIO
HYKJIEOTUJHYIO MOCJIE€0BATEIbHOCTD, IPUYEM BTOpPast HyKJIE€OTHUAHAS MOCIEAOBATENbHOCTD WU
NOJIMIMENTH, KOOUPYEMbI BTOPOW HYKJIEOTHIHOW MOCIENOBATEIbHOCTBIO, HWHTHOHPYET
skcrpeccuro  sHporeHHoro TCR. B onpeneneHHbIX BapuaHTax OCYLIECTBJIEHUs BTOpas
HYKJICOTH/IHAsl TOCJIENOBATEIbHOCTh TPENCTABISIET COOOW HE BCTPEYANOLIYIOCS B TMPHUPOIE
MOCJIEIOBATENbHOCTE. B IpyrHmx BapuaHTax OCYINECTBJIEHHs BTOpas HYKJIEOTHUAHAs
MOCJIEIOBATENBHOCTD SIBJISIETCS] CUHTETHYECKOW. B eme apyrux BapuaHTax OCYyLIECTBICHUS

BTOpasd HYKJICOTHAHAA MOCICAOBATCIBHOCTE BKIIFOYACT MOCICAOBATCIbHOCTD, HALCJIICHHYIO Ha
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HYKJIEOTHJIHYIO IIOCJIE€[0BAaTEeNbHOCTb, Kkonaupyrouyto sHaoreHHslii TCR. B HekoTopbIx
Bapuantax ocymecteienus aHTu-NY-ESO-1 TCR konkypupyer ¢ stamonHeiM TCR 3a
cBsizbiBaHUE ¢ yenoeueckuM NY-ESO-1. B HekoTOpbIX BapuaHTax OCyIecTBIeHHs aHTU-NY -
ESO-1 TCR cBs3pIBaeT TOT e 3MUTON WIN NTepeKphIBaroLuiics snuTon yenosedeckoro NY-ESO-
1, uro u 3Tanonubiii TCR.
[0105] B HekoTophix BapuaHTax ocymectsiaeHus dTaoHHbid TCR conepkut anbda-nensd
u Oera-uenp; npuyeM anb(a-Ienb CONEPKUT ONPENENSIOUIYI0 KOMITIEMEHTapHOCTh 00yacThb |
(CDR1), CDR2 u CDR3; Gera-uemnb conepxkutr CDR1, CDR2 u CDR3; u npudyem 3TaJOHHBIHA
TCR conepxxutr CDR3 anbda-nenn, npeacrasiennyro B SEQ ID NO: 7, u CDR3 Gera-uermnw,
npenctasieHHyro B SEQ ID NO: 10. B HekoTOpbIX BapuaHTax OCYIIECTBICHUs
nocnenosatenbHoctd CDR1, CDR2 u CDR3 anbda-uenu npucyTcTByIOT B aMHHOKHMCIIOTHOM
nocnenoBaTenbHocTy, npencrasieHHoil B SEQ ID NO: 1, a sramonnbsii TCR conpepxur
nocnenosarensHocT CDR1, CDR2 u CDR3 Gera-1ienu, mpuCyTCTBYIOLINE B aMHHOKHCIOTHON
nocienosaTenbHocTy, mnpeacrasieHHoir B SEQ ID NO: 2. B HekoTopbIX BapHaHTax
ocymectyierns: stanoHHelii TCR conepxut anbda-uens u Oera-Lienb, npudeM aibda-Lenb
COEP KUT aMUHOKHUCIIOTHYIO MOCJIE0BATENbHOCTD, npeacTaieHHyo B SEQ ID NO: 1, a Gera-
LleTb COAEPKUT AMUHOKUCIIOTHYIO MTOCJIEIOBATENIbHOCTD, npencrasieHHyo B SEQ ID NO: 2.
Taoauua 3. ITocnenosarenbHocTu anbda-uenu u 6era-uenu TCR

SE
Q
ID
NO:

Ilens TCR | ITocnenoBarenbHOCTD

MLLLLVPVLEVIFTLGGTRAQSVTQLDSHVSVSEGTPVLLRCNYS
SSYSPSLFWYVQHPNKGLQLLLKYTSAATLVKGINGFEAEFKKSE

Anbda-
¢ TSFHLTKPSAHMSDAAEYFCVVSFSGNTPLVFGKGTRLSVIANIQ

LEIb
1 ( NPDPAVYQLRDSKSSDKSVCLFTDFDSQTNVSQSKDSDVYITDK
AMUHOKHC
) TVLDMRSMDFKSNSAVAWSNKSDFACANAFNNSIIPEDTFFPSPE
j0Ta

SSCDVKLVEKSFETDTNLNFQNLSVIGFRILLLKVAGFNLLMTLR
LWSSZ

ATGCTCCTGCTGCTCGTCCCAGTGCTCGAGGTGATTTTTACTCT
Anspa- | GGGAGGAACCAGAGCCCAGTCGGTGACCCAGCTTGACAGCCA
Lenb CGTCTCTGTCTCTGAAGGAACCCCGGTGCTGCTGAGGTGCAAC
(ayxneorn | TACTCATCTTCTTATTCACCATCTCTCTTCTGGTATGTGCAACA

) CCCCAACAAAGGACTCCAGCTTCTCCTGAAGTACACATCAGC
GGCCACCCTGGTTAAAGGCATCAACGGTTTTGAGGCTGAATTT

17
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AAGAAGAGTGAAACCTCCTTCCACCTGACGAAACCCTCAGCC
CATATGAGCGACGCGGCTGAGTACTTCTGTGTTGTGAGTTTTT
CAGGAAACACACCTCTTGTCTTTGGAAAGGGCACAAGACTTT
CTGTGATTGCAAATATCCAGAACCCTGACCCTGCCGTGTACCA
GCTGAGAGACTCTAAATCCAGTGACAAGTCTGTCTGCCTATTC
ACCGATTTTGATTCTCAAACAAATGTGTCACAAAGTAAGGATT
CTGATGTGTATATCACAGACAAAACTGTGCTAGACATGAGGT
CTATGGACTTCAAGAGCAACAGTGCTGTGGCCTGGAGCAACA
AATCTGACTTTGCATGTGCAAACGCCTTCAACAACAGCATTAT
TCCAGAAGACACCTTCTTCCCCAGCCCAGAAAGTTCCTGTGAT
GTCAAGCTGGTCGAGAAAAGCTTTGAAACAGATACGAACCTA
AACTTTCAAAACCTGTCAGTGATTGGGTTCCGAATCCTCCTCC
TGAAAGTGGCCGGGTTTAATCTGCTCATGACGCTGCGGCTGTG
GTCCAGCTGA

bera-uenn
(aMuHOKHMC

JIOTA)

MGTSLLCWMALCLLGADHADTGVSQDPRHKITKRGQNVTFRCD
PISEHNRLYWYRQTLGQGPEFLTYFQNEAQLEKSRLLSDRFSAER
PKGSFSTLEIQRTEQGDSAMYLCASSSSYSNQPQHFGDGTRLSILE
DLNKVFPPEVAVFEPSEAEISHTQKATLVCLATGFFPDHVELSW
WVNGKEVHSGVSTDPQPLKEQPALNDSRYCLSSRLRVSATFWQ
NPRNHFRCQVQFYGLSENDEWTQDRAKPVTQIVSAEAWGRADC
GFTSVSYQQGVLSATILYEILLGKATLYAVLVSALVLMAMVKRK
DFZ

18

bera-uiennb

(ryKIeoTH

1)

ATGGGCACCAGCCTCCTCTGCTGGATGGCCCTGTGTCTCCTGG
GGGCAGATCACGCAGATACTGGAGTCTCCCAGGACCCCAGAC
ACAAGATCACAAAGAGGGGACAGAATGTAACTTTCAGGTGTG
ATCCAATTTCTGAACACAACCGCCTTTATTGGTACCGACAGAC
CCTGGGGCAGGGCCCAGAGTTTCTGACTTACTTCCAGAATGA
AGCTCAACTAGAAAAATCAAGGCTGCTCAGTGATCGGTTCTCT
GCAGAGAGGCCTAAGGGATCTTTCTCCACCTTGGAGATCCAG
CGCACAGAGCAGGGGGACTCGGCCATGTATCTCTGTGCCAGC
AGCTCCAGCTATAGCAATCAGCCCCAGCATTTTGGTGATGGG
ACTCGACTCTCCATCCTAGAGGACCTGAACAAGGTGTTCCCAC
CCGAGGTCGCTGTGTTTGAGCCATCAGAAGCAGAGATCTCCC
ACACCCAAAAGGCCACACTGGTGTGCCTGGCCACAGGCTTCT
TCCCCGACCACGTGGAGCTGAGCTGGTGGGTGAATGGGAAGG
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AGGTGCACAGTGGGGTCAGCACGGACCCGCAGCCCCTCAAGG
AGCAGCCCGCCCTCAATGACTCCAGATACTGCCTGAGCAGCC
GCCTGAGGGTCTCGGCCACCTTCTGGCAGAACCCCCGCAACC
ACTTCCGCTGTCAAGTCCAGTTCTACGGGCTCTCGGAGAATGA
CGAGTGGACCCAGGATAGGGCCAAACCCGTCACCCAGATCGT
CAGCGCCGAGGCCTGGGGTAGAGCAGACTGTGGCTTTACCTC
GGTGTCCTACCAGCAAGGGGTCCTGTCTGCCACCATCCTCTAT
GAGATCCTGCTAGGGAAGGCCACCCTGTATGCTGTGCTGGTC
AGCGCCCTTGTGTTGATGGCCATGGTCAAGAGAAAGGATTTCT
AG

ILLA.1. TCR, koaupyembiii epBoii HyKJIeOTHIHOH MOCJIeA0BATEIbHOCTHIO

[0106] Hactosimnee packpsirue otHocutes kK TCR, koqupyemomy nepBoi HyKJI€OTHIHON
NIOCJIE/IOBATENIbHOCTBIO, OINHCAHHON B JaHHOM JOKYMEHTe. B HEKOTOpbIX BapuaHTax
OCYILE€CTBIICHUS antu-NY-ESO-1 TCR, KOAUPYEMBbII nepBoi HYKJICOTHTHOM
MOCJIEIOBATENIbHOCTBIO, COAEPIKUT alibda-Lenb u Oera-lenb, NpuueM aib(a-Lenb COAECPKUT
BapuabenbHbIN JOMeH, conepxamuii anbga-uenb CDRI1, anbpa-uens CDR2 u anbda-uens
CDR3; a Oera-1ienb comep:xut BapuadeIbHbIN TOMeH, conepskamiuii Oeta-ienb CDR 1, Oera-uiens
CDR2 u Gera-uenr CDR3. B HekoTopbIx Bapuantax ocymectsieHus CDR3 anbda-nenu aHTH-
NY-ESO-1 TCR conep:xutT aMHHOKHCJIOTHYIO TIOCIIEI0BATEIbHOCTD, MpeacTaBieHHyo B SEQ ID
NO: 7 (CVVSFSGNTPLVF). B Hekotopsix BapuanTax ocymectsieHuss CDR3 Gera-uienu aHTH-
NY-ESO-1 TCR conep:xuT aMHHOKHCIIOTHYIO TIOCIIEI0BATEIbHOCTD, TpeacTaBieHHyo B SEQ ID
NO: 10 (CASSSSYSNQPQHF). B Hekotopbix BapuaHnTax ocyuectnienus He-CDR obmactu B
anbda-nenu w/wm OeTa-Lenu sBISIOTCS JOMOJHUTENBHO MOIU(DUIIMPOBAHHBIMU, HANPUMED,
3aMEHOMH MJTH MyTalliel OTHOH aMHHOKHUCIIOTHI, IBYX aMUHOKHCIIOT, TPEX aMHUHOKHUCIIOT, YEThIPEX
AMHHOKUCJIOT, TISITH aMUHOKHCJIOT WJIM LIECTH aMHHOKHUCIIOT, B PE3YJIbTaTe 4Yero ajb(a-Lenb
w/unmn OeTa-Lilenmb HE SIBJISIOTCS BCTPEUAIOIIMMHUCS B NpHpone. B HEKOTOpBIX BapHaHTax
OCYILIECTBIIEHHS HM300peTeHHsT 3aMeHbl WM MyTauuud Mmoryt yiaydmutb TCR, onmcaHHbIe B
JaHHOM JOKYMEHTE, pa3jIMIHbIMU crocodamu, Hanpumep, apPUHHOCTb CBSI3bIBAHMA,
ceu(UIHOCTD CBSI3bIBAHMS, CTAOMIIBHOCTD, BS3KOCTh HJTH JIFOOYIO MX KOMOWHAILIUIO.

[0107] B Hexoropbix BapuaHTax ocyuiectBieHus aHTU-NY-ESO-1 TCR, xopupyembiii
NEepPBOH HYKJIEOTUAHOHN mocnenoBareabHOCThI0, comepkur CDR1 ambda-ienn, npugem CDRI
anba-uermn  aHTU-NY-ESO-1 TCR comepUT aMUHOKHUCIIOTHYK TMOCIEIOBATEIBHOCTD,

npenctasiennyio B SEQ ID NO: 5 (SSYSPS). B HexkoTOphIX BapuaHTaX OCYIIECTBIICHHS aHTU-



-31-
NY-ESO-1 TCR, kogupyembiii iepBOi HYKJICOTUIHON MOCIEN0BATENbHOCTRIO, conepkuT CDR1
Oera-uern, npuueM CDR1 Oera-uenn antu-NY-ESO-1 TCR comepXuT aMHHOKHCIOTHYIO
MOCJIeIOBATENBHOCTD, npeacTaBieHHy0 B SEQ ID NO: 8 (SEHNR).
[0108] B Hexoropbix BapuaHTax ocyuiectsieHuss aHTU-NY-ESO-1 TCR, xogupyembiii
NEepPBOM HYKJIEOTUAHOHN MocienoBaTreabHOCThI0, conepxkur CDR2 anpda-nenu, nmpuuem CDR2
anba-uenu  aHTU-NY-ESO-1 TCR comepUT aMHUHOKHUCIIOTHYK TOCIEIOBATEIBHOCTD,
npexacrasiaeHHyo B SEQ ID NO: 6 (YTSAATLYV). B HekoTOpbIX BapuaHTaX OCYIIECTBIICHHUS
anTu-NY-ESO-1 TCR, xonupyemblii nepBoi HYyKJIEOTHAHON MOCJIEI0BATEIbHOCTHIO, COAEPIKUT
CDR2 6era-uenn, npuuem CDR2 6era-tienu antu-NY-ESO-1 TCR comep kKuT aMHUHOKHUCIOTHYIO
NocJe10BaTeNbHOCTD, npeacTasieHHy0 B SEQ ID NO: 9 (FQNEAQ).
[0109] B nexoropbix BapuaHTax ocyuectsieHuss aHTU-NY-ESO-1 TCR, xogupyemsiii
NepBOH HYKJICOTHIHON MOCIENOBATEIbHOCTBIO, CONEPKUT BapHabebHbIH AOMEH ajbda-memny,
UMerINi o MeHbinel Mepe okosio 80%, mo MeHbIel mepe okono 85%, Mo MeHblnel Mepe
okoJio 90%, mo MeHblIel Mepe 0kosio 95%, mo MeHbinel Mepe okoJo 96%, Mo MeHblIel Mepe
okoJ10 97%, no MeHblIel Mepe okosno 98%, nmo MeHsbluelt Mepe okoso 99% unu okono 100%
UIEHTUYHOCTH  IOCIENOBAaTEeIbHOCTH C  BapuabelbHbIM  JOMEHOM  aMHHOKHCJIOTHOW
HIOCIIeIOBATENbHOCTH ajb(a-neny, npeacrasieHHoi B SEQ ID NO: 1. B HekoTOpbIX BapuaHTax
OCYIIECTBJICHUS anTu-NY-ESO-1 TCR, KOAUPYEMBbIH nepBoi HYKJIEOTHTHON
MOCJIEIOBATENBHOCTBIO, COJEPIKUT BapHaOeIbHbIM JOMEH ajib(a-leny, UMEIOIUN 0 MEHbIIEH
Mepe okojio 80%, mo MeHbIne Mepe okosio 85%, mo meHbleit Mmepe okoio 90%, Mo MeHblei
Mepe OKoJio 95%, mo MeHbIe Mepe okosio 96%, 1Mo MeHblei Mepe okoIo 97%, Mo MeHblei
Mepe okosio 98%, mo MeHbliel Mepe OKOJIO 99% UAEHTUYHOCTU IOCHIENOBATEIbHOCTH C
BapuabeTbHBIM JIOMEHOM aMHHOKHUCJIOTHOM MOCJIENOBATEIbHOCTH alib(ha-LIeIu, MPeICTaBIeHHON
B SEQ ID NO: 1, mpuuem antu-NY-ESO-1 TCR conep:xxut CDR3 anbda-uenu, conepkarryro
AMHHOKHCIIOTHYIO TOCIeA0oBaTelbHOCTh, npeacrasieHHyro B SEQ ID NO: 7. B HekoTopbIX
BapuaHtax ocyiectiaeHus aHTU-NY-ESO-1 TCR, xonmupyemblii mepBOoil HYKJIEOTHIHOM
NIOCJIEIOBATENIbHOCTBIO, COAEPIKUT BapuaOeNbHBI JOMEH anibda-lenu, NPUCYTCTBYIOIIUN B
AMUHOKUCJIOTHOM TOCIeIOBATENIbHOCTH ajibda-enw, npencrasiernoi 8 SEQ ID NO: 1.
[0110] B Hexoropbix BapuaHTax ocyuectBieHus aHTU-NY-ESO-1 TCR, xoxgupyembiii
NePBO HYKJIEOTUAHOH TOCJIEAOBATENIbHOCTBIO, COAEPIKUT BapuabenbHBI OMEH Oera-uerny,
UMEIOIUA TI0 MeHblIeld Mepe okosio 80%, mo MeHbinel mMepe okoyo 85%, Mo MeHblIel Mepe
okosio 90%, o MeHblel Mmepe okoso 95%, mo MeHbluei Mepe OkoJIo 96%, Mo MeHbIIeld Mepe
okoJio 97%, no meHbliel Mepe okosno 98%, nmo MeHblieil Mepe okojo 99% unu okono 100%
UJIEHTUYHOCTH  TIOCJIEZOBATENIbHOCTH € BapuadeNbHbIM  JOMEHOM  aMHHOKHCIOTHOH

nocienosarenbHocT Oera-ueny, npeacrasieHHod B SEQ ID NO: 2. B HEeKOTOpBIX BapHaHTax
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OCYLIECTBJICHUS anTu-NY-ESO-1 TCR KOAUPYEMBII NepBOH HYKJICOTUIHOU

,
MOCJIEIOBATENIbHOCTBIO, CONEPKUT BaphadOeIbHBIM MOMEH OeTa-lenu, UMEIOLIUA MO MEHbIIeH
Mepe okojio 80%, mo MeHbIne Mepe okoso 85%, mo meHbleit Mmepe okono 90%, no meHblei
Mepe okoJio 95%, mo MeHbIel Mepe okoso 96%, Mo MeHblIel Mepe 0KoiIo 97%, no mMeHblei
Mepe okojio 98% wuiu mo MeHblield Mepe Okoio 99% HAEHTUYHOCTU TMOCJIENOBATEIBHOCTH C
BaprabeTbHBIM IOMEHOM aMUHOKHUCIIOTHON MOCTIEIOBATEIbHOCTH OeTa-1erny, MPeICTaBIeHHON B
SEQ ID NO: 2, mpuuem antu-NY-ESO-1 TCR conmepxxut CDR3 Gera-uienu, comep Kargyro
AMHHOKHCJIOTHYIO IOCJI€I0BAaTEeNbHOCTb, npeactasieHHyro B SEQ ID NO: 10. B nekotopbIx
BapuaHtax ocyiectsiaeHus: aHTU-NY-ESO-1 TCR, xonupyemblii mepBOH HYKJIEOTHIHOM
NOCJIEIOBATENIbHOCTBIO,  CONEPKUT  BapualeNnbHbI JOMEH OeTa-LlenH, IpeACTaBICHHBIN
AMUHOKHCJIOTHOM MOCJIEeI0BAaTeNbHOCTHIO, puBeneHHo B SEQ ID NO: 2.

[0111] B Hexoropbix BapuaHTax ocyumectsieHus aHTU-NY-ESO-1 TCR, xogupyembiii
NEePBBIM HYKJIEOTHIOM, MAONOJHUTEIBHO COAEPKUT KOHCTAaHTHYK o0nacTh ajb(a-memny,
KOHCTaHTHYIO 00yiacTb OeTa-Ienmu WM Kak KOHCTaHTHYIO o0nacTh ajiba-uend, Tak Hu
KOHCTaHTHYI0 oOnactb Oeta-miernu. B HexoTopsIx BapuaHTax ocyuiecTBieHust aHTH-NY-ESO-1
TCR, xomupyemblii MepBOi HYKJIEOTUAHOW MOCJIEAOBATEIbHOCTBIO, CONEPKHUT KOHCTAHTHYIO
obnacTp anbga-Leny, UMEIYIo 110 MeHbIneil Mepe okono 80%, mo MeHblIel Mepe 0koJio 85%,
1o MeHblIIei Mepe okosio 90%, no MeHbiel Mepe okoJio 95%, o MeHb1IeH Mepe okoio 96%, 1o
MeHbIel Mepe okono 97%, no MeHblIeit Mepe okoso 98%, o meHblnel Mepe 0koso 99% unu
ok0j10 100% HOEHTMYHOCTH MOCJENOBATEIBHOCTH C KOHCTAHTHOW OOJIACTBI0 aMUHOKHCJIOTHON
nocienoBatenbHoCcTH aibda-teny, npencrasieHHod B SEQ ID NO: 1. B HekoTOpbIX BapuaHTax

OCYLIECTBJIEHUS antu-NY-ESO-1 TCR KOUPYEMBIH NepBOM HYKJICOTUHON

)
NOCJIEIOBATENIbHOCTBIO, CONEPIKUT KOHCTAHTHYIO 00J1acTh ajb(a-Leny, HMEIOLIYI0 10 MEHbIIeH
Mepe okojio 80%, mo MeHbIner Mepe okoso 85%, mo meHbleit Mmepe okoio 90%, mo mMeHblei
Mepe okoJio 95%, mo MeHbInel Mepe okosio 96%, 1o MeHblei Mepe okoIo 97%, mo mMeHblei
Mepe okojio 98% wmnu mo MeHblield Mepe OKoIo 99% HAEHTUYHOCTH IMOCIIENOBATEIBHOCTH C
KOHCTAHTHOH 00J1aCThbI0 aMUHOKHCIOTHOM TOCIIEOBATENbHOCTH ajb(a-LenH, MPeACTaBJICHHON B
SEQ ID NO: 1, npuuem antu-NY-ESO-1 TCR conmepxxut CDR3 anbha-nienn, comeprramiyro
AMHHOKHCIIOTHYIO TOCHeAoBaTelbHOCTh, npeacrasieHHyro B SEQ ID NO: 7. B HekoTOpbIX
BapuaHtax ocyinectsiaeHus aHTU-NY-ESO-1 TCR, xonupyemblii nepBoil HYKJIEOTHIHOM
MOCJIEIOBATENIbHOCTBIO, COAEPKUT KOHCTAHTHYIO 00JacTh ajib(a-Lenu, MPUCYTCTBYIOLIYIO B
AMUHOKUCIIOTHON TOCTIeNOBATeIbHOCTH ajbda-nenu, npencrasienHod B SEQ ID NO: 1. B
HEKOTOpBIX BapuaHtax ocyuectsieHus aHTU-NY-ESO-1 TCR, xogupyemblii MepBbIM
HYKJICOTHZIOM, JOTNOJHHUTEIBHO COMNEPKUT KOHCTAHTHYIO o00nacth anbda-nenu, KoTopas

OTIINYA€TCA OT 3HAOICHHBIX, HANpumep, BCTPCUANOIIUXCA B MPUPOAC, KOHCTAHTHBIX obnacreit
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anbda-neni. B HEKOTOPBIX BapHaHTaX OCYINECTBICHHS KOHCTAHTHas 00JacTh anbga-nenu
COZIEP’KUT AMUHOKHUCJIOTHYIO MOCJEA0BAaTENbHOCTh, CONEPIKALIyI0 IO MeHblled mepe 1, mo
MEHbIIEH Mepe 2, MO MeHbLIen Mepe 3, MO MeHblled Mepe 4 WiM no MeHbulen mepe S
AMUHOKHCJIOTHBIX 3aME€H OTHOCHUTENIbHO aMHHOKHMCIOTHOH MOCJE€I0BAaTENbHOCTH KOHCTAHTHOM
00J1acTH aMMHOKHCIIOTHOH MOCIIeI0BATENbHOCTH anbda-ueny, npeacrasienHoi B SEQ ID NO: 1.
[0112] B Hexoropsix BapuaHTax ocyuiectsieHuss aHTU-NY-ESO-1 TCR, xogupyembiii
NEPBOM HYKJIEOTHIHOHM MOCIIENOBATENbHOCTBIO, CONEPKUT KOHCTAHTHYIO 0o0nacTh Oera-memny,
HMEIOLIYIO 1O MeHblIell Mmepe okono 80%, mo meHbliel Mepe okono 85%, Mo MeHbIIEeH Mepe
okoJi0 90%, o MeHblIell Mepe 0koso 95%, no MeHblluel Mepe okoo 96%, mo MeHblIeH Mepe
okoJi0 97%, no meHpiiel Mepe okono 98%, no MeHblieil Mepe okoa0 99% unu oxono 100%
UJIEHTUYHOCTH  TOCJIEOBATENbHOCTH €  KOHCTAHTHOM  OOJAcThI0  aMUHOKMCIIOTHOM
nocienosaTenbHocT Oera-uenu, npeacrasieHHold B SEQ ID NO: 2. B HEeKOTOpbIX BapHaHTax
OCYIL€CTBJICHUS antu-NY-ESO-1 TCR, KOAUPYEMBbII nepBoi HYKJIEOTHIHOM
TIOCJIEIOBATENILHOCTBIO, COMEPKUT KOHCTAHTHYIO O0JIacTh OeTa-LienH, UMEIOLIYI0 MO MEHbIIeH
Mmepe okoJio 80%, mo MeHblel Mepe okojo 85%, mo MeHbIuel Mepe okoso 90%, Mo MeHbLIeH
Mepe okoJio 95%, mo MeHblel Mepe okoJo 96%, Mo MeHbIuel Mepe okoso 97%, Mo MeHbLIeH
Mepe okoso 98% unu no MeHblield Mmepe Okono 99% HMAEHTUYHOCTH IOCIIENOBATENBHOCTU C
KOHCTAHTHOH 00JaCThIO AMMHOKHCIIOTHOM IOCHIEIOBATENbHOCTH OeTa-LenH, NPeACTaBIeHHOI B
SEQ ID NO: 2, mpuuem antu-NY-ESO-1 TCR conmepsxkxut CDR3 OGera-uienu, comeprKargyro
AMHHOKHCIIOTHYIO TIOCJIeIOBAaTeNbHOCTD, npeactasieHHylo B SEQ ID NO: 10. B HekotopbIx
BapuaHtax ocyiectsiaeHus aHTU-NY-ESO-1 TCR, xonmupyemblii mepBOil HYKJIEOTHIHOM
MOCJIEIOBATENIbHOCTBIO, CONEP’KUT KOHCTAHTHYHO O0JacTh Oera-Lenu, MPUCYTCTBYIOLIYIO B
aMUHOKHUCIIOTHON mocnenosaTenbHocTy, npenctasieHHoil B SEQ ID NO: 2. B HekoTOpbIX
BapuaHtax ocymecTtsieHust aHTu-NY-ESO-1 TCR, kogupyemslii mNepBbIM HYKJIEOTHAOM,
JOTOJHUTEIBHO CONEP’KUT KOHCTAHTHYKO o00siacTh Oera-Lenu, KOTopas OTJIMYaeTcs OT
SHJIOT€HHBIX, HANPUMEP, BCTPEHANOINUXCS B MPUPOZAE, KOHCTAHTHBIX objacreii Oera-uernu. B
HEKOTOPBIX ~BapHAHTaX OCYINECTBJICHMS KOHCTaHTHas o00JacTe OeTa-lenu  CONEPIKUT
AMUHOKMCJIOTHYIO MOCJIE€N0BATENBbHOCTD, COAEPKALY0 IO MEHbIIEH Mepe 1, Mo MeHbIel Mepe
2, mo MeHbILEeH Mepe 3, O MeHbLIeH Mepe 4 WIN MO MEHbIIEH Mepe 5 aMUHOKHUCIOTHBIX 3aMEH
OTHOCHTEJIbHO aMHHOKHUCIIOTHOM TOCJIEAOBATEIbBHOCTH KOHCTAHTHON 00JIaCTH aMUHOKHCIIOTHON
MoCJIeI0OBATENbHOCTH OeTa-1ienw, npencrasierHoi B SEQ ID NO: 2.

[0113] B onpenenennbix Bapuantax ocymecteiennss aHTU-NY-ESO-1  TCR,
KOZIUPYEMBII MEPBOH HYKJIEOTHIHON MOCIENOBATENbHOCTBIO, COAEPKHUT ab(a-Lernb, UMEIOIIYIO
1o MeHbIe Mepe okoio 80%, o MeHbIel Mepe okoso 85%, Mo MeHbIel Mmepe okosio 90%, o

MeHbLIeH Mepe OKoJo 95%, Mo MeHbInel Mepe okoso 96%, 1o MeHblei Mepe okono 97%, o
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MeHblIeld Mepe okojo 98%, mo MeHbinei mepe okosio 99% wunu okoso 100% wmaeHTHUHOCTH
NOCJIEIOBATENIbHOCTH ¢ aMUHOKHCIIOTHON TTOCIIEI0BATENbHOCTRIO alib(a-1ieny, mpencTaBiIeHHON
B SEQ ID NO: 1. B HekoTopbIx BapuaHTtax ocyiectsieHust aHTu-NY-ESO-1 TCR, konupyemblii
NEePBOH HYKJIEOTHIHOM IMOCIIEN0BATEIbHOCTBIO, COAEPIKHUT alib(a-1ienb, UMEIOIIYIO 110 MEHbIIEH
Mepe okojio 80%, mo MeHbIne Mepe okoso 85%, mo meHbleit Mmepe okono 90%, no meHblei
Mepe OKoJio 95%, mo MeHbIel Mepe okoso 96%, 1o MeHblIel Mepe 0koiIo 97%, no meHbLIei
Mepe oxosno 98%, mo wmeHblein Mepe okono 99% wumm okono 100% uwaeHTHUHOCTH
NIOCJIEIOBATENIbHOCTU ¢ aMUHOKHCIIOTHON TTOCNIEI0BATENbHOCTRIO allb(a-1ieny, MpencTaBiIeHHON
B SEQ ID NO: 1, mpuuem antu-NY-ESO-1 TCR cogepxxut CDR3 anbda-uenn, conepxarryro
AMHHOKHCJIOTHYK) TOCIE€A0BaTeNbHOCTD, mpeactasieHHyr0o B SEQ ID NO: 7. B nHekoTopbIX
BapuaHtax ocyiectsiaeHust aHTU-NY-ESO-1 TCR, xonupyemblii nepBOH HYKJIEOTHIHOM
MOCJIEA0BATENBHOCTBIO, COIEPIKUT anb(a-1erv, COZIepIKALIYIO AMHHOKHUCJIOTHYIO
NIOCJIEIOBATENbHOCTD, NpencTasneHHyo B SEQ ID NO: 1.
[0114] B onpenmenennbix BapuaHtax ocymectBieHuss aHTu-NY-ESO-1  TCR,
KOJUPYEMBbIIl IepBOH HYKJIEOTHAHOH MOCIEOBATEIBHOCTBIO, COAEPIKUT OeTa-1enb, UMEIOIIYI0
1o MeHbIei Mepe okosio 80%, nmo MeHbiel Mepe okoJio 85%, mo MeHb1IeH Mepe okosio 90%, 1o
MeHblIel Mepe okoso 95%, no mMeHblIel Mepe okojo 96%, no MeHblel Mepe okosno 97%, no
MeHblIell Mepe okoso 98%, mo MeHbliel mepe okosno 99% wunu okono 100% wmaeHTHUHOCTH
MOCJIEIOBATEIbHOCTU ¢ aMHHOKHCIIOTHOH TOC/IEOBATENIbHOCTBIO OeTa-1enH, MPpeaCTaBISHHOH B
SEQ ID NO: 2. B mekotopbix Bapuantax ocymectsienusi aHTu-NY-ESO-1 TCR, konupyembiii
NIEPBOI HYKJICOTHIHOW MOCJIEAOBATENIbHOCTBIO, CONEPXKHUT OeTa-Lienb, UMEIOIIYI0 0 MEHbIIEH
Mepe okojio 80%, mo MeHbIne Mepe okosio 85%, mo meHbleit Mmepe okoio 90%, Mo mMeHblei
Mepe OKoJio 95%, mo MeHbIel Mepe okosio 96%, 1Mo MeHblel Mepe 0KoIo 97%, Mo MeHblei
Mepe okono 98%, mo wmeHbledn Mepe okono 99% wumm okono 100% wpeHTHYHOCTH
NIOCJIEIOBATEIbHOCTH C AaMHHOKHCIIOTHOH TOCIIEOBATENIbHOCTBIO OeTa-11enH, MPeICTaBISHHOH B
SEQ ID NO: 2, mpuuem antu-NY-ESO-1 TCR conmepxxut CDR3 Gera-Lienu, comeprKargyro
AMHHOKHCIIOTHYIO TOCJI€IOBaTeNbHOCTD, npeactasieHHyro B SEQ ID NO: 10. B HekotopbIx
BapuaHTax ocyinectiaeHus aHTU-NY-ESO-1 TCR, xonupyemblii nepBoil HYKJIEOTHIHOM
MOCJIEA0BATENBHOCTHIO, COIEPIKHT Oera-uienp, COIEPIKALIYIO AMHHOKHCJIOTHYIO
MOCNIEIOBATENBHOCTD, npeAcTaBiaeHHy0 B SEQ ID NO: 2.
[0115] B Hexoropsix BapuaHTax ocyuiectsieHus aHTU-NY-ESO-1 TCR, xopupyembiii
NePBO HYKJIEOTHIHON MOCJIEA0BATENbHOCTBIO, COAEPKUT KOHCTAHTHYIO O0NacTh anbga-1erndy,
KOHCTaHTHYIO oOnacTh Oera-niemn wind 00€, M NpHYEM KOHCTAHTHas O0JNacTh anbga-uerny,
KOHCTaHTHasi o0nacte OeTta-Lienu uin obe comepKaT aMHHOKHCIIOTHYIO TOCIIEIOBATENbHOCTD,

HMMEIOLIYIO 110 MEHbIIEeH Mepe 1, Mo MeHbIIel Mepe 2, O MeHblIeH mepe 3, 0 MeHbLIel Mepe 4
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WIA [0 MEHbIIENH MEpe 5 3amMeH B LIeHeBOﬁ IIOCJICA0BATCIIBHOCTU OTHOCHUTEIBHO

COOTBETCTBYIOIEH aMIUHOKHCJIOTHOMN MOCIenoBaTeIbHOCTH S3HA0reHHoro TCR.

I1.A.2. DnuTonsl

[0116] B Hexoropsix BapuaHTax ocyuiectsieHuss aHTU-NY-ESO-1 TCR, xogupyembiii
NepBON HYKJIEOTHIHON IMOCIEN0BATENbHOCTBIO, CBA3BIBAET TOT K€ SIMUTOIN, YTO U 3TAJOHHBIN
TCR. B Hekotopsix BapuaHTax ocyiectsieHust aHTU-NY-ESO-1 TCR cBsi3biBaeTCs ¢ 3UTONOM
NY-ESO-1, cogeprkaiiuM aMUHOKHCIOTHYIO MOCJIE€I0BAaTENbHOCTD, NpeacTasieHHyo B SEQ ID
NO: 13 (APRGPHGGAASGL). B HexkoTtopsix BapuanTax ocyuectsierus aHtTu-NY-ESO-1 TCR
cBs3biBaetcst ¢ anuronoM NY-ESO-1, cocrosimum u3 aMHUHOKHUCIIOTHOW TOCJIEA0BATEIbHOCTH,
npenctasieHHoil B SEQ ID NO: 13. B HeKOTOpbIX BapHaHTaX OCYLIECTBJIECHUS SIIUTON COCTOUT
13 aMUHOKHCIOTHBIX ocTaTkoB 60-72 NY-ESO-1 (SEQ ID NO: 52), nanpumep, "NY-ESO-160.72."
[0117] B ompeneneHHbIX BapuUaHTaX OCYINECTBJIEHHUS SMHUTON 00pa3yeT KOMILIEKC C
monekyinoit HLA kmacca 1. Cucrema anturenos uneiikouutoB uenoBeka (HLA) (rmasnbrit
komriekc ructocopmectumocty [MHC] y nmozeit) siBisieTcs BayKHON 4aCThIO MMMYHHOM CUCTEMBI
U KOHTPOJIUPYETCS T'€HaMH, PACIOJIOKEHHBIMH Ha xpoMocome 6. OHa KOAMpPYeT MOJIEKYJbI
KJIETOYHON MOBEPXHOCTH, CHELMATN3UPOBAHHbIE 1JIs1 IPEICTaBICHNUs AaHTUT€HHBIX NenTUa0B T-
kiaerounomy peuentopy (TCR) na T-xmerkax. (Cm. Takke O030p MMMyHHOH CHCTEMBI.)
Monekynaet MHC, xoropble NMpeacTaBisitoT aHTHUTeH (Ag), HensaTcs Ha 2 OCHOBHBIX Kjacca:
mostekysibel MHC knacca I u monexkynst MHC kiacca 11

[0118] Monekynet MHC kmacca 1 npucCyTCTBYIOT B BHUAE TpPaHCMEMOpPaHHBIX
IJIMKONPOTENMHOB Ha MOBEPXHOCTH BCEX HYKJIEHPOBAHHBIX KJIETOK. HenmoBpekieHHbIE MOJIEKYJIbI
kiacca I coctosT u3 anbga-TsoKeNnoi menu, CBI3aHHOH ¢ MOJIEKyJIoH Oera-2 MUKpPOTJIOOyJIHHA.
Tsokenass menb COCTOMT M3 2 TMENTHA-CBSI3bIBAOINUX JOMEHOB, Ig-momoOHOro aomMeHa u
TpaHCMEMOPAaHHOW OOJIACTH ¢ LUTOIIA3MATHYECKHUM KOHLEBBIM (pparmeHTOM. Tspkenas Lenb
Monekysbl kjacca I komupyercst renamu B jokycax HLA-A, HLA-B u HLA-C. T-xnerkwu,
skcnpeccupyromue monekysisl CD8, Bcrynaror B peakmuro ¢ mosnekynamu MHC kmacca 1. Otu
JTUM(QOLMTHI YACTO BBIMOJHSIOT [IUTOTOKCHYECKYIO (PYHKLUIO, UTO TPeOyeT OT HUX CIOCOOHOCTH
pacro3HaBath OOy HHOULIUPOBAHHYIO KIETKY. [TOCKONBKY Kakaasi sApocoaeprkalias KiIeTka
skcnpeccupyer mosekysnsl MHC kimacca I, Bce MHQHUUMPOBaHHBIE KIETKH MOTYT CIYKUThH B
KayecTBe aHTUreHmnpe3eHTHpyrommx kierok musi CD8 T-kmeroxk (CD8 cesi3biBaercs ¢
HeroauMop¢HOM YacThio Tskenon nenu kinacca [). Hexkoropsie renst MHC kiacca I kogupyroT
Heknaccnueckue mosekysnsl MHC, takne kak HLA-G (KOTOpbIii MOXKET UTrpaTh poJib B 3AIIUTE
wiona OT HMMMyHHOro orteera Martepu) U HLA-E (KOTOphIii TpeACTaBisieT MEeNTHABI

OTIpeNesICHHbIM PeLenTOpaM Ha €CTeCTBeHHBIX KIutepHbIX [ NK] kieTkax).
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[0119] B HekoTopbIx BapuaHTax ocyiiectsiieHus: mojiekyna HLA knacca 1 BeiOpana u3
anneneit HLA-A, HLA-B u HLA-C. B HekoTOpbIX BapuaHTax ocyliecTBieHus monexyna HLA
kinacca 1 BeiOpana u3 amneneiit HLA-E, HLA-F u HLA-G. B onpeneneHHbIX BapuaHTax
ocymectsienus: mosekyiaa HLA knacca 1 npencrasisier coboii amiens HLA-A. B onpeneneHHbIX
BapuaHTax ocyuiectieHus mojekysa HLA kmacca 1 mpencrasnsier coboii amutens HLA-B. B
OTIpeNeNIeHHBIX BapuaHTax ocyuectsieHus mojekyna HLA knmacca 1 nmpencrasisier coboit annens
HLA-C.

[0120] Mtuorue amienu HLA-A, HLA-B u HLA-C u3BecTHbI B JaHHOH 00JIACTH TEXHUKH,
1 1000 U3 U3BECTHBIX ajuiesiell MOXKET OBITh HCIIOIB30BAaH B JAHHOM packpbITun. OOHOBIIEHHBIN
cimcok amneneii HLA noctymeH mo ccouike Ha caiite hla.alleles.org/ (mara mocnennero
nocereHus: 27 ¢espans 2019 roga). B HekoTOpbIX BapraHTax ocyiiecTBieHus Monekyna HLA
kiacca 1 mpencrasnsier coboit annens HLA-B, BeiOpannbiii u3 HLA-B*07, HLA-B*08, HLA-
B*13, HLA-B*14, HLA-B*15, HLA-B*18, HLA-B*27, HLA-B*35, HLA-B*37, HLA-B*38,
HLA-B*39, HLA-B*40, HLA-B*41, HLA-B*42, HLA-B*44, HLA-B*45, HLA-B*46, HLA-
B*47, HLA-B*48, HLA-B*49, HLA-B*50, HLA-B*51, HLA-B*52, HLA-B*53, HLA-B*54,
HLA-B*55, HLA-B*56, HLA-B*57, HLA-B*58, HLA-B*59, HLA-B*67, HLA-B*73, HLA-
B*78, HLA-B*79, HLA-B*81, HLA-B*82 u HLA-B*83. B omnpeneneHHbIX BapHaHTax
ocymectsnenus ajens HLA-B mpencrasnsier coboit amens HLA-B*07:02. B onpeneneHHbIX
BapuaHTax ocyiiectBienuss amiens HLA-B mpencraenser coboii amtens HLA-B*07:03. B
OTpenesieHHBbIX BapuaHTax ocyiecTBiaeHus auienb HLA-B npencrasnsier coboii annens HLA-
B*07:04. B ompeneneHHbIx BapuaHTax ocyuiectieHus ajuienb HLA-B mpencrasisier coOoi
atens  HLA-B*07:05. B omnpeneneHHbIXx BapuaHTax ocyiiecTBieHus auiens HLA-B
npexacrasisier cobort amens HLA-B*07:06. B ompeneneHHbIX BapHaHTaX OCYIIECTBIICHHS
mosnekyia HLA kmacca 1 mpencraBisier coboii amutens HLA-B, BbIOpaHHBIH W3 TpymIbl,
cocrosimmeri u3 HLA-B*07:02:01:01, HLA-B*07:02:01:02, HLA-B*07:02:01:03, HLA-
B*07:02:01:04, HLA-B*07:02:01:05, HLA-B*07:02:01:06, HLA-B*07:02:01:07, HLA-
B*07:02:01:08, HLA-B*07:02:01:09, HLA-B*07:02:01:10, HLA-B*07:02:01:11, HLA-
B*07:02:01:12, HLA-B*07:02:01:13, HLA-B*07:02:01:14, HLA-B*07:02:02, HLA-
B*07:02:03, HLA-B*07:02:04, HLA-B*07:02:05, HLA-B*07:02:06, HLA-B*07:02:07, HLA-
B*07:02:08, HLA-B*07:02:09, HLA-B*07:02:10, HLA-B*07:02:11, HLA-B*07:02:12, HLA-
B*07:02:13, HLA-B*07:02:14, HLA-B*07:02:15, HLA-B*07:02:16, HLA-B*07:02:17, HLA-
B*07:02:18, HLA-B*07:02:19, HLA-B*07:02:20, HLA-B*07:02:21, HLA-B*07:02:22, HLA-
B*07:02:23, HLA-B*07:02:24, HLA-B*07:02:25, HLA-B*07:02:26, HLA-B*07:02:27, HLA-
B*07:02:28, HLA-B*07:02:29, HLA-B*07:02:30, HLA-B*07:02:31, HLA-B*07:02:32, HLA-
B*07:02:33, HLA-B*07:02:34, HLA-B*07:02:35, HLA-B*07:02:36, HLA-B*07:02:37, HLA-
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B*07:02:38, HLA-B*07:02:39, HLA-B*07:02:40, HLA-B*07:02:41, HLA-B*07:02:42, HLA-
B*07:02:43, HLA-B*07:02:44, HLA-B*07:02:45, HLA-B*07:02:46, HLA-B*07:02:47, HLA-
B*07:02:48, HLA-B*07:02:49, HLA-B*07:02:50, HLA-B*07:02:51, HLA-B*07:02:52, HLA-
B*07:02:53, HLA-B*07:02:54, HLA-B*07:02:55, HLA-B*07:02:56, HLA-B*07:02:57, HLA-
B*07:02:58, HLA-B*07:02:59, HLA-B*07:02:60, HLA-B*07:02:61, HLA-B*07:02:62, HLA-
B*07:02:63, HLA-B*07:02:64, HLA-B*07:02:65, HLA-B*07:02:66, HLA-B*07:02:67, HLA-
B*07:02:68, HLA-B*07:02:69, HLA-B*07:02:70, HLA-B*07:02:71, HLA-B*07:02:72, HLA-
B*07:02:73, HLA-B*07:03, HLA-B*07:04.01, HLA-B*07:04.02, HLA-B*07:05:01:01, HLA-
B*07:05:01:02, HLA-B*07:05:01:03, HLA-B*07:05:01:04, HLA-B*07:05:02, HLA-
B*07:05:03, HLA-B*07:05:04, HLA-B*07:05:05, HLA-B*07:05:06, HLA-B*07:05:07, HLA-
B*07:05:08, HLA-B*07:05:09, HLA-B*07:06:01, HLA-B*07:06:02, HLA-B*07:06:03, HLA-
B*07:07:01, HLA-B*07:07:02, HLA-B*07:08:01, HLA-B*07:08:02, HLA-B*07:09:01, HLA-
B*07:09:02, HLA-B*07:10, HLA-B*07:100, HLA-B*07:101, HLA-B*07:102, HLA-B*07:103,
HLA-B*07:104, HLA-B*07:105, HLA-B*07:106, HLA-B*07:107, HLA-B*07:108, HLA-
B*07:109, HLA-B*07:11, HLA-B*07:110, HLA-B*07:111, HLA-B*07:112, HLA-B*07:113,
HLA-B*07:114, HLA-B*07:115, HLA-B*07:116, HLA-B*07:117, HLA-B*07:118, HLA-
B*07:119, HLA-B*07:12, HLA-B*07:120, HLA-B*07:121, HLA-B*07:122, HLA-B*07:123,
HLA-B*07:124, HLA-B*07:125, HLA-B*07:126, HLA-B*07:127, HLA-B*07:128, HLA-
B*07:129, HLA-B*07:13, HLA-B*07:130, HLA-B*07:131, HLA-B*07:132, HLA-B*07:133,
HLA-B*07:134, HLA-B*07:135, HLA-B*07:136:01, HLA-B*07:136:02, HLA-B*07:137, HLA-
B*07:138, HLA-B*07:139:01, HLA-B*07:139:02, HLA-B*07:14, HLA-B*07:140, HLA-
B*07:141, HLA-B*07:142, HLA-B*07:143, HLA-B*07:144, HLA-B*07:145, HLA-B*07:146,
HLA-B*07:147, HLA-B*07:148, HLA-B*07:149, HLA-B*07:15, HLA-B*07:150, HLA-
B*07:151:01, HLA-B*07:151:02, HLA-B*07:152, HLA-B*07:153, HLA-B*07:154, HLA-
B*07:155, HLA-B*07:156, HLA-B*07:157, HLA-B*07:158, HLA-B*07:159, HLA-B*07:16,
HLA-B*07:160, HLA-B*07:161, HLA-B*07:162, HLA-B*07:163, HLA-B*07:164, HLA-
B*07:165, HLA-B*07:166, HLA-B*07:167, HLA-B*07:168, HLA-B*07:169, HLA-B*07:17,
HLA-B*07:170, HLA-B*07:171, HLA-B*07:172, HLA-B*07:173, HLA-B*07:174, HLA-
B*07:175, HLA-B*07:176, HLA-B*07:177, HLA-B*07:178, HLA-B*07:179, HLA-B*07:180,
HLA-B*07:181, HLA-B*07:182, HLA-B*07:183, HLA-B*07:184, HLA-B*07:185, HLA-
B*07:186, HLA-B*07:187, HLA-B*07:188, HLA-B*07:189, HLA-B*07:18:01, HLA-
B*07:18:02, HLA-B*07:19, HLA-B*07:190, HLA-B*07:191, HLA-B*07:192, HLA-B*07:193,
HLA-B*07:194, HLA-B*07:195, HLA-B*07:196, HLA-B*07:197, HLA-B*07:198, HLA-
B*07:199, HLA-B*07:20, HLA-B*07:200, HLA-B*07:201, HLA-B*07:202, HLA-B*07:203,
HLA-B*07:204, HLA-B*07:205, HLA-B*07:206, HLA-B*07:207, HLA-B*07:208, HLA-
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B*07:209, HLA-B*07:21, HLA-B*07:210, HLA-B*07:211, HLA-B*07:212, HLA-B*07:213,
HLA-B*07:214, HLA-B*07:215, HLA-B*07:216, HLA-B*07:217, HLA-B*07:218, HLA-
B*07:219, HLA-B*07:220, HLA-B*07:221, HLA-B*07:222, HLA-B*07:223, HLA-B*07:224,
HLA-B*07:225, HLA-B*07:226, HLA-B*07:227, HLA-B*07:228:01, HLA-B*07:228:02, HLA-
B*07:229, HLA-B*07:22:01, HLA-B*07:22:02, HLA-B*07:23, HLA-B*07:230, HLA-
B*07:231, HLA-B*07:232, HLA-B*07:233, HLA-B*07:234, HLA-B*07:235, HLA-B*07:236,
HLA-B*07:237, HLA-B*07:238, HLA-B*07:239, HLA-B*07:24, HLA-B*07:240, HLA-
B*07:241, HLA-B*07:242, HLA-B*07:243, HLA-B*07:244, HLA-B*07:245, HLA-B*07:246,
HLA-B*07:247, HLA-B*07:248, HLA-B*07:249, HLA-B*07:25, HLA-B*07:250, HLA-
B*07:251, HLA-B*07:252, HLA-B*07:253, HLA-B*07:254, HLA-B*07:255, HLA-B*07:256,
HLA-B*07:257, HLA-B*07:258, HLA-B*07:259, HLA-B*07:26, HLA-B*07:260, HLA-
B*07:261, HLA-B*07:262, HLA-B*07:263, HLA-B*07:264, HLA-B*07:265, HLA-B*07:266,
HLA-B*07:267, HLA-B*07:268, HLA-B*07:269, HLA-B*07:27, HLA-B*07:270, HLA-
B*07:271, HLA-B*07:272, HLA-B*07:273, HLA-B*07:274, HLA-B*07:275, HLA-
B*07:276:01, HLA-B*07:276:02, HLA-B*07:277, HLA-B*07:278, HLA-B*07:279, HLA-
B*07:28, HLA-B*07:280, HLA-B*07:281, HLA-B*07:282, HLA-B*07:283, HLA-B*07:284,
HLA-B*07:285, HLA-B*07:286, HLA-B*07:287, HLA-B*07:288, HLA-B*07:289, HLA-
B*07:29, HLA-B*07:290, HLA-B*07:291, HLA-B*07:292, HLA-B*07:293, HLA-B*07:294,
HLA-B*07:295, HLA-B*07:296, HLA-B*07:297, HLA-B*07:298, HLA-B*07:299, HLA-
B*07:30, HLA-B*07:300, HLA-B*07:301, HLA-B*07:302, HLA-B*07:303:01, HLA-
B*07:303:02, HLA-B*07:304, HLA-B*07:305, HLA-B*07:306, HLA-B*07:307, HLA-
B*07:308, HLA-B*07:309, HLA-B*07:31, HLA-B*07:310, HLA-B*07:311, HLA-B*07:312,
HLA-B*07:313, HLA-B*07:314, HLA-B*07:315, HLA-B*07:316, HLA-B*07:317, HLA-
B*07:318, HLA-B*07:319, HLA-B*07:32, HLA-B*07:320, HLA-B*07:321, HLA-B*07:322,
HLA-B*07:323, HLA-B*07:324, HLA-B*07:325, HLA-B*07:326, HLA-B*07:327, HLA-
B*07:328, HLA-B*07:329, HLA-B*07:330, HLA-B*07:331, HLA-B*07:332, HLA-B*07:333,
HLA-B*07:334, HLA-B*07:335, HLA-B*07:336, HLA-B*07:337, HLA-B*07:338, HLA-
B*07:339, HLA-B*07:33:01, HLA-B*07:33:02, HLA-B*07:33:03, HLA-B*07:34, HLA-
B*07:340, HLA-B*07:341, HLA-B*07:342, HLA-B*07:343, HLA-B*07:344, HLA-B*07:345,
HLA-B*07:346, HLA-B*07:347, HLA-B*07:348, HLA-B*07:349, HLA-B*07:35, HLA-
B*07:350, HLA-B*07:351, HLA-B*07:352, HLA-B*07:353, HLA-B*07:354, HLA-B*07:355,
HLA-B*07:356, HLA-B*07:357, HLA-B*07:358, HLA-B*07:36, HLA-B*07:37:01, HLA-
B*07:37:02, HLA-B*07:38, HLA-B*07:39, HLA-B*07:40, HLA-B*07:41, HLA-B*07:42, HLA-
B*07:43, HLA-B*07:44, HLA-B*07:45, HLA-B*07:46, HLA-B*07:47, HLA-B*07:48, HLA-
B*07:49, HLA-B*07:50, HLA-B*07:51, HLA-B*07:52, HLA-B*07:53, HLA-B*07:54, HLA-
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B*07:55, HLA-B*07:56:01, HLA-B*07:56:02, HLA-B*07:57, HLA-B*07:58, HLA-B*07:59,
HLA-B*07:60, HLA-B*07:61, HLA-B*07:62, HLA-B*07:63, HLA-B*07:64, HLA-B*07:65,
HLA-B*07:66, HLA-B*07:67, HLA-B*07:68:01, HLA-B*07:68:02, HLA-B*07:68:03, HLA-
B*07:69, HLA-B*07:70, HLA-B*07:71, HLA-B*07:72, HLA-B*07:73, HLA-B*07:74, HLA-
B*07:75:01:01, HLA-B*07:75:01:02, HLA-B*07:76, HLA-B*07:77, HLA-B*07:78, HLA-
B*07:79, HLA-B*07:80, HLA-B*07:81, HLA-B*07:82, HLA-B*07:83, HLA-B*07:84, HLA-
B*07:85:01, HLA-B*07:85:02, HLA-B*07:86, HLA-B*07:87, HLA-B*07:88, HLA-B*07:89,
HLA-B*07:90, HLA-B*07:91, HLA-B*07:92, HLA-B*07:93, HLA-B*07:94, HLA-B*07:95,
HLA-B*07:96:01, HLA-B*07:96:02, HLA-B*07:97, HLA-B*07:98 u HLA-B*07:99.

II.A.3 BTopasi HyK/1€0THAHAS NOCJIEA0BATEIbHOCTh

[0121] Bropas HykneoTHaHAs MOCIEN0BATENIbHOCTb MOJIEKYJIbI HYKJIEUHOBOM KHCJIOTBI,
packpbITasi B JAHHOM JOKYMEHTE, MOXKET MPEACTaBIIATh COOOH JIFOOYIO MOCIe0BATEIbHOCTD HITH
MOKET KOIMUPOBATh JIFOOOH MONUMENTUA, KOTOPbI CHOCOOEH HMHIHOUPOBATH JKCIPECCHIO
sHporeHHoro TCR. B HekoTOpbIX BapHaHTaxX OCYLIECTBJIEHHMsI BTOpas HYKJICOTHIHAs
HIOCJIEIOBATENIBHOCTD MpeAcTaBisieT coboit onny nim 6onee MuPHK. B HexoTOphIX BapuaHTax
ocyumectBiieHusi oxHa win  Oonee MuPHK  sBISIOTCS  KOMITJIEMEHTApHBIMHU  LIEJIEBOM
MOCJEAOBATENbHOCTH B  HYKJICOTHAHON IOCJIEA0BATENIbBHOCTH, KOAMPYIOLIEH KOHCTAHTHYIO
obnacte sHmoreHHoro TCR. B ompeneneHHbIX BapuaHTaX OCYIIECTBJIIEHUs OIHA WM OoJjiee
MUPHK ABISIIOTCS KOMILJIEMEHTApPHBIMH LIEJIEBOM  TMOCIEAOBATENIBHOCTH B  HYKJIEOTHUIHOM
MOCJIEIOBATENBHOCTH, KOAUpYIOlel koHcTaHTHYH obnmacte TCR denoBeka awkoro tuma. B
HEKOTOPBIX BapUAHTAX OCYLIECTBJICHUs oqHa uiH Oosee MUPHK SBIISFOTCST KOMITJIEMEHTapHBIMU
LIeJIeBON  IMOCNEOBATeIbHOCTH B HYKJIEOTHAHON  IOCJIENOBATENbHOCTH, KOAUPYIOLIEH
KOHCTaHTHYI0 00nactb anbga-uenu TCR qukoro Tima. B HEKOTOPBIX BapUaHTaX OCYINECTBICHUS
onHa uimn Oonee MUPHK SBISIOTCS KOMIUIEMEHTapHBIMH IIEJIEBOM MOCIENOBATENIbHOCTH B
HYKJIGOTHTHOM TMOCJIEAOBATEILHOCTH, KOOUPYIOIIEH KOHCTaHTHYH oOmacte Oera-niemn TCR
IMKOTO TUIA. B HEKOTOPBIX BapHaHTax ocyiuecTBieHus ogHa wiu 6onee MuPHK Brirowaror (1)
onHy wunn Oonee MUPHK, KOMIUIEeMEHTApHBIX IIEJIEBOH IIOCJIENOBATEILHOCTH B TIpeaesax
HYKJIGOTHTHOM TOCIEIOBATEIbHOCTH, KOAUPYIOIIEeH KOHCTaHTHYI0 oOnacth anbpa-uenu TCR
aukoro tuna, U (ii) ogay wim 6onee MUPHK, koMIuieMeHTapHBIX LIEJIEBOH MOCIEOBATENbHOCTH
B TIpefeNiax HYKJIEOTHIHOH MOCNIENOBATENbHOCTH, KOOUPYIOLEH KOHCTaHTHYI0 obnmacth Oera-
nermi TCR gukoro Tuma.

[0122] B HekoTophIX BapmaHTax ocymiecTBieHus oxHa uin Oonee MuPHK copmepskar
HYKJICOTHIHYIO TIOCJIEI0BATEIbHOCTb, BBIOPAaHHYIO 13 rpymibl, coctosmen n3 SEQ ID NO: 53-56

(Tabmuma 4). B HEKOTOpBIX  BapUAHTaX  OCYINECTBJICHUs  BTOpasl  HYKJICOTHUOHAS
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NIOCJIEIOBATENIbHOCTh MOJIEKYJIBI HYKJIEMHOBOW KHCJIOTBHI KoaupyeT onHy wian Oonee MuPHK,
npudeM onHa uin 6osee MUPHK sSBISIOTCS KOMITIEMEHTapHBIMH LEJIEBOI MOCIEIOBATEIBHOCTH
B Mpenenax HYKJICOTHIHOH MOCeNOBaTEIbHOCTH, KOMUPYIOMEH KOHCTAHTHYIO 001acTh aibga-
e TCR nukoro tuma, u npuydem onHa uinu 6oiee MuPHK Brimro4aroT mociaenoBaTeIbHOCTH
HYKJIEHHOBBIX KUCJOT, npeactasineHHble B SEQ ID NO: 53 u 54.

Tao6auua 4. ITocaenosarenbuoctu MuPHK

IMocaenoBaTesqbHOCTD (HyKJI€0THABI 1-
19 npeacraBasioT codoi
SEQ ID
NO muPHK pHOOHYK/I€0THABI; HYKJIeoTHABI 20-21
. NPeACTABJSIIOT c000ii
Ae30KCHPHUOOHYKJIEOTHAbI)
siRNA-
53 GUAAGGAUUCUGAUGUGUATT
TCRa-1
siRNA-
54 UACACAUCAGAAUCCUUACTT
TCRa-2
siRNA-
55 CCACCAUCCUCUAUGAGAUTT
TCRb-1
siRNA-
56 AUCUCAUAGAGGAUGGUGGTT
TCRb-2
[0123] B HEKOTOPBIX  BapuUaHTax  OCYLIECTBJIECHUST  BTOpas  HYKJICOTHAHAA

MIOCJIEIOBATEIbHOCTh MOJIEKYJIbI HYKJIEMHOBOW KHCJIOTBHI KoaupyeT onHy win Oonee MuPHK,
npudeM onHa uiu 6osiee MUPHK sBISIIOTCS KOMIIEMEHTAPHBIMHU LIEJIEBOH MOCIIeI0OBATEIBHOCTH
B Tpefesax HYKJIEOTHAHOH MOCNeNOBATENbHOCTH, KOAUPYIOMEH KOHCTAaHTHYI0 obnactb Oera-
e TCR nukoro tuma, u npudeM onHa uian 6osiee MuPHK BrimrO4aroT mociaenoBaTeIbHOCTH
HYKJIEMHOBBIX KHCNOT, npeacrasineHHble B SEQ ID NO: 55 u 56. B HekoTOphIX BapuaHTax
OCYLIECTBJIEHUS] BTOPAasi HyKJIEOTUAHAS MTOCIEA0BATENbHOCTh MOJIEKYJIbI HyKJIEMHOBON KUCIIOTBI
xkonupyer oxgny wim oonee MuPHK, npuuem onna wnm 6onee MuPHK conmepskat (1) onHy win
6onee MuPHK, KOTOpBIE SIBISIOTCSI KOMIUIEMEHTAPHBIMH IIEJIEBOH IIOCIENOBATEIbHOCTH B
npenenax HYKJICOTHIHOW IOCIENOBATEIbHOCTH, KOIUPYIOIIEH KOHCTAHTHYIO O0JacTh anbga-
nen TCR nukoro tuma, mpudeM onHa wiu Oojee MUPHK BKJIFOYArOT MOCIENOBATEIBHOCTH
HYKJIEMHOBBIX KHCJOT, mpeactaBieHHble B SEQ ID NO: 53 u 54; u (ii)) omHy wiu Oonee
MUPHK kOTOpBIE SBIAIOTCS KOMILUIEMEHTAPHBIMHU LIEJIEBOM IMOCIEI0BATEIbHOCTH B MpeAenax
HYKJIGOTHTHOW TMOCJIEOBATEIbHOCTH, KOAUPYIOIIEH KOHCTaHTHYK oOmacte Oera-niemn TCR

AUKOro TUIlla, MPUYIEM OJHA WA 6onee MmuPHK Bkjr04aroT NOCIEAO0BATCIIbHOCTH HYKJICUHOBBIX
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KuCNoT, npeactasieHHbie B SEQ ID NO: 55 u 56.

[0124] B HEKOTOPBIX  BapUaHTax  OCYLIECTBJIECHUS  BTOpPas  HYKJICOTHAHAA
MOCJIEIOBATENBHOCTh MOJIEKYJIbI HYKJIEMHOBOW KucioThl Bkirouaer SEQ ID NO: 53-56. B
HEKOTOPBIX BAPUAHTAX OCYILIECTBJIEHHs BTOPAsi HyKJIEOTHAHAs MOCIENOBATEIBHOCTb BKJIIOYAET
SEQ ID NO: 53-56, mpuuem oxHa uiu 6osiee u3 SEQ ID NO: 53-56 pasznenensl ogHOM min 6oJee
HYKJIEMHOBBIMU KHcJOTamy, kotopele He koaupyioT MUPHK. B onpeneneHHbIX BapuaHTax
ocymectsiernst ogHa uinu 6onee MuPHK BriOpaner n3 MuPHK, packpeiTeix B myOnukauun CIITA
Ne 2010/0273213 A1, koTropast HOJTHOCTBIO BKIIFOUEHA B IAHHBIN JOKYMEHT ITOCPEICTBOM CChLIKU.
[0125] B HEKOTOPBIX  BapuaHTax  OCYLUECTBJIEHHS  BTOpas  HYKJICOTUAHAsA
NOCJIEIOBATENIbHOCTh MOJIEKYJIbI HYKJIEMHOBOM KHCJIOTHI KOAMPYET OeNoK, mpuyeM Oenok
crioco0eH MHruOmposath skcnpeccuto 3HporeHHoro TCR, unanpumep, TCR nuxoro tuma. B

HEKOTOPBIX BapHAaHTAaX OCYLICCTBJICHUA BTOpPAsA HYKICOTHUAHAA IMOCJICAOBATCIBHOCTD KOOHUPYET

Cas9.

II.A.3 BekTopsl
[0126] OmnpeneneHHble aCMeKTbl HACTOSILErO PACKPBITUS OTHOCATCS K BEKTOpaM,
COZiep KalMM MOJIEKYJTy HYKJIEMHOBOM KUCJIOTBI, PACKPBITYIO B JAHHOM IOKYMEHTE. B HEKOTOpBIX
BAPUAHTAX OCYINECTBJICHUS BEKTOp TMpeAcTaBisieT coOOH BUPYCHBIH BEeKTOp. B HEKOTOpPBIX
BapUAHTAX OCYIIECTBJCHUS BEKTOP MPENCTaBysieT COOOH BHPYCHYKO HYacTULy I BHpYC. B
HEKOTOPBIX BaPHAHTAX OCYIIECTBJICHUS BEKTOP MPEACTABISIET COOOH BEKTOP MIIEKOMUTAIOIIETO.
B HEeKOTOpPBIX BapUaHTaxX OCYLIECTBICHHS BEKTOP MPENCTABIAET COO0I OaKkTepHUa bHbIA BEKTOP.
[0127] B ompeneneHHBIX BapHaHTAaX OCYIIECTBJIEHUS BEKTOP TMPEACTABISIET COOOM
pPETPOBUPYCHBII BEKTOpP. B HEKOTOPBIX BapUaHTAaX OCYIIECTBJICHUS BEKTOP BBIOPAH U3 TPYIIIIbI,
cocTosiliell W3 aJeHOBHUPYCHOTO BEKTOpa, JeHTHBHpyca, Bekropa Bupyca CeHpaii,
0aKyJIOBUPYCHOTO BEKTOpa, BEKTOP BHUpyca JmuiTeliHa — bappa, mamoBaBUPYCHOTO BEKTOpA,
BEKTOpPa BHpyCa OCIOBaKLMHBI, BEKTOpa BHpyca [@POCTOrO repreca, U BeKTOpa
aIeHOACCOLMUPOBAHHOTO BUpyca (AAV). B KOHKpETHBIX BapHaHTaX OCYIIECTBJICHUS, BUPYCHBIN
BEKTOp TNpencTaBysieT coboii BekTop AAV. B HEKOTOpPBIX BapuUaHTaX OCYINECTBICHHUS BEKTOP
npezacTasisieT coboil IeHTUBUPYC. B KOHKPETHBIX BapHaHTaxX OCYLIECTBICHHS, BUPYCHBIA BEKTOP
npexncrasisier coOoil BekTop AAV. B HEKOTOPBIX BapuUaHTAaX OCYLIECTBIEHHUS BEKTOP
npencrasisier coboit Bupyc CeHpail. B HEKOTOpPHIX BapHaHTaX OCYIIECTBICHHUS BEKTOP
npexacrasisier coOoit rubpuanbiii BekTop. IlpuMepbl rHOPUAHBIX BEKTOPOB, KOTOPBIE MOXHO
UCTIOIB30BaTh MO HACTOSIIEMY PACKPBITHIO, MOKHO HaiiTu B mybnukauuu Huang and Kamihira,
Biotechnol. Adv. 31(2):208-23 (2103), xoTopasi MOJHOCTHIO BKJIIOYEHA B JAHHBIA JTOKYMEHT

NnoCpeaACTBOM CCBUIKH.
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IL.LB. PexomOunanthbie T-kiaerounblie peuentopsl (TCR)
[0128] OmnpeneneHHble aCMIEKThI HACTOSIIETO PACKPBITHS OTHOCATCSA K PEKOMOWHAHTHBIM
T-knerounsm peuentopam (TCR) mnm ux aHTUT€HCBSA3BIBAIOIIEH YaCTH, KOTOPAs CrIeU(pUIECKU
ces3biBaercs ¢ yenopeueckuM NY-ESO-1 («antu-NY-ESO-1 TCR»). B HekoTOpbIX BapHaHTax
ocyuiectBieHus1 aHTU-NY-ESO-1 TCR koxnupyercst onmiucaHHOM B JAHHOM IOKYMEHTE MOJIEKYJION
HYKJIEHHOBON KHUCJIOTBI.
[0129] B nexotopeix BapuanTax ocyuectBiaeHus: aHTU-NY-ESO-1 TCR koHkypupyer ¢
stanoHHbIM TCR 3a cesseiBanue ¢ yenosedeckuM NY-ESO-1. B HexoTopbIx BapuaHTax
ocymectsieHust aHTU-NY-ESO-1 TCR cBsA3bpIBaeT TOT K€ 3MUTON WM NEPEKPbIBAIOIIMICS
snuton 4enosedeckoro NY-ESO-1, uto u stanonnenii TCR. B HekoTOpbIX BapuaHTax
ocymectienus stanoHHelii TCR comepxut anbda-uens u Oerta-Lienb, npuyeM aibda-Lenb
stanoHHoro TCR conep KUt aMHHOKHCIOTHYIO ITOCIIEI0BATENbHOCTD, IpecTaBieHHyo B SEQ ID
NO: 1. B HeKkoTOphIX BapHaHTaX OCYyIIECTBIeHUs Oeta-uienb dTamonHoro TCR comepskur
AMHHOKHCIIOTHYIO TIOCJIEIOBATENbHOCTD, npeactasieHHyo B SEQ ID NO: 2.
[0130] B HekoTtopsix Bapuanrax ocyuiectsieHus anTu-NY-ESO-1 TCR comepsxut anbda-
1ens U Oera-uenb, npuyueM aib(a-1ens COAepKUT KOHCTAaHTHYIO 00J1acTh, ¥ IpudeM Oera-Lienb
COAEPKUT KOHCTAHTHYI OO0JacTh, MpUYeM KOHCTAHTHasi o0JacTb ajb(a-Lend COmepsKUT
AMUHOKMCJIOTHYIO MOCJIE€A0BATENBbHOCTh, UMEIOLIYIO IO MEHbIIEH Mepe 1, o MeHbluel mepe 2,
[0 MEHbLIEH Mepe 3, MO MeHblel Mepe 4 WM MO MEHbIIEeH Mepe 5 aMHUHOKUCIOTHBIX 3aME€H
OTHOCUTEJIbHO KOHCTAaHTHOW 00JjacTu anbga-ueny, MPUCYTCTBYIOIIEH B aMHUHOKHCIOTHOH
nocnenosaTenbHocTH, mpencrasieHHol B SEQ ID NO: 1. B HekoTOopbIXx BapHaHTax
ocymectsierns aHTH-NY-ESO-1 TCR conepxut anbda-Lens u 6eta-1erns, mpuueM aibgha-nennb
CONEPKUT KOHCTAHTHYIO O0NacTh M Oera-Ienb COAEpPKUT KOHCTAHTHYIO OOJIaCTh;, MpHYEM
KOHCTaHTHas1 00J1acTh OeTa-1enu CoAepKUT aMUHOKHCIIOTHYIO MOCIEIOBATEIBHOCTD, HUMEIOIIYIO
[0 MeHbLIEN Mepe 1, Mo MeHbIIel mMepe 2, IO MeHbLIEH Mepe 3, MO MeHbIIel Mepe 4 uiu 1o
MEHbILIEH Mepe 5 aMHHOKHCJIOTHBIX 3aMEH OTHOCHTEJIbHO KOHCTAHTHOH oOjactu Oera-memny,
coziepKaleil aMIHOKHCIIOTHYIO TOCNIEIOBATENbHOCTD, penctasieHnyo B SEQ ID NO: 2.
[0131] B HekoTopbix BapuanTax ocymectsieHus aHTH-NY-ESO-1 TCR conepsxut anbda-
1enb u Oera-1enb, NpuyeM aib(a-1enb COAEPKUT KOHCTAHTHYIO 00J1acTh, U mpudeM Oera-1ernb
COIEPKUT KOHCTAHTHYKO 00nacTh;, mpuueM (1) KOHCTaHTHasi oONacTh anbda-Lernd COHEpPIKUT
AMUHOKMCJIOTHYIO MOCJIEA0BATENBHOCTh, UMEIOIIYIO IO MEHbIIEH Mepe 1, Mo MeHblIel mepe 2,
[0 MEHbLIEH Mepe 3, MO MeHbIIEeH Mepe 4 WM MO MEHbIIEH Mepe 5 aMUHOKUCIOTHBIX 3aMEH
OTHOCUTENIbHO  KOHCTAaHTHOH oOjactu  anba-Lienu, copepikamiel  aMHHOKHCIOTHYIO

NOCJIEIOBATENBbHOCTD, npencTasieHHy 0 B SEQ ID NO: 1; u (i1) koHcTaHTHas 00nacTh Oera-nenu
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COZEPKUT AMHUHOKHUCIIOTHYHO MOCIEA0BATENBHOCTD, UMEIOIIY IO 10 MEHbIIEN Mepe 1, Mo MeHbInen
Mepe 2, IO MEHbIIEeH Mepe 3, IO MeHbIIEH Mepe 4 WM [0 MEHbIIEH Mepe 5 aMUHOKHUCIIOTHBIX
3aMEH OTHOCHTEJIbHO KOHCTaHTHOW oOmactu Oera-lieny, coaepKameil aMHHOKHCIOTHYIO
MOCJIeI0BATENbHOCTD, NpeacTasiaeHHyo B SEQ ID NO: 2.
[0132] B nexkoropeix BapuaHTax ocymectBieHust anbga-nens aHTH-NY-ESO-1 TCR
conep kuT BapuadenpHbIi noMeH, conepskamuiit CDR1 anpda-uenn, CDR2 anbda-nenn u CDR3
anbda-neny, a 6era-uens aHTU-NY-ESO-1 TCR comep:xut BapuabenbHbIil JOMEH, COIepsKauii
CDR1 Oera-uenn, CDR2 Oera-uenu u CDR3 Oera-uenu. B HekoTOpbIX BapHaHTax
ocymecteieanss CDR3  anbpa-nemn antu-NY-ESO-1 TCR  conmepxuT aMHHOKHCIIOTHYIO
NoCJeA0BaTeNbHOCTh, mpenactasieHHyro B SEQ ID NO: 7. B HekoTOpbIX BapHaHTax
ocymecteieaust CDR3  Oera-uenn antu-NY-ESO-1 TCR  conmepXuT aMHHOKHCIOTHYIO
NOCJIeA0BATENbHOCTD, NpeacTasieHHyto B SEQ ID NO: 10.
[0133] B nexoropsix Bapuanrtax ocymectsieHuss CDR1 anpda-nenun antu-NY-ESO-1
TCR copmepxuT aMHHOKHCIIOTHYIO TOCJIEA0BATENbHOCTD, npencTaieHHyo B SEQ ID NO: 5. B
HekoTopbix BapuaHTax ocyiiectBieHusi CDR1 Gera-uemn antu-NY-ESO-1 TCR conmepkut
AMHHOKHCIIOTHYIO TIOCJIEIOBATENBHOCTD, npeactasieHHyo B SEQ ID NO: 8.
[0134] B nexoropsix Bapuanrtax ocymectsieHnss CDR2 anpda-nenn antu-NY-ESO-1
TCR conmep:XUT aMMHOKHCIIOTHYIO TOCJIe0BaTENbHOCTD, npeactasieHHyo B SEQ ID NO: 6. B
HeKOTOpbIX BapuaHTax ocyuiectBieHus CDR2 Oera-uermn antu-NY-ESO-1 TCR comepskut
AMUHOKHCIIOTHYIO TIOCIIEAOBATENBHOCTD, NpeacTaBieHHyo B SEQ ID NO: 9.
[0135] B Hekoropeix Bapuantax ocyuectBieHuss aHTH-NY-ESO-1 TCR coxpepxur
BapuabesbHbIN TOMEH anb(a-1eny, UMEIOINN 10 MeHbLIeH Mepe okosio 80%, o MeHblIel Mepe
okoJio 85%, mo MeHblIeil Mepe okono 90%, no meHblell Mepe okojo 95%, mo MeHblIel Mepe
okoJi0 96%, mo MeHblIeil Mepe okoso 97%, no mMeHbluell Mepe okojo 98%, Mo MeHblIel Mepe
ok0J10 99% wmnu okoso 100% HIEHTHYHOCTH MOCJIEAOBATEIBHOCTH C BapruabeIbHBIM JTOMEHOM
AMUHOKHCIIOTHON TIOCTIeNOBaTeIbHOCTH ajibda-nenu, npencrasienHod B SEQ ID NO: 1. B
HEKOTOpBIX BapuaHTax ocyuiectBieHus: aHTH-NY-ESO-1 TCR copepxxut BapraOebHbINA TOMEH
anb(da-Lenu, UMEIuil o MeHblneld mepe okoyno 80%, mo MeHblnell mepe okojo 85%, mo
MeHblIel Mepe okojo 90%, mo MeHbine Mepe okosio 95%, mo MeHblet Mepe okono 96%, 1o
MeHbIIeld Mepe okoJio 97%, no MeHblIeil Mepe okoio 98% wiu no MeHblleld Mepe okoso 99%
UJIEHTUYHOCTH  TIOCJIEZOBATENIbHOCTH € BapuadeNbHbIM  JOMEHOM  aMHHOKHCIOTHOH
nocjaenoBaTeNnbHOCTH anbda-uenu, npencrasiennoi B SEQ ID NO: 1, mpuuem antu-NY-ESO-1
TCR conepskxur CDR3 anbda-tienu, comep:kaiyrd aMHUHOKHCIOTHYIO MOCIEIOBATEIBHOCTD,
npencraeneHnyio B SEQ ID NO: 7. B HekoTopsIx BapuaHTax ocyuiecTsiieHus aHTU-NY-ESO-1

TCR copmepxut BapualenbHbI AOMeH aib(a-Iend, MPUCYTCTBYIOIIUNA B aMHHOKHCIOTHON
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nocyieioBaTenbHOCTH, npeacTasieHHo B SEQ ID NO: 1.

[0136] B Hekoropeix Bapuanrtax ocyuiectBieHuss aHTU-NY-ESO-1 TCR coxpepxur
BapralesIbHBIN TOMEH OeTa-Ierny, UMEIOIIHIA 0 MeHbInel Mepe okosio 80%, Mo MeHbLIel Mepe
okoso 85%, no meHbieit mepe okosno 90%, nmo MeHbluel Mepe OokoJIo 95%, Mo MeHblIel Mepe
okosio 96%, o MeHblIel Mepe okoso 97%, no MeHblIel Mepe OkoJIo 98%, Mo MeHblIelH Mepe
ok0J10 99% wnnu okoso 100% HIEHTHYHOCTH MOCIEAOBATENBHOCTH C BapuabeIbHBIM JTOMEHOM
AMUHOKUCIIOTHON MOCienoBaTeNbHOCTH Oeta-Lienu, npexncraeieHHod B SEQ ID NO: 2. B
HEKOTOpPBIX BapuaHTax ocyuiectieHus: aHTH-NY-ESO-1 TCR copepxut BapraOebHbINA TOMEH
OeTta-1eny, IMEIOIINIA 0 MeHbLIeH Mepe 0koJ10 80%, o MeHbIIel Mepe 0koJio 85%, O MeHbIIEeH
Mepe okojio 90%, nmo MeHbIne Mepe okoso 95%, o mMeHblieil Mepe okoio 96%, no meHblei
Mepe okono 97%, mo MeHbliell Mepe okojao 98% wunM Mo MeHblel Mepe okono 99%
UIEHTUYHOCTH  TOCJTENOBAaTeIbHOCTH C  BapuabeJbHbIM  JOMEHOM  aMHHOKHCJIOTHOW
nocienosatenbHocTu Oera-uemnu, npencrasiedHol B SEQ ID NO: 2, npuuem antu-NY-ESO-1
TCR cogepxxur CDR3 Oera-uienu, COAEpKalIyld aMHHOKHCJIOTHYIO TOCIIEIOBATENbHOCTD,
npexacrasieHHyo B SEQ ID NO: 10. B HexoTopbIx BapuanTax ocyinectieHus: aHtu-NY-ESO-1
TCR copmepxuT BapuabeNnbHBIM JOMEH OeTa-Lenu, MPeICTaBIeHHbI aMHUHOKHCIOTHOMN
NIOCJIeIOBATENIbHOCTBIO OeTa-uemnu, npuseneHHoi B SEQ ID NO: 2.

[0137] B nexoropsix BapuanTax ocymectsieHusi aHTH-NY-ESO-1 TCR, xoxpupyembiii
NEePBbIM HYKJIEOTHIOM, IOIOJHHUTEIBHO COAEPKUT KOHCTAHTHYKO 00JacTh anbga-uerny,
KOHCTAaHTHYIO 00OjacTh OeTa-Llemd WM Kak KOHCTaHTHYKO OO0nacTe aib(a-lend, Tak u
KOHCTaHTHYI0 oOjacTh Oeta-nienmu. B HekoTOpbIX BapuaHTax ocymiectsieHust aHTU-NY-ESO-1
TCR conmep:kuT KOHCTaHTHYIO 00J1acTh anb(a-1enu, UMEKINy Mo MeHbineil Mepe okosio 80%,
1o MeHbIIeH Mepe okoJio 85%, o MenbIel Mmepe okosio 90%, Mo MeHbIel Mepe okoio 95%, o
MeHbLIEH Mepe OKOJIo 96%, Mo MeHbInel Mepe okosio 97%, 1o MeHblel Mepe okoo 98%, mo
MeHbLIel Mepe 0koJ10 99% unu okoo 100% UaeHTUIHOCTH MOCIENOBATEIbHOCTH C KOHCTAHTHOMN
00J1aCThI0O AMHHOKHCIIOTHOH MOCTIENOBATENbHOCTH albda-ien, npeacrasieHHoi B SEQ ID NO:
1. B Hekoropbix BapuaHTax ocyuectBieHuss aHTU-NY-ESO-1 TCR conmepXUT KOHCTaHTHYIO
o0yacTh anmbga-1eny, IMEIINY0 Mo MeHbInel Mepe okosio 80%, mo MeHbIel Mepe okoJio 85%,
Mo MeHbIeH Mepe okosio 90%, o MeHbIel Mepe okosio 95%, Mo MeHbIel Mepe okoio 96%, o
MeHbIIeld Mepe okoJio 97%, no MeHblIeil Mepe okoio 98% wiu no MeHblleld Mepe okoso 99%
UJIEHTUYHOCTH  TOCJIENOBATENIbHOCTH €  KOHCTAHTHOH  OOJAacThI0  aMHUHOKHCJIOTHOH
nocjaenoBaTeNnbHOCTH anbda-uenu, npencrasiennoi B SEQ ID NO: 1, mpuuem antu-NY-ESO-1
TCR conepskxur CDR3 anbda-tienu, comep:kaiyrd aMHUHOKHCIOTHYIO MOCIEIOBATEIBHOCTD,
npenctasieHHyo B SEQ ID NO: 7. B HekoTOpbIX BapuaHTax ocyinecTsieHus: anTu-NY-ESO-1

TCR comepHUT KOHCTaHTHYK 00JacTh anb(a-nenu, NPUCYTCTBYIOIIYI0 B aMHUHOKHCIOTHOH
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nocaenoBaTenbHocTH, mpencrasieHHoll B SEQ ID NO: 1. B HekoTOpbIX BapHaHTax
ocyiectBieHus: aHTU-NY-ESO-1 TCR, koaupyemslii mepBbIM HYKJIEOTHAOM, AOMNOJHUTENBHO
COIEPIKUT KOHCTAHTHYIO 00J1acTh ajb(a-LenH, KOTopast OTIMYAETCsl OT SHAOTE€HHBIX, HANpUMep,
BCTPEUAIOIINXCSl B NMPUPOZAE, KOHCTAHTHBIX obnacredl anbda-ienu. B HEKOTOpBIX BapuaHTax
OCYLIECTBIIEHUsT ~ KOHCTaHTHasi  obmactb  anba-nenu  COAEPKUT  aMHHOKHCIIOTHYIO
MOCJIEA0BATEIBbHOCTb, COAECPIKALLYIO IO MEHBLIEH Mepe 1, MO MeHbIIEH Mepe 2, IO MEHbIIEH Mepe
3, Mo MeHblIEH Mepe 4 WM MO MEHbUIEW Mepe 5 aMUHOKHUCIOTHBIX 3aMEH OTHOCHUTENIBHO
AMHHOKHUCIJIOTHOM MOCJIEI0BATENBHOCTH KOHCTaHTHOM obnactu AMUHOKHUCJIOTHON
MOCJIeIOBATENBbHOCTH anb(a-1eny, npeacrasieHHol B SEQ ID NO: 1.

[0138] B Hexoropeix Bapuanrax ocyuectBieHus aHTH-NY-ESO-1 TCR coxpepxur
KOHCTaHTHYIO 00J1acTh OeTa-1ieny, UMEIOLIyI0 10 MeHbIueil Mmepe okono 80%, 1o MeHblIel Mepe
okoJ10 85%, o meHblIeil Mepe okoso 90%, o MeHblIel Mepe okoso 95%, Mo MeHblIel Mepe
okoJ10 96%, 1o MeHblIeil Mepe okoso 97%, o MeHblIel Mepe okoso 98%, Mo MeHblIel Mepe
okoso 99% wunu okono 100% HMAEHTHYHOCTH IOCIEAOBATENBHOCTH C KOHCTAHTHOW OOJACTBIO
AMUHOKHCJIOTHOW TOCJIeOBaTeNbHOCTH Oera-ueny, npencrasieHHod B SEQ ID NO: 2. B
HEKOTOpbIX BapuaHTtax ocymectBieHus aHTH-NY-ESO-1 TCR comepkut KOHCTaHTHYIO 00/1acTh
Oera-Lieny, MMEIOIIYIO 10 MeHblield mepe okosno 80%, mo MeHblueir mepe okono 85%, mo
MeHbIel Mepe okosio 90%, mo MeHblIel Mepe okojio 95%, mo mMeHblel Mepe okoso 96%, o
MeHbIelH Mepe okoJio 97%, mo MeHblIeill Mepe okoio 98% wiu no MeHbIneld Mepe okoso 99%
UJIEHTUYHOCTH  TOCJIEOBATENIbBHOCTU €  KOHCTAHTHOH  OOJIAaCTBIO  aMUHOKHMCJIOTHOH
nocaenoBaTenbHOCTH Oera-nieny, npencrasieHHol B SEQ ID NO: 2, npudem antu-NY-ESO-1
TCR copmepxxur CDR3 Oera-nienu, COmEpKALIyHd aMHHOKUCIOTHYH) TOCIENOBATEIBHOCTD,
npenctasieHHyio B SEQ ID NO: 10. B mekoropbix BapuanTax ocyuiectBieHus anTu-NY-ESO-1
TCR conepXUT KOHCTaHTHYK 00JjacTh Oera-lenu, MPUCYTCTBYIOIIYID B aMHHOKHCIOTHOH
nocienosatenbHocT Oera-uenu, npeacrasieHHord B SEQ ID NO: 2. B HEKOTOpBIX BapHaHTax
ocymectsieHust aHTU-NY-ESO-1 TCR, koaupyembiii mepBbIM HYKJIEOTHAOM, JOMOJHUTENBHO
COIEP KUT KOHCTAHTHYIO 00JIacTh Oera-menu, KOTopasi OTIMYAETCs OT SHAOTCHHBIX, HANpumep,
BCTPEYAIOLINXCSl B TPUPOZE, KOHCTAHTHBIX oOmacteil Oera-nernu. B HEKOTOpBIX BapHaHTax
OCYLIECTBIIEHUsT ~ KOHCTaHTHass  obOjacTb  Oera-Lienmu  CONEPKUT  AMHHOKHCIIOTHYIO
MOCJIEIOBATENBHOCTD, COAEPIKAILYIO IO MEHbIIEH Mepe 1, Mo MeHbLIeH Mepe 2, IO MEHbLIEH Mepe
3, mo MeHblIeH Mepe 4 WIM MO MeHbUIeW Mepe 5 aMHHOKHUCIOTHBIX 3aMEH OTHOCHUTENIBHO
AMHHOKHUCIIOTHOM MOCJIEI0BATENBHOCTH KOHCTAHTHOI obmactu AMUHOKHCJIOTHON
MOCJIeIOBATENbHOCTH OeTa-1ienw, mpencrasierHoi B SEQ ID NO: 2.

[0139] B onpenenennbix Bapuantax ocyinectsieHus aHTU-NY-ESO-1 TCR conpep:xxur

anb(da-Lenb, UMEIOIYI0 N0 MeHbineld Mepe okojio 80%, mo MmeHbinel Mepe okojio 85%, mo
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MeHblIel Mepe okojo 90%, mo MeHbine Mepe okosio 95%, mo MeHsbleit Mepe okono 96%, no
MeHblIel Mepe okono 97%, o MeHblieil Mepe okosio 98%, nmo meHbluell Mepe okoso 99% unu
okosio 100% MAEeHTUYHOCTH MOCJEeNOBAaTENbHOCTH C aMUHOKHUCIOTHOM MOC/IEN0BATENbHOCTBIO
anbda-neny, npencrasieHHol B SEQ ID NO: 1. B HEKOTOpPbIX BapuaHTaX OCYLIECTBJICHUS aHTH-
NY-ESO-1 TCR conmepxut anba-1emnb, UIMEIOIIYIO 0 MeHbIIeH Mepe okoio 80%, o MeHbIIeH
Mepe okoJio 85%, nmo MeHbIneit mepe okoso 90%, mo meHblei Mepe okoio 95%, no meHblei
Mepe OKoJio 96%, nmo MeHbIne Mepe okoso 97%, o mMeHblIei Mepe okoio 98%, no meHblei
Mepe okoso 99% unu okono 100% HAEHTUYHOCTU TMOCTIENOBATENBHOCTH ¢ aMHUHOKHCIOTHOMN
MOCJIeIOBATENBHOCTRIO ajbda-uenu, npencrasiennoi B SEQ ID NO: 1, mpuuem antu-NY-ESO-
1 TCR conepxxutr CDR3 anbda-nenn, comepikamyro aMHHOKHCIOTHYIO TMOCJIEIOBATEIbHOCTD,
npenctasieHHyo B SEQ ID NO: 7. B HekoTOpbIX BapuaHTax ocyuecTsieHus antu-NY-ESO-1
TCR comepxxutr anbda-Lenp, COAEPXKAIYI aMUHOKHUCJIOTHYK — IOCJIEOBATENbHOCTD,
npexacrasieHHyo B SEQ ID NO: 1.
[0140] B onpenenennbix Bapuantax ocymectsieHuss aHTu-NY-ESO-1 TCR conepsxut
OeTa-Lierb, IMEIOLIYIO 10 MeHbLIel Mepe 0koio 80%, o MeHbIel Mepe 0koJ10 85%, Mo MeHbIIelH
Mepe okoJio 90%, mo MeHblel Mepe 0koJo 95%, Mo MeHbInel Mepe okoso 96%, Mo MeHbLIeH
Mepe 0koJo 97%, o MeHblIel Mepe 0koJo 98%, o MeHbLIel Mepe 0koJ10 99% nu okoso 100%
UJIEHTUYHOCTH TOCJIEIOBATEIPHOCTH € aMHUHOKHCIOTHOM TMOCJIEeNOBATEIbHOCTBIO OeTa-1erny,
npenctasieHHoil B SEQ ID NO: 2. B HekoTopsix BapuaHnTtax ocyuiectBieHust anTu-NY-ESO-1
TCR conepxur OeTa-1enb, IMEIOLIYIO MO MEHbLIeH Mepe okosio 80%, Mo MeHbIIeH Mepe OKOJIO
85%, mo menbIeit Mepe okosio 90%, 1o mMeHblIel Mepe OKoJIo 95%, Mo MeHbIIel Mepe OKOJIO
96%, 1o MeHblel Mepe 0koJo 97%, nmo MeHblIel Mepe okojio 98%, Mo MeHbIIEeH Mepe OKOJIO
99% wmu okono 100%  HMOEHTHYHOCTH  TOCIENOBATENBHOCTH €  AMHHOKHUCJIOTHOMN
TOCJIEIOBATENBHOCTHIO OeTa-uenu, npencrasienHoi B SEQ ID NO: 2, npudem antu-NY-ESO-1
TCR conmepxxur CDR3 Oera-mienu, CONEpKALIYH0 aMHHOKHUCIOTHYE) TOCIEIOBATEIHHOCTD,
npenctasieHHyio B SEQ ID NO: 10. B HekoTopbix BapuanTax ocyuiectBieHus anTu-NY-ESO-1
TCR  comepxur  Oera-niemb, CONEPKAINYID  AMHHOKUCJIOTHYIO  TOCJIE€OBATENbHOCTD,
npenctasieHHyo B SEQ ID NO: 2.
[0141] B Hekoropeix Bapuanrax ocyuectBieHus aHTU-NY-ESO-1 TCR coxpepxur
KOHCTAaHTHYIO O0JIacTh aib(a-Lieny, KOHCTAHTHYK oOjacTe Oera-menu wid o0e, W NpHYeM
KOHCTaHTHasi o0yacTh anb(a-neny, KOHCTaHTHas oOnacTb OerTa-menmu wuiaum o0e comepkaT
AMUHOKMCJIOTHYIO MOCJIEA0BATENBHOCTh, UMEIOIIYIO IO MEHbIIEH Mepe 1, Mo MeHblIel mepe 2,
0O MEHbIIEH Mepe 3, MO MeHbled Mepe 4 WiIM MO MeHbLIed Mepe 5 3aMeH B LEeJIeBON
MOCJIEA0BATENbHOCTH OTHOCUTENBHO COOTBETCTBYIOIEH aMUHOKUCIOTHOH NOCIeA0BATENbHOCTH

sungorennoro TCR.
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I1.B.2. DnuTonsl
[0142] B nexortopsix Bapuanrtax ocyinectsieHus: aHTU-NY-ESO-1 TCR cBszbiBaeT TOT
ke anurorn, uTo U 3TanoHHblll TCR. B HekoTopeix BapuaHTax ocyuiectBieHus aHTU-NY-ESO-1
TCR  cBasbBaercss ¢ snuronom  NY-ESO-1,  copmepxamiuM ~ aMHUHOKUCJIOTHYIO
NOCJIeA0BATENbHOCTh, mpeactasieHHyro B SEQ ID NO: 13. B HekoTOpeIX BapHaHTax
ocymiectBieHus: aHTu-NY-ESO-1 TCR cs3biBaercs ¢ snuronoMm NY-ESO-1, cocrosumum u3
aMHHOKHCJIOTHON mocienoBatenbHocTy, npeacrasieHHo B SEQ ID NO: 13. B HekoTopbIX
BApUAHTaX OCYILIECTBJEHHUS 3MUTON COCTOUT U3 aMHUHOKUCIOTHBIX OCTaTkoB 60-72 NY-ESO-1
(SEQ ID NO: 52), nanpumep, "NY-ESO-1¢0.72."
[0143] B onpeneneHHbIX BapuaHTaX OCYINECTBJICHHS SMUTON O0pa3yeT KOMILIEKC C
mounekysioilt HLA kiacca 1. B HekoTOpbIx BapuaHTax ocyuiectsieHus monekyna HLA knacca 1
BeiOpana u3 ajuenei HLA-A, HLA-B u HLA-C. B HekoTOpBIX BapHaHTax OCYIIECTBJIECHUS
mosekyia HLA knacca 1 BeiOpana u3 ameneii HLA-E, HLA-F u HLA-G. B onpeneneHHbIx
BapuaHTax ocyiectieHus monekyia HLA knacca 1 mpencrasnsier coboii amtens HLA-A. B
OIpeIeTICHHBIX BapHaHTax ocyiectsieHus Monekyna HLA knacca 1 mpencrasisier co0oit anensb
HLA-B. B onpenenennbix BapuaHtax ocyuiectsienus monekyina HLA knacca 1 mpencrasisier
coboii amnens HLA-C.
[0144] Mpeuorue amenu HLA-A, HLA-B u HLA-C u3BecTHbI B TaHHOM 00JIaCTH TEXHUKH,
1 J1000# U3 U3BECTHBIX aJIeNiell MOJKET OBITh UCTIOB30BAaH B JAHHOM packpbITuu. OOHOBIIEHHBIN
cimcok amneneii HLA noctymeH mo ccbutke Ha caiite hla.alleles.org/ (mara mocnmennero
nocerenusi: 27 ¢espans 2019 roga). B HeKOTOpPBIX BapraHTax OCyIiecTBiIeHus: Mosiekyna HLA
knacca 1 mpencrasisier coboii amnens HLA-B, BeiOpannsii uz HLA-B*07, HLA-B*08, HLA-
B*13, HLA-B*14, HLA-B*15, HLA-B*18, HLA-B*27, HLA-B*35, HLA-B*37, HLA-B*38,
HLA-B*39, HLA-B*40, HLA-B*41, HLA-B*42, HLA-B*44, HLA-B*45, HLA-B*46, HLA-
B*47, HLA-B*48, HLA-B*49, HLA-B*50, HLA-B*51, HLA-B*52, HLA-B*53, HLA-B*54,
HLA-B*55, HLA-B*56, HLA-B*57, HLA-B*58, HLA-B*59, HLA-B*67, HLA-B*73, HLA-
B*78, HLA-B*79, HLA-B*81, HLA-B*82 u HLA-B*83. B omnpeneneHHbIX BapuaHTax
ocymecteienus amiens HLA-B npencrasnser coboii amnens HLA-B*07:02. B onpeneneHHbIX
BapuaHTax ocyuiectBienus amiens HLA-B mpencraenser coboii amtens HLA-B*07:03. B
OTpeNeNieHHBbIX BapuaHTax ocymecTsieHus auienb HLA-B npencrasnsier coboii amnens HLA-
B*07:04. B ompeneneHHbIx BapuaHTax ocyuiectieHus auienb HLA-B mpencrasisier coOoii
atens  HLA-B*07:05. B ompeneneHHbIx BapuaHTax ocymiecTBieHus amuiens HLA-B
npencTasisier codoit ayutens HLA-B*07:006.

[0145] B ompenenennbix BapuaHTax ocymectBieHuss wmojekyiga HLA  kmacca 1
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npencrasisier coboit amnens HLA-B, BboiOpansblii w3 rpymmbl, cocrosimed u3 HLA-
B*07:02:01:01, HLA-B*07:02:01:02, HLA-B*07:02:01:03, HLA-B*07:02:01:04, HLA-
B*07:02:01:05, HLA-B*07:02:01:06, HLA-B*07:02:01:07, HLA-B*07:02:01:08, HLA-
B*07:02:01:09, HLA-B*07:02:01:10, HLA-B*07:02:01:11, HLA-B*07:02:01:12, HLA-
B*07:02:01:13, HLA-B*07:02:01:14, HLA-B*07:02:02, HLA-B*07:02:03, HLA-B*07:02:04,
HLA-B*07:02:05, HLA-B*07:02:06, HLA-B*07:02:07, HLA-B*07:02:08, HLA-B*07:02:09,
HLA-B*07:02:10, HLA-B*07:02:11, HLA-B*07:02:12, HLA-B*07:02:13, HLA-B*07:02:14,
HLA-B*07:02:15, HLA-B*07:02:16, HLA-B*07:02:17, HLA-B*07:02:18, HLA-B*07:02:19,
HLA-B*07:02:20, HLA-B*07:02:21, HLA-B*07:02:22, HLA-B*07:02:23, HLA-B*07.02:24,
HLA-B*07:02:25, HLA-B*07:02:26, HLA-B*07:02:27, HLA-B*07:02:28, HLA-B*07:02:29,
HLA-B*07:02:30, HLA-B*07:02:31, HLA-B*07:02:32, HLA-B*07:02:33, HLA-B*07:02:34,
HLA-B*07:02:35, HLA-B*07:02:36, HLA-B*07:02:37, HLA-B*07:02:38, HLA-B*07.:02:39,
HLA-B*07:02:40, HLA-B*07:02:41, HLA-B*07:02:42, HLA-B*07:02:43, HLA-B*07.:02:44,
HLA-B*07:02:45, HLA-B*07:02:46, HLA-B*07:02:47, HLA-B*07:02:48, HLA-B*07:02:49,
HLA-B*07:02:50, HLA-B*07:02:51, HLA-B*07:02:52, HLA-B*07:02:53, HLA-B*07:02:54,
HLA-B*07:02:55, HLA-B*07:02:56, HLA-B*07:02:57, HLA-B*07:02:58, HLA-B*07:02:59,
HLA-B*07:02:60, HLA-B*07:02:61, HLA-B*07:02:62, HLA-B*07:02:63, HLA-B*07:02:64,
HLA-B*07:02:65, HLA-B*07:02:66, HLA-B*07:02:67, HLA-B*07:02:68, HLA-B*07:02:69,
HLA-B*07:02:70, HLA-B*07:02:71, HLA-B*07:02:72, HLA-B*07:02:73, HLA-B*07:03, HLA-
B*07:04.01,  HLA-B*07:04:02, @ HLA-B*07:05:01:01, @ HLA-B*07:05:01:02,  HLA-
B*07:05:01:03, HLA-B*07:05:01:04, HLA-B*07:05:02, HLA-B*07:05:03, HLA-B*07:05:04,
HLA-B*07:05:05, HLA-B*07:05:06, HLA-B*07:05:07, HLA-B*07:05:08, HLA-B*07:05:09,
HLA-B*07:06:01, HLA-B*07:06:02, HLA-B*07:06:03, HLA-B*07:07:01, HLA-B*07:07:02,
HLA-B*07:08:01, HLA-B*07:08:02, HLA-B*07:09:01, HLA-B*07:09:02, HLA-B*07:10, HLA-
B*07:100, HLA-B*07:101, HLA-B*07:102, HLA-B*07:103, HLA-B*07:104, HLA-B*07:105,
HLA-B*07:106, HLA-B*07:107, HLA-B*07:108, HLA-B*07:109, HLA-B*07:11, HLA-
B*07:110, HLA-B*07:111, HLA-B*07:112, HLA-B*07:113, HLA-B*07:114, HLA-B*07:115,
HLA-B*07:116, HLA-B*07:117, HLA-B*07:118, HLA-B*07:119, HLA-B*07:12, HLA-
B*07:120, HLA-B*07:121, HLA-B*07:122, HLA-B*07:123, HLA-B*07:124, HLA-B*07:125,
HLA-B*07:126, HLA-B*07:127, HLA-B*07:128, HLA-B*07:129, HLA-B*07:13, HLA-
B*07:130, HLA-B*07:131, HLA-B*07:132, HLA-B*07:133, HLA-B*07:134, HLA-B*07:135,
HLA-B*07:136:01, HLA-B*07:136:02, HLA-B*07:137, HLA-B*07:138, HLA-B*07:139:01,
HLA-B*07:139:02, HLA-B*07:14, HLA-B*07:140, HLA-B*07:141, HLA-B*07:142, HLA-
B*07:143, HLA-B*07:144, HLA-B*07:145, HLA-B*07:146, HLA-B*07:147, HLA-B*07:148,
HLA-B*07:149, HLA-B*07:15, HLA-B*07:150, HLA-B*07:151:01, HLA-B*07:151:02, HLA-
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B*07:152, HLA-B*07:153, HLA-B*07:154, HLA-B*07:155, HLA-B*07:156, HLA-B*07:157,
HLA-B*07:158, HLA-B*07:159, HLA-B*07:16, HLA-B*07:160, HLA-B*07:161, HLA-
B*07:162, HLA-B*07:163, HLA-B*07:164, HLA-B*07:165, HLA-B*07:166, HLA-B*07:167,
HLA-B*07:168, HLA-B*07:169, HLA-B*07:17, HLA-B*07:170, HLA-B*07:171, HLA-
B*07:172, HLA-B*07:173, HLA-B*07:174, HLA-B*07:175, HLA-B*07:176, HLA-B*07:177,
HLA-B*07:178, HLA-B*07:179, HLA-B*07:180, HLA-B*07:181, HLA-B*07:182, HLA-
B*07:183, HLA-B*07:184, HLA-B*07:185, HLA-B*07:186, HLA-B*07:187, HLA-B*07:188,
HLA-B*07:189, HLA-B*07:18:01, HLA-B*07:18:02, HLA-B*07:19, HLA-B*07:190, HLA-
B*07:191, HLA-B*07:192, HLA-B*07:193, HLA-B*07:194, HLA-B*07:195, HLA-B*07:196,
HLA-B*07:197, HLA-B*07:198, HLA-B*07:199, HLA-B*07:20, HLA-B*07:200, HLA-
B*07:201, HLA-B*07:202, HLA-B*07:203, HLA-B*07:204, HLA-B*07:205, HLA-B*07:206,
HLA-B*07:207, HLA-B*07:208, HLA-B*07:209, HLA-B*07:21, HLA-B*07:210, HLA-
B*07:211, HLA-B*07:212, HLA-B*07:213, HLA-B*07:214, HLA-B*07:215, HLA-B*07:216,
HLA-B*07:217, HLA-B*07:218, HLA-B*07:219, HLA-B*07:220, HLA-B*07:221, HLA-
B*07:222, HLA-B*07:223, HLA-B*07:224, HLA-B*07:225, HLA-B*07:226, HLA-B*07:227,
HLA-B*07:228:01, HLA-B*07:228:02, HLA-B*07:229, HLA-B*07:22:01, HLA-B*07:22:02,
HLA-B*07:23, HLA-B*07:230, HLA-B*07:231, HLA-B*07:232, HLA-B*07:233, HLA-
B*07:234, HLA-B*07:235, HLA-B*07:236, HLA-B*07:237, HLA-B*07:238, HLA-B*07:239,
HLA-B*07:24, HLA-B*07:240, HLA-B*07:241, HLA-B*07:242, HLA-B*07:243, HLA-
B*07:244, HLA-B*07:245, HLA-B*07:246, HLA-B*07:247, HLA-B*07:248, HLA-B*07:249,
HLA-B*07:25, HLA-B*07:250, HLA-B*07:251, HLA-B*07:252, HLA-B*07:253, HLA-
B*07:254, HLA-B*07:255, HLA-B*07:256, HLA-B*07:257, HLA-B*07:258, HLA-B*07:259,
HLA-B*07:26, HLA-B*07:260, HLA-B*07:261, HLA-B*07:262, HLA-B*07:263, HLA-
B*07:264, HLA-B*07:265, HLA-B*07:266, HLA-B*07:267, HLA-B*07:268, HLA-B*07:269,
HLA-B*07:27, HLA-B*07:270, HLA-B*07:271, HLA-B*07:272, HLA-B*07:273, HLA-
B*07:274, HLA-B*07:275, HLA-B*07:276:01, HLA-B*07:276:02, HLA-B*07:277, HLA-
B*07:278, HLA-B*07:279, HLA-B*07:28, HLA-B*07:280, HLA-B*07:281, HLA-B*07:282,
HLA-B*07:283, HLA-B*07:284, HLA-B*07:285, HLA-B*07:286, HLA-B*07:287, HLA-
B*07:288, HLA-B*07:289, HLA-B*07:29, HLA-B*07:290, HLA-B*07:291, HLA-B*07:292,
HLA-B*07:293, HLA-B*07:294, HLA-B*07:295, HLA-B*07:296, HLA-B*07:297, HLA-
B*07:298, HLA-B*07:299, HLA-B*07:30, HLA-B*07:300, HLA-B*07:301, HLA-B*07:302,
HLA-B*07:303:01, HLA-B*07:303:02, HLA-B*07:304, HLA-B*07:305, HLA-B*07:306, HLA-
B*07:307, HLA-B*07:308, HLA-B*07:309, HLA-B*07:31, HLA-B*07:310, HLA-B*07:311,
HLA-B*07:312, HLA-B*07:313, HLA-B*07:314, HLA-B*07:315, HLA-B*07:316, HLA-
B*07:317, HLA-B*07:318, HLA-B*07:319, HLA-B*07:32, HLA-B*07:320, HLA-B*07:321,
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HLA-B*07:322, HLA-B*07:323, HLA-B*07:324, HLA-B*07:325, HLA-B*07:326, HLA-
B*07:327, HLA-B*07:328, HLA-B*07:329, HLA-B*07:330, HLA-B*07:331, HLA-B*07:332,
HLA-B*07:333, HLA-B*07:334, HLA-B*07:335, HLA-B*07:336, HLA-B*07:337, HLA-
B*07:338, HLA-B*07:339, HLA-B*07:33:01, HLA-B*07:33:02, HLA-B*07:33:03, HLA-
B*07:34, HLA-B*07:340, HLA-B*07:341, HLA-B*07:342, HLA-B*07:343, HLA-B*07:344,
HLA-B*07:345, HLA-B*07:346, HLA-B*07:347, HLA-B*07:348, HLA-B*07:349, HLA-
B*07:35, HLA-B*07:350, HLA-B*07:351, HLA-B*07:352, HLA-B*07:353, HLA-B*07:354,
HLA-B*07:355, HLA-B*07:356, HLA-B*07:357, HLA-B*07:358, HLA-B*07:36, HLA-
B*07:37:01, HLA-B*07:37:02, HLA-B*07:38, HLA-B*07:39, HLA-B*07:40, HLA-B*07:41,
HLA-B*07:42, HLA-B*07:43, HLA-B*07:44, HLA-B*07:45, HLA-B*07:46, HLA-B*07:47,
HLA-B*07:48, HLA-B*07:49, HLA-B*07:50, HLA-B*07:51, HLA-B*07:52, HLA-B*07:53,
HLA-B*07:54, HLA-B*07:55, HLA-B*07:56:01, HLA-B*07:56:02, HLA-B*07:57, HLA-
B*07:58, HLA-B*07:59, HLA-B*07:60, HLA-B*07:61, HLA-B*07:62, HLA-B*07:63, HLA-
B*07:64, HLA-B*07:65, HLA-B*07:66, HLA-B*07:67, HLA-B*07:68:01, HLA-B*07:68:02,
HLA-B*07:68:03, HLA-B*07:69, HLA-B*07:70, HLA-B*07:71, HLA-B*07:72, HLA-B*07:73,
HLA-B*07:74, HLA-B*07:75:01:01, HLA-B*07:75:01:02, HLA-B*07:76, HLA-B*07:77, HLA-
B*07:78, HLA-B*07:79, HLA-B*07:80, HLA-B*07:81, HLA-B*07:82, HLA-B*07:83, HLA-
B*07:84, HLA-B*07:85:01, HLA-B*07:85:02, HLA-B*07:86, HLA-B*07:87, HLA-B*07:88,
HLA-B*07:89, HLA-B*07:90, HLA-B*07:91, HLA-B*07:92, HLA-B*07:93, HLA-B*07:94,
HLA-B*07:95, HLA-B*07:96:01, HLA-B*07:96:02, HLA-B*07:97, HLA-B*07:98 u HLA-
B*07:99.

I1.B.3. bucnenuguueckune T-kaerounnbie penentopsl (TCR)

[0146] Onpenenennbie ACIIEKThI HACTOSALLErO PacCKpBITHsL OTHOCATCS K
oucnermdrueckomy TCR, conmepskamieMy NepBblii aHTHIEHCBS3BIBAIOIIMNA JIOMEH W BTOPOH
AHTUIe€HCBSA3BIBAIOIIUN TOMEH, MIPUYEM IEepBbIi aHTUIeHCBs3bIBAOLINI noMeH comep:kut TCR
WIM €r0 aHTUIEeHCBS3BIBAIOIIYK) YaCTh, PACKPBITYIO B JaHHOM JOKyMeHTe. B HEKOTOphIX
BAPUAHTAaX OCYLIECTBJIEHUs NEPBbI AHTUTE€HCBA3BIBAKOLINN TOMEH COAEPKUT OJHOLIEIIOYEUHbIN
BapuabenbHbIi PpparMeHT («scFvy).

[0147] B HexoTOpBIX BapHaHTax OCYILIECTBJIECHUs BTOPOM aHTUI€HCBSI3bIBAOLINI TOMEH
criennpUIECKH CBA3BIBACTCS C OEJIKOM, SKCIIPECCHPOBAHHBIM Ha MOBEpXHOCTH T-KkineTku. JIroOoi
OeJoK, 3KCIPECCHPYEMblii Ha MOBEPXHOCTH T-KJIETKH, MOXKET OBITh MHIIEHBIO OIMHCAHHOTO B
JaHHOM JTOKYMEHTe Oncnenn(uveckoro aHTHUTeNa. B HEKOTOPHIX BapHaHTaX OCYINECTBIICHUS
OeJIoK, SKCIIPeCcCUPyeMblii Ha TOBEPXHOCTU T-KJIETKH, HE SKCIPECCHPYETCs] IPYTUMHU KIIETKAMH.

B HeKkOTOpBIX BapuaHTaxX OCYLIECTBICHUS OEJIOK, SKCIIPECCUPYEMBIN Ha IOBEPXHOCTH T-KIIeTKH,
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SKCIPECCHPYETCS HA MOBEPXHOCTH OAHOH MM Oojiee IPYrMX MMMYHHBIX KIJIETOK ueloBeka. B
HEKOTOPBIX BAPHAHTAX OCYLIECTBIEHHs OEJIOK, 3KCIPECCUPYEMBIi Ha MOBEPXHOCTH T-KIIETKH,
SKCIPECCHPYETCS HAa TMOBEPXHOCTHU ONHOH WM 0OJiee MMMYHHBIX KJIETOK YeJlOBEKa, HO He
SKCIPECCUPYETCs] HA MOBEPXHOCTH HEMMMYHHOM KJIETKM 4YeJIOBeKa. B HEKOTOpBIX BapHaHTax
OCYIIECTBIIEHUs] BTOPOH aHTUT'€HCBSA3BIBAIOIINN JOMEH CIEeLU(UIECKH CBA3BIBAETCA C OEJKOM,
SKCIIPECCHpPyeMbIM Ha ToBepxHOCcTH T-kietku, BeiOpanHoi w3z CD3, CD2, CDS, CD6, CDSg,
CDl1a (LFA-1a), CD43, CD45 u CD53. B onpeneneHHbIX BapHaHTax OCYLIECTBIEHHs BTOPOH
AHTUTEHCBS3BIBAIOIINN 7OMeH crieundudecku cBszbiBaercs ¢ CD3. B HeKOTOphIX BapuaHTax
OCYLIECTBJICHUs] BTOPOW aHTUI€HCBS3bIBAIOLIUNA JOMEH COOEPKUT SCEV.

[0148] B HEKOTOpBIX BapuaHTax OCYLIECTBIEHUS NEPBbIM aHTUTCHCBA3BIBAKOLIUN JTOMEH
U BTOPOM aHTUICHCBS3BIBAIOLIUNA JOMEH CBA3aHbI UM aCCOLMUPOBAHbI KOBAJIEHTHOU CBA3BI0. B
HEKOTOPBIX BapUaHTaX OCYLIECTBJIEHUS] IEPBbIA AHTUICHCBA3BIBAIOIIUM JOMEH WU BTOPOH

aHTI/IFeHCBSISBIBaIOI_III/Iﬁ JOMCH CBA3aHbI MENTHUIHOM CBSI3BIO.

II.C. Kunerku, 3xcnpeccupyromue TCR
[0149] OmnpeneneHHble acHeKTbl HACTOSILErO PACKPBITHS OTHOCATCA K  KJIETKam,
coZiepsKallMM MOJIEKYJy HYKJIEHHOBOW KHCJIOTBIL, PaCKpBITYI0 B JAHHOM JIOKYMEHTE, BEKTOp,
PACKpPBITBIN B JAaHHOM JOKyMeHTe, pekoMOuHaHTHbIH TCR, pacKkpbIThIil B TaHHOM JOKYMEHTE,
oucneuupuueckuii TCR, packpbIThlii B TaHHOM JOKyMEHTe, WU JI000H ux koMmOuHaimu. B
HACTOSIIIEM PACKPBITHU MOXET OBITh HCIIOJIb30BaHA JTI00as KJIETKA.
[0150] B omnpeneneHHbIXx BapWaHTax OCYIIECTBIEHHS KJeTka skcrpeccupyer CD3.
Okcnpeccusi CD3 mMoxeT ObITh MPUPOTHOTO MPOUCXOKACHUS, Hanpumep, CD3 skcnpeccupyercst
U3 TIOCIIeI0BATENbHOCTH HYKJIEMHOBOM KUCIIOTBI, KOTOPasi 3HIOT€HHO SKCIPECCUPYETCs KJIETKOM.
Hanpumep, T-knetku u ectectBeHHble KuuiepHble (NK) KI€TKH €CTECTBEHHBIM O0pa3oMm
skcnpeccupyroT CD3. Takum 00pa3oM, B HEKOTOPBIX BapUAHTAX OCYLIECTBJICHHS KJIETKA
npexacrasisier coboll T-kIeTKy WM eCTeCTBEHHYI) KHJUIEPHYIO KIETKY. B ompeneneHHbIX
BapUAHTAX OCYIIECTBIICHUS KJIETKa MpeacTaBisier coOoi T-kieTky, BBIOpaHHYIO U3 €CTeCTBEHHON
xkusepron T-knetku (NKT) u Bposknennoit mum¢ounnnoit knetku (ILC).
[0151] B HekoTOphIX BapuaHTaX OCYLIECTBICHUsT H300peTeHust T-KieTka SBIsIeTCS
BBIZICJIEHHOH M3 OpraHu3Ma CyOBeKTa-4eloBeka. B HEKOTOpPbhIX BapHaHTaX OCYINECTBICHUS
CyOBEKT-UeJIOBEK SBIIICTCS TEM € CYOBEKTOM, KOTOPBIi B KOHEYHOM HUTOre€ NOJIyduT T-
KJIETOUHYI0 Tepanmuio. B Opyrux BapHaHTaxX OCYINECTBJIEHUS CyOBEKT SIBISETCS CYOBEKTOM-
TOHOPOM, TIPHYEM CYOBEKT-IOHOP HE SIBJISIETCS] TEM )K€ CYOBEKTOM, KOTOPHBIH OyneT monydats T-
KJIETOYHYIO TEPAIUIO.

[0152] B HEeKOTOpbIX BapuaHTaX OCYINECTBJICHUS KJIETKA MPENCTABISET COOOH KIETKY,
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KOTOpasi eCTeCTBEHHbIM oOpa3om He »skcrpeccupyer CD3, mpm 3tomM kjierka Oblia
moaudumupoBana st skcrnpeccun CD3. B HEKOTOpBIX BapuaHTaX OCYIIECTBICHHUS KIIETKa
COZEpKUT TpaHcreH, kopupyroumii CD3, mpu 3TOM TpaHCreH 3KcIpeccupyercs: kieTkoi. B
HEKOTOPBIX BAPUAHTaX OCYLIECTBICHMS KIIETKA COAEPIKUT TPAHCTEH, KOAUPYIOIUi OelokK,
KOTOPBIA aKTUBUPYET 3Kcrpeccuto sHaoreHHoro CD3 knerkoill. B HekoTOphIX BapuaHTax
OCYILIECTBIICHHUS] KJIETKA COAEPIKUT TpaHCreH, komupyromuii Oemok mmm MuPHK, koropsrit
uHruoupyer uHrudburtop skcrnpeccun CD3 B kieTke. B HEKOTOPBIX BapHaHTax OCYIIECTBIIEHHUS
TPAHCI'€H BKJIIOYEH B N'EHOM KJIETKU. B HEKOTOpBIX BapuaHTaX OCYLIECTBJIEHUs TPAHCIEH HE
BKJIFOYEH B F'€HOM KJIETKH.
[0133] B HekoTOpBIX BapHaHTax OCYIIECTBIIEHHs KJIeTKa, KOTopas MOIU(ULIUPOBaHA IJIsI
skcnpeccun CD3, sBnsieTcss BBIIENEHHON M3 OpraHu3Ma CyObekTa-ueioBeka. B HeKOTOpbIX
BApUAHTAX OCYILIECTBJICHUS CYOBEKT-4eJIOBEK SBIISIETCS] TEM XKe CYOBEKTOM, KOTOPBIH B KOHEYHOM
UTOTe MOJIYYHUT KJIETOYHYIO Tepamuio. B npyrux BapuaHTax OCYLIECTBIEHUS CYOBEKT SIBISETCS
CcyOBEKTOM-IOHOPOM, MPHYEM CYOBEKT-IOHODP HE SIBJISETCS TEM ke CyOBeKTOM, KOTOpbIil Oyner

HOJTy4YaTh KJIETOYHYIO TEPAIHIO.

ILD. Mouekyanst HLA knacca I

[0154] OnpeneneHHble acMeKThbl HACTOSIIErO PAacKPBITUS OTHOCATCS K Mosekyne HLA
kiacca I, 00beTMHEHHON B KOMILJIEKC ¢ MENTHIOM, IPUYEM MENTH] COAEPKUT AMHHOKUCIIOTHYIO
MOCJIeI0BATENbHOCT, mpeactaBieHHyro B SEQ ID NO: 13. B HekoTOpeIX BapHaHTax
OCYILECTBJIEHHS MENTH]I COCTOUT U3 aMUHOKHUCIIOTHOM MOCJIEI0BATENIbHOCTH, MPEACTABIEHHOMN B
SEQ ID NO: 13.

[01S5] B nekoTopsix BapuaHTax ocymectsienus mosnekyna HLA knacca I nmpencrasnser
coboit HLA-A, HLA-B unu HLA-C. B HekOTOpbIX BapuaHTax ocylecTBieHus monekyna HLA
kiaacca | mpencraemsier coboit HLA-E, HLA-F wim HLA-G. B HekoTOpbIX BapHaHTax
ocymecteienus mosekyia HLA kmacca 1 mpencrasnsier coboii annens HLA-B, BbiOpaHHbIi 13
HLA-B*07, HLA-B*08, HLA-B*13, HLA-B*14, HLA-B*15, HLA-B*18, HLA-B*27, HLA-
B*35, HLA-B*37, HLA-B*38, HLA-B*39, HLA-B*40, HLA-B*41, HLA-B*42, HLA-B*44,
HLA-B*45, HLA-B*46, HLA-B*47, HLA-B*48, HLA-B*49, HLA-B*50, HLA-B*51, HLA-
B*52, HLA-B*53, HLA-B*54, HLA-B*55, HLA-B*56, HLA-B*57, HLA-B*58, HLA-B*59,
HLA-B*67, HLA-B*73, HLA-B*78, HLA-B*79, HLA-B*81, HLA-B*82 u HLA-B*83. B
OTIpeNeNIeHHBbIX BapuaHTax ocymecTsienus auienb HLA-B npencrasnsier coboii amnens HLA-
B*07:02. B ompeneneHHbIx BapuaHTax ocyuiectieHus auienb HLA-B mpencrasisier coOoii
amtens  HLA-B*07:03. B ompeneneHHbIx BapuaHTax ocyiiecTBieHus amiens HLA-B

npenctassier coboit ayuens HLA-B*07:04. B onpeneneHHbIX BapHaHTaX OCYIIECTBIICHUS ajlIeNb
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HLA-B nmpencrasnsier coboii amtens HLA-B*07:05. B omnpeneneHHbIX BapuUaHTax
ocymectenenus: amiens HLA-B mpencrasnsier coboii amiens HLA-B*07:06. B HekoTOpbIX
BapuaHTax ocyectsieHus amieiab HLA npencrasnsier codoit modoi amnens HLA, onrcaHHbIi
B JAHHOM JIOKYMEHTE, Hanpumep, Gbluie.
[0156] B Hekotopeix BapuaHTax ocyiuectsieHus monekyna HLA xmacca I comepxur
anb(da-uens 1 f2m. B HEKOTOPBIX BapUaHTaX OCYINECTBICHHS aib(a-Lenb COOEPKUT JOMEH al,
IOMeH 02, ToMeH 03. B HeKOTOpPBIX BapHaHTax OCYIIECTBICHUS B2m COAep KUT AMUHOKHUCIIOTHYIO
MOCJIEIOBATENbHOCTD, UMEIOLIYIO 10 MeHbLIeH Mepe okoio 80%, mo MeHblel Mepe okoJo 85%,
Mo MeHbIeH Mepe okoio 90%, o MeHbIel Mepe 0koso 95%, o MeHblIel Mepe okoJio 96%, 1o
MeHbLIel Mepe okoJio 97%, mo MeHbluel Mepe, okosio 98%, mo MeHbluel Mepe okoJio 99% unu
okoJio 100% HIEeHTHYHOCTH ITOCJIENOBATEIbHOCTH C aMUHOKHUCJIOTHON ITOCJIENOBATEIbHOCTHIO,
npenctasineHHoii B SEQ ID NO: 16, B HekOTOpeIX BapuaHTax OCYIIECTBICHMUS
MOCJIeIOBATENIbHOCTD  anbda-lenyd BbhiOpaHa w3 Jr000H mocnenoBarenbHOCTH Oenka HLA,
IOCTYIHOM Ha caiire hla.alleles.org (mata mocnennero nocewmenus: 27 gpespaist 2019 rona).
[0157] B nexoropsix BapuanTax ocyiuectienus monekyna HLA knacca I npencrasnser
coboii MoHOoMep. B HekoTOpbIX BapuaHTax ocyuectBieHuss wmosiekynsa HLA kmacca [
npencrasisier co0oit numep. B HekoTOphIX BapraHTax ocyuecTBieHus Monekyna HLA kmacca |
npexacrasisier codoil MyapTHMep. B HEKOTOpBIX BapwaHTax OCyuliecTBiIeHHs Monekyna HLA
knacca [ mpencrapisier coboii TpuMep. B HEKOTOpBIX BapuaHTax ocyliecTBieHus monekyina HLA
knacca I mpencrasisier coboli TeTpamep. B HEKOTOPBIX BapuUaHTaxX OCYINECTBJICHHS MOJIEKYJia
HLA knacca [ npencrasnsier coboii meHTamep.
[01S8] OnpeneneHubie ACTIEKTHI HACTOSILLETO PACKPBITHS OTHOCSTCA K
aHTureHnpeseHrupyomum kierkam (APC), conepxkamum monekyiny HLA knacca I, packpbiTyro
B JaHHOM JOKyMeHTe. B ompeneneHHbIX BapHaHTax ocCyluecTBieHus1 uzodpereHus: APC
skcnpeccuponana monekyny HLA knacca I Ha moBepxHocTn APC. B onpeneneHHbIX BapuaHTax
ocymectsienus APC conepsxxut 6osee onnoit mosekyisl HLA knacca I, omucanHOW B JaHHOM

JTOKYMEHTE.

II.D. BaxkuuHbl
[0159] OnpeneneHHble acMEeKTbl HACTOSILErO PACKPBITUS OTHOCSITCSI K NMPOTHBOPAKOBOM
BaKLIMHE, cojep’kalled NenTHi, CoAepKallui aMHUHOKHCIOTHYIO IOCJE€I0BaTElbHOCTD,
npenctasieHHyio B SEQ ID NO: 13. B HekoTOpbIX BapuaHTax OCYLIECTBJIEHUs IPOTUBOPAKOBAsI
BaKLIMHA COJEP’KUT MEeNTHJA, KOTOPBbIM COCTOUT M3 AMUHOKHCIIOTHOH IOCIEA0BaTEIbHOCTH,
npenctasieHHoii B SEQ ID NO: 13. B HekoTOprIX BapuaHTax OCYILECTBJIEHMsI BaKL[MHA

AOMOJIHUTCJIBHO COACPXKUT OAUH HIN Oonee HamojgHutenei. B HEKOTOPbIX BapHUaHTax
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OCYHIECCTBJICHUA BaKIMHA MAOMOJHUTCIBHO COACPXKUT OAWH WU Ooree JOIMOJIHUTECIIbHBIX
nenTuaoB. B HEKOTOpPBIX BapHaHTAaX OCYLIECTBJICHHS ONHMH WM OOjiee IOMOJTHHTEIbHBIX

NENTUAOB COACPKAT OAUH U Oouee JOINOJIHUTCIIbHBIX SITUTOIIOB.

II. Cnoco0bl o pacKpbITHIO

[0160] OmnperneneHHble aCIeKThI HACTOSIIErO PACKPBITHSI OTHOCATCS K CIIOCO0aM JIeUeHUs
paka y Hy»KIArOLIerocss B 3TOM CyObekTa. JIpyrue acrekThl HACTOSIIEro PACKPBITHS OTHOCATCS K
crioco0aM KOHCTPYUPOBAHMsI aHTUT'€H-HALEIMBAKOLIEH KJeTkHu. [[pyrue acmekTsl HAcTOSIIEro
PaCKpBITUSL OTHOCATCS K crioco0am oborateHus LeneBoil monynsauuu T-KJIeTOK, MOMy4YeHHBIX OT

CyOBeKTa-ueoBeKa.

HILA. Cnoco0bl JieueHust paka

[0161] OnpeneneHHbIe aCIEKThl HACTOSLIETO PACKPBITHS OTHOCATCS K CIIOCO0aM JICYeHUST
paka y HYXKJAIOLIErocss B OTOM CyObBeKTa, BKIIOYAIOIIUM BBEIEHHE CYOBEKTY MOJIEKYJIbI
HYKJIEMHOBOW KHCJIOTBI, PACKPBITON B JAHHOM JOKyMeHTe, pekomOnHanTHoro TCR, packpsiroro
B aHHOM paokyMmeHre, oucneuuduueckoro TCR, packpeiToro B JaHHOM JOKYMEHTE, SIIHTOIA,
PackpeITOro B AAaHHOM AOKyMeHTe, unu Mmojekyiabl HLA xnacca I, packpblToii B JaHHOM
TOKYMEHTE, UJIM BEKTOPA WM KJIETKH, BKJIIOYAOLIEH JIF000e U3 BBILIETIEPEUHCIEHHOTO.

[0162] B HEeKOTOpBIX BapUaHTaX OCYINECTBJICHUS PaK BEIOPAH M3 MEJIAHOMBI, paKa KOCTEeH,
paka rodvex, paka MpercTaTeIbHOMN KeJle3bl, paka MOJIOYHOM JKeJle3bl, paka TOJICTOH KUIIKH, paka
JIETKUX, KOXXHOW WM BHYTPUIJAQ3HOW 3JIOKAYECTBEHHOM MENAHOMBI, paka MOJKEIyI04YHON
JKeJe3bl, paKa KOXKH, paka rOJIOBbI WM IIeH, paka MaTKH, paka SHYHUKOB, paka MpsMON KHUILIKH,
paka aHambHOH O0JIACTH, paka KeNyIKa, paka sSIMYeK, paka MaTKH, KapLHHOMBI (HaJIOMHUEBbIX
TpyO, KAPIIMHOMBI SHAOMETPUS, KAPLIMHOMBI LIEHKH MATKH, KAPLIMHOMBI BJIAraJIMIIA, KAPIITHOMA
ByJbBbL, JUM(omMbl  XOMKKHHA, HEXOMKKUHCKOW  sumdombr (HXJI), mepBuuyHOMH
MenuacTUHaIbHOH B-kpynHOoknerounoi mumbomsl (IIMBKJI), nuddysHoi B-kpynHokieTouHOH
mmpomsl (JIBKKJT), pommukynspHoit tumbomsl (DJI), TpanchopMupoBaHHON POIUTUKYIIPHON
auMpoMbl, TUMPOMBbI MapTUHAIBHOU 30HBI ceneseHkn (JIM3C), paka muieBona, paka TOHKOH
KULIKH, paka SHAOKPUHHONW CHCTEMBI, paka LIMTOBUIHOM >Xejle3bl, paka MNapalUTOBUIHON
JKeNe3bl, paka HaJAIOYeYHUKOB, CAPKOMbBI MATKUX TKaHEH, paka ypeTpbl, paka MOJIOBOrO 4JIeHa,
XPOHUYECKOTO WJIH OCTPOTrO JIeWKO3a, OCTPOro MuenougHoro jeiikosa (OMJI), xpoHudeckoro
MHEJIOUHOTO JIeHK03a, ocTporo sumdobdnactaoro seiikosa (OJIJI) (Bxmouas He T-Ki1eTOYHBIH
OJIJI), xponmueckoro mumonurapHoro nerikosa (XJIJI), comuaHbIX OmyxoJjied IOeTCKOro
BO3pacTa, JUM(POUUTAPHONH JTUM(POMBI, paKka MOUEBOTO My3bIPs, paka MOYKH MIH MOYETOYHHUKA,

KapIMHOMA TOYEYHOHN JIOXaHKH, HOBOOOpAa3OBaHUs LeHTpajbHOUW HepBHOU cuctembl (LIHC),
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nepsuuHOil muMdomer LTHC, onyxoneBoro aHrmorenesa, OnyxoJju OCH MO3BOHOYHUKA, TNIHOMBI
CTBOJIA TOJIOBHOTO MO3Td, aJ€HOMBI THIodu3a, capkombl Kamomm, >mHIepMOHIHOTO paka,
IUTOCKOKJIETOYHOTO paka, T-kiaeTouHoi TuM(pOMBI, BUIbI paKka, HHAYLUPOBAHHbBIE OKPY KarOIIeH
Cpenol, BKJIOYas paK, WHAYLHMPOBAHHBIA acOecToM, npyrue B-kieTouHble 3J70Ka4eCTBEHHBIE
ONMyXOJIM, a TakXke KOMOMHAIMM YKa3aHHBIX BHIOB paka. B HEKOTOPHIX BapuaHTax
OCYIIECTBIIEHHS PaK MPENCTABIISAET COOOI MeTaHoMYy.

[0163] B HekoTOphIX BapuaHTax OCYLIECTBJICHUS pPaK MPEACTABISAET SBJSAETCS
PELUANBHUPYIOLINM. B HEKOTOPBIX BapHaHTaxX OCYLIECTBIIEHHs pak sBisieTcs pedpakrepHbM. B
HEKOTOPBIX BapUAaHTaX OCYIUECTBJICHUs paK SIBISIETCA PAaCIpOCTPAaHEHHbIM. B HEKOTOpBIX
BAPUAHTaX OCYILUECTBJICHUS PAK SIBJISIETCS METACTATUYECKHUM.

[0164] B HEKOTOpBIX BapHUaHTax OCYLIECTBJIEHUS PACKPBITbIE B AAHHOM JOKYMEHTE
CIIoco0BI JIevaT pak y cyobekra. B HEKOTOpBIX BapHaHTaX OCYLIECTBIIEHHS PACKPBIThIE B TAHHOM
JIOKYMEHTE CIIOCOOBI YMEHBIIAIOT BBIPAKEHHOCTh ONHOrO WM Oojiee CHUMITOMOB paka. B
HEKOTOPBIX BAPUAHTAX OCYLIECTBJICHUS PACKPBIThIE B JAHHOM JOKYMEHTE CIIOCOOBI YMEHBIIAIOT
pa3Mep MM KOJMYECTBO PAKOBBIX OMyXO0Jiel. B HEKOTOPBIX BapHaHTax OCYIIECTBIIEHHUS CIIOCOOBI,
PacKpbIThIE B JAHHOM JJOKYMEHTE, TIOBBIIAIOT OOIIYI0 BEDKMBAEMOCTh CYO'bEKTa MO CPABHEHHIO C
cyOBEKTOM, KOTOPOMY He MPOBOAMIIOCH JIeUEHHE CIIOCOOaMHU, PACKPBITHIMU B JTAHHOM JIOKYMEHTE.
B HekoTOpbIX BapmMaHTax OCYLIECTBIEHUsSI CIIOCOOBI, PACKPBITBIE B HAHHOM JOKYMEHTE,
MOBBIIAIOT BBDKMBAEMOCTb 0€3 MPOrpecCHpPOBaHUsI Y CYOBEKTa MO CPABHEHUIO C CYOBEKTOM,
KOTOPOMY H€ MpPOBOJWJIOCH JIEYEHHE CHOCOOAMH, PACKPBITBIMH B IaHHOM JOKyMeHTe. B
HEKOTOPBIX BAPHUAHTAX OCYIIECTBJICHUS CIIOCOOBI, PACKPBITHIE B TAHHOM JOKYMEHTE, MPUBOJIST K
YaCTUYHOMY OTBETY y cyObekTa. B HEKOTOPBIX BapHaHTaX OCYIIECTBIEHUSI CIIOCOOBI, PACKPBITHIE
B IAHHOM JIOKYMEHTE, IPUBOAST K MTOJHOMY OTBETY y CYOBEKTa.

[0165] B HekoTOpBIX BapWaHTaX OCYLIECTBJEHUS CIOCOOBI, PACKPBIThIE B JAHHOM
JOKYMEHTE, BKIJIIOYAIOT JICUEHHE paka y HYKIAIOIIErocsi B 3TOM CYOBEKTa, BKIIOYAIOIIHE
BBE/ICHHE CYOBEKTY KJIETKH, OMHCAHHOW B JAHHOM JOKYMEHTE, NPH 3TOM KJIETKAa COAEPIKUT
MOJIEKYJIy HYKJIEHMHOBON KHCJIOTBIL, PAacKpBITYI0 B AAHHOM JOKYMEHTE, BEKTOp, PACKPBITBIA B
JaHHOM JOKyMeHTe, pekoMOuHaHTHBIH TCR, packpbIThlii B HTaHHOM JOKYMEHTE W/ /WK
oucnenuduyueckoe aHTUTENO, OMHCAHHOE B JAHHOM JOKYMEHTE. B HEKOTOpBIX BapHUaHTax
OCYILIECTBIICHHS KJIETKa MpeacTasisier codoil T-keTky. B HEKOTOPBIX BapHaHTax OCYINECTBICHUS
KJIETKA MPEACTAaBIsieT COOON KIIETKY, KoTopast Moauduiupoana ais sxcnpeccun CD3.

[0166] B HexOTOpBIX BapuaHTax OCYLIECTBIIEHUs KIIeTKa, Hanpumep, T-kneTka, Noay4eHa
oT cyOBekTa. B HEKOTOpBIX BapUaHTaxX OCYINECTBIICHUS KIeTKa, Hanpumep, T-kineTka, monyueHa
OT IOHOPA, OTJIIMYHOTO OT CYOBEKTA.

[0167] B HekoTOphIX BapHaHTaX OCYLIECTBJICHUS CYOBEKTY MPOBOMSIT MPEIBAPUTEILHOE
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KOHIULIMOHMPOBAHUE TIepeNl BBEACHNEM KJIeTOK. [IpenBapuTenbHOe KOHANLIMOHUPOBAHIE MOXKET
BKJIFOUATH JIFOOOE BELIECTBO, KOTOPOE CIIOCOOCTBYET (PYHKIMH W/HIIK BbDKUBaHUIO T-kieTok. B
HEKOTOPBIX BAapUAHTAaX OCYLIECTBICHHs IPEIBAPUTEIbHOE KOHAWUIMOHHPOBAHNUE BKIFOUAET
BBEJICHHE CYOBEKTY XMMHOTEPANEBTUYECKOTO IMpenapara, LUTOKWHA, OelKa, MaJoi MOJEKYJIbI
win 000N nx KoMOWHAIMH. B HEKOTOpBIX BapuUaHTax OCYLIECTBICHHS MPEABAPUTEIbHOE
KOHIULIMOHNUPOBAHNE BKJIIOYAET BBEACHHE CYOBEKTY MHTEpJieliknHA. B HEKOTOpBIX BapHaHTax
OCYLLECTBJIEHUs NIPEABAPUTENIBHOE KOHIULIMOHUPOBaHuEe BKiIro4daeT Beenenue 1L-2, 1L-4, IL-7,
IL-9, IL-15, IL-21 unm mroboif mx KoMOMHauuu. B HEKOTOpPBIX BapuaHTax OCYIIECTBIIEHUS
npeABapUTeNIbHasl TOArOTOBKA BKIIIOYAET B ce0s BBeAeHue nukiodochamuna, Guynapadbuna mmm
oboux mpemapatoB. B  HEKOTOPBIX  BapuUaHTAaX  OCYLIECTBJICHUS  IPEABApUTENBHOE
KOHJIUIIMOHNPOBaHUe BKIIouaeT BBeneHue sutamuna C, naruouropa AKT, ATRA (Besanouna,

TPETUHOWHA), pallaMHULIMHA WU JIFOOOH MX KOMOMHALINH.

III.B. Cnoco0bl KOHCTPYHPOBAHHS AHTHIeH-HALICJIMBAIOIIEH KJIeTKH
[0168] OmnpeneneHHble AaCMEKTbl HACTOSIIETO PACKPBITHSI OTHOCATCS K  Crocodam
KOHCTPYMPOBAHMsI AHTUT€H-HALEIUBAIOIIEN KJIETKU. B HEKOTOpBIX BapHaHTaX OCYLIECTBIICHMUS
aHTureH npeacrasiser coboit antureH NY-ESO-1. B HekoTOphIX BapuaHTax OCYILIECTBIICHHS
Croco0 BKIHOYAET TPAHCAYKIUIO KJIETKH MOJIEKYJIOH HYKJIEMHOBOHW KHUCJIOTBI, PACKpPBbITOH B
JAaHHOM JOKYMEHTE, WM BEKTOPOM, pPacKpbITBIM B JaHHOM JOKyMeHTe. KieTka Moxer
NPeACTaBIISTh COO0i MOOYIO KIETKY, ONMCAHHYIO B JAHHOM JJOKYMeHTe. B HEKOTOpBIX BapUaHTax
OCYLIECTBIICHHsI KJIETKa MpeAcTaBisier coOol T-KiIeTKy, OMMCAaHHYK B JaHHOM IOKyMeHTe. B
HEKOTOPBIX BAapUAHTAX OCYIIECTBJICHUS KJIETKa MpPEACTABIsieT COOOM KIETKy, KOTopas
MonubuumpoBana s skcnpeccuu CD3, kak OMuUCaHO B JaHHOM JOKYMeHTe. B HEKOTOphIX
BApUAHTAX OCYINECTBJICHUS KIJeTKa, Hanpumep, T-kieTka, TOJNy4eHa OT CyObeKTa,
Hy>kparomerocss B T-kjaeToyHol Tepanuu. B HEKOTOpBIX BapuaHTax OCYINECTBIEHHS KJETKa
MOJIyYeHa OT JIOHOpa, OTJIMYHOrO OT CcyOBbeKTa, Hy)kmaromerocss B T-kjiero4yHoil Tepamuu. B
HEKOTOPBIX ~BapHaHTaX OCYLIECTBICHHs KJETKa TpeactaBisier coboit T-kierky wim

€CTECTBEHHYIO KUIJIEPHYIO KIIETKY.

HI.C. Cnoco0bl o6oramenus mejesoi nomyJasiuu T-KJIeToxk
[0169] OnpeneneHHble aCMEKTbl HACTOSIIIETO PACKPBITUS OTHOCATCS K CIoco0am
oborarnieHus 11eJIeBOI NMOMysuun T-KJIETOK, MONYYeHHBIX OT CyObeKTa-4eoBeka. B HEKOTOPBIX
BapHAHTaX OCYIIECTBIIEHHUSI CIIOCOO BKJIFOYAET MpHBeNeHUE T-KJIETOK B KOHTAKT C MOJIEKYJIOH
HLA xnacca I, onucanHO#l B NaHHOM NOKyMeHTe. B HEKOTOpPBIX BapuUaHTaX OCYILIECTBIIEHUS

crioco0 BiroUaeT npuseneHne T-knetok B KOHTAkT ¢ APC, packpbITOil B TaHHOM AOKyMeHTe. B
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HEKOTOPBIX BAPHAHTAX OCYIIECTBJIEHHS MOCIE MPUBENEHHS] B KOHTAKT OOOTallleHHAs MOy SN
T-kneTok comepkUT OoJblee KOJNUYECTBO T-KJIETOK, CIOCOOHBIX CBsI3bIBaTh Mojekysnry HLA
KJacca I, mo cpaBHEHHIO ¢ KOJTMYeCTBOM T-KJIETOK, CIIOCOOHBIX CBSI3bIBaTh MOJieKyly HLA kiacca
I no npuBeneHMs B KOHTAKT.

[0170] B HEKOTOpBIX BapHaHTax OCYLIECTBIEHMs CIIOCOO BKIIFOYAET mNpuBeneHHe T-
KJIETOK /1 Vilro B KOHTAKT C MENTHAOM, MpPUYEM NEeNTHI COAEPKUT aMHHOKHUCIOTHYIO
NOCJIeA0BATENbHOCT, mpeactaBieHHyro B SEQ ID NO: 13. B HekoTOpeIX BapHaHTax
OCYIIECTBIIEHHSI CIIOCO0 BKIIFOYAET NpuBeneHue T-KIeTOK /71 Vifro B KOHTAKT C MENTHIOM, IIPHYEM
MENTU COCTOUT U3 aMUHOKHCJIOTHOM MOCeaoBaTeNbHOCTH, peacrasieHHoi B SEQ ID NO: 13.
B HekoTOpbIX BapuaHTax OCYLIECTBIEHHsS IIOCIE€ NPUBEAECHUS B KOHTAKT oOOOrameHHas
nonyysinus  T-KJIeTOK COoAepKUT OoJplliee KOJNUYECTBO T-KJIETOK, CIIOCOOHBIX CBSI3BIBATH
mojiekyisy HLA knmacca I, mo cpaBHEHMIO C KOMH4eCTBOM T-KJIETOK, CITOCOOHBIX CBSI3bIBATH
monekysy HLA knacca I 1o npuBeaeHus: B KOHTAKT.

[0171] HexoTopble acnekThl HACTOSIIETO PACKPBITUS OTHOCATCS K crnocody ordopa T-
KJIETKH, CIIOCOOHOW HAaLeNuBaTbCS HAa OIYXOJIEBYKO KIETKy. B HEKOTOpbIX BapuaHTax
OCYIIECTBJICHHUS CIIOCOO BKIIIOYAET NMPUBENEHHE MOMYJISILUH BbIACICHHBIX T-KJIETOK in Vitro B
KOHTAKT C MENTUAOM, NPUYEM MEeNTHA COCTOUT W3 aMUHOKHCIOTHON MOCHIENOBATEIbHOCTH,
npenctasieHHoii B SEQ ID NO: 13. B HekoTOpbIX BapuaHTax OCYLIECTBICHUS T-KJIETKU
NIOJIY4€HbI OT CyOBbEeKTa-4eJIOBEKa.

[0172] T-kneTku, mony4eHHbIe OT CYOBEKTa-ueJI0BEeKa, MOTYT OBITh JOOBIMH T-KJI€TKaMHu,
ONMUCAHHBIMH B IAHHOM JIOKYMEHTe. B HEKOTOpBIX BapuaHTaX OCYIIECTBIIEHUs u3oOperenus T-
KJIETKH, TOJyuYeHHble OT CyOBEKTa-deJOBeKa, SIBISIOTCS WHQWIBTPUPYIOLUIMMH OIyXOJb
mam@pormramu (TIL).

[0173] B HEKOTOpBIX BapHaHTax OCYLIECTBICHUS CIOCOO JOMOJHHUTENBHO BKIFOYAET
BBEICHHE CYObEKTy-4elioBeKy oOorameHHbIXx T-kieTok. B HEKOoTOpbIX  BapHaHTax
OCYILIECTBIIEHHSI CYOBEKTY MPOBOST MPEABAPUTENIbHOEC KOHAUIIMOHUPOBAHUE MIEPE IOy ICHUEM
HUM T-KJIeTOK, KaK OMMCAHO B TAHHOM JJOKYMEHTE.

[0174] Bce pasnnuHble acmeKThl, BApUAHTBI OCYIIECTBICHHUS H300PETEHUsS W BapUAHTHI
JICYCHHsI, ONMCAHHBIC B JAHHOM JIOKYMEHTE, MOTYT ObITh OOBEIMHEHBI B JIOOBIX BapUaLUsax Oe3
UCKJIFOUEHUSI.

[0175] Bce nyOnukanny, maTeHTHI U 3asiBKU HA IATEHT, YIIOMSIHYTHIE B JAHHOM OITHUCAHUH,
BKJIFOUEHBI B TAHHBII JOKYMEHT MOCPEACTBOM CCBUIKH B TOM JK€ CTENEHHU, KaK eCJU Obl Kaxkaas
OTAeNbHAs MyOJNMKALUS, TTATEHT WK 3asiBKa HAa MATEHT ObUIM KOHKPETHO U OTAENIbHO YKA3aHbI IS
BKJIFOUEHUS TIOCPENICTBOM CChUIKH.

[0176] ITocne ofmero omwcaHWs HACTOSIIErO PACKPBITHS, AaJIbHEWIee MOHUMAaHUE
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MOKET OBITh TIOJIYYEHO My TeM OOpaIleHus K MpuMepam, MPEACTaBICHHBIM B TAHHOM JJOKYMEHTE.

Ot MPUMEPDI MPEAHASHAYCHDBI TOJIBKO AJI UJUJTFOCTPALUU U HE ABJIAIOTCSA OrpaHUYKUBAOLIIUMUA.

I[TPUMEPBI
Ilpumep 1

[0177] TIL Obutl BbIAENEHBI y TMMALMEHTAa C METACTATUYECKOW MEJTaHOMOM, 3aTeM
NOJIMKJIOHAJIBHO PA3MHOKEHBI i71 Vifro U UCClieloBaHa Ux creunpudHocTs k antureHy NY-ESO-
1 B orHomenuu ajutenst HLA-B*07:02. KomOuHamust CTpyKTypHOTO aHAIH3a ¢ UCTIOJIb30BAHUEM
mynbTuMepoB nentu/HLA (pHLA) u ¢yHKuMoHanpHOro aHanus3a ObUla HMCIIONB30BaHA IS
u3MepeHus: aHTureH-crenuduueckux T-kIeTouHbIX OTBETOB. MBI OkpamuBanu T-KJIeTKu ¢
nomouneio MyasTuMepa pHLA ¢ nentunom NY-ESO-160-72, KoTOpBIit ObLT U3BECTEH paHee (¢ur.
1). TIL mnoxasanu NOJOXHUTENbHYIO peakuuro Ha MyaptuMmep B*07:02/NY-ESO-160-72.
My nbTuMep-noJoxkuTenpHble T-KineTku cekperupoBanu aerektupyembiii IFN-y cneungudnbiM
s HLA nentunom obpasom B coorBercTBuu ¢ aHanuzom ELISPOT (¢wur. 2).

[0178] Bt coOpaHbl MyJIBTUMEP-TIOJIOKUTEIbHBIE POTUBOOIMYXOJIEeBbIe T-KJIETKH, U NX
reibl TCR Opumn MonekynsspHO KiIoHUpoBaHbl ((ur. 3). AHTHUreHHas CHeHU(PUYHOCTD H
(dyHKIMOHAIBbHAS PEeaKTUBHOCTh KiIOHMpoBaHHOro TCR Obutn MOATBEPIKAEHBI C IOMOIIBIO
MyabTUMepHOro okpammanus u aHanusza ELISPOT BoccranosneHHbix ¢ momornsto TCR T-
kiaerok. Ilpu BoccTaHOBieHMH Ha mnepBuuYHbBIX T-kierkax, B*07:02/NY-ESO-1¢0.72 TCR-
TpaHCAYLHPOBaHHbIe T-KJIeTKH ObUIM YCIEIHO OKPALIeHbI KOTHATHBIM MYJIbTUMEpOM (ur. 4) u
BCTyHaJH B CUIbHYIO peakuuto ¢ nentuaoM NY-ESO-1¢0.72, mpeacTaBieHHbIM Ha TOBEPXHOCTH
mojieky B*07:02 (¢ur. 5). BaxkHO OTMETHTb, YTO 3TH KJIETKH OBLIH CIIOCOOHBI PacrOo3HABATH
coBrnanarore ¢ B*07:02 onyxoJieBbie KJIETKH, B KOTOPbIE HE BBOIWJIM MENTUIbI, €CTECTBEHHBIM
obpazom skcrpeccupyromiue red NY-ESO-1 (¢ur. 6). Xotst o0e nuHUM KJIeTOK MenaHoMbl A375
u SK-MEL-37 sBnsitores oTpuniarebHbiMu 1o B*07:02, oHM 3HIOT€HHO 3KCIpecCupyroT reH NY-
ESO-1. Korma monekynsr B*07:02 skcnpeccHpOBaMCh 3KTOMUYECKH, OO JIMHUM KJIETOK
MEJIAHOMBI YCIIEIHO Paclo3HABAINCH T-KiieTkamu, TpaHcaynupoBaHHbIMA B*07:02/NY-ESO-
leo-72 TCR. Bonee toro, knerku menaHoMbl SK-MEL-21, B KOTOpPBIX OTCYTCTBYET 3HIOT€HHAs!
skcrpeccust NY-ESO-1, craHOBUIMCH pEaKkTUBHBIMM [0 OTHOLIEHHIO K T-kieTkaw,
tparcayuuposaHbiM B*07:02/NY-ESO-160.72 TCR, xoraa TpaHCAyIMPOBAIH ITOJHOPA3MEPHBIN
red NY-ESO-1 (¢ur. 6-8). [lanHble pe3yapTaThl OTYETIIMBO IEMOHCTPHUPYIOT, UTO T-KJIETKH,
TpaHcayuupoBaHHbie B*07:02/NY-ESO-1¢0.72  TCR, ObUtM 1OCTaTOYHO aKTHBHBIMU IS
pacro3HaBaHUsI OMYXOJIEBBIX KJIETOK U, 4TO KJIoHHpoBaHHBIE B*07:02/NY-ESO-160-72 TCR ObutH
OIyX0JIePEAKTUBHBIMU.

[0179] [IpumeHeHNe HEOaBHO  KIOHHUPOBAHHBIX  OIMyXoJjepeakTHBHbIX B*07:02-



-59 -
orpannueHHbIX reHoB NY-ESO-1 TCR moxer paciunputs npumeHuMoctsb aHTu-NY-ESO-1 TCR

reHHOW Tepamuu 3a mpeneibl UCKIoYnTeTbHO HLA-A*02:01-monoKUTEeNbHBIX MALMEHTOB C

paKkoM.
[0180] Cnoco0nl

[0181] Oobpazyvr knemox

[0182] OO6pa3ub! nepupepuydeckoll KpOBU ObUTH MOJMYYEHBI OT 3J0POBBIX JOHOPOB MOCIE

NOJy4eHUs1 ofoOpeHHss DKCIEPTHOrO COBETAa MEAMLMHCKOTO yupekaeHHs. MOHOHyKJeapHbIe
KJIETKH monydanu uneHtpudyruposanueMm B rpaauente muotHoctu (Ficoll-Paque PLUS; GE
Healthcare). K562 npencraBnser coOOH KJIETOUHYIO JUHHIO SPUTPONIEHKO3a C HapyLIEHHOW
skcnpeccreit HLA. T2 npencrasnsier coboii rubpunnyro nuuuio kierok HLA-A*02:017 T-
KJIETOUHOrO Jietiko3a/B-knerounoro nefikosa. Jurkat 76 mpencraBnseT KiIeTOYHYIO JUHHIO T-
muM(pOLMTOB Jieiiko3a, B KoTopoil orcyTeTByeT skcnpeccus TCR u CD8. A375, SK-MEL-37 u
SK-MEL-21 mnpencraBisitor cOOOH JHHMM KJIETOK MeNaHOMbL JIMHMM KJIETOK MEJIaHOMBI
BeIpaiiuBany B cpene DMEM c¢ nob6asnenuem 10% @bC u 50 mxr/mun rearamunumna (Invitrogen).
Knerounsle muanu K562, T2 u Jurkat 76 xynsrusuposamu B cpene RPMI 1640 ¢ noGaBnennem
10% @®BC u 50 wmkr/mn renramunuHa. TIL, BbigeneHHble W3 OpraHM3Ma MAlUEHTa C
METAaCTaTUYECKON METaHOMOMH, BBIPALUUBAIH i7 VIlF0.

[0183] Ilenmuovi

[0184] Cunrerndeckue nentuasl pactBopsuid 10 S0 mxr/mu B JIMCO. Hcnosnb3yembie
nenTuabl npeacrasisuim codboit B*07:02-orpannuennsie NY-ESO-160.72 (APRGPHGGAASGL,;
SEQ ID NO: 13), MAGE-Alzg.297 (RVRFFFPSL; SEQ ID NO: 62), u HIV nefis.137
(TPGPGVRYPL; SEQ ID NO: 63) nentunsl. [lentunbt MAGE-Al2go.207 1 HIV nefizs.137
HCIIOJIb30BAJIM KAY€CTBE OTPHLIATEbHBIX KOHTPOJIEH.

[0185] Tenwi

[0186] I'en HLA-B*07:02 kOHIEHCUPOBAJIM ¢ YCEYEHHON BepcHel perenTopa (pakropa
pocra HepBoB 4enoBeka (ANGFR) depe3 BHyTpeHHHI ydacTok mocanku pudocombr. ANGFR-
TPaHCAYLHPOBAHHBIEC KJIETKU BBIIEISUTN C UCTIONIBb30BAHMEM MOHOKIIOHAJBHBIX aHTHTET K NGFR
(mADb). ITomropasmepHnsiii reH NY-ESO-1 kinonuposanu u3 kietok Me275 ¢ nomomesto OT-TILP
B COOTBETCTBHM C OMNyOJMKOBaHHOH mocnenoBarenbHOCThO. ['erbl TCR kioHmpoBamm ¢
nomomipto TP ¢ Obictpoit ammmudukanueii 5’-konuoB k/IHK (RACE) ¢ ucnons3oBaHuem
HaOopa ms ammmndukammn kJIHK SMARTer RACE (Takara Bio). /s kJIoHHpOBaHUS TE€HOB
TCRa B mepsom paynne [P x/IHK ammmudunmupoBanu ¢ MCHOIb30BAHHEM IOCTABISIEMOTO
npaiimepa 5’-RACE  u  mnpaiimepa 3’-TCRo  Herpancimpyemoinn  obmactm  (57-
GGAGAGTTCCCTCTGTTTGGAGAG-3’; SEQ ID NO: 57). IILIP BTOpOrO payHaa mpoBOAMIN

c HCIIOJIb30BaHNUEM MOAN(PHUIMPOBAHHOTO npaiimepa 5’-RACE (5°-
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GTGTGGTGGTACGGGAATTCAAGCAGTGGTATCAACGCAGAGT-3’; SEQ ID NO: 58) u
npaliMepa 3’-TCRa (5-
ACCACTGTGCTGGCGGCCGCTCAGCTGGACCACAGCCGCAGCG-3"; SEQ ID NO: 59).
Hns xnonmpoanuss reHoB TCRPB B mepsom paynme TP xJHK ammmuduumposamu c

ucrosnb3oBaHueM rmnocrasisieMoro npaiimepa 5’-RACE u cnenuduueckux must C-obmactu f3

00paTHBIX npaiiMepos, 3’-CB-1 (5-
ATCGTCGACCACTGTGCTGGCGGCCGCTCGAGTTCCAGGGCTGCCTTCAGAAATCC-
3% SEQ ID NO: 60) u 3’-CB-2 (5°-

GACCACTGTGCTGGCGGCCGCTCGAGCTAGCCTCTGGAATCCTTTCTCTTGACCATT
GC-3’; SEQ ID NO: 61). IIIP Broporo payHaa TMPOBOOWIM C HCIOJb30BAaHUEM
monuduumposannoro mpaiimepa 5’-RACE u cneunduueckux mns C-obmactu B oOpaTHBIX
npaiimepoB. HasBanusa anneneit renoB TCRo u [ COOTBETCTBYIOT YHMKAJIbHBIM TI'€HHBIM
HOMEHKJatypaM  MexayHaponHoit  umHpopmanmoHHoW — cucrembl  ImMunoGeneTics
(http://www.imgt.org). **Bce reHsl ObUIM KIOHMPOBAHbI B PETPOBUPYCHBIH BekTop pMX H
TPaHCAYLHPOBAHBI C UCTIOIb30BAHUEM PETPOBHUPYCHOM CUCTEMBI Ha OCHOBE KJieTok 293GPG.
[0187] Ipanchexmanmor

[0188] Knerku Jurkat 76/CD8 Tpancnyuupoanu otaenbHbiMi reHamu TCRa u TCR.
Tpanchexrantet TCR, mnonydennsie w3 Jurkat 76/CDS8, ouumanu (umcrota >95%) c
ucnoap3oBanueM mukporpanyi CD3 (Miltenyi Biotec). Panee coobmanoch 00 MCKYCCTBEHHBIX
APC Ha ocHoBe K562, otnenpHo skcnpeccupyromux padaudyabie reHbl HLA kmacca I B kauecTe
enuHcTBeHHoro awens HLA B couerannu ¢ CD80 u CD83 (Butler and Hirano, /mmunol. Rev.
257:191-209 (2014);, Hirano et al., Clin. Cancer Res. 12:2967-75 (2006)). CynepHaTaHThbI
perpoBupyca, noayudennsie u3 PG13, ucnonpzoBanu aist tpancnykunn reHoB TCR B nepBudHbIE
T-xknerkn uenoseka. TransIT293 (Mirus Bio) ucnonszoBanu anst tpanchexkuuu resos TCR B
kierounyro JuHuIo 293GPG. Knerku NY-ESO-1" SK-MEL-21 peTpoBHpyCHO TPaHCAYLUPOBATIH
nojaopasMepHbsiM reHoM NY-ESO-1 ¢ obpasoBanuem SK-MEL-21/NY-ESO-1. Dkcnpeccuro
TpaHcayuupoBaHHoro NY-ESO-1 oueHuBaniu ¢ NOMOIIBIO MPOTOYHON LUTOMETPUU IIOCIHE
okpamuBanusi ¢ nomompido mAb k NY-ESO-1 (xknmorm DI1Q2U; Cell Signaling Technology).
Knerxku HLA-B*07:02° A375 u SK-MEL-37 peTpoBupyCHO TpaHCAyHPOBaH ¢ moMouisro HLA-
B*07:02 ¢ o6pazoBanmnem kierok A375/B*07:02 u SK-MEL-37/B*07:02. I'en HLA-B*07:02 6b11
nomeueHn renoMm ANGFR, kakx onmcano Beine, u kaetku ANGFR™ 6pitn ounmensl (4uctora™>
95%) u uCHoNB30BaHbI B MoCienyrmux 3kcnepumentax. Tonbko reH ANGFR perposupycHo
TPaHCAYLUPOBAJIH B KaUeCTBE KOHTPOJISL.

[0189] IIpomounas yumomempus u COpmupo6Ka KJiemox

[0190] Monekyibl KJI€TOYHOM MOBEPXHOCTH OKpALIMBAJIU KOHBIOTHPOBaHHbIM ¢ PCS5
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mAb k CD8 (xson B9.11; Beckman Coulter), korstoruposannbiM ¢ FITC aaturenom k NGFR
(xmon ME20.4; Biolegend) u xonstorupoBanabsiM ¢ APC/Cy7 antu-CD3 (xiaon UCHTI,
Biolegend). MepTsrie kieTku Beinensin ¢ nomombio Habopa LIVE/DEAD Fixable Aqua Dead
Cell Stain (Life Technologies). [Iist BHYTPUKIETOUHOTO OKPALIMBAHUSA KIETKH (PUKCUPOBAIH U
nepMeabmIM3NpoBa ¢ ucnojp3oBanueM Hadopa Cytofix/Cytoperm (BD Biosciences).
OxpaleHHbIe KIeTKH aHAJTM3MPOBAIM C TOMOIIBIO TIpoTouHoM nuromerpuu (BD Biosciences), a
aHayu3 JaHHBIX BHINOJHsUN ¢ oMol FlowJo (Tree Star). CopTupOBKy KJIETOK IMPOBOAMIIHN C
ucnons3oBanueM FACS Aria IT (BD Bioscience).

[0191] Ananuz yumokunoe ELISPOT

[0192] Ananmusbl ELISPOT nns onpenenenuss ypoBHsi IFN-y mpoBomunu coriacHo
NPUBEAECHHOMY paHee onucanuio (cm., Hanpumep, Kagoya et al., Nat. Commun. 9:1915 (2018);,
Anczurowski et al., Sci. Rep. 8:4804 (2018); u Yamashita et al., Nat Commun. 8:15244 (2017)).
ITnanmwerst PVDF (Millipore, Bedford, MA) noxpbiBamu 3axBarbiBatomuMu mAb (1-D1K;
MABTECH, Mariemont, OH), u T-knetku unkyouposanu ¢ 2 x 10* kjeTok-muineHeii Ha TyHKy
B IPUCYTCTBUH UJTU B OTCYTCTBUE nenTtuaa B redenune 20—24 gacos npu temnepatrype 37°C. 3atem
IUTAHLIETHI TPOMBIBAJIM U HHKYOUPOBAIH C KOHBIOTHPOBAHHBIMU C OMOTHHOM JAE€TEKTHPYIOIIUMHU
mAb (7-B6-1; MABTECH). 3arem npobGasnsiim SA, kowbtorupoBaHHbiii ¢ HRP (Jackson
ImmunoResearch), u nosinsirch nsitHa IFN-y. Peakiiuro ocTaHaBIMBAIH, TINATENIBHO MTPOMbBIBAs
xononHoit BomompoBoaHoit Bomoi. Ilnmanmerst ELISPOT ckaHupoBaaun U MOACYUTHIBAIU C
UCTIOJIb30BAaHUEM YCTPOWCTBA Ui CYMTBHIBAHUS IUIAHIIETOB ImmunoSpot u mporpaMMHOro
obecnieuenus ImmunoSpot Bepcun 5.0 (Cellular Technology Limited, Shaker Heights, OH).
[0193] Pazmnoscenue NePEUYHbIX CD8" 1-xnemox, MpancoyyupoBaHHbIX
knonuposannvim TCR

[0194] CD3" T-kJeTKH OYHMIIANK TTOCPENCTBOM OTPHLATENLHOW MArHUTHOM CEJEKIIUM C
UCTIONIb30BaHNEM HaOopa s BbiieneHus maH-1-kietok (Miltenyi Biotec). Oummennsie T-
KJIeTkH cTuMynnpoBain uckycctseHHbIM APC/mOKT3, obny4yennbv 200 I'p npu cOOTHOLIEHUN
E:T 20:1. HaumHasg coO cleayrolero MAHsA, AaKTUBUPOBaHHbIE T-KJIETKH pPETPOBUPYCHO
TPaHCAYLHPOBAIN KIOHUpOBaHHBIMU reHaM TCR mocpeacTBoM eHTpu(yrupoBaHus B TEUEHHE
1 vaca npu 1000 g npu Temnepatype 32°C B TeueHue 3 nHei noapsn. Ha cnenyrommii nenp k T-
knetkam, TpaHcayuupoBanHbiM TCR, mobaenmsmu 100 ME/mn IL-2 u 10 wr/ma IL-15.
IIutarenbHyrO Cpeny NOMOJHSIN KaKAble 2-3 THS.

[0195] lonyyenue mynomumepos pHLA na ocnoge kiemox Maekonumaroue2o

[0196] I'em HLA xmacca I ¢ cospeBuieit appuHHOCTBIO OBUT CKOHCTPYHPOBAH C
BO3MOKHOCTBIO HecTu octatok Glu (E) Bmecto ocratka Gln (Q) B monoxxeruu 115 nomena o2 u

noMeH a3, monmydeHHbii u3 reda K® mpmm, sBmecto nomena a3 HLA kmacca L. Ilytem ciusaus
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BHeKseTouHoro nomeHa reHa HL A knacca I ¢ co3pesueii adduHHOCTBIO ¢ THOKUM JIMHKEepoM Gly-
Ser (GS), 3a koTopbIM crenyeT 6x His-MeTka, Mbl monydunn pacTsopumsiii rer AUE-KY HLA
kyacca 1. Knerkn HEK293T nanuBunyanbHO TPaHCAYLMPOBAIU PA3JIMYHBIMU PAaCTBOPUMBIMHU
renamu UE-K® HLLA knacca I BMecTe ¢ reHoM B2m ¢ HCHOJIB30BaHHEM PETPOBUPYCHOM CHCTEMBI
Ha ocHoBe KjeTok 293GPG. Crabunpabie kinetku HEK293T, skronudecku 3KCIpecCUpPYIOLINe
pacteopumbiii AE-KP knacca I ¢ cospesneit aGUHHOCTHIO, BBIPAIIMBAIH 10 KOHIIOSHTHOCTH,
a 3areM cpeny Mensuin. Uepe3 48 uyacoB KOHIWLIMOHMPOBAHHYIO Cpeny coOupaid U cpasy
UCTIONIb30BAIM  WJIM  3aMOpPaXMBalM A0 ucnonbp3oBaHusa. CynepHaTaHT, conepskaliuit
pacteopumeiii  UEK® HLA knacca I, mponyuupyembiii Tpancdextantamu HEK293T,
cmermBaiu co 100-1000 MKr/mit pencTaBIsIFOLIEr0 HHTEPEC MeNTHIA, OTPAHHUYEHHOTO KJIacCOM
I, B Teduenue HOum npu temneparype 37°C nns nmentugHOro oOMeHa in vitro. PacTBOpuUMBIN
monoMepHbiit AE-KP® kyacca I, Harpy keHHbIH TeNTHI0M, ObLT JUMEPU30BaH C HCMONb30BAHUEM
antu-His mAb (kiaoH AD1.1.10; Abcam), KOHBIOTHPOBAHHOTO C (JIyOPOXPOMOM, TaKUM Kak
¢uxosputpun (PE), B momsipHOM cooTHOmeHun 2:1 B TeyeHHe 2 9acoB NPU KOMHATHOM
TeMmIrepaType Miu B TedeHue Houu npu temmeparype 4°C. KonueHrpauuro (yHKIHOHAIBHO
pactBopuMbIx Monekyn 23E-K® HLA knacca I msmepsinu ¢ momomsio cienuduaeckoro ELISA ¢
ucrnionb3oBanueM mMAb k man kmacca I (kmon W6/32, coOCTBEHHOrO MpPOU3BONCTBA) U
OouoruHuarpoBanHoro mAb k His-metke (kmon ADI1.1.10, R&D systems) B kadecTse
3aXBaThIBAIOLINX U JETEKTHPYIOLINX aHTUTEJ, COOTBETCTBEHHO.

[0197] Oxpawusanue mynomumepom pHILA

[0198] T-knetku (1 x 10°) unky6uposanu B Tedenue 30 MuHyT npu Temmnepatype 37°C B
npucyrctBun 50 HM nazarunuba (LC laboratories). 3aTeM KJIETKH IPOMBIBAJIA U HHKYOHPOBAJIH
¢ 5-10 Mkr/mn mynbTuMepa B TeueHHe 30 MUHYT MpH KOMHATHOH Temmeparype u J00aBisun
¢parment AffiniPure Fab, koHbrormpoBaHHBIH R-(QUKOIPUTPHHOM, KO3bEro aHTHMBIIIUHOTO
IgG1 (Jackson ImmunoResearch Laboratories) B Teuenue 15 munyT npu remnepatype 4°C. 3atem
KJIETKHU MTPOMBIBAJIH TPU pa3a u obpadateiBann mAb k CD8 B Teuenue 15 MuHyT npu Temiieparype
4°C. HakoHel, MepTBbIe KJIETKH ObUTH BbIAeNeHbI ¢ momotibio Habopa LIVE/DEAD Fixable Dead
Cell Stain.

[0199] Cmamucmuyeckuii ananus

[0200] Cratuctudeckuii aHa u3 mpoBomwiIn ¢ ucnojs3oBanuem GraphPad Prism 5.0e.
Jlnst onpeneneHust TOro, CyLIeCTBEHHO JIM Pa3jMYalIuCh ABE TPYIIIbI MO 33JaHHON TIEPEMEHHOI,
Mbl TIPOBEJIM AHAJINU3 C TMOMOLIBIO t-KpuTepus Yamda (aByctropoHHero). 3Hauenus P <0,05

CUUTAJINCH 3HAYUMBIMHU.
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POPMYJIA U3OBPETEHUSA
1. Mornekyia HYKJICHMHOBOW KHCIIOTBI, coaepxkamasi (1) TMepBYK HYKJICOTHIHYIO
NIOCJIEIOBATENIbHOCTD, KOAUPYIOLIYI0 pekoMOnHaHTHBIH T-knerounsiii penentop (TCR) mnu ero
AHTUTEHCBS3BIBAIOIIYIO 4YacTh, KOTOpas crenuduuecku cBsazbiBaeT denoBedecknii NY-ESO-1
(«aatu-NY-ESO-1 TCR»); u (i1) BTOPYIO HYKJICOTUIHYIO ITOCIEN0BATEIbHOCTD, IPUYEM BTOPast
HYKJICOTH/IHAsl TOCIENOBATEIbHOCTh HIIM MOJMIIENITH, KOAUPYEMBIH BTOPOH HYKJICOTHIHON

NOCJIEIOBATENIbHOCTBIO, HHTHOUpPYeT sKcnpeccuro sHaoreHHoro TCR,

npudeM aHTU-NY-ESO-1 TCR konkypupyer 3a cBs3biBaHue c uejoseueckuM NY-ESO-1 c
stanoHHbIM TCR, KOTOpPBIH conepskuT anbda-1ens u OeTa-1enb, IPU TOM ajb(pa-Lenb COIEP>KUT
AMUHOKUCIIOTHYIO TIOCJIeIOBaTeIbHOCTh, mpencrasienHnyiro B SEQ ID NO: 1, a Oera-uenb

COZIEPKUT AMHUHOKHCIIOTHYIO MOCIIEI0BAaTENbHOCTD, peAcTasieHHyo B SEQ ID NO: 2.

2. Monekyia HYKJIEHHOBOW KHCJOTHI, coaepxkamas (i) TEepBy0 HYKJICOTHIHYIO
MOCJIeIOBATENIbHOCTD, KOAUPYIOLIYIO pekoMOuHaHTHBIN T-knerounsiii perentop (TCR) unu ero
AHTUTEHCBS3BIBAIOIIYI0 YacTh, KOTOpas cneuuduyueckn cps3biBaeT uenosedeckuid NY-ESO-1
(«anT-NY-ESO-1 TCR»); u (i1) BTOPYIO HYKJICOTHAHYIO IOCIEI0BATENLHOCTD, IPUYEM BTOPAs
HYKJICOTH/IHAsl MOCJEeN0BATEIbHOCTh MM MOJMIENTHN, KOAUPYEMbIH BTOPOHM HYKJIEOTUIHOMN

NOCJIeIOBATENIbHOCTBIO, HHTHOUpPYeT sKcnpeccuro sHaoreHHoro TCR,

npudeM aHTH-NY-ESO-1 TCR cBsi3pIBaeT TOT K€ 3MUTON WM TNEPEKPBIBAIOLIUICS SMUTOI
yenoBedeckoro NY-ESO-1, uro u stanonnsiii TCR, koTOpbIil copep:kuT anbga-1erns u Oera-1ernb,
NPU 5TOM alib(a-Lernb COACPKUT AMHUHOKHCIIOTHYIO MOCJIEAOBATENIbHOCTD, MPEICTABICHHYIO B
SEQ ID NO: 1, a 6eTa-1iernb COnepKUT AMUHOKHCIIOTHYIO TTOCIIEIOBATEIbHOCTD, TPECTaBICHHYIO

B SEQ ID NO: 2.

3. Mornekyna HykJIEMHOBON KHCJIOTHI mo mm. 1 wmu 2, B xkotopoit aHTu-NY-ESO-1 TCR
cesi3piBaercst ¢ anurornoM NY-ESO-1, cocrosimum u3 aMHHOKHUCIIOTHOW TOCJIEA0BATEIbHOCTH,

npenctasieHHoil B SEQ ID NO: 13.

4. Mosnexyna HyKJI€MHOBOM KMCJIOTHI IO NII. 2 WU 3, B KOTOPOH 3MUTOI CBsI3aH C MOJIEKYJION
HLA xnacca L.
5. Mosrekyna HyKJI€MHOBOM KUCJIOTHI 10 1. 4, mpuuem moJiekyia HLA kmacca [ npencrassier

coboii annens HLA-A, HLA-B, HLA-C, HLA-E, HLA-F uau HLA-G.

6. Mosekyna HyKJI€MHOBOM KUCJIOTHI 10 1. 4, mpuuem moJiekya HLA kmacca [ npencrassier

coboti aiens HLA-B*07.
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7. MouekyJia HyKJIEMHOBOM KUCJIOTHI 1O JitodoMy 13 . 4-6, mpudem mosiekya HLA knacca

I BiOpana u3 annens HLA-B*07:02, annens HLA-B*07:03, amnenss HLA-B*03:04, aymutenst HLA-
B*07:05 u annens HLA-B*07:06.

8. MounekyJia HyKJIEMHOBOM KUCJIOTHI 11O JitoOoMy u3 . 4-7, mpudem mosiekyia HLA knmacca

I mpencrasnser codoii annens HLA-B*07:02.

9. Monekyna HyKJIEMHOBOW KHUCJIOTHI 1o Jrobomy u3 mm. 1-8, B kotopoit antu-NY-ESO-1

TCR copep:xur anbda-uens u Oera-Lens,

npuyeM anbQa-uenb COAePKUT BapradenbHyIo 00acTh, conepskamryto CDR1 anbda-nenn, CDR2

anbda-uenu 1 CDR3 anvda-uenu; u

npudeM Oera-lienb COmepKUT BapuabenbHbI nomeH, coxepskammii CDR1 Gera-ueny,

CDR2 6era-uenu u CDR3 Oera-1iemnu;

npu stom CDR3 anbda-uenu comepkUT aMUHOKHCIOTHYIO MOCJIEIOBATEIbHOCTD,

npeacrasiaeHHyo B SEQ ID NO: 7.

10. MonnekyJia HyKJIEMHOBOH KUCJIOTHI 1O 1. 9, B kotopoit CDR3 Gera-uenu antu-NY-ESO-1

TCR copep:kUT aMHHOKHCJIOTHYIO MTOCJIE0BATEIbHOCTD, MpencTasieHnyo B SEQ ID NO: 10.

1. MonekyJia HyKJIEMHOBOW KHUCJIOTHI 1O Jirobomy u3 mm. 1-8, B kotopoit antu-NY-ESO-1
TCR comepxxut anbda-uenb u Oera-mienb, mpudeM aibda-lenb CONEPKUT BapuabesbHYIO

obsactb, conepskamyro CDR1 anbdpa-uiennu, CDR2 ansda-nienn u CDR3 anbda-uenu; u

npudeM Oera-Lienb COmep:kUT BapuadenbHbIl nomeH, conmepskamuii CDR1 Oera-niemnw,

CDR2 6era-uieriu u CDR3 Gera-1iemnu;

npu stoM CDR3 OGera-uenu antu-NY-ESO-1 TCR copmepXUT aMUHOKHCIOTHYIO

MOCJIeI0BATENbHOCTD, NpeacTasieHHyto B SEQ ID NO: 10.

12. Monekyia HyKJIeMHOBOH KHCIOThI 1o 1. 11, B koTopoit CDR3 anbga-uenu antu-NY-ESO-

1 TCR conepxuT aMMHOKUCIOTHYIO MOCJIEeI0BaTeNbHOCTD, NpeactasieHHyto B SEQ ID NO: 7.

13. Monekyiia HyKJIEHHOBOI KHCIIOTHI 110 Jrobomy u3 . 9-12, B kotopoit CDR1 anbda-uenu

aHTu-NY-ESO-1 TCR comep>KuT aMUHOKHUCIIOTHYIO TMOCJEIOBATENbHOCTD, MPEICTABICHHYIO B

SEQ ID NO: 5.

14. Mornekyia HyKJI€MHOBOHW KUCIOTHI 10 JrodoMy u3 . 9-13, B kotopoit CDR1 Gera-uenu
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anTu-NY-ESO-1 TCR comep>KuT aMUHOKHUCIIOTHYIO TMOCEI0BATENbHOCTD, MPENCTABICHHYIO B

SEQ ID NO: 8.

15. MounekyJia HyKJIEMHOBOM KUCJIOTHI 1O JiroOomy u3 . 9-14, B kotopoit CDR2 anbda-tienu
aHTu-NY-ESO-1 TCR comep>KuT aMUHOKHUCIOTHYIO MOCIEI0BATENbHOCTD, MPENICTABICHHYIO B

SEQ ID NO: 6.

16. Monekyiia HyKJI€MHOBOW KUCIIOTHI 10 Jro0oMy u3 m. 9-15, B kotopoit CDR2 Gera-uienu
anTu-NY-ESO-1 TCR copep>KuT aMUHOKHUCIOTHYIO TMOCJEI0BATENbHOCTD, MPENCTABICHHYIO B

SEQ ID NO: 9.

17. Monekynia HyKJI€MHOBOM KHCJIOTHI MO Jirobomy u3 . 9-16, B koTopoil BapuabenbHbIH
nomeH anbda-nenn aHTH-NY-ESO-1 TCR conmepkuT aMHHOKHMCIIOTHYIO MMOCJI€AOBATEIbHOCTD
BapuabeNbHOr0 JOMEHA, NPUCYTCTBYIOLIET0O B aMHUHOKHCIOTHOM IOCJIENOBAaTENbHOCTH,

npexacrasieHHoi B SEQ ID NO: 1.

18.  Monekyna HyKJI€HHOBOW KHCJIOTHI 1O J0OOMy U3 mil. 9-17, B KOTOpO#l BapraOenbHbIH
nomeH Oera-uenu aHTH-NY-ESO-1 TCR comepXUT aMHHOKHCIOTHYIO IIOCJIEI0OBATENbHOCTD
BapUaleNbHOrO JOMEHA, IPUCYTCTBYIOLIErO B aMHUHOKHCIOTHOW IOCJIEAOBATEIbHOCTH,

npenctasieHHoit B SEQ ID NO: 2.

19. MonnekyJia HyKJIEUMHOBOH KUCIIOTHI MO JIF0OoMy 13 mi. 9-18, B KOTOpO# anbda-uens aHTH-
NY-ESO-1 TCR nomonHUTENbHO COAEP’KUT KOHCTAHTHYK O00JIacTh, MPUYEM KOHCTAHTHASI

00JIaCTh OTJINYAETCS OT SHAOTCHHOW KOHCTAHTHOH 00J1acTH anb(a-1eny.

20. MonnekyJia HyKJIEUHOBOH KUCIIOTHI 1O JIF00oMy 13 M. 9-19, B KOTOpo# anbda-uens aHTH-
NY-ESO-1 TCR nomoiHUTENbHO COAEP’KUT KOHCTAHTHYK O00JIacTh, MPUYEM KOHCTAHTHAS
00acTh anb(a-1enu CoONep>KUT AMUHOKHCIOTHYIO TIOCIIE0BATENbHOCTD, UMEIOIYIO IO MEHBIIEH
Mepe okoJio 85%, mo MeHbInei Mepe okoso 90%, o mMeHblei Mepe okoIo 95%, mo meHblei
Mepe 0Koio 96%, 1o MeHbIIeH Mepe OKoJIo 97%, o MeHbIIeH Mepe 0KoJIo 98% uimu Mo MeHbIIekH
Mepe Okojio 99% HASHTHYHOCTH TIOCIENOBATEIbHOCTH ¢ KOHCTAHTHOH  OOJIaCThIO,

NPUCYTCTBYIOLIEN B aMUHOKHCIOTHOH MOCJe0BaTeNbHOCTH, peacTasieHHoi B SEQ ID NO: 1.

21. Monnekyia HyKJIEMHOBOH KHCIOTHI TO min. 19 wmm 20, B KOTOpOH KOHCTaHTHasi 00JIaCTh
anb(da-Lenu Conep >KUT AMUHOKHICIIOTHYEO MTOCIEIOBATENIbHOCTD, COAEPIKAIIYIO 0 MEHbIIEH Mepe
1, mo meHbLIEN Mepe 2, MO MEHbIIEW Mepe 3, MO MEHbIIEeH Mepe 4 WM MO MEHbIIEeH Mepe S5
AMUHOKUCIIOTHBIX ~3aMEH OTHOCHUTEJIBHO KOHCTAHTHOW OO0NacTH, MPUCYTCTBYIOIEH B

aMUHOKHCIIOTHOM MOCJIeN0BaTeNbHOCTH, npenacrasieHHoi B SEQ ID NO: 1.
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22. Mosnekyia HyKJIEHHOBOH KHCJIOTHI 1O JroboMy u3 . 9-21, B koTopoii Gera-nens aHTH-
NY-ESO-1 TCR nomonHUTENbHO COAEP’KUT KOHCTAHTHYKO 00JIacTh, MPUYEM KOHCTAHTHAS

00J1aCTh OTJINYAETCS OT OHAOTCHHBIX KOHCTAHTHBIX obnacreii 6et a-LCIIH.

23. Mosnekyia HyKJIEHHOBOHM KHMCJIOTHI 1O JIE0OOMy m3 M. 9-22, B KOTOpOii Oera-ensb aHTu-
NY-ESO-1 TCR nomonHUTENbHO COAEPKUT KOHCTAHTHYKO 00JIacTh, NMPUYEM KOHCTAHTHAS
oOmnacTh OeTa-Ienyu CoAep>KUT AMUHOKHCIIOTHYIO TIOCIIEI0BATENbHOCTD, UMEIOIIYIO 110 MEHbIIEH
Mepe okoJio 85%, nmo MeHbInei Mepe okoso 90%, mo meHbliei Mepe okoio 95%, no meHblei
Mepe 0KoIo 96%, o MeHbIIeH Mepe 0KoJI0 97%, o MeHbIIeH Mepe 0koJ0 98% unu no MeHbLIeH
Mepe Okojio 99% HASHTHMYHOCTH TIOCTENOBATEIbHOCTH C KOHCTAHTHOH  0OJIaCThIO,

NPUCYTCTBYIOLIEN B aMUHOKHMCIOTHOM MOCJIe0BaTeNbHOCTH, peacTasieHHoi B SEQ ID NO: 2.

24. Monekyia HyKJIEMHOBON KUCJIOTHI MO M. 22 miu 23, B KOTOPOM KOHCTaHTHAsi 00JacTh
OeTa-1ienu CoAepKUT AMHHOKHCIOTHYIO TOCJIEIOBATENIbHOCTD, CONEPIKALIYIO IO MEHbIIEH Mepe
1, no menblIel Mepe 2, IO MeHbIIEH Mepe 3, MO MeHblIeld Mepe 4 Uiau Mo MeHblIeH mepe 5
AMUHOKHCJIOTHBIX ~3aM€H OTHOCHTEJNIbHO KOHCTAHTHOH 00JacTH, NPUCYTCTBYIOLIEH B

aMHHOKHUCIIOTHOH TMOCenoBaTeIbHOCTH, npencrasieHHol B SEQ ID NO: 2.

25. MonnekyJia HyKJIEUMHOBOH KUCIIOTHI MO JIF0OOMy U3 M. 9-24, B KOTOpO# alibda-1ens aHTU-
NY-ESO-1 TCR conep:xutT aMHHOKHCIIOTHYIO TIOCJIEI0OBATEIbHOCTD, MpeacTaBieHHyo B SEQ ID

NO: 1.

26. MonnekyJia HyKJIEHHOBOM KUCIIOTHI 1O JIF000My U3 T, 9-25, B KOTOpOU Oera-Lienu aHTu-
NY-ESO-1 TCR conep:xuT aMHHOKHCIIOTHYIO IIOCIIEA0BATEIbHOCTD, MpeAcTaBieHHyo B SEQ ID

NO: 2.

27. Mornekyjia HYKJIEWHOBOH KHCJIOTHI Mo Jrobomy u3 mm. 1-26, B KOTOpOH BTOpas
HYKJICOTH/IHAsl TIOCJIEZIOBATENIbHOCTh MpeACTaBisier codoi onny mimm Oonee MuPHK, koropbie

CHUKAKOT SKcrpeccuto s3HnoreHHbx TCR.

28. MouekyJia HyKJIEMHOBOM KUCJIOTHI 1O T1. 27, B KOTOpoi ogHa win 6osee MuPHK siBistroTCst
KOMIUIEMEHTAPHBIMHU LIEJIEBOM TMOCIEA0BATEIbHOCTH B HYKJICOTHAHON TMOCJIEA0BATEIbHOCTH,

KOAUMPYIOIIeH KOHCTAHTHYIO 00J1acTh sHAOreHHbIX TCR.

29. MonnekyJia HyKJIEHHOBON KHCIOTHI 1O . 27 uiu 28, B koTopoM oxHa wiu 6onee MuPHK
cofiepKaT aMUHOKHUCIIOTHYIO MOCJIeIOBATEIbHOCTh, BRIOPAHHYIO M3 TPYMIbI, cocTosimel n3 SEQ

ID NO: 53-56.
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30. Monekysia HYKJIEWHOBOH KHCIOTHI Mo Jrobomy u3 mm. 1-29, B KOTOpoH BTOpas

HYKJIEOTHJIHas NTOCIeA0BaTeNbHOCTh kKoaupyet Cas9.

31. Monekynia HyKJIEHHOBOH KHUCIIOTHI 1o Jrodomy u3 mm. 1-30, B koropoit antu-NY-ESO-1
TCR conepKUT KOHCTaHTHYIO 00J1acTh aib(a-Leny, KOHCTAHTHYI0 00sacTh OeTa-1enu wiu ooe;
U TpUYeM KOHCTAaHTHas oOnacTb anbda-Lenu, KOHCTaHTHas oOjacTe Oera-menu wim o0e
COAEPKAT AMUHOKHUCIIOTHYIO NTOCJIEA0BATEIbHOCTD, UMEIOIIYIO IO MEHbIIEH Mepe 1, Mo MeHbInen
Mepe 2, IO MEHbLIEH Mepe 3, MO MEHbLIEH Mepe 4 WM [0 MEHbUIEH Mepe 5 3aMeH B LEeJIEeBON
MOCJIEA0BATENBHOCTH OTHOCUTENBHO COOTBETCTBYIOLEH aMUHOKUCIOTHOM MOCIEA0BATENbHOCTH

suporennoro TCR.
32. Bexrop, copep:kaluii MOJIEKYJly HYKJIEHHOBOM KHCIOTHI IO Jro0omy u3 m. 1-31.

33. Bektop mo m. 32, mpuueM BEKTOp NPEACTaBIsieT COOOH BHPYCHBIH BEKTOp, BEKTOP

MJIEKOTTUTAOLINX HJTH OAKTEePHUATbHBII BEKTOP.
34. Bekrop mo nn. 32 wnu 33, mpuyeM BEKTOP MPEACTaBIsIeT COOOH pETPOBUPYCHBIH BEKTOP.

35. Bekrop no moGomy n3 mm. 32-34, mpudeM BeKTOp BBIOPAH W3 IPYIIIBI, COCTOSINEH W3
aI€eHOBHPYCHOTO BEKTOpA, JIEHTUBUpYCa, BekTopa Bupyca CeHnail, OakyJIOBUPYCHOTO BEKTOPA,
BEKTOp BUpYyca JmiiTeiiHa — bappa, manoBaBUpyCHOr0 BEKTOPA, BEKTOPa BUPYCa OCTIOBAKLIMHBI,
BEKTOPa BHUpPYyCa MPOCTOrO reprieca, rTHOPUAHOTO BEKTOpA M BEKTOPA aA€HOACCOLMUPOBAHHOTO

Bupyca (AAV).
36. BexTop 1o jrobomMy u3 mm. 32-35, npudeM BeKTOp MPEACTABISIET COOOM JIEHTUBHUPYC.

37. T-xknerounsiii peuentop (TCR) mim ero aHTUTEHCBSI3BIBAIOINAS HYaCTh, BKIIOYAIOINAS
BapuadespHbI oMeH ajbda-uenu aHTH-NY-ESO-1 TCR no mobomy u3 mm. 9-31 wu

BapuabenbHbIl ToMeH Oera-uenu aHTU-NY-ESO-1 TCR no mro6omy u3 nm. 9-31.

38. PexomOunantablil T-knerounsiii peuentop (TCR) niam ero aHTUreHCBSI3bIBAKOIIAS YACTh,
cneuuduyeckn crs3pBaromas yenoBeueckuii NY-ESO-1 («antu-NY-ESO-1 TCR»), koTtopsrit

KOHKYpHUpYeT 3a cBsi3biBanne ¢ yejopeueckuM NY-ESO-1 ¢ stanonnsim TCR;

npudeM s>tanoHHbli TCR comepxwur anbda-uens u Oera-nenb, npuydeM anbga-mernb
COIEPKUT aMHHOKHCIIOTHYIO MOCIEe0BATeNIbHOCT, penctasieHnyo B SEQ ID NO: 1, a Gera-

LENb COAEPKUT AMUHOKHUCIIOTHYIO MOCIEIOBATENbHOCTD, npeacTaBieHHyo B SEQ ID NO: 2; u

npudeM aHTU-NY-ESO-1 TCR conepxur anbda-uens u 6era-nens, npudeM ainbga-nenb
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COIEPKUT KOHCTAHTHYIO OOJIACTH M MPH 3TOM OeTa-Lenb CONEPKUT KOHCTAHTHYIO OOJIacTh,

pUYEM

(1) xoHcTaHTHasi 0OjacTh anb(a-Lenu CONEPKUT AMHHOKHUCIOTHYIO TOCIEIOBATEIBHOCTD,
HMMEIOLIYIO 110 MEHbILIEH Mepe 1, Mo MeHbIIel Mepe 2, O MeHbIIeH Mepe 3, 0 MeHbLIelH Mepe 4
WIN TI0 MEHbIIEeH Mepe 5 aMHHOKHCIOTHBIX 3aMEH OTHOCHUTENbHO KOHCTaHTHOH oOjactwy,
NPUCYTCTBYIOLIEN B aMUHOKHUCIIOTHON MOcienoBarenpbHocTy, npeacrasneHHon B SEQ ID NO: 1

Wi

(11) KOHCTaHTHasi 00JacTh OeTa-Lenmu COAEPKUT aMHHOKUCJIOTHYIO IIOCJIENOBATEIbHOCTD,
HMMEIOLIYIO 110 MEHbIIEH Mepe 1, Mo MeHbIIel Mepe 2, O MEeHbIIEeH Mepe 3, 10 MeHbLIel Mepe 4
WIN TI0 MEHblIeH Mepe 5 aMHUHOKHCIOTHBIX 3aMEH OTHOCHUTENIbHO KOHCTaHTHOH oOmactwy,

NPUCYTCTBYIOLIEN B aMUHOKHUCIOTHOH nocaenosaTenbHocTd SEQ ID NO: 2.

39.  PexomOunantHbiii T-kierounsiii peuentop (TCR) mnm ero aHTHreHCBA3bIBAIOINAS YACTb,
cnieuuduvecku cpszbiBaromas yenoBeueckuii NY-ESO-1 («antu-NY-ESO-1 TCR»), koTopsiit
CBSI3bIBAET TOT JK€ AIMTOI WIN NepeKpbiBaromuiicss snuron yenaosedeckoro NY-ESO-1, 4ro u

stanonHbiii TCR;

npudem sTanoHHbi TCR comepxkut anbda-uens u Oera-uienb, mpuydeM ajbda-1ernb
COIEPIKUT AMHUHOKHCIIOTHYIO MOCJIe0BATeIbHOCTD, penctaBiennyo B SEQ ID NO: 1, a Oera-

LETb COAEPKUT AMUHOKHCIIOTHYIO MOCEN0BATENbHOCTD, peAcTaBieHHyo B SEQ ID NO: 2;

npudeM aHTU-NY-ESO-1 TCR conep:kut anbda-uens u Oera-nemns, npudeM anbda-mens
COIEPKUT KOHCTAHTHYIO 00JIaCTh M TPU 5TOM OeTa-Lenb COAEPIKUT KOHCTAHTHYI OOJACTh,

pU4eM

(1) xoHcTaHTHast oOjacTh anb(a-Lend CONEPKUT AMHHOKUCIOTHYIO TOCIEIOBATEIHHOCTD,
HMMEIOLIYIO 110 MEHbIIEeH Mepe 1, Mo MeHbIuel Mepe 2, o MeHblIel Mepe 3, 0 MeHbLIeld Mepe 4
WIN TI0 MEHbIIEH Mepe 5 aMHHOKHCIOTHBIX 3aMEH OTHOCHUTENbHO KOHCTaHTHOH oOjactwy,
NPUCYTCTBYIOLIEN B aMUHOKHCIOTHOMN MocienoBarenbHocTy, npeacrasieHHoi B SEQ ID NO: 1

Wi

(i1) KOHCTaHTHAasi 00JacTh OeTa-LeMu COAEPKUT aMHHOKUCJIOTHYIO IOCJIEOBATEIbHOCTD,
HMMEIOLIYIO 110 MEHbIIEeH Mepe 1, Mo MeHbInel Mepe 2, o MeHblIel Mepe 3, 0 MeHbLIel Mepe 4
WIN TI0 MEHbIIEH Mepe 5 aMHHOKHCIOTHBIX 3aMEH OTHOCHUTENbHO KOHCTaHTHOH oOmactwy,

MPUCYTCTBYIOLIEN B aMUHOKHCIOTHOHN MOCje0BaTeNbHOCTH, npeacTasieHHoi B SEQ ID NO: 2.
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40. AHTU-NY-ESO-1 TCR no nin. 38 unu 39, koTtopslii csizbiBaercs ¢ snutonom NY-ESO-1,

COCTOSALIUM W3 aMUHOKHCJIOTHOH MOCenoBaTeabHOCTH, npeacTasieHHon B SEQ ID NO: 13.

41. AnTH-NY-ESO-1 TCR no nm. 39 unu 40, B KOTOpOM 31HTON OOBEINHEH B KOMILIEKC C

mosiexynoit HLA knacca L.

42. AuTH-NY-ESO-1 TCR 1o 1. 41, B kotopom monekysia HLA knacca [ mpencrasisier co0oit

annens HLA-A, HLA-B, HLA-C, HLA-E, HLA-F unun HLA-G.

43. AHTU-NY-ESO-1 TCR mno mn. 41 wmm 42, B koropom wmonekyna HLA kmacca [

npencrassier codoit amens HLA-B*07.

44. AnTu-NY-ESO-1 TCR no mobomy u3 nm. 41-43, npuuem monekyna HLA kmacca 1
BbIOpana u3 auenss HLA-B*07:02, annenst HLA-B*07:03, amnenss HLA-B*07:04, annens HLA-
B*07:05 u annenss HLA-B*07:06.

45. Antu-NY-ESO-1 TCR mno nrobomy u3 nm. 41-44, B koropom monekyna HLA knacca |

npexacrasisier coboi amtens HLA-B*07:02.

46.  Antu-NY-ESO-1 TCR no mobomy u3 mm. 38-45, npuuem anbda-nens antu-NY-ESO-1
TCR conepkut BapuabenbHblil foMeH, copepxkamuii CDR1 anbda-uenn, CDR2 anbha-uenu u

CDR3 anbda-uenu; u

npudem Oeta-tienb aHTU-NY-ESO-1 TCR conep:kut BapuabeNbHbII JOMEH, COAep KAl

CDRI1 6era-uernu, CDR2 6era-tienn u CDR3 Gera-nieny;

npuieM CDR3  anpda-uenun  aHTu-NY-ESO-1  comepxuT  aMHUHOKHCJIOTHYIO

NOCJIe10BATENbHOCTD, npeacTasieHHyo B SEQ ID NO: 7.

47. AnTH-NY-ESO-1 TCR mo n. 46, nmpuuem CDR3 Gera-nemn antu-NY-ESO-1 TCR

COZIEP>KUT aMHUHOKHCIIOTHYIO TIOCJIeI0BaTENbHOCTD, npeactasieHHyo B SEQ ID NO: 10.

48. AnTH-NY-ESO-1 TCR no nmrobomy u3 nm. 38-45, npuuem anbda-uens antu-NY-ESO-1
TCR conepskut BapuabenbHbiil foMeH, copepxkamuii CDR1 anpda-uenn, CDR2 anbda-uenu u

CDR3 anbda-uenu; u

npudeM Oeta-tienb aHTU-NY-ESO-1 TCR conepxut BapuabeNbHbII JOMEH, COAep KaIlui

CDRI1 6era-uieriu, CDR2 6era-nienn u CDR3 Gera-1ieny;

npu sToM CDR3 OGera-uenmu antu-NY-ESO-1 TCR comepXUT aMHUHOKHCIOTHYIO
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NOCJIeA0BATENbHOCTD, NpeacTasieHHyto B SEQ ID NO: 10.

49. Antu-NY-ESO-1 TCR mo mn. 48, mpuuem CDR3 ampdpa-unenn antu-NY-ESO-1 TCR

COZIEP’KUT aMUHOKUCIIOTHYIO MOCJIENOBATENbHOCTD, MpeactasieHHyo B SEQ ID NO: 7.

50. AnTu-NY-ESO-1 TCR mo mn. 49, mpuuem CDRI1 anpdpa-uenun antu-NY-ESO-1 TCR

COZIEP’KUT AMUHOKUCIIOTHYIO MOCJIEN0BATENbHOCTD, MpeacTasieHHyo B SEQ ID NO: 5.

51. AnTu-NY-ESO-1 TCR no mo6omy u3 mm. 46-50, B koropom CDR1 Gera-nierin antu-NY -
ESO-1 TCR conep>kuT aMHHOKUCIIOTHYIO IOCIE0BATENbHOCTD, NpenacTasieHHyto B SEQ ID NO:

8.

52. Antu-NY-ESO-1 TCR no mo6omy u3 nm. 46-51, B koropom CDR2 anbda-uenu antu-NY -
ESO-1 TCR conep:kuT aMMHOKHUCJIOTHYIO MOCIEA0BATENbHOCTD, pencTaBieHHyo B SEQ ID NO:

6.

53.  AetTu-NY-ESO-1 TCR no nmo6omy u3 mm. 46-52, B koropom CDR2 Gera-nierin antu-NY -
ESO-1 TCR conep>XuT aMHHOKUCIIOTHYIO TIOCIIEI0OBATEIbHOCTD, npencTasieHHyo B SEQ ID NO:
9.

54. AnTu-NY-ESO-1 TCR no nro6omy u3 mim. 46-53, B KOTOpOM BapuaOeNIbHbII JOMEH ajib(a-
e aHTU-NY-ESO-1 TCR comepskuT aMUHOKUCIOTHYIO MOCJIENOBATEIbHOCTh BapHaOeIbHOTO
JOMEHa, MPUCYTCTBYIOIIEr0 B aMUHOKHCJIOTHOM MOCEI0BATENIbHOCTH, TipencTaBieHHon B SEQ

ID NO: 1.

55. AuTu-NY-ESO-1 TCR 1o nro6omy u3 1. 46-54, B KOTOpOM BapuadeNbHbIi ToMeH OeTa-
e aHTU-NY-ESO-1 TCR comepkUT aMUHOKUCIOTHYIO MOCJIENOBATEIbHOCTh BaApHaOebHOTO
JOMEHa, MPUCYTCTBYIOIIEr0 B aMUHOKHCJIOTHOM MOCEN0BATENIbHOCTH, TipencTaBieHHon B SEQ

ID NO: 2.

56. AuTH-NY-ESO-1 TCR 1o mo6omy u3 mim. 38-55, B KOTOPOM KOHCTaHTHAsi 00J1acTh ajibda-
LEeNMU COAEP’KUT aMHUHOKHUCJIOTHYIO TOCIEA0BATEIbHOCTh, UMEIOIIYIO 110 MEHBINEH Mepe OKOJIO
85%, mo menbIelt Mepe okoo 90%, 1o mMeHblIel Mepe OKoJIo 95%, Mo MeHbIIel Mepe OKOJIO
96%, o MeHbIIeH Mepe OKOJIO 97%, o MeHbIIeH Mepe OKOJI0 98% MM O MEHbLIEH MEPE OKOJIO
99% MAEHTUYHOCTH MOCEN0BATEIbHOCTH AMUHOKHUCIIOTHOH MOC/IEIOBATEIbHOCTH KOHCTAHTHOMN
o0JacTH, MPUCYTCTBYIOIIEH B aMHHOKHUCIIOTHOH MOCJIEIOBATEIbHOCTH, MpeacTaBieHHOH B SEQ

ID NO: 1.

57.  Autu-NY-ESO-1 TCR no mo6omy u3 mm. 38-56, B KOTOpOM KOHCTaHTHast 00JiacTeh Oera-
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LENMU COAEP’KUT aMHUHOKHUCJIOTHYIO MOCIEA0BATEIbHOCTh, UMEIOIIYIO 110 MEHbINEH Mepe OKOJIO
85%, mo menbIeit Mepe okoso 90%, 1o mMeHblIel Mepe OKoJIo 95%, Mo MeHbIIeH Mepe OKOJIO
96%, o MeHbILeH Mepe OKOoJI0 97%, o MeHbIIeH Mepe OKOJI0 98% Wi O MEHbLIEH MEPE OKOJIO
99% WOEHTUYHOCTH C AaMUHOKHCJIOTHOM IIOCJIENOBATEIbHOCTBIO KOHCTAHTHOM 00JacTH,

NPUCYTCTBYIOLIEN B aMUHOKHMCIOTHOMN MOCJe0BaTeNbHOCTH, peacTasieHHoi B SEQ ID NO: 2.

58. AuTu-NY-ESO-1 TCR 1o nro6omy u3 . 38-57, B kotopom anbga-tens antiu-NY-ESO-

1 TCR conepkuT aMMHOKHUCIOTHYIO TIOCJIEI0BATENbHOCTD, peacTasieHHyo B SEQ ID NO: 1.

59. AnTu-NY-ESO-1 TCR mno nmo6omy u3 nm. 38-58, B koropom Oera-1iens anTu-NY-ESO-1

TCR copep:kUT aMHHOKHUCJIOTHYIO [TOCJIEA0BAaTEIbHOCTD, IpeacTasieHHyo B SEQ ID NO: 2.

60. bucnemuduueckuit TCR, coneprammuii nepBblii aHTUTEHCBA3BIBAIOIINN TOMEH U BTOPOIl
AQHTUT€HCBSA3BIBAIOLINI TOMEH, IPUYEM MEPBbI aHTUT€HCBs3bIBAOIIMI AfOoMeH comepxkutr TCR
WIN €r0 aHTUT€HCBA3BIBAIOINYIO YacTh 110 1. 37 i TCR, nian ero aHTUreHCBSI3bIBAIOIIYIO YaCTh

1o jirodomy u3 m. 38-59.

61. bucneunduuecknii TCR mo m. 60, B KOTOPOM INeEpBbIi aHTUI'€HCBSI3bIBAIOIINN TOMEH

COZIePIKUT OJHOLIETIOUEeUHbIH BapradeabHbIi GpparMeHT («scFvy).

62. bucnenuduueckuit TCR nmo nm. 60 win 61, B KOTOPOM BTOPOW aHTHUIE€HCBSI3bIBAO LM

JIOMeH Criel(UUeCcK CBSI3bIBAETCS ¢ OEJIKOM, SKCIPECCUPOBAHHBIM Ha MOBEPXHOCTH T-KIETKH.

63.  bucneuudpuueckuii TCR mno mobomy wu3 mnm 60-62, B KOTOPOM BTOPOH

AHTUTCHCBS3BIBAIOIINN JOMeH cnierrduyecku cBs3biBaercs ¢ CD3.

64.  bucneuuduueckuii TCR mno mobomy wu3 mnm 60-63, B KOTOPOM BTOPOH

AHTUTCHCBA3BIBAIOIINI JOMEH COAEPKUT SCFv.

65.  bucneunduuecknii TCR mno mobomy wu3 mnm 60-64, B KOTOPOM TEPBBIH
AHTUTCHCBS3BIBAIOIINN JIOMEH M BTOPOW aHTUIEHCBS3bIBAIOIIUN JOMEH CBSI3aHbI WU

ACCOLMHPOBAHbI KOBAJIEHTHOM CBSI3BIO.

66.  bucneunduuecknii TCR mno mobomy wu3 mnm 60-65, B KOTOPOM TEPBBIH
AHTUTCHCBSA3BIBAIOIIMI JOMEH M BTOPOMl AHTUIEHCBSI3BIBAKOIIMI JOMEH CBS3aHbl MENTUIHON

CBA3BIO.

67. Kietka, conepskamas MOJIEKYJTy HyKJIEMHOBOH KHCJIOTHI 1O JIFoOoMy u3 mi. 1-31, BekTop

no srobomy u3 . 32-36, TCR no n. 37, pexomOunanTHeld TCR no mo6omy u3 mm. 38-59 wm
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oucneruduueckuit TCR no mobomy u3 mm. 60-66.
68. Knerka o . 67, koTopast TONMOJHUTENBHO 3Kcrpeccupyer CD3.

69. Knerka mo mm. 67 umm 68, xoropas BeIOpaHa W3 Tpymnmbl, cocrosimeil n3 T-kierky,
ecrectBeHHOH KmutepHoi (NK) kierku, ecrecrBernoit kmyuteproit T-knerku (NKT) wnu knerku

ILC.

70. Crioco0® nedeHust paka y Hy’KAAKOLIErocs B 3TOM CyOBeKTa, BKIOYAIOLINI BBEICHNE

CYOBEKTY KJIETKH 10 JIFoOoMy u3 . 67—69.

71. Crnoco6 mo n. 70, B KOTOPOM pak BbIOpaH W3 TPYMIIbL, COCTOSINEH W3 MEJIAHOMBI, paka
KOCTEH, paka MOKENyJOYHOH »keJe3bl, paka KOXH, paka rOJIOBbI WJIM IIEH, paka MaTKH, paka
SIMYHUKOB, PaKa MPsIMON KUIIKH, PaKa aHAJIBbHOM 001aCTH, paKa XKeJyAKa, paka su4eK, paka MaTKH,
KapUUHOMBI (payutonueBbx TPyO, KapLUUHOMBI SHAOMETPHS, KAapILHMHOMBI INEHKH MAaTKH,
KapLHOMBI BJIATAJININA, KAPIIMHOMA BYJIBBBL, JJUM(POMBI XOKKUHA, HEXOMKKUHCKOM TMM(pOMBI
(HXJI), nepsuunoO#t MenuacTuHanbHOW B-kpynmHoknerounoit mumdomsl (IIMBKII), nuddysnoit
B-kpynHoknerounoit  gumdombr  (JIBKKII), ¢domnukynsapHori  numdombr  (DJI),
TpaHCHOPMUPOBAHHOHN (POJUTUKYIAPHON JTUM(POMBI, TUM(POMBI MAPTUHAIBHOW 30HBI CEJIE3eHKU
(JIM3C), paka nuineBoaa, paka TOHKON KUIIKH, paka SHIOKPUHHOM CUCTEMBI, paka IIUTOBHIHOM
JKeJIe3bl, paKa MapaliuTOBUIHON JKee3bl, paka HaAIMOYSYHHKOB, CAPKOMBI MSITKHX TKaHEH, paka
ypeTphl, paka IMOJIOBOIO YIEHA, XPOHHYECKOrO WJIM OCTPOro JIEHKO3a, OCTPOrO MHUEIOHIHOTO
JeHKo3a, XPOHUYECKOr0 MHENIOMIHOrO Jieiiko3a, octporo jumdobnactaoro nerikosa (OJIJ)
(Bximouast He T-knerounsrit OJIJI), xpoHuueckoro mumdouuTapHoro neikosa (XJIJI), comumHbIx
OMyXOJIeH TETCKOro BO3pacTa, JTUM(POLHUTAPHOHN JTUM(POMBI, paKka MOYEBOTO My3bIPsi, paka MOYKH
WIK MOYETOYHHUKA, KapLMHOMA MMOYEYHOH JIOXaHKHU, HOBOOOPA30BaHUS LIEHTPAJIBbHOW HEPBHOMH
cucrembl (LJHC), mepsuunoii numdombl [[HC, omyxoneBoro aHruoreHesa, OMyXOJUd OCH
MO3BOHOYHHKA, TJIMOMBI CTBOJIA TOJIOBHOIO MO3ra, aJeHOMbI runodmsa, capkomel Kamory,
SMUEPMOUIHOTO paka, IUIOCKOKJIETOYHOTO paka, T-KJIeTodyHoil saumMQOMBI, BHUIBI pPaKa,
UHIYLHUPOBAaHHBIE OKPYIKAIOLIEH CPeNoil, BKIIFOYas pak, MHAYLHUPOBAHHBIN acOecToM, npyrue B-

KJIETOYHBIC 3JIOKQUECTBCHHDBIC OIYXOJIU, a TAKXKE KOM6I/IHaI_II/II/I YKa3aHHbIX BUOOB pakKa.

72. Crmoco®6 mo mm. 70 wmmm 71, B KOTOPOM pak SBISIETCS PELHUAMBHPYIOLIUM MU
pedpakTepHbIM.
73.  Cnocod mno mobomy wu3 mm. 70-72, B KOTOPOM paKk SIBISETCS JIOKAJIBHO-

pacnpoOCTPaHEHHbBIM.
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74.  Cnoco0 no mobomy u3 rm. 70—73, B KOTOPOM pax sIBJISIETCS] PACTIPOCTPAHEHHBIM.

75.  Cnoco0 no mobomy u3 rm. 70—74, B KOTOPOM pax sIBJISIETCS] METACTATUIECKHM.

76.  Cnoco0 no mobomy u3 rm. 70-75, B KOTOPOM KJIETKH MOJYYaK0T OT CYOBbEKTa.

77. Crioco0 no modomy u3 m. 70-76, B KOTOPOM KJIIETKH MOJIYYAKOT OT JOHOPA, OTIUYHOTO OT
CyOBeKTa.

78. Crioco0 o mobomy u3 nn. 70-77, B KOTOPOM CYOBEKT IMOABEPTAETCs MPENBAPUTEIHLHOMY

KOHANIUOHUPOBAHHIO NEPEA BBEACHHUEM KIIETOK.

79.  Cnoco0 mo mobomy u3 nm. 68-78, B KOTOPOM IpeIBApUTENBbHOE KOHIUIIMOHUPOBAHNE
BKJIIOYAET BBEACHUE CYOBEKTY XHMUOTEPAIMHY, IUTOKHHA, OeJKa, MaJIoi MOJIEKYJIbl WM JIFOOOH

UX KOMOUHALINY.

80. Cnoco6 o nm. 78 mnu 79, B KOTOPOM IpeiBapUTENbHOE KOHANLMOHUPOBAHHUE BKIIOYAET

BBEJIeHUE CYOBEKTY UHTEPJIeHKHHA.

81. Cnoco6 no mobomy u3 nmn. 78-80, B KOTOPOM NpeABAPUTENbHOE KOHAWLMOHHPOBAHHUE

BKirouaer Beenenne 1L-2, | IL-4, IL-7, IL-9, IL-15, IL-21 wiu 1r000# uX KOMOWHALIMH.

82.  Cnocob mo mobomy u3 nm. 78-81, B KOTOPOM MpeABAPUTEbHOE KOHAMLMOHUPOBAHUE
BKJIFOYAET BBEIEHHE MPEKOHINLIMOHUPYIOIIEro CPEACTBA, BBIOPAHHOTO U3 TPYIIIbI, COCTOSIIEN U3
kinodochamuna, puynapaduna, suramuaa C, unruoutopa AKT, ATRA, panamuuuHa wiu

JIF000H UX KOMOUHALIUU.

83.  Cnocob mo mobomy u3 nm. 78—82, B KOTOPOM MpEABAPUTENIbHOS KOHANLMOHUPOBAHUE

BKJIFOUAeT BBeneHue ukiodochamuna, Gaynapadbuna wim 000UX mpemnapaTos.

84. Croco®  KOHCTPYHpPOBAHHS  AHTHICH-HALCTUBAIOINEH  KJIETKHM,  BKJIFOYAFOIIHN
TPAHCAYKLHUIO KIETKH, COOpaHHOH y CyOBeKTa, HyXAaromerocs B T-KJIETOYHOW Teparuu,
MOJIEKYJIOH HYyKJIEMHOBOH KUCIOTHI IO JIE0OOoMy U3 mit. 1-31 miam BeKTopoM 1o rodomy U3 mi. 32-

36.

85. Crmoco6 mo m 84, B KOTOPOM aHTUICH-HAIEIHMBAIOIAS KJIETKA JOTOJHHUTEEHO
skcrpeccupyet CD3.
86. Croco6 mo mm. 84 wim 85, B KOTOpPOM KJeTKa mpeacraBisier cobor T-kimerky wimu

ecrecTBeHHYIO KmiepHyto (NK) kierky.
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87. Monexyna HLA knacca | oObpenuHeHa B KOMIUIEKC € ENTHAOM, ipudeM Mosiekysna HLA
knacca | comepxutr nomen al, momeH 02, noMeH 03 W AOMEH [2m, a MeNnTHUI COCTOUT W3

AMUHOKHCIIOTHOM MOCJIeN0BaTeNbHOCTH, npenactasnedHoi B SEQ ID NO: 14.

88.  Monekyna HLA knacca I mo . 87, mpuuem monekyna npencrasisier coooit HLA-A, HLA-

B, HLA-C, HLA-E, HLA-F wm HLA-G.

89. Monexyna HLA xnacca I mo nm. 87 wnu 88, mpudem monekyna npencrasinset coooit HLA-
B.

90.  Mounekyna HLA xnacca I mo mobomy u3 nin. 87-89, npencrasisitomast coboit aymtens HLA-
B*07.

91.  Monexyna HLA xnacca I mo mobGomy u3 mmn. 87-90, mpuuem monekyna HLA kiacca 1

BeIOpaHa u3 amens HLA-B*07:02, annens HLA-B*07:03, annens HLA-B*07:04, annens HLA-
B*07:05 u amnenst HLA-B*07:06.

92. Monekyna HLA knacca I mo mobomy u3 nm. 87-91, npuuem monekyiaa HLA knacca I

npencrasisier codoit annens HLA-B*07:02.

93. Monekyna HLA knacca I mo mobomy u3 nm. 87-92, npuuem monekyiaa HLA knmacca I

npencTassier codoit amutens HLA-B*07:03.

94.  Monekyna HLA xnacca I o nmrobomy u3 . 87-93, mpencrapisitomasi COO0H MOHOMeED.
95.  Monekyna HLA xnacca I mo nrobomy u3 mm. 87-93, mpencrapisiromasi COO0M qumep.

96.  Monekyna HLA xnacca I mo nmrobomy u3 . 87-93, mpencrapisiromasi COO0M Tpumep.

97.  Monekyna HLA xnacca [ mo nrobomy u3 . 87-93, mpencrapisiromasi CoOO0# TeTpamep.
98.  Monekyna HLA xnacca I mo mrobomy u3 . 87-93, mpeacrapiisiroinasi COO0# meHTamep.
99. AwnTurennpesentupyromas kierka (APC), Bximrowaromast mosiekyny HLA kmacca I mo

nrobomMy u3 mim. 87-98.

100. APC mo m. 99, B koropoii monekyna HLA kmacca I skcnpeccupyercss Ha TOBEPXHOCTH
APC.

101. Cnoco6 oOoramieHusi LEIeBOW MNOMyJSMUH T-KJIETOK, MOJYYeHHBIX OT YeJIOBEKa,

BKJTIOUAIOIINI nipuBeneHne T-KJIeTok B KOHTAKT ¢ Mosekysoit HLA kmacca I mo mobomy u3 mm.
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87-98 wmu APC mo mm. 99 wumu 100, mpudeM mociie MPUBEAEHUS B KOHTAKT OOOTaleHHAS
nonyysiuus  T-KJIETOK ConmepskuT OoJiblliee KONMHYECTBO T-KJIETOK, CHOCOOHBIX CBSI3BIBATH
mosiekysry HLA kxmacca I, mo cpaBHEHHIO ¢ KONMMYECTBOM T-KJIETOK, CIIOCOOHBIX CBSI3BIBATH

monekyny HLA knacca I mo npuBeaeHus: B KOHTAKT.

102.  Cnoco0® oboramieHuss neiaeBodl NOMyasuu T-KJIETOK, IOJNYyYeHHBIX OT CyOBeKTa-
4enoBeKa, BKIKOYAIOINN NTpUBeAeHNEe T-KIETOK /77 VifFO B KOHTAKT C NENTUIOM, IPUYEM MENTU
COCTOUT U3 aMUHOKHUCJIOTHOM MocjenosarenbHocTy, npeacrasieHHoi B SEQ ID NO: 13, npuuem
NnocJji€ TMpPUBCACHUSA B KOHTAKT o6orameHHa;{ MomyJasAauus T-xnerok COACPIKUT 60.]'[13].[[66
KOM4YeCTBO T-KJIETOK, CIOCOOHBIX HAIeIMBAThCS HA OIYXOJIEBYIO KJIETKY, IO CPAaBHEHUIO C
KOJNIN4YEeCTBOM T-KJIETOK, CITOCOOHBIX HALIENIMBATBCS HAa OMYXOJIEBYIO KIIETKY 0 NMPUBEIECHHS B

KOHTAaKT.

103.  Cnoco6 mo nn. 101 umm 102, B koTopoMm T-KJI€TKH, MOJMyYEeHHbIE OT CyObhEKTa-4eIOBEKa,

SBJBSIIOTCS] HHQMIIBTPUPYOMUMHU onyxoub tumporuramu (TIL).

104.  Croco0 nedeHus: ONyxoJH Y HYKIAIOIIErocst B 3TOM CYOBEKTa, BKIFOUAIOINNIT BBEICHHE

cyObekTy oborammenHbix T-kiaerok no mm. 101 wim 102.

105.  Cnocob ycuneHus: OnocpeaoBaHHOTO LUTOTOKCHYECKUMH T-KJI€TKaMU HalleTUBaHHS Ha
PaKOBBIE KJIETKH Y CYOBEKTa, CTPAAAIOIIEr0 PAKOM, BKIIOYAKOIIUN BBEACHUE CYObEKTY MENTH/A,

UMEIOIIEer0 aMUHOKHUCIIOTHYIO TTOCJIEIOBATEIbHOCTD, nipenctasieHnyo B SEQ ID NO: 13.

106. IlporuBopakoBas BakIMHa, COAep)Kallas NEeNTUA, HUMEKIUNA aMUHOKHCIOTHYIO

MOCTIeI0BATENbHOCTD, NpeacTasieHHyo B SEQ ID NO: 13.

107. Cnoco6 otbopa T-kjIeTOK, CIOCOOHBIX HAIEIUBATBCS HA OMyXOJEBYK KIETKY,
BKJIFOYAIOIINH MPUBENCHUE MOMYJISILIUN BBIIEIEHHBIX T-KJIETOK i#1 Vifro B KOHTAKT C MIEMTHIOM,
MPUYEM MENTHA COCTOUT U3 AMHUHOKHCJIOTHOM MOCIEA0BAaTENIbHOCTH, nipeacTasieHHoin B SEQ ID

NO: 11.

108. Cnoco6 mo n. 107, B koropom T-kjeTka mpencraBisieT COOOH WHOUIBTPUPYIOLINE

onyxoib umpounts (TIL).
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