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HYKJIEMHOBOW KHCIIOTHI IOTIOHUTEIBHO COAEPIKaT BTOPYIO HYKJICOTH/IHYIO ITIOCIIEI0BATEIbHOCTD, IPUIEM
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T-KJIETOYHBIE PEHNEIITOPBI U CITIOCOBBI UX IPUMEHEHUA
ITEPEKPECTHA CCBIJIKA HA POACTBEHHBIE 3AABKHU

[0001] B nannoii 3asske PCT ucnpamusaercss IpUOPUTET IO MPeIBAPUTENbHON 3asBKU
CIITA Ne 62/880 504, moganno# 30 utonst 2019 1., KOTOpasi MOJHOCTBIO BKJIIOUEHA B JaHHBIN

AOKYMEHT ITOCPEACTBOM CCBUIKHU.

CCBUIKA HA TIIEPEYEHb IIOCJIEJIOBATEJIbHOCTH, TIIPEJCTABJIEHHBIM B
OJIEKTPOHHOM BHU/IE YUEPE3 EFS-WEB

[0002] Conepxxumoe IIPEACTABJICHHOTO B 3JIEKTPOHHOM BUJIE NepevHs
nocnenoarenpvHocTerd (umst: 4285-013PCO1_SL ST25.txt, pasmep: 22576 Oaiita, u nparta

coznanust: 28 uronst 2020 r.) MOJTHOCTBIO BKJIFOUEHO B IaHHBIA JOKYMEHT IMOCPEACTBOM CChUIKH.

OBJIACTb TEXHHKH U30BPETEHUA

[0003] B naHHOM packpbITHH IPEeICTaBICHBI peKOMOMHAHTHBIE T-KJI€TOYHbIE PELenTOPbI
(«TCR»), koTopsie crienupuiecku CBsi3bIBatoT yenosedeckuii G1/S-cnenmpuyeckuii mukiana-D 1

(CCND1), 1 ux npuMeHeHuUsl.

YPOBEHb TEXHHKH

[0004] UmmyHOTepanusi craja KPUTHYECKH BaKHBIM MHCTPYMEHTOM B Oopnbe ¢
pa3IUYHbIMU 3a00JI€BAHUSMHE, BKJIIOYAs pak. T-KJI€TOYHAs Tepamnusi 3aHUMAET BEeylIee MECTO B
Pa3BUTHH UMMYHOTEpAIUH, a aAONTHBHBIN MEPEHOC MPOTUBOOMYXOJIEBbIX T-KJIETOK, KaK ObLIO
MOKA3aHO, BbI3bIBAECT KJIMHUYECKHE OTBETHI y MALIUEHTOB C pakOM. XOTs MHOrue T-KJIeTOYHbIE
TEparuy HAleJeHbl HA MYTHPOBABIIHME OMYXOJEBbIE AHTHIEHBI, MOMABIISIONIEEe OONBLUIMHCTBO
HEOAHTUT'€HOB HE SIBJISTFOTCS OOLIMMHU M YHUKAJIBHBI IS KQKJOTO MAIIHEHTA.

[0005] [loreHnmanbHble HEMYTHPOBABLUIME AHTUIE€Hbl MPEBOCXOASIT MYTHUPOBABIIHE
AHTUTEHbl HA HECKOJBKO MOPSAKOB. PackpbiThe 3muTonoB T-KIETOK, MONYyYEHHBIX U3 OOLIHX
AHTUTEHOB, MOXET CIOCOOCTBOBATh AKTHUBHOW pa3paboTke 3P GeKTUBHBIX U O€30MacHbIX
aIONTHUBHBIX T-KJIETOYHBIX Tepamnuii, KOTOpble OyIyT JIETKO IOCTYMHBI AJsi OOJNbIIEH KOTOPTHI
MalueHToB ¢ pakoM. OJHAKO OrpOMHOE KOJMYECTBO HEMYTHPOBAHHBIX AHTHUIE€HOB U BBICOKUI
nomumopdusM renoB HLA mornim mpensTcTBOBaTh BCECTOPOHHEMY aHAIM3Y CIEHU(PUUIHOCTH

MPOTHUBOOITYXOJICBbIX T-KIeTOYHBIX OTBETOB Ha HEMYTHUPOBAHHBIC AHTHUT'CHBI.



CYIIHOCTDb U30BPETEHUA

[0006] OnpeneneHHble aCMEKTbl JAHHOTO PACKPBITHUS OTHOCATCS K  MOJIEKYJie
HYKJIGMHOBOWM KHCJIOTBI, conepskameil (1) MepByH HYKJIEOTUIHYIO IOCJIeIOBATEIbHOCTD,
KOZIUPYIOIIYIO pekoMOMHaHTHBIN T-knetounsiii penentop (TCR) nmm ero aHTUreHCBA3BIBAOIIY O
4acTh, Koropas creuuduyecku cBs3biBaeT yenoBedeckuii G1/S-cneumdpuyeckuit mukimmH-D1
(CCND1) («antu-CCND1 TCRy); u (i1) BTOpPYIO HYKJICOTHIHYIO MOCIEIOBATENIbHOCTD, IPUYEM
BTOpasl HYKJEOTHAHAs TMOCJE€NIOBATEbHOCTh WJIM TOJUIENTH, KOAUPYEMbIH BTOpPOMH
HYKJICOTHTHOHM TOCJIE€AOBATENIbHOCTBIO, HHruOupyer skcnpeccuto sHporeHHoro TCR, mpudem
antTu-CCND1 TCR xonkypupyer 3a cBsasbiBanue ¢ dyenoBedeckum CCNDI ¢ stanonnsim TCR,
KOTOPBII COnepsKUT anbda-1erns 1 OeTa-1enb, U Mpu4eM ajb(a-Lenb COAepKUT AMUHOKHUCIIOTHYIO
NoC/IeI0BaTeNbHOCTh, mpenctasieHHyro B SEQ ID NO: 1, a Oera-uenb COOEpKHUT
AMHHOKHCIIOTHYIO TIOCIIEIOBATEIBHOCTD, npeactasieHHyo B SEQ ID NO: 2.

[0007] OnpeneneHHble acHeKTbl JaHHOTO PACKPBITHS OTHOCATCS K  MOJIEKYJIe
HYKJIEMHOBOW KHCJIOTBL, conepxkameld (1) NepByl0 HYKICOTHIHYIO MOCIEA0BATEIbHOCTD,
KOAUpYHOYyo pekoMOnHaHTHbIH T-kieTounsiii penentop (TCR) ninm ero aHTUreHCBSI3BIBAIOIY O
4acTh, KoTtopas cnenuduiyecku ceszbiBaet uesnoBeueckuii CCND1 («autu-CCND1 TCR»); u (ii)
BTOPYIO HYKJICOTHIHYIO MOCJIEI0BATEIbHOCTD, npuyemM BTOpast HYKJIEOTHIHAs
MOCJIEA0BATEIBbHOCTD WU MIOJIUTIENITUL, KOJUPYEMBbII BTOPOU HYKJIEOTHIHON
MOCJIeI0BATENBHOCTBIO, UHTHOUpPYeT skcnpeccuto sunorenHoro TCR, npudem antu-CCND1 TCR
CBSI3BIBAET TOT JK€ SMUTON WM MepekphiBaromuiics snuron uenosedeckoro CCNDI, yto u
stanonsblii TCR, KOTOpBIH conepkuT anbda-uens u Oera-Lenb, TpuyeM ajibha-Lenb CONepKUT
AMUHOKHCIIOTHYIO TIOCJIeIOBaTEIbHOCTh, mpencrasieHHyro B SEQ ID NO: 1, a Oera-uenb
COZIEPKUT AMUHOKHCIIOTHYIO MOCTIeI0BaTENbHOCTD, npeacTasieHHyo B SEQ ID NO: 2.

[0008] B nexoropeix acnektax aHTU-CCNDI1 TCR cBszbiBaercst ¢ snuroriom CCNDI,
COCTOAIIIMM U3 aMHUHOKHCJIOTHOU TOcienoBarenbHocTH, npeacrasiedHoi 8 SEQ ID NO: 13. B
HEKOTOPBIX acmeKkTax >muTomn odpasyer komruieke ¢ monekyiod HLA kmacca II. B HekoTophix
acnektax mojekysa HLA knacca Il npencrasnsiet codoit amnens HLA-DP, HLA-DQ wniu HLA-
DR wmnn nx komOuHammoo. B HekoTopeix acriekrax monekyia HLA kmacca Il mpencrasnser coboi
annens HLA-DP. B Hekoropsix acnekrax monekyna HLA knacca I npeacrasnsier co0oit amiens
HLA-DP4.

[0009] B nekoropex acnektax antu-CCND1 TCR conmep:xut anbda-1ens u Oera-1ernb,
npu4eM anbda-1enb COAepKUT BapradenbHyo obnacte, conepskamyo CDR1 ansda-nenn, CDR2

anbda-uenu u CDR3 anbda-uenu; a Geta-uens conep:kuT BapuadbesibHyr0 00J1aCThb, COAEPIKAIIYIO
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CDRI1 6era-ierin, CDR2 6era-uenu u CDR3 Gera-uenu; npuaem CDR3 anbda-uenu cogepxur
AMUHOKHCJIOTHYIO TIOCIIEA0BATENBbHOCTD, NpeacTaBieHHyo B SEQ ID NO: 7.

[0010] B mexoropeix acmekrax CDR3 OGera-nemn antu-CCND1 TCR comepskut
AMUHOKHCJIOTHYIO TIOCIIEA0BATENBHOCTD, NpeacTaBieHHyo B SEQ ID NO: 10.

[0011] B nekoropex acnektax antu-CCND1 TCR conmep:xut anbda-1ens u Oera-1enb,
npudeM anbda-uernb CoaepKUT BapradenbHyro obnacte, conepskamryo CDR1 ansda-unenn, CDR2
anbda-uenu u CDR3 anbda-uenu; a Gera-uens conep:kuT BapuadbesibHyr0 00J1aCThb, COAESPIKAIIYIO
CDR1 6era-enin, CDR2 Gera-uenu u CDR3 6era-nenu; mpuuem CDR3 6era-tienu antu-CCND 1
TCR copep:kUT aMHHOKHUCIIOTHYIO [TOCJIE€A0BATENbHOCTD, IpenacTasieHHyo B SEQ ID NO: 10.
[0012] B mexoropeix acmekrax CDR3 ampda-uenun antu-CCND1 TCR copepxur
AMHHOKHCJIOTHYK) TOCIE€A0BATENbHOCTD, mpeacTasieHHy0 B SEQ ID NO: 7. B HexoTOpBIX
acnektax ~CDR1  ampda-uemu  antu-CCND1  TCR  comepkuT  aMHHOKHUCIOTHYIO
nocienoBaTenbHoCTh, npenctasieHHyo B SEQ ID NO: 5. B Hekoropsix acnekrax CDR1 Gera-
uernu aHTU-CCND1 TCR conep:kut aMHHOKHCJIOTHYIO MTOCNIEA0BATEIbHOCTD, IIPEICTABICHHYIO B
SEQ ID NO: 8. B nekoropbix acnekrax CDR2 anpda-nenun antu-CCND1 TCR conepxur
AMMHOKHUCIIOTHYIO TOCIEN0BaTeNbHOCTh, npeacrasieHHyio B SEQ ID NO: 6. B HekoTopbIx
aciektax ~ CDR2  Gera-nenu  antu-CCND1  TCR  comepXUT  aMUHOKHUCJIOTHYIO
MOCJIeI0BATENbHOCTD, npeacTasieHHyo B SEQ ID NO: 9.

[0013] B HekoTopbIx acmekTax BapuadesnbHbIN aomeH anbpa-uenu antu-CCND1 TCR
COAEP KUT AMUHOKHUCIIOTHYIO TIOCJIEIOBATENbHOCTD BApHAOEIbHOTO JOMEHA, TPUCYTCTBYIOIETO B
AMHHOKHUCIIOTHON MocienoBaTeabHocTH, mpenctasieHHoil B SEQ ID NO: 1. B HekoTopbIix
acriektax BapuabenbHbIi noMeH Oera-tienn aHTU-CCND1 TCR conmep:kuT aMUHOKHCIOTHYEO
NOCJIEIOBATENIbHOCTh ~ BAPHAOEIbHOTO  JIOMEHa, NPHUCYTCTBYIOLIETO B  AMHHOKHCJIOTHOH
nocienoBaTenbHOCTH, ipeacTasieHHon B SEQ ID NO: 2.

[0014] B wHexoropeix acmekrtax anmbga-uens aHTH-CCND1 TCR  pomomHUTETBHO
COMEP KUT KOHCTAHTHYIO O0JIACTh, MPHYEM KOHCTAHTHAsi OOJIaCTh OTJIMYAETCS OT 3HIOT€HHOH
KOHCTaHTHOH oOnactu anb(a-tienmu. B Hekoropbix acmekrtax anbda-tens antu-CCND1 TCR
JOTOJHATEIBHO COIAEPKUT KOHCTAHTHYIO OOJIACTh, NMPUYEM KOHCTaHTHas 0o0jacTh Oera-nemnu
COZIEPKUT aMUHOKHCJIOTHYIO MTOCNIE0BATEIbHOCTD, UMEIOIIYIO 110 MEHbLIel Mepe okoo 85%, no
MeHblIel Mepe okojio 90%, mo MeHbine Mepe okoio 95%, o meHblIel Mepe okojo 96%, mo
MeHblIel Mepe okoJio 97%, 1o MeHblieill Mepe okoio 98% wiu no MeHblIel Mepe okoso 99%
UJIGHTUYHOCTH  TOCJIEIOBATEIbHOCTH  KOHCTAHTHOHW  OOJNAcTH,  NPHUCYTCTBYIOIIEH B
aMUHOKHUCIIOTHON MocneaoBaTenabHocTH, mnpenctasieHHoil B SEQ ID NO: 1. B HexoTophix
acTieKTaX KOHCTAHTHAs 00JIacTh aib(a-uenu COAePKUT aMUHOKHUCIIOTHYIO MOCIIEIOBATENbHOCTD,

HMMEIOLIYIO 110 MEHbIIEeH Mepe 1, Mo MeHbIIel Mepe 2, o MeHblIel Mepe 3, 0 MeHbLIel Mepe 4
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WIN TI0 MEHbLIEH Mepe 5 aMHHOKHCIOTHBIX 3aMEH OTHOCHUTENBHO KOHCTAaHTHOH o0sacTw,
NPUCYTCTBYIOLIEN B aMUHOKHCIOTHOHN MOCje0BaTeNbHOCTH, peacTasieHHoi B SEQ ID NO: 1.
[0015] B nHexoropeix acniekrax Oera-nens aHTu-CCND1 TCR monosHUTENBHO COMEpKUT
KOHCTaHTHYIO 00J1aCTh, MPUYEM KOHCTaHTHAs O0JIaCTh OTJINYAETCS OT SHJOTE€HHBIX KOHCTAHTHBIX
obnacreli Oera-uernu. B HexoTophIX BapuaHTax ocymecteieHus: Oera-uenb antu-CCND1 TCR
JOTIOJTHUTEIBHO COMEPKUT KOHCTAHTHYIO OOJIaCTh, NMPUYEM KOHCTaHTHas 0o0jacTh Oera-riemnu
COZIEPKUT aMUHOKHUCJIOTHYIO MTOCJIEA0BATEIbHOCTD, UMEIOIIYIO 110 MEHbLIIEN Mepe okoio 85%, no
MeHblIel Mepe 0koJo 90%, mo MeHbine Mepe okoso 95%, no meHbliel Mepe okojo 96%, no
MeHblIel Mepe 0KoJIo 97%, no MeHblel Mepe okoyio 98% uiau mo MeHblneld Mepe okoJjio 99%
UJIEHTUYHOCTH  IOCJIEOBATEIbHOCTH  KOHCTAHTHOH  OONacTH,  NPHUCYTCTBYIOIIEH B
aMHHOKHCJIOTHON MoOcieaoBaTenbHOCTH, mnpenctasieHHoil B SEQ ID NO: 2. B HexkoTOphIX
BAPUAHTAX OCYINECTBJICHUs] KOHCTaHTHas 00JacTh OeTa-Lenu COAEpPKUT AMHHOKHCIOTHYIO
MOCJIEIOBATENbHOCTD, COAEPIKAINYIO IO MEHbILEH Mepe 1, mo MeHblIel Mepe 2, IO MeHbLIEH Mepe
3, mo MeHblIeH Mepe 4 WM MO MEHbLIEH Mepe 5 aMMHOKHUCIOTHBIX 3aME€H OTHOCUTENIBbHO
KOHCTaHTHOM  00JNacTH, NPUCYTCTBYIOLIEH B  AaMUHOKUCJIOTHOW  IOCJIEAOBATEIbHOCTH,
npeacrasiaeHHoi B SEQ ID NO: 2.

[0016] B  Hekortopeix acnektax anbga-uenp aHtH-CCND1  TCR  comepxut
AMUHOKHCIIOTHYIO TIOCIIEA0BaTEIbHOCTD, mpeactaBieHHyr0 B SEQ ID NO: 1. B HekoTOphIx
acnektax Oera-niertb aHTH-CCND1 TCR comepskuT aMUHOKMCIOTHYIO TMOCIEIOBATEIbHOCTD,
npencrasieHHyo B SEQ ID NO: 2.

[0017] B HexkoTOpBIX acnekTax BTOpasi HyKJIEOTHIHAS TOCIE0BATEIbHOCTD ITPEACTABIISIET
coboii onny miu 6onee MuUPHK, koTopsie cHIKaroT skcnpeccuio s3unoreHHbXx TCR. B HeKoTOphIx
acriektax ogHa wim 6onee MUPHK sIBJISIFOTCS KOMITJIEeMEHTapHBIMU LIEJIEBOH MOCIEA0BATEIbHOCTH
B HYKJICOTHIHOMW MOCJIEIOBATEIPHOCTH, KOIUPYIOIEH KOHCTAaHTHYIO o0nacTh sHAoreHHbx TCR.
B Hekoropeix acmekrax omHa wimm Oonee MuPHK  comepkaT  aMUHOKHCIIOTHYIO
MOCJIEIOBATENBHOCTD, BRIOPAHHYO U3 Tpymibl, cocTosmei u3 SEQ ID NO: 53-56.

[0018] B Hekoropeix acmektax aHTH-CCND1 TCR comepKUT KOHCTaHTHYK OOJacTh
anba-11eny, KOHCTAHTHYIO 00J1acTh OeTa-1ieny Win 00e; U Mpu4YeM KOHCTaHTHas o0acTh anbda-
Lerny, KOHCTaHTHas oOyacTeh Oera-iemn wiauM  o0e  comepikaT  aMHHOKHCJIOTHYIO
MOCJIEIOBATENBHOCTD, UMEIOIIYIO IO MEHbLIEH Mepe 1, Mo MeHbIIel Mepe 2, 0 MeHbLIel Mepe 3,
O MeHbIIEH Mepe 4 WMIM MO MEHbIIEeW Mepe 5 3aMEeH B LEIeBOH IOCIEA0BATEeNbHOCTU
OTHOCHUTEJIbHO COOTBETCTBYIOIIEH aMUHOKUCIIOTHON nocneaosatenbHocTu 3Hn0orenHoro TCR.
[0019] B HekoTophIX acmekTax anbda-Ienb CONEP’KUT CHTHAJNBHBIA menTun, Oera-Lenb
COIEP KUT CUTHAJIbHBIN MENTH]I MIIH KaK alib(a-Lenb, Tak 1 OeTa-1ernb Coaep:kaT OAUH nentua. B

HEKOTOPBIX aCIICKTax CUTHAJIbHBIN nenTua COACPXKUT aMUHOKHCIIOTHYHO NOCIEA0OBATCIbHOCTD,
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BBIOPAHHYIO U3 aMHUHOKHUCIIOTHBIX ITOCIIEI0BATENbHOCTEH, peacTasieHHbx B SEQ ID NO: 20-22
U JIF0O0H X KOMOMHALINY.

[0020] OnpeneneHHble aCMEKTbl HACTOSIIIETO PACKPBITHS OTHOCSTCS K  BEKTODY,
cofiepskalleMy MOJIEKYJy HYKJIEHHOBOM KHUCJIOTBL, PAacKpbITyI0 B JAaHHOM JOKyMeHTe. B
HEKOTOPBIX aCMEKTax BEKTOP MPEACTaBIsIET COOOH BUPYCHBIH BEKTOP, BEKTOP MIIEKOIHUTAIOLITIX
win  OakrepuaibHbII BEKTOp. B HEKOTOPBIX acmekTax BEKTOp MPeAcTaBiIsieT CcoOoi
peTPOBUPYCHBII BeKTOpP. B HEKOTOPBIX acrekTax BEKTOP BBIOpaH W3 TPYMIbL, COCTOSINEH U3
aIEHOBUPYCHOTO BEKTOPA, JIEHTHBHUPYCa, BekTopa BUpyca CeHmail, OaKyJIOBUPYCHOTO BEKTOPA,
BEKTOp BUpYyca JnuiTeiiHa — bappa, manoBaBupyCHOrO BEKTOPA, BEKTOpPa BUPYCa OCIOBAKIUHEI,
BEKTOpa BUpPYyCa MPOCTOr0 repreca, rTHOpUIHOIO BEKTOPAa M BEKTOpa aJ€HOACCOLMHPOBAHHOTO
Bupyca (AAV). B HEKOTOPBIX acneKkTax BEKTOP MPEACTABISIET COOOM JIEHTUBUPYC.

[0021] OnpeneneHHble acmeKTbl HACTOSIIETO PACKPBITUA OTHOCATCS K T-kierouHomy
peuenTopy (TCR) mam ero aHTHUreHCBSI3bIBAIOIIEH YacTH, COAeprKalleil BaprHaOeNbHbI TOMEH
anbda-uenu packpeiToro B 1aHHOM fokyMeHTe aHTu-CCND1 TCR u BapuabenbHblii 1oMeH Oera-
LIeNU PacKpbITOro B faHHOM AokymeHTte autu-CCND1 TCR.

[0022] OnpeneneHHbIe aCEeKThI JAHHOTO N300peTeHNs HAITPABJICHbI HA PEKOMOMHAHTHBIN
T-knerounsiit perientop (TCR) miam ero aHTHreHCBSI3BIBAIOLIAST YaCTh, KOTOpasi CieU(HUECKn
ces3biBaeT uesoBeueckniit CCND1 («antu-CCND1 TCRY), KOTOpBIi KOHKYPUPYET € 3TaJOHHBIM
TCR 3a cs3piBanue ¢ uenoseueckum CCND1; mpuuem stanonusiii TCR conepkut anbga-uens
u Oera-mienb, W mnpuueM anbda-nenb COAEPNKUT AMUHOKHCIOTHYIO TOCIEIOBATENbHOCTD,

npeacrasiaenHyro B SEQ ID NO: 1, a Oera-nenb COXEPKUT AMHHOKUCIOTHYEO

>
nocyenoBaTenbHOCTh, npeactaBieHHyro B SEQ ID NO: 2; u npuuem antu-CCND1 TCR
comepkuT aibda-uens U Oera-uenb, npudeM aib(a-Ienb CONEPKUT KOHCTAHTHYIO 00JacTh, U
npudeM OeTa-Lenb COAEePKUT KOHCTAHTHYIO 00JIACTh; MPUYEM KOHCTaHTHAs 00JIacTh anb(ha-1enu
COZIEPKUT aMUHOKHUCIIOTHYIO MOCIEA0BATENBHOCTD, UMEIOLIYIO 10 MEHbLIEH Mepe 1, To MeHbLuen
Mepe 2, IO MeHbLIeH Mepe 3, MO MeHbLIEH Mepe 4 UM MO MEHbIIEeH Mepe 5 aMUHOKHCIOTHBIX
3aME€H OTHOCHTENbHO KOHCTAHTHOW 0OJIaCTH, TPHUCYTCTBYIOINEH B aMHHOKUCIOTHOH
nocnenosatenbHoCcTH, npencrasieHHol B SEQ ID NO: 1 wiu koHCTaHTHasi o0nacTh Oera-renu
COZIEPKUT aMUHOKHUCIIOTHYIO IMOCIEA0BATENBHOCTD, UMEIOLIYIO 10 MEHbLIEH Mepe 1, mo MeHbInen
Mepe 2, IO MeHblIeH Mepe 3, M0 MeHbIIeH Mepe 4 UM MO MEHbIIEeH Mepe 5 aMHUHOKHUCIOTHBIX
3aME€H OTHOCHTENbHO KOHCTAHTHOW 0OJacTH, TMPHUCYTCTBYIOINEH B aMHHOKHUCIOTHOH
nocienoBateasHocTr SEQ ID NO: 2.

[0023] OmnpeneneHHble aCTIEKThI HACTOSIIETO PACKPBITHS OTHOCSTCS K PEKOMOMHAHTHOMY

T-knerounomy penenropy (TCR) mim ero aHTHreHCBA3BIBAOIIAS YaCTh, KOTOPas CIelU(pUIEeCKH

ces3biBaeT yenoBeueckuit CCND1 («antu-CCND1 TCR»), KOTOpPBIi CBA3BIBAET TOT K€ SMUTOI
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Wi nepekpoiBaroiuiicss snuron 4venoseueckoro CCNDI, uro u stanonssii TCR; mpuuem
stanonsblii TCR conmepxxut anba-niens u Oera-uenb, U NpuueM aib(a-Lenb CONEPKUT
AMUHOKUCIIOTHYIO TIOCJIeIOBaTEeIbHOCTh, mpencrasieanyro B SEQ ID NO: 1, a Gera-uenb
COZIEPKUT AMUHOKHUCJIOTHYIO MOCIEA0BATENbHOCTD, peAcTasiaeHHy o B SEQ ID NO: 2; u npuuem
aatu-CCND1 TCR conepxur anbda-uens u Oera-menb, npuueM anbga-Ienb COAEPIKHUT
KOHCTAHTHYIO 00JIacTh, W TpHUeM OeTa-Lenb CONEPKUT KOHCTAHTHYK O0JNacTh, NpUYeM
KOHCTaHTHass o00nacTb anbda-Lend CONEPKUT aMUHOKHCIOTHYK —IOCJENOBATENbHOCTD,
HMMEIOLIYIO 110 MEHbIIEH Mepe 1, Mo MeHbIIel Mepe 2, O MeHbLIeR Mepe 3, 0 MeHbLIelH Mepe 4
WIN TI0 MEHbLIeH Mepe 5 aMHHOKHCIOTHBIX 3aME€H OTHOCHUTEJBHO KOHCTAHTHOH o00nacTty,
NPUCYTCTBYIOLIEN B aMUHOKHCIIOTHON MOcienoBarenpbHocTy, npeacrasneHHoi B SEQ ID NO: 1
WIN KOHCTaHTHas o0yacTh OeTa-Lenu COAEPKUT AMHUHOKHCIIOTHYIO IIOCJIEOBATENbHOCTD,
HMMEIOLIYIO 110 MEHbIIEH Mepe 1, Mo MeHbLIel Mepe 2, 0 MEeHbLIER Mepe 3, 10 MeHbLIeH Mepe 4
WIM TI0 MEHbIIeH Mepe 5 aMHHOKHCIOTHBIX 3aMEH OTHOCHUTENIbHO KOHCTAHTHOW objacTy,
MPUCYTCTBYIOLIEH B aMUHOKHCIOTHOHN MOCIeI0BaTeIbHOCTH, ipencTasierHoi B SEQ ID NO: 2.
[0024] B nexkotopeix acnektax antu-CCND1 TCR cBszeiBaercst ¢ snutonnom CCNDI,
COCTOSALIMM M3 aMHHOKHCJIOTHOH IociiefoBatenbHOCTH, npeacrasieHHoi B SEQ ID NO: 13. B
HEKOTOPBIX acleKTax 3MUTon odpasyer komruieke ¢ mosekysnoii HLA kmacca II. B HekoTopbIx
acriektax mosekyina HLA knacca II npencrasnsier coboii annens HLA-DP, HLA-DQ wunu HLA-
DR wunn ux komOuHavoo. B HekoTopeix acriekrax mosekyia HLA knacca Il mpencrasnser coboi
amtens HLA-DP. B HekoTopeix acnektax mojekyiaa HLA kmacca Il BeiOpana u3 aymtenst HLA-
DP4.

[0025] B nekoropeix acnekrax anbga-uens antu-CCND1 TCR conepsxut BapuabenbHbIi
nomen, conepkamuidi CDR1 anbga-nenu, CDR2 anbda-uenu u CDR3 anbda-uenu; u npuiaem
oera-nienb aHTu-CCND1 TCR copep:xut BapuadenbHbiii nomeH, conepskamuii CDR1 Oeta-uemny,
CDR2 oGera-uenu u CDR3 OGera-uenu, mpuyem CDR3 anbda-nenmn antu-CCNDI1 comep:xut
AMHHOKHUCIIOTHYIO TOCI€A0BaTeIbHOCTD, mpeactasieHHyo B SEQ ID NO: 7. B HekoTOphIX
aciektax ~ CDR3  Gera-nemu  antu-CCND1  TCR  comepXUT  aMUHOKHCJIOTHYIO
MOCNIeIOBATENBHOCTD, npeAcTaBiaeHHy0 B SEQ ID NO: 10.

[0026] B Hekoropeix acnektax anbda-uens antu-CCND1 TCR conepsxut BapuabenbHbIH
nomeH, conepsxkamuii CDR1 ansda-uenn, CDR2 anbda-uenu u CDR3 anbda-uenu; u Oeta-uemns
aatn-CCND1 TCR conepskut BapuabenpHbiii nomeH, comepsxkamuii CDR1 Gera-niemun, CDR2
Oera-uermn 1 CDR3 Gera-nenn; mpudem CDR3 Gera-uemun antu-CCNDI1 TCR conmepkut
AMUHOKHCIJIOTHYIO TOCJI€IOBaTeNbHOCTD, npeactasieHHyro B SEQ ID NO: 10. B HexoTopbIx
aciektax ~CDR3  ampgpa-nern  antui-CCND1  TCR  comepkuT  aMHUHOKHCIIOTHYIO

NOCJIeA0BATENbHOCTD, NpeacTasiaeHHyto B SEQ ID NO: 7.
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[0027] B Hexoropeix acmekrax CDRI1 ampda-uenn antu-CCND1 TCR copepxur
AMHHOKHCJIOTHYIKO TOCIE€A0BaTeNbHOCTD, mpeactasieHHyo B SEQ ID NO: 5. B HexoTOphIx
acnektax ~ CDR1  Gera-uemu  auti-CCND1  TCR  comepuT  aMHUHOKHCIJIOTHYIO
NOCJIeIOBATENBbHOCTD, TpencTaieHHyo B SEQ ID NO: 8. B Hekoropsix acniektax CDR2 anbda-
uenu aHTU-CCND1 TCR coaep:kutT aMMHOKHCJIOTHYIO TTOCJIEIOBATENbHOCTb, MMPEACTABIECHHYIO B
SEQ ID NO: 6. B nexoropeix acnekrax CDR2 6Gera-uenu antu-CCND1 TCR comepxut
AMUHOKHCJIOTHYIO TIOCIEA0BATENbHOCTD, NpeAcTaBieHHyo B SEQ ID NO: 9.

[0028] B HekoropbIx acmekrtax BapuadenbHbINH aoMeH anbga-uenu antu-CCND1 TCR
COAEPIKUT AMUHOKHUCIIOTHYIO TIOCJIEIOBATENBHOCTD BApHaOeIbHOTO JOMEHA, IPUCYTCTBYIOIIETO B
aMHHOKHCJIOTHON MocieaoBaTenbHoCTH, mnpenctasieHHoil B SEQ ID NO: 1. B HexoTophIx
acniektax BapuaOenbHbI nomeH Oeta-uernu anTU-CCND1 TCR comep:kUT aMHUHOKHCIOTHYIO
NIOCJIEIOBATENIbHOCTh ~ BapHAaOENIbHOTO  JIOMEHA, NPUCYTCTBYIOLIET0 B  aMHHOKHMCJIOTHOMN
nocjenoBaTeNnbHOCTH, npencrasieHHoi B SEQ ID NO: 2.

[0029] B HeKOTOpBIX acmekTax KOHCTaHTHas o0nacTe anbda-uend CONepIKUT
AMHHOKHCIIOTHYIO TIOCJIEI0BATEIBHOCTD, HMEIOIIYIO TI0 MEHbIIIeH Mepe 0KoJIo 85%, Mo MeHbIIel
Mepe okoJio 90%, mo MeHblIel Mepe okoJo 95%, Mo MeHbIuel Mepe okoyo 96%, Mo MeHbLIeH
Mmepe okojo 97%, nmo MeHbiiel Mepe okono 98% wunm no MeHbineil mepe okoio 99%
UIEHTUYHOCTH C  aMHHOKHMCJIOTHOM  IIOCIEOBATENbHOCTBIO ~ KOHCTAHTHOM  obisacTy,
MPUCYTCTBYIOLIEH B aMUHOKHCIOTHOH MOCeNoBaTeNbHOCTH, peacTasierHoi B SEQ ID NO: 1.
[0030] B  HekOoTOpBIX acmekTtaX KOHCTaHTHas oO0JacTh OeTa-llenmud  COHEPIKUT
AMUHOKHCIIOTHYIO MOCJIEA0BATEIbHOCTD, UMEIOIIYIO 110 MEHBIIIEH Mepe 0KoJio 85%, Mo MeHbLuen
Mepe okojio 90%, mo MeHbIel Mepe okosio 95%, o MeHblei Mepe 0koIo 96%, Mo MeHblei
Mepe okono 97%, mo MeHbluell Mepe okojgo 98% wunM mo MeHbllel Mepe okoJo 99%
UJIEHTUYHOCTH C  aMHHOKHCJIOTHOM  MOCJENOBATENbHOCTBIO  KOHCTAHTHOW  0o0JsacTw,
MPUCYTCTBYIOLIEH B aMUHOKHCIOTHOH MOCJe0BaTeNbHOCTH, peacTasieHHoi B SEQ ID NO: 2.
[0031] B  Hekoropeix acnektax anbga-uens aHTH-CCND1  TCR  comepxkut
AMHHOKHCIIOTHYIKO TOCIEA0BaTeIbHOCTD, mpeactasieHHyro B SEQ ID NO: 1. B HexoTOphIx
acriektax Oera-uenb aHTH-CCND1 TCR copmepKUT aMHHOKHCIOTHYIO TOCIIEIOBATENbHOCTD,
npenctasieHHyo B SEQ ID NO: 2.

[0032] B HekoTophIX acmekTax anbga-Ienb CONEP’KUT CHTHAJIbHBIA mentun, Oera-Lenb
COIEP KUT CUTHAJIBHBIN MENTH/I HIIK KaK alib(a-Lenb, Tak 1 OeTa-1ernb Coaep:kaT OAUH nentua. B
HEKOTOPBIX ACMEKTaX CUTHAJBHBIN MENTHI COAEPKUT aMHHOKHCIOTHYIO MOCJIENOBATEIbHOCTD,
BBIOPAHHYIO U3 aMHUHOKHCIIOTHBIX ITOCIIEI0BATENbHOCTEH, peacTasieHHbx B SEQ ID NO: 20-22

U 000 UX KOMOUHALIUUA.
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[0033] OnpenenexHnbie ACIIEKTHI HACTOSILIETO PacCKpBITHs OTHOCSITCA K
oucnermduueckomy TCR, conmepskamemMy NepBblii aHTUTCHCBS3BIBAIOIIMNA TOMEH M BTOPOH
AHTUIE€HCBA3BIBAIOIINN JOMEH, IPUYEM MEepBBbI aHTUTeHCBsI3bIBatOLINI 1oMeH comep:kuTr TCR
VI €r0 AaHTUT€HCBSI3bIBAIOLIYIO YACTh, PACKPBITYIO B TAHHOM JOKYMEHTE.

[0034] B HEKkOTOpBIX acmekTax TMepBbId AHTUIEHCBS3BIBAKOIIUN JOMEH COAEPKUT
OJHOLIeNOYeyHblii BapuabenpHbI  (parmeHT («scFv»). B HekoTopeIx acmekrax BTOpOH
AHTUTEHCBSA3BIBAIOIINN JOMEH CIELU(PUUECKN CBSA3BIBAECTCS C OEJIKOM, 3KCIPECCHPOBAHHBIM HA
NOBEpXHOCTU T-kyeTkn. B HEKOTOPBIX acmnekTax BTOPOM AHTUIEHCBA3BIBAIOLIUN OMEH
cneunduvecku cszbBaercs ¢ CD3. B HeKOTOpBIX acmekTax BTOPOH aHTUT€HCBS3BIBAIOIIUI
JOMEH COAEPKUT SCFv. B HEKOTOPBIX acneKkTax MepBblii aHTUTEHCBA3BIBAKOLIUN JJOMEH U BTOPOU
AQHTUT€HCBA3BIBAIO LU JIOMEH CBsI3aHbl MJIM ACCOLIMMPOBAHbI KOBAJIEHTHOU CBsI3bI0. B HEKOTOPBIX
aCIIeKTax IEPBbIM AHTUINCHCBS3BIBAIOIIMNM JOMEH W BTOPOH AHTUI€HCBSI3bIBAIOLIUN JOMEH
CBs13aHbI IENITUHON CBSA3BIO.

[0035] OnpeneneHHble AacHeKTbl HACTOSIIETO PACKPBITHS OTHOCSTCS K  KIJIETKE,
BKJIFOUAIOLIEH MOJIEKYJly HYKJIEMHOBOM KUCJIOTBI, PACKPBITYIO B JAHHOM AOKYMEHTE, BEKTOD,
packpbIThiii B 1aHHOM AokyMmeHTe, TCR, packpbIThlii B JaHHOM JOKYMEHTE, peKOMOWHAHTHBIN
TCR, packpeiTlii B TaHHOM JokyMeHTe, uin Oucnenuduyeckuii TCR, packpbITeli B TaHHOM
NOKyMeHTe. B HEKOTOpBIX acrekTax KjeTka JOMOJIHUTENbHO sKcrpeccupyer CD3.

[0036] B HekoTOpbIX acrekTax KjeTka BbIOpaHa M3 IPYMIbI, cocTosimei u3 T-kieTkw,
ecrectBeHHOH KmuiepHoi (NK) knetku, ecrectBennoi kwuiepaoi T-kiaerku (NKT) unn knetku
ILC.

[0037] OmnpeneneHHbIe acTIeKThl HACTOSIIIETO PACKPBITH OTHOCSATCS K CIIOCOOY JIeUeHHsI
paka y Hy>KJArOIIEerocsi B 5TOM CyObeKTa, BKIFOYAKOLIEMY BBEICHHE CyOBEKTY KIIETKH, PACKPBITOM
B JAHHOM JIOKyMeHTe. B HEKOTOPBIX acreKkTax pak BeIOpaH U3 TPYIIIbI, COCTOSIIEH U3 MEJTAHOMBI,
paka KOCTel, paka MOAXKeNyAOYHOM JKeJe3bl, PaKa KOXKH, paKa FoJIOBbI UJIM LIEHU, PaKa MAaTKH, paka
SIMYHUKOB, PaKa MPsIMOH KUIIKH, paKa aHATbHON O0JIACTH, paka »KeyIKa, paka Su4eK, paKka MaTKH,
KapUMHOMBI (payutonueBbIX TPyO, KapLUMHOMBI SHAOMETPUS, KAPUWHOMBI INEHKH MAaTKH,
KapLMHOMBI BJIATaJIMINa, KAPLITHOMA BYJIbBBI, TUM(POMbI XOKKUHA, HEXOIKKUHCKON JTHM(OMBI
(HXJI), nepsuuHoO# MequacTUHAIBbHOU B-kpymHOKIeTounou aumdomsl (IIMBKJT), muddysHoi
B-kpynHoknerounoii  gumdomer  (JABKKJI), bommukynsapHort  mumdombr  (DPJI),
TpaHchopmMupoBaHHOU (GOJUTHKYIISIPHON JTUMQOMBI, JTHM(OMBI MaPTHHAIBHON 30HBI CEJIe3€HKU
(JIM3C), paka nuineBoaa, paka TOHKOW KHUIIKH, paka SHAOKPUHHON CHCTEMBI, paKa IIUTOBUIHON
JKEJe3bl, paKa MNapalUTOBUAHON XKeJe3bl, PaAKa HAANOYEUHUKOB, CAPKOMBI MATKUX TKAHEH, paka
YPETpBL, paka MOJIOBOrO 4JIeHA, XPOHUYECKOrO WMIJIA OCTPOro JIEHWKO03a, OCTPOrO MHEIOUAHOIO

JIeWKO03a, XPOHUYECKOTO MHUEJIOUIHOTO JIelKo3a, octporo smmdobnactHoro neiikoza (OJLI)
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(eximouast He T-knerounsnii OJIJI), xponmueckoro mumdouuTapHoro nekosa (XJII), comumHbpix
OIyXOJIEH IETCKOro BO3pacTa, JUM(POLHUTAPHOHN JIUM(POMBI, paka MOYEBOTO My3bIPsl, paKka MOYKH
WIN MOYETOYHHKA, KapIMHOMA IOYEYHOH JIOXaHKH, HOBOOOPAa30BaHMS LIEHTPAJIbHONH HEPBHOMN
cucrembl (LJHC), mepsuunoii smumdombr [IHC, omyxoneBoro aHrmoreHesa, OMyXOJIH OCH
MO3BOHOYHMKA, TJIMOMBI CTBOJIA T'OJIOBHOTO MO3ra, aAeHOMbI runodmusa, capkombl Kamorw,
SMUEPMOUIHOTO paka, IUIOCKOKJIETOYHOTO paka, T-KJIeTodyHoil snuMQpOMbL, BHIBI paka,
MHIYLUPOBAaHHBIE OKPY’KAIOLIEH CPenoil, BKIIIOYas pak, MHAYLUPOBAHHBIN acOecToM, npyrue B-
KJIETOUHBIE 3JI0KaYeCTBEHHBIE OIYXOJIH, & TAK)KE€ KOMOMHALINN YKa3aHHBIX BUJOB paKa.

[0038] B HekoTOpBIX acmekTax pak sIBJISIETCS PEeLUANBUPYIOINM Win pedpakrepHbiM. B
HEKOTOPBIX AaCMEKTaX pPaK sBJISIETCSl MECTHOPACHPOCTPAaHEHHBIM. B HEKOTOPBIX aclekTax pak
SIBJISIETCS] PACIIPOCTPAHEHHBIM. B HEKOTOPBIX aCleKTaxX pak sIBJSIETCS] METaCTATUYECKUM.

[0039] B HEKOTOpBIX acmekTax KJIEeTKU MONy4eHbI OT cyObekTa. B HEKOTOpBIX acmekTax
KJIETKH MOJIY4arOT OT JOHOPA, OTJIIMYHOTO OT CYOBEeKTa.

[0040] B HeKkoTOpBIX acmekTax CyOBEeKT MOABEPraeTcsl MpeaBapUTEbHOW MOATOTOBKE
nepes BBEICHHEM KJIETOK. B HEKOTOpBIX acmekTax MpeIBapUTeNIbHOE KOHAMLMOHUPOBAHUE
BKJIIOYAET BBEICHHE CYOBEKTY XMMHOTEpAIeBTUYECKOrO Ipernapara, LIUTOKHHA, Oenka, Majoi
MOJIEKYJIbl Wiu  JI000H MX KOMOMHALM. B HEKOTOpBIX acmeKkTax MpenBapUTeSIbHOE
KOHAMLIMOHUPOBAHHNE BKJIIOYAET BBEIEHHE CYOBEKTy MHTEpielkuHa. B HeKoTOphIX acmekrax
MpeABaPUTENIbHOE KOHAWLMOHUPOBaHue BkJtouaet Beenenue [L-2, 1L-4, IL-7, IL-9, IL-15, IL-21
win JI000H nx koMOuHanMU. B HEKOTOpBIX acmeKTax MpenBapHUTEIbHOE KOHIUIIMOHHPOBAHHE
BKJIFOYAET BBEJICHHUE MPEKOHIUIIMOHUPYIOIIETO CPEACTBA, BHIOPAHHOTO U3 TPYIIIBL, COCTOSIIIEH 13
kinodochamuna, ¢aynapaduna, suramuna C, uaruouropa AKT, ATRA, panamuuuHa wim
mr000# X KoMOMHAIMU. B HEKOTOPBIX acmekTax mpeABapUTebHAs MOATOTOBKA BKIIIOYAET B ceOs
BBeZieHHe Lukodochamuna, GpiaynapabuHa i 0OOUX MPEnapaTos.

[0041] OnpeneneHHble aCHEKThl HACTOSIIETO PACKPBITHS OTHOCSTCS K  CIOCOOY
KOHCTPYUPOBAHUsl AHTUI€H-HALINIUBAOLIEH KJIETKH, BKJIOYAKOIIEMY TPAaHCAYKLHIO KJIETKH,
NOJIYYEHHOM OT CyOBeKTa, HyKIaromerocss B T-KJIETOYHOHN Teparnuu, MOJIEKYJION HYKJIEHHOBOH
KHUCJIOTBL, PACKPHITON B JTaHHOM JIOKYMEHTE, WJIU BEKTOPOM, PACKPBITHIM B IaHHOM JJOKYMeHTe. B
HEKOTOPBIX aCMEeKTaX aHTUTEH-HAIENMBAIOLIAs KJIETKAa JOTMOJIHUTENBbHO sKcnpeccupyer CD4. B
HEKOTOPBIX aCIEKTaxX KJIETKa MPEncTaByisieT coOol T-KJIETKY WM €CTeCTBEHHYIO KHJUICPHYIO
(NK) knetky.

[0042] OnpeneneHHble acreKTbl HACTOSIIErO PacKpbITUs OTHOcATCA K mosekyiae HLA
knacca 11, oOpasyrotei komiieke ¢ mentunaom, rae mojekyia HLA knacca II comepxut anbga-
Henb W OeTa-Lenb, U NPU 3TOM MENTHI COCTOUT W3 aMHUHOKHCIOTHOW IMOCIEeNOBATEIbHOCTH,

npencrasinenHon B SEQ ID NO: 13. B Hekoropeix acnekrax mosekyna HLA kmacca 11
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npenctasisier coboit amtens HLA-DP, HLA-DQ wiu HLA-DR wunn wx komOunainuio. B
HeKOTOphIX acnektax mojiekyna HLA kmacca II mpencrasmsier coboit amnmens HLA-DP. B
HEKOTOphIX acmekTax mosekysia HLA xmacca II mpencrasisier coboii amtens HLA-DQ. B
HEKOTOpPBIX acriekrax mojekyna HLA kmacca Il mpencrasisier coboit amnens HLA-DR.

[0043] B mexoropsix acrnekrax mosnekysia HLA knmacca Il mpencrasisier coboii MOHOMED.
B nexotopeix acnekrax mosekyia HLA knacca Il mpencrasnsier coboli numep. B HekoTOpbIx
acriektax mosekyna HLA kmacca II mpencraensier coboit Tpumep. B HEKOTOpBIX acmekTax
mornekyia HLA knacca Il mpencrasnsier coboii retpamep. B HekoTopsix acniekrax monekyna HLA
kiacca Il mpencrasnsieT coboii meHTamep.

[0044] Onpenenexnnbie ACIIEKThI HACTOSLLIErO PaCKpBITHUs OTHOCSTCS K
anrureHmnpesenrupyroei kierke (APC), conepsxkameit monexyny HLA knacca I, packpbITyio B
naHHOM AokymeHTe. B Hexortopbix acnektax monekyna HLA knacca II skcnpeccupyercst Ha
nosepxHocTu APC.

[0045] OmnpeneneHHble AacCMEKTbl HACTOSIETO PACKPBITUS OTHOCITCA K  Crocoly
oborameHust 1eNeBOll momysnsuuu  T-KJIEeTOK, TMOJNY4eHHBIX OT CyObeKTa-4esioBeKa,
BKJIOUAKOLIeMy TpuBeneHue T-kiaeTok B KOHTakT ¢ Monekyjon HLA kmacca II, packpsiToii B
naHHOM fokyMeHTe, uin APC, packpbITOl B JaHHOM JOKYMEHTE, IIPUYEM I0CJie PUBEAEHHS B
KOHTaKT oOOOralieHHasi MOmyJsiius T-KJIETOK COOEPXKHUT OoJbllee KOJIMYeCTBO T-KIETOK,
crocoOHbIX CBsi3biBaTh Mosiekyly HLA knacca I, mo cpaBHEHHIO ¢ KOJUYeCTBOM T-KJIETOK,
crocoOHbIX CBsA3bIBaTH Moyiekysy HLA knacca Il no npuBeneHus: B KOHTAKT.

[0046] OnpeneneHHble aCHEKTbl HACTOSIIETO PACKPBITHS OTHOCSTCS K  CIOCOOY
oOorameHust 1eNeBOW MOMYJSALUUU T-KJIETOK, TOJYYEeHHBIX OT 4YeJOBEeKa, BKIIOYAKOLIEMY
npuseneHue T-KJIETOK i1 Vifro B KOHTakT C TMENTUAOM, NpPUYEeM IMEeNTHA COCTOUT W3
AMUHOKHCIIOTHOW TocnenoBaTenbHoCcTH, npenacrapieHHoll B SEQ ID NO: 13, mpudem mocne
NPUBEACHUS B KOHTAKT O0OTraleHHast NOMyJIsius T-KJIETOK Conep kuT Oobliee Koau4ecTBo T-
KJIETOK, CTIOCOOHBIX HALIEIUBATBHCS HAa OMYXOJIEBYIO KJIETKY, IO CPABHEHUIO C KOJHYECTBOM T-
KJIETOK, CIOCOOHBIX HAIEJIMBATbCS HAa OMYXOJEBYIO KJETKY 0O NPUBEICHHS B KOHTAaKT. B
HEKOTOPBIX acrnekTax n3o0pereHus: T-KJIeTKH, MONydeHHBbIE OT CyOBEKTa-ueoBeKa, SIBIISIOTCS
uHQUIBTpUpPYOIUME onyxoib Jumdountamu (TIL).

[0047] OmnpeneneHHbIe acTeKThl HACTOSIIIETO PACKPBITHS OTHOCATCS K CIOCOOY JICUeHHsI
OIYXOJIN Y HYKIAIOIIErocsl B 3TOM CYOBbEKTa, BKIIIOYAIOIIEMY BBEICHHE CYOBEKTY 000TaleHHbIX
T-kJ1€TOK, paCKpBITBIX B JAHHOM JOKYMEHTE.

[0048] OnpeneneHHbIe aCTIEKTHl HACTOSIIIETO PACKPBITUSI OTHOCSTCS K CIIOCO0Y YCUITCHHUS

OonoCpeaAOBaHHOTO HUTOTOKCUYCCKUMU T-knerkamu HallCJIMBAHUA Ha PAKOBBIC KIICTKU Y
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CyOBeKTa, CTPANaIOINero pakoM, BKJIFOYAKOIIEMY BBEIEHHUE CYOBEKTy MeNTHAA, HMEIOIIEro
AMUHOKHCJIOTHYIO TIOCIIEA0BATENbHOCTD, NpeacTaBieHHyo B SEQ ID NO: 13.

[0049] OmnpeneneHHble aCMEKThl HACTOALIETO PACKPBITUSI OTHOCSTCS K MPOTUBOPAKOBOM
BaKIMHE, COAepKalleld TMenTHA, UMEKIUA aMUHOKHCIOTHYIO  IOCJEI0BATENbHOCTD,
npencrasneHnyio B SEQ ID NO: 13.

[00S0] Hekoropble acmekTbl HACTOSIIIErO PACKPBITHSI OTHOCATCS K crocoly orbopa T-
KJIETOK, CIIOCOOHBIX HAIEJIUBATBCS HA OMYXOJIEBYIO KJIETKY, BKJIIOYAIOIIEMY IPHUBEIEHUE
MOMYJISIUN BbIIEJIEHHBIX T-KJIETOK /77 VifFO B KOHTAKT C MENTHAOM, MPUYEM MENTH COCTOUT U3
AMUHOKHCJIOTHOM MOCJe10BaTeNbHOCTH, npenacrasieHHoi B SEQ ID NO: 13.

[0031] B Hekotopeix acmektax T-kieTka mNpencrasisieT COO0OW WHOPUIBTPUPYIOLIHE

onyxoib Jumpountsl (TIL).

KPATKOE OIIMCAHUE 'PA®UYECKHUX MATEPHUAJIOB

[0052] Ha ¢ur. 1A-1B mnpencrasieHsl rpapuueckue H300pak€HHs OKPALIMBAHUS
numepom DP4HPZWNVIMM penryn_cnenuduueckux CD4™ T-kj1eTok y MalMeHTOB ¢ MEJaHOMON.
IMepuunbie CD4" T-kneTku ObLTM BbIIENEHBbI Y IIECTH MaluMeHTOB ¢ DP4™ menanomoil u
crumynupoBanbl DP4-skcnpeccupyromumu aAPC, B KOTOpble WHAWBUIYAJIBHO ObUTH BBEICHBI
nentunabl CCND1219.233, M OKpalleHbl POACTBEHHbIMH Aumepamu DP4MIZWVIIM - Tlorasapm
TIpUMepbI OKpaluBanus umepamu DP4L12W/VI4IM

[0053] Ha ¢ur. 2A-2D npencraBneHbl rpaduueckue H300pakeHUs TaHHBIX,
wunoctpupyomux, 4ro DP4-orpanuuennbie  (03-CCND1219.233) TCR, BbigeneHHble U3

ALIRZWVIAM otk M BOCCTAHOBJIEHHBIE B dejtoBeueckux TCR-

MOJIOKUTEIBHBIX Ha aumep DP
nedextHeix CD4™ T-kierkax, Oblin (QyHKUHMOHAIbHBIMH DP4-OrpaHM4eHHBIM W aHTHI€H-
cnieruduueckM odpazom. 03-CCND1219.238 ObUIN KIOHUPOBAHBI U3 TOJIOKUTEIBHBIX HAa TUMED

DP4MIZWNVIIM g netok, BoccTanosnensl 8 TCR-nedextHbx keTkax Jurkat 76/CD4 u oxpaimeHsl

COOTBETCTBYIOIIMMH JuMepamu DP4LI1IZWVIAM

[0054] Ha ¢ur. 3 npencrapneHa rucrorpamma, WUTFOCTPUPYIOIIAS PE3YJIbTAThI AaHATH30B
IL-2 EPISPOT 03-CCNDI1219.238, ctumynupoBaHHbeIx aAPC, B KOTOpble BBOAMJIN MENTHIBI
CCND1219-238, B anamuzax 1[L-2 ELISPOT. DP4/WT1 (xnon 9) TCR ucnonb3oBainu B Ka4ecTBe
OTPHLATENBHOTO KOHTPOJIS. BpUIo mpoBeneHo no MeHbInei Mepe 2 He3aBUCUMBIX SKCIIEPHMEHTA.
CrtonOups! U MIAHKU MOTPEITHOCTEN MPEACTABISIOT OO0l cpennee 3HadeHne + CO pe3ynbpTaToB
B 9KCIIEPUMEHTAX, POBEEHHBIX B TPEX MOBTOPHOCTSIX.

[0055] Ha ¢ur. 4A-4E npencraBneHel rpaduueckue H300paKeHUsT JTAHHBIX,
nokasbiBaroiux, uto DP4-orpannuenabie CCND1219.238 TCR, BbigeneHHBIE U3 MOJOKUTEIBbHBIX

4L1 12W/V141M

Ha aumep DP KJIETKM M BOCCTAHOBIIEHHBIE B HYeNIOBEUECKUX nepBrudHbix CD4™ T-
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KJIeTKaX, ObUTH (PyHKIHMOHATBHBIME DP4-0rpaHu4eHHbIM U aHTHIeH-Celn(PUIECKHM 00pa3oM.
03-CCND1219-238 TPaHCAYLMPOBAIH PETPOBHPYCOM B meppuunble CD4™ T-kneTku uenoseka u
OKpAIIUBANK COOTBETCTBYIOIUMHU auMepamu DP4LIZWVIAM “%p<( 05 ¢ momompio kpuTepus
CreronenTa. CtosOubl U MJIAHKK MOTPEITHOCTEHN MPencTaBisiioT coboli cpeanee 3HadeHne + CO
PE3yJIBTATOB B SKCIIEPUMEHTAX, MPOBEIEHHBIX B TPEX MOBTOPHOCTAX (¢ur. 4E).

[0056] Ha ¢ur. SA-5B npexncrasiieHbl faHHBIE, TOKa3biBatoIue, 4To DP4-orpaHndeHHbIe
CCNDI1219238 TCR, kJIOHHpOBaHHBIE OT MALMEHTOB C MEJAHOMOM, PAaCHO3HAKT MNENTUABL,
SHAOTEHHO TpoleccupoBaHHbie U npencrasieHHble aAPC Ha ocHoBe K562, Ha ¢ur. SA
NPECTaBICHO M300pa)keHHe BeCTEepH-ONOTTHHrA, mokasbiBaroimee, yto CCND1 saporeHHo
skcrpeccupyercs B kietkax aAPC, mpoucxomsmmx m3 K562, Ha ¢ur. 5B mpencrasnena
rucTorpamMma, nokxasbiBatomasi pesynsrarel aHanu3o IFN-y ELISPOT nepsuunbix T-knerok
YEJIIOBEKa, PETPOBUPYCHO  TpaHCAyUMpoBaHHbIX ¢  nomowmpbo  03-CCNDl319238
cTUMynMpoBaHHbIX ¢ nomouibio HLA-nynesbix unu DP4-aAPC, B KOTOpBI€ HE BBOAWIN NENTUBL.
*, P<0,05 ¢ momompto kputepust CteroneHta. CTONOUBI U INIAHKYU NOTPEITHOCTEH MPENCTABISIIOT
coboit cpennee 3HadeHne = CO pe3yabTaTOB B OSKCHEPUMEHTAX, MPOBEIEHHBIX B TpeX

HOBTOPHOCTSIX.

INOJAPOBHOE OITMCAHUWE CYIIIHOCTHU U30BPETEHH A

[0057] Hacrosimee packpoitue otHocuTcst K TCR min MX aHTUTEHCBS3BIBAOIITUM YaCTsIM,
KoTopble crneundudecku cpsi3piBatoTcss ¢ snuronoMm Ha CCNDI1, Monekynam HYyKJIEWHOBOH
KHCJIOTBI, KOOUPYIOIIMM HX, W KjieTkaMm, coxepxkammm TCR umu Monekysly HYKJIEWHOBOW
KUCJOThI. HEeKOTOpBIE acmeKThl HACTOSINErO PACKPBITUS OTHOCITCS K CIIOCOOaM JIEYSHHsI paKa y
HY>KIAIOIIErocss B 3TOM CyObekTa. Jlpyrve acmekThbl HACTOSIIErO PACKPBITHS OTHOCSATCS K

mosekyiam HLA knacca 1I, oObeMHEHHBIM B KOMILUIEKC C TENTHIOM, COIAEPIKAIUM SIHTOI

CCNDL.

I TepmuHbI

[00S8] Jlns Toro, 4toOBI HACTOsIIee pacKpbhiTHE ObUIO OOJiee TOHSTHBIM, CHadaja
onpezenaeHbpl HEKOTOpble TepMuHBbL. [Ipy ncnonb30BaHNN B HACTOSIIIEN 3as1BKE, €CJIA TOJNIBKO MHOE
NpsIMO HE MNPENYyCMOTPEHO B AAHHOM JOKYMEHTE, KaKIbId M3 CIEAYIOIIUX TEPMHHOB HMEET
3HAYeHUE, YKa3aHHOe Huxke. JlomOoJHUTENbHBIE ONpENENeHUs] NMPUBENECHBI IO BCEMY TEKCTY
3a51BKH.

[0059] Crnenyer oTMeTUTh, UYTO TEPMHHBI B (POPME E€IUHCTBEHHOI'O YHCJA BKIIFOYAIOT
CCBUIKM Ha OIHO WJIM OoJiee; HampuMep, «HYKJICOTUAHAS MOCIEeN0BATEIbHOCTb) O3HAYAET OHY

win Oonee HYKJIEOTHUAHBIX MocienosaTenbHocTell. CremoBaTenpbHO, TepMUHBI B (opme
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€IMHCTBEHHOTO YHUCJIA, & TAKXKe BBIPAXKSHHs] KOOUH WJIM 0OJiee» M IO MEHbIIEH Mepe OIHH»
MOTYT UCTIOJIb30BATHCS B JAHHOM JIOKYMEHTE B3aUMO3aMEHSIEMO.

[0060] Kpome Toro, B NaHHOM KOHTEKCTE «W/HJIU» CJIeOyeT pacCMaTpHBAaTh Kak
KOHKPETHOE OIMUCAHNE KAKIOr0 U3 ABYX YKAa3aHHBIX MPU3HAKOB HIJIM KOMIIOHEHTOB C IPYTHUM HJTH
6e3 Hero. Takum 00pazom, TEPMUH «H/HIIN», UCTIONB3yEeMbIl B Takol (pase, kak «A u/mu By,
NpefHa3Ha4deH JJsl BKIFOUYEeHUs «A u B», «A mmm B»; «A» (otmenpHO) U «B» (oTmenbHO).
AHAJIOTMYHO, TEePMHUH «W/WIN», HCIONb3yeMblli B Takou ¢pase, kak «A, B w/mumm Cy,
MpeIHa3HA4YeH JUJIsl OXBaTa Kaxxaoro u3 cienyroumux acnektos: A, BuC; A, B unu C; Aum C; A
wim B; Bumu C; Au C; AuB; BuC, A (ornensHo); B (otnensno); u C (oTnenapHO).

[0061] B xoHTEkCTe [OaHHOrO [OKYMEHTAa TEPMHMH «OKOJIO» IPUMEHSIeTCS AJIs
0003HaYeHUs PUOIUZUTEIHHO, PUMEPHO, OKOJIO WIIH B 00acTu. ECIIM OKOJIO TEPMUH «OKOJIO»
MPUMEHSETCS] B COUETAaHUH C YHCJIOBBIM UAMA30HOM, TO OH M3MEHSET 3TOT JUATA30H, PacIlInpsis
IPaHMLIbI BBIIIE M HIKE YKAa3aHHbIX 4YHCIOBBIX 3HaueHWH. B nenom, Tepmun "okoso"
UCTIONIB3YeTCs B JAHHOM JIOKYMEHTE JJIsi W3MEHEHHUS YHCJIOBOrO 3HAYEHMs BBbIIIE U HUKE
YKa3aHHOTO 3HAYEeHHs C OTKJIOHeHHeM, Hampumep, 10 mpoueHToB, BBEPX WM BHHU3 (BBILIE MU
HIDKE).

[0062] Crnengyer mMOHMMATh, YTO B TEX CJy4asiX, KOTJA aCHEKThl OMHCAHBI B JAHHOM
JIOKyMeHTe ¢ (HOPMYJIHPOBKON «CONEpIKAIIMi», B TPOTUBHOM CJIy4yae TaK¥Ke MPeIIOKEeHbI
AHAJIOTMYHbBIE ACTIEKTHI, ONUCAHHBIE B TEPMHUHAX KCOCTOSIIUH U3Y» U/UJIH «COCTOSIIHI B OCHOBHOM
U3y,

[0063] Ecnu He yka3zaHO MHOE, BCE UCIOJb3yEeMble B JAHHOM JOKYMEHTE TEXHUYECKUE U
HAY4YHbIE TEPMHHBI WUMEIOT OOLICTPUHSATbIE 3HAYEHUS, TOHSTHBIE CIEHATUCTY B O0JACTH
TEXHHKH, K KOTOPOHW OTHOcuUTCs naHHoe u3obperenuwe. 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, o0ecrne4nBaroT crieluaancTa o0mmum
CIIOBapeM MHOTUX TEPMUHOB, HCIIOJIb3YEMbIX B JAHHOM OMUCAHUU.

[0064] Enunaunel, npedukchl U CUMBOJIBI 0003HAYAIOTCS B MX OOIMIENpUHSTONU (hopme
Mesxnynaponnoit cuctembl ennanl m3Mepenus (CH). UncnoBble aAuana3oHbl BKIFOYAIOT YHCIA,
onpenensoue nuanasoH. Eciiu He yka3aHO HHOE, HYKJIEHHOBBIE KUCJIOTHI 3aITUCHIBAIOTCS CIIeBa
HampaBO B OpHEHTaUMH OT 5’- 10 3'-koHIA. AMHHOKHUCIOTHBIE IOCTIEI0BATEIbHOCTH
3aMUCHIBAIOTCS CJIeBA HAMpPaBO B OpHEHTAUMM OT aMHUHO J0 KapOOKCH. 3arojioBKH,
NPEJCTABJICHHbIE B JTAHHOM JOKYMEHTE, He SIBIISTIOTCS OTPAaHUYCHHSIMH DPA3JIMYHBIX ACTIEKTOB

M300pETEeHNsI, KOTOPbIe MOTYT OBITh OCYILIECTBIIEHBI CO CCBUIKOH Ha CHENM(HUKALNIO B LEIOM.
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CoOTBETCTBEHHO, TEPMHUHBI, ONpPENEIeHHbIE HUXKE, ONpeneieHbl B Oosee MosHOM oObeMe co
CCBUIKOM Ha 3TO ONMCAaHUE B LIEJIOM.

[0065] TepMuH «BBeeHHE» OTHOCUTCS K (PU3HMUECKOMY BBEACHHIO CPEICTBA CYOBEKTY C
UCTIOJIb30BAaHUEM JIIOOOr0 M3 PA3jMYHBIX CIIOCOOOB M CHCTEM JIOCTABKH, M3BECTHBIX
CIeLMANINCTaM B JaHHOH o0nacTh TexHUKHU. [Ipumepsl myTel BBEIEHUS COCTABOB, PACKPBITBHIX B
JAHHOM  JOKYMEHTe,  BKJIOYAalOT  BHYTPUBEHHbIN, BHYTPHUMBILIEUHbIH,  [OJKOKHBIN,
BHYTPUOPIOLINHHBIN, CIIWHANBHBIA WM JIPyrue MapeHTepajbHble IMyTH BBEACHUS, HANpUMeEp,
NyTeM UHBEKIINU WU HHPY3UH. B KOHTEKCTE TaHHOTO IOKYMEHTA BhIPAXKEHUE KITAPEHTEPATbHOE
BBEJICHHE» O3HA4aeT PEeKUMbl BBEIEHUs, OTJIMYHBbIE OT 3HTEPAJIbHOIO U MECTHOIO BBEIEHUS,
OOBIYHO TOCPEACTBOM HHBEKLIMH, U BKIIOYAIOT, ©O€3 OrpaHu4YeHus, BHYTPUBEHHYIO,
BHYTPUMBILIIEUHYIO,  BHYTPHAPTEPUANBHYIO,  HHTPATEKAJIbHYIO,  BHYTPUIUM(ATHYECKYIO,
BHYTPHOYAroBYIO, MHTPAKAICYJISAPHYIO, UHTPAOPOUTAIIBHYIO, BHYTPHUCEPIECUHYIO,
UHTPAAEPMAJIbHYIO, BHYTPUOPIOIINHHYIO, TPAHCTPAXEATbHYIO, MOAKOXKHYIO, CYOKYTHKYJISPHYIO,
BHYTPHCYCTaBHYIO, CYOKaINCyJsIpHYIO, Cy0apaXHOUAATBHYIO, HHTPACTIMHAIBHYIO, STTHAYPATbHYIO
Y MHTPACTEPHAIBHYIO MHBEKIMIO 1 MHDY3HIO, a TAKXKE 3JIEKTPOIIOPALIUIO 77 Vivo. B HEKOTOpBIX
acmeKTax COCTaB BBOJSAT HENAPEHTEPAIbHBIM IyTeM, Hanpumep, TepopanbHo. J[pyrue
HETapeHTEePaIbHbIC yTH BKIKOYAKT MECTHBIN, SMUAECPMAJIbHBIN MYTh WU MyTh BBEICHUS Yepe3
CITU3UCTBIE 0OOJIOUKH, HATIPUMEDP MHTPAHA3aJIbHO, BATHHAJIBHO, PEKTAJIbHO, CYyOIMHIBAJIBHO MU
MecTHO. BBeneHue Takke MOKET ObITh BBIMOJIHEHO, HAPUMEP, OJUH Pa3, MHOTO pa3 W/WJIH B
TE€4YeHHE OTHOTO WJIU HECKOJIBKUX MPOJOJIKUTENBHBIX TIEPUOIOB.

[0066] B konTekcre maHHOro aokymeHTta TepmuH «T-knetounsii peuentopy» (TCR)
OTHOCHUTCSI K TETEPOMEPHOMY PELIENTOPY KJIETOYHOH MOBEPXHOCTH, CIIOCOOHOMY CIeLU(pUIeCKH
B3alMO/IEMCTBOBATh C LIEJIEBBIM aHTUIeHOM. B koHTekcTe naHHOro nokymeHnrta TepMuH «TCR»
BKJIIOYAET, HO HE OrpPaHMYMBAETCS HMMH, BCTPEYAIOIIMECs B MPUPOAE U HE BCTPEYAIOLINECS B
npupone TCR; monnopasmepubie TCR u ux antureHcssizbiBaroliue vactu; xumepHele TCR;
koHcTpykuuu ciusiaust TCR; u cunrernueckue TCR. V uenoseka TCR skcnpeccupyroTest Ha
MOBEPXHOCTU T-KJETOK, U OHU OTBEYAIOT 3a pacro3HaBaHHe T-KJIETOK M HallelMBaHUE Ha
AHTUTEHIIPE3CHTUPYIOIINE KJIETKU. AHTHreHnpeseHtupyoume kierkun (APC) nemoHcTpupyroT
(bparMeHThI Y4yKEPOAHBIX OEJTKOB (AHTUIEHOB), 0OPA3YIOIIHe KOMILIEKC C TJIABHBIM KOMILIEKCOM
ructocopmectumMoctd (MHC, Takke Ha3piBaeMble B TaHHOM KakK OOBEIMHEHHBIE B KOMILJIEKC C
mogexysoit HLA, nanpumep, monexynoit HLA kmacca II). TCR pacmno3HaeT U CBSI3bIBAeTCS C
komriekcoM nentug:HLA u pekpytupyer CD8 (ans monexyn MHC knacca I) unun CD4 (ans
mosekya MHC knacca II), aktusupyst TCR. AxtuBupoBansbiii TCR HHUIIMUPYET HUCXOISIIYEO

niepesady CUrHaJIOB U MMMYHHBIN OTBeT, BKIto4ast paspyuieHue EPC.
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[0067] B uenom, TCR MoxeT conmepskaThb ABe e, anbda-1ens u Oeta-uensb (Wim, pexe,
raMma-Lenb U JeNbTa-1Ielb), CBA3aHHble MUCYIb(PUIHBIMU CBs3siMU. Kakmast menb COmep KuT
BapuabeNbHbIN TOMEH (BapraleNbHbIl TOMEH anb(ha-1eny 1 BapruadenbHbIl TOMEH OeTa-Lemnu) u
KOHCTaHTHYIO 00J1aCTh (KOHCTAHTHYIO 00J1acTh anb(a-1eny 1 KOHCTAHTHYIO 00J1acTh OeTa-Lent).
BapuaOenbHblil JOMEH pacroNokeH AUCTAIbHEE KJIETOYHONH MeMOpaHbl, M BapraOeNbHbIA JOMEH
B3auMOJIeiicTByeT ¢ aHTureHoM. KoHcTaHTHast 001acTh pacronoskeHa MPOKCUMAaIbHEE KIIETOUHON
meMmOpanbl. TCR MoOkeT HONMOJHHUTENBHO COAEpKaTh TPAaHCMEMOPaHHYIO 00JIaCTh U KOPOTKHUH
LIUTOINJIA3MaTHUECKUI KOHLEBOM CerMeHT. B KOHTekcTe [aHHOro JOKYMEHTa TEepMUH
«KOHCTaHTHasi 00JIACTb» OXBAThIBAET TPAHCMEMOpPaHHYIO OONACTh M LUTOIUIA3MATUYECKHI
KOHIIEBOM CErMEHT, €CJIM OH MPUCYTCTBYET, a TAK)KE TPAAULIUMOHHYIO KKOHCTAHTHYIO 00JIACThY.
[0068] BapunaOenbHble JTOMEHbI MOTYT OBITh JONOJHHUTENBHO MOZAENeHbl Ha 00JacTu
rUnepBapruadelbHOCTH, Ha3bIBAEMbIE ONPEACISIIOIUMU KoMILIeMeHTapHOCTh obnactsamu (CDR),
niepeMeskaroIuecs 0ojiee KOHCEPBATUBHBIMH 00JIACTSIMH, HA3bIBAEMbIMU KaPKaCHBIMH O0JIACTAMH
(FR). Kaxxnpbiii BapuabenbHell 1oMeH anbda-1ieny 1 BapuabebHbIi JOMEH OeTa-1enu Coaepskar
tpu CDR u uersipe FR: FR1, CDR1, FR2, CDR2, FR3, CDR3, FR4. Kaxnpiii BapuabesbHblIit
JOMEH COJEPKUT CBA3BIBAIOLIUN JOMEH, KOTOPBIN B3aUMOAEHUCTBYET C aHTUT€HOM. XOTsI BCE TPU
CDR B kaxao# 1emnu 3a4elCTBOBAaHbI B CB3bIBAHUU aHTUreHa, cuuTaeTcs, yto CDR3 sBisercs
NIePBUYHOI aHTHIEHCBSI3bIBAIOIIEH 00J1aCThiO, B TO BpeMsi kKak cuutaercs, uto CDR1 u CDR2 B
MEPBYIO OUepeab pacrno3HatoT mosekyny HLA.

[0069] Ecnu npsimo He ykas3aHo, U eClii KOHTEKCT He yKa3biBaeT Ha uHoe, TepMuH « TCR»
TaKXKe BKJIFOUAET aHTUTCHCBS3BIBAIOIINN ()PArMEHT MJIM aHTUT'CHCBS3BIBAIOINYIO YaCTh JIFOOOTO
TCR, packpbITOro B JAaHHOM IOKYMEHTE, U BKJIIOYaeT MOHOBAJICHTHBIA W JBYXBAJICHTHBIN
¢parmeHT wim 4acth, a takke oxgHouenoyeuHbli TCR. Tepmun «TCR» He orpanuymBaercs
BcTpedaromumucss B npupoae TCR, cBs3aHHbIMH C TOBepXHOCThIO T-kieTku. B koHTEKCTe
naHHoro nokyMmeHta TepMuH «TCR» NONMOSHUTENBHO OTHOCUTCS K ONHCAHHOMY B JaHHOM
nokymeHnTe TCR, KOTOpBI 3KCIIpeccUpyeTcss Ha MOBEPXHOCTU KJIETKU, OTINYHON OT T-kieTku
(Hanpumep, KNETKH, KOTOpas SKCIPECCUPYETCS €CTECTBEHHbIM 00pa3oM WM KOTOpas
moaudunmposana ais sxkcnpeccun CD4, kak OMUCaHO B JAHHOM JIOKYMEHTE), WJIH OMHCAHHOMY
B naHHOM nokyMmeHTe TCR, KOTOpbI HE CONEPKUT OT KJIETOYHOH MeMOpaHsl (Hampumep,
BeieneHHbli TCR mmm pactBopumsiii TCR).

[0070] «AHTUTEHCBs3bIBatOIasl Mouyekynay, «4dactb TCR» wmmum «dparment TCR»
otHocuTcs K oboi yactu TCR, menbieii o pasmepy, yem Becb TCR. AHTHUTE€HCBSI3bIBAIOIIAS
MoiekyJia MoxkeT BKIrouaTe CDR.

[0071] «AHTHTeH» OTHOCUTCS K JIIOOOW MOJIeKyNe, Hanpumep, TENTHIY, KOTOpas

BBI3BIBAET MMMYHHBIH OTBET MM crnocoOHa cs3biBaThesi ¢ TCR. B KOHTEkCTe HaHHOTO
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JOKYMEHTa TEPMHH «3IUTOI» OTHOCUTCS K YaCTH MOJIUIMENTUAA, KOTOPasi BbI3bIBA€T UMMYHHBIN
otBeT Win crnocoOHa cBs3biBaThcst ¢ TCR. MIMMyHHBI OTBET MOJKET MNpPEAINoNaraTb WIN
BBIPAOOTKY aHTHUTEJ, MM aKTHBALUIO CIIEU(PHIHBIX TMMYHO-KOMITETEHTHBIX KJIETOK, WM U TO,
u apyroe. CrienuanucTy B JaHHOW 00JIaCTH TEXHUKH OyJIET MOHATHO, YTO JH00ast MAKpOMOJIEKYJIa,
BKJIFOYasl MPAKTUYECKU BCE OEIIKU MU TTETITH/IbL, MOXKET CJIY’KUTh B KA4€CTBE AHTUT'€HA. AHTUTEH
W/ 3TUTON MOTYT OBITh 3HIOTE€HHO SKCIIPECCHPOBAHBI, /1.€. 3KCIPECCUPOBATHCS ME€HOMHOMN
JHK, nnu Moryt ObITh peKOMOMHAHTHO SKCIIPECCUPOBAHBlL. AHTUTE€H W/WJIN 3TIUTON MOTYT OBITh
crieun(pUIHBIMU AJIS1 ONIPENEeNIEHHON TKaHU, TAKOH KaK paKkoBasi KJIETKA, UM MOTYT ObITh IIMPOKO
skcnpeccupoBanbl. Kpome Toro, pparmeHTs! 60s1ee KpyImHBIX MOJIEKYJI MOTYT (DYyHKIIMOHHUPOBATh
KaK aHTUTeHbl. B ONHOM acmekTe aHTUIE€HbI NPENCTABISAIOT COOOW OMyXOJIeBble AHTUTEHBL
OnUTon MOKET MPHUCYTCTBOBATH B OoJiee JJIMHHOM mojunentune (Hanpumep, B OeJke), WU
STHTOI MOXKET MPUCYTCTBOBATH B BUAE (pparMeHTa Oosee JIMHHOTO NOJIUIenTuAa. B HeKOTOphIx
acreKTax SMUTON 00pasyeT KOMIUIEKC C IJIaBHBIM KOMIUIEKCOM rucrocoBmectumoctu (MHC;
TaKkKe Ha3bIBAEMBbIN B JAHHOM Kak OObeAMHEHHBIH B KOMIUIekc ¢ Monekyioi HLA, nanpumep,
mornekyioi HLA knacca 1).

[0072] B xontekcre manHoro nokymenta tepMusbl «CCND1y», «G1/S-cnemmpuyecknit
kmH-D1», «6enok B-knerounoi mumdomsr 1», «BCL-1» mwimu «PRADI1» , oTHOcsTCS K
peryJsITOpHOMY KOMIOHEHTy komiutekca wukiuH D1-CDK4 (DC) uyenoBeka, KOTOpPBIit
dbochopunrpyer U MHrHOMPYyeT TpenCTaBUTENEl cemeiicTBa OenkoB peruHoOacTombl (RB),
Bkitouasi RB1, u perymupyer kierodHblii Uk BO Bpems nepexona G1/S. dochopunupoBanue
RB1 mnosBomsier auccouuuposath (aktop TpaHckpunuun E2F ot kommiekca RB/E2F wu
MOCJIEAY FOIIYIO TPAHCKPUITLIUIO TeHOB-MuIieHel E2F, koTopble OTBEYAIOT 3a MPOXoskaeHue (Hasbl
G1. CCNDI1 Takxe yuactsyer B runopocdopunupoBanuu RB1 B panneii paze G1. Kommiekcb
mukiud  D-CDK4  aBisiroTcsi OCHOBHBIMH — MHTETpaTOpaMU  Pa3jIMYHBIX MHUTOT€HHBIX U
aaTuMuTOreHHbIx curHasioB. CCND1 takske siisiercst cyocrparom st SMAD3, gochopunupyst
SMAD?3 B 3aBUCHMOCTH OT KJIETOYHOT'O LIMKJIA U MOAABJISISI €M0 TPAHCKPUIILIMOHHYIO aKTUBHOCTD.
CCNDI Takxe sBIsieTcss KOMIOHEHTOM TpoitHoro komruiekca mukianH D1/CDK4/CDKNIB,
HEOOXOIUMOTO ISl SIIEPHOIM TPAHCIIOKALMM U aKTUBHOCTH KomIulekca mukimH D-CDK4, a
CCND1 nposiBasieT TpaHCKPUIILIMOHHYIO KOPETIPECCOPHYI0 akTUBHOCTH ¢ INSM 1 Ha mpomoTtopax
NEURODI1 u INS He3aBUCHUMBIM OT KJIETOYHOTO IHKJIa 00pa3oM. Myrtanuy, aMumnpuKkanus u
ceepxakcrpeccusi CCND1, koTopble U3MEHSFOT X0 KJIETOYHOTO IHKJIA, YacTO HAOM0Ia0TCs B
Pa3JINYHBIX OIMYXOJISIX U MOTYT CIIOCOOCTBOBATH OHKOT€HE3Y.

[0073] B xontekcre maHHoro aokymeHta TepMuH CCNDI oTHOocUTCS HE TONBKO K

NIOJTHOPa3MEPHOH KaHOHWYECKOH MOCIIeIOBATEIBbHOCTH, HO TAK)KE K €€ BApUaHTaM U (pparMeHTam.
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AwmunokuciotHas nocienoaresbHocTh CCND1 (SEQ ID NO: 16) npencrasnena B Tabmume 1
(UniProtKB — P24385).
Tabauua 1. AMuHOKHCIOTHAs nocnenoBaTeabHocTh CCNDI1

SEQ

ID Awmunokuciiotdas nociaenosareibHocTs CCND1

NO:

MEHQLLCCEVETIRRAYPDANLLNDRVLRAMLKAEETCAPSVSYFKCVQK
EVLPSMRKIV
ATWMLEVCEEQKCEEEVFPLAMNYLDRFLSLEPVKKSRLQLLGATCMFVA
SKMKETIPLT
AEKLCIYTDNSIRPEELLQMELLLVNKLKWNLAAMTPHDFIEHFLSKMPEA
EENKQIIRK
HAQTFVALCATDVKFISNPPSMVAAGSVVAAVQGLNLRSPNNFLSYYRLT
RFLSRVIKCD
PDCLRACQEQIEALLESSLRQAQQNMDPKAAEEEEEEEEEVDLACTPTDVR
DVDI

16

[0001] B xoHTekcTe naHHoro nokymeHta, TepMuH «HLA» OTHOCHUTCS K 4eJIOBEUECKOMY
nerikouurapHomy antureny. l[enst HLA  komgupyroT Oelku TNIAaBHOTO — KOMILIEKCA
rucrocoBmectumoct (MHC) y moneii. benku MHC skcripeccupyroTcst Ha MOBEPXHOCTH KJIETOK
Y 3a/1eiCTBOBaHbBI B aKTUBALMK UIMMyHHOTO oTBeTa. [ 'enbl HLA knacca Il kogupyroT 6enku MHC

knacca 1l KOTOpbIE  3KCIPECCHUPYIOTCS  HAa  TOBEPXHOCTH  MPOdeCCUOHANBHBIX

>
anTUreHnpeseHtTupymux kierok (APC). Heorpannuuparomme npumepsl mpodecCHoHaTbHbBIX
APC BKIIIOUArOT MOHOLUTHL, Makpodaru, aeaaputHbie kietku (JIK) u B-numdouuntsl. Hexoropeie
SHAOTENHAJIbHBIE U SIUTENHATIbHbIE KJIETKH MOTYT TakKe 3KcrpeccupoBaTh Mosekynsl MHC
knacca Il mocne akTuBauMM BOCHANUTENBHBIX CUTHANOB. JIIOAM, y KOTOPBIX OTCYTCTBYIOT
¢dyukunonanpable Mosekysnsl MHC knacca II, upe3Bbl4aliHO BOCTIPUUMYHUBBEI K LIEJIOMY Py
UH(EKIUOHHBIX 3a00JIeBaHMI 1, KaK MPABUIIO, YMUPAIOT B MOJIOZIOM BO3pacTe.

[0002] B konrtekcre manHoro nokymenta «mosekyna HLA xmacca II» unm «monexyna
MHC knacca II» otHOCHTCS K O€IKOBOMY IMPOAYKTY AUKOTO THIA WK BapuaHTy reHa HL A knacca
II, xonupyromemy monekyny MHC knacca 1I. CoorBercrBenno, «monekyna HLA knacca [I» u
«monexysna MHC knacca II» ucrnonb3yroTcst B JaHHOM IOKyMEHTe B3auMo3ameHsieMo. Tunuuxas
mogiekysia MHC knacca Il cocrout u3 nByx OenkoBbIX Lemnei: anmbga-menu u Oerta-mernu. Kak
NPaBUJIO, BCTPEYAOLINECs B MpHpoae anbda-nenu u Oera-uenu comep’kar TPaHCMEMOpPaHHBIN

JIOMEH, KOTOPBIA MPUKPEIUISTIOT alib(a/OeTa-1enb K MOBEPXHOCTH KJIETKH, W BHEKJIETOYHBIN
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JOMeH, KOTOpbIi HeceT aHTHIeH U B3anmonerncTayer ¢ TCR w/mnu CD4, s3xcnpeccnpoBaHHBIMU
Ha T-knetke.
[0003] U anppda-, u 6era-uenru MHC knacca I kopupyrotcst reHHbIM KoMIuiekcom HLA.
Kommieke HLA pacnionoxen B obmactu 6p21.3 Ha KOPOTKOM IUI€Y€ XPOMOCOMBI O HeJIOBEKa U
copepxxut Oonee 220 reHoOB ¢ pa3nuYHBIMU (QyHKUMAMHU. | 'eHHbIli komruiekce HLA sBisercs
BBICOKO BapHaTuUBHBIM, ¢ Oonee dem 20 000 aymenelt HLA u poacTBeHHBIX ajuienel, BKIIOUas
bonee 250 amneneti anbda-nenn MHC xmacca II u 5000 amneneit 6era-uenn MHC xiacca 11,
U3BECTHBIX B JaHHOW oOyactu, xkoxpupyromux Teicsun 6enkoB MHC knacca II (em. nanpumep,
hla.alleles.org, nata mocnennero noceuienus: 20 mast 2019 r., KOTOPBIN MOJHOCTHIO BKIIKOYEH B
JaHHBIM JOKYMEHT MocpencTBoM ccbulku). Hampumep, omuu Takoi amnens HLA-DP, DP4,
ABJISIETCSA HAHOOJIee YaCTO BCTPEUYAIOIIIUMCS aJIJIeNIeM BO MHOTHUX STHHUYECKUX IPyIIax.
[0004] Tpu nokyca B kommiekce HLA konupyrot 6enku MHC knacca II: HLA-DP, HLA-
DQ u HLA-DR. HLA-DO u HLA-DM koaupytoT OeKu, KOTOPbIE ACCOLUUPYIOTCS ¢ MOJIEKYJIOH
MHC xiacca Il u monaepkuBarT ee KOHPUTYPALIUIO U QYHKIHIO.
[0005] Korna monekyna MHC knacca II oOpasyer KOMIUIEKC C aHTHUT€HHBIM MENTHIIOM,
aHTUreHHbIM nentua AauHoM 10-30 aMMHOKHMCIOT CBSA3BIBAE€TCSL C MENTUACBA3BIBANOLIEH
HOJIOCTBI0 U BHEKJIeTO4HO mpencrasisiercss CD4+ kmerkam. UM anbda-, u  Oera-uenu
CKJIaZIBIBAIOTCS B IBA OTHEJIbHBIX AOMeHa; aimbda-1 u anbda-2 nis anbda-nonunentuaa u dera-1
u Oera-2 gy Oera-nojunentuna. HesamMkHyTasi MENTHACBS3BIBAIOINAS TMOJIOCTh, B KOTOPOH
HAXOIUTCS TPENCTaBICHHBI aHTUIeH, HAXOAUTCS MeXay noMmeHamu anbda-1 u Oera-1. Ilpu
B3aumopeiricteuu ¢ CD4+ T-knerkoit xommuiekc MHC knacca II B3aumopeiicteyer ¢ T-
kierounbiM perentopoM (TCR), skcnpeccupoBanubiM Ha noBepxHocTH T-kinerku. Kpome Toro,
Oera-uenp> monekynsl MHC kmacca II cmabo B3aumopeiicteyer (Kp > 2 mMM) ¢ CD4,
JKCIIpeccupyemMbiM  Ha  mnoBepxHocTu  T-knmetku.  KaHoHuueckas — aMMHOKHCIOTHas
nocienosatenbHocTh CD4 (UniProt - PO1730) npencrasnenas Tabauue 2 (SEQ ID NO: 17).
Tadauua 2. AMuHOKHUCIOTHas nocnenosarenbHocTh CD4 uenoseka
MNRGVPFRHLLLVLQLALLPAATQGKKVVLGKKGDTVELTCTASQKKSI
QFHWKNSNQIKILGNQGSFLTKGPSKLNDRADSRRSLWDQGNFPLIIKNL
KIEDSDTYICEVEDQKEEVQLLVFGLTANSDTHLLQGQSLTLTLESPPGSS
PSVQCRSPRGKNIQGGKTLSVSQLELQDSGTWTCTVLQNQKKVEFKIDIV
VLAFQKASSIVYKKEGEQVEFSFPLAFTVEKLTGSGELWWQAERASSSKS
WITFDLKNKEVSVKRVTQDPKLOMGKKLPLHLTLPQALPQYAGSGNLTL
ALEAKTGKLHQEVNLVVMRATQLQKNLTCEVWGPTSPKLMLSLKLENK
EAKVSKREKAVWVLNPEAGMWQCLLSDSGQVLLESNIKVLPTWSTPVQ
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PMALIVLGGVAGLLLFIGLGIFFCVRCRHRRRQAERMSQIKRLLSEKKTCQ
CPHRFQKTCSPI (SEQ ID NO: 17).

[0006] TepMuH «ayTOJIOTUYHBIN» OTHOCHTCS K JIIOOOMY Matepuaity, MOJYYeHHOMY OT
TOrO k€ WHAUBUAYYMa, KOTOPOMY OH Mo3xe OyneT MmoBTOpHO BBeneH. Hampumep, Tepamws
ayTOJOTMYHBIMU T-KJI€TKaMy BKJIIOUAeT BBeAeHHE CyObekTy T-KJIeTKH, BBIACJIEHHOH U3
OopraHu3zMa TOro e CcyObekTa. TepMUH «aJJIOTeHHBI» OTHOCHTCS K JIIOOOMY Marepualy,
NOJY4€HHOMY OT OJTHOTO MHAMBHIYYMA, KOTOPBIH 3aT€M BBOAUTCS IPYrOMY MHAWBUIAYYMY TOTO
e Buza. Hanpumep, TpaHCIUTaHTaIMs aJUIOT€HHBIX T-KJIETOK BKIIFOUaeT BBereHHE cyObekTy T-
KJIETKH, TIOJIyYE€HHON OT JOHOPA, OTIMYHOTO OT CYOBEKTa.

[0007] «Pak»  oOTHOocMTCS K  LIMPOKOW  TIpymme  pasiudHbIX  3a00JeBaHUH,
XapaKTEePU3YIOIINUXCS HEKOHTPOJIMPYEMBIM pPOCTOM AHOMAJbHBIX KJIETOK B OpraHU3Me.
Heperynmupyemoe neneHue M pOCT KIETOK HPUBOAUT K OOPAa30BAHUIO 3JIOKAYECTBEHHBIX
OIyXOJieH, KOTOpble IPOHHUKAIOT B COCEAHHE TKAHH, a TaKK€ MOIYT MeETacTa3upoBaTh B
OTHAJICHHbIE YaCTH Tejia 4epe3 JUM(PATHYeCKYI0 CHUCTEMY MM KPOBOTOK. TE€PMHUH «paK» HIIH
«paKoBasi TKaHb» MOXET BKJIIOYATh B ce0st omyxonb. [IpuMeprl BHIOB paka, KOTOPBIE MOXKHO
JIEYUTh CIOCOOAMH MO HACTOSIIIEMY U300PETEHUIO, BKIIFOUAIOT, HO HE OTPAHUYMBAIOTCS MU, PaK
UMMYHHOH CHCTEMBI, BKJIIOUasi TUMGPOMY, JIEWKO3 U APYTHe JEHKOLUTAPHBIC 3JI0KaYeCTBEHHbBIE
oOpazoBaHus. B HEKOTOpBIX acmekTax CrnocoObl MO HACTOSALIEMY H300PETEHHI0 MOTYT OBITh
NIPUMEHEHBI JIJIs1 YMEHBIIEHUS pa3Mepa OMyXOJIH, TPOUCXOSIIEH, HapUMep, U3 paka KOCTH, paka
MOYKH, paKa MPENCTATEbHON >KeJe3bl, paka MOJIOYHOHM >KeJie3bl, paka TOJCTON KHUIIKH, paka
JIETKOTO, KOXKHOH WJIM BHYTPHIJIA3HOH 3JI0KAYECTBEHHOW MEJAHOMBI, paka MOIKeTyJOYHON
JKEJIe3bl, paKa KOXH, paka TOJIOBbI MJIM INEH, KOXXHOH WM BHYTPHUIJIA3HOW 3JI0OKaYECTBEHHOU
MeJIAHOMBI, paKa MaTKH, KapLIUHOMBI (PaJIONMUEBBIX TPYO, KAPLIMHOMBI SHAOMETPUS], KAPLITHOMBI
IeHKH MAaTK{, KAapUWHOMBI BJIATAIMINA, KAapUUHOMAa BYJbBBL, JHUM(POMBI XOKKHHA,
HeXOIUKKUHCKOH ymMbombl  (HXJI), mepBuYHON MeauacTUHAJIBbHOW B-KpymHOKJIETOYHOH
mmpomsl (IIMBKIJI), nuddysnoit B-kpynHoknerounoi mumdomsr (JIBKKII), ¢pomnmukynsapHoi
aumdomsl (PJI), TpanchopmupoBaHHON (HOIUTUKYISIPHOU JTUMGPOMBI, JTUM(POMBI MAPTUHATHHOU
30HbI cenedeHku (JIM3C), paka nuimeBosa, paka TOHKOH KHIIKH, paka SHAOKPHHHON CHCTEMBI,
paka IIUTOBUIHOM JKENe3bl, paKa MapallUTOBUAHON JKeJe3bl, paka HaANOYEYHHKOB, CAPKOMBI
MSITKHX TKaHel, paka ypeTpbl, paka TOJOBOrO HJI€HA, XPOHHYECKOTO WM OCTPOro JIEHKO3a,
ocTporo wmuenouaHoro Jedkoza (OMJI), XpOHMYECKOTO MHEIOUAHOTO JIeHKO03a, OCTPOro
numdodiactoro seiikoza (OJIJI) (Bkmrouas we T-xierounsiii OJIJI), xXpoHHYECKOro
auMmdormrapHoro seikosa (XJIJI), comuaHbIX Omyxoyiel NeTCKOro BO3pacTta, JUM(OIUTAPHON

auM(pOMBI, paka MOUEBOTO TMy3bIps, paka IMOYKH WIM MOYETOYHHKA, KAPLUHUHOMA MOYEHHOM
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JIOXaHKH, HOBOOOpa3oBaHMs LeHTpanbHOW HepBHOW cuctembl (LIHC), mepBuunoit mumdomer
IMHC, onyxoneBoro aHruoreHesa, OMyXOJU OCH IO3BOHOYHHKA, INIMOMBI CTBOJIA T'OJIOBHOIO
MO3ra, aIeHOMbI runogu3a, capkoMbl Kamomm, snmuaepMouIHOTO paka, INOCKOKIETOYHOTO PakKa,
T-xknerounoit mUMQOMBI, BUABI paka, MHIYLHUPOBAHHBIE OKPYXKAIOIIEH CpemoH, BKIIOUAs pak,
UHIYLUHUPOBaHHBIA acOecToMm, apyrue B-kjeTouHble 370KaUeCTBEHHBIE OIYXOJH, a TaKKe
KOMOMHAIINY YKa3aHHBIX BUAOB paka. KOHKpeTHBIN BU paka MOXKET OTBEYaTh HA XUMHUOTEPAITHIO
WK JIYYEBYIO TEPAITUIO, MITH PaK MOXKET ObITh pepaKkTepHBIM.

[0008] PedpaxrepHblil pak OTHOCHTCS K PaKy, KOTOPBIH HE MOANAETCS XUPYPTHUECKOMY
BMELIATENbCTBY, U Pak JHUOO N3HAYAIBHO HE OTBEYAET HA XUMHOTEPAIHIO WIIH JIYYEBYIO TEPAIIHIO,
100 pak MepecTaeT OTBeYaTh C TEUCHUEM BPEMEHHU.

[0009] B KOHTeKCTe NaHHOrO MAOKYMEHTa TEPMHH «IIPOTHUBOOIYXOJEBBIH 3(dexT»
OTHOCUTCSI K Ouonorudeckomy 3(pQexTy, KOTOPbII MOXKET MPOSIBIATHCS B BHUIE YMEHBIICHUS
o0bemMa OmyXoJM, YMEHBIIEHUS KOJIMYECTBA OMyXOJIEBBIX KJIETOK, CHIDKEHHUs nposudepanun
OITyXOJIEBBIX KJIETOK, YMEHBLICHUs KOJINYECTBA METACTA30B, MOBBIMIEHNs 00l BbDKHBAEMOCTH
WIN BBDKMBAEMOCTH 0€3 NpOrpecCHpOBAHMS, MOBBIIICHUS] MPOAOUKUTEIBHOCTH SKU3HU HIIH
YAYYIIEHHUS PAa3JIMYHBbIX (PU3UOJOTHYECKUX CHMIITOMOB, AaCCOLMHPOBAHHBIX C OIYXOJBIO.
IIporuBoonyxonesslil 3pPeKT TakKke MOXKET OTHOCUTHCS K MPEAOTBPALICHUI0 BO3HHUKHOBEHUS
OIyXOJH, HaNpumMep, K BaKLIHE.

[0010] TepMuH «BBDKMBAEMOCTb 0€3 MPOrPECCUPOBAHUS», KOTOPBIA MOXKET ObITh
cokpaieH kak BBII, B KOHTEKCTE JAHHOTO JOKYMEHTA OTHOCHUTCS K NPOMEXYTKY BPEMEHU OT
JaThl Hayaja JIeYeHHWs 1O JaThl MPOrpecCUpOBaHUsl 3a00JIeBaHUS B COOTBETCTBHH C
NePeCMOTPEHHBIMU KpuTepusiMu otBeTa IWG st 3710ka4ecTBEHHOH JIMM(GOMBI MM IO JaThl
CMEPTH 10 JIF0OOH MpUUnHE.

[0011] «[IporpeccupoBanue 3a00JIEBaHUS» WU «IIPOrPECCUPYIOINee 3a00JIeBaAHUEY,
KOTOpO€ B KOHTEKCTE€ TAHHOTO JOKYMEHTa MOXKeT ObIThb COKpamieHo kak 113, otHocuTcs K
YXYIUIEHUIO OJHOTO WK 00Jiee CUMIITOMOB, aCCOLMHUPOBAHHBIX C KOHKPETHBIM 3a00JI€BAHUEM.
Hanpumep, nporpeccupopanue 3a00aeBaHus y CyOBEKTa, CTPAIAOIIETO PAKOM, MOYKET BKJIFOUYATh
YBEJIMYCHHUE KOJIMYECTBA WM pa3Mepa OJHOTO WM OoJiee 3JI0KAYeCTBEHHBIX IOPAKEHUH,
METaCTa3UpPOBAHUE OMYXOJIU U CMEPTh.

[0012] TepMHH «IPOIOJKUTEIBHOCTh OTBETA», KOTOPBIH MOXKET OBITh COKpAIleH Kak
IIpO, B KOHTEKCTE NAHHOTO AOKYMEHTa OTHOCUTCA K IMEepUOly BPEMEHU MeXAy IEePBbIM
OOBEKTHBHBIM OTBETOM CyOBEKTa U JaTOH MOATBEPIKACHHOTO MPOrPECCHPOBaHUs 3a00IEBaHUS B
COOTBETCTBHH C MEPECMOTPEHHBIMH KpHUTepusiMu oTBeTa IWG i1s 310KaueCTBEHHOH JTMM(OMBI

WJIU A0 aTOU CMEPTH.
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[0013] Tepmun «oOImasi BIKUBAEMOCTbY», KOTOPBIM MOKeT ObITh cOkpamieH kak OB,
OTIPENEJAETCS KaK BPEMsI OT IaThl POBEIEHHOTO JICYEHHUS 10 1aThl CMEPTH.

[0014] «IuTOKMH» B KOHTEKCTE JAaHHOTO JOKYMEHTa OTHOCHTCS K OeNky, He
SBJISTFOIIEMYCSI AHTUTEJIOM, KOTOPBII BBICBOOOKIAETCS] OJHOM KJIETKOH BOTBET Ha KOHTAaKT CO
cnenuprUIeCKNM AaHTUTEHOM, NPU 3TOM LHUTOKHH B3aUMOJEHCTBYET CO BTOPOH KIIETKOH,
OTocpenysi OTBET BO BTOPOH KieTke. LIUTOKMH MOKET SHIOT€HHO SKCIIPECCUPOBATHCS KIETKON
WIIH MOXeT OBITh BBeNleH CYObeKTy. LIUTOKMHBI MOTYT BBICBOOOXKIATHCS HMMYHHBIMHU KJIETKAMHU,
BKJIIO4ast Makpodaru, B-knerku, T-k1eTku U TydHBIE KIETKH, U Pa3BUTHA UIMMYHHOTO OTBETA.
IIUTOKMHBI MOTYT BBI3BIBaTH PA3JIMYHBIE OTBETHI B KJETKe-penunueHre. LIUTOKMHBI MOTYT
BKJIFOYAaTh TOMEOCTATHYECKHE LIUTOKHHBI, XEMOKHUHBI, IPOBOCMAJHUTEIbHbIE LUTOKHHBI,
s¢pdexroper U Oenku octpoit (¢asel. Hampumep, romeoctaTudeckue LHUTOKUHBI, BKJIFOYAs
uHTepneiikud (IL) 7 u IL-15, cnocoOCTBYIOT BEDKMBAHHIO U NMPOJIH(epaii UMMYHHBIX KIIETOK,
a MPOBOCHAJUTENbHBIE [IUTOKMHBI MOTYT CIIOCOOCTBOBATH PA3BUTHIO BOCIAIUTENIBHOTO OTBETA.
[IpuMepbl roMeOCTaTUYECKUX LIUTOKMHOB BKJIIOYAIOT, HO He orpaHuuuBarotcs umu, 1L-2, 1L-4,
IL-5, IL-7, IL-10, IL-12p40, IL-12p70, IL-15 u wunrepdepon (IFN) ramma. Ilpumepst
MPOBOCMAIUTENbHBIX IATOKWHOB BKJIFOYAIOT, HO HE orpaHrunBaroTcst umi, [L-1a, IL-1b, IL-6, IL-
13, IL-17a, ¢pakrop Hekposa onyxonu (PHO)-anvdpa, PHO-6era, pakrop pocra Gubdpodiacto
(FGF) 2, rpanynouurtapHo-MakpodaraibHbiii kKononuectumyaupyoomui ¢akrop (IM-KCD),
pacTBOpUMYIO MoJiekyny MexkkierouHoit aaresun 1 (sICAM-1), pacTBopumyro MOJIEKYIy
cocyaucroii anresun 1 (sVCAM-1), dakrop pocra sumorenusi cocynos (VEGF), VEGF-C,
VEGF-D u ¢axrop pocra mnauentel (PLGF). Ilpumepsr 3¢¢exkTopoB BKIOYAIOT, HO HE
OTPaHUYMBAIOTCS UMH, TPaH3UM A, rpaH3uM B, pactBopumerii nurana Fas (sFasL) u nepdopun.
ITpumeps! OenkoB ocTpoli (ha3bl BKIIOYAOT, HO HE OTPaHUYUBAIOTCS UMH, C-peakTHBHBIN 0ok
(CPB) u ceiBopoTounslii ammions A (SAA).

[0015] «XeMOKHHBI» TPEINCTABJSIOT COOOW THI IUTOKWHOB, KOTOPBIE OMOCPEAYIOT
XEMOTAKCHC KJIETOK WJIM HANpaBJIEHHOE IBIKeHHE. [IprMephl XeMOKHWHOB BKJIIOYAIOT, HO HE
orpannunBaroTcss umu, IL-8, IL-16, s0TakcuH, 30TakCHH-3, XEMOKHH, TMOJYYEHHBbIH W3
makpodaro (MDC wmu CCL22), moHomutapHbiii xemotakcuueckuii Oenok-1 (MCP-1 wumu
CCL2), MCP-4, makpodaranpsblii BocanutenbHblil 0Oenok 1o (MIP-10, MIP-1a), MIP-13 (MIP-
1b), ramma-manyumupoBanHbeii Oenok 10 (IP-10) u perymupyeMblii THMyCOM W aKTHBAalMEH
xeMokuH (TARC nmu CCL17).

[0016] Jlpyrue npuMepbl aHAJUTOB M IMTOKMHOB [0 HACTOSIIEMY H300PETEHHIO
BKJIFOYAIOT, HO HE OTPAaHUYMBAIOTCS MU, XeMOKHHOBBIH (MoTuB C-C) nurang (CCL) 1, CCLS,
MoHouuT-crieruduuecknii  xeMokud 3 (MCP3 wmm CCL7), xeMoaTTpakTaHTHBIH Oelok

MoHouuToB 2 (MCP-2 uau CCL8), CCL13, IL-1, IL-3, IL-9, IL-11, IL-12, IL-14, IL-17, IL-20,
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IL-21, rpanynouuTtapHblii kojgoHuecTuMyupyomuii pakrop (I'-KC®), netiko3-uHrubupyrommi
¢axrop (LIF), onkocrarua M (OSM), CD154, numdorokcus (LT) 6era, nurann 4-1BB (4-1BBL),
auraHn, nHAymupyomui nponudepanuio (APRIL), CD70, CD153, CD178, rmroKOKOPTHKOWA-
UHIYUUPOBaHHBIA nurasHy, ces3aHabiil ¢ penenropom ®HO (GITRL), unen cynepcemericTsa
¢axTopos Hekposza onyxonu 14 (TNFSF14), OX40L, nurang 1, skcnpeccupyemsiii ®HO- u
APOL-cBsizannbvu neiikoruramu (TALL-1) win @HO-cBsi3aHHBIN HHAYLUPYIOMUN anonTo3
murann (TRAIL).

[0017] «TepaneBTuuecku  3QQPeKTHBHOE  KOMUUECTBO»,  «3(pdexTnBHAas 1032y,
«3¢(eKTHBHOE KOJUYECTBO» WIIN «TeparneBTudeck 3pPpekTuBHAs TO3UPOBKAY JIEKAPCTBEHHOIO
npenapara WM TEPaneBTHYECKOrOo CpPEACTBAa IMPEACTaBiseT co00i Jr00oe KOJHMYeCTBO
JIEKapCTBEHHOT'O Tperapara, KOTOpOe IMPH MCIONb30BAHMM OTAENBbHO WJIM B KOMOMHAILMH C
APYTMM TEpaneBTHYECKHM CPENCTBOM 3alUINaeT CyOBeKT OT pa3BUTHS 3a0O0NIeBaHUS HIIH
criocoOcTByeT perpeccun 3a0oNieBaHMS, O YeM CBUAETENBCTBYET YMEHBLICHHE TSKECTH
CHUMIITOMOB 3a00JI€BaHMs, YBEJIMYEHHE YacCTOThl U TNPOAOJDKHTEIBHOCTH OECCHMITOMHBIX
nepronoB 3a00IeBaHMs MM NPEIOTBPALICHUI0 HAPYLICHUH (QYHKLIUI WM WHBAJIUIHOCTH U3-32
6onesnn. CriocoOHOCTh TEPameBTUUECKOTO CPEACTBA CHOCOOCTBOBATH PETPECCHU 3a00JIeBaAHMS
MOXXeT OBITb  OIIEHEHa C  HCIOJNb30BAHMEM  MHOXECTBA  CIIOCOOOB,  M3BECTHBIX
KBATN(ULNPOBAHHOMY MPAKTHKYIOIIEMY Bpady, HalpuMmep, y JIIOJeH BO BpeMs KINHUYECKUX
UCTIBITAHUH, B CHCTEMaX JKUBOTHBIX MOJENEH, MpeacKa3blBAOIINX d3PPEKTHBHOCTh TPUMEHEHUS
y JIFOAEH WM TyTeM aHaJIu3a aKTUBHOCTH areHTa B aHAJIM3AX i1 VIlro.

[0018] B KOHTEKCTE TaHHOTO JOKYMEHTA TEPMUH «JTMM(OLUT» BKIOYAET €CTECTBEHHBIE
xkujuiepubie (NK) knerku, T-xknerku wim B-knmerkn. NK-kjieTku npenctaBisioT coOOH T
IIUTOTOKCUYECKUX (TOKCHUYHBIX JJISi KJIETOK) JUM(OLUTOB, KOTOpbIE MPENCTaBISIOT COOOH
OCHOBHOM KOMITOHEHT BPOKIE€HHOH MMMYHHOH cucteMmbl. NK-KJIeTKH OTTOpraroT ONyXOju U
KJIeTkn, uHpUUUpoBaHHBIe BUpycamMu. OHHM paboTAlOT depe3 MpoLEeCcC aronro3a WiIn
3arporpaMMHUPOBAHHON rrdeny KiaeToK. X Ha3Balll «eCTECTBEHHBIMH KHJUIEPAMUY, IOTOMY YTO
OHH He TPeOYyIOT aKTHBALMH JJIsl YHUYTOXKEHUS KJIETOK. T-KJIETKH UrparoT BaXKHYIO POJIb B
KJIETOYHOM uMMyHuTere (0e3 3anmeiictBoBaHusi aHtuTen). T-kierounele penentopsl (TCR)
muddepertmpyroT T-kIeTKH OT APYrux TUMOB JUMGPOUMTOB. THMyC, CHElMaIN3HpPOBAHHBIA
OpraH UMMYHHOMH CHCTeMBbI, B IIEPBYIO Ouepeb OTBedaeT 3a cozpeBanue T-kierok. CyiiecTByer
IIECTh THUNOB T-KJIETOK, a HMMEHHO: XenmnepHble T-knetku (nanpumep, CD4+ kierkn),
uToToKcHu4eckue T-kiaerku (Takke m3BectHble kak TC, nurorokcuueckuii T-mumdonur, CTL,
kaerka T-xwinep, nuronurnyeckue T-knetkn, CD8+ T-knerkun nimm kmutepHslie T-kiaerku), T-
kiaeTkn mamMsATd ((1), CTBOJIOBBIE KIETKH NaMATH TscM, KaK M HAaWBHBIE KIETKH, SBJISIOTCS

CD45RO-, CCR7+, CD45RA+, CD62L+ (L-cenextun), CD27+, CD28+ u IL-7Ro+, HO oHu
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Takke JKcrmpeccupyroT Oombmoe kommuectBo CDO9S5, IL-2RB, CXCR3 wu LFA-1, wu
JIEMOHCTPUPYIOT MHOTOYHMCJIEHHbIE (PYHKLMOHAJIbHBIE TNPU3HAKH, XapaKTEPHbIE IJIsI KJIETOK
namaATn); (i1) UeHTpaisbpHble KIeTKH namstd Tcm skcnpeccupyror L-cenektun u CCR7, oHm
cekperupyrot IL-2, Ho He IFNy mnn IL-4, u (ii1) s dexTopHble KiaeTkn namsaTd Tem, XOTS He
skcnpeccupyroT L-cenexktun mimmu CCR7, HO nponyuupyroT 3¢ eKTopHbIE IUTOKUHBL, TAKHE KaK
IFNy u IL-4), perynstopusie T-knerku (Treg, cympeccopusie T-knetku nmu CD4+CD25+
peryssitopubie T-knetku), ecrectBeHHble KuiuiepHble T-kinetku (NKT) u ramma-gensra T-
KJIeTKH. B-kJieTku, ¢ Apyroil CTOPOHBI, HTPAIOT OCHOBHYIO POJIb B TYMOPAJbHOM UMMYHUTETE (C
3anieficTBOBaHNEM aHTUTEN). B-kiieTka BhipabaThIBaeT aHTUTENA U AHTUT€HBI U BBIOIHAET POJIb
a"TureHnpeseHTupyromux kietok (APC) u npeBpainaercst B B-kieTku namsiTu nocie akTHBaluu
MyTeM B3aUMOJAEWCTBUS AHTUT'CHOB. Y MIICKONMUTAIOLINX He3pesble B-kierku o0pasyroTcst B
KOCTHOM MO3re, OTKyAa U MPOU30LLIO UX Ha3BAHUE.

[0019] TepMuH «reHeTUYECKH CKOHCTPYUPOBAHHBIN» WM «CKOHCTPYHUPOBAHHBIN»
OTHOCHUTCSI K CIOco0y MoAM(UKAIMY T€HOMAa KJIETKH, BKJIFOYas, HO HE OTPAaHUYUBASICH 3TUM,
yaajieHre KOIUPYIoLel Wi HEKOAUPYIOIEeH 00IacTH WK ee YaCTH, WIN BCTaBKy KOANUPYIOIIEH
obnactu uiM ee 4acTu. B HEKOTOPBIX acnekrax MoaupuIHpyemMas KiIeTKa MpeAcTaBsier coOoit
mumborur, nanpumep, T-KIeTKy Wi MOAM(PUIMPOBAHHYIO KJIETKY, SKcnpeccupyoomyn CD4,
KOTOpasi MOJKET ObITh IOJIy4eHa OT MalueHTa Uik oHopa. Kierka Moxer ObITh MOTU(UIIPOBAHA
IUIsL DKCTPECCUU HK30T€HHOW KOHCTPYKLMM, TaKON Kak, Hanpumep, T-KJIE€TOUHBIH peLenTop
(TCR), packpbIThlii B JaHHOM JOKYMEHTE, KOTOpas BKJIFOYEHA B '€HOM KJIETKH. B HEKOTOpBIX
acTeKTax KJIETKa SBISIETCS MOAU(PUIIUPOBAHHOM 1ist skcnpeccun CD4.

[0020] «MMMyHHBII OTBETY» O3HAYAET ACHCTBHE KJIETKH UMMYHHOW CUCTEMBI (HampuMep,
T-numpounros, B-numdonntos, ecrectBeHHbIXx KuuiepHbix (NK) kierok, makpogaros,
SO3MHO(PUIIOB, TYYHBIX KJIETOK, ICHIPHUTHBIX KIETOK W HEHTPOPHIOB) M PaCTBOPHMBIX
MaKpOMOJIEKYJI, MPOAYLHUPYEMbIX JIOOOH M3 3THUX KIETOK WM IMEYEHbIO (BKJIIOYAs aHTUTENA,
LIUTOKMHBl M CHUCTEMy KOMIUIEMEHTAa), YTO TNPUBOAUT K H30UPATENbHOMY HALEIUBAHUIO,
CBSI3bIBAHUIO, TOBPEXKACHUIO, PAa3PYIIEHUIO W/WIH YOAIEHHIO W3 OPraHU3Ma IO3BOHOYHOI'O
BTOPTAIOIINXCS TIATOTEHOB, KJIETOK WJIM TKaHEH, WHPUIMPOBAHHBIX MMATOTCHAMHU, PAKOBBIX WU
APYTUX aHOMAJIbHBIX KJIETOK WJIM, B CIIy4ae ayTOMMMYHUTETA WM NATOJIOrMYE€CKOr0 BOCHAIEHNS,
HOPMAJIBHBIX KJIETOK WJIM TKaHEH 4eIOBEeKa.

[0021] TepMuH «MIMMYyHOTEpATHS» OTHOCHTCS K JICUEHUIO CYOBEKTa, CTPANAIOMIEro HIIH
MOABEPXKEHHOTO PHUCKY 3apaKeHUs] WM CTPATAIOIIEro PELUINBOM 3a00JIEBaHMS, C TOMOIIBIO
crioco0a, BKIIOYANOLIEr0 HHAYKLIUIO, YCHUIIEHHUE, MTOJABICHNE MM MHOE U3MEHEHHEe UMMYHHOTO
oreerta. IIpumepbl MMMyHOTEpanuK BKJIOYAKOT, HO HE OrPAHMYUBAIOTCS WUMH, T-KIE€TOYHBIE

TEpanunu. T-xneTounas TEpanrsad MOXKET BKIHOYATH AAONTUBHYHO T-KJ'IGTOLIHYI-O TECparuro,
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UMMYHOTEpanuio  onyxonb-uHGuiasTpupyromumu  gumbouutamu  (TIL), ayromoruunyro
KJIETOUHYI0 TEpaIvio, CKOHCTPYMPOBAHHYIO ayTOJNOTM4HYIO Kierounyro Ttepamuto (eACT) u
QJUIOT€HHYIO TPAHCIIAHTAUUO T-KIIETOK.

[0022] Knerxu, ncronb3yemple B UMMyHOTEPANUH, ONMHCAHHOW B AAHHOM AOKYMEHTE,
MOTYT OBbITb TOJy4E€Hbl M3 JFOOOr0 HMCTOYHHMKA, W3BECTHOIO B JAHHOW OOJNACTH TEXHUKH.
Hanpumep, T-knerku MoryT ObITh qU(QPEPEHITUPOBAHBI i1 Vifro U3 TIONMYJISILIUNA T€MOIMO3 THIECKUX
CTBOJIOBBIX KJIETOK, MJIH T-KJIE€TKH MOTYT OBbITh MOJy4eHbl OT cyObekTa. T-KiIeTku MOryT ObITh
NOJIYY€HBI, Hanpumep, U3 MOHOHYKJICAPHBIX KJIETOK nepudepuydeckoil KpoBH, KOCTHOTO MO3Ta,
TKaHU JTUM(PATHUECKUX Y3JIOB, MyTIOBUHHON KPOBH, TKAHU TUMYCa, TKAaHU M3 odara WHQEKLUUH,
acIINTa, INIEBPAIbHOTO BBINOTA, TKAHU ceNe3eHKHU U omyxouneit. Kpome toro, T-kaeTku MOryT ObITH
NOJIy4eHbl U3 OJHOW miu Oojee MUHMN T-KJIETOK, JOCTYIHBIX B AaHHOM oOnmacTu TeXHUKU. T-
KJIETKH TaKKe MOTYT OBITh IOJY4eHbl W3 €IUHHLBI KPOBH, COOpaHHOH y CyOBeKTa, C
UCIIOJIb30BAHUEM JTIOOOTO KOJIMYECTBA METOJOB, M3BECTHBIX CIELMAINCTY B JAHHOH 00JacTH
TEeXHUKH, Takux Kak pasmenenue w/wim adepes FICOLL™. JlonmomHHUTENbHBIE CIOCOOBI
BbIeneHns T-kierok st T-KJIeTO4HOM Tepanuy pacKpbIThl B maTeHTHOH nyOmmukanuu CIITA Ne
2013/0287748, xOoTOpasi MOJHOCTHEO BKJIKYEHA B JAHHBIH JOKYMEHT IMOCPEICTBOM CCBLIOK.
HNmmyHOTEepanusi Takke MOXKET BKIIOYATh BBEEHHE CYOBEKTY MOAU(PHLMPOBAHHON KIETKH,
npudem MmoxauduupoBanHas kierka skcrpeccupyer CD4 u TCR, packpbIThle B JTaHHOM
IOKyMeHTe. B HEKOTOpBIX acnekTax MOAU(HUIHUPOBAHHAS KJIETKA HE sIBJIAeTCs T-KJIeTKOM.

[0023] «[larieHT» B KOHTEKCTE NAHHOTO JOKYMEHTa BKJIFOYAeT JIIOOOro YeoBeKa,
CTPaTaroLIero pakoM (Hanpumep, TAMGPpOMON WK JTIEUK030M). TepMUHBI «CYyOBEKT» U «TTAIIHEHT
HCIIOJIB3YIOTCSl B JAHHOM JOKYMEHTE B3aUMO3aAMEHSAEMO.

[0024] TepMHUHBI «TIENTUAY, KTOJUMENTH U «OEJIOK» UCTIONB3YIOTCS B3aHMO3aMEHSIEMO
U OTHOCATCS K COEIMHEHHIO, COfieprKallleMy aMHUHOKHCIIOTHBIE OCTaTKU, KOBAJIEHTHO CBs3aHHbBIE
NeNTUAHBIMU CBSI3AMU. bBeJok WM mentuj OOJDKEH coiepkaTb MO MeHbIIeW Mepe [Be
AMUHOKHUCJIOTBl U HE OTPaHMYMBAETCS MAaKCHUMAaJIbHbIM KOJHYECTBOM aMHUHOKHCIOT, KOTOpbIE
MOJKET COIepIKaTh MOCIeNOBATEIbHOCTh OeNka win nentuaa. IloaumnenTiapl BKIFOYAOT B ceOs
060l menTun WK OeNok, conaeprKaluil ABe Win Oojiee aMHHOKHUCIIOT, COSIUHEHHBIX JIPYT C
APYyroM MEeNnTUAHBIMU CBA3SIMU. B KOHTEKCTE JaHHOTO JOKYMEHTa 3TOT TEPMUH OTHOCUTCS KaK K
KOPOTKHM LIETsIM, KOTOPbIE B JaHHOH O0JIACTH TEXHUKHU TAK)KE YaCTO HA3BIBAKOTCS MENTHIAMH,
OJIUTONENTHAAMH U OJIMTOMEPaMHU, HaIPUMEP, TaK U K O0Jiee IUTMHHBIM LIETsIM, KOTOPbIE B JAHHOM
00J1acTH TEXHUKU OOBIYHO HA3BIBAIOTCS OENKaMH, KOTOPBIX CYLIECTBYET MHOXECTBO THIOB. K
«TIOJIMIIENTHAAM» OTHOCATCS, HANPHUMEpP, OMOJOTHYeCKH aKTUBHBIE (PPArMEHTHI, TIO CYIIECTBY
TOMOJIOTUYHbBIE TOJMIENTU/bl, OJIUTONENTUBbl, TOMOAMMEpPBI, TIEeTepOAUMEpHl, BapUAHThI

MMOJIMTICIITH OB, MOI[I/I(I)I/ILII/IpOBaHHbIe NMOJIMNENTUABI, TPOU3BOAHBIC, AHAJIOTH, FI/I6pI/II[HbIe 66J’IKI/I,
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cpean npounx. [lonmumenTHapl BKIFOYAIOT MPUPOIHBIE MENTHIbI, PEKOMOWHAHTHBIC MENTHIBL,
CHHTETHYECKHUE MENTH bl WJIN X KOMOWHALINH.

[0025] «CTUMYJISIIUST» B KOHTEKCTE MAHHOTO JOKYMEHTa OTHOCUTCS K TEPBUYHOMY
OTBETY, WUHAYLIUPOBAHHOMY CBSI3bIBAHMEM CTHUMYJIHPYIOLIEH MOJEKYJbl C €€ pPacro3HaBaeMbIM
JMTaHIOM, TPUYEM CBSI3bIBAHHE OINOCPENYeT COObITHE mepenauyn curHana. « CTUMyIUpyromas
MOJIEKyJIa» TpencraBisieT coboil Monekyny Ha T-kierke, nanpumep, KOMIUIEKC T-KJI€TOYHBIN
peuenrop (TCR)/CD4, xotopeiii  crenuu4ecku  CBSI3BIBAETCST €  PACcO3HABaEMbIM
CTUMYJMPYIOIIMM JIMTAHAOM, TPUCYTCTBYIOLIMM Ha AHTUIEHIIPE3CHTUPYIOIIEH KIETKE.
«CTUMYTUPYIOIIUN JIMTAH) TNPEACTaBIsieT COOOM JMraHn, KOTOPBIH, KOTAa MPUCYTCTBYET Ha
aHTUTeHIIpe3eHTupyoIen kiuerke (nanpumep, aAPC, nenpputHOil kierke, B-knerke u T.Im.),
MOXeET crenn(UIEcK CBA3BIBATBCA CO CTUMYJHMPYIOLIEH Monekysoi Ha T-kieTke, TeM caMbIM
Onocpenys NepBUYHBIN OTBET T-KJIE€TKH, BKJIHOYasi, IOMUMO MPOYEro, aKTUBALUIO, HHULIUALIIO
UMMYHHOTO OTBeTa, mponudepanumo u T.1m. CTUMyJIHPYIOIIME JHTaHAbl BKIIOYAIOT, HO HE
orpannuuBaroTcss umu, mosekyny MHC knacca II, HarpykeHHyro nentuaom, antureno k CD4,
a"tuTeno-cyneparonuct k CD2, anturteno-cyneparonuct k CD28 u aHTUTENO-CyneparoHuCT K
CD3.

[0026] TepMuHBl «KOHAULMOHUPOBAHHE» U «IIPEABAPUTEIBHOE KOHIULUOHHPOBAHHUE»
UCTIOJIB3YIOTCS B JAHHOM JOKYMEHTE B3aUMO3aMEHSIEMO U YKA3bIBAIOT HA MOJATOTOBKY MMALIUEHTA,
HY>KaloIerocss B Tepanuu T-kjieTkamu A MOAXOMSIIEro COCTOsIHUS. B KOHTeKCcTe AaHHOro
JOKYMEHTa KOHIWIMOHMPOBAHHE BKJIIOYAET, HO HE OrPaHUYMBAETCS OSTHUM, YMEHbIIEHUE
KOJINYECTBA SHAOTCHHBIX JIMM(OLUTOB, YJAJIEHHE CTOKA LIUTOKHHOB, TOBBIIIEHUE YPOBHS B
CBIBOPOTKE OIHOTO WM OO0Jiee TOMEOCTATUYECKHX LUTOKUHOB WJIM MPOBOCHIAJIHTEIBHBIX
¢axTopos, ycunenue s¢pdexropHor GyHKunU T-KI€TOK, BBOAUMBIX MTOCJIE KOHIUIIMOHHPOBAHUS,
YCUJICHHE AKTUBALlMM W/WJIU AOCTYNHOCTH AHTUTCHIIPE3CHTUPYIOIINX KJIETOK, WIN Jro0as ux
KOMOWHaIMs 10 Hadana T-kjaerodHo Tepamuu. B OZHOM acrmekTe «KOHIMIMOHHPOBAHUE»
BKJIFOYAET TMOBBIIIEHUE YPOBHS B CHIBOPOTKE OMHOrO WM Oojiee LUTOKUHOB, HANpUMED,
unrepneiikuna 7 (IL-7), uarepneiikuna 15 (IL-15), unrepneiikuna 10 (IL-10), uaTepnetikuna 5
(IL-5), ramma-uanyunpoBanHoro Oenka 10 (IP-10), unrepnefikuna 8 (IL-8), moHOUMTAapHOTO
xemotakcnueckoro Oenka 1 (MCP-1), dakropa pocra mnanents! (PLGF), C-peaktuBHoro Oenka
(CPB), pactBopumoii MoJiekyJibl MeskkieTouHoi anre3nn 1 (SICAM-1), pacTBOpUMON MOJIEKYJIbI
cocymucroii aaresmn 1 (sVCAM-1) wiu moboit ux komOuHammu. B nmpyrom acmnekre
«KOHJULIMOHMPOBAaHNE» BKIJIIOUAET NOBBILIEHHE CbIBOpOTOYHOrO ypoBHs IL-7, IL-15, IP-10, MCP-
1, PLGF, CPB unu nt000¥i uX KOMOMHAIIMH.

[0027] «JleueHne» WM «IpoLeCC JIEUEHHs)» CYOBEKTa OTHOCHTCS K JIOOOMY THITY

BMCHIATCNIBCTBA WJIM TIPOLECCA, BBIIIOJHACMOrO B OTHOLICHUU CY6"beKTa, UJIN K BBECIACHHIO
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AaKTUBHOTO BEINECTBA CYOBEKTy C ILEeNbl0 OOpaIleHHsl BCIATh, YIYYIIEHHUs, OOJerdeHus,
UHrUOMPOBAHUS WJIM 3aMEJICHUs] FUTH MPEJOTBPALEHHs Havala, MPOrpPEeCCHPOBAHUS, PA3BUTHH,
TSDKECTH WIIM PELUANBA CUMIITOMA, OCJIOKHEHUS], COCTOSIHHSI MJTH OMOXUMHYECKUX MTOKa3aTenei,
CBsI3aHHBIX C 3a0oJjieBaHMEM. B OTHOM acmekTe «JIeueHue» WIN IPOLEeCC JIEUSHUsD» BKIOYAET
YaCTUYHYIO peMUCCHI0. B 1pyrom acmekre «jiedeHHe» WU «IPOLECC JIEUEHMs» BKIIOYAET
MOJIHYKO PEMUCCHIO.

[0028] Hcnonp3oBaHue anbTepHATHBBI (Hanpumep, «WIW») CIEAYyeT IOHUMAThb Kak
O3HavamlIlee OAVH U3 BAPUAHTOB, 00a BapUaHTa WM JOOYI0 MX KOMOMHAIMIO albTepHAaTUB. B
KOHTEKCTE HACTOALIEr0 IOKYMEHTa yrnorpeOsneHue (opMbl €IMHCTBEHHOTO YHCNA CIEAyeT
NOHUMATh KaK OTHOCSINEECs K OIHOMY HJIM HECKOJBKHUM» U3 JI0O0ro M3 YHOMSHYTBHIX WIH
NEePEYUCIEHHBIX KOMIIOHEHTOB.

[0029] TepMHUHBI «OKOJI0» UITN KCOCTOSILUMN IO CYLIECTBY U3» OTHOCSTCS K 3HAYEHUIO WU
COCTaBY, KOTOpPbIE HaXOISTCS B Mpefesax JOMyCTUMOrO JUana3OHa OMIHMOKU ISl KOHKPETHOrO
3HAYEHHsI MJIM COCTaBa, KaK ONpEeseHO CHEeNUAJINCTOM B JaHHOH 00NacTH TeXHUKH, YTO OyneT
YaCTUYHO 3aBHCETh OT TOTO, KaK 3HAYEHHE WM COCTaB U3MEPSAETCS WIM ONpenensercs, m.e.,
OTrpaHUYEHUN CUCTEMBbI U3MepeHus. Hanpumep, TEPMHUH «OKOJIO» WM «COCTOSIIIUMN MO CYIIECTBY
U3» MOXKET O3HauaTh B npenenax 1 wim Oosee 1 CTaHAAPTHOrO OTKJIOHEHUS! B COOTBETCTBHUU C
NPAKTHKOH B JAHHOW OOJAaCTH TeXHHKH. B KadecTBe ajbTepHATHBBI TEPMHUH «OKOJIO» HIIH
«COCTOSIIIUI MO CYLIECTBY M3» MOXKeT O3Ha4daTh Auamna3oH no 10% (m.e., = 10%). Hanpumep,
OKOJIO 3 MI' MOKET BKJIIOUATh JIE000e Koju4ecTBo OoT 2,7 mr 1o 3,3 mr (B kadectBe 10%). Kpome
TOr0, OCOOEHHO B OTHOIIEHUH OHOJOTHYECKUX CHUCTEM HWJIM MPOLECCOB, 3TH TEPMHHBI MOTYT
O3Hay4aTh B Mpejenax Mopsiika BeJIMUHHbI WIH B Mpefenax S-kpaTHoro 3HaueHus. Ecnu B 3asBke
u GpopMysie n300peTeHUs MPENCTaBIeHbl KOHKPETHBIE 3HAYECHHUSI HJTH COCTAaBbL, €CJIM HE YKAa3aHO
HHOE, CJIeyeT MPEANoiaraTb, 4YTO 3Ha4€HHEe TEPMUHA KOKOJIO» WM «COCTOSIUUN MO CYLIECTBY
U3» HAXOAUTCS B Mpeenax JOMyCTUMOrO JUana3oHa OUTHOOK ISt 3TOr0 KOHKPETHOTO 3HAYCHUS
WM COCTaBa.

[0030] B koHTekcTe HacTOSIIEro MJOKYMEHTa JIFOOOH Juama3oH KOHLEHTPALUH,
NPOLEHTHBIN JUamna3oH, JUana3oH COOTHOLIEHUI WM LeJOYMCIICHHBbIN AManasoH cleayeT
MOHUMATh KaK BKJIFOYAKOIUH 3HAUEHHE JI0OOro LEJOro YMcia B YKa3aHHOM JUANa3OHe W, NMPU
HEOOXOMMOCTH, YaCTH LEJIOr0 Yucia (HampuMep, OJHOM IeCATON M OJHOW COTOM YacTH IEJIOTO
YHCJIa), €CIIN HE YKa3aHO HHOE.

[0031] Paznuunbie acmekThl m300pereHuss Oojiee MOAPOOHO OMHMCAHBI B CIEAYIOLINX

nojpasesax.

II. Komno3uuuu no packpbITHio
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[0032] Hacrosimmee packpbitne otHocutcst K T-knerounbiM peneniropam (TCR) mmm mx
AHTUTEHCBS3BIBAIOIIINM YaCTsIM, KOTOpPbIE Crielu(pUIecKn CBA3bIBAOTCS ¢ snutornoM Ha CCND1,
MOJIEKYJIaM HYKJIEMHOBOH KHCJIOTBI, KOAUPYIOIIMM HX, U KjeTkam, copepxamuMm TCR unu
MOJIEKYJIy HYKJIEHHOBOH KHCJIOTHL. HekoTopble acneKkThbl HACTOSIIErOo PAaCKpPbITHS OTHOCATCS K
crioco0aMm JIeYeHHsl paka y HY KIAIOIIErocss B 3TOM CyOBEKTa, BKIIIOYAIOIINM BeIeHHE CYOBEKTY
kietku, comepskameii TCR, omncaHHble B JaHHOM JOKYMeHTe. [[pyrue acrekTbl HACTOSIIErO
packpbiTust oTHOCsTCA K anutony CCNDI1, ¢ xoropsim cessbiBatoTcss TCR, u monekynam HLA
knacca II, oObenMHeHHBIM B KOMILIEKC ¢ menTuaoM, Bkiovaromum snuton CCND1.

[0033] T-knerounnrii  peuentop, wim TCR, mnpencrasmser coboli  Mosekyimy,
HAaxXOJIALIYIOCS Ha moBepxHOCTH T-kierok wmn T-mumdonmuroB, KOTOpas OTBe4aeT 3a
pacriosHaBaHue ()ParMEHTOB aHTUI€HA B BUJE INENTHIOB, CBSI3aHHBIX C MOJIEKYJIAMHU TJIABHOTO
komriekca rucrocoBmectumoctd (MHC). CesasbiBanne mesxxay TCR 1 aHTUr€HHBIMU IIENITUAAMEI
MMeeT OTHOCHTEJIbHO HM3KYI0 apQHUHHOCTB M SBJIAETCS BBIPOXKIEHHBIM: TO ecTh, MHOrue TCR
Pacmo3HAIT OJUH U TOT K€ AaHTUT€HHBIN MEeNTUA, U MHOTHE AHTUTE€HHBIE MENTU/IbI PACIIO3HAKOTCS
onuuM u tem ke TCR.

[0034] TCR cocrout u3 nOBYX pa3HbIX OENKOBBIX Iemned (TO eCTh SIBIAETCS
rerepoarmepoM). B 95% uenoseueckux T-kinerok TCR cocrout u3 anbga-uenu (o) u Gera-uenu
(B) (komupyembix TRA u TRB, cooTBeTcTBeHHO), Toraa kak B 5% uenoBeueckux T-kimerok TCR
cocTouT U3 ramma- u aenbta (y/8) ueneii (konupyembie TRG u TRD, cooTBercTBeHHO). JlaHHOE
COOTHOIIEHHE MEHSETCs B MPOLIECCe OHTOreHe3a W NpHU 3a00JIeBaHUsAX (HATpUMEp, JIEHKEMUH).
OHo Takke pazianyaercs Mexxay BupaMu. OpTosioru 4 TOKyCOB ObLITH KAPTUPOBAHBI Y PA3JIUYHBIX
BUAOB. Kaxxaplil TIOKyC MOXKET MpOAYLUPOBATH MHOXKECTBO MOJHUIENTHIOB C KOHCTAHTHBIMU U
BapHradOeIbHBIMU O0JIACTSMH.

[0035] ITpu B3aumopeiicteuu TCR ¢ anTurennsM nentugom 1 MHC (nenrun/MHC) T-
JTUM(OLIMT AKTUBUPYETCS TIOCPEACTBOM CUTHAJIBHOM TPAHCAYKIHUHU, TO €CTh Psiia OMOX MIMHYECKUX
COOBITHIA, OTOCPEOBaHHbBIX CBSI3aHHBIMU bepmeHTamuy, KO-peLenTopamy,
CHEeLMATN3UPOBAHHBIMU  aJalTepHbIMU  MOJIEKYJaMM U aKTUBUPOBAaHHbIMH  WIIU

BBICBOOOXKIaeMBIMH (DAaKTOPAMH TPAHCKPHUIILIUH.

ILA. MoJiexyJibl HYKJI€HHOBBIX KHCJIOT
[0036] OnpeneneHHble aCMEKTbl HACTOSIIIETO PACKPBITUS OTHOCSITCA K MOJIEKyJaM
HYKJIEMHOBBIX ~KHCJIOT, cofepkamuM (1) TepBYI HYKIJIEOTHAHYIO MOCIENOBATEIbHOCTD,
konupyromyro pekomMOuHaHTHBIE TCR wiam ero aHTHreHCBS3BIBAIOLIYIO YacTh, KOTOpas
cnenuduueckn cpsizbiBaeT denoeuecknii CCND1 («antu-CCND1 TCR»), u (ii) BTOpYyHO

HYKJICOTUAHYIO NOCIEAOBATECIIbHOCTD, IMPUYEM BTOPAA HYKIICOTHAHAA NOCIECAOBATCIIbHOCTD WA
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NOJIMIMENTH, KOOUPYEeMbI BTOPOW HYKJIEOTHIHOM IOCIENOBATEIbHOCTBIO, WHIHOHPYET
skcrpeccuro  sHAoreHHoro TCR. B ompeneneHHbIX acmekTtax BTopas HyKJIEOTHIHAs
NIOCJIEIOBATENIbHOCTD MPENICTABIIIET COO0H HE BCTPEUAIOINYIOCS B IPUPOE TOCIEOBATENbHOCTD.
B npyrux acnekTtax BTopasi HyKJIEOTUIAHAS ITOCJIEAOBATEbHOCTD SIBIISIETCS CHHTETHYECKOH. B eme
APYTUX aCHeKTaX BTOpas HyKJIEOTHIHAS MOCJIENOBATENbHOCTh BKIIOYAET MOCIEN0BATEIbHOCTD,
HAlleJIEHHYI0O Ha HYKJEOTHUAHYIO IOCIEN0BAaTENbHOCTh, Koaupyromyr sHiuoreHHoii TCR. B
HekoTopbIx acnekTtax aHTU-CCNDI1 TCR xonkypupyer ¢ stajsoHHbiM TCR 3a cBsizbiBaHuE C
yenoseueckuM CCND1. B nekoropeix acnektax antu-CCND1 TCR cBsI3pIBa€T TOT K€ 3MUTOI
WK nepexpbiBaroliuiics sanuron yenosedeckoro CCND1, uto u stanonssiii TCR.

[0037] B Hexotopsix acnekrtax 3TanoHHbi TCR conmepkut anbda-uens u Oera-Lenb,
npudeM anba-1enb COAEPKUT ONpenessIoIyo KoMmaeMeHTapHocTb oonacts 1 (CDR1), CDR2
u CDR3; Gera-uens copepxxutr CDR1, CDR2 u CDR3; u npuuem stanonssiii TCR comepxur
CDR3 anba-uenu, npencrasnennyo B SEQ ID NO: 7, u CDR3 Gera-uienu, npeacTaBieHHYIO B
SEQ ID NO: 10. B Hexoropsix acnekrax nocinenoarenbHoctd CDR1, CDR2 u CDR3 anbda-
LIeNU NIPUCYTCTBYIOT B AMUHOKHUCIIOTHOM IOCNeioBaTeabHOCTH, npenacTasieHHoi B SEQ ID NO:
1, a sranonnsnii TCR comepxur nocnenosarensHocTH CDRI1, CDR2 u CDR3 OGera-uenw,
MPUCYTCTBYIOLINE B AMUHOKUCJIOTHOM MOCienoBarenbHoCcTH, npencrasieHHol B SEQ ID NO: 2.
B nekotopsix acnekrax stanonsblii TCR comepskut anbda-nens u OeTa-uensb, npuyueM aibgpa-
LEeNb CONEPXKUT aMUHOKHCIIOTHYIO TOCIeA0oBaTeIbHOCT, npeacTasieHHyo B SEQ ID NO: 1, a
Oera-1enb CONEPKUT aMHUHOKHCIIOTHYIO TOCJIeI0BaTeIbHOCTD, npenactaBiennyo B SEQ ID NO:
2.

Ta6auua 3. ITocnenosarenbHocTH anbga-tenu u 6era-uenu TCR

SE

Q

D Llens TCR | ITocnenoBaTenpHOCTH

NO:

KDQVFQPSTVASSEGAVVEIFCNHSVSNAYNFFWYLHFPGCAPR

Anbda- LLVKGSKPSQQGRYNMTYERFSSSLLILQVREADAAVYYCAVC

. L[eTTb TLYNFNKFYFGSGTKLNVKPNIQNPDPAVYQLRDSKSSDKSVCL
(amunokuc | FTDFDSQTNVSQSKDSDVYITDKTVLDMRSMDFKSNSAVAWSN
JI0Ta) KSDFACANAFNNSIIPEDTFFPSPESSCDVKLVEKSFETDTNLNFQ

NLSVIGFRILLLKVAGFNLLMTLRLWSS
AAGGACCAAGTGTTTCAGCCTTCCACAGTGGCATCTTCAGAG

18 Arsga- GGAGCTGTGGTGGAAATCTTCTGTAATCACTCTGTGTCCAAT

He GCTTACAACTTCTTCTGGTACCTTCACTTCCCGGGATGTGCAC




-29-

(ayKneoTH

)

CAAGACTCCTTGTTAAAGGCTCAAAGCCTTCTCAGCAGGGAC
GATACAACATGACCTATGAACGGTTCTCTTCATCGCTGCTCA
TCCTCCAGGTGCGGGAGGCAGATGCTGCTGTTTACTACTGTG
CTGTCTGCACCTTATACAACTTCAACAAATTTTACTTTGGATC
TGGGACCAAACTCAATGTAAAACCAAATATCCAGAACCCTG
ACCCTGCCGTGTACCAGCTGAGAGACTCTAAATCCAGTGACA
AGTCTGTCTGCCTATTCACCGATTTTGATTCTCAAACAAATGT
GTCACAAAGTAAGGATTCTGATGTGTATATCACAGACAAAAC
TGTGCTAGACATGAGGTCTATGGACTTCAAGAGCAACAGTGC
TGTGGCCTGGAGCAACAAATCTGACTTTGCATGTGCAAACGC
CTTCAACAACAGCATTATTCCAGAAGACACCTTCTTCCCCAG
CCCAGAAAGTTCCTGTGATGTCAAGCTGGTCGAGAAAAGCTT
TGAAACAGATACGAACCTAAACTTTCAAAACCTGTCAGTGAT
TGGGTTCCGAATCCTCCTCCTGAAAGTGGCCGGGTTTAATCT
GCTCATGACGCTGCGGCTGTGGTCCAGC

21

CurHanpH
BIM TIENTHH
anbda-
L1
(aMHUHOKHC

JI0Ta)

MALQSTLGAVWLGLLLNSLWKVAES

23

CurHanabH
BbIII IENTHUL
anbda-

Henu

(ayKineoTH

)

ATGGCTTTGCAGAGCACTCTGGGGGCGGTGTGGCTAGGGCTT
CTCCTCAACTCTCTCTGGAAGGTTGCAGAAAGC

bera-uenp
(aMuHOKHC

JI0Ta)

GVTQTPKFQVLKTGQSMTLQCAQDMNHEYMSW YRQDPGMGL
RLIHYSVGAGITDQGEVPNGYNVSRSTTEDFPLRLLSAAPSQTSV
YFCASLTDNNEQFFGPGTRLTVLEDLKNVFPPEVAVFEPSEAEIS

HTQKATLVCLATGFYPDHVELSWW VNGKEVHSGVSTDPQPLK

EQPALNDSRYCLSSRLRVSATFWQNPRNHFRCQVQFYGLSEND

EWTQDRAKPVTQIVSAEAWGRADCGFTSESYQQGVLSATILYEI
LLGKATLYAVLVSALVLMAMVKRKDSRG
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19

bera-nens
(ayKkneoTH

iy

GGTGTCACTCAGACCCCAAAATTCCAGGTCCTGAAGACAGGA
CAGAGCATGACACTGCAGTGTGCCCAGGATATGAACCATGA
ATACATGTCCTGGTATCGACAAGACCCAGGCATGGGGCTGAG
GCTGATTCATTACTCAGTTGGTGCTGGTATCACTGACCAAGG
AGAAGTCCCCAATGGCTACAATGTCTCCAGATCAACCACAGA
GGATTTCCCGCTCAGGCTGCTGTCGGCTGCTCCCTCCCAGAC
ATCTGTGTACTTCTGTGCCAGCCTGACAGATAACAATGAGCA
GTTCTTCGGGCCAGGGACACGGCTCACCGTGCTAGAGGACCT
GAAGAACGTGTTCCCCCCAGAGGTGGCCGTGTTCGAGCCTTC
TGAGGCCGAGATCAGCCACACCCAGAAAGCCACCCTCGTGT
GTCTGGCCACCGGCTTCTACCCCGACCATGTGGAACTGTCTT
GGTGGGTCAACGGCAAAGAGGTGCACAGCGGAGTGTCCACC
GACCCCCAGCCTCTGAAAGAACAGCCCGCCCTGAACGACAG
CCGGTACTGCCTGAGCAGCAGACTGAGAGTGTCCGCCACCTT
CTGGCAGAACCCCCGGAACCACTTCAGATGCCAGGTGCAGTT
CTACGGCCTGAGCGAGAACGACGAGTGGACCCAGGACAGAG
CCAAGCCCGTGACCCAGATCGTGTCTGCCGAAGCCTGGGGCA
GAGCCGATTGCGGCTTTACCAGCGAGAGCTACCAGCAGGGC
GTGCTGAGCGCCACCATCCTGTACGAGATTCTGCTGGGCAAG
GCCACCCTGTACGCTGTGCTGGTGTCAGCCCTGGTGCTGATG
GCCATGGTCAAGCGGAAGGACAGCAGAGGC

22

CursaibH
bIII IENTUN
Oera-Lienu
(aMuHOKHC

JI0Ta)

MSIGLLCCAALSLLWAGPVNA

24

CurHaiabH
BbII IENTHUN

Oera-uenu

(ayKneoTH

)

ATGAGCATCGGCCTCCTGTGCTGTGCAGCCTTGTCTCTCCTGT
GGGCAGGTCCAGTGAATGCT

20

CurHaiabH
BIH IIENTH/,

MOJTyYE€HHBI

MMRPIVLVLLFATSALA
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151 u3
¢$ubponna-
L

ILA.1. TCR, KOAHPYEMBbIH nepsoiu HYKJI€OTHIHOH
10CJ1e/10BATEJIbHOCTBIO
[0038] Hacrosimee packpeitue otHocutes k TCR, kogupyemMoMy nepBoi HyKJI€OTHIHOM
MOCJIEA0BATENBHOCTBIO, ONIUCAHHON B JaHHOM AOKyMeHTe. B HekoTopbix acnektax aHTu-CCND1
TCR, xoaupyemblii mepBOil HYKJICOTUAHON MOCIENOBATEIIbHOCTBIO, COAEPIKHUT ajb(a-Lernb u
Oera-mienb, mpuueM anb(a-lenb COAePKUT BapuabeNbHbI JOMEH, coaep:kaiui anbda-Lens
CDRI1, anbpa-uens CDR2 u anbga-nens CDR3; a Gera-nenb copepkuT BapruaOesbHbIH TOMEH,
conepskawmii 6era-uenb CDR1, Gera-uens CDR2 u Oera-uens CDR3. B HEKOTOpBIX acmekTax
CDR3 anbpa-uenn antu-CCND1 TCR comepkUT aMUHOKHCIOTHYIO MOCJEI0BATENbHOCTD,
npenacrasiennyto B SEQ ID NO: 7 (CAVCTLYNFNKFYF). B nekoropsix acniekrax CDR3 Geta-
uenu anTu-CCND1 TCR conep:kut aMHHOKHCJIOTHYIO MTOCIIEAOBATEIbHOCTD, IIPEIACTABICHHYIO B
SEQ ID NO: 10 (CASLTDNNEQFF). B Hekoropsix acnekrax He-CDR obnactu B anbda-menu
w/nnn Oera-Leny SBISIOTCA AOMOJHUTEIBHO MOAU(DHUIIMPOBAHHBIMY, HANPUMED, 3AMEHOH W
MyTalued OJHOW aMHHOKHUCIOTBHI, JBYX AaMHUHOKHCIOT, TpeX aMHHOKHUCIIOT, YeThIpex
AMHHOKUCJIOT, TISITH aMUHOKMCJIOT WJIM IIECTH aMHHOKHUCIIOT, B Pe3yJIbTaTe 4ero ajbda-Lenb
w/wmn Oera-uenb HE SBISIOTCS BCTPEUAOIIMMHUCS B TpUpone. B  HEKOTOpBIX acmeKkTax
n300peTeHns 3aMeHbl WK MyTauu MOryT yiay4dmutb TCR, omucaHHble B JAHHOM JOKYMEHTE,
pasiu4HbIMH criocobamu, Hanpumep, ahpPUHHOCTb CBA3BIBAHMS, CHELU(UIHOCTb CBS3BIBAHMS,
CTa0MJIBHOCTB, BSI3KOCTb WJIH JIFOOYIO0 UX KOMOMHALUIO.
[0039] B nekoropsix acnekrax antui-CCND1 TCR, konupyemblii epBoi HYKJIEOTUTHOMN
nocIe10BaTeNbHOCTHIO, conep:kuT CDR1 anpda-nenu, npuuem CDR1 anbdpa-uenu antu-CCND1
TCR comepXUT aMUHOKHCIOTHYIO IOCJIEAO0BAaTEeNbHOCTD, mpenactasieHHyo B SEQ ID NO: 5
(VSNAYN). B nekoropsix acnekrax antu-CCND1 TCR, kopupyemblii IepBOi HYKJICOTHIHON
nocienoBaTenbHOCThI0, conep:kut CDR1 Gera-uenn, mpuaem CDR1 Gera-uenu antu-CCND1
TCR copepUT aMHUHOKHCIOTHYIO IOCJEAOBaTeNbHOCTb, mpeactasieHHyo B SEQ ID NO: 8
(MNHEY).
[0040] B nekoropsix acnekrax antu-CCND1 TCR, konupyemblii IepBoi HYKJIEOTUIHOMN
NIOCIIeIOBATENbHOCTHIO, conep:kuT CDR2 anvda-nenn, npuaem CDR2 anbda-uenu antu-CCND1
TCR copepuT aMHUHOKHCIOTHYIO IOCJIENOBaTeNbHOCTb, mnpeactasieHHyo B SEQ ID NO: 6
(GSKP). B nekoropwix acnekrax aHTU-CCNDI1 TCR, xomupyemblii mepBoW HYKJICOTHAHOH

NOCIIeI0BaTENbHOCTHIO, conep:kut CDR2 Gera-uenu, mpuuem CDR2 Gera-uenu antu-CCND1
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TCR copepuT aMHUHOKHCIOTHYIO IOCJIENOBAaTEeNbHOCTb, MpeactasieHHyo B SEQ ID NO: 9
(SVGAGI).

[0041] B nexoropsix acnekrax aHTu-CCND1 TCR, xonupyeMslii nepBoil HyKJI€OTHIHON
MOCJIEIOBATENBHOCTBIO, CONEPKUT BapHaOeIbHbIA JOMEH ajb(a-Iend, UMEIOIUN 0 MeHbIIeH
Mepe okojio 80%, mo MeHbIne Mepe okoso 85%, mo meHbleit mepe okoio 90%, nmo MeHblein
Mepe okoJio 95%, mo MeHbIel Mepe okoso 96%, Mo MeHblIel Mepe 0KoIo 97%, nmo MeHblIei
Mepe oxono 98%, mo wmeHbledn Mepe okono 99% wumm okono 100% waeHTHUHOCTH
NIOCJIEIOBATENIbHOCTH C BapHaOeNbHbIM IOMEHOM aMUHOKHCIIOTHOHN ITOC/IEI0BATEIbHOCTH ajib(a-
uenu, npeacrtasieHHot B SEQ ID NO: 1. B nekoropsix acnektax aHTu-CCND1 TCR,
KOAMPYEMBbIH MepBOM HYKJIEOTHIHOH IMOC/IEAOBATEIbHOCTHIO, CONEPXKUT BapHaOeIbHbIH TOMEH
anb(a-ueny, UMermuil o MeHbiueld mepe okosno 80%, mo Mmenbinedl mepe okosio 85%, mo
MeHbIel Mepe okojio 90%, 1Mo MeHblIel Mepe okojio 95%, mo MeHblel Mepe okoso 96%, 1o
MeHbIel Mmepe okosio 97%, mo MeHbliel Mepe okoio 98%, mo MeHblnel mepe okojio 99%
UIEHTUYHOCTH  TOCJIEAOBATENIbHOCTH € BapuadeNbHbIM  JOMEHOM  aMHHOKHMCJIOTHOM
NOC/IeIOBAaTENbHOCTU anbda-ueny, npeacrasieHHoii B SEQ ID NO: 1, mpuuem antu-CCND1
TCR copmepxxut CDR3 anbda-mienu, comepkaliyrd aMUHOKHCIOTHYIO TMOCJIEIOBATENbHOCTD,
npenctasieHnyio B SEQ ID NO: 7. B nekoropeix acnektax antu-CCND1 TCR, xopupyemsiit
NePBOI HYKJIEOTUAHOHN MOCIENOBATEIbHOCTBIO, COAEPXKUT BapHaOeNbHbI JTOMEH anb(a-IenH,
MPUCYTCTBYIOLIUH B aMUHOKHCJIIOTHOW TMOCJIENOBATEIbHOCTH ayib(a-Liernu, MpencTaBIeHHONW B
SEQ ID NO: 1.

[0042] B nexoropsix acnekrax antu-CCND1 TCR, konupyemblii epBOi HYKJIEOTUIHOMN
MOCJIEIOBATENBHOCTBIO, COMEPIKUT BapuaOeNbHbI NOMEH OeTa-leny, UMEIIUN M0 MeHbIIek
Mepe okojio 80%, mo MeHbIne Mepe okosio 85%, mo meHbleit Mmepe okoio 90%, Mo MeHblei
Mepe okoJio 95%, mo MeHbIel Mepe okoso 96%, 1Mo MeHblei Mepe 0KoIo 97%, Mo MeHblei
Mepe oxono 98%, mo wmeHbledn Mepe okono 99% wumm okono 100% wmaeHTHYHOCTH
NIOCJIEZIOBATEIbHOCTH € BapHaOeIbHbIM JOMEHOM aMHUHOKHCIIOTHOH TOCJIENOBATEIbHOCTH OeTa-
uernu, npeactasieHHor B SEQ ID NO: 2. B nekoropsix acnektax aHTu-CCND1 TCR,
KOAMPYEMBbIH MepBOM HYKJIEOTHIHOH MOCIIENOBATEIbHOCTHIO, CONEPKUT BapuaOeIbHbI JOMEH
OeTta-1eny, UMEIOIINIA IO MeHbIIeH Mepe 0kojio 80%, 1o MeHbInel Mepe 0koJio 85%, o MeHbIIeH
Mepe okoJio 90%, mo MeHbInel Mepe okoso 95%, o mMeHblei Mepe 0koIo 96%, Mo MeHblei
Mepe okono 97%, mo MeHbluell Mepe okojo 98% wunM no MeHbllell Mepe okojo 99%
UIEHTUYHOCTH  TOCJENOBATEIbHOCTU C  BapuadeIbHBIM  JIOMEHOM  aMHHOKHUCIIOTHOH
nocjenoBaTeNnbHOCTH OeTa-ienu, mpencrasierHoi B SEQ ID NO: 2, npuuem antu-CCND1 TCR
comepsxkut CDR3  Oerta-uiemu, comep:Kallyrd aMUHOKHCJIOTHYK)  TOCIEIOBATEIbHOCTD,

npencrasiednyo B SEQ ID NO: 10. B mekoropeix acniektax anTu-CCND1 TCR, xogupyemsbirit
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MepBOH HYKJICOTHIHON TMOCJIENOBATEIbHOCTBIO, CONEPKUT BapwaOebHBbIA JOMEH OeTa-lLemnH,
MPECTABJICHHBI aMUHOKHUCIIOTHOM MOCEN0BATENbHOCTHIO, puBeneHHoi B SEQ ID NO: 2.

[0043] B nexoropsix acnekrax anTu-CCND1 TCR, xogupyemblii epBbIM HYKJIEOTUIIOM,
JOTIOTHUTEIBHO COIEPIKUT KOHCTAHTHYIO 00JIaCTh aib(a-1enH, KOHCTAHTHYIO 00J1acTh OeTa-1enu
WIM KaK KOHCTAHTHYIO 00JacTh anb(da-Lenu, Tak M KOHCTAHTHYK oOjacTh Oera-uiernu. B

HekoTopelx  acnekrax  aHTH-CCND1  TCR, koaupyembili  nepBOH  HYKJIEOTUAHOMN

,
NOCJIEIOBATENIbHOCTBIO, COEPKUT KOHCTAHTHYIO 00J1acTh aib(a-1eny, MMEIOLIYIO 10 MEHbIIeH
Mepe okojio 80%, mo MeHbIne Mepe okoso 85%, mo meHblieit Mmepe okono 90%, no MeHblIei
Mepe okoJio 95%, no MeHbIel Mepe okoso 96%, o MeHblIel Mepe 0koiIo 97%, no MeHblIei
Mepe oxono 98%, mo wMmeHbledr Mepe okono 99% wumm okono 100% wmaeHTHUHOCTH
NIOCJIEIOBATENIbHOCTU C KOHCTAHTHOI 00JaCThI0 aMUHOKHCJIOTHON IOCJIENOBATENIbHOCTH ajib(a-
uenu, npeacrtasieHHot B SEQ ID NO: 1. B nekoropsix acnektax aHTu-CCND1 TCR,
KOJUPYEMBIIl MEePBOI HYKJICOTUIHON MOCJIEN0BATENIbHOCTBIO, CONEPIKUT KOHCTAHTHYIO 00JIaCTh
anb(a-11eny, UMEOIIYI0 M0 MeHblel Mepe okono 80%, mo menbleil Mepe okono 85%, mo
MeHbIel Mepe okosio 90%, o MeHblIel Mepe okojio 95%, mo MeHblel Mepe okoso 96%, no
MeHblIel Mepe okoso 97%, no mMeHblIel Mepe okono 98% wunu no MeHbliel Mepe okosno 99%
UIEHTUYHOCTH  TOCIENOBAaTEIbHOCTH C  KOHCTAHTHOM  OOJNACTBIO  aMHHOKHCIIOTHOM
NOCJIeIOBATENIbHOCTU anbda-ueny, npeacrasieHHoil B SEQ ID NO: 1, npuuem antu-CCND1
TCR conepskxur CDR3 anbda-uenu, comepkaiyrd aMUHOKHUCIOTHYIO MOCIEIOBATEIbHOCTD,
npencrasiennyo B SEQ ID NO: 7. B nekoropeix acnektax anTu-CCND1 TCR, komupyemsiii
NIePBOI HYKJICOTHIHOW MOCJIEA0BATENIbHOCTBIO, COAEPKUT KOHCTAHTHYIO 00acTh anb(a-Ieny,
NPUCYTCTBYIOLIYIO B aMUHOKHCIJIOTHOM IMOCHIENOBATEIbHOCTH ajib(a-Leny, MpeaCcTaBIeHHONH B
SEQ ID NO: 1. B Hexotopsix acnektax antTu-CCND1 TCR, xonupyeMblii nepBbIM HYKJIEOTHIIOM,
JOTOJHUTEIBHO CONEPXKUT KOHCTAHTHYIO 00JlacTh anb(a-nenu, KOTopas OTJIUYAeTCs OT
SHJIOTE€HHBIX, HANPUMEP, BCTPEUAIOIINXCS B MPHUPOJE, KOHCTAHTHBIX oOyacTed anbda-uenu. B
HEKOTOpBIX ~aCMeKTaxX KOHCTaHTHas o0NacTh anb(a-Lenu CONEPKUT aMUHOKUCIIOTHYIO
MOCJIEIOBATENbHOCTD, COAEPIKALLYIO IO MEHbIIEH Mepe 1, Mo MeHbLIel Mepe 2, O MEHbIIEH Mepe
3, Mo MeHblIEH Mepe 4 WIM MO MeHbUIEH Mepe 5 aMHHOKHUCIOTHBIX 3aMEH OTHOCHUTEIBHO
AMUHOKHUCIIOTHOMN MOCJIEI0BATENBHOCTH KOHCTAHTHOM obmacTu AMHUHOKHUCJIOTHON
MOCJIeIOBATENBHOCTH alb(a-ieny, npeacrasieHHol B SEQ ID NO: 1.

[0044] B nexkoropsix acnekrax antu-CCND1 TCR, konupyemblii IepBOi HYKJICOTUIHOMN
MOCJIEIOBATENIbHOCTBIO, CONEPKUT KOHCTAHTHYIO 00JacTh OeTa-Lieny, MMEIOLIYI0 110 MeHbIIeH
Mepe okojio 80%, mo MeHbInel mMepe okoso 85%, mo meHbleit Mmepe okoio 90%, mo MeHblei
Mepe okoJio 95%, mo MeHbIel Mepe okosio 96%, 1Mo MeHblIel Mepe 0KoIo 97%, mo MeHblei

Mepe oxosno 98%, mo wmeHbleidr Mepe okono 99% wumm okono 100% waeHTHUHOCTH
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NOCJIEIOBATENIbHOCTH C KOHCTAHTHON OOJIAaCThIO aMHUHOKHCJIOTHOH ITOCIIEOBATENIbHOCTH OeTa-
uenu, npeacrtasieHHor B SEQ ID NO: 2. B nekoropsix acnektax aHTu-CCNDI1 TCR,
KOZIUPYEMBII TIEPBON HYKJIEOTHAHON MOCIIENOBATENbHOCTBIO, CONEPIKUT KOHCTAHTHYIO 00JIacTh
Oera-mieny, UMEIOIYI0 1O MeHbIuel Mmepe okosio 80%, mo meHbiuel mepe okoyio 85%, mo
MeHblIel Mepe 0kojo 90%, mo MeHbine Mepe okoso 95%, mo meHbliel Mepe okojo 96%, mo
MeHblIelH Mepe okoJio 97%, 1o MeHblieill Mepe okoio 98% unu mo MeHbliel Mepe okosno 99%
UJIEHTUYHOCTH  TOCJIENOBATENbHOCTH €  KOHCTAaHTHOM  OOJACThIO  aMHUHOKHMCIJIOTHOH
nocjenoBaTenbHOCTH OeTa-ien, npencrasierHoi B SEQ ID NO: 2, npuuem antu-CCND1 TCR
cogepxkut CDR3  Oera-uiemu, comep:Kailyrd) aMHUHOKHCJIOTHYK) — IOCIEIOBATEIBHOCTD,
npenctasieHHyo B SEQ ID NO: 10. B mexkotopeix acnektax antTu-CCND1 TCR, xonupyemslii
NEePBOM HYKJIEOTHIHOHM MOCIENOBATENbHOCTBIO, COAEPKUT KOHCTAHTHYIO O0JNacTh Oera-1eny,
NPUCYTCTBYIOLIYIO B AMUHOKHMCIIOTHOH MOCeN0BaTeNbHOCTH, pencTasneHHoi B SEQ ID NO: 2.
B nexoropeix acmekrax aHTH-CCND1 TCR, koxupyemblii IEpBbBIM  HYKJIEOTHAOM,
JONOJHUTEIBHO COAEPKUT KOHCTAHTHYIO o0yacTb OeTa-liery, KOTOpas OTJINYaeTcs OT
SHJIOTEHHBIX, HANpuMep, BCTPEHAIOIUXCS B NMPHUPOAE, KOHCTAHTHBIX obnacteil Oera-uienu. B
HEKOTOPbIX ~ aCHeKTaX KOHCTaHTHas oOnactb Oera-Lemu COAEPKUT aMHHOKHUCIIOTHYIO
MOCJIEA0BATENBHOCTD, COAEPIKALIYIO 110 MEHbIIEH Mepe 1, 0 MeHbIIEel Mepe 2, O MeHbIIEH Mepe
3, Mo MeHblIeH Mepe 4 WIuM 1O MeHbUIEH Mepe 5 aMHHOKHCIOTHBIX 3aMEH OTHOCHUTEIBHO
AMHHOKHUCIIOTHOM NIOCJIeIOBATEIbHOCTH KOHCTaHTHOM obnacTu AMHHOKHUCJIOTHOM
nocjenoBaTeNbHOCTH OeTa-1ienu, npencrasiennoi B SEQ ID NO: 2.

[0045] B ompenenennsix acnekrax aHTU-CCND1 TCR, xonmupyemslii mnepBoii
HYKJICOTHTHOHM TMOCIIENOBATEIbHOCTBIO, CONEPKUT ajib(a-1ienb, UMEIOIIYI0 10 MEHbLICH Mepe
okoJio 80%, mo MeHblIeil Mepe okono 85%, mo meHbIuel Mepe okoso 90%, Mo MeHbluel Mepe
okoJi0 95%, o MeHblIeil Mepe okoso 96%, o MeHbIel Mepe okoso 97%, 1Mo MeHbliel Mepe
okoJi0 98%, 1o MeHbIel Mepe 0KoJ10 99% mnu okosio 100% UAEHTHYHOCTH MOCIEA0BATENIbHOCTH
C aMHUHOKHCJIOTHOH TMOCJIEOBATEIBHOCTBIO albda-tieny, npeacrasieHroil 8 SEQ ID NO: 1. B

HekoTopelx  acnekrax  aHTU-CCND1  TCR, koaupyemsili  mepBoH  HYKJIEOTUAHOMN

)
MIOCJIEIOBATEIbHOCTBIO, CONEPIKUT alib(ha-1erb, UMEIOIYI0 10 MeHbIneld Mepe okoso 80%, mo
MeHbIIel Mepe okoJio 85%, o MeHbleil Mepe okojio 90%, no MeHblIel Mepe okoso 95%, no
MeHbIIelH Mepe okoJio 96%, 1o MeHbliell Mepe okojio 97%, no MeHblIel Mepe okoso 98%, no
MeHblle Mepe okono 99% wunu okono 100% MIEHTUYHOCTH IOCJIENOBATENLHOCTH C
AMUHOKUCIIOTHON TOCJIeIOBATeNIbHOCTRIO anbda-nenu, npencrtasienHoit B SEQ ID NO: 1,

npudeM aHTH-CCNDI1 TCR conepsxxut CDR3 anbda-menu, comepskamyrd aMUHOKHCIOTHYIO

MOCJIeIOBATENBHOCTB, npeacTasieHHy0 B SEQ ID NO: 7. B nekoropsix acnekrax anTu-CCND1
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TCR, xonmupyemblii THepBOH HYKJIEOTHAHOH IOCIENOBATENbHOCTBIO, COAEPIKUT anb(a-Iiens,
COZIePKaIyI0 aMIHOKHUCJIOTHYIO MOCJIEI0BATENIbHOCTD, penctasieHHyo B SEQ ID NO: 1.

[0046] B omnpenenennpix acnektax aHTH-CCND1 TCR, xomupyemsbiii mnepBoi
HYKJICOTHIHOW IOCIIEIOBATEIBbHOCTBIO, CONEPKUT OeTa-Ienb, UMEIINYI0 10 MEHbLIeH Mepe
okoso 80%, o meHblIel Mepe okojo 85%, mo MeHbinel Mepe okosio 90%, Mo MeHbIel Mepe
okoso 95%, mo meHblel Mepe o0koJIo 96%, Mo MeHbinel Mepe okoyio 97%, Mo MeHbIIel Mepe
okoJ10 98%, o MeHblIel Mepe 0k0J10 99% nnu okoso 100% naeHTHYHOCTH NOCIeA0BATENbHOCTH
C aMHUHOKHCJIOTHOH IMOCJIeNOBaTeNbHOCThI0 Oera-nenu, npeacrasieHHoi 8 SEQ ID NO: 2. B

HekoTopelx  acnekrax  aHTU-CCND1  TCR, koaupyemblli  nepBOH  HYKJIEOTHUAHOMN

)
NIOCJIEZIOBATENIbHOCTBIO, COMEPIKUT OeTa-Ienb, UMEIINYI0 Mo MeHbIneil mepe okono 80%, mo
MeHblIel Mepe 0koJo 85%, mo MeHbinei Mepe okoso 90%, no meHblIel Mepe okoJo 95%, no
MeHbIIIeH Mepe okoJio 96%, 1Mo MeHblIel Mepe okojio 97%, o MeHblel Mepe okoso 98%, mo
MeHblIell Mepe okono 99% wumm okono 100% WAEHTUYHOCTU MOCIENOBATENBHOCTH C
AMHUHOKHCJIOTHOM TIOCJIEIOBATENIbHOCTBIO OeTa-ueny, npeacrasieHHoi B SEQ ID NO: 2, npuuem
antu-CCND1 TCR  comepxxur CDR3  Oeta-uienmu, COAepKaLIYH) aMHHOKUCJIOTHYEO
NocJe10BaTeNbHOCTD, npenctasieHHyo B SEQ ID NO: 10. B nexotopsix acriekrax antu-CCND1
TCR, xomupyeMmsblii IepBOH HYKJIEOTHOHOH IOCIEIOBATEIBHOCTBIO, COAEPKUT OeTa-Lemb,
COZepIKaIy0 aMUHOKHCIIOTHYIO ITOCJIEN0BATENIbHOCTD, pencTasienHyo B SEQ ID NO: 2.
[0047] B nexoropsix acnekrax antu-CCND1 TCR, konupyemblii IepBOi HYKJIEOTUIHOMN
MIOCJIEIOBATENIbHOCTBIO, CONEPIKUT KOHCTAHTHYIO O0JacTh anb(da-1enu, KOHCTAHTHYI0 00J1acTh
Oera-uenu win o0e; U MpUYeM KOHCTaHTHas 00acTh anb(a-1eny, KOHCTaHTHasE 00acTh OeTa-
Henu uin ode comep:kaT aMHHOKHUCIIOTHYIO TIOCIIE0BATEIbHOCTh, UMEIOINYIO 110 MEHbINEH Mepe
1, mo MeHb1IEeH Mepe 2, IO MEeHbLIEH Mepe 3, IO MEeHbIIEeH Mepe 4 WM 110 MEHbLIEH Mepe S 3aMeH
B LEJEeBOM IOCJENOBATeIbHOCTY OTHOCUTEIBbHO COOTBETCTBYIOLIEH aMHHOKHCIOTHOMN
nocnenoBaTenbHOCTH dHAoreHHoro TCR.

[0048] B Hekoropeix acmekrax anbda-uens antu-CCND1 TCR, komupyemasi mepBoi
HYKJICOTHTHOH MOCJIEIOBATEIBHOCTHIO, JOTIOJIHUTEIBbHO COAEPKHUT CUTHAIBHBIN nenTtun. JIroooi
CHTHAJIbHBIA TIENTH MOXXHO HCIIOJIb30BaTh B ONHCAHHBIX B JJAHHOM JIOKYMEHTE aib(a-Iersx
aatu-CCND1 TCR. B HEKOTOpBIX acmeKkTaX CHTHAJIbHBIA MENTHI MpPenCcTaBisieT coOoi
BCTPEUAIOIINICS B TpUpone curHaibHbiii nentun aibda-uenu TCR. B HeKOTOpBIX acmekTax
CUTHAJIbHBIN MEeNTH ] CONEPKUT aMUHOKUCIIOTHYIO MTOCNIEA0BATEIbHOCTD, UMEIOLIYIO 110 MEHbLIEH
Mepe okojio 80%, mo MeHbIne Mepe okoso 85%, mo meHbleit Mmepe okoio 90%, mo MeHblei
Mepe okoJio 95%, mo MeHbIel Mepe okoso 96%, 1Mo MeHblIel Mepe 0KoIo 97%, mo MeHblIei
Mepe, OKkojo 98%, mo wMeHbluell mepe oOkojgo 99% wmm okomo 100% wpeHTHUHOCTH

MOCJIEIOBATENPHOCTH ¢ AMHHOKHUCJIOTHOM MOCIEA0BAaTEIbHOCTBIO, mpeacTasieHHoit B SEQ ID



-36 -

NO: 21. B HEKOTOPBIX aCHEKTax CHTHAJbHBIA MENTHA MPEACTABISIET COOOHM reTepOOrnYHbIHN
CUTHAJIbHBIA TIENTH]I, HANpUMEp, CUTHAIBHBIA TENTHI, MOJTYYeHHbIH U3 Oelika, OTJIUYHOIrO OT
anmbdpa-enru TCR. B HEKOTOpPBIX acmeKTax CHTHAJbHBIA IENTHI MPEACTaBiseT CcoOoH
CUHTETUYECKUI CUTHAIBbHBIN NENTU. B HEKOTOpPBIX acmeKTax CUTHAJIbHBIM HENTUI COAEPKUT
AMUHOKHCJIOTHYIO MOCJIEA0BATENIbHOCTD, UMEIOIIYIO 110 MEHBIIIEH Mepe 0koJio 80%, Mo MeHbLuen
Mepe okoJio 85%, mo MeHbIneit Mepe okoso 90%, mo meHblIei Mepe 0koIo 95%, nmo MeHblei
Mepe 0KoJIo 96%, o MeHblIe Mepe okosio 97%, no MeHblIel Mepe, okoso 98%, Mo MeHbLIen
Mepe okoso 99% unu okono 100% HMAEHTUYHOCTH MOCIEAOBATENBHOCTH C AMHUHOKHUCJIOTHOM
nocaeA0BaTeNnbHOCTEIO, npeactasieHHo B SEQ ID NO: 20 unu 22. B HEeKOTOpBIX acnekTax
anba-uenb antu-CCND1 TCR, kogupyemasi nepBoii HyKJIEOTHIHON MOCIEI0BATEIBHOCTBIO, HE
COZIEPKUT CUTHAIBHOIO MENTHA.

[0049] B HekoTOphIX acmekTax CHTHaJIbHBIA Mentupn —aibda-nend KOOUPYeTCs
NIOCJIEIOBATENIbHOCTBIO HYKJIEMHOBOW KHCJIOTBI, UMEOIIel 1Mo MeHblueit Mepe okojo 50%, mo
MeHbIIel Mepe okoJio 55%, o MeHblIel Mepe okojio 60%, mo MeHblIel Mepe okoso 65%, o
MeHblel Mepe okosio 70%, 1o MeHblIel Mepe okojio 75%, mo MeHbleit mepe okoso 80%, mo
MeHblel Mepe okoJsio 85%, mo MeHbliel Mepe okojio 90%, mo MeHblIel Mepe okoso 95%, no
MeHblIel Mepe okoso 96%, no MeHblIel Mepe okono 97%, no MeHblIel Mepe okoso 98%, mo
MeHblel mepe okono 99 % wnu okono 100% MAEHTUYHOCTH TOCIENOBATENBHOCTH C
MOCJIEIOBATEIHHOCTHIO HYKJIEMHOBOM KUCIOTHI, ipeactasieHHoi B SEQ ID NO: 23 unu 24.
[00S0] B Hekotopeix acmektax Oera-nienb aHTH-CCND1 TCR, komupyemasi mepBoii
HYKJICOTHIHOH MOCJIEIOBATEIbHOCTBIO, TOTIOJIHUTEIBHO COAEPKHUT CUTHAIbHBIN nenTtun. JIroooi
CUTHAJIbHBIN MENTHU] MOKHO HCIIOJIb30BATh B OMUCAHHBIX B JAHHOM JIOKYMEHTe OeTa-1ernsix aHTH-
CCND1 TCR. B HeKkoTOphIX acCHeKTax CUTHAJbHBIH MENTHI MNpPEACTaBIseT CoOOH
BCTPEUAKOIIMICS B mpupone curHajibHbid mentun Oerta-nienu TCR. B HekoTOphIX acmekrax
CUTHAJIbHBIN MEeNTH ] CONEPKUT aMUHOKUCIIOTHYIO MTOCNIE0BATEIbHOCTD, UMEIOIIYIO 110 MEHbLIeH
Mepe okojio 80%, mo MeHbIne Mepe okoso 85%, mo meHbleit Mmepe okoio 90%, mo MeHblei
Mepe okoJio 95%, mo MeHbIel Mepe okoyo 96%, 1o MeHblei Mepe 0KoIo 97%, Mo MeHblei
Mepe, Okojgo 98%, mo MeHblneln mepe Okojgo 99% wmm okomo 100% wpeHTHYHOCTH
MOCJIEIOBATENHPHOCTH ¢ AMHHOKHUCJIOTHOM MOCIEA0BAaTEIbHOCTBIO, mpeacTasieHHoit B SEQ ID
NO: 22. B HEKOTOPBIX aCHEKTax CHTHAJbHBIA MENTHA MPEACTABISsIET COOOH reTepOOrnYHbIHN
CUTHAJIbHBIA TIENTHJI, HANpUMEp, CUTHAIBHBIA TENTHI, MOTYYeHHbIH U3 Oejika, OTJIUYHOrO OT
Oera-ieri  TCR. B HeKOTOpPBIX acmeKTax CUTHAJIBHBI TENTHI MPEACTaBIseT CoOOH
CUHTETHUYECKUI CUTHAJIbHBIN NENTUA. B HEKOTOpPBIX acmeKTaX CUTHAJIbHBIN NENTUI COAEPKUT
AMUHOKHCJIOTHYO MOCIEA0BATEIbHOCTD, UMEIOIIYIO 110 MEHbIIIEH Mepe 0koJio 80%, 1Mo MeHbLuen

Mepe okoJio 85%, mo MeHbIne Mepe okoso 90%, mo mMeHblei Mepe 0koo 95%, mo MeHblei
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Mepe OKoJio 96%, o MeHble Mepe okosio 97%, mo MeHblIel Mepe, okoso 98%, Mo MeHbLIeH
Mepe okoso 99% unu okono 100% MAEHTUYHOCTH MOCIEAOBATENBHOCTH C AMHUHOKHCIOTHOM
MOCJIeIOBATENBHOCTHIO, ipencrasierHol B SEQ ID NO: 20 unm 21. B HekoTopbIx acniektax Oera-
uenb aHTU-CCND1 TCR, xogupyemass nepBoil HYKJIEOTHAHOH IOCIENOBATENBbHOCTBIO, HE
COACPNKUT CUTHAJIBHOI'O NENTHUA.

[0051] B  HekoTOpbIX acmekTaX CHTHAJIbHBIM MenTun —OeTa-menu  KOAHPYETCs
MOCJIEIOBATENBHOCTBI) HYKJIEMHOBOM KHUCJIOTBI, UMEIOIIe nmo MeHbluel mepe okojo 50%, mo
MeHblIel Mepe 0KoJo 55%, mo MeHbine Mepe okoso 60%, o MeHblIel Mepe 0KoJo 65%, mo
MeHblIel Mepe okojo 70%, mo MeHbinei Mepe okoso 75%, no meHbliel mepe okojo 80%, mo
MeHblIel Mepe 0koJo 85%, mo MeHbinei Mepe okoso 90%, no meHblIel Mepe 0koJo 95%, no
MeHbLIENH Mepe OKOJIo0 96%, mo MeHbInel Mepe okoso 97%, 1o mMeHblIel Mepe okojo 98%, mno
MeHblIell Mepe okono 99 % wnu okono 100% WMAEHTHYHOCTH TMOCIENOBATENBHOCTH C
NIOCJIEIOBATENIbHOCTBIO HYKJIEMHOBOM KHUCIOTHL, nipencTasieHHol B SEQ ID NO: 23 unu 24.
[0052] B HekoTophIX acmekTax kaxmas u3 anbda-uenu u 6era-uenu antui-CCND1 TCR,
KOIUpyeMass TMepBOIl HYKJIEOTHIHON IOCJIEAOBATEbHOCTBIO, JIOMOJHUTENBHO —COAEPKUT
CHTHAJIbHBIN MeNTHJ. B HEKOTOPBIX acmeKkTaX CHUTrHAJIbHBIN MEeNTH I anb(a-1eny SBIseTCs TaKUM
’Ke, KaK CHUTHAJbHBIA menTuna Oera-uenu. B HEKOTOPBIX acmekTax CUTHAJIbHBIN MenTua aibda-

ey OTJIMYaeTCsa OT CUI'HAJIbHOI'O nenTtuaa 6eTa—uer11/1.

I1.A.2. DnuTonsl

[00S3] B nexoropsix acnekrax antu-CCND1 TCR, konupyemblii epBOi HYKJIEOTUIHOMN
MOCJIEIOBATENbHOCTBIO, CBS3BIBAET TOT k€ »3muTorn, 4to U 3TanoHHbBIE TCR. B HekoTophix
acniektax aHTU-CCND1 TCR cBsizpiBaercs ¢ anuronom CCND1, copeprkaiiuM aMHMHOKHCIIOTHYIO
NOCJIeIOBATENbHOCTD, NpeacTaBieHHyo B SEQ ID NO: 13 (SPNNFLSYYRLTRFLSRVIK). B
HekoTtopbix acnekrax aHTU-CCNDI1 TCR cssbiBaercst ¢ snutonoM CCNDI, coctosmum us3
aMUHOKHUCIIOTHON mocienoBarenbHocTy, npeacrasieHHo B SEQ ID NO: 13. B HekoTOpbIX
acTIeKTaxX 3IUTOI COCTOUT M3 aMHUHOKHCIOTHBIX ocTtaTkoB 219-238 CCND1 (SEQ ID NO: 16),
nanpumep, "CCND1219.238."

[0054] B ompeneneHHBIX acmekTax SMHTON SIBISIETCSl 4YacTbio Oojiee  KPYIMHOTO
NOJIMIENTHA, Hanpumep, TIENTHAA, KOTOPBIHA CONEPIKUT MOCIE0BATEIBHOCTD MUTONA H (1) OTHY
iy OoJiee JOTOHUTEIbHBIX AMHHOKHUCIIOT Ha N-KOHLIE TOC/IEI0BATEIbHOCTH SITUTONa 1/mnu (i)
OIHY MK O0JIee JOTOHUTENbHBIX aMUHOKUCIIOT Ha C-KOHIIE MOCIIEA0BaTEIbHOCTH SnuTona. B
HEKOTOPBIX aCMeKTax MOJUINENTHA, COAEPsKALIMMI STTUTOI, UMEET AJUHY IO MEHbIIEH Mepe OKOJIO
10 aMMHOKHCIOT, MO MEHbLIEH Mepe OKOJO 11 aMMHOKHCIOT, MO MeHbUIel Mepe OKkono 12

AMUHOKMCJIOT, 1O MEHbIIEH Mepe OKOJO 13 aMMHOKHMCIOT, MO MEHbIIEH Mepe okono 14
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AMUHOKMCJIOT, 1O MEHbIIEH Mepe OKOJIO |5 aMMHOKHMCIOT, MO MEHbIIEH Mepe Okono 16
AMUHOKMCJIOT, 1O MEHbIIEH Mepe OKOJO 17 aMHMHOKHCIOT, MO MEHbIIEH Mepe Okono 18
AMUHOKMHCJIOT, 1O MEHbIIEH Mepe OKOJO 19 aMMHOKHMCIOT, MO MeHbIIed Mepe okono 20
AMUHOKMCJIOT, 1O MEHbIIEH Mepe OKOJIO 25 aMHHOKHCIOT, MO MeEHbIIed Mmepe okono 30
AMUHOKMCJIOT, 1O MEHbIIEH Mepe OKOJIO 35 aMHMHOKHCIOT, MO MeEHbIIed Mepe okono 40
AMUHOKMHCJIOT, TIO MEHBIIEH Mepe OKOJO 45 aMHHOKHMCIOT WM IO MeHbLIern mepe okosno 50
aMHHOKHCIIOT. B onpeneneHHbIX acekTax NOJUNENTH I, COAep KalUil SMIUTOI, UMEET JJINHY OT
[0 MEHBIIIEN Mepe OKOJIO S 10 MO MeHbLIelH Mepe okouo 10, OT mo MeHbLIeH Mepe OKOJIO S 10 1o
MEHBIIEH Mepe OKOJIO 15, OT Mo MeHbLIeN Mepe OKOJIO S5 A0 MO MEHbIIEH Mepe 0koJo 20, OT no
MeHbLIen Mepe 0koi0 10 10 mo MeHblel mepe okoJo 15, or o MeHsiien Mepe okono 10 1o no
MeHbIIEN Mepe 0koJIo 20, OT mO MeHbLIel Mepe 0koJ0 10 10 o MeHbLIeH Mepe OKOJIO 25, OT Ho
MeHbLIen Mepe 0koi0 10 1o no Menspiuel mepe okoio 30, OT Mo MeHbLIen Mepe okono 10 no no
MEHbIIIEH Mepe OKOJIO 35, OT o MeHbleld Mepe okojo 10 10 no MeHbiiel Mepe okoio 40, oT o
MeHblIel Mepe 0koJo 10 10 no MeHbIel Mepe okoJio 45, oT o MeHblIel Mepe okoso 10 1o no
MeHbIIeH Mepe 0koi0 50, OT o MeHblIeld Mepe OKoJo 15 10 no MeHbiel Mepe okoio 20, OT o
MEHbIIEH Mepe OKOJIO 15 10 mo MeHbIuel Mepe OKOJIO 25, OT IO MeHbLIel Mepe okono 15 1o no
MeHblIeH Mepe 0koi10 30, OT MO MeHbIIEeH Mepe OKOJIO 15 10 Mo MeHbIIeH Mepe OKOJIo 35, OT 1o
MeHbLIEH Mepe OKOJI0 15 10 nmo MeHbIel Mepe okoio 40, OT Mo MeHbLIeH Mepe OkoJo 15 1o no
MEHbLIEH Mepe OKOJIO 45 WM OT O MeHbLIeH Mepe 0Koio 15 1o mo MeHbluel Mepe okono 50
AMHUHOKHCIIOT.

[00S5] B onpeneneHHbIX acriekTax MOJUINENTHA, COAEPIKALIUN STTUTOM, COAEPIKUT SMTUTON
1 [10 MEHbIIEH Mepe OKOJIO 1, MO MeHbILEH Mepe OKOJIO 2, MO MEHBLIEN Mepe OKOJIO 3, O MEHbIIEH
Mepe OKOJIO 4, IO MEHbLIEH Mepe OKOJIO 5, MO MEHbIIEH Mepe OKOJIO 6, MO0 MEHbILEH Mepe OKOJIO

7, IO MEHbIIEH Mepe OKOJO 8, MO MEeHbIIEeH Mepe OKOJIO 9, mo MeHblueld Mepe okosno 10, mo

)
MeHbIIeN Mepe 0koJio 11, mo MeHbLIel Mepe okoio 12, mo MeHbLIel Mepe OKOJIOo 13, Mo MeHbLIe
Mepe OKkoJo 14, mo MeHbUIEH Mepe OKOJO 15 AOMONMHUTENBHBIX AMHUHOKHUCIOT Ha N-KOHLE
snurtona. B onpeaeneHHbIX acnekTax NOJUNENTHA, COAEPIKALIMMI S3MTUTOI, COAEPKUT SIUTOM U 1O
MEHbIIEH Mepe OKOoJIO 1, Mo MeHbLIEH Mepe OKOJIO 2, MO MEHbLIEH Mepe OKOJIO 3, O MEHbLIEH
Mepe OKOJIO 4, IO MEHbIIEH Mepe OKOJIO 5, MO MEHbIIEH Mepe OKOJIO 6, MO0 MEHbILIEH Mepe OKOJIO

7, IO MEHBILIEN Mepe OKOJIO 8, MO MEHbLIEH Mepe OKOJIO 9, mo MeHblueill mepe okojio 10, mo

2
MeHbIIeN Mepe 0koJio 11, mo MeHbLIel Mepe okouo 12, mo MeHbLIel Mepe OKOJIo 13, Mo MeHbLIei
Mepe OkoJio 14, mo MeHbIIel Mepe OKOJO 15 MOMOSHUTENPHBIX aMUHOKHCIOT Ha C-KOHILe
SMUTOMNA.

[0056] B onpeneneHHbIX acrekTax 3MUTOI 00pasyeT KoMIuieke ¢ mosekyioir HLA kacca

II. Cucrema anturenos neiikountos yenoseka (HLA) (rmaBHBINH KOMIUIEKC THCTOCOBMECTUMOCTH
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[MHC] y nmroneii) siBnsieTcsl BA)KHON 4aCThIO MMMYHHOHM CHCTEMBl M KOHTPOJHMPYETCS] T€HAMH,
pacIoNOKEHHBIME Ha XpomMocoMme 6. OHa KOAMPYET MOJEKYJbl KIETOYHOH MOBEPXHOCTH,
CMEeLUANN3UPOBAHHBIE Ul MPENCTABICHUs] aHTUT€HHBIX MENTUAOB T-KJIETOYHOMY peLenTopy
(TCR) na T-xnerkax. (Cm. Taxxe O030p mMmyHHOH cuctembl.) Monekynst MHC, koropere
NPEACTaBISIIOT aHTUreH (Ag), mensaTcst Ha 2 OCHOBHBIX kiacca: Mosekynsl MHC knacca I u
monekysibl MHC knacca 11

[0057] Monekynet MHC kmacca II mpucyTcTByrOT B BHIE TpaHCMEMOpPaHHBIX
TJIMKOTIPOTEMHOB HAa TOBEPXHOCTU MPO(ECCHOHANBHBIX AHTUTE€HIPE3EHTUPYIOMUX KJIIETOK
(APC). Henospexnennsle Monekynbl knacca II cocroar u3 anbda-uenu u Oera-uenu. e,
kopupyromuii anbda-uens moseky1 MHC xiacca II, coctouT u3 5 5K30HOB, a reH, KOOUPYIOLTUH
OeTa-11erb, COCTOUT U3 6 3K30HOB. DK30H 1 KOAUPYET JUIEPHBIN NeNTH, SK30HbI 2 U 3 KOTUPYIOT
ZIBa BHEKJIETOUHBIX JIOMEHA, & SK30HBI 4 W 5 BHOCST BKJaA B TPAaHCMEMOpAaHHBIH JOMEH U
LUTOIIA3MATHYECKUH XBOCT Uil KaXaAoH u3 anbda- u Oera-cyObenunui. Tpu Jokyca B
kommiekce HLA xomupyroT 6enku MHC knacca II: HLA-DR, HLA-DQ u HLA-DP. T-kietkwu,
skcrnpeccupyroiue Monekyiasl CD4, Bcrynarot B peakiuro ¢ mosiekyitamu MHC knacca 11 Ot
JIUM(pOLUTHI HaCTO 0OIAJA0T LIUTOTOKCUUECKON (DYHKIMEH U aKTHBUPYIOT OTBET Ha SJIMMUHALIUIO
COOCTBEHHBIX KJIETOK, MHOULIPOBAHHBIX BHYTPUKJIETOUYHBIMH [TATOT€HAMH, FJTH HA YHUUTOXKEHUE
BHEKJIETOUHBIX MapasuToB. I10CKOIBKY TONBKO NMpOdecCHOHATbHBIE AHTUT'€HIIPE3EHTUPYIOLIIE
kietku (APC) skcnpeccupyrot monekysibl MHC knacca 11, TOMBKO 3TH KJIETKH MPENCTABISIOT
anrured st CD4 T-knerok (CD4 cBsibIBaeTCs ¢ HEMOMUMOP(HON YaCThIO TOMEHOB ab(ha-2 u
Oera-2 anbda- u 6era-ueneit monexynst MHC knacca I, COOTBETCTBEHHO).

[0058] B Hekoropbix acnekrax anbda- u 6era-uenu HLA knacca I BeiOpaHb! u3 ajuiesei
HLA-DR, HLA-DP u HLA-DQ. B onpenenennbix acmekrax anbga-uenr HLA kmacca II
npexacrasisier cobol anbga-uenb HLA-DR. B HekoTopsix acnekrtax Oera-uenb HLA xmacca 11
npenctasisier coboii Oeta-uens HLA-DR. B onpenenennbix acnekrax anbda-nens HLA knacca
II npencrapnsier codoii anpda-uens HLA-DP. B mekotopsix acnekrax 6era-uens HLA knacca 11
npenctassier coboii Oera-nienr HLA-DP. B onpenenennbix acnekrtax anbga-uens HLA knacca
II npencrasisier coboti anbga-nens HLA-DQ. B HexoTopbix acniekrax Gera-nienb HLA kiacca 11
npencTasisier codoit beta-uens HLA-DQ.

[00S9] Muorue amnenu HLA-DR, HLA-DP u HLA-DQ wu3BecTHbI B JaHHOW OOjacTH
TEXHUKH, W 000N M3 M3BECTHBIX ajjieNieil MOXKET OBITh MCIIOJNIb30BaH B JAHHOM PACKPBITHH.
Oobnoenennsiii crucok amteneii HLA nmoctymen mo cceiuike Ha caiite hla.alleles.org/ (marta
nocienHero noceuienus: 18 uronsa 2019 r.), KOTOPBIH MOJTHOCTBIO BKJIFOYEH B IaHHBIA JOKYMEHT

NnoCpeaACTBOM CCBUIKH.
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II.A.3 Bropasi HyK/1€0THAHAS NOCJIEA0BATEIbHOCTh

[0060] Bropas HykineoTuaHas NOCIENOBAaTENbHOCTh MOJIEKYJIBI HYKJIEMHOBON KHUCJIOTHI,
packKpeITasi B JAHHOM JIOKYMEHTE, MOKET MPECTABIISATh COOOH JIFOOYIO MOCIe0BATENbHOCTD WITH
MOJKET KOIWUPOBATh JIFOOOW MOJIUMENTHA, KOTOPBIH CHOCOOEH WHTHOUPOBATH HKCIPECCHIO
sHaoreHHoro TCR. B HekoTOpeIX acmekTax BTOpas HYyKJIEOTHUIHAs MOCJIEA0BATEIbHOCTD
npencrassier coboit oxHy mim 6onee MuPHK. B HekoTopsix acnekTax oxHa wiu 0onee MuPHK
SBIAIOTCA ~ KOMIUIEMEHTApHBIMU  LI€JE€BOM  IOCIENOBAaTENbHOCTH B HYKJIEOTUAHOMN
TMOCJIEIOBATENbHOCTH, KOAUPYIOIIel KOHCTaHTHYI0 oOnactb sHnoreHHoro TCR. B onpeneneHHbIX
acriektax ogHa miu 6onee MUPHK sBIsIFOTCS KOMITJIEMEHTapHBIMU LIEJIEBOH MOCIEA0BATENIBHOCTH
B HYKJICOTUIHOW TOCJENOBAaTEIbHOCTH, KOAMPYIOIeH KOHCTaHTHYIO obOmacte TCR denoseka
aukoro Tuna. B HekoTopbix acnekrax oxHa miu Oonee MUPHK sBISIOTCS KOMIUIEMEHTAPHBIMU
LIEJIEBOM  MOCNEAOBATEIPHOCTU B  HYKJIEOTUAHON  IOCHIENOBATEIBHOCTH, KOAUPYHOLIEH
KOHCTaHTHYI0 obnacte anbda-uenn TCR nukoro Tuma. B HekoTOpBIX acnekTax oxHa wiu Oonee
MUPHK SBIAIOTCS KOMIUIEMEHTapHBIMH LIEJIEBOM IMOCIENOBAaTENIbHOCTH B HYKJIEOTHAHOMN
MOCJIeIOBATENIbHOCTH, KOAUPYIOIIEeH KOHCTaHTHYr oOjacth Oera-ienn TCR npukoro Tuma. B
HEKOTOpBIX acriektax onHa win Oomee MUPHK Bxmouaror (1) omHy wmim Oonee MuPHK,
KOMILJIEMEHTAPHBIX LIEJIeBOU NOCJIEI0BATEIbHOCTH B Ipexpenax HYKJICOTUJHOU
NIOCJIeIOBATENIbHOCTH, KOAHPYIOLIEH KOHCTAaHTHYI0 001acTh aibda-uenu TCR nukoro Tuma, u (ii)
onHy wunu Oonee MUPHK, KOMIUIEeMEHTapHBIX ILEJIEBOW IOCJIEAOBATEIbHOCTH B Tpenesax
HYKJIGOTHIHOUM IOCJIEOBATEIbHOCTH, KOOUPYIOLIEH KOHCTaHTHYK o0jacth Oera-uemu TCR
JTUKOTO THUIIA.

[0061] B HekoTopwix acmektax oxHa uiu Oonee MUPHK comepskaT HyKIEOTHIHYIO
TOCJIEIOBATENBHOCTD, BRIOPAaHHYIO U3 rpymibl, coctosimeii u3 SEQ ID NO: 25-28 (Tabnuua 4). B
HEKOTOPBIX acCleKTax BTOpas HYKJIEOTHIHAs IOCIENOBATENbHOCTh MOJEKYJbl HYKJIEHMHOBOM
KUCIIOTBl Komupyer onHy wim Oonmee MuPHK, mpuyem onna wnu Gomee muPHK sBnstroTcst
KOMIUIEMEHTapHbBIMU  II€JIeBOM  IOCHENOBaTENIbHOCTH B Ipefenax  HYKJIEOTHIHOH
NOCJIEIOBATENIbHOCTH, KOAHMPYIOIIEeH KOHCTaHTHYK oOnacte anbda-ienn TCR guxoro tuma, u
npuyeM onHa wiu Oonmee MUPHK BKIIFOWAIOT TMOCIENOBATENBHOCTH HYKJIEHHOBBIX KHCIIOT,
npencrasienabie B SEQ ID NO: 25 u 26.

Taoauua 4. ITocaenosarenbuoctu MUPHK

IMocaenoBaTenbHOCTL (HYKJIeoTHABI 1-

19 NpPeACTABJSIIOT co0oit

SEQ ID
NO muPHK puOOHYK/IeoTHABI; HyKJeoTHABbI 20-21
. NPeACTABJSIIOT codoii

Ae30KCHPHOOHYKJI€O0THABI)
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siRNA-

25 GUAAGGAUUCUGAUGUGUATT
TCRa-1
siRNA-

26 UACACAUCAGAAUCCUUACTT
TCRa-2
siRNA-

27 CCACCAUCCUCUAUGAGAUTT
TCRb-1
siRNA-

28 AUCUCAUAGAGGAUGGUGGTT
TCRb-2

[0062] B HexkoTOphIX acmekrax BTOpPasi HYKJIEOTUOHAs MOCJIEI0BATEIbHOCTh MOJIEKYJIbI

HYKJIEMHOBOW KHUCIIOTHI Konupyer onHy uiu 6onee MuPHK, npuuem onna mnu Oonee MuPHK
SABJIAIOTCA KOMIUJIEMEHTAPHBIMU LIEJIEBOM IOC/IENOBATEIBHOCTU B IIpefeNnax HYKICOTUIHOU
HIOCJIEIOBATENIBHOCTH, KOAUPYIOLEeH KOHCTaHTHYI obnacte Oera-uemn TCR mukoro tuma, u
npuueM onHa i Oonee MUPHK BKIIOHYAIOT MOCNENOBATENBHOCTH HYKJIEHHOBBIX KHCIIOT,
npexacrasiaedHele B SEQ ID NO: 27 u 28. B HekoTOpBIX acmekTax BTOpas HYKJIEOTHIHas
HIOCJIEIOBATENIBHOCTh MOJIEKYJIb HYKJIEMHOBOHM KHCIIOTHI Koaupyer omHy wmm Oonee MuPHK,
npudeM oxna wnu 6onee MuPHK conepskat (i) onny wnu Gonee MuPHK, koTopbie sSIBISHOTCS
KOMILJIEMEHTapHbIMU ~ LIeJIEBOH  IOCJENOBAaTENIbHOCTH B Ipefenax  HYKJICOTUAHOH
NOCJIEIOBATENIbHOCTH, KOAUPYIOMEH KOHCTaHTHYI obmacth anbda-ienn TCR pukoro Tuma,
npudyeM oxHa wiu Oonmee MUPHK BKIIFOYAIOT TMOCIENOBATENBHOCTH HYKJIEHHOBBIX KHCIIOT,
npexacrasienHsie B SEQ ID NO: 25 u 26; u (ii) ogny uiau 6onee MuPHK, koTopbie siBISIOTCS
KOMIUIEMEHTapHbBIMU  II€JIEBOM  IOCHENOBaTENIbHOCTH B Ipefenax  HYKJICOTHIHOMN
NOCJIEIOBATENIbHOCTH, KOOUPYIOIEH KOHCTaHTHyK obsacte Oera-iemn TCR gukoro Tuma,
npuyeM onHa wiu Oosmee MUPHK BKIIFOYAIOT MOCIENOBATENBHOCTH HYKJIEHHOBBIX KHCIIOT,
npencrasienasie B SEQ ID NO: 27 u 28.

[0063] B HeKkOTOpBIX acnekrax BTOpas HYKJIEOTHUIHAs IOCIEI0BATEIBbHOCTb MOJIEKYJIbI
HykjenHoBoM kuciorel BikJrouaer SEQ ID NO: 25-28. B HeEKOTOpBIX acmekTax BTOpas
HYKJICOTHIHAS MOCenoBaTeibHOCTh BKItodaeT SEQ ID NO: 25-28, npudem oxna wiu Oonee u3
SEQ ID NO: 25-28 pasnenenbl ogHOH uian Ooyiee HYKJIEHHOBBIMH KHCJIOTAMH, KOTOPBIE HE
konupyrotT MuPHK. B onpenenennsix acnekrax oxgHa wiu 6onee MuPHK BoiOpansr n3 MmuPHK,
packpbIThix B myOmkaruu CIITA Ne 2010/0273213 A1, koTopasi MOJTHOCTHIO BKJIFOYEHA B TAHHBIN
JOKYMEHT MOCPEICTBOM CCBUIKU.

[0064] B HekoTOpbIX acmekTrax BTOpask HYKJIEOTHUIHAs MOCIEIOBATEIbHOCTh MOJEKYJIbI

HYKJIEHHOBOW KHCJIOTHI KOAUPYET O€JIOK, mpudeM OelloK CrocoOeH MHIHOMpPOBATh SKCIPECCHIO
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suporenHoro TCR, nanpumep, TCR auxoro tuna. B HeKOTOpPbIX acnekTax BTOpas HyKJIEOTHIHAs

nocjea0BaTeNnbHOCTh KonupyeT Cas9.

II.A.3 BekTopbl

[0065] OnpeneneHHble AacmeKTbl HACTOSILErO PACKPBITUS OTHOCATCA K BEKTOpam,
CoZiep KallM MOJIEKYJ1y HYKJIEMHOBOM KUCJIOTHI, PACKPBITYIO B JAHHOM IOKyMeHTe. B HeKOTOphIX
acrieKTaXx BEKTOp IMpeACTaBisieT cOOOH BHUPYCHBIH BEKTOP. B HEKOTOpBIX acmekTax BEKTOp
npeacTaBsier coOOH BHPYCHYIO 4YacTHLy WJIM BHPYC. B HEKOTOpPBIX acmekrax BeKTOp
NpeACTaBysieT cOOON BEKTOP MIIEKOMUTAIOINEro. B HEKOTOPBIX acrekTax BEKTOp MPEACTaBIIAET
coboii bakTepHuanbHbII BEKTOP.

[0066] B ompeneneHHbIX acnekTax BEKTOpP MPEACTABIISIET COOOM PETPOBUPYCHBIH BEKTOP.
B HexkoTOpBIX acmekTax BEKTOp BBIOPAH M3 TPYIIIBL, COCTOSIIEH M3 aJeHOBHPYCHOTO BEKTOpA,
JeHTHBHpYyca, BekTopa Bupyca Cenpaii, O0aKyJOBHPYCHOrO BEKTOpa, BEKTOp BHpyca
Onmrelina — bappa, nmanoBaBUpPYCHOrO BEKTOpa, BEKTOpPA BHUPYCa OCHOBAKLMHBI, BEKTOPa
BHpYyCa MPOCTOro repreca, U BEKTOpa aIeH0acCOLUUpoBaHHOTO BUpyca (AAV). B KOHKpeTHBIX
acTieKTaX BUPYCHBII BEKTOp mpeacTaBisier coOoi BekTop AAV. B HEKOTOPBIX acmeKkTax BEKTOP
npencTasisier coOoil JeHTUBHPYC. B KOHKpPETHBIX acmeKkTaXx BHPYCHBIH BEKTOpP IMPEACTAaBISET
coboii Bektop AAV. B HEKOTOpBIX acmekTax BeKTOp mpenctaBisieT coboi Bupyc Cenpaii. B
HEKOTOPBIX aCMEeKTaX BEKTOp MPEnCTaBisieT co0oi rubpunnbiii BekTop. [IpuMepsl ruOPUIHBIX
BEKTOPOB, KOTOpPbIE MOKHO HCIOJb30BaTh IO HACTOSIIEMY pPAaCKPBITHIO, MOXKHO HalTH B
nyonukanun Huang and Kamihira, Biotechnol. Adv. 31(2):208-23 (2103), koTOpasi MOJHOCTBIO

BKJIFOYUCHA B I[aHHbeI AOKYMEHT ITOCPEACTBOM CCBIJIKH.

IL.LB. PexomoOunantHbie T-kiaerounsie peuentopsl (TCR)
[0067] OmnpeneneHHbIe aCTIEKThI HACTOSLIETO PACKPBITHS OTHOCSTCS K PEKOMOMHAHTHBIM
T-knerounbim peuentopam (TCR) mnm Mx aHTUTEHCBS3BIBAIOIIEH YaCTH, KOTOPas CIeLU(pUIECKH
cessbiBaercsi ¢ yenopeueckuM CCNDI1 («antu-CCND1 TCR»). B HEKOTOpBIX acmeKTax aHTH-
CCND1 TCR xogupyercst ONUCAHHON B JAHHOM AOKYMEHTE MOJIEKYJION HyKJIIEHHOBON KHUCJIOTHI.
[0068] B nexoropeix acnekrax aHTu-CCNDI1 TCR xonkypupyer ¢ stanonasiMm TCR 3a
csizbiBaHue ¢ yenoBeueckuM CCND1. B Hekotopeix acnektax aHTU-CCND1 TCR cBsizbiBaeT TOT
K€ BTMUTOI WK mepekpbiBatromuiics snuron yenoseueckoro CCND1, uto u stanonssiii TCR. B
HEKOTOpPBIX acrnekTax 3TanoHHbld TCR conepsxut anbda-tens u 6era-mens, npudeM abda-Luenb
stanoHHoro TCR copepKUT aMUHOKHUCIIOTHYIO ITOCJIE0BATENbHOCTD, peAcTasneHHyto B SEQ ID
NO: 1. B HekoropbIx acmekTtax Oeta-uenb 3TajoHHOro TCR comepXUT aMHHOKHCIOTHYIO

NOCJIe10BATENbHOCTD, NpeacTasieHHyo B SEQ ID NO: 2.
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[0069] B nekoropex acnektax anTu-CCND1 TCR conmep:xut anbda-1ens u Oera-1enb,
npudeM ajibpa-lienb COAEPIKUT KOHCTAHTHYK 00JlacTh, W MNpU4YeM OeTa-Lienb COIEPIKHUT
KOHCTaHTHYIO O0JIaCTh; MPUYEM KOHCTAHTHAs1 00JIacTh anb(a-Ienu COAep>KUT aMHHOKHCIIOTHYIO
MOCJIEIOBATENbHOCTD, UMEIOIIYIO IO MEHbLIEH Mepe 1, Mo MeHbIIel Mepe 2, 0 MeHbLIER Mepe 3,
0 MeHbLIEH Mepe 4 WiIM IO MEHbIIEH Mepe 5 aMHUHOKUCIOTHBIX 3aMEH OTHOCHUTEIBHO
KOHCTAHTHOH o0nactu anbda-Leny, conxepkamell aMHHOKHCIOTHYIO TIOCJIENOBATENbHOCTD,
npenctasiennyio B SEQ ID NO: 1. B nekoropsix acniekrax antu-CCND1 TCR conepskut anbda-
Lenb 1 OeTa-Lerb, mpudeM ajibga-1enb CONePKUT KOHCTAHTHYIO 00J1acTh U OeTa-1enb COAEPKUT
KOHCTAHTHYIO OOJIaCTh;, MPUYE€M KOHCTAHTHasi 00JacTh OeTa-Ienu COAEP)KUT aMUHOKHUCIIOTHYIO
MOCJIEIOBATENbHOCTD, UMEIOIIYIO 10 MEHbLIEH Mepe 1, Mo MeHbLIel Mepe 2, 10 MeHbLIER Mepe 3,
0 MeHbLIEH Mepe 4 WIM IO MEHbIIEH Mepe 5 aMHUHOKUCIOTHBIX 3aMEH OTHOCHTEIBHO
KOHCTAHTHOH oOjacTtu Oera-lieny, copepskamield aMHHOKHCIOTHYIO —IOCJIENOBATENbHOCTD,
npexacrasieHHyto B SEQ ID NO: 2.

[0070] B nekoropbix acnektax anTu-CCND1 TCR copepskut anbda-uens u Oera-1iernb,
npuveM ajiba-lienb COAEPKUT KOHCTAHTHYKO 00JlacTh, M mHpu4deM OeTa-Lenb COIAePKHUT
KOHCTaHTHYIO oOnacth, mpudeM (i) KOHCTaHTHas o0OnacTe anbda-uenu COAEPIKUT
AMUHOKMCJIOTHYIO MOCJIEA0BATENbHOCTh, UMEIOIYIO IO MEHbIEeH Mepe 1, Mo MeHbluel Mepe 2,
M0 MEHbLIEH Mepe 3, MO MeHbLIeH Mepe 4 WU MO MEHbIIEH Mepe 5 aMUHOKHCIOTHBIX 3aMEH
OTHOCUTENIbHO  KOHCTAaHTHOH  oOjactu  amba-uienu, comepikameil  aMUHOKHCJIOTHYEO
NIOCJIeIOBATENbHOCTD, NpencTasyieHHy 0 B SEQ ID NO: 1; u (ii) koHcTaHTHast 00yacTh Oera-nenu
COZIEPIKUT aMUHOKHUCIIOTHYIO MOCIEA0BATENBHOCTD, UMEIOLIYIO 10 MEHBLIEH Mepe 1, To MeHbLuen
Mepe 2, IO MeHblIel Mepe 3, MO MeHbLIeH Mepe 4 WM MO MEHbIIEH Mepe 5 aMUHOKHCIOTHBIX
3aMEH OTHOCHTEJIbHO KOHCTaHTHOH oOmacti Oera-lienu, copep:Kameil aMHHOKHCIOTHYIO
NOCJIe10BATENbHOCTD, npeacTasieHHyo B SEQ ID NO: 2.

[0071] B Hekoropeix acnektax anbga-uens antu-CCND1 TCR conepsxut BapuadenbHbIH
nomeH, conepskamuit CDR1 anpda-uenn, CDR2 anbda-uenu u CDR3 anbda-nenu; a Gera-iens
aatn-CCND1 TCR conepskut BapuabenpHbiii nomeH, comepskamuii CDR1 Gera-niemu, CDR2
bera-uermn u CDR3 Oera-nienn. B mHekotopeix acnekrax CDR3 anbga-nenu antu-CCND1 TCR
COZIEP’KUT aMHHOKHCJIOTHYIO TOCJENOBATENbHOCTh, mpeacTtaBieHHyro B SEQ ID NO: 7. B
HekoTopeix acrektax CDR3  Gera-uenmu antu-CCND1 TCR  comepXUT aMUHOKHCIOTHYEO
MOCJIeA0BATENbHOCTD, NpeacTasieHHyo B SEQ ID NO: 10.

[0072] B Hekotopeix acmekrax CDRI1 ampda-uenun antu-CCND1 TCR copepxxur
AMUHOKHCJIOTHYIO TOCIE€A0BaTeIbHOCTD, mpeactasieHHyo B SEQ ID NO: 5. B HexoTOpbIx
aciektax ~ CDR1  Gera-nemu  antu-CCND1  TCR  comepXUT  aMUHOKHCJIOTHYIO

NOCJIe10BATENbHOCTD, NpeacTasiaeHHyo B SEQ ID NO: 8.
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[0073] B wekoropeix acmekrax CDR2 ambpda-nemn antu-CCND1 TCR comepskut
AMHHOKHCJIOTHYIKO TOCIE€A0BaTENbHOCTD, mpeacTasieHHyo B SEQ ID NO: 6. B HexoTOphIx
acnektax ~CDR2  Gera-uemu  anti-CCND1  TCR  comepuT  aMHUHOKHCJIOTHYIO
NOCJIeA0BATENbHOCTD, NpeacTasiaeHHyo B SEQ ID NO: 9.

[0074] B nexoropseix acmekrax aHTH-CCND1 TCR copmepskutr BapuabeNbHBbIA TOMEH
anb(da-Lenu, UMEImuil o MeHbineld mepe okosno 80%, mo Mmenbimed mMepe okoyio 85%, mo
MeHblIel Mepe 0kojo 90%, mo MeHbine Mepe okoso 95%, no meHbliel Mepe okojo 96%, mo
MeHblIeld Mepe okono 97%, no MeHblieill Mepe okono 98%, no menbluel Mepe okono 99% unu
okoJ10 100% MIEeHTUYHOCTH MOCIEeOBATENbHOCTU ¢ BapuabeIbHbBIM JOMEHOM aMHHOKHCIIOTHON
nocjen0BaTeNbHOCTH anb(a-uenu, npeacrasieHHor B SEQ ID NO: 1. B HekoTopbIX acrekrax
antu-CCND1 TCR conepxut BapraOenbHbli JOMeEH anbha-1eny, UMEIOIni 0 MeHbIIelH Mepe
okoJio 80%, mo MeHblIei Mepe okoio 85%, mo MeHbIuel Mepe okosio 90%, Mo MeHbLIel Mepe
oK0JI0 95%, o MeHblIel Mepe okoo 96%, Mo MeHbIelH Mepe okoyio 97%, 1Mo MeHblIel Mepe
okoio 98% wmnu mo MeHbinel Mepe Okojo 99% WAEHTUYHOCTH IOCIENOBATEIBHOCTH C
BapuadeIbHBIM TOMEHOM aMHHOKHCIIOTHON MOCIIEN0OBATEIbHOCTH alib(ha-1erny, MpeacTaBiIeHHOM
B SEQ ID NO: 1, npuuem autu-CCNDI1 TCR conepxutr CDR3 anbda-Lienu, comepkariyro
AMHHOKHUCIIOTHYIO TIOCIIEA0BaTEIbHOCTD, mpeactaBieHHyr0 B SEQ ID NO: 7. B HekoTOphIxX
acriektax anTi-CCND1 TCR comepskut BapuabesbHbIN TOMEH anb(a-1enu, TPUCYTCTBYIOIIHIA B
AMUHOKHCIIOTHOM TMOcjenoBarenbHOCTH, npencrasnennoi B SEQ ID NO: 1.

[0075] B nexotopsix acniektax aHTH-CCND1 TCR conepskut BapradesbHbIiA TOMeH OeTa-
LETTH, UMEIOIIHIA 10 MeHblel Mepe 0koj10 80%, Mo MeHbIel Mepe okoJio 85%, o MeHbIIel Mepe
okosio 90%, o MeHbIel Mepe 0kojo 95%, Mo MeHbinel Mepe okosio 96%, o MeHbIIeH Mepe
okosio 97%, no MeHbliel mepe okosno 98%, mo MeHblueil Mepe okosio 99% unu okono 100%
UJIEHTUYHOCTH  TIOCJIEZIOBATENIbBHOCTH € BapuabeNbHbIM  JOMEHOM  aMHHOKHCJIOTHOH
nocienosaTeNbHoCcTH Oeta-nieny, npeacrasieHHoi B SEQ ID NO: 2. B HeKOTOpBIX acmeKkTax
antu-CCND1 TCR copepxxut BapuadenbHbI TOMEH OeTa-Leny, NMEIOLIHA 0 MEHbIIeH Mepe
okosio 80%, o MeHblel Mmepe okojo 85%, mo MeHbinei Mepe okosio 90%, Mo MeHbIIeH Mepe
okosio 95%, o MeHblel Mepe okoJo 96%, Mo MeHbinel Mepe okosio 97%, o MeHbIIEH Mepe
okoso 98% wunu mo MeHblueil Mepe Okojgo 99% UAEHTUYHOCTH MOCIENOBATENbHOCTH C
BaprabeTbHBIM TOMEHOM aMUHOKHUCIIOTHON MOCIIEIOBATEIbHOCTH OeTa-1erH, MPEeCTaBIeHHON B
SEQ ID NO: 2, mpuyem antu-CCND1 TCR comepxut CDR3 Oera-tienu, comepKamiyro
AMHHOKHCIIOTHYIO TOCNIeIOBaTeNbHOCTD, npeactasieHHyro B SEQ ID NO: 10. B HexoTopbIx
acnektax aHTH-CCND1 TCR comepxut BapuabenbHbIii nOMeH Oera-Ilenu, MpencTaBIeHHBIN

AMUHOKUCIIOTHOH TOCJIeIOBaTEIbHOCTRIO OeTa-1ienn, mpusenenHoit B SEQ ID NO: 2.



-45-

[0076] B nexkoropsix acnekrax antu-CCND1 TCR, xogupyemblii mepBbIM HYKJIEOTUIIOM,
JOTIOTHATETHHO CONEPIKUT KOHCTAHTHYIO 00JIaCTh aib(a-1ern i, KOHCTAHTHYIO 00J1acTh OeTa-1enu
WIN KaKk KOHCTaHTHYIO 00jacTh anb(a-mend, Tak W KOHCTAHTHYK oOnacte Oera-uenn. B
HekoTopbix acmektax aHTU-CCND1 TCR comep:kuT KOHCTaHTHYKO OOJacTh ajibda-Lmerny,
HMEIOIIYIO 1O MeHbleil mepe okono 80%, no MeHblieil mepe okono 85%, 1Mo MeHbluel Mepe
okosio 90%, o MeHblIel Mepe 0koJo 95%, Mo MeHblnel Mepe okoyio 96%, Mo MeHbIIEH Mepe
okosio 97%, no MeHsblel mMepe okono 98%, no MeHblueil Mepe okosio 99% unu okono 100%
UJIEHTUYHOCTH  TOCJIENOBATENbHOCTH €  KOHCTAHTHOM  OOJACTBIO  aMHUHOKHMCJIOTHOM
nocjenoBaTeNbHOCTH anb(a-uenu, npeacrasieHHor B SEQ ID NO: 1. B HekoTopbIX acrekTax
anTn-CCND1 TCR comepuT KOHCTaHTHYIO 00JIaCTh ajib(a-Ienu, UMEIOLIYIO [0 MEHbIIeH Mepe
okosio 80%, no meHbliel Mmepe 0koj0 85%, Mo MeHbiel Mepe okosio 90%, o MeHbIIel Mepe
oK0JI0 95%, o MeHblIel Mepe okoo 96%, Mo MeHbIIel Mepe okoyio 97%, 1Mo MeHbLIel Mepe
okoio 98% wmnu mo MeHbinel Mepe okojo 99% WAEHTUYHOCTH IOCNIENAOBATENBHOCTH C
KOHCTAHTHOI 00JIaCTBhIO AMUHOKHCIIOTHOM MOCIIEIOBATEIbHOCTH alib(a-1Ienu, IPeICTaBIeHHON B
SEQ ID NO: 1, npuyem antu-CCND1 TCR copmepxxut CDR3 anbda-nienu, comepskainyro
AMMHOKHUCIIOTHYIO TOCJIEN0BaTeNbHOCTh, npeacrasieHHyio B SEQ ID NO: 7. B HekoTopbIx
acriektax aHTH-CCND1 TCR conep>KuT KOHCTaHTHYIO 00J1acTh ajb(a-Leny, NpUCyTCTBYIOIIYEO
B aMUHOKHCJIOTHON mocnenosarenbHocTH, npencrasieHHoil B SEQ ID NO: 1. B HekoTophix
acnektax aHTu-CCND1 TCR, xonupyemblil epBbIM HYKJIEOTHIOM, JOMOJHUTEIBHO CONEPIKUT
KOHCTAHTHYIO O0JacTh anbda-Lenu, KOTopas OTJIMYAeTCsl OT 3JHIOTCHHBIX, HANpumep,
BCTPEYAIOIINXCSl B TPUPONE, KOHCTAHTHBIX obOyacted anbda-nend. B HEKOTOpBIX acmekTax
KOHCTaHTHasE 00jacTh anbda-Lend CONEPKUT aMHUHOKHCIOTHYK —MOCJIEIOBATEIbHOCTD,
COZIePKAIIYIO 11O MEHbIIEH Mepe 1, Mo MeHblIel Mepe 2, MO MeHbLIEH Mepe 3, IO MEHbLIEH Mepe
4 wam No MeHbLIeW Mepe S5 aMHHOKUCIOTHBIX 3aME€H OTHOCUTEIbHO aMUHOKHCIOTHOMN
NOCJIEIOBATEIbHOCTH KOHCTAaHTHOW OOJIACTH aMUHOKHCJIOTHOW TOCJIEAOBATENIbHOCTH ajib(a-
uenu, npencrasiennoi B SEQ ID NO: 1.

[0077] B Hekoropeix acmektax aHTH-CCND1 TCR comepKUT KOHCTaHTHYK OOJacTh
Oera-1ieny, UMEIOIIYID O MeHbIneld Mmepe okoynio 80%, mo meHsblnelr mepe okoyno 85%, mo
MeHbIIeld Mepe okojio 90%, o MeHbleil Mepe okoJio 95%, no MeHblIel Mepe okono 96%, no
MeHblIel Mepe okono 97%, no MeHblIeill Mepe okoso 98%, no meHbluel Mepe okono 99% unu
okoJio 100% MIEeHTUYHOCTH TMOCIeNOBATEIBHOCTH C KOHCTAHTHON 00JIaCThI0 aMHUHOKHUCIIOTHOH
nocienosatenbHocTH Oeta-nieny, npeacrasieHHo B SEQ ID NO: 2. B HeKOTOpBIX acmeKkTax
aatTn-CCND1 TCR conep:kuT KOHCTaHTHYIO 00JIaCTh OeTa-1enu, UMEIOIIYO M0 MEeHbIIEH Mepe
okosio 80%, o meHblei mepe okojo 85%, mo MeHbinel Mepe okosio 90%, Mo MeHbIIeH Mepe

okosio 95%, mo MeHblel Mepe okojo 96%, Mo MeHbine Mepe okosio 97%, Mo MeHbIIEH Mepe
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okono 98% wnu mo MeHblIeW Mepe OKOJIo 99% HAEHTHYHOCTH TMOCIENOBATEIbHOCTH C
KOHCTAHTHOH O0JIACTBI0 aMHHOKHCIIOTHOH IMOCIIENOBATEIbHOCTH OeTa-1enH, MPEICTaBICHHON B
SEQ ID NO: 2, mpuuem antu-CCND1 TCR comepxut CDR3 Oera-tienu, comepKamiyro
AMHHOKHCJIOTHYIO IOCJI€I0BAaTeNbHOCTb, npeactasieHHyo B SEQ ID NO: 10. B HexoTophIx
acriektax aHTU-CCND1 TCR conepuT KOHCTaHTHYIO 00JacTh OeTa-LenH, MPUCYTCTBYIOIYIO B
AMUHOKUCIIOTHON MOCenoBaTeNbHOCTH Oeta-Lienu, npexncraeieHHod B SEQ ID NO: 2. B
HekoTopbIx acnektax aHTU-CCND1 TCR, kogupyemblii IepBbIM HYKJIEOTHIOM, AOMOJHUTENBHO
COEPIKUT KOHCTAHTHYIO 00JlacTh Oera-Ienu, KOTopas OTINYAeTCs OT SHIOT€HHBIX, HaAnpumep,
BCTPEUAIOIINXCS B TPHPOAE, KOHCTAaHTHBIX oOyacTeil Oera-nienmu. B HEKOTOpPBIX acmekTax
KOHCTaHTHass o0OjacTh OeTa-llemy  COAEP)KUT aMHHOKHCIIOTHYIO — IOCJIENOBATENbHOCTD,
COZIEPKALUYIO 110 MEHbIIEH Mepe 1, Mo MeHbLIel Mepe 2, IO MEHbIIEH Mepe 3, IO MEHbLIEH Mepe
4 wnu mo MeHblIell Mepe 5 AMUHOKUCIOTHBIX 3aMEH OTHOCHUTENIBHO aMHMHOKHCIOTHOW
HIOCJIEIOBATENIbHOCTH KOHCTAHTHOW 00JIACTH aMUHOKHCIIOTHOM MOCIIEA0BATEIbHOCTH OeTa-11emny,
npexacrasienHoi B SEQ ID NO: 2.

[0078] B onpenenennbix acnekrax anTu-CCND1 TCR conep:kuT anbga-1ernb, UMEOIIYO
1o MeHbIIei Mepe okosio 80%, nmo MeHbLIel Mepe okoiio 85%, mo MeHsbIel Mepe okoso 90%, no
MeHblIel Mepe okoso 95%, no MeHblIel Mepe okono 96%, no MeHblIel mepe okosno 97%, no
MeHblIell Mepe okoso 98%, nmo meHblel mepe okono 99% wunu okono 100% wmaeHTUYHOCTH
MIOCJIEIOBATENIbHOCTU ¢ AMUHOKHCIIOTHOM MOCJIEAOBATEIBHOCTHIO ajib(a-Lerny, MPeICTaBIeHHON
B SEQ ID NO: 1. B Hexotopsix acnektax anTu-CCND1 TCR comepxkut anbda-1enb, MIMEIOIIYO
1o MeHblIei Mmepe okosio 80%, Mo MeHsbIeit Mepe okoJo 85%, 1Mo meHbleit mepe okojo 90%, mo
MeHbLIeH Mepe OKoJo 95%, mo MeHbIne Mepe okoo 96%, o mMeHblIel Mepe okojo 97%, mo
MeHblIelH Mepe Okojo 98%, mo MeHbiei mepe okosno 99% unu okono 100% wpeHTHYHOCTH
NOCJIEIOBATEIbBHOCTU ¢ AMUHOKHCIIOTHOM TOCJIEAOBATEIBHOCTBIO ajib(a-LernH, MPeICTaBIeHHON
B SEQ ID NO: 1, mpuuem antu-CCND1 TCR conmepskur CDR3 anba-ienu, comepKairyro
AMHHOKHUCIIOTHYIO TOCI€A0BaTeIbHOCTD, mpeactasieHHyo B SEQ ID NO: 7. B HekoTOphIX
aciektax aHTH-CCND1 TCR comepxutr anbda-nenb, COXEPXKAIIYD aMHHOKHCIOTHYIO
NoCJIe10BaTENbHOCTD, npeacTasiaeHHyto B SEQ ID NO: 1.

[0079] B onpenenennbix acnekrax antu-CCND1 TCR comep:xut Oeta-1ienb, UMEIOIIYIO
1o MeHbIe Mepe okosio 80%, o MeHbIeit Mepe okoJo 85%, o menbleit mepe okojo 90%, mo
MeHbLIeH Mepe OKoJo 95%, mo MeHbIne Mepe okoio 96%, 1o mMeHblIel Mepe okojo 97%, mo
MeHblIelH Mepe Okojo 98%, mo MeHbinel Mepe okosno 99% wunu okono 100% wpeHTHYHOCTH
NOCJIEIOBATENIbHOCTH ¢ aMUHOKHCIIOTHOH MOCJIEOBATENbHOCTBIO OeTa-LenH, MPEICTaBICHHON B
SEQ ID NO: 2. B nexoropsix acnektax antTu-CCND1 TCR conepsxut OeTa-1ienp, HIMEIOLIYIO 1O

MeHbluel Mepe okojo 80%, mo MeHbinei Mepe okoio 85%, mo meHblie mepe okojo 90%, mo
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MeHbLIelH Mepe OKoJo 95%, mo MeHbIne Mepe okoio 96%, 1o mMeHblIel Mepe okojo 97%, mo
MeHblIel Mepe okojo 98%, mo meHbinel Mepe okosno 99% unu okono 100% wpeHTHYHOCTH
NOCJIEIOBATENIbHOCTH ¢ aMUHOKHCIIOTHOH MOCJIE0OBATEIbHOCTBIO OeTa-1enH, MPEICTaBICHHON B
SEQ ID NO: 2, mpuuem antu-CCND1 TCR comepxut CDR3 Oera-tienu, comepKamiyro
AMHHOKHCJIOTHYIO IOCJI€I0BAaTeNbHOCTDb, npeactasieHHyro B SEQ ID NO: 10. B HexoTophIx
acnektax aHTU-CCND1 TCR comepxur Oera-menb, CONEPKALIYID aMHHOKHCIOTHYIO
NOCJIeA0BATENbHOCTD, NpeacTasieHHyo B SEQ ID NO: 2.

[0080] B Hekoropeix acmekrax aHTH-CCND1 TCR comep>XUT KOHCTaHTHYK OOJacTh
anba-11eny, KOHCTAHTHYIO 001acTh OeTa-1ieny Win o0e; U Mpu4yeM KOHCTaHTHas o0nacTh anbda-
Leny, KOHCTaHTHasi oOyacTe Oera-iemu wiauM  o0e  comepykaT  aMHHOKHCIIOTHYIO
MOCJIEIOBATENbHOCTD, UMEIOINYIO 10 MEHbLIEH Mepe 1, Mo MeHbLIel Mepe 2, 10 MeHbLIER Mepe 3,
0 MeHbLIeH Mepe 4 WM [0 MEHbIIEW Mepe 5 3aMEeH B LEJIEBOH IOCIEA0BAaTEIbHOCTU

OTHOCUTEJIbHO COOTBETCTBYIOLEH aMUHOKHUCIIOTHOM nocneaoBatenbHocTu s3HA0reHHoro TCR.

IL.B.2. DnuronsI

[0081] B nexoropsix acnekrax aHTU-CCND1 TCR cBsi3bIBaeT TOT K€ 3MUTOI, YTO U
stanonHblii TCR. B Hekoropeix acnekrax aHTu-CCND1 TCR cBszbiBaercs ¢ snuronom CCNDI1,
coZiep KalllM aMHUHOKHCIIOTHYIO TOCJIE0BaTeIbHOCTD, npencrasieHHyo B SEQ ID NO: 13. B
HekoTopbix acnekrax aHTH-CCNDI1 TCR csizbiBaercst ¢ snutonnom CCNDI, cocrosmum us3
aMHUHOKHUCIIOTHON mocienoBarenbHocTy, npencrasieHHo B SEQ ID NO: 13. B HekoTOpbIX
acTeKTaxX SIMUTOMN COCTOUT M3 aMUHOKHCIOTHBIX ocTtaTkoB 219-238 CCND1 (SEQ ID NO: 16),
nanpumep, "CCND1219.238."

[0082] B onpeneneHHbIX acrekTax 3MUTOIN 00pasyeT KoMIuieke ¢ Mmosiekysioir HLA knacca
II. B mekoropeix acnekrax mojekyina HLA kmacca Il comepxur anbda-uenb u OeTta-niens. B
HEKOTOPBIX acrekTax anb(a-iens BbiOpana u3 anbda-uenu HLA-DR, anbda-uenu HLA-DP u
anbda-uenu HLA-DQ. B HekoTopbIx acnekrax Oera-iens BeiOpana u3 6era-nienu HLA-DR, Gera-
uenrn HLA-DP u Gera-uemu HLA-DQ. B Hexotopsix acmektax mosekyia HLA xmacca 11
copepxxut anbga-nenb HLA-DR u 6era-uens HLA-DR. B HekoTopsix acriektax monekyaa HLA
knacca Il comepsxkut anpda-uenb HLA-DP u Oera-uens HLA-DP. B HeKOTOpBIX acmekTax
moniexysna HLA knacca II comepskut anbda-uens HLA-DQ u 6era-uenns HLA-DQ.

[0083] Muorue amnenu HLA-DR, HLA-DP u HLA-DQ wu3BecTHbI B JaHHOW OOjacTH
TEXHUKH, W 000N M3 M3BECTHBIX ajjieNiell MOXKET OBITh MCIIOJNIb30BaH B JAHHOM PACKPBITHH.
ObnoBnennsiii crucok amteneii HLA npoctymen mo cceiike Ha caiite hla.alleles.org/ (marta
nocienHero nocemenus:: 27 ¢espans 2019 r.), KOTOpBI TMOJHOCTBIO BKJIIOYEH B JAHHBIN

AOKYMECHT NIOCPEACTBOM CCBUIKHU.
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I1.B.3. bucnenuguueckne T-kiaerounnie peuentopsl (TCR)

[0084] Onpenenexnnbie ACIIEKTHI HACTOSILIETO pacKpBITHUs OTHOCSITCA K
oucnermduueckomy TCR, conmepskameMy NepBbIii aHTUTCHCBS3BIBAIOIIMNA TOMEH H BTOPOH
AHTUIE€HCBSA3BIBAIOIIUN JOMEH, IPUYEM MEepBbI aHTUTeHCBsI3bIBaOLINI foMeH comep:kuTr TCR
WJIM €r0 AHTUI€HCBSI3bIBAIOIIYIO YaCTh, PACKPBITYIO B JAHHOM JOKYMEHTE. B HEKOTOPBIX acrexTax
MePBbIIl AHTUTEHCBSI3BIBAIOLINI TOMEH CONEP KHT OJHOICTIOYEYHBbIH BapuaOenbHbIl (hparMeHT
(«scFw»).

[0085] B HekoTOphIX acmekTax BTOPOH aHTUICHCBSI3BIBAIOIINI JOMEH CrerupuIecku
CBSI3bIBAETCSI C OEJIKOM, SKCIPECCHPOBAHHBIM Ha noBepxHOCTH T-kietku. JIroOoi Oenok,
SKCIPECCHUPYEMbIl Ha MOBEPXHOCTH T-KJIETKH, MOXET OBITh MHUINEHBIO OMHCAHHOIO B JAaHHOM
IOKyMeHTe Oncnennpuueckoro anTuTena. B HEKOTOpBIX acnekrax OeNloK, SKCIPECCUpyeMblii Ha
HOBEPXHOCTHU T-KIIETKH, HE SKCIIPECCUPYETCs IPYTUMHE KiIeTKaMH. B HEKOTOpBIX acrekTax Oenok,
SKCIIPECCUPYEMBINl Ha MOBEPXHOCTH T-KJETKH, SKCIPECCUPYETCs Ha MOBEPXHOCTH OAHON WU
Oonee APyrux MMMYHHBIX KJIETOK 4YeJIOBeKa. B HEKOTOpBIX acrekTax OesoK, SKCIPEeCCHPYEeMBbIit
Ha MOBEPXHOCTU T-KJIETKH, SKCIPECCUPYETCsl Ha TMOBEPXHOCTH ONHOW WM 0ojiee MMMYHHBIX
KJIETOK 4Y€JIOBEKA, HO HE DKCIPECCUPYETCs Ha MOBEPXHOCTH HEMMMYHHOM KIJIETKH 4eloBeka. B
HEKOTOPBbIX ACMEKTaX BTOPOHW AHTUIEHCBA3BIBAIOLIMN JOMEH CIELU(UIECKH CBSI3bIBACTCS C
OenkoM, SKCTIpecCupyeMbIM Ha moBepxHocTH T-kieTku, BbiOpanHoi w3 CD3, CD4, CD2, CDS5,
CD6, CDS8, CDlla (LFA-1a), CD43, CD45 u CDS53. B ompenefeHHbIX acleKkTax BTOPOH
AHTUTEHCBS3BIBAIOIINN TOMeH cniennduyecku cBszbiBaercs ¢ CD3. B ompeneneHHbIX acrekTax
BTOPOH aHTUTCHCBS3BIBAIOIIMN AOMeH crenuduuecku cps3biBaeTcsi ¢ CD4. B HekoTopbIx
aCIeKTax BTOPOW aHTUTEHCBSA3BIBAKOLINI JOMEH COAepKUT SCFv.

[0086] B HekoTOpbIX acnekTax TMepBbli AHTUT€HCBA3BIBAOLIUN JOMEH W BTOPOM
AHTUT€HCBA3BIBAO LI TOMEH CBsI3aHbl MJIM aCCOLIMMPOBAHbI KOBAJIEHTHON CBSI3bI0. B HEKOTOpBIX
aCIeKTax IMEePBbIM AHTUINCHCBS3BIBAIOIIMM JOMEH W BTOPON AHTUI€HCBS3bIBAIOLIUN JOMEH

CBsA3aHbI HeHTI/II[HOI\/'I CBA3bIO.

II.C. Kunaerku, 3xcnpeccupyromue TCR
[0087] OnpeneneHHble aCMEKThl HACTOSIIETO PACKPBITUS OTHOCATCS K  KJIETKaM,
COZIEPKAIIMM MOJIEKYJy HYKJIEMHOBOM KHCJIOTBL, PACKPBITYI0 B AAHHOM JOKYMEHTE, BEKTOP,
PaCKPBITBIA B aHHOM AOKyMeHTe, pekoMOuHaHTHbIH TCR, packpbIThIii B JAHHOM JTOKYMEHTE,
oucneunpuueckuii TCR, packpbIThlii B TaHHOM JOKyMEHTe, Wiu JI0O0H mx komOuHanuu. B

HACTOSIIIEM PACKPBITHH MOXKET OBITh HCIIOIBb30BaHA JIF00ast KIETKA.
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[0088] B ompenenennbix acnekrax kierka skcrpeccupyer CD4. Dkcnpeccus CD4 moxker
OBITH IPUPOIHOTO NMPOUCXOXKAEHUsS, Hanpumep, CD4 skcnpeccupyercs: U3 MOCIe0BATENbHOCTH
HYKJIEMHOBOM KHCJIOTBI, KOTOPAasi 3HAOTE€HHO 3KcIpeccupyercs kinetkon. Hanpumep, T-knetkw,
MOHOLUTHI, Makpodaru, AEHIPUTHBIE KJIETKU U ecTecTBeHHble KuuiepHbele (NK) kierku
€CTeCTBeHHBIM 00pazoM skcnpeccupyroT CD4. Takum 0O6pa3oM, B HEKOTOPBIX aCTEKTax KJIETKa
npexacrasisier co0oit T-keTky, MOHOIMT, Makpodar, AEHAPUTHYIO KJIETKY HJIH €CTECTBEHHYIO
KWUICPHYIO KJIeTKy. B ompeneneHHbIX acmekTax KIeTKa Mpencrasisier coboii T-kierky,
BBIOpaHHYI0 U3 ecrecTBeHHON KuyuepHoi T-knetku (NKT) u BposkaeHHON TUMPOUAHON KIIeTKH
(ILC). B HekoTOpbIX acrekTax KJeTKa MpeacTaBisieT co0OM MOHOIUT. B HEKOTOPBIX acrekTax
KJIETKa MpeacTaBisier co0oi mMakpodar. B HEKOTOPBIX acmeKkTax KieTka NpeAcTaBisieT coOoi
JOEHIPUTHYIO KIIETKY.

[0089] B HekoTopbIx acniektax T-KjieTKa sIBJISIETCS] BBIAENIEHHON U3 OpraHu3Ma cyObeKTa-
yenoBeka. B HEKOTOPBIX acmeKkTax CyOBeKT-4eJOBEeK SIBJISETCS TeM K€ CYOBEKTOM, KOTOpBIH B
KOHEYHOM HTOT€ MOJNy4HMT T-KJIeTouHyr Tepamuio. B apyrux acmekrax CyOBEKT SIBISIETCS
CcyOBEKTOM-IOHOPOM, MPHYEM CYOBEKT-IOHOP HE SIBISETCS TeM e CyOBeKTOM, KOTOpbIil Oyner
MoJIy4aTh T-KJIETOUYHYIO TEPAIUIO.

[0090] B HekoTOpBIX acmekTax KieTka MpeAcTaBisier coOOH KIETKy, KOTopas
€CTeCTBEHHBIM 00pazom He skcnpeccupyer CD4, mpu 5ToM kieTka Opiia MmoauduumupoBaHa asst
skcripeccu CD4. B HEKOTOPBIX acnekTax KJeTKa COAEPKUT TpaHcreH, koaupyromuit CD4, npu
STOM TPAHCT€H 3KCIIPECCUPYETCs KJIeTKONH. B HEKOTOPBIX acrekTax KJIETKa COAEPIKUT TPAHCIEH,
KOOUPYIOIUN OeoK, KOTOpBIM aKTHUBUpPYeT 3Kcmpeccuro sHaoreHHoro CD4 knerkoii. B
HEKOTOPBIX aCMEKTaX KJETKa COAEPIKUT TpaHCreH, koaupyromuii oenok win MuPHK, kotopsriit
uHrnoupyetr uHruouTop skcnpeccun CD4 B kieTke. B HEKOTOPBIX acrekTax TPAHCTEH BKIFOYECH
B T€HOM KJIETKU. B HEKOTOpBIX acriekTax TpaHCTeH He BKJIIOUYEH B F€HOM KIIETKU.

[0091] B HekoTOpbIX acnekTax KieTka, Kotopas MoauduuupoBana 1is sxcnpeccuu CD4,
SIBJISIETCS BBIIEJNIEHHONW M3 OpraHu3Ma CyOBeKTa-uelioBeKa. B HEKOTOpBIX acmekTax CyOBeKT-
YeJIOBEK SIBIIIETCS TEM K€ CYOBEKTOM, KOTOPBIi B KOHEYHOM HTOTe MOJYYUT KIETOYHYIO
Tepamuio. B apyrux acnekrax cyOBEKT SIBISIETCS CyObEKTOM-IOHOPOM, MPUYEM CYOBEKT-TOHOP

HE SIBJIIETCS] TEM K€ CyOBeKTOM, KOTOPBIH OyIeT MojydaTh KJIETOYHYIO TEPAITHIO.

ILD. Mouaexyast HLA knacca II
[0092] OnpeneneHHble acreKTbl HACTOSIIErO PacKpbITUs OTHOcATCA K mosekyiae HLA
kiacca I, 00benMHEHHOH B KOMIUIEKC C IENTUAOM, TPUYEM MENTHI CONEPKUT AMUHOKHCIIOTHYEO
MOCNIeIOBaTENbHOCTD, TpencrarieHHyo B SEQ ID NO: 13. B HEKoTOpBIX acmekTax MenTH.

COCTOUT M3 aMHUHOKHUCJIOTHOH MocieoBaTebHOCTH, nipeacTasieHHon B SEQ ID NO: 13.
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[0093] B nekotopeix acnekrax mosiekyia HLA kmacca Il mpencrasisier cooit amenb
HLA-DR, HLA-DP umu HLA-DQ. B Hekotopeix acmektax wmosekyjga HLA xmacca 1I
npencTasisieT codoit modoit amnes HLA, packpbiThiii Ha calite hla.alleles.org/ (nata mocnennero
nocereHust: 27 ¢pespans 2019 r.)

[0094] B nekotopsrix acnekrax monekyina HLA xnacca II comepxur anbda-uens u Oera-
nenb. B HEKOTOPBIX BapHaHTaX OCYIIECTBJICHHUS MOCIEAOBATEIbHOCTD ajib(da-1eny BeiOpaHa 13
mo00i mocnenoBaTenbHOCTH Oenka anbda-uenu HLA, nocrynHoit Ha caiite hla.alleles.org (nara
nocnennero nocewmenust: 27 ¢pespans 2019 roga).

IL.D.1. Moaexyanst HLA-DP kaacca 11

[0095] B HekoTopbIx acnektax anbda-lenb npeacrasisier codoi anbda-uens HLA-DP.
JIroboii amnens anbda-uenu HLA-DP, u3zBecTHblil B 1aHHON 00JIACTH, MOXKHO HCIOJB30BAaTh B
KOMITO3HLIMSIX U CITOCO0aX, PACKPBITHIX B JAHHOM JOKYMEHTe. B HEKOTOpBIX acrekTax ajibda-nemnb
BblOpana u3 amtenss HLA-DPA1*01, HLA-DPA1*02, HLA-DPA1*03 u HLA-DPA1*04. B
ompeeNeHHbIX acnekTax anbda-uens DP comepxxut amnens HLA-DPA1*01. B onpeneneHHbIX
acriekTax anbda-uens DP conepxxut amens HLA-DPA1*02. B onpeneneHHbIx acnekrax ajibgda-
nens DP comepxxur amnens HLA-DPA1*03. B onpeneneHHbIX acrektax anbda-uens DP
conep:xut ayiens HLA-DPA1*04.

[0096] B onpenenennbix acmektax anbga-uens DP BeiOpana m3 DPA1*01:03:01:01,
DPA1*01:03:01:02, DPA1%*01:03:01:03, DPA1*01:03:01:04, DPA1*01:03:01:05,
DPA1*01:03:01:06, DPA1*01:03:01:07, DPA1*01:03:01:08, DPA1*01:03:01:09,
DPA1*01:03:01:10, DPA1*01:03:01:11, DPA1*01:03:01:12, DPA1*01:03:01:13,
DPA1*01:03:01:14, DPA1*01:03:01:15, DPA1*01:03:01:16, DPA1*01:03:01:17,
DPA1*01:03:01:18Q, DPA1%*01:03:01:19, DPA1*01:03:01:20, DPA1*01:03:01:21,
DPA1*01:03:01:22, DPA1*01:03:01:23, DPA1*01:03:02, DPA1*01:03:03, DPA1*01:03:04,
DPA1*01:03:05, DPA1*01:03:06, DPA1*01:03:07, DPA1*01:03:08, DPA1*01:03:09,
DPA1*01:04, DPA1*01:05, DPA1*01:06:01, DPA1*01:06:02, DPA1*01:07, DPA1*01:08,
DPA1*01:09, DPAI1*01:10, DPA1*01:11, DPA1*01:12, DPAI1*01:13, DPA1*01:14,
DPA1*01:15, DPA1*01:16, DPA1*01:17, DPA1*01:18, DPA1*01:19, DPA1*02:01:01:01,
DPA1*02:01:01:02, DPA1%*02:01:01:03, DPA1*02:01:01:04, DPA1*02:01:01:05,
DPA1*02:01:01:06, DPA1*02:01:01:07, DPA1*02:01:01:08, DPA1*02:01:01:09,
DPA1*02:01:01:10, DPA1*02:01:01:11, DPA1*02:01:02:01, DPA1%*02:01:02:02,
DPA1*02:01:03, DPA1*02:01:04, DPA1*02:01:05, DPA1*02:01:06, DPA1*02:01:07,
DPA1*02:01:08:01, DPA1%*02:01:08:02, DPA1%*02:02:02:01, DPA1%*02:02:02:02,
DPA1%*02:02:02:03, DPA1*02:02:02:04, DPA1*02:02:02:05, DPA1*02:02:03, DPA1*02:02:04,
DPA1*02:02:05, DPA1*02:02:06, DPA1*02:03, DPA1*02:04, DPA1*02:05, DPA1*02:06,
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DPA1*#02:07:01:01, DPA1*02:07:01:02, DPA1*02:07:01:03, DPA1*02:08, DPA1*02:09,
DPA1*02:10, DPA1*02:11, DPA1*02:12, DPA1*02:13N, DPA1%*02:14, DPA1*02:15,
DPA1*02:16, DPA1*03:01:01:01, DPA1*03:01:01:02, DPA1*03:01:01:03, DPA1*03:01:01:04,
DPA1*03:01:01:05, DPA1%*03:01:02, DPA1%*03:02, DPA1*03:03, DPA1*03:04,
DPA1*04:01:01:01, DPA1*04:01:01:02, DPA1*04:01:01:03, DPA1*04:02 unu ux KOMOMHALINH.
[0097] B Hekoropbix acrekrax Oera-menb mpeAcTaBisieT coboit Oera-umenmb HLA-DP.
JIro6oit annenp Oera-uienn HLA-DP, u3BecTHbIM B DaHHOW 0OO0JACTH, MOKHO HCIIOJIb30BaTh B
KOMITO3HULMSIX U CITOCO0axX, paCKPBITHIX B TAHHOM JOKYMEHTE. B omnpeneneHHbIX acriekTax OeTa-
uenbs DP comepxut amnens, BbiOpanHeii w3 DPB1*01, DPB1*02, DPB1*03, DPB1%*04,
DPB1*05, DPB1*06, DPB1*08, DPB1*09, DPB1*10, DPB1*100, DPB1*101, DPB1*102,
DPB1*103, DPB1*104, DPB1*105, DPB1*106, DPB1*107, DPB1*108, DPB1*109, DPB1*11,
DPB1*110, DPB1*111, DPB1*112, DPB1*113, DPB1*114, DPB1*115, DPB1*116, DPB1*117,
DPB1*118, DPB1*119, DPB1*120, DPB1*121, DPB1*122, DPB1*123, DPB1*124, DPB1*125,
DPB1*126, DPB1*127, DPB1*128, DPB1*129, DPB1*13, DPB1*130, DPB1*131, DPB1*132,
DPB1*133, DPB1*134, DPB1*135, DPB1*136, DPB1*137, DPB1*138, DPB1*139, DPB1*14,
DPB1*140, DPB1*141, DPB1*142, DPB1*143, DPB1*144, DPB1*145, DPB1*146, DPB1*147,
DPB1*148, DPB1*149, DPB1*15, DPB1*150, DPB1*151, DPB1*152, DPB1*153, DPB1*154,
DPB1*155, DPB1*156, DPB1*157, DPB1*158, DPB1*159, DPB1*16, DPB1*160, DPB1*161,
DPB1*162, DPB1*163, DPB1*164, DPB1*165, DPB1*166, DPB1*167, DPB1*168, DPB1*169,
DPB1*17, DPB1*170, DPB1*171, DPB1*172, DPB1*173, DPB1*174, DPB1*175, DPB1*176,
DPB1*177, DPB1*178, DPB1*179, DPB1*18, DPB1*180, DPB1*181, DPB1*182, DPB1*183,
DPB1*184, DPB1*185, DPB1*186, DPB1*187, DPB1*188, DPB1*189, DPB1*19, DPB1*190,
DPB1*191, DPB1*192, DPB1*193, DPB1*194, DPB1*195, DPB1*196, DPB1*197, DPB1*198,
DPB1*199, DPB1*20, DPB1*200, DPB1*201, DPB1*202, DPB1*203, DPB1*204, DPB1*205,
DPB1*206, DPB1*207, DPB1*208, DPB1*209, DPB1*21, DPB1*210, DPB1*211, DPB1*212,
DPB1*213, DPB1*214, DPB1*215, DPB1*216, DPB1*217, DPB1*218, DPB1*219, DPB1*22,
DPB1*220, DPB1*221, DPB1*222, DPB1*223, DPB1*224, DPB1*225, DPB1*226, DPB1*227,
DPB1*228, DPB1*229, DPB1*23, DPB1*230, DPB1*231, DPB1*232, DPB1*233, DPB1*234,
DPB1*235, DPB1*236, DPB1*237, DPB1*238, DPB1*239, DPB1*24, DPB1%*240, DPB1*241,
DPB1*242, DPB1*243, DPB1*244, DPB1*245, DPB1*246, DPB1%247, DPB1%*248, DPB1%*249,
DPB1*25, DPB1*250, DPB1*251, DPB1*252, DPB1*253, DPB1*254, DPB1*255, DPB1*256,
DPB1*257, DPB1*258, DPB1*259, DPB1*26, DPB1*260, DPB1*261, DPB1*262, DPB1*263,
DPB1*264, DPB1*265, DPB1*266, DPB1*267, DPB1*268, DPB1%*269, DPB1*27, DPB1*270,
DPB1*271, DPB1*272, DPB1*273, DPB1*274, DPB1*275, DPB1*276, DPB1*277, DPB1*278,
DPB1*279, DPB1*28, DPB1*280, DPB1*281, DPB1*282, DPB1*283, DPB1*284, DPB1*285,
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DPB1*286, DPB1*287, DPB1%288, DPB1*289, DPB1%*29, DPB1*290, DPB1%*291, DPB1%*292,
DPB1*293, DPB1*294, DPB1%295, DPB1*296, DPB1%*297, DPB1*298, DPB1*299, DPB1*30,
DPB1*300, DPB1#301, DPB1*302, DPB1*303, DPB1*304, DPB1*305, DPB1*306, DPB1*307,
DPB1*308, DPB1*309, DPB1*31, DPB1*310, DPB1*311, DPB1*312, DPB1*313, DPB1*314,
DPB1*315, DPB1*316, DPB1*317, DPB1*318, DPB1*319, DPB1*32, DPB1%*320, DPB1*321,
DPB1*322, DPB1%323, DPB1*324, DPB1*325, DPB1%*326, DPB1*327, DPB1*328, DPB1*329,
DPB1*33, DPB1*330, DPB1*331, DPB1*332, DPB1*333, DPB1*334, DPB1*335, DPB1*336,
DPB1*337, DPB1*338, DPB1%339, DPB1*34, DPB1%340, DPB1*341, DPB1%*342, DPB1*343,
DPB1*344, DPB1*345, DPB1%346, DPB1*347, DPB1%*348, DPB1*349, DPB1*35, DPB1*350,
DPB1*351, DPB1#352, DPB1*353, DPB1*354, DPB1*355, DPB1*356, DPB1*357, DPB1*358,
DPB1*359, DPB1*36, DPB1*360, DPB1*361, DPB1%362, DPB1*363, DPB1%*364, DPB1*365,
DPB1*366, DPB1*367, DPB1*368, DPB1*369, DPB1*37, DPB1*370, DPB1*371, DPB1*372,
DPB1*373, DPB1*374, DPB1*375, DPB1*376, DPB1*377, DPB1*378, DPB1*379, DPB1*38,
DPB1#380, DPB1*381, DPB1#382, DPB1*383, DPB1*384, DPB1*385, DPB1*386, DPB1*387,
DPB1#388, DPB1*389, DPB1*39, DPB1*390, DPB1*391, DPB1%392, DPB1*393, DPB1%394,
DPB1#395, DPB1*396, DPB1*397, DPB1*398, DPB1%399, DPB1*40, DPB1*400, DPB1*401,
DPB1*402, DPB1*403, DPB1*404, DPB1*405, DPB1*406, DPB1*407, DPB1*408, DPB1*409,
DPB1*41, DPB1*410, DPB1*411, DPB1*412, DPB1*413, DPB1*414, DPB1*415, DPB1*416,
DPB1*417, DPB1*418, DPB1*419, DPB1*420, DPB1*421, DPB1*422, DPB1*423, DPB1*424,
DPB1*425, DPB1#426, DPB1*427, DPB1*428, DPB1*429, DPB1*430, DPB1*431, DPB1*432,
DPB1*433, DPB1*434, DPB1*435, DPB1*436, DPB1*437, DPB1*438, DPB1*439, DPB1*44,
DPB1*440, DPB1*441, DPB1*442, DPB1*443, DPB1*444, DPB1*445, DPB1*446, DPB1*447,
DPB1*448, DPB1*449, DPB1*45, DPB1*450, DPB1*451, DPB1*452, DPB1*453, DPB1*454,
DPB1*455, DPB1*456, DPB1*457, DPB1*458, DPB1%*459, DPB1*46, DPB1*460, DPB1*461,
DPB1*462, DPB1#463, DPB1*464, DPB1*465, DPB1*466, DPB1*467, DPB1*468, DPB1*469,
DPB1*47, DPB1#*470, DPB1*471, DPB1*472, DPB1*473, DPB1*474, DPB1*475, DPB1*476,
DPB1*477, DPB1*478, DPB1*479, DPB1*48, DPB1*480, DPB1*481, DPB1%*482, DPB1*483,
DPB1*484, DPB1*485, DPB1*486, DPB1*487, DPB1*488, DPB1*489, DPB1*49, DPB1*490,
DPB1*491, DPB1#492, DPB1*493, DPB1*494, DPB1%*495, DPB1*496, DPB1*497, DPB1*498,
DPB1*499, DPB1*50, DPB1*500, DPB1*501, DPB1*502, DPB1*503, DPB1*504, DPB1*505,
DPB1*506, DPB1*507, DPB1#508, DPB1*509, DPB1*51, DPB1*510, DPB1*511, DPB1*512,
DPB1*513, DPB1*514, DPB1*515, DPB1*516, DPB1*517, DPB1*518, DPB1*519, DPB1*52,
DPB1*520, DPB1#521, DPB1*522, DPB1*523, DPB1*524, DPB1*525, DPB1*526, DPB1*527,
DPB1*528, DPB1*529, DPB1*53, DPB1*530, DPB1*531, DPB1*532, DPB1*533, DPB1*534,
DPB1*535, DPB1*536, DPB1%537, DPB1*538, DPB1*539, DPB1*54, DPB1*540, DPB1*541,
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DPB1*542, DPB1%543, DPB1*544, DPB1*545, DPB1*546, DPB1*547, DPB1*548, DPB1*549,
DPB1*55, DPB1*550, DPB1*551, DPB1*552, DPB1*553, DPB1*554, DPB1*555, DPB1*556,
DPB1*557, DPB1*558, DPB1*559, DPB1*56, DPB1*560, DPB1*561, DPB1*562, DPB1*563,
DPB1*564, DPB1*565, DPB1*566, DPB1*567, DPB1*568, DPB1*569, DPB1*57, DPB1*570,
DPB1*571, DPB1#572, DPB1*573, DPB1*574, DPB1*575, DPB1*576, DPB1*577, DPB1*578,
DPB1*579, DPB1*58, DPB1*580, DPB1*581, DPB1*582, DPB1*583, DPB1*584, DPB1*585,
DPB1*586, DPB1*587, DPB1*588, DPB1*589, DPB1*59, DPB1*590, DPB1*591, DPB1*592,
DPB1*593, DPB1*594, DPB1*595, DPB1*596, DPB1*597, DPB1*598, DPB1*599, DPB1*60,
DPB1*600, DPB1#601, DPB1*602, DPB1*603, DPB1*604, DPB1*605, DPB1*606, DPB1*607,
DPB1*608, DPB1*609, DPB1*61, DPB1*610, DPB1*611, DPB1*612, DPB1*613, DPB1*614,
DPB1*615, DPB1*616, DPB1*617, DPB1*618, DPB1*619, DPB1*62, DPB1#*620, DPB1*621,
DPB1*622, DPB1#623, DPB1*624, DPB1%625, DPB1*626, DPB1*627, DPB1*628, DPB1*629,
DPB1*63, DPB1*630, DPB1*631, DPB1*632, DPB1%633, DPB1*634, DPB1*635, DPB1*636,
DPB1#637, DPB1*638, DPB1*639, DPB1*64, DPB1*640, DPB1*641, DPB1*642, DPB1%643,
DPB1*644, DPB1*645, DPB1*646, DPB1*647, DPB1*648, DPB1*649, DPB1*65, DPB1*650,
DPB1#651, DPB1*652, DPB1#653, DPB1*654, DPB1*655, DPB1*656, DPB1*657, DPB1#658,
DPB1*659, DPB1*66, DPB1*660, DPB1*661, DPB1*662, DPB1*663, DPB1*664, DPB1*665,
DPB1*666, DPB1*667, DPB1*668, DPB1*669, DPB1*67, DPB1*670, DPB1*671, DPB1*672,
DPB1*673, DPB1*674, DPB1*675, DPB1*676, DPB1*677, DPB1*678, DPB1*679, DPB1*68,
DPB1*680, DPB1#681, DPB1*682, DPB1*683, DPB1*684, DPB1*685, DPB1*686, DPB1*687,
DPB1*688, DPB1*689, DPB1*69, DPB1*690, DPB1*691, DPB1*692, DPB1*693, DPB1*694,
DPB1*695, DPB1*696, DPB1#697, DPB1*698, DPB1*699, DPB1*70, DPB1#*700, DPB1*701,
DPB1*702, DPB1#703, DPB1*704, DPB1*705, DPB1*706, DPB1*707, DPB1*708, DPB1*709,
DPB1*71, DPB1*710, DPB1*711, DPB1*712, DPB1*713, DPB1*714, DPB1*715, DPB1*716,
DPB1*717, DPB1*718, DPB1*719, DPB1*72, DPB1*720, DPB1*721, DPB1%*722, DPB1*723,
DPB1*724, DPB1*725, DPB1#726, DPB1*727, DPB1%*728, DPB1*729, DPB1*73, DPB1*730,
DPB1*731, DPB1#732, DPB1*733, DPB1*734, DPB1*735, DPB1*736, DPB1*737, DPB1*738,
DPB1*739, DPB1*74, DPB1*740, DPB1*741, DPB1*742, DPB1*743, DPB1%*744, DPB1*745,
DPB1*746, DPB1*747, DPB1%748, DPB1%*749, DPB1*75, DPB1*750, DPB1*751, DPB1*752,
DPB1*753, DPB1*754, DPB1*755, DPB1*756, DPB1*757, DPB1*758, DPB1*759, DPB1*76,
DPB1*760, DPB1#761, DPB1*762, DPB1*763, DPB1*764, DPB1*765, DPB1*766, DPB1*767,
DPB1*768, DPB1*769, DPB1*77, DPB1*770, DPB1*771, DPB1*772, DPB1*773, DPB1*774,
DPB1*775, DPB1*776, DPB1#777, DPB1*778, DPB1*779, DPB1*78, DPB1*780, DPB1*781,
DPB1*782, DPB1#783, DPB1*784, DPB1*785, DPB1*786, DPB1*787, DPB1*788, DPB1*789,
DPB1*79, DPB1#*790, DPB1*791, DPB1*792, DPB1%794, DPB1*795, DPB1%*796, DPB1*797,
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DPB1#798, DPB1*799, DPB1*80, DPB1*800, DPB1*801, DPB1*802, DPB1*803, DPB1*804,
DPB1*805, DPB1*806, DPB1*807, DPB1*808, DPB1*809, DPB1*81, DPB1*810, DPB1*811,
DPB1#812, DPB1*813, DPB1*814, DPB1*815, DPB1*816, DPB1*817, DPB1*818, DPB1*819,
DPB1#*82, DPB1%820, DPB1*821, DPB1*822, DPB1*823, DPB1*824, DPB1*825, DPB1*826,
DPB1#827, DPB1*828, DPB1*829, DPB1*83, DPB1*830, DPB1*831, DPB1*832, DPB1*833,
DPB1#*834, DPB1*835, DPB1*836, DPB1*837, DPB1*838, DPB1*839, DPB1*84, DPB1%840,
DPB1#841, DPB1*842, DPB1*843, DPB1*844, DPB1*845, DPB1*846, DPB1*847, DPB1%848,
DPB1#849, DPB1*85, DPB1*850, DPB1*851, DPB1*852, DPB1*853, DPB1*854, DPB1*855,
DPB1#856, DPB1*857, DPB1*858, DPB1*859, DPB1*86, DPB1*860, DPB1*861, DPB1*862,
DPB1#863, DPB1*864, DPB1*865, DPB1*866, DPB1*867, DPB1*868, DPB1*869, DPB1*87,
DPB1#870, DPB1*871, DPB1#872, DPB1*873, DPB1*874, DPB1*875, DPB1*876, DPB1*877,
DPB1#878, DPB1*879, DPB1*88, DPB1*880, DPB1*881, DPB1*882, DPB1*883, DPB1%884,
DPB1#885, DPB1*886, DPB1*887, DPB1*888, DPB1*889, DPB1*89, DPB1%890, DPB1%891,
DPB1#892, DPB1*893, DPB1%894, DPB1*895, DPB1%896, DPB1*897, DPB1*898, DPB1%*899,
DPB1#90, DPB1#900, DPB1*901, DPB1*902, DPB1*903, DPB1*904, DPB1*905, DPB1%*906,
DPB1#907, DPB1%*908, DPB1*909, DPB1*91, DPB1*910, DPB1*911, DPB1*912, DPB1%*913,
DPB1#914, DPB1*915, DPB1*916, DPB1*917, DPB1*918, DPB1*919, DPB1*92, DPB1%920,
DPB1*921, DPB1#922, DPB1%*923, DPB1*924, DPB1%*925, DPB1*926, DPB1*927, DPB1*928,
DPB1%929, DPB1*93, DPB1*930, DPB1*931, DPB1*932, DPB1*933, DPB1*934, DPB1%935,
DPB1%936, DPB1%*937, DPB1*938, DPB1*939, DPB1*94, DPB1*940, DPB1*941, DPB1%*942,
DPB1%943, DPB1%944, DPB1*945, DPB1*946, DPB1*947, DPB1%*948, DPB1%*949, DPB1*95,
DPB1%950, DPB1*951, DPB1*952, DPB1*953, DPB1*954, DPB1*955, DPB1*956, DPB1%*957,
DPB1%958, DPB1%*959, DPB1*96, DPB1*960, DPB1*961, DPB1*962, DPB1*963, DPB1*964,
DPB1*965, DPB1*97, DPB1*98 u DPB1%99. B HekoTopbIx acnekTax Oeta-nienb DP comep:kur
aitens HLA-DPB1*01, HLA-DPB1*02, HLA-DPB1*01, HLA-DPB1*03, HLA-DPBI1*04,
HLA-DPB1*05, HLA-DPB1*06, HLA-DPB1*08, HLA-DPB1*09 u no0yt nx komOuHawmo. B
onpeneNeHHbIX acnekrax Oera-uenb DP comepskut amnens HLA-DPB1*04. B KOHKpeTHBIX

acnekTax Oera-uienb DP conepskut amens HLA-DPB1#04:01.

[0098] B onpenenennbix acnekrax Oeta-umernb DP comepskuT aiienb, BBIOpaHHBIN W3
DPB1*01:01:01:01, DPB1*01:01:01:02, DPB1#01:01:01:03, DPB1*01:01:01:04,
DPB1*01:01:01:05, DPB1*01:01:01:06, DPB1#01:01:01:07, DPB1*01:01:01:08,
DPB1*01:01:01:09, DPB1*01:01:01:10, DPB1#01:01:02:01, DPB1*01:01:02:02,

DPB1*01:01:03, DPB1*01:01:04, DPB1*01:01:05, DPB1*01:01:06, DPBI1*02:01:02:01,
DPB1*02:01:02:02, DPB1*02:01:02:03, DPB1*02:01:02:04, DPB1*02:01:02:05,
DPB1*02:01:02:06, DPB1*02:01:02:07, DPB1*02:01:02:08, DPB1*02:01:02:09,



-55-

DPB1*02:01:02:10, DPB1*02:01:02:11, DPB1*02:01:02:12, DPB1*02:01:02:13,
DPB1*02:01:02:14, DPB1*02:01:02:15, DPB1*02:01:02:16, DPB1*02:01:02:17,
DPB1*02:01:02:18, DPB1*02:01:02:19, DPB1*02:01:02:20, DPB1*02:01:02:21,
DPB1*02:01:02:22, DPB1*02:01:02:23, DPB1%02:01:02:24, DPB1*02:01:02:25,
DPB1*02:01:02:26, DPB1*02:01:02:27, DPB1%02:01:02:28, DPB1*02:01:02:29,
DPB1*02:01:02:30, DPB1*02:01:02:31, DPB1*02:01:02:32, DPB1*02:01:02:33,
DPB1*02:01:02:34, DPB1*02:01:02:35, DPB1*02:01:02:36, DPB1*02:01:02:37,
DPB1*02:01:02:38, DPB1*02:01:02:39, DPB1*02:01:02:40, DPB1*02:01:02:41,
DPB1*02:01:02:42, DPB1%02:01:02:43, DPB1*02:01:03, DPB1%*02:01:04, DPB1*02:01:05,
DPB1*02:01:06, DPB1*02:01:07, DPB1*02:01:08, DPB1*02:01:09, DPB1%*02:01:10,
DPB1*02:01:11, DPB1*02:01:12, DPB1*02:01:13, DPB1*02:01:14, DPB1%*02:01:15,
DPB1*02:01:16, DPB1*02:01:17, DPB1*02:01:18, DPB1%*02:01:19, DPB1%*02:01:20,
DPB1*02:01:21, DPB1*02:01:22, DPB1*02:01:23, DPB1%*02:01:24, DPB1%*02:01:25,
DPB1%02:01:26, DPB1*02:01:27, DPB1%*02:01:28, DPBI1*02:01:29, DPB1*02:01:30,
DPB1%02:01:31, DPB1*02:01:32, DPB1*02:01:33, DPBI1*02:01:34, DPB1*02:01:35,
DPB1%02:01:36, DPB1*02:01:37, DPB1*02:01:38, DPBI1*02:01:39, DPB1*02:01:40,
DPB1%02:01:41, DPB1*02:01:42, DPB1%*02:01:43, DPB1*02:02:01:01, DPB1*02:02:01:02,
DPB1*02:02:01:03, DPB1%*02:02:01:04, DPB1*02:02:01:05, DPB1%02:02:01:06,
DPB1*02:02:01:07, DPB1*02:02:02, DPB1*02:02:03, DPB1*03:01:01:01, DPB1*03:01:01:02,
DPB1*03:01:01:03, DPB1*03:01:01:04, DPB1*03:01:01:05, DPB1*03:01:01:06,
DPB1*03:01:01:07, DPB1*03:01:01:08, DPB1*03:01:01:09, DPB1*03:01:01:10,
DPB1*03:01:01:11, DPB1*03:01:02, DPB1*03:01:03, DPB1*03:01:04, DPB1%*03:01:05,
DPB1*03:01:06, DPB1*03:01:07, DPB1*03:01:08, DPBI1*03:01:09, DPB1*03:01:10,
DPB1*03:01:11, DPB1*03:01:12, DPB1*04:01:01:01, DPB1*04:01:01:02, DPB1*04:01:01:03,
DPB1*04:01:01:04, DPB1*04:01:01:05, DPB1*04:01:01:06, DPB1*04:01:01:07,
DPB1*04:01:01:08, DPB1*04:01:01:09, DPB1*04:01:01:10, DPB1*04:01:01:11,
DPB1*04:01:01:12, DPB1*04:01:01:13, DPB1*04:01:01:14, DPB1*04:01:01:15,
DPB1*04:01:01:16, DPB1*04:01:01:17, DPB1*04:01:01:18, DPB1*04:01:01:19,
DPB1*04:01:01:20, DPB1*04:01:01:21, DPB1*04:01:01:22, DPB1*04:01:01:23,
DPB1*04:01:01:24N, DPB1*04:01:01:25, DPB1*04:01:01:26, DPB1*04:01:01:27,
DPB1*04:01:01:28, DPB1*04:01:01:29, DPB1*04:01:01:30, DPB1*04:01:01:31,
DPB1*04:01:01:32, DPB1*04:01:01:33, DPB1*04:01:01:34, DPB1*04:01:02, DPB1*04:01:03,
DPB1*04:01:04:01, DPB1*04:01:04:02, DPB1*04:01:05, DPB1*04:01:06, DPB1*04:01:07,
DPB1*04:01:08, DPB1*04:01:09, DPB1*04:01:10, DPBI1*04:01:11, DPB1*04:01:12,
DPB1*04:01:13, DPB1*04:01:14, DPB1*04:01:15, DPBI1*04:01:16, DPB1*04:01:17,
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DPB1*04:01:18, DPB1*04:01:19, DPB1*04:01:20, DPB1*04:01:21, DPBI1*04:01:22,
DPB1*04:01:23, DPB1*04:01:24, DPBI1*04:01:25, DPB1*04:01:26, DPBI1*04:01:27
DPB1*04:01:28, DPB1*04:01:29, DPBI1*04:01:30, DPB1*04:01:31, DPBI1*04:01:32
DPB1*04:01:33, DPB1*04:01:34, DPBI1*04:01:35, DPB1*04:01:36, DPB1*04:01:37
DPB1*04:01:38, DPB1*04:01:39, DPB1*04:01:40, DPB1*04:02:01:01, DPB1*04:02:01:02
DPB1*04:02:01:03, DPB1*04:02:01:04, DPB1%#04:02:01:05, DPB1%*04:02:01:06
DPB1%*04:02:01:07, DPB1*04:02:01:08, DPB1%#04:02:01:09, DPB1%*04:02:01:10
DPB1*04:02:01:11, DPB1*04:02:01:12, DPB1%04:02:01:13, DPB1%*04:02:01:14
DPB1%04:02:02, DPB1*04:02:03, DPB1%*04:02:04, DPB1*04:02:05, DPBI1*04:02:06
DPB1%04:02:07, DPB1*04:02:08, DPB1*04:02:09, DPB1*04:02:10, DPBI1*04:02:11
DPB1%04:02:12, DPB1*04:02:13, DPB1*04:02:14, DPB1*05:01:01:01, DPB1*05:01:01:02
DPB1%*05:01:01:03, DPB1%05:01:01:04, DPB1%#05:01:01:05, DPB1*05:01:01:06
DPB1*05:01:01:07, DPB1*05:01:01:08, DPB1*05:01:01:09, DPB1*05:01:01:10
DPB1*05:01:02, DPB1*05:01:03, DPB1*05:01:04, DPBI1*05:01:05, DPBI1*05:01:06
DPB1*05:01:07, DPB1*05:01:08, DPB1*05:01:09, DPB1*06:01:01:01, DPB1*06:01:01:02
DPB1*06:01:01:03, DPB1*06:01:02, DPB1*06:01:03, DPB1*06:01:04, DPBI1*06:01:05
DPB1*08:01, DPB1*09:01:01, DPB1*09:01:02, DPB1*09:01:03,  DPB1%*09:01:04,
DPB1*100:01, DPB1*101:01, DPB1*102:01, DPB1*103:01, @ DPB1*104:01:01:01,
DPB1%104:01:01:02, DPB1*104:01:01:03, DPB1*104:01:01:04, DPB1*104:01:01:05,
DPB1%104:01:01:06, DPB1*104:01:02, DPB1*105:01:01:01, DPB1*105:01:01:02,
DPB1%105:01:01:03, DPB1*105:01:01:04, DPB1*105:01:01:05, DPB1*105:01:01:06,
DPB1%105:01:01:07, DPB1*105:01:01:08,  DPB1*105:01:01:09, DPB1*105:01:01:10,
DPB1*#106:01,  DPB1*107:01, @ DPB1*108:01, @ DPB1*109:01, @ DPB1*10:01:01:01,
DPB1%10:01:01:02, DPBI1*10:01:02, DPB1*10:01:03, DPB1*10:01:04, DPB1*110:01,
DPB1*#111:01, DPB1*112:01, DPB1*113:01, DPB1*114:01, DPB1*115:01, DPB1*116:01,
DPB1*#117:01, DPBI1*118:01, DPB1*119:01, DPB1*11:01:01:01, DPB1*11:01:01:02,
DPB1#11:01:02, DPB1*11:01:03, DPB1*11:01:04, DPB1*120:01N, DPB1*121:01,
DPB1%122:01, DPB1*123:01, DPB1*124:01:01:01, DPB1*124:01:01:02, DPB1*124:01:02:01,
DPB1%124:01:02:02, DPB1*125:01, DPB1*126:01:01:01, DPB1*126:01:01:02, DPB1*127:01,
DPB1*128:01, DPB1*129:01, DPB1*130:01, DPB1*131:01:01:01, DPB1*131:01:01:02,
DPB1#131:01:02, DPB1*131:01:03, DPB1*132:01, DPB1*133:01, DPB1*134:01,
DPB1*135:01, DPB1#136:01, DPB1*137:01, DPB1*138:01, DPB1*139:01, DPB1*13:01:01:01
DPB1*13:01:01:02, DPB1*13:01:01:03, DPB1#13:01:01:04, DPB1*13:01:01:05
DPB1%13:01:01:06, DPB1*13:01:01:07, DPB1*13:01:01:08, DPB1*13:01:02, DPB1*13:01:03,
DPB1#140:01, DPB1*141:01, DPB1*142:01, DPB1*143:01, DPB1*144:01, DPB1*145:01,
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DPB1*146:01, DPB1*147:01, DPB1*148:01, DPB1%*149:01, DPB1*14:01:01:01,
DPB1*14:01:01:02, DPB1*14:01:01:03, DPB1*14:01:02, DPB1*14:01:03, DPB1*14:01:04
DPB1*14:01:05, DPB1*14:01:06, DPB1*14:01:07, DPBI1*14:01:08, DPB1%*14:01:09,
DPB1*150:01, DPB1*151:01, DPB1#152:01, DPB1*153:01, DPB1*154:01N, DPB1*155:01:01,
DPB1*155:01:02, DPB1*156:01, DPB1*157:01, DPB1*158:01, DPB1*159:01N,
DPB1*15:01:01:01, DPB1*15:01:01:02, DPB1*15:01:01:03, DPB1*15:01:01:04
DPB1*15:01:02, DPB1*15:01:03, DPBI1*160:01, DPBI1*161:0IN, DPB1*162:01:01,
DPB1*162:01:02, DPB1*163:01, DPB1*164:01, DPB1*165:01, DPB1*166:01, DPB1*167:01,
DPB1*168:01, DPB1*169:01, DPB1*16:01:01:01, DPB1%*16:01:01:02, DPB1%*16:01:02,
DPB1*16:01:03, DPB1*170:01, DPB1*171:01, DPB1*172:01, DPB1*173:01, DPB1*174.01,
DPB1*175:01, DPB1*176:01, DPB1*177:01, DPB1*178:01, DPB1*179:01, DPB1*17:01:01:01,
DPB1*17:01:01:02, DPBI1*17:01:02, DPB1*17:01:03, DPB1*180:01, DPB1*181:01,
DPB1*182:01, DPB1*183:01, DPB1*184:01, DPB1*185:01, DPB1*186:01, DPB1*187:01,
DPB1*188:01, DPB1*189:01, DPB1*18:01:01:01, DPB1*18:01:01:02, DPB1*18:01:01:03,
DPB1%*18:01:02, DPB1*18:01:03, DPB1*190:01, DPB1*191:01, DPB1*192:01, DPB1*193:01,
DPB1#194:01, DPB1*195:01, DPB1*196:01, DPB1*197:01, DPB1*198:01, DPB1*199:01,
DPB1%#19:01:01:01, DPB1%*19:01:01:02, DPB1%*19:01:01:03, DPB1%*200:01, DPB1%*201:01,
DPB1#*202:01, DPB1*203:01:01, @ DPB1*203:01:02, @ DPB1*204:01, @ DPB1*205:01,
DPB1*206:01, DPB1%*207:01, DPB1*208:01, DPB1*209:01, DPB1#*20:01:01:01,
DPB1%*20:01:01:02, DPB1%*20:01:02, DPB1%*20:01:03, DPB1%*20:01:04, DPB1*210:01,
DPB1*211:01, DPB1*212:01, DPB1*213:01:01, DPB1*213:01:02, DPB1*214.01,
DPB1*215:01, DPB1*216:0IN, DPB1*217:01, DPB1*218:0IN, DPB1*219:01, DPB1*21:01,
DPB1*220:01, DPB1*221:01, DPB1%*222:01, DPB1*223:01, DPB1%*224:01, DPB1*225:01,
DPB1%*226:01,  DPB1%*227:01:01, @ DPB1%*227:01:02, @ DPB1%*228:01, @ DPB1%*229:01,
DPB1%*22:01:01:01, DPB1%*22:01:01:02, DPB1%*230:01, DPB1*231:01, DPB1*232:01,
DPB1%*233:01, DPB1*234.01, DPB1%*235:01, DPB1*236:01:01, @ DPB1%*236:01:02,
DPB1*237:01, DPBI1%*238:01, DPBI1%*239:01, DPB1%23:01:01:01, DPBI1%*23:01:01:02,
DPB1%*23:01:02, DPB1%*240:01, DPB1*241:01, DPB1%242:01, DPB1*243:01, DPB1%*244.01,
DPB1*245:01, DPB1*246:01, DPB1%247:01, DPB1%248:01, DPB1%249:01, DPB1%*24.01,
DPB1*250:01, DPB1*251:01, DPB1*252:01, DPB1*253:01, DPB1*254:01, DPB1*255:01,
DPB1*256:01, DPB1*257:01, DPB1%*258:01, DPB1%259:01, DPB1*25:01, DPB1*260:01,
DPB1*261:01, DPB1*262:01, DPB1*263:01, DPB1*264:01, DPB1*265:01, DPB1*266:01,
DPB1*267:01, DPB1%*268:01, DPB1*269:01, DPB1%#26:01:01, DPB1%*26:01:02,
DPB1*26:01:03, DPB1*270:01, DPB1*271:01, DPB1%272:01, DPB1*273:01, DPB1*274.01,
DPB1*275:01, DPB1*276:01, DPB1*277:01, DPB1%*278:01, DPB1%*279:01:01,
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DPB1%279:01:02, DPB1#27:01, DPB1%280:01, DPB1*281:01, DPB1%282:01, DPB1*283:01,
DPB1#284:01, DPB1*285:01, DPB1*286:01, DPB1*287:01, DPB1*288:01, DPB1*289:01,
DPB1#28:01, DPB1%290:01, DPB1%*291:01, DPB1%292:01, DPB1%*293:01, DPB1%*294.01,
DPB1#295:01, DPB1%*296:01, DPB1%*297:01, DPB1%*298:01, DPB1%299:01, DPB1%29:01,
DPB1#300:01, DPB1*301:01, DPB1*302:01, DPB1*303:01, DPB1*304:01, DPB1*305:01,
DPB1#306:01,  DPB1*307:01, @ DPB1*308:01, @ DPB1*309:01, @ DPB1*30:01:01:01,
DPB1%30:01:01:02, DPB1*310:01, DPB1*311:01, DPB1*312:01, DPB1*313:01, DPB1#314:01,
DPB1#315:01, DPB1#316:01, DPB1*317:01, DPB1*318:01, DPB1*319:01, DPB1*31:01:01:01,
DPB1%31:01:01:02, DPB1*320:01, DPB1*321:01, DPB1*322:01, DPB1*323:01, DPB1%324:01,
DPB1%325:01, DPB1%326:01, DPB1*327:01, DPB1*328:01N, DPB1%*329:01, DPB1%*32:01,
DPB1#330:01, DPB1*331:01, DPB1*332:01, DPB1%*333:01, DPB1*334:01, DPB1*335:01,
DPB1#336:01,  DPB1%*337:01, @ DPB1%*338:01, @ DPB1%*339:01, @ DPB1%*33:01:01:01,
DPB1*33:01:01:02, DPB1*33:01:01:03, DPB1*33:01:01:04, DPB1*33:01:01:05, DPB1*340:01,
DPB1*341:01, DPB1*342:01, DPB1*343:01, DPB1*344:01, DPB1*345:01, DPB1*346:01,
DPB1*347:01, DPB1%*348:01:01, DPB1*348:01:02, DPB1*349:01, DPBI1%*34:01:01:01,
DPB1*34:01:01:02, DPB1%*34:01:02, DPB1%*350:01, DPB1*351:01, DPB1%*352:01:01,
DPB1%352:01:02, DPBI1*353:01, DPB1*354:01:01, DPBI1*354:01:02, DPBI1*355:01,
DPB1*356:01, DPB1*357:01N, DPB1*358:01, DPB1*359:01, DPB1*35:01:01, DPB1*360:01,
DPB1*361:01, DPB1*362:01, DPB1*363:01, DPB1*364:01, DPB1*365:01, DPB1*366:01,
DPB1#367:01, DPB1*368:01, DPB1*369:01, DPB1*36:01, DPB1*370:01, DPB1*371:01,
DPB1%372:01, DPB1*373:01, DPB1*374:01, DPB1*375:01, DPB1*376:01, DPB1*377.01,
DPB1#378:01, DPB1*379:01, DPB1*37:01, DPB1*380:01, DPB1*381:01, DPB1*382:01N,
DPB1#383:01, DPB1*384:01, DPB1*385:01, DPB1*386:01, DPB1*387:01, DPB1*388.01,
DPB1%389:01, DPB1*38:01, DPB1*390:01, DPB1*391:01, DPB1*392:01, DPB1%*393:01,
DPB1%#394:01, DPB1*395:01, DPB1*396:01, DPB1*397:01, DPB1%*398:01, DPB1*399:01,
DPB1%39:01:01:01, DPB1%39:01:01:02, DPB1%#39:01:01:03, DPB1%*39:01:01:04,
DPB1%39:01:02, DPB1%#39:01:03, @ DPB1*400:01, @ DPB1*401:01N, = DPB1*402:01,
DPB1#403:01N, DPB1*404:01, DPB1*405:01, DPB1*406:01, DPB1*407:01, DPB1*408.01,
DPB1%409:01, DPB1*40:01:01:01, DPB1*40:01:01:02, DPB1*40:01:01:03, DPB1*40:01:02,
DPB1#410:01, DPB1*411:01, DPB1*412:01, DPB1*413:01, DPB1*414:01:01:01,
DPB1%414:01:01:02, DPB1*415:01, DPB1*416:01:01:01, DPB1%416:01:01:02,
DPB1#416:01:01:03, DPB1%*416:01:02, DPB1*417:01:01, DPB1*417:01:02, DPB1*418.01,
DPB1#419:01, DPB1*41:01:01:01, DPB1*41:01:01:02, DPB1*41:01:02, DPB1%420:01,
DPB1#421:01, DPB1*422:01, DPB1%*423:01:01, DPB1%423:01:02, @ DPB1*424.01,
DPB1#425:01, DPB1*426:01, DPB1*427:01, DPB1*428:01, DPB1%*429:01, DPB1*430:01,
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DPB1*431:01, DPB1*432:01, DPB1*433:01, DPB1*434:01, DPB1*435:01, DPB1*436:01,
DPB1*437:01, DPB1*438:01, DPB1*439:01, DPB1*440:01, DPB1*441:01, DPB1%*442:01,
DPB1*443:01, DPB1*444:01, DPB1*445:01, DPB1*446:01, DPB1*447:01, DPB1*448.01,
DPB1*449:01, DPB1*44:01, DPB1*450:01N, DPB1*451:01, DPB1*452:01, DPB1%*453:01,
DPB1*454:01, DPB1#455:01N, DPB1*456:01, DPB1*457:01, DPB1*458:01, DPB1*459:01,
DPB1*45:01, DPB1*460:01, DPB1*461:01, DPB1*462:01, DPB1%463:01:01:01,
DPB1*463:01:01:02, DPB1*463:01:01:03, DPB1*464:01, DPB1*465:01, DPB1*466:01,
DPB1*467:01, DPB1*468:01, DPB1%469:01, DPB1*46:01:01, DPB1*46:01:02, DPB1*470:01,
DPB1*471:01, DPB1*472:01, DPB1*473:01, DPB1*474.01, DPB1*475:01, DPB1*476:01,
DPB1*477:01, DPBI1%*478:01, DPB1%*479:01, DPB1*47:01:01:01, DPB1%*47:01:01:02,
DPB1*47:01:01:03, DPB1*480:01, DPB1#481:01, DPB1*482:01, DPB1%483:01, DPB1*484.01,
DPB1*485:01, DPB1*486:01, DPB1%487:01, DPB1%488:01, DPB1%489:01, DPB1%*48.01,
DPB1*490:01, DPB1*491:01, DPB1*492:01, DPB1*493:01, DPB1*494.01, DPB1*495.01,
DPB1%496:01, DPB1%497:01, DPB1%*498:01, DPB1*499:01, DPB1%#49:01:01:01,
DPB1%#49:01:01:02, DPB1%*49:01:01:03, DPB1*500:01, DPBI1*501:01, DPB1*502:01,
DPB1#503:01, DPB1*504:01, DPB1*505:01, DPB1*506:01, DPB1*507:01N, DPB1*508:01,
DPB1#509:01, DPB1*50:01, DPB1*510:01, DPB1*511:01, DPB1*512:01, DPB1*513:01,
DPB1*514:01, DPB1*515:01, DPB1*516:01, DPB1*517:01, DPB1*518:01, DPB1*519:01,
DPB1*51:01:01:01, DPB1*51:01:01:02, DPB1%*520:01, DPB1*521:01, DPB1*522:01,
DPB1*523:01:01, DPB1*523:01:02, DPBI1%*524:.01, DPBI1*525:01, DPB1*526:01,
DPB1*527:01, DPB1*528:01, DPB1%*529:01, DPB1%*52:01, DPB1*530:01, DPB1*531:01,
DPB1*532:01, DPB1*533:01, DPB1*534:01, DPB1*535:01, DPB1*536:01, DPB1*537:01,
DPB1*538:01, DPB1*539:01, DPB1*53:01, DPB1*540:01, DPB1*541:01, DPB1*542:01,
DPB1*543:01, DPB1*544:01, DPB1*545:01, DPB1*546:01, DPB1*547:01, DPB1*548:01,
DPB1*549:01, DPB1*54:01, DPB1*550:01, DPB1*551:01N, DPB1*552:01, DPB1*553:01,
DPB1*554:01, DPB1*555:01, DPB1*556:01, DPB1*557:01, DPB1*558:01, DPB1*559:01,
DPB1*55:01:01:01, DPB1*55:01:01:02, DPB1*55:01:01:03, DPB1*55:01:01:04,
DPB1*55:01:01:05, DPBI1%*55:01:02, DPB1%560:01, DPBI1*561:01, DPB1*562:01,
DPB1*563:01, DPB1*564:01, DPB1*565:01, DPB1*566:01, DPB1*567:01, DPB1*568:01,
DPB1*569:01, DPB1*56:01, DPB1*570:01N, DPB1*571:01, DPB1*572:01, DPB1*573:01,
DPB1*574:01, DPB1*575:01, DPB1*576:01, DPB1*577:01, DPB1*578:01, DPB1*579:01,
DPB1*57:01, DPB1*580:01, DPB1*581:01, DPB1*582:01, DPB1*583:01, DPB1*584:01:01:01,
DPB1*584:01:01:02, DPBI1*584:01:01:03, DPB1%*584:01:02:01, DPB1*584:01:02:02,
DPB1*585:01:01:01, DPB1*585:01:01:02, DPB1*586:01, DPB1*587:01, DPB1*588:01,
DPB1*589:01, DPB1*58:01, DPB1*590:01, DPB1*591:01, DPB1*592:01, DPB1*593:01,
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DPB1*594:01, DPB1%595:01, DPB1*596:01, DPB1*597:01, DPB1*598:01N, DPB1*599:01,
DPB1*59:01, DPB1*600:01, DPB1*601:01, DPB1*602:01, DPB1*603:01, DPB1*604.01,
DPB1*605:01, DPB1*606:01, DPB1*607:01, DPB1*608:01, DPB1*609:01, DPB1*60:01,
DPB1*610:01, DPB1*611:01, DPB1*612:01, DPB1*613:01, DPB1*614:01, DPB1*615:01,
DPB1*616:01, DPB1*617:01, DPB1*618:01, DPB1*619:01, DPB1*61:01N, DPB1*620:01,
DPB1*621:01, DPB1*622:01, DPB1*623:01, DPB1*624:01, DPB1*625:01, DPB1*626:01,
DPB1*627:01, DPB1*628:01, DPB1%629:01, DPB1%62:01, DPB1*630:01, DPB1*631:01,
DPB1*632:01, DPB1*633:01, DPB1*634:01, DPB1*635:01, DPB1*636:01, DPB1*637.01,
DPB1*638:01, DPB1*639:01, DPB1%63:01, DPB1*640:01, DPB1*641:01, DPB1*642:01,
DPB1*643:01, DPB1*644.01, DPB1*645:01, DPB1*646:01, DPB1*647.01,
DPB1*648:01:01:01, DPB1%648:01:01:02, DPB1%*649:01, DPB1*64:01N, DPB1*650:01,
DPB1*651:01, DPB1*652:01, DPB1*653:01, DPB1*654:01, DPB1*655:01, DPB1*656:01,
DPB1*657:0IN,  DPB1*658:01, @ DPB1%*659:01, @ DPB1%65:01:01, DPB1*65:01:02,
DPB1#660:01, DPB1*661:01N, DPB1*662:01, DPB1*663:01, DPB1*664:01, DPB1*665:01,
DPB1#666:01, DPB1*667:01, DPB1*668:01:01:01, DPB1*668:01:01:02, DPB1*669:01,
DPB1#66:01, DPB1#*670:01, DPB1*671:01, DPB1*672:01, DPB1*673:01, DPB1*674:01,
DPB1#675:01, DPB1*676:01, DPB1*677:01, DPB1*678:01, DPB1*679:01, DPB1*67:01,
DPB1*680:01, DPB1*681:01, DPB1*682:01, DPB1*683:01, DPB1*684:01, DPB1*685:01,
DPB1*686:01, DPB1*687:01, DPB1*688:01, DPB1*689:01, DPB1*68:01, DPB1*690:01,
DPB1*691:01N, DPB1*692:01, DPB1*693:01N, DPB1*694:01, DPB1*695:01, DPB1*696:01N,
DPB1*697:01Q, DPB1*698:01, DPB1%*699:01, DPB1*69:01:01:01, DPBI1*69:01:01:02,
DPB1*700:0IN, DPB1*701:01, DPB1*702:01, DPB1*703:01, DPB1*704:01, DPB1*705:01,
DPB1*706:01, DPB1*707:01, DPB1*708:01, DPB1%*709:01, DPB1*70:01, DPB1*710:01,
DPB1*711:01, DPB1#712:01N, DPB1%*713:01, DPB1*714:01, DPB1*715:01, DPB1*716:01,
DPB1*717:01, DPB1*718:01, DPB1#719:01, DPB1*71:01:01, DPB1*71:01:02, DPB1*720:01,
DPB1*721:01, DPB1#722:01, DPB1%*723:01, DPB1*724:01N, DPB1*725:01, DPB1*726:01,
DPB1*727:01, DPBI1%*728:01, DPB1%*729:01, DPB1%*72:01:01:01, DPBI1%*72:01:01:02,
DPB1%*72:01:01:03, DPB1%*730:01, DPB1%*731:01, DPBI1*732:0IN, DPB1*733:01,
DPB1*734:01, DPB1#735:01, DPB1*736:01, DPB1*737:01, DPB1*738:01N, DPB1*739:01,
DPB1*73:01, DPB1*740:01, DPB1*741:01, DPB1*742:01, DPB1*743:01N, DPB1*744.01,
DPB1*745:01, DPB1*746:01, DPB1*747:01, DPB1*748:01N, DPB1*749:01, DPB1*74.01,
DPB1*750:01, DPB1#751:01, DPB1*752:01, DPB1*753:01, DPB1*754:01N, DPB1*755:01,
DPB1*756:0IN, DPB1*757:01, DPB1*758:01, DPB1*759:01, DPB1*75:01, DPB1*760:01,
DPB1*761:01, DPB1*762:01, DPB1*763:01, DPB1*764:01, DPB1*765:01, DPB1*766:01,
DPB1*767:01, DPB1*768:01, DPB1*769:01, DPB1*76:01, DPB1*770:01, DPB1*771:01,
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DPB1*772:01, DPB1%#773:01, DPB1*774:01, DPB1*775:01, DPB1*776:01, DPB1*777:01N,
DPB1*778:01, DPB1*779:01, DPB1*77:01, DPB1*780:01, DPB1*781:01, DPB1*782:01,
DPB1*783:01, DPB1*784:01, DPB1*785:01, DPB1*786:01:01N, DPB1*786:01:02N,
DPB1*787:01, DPB1*788:01, DPB1%*789:01, DPB1#78:01, DPB1*790:01, DPB1*791:01,
DPB1*792:0IN, DPB1%*794:01N, DPB1*795:01, DPB1*796:01, DPB1*797:01, DPB1*798:01,
DPB1*799:01, DPB1%*79:01, DPB1*800:01N, DPB1*801:01, DPB1*802:01, DPB1*803:01,
DPB1*804:01, DPB1*805:01, DPB1*806:01:01:01, DPB1*806:01:01:02, DPB1*807.01,
DPB1*808:01, DPB1*809:01, DPB1*80:01, DPB1*810:01, DPB1*811:01, DPB1*812:01,
DPB1*813:01, DPB1*814:01, DPB1*815:01, DPB1*816:01, DPB1*817:01, DPB1*818:01,
DPB1*819:01, DPBI1*81:01:01:01, DPB1*81:01:01:02, DPB1*81:01:02, DPB1*820:01,
DPB1*821:0IN, DPB1%822:01, DPB1*823:01, DPB1*824:01, DPB1%825:01, DPB1*826:01,
DPB1*827:01, DPB1%828:01, DPB1*829:01, DPB1%82:01, DPB1%*830:01, DPB1*831:01N,
DPB1*832:01, DPB1*833:01, DPB1*834:01, DPB1*835:01, DPB1*836:01, DPB1*837.01,
DPB1#838:0IN, DPB1%839:01, DPB1*83:01, DPB1%*840:01, DPB1*841:01, DPB1%#842:01,
DPB1#843:01, DPB1*844:01N, DPB1%845:01, DPB1%*846:01, DPB1*847:01, DPB1*848:01,
DPB1%849:01, DPB1*84:01, DPB1%*850:01, DPB1*851:01, DPB1*852:01, DPB1*853:01,
DPB1#854:01, DPB1*855:01, DPB1*856:01, DPB1*857:01, DPB1*858:01, DPB1*859:01,
DPB1*85:01:01:01, DPB1#*85:01:01:02, DPB1#*85:01:02, DPB1*860:01, DPB1*861:01,
DPB1*862:01N, DPB1*863:01, DPB1*864:01, DPB1*865:01N, DPB1*866:01N,
DPB1*867:0IN,  DPB1*868:01N, = DPBI1*869:0IN, DPB1*86:01,  DPB1*870:01N,
DPB1*871:0IN, DPB1*872:01N, DPB1*873:01N, DPB1*874.01N, DPB1*875:01N,
DPB1*876:01IN, DPB1*877:01N, DPB1*878:01N, DPB1*879:01:01:01, DPB1*879:01:01:02,
DPB1*879:01:01:03, DPB1#87:01, DPB1#880:01, DPB1*881:01, DPB1*882:01, DPB1*883:01,
DPB1*884:01, DPB1*885:01, DPB1*886:01, DPB1*887:01, DPB1*888:01, DPB1*889:01,
DPB1*88:01, DPB1*890:01, DPB1*891:01, DPB1*892:01, DPB1%*893:01, DPB1*894:01N,
DPB1*895:01, DPB1*896:01, DPB1*897:01, DPB1%898:01, DPB1%899:01, DPB1%*89:01,
DPB1*900:01, DPB1*901:01, DPB1*902:01, DPB1*903:01, DPB1*904:01, DPB1*905:01,
DPB1*906:01, DPB1*907:01, DPB1%#908:01, DPB1*909:01, DPB1%*90:01:01, DPB1*90:01:02,
DPB1*910:01, DPB1#911:01N, DPB1%*912:01, DPB1*913:01, DPB1*914:01, DPB1*915:01,
DPB1*916:01, DPB1*917:01N, DPB1*918:01, DPB1*919:01N, DPBI1%*91:01:01:01,
DPB1%*91:01:01:02, DPB1*920:01, DPB1%#921:01, DPB1*922:01, DPB1%*923:01, DPB1%924:01
DPB1*925:0IN, DPB1%926:01, DPB1*927:01, DPB1%928:01, DPB1*929:01, DPB1%92:01,
DPB1*930:01, DPB1*931:01, DPB1%*932:01, DPB1%*933:01, DPB1%*934:01Q, DPB1%935:01Q),
DPB1%*936:01Q, DPB1#*937:01, DPB1*938:01, DPB1*939:01N, DPB1%93:01, DPB1*940:01,
DPB1*941:0IN, DPB1%942:01, DPB1*943:01, DPB1*944:01, DPB1%*945:01, DPB1*946:01,

2
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DPB1%947:01, DPB1%948:01, DPB1*949:01, DPB1*94:01, DPB1*950:01N, DPB1*951:01,
DPB1%952:01, DPB1%#953:01, DPB1*954:01, DPB1*955:01, DPB1%*956:01, DPB1*957.01,
DPB1#958:01, DPB1#*959:01N, DPB1*95:01, DPB1*960:01N, DPB1#%961:01, DPB1*962:01,
DPB1%#963:01, DPB1%964:01, DPB1%965:01:01:01, DPB1%*965:01:01:02, DPB1*96:01,
DPB1*97:01, DPB1#*98:01, DPB1%*99:01 u mo6oii ux KoMOMHAIHH.

I1.D.2. Moaexyabst HLA-DQ kaacca 11

[0099] B HekoTophIx acnekTax anb(a-mens npeacrasisierT coboi anbda-uens HLA-DQ.
JIroboii annens anba-ienu HLA-DQ, u3BecTHbI B JaHHOH 00JIACTH, MOKHO HCIOJIb30BATh B
KOMIO3HUIMSIX U CITOCO0aX, paCKPBITHIX B JAHHOM IOKyMeHTe. B HEeKOTOpBIX acniekTax aibda-Lemnb
BbIOpana u3 amneneit HLA-DQA1*01, HLA-DQA1*02, HLA-DQA1*03, HLA-DQA1*04, HLA-
DQA1*05 u HLA-DQA1*06. B HeKOTOpBIX acmekTax aib(a-Lernb MNpeacTaBIseT coOON aiesb
HLA-DQA1, sBbiOpannbiii u3  *01:01:01:01, *01:01:01:02, *01:01:01:03, *01:01:01:05,
*01:01:01:06, *01:01:02, *01:01:03, *01:01:04, *01:01:05, *01:02:01:01, *01:02:01:02,
*01:02:01:03, *01:02:01:04, *01:02:01:05, *01:02:01:06, *01:02:01:07, *01:02:01:08,
*01:02:01:09, *01:02:01:10, *01:02:01:11, *01:02:01:12, *01:02:02:01, *01:02:02:02,
*01:02:02:03, *01:02:02:04, *01:02:03, *01:02:04, *01:03:01:01, *01:03:01:02, *01:03:01:03,
*01:03:01:04, *01:03:01:05, *01:03:01:06, *01:03:01:07, *01:03:01:08, *01:03:01:09,
*01:04:01:01, *01:04:01:02, *01:04:01:03, *01:04:01:04, *01:04:02, *01:05:01, *01:05:02,
*01:06, *01:07Q, *01:08, *01:09, *01:10, *01:11, *01:12, *01:13, *01:14, *01:15N, *01:16N,
*01:17, *01:18, *01:19, *01:20, *01:21, *01:22, *01:23, *01:24, *01:25, *01:26, *02:01:01:01,
*02:01:01:02, *02:01:02, *02:02N, *02:03, *03:01:01, *03:01:03, *03:02:01:01, *03:02:01:02,
*03:03:01:01, *03:03:01:02, *03:03:01:03, *03:03:01:04, *03:03:01:05, *03:03:01:06,
*03:03:01:07, *03:03:02, *03:04, *03:05, *03:06, *03:07, *04:01:01:01, *04:01:01:02,
*04:01:01:03, *04:01:01:04, *04:01:01:05, *04:01:01:06, *04:01:01:07, *04:01:01:08,
*04:01:02:01, *04:01:02:02, *04:01:03, *04:02, *04:03N, *04:04, *04:05, *05:01:01:01,
*05:01:01:02, *05:01:01:03, *05:01:01:04, *05:01:02, *05:01:04, *05:01:05, *05:01:06, *05:02,
*05:03:01:01, *05:03:01:02, *05:04, *05:05:01:01, *05:05:01:02, *05:05:01:03, *05:05:01:04,
*05:05:01:05, *05:05:01:06, *05:05:01:07, *05:05:01:08, *05:05:01:09, *05:05:01:10,
*05:05:01:11, *05:05:01:12, *05:05:01:13, *05:05:01:14, *05:05:01:15, *05:05:01:16,
*05:05:01:17, *05:05:01:18, *05:05:01:19, *05:05:01:20, *05:06:01:01, *05:06:01:02, *05:07,
*05:08, *05:09, *05:10, *05:11, *05:12, *05:13, *05:14, *05:15N, *06:01:01:01, *06:01:01:02,
*06:01:01:03, *06:01:01:04, *06:01:02, *06:02 u m000H UX KOMOMHALIH.

[0100] B HekorophIx acmekTax Oera-lienmb mpeactaBisieT coboit Oera-ens HLA-DQ.

Jroboii amnens Gera-uenu HLA-DQ, u3BecTHBIN B JaHHOM OOJIACTH, MOKHO HCIOJIB30BAaTh B
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KOMIO3UIMSIX U CrOc00ax, pACKPBITBIX B TAHHOM JOKYMEHTE. B HEKOTOPBIX acrmekTax OeTa-Lernb
BbIOpana u3 ayutenss HLA-DQB1*02, HLA-DQB1*03, HLA-DQB1*04, HLA-DQB1*05 u HLA-
DQB1*06.

[0101] B onpenenennbx acmekrax Oera-nienmb DQ comep:kut ajienb, BRIOpaHHBIA W3
DQB1*02:01:01, DQB1*02:01:02, DQB1*02:01:03, DQB1*02:01:04, DQB1%*02:01:05,
DQB1*02:01:06, DQB1%*02:01:07, DQB1*02:01:08, DQB1*02:01:09, DQB1*02:01:10,
DQB1*02:01:11, DQB1%*02:01:12, DQB1%*02:01:13, DQB1*02:01:14, DQB1*02:01:15,
DQB1*02:01:16, DQB1*02:01:17, DQB1%*02:01:18, DQB1*02:01:19, DQB1*02:01:20,
DQB1*02:01:21, DQB1%*02:01:22, DQB1*02:01:23, DQB1*02:01:24, DQB1%*02:01:25,
DQB1*02:01:26, DQB1%*02:01:27, DQB1%*02:01:28, DQB1*02:01:29, DQB1%*02:01:30,
DQB1*02:01:31, DQB1%#02:02:01:01, DQB1%02:02:01:02, DQB1%02:02:01:03,
DQB1%02:02:01:04, DQB1*02:02:02, DQB1%02:02:03, DQB1*02:02:04, DQB1%02:02:05,
DQB1%02:02:06, DQB1%*02:02:07, DQB1%02:02:08, DQB1%02:02:09, DQB1%*02:03:01,
DQB1*02:03:02, DQB1*02:04, DQB1*02:05, DQB1*02:06, DQB1*02:07:01, DQB1*02:07:02,
DQB1*02:08, DQB1*02:09, DQB1*02:10, DQB1*02:100, DQB1*02:101, DQB1*02:102,
DQB1*02:103, DQB1*02:104, DQB1*02:105, DQB1*02:106, DQB1*02:107, DQB1*02:108,
DQB1*02:109, DQB1*02:11, DQB1*02:110, DQB1*02:111, DQB1*02:112, DQB1*02:113,
DQB1*02:114, DQB1*02:115, DQB1*02:116, DQB1*02:117, DQB1*02:118, DQB1*02:119,
DQB1*02:12, DQB1*02:120, DQB1*02:121, DQB1*02:122, DQB1*02:123, DQB1*02:124,
DQB1*02:125, DQB1*02:126, DQB1*02:127, DQB1*02:128, DQB1*02:129N, DQB1*02:13,
DQB1*02:130, DQB1*02:131, DQB1*02:132N, DQBI1*02:133, DQB1*02:134N,
DQB1*02:135, DQB1*02:136, DQB1*02:137, DQB1*02:138, DQB1*02:139, DQB1*02:140,
DQB1*02:141, DQB1*02:142, DQB1*02:14:01, DQB1*02:14:02, DQB1*02:15, DQB1*02:16,
DQB1*02:17, DQB1*02:18N, DQB1*02:19, DQB1*02:20N, DQBI1*02:21, DQB1%*02:22,
DQB1*02:23, DQB1*02:24, DQB1*02:25, DQB1*02:26, DQB1*02:27, DQB1%*02:28,
DQB1*02:29, DQB1*02:30, DQB1*02:31, DQB1%*02:32, DQB1%*02:33, DQB1%*02:34,
DQB1*02:35, DQB1*02:36, DQB1*02:37, DQB1%*02:38, DQB1*02:39, DQB1%*02:40,
DQB1*02:41, DQB1*02:42, DQB1*02:43, DQB1%*02:44, DQB1%*02:45, DQB1%*02:46,
DQB1*02:47, DQB1*02:48, DQB1*02:49, DQB1*02:50, DQB1*02:51, DQB1*02:52,
DQB1*02:53Q, DQB1*02:54, DQB1*02:55, DQB1*02:56, DQB1*02:57, DQB1*02:58N,
DQB1*02:59, DQB1*02:60, DQB1*02:61, DQB1*02:62, DQB1*02:63, DQB1*02:64,
DQB1*02:65, DQB1*02:66, DQB1*02:67NX, DQBI1*02:68, DQB1*02:69, DQB1*02:70,
DQB1*02:71, DQB1*02:72, DQB1*02:73, DQB1%*02:74, DQB1*02:75, DQB1%*02:76,
DQB1*02:77, DQB1*02:78, DQB1*02:79, DQB1*02:80, DQB1*02:81, DQB1*02:82,
DQB1*02:83, DQB1*02:84, DQB1*02:85, DQB1*02:86, DQB1*02:87, DQB1*02:88,

2

2

2
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DQB1*02:89:01, DQB1*02:89:02, DQB1*02:90, DQB1*02:91, DQB1*02:92, DQB1*02:93,
DQB1*02:94, DQBI1*02:95, DQB1*02:96N, DQB1*02:97, DQB1*02:98, DQB1*02:99,
DQB1*03:01:01:01, DQB1#03:01:01:02, DQB1*03:01:01:03, DQB1*03:01:01:04,
DQB1*03:01:01:05, DQB1%#03:01:01:06, DQB1*#03:01:01:07, DQB1*03:01:01:08,
DQB1*03:01:01:09, DQB1#03:01:01:10, DQB1#03:01:01:11, DQB1*03:01:01:12,
DQB1*03:01:01:14, DQB1#03:01:01:15, DQB1#03:01:01:16, DQB1*03:01:01:17,
DQB1*03:01:01:18, DQB1*03:01:01:19, DQB1*03:01:01:20, DQB1%*03:01:02,
DQB1*03:01:03, DQB1%*03:01:04, DQB1*03:01:05, DQB1*03:01:06, DQB1*03:01:07,
DQB1*03:01:08, DQB1%*03:01:09, DQB1*03:01:10, DQB1*03:01:11, DQB1*03:01:12,
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DQB1#06:01:09, DQB1*06:01:10, DQB1*06:01:11, DQB1*06:01:12, DQB1*06:01:13,
DQB1%06:01:14, DQB1*06:01:15, DQB1*06:01:16, DQB1*06:01:17, DQB1*06:01:18,
DQB1*06:01:19, DQB1*06:01:20, DQB1#06:01:21, DQB1*06:02:01:01, DQB1%06:02:01:02,
DQB1*06:02:01:03, DQB1*06:02:01:04, DQB1*06:02:02, DQB1*06:02:03, DQB1*06:02:04,
DQB1%06:02:05, DQB1*06:02:06, DQB1*06:02:07, DQB1%06:02:08, DQB1*06:02:09,
DQB1%06:02:10, DQB1*06:02:11, DQB1*06:02:12, DQB1%06:02:13, DQB1*06:02:14,
DQB1%06:02:15, DQB1*06:02:16, DQB1*06:02:17, DQB1%06:02:18, DQB1*06:02:19,
DQB1%06:02:20, DQB1*06:02:21, DQB1*06:02:22, DQB1%06:02:23, DQB1*06:02:24,
DQB1%06:02:25, DQB1*06:02:26, DQB1*06:02:27, DQB1%06:02:28, DQB1*06:02:29,
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DQB1%06:02:30, DQB1*06:02:31, DQB1*06:02:32, DQB1%06:02:33, DQB1*06:02:34,
DQB1%06:02:35, DQB1%06:02:36, DQB1*06:02:37, DQB1*06:02:38, DQB1*06:03:01:01,
DQB1*06:03:01:02, DQB1*06:03:01:03, DQB1%06:03:02, DQB1*06:03:03, DQB1*06:03:04,
DQB1%06:03:05, DQB1*06:03:06, DQB1*06:03:07, DQB1*06:03:08, DQB1*06:03:09,
DQB1%06:03:10, DQB1*06:03:11, DQB1*06:03:12, DQB1*06:03:13, DQB1*06:03:14,
DQB1*06:03:15, DQB1*06:03:16, DQB1*06:03:17, DQB1*06:03:18, DQB1*06:03:19,
DQB1%06:03:20, DQB1*06:03:21, DQB1*06:03:22, DQB1*06:03:23, DQB1*06:03:24,
DQB1%06:03:25, DQB1*06:03:26, DQB1*06:03:27, DQB1*06:03:28, DQB1*06:03:29,
DQB1*06:03:30, DQB1*06:03:31, DQB1*06:03:32, DQB1*06:03:33, DQB1*06:03:34,
DQB1*06:03:35, DQB1*06:04:01, DQB1*06:04:02, DQB1*06:04:03, DQB1*06:04:04,
DQB1*06:04:05, DQB1*06:04:06, DQB1*06:04:07, DQB1*06:04:08, DQB1*06:04:09,
DQB1*06:04:10, DQB1*06:04:11, DQB1*06:04:12, DQB1*06:05:01, DQB1*06:05:02,
DQB1*06:06, DQB1*06:07:01, DQB1*06:07:02, DQB1*06:08:01, DQB1*06:08:02,
DQB1*06:08:03, DQB1*06:09:01:01, DQB1*06:09:01:02, DQB1*06:09:02, DQB1*06:09:03,
DQB1*06:09:04, DQB1*06:09:05, DQB1*06:09:06, DQB1*06:09:07, DQB1*06:09:08,
DQB1*06:09:09, DQB1*06:09:10, DQB1*06:10, DQB1*06:100, = DQB1*06:101,
DQB1*06:102N, DQB1*06:103, DQB1*06:104, DQB1*06:105, DQB1*06:106, DQB1*06:107,
DQB1*06:108, DQB1*06:109, DQB1*06:110, DQB1*06:111, DQB1*06:112N, DQB1*06:113,
DQB1#06:114, DQB1*06:115, DQB1*06:116, DQB1*06:117, DQBI1*06:118:01,
DQB1#06:118:02, DQB1*06:118:03, DQB1*06:119, DQB1*06:11:01, DQB1*06:11:02,
DQB1#06:11:03, DQB1*06:11:04, DQB1*06:12, DQB1*06:120, DQB1#06:121, DQB1*06:122,
DQB1#06:123, DQB1*06:124, DQB1*06:125, DQB1*06:126, DQB1*06:127, DQB1*06:128,
DQB1#06:129, DQB1*06:130, DQB1*06:131, DQB1*06:132, DQB1*06:133, DQB1*06:134,
DQB1*06:135, DQB1*06:136, DQB1*06:137, DQB1*06:138, DQB1*06:139, DQB1*06:13:01,
DQB1%06:13:02, DQB1*06:13:03, DQB1%*06:140, DQB1*06:141, DQB1*06:142,
DQB1%06:143, DQBI1*06:144N, DQB1*06:145, DQB1*06:146:01, DQBI1*06:146:02,
DQB1%06:147, DQB1*06:148, DQB1%06:149, DQB1*06:14:01, DQB1*06:14:02,
DQB1%06:14:03, DQB1%*06:150, DQB1*06:151, DQBI1*06:152, DQB1*06:153:01,
DQB1%06:153:02, DQB1*06:154, DQB1*06:155, DQB1*06:156, DQB1*06:157,
DQB1*06:158N, DQB1*06:159, DQBI1*06:15:01, DQB1%06:15:02, DQB1*06:16,
DQB1*06:160, DQB1*06:161, DQB1*06:162, DQB1*06:163, DQB1*06:164, DQB1*06:165,
DQB1*06:166, DQB1%06:167, DQB1*06:168, DQB1*06:169, DQB1*06:17, DQB1*06:170,
DQB1*06:171, DQB1*06:172, DQB1*06:173, DQB1*06:174, DQB1*06:175, DQB1*06:176,
DQB1*06:177, DQB1*06:178, DQB1*06:179N, DQB1*06:180, DQB1*06:181, DQB1*06:182,
DQB1*06:183, DQB1*06:184, DQB1*06:185, DQB1*06:186, DQB1*06:187, DQB1*06:188,
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DQB1%06:189, DQB1%06:18:01, DQB1*06:18:02, DQB1*06:190:01, DQB1*06:190:02,
DQB1*06:191, DQB1*06:192, DQB1*06:193N, DQB1*06:194, DQB1*06:195, DQB1*06:196,
DQB1*06:197, DQB1*06:198, DQB1*06:199, DQB1*06:19:01, DQB1*06:19:02, DQB1*06:20,
DQB1*06:200, DQB1*06:201, DQB1*06:202, DQB1*06:203, DQB1*06:204, DQB1*06:205,
DQB1%06:206:01, DQB1*06:206:02, DQB1*06:207, DQB1*06:208, DQB1*06:209,
DQB1*06:21, DQB1*06:210, DQB1*06:211, DQB1*06:212, DQB1*06:213, DQB1*06:214,
DQB1*06:215, DQB1*06:216N, DQB1*06:217, DQB1*06:218, DQB1*06:219, DQB1*06:221,
DQB1*06:222, DQB1*06:223, DQB1*06:224, DQB1*06:225, DQB1*06:226, DQB1*06:227,
DQB1*06:228, DQB1*06:229, DQB1%*06:22:01, DQB1*06:22:02, DQB1*06:22:03,
DQB1*06:23, DQB1*06:230, DQB1*06:231, DQB1*06:232, DQB1*06:233, DQB1*06:234,
DQB1*06:235, DQB1*06:236, DQB1*06:237, DQB1*06:238, DQB1*06:239, DQB1*06:24,
DQB1*06:240, DQB1*06:241, DQB1*06:242, DQB1*06:243, DQB1*06:244, DQB1*06:245,
DQB1*06:246, DQB1*06:247, DQB1*06:248, DQB1*06:249, DQB1*06:25, DQB1*06:250,
DQB1*06:251, DQB1*06:252N, DQB1*06:253, DQB1*06:254, DQB1*06:255, DQB1*06:256,
DQB1*06:257, DQB1*06:258, DQB1*06:259, DQB1*06:260, DQB1*06:261, DQB1*06:262,
DQB1*06:263, DQB1*06:264, DQB1*06:265, DQB1*06:266, DQB1*06:267, DQB1*06:268,
DQB1*06:269, DQB1*06:26N, DQB1*06:270:01, DQB1*06:270:02, DQB1*06:271,
DQB1*06:272, DQB1*06:273, DQB1*06:274, DQB1*06:275, DQB1*06:276, DQB1*06:277,
DQB1#06:278, DQB1#06:279, DQB1#06:27:01, DQB1*06:27:02, DQB1*06:28, DQB1*06:280,
DQB1#06:281, DQB1*06:282, DQB1*06:283, DQB1*06:284, DQB1*06:285, DQB1*06:286,
DQB1*06:287, DQB1*06:288, DQB1*06:289, DQB1*06:29, DQB1*06:290, DQB1*06:291,
DQB1#06:292, DQB1#06:293, DQB1*06:294, DQB1*06:295, DQB1*06:296, DQB1*06:297,
DQB1#06:298, DQB1*06:299, DQB1*06:30, DQB1*06:300, DQB1*06:301, DQB1*06:302,
DQB1#06:303N, DQB1*06:304N, DQB1*06:305, DQBI1*06:306N, DQB1*06:307,
DQB1*06:308N, DQB1*06:309, DQB1*06:31, DQB1*06:310, DQB1*06:311, DQB1*06:312,
DQB1*06:313, DQB1*06:314, DQB1*06:315, DQB1*06:316, DQB1%06:317N, DQB1*06:318,
DQB1#06:319, DQB1*06:320, DQB1*06:321, DQB1*06:322, DQB1*06:323, DQB1*06:324,
DQB1*06:325, DQB1*06:326, DQB1#06:32:01, DQB1*06:32:02, DQB1*06:33, DQB1*06:34,
DQB1%06:35, DQB1%06:36, DQB1*06:37, DQB1*06:38, DQB1*06:39, DQB1*06:40,
DQB1*06:41, DQB1%06:42, DQB1*06:43, DQB1*06:44, DQB1*06:45, DQB1*06:46,
DQB1*06:47, DQB1#06:48:01, DQB1*06:48:02, DQB1*06:49, DQB1*06:50, DQB1%06:51:01,
DQB1%06:51:02, DQBI1*06:52, DQB1*06:53:01, DQB1*06:53:02, DQBI1*06:54N,
DQB1%06:55, DQB1%06:56, DQB1*06:57, DQB1*06:58, DQB1*06:59, DQB1*06:60,
DQB1*06:61, DQB1%06:62, DQB1*06:63, DQB1*06:64, DQB1*06:65, DQB1*06:66,
DQB1*06:67, DQB1%06:68, DQB1%06:69:01, DQB1*06:69:02, DQB1*06:70, DQB1*06:71,
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DQB1*06:72, DQB1*06:73, DQB1*06:74, DQB1*06:75NX, DQB1*06:76, DQB1*06:77N,
DQB1*06:78, DQB1*06:79:01, DQB1*06:79:02, DQB1*06:80, DQB1*06:81, DQB1*06:82,
DQB1*06:83, DQB1*06:84, DQB1*06:85, DQB1*06:86, DQB1*06:87, DQB1*06:88,
DQB1*06:89, DQB1*06:90, DQB1*06:91, DQB1*06:92:01, DQB1*06:92:02, DQB1*06:93,
DQB1*06:94, DQB1*06:95, DQB1*06:96:01, DQB1*06:96:02, DQB1*06:97, DQB1*06:98,
DQB1*06:99:01, DQB1*06:99:02 u nmo6oki ux KOMOMHAITHH.

I1.D.3. Moaexyabsl HLA-DR kjaacca 11

[0102] B HekoTophIx acnekTax anbda-Lens npeacrasiser codoit anbda-uens HLA-DR.
JIroboii amnens anbda-uenu HLA-DR, u3BecTHbIN B JaHHOH 00JacTH, MOKHO HCIOJIB30BATh B
KOMITO3HMLIMSIX U CITOCO0aX, PACKPBITHIX B JAHHOM JOKYMEHTe. B HEKOTOpBIX acrekTax ajibda-1nemnb
npenctasisier codoii amiens HLA-DRA*01. B HekoTOphIX acniekTax anb(da-emns npencTapiser
coboii annens HLA-DRAT1, BeiOpanssiii u3 *01:01:01:01, *01:01:01:02, *01:01:01:03, *01:01:02,
*01:02:01, *01:02:02, *01:02:03 u nr000# X KOMOUHAIHH.

[0103] B Hekotopbix acmektax Oera-uenb npexacrtaBisier coboit Oera-uemb HLA-DR.
JIro6oit annens Oera-nienmn HLA-DR, u3BeCTHBINM B JaHHOH 0OJACTH, MOKHO HCIIOJIb30BaTh B
KOMITO3ULIMSIX M CIIOCO0AaX, PACKPBITHIX B IAHHOM JOKYMEHTe. B HEKOTOpBIX acnekTax Oera-uemnb
BoiOpana u3 ayutenss HLA-DRB1*01, HLA-DRB1*03, HLA-DRB1*04, HLA-DRB1*07, HLA-
DRB1*08, HLA-DRB1*09, HLA-DRB1*10, HLA-DRB1*11, HLA-DRB1*12, HLA-DRB1*13,
HLA-DRB1*14, HLA-DRB1*15 u HLA-DRB1*16. B HekoTOpbIX acmekrax OeTa-Lenb
npenctasisier coboii amnenr DRB3. B HekoTOphIX acmekTax Oera-lLienb MpeacTaBisieT coOou
amutens DRB4. B HekoTOphIX acnekTax Oera-uenb npeacrasisier codoi amnens DRBS.

[0104] B HekoTopbIx acniektax Oera-uemns BeiOpana u3 DRB1#01:01:01, DRB1*01:01:02,
DRB1*01:01:03, DRB1*01:01:04, DRB1*01:01:05, DRBI1*01:01:06, DRBI1*01:01:07,
DRB1*01:01:08, DRB1*01:01:09, DRB1*01:01:10, DRB1*01:01:11, DRBI1*01:01:12,
DRB1*01:01:13, DRB1*01:01:14, DRB1*01:01:15, DRB1*01:01:16, DRBI1*01:01:17,
DRB1*01:01:18, DRB1*01:01:19, DRB1*01:01:20, DRB1*01:01:21, DRBI1*01:01:22,
DRB1#01:01:23, DRB1*01:01:24, DRB1*01:01:25, DRB1*01:01:26, DRBI1*01:01:27,
DRB1*01:01:28, DRB1*01:01:29, DRB1*01:01:30, DRB1*01:01:31, DRBI1*01:01:32,
DRB1*01:01:33, DRB1*01:02:01:01, DRB1*01:02:01:02, DRB1*01:02:02, DRB1*01:02:03,
DRB1#01:02:04, DRB1*01:02:05, DRB1*01:02:06, DRB1*01:02:07, DRBI1*01:02:08,
DRB1#01:02:09, DRB1*01:02:10, DRB1*01:02:11, DRB1*01:02:12, DRBI1*01:02:13,
DRB1#01:03:01, DRBI1*01:03:02, DRBI1%*01:03:03, DRBI1*01:03:04, DRB1*01:04,
DRB1*01:05, DRBI1*01:06, DRB1*01:07, DRB1*01:08, DRBI1*01:09, DRB1*01:10,
DRB1#01:100, DRB1*01:11:01, DRB1*01:11:02, DRB1*01:12, DRB1*01:13, DRB1*01:14,
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DRB1#01:15, DRB1*01:16, DRB1*01:17, DRB1*01:18:01, DRB1*01:18:02, DRB1*01:19,
DRB1#01:20:01, DRB1*01:20:02, DRB1*01:21, DRB1*01:22, DRB1*01:23, DRB1*01:24:01,
DRB1*01:24:02, DRB1*01:25, DRB1*01:26, DRB1*01:27, DRB1*01:28, DRB1*01:29:01,
DRB1#01:29:02, DRB1*01:30, DRB1*01:31, DRB1*01:32, DRBI1*01:33N, DRB1*01:34,
DRB1#01:35, DRB1*01:36, DRB1*01:37, DRB1*01:38, DRBI1*01:39N, DRBI1*01:40N,
DRB1*01:41, DRB1*01:42, DRB1*01:43, DRB1*01:44:01, DRB1*01:44:02, DRB1*01:45,
DRB1*01:46, DRBI1*01:47, DRB1*01:48, DRBI1*01:49, DRBI1*01:50, DRBI1*01:51,
DRB1*01:52N, DRB1*01:53, DRBI1*01:54, DRBI1*01:55, DRBI1*01:56, DRBI1*01:57,
DRB1*01:58, DRB1*01:59, DRBI1*01:60, DRBI1*01:61, DRBI*01:62N, DRBI1*01:63,
DRB1*01:64, DRB1*01:65:01, DRB1*01:65:02, DRB1*01:66, DRB1*01:67, DRB1*01:68N,
DRB1*01:69, DRBI1*01:70, DRB1*01:71, DRB1*01:72, DRBI1*01:73, DRBI1*01:74,
DRB1*01:75, DRB1*01:76, DRB1*01:77, DRB1*01:78, DRBI1*01:79, DRBI1*01:80,
DRB1*01:81, DRBI1*01:82, DRBI1*01:83, DRB1*01:84, DRBI1*01:85, DRBI1*01:86,
DRB1*01:87, DRB1*01:88, DRB1*01:89, DRBI1*01:90, DRBI1*01:91Q, DRBI1*01:92,
DRB1%01:93, DRBI1*01:94, DRB1*01:95, DRB1*01:96, DRB1*01:97, DRBI1*01:98,
DRB1*01:99, DRB1%03:01:01:01, DRB1*03:01:01:02, DRB1*03:01:01:03, DRB1%03:01:02,
DRB1%03:01:03, DRBI1*03:01:04, DRB1#03:01:05, DRB1*03:01:06, DRB1*03:01:07,
DRB1#03:01:08, DRB1#03:01:09, DRB1%*03:01:10, DRB1%*03:01:11, DRBI1*03:01:12,
DRB1#03:01:13, DRBI1#03:01:14, DRB1#03:01:15, DRB1*03:01:16, DRBI1*03:01:17,
DRB1#03:01:18, DRBI1*03:01:19, DRB1#03:01:20, DRB1*03:01:21, DRB1*03:01:22,
DRB1#03:01:23, DRBI1*03:01:24, DRB1#03:01:25, DRB1*03:01:26, DRB1*03:01:27,
DRB1#03:01:28, DRB1%¥03:02:01, DRBI1*03:02:02, DRB1%03:02:03, DRB1*03:03,
DRB1#03:04:01, DRBI1#03:04:02, DRB1#03:05:01, DRB1%*03:05:02, DRB1*03:05:03,
DRB1#03:06, DRB1#03:07:01, DRB1#03:07:02, DRB1*03:08, DRB1*03:09, DRB1*03: 10,
DRB1#03:100:01, DRBI1*03:100:02, DRBI1*03:101, DRBI1*03:102, DRBI*03:103,
DRB1#03:104, DRB1*03:105, DRB1#03:106, DRB1*03:107, DRB1*03:108, DRB1*03:109,
DRB1#03:110, DRB1#03:111, DRB1#*03:112, DRB1*03:113, DRB1*03:114, DRB1*03:115,
DRB1#03:116, DRB1#03:117, DRB1#*03:118, DRB1#03:119, DRB1*03:11:01, DRB1*03:12,
DRB1#03:120, DRB1#03:121, DRB1*03:122, DRB1*03:123, DRB1*03:124, DRB1*03:125,
DRB1#03:126, DRB1*03:127, DRB1%03:128, DRB1*03:129, DRB1*03:130, DRB1*03:131,
DRB1#03:132, DRB1*03:133, DRB1*03:134, DRB1*03:135, DRB1*03:136, DRB1*03:137,
DRB1#03:138, DRB1*03:139, DRB1#03:13:01, DRB1%03:13:02, DRB1*03:14, DRB1*03:140,
DRB1#03:141, DRB1*03:142, DRB1*03:143, DRB1*03:144, DRB1*03:145, DRB1*03:146,
DRB1#03:147, DRB1%03:148, DRB1%03:149, DRB1*03:150, DRB1*03:151, DRB1*03:152,
DRB1#03:153, DRB1*03:154, DRB1%03:155, DRB1*03:156N, DRB1%03:157, DRB1*03:158,
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DRB1*03:15:01, DRB1*03:15:02, DRB1*03:16, DRB1*03:17, DRB1*03:18, DRB1*03:19,
DRB1*03:20, DRB1*03:21,

DRB1%*03:25:02,

DRB1%*03:31,
DRB1%*03:37,
DRB1%*03:42,
DRB1%*03:48,
DRB1*03:54,
DRB1*03:60,

DRB1%03:32, DRB1*03:33, DRB1*03:34,
DRB1%03:43, DRB1*03:44, DRB1*03:45,
DRB1%03:49, DRB1*03:50, DRBI1*03:51,
DRB1*03:55, DRB1*03:56, DRB1*03:57,
DRB1#03:61, DRB1*03:62, DRB1*03:63,

DRB1*03:35,

DRB1*03:38, DRB1*03:39, DRB1*03:40, DRB1*03:41:01, DRB1*03:41:02

DRB1%*03:46,
DRB1%*03:52,
DRB1%*03:58,
DRB1*03:64,

DRB1*03:22, DRB1%*03:23, DRB1*03:24, DRB1*03:25:01,
DRB1*03:26, DRB1*03:27, DRB1*03:28, DRB1%*03:29, DRB1%*03:30,

DRB1*03:36,
DRB1%*03:47,
DRB1%*03:53,
DRB1%*03:59,
DRB1%*03:65,

DRB1*03:66, DRB1*03:67N, DRB1*03:68N, DRB1*03:69, DRB1*03:70, DRB1*03:71:01,

DRB1%*03:71:02,

DRB1%03:77,
DRB1*03:83,
DRB1*03:89,

DRB1*03:78,
DRB1#03:84,
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DRB1*14:43, DRB1*14:44:01, DRB1*14:44:02, DRB1*14:44:03, DRB1*14:45, DRB1*14:46,
DRB1*14:47, DRB1*14:48, DRB1*14:49, DRBI1*14:50, DRBI1*14:51, DRB1%*14:52,
DRB1%*14:53, DRB1%14:54:01:01, DRB1%14:54:01:02, DRB1*14:54:01:03, DRB1*14:54:01:04,
DRB1%*14:54:02, DRB1*14:54:03, DRB1%*14:54:04, DRB1*14:54:05, DRB1%*14:54.06,
DRB1%*14:54:07, DRB1*14:55, DRB1*14:56, DRB1*14:57, DRB1%*14:58, DRB1%*14:59,
DRB1*14:60, DRB1*14:61, DRB1*14:62, DRBI1*14:63, DRBI1*14:64, DRB1%*14.65,
DRB1*14:67, DRB1*14:68:01, DRB1*14:68:02, DRB1*14:69, DRB1*14:70, DRB1*14.71,
DRB1*14:72, DRB1*14:73, DRBI1*14:74, DRBI1*14:75, DRBI1*14:76, DRB1%*14.77,
DRB1*14:78, DRB1*14:79, DRBI1*14:80, DRB1*14:81, DRBI1*14:82, DRB1%*14:83,
DRB1*14:84, DRB1*14:85, DRBI1*14:86, DRB1*14:87, DRBI1*14:88, DRB1%*14:89,
DRB1*14:90, DRB1*14.91, DRBI1*14:92N, DRB1%*14:93, DRB1*14:94, DRBI1%14:95,
DRB1%*14:96, DRB1*14:97, DRB1*14:98, DRB1%*14:99, DRB1%*15:01:01:01,
DRB1*15:01:01:02, DRB1#*15:01:01:03, DRB1*15:01:01:04, DRB1*15:01:01:05,
DRB1#*15:01:02, DRB1*15:01:03, DRB1*15:01:04, DRB1*15:01:05, DRB1*15:01:06,
DRB1*15:01:07, DRB1*15:01:08, DRB1*15:01:09, DRB1*15:01:10, DRBI1*15:01:11,
DRB1*15:01:12, DRB1*15:01:13, DRB1*15:01:14, DRB1*15:01:15, DRBI1*15:01:16,
DRB1*15:01:17, DRB1*15:01:18, DRB1*15:01:19, DRB1*15:01:20, DRB1*15:01:21,
DRB1*15:01:22, DRBI1*15:01:23, DRB1*15:01:24, DRB1*15:01:25, DRB1*15:01:26,
DRB1*15:01:27, DRB1*15:01:28, DRB1*15:01:29, DRB1*15:01:30, DRBI1*15:01:31,
DRB1*15:01:32, DRBI1*15:01:33, DRB1*15:01:34, DRB1*15:01:35, DRB1*15:01:36,
DRB1*15:01:37, DRB1*15:01:38, DRB1*15:01:39, DRB1*15:01:40, DRB1*15:01:41,
DRB1%*15:02:01:01, DRB1*15:02:01:02, DRB1*15:02:01:03, DRB1#15:02:02, DRB1*15:02:03,
DRB1*15:02:04, DRB1*15:02:05, DRB1%*15:02:06, DRB1*15:02:07, DRB1%*15:02:08,
DRB1*15:02:09, DRBI1*15:02:10, DRB1*15:02:11, DRB1*15:02:12, DRB1*15:02:13,
DRB1*15:02:14, DRB1*15:02:15, DRB1*15:02:16, DRB1*15:02:17, DRB1*15:02:18,
DRB1*15:02:19, DRB1*15:03:01:01, DRB1*15:03:01:02, DRB1*15:03:01:03, DRB1*15:03:02,
DRB1*15:03:03, DRB1*15:03:04, DRB1%15:04, DRB1*15:05, DRB1*15:06:01,
DRB1*15:06:02, DRBI1*15:06:03, DRB1*15:06:04, DRB1*15:07:01, DRB1%*15:07:02,
DRB1*15:07:03, DRB1*15:08, DRB1*15:09, DRB1*15:10, DRB1*15:100, DRB1*15:101,
DRB1*15:102, DRB1*15:103, DRBI1*15:104:01, DRBI1*15:104:02, DRB1*15:104:03,



-83 -

DRB1*15:105:01, DRBI1*15:105:02, DRBI1*15:106, DRB1*15:107, DRB1*15:108,
DRB1*15:109, DRB1*15:110, DRB1*15:111, DRB1*15:112, DRB1*15:113N, DRB1*15:114,
DRB1*15:115N, DRB1*15:116, DRB1*15:117, DRB1*15:118, DRB1*15:119, DRB1*15:11:01,
DRB1#*15:11:02, DRB1*15:12, DRB1*15:120, DRB1*15:121, DRB1*15:122, DRB1*15:123,
DRB1*15:124, DRB1*15:125, DRB1*15:126, DRB1*15:127, DRB1*15:128, DRB1*15:129N,
DRB1*15:13, DRB1*15:130, DRB1*15:131, DRB1*15:132, DRB1*15:133, DRB1*15:134N,
DRB1*15:135, DRB1*15:136, DRB1*15:137N, DRB1*15:138N, DRB1*15:139, DRB1*15:14,
DRB1*15:140, DRB1*15:141, DRB1*15:142, DRB1*15:143, DRB1*15:144, DRB1*15:145,
DRB1*15:146, DRB1*15:147, DRB1*15:148N, DRB1*15:149, DRB1*15:150, DRB1*15:151,
DRB1*15:152, DRB1*15:153, DRB1*15:154N, DRB1*15:155, DRB1*15:156, DRB1*15:157,
DRB1*15:158, DRBI1*15:159N, DRBI1*15:15:01, DRB1%*15:15:02, DRB1%*15:15:03,
DRB1*15:16, DRB1#15:160, DRB1*15:161, DRB1*15:162, DRB1*15:163N, DRB1*15:164Q),
DRB1*15:165, DRB1*15:166, DRB1*15:167, DRB1*15:168, DRB1*15:169, DRB1*15:170,
DRBI1*15:17N, DRBI1*15:18, DRBI1*15:19, DRB1*15:20, DRB1*15:21, DRB1*15:22,
DRB1*15:23, DRB1*15:24, DRBI1*15:25, DRB1*15:26, DRBI1*15:27, DRB1*15:28,
DRB1*15:29, DRB1*15:30, DRB1*15:31:01, DRB1*15:31:02, DRB1*15:32, DRB1*15:33,
DRB1*15:34, DRB1*15:35, DRB1*15:36, DRB1*15:37:01, DRB1*15:37:02, DRB1*15:38,
DRB1*15:39, DRB1*15:40, DRBI1*15:41, DRBI1*15:42, DRBI1*15:43, DRBI1*15:44,
DRB1*15:45, DRB1*15:46, DRBI1*15:47, DRB1*15:48, DRB1*15:49, DRBI1*15:50N,
DRB1*15:51, DRBI1*15:52, DRBI1*15:53, DRBI1*15:54, DRBI1*15:55, DRBI1*15:56,
DRB1*15:57, DRB1*15:58, DRBI1*15:59, DRBI1*15:60, DRBI1*15:61, DRBI1*15:62,
DRB1*15:63, DRB1*15:64, DRB1*15:65, DRB1*15:66:01, DRB1*15:66:02, DRB1*15:67,
DRB1*15:68, DRB1*15:69, DRBI1*15:70, DRBI1*15:71, DRBI1*15:72, DRBI1*15:73,
DRB1*15:74, DRBI1*15:75, DRBI1*15:76, DRBI1*15:77, DRBI1%*15:78, DRB1*15:79,
DRB1*15:80N, DRB1*15:81, DRBI1*15:82, DRBI1*15:83, DRB1*15:84, DRB1%*15:85,
DRB1*15:86, DRB1*15:87, DRBI1*15:88, DRBI1*15:89, DRBI1*15:90, DRBI1*15:91,
DRB1*15:92, DRB1*15:93, DRBI1*15:94, DRBI1*15:95, DRBI1*15:96, DRB1%*15:97,
DRB1*15:98, DRB1%#15:99, DRB1*16:01:01, DRB1%*16:01:02, DRB1*16:01:03,
DRB1*16:01:04, DRBI1*16:01:05, DRB1*16:01:06, DRB1*16:01:07, DRB1*16:01:08,
DRB1*16:01:09, DRBI1*16:01:10, DRB1*16:01:11, DRB1*16:01:12, DRB1*16:01:13,
DRB1*16:01:14, DRB1*16:01:15, DRB1*16:01:16, DRB1*16:02:01:01, DRB1*16:02:01:02,
DRB1%*16:02:01:03, DRB1*16:02:02, DRB1*16:02:03, DRB1*16:02:04, DRB1%16:02:05,
DRB1*16:02:06, DRB1*16:02:07, DRB1*16:02:08, DRB1*16:03, DRB1%*16:04.01,
DRB1%*16:04:02, DRB1*16:05:01, DRB1%*16:05:02, DRB1*16:07, DRB1*16:08,
DRB1*16:09:01, DRB1*16:09:02, DRB1*16:10:01, DRB1%*16:10:02, DRB1*16:11,
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DRBI1*16:12, DRB1*16:13N, DRBI*16:14, DRBI*16:15, DRBI1*16:16, DRBI1*16:17,
DRBI1*16:18, DRBI1*16:19, DRBI1*16:20, DRBI*16:2IN, DRBI1*16:22, DRBI1*16:23,
DRB1*16:24, DRBI1*16:25, DRBI1*16:26, DRB1*16:27, DRBI1*16:28, DRBI1*16:29,
DRBI1#16:30, DRBI1*16:31, DRBI1*16:32, DRBI1*16:33, DRBI*16:34, DRBI1*16:35,
DRB1#16:36, DRB1*16:37, DRB1%16:38:01, DRB1*16:38:02, DRB1*16:39, DRB1*16:40,
DRBI1*16:4IN, DRBI1*16:42, DRBI1*16:43, DRBI*16:44, DRBI1*16:45, DRBI1*16:46,
DRB1*16:47, DRBI1*16:48, DRBI1*16:49, DRB1*16:50, DRBI1*16:51, DRBI1*16:52,
DRBI1*16:53, DRBI1*16:54, DRBI*16:55N, DRBI*16:56,  DRB3*01:01:02:01,
DRB3*01:01:02:02, DRB3*01:01:02:03, DRB3*01:01:03, DRB3*01:01:04, DRB3*01:01:05,
DRB3*01:01:06, DRB3*01:01:07, DRB3*01:01:08, DRB3*01:01:09, DRB3*01:01:10,
DRB3*01:02, DRB3*01:03, DRB3*01:04, DRB3*01:05, DRB3*01:06, DRB3*01:07,
DRB3*01:08, DRB3*01:09, DRB3*01:10, DRB3*01:11, DRB3*01:12, DRB3*01:13,
DRB3*01:14, DRB3*01:15, DRB3*01:16, DRB3*01:17, DRB3*01:18, DRB3*01:19,
DRB3*01:20, DRB3*01:21, DRB3*01:22, DRB3*01:23, DRB3*01:24, DRB3*01:25,
DRB3*01:26N, DRB3*01:27, DRB3*01:28, DRB3*01:29, DRB3*01:30, DRB3*01:31,
DRB3*01:32, DRB3*01:33, DRB3*01:34, DRB3*01:35, DRB3*01:36, DRB3*01:37,
DRB3*01:38, DRB3*01:39, DRB3*01:40:01N, DRB3*01:40:02N, DRB3*01:41, DRB3*01:42,
DRB3*01:43, DRB3*01:44, DRB3*01:45, DRB3*01:46, DRB3*01:47, DRB3*01:48,
DRB3*01:49, DRB3*01:50, DRB3*01:51, DRB3*01:52, DRB3*01:53, DRB3*01:54,
DRB3*01:55, DRB3*01:56, DRB3*01:57, DRB3*01:58, DRB3*01:59, DRB3*01:60,
DRB3*01:61, DRB3*01:62, DRB3*02:01, DRB3*02:02:01:01, DRB3*02:02:01:02,
DRB3*02:02:01:03, DRB3*02:02:01:04, DRB3*02:02:02, DRB3*02:02:03, DRB3*02:02:04,
DRB3*02:02:05, DRB3*02:02:06, DRB3*02:02:07, DRB3*02:02:08, DRB3*02:02:09,
DRB3*02:02:10, DRB3*02:02:11, DRB3*02:02:12, DRB3*02:02:13, DRB3*02:02:14,
DRB3*02:02:15, DRB3*02:02:16, DRB3*02:02:17, DRB3*02:02:18, DRB3*02:02:19,
DRB3*02:02:20, DRB3*02:02:21, DRB3*02:03, DRB3*02:04, DRB3*02:05, DRB3*02:06,
DRB3*02:07, DRB3*02:08, DRB3*02:09, DRB3*02:10, DRB3*02:11, DRB3*02:12,
DRB3*02:13, DRB3*02:14, DRB3*02:15, DRB3*02:16, DRB3*02:17, DRB3*02:18,
DRB3*02:19, DRB3*02:20, DRB3*02:21, DRB3*02:22:01, DRB3*02:22:02, DRB3*02:23,
DRB3*02:24, DRB3*02:25, DRB3*02:26, DRB3*02:27, DRB3*02:28, DRB3*02:29N,
DRB3*02:30, DRB3*02:31:01, DRB3*02:31:02, DRB3*02:32, DRB3*02:33, DRB3*02:34,
DRB3*02:35, DRB3*02:36, DRB3*02:37, DRB3*02:38, DRB3*02:39, DRB3*02:40,
DRB3*02:41, DRB3*02:42, DRB3*02:43, DRB3*02:44, DRB3*02:45, DRB3*02:46,
DRB3*02:47, DRB3*02:48, DRB3*02:49, DRB3*02:50, DRB3*02:51, DRB3*02:52,
DRB3*02:53, DRB3*02:54, DRB3*02:55N, DRB3*02:56, DRB3*02:57, DRB3*02:58,

2

2
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DRB3*02:59, DRB3*02:60, DRB3*02:61Q, DRB3*02:62, DRB3*02:63, DRB3*02:64,
DRB3*02:65, DRB3*02:66, DRB3*02:67N, DRB3*02:68, DRB3*02:69, DRB3*02:70,
DRB3*02:71, DRB3*02:72, DRB3*02:73, DRB3*02:74, DRB3%*02:75, DRB3*02:76,
DRB3*02:77, DRB3*02:78, DRB3*02:79, DRB3*02:80N, DRB3*02:81, DRB3*02:82,
DRB3*02:83, DRB3*02:84, DRB3*02:85, DRB3*02:86, DRB3*02:87, DRB3*02:88,
DRB3*02:89, DRB3*02:90, DRB3*02:91, DRB3*02:92, DRB3%*02:93, DRB3*02:94,
DRB3*02:95N, DRB3*03:01:01:01, DRB3*03:01:01:02, DRB3*03:01:02, DRB3*03:01:03,
DRB3*03:01:04, DRB3%*03:01:05, DRB3*03:01:06, DRB3*03:01:07, DRB3%*03:02,
DRB3*03:03, DRB3*03:04, DRB3*03:05, DRB3*03:06, DRB3*03:07, DRB3*03:08,
DRB3*03:09, DRB3*03:10, DRB3*03:11, DRB3*03:12, DRB3%*03:13, DRB3%*03:14,
DRB3*03:15, DRB3*03:16, DRB3*03:17, DRB3*03:18, DRB3*03:19, DRB3%*03:20,
DRB3*03:21, DRB3*03:22, DRB3*03:23, DRB3*03:24, DRB3*03:25, DRB4*01:01:01:01,
DRB4%#01:01:02, DRB4%*01:01:03, DRB4*01:01:04, DRB4*01:01:05, DRB4*01:01:06,
DRB4*01:02, DRB4*01:03:01:01, DRB4*01:03:01:02N, DRB4*01:03:01:03,
DRB4*01:03:01:04, DRB4*01:03:01:05, DRB4*01:03:01:06, DRB4*01:03:01:07,
DRB4*01:03:01:08, DRB4#*01:03:01:09, DRB4*01:03:01:10, DRB4*01:03:01:11,
DRB4*01:03:02, DRB4*01:03:03, DRB4*01:03:04, DRB4%*01:03:05, DRB4*01:03:006,
DRB4*01:03:07, DRB4*01:03:08, DRB4*01:03:09, DRB4%*01:03:10, DRB4*01:03:11,
DRB4*01:04, DRB4*01:05, DRB4*01:06, DRB4*01:07:01, DRB4*01:07:02, DRB4*01:08,
DRB4*01:09, DRB4*01:10, DRB4*01:11, DRB4*01:12, DRB4*01:13, DRB4*01:14,
DRB4*01:15, DRB4*01:16N, DRB4*01:17, DRB4*01:18, DRB4*01:19, DRB4*01:20,
DRB4*01:21, DRB4*01:22, DRB4*01:23, DRB4*01:24, DRB4*01:25, DRB4*01:26,
DRB4*01:27, DRB4*01:28, DRB4*01:29, DRB4*01:30, DRB4%*01:31, DRB4*01:32,
DRB4*01:33, DRB4*01:34, DRB4*01:35, DRB4*01:36, DRB4*01:37, DRB4*01:38N,
DRB4*01:39, DRB4*01:40, DRB4*01:41, DRB4*01:42, DRB4%*01:43, DRB4*01:44,
DRB4*01:45, DRB4*01:46, DRB4*01:47, DRB4*01:48, DRB4%*01:49, DRB4*01:50,
DRB4*01:51, DRB4*01:52, DRB4*01:53, DRB4*01:54N, DRB4*01:55, DRB4*01:56N,
DRB4*01:57N, DRB4*01:58, DRB4*01:59, DRB4*01:60, DRB4*01:61N, DRB4*01:62,
DRB4*01:63, DRB4*01:64, DRB4*01:65N, DRB4*01:66, DRB4*01:67, DRB4*01:68,
DRB4*01:69, DRB4*01:70, DRB4*01:7IN, DRB4*01:72, DRB4*01:73, DRB4*01:74,
DRB4*01:75, DRB4*01:76, DRB4*01:77, DRB4%*01:78, DRB4*01:79, DRB4*01:80N,
DRB4*01:81, DRB4*01:82, DRB4*01:83, DRB4*01:84N, DRB4*01:85, DRB4*01:86,
DRB4*01:87, DRB4*01:88, DRB4*01:89, DRB4*01:90, DRB4*01:91, DRB4*01:92,
DRB4*01:93, DRB4*02:0IN, DRB5*01:01:01:01, DRBS5*01:01:01:02, DRB5*01:01:02,
DRB5*01:01:03, DRB5*01:01:04, DRB5*01:02, DRB5*01:03, DRB5*01:04, DRB5*01:05,
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DRB5*01:06, DRB5*01:07, DRB5*01:08N, DRB5*01:09, DRB5*01:10N, DRB5*01:11,
DRB5*01:12, DRBS5*01:13, DRBS5*01:14, DRBS5*01:15, DRB5*01:16, DRB5*01:17,
DRB5*01:18, DRB5*01:19, DRB5*01:20, DRB5*01:21, DRB5*01:22:01, DRB5*01:22:02,
DRB5*01:23, DRB5*01:24, DRB5*01:25, DRB5*01:26, DRBS5*01:27N, DRB5*01:28,
DRB5*01:29, DRB5*01:30, DRBS5*01:31, DRBS5*01:32, DRB5*01:33, DRB5*01:34,
DRB5*01:35, DRB5*01:36, DRBS5*01:37, DRB5*01:38, DRB5*01:39, DRB5*01:40,
DRB5*01:41, DRBS5*01:42, DRBS5*01:43, DRB5*01:44, DRB5*01:45, DRB5*01:46,
DRB5*01:47, DRB5*01:48N, DRB5*01:49N, DRB5*01:50, DRB5*01:51, DRB5*01:52N,
DRB5*01:53N, DRB5*01:54, DRB5*01:55, DRB5%*02:02:01, DRB5%02:02:02,
DRB5%02:02:03, DRB5*02:03, DRB5*02:04, DRB5*02:05, DRB5*02:06, DRB5*02:07,
DRB5*02:08, DRB5*02:09, DRBS5*02:10, DRB5*02:11, DRB5*02:12, DRB5%*02:13,
DRB5*02:14, DRB5*02:15, DRB5*02:16, DRB5*02:17, DRBS5*02:18, DRB5*02:19N,
DRB5*02:20, DRB5*02:21, DRB5%*02:22, DRB5%*02:23, DRB5*02:24 wu mwoboii ux
KOMOMWHAIIUH.

[0105] B Hekotopbix acnektax mojekyia HLA knacca Il npeacrasisier coboii MOHOMED.
B nexoropeix acnekrtax moiekyna HLA knacca II mpencrasnsier coboii numep. B HekoTopbIx
acriektax mojiekyna HLA knacca Il mpencrasnsier co0oii MynbTUMep. B HEKOTOpPBIX acmekTax
mogekyia HLA knacca Il npencrasnsier coboii Tpumep. B HekoTopbIx acnekTax mojiekyia HLA
knacca II mpencrasnsier coboii Terpamep. B HekoTopbix acmekrax mojekyna HLA kmacca 1T
npeacTaBysieT cCOOON meHTamep.

[0106] OnpeneneHubie ACTIEKTHI HACTOSILLETO PACKPBITHS OTHOCSTCA K
a"TurennpeseHrupyomum kietkam (APC), conepskammm monekyiy HLA knacca I1, packpoiTyro
B TaHHOM AokyMeHTe. B onpenenennpix acnekrax APC skcnpeccupoana monekyny HL A kmacca
II Ha nosepxHoctu APC. B onpenenennbix acniektax APC comep:kut Oosee OIHOW MOJIEKYJIbI

HLA xnacca II, onucanHoi B JTaHHOM JOKYMEHTE.

ILE. BaxkuunHbl
[0107] OnpeneneHHble aCMEKThl HACTOALIETO PACKPBITUSI OTHOCSTCS K MPOTUBOPAKOBOM
BaKI[MHE, COAepKalled MNeNnTHa, COAep KAl aMUHOKUCIOTHYK IOCIEA0BATENBHOCTD,
npenctasieHHyo B SEQ ID NO: 13. B HekoTOpbIX acrekTax MpOTUBOPAKOBAsi BaKI[HA COJEPIKUT
NeNnTHJ, KOTOPbI COCTOUT U3 AMHUHOKHCJIOTHON MOCJIe0BaTeNbHOCTH, NpencTasieHHol B SEQ
ID NO: 13. B HEKOTOpBIX acleKTaxX BaKIHMHA JOMOJHUTENBHO CONEPKUT OAMH Winu Oojee
HaroyiHuTeNneil. B HEKOTOPBIX acmeKTax BaKIMHA IOMOJHUTENBHO CONEPXKUT OOUH Win Ooee
JOTOJHUTENBHBIX TENTHAOB. B HEKOTOPBIX acmekTax OOWH WM Ooyiee IOMONHUTEIbHBIX

NENTUAOB COACPKAT OAUH U Oouee JOINOJIHUTCIIbHBIX SIMTHUTOIIOB.
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II. Cnoco0bl o pacKpbITHIO

[0108] OnpeneneHHbIe aCMIEKThI HACTOSIIIETO PACKPBITHSI OTHOCSTCS K CITOCOOaM JIeHeHHUsT
paka y Hy>KIAIOIIEerocsi B 5TOM cyObekTa. J[pyrue acrmeKkThl HAaCTOSIIErO PACKPBITHSI OTHOCSITCS K
cnocobaM KOHCTPYHPOBAHUSI aHTUTCH-HAIGMBAIOIIEH KJIeTKH. J[pyrre acmekTbl HAaCTOSIIEero
PACKPBITHSI OTHOCSITCS K criocobaM o0oraieHus HejeBOr MOnyJsiiue T-KJIeTOK, MOJyYeHHBIX OT

CyOBbeKTa-ueIoBeKa.

HLA. Cnoco0bl JieueHHust paka

[0109] OnpeneneHHbIe aCMEKThI HACTOSIIIETO PACKPBITHSI OTHOCATCS K CITOCOOaM JIeUeHUs
paka y HYKAAIOWErocss B 3TOM CYOBEKTa, BKIIOYAIOLUIUM BBEICHHE CYOBEKTY MOJIEKYJIbI
HYKJIEMHOBOW KHCJIOTBI, PACKPBITOH B JAHHOM JIOKyMeHTe, pekomOuHanTHoro TCR, packpsiToro
B JIaHHOM aokyMeHTe, Oucneuuduueckoro TCR, packpreIToro B JaHHOM JOKYMEHTE, 3IHTOIA,
PacKpbITOrO B AAHHOM AOokKyMeHTe, unu Monekyiael HLA xnacca II, packpeiToii B gaHHOM
TOKYMEHTE, UJIM BEKTOPA WM KJIETKH, BKJIIOYAOLIEH JIF000e U3 BhILIETIEPEUHCIEHHOTO.

[0110] B HEKOTOpBIX acnekTax pak BHIOPAH U3 MEJIAHOMBI, paKka KOCTEH, paka Mmovek, paka
NPEACTATEeIbHOM XKeJe3bl, paka MOJOYHOM JKeJe3bl, paka TOJICTON KUIIKH, PaKa JETKUX, KOXKHOU
WIA BHYTPUIJIA3HOM 3JI0KaYECTBEHHONW MEJAHOMBI, paKka MOMXKEIYJOYHOHN JKEeNe3bl, PaKka KOXH,
paka roJIOBbl MJIM IIE€H, paka MaTK{, paka SUYHUKOB, paka MPsSIMOM KHUIIKH, paka aHaJbHOU
o0nacTH, paka jKelyaKa, paka su4ekK, paka MaTKH, KapUUHOMBI (payuionueBbIx TPpyO, KapLHHOMBI
SHIOMETPHS], KAPLIMHOMBI IIEHKH MATKH, KAPLIMHOMBI BJIarajivia, KapIHHOMA BYJIbBBIL, TUM(OMBI
XomkkuHa, HEeXOmKKUHCKOM juMpomsl (HXJI), mnepBuyHON MeamacTHHaIBbHOH B-
kpynHokjerounoi tumdpombl (IIMBKIJI), nuddysnoit B-kpynaoknerounoit mumdomsr (ABKKJII),
domnmukynsaproit mumdomer (PJI), TpanchopMupoBaHHOH (HOIUTUKYISIPHONU JTUMGPOMBI, JTHM(EOMBI
MapruHajbHON 30HBI ceneseHku (JIM3C), paka muImeBona, paka TOHKOH KHINKH, paka
SHAOKPHUHHOM CHCTE€MBbI, paka IIUTOBUIHOW >KeNe3bl, paka NapalluTOBUIHON >KeNe3bl, paka
HaJIMOYEYHUKOB, CAPKOMBI MATKUX TKaHEH, paka ypeTpbl, paka IOJOBOI0 4jeHa, XPOHUYECKOTo
WIH OCTPOrO JIeMKO03a, OCTPOro MuenouaHoro Jjeikoza (OMJI), XpOHUYECKOTrO MHEIOHIHOTO
Jetikosa, octporo sumdoodnactHoro nerikoza (OJIJI) (Bxmouass He T-knerounsrii OJLI),
xpoHn4yeckoro jumdornmraproro neiikoza (XJLJI), comumHbIX OmMyxoneil IeTCKOro BO3pacTa,
auMpoLHTapHOH TUM(OMBIL, paka MOYEBOTO My3bIpPsI, paka MOYKH MM MOUYETOYHHKA, KAPIIHHOMA
NOYEYHOH JIOXaHKH, HOBOOOpa3oBaHusl LeHTpanbHOW HepBHOW cucrembl (L[HC), mepsuunOM
mum¢pombl [THC, omyxoneBoro aHrmoreHesa, OMyXOJH OCH IMO3BOHOYHHKA, TJIMOMbI CTBOJIA
TOJIOBHOTO MO3ra, aJe€HOMbI rumnodusa, capkomel Kamomy, >HHIEPMOMIHOIO —paka,

TUIOCKOKJIETOYHOTO paka, T-kjieTouHOoU TuMQOMBI, BUABI paka, HHIYIHPOBAHHBIC OKPY KAIOIIEH
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Cpenol, BKIFOYas pak, WHAYLHMPOBAHHBIA acOecToM, npyrue B-kieTouHble 3710KaueCTBEHHBIE
ONMyXOJIM, a TakKe KOMOWHAIIMM YKa3aHHBIX BHIOB paka. B HEKOTOPBIX acrekTax pak
NpeCTaBIsieT COOOH MeTaHOMY.

[0111] B HEKOTOpBIX acnekTax pak sIBJISI€TCA PeLUUAUBUPYIOIUM. B HEKOTOPBIX aceKTax
pak siBsieTcst peppakTepHbIM. B HEKOTOPBIX acmekTax pak sBJISETCS PAaCHpOCTpaHEHHbIM. B
HEKOTOPBIX ACMEKTaX PaK sIBJSIETCS METACTATUYECKUM.

[0112] B HekoTOpbIX acmekTax pacKphITbie B JAHHOM JOKYMEHTE CIOCOOBI JieyaT pak y
cyObekTa. B HEKOTOpBIX acmeKkTax PacKpbIThle B JAHHOM JOKYMEHTE CHOCOOBI YMEHBIIAIOT
BBIPAKEHHOCTh OJITHOTO WK Ooyiee CUMITOMOB paka. B HEKOTOpBIX acmekTax pacKphITble B
JAHHOM JIOKYMEHTE CIOCOOBl YMEHBINAIOT pa3Mep WM KOJIWYECTBO PAKOBBIX omyxojei. B
HEKOTOPBIX AaCIHEKTax CIOCOOBI, pPACKPBITBIE B JAaHHOM JOKYMEHTE, IIOBBIIIAIOT OOIIYIO
BBDKMBAEMOCTb CyOBEKTa MO CPAaBHEHUIO C CYOBEKTOM, KOTOPOMY HE MPOBOIMIOCH JICUCHHUE
crocobamu, PaCKpbITBIMU B TAHHOM JOKYMEHTE. B HEKOTOPBIX acnekTax CrocoObl, paCKPBITHIE B
JaHHOM JIOKYMEHTE, MOBBIMIAIOT BbDKMBAEMOCTh O€3 MpPOrpeccHpOBaHUS Yy CyObeKTa IO
CPaBHEHUIO C CYOBEKTOM, KOTOPOMY HE IPOBOAMJIOCH JIEYEHHE CIIOCOOAaMM, PACKPBITBIMHU B
JaHHOM JOKyMEHTe. B HEKOTOpbIX acmekTax CIoCOOBI, PAaCKpPbITbIe B JaHHOM JOKYMEHTE,
NPUBOAAT K YaCTUYHOMY OTBETY y CyObekTa. B HEKOTOpBIX acmekTax crocoObl, PacKpbIThIE B
IaHHOM JIOKYMEHTE, IPUBOAAT K IIOJIHOMY OTBETY Y CyOBeKTa.

[0113] B HekoTOpBIX acmeKkTax CroCOOBI, PACKPHITHIE B JAHHOM JOKYMEHTE, BKIFOYAIOT
JIEYCHHE paKa y HYKIAIOIIErocsi B TOM CyOBEKTa, BKIIIOYAIOIINE BBEACHUE CYOBEKTY KIIETKH,
ONMCAHHOW B JAHHOM JOKYMEHTE, IIPU 3TOM KJIETKA CONEPKUT MOJIEKYJ1y HYKJIEMHOBOW KUCIIOTHI,
PACKPBITYIO B JAHHOM JOKYMEHTE, BEKTOP, PACKPBITHIN B TAHHOM JOKYMEHTE, pEKOMOWHAHTHBIHI
TCR, packpbIThIii B JAHHOM JOKYMEHTE H/HTH Oucnieriuueckoe aHTHTENO, OMMUCAHHOE B JAHHOM
IOKyMEHTe. B HEKOTOpBIX acrekTax KieTka mnpexacrasisier coboit T-knerky. B HekoTopsIx
acTieKTax KJIeTKa MPEICTaBIseT COOO0H KIIeTKy, KoTopas Moauduuuposana aist skcrpeccuu CD4.
[0114] B HekoTOpbIX acmekTax KieTka, Hanpumep, T-kieTka, mojydeHa oT cyObekTa. B
HEKOTOPBIX AacCHeKTax KJeTKa, xHanpumep, T-kierka, nonydeHa OT JOHOpA, OTJIIMYHOIO OT
CcyOBeKTa.

[0115] B HEKOTOPBIX acreKTax CYOBEKTY MPOBOASAT MPENBAPUTEIBHOE
KOHJULMOHUPOBAHKE Nepe]] BBeeHHeM KieTok. [IpensapurensHoe KOHAUIMOHUPOBAHUE MOXKET
BKJIFOYATH JIFO0OE BELIECTBO, KOTOPOE CIIOCOOCTBYET (HYHKIMH W/WIIM BBDKUBAHUIO T-kieTok. B
HEKOTOPBIX ACHEKTax NPeNBAPUTEIbHOE KOHAMLIMOHUPOBAHUE BKIFOYAET BBENEHUE CYOBEKTY
XUMHOTEPAEeBTUYECKOrO TpernapaTa, LUTOKHHA, OeJKa, Majod MOJEKyJbl WIH J000H HuX
KOMOMHAIMU. B HEKOTOpBIX acmeKkTax MpeaBapUTENbHOe KOHAWUIMOHMPOBAHUE BKIIIOYAET

BBEICHHE  CYOBEKTy  HWHTepyieiknHa. B HEKOTOphIX  acmeKkTax  IpeABapUTEIbHOE
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KOHJAWLIHOHUPOBaHUe BKiouaetr BBeaeHue 1L-2, IL-4, 1L-7, IL-9, IL-15, IL-21 wnu nroboi ux
KOMOWHAINU. B HEKOTOPBIX acmeKkTax MpeaBapuTesibHasl MOATOTOBKA BKIIIOYAET B ce0sl BBEIEHHE
mukiopochamuna, Quaynapabura wim  0o0omx mpenmapatoB. B HEKOTOPBIX — acleKTax
NpeBapUTENIbHOe KOHAUIIMOHUPOBaHNE BKIIIOYaeT BBeneHue ButamuHa C, marudOuropa AKT,

ATRA (BezaHouga, TPETUHOWHA), pallaMHLIMHA WIIH JIFOOOH X KOMOMHALINH.

III.B. Cnoco0bl KOHCTPYHMPOBAHHS AHTUI€H-HALleTHBAIOIeH KJIeTKH
[0116] OmnpeneneHHble aCHEKTbl HACTOSIIIETO PACKPBITUS OTHOCATCA K criocodam
KOHCTPYMPOBAHMsI AHTUIEH-HALENMUBAIOIEN KJIEeTKU. B HEKOTOprIX acmekTax aHTUIeH
npeacrasisier codoii antTureH CCND1. B HEKOTOpBIX acmekTax crocod BKIIOYAET TPAHCAYKIIUIO
KJIETKH MOJIEKYJIOW HYKJIEMHOBON KHUCJIOTBI, PACKPBITOW B JAHHOM JIOKYMEHTE, UJIM BEKTOPOM,
pPacKpbITbIM B JOaHHOM JOKyMeHTe. Kierka MoXeT NpeacTaBisiTb cOOOW JHOOYIO KIETKY,
OIMCAHHYIO B JAHHOM JIOKYMeHTe. B HEKOTOpPBIX acmekTax KjieTka mpeacrasisier codoi T-kierky,
OIMCAHHYIO B JAHHOM JOKYMeHTe. B HEKOTOPBIX acrekTax KJeTKa MPeACTaBlsieT COOOH KIETKY,
kotopass moauduuupoBaHa mns skcrnpeccun CD4, kak OmMcaHO B JaHHOM JOKyMeHTe. B
HEKOTOPBIX aCHeKTax KIeTka, Hanpumep, T-kieTka, mojaydeHa oT cyObekTa, Hykaatomerocs B T-
KJIETOYHOH Tepanuu. B HEKOTOpBIX acmekTax KJEeTKa MOJIy4eHa OT AOHOpPA, OTJIIMYHOIO OT
cyObekTa, Hyparomerocss B T-kjIeTo4HOil Tepamuu. B HEKOTOPBIX acmeKTax KJeTKa

npexacrasisier codoi T-KIeTKy MM €CTECTBEHHYIO KUJUIEPHYIO KIIETKY.

HI.C. Cnoco0bl o6oramenus uejeBoi nonyJasinuu T-Kji1eTok

[0117] OnpeneneHHble aCHEKTbl HACTOSIIIETO PACKPBITUS OTHOCATCS K Crocodam
oOorameHust HeJaeBod Moy i T-KJIeTOK, MOJTy4YeHHBIX OT CyObeKTa-ueoBeKa. B HEKOTOphIX
acrekTax crnocod BKIIIOYAaeT mpuBeneHHe T-kjieTok B KOHTakT ¢ Mosekysnoir HLA kmacca 11,
ONMCAHHOH B JTAHHOM JOKyMeHTe. B HEKOTOpBhIX acmekTax crnoco0 BKIOuaeT mpuBeneHue T-
KJeTok B KOHTakT ¢ APC, packpbIToii B TaHHOM JOKyMeHTe. B HEKOTOpBIX acmekTax Iocie
NPUBEACHUS B KOHTAKT OOOTrameHHast MOMyJIsius T-KJIETOK conep kuT Oobliee Koau4ecTBo T-
KJIETOK, CrOCOOHBIX CBsi3biBaTh Moyiekyny HLA kmacca II, mo cpaBHeHHIO ¢ KOIH4YeCTBOM T-
KJIETOK, CITOCOOHBIX CBsi3bIBaTh Mojiekyiry HLA kmacca I no nmpuBeneHust B KOHTAKT.

[0118] B HekoToOphIX acmekTax crnocod BKIIIOYAeT MpuBeNeHHe T-KIETOK in Vifro B
KOHTAaKT C MENTUAOM, NPUYEeM NEeNTUJ COACPKUT AMHHOKHCIOTHYH IOCIEA0BATENBHOCTD,
npenctasiennyo B SEQ ID NO: 13. B HekoTOpbIX acmekTax crocod BKIFOYAeT mpuBeneHue 1-
KJIETOK in Vilro B KOHTakT C MNENTUIOM, NpUYEM IMEeNTHA COCTOMT U3 aMHHOKHCIOTHOMN
nocnenosareabHocTy, npencrapieHHord B SEQ ID NO: 13. B HEKOTOpBIX acmekTax MocCie

NPUBEICHUS B KOHTAKT OOOTaIeHHast MOMyJIsiusi T-KJIETOK Comep KHUT Oosbliee KomudecTBo T-
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KJIETOK, CIOCOOHBIX CBsi3biBaTh Mosiekyny HLA kmacca II, mo cpaBHeHHIO ¢ KOJIH4YeCTBOM T-
KJIETOK, CITOCOOHBIX CBsi3biBaTh Mosiekyiry HLA knacca I 1o nmpuBeneHust B KOHTAKT.

[0119] HekoTropble acmekThl HACTOSIIIErO PACKPBITHSI OTHOCATCS K crocoly orbopa T-
KJIETKH, CIIOCOOHOI HAleNIMBaTbCsS HA OIYXOJEBYIO KIIETKY. B HEKOTOPBIX acmekrax Crocod
BKJIFOUAET MPHUBEACHUE MOMYJALMUU BbIIEICHHbIX T-KJETOK /71 Vifro B KOHTAKT C IENTUIOM,
MPUYEM MEeNTHA COCTOUT U3 AMUHOKHCJIOTHOM MOCIEA0BATENbHOCTH, NpeacTaBieHHoi B SEQ ID
NO: 13. B HekoTopbIx acniekTrax T-KJIeTKH MOJy4eHbI OT CyOBEeKTa-4eI0BeKa.

[0120] T-knerku, monyyeHHbIE OT CYOBEKTa-4eI0BEKA, MOTYT OBITh MOOBIMH T-KJI€TKaMHu,
ONMCAHHBIMU B JAHHOM JIOKyMeHTe. B HEeKOTOpBIX acnekTax n3odperenus T-kieTky, monyueHHbIe
OT CyOBeKTa-4eJIOBeKa, SBJISIOTCS HHQUIBTPUPYIOIUME onyXob JuMdoruramu (TIL).

[0121] B HekoTOpBIX acmekTax crnoco0 AOMOJHUTENBbHO BKIIOUYAET BBEIEHUE CYOBEKTY-
yenoBeky oOorameHHbIx T-kiaerok. B HekoTopeix — acmekTax CyOBEKTY  MPOBOIAT
NpeABAPUTENIBHOE KOHAULMOHUPOBAHUE Mepesa MOoJydeHueM HUM T-KJIeTOK, Kak ONHCaHO B
JAHHOM JAOKYMEHTE.

[0122] Bce paznuuHble aceKThl, aCLIEKThl U BAPUAHTHI JICUEHUs, ONMCAHHBIE B TAHHOM
TOKYMEHTE, MOTYT OBbITh OOBEIMHEHBI B JIFOOBIX BapHALMIX 0€3 UCKIIFOUEHHS.

[0123] Bce nyOnukanmu, maTeHTHI U 3asIBKU HA TIATEHT, YIIOMSIHYThI€ B JAHHOM OIUCAHUH,
BKJIFOYEHBI B JAHHBIH JOKYMEHT MOCPEACTBOM CCHUIKH B TOMW K€ CTENEeHM, KaK eCiiu Obl Kaxkaas
OTAeNbHAs MyOJMKALUS, TTATEHT WK 3asiBKa HAa MATEHT ObLIM KOHKPETHO U OTJEJIBHO YKa3aHbI JJIs
BKJIFOUEHUS TIOCPENICTBOM CCBUIKH.

[0124] ITocrne oOmero omucaHWsi HACTOSIIIErO PACKPBITUS, HaJbHENWIee MOHUMAHUE
MOKET OBITh MOJyYEHO MyTeM OOpaleHusi K MpuMepam, MPeACTABICHHBIM B JAHHOM JOKYMEHTE.

Ot MPUMEPDI NMPEAHASHAYCHDBI TOJIBKO IJI UJUJIFOCTPAllUU U HE ABJIAIOTCA OrpaHUYUBAaOIIUMUA.

IMPUMEPEI

Ilpumep 1 — Cnocodwt

[0125] Knemku

[0126] [epudeprueckne MOHOHYKJICAPHBIE KJIETKH IMOJyYaId LEHTPU(PYTHPOBAaHUEM B
rpaauente miotHocTu (Ficoll-Paque PLUS, GE Healthcare Life Sciences, Mansbopo, mrat
Maccauycerc). Jlunus knerok K562 npencrasisier coO0H 3pUTPONIEHKO3HYIO KIETOUHYIO JIMHHIO
¢ nedexrroit skcnpeccueit HLA xmacca I/II. Panee coobmanock 00 uckyccrBeHHbx APC Ha
ocHoBe K562 (aAPC), otmenpHO skcmpeccupyromux pasnuunble reHpl HLA knacca II B Buze
oxnHoro amens HLA B coueranun ¢ CD80 u CD83 (Butler et al., PloS One 7, €30229 (2012).
Jlunawms knetok Jurkat 76 npencrapnsier coboit muHuIO T-KIIETOK Neiik03a, TUIIEHHBIX SHIOTeHHON

skcnpeccnn TCR, CD4 u CD8. Knerku Jurkat 76/CD4 monyyanu myTeM peTPOBHPYCHOU
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tpancaykuuu reda CD4 venoseka. Knerku HEK293T u nuHUM KJI€TOK METaHOMBI BbIPAIIHBAIH
B cpene DMEM ¢ nob6asnernem 10% PBC u 50 mxr/mn rearamunmaa (Thermo Fisher Scientific,
Yonrem, mrat Maccauycerc). Kinerounsre muann K562 u Jurkat 76 kynsTuBHpOBaiM B cpene
RPMI 1640 ¢ nobasnennem 10% @bC u SO MKI/MJI reHTAaMHUINHA.

[0127] Ienmuout

[0128] Cunrernueckuii nentug CCND1219.238 6611 mpuoOpeten y Genscript (Iuckaraysii,
mwrat Heto-Jl>kepen) u pactBoper B koHIeHTpauuu S0 mxr/min B JIMCO.

[0129] Tenwn

[0130] Hosbie renpr TCR Opumm kionupoBanbl ¢ momombio IIHP ¢ 57-Obictpoii
ammmndukanuel koHnoB kJIHK (RACE) ¢ ucnons3oanuem Habopa SMARTer RACE 5°/3°
(Takara Bio, Cwura, fmnoHusi) u CeKBEHHpPOBAaHBI, KaK OMHCAHO paHee. Bce reHbl ObUIH
KJIOHUPOBAaHbI B PETPOBUPYCHBIN BekTOp pMX M TpaHCAYLMPOBAHBI B KJIETOUHBbIE JIMHUHU C
UCTIOJIb30BaHUEM PETPOBUPYCHOM cUCTEeMbI Ha OCHOBE KJieTok 293GPG u PG13.

[0131] Anmumena

[0132] JInsa aHanmu3a METOAOM MPOTOYHOM LIUTOMETPUM HCHOJIB30BAIM CIEAYIOLINE
antutena. APC-Cy7-konbtorupoBannbie aHturena k CD4 (RPA-T4, Biolegend, Can-/luero,
mrar Kamudopuus)**u PE-konbloruposannble anTutena k His-merke (ADI1.1.10, Abcam,
KemOpumxk, mratr Maccauycerc). MepTBble KJETKH pasdyaid C TOMOLIbIO Habopa JIst
(uKCHUpyeMOro OKpamnBaHHs MepTBbIX Ki1eToK B OmmkHem MK-nmanaszone LIVE/DEAD 465
(Thermo Fisher Scientific, Yonrem, mrat Maccauycerc). OkpalieHHbIe KJIIETKH aHATU3UPOBAIH C
nomompto Canto II miam LSRFortessa X-20 (BD Biosciences, @panknun Jleiike, mrat Hbro-
Jlxepcu). CopTUpOBKY KJIETOK MpoBomwiiu ¢ ucnojibs3oBanueM FACS Aria II (BD Biosciences,
@panxnmun Jleiike, mrat Hero-Jlkepcu). AHanu3 AAaHHBIX MPOBOJWIM C HCIOJb30BAHUEM
nporpammuoro obecrnedenus: FlowJo (Tree Star, Auutenn, mrat Operos).

[0133] JIiss *MMYHOOJIOT-aHaAIM3a MCTIONB30BAIM CIIEAYIOIINe aHTUTENA. aHTH-P-aKTHH
(C4, Santa Cruz Biotechnology, Canta-Kpys, mrar Kamudopuus), antu-CCND1 (EPR2241,
Abcam, KemOpumk, mrar Maccadycerc), HRP-KOHBIOTHPOBaHHOE KO3b€ BTOPHYHOE AHTUTENO K
IgG (H+L) mbimm (Promega, @uubepr, mrat Buckoncun) 1 HRP-KOHBIOTHPOBaHHOE BTOPHUHOE
aarureno k IgG (H+L) xponuka (Promega, @uubepr, mrat BUCKkOHCHH), €Cii MPUMEHUMO.
[0134] Tpancoyxkuus TCR 6 nepsuunsie T-xiemku

[0135] CD3" u CD4" T-KkJieTKH OYMIIANIH C HCIIOIb30BaHUEM HAOOPA JUIs BbIIEIEHUS TIaH-
T-knerok (Miltenyi Biotec, Beprum-T'nantax, I'epmanus) u Habopa mist Bbinenenus CD4™ T-
kietok (Miltenyi Biotec, beprum-I nan6ax, I'epmanusi), coorBercTBeHHO. Ouninennbie T-kieTku
crumysupoBanu ¢ nomourbio aAPC/mOKT3, obnyuennsix no3oit 200 I'p nmpu cootHomennu E: T

20:1. HaunHas co cienyrolero AHsA, aKTUBUPOBaHHbIE T-KJIETKH MOABEPrajlid PETPOBUPYCHOMN
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TpaHCAYKUMHU KJIoHUpoBaHHbIMH reHamMu TCR mocpencTBoM LeHTpuQpyrupoBaHus B TedeHue 1
gaca nipu 1000 x g mpu 32°C B TeueHue 3 nHEH MOAPSAN WM C HUCIOJNB30BAHHUEM IUIAHLIETA,
nokpeiroro perponektuHoM (Takara Bio, Cura, SImonus). Ha cnenyrommii nenp k T-knerkawm,
tpancayuupoBanHbiM TCR, noGasmsmu 100 ME/mi IL-2 u 10 ar/min IL-15. [IutaTensHyto cpeny
MONOJIHSJIN KaKble 2-3 THs.

[0136] I'enepavyus monomepa u oumepa HLA xnacca Il

[0137] Breknerounslii 1oMeH o-reHa kiacca Il mukoro Tuma ObLI CIUT C KHCJIOTHOMN
JNernnHOBOM MostHuel uepes muHkep GGGS, a 3aTtem ¢ 6xHis-metkoit uepes muakep GS (em. SEQ
ID NO: 15; Tabauna 5). Oxrogomen rexa B kinacca I, mecymuit mytaunu (cw. SEQ ID NO: 14)
OBLT aHAJIOTMYHBIM O0Pa30M CBSI3aH C OCHOBHOH JieHIMHOBOM MojHHUeH yepes iuakep GGGS (em.
SEQ ID NO: 14). Knerku HEK293T u knerku A375 TpaHcuuupoBanu reHamu o u f ¢
HCIOJIb30BAaHUEM PETPOBUPYCHOM CUCTEMBI Ha OCHOBE KjeTOK 293GPG u kynpTUBHpOBAIN B
cpene DMEM c no6asnenuem 10% PBC u 50 mMkr/mn renramunuHa. i OKpalMBaHusi TuMepa
DP4 knetku HEK293T, cTabuIbHO CeKpeTHpYIOLIME PacTBOPUMbIH Oenmok DP4LH2ZW/VIIM
BBIPALIUBAIIN 70 KOH(JIFOIHTHOCTH, a 3aTeM Cpeny MEeHsUTH Ha OeCChIBOPOTOUHYIO cpeny 293 SFM
II (Thermo Fisher Scientific, Yonrem, mrar Maccauycerc). Uepe3 COpOK BOCeMb YacOB
KOHAMLIMOHUPOBAHHYIO Cpeny COOMpany M KOHLEHTPHPOBAIM C HCIOJIBb30BaHHEM (UIBTPOB
Amicon Ultra (orceuenue mno monekymsipHoii macce (MWCO) 10 x/la) (MilliporeSigma,
Bbepnunrron, mrat Maccadycerc). 3areM cynepHaTaHT, coaepskamuii pacrsopumbiii HLA knacca
I, cmemmBanu ¢ 100 MKI/MJI MpenCTaBIISAIONIEr0 HHTEpeC nenTuaa B Tedenue 20-24 4acoB npu
37°C nmnst menTUAHOTO OOMeHa in vifro. B kadecTBe KOHTPOJISI MCIOJB30BaJd MOHOMEp, HE
NOABEPraBUINIiCS MenTHAHOMY OOMeHy. KOHIeHTpauuio MOHOMEpa HU3MEpPSUTd C TOMOLIBEO
cneruduueckoro ELISA ¢ ucnonp3oBaHUEM IUIAHIIETa ¢ HUKENEeBbIM MOKpbiTHEM (XPressBio,
Openepuk, mrar Mbdpunena) u OuotuHwinpoBanHoro mAb k His-merku (AD1.1.10, R&D
Systems, Munneanosuc, mrat MunHecota). Pactsopumsiit Monomep HLA kiacca Il moxsepramu
OUMepHU3aliu ¢ Ucnoib3oBanueM PE-konbroruposanHoro mAb k His-merke (AD1.1.10, Abcam,
KemOpumxk, mrar Maccadycerc) B MOJISIpHOM cooTHowmennu 2:1 B Teuenue 1,5 gaca npu 4°C st
OKpallMBaHUS.

Ta6auua S. Monexynet HLA-DP xnacca 11

CurHaJlbHbIN enTun; guexnemounsiii oomen L1I12W/VI4IM DPB1*04:01; nuakep Gly/Ser:
Zip-niocienoBaTeabHOCTH U nocsienoBatenbHocTi His-metkn) (SEQ ID NO: 14).

MMRPIVLVLLFATSALARATPENYLFOGROECYAFNGTORFLERYIYNREEFARFDSDYV
GEFRAVTELGRPAAEYWNSQKDILEEKRAVPDRMCRHNYELGGPMTLORRVQPRVNVSP
SKKGPLOHHNWLVCHVIDFYPGSIQVRWFLNGQEETAGVMSTNLIRNGDWITFQILVMLE
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MTPOQGDVYTCOQVEHTSLDSPVTVEWKAQSDSARSKGGGGSLEIEAAFLERENTALET
RVAELRORVORIRNRVSOYRTRYGPLGGGK

CurHaibHbBIA _nienTun; exexnemoyunsiti oomen DPA1*01:03, muakep Gly/Ser. Zip-
nocienoBaTeNnbHocTy U nocaenosarenbHoct His-metkn) (SEQ ID NO: 15).
MMRPIVLVLLFATSALAIKADHVSTYAAFVQTHRPTGEFMFEFDEDEMFYVDLDKKET
VWHLEEFGQAFSFEAQGGLANIAILNNNLNTLIORSNHTQATNDPPEVIVFPKEPVELGQ
PNTLICHIDKFFPPVINVIWLCNGELVTEGVAESLFLPRTDYSFHKFHYLTFVPSAEDFYD
CRVEAWGLDQOPLLKHWEAQEPIOMPETTETGGGGSLEIRAAFLRORNTALRTEVAEL

EQEVORIENEVSQYETRYGPLGGGKGSHHHHHH

[0138] Cmumynayun DP4-ozpanuuennsvix anmuzen-cneyupuyeckux CD4* T-knemox

[0139] CD4" T-kjeTkM OYHMINAIM C MCHONb30BaHMeM Habopa mjis Beimesnenus CD4™ T-
kierok (Miltenyi Biotec, beprum-I nanbax, I'epmanus). Ouninenssle T-KI€TKH CTUMYJIHPOBAIIH
DP4-skcnpeccupyromumu aAPC, B xotopsie BBoaunu DP4-orpanudenssie nentuas! B 1o3e 10
MKr/Mi 1 obnyvanu no3zoit 200 I'p mpu cootnomenun E:T 20:1. Uepe3 copok BOCEMb 4acoB K
CD4" T-xnerkam nobGasnsiu 10 ME/ma IL-2 u 10 ar/mn IL-15. KyneTypanbHyo cpemy ¢
nobasnenuem IL-2 (10 ME/min) u IL-15 (10 Hr/mun) nonoaHsuy Kakasie 2-3 aas. Yepes 2 Henenu
crumynsiuu T-KIeTKH MOABEprany OKpalHBaHuI0 JuMepom DP4 LH2W/VIHAM

[0140] Oxpauwueanue oumepamu HILA kracca Il

[0141] ITepBuunbie T-knerku u T-knerku Jurkat 76/CD4, TpaHCAyuupOBaHHBIE
sk3orenHbiM reHoM TCR, mpensaputensHo obOpabarbBamu S50 HM  nmasatunnbObom (LC
Laboratories, Woburn, MA) B Teuenue 30 munyT npu 37°C*® u oxpaimmpanu 5-15 Mxr/mi numepa
kjacca II B Teuenne 4-5 yacoB npu koMHaTHOW Temmeparype. Ilocine mpoOMBIBKH MOJEKYJbI

KJIETOUYHOM MOBEPXHOCTH KOHTPOKpAIIMBAIHM ¢ MOMOIIb0 MAb k CD4, KOHBIOTHPOBAHHBIMU C

APC-Cy7.
[0142] Ananuz ELISPOT
[0143] urokuuoseie aHamu3bl ELISPOT BeImonHsIM, Kak cooOmanoch panee (ca.,

nanpumep, Yamashita et al., Nat. Commun. 8:15244 (2017); u Anczurowski et al., Sci. Rep. 8:4804
(2018)).

[0144] Hmmynoobriommune

[0145] NmMMmyHOONIOT-aHANMN3  BBINIONHSUIM, KaK COOOINanoch paHee (cum., Hampumep,
Yamashita et al., Nat. Commun. 8:15244 (2017);, u Anczurowski et al., Sci. Rep. 8:4804 (2018)).
[0146] Cmamucmuyueckuil anaiu3

[0147] Craructuueckuii aHaJiu3 TMPOBOAMIM C UCIOJB30BAHUEM IPOTPAMMHOTO

obecnieuenusi GraphPad Prism 6.0 (GraphPad Software, Can-/{uero, mrar Kamudopuus). s
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CpaBHEHMsI IBYX BBIOOPOK HCIIOJNIb30BAM HETApHbIE IBYCTOPOHHUE t-kKpuTepuu CThIOJEHTA.
CraTucTuueckuii METOJ HE MHCIONB30BaIU ISl TNPEABAPUTENBHOIO OIpeAeNieHus] pasMepa
BeIOOpKU. MccnenoBaTenu He MMeIH WHPOPMALIUU O PACTIPENENeHNH BO BPEMsI SKCIIEPUMEHTOB

WUJIM OLICHKU PE3YJIbTATOB. 3KCHepI/IMeHTbI HEe ObUTH pPaHAOMU3HUPOBAHBI.

Ilpumep 2 — Xapaxmepucmuxa CCNDI219.238 TCR

[0148] IlepBuunHble CD4" T-knerku, BBIJENEHHbIE OT INECTH MalMeHTOB ¢ DP4”
MEJAHOMOM, CTUMYJHMpPOBAIM TOJBKO OAuH pa3 ¢ mnomompo DP4-aAPC, B kotopbie
UHIUBUAYAIbHO Oblm BBemeH nentuaHbeli ¢parment CCND1 (219-238), u  okpaieHs
poncTeeHHbIME AuMepamu DP412WVIHM UroGrr y36eskath moTeHIManbHOro NpaiMUpOBaHUs
in vitro, UCTIONb30BaJM cyiadble CTUMyNUpYIoKe yciaoBus. beuto obHapyxkeno, utro CCND121o.
238 SIBJIAETCS] MYMMYHOT€HHBIM TPU OKPAIINBAHUM AUMEPOM (JJaHHbIE HE TIOKA3aHBI).

[0149] JIis NOATBEp KAEHUs Pe3yJbTaTOB OKPALIUBAHUS AUMEPaMU Mbl KIIOHUPOBAJIU I['eH
DP4-orpannuennsiii ren TCR, cnenuduunbiii niust CCND1219.238 (¢ur. 1A-1B u tabanua 6) u3
TNOJIOKUTENBHBIX Ha qumep T-knerok. [pu kioHoTHmMYeckom BocctanoBnennu B CD4™ TCR-
nepurmtHeIX T-knerkax yenoBeka CCND1219.238 TCR ycremHo oxpammnBaicss poACTBEHHBIMH

AMepamMu DP4L1 12W/V141M

(¢ur. 2A-2D) u pynkumnonuposan DP4-orpaHUuEeHHBIM U aHTHI€H-
cieuudpuyeckum oodpazom (¢wur. 3).

[0150] TCR 03-CCND1219238 ObuT CIOCOOEH pacrio3HaBaTh POACTBEHHBIM IMENTHI,
KOTOPBIi OBLIT SHIOT€HHO NpoLecCUpoBaH U npeacrasieH DP4 (¢ur. 4A-4E u SA-5B).

Tabdauua 6. DP4-orpannuenssiii TCR

Ne | mentuma | TRAV | TRA | TCR-anbda TRB | TRBJ | TCR-6eta CDR
J CDR 3 \Y% 3
03 | CCND1y; | 2*¥01 | 21*0 | CAVCTLYNEFN | 6- 2- CASLTDNNEQ
9-238 1 KFYF 5*%01 | 1*01 | FF (SEQ ID NO:
(SEQ ID NO: 7). 10).
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POPMYJIA U3OBPETEHUSA
1. Monekyaa HYKJIEHMHOBOH KHCIIOTBI, coaepxamasi (1) TepBYI0 HYKJICOTHIHYIO
NOCJIEIOBATENIbHOCTD, KOAUPYIOLIYI0 pekoMOnHaHTHBINA T-kierounsii penentop (TCR) mnu ero
AHTUTEHCBS3BIBAIOIIYIO YacTh, KoTopas cnenupuyeckn cws3biBaeT G1/S-crenuduueckuit
mkmH-D1  genoBeka (CCNDI1) («antu-CCND1 TCR»); u (ii) BTOpYH HYKIEOTHAHYIO
NOCJIEIOBATENIbHOCTDb, MPUYEM BTOpPAas HYKJIEOTHIHAS IOCIENOBATEIbHOCTb WJIM TMOJHUIIETITH,
KOIUPYEMBIIi BTOPOW HYKJIEOTHIHOW IOCIIEAOBATENbHOCTBIO, WHTUOUPYET SKCIIPECCHIO

sanorennoro TCR,

npudeM anTu-CCND1 TCR koHkypupyer 3a cBasbpiBanue ¢ yenoeueckuM CCNDI1 ¢ stanoHHbIM
TCR, kotopselii comepkuT anbga-nenb U Oera-nenb, NpU 3TOM  anb(a-Ienb COAEPKUT
AMHUHOKUCIIOTHYIO TIOCJIeOBaTeIbHOCTh, mpencrasieHHnyiro B SEQ ID NO: 1, a Oera-uenb

COZIEPKUT AMHUHOKHCIIOTHYIO MOCIIEI0BATENbHOCTD, NpeAcTasieHHyo B SEQ ID NO: 2.

2. Mornekyia HYKJIEHHOBOW  KHCJOTHI, coiepxaiias (1) TepBYH HYKJICOTHIHYIO
NOCJIeIOBATENIbHOCTDb, KOAUPYIOLIYIO pekoMOnHauTHbIN T-kiaerounsiii perentop (TCR) unu ero
AHTUTEHCBS3BIBAIOIIYI0 YacTh, KOTOpas crenupuyeckn cBsasbiBaeT dyenoseueckuii CCNDI
(«antu-CCND1 TCR»); u (i) BTOPYH HYKJECOTUAHYIO MOCJIEIOBATEIbHOCTb, MPUYEM BTOpAst
HYKJIGOTHJIHAsl TIOCJIEOBATENIbHOCTh WM TOJMIIENITUL, KOAUPYEMbIl BTOPOH HYKJIEOTHIHOMN

NOCJIeIOBATENIbHOCTBIO, HHTHOUpPYeT sKcnpeccuro sHaoreHHoro TCR,

npudueM aHTU-CCND1 TCR cBsi3piBaeT TOT K€ STUTON WU TMEPEKPBIBAIOIIMICS STHUTOI
yenoBedeckoro CCND1, uyro u stanonnsiii TCR, koTopblii copepkut anbda-Lens u Gera-1ens,
npu 3TOM anb(a-1enb COACPKUT aMUHOKHCIOTHYIO MOCJIEIOBATEIbHOCTb, MPEACTABICHHYIO B
SEQ ID NO: 1, a 6eta-Liernb cOAep>KUT AMHHOKHUCIIOTHYEO MTOCIIEA0BATEIbHOCTD, IPEICTABICHHYIO

B SEQ ID NO: 2.

3. Mornekyna HykJIeMHOBOM KUCHOTHI 1o mm. | wmm 2, B koropod antu-CCND1 TCR
ces3piBaercst ¢ snuronoM CCNDI, cocrosmuMm W3 aMHUHOKHCIIOTHOW ITOCTENOBATENbHOCTH,

npenctasieHHoil B SEQ ID NO: 13.

4. Mosnekyna HyKJI€MHOBOM KMCJIOTBI IO MII. 2 WK 3, B KOTOPOU 3MUTOII CBSA3aH C MOJIEKYJION
HLA knacca IL
5. Monekyna HyKJIEHMHOBOM KucioTel mo 1. 4, npudem wmonekyna HLA xmacca 11

npenctasisier codoit amutens HLA-DP, HLA-DQ unu HLA-DR wumu mo0yro ux KOMOHHALIHIO.
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6. Monekyna HyKJIEMHOBOW Kuciotel mno mn. 4, npudem wmonekyna HLA xmacca 11

npencrasisier codoit amtens HLA-DP.

7. MounekyJia HyKJIEMHOBOM KHCIIOTHI MO JTE0OoMy u3 mim. 4-6, mpudem mostekysia HLA knacca

II npencrasmisier coboii annens HLA-DP4.

8. Monekyna HyKJIEMHOBON KUCJIOTHI IO Jrobomy u3 nn. 1-7, B koropoii antu-CCND1 TCR

Comep KuT anb(a-1ens u OeTa-1ernb,

npudeM anbQa-Luenb COaepKUT BapradenbHyro obnacte, conepskamryo CDR1 ansda-nenn, CDR2

anbda-nenu 1 CDR3 anbda-uenu; u

npudeM Oera-Lienb conep kUT BapuadenbHbIl nomeH, conepskamuii CDR1 Oera-unern, CDR2

oera-ien 1 CDR3 Geta-ueny;

npu dToM CDR3  anbda-nienu  CONEPKUT aMUHOKHCIOTHYKO  TOCJIEIOBATENbHOCTD,

npeacrasiaeHHyo B SEQ ID NO: 7.

0. Monekyiia HyKJIeHMHOBOW KHCIOTHI o 1. 8, B koTopoii CDR3 Gera-uenu antu-CCNDI1

TCR copep:kUT aMHHOKHCIIOTHYIO MTOCJIE0BATEIbHOCTD, MpencTasiennyo B SEQ ID NO: 10.

10. MonnekyJia HyKJIEUMHOBOW KHUCJIOTHI O Jitobomy u3 mn. 1-7, B koropoii antu-CCND1 TCR
ComepskuT anbda-Lenb U Oera-Lenb, npuydeM anbda-Lenb ComepKUT BapuadeIbHYK 00JIACTh,

conepskamyo CDR1 anbda-nenn, CDR2 anwsda-uenu u CDR3 anbda-uenu; u

npudeM Oera-Lienb CONEPKUT BapuadenbHbIl nomeH, conmepskamuii CDR1 Oera-uern, CDR2

Oera-iern 1 CDR3 Geta-nieny;

npu o3tom CDR3  OGera-uenmu antu-CCND1  TCR  comep:kUuT  aMHHOKHCIOTHYIO

NOCJIe10BATENbHOCTD, NpeacTasieHHyto B SEQ ID NO: 10.

I1. Monekyna HyKJIenHOBOH Kuciotsl 1o 1. 10, B kotopoit CDR3 anbga-nienn antu-CCND1

TCR copep:kUT aMHHOKHUCIIOTHYIO [TOCNIEA0BAaTEIbHOCTD, NpeacTasieHHyo B SEQ ID NO: 7.

12. MonnekyJia HyKJIEHHOBOH KHCIIOTHI 110 Jirobomy u3 mit. 8-11, B kotopoit CDR1 anbda-nenu
antTu-CCND1 TCR copep:XUT aMHUHOKHCJIOTHYIO TOCJI€I0BATENbHOCTD, MpeAcTaBieHHy0 B SEQ

ID NO: 5.
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13. Monekyia HyKJI€MHOBOW KUCIOTHI 10 Jr00omMy u3 mil. 8-12, B kotopoit CDR1 Gera-tienu
anTu-CCND1 TCR copep:xUT aMUHOKHCJIOTHYIO TOCJIEI0BATENbHOCTD, MpeAcTaBieHHY0 B SEQ

ID NO: 8.

14. Monekyiia HyKJIEMHOBOM KHCIIOTHI 110 Jirobomy u3 mt. 8-13, B kotopoit CDR2 anbda-nienu
anTu-CCND1 TCR conep:XUT aMUHOKUCJIOTHYIO TOCIIEI0BATENbHOCTD, MPeACTaBIeHHY0 B SEQ

ID NO: 6.

15. Monekyia HyKJI€MHOBOW KUCIOTHI 10 Jr00oMy u3 mil. 8-14, B kotopoit CDR2 Gera-uienu
anTu-CCND1 TCR conep:kxUT aMUHOKUCJIOTHYIO TOCIE0BATENbHOCTD, MPEACTaBIeHHYI0 B SEQ

ID NO: 9.

16. Monekyna HyKJIE€MHOBOM KHCIIOTHI MO Jr0OoMy u3 mm. 8-15, B KoTOpoi BapuaOebHbIi
nomeH anbga-ienu aHtu-CCND1 TCR comepXuT aMHHOKHCIOTHYIO MOCJI€AO0BATEIbHOCTD
BapUaleNbHOrO JOMEHa, NPUCYTCTBYIOLIErO B aMHUHOKHCIOTHOW MOCJIENOBATEIbHOCTH,

npexacrasieHHoi B SEQ ID NO: 1.

17.  Monekyna HyKJI€HHOBOW KHCJIOTHI MO JI0OOMy M3 mil. 8-16, B KOTOpOi BapraOeNbHbIH
nomen Oera-nienn anTu-CCND1 TCR comepXMT aMHHOKHCIOTHYK TOCJEIOBATENIbHOCTD
BapuadeNbHOrO JOMEHA, NPUCYTCTBYIOLIErO B AaMHUHOKUCJIOTHOW —IOCJIENOBATEIbHOCTH,

npenctasieHHoit B SEQ ID NO: 2.

18. MornekyJia HyKJIEUHOBOH KUCJIOTHI 1O JIF0OoMy 13 M. 8-17, B KOTOpO#t anbda-Lens aHTu-
CCNDI1 TCR nomnoyiHUTEIhHO CONEPXKUT KOHCTAHTHYIO 00JIaCTh, MPUYEeM KOHCTaHTHAsi 00J1acTh

OTJIMYAETCS OT SHAOT€HHON KOHCTAHTHOM 00J1acTH alib(a-1ernu.

19. Monnekyiia HyKJIEUHOBOH KUCJIOTHI 1O JIEoOoMy 13 mi. 8-18, B KOTOpOit anbda-Lens aHTu-
CCNDI1 TCR nomnoyHUTENhHO CONEPIKUT KOHCTAHTHYIO 00JIaCTh, MPUYEM KOHCTaHTHAs 00J1acTh
anmb(a-Lenu CoAep KUT aMUHOKUCIIOTHYIO MOCJIEAOBATENbHOCTD, HMEIOIIYIO 10 MEHbLIEH Mepe
okoJio 85%, nmo MeHblIeil Mepe okono 90%, o mMeHbIelH Mepe okoso 95%, Mo MeHbluel Mepe
okoJ10 96%, o MeHbluel Mepe 0koso 97%, no MeHblIel Mepe okoJio 98% wnu no MeHblueil Mepe
0KO0JI0 99% MIEHTHYHOCTH MOCIIENOBATENBHOCTH C KOHCTAHTHOM O0JIACThIO, MPUCYTCTBYIOIIEH B

AMUHOKHCIIOTHOM TMOCJIen0oBaTebHOCTH, npencrasienHoi B SEQ ID NO: 1.

20. Mornekyiia HyKJIEMHOBOW KHCIOTHI 1O min. 18 wimm 19, B KOTOpOW KOHCTaHTHAasi 0OJIACTh
anb(a-1eny CONeP>KUT AMHHOKHUCIIOTHYIO MOCIIEI0OBATEIbHOCTD, COAEPIKALIYIO 10 MEHbINEH Mepe

1, mo meHbLIEeN Mepe 2, MO MEHbIIEW Mepe 3, MO MEHbIIeH Mepe 4 Wik MO MEHbLIEeH Mepe S5
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AMMHOKHCIIOTHBIX 3aMEH OTHOCHUTEJIIbHO KOHCTAaHTHOM 00NacTH, NPUCYTCTBYIOINEH B

aMUHOKHCJIOTHOM MOCJIeN0BaTeNbHOCTH, penacrasieHHoi B SEQ ID NO: 1.

21. Monekyia HyKJIEHHOBOHM KHCJIOTHI 1o Jirobomy u3 mi. 8-20, B KOTOpoii Oera-1ienb aHTH-
CCNDI1 TCR nomnonHUTENhHO CONEPIKUT KOHCTAHTHYIO 00JIacTh, MPUYEM KOHCTaHTHAs 00J1acTh

OTJINYAETCS OT PHIOOTEHHBIX KOHCTAHTHBIX O0JiacTel Oera-1emnu.

22. Monekyiia HyKJIEMHOBOM KHMCJIOTHI 1O Jirobomy u3 mi. 8-21, B KOoTopoii Oera-1ienb aHTH-
CCNDI1 TCR nomnonHUTENbHO CONEPIKUT KOHCTAHTHYIO 00JIacTh, MPUYEeM KOHCTaHTHAs 00JacTh
OeTa-Lienu COAEP>KUT AMUHOKHUCIJIOTHYIO IOCJEAOBaTEIbHOCTh, MMEIOINYIO0 IO MEHbIIeill Mepe
okoJi0 85%, o MeHblIeil Mepe okono 90%, no meHblIel Mepe okoso 95%, Mo MeHblIel Mepe
0K0J10 96%, o MeHbluEel Mepe 0koso 97%, o MeHblIelH Mepe 0koJ10 98% unu no MeHsbluel Mepe
0KO0JI0 99% MIEHTUYHOCTH MOCIEIOBATEIbHOCTH C KOHCTAHTHOH 00JIaCThIO, MPUCYTCTBYIOLIEH B

AMHHOKUCIIOTHOH TOCIeN0BaTeIbHOCTH, npencrasieHHol B SEQ ID NO: 2.

23. Mornekyia HyKJIEMHOBOW KUCJIOTHI TO . 21 mim 22, B KOTOPOil KOHCTaHTHAsi 00NacTh
OeTa-1ieny COmepKUT AMHHOKHCIOTHYIO TOCJIEI0OBATENIbHOCTD, CONEPIKALIYIO [0 MEHbIIEH Mepe
1, no menblIel Mepe 2, IO MeHbIIEH Mepe 3, MO MeHbIIeH Mepe 4 Wiau Mo MeHblIeH mepe 5
AMHMHOKHUCJIOTHBIX 3aMEH OTHOCHUTEJIbHO KOHCTAaHTHOH O0OJNacTH, MPUCYTCTBYIOINEH B

AMUHOKHCIIOTHOM TMOCjenoBaTenbHOCTH, npencrapnennoi B SEQ ID NO: 2.

24. MonnekyJia HyKJIEMHOBOH KHUCJIOTHI 1O JIF0OOMyY 13 M. 8-23, B KOTOPO# aibda-Lenb aHTU-
CCNDI1 TCR comepuT aMUHOKHCJIOTHYIO MOCJIENI0BATENbHOCTD, NpeacTaBieHHyo B SEQ ID

NO: 1.

25. MonnekyJia HyKJIEHHOBOHM KUCIIOTHI 1O JI000oMy U3 T 8-24, B KOTOpOW Oera-Lienu aHTu-

CCNDI1 TCR coaepKuUT aMUHOKHCJIOTHYIO TOCJIE€I0BAaTENbHOCTD, NpeacTaBieHHyo B SEQ ID

NO: 2.

26. Mornekysia HYKJIEWHOBOH KHCJIOTHI 1o Jrobomy u3 mm. 1-25, B KoTOpOW BTOpas
HYKJICOTHIHAsl TIOCJIEZIOBATENbHOCTD MpeACTaBisier coboi onHy mim Oonee MuPHK, kotopere

CHIXKAIOT SKcrpeccuto sHnoreHHbx TCR.

27. MounekyJia HyKJIEMHOBOM KUCJIOTHI IO T1. 26, B KOTOpoi oxaHa wiu 6oee MUPHK siBistroTCst
KOMIUIEMEHTAPHBIMHU LIEJIEBOM MOCJIEIOBATEIbBHOCTH B HYKJEOTUAHON MOCIEA0BATEIbHOCTH,

KOAUMPYIOIeH KOHCTAHTHYIO 00JacTh sHAOreHHbIX TCR.
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28. MonnekyJia HyKJIEHHOBON KHCIIOTHI 1O T, 26 uiu 27, B KoTopoM oxHa wiu 6onee MuPHK

cofepykaT aMUHOKHCIIOTHYIO MTOCIIEIOBATEIbHOCTD, BBIOPAHHYIO U3 IpyNIbl, coctosmen u3 SEQ

ID NO: 53-56.

29. Monekyiia HyKJIEMHOBOM KHUCIIOTHI 10 JTr00oMy 13 . 1-28, B kotopoii antn-CCND1 TCR
COIEPKUT KOHCTAHTHYIO OOJIacTh aiib(ha-Ieny, KOHCTAaHTHYK objacth Oera-nienu win ode;, u
NpUYeM KOHCTaHTHast 00JacTh anb(a-1eny, KOHCTaHTHas 00JacTh Oera-1enu win o0e copepkar
AMUHOKMCJIOTHYIO MOCJIEA0BATENbHOCTb, UMEIOIIYIO IO MEHbIIEH Mepe 1, Mo MeHbIuel Mepe 2,
[0 MEHbIIEH Mepe 3, MO MeHbLEeH Mepe 4 WiauM MO MEHbLIEH Mepe 5 3aMeH B LEJEeBOU
NIOCJIEIOBATENIbHOCTH OTHOCUTEIBHO COOTBETCTBYIOLIEH aMUHOKUCIIOTHOH MOCIEI0BATENbHOCTH

sugorennoro TCR.

30. MorJekya HYKJIEHMHOBOH KHUCJIOTHI MO Jirobomy u3 mm. 1-29, B koTOpo# anbga-uens
COZIEP’KUT CHTHAJIBHBIA MEeNnTH, OeTa-1erb CONEePXKUT CUTHAIBHbIA NEeNTH]] WK KaK ajibda-1emnb,

Tak U OeTa-1enb CouepsKaT OMH MEeNTU.

31. Monekyna HyKJI€UHOBON KHUCIOTHI MO M. 30, B KOTOPOIH CUTHAJbHBINA NMENTHJ COAEPKUT
AMHHOKHUCJIOTHYHO NOCJIEI0BATENBHOCTD, BBIOPAHHYIO u3 AMUHOKHCJIOTHBIX

nocienosatenbHocTel, npeacrasieHHbX B SEQ ID NO: 20-22 u o060l ux KOMOWHAIHMH.
32. Bekrop, copep:kaiiuii MOJIEKYJTy HYKJIEHHOBOM KHCIOTHI 1O JroObomy u3 mi. 1-31.

33. Bektop mo m. 32, mpuuem BeKTOp MpeACTaBisieT COOOH BUPYCHBIH BEKTOP, BEKTOP

MJTEKOMUTAIOLINX HJIH OaKTEPUATTbHBIA BEKTOP.
34. BexTop o mim. 32 i 33, npudeM BEKTOP MPeNCTaBisieT coO0H peTPOBUPYCHBIN BEKTOP.

35. Bekrop mo mobomy u3 nm. 31-33, mpuuem BEKTOp BBIOPAH U3 TPYIIIBI, COCTOSLICH H3
aJlCHOBHPYCHOTO BEKTOpA, JIEHTUBUpYCA, BekTopa Bupyca Cenpmail, 6akyIOBHPYCHOTO BEKTOpA,
BEKTOp BUpyca JmuiTeiiHa — bappa, manoBaBupyCHOro BEKTOpa, BEKTOpa BUPyCa OCIOBAKIHEI,
BEKTOPa BHUpPyCa MPOCTOTO reprieca, THOPUAHOTO BEKTOPA U BEKTOPA aJe€HOACCOLUHPOBAHHOIO

Bupyca (AAV).
36. BexTop o jrobomy u3 mm. 32-35, nmpudeM BeKTOp MPEACTABISIET COOOM JIEHTUBHPYC.

37. T-xknerounsiii penentop (TCR) mnm ero aHTUTEeHCBS3BIBAIOINAS YaCTh, BKIIFOYAOINAS
BapuabenbHbIi noMeH anbda-nenu anTu-CCND1 TCR no mo6omy u3 mm. 8-31 u BapuabenbHbIi

nomeH Oeta-tiern anTH-CCND1 TCR no nrob6omy u3 mm. 8-31.
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38. PexomOunantablil T-kaerounsiii peuentop (TCR) nnm ero aHTUreHCBSA3bIBAIOIIAS YaCTh,
cneundpunveckn cpsbiBaromas  denoseueckuii CCND1  («antu-CCND1  TCR»), kortopsrit

KOHKypHupyeT 3a cBsi3biBanne ¢ yejaopeueckuM CCND1 ¢ stanornsim TCR;

npudeM >tanoHHbii TCR comepkur anbda-uens u Oerta-Lienb, npudeM ajb(a-1enb COAepKHUT
AMUHOKUCJIOTHYIO TIOCJIeNOBaTeIbHOCTh, mpencrasieHnyio B SEQ ID NO: 1, a Oera-uenb

COZIEP KUT AMUHOKUCIIOTHYIO MOCJIEI0BATENbHOCTD, MpeactasieHHyo B SEQ ID NO: 2; u

npudeM aHTH-CCND1 TCR conepxut anbda-Lens u OeTa-nernb, npudeM aibgha-1enb COaepKuT

KOHCTaHTHYIO 00JIaCTh U IIPHU 3TOM OeTa-Lelb COAEPKUT KOHCTAHTHYIO 00JIaCTh; MpUYeM

(1) KOHCTaHTHasi 00JIacTh ajba-Lenu COAEPKUT aMHUHOKHCIIOTHYIO TOCJIEeIOBATEIbHOCTD,
HUMEIOLIYIO 110 MEHbIIEH Mepe 1, Mo MeHbLIel Mepe 2, 0 MeHbLIER Mepe 3, 10 MeHbLIel Mepe 4
WIM TI0 MEHbIIeH Mepe 5 aMHHOKHCIOTHBIX 3aMEH OTHOCHUTEJIbHO KOHCTAHTHOW obJacTy,
NPUCYTCTBYIOIIEH B aMUHOKUCIIOTHOH IMOCIeN0oBaTeIbHOCTH, npeacTasieHHoi B SEQ ID NO: 1

I

(i1) KOHCTaHTHasi 00jacTh OeTa-lenu COAEPKUT aMHHOKHCIOTHYIO MOCIEeI0BATEIbHOCTD,
HMMEIOLIYIO 110 MeHbIIeH Mepe 1, mo MeHbluel Mepe 2, o MeHblIel Mepe 3, 1o MeHblIel Mepe 4
WIA 10 MEHbIIEH Mepe 5 aMHUHOKUCJOTHBIX 3aMEH OTHOCHTEJIbHO KOHCTAaHTHOW 00JacTH,

MPUCYTCTBYIOLIEH B aMUHOKHUCIOTHON nocaenosBaTenbHocTd SEQ ID NO: 2.

39. PexomOunanthblil T-kiaerounsiii peuentop (TCR) nam ero aHTUreHCBS3bIBAIOIIAS YaCTh,
cneunduyeckn cps3biBarommas yenoseueckuit CCND1  («antu-CCND1  TCR»), koTtopsrit
CBSI3BIBAET TOT JK€ SMUTON WM MNepekpbiBaromuiics snuron uenosedeckoro CCNDI, yto u

stanonubii TCR;

npudeM >tanoHabii TCR conmepkur anbda-uens u Oerta-Lienb, NpudeM ajib(a-Lenb COAepKHUT
AMUHOKUCIIOTHYIO TIOCJIeIOBATEeIbHOCTh, mpencrasienHyro B SEQ ID NO: 1, a Oera-uenb

COZIEP KUT aMUHOKUCIIOTHYIO MOCJIENOBATENbHOCTD, nipeactasieHHyo B SEQ ID NO: 2; u

npudeM aHTH-CCND1 TCR conepxxwut anbda-uens u OeTa-1emnb, npudeM abha-1enb COIepsKUT

KOHCTaHTHYIO 00JIaCTh U IPU 5TOM OeTa-1enb COAEPKUT KOHCTAHTHYIO 00JIaCTh; MPHYEM

(1) KOHCTaHTHAsi 00JIaCTh ajb(a-Ienu COAEPKUT aMUHOKHUCIIOTHYIO TOCJIeIOBATEbHOCTD,
HMMEIOLIYIO 110 MEHbIIEeH Mepe 1, Mo MeHbIIel Mepe 2, o MeHblIel mepe 3, 0 MeHbLIel Mepe 4

WIA 0 MEHbIIEH Mepe 5 aMHWHOKHCJIOTHBIX 3aMEH OTHOCHTENIbHO KOHCTAaHTHOW O0JacTH,
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NPUCYTCTBYIOLIEN B aMUHOKHCIIOTHON MocienoBareabHocTy, npeacrasieHHoi B SEQ ID NO: 1

i

(11) KOHCTaHTHasi 00JlacTh OeTa-lenu CONEPKUT AMHHOKHCIOTHYIO TIOCJIeIOBATEIBHOCTD,
HMMEIOLIYIO 110 MEHbIIEH Mepe 1, Mo MeHbIIel Mepe 2, O MeHbLIer Mepe 3, 0 MeHbLIelH Mepe 4
WIN TI0 MEHbLIeH Mepe 5 aMHHOKHCIOTHBIX 3aMEH OTHOCHUTEJbHO KOHCTAaHTHOH 00nacTy,

NPUCYTCTBYIOLIEN B aMUHOKHCIOTHOMN MOCe0BaTeNbHOCTH, peacTasieHHoi B SEQ ID NO: 2.

40. Antu-CCND1 TCR no nn. 38 unu 39, xotopelii cessbiBaerca ¢ snuronoMm CCNDI,

COCTOSIIIIUM M3 AMUHOKHUCIIOTHON NocneaoBaTenbHocTy, npeacrasneHHoi B SEQ ID NO: 13.

41. Antu-CCND1 TCR no nn. 39 wnu 40, B KOTOPOM 3MHUTON OOBEAWHEH B KOMILIEKC C

mounekyJsioit HLA knacca I1.

42. Antu-CCND1 TCR o n. 42, B kotropom mosnekysia HLA knacca Il npencrasisier coboi

amens HLA-DP, HLA-DQ unun HLA-DR miu mr00yro ux KOMOHHALIMIO.

43. AnTH-CCND1 TCR no nn. 42 unu 43, B kotopom Moniekyina HLA knacca Il npencrasnsier

coboit annens HLA-DP.

44. Antu-CCND1 TCR no mobomy u3 nn. 42-44, B koropom monekyyna HLA knacca II

npencTassier coOoit aymtens BoiOpana u3 aymtens HLA-DP4.

45. Antu-CCND1 TCR no mobomy u3 nm. 38-44, npuuem anbda-tens antu-CCND1 TCR
Conep KUT BapuadesbHbIl qoMeH, conepskamuii CDR1 anpda-uenu, CDR2 anbda-uenu u CDR3

anbda-uenu; u

npudem Oeta-ienb aHTH-CCND1 TCR conmepxxut BapuabenbHbili aomMeH, comepskamuii CDR1

oera-iern, CDR2 Geta-rienu u CDR3 Gera-nieny;

npuueM CDR3 anbda-uenu antu-CCND1 conep’KUT aMUHOKHCIOTHYIO MOCJIEIOBATEIbHOCTD,

npenctasieHHyo B SEQ ID NO: 7.

46. Antn-CCND1 TCR no n. 45, npuuem CDR3 6era-nienn antn-CCND1 TCR conepxut

AMUHOKHCIIOTHYIO TIOCIIEA0BATENBHOCTD, NpeacTasieHHyo B SEQ ID NO: 10.

47. Antn-CCND1 TCR no mobomy u3 nm. 38-44, nmpuuem anbda-tens antu-CCND1 TCR
comep KuT BapuadepHbIl qoMeH, conepskamuiit CDR1 anpda-uern, CDR2 anbda-uenn u CDR3

anbda-ueny;
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npudem Oeta-ienb aHTH-CCND1 TCR conmepxut BapuadOenbHbil goMeH, comepskamuii CDR1

oera-ierin, CDR2 Geta-ienu u CDR3 Geta-nienu; u

npu d3tomM CDR3  Gera-uemu aatu-CCND1 TCR  comepXuT  aMHHOKHCIOTHYIO

MOCJIeA0BATENbHOCTD, NpeacTasieHHyo B SEQ ID NO: 10.

48. Antu-CCND1 TCR no n. 47, npuaem CDR3 ansda-nienn antu-CCND1 TCR conepxut

AMUHOKHCJIOTHYIO TOCEA0BATENbHOCTD, NpeAcTaBieHHyo B SEQ ID NO: 7.

49. Antu-CCND1 TCR mno n. 48, npuuem CDR1 ansda-ienn antu-CCND1 TCR conepxut

AMUHOKHCJIOTHYIO MOCIEA0BATENbHOCTD, NpeAcTaBieHHyo B SEQ ID NO: 5.

50. Antu-CCND1 TCR no mobomy u3 nin. 45-49, B koropom CDR1 Gera-tienn antu-CCND1

TCR copep:kUT aMUHOKHUCIIOTHYIO [TOCJIEA0BATENbHOCTD, IpeacTaBieHHyo B SEQ ID NO: 8.

51.  Autu-CCNDI1 TCR mo mobomy u3 mm. 45-50, B xotopom CDR2 anbda-uenu anTu-
CCNDI1 TCR conep>KuT aMMHOKHCJIOTHYIO TOCJIEOBATENbHOCTD, NpeacTasieHHyo B SEQ ID
NO: 6.

52. Autu-CCNDI1 TCR no mo6omy u3 mm. 45-51, B koropom CDR2 Gera-tienn antu-CCNDI1

TCR copep:kUT aMHHOKHCJIOTHYIO MTOCIIEA0BATEIbHOCTD, peacTasieHnyo B SEQ ID NO: 9.

53. Autu-CCND1 TCR no nrobomy u3 mim. 45-52, B KOTOpOM BapuaOebHbIN JOMEH ajibda-
e aHTU-CCND1 TCR comepskuT aMHUHOKHUCIIOTHYIO IOCJIENOBATEIbHOCTh BapuaOEIbHOIO
JOMEHa, MPUCYTCTBYIOIIEr0 B aMUHOKHUCJIOTHOM MOCIEI0BATENIbHOCTH, TipencTaBieHHon B SEQ

ID NO: 1.

54. Autu-CCND1 TCR no mrobomy u3 mm. 45-53, B koTopoM BapuabenbHbIN TOMeH Oerta-
e aHTu-CCND1 TCR comep:kuT aMHUHOKHUCIIOTHYIO IOCJIENOBATEIbHOCTh BapuadEbHOTrO
JOMEHa, MPUCYTCTBYIOIIEr0 B aMUHOKHUCJIOTHOM MOCIEN0BATENIbHOCTH, TipencTaBieHHon B SEQ

ID NO: 2.

55. AuTu-CCND1 TCR no mobomy u3 . 38-54, B KOTOPOM KOHCTaHTHasi 00J1acTh ajibda-
LENMU COAEPIKUT aMUHOKHUCJIOTHYIO TOCJIEAOBATEIbHOCTD, UMEIOLIYI0 110 MEHbBIIEH Mepe OKOJIO
85%, mo meHbIei Mepe okojo 90%, mo meHblIel Mepe O0KoJio 95%, MO MEHbIIEeH Mepe OKOJIO
96%, o MeHbILeH Mepe 0KoJI0 97%, o MeHbIIeH Mepe OKOJIO 98% HUiiu O MEHbIIEH MEPE OKOJIO
99% MAEHTUYHOCTHU MOCEA0BATEIbBHOCTH aMHUHOKHUCIIOTHOH MOC/IEI0BATEIbHOCTH KOHCTAHTHON
00J1acTH, MPHUCYTCTBYIOMIEH B aMHHOKHCIIOTHOH MOCIEOBATEIbHOCTH, TIpencTaBieHHOH B SEQ

ID NO: 1.
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56.  Autn-CCND1 TCR no mo6omy u3 . 38-55, B KOTOPOM KOHCTaHTHast 001acTh OeTa-Lenu
COZIEPKUT aMUHOKHUCJIOTHYIO MTOCJIEA0BATEIbHOCTD, UMEIOIIYIO 110 MEHbLIIel Mepe okoo 85%, no
MeHblIel Mepe 0kojo 90%, mo MeHbine Mepe okoso 95%, o meHbliel Mepe okojo 96%, mo
MeHbIIeH Mepe okoJio 97%, o MeHblieil Mepe okoio 98% unu no MeHbliel Mepe okono 99%
UJIEHTUYHOCTH C  aMHHOKHCIIOTHOM  MOCJIENOBATENbHOCTBIO  KOHCTAHTHOH  obOnacry,

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

57. AuTu-CCND1 TCR 1o mobomy u3 . 38-56, B koropom anbda-uens antu-CCND1 TCR

COZIEPKUT AMUHOKUCJIOTHYIO MOCJIEI0BATENbHOCTD, MpeactasieHHyo B SEQ ID NO: 1.

58. Antu-CCND1 TCR no mobomy u3 mm. 38-57, B koropom Oera-uens antu-CCND1 TCR

COZIEPKUT AMHUHOKHCIIOTHYIO MOCIIEI0BATENbHOCTD, NpeAcTasieHHy0 B SEQ ID NO: 2.

59. Autu-CCND1 TCR mno mobomy u3 mm. 38-58, B KOTOpOM anbga-Lenb COAEPKUT
CUT'HAJIbHBIN NenTuA, OeTa-1enb COAeP>KUT CUTHAIbHBIN MENTH UITH KaK anbga-Lenb, Tak 1 Oera-

LEeTIb COACpIKaT OAUH NENTUN.

60. Antu-CCND1 TCR mo n. 59, B KOTOPOM CHUTHAJbHBIH MENTHA COMAEPXKHUT
AMUHOKHCJIOTHYIO HIOCJIEIOBATENIbHOCTD, BBIOPAHHYIO 13 AMHUHOKHCJIOTHBIX

nocaenoBaTenbHocTel, npencrasiaeHHbx B SEQ ID NO: 20-22 u m000# X KOMOHUHALHH.

61. bucnenuduueckuit TCR, coneprkaiuii nepBblii aHTUTCHCBA3BIBAIOIINUN JOMEH U BTOPOI
AHTUTe€HCBSA3BIBAIOIIUN TOMEH, NIPUUYeM MepBbI aHTUTeHCBsI3bIBAOLINI 1oMeH comep:kut TCR
WIN €70 aHTUT€HCBA3BIBAOIYI0 YacTh 1o 1. 37 winu TCR, unu ero aHTUreHeBsI3bIBAIOLIYIO YacCTh

no Jrodomy u3 m. 38-60.

62. bucnenmuduueckuit TCR no m. 61, B KOTOPOM MeEpPBBIil aHTUT'CHCBSA3BIBAIOIINN JOMEH

COIEP KUT OJHOLIENIOYeuHbIH BapruabenbHbIil pparmenT («scFvy»).

63. bucnenmnduueckuit TCR mo nm. 61 unm 62, B KOTOPOM BTOPOH aHTUTE€HCBSI3bIBAO LI

JOMeH CIe(UUECKHU CBSI3bIBAETCS ¢ OIIKOM, SKCIIPECCUPOBAHHBIM HA MOBEPXHOCTH T-KIETKH.

64.  bucneuuduueckuii TCR mno mobomy wu3 mnm 61-63, B KOTOpOM BTOPOH

AHTUTeHCBS3BIBAIOINNIN JOMeH crienuduuecku cBsi3biBaercs ¢ CD3.

65.  bucneuuduueckuii TCR mno mobomy wu3 mnm 61-64, B KOTOPOM BTOPOH

2

AHTUT€HCBA3BIBAIOLINI JOMEH COAEPKUT SCFv.
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66.  bucneuuduueckuii TCR mno mobomy wu3 mm 61-65, B KOTOpOM mepBbIH
AHTUTEHCBS3BIBAIOIINN JIOMEH M BTOPOH AHTHIEHCBSI3bIBAOINUI JOMEH CBSI3aHbl WU

aACCOLIMHNPOBAHbI KOBaJIGHTHOM CBSI3BIO.

67.  bucneuuduueckuii TCR mno mobomy wu3 mnm 61-66, B KOTOPOM MEpBBIH
AHTUTCHCBA3BIBAIOIIMI JOMEH M BTOPOM AHTUIEHCBSI3BIBAKOIIMI JOMEH CBSI3aHbl NMENTHAHOU

CBA3bIO.

68. Knerka, conepskammasi MOJIEKyJly HyKJIEMHOBOH KHCJIOTHI 1O JitoOoMy u3 mir. 1-31, BekTop
no mrobomy u3 nm. 32-36, TCR no m. 37, pexkomOunanTHeii TCR no mobomy u3 nm. 38-60 mnu

oucneruduueckuit TCR no mobomy u3 . 61-67.
69. Knerka no n. 68, koTopast 1OnoOJIHUTENBHO 3Kcnpeccupyer CD3.

70. Knerka mo mm. 68 wmmm 69, xotopas BeiOpaHa M3 rpymmbl, cocrosmed u3 T-kierky,
ecrecteerHHol kuyuiepHoi (NK) knerku, ecrecrsernnoi kusuiepHoi T-kierku (NKT) unu knerku

ILC.

71. Cnocob nedeHust paka y HyKOAIOIIErocss B 3TOM CyOBEKTa, BKIFOHYAIOIIUI BBEICHHE

CYyOBEKTY KJIETKHU IO JIFoboMy u3 1. 68—70.

72. Crnoco6 mo n. 71, B KOTOPOM pak BbIOpaH W3 TPYMIIbI, COCTOSIIIEH W3 MEJaHOMBI, pakKa
KOCTEH, paka MOIKeyJOYHON JKeJie3bl, paka KOKH, paka rOJIOBbI MJIM IIEH, paka MAaTKH, paka
SIMYHUKOB, PaKa MPsIMOHN KUIIKH, paKa aHATbHON O0JIACTH, paKa »eJyIKa, paka su4eK, paKka MaTKH,
KapUMHOMBI (pajutonueBbIX TPyO, KapLUHMHOMBI SHAOMETPUS, KAPLUUHOMBI IIEHKH MATKH,
KapLMHOMBI BJIATaJIMINA, KAPLITHOMA BYJIbBBI, TUM(POMbI XOKKUHA, HEXOIKKUHCKON JTHM(OMBI
(HXJI), nepBuuHO#l MequacTHHAIBbHOU B-kpynHOkeTounou gumdomsl (IIMBKJT), nuddysHoi
B-kpynHoknerounoii  gumdomer  (JABKKIJI), ¢ommukynsapHori  mumdombr  (DJI),
TpaHchopmMupoBaHHOU (GOJUTUKYISIPHON TUMQPOMBI, JTUM(OOMBI MAPTHHAIBHON 30HBI CEJIE3€HKU
(JIM3C), paka nuineBoaa, paka TOHKOW KHUIIKH, paka SHAOKPUHHON CHCTEMBI, paKa IIUTOBUIHON
JKEJIe3bl, paKa MapaliuTOBUIHON JKeJIe3bl, paka HaAIOYEYHHKOB, CAPKOMBI MSTKHX TKaHEH, paka
ypeTphl, paka IMOJIOBOIO WIEHA, XPOHHYECKOTO WJIM OCTPOrO JIEWKO03a, OCTPOTO MHEJOUIHOTO
JelKko3a, XPOHUYECKOr0 MHENIOMIHOrO Jieiko3a, octporo numdobnactaoro netikosza (OJIJ)
(eximouast He T-knerounsrii OJIJI), xponmueckoro mumdouuTapHoro nerkosa (XJIJI), comunHbix
OIyXOJIEH TETCKOro BO3pacTa, JUM(POLHUTAPHON JIUM(POMBI, paka MOYEBOTO My3bIPsl, paKka MOYKH
WM MOYETOUYHHKA, KapLMHOMA IMOYEYHOH JIOXaHKH, HOBOOOPAa30BaHMS LEHTPAJIbHONH HEPBHOMN
cucrembl (LJHC), mepsuunoii snumdombr [[HC, omyxoneBoro aHrmoreHesa, OMyXOJIH OCH

IIO3BOHOYHHKA, T'JIMOMBI CTBOJIa T'OJIOBHOI'O MO3ra, aJC€HOMBI rnno@ma, CapKOMBI Kanomn,
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SMUEPMOUIHOTO paka, IUIOCKOKJIETOYHOTO paka, T-KJIeTodHoil snumMQpOMBbL, BHIBI paka,
UHIYLIHPOBAaHHBIE OKPYIKAIOLIEH CPeNoil, BKIIIOYas pak, MHAYLUPOBAHHBIN acOecToM, npyrue B-

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

73. Crmoco®6 mo mm. 71 wmm 72, B KOTOPOM pak SBISETCS PELUIUBUPYIOIIAM HIIH
pedpakTepHbIM.

74. Cnocod0 mno mobomy wu3 mm 71-73, B KOTOPOM pak SIBISETCS JIOKAJIBHO-
pacTpoCTpaHEHHbIM.

75.  Cnoco0 no mobomy u3 rm. 71-74, B KOTOPOM pax sIBJISIETCS] PACIIPOCTPAHEHHBIM.

76.  Cnoco0 no moOomy u3 rm. 71-75, B KOTOPOM pax sIBJISETCS] METACTATUYECKHM.

77.  Cnocob no modomy u3 mr. 71-76, B KOTOPOM KJIETKH NOJIYHYAOT OT CyOBEeKTa.

78. Cnoco6 no mobomy u3 mm. 71-77, B KOTOPOM KJIETKH MOJIYy4YarOT OT JOHOPA, OTJIMYHOTO OT
cyObekTa.

79.  Cnocob no mobdomy u3 nin. 71-78, B KOTOPOM CYOBEKT MOABEPTaeTcst MPeIBAPUTEITLHOMY

KOHANIHWOHUPOBAHUIO MEPEA BBEACHHUEM KIIETOK.

80. Criocob mo 1. 79, B KOTOPOM IpenBapUTEIbHOE KOHAUIIMOHUPOBAHUE BKIIFOYAET BBEACHHE

CYyOBEKTY XMMHOTEpAIHH, IIUTOKIHA, OeJIKa, MaJIOW MOJIEKYJIbI HJTH JTFOOOH UX KOMOWHALIMH.

81. Crnioco6 o mm. 79 wu 80, B KOTOPOM MpeABAPUTENIEHOES KOHAULMOHUPOBAHUE BKIIFOYAET

BBEJICHNE CYOBEKTY UHTEPJICHKHHA.

82.  Cnocob mo mobomy u3 nm. 79-81, B KOTOPOM MpEABAPUTENHbHOE KOHAHUIIMOHHUPOBAHUE

Bkitouaer Beeaenue IL-2, IL-4, IL-7, IL-9, IL-15, IL-21 wu 000k uX KOMOUHAIIUH.

83.  Cnocob mo mobomy u3 nm. 79-82, B KOTOPOM MpPEABAPUTENHbHOE KOHAHUIIMOHHUPOBAHUE
BKJIFOYAET BBEJCHHE MPEKOHIMLIMOHUPYIOLIEro CPEACTBA, BBIOPAHHOTO M3 IPYIIIbI, COCTOSILIEH 13
kinodochamuna, puynapaduna, suramuna C, naruouropa AKT, ATRA, panamuuuza wim

JIFO0OH UX KOMOUHALIUY.

84.  Cnocob mo mobomy u3 mm. 79-83, B KOTOPOM MpEaBAPUTENbHOE KOHIUIIMOHUPOBAHUE

BKJIFOUAeT BBeneHue ukiodochamuna, Gaynapadbuna wim 060uX mpemnapaTos.
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85. Crnoco0  KOHCTPYMPOBAHUS  AHTUTEH-HALGNUBAIOMIEH  KIETKH,  BKIIFOYAFOIIUMA
TPAHCOYKIUIO KJIETKH, COOpaHHOW y CyOBeKTa, HYKHAromerocss B T-KJIETOYHOW Teparvy,

MOJIEKYJIOH HYyKJIEMHOBOH KUCIOTHI IO JIE000oMy U3 . 1-31 niam BeKTopoM 1o JirodoMy U3 mir. 32-

36.

86. Crmoco6 mo m 85, B KOTOPOM aHTWUICH-HALEIHMBAIOIIAs KJIETKA JOTOJHHUTENBHO
skcnpeccupyer CD4.
87. Croco® mo mm. 85 mim 86, B KOTOPOM KJeTKa mpexacraBisier coboi T-knmerky wnmm

ecrecTBeHHYIO kKmepHyto (NK) kierky.

88. Monekyna HLA knacca II, oOpasyroomas komruieke ¢ mentuaoMm, rae mojekyna HLA
kiacca Il comepsxur anbda-uens u 6era-nenb; U IPU STOM MENTU COCTOUT U3 AMHHOKHCIOTHON

nocyieIoBaTenbHOCTH, npeacTasieHHo B SEQ ID NO: 13.

89. Monexyna HLA xnacca Il mo . 88, kotopas npencrasisier coboii aytens HLA-DP, HLA-

DQ nmn HLA-DR wnn mo6yro nx KOMOMHALHIO.

90.  Monexyna HLA knacca I mo o 88 mm 89, xoropast npexncrasinsier coboi amnens HLA-
DP.

91. Monekysiaa HLA knacca II mo nm. 85 uu 86, koropast mpencrasisier codoii ameabr HLA-
DQ.

92. Monekysia HLA knacca II mo . 85 unm 86, koropast mpencrasisier codoii amneabr HLA-
DR.

93.  Mounekyna HLA xnacca Il mo mobomy u3 nm. 88-92, npencrapsiroinasi cOO0H MOHOMED.
94.  Monekyna HLA xnacca Il mo mobomy u3 . 88-92, npencrapisiromasi coOou qumep.

95.  Monekyna HLA xnacca Il mo mobomy u3 mm. 88-92, mpencrasisiroinasi coboi Tpumep.
96.  Monekyna HLA xnacca Il mo mobomy u3 mm. 88-92, mpencrasisiromnasi coboi TeTpamep.
97.  Monekyna HLA xnacca Il mo mobomy u3 mm. 88-92, npencrapsiroinasi cOOOH meHTamep.
98. AwnTurennpesentupyromas kietka (APC), Bxmodaromast monekyny HLA kmacca Il mo

nrobomy u3 mim. 88-97.
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99. APC no n. 98, B xoropoii monekyna HLA knacca Il saxcnpeccupyercss Ha OBEPXHOCTH

APC.

100. Cnocob® oOoramieHusi LEIeBOW MOMyJSAUUA T-KJIETOK, IOJYYEHHBIX OT YeJIOBEKa,
BKJTFOUArOIINI npuBeneHne T-kieTok B KOHTAKT ¢ Mojiekysioit HLA xmacca Il mo mroGomy u3 m.
88-97 mnmu APC mo nm. 98 umm 99, mpuueMm mocie NpPUBEAEHHS B KOHTAKT OOOTralleHHas
nonyysinus  T-KJIeTOK CconepKUT OoJplliee KOJNUYECTBO T-KJIETOK, CIIOCOOHBIX CBSI3bIBATH
mosiekysry HLA kmacca II, mo cpaBHeHHIO ¢ KONMHYECTBOM T-KIIETOK, CIIOCOOHBIX CBSI3bIBATH

monekysny HLA knacca Il 1o npuBeneHust B KOHTaKT.

101.  Cnoco0® oboramieHus neiaeBodl mNomyasiuu T-KJIETOK, IOJNy4YeHHBIX OT CyOBeKTa-
YeJI0BeKa, BKIKYAOINN PpUBEAEHUE T-KIETOK /7 Vifro B KOHTAKT C MENTUAOM, IPUYEM NENTUL
COCTOMT M3 AMUHOKHUCJIOTHON NOCIen0BaTeNnbHOCTH, peacrasiaeHHon B SEQ ID NO: 13, npuuem
HOCNie TPUBENEHHs B KOHTAKT oOOOrameHHas mnomyssinus T-kjIeTok comepkur Oounbluee
KOJIU4eCTBO T-KJIETOK, CHOCOOHBIX HALENUBATHCA HA OIMYXOJEBYIO KIETKY, IO CPaBHEHHIO C
KOJIMYECTBOM T-KJIETOK, CHOCOOHBIX HALEMBATHCS HA OIMYXOJIEBYIO KJIETKY O NMPUBENEHUS B

KOHTAaKT.

102.  Cnoco6 mo nm. 100 uim 101, B koTopom T-KJI€TKH, MONYyYEHHBIE OT CyOBEKTa-4eI0BEKa,

SIBJISTFOTCSI MHQUIBTPUPYOMUMHE omyXouib JuMdormramu (TIL).

103.  Cnoco0 nedeHus: OMyXoJu Y HY>KAAIOIIErocsi B 3TOM CYObeKTa, BKIFOYAIOIUIN BBEICHHE

cyOobekTy oborameHHbIX T-kjieTok no jgrbdomy us mm. 100-102.

104.  Cnoco® ycuiieHus: OOCPEAOBAHHOTO LUTOTOKCHYECKHUMHU T-KJIETKaMU HAlleJMBAHUS HA
PaKOBBIE KJIETKH Y CYOBEKTa, CTPATAIOIIEro PaKoM, BKJIFOUAOLIHIA BBEICHHE CYOBEKTY MENTHA,

HUMEIOIIEer0 aMUHOKHUCJIOTHYIO TTOCJIEIOBATENbHOCTD, pencTasieHnyo B SEQ ID NO: 13.

105. IIporuBopakoBas BakLMHA, COAEpXKallas NEeNTHA, WMEKLUNA aMUHOKHCIOTHYIO

MOCJIeI0BATENbHOCTD, NpeacTasieHHyto B SEQ ID NO: 13.

106. Cnoco6 orbopa T-knerok, CHOCOOHBIX HAIEUBATBCS HA OIMYXOJEBYK KIETKY,
BKJIFOYAIOIIIUH MPUBEICHUE TMOMYJISILUN BBIIEIEHHBIX T-KJIETOK /71 Vifro B KOHTAKT C MENTHIIOM,
MPUYEM MENTHA COCTOUT U3 AMHUHOKHCJIOTHOM MOCIEA0BAaTENIbHOCTH, nipeacTasieHHon B SEQ ID

NO: 13.

107.  Cnocob mo . 106, B koTopoMm T-kj1eTKa npeacTaBisieT co00i HHPUIBTPUPYIOIITHE

onyxoib umpounts (TIL).
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