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CIIOCOBbLI MOAYJINPOBAHUA UMMYHHOI'O OTBETA

IlepexpecTHas ccbLika

JlaHHas 3asBKa 3asBJsIET NMPHOPUTET MO NpenBapuTenbHON 3asBke Ha mateHT CIIIA Ne
62/471,832, momannoii 15 mapra 2017 r., u npeasapurenbHOH 3asBke Ha mareHT CIIA Ne
62/521,009, nomanHoi 16 wroHs 2017 r., naHHBIE 3asBKH BKJIIOUEHBbI B JAaHHBIH JOKYMEHT B
TIOJTHOM 00'be€Me MOCPEICTBOM CCBhUIKH.

Bsenenue

AnanTHBHBIA UMMYHHBIH OTBET BKJItOUaeT B3anumoeiicteue perentopa T-kietok (TCR),
NPUCYTCTBYIOLIETO HAa TIOBEPXHOCTH T-KJIETOK, ¢ HEOOJbIIUM MENTHAHBIM AHTHIEHOM,
HEKOBAJICHTHO TPE3CHTHPOBAHHBIM Ha MOBEPXHOCTU aHTUTeHNpeseHTupyromei kietku (APC)
rinaBHBIM KoMmruiekcoM ructocomectumoctd. (I'KI'C; Taxke ymoOMHHAeTCsl y YeloBEeKa Kak
KOMIUIEKC deJioBedeckoro Jiedikouurtapuoro anturena (HLA)). nmanHOoe B3ammoneiicTsue
npeacTaBisieT co00i MEXaHW3M HAleIMBAHUS UMMYHHOH CHCTEMBI U SIBIISIETCS HEOOXOIMMBIM
MOJIEKYJISIPHBIM B3aMMOJEHCTBHEM TSI MOAYJISIIUN T-KJI€TOK (aKTHBALMHU WJIM UHTMOMPOBAHNA)
u 3¢ pexroproii pynkuum. ITocne smuTon-crienudUUecKoro HaleIUBaHUs Ha KIETKHU-MHUIICHH,
T-knerkn aKkTUBHPYIOTCS IOCPEACTBOM  B3aUMOJEHCTBUS  KOCTUMYJIMPYIOLINX — OENKOB,
obHapyxeHHbIX Ha APC, ¢ aHanoramu koctumynnpyromux Oenkos T-kimetok. Oba curnama —
cesazbiBaHue osrnurona ¢ TCR um  B3ammopeiictBue koctumyniupyromux OenkoB APC ¢
KOCTUMYJIUpYOmMHU Oenkamu T-kjeTok — HeoOXOMUMBI ISl yIPaBJIeHHs CIeNU(PUIHOCTBIO U
axtuBanued win nHruOuposanueM T-knerok. TCR cnenmgpuyeH K JaHHOMY 3TIHTOIY; OXHAKO
KOCTUMYJIpYIOIUH Oenok He cneuuuyeH K OIOUTONY M BMECTO 3TOrO  OOBIMHO
SKCIPECCUpyeTcs Ha BcexX T-KieTkax uin B OONbLINX NOArpynnax T-KIeTok.

CyuHocTh H300peTeHus

B HacrositeM packpbITHH MPEICTaBIEHBI CIIOCOOBI MOAYJIMPOBAHUSI IMMYHHOTO OTBETA
y UHAMBHAyyMa. B HacToseM pacKpbITHH NPEACTaBICHbI CrocoObl yiedeHus. Hactosimee
packpeiTHe OOecnednBaeT CrnocoObl, BKJFOYAOLINE BBEACHHE HHIUBUAYYMY MYJBTHMEPHOTO
noyunentiaa (synTac) w  wHruOwropa HWMMYyHHOW KOHTPONBHOW Toukd. Hacrosimee
M300peTeHne OTHOCUTCS K Croco0aM, BKIFOYAKOLINM BBEACHHUE MYJIBTUMEPHOTO MOJUIENTHIA
(synTac) wHAMBHAYyMy, KOTOpPBIH TOABEPraeTcs JIEYEHUIO HHTHOMTOPOM HMMYHHOH
KOHTPOJIbHON TOYKH.

Kpartkoe onucanue rpaguueckux MaTepuaion

Ha ¢ur. 1A-1D cxemartuuecku Hu300pa’k€Hbl Pa3IMYHbIE BAPUAHTHI OCYINECTBIICHHS

MOAYJHPYIOIIEro  T-KaeTo4HOro MyJbTUMEPHOTO nojunentyaa. B 3Tux  BapuaHTtax
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OCYIIECTBIIEHHsI AUCYIbGUAHbIE CBA3HM o0paszyroTes mexnay nonunentunamu [ KI'C (Hanpumep,
HLA), npucyTCTBYIOIIMMHU B OTAEIBHBIX MOJUIIETITHIAX.

Ha ¢ur. 2A-2Q npencraBneHbl aMUHOKUCIIOTHBIE TTOCIEA0BATEIBHOCTH YEJIOBEUYECKOTO
IL-2 pukoro Tuma (¢ur. 2A); U aMHUHOKHUCJIOTHBIE IIOCJENOBATEIBHOCTH BAapUAHTHBIX
nosymnentuaos [L-2 (¢pur. 2B-2Q).

Ha ¢ur. 3A-3C npencraBieHbl aMHHOKHCIIOTHBIE IOCIIENOBATENBHOCTH ajb(a-Lenu
peuenropa IL-2 (¢pur. 3A), 6era-uenu (pur. 3B) u ramma-uenu (¢pur. 3C).

Ha ¢ur. 4A-4C npencraBiieHbl AMHUHOKUCJIOTHBIE TIOCJIEI0BATEIBHOCTH TOJUIIETITH/IOB
Fc ummyHornoOynuHa.

Ha ¢ur. SA-5C npezncraBieHbl aMHHOKUCIIOTHBIE MOCIEA0BATEIBHOCTH TOJIHIIENTHIOB
TSDKEJOW 1enu JiedikouutapHoro antureHa uwejoeka (HLA) wmacca 1. CurnanbHbie
MIOCJIEI0BATENBHOCTH MOAUYEPKHY ThI.

Ha ¢ur. 6 nmpencraBieHO  BBIPABHUBAHHE  MHOJKECTBA  aMHUHOKHCIIOTHBIX
NIOCJIEIOBATENILHOCTEH TPEALIECTBEHHUKOB OeTa-2-MukpornoOynuHa (B2M) (T.e, BKIOUas
JUIEPHYIO TOCIENOBATeNbHOCTh) U3 Homo sapiens (NP_004039.1; SEQ ID NO: 95), Pan
troglodytes (NP_001009066.1; SEQ ID NO : 195), Macaca mulatta (NP_001040602.1; SEQ ID
NO: 96), Bos taurus (NP_776318.1; SEQ ID NO: 97) u Mus musculus (NP_033865.2; SEQ ID
NO: 98). Amunokucnorsl 1-20 npeacTaBiisitoT cOO0H CUTHAIBHBIN METTUH],

Ha ¢ur. 7A-7B npencrasnena Beipabotka IL-2/synTac (Cue-IL-2-a u Cue-IL-2-b) mo
HACTOsIIEMY H300peTeHuI0 mnocie BpeMeHHON TpaHcdexkuun. Ha ¢ur. 7A mnpencrasnen
HEOUHILEHHBIN BBIXOM, Ha Gur. 7B mpeacraBieH OUNINEHHbINH POAYKT.

Ha ¢ur. 8A—8B npexncrasnena Beipadotka IL-2/synTac no HacTosmemMy n3o0peTeHuro, B
KOoTOpo# monunentua IL-2 mpucyTCTBYET B JIETKOM Lenu (MOJUMEeNTUAHAS LEb C JETKOH Hembo
(marmpumep, P2M) monekynbl ['KI'C knacca 1) unu B Tspkenoit nenw (MONMMUMENTHIHAS LENb C
Tspkenol nenbro Mosiekysibl [ KI'C kinacca I).

Ha ¢ur. 9 nokaszan yposenb skcnpeccun IL-2/syn-Tac, B xkortopeix IL-2 oTHOcUTCS K
IUKOMY THITy (Wt) miam comep:kut pasnudaable komOuHaumu F42A, D20K, Q126A, E15A, Y45A
u H16A.

Ha ¢ur. 10 npencraBnena sxcnpeccust IL-2/synTac mo HacTosimeMy pacKpbITHIO, B
kotopoii IL-2 mpucyrctByer B onnoi kormu (1X), nByx xommsax (2X) uin Tpex konwsx (3X) B
synTac.

Ha ¢ur. 11 npencrasnena crumysiuus in vitro anruredcrnenuduueckux CD8™ T-knetok
n Hecnermduaeckux CD8" T-knerok ¢ momompo IL-2/synTac mo HAacTOsImEMy M300PETEHHIO,
rae BapuanTt IL-2, conep:xamuii 3amensl F42A u H16A, npucyrctByet B synTac B 1ByX KONUsX.

Ha ¢ur. 12 mnpencraBneno cessbiBanue IL-2/synTac co cneundpuueckumu (Bupyc
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mum¢ponuraproro xopuomeHnuarura; LCMV) nnmn vecneundunueckumu (OT1; pacmosHaromue
oBabOymun) CD8 * T-kyeTkamu.

Ha ¢ur. 13 npencrasnena IL-2/synTac-omocpenoBaHHyro Tmepenadyy CHUTHAJIOB B
anrurencneudpuieckux (LCMV) wiu vecnienuduueckux (BL6) CD8™ T-kieTkax.

Ha ¢ur. 14A-14F mnpencraBien mnpoueHT (GococurHanibHOro mnpeodpasoBaTens H
aKTUBAaTOpa TPAHCKPUMUUOHHBIX 5 (PSTATS)-MONOKUTENBHBIX KJIETOK TOCHE CTHMYJISLUAN
CD8" anrturencnemupuueckumu (LCMV) wunmu secnemuduueckuxmu (BL6) kneTkamu ¢
nomompto IL-2/synTac mo HacTosimeMy H300pETEHHMIO MPH Pa3IUMYHbIX KOHLEHTpauusx IL-
2/synTac.

Ha ¢ur. 15 mnpencraBiaena axrtuBHOCTb in vivo IL-2/synTac mo Hacrosimemy
m3o0perennto. Ha  5eBoil  maHenW  MOKAa3aHO  KPAaTHOE  W3MEHEHHE  KOJIMYECTBa
anturencnemuduueckux CD8" T-knerok nocse Beenenus pocdarno-conesoro oydepa (OCB),
pexomOunanTHOTO 1L-2 (rIL-2) nmm IL-2/synTac no Hactosmemy n3obperennto. [IpaBas maHens
n300pakaeT aHTUTeHCNENM(PUIECKHEe W HEaAHTUTCHCHEeIH(IUecKue OTBEThI TOCHE BBEACHUS
@CBb, rIL-2 umm IL-2/synTac mo HacTosimeMy H300pEeTeHHUIO.

Ha ¢ur. 16A-16B npencrasnens! 3¢dexrsr yBenuaenus no3el (pur. 16A) u cmocoba
BBeneHus (dur. 16B).

Ha ¢ur. 17A-17B npencrasneHo BiausHUe KonudecTsa komuid 1L-2 Ha 3 eKkTHBHOCTD
1 Vivo TIPOTUB OITyXOJIH.

Ha ¢ur. 18 mnpencrasnen mnepuosn mnonyBeiBereHMs H3 cbiBOpoTku IL-2/synTac 1o
HACTOSIILIEMY M300PETEHHUIO MOcje BHYTpUOpromHHOro BBeneHus IL-2/synTac B konuvectse 10
MI/KT.

Ha ¢ur. 19 npencraBneHa crabunbHocTb IL-2/synTac mo HacTOSAMEMY PACKPBITHIO
crycTs 2 4aca rnocjie BHyTpuOpromuHHoro Beenenus 1L-2/synTac B konuuectBe 10 mr/kr.

Ha ¢ur. 20 mpencraBneHsl JaHHBIE SKCKIIO3MOHHON XpomaTorpaduu mno pasmepy IL-
2/synTac no Hacrosimemy nzoOperenuro nocie BbinepkuBanus [L-2/synTac npu 4 °C wmu 37 °C
B TEYEHUE 5 THEN.

Ha ¢ur. 21 npencraBieHa aMHHOKUCJIOTHASI MOCJIENOBATENIbHOCTh TsikeNon mernu IL-
2/synTac mo HacTosimeMy H300pPETeHUIO ¢ TUASPHBIM MEeNTUAOM, Ie Tspkenas uernb [L-2/synTac
conepxut Fc IgG1 ¢ 3amenoit N297A.

Ha ¢ur. 22 npencraBieHa aMHHOKUCJIOTHASI MOCIENOBATENILHOCTh TsikeNon meru IL-
2/synTac mo HacrosimeMmy H300peTeHHI0 0e3 JHOEepPHOro NenTHaa, rAe Tsokenas nerb 1L-
2/synTac comepxut Fc IgG1 ¢ 3amenoi N297A.

Ha ¢ur. 23A-23B mnpencraBneHa HYKJIEOTHIHAs IOCIENOBATENbHOCTh (pur. 23A),

Konupyromas Tsokenyro nens 1L-2/synTac, n3zoOpaxennyro Ha ¢ur. 21; u xmou (pur. 23B) k



MOCJIEIOBATEIbHOCTH.

Ha ¢ur. 24 npencrasieHa aMHHOKUCJIOTHASI MOCJIENOBATENIbHOCTh Tspkenon mernu IL-
2/synTac ¢ nupepHbIM menTtunoMm, riae Tsokenas uenb IL-2/synTac comepxur Fe IgGl ¢
3ameHamu L.234A u L235A.

Ha ¢ur. 25 mpencraBieHa aMUHOKUCIIOTHAsI MOCJIEAOBATENbHOCTh TsDKeaoH wnernu IL-
2/synTac Oe3 munmepHoro mentupa, rae Tsokenas uenb IL-2/synTac comepxur Fe IgGl c
3ameHamu L234A u L235A.

Ha ¢ur. 26A-26B mnpencraBneHa HYKJICOTHIHAs IOCIENAOBATENbHOCTh ((ur. 26A),
Konupyromas Tsokenyro uensb 1L-2/synTac, n3obpaxennyro Ha ¢ur. 24; u xmou (pur. 26B) k
MOCJIEIOBATEIBHOCTH.

Ha ¢ur. 27 npencraBieHa aMHHOKUCJIOTHAS MOCJIENOBATENILHOCTh TsikeNon meru IL-
2/synTac ¢ nmupepHbIM menTunoMm, rae Tsokemas uenb 1L-2/synTac comepxwur IgGl Fe ¢
3ameHamu L234F, L235E u P331S.

Ha ¢ur. 28 npencrasieHa aMHHOKUCJIOTHASI MOCIENOBATENIbHOCTh TsikeNon mernu IL-
2/synTac Ge3 mupepHOoro mentuna, rae Tsokenas nenb 1L-2/synTac comepxkur Fc IgGl ¢
3ameHamu L234F, L235E u P331S.

Ha ¢ur. 29A-29B mnpencraBneHa HYKJIEOTHIHAs IOCIENOBATENbHOCTE (pur. 29A),
Konupyromas Tsokenyro nens 1L-2/synTac, u3oOpaxennyro Ha ¢ur. 27; u xmou (pur. 29B) k
MOCJIEIOBATEIbHOCTH.

Ha ¢ur. 30 mpencraBieHa aMMHOKHCIIOTHAsl MOCJIEAOBATEbHOCTh Jierkoi mermu IL-
2/synTac ¢ nupepHbIM menTuaoM, rue serkas uenb [L-2/synTac cogepsxut snuron E7 Bupyca
nanuuioMbl yenoeka (BITH).

Ha ¢ur. 31 mpencraBieHa aMHHOKHCIIOTHAs MOCJEAOBATEIbHOCTh Jierkou mermu IL-
2/synTac 6e3 nunepHoro nentuna, rae jerkas uemns [L-2/synTac coneprxur snuron E7 BITY.

Ha ¢ur. 32 npencraBineHa HyKJICOTUAHAS MOCIENOBATEIBHOCTb, KOTUPYIOIIAS JIETKYIO
uenb [L-2/synTac, n3obpaxkennytro Ha ¢ur. 30.

Ha ¢wur. 33A-33D mpencraBneHsl aMHUHOKHCIOTHBIE —IOCHenoBaTelbHOCTH Fc
yenoseyeckoro IgGl mukoro tuma (¢ur. 33A), Fc IgGl ¢ 3amenamu L234F, L235E u P331S
(¢ur. 33B), Fc IgG1 ¢ 3amenoit N297A (¢ur. 33C) u Fc IgG1 ¢ 3amenamu L234A u L235A
(¢pur. 33D).

Ha ¢ur. 34A-34C npencraBieHa aMUHOKHCIIOTHASI TIOCIIEOBATENBHOCTD MOJUNENTHAA
B2-mukpornobynuna (R12C) (¢ur. 34A), sapuant nomunentuga IL-2 (H16A; F42A) (¢ur.
34B), n ueniu I'’KI'C-H knacca [ A0201 (Y84A; A236C) (¢ur. 34C).

Ha ¢ur. 35 npencrasneno cuneprernueckoe nevictsue IL-2/synTac u anturtena k PD1 Ha

yMEHbLIeHHE 00beMa OITyXOJIH.
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Ha ¢ur. 36A-36Illl npencraBneHa aMUHOKHCIIOTHas IociienoBarenbHOCTh 4-1BBL
(¢pur. 36A) u npumeps! BapuanTos nonunentuaos 4-1BBL (¢ur. 36B-36111I).

Ha ¢ur. 37 npencraBneHa aMIHOKHCIIOTHAs IOCIE0BaTEIbHOCTD 4-1BB.

Ha ¢ur. 38A-38B mnpencraBnena cekpeuuss uHrepdepona-ramma (IFN-y) xnerkamu-
MHILICHSIMH, KOHTaKTUPYIOIUMHU ¢ nojunentuaoM synTac B Tedenue 3 nueit (pur. 38A) umm 5
nueti (FIG. 8B) B COOTBETCTBUU C BAPHAHTOM OCYIIECTBJICHHUS] HACTOSLIETO PACKPBITHSI.

Ha ¢ur. 39A-39B mnpexncraBneHa cekpeuus wuHtepneiikuHa-2 (IL-2) kneTkamu-
MUIIEHSIMH, KOHTAaKTUPYIOIIUMU ¢ nojunentuaoM synTac B Teuenue 3 nueit (¢ur. 39A) wim 5
nueli (FIG. 9B) B COOTBETCTBUU C BAPHAHTOM OCYIIECTBIICHHUS] HACTOSLIETO PACKPBITHS.

Ha ¢ur. 40A-40B mnpencraBneHa cekpeuusi wuHTepieiknna-6 (IL-6) xieTkamu-
MUIIEHSIMH, KOHTAaKTUPYIOIUMU ¢ nojunentuaoM synTac B teuenne 3 nueit (¢ur. 40A) wm S
nueti (FIG. 40B) B COOTBETCTBHY € BAPUAHTOM OCYLIECTBICHHS HACTOSIIIErO PACKPBITHSL.

Ha ¢ur. 41A—41B npencrasieHa cekpeuus ¢akropa Hekposa omyxonu-anbdpa (TNFa)
KJIETKAMU-MHIIEHAMH, KOHTAKTHPYIOIUMH ¢ monunentuaoM synTac B tedenue 3 nHeit (¢wur.
41A) wmm 5 gueit (FIG. 41B) B COOTBETCTBMM C BapMaHTOM OCYIIECTBJICHHS HACTOSINETrO
PaCKpBITHSL.

Ha ¢ur. 42A-42B mnpencraBnena cekpeuust uHTepieiikuna-10 (IL-10) xnerxkamu-
MUIIEHSIMH, KOHTAaKTUPYIOIUMU ¢ nojunentuaoM synTac B reuenue 3 nneit (¢ur. 42A) w5
nueit (FIG. 42B) B cOOTBETCTBUU C BAPHAHTOM OCYIIECTBICHHS HACTOSIIIETO PACKPBITHSL.

Ha ¢ur. 43A-43B mnpencrasnena cekpeuust uHrepiedikuna-17A (IL-17A) xnerkamu-
MHILICHSIMH, KOHTaKTUPYOIUMHU ¢ nojunentunoM synTac B Tedenue 3 nueit (pur. 43A) umm 5
nueti (FIG. 43B) B COOTBETCTBHY C BAPUAHTOM OCYLIECTBICHHS HACTOSIILErO PACKPBITHSI.

Ha ¢ur. 44A-44B npencraBneHa cekpeuusi wuHtepieiikuna-4 (IL-4) xieTkamu-
MUIIEHSIMH, KOHTAaKTUPYIOIUMU ¢ nojunentuaoM synTac B Teuenune 3 nueit (dur. 44A) wim 5
nueti (FIG. 44B) B COOTBETCTBHY C BAPUAHTOM OCYLIECTBICHHS HACTOSIIIErO PACKPBITHSL.

Ha ¢ur. 45 mnpencraBneHa mnponudepanuss KICTOK-MULICHEH, KOHTAKTHPYIOLIUX C
nonunentuaoM synTac, B COOTBETCTBUM C BapUAHTOM OCYILECTBJIEHUS HACTOSLIETO
U300peTeHMs.

Ha ¢ur. 46 npencrasieHa KU3HECTIOCOOHOCTb KJIETOK-MHIIEHEH, KOHTAKTUPYIOLIUX C
nosunentuaoM synTac, B COOTBETCTBUM C BapUAHTOM OCYIUECTBJIEHUS HACTOSILIETO
U300peTeHMs.

Ha ¢wur. 47 npencraBineHsl YPOBHH SKCIPECCHH PA3IMYHBIX mosunentuaos synTac,
npoayuupyemsbix B kietkax CHO.

Ha ¢ur. 48 mnpencrasnen s¢dexr in vivo moimunentuna synTac mo Hacrosiuemy

M300pEeTEHNI0 Ha 00BEM OITyXOJIH.
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Ha ¢ur. 49 npencraBneHo BJMSIHHE COBMECTHOTO BBENEHHUS pPA3UYHBIX 103 4-
1BBL/synTac u antutena x PD1 Ha Maccy ONMyxonu M MPOLEHT rpansuMa B™ uauubTpyromux
onyxoib qumdonutos (TIL).

Ha ¢ur. S50A-50B mpencraBneHbl  aMHUHOKHCIIOTHbIE  ITOCIIEAOBATENBHOCTH
nosiunentuaoB PD-L1.

Ha ¢ur. 51 npencraBinena aMHHOKUCIOTHAS TIOCIeA0BaTeIbHOCTD nojunenTraa CD8O.

Ha ¢ur. 52 npencraBieHa aMHUHOKHCIOTHAsS MOCenoBaTebHOCTh nojunentuaa 1COS-

Ha ¢wur. 53 npencrasieHa aMUHOKHCIIOTHAS MOCIe0BaTeIbHOCTD moyunentuaa OX40L.

Ha ¢ur. 54 npencraBjieHa aMUHOKUCIIOTHAS MTOCIE0BATEIbHOCTD nosumentuaa PD-L.2.

Ha ¢ur. 55 npencraBneHa aMUHOKHUCIOTHAS MOC/EAOBaTeIbHOCTh nojunentuna CD86
(B7-2).

Ha ¢ur. 56 mpencraBneHa aMHHOKHCIIOTHAsl MOCJIENOBATENIbHOCTh TonumnenTraa Fas-
murarna (FAS-L).

Ornpenenenus

TepMuUHBI  IONMHYKJIECOTUI» U  «HYKJIEHMHOBAas  KHUCJIOTa», B3aUMO3aMEHSIEMO
ynotpediisieMble B TAHHOM JTOKYMEHTEe, OTHOCSITCSI K MOJIMMEPHOH (hopMe HYKJIEOTHIOB JIFOOOM
JUTUHBI, KaK pUOOHYKJICOTHIOB, TaK U A€30KCUPUOOHYKICOTHAOB. TakiuMm 00pa3oM, 3TOT TEPMUH
BKJIFOYAeT B ce0si, HO He OrPAaHUYHMBAETCS 3TUM, OJHO-, IByX- Wi MHoronenodeunyro JTHK wmm
PHK, renomnuyro JIHK, k/IHK, rudpunst JIHK-PHK unu nonumep, copepramuii mypruHOBbBIE U
NUPUMHIMHOBbIE OCHOBAaHUSI WJIM JAPYTrHe TMPUPOIHBbIC, XHUMUYECKH WM OUOXUMHUYECKU
MOAU(HULMPOBAHHBIE, HEMPUPOAHbIE WJIH AEPUBATU3UPOBAHHBIEC HYKJICOTHIHbIE OCHOBAHMSI.

TepMuHbI «MeNTUA», KHIOJUOEOTUIY U «OEOK» B3aUMO3aMEHSIEMO YIOTPEONSIFOTCS B
JAHHOM JOKYMEHTE M OTHOCSTCS K MOJMMEPHON (popMe aMHUHOKUCIIOT JTIF0OOH IJIMHBI, KOTOpas
MOJKET BKJIOUaTh B Ce0s KOAUpPyeMble U He-KOAUPYEMble aMUHOKHCIIOTHI, XUMHYECKU WJIH
OnoxuMu4Yecku  MOIU(GUUUPOBAHHbIE WU  JE€PUBATH3UPOBAHHBIE  AMUHOKHUCIOTHI U
MOJIUNENTHIBI ¢ MOTU(DUIIMPOBAHHBIMU MENTUAHBIMUA OCTOBAMHU.

[MonuHyKI€0THA WK MOJUNENTH]T 00JIaIaeT ONPENeSIEHHBIM MPOLEHTOM KHUIEHTUIHOCTH
MOCJIEA0OBATENBHOCTHY € APYTUM MOJUHYKJICOTHAOM WIH NOJUNENTUAOM, YTO O3HAYAET, YTO MPHU
BBIPABHUBAHUM 3TOT MPOLIEHT OCHOBAHWUN WJIM AMHHOKHCJOT SIBJISIETCS OAWHAKOBBIM, U OHHU
HaxOAsATCA B OJMHAKOBBIX  OTHOCHUTENBHBIX  MO3ULMUSX  NPU  CPAaBHEHUU  JIBYX
MOCJIeA0OBATENbHOCTEN. HIEHTHYHOCT NOCHEAOBATEIBHOCTEN MOKHO OIpPEAENsATh pPsAIOM
Pa3HbIX crioco0oB. s OonpeaeseHus WIECHTUYHOCTH MOCJIEA0OBATEIbHOCTH,
MOCJICIOBATEIBHOCTH MOTYT OBITh BBIPOBHEHBI C HCIIOJIB30BAHUEM pPA3JIMYHBIX yIOOHBIX

crioco0oB 1 koMmmnbloTepHbIX nporpamm (Hanpumep, BLAST, T-COFFEE, MUSCLE, MAFFT u
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T.A.), AOCTYIHBIX BO BCEMHPHOW MayTHHE Ha caitax, Bkirouas ncbi.nlm.nili.gov/BLAST,
ebi.ac.uk/Tools/msa/tcoffee/, ebi.ac.uk/Tools/msa/muscle/, maftt.cbrc jp/alignment/software/.
Cwm., Hanpumep, Altschul et al. (1990), J. Mol. Biol. 215:403-10.

Tepmun «KOHCEpBaTUBHAs AMHUHOKHUCJIOTHAS 3aMeHa» OTHOCHUTCSI K
B3aMO3aMEHSIEMOCTH B OeJIKaX aMHUHOKHCIIOTHBIX OCTATKOB, HMMEIOIIUX CXOAHBIX OOKOBbIE
nenu. Hampumep, rpynmna aMUHOKHCIIOT, IMEIOIUX aaudaTHdeckue OOKOBbBIE TN, COCTOHT U3
IJIMLUHA, AJaHMHA, BAJMHA, JEHIMHA W M30JIEHLMHA; Tpylna aMHUHOKHUCIOT, HMEFOIINX
anudpaTHyecKue THIPOKCHIbHbIE OOKOBBIE LEMH, COCTOUT W3 CepUHA W TPEOHHHA; TpyIa
AMHHOKHCJIOT, HMEIOLIUX aMHUIOCOAepsKalie OOKOBbIE LENH, COCTOMT M3 aclaparuHa u
IJyTaMHHA, TPYIIa aMUHOKHCIOT, MMEIOLIMX apOMAaTHYECKHe OOKOBBIE LIEMH, COCTOUT H3
(eHnnanaHnHa, THPO3WHA U TpUNTO(aHA, TPYINa AMHHOKUCIIOT, UMEIOIINX OCHOBHBIE OOKOBBIE
LIeTTH, COCTOUT M3 JIN3MHA, APTUHUHA U TUCTUAMHA, TPYIIa aMHHOKHUCIIOT, UMEIOIINX KHCIOTHBIE
OOKOBBIE LIETTH, COCTOMT U3 M acmapTaTa; M IPyIia aMHHOKUCIIOT, HMEIOLINX CepOCoepsKalnue
OOKOBBIE IIETIH, COCTOUT M3 LIUCTEHMHA U METHOHHMHA. THIOBBIMH IPYNIIAMH KOHCEPBATUBHBIX
AMHMHOKHCIIOTHBIX 3aM€H SIBJISTFOTCS: BAJIMH-JIEHIIMH-U30eHINH, (eHUIaTaHUH-TUPO3UH, JIN3HH-
ApTHHUH, aJJAHWH-BAJUH-TJINLIH U aCTIapariH-TIIy TAMHUH.

Hcnone3yeMblil B JTaHHOM JTOKYMEHTE TEPMUH «CBSI3bIBAHUE» (HAIIPUMED, B OTHOIIEHUH
CBSI3bIBAHUS MYJIETUMEPHOTO TOJIMIENTUAA, MOAYJIMpYIoLero T-KiIeTKy, ¢ IMOJUNEeNTHAOM
(mampumep, peuenropoM T-kjerku) ©Ha T-kieTke) OTHOCUTCS K  HEKOBAJIEHTHOMY
B3aUMOZIEHCTBUI0 MeXay HUMH. CBs3bIBAOLINE B3aMMOAEWUCTBUS OOBIYHO XapaKTEPHU3YIOTCS
xoHcTanTol auccommaiumu (Kp) menee 10°M, menee 107M, menee 10°M, menee 10°M, menee
101°M, menee uem 10°1'M, menee uem 1072M, menee uem 107°M, menee uem 10*“M nmu menee
yeM 10°M. «AQOUHHOCTE» OTHOCHMTCA K CHIIE CBSI3bIBAHMSA, MOBbIIEHHas apPUHHOCTD
CBSI3bIBAHUS KOppenupyercs o Oonee Huzkon Kp.

Hcnonp3yeMblli B TaHHOM JAOKYMEHTE€ TEPMUH «HMMMYHOJOTHYECKHI CHHAIC» WIH
«VMMMYHHBIH CHHATC» OOBIMHO OTHOCUTCS K €CTECTBEHHOMY HWHTEpdeiicy Mexay AByMs
B3aUMOJIEHCTBYIOIIMMH HMMYHHBIMH KJIETKAMH aJaNTHBHOIO MMMYHHOTO OTBETA, BKJIIOYAs,
HarpuMmep, uHTepdeiic Mexay aHTureHnpeseHtupyromein kierkoi (APC) wim  kieTkoii-
MHUIIEHBIO W 3(PQPEKTOPHON KJIEeTKOH, Hampumep sumdouuToM, 3pdexkropHoit T-kieTKoM.
€CTEeCTBEHHOH KIIETKOW-KIJIJIEpOM U ToMy nonoOHoe. UMmyHonornueckuii cunanc mexxay APC
u  T-xkneTkoil OOBIYHO HWHHUIMUPYETCS  B3aUMOJeHcTBHEM  T-KJIETOYHOrO  perenropa
pacrio3HaBaHUSl AHTHI'€HA W MOJIEKYJ TJIABHOIO KOMIUIEKCA TMCTOCOBMECTUMOCTH, HAIPUMED,
kak onucaHo B Bromley et al., Annu Rev Immunol. 2001;19:375-96; conep>xaHne KOTOPOH B
MOJTHOM 00beMe BKJIFOUEHO B TAHHBIN TOKYMEHT ITOCPEACTBOM CCHUIKH.

«T-xnerka» BKJIHOYAET BCE TUIIBI UMMYHHBIX KJIETOK, 3Kkcrpeccupyromux CD3, Bkirovas
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T-xennepubie kietku (CD4 * knerku), uurorokcuueckue T-kietku (CD8 * knerkwm), T-
perymsropuble kinetku (Treg) u NK-T knerku.

«Koctumymupyromuii  nmojmunentun» (TakXKe HA3bIBAEMbI B JAHHOM JJOKYMEHTE
«MMMYHOMOJIY JIUPYIOLIUM TOJUIIENTHOMY») B Ka4eCTBE HCIONb3YEMOrO B JAHHOM JOKYMEHTE
TePMHHA BKJIOYAaeT NOJUNENTHI Ha aHTureHnpeseHtupyrowei kietrke (APC) (mampumep,
IOEHAPUTHOW KjeTke, B-kieTke M T.M.), KOTOpHIH crenuuyecku CBS3bIBAET PACIIO3HAHHBIM
KOCTUMYJIUPYIOLIMHA ~ HOonumentun  (Takke  HasblBAeMbIH  37€Chb  «PACIO3HAHHBIM
UMMYHOMOJYJIUPYIOIIUM TMOJUNENTUAOM») Ha T-kieTke, oOecriedynBas TeM CaMbIM CHTHAJI,
KOTOPBI, B IOMOJIHEHHE K MEPBUYHOMY CHTHANTY, 00ECIIeYnBAEMOMY, HAIIPUMED, CBSI3bIBAHUEM
kommuiekca TCR/CD3 ¢ monunentuaoM ocHOBHOTO komiuiekca rucrocoBmectumoctu (I'KI'C),
3arpy>kKe€HHbIM TENTHUIOM, ONOCPEAYIOLUIMM OTBeT T-KJIeTOK, BKJIOYas, HO HE OTrPaHUYUBAsICh
UMH, Tposudepanunio, akTuBauui, 1uddepeHIupoBKy u ToMy nogpodroe. Kocrumynupyromuit
JIMTaHI MOXET BKJIFOUaTh, HO He orpaHnuuBaercsa umu, CD7, B7-1 (CD80), B7-2 (CD86), PD-
L1, PD-L2, 4-1BBL, OX40L, nuraun Fas (FasL), uanyuuOenbHbIi KOCTHMY THPYFOIIHHA JIUTaH]T
(ICOS-L), monexyna mexkiaerounoi aaresun (ICAM), CD30L, CD40, CD70, CD83, HLA-G,
MICA, MICB, HVEM, 6era-peuentop numdorokcuna, 3/TR6, ILT3, ILT4, HVEM, aronuct
WIN aHTHUTEJO, KOTOPOE€ CBS3BIBAET TOJUI-MOAOOHBIM pELenTop C JIMIaHgoM, KOTOPBIA
cneundudecku cps3biBaeTcs ¢ B7-H3. Koctumynmpyroummii Turana Takke BKIIOYAET, Cpeau
NPOYEro, aHTUTENO, KOTOpOe CHEelM(UUECKH CBS3bIBAETCS C KOCTUMYJHUPYIOINEH MOJIEKYJIOH,
npucytcTByroueil B T-kieTke, Takoil kak, HO He orpaHunumBasick umu, CD27, CD28, 4-1BB,
0X40, CD30, CD40, PD-1, ICOS, anrturen-1, cszanubiii ¢ pynkuueit mumdonutos (LFA-1),
CD2, LIGHT, NKG2C, B7-H3 u nurang, koTopbiii crieruduuecku cpsizbiBaercsi ¢ CD83.

«Monynupyromuii  fomen» («MODy») wmonynupyromero T-KI€TKH MyJIBTUMEPHOTO
MOJIUIENTHAA BKJIIOYAeT KOCTUMYJIMPYIOIINI noaunenTtus, HanpuMmep nonunentun IL-2, takon
Kak BapuaHT nojaunentuaa IL-2.

B koHTekcTe MAHHOrO MAOKYMEHTa «IreTepOJIOTWYHBINY» O3HA4YaeT HYKJIEOTHUI WU
NOJIMIENTH, KOTOpble HENb3s OOHAPYKUTh B MPUPOAHONH HYKJIEHHOBOW KHCIOTE WIH
NPUPOIHOM OeJiKe, COOTBETCTBEHHO.

B KOHTEKCTe [AHHOTO JOKYMEHTAa TEPMHH «PEKOMOWHAHTHBIM» O3HAYAeT, YTO
KOoHKpeTHast HykienmHoBass kucinora (JAHK wnm PHK) sBisercss mpoaykToM passUYHBIX
KOMOWHALMK 3TaroB KJIOHUPOBAHUS, PECTPHUKIUH, MoyuMepasHoi uenHou peakiun (ITL[P)
WWIN JUTHPOBAHMS, NPUBOIAIIMX K IIOJNYYEHHIO KOHCTPYKIMH, HMMEIOLIEH CTPYKTYPHYIO
KOZUPYIOIYK MM HEKOAMPYIOIIYH IOCIENOBATENbHOCTb, OTJIWYHYIO OT 3HAOTEHHbIX
HYKJIEMHOBBIX ~ KHCJIOT, KOTOpble MOXXHO OOHapyWTb B MPHPOAHBIX CHCTEMAX.

INocnenoBarensrocTn JIHK, koaupyroline MOJUNEeNnTUAbI, MOKHO coOupaTh u3 (pparmMeHTOB
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k/IHK wmn w3 psga CHHTETHYECKHX OJIMTOHYKJIEOTHUIOB, YTOOBI TOJYYUTh CHHTETHYECKYIO
HYKJIEMHOBYIO ~ KHCJIOTY, KOTOpass MOXET OSKCIIPECCUPOBATbCS M3  PEKOMOMHAHTHOMN
TPAHCKPHUILIMOHHOM  €QMHHWIBL,  cojepikameiics B  KJIeTKe WIM B  OECKJIETOYHOU
TPAHCKPHUILIMOHHON U TPAHCISLUOHHON CHCTEME.

TepMuHBl «PEKOMOMHAHTHBIM BEKTOp OJKCIpeccuw» MM «kKoHcTpykuumst JTHK»
UCTIONIB3YIOTCST 37IeCh B3auMoO3aMeHsieMo it oOo3Hauenusi mousiekynbl JIHK, conmepskarueit
BEKTOP U OJIHY BCTaBKYy. PEKOMOMHAHTHBIE BEKTOPBI SKCIIPECCHU OOBIYHO T€HEPUPYIOT C LIEJIBIO
SKCIPECCUN W/WIM PA3MHOKEHHs BCTaBKM (BCTABOK) MJIM JUIsI KOHCTPYUPOBAHHS APYTUX
PEKOMOMHAHTHBIX HYKJICOTHIHBIX MOCIENOBATENbHOCTEH. BCTaBKH MOTYT OBITH MM MOTYT HE
ObITh (DYHKIIMOHAJIBHO CBSI3aHBI C MPOMOTOPHOW MOCJIENOBATEIBHOCTBIO U MOTYT OBITH HIIH
MOTYT HE ObITh (DYHKIIHOHAJIBHO CBSI3aHBI C PEryJISTOPHBIMU TocienosaTenbHocTsIMU JJTHK.

TepMuHBI «aHTUTENA» W «UMMYHODJIOOYJWH» BKIIOYAIOT B ceOs aHTUTENA WK
UMMYHOTJIOOYJIUHBl ~ JTIOOOTO  HM30THMA,  (PparMeHTBl  AHTHTEN, KOTOPbIE  COXPAHSIOT
cnennprIecKoe CBA3BIBAHME C AaHTUT'CHOM, BKJFOYasi, TOMUMO mpouero, Fab-, Fv-, scFv- u Fd-
(bparMeHThl, XUMEpHbIE AHTHTENA, I'yMAHU3HPOBAHHBIC AHTUTENA, OJHOLETIOYEYHBIE AHTUTENA
(scAb), omHomomennbie antutena (dAb), ongHOOOMEHHBIE aHTUTENAa TSDKENIOW LM,
OJHOZOMEHHbIE AHTHTENA JIETKOW LienH, Oucnennuieckre aHTUTeNa, MYJbTUCTIeHU(pUIECKHe
aHTUTENA ¥ THOpUAHbIE OENKH, COepIKallie aHTUTEHCBA3bIBAIOIIYIO (B HACTOALIEM HOKYMEHTE
TaK)K€ Ha3bIBAETCS CBSI3bIBAHME AHTUI€HA) 4YaCcThb aHTUTeNa M OenKka, He NPUHAJJIEKAINEro K
antuteny. Kpome Toro, stor Tepmun oxsateiBaeT Fab’-, Fv-, F(ab’):- u npyrue ¢parments
AHTUTEJ, KOTOPBIE COXPAHSAIOT CHeNU(pUUECKOe CBA3bIBAHUE C AHTHICHOM, a TakKXke
MOHOKJIOHAJIbHbIE aHTUTeNa. B KOHTEKCTe HACTOSAIIEro JOKyMEHTa MOHOKJIOHAJIBHOE aHTHUTENO
— 3TO aHTHTEJO, BhIpadaThIBAEMOE TPYINON UIEHTUYHBIX KJIETOK, KOTOpPbIE BHIPAOATHIBAIOTCS B
OHOM KJIETKE MyTe€M MHOTOKPATHOM KJIETOUHOW periMkauuu. J{pyrumMu ClioBamu, KJIOH KJIETOK
BbIpaOaThIBAET TOJBKO OMH BUJI aHTUTEN. B TO Bpemsi Kak MOHOKJIOHAJbHOE AHTHTEJIO MOXKHO
NOJYYUTh C TOMOINBI0 TEXHOJIOTUU TOJNYYEHUS THOPHIOMBI, TAaKXKe MOTYT NPUMEHSTHCS MU
ApyTrHUe CriocoObl MOTyUeHHs], U3BECTHBIE CTIELIMAIMCTAM B JAHHOW 00pacTh TEXHUKH (Hanpumep,
aHTHTENA, TOJyuYeHHble n3 OuOIMoTek (haroBOro MUCIUIeS AHTUTEN). AHTUTENO MOXET OBbITh
OJHOBAJICHTHBIM WJIM JABYXBAJEHTHBIM. AHTHTEJIO MOXET TMPENCTaBIATE COOOH MOHOMEp
uMmyHorstoOynuHa (Ig), koTopslit sBisteTcs «Y-00pa3HOi» MOJEKYJIOH, COCTOSIIEH U3 YEThIPEX
NOJMIENTHAHBIX IeTel: ABYX TOKENbIX Lened M JBYX JIETKUX Lemnei, COeTUHEHHbIX
IUCY Nb(OUAHBIMH CBSA3SIMH.

B KkOHTekcTe HACTOALIET0 MAOKYMEHTAa TEPMHH «TYMaHU3UPOBAHHOE AHTHTEIO»
OTHOCHUTCSI K aHTHTEJy, COAep KaIeMy 4acTH aHTHTEN Pa3IMYHOrO MPOUCXOXKACHHS, IPUYEM TI0

MEHbIIeH MEpPE OAHA YaCTb COACPIKUT AaMHUHOKHUCJIOTHBIC TOCJICAOBATCIIbHOCTH YCJIOBEYCCKOIO
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npoucxoxkaeHus. Hampumep, TIyMaHU3MPOBAaHHOE AaHTUTENIO MOXKET COAepXkaTb YacTy,
NOJy4YeHHbIE OT MMMYHOIJIOOYJIMHA HEYEJIOBEUECKOro NPOHCXOXKAEHUs ¢ Tpedyemoit
cneun(pUIHOCTBIO, HANpuUMep, OT MBbIIK, W TOJY4YeHHbIE OT MOCJIENOBATEIbHOCTEN
UMMYHOTJIOOYJIMHA Y€JIOBEUECKOr0 IMPOUCXOXKIEHHS (HAIpUMep, XMMEPHbIH UMMy HOTJIOOYJIHH),
XUMHUYECKH COEJUHEHHblE BMECTE€ C IIOMOINBI0 TPAAMLMOHHBIX METOIUK (HarpHuMep,
CHUHTETHUYECKUM IyTEM) UJIH MOJIyYEHHbIE B BUAE CMEXXHOIO TMOJUIENTH/A C TIOMOLIBIO METOIOB
reHeTudeckoi nrkeHepun (Hanpumep, JTHK, kogupyromnyro yactu Oeka XMMEpHOTO aHTHTENa,
MOTYT 3KCIPECCUPOBATH JJISI MOJyUYEHHUsT CMEKHOU MOJUIENTUIHON 1ernu). JIpyruM npumMepom
Ir'yMaHU3UPOBAHHOIO aHTUTENA SIBJIIETCS aHTUTENO, COAEpiKallee OAHY WJIM HECKOJIbKO Iiereil
aHTHUTENa, KOTOpbIE COAEp)KaT IMOJIyYeHHYI0 M3 aHTHUTeNa HEYEJIOBEYECKOTO MPOUCXOKACHMUS
CDR u mOJy4eHHYHO M3 JIETKOH W/WIM TSDKEJIOW LEeNH YeJIOBEYECKOro MPOHCXOXKACHUS
KapkacHyro obnacte (Hanpumep, CDR-npuBuThIe aHTHUTENA ¢ KAPKACHBIMA M3MEHEHUSIMH WU
6e3 Hux). Xumepnoie win CDR-npuBUTBEIE OAHOLIETIOUEYHBIE AHTHTENA TAKXKE OXBATBHIBAIOTCS
TEPMHUHOM «TYMaHHU3UPOBaHHBI MMMyHOroOyanE». Cwm., Hanpumep, Cabilly ¢ coaBt., maTeHT
CIIA Ne 4,816,567, Cabilly ¢ coasr., eBponeiickuii mateHT Ne 0,125,023 B1; Boss ¢ coasrt.,
narent CIIIA Ne 4,816,397, Boss ¢ coaBr., eBpornerickuii mateHT Ne 0,120,694 B1; Neuberger,
M. S. ¢ coast., WO 86/01533; Neuberger, M. S. ¢ coasr., eBpomneiickuii mateHT Ne 0,194,276 B1;
Winter, marent CIIIA Ne 5,225,539; Winter, eBponeiickuii marent Ne 0,239,400 B1; Padlan, E.
A. ¢ coaBr., 3asBka Ha eBponeiickuii mareHT Ne 0,519,596 Al. Cm. Takxke Ladner ¢ coasr.,
nateHT CIIIA Ne 4,946,778; Huston, matentr CIITA Ne 5,476,786 u Bird, R. E. ¢ coaBt., Science,
242: 423-426 (1988)) kacaTesIbHO OAHOLIENIOYEYHBIX AHTUTEIL.

Hanmpumep, ryMaHH3HpPOBaHHbIE AaHTUTENa MOTYT OBbITh MOJNYYEHbl C ITOMOLIBIO
CHUHTETHYECKUX W/WJIM PEKOMOMHAHTHBIX HYKJIEMHOBBIX KHCJIOT JJIsl TOJIyYEHHs] TE€HOB
(mampumep, JHK), komumpyrommx kejaeMyr T'yMaHH3UPOBaHHYIO Ienb. Hampumep,
NIOCJIEZIOBATEIbHOCTH  HyKJIeMHOBOH kucnothl (Hampumep, JIHK), opueHTHpOBaHHBIE Ha
I'yYMaHU3HPOBAHHbBIE BapUaOebHbIE YYACTKH, MOTYT OBITh CKOHCTPYHPOBAHBI C HCIIOJIB30BAHUEM
CrocO0OB  OCYLIECTBICHHs MyTareHesa ¢ nomompero [IP ¢ wmens0  W3MEHEHHs
nocnenosarenpHocTel JIHK, xoaupyromux YenoBE€YECKYyH) WIM TYMaHU3MPOBAHHYH) LEIb,
Harpumep, JJHK-marpuny npensapuTeslbHO I'yMaHU3UPOBAHHOTO BapHaOENbHOTO ydacTKa (CM.
Kamman, M., ¢ coasr., Nucl. Acids Res., 17: 5404 (1989)); Sato, K., ¢ coasr., Cancer Research,
53: 851-856 (1993); Daugherty, B. L. ¢ coast., Nucleic Acids Res., 19(9): 2471-2476 (1991); u
Lewis, A. P. uJ. S. Crowe, Gene, 101: 297-302 (1991)). bnarogapsi HCTIOJIB30BAHUIO 3TUX WU
APYTUX TOAXOSIIUX CIIOCOOOB TaK)K€ MOTYT OBITh JIETKO IOJIydeHbl BapHaHThL. Hampuwmep,
KJIOHUPOBAHHbIE BapHaOeIbHbIE YUACTKH MOTYT IOJIBEPraThCsl MyTareHe3y U MOTYT BbIOUPATHCS

NOCJIEZIOBATENBHOCTH, KOAUPYIOIINE BAPUAHTHI, C JKeJaeMON Crelu(pUIHOCTBIO (Harpumep, u3
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¢arosoit bubnnoreku; cm. Krebber ¢ coast., matent CIIA Ne 5,514,548; Hoogenboom ¢ coasT.,
WO 93/06213, ony6nukosannsbiii 1 anpesst 1993)).

«®parMeHThl aHTUTEN» MPECTABISAIOT COOOH YacTh MHTAKTHOTO AHTHTENA, HAIPHUMEDP,
AHTUT€HCBSA3BIBAIOIIYIO O00JacTh WM BapuaOeNbHbIH Yy4YaCTOK MHTAKTHOrO asrtutena. K
npumepaMm (¢parMeHToB aHTuTen otHocsTcs Fab-, Fab'-, F(ab'):- u Fv-dparmentsr; nuatena,
JuHeliHble aHTHTena (Zapata ¢ coasT., Protein Eng. 8(10): 1057-1062 (1995)), nomeHHbie
anturena (dAb; Holt ¢ coasr. (2003) Trends Biotechnol. 21:484); MonexyJjibl OTHOLEMOUYEYHBIX
aHTUTENl W MYyJIbTUCTICUU(pUYECKHE aHTUTeNa, oOpa3oBaHHbe M3 ()parMeHTOB aHTHTEN. B
pesynbTaTe  pacIICIUICHWS] ~ aHTHTEN  MalauHOM  MOJYyYalT  JBA  WACHTHUYHBIX
AHTUTEHCBS3BIBAIOIINX (parMeHTa, KOTOopble HasbBatoTca «Fab-(parmeHramm», Kaxablili w3
KOTOPbIX HWMEET OJWH aHTHIEHCBS3BIBAOIINI CcalT, M ocrarouHbiii «Fc-pparmenry —
o0O3HaUeHHe, OTpakarllee CIOCOOHOCTh JIETKO KpucTauim3oBaThes. OOpaboTka merncuHoM
naet F(ab'):-pparMeHT, KOTOpBI UMEET IBa AHTUTEHCBSI3bIBAOIINX AKTUBHBIX [IEHTPA U BCE eIIe
CTIIOCOOEH K MOMEePEYHOMY CBSI3BIBAHHUIO C AaHTHTCHOM.

«Fv» — 5T0 MUHHManbHBII (parMeHT aHTHTENA, KOTOPBIH COAEPIKHUT TOJHBIA CaiT
pacrio3HaBaHUsl AHTHICHA W AHTUICHCBA3BIBAIOLIMH calT. JTa 00NAaCTh COCTOMT M3 auUMepa
OJHOTO BapuabeTpbHOro JOMEHA TSKEION LIeTH U OJHOTO BapuabesbHOro JOMEHa JIETKOH LIenH B
IUIOTHOM HEKOBaJIEHTHOH acconnanuu. iMeHHO B yka3zaHHOH koH(purypamuu tpu CDR kaxxnoro
BapuabeIbHOrO IOMEHA B3aUMOJIEHCTBYIOT AJIsl TOTO, YTOOBI ONPENENUTh AHTUT €HCBSA3BIBAIOIINI
caiiT Ha mnoBepxHOCTH auMepa VH-VL. B coBokynmnoctu mects CDR mnpuparor aHTuTeNy
AHTUTEHCBS3BIBAOLIYIO criennpuaHocTh. OOHAKO Aake OAMH BapuaOeNbHbIH TOMEH (MiH
nonosuHa Fv, comepkamas toiapko Tpu CDR, cnenugpuuHbIX 1O OTHOIIEHHIO K AHTHICHY)
obnagaer CrnoOCOOHOCTBIO PACcIO3HABATH W CBS3BIBATH AHTUIECH, XOTS M NpH Oojee HU3KOH
ap(PUHHOCTH, YeM BECh CAUT CBSI3bIBAHUSI.

«Fab-pparmeHnT» TaKke CONEPKUT KOHCTAHTHBI JIOMEH JIETKOW LEeNmH W TepBbIH
koHcTaHTHbIN noMeH (CHi) Tsokenoit uenu. Fab-dpparmentst omimnmuarotest ot Fab’-¢parmenros
nobaBneHNEM HECKOJIbKUX OCTATKOB Ha KapOOKCHIIbHOM KoHIe nomeHa CHi Tspkenoit menu, B
TOM YHCIIe OJHOTO WM OoJjiee HUCTEHMHOB W3 ILIAPHUPHOW oOjacTu aHTHTENa. B HacTosmem
nokymente Fab’-SH sBisiercss obo3nauenunem s Fab’-gparmeHnTta, B KOTOPOM LIUCTEHHOBBIE
OCTaTKH KOHCTAHTHBIX JOMEHOB HECYT CBOOOIHYIO THONbHYIO rpymmy. F(ab’)-¢parmenTs
aHTWTENa TIEPBOHAYAJBHO TOJy4Yanud B Buae mnap Fab’-¢pparMeHTOB, KOTOpbIE HMEIOT
IIAPHUPHbIE LUCTEMHbl MEXIy HUMH. 3BEeCTHBI Takke M JApPYyrue CrnocoObl XHUMHUYECKOTO
CBSI3bIBaHUS (PPArMEHTOB AHTHUTEI.

«Jlerkne nenu» anTuTeNn (MMMYHOTJIOOYJIMHOB) OT JIFOOBIX BHUAOB IO3BOHOYHBIX MOTYT

OBITb OTHECEHBI K OAHOMY U3 IBYX YCTKO pPa3/IMYUMbIX THIIOB, HA3bIBACMbIX Kalllla U J'[HM6):[a, Ha
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OCHOBE aMHUHOKHUCJIOTHBIX MOCJIEA0BATEIbHOCTEN NX KOHCTAHTHBIX IOMEHOB. B 3aBucumocTtu ot
AMUHOKHCJIOTHOH  IOCJIEAOBATEIbHOCTH KOHCTAHTHOIO JIOMEHa HUX TSDKEJbIX  Lemnei
UMMYHOTJIOOYJIMHBI MOTYT OBITh ONpeAeNieHbl B pa3Hble kiacchl. CyIeCTBYeT MSThb OCHOBHBIX
kiaccoB uMMyHornoOynuHoB: IgA, IgD, IgE, IgG u IgM u Hekoropble W3 HUX MOTYT OBITH
JOTOJIHUTENBHO pa3/ieieHbl Ha MoAKIaccel (u3otunsl), Hanpumep, 1gG1, 1gG2, 1gG3, IgG4, IgA
u IgA2. Ilogkmaccsl MOTYT OBITH JOIOJHUTENBHO pasfesieHbl Ha THIbl, Harmpumep, 1gG2a u
IgG2b.

«Onuonenoveunbie Fv», wmu «sFv», umu «scFv» (parmMeHTbl aHTUTENa COAEpIKaT
nOMeHbl VH U VL aHTUTENa, MPUYEeM 3TU JOMEHBI HAXOAATCS B OJHOW MOJMUIENTUIHON Lenu. B
HEKOTOPBIX  BapuUaHTax ocyllecTBieHUs Fv-monmumenTusn  AOMOJHUTENBHO  COAEPIKUT
MOJIUTNIENITUIHBIA JIMHKEP MEKIY MOMeHaMu VH U VL, Jaromuii BO3MOKHOCTh SFv 00pa3oBbiBaTh
TpeOyemMyro CTPYKTypy st cBsi3biBaHus aHtureHa. O03op mo sFv cm. y Pluckthun in The
Pharmacology of Monoclonal Antibodies, vol. 113, Rosenburg and Moore eds., Springer-Verlag,
New York, pp. 269-315 (1994).

Tepmur «amarena» OTHOCUTCS K HEOONbIIUM (parMeHTaM aHTHTENa C JABYMS
AHTUTCHCBS3BIBAIOIIMMHI CaiiTaMu, (PparMeHTBl KOTOPBIX COIEpPXKAT BapHaOENbHBIH IOMEH
Tsokenon tenw (VH), COeTUHEHHBIH ¢ BapuaberbHbIM JOMEHOM Jierkoi 1ernu (VL) B OTHOH U TOM
e nonunenTtuaHoi nernu (Vu-Vi). BenencteBue ncnonp3oBaHus JTMHKEPA, KOTOPBIA SBISIETCS
CJIUIIKOM KOPOTKHM, YTOOBI MO3BOJUTH OOBbEIUHEHNE NBYX OMEHOB B OJHOHN LIEIMH, AOMEHbI
BBIHY>KIEHbI OOBEAMHATHCS C KOMIUIEMEHTAPHBIMHM JOMEHAMM APYToW LENH W CO3[aBaTh IBa
AHTUTEHCBS3BIBAIOIINX caiTa. JluaTena Oojiee mOAPOOHO ONMHUCAHBI, HAIIPUMEP, B €BPOMEHCKOM
natenre 404,097, WO 93/11161 u y Hollinger ¢ coat. (1993) Proc. Natl. Acad. Sci. USA
90:6444-6448.

B koHTEkcTe HacTOSALIEro AOKyMEHTa TePMHH «a((UHHOCTBY» OTHOCHUTCS K KOHCTAHTE
paBHOBECHs IJis1 OOPATUMOTO CBSI3BIBAHUS ABYX areHTOB (HampuUMep, aHTHTEJIAa M aHTUTCHA) U
BeIpakaeTcs B Buae KoHcTaHThl nuccormannu (Kp). AddurHOCTE MOXKET OBITH MO MEHBIIEH
mepe B 1 pa3 Ooublne, Mo MeHbIIEH Mepe B 2 pasza Ooublie, MO MEHbIIEH Mepe B 3 pasa Ooublie,
no MeHbIned Mepe B 4 pasza OoJibllie, MO MeHbIIEH Mepe B 5 pa3 OoJibine, Mo MEHbIIeH Mepe B 6
pa3 Oousblie, MO MeHbIIEH Mepe B 7 pa3 Oosbine, 1o MeHbInel Mmepe B 8 pas OoJjblue, 1o
MeHbLIeH Mepe B 9 pa3 Oounblue, o MeHblIei Mepe B 10 pa3 Oombiue, mo MmeHbiuei Mepe B 20 pas
Oosnblre, mo MeHbluel Mepe B 30 pa3 Oosbiue, o MeHblIel Mepe B 40 pa3 Oonblue, MO MeHbIIEH
mepe B 50 pa3 Oonblue, o MeHblIel Mepe B 60 pa3 Oomnblue, 1o MeHblIel mepe B 70 pa3 Oomnblie,
no MeHbIel mepe B 80 pa3 Oosbiie, Mo MeHblIei Mepe B 90 pa3 OoJbine, MO MeHbIIEH Mepe B
100 pa3 Gonpiie wiu o meHbimed mepe B 1000 pas wnmm Oonee Ooinbiie, yem adPUHHOCTD

AHTUTECJIa K HCCBA3AHHBIM aMHUHOKHCJIOTHBIM ITOCJICHOBATCIBbHOCTAM. A(l)(l)I/IHHOCTb AHTUTECJIa K
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OeJNKy-MHUIIEHN MOXET, HAlPUMep, COCTAaBJIATh OT npuMepHo 100 HaHOMONB (HM) 10 MpUMEpHO
0,1 HM, ot mpumepro 100 EM no npumepHo 1 nmukomons (MM) unu ot npumepro 100 HEM no
npumepHo 1 ¢demromons (pM) mnu Oonee. B KOHTEKCTE HACTOSIIErO AOKYMEHTAa TEPMUH
«aBUIHOCTB» OTHOCHUTCS K YCTOHYMBOCTH KOMIUJIEKCA W3 JABYX WM OoOjee areHToB K
JAMCCOLMALIUY TIOCTIe pa3BefeHus. B HacTosIeM TOKyMEHTe TEpMUHBI K MMMYHOPEAaKTUBHBINY U
«TIPEIOYTUTENbHO CBSI3bIBAETCS» UCIOJB3YIOTCA B3aMMO3aMEHSEMO II0 OTHOIIEHHIO K
AHTUTEJAM W/ UM AHTUTEHCBS3BIBAIOIINM (PparMEeHTaM.

TepMHUH «CBSI3bIBAHHE» OTHOCHUTCSI K HETOCPEACTBEHHOW aCCOLMALMU JIBYX MOJIEKYJI
BCJIEAICTBHE, HANPUMEP, KOBAJEHTHOTO, 3JIEKTPOCTATHUYECKOrOo, TUAPOGOOHOrO M HOHHOrO
B3aUMOJEHCTBUS W/HIN B3aMMOJACWUCTBHUS C BOJOPOAHBIMHU CBSI3SIMH, BKJIIOUAs TAaKHE BUIBI
B3aUMOJIEHCTBHUS, KaK COJISIHbIE M BOJHBIE MOCTHUKH. TepMHH «Creru(UIecKoe CBS3BbIBAHHE)
OTHOCHUTCS K CBAI3bIBAHUIO ¢ aPUHHOCTBIO MO MeHbiuel Mepe 107 M unu Gosee, Hampumep, 5 X
107 M, 10® M, 5 x 10® M u Gonee. TepmMun «HecnenUUIECKOe CBA3bIBAHUE» OTHOCHTCS K
CBA3bIBAHMIO ¢ ap(QMHHOCTBIO MeHbIne yeM npumepHo 107 M, Hanmpumep, K CBS3BIBAHHIO C
apdunnocTbio 10° M, 10°M, 10*M u .1,

B kontekcre Hactosimero pokymeHta TepmMuH «CDR» wunmm  «omnpepensroiias
KOMITJIEMEHTapHOCTh  00JacTb» npeaHasHadeH 1 00O3HAYeHUst HECMEXHBIX
AHTUT€HCBSA3BIBAIOIINX AKTUBHBIX LEHTPOB, KOTOPblE HAXOIATCA BHYTPU BapuabeIbHOro
y4JacTKa MOJIMIENTHIOB KaK TsKeNoH, Tak u jerkoi neneil. CDR Opun onmcans Kabat et al., J.
Biol. Chem. 252:6609-6616 (1977); Kabat et al., U.S. Dept. of Health and Human Services,
“Sequences of proteins of immunological interest” (1991) (Tak)ke yNOMHHAETCS B HACTOSILEM
nokymente kak Kabat 1991); by Chothia ¢ coasrt., J. Mol. Biol. 196:901-917 (1987) (taxxe
ynomuHaercsi B HacrosimeMm nokymente kak Chothia 1987) u MacCallum et al., J. Mol. Biol.
262:732-745 (1996), rne omnpeneneHHus BKJIIOUYAIOT B CeOsl MEpEeKpbIBAHUE WM TOATPYIIIBI
AMHHOKHUCJIOTHBIX OCTAaTKOB TMpPHU CPaBHEHUU IPYr C JApPyroM. TeM He MeHee, NMpPUMEHEHHE
moboro u3 ompeneneHuit anst oboznaueHus: CDR aHTUTENa, MM MPUBHUTHIX AHTUTEN, WIH HX
BApUAHTOB OXBATBIBAIOTCS B IMpefenax o0beMa YKa3aHHOrO TEPMHHA B COOTBETCTBHH C
00O3HaYeHHEM W HCIOJB30BAHUEM B HACTOSLIEM JOKYMEHTE. AMHHOKHCIOTHBIE OCTATKH,
kotopble oxBaTeiBatoT CDR, B COOTBETCTBHMH C OmnpeneiNeHHeM B MPOLUTUPOBAHHBIX BHIIIE
CCBUIOYHBIX MaTepHajax NMpeAcTaBJIeHbl Hke B Tabnuie s cpaBaeHns. CDR, nmepeuncieHHbie
B TaOnuue 2, Opitn onpexnenensl B coorBeTcTBuu ¢ Kabat 1991,

Tabmuma. Onpenenennst CDR

Kabat! Chothia? MacCallum®
Vu CDR-1 31-35 26-32 30-35
Vu CDR-2 50-65 53-55 47-58
Vu CDR-3 95-102 96-101 93-101
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Vi CDR-1 24-34 26-32 30-36
Vi CDR-2 50-56 50-52 46-55
VL CDR-3 39-97 91-96 89-96

! Hymepauus ocratkos cornacHo HomeHknaType Kabat ¢ coaBT. sviuce

2 Hymepanust ocTaTkoB coracHo HomeHknatype Chothia ¢ coast. viuce

3 Hymepalus 0CTaTKOB COracHo HoMeHknatype MacCallum ¢ coaBT. eviute

B xontekcre Hacrosimero nokymenra TepmuHbl « CDR-L1», «CDR-L2» u «CDR-L3»
OTHOCSITCSI, COOTBETCTBEHHO, K MEPBOM, BTOpoii U TpeTbeli CDR BapuabenbHOro y4acTka JIerkou
uenu. B xoHrekcre Hactosimero nokymenrta Tepmubbl «CDR-H1», «CDR-H2» u «CDR-H3»
OTHOCSITCS, COOTBETCTBEHHO, K TepBOH, BTOpoil m Tperbeii CDR BapuabenbHOro ydvacrka
TsDKesnol nenu. B koHTekcTe HacTosero fokyMeHTa TepMuHbl «CDR-1», « CDR-2» u « CDR-3»
OTHOCSITCSI, COOTBETCTBEHHO, K MEPBOi, BTOpoi u Tpetheit CDR BapmnabenpbHOro ydacTka Jiro0oit
U3 LIeTEH.

B xoHTeKCTe HacTOALIEro JOKYyMEHTa TEPMUH «KapKacy», UCIOJb3yEMbIH 110 OTHOLIEHHIO
K BapHabeNbHOMY VYaCTKy aHTUTENA, MPEeIHA3HAYEH Uil 0003HAUEHHs] BCEX aMHHOKHCIOTHBIX
ocTtaTkoB 3a mpenenamu obmacreli CDR BHyTpu BapmaOenbHOro ydactka antutena. Kapkac
BaprabeNbHOrO y4acTKa, Kak MPABUJIO, MPEACTABISET COOON MPEphIBUCTYI0 aMHHOKHCIOTHYIO
MOCJIEA0OBATENBHOCTh JIMHONW NpuMepHO 100-120 aMUHOKHMCIOT, OAHAKO MpEIHA3HA4YEH [JIs
0003Ha4YeHMsI TOJIBKO T€X aMHUHOKHUCIIOT, KOTOpble HaxonsATcs 3a npeaenamu CDR. B koHTekcTe
HACTOSIIEr0 AOKYMEHTAa TEPMUH «KapKacHas oONacTb» MpenHa3HaueH il O0O03HA4YeHHUs
Ka)KJIOTO IOMEHa Kapkaca, KOTopblil otaesneH npu nomoiu CDR.

TepMuHbI «JIeueHHe», «JICUUTH» U TOMY NOAOOHOE MCHOJNB3YIOTCS B TAHHOM JAOKYMEHTE
st 00O3HAUeHMsl NOCTHIKEHUS JKENaeMoro (hapMakoJIOTHUECKOro Wi (PU3MOJOTHYECKOro
s pexra. Dpdext MoxkeT ObITh MPOPUTAKTHIECKUM ¢ TOYKH 3PEHHSI TMOJIHOTO HJIM YaCTUYHOTO
npeaoTBpalieHust 3a00JeBaHUs WM €r0 CHUMITOMOB W/WJIM MOJKET OBbITh TEPAreBTHUECKHM C
TOYKU 3PEHHUS] YACTHYHOIO MJIM TOJHOTO H3JIeYeHUsl 3a00yeBaHUsl W/WIM HEOJIaronpHUsTHOTO
SIBJICHHSI, CBSI3AHHOTO C O3TUM 3a0oseBaHMEeM. B KOHTEKCTE INAaHHOTO IOKYMEHTAa TEPMHH
«JIeYeHUE» OXBaThIBAeT JI0OOE JieueHHe 3a00JIeBaHMSI MM CUMIITOMAa Y MIIEKOIMHUTAOLIETO, U
BKJIFOUaeT B ce0si: (a) mpenoTBpalleHue MOSBJICHUS 3a00JIEBaHUS MM CUMITOMA y CyOBeKTa,
KOTOpPBbIH MOJKET OBITh TPEAPACIIONOKEH K Pa3BUTHIO 3a00JNE€BaHUS WM CHMIITOMA, HO Y
KOTOpOro 3To 3a0oyieBaHWE WJIM CHMIITOM eIe He auarHoctuposaHo; (b) uHrubmposaHue
3a0oneBaHMsl WJIM CHUMIITOMA, T.€. TpEKpalleHne ero pasBuTus, win (c) obneryeHue
3a0oneBaHus, T.e. perpeccuro 3adoneBanus. TepaneBTH4eckoe CpeACTBO MOKHO BBOJUTH JI0, BO
BpeMsl MM TIOCJIE€ Hadaja 3a0oneBaHus WM TpaBMmbl. JleueHne Tekymero 3aboieBaHus, Npu
KOTOPOM JIeU€HHE CTAOMIIM3UPYET WM YMEHbBIIAET HEeXXeJaTelbHble KIMHUYECKHE CHUMIITOMBI

nanueHTa, NpeaACTaBIsACT 0COOBIi HUHTEPEC. Takoe JedeHue KejaaTelbHO npoBOAUTHL A0 TIOJIHOH
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notepu QYHKIMU B MOPa*KEHHBIX TKaHsX. YKenaTeabHO, 4TOObI Teparisi CyOBbeKTy BBOAMIACH BO
BpeMsl CHUMITOMATHYECKOH cTaguu 3a00JieBaHUS, W B HEKOTOPBIX CIy4asx IOCJe
CHUMITTOMATHYECKOH cTanuu 3a00eBaHus.

TepMuHBl «MHIUBHAYYM», «CyOBEKT», «XO3SMH» W «IMALUEHT» MCHOJB3YIOTCS 31eCh
B3aMMO3aMEHSIEeMO M OTHOCATCS K JIIOOOMy CyOBEKTY-MJIEKONHTAIOIEMy, AJIsi KOTOPOTro
TpeOyercsi NMarHOCTHKA, JIEYeHHE WM Tepanus. MIIeKONUTAoNMe BKIIOYAIOT, HarpuMep,
JIOAEH, TNPHUMAaTOB, HE SBJSAIOIINUXCS JIFOABMH, TPbI3YHOB (HampuMep, KpbIC; MBbIIIeH),
aaroMopdoB (HampuMmep, KPOJUKOB), KOIBITHBIX (HampuMep, KOPOB, OBELl, CBUHEMH, JIOLIAIEH,
KO3 M TOMY MOI0OHOE) | T.JI.

[epen Tem Kak MPOAOJIKUTH OIMHCAHKME HACTOALIErO H300pETeHus], HEOOXOIUMO MPHUHSTh
BO BHHMAaHHE, YTO 3TO M300pETeHHE He OrPaHHYE€HO KOHKPETHBIMU OMHMCAHHBIMH BapUaHTaAMU
peanu3alyu, MOCKOJIbKY OHH, KOHEYHO, MOTYT BapbHpoBaThcs. Creayer Takke MOHHUMATh, YTO
ynorpebisiemMasi B IaHHOM IOKYMEHTE TEPMHUHOJIOIUSI MPUMEHSETCS TOJIBKO JJisi OMUCAHUS
KOHKPETHBIX BAPUAHTOB peAU3allMd U HE HMMEET OrPaHUYUTESHbHOTO XapakTepa, MOCKOJIbKY
00BEM HACTOSIIIEr0 H300PETeHNsI OTPAHUYEH TOJIBKO MpHiIaraeMoil opmMy o n300peTeHHs..

Korna npuBoauTCs MUana3oH 3HAYEHUH, CleqyeT MOHMMAaTh, YTO AaHHOE M300peTeHue
OXBATBIBAET KaXI0€ MPOMEXKYTOUYHOE 3HAYEHHE C TOYHOCTBIO O JECATOrO 3HAaKa HIIKHErO
npernena, eCii B KOHTEKCTe SIBHO He YKa3aHO MHOE, MEXKIY BEPXHHM U HHYKHUM IPEIeSIOM 3TOr0
AMana3oHa, a TakXke J0oe APyroe ykKa3aHHOE WIM IPOMEXKYTOYHOE 3HAYEHHE B TaKOM
YKa3aHHOM Juana3oHe. BepxHuil u HIKHUN NMpenesbl 3TUX MEHbLINX JHANa30HOB MOTYT OBITh
HE3aBUCHMO BKJIIOYEHbI B MEHBIINE JHMANAa30HbI U TaKKe BKJIIOYEHbI B JIAHHOE M300peTeHHe C
yueToM JIFo00ro crnennanbHbIM 00pa3oM HCKIFOUEHHOTO Mpezesia B yKa3aHHOM auanasone. Ecnn
yKa3aHHbIN HMAMa3oH BKJKOYaeT B ceOs onuH Wiu o0a mpenena, AHana3OHbl, MCKIFOYAOLINe
OIIMH MK 00a STHX BKJIFOYEHHBIX MPEeia, TAKXKe BKJIIOUEHBI B JaHHOE U300peTeHHUE.

Ecnu He ykazaHO WHOe, BCe ymnoTpeOssieMble B JAaHHOM JOKYMEHTE TEXHHYECKHE U
Hay4YHbIE TEPMUHBI UIMEIOT OOIIENMPUHSTOE 3HAUEHHE, TOHATHOE JIIOOOMY CIELHAIUCTy B JAaHHOM
o0JIaCTH TEeXHUKH, K KOTOPOH MMEET OTHOLICHWE HacTosiee n3o0pereHne. XOTs CHOcoObl U
MaTepualibl, aHAJOTHYHbIE WJIM SKBHMBAJICHTHbIE OMHCAHHBIM B JAaHHOM IOKYMEHTE, TaKxke
MOKHO HCIOJIb30BAaTh MPH MPAKTHYECKOH peaju3aldd WIA HCIBITAHHU  HACTOSILIErO
u300peTenusi, najee OyayT OMMCAHBI MPEANOYTHTENbHbIE CINOCOOBI M Marepuanbl. Bce
ny OJIMKALIMK, YIIOMSHYTbIE B JAHHOM JIOKYMEHTE, BKJIFOYESHbI B JAHHBIN JOKYMEHT MOCPEICTBOM
CCBUIKH C LIEJIBI0 PACKPBITHS U OMHCAHHS CMIOCOOOB W/MJIM MaTepHaJiOB, B CBS3U C KOTOPBIMH
LIUTUPYIOTCS STH My OJIUKALMH.

Crnenyer oTMETHTD, UTO ynoTpeOsieHue B JaHHOM JOKYMEHTE U B IpuiiaraeMoi gpopmyie

I/1306p6TeHI/IH (1)OpM CAUHCTBCHHOI'O 4YHCJIa BKJIIOYACT B ceOs OTCBbUIKY Ha MHOXCCTBCHHOC
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YHCJIO, €CJIM B KOHTEKCTE SIBHO HE yKa3aHO WHOe. TakuMm o0pa3oMm, Hampumep, OTChUIKA K
«BapuaHty nojunentuga IL-2» BKIIOYaeT MHOXKECTBO TAaKUX IOJHIICTITUAOB, a OTCBUIKA K
«noyunentuny Tsokenaod nermu HLA ximacca I» Bkimrowaer B ceOst OTCBUIKY K OZHOMY HJIU
HECKOJIbKUM mojunentunam Tspkenor nmenn HLA kmacca I m mx skBUBajeHTaM, HU3BECTHM
CHeLIMANIMCTaM B JaHHOH oOjacTu TexHuku u T.1. Clenyer Takke OTMETUTh, 4TO B (hopmyity
U300peTeHrsi MOTYT BHOCHTBCS TMPABKU C LEJIbI0 HCKIIOUEHHs JIFOOBIX Heo0s3aTeNbHbIX
sneMeHTOB. ClenoBaTeNbHO, HaHHOE YTBEPXKIEHUE JOJUKHO CIYXKHUTh B Ka4yecTBe
NPeIBAPUTEILHOTO OCHOBAHUSI IJIsl UCTIOJb30BAHMUS TAKOH UCUEPIIbIBAIOIIEH TEPMUHOJOTHH, KaK
KUCKJTFOUUTEIBHOY, «TOJIBKO» M T.II. B CBSI3U C YKa3aHHEM BJIEMEHTOB (POpPMyJibl M300peTeHus,
WU UCTIOJIb30BAHUS «OTPULIATEIBHOTO» MPU3HAKA.

CrnenyeT moHUMAaTh, YTO HEKOTOPbIE OCOOEHHOCTH JAHHOTO M300pETEeHUs, KOTOpbIE s
SICHOCTH OINHCAHbI B KOHTEKCTE OTHEIbHBIX BAPUAHTOB peaM3alliM, TaKXKe MOTyT OBITb
NpeJCTaBIeHbl B KOMOWHALIMY B BHJIE OJHOTO BapuiaHTa peanusanuu. M Ha00OpOT, pa3muyHbIe
OCOOEHHOCTH NTAHHOTO HM300pEeTeHUsI, KOTOpbIe IJIsi KPATKOCTU OMHCAHBI B KOHTEKCTE OJHOTO
BapHaHTa PeaM3aliK, TAKXKe MOTYT OBITh MPEACTABIICHBI OTACIBHO UJTU B JIFOOOH MOAXOSIICH
nogkoMOuHannu. Bce kOMOMHALMM BapUAHTOB peajM3al[i, KOTOPbIE OTHOCATCS K JAHHOMY
U300pEeTeHNIO, SIBHBIM O0pa30oM BKIJIIOYEHBI B JAHHOE H300pETeHHE W OMHCAHBl B JTAHHOM
JOKYMEHTE TOYHO TaK >Ke, KaK ecji Obl BCce 0e3 MCKIIIOUeHUsT KOMOWHAIMK ObLIH OTAEJIBHO U
SIBHBIM O0Opa3oMm ommcaHbl. Kpome TOro, Bce NOAKOMOMHALMK Pa3JIMYHBIX BapUAHTOB
peamn3zallid ¥ HX 3JIEMEHTOB TaK)Ke SBHBIM OOpPa3oOM BKJIIOUEHBI B JaHHOE H300peTeHue u
ONMHCAaHbl B JaHHOM JOKYMEHTe TOYHO TaK 3Ke, Kak eciau Obl Bce 0e3 HCKIHYeHUs
NOAKOMOWHALIMY ObLTH OTAEIBHO U SIBHBIM 00Pa30M OIMUCAHBL.

OOcyxnaeMble B NaHHOM JOKyMeHTe IMyOJUKALMU TPEICTaBJICHbl HCKIIYHUTEIHbHO B
OTHOIIEHUH WX CONEP’KaHUs IO OaThl MONAYM HACTOSIIEH 3asBKU. HWUYTO B HAcTOsIIEM
JOKYMEHTE He CIIelyeT WHTEPIPEeTHPOBATh KaK MPHU3HAHHE TOrO, YTO JAHHOE U300pEeTEeHHe He
UMEEeT MpaBa AaTUPOBATh TaKyr MyOnukauuro Ooyiee paHHUM YHCJIOM B CHJy OoJiee paHHEro
u3oOpetenust. boyee TOro, naThl MPEACTABIEHHBIX MyOMUKAUHA MOTYT OTJIHYATBCS OT
¢akTHueckux gat nyOnukauuii, 94ro TpedyeT He3aBUCHMOTO MOATBEPKACHUS.

ITonpoOHoe omucaHue CyIHOCTH U300peTeHuUs

Hacrosiimee u3o0pereHne OTHOCUTCS K CIIOCOOAM JICUEHUs, BKIIFOYAIOIIUM BBEIECHUE
WHIUBHUIYYMY, HY>KHAIOIIEMYyCsl B 3TOM, MYJBTHMEPHOTO MOJUIENTHIA, MOIYJHpyromero T-
KJIeTkn (MyJIbTHUMEpHbIM momunentun «synTac»), W 1o MeHbIIEH Mepe OJHOTO
JOTIOJTHATEIPHOTO TEPANIeBTHYECKOrO BellecTBa. B HEKOTOPBHIX BapHaHTaX OCYIIECTBJICHUS IO
MEHbBIeH Mepe OIHO MIOMOJIHUTEIbHOE TEePAeBTUYECKOEe BEINEeCTBO MPEACTaBISIET COOOM

UHTHOUTOP MMMYHHOH KOHTPOJBHOH TOYKH. B HEKOTOPBIX clydasx HHTHOMTOpP HMMYHHOMN
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KOHTPOJIBHOM TOYKM TpencTaBisieT CcoOOH aHTUTENO, crenuduueckoe K HMMYHHOH
KOHTpOJIbHOH Touke. Hacrosimee packpbiTre obecreunBaeT CrocoObl, BKIKOYANONINE BBEACHNE
UHIUBUAYYMY MyJbTHMepHOro nonunentuaa (synTac) u uHruOuropa MMMyHHOH KOHTPOJIBHOMN
toukd. Hacrosimee wu300pereHne OTHOCUTCS K  crocobaM, BKIIOYAIOLINM — BBEJEHHE
MyJbTUMEpHOro mnosunentuaa (synTac) MHAMBHAYYMYy, KOTOPBIM IOABEPraercs JEUEHHIO
MHIHOUTOPOM UMMYHHOH KOHTPOJIBHOM TOYKH.

«Monynupyromuii T-KJI€TKH MyJIbTUMEPHBIA TMOJUNENTUO» Takke 0003HAuaeTcss B
JAHHOM JIOKYMEHTe Kak «ronunentus synTacy uim « MyJabTUMepHBbIHN noiunentus synTacy wumu
npocto «synTacy. Ilomunentun synTac comepKUT MOAYJIUPYIOIIMA OOMEH. B HEKOTOpBIX
Clly4asix MOAYJIMPYIOIIMM TOMEH COMAEP>KUT aMUHOKHUCJIOTHYIO IOCIEeNOBATENbHOCTh AUKOTO
TUNA, HANpPUMEpP AaMHHOKHCJIOTHYIO TIOCJIEAOBATENIbHOCTh, OOHAPYKEHHYI) B TNPHPOIHOM
MOJYJIUPYIOILEM MOJUMENnTHae. B HEKOTOpBIX ciydasx MOAYJIHUPYIOIIUN IOMEH IMpeACTaBIseT
co0OH BapHaHT MOAYJMPYIOLIErO JOMEHA, I/Ie€ BAPHAHT MOAYJHMPYIOLIEr0 JOMEHA MPOSIBIISET
NOHW)KEHHYI a((QUHHOCTD CBSI3bIBAHUS C WMMYHOMOIYJUPYIOIIUM TOJHUIENTHIAOM I10
cpaBHEHHIO ¢ a(UHHOCTHIO MOAYJISITOPHOTO AOMEHA AUKOTO TUIA K UMMYHOMOAYJIHPYIOLIEMY
nojgunentuny. Ilomunentun synTac Moxer MOAyIUpOBaTb AKTUBHOCTb T-KIETKHU-MHILEHU.
IMomumentun synTac, comep:kamuii BapuaHT MOAYJSITOPHOIO JOMEHa, O0ecreuynBaeT
NOBBIIEHHY 0 CIIELU(PUIHOCTD K KIETKAM-MHUILIEHSIM.

B HekoTOphIX Cchy4asx crnoco0 JieueHHs MO HACTOSINEMY H300PETEeHMIO BKIJIIOYAET
BBEJICHWE WHAMBHAYYMYy, HYyXpawoomemycs B 3ToM, synTac WM MHruOuTopa HMMYyHHOH
KOHTPOJIBHON TOUkH. B HekoTopwix ciydasx synTac M MHMHOMTOpP MMMYHHOH KOHTPOJBHOM
TOYKH OOecreunBaroT cuHepreruueckuii 3¢pdext no cpasHeHnoo ¢ 3pdexkrom synTac mpu
BBEJICHUU OTAEJbHO (B MOHOTEpAINUH) WIM WHrUOWTOpAa MMMYHHOH KOHTPOJIbHOW TOYKU TPU
BBEICHUU OTZIEJIBHO (B MOHOTEPAITHN).

KombOunammst synTac u wHruObutopa MMMYHHOH KOHTPOJBHOH TOYKH B HEKOTOPBIX
cnyudasix Oonee s¢dextuBHa, yem annutuBHble dddexrsr synTac, BBogUMOro B KadecTse
MOHOTEpAINUY, WJIA HMHTHOUTOpa HMMMYHHOH KOHTPOJBHOH TOYKH, BBOIUMOIO B KadyeCTBE
MOHOTepanuu. Hampumep, B HEKOTOpBIX clydasx cuHeprermueckuii s¢dexkr synTac u
UHrHOUTOpPa MMMYHHOH KOHTPOJIbHOM TOUYKH IO3BOJISIET MCIIONB30BAaTh OOJiee HU3KHE O3B
synTac winm MHrHOWTOpa MMMYHHOH KOHTPOJBHOH TOYKM W/WIM TPOBOAWUTH MEHEE YacToe
BBeneHne synTac wnm wHruOWTOopa WMMYHHOW KOHTPOJBHOM TOYKH WHAMBHAYYMY,
HY KJAIOLIEMYyCsl B 3TOM. BO3MOKHOCTP HCIIONIb30BaTh OOJiee HU3KHE O3Bl TEPANIEBTUYECKHX
areHToB (nHruOUTOp synTac uam MMMyHHast KOHTPOJIbHAS TOYKA) W/WIM BBOJUTH TAKHE areHThI
pe’ke MOKeT CHH3UTh TOKCHYHOCTb WM Apyrue HeOnaronpusiTHble NoOouHble 3(QEKTH,

KOTOpPBIE MOTYT OBITb CBSI3aHBI C BBCACHHUEM TCPAINICBTUYUCCKOTO ar€cHTa B MOHOTECpAIINU, 0e3
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cHIDKeHne 3S((EeKTUBHOCTH TepanmeBTHYECKOro areHra npu JedeHuu. Kpome Toro,
cuneprernueckuii 3¢pdexr synTac m MHrHOMTOpa WMMYHHOW KOHTPOJIBHOW TOYKH MOJKET
NPUBECTH K YCHJICHHIO KIMHUYECKOH IMOJb3bl IO CPABHEHUIO C KJIMHUYECKOW IOJIb30H,
nojgydyaeMoi mnpu MoHoTepanuu synTac wuiam MOHOTEpanmuu HWHIHOMTOPOM HMMYHHOMN
KOHTPOJIbHON TOYKU. IIpuMepsl KIMHUYECKOW MOJb3bl BKIKOYAKOT, HAaIpUMEP, YMEHbLICHHE
MacChl OINYXOJHM Y HMHAMBUAYYMA, YMEHBIICHHE KOJMUYECTBA PAKOBBLIX KJIETOK Y YEJIOBEKa,
YBEJIMYEHHOE BPEeMsl BbDKUBAHMS YEJIOBEKA; YBEIIMYEHHOE BPEMs PEMUCCHH; U TOMY MOAOOHOE.
Hakoneu, cuneprerndeckuii 3¢pdexr synTac u MHrHOMTOpa MMMYHHON KOHTPOJBHOW TOUKH
MOKET CHU3UTh HEONAronmpusiTHbIE MM HEXKeNaTeslbHble NMoO0O4YHble 3()(EKThI, CBA3aHHBIE C
MoHoTepanueit synTac nim MoOHOTepanuel HHruOMTOPOM UMMYHHOW KOHTPOJIBHOH TOUKH.

NHruéuropsl HMMMYHHOH KOHTPOJIbLHONH TOYKH

TunuaHble WHrHOUTOPBI MMMYHHOH KOHTPOJIbHOM TOYKM BKIIFOYAOT WHTHUOWTOPBI
KOTOPbIE HALlEJIEHbl HAa TOJIMIIETITU]I UMMYHHOW KOHTPOJIbHOU TOYKH, Takue kak CD27, CD28,
CD40, CD122, CD9%6, CD73, CD47, 0X40, GITR, CSF1R, JAK, PI3K nensra, PI3K ramma,
TAM, aprunaza, CD137 (takke usBectHas kak 4-1BB), ICOS, A2AR, B7-H3, B7-H4, BTLA,
CTLA-4, LAG3, TIM3, VISTA, CD%6, TIGIT, CD122, PD-1, PD-L1 u PD-L2. B HekoTOpbIX
CJIy4asiX MOJMIIENTH] UMMYHHOH KOHTPOJIbHOW TOUKH MPENCTABISIET COOOH CTUMYJIUPYOIIYIO
MOJIEKYJTy KOHTPOJBbHOUW TOukH, BbiOpaHHyro uz CD27, CD28, CD40, ICOS, 0X40, GITR,
CDI122 u CDI37. B HeKOTOpbIX ClOy4asX MOJUMNENTHI HMMYHHOH KOHTPOJBHOM TOUYKH
IpeCTaBIIsIeT COOON MOJIEKYITy, HHTHOMPYIOLYI0 KOHTPOJIBHYIO TOUKY, BBIOpaHHYIO u3 A2AR,
B7-H3, B7-H4, BTLA, CTLA-4, IDO, KIR, LAG3, PD-1, TIM3, CD96, TIGIT u VISTA.

B HEKOTOpBIX Clly4asix HHFUOUTOP UMMYHHOH KOHTPOJIBHOIN TOYKH MPEACTaBiIseT COOOM
AHTUTEINO, cCrien(PUIECKOe K MMMYHHOI KOHTPOJIbHOM TOYKe. B HEKOTOPBIX ClIy4asix aHTUTENO K
UMMYHHOH KOHTPOJIbHOM TOYKE MPENCTaBIsieT OO0 MOHOKJIOHAJIBHOE aHTUTENO. B HEKOTOPBIX
CIy4asiX AaHTUTENO K HMMYHHOH KOHTPOJBHON TOYKE SBJISIETCS T'yMAaHU3UPOBAHHBIM WJIU
NE€UMMYHU3UPOBAHHBIM, TaK YTO AHTUTEJO IO CYLIECTBY HE BbI3bIBAET MMMYHHOIO OTBETA y
4yenoBeka. B HEKOTOpBIX Cly4asix aHTHTENO MpPEeACTaBisieT COo00H T'yMaHH3UPOBAaHHOE
MOHOKJIOHAJIbHOE aHTUTENO. B HEKOTOPBIX ClIydasiX aHTUTENO K MMMYHHOM KOHTPOJIBHON TOUKE
NpeACTaBisieT COO0H JeMMMY HU3UPOBAHHOE MOHOKJIOHAJIBHOE aHTUTEN0. B HEKOTOPBIX Clydasix
AQHTUTEIO K HMMYHHOH KOHTPOJBHONM TOYKE SIBJISIETCST TOJHOCTBIO  YEJIOBEUECKUM
MOHOKJIOHAJIbHBIM aHTUTEJIOM. B HEKOTOpBIX CllydasxX AHTUTEIO K MMMYyHHOW KOHTPOJBHOHN
TOYKE WHTUOMPYET CBS3bIBAHHME IOJIUIENTHAA WMMYHHOH KOHTPOJIbHOM TOYKHM C JIMTAHIOM
MOJIUNIENTHAA UMMYHHOM KOHTPOJIBHON TOYKU. B HEKOTOpBIX Cily4asx aHTUTEJIO K MUMMYHHOH
KOHTPOJIbHON TOYKE MHTHOUPYET CBSI3bIBAHUE MOJMITENTHIAa UMMYHHONW KOHTPOJIBHONH TOYKHU C

pPeLenToOpOM MOJIUNENTHAA UMMYHHON KOHTPOJIBbHON TOUYKH.
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AHTHTENA, HAaPUMep, MOHOKIIOHAJIbHBIE aHTUTENA, KOTOPhIE CrieMQUIHBI K UMMYHHBIM
KOHTPOJIbHBIM TOYKaM U KOTOpbIE IEHCTBYIOT KaK HHIMOUTOPbI IMMYHHOI KOHTPOJIbHOM TOYKH,
U3BECTHBI B JaHHOM obnactu. Cwm., Hanpumep, Wurz et al. (2016) Ther. Adv. Med. Oncol. 8:4; n
Naidoo et al. (2015) Ann. Oncol. 26:2375.

ITonxopsimue aHTUTENAa K MMMYHHOM KOHTPOJIBHOM TOUYKE BKJIIOYAKOT, HO He
OrpaHUYMBAIOTCS uMH, HuBONyMad (Bristol-Myers Squibb), mnemOponusymad (Merck),
mupunzymad (Curetech), AMP-224 (GlaxoSmithKline/Amplimmune), MPDL3280A (Roche),
MDX-1105 (Medarex, Inc./Bristol Myer Squibb), MEDI-4736 (Medimmune/AstraZeneca),
apenymad (Merck Serono), urmumumymad (YERVOY, Bristol-Myers Squibb), Tpemennmymab
(Pfizer), mumumuzymad (CureTech, Ltd.)), IMP321 (Immutep SA), MGA271 (Macrogenics),
BMS-986016 (Bristol-Meyers Squibb), mupunymad (Bristol-Myers Squibb), ypenymad (Bristol-
Meyers Squibb), PF-05082566 (Pfizer), IPH2101 (Innate Pharma/Bristol-Myers Squibb), MEDI-
6469 (MedImmune/AZ), CP-870,893 (Genentech), moramymmuzymad (Kyowa Hakko Kirin),
Bapsmiymad (CellDex Therapeutics), aBearymad (EMD Serono), ramukcumad (Biogen Idec),
AMP-514 (Amplimmune/AZ), AUNP 12 (Aurigene and Pierre Fabre), uanoxcumon (NewLink
Genetics), NLG-919 (NewLink Genetics), INCB024360 (Incyte), KNO35 u nx xomOuHauuu.

ITopxonaume anturena k LAG3 Bxmouaror, Hanpumep, BMS-986016 u LAGS2S.
IMonxonsmue antutena k GITR Bxmouarot, Hampumep, TRXS518, MK-4166, INCAGNO1876 u
MK-1248. ITonxoasuue anturena k OX40 BrirovaroT, Harpumep, MEDIOS62, INCAGN01949,
GSK2831781, GSK-3174998, MOXR-0916, PF-04518600 u LAGS25. Ilonxoasiuue aHTUTEA K
VISTA npencrasnensl, Hanpumep, B WO 2015/097536.

ITonxopsimast AO3UPOBKA AHTU-MMMYHHOTO KOHTPOJIBHOIO AaHTHUTENAa COCTABISET OT
npumepHo 1 Mr/kr no npumepHo 2400 MI/Kr B CyTKH, HAampuUMep OT MpUMEpHO | MI/Kr 10
npumepHo 1200 MI/KT B CyTKH, BKJIIOYasi OT mpumepHo 50 mr/kr no mpumepno 1200 mr/kr B
CyTKU. [Ipyrue THIU4HbIe JO3UPOBKH TAKUX ar€HTOB BKJIIOYAIOT MPUMEPHO 5 Mr/kr, 10 mr/kr, 15
mr/kr, 20 mr/kr, 25 mr/kr, 30 mr/kr, 35 mr/kr, 40 mr/kr, 45 mr/kr, 50 mr/kr, 60 mr/kr, 70 mr/kr,
80 mr/kr, 90 mr/kr, 100 mr/kr, 125 mr/kr, 150 mr/kr, 175 mr/kr, 200 mr/kr, 250 mr/kr, 300 mr/kr,
400 mr/kr, 500 mr/kr, 600 mr/kr, 700 mr/kr, 800 mr/kr, 900 mr/kr, 1000 mr/kr, 1100 mr/kr, 1200
mr/kr, 1300 mr/kr, 1400 mr/kr, 1500 mr/kr, 1600 mr/kr, 1700 mr/kr, 1800 mr/kr, 1900 mr/kr,
2000 wmr/kr, 2100 mr/kr, 2200 mr/kr u 2300 mr/kr B cyTkn. D(deKTuBHYIO 103y aHTUTENA
MOYXHO BBOJAWTBH B BHUIE JIBYX, TPEX, YETHIPEX, IATH, IIECTH WJIU OoJiee MOAENEeHHBIX HAa YacTH
7103, BBOIUMBIX OTJZIEJIbHO Yepe3 COOTBETCTBYIOIINE HHTEPBAJIbl B TEUCHNE CYTOK.

Anturena k PD-1

B HexkoTOpBIX ciydasx HHrUOUTOP UMMYHHOM KOHTPOJIbHOM TOYKH MPEACTaBIsIET COOOi

anruresio kK PD-1.
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IMomgxonsmue anturena k PD-1 BkimowaroT, Hampumep, HUBONyMad, meMOpom3ymad
(takke m3BecTHbI kak MK-3475), mumnmmmsymad, SHR-1210, PDRO0O1 u AMP-224. B
HEKOTOPBIX CJIydasiX MOHOKJIOHaJbHOe aHtutesno Kk PD-1 mpexncramiser coboil HuMBONYMal,
nemOponuzymad wumu PDROO1. Tlomxomsmme antutena k PDI1 ommcaHel B HAaTEHTHOM
nyOnukaun CIIA Ne 2017/0044259. B otHomenun nuauiansymada cM., Hanpumep, Rosenblatt
et al. (2011) J. Immunother. 34:409-18.

B Hekorophix ciydasx antureno k PD1 mnpencrasiser coboii  memOposusymad.
AMHHOKHUCIJIOTHASI TIOCJIE0OBATEBHOCTD TSDKEJION ey meMOoponu3ymaa:

QVOLVOSGVEVKKPGASVKVSCKASGYTFTNYYMYWVROAPGQGLEWMGGI
NPSNGGTNFNEKFKNRVTLTTDSSTTTAYMELKSLQFDDTAVYYCARRDYRFEDMGEDY
WGOGTTVTVSSASTKGPSVFPLAPCSRSTSESTAALGCLVKDYFPEPVTVSWNSGALTS
GVHTFPAVLQSSGLYSLSSVVTVPSSSLGTKTYTCNVDHKPSNTKVDKRVESKY GPPCPP
CPAPEFLGGPSVFLFPPKPKDTLMISRTPEVTCVVVDVSQEDPEVQFNWYVDGVEVHNA
KTKPREEQFNSTYRVVSVLTVLHQDWLNGKEYKCKVSNKGLPSSIEKTISKAKGQPREP
QVYTLPPSQEEMTKNQVSLTCLVKGFYPSDIAVEWESNGQPENNYKTTPPVLDSDGSFF
LYSRLTVDKSRWQEGNVFSCSVMHEALHNHYTQKSLSLSLGK (SEQ ID NO:51).

AMHHOKHUCJIOTHAsI TMOCJIEZIOBATEIbHOCTh  BapuadenbHON obnmactu  Tsokenoit uenu  (VH)
MOAYEPKHY TA.
AMMHOKHCIIOTHAs! TOCJIEIOBATEIbHOCTD JIETKOI Lienu neMOposn3ymada:
EIVLTOSPATLSLSPGERATLSCRASKGVSTSGYSYLHWYQOQKPGQAPRLLIYLAS
YLESGVPARFSGSGSGTDFTLTISSLEPEDFAVYYCOQHSRDLPLTFGGGTKVEIKRTVAAP
SVFIFPPSDEQLKSGTASVVCLLNNFYPREAKVQWKVDNALQSGNSQESVTEQDSKDST
YSLSSTLTLSKADYEKHKVYACEVTHQGLSSPVTKSFNRGEC (SEQ ID NO:52).

AMHHOKHUCJIOTHAsI  TOCJIeIOBAaTEIbHOCTh  BapuabenbHON  obmactu  jerkod uenu (VL)
NOAYEPKHY TA.

B Hekoropbix ciyyasix antuteno k PD-1 cogep:xut obnactu VH u VL nemOponmsymada.
B Hexoropeix ciydasx antuteno k PD-1 cogepsxxut CDR Tsxenoit nenu M Jerkoi nemnu
nemOponuzymada.

B Hekoropbix cnyvasx antuteno k PD-1 mpencrasnmser coOoii HuBONymMad (Takxke
u3BecTHbIN Kak MDX-1106 unmn BMS-936558; cm., mHarmpumep, Topalian et al. (2012) N. Eng. J.
Med. 366:2443-2454; u natent CIIIA Ne 8,008,449). AMHUHOKHCIIOTHAsI TIOCIIEIOBATEIBHOCTD
TSDKEJION e HUBOJTyMada:

QVQLVESGGGVVQPGRSLRLDCKASGITFSNSGMHW VRQAPGKGLEWVAVIW
YDGSKRYYADSVKGRFTISRDNSKNTLFLOMNSLRAEDTAVYYCATNDDYWGQGTLV
TVSSASTKGPSVFPLAPCSRSTSESTAALGCLVKDYFPEPVTVSWNSGALTSGVHTFPAV
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LQSSGLYSLSSVVTVPSSSLGTKTYTCNVDHKPSNTKVDKRVESKYGPPCPPCPAPEFLG
GPSVFLFPPKPKDTLMISRTPEVTCVVVDVSQEDPEVQFNWYVDGVEVHNAKTKPREEQ
FNSTYRVVSVLTVLHQDWLNGKEYKCKVSNKGLPSSIEKTISKAKGQPREPQVYTLPPS
QEEMTKNQVSLTCLVKGFYPSDIAVEWESNGQPENNYKTTPPVLDSDGSFFLYSRLTVD
KSRWQEGNVFSCSVMHEALHNHYTQKSLSLSLGK (SEQ ID NO:53).

AMUHOKHCIIOTHAsI IOCJIEIOBATEIbHOCTD JIETKOH eI HUBOTyMaba!

EIVLTQSPATLSLSPGERATLSCRASQSVSSYLAWYQQKPGQAPRLLIYDASNRA
TGIPARFSGSGSGTDFTLTISSLEPEDFAVYYCQQSSNWPRTFGQGTKVEIKRTVAAPSVF
IFPPSDEQLKSGTASVVCLLNNFYPREAKVQWKVDNALQSGNSQESVTEQDSKDSTYSL
SSTLTLSKADYEKHKVYACEVTHQGLSSPVTKSFNRGEC (SEQ ID NO:54).

B HekoTopseix cinyuasx antuteno k PD-1 comepxxut CDR Tskenoil nenu u jerkoil nenu

HUBOJTyMaa.

Anturena k CTLA4

B Hekoropeix cnyuasx antureno k CTLA-4 mpeacrasisier coOod MMMIMMyMad HIH
TpemenuMymad. B ortHomennn tpemenumymada cm., Hampumep, Ribas et al. (2013) J. Clin.
Oncol. 31:616-22.

B mekoropeix cnyuasx antureno k CTLA-4 mnpeacraBiser coboil unmuimmmymal.
AMHHOKHUCJIOTHASI TOCIIEOBATENIbHOCTD TSKEJION ey UMMy Mada MpencTaBisieT CoOoH:

QVOQLVESGGGVVQPGRSLRLSCAASGFTFSSYTMHWVROAPGKGLEWVTFISY
DGNNKYYADSVKGRFTISRDNSKNTLYLOMNSLRAEDTAIYYCARTGWLGPFDYWGQ
GTLVTVSSASTKGPSVFPLAPSSKSTSGGTAALGCLVKDYFPEPVTVSWNSGALTSGVHT
FPAVLQSSGLYSLSSVVTVPSSSLGTQTYICNVNHKPSNTKVDKRVEPKSCDKTHTCPPC
PAPELLGGPSVFLFPPKPKDTLMISRTPEVTCVVVDVSHEDPEVKFNWYVDGVEVHNAK
TKPREEQYNSTYRVVSVLTVLHQDWLNGKEYKCKVSNKALPAPIEKTISKAKGQPREPQ
VYTLPPSRDELTKNQVSLTCLVKGFYPSDIAVEWESNGQPENNYKTTPPVLDSDGSFFLY
SKLTVDKSRWQQGNVFSCSVMHEALHNHYTQKSLSLSPGK (SEQ ID NO:55).

AMWHOKUCJIOTHAsI MOC/Ie0BaTeIbHOCTh obnacTi VH nmompuepkHyTa.
AMUHOKUCJIOTHASI MTOCIEIOBATENIbHOCTD JIETKOU LENH UMMy Mada;
EIVLTOSPGTLSLSPGERATLSCRASOSVGSSYLAWYOQOKPGQAPRLLIYGAFSRA
TGIPDRFSGSGSGTDFTLTISRLEPEDFAVYYCOQOQYGSSPWTFGQGTKVEIKRTVAAPSVF
IFPPSDEQLKSGTASVVCLLNNFYPREAKVQWKVDNALQSGNSQESVTEQDSKDSTYSL
SSTLTLSKADYEKHKVYACEVTHQGLSSPVTKSFNRGEC (SEQ ID NO:56).

AMHHOKHUCJIOTHAsI MMOCIeN0OBATeIbHOCTh 0bacTi VL momyepkHyTa.
B mexoropsix cnyuasx antureno k CTLA4 copepxxut obnactu VH u VL ununumymada.

B Hexotopeix cayuasix antureno k CTLA4 comepxur CDR Tspxenoil nenu u jerkoi Lenu
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unmmmMymada.

Anturena k PD-L1

B HexoTOpBIX cilyuasx HHrUOUTOP UMMYHHOM KOHTPOJIbHOM TOYKH IPEACTaBISIET COO0it
MOHOKJIOHaJIbHOE aHTUTENO K PD-L1. B HEKOTOpBIX Cilydasx MOHOKJIOHAJIbHOE aHTUTENO K PD-
L1 mpencrasnser coboit BMS-935559, MEDI4736, MPDL3280A (Takxe H3BECTHOE Kak
RG7446), KN035 umu MSB0010718C. B HEKOTOpBIX Ciydasx MOHOKJIOHAJbHOE AHTHUTENO K
PD-L1 npencrapnsier coboit MPDL3280A (are3onusymad) unu MEDI4736 (nypBanymab). B
OTHOLIeHHH AypBaiymadba cm., Hampumep, WO 2011/066389. B orHomenun arezonusymada,
cM., Hanpumep, mateHT CIIIA Ne 8,217,149,

B Hekoropex cnyuasx antureno kK PD-Llnpencraenser coboit  arezonusymal.
AMHHOKHCIIOTHASI IOCJIEOBATEIBHOCTD TSDKEJION LeTH ate3on3ymada;

EVQLVESGGGLVQPGGSLRLSCAASGFTFSDSWIHWVRQAPGKGLEWVAWISPY
GGSTYYADSVKGRFTISADTSKNTAYLOMNSLRAEDTAVYYCARRHWPGGFDYWGQG
TLVTVSSASTKGPSVFPLAPSSKSTSGGTAALGCLVKDYFPEPVTVSWNSGALTSGVHTF
PAVLQSSGLYSLSSVVTVPSSSLGTQTYICNVNHKPSNTKVDKKVEPKSCDKTHTCPPCP
APELLGGPSVFLFPPKPKDTLMISRTPEVTCVVVDVSHEDPEVKFNWYVDGVEVHNAKT
KPREEQYASTYRVVSVLTVLHQDWLNGKEYKCKVSNKALPAPIEKTISKAKGQPREPQ
VYTLPPSREEMTKNQVSLTCLVKGFYPSDIAVEWESNGQPENNYKTTPPVLDSDGSFFL
YSKLTVDKSRWQQGNVFSCSVMHEALHNHYTQKSLSLSPGK (SEQ ID NO:57).

AMHHOKHUCIIOTHAs IOCJIEI0BATEIBHOCTD JIETKOH LIENH aTe30au3ymMada:

DIQMTQSPSSLSASVGDRVTITCRASQDVSTAVAWYQQKPGKAPKLLIYSASFLY
SGVPSRFSGSGSGTDFTLTISSLQPEDFATYYCQQYLYHPATFGQGTKVEIKRTVAAPSVF
IFPPSDEQLKSGTASVVCLLNNFYPREAKVQWKVDNALQSGNSQESVTEQDSKDSTYSL
SSTLTLSKADYEKHKVYACEVTHQGLSSPVTKSFNRGEC (SEQ ID NO:58).

B HekoTopeix BapuaHTax peanusauuu aHtu-teno k PD-L1 comepxur CDR Tsxenoit
LeTH U JIETKOM IeTH aTe30/1n3ymada.

B Hekoropbix cimyuasix antureno Kk PDL1 mpencrasnsier coboit KNO35, momHOCTBIO
IYMaHU3UPOBAHHOE OAHONOMEHHoe aHTtuteno k PD-L1, ciuroe ¢ denoseyeckum Fc-
noyunentaaoMm IgGl. Zhang et al. (2017) Cell Discov. 3:17004; m WO 2017/020801.
OpgHooOMEHHAast  4acTh anturena  KNO35 MOJKET COZepIKaTh AMHUHOKHCIIOTHYEO
MOCJIE10BATENbHOCTD:
QVQLQESGGGLVQPGGSLRLSCAASGKMSSRRCMAWFRQAPGKERERVAKLLTTSGST
YLADSVKGRFTISQNNAKSTVYLOQMNSLKPEDTAMYYCAADSFEDPTCTLVTSSGAFQ
YWGQGTQVTVS (SEQ ID NO:216), rne nogyepkHy Thie aMUHOKHUCIIOTHI IPEICTABIISIFOT COOOM
CDRI1, CDR2 u CDR3.
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Mopayaupyromue T-kieTku MyJbTHMepHbIe noaunentTuabl (synTac)

MynbpTHMepHble (HampuMmep, TeTepOANMEpHbIE, TeTePOTPUMEPHbIE) IOJUIENTH/BL,
NOAXOAIINE AJI MCIIOJNBb30BAaHUS B CIOCOOE MO HACTOSINEMY H300pPETEHHI0, ONMHCAHbI HUXKE.
My npTHUMEpHbIE TOJIUIENTH B! IPEACTABIISIIOT COO0H MoMunenTuabl, Monyaupyroomue T-kneTky,
a TaKke YIIOMHHAIOTCS B JJAHHOM JIOKYMEHTE KaK «MOAyJupyromue T-KIeTKU MyJIbTUMEpPHbIE
nojunenTuaey win  «synTac» (or immunological synapse for T cell activation —
UMMYHOJIOTHYECKHI CUHAIIC JJIsl aKTHBALUU T-KJIETOK).

Monynupyromuii  T-KJI€TKH MyJbTUMEPHbIN TMOJUMENTUI COAEPXKUT. a) TNepBbId
NOJIMIIENTH, COAEP AL B HampaBieHHH OT N-koHua ao C-kOHHA: 1) 3MUTOM; ii) MepBBIA
noJjunenTHy raBHoro komruviekca rucrocoemectumoctu (I'KI'C); u b) BTOpOit monmmenTHn,
comepkauuii B HarpasyieHHH OT N-koHma 1o C-xonua: i) Bropoit momumnentun [KI'C; u ii)
HeoOs3arenpHO Fe-monmumenTtun nmmyHornoOynuHa (Ig) nimm He-Ig-kapkac, rae MyJIbTUMEpPHBIH
MOJIMIENTH]] COAEPKUT OMH WM HECKOJIbKO MMMyHoMoaympyoumx («MOD») nomeHoB, rae
OIIH WJIM HECKOJIbKO MMMYHOMOYJIMPYIOLINX JOMEHOB NPEACTaBIIIOT co0oii: A) Ha C-koHLe
nepeoro mosmnentuna;, B) Ha N-konme sroporo mosunentuaa, C) Ha C-kOoHIE BTOPOTO
nosymnentraa;, wim D) Ha C-koHIe mepBOro noyunentuaa u Ha N-KOHIle BTOPOTO MOJUIENTH/AA.
B HekoTtopeix ciy4asx T-KJI€TOYHBIH MyJIBTUMEPHBIA MNOJHUIENTH CONEPXKUT: a) MepBbIA
NOJIMIIENTH, COAEpP KAl B HampaBieHHH OT N-koHna ao C-KOHHA: 1) 3MUTOM; 11) MEpBBIA
nomunentiy I'KI'C; u 111)) UMMyHOMOAYJNUPYIOIIMH JOMEH, W b) BTOPOH NOJHUIENTHL,
cozepkauuii B HarpasieHMH OT N-koHma 10 C-xonua: i) Bropoil momunentun I'KI'C; u ii)
nogunentug Fc Ig. B Hekoropbx cnydasax T-kjaeTodHbI MyJBTUMEPHBIN IOJIMIIENTUA
COZEP KHT: a) MEePBbIi MOJUMENTHA, COAepKalui B HampasieHnu OT N-koHIa 10 C-koHua: 1)
snurom; U i1) nepsbiii noymnentun ' KI'C; u b) Bropoli monmunentua, conepskamuii, o N-KOHIA
no C-xkoHua: i) UMMyHOMONyJHMpyOIIui nomeH; iii) Bropod mnonunentun [KI'C, u ii)
nonunentuy Fc Ig. B HekoTopbix caydasx T-kI€TOUHBI MyJBTUMEpPHBIA MOJUNENTUN
COJZIEP>KUT: a) MEPBBINA MOJUIENTHA, COAEpP KAl B HampaBieHuH oT N-koHua 1o C-koHma: 1)
snutor; u 1i) mepsbid moyunentun [KI'C, w b) BrOpo#l mnonumentun, comepkamuidi B
HarpasyieHuH oT N-koHna 1o C-konna: i) sropoit nonmunentun I'KI'C; u 11) nomunentun Fe Ig; u
iii) wummyHomonymupyromuii  («MOD») nomen. B HekoTophix cnydasx T-kIeTOYHBIN
MY JIBTUMEPHBIA MOJHUIENTH COASPIKUT: a) TEPBBIN MOJIUIIENTH, CONEPKAIlUi B HANIPABICHUN
ot N-konna o C-xoHua: 1) srurorn; u i1) nepssiii noxunentun I'KI'C; u b) BTopoii nonunenTux,
comepykaluii B HarpasyieHHH OT N-koHma 1o C-xonua: 1) Bropoit momumnentun ['KI'C; wu ii)
UMMYHOMOIYJIUPYKOIIUNA OOMEH. B HEkoTOpeIX caydasx T-KJIE€TOYHBIM MyJBTUMEPHBIN
HOJIMIIENTH]] COAEPIKUT: &) MEPBBIH MOJUMENTHA, CONEpKAIlUi B HaNpaBJeHUH OT N-KOHLA 10

C-xoHua: 1) snurom; u i1) nepssiii nonunentua ['KI'C; u b) BTopoii nonunentua, conepskaiui,
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ot N-koHna 1o C-KoHIa: 1) IMMYHOMOAYJIMPYIOLINHA ToMeH; U 11) Bropoit nonunentun [ KI'C. B
HEKOTOpBIX CIIy4yasix T-KJI€TOYHBIH MYyJBTHUMEPHBIM TOJNUIENTH COAEPIKUT: a) IepBBId
MOJIMTNIENITH, CONep>KalIuii B HarpaBieHud OT N-koHma no C-KOHIA: 1) 3MUTOI 11) MEePBbIM
nomunentiy I'KI'C; u 111) UMMyHOMOAYJNUPYIOIIMH JOMEH, W b) BTOPOHl NOJHUIENTHN,
copeprKaluii B HarpasieHun ot N-koHua 1o C-xonua: i) sropoit nomunentin ['KI'C.

B HEKOTOpBIX ciy4asx MyJIbTUMEPHBIN NOJIUNENTUA COAepKUT He-Ig kapkac. Hampumep,
B HEKOTOpBbIX clydasix He-Ig-kapkac mpencrasiasier coboit XTEN-nenTun, MoaumnenTum
TpaHcheppuHa, Fc-peuenTopnbiii MOJUNENTH, 3JIACTHHONOOOHBIIH MOJIUNENTH]I,
IIETKOMOOOHBIN TOJIHUITENTH, HITH LISJIKOMOAOOHBIH 31aCTUHONOAOOHBIHN MOJUMENTH].

B nekoropbix ciyyasx nepsbii nonunentun ['KI'C npencrasnser coOoit monumentun
B2-mukpornodynmuaa (f2M); u Bropoi nmonunentun ['KI'C npencrasniser co0Ooit monumentun
soxenod nenu [KI'C knacca 1. Togxonsmmii f2-M monumenTya COAep>KUT aMUHOKHCIIOTHYEO
NOCJIeI0BATENBHOCTD, UMEIOIIYIO 110 MeHblIel Mepe 85%, mo menbiueii Mepe 90%, o MeHbLIei
Mepe 95%, mo menbwielr mepe 98%, mo wmenbineit mepe 99% wunu 100% HIEHTHYHOCTH
AMUHOKHCJIOTHOM  MOCJENOBATEJIBHOCTH € AMHMHOKHMCJIOTHOM  MOCIEAOBATENBHOCTBHIO
noymnentuaa P2M, nzoOpaskeHHOro Ha ¢ur. 6. B HEKOTOPBIX Ciy4asx MOJUNENTUA TSKEION
neru I'KI'C knacca I mpencrasnsier coboit tsoxenyro nens HLA-A, HLA-B umn HLA-C. B
HEKOTOpPBIX ciy4dasx nonunentun Tsbkenoi nenu I'KI'C knacca I conepkUT aMHHOKHUCIOTHYIO
NOCJIeI0BATENbHOCTD, UMEIOIYIO 110 MeHblIeld Mepe 85%, no menbiueii Mepe 90%, o MeHbLIeH
Mepe 95%, mo menblieln mepe 98%, mo menbiieit mepe 99% unu 100% uHIEHTUYHOCTH
aAMHHOKHCJIOTHOHN MOCJEeI0BaTEIbHOCTH OTHOCUTEIbHO aMUHOKHUCJIOTHON MOCIEA0BATEIbHOCTH,
npencTaBieHHON Ha ogHOH u3 ¢ur. SA-5C. B Hekoropeix cinydasx nepssiii nomunentun ['KI'C
npenctasisier coboii monunentun anbda-uenu 'KI'C knacca II; u Bropoit nomunentun ['KI'C
npencrasisier coboi monunentun Oera-uenu ['KI'C knacca 11

SnUTOM, MPUCYTCTBYIOIIUN B MyJIBTUMEPHOM TOJUIENTHC, MOXKET MPEACTABISTh COOOM
T-KJI€TOYHBIN 3TTUTOIL.

B HekoTOpBIX Cily4asx MyJbTHMEPHBIA MONMMNENTH copep:xur noaunentun Fc Ig. B
HEKOTOPBIX ciydasix nojunentun Fc Ig nmpencrasnsier codoii nomunentun Fe [gG1, monunentun
Fc 1gG2, nonunentua Fc IgG3, nonunentun Fe IgG4, nonunentun Fe IgA wunu nonunentun Fe
IgM. B HekoropeIx ciydasx nomunentun Fc  Ig  comepuT  aMHHOKHCIIOTHYHO
MOCJIEI0BATENBHOCTD, UMEIOIIYIO 110 MeHblel Mepe 85%, no menbiueii Mepe 90%, o MeHbLIeH
Mepe 95%, mo menbineit mepe 98%, mo menbiieit mepe 99% wumm 100 % HMIEHTUYHOCTH
AMHUHOKHCJIOTHOM IMOCJIEN0BATEIbHOCTH OTHOCUTEIBHO AMUHOKHUCIOTHOU MOCJIEA0BATENIBHOCTH,
nu3o0pakeHHo Ha ¢ur. 4A—4C.

ITepBblit mOMUMENTHA U BTOPOI MOJHUIENTH MyJISTUMEPHOTO MOJUNENTHAA MOTYT OBITH
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HEKOBAJIEHTHO CBsi3aHbl. llepBelli momumenTua W BTOPOH MOJUIENTHI MYyJBTUMEPHOrO
MOJIMIENTHA MOTYT OBITh KOBAJIEHTHO CBsI3aHbL IlepBhIii MOJUMIENTHI U BTOPOH MOJUIENTHA
MyJIBTUMEPHOTO MOJMIIENTHIA MOTYT ObITh KOBAJEHTHO CBSI3aHBI, MPUYEM KOBAJEHTHAsl CBS3b
OCYILIECTBIISIETCA 4epe3 AUCYNb(UAHYIO CBsi3b. B HEKOTOPBIX Ciy4asx MEpBBIH MOJMIIENTHI
I'KI'C wunum nusHkep Mexnay onutonoM u  nepBbiM  nojunentugoM [KI'C  comepskur
AMHMHOKHCIIOTHYIO 3aMeHy Ui nojydeHus nepsoro ocrarka Cys, u Bropoi nomunentun ['KI'C
COIEP>KUT AaMUHOKMUCJIOTHYIO 3aMeHy aius nonydeHus Broporo ocrtatka Cys, u rae
aucyib(UAHAS CBS3b HAXOIUTCS MEXKIY MEPBBIM M BTOPbIM ocTatkamu Cys.

MynpTUMEpHBI  MOJUNENTHA MOKET BKJIKOYATh JIMHKEp MEXIy OJHUM WIH
HECKONbKMMM  u3: osnurona u nepsoro nonunentuna ['KI'C; naBymsa  konusmu
UMMy Homonyiupyromero («MODy) nonunenTtiaa, UMMYHOMOAYJIMPYIOLIAM TTOJIUIENTAAOM U
BropbiM nonunentuaoM I'KI'C; u sropsmv nonunentuaom I’ KI'C u nonunentunom Fe Ig.

HNmmyHOMOAYIMPYOIIKME MONUIENTHUBI, MOAXOASILINE AJIsl BKIKYEHUs B T-KJIETOYHBIN
MYJIBTUMEPHBINA MOJUIENTUI, BKJIKOYAIOT, HO HE OrpaHUYUBAIOTCS MU, nonunentun 4-1BBL,
noymmnentun B7-1; monunentua B7-2, nonmunentun ICOS-L, nomunentuny OX-40L, moaumnenTus
CD80, momunenrun CD86, momunenTun IL-2, momunentun PD-L1, momunmenTun FasL u
nonmunentun PD-L2.

MynbTHMEpHBIH MONUNENTHA MOKET BKJIIOYATh 2 WM 00Jee MMMYHOMOZYJIUPYIOIINX
NoJIAnenTuaa. MyJbTUMEPHBIA MOJUNENTH MOXET BKJIOUYAThb 2 HMMMYHOMOIYJIUPYHOLINUX
MOJIUNENTHAA. B HEKOTOPBIX ciydasx 2 MMMYHOMOAYJMPYIOLIUX IOJUINENTHAA HAXOASITCS B
TaHAeMe. MyJnbTUMEpPHBII MOJUNENTUA MOXKET BKIOYaTh 3 HMMMYHOMOAYJUPYHOLINX
nojgunentuaa. B HEKOTOPBIX ciydasx 3 MMMYHOMOAYJIMPYIOIIMX MOJUIENTHAA HAXONATCS B
TaHJEME.

MynpTUMEPHBIM NOJUIENTH MOXET COAEPXkKATh TPETUNM MOJUNENTHHA, T1e TPETUM
MOJIUMENTH COAECPKUT UMMYHOMOYJIUPYOLINN MONUIENTH, COASPKALIUNA aMUHOKHUCIOTHY IO
MOCJIEIOBATENbHOCTh, UMEIOLIYI0 MO MeHblIeil Mepe 90% HAEHTUYHOCTh aMHHOKHCIOTHOM
MOCJIEIOBATEIBPHOCTH ¢ MMMYHOMOAYJIUPYIOIIUM MOJUNENTHAOM IEPBOro MOJMMNENTHAA WU
BTOPOrO MOJMMENTHAA. B HEKOTOpBIX ClydasX TPETHUH MOJUNENTU] KOBAJEHTHO CBSI3aH C
NEPBBIM MOJUNENTUAOM.

[TprMepsl MOAXOAAINX MYJBTHMEPHBIX NOJHIENTHIOB ormcaHbl B WO 2017/151940;
WO 2017/201210; u PCT/US2017/067663. Packpsrrust WO 2017/151940, WO 2017/201210 u
PCT/US2017/067663 BKJIFOUEHBI CIOJ1a TOCPEACTBOM CCHUTKU.

Homunentuasl I'KI'C

Kak ormeueHO BbIlle, MyJbTHMEPHBIH IOJMUIIENTHI IO HACTOSIIEMY H300pETEHHIO

BkmovaeT noyunentuael IKI'C. [l ueneit Hactosimero n3o0peTeHust TEPMUH «ITOJUNENTHABI
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ocHoBHOro komruiekca rucrocoBmectumoctd (I'KI'C)» Brmouaer mnomunentuasl [KI'C
pa3nuyUHbIX BUAOB, B ToM uncie noiunentuasl I KI'C uenoseka (Taxke Ha3bIBa€Mble aHTUTE€HBI
netikoruroB yenoBeka (HLA)), nomunentunsl ' KI'C rpeidyHa (HarpuMep, MBILIH, KPBICHI U T.1.)
u nonunentuas! I KI'C npyrux BUIOB MIEKOMUTAIOIIUX (HANpuMep, 3aiilieo0pa3HbIX, IPUMATOB,
HE SIBJIAIOLIMXCS JTIOJbMH, COOAUbHX, KOIIAYbHMX, KOMBITHBIX (HAIIPUMED, JIOIaei, ObIKOB, OBell,
k03 U T.11.) u T.I.. [Togpasymesaercs, uto TepmuH «mnosurnentua [’ KI'Cy BKIrO4aeT mOJUNENTH b
I'KI'C xnacca I (mampumep, B-2-mukpornoOymua u Tsokenyro wenb [KI'C kmacca 1) u
noymnentuasl [KI'C knacca 11 (mampumep, a-nonunentun [KI'C knacca I u B-nonumentun
I'KT'C xnacca II).

Kak oTmeueHO BbIlle, B HEKOTOPBIX BAPMAHTAX OCYLIECTBJEHUS MYJBTUMEPHOIO
NOJIMIIENTH/A 110 HACTOsIIIEMY M300peTeHuto nepsbiii u Bropoit nojunentuasl I KI'C sBisroTest
nojgunentugamu I'KI'C knacca I, HanpuMep, B HEKOTOpPbIX ciydasx nepsblil nonunentun ['KI'C
npexacrasisier cobod moymmnentHn P2-mukpornodymuHa (B2M) I'KI'C kmacca I, a BTOpOi#
noymnentay ['KI'C npencrasnsier coboit Tsoxenyro nenb ['KI'C knacca I (H-nens). B npyrux
cinyyasix nepsbiii u Bropo nojunentuansl I KI'C seisrores nonmunentunamu 'KI'C xnacca 11,
HampuMep, B HEKOTOPBIX ciydasix nepsbiid nonunentun [’ KI'C npeacrasnser codoit monumentun
a-uenu I'KI'C knacca 11, a Bropoii nonmunentun I'KI'C npencrasnsier coboit monunentun B-uenu
I'KI'C knacca II. B gpyrux ciy4asix nepBblii TOJHUIENTH] PEACTaBiIsAeT coboil momunentun -
nernu I'KI'C xnacca II, a Bropoit nonmunentun I'KI'C npencrasnser coOoil nmomunenTus o-Lenu
I'KI'C xnacca II.

B Hekoropeix cayvasx nonunentun ['KI'C wmynsTumMepHOro mnojumenTtuia Io
HacTosimeMy u3o0pereHuto mpenctasiser cobor momunentun I[KI'C  denoseka, rae
nojunentuabl [ KI'C udenoBeka Takke HA3bIBAIOT MOJUMNENTHIAMH JIEHKOLUTAPHOTO aHTUTEHA
yenoseka (HLA). B Hekotopsix ciydasx nomunentua I KI'C MyasTUMEpHOro MOJHUIENTHIA 110
HacTosIeMy H300peTeHH0 mpezacraBisier cobor momunentuny HLA kmacca I, Hampumep
nojunenTtHy  P2-mukpornoOynvHa wiam  nojunentun Tspkenod nmemn HLA  xmacca L
IonunenTuns! Tsoxenon nenu HLA knacca 1 BKIFOYAOT MOJHOENTHABI TsoKeJIoNn mermu HLA-A,
noymmnentuabl Tspkenon nenu HLA-B, momumenTtunsr Tsoxenoi e HLA-C, momumnentumbt
Tsxenon nenu HLA-E, nonmunentuasl Tsokenon nenu HLA-F u momunenTabl TSOKEIOH LENH
HLA-G. B Hexoropbix caywasx nonunentua ['KI'C wmynpTumMepHOro mnojunentuja Imo
HACTOsALIEMy HM300peTeHuro mpencrasisier coboit momumentun HLA kmacca II, mampumep, a-
nenbHLA xnacca II wmu B-uembHLA kmacca II. Tomunenrunsr TKI'C knmacca II BrO4arOT
nojiunentunsl o u 3 DP I'KI'C knacca I, moyumentuast o u f DM, nomunentunst o u § DOA,
nojiunentasl o ¥ 3 DOB, nomunentunst o u B DQ, a Takke monunenTuasl o 1 3 DR.

B Hekoropeix cnyuasx nonunentup Tsokenod nenu I'KI'C knacca I mynpTumepHOro
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NOJUMNENTUA MOKET COJEpKaTb AMHUHOKHMCIOTHYIO IOCJIE€A0BATEIbHOCTb, HMENINYI0 IO
MeHbleld mepe 75%, no mesblueil Mepe 80%, no Menblueil Mepe 85%, no MeHbluel mepe 90%,
no mesblieli Mepe 95%, nmo menpuelr mepe 98%, mo Mesbwein Mepe 99% wumm 100%
UIEHTUIHOCTHU AMUHOKHUCJIOTHON MOCJIEA0BATENBHOCTH c AMUHOKHCJIOTHON
HIOCJIEI0BATENIbHOCTBIO, M300paskeHHOM Ha oHOH 13 ¢ur. SA-5C.

HLA-A

B xauectBe mpumepa, momunentun Tspkenoi nenu ['KI'C kmacca I mynsTumepnHoro
NOJIUNENTUA MOXKET COJEep>KaTh AMUHOKHMCIOTHYIK IMOCJIEA0BATEIbHOCTh, HMEIIIYI0 II0
MeHblel mepe 75%, no menbiuei Mepe 80%, o meHbiueil Mepe 85%, no MeHblueit mepe 90%,
no mesbliell Mepe 95%, mo meHbuielr mepe 98%, mo menbweil Mepe 99% wumm 100%
UJIEHTUYHOCTH aMMHOKUCJIOTHOM IOCHEA0BAaTEIbHOCTH CO ClleAyHolell aMHHOKHUCIOTHOM
MOCJIETOBATENBHOCTBIO TSKEJION Lenu HLA-A YeJIOBeKa!
GSHSMRYFFTSVSRPGRGEPRFIAVGY VDDTQFVRFDSDAASQRMEPRAPWIEQEGPEY
WDGETRKVKAHSQTHRVDLGTLRGYYNQSEAGSHTVQRMYGCDVGSDWRFLRGYHQ
YAYDGKDYIALKEDLRSWTAADMAAQTTKHKWEAAHVAEQLRAYLEGTCVEWLRRY
LENGKETLQRTDAPKTHMTHHAVSDHEATLRCWALSFYPAEITLTWQRDGEDQTQDTE
LVETRPAGDGTFQKWAAVVVPSGQEQRYTCHVQHEGLPKPLTLRWEP (SEQ ID
NO:59).

HILA-A (Y84A4; A236(C)

B HexoTopex ciyvasx noaunentun Tskenon uenu I'KI'C knacca I comep:xut 3ameHbl
Y84A u A236C. Hanpumep, B HEKOTOPBIX ciaydasx nonunentun Tsokenoit neru I'KI'C kiacca 1
COIEP’KUT aMUHOKHCJIOTHYIO IIOCJI€IOBATEIbHOCTh, MMEIOIIYI0 IO MeHblneld mepe 75%, 1o
MmeHbInel mepe 80%, no menbiueil Mepe 85%, o menbiueit Mepe 90%, o MeHbluel mepe 95%,
no MmeHblneir mepe 98%, no menbinel Mepe 99% unn 100% HAEHTUYHOCTH aMHUHOKHUCIOTHOM
MOCJIEIOBATENBHOCTH CO CIEeNYIOLIell aMUHOKUCIOTHON MOCIEN0BATENbHOCTBIO TSDKEJION LenH
HLA-A YeJioBeKa (Y84A,; A236C):
GSHSMRYFFTSVSRPGRGEPRFIAVGY VDDTQFVRFDSDAASQRMEPRAPWIEQEGPEY
WDGETRKVKAHSQTHRVDLGTLRG
YNQSEAGSHTVQRMYGCDVGSDWRFLRGYHQYAYDGKDYIALKEDLRSWTAADMAA
QTTKHKWEAAHVAEQLRAYLEGTCVEWLRRYLENGKETLQRTDAPKTHMTHHAVSD
HEATLRCWALSFYPAEITLTWQRDGEDQTQDTELVETRP C
GDGTFQKWAAVVVPSGQEQRYTCHVQHEGLPKPLTLRWEP (SEQ ID NO: 50), rme
amuHOKHcioTra 84 mpencrasisier cobor Ala u amuHOKHcnoTa 236 npexncrasisier codboit Cys. B
HekoTophIx ciydasx Cys-236 oOpasyer MexienodyeuHyo aucyibpuanyr cBsizp ¢ Cys-12

BapuaHTa nojunentuna f2M, congepaxkamiero 3ameny R12C.
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HILA-A (Y84C; A139C)

B nexoropeix cnyuasx nonunentun Tspkenoil uenu I'KI'C knacca I comepskut 3ameHbl
Y84C u A139C. Hanpumep, B HEKOTOpBIX cayuasx nonunentun Tsokenoit nenu I'KI'C knacca I
COZIEP’KUT AMUHOKHUCJIOTHYIO IOCJIEJ0BATENIBHOCTh, UMEIOIIYK O MeHblueld Mmepe 75%, mo
MmeHblIel mepe 80%, no menbliuel Mepe 85%, no MeHbiueil Mepe 90%, o menslIel Mepe 95%,
no MeHbiiel Mepe 98%, no Mmenbiuel Mepe 99% wunu 100% HMAEHTUYHOCTH AMUHOKHMCIIOTHOMN
MOCJIEZIOBATENIBHOCTH CO CIEAYIOLell aMUHOKUCIOTHON MOCIeN0BATEIbHOCTBIO TSDKENION Lienu
HLA-A YeJIoBeKa (Y84C,; A139C):
GSHSMRYFFTSVSRPGRGEPRFIAVGY VDDTQFVRFDSDAASQRMEPRAPWIEQEGPEY
WDGETRKVKAHSQTHRVDLGTLRGCYNQSEAGSHTVQRMYGCDVGSDWRFLRGYHQ
YAYDGKDYIALKEDLRSWTAADMCAQTTKHKWEAAHVAEQLRAYLEGTCVEWLRRY
LENGKETLQRTDAPKTHMTHHAVSDHEATLRCWALSFYPAEITLTWQRDGEDQTQDTE
LVETRPAGDGTFQKWAAVVVPSGQEQRYTCHVQHEGLPKPLTLRWEP (SEQ ID
NO:196), rne amunokucnota 84 mpencrasnser coboit Cys n amuaokuciota 139 mpencrasisier
coboii Cys. B Hekotopsix ciydasx Cys-84 o0paszyer BHYTPULENTOYEUHYIO TUCYIb(DHUIHYIO CBSI3b
¢ Cys-139.

HIA-A A11 (HLA-AI11)

B kauecTBe OAHOrO HeorpaHMUMBANOLIEro mpuMepa nonunentun Tsxenon nenu I'KI'C
kjacca I MynpTUMEpHOro  MOJNUIENTHAA  MOXKET  COAEpKaTb  AMHUHOKUCIIOTHYIO
MOCJIEIOBATEIBbHOCTD, UMEIOLIYIO 110 MeHbIlel Mepe 75%, no Menbiuei Mepe 80%, o MeHbLei
mepe 85%, mo meHbiueil Mepe 90%, nmo menbiuel mepe 95%, no menslueit mepe 98%, mo
meHbliell mepe 99% wunu 100% HAEHTUYHOCTH AMHHOKHCIOTHOH NOCJIENOBATEIbHOCTU CO
CIeAyIoLEel aMHUHOKUCIOTHON MocaenoBatebHOCThI0 Tshkenor uenu HLA-A All denoseka
(Takske Ha3bIBAEMOM «HLA-A11»):
GSHSMRYFYTSVSRPGRGEPRFIAVGYVDDTQFVRFDSDAASQRMEPRAPWIEQEGPEY
WDQETRNVKAQSQTDRVDLGTLRGYYNQSEDGSHTIQIMYGCDVGPDGRFLRGYRQD
AYDGKDYIALNEDLRSWTAADMAAQITKRKWEAAHAAEQQRAYLEGTCVEWLRRYL
ENGKETLQRTDPPKTHMTHHPISDHEATLRCWALGFYPAEITLTWQRDGEDQTQDTEL
VETRPAGDGTFQKWAAVVVPSGEEQRYTCHVQHEGLPKPLTLRWE (SEQ ID NO:197).
Takast Tsokenas nens [ KI'C kmacca I Moxer ObITh BUHA B Q3MATCKUX TMOMYJBILUAX, BKIOUAs
MOMYJISILIMU JIFOAEH a3MaTCKOrO MPOUCXOXKICHHUS.

HILA-A A11 (Y84A4; A236(C)

B xauecTBe OJHOTO HEOTPAaHMUMBAIOLIErO PUMEPA, B HEKOTOPBIX CIydasx MOJUNENTU]
sokenon nenu ['KI'C xmacca I npencrasnser coboit amnens HLA-A All, koTopeIi COmep>KUT

3ameHbl Y84A u A236C. Hanpumep, B HEKOTOPBIX ciydasx nonunentun Tsokenon nemu ['KI'C
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kJjacca I conepkuT aMUHOKHUCIIOTHYIO [TOC/IE€A0BAaTEIbHOCTh, UMEIOLIYIO 110 MeHbIIeH Mepe 75%,
no Mmesblueil Mepe 80%, no menblueil Mepe 85%, no mensiuell Mepe 90%, Mo MeHbILEH Mepe
95%, mno wmenbieii Mepe 98%, mno wmenbieli mepe 99% umum 100% HAEHTHYHOCTH
AMUHOKHCJIOTHOU NOCJIEIOBATEIbHOCTH co clenyroLen AMUHOKHCJIOTHOU
nocienoBaTebHOCThIO  Tspkenmoit  mermm  HLA-A  All  yenmoBeka (Y84A; A236C):
GSHSMRYFYTSVSRPGRGEPRFIAVGYVDDTQFVRFDSDAASQRMEPRAPWIEQEGPEY
WDQETRNVKAQSQTDRVDLGTLRGAYNQSEDGSHTIQIMYGCDVGPDGRFLRGYRQD
AYDGKDYIALNEDLRSWTAADMAAQITKRKWEAAHAAEQQRAYLEGTCVEWLRRYL
ENGKETLQRTDPPKTHMTHHPISDHEATLRCWALGFYPAEITLTWQRDGEDQTQDTEL
VETRPCGDGTFQKWAAVVVPSGEEQRYTCHVQHEGLPKPLTLRWE (SEQ ID NO:198),
r7e aMUHOKHUCIIOTa 84 mpencrasisier coboi Ala u amuHokucnora 236 npencrasisier codoit Cys.
B nekoropeix cnyuasx Cys-236 oOpasyer MeXIenoueqHyro Aucyibpuanyi cBsi3b ¢ Cys-12
BapuaHTa nojunentuna P2M, cogep:xkarero 3ameny R12C.

HILA-B

B xagectBe ppyroro mnpumepa, noaunentun Tskenol nemu I['KI'C  kmacca [
MyJIbTUMEPHOIO MOJUNENTHIA MOXKET COJAep)KaTb aMMHOKHCIIOTHYIO IIOCJI€I0BATENbHOCTD,
UMEIOLIYI0 MO MeHblieil Mepe 75%, mo mensiuell mepe 80%, mo MeHbuieil Mepe 85%, mo
MeHbled Mepe 90%, no Menblieill Mmepe 95%, no meHbiuel Mepe 98%, mo MeHbLIEH Mepe, Ha
99%, wnmm 100%, MAEHTUYHOCTP AMHHOKHCJOTHOHN MOCIEeNOBATEIbHOCTU ¢ aMHUHOKHUCIIOTHOM
MOCJIEIOBATEIbHOCTBIO TSKEJION Lenu HLA-B YEJIOBEKa!
GSHSMRYFYTSVSRPGRGEPRFISVGYVDDTQFVRFDSDAASPREEPRAPWIEQEGPEY
WDRNTQIYKAQAQTDRESLRNLRGYYNQSEAGSHTLQSMYGCDVGPDGRLLRGHDQY
AYDGKDYIALNEDLRSWTAADTAAQITQRKWEAAREAEQRRAYLEGECVEWLRRYLE
NGKDKLERADPPKTHVTHHPISDHEATLRCWALGFYPAEITLTWQRDGEDQTQDTELV
ETRPAGDRTFQKWAAVVVPSGEEQRYTCHVQHEGLPKPLTLRWEP (SEQ ID NO: 199).

HIA-B (Y84A4; A236(C)

B xauecTBe OJHOTO HEOTPaHMUMBAIOILIErO PUMEPa, B HEKOTOPBIX CIydasx MOJUNENTU]
soxeno nenu ['KI'C knacca I npencrasnser codoit nomunentuny HLA-B, kotopslii conep:kut
3ameHbl Y84A u A236C. Hanpumep, B HEKOTOPBIX ciydasx nonunentun Tspkenoi nenu ['KI'C
kjiacca I conepkuT aMUHOKHUCIIOTHYIO [TOC/IE€A0BAaTEIbHOCTh, UMEIOLIYIO 110 MeHbIeH Mepe 75%,
no Mmesblueil Mepe 80%, no meHblueil Mepe 85%, no mensiueil Mepe 90%, o MeHblleH Mepe
95%, mno wmenblieii Mepe 98%, mno wmenbieli mepe 99% umum 100% HAEHTUYHOCTH
AMUHOKHCJIOTHOU MOCJIEIOBATEIbHOCTH co clenyroLen AMUHOKHCJIOTHOU
MOCJIEIOBATEIbHOCTHIO TSDKEJION neniu  HLA-B 4yeJIOBeKa (Y84A; A236C):

GSHSMRYFYTSVSRPGRGEPRFISVGYVDDTQFVRFDSDAASPREEPRAPWIEQEGPEY
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WDRNTQIYKAQAQTDRESLRNLRGAYNQSEAGSHTLQSMYGCDVGPDGRLLRGHDQY
AYDGKDYIALNEDLRSWTAADTAAQITQRKWEAAREAEQRRAYLEGECVEWLRRYLE
NGKDKLERADPPKTHVTHHPISDHEATLRCWALGFYPAEITLTWQRDGEDQTQDTELV
ETRPCGDRTFQKWAAVVVPSGEEQRYTCHVQHEGLPKPLTLRWEP (SEQ ID NO: 200),
rae aMmuHOKHUCToTa 84 mpenctasisier coboit Ala u amuHokucnora 236 npexacrasiser coboii Cys.
B mexoropeix ciyudasx Cys-236 oOpasyer MexuenodeuHyr AucyabpuaHyro cBsizb ¢ Cys-12
BapuaHTa nojunentuna P2M, comep:kainero 3ameny R12C.

HILA-B (Y84C; A139C)

B mexoropeix cnydasix nmonunentun Tspkenoil uenn ['KI'C xnacca 1 comepskur 3ameHsl
Y84C u A139C. Hanpumep, B HeKoTOpbIX ciyuasx nonumnentua Tspkenoit nenu I'KI'C knacca [
COZIEP’KUT aMUHOKHCJIOTHYIO IOCJIE€OBATEIbHOCTh, MMEIOIIYI0 M0 MeHblueld Mepe 75%, mo
MmeHb1el mepe 80%, no menbiueii Mepe 85%, no mMenblueil Mepe 90%, o MeHblIel mepe 95%,
no meHblell mepe 98%, no menbiuel Mepe 99% unu 100% HAEHTUYHOCTH aMHHOKHUCIOTHOM
MOCJIEI0BATENBHOCTH CO CIEAYIOLIell aMUHOKUCIOTHON MOCIEN0BATENbHOCTBIO TSDKEJION LienH
HLA-B YeJIOBEKa (Y84C; A139C):
GSHSMRYFYTSVSRPGRGEPRFISVGYVDDTQFVRFDSDAASPREEPRAPWIEQEGPEY
WDRNTQIYKAQAQTDRESLRNLRGCYNQSEAGSHTLQSMYGCDVGPDGRLLRGHDQY
AYDGKDYIALNEDLRSWTAADTCAQITQRKWEAAREAEQRRAYLEGECVEWLRRYLE
NGKDKLERADPPKTHVTHHPISDHEATLRCWALGFYPAEITLTWQRDGEDQTQDTELV
ETRPAGDRTFQKWAAVVVPSGEEQRYTCHVQHEGLPKPLTLRWEP (SEQ ID NO:201),
rae amuHokucnora 84 npexacrasisier codoit Cys u amuHokucnota 139 npeacrasisier codoii Cys.
B Hekotopbix cnyuasix Cys-84 oOpa3yeT BHYTPULETOYEUHYIO AUCYIbGUAHYO CBsi3b ¢ Cys-139.

HLA-C

B kadectBe pgpyroro mpumepa, mnomunentun Tsokenod uemu [KI'C  kmacca |
MyJIBTUMEPHOTO TMOJUNENTHIA MOXKET COIep)KaTb aMMHOKHCIOTHYIO IIOCJIE€I0BaTENbHOCTD,
UMEIOLIYI0 MO0 MeHbliell Mepe 75%, mo mensiuell mepe 80%, mo MeHbiieil mepe 85%, mo
MmeHbiel Mepe 90%, no Menblieil Mmepe 95%, no meHbiuel mMepe 98%, mo MeHbLIell Mepe, Ha
99%, wnmm 100%, WAEHTUYHOCTh AMHHOKHCJIOTHOH IOCIEeNOBATEIbHOCTH C aMHUHOKHUCIIOTHOM
MOCJIEI0BATENbHOCTHIOTSKEIOM Lenu HLA-C YyeJIoBeKa:
CSHSMRYFDTAVSRPGRGEPRFISVGYVDDTQFVRFDSDAASPRGEPRAPWVEQEGPEY
WDRETQNYKRQAQADRVSLRNLRGYYNQSEDGSHTLQRMYGCDLGPDGRLLRGYDQ
SAYDGKDYIALNEDLRSWTAADTAAQITQRKLEAARAAEQLRAYLEGTCVEWLRRYLE
NGKETLQRAEPPKTHVTHHPLSDHEATLRCWALGFYPAEITLTWQRDGEDQTQDTELV
ETRPAGDGTFQKWAAVVVPSGQEQRYTCHMQHEGLQEPLTLSWEP (SEQ ID NO: 202).
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HILA-C (Y84A4; A236(C)

B xauecTBe OHOTO HEOrPAaHMUMBAIOLIErO MPUMEPA, B HEKOTOPBIX CIydasx MOJUNENTU]
soxenol nenu ['KI'C knacca I npeacrasnsier codoit nomunentuny HLA-C, xoTopblii conep:kut
3ameHbl Y84A u A236C. Hanpumep, B HEKOTOPBIX ciydasx nonunentun Tsokenon nenu I'KI'C
KJacca I conepKuT aMHHOKHCIIOTHYIO MOCTIeI0BATEIbHOCTh, UMEIOIIYIO 110 MeHblIel Mepe 75%,
no MeHbineil mepe 80%, nmo MeHbiuel Mmepe 85%, no MeHbiueil mepe 90%, no MeHbIIEl Mepe
95%, mo wmenbiierr Mmepe 98%, mo wmenbineir mepe 99% wumu 100% wHeHTHMYHOCTH
AMHUHOKHCJIOTHOU MOCJIeI0BATEIbHOCTH co cienyroen AMHUHOKHCJIOTHOU
MOCJIEIOBATETbHOCTHIO TSDKEJION neriu  HLA-C YeJIOBEeKa (Y84A, A236C):
CSHSMRYFDTAVSRPGRGEPRFISVGYVDDTQFVRFDSDAASPRGEPRAPWVEQEGPEY
WDRETQNYKRQAQADRVSLRNLRGAYNQSEDGSHTLQRMY GCDLGPDGRLLRGYDQ
SAYDGKDYIALNEDLRSWTAADTAAQITQRKLEAARAAEQLRAYLEGTCVEWLRRYLE
NGKETLQRAEPPKTHVTHHPLSDHEATLRCWALGFYPAEITLTWQRDGEDQTQDTELV
ETRPCGDGTFQKWAAVVVPSGQEQRYTCHMQHEGLQEPLTLSWEP (SEQ ID NO:203),
rIe aMUHOKHUCHIOTa 84 mpencrasisier coboii Ala n amuHokucnora 236 npencrasisier codoit Cys.
B nekoropeix cinyuasx Cys-236 oOpasyer MexIenodeqnyro aucyibpuanyio cBs3b ¢ Cys-12
BapuaHTa nojunentuna f2M, cogepxamero 3ameny R12C.

HLA-C (Y84C; A139C)

B nexoropeix cinydasx nonunentup Tsokenol uenu I'KI'C knacca I comepskut 3ameHbl
Y84C u A139C. Hanpumep, B HEKOTOpBIX ciayuasx nonunentun Tsokenoi nenu I'KI'C knacca I
COZEP>KUT AMUHOKUCIIOTHYIO IOCJIENOBATEIbHOCTh, MMEIOINYI0 MO MeHblueil mepe 75%, mo
MmeHblIell mepe 80%, no menbluel Mepe 85%, no MeHblueit Mepe 90%, no menslIel Mepe 95%,
no MmeHblnel mepe 98%, nmo mensbinel Mmepe 99% umu 100% HAEHTMYHOCTH aMHUHOKHCIOTHOM
MOCJIEIOBATEIBHOCTH CO CIEeNYIOLIell aMUHOKUCIOTHON MOCIEN0BATENbHOCTBIO TSDKEJION LenH
HLA-C YeJI0BeKa (Y84C; A139C):
CSHSMRYFDTAVSRPGRGEPRFISVGYVDDTQFVRFDSDAASPRGEPRAPWVEQEGPEY
WDRETQNYKRQAQADRVSLRNLRGCYNQSEDGSHTLQRMY GCDLGPDGRLLRGYDQ
SAYDGKDYIALNEDLRSWTAADTCAQITQRKLEAARAAEQLRAYLEGTCVEWLRRYLE
NGKETLQRAEPPKTHVTHHPLSDHEATLRCWALGFYPAEITLTWQRDGEDQTQDTELV
ETRPAGDGTFQKWAAVVVPSGQEQRYTCHMQHEGLQEPLTLSWEP (SEQ ID NO:204),
rae amuHokucoTa 84 npencrasisier codoit Cys u amunokuciora 139 npencrasinsier codoit Cys.
B Hekotopbix cnyuasx Cys-84 oOpasyer BHyTpULEIOYEUHYIO ANCYIbGUAHYI0 CBsi3b ¢ Cys-139.

B HekoTtopeix cnyuasx nonunentup Tsokenod nenu I'KI'C knacca I mynpTumepHOro
NOJUMNENTUA MOXKET COJEpKaTb AMHUHOKHMCIOTHYH MOCJIEAO0BATEIbHOCTb, HMMEIIIYI IO

MeHbluel mepe 75%, no menbluei Mepe 80%, no menblieit Mepe 85%, no menbleit mepe 90%,
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no mesblieli Mepe 95%, mo menbuie mepe 98%, mo Mesbweil Mepe 99% wumm 100%
UIEHTUYHOCTH AMHUHOKHUCJIOTHON MOCJIEIOBATEIbHOCTH Cc AMUHOKHCJIOTHOU
NIOCJIEZIOBATENBHOCTBIO, H300paXKeHHOM Ha oxgHOl u3 ¢ur. 3A-3C.

B xagectBe mpumepa, nonmunentup Tspkenod nenu I'KI'C knmacca I mynsTumepnHoro
MOJIUINIENITUA MOXKET COAEpXkKATb AMHUHOKHUCIOTHYIO ITOCJIENOBATEIbHOCTh, HUMEIIYK 10
MeHblIel mepe 75%, no menbiuel Mepe 80%, no MeHbiueit Mepe 85%, no menslieit mepe 90%,
no MeHbledr mepe 95%, mo wmenbeit mepe 98%, mo Menbedn mepe 99% wunmm 100%
UAEHTUYHOCTH  aMHMHOKHMCJIOTHOM  NOCIENOBAaTEIbHOCTHM C  aMUHOKHCJIOoTamu  25-365
AMUHOKHCJIOTHOM TMOCJIENOBATENLHOCTH nonunenTuaa Tsokeaoil nenmu HLA-A  denoseka,
n300pakeHHOH Ha ¢ur. 3A.

B xagectBe ppyroro mnpumepa, nonunentun Tsokenod nemu [KI'C  kmacca [
MYJIbTUMEPHOIO MOJUIENTUAA MOXET COAepXkKaTb AMHHOKHMCIOTHYK MOCJIE€I0BATEIBHOCTD,
UMEIOLIYI0 MO0 MeHbliell Mepe 75%, mo menbluell mepe 80%, mo MeHbuieil Mepe 85%, mo
MeHb1el mepe 90%, no menblieit Mepe 95%, no menbliel mMepe 98%, no menblueil Mepe 99%
i 100% uaeHTUYHOCTH aMUHOKHCIIOTHOM MOCIEeN0BAaTEIbHOCTH C aMHHOKUCIOTaMu 25-362
AMUHOKHCJIOTHOM MOCJIENOBATEIbHOCTH TNonuIienTuna Tsokenoil uenu HILA-B  denoBeka,
n300pakeHHoi Ha ¢ur. 3B.

B xagectBe ppyroro mnpumepa, noaunentun Tsokeno nemu I'KI'C  kmacca [
MYJITUMEPHOIO MOJUNENTUAA MOXKET COAepXkKaTb AMHHOKHMCIOTHYH IOCJIE€N0BATEIbHOCTD,
UMEIOLIYyI0 MO MeHbliell mepe 75%, mo mensluell mepe 80%, mo MeHbuieil mepe 85%, mo
MmeHblIel mepe 90%, no MeHbiueil Mepe 95%, no menbliel mepe 98%, no MeHbInel Mepe 99%
win 100% uAeHTHYHOCTH aMUHOKUCIIOTHON MOCJIEN0BAaTEIbHOCTH ¢ aMMHOKHCIoTaMu 25-362
AMHHOKHCJIOTHOM TMOCJIENOBaTeIbHOCTH TnonumenTuna Tsokenoii nenu HILA-C  denoBeka,
u3obpaxkenHoro Ha ¢ur. 3C.

B xauectBe ppyroro mnpumepa, nonunentun Tsokenod nermu [KI'C  kmacca |
MYJIbTUMEPHOIO MOJUIENTUAA MOXET COAepkKaTb AMMHOKHMCIOTHYH IOCJIE€N0BATENIBHOCTD,
UMEIOLIYI0 MO0 MeHblieil Mepe 75%, mo mensiuell mepe 80%, mo MeHbiieil mepe 85%, mo
MeHb1el mepe 90%, no menblieit Mepe 95%, no menbliel mepe 98%, no menblueil Mepe 99%
wm  100%  HWISHTMYHOCTH  AMUHOKHUCIOTHOM  TOCJIEOBATENBHOCTH CO  CJEAYIOLIEH
AMHUHOKHCJIOTHOU MOCJIEI0BATEIbHOCTBIO:

GPHSLRYFVTAVSRPGLGEPRFIAVGY VDDTQFVRFDSDADNPRFEPRAPWMEQ
EGPEYWEEQTQRAKSDEQWFRVSLRTAQRYYNQSKGGSHTFQRMFGCDVGSDWRLLR
GYQQFAYDGRDYIALNEDLKTWTAADTAALITRRKWEQAGDAEYYRAYLEGECVEWL
RRYLELGNETLLRTDSPKAHVTYHPRSQVDVTLRCWALGFYPADITLTWQLNGEDLTQ
DMELVETRPAGDGTFQKWAAVVVPLGKEQNYTCHVHHKGLPEPLTLRW  (SEQ ID
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NO:60).

IMonmunentun P2-mukpornodyiuHa (f2M) MyJbTUMEPHOrO MOJHIIENTHIA MOXKET
npeAcTaBysATh co0oi nonunentun f2M yenoseka, nonunentus f2M npumara, He SBISFOIIETOCs
4eJI0BeKOM, nonunentusa 2M Mplmm U ToMy nonoOHoe. B HEKOTOpPBIX Cllydasx MOJMIIENTHI
B2M conep:KUT aMUHOKHCIIOTHYIO MOCIIEAOBATENbHOCTD, UMEIOIIYIO 10 MeHbLIeH Mepe 75%, mo
MmeHblIel mepe 80%, no meHbluel Mepe 85%, no MeHbiueit Mepe 90%, o meHslIel Mepe 95%,
no MmeHblnel mepe 98%, mo menbieit mepe 99% wmnu 100% UAEHTUYHOCTH AMHHOKHUCIIOTHOM
NIOCJIEZIOBATEILHOCTH ¢ aMUHOKHCJIOTHOH MOCJIEA0BATENIbHOCTEIO $2M, n300paskeHHO# Ha ¢ur.
6. B HEeKOTOpBIX ciy4asx nmonunentua 2M comaepKUT aMUHOKHCIOTHYIO TIOCIIeIOBATENbHOCTD,
UMEIOLIYI0 MO0 MeHbliell Mepe 75%, mo mensiuell mepe 80%, mo MeHbiueil mepe 85%, mo
MeHb1el mepe 90%, no menblieit Mepe 95%, no menblel mepe 98%, no menblueil Mepe 99%
win 100% HuaeHTUYHOCTh AMUHOKHMCIOTHON MOCIEA0BATEIbHOCTH C aMUHOKHUCIOTaMH ¢ 21 1o
119 aMHHOKHUCJIOTHOM MOCIENOBATEIbHOCTH 32M, m300paskeHHOM Ha ¢ur. 6.

B nexoropeix ciydasx nonunentun I'KI'C comepkUT ofAHY aMHUHOKHCIOTHYIO 3aMEHY
otHocuTenpHO 3TanoHHoro nojunentuna [KI'C (rme stamonnsni nomunentun I'KI'C mosker
obrTe mommunentuaoM I'KI'C nukoro tuma), rae OOMHOYHAS aMHUHOKHCIIOTHAS 3aMEHA 3aMEHSeT
amuHOKHCIOTY 1ucTenHOBBIM (Cys) ocratkom. Takme LHUCTEMHOBBIE OCTATKH, KOTJAa OHHU
npucytcTBytoT B nonunentuae I'KI'C nepsoro nonunentuaa MyJbTUMEPHOTO MOJIUIIENTHAA O
HACTOSIIEMY H300PETEeHHIO, MOryT OOpa3oBBIBATb TUCYJIb(PHUIHYIO CBSI3b C LUCTEUHOBBIM
OCTaTKOM, IPUCYTCTBYIOIIUM BO BTOPOH MOJMIENTUAHON LENU MYJbTHUMEPHOrO MOJUMENTHAA
0 HACTOSILLIEMY HU300PETEHHIO.

B mHexoropeix cayudasx mnepBbiii nomunentun I'KI'C B nepsoM mnonunentuze
MyJIbTUMEPHOro mosunentraa w/wmu Bropor nojunentun [KI'C Bo BTOpoOM mojMmenTHiae
MyJIBTUMEPHOTO MOJUIENTHU A BKIIYaeT AMUHOKUCIIOTHYIO 3aMeHY AJI 3aMEHbl aMHUHOKHUCIIOTHI
UCTEMHOM, TJe 3aMelleHHblli 1ucremH B mnepBoM nojunentune [ KI'C  obpasyer
aucyIbQUAHYIO CBsI3b ¢ IEicTenHOM BO BTopoM nosmnentuae ['KI'C, roe uucrenH B mepBom
noymnentiae IKI'C oOpasyer mucyiabpuaHyr CBA3b C 3aMELICHHBIM LIUCTEHMHOM BO BTOPOM
nojunentuae [ KI'C unmu roe 3amemennssni nuctend B nepsoM ['KI'C monumnentun obpasyer
IUCYIb(UAHYIO CBSI3b C 3aMELIEHHBIM [IUCTENHOM BO BropoM nonunentuae ' KI'C.

Hanpumep, B HEKOTOpBIX CIy4dasx OIHA M3 CIEAYIOIIUX Map OCTaTKOB B [2-
mukporiodyinae HLA u tsoxenoit nenn HLA knacca [ 3amemaercs nucrenHamu (Tae Homepa
OCTaTKOB COOTBETCTBYIOT HOMepaM 3pesoro mosnmrentuna): 1) ocrarok B2M 12, ocrarok
Tsokenon nern HLA kmacca I 236; 2) ocrarok 2M 12, octarok Tspkenoit nenm HLA kmacca 1
237; 3) ocratok 2M 8, ocratok Tskenoi nenu HLA knacca I 234; 4) ocratok f2M 10, octaTtok

Tsokenon e HLA knacca I 235; 5) ocrarok 2M 24, octarok Tspkenoit nenn HLA kmacca 1
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236; 6) ocrarok B2M 28, ocrarok Tspkenod nerm HLA xmacca I 232; 7) ocratok 2M 98,

ocratok Tsokenon e HLA xmacca I 192; 8) ocratok 2M 99, ocratok Tskenon nermm HLA
kiacca I 234; 9) ocratok f2M 3, ocrarok Tspkenoit nenn HLA xiacca I 120; 10) ocratok B2M
31, ocratok Tspxenoi nenu HLA knacca I 96; 11) octatok $2M 53, octatok Tskenoit nenn HLA
kiacca I 35; 12) ocratok f2M 60, ocraTok Tskenoi uenu HLA knacca I 96; 13) ocratok 2M
60, ocratok Tspkenor nenn HLA xmacca I 122; 14) ocratok P2ZM 63, ocTaTOK TSDKENOH LEemu
HLA xnacca I 27; 15) octatok P2M Arg3, ocratok Tspkenoin uenu HLA kmacca I Gly120; 16)
ocratok B2M His31, octarok Tsokenon nenun HLA knacca I GIn96; 17) ocratok f2M AspS3,
ocrarok Tsokenoi nenn HLA xmacca I Arg35; 18) octarok f2M Trp60, ocTaToK TSKEION Henu
HLA xnacca I GIn96; 19) ocrarok f2M Trp60, octatok Tspkenoi e HLA knacca I Aspl122;
20) ocratok B2M Tyr63, octatok Tskenoi nenu HLA kmacca I Tyr27; 21) ocrarok B2M Lyso6,
ocrarok Tsokenoi nenn HLA xmacca I Glu232; 22) ocratok B2M GIn8, ocraTok Tskenol menu
HLA xnacca I Arg234; 23) octatok f2M Tyrl0, ocrarok Tsxenoi uenu HLA knacca I Pro235;
24) ocrarok B2M Serll, ocrarox Tspkenod nemm HLA kmacca 1 GIn242; 25) ocratok f2M
Asn24, ocratok Tsokenoi memu HLA kmacca I Ala236; 26) ocrarox B2M Ser28, octatok
Tsokenon nenn HLA xmacca I Glu232; 27) ocrarok B2M Asp98, ocrarok Tspkenoit nerm HLA
knacca I His192; u 28) ocratok f2M Met99, octatok Tsokenon nermm HLA xmacca I Arg234.
Hywmepamus amunokucnor Tsoxenod nenu I'KI'C/HLA knacca I otHocuTest K 3penol TshKenon
neriu I'KI'C/HLA xmacca I Ge3 curnHampHoro mnentupga. Hampumep, B aMHUHOKHUCIOTHOHN
MOCJIEIOBATEILHOCTH, M300paxkeHHOH Ha ¢ur. SA, KOTOpas BKJIIOYAET CHUTHAJBHBIA IENTHI,
Gly120 npencrasnsier coboii Gly144; Gln96 nmpencrasnsier coboii GIn120; u T.1. B HekoTopbix
cnydasx nojunentun B2M conepskut 3ameny R12C, a Tsokenas nens HLA xnacca I compepskur
3ameHy A236C; B TakuX CIy4asix TUCYJIb(uIHas cBsi3b oOpasyercs mexay Cys-12 monmunentuna
B2M u Cys-236 tspxenoit nenn HLA knacca 1. Hanpumep, B HEKOTOPBIX Cilydasix OCTaTOK 236
AMHHOKHUCJIOTHOW  mocyienoBaTenbHOCTH — 3penoro  HLA-A  (to  ecth  ocratok 260
AMHUHOKHCIIOTHOH TIOCJIeIOBATEIbHOCTH, W300paxkeHHoW Ha ¢ur. SA) 3amemen Cys. B
HEKOTOPBIX CIIy4dasix OCTaTOK 236 aMUHOKHCJIOTHOH mocienosarenbHocTd 3penoro HLA-B (to
€CTh OCTaTOK 260 aMUHOKHUCJIOTHOH TOCIIENOBATEIBHOCTH, H300paskeHHOU Ha (ur. SB) 3amemen
Cys. B HeKkoTOpbIX Citydasix OCTaTOK 236 aMUHOKHCJIOTHOMN TMOCienoBaresibHOCTH 3pesoro HLA-
C (To ectp octatok 260 aMUHOKHUCIOTHOH IMOCIENOBATEIbHOCTH, M300paxenHon Ha ¢ur. 5C)
3amemieH Cys. B HekoTopbIx cimydasx ocratok 32 (coorBercTByromui Arg-12 3penoro 2M)
AMHHOKHCIIOTHOH MOCTIEIOBATENBHOCTH, H300pakeHHOH Ha ¢ur. 6, 3amerieH Cys.

B Hekoropelx  ciydasx ~— mojunentux  B2M comepKHT  aMHHOKHCIOTHYIO
MOCJIEIOBATENIbHOCTD: IQRTPKIQVY SRHPAENGKS NFLNCYVSGF
HPSDIEVDLLKNGERIEKVE HSDLSFSKDW SFYLLYYTEF TPTEKDEYAC
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RVNHVTLSQP KIVKWDRDM (SEQ ID NO:61). B HekoropbIx ciy4asx nonunentan 2M
COIEPKUT  aMUHOKHUCIOTHYI0  mocnenoBarenbHOCTh:  IQRTPKIQVY  SCHPAENGKS
NFLNCYVSGF HPSDIEVDLLKNGERIEKVE HSDLSFSKDW SFYLLYYTEF
TPTEKDEYAC RVNHVTLSQP KIVKWDRDM (SEQ ID NO:48).

B Hexoropeix caydasx mnoaunentun Tsokenod uenn HLA  xmacca [ comepskur
AMUHOKHUCJIOTHYIO IOCIEA0BATENBHOCTD!

GSHSMRYFFTSVSRPGRGEPRFIAVGY VDDTQFVRFDSDAASQRMEPRAPWIEQE
GPEYWDGETRKVKAHSQTHRVDLGTLRGYYNQSEAGSHTVQRMYGCDVGSDWRFLR
GYHQYAYDGKDYIALKEDLRSWTAADMAAQTTKHKWEAAHVAEQLRAYLEGTCVE
WLRRYLENGKETLQRTDAPKTHMTHHAVSDHEATLRCWALSFYPAEITLTWQRDGED
QTQDTELVETRPAGDGTFQKWAAVVVPSGQEQRYTCHVQHEGLPKPLTLRWEP (SEQ
ID NO:59).

B wHekoropeix cnydasx mnonunentun Tsokenod uemn HLA  xmacca [ comepskur
AMUHOKHCJIOTHYIO MOCJIEA0BATENBHOCTD!

GSHSMRYFFTSVSRPGRGEPRFIAVGY VDDTQFVRFDSDAASQRMEPRAPWIEQE
GPEYWDGETRKVKAHSQTHRVDLGTLRGYYNQSEAGSHTVQRMY GCDVGSDWRFLR
GYHQYAYDGKDYIALKEDLRSWTAADMAAQTTKHKWEAAHVAEQLRAYLEGTCVE
WLRRYLENGKETLQRTDAPKTHMTHHAVSDHEATLRCWALSFYPAEITLTWQRDGED
QTQDTELVETRPCGDGTFQKWAAVVVPSGQEQRYTCHVQHEGLPKPLTLRWEP (SEQ
ID NO:62).

B wHexoropeix cayudasx mnoaunentun Tsokenod uenu HLA  xmacca [ comepskur
AMUHOKHUCJIOTHYO MIOCJIEIOBATEIbHOCTD !
GSHSMRYFFTSVSRPGRGEPRFIAVGY VDDTQFVRFDSDAASQRMEPRAPWIEQEGPEY
WDGETRKVKAHSQTHRVDLGTLRGAYNQSEAGSHTVQRMYGCDVGSDWRFLRGYHQ
YAYDGKDYIALKEDLRSWTAADMAAQTTKHKWEAAHVAEQLRAYLEGTCVEWLRRY
LENGKETLQRTDAPKTHMTHHAVSDHEATLRCWALSFYPAEITLTWQRDGEDQTQDTE
LVETRPCGDGTFQKWAAVVVPSGQEQRYTCHVQHEGLPKPLTLRWE (SEQ ID NO:50).

B Hexotopeix ciydasx monunentun P2M COOEp:KUT CIeQyIOIyI) aMHHOKUCIOTHYEO
MOCJIEIOBATEIbHOCTD:

IQRTPKIQVY SCHPAENGKS NFLNCYVSGF HPSDIEVDLLKNGERIEKVE
HSDLSFSKDW SFYLLYYTEF TPTEKDEYAC RVNHVTLSQP KIVKWDRDM (SEQ ID
NO:48); u momunentun Tsokenod neru HLA kmacca I MynpTHMEpHOro monumentuaa Iio
HACTOSIIIEMY U300PETEHHIO CONEPKUT CIENYIOIYI0 aAMUHOKHICIIOTHYO MOCIIEI0BATEIbHOCTb:

GSHSMRYFFTSVSRPGRGEPRFIAVGY VDDTQFVRFDSDAASQRMEPRAPWIEQE
GPEYWDGETRKVKAHSQTHRVDLGTLRGYYNQSEAGSHTVQRMYGCDVGSDWRFLR
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GYHQYAYDGKDYIALKEDLRSWTAADMAAQTTKHKWEAAHVAEQLRAYLEGTCVE
WLRRYLENGKETLQRTDAPKTHMTHHAVSDHEATLRCWALSFYPAEITLTWQRDGED
QTQDTELVETRPCGDGTFQKWAAVVVPSGQEQRYTCHVQHEGLPKPLTLRWEP (SEQ
ID NO:62), rne ocratku Cys, KOTOpble INOTYEPKHYTHI M BbIAEIECHbI SKUPHBIM LIPUPTOM,
00pa3yroT AUCyNb(UAHYIO CBSI3b IPYT C APYTOM B MYJBTUMEPHOM IOJIUIETITHIE.

B  HexoToppIXx  ciaydasx — monunentHn — B2M comepKHT  aMHHOKHCIIOTHYIO
HIOCJIEI0BATENbHOCTb!
IQRTPKIQVYSCHPAENGKSNFLNCYVSGFHPSDIEVDLLKNGERIEKVEHSDLSFSKDW
SFYLLYYTEFTPTEKDEYACRVNHVTLSQPKIVKWDRDM (SEQ ID NO:48).

KapxkacHble mojiunenTuabl

Monaynupyromuii T-kiaeTkn My IbTUMEPHBIN MOMUNENTU] BKIOYaeT nonunentun Fc umum
APYTrod MOAXOASAIINN KAPKACHBIN MOJUIIEITHI.

[Tonxopsimue KapKacHbIE MOJHUIETITHIbI BKIFOYAIOT B ce0s KapKacHbIE MOJIHUITENTHIB Ha
OCHOBE aHTHUTEJl U KapKachl HE Ha OCHOBE aHTHTeN. Kapkackl He Ha OCHOBE aHTHUTEN BKJIIOYAIOT,
Harpumep, anpOymuH, nonunentuy XTEN (yanuHeHHBI peKOMOWHAHTHBIN), TpaHC(eppuH,
nojiunentuy peuentopa Fc, smactuHononoOHbIil nomunentun (cMm., HanpuMep, Hassouneh et al.
(2012) Methods Enzymol. 502:215; Hanpumep, MOJUMENTHH, COAEPKALIUHN MEHTANENTHIHYIO
nosropsirornyrocs eaununy (Val-Pro-Gly-X-Gly; SEQ ID NO: 212), rne X npencrasinsier coOoi
moOyr0 aMHHOKUCIIOTY, OTJIUYHYIO OT TIIPOJIMHA), ajbOyMMH-CBSI3bIBAIOLINH MOJHUIIENTH,
IIeIKONoA00HBIN nonunentuy (cM., Hanpumep, Valluzzi et al. (2002) Philos Trans R Soc Lond B
Biol Sci. 357:165) menxononobuno-anacruHononoOueii nonunentun (SELP; cm., Hampumep,
Megeed et al. (2002) Adv Drug Deliv Rev. 54:1075) u Tomy mnomoGHoe. ITomxomsinue
noymnentuasl XTEN BrIIOUaroT, Hampumep, MOJUNenTuabl, packpeitbie B WO 2009/023270,
WO 2010/091122, WO 2007/103515, US 2010/0189682 u US 2009/0092582; cm. Taxxke
Schellenberger et al. (2009) Nat Biotechnol. 27:1186). Ilogxonsinue MOJMUIENTHABI AIbOYMHHA
BKJIFOYAIOT, HAITPUMEP, YEJIOBEYECKHIA ChIBOPOTOUHBIH aTb0YMHUH.

[Monxopsiimue KapKacHbIE MOJUMENTHABI B HEKOTOPBIX CIy4asx MPENCTABISIOT COOOI
NOJIMIMENTHABL, YBEJIMYHBAIOIINE TEPUON TONyBbIBEACHUA. TakuM 00pa3oM, B HEKOTOPBIX
CJIy4asiX MOAXONSALINHA KapKACHBIM MOJHUIENTH YBEIMUUBAECT NMEPUOJ MOJNYBBIBEACHUS il VIVO
(HampuMep, TEpUON TOJNYBBIBENEHHS] M3 CBHIBOPOTKH) MYJBTHMEPHOTO TOJUIENTHAA T10
CPAaBHEHHMIO C KOHTPOJIbHBIM MYJIBTUMEPHBIM TOJHIIENITHIOM, B KOTOPOM OTCYTCTBYET
KapkacHblii monunentun. Hampumep, B HEKOTOPBIX CiIydasX KapKAaCHbIM ITOJUIENTHN
YBEIMYMBAET TEPUON TIOJNYBBIBEACHUS i1 Vivo (HampuMep, NEpHOA TMOJYBbIBEIEHUS B
CBIBOPOTKE) MYJBTHUMEPHOTO IOJUIENTHAA M0 CPAaBHEHUIO C KOHTPOJBHBIM MYJBTHMEPHBIM

NoJIMNnenTua0M, B KOTOPOM OTCYTCTBYET KapKaCHbeI MOJIUMNCIITU A, 1O MEHbIIeH MEpPE MPUMEPHO
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Ha 10%, npu no meHsbluel Mepe npuMmepHo Ha 15%, no MeHblieil Mepe npumepHo Ha 20%, 1o
MeHbllIed Mepe npuMepHO Ha 25%, 1o meHbluell Mepe nmpuMepHoO Ha 50%, mo MeHbIuel Mepe
NPUMEPHO B 2 pa3a, [0 MEHbLIEH Mepe NPUMEPHO B 2,5 pasa, 10 MEHbLIEH Mepe MPUMEPHO B 5
pas, o MeHbIlIel Mepe npuMepHO B 10 pa3 mo MeHblIel Mepe NPUMEPHO B 25 pas, M0 MEHbLIEH
mepe npumepHO B S50 pa3, mo MeHbiueit mepe nmpumepHo B 100 pa3 mim Gonee yem B 100 pas.
Hanpumep, B HEKOTOPBIX Cilydasx noaunentun Fc ysennuuBaeT nepuon noyyBbIBEACHUs il VIVO
(HampuMep, NEpPHOA TONYBBIBEIEHHS B CHIBOPOTKE) MYJbTHMEPHOIO IOJUMENTHAA IO
CPaBHEHUIO C KOHTPOJIbHBIM MYyJBTUMEPHBIM TMOJIUIENTHAOM, B KOTOPOM OTCYTCTBYET
nojunentun Fc, mo menspiueii mepe nmpumepHo Ha 10%, mo MeHblieil Mmepe npuMepHo Ha 15%,
1o MeHblIeil Mmepe npumepHo Ha 20%, 1o MeHblel Mepe npumepHo Ha 25%, 1o MeHbInel Mepe
npumMepHo Ha 50%, 1Mo MeHbleil Mepe MPUMEPHO B 2 pas3a, o MeHbIlel Mepe NpUMepHO B 2,5
pasa, o MeHbIIEW Mepe NIPUMEPHO B 5 pas3, MO MeHblLIel Mepe npuMepHO B 10- kpaTHOCTB, MO
MEHbLIEH Mepe MPHOIM3UTENBHO B 25 pas, MO MEHbLIeH Mepe mpuOnusuTenbHo B 50 pas, mo
MeHbLIel Mepe npudimsuTensHo B 100 pas unn 6osee yem B 100 pas.

Ionunenmuowt Fc

B HekoTOpBIX ciyuasx mepsas W/WIM BTOpas MOJMUIIENTHAHAS LEMb MYJbTHUMEPHOTO
nojunentuaa cogepxut noaunentun Fe. [lonunentun Fc MyapTUMEpPHOro NOIUNENTHIA MOKET
npenctasisith codoit Fc uenoseueckoro IgGl, Fc uenoseueckoro IgG2, Fc yenoseueckoro IgG3,
Fc wuenoseweckoro IgG4 u 1.1, B HekoTophx ciaywasx nonunentun Fc  comepxut
AMUHOKHUCJIOTHYIO TOCJIEIOBATENbHOCTh, MUMEIOLIYI0 IO MeHbluel Mepe npumepHo 70%, mo
MeHblIel Mepe mnpumepHo 75%, mo MeHblnell mepe npumepHo 80%, 1o MeHbluel Mepe
npumepHo 85%, nmo MeHbiueil Mepe npumepHo 90%, nmo MeHbleil Mepe npumepHo 95%, mo
MeHbIel mMepe npumepHo 98%, mo MeHbiuei mepe npumepHo 99% wnn 100% HAEHTHYHOCTH
AMHUHOKHCIJIOTHOHN IOCJIEIOBATEIbBHOCTU OTHOCUTEJIBbHO aMHUHOKHCJIOTHON MOCJEeI0BATEIbHOCTH
obmactu Fc, mzoOpaxkennoit Ha ¢ur4A—C. B HekoTophIx ciydasx oOmacte Fc comepikut
AMUHOKHUCJIOTHYIO TIOCJIEIOBATEIbHOCTh, MMEIOLIYI0 IO MeHblield mepe npumepHo 70%, mo
MeHbIllel Mepe npumepHo 75%, mo MeHbliell mepe mnpumepHo 80%, 1Mo MeHbIeld Mepe
npumMepHo 85%, o meHblel Mepe npuMepHO 90%, 1o MeHbluel Mepe npumepHo 95%, mpu no
MeHblleld Mepe npuMepHo 98%, nmo MeHbluell Mepe npumMepHo 99% unu 100% upeHTHYHOCTH
AMUHOKUCJIOTHOM  TIOCJIEIOBATENbHOCTH ¢  nojunentuaoM Fc  genoseueckoro IgGl,
n300pakeHHbIM Ha ¢ur. 4A. B HEKOTOpBIX ciydasx o0nacte Fc comep:kuT aMHHOKHCIIOTHYIO
MOCJIEIOBATEIbHOCTh, HMEIOIIYID MO MeHblIell Mepe npumepHo 70%, mo MeHblIell Mmepe
npumepHo 75%, mo meHbluel Mepe npumepHo 80%, mo meHbluel Mepe mpumepHo 85%, mo
MeHbled Mepe npumepHo 90%, mo MeHbliell Mepe nmpumepHo 95%, mpu mo MeHblIeH Mepe

npumepHo 98%, no mMesblel Mepe npuMepHo 99% unu 100% naeHTHYHOCTH AMUHOKHUCIOTHOM
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nocienoBatesnbHoCcTH ¢ nonunentuaoM Fe yenosedeckoro IgGl, npencraBieHHbM Ha ur. 4A;
u conepkuT 3ameHy N77; Hanpumep, nonunentun Fc comep:xkut 3ameny N77A. B HekoTOpbIxX
cilydasx MNOJUnenTua Fc comepkUT aMMHOKUCIOTHYHO MOCJIENOBATEIbHOCTb, UMEIOLIYIO IO
MeHbled Mepe npumepHo 70%, mo MeHblIell Mepe HpuMepHO 75%, 1O MeHbIIEH Mepe
npumepHo 80%, mo MeHblueil Mepe npumepHo 85%, mo MmeHsbleil mepe npumepHo 90%, mo
MEHbIIeH Mepe mpuMepHO 95%, mpu mo MeHblIeH Mepe npuonmsuTenabHo 98%, mo MeHblnen
mepe npudbmusuTenbHo 99% mnn 100% HAEHTUYHOCTH aMUHOKHCIOTHON MOCJIeI0BATEIbHOCTH C
noyunentuaoM Fc yenosedyeckoro IgG2, nzoOpakeHHbIM Ha ¢Gur. 4A; HanmpuMep, MOJUMENTH
Fc comepxuT aMUHOKHCIIOTHYIO MOCJIEI0BATENbHOCTD, UMEIOIIYIO 110 MEeHbLIEH Mepe MPUMEPHO
70%, o MeHbIel Mepe mpuMepHO 75%, 1o MeHbIel Mepe npuMepHo 80%, o MeHblIel Mepe
npumepHo 85%, mo meHbinel Mepe npumepHo 90%, mo meHblnel Mepe mpumepHo 95%, mo
MeHbIleld Mepe npuMmepHo 98%, nmo MeHbluell Mepe npumepHo 99% unu 100% uneHTHYHOCTH
AMUHOKHCJIOTHOM IOCJIEOOBATEIbHOCTH ¢ aMUHOKUciaoTamMu 99-325 monunentuga Fc
yenosedeckoro 1gG2, mszobpakeHHoro Ha ¢ur. 4A. B HekoTOphIX ciydasx momunentun Fc
COJZIEP’KUT aMUHOKHCJIOTHYIO IOCIEI0BATEIbHOCTb, UMEIOLIYI0 MO MEHbIlel Mepe MPUMEpPHO
70%, o MeHb1el Mepe nmpuMepHO 75%, 1o MeHbllel Mepe npuMepHo 80%, mo MeHblIel Mepe
npumMepHo 85%, o meHblel Mepe nmpuMepHO 90%, o MeHbluel Mepe npumepHo 95%, mpu no
MeHblIel Mepe npubnusurenbHo 98%, mo MeHblneil Mepe npubnusutensHo 99% wumm 100%
UIEHTUYHOCTH aMMHOKHUCJIOTHONW TMOCJEeNOBAaTENbHOCTH € MOnunentuaoM Fc uenoBedeckoro
IgG3, nzobOpakeHHsIM Ha ¢ur. 4A; Hanpumep, nojunenTtun Fc comepXUT aMUHOKUCIOTHYIO
MOCJIEIOBATEIbHOCTh, MMEIOINYI0 IO MeHblIed Mepe mnpumepHo 70%, mo MeHblIed Mepe
npumepHo 75%, nmo MeHbiueil Mepe npumepHo 80%, nmo MeHbleil Mepe npumepHo 85%, 1o
MeHbIel Mepe npumepHo 90%, mo MeHbliell Mepe mpumepHo 95%, MO MeHbIIel Mepe
npumepHo 98%, no MeHblel Mepe npuMepHo 99% unu 100% HaeHTHYHOCTH AMUHOKHUCIOTHOM
MOCJIEIOBATENIBHOCTH € aMUHOKucioTamu 19-246 nonunentuna Fc dyenoseueckoro IgG3,
mo0paxkerHoro Ha ¢ur. 4A. B HekoropbIx chywasx mnonunentun Fc o comepikuT
AMUHOKHUCJIOTHYIO TIOCJIEIOBATEbHOCTh, MUMEIOLIYI0 IO MeHblueld Mmepe npumepHo 70%, mo
MeHbllle Mepe npumepHo 75%, nmo MeHbliell mepe mnpumepHo 80%, Mo MeHbIeld Mepe
npumMepHo 85%, o meHbluel Mepe nmpuMepHoO 90%, o MeHblel Mepe npumepHo 95%, mpu no
MeHblleld Mepe npuMmepHo 98%, mo MeHbluell Mepe npumMepHo 99% unu 100% uneHTHYHOCTH
AMHMHOKHMCJIOTHON  MOCJENOBaTeNIbHOCTH ¢ nonunentuaoM Fc  denmoBeueckoro  IgM,
npencraBjieHHoro Ha ¢ur. 4B; Hampumep, nomunentun Fc comepKUT aMHHOKHCIOTHYIO
MOCJIEIOBATEIbHOCTh, MUMEIOLYI0 MO MeHblIeil Mepe npumepHo 70%, mo MeHblIel Mepe
npumepHo 75%, mo meHbluel Mepe npumepHo 80%, mo meHbluel Mepe mpumepHo 85%, mo

MeHblled Mepe npumepHo 90%, nmo MeHblell Mepe mpuMmepHO 95%, MO MeHbIIEH Mepe
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npumepHo 98%, no mMesblell Mepe npuMepHo 99% unu 100% uaeHTHYHOCTH AMUHOKHUCIOTHOM
MOCJIEOBATEIPHOCTH C aMUHOKHUCHOoTamMu 1-276 nomunentupa Fc dvenoseueckoro IgM,
npencrasieHHoro Ha ¢ur. 4B. B HekoTophIx cnywasx nonumentan Fc o comepikut
AMUHOKHUCJIOTHYIO TOCJIEIOBATENbHOCTh, MUMEIOLIYI0 IO MeHblueld Mepe npumepHo 70%, mo
MeHblIel Mepe mnpumepHo 75%, mo MeHblnell mepe npumepHo 80%, 1o MeHbluel Mepe
npumepHo 85%, no MeHslIeil Mepe nmpuMepHo 90%, o MeHblel Mepe npuMepHo 95%, mpu no
MeHblnel Mepe npumepHo 98%, mo menblneidi Mmepe npumepHo 99% wnm 100% waeHTUYHOCTH
AMUHOKHCIIOTHOH  TOCHENOBaTeJIbHOCTH ¢  monunentunoM Fc  genoeweckoro  IgA,
npencraBieHHblM Ha ¢ur. 4C; Hanpumep, nojunenTHn Fc COmepKUT aMHHOKHCIOTHYIO
MOCJIEIOBATEIPHOCTh, HUMEIOIIYI) MO MeHblnell Mepe npumepHo 70%, mo MeHblnel Mmepe
npumepHo 75%, mo meHblnell Mepe npumepHo 80%, mo meHbluel Mepe npumepHo 85%, mo
MeHble Mepe npumepHo 90%, nmo MeHbliell Mepe mnpumepHo 95%, Mo MeHbIed Mepe
npumMepHo 98%, no mMeHbluell Mepe npuMepHo 99% unu 100% uaeHTHYHOCTH AMUHOKHUCIOTHOM
MOCJIEIOBATENBHOCTH € amuHokucioramu 1-234 nonunentuna Fc  denosedeckoro IgA,
npencrasieHHoro Ha ¢ur. 4C.

B Hekorophix caywasx nosnunentun Fc, DpHUCYyTCTBYHOWUNA B MYJBTUMEPHOM
HOJIMIIENTHE, COAEPIKUT aMUHOKHCIIOTHYIO TOCIIEA0BATEIbHOCTD, N300paskeHHy 0 Ha ¢ur. 33A
(Fc uenoseueckoro IgGl). B Hekoropeix ciydasx nojunentun Fc, mpucyTcTByrommii B
MyJbTUMEPHOM TMOJMIENTHAE IO HACTOSLIEMY PAaCKpPBITHIO, COAEPKUT aMHUHOKUCIOTHYIO
NIOCJIEIOBATENBHOCTD, N300paxkeHHyt0 Ha ur. 33A (Fc uenoseueckoro IgG1), 3a uckmodenuem
3aMeHbl N297 aMMHOKUCIOTOM, OTIMYHON OT acmnaparvHa. B HEKOTOPBIX Cilydasx MOJUNENTHN
Fc, mpucyTcTByOmuil B MyJITUMEPHOM MOJUIENTHE MO HACTOSALIEMY PACKPBITUIO, COAEPIKUT
AMUHOKHCJIOTHYIO MOCJIE0BATEIbHOCTD, n300paxkeHHyto Ha ¢ur. 33C (Fc yenoseueckoro IgGl,
comepkauuii 3amMmeHy N297A). B HEKOTOpPBIX cly4asx nmojunentun Fc, MpUCYTCTBYIOLIHMHA B
MyJIbTUMEPHOM TMOJIMIIENITHAE IO HACTOSLIEMY PAaCKPBITHIO, COIEPKUT aMUHOKHCIOTHYIO
NIOCJIEIOBATENbHOCTD, N300paxkeHHyr0 Ha ¢ur. 33A (Fc yenoseueckoro IgG1), 3a uckmoyeHuem
3amMeHbl 1.234 aMUHOKHMCIIOTOH, OTJIMYHOMN OT JieliuHa. B HeKoTOphIx ciaydasx nojunentun Fc,
NPUCYTCTBYIOLIUI B MYyJBTUMEPHOM MOJUIENTHAE IO HACTOALIEMY PACKPBITUIO, COAEPKUT
AMUHOKHCIIOTHYIO TOCJIEOBATeIbHOCTh, u300pakeHHyro Ha ¢ur. 33A (Fc dyenoBedeckoro
IgG1), 3a uckimodenneM 3aMmenbl L.235 aMUHOKUCIOTOM, OTJIMYHOW OT JIeWnHA. B HEKOTOPBIX
ciydasx nojaunentun Fc, mpucyTcTBYrOLIMI B MyJbTUMEPHOM IOJIUIIENTHAE MO HACTOSIIEMY
PACKPBITHIO, CONEPKUT aMHUHOKHUCJIOTHYIO TMOCIEIOBATEIBHOCTh, U300pakeHHyo Ha ¢ur. 33D
(Fc uenoseueckoro IgGl, comepxxammii 3ameny L234A u 3ameny L235A). B HekoTophIx
ciydasx nojaunentun Fc, mpucyTcTBYrOUIMI B MyJbTHMEPHOM MOJIUNENTHAE MO HACTOSIIEMY

PACKPBITHIO, COIEPKUT aMHUHOKHUCJIOTHYIO TMOCJIEAOBATEIbHOCTh, H300pakeHHYI0 Ha ¢ur. 33A
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(Fc ugenoseueckoro IgGl), 3a wuckimoueHneMm 3amenbl P331 aMHUHOKHCIOTOH, OTJIMYHON OT
NPOJIMHA;, B HEKOTOPBIX CIydasx 3aMeHa IpencTaBisieT coboi 3ameHy P331S. B HexoTopbIx
ciyvasix nojunentup Fc, mpuCyTCTBYHOIUN B MyJbTHUMEPHOM MOJUIENTUAE MO HACTOSALIEMY
PACKPBITHIO, COAEPKUT aMHUHOKHCIIOTHYIO ITOCIIENOBATENbHOCTD, N300pakeHHYI0 Ha ¢ur. 33A
(Fc uenoseueckoro IgGl), 3a wuckmouenmem 3ameH B 1234 u L1235 amuHOKHCIOTaMH,
OTJIMYHBIMM OT JieHuuHAa. B HEKOTOphIX caywasx mnoaunentun Fc, NpucyTCTBYHOIMN B
MyJBTUMEPHOM MOJMIENTUAEC IO HACTOSLIEMY PAaCKPBITHIO, COHEPKUT aMHHOKUCIOTHYIO
NIOCJIEIOBATENBHOCTD, N300paxkeHHyro Ha ¢ur. 33A (Fc yenoseueckoro IgG1), 3a uckimoueHuem
zameH B L1234 wu L235 aMuHOKHCIOTaMH, OTJWYHBIMH OT JehunHa, W 3amMeHsl P331
AMUHOKUCJIOTOW, OTJIIMYHONH OT mnponuHa. B HekoTophIx ciydasx nojunentun Fc,
NPUCYTCTBYIOIIMA B MYJBTUMEPHOM IOJUIENTHAE MO HACTOSINEMY PACKPBITHIO, COAEPKUT
AMHUHOKHCIIOTHYIO MOCJIE0OBATEIbHOCTD, 300paxkeHHyto Ha ¢ur. 33B (Fc uenoseueckoro IgGl,
comepxkammii 3ameHbl L234F, L235E u P331S). B Hekoropex cnydasx mnomunentun Fc,
NPUCYTCTBYIOLINHA B MyJIBTUMEPHOM TOJHIIENITHE, TpencTasiser codor momunentun Fe IgGl,
KOTOpBII cofepskuT 3amenbl L234A u L235A.

JInnkepol

My nbTUMEpHBIN MOJUMENTH]] MOXKET BKJIIOUATh JIMHKEPHbIE MENTH/IbI, PACTIOJIOXKEHHBIE,
Hanpumep, Mexnay osmuronoM u nogunentuaoM ['KI'C;, mexny nomunentunom I'KI'C u
UMMy HOMOIY JIUpYOLIUM nosnunentuaoM; Mexxay noiaunentuaom I'KI'C u nomunentunom Fe Ig;
MEXy NMEpPBbIM MMMYHOMOAYJIUPYIOLIUM MOJUIENTUAOM U BTOPBIM MMMYHOMOAYJIUPYOLINM
NOJUNENTUAOM, WIM MEXAY BTOPbIM HMMYyHOMOAYJUPYIOLIUM MOJUNENTUIAOM U TPETbUM
UMMy HOMOJY JIUPY FOLIIUM TTOJIUIIENTUIOM.

Hampumep, MyJIbTHUMEpHBIM MOJUNENTHI MOXKET BKJIIOYATh JIMHKEPHbIE MENTUABI,
pacnosoXeHHble, HarpuMep, Mexxay snurornoM u nonunentuaoM ['KI'C; mexay monunentuiom
I'KI'C wu wuMMyHOMOAyIMpYMOIIMM nojunentunoMm, Mexay noiunentugom I[KI'C wu
nonunentuaoM Fe Ig, mexny nepsbiM BapuaHToM nojunentuaa IL-2 m BTOpeIM BapuaHTOM
nonunentuaa IL-2; wnn Mexxay BTOpBIM BapuaHTOM nojunentuaa IL-2 u Tpereum BapuaHTOM
nomunentuaa IL-2. B kadectBe aApyroro mnpumepa, MyJBTUMEPHBI IOJUIENTHI MOXKET
BKJIFOYATh JIMHKEPHbIE NENTUABL, PACHOJIOKEHHBbIE, HANpUMEpP, MEXIy OJOMNUTONOM U
nojunentugom I'KI'C;, wmexay nomunentuaom IKI'C u  uMMyHOMOAyJIHpYHOLIMM
nojgunentuaom;, Mexay noaunentuaom I'KI'C u nonunentunom Fc Ig; mexay mnepBbiM
BapuanToM nosmnentuga 4-1BBL u BropeiM BapuanTom nosmunentuna 4-1BBL; wnin mexny
BTOPBIM BapuaHTOM nosunentuaa 4-1BBL u tpersum Bapuantom nonunenruzaa 4-1BBL.

ITonxopsimue JUHKEpbI (TaKke Ha3blBaeMble «CIrelicepaMu») MOIYT ObITh JIETKO

BbI6paHbI U MOIr'yT UMETb .]'IIO6YIO U3 psaaa NoAXOAAINX JJIUH, TAKUX KaK OT 1 aMHHOKHCIOTHI a0
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25 aMUHOKHUCJIOT, OT 3 aMUHOKHUCJOT A0 20 aMUHOKMUCJIOT, OT 2 aMUHOKHUCJIOT KHUCJIOT A0 15
AMUHOKHUCJIOT, OT 3 70 12 aMUHOKHUCJIOT, B TOM yuciie ot 4 1o 10 amMHUHOKUCHOT, OT 5 110 9
AMUHOKHUCJIOT, OT 6 A0 8 aMMHOKHUCJIOT WiaH OT 7 10 8 aMuHOKUCIOT. Ilogxopsmuin nuHKep
moxer umetsb 1,2,3,4,5,6,7,8,9,10, 11, 12, 13, 14, 15, 16, 17, 18, 19, 20, 21, 22, 23, 24 unu
25 aMMHOKUCIIOT B JJIMHY.

K mnpumepam nuHKEpOB OTHOCATCA mnojuMepbl runuHa (G)n, TIIMLIUH-CEPHHOBBIE
nojiumepbl (BiJrovast, Hanpumep, (GS)y, (GSGGS)n (SEQ ID NO:210) u (GGGS)s (SEQ ID
NO:211), rme n mpexcraBisieT COOOH LeNOe YHCIO MO MEHbIIEH Mepe OIMH), TJIHMLUH-
AJIAHUHOBBIC TOJHMEpPbI, AJAHHH-CEPUHOBBIC TMOJHMEPBI, a TakKXKe APyrue TUOKUE JHHKEPHI,
U3BECTHBIE B JMaHHOH oOnacTu. MoryT ObITh MCHOJIB30BAHbI TOJHMEPHl TNIMIUHA W TJIHLHH-
cepuHoBble monuMepel, Gly u Ser o0e SBISAIOTCS OTHOCHTEIBHO HECTPYKTYPHPOBAHHBIMHU,
MO3TOMY MOTYT CIY>KHTh HEHTPaJbHBIM COEIWHEHHEM MEXIy KOMIIOHEHTaMH. MoryT ObITh
UCIIOJIb30BaHbl MMOJUMEPhl T[JIMLWHA, T[JIHLAH TOJy4YaeT 3HAYUTENbHO Oojbine ¢u-mcu
NPOCTPAHCTBA, YE€M JaXK€ aJaHWH, W 3HAYUTEJIbHO MEHEe OrPaHHYeH, YeM OCTaTKu ¢ Oonee
IMHEBIME OokoBbIMHU LieTsiMU (cM. Scheraga, Rev. Computational Chem. 11173-142 (1992)).

[Ipumepsl JIMHKEPOB MOTYT COAEpPXKaTb AMHHOKHCJIOTHBIE IIOCJIENOBATENBbHOCTH,
BKJIIOYas, HO He orpannumBaschk umu, GGSG (SEQ ID NO:65), GGSGG (SEQ ID NO:66),
GSGSG (SEQ ID NO:67), GSGGG (SEQ ID NO:68), GGGSG (SEQ ID NO:69), GSSSG (SEQ
ID NO:70) u um nonobusie. [Ipumeps! THMHKEPOB MOTYT BKItO4UaTh, Hanpumep, Gly (Sers) n, raoe
n pasuo 1, 2, 3, 4, 5, 6, 7, 8, 9 unu 10. B HEKOTOPBIX Cly4asX JHUHKEP COAEPIKUT
AMHHOKHUCIIOTHYIO Tnocienosarenbhocth (GSSSS)n (SEQ ID NO:71), rme n paBuo 4. B
HEKOTOPBIX CIIy4asix JJMHKEP COAEP>KUT aMUHOKUCIIOTHY10 nocienosarenbHocTh (GSSSS)n (SEQ
ID NO:72), rtne n paBHO 5. B HEKOTOpBIX CJy4asx JIMHKED COAEPKUT aMUHOKHUCIOTHYIO
nocnenosatenbHOCTh (GGGGS)n (SEQ ID NO:205), roe n paBHo 1. B HEKOTOpBIX ciydasx
JIMHKEP COAEP KUT aMHHOKUCIIOTHYIO nocienosarenbHocTh (GGGGS)n (SEQ ID NO:206), rae n
paBHO 2. B HEKOTOPBIX Cilydasx JUHKEP COIAEPKUT aMHUHOKHCIIOTHYIO TOCJIEAOBATENIEHOCTD
(GGGGS)n (SEQ ID NO:207), tme n paBHO 3. B HEKOTOpBIX Ciy4asix JUHKEP COHEPIKUT
aMUHOKHCIIOTHYIO mocienoBatenbHocTh (GGGGS)n (SEQ ID NO:208), rme n pasHo 4. B
HEKOTOPBIX CIIydasiX JIMHKEP COMEPKUT aMHHOKHCIOTHYI0 mocienosarenbHoctb (GGGGS)n
(SEQ ID NO:209), roe n paBHO 5. B HEKOTOPBIX CIIyHasX JIUHKEP COAEPIKUT AMHHOKHCIOTHYIO
nocnenosarenbHocTh AAAGG (SEQ ID NO:73).

B HexkoTOpBIX cCiy4dasx JIMHKEPHBIA MOJMNENTUA, NPUCYTCTBYIOIIUA B IEPBOM
NOJIMIENTHAE MYJbTUMEPHOrO TMOJHIENTHAA IO HACTOALIEMY H300PETEHHIO, BKJIIOYAET
LIMCTENHOBBIM OCTATOK, KOTOPBIH MOXET 00pa30BbIBaTh MUCYJIb(PUIHYIO CBSA3b C LIUCTEUHOBBIM

OCTAaTKOM, IMNPUCYTCTBYKOIIMM BO BTOPOM IMNOJUNCNOTHUAC MYJIbTUMEPHOIO MNOJUIICIITUAA II0
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HacTosIeMy M300peTeHnio. B HEKOTOPBIX cllydasix, HanpuMep, MOAXOASIINHA JIHHKEP CONEPIKUT
amuHOKHCIOTHYI0 TiocnenoBarebHOCTE GCGASGGGGSGGGGS (SEQ ID NO:74).

INUTONBI

Onuton (MenTua, NPe3eHTYIMNUNA OUH WM HECKOJIBKO SMUTOIOB), MPUCYTCTBYIOIUI B
MyJIbTUMEPHOM TOJMIENTHAE IO HACTOALIEeMY HW300PETeHHI0, MOXET HMeTh MJIMHY OT
NpUMEPHO 4 aMHUHOKUCIIOT A0 MPUMEPHO 25 aMUHOKHCIIOT, HAIpUMeEp, SIUTON MOXET UMEThb
IMHY OT 4 aMuHOKHUCIOT (ak) 1o 10 ak, ot 10 go 15 ak, ot 15 go 20 ak wiu ot 20 go 25 ak.
Hanpumep, »>muTOn, NPUCYTCTBYIOLIMA B MYJbTHMEPHOM TMOJHIICNITHAE IO HACTOSIIEMY
U300pETEHHIO, MOXKET UMETh JUIMHY 4 aMUHOKHUCIIOTHI (aK), 5 ak, 6 ak, 7, ak, 8 ak, 9 ak, 10 ak, 11
ak, 12 ak, 13 ak, 14 ak, 15 ak, 16 ak, 17 ak, 18 ak, 19 ak, 20 ak, 21 ak, 22 ak, 23 ak, 24 ak unu 25
ak. B HEKOTOpBIX CiydasX SMHTOI, MPUCYTCTBYIOIIMHA B MyJbTHMEPHOM MOJHUMENTHAE II0
HACTOSIIEMY H300PETeHUI0, HMEET JUTMHY OT 5 aMHUHOKHCIOT 10 10 aMHHOKUCIIOT, Hanpumep, 5
ak, 6 ak, 7 ak, 8 ak, 9 ak wnm 10 axk.

OnuTon, TNPUCYTCTBYIOIIMHA B  MYJIBTUMEPHOM IMOJUNENTHAE IO HACTOSLIEMY
n300peTeHno, crenupruIecku CBsi3aH ¢ T-KJIETKOH, TO €CTh, 3MUTON CHeUU(pUIECKH CBSI3aH C
snuron-crenuduaeckord  T-xnerkoil. Dmmron-cnenmpuueckas T-kieTka CBSI3BIBAET SIHTOTL,
UMEIOIIUI 3TAIOHHYI0 aMHUHOKHCIIOTHYIO TOCJIE€OBATEIbHOCTD, HO 110 CYIIECTBY HE CBSI3BIBAET
SIUTOIN, KOTOPBIH OTJIMYAeTCs OT OSTAJIOHHOH aMMHOKHCIOTHOW —IIOCHIENOBATEIbHOCTH.
Hanpumep, snuton-crienuduueckas T-kieTka CBA3BIBAET 3MUTOIN, HMMEIOLIMHA 3TaJOHHYIO
AMMHOKHCIIOTHYIO TIOCJIE€IOBATENIbHOCTb, U CBS3BIBAET JIUTON, KOTOPBIA OTJIMYAETCs OT
STAJOHHOM AaMUHOKHCIOTHOH IOCHENOBATENIbHOCTH, €CIM BOOOILIE €ero CBsI3BIBAET, C
apdunHOCTBIO MeHee yeM 10°¢ M, menee yem 10° M umu menee wem 10 M. Dmuron-
cneuuduueckas T-KJIeTKa MOXKET CBSI3bIBATH SIHUTOMN, K KOTOPOMY OHa crneuupuvHa, C
adpduHHOCTBIO N0 MeHblel Mepe 107 M, no meHbmieii mepe 10® M, no menbineii mepe 10° M
unu He Menee 10710 M.

[Momxopsimue SOUTONBI  BKJIIOYAKOT, HO HE OrPAaHUYUBAIOTCS WMH, 3THTOIIBI,
NPUCYTCTBYIOLINE B AaHTUTEHE, CBA3aHHOM C pakoM. CBsI3aHHBIE C PAKOM aHTUTC€HBI BKJIFOYAIOT,
HO HE OrPaHWYMBAIOTCS MMM, o-(onaTHbI peuentop; kapboanruapasy IX (CAIX), CDI19;
CD20; CD22; CD30;,; CD33; CD44v7/8, xapumHoaMmOpuoHanbHbii aHTHreH (CEA);
snurennanbHblil  rmkonporenH-2 (EGP-2); snurtenuanehbiii  rmukonporens-40 (EGP-40);
oenok, ces3pBatomuil posar (FBP); deranbHbili aneTHIXOJIUHOBBIA PELENTOP, TAaHTJTHO3UIHbIHI
anrureH GD2; HER2/Neu; IL-13R-a2; nerkyro nenb kanmna;, LeY; MoekyTy KI€TOYHOU aare3un
L1; accouuupoBanubiii ¢ menmaHomoii antureH (MAGE); MAGE-A1; mesorennn; MUCI;
murannel NKG2D; onkogeranbhpiii antured (h5T4); aHTUreH CTBOJNOBBIX KJIETOK MPOCTAThI

(PSCA); mnpocrar-cienudpuueckuii mMemOpanHbIli antureH (PSMA); accouuupoBaHHBIH C
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omyxonbto riukonporend-72 (TAG-72); u peuentop-2 ¢daxTopa pocTa 3HIOTENUS COCYIOB
(VEGF-R2). Cwm., Hanpumep, Vigneron et al. (2013) Cancer Immunity 13:15; u Vigneron (2015)
BioMed Res. Int’l Article ID 948501. B HEKOTOpBIX Cly4dasx SMUTOI NPEACTaBIsAET COOOM
snuton aHtureHa E7 Bupyca manmuuiomMbl 4esioBeka, cM., Hampumep, Ramos et al. (2013) J.
Immunother. 36:66.

B HexoTopbIX ciywasx snuron mnpezacrasisier codoin HPVI6E7/82-90 (LLMGTLGIV;
SEQ ID NO:75). B HekoTopbIX cjy4asx »muTon mpeactasiser cobdoii HPV16E7/86-93
(TLGIVCPI; SEQ ID NO:76). B HeKOTOpBIX CJy4asXx OSIHTON NPEACTaBIsieT CoOOH
HPV16E7/11-20 (YMLDLQPETT; SEQ ID NO:77). B HeKkOTOpBbIX Cjy4asiXx 3IUTOI
npencrasisier coboii HPVIGE7/11-19 (YMLDLQPET; SEQ ID NO:78). Cwm., Hampumep,
Ressing et al. ((1995) J. Immunol. 154:5934) nns NOMOSHHUTENBHBIX MOAXOASILINX STHTOIOB
IBY.

HNmmyHOMoOAy IUpYOIIHE MOJIHENTHADI

Ilopxondume  UMMYHOMOIYJUPYIOIIME  MOJUIENTUABl  BKJIIOYAOT, HO  He
orpaHnunBaroTcs uMmu, nomunentun IL-2, nomunentun 4-1BBL, nomunentun B7-1;
nommnentun B7-2, momunentuxn ICOS-L, momunentun OX-40L, nomumentuny CDS8O,
noymmnentun CD86, monunentun PD-L 1, momunentun FasL u noaunentux PD-L2.

B HexkoTOppIX  clydasix =~ MMMYHOMOIYJHUPYIOLIUN  TOJUIENTUI  COAEPIKUT
AMUHOKHUCJIOTHYIO TMOCJIEIOBATEIbHOCTD, UMEIOIYI0 TTO MeHbluel Mepe 80%, mo MeHblIel Mepe
85%, no menbiueit mepe 90%, no Menbiueit mepe 95%, no menbiie Mepe 98%, Mo MeHbIIEH
mepe 99% unmu 100% HaeHTUIHOCTh AMUHOKHCIIOTHOMN MOCJIE€A0BATENBHOCTH C AMUHOKHCIIOTHOM
TIOCJIeI0BATENIbHOCTHIO nosumentuaa PD-L1, nzobpaxennoro na gur. SOA nnu ¢ur. SOB.

B HekoTOphIX  Cciliydyasx ~— UMMYHOMOXYJUPYIOIIUH  TOJMIENTHA  COAEPKUT
AMUHOKUCIIOTHYIO TOCJIEIOBATEIbHOCTD, UMEIOIYI0 TI0 MeHbluel Mepe 80%, mo MeHbIel Mepe
85%, mo menbiueit mepe 90%, mo Mmenblueit Mepe 95%, nmo menbie mepe 98%, Mo MeHbIIeH
mepe 99% unu 100% naeHTHYHOCTh AMUHOKHCIIOTHON MOCIEA0BAaTEIbHOCTH C aMUHOKHUCIOTHOM
nocaenoBatenbHOCTHIO onunenTraa CD80, uzobpaxkennoro Ha ¢ur. S1.

B HexkoTOppIXx  Clydasix =~ WMMYHOMOXYJHPYIOIIUNA  TIOJUMENTHI  COHAEPIKUT
AMUHOKHUCJIOTHYIO TIOCJIEIOBATEIbHOCTD, UMEIOIYI0 TI0 MeHbluel Mepe 80%, mo MeHblei Mepe
85%, mo menbineit mepe 90%, mo menbIueit mepe 95%, no menbie mepe 98%, Mo MeHbIIEH
mepe 99% unu 100% naeHTHYHOCTh AMUHOKHUCIIOTHON MOCIEA0BATEIbHOCTH C AMUHOKHUCIOTHOM
nocienosarenbHocThio nonunentuna ICOS-L, n3obpaxkenHoro Ha ¢ur. 51.

B HexkoTOppIXx  clydasix =~ MMMYHOMOIYJHUPYIOLIUN  TOJUIENTHI  COHAEPIKUT
AMUHOKHUCJIOTHYIO TMOCJIEIOBATEIbHOCTD, UMEIOIYI0 TTO MeHbluel Mepe 80%, mo MeHblIel Mepe

85%, no menbiueit mepe 90%, no Mmenbiueit mepe 95%, no menbie mepe 98%, Mo MeHbLIEH



44

mepe 99% unu 100% naeHTHYHOCTh AMUHOKUCIIOTHON MOCIEA0BATEIbHOCTH C AMUHOKHUCIOTHOM
nocienosatenbHOCThIO nounentraa OX40L, n3obpaxenHoro Ha ¢ur. 53.

B HekoTOpBIX  Cilydyasx  HUMMYHOMOAYJUPYIOIUMN  TMOJMIENTUA  COAEPKUT
AMUHOKHUCJIOTHYIO MOCJIEIOBATEIbHOCTD, UMEIOIYI0 TI0 MeHbluel Mepe 80%, mo MeHblIel Mepe
85%, o menblueit Mepe 90%, no meHbieit Mepe 95%, o MmeHbineit Mmepe 98%, Mo MeHbLIeH
mepe 99% unmn 100% HaeHTUIHOCTh AMUHOKHCIIOTHOMN MOCJIEA0BATENBHOCTH C AMUHOKHCIIOTHOM
TIOCJIeIOBATENbHOCTRIO nojunenTiaa PD-L2, nzobpaskenHoro Ha ¢ur. 54.

B HekoTOphIX  Cciliydyasx ~— UMMYHOMOXAYJUPYIOIIUN  TOJMIIENTHA  COAEPKUT
AMUHOKHUCJIOTHYIO TOCJIEIOBATEIbHOCTD, UMEIOIYI0 TT0 MeHbluel Mepe 80%, mo MeHbIel Mepe
85%, mo menbiueit mepe 90%, mo Mmenblueit mepe 95%, no menbiei mepe 98%, Mo MeHbIIEH
mepe 99% unu 100% naeHTHYHOCTh AMUHOKHCIIOTHON MOCIEA0BATEIbHOCTH C AMUHOKHUCIOTHOM
nocyIeIoBaTeNbHOCTRIO nounenTraa CD86, nzobpakenHoro Ha ¢ur. 55.

B HekoTOphIX  Cciliydyasx ~— UMMYHOMOJAYJUPYIOIMUNH  TMOJMIENTHA  COAEPKUT
AMUHOKHUCJIOTHYIO TIOCJIEIOBATEIbHOCTD, UMEIOIYI0 TI0 MeHbluel Mepe 80%, mo MeHblei Mepe
85%, mo menbineit mepe 90%, nmo Mmenblueit mepe 95%, no meHbie mepe 98%, Mo MeHbIIEH
mepe 99% unu 100% naeHTHYHOCTh AMUHOKUCIIOTHON MOCIEA0BATEIbHOCTH C AMUHOKHUCIOTHOM
nocienosatenbHocThI0 nounentrna FAS-L, nsobpaxennoro Ha ¢ur. 56.

B HekoTOpBIX clyudasx HMMMyHOMOAYJUPYIOLIUI MOJUNENTUA, NPUCYTCTBYIOLIUN B
synTac, mnposiBiser NOHWKEHHY0  ap@UHHOCTb  CBS3BIBAHUS C  PACIIO3HAHHBIM
KOMMMYHOMOJYJIUPYIOLUM MOJUIENTHAOM, 3KCIPECCUPOBAHHBIM HA MOBEPXHOCTU T-KIETKH,
IO CPaBHEHUIO C ap(PUHHOCTHIO CBA3BIBAHUS UMMYHOMOIYJHPYIOLIErO MOJUNENTHIA JTUKOTO
TUMNA JUIs1 TOTO K€ PACMO3HAHHOIO KOMMMYHOMOZYJHUPYIOLIEro MoJunentuaa. B HekoTopbx
ciaydasx, koraga synTac comgepKUT HMMMYHOMOAYJUPYIOIIUA TMOJUNENTHA ¢ TOHWUKEHHON
apdunrHOCTBIO, TONHUMENnTUR SynTac TMPOSIBISET MOHIKEHHOE CBSI3bIBAHUE C PACIO3HAHHBIM
UMMYHOMOJYJIUPYIOLIUM TIOJMIIENITUAOM, SKCIPECCUPYEMbIM Ha MOBEPXHOCTH T-KIETKU.
Hanpumep, B  HEKOTOpBIX  cay4dasx  pojunentun — synTac,  KOTOpBIH — COAEP>KUT
UMMy HOMOJY IUPYFOIIUH TIOJHUIIENTH]] C TOHKEHHOH ah(pHMHHOCTHIO, CBSI3BIBAET PACTIO3HAHHBIN
KOMMMYHOMOAYJUPYIOIUN moaunentun ¢ ap@UHHOCTBIO CBS3BIBAHHS, COCTABISIOIIECH I10
MmeHbiel mepe 10%, no menbiueii Mepe 15%, no menbiueit Mepe 20%, no MeHbliel mepe 25%,
no Mmesblueil Mepe 30%, no menblueil Mepe 35%, no mensiueil Mepe 40%, Mo MeHbIIEH Mepe
45%, a Taxxe mo MeHblned mepe Ha 50% MeHblIe, MO MeHbIIelH Mepe Ha 55% MeHblue, 1Mo
MeHblel Mepe Ha 60% MeHbllle, 0 MeHbIIeH Mepe Ha 65% MeHblie, o MeHblIel Mepe Ha 70%
MeHbllle IO MeHbllel Mepe Ha 75% MeHblle, o MeHbluell Mepe Ha 80% MeHblle, IO MEHbLIEH
Mepe Ha 85% MeHblie, 1o MeHbluel Mepe Ha 90% MeHblle, 0 MeHblIeld Mepe Ha 95% MeHblile

wnu Oonee yeM Ha 95% meHble ad(UHHOCTH CBSI3bIBAHUS KOHTPOJIBHOrO nosnumnentuaa synTac,
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coJiepsKallero JUKUH MMMYHOMOJYJIUPYIOUUN MOJIUMNENTH I TUMA AJi TOrO XK€ POACTBEHHOIO
MMMYHOMOJY IUPYIOLIEro NOJUNEeNTH A,

Onpenenenue apGUHHOCTH CBSI3bIBAHUSA

AQOUHHOCTD CBSI3BIBAHUS MEXAY HMMYHOMOAYJUPYIOIIMM TIOJUNENTUAOM M €ro
PacnO3HAHHBIM KOUMMYHOMOYJIMPYIOIIUM MOJUIENTHAOM MOXET OBIThb ONpeneNeHa C
nomMoupo  OuocnoitHoit  uHTepdepomerpun  (BLI) ¢ MCHONIB30BaHHMEM — OYHUINEHHOTO
UMMy HOMOJTY IUPYFOILETO MOJIMIIENITUIA u OYHILEHHOTO PacIoO3HAHHOTO
KOMMMYHOMOZYJHpyIomero mnonunentunaa. AQQUHHOCTh CBs3bIBaHUS Mexny synTac mo
HACTOSIIEMY H300PETEHHIO U €ro Pacrno3HAHHBIM KOUMMYHOMOYJIUPYIOIIMM IOJIUIENTHAOM
TaKXKe MOXKET ObITh ompeneneHa ¢ momolnbio BLI ¢ ucnonp3oBanneM ounmeHHoOro synTac u
PaCMO3HAHHOTO KOMMMYyHOMOAyupyoiero nojgunentraa. Crnocodsr BLI xopomo u3BecTHbI
CHeLMaINCTaM B TaHHOH oOnact Texaukn. Cum., Hanpumep, Lad et al. (2015) J. Biomol. Screen.
20(4):498-507, u Shah and Duncan (2014) J. Vis. Exp. 18:e51383. Cneuuduueckue u
OTHOCUTENbHBbIE a(pPUHHOCTH CBS3bIBAHMS, OIMCAHHbIE B HAHHOM PACKPBITUH, MEXAY
UMMYHOMOJYJIUPYIOLIUM TOJMIENTUAOM H €ro paclo3HaHHbIM HMMMYHOMOYJIUPYOLINM
NOJUNENTUAOM UM Mexay synTac M ero pacno3HaHHBIM HMMMYHOMOZAYJIUPYIOLINM
MOJIMIIENITHOM MOTYT OBITh OTIPENEJIEHbI C UCTIONb30BAHUEM CIEAYIOIUX MPOLEaYp.

Hns  omnpenenenuss apUHHOCTH CBA3bIBaHUS Mexay synTac mo Hacrosmemy
M300pETEHNI0O M €ro PaclOo3HAHHBIM KOWMMYHOMOAYJHUPYIOLIMM TOJUIENTHAOM MOXET OBITh
BoinmoiHeH aHanu3 BLI ¢ ucnonp3oBanmem mnpudopa Octet RED 96 (Pal FortéBio) wm
aHAJOTUYHOrO mpudopa, Kak ykazaHo Hmke. st ompenenenus apduHHOCTH CBSI3BIBAHHSA
Moaysmpyromero T-KiIeTku MyJIbTUMEpPHOro nonunentuna (Hampumep, synTac mo Hacrosmemy
U300PETEHHI0 MJIM KOHTPOJIBHOTO MOIYJHUPYIOIEro T-KJIETKU MYJIbTUMEPHOTO MOJHIENTHIA
(tme KOHTPONBHBIA MOAYJIUPYIOIUN T-KIETKH MyJIbTUMEPHBIH MOJUMENTH CONEPIKUT
UMMYHOMOJYJUPYIOIIUNA  TMOJHUIENTHX  OUKOTO  THIA)), MOAyJupyromud  T-kieTku
MYJIBTUMEPHBIA TMOJIMNENTHA HUMMOOWJIM3YIOT Ha HEPaCTBOPHMOM HocuTelne («KOHOCEHCOpY).
NMMOOMIN30BaHHBI  MOAYJIHPYIOUMA T-KI€TKH MyJIbTUMEPHBIA TOJHUIENTH SIBISETCS
«MUIIEHBIO». HMMMmoOunm3amusi MOkeT ObIThb OCYIIECTBJICHa MyTeM HUMMOOMIU3ALUU
3axXBaTbhIBAIOLIET0 AHTUTENAa HA HEPacTBOPUMOM HOCHUTeNe, TI'Jleé 3axBaTbIBAalOllee AaHTUTEJIO
uMMobunm3yer  moayiupyromuii  T-knerkm  MynbTUMepHBIH  mojunentun.  Hampuwmep,
UMMOOMJTH3AIIHS] MOKET OBITh OCYINECTBJICHA MyTeM UMMOOUITN3aLU aHTUTeN K Fc (Hampumep,
k yenosedeckoMy Fc Ig(G) Ha HepacTBOPMMOM HOCHUTENE, rie UMMOOWIN30BAHHbIE AaHTUTENA K
Fc cBs3piBatoTCS M MIMMOOMIIM3YIOT MOAYJIHPYROMUA T-KJIE€TKYy MyJbTHMEPHBIH MOJUIENTH
(rme monynupyrommii T-KJI€TKH MyJbTHMEPHBIH nonunenTHn Bkitrodaer nonunentun Fe Ig).

KOI/IMMYHOMOI[yJ'II/IpyIOH_[I/Iﬁ NOJUIICITUA HAHOCAT B HCCKOJIbKUX PA3JIMYHBIX KOHLHCHTPALIUAX Ha
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UMMOOMITM30BaHHBIA MOAYJIUPYIOMHNHA T-KJIETKH MyJIbTUMEPHBIN MOJUNENTUA U PETUCTPUPYIOT
peakuro mpudopa. AHaJINU3bI IPOBOMASIT B JKUAKOH cpexe, conepxkameii 25 MM HEPES ¢ pH 6,8,
5% mnomu(arunenriukoinsi) 6000, S0 MM KCI, 0,1% Obrubero CbIBOPOTOYHOrO albOyMHHA H
0,02% wneunonorenHoro pereprenta TBuH 20. CBs3bIBaHME KOMMMYHOMOAYJIUPYIOIIETO
HNOJIMNENTHAA C  MMMOOWIM30BAHHBIM  MOAYJHMPYIOIIUM  T-KJIETKH  MyJbTUMEPHbIM
nonunentiuaoM nposogar npu 30°C. B kauecTBe monokurenbHOro KoHTposs adduHHOCTH
CBSI3BIBAHUSI MOYKHO HCIOJIB30BaTh MOHOKJOHanbHOe aHTuTeno k ' KI'C knacca 1. Hampuwmep,
MO3KET OBITh UCTIOJIB30BAaHO MOHOKJIOHANbHOE aHTuTe o kK HLA knacca I W6/32 (AmepukaHckast
KOJUTEKIMS TUNIOBBIX KyJbTyp, Ne HB-95; Parham et al. (1979) J. Immunol. 123:342) ¢ Kp 7 aM.
CranpmapTHas KpuBasi MOXeT OBITh MOJYYeHA C HCIOJb30BAHHUEM CEPHHUHBIX pa3BEACHUHN
MoHOKJIOHanpHOro antutena npotus I'KI'C knacca I. KoumMMyHOMOAY IHPYIOIMHA MONUIIENITUA
wit MAT x T'KI'C knacca I siBisiercss «aHanutom». BLI ananusupyer uHTep(hepeHIMOHHYIO
KapTuHy O€Joro cBera, OTPAKEHHOrO OT JIByX IOBEPXHOCTEH: 1) OT MMMOOMIM30BAHHOTO
noJunenTHaa (KMHUIIEHb»), W 11) BHYTPEHHETrO STAJOHHOTO cJios. l3MeHeHne KomudecTBa
MOJIEKYJ («aHAJIUTay, HAPUMep, KOMMMYHOMOYJIHPYIOIIEro NojunenTraa;, anturena k HLA),
CBSI3aHHBIX C HAKOHEYHHUKOM OMOCEHCOpa, BbI3bIBAET N3MEHEHNE HHTEP(EPEHIIMOHHON KapTHHBI,
STOT CIIBUT B HHTEP(EPEHLIMOHHON KapTHHE MOKET ObITh U3MEPEH B PEAIbHOM BpeMeHH. [[Byms
KUHETUYECKMMHM TEpMHUHAMH, KOTOpbIE OIMCBHIBAIOT CPOACTBO B3aUMOJENHCTBUS MHUIIEHU U
aHaJINTA, SIBJIIOTCS] KOHCTAHTA acCoOLMAaMU (Ka) M KOHCTaHTa aAucconnanun (kd). CooTHoleHne
STUX ABYX 3Ha4YeHUi (kd/a) maet B urore koHCTaHTy addpunnoctu Kp.

Kak  ormeueHo  Bemume, onpexneneHue  ap@UHHOCTH  CBS3BIBAHUS  MEXIY
UMMYHOMOIYJMPYIOIMM nojunentuaoM (Hanpumep, IL-2 wnm Bapmantom IL-2) um ero
PacCIO3HAHHBIM KOUMMYHOMOJYJIMPYIOIIMM monunentuaoM (Hanpumep, IL-2R) Takke moxer
ObITh ompeneneHo ¢ mnomompbld BLI AHanmu3 aHamOrMYeH OMHMCAHHOMY BBILIE IS
MyJIbTUMepHOTO nosunentraa synTac. AHanu3 BLI MokeT ObITh BBITIOJIHEH C UCMOIB30BAHUEM
npubopa Octet RED 96 (Pal FortéBio) unu aHanorudHoro mpubdopa ClIeayrmuM o0pa3oMm.
KomnonenT ummyHOMonynupyromero nonunentiaa synTac mo Hacrosmemy u300peTeHHIO
(manmpumep, BapuaHT mnonunentuaa IL-2 mo HacrosmeMy H300pETEHHIO); M KOHTPOJIBHOTO
UMMYHOMOIYJUPYIOIIEro  mojunentuaa (rae  KOHTPOJIBHBIA — MMMYHOMOZIYJIUPYHOIINH
MOJIUMENTH], COAEP>KUT MMMYHOMOIYJIUPYIOIUNA NOJUNENTH IUKOro Tuma, Hanpumep, IL-2
OUKOTO  TWIMA)  HWMMOOWIM3YIOT HAa  HEPaCTBOPUMOM  Hocurenie  («OWOCeHCOop»).
HNMMyHOMORY TMPYIOLIMHA TONHUIIENTH]] SIBISIETCS «MHUIIEHBIO». MMMOOMIn3anust MoxeT ObITh
OCYIIECTBIIEHA MyTEM HMMOOMIN3ALMN 3aXBaTbIBAIOIIEr0 AaHTUTENA HAa HEPACTBOPHMOM
HOCHUTENle, TIJl€ 3aXBaThIBAIOLIEE AHTUTEJIO HUMMOOWIM3YeT HMMYHOMOIYJIUPYIOIINN

noyunentin. Hampumep, eciau MulleHb KOHIEHCHPOBaHA C UMMyHoap(UHHONH MeTKOH
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(manmpumep, FLAG, Fc uenoseueckoro IgG), mMmoOmnmzanusi MOXKET OBITH OCYINECTBJIEHA
yTeM NIMMOOWJIM3ALIMU C TIOMOLIBIO COOTBETCTBYIOLIETO aHTUTENA Ha UMMYHOa(PpHUHHON MeTKe
(mampumep, antu-Fc  denoseweckoro Ig(G) Ha  HepacTBOpUMOM  HOCHUTeNe, TI7e
UMMOOMIM30BAHHBIE AHTHUTENA CBS3BIBAIOTCA M HMMOOWIM3YIOT HMMYyHOMOZIYJIUPYHOIINN
nojunenTyy (rae MUMMYHOMOXYJUPYIOIIMN TMONUIENnTH BKiIoudaer mnonunentun Fc o Ig).
KonvmmyHOMOnyupyromuid  nonunenTtHy (WM MOJUIENTHABI) HAHOCAT B  HECKOJBKHX
Pa3IMYHBIX KOHLEHTPALMSIX HAa MMMOOMJIM30BAHHBI MMMYHOMOAYJIMPYIOIIUI MOJUNENTH] U
PETHCTPUPYIOT peakuur npudopa. AJIBTEPHATHBHO, KOUMMYHOMOIYJIUPYOIIUNA MOJHITEITH
(W MONMMENTHABl) UMMOOUITU3YIOT B OHMOCEHCOpe (HammpuMep, IJisl TeTepoTpUMepa perenTopa
IL-2, B xauecTBE MOHOMEPHON CyOBENUHUIIBI, T€TEPOIUMEPHOTO MOAKOMIUIEKCA I MOJHOTO
reTepoTpuMepa) 1 MIMMYHOMOAY TUPYIOLTHHA MOJIUMENTH IPUMEHSIOT B HECKOJIBKHIX Pa3JIMYIHBIX
KOHLIEHTPALMSIX HA MMMOOMIIM30BaHHBIH KOMMMYHOMOYJIUPYIOINUH MOJHUIENTH, U PEaKLUs
npubopa 3anuceiBaeTCsl. AHAJIHM3BI MIPOBOIAT B XKUAKOH cpene, conepxkameii 25 MM HEPES ¢
pH 6,8, 5% mnomu(arunenroukonss) 6000, 50 MM KCl, 0,1% Obubero ChIBOPOTOUHOTO
anpbympuaa u  0,02%  HemoHorenHoro  ngereprernra  IBuH  20. Cssa3biBaHue
KOMMMYHOMOZYJIUPYIOIIETrO IMOJUNENTHAA C WMMOOMIN30BAHHBIM TOJHIIETITHIOM TPOBOISAT
npu 30°C. B kayecTBe MOJIOKUTENBHOrO KOHTpOJA adPUHHOCTH CBSA3BIBAHUA MOXKHO
ucronb30BaTh MoHOKJIOHaNbHOe aHtuTeno k I'KI'C kmacca 1. Hampumep, moxer ObITh
UCTIOJIb30BAaHO MOHOKJIOHaNbHOEe aHTuteno Kk HLA knacca I W6/32 (AmepukaHcKasi KOJUIEKLIUS
TUNOBbIX KyJeTyp, Ne HB-95; Parham et al. (1979) J. Immunol. 123:342) ¢ Kp 7 HM.
CranpapTHast KpuBas MOXET OBITh NOJyYeHAa C HCIOJB30BAHHEM CEPUHHBIX pa3BEAEHHH
MoHokJIoHanbHOro antutena npotus I'KI'C knacca I. KonmMyHOMORy mupyomuil moIunenTuy
wiu MAT x I'KI'C knacca I siBisiercst «aHanutom». BLI ananusupyer uHTepdhepeHIMOHHYIO
KapTuHy OeJoro cBera, OTPAXEHHOrO OT JBYX MOBEPXHOCTEH: 1) OT MMMOOMIM30BAaHHOTO
NOJHMNENTHAA (KMHIIEHb»), W 11) BHYTPEHHEro STAJOHHOTO CJios. l3MeHeHHe KOIu4ecTBa
MOJIEKYJI («aHAJIUTaY, HAPUMEpP, KOMMMYHOMOYJIHPYIOIIEro NojunenTuaa;, anturenaa k HLA),
CBSI3aHHBIX C HAKOHEYHUKOM OMOCEHCOpa, BBI3BIBAET N3MEHEHHE UHTEP(PEPEHIIMOHHON KapTHHBI,
STOT CIIBUT B HHTEP(EPEHLIMOHHON KapTHHE MOXKET ObITh U3MEPEH B PEaIbHOM BpeMeHH. [[ByMms
KUHETUYECKUMHU TEepMUHAMH, KOTOpbIe OIMCBHIBAIOT CPOACTBO B3aUMOJENHCTBUS MUIIEHH U
aHAJINTA, SIBJITFOTCS] KOHCTAHTA acCOLUMAH (Ka) M KOHCTaHTa aucconnanun (kd). CooTHoIeHne
5TuX AByX 3HadeHWi (kd/a) maer B wrore koHctaHty addunHoctu Kp. Omnpenenenue
apPUHHOCTH CBA3BIBAHUS UMMYHOMOYJIMPYIOIIErO MOJUIENTHAA TUKOro Thna (Hanpumep, 1L-
2) ¢ ero peuentopoMm (Hampumep, IL-2R), a Takke BapmaHTa HMMYHOMOIYJHPYIOINETrO
nojunentraa (Hanpumep, BapuanTa IL-2, B COOTBETCTBHH C ONMMCAHHBIM B TAHHOM JJOKYMEHTE)

C €ro pacrno3HaHHbIM KOMMMYHOMOYJIUPYIOIIUM MTOJIUIENTUAOM (HAIpUMep, €ro pelenTopoMm)
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(marmpumep, IL-2R), Takum o00pa3oM NO3BOJSIET ONPENEINTb OTHOCHUTENBHYI adHUHHOCTD
CBSI3bIBAHMS BapHAHTAa KOMMMYHOMOXYJIUPYIOINETO IOJUMNENTHAAa IO CPaBHEHHIO C
KOMMMYHOMOJYJHUPYIOIUM  TOJUNENTHAOM  JUKOrO  TUNAa AN PAaclO3HAHHOTO
KOMMMYHOMOIYJIHUPYIOIUN nonunentuga. To ecTb MOXKHO ONpPEAeNuTb, CHIDKAETCS iU
apuHHOCTD CBsI3BIBAHMS BapUaHTAa UMMYHOMOYJIMPYIOIIETO MOJHUIENTHAA C €r0 PelenTOpOM
(ero pacmo3HaHHBIM UMMYHOMOJIYJIUPYIOIIUM TOJUMENTHIOM) 1O CPaBHEHUIO ¢ ad)(PUHHOCTHIO
CBSI3BIBAHMSI MMMYHOMOJYJIMPYIOINEro MOJHIIENTHAA IUKOrO THUMA C TeM K€ PaCINO3HAHHBIM
UMMYHOMOJYJTUPYIOIIUM TOJIUIENTHAOM, H, €CJIU 3TO TaK, KaKOBO MPOLEHTHOE CHIKEHUE
apPUHHOCTH CBSI3bIBAHUS KOMMMYHOMOYJIUPYIOIIEro MOJIUIENTHIA TUKOTO THIIA.

Anamu3 BLI npoBomsT Ha MHOTrOJyHOUHOM IaHiere. [[ns mpoBeneHHs: aHanusa
OTpENeNsAeTCs] CXeMa 3arpy3KH IUIAHIIEeTa, ONPENeNIOTCS JTalbl aHAJIM3a M HA3HAYAKOTCS
ounoceHcopsl B mporpammHoM obecnieuenuu Octet Data Acquisition. BUOCEHCOPHBIN KOMITJIEKT
ruapaTupoBad. [ WapaTupoBaHHBI OMOCEHCOPHBIM KOMIUIEKT M IUIAHIIET JUIA  aHajH3a
ypaBHOBemHBaOT B TeueHue 10 munyT Ha npubope Octet. Kak TONbKO MaHHBIE TOJYYEHBI,
NOJy4YeHHBbIE JaHHbIE 3arpy’karoTcss B TmporpaMMmy asainm3a pnaHHbIXx Octet.  JlaHHBIE
oOpabateiBaroTcst B OkHe Processing (O06paboTka) myTeM yKa3aHUsI METONA BBIMUTAHUS STAJIOHA,
BBIPABHMBAHUS 10 OCH Y, MEXIIAroBol koppekunu u ¢unprpauun Casuukoro-I'ones. JlaHHbIe
AHATM3UPYIOTCA B OKHE AaHajlu3a NyTeM YKa3aHusd IIaroB Juig aHanu3a (acconpauus u
aucconuanysi), Bbioopa monenu nogdopa kpusoii (1:1), merona nmoxdopa (rinodanibHOro) U OKHA
uHTepeca (B cekyHaax). OLeHHBaeTcss Ka4ecTBO MOATOHKM. 3HadeHus Kp i kaknol KpuBoi
IaHHBIX (KOHLEHTPALUsI aHAINUTA) MOTYT OBbITh YCPEOHEHBI, €CJIM OHH HaXOMAATCS B 3-KPaTHOM
auanasoHe. 3HaueHus norpemHocTH Kp noypkHBL ObITh B Mpezenax OZHOTO MOpsaKa 3HAYEHUH
KOHCTaHThI apPpUHHOCTH; 3HaUeHHs R? nomkHbl ObITh Bhie 0,95. Cm., Hanpumep, Abdiche et al.
(2008) J. Anal. Biochem. 377:209.

B HekoTOpbIX chy4asix cooTHouieHue: 1) agp(UHHOCTH CBSI3bIBAHHUS KOHTPOJIBHOTO
MOAYJHUPYIOIEro T-KJIeTKH MyJBTUMEPHOrOo ToJumenTtuaa (rae KOHTPOJIb — BKIFOYAET
UMMYHOMOJIYJUPYIOIIUN TMOJUNENTHA JUKOro Tuma, Hampumep, IL-2 mgukoro TtHma) ¢
pacCIO3HAHHBIM ~ KOMMMYHOMOAYJUpPYIOIMM — monunentuaoM (Hanpumep, IL-2R) ki)
apPUHHOCTH CBSI3bIBAHHMS MOAYJUPYIOIEro T-KJIeTKH MyJbTUMEPHOTO TOJHIENTHAA T10
HACTOSIIEMY H300PETEHHIO, COAEPIKAIIEro BAapHAHT WMMYHOMOIYJIUPYIOIIEro IOJIUIMENTHAA
aukoro Tuna (Hampumep, BapuaHt IL-2) ¢ pacrmo3HaHHBIM HMMYHOMOJIYJUPYIOIIUM
noymnentaaoMm (Hampumep, IL-2R), npu m3mepennn ¢ momomsto BLI (B coorBercTBHU €
OIMCAHHBIM BBIIIE) COCTAaBJIsAET MO MeHbinel mepe 1,5:1, mo meHbinel mepe 2:1, mo MeHbIIeH
Mmepe 5:1, nmo menbiueit mepe 10:1, mo menbiuein mepe 15:1, mo mensiueit Mepe 20:1, no MeHbLIEH

mepe 25:1, no menpiieir mepe 50:1, mo menbwen mepe 100:1, mo menpmenn mepe 500:1, mo
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meHbIneii Mepe 1071, mo menbiueii Mepe 5x10%:1, mo menbiueii Mepe 10°:1, Mo MeHbluel Mepe
5x10%1, mo menbiueii Mepe 10*:1, mo menbureii mepe 10°:1 uau mo menbmeii mepe 10%1. B
HEKOTOpBIX ~ CJydasX  COOTHOIeHHe: 1) adPUHHOCTH  CBA3BIBAHMS ~ KOHTPOJBHOT'O
MOAYJHUPYOWEro T-KJIeTKH MyJBTUMEPHOrO TNOJumenTtuaa (rne KOHTPOJIb — BKIFOYAET
UMMy HOMOJTY IUPY FOI U TIOJIUIIENTH] JUKOTO THUIIA) c Pacro3HaHHbIM
KOMMMY HOMOAYJIUPYIOIIEM HOJIUIENTUAOM K 11) appuHHOCTH CBA3BIBAHUS MOAyJHpyomero T-
KJIETKH MYJBTHUMEPHOTO IMOJHIENTHAA 0 HACTOSIIEMY H300pETeHHIO, COAEepIKAIlero BapUaHT
UMMy HOMOJTY TUPY FOIETO MOJIUITETITHIA JMKOTO THTIA c PacIO3HAHHBIM
KOMMMYHOMOZYJIUPYIOIUM TOJIMMENTUAOM, NMPH HM3MepeHun ¢ nomoinbio BLI Haxomutcs B
nuanasoune ot 1,5:1 go 10% 1, manpumep, ot 1,5:1 go 10:1, ot 10:1 go 50:1, ot 50:1 go 10%:1, or
10%1 mo 10%:1, ot 10*1 no 10*1, or 10*:1 mo 10°:1 mmm ot 10%:1 mo 10°:1.

B HekoTOpbIX chy4asx cooTHouieHue: 1) ap(UHHOCTH CBS3bIBAHHUS KOHTPOJIBHOTO
UMMYHOMOJYJIUPYIOIIEro IMOoJunentuaa (rae KOHTPOJIb BKJIIOYAET HMMYHOMOZIYJIUPYHOIINH
NOJMIENTHS  JAWKOro  Twma,  Hampumep, IL-2  agumkoro  THma) ¢ KOTHaTHBIM
KOMMMYHOMOAYJIHpYoIuM nonunentuaoMm (Hanpumep, IL -2R) x i1) apduHHOCTH CBSI3BIBAHUS
UMMy HOMOJYJIUPYOIIEro TMOJIUIENTHAA 110 HACTOSALIEMY M300pPETEHHUI0, COAEPIKAIIero BapUaHT
UMMYHOMOJYJIUPYIOIIEro TOJMUIIENTHAA JOUKOro Tuma (Hampumep, Bapuant IL-2) ¢
POACTBEHHBIM UMMYHOMOZYJIUPYIOIINM ronunentuaom (Hanpumep, IL-2R), nmpu nsmepernu c
nomotbio BLI (B COOTBETCTBHU ¢ ONMUCAHHBIM BBIIIE), COCTABJISICT 1O MeHbInel mepe 1,5:1, mo
MeHbLIen Mepe 2:1, mo Menbiuen mepe 5:1, no meneieit mepe 10:1, mo menspiuei mepe 15:1, o
MmeHblen Mepe 20:1, mo MeHbuiel mepe 25:1, no menbeit mepe 50:1, no mensiueli Mepe 100:1,
no Menbieil Mepe 500:1, no menbineii mepe 10%:1, no menbneii Mepe 5x10%1, mo MeHblieit
mepe 10°:1, no menbieii mepe 5x10%:1, mo menbmeit mepe 10*1, mo mMenbineii mepe 10%:1 uu
no menbieii Mepe 10%1. B HeKOTOpHIX Cllyyassx COOTHOLIeHME: i) adGUHHOCTU CBSA3bIBAHUS
KOHTPOJIBHOTO ~ MMMYHOMOAYJIMPYIOIIEro  mojumnentuaa  (rae  KOHTPOJIb  BKJIFOUAET
UMMy HOMOJY JIUPY FOIUH MOJTUTICTITH T ITUKOTO THUIIA) c Pacro3HAHHBIM
KOMMMYHOMOJY IUPY IO LLIUM MOJUNIENTHIOM K i1) appurHOCTH CBSI3bIBAHUSA
UMMYHOMOJYJIUPYOIIEro MOJIMMENTHAA MO HACTOSILIEMY PACKPBITHIO, BKJIIOYAIOLIETO BApPUAHT
UMMy HOMOJY JINPYFOIL[ETO MIOJIMIIETITH/IA IMKOTO THTIA c Pacro3HAHHBIM
KOMMMYHOMOZYJIUPYIOIIUM TOJUIENTHAOM, NPH H3MepeHuu ¢ mnomoubio BLI, Haxomutcs B
nuanasone ot 1,5:1 no 10%:1, manpumep or 1,5:1 mo 10:1, ot 10:1 go 50:1, or 50:1 mo 10%:1, or
10%1 mo 10%:1, ot 10*1 1o 10*1, or 10*:1 mo 10°:1 mmm ot 10%:1 mo 10%:1.

IL-2/synTac

B HEKOTOpBIX ciydasx MyJIBTUMEPHBIM nonunentun coxepkut IL-2 nukxoro Tuma

(BCTpevaromuiicss B MPUPOAE) B KAYECTBE MONYJHMPYIOIIEro JAOMeHa. B HEKOTOpBIX Clydasix
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MyJbTUMEPHBIII  MOJUIENTUA  COAEPKUT  BapuaHT nonunentuaa IL-2 B kadecTse
MOZYJIUPYIOILEro JOMEHA.

Mopynupyrommii  T-kneTkn  MyJbTUMEPHBIA — MOJMIENTUA, KOTOPBIA  COAEPIKUT
noyunentun IL-2 B kauecTBe nomeHa monyssauuu («MODy), Takxe HaszbiBaercs «IL-2/synTacy,
«moymumnentun IL-2/synTacy nnu «IL-2/MyabTUMEPHBIH NOIUIIETITUY .

B Hexoropbix cnyvasx nonunentun IL-2/synTac copepskur nmomumentun IL-2 aukoro
tuna. B HekoTOphIX ciaydasx nojunentup synTac comepkut onHy komuto nojunentuna [L-2
auKoro Tumna. B HexoTOpeIX ciydasix mosurnenTtusa synTac comep:kuT aBe KOMUHU MOJUNENTHA
IL-2 npuxoro Tuma. B HekoTOpeIX ciydasx nonunentun synTac cOmepXUT TpU KONUU
nonunentuga IL-2 gukoro tuna. B HekotopeIx caydasax nonunentun IL-2 pukxoro Tumna
COZIEP’KUT aMUHOKHCJIOTHYIO IOCJIE€OBATEIbHOCTh, MMEIIIYI0 Mo MeHblueld Mepe 90%, mo
MeHblel Mepe 95%, mo MeHblieil Mepe 98% wunu no MeHbuied Mepe 99% HIEHTHYHOCTD
AMUHOKHCIIOTHOM MOCJIEI0BATENBHOCTH OTHOCHUTEIILHO AMUHOKHCJIOTHOMN
NIOCJIEIOBATENILHOCTBIO, M300paXeHHON Ha ¢ur. 2A. AMHMHOKHCIIOTHAs TOCJIENOBATENbHOCTD
OUKOTO THIA Tojunentuna uenosedeckoro IL2 moxer Ovith cnepyromei: APTSSSTKKT
QLQLEHLLLD LOMILNGINN YKNPKLTRML TEKFYMPKKA
TELKHLQCLEEELKPLEEVL NLAQSKNFHL RPRDLISNIN VIVLELKGSE
TTFMCEYADE TATIVEFLNRWITFCQSIIS TLT (SEQ ID NO:1).

B HexoropeIx ciydasx nojunentup synTac comep:xut Bapuant nosmnentupa IL-2.
Bapuantr nomunentupa IL-2, npucyTCTBYHOIUN B MYyJIbTUMEPHOM IOJUIENTUAE, MPOSIBIIAET
NOHIKEeHHY0 apuHHOCTH cBsi3biBaHus ¢ IL2R mo cpaBHeHuto ¢ adprHHOCTBIO CBA3bIBaHUS [L-
2 guxoro Ttuma ¢ IL2R. MynbTuMepHbIi NONUNENTUA, KOTOPBIA COAEPKUT BAPUAHT
noymnentuaa [L-2, Takxke nposiBiseT MOHIKeHHYH adduHHOCT cBsizbiBanusi ¢ IL2R 1o
CPaBHEHHUIO C KOHTPOJIbHBIM MYJIBTUMEPHBIM IMOJUIIENTUAOM, coxepxkauM [L-2 nukoro Tuma
s IL2R (wampumep, IL2R, comep:kamuii anbda, 6era ¥ raMma-MoJUIENTHAbI, COIepKallue
AMHUHOKHCIIOTHBIE MOCIIeIOBATENIbHOCTH (3penast popma), n3odpaskeHHbie Ha ¢ur. 3A-3C).

B Hexoropbx cnyuasx nojunentun 1L-2/synTac mposiBisieTr NOHWKEHHY0 adPUHHOCTD
ces3piBaHusl ¢ IL2R mo cpaBHeHmro ¢ adduHHOCTBIO CBs3bIBaHMs mnonunentuna L2,
COZepIKaLIer0 aMUHOKHCIIOTHYIO TOCIIEIOBATENIbHOCTD, H300pakeHHyo Ha ¢ur. 2A s IL2R.
Hanpumep, B HexoTopbix cnyuasx monunentun IL-2/synTac cesseiBaeT IL2R ¢ adpdunnOCTEHIO
CBSI3bIBAHUS, KOTOpasi MEHbIe, 4eM a((PUHHOCTb CBS3BIBAHHMS KOHTPOJIBHOTO ITOJIUIENTHIA
synTac, conepxaiero nosunentua 1L2, copepxamnii aMMHOKUCIIOTHYIO NOCJIEA0BATEIBHOCTD,
u3obpaxkennyro Ha ¢ur. 2A mis IL2R, comepskamyro anbha-, 6era- U ramma-roHIenTH/Ib,
cofieprKaliie aMUHOKHUCIIOTHBIE TTOCJIEA0BATENbHOCTH (3penas ¢popma), n300pa’keHHbIe Ha (Ur.

3A-3C. Hampumep, B HekoTopbIx ciydasx nonunentun IL-2/synTac cesasbBaer IL2R ¢
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apPUHHOCTBIO CBA3BIBAHMS, COCTABIIIOLIEH o MeHbIel Mepe 10%, mo mensineit mepe 15%, mo
MmeHbiel mepe 20%, no mesbiueil Mepe 25%, no menblueil Mepe 30%, no MeHbluel mepe 35%,
no MeHsb1e Mepe 40%, no menpuiel Mepe 45%, a Takke o MeHblel Mepe Ha 50% MeHblie,
1o MeHblel mepe Ha 55% MeHblle, Mo MeHblueill Mepe Ha 60% MeHblle, 0 MEHbLIEH Mepe Ha
65% wMmeHblle, 10 MeHblIed Mepe Ha 70% MeHblle 1O MeHblIell mMepe Ha 75% MeHblne, 1O
MeHblIel Mepe Ha 80% MeHblle, 0 MeHbLIell Mepe Ha 85% MeHblle, o MeHblIel Mepe Ha 90%
MeHbIlle, TI0 MeHbIIel Mepe Ha 95% MeHbline unu Oosee yem Ha 95% wmenbine adGUHHOCTH
CBA3BIBAHUS KOHTPOJbHOro nojunentuaa synTac, copepxkamero nonunentun IL-2,
cofiep KalIii aMUHOKHUCIIOTHYIO TIOCJIEIOBATENbHOCTD, M300paxenHyo Ha ¢ur. 2A mans IL2R
(mampumep, IL2R, copmepkammii anbda-, Oera- W raMMa-NOJIHMIENTHIBL, COIEpIKaIINe
AMHUHOKHCIIOTHBIE TIOCIIeIOBATENIbHOCTH (3penas ¢opma), nzodpaskenubie Ha ¢ur. 3A-3C).

B Hekortopeix ciyuasix nmonunentun IL-2/synTac oOnagaer ahGUHHOCTBIO CBA3BIBAHUS C
IL2R, xotopas coctaBiasier or 100 HM no npumepHo 100 mMxkM. B HEKOTOpBIX ciydasx
noymnentun 1L-2/synTac oOnamaer addunnOCTRIO CBsizbiBaHus ¢ IL2R, xoropas cocraBnsier
npubnmusutensHo ot 100 EM no 500 HM. Hanpumep, B HEKOTOpBIX ciydasix nosnunentun IL-
2/synTac mmeer apdunHOCTE cBs3biBaHUs ¢ IL2R (mampumep, IL2R, conmepkammm anbda-,
Oera- ¥ raMMa-TOJUIENTHIBI, COAEPIKAIINEe AMHUHOKHCIIOTHBIE IOCIEIOBATENPHOCTH (3pernast
¢dopma), m3oOpakennoie Ha ¢ur. 3A-3C), koTopeIii cocTtaBisier OT mpumepHo 100 HM 1o
npumepHo 150 M, ot mpumepno 150 HM no npumepno 200 HM, ot npumepno 200 HM no
npumepHo 250 HM, ot npumepno 250 HM no npumepno 300 HM, or npumepno 300 HM no
npumepHo 350 HM ot npumepno 350 no npumepno 400 HM, ot npumepno 400 1o mpuUMepHO
450 M unu ot npumepHo 450 no nmpumepHo 500 HM. B HekoTopbIx ciyuasx nojunentun IL-
2/synTac obnanaer adpdpuHHOCTBIO cBsi3biBanus ¢ IL2R (Hanmpumep, IL2R, conepskamum anbda-,
Oera- M raMMa-TOJIMNENTHIBI, COAEPIKAIINEe AMHUHOKUCJIOTHBIE IMOCIEIOBATEIBHOCTH (3pernast
dopma), mobpaskennbie Ha ur. 3A-3C), koTophlii coctasisier oT mpumepHo 500 HM mo 1
MKM. Hampumep, B HekoTopbx ciaydasx nojunentun IL-2/synTac umeer addunHOCTD
ceszbiBanHusl ¢ IL2R (Hampumep, IL2R, comepskammm anbda-, OeTa- ¥ ramMMa-mnoJUNenTH b,
coJiep Kalife aMUHOKUCIIOTHBIE MOCNIEAOBATEIbHOCTH (3penast opma), n3oOpaskeHHble HA (ur.
3A-3C), koTopslil cocTaBisier oT npumepHo 500 HM no mpumepHo 600 HM, ot mpumepHO 600
HM no npumepno 700 HM ot npumepHo 700 mo mpumepno 800 HM, ot mpumepno 800 no
npumepHo 900 HM unu ot npumepno 900 HM no mpumepno 1 MxM. B HekOTOpBIX ciyuasx
noymnentay 1L-2/synTac obmamaer addunnocThio cBsizpiBanus ¢ IL2R (mampumep, IL2R,
comepkamuM  anbda-, Oera- U TaMMa-MOJUMENTHIBL, COAEpKAIMUe aMHHOKHCIIOTHBIC
TIOCJIeIOBATENBHOCTH (3penast popma), nzodpakeHHbie Ha Gur. 3A-3C), KOTOPBIH COCTABISIET OT

npumepHo 1 MkM no 10 mxM. Hampumep, B HekoTOpbIx ciydasx nonunentan IL-2/synTac
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umeer adpduHHOCTH cBsizbiBaHus ¢ IL2R (mampumep, IL2R, comepxamum anbda-, Oera- u
raMMa-ToJIUTIENITH/IBI, CONepIKalie aMHUHOKHCIOTHBIE IMOCIeNOBaTeIbHOCTH (3penast ¢opma),

n3oOpakenHole Ha ¢ur. 3A-3C), KoTOpBIl cocraBnser oT npumepHo 1 MkM nmo 2 MkM, or

2

npumepHo 2 MkM no npumepHo 3 MM, ot npumepHo 3 MkM no npumepHo 4 MKM, or

>
npuMmepHo 4 MxkM 1o nmpumepHo 5 MKM, ot mpumepHo 5 MKM no npumepHo 6 MM, ot
npuMepHo 6 MkM 1o nmpumepHo 7 MkM, ot mpumepHo 7 MKM po npumepHo 8 MM, ot
npumepHo 8 MkM no npumepHo 9 MKM uim ot npumepHo 9 MkM no mpumepHo 10 mxM. B
HEKOTOpbIX ciydvasx nojunentun IL-2/synTac obnagaer adduHHOCTBIO cBszbiBaHus ¢ IL2R
(mampumep, IL2R, comepkamum anbga-, Oerta- M raMma-NOJHUIENTHIbL, COIEpKaIlue
AMUHOKHCIIOTHBIE TOCIIe0oBaTeIbHOCTH (3penast ¢opma), m3odOpakeHHble Ha ¢ur. 3A-3C),
KOTOpPBIN coctaBisier oT npumepHo 10 MkM no 100 MxM. Hanmpumep, B HEKOTOPBIX CiIydasx
noymunentay 1L-2/synTac umeer addurnocts ces3piBanuss ¢ IL2R  (manpumep, IL2R,
comepkamuM  anbda-, OeTa- U TaMMa-TIOJUMENTHIBL, COAEpKAIMUe AaMHHOKHCIIOTHBIE
TIOCJIeIOBATENBHOCTH (3penasi popma), nzobpaskeHHbie Ha Gur. 3A-3C), KOTOPBIH COCTABISIET OT
npumepHo 10 MxM no mpumepno 20 mxM, ot npumepHo 20 MxkM no mpumepno 30 MxM, ot
npumepHo 30 MxM no mpumepno 40 mxM, ot npumepHo 40 MxkM no mpumepno 50 mMxM, ot
npumepHo 50 MxM no mpumepno 60 mMxM, ot npumepHo 60 MkM no mpumepno 70 MxM, or
npumepHo 70 MkM no npumepro 80 MxM, ot mpumepHo 80 MkM no npumepHo 90 MxM unu oT
npumepHo 90 MkM no npumepno 100 mxM.

Bapuant nonunentupa IL2, mpucyrcrByrommii B nojunentune IL-2/synTac, moxer
UMETb OAHY AaMHUHOKUCJIOTHYIO 3aMeHy OTHOcuTenbHO nonunentuaa IL2 gukoro Tuna
(manpumep, mnomunentun IL2, comepikammii  aMUHOKHCJIOTHYIK — IOCJIEAOBATEIbHOCTb,
u3o0pakenHyro Ha ¢ur. 2A wim kak npeacrasieHo B SEQ ID NO:1). B HekoTOpbIX ciydasix
BapuaHT nosmnentuaa L2, npucyrcryrommii B nomunentuae 1L-2/synTac, umeer ot 2 no 10
AMHMHOKHUCJIOTHBIX 3aMEH OTHOCHUTEeNbHO mnonunentuaa IL2 nukoro Tuma (Hampumep,
nojunentn [L2, comep:kamuii aMHUHOKUCJOTHYIO MOCJIEAOBATEIbHOCTb, U300PAKEHHYIO Ha
¢ur. 2A nmm kak npencrasyieHo B SEQ ID NO:1). B HeKoTOpBIX ciy4asix BapHAHT MOJIUINIENTHIA
IL2, npucyrcrByrommii B mojunentune synTac mo Hacrosmemy H300peTeHHIO, UMeeT 2
AMHHOKHUCIIOTHbIE 3aMEHbl OTHOCHUTENbHO monunentuaa IL2 nukoro Ttuma (Hampumep,
nojiunentn [L2, comepkamuii aMHUHOKHCJIOTHYIO MOCJIEAOBATEIbHOCTh, U300paKEHHYIO Ha
¢ur. 2A nmm kak npencrasieHo B SEQ ID NO:1). B HeKoTOpBIX ciy4asix BapHAHT MOJIUINIENTHIA
IL2, npucyrcrByrommii B monunentune synTac mo Hacrosmemy H300peTeHHIO, HUMeeT 3
AMHHOKHUCIIOTHbIE 3aME€Hbl OTHOCHUTENbHO monunentuaa IL2 nukoro Ttuma (Hampumep,
nojiunentay [L2, comepkamuii aMHUHOKHCJIOTHYIO MOCJIEAOBATEIbHOCTb, H300paXKEHHYIO Ha

¢ur. 2A nm kak npencrasieHo B SEQ ID NO:1). B HekoTOpBIX ciiy4asix BapHaHT MOJIUINIENTHAA
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IL2, mpucyrcrByrommii B mojunentune synTac mo Hacrosmemy wuzoOpereHuro, nmeer 4
AMMHOKHUCIIOTHbIE 3aME€Hbl OTHOCHUTEeNbHO mnonunentuaa IL2 nukoro Ttuma (Hampumep,
nojmnentun [L2, comepxamuii aMHUHOKHCJIOTHYIO MOCJIEAOBATEIbHOCTb, H300pXKEHHYI0 Ha
¢ur. 2A nmm kak npencrasieHo B SEQ ID NO:1). B HekoTOpBIX ciiy4asix BapHaHT MOJIUNIENTHAA
IL2, mpucytcrByromuii B nomunentuae synTac mo HacrosimieMy H300peTeHHIO, HMeeT S
AMMHOKHUCIIOTHbIE 3aMe€Hbl OTHOCUTeNbHO nojunentuaa IL2 nukoro Ttuma (Hampumep,
nojgunentun [L2, comepskamuii aMUHOKUCJOTHYIO MOCJIEAOBATEIbHOCTb, U300paKEHHYIO Ha
¢ur. 2A nmm kak npencrasyieHo B SEQ ID NO:1). B HeKOTOpBIX cliy4asix BapHAHT MOJUIIENTHIA
IL2, npucyrcrByroumii B mojunentune synTac mo Hacrosmemy H300peTeHHIO, uMeeT O
AMHHOKHCJIOTHbIE 3aMEHbl OTHOCUTENbHO mojunentuna IL2 nukoro Ttuma (Hampumep,
nojunentun [L2, comep:kamuii aMHHOKUCJIOTHYIO MOCJIEAOBATEIbHOCTb, U300PAKEHHYIO Ha
¢ur. 2A nmm kak npencrasyieHo B SEQ ID NO:1). B HeKoTOpBIX ciy4asix BapHAHT MOJIUIIENTHIA
IL2, nmpucyrcrByrommii B monunentuae synTac mo Hacrosmemy wuzoOpereHuro, umeer 7
AMHHOKHUCIIOTHbIE 3aMEHbl OTHOCHUTENbHO monunentuna IL2 nukoro Ttuma (Hampumep,
nojiunentun [L2, comepkamuii aMHHOKHCJIOTHYIO MOCJIEAOBATEIHbHOCTb, U300paKEHHYIO Ha
¢ur. 2A nmm kak npencrasieHo B SEQ ID NO:1). B HekoTOpBIX ciy4asix BapHaHT MOJIUNIENTHAA
IL2, npucyrcrByrommii B mojunentuae synTac mo Hacrosmemy H300pETEHUIO, UMeeT 8
AMMHOKHCIIOTHbIE 3aMeHbl OTHOCHUTEeNbHO monunentuaa IL2 nukoro Ttuma (Hampumep,
nojiunentn [L2, comepamuii aMHUHOKHCJIOTHYIO MOCJIEAOBATEIbHOCTb, H300paXKEHHYIO Ha
¢ur. 2A nm kak npencrasieHo B SEQ ID NO:1). B HekoTOpBIX ciiy4asix BapHaHT MOJIUIIENTHAA
IL2, nmpucytctByromuii B mnonunentunae synTac mo Hacrosmemy wu3oOpereHuto, umeer 9
AMHHOKHUCIIOTHbIE 3aMe€Hbl OTHOCUTeNbHO nonunentuaa IL2 nukoro Ttuma (Hampumep,
nojgunentin [L2, comepskamuii aMUHOKUCJOTHYIO MMOCJIEAOBATEIbHOCTb, U300paKEHHYIO Ha
¢ur. 2A nm kak npencrasyieHo B SEQ ID NO:1). B HeKOTOpBIX cliy4asix BapHAHT MOJUIENTHIA
IL2, mpucyrcTByromuii B monunentuae synTac mo Hacrosimemy usoOpereHuro, umeer 10
AMHHOKHUCJIOTHbIE 3aMEHbl OTHOCUTENbHO mnojunentuaa IL2 nukoro Ttuma (Hampumep,
nojunentn [L2, comep:kamuii aMHHOKUCJIOTHYIO MOCJIEAOBATEIBbHOCTb, U300paAKEHHYIO Ha
¢ur. 2A wm xax npexacrasieHo B SEQ ID NO:1).

B HEeKOTOpBIX Ciydasx MYJBTUMEPHBIH MOJUNENTHA MO HACTOSALIEMY H300PETEHHIO
COJIEP>KUT NEPBbIN MOJUNENTH] U BTOPOI MOJIUNENTU, TA€ MEePBbIi MOJUMNENTH] COAEPKUT, B
HaTpaBJIeHUN OT aMHHOKOHIA (N-KOHIa) H0 kapOokcmibHOro koHma (C-kOHIA): a) SMHUTOM
(marmpumep, T-kierouHeli snHTOMm);, b) TEpPBBIM MONUNENTHA TJABHOTO  KOMIUIEKCA
ructocomectumocTd (I'’KI'C) u ¢) uMMyHOMOIY TUPYIOIINH HOIUnenTHy (HarpuMep, BapHaHT
noyunentiaa [L2 mo HacrosimeMy H300peTeHHIO); M TZ€ BTOPOW TMOJMIIENTHJ CONEP)KHUT, B

HanpasyieHun oT N-koHua no C-xonuna: a) sropoi nomunentun ['KI'C; u b) monunentun Fc
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umMmyHornoOynuHa (Ig). B nmpyrux ciy4asix MyJIbTUMEpPHBIH MOJHMIIENTHI 1O HACTOALIEMY
M300PETEHNIO CONEPIKUT MEPBBIN MMONUNENTHA U BTOPON MOJNUIENTH, T NEPBbIH MOIUIENTH
BKItO4aeT, oT N-koHna no C-xoHua: a) smuron (Hampumep, snutorn T-kieTtok), u b) mepsriit
nonunentun I'’KI'C; u roe BTOpol MOJUNENnTHs CONEP:KUT, B nopsiike oT N-koHua 10 C-KoHIA:
a) WMMYHOMOAYJMPYIOLIMK mojaunentun (Hampumep, BapuanT mnonunentuaa IL2  mo
HacTosimeMy u3o0Operenuro); b) Bropoi nojunentun ['KI'C; u ¢) nomunmentun Fc Ig. B
HEKOTOpBIX Ciy4asix nmepBblii u  Bropou mnomunentuasl [KI'C  mpencrasistor  coboi
nojunentunbsl I KI'C knacca I; Hanpumep, B HekoTOpbIX ciydasx nepsbiii nojunentun ['KI'C
npexacrasisier coboit nomunentun P2-mukpornodyauHa (B2M wnmm 2M) I'KI'C kiacca I, a
Bropoit nonunentun I KI'C npencrasnsier codoit Tskenyro nernb I KI'C knacca I (H-uens); wiu
nepsbiii nojunentun I KI'C npencraensier coboii nens H TKI'C knacca I, 1 BTOpoii moiumentun
I'KI'C mpencrasnsier codoii nmonunentun f2M I'KI'C knacca ). B apyrux ciydasx mepBblid U
Bropoil momunentuasl ['KI'C ssmsroress nmomunentuaamu IKI'C knacca II, nampumep, B
HeKOTOphIX chydasix mnepsblii monunentun ['KI'C npencraBnsier coOOl MONUMENTHI O-LETH
I'KI'C xnacca II, a Bropoit nomunentun I’ KI'C npeacrasiser codoit nomunentun B-uenu ['KI'C
kjacca II. B mpyrux ciydasix mepBblii MOJUMENTHI NMPEACTaBIIeT COOOM MOJUNEeNTHN P-Lend
I'KI'C xnacca II, a Bropoit nomunentun [’ KI'C npencrasnser codoit monmunentun o-uenu I'KI'C
kinacca II. B HekOTOpbIX ciy4asx MyJIbTUMEPHBIA IMOJUNENTHA BKIKOYAaeT 1Ba WM Oonee
UMMYHOMOJYJIUPYIOLIUX  MOJMNENTHAA, T[A€ [0  MeHblledW  Mepe  OAWMH U3
UMMYHOMOJY INPYFOLIUX MOJIUNIENTUIOB MPEACTaBIIsIeT coboit BapUaHT
UMMYHOMOnyJmpytomero nonunentiaa [L2  mo Hacrosmemy u3obperenuto. Korma
MyJIbTUMEPHBIH TIOJUIENTHI 110 HACTOSINEMYy HM300pETeHHI0 BKJIIOYAeT JBa WIH Ooiee
UMMYHOMOJYJHUPYIOIIUX  TMOJHUIENTHAA, B  HEKOTOPbIX  Cly4yasix JBa wid  Oosee
MMMYHOMOJYJIUPYIOLIUX MOJUMENTHA MIPUCYTCTBYIOT B OHOM M TOMH K€ MOJUMENTHIHON LenH
U MOIYT HaxoAuThcsi B TaHfaeMe. Korna MyJIbTUMEpHBIM NOJUNENTHI IO HACTOSIIEMY
M300pETEeHHI0 BKIIFOYAET ABa WK 0ojiee MMMYHOMOIYJUPYIOIUX MOJUIENTHAA, B HEKOTOPBIX
ciydasix 1Ba Wi Oojiee UMMYHOMOAYJIMPYIOMINX TOJHIIECNTHAA MPUCYTCTBYIOT B OTHEIBHBIX
nojunenTtyaax. B HEKOTOpPBIX choydyasX MyJBTUMEPHBIH MOJUIENTHA [0 HACTOSIIEMY
PAaCKpBITHIO TIpencTaBisieT coOoil rerepoauMep. B HEKOTOPBIX Claydasx MyJIbTUMEPHBINA
MOJIMIIENTH TI0 HACTOSIIEMY PACKPBITHIO MPENCTABISAET COOOH TPUMEPHBII MOJUIENTHA.

B HEKOTOpBIX Cllyyasix MyJIbTUMEPHBIN MMOJUNENTHA COAEPIKHUT: a) MEePBbIH MOIUIIENTH],
comepkalnii B HampaBieHHHd OT N-koHua 10 C-KOHL@A: 1) SMUTON;, U 11) NMEPBBIA MOJUMENTHL
I'KI'C;, u b) Bropoili mojmunentun, coAepKamuii B HampaBjieHHH OT N-koHma no C-koHma: 1)
Bropoii moyunentun ['KI'C; u 11) nmomunentun Fc Ig; u ii1) UMMyHOMOAYJIUPYIOIIMHA JOMEH

(manpumep, BapuanT nojunentraa IL2 nmo HacrosimeMy n300peTeHHi0). B HEKOTOPBIX Clydasix
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MYJIBTUMEPHBIH MMOJUIENTHA 110 HACTOALIEMY H300pPETEHUIO COAEPIKUT: &) TEPBBIN MOJHUIIETITH],
comepkaluii B HampasieHUHd OT N-koHua 10 C-KOHLA: 1) SMUTON;, U 11) MEPBBIA MOJUMENTH
I'KI'C;, u b) Bropoi#i mojmunentun, coiepkamuii B HamnpaBjieHnn OT N-koHma no C-koHma: 1)
Bropoii mojunentun ['KI'C; u 1) UMMyHOMOAYJUpYIOIIUH AOMEH (HampuMmep, BapHaHT
nomunentiaa IL2 mo Hacrosimemy u3o0pereHuto). B HEKOTOpBIX Ciydasx MyJIbTUMEPHbIH
HOJIMNENTH]] 110 HACTOSIIEMY N300pETeHUIO COAEPIKUT: a) MEepPBbIN MOJUIENTHA, COAePKAIIUN B
HanpaBjieHuu oT N-koHua 10 C-koHua: i) snuromn; u ii) nepsbiii monunentun ' KI'C; u b) Bropoii
TIOJIMIIENTH], COAEP KA B HaNpaBieHuu OT N-koHIa 10 C-KOHIA: 1) UMMy HOMOJY IUPYFOIIUH
noMeH (Hampumep, BapuaHT nosunentuna L2 mo HacTosumeMy H300peTeHHI0);, W ii) BTOpOH
nojunentuy I'KI'C. B HekoTOpbIX ciy4asXx MyJbTUMEPHBIH MOJUNENTHJ [0 HACTOSIIEMY
U300pPETEHHUIO CONEPIKUT: a) TIePBbII MOJUTICNITHI, CONEPIKAIIUN B HATPABJICHUH OT N-KOHIIA 10
C-xonua: 1) snurom, i1) nepsbiii nomunentuny [KI'C; u 1i1) ©MMyHOMOIYJUPYIOIUN TOMEH
(mampumep, BapuaHT mnonunentuaa 112 mo HacTosmeMmy u300peTeHur0); u b) BTOpOI
NOJIMIENTH, COAEPKAINK B HampamieHuH OT N-koHma 10 C-KOHOa: 1) BTOPOH MOJHMITENTHI
I'KI'C. B HekoTOpbIX ciydasx, KOIZa MYyJbTUMEPHBbIH MOJMUIENTHA MO HACTOALIEMY
u3o0peTeHnI0 comepuT He-Ig-kapkac, He-Ig-kapkac mnpencrasisier coboit XTEN-menrtun,
noyunenTuy Tpancheppuna, Fe-penenTopHbli NOIUNIEnTH I, 3JaCTHHONOAOOHBIN MOJIHUITENTH],
IIETKONOOOHBIN MOJIUITENTH, MITH LIEJKONOAOOHBIH 31aCTHHONOAOOHBIHN MONUNENTH .

B HekoTOphIX ciyuyasx MyJBTHMEPHBIH IOJUNENTHA 10 HACTOALIEMY PAaCKPBITHIO
ABJISIETCS OZIHOBAJIEHTHBIM. B HEKOTOPBIX Clyyasix MyJIbTUMEPHBIH MOJIUIIENTH] IO HACTOSIILEMY
PACKpBITHIO  SIBJISIETCS ~ MHOTOBAJIEHTHBIM. B HEKOTOpPBIX  Cilydasx MHOTIOBAJIEHTHBIN
MyJIETUMEPHBIH TOJUIENTH [0 HACTOsLIeMy H300peTeHnto conxepxut mnonunentuy Fc
UMMYyHOTJIOOyJIMHA HAa OJHOM U3 TMEPBOrO WJIM BTOPOro mnojunentuna. Hampumep, B
3aBHCUMOCTH OT mosunentuaa Fc, MPUCYTCTBYIOINETO B MYyJBTUMEPHOM MOJUMENTHAE IO
HACTOSIIEMY HM300PETEHHIO, MYJIbTUMEPHBIA IOJUMENTHI MOKET NPEACTaBISATh COOOH
TOMOZMMEp, TAE JBE MOJEKYJbl MYJbTHMEPHOIO MOJUIIETITHAA MPUCYTCTBYIOT B TOMOIUMEDE,
I€ JIB€ MOJIEKYJIbI MYJIBTUMEPHOTO TOJUMENTHAA MOTYT OBbITh CBSI3aHBI JIPYr C JPYroM
oucynbQUAHON CBSI3pIO, Hampumep, depe3 mnojunentun Fc, NpHCYTCTBYIOIMN B IBYX
MoJieKyJiax. B kadecTBe Apyroro mpumepa, MyJIBTUMEPHBIH MMOJUNENTHA IO HACTOALIEMY
M300pETEHHI0O MOXKET COAep:KaTh TPH, YEThIpe WIM IMATh MOJEKYJ MYJBTHMEPHOTO
NOJIMIENTHAA, € MOJIEKYJIbI MYJIBTUMEPHOrO IOJHIIENTHAA MOTYT OBITh CBS3aHBI JAPYT C
ApYyroM AucCyNbUAHON CBA3BIO, HAmpumep, uepe3 monunentun Fc, mpucyTcTByrommii B
MOJIEKY JIax.

B HeKOTOpBIX Cllyyasix MyJIbTUMEPHBIN MTOJUNENTHA COAEPIKUT: a) NMEePBbIH MOIUIENTH],

cozep:kauuii B HanpasieHuu ot N-koHua ao C-xoHua: 1) snuTom, 11) nonunentun B2M; u iii)
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BapuaHT nojmmnentuaa IL2 mo Hactosmemy wn3o0pereHuro; W b) BTOpoH monmMmenTHn,
comepskauuii B HanpasyieHun oT N-koHua 1o C-xonua: 1) msokenyro nens [ KI'C kmacca I u i1)
nogunentuy, Fc. B HEKOTOpBIX cCiydasx MyJbTUMEPHbIH NOJUNENTHJ IO HACTOSIIEMY
M300PETEHHUIO CONEPIKUT: a) TIEPBbII MOJUTIEIITHI, CONEP KAl B HAPABJISHHH OT N-KOHIIA 110
C-xoHna: 1) smurom; ¥ ii) nojumentun P2M; u b) BTOpO# mnonunenTun, CoAepikaiiuil B
HampaBieHun oT N-koHuma 10 C-xoHma: i) BapuantT nonunentuaa IL2 mo Hacrosmemy
u3o0peTeHnto; ii) Tsokenas uenb [ KI'C knacca I; u iii) monunentun Fc. B HeKOTOphIX cydasix
MYJIBTUMEPHBIH MOJIUIENTHA 110 HACTOSLIEMY H300PETEHUIO COACPIKHT: a) TEePBbIN MOJHUIIETITH],
comepKaluii B HampasieHuu oT N-koHma no C-xoHua: i) smuror; ii) nojunentun B2M; iii)
nepBblii BapuaHT nosmnentuaa IL2 mo HacTosimemy W300peTEeHUr0, 1v) BTOPOH BapUaHT
noymnentraa [L2 mo Hacrosimemy H300peTeHHIO; U V) TpeTul BapuaHT nonunentuaa 1L2 mo
HACTOSIIEMY U300pPETEHHIO, U b) BTOPOI MOJUIMENTH I, COEP KA B HAMMPABJISHUH OT N-KOHIIA
no C-xonna: 1) Tsokenyro nernb [KI'C kmacca I, u ii) nonunenTtun Fc. B HekoTopbIx ciydasx
NEpPBBI, BTOPOM M TpeTWH BapuaHTHble mnojunentuasl [L2 KWMET OIMHAKOBYIO
AMUHOKHCJIOTHYIO MOCJIEI0BATEIbBHOCTb. B HEKOTOpBIX Ciydasx MEpBbIHA, BTOPOM U TPETUH
BapuaHTHble nojunentuael IL2 oraugaroTcss Agpyr OT  Apyra IO aMUHOKHUCJIOTHOHR
MOCJIEI0BATENbHOCTUH. B HEKOTOpBIX ciydasX MyJbTHUMEpHBIH MOJMIENTHA MO HACTOSIIEMY
M300PETEHHUIO CONEPIKUT: a) TIePBbII MOJUTICITHI, CONEPIKALINN B HAPABICHUH OT N-KOHIIA J10
C-xoHua: 1) smuror; u 1i) nmomunentun B2M; u b) Bropo#l mosmumenTux, copepikamuii B
HarpaByieHun oT N-koHIa 10 C-koHua: i) nepselii BapuaHT nonunentuaa IL2 no Hacrosmemy
u300peTeHnto; ii) BTOpod BapuaHT nojunentuaa IL2 mo Hacrosimemy H300peTeHuro;, H 1ii)
Tpetuii BapuaHt nojunentuna IL2 mo Hacrosmemy uzoOpereHuro; iv) Tsokenyro nenb [ KI'C
knacca [; u v) monunentun Fc. B HEKOTOpBIX ciiyuasix mepBblii, BTOPOH U TpeTUH BapHaHTHBIE
nojunentuasl [L2 UMeT ONMHAKOBYH0 aMHUHOKHCIOTHYIO MOCIEA0BATEIbHOCTh. B HEKOTOPBIX
Cly4asix MepBbld, BTOPOM U TPETUH BapuUaHTHbIE noiaunentuasl IL2 otnuyaroTes Apyr OoT apyra
10 AMUHOKHCJIOTHOH NOCJIE€N0BATEIbHOCTH.

3amena F42

B HekoTopbIX ciyyasx BapuaHT nojunentuaa IL-2, npucyTCTBYOIMUN B MyJIBTUMEPHOM
NOJUNENTHE, CONEPKUT AMHUHOKHCIIOTHYIO IOCJEN0BATENbHOCTh, MMEIOIIYI0 HUIEHTHYHOCTb
aAMUHOKHCJIOTHOHN MOCJeN0BaTeNbHOCTH M0 MeHblueil Mepe 90%, no MmeHbiuel mepe 95%, mno
MeHbie Mepe 98% wunu no MeHbiied Mepe 99% OTHOCHUTENBHO aMHHOKMCIOTHOM
TIOCJIeIOBATEIBHOCTH, H300paskeHHON Ha ¢ur. 2B, roe amuHOkuCIOTa 42 TpencTasisieT coOok
AMHHOKHCIIOTY, OTJIMYHYIO OT (PeHUJIAJIaHWHA, HAIIPUMEp, I7le AMUHOKHUCIOTA 42 MPenCTaBseT
coboit Gly, Ala, Val, Leu, Ile, Pro, Tyr, Trp, Ser, Thr, Cys, Met, Asn, Gln, Lys, Arg, His, Asp

win Glu. B Hekotopeix cnywasx BapuaHT nonunentuaa IL-2, mpucyTcTByromui B
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MyJbTUMEPHOM TMOJIMIENTHAE IO HACTOSLIEMY PAacCKpPbITHIO, COAEPKUT aMHUHOKUCIOTHYIO
MOCJIEI0BATENbHOCTh, MMEIIIYK HAEHTUYHOCTh AMUHOKHCIOTHOM IOCNENOBATEIbHOCTH IO
MeHbied mep 90%, no Mmenbluell Mepe 95%, no menpuieil Mmepe 98% unau MO MeHbLIEH Mepe
99% OTHOCUTENPHO aMHUHOKHCJIOTHOHN MOCJIEAOBATENbHOCTH, M300paxkeHHOW Ha ¢ur. 2B, rme
amuHOkucnota 42 mnpencrasisier cobori Ala, Gly, Val, Leu wnu Ile. B HexoTopsIx ciydasix
BapuaHT nonunentuaa IL-2, mpucyTCTByOWUN B My IbTUMEPHOM MOJUMNENTHIE IO HACTOSIIEMY
PACKPBITHIO, COACPKUT AMHHOKHUCJIOTHYIO IOCIEIOBATENbHOCTb, HUMEIOIIYK HIAECHTUYHOCTD
AMHHOKHCIIOTHON IOCNIe0BATENbHOCTH MO MeHbluel mep 90%, mo mensblieit Mepe 95%, mo
MeHbineli Mepe 98% wunu no MmeHbineid Mepe 99% OTHOCHUTENBPHO aMHHOKHUCIOTHOM
MOCJIeIOBATEIPHOCTH, M300paskeHHOM Ha ¢ur. 2B, roe amuHOkuCOTa 42 TpencTaBiseT coOok
Ala. B HekoTopbIX ciydasix BapuaHT nojunentuna [L-2, mpucyTCTBYIOLUIMA B MYJIBTHUMEPHOM
NOJUNENTHU/E TIO HACTOALIEMY PACKPBITUIO, COAEPKUT aMUHOKHCIOTHYIO MOCIEN0BATENbHOCTD,
UMEIOLIYI0 WIEHTUYHOCTh AMHUHOKHCIOTHON MOCIEeN0BAaTEIbHOCTH MO MeHblneld mep 90%, mo
MeHble Mepe 95%, mo Menblieil mepe 98% wunu no Mesbliell mepe 99% OTHOCHUTENBHO
AMMHOKHCIIOTHOHM TOCIEeOBaTENbHOCTH, M300pakeHHOH Ha ¢ur. 2B, rme ammuokucnora 42
npencrasisier coboit  Gly. B HekoTopeix cnywasx BapwaHT nojunentuma  1L-2,
NPUCYTCTBYIOLUI B MYyJBTUMEPHOM MOJMUIENTHAE IO HACTOALIEMY PACKPBITUIO, COAEPKUT
AMUHOKHCJIOTHYK)  IIOCJIE€JOBATEIbHOCTh, HUMEIOINYK)  WIAEHTHMYHOCTb  aMHHOKHCJIOTHOM
NOCJIeI0BATENBbHOCTH MO MeHblIed Mep 90%, no meHbieil Mepe 95%, no menbiuel mMepe 98%
Wi 1o MeHbuell Mepe 99% OTHOCHUTENBPHO AaMUHOKUCIOTHOM IOCJIE€A0BATENIbHOCTH,
m3o0pakeHHOH Ha ¢ur. 2B, roe ammuHokucnora 42 npencrasisier coboit Val. B HexoTophix
ciydasx BapuaHT nojunentupa IL-2, nmpucyTCTBYHOIMI B MyJbTUMEPHOM MOJMIENTUAE IO
HACTOSILIIEMY PACKPBITHUIO, COAEPKUT AMHUHOKHCJIOTHYIO IOCIEI0BATEIbHOCTb, HMEIOLIYIO
WUIEHTUYHOCTh aMUHOKHCIIOTHOM MOC/IEIOBATEIbHOCTH MO MeHblued mep 90%, mo meHblnei
Mepe 95%, mo wmenbmelr wmepe 98% wuam mo Mesbmer wmepe 99% OTHOCHTENBHO
AMHHOKHCJIOTHOH TOCEeNOBaTENbHOCTH, M300pakeHHOH Ha ¢ur. 2B, rme ammuaokucinora 42
npencrasisier codoir Leu. B HekoTopeIx ciay4asx BapuaHT —rnonunentuga  1L-2,
NPUCYTCTBYIOLIUI B MYyJBTUMEPHOM MOJUIENTHAE IO HACTOALIEMY PACKPBITUIO, COAEPKUT
AMUHOKHCIIOTHYIO  IIOCJIE€JOBATEIbHOCTh, HUMEIOINYK)  HUIAEHTHMYHOCTb  aMHHOKMCIOTHOM
NOCJIEI0BATENBHOCTH MO MeHblIeld Mep 90%, no meHbiel Mepe 95%, no meHbluel Mepe 98%
Wil 10 MeHbleln wMepe 99% OTHOCHUTENBPHO AaMUHOKUCIOTHOM —IOCJIEI0BATENIbHOCTH,
u3o0paxkenHoil Ha ¢ur. 2B, rme ammHokmcnora 42 mpeacrasisier coboii Ile. B HexoTopbx
cllydasx €JUHCTBEHHasl KOomusl BapuaHTta nonunentuaa IL-2 npucyTcrByeT B MyJIbTHMEPHOM
NOJMIIENTHAE 1O HACTOSAIMEeMYy H300peTeHn0. B HEKOTOpBIX cly4yasx MyJIbTUMEpHBIH

NoJIMNnenTu 1Mo HAaCTOALEMY I/1306peTeHI/II-O COACPKUT ABC KOMHWU BapUaHTa MOJIUIICTITUAA IL-Z,
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HarpuMep, Te ABe KOMUU HAaXOMATCSA B TaHAeMe Oe3 JIMHKepa MEKAY ABYMs KOMUSMHU WJIH B
TaHAEME M pa3[eNeHbl JIMHKEPHBIM MENTHUAOM. B HEKOTOPBIX Ciydasx MyJIbTUMEPHBIN
HOJIMIIENTH] 110 HACTOSILIEMY M300PETEHUIO CONEPKUT TPU KOMUM BapuaHTa nonunentuaa IL-2,
HarpuMep, KOraa TpU KOMUU HAaXOIATCsA B TaHAeMe 0e3 JMHKepa MeXIy TpeMs KONUSMH WM B
TaHIEME M pa3JeNieHbl JIMHKEPHbIM NenTuaoM. B HekoTopbix ciydyasx, korma IL-2/synTac mo
HACTOSIILIEMY M300pETeHUI0 comepkuT Tsokenyro uenb HLA knacca I u f2M, monunentuz(-bi)
IL-2 HaxomuTCs/HAXOMATCSl HA MOJIMITENTHIHON LEH, coaepsKkaliei Tsokenyro mnenb HLA knacca
I. B HekoTopbix cnyuasix, koraa [L-2/synTac mo HacTosiieMy n300pETEHHIO CONEPKUT TSKEITY O
nernb HLA xmacca [ u 2M, nomunentun(-bi) IL-2 HaXOAUTCSA/HAXOMATCS HA TOJUNENTHIHON
Henu, copepskame nojunentrn f2M. B HeKOTOphIX ciyvasx BapuaHT nojunentuna IL-2 wim
synTac, comepsammii ero, umeer adpurHOCTH CBs3bIBaHUs ¢ IL2R, xoTOpast cocraBisieT oT
npumepHo 100 ’M go 150 HM, ot npumepno 150 HM no npumepno 200 HM, ot npumepHo 200
HM 1o npumepno 250 HM. ot npumepHo 250 HM no npumepHo 300 HM, ot npumepno 300 ’M
1o npumMepHo 350 HM, ot npumepno 350 HM no mpumepno 400 HM, ot npumepHo 400 HM no
npumepHo 500 HM, ot nmpumepro 500 HM no npumepno 600 HM, ot npumepro 600 HM no
npumepno 700 HM, ot mpumepno 700 HM no npumepno 800 HM, ot mpumepno 800 HM no
npumepHo 900 M, ot npumepno 900 HM go npumepno 1 MxM, ot mpumepno 1 MxM no
npumepHo 5 MkM, ot mpumepHo 5 MkM no npumepHo 10 MM, or mpumepno 10MxkM no
npumepHo 15 mMxM, ot npumepHo 15mMkM no npumepno 20 mxM, or mpumepno 20mMxkM 1o
npumepHo 25 MkM, ot npumepHo 25MkM no npumepno 50 mxM, or mpumepHo SOMxkM no
npumepHo 75 MkM unu ot npumepHo 75 MkM go mpumepHo 100 MkM. B HeKOTOpBIX ciyuasx
BapuaHT nonunentuaa [L-2, mpucyTCTByOWUN B My IbTUMEPHOM MOJUMNENTHIE IO HACTOSIIEMY
PACKPBITHUIO, UMEET UTUHY 133 aMHUHOKHCIIOTHI.

3amena Y45

B HekoTopbIxX ciydasx BapuaHT nojunentuaa IL-2, npucyTCTBYOIUN B MyJIbTUMEPHOM
MOJIUMENTH/E MO HACTOALIEMY PACKPBITHIO, COAEP>KUT AMUHOKHUCIIOTHYIO MOCJIEA0BATEIBHOCTD,
UMEIOLIYI0 WIEHTUYHOCTh AMHUHOKHCIOTHON MOCIEeN0BAaTEIbHOCTH MO MeHbIneld mep 90%, mo
MeHbleld Mepe 95%, mo mesblueill mepe 98% wunu no Mesbliell mepe 99% OTHOCHUTENBHO
AMHHOKHCIIOTHOHM TOCIIEIOBATENbHOCTH, M300paskeHHONW Ha ¢ur. 2F, rme ammHokmcnora 45
NpeICTaBIsIeT COO0M aMUHOKHCIIOTY, OTIMYHYIO OT THPO3HMHA, HAIPUMEp, TIe aMUHOKHCIOTA 45
npencrasisier codoit Gly, Ala, Val, Leu, Ile, Pro, Phe, Trp, Ser, Thr, Cys, Met, Asn, Gln, Lys,
Arg, His, Asp niu Glu. B HekoTopbIx ciydasx BapuaHt nonunentuaa [L-2, npucyTcTByromui B
MYJITUMEPHOM TOJIMNIENTHAE MO HACTOSIIEMY PACKPBITHIO, COAEPKUT aAMUHOKHUCIOTHYIO
MOCJIEIOBATEIbHOCTh, UMEKIYK) HAEHTUYHOCTb AMUHOKUCIOTHOW IOCIEAOBATEIBHOCTU IO

meubIied Mep 90%, mo meubieii mepe 95%, 1o Menbieil mepe 98% WU O MEHBIIEH Mepe
b 2
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99% OTHOCHUTENIPHO aMHUHOKHCJIOTHOH MOCIENOBaTEIbHOCTH, M300pakeHHONH Ha Qur. 2F, rmoe
amuHOKHuCIoTa 45 mpencrasnser coboi Ala, Gly, Val, Leu nnu Ile. B HekotopbIx ciydasx
BapuaHT nonunentuaa IL-2, npucyTCTBYOUN B MyJIETUMEPHOM MOJUIENTHAE 10 HACTOALLEMY
PACKpBITHIO, COAEPKUT AMHHOKUCJIOTHYIO IIOCIE€NOBATENbHOCTb, HUMEIOLIYI HIAEHTUYHOCTD
AMMHOKHCIIOTHOM IOCJIEA0BATENbHOCTH O MeHblnel Mep 90%, mo mesblied mepe 95%, mo
MmeHbllell Mepe 98% wnu no Mmesbweil Mepe 99% OTHOCUTENBHO AMHUHOKMCJIOTHOM
MOCJIeIOBATEIBHOCTH, M300paskeHHOM Ha ¢ur. 2F, rme amuHokucaoTa 45 npeacraBisieT coOoit
Ala. B HekoTOpbIX ciyuasix BapuaHT nojunentuna [L-2, mpucyTCTBYIOLIMA B MYJIBTHUMEPHOM
MOJIUMNENTHU/IE TI0O HACTOALIEMY PACKPBITUIO, COAEPKUT aMUHOKHCIOTHYIO MOCIEI0BATENbHOCTD,
UMEIOLIYI0 WAEHTUYHOCTh AMHUHOKHCIOTHON MOCIEeN0BAaTEIbHOCTH MO MeHbIineld mep 90%, mo
MeHblel Mepe 95%, mo mesblieil mepe 98% wunu nmo Mesblnell mepe 99% OTHOCHUTENBHO
AMHHOKHCIIOTHOHM TOCIIEIOBATENbHOCTH, M300paskeHHONW Ha ¢ur. 2F, rme ammHOkucimora 45
npencrasisier coboit  Gly. B HekoTopeix cnywasx BapwaHT nojunentuma  1L-2,
NPUCYTCTBYIOLIUI B MYyJBTUMEPHOM MOJUIENTHAE MO HACTOALIEMY PACKPBITUIO, COAEPKUT
AMUHOKHCIIOTHYIO  IIOCJI€JOBATEIbHOCTh, HUMEIOINYK)  WIAEHTHMYHOCTb  aMHHOKMCIOTHOM
MOCJIEI0BATENBHOCTH MO MeHblIed Mep 90%, no meHbiei Mepe 95%, no meHbiuel Mepe 98%
Wil 10 MeHbleln wMepe 99% OTHOCHUTENBPHO AaMUHOKUCIOTHOM —IOCJIEA0BATENIbHOCTH,
u3oOpakeHHoil Ha ¢ur. 2F, roe ammuHokucnora 45 mpexacrasiser codoit Val. B HexoTopbIx
ciydasx BapuaHT nojunentupa IL-2, nmpucyTCTBYHOIIMI B MyJbTUMEPHOM MOJMIENTUAE IO
HACTOSLIIEMY PACKPBITUIO, COAEPKUT AMUHOKHUCIOTHYIO IOCJI€A0BATEIbHOCTb, HMEIOLIYIO
UJIEHTUYHOCTh aMHHOKHCJIOTHOM MOCJIEAOBATEIbHOCTH MO MeHblned mep 90%, 1o MeHbliei
mepe 95%, mno wmenbuieii Mepe 98% wuiam no Mesblieil Mepe 99% OTHOCHTENBHO
AMHHOKHCJIOTHOHM TOCJIEIOBATEIbHOCTH, M300pakeHHOW Ha ¢ur. 2F, rme ammHokuciora 45
npencrasisier  coboir Leu. B HekoTopbIx ciay4asx BapuaHT —nomunentuaa  1L-2,
NPUCYTCTBYIOLIUI B MYJIbTUMEPHOM TMOJIUIENITHAE IO HACTOSIIEMY PACKPBITUIO, COAEPKUT
AMUHOKHCIIOTHYIO  IIOCJIE€OBATENbHOCTh, HUMEIOINYI)  WIAEHTHUYHOCTb  aMHHOKHUCIOTHOM
NOCJIeI0BATENBbHOCTH MO MeHblIel Mep 90%, nmo meHblel Mepe 95%, no meHbiuel Mepe 98%
Wil 10 MeHbleln wmepe 99% OTHOCHUTENTBPHO aMUHOKUCIOTHOW —IOCJIEIOBATENIbHOCTH,
m3o0paxkenHoil Ha ¢ur. 2F, rme amuHokucinora 45 npencrasinser coboit Ile. B HexoTopbx
cilydasx €JUHCTBEHHasl KOmusl BapuaHTta nonunentuaa IL-2 npucyTcrByeT B MyJIbTHMEPHOM
NOJMIIENTHAE 1O HACTOSIMEMYy H300peTeHn0. B  HEKOTOpBhIX Clydasx MyJIbTUMEPHBIH
MOJIMIIENTH 110 HACTOSIIEMY M300PETEHUIO COAEPKUT ABE KOMHMM BapuaHTa rnonunentuaa 1L-2,
HanpuMep, TIe ABe KOMUU HAaXOMATCSA B TaHAeMe Oe3 JIMHKepa MEKAY ABYMs KOMUSMH WJIH B
TaHAEME M pas3fAeseHbl JUHKEPHBIM NENTHUAOM. B HEKOTOpBIX ciy4asx MyJIbTHUMEPHBIN

NoJIMnenTu 1o HaCTOALIEMY I/1306peTeHI/II-O COACPKUT TPU KOMUU BapHUAHTA MOJUIICIITUAA IL-Z,
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HarpuMep, KOraa TPU KOMHUU HAXOIATCS B TaHAeMe 0e3 JIMHKepa MEeXIy TPeMs KOIUSMH WM B
TaHAEME U pa3lesieHbl JIMHKePHBIM menTuaoM. B Hekoropbix ciydasix, korga IL-2/synTac mo
HACTOsALIEMY H300peTeHuI0 conepkuT Tsukenyro uernb HLA xmacca I u f2M, monmunentun(-bi)
IL-2 HaxomuTCs/HaXOOATCS HA MOJIUIIENITHAHON Lemny, coaepkamei tsokenyto nernb HLA knacca
I. B HekoTopbIx ciydasix, korga [L-2/synTac nmo HacTosimeMy n300peTeHHIO COAEPIKUT TSKENY O
nerns HLA xnacca I u 2M, nmomunentua(-s1) IL-2 HaXOmuTCsA/HAXOASTCS HA MOJHMIIENTHAHON
uenu, coxepskaimeii nonunentun f2M. B HEKOTOpBIX ciydasx BapuaHT nojunentuna 1L-2 wim
synTac, comepskammii ero, umeer adpurHOCTL CcBs3bIBaHus ¢ IL2R, xoTopasi cocraBisieT OT
npumepHo 100 ’M go 150 HM, ot npumepno 150 HM no npumepno 200 HM, ot npumepHo 200
HM 1o npumepno 250 HM. ot npumepHo 250 EM no npumepro 300 HM, ot npumepno 300 ’M
1o npumepHo 350 HM, ot npumepno 350 HM no mpumepno 400 HM, ot npumepro 400 HM no
npumepHo 500 HM, ot npumepro 500 HM no npumepno 600 HM, ot npumepro 600 HM no
npumepno 700 HM, ot npumepro 700 HM no npumepno 800 HM, ot mpumepno 800 HM no
npumepHo 900 vHM, ot npumepno 900 HM go npumepno 1 MxM, ot mpumepno 1 MxM 1o
npumepHo 5 MkM, ot mpumepHo 5 MkM no npumeprHo 10 MxM, ot mpumepno 10MkM no
npumepHo 15 MxM, ot npumepno 15mMkM no npumepno 20 mxM, ot mpumepno 20mMxkM 1o
npumepHo 25 MkM, ot npumepHo 25MkM no nmpumepno 50 mxM, ot mpumepno SO0MxkM no
npumepHo 75 MkM unu ot npumepHo 75 MkM 1o npumepHo 100 MkM. B HEKOTOpBIX ciydasx
BapuaHT nomunentuaa IL-2, npucyTCTBYOIUI B MyJIETUMEPHOM MOJUIENTHAE 10 HACTOALLEMY
PACKPBITHIO, UMEET UIMHY 133 aMUHOKHCIIOTHI.

3amena Q126

B HekoTOpBIX cilydasx BapuaHT nojunentuaa IL-2, npucyTCTBYOIMNN B MyJIBTUMEPHOM
MOJIUTIETITH/IE IO HACTOSALIEMY PACKPBITHIO, COAEPKUT AMUHOKHUCIIOTHYIO MOCJIEA0BATENBHOCTD,
UMEIOIIYI0 WIEHTUYHOCTh AMHUHOKHCJIOTHON MOCIEeNOBAaTEIbHOCTH MO MeHbInel mep 90%, mo
MeHbIel Mepe 95%, mo menblieit mepe 98% wunu nmo Mesblnell mepe 99% OTHOCHUTENBHO
AMHHOKHCJIOTHOH TOCJIEIOBATENIbHOCTH, M300pakeHHOW Ha ¢wur. 2G, rae aMuHOKUCIOTa 126
npeacTaBisieT OO0 aMUHOKHUCIIOTY, OTIMYHYIO OT TJIFOTAMHHA, HAIIPUMEp, T€ aMUHOKHCIIOTA
126 mpencrasnsier coboit Gly, Ala, Val, Leu, Ile, Pro, Phe, Tyr, Trp, Ser, Thr, Cys, Met, Asn,
Lys, Arg, His, Asp mmu Glu. B Hekoropeix cnydasx BapuaHT nojunentuga IL-2,
NPUCYTCTBYIOIIMIA B MYJBTUMEPHOM IOJUIENTHAE MO HACTOSINEMY DPACKPBITHIO, COAEPKUT
AMUHOKHCJIOTHYIO  IOCJIE€NOBATEIBbHOCTb, HMEKIYI  HMIEHTHYHOCTb  aMHHOKHCJIOTHOHN
MOCJIEIOBATEIPHOCTH MO MeHbInel Mep 90%, nmo Menbineit Mepe 95%, no MmeHbiuer mepe 98%
Wil 1o MeHbleln Mepe 99% OTHOCHUTENBPHO AaMUHOKUCIOTHOM —IOCJIEA0BATENIbHOCTH,
u3obpaxkenHoi Ha ¢ur. 2G, roe amuHokucota 126 npencrasisier codoit Ala, Gly, Val, Leu nim

Ile. B HexoTOpbIX ciyuasx BapuaHT nojunentunaa I1L-2, mpucyTCTBYIOIINI B MyJbTHMEPHOM
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MOJIUNENTHE MO HACTOALIEMY PACKPBITHIO, COAEP>KUT AMUHOKHUCIIOTHYIO MOCJIEA0BATEIBHOCTD,
UMEIOLIYI0 WAEHTUYHOCTh AMHUHOKHCIOTHON MOCIEN0BAaTEIbHOCTH MO MeHblleld mep 90%, mo
MeHbled Mepe 95%, mo Mesblieil mepe 98% wunu no Mesbliell mepe 99% OTHOCHUTENBHO
AMMHOKHCIIOTHOM TOCJIE0BATENbHOCTH, U300pakeHHONH Ha ¢ur. 2G, rae aMuHOKUCIOTa 126
npencrasisier coboit Ala. B HEKOTOpBIX ciydasx BapuaHt nojumnentuaa IL-2, mpucyTcTBYOMMA
B MyJbTUMEPHOM IMOJIUNENTHAE IO HACTOSLIEMY PACKPBITUIO, COAEPKUT AMHUHOKUCIOTHYIO
NOCJIEA0BATENbHOCTh, MMEKOIYK) HACHTUYHOCTh AMUHOKHUCIIOTHOM MOCIEAOBATEIbHOCTU IO
MeHbIel mep 90%, no menblueil Mepe 95%, o mMeHbieil mMepe 98% wuiaM MO MeHbLIEH Mepe
99% OTHOCUTEJIbHO aMHUHOKHCJIOTHOHM TMOCJIeNOBaTeIbHOCTH, M300paskeHHOU Ha ¢ur. 2G, rae
amuHOKUCHOTa 126 mpeacrasisier codoit Gly. B HeKOTOpbIX ciaydasx BapuaHT nojunentraa [L-

2, NPUCYTCTBYIOLIMI B MyJBTUMEPHOM MOJIUNENTUAE MO HACTOSAIUEMY PACKPBITHUIO, COAEPKUT

>
AMUHOKHCIIOTHYIO  IIOCJIE€JIOBATEIbHOCTh, HUMEIOINYK)  WIAEHTHMYHOCTb  aMHHOKHUCIOTHOM
NOCJIeI0BATENBHOCTH MO MeHblIeld Mep 90%, no meHblei Mepe 95%, no meHbiuel Mepe 98%
Wi 1o MeHbleln wMepe 99% OTHOCHUTENBPHO AaMUHOKUCIOTHOM —IOCJIEI0BAaTENIbHOCTH,
u3o0pakeHHoil Ha ¢ur. 2G, roe amuHOkHcaoTa 126 mpencrasnser codoit Val. B HexoTopbIx
ciydasx BapuaHT nojunentuga IL-2, mpucyTCTBYROIIMI B MyJbTUMEPHOM MOJMIIENTUAE IO
HACTOSILIEMY PACKPBITUIO, COAEPKUT AMHHOKHCJIOTHYIO IOCJIEI0BATEIBbHOCTb, HMMEHOLIYIO
UIEHTUYHOCTh AMUHOKMCIIOTHOM MOCJIENOBATEIbHOCTH MO MeHblued mep 90%, mo meHbliei
Mepe 95%, mno wMenbwielr mepe 98% wunam mo Mesbwier mepe 99% OTHOCUTENBHO
AMMHOKHCIIOTHOM TOCJIE0BATENbHOCTH, U300pakeHHONW Ha ¢ur. 2G, rae aMuHOKUCIOTa 126
npencrasimsier coboit Leu. B Hekoropelx cnyuasx BapuaHT nonunentaga  [L-2,
NPUCYTCTBYIOLIUI B MYyJIbTUMEPHOM MOJUNENTUAE MO HACTOSLIEMY PACKPBITUIO, COAEPIKUT
AMUHOKHCIIOTHYIO  IIOCJI€JOBATEIbHOCTb, HUMEIOINYI)  WAEHTHYHOCTb  aMHHOKHUCJIOTHOM
MOCJIeIOBATENBHOCTH 10 MeHbleld Mep 90%, nmo meHbluei Mepe 95%, no meHbiuel mepe 98%
WM 10 MeHbineln wmepe 99% OTHOCHUTENTBbHO aMUHOKUCIOTHOM —IOCJIEIOBATENIbHOCTH,
u3o0pakenHoil Ha ¢ur. 2G, rae amuHokuciota 126 mpexncrasnsier coboit Ile. B HexoTOpbIx
cilydasx €JUHCTBEHHasi KOomusi BapuaHTta nonunentuaa IL-2 npucyTcrByeT B MyJIbTHMEPHOM
NOJIMIENTHAE 1O HACTOSIEeMy H300peTeHni0. B HEKOTOpBIX Clydasix MyJIbTUMEPHBIN
MOJIMIIENTH] 110 HACTOSIIEMY M300PETEHUIO COAEPKUT ABE KOMHMM BapuaHTa nonunentuaa 1L-2,
HarpuMep, Te ABe KOMMU HAaXOMATCSA B TaHAeMe 0e3 JIMHKepa MEKAY OBYMs KOMUSMHU WJIH B
TaHAEME M pas3fesieHbl JUHKEPHBbIM NenTHUaAoM. B HEKOTOpbIX ciyyasx MyJIbTUMEpHBIH
MOJIMIIENITH] 110 HACTOSIIEMY M300PETEHUIO CONEPKUT TPU KOMUH BapuaHTa nosumnentuaa 1L-2,
HarpuMep, KOraa TPU KOMHUU HAXOIATCS B TaHAeMe 0e3 JIMHKepa MeXIy TPeMsl KOMUSIMH WM B
TaHJIEME M pa3eNieHbl JIMHKEPHbIM NenTtuaoM. B Hekotopbix ciyuasx, korzpa IL-2/synTac mo

HACTOSLIEMy H300peTeHUI0 conepkuT Tsukenyro uernb HLA xmacca I u f2M, nmonunentus(-bi)
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IL-2 HaxomuTCst/HaXOOATCS HA MOJIMIIENTHAHON ey, coaepkalei Tsokenyro nenb HLA kmacca
I. B Hexotopsix cnyuasix, koraa [L-2/synTac mo HacTosieMy n300peTEeHUIO CONEPKUT TSKEITY IO
nenb HLA xmacca I u 2M, nomunentun(-vr) IL-2 Haxoaurcs/HaxXonATcss Ha MOJIUNENTUIHON
1eny, copepskamed noiunentun f2M. B HekoTophIX ciydasx BapuaHT nojunentuna 1L-2 wmun
synTac, conepskatumii ero, obnanaer apunHocTIO cBs3bBaHMs ¢ IL2R, koTOpast cocTaBnseT OT
npumepHo 100 HM o 150 M, ot npumepro 150 HM no npumepno 200 HM, ot npumepno 200
HM no npumepno 250 HM. ot npumepro 250 HM no npumepnHo 300 HM, ot npumepHo 300 HM
no npuMepHo 350 HM, ot npumepno 350 HM no npumepno 400 HM, ot npumepHo 400 HM no
npumepHo 500 HM, ot npumepno 500 HM no npumepno 600 HM, ot npumepro 600 HM no
npumepHo 700 HM, ot npumepno 700 HM no npumepno 800 HM, ot npumepno 800 HM no
npumepro 900 BHM, ot npumepno 900 HM go npumepno 1 MxM, ot mpumepno 1 MxM no
npumepHo 5 MkM, ot npumepHo 5 MkM po npumepHo 10 MxM, ot npumepno 10 MxM no
npumepHo 15 MxM, ot mpumepno 15 mxM no npumeprHo 20 MxM, ot npumepno 20 MxM 1o
npumepHo 25 MM, ot mpumepHo 25 MxkM no npumepHo 50 MM, ot npumepno 50 MxM 1o
npumepHo 75 MkM unu ot npumepHo 75 MkM 1o npumepHo 100 MkM. B HEKOTOpBIX ciydasx
BapuaHT nomunentuaa IL-2, npucyTCTBYHOMUN B MyJIBTUMEPHOM MOJIUIENTHAE 10 HACTOALIEMY
PaCKPBITHIO, UMEET IINHY 133 aMHUHOKHUCIIOTHIL.

3amenvt F42u H16

B HexoTopbIX ciydasx BapuaHT nojunentuaa IL-2, npucyTCTBYHOIUN B MyJIbTUMEPHOM
MOJIUIIENTU/E IO HACTOSALLEMY PACKPBITHIO, COAEPKUT AMUHOKHUCIIOTHYIO IOCJIEN0BATEIBHOCTD,
UMEIOIIYI0 UAEHTUYHOCTh aMHHOKHCIIOTHOHM MOCIeN0BaTeNbHOCTH MO MeHblueit Mep 90%, mo
MeHblIell Mepe 95%, mo MeHbinelt mepe 98% wunm no Mesblied Mepe 99% OTHOCHUTENIBHO
AMHHOKHCJIOTHOHM TMOCJEeIOBATEIbHOCTH, M300paxkeHHOi Ha ¢ur. 2H, rne amunokucinora 42
npeacTaBisieT CcoOOH  aMUHOKMCIOTY, OTJIMYHYKO OT (PeHWIamaHWHa, HAmpuMmep, TI7e
amuHokucnora 42 npencrasisier codoit Gly, Ala, Val, Leu, Ile, Pro, Tyr, Trp, Ser, Thr, Cys,
Met, Asn, GIn, Lys, Arg, His, Asp wiu Glu; u rne ammuHokucsiora 16 mpencrasisier coOou
AMUHOKHCJIOTY, OTJIMYHYIO OT TMCTHAMHA, HAmpUMeEp, I€ aMUHOKHUCIOTAa 16 mpencrasiser
coboii Gly, Ala, Val, Leu, Ile, Pro, Phe, Tyr, Trp, Ser, Thr, Cys, Met, Asn, Gln, Lys, Arg, Asp
win Glu. B HekoTopeIx chy4asx BapuaHT nonunentuga IL-2, mpuUCyTCTBYROIIUA B
MYJITUMEPHOM TOJIMMIENTHAE MO HACTOSINEMY PACKPBITHIO, COAEPKUT aMUHOKHUCIOTHYIO
MOCJIEIOBATEIbHOCTh, UMEKIYK HAEHTUYHOCTb AMUHOKUCIOTHOM MOCIEAOBATENBHOCTU IO
MeHbled mep 90%, no Mmenblueil Mepe 95%, no meHbuiell Mepe 98% uiaKu Mo MeHbLIEH Mepe
99% OTHOCUTEJIbHO aMHUHOKHCJIOTHOH TOCJIEeNOBaTeIbHOCTH, M300pakeHHOW Ha ¢ur. 2H, rae
amuHokuciora 42 npexncrasisier codoit Ala, Gly, Val, Leu wiu lle; u roe amuHOkuciaora 16

npencrasisier coboit Ala, Gly, Val, Leu nnu Ile. B HekoTOpbIX ciy4asix BapHaHT MOJHUIIENTHIA
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IL-2, npucyTCTBYIOIIHH B MyJIbTHMEPHOM IOJIUMIENTHAE 11O HACTOSIIEMY PACKPBITHIO, COAEPIKUT
AMUHOKHCJIOTHYKO  IIOCJI€JIOBATEIbHOCTh, HUMEIOINYK)  HUIAEHTHMYHOCTb  aMHHOKHUCJIOTHOM
NOCJIEIOBATENBHOCTH MO MeHblIed Mep 90%, no meHbiei Mepe 95%, no menbiuel Mepe 98%
Wil 1o MeHbuell Mepe 99% OTHOCHUTENBbHO AMUHOKUCIOTHOM —IOCJIE€A0BATENIbHOCTH,
u3o0paxenHoit Ha ¢ur. 2H, rone amunokucnora 42 npezacrasisier codoit Ala, a aMUHOKHCIIOTA
16 mnpencraBmsier coboit Ala. B HekoTopeIx cny4asx BapuaHT nonunentuaa 1L-2,
MPUCYTCTBYIOLIUI B MYJIETUMEPHOM IOJIUIENITHAE MO HACTOSIIEMY PACKPBITUIO, COAEPIKUT
AMHUHOKHCIIOTHYIO  IIOCJI€JOBATEeIbHOCTh, HUMEIOINYI)  HUAEHTHYHOCTb  aMHHOKHUCJIOTHOM
MOCJIEIOBATENBHOCTH O MeHblel Mep 90%, mo meHbluei Mepe 95%, no meHbiuel Mepe 98%
Wi 10 MeHblneln wmepe 99% OTHOCHUTENHPHO aMUHOKUCIOTHOW —IOCJIEAO0BAaTENIbHOCTH,
u3o0pakeHHol Ha ¢ur. 2H, roe amuHOKkHcnoTa 42 mpeacraBiseT coboit Ala, a aMUHOKHUCITOTA
16 mpencraBnser coboit Gly. B Hekoropeix ciyvasx BapuaHT nosunentuga 1L-2
NPUCYTCTBYIOLINA B MYJbTHMEPHOM IMOJHIIECNITHAE IO HACTOSILIEMY PACKPBITHIO, CONEPIKUT
AMUHOKHCIIOTHYIO  IIOCJI€JOBATE€bHOCTh, HUMEIOINYK)  HUIAEHTHMYHOCTb  aMHHOKHUCIOTHOM
NOCJIEI0BATENBHOCTH MO MeHblIed Mep 90%, no meHbiel Mepe 95%, no meHbiuel Mepe 98%
Wi 1o MeHbleln wMepe 99% OTHOCHUTENBPHO aMUHOKUCIOTHOM —IOCJIEI0BAaTENIbHOCTH,
u3obpakeHHoi Ha ¢ur. 2H, roe amuHOKHCcHoTa 42 mpexacrasisieT codoit Val, a aMUHOKHUCTOTA
16 nmpencraBnser coboit Ala. B HekoTopeIx ciydasx BapuaHT nosnunentupa IL-2
NPUCYTCTBYIOLINH B MYJbTHMEPHOM IMOJHIIENITHAE IO HACTOSIIEMY PACKPBITHIO, COXEPIKUT
AMHHOKHCJIOTHYK)  IOCJIE€OBATEIbHOCTh, HUMEIOINYK)  HUAEHTUYHOCTb  AMHHOKMCJIOTHOM
IIOCJIEZIOBATENIBHOCTH IO MeHblIer Mep 90%, no menblueil Mepe 95%, no menbliel mepe 98%
wii 1o MeHblled wMepe 99% OTHOCUTEIBHO aMUHOKHCJIOTHON TIOCIEIOBATEIbHOCTH,
u3o0pakenHoi Ha ¢ur. 2H, rne amuHokucnora 42 npeacrasiser codoit Leu, a aMUHOKHUCIIOTA
16 nmpencraBnser coboit Ala. B HekoToppIX ciydasx BapuaHT mnosunentuga 1L-2,
NPUCYTCTBYIOLINA B MYJbTHMEPHOM TMOJHIENTHIAE IO HACTOSILIEMY PACKPBITHIO, CONEPIKUT
AMUHOKHCIIOTHYIO  IIOCJIE€OBATENbHOCTh, HUMEIOINYI)  WIAEHTHUYHOCTb  aMHHOKHUCIOTHOM
NOCJIeI0BATENBbHOCTH MO MeHblIel Mep 90%, nmo meHbei Mepe 95%, no meHbiuel Mepe 98%
Wil 10 MeHbleln wmepe 99% OTHOCHUTENTBPHO aMUHOKUCIOTHOW —IOCJIEIOBATENIbHOCTH,
u3o0pakeHHol Ha ¢ur. 2H, rme amuHokuciora 42 npencrasisier codoii lle, a amuHokucnora 16
npenacrasisier coboii Ala. B HEKOTOpBIX Ciy4asx eNUHCTBEHHAs KOMHUS BapUAaHTA MOJUIENTHAA
IL-2 mnpucyTcTByeT B MYJBTUMEPHOM TNOJHIENTHAE IO HAcTosmeMy u3zo0pereHuto. B
HEKOTOPBIX CJIy4asiX MyJIbTUMEPHBIN MMOJUNENTH IO HACTOSIIEMY H300PETEHHIO COAEPIKUT 1B
KoMy BapuaHta nojunentuzaa IL-2, Hampumep, rae nBe KONMHMM HAXOMATCA B TaHAeMe Oe3
JUHKEpa MEXAY ABYMS KONMSIMHM WM B TaHAEME M pasfesieHbl JHHKEPHBbIM NenTuaoM. B

HEKOTOPBIX ClIy4dasax MyJ'IbTHMGprIfI MNOJIMICITUA IO HACTOALIEMY I/1306peTeHI/I}O COACPIKUT TpHU
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KoM BapuaHTa nojunentuna I1L-2, Hampumep, Koraa TpU KOMHMU HAXOIATCS B TaHIeMe Oe3
JUHKEpa MEXIy TpeMsl KONUSMH WIM B TaHAEME M PAa3AeNIeHbl JIMHKEPHbIM NenTuaoM. B
HEKOTOPBIX ciydasix, koraa IL-2/synTac mo HacTosimeMy H300pPETEHHIO COAEPKHUT TSHKEIYIO
nernb HLA xmacca I u 2M, nomunentun(-v1) IL-2 Haxoaurcs/HaxonATcss Ha MOJIUNENTUIHON
nemny, copepskaruei Tsoxenyro nenb HLA kmacca I. B Hekoropsix ciyuasix, korna IL-2/synTac o
HACTOSIILIEMY M300pETeHUI0 comepkuT Tsokenyro uenb HLA knacca I u f2M, monunentuz(-bi)
IL-2 HaxomguTcs/HAXONATCS HA TOJMIIENTHAHONW Lenw, conepskamed nojunentun B2M. B
HEKOTOPBIX CJIy4asix MYJIbTHMEPHBIH MOJUMENTH N0 HACTOALIEMY M300pPETEHUIO COAEPIKUT 2
xonuu Bapuanrta IL-2, comepxainue 3amensl F42A u H16A, raoe MyasTUMEpHBIH MOIUIENTUA
BKJIFOYaeT mosmnentuasl Tspkenoil nenn HLA xmacca I m B2M, u roe 2 xomum IL-2 (F42A,
H16A) HaxopmsTcsi Ha MOJMIENTUAHOW LeEnu, coiepxkainei Tspkenyr uenb HLA kmacca 1. B
HEKOTOpBIX ciy4asx BapuaHT nosymnentuaa IL-2 wmm synTac, comepskammii ero, obmamaer
apdurnoCTBIO CBsI3bIBaHMA ¢ IL2R, xoTopas cocrasnsier ot nmpumepHo 100 HM no 150 HM, ot
npumepHo 150 e’M no mpumepno 200 HM, ot npumepno 200 HEM o nmpumepno 250 HM. ot
npumepHo 250 HM no mpumepno 300 HM, ot npumepno 300 HM o nmpumepno 350 HM, ot
npumepHo 350 HM no mpumepno 400 HM, ot npumepno 400 HM no mpumepno 500 HM, ot
npumepHo 500 HM no mpumepno 600 HM, ot npumepno 600 HM no mpumepno 700 HM, ot
npumepHo 700 HM no mpumepno 800 HM, ot nmpumepno 800 HM no mpumepno 900 HM, ot
npumepHo 900 HM go mpumepno 1 MxM, or nmpumepHo 1 mMxM no mpumepHo 5 MM, or
npumepHo 5 MkM no mpumepno 10 MxM, ot nmpumepno 10 MxM no mpumepno 15 MM, or
npuMepHo 15 MkM no mpumepHo 20 MkM, ot npumepHo 20 MkM 10 npumepHo 25 MkM, oT
npumMepHo 25 MkM no npumepno 50 MkM, ot npumepHo 50 MkM 10 npumepHo 75 MkM unu ot
npumepHo 75 MKM no npumepHo 100 MkM. B HEKOTOpPBIX ciaydasx BapuaHT nojgunentuaa IL-2,
NPUCYTCTBYIOIIMNA B MyJbTUMEPHOM IMOJMIENTHIE MO HACTOALIEMY PACKPBITHIO, UMEET IJIUHY
133 amuHOKHCIOTBL. B HekoTOpBIX ciy4asx BapuaHT nosunentuga IL-2  copepskut
AMHHOKHCJIOTHYIO TIOCJIEAOBATENIbHOCTD, MPEICTaBIeHHY0 Ha ¢ur. 34B (conepkamuii 3aMeHbI
HI16A u F42A).

3amenvt F42 u D20

B HekoTopbIX caydasx BapuaHT nojunentuaa IL-2, npucyTCTBYHOIMUN B MyJIBTUMEPHOM
MOJIUNIENTHE MO HACTOALIEMY PACKPBITHIO, COAEP>KUT AMHUHOKHUCJIOTHYIO MOCJIEA0BATEIBHOCTD,
UMEIOLIYI0 WIEHTUYHOCTh AMHUHOKHCIOTHON MOCEN0BAaTEIbHOCTH MO MeHblneld mep 90%, mo
MeHbled Mepe 95%, mo Mesbluell mepe 98% wunu no Mesbleil mMepe 99% OTHOCHUTENBHO
AMHHOKHCIIOTHOM TIOCJIE€AOBATENbHOCTH, H300paxkeHHON Ha ¢ur. 2I, rme amuHOKHCIOTa 42

NpeAcTaBisieT Cco0OM  aMUHOKHCIIOTY, OTIMYHYIO OT (eHWIajmaHuHa, Hampumep, Trae

amuHokucnora 42 npencrasisier codoit Gly, Ala, Val, Leu, Ile, Pro, Tyr, Trp, Ser, Thr, Cys,
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Met, Asn, GIn, Lys, Arg, His, Asp wim Glu; u rne ammHokuciora 20 npencrasisier coOou
aMUHOKHCJIOTY, OTJIMYHYIO OT aclapariHOBOH KHMCIOTBHI, Hampumep, rae amuHokuciaora 20
npexncrasisier codoit Gly, Ala, Val, Leu, lle, Pro, Phe, Tyr, Trp, Ser, Thr, Cys, Met, Asn, Gln,
Lys, Arg, His unu Glu. B HexoTopeIx ciyuasx Bapuant nonunentuaa IL-2, npucyTcTByromuii B
MyJbTUMEPHOM MOJMIENTUAEC IO HACTOSLIEMY PAaCKpPBITHIO, COAEPKUT aMHUHOKUCIOTHYIO
NOCJIE0BATENBbHOCTh, MMEIOIIYK) HACHTUYHOCTh AMUHOKHUCIOTHOM MOCIEAOBATEIbHOCTU IO
MeHbineld Mmep 90%, mo meHbineit mepe 95%, o MeHblneit Mepe 98% uiM MO MeHbIIEH Mepe
99% OTHOCHTEIbHO aMHHOKHCJIOTHOH MOCJIEeIOBATENbHOCTH, U300paskeHHOH Ha ¢ur. 21, raoe
amuHOkucyora 42 npencrasisier coboir Ala, Gly, Val, Leu wnu Ile; u roe amunokuciaora 20
npencrasisier coboit Ala, Gly, Val, Leu nnu lle. B HekoTOpbIX ciiy4asix BApHAHT MOJHMIIENTHIA
IL-2, npucyTcTBYOIMNIA B MyJIbTUMEPHOM MOJIHUIENTH I IO HACTOSIIEMY PACKPBITUIO, COAEPIKUT
AMUHOKHCIIOTHYIO  IIOCJI€JOBATEIbHOCTh, HUMEIOINYK)  WIAEHTHMYHOCTb  aMHHOKHUCIOTHOM
NOCJIeI0BATENBHOCTH MO MeHblIeld Mep 90%, no meHblei Mepe 95%, no meHbiuel Mepe 98%
Wi 10 MeHbleln wMepe 99% OTHOCHUTENBPHO aMUHOKUCIOTHOM —IOCJIEI0BATENIbHOCTH,
u3o0pakeHHol Ha ¢ur. 21, roe amuHOKMCHOTa 42 pencrasisier coboit Ala, Gly, Val, Leu unmu
Ile; u rne amuHokucnora 20 mpexncrasisier coboit Asn, Gln, Lys, Arg nimu His. B HexoTopbix
ciydasx BapuaHT nojunentupa IL-2, mpucyTCTBYROIIMIA B MyJbTUMEPHOM IOJMIIENTUAE IO
HACTOSILLIEMY PACKPBITHUIO, COAEPKUT AMHUHOKHUCIOTHYIO IOCIE€A0BAaTEIbHOCTb, HMEIOLIYIO
UIEHTUYHOCTh aMUHOKMCIJIOTHOM MOCJIENOBATEIbHOCTH MO MeHbluel mep 90%, mo meHbliei
Mepe 95%, no wMenbwieln mepe 98% wunaum nmo Mesblier mepe 99% OTHOCUTENBHO
AMMHOKHCJIOTHOW MOCJIEAOBATEIbHOCTH, H300paxkeHHOW Ha ¢ur. 2I, rme amuHOKHCciOTa 42
npencrasisier codol Ala, a amuHOokucnora 20 npexncrasisier codoi Ala. B HeKoTOpBIX ciydasx
BapuaHT nonunentyuaa [L-2, npucyTcTByOUNN B MyJBTUMEPHOM MOJUIENTHAE MO HACTOSALEMY
PaCKpBITHIO, COAEPKUT aMHHOKUCJIOTHYIO TIOCTENOBATENbHOCTh, HUMEIOLIYI0 HIEHTUYHOCTD
AMUHOKHCIIOTHOHN MOCIIEA0BATENbHOCTH MO MeHbluel mep 90%, mo menblieit mepe 95%, mo
MeHbineli Mepe 98% wunu no MeHbineid Mepe 99% OTHOCHUTENBPHO aMHHOKHUCIOTHOM
MOCJIeIOBATEIBHOCTH, M300pakeHHOH Ha ¢ur. 21, rme amuHOKMCcIOTa 42 TIpencTaBisieT CoOoi

Ala, a awmmuokucnora 20 mnpencraBisier coboii Gly. B HekOTOpeIX ciydasix BapHaHT

>
nomunentuaa IL-2, mpucyTcTByrOMiI B MYJIBTUMEPHOM MOJUIENTHAE MO HACTOALIEMY
PaCKpBITHIO, COIEPKUT AMUHOKHUCJIOTHYIO TMOCIENOBATENIbHOCTh, HMMEIOUIYIO HAEHTUYHOCTH
AMUHOKHCJIOTHOH IOCNIEA0BaTENbHOCTH MO MeHblned mMep 90%, mo menblieil Mepe 95%, mo
MeHbiled Mepe 98% wunu no MeHbied Mepe 99% OTHOCHUTENBHO aMHHOKMCIOTHOM

MOCJIeIOBATEIBHOCTH, M300pakeHHON Ha ¢ur. 21, rme amuHOKMCIOTA 42 TIpEenCTaBisieT COOOi

Val

2

a amuHokmcnora 20 mpencraBnser coboii Ala. B HEKOTOpPBIX cCly4asx BapHaHT

noyunentuaa IL-2, OpucyTCTByrOMM B MYJBTUMEPHOM MOJUIENTUAEC IO HACTOALIEMY
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PACKpBITHIO, COAEPKUT aMMHOKUCJIOTHYIO IIOCJIE€IOBATENbHOCTb, HUMEIOLIYI HIEHTUYHOCTh
aAMHHOKHCJIOTHOH IOCJIEA0BATENbHOCTH MO MeHblned Mep 90%, mo Menblieil Mepe 95%, mo
MeHbiied Mepe 98% wunu no MeHbmed Mepe 99% OTHOCHUTENBHO AaMHHOKMCIOTHOM
MOCJIeIOBATEIBbHOCTH, M300paxkeHHOH Ha ¢ur. 21, rne amuHOKHCIOTA 42 MpEnCTaBisieT COOOM
Leu, a amunokucnora 20 mpexncraBiseT coOoii Ala. B HEKOTOpBIX Cilydasix BapHaHT
nogunentuga IL-2, nOpuCyTCTBYIOIIMI B MYJBTUMEPHOM MOJIMNENTHAE IO HACTOSIIEMY
PACKpBITHIO, COIEPKUT AMUHOKUCJOTHYIO TMOCIENOBATEIbHOCTh, HUMEIOLIYIO HAEHTHYHOCTH
AMHHOKHCIIOTHON IOCNIe0BATENbHOCTH MO MeHbluel mep 90%, mo mensblieit Mepe 95%, mo
MeHbineli Mepe 98% wunu no MmeHbineid Mepe 99% OTHOCHUTENBPHO aMHHOKHUCIOTHOM
MOCJIeIOBATEIBHOCTH, M300pakeHHOH Ha ¢ur. 21, rme amuHOKMCcIOTA 42 TIpencTaBisieT coOOi
Ile, a amunrOKHKCTOTA 20 Tpencrasisier codoit Ala. B HEKOTOPBIX Cilyydasix BapHAHT MOJHIIETITHIA
[L-2, npucyTcTBYOIINI B MyJIbTUMEPHOM MOJHUIENTH I IO HACTOSIIEMY PACKPBITUIO, COAEPIKUT
AMUHOKHCIIOTHYIO  IIOCJI€JOBATE€IbHOCTb, HUMEIOINYK)  HUIAEHTHMYHOCTb  aMHHOKHUCIOTHOM
MOCJIeI0BATENBHOCTH MO MeHblIeld Mep 90%, no meHbiei Mepe 95%, no meHbluel Mepe 98%
Wi 1o MeHbleln Mepe 99% OTHOCHUTENBPHO aMUHOKUCIOTHOW —IOCJIEIO0BATENIbHOCTH,
u3obpakeHHol Ha ¢ur. 21, roe amuHOokuCOTa 42 TipencTanisier coboi Ala, a amuHokuciora 20
npencrasisier  coboir  Asn. B HekoTopeIx cinywasx BapwaHT —nomunentaga  IL-2,
NPUCYTCTBYIOLIUI B MYyJBTUMEPHOM MOJMUIENTHAE IO HACTOALIEMY PACKPBITUIO, COAEPKUT
AMUHOKHCJIOTHYK)  IIOCJIE€OBATEIBHOCTh, HUMEIOINYK)  WUIAEHTHMYHOCTb  AMHHOKMCJIOTHOM
NOCJIeI0BATENBbHOCTH MO MeHblIed Mep 90%, no meHbiei Mepe 95%, no meneluel Mepe 98%
wii 1o MeHblmed wMepe 99% OTHOCUTEIBHO aMHUHOKHCJIOTHON IOCIEeIOBATEIBHOCTH,
u3o0pakeHHo Ha dur. 21, rne amuHOKKCI0TA 42 MpencTasiseT codoii Ala, a amuHokucaora 20
npencrasiasier  coboit  Gln. B HekoTophIX ciydasix BapuaHT —nosmunentuga  1L-2,
NPUCYTCTBYIOLIUN B MYJIbTUMEPHOM TMOJIUIENITHAE MO HACTOSIIEMY PACKPBITUIO, COAEPIKUT
AMUHOKHCIIOTHYIO  IIOCJIE€OBATEIbHOCTh, HUMEIOINYI)  WAEHTHUYHOCTb  aMHHOKHUCIOTHOM
NOCJIeI0BATENBHOCTH MO MeHblIeld Mep 90%, nmo meHbei Mepe 95%, no meHbiuel Mepe 98%
Wi 10 MeHbleln wmepe 99% OTHOCHUTENBPHO aMUHOKUCIOTHOW —IOCJIEIOBATENIbHOCTH,
u3o00pakeHHol Ha ¢ur. 21, rne amuHokucnoTa 42 npencrassier codboi Ala, a amuHokucioTa 20
npenctasisier coboit  Lys. B HekoTopeix cnywasx BapuaHT nojunentuma  1L-2,
NPUCYTCTBYIOLIUI B MYyJBTUMEPHOM TMOJUIENTHAE MO HACTOALIEMY PACKPBITUIO, COAEPKUT
AMUHOKHCIIOTHYIO  IIOCJI€JOBATEIbHOCTh, HUMEIOINYK)  WUIAEHTHMYHOCTb  aMHHOKMCIOTHOM
NOCJIEI0BATENBHOCTH MO MeHblIed Mep 90%, no meHbiei Mepe 95%, no meHbiuel Mepe 98%
Wil 1o MeHbleln Mepe 99% OTHOCHUTENBPHO AaMUHOKUCIOTHOM —IOCJIEA0BATENIbHOCTH,
u3obpaxkeHHol Ha ¢wur. 21, roe amuHokuCcOTa 42 TIpencTasisier codboi Ala, a amuHokuciora 20

npeacrasisier coboii  Arg. B HekoTophIX ciay4asx BapuaHT nomunentuga  1L-2,
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NPUCYTCTBYIOLIUI B MYyJIbTUMEPHOM MOJUIENTHAE MO HACTOALIEMY PACKPBITUIO, COAEPKUT
AMUHOKHCJIOTHYKO  IIOCJI€JIOBATEIbHOCTh, HUMEIOINYK)  HUIAEHTHMYHOCTb  aMHHOKHUCJIOTHOM
NOCJIEIOBATENBHOCTH MO MeHblIed Mep 90%, no meHbiei Mepe 95%, no menbiuel Mepe 98%
Wi 1o MeHbuell Mepe 99% OTHOCHUTENIBPHO AaMUHOKUCIOTHOM IOCJIE€A0BATENIbHOCTH,
u3o0paskeHHo Ha dur. 21, rne amuHOKKCI0TA 42 mpencTasiseT codoii Ala, a amuHokucaoTa 20
npencrasisier coboi His. B HEKOTOpBIX cilydasix eIMHCTBEHHAS! KOMMsI BapUAHTA MOJHUIIENTHAA
IL-2 mnpucyTcTByeT B MyJbTHMEPHOM TMOJMIENTUAE IO HACTOSIIEMYy H300peTeHno. B
HEKOTOPBIX CJIy4YasiX MyJIbTUMEPHBIN MOJUNENTH IO HACTOSIIEMY H300PETEHHIO COIEPIKHUT JIBE
KOMHMU BapuaHTa nojunentuaa 1L-2, Hampumep, rae OBe KOMUU HAXOMITCS B TaHAeMe Oe3
JUHKEpa MEXAy JBYMs KOMUSMU WM B TaHAEME U pa3fesieHbl JIMHKEPHbIM nentuaom. B
HEKOTOPBIX CJIyHasiX MyJIbTUMEPHBIN MOJUIENTHA 110 HACTOSIIEMY H300PETEHUIO CONEPIKUT TPU
KoM BapuaHTa nojunentuna 1L-2, Hampumep, KOraa TPU KOMHU HAXOISATCS B TaHIeMe Oe3
JUHKEpa MEXIy TpeMs KONMsIMM WIM B TaHAEME U pas3felieHbl JIMHKEPHbIM MenTuaoM. B
HEKOTOpBIX ciydasix, korpa IL-2/synTac mo HactosmeMy H300pETEHHIO CONEPKHUT TSIKENYEO
nernb HLA xmacca [ u 2M, nomunentun(-p1) IL-2 HaxoauTcs/HaXonATCs HA MOJUNENTHIHON
1eny, coaepskamei Tsokenyro nenb HLA knacca 1. B HexoTopeix ciyvasx, koraa IL-2/synTac o
HACTOSIIIEMY HM300peTeHnI0 comepkuT Tsokenyro nenb HLA xmacca I u f2M, monunentua(-bi)
I[L-2 HaxomwTCs/HaXOmATCS Ha MOJHMIENTUAHONW Lenu, conepikameid mnomunentun P2M. B
HEKOTOpBIX ciy4asx BapuaHT nosnunentuaa IL-2 wmm synTac, comepskamumii ero, obmamaer

apdunHOCTHIO CBsizbIBaHUA ¢ IL2R, xoropas cocrasnsier ot npumepHo 100 HM no 150 HM, ot

2

npumepHo 150 HM no nmpumepno 200 HM, ot npumepno 200 HM no nmpumepno 250 HM. ot
npumepHo 250 HM no mpumepno 300 HM, ot npumepno 300 HM go mpumepno 350 HM, ot

npumepHo 350 HM no mpumepno 400 HM, ot npumepno 400 HM no nmpumepno 500 HM, ot

2 2

npumepHo 500 HM no mpumepno 600 HM, ot npumepno 600 HM no nmpumepno 700 HM, ot

2 2

npumepno 700 ’M no mpumepno 800 HM, ot nmpumepno 800 HM no nmpumepno 900 HM, ot

2 2

npumepHo 900 HM no mpumepno 1 MxM, or npumepHo 1 MxM no mpumepno 5 MM, or
npumepHo 5 MKM no nmpumepno 10 MxM, ot mpumepno 10 MxM no mpumepno 15 MxM, or
npumepHo 15 MxM no mpumepno 20 mxM, ot npumepHo 20 MkM no mpumepno 25 MxM, ot
npumepHo 25 MKM no npumepHo 50 MxM, ot nmpumepHo 50 MkM no npumepHo 75 MkM nunu ot
npumepHo 75 MKM no npumepHo 100 MkM. B HEKOTOpPBIX ciaydasx BapuaHT nojaunentuaa IL-2,
NPUCYTCTBYIOIIMNA B MyJbTUMEPHOM MOJMIENTHIE MO HACTOALIEMY PACKPBITHIO, UMEET IJIUHY
133 aMHUHOKHCIIOTBL.

3amenvt F42, D20 u E15

B HekoTopbIX ciydasx BapuaHT nojunentuna IL-2, npucyTCTBYHOIUN B MyJIbTUMEPHOM

NOJIMNENTUAC MO HACTOALIEMY PACKPBITUIO, COACPIKUT aMUHOKHCJIIOTHYIO MOCJICAOBATCIIBHOCTD,
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UMEIOINYK UAEHTUYHOCTh aMHUHOKHCJIOTHON TOCJIENOBATEIbHOCTH MO MeHblueld mep 90%, mo
MeHbled Mepe 95%, mo Mesblueil mepe 98% wunu no Mesbleil mMepe 99% OTHOCHUTENBHO
AMMHOKHCIIOTHOHM TOCJIEAOBATENbHOCTH, M300pakeHHOW Ha ¢ur. 2J, rne amuHOKMcIOTa 42
npeacTaBsieT coOOH  aMHUHOKHCIOTY, OTJIMYHYIO OT (peHuJIamaHuHa, Hampumep, rIne
amuHOKuCNoTa 42 mpencrasisier coboit Gly, Ala, Val, Leu, Ile, Pro, Tyr, Trp, Ser, Thr, Cys,
Met, Asn, GIn, Lys, Arg, His, Asp wmu Glu;, roe amuHokuciaora 20 mpenctaBisier coOoi
AMHUHOKHCIIOTY, OTJIMYHYIO OT aclapariHOBOI KHCJIOTBHI, Hampumep, rae amuHokuciora 20
npenctasisier codoit Gly, Ala, Val, Leu, Ile, Pro, Phe, Tyr, Trp, Ser, Thr, Cys, Met, Asn, Gln
Lys, Arg, His mu Glu; u roe amuHokuciora 15 npencrasnsier codoit aMUHOKHCIIOTY, OTIIMYHY O
OT IJIyTAMHUHOBOH KHCIJIOTBI, HampuMep, rae aMuHoOKuciora 15 npencrasisier coboit Gly, Ala,
Val, Leu, Ile, Pro, Phe, Tyr, Trp, Ser, Thr, Cys, Met, Asn, GIn, Lys, Arg, His unmu Asp. B
HEKOTOpBIX Ciydasx BapuaHT nomunentuna IL-2 mo HacrosimeMmy H300PETEHHMIO CONEPIKUT
AMUHOKHCIIOTHYIO  IIOCJI€JIOBATEbHOCTb, HUMEIOINYI0  WIAEHTHMYHOCTb  aMHHOKHUCIOTHOM
MOCJIeI0BATENBHOCTH MO MeHblIeld Mep 90%, no meHbiei Mepe 95%, no meHbluel Mepe 98%
Wil 1o MeHbleln wMepe 99% OTHOCHUTENBPHO AaMUHOKUCIOTHOW —IOCJIEI0BATENIbHOCTH,
u3obpakeHHol Ha ¢ur. 2J, rne amuHOkucnoTa 42 npexacrasnsier coboit Ala, Gly, Val, Leu wim
Ile; rme amunokucnora 20 nmpexncrasisier codoit Ala, Gly, Val, Leu wu Ile; u roe amuaOKHCTIOTA
15 mnpencraBmser coboit Ala, Gly, Val, Leu umu Ile. B HekoTOphIX Cilydasx BapHaHT
noyunentuga IL-2, mOpucyTCTByOIMM B MYJBTUMEPHOM MOJUIENTUAEC IO HACTOALIEMY
PACKPBITHIO, COAEPKUT AMHHOKUCJIOTHYIO IIOCIE€IOBATENbHOCTb, HUMEIOLYI HIAESHTUYHOCTD
AMMHOKHCIIOTHOM TOCJIEA0BATENbHOCTH O MeHblnel mep 90%, mo mesblied mepe 95%, mo
MeHbllell Mepe 98% wnm no Mmesbweil Mepe 99% OTHOCUTENBHO AMUHOKMCJIOTHOM
MOCJIeIOBATENLHOCTH, M300pakeHHOH Ha Qur. 2J, rme amuHOkucioTra 42 mpenctaBisieT coOok
Ala, Gly, Val, Leu unu Ile; rne amunokucnora 20 npencrasisier coboit Asn, Gln, Lys, Arg wiu
His; u roe amunokucniora 15 mpencrasnsier codoit Ala, Gly, Val, Leu unu Ile. B HekoTopbIx
ciydasx BapuaHT nojunentupa [L-2, nmpucyTCTBYrOImMI B MyJbTUMEPHOM IOJMIIENTHAE IO
HACTOSLIIEMY PACKPBITHUIO, COAEPKUT AMHUHOKHCIOTHYIO IOCIE€I0BAaTEIbHOCTh, HMEIOLIYIO
WIEHTUYHOCTh AMUHOKHCJIOTHOM TOCJIEIOBATEIbHOCTH MO MeHblued mep 90%, mo meHblnei
mepe 95%, mo wmenbwmelr wmepe 98% wunam mo Mesbmed wmepe 99% OTHOCHTENBHO
AMHHOKHUCIIOTHOHN TIOCJIEAOBATENIbHOCTH, HM300pakeHHOW Ha ¢ur. 2J, rme amuHOKHMCIOTa 42
npencrasisier coboit Ala, amuHokucnora 20 mpexncrasisier coboit Ala, a amuHOKHCIOTA 15
npexacrasisier coboii Ala. B HekoTopbIx ciyuasx BapuaHT nonunentuaa IL-2, npucyTcTByromui
B MyJbTHMMEPHOM IOJUIENTHAE IO HACTOALIEMY PACKPBITUIO, COIEPKUT aMUHOKUCIOTHYIO
NOCJIEI0BATENBHOCTD, MMEIOINYK WAEHTUYHOCTh AMUHOKHCIIOTHOW IOCNENOBATEIbHOCTU IO

MeHbled mep 90%, no Mmenblueil Mepe 95%, no menpuieil mepe 98% unKu MO MeHbLIEH Mepe
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99% OTHOCHUTENBHO aMHHOKHCJIOTHOHM TOCIIENOBATENIbHOCTH, M300pakeHHON Ha ¢wur. 2J, rume
amuHOkHciora 42 npencrapisier codoit Ala, ammuokuciora 20 mpencrasisier coboit Gly, a
amuHoOKucnoTa 15 npeacrasisier coboii Gly. B HekoTopbIx cnyuasx BapuanT nojunentuna 1L-2,
NPUCYTCTBYIOLIUI B MYJBTUMEPHOM MOJUIENTHAE MO HACTOSLIEMY PACKPBITUIO, COAEPKUT
AMHHOKHCJIOTHYK)  IIOCJIE€JOBATEIbHOCTh, HUMEIOINYK)  HUIAEHTHUYHOCTb  AMHHOKHCJIOTHOM
NIOCJIEZIOBATENBHOCTH IO MeHblued Mep 90%, no menslueil Mepe 95%, no menbliel mepe 98%
wii 1o MeHbllel Mepe 99% OTHOCUTEIBHO aMUHOKHCJIOTHON IOCIEI0BATEIbHOCTH,
u3o0pakeHHOH Ha ur. 2J, rme amuHokucoTa 42 mpencrasisier coboi Val, amunokuciora 20
npencrasisier codoit Ala, a amunokucnora 15 npencrasnser coboit Gly. B HEKOTOpBIX ciydasix
BapuaHT noymnentuaa IL-2, npucyTcTByrOIM B MyJbTUMEPHOM MOJUIENTHAE 10 HACTOALLEMY
PAaCKpBITHIO, COAEPKUT aMHHOKUCJIOTHYIO IIOCJE€NOBAaTENbHOCTh, HUMEIOLIYI0 HIEHTUYHOCTD
aAMHHOKHCIJIOTHON IOCNIEA0BaTENbHOCTH MO MeHblel mep 90%, mo Menblieil Mepe 95%, mo
MeHbiie Mepe 98% wunu no MeHbiied Mepe 99% OTHOCHUTENBHO aMHHOKHUCIOTHOM
TIOCJIEIOBATEIBHOCTH, M300pakeHHOH Ha Qur. 2J, rme amuHOkucioTra 42 npenctapisieT coOok
Leu, amuHokuciora 20 npencrasisier codoit Ala, a amuaOokucnoTa 15 npeacrasnsier codoit Gly.
B HexoTOpeIX ciydasx BapuaHT nojunentupa I[L-2, mpucyTCTBYHOIWIMII B MYJBTUMEPHOM
NOJUNENTHE N0 HACTOALIEMY PACKPBITUIO, COAEPKUT aMUHOKHMCIOTHYIO MOCIEA0BATENbHOCTD,
UMEIOLIYI0 WAEHTUYHOCTh AMUHOKHCIOTHON MOCIEN0BAaTEIbHOCTH MO MeHblueld mep 90%, mo
MeHblied Mepe 95%, mo Mesblueil mepe 98% wunu no Mesbiell mepe 99% OTHOCHTENBHO
AMMHOKHCIIOTHOM TOCJIEA0BATENbHOCTH, M300pakeHHOM Ha ¢ur. 2J, rne amuHOKMciOTa 42
npenacrasjsier coboii Ile, amunokucnora 20 mpexacrasisier coboii Ala, a amuHOoKkucnora 15
npencrasisieT coboit Ala. B HEKOTOpBIX ciydasx BapuaHT nojumnentuaa IL-2, mpucyTcTByOmumii
B MYyJbTUMEPHOM IIOJIUMENTHIE IO HACTOSIIEMY PACKPBITUIO, COIEPKUT aMUHOKHCIOTHYIO
MOCJIEI0BATENBHOCTh, MMEIOIIYK HWAEHTUYHOCTh AMHUHOKHCIIOTHOM IOCJIENOBATEIbHOCTH IIO
MeHbIel mep 90%, no menblueil Mepe 95%, o meHbiiell mepe 98% wuiaM MO MeHbLIEH Mepe
99% OTHOCHUTEJIbHO aMHHOKHCJIOTHOHM TOCIIEIOBATEIbHOCTH, M300pakeHHON Ha ¢ur. 2J, rme
amMuHOKHcIioTa 42 mpencrasisier coboit Ala, amuHokucnora 20 mpencraBisieT codoit Asn, a
aMHHOKHCIOTa 15 mpexncrasisier codoii Ala. B HexoTophIX ciyyasix BapuaHT nonunentuaa 1L-2,
NPUCYTCTBYIOLIMI B MYyJBTUMEPHOM TMOJUIENTHAE MO HACTOALIEMY PACKPBITUIO, COAEPKUT
AMUHOKHCJIOTHYIO  IIOCJI€JOBATE€IbHOCTh, HUMEIOINYK)  HUIAEHTHMYHOCTb  aMHHOKHUCIOTHOM
NOCJIeI0BATENBHOCTH MO MeHblIeld Mep 90%, no meHbiei Mepe 95%, no meHbiuel Mepe 98%
Wi 1o MeHbleln Mepe 99% OTHOCHUTENBPHO AaMUHOKUCIOTHOM IOCJIEA0BATENIbHOCTH,
u3obpaxennoit Ha ¢ur. 21, roe amuHOKMCcHOTA 42 TIpencTasisier coboit Ala, amuHokuciora 20
npexacrasisier codoit Gln, a amuHokucnOTa 15 Mpeacrasnsier coboit Ala. B HekoTOpBIX ciydasx

BapuaHT nonunentuaa IL-2, npucyTCTBYHOUUI B MyJIETUMEPHOM MOJUIENTUAE 10 HACTOALLEMY
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PACKpBITHIO, COAEPKUT aMMHOKUCJIOTHYIO IIOCJIE€IOBATENbHOCTb, HUMEIOLIYI HIEHTUYHOCTh
aAMHHOKHCJIOTHOH IOCJIEA0BATENbHOCTH MO MeHblned Mep 90%, mo Menblieil Mepe 95%, mo
MeHbiied Mepe 98% wunu no MeHbmed Mepe 99% OTHOCHUTENBHO AaMHHOKMCIOTHOM
TMOCJIEIOBATENILHOCTH, M300pakeHHOH Ha Qur. 2J, rne amuHOkucIoTa 42 mpencraBisieT coOoi
Ala, amunokucnora 20 mpencrasinsier coboit Lys, a amuHokucioTa 15 npeacrasisier coboit Ala.
B HexoTOpeIX ciy4asx BapuaHT nonunentupa IL-2, mpUCYTCTBYIOIMH B MYJBTHUMEPHOM
MOJIUIIETITU/IE IO HACTOSALIEMY PACKPBITHIO, COAEPKUT aMUHOKHUCIIOTHYIO MOCJIEA0BATEIBHOCTD,
UMEIOIIYI0 WIEHTHYHOCTh AMHUHOKHCIOTHON MOCIEeNOBAaTEIbHOCTH MO MeHbIineld mep 90%, mo
MeHbIel Mepe 95%, mo menblieil mepe 98% wnu mo Mesbliell mepe 99% OTHOCHUTENBHO
AMHHOKHCJIOTHOHM TIOCJIEAOBATENIbHOCTH, HM300pakeHHOW Ha ¢ur. 2J, rme amuHOKHCIOTa 42
npencTasisier coboit Ala, amuHokucnora 20 mpencrasisieT coOoit Arg, a amuHOKHCIoTa 15
npencrasisier coboii Ala. B HekoTopbIx ciiyuasx BapuaHT nonumnentuaa IL-2, mpucyTcTByromui
B MyJbTUMEPHOM IOJUIENTHAE IO HACTOALIEMY PACKPBITHUIO, COIEPKUT aMUHOKHCIIOTHYIO
MOCJIEI0BATENbHOCTh, MMEIINYI HAEHTUYHOCTh AMHUHOKHCIOTHOW IOCJIEN0BATEIbHOCTH IO
MeHbied mep 90%, no Mmenblueil Mepe 95%, no meHbuieil Mepe 98% uiaKu Mo MeHblIEH Mepe
99% OTHOCHTENbHO aMHHOKHCJIOTHOH MOCJIENOBAaTENbHOCTH, H300pakeHHOH Ha ¢ur. 21, rmoe
amuHOKHcIoTa 42 mpexacraensier cobort Ala, amuHokucnora 20 mpexncrasisier coboit His, a
amMuHOKHCIoTa 15 mpexncraBisier coboii Ala. B HeEKOTOpBIX Cilydasx €AMHCTBEHHAs KOIHUS
BapuaHTta nosnunentuaa IL-2 mpucyTcTByer B MyJbTHUMEPHOM MOJMIENTUAE MO HACTOSIIEMY
n3o0pereHno. B HEKOTOpPBIX ciyudasXx MyJbTUMEPHBI IOJUNENTHA 10 HACTOALIEMY
M300pETeHNI0 COMEePIKUT ABE KOMUHM BapuaHta monunentuna IL-2, Hampumep, rae 1Be KOMUH
HAaXOAATCSl B TaHAeMe Oe3 JIMHKepa MEXAy IBYMS KONMUSMH WIH B TaHAEME U pa3delIeHBbI
JUHKEPHBIM TenTuaoM. B  Hekoropbix cnydasx, korma IL-2/synTac mo Hacrosmemy
u3o0pereHno comepkuT Tsokenyro menb HLA kmacca I m B2M, momunentua(-si) IL-2
HAXOIUTCS/HAXOSATCS HA TIOJMIENTUIHON Lenu, coaepkaien Tsokeyro nenb HLA kmacca I B
HEKOTOPBIX ciy4vasix, korga IL-2/synTac mo HacTosimeMy W300pPETEHHIO COAEPIKHUT TSKEYEO
nernb HLA xmacca [ u 2M, nomunentun(-b1) IL-2 HaxoauTCsA/HAXOMATCS HA MOJHUNENTHIHON
1eny, copepskamen nonunentux B2M. B HEKOTOpBIX Cilydasx MyJIBTUMEPHBIN MOJUIMENTH] 110
HACTOSIIEMY H300PETEHHIO COIEPXKUT TPU KONMUM BapuaHTa nojumentuna IL-2, Hampumep,
KOT/Ia TPU KOIUU HAXOISATCS B TaHAeMe 0e3 JMHKepa MEeXIy TPeMs KOMUSMH WIH B TaHAEME U
pasferneHsl JUHKEPHBIM NMEeNTHAOM. B HEKOTOpBIX ciydasx BapuaHT nojunentupa IL-2 wmm
synTac, comepskamuii ero, obnanaer appunHOCTHIO CBsi3biBanms ¢ IL2R, koTopas cocrasinsier ot
npumepHo 100 ’M go 150 HM, ot npumepno 150 HM no npumepno 200 HM, ot npumepHo 200
HM 1o npumepno 250 HM. ot npumepHo 250 HM no npumepro 300 HM, ot npumepno 300 ’M
1o npumepHo 350 HM, ot npumepno 350 HM no nmpumepno 400 HM, ot npumepro 400 HM no
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npumepHo 500 HM, ot mpumepro 500 HM no npumepno 600 HM, ot npumepro 600 HM no
npumepno 700 HM, ot mpumepno 700 HM no npumepno 800 HM, ot npumepno 800 HM no
npumepHo 900 M, ot npumepno 900 HM go npumepno 1 MxM, ot mpumepno 1 MxM no
npumepHo 5 MkM, ot npumepHo 5 MkM no npumepHo 10 MxM, or npumepno 10 MxM 1o
npumMepHo 15 MxkM, ot mpumepHo 15 MkM no npumepno 20 MxM, ot npumepno 20 MxM 10
npuMepHo 25 MkM, ot mpumepHO 25 MKM no npumepno 50 MxM, ot npumepHo 50 MxkM 1o
npuMepHo 75 MkM unu ot npuMmepHo 75 MKM no mpumepHo 100 MxM. B HEKOTOpBIX Ciyyasx
BapuaHT noymnentyuaa IL-2, npucyTcTByOLNN B MyJbTUMEPHOM MOJUIENTHAE MO HACTOALLEMY
PaCKpBITHIO, UMEET JJIUHY 133 aMHUHOKHUCIIOTHI.

3amenvt F42, D20 u H16

B HekoTopbIX cayyasx BapuaHT nojunentuaa IL-2, npucyTCTBYOIUN B MyJIBTUMEPHOM
NOJUNENTHU/E TIO HACTOALIEMY PACKPBITUIO, COAEPKUT aMUHOKHCIOTHYIO MOCIEN0BATENbHOCTD,
UMEIOLIYI0 WIEHTUYHOCTh AMHUHOKHCIOTHON MOCIEeN0BAaTEIbHOCTH MO MeHblneld mep 90%, mo
MeHble Mepe 95%, mo Menblieil mepe 98% wunu no Mesbliell mepe 99% OTHOCHUTENBHO
AMHMHOKHCIIOTHOHM TOCIIEIOBATEIbHOCTH, M300pakeHHOH Ha ¢ur. 2K, rme ammHOKHCIoTa 42
npencTaBisieT coOOH  aMHUHOKHCIOTY, OTIMYHYKO OT (PpeHWJIamaHWHA, Hampumep, I7e
amuHOkuciora 42 npencrasisier codoit Gly, Ala, Val, Leu, Ile, Pro, Tyr, Trp, Ser, Thr, Cys,
Met, Asn, Gln, Lys, Arg, His, Asp wm Glu, rome amuHokuciora 20 npencraBisieT coOoM
aMHHOKHCJIOTY, OTJIMYHYIO OT AaclapariHOBOH KHMCIOTBI, Hampumep, rae amuHokuciaora 20
npencrasisier codoit Gly, Ala, Val, Leu, Ile, Pro, Phe, Tyr, Trp, Ser, Thr, Cys, Met, Asn, Gln
Lys, Arg, His wnu Glu; u roe amuHokuciora 16 mpeacrasisier cod0oit aMUHOKHUCIIOTY, OTIIMYHY O
OT TMCTUJIMHA, HAIPUMEp, Ie aMuHOKucIoTa 16 npeacrasisier coboit Gly, Ala, Val, Leu, Ile,
Pro, Phe, Tyr, Trp, Ser, Thr, Cys, Met, Asn, Gln, Lys, Arg, Asp uau Glu. B HekoTOpbIX ciydasix
BapuaHT nonunentuaa IL-2, npucyTcTByOINi B MyJbTUMEPHOM MOJUIENTHAE 0 HACTOSALLEMY
PaCKpBITHIO, COAEPKUT AaMHHOKUCJIOTHYIO TIOCE€NOBATENbHOCTh, HUMEIOLIYI0 HIEHTUYHOCTD
AMUHOKUCIIOTHOM TIOCJIENOBATENBHOCTU MO MeHblneld mep 90%, mo meHbiueit mepe 95%, mo
MeHbiiei Mepe 98% wunu no MeHbiieid Mepe 99% OTHOCUTENBHO aMHHOKHUCIOTHOM
NIOCJIEIOBATENBHOCTH, M300paxkeHHOH Ha ¢ur. 2K, roe ammuHokucnora 42 npeacrasiseT coOoi
Ala, Gly, Val, Leu win lle; rne amunokucnora 20 npeacraensier coboii Ala, Gly, Val, Leu wnu
Ile; u rne amunokucnora 16 mpexncrasmiser coboit Ala, Gly, Val, Leu wnmu Ile. B HekoTopbix
ciydasx BapuaHT nojunentuga IL-2, mpucyTCTBYROIIMHA B MyJbTUMEPHOM MOJMIIENTHAE IO
HACTOSALIIEMY PpACKPBITHUIO, COAEPKUT AMHUHOKHCIOTHYIO IOCIEA0BATEIbHOCTh, HMEIOLIYIO
UEHTUYHOCTh aMUHOKHMCIJIOTHOM TMOCJIENOBATEIbHOCTH MO MeHbled mep 90%, mo meHbliei
mepe 95%, mno Menbuieii Mepe 98% wunum no Mesbuieil Mepe 99% OTHOCHUTENBHO

AMHHOKHCIIOTHOM TOCIEe0OBAaTeIbHOCTH, H300paxkeHHOH Ha ¢ur. 2K, rme ammuHokucinora 42
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npencrasisier coboit Ala, Gly, Val, Leu wnu Ile; rne amunokucnora 20 mpencrasisier coOoit
Asn, Gln, Lys, Arg wim His; u roe amunokuciora 16 npeacrasnsier codoit Ala, Gly, Val, Leu
win lle. B HexoTropbx cnywasx BapuaHT nonunentupa IL-2, npucyTcTByrOmMN B
MyJbTUMEPHOM MOJIMIENTHAE IO HACTOSLIEMY PAaCKpPBITHIO, COAEPKUT aMHUHOKUCIOTHYIO
NOCJIEA0BATENbHOCTh, MMEIOINYK) HACHTUYHOCTh AMUHOKHUCIIOTHOW MOCIEAOBATEIbHOCTU IO
MmeHblIelt Mmep 90%, no Menbiel mMepe 95%, no mensiueil mepe 98% wunu no MeHbluel Mepe
99% OTHOCUTENIbHO aMHHOKHCJIOTHOHM TMOCJIeI0BaTeIbHOCTH, M300paskeHHOUW Ha ¢ur. 2K, rae
amuHOkuciora 42 mpexacraensier coboii Ala, amuHokucimora 20 mpencraeisieT coboi Ala, a
amMuHOKHUCHOTa 16 mpeacrasisier codoii Ala. B HekoTOphIX ciiyyasix BapuaHT nosunentuaa [L-2,
NPUCYTCTBYIOLIUI B MYyJIbTUMEPHOM TMOJIUIENITHAE IO HACTOSIIEMY PACKPBITUIO, COAEPKUT
AMUHOKHCIIOTHYIO  IIOCJI€JIOBATE€IbHOCTb, HUMEIOINYK  HWIAEHTHMYHOCTb  aMHHOKHUCIOTHOM
NOCJIeI0BATENBHOCTH MO MeHblIeld Mep 90%, no meHblei Mepe 95%, no meHbiuel Mepe 98%
Wi 10 MeHbleln wmepe 99% OTHOCHUTENBPHO aMUHOKUCIOTHOW —IOCJIEIO0BAaTENIbHOCTH,
u3obpakenHol Ha ¢ur. 2K, roe amuHokucnora 42 npexacraensier coboii Ala, amuHokucnora 20
npencrasisier codoit Gly, a amuHOoKucnoTa 16 Mpencrasisier codoit Gly. B HEKOTOPBIX ciydasx
BapuaHT nomunentuaa IL-2, npucyTCTBYHOMUN B MyJIBTUMEPHOM MOJIUIENTHAE 10 HACTOALIEMY
PACKpBITHIO, COAEPKUT aMHHOKUCJIOTHYIO IIOCJIE€OBATENbHOCTh, HUMEIOLIYI HIEHTUYHOCTh
AMUHOKUCJIOTHOM MOCJEN0BATENbHOCTU MO MeHbliel mep 90%, nmo menbiueit mepe 95%, mo
MeHbiied Mepe 98% wunu no MeHbmed Mepe 99% OTHOCHUTENBHO AaMHHOKMCIOTHOM
MOCJIeIOBATENIbHOCTH, H300paskeHHOM Ha ¢ur. 2K, rne amuHOKuCHOTa 42 mpeacTaBisieT CoOoi
Val, amunokucnora 20 mpencrasinsier coboit Ala, a amunokucnora 16 npencrasinsier coboit Gly.
B HexoTOpeIX ciywasx BapuaHT nonunentupa IL-2, mpUCYTCTBYIOIIMH B MYJBTHUMEPHOM
MOJIUNENTH/E TI0 HACTOALIEMY PACKPBITUIO, COAEPKUT aMUHOKHCIOTHYIO MOCJIEI0BATENbHOCTD,
UMEIOIY UIEHTUYHOCTh AMHUHOKHCJIOTHON TOCNIeNOBATEIbHOCTH MO MeHblueld mep 90%, mo
MeHbIel Mepe 95%, mo mesblieil mepe 98% wunu o Mesbliell mMepe 99% OTHOCHUTENBHO
AMHHOKHUCJIOTHOHM TOCIeOBAaTEIbHOCTH, M300paxkeHHOH Ha ¢ur. 2K, rme ammHOKuciIoTa 42
npencTasisier coboit Leu, amunokuciora 20 mpexacraensier coboii Ala, a amuHOkuciora 16
npencrasisier coboit  Gly. B HekoTopeix cnywasx BapuaHT nojunentuma  1L-2,
NPUCYTCTBYIOLIMI B MYyJBTUMEPHOM TMOJUIENTHAE MO HACTOALIEMY PACKPBITUIO, COAEPKUT
AMUHOKHCJIOTHYIO  IIOCJI€JOBATE€IbHOCTh, HUMEIOINYK)  HUIAEHTHMYHOCTb  aMHHOKHUCIOTHOM
NOCJIeI0BATENBHOCTH MO MeHblIeld Mep 90%, no meHbiei Mepe 95%, no meHbiuel Mepe 98%
Wi 1o MeHbleln Mepe 99% OTHOCHUTENBPHO AaMUHOKUCIOTHOM IOCJIEA0BATENIbHOCTH,
u3obpaxennoit Ha ¢ur. 2K, rome amuHokucnora 42 npencrasisier coboii lle, amunokuciora 20
npexacrasisier coboit Ala, a amuHOKHCOTA 16 TIpencTasisier coboit Ala. B HekoTOpbIX ciydasx

BapuaHT nonunentuaa IL-2, npucyTCTBYHOUUI B MyJIETUMEPHOM MOJUIENTUAE 10 HACTOALLEMY
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PACKpBITHIO, COAEPKUT aMMHOKUCJIOTHYIO IIOCJIE€IOBATENbHOCTb, HUMEIOLIYI HIEHTUYHOCTh
aAMHHOKHCJIOTHOH IOCJIEA0BATENbHOCTH MO MeHblned Mep 90%, mo Menblieil Mepe 95%, mo
MeHbiied Mepe 98% wunu no MeHbmed Mepe 99% OTHOCHUTENBHO AaMHHOKMCIOTHOM
MOCJIeIOBATENIBHOCTH, H300paskeHHOM Ha dur. 2K, rne amuHOKuCHOTa 42 mpeacTaBiisieT coOoi
Ala, amuHokHc0Ta 20 peacTaBsier coOol Asn, a aMuHOKHCTIoTa 16 mpencrasiser codoii Ala.
B HexoTOpeIX ciy4asx BapuaHT nonunentupa IL-2, mpUCYTCTBYIOIMH B MYJBTHUMEPHOM
MOJIUNENTH/IE TIO HACTOALIEMY PACKPBITHIO, COAEPKUT aMHUHOKHCIOTHYIO MOCIIEI0BATEIbHOCTD,
UMEIOIIYI0 WIEHTHYHOCTh AMHUHOKHCIOTHON MOCIEeNOBAaTEIbHOCTH MO MeHbIineld mep 90%, mo
MeHbIel Mepe 95%, mo menblieil mepe 98% wnu mo Mesbliell mepe 99% OTHOCHUTENBHO
AMHHOKHCJIOTHOHM TOCJIeIOBATEIbHOCTH, M300paxkeHHOH Ha ¢ur. 2K, rme ammuHOKucinoTa 42
npencTasisier coboit Ala, amunokucnora 20 mpexacraenser cobort Gln, a amuHOkucnora 16
npencrasisier coboii Ala. B HekoTopbIx ciiyuasx BapuaHT nonumnentuaa IL-2, mpucyTcTByromui
B MyJbTUMEPHOM IOJUIENTHAE IO HACTOALIEMY PACKPBITHUIO, COIEPKUT aMUHOKHCIIOTHYIO
MOCJIEI0BATENbHOCTh, MMEIINYI HAEHTUYHOCTh AMHUHOKHCIOTHOW IOCJIEN0BATEIbHOCTH IO
MeHbied mep 90%, no Mmenblueil Mepe 95%, no meHbuieil Mepe 98% uiaKu Mo MeHblIEH Mepe
99% OTHOCUTENPHO aMHHOKHCIIOTHOH IOCIIEOBATENIbHOCTH, n300pakeHHONH Ha ¢ur. 2K, rme
amuHOKHcHora 42 mpencrapisier codoit Ala, ammHokuciora 20 mpencrasisier coboit Lys, a
ammuHOKucIoTa 16 mpeacrasisier codoii Ala. B HexoTophIX ciyuasx BapuaHT nonunentuaa 1L-2,
NPUCYTCTBYIOLIUI B MYJBTUMEPHOM MOJUIENTHAE MO HACTOSLIEMY PACKPBITUIO, COAEPKUT
AMHHOKHCJIOTHYK)  IOCJIE€OBATEIbHOCTh, HUMEIOINYK)  HUAEHTUYHOCTb  AMHHOKMCJIOTHOM
IIOCJIEZIOBATENIBHOCTH IO MeHblIer Mep 90%, no menblueil Mepe 95%, no menbliel mepe 98%
wii 1o MeHblled wMepe 99% OTHOCUTEIBHO aMUHOKHCJIOTHON TIOCIEIOBATEIbHOCTH,
u3obOpakenHoi Ha ¢ur. 2K, roe amuHokucnora 42 npexacrasnser coboii Ala, amuHokucnora 20
npeAcTaBsieT cobol Arg, a aMUHOKHCTIOTa 16 mpencrassier coboii Ala. B HEKOTOPBIX cliyyasix
BapuaHT nonunenryuaa IL-2, npucyTcTByOINi B MyJbTUMEPHOM MOJIUIENTHAE O HACTOALLEMY
PACKpBITHIO, COAEPKUT aMHHOKUCJIOTHYIO TIOCJEeIOBAaTENbHOCTh, HUMEIOLIYI0 HIEHTUYHOCTD
aMUHOKHCIIOTHON IOCNIEA0BaTENbHOCTH MO MeHbleld mep 90%, mo mensblieil Mepe 95%, mo
MeHbie Mepe 98% wunu no MeHbiied Mepe 99% OTHOCHUTENBPHO aMHHOKHUCIOTHOM
MOCJIeIOBATEIBHOCTH, H300paskeHHOM Ha ur. 2K, rme amuHOKUCIOTa 42 mpeacTaBisieT coOoi
Ala, amunokucnora 20 npencrasisier codoit His, a amurokucnora 16 npencrasisier codoii Ala.
B HexkoTOpbIX cly4asx €IUHCTBEHHas Komusi BapuaHra nonunentuna IL-2 mpucyrcrtByer B
MyJBTUMEPHOM TOJMIIENTHAE IO HACTOALIeMy H300peTeHHr0. B HEKOTOpBIX —clydasx
MyJIBTUMEPHBIA TOJUIENTH MO HACTOALIEMY H300PETEHUIO CONEPKUT JBE KOMHUU BapHaHTa
noyunentiaa IL-2, Hanpumep, rae 1Be KON HaXOMATCA B TaHAEMe 0e3 JIMHKepa MEKAY JABYMs

KOMUsAMU WJIM B TaHACME W PA3ACJICHBI JIMHKEPHBIM MNECITHUIOM. B HEKOTOPBIX CliyHdasax
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MyJIBTUMEPHBIA TOJUIENTH MO HACTOSIMIEMY H300PETEHHIO COMAEPKUT TPH KOMHUU BapHAHTA
noyunentuaa 1L-2, HanpuMep, Korma TPU KOMUU HAXOIATCS B TaHAeMe Oe3 JIMHKepa MEXAy
TpeMsl KONUSIMU WM B TaHJEME U pa3/eJieHbl JUHKEPHbIM MENTUAOM. B HEKOTOpBIX ciydasix,
korga IL-2/synTac mo HacrosimmeMmy HM300peTeHHIO comep:KuT Tspkenyro nenb HLA kmacca [ u
B2M, nomunentuna(-pi) IL-2 HaXOOUTCS/HAXOAATCS HA TOJHUIENTHIHOW IIeMH, COmepsKaliei
Tsokenyro nenb HLA ximacca 1. B Hekotopbix ciyuasix, korga IL-2/synTac mo Hactosimemy
u300peTeHno comepkuT Tsokenyro menb HLA kmacca I m B2M, momunentua(-si) IL-2
HAXOJUTCS/HAXOMSTCS Ha MOJIMIENTUAHON Leny, conepskamei nonunentun f2M. B HeKoTopbIx
cnydasix BapuaHT nosmrnentuaa IL-2 wim synTac, comepxkamuii ero, obnanaer ah(HUHHOCTHIO
cesa3piBanus ¢ IL2R, xoTopas cocrasnser ot npumepno 100 ’M no 150 HM, ot mpumepno 150
HM 1o npumepno 200 HM, ot npumepno 200 HM no npumepHo 250 HM. ot npumepro 250 ’M
no npumepHo 300 HM, ot npumepno 300 HM no mpumepno 350 HM, ot npumepHo 350 HM no
npumepHo 400 HM, ot npumepro 400 HM no npumepno 500 HM, ot mpumepno 500 HM no
npumepno 600 HM, ot npumeprHo 600 HM no npumepno 700 HM, ot mpumepro 700 HM no
npumepno 800 HM, ot nmpumepro 800 HM no nmpumepno 900 HM, ot mpumepro 900 HM no
npumepHo 1 mMxM, or npumepHo 1 MxkM go nmpumepHo 5 MM, ot mpumepHo 5 MKM 1o
npumepHo 10 MxM, ot mpumepno 10 mxM no npumepro 15 MxM, ot npumepno 15 MxM 1o
npumepHo 20 MxM, ot mpumepno 20 MxkM no npumepHo 25 MM, ot npumepHo 25 MKM 1o
npumepHo 50 MkM, ot npumepHo 50 MkM 1o npumepHo 75 MKkM wunu ot npumepHo 75 MkM 1o
npumepHo 100 MmxM. B HekoTOpbIX ciydasix BapuaHT nosnunentuaa IL-2, npucyTcTByrOui B
MyJIBTUMEPHOM MOJIUIENTUAE 110 HACTOSILIIEMY PACKPBITHIO, UMEET AJMUHY 133 aMMHOKHUCIIOTBL

3amenwvt F42, D20 u Q126

B HekoropbIx ciyuasx BapuaHTt nojunentuaa [L-2, npucyTCTBYOUN B MyJIBTUMEPHOM
MOJIUIIENITH/E IO HACTOALIEMY PACKPBITHIO, COAEPKUT AMHUHOKHUCIIOTHYIO MOCJIEA0BATEIBbHOCTD,
UMEIOLIYI0 WIEHTUYHOCTh AMHUHOKHCIOTHON MOCEeNOBAaTEIbHOCTH MO MeHbIneld mep 90%, mo
MeHbIel Mepe 95%, mo mesblueil mepe 98% wunu nmo Mesbliell mepe 99% OTHOCHUTENBHO
AMHHOKHCIIOTHOHM TOCeOBaTeIbHOCTH, H300pakeHHON Ha ¢ur. 2L, rme ammHokucinora 42
npencTaBisier coOOH  aMUHOKHCIIOTY, OTJIMYHYKO OT (PpeHWJIaaHWHA, HAmpuMmep, TI7e
amuHokucnora 42 npencrasisier codoit Gly, Ala, Val, Leu, Ile, Pro, Tyr, Trp, Ser, Thr, Cys,
Met, Asn, Gln, Lys, Arg, His, Asp wmm Glu, rome amuHokucnora 20 mpenctaBisieT coOOu
AMHUHOKHCJIOTY, OTJIMYHYIO OT acClMapardiHOBOM KHUCJIOTBI, HAmpuMmep, rae aMuHOkuciora 20
npencrasisier codoit Gly, Ala, Val, Leu, Ile, Pro, Phe, Tyr, Trp, Ser, Thr, Cys, Met, Asn, Gln
Lys, Arg, His wmn Glu; u rme amuuokucnora 126 mnpexacrapisier coOOW aMHHOKHUCIIOTY,
OTIIMYHYIO OT INIIOTAMHHA, HAIPUMeEp, TAe aMUHOKUCIoTa 126 mpencrasiser codoit Gly, Ala,

Val, Leu, Ile, Pro, Phe, Tyr, Trp, Ser, Thr, Cys, Met, Asn, Lys, Arg, His, Asp uwm Glu. B
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HEKOTOPBIX Clydasx BapuaHT nojunentupa IL-2, npucyTcTByrOIUA B  MyJBTUMEPHOM
NOJIUNENTHU/IE TIO HACTOALLEMY PACKPBITUIO, COAEPKUT aMUHOKHMCIOTHYIO MOCIEA0BATENbHOCTD,
UMEIOLIYI0 UAEHTUYHOCTh AMUHOKHCIOTHON MOCIEN0BAaTEIbHOCTH MO MeHblueld mep 90%, mo
MeHblied Mepe 95%, mo Mesblieil mepe 98% wunu no Mesbleil mepe 99% OTHOCHUTENBHO
AMUHOKHCJIOTHOW TIOCJIEIOBATENbHOCTH, M300paskeHHOW Ha ¢ur. 2L, rme ammHOKucnora 42
npencrasisier coboit Ala, Gly, Val, Leu unu Ile; roe amunokucnora 20 mpencrasisier coOoi
Ala, Gly, Val, Leu unu Ile; u rone amunokucaora 126 npencrapisietr coboii Ala, Gly, Val, Leu
win Ile. B HekoTopbIx cny4asx BapuaHT mnojunentuaa IL-2, NpUCYyTCTBYHOIIMK B
MyJIBTUMEPHOM TOJIMIIENITHAE IO HACTOSLIEMY PACKPBITHIO, COIEPKUT aMUHOKHCIOTHYIO
NOCJIEI0BATENBHOCTh, MMEIOINYI HAEHTUYHOCTh AMHUHOKHCIOTHOM IOCJIENOBATEIbHOCTH IO
MeHbiel mep 90%, no menblueil Mepe 95%, o meHbuiel mMepe 98% uiaM Mo MeHblLIEH Mepe
99% OTHOCUTEJIbHO aMHUHOKHCJIOTHOH TOCJIENOBATENbHOCTH, M300paxkeHHOW Ha ¢ur. 2L, raoe
amuHokuciora 42 mpexacraensier coboirt Ala, Gly, Val, Leu wmu Ile; rme amuHokucnora 20
npencrasisier coborr Asn, Gln, Lys, Arg wiu His; u rne ammHokuciora 126 mpencrasisieT
coboii Ala, Gly, Val, Leu wmu Ile. B HexkoTopeIx ciydasx BapuanT nojunentuga 1L-2,
NPUCYTCTBYIOLIUI B MyJIbTUMEPHOM TMOJUIENTHAE MO HACTOALIEMY PACKPBITUIO, COAEPKUT
AMUHOKHCIJIOTHYKO  IIOCJI€JOBATEIBbHOCTh, HUMEIOINYK)  HUIAEHTHMYHOCTb  aMHHOKHMCJIOTHOM
NOCJIEIOBATENBHOCTH MO MeHblIed Mep 90%, no meHbieil Mepe 95%, no meHbiuel Mepe 98%
Wi 1o MeHbueln Mepe 99% OTHOCHUTENBPHO AaMUHOKUCIOTHOM IOCJIE€A0BATENIbHOCTH,
u3o0paxkeHHoi Ha ¢ur. 2L, roe amuHokucnoTa 42 mpencrasisier codoit Ala, amuaOokucnora 20
npencrasisierT coboit Ala, a amuHOkucoTa 126 npencrasiser codoli Ala. B HEKOTOpBIX ciydasx
BapuaHT nonunentuaa [L-2, mpucyTCTByOWUN B My IbTUMEPHOM MOJUMNENTHIE IO HACTOSIIEMY
PAaCKpBITHIO, COAEPKUT aMHHOKUCJIOTHYIO TIOCTE€NIOBAaTENbHOCTh, HUMEIOLIYI0 HIEHTUYHOCTD
AMUHOKHCIIOTHON IOCNIE0BATENbHOCTH MO MeHblnel mep 90%, mo mensblieit Mepe 95%, mo
MeHbineli Mepe 98% wunu nmo MeHbiieid Mepe 99% OTHOCUTENBPHO aMHHOKHUCIOTHOM
MOCJIeIOBATEIBHOCTH, HM300paskeHHOM Ha ¢ur. 2L, rae amuHOkucnoTa 42 mpeacTaBiseT coOok
Ala, amunHokucnora 20 mpencrasisier coboii Gly, a amuHokuciora 126 mpencrasisier coboi
Gly. B HekoTOpBIX Citydasx BapuaHT nojunentuna IL-2, mpucyTCTBYIOUIHI B MyJbTHMEPHOM
NOJUNENTH/E N0 HACTOALIEMY PACKPBITHIO, COAEPKUT aMUHOKHCIOTHYIO MOCJIEI0BATENbHOCTD,
UMEIOLIYI0 WAEHTUYHOCTh AMHUHOKHCIOTHON MOCIEN0BAaTEIbHOCTH MO MeHbIneld mep 90%, mo
MeHble Mepe 95%, mo Mesblieil mepe 98% wunu no Mesblell mepe 99% OTHOCHUTENBHO
AMHHOKHCIIOTHOHM TOCIeOBAaTeNbHOCTH, M300pakeHHON Ha ¢ur. 2L, rme ammHokucinora 42
npencrasisier codboit Val, amuHokmcnora 20 mpencrasisier coboii Ala, a amuHOKHCcIoTa 126
npencrasiusier coboit  Gly. B HekoTopeix cnywasix  BapuaHt nojunentuma  1L-2,

NPUCYTCTBYIOIIMA B MYJBTUMEPHOM IOJUIENTHAE IO HACTOSINEMY PACKPBITHIO, CONEPIKUT
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AMUHOKHCJIOTHYKO  IIOCJI€JIOBATEIbHOCTh, HUMEIOINYK)  HUIAEHTHMYHOCTb  aMHHOKHUCIIOTHOM
NOCJIEI0BATENBbHOCTH MO MeHblIed Mep 90%, no meHbieil Mepe 95%, no meHbiuel Mepe 98%
Wil 1o MeHbleln Mepe 99% OTHOCHUTENBPHO AaMHUHOKUCIOTHOM IOCJIE€A0BAaTENIbHOCTH,
u3o0paxkeHHol Ha ¢ur. 2L, rne amuHokuciora 42 npencrasisier codoit Leu, amuHokucnora 20
npencrasisierT coboit Ala, a amunokucnoTa 126 npeacrasinsier coboit Gly. B HekoTophIx ciydasx
BapuaHT nonunentuaa IL-2, mpucyTCTByOWUN B My IbTUMEPHOM MOJUMNENTHIE IO HACTOSIIEMY
PACKPBITHIO, COACPKUT AMHHOKHUCJIOTHYIO IOCIEIOBATENbHOCTb, HUMEIOIIYK HIAECHTUYHOCTD
AMHHOKHCIIOTHON IOCNIe0BATENbHOCTH MO MeHbluel mep 90%, mo mensblieit Mepe 95%, mo
MeHbineli Mepe 98% wunu no MmeHbineid Mepe 99% OTHOCHUTENBPHO aMHHOKHUCIOTHOM
MOCJIeIOBATEIPHOCTH, M300paskeHHON Ha ¢ur. 2L, rae amuHOkHCIoTa 42 MpeAcTaBiseT coOok
Ile, amuHOKHCHOTA 20 MIpencTaBisier codoit Ala, a amuHOKKCIOTA 126 TpeacTasisieT codoit Ala.
B HexoTOpeIX ciydasx BapuaHT nojunentupa [L-2, mpuCyTCTBYIOIIMII B MyJBTUMEPHOM
MOJUNENTU/IE TIO HACTOALIEMY PACKPBITUIO, COAEPKUT aMUHOKHCIOTHYIO MOCJIEI0BATENbHOCTD,
UMEIOLIYI0 WAEHTUYHOCTh AMHUHOKHCIOTHON MOCIEeN0BAaTEIbHOCTH MO MeHblneld mep 90%, mo
MeHbled Mepe 95%, mo Mesbluell mepe 98% wunu no Mesblnell mepe 99% OTHOCHUTENBHO
AMMHOKHCIIOTHOM TOCIeOBaTeNbHOCTH, H300pakeHHON Ha ¢ur. 2L, rme ammHokucinora 42
npencrasisier codoit Ala, amuHokucnora 20 npencrasisier coboii Asn, a amMmuHOKHCIOTa 126
npexcrasisier coboi Ala. B HekoTopbIx crnyuasx BapuaHT nonunentuaa IL-2, npucyTcTByromui
B MyJbTHUMEPHOM IMOJIUIENTHAE IO HACTOALIEMY PACKPBITUIO, COAEPKUT aMUHOKUCIOTHYIO
NOCJIEI0BATENbHOCTh, MMEIOIIYK) HAEHTUYHOCTh AMUHOKHCIOTHOM MOCNENOBATEIbHOCTU IO
menblIelt Mmep 90%, no Menbiel mepe 95%, no menslueil mepe 98% wunu nMo MeHblIeH Mepe
99% OTHOCHUTENPHO aMHUHOKHCIIOTHOH IOCHEeNOBATENbHOCTH, M300paskeHHOW Ha ¢ur. 2L, rme
amuHokuciora 42 mpencrapisier codoit Ala, amuuokuciora 20 mpencrasisier coboit Gln, a
amuHOKHUCHoTa 126 mpencrasisier coboit Ala. B HekoTophIX citydasx BapuaHT nojunentraa 1L-

2, NPUCYTCTBYIOLIMI B MyJBTUMEPHOM MOJIUNENTUAE MO HACTOSIUEMY PACKPBITHUIO, COAEPKUT

>
AMUHOKUCJIOTHYIO  IOCJIE€NOBATENBbHOCTb, HMMEKIIYI  HMIEHTHYHOCTb  aMHHOKHCJIOTHOHN
NOCJIeI0BATENBbHOCTH MO MeHblIel Mep 90%, nmo meHbei Mepe 95%, no meHbiuel Mepe 98%
Wil 10 MeHbleln wmepe 99% OTHOCHUTENTBPHO aMUHOKUCIOTHOW —IOCJIEIOBATENIbHOCTH,
u3o0pakeHHol Ha ¢ur. 2L, roe amuHoKuCIOTa 42 TIpencrasisier codoit Ala, amuHOoKHcIoTa 20
npexacrasisier codoit Lys, a amuHokucinoTa 126 npencrasisier coboit Ala. B HekoTOphIX ciydasix
BapuaHT nonunentruzaa IL-2, npucyTCTBYOMUN B MyJIBTUMEPHOM MOJIUIENTHAE 1O HACTOALIEMY
PaCKpBITHIO, CONEPKUT AMUHOKHUCJIOTHYIO TMOCJIENOBATENIbHOCTh, HMMEIOLIYIO HAEHTUYHOCTH
AMUHOKMCJIOTHON IOCIEA0BATENbHOCTH MO MeHblned Mep 90%, mo menblieil Mepe 95%, mo

MeHblled Mepe 98% wunu no MeHbmed Mepe 99% OTHOCHUTENBHO AaMHHOKMCJIOTHOM

TMOCJIEIOBATEIBHOCTH, H300paskeHHON Ha ¢ur. 2L, rae amuHOKHCaoTa 42 mpeacTaBisieT coOoi
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Ala, amuHOKHCcHoTa 20 Tpencrasisier codolt Arg, a amuHOKuCIOTa 126 mpencrasisier coOoi
Ala. B HekoTopsIx ciydasx BapuaHT nojunentunaa [L-2, mpucyTCTBYIOLUIMA B MYyJIBTHUMEPHOM
NOJUNENTHU/E TIO HACTOALIEMY PACKPBITUIO, COAEPKUT aMUHOKHMCIOTHYIO MOCIEN0BATENbHOCTD,
HUMEIOLIYI0 WIEHTUYHOCTh AMUHOKHCIOTHON MOCIEN0BAaTEIbHOCTH MO MeHblued mep 90%, mo
MeHblIell Mepe 95%, mo MeHbinelt mepe 98% wnn mo Mesblied Mepe 99% OTHOCHUTENBHO
AMHHOKHCJIOTHOM MOCeNoBaTebHOCTH, n30o0pakeHHON Ha ¢ur. 2L, rme ammHokuciora 42
npenctasisier coboii Ala, amunokucnora 20 mpexncrasnsier codoit His, a amuHOokwucaoTa 126
npenacrasisier cobol Ala. B HEKOTOpPBIX Cly4asiX eNUHCTBEHHAs KOMHUSl BApUAHTA TOJUIENTHIA
IL-2 mnpucyTcTByeT B MYyJIBTUMEPHOM TNOJHIENTHAE MO HACTOsIeMy u3zo0pereHuto. B
HEKOTOPBIX CJIy4dasiX MyJIbTUMEPHBIN MOJUNENTH IO HACTOSIIEMY H300PETEHHIO COIEPIKHUT JIBE
KoMUY BapuaHTa nojunentuaa 1L-2, Hampumep, rae OBe KONMWU HAXOMATCS B TaHAeMe Oe3
JUHKEpa MEXAy JBYMs KOMUSMM WM B TaHIAEME U pas3fiesieHbl JIMHKEPHbIM NenTuaom. B
HEKOTOPBIX CJIyHYasiX MyJIbTUMEPHBIN MOJUIENTHA 110 HACTOSIIEMY H300PETEHUIO CONEPIKUT TPU
KoM BapuaHTa nojunentuaa I1L-2, Hampumep, KOraa TPU KOMHUU HAXOISATCS B TaHIeMe Oe3
JUHKEpa MEXIy TpeMs KONMsIMM WIM B TaHAEME U pas3felieHbl JIMHKEPHbIM MenTuaoM. B
HEKOTOPBIX ciy4vasix, korna IL-2/synTac mo HacTosimeMy W300pPETEHHIO COAEPKHUT TSKENYEO
nernb HLA xmacca [ u 2M, nomunentun(-p1) IL-2 HaxoauTcs/HaXonATcss Ha MOJIUNENTUIHON
1eny, coaepskamtei Tsokenyro nenb HLA knacca I. B Hexoropeix ciyvasx, koraa IL-2/synTac o
HACTOsALIEMy H300peTeHuI0 conepkuT Tsukenyro uernb HLA xmacca I u f2M, monunentun(-bi)
IL-2 nHaxoguTcs/HAXOmATCS Ha TOJMIIENTUAHON Lenu, coiepskaied nomunentun B2M. B
HEKOTOPBIX ciy4asx BapuanT nojunentupa IL-2 mnm synTac, comepxammii ero, obmamaer
apdunnOCTBIO CBsi3BIBaHMA ¢ IL2R, xoTopast coctasisier oT nmpumepHo 100 HM no 150 HM, ot

npumepHo 150 e’M no mpumepno 200 HM, ot npumepno 200 HM no nmpumepno 250 HM. ot

2

npumepHo 250 HM no mpumepno 300 HM, ot npumepno 300 HM no nmpumepno 350 HM, ot

2 2

npumepHo 350 HM no mpumepno 400 HM, ot npumepno 400 HEM no nmpumepno 500 HM, ot

2 2

npumepHo 500 HM no mpumepno 600 HM, ot npumepno 600 HM no mpumepno 700 HM, ot

2 2

npumepHo 700 ’M no mpumepno 800 HM, ot npumepno 800 HM no mpumepno 900 HM, ot

2 2

npumepo 900 HM po mpumepno 1 MxM, ot npumepHo 1 mMxM no mpumepno 5 MM, or
npumepHo 5 MKM no nmpumepno 10 MxM, ot mpumepno 10 MxM no mpumepno 15 MM, or
npumepHo 15 MxM no mpumepno 20 mxM, ot npumepHo 20 MxkM no mpumepno 25 MxM, ot
npumepHo 25 MKM no npumepHo 50 MxM, ot mpumepHo 50 MkM no npumepHo 75 MkM unu OT
npumepHo 75 MKM no npumepHo 100 MkM. B HEKOTOpPBIX ciay4asx BapuaHT nojaunentuaa IL-2,
MPUCYTCTBYIOIIUNA B MyJbTUMEPHOM IMOJMIENTHIE MO HACTOALIEMY PACKPBITHIO, UMEET IJIUHY

133 aMUHOKUCJIIOTHI.
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B HekoTopbIX ciyuasx BapuaHT nojunentuaa IL-2, npucyTCTBYHOIUN B MyJIbTUMEPHOM
TMIOJIUTIETITU/IE TIO HACTOSAIIEMY PACKPBITHIO, COAEPKUT aMUHOKHUCJIOTHYIO MOCJIEI0BATEIbHOCTD,
UMEIOIIYK UIEHTUYHOCTh aMHUHOKHCJIOTHON MOCJIENOBATEIbHOCTH MO MeHblueld mep 90%, mo
MeHblIell Mepe 95%, mo MeHbinelt mepe 98% wnn mo Mesblied Mepe 99% OTHOCHUTENBHO
AMHHOKHCJIOTHOM TOCJIeIOBATENIbHOCTH, M300pakeHHONH Ha ¢ur. 2M, rae aMuUHOKUCIOTa 42
NpeACTaBisieT COOOM  aMUHOKHCIOTY, OTIMYHYIO OT (eHunanaHuHa, HapuMmep, TIe
amuHoOkucyora 42 npencrasisier codoit Gly, Ala, Val, Leu, Ile, Pro, Tyr, Trp, Ser, Thr, Cys,
Met, Asn, Gln, Lys, Arg, His, Asp wmu Glu, rome amuHokucnora 20 mpenctaBisieT CoOOM
AMUHOKHUCJIOTY, OTJUYHYIO OT acClaparduHOBOW KHUCJIOTBI, Harpumep, rae aMuHOkuciora 20
npencrasisier codoit Gly, Ala, Val, Leu, Ile, Pro, Phe, Tyr, Trp, Ser, Thr, Cys, Met, Asn, Gln
Lys, Arg, His mu Glu; u roe amuHokuciora 45 npencrasinser coO0i aMUHOKHCIIOTY, OTIIMYHY O
OT THPO3WHA, HampHUMep, TIe aMuHOKucioTa 45 mpencrasisier codoit Gly, Ala, Val, Leu, Ile,
Pro, Phe, Trp, Ser, Thr, Cys, Met, Asn, Gln, Lys, Arg, His, Asp win Glu. B HekoTopbIX cirydasix
BapuaHT nomunentuaa IL-2, npucyTCTByOMUI B MyJIBTUMEPHOM MOJIUIENTHAE 1O HACTOALIEMY
PACKPBITHIO, CONEPIKUT AMHUHOKUCIOTHYIO TOCIENOBATEIbHOCTh, HUMEIOMIYI0 HAEHTHYHOCTH
AMUHOKUCJIOTHOM TOCJEN0BATENbHOCTU MO MeHbluel mep 90%, nmo menbiueit mepe 95%, mo
MeHblled Mepe 98% wunu no MeHbmed Mepe 99% OTHOCHUTENBHO aMHHOKHUCIOTHOM
TMOCJIeIOBATEIBHOCTH, U300paXkeHHON Ha ¢ur. 2M, rae aMuHOKHCI0Ta 42 TpeacTaBisieT Co0oi
Ala, Gly, Val, Leu unn lle; rne amunokucnora 20 npeacrasnsier coboii Ala, Gly, Val, Leu wnu
Ile; u rne amunokucnora 45 mpencrasisier coboii Ala, Gly, Val, Leu unu Ile. B HekoTopbIx
ciaydasx BapuaHT nojunentuaa IL-2, mpUCYTCTBYIOWMNI B MYyJIbTUMEPHOM IMOJUMNENTHAE IO
HACTOSIIIIEMY PACKPBITUIO, CONEPXKUT aMHHOKHCJOTHYIO TOCJIE€OBATEIbHOCTh, HMMEIOIIYIO
WUIEHTUYHOCTh aMUHOKHCIIOTHOM MOC/IEIOBATEIbHOCTH MO MeHblued mep 90%, mo meHblnei
Mepe 95%, mo wmenbmelr wmepe 98% wuam mo Mesbmer wmepe 99% OTHOCHTENBHO
AMHHOKHCJIOTHOHM TOCJIEJOBATENbHOCTH, M300pakeHHOW Ha ¢ur. 2M, rae amMuUHOKUCIOTa 42
npencrasisier coboit Ala, Gly, Val, Leu wnu Ile; rne amunokucnora 20 mpencrasisier coOoit
Asn, GIn, Lys, Arg unu His; u rne amunokuciora 45 npeacrasnsier codoit Ala, Gly, Val, Leu
win lle. B HekoTroppx cnywasx BapuaHT nonunentupa IL-2, npucyTCTBYHOIIMK B
MYJILTUMEPHOM TIOJIUTIETITUZIE TIO HACTOSIIIEMY PAaCKPBITHIO, COAEPKUT AMHUHOKHUCIOTHYIO
MOCJIEIOBATEbHOCTh, HMEIOUIYI0 HAEHTUYHOCTh AMUHOKUCIOTHOM IOCEIOBATENIbHOCTH 10
MeHbled mep 90%, no Mmenblueil Mepe 95%, no meHbuiell Mepe 98% uiaKu Mo MeHbLIEH Mepe
99% OTHOCHTENbHO AMHUHOKHUCJIOTHOW TMOCJENOBATEIBHOCTH, U300paxkeHHON Ha ¢ur. 2M, rae
amuHokuciora 42 mpexacrasisier coboit Ala, amuHokucnora 20 mpexncrasisier coboit Ala, a

amMHHOKHCIOTa 45 npeacrasisier codoi Ala. B HexoTopeIx ciyuasx BapuanT nonunentuaa 1L-2,
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NPUCYTCTBYIOLIUI B MYyJIbTUMEPHOM MOJUIENTHAE MO HACTOALIEMY PACKPBITUIO, COAEPKUT
AMUHOKHCJIOTHYKO  IIOCJI€JIOBATEIbHOCTh, HUMEIOINYK)  HUIAEHTHMYHOCTb  aMHHOKHUCJIOTHOM
NOCJIEIOBATENBHOCTH MO MeHblIed Mep 90%, no meHbiei Mepe 95%, no menbiuel Mepe 98%
Wil 1o MeHbuell Mepe 99% OTHOCHUTENBbHO AMUHOKUCIOTHOM —IOCJIE€A0BATENIbHOCTH,
u300paskeHHo# Ha ¢ur. 2M, rne amuHOKuC0Ta 42 Tipeactasisier codoit Ala, amuHokuciora 20
npencrasisier coboit Gly, a amuHokucnora 45 npexncrasinsier codoii Gly. B HekoTopsIx cityuasx
BapuaHT nojunentunaa IL-2, npucyTCTByOUINN B MyJTbTUMEPHOM TMOJUIENTHAE TIO HACTOALLEMY
PaCKpBITHIO, COAEPKUT aMHHOKUCJOTHYIO TIOCJE€NIOBATENbHOCTh, HUMEIOLIYI0 HIEHTUYHOCTD
AMUHOKHCIIOTHOM TIOCIIEAOBATENbHOCTH N0 MeHblneld mep 90%, mo meHbiueit mepe 95%, mo
MeHbineli Mepe 98% wunu mo MeHbinei Mepe 99% OTHOCUTENBPHO aMHHOKHMCIOTHOM
MOCJIeIOBATEIBHOCTH, U300pakeHHOU Ha ¢ur. 2M, rne aMuHOKHCIoTa 42 TpeacTaBisieT coOoi
Val, amunokucnora 20 mpencrasisier coboit Ala, a amuHokucnora 45 npencrasisier codboit Gly.
B HexoTOpeIX ciydasx BapuaHT nojunentupa [L-2, mpuCyTCTBYIOIIMII B MYJBTUMEPHOM
NOJUNENTU/IE TI0 HACTOSALIEMY PACKPBITUIO, COAEPKUT aMHUHOKHUCIOTHYIO MOCJIEA0BATENbHOCTD,
UMEIOLIYI0 WAEHTUYHOCTh AMHUHOKHCIOTHON MOCIEeN0BAaTEIbHOCTH 1O MeHbIneld mep 90%, mo
MeHbled Mepe 95%, mo Mesbliell mepe 98% wunu no Mesblnell mepe 99% OTHOCHUTENBHO
AMHMHOKHCIIOTHOM TOCJIEOBATENbHOCTH, N300pakeHHOW Ha ¢ur. 2M, rae amMuHOKHCIOTa 42
npencrasisier coboit Leu, amunokuciora 20 mpexncrasisier coboit Ala, a amuHOKHCHOTa 45
npeacrasiusier coboit  Gly. B HekoTopeix cnywasix  BapwaHT nojunentuma  1L-2,
NPUCYTCTBYIOLIUI B MYyJBTUMEPHOM MOJUIENTUAE MO HACTOSLIEMY PACKPBITUIO, COAEPKUT
AMUHOKHCJIOTHYK)  IOCJIE€JOBATEIbHOCTb, HUMEIOINYK)  HUAEHTHUYHOCTb  AMHHOKMCJIOTHOM
NIOCJIEZIOBATENBHOCTU IO MeHblIer Mep 90%, no menslueil Mepe 95%, no menbliel mepe 98%
WM 10 MeHbledn wmepe 99% OTHOCHUTEBHO aMHUHOKHUCIOTHOW —IOCJIeIO0BAaTENIbHOCTH,
u3o0pakeHHOH Ha ¢ur. 2M, rne amuHokucIoTa 42 npencrasisier codoit Ile, amunokucnora 20
npenacrasisier codoit Ala, a amuHOKHCOTA 45 TIpencTaBisieT coboit Ala. B HEKOTOpPBIX ciydasix
BapuaHT nonunentyuaa IL-2, npucyTcTByrOmUi B MyJbTUMEPHOM MOJIUINENTHAE 10 HACTOALLEMY
PACKpBITHIO, COAEPKUT aMHHOKUCJIOTHYIO IIOCJIE€NOBATENbHOCTh, HUMEIOLYI0 HIEHTUYHOCTD
AMUHOKHCIJIOTHON IOCNEA0BaTENbHOCTH MO MeHblned mMep 90%, mo Menblieil mMepe 95%, mo
MeHbie Mepe 98% wunu no MeHbiied Mepe 99% OTHOCHUTENBPHO aMHHOKHUCIOTHOM
TMOCJIeIOBATEIBHOCTH, U300pakeHHON Ha ¢ur. 2M, rne aMuHOKHCIoTa 42 TpeacTaBisieT coOoi
Ala, amunokucnora 20 npeacrasisier coOoit Asn, a aMuHOKHUCTOTa 45 mpencrasisier coboit Ala.
B HexoTOpBIX Cciydasx BapuaHT nojunentupa IL-2, mpuCyTCTBYIOIIMII B MYJBTUMEPHOM
NOJUNENTHE N0 HACTOALEMY PACKPBITUIO, COAEPKUT aMUHOKHCIOTHYIO MOCIEN0BATENbHOCTD,
UMEIOLIYI0 WAEHTUYHOCTh AMUHOKHCIOTHON MOCIEN0BAaTEIbHOCTH MO MeHblueld mep 90%, mo

MeHbled Mepe 95%, mo mesblieil mepe 98% wunu no Mesbleil mepe 99% OTHOCHUTENBHO
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AMMHOKHCIIOTHOM TOCJIE€IOBATENbHOCTH, HM300pakeHHOH Ha ¢ur. 2M, rae amMuHOKHCIOTa 42
npencrasisier coboit Ala, amuHokucnora 20 mpexacrasnsier coboit Gln, a amuHOKHCHOTA 45
npexcrasisier coboi Ala. B HekoTopbIx criyuasx BapuaHT nonunentuaa IL-2, npucyTcTByromuit
B MyJbTUMEPHOM IMOJIUNENTHAE IO HACTOALIEMY PACKPBITUIO, COAEPKUT AMUHOKUCIOTHYIO
NOCJIEA0BATENbHOCTh, MMEIOINYK) HACHTUYHOCTh AMUHOKHUCIIOTHOW MOCIEAOBATEIbHOCTU IO
MmeHblIelt Mmep 90%, no Menbiel mMepe 95%, no mensiueil mepe 98% wunu no MeHbluel Mepe
99% OTHOCHTENIbHO aMHUHOKHCJIOTHOW TMOCJEI0BATEIBHOCTH, U300pakeHHON Ha dur. 2M, rae
amuHOKHclota 42 mpencrapisier codoii Ala, amuuokuciora 20 mpencrasisier coboit Lys, a
aMHHOKUCIIOTa 45 npeacrasisier codoii Ala. B HekoTOphIX ciiyyasix BapuaHT nosiunentuaa [L-2,
NPUCYTCTBYIOLIUI B MYyJIbTUMEPHOM TMOJIUIENITHAE IO HACTOSIIEMY PACKPBITUIO, COAEPKUT
AMUHOKHCIIOTHYIO  IIOCJI€JIOBATE€IbHOCTb, HUMEIOINYK  HWIAEHTHMYHOCTb  aMHHOKHUCIOTHOM
NOCJIeI0BATENBHOCTH MO MeHblIeld Mep 90%, no meHblei Mepe 95%, no meHbiuel Mepe 98%
Wi 10 MeHbleln wmepe 99% OTHOCHUTENBPHO aMUHOKUCIOTHOW —IOCJIEIO0BAaTENIbHOCTH,
u300pakeHHOH Ha ¢ur. 2M, roe aMuHOKHUCIOTA 42 mpencrasisieT codoit Ala, amuHokucnora 20
npeAcTaBisieT cobol Arg, a aMuHOKHCIIOTa 45 mpencrasisier codoii Ala. B HEKOTOpBIX ciydasix
BapuaHT nomunentuaa IL-2, npucyTCTBYHOMUN B MyJIBTUMEPHOM MOJIUIENTHAE 10 HACTOALIEMY
PACKpBITHIO, COAEPKUT aMHHOKUCJIOTHYIO IIOCJIE€OBATENbHOCTh, HUMEIOLIYI HIEHTUYHOCTh
AMUHOKUCJIOTHOM MOCJEN0BATENbHOCTU MO MeHbliel mep 90%, nmo menbiueit mepe 95%, mo
MeHbiied Mepe 98% wunu no MeHbmed Mepe 99% OTHOCHUTENBHO AaMHHOKMCIOTHOM
MOCJIeIOBATEIbHOCTH, U300paXkeHHON Ha ¢ur. 2M, rae aMuHOKHCI0Ta 42 TpeacTaBisieT co0oi
Ala, amunokucnora 20 npencrasisier coboit His, a amuHokucnora 45 npencrasnsier codoii Ala.
B HeKkOTOpBIX ciy4asx €IWHCTBEHHas Komusl BapuaHra nonunentuna IL-2 mpucyrcrByer B
MyJBTUMEPHOM TIOJIMIIENTHAE MO HACTOsALIEMYy H300peTeHHr0. B HEKOTOphIX —Clydasx
MyJIBTUMEPHBIA TOJIUMENTH MO HACTOALIEMY HM300PETEHUIO CONEP’KUT JIBE KOMHUU BapHaHTA
noymnentuaa IL-2, Hanpumep, Te 1Be KON HAXOIATCS B TaHAEMe 0e3 JIMHKepa MEKAY JBYMs
KONUSIMU WJIM B TaHIEME U pasleleHbl JHUHKEPHbIM IeNnTuAoOM. B HekoTopeIX ciyuasx
MYJIBTUMEPHBIA TOJIUIENTH MO HACTOSAMIEMY H300PETEHHIO COIEPKHUT TPH KOMHUU BapHAHTA
noyunentraa 1L-2, HanpuMep, Korma TPU KOMWHU HAXOASTCS B TaHAeMe Oe3 JIMHKepa MEXay
TpeMsl KOMUSIMU WM B TaHJEME U pa3/eJieHbl JUHKEPHbIM MENTUAOM. B HEKOTOpBIX ciydasx,
xorna IL-2/synTac mo HacTosmeMy H300peTeHHIO comepkuT Tsukenyro nernb HLA kmacca I u
B2M, nommmnentun(-b1) IL-2 HaxOOUTCA/HAXOAATCS HA NOJHUIENTHIHOW IIeNH, COnxepskaruei
Tsokenyro nenb HLA xmacca 1. B Hekoropeix ciyvasix, korga IL-2/synTac mo Hacrosimmemy
n3o0pereHno comepkuT Tsokenyro nenb HLA kmacca I wm B2M, momunentua(-si) IL-2
HAXOJUTCS/HAXOMATCS Ha MOJUNENTUAHON LenH, conepskammeii nonunentun f2M. B HekoTopbIx

cnyuasx BapuaHt nonunentuna IL-2 wnu synTac, comepxammii ero, obnanaer ahpUHHOCTBIO
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cesaspiBanus ¢ IL2R, xoTopas cocrasisier ot nmpumepno 100 ’M no 150 HM, ot mpumepno 150
HM 1o npumepno 200 HM, ot npumepno 200 HM no npumepHo 250 HM. ot npumepno 250 ’M
1o npumepHo 300 HM, ot npumepno 300 HM no mpumepno 350 HM, ot npumepHo 350 HM no
npumepHo 400 HM, ot npumepno 400 HM no npumepno 500 HM, ot npumepno 500 HM no
npumepHo 600 HM, ot mpumepHo 600 HM no mpumepno 700 HM, ot npumepno 700 HM 1o
npumepHo 800 HM, ot mpumepHo 800 HM no mpumepno 900 HM, ot nmpumepno 900 HM 1o
npumepHo 1 mMxM, ot npumepHo 1 MxkM g0 npumepHo 5 MM, ot mpumepHo 5 MKM 1o
npumepHo 10 MxM, ot npumepno 10 MmxM no npumepro 15 MxM, ot npumepno 15 MxM 1o
npumepHo 20 MxM, ot npumepro 20 MxkM no npumepHo 25 MkM, ot npumepHo 25 MkM 1o
npumepHo 50 MkM, ot npumepHo 50 MkM 1o npumepHo 75 MkM wunu ot npumepHo 75 MkM 1o
npumepHo 100 MmxM. B HekoTOpbIX ciydasx BapuaHT nonunentunaa IL-2, npucyTcTByromui B
MyJIbTUMEPHOM MOJMIENTHE 110 HACTOSIIEMY PACKPBITHIO, UMeeT AMNHY 133 aMHUHOKHUCIOTBL

3amenvt F4, D20, Y45 u H16

B HekoTopbIX ciydasx BapuaHT nojunentuaa IL-2, npucyTCTBYHOIMUN B MyJIbTUMEPHOM
NOJUNENTU/IE TIO HACTOALIEMY PACKPBITUIO, COAEPKUT aMUHOKHCIOTHYIO MOCJIEI0BATENbHOCTD,
UMEIOLIYI0 WIEHTUYHOCTh AMHUHOKHCIOTHON MOCIEeN0BAaTEIbHOCTH MO MeHbIneld mep 90%, mo
MeHbled Mepe 95%, mo mesblieil mepe 98% wunu no Mesblell mepe 99% OTHOCHUTENBHO
AMMHOKHCIIOTHOHM TOCIEeNOBATEIbHOCTH, M300pakeHHON Ha ¢ur. 2N, rae amuHOKHCIoTa 42
npencTaBisieT coOOH  aMHUHOKHCIOTY, OTJIMYHYIO OT (peHuJIamaHuHA, Hampumep, rIne
amuHOkucnora 42 npencrasisier codoit Gly, Ala, Val, Leu, Ile, Pro, Tyr, Trp, Ser, Thr, Cys,
Met, Asn, GIn, Lys, Arg, His, Asp uwmu Glu;, roe amuHokuciora 20 mpenctaBisier coOoi
aMHHOKHCJIOTY, OTJIMYHYIO OT AaclapariHOBOH KHCJOTBHI, Hampumep, rae amuHokuciaora 20
npenctasisier codoit Gly, Ala, Val, Leu, Ile, Pro, Phe, Tyr, Trp, Ser, Thr, Cys, Met, Asn, Gln
Lys, Arg, His unmu Glu; rone amuHokucnora 45 npencrasiisier cOO0M aMUHOKHUCIIOTY, OTJIHYHYIO
OT THPO3WHA, HaNpUMep, TIe aMuHOKucoTa 45 mpencrasisier codoit Gly, Ala, Val, Leu, Ile,
Pro, Phe, Trp, Ser, Thr, Cys, Met, Asn, Gln, Lys, Arg, His, Asp wiu Glu; u rme aMHHOKUCIOTA
16 mnpencraBisier co0OW aMHHOKUCIIOTY, OTJIMYHYK) OT THUCTHAWHA, HAMpUMep, T7e
amuHOkucnora 16 mpencrasmisier codoii Gly, Ala, Val, Leu, Ile, Pro, Phe, Tyr, Trp, Ser, Thr, Cys,
Met, Asn, GIn, Lys, Arg, Asp wiu Glu. B HekoTOpbIX ciydasx BapuaHT nojunentuna 1L-2,
NPUCYTCTBYIOLIUI B MYyJBTUMEPHOM TMOJUIENTHAE MO HACTOALIEMY PACKPBITUIO, COAEPKUT
AMUHOKHCIIOTHYIO  IIOCJI€JOBATEIbHOCTh, HUMEIOINYK)  WUIAEHTHMYHOCTb  aMHHOKMCIOTHOM
MOCJIEIOBATEIPHOCTH MO MeHbInel Mep 90%, nmo Menbineit Mepe 95%, no MmeHbiuer mepe 98%
Wi 1o MeHblleli Mepe 99% OTHOCHUTEIBHO AMHHOKHCIOTHON IOCIE€A0BATEIbHOCTH,
u3o0pakeHHol Ha ¢ur. 2N, rae amuHokuCIOTa 42 npencrasisier codoit Ala, Gly, Val, Leu unu

Ile; rne amunokuciora 20 mpencrasisier codoit Ala, Gly, Val, Leu unu Ile; rne amunokuciora



82

45 mpencrasisier coboii Ala, Gly, Val, Leu wm Ile; u rne amunokucnora 16 mpencrasisier
coboii Ala, Gly, Val, Leu wmu Ile. B HekoTopeIx cinydasx BapuanT nojunentuga 1L-2,
NPUCYTCTBYIOLIUI B MYyJBTUMEPHOM MOJUIENTHAE MO HACTOALIEMY PACKPBITUIO, COAEPKUT
AMUHOKHCJIOTHYK)  IIOCJIE€JOBATEIbHOCTb, HUMEIOINYK)  HUAEHTHUYHOCTb  AMHHOKMCJIOTHOM
NIOCJIEZIOBATENIBHOCTH IO MeHblIer Mep 90%, no menblueil Mepe 95%, no mensliel mepe 98%
wii 1o MeHblled wMepe 99% OTHOCUTEIBHO aMUHOKHCJIOTHON IOCIEIOBATEIBHOCTH,
u3o0pakeHHol Ha ¢ur. 2N, rae amuHokucoTa 42 npencrapisieT codoit Ala, Gly, Val, Leu unu
Ile; rme amunokucnora 20 npencrapisier codoit Asn, Gln, Lys, Arg wiu His; rae aMmuHOKHCIOTa
45 mpencrasisier coboii Ala, Gly, Val, Leu wiu Ile; u rne amuHokucnora 16 mpencrapiser
coboii Ala, Gly, Val, Leu wm Ile. B HekoTopbIX ciydasx BapuanT nojunentuga 1L-2,
NPUCYTCTBYIOLIUI B MYyJBTUMEPHOM TMOJUIENTHAE IO HACTOSLIEMY PACKPBITUIO, COAEPKUT
AMUHOKHCIIOTHYIO  IIOCJI€JOBATEIbHOCTh, HUMEIOINYK)  WIAEHTHMYHOCTb  aMHHOKHUCIOTHOM
NOCJIeI0BATENBHOCTH MO MeHblIeld Mep 90%, no meHblei Mepe 95%, no meHbiuel Mepe 98%
Wi 1o MeHbleln wMepe 99% OTHOCHUTENBPHO AaMUHOKUCIOTHOM —IOCJIEI0BAaTENIbHOCTH,
u3o0pakeHHol Ha ¢ur. 2N, rae amuHOkucoTa 42 npexacrasnsieT coboi Ala, amuHokucnora 20
npencrasisier codoit Ala, amuHOkmcnora 45 mpencrasnsier coboit Ala u ammHOKHCIOTA 16
npexacrasisier coboi Ala. B HekoTopbIx ciyyasx BapuaHT nonunentuaa IL-2, nmpucyTcTByromui
B MyJbTHMMEPHOM IMOJUIENTHAE IO HACTOALIEMY PACKPBITHUIO, COAEPKUT aMUHOKHUCIOTHYIO
NOCJIEI0BATENbHOCTh, MMEIINYK HWAEHTUYHOCTh AMUHOKHCIIOTHOM IOCNENOBATEIbHOCTU IO
Menbied mep 90%, no Mmenblueli Mepe 95%, no menpuieil Mmepe 98% unau MO MeHbLIEH Mepe
99% OTHOCUTEIBHO AMHHOKHCIOTHOH IOCIENOBaTeIbHOCTH, M300paxkeHHOH Ha ¢ur. 2N, rae
aMuHOKHCIOTa 42 mpencrasiser coboit Ala, amuHokucnora 20 mpeacrasnsier coboit Gly,
amuHOKHUCNoTa 45 mpencrasiser codoit Gly m ammuuHokucnora 16 mpencrasnser coboii Ala. B
HEKOTOPBIX Cly4dassx BapuaHT nojunentuga IL-2, npucyTcTByromuii B MyJbTUMEPHOM
NOJIUMNENTH/E TI0 HACTOSALIEMY PACKPBITUIO, COAEPKUT aMUHOKHCIOTHYIO MOCIIEI0BATENbHOCTD,
UMEIOLIYI0 WIEHTUYHOCTh AMHUHOKHCIOTHON MOCIEeNOBaTEIbHOCTH MO MeHbineld mep 90%, mo
MeHbIel Mepe 95%, mo mesbliell mepe 98% wunu no Mesbliell mepe 99% OTHOCHUTENBHO
AMHHOKHCIIOTHOHM TOCIIeNOBATEIbHOCTH, M300pakeHHOH Ha ¢ur. 2N, rme amuHOKHCIOTa 42
npenctasisier codoit Val, amuHokucnora 20 mpexacraeisier coboii Ala, ammHOKuciOoTa 45
npencrasisier coboit Gly n amuHokucnora 16 npencrasnser codori Ala. B HeKoTOpBIX ciydasx
BapuaHT nonunentruzaa IL-2, npucyTCTBYOMUN B MyJIBTUMEPHOM MOJIUIENTHAE 1O HACTOALIEMY
PACKpBITHIO, COAEPKUT aMMHOKUCJIOTHYIO IIOCJIE€OBATENbHOCTh, HUMEIOLIYI0 HIAEHTUYHOCTD
AMUHOKMCJIOTHON IOCIEA0BATENbHOCTH MO MeHblned Mep 90%, mo menblieil Mepe 95%, mo
MeHblled Mepe 98% wunu no MeHbmed Mepe 99% OTHOCHUTENBHO AaMHHOKMCJIOTHOM
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Leu, amunokucnora 20 npeacrasisier codoit Ala, amuHokucnora 45 npeacrasisier coboit Gly u
amuHOKucnoTa 16 npeacrasisier codoii Val. B HekoTophIx ciyuasx BapuaHT nonunentuaa 1L-2,
NPUCYTCTBYIOLIUI B MYyJBTUMEPHOM MOJUIENTHAE MO HACTOALIEMY PACKPBITUIO, COAEPKUT
AMUHOKHCJIOTHYK)  IIOCJIE€JOBATEIbHOCTb, HUMEIOINYK)  HUAEHTHUYHOCTb  AMHHOKMCJIOTHOM
NIOCJIEZIOBATENIBHOCTH IO MeHblIer Mep 90%, no menblueil Mepe 95%, no mensliel mepe 98%
wii 1o MeHblled wMepe 99% OTHOCUTEIBHO aMUHOKHCJIOTHON IOCIEIOBATEIBHOCTH,
u3o0pakeHHoi Ha ¢ur. 2N, rae amuHOKHCIOTa 42 mpencrasisieT coboii Ile, amuuokuciora 20
npencTasisier coboit Ala, amuHOokuciora 45 mpencrasiser coboit Ala u amuHOKMCIOTA 16
npencrasisier coboit  Gly. B HekoTophix chnyuasx BapuaHT —nojunentuma  1L-2,
NPUCYTCTBYIOLIUI B MYyJIbTUMEPHOM TMOJIUIENITHAE IO HACTOSIIEMY PACKPBITUIO, COAEP>KUT
AMUHOKHCIIOTHYIO  IIOCJI€JIOBATE€IbHOCTb, HUMEIOINYK  HWIAEHTHMYHOCTb  aMHHOKHUCIOTHOM
NOCJIeI0BATENBHOCTH MO MeHblIeld Mep 90