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2420-534200EA/20
AHTUTEJIA K CCL17

9Ta B3agdBKa MKCHOpamllMBaeT IIPMOPUTET IO IpeldBapUTeJIbHOM 3asBKe
Ha 1maTedT CIIA N 61/900,59¢, nomaHHoM 6 Hoabpsa 2013 1.,
coIepXaHMe KOTOPO¥ BO BCeM CBOeM IIOJIHOTe BKJIOUEHO B HacTodAlee
OnMCaHue IIyTeM CCHUIKU.

Ob6nacTe IpMMeHeHUsI usobpeTeHus:

HacTosmee wm300peTeHMe OTHOCUTCH K aHTUTeJaM, CIelUuduuecKu
cBA3BBamMMcsa ¢ CCL17, DOJNMHYKJIeOoTHIaM, KOOMPYKRIMM aHTHUTeJla WIn
dparMeHTE, a Takxe K crnocobaM IIOJYUeHUS U I[IPUMEHEHUS YyKa3aHHEBX
IPOOYKTOB.

[IpennIoCHIKM COBIOaHus UB00peTeHUsI

T'oMeoCcTaTHUUeCKUM XEeMOKUH, CCL17 (XeMOKMH, peryamupyeMem
TUMYCOM M akTtuBalmel (TARC), XeMOKMHOBHM (MoTMBa C-C) JmraHng 17)
ABJISETCH MOMHBM XeMoaTTpaKTaHToM JimMboumTor. CCL17 - »3TOo JmMI'aHn
CCR4, peuentop, COOpSXeHHEM ¢ G-0ejgxoM (GPCR), KOTOPHM, Kak
CUunMTaeTCsa, WUIpaeT BaXHYK pPOJIb B OYyHKUIMM T-KIETOK M XeMOTaKCHUCE,
a TakKXe MUTpaluMM MMMYyHHEX KJIETOK K YydacTkaM BochnajeHus. CCR4
DKCIIPECCUPYETCH IMIpeuMMylleCTBEHHO Ha ThZ2-mmMmboumTax, eCTeCTBEeHHEHX
KWJIJIEPHEIX  KJIeTKax W MHBAPMaHTHEIX eCTeCTBEeHHEX KUJIJIEPHEX T-
kJeTkax (1NKT) .

CCL17 accouMmupyioT C IHopaXalllMMM pPa3HBEEe OpTaHHE 3aboJieBaHUAMU
yeJIoBeka, TakKMMM KaK S3BeHHBM KoJuT (SK), aTonrMuecKuM OepMaTUT
(Al) , MOMOIATUUECKUN JeTouHeM (udpo3 (MIP) u OpoHxXMaJIbHAS acTMa
(Belperio et al., J Immunol, 173: 4692-469, 2004; Christophi et
al., Inflamm Bowel Dis. doi: 10,1002/ibd.2295; Inoue et al., FEur
Respir J, 24: 49-56, 2004; Kakinuma et al., J Allergy Clin
Immunol, 107: 535-541, 2001; Saeki and Tamaki, J Dermatol Sci,
43: 75-84, 2006; Tamaki et al., J Dermatol, 33: 300-302, 20006).
Y wMemeld ofHapyxeHa cBa3b CCL17 ¢ pa3MUHBEIMM  BOCIAJUTEJbHBEMU
COCTOSHUAMM W MHOEeKUIMAMM, TaKMMM KaK XPOHMUeCKOoe BOCIaJIeHMre
JIeTKMUX, TI[IPUCYTCTByKIee B MOOesax ¢udpoz3a UM OPOHXMAJIBHOM aCTMH,
KOJIMTa M MHUCTOCOMaTO3a, IPenloJIOKUTEJIEHO IIyTeM WHIAYKIMM OTBETOB
Th2 nocpelCTBOM PEeKPYTMHI'a MMMYHHEIX KJIETOK CCR4". HelTpanusaumsa
CCL17 cnocoBCTBYyeT YCTPaHeHMK IIOCJHeACTBUM 3abojieBaHMA B MOINEeJISaX

BPOHXMAJILHOY acCTMBl, MHIYLUMPOBAaHHOM KkKak A. fumigatus, Tak wu



oBaJiEOYyMMHOM (OVA), ¥ HOpaXeHMs IIeUeHM B MOOeJM MHIYLUMPOBAHHOTO
P. acnes MHOBpeXIeHMs I[IeUeHM Yy MBIIeM OyTeM OJIOKMpOBaHUA IOTOKa T-
kJjeTok (Carpenter and Hogamoam Infect Immun, 73:7198-7207, 2005;
Heiseke et al., Gastroenterology, 142:335-345; Hogamoam et al.,
Med Mycol, 43 Suppl 1, S197-202, 2005; Ismailoglu et al.,
Therapeutic targeting of CCL17 via the systemic administration
of a monoclonal antibody ameliorates experimental fungal asthma.
VcciemoBaHMe, IpeldcTaBJIeHHoe B Am J Respir Crit Care Med, 2011;
Jakubzick et al., Am J Pathol, 165:1211-122, 2004; Kawasaki et
al., J Immunol, 166:2055-2062, 2001; Yoneyama et al., J Clin
Invest, 102:1933-1941, 1998).

CCL22 (mpoucxomamui M3 MakpodaTl'oB xXeMOKMH, MDC) gBadgeTcs
BTOPHM JMTaHmoM mJjs CCR4. BzaummomencTeue CCR4 ¢ KaXObM XEeMOKMHOM
oaeT OTUETJIMBEE pes3ylbTaTH (Allen et al., Annu Rev Immunol
25:787-820, 2007; Imai et al., J Biol Chem 273:1764-1768, 1998),
KOTOPEIE, BO3MOXHO, OOTIOJIHAKRTCA pasInuyaM1 B abdrHHOCTH
CBA3HBAHMUA IOBYyX JMuraHnmoB njas CCR4. CCL22 ceaAswmBaeTca ¢ CCR4 ¢
Bosipmer addMHHOCTBEI UM MHAOYUUPYET MHTepHalM3aluin pelenTopa C
foJibled JIeTKOoCThIO, uyeM CCL17 (Baatar et al., J Immunol 179:1996-
2004, 2007; Imai et al., J Biol Chem 273:1764-1768, 1998;
Mariani et al., Eur J Immunol 34:231-240, 2004), u cTUMyJUpyeT

KJIETOUHYID anresuio C O0oJbliell JIeTKOCTRR, ueM CCL17 (D'Ambrosio et
al., J Immunol 169:2303-2312, 2002). CCL22 pmemMoHCTpupyeT ©0OoJee
OTPaHMUEHHYID DKCIOpeccHui C OpOoAyKIMeM, OTPaHMUeHHOM MMMYHHBMU
KJIeTKaMu, TOoTma kKak CCL17 skcHpeccupyeTca U CeKpeTUupyeTcsd
MHOTMMM  Pa3HBEMU TUIIaMU KJIETOK, BRJIIOUA S HeVMyHHBEe KJIe TKU
(Alferink et al.,Jd Exp Med 197:585-599, 2003; Berin et al., Am J
Respir Cell Mol Biol 24:382-389, 2001; Godiska et al., J Exp Med
185:1595-1604, 1997; Imai et al., J Biol Chem 271:21514-21521,
1996; Saeki and Tamaki, J Bermatol Sci 43:75-84, 2006). B MoImesu
SKCIIEPUMEeHTAILHOTO CelcMuca ¢ JMIMPOBaHMEM UM IOYHKUMEN CJIelou
kumky (CLP) vy wMemer CCL22 aKTUMBUBKPOBAaJ BPOXIEHHHM MMMyHUTET,
Torma kKak CCL17, ©DOo BMOMMOMY, BHBHEAJ IIOBpeXIeHMe OpTaHOB U B
HEKOTOPEIX YCJOBUAX crocobcTeopasl eMy (Matsukawa et al., Rev

Immunogenet 2:339-358, 2000). B MomesM MHBA3MBHOI'O aclepluijiesa



Jerkmux Yy Memer CCL22 BHIIOJHAJ 3BallMTHYKR POJIE BO BPOXIEHHOM
IPOTUBOTPUOKOBOM OTBeTE, TOT' A Kak CCL17 BHIIIOJIH AJI POJIb
cynpeccopa (Carpenter and Hogaboam, Infect Immun 73:7198-7207,
2005). O9TuM 1OBa XeMOKMHa MOTYT MIpPaThk I[IPOTUBOIIOJIOXKHEE POJIU B
Pa3sBUTUM JIOKAJM30BAHHOT'O BOCIAJIeHUA BCJIEICTBME pa3jMyanlelocHd
BIMAHMA Ha IoMeocTas Treg B TOM OTHOWEHUM, UTO PeKPpyTUPpOBaHMUE
Treg sABJAeTCHa NOPEeONoOuTUTeJIbHEM nJsa CCL22, Ho He pmjasa CCL17
(Heiseke et al., Gastroenterology 142:335-345,2011; Montane et
al., J Clin Invest, 121:3024-30, 2011; Weber et al., J Clin
Invest 121:2898-2910, 2011).

B MOIesM KOHTAKTHOM IMIEPUYBCTBUTEJLHOCTU Y XMBOTHHX CCL17
ABJISIETCHA OCHOBHEM (QakKTOPOM B MHMUMALUMM BOCHAJIMTEJIEHOT'O OTBeTa,
CTUMYJIVPYOIMM KOHTaKTHY TUIEPUYYBCTBUTEJIEHOCTE (CHS)
IPOBOKALMOHHOM HOpoBoM C dayopeclleMHa M30THMoLMaHaToM (OUTIl) Jsmbo
Cc muHuTpodpTOopbeHz30JOM (DNFB), u HokayT CCL17 Vv 5»THUX MHIEN
yJlydialj BEKMBAEMOCTE CeplIeudHHX aJUJIOT'€HHHEX TpaHCIJIaHTaTOB  IIO
CPaBHEHMID C TeTepO3UTOTHEIMM MBIIaMy, HJMeKIVMM ONOHY OYHKIMOHAJIEHYI
ajyens CCL17 (Alferink et al., J Exp Med 197:585-599, 2003).

AuTaroHucTe CCR4 MOTYT OBTE HECEJIEKTHMBHEMM M MHIUOMPOBATH
dyHKUIMM Kak CCL17, Tak wm CCL22. TakuMm oBOpas3oM, CYIIECTBYET
NOTPe®HOCTE B aHTUTesax K CCL17 1jig [DOTeHUMAaJIbHOTO JIeUeHUd
PasJInUHEIX 3aboJieBaHM, OIIOCPenOBaHHEIX CCL17, BKJIOUA S
OpPOHXMAJIBHYI acTMy .

NBJIOXeHNe CYIHOCTU UB00peTeHUsI

OOVH BapMaHT OCYWeCTBJIEHMA KM300peTeHud MABJISETCH BHIEJIeHHBM
aHTUTEJIOM, creumMQuUeCcKu CB S 3BIBanlM YyeJIOBeueCKUM ccLiv,
comepxamyM BapuadeJibHYyI o00JlacTh TsaxeJion Lenu (VH) u BapuadelIbHY
oBJlacTb JIETKOM  lLelu (VL) , OIpUUyeM aHTUTEJIO KOHKYypHUpyeT  3a
CBA3EBaHMe udeJioBeueckoro CCL17 ¢ aHTuUTeJoM, colepxammMm VH c SEQ

ID NO:45 m VL ¢ SEQ ID NO: 52.

IOpyrou BapMaHT oCylmeCcTBJIEHUSA HacToAmeIro n300peTeHnd
npencTaejgaeT cobon BEIIEJIEHHOE AHTUTEJIO, CreumdpmuueCcKn
CBSA3EBAaKIEeCHd c UueJIOBeUeCKMM ccLiv, comepxallee

nocyienoBaTeJibHOCTE SEQ ID NO: 1, OpuMueM aHTUTEJIO CBA3BBaeTCd C
yejioBedeckuMm CCL17, ©nO MeHBIIEM Mepe, B IOpenejaxX aMMHOKMCJIIOTHBIX

ocTaTkoB 21-23, 44-45 u 60-68 CCL17.



,prI‘OIZ BapMaHT OCYyImeCTBJICHMA MSO@peTeHMH ABJIAETCHA
BEIOEJI€CHHEBIM AHTMTEeJIOM, CHeLU/I(]_)I/IquKI/I CBA3EIBaIMM yeJIOBeUeCKUM

ccLiv, IpuYeM aHTUTEeJIO CBA3HBaeTCA C dejioBedeckumMm CCL17 c¢

KOHCTaHTON abduuHOCTM (Kp) okojsio 1x10*° M mwm MeHee [IpY MU3MEePeHUM
Kp C mMCHoOJBL30BaHMEM paBHOBeCHOW addMHHOCTM B pPacTBOPEe B COJIEBOM
Bbybepe Ha  OCHOBe Tpuc, comepxameMm 0, 05% Tween-20, rocJjie
COBMECTHOM MHKYOaluum aHTHUTeJa " yeJIOBEUeCKOTI'O CCL17 Ha
npoTsxeHuu 48 uacosB mnpu 4 °C.

Opyrom BapMaHT OCVYIIECTRBJIEHUA nzobpeTeHmUs ABJISETCH
BHIOEJIEHHEIM aHTHUTEJIOM, CHelM(UUeCKM CBAS3EBAKMMMCH C UYeJIOBeUeCKUM
CCL17, conmepxamyM OIpeneJIeHHEe TIoclenopaTenbHocTM CDR1, HCDRZ,
HCDR3, LCDR1, LCDRZ2 m LCDR3.

IOpyrou BapMaHT OCYIECTRBJIEHUA n3obpeTeHms ABJISETCH
BHIEJIEHHEIM aHTHUTEJIOM, CIHelMPUUEeCKM CBAS3EBAKMMMCH C UYeJIOBEeUeCKUM
CCL17, comepxXamyM OINpPemeJIeHHEEe IocJemoBaTesJibHOCTM VH m VL.

IOpyrou BapMaHT OCYIIECTBJIEHUA nz3obpeTeHms ABJISAETCSH
BHIOEJIEHHEIM aHTUTEJIOM, CIelMIUUECKM CBA3BBAKMMMCH C UYeJIOBEeUeCKUM
CCL17, mnpMuyeM aHTUTeJIO comepxuT VH, comepXallyld aMUHOKUCIIOTHYIO
IoCJIeIoOBaTeJIbHOCTL, IIO0 MeHbmel Mepe, Ha 90%, 91%, 92%, 93%, 94%,
95%, 96%, 97%, 98% wmium 99% mmeHTHuuHyio VH c¢ SEQ ID NO: 46, u VI,
comepXamuy aMMHOKMUCJIOTHYI II0CJIedOBaTeJIbHOCTL, II0 MeHbIeW Mepe,
Ha 90%, 91%, 92%, 93%, 94%, 95%, 96%, 97%, 98% wmmm 99%
UoeHTHUHyo VL ¢ SEQ ID NO: 62.

Opyrom BapMaHT OCYIIEeCTRBJIEHU A HaCcTOAmMETO n300peTeHns
npencTaBJIgAeT coBbom bapMalleBTUUECKYIO KOMIIO3ULINIO, coIepXallyo
AHTUTEJIO HacCToAmeIo u300peTeHUI U papMalleBTUUECKM IpHeMJIEMEI
HOCHUTEIE .

IOpyroM BapMaHT u300peTeHUd IOpelcTaBljigeT cobo¥ BHOEJIeHHEMN
IIOJIMHYKJIEOTHI, KoIuMpyimuy VH miay VL HacToAmero M300peTeHUs.

IOpyrou BapMaHT OCYIECTRBJIEHUA HaCTOAmMETO n3obpeTeHuUs
opencraBJgeT coboM BeKTOp, coIepXalMy I[IOJMHYKJIEOTUOI HaCTOAmMEeTI o
n300peTeHud.

IpyroM BapMaHT OCYIEeCTBJIeHUud M300peTeHMsa NOpelcTaBjigeT cobomn
KJIETKYy—-X034MHa, COIepXallyld BEeKTOp M300peTeHud.

Opyroi BapMaHT OCYMeCTBJICHUI HacTOAmeTro n300peTeHns



3akjouaeTcd B criocobe NpooyIUpOBaHUA aHTuTes, BKJIOU AKIEM
KYJIL TUBMPOBAHME IIPEeIJIOXKEHHEX B HaCTOdlleM M300peTeHUM KIIETOK—
X034eB B YCJIOBMAX, B KOTOPHX IPOOYIUPYETCH aHTUTEeJIO.

IpyroM BapMaHT OCYMeCTBJIeHMI Uu300peTeHud ABJAETCHS CHOCOOOM
JeueHusa CCLl17-onocpemoBaHHOTO 3aboJjieBaHMs, BRJOUAKIMM B cebd
BBeeHMe aHTUTeJla M300peTeHMd HyXDawleMyCsa B TaKOM JIeUeHUM
CcyOBeKTy B TeueHMe BpPeMeHM, IOoCTaToOuHOoTo mJsA JeueHusa CCL17-
OTIOCPEeOBaHHOTO 3aboJieBaHuA.

Opyrol BapMaHT OCYMEeCTBJIeHMI M300peTeHud SABJISEeTCS CIoCoOoM
JleueHsa OpPOHXMAJILHOM aCTMH WM TUIEPPeakKTUMBHOCTY  OHXATeJIbHHX
oIyTel, BKJIOUaALIMM B cebd BBeIeHMEe aHTUTeJla M300peTeHUsI CyOBLeKTy
B TeueHMe BpPeMeHM, OOCTATOUHOTO OJA JieueHMd OPOHXMAJLHOM aCTMEH.

KpaTkoe ommcaHMe uepTexen

Ha &wmr. 1A 1nokaszaHO MHIMOMpPOBaHME XeMOTaKCHuca aHTUTEJIOM
B302 x CCL17, wuHOyuUMpOBaHHEM 1 HM uyejioBeueckoro CCL17 B kJIeTkax
CCRF-CEM. B302 mpencrarjugeT cobou C1l7B302.

Ha &wmr. 1B 1[nokaszaHO MHIMOMpPOBaHME XeMOTaKCHca aHTUTEeJIOM
B311 x CCL17, wuHIOyuUMpOBaHHEM 1 HM uyejioBeueckoro CCL17 B kJIeTkax
CCRF-CEM. B311 mpencrarjsgeT coboy Cl7B311.

Ha OQur. 1C rmnokazaH »50PexT KOHTPOJA M30TUIIa IgG2 Ha
XeMOTaKCKC, MHOYUUMPOBaHHHM 1 HM uejoBeueckoro CCL17 B KJIeTkax
CCRF-CEM.

Ha Owur. 1D r1mokazaH 20PexT KOHTPOJIA M30TUIIa IgG4 Ha
XeMOTaKCUC, MUHIOYLUMPOBaHHEHM 1 HM uejloBeueckoro CCL17 B kJeTkKax
CCRF-CEM.

Ha &wur. 2A 1nokaszaHO MHIMOMpPOBaHME XeMOTaKCHCa aHTUTEJIOM
B302 x CCL17, wHODyuuMpoBaHHEM 1 HM CCL17 4gBaHCKOT'O MaKaKa B
3Be3OYaTHEX KJEeTKax IedeHM JuHMM F (HSC-F). B302 mnpencrTaBJIgeT
cobom C17B302.

Ha &wmr. 2B 1nokaszaHO MHIMOMPOBaHME XeMOTaKCHuca aHTUTEJIOM
B311 x CCL17, wHODyLUMpOoBaHHEM 1 HM CCL17 4gBaHCKOTO MaKaKa B
3BEe3OYAaTHX KJEeTKax IedeHM JmHMM F (HSC-F). B311 mnOpencraBJIgeT
cobom C17B311.

Ha OQur. 2C 1nokaszaH 20peKT KOHTPOJA M3O0THUIIA IgG2 Ha
XeMOTaKCUC, MHOYLUMPOBaHHEM 1 HM CCL17 4BaHCKOT'O MakaKa B KJeTKax

HSC-F.



Ha owur. 2D nokazaH »oOdeKT KOHTpoJA m30oTMIa 1gG4 Ha
XeMOTaKCUC, MHIOYLUMPOBaHHEM 1 HM CCL17 4BaHCKOT'O MakaKa B KJeTKax
HSC-F.

Ha ®mr. 3 mokasaHH IocJenoBaTeJibHOCTM VH aHTHMTes K CCL17,
CBA3HBaKMMUXCA C 4YeJoBeueckuM CCL17 ¢ Kp 100 HM MM HUXe.

Ha ®&wmr. 4 mnokaszaHH KOHCEHCYCHEE IOoCJemoBaTeJIbHOCTM VH u
obJjlacTel, OIpemeJIglmUMx KOMIIJIEMEHTAPHOCTL TsxeJon uenu (HCDR),
aHTuTes k CCL17, 1mokasaHHHX Ha Our. 3, KOTOPHE CBA3HBAKTCA C
yeJioBeueckMM CCL17 ¢ Kp 100 HM mMIM HMXe.

Ha ®mr. 5 mnokaszsaHB I[ocJedoBaTeJibHOCTM VH aHTHMTes k CCL17,
CBASHBAKMUXCSA C ueJioBeueckmMm CCL17 ¢ Kp 100 HM MM HMXe.

Ha Owur. 6A TIOoKaszsaHa KOHCEeHCYCHas IocJeloBaTelJIbHOCTEL VL
aHTuTesl k CCL17, mokasaHHHX Ha Our. 5, KOTOpPHE CBA3HBAaKTCA C
yeJjioBeveckuMm CCL17 ¢ Kp 100 HM MIM HMXe.

Ha our. 6B IIOKAa3aHH KOHCEeHCYCHHE IIOCJIeIOBaATEeJIbLHOCTHA
obJjacTel, oNpelesIfllMX KOMIIJIEMEeHTAPHOCTEL JIeTKOM Lenu (LCDR),
aHTuTes kK CCL17, mokasaHHHX Ha Our. 5, KOTOpPHE CBA3HBAaKTCA C
yeJjioBeueckumMm CCL17 ¢ Kp 100 HM MM HMXe.

Ha O®&ur. 7 1nokaszsaHe OCTaTKM DBIOUTONNa W IIapaTolla aHTuTeJa
Cl7B236. Ocrarku napatrona VH m VL 3akKJOUeHE B pPaMKy M OCTaTKU
SOUTOIA CCL17 OOBenEeHH KPYXKOM. Hymepaumusa OCTaTKOB B
coorBeTCcTBMM Cc SEQ ID NO: 45 (VH), SEQ ID NO: 52 (VL), SEQ ID
NO: 1 (CCL17).

[logpoBbHoOe ommcaHMe MBo0OpeTeHUs

Bce nyOaukaluy, YIOMMHaeMble B JaHHOM OIMCaHMM, BKJOUasg, 0es
oTpaHuuYeHuM, rIaTeHTH U  I[IaTeHTHHEe 3a8aBKM, BKJIOUEHHEE  I[IYyTEM
CCHUJIOK, MABJIAITCSI YacCThbl HACTOANETO OOKYMeHTa, KaK ecjau OB OHU
OBJIM M3JIOXEHE HEINIOCPENOCTBEHHO B HACTOAMEM OOKYMeHTe.

CilenyeT T[IOHMMATL, UTO I[IPMMEHSIEMEle B HaCTOMdlleM OOKYMeHTE
TEePMVHEL VCIIOJIb 3YITCH TOJIBKO B LeJIax ONIMCaHUA KOHKPETHHIX
BApMAaHTOB OCYIeCTBJIEHMA HACTOAMETO M300peTeHrusa U He [ABJATCA
OTpPaHVUMBAKIMMM . BCe TeXHUUEeCKMe M HayuHbBle TEPMMUHE, MCIOJIb3yeMule
B HacTodlleM NOOKYMEeHTe, eCJiM He YKasaHO MHOe, UVMelT OOIMeldpMHATOe
3HaueHre, IOHATHOe JOOoMy CIelMaJIUCTy B ofJlacTM, K KOTOPOM MMeeT
OTHOIIeHMe HacCTodllee MU300peTeHUre.

B HacCToAlleM JOKYMEHTE OIIMICAaHEL [TPMMEPEL CIIOCOBDOB "



MaTepMralJioB, XOTA OJd aHajM3a HacToAWleI'o M300peTeHMd MOI'YyT OHTH
MCIIOJIE 30BAHEL JIoOBIE CIIOCOOBEL 17 MaTepMaJitl, IIOnOOHEE VI
SKBUBAJIEHTHEE TeM, KOTOpHEe OIMCaHH B HaCTodAlleM IOOKyMeHTe. Ilpu
ONMCAaHUM M  MBJIOXKEHMM  QOPMyJiBl HacCTOoAmero mM300peTeHUda OyOoyT
MCIIOJIb30BAaTbCA Cllefyllie TePMMHEH.

[Ipu MCIIOJIb 30BaHUM B HaCcToAleM OOKYMEHTE TEePMMHEL
«crneuudrnueckKoe CBA3HBAHME» WM «CIHeUUMdUUeCKM CBA3HBaAETCA» WK
«CBASBHBaAETCI» OTHOCATCH K aAHTUTEJY, PO ABJIAKIIEMY BOJIBIIYIO
addMHHOCTE IIpKM CBA3HBAHMM C 3alaHHEIM aHTUI'eHOM II0 CpPaBHEHUMK C

OIPYTVMMM aHTHUTeHaMM. KakK M[OIpaBUJIO, CBA3BBaAHME aHTUTEJa C 3alaHHHM
AHTUTEeHOM XapaKTepu3lyeTcs KOHCTaHToM nuccoumauum (Kp) OKOJIO 1x1077
M nImM MeHee, HaIPMUMep, OKOJO 1x10°°% M wm MeHee, OKOJIO 1x107° M

MJIM MeHee, OKOJIO 1x107*° M wmmm MeHee, OKOJIO 1x107 % M wm MeHee wim

07 M MeHee, OKOJIO 1x10™2 M wmm oxoso 1x10* wm

okoJio 1x1
MeHee, KakK OpaBujo, oOpu Kp, ABJIAKmMEeNCcsa, 10 MeHblley Mepe, B OeCATb
pas MeHblle Kp CBA3HBAHMA C HeCHelUMPUMUeCKVM aHTUITEeHOM WMJIM SIUTOIIOM
(HanmpuMep, BSA, kaszerHOM). KOHCTaHTy IOMUCCOLMAaUMM MOXHO WM3MEPUTH
CTaHIapTHEMU criocobamm. OnHako anrTmuresa, crienpmUUueCcKm
CBA3HBaKIMeCsa C 3alaHHBEIM aHTUITeHOM, MOTYT UMeTh IIepeKpPeCcCTHYI
PEeakKTUBHOCTL K IOPYI'MM POLOCTBEHHHM AaHTMUIeHaM, HalIpuMep, K TaKoMy
Xe 3adaHHOMY aHTUIEHY OT IPpYyIMX OMOJIOTMUECKMX BMIOB (I'OMOJIOTOB),
HanopuMep, ueJiloBeka WM o00e3bsSHBE, HaopuMmep, Macaca fascicularis
(ABaHCKOTO Makaka) wmIM Pan troglodytes (muMmIaHze) .

«MOHOKJIOHAJIbBHOE AaHTUTEJIO, KOTOpOe CIeludUUeCKM CBA3BBaeTCH
c yeJIOBeUueCKMM CCL17», OTHOCUTCH K aHTUTeJlaM, KOTOPHE
crneumMd@ruueck CBSA3HBAKTCA CO B3pPeJltM deJioBedeckmM CCL17, wMMeomIMM
ocJiefoBaTeJIbHOCTL, IIOKal3aHHy B SEQ ID NO: 1.

[Tpmn VCIIOJIE 30BaHUU B HaCcTOAlleM OOKYMEHTE TEPMVHEL
KHENTPaJIUIYIUM» WIXM «HeUTpalIn3yeT» U «HeVTpalusyolee aHTUTeJIO»
WM «AHTATOHUCT aHTUTEeJIa» OTHOCATCHA K aHTUTeJy Win (parMeHTy
aHTHUTEeJla, KOTOopoe UYacCTHUUHO WJIM IIOJIHOCTBKR MHIMOUPYEeT IIPpM IIOMOIMU
JIOBOT0 MexXaHM3Ma OMOJOTMUEeCKYKl aKTHMBHOCTE CCL17. HeTpaam3yomue
aHTHTeJla MOXHO BEABJIATL C MCIOJL30BaAHMEM aHaJM30B OMOJIOTUUEeCKOU
akTuBHOCTM CCL17, ONMCaHHEIX HWKe. HelTpanmayiomue CCL17 aHTHUTeJa

MOTYT MHIMOMPOBATH WM3MEPeHHYK OMOJIOTMUYeCcKyl akKTuMBHOCTL CCL17 Ha



20%, 30%, 40%, 50%, 60%, 70%, 75%, 80%, 85%, 90%, 95%, 96%, 97%,
98%, 99% mim 100%.

TepMUHE «dejioBeueckurt CCL17» wmiam «huCCL17», MCIOJb3YyeMee B
HacToAlleM OOKYMEHTE Kak CHHOHVIMEHI, OTHOCHATCH K OeJiky
yejioBeueckoro CCL17, wuMenmeMy aMMHOKMCJIOTHYI IIOCJIeOOBATEeJIEHOCTE,
noxkasaHHyi B SEQ ID NO: 1. IlocinemoBaTeJIbHOCTE IIOJIHOPAa3MEPHOTO
ccLiv, BKJIOUAKIAA CUTHAJBHYK IIOCJeIOoBaTEeJIbHOCTE, OOCTYIIHa B
GenBank; HoMep pmoctTymna NP 002978.

TepMmrHEl «CCL17 gBaHCKOTO Makaka» MM «CcCCL17», MCIOJb3yeMEe
B HaCToOAmMeM JOKyMeHTe KaK CHMHOHMME, OTHOCATCHA k Oenky CCL17
Macaca fascicularis (4BaHCKOTO MakakKa), MMEKIeMy aMUHOKMCIIOTHYIO
ocJiejoBaTeJIbHOCTL, IIOoKazaHHVID B SEQ ID NO: 2.

[lpM MCHOOJBE30BaAHUM B HACTOMANEM JOKYMEHTe TepMUH «aHTUTeJa»
nompasyMeBaeTCcsd B MUPOKOM 3HaUYEeHUU u BKJIOUaET MOJIEKYJIE
VMMYyHOTJIOOYJIMHE, BRJIOUAKIVE MOHOKJIOHAJIEHEIE aHTUTela, BKJIIOUA A
MEIIMHEIE, UYeJIOBeUeCKMre, TyMaHM3VPOBAHHEE U XMMepHEEe aHTUTela,
dparMeHTH aAHTUTEJI, pucreumudpmuuecKme nu MYJIb TUCIIELUPUUIECKHUE
aHTuTeJsa, oO0pasoBaHHHE U3, I[IO0 MeHBIIEM Mepe, »OBYX MHTAKTHHX
AHTUTEJI I bparMeHTOB aHTUTE, OUMepHEE, TeTpaMepHEe n
MyJIbETYMMEPHEE aHTUTeJla, ONHOLEIOUEUHEEe aHTUTeJla U JIIoOyn IPpyIyI
MOIMOUUMPOBAHHYI KOHOUI'ypalMid MOJIEKYJIH MWMMyHOTJIOOYJIMHa, KoTopasd
COOEPXUT CalT paclo3HaBaHMA aHTUTeHa TpebyeMoM CHelUrudUUHOCTHU.

MMYyHOTUIOOYJIMHEL MOT'YT OTHOCUTBCS K IIATM OCHOBHEM KJlaccaM, a
umeHHo IgA, IgD, IgE, IgG m IgM, B 3aBUCHMMOCTM OT aMMHOKMCJIOTHOM
IOCJIENOBATEJIBHOCTY KOHCTAHTHOTO IOMeHa TsaxeJonm uLenmm. IgA u IgG
OOTIOJIHUTEJIEHO KJIACCUPUUMPYIOTCS Ha M30THUMIHE 1gA:, IghA,, IgG:, IgG,,
IgGs m IgGy. Jlerkue LelM aHTUTEJ JIOBX BUIOB IIO3BOHOUHEX MOXHO

OTHeCTM K OIHOMY M3 IBYX UeTKO OTJIMUallMXCad TUIOB, a MMeHHO
Karla (x) n JgaMmbia (A, B 3aBUCHMMOCTM  OT aMMHOKMCJIO THEIX

IocJeIoBaATEJILHOCTEN MX KOHCTAHTHHEX IOMEHOB.

TepMmmH «@paPMeHTH aHTUTEeJIa» O3HadaeT JacTb MOJIEKYJIEI

MMMy HOTJIOOYJIMHAE, KOoTOopasd COXpPaHAeT AHTUT €HCB I 3HB alolni camt
T XeJION nenm n/ U JeTKoM Lenu, HalpuMep, onpenessamme
KOMILJIEMEHTAPHOCTEL  00JIacTM  TAXEJOM  Lelu (HCDR) 1, 2 um 3,

omnpenesyidpmye KOMILJIEMEHTAPHOCTEL o6JjacTu Jerkom uenmu (LCDR) 1, 2 u



3, BapuabedbHyn 00JJaCTb TSKeJON Lelu (VH) wmim BapuabeJIbHYI
obyacTe Jierkom uUenu (VL). OpaTMeHTH aHTHUTeJ BKJIOYaAKT OQparMeHT
Fab - MOHOBaJIeHTHEM OQpaTMeHT, cocTosammuM u3 VL wmiam VH; F(ab'),-

dparMeHT, IOBYXBAaJIEHTHHEM QparMeHT, coIepXamui Oea Fab-dparmMeHTa,
CBABAHHEX  OUCYJILOUOHEIM MOCTMKOM B  MapHUPHOM oBJjlacTu; Fd-
bparmMeHT, cCocTOAmMMM M3 OOMeHOB VH mu CHI; Fv-dpaTMeHT, COCTOSAMMUMN
u3 noMeHOB VL m VH omHOTo IJjleda aHTuTeJla; dAb-doparmeHT (Ward et
al., Nature 341:544- 546, 1989), KOTOPHM COCTOMT M3 mnOoMeHa VH.
ODoMensl VH m VL MOT'YT OHTH CKOHCTPYUPOBAHBE MeTOHaMU MVHXEHEPUU U
CBSA3aHE BMECTe IIOCPeICTBOM CHUHTETHMUECKOT'O JIMHKepa C oOpas3oBaHMEM
Pa3JIMUHEIX THUIIOB KOHCTPYKUMM OIOHOLEINOUEeUHHX aHTUTeJ, B KOTOPHX
OOMEHEL VH/VL COeIMHATCA B napy BHYTPUMOJIEKYJIAPHO MJIn
MEXMOJIEKYIJIAPHO B Tex cIaydyadax, KoTma OOMEHE! VH u VL
DKCIIPECCUPOBAHE B OTHOEJIbHEIX OJHOILENIOUEUHEX KOHCTPYKTaxX aHTUTeJ,
C oBpa30BaHMEM OIOHOBAJIEHTHOTO AHTUTEeHCBA3HBAKIETO canTa,
HalpMyMep, OIOHollernoyeyHoro Fv (scFv) wiIM 1maTesia; OHM OIMCAHH,
HaopuMep, B MeXOyHapOoIHOM IMIaTeHTHoM nyoiuxaumm N W01998/44001,
MeXIYHapOIOHOM MIaTeHTHOM nybamkaumm N W01988/01649; MexOIyHapOOHOM
IaTeHTHOM mnybmamkaumm N W01994/13804; MeXOIyHApPOOHOM IIaTeHTHOM
nybaukauuy N W01992/01047. Smu  dpaTMeHTH AaHTUTEJ IIoJydailT C
MCIIOJIE30BaHMEM XOPOWO M3BECTHHEX MeTOIOB, U O(parMeHTH aHTUTeJ
XapaKTepmusyrnT TaKuM Xe o0pasoM, UTO M MHTAKTHHE aHTHUTeJa.

dpasa «BHIOEJEHHOE aHTUTEeJIO» OB3HauaeT aHTUTeJIO, II0 CYymeCTBY
He coIepxallee OPYTUX aHTUTEJ], MMelMMX PasHHe 3HaAUeHMS aHTUTeHHOM
CIeunudUUIHOCTHU (Hammpumep, BHIIEJIEHHOE aHTUTEeJIO, crneunudpuueckKm
CBA3BBaKImeecss C uyejoBeueckuMm CCL17, @0 CymecTBY He COOEPXUT
AHTUTEJI, CIHeUMPUUIeCcKM CBA3HEBaKIMMXCA C AaHTHUIEeHaMM, OTJMWUHBEIMU OT
yejioBeueckoro CCL17). OmHakKO BHIOEJEHHOE aHTUTEJIO, ClIeluMduUecKu

CBA3HEBawImeecsa C deJioBedueckumMm CCL17, MOXeT MMETH II€pPeKpPeCTHYD

PeakTUMBHOCTDL C OpyI'VMA AaHTUIT eHaMM, TaKMMHU Kak OPTOJIOTH
YyeJIOBEeUeCKOTO cCcL1l7, HalpuMep, CCL17 Macaca fascicularis
(ABaHCKOTO Makaka). bBojlee T0oT0, BHIOEJEHHOE AaHTUTEJIO MOXeT IIO

CyecCTBY He COoIoepXaTb OIpyIroro KJIETOWYHOTI'O MaTeplnalla n/nnn
XMMMYEeCKHMX BelleCTB.
Bapma@eﬂbHaH ofJlacThb aHTHTeJla cocTrouT ns KKapKaCHOIT'O»

YydacCcTKa, prasoeJIeHHOT'O TeMA KaHTHWT eHCB ASHEB alllVIMI1 camTamm» .
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AHTUTEHCBSA3HBAKIME CaMTH ONpedeJIeHE C MCIOJB30BaHUEM pPas3JIMUHEX
TEePMMHOB: (1) of6jgacTu, onpelesyanmMe KOMILJIeMeHTapHoCTb (CDR), Tpu
B VH (HCDR1l, HCDR2, HCDR3) u Tpum B VL (LCDR1l, LCDR2, LCDR3),
OCHOBAaHH Ha BapuabOeJIbHOCTM IocjienoeaTesibHoOCTM (Wu and Kabat, J
Exp Med 132:211-50, 1970; Kabat et al., Sequences of Proteins of
Immunological Interest, 5th Ed. Public Health Service, National
Institutes of Health, Bethesda, Md., 1991); (ii)
«rurnepBapmuabesibHEIEe OOJacTm», <«HVR» wmim «HV», Tpm B VH (H1, H2,
H3) m pm B VL (L1, L2, L3), oTHOCATCA kK obOJacTaM BapuabeJibHEX
IOOMEHOB aHTUTeJIa, ABJIAINX C S 1o croen CTPYKTYpe
TunepBapmrabelJIbHEMM, COTJIacHO omnpenejeHuio Chothia m Lesk (Chothia
and Lesk, Mol. Biol 196:901-17, 1987). K I»OpyrMM TepMMHAM
orHOCATCA IMGT-CDR (Lefranc et al., Dev Comparat Immunol 27:55-
77, 2003) M <«UCHOJBb3YEMEE OCTATKM, OIpPelesIglMe CHelIUPUUIHOCTE»
(SDRU) (Almagro Mol Recognit 17:132-43, 2004). B ©0a3e @»OaHHBEX
International ImMunoGeneTics (IMGT) (http://www_imgt org)
opencraBJjieHa CTaHOapTU30BaHHAaA HyMepalumng " onpeneJjieHUe
AHTUTEeHCBA3HBAMIMX CcalToB. COOTBEeTCTBMe MexOy TI'paHuuamu CDR, HV
n IMGT omnmcasHo B nyobmumkauum Lefranc et al., Dev Comparat Immunol
27:55=-77, 2003.

«OcTaTku 1o Chothia» B HacTosmeM OOKYMEHTe IIpeldcTaBJISgT
coBoM ocTaTkM aHTHTeJa VL m VH Cc HyMepaluuell B COOTBETCTBUM C Al-
Lazikani (Al-Lazikani et al., J Mol Biol 273:927-48, 1997).

«Kaprac» WM «KapKaCHBEE I[IOCJIeOOBaATEJIbHOCTUY» IIPEeOCTaBRJIST
cobomn OoCTaBIMeCH [IOCJIENORBATEJIEHOCTHU BaprabelbHOM obJjacTu,
KOTOPHE OTJMUHE OT OIpelesIdllero aHTUIeHCBA3HBaKmMero canTa.
[lockoJbKY  IJIA onpenejyieHmnsa AHTUTEeHCBA3HEBAKIEeTO caiTa  MOTYT
MCIIOJIE30BATBCA pPa3HEEe TepMMHBE, KaK OIMCaHO BHIIe, OIIpelelJIeHue
TOUHOW  aMMHOKMCJIOTHOM  IIOCJIeNOBRATeJILHOCTM  KapKacCHOTO  ydacTKa
3aBUCHUT OT ONpedeJIeHMs aHTUTEeHCBA3HBaKIETo canTa.

«I'yMaHM3UPOBAHHOE aHTUTEJIO» O3HadaeT aHTUTEJIO, B KOTOPOM
AHTUTEHCBSABHBAKMNMIM CauT I[IOJIyUYeH M3 BMIOOB, OTJIMUHEX OT UeJIOBeKa,
a KapKaceH BapuabeJIbHOM o00JlacTM I[OJIyYeHH U3 I[IOCJIeNOBaTeJIbHOCTEN
UeJIOBEUECKOI'O MMMYyHOIUIOOYJIMHAa. I['YMaHM3MPOBAHHEE aHTUTeJla MOI'YT
BKJIOUATHL 3aMeHBl B KapKacCHHX o006JlacTax, B pes3yJbTaTe UYero Kapkac

MOXeT He OHTHL TOUYHOM KONMEeM BKCIPeCCUPOBAHHOTO UYeJIOBEUeCKOI'O
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VMMYyHOTJIOOYJIMHA WM 3BapOOBIMEeBHX I'eHHHX [I0CJedoBaTeJIbHOCTEN.

TepMMH «UeJIOBeUeCKOe aHTUTEJIO» O3HauvaeT aHTUTEJIO, MMeKlee
BapuabesibHHEe o0OJlacTM TSEXKeJION UM JIeTKOM 1LenM, B KOTOPHX Kak
KapkacHHe ofbJjlacTy, Tak ¥ 006JacTM AaHTUIEHCBAS3HBAKIETO CcanTa
IIOJIYUEHH M3 I[IOCJIedOBaTEeJIbHOCTEY UeJIOBeUeCKOTO IIPOUCXOXIEHMS.
EciuM aHTUTEeJIO COHOEPXUT KOHCTaHTHYKD of0JjlacThb, TO KOHCTAHTHAad
o6JlacTh TakKxe IIoJIydyeHa M3 II0CJIeNOoBaTeJIbHOCTEM UeJIOBEeUeCKOTO
[IPOUCXOXIEHNV A .

UeJIOBEeUEeCKOEe aHTUTEJIO COINePXUT BapuadeJibHHEe O00JIacTH TIXeJIon
WM  JIeTKOoM  llellu, KOTOPEIE «IIOJIYUEHH M3» IIoCJeloBaTeJIbHOCTEeM
UeJIOBEUECKOTO IIPOMCXOXIEHMA, eCJM BapuabeJibHBEIEe 0O0JacTM aHTUTeJa
[IOJIYUEeHHE U3 CHCTEMEH, B KOTOPOM  MCIOJb3yeTcsd yeJIoBeUeCKUM
VMMYHOTJIOOYJIMH 3apOolBIEBOTO THIIa WJIM I[IepepaclpenesjIeHHEEe T'eHH
VMMYHOTUIOOyJIMHa. K TakuMM cCcucTeMaM OTHOCATCH OMOJIMOTEeKM T'€HOB,
Hanpumep, OMOJIMOTEKM UeJIOBeUeCKHMX MVMMYyHOTJIOOYJIMHOB Ha (aroBOM
OUCIIJIEE M TPaHCT'eHHBEE XWMBOTHHE, OTJIMUYHHE OT UeJIOBEKa, HaAIPUMEPR,
MHIIVM, HECYmMe JIOKYCH UYeJIOBEUECKMX WMMMYHOTJIOOYJIMHOB, KakK OIIMCAaHO
B HaACTOAIlEeM IOOKYMEHTe. «UeJIOBeueCKOe aHTUTEJIO» MOXEeT COOepXaThb
AMMHOKMCJIOTHEIE OTJIMUMSA IIO CPaBHEHMIO C UeJIOBeUeCKOM 3apolblleBOoMn
JIMHUEeM VIV repepacrpenejieHHEE [IOCJIEOOBATEJIbHOCTHU
VMMYHOTUIOOYJIMHOB, OBy CJIOBJIEHHEE, HalpuMep, BCTPEeYaKlyMIC A B
€CTeCTBEHHEX YCJOBMAX COMaATUUYECKMMM MyTalMAaAMM WJIM HaMepeHHHBM
BBeIOeHMEeM 3aMeH. Kak npaBMJo, «4JeJIoOBeUueCcKoe aHTHUTEeJIO», 1o
MeHblel Mepe, nOpudbiaumsmuTeslbHO Ha 80%, 85%, 90%, 95%, 96%, 97%,
98%, 99% wmim 100% MOEHTUMYUHO aMMHOKMCJIOTHOM IIOCJIelOoBaTeJIbHOCTH,
KOoOUpyeMom T'eHOM YeJIOBeueCKoOm 3apOoOuIeBOM JIMHUI 2R
epepacrnpenejyleHHEM T'€HOM MMMYHOTJIOOYJIMHa. B HEKOTOPHX Cly4dasax
«UJeJIOBeUeCKOe aHTUTEJIO» MOXeT COIepXaThb KOHCEHCYCHEE KapKaCHEE
[IOCJIeIOBaTEJIbHOCTH, [IOJIYYEHHHE B pesyJbTaTe aHaAJIM30B
UeJIOBEUEeCKUX KapKaCHEBIX mocjiefoBaTeJILHOCTEN, HalpuMep, Kak
onMcaHo B nybmuxauum Knappik et al., J Mol Biol 296:57-86,
2000), wmim cuHTeTHMueckme HCDR3, BKJIOUeHHHe B OMOIMOTEKM I'€HOB
UeJIOBEUECKMX MMMYyHOTJIOOYJIMHOB Ha (aroBoM OUCILJIEe, HalpMMep, Kak
ommMcaHo B nyoOimkaumm Shi et al., J Mol Biol 397:385-96, 2010 wm
MeXIYHapOIOHOM HaTeHTHOM nyoamkaumum N W02009/08546.

BrimeJIeHHEIE I'YMaHVM3MPOBaHHEE aHTHTeJIa MOTYT OBITH
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CUHTEeTHUYEeCKMMM . UeJIOBeUeCKMre aHTuUTeJa, XOTS U TI[IOoJIydeHHHe U3
[IOCJIeIOBATEJILHOCTEN UeJIOBEUeCKOTO MMMYyHOIJIOOYJIMHa, MOTYT OHThH
COB3IOaHE C MCHOJIb30BaHMEeM TakMxX CUCTeM, Kak ©QaroBHM OUCILIEN,
BKJIOUAKMNUY CUHTeTUuuyeckre CDR M/MJIM CUHTETHMUeCKMEe KapKacCH, WIINu
MOTYT OHTEL IIOABEPTHYTH MyTareHesy in vitro OJsg YJIYUlleHUuS CBOWCTB
aHTHTeJa, YTO I[IPpMBEeOEeT K I[IOJIYUEeHMI aHTUTEeJ, B eCTeCTBEHHHX
YCIJIOBUAX He BXOI AMMX B penepTyap yeJIOBeUeCKUX AHTUTEJI
3aPOOHIIEBO JIMHUM In ViVo.

UeJIOBeUEeCKMEe aHTHUTeJla MOTYT BKJIOUATEL 3BaMeHB B Kapkace WU
caiTe CBASHBAaHMSA aHTUIeHa, Tak UYTO OHM MOTYT He OHTb TOUHEMU
KOIIM AMMU DKCIIPEeCCUpPyeMoTo YeJIOBeUueCcKOoTo VMMYHO TJIOOYJIMHAa W
3apOIHIIEeBEX JIMHUM TeHHHX I[IocJeldoBaTellbHOCTeM. OOHaKO aHTUTeJla, B
KOTOPHX AaHTUTeHCBA3HBalIMe CAaMTH II0JIYUEeHE OT BUIOB, OTJIMUHEIX OT
yeJloBeka, He IMNOOXOOAT OO olIpeleljleHMe «UeJIOBeUeCKUX aHTUTEe».

IIpu VICIIOJIL 30BaHUN B HacToAleM OOKYyMeHTe TepMMH
«peKoMOMHAaHTHOE AHTUTEJIO» BKJIIOUAET B cebs BCe aHTuTesa,
[IOJIyYeHHEE, DKCIpPEeCCUPOBaHHHE, CcosIaHHBEe W BHIIEJIEHHEIE
PEeKOMOMHAHTHEMM CpPeOCTBaMM, HalpuMep, aHTuTeJa, BHIOEeJIEHHBEEe U3
XUBOTHOT O (HanpuMep, MBI ) , ABJIAKIETOCH TpaHCT eHHEM W
TPaHCXPOMOCOMHEM IIO TI'eHaM UYeJIOBeUeCKOI'O0 MMMYHOTJIODYJIMHA, WM U3
IIOJIYUEeHHOM M3 HeTro TUOPUIOMH  (IOOINOJIHMTEJILHO OolMcaHa  Huxe),
aHTUTeJla, BHIOEJIeHHHEe U3 KIeTKM-XO03fAMHAa, TpaHCchOOpMUPOBAHHOM MJIA
SKCIPEecCUM aHTUTesla, aHTuTesa, BHIOEJIEHHEIE U3 pPeKOMOMHAHTHOM
KOMOMHATOPHOM BUBIMOTEe KM aHTHUTeJ, u aHTuTeJa, IIOJIYUEeHHEHe,
SKCIpeCcCcUpoBaHHEeEe, cCo3IaHHBEe WJIM  BHOEJIEHHBEe JIOOBMM  OPYTUMM
cpeIncTBaMu, KOTOpPEE  BKJOYAT  CIJIAMCHMHI TEeHOB  UeJIOBEUeCKOTO
VMMYyHOTUIOOYJIMHa C OPYTMMHU [OocJemoraTelbHocTaMu HHK.

IIpu VCIIOJIL 30BaHUA B HacToAleM OOKYyMEeHTe TepM1H
KMOHOKJIOHAJILHOE AaHTHUTEeJIO» O3HauaeT IOpeldapaT MoJekKyJl aHTuUTela
OOHOMOJIEKYJIAPHOM KOMIIO3ULIUMA .

[IpM MCHOOJIL30BaHUM B HaCTOANleM IOOKYMEeHTe TepMUH «IIO CYIeCTBY
UISHTUUHEM» O3HauaeT, UTO aMMHOKMCJIOTHHE I[IOCJIeOOBATEJIbHOCTU IBYX
CpaBHMBaeMHEX BapuabeJIbHEX ofJjlacTel aHTUTeJl MISHTUUHH WM WMelT
«HEeCymeCTBEeHHEEe OTJMUMA». HecymecTBeHHHEEe OTJIMUMA OpeldcTaBJIST
cobou =amesw 1, 2, 3, 4, 5, o, 7, 8, 9, 10, 11, 12, 13, 14 wmm

15 AMUHOKMUCJIIOT B [IOCJIeDOBaATEJIbHOCTHU BapuabesIbHOM obJjlacTu
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aHTHTeJla, He OKa3HBaklMe OTPULIATEJILHOTO BO3IEVWCTBUA Ha CBOMCTBAa
aHTHUTeJa. AMMHOKMCJIIO THEIE nocyienoBaTeJIbHOCTH, 1o CymeCcTBRyY
UIEHTUUHEE II0CJIeNOBaTEeJIbHOCTAM BapuabelIbHHX o06JacTel, OINMCAaHHHX
B HacTodlleM IOOKYyMeHTe, HaxXoOATCsa B Ipenejax o60beMa HaCTOAmeI'o
n30bpeTeHUa. B HEeKOTOPHX BapMaHTax OCYHEeCTBJIEHUS MIOISHTUYHOCTD
IoCJIeIOBATEJILHOCTEY MOXeT COCTaBJIAThL OpubamsurenbHo 90%, 91%,
92%, 93%, 94%, 95%, 96%, 97%, 98%, 99% wam Beme. IIPOLEHTHOe
3HaueHue UOEHTUUYHOCTHU MOXHO onpenesInTh, HalpuMep, oyTeM
[IOIIapHOTO BHPABHMBAHMSA C MCIOJB30BaAHMEM HACTPOEK II0 YyMOJIUaHMI
njas MmMonyJsisa AlignX B Vector NTI v.9.0.0 (Invitrogen, 1. KapJjc®am,
mraT KammpopHmsa, CIA). BelIKOBEHEe IIOCJIeOOBATEJIBHOCTM HAaCTOAMETO
nz3obpeTeHms MOXHO VCIIOJIL30BAaTh B KauecTBe VICKOMOM
[IOCJIENOBATEJIbHOCTHY IIPM BHIIOJIHEHMM TIOMCKa B OOMEeOOCTYIIHEX WU
IaTEHTOBAHHEIX Baszax OaHHEBIX, HaIlpuMep, oJIs UOeHTUQUKALIUN
POIOCTBEHHEBIX mocjienoBaTeJIbHOCTEN . [TprMepamMm nmpoTrpaMM,
MCIIOJIE3YVIMUXCI OJIS OCYIIECTRJIEHMS TaKOoI'o IIoOMCKa, 4gBJjawnTca XBLAST
nim  BLASTP (http //www ncbi nlm/nih gov), JIndto  GenomeQuest™
(GenomeQuest, 1©. VYscrbopo, wmrTaT Maccauycerc, CIA) - @nDakeT cC
HAaCTPOMKaMM «IIO YMOJIUaHMUIIO» .

TepMMH  «2IOUTOII» B  HaCTOAIlleM HOOKYMEHTe  O3HauvaeT dYacThb
aHTUIeHa, C KOTOPEIM CIelUudUUeCKM CBA3HBAETCHd aHTUTeJio. Kak
IpaBWUJIo, SIUTOIE  COCTOAT M3 XUMUUECKM  aKTUBHEIX (HampumMmep,
IIOJIAPHHEX, HEMNOJIAPHEX WIM TIHUIPOPOOHEIX) IMNOBEPXHOCTHHX IPYINIMPOBOK
OCTAaTKOB, HaIpuMep, OOKOBHX Illelel aMMHOKMUCIIOT WM IIOJIMCaxXapuion,
u OHU MOTYT MMEThb crneuupruueckKme ocoBeHHOCTH TpexMepHOM
CTPYKTYPE, a TakXke ClHelIuMPUUeCKre XapaKTepUCTUKM 3apdla. OIUTOII
MOXeT OHBTL of0pa3oBaH W3 CMEXHBIX W/UJIM HEeCMEeXHHX aMMHOKUCJIIOT,
obpasynmrx  KOHQPOPMaLMOHHEM  IIPOCTPAaHCTBEeHHHM  OJIOK. B ciayuae
HeCMeXHOTO SIOMTOIa aMMHOKMCJIOTHE M3 PasHHX JYacTel JIMHeVHOM
[IOCJIeNOBATEJIbHOCTY aHTUI'eHa IOoOXOoOAT OJIM3Ko IOpyl! kK Ipyry B
TPEeXMEPHOM MIPOCTPaHCTBe OJjlaromapsa CBOpauMBaHU MOJIEKYJIH OelJika.

[Tpm VICTIOJIE 30BaHUN B HacCTOAIleM OOKYMeHTe TepMUH
«BUCTIeUnIUUIECKUN» OTHOCUTCH K aHTUTeJY MIM MOoJIekKyJie, KoTopoe (-
asd) CBA3HBAET OBa pPasHBHX aHTUIEeHa WM IBa PAa3HHEX BSOUTONa OIOHOI'O

aHTVI'€Ha.
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[Tpu MCIIOJIE 30BaHUU B HaCcTOAlleM OOKYMEHTe TEepPM1UH
KMOHOCHeUMIUUIeCKUM» OTHOCUTCS K  aHTuUTeJy, CBA3BBAKIEMY  OOWH
AHTUTEeH WM OIOWH SIUTOII.

[TIpu MCIIOJIE 30BaHUMU B HacToAlleM OOKYMEHTe TepMUH «B
KOMOMHaLMM C» O3HauaeT, UTO OIMCaHHBEE al'€HTH MOXHO BBOIUTH
XMBOTHOMY COBMECTHO B CMeCH, OIHOBPEMEHHO B KaueCTBe OTIOeJIbHEIX
areHTOBR WMJIM IIOCJIemoBaTeJIbHO B KaudecCcTBe OTIeJIBHHX al'eéHTOB B JIOOM
rop4dnke.

TepmmH KBEKTOP» O3HauvaerT MMOJIMHYKJIEOTUL HelIpPUPOOHOT'O
IPOUCXOXIEHMSI, CIOCOOHHM K BOCIPOMU3BEIEHUI0 BHYTPU OMOJOIMUECKOM
CUCTEMEl, WJIM KOTOPHM MOXHO IIepeMeCTUTL MeXOy TaKVMMM CHUCTeMaMM.
[IONMMHYKIJIIEOTUOEI-BEKTOPE, KaK IIOpaBujo, comepxaT kIHK, KOOVPYIIOIYIO
MHTepecylmmuy ©OeJIoK, U IONOJIHUTEJILHHE DJIeMeHTH, Takue KakK TOUKU
Hayvajla pelUiMKaluuu, CUTHAaJ IIOJMaleHWIVPOBaHUA WM MapKepH BHOOPA,
CIOCODCTBRYyKIIMe YIOBOEHUI WM COXPAaHEHMI OaHHBX I[IOJIMHYKJIIEOTUIOB B
BMOJIOTHUUEeCKOM cucTeMe. IIpuMeph TaKUx OMOJOTHUUECKMX CUCTEM MOTYT
BKJIOUATL KJIETKY, BUPYC, XMBOTHOE, pPaCTeHMEe U PeKOHCTPpYUPOBaHHEE
OMOJIOTUUECKME CHUCTEME, MCIOJIb3YKIMe OMOJIOTUUECKME KOMIIOHEHTHI,
criocobHBEle K YIOBOEHMIO BeKTopa. ComepXallMi BeKTOP IMIOJMHYKJIIEOTU
MOXEeT IMpPelCTaBJIAThE cobol MoJekysu ITHK mam PHK mam ux rUbOpUL.

TepMMH <«BEKTOP BSBKCIPeCcCUM» o3HauaeT BeKTOpP, KOTOPHM MOXHO
MCIIOJIb30BAaThL B  OMOJIOTMUECKOW CHUCTeMe WM PeKOHCTPYMPOBAHHOM
BUOJIOTUYECKOM cucTeMe OJisa IIp AMOM TPaHCJIALUA [IOJIUIIENITULIa ,
3aKOOMPOBAHHOT'O TMIOJIMHYKJICO TUOHOM [IOCJIEOBATEJIBHOCTELIO,
IPUCYTCTBYIE B BeKTOpe SKCIPEeCCUM.

TepMUH «IIOJIMHYKJIEOTHUIO» O3HauvaeT MOJIeKYIYy, CcoIepXallyln ILiellb
HYKJIEOTUIOOB, KOBAJIEHTHO CBASaHHHIX Uepes caxapodpochaTHY OCHOBHYI
Lelb MWIKM OPpYyI'YID SKBUBAJEHTHYID KOBAJIEHTHYKR XUMUUECKYD CTPYKTYPY.
IByXLeIIOUeUHEe WM ONOHOLleIloUeuHEle MOJIeKyJiel HHK m PHK mOpencraiBiigoT

co®oi TUIIMUHEE IIPVMMEPEl IIOJIMHYRJIIEOTHMIOB.

TepMmmH KKOMILJIEMeHTapHad IOHEK» I KKIHK» oBo3HavaeT
M'3BEeCTHHN CUHTEeTHYECKUN [IOJIMHYKJIEOTU,, VIMEIOMMM Takoe xe
PAacCIOJIOXEeHME DBJIEMEeHTOBR IIOCJeloBaTeJIbHOCTH, Kak M B HaTMBHHX

BPEeJILX PAa3HOBMIHOCTSAX MPHK, CO CMeXHHMM DSK30HAMM ¥ C YIaJIEHHBEMM
BMEMMVBAKMYMUCSI  MHTPOHAaAMM, IPVCY T CTBYOIVMA B TeHoMHOM  JJHK.

KOHMPV@MMG MHMHMaTOpHHﬁ METMOHNVH KOIOOHEI MOTYT IIPHUCYTCTBOBATE WJIN
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orcyTcreroBaTs B KIHK. xIJHK MOXeT CHHTe3MpOBaThLCHd, HalIpUMepP,
IIOCpelCTBOM OOpPaTHOM TPAHCKPUILMM WM COOPKM CHUHTEeTHUUEeCKOTO
TeHa.

[TIpu MCIIOJIE 30BaHUM B HacToAlleM OOKYMEHTe TEepPMNUH
KCUHTETUUECKUM» WM «HENPUPOIHOTO MIPOMCXOXIEHMA» OTHOCUTCS K
MOJIMHYKJIEOTUOHOM WJIM IIOJMIIENTUIHOM MOJIeKyJie, He IIPUCYTCTBYKIEN B
npupone.

[IoHATHEe  KIIOJIUIIENTHUIO» WK  «OeJlok» ofOO03HavaeT MOJIEKYJIY,
KOTOopas COIOepPXMT, II0 MeHbIlel Mepe, IBa aMUMHOKMCJIOTHHEIX OCTaTkKa,
CBABaHHHEX I[elNTUIOHOM CBA3bLI C ofpal30oBaHMEeM IIOJIUMIIeNTHUIa. MaJjibe
[IOJIMIIENTUOE, colepxamue MeHee 50 aMMHOKMCIIOTHHX OCTAaTKOB, MOTYT
Ha3BBRATHCHA (IIEITUIaMU».

B HacToOodmeM MSO@peTeHMM VICIIOJIE 3OBAHEL O@H.[GHpI/IHFITBIe OIOHO— U

TpexOyKBeHHEE KONE 00O0O3HaueHUs aMMHOKMCJIOT, KaK I[IOKa3aHO B
Tabmmue 1.
Tabmmua 1
Tpex®yKBeHHHMN OnHOOYKBEHHHM
AMMHOKMCJIIOTA

KOOI KOI
AjtaHUH Ala A
ApPTMHMH Arg
AcniaparuH Asn
AcrniaparmHoBasd

Asp D
KMUCJIOTa
[lncTenH Cys C
IT'mmyTamMrHOBAa 4

Glu E
KMUCJIOTa
T'oryTaMmH Gln 0
TnmmumH Gly G
T'ncrunuye His H
V3oJeInH Ile I
JleM1unH Leu L
JIM3UH Lys K
MeTHMOHMH Met M
OeHMIIaIaHUH Phe F
[TpoJinu Pro P




le

CepuH Ser S
TpeoHumu Thr T
Tpunrodpan Trp W
Trpo3mH Tyr Y
Basmu Val v

KoMmosuimm HacTosmmero mBo0peTeHus:

B HacTodmeM M300peTeHuM IIpelJIOXeHH MOHOKJIOHAJIBHEIE aHTUTeJa,
crieumnpnuuecKu CBA3HBBaKMMECHd C YeJIOBeUeCKUM CCL17. AHTHUTEJIa
n300peTeHnsa MHIUOUPYIT OMOJIOTHMUEeCKYID aKTMBHOCTE CCL17 B KJIETKe U
MOTYT HeoOsS3aTeJIbHO I[IE€pPeKpPecTHO pearMpoBaTe ¢ CCL17 4BaHCKOTO
Makaka. B HacTo4dlleM n300peTeHnn NpenjoXeHb CUHTEeTUUEeCKUE
NOJIMHYKJIEOTHUIE, KOIOUPYRIME aHTUTella M UX QpaTlMeHTH, BEKTOPH U

KIIETKMN—X0O34€eBa, u CIIOCOOH CO30aHMA n IIPVMMEHEHNM A AHTUTEeJI

n300peTeHud.
OnuH BapMaHT OCYWeCTBJIEHN A HacToAmeIro n300peTeHnud
IpencTaBJigeT coBon BEIIEJIEHHOE aHTUTEJIO, ClieLudrUUeCKU

CBA3HEBaKIeeCcsa C uyejoBeueckuMm CCL17.

IOpyro  BapuaHT OCYIWIECTRBJIEHUA  U300peTeHud, ONMCAaHHBI B
HacToAlleM OOKYMeHTe, HABJIA€eTCHA BHIOEJIEHHEIM aHTUTEJIOM, CIeUMdruUeCcKHr
CBSAB3HBAIMMCSA C dYejioBeueckmm CCL17, comepXxamyM BapmabeJbHYIO
objacTe TsaxeJsioM uenu (VH) u BapuabesbHyl o00JacThb JIeTKOM Lelnu
(VL) , mOpuyeM aHTUTEJIO KOHKYPMPYEeT 3a CBSA3HBaHME C UeJIOBeUeCKUM
CCL17 ¢ aHTHTeJiOM, comepxamum VH ¢ SEQ ID NO:45 m VL ¢ SEQ 1ID
NO: 52.

KoHKypeHILIMI 3a CHeludpuueckoe CBA3HBaAHME C  UeJIOBEeUeCKUM
CCL17 wMexOy aHTUTeJIaMM W300peTeHMd, CcomepXallMM OIpeleJIeHHEE
AMUHOKMCJIO THHE IIOCJIEOOBATEJLEHOCTU VH n V5%, MOYXHO
NpoaHaJIM3UPOBATE 1In Vitro C MCIOJL30BAHMEM XOPOMO M3BECTHHX
criocobon. Hamnpumep, CBA3HBAHME MeUEHHEX CJOXHEM 5ompoM NHS MSD
Sulfo-Tag™ autuTen c uyenoBeuveckyMm CCL17 B HNPUCYTCTBUU HEMEUEHBIX
AHTHUTEeJI MOXHO aHaJM3UPOBATL C IIOMOmbLI aHalM30B MOA miaum Biacore,
WU oJisa OeMOHCTpalumum KOHKYPEHLIUN C aHTUTeJIaMn HaCcToAmeTro
n300peTeHrd MOXHO MCIOJIE30BATH IIPOTOUHYK LUTOMeTpHB. CIOCOOHOCTHL
WCIIEITY eMOT'O aHTUTeJa MHTUOUPOBATH CBA3HBaHME aHTUTeJNa,

comepxamero VH ¢ nociiemoBaTeJibHOCTBK SEQ ID NO: 45 m VL ¢ SEQ ID
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NO: 52 ¢ uyenoBeueckuMm CCL17 OeMOHCTPUPYET, YTO TECTOBOE aHTUTEJIO
MOXeT KOHKYPUPOBATH c DTUMU aHTUTEeJIaMA 3a CBSA3EBaHMuE C
yeJjioBeueckuM CCL17.

IOpyro  BapMaHT OCYIeCcTBJIeHUSA u300peTeHuUd, ONMCAaHHB B
HacTodmeM OOKYMeHTe, - DTO BHIOEJIEHHOE aHTUTEJIO, CIelUudUUeCKU
CBA3HBaKleeCsd C YeJIOBeUeCKUM cCcL1i7, coepxalMm
mocyjenoBaTeJIbHOCTE SEQ ID NO: 1, nOpuueM aHTUTEJIO CBA3HBaeTCad C
yeJjioBeueckuM CCL17, 1[I0 MeHblleM Mepe, B IIpelnejax aMUHOKWCIIOTHHX
ocTaTkoB 21-23, 44-45 um 60-68 CCL17. BupaxeHMe «IIO MeHblel Mepe,
B IpelejlaX aMMHOKMCJIOTHEX OCTaTKOB 21-23, 44-45 wu 60-68
yeJjiloBeUueckoTro CCL17» o3HauaeT, 4YTO aHTHUTeJjlo K CCL17 cBa3nBaeTCHd,
10 MeHblle¥ Mepe, C OIHMM OCTaTKOM, HaxXOoOAMMMCS B IIpenejax
aMMHOKMCJIOTHOTO OTpe3Ka ocTaTkoB 21-23 ¢ SEQ ID NO: 1, wu, 10
MeHblel  Mepe, C OOHMM  OCTaTKOM, HaxoOAmUMC I B npenejax
aMMHOKMCJIOTHOTO OTpe3ka ocraTrkoB 44-45 ¢ SEQ ID NO: 1, wu, 10
MeHbIlel  Mepe, C OOHMM  OCTaTKOM, HaxoOAmUMC I B npenejax
aMMHOKMCJIOTHOT'O OTpe3kKa ocTaTkoB 60-68 ¢ SEQ ID NO: 1. AHTHUTeJIO
MOXeT CBSA3HBATBCA C 0OoJiee UeM OIHMM OCTAaTKOM B IIpelejlaXx OCTaTKOB
21-23, 44-45 m 60-68 M DOOIOJHUTEJBHEIMM OCTaTKaMM 3a [IpenejiaMu
ocTaTkoB 21-23, 44-45 um 60-68 ¢ SEQ ID NO: 1.

B HeKOTOpPHX BapMaHTax OCyUlleCTBJIEHUA, OIMCAHHEX B OaHHOM
IOOKYMEHTe, aHTUTEeJIO CBA3HBaeTCcsd C ueJioBeueckuMmM CCL17, IO MeHbIIEen
Mepe, Mo ocTaTkaM R22 u K23 mocjenmoBaTeJibHoCcTM SEQ ID NO: 1.

B HeKOTOPHX BapMaHTax OCYINEeCTRBJIEHMS, OIMCAHHEIX B HaCTOAIMEM
IOOKYMEHTe, aHTUTeJIO CBA3HBaeTcd C uejioBeueckuMm CCL17, 1O MeHbIeM
Mepe, o ocTaTkam L21, R22, K23, V44, Q45, N60, Yed, S67 m L68 cC
SEQ ID NO: 1.

[IpuMep aHTUTEeJlIa, KOTOpOe CBA3HBAeTCHA C 4YejioBeueckuMm CCL17 B
npenejiax aMMHOKMCJIOTHHEIX ocTaTkor CCL17 21-23, 44-45 um 60-68 cC
SEQ ID NO: 1 mpencraBiasgeT cobomt Cl7B236, wuMmenmuit VH ¢ SEQ ID NO:
45 m VL ¢ SEQ ID NO: 52. Ha oOCHOBaHMM aHaJIM30B KPUCTAJJIMUECKOM
CTPYKTYPEH OCHOBHHE OCTaTKM BIMTONa, CcBA3aHHEHe C17B236, - 3T0 R22
n K23 wmz3 CCL17 ¢ SEQ ID NO: 1, Ha OCHOBaHMM UMCJa KOHTAKTOB
MeXIy BTHMM OCTaTKaMM M ocTaTkamMu VH aHTMTeJsa.

Opyrure TOpMMepHE aHTUTEJI, KOTOPhEe CBASBHBAKTCA C UYeJIOBEeUeCKUM

CCL17 B mnpepmejilax aMMHOKUCJIOTHHIX ocCcTaTkoB 21-23, 44-45 u 60-68
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ccLiv, - 570 BapuaHTH C17B236 c cospeBmed ad@dMHHOCTBIO, OT
KOTOPHX BCe aHTHUTeJla IIOJIydeHH B Ipollecce adPUHHOTO CO3PEBaHUL
OOHOT'O M TOTO Xe MCXOIOHOT'O aHTuTeJla. llocyemoBaTeJibHOCTM VH m VL
[IPMMEPOR AaHTUTeJI I[okazsaHe Ha O&ur. 3 wu dur. 5. Co3peBaHue
abdMHHOCTM aHTUTeJI OOBUHO BOBJIEKaeT AaMMHOKMCIIOTHBIE 3aMeHH B
obJjacTax, onpenesyiglx  KOMILJIEMEHTAPHOCTD (CDR), MJIM B  30OHe
BepHbepa (oBJjacTM KapkKaca, KOTOpHe Haxomarcsa rnon CDR) . CoszpeBmme
BapMaHTH  BHOpPAaHEH oyTeM IISHHUHTA KOMOMHALMOHHBIX BubImMoTeK,
KOTOPHE MOTYT COIepXaThk IO 10° MyTaHTOB. ECAM B KAXIOM [IOJIOXEHUM
oonycTuMel Bce 20 aMMHOKMCIIOT, TO Kell Ha pasMepe OUMOJIMOTEKU
oTpaHMuUMBaeT UMCJO BapuabesIbHHX O3MUIMM OO 6-7. BOJBIIMHCTBO

OCTaTKOB IIapaToOlla COXPaHEHEl B Kaxooy KOMOMHALMOHHOM OubgmoTeke,

YyTo TaKxe obecHneumBaeT coxXpaHeHUe CBA3BBANMIETO SMUTOIA .
HeCKOJIBKO KpYCTaIoTpadriecKmx nccJegoBaHUM UCXOOHOTO u
COBpPEBMETro AHTUTEII IpOoOeMOHCTPHUPOBaJIN, YuTo SOMTONI  BceTma

cCoxXpaHseTcd B IIpollecce co3peBaHMA adduHHOCTU (HalpuMmep, Fransson
et al., J. Mol. Biol. 2010; 398:214-231; Gustchina et al., PLoS
Pathog. 2010; 6:e1001182; La Porte et al., MAbs 2014; 6:1059-
1068].

AuTuTrejsyia Kk CCL17, KOTOpPEHE CBA3EBaTCA C UYejiobeueckuM CCL17
B Ipenejlax aMMHOKMCJIOTHHEIX OCTaTkoB 21-23, 44-45 u 60-68 CCL17,

CBABHBAlTCA C ueJjioBeueckuM CCL17 ¢ BHCOKOM addMHHOCTBIO, OOBUHO C

Kp MeHee ueM OKOJIO 1x10710 M,

AHTHUTeEJIAa, KOTOpPHE CBAS3EBATCA C yeJIOBeUeCKUM CCL17 B
npenmejiax aMMHOKMCJIOTHEIX oOcTaTkoB 21-23, 44-45 u 60-68 CCL17,
MOTYT OBTL IIOJIYUEHE, HalpuMep, IIYyTeM MVMMyHM3alllM MbIIel XMUMepPHBIM
BejgxoM CCL17, KOTOPHM MMeeT IIOCJeIOoBaATEeJIbHOCTU UeJIOBeUeCKOTO
CCL17 B mHDOJIOXeHMAX OoCTaTkoB 21-23, 44-45 um 60-68, wWIM IOISHHMHIA
OubanoTek GaroBOI'0 IOMCILJIesa dejioBedeckuM CCL17 1OuKOTo THUIa U
[IEPEKPECTHOTO CKPUMHMHITA  IIOJIYUYeHHEX COBMNaIeHVM C BapuaHTaMM
ccLiv, KOTOPHE MMEKRT 3aMecCTUTeJM B KaXIOM WMJIM HeCKOJbKUX
[IOJIOXEHMAX OCTaTKOB B Ipenejax ocTaTkoB 21-23, 44-45 m 60-68
yeJjilOBeUueckoro CCL17, C MCIOJIL30BaHMeM CIoco®oB, OIMCAHHHX B
HacTOAMEM NOKYMEHTE.

B HEeKOTOPEX BapMaHTaxX OCYMeCTBJIEHMA MSO@peTeHMH, OIMMCAaHHOT'O
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B HaCTOAMEeM OOKYMEHTEe, aHTUTEJIO, CIelUuMPUUeCKM CBA3HBaKIEeCd C
yeJjioBeueckuMm CCL17, ©GJoxkupyeT B3amMmomelrcTBue CCL17/CCRA4.

AHTHTeJIa MOXHO TeCTHUPOBaThH Ha WMX CIOCOOHOCTE OJIOKMPOBATH
B3aMMOIENCTBUE CCL17/CCR4 C IIOMOWBI  CTaHIApPTHOM  [IPOTOUHOU
UMTOMEeTpUM. Hampumep, BsKcOpeccupyiommre CCR4 KJIeTKM MHKYyOUPYIT C
bJIIyopeclleHTHO MeuUeHEM uejloBeueckuM CCL17 M TeCTOBEM aHTUTEJIOM,

[IOCJIe UYero OlLEHUBAKT CBA3b QIYOPECIHEHTHO MEeUeHOT'O UeJIOBEeUeCKOTO

CCL17 Ha IIOBEPXHOCTH DKCIIPECCUPYIOINX CCR4 KJIETOK c
VICIIOJIbL 30BaHMeM CTaHIapPTHHX criocofosB. AuTHTeJNa, KOTOPEIEe
KDIJIIOKUPYIOT B3aMMOIEeMCTBHUE CCL17/CCR4» WJIIN KUHTUOUPYIOT

B3auMomelricTBue CCL17/CCR4», MOTYT MHIUOMPOBATL CBA3HBaHMe CCL17
c »kcrnpeccupyomumvm CCR4  kjgerxkamu Ha 30%, 40%, 50%, 60%, 70%,
75%, 80%, 85%, 90%, 9b%, 96%, 97%, 98%, 99% mum 1003 B CpaBHEHUHU
co cBA3HBaHuMeM CCL17 B OTCYTCTBME aHTHTEeJa.

IOIpyro  BapuaHT OCYIEeCTRBJIEHMSA M300peTeHusd, OINIMCAHHHM B
HaCcToAmleM IOOKYMeHTe, MABJIAeTCS BHEIOEJIEHHBEIM aHTUTeJIOM, CIeUMpUUIeCcKHr
CBA3HBAaKIMMMCA C YejloBeueckuM CCL17, OpMUeM aHTUTEJIO CBA3HEHBAETCH
c uesoBeueckuM CCL17 c koHcTaHToi (Kp) abdmHHOCTM okxojio 1x10 ' M
WM MeHee, OKOJIO 1x10°% M wm MeHee, OKOJIO 1x107° M wm MeHee,

okosio 1x107*° M wmmm MeHee, OKOJIO 1x107* M wm MeHee, OKOJIO 1x10°*?

M wimu MeHee, okoJo 1x10% M wmm menee wmim okoso 1x10°Y M wmmm
MeHee IIpM M3MepeHUM Kp C MCIOJIL30BaHMEM pPaBHOBECHOM addMHHOCTU B
pacTBOpe B CcoJileBoM Oydpepe Ha ocHoBe Tpuc, comepxamem 0,05%
Tween—-20, T1ocje COBMECTHOM MHKyDalLUMM aHTHUTeJa M UYeJJOBEeUeCKOTO
CCL17 Ha npoTsxenHum 48 uacor npu 4 °C.

B HeKOTOPHX BapMaHTax OCYINEeCTBJIEHMS, OIMCAHHEIX B HAaCTOMAIEM
OOKYyMEeHTe, AHTUTEJIO CBABEBaeTCH C UeJIOBEeUEeCKUM CCL17 c
KOHCTaHTo (Kp) addmHHOCTM okojio 1x10 % M mim MeHee IpY M3MEPEeHUN
Kp C wMcCHOOJb30BaHMEM paBHOBeCcHOM addMHHOCTM B pacTBOpPe B COJIEBOM
Bybepe Ha OCHOBe Tpuc, comepxaleM 0,05% Tween-20, rocJe
COBMECTHOM MHKYOaluum aHTmuTesa u UeJIOBEUeCKOT O CCL17 Ha
npoTsxeHun 48 uyacorB mnpu 4°C.

B HeKOTOPHX BapuaHTax OCYIMEeCTBJIEHMA, OIMCAHHEIX B HaCTOAIEM
OOKYMEeHTe, aHTUTEeJIO CBA3HBaeTCcHa C ueJioBeueckumM CCL17 ¢ Kp OKOJIO

5%107 M wuiu MeHee.
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B 1OpyroM BapMaHTe OCYIMeCcTBJIeHud, OIMCaHHOM B HaCTOAIEM
IOKYMEHTEe, AaHTUTeJIO u300peTeHMusda, CIHelumMduuecKyr CBA3HBammeecsad C
yeJjioBeueckuM CCL17, cBaswBaeTca ¢ CCL17 Macaca fascicularis

(ABaHCKOTO Makaka) ¢ koHcTaHToMm (Kp) addmMHHOCTHM, COCTaBJIAKIEN
okoJIo 1x10°® M wmym menee, okojio 1x107 M wiaM MeHee, OKOJO 1x107° M
MM MeHee, OKoJo 1x107° M wmm MeHee, okoyo 1x107'° M mmm wMmenee,

okoJio 1x107* M mmm Menee, okojo 1x10*? M wiM MeHee IOPM M3MepeHUU
Ky C mMcCHOoJb30BaHMEM paBHOBeCHOW addMHHOCTM B pPacTBOpPe B COJIEBOM
bybepe Ha OCHOBe Tpuc, comepxaneMm 0,05% Tween-20, rocJe
COBMECTHOM MHKyOGauum aHTUTesla ¥ CCL17 sgBaHCKOTO Makaka Ha
npoTsxeHunu 48 uacorB mnpu 4°C.

B HeKOTOPHX BapMaHTax OCYMeCTBJIEHUMS, OINMCAHHEX B HaCTOAMEM

OOKYMEeHTe, aHTUTEeJIO WM300peTeHMa CBA3EBaeTca ¢ CCL17 Macaca

fascicularis (sABaHCKOTO Makaxa) C Kp oxosio 1x10°® M mim MeHee mpwu
usMepeHur Kp C MCIOJbL30BaHMeM PaBHOBeCHOM addMHHOCTM B pacTBOpe B
coJileBoM Oydepe Ha ocHOBe Tpuc, conepxamem 0,05% Tween-20, nocJe
COBMECTHOM MHKyOaumum aHTUTeJa u CCL17 4BaHCKOTO MakakKa Ha
npoTsxeHun 48 uacorB mnpu 4°C.

ApdrHHOCTB aHTHUTeJa K JeJIOBeUueCKOMY CCL17, MMeIleMy
mocjemoBaTeJIbHOCTE ¢ SEQ ID NO: 1, mimm CCL17 gBaHCKOM Makaku,
nMelneMy  II0CJIegOBaATeJILHOCTH SEQ ID NO: 2, MOXHO  M3MEPUTH
DKCIIEPUMEHTAJIEHO C MCIOJBb30BaHMeM JIOOOT0o IMIoOxomdamero crocoba.
Takue CHoOCOBOH MOTYT MCIIOJL30BaThL obopymoBaHmMe Proteon, Biacore
i KinExA, Taxkoe Kkak ProteOn XPR36 wiam Biacore 3000, aHagmus
PaBHOBECHOM abdrMHHOCTHU B pacTreope (SEA) , NOA wim aHaJIM3H
KOHKYPEHTHOTO CBA3EBAHUA, V3BECTHEE creumaJancTaMm B OaHHOM
objilactu. IllpuMepsl CIOCODOB OIMCaHEL B IIpuMepe 3. lsMepeHHad
adpPMHHOCTL B3aMMOLOEMCTBMS B KOHKPETHOM Hape aHTuTejo/CCL17 MoxeT
VM3MEHATHECH IpU  MBMEPEHUM B PasInJdHEIX YCJIOBMAX (Hanpumep,
OCMOJISPHOCTBL, pH, ©Oybep, KOHIeHTpallMd MOKIMETrO CpeacTBa). TaKuM
oBpa3oM, uU3MepeHUsa adPMHHOCTM U OPYI'MX I[IapaMeTpOB CBSA3BBaHUA
(HanpuMep, Ko, Konrs Kofg) NpPeniIouTUTEeJIbHO OCYIIECTRBJIATE C
VICIIOJIE 30BaHUEM CTaHIAPTU3UPOBAaHHBIX YCIJIOBUM u
CTaHOaApTU3UPOBaAHHOTO OydepHOTO pacTBopa, TakKoTo Kak OybepHHM

pacTeop, ONMCAHHEM B HacCTOSIeM OOKyMeHTe. ChHeluaJucTy B OaHHOM
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oBiyacTu oynerT IIOHATHO, uTo BHYTPEHHAA ommobKa M3MEPEeHN
abdbmMHHOCTHM, HaAIpPMUMep, C MCIOJIL30BaHMEeM paBHOBeCHOM addMHHOCTU B
pacTeope, Biacore 3000 wmimm ProteOn (mMsMepseMasa KakK CTaHOapTHOE
OTKJIOHEeHUE, co), Kak IIpaBWIIO, MOXeT COCTaBJIATH 5-33% oJis
U3MepeHry, OPOBONMMHX B I'paHMIAxX TUIMUHHX IIpenejloB OOHapyXeHUId.
CilemoBaTeJIBHO, TepPMUH KIPUOJINBUTEJIEHO» oTpaxaeT TUNINYHOE

CTaHODaApTHOEe OTKJIOHeHMe B aHajgm3e. Hanpumep, tTunnuHoe CO midgd Kp

1x10°° M cocraBigeT JIOJ_rO,33><1O'9 M.

IpyTo¥ BapMaHT OCyMecTBJIeHUsa u300peTeHuU4d, ONIMCAHHHN B
HacToAmeM OOKYMeHTe, — DBTO0 BHIOEJIEHHOE AaHTUTEJIO, CIelUUdUUeCKU
CBA3BBalleeCcsa C YejioBeueckuM CCL17, OIpMueM aHTUTEJIO UHIUOUPYET
OMOJIOTUUECKYID aKTMBHOCTE CCL17.

[Tpmn VCIIOJIE 30BaHUU B HaCTOAleM n300peTeHnn TepPMUH
«BuojiorMueckas akTMBHOCTE CCL17» oTHoOCHUTCS K JIOOOM AaKTMBHOCTH,
BOBHUKAKIEN B pe3yJjibTaTe cBA3nBauHua CCL17 ¢ ero peuentopom CCR4.
IpuMep OMOJOTHYUECKOM aKTUBHOCTM CCL17 HOPpMBOOUT K BHYTPUKIIETOUHOM
MOOMIIMBAUMM KaJIbLUMA WM XeMOTaKCUCY KJIeTOK, HalpuMep, KJIEeTOK
CCRF-CEM (ymmHMA T-amMOoOJIaCTOMUOHEIX KJIETOK OT IalMeHTa C OCTPBEM
JIEVIKO30M) . AuTHTeJa n3obpeTeHms MOXHO TeCTUPOBAThH Ha X
CIIOCODHOCTD MHTUOUPOBATH OMOJIOTUUECKYID AKTUBHOCTB CCL17 C
MCIIOJIb30BaHMEeM CTaHOAPTHEIX CIOCOOOB M CIOCOOOB, OIMCAHHEX B
HacTodmeM -OOKYyMeHTe. HamnpuMmep, CIOCOOHOCTE aHTUTEJ Ku300peTeHusd
nHTUbUpoBaTek CCL17-3aBUCUMMYI0 BHYTPUKJIIETOUHYID MOOMIM3ALMID KaJbIMA
MOXHO aHaJIM3MpOBaTh, uU3Mepsad 30bekT aHTUTes Ha CCL17-3aBUCHUMYO
BHYTPUKJIE TOUHYIO MOOMIIN 3 a LI KaJblUMdg c VCIIOJIL30BaHMEM
bJIyopeclieHTHEX KpacuTeJel, TakKux Kak Fluo-8 NW, Fluo-4 AM wiu
Fluo-3 AM. CrHOCODOHOCTB aHTUTEeJ Ku300peTeHUsa UHIUOMporaTs CCL17-
3aBUCUMBEIM XeMOTAaKCUC MOXHO OINpelelIMTh M3MepPeHMeM MUIPpalluM KJIeTOK
CCRF-CEM uepes MoJgyldpoHMLaeMbelr 5 MKM (QUILTP B OBRYXKaMepHOM
cucTeMe KYJILTYD 7 M3MepeHueM KUBHECIIOCOOHOCTH KJIETOK,
MUTPUPOBABIIMX yepes OUILTP; aHTUTeJNa n3obpeTeHmUA MOTYT
MHTUOUPOBATE OMOJIOTMUYECKYK akTuMpBHOCTE CCL17 Ha okojyo 20%, 30%,
40%, 50%, 60%, 70%, 7b5%, 80%, 85%, 90%, 91%, 92%, 93%, 94%, 95%,
96%, 97%, 98%, 99% wmmm 100%.

IpyTol BapMaHT OCyINeCTBJIeHUsa u3obpeTeHuUd, OIMCAHHBM B
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HacTo4leM IOOKYMeHTe, ABJIIeTCHd aHTUTEeJIOM, crneumupmuyueckKm
cBA3EBawmMMcsa ¢ CCL17, NOpuMYeM aHTUTEJIO MHIUMOMPYET MHIOYLUPOBAHHYI
10 ur/Mi1 deJsyioBeueckoro CCL17 MOBMIM3ALMD KaJibLiMad B KJjeTkax CCRF-

CEM, MU3MEPEHHYIO c MCIIOJIE 30BaHMEM Fluo-8 NW, c BeJIMUMHOM
KOHLEHTpalUuM I[IOJIyMaKCHUMMaJIbHOT'O MHIMOMpoBaHuAg ICsy OKOJIO 1x10°7 M

MM MeHee, OKoJO 1x10°% M mmm mMenee mimm okosio 1x107° M mim MeHee.

IpyTol BapMaHT OCylMecTBJIeHUMsa u3obpeTeHuUsd, ONMCAaHHBM B
HacToAmeM IOOKYMeHTe, ABJIAEeTCH aHTUTEJIOM, crieludmUUecKu
cBA3BBammMMcsa ¢ CCL17, [OpuyeM aHTUTEJIO COIOEPXUT OlIpenesidomye
KOMILJIEMEHTAPHOCTEL 00JlacTM TSXeJOM lLelu (HCDR) 1 (HCDR1), 2
(HCDR2) wm 3 (HCDR3), w® onOpenejdolMe KOMILJIEMEHTApPHOCTE oOJlacTH
Jerkom uenu (LCDR) 1 (LCDR1), 2 (LCDR2) m 3 (LCDR3), Opu 5STOM
HCDR1, HCDRZ2, HCDR3, LCDR1, LCDR2 nu LCDR3 comepxart
aAaMMHOKMCJIOTHEIE IIocJiemoBaTeJsibHoCcTM ¢ SEQ ID NO: 4, 5, 71, 72, 73
n 74 COOTBETCTBEHHO.

AxTuTeJia, coIepXxalMe I1nocyenoparesbHocTM HCDR m LCDR ¢ SEQ

ID NO: 4, 5, 71, 72, 73 um 74, cBA3HBaT ueJioBeueckuy CCL17 ¢ Kp

1x107'% umm menee.
HCDR1: SYWIG (SEQ ID NO: 4)
HCDRZ2: IIDPSDSDTRYSPSFQG (SEQ ID NO: 5)
KoHceHcycHada InocJjenmoBaTesibHOCTL HCDR3
VGPADVWDX,FDY (SEQ ID NO: 71),
TIe
X1 npencraBiygeT codbom S, A miaum T.
KoHceHcyCHasa IocjienoBaTesibHOCTE LCDRI1:
KSSQSVLX1SXoXsNX NXsLA (SEQ ID NO: 72),
Toe:
X1 OpencrTaBJsgeT cobon ;, S mim N;
;, H wunm I;

X3 mpencTaBJgeT Ccobou

L

X, npencrTaBjgeT cobou F,
D ; W, T mam V;
I

S B o L v I

X4 OpencTaBJgeT cobon ;, S, T, Y, N, Kwm V; u
Xs npencraBJsgeT cobou K, A, Q, T mam D.
KoHceHcyCcHasa mocijiemoBaTeslbHOCTE LCDR2:

X;ASTRE (SEQ ID NO: 73),

roe
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X, npencraBJjgeT codbom N, H, G, E, T wmau D.
KoHceHcyCcHasa mnocisiemoBaTesibHOCTE LCDR3:
QOX1XoX3X4PXsT (SEQ ID NO: 74);

roe:

X1 mpencrTaBJgeT cobou , T mnm H;

X, mpencTaBJgeT cobou ;, N miam W;

s e

, L, I, T, Q mwmm H;

T, I, Y, L wm D; u

E,
Y,
X3 mpencrTaBJygeT cobou S,
X4 OpencTaBjsgeT cobdbou V,

Sy

Xs mpencTaBJgeT cobou F, A mwm L.

B HeKOTOPHX BapMaHTax OCYMEeCTBJIEHMS, OINMCAHHEX B HaCTOAMEM
ookyMeHTe, HCDR1 comepxmuT MnocienoBaTelbHOCTb SEQ ID NO: 4, HCDR2
COOEPXUT IocjemoBaTesJJtHOCTE SEQ ID NO: 5 wm HCDR3 COOEPXHUT
nocJemoBaTejyibHOCTL SEQ ID NO: 6, 42, 43 wmamm 44 B a”HTHUTEJe
n300peTeHnsa, CIHelIMpUuUeCKM CBA3HBawmeMcsa ¢ CCL17.

B HeKOTOPHX BapMaHTax OCYMeCTRBJIEHMs, OINMCAHHEX B HaCTOAMEM
nokyMeHTe, HCDR1 comepXuMT aMMHOKMCJIJIOTHYK IIOCJIEODOBaATEJIBHOCTE SEQ
ID NO: 4, HCDR2Z COmepXUT aMMHOKMUCJIOTHEE II0CJIenoBaTeJIbHOCTU C SEQ
ID NO: 5, a HCDR3 comepXMT aMMHOKMCJIJIOTHEE I[IOCJIeNOBaTEJIbHOCTU C
SEQ ID NO: o6, 42 unmm 43.

B HeKOTOpPHX BapMaHTax OCYHMEeCTBJIEHUMs, OIMCAHHEX B HaCTOAIEeM
noxymeHTe, LCDR1 comepxmuT OocJeloRaTeJlbHOCTL SEQ ID NO: 7, 8, 9,
10, 11, 12, 13, 14, 15, 16, 17 wmmm 18. LCDR2 COOEPXUT
mocJjlegopaTeJilbHOCTL SEQ ID NO: 19, 20, 21, 22, 23, 24, 25, 26,
39, 40 mmm 41; wm LCDR3 comepxmuT IocjenopaTeJlbHOCTE SEQ ID NO:
27, 28, 29, 30, 31, 32, 33, 34, 35, 36, 37 mam 38 B aHTUTeJIE
n300peTeHnsa, CIelUUMdUUeCKM CBsA3HBabmeMcsa ¢ CCL17.

B HeKOTOPHX BapMaHTax OCYMeCTBJIEHMS, OINMCAHHEX B HaCTOAMEM
nokyMeHTe, LCDR1 comepXuUT aMMHOKMCJIOTHEE IIOCJIemHoBaTeJIbHOCTHU SEQ
ID NO: 8, 9, 10, 13, 14, 15, 17 wmmm 18, LCDR2 COOEpPXUT
aMMHOKMCJIOTHEIE IIocJedoBaTeJibHOCTM ¢ SEQ ID NO: 20, 21, 22, 24,
25 mim 26, a LCDR3 COOepXUT aMMHOKMUCJIIOTHBEE IIOCJIeHOBATEeJILHOCTU C
SEQ ID NO: 28, 29, 30, 33, 34, 35, 37 wumu 38.

B HeKOTOPHX BapMaHTax OCYMEeCTRBJIEHMS, OINMCAHHEX B HaCTOSAMEM
OOKYyMEHTe, AHTUTEJIO, ClleumdpmuueCcKu CBA3LBaKIeeCd c CCL17,
comepxuT VH ¢ SEQ ID NO: 75 m VL ¢ SEQ ID NO: 76.

KoHceHcycHada nocJjiemoraTejyibHOCTE VH (SEQ ID NO: 75):
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EVOLVQOSGAEVKKPGESLKISCKGSGYSEFTSYWIGWVROMPGKGLEWMGIIDPSDSDTR
YSPSEFQGQVTISADKSISTAYLOQWSSLKASDTAMYYCARVGPADVWDX 1 FDYWGQGTLVTVSS

TIe

X1 npencraBJjgeT cobom S, A miau T.

KoHceHCcyCcHasa mocjemoBaTeJIbHOCTE VL (SEQ ID NO: 76):

DIVMTQSPDSLAVSLGERATINCKSSQSVLX1SX2X3NX4NXsLAWYQQOKPGQPPKLLTYX
cASTRESGVPDRFSGSGSGTDFTLTISSLOAEDVAVYYCQQOX XX oX10PX11TFGQGTKVEIK;

TIoe:

X1 npencramjgeT codbou L, Y, S miam N;

X, npencrTamjgeT codbou F, P, H mau I;

X3 npencramjgeT codbou D, Y, W, T wmau V;

X4 OpencrTamjfgeT cobom I, F, S, T, Y, N, K wiu V;

Xs npencraBJjgeT cobou K, A, Q, T uau D;

X¢ OpencrTaBjgeT cobou N, H, G, E, T wmau D;

X, mOpencrTaBJjgeT cobou F, Y, T wuiaum H;

Xg OpencTaBjgeT codbou Y, L, N mau W;

Xy HOpencramJjfgeT cobom S, A, L, I, T, Q maum H;

X109 OpencramJjgeT cobom V, T, I, Y, L maum D; u

X117 OpencrasJjgeT cobom S, F, A uau L.

B HEeKOTOPHX BapMaHTax OCYMEeCTBJIEHMA, OINMCAHHEIX B HAaCTOAIEM
OOKYMEHTe, aHTUTEJIO, crieuupmuUIecrum CBA3BBaKIleeCd c CCL17,

comepxuT VH c SEQ ID NO: 45, 46, 47 wniau 48.

B HEeKOTOPHX BapMaHTax OCYIEeCTBJIEHMHA, OIMCAaHHEX B HaACTOLIeM
OOKYMEHTe, aAHTUTEJIO, crieumpmUuecKu CBA3HEBaKIeecsd c cCcL17,
comepxuT VL ¢ SEQ ID NO: 49, 50, 51, 52, 53, 54, 55, 56, 57, 58,
59, 60, 61, 62, 63, 64, 65 mau 66.

B HeKOTOPHIX BapMaHTax OCYIEeCTBJIeHMA, OIMCAHHEIX B HaCTOLlleM
OOKYMEHTE, AHTUTEJIO, ClieumpmuueCcKu CBA3HBaKIEeeCHd c cCcL1l7,
comepxuT VH, COODepXUT aMMUMHOKMCIIOTHYI IOocJiemoBaTeJIbHOCTE SEQ ID
NO: 45, 46 wmym 47.

B HeKOTOPHIX BapMaHTax OCYIEeCTBJIEeHMA, OIMCAHHEX B HaCTOLlleM
OOKYMEHTE, AHTUTEJIO, CrleumdpmuueCcKu CBSA3BEBAaKIEeeCHd c cCcL17,
comepxuT VL, COODEepXUT aMUHOKMCIIOTHYIO IIoCJiemoBaTeJIbHOCTE SEQ ID
NO: 50, 51, 52, 55, 56, 57, 59, 60 wmmu 62.

IpyroM BapMaHT OCYMeCTBJIeHUA U300peTeHud, OIIMCaHHOTO B

HacTodmeM ITOKYMeHTe, ABJIAeTCA BHEIOEJIEHHEIM aHTUTEeJIOM, Cl_.[eLU/Iq)I/IquKM
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CBA3HBAIOIMMC C CcCcLiv, npruaeM aHTUTEeJIO COOEPXUT
nocjyiemopatTeJsibHocTM HCDR1, HCDR2, HCDR3, LCDR1, LCDR2 m LCDR3 wu3:

SEQ ID NO: 4, 5, 6, 7, 19 m 27 COOTBETCTBEHHO;

SEQ ID NO: 4, 5, 6, 8, 20 M 28 COOTBETCTBEHHO;

SEQ ID NO: 4, 5, 6, 9, 21 m 29 COOTBETCTBEHHO;

SEQ ID NO: 4, 5, 6, 10, 22 m 30 COOTBETCTBEHHO;

SEQ ID NO: 4, 5, 6, 11, 23 m 31 COOTBETCTBEHHO;

SEQ ID NO: 4, 5, 6, 12, 24 m 32 COOTBETCTBEHHO;

SEQ ID NO: 4, 5, 6, 13, 21 m 33 COOTBETCTBEHHO;

SEQ ID NO: 4, 5, 6, 14, 20 m 34 COOTBETCTBEHHO;

SEQ ID NO: 4, 5, 6, 15, 25 m 35 COOTBEeTCTBEHHO;

SEQ ID NO: 4, 5, 6, 16, 21 m 36 COOTBETCTBEHHO;

SEQ ID NO: 4, 5, 6, 17, 25 m 37 COOTBETCTBEHHO;

SEQ ID NO: 4, 5, 6, 18, 26 m 38 COOTBETCTBEHHO;

SEQ ID NO: 4, 5, 6, 8, 39 m 28 COOTBETCTBEHHO;

SEQ ID NO: 4, 5, 6, 8, 24 m 28 COOTBETCTBEHHO;

SEQ ID NO: 4, 5, 6, 8, 22 u 28 COOTBETCTBEHHO;

SEQ ID NO: 4, 5, 6, 8, 40 m 28 COOTBETCTBEHHO;

SEQ ID NO: 4, 5, 6, 8, 26 M 28 COOTBETCTBEHHO;

SEQ ID NO: 4, 5, 6, 8, 41 m 28 COOTBETCTBEHHO;

SEQ ID NO: 4, 5, 42, 8, 24 m 28 COOTBETCTBEHHO;

SEQ ID NO: 4, 5, 43, 8, 24 m 28 COOTBETCTBEHHO; WU

SEQ ID NO: 4, 5, 44, 8, 24 m 28 COOTBETCTBEHHO.

IpyTo¥ BapMaHT OCymMecTBJIeHUMsa u300peTeHuUsd, ONMCAaHHBM B
HacTodlleM HOOKyMEeHTe, — DTO BHIOEJIEHHOE AaHTUTEJIO, CIelUUpUUIeCcKU
ceaszpBawmeecsa ¢ CCL17, mpuyueM aHTUTEJIO COLEPXWUT:

VH ¢ SEQ ID NO: 45 wm VL ¢ SEQ ID NO: 49, 50, 51, 52, 53,
54, 55, 56, 57, 58, 58, 59, 60, 61, 62, 63, 64, 65 wiu 66;

VH m VL ¢ SEQ ID NO: 46 M 62 COOTBETCTBEHHO;

VH m VL ¢ SEQ ID NO: 47 m 62 COOTBETCTBEHHO; WU

VH m VL ¢ SEQ ID NO: 48 m 62 COOTBETCTBEHHO.

IpyTol BapMaHT OCYMEeCTBJIeHUA WU300peTeHuU4d, ONMCAaHHBIM B
HacTodlleM HOOKYMeHTe, — DBTO BHIOEJIEHHOEe AaHTUTEJIO, CIelUUpUUeCcKU
ceaszpBawnlmeeca ¢ CCL17, mpuueM aHTUTEJIO COLEPXUT:

VH ¢ SEQ ID NO: 45 m VL ¢ SEQ ID NO: 50, 51, 52, 55, b5¢,

57, 59 man 60;
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VH m VL ¢ SEQ ID NO: 46 M 62 COOTBETCTBEHHO; WU

VH m VL ¢ SEQ ID NO: 47 m 62 COOTBETCTBEHHO.

IpyTrol BapMaHT OCYWEeCTBJIeHUsa U300peTeHuU4d, OINMCAaHHBI B
HacToAmeM OOKYMeHTe, - 9STO BHOEJIEHHOEe AaHTUTEJIO, CIeluuduuecKu
cBA3HBawleecda ¢ CCL17, npuueM aHTUTeJIO comepxuT VH ¢ SEQ ID NO:
45 m VL ¢ SEQ ID NO: 50.

IpyTol BapMaHT OCylmecTBJIeHUsa us3obpeTeHuUsd, ONMCAaHHBM B
HacTofmeM OOKYyMeHTe, - DTO BHIOEJIEHHOE aHTUTEJIO, CIHelUUdUUeCKU
ceasEBawmeecsa ¢ CCL17, npuueM aHTUTeJIO colepxuT VH ¢ SEQ ID NO:
45 m VL ¢ SEQ ID NO: 51.

IpyTo¥ BapMaHT OCYMeCTBJIeHUMa U300peTeHuU4d, ONMCAaHHBM B
HacToAmeM OOKYMEHTe, — 2BTO BHIOEJIEHHOE AaHTUTEJIO, CIeUUPUUEeCKU
ceaszpBawlmeecsa ¢ CCL17, npuueM aHTUTeJIO colepxuT VH ¢ SEQ ID NO:
45 m VL ¢ SEQ ID NO: 52.

IpyTo¥ BapMaHT OCYMEeCTBJIeHUA U300peTeHuUd, ONMCAaHHBM B
HacToAmeM OOKYMEeHTe, - DBTO BHIOEJIEHHOE aHTUTEJIO, CIHeUudUuUuecKU
ceaszpBawnlieecsa ¢ CCL17, nOpuueM aHTUTeJIO colepxuT VH ¢ SEQ ID NO:
45 m VL ¢ SEQ ID NO: b55.

IpyTrol BapMaHT OCYWEeCTBJIeHUsa U300peTeHuUd, OINMCAaHHBI B
HacToAmeM OOKYMeHTe, - 9STO BHIOEJIEHHOEe AaHTUTEJIO, ClIeluuduuecKu
CcBA3HBaleecda ¢ CCL17, npuueM aHTUTeJIO comepxuT VH ¢ SEQ ID NO:
45 m VL ¢ SEQ ID NO: 56.

IpyTol BapMaHT OCymecTBJIeHUsa u3obpeTeHuUsd, ONMCAaHHBM B
HacTodmeM OOKYMeHTe, - DTO BHIOEJIEHHOE aHTUTEJIO, CIelUUdUUeCKU
ceasEBawmeecsa ¢ CCL17, npuueM aHTUTeJIO colepxuT VH ¢ SEQ ID NO:
45 m VL ¢ SEQ ID NO: 57.

IpyTo¥ BapMaHT OCYMeCTBJIeHUMA U300peTeHuU4d, ONMCAaHHBM B
HacToAmeM OOKYMEeHTe, — DBTO BHIOEJIEHHOE AaHTUTEJIO, CIeUUPUUEeCKU
ceazpBawlmeecsa ¢ CCL17, npuueM aHTUTeJIO comepxuT VH ¢ SEQ ID NO:
45 m VL ¢ SEQ ID NO: 59.

IpyTo¥l BapMaHT OCYMEeCTBJIeHUA WU300peTeHuUd, ONMCAaHHBM B
HacToAmeM OOKYMEeHTe, — DBTO BHIOEJIEHHOE aHTUTEJIO, CIHelUudUuUuecKU
ceaszpBawleecsa ¢ CCL17, nOpuueM aHTUTeJIO colepxuT VH ¢ SEQ ID NO:
45 m VL ¢ SEQ ID NO: 60.

Ipyro BapMaHT OCYWEeCTBJIeHUa U300peTeHuUd, ONMCAaHHBI B

HacToAdmeM ITOKYMEeHTe, - STO BEHIIOEJIECHHOE aHTUTeJIO, CHGHM@MT{@CKVI
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cBA3EBawmeecs ¢ CCL17, mnpuueM aHTHUTeJIO comepxmuT VH ¢ SEQ ID NO:
46 m VL ¢ SEQ ID NO: 62.

IOpyro  BapuaHT OCYIWIECTRBJIEHUA  U300peTeHud, ONMCAHHEM B
HacToA4meM OOKYMEeHTe, — 5BTO BHIOEJEHHOE aHTUTEJIO, CHeluduuecKu
cBa3HBakmeecsa ¢ CCL17, nOpuueM aHTUTeJIO colepxuT VH c SEQ ID NO:
47 m VL c¢ SEQ ID NO: 62.

Opyrol  BapuaHT OCYIIECTBJIEHUA  MU300peTeHusd, ONMMCAHHHM B
HacTodlleM IOKYyMeHTe, SABJISeTCS BHIOEJIEHHEIM aHTUTEJIOM, CIeluuduuecKu
cBA3BBammMMcsa C¢ CCL17, mOpuueM aHTUTEJIO colepxuT VH, comepxXamymno
AMMHOKMCJIOTHYIO IIOCJIeNOoBaTeJIbHOCTL, II0 MeHblleM Mepe, Ha 90%, 91%,
92%, 93%, 94%, 95%, 96%, 97%, 98% mam 99% mpmenTMuHyio VH ¢ SEQ ID
NO: 46, wm VL, coIepxalyl aMMHOKMCJIOTHYK IIOCJeOOBaTeJIbBHOCTL, IIO
MeHbIle¥ Mepe, Ha 90%, 91%, 92%, 93%, 94%, 95%, 96%, 97%, 98% wiu
99% mpmenTmMuHyi VL ¢ SEQ ID NO: 62.

[MlpuMepaMM TaKMX aHTUTeJ ABJATCA aHTUTeJla, I[IpUBEeOeHHHE B
Tabiuie 9.

B mnpemesiel o0beMa HaCTOANETO M300peTeHMsa BXOOAT aHTUTeJa, B
KoTOopex CDR TsaxeJon Lenwu, CDR JlerkoM 1lemnm, AMVHOKMCJIO THEIE
riocjiemoBaTeJIbHOCTM VH mim VL HecCcyIleCTBEHHO OTJIMYAKTCA OT ITaHHHBX
BJIEMEHTOB, IIOKa3aHHEX B Tabimuuax 3, 4, 6, 7 m 9. Kak OIpaBuio,
5TO BKJUAET OIOHY WM 0OoJlee KOHCEePBATUBHHX aMUHOKMUCIJIOTHEIX 3aMeH
Ha aMMHOKMCJIOTY, MMeKlyl aHaJIOTMUHHBNM 3apAan, TMOpodoOHEIE WU
CTepeOXUMHUUECKMEe XapPaKTepPUCTUKM B AaHTHUIeHCBSI3LHBaIeM calTe WMIM B
Kapkace 0e3 HeOJIaTronpUATHOTO M3MeHeHMSI CBOMCTB aHTHuTeJa. Takxe
MOTYT OBITH OCVYIIEeCTBJIEHH KOHCEepBaTHUBHHE 3aMeHH, yIlyulamime
CBOMCTBA aHTuTeJa, HallpuUMep CTabUIILHOCTB W adPMHHOCTE .
Hampumep, BO3MOXHO BBeneHue 1, 2, 3, 4, 5, 6, 7, 8, 9, 10, 11,
12, 13, 14 mam 15 aMMHOKMCJIOTHEIX =2aMeH B IIocJiemoBaTeJIbHOCTM VH
unn VL. Hanpumep, «KOHCEPBATUMEHEE AMMHOKMCIIOTHEE 3SaMeHED» MOTYT
BKJIOUATE 3aMeHY HATUMBHEX aMMHOKUCJIOTHEIX OCTATKOB Ha HeHaTMBHEE
OCTaTKM, TaKMe KaK OCTaTKM, KOTOPHEe He CONPOBOXIAITCSH M3IMEeHEeHUVEM
WX CONPOBOXOAKTCA HEe3HAUUTEJILHEIMMY M3MeHEeHUAMU [IOJISPHOCTU WU
3apfAda aMMHOKMCJIOTHOTO OcCTaTKa B HSTOM IIOJIOXeHUM. BoJjee ToOTO,
JIOO0OM TPUPOIOHEM aMMHOKMCJIOTHEIM OCTAaTOK B TIOJUIENTUIE MOXeT OHTb
3aMelleH  aJJaHMHOM  COIJIaCHO criocoby, ONIMCaHHOMY KaK  aJlaHMH-

CKaHUPYIIMM MyTareHes (MacLennan et al (1998) Act Physiol.
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Scand. Suppl. 643:55-67; Sasaki et al (1998) Adv. Biopsy’s. 35:1-
24) . XejlaeMble aMMHOKMCJIOTHEIE 3aMeHB MOT'YT OIpPelelIuTh CIelUMaJIMCThH
B IOaHHOM of0JjacTyu, KOoI'JDa TaKMe 3aMeHB HeoOxoOouMHe. Hampumep,
AMMHOKMCJIOTHEIE 3aMeHB MOTYT OBTE MCIOJIE30BAHE OJIS TOT'O, UYTOOH
UOeHTUOUUUPOBaTh BaxXHEIE AMMHOKMCJIO THEIE OCTaTKU B
[IOCJIeDOBaTEeJIbHOCTY WM C LeJiblo YBeJMUueHMd/yMeHbleHrd abdrHHOCTU
MOJIEKYJI, IpenJIoXeHHHX B HacToAmeM M300peTeHuN. Kaxmas  mu3
IpenCcTaBJIEHHEX HMXe BOCBMM TPYIII COOEPXUT aMUHOKMCIIOTH, KOTOPEHE
ABJIATCA KOHCEPBATUBHHMM  aMMHOKMCJIOTHEIMM  3aMeHaMy JOpyT  IOJIA
opyra: 1) ajanmH (A), 1DmuuH(G); 2) acnapalMHOBas KucjoTa (D),
TJIyTaMrMHOBasa kuciora (E); 3) acnaparur (N), nayrammuH  (Q); 4)
apruauHa  (R), Jwmusua (K); 5) wusojgenuun (I), dJgevuuu (L), MeTHMOHUH
(M), BammuH (V); 6) odeHwajaHuH (F), THuposmH (Y), Tpunrodpan (W);
7) cepuH (S), TpeoHumH (T); wm 8) umucrewmn (C), wmeTmoHmH (M) (cM.,
HanpuMep, Creighton, Proteins (1984)).

AMMHOKMCJIIOTHEIE 3aMeHB MOTYT OBTE OCYIECTBJIEHH, HaIPUMep, C
nomMomeilo I[P wMyTareHeza (mmaTedT CHA N 4,683,195). BubiMoTeku
BapMaHTOB MOXHO CO3IaTh C  MCIIOJIB3OBAaHMEM  XOPOUO  M3BECTHHX
CIIocoboB, HanpuMep oyTeM npUMeHeHU S CJIYUaMHBIX (NNK) WIIn
HeCJlydaVHBX  KOIOHOB, HalpuMep KOIOOHOB DVK, KOIUPYRIMX 11
aMmmHokucJjgor (Ala, Cys, Asp, Glu, Gly, Lys, Asn, Arg, Ser, Tyr,
Trp), a TaKXe CKPMHMHTa OMOJIMOTEeK Ha HaJuuye BapuMaHTOB C
XeJlaeMBIMY CBOMCTBAMU .

Xorsa BapMaHTH OCYIEeCTBJIEHUS, IPOUJIIIOC TPUMPOBaHHEE B
opuMepax, colepXaT BapuadelibHBEe 00JIacTM, OIHY IJIS TSXKeJION Lelu U
OOHY IJig JeTKOoM Lelr, CIelIMaJIJUCTH IIOMMYT, UYTO aJilbTepHaTHUBHEE
BapMaHTH OCYIECTBJIEHMA MOTYT COIepXaThk paz3JIMuHble BapuabellbHHE
obJacTyU TaXeJION WM JeTkKo¥ lenu. OmMHOUHAad BapuabeibHas o0JIacTb
MOXeT VICIIOJIE30BATECHA oJis CKPVMHMHT' a BapnabesIbHOTO IOMeHa,
CIIOCOBHOTO K GOPMUPOEaHUID OBYXIOMEHHOTO CneundnuuIeCcKoOITO
AHTUTEeHCBA3HBAKIMETO (pal'MeHTa, CIOCODOHOTO, HAalpMMep, CBA3HBATLCH
C dYeJioBeueckuM CCL17, wuMeomIMM IIocjlefoBaTelJibHoCcT: SEQ ID NO: 1.
TakoM TIIOMCK MOXeT OCYmMeCTBJIATLCHA C IIOMOMbI MEeTOHOB ($aroBOTO
oToOpaxeHmUsa, HalpMMep, C MCIOJIb30BaHMEM MepapxXuuyecKoro IBOMHOTO

KOM@MHaTOpHOI‘O rnogogxona, OIIMCaHHOTI'O B MexnyHaponHoﬁ IIaTeHTHOM
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nyoJInKaumm e W01992/01047. CorJiacHO YKa3aHHOMY MeTony,
VHIVBUIOYyaJIbHAag KOJIOHUA, comepxamas KJIOH H VI L ernemn,
VCIIOJIL3YEeTCHA OJIs VHQUUMPOBaHMSA BCen OUBIINOTEKN KJIOHOB,

KOOUPpYyIMX OpyTyi Lenb (L mam H), a DoABJARIMUMCSA B pes3yJjbTaTe
IBYXLEINOUeUHHM CIelUUPUUeCKUM aHTUTEHCBASHBAKIMI IOMEH CeJIEKTHMBHO
oTbMpaeTca B COOTBETCTBMM C MeTomaMu Gal'oBOTO OTOOpaXeHMA.
CilemoBaTeJIbBHO, OTIOEJIBHEIE ILIelM NOJIMIOenNTunoB VH m VL MCHOOJIBE3YIT
OJIs UIOEeHTUQUKALIUNA OOTIOJIHUT &JIb HEIX aHTuTeJ, crneuudpmuUuecKm
CBASHBAKIMMXCSA C uYeJloBeueckmM CCL17, mUMeOIMX II0OCJIeOOoBaTeJIbHOCTDL
SEQ ID NO: 1, c MCIIOJIE 30BaHMEM criocofbos, OIIMCAaHHBIX B
MeXIOYHapOIOHOM IaTeHTHOM nyojamkalmm N W01992/01047.

AHTHTeJla un300peTeHMs, OIMCaAaHHOTO B HACTOAMEeM IOOKYMEHTe,
MOTYT OHTL IOJYYeHH C MCIOJb30BaHMeM psAla TexXHOJOTMM  OJ4g
CO3IaHMad MOHOKJIOHAJIBHEIX AaHTUTEJI. HalpuMep, MOXHO MCIOJIE30BaTh
MeTo[ TUOPUIOM M3 nydamkaumm  Kohler and Milstein, Nature
256:495, 1975. B wMeTome TIUOPMIOM MBIIL WK OPyTOT'O XUBOTHOI'O-
X035MHAa, TaKoI'0 KaK XOMSAK, Kpeca win obe3bgHa, UWMMyHU3UPYIT
BeJIkoM uYejioBeueckoro CCL17 wu/mam CCL17 4BaHCKOTO MaKaka, WIK
dparMeHTaMu = BTUX BeJIKOB, TaKUMU Kak BHEKJIETOUHEIM  Yy4acToOK
yeJjioBedeckoro CCL17, ¢ INOCJEemyKRIIMM CJMSAHMEM KJIETOK CeJIe3eHKU OT
VMMYHUSUPOBAHHEIX XMBOTHEIX C KJI€TKaMyM MMEJIOMEL C MCIOJIE30BaHUEM
CTaHOAPTHHX CIIOCOOOB mJsa ofpasoBaHMa KJIeTOK TubpuinoMe (Gooding,
Monoclonal Antibodies: Principles and Practice, Pp.59-103
(Academic Press, 1986)). KoJjJoHuM, IIpou3pacTawnlMe M3 KIJIETOK OIHOM
VMMOPTAJIM30BAHHOM TI'MOPUIOMEL, MIPOBEPAT Ha OIPOOYKIMIO aHTUTeJlI C
XeJlaeMBEIMM ~ KaudeCTBaMM, TakKMMM Kak  CHeUM@UMUHOCTD CBSASHBAHUA,
[IeEpeKpecTHass pPeakKTUMBHOCTL WMJIM €& OTCYTCTBMEe U adPMHHOCTL K
AHTUTEHY .

Iosa npooylUMpOBaHMA aHTUTeJI K JeJioBeueckoMy CCL17 MOXHO
VCIIOJIE30BATE PAa3JIMUHEIX XMBOTHEX-XO39eB. HanpuMep, IJIS CO3IaHUA
MBIIMHEIX AHTUTEeJI K ueJioBeueckoMy CCL17 MOXHO MCIOJILE30BATEL MBIIEH
Balb/c. A”TuTeJla, I[IOJYUeHHHEe OT MeImel Balb/c ¥ oT IpYyTHUX
XVBOTHEIX, MOYXHO T'YMaHU3UPOBAaTh c VCIIOJIE30BAHMEM  Pa3JIMUYHHBX
TexXHOJIOTMM [OJIS CO3OaHMs IIOoCJiefoBaTeJIbHOCTeM, UuMelmMx OoJbllee
CXOINCTBO C UeJIOBEUECKMMM. I[IpMMEepPH METONMK TI'yMaHM3allMy, BKJIOUASA

BI::I@Op UeJIOBEeUEeCKNMX aKIOeIITOPHEIX KapKaCoOkB, WM3BECTHH ClIlelMaJIMCTaM B
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DaHHOM oOJlacTM ¥  BKJIKOUYAKLT nepecanky  CDR (IaTeHT ClaA I
5,225,539), mnepecanky onopenejdomel choeuupmuHocTs objgactu (SDR)
(maTenT CIMA N 6,818,749), pemomenupoBaHue (Palin, Mol Immunol
28:489-499, 1991), pemMomeIMpOBaHMe OIpelelidnlrX CIelUUOUUHOCTD
OCTaTKOB (ImaTeHTHasa nyoimkalmsa CHA N 2010/0261620), uejyioBeueckas
amanraumsa (M apanTauMsa UYeJIOBeUeCKMX  KapKacoB) (maTeHTHa4d
nyonaukaumag CHIA N US2009/0118127), cynep-ryMaHMsaumsg (maTeHT CIA
N 7,709,226) wu ynpaBjasgeMasa cejgekumsa (Osborn et al., Methods
36:61-68, 2005; maTenT CIIA N 5,565,332).

T'yMaHM3MPOBaHHEE aHTHUTeJa MOXHO OOIIOJIHUTEJIEHO
ONTUMM3UMPOBATE IJIS YJYUIIeHUSI WUX CeJIEeKTMBHOCTM WM addMHHOCTU K
XKeJjlaeMOMy  aHTUIeHY IIyTeM BKJIOUEeHMA OCTaTKOB, I[IONOEPXMBAKIINX
M3MeHeHHHN Kapkac, 0JIsd COXpPaHeHNd abdmMHHOCTHU CBS3EBAHUA
(oBpaTHHX MyTalui) C IOMOMBI TaKKMxX MeTOIOMK, KaK ONMCaHHHEE B
MeXIyHapOoIHOM [IaTeHTHON Iy OJIMKaLun e W01290/007861 " B
MeXIOYHapOIOHOM IaTeHTHOM nyoamkaumm N W01992/22653.

Oiia Cco3maHud UYeJIOBEUeCKMX aHTUTeJ K OeJIKy-MUIIEeHM  MOXHO
MCIIOJIb30BAaTE TPAHCTEHHHX MHIIEV, HECYIIMX B CBOEeM TI'e€HOMEe JIOKYCH
YeJIOBeUeCKOT'0  MMMYHOTIJIOOYJIMHA, M OHM  OIMCAaHH, HallpuMep, B
MeXIYHAaPOIHOM HaTeHTHOM nyosamkaumum N W01990/04036; mnarenTe CIA N
6,150,584; MexoyHapOOHOM MNaTeHTHOM nyoJamkaumm N W01999/45962 wiu
MeXIYHapOoHOM [IaTeHTHOM nyoJanuKaumm Ne W02002/066630;
MeXIOYHapOIHOM MNaTeHTHOM nyoJjmkaumm N W02002/43478; Loner et al.,
Nature 368:8506-9, 1994; Green et al., Nature Genet. 7:13-21,
1994; Green & Jakobovits Exp Med 188:483-95, 1998; Lonberg and
Huszar Int Rev Immunol 13:65-93, 1995; Bruggemann et al., Eur J
Immunol 21:1323-1326, 1991; Fishwild et al., Nat Biotechnol
14:845-851, 1996; Mendez et al., Nat Genet 15:146-156, 1997;
Green, J Immunol Methods 231:11-23, 1999; Yang et al., Cancer
Res 59:1236-1243, 1999; Briggemann and Taussig Curr Opin
Biotechnol 8:455-458, 1997; MexXOyHapOOHOM IATEeHTHONM IyOamkauum N
W02002/043478) . BHOOTEHHEE JIOKYCH MMMyHOIUVIOBYJIMHOB Yy TaKMX MBI
MOXHO pPaspyluThk WIM YOaJllUTh, ¥ B MBIIMHBEIN T'e€HOM MOXHO BCTaBUTH,
10 MeHbIeV Mepe, OOMH IOJIHEM WJIM YaCTUUHEM JIOKYC UYeJIOBeUeCKOTO
UMMYHOTJIOOYJIMHA C MCIOJIE30BaHMEM I'OMOJIOTUMUHOM WMJIM HETOMOJIOTMUUHON

peKOMGMHaLH/H/I, C MCIIOJIESOBaHMEM TPAHCXPOMOCOM I C



31

VICTIOJIE 30BaHMEM MVHVITEHOB. UTOOH IIpeloCTaBUTb ueJioBeUueCKle
aHTHTeJIa, HallpaBJIECHHEIE I[IPOTHIB BH@paHHOPO aHTUI'eHa, C
VICIIOJIE 30BaHMEM TeXHOJIOT'UNM, ONMCaHHOM BHIIE, MOTYT OBITH
3alellCTBOBaHE TaxKme KOMIIaHWYV, Kak Regeneron
(http:// www regeneron com), Harbour Antibodies

(http:// www_harbourantibodies com), Open Monoclonal Technology,
Inc. (OMT) (http:// www omtinc net), KyMab
(http:// www kymab com), Trianni (http:// www.trianni com) u
Ablexis (http:// www ablexis com).

UeJlOBEeUECKME aHTHUTeJla MOXHO BHOMpATh M3 OUMOIMOTEKM GaroBOTO
ouCIuesd, npuyeM bar [IOJIy4eH c BO3MOXHOCTEIO BKCIIPEeCCUN
YeJIOBeUeCKUX UMMYyHOTJIOOYJIMHOB WJIM MX dYacTeM, Takux Kak Fabs,
ONHOLIEIIOUEeUHEe aHTUTeJla (sckFv) wiM HechapeHHHe JMOO ClapeHHBEe
BapuabelbHEHe objacTu aHTUTe] (Knappik et al., J Mol Biol 296:57-
86, 2000; Krebs et al., J Immunol Meth 254:67-84, 2001; Vaughan
et al., Nature Biotechnology 14:309-314, 1996; Sheets et al.,
PITAS (USA) ©95:6157-6162, 1998; Hoogenboom and Winter, J Mol
Biol 227:381, 1991; Marks et al., J Mol Biol 222:581, 1991).
AuTUTeJla U300peTeHMd MOXHO BHIOEJUTL, HalpUMep, U3 OUbIMOTEKU
baroeoro mOuCIJIesa, DHBKCIpeccHupyRmer BapuabelibHEe O0OJaCTM JIETKOM U
TAXKEJION lellel aHTuTeJla, B BuUIe 0OeJIKOB, CJIUTHHX C OeJIKkOM OBOJIOUKMU
BakTepuodara pIX, Kak onomcaHo B nydiaukaumum Shi et al., J Mol
Biol 397:385-96, 2010 um MexXOyHapOOHOM IaTeHTHOM nyoiaumkauuu N
W02009/085462. B OubiIMoTekax aHTUTeJ OBJI IpoBemeH CKPMHMHI Ha
CBA3HBaHMEe C BHEKJIETOUHBIM HOOMEHOM ueJioBedueckoro CCL17, u 3aTeMm
[IOJIYYEHHEE I[IO3UTUBHEE KJIOHE OBUIM IOOIIOJIHUTEJIEHO OXapaKTepM30BaHH,
M3  JIM3aTOB  KJIOHOB OBJIM  BHIEJIEHH  Fab, M 3aTeM BHIIOJIHEHA
SKCIpeccuda [IOJIHOPa3MEePHEIX IgG. Takoe IIpMMEeHeHue CIIOCOBOB
baroBoro mOMCIJIEA OJIA BHIOEJIEHMA UeJIOBEUEeCKUX aHTUTEJI M3BECTHO B
oDaHHOM ofJjlacTu. CM., HanpuMmep, nmaTeHTel CIIA NN 5,223,409;
5,403,484 u 5,571,698, BHOaHHHe Ladner et al.; mnaTedTe CIA NN
5,427,908 um 5, 580,717, BHOaHHHe Dower et al.; mnaTedTa CIA NN
5,969,108 um 6,172,197, BerOmaHHele McCafferty et al.; u nareHTH CIA
Nwe 5,885,793; 6,521,404; 6,544,731; 6,555,313; 6,582,915 wmu
6,593,081, BepmaHHee Griffiths et al.

I[TooroToBKAa VIMMYHOT'€HHEIX AHTVIT'€HOB u O@paBOBaHMe
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MOHOKJIOHAJIBHOTO aHTUTeJia MOTYT OHBTL BBIIOJIHEHH JIIOOBM [IOOXONANMM
criocobowmM, HallpuMmep OponyKUuem PEKOMOMHaAHTHOT'O DeJika.
VMMyHOT eHHBIE aHTUITEHE MOXHO BBOOUTL XMBOTHEM B OQ(OpMe OUMIIEeHHOI'O
Beska MM OEJIKOBEIX CMeCel, BKJUAaKMMX lLeJbe KIEeTKM WM KJIeTOUHEHE
JMBO TKaHEeBEHE 5BKCTPaKTh, WJIM aHTUIEeH MOXeT OHTbL 3aHOBO oOO0pa30BaH
B TeJle XMBOTHOTO M3 HYKJEMHOBHX KUCJIOT, KOIOIUPYIMX YKa3aHHHM
QHTUTEH WM eI'0 y4aCTOK.
AHTUTEeJIa HaCTOoAlIeTo WM300peTeHusa, KaK OIMcCaHO B HacTOodlleM
OOKYMEHTEe, MOTYT OBTH UeJIOBEUECKUMM MM TI'YMaHU3UPOBAHHBIMA.
AHTUTeJIa HaCTOAIEeTo WM300peTeHusa, KaK OIMCcaHO B HacTodlleM
OOKYMEHTe, MOTYT OBTE CUHTETUUECKMMU WM PEeKOMOMHAHTHEMMA .
AHTUTeJIa HaCTOANeTO WU300peTeHMsA, KaK OIMCaHO B HacTodlleM
OOKYMEeHTe, MOT'YT OTHOCHUTbHCA K Ty IgA, IgD, IgE, IgG wmium IgM.
AHTHUTEJIa HaCTOAWETO n300peTeHUdg, Kak OIIMCaHO B HaCcToOAleM
OOKYMEHTEe, MOTYT OTHOCUTBECHA K m3oTuny 1gGl, IgG2, IgG3, IgG4.
VIMMYyHHOS0DEKTOPHEIE CBOMCTBA aHTUTeJ M300peTeHUMS TaKxXe MOTYT
OBITE YCHJIEHBl MM ocJabJeHB 3a cueT MoouMdukKaliuu Fc-dpparMeHTa C
MCIIOJIL30BaHMEM CIOCOOO0OB, XOPOMO M3BECTHEX ClelralrMcTaM B OaHHOMU
obinactu. Hamnpumep, 5d0bexkTOopHEEe QYHKUUM Fc-dparMeHTa, TaKMe Kak
CBA3EBaHMUE Clqg, KOMILJIEMEHT3aBMCHUMa g IMTOTOKCUUHOCTE (CDC),
AHTUTEeJIO3aBMucuMasad KJIeTOUHAad LIMTOTOKCUUHOCTDL (ADCC), daroumrTos,
IIOHMWXaKMasas perydaurs pPelelTopOoB KJIETOUHOM IIOBEPXHOCTHM (HaIpuUMep,
peuenTopa B-kjeTku; BCR) u T.II. MOTYT MOIOYJIMPOBATLCHA
MOIUOUUMPYIIMMMY OCTaTKaMu B Fc-dparMeHTe, OTBETCTBEHHBIMM 3a D2TU
nercTBUsa. OdapMaKOKMHETHMUeCKMe CBOMCTBAa TakKXe MOXHO VYCUIIUTL C
IIOMOImLI0 MYyTallMM OCTaTKOB B OoMeHe FcC, KOTOPHM NOpomJieBaeT IIepUon

TIIOJIY XM 3HU aAHTHUTeJIa. HlevlepaMM MO,JII/I(]_)I/IKB.LU/I?I F'c ABJIAKRTCA

S228P/L234A/L235A IgG4, M252Y/S254T/T256E IgG2 (Dall’Acqua et
al., J Biol Chem 281:23514-24, 2006), wmm V234A/G237A/P238S,
V234A/G237A/H268Q, H268A/V309L/A330S/P331 IgG2, VI
V234A/G237A/P238S/H268A/V309L/A330S/P331S Ha IgG2 (MexOoyHapoIHasd
rlaTeHTHad nyoJnKalmsa e WO2011/066501), W MOIOMUKALIINA,
OIIMCaHHEE B rIaTeHTe CIA I 6,737,056 (HymMepaums COTIJIAaCHO
HyMepauuu EC) .

B HeKOTOPEX BapPMaHTaxX OoOCylleCTBJI€EHMA, OIIMCAaHHEX B HaCTOAIleM
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OOKYMEHTE, aHTUTEJIO, CIHelIUMdMUeCKM CBA3HBaAKIEeCS C UYeJIOBeUeCKUM
CCL17, comepxuT 3aMeHy B oOjacTu Fc.

B HeKOTOPHX BapMaHTax OCYINEeCTBJIEHMSA, OIMCAHHEIX B HAaCTOAIEM
OOKYMEHTEe, 3aMeCTUTeJIb CONEepPXUT 3BaMeHy V234A, G237A, P238S,
H268A, V309L, A330S mmm P331S Ha IgG2, wuiau 3aMeHy S228P, L234A
mwimm L235A Ha IgG4, mnpuueM HyMepalMsa OCTATKOB COOTBETCTBYET
mHoekcy EC.

Kpowme TOT'O, aHTHUTeJa HacToAmero n300peTeHnd MOXHO
MOIMOUMUMPOBATE IIOCTTPAHCIHALMOHHO 3a CcueT TaKMxX IIPOlleCcCOB, Kak
TJIMKO3UJINPOBaHNMeE, n3o0Mepr3almg, IeTJIMKO3UIMPOBaHME VI
HeHaTypaJibHasd KoBaJlIeHTHasa MOIOMdMKallMA, Takasg Kak IIpUcoeduHeHUe
bparMeHTOR IMOJUDTUIIEHIJIMKOJL ([NelMJIMpoBaHMe) WM JUIOIMOVM3almud.
Takve MOOMOMKALMM MOTYT IIPOUCXOIMUTE B YCJIOBMAX In VIiIvo WMIM 1n
vitro. HanpmMmep, aHTUTeJa, PACKPHBAaeMEHEe B HaCTOAMEM M300peTeHUM,
MOTYT OBTBH KOHBIOTMPOBAHH C I[IOJUATUJIEHTJIMKOJIEM (IIeTuMJIMPOBAaHLE) C
1eJblo  YJaydmeHMS UX (apMaKOKMHeTHUeCcKMx Opoduielr. KoHBoraumsa
MOXeT OBTB BEIIOJIHEHA C I[IOMOUWEBK CIOCODOB, M3BECTHHX CIelMaJiMCcTaM
B OaHHOM ob6JjacTu. OTMeueHO, UTO KOHBOTalUMg TepaleBTUUEeCKUX
aHTHUTeJI C PEG vyiayumaeT ¢QapMakKoIMHaMMKy, B TO Xe BpeMsa He
OKa3HBasg BJIMAHMA Ha oOQyHkumo (Knight et al., Plateles 15:409-418,
2004; Leong et al., Cytokine 16:106-119, 2001; Yang et al.,
Protein Eng 16:761-770, 2003).

AuTHUTeJa WIM UX (parMeHTH, COCTaBJgoIMe IIpeIMeT HAaCTOAmeI o
n300peTeHrss ¥ OIIMCAaHHBE B OAHHOM IOKYMeHTe, MOOUIUIIMPOBAHHEE C
HEeJbo YIIy4dImeHU 1 cTabuJIBLHOCTH, CeJIeKTUBHOCTH, IepeKpeCcTHOM
peakTUBHOCTM, addMHHOCTM, UMMYHOTEHHOCTM WMJIM IJOCTWXKEeHUS IPYIUX
XeJlaTeJILHEIX OMOJIOTUMUYECKUX WM OMOQMBUUECKUX XapaKTepUCTUK, Takxe
HaxoOAaATCcd B Ipelejlax of0beMa HacTodAmero m3obperTeHusa. CTabMIJIBHOCTH
aHTHUTeJla onpenessaeTcd L& JIBIM paooMm baKTOpPOE, BKJIIOUA A & (1)
IPOCTPAHCTBEHHYD VKJIaOKy MWHIOMBMIOYAJILHHX »OOMEHOB, BJIMAKIEe Ha
eCTeCTBEHHYID CTabMIILHOCTE ; (2) MOBEPXHOCTHOE B3aMMOIEelCTBHUE
OeJIKOB, omnpeneldriee criapMBaHme HC u LC; (3) TJIyOUHY
PAaCIIOJIOXKEHU S IMOJIAPHEIX ¥ 3apsSXeHHHX aMMHOKMCJIOTHHX OCTaTKoOB; (4)
CeTb BOIOOPOIHEIX MOCTHUKOB MexmIy TIOJIAPHBIMMI u 3ap SKeHHBEMMI
aMVHOKM CJIO THEIMM ocTaTKaMu; u (5) [IOBEePXHOCTHEM 3ap4an u

pacrnpemnesieHre IIOJIAPHHX aMMHOKMCIJIOTHHX OCTAaTKOB HapAOy C IpyTUMM
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BHYTPU- UM MeXMOJIEKYJISPHEMM B3auMomelcTBMAMM (Worn and Pluckthun,
J Mol Biol 305:989-1010, 2001) . OcTaTku, CIIOCODOHEE
DeCcTabMInu3npoBaThk CTPYKTYPY, MOXHO WMIOSHTUOMUIMPOBATEL Ha OCHOBEe
KPUCTAJIJIMUECKON  CTPYKTYPH  aHTUTEeJa WM [OyTeM MOJIEKYJIAPHOTO
MONOEJIMPOBaHMA B OIpeleJIeHHBEX CcJydadx, a 50dexT oCcTaTKOB Ha
CTabUMJIBHOCTE aHTUTEeJIa MOXHO TeCTUPpOBaTh IIyTeM CO30aHMA BapMaHTOB

My‘I‘aLU/HZ B MHeHTMq_)MLLMpOBaHHBIX oCcTaTKax M Uux OLI€HKM . OmovH wus

criocobosB YBeJIMUEeHU I CTabUILEHOCTHU aHTUTeJa 3aKJIyaeTcd B
YVBeJIMUEHUN CPeIMHHOM TOUKM TepMollepexona (Tw), UBMepsaeMOM C
moMomeo IuddepeHUMAJILHOM CKAaHMPYKRIel KaJlopUMeTPUN (OCK) . Kak
[IpaBwUJIoO, Th DeJika uMeeT [IOJIOXUT JIE HYO KOppesdLnin C ero

CTabMJIBHOCTBER UM OTPULATEJNBEHYKR  KOPPeJAUMK C  [IOOBEPXEHHOCTHLIO
HapymeHsaIM TPeTUUHOM CTPYKTYPH UM »OeHaTypalluM B pacTBopax, a
TakXxe HOerpalalluy, KOTopad TaKXe 3aBUCKUT OT CKJIOHHOCTM OeJjlka K
HapymMeHV0 TPeTHUUHOM CTPpYKTypH (Remmele et al., Pharm Res 15:200-
208, 1997). P4am HCCIeOOBaHMM CBUIETEJIECTBYET O KOPpPeJaAUUM Mexnoy
CTeleHb  QU3UUECKOU CTabUIIBHOCTH COCTaBOB, M3MEPEHHOM  Kak
TepMOCTabMJIBLHOCTE C Hnomombld DSC, u  QOM3MUeCKOM CTabUIbLHOCTHIO,
M3MEepeHHOW C IOMOmbI »OPYIMX chnocotor (Bedu-Addo et al., Pharm
Res 21:1353-1361, 2004; Gupta and Kaisheva, AAPS PharSci, 5ES,
2003; Maa and Hsu, Int J Pharm 140:155-168, 1996; Remmele et
al., Pharm Res 15:200-208, 1997; Zhang et al., J Pharm Sci
93:3076-3089, 2004). PesyJgbTaTH MCCJIeIOBaAHMM CcoCTaBa II03BOJISIOT
OPEennoJIoX1UTsE, dYTo Tm Fab-dparMedHTa BJIMSEeT Ha IOOJTIOBPEMEHHYIO
dUBUUECKYID CcTabMIILHOCTD COOTBETCTRBYIIOIETO mAb. Pazgmumsa B
aMMHOKMKCJIOTax JIMOo KapkKacHoTo ¢parMeHTa, JmMbo objacTert CDR MOTYT
CYMeCTBEHHO BJIMATEL Ha TepMUMUeCKyl CTabMIILHOCTL OoMeHa Fab (Yasui
et al., FEBS Lett 353:143-146, 1994).

AuTuTrejyia kK CCL17 HacTOAmMeI'0 M300peTeHUS MOXHO IIOJIYyUYUTE B
BUIOe OUCHeUMOUMUeCKMX aHTUTeJI, KOTOpHEe TakKXe BXOOAT B IIpelelibl
ofbeMa HacCToOfmero Hu300peTeHud. M3 objacTelt VL u/uiaum VH aHTHUTE
HacTodAmeI'o M300peTeHMA C MUCIOJIbE30BaHueM ONyOJMKOBAHHEX CIOCODOB

MOXHO IIOJIYUMTE OIJHOILICIIOUWEeUHEIe GMCHGLU/I(]_)MTJGCKMG aHTHTeJIla B BUMIE

CTPYKTYP, TaKMUxX Kak CTPYKTYype TandAb® (MexmyHapoOHasd I[IaTeHTHaS

nyOJIMKaLmMs Ne W01999/57150; rlaTeHTHasa nyOJIMKaums CIIA Ne
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US2011/0206672), umm Ooucneuupmueckme scFV B BUIE CTPYKTYP, TaKUX
Kak OIMCaHHHe B HaTeHTe CIA N 5,869,620, MexIyHapOOHOM IIaTeHTHOMU
nyoaukauuy N W01995/15388, MexOyHaApPOIHOM IIaTeHTHOM nyoarkaumm N
W01997/14719 W MeXIyHapOoIHOM IaTeHTHOM nyoJnKaumumn Ne
W02011/036460.

N3 ob6jacrerr VL wu/maum VH aHTUTEJI HACTOAmMeIo UW300peTeHusd,
ONMCAaHHHX B HaCTOAMEeM IOKyMeHTe, MOXHO IIOJYUUTL OuclelupruueckKme
[IOJIHOpAasMepHEEe aHTHUTeJla, I'Ie KaxXIoe IIJIeu0 aHTuTeJla CBA3HBaeTCHd
CO CBOMM aHTUI'€HOM WMJIM DIOUTONOM. Takue OHCHeUMPUUecKue aHTUTeJa,
Kak IpaBuJIO, [IOJYYalnT MOOYJIMPOBaHMEM B3auMoIecTBum CH3 Mexdy
OBYMS TSXeJBEIMM LeldaMM aHTUTeJ C ofOpa30BaHMeM OucHeludprudecKmUx
AHTUTEJI C MCIOJIBE30BaHMEM TaKMxX CIOCO0O0B, KakK OIMCaHHBE B IIaTEHTE
CIIA \E 7,695,936; MeXIyHapOoIHOM [IaTEeHTHOM Iy OJIMKalun e
W02004/111233; IaTeHTHOM  nyOJMKallM CIIA N US2010/0015133;
[IaTeHTHOM Iy OJIMK a LM CIIA e Us2007/0287170; MeXIyHapOoIHOM
HaTeHTHOM Oyoimukalumy N WO02008/119353; maTedTHOM nyOjamukaumm CIA N
Us2009/0182127; DaTeHTHoOM nOybamukaumm CIIA N US2010/0286374;
[IaTeHTHOM Iy OJIMKaLmn CIIA e Us2011/0123532; MeXIYHapOOHOM
naTeHTHOW nyoiaukaumm N W02011/131746; MeXOyHAPOIHOM IIaTeHTHOM
nyoamukaumm N W02011/143545 wmam  nOaTeHTHOM nOyojaukaumm CIA N
US2012/0149876. [OMNOJHUTEJLHEMM OUCHEeUUPUUECKUMU CTPYKTYpaMu, B
KOTOpPHE MOTYT BCTpamuBaTbC4Ad oBygacTu VL U/ U VH AHTUTEJI
HacToAmero wu3obpeTeHusa, H[ABJIAKTCSI, HaIpUMep, WMMyHOTJIOOYJIMHEL C
I BOVHBIMM BapuabeJibHEMIA OIoMeHaMMU (MexIOyHaponoHas naTeHTHada
nyoaukauua N W02009/134776) WM CTPYKTYPH, BKJUaomMe B cedd
pPasJIMUHEE IIVMMEPM3allMOHHEIE IOMEHH IJIS COeIMHeHMA »OByxX of0Jlamammnx
pas3Hou CeUMPUUHOCTHIO ey aHTUTEJ, HallpVMep KIIeVIIMHOBYIO
3aCTEXKY» WJIM KOJIJIaT'€HOBHE IVMMEPMUI3AIMOHHEE IOMeHH (MeXIyHapoIOHasd
maTeHTHas Oyoimkaumsa N W02012/022811, maTedHTHad oyOaukaumsg CIA N
5,932,448; narenT CIIA N 6,833,441).

Ipy M BapMaHTOM OCYIECTBJIEHUA HacToAmeIro n300peTeHNnd
ABJISETCSH BHIOEJIEHHEM [MOJIMHYKJIEOTHU, KOOUPYIMNUM JIOOY0 ns
BaprabeNIbHEIX 0O0JlacTeM TAXKeJIOW LeNM aHTUTeJla WM BapuabelIbHEIX
ofJjlacTel JIeTKOM LeNM aHTUTEeJla HacToAmeIo M300peTeHMs. HeKOTOpHE
[NOJIMHYKJIEOTHUIOE  ONMCHBAKTCHA B  HaACTOAdlleM U300peTeHUN, OOHAaKO

opyrre ITOJIMHY RJIIEOTMIOEL, KOTOPHE, [IPMHVIMa 4d BO BHVIMaHNME
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BHPOXIEHHOCTD TeHeTUUeCcKOTO KoIoa WU NPenIouTUTEJIbHOCTE
VCIIOJIL30BAaHMA KOIOHOB B IAaHHOM BSKCIPeCCUPYKRINey cucTeMe, KOOUPYIIT
NpenjoXeHHEe B HaCTOAlleM n300peTeHnn AHTATOHUCTH, Takxe
HaxomoAaATCcHA B npenejax obwemMa HacToAmeIo n300peTeHUd.
[IOMHYKJIEOTUOHEE I[IOCJENORATEJNILHOCTHM, Koaupywomue VH wmiu VL (mim
ux dparMeHT) aHTUTeJla M300peTeHud, MOTYT OBTbL QYHKUIMOHAJIBEHO
COeIVMHEHH C OIHUMM WM OoJiee pPeryJIATOPHHMM SJIEMeHTaMM, TaKMMM Kak
IIPOMOTOP I DHXAaHCep, KOTOPHE [IO3BOJILT DKCIIPEeCCUpPOBaTH
HYKJIEOTUOHYIO [IOCJIENOBATEJIBLHOCTE B 3alJlaHMpPOBaHHOM KJIETKEe—
X03aMHe . [IOJIMHYKJIEOTUI MOXeT ABJIATbCHA KIHK.

IOpyrou BapMaHT OCYIIECTBJIEHU A HaCcToOAmero n300peTeHnd
opencraBJgeT coboM BeKTOp, CcoIepXalMy I[IOJIMHYKJIEOTUI HAaCTOAmEeTro
n30bpeTenrsa. TakKMe BeKTOPH MOTYT OIpelcTaBJIATL CcoOOM I1Jla3MMIHHE
BEKTOPE, BUPYCHBEE BEeKTOPH, BEKTOPH IJII 5SKCIpeccur O0aKyJIOBUPYCa,
BEKTOPEL Ha OCHOBE TPAaHCIO30HOB WM JiIKOHEe OpyITMe  BEKTOPH,
NOOXOIOAmMe OJIS BBeIeHUA NOJUHYKIIeOTHIOa HaCTOoAlleTo MN300peTeHUd B
IOAaHHHEM OpPTaHM3M WMJIM B IJaHHOe TeHeTHMUecKoe OKpYyXeHMe KaKuM—Jmbo
obpasoM. Hanpuwmep, MNOJIMHY KJIEOTUIEL, KoOupyoimyre BapuabeJibHEe
obnacTu JIETKOU u T SIKeJIOU Lenemu aHTUTeJ nzo0bpeTeHuUd,
HeoO4d3aTeJIbHO COeOMHEHHEe C KOHCTAHTHEIMM 0O0JlacTAMM, BCTAaBJIEHH B
BEKTOPH HBKCIpeccumr. JIeTKyn M TAXeJYD LelM MOXHO KJOHMPOBAThH B
TOM  Xe I B PasHEX BeKTOpax DKCIIPECCUN . IOHK-ceIMeHTH,

KoIompyKoumme MMMYHOTJIOOYJIMHOBHE Lelll, @yHKHMOHaﬂBHO COeIMHAKT B

BeKTOpe (BeKTOan) SOKCIIpeCCHUMr C KOHTPOJIE HEIMI
II0CJIeIOoBaTEeJIbHOCTAMNM, oBecreunBanIMA SKCIIpeCCHIO
MMMYHOTJIOOYJIMHOBEIX IIOJIUIICIITVIOB . K TaKVIM YIIPpaBJIAKIVM

IIOCJIEeNOBATEJIEHOCTAM OTHOCATCHA CHUIT'HaJIbHEIE I1oCJIenoBaTeJIbHOCTH,
IIPOMOTOPEL (HaHpMMep, €eCTeCTBEeHHO aCCoOlMMPOBaHHEIE i
I'eTepPpOJIOTMYHEE HpOMOTOpH), SHXaHCePHEEe SJIEeMeHTEL n
OCTaHaBJIMBaKIMe TPaHCKPHUIIIMIO IIOCJIeIOBaTeJIEHOCTH, n "X BHGMpaDT
Tak, 4YTOOH OHM OBUIM COBMECTHMHE C KﬂeTKOﬁ—XOBHMHOM, BH@paHHOﬁ IJIA
SKCIIpeCCrMM aHTHUTeJIa. llocsie BBeIeHUd BeKTOpa B COOTBeTCTBYKIEI'O
XO34dViHa TIIPpOBOIOAT MHKYDaALMK XO34AMHa B YCJIIOBUAX, IIOOXOoOAIMX IOJIA
BHCOKOVPOBH@BO% SKCIIpeCCHUMr OeJIKOB, KOIMPYyEeMBIX BBelecHHEIMIM
IIOJIMHYKJIEO T O aMI .

Kak I1paBMJIO, InooxogAdamyie SOKCIIPEeCCHMOHHEIE BEKTOPEL MOT'YT
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IomBepraThbCa pellMKaluuMyM B opraHusMax—-xo3dgeBax Jubdo B BHUIOE
sOMcoM, JmMOO B BUIEe HeOTHeMIIeMOM dYacTu xXpoMocoMHoM [OHK xo34duHa.
OBBIUHO DKCIPEeCCHUOHHEE BEKTOPEH comepxart MapKep:l CceJIeKUuny,
Halpumep, PE3UCTEHTHOCTD K aAMIOMUWIIJIVHY , PE3UCTEHTHOCTD K
TUTPOMULIVHY, PEe3UCTEHTHOCTL K TeTpauuMKIMHY, Pe3UCTEeHTHOCTL K
KaHaMUIVHY WM Pe3UCTEHTHOCTL K HEeOMULUHY, UYUTOOB MOXHO OBLIO
BEIIIOJIHUTE OBHapyXeHMe KJIETOK, TPaHCOOPMUPOBAHHEIX KeJlaeMBIMU
riocyienoBaTeJyibHoOCcTaM JTHK.

[looxonmdamme SJIEMEHTH IIPOMOTOPAa M SHXaHCepa MB3BEeCTHH B IaHHOM
obacTu. I[IpuMeps IPOMOTOPOB IOJIS SKCIOpeccum B DaKTepMuaJibHOM
KJIeTKe BrJwuUawT lacl, lacZ, T3, T7, gpt, lambda P m trc. IIpumMept
IPOMOTOPOB IJISS BSKCIPEeCCUM B BYKAPMOTUUECKOM KJeTKe BKJIYAalT

SJIEMEHTEl IIPOMOTOpPAa WM SHXaHcepa TI'eHa TAXEeJION Lelu I/I/I/IJ'H/I JleTKOoM

nenu VMMYHOTJIO By JIMHA ; HeloCcpeacTBeHHEMN PaHHUM’ IPOMOTOP
IMTOMETaJIOBUPYCA ; IPOMOTOP TUMUOVMHKWHA 3H BUpPYCa IPOCTOTO
Teplleca; paHHUe u mo3aHue IPOMO TOPH SV40; IPOMOTOP,

OIPUCYTCTBYKIINY B OJMHHHX TEePMMHAJILHEX I[IOBTOpPax W3 pPeTpOoBUpPYyCa;
IIPOMOTOP MBIIVHOT'O MeTaJlJIOTUOHeMHa — 1 n pas3JInyYHbEe
TKaHeclleUMprueCcKMe  IIPOMOTOPEHL, M3BEeCTHEE B OaHHOM  oO0JacTu.
[IpuMepoM MHOpOMOTOPa MOJA DKCIPeCCUM B IOPOXKEeBOM KJIETKe SABJIAeTCH
KOHCTUTYTUBHHM [IPOMOTOP, TakoM Kak IpomoTop ADH1, mnpomoTop PGK1,
npoMoTop ENO, mnpomoTop PYK1 m T. HO. WIM pPelyJMPYEeMHI IIPOMOTOP,
TakoM kak npomoTop GALl, npomoTop GAL10O, npomoTop ADH2, IIpPOMOTOP
PHO5, mnpomoTop CUP1l, mnpomoTop GAL7, mnpomoTop MET25, npoMoTOp
MET3, npomotTop CYC1l, npomoTop HIS3, npomotop ADHI1, npomoTop PGK,
npoMmoTop GAPDH, mnpomotop ADC1l, mnpomorop TRP1, npomoTrop URA3,
npoMmoTop LEU2, npomoTop ENO, npomorTop TPl m AOX1 (HanpuMmep, IJisd
IpUMMeHeHVsa B OpoXxkax ouxusa (Pichia)). Brbop NOOXOOAMETO BeKTOpa
¥ [OpOMOTOpa BIOJHE IIO0 CWJaM OOBYHOMY CIelMaJMCTy B HOaHHOU
obJjlacTu.

CrieumanmucTaM B HOAaHHOM 0O0JacTM WM3BEeCTHH OOJIbIIMe KOJIMYeCTBa
IIOOXOOANMX BEKTOPOB M IIPOMOTOPOB; MHOIMe IOOCTYIIHE Ha pPHHKEe IJId
CO3IOaHudg npenMe THEIX PEKOMOMHAHTHEIX KOHCTPYKTOB. Crlenynmue
BEKTOPEHL npencraBJIeHE B KadecTee npuMepa. BakTepuallbHEE :
phagescript, PsiX174, pBluescript SK, pBs KS, pNH8a, pNHl6a,

pNH18a, pNH4 6a (Stratagene, JlJa-XoJb 4, T. CaH-Iuero, mTaT
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Kammpopumsa, CHA); pTrc99A, pKK223-3, pKK233-3, pDR540 m pRITS
(Pharmacia, T. Yrncana, IlBeuusa) . SYKapUOTUUECKHUE © pWLneo,
pSV2cat, p0G44, PXR1l, pSG (Stratagene) pSVK3, pBPV, pMSG m pSVL
(Pharmacia) .

IpyTol BapMaHT OCYymecCTBJeHUd Mu3o0dbpeTeHUS NpencTaByigeT codou
KJIETKYy—-X034MHa, CcolepXallyld BeKTOp u300peTeHMA. TepMUH «KJIeTKa-
XO3AMH» OTHOCUTCS K KJIeTKe, B KOTOPYyl BBOIOAT BeKTop. CilenyeT
[IOHVMATE, uTo TepMUH «KKJIETKa—-XO3AMH» o3HauvaeT He TOJIBKO
KOHKPETHYI KJIeTKY Ccy®beKTa, HO M IIOTOMKOB TaKoM KJIeTkMu. Tak Kak
B TOCJHelyllMX IIOKOJIEHMAX MOTYT BO3HUKHYTH HEKOTOPHE MOOMOUKALUN
BCJIeOCTBMe JMOO MyTaluuy, JMOO BO3OeMCTBUM Ccpelbl, TaKoe IIOTOMCTBO
MOXeT OBTL He MISHTUUHHM MCXOOHOW KJIeTKe, HO OHO TaKXe MOXeT
OHITH OXBadeHo TEePMUHOM «KKJIETKA—-XO3AVH» . TaxyMm KJIeTKaMn—
X0O35geBaMn MOTYT OHITH DYKaApUOTUUECKHUE, [IPOKapMOTUUYECKHUE,
pacTuTeJIbHEE KJIEeTKM MM KJIeTKU apxew.

Kumeunas najsiouka (Escherichia coli), OGauwiml, TakMe Kak
ceHHasa najioduka (Bacillus subtilis), u I»IpyTue 53HTepofakKTepuu,
TaKMe KaK CaJIbMOHEJUJIH, CceppaluuM U pasJIMuyHbBle BUIOH I[ICEBIOMOHAIH,
ABJIATCA I[IpMMepaMM IIPOKapUMOTUUECKUX KIJIIETOK—-XO03sgeb. Takxe IJId
DKCIPEeCCUM MCIOJb3YRT IOPYyIMe MUKPOOPITaHM3MEl, TaKKe KaK IPOXKU.
CaxapoMuile TH (HanpuMep, S. cerevisiae) u VXN ABJIAITCH
IpyMepaM  I[NIOOXOLAMNMX  OPOXKEBEX  KIJIETOK-XO34eB. Kak npaewmio,
VICIIOJIL3YITCHA D2YKAapMOTUUECKMe KJIIeTKM MIeKONMTalIMx, HaCeKOMEBX,
OTUL, MM OpyTMe KIeTKM XMBOTHOTO IIPOUCXOXIEHUS. OJOyKapuoTUUecCKHue
KJIETKM MJIEKONMTAKIMX BKJIOUAKT MMMOPTAaJM30BAHHEE KJIETOUHBEE JIMHUM,
TakMe KakK IHOPUIOME MJIM KJIETOUHHE JIMHUM MHUEJIOME, Haopumep, SP2/0
(AMepMKaHCKad KOJUJIEKIIMA THUIIOBEX KYJbBTYP (ATCC), 1. MaHaccac,
mTaT BuUpIKMHMA, CIIA, CRL-1581), NSO (EBpomnedickas KoOJIJIeKLUUA
KJIETOUHHX KyJIbTyp (ECACC), 1. CoJsicbepu, YuaTmmp, BelukoOpMTaHUA,

ECACC N 85110503), FO (ATCC CRL-1646) m Ag6b3 (ATCC CRL-1580)

MEIIMHEE  KJIETOUHHE  JIMHMUMU. OBHUYHO  MCIOJIBE3yeTCHd JIMHMS  KJIETOK
MMEJIOMEL uUeJloBekKa U266 (ATTC CRL-TIB-196). IpyTmre  IOJIe3HHE
KJIe TOUHEIEe JIMHUM BKJIIOUAOT JIMHUM, [IOJIyUeHHEe n3 ANYHUKOB
KMTaMCcKOTo XOMJuKa (CHO), HalpuMmep, JIMHUNA CHO-K1S8V (Lonza

Biologics, 7r©. VYoJkepcBWLJI, mTaT Mspunenn, CHIA), CHO-K1 (ATCC
CRL-61) mam DG44.
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IOpyrou BapMaHT OCYIIEeCTBJIEHUA HaCTOAMETO n3obpeTeHuUs
3aKJIuaeTcs B criocobe [IOJIYYEHMU A aHTUTEeJ, BKJINYAKIEM
KyJIb TUBMPOBAaHME IIPEeNOJIOKEHHEX B HaCTOAlleM MW300peTeHUM KJIETOK-—
X035eB U OTOOp aHTUTEJ, IIPOM3BOIOMMEX KIIeTKaMU-XOo3sdeBaMU. CIOCOOH
CO3MaHMsa UM OUMCTKM AHTHUTEJ] XOPOMO M3BEeCTHH CclelMaJMcTaM B IaHHOM
obylacTu. Ilocjle CHHTe3a (XMMUUECKOT'O JIMOO PeKOMOMHAHTHOTO) LeJHe
aHTUTeJla, WMX IVMMEPH, OTOeJIbHEEe JeTkue WM TaXeJsEle Lelu WK
OpyTrue ©QparMeHTH aHTUTeJI, TakKue Kak VH wim VL, MOXHO OuUuMllaTh
COTJIaCHO CTaHIOapPTHHM npouenypaMm OaHHOM obBjacTH, BKJIOUA A
ocaxieHue cyJbdaToM aMMOHM S, addMHHEIE KOJIOHKH, KOJIOHOUHYIO
XpoMaToTrpaduo, OUMCTKY C IIOMOWBLI BECOKOSOOEKTHMBHOM XUIKOCTHOM
xpoMaToTrpadum (BOXX), miekTpodopes B Tejge U T. II. (cm. B
OCHOBHOM Scopes, Protein Purification (Springer-Verlag, N.Y.,
(1982)). BagBjleHHOEe AaHTHUTEeJIO MoXxeT OHTbL II0 CYIecTBY UMCTHM,
HanpuMep, UYMUCTHM Ha, IO MeHBIleM Mepe, OkoJio oT 80% 1»mo 85%,
UMCTEIM Ha, IIO0 MeHblley Mepe, OKoJo oT 85% pmo 90%, UMCTEM Ha, IO
MeHbIle Mepe, okoJio oT 90% mo 95%, uMcTeIM Ha, I[I0 MeHbIIeM Mepe,
okoJio oT 98% mo 99% wmim  6oJiee, HallpMMep, He CcomepXalluM
3arpA3HUTEIeN, TaKMx Kak KJIEe TOUHEIM OEeTPUT, MaKpPOMOJIEKYJIHL,
OTJIMUHEIE OT 3afdBJIEHHOT'O aHTUTeJla, M T. 1.

[IONMIMHYKJIEOTHUOE, KOIUPYKIMe OllpelelJIeHHEe I10CJIelOoBaTeJIbHOCTHU
VH wmmm VL wu300peTeHMd, BKIIUEHET B BEeKTOPH C MCIOJb30BaHMEM
CTaHIOapPTHEIX criocofboB MOJIEKYJIAPHOM OMOJIOTUN . TpaHchopMalm©O
KJIETKM-X038MHa, KyJbTHBMPOBAHME, DSKCIPECCUI M OUMCTKY aHTUTeJla
BHIIOJIHAKT C MCIIOJIb30BaHMEM XOPOMO M3BECTHEX CIOCODOB.

Crioco®m JIeueHUs:

AHTHUTeJIa, CIHelupMUecKM CBA3HBamMecs C ueJioBeueckum CCL17,
MOTYT OHTBH [NOOXOOAMMVMM OJS JedeHMs WIM [IPpemoTBpalleHMsa CIekKTpa
CCL17-omocpeloBaHHEX COCTOSHUMN.

[Ipy MCHOOJIBE30BaHMM B HaCTOMAlleM OOKyMeHTe TepMuH «CCL17-
OoTIoCpenoBaHHOe COCTOAHUE» OXBaTHBaeT BCE 3aboJieBaHUA n
COCTOSHUA, B KoOToOpmx CCL17 Urpaer Kakyo—-JInubo OpaMyn WK
KOCBEHHYK POJIb, BKJKUYASA BSTUOJIOTUUYECKYK WM I[IaTOTE€HETUUECKYD,
POJIb B PAasBUTUM, OIPOTPECCUPOBAHUM WMIM YCTOWMUMBOCTM 3aboJieBaHUA
WML COCTOSHUSA.

TepmmH «CCL17-onocpenoBaHHOE BOCIIAJIUTEJIBHOE COCTOLAHUED,
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VCIOJIL3YEME B HACTOAMEeM IOKYMeHTe, OTHOCUTCH K BOCIAJIUTEJbLHOMY
COCTOSAHMIO, BHB3BAHHOMY, IIO MeHbIEeM Mepe, OoTUacTM, OMOJOTUUEeCKOMN
akTMBHOCTBEK CCL17. IlpuMepamMu CCL17-onocpemoBaHHEX BOCIAJIUTEJbHEX
COCTOSAHUM ABJIAITCA acTMa U aJlJIepTUM.

CriocoOBEl  HacTOoAlWleI'o U300peTeHMA  MOXHO  MCIOJIBE30BaTh  IJIA
JleueHUsa IalUMeHTa-XMBOTHOTO B paMkKax JoboM kjaccupuxaluum. IIpUMepH
TaKMX XMBOTHEIX BKJIOUAT MIEKONIUTAKMMX, TakKMx KaK JIoOM, TI'PH3YHH,
cobaku, KOUIKM u CeJIbCKOX03AMCTBEeHHHEe XMBO THEIE . Hanpumep,
aHTHUTeJla M300peTeHMd MCIOJNB3YIT B OpoduilakTuMKe U JedeHun CCL17-
OIIoCpelOoBaHHEIX  COCTOSHUM, TakMx Kak OpoHxMaJlbHad  acTMma, u
aJIJIePIUUECKUX PecIMPaTOPHHX 3abojleBaHUM, TakMxX Kak ajijlepIMuyecKasd
acTMa, aJUIepI'MUecKM PHMHUT, XpoHUUecKasa OoOCTPpYKTMBHasS ©OoJie3Hb
Jerkux (XOBJl), wuIMONATUUECKMUM JIeTOUuHHM Ouopo3 (WID), 3adojeBaHUd
TUIIEPUYBCTBUTEJILHOCTY JIETKMX M T. II.; aJlJlepI'Mueckux 3adojieBaHuM,
TaKMX Kak CUCTEeMHAaSA aHapMIIaKCuUs VI peaxkuum
TUINIEePUYyYBCTBUTEJIBHOCTH, JIeKapCTBEHHEE ajieprun, aJlJlepIMueCKUM
BPOHXOJIEeTOUHEM achnepruies (ABPA), aJjuJleprMM Ha YKYCH HaCeKOMBEIX U
IMIMEeBEEe aJIJIepTVM; BOCHAJUTEJILHEX 3aboJleBaHUNM KUIMEeUHMKa, TaKux
Kak OoJie3H:L KpoHa, HecneuMduUUecKuM HA3BEeHHHBM KOJIUT, WJIeUuT U

SHTEeprT,; Bal'MMHMTa, IICopMasa W BOCIIaJIMTEJIBHEX »OTepMaTOo30B, TaKMXx

Kak IepMaTuT, sK3eMa, ATONUUECKUNM  OepMaTHuT, aJlylepIuuecKum
KOHTAaKTHHM oepMaTuT, KpalyBHUIIA n 3yn; BacCKyJIUTa;
CIIOHIMJIOAPTPOIATUN; CKJIEPOIEPMUN ; ay TOVMMY HHEIX 3aboJieBaHmii,
TaKMX KakK apTpuT (BKJIIOUAS PEeBMATOMIHEIL WM  IICOPMATHUUECKUN) ,

paccedHHHM CKJIep0o3, CUCTeMHas KpacHas BoJlUaHKa, cCcaxXapHeM auader
Tuma I, TJIOMEPYJIOHeEOPUT U T. .; OTTOPXEHNNM  TpaHCcIJlaHTaTa
(BKJIOUAS OTTOPXEHMEe aJlIJIOTPAaHCIJIaHTaTa W O00JIe3Hb «TpPaHCILJIaHTaT-—
IPOTUB—-XO3AMHAY) M OPpyTux 3abdojieBaHMUM, TOIpPM KOTOPHX TpebyeTcsa
MHTUOMPOBaHME HexXeJlaTeJIbHHX BOCIAaJIMTEeJIBHHX peakluuy, TaKUMx Kak
aTepoCKJIepPO3, MUO3UT, OIIOCPeloOBaHHLE T-rJIeTKaMm
HelpoIeTreHepaTUBHEE 3abojieBaHMa, pacCcedHHHM CKJIepo3, DHIedbaIuT,
MEHWHITUT, rernaTuT, HedppuUT, cerncuc, capkomumos, aJlJlepTUueCKUM
KOHBIOHKTUBUT, OTUT, O0o0Je3Hb KacTjeMaHa, CHUHYCUT, MWHOYIMPOBAHHBEM
JITIC »HOOTOKCHMUECKMM IOK, CHMHIpPpOM bexueTa UM nomarpa.

AHuTHTeEJIa HaCcTOAmWEIT O ns3o00bpeTeHUd, OIIMCaHHEE B OaHHOM

IJOKYMEHTE, TarkXxe TIIoOXonmAT HOJIA TIIOJIYUEeHNMA JIeKapCTBEHHEX CpelCTB
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OJIsS JledeHUs TakKuMxX COCTOSHMM, IIpMUeM JIeKapCTBEHHEE CpencTRa
IoJiydamnT -OJiA BBeleHUd B LO3UPOBKAaxX, OIPemOeJIeHHEX B HaCTOAIleM
OOKYMEHTE.

CrnocoOe M CchepH IPMMEHEHMA HacCTOoALeI'0 MOI'YT IIpelHa3HadaTbCA
0JI2 IPpMMEeHEHMA Y KMBOTHBEX M IIalMeHTOB, KOTOPHE MMenT Jiodoe
3aboJieBaHMe WJIM COCTOAHME (MM HaxoOATCsa B TIpylllle PUCKa IO eTro
PasBUTUIO) , CBSA3aHHOEe C BKCIPecCHel UM OMOJIOTMUeCKOM aKTUBHOCTLIO
CCL17, wmmu npm koTopoM CCL17 mrpaeT OMOJIOTUUYECKYH POJIb.

Ees HeOoOXOOAMMOCTHM OTpPaHUUeHMS KaKoM-Judo Teopuey, aHTUTela

nz3o0bpeTeHrss MOTYT ofeclneurBaThb CBOM OeMCTBEeHHBM SdbekT OIpu

pPa3JIMYHEIX BOCIHAaJIUTEJIbHEIX 3ab0JIeBaHNAX nyTeM IpAMOTO
MHIUOUPOBAaHUA PEKPYTHHT'A Th2-rjeTox ", TaKMUM oBpasoM,
OOHOBPEMEHHOTI'O MHIMOMPOBAHMA MHOXeCTBa UMTOKMHOB Th2. IlyTeMm

CeJIEKTMBHOI'O OJIOKMpOBaHUA ToJibko CCL17 aHTHUTeJla UN300peTeHUd
MOTYT oOOecCHeuMBaThL YIYUMEHHHY Opodmiasr ©6e30I0aCcHOCTM II0 CpPaBHEHUK
Cc aHTHUTeJlaMM K CCR4. AHTMTeJla He ©OyIyT B3aMMOIOEMCTBOBATEL C
TpoMOOoUMTaM, KOTOpPHEe »HkchOpeccupyioT CCR4. Kpome TOT'O, aHTUTeJa
He OynyT OJOKMPOBaTE IIoJIe3HHe 3ddexkTn CCL22 Ha CCR4 B pamMkax
BPOXIOEHHOTO MMMyHUTeTa (Matsukawa et al., I. Immunol 164:5382-8,
2000) .

[Tpn MCIIOJIE 30BaHUM B HacToAleM OOKYMEHTe TepMUH
«BOCIHAaJIMTEJIEHOE COCTOSAHME» OTHOCHUTCA K OCTPOMY MM XPOHUUECKOMY
JIOKAJIM30BaAHHOMY WJIM CUCTEMHOMY OTBeTY Ha I[IOoBpexXxnawlue CTUMYJIBL,
TakKMe KaK [IaTOT'€HEHl, IIOBpPEeXIeHHEEe KIJIETKM, O(U3UUeCKOe IIOBpeXIeHNe
VI paszipaxamnmye BelleCcTBa, KOTOPEe YaCTUUHO OoCpenOoBaHu
AKTMBHOCTBI  LUTOKMHOB, XEMOKMHOB  MJIM  BOCIAJMUTEJIbHHX  KJIETOK
(HannpuMmep, HeVTpoduIIoB, MOHOUUTOB, JIMMOOLIMTOB, Makpodaros,
TYUHHX KJIETOK, IOEHIPUTHHX KJIETOK, HeUTPOOMIIOB) UM XapaKTepU3yoTCs
B OOJIBIIMHCTBE CJiydaeb 0OOJIbID, IIOKpPacHEeHMEM, OTEeKOM M HapylleHMeM
OYHKLNMM TKaHel.

BocnammuresnirHOe 3aboJjleBaHUe JIeT'KUX ABJISeTcsa IpuMepom CCL17-
OIIOCPEeIOBaHHOTO BOCHAJIUTEJILHOT'O zaboJjieBaHud. [TprMe s
BOCIAJIMTEJILHEX 3aboJieBaHUM JIeTKMX BKJIOUAT B Cceb®d MHOEKIMOHHHE
OOoJIe3HM JIeTKUX, BE3BAHHEE BUPYCHEMM, OaKTepMaJbHBEMM, I'PUOKOBEMM,
napasmuTapHeMM  MJIM  [IPUMOHHEIMM  MHQEeKUMAMMA; 3aboJieBaHudad  JIeT'KUX,

BEISBaHHEIE ajyjiepreHaMr, 3aboJyieBpaHmn g JIETKU1X, BEISBaHHEIE
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3arpASHAOIVMM  baKTopaMu, TakMe kKak acBecTos, CUJIMKO3 WM

OepuIIno3; 3adojieBaHMd JIeTKMX, BHS3BaHHHE acOuUpallMelr XeJIyOOUHOTO

COOepXxrmMoro, HapylieHVeM MMMyHHOﬁ peryiidaunn, BOCIIaJIMTEJIbE HEIE
3aboJIeraHuAa C TeHeETUUEeCKOM npenpaclioJIOXeHHOCTERIO, Tarme KakK
MYyKOBMCLIMOOS, u 3aboJieBaHmnA JIeTKU1UX, BEISBaHHEIE @MBMH@CKO%
TpaBMOIZ, TarKme Kak TP aBMEI OEIXaTeJIbHBEIX HyTeIZ . HaHHBIE

BOCIIaJIMTeJIbHEIE 3aboJieBaHuA TaKxe BRJIIOUAT B cebsa acTMy,

sMpu3EMY, OpPOHXUT, XPOHUUECKYID ODOCTPYKTUBHYK OOJIe3HB JIETKUX
(XOBJI) , capKrounmos, TUCTUOLUMCTOS, JInMPoaHIMOMaTO3, oCcTpoe
MIOBPEXIeHME JeKUx, CHUHIPOM OCTPOTO HapylleHU g OBEIXaHWUSA,

XPpOHUUeCKoe 3abojieBaHre JIeT'KUX, OPOHXONIYJIEMOHAJNLHYD OUCILIIa3BUD,

BHeOOJILHUUHYD ITHEeBMOHMVIO, I'OCIIMTaJIBEHYIO IITHEeBMOHMIO, BEISBAaHHYIO
MCKyCCTBeHHOﬂ BeHTUJIALUMeN JIET KX IITHeBMOHINIO, Cellicuc, BVIPYCHYO
IITHEBMOHIIO, MH@eKHMD I'puIriria, MH@GKHMD IIaparpullllia, MH@eKHMD
poTarmMpyCa, MH@eKHMD eJIOBeUYeCKOI'O MeTall[HEBMOBHMPYCa,
PeCIIMpaTOPHO-—CHMHIMTHMAJIEHYIO MH@eKHMD, MH@eKHMM, BEISBaHHEIE

Aspergillus, n OpyIme TIpuOKOBHe MHOekUMM. Kak OpaBMJIO, CBSI3aHHHE
C uHpekLMelV BoOCHaJUTeJIbHEe 3abojleBaHMa MOTYT BKJIOUATE BUPYCHYIO
ZNRZN DaKTepHraJbHYI MIHEBMOHUIO, BKJIIOUA A TAXEIIYIO IIHEBMOHUIO,
KMCTOBHHM (¢ubpos, OpoHxXUT, o0oCTpeHMsa 3aboJieBaHMM IhIXAaTeJIbHEX
IyTel ¥ CHUHIPOM  OCTPOTO HapyleHUsa  IOHXaHUA (ARDS) . Taxkue
CBA3aHHEE C UHbOekuMel 3abojieBaHMA MOTYT BOBJIEKaTh MHOXECTBO
MHOeKUWM, TaKMxX Kak IIepPBMUHAasS BUPYCHAS M BTOPMUHas OakTepuallbHas
MHOEeKLMS .

BpouxmuasibHa4a acTMa ABJIAETCA BOCIIaJIMTEJIb HEIM 3aboJieBaHUEM

JeTKUx, KOTOpoOe XapaKTepnusyeTcsd TUIIEPUYBCTBUTEJIEHOCTEIO
IOEIXATEJILHEX IIyTen (AHR) , OPOHXOCTEHO30M, XpunamMm B JIeTKUX,
S03MHOQUIIBHEIM  WMJIU HeMTPpOOUIILHEIM  BOCIAaJIeHUEM, TUIepceKpelnmnen
CcIm3u, CyO3IUTeNIMaJIbHEM dUBpoO3OM nu YBeJIMUeHEM YPOBHHA

MMMYHOTJIOOYJIMHAa IgE. IlauMeHTH C OPOHXMAJIBHOM AaCTMOM MCIETHBAT
KIOPUCTYIIEY, YXYIOINIeHMEe CUMITOMOB, Yalle BCeI'0 BCJIEeINCTBUE MUHOeKIIUN

pecnMpaTopHOTO TpaKTa (HalpuMep, PUHOBUPYCa, TpuUIlNa, I'eMOOUIILHOM

MHbeKUMM ¥ Op.). AcTMATHMUECKMEe aTakKyM MOTYT IIPOBOLMPOBATLCSH
bakTopaMM OKpyXaomeM cpens (HaopuMep, ackapulaMy, HaCeKOMBIMM,
KB O T HEIMIM (HanmpumMmep, KOmKaMH, cobakamu, KpOJIMKaMM, MEBIIaMM ,

KPEICaMM, XOMAYKaMM, MOPCKVMM CBMHKaMIM n HTMHaMM), PpM@KaMM,
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3arpA3HEeHMEeM BO3IOyxa (HamnpuMmep, TabadHEIM »OBEMOM), pPa3apaxanlyMu
TrazaMM, 3alaxaMy, MCIapeHMAMM, al’pOo30JIaMM, XUMMKATaMM, IIBUILIION,
PUBMUIEeCKMMA YIIpaXHeHU MU VI X OJIO MHBIM BO3OYXOM) . Kpowme
BpOHXMAaJILHOM  aCTMEH, HEKOTOPEE XPOHMUECKMe Iopaxawolue JeI'Kue
BOCIIaJIUTEJIbHEle 3aboJieBaHmUA XapakTepusynTrcsd HeVTpoduJILHOM
MHOUIIL Tpalen OBIXaTeJIbHBIX nyren, HalpuMep, XpoHMUecKasa
obcTpyKkTHUBHasa 0oJie3Hb Jierkux (XOBJI), OakTepuallbHad IIHEBMOHUSA U
mykoBucuunmos (Linden et al., Eur Respir J 15:973-7, 2000; Rahman
et al., Clin Immunol 115:268-76, 2005), a Takue 3zadojieBaHUS, Kak
XPOHMUeCKas OOCTPpYyKTMBHas OoJie3Hb Jerkux (XOBJI), ajuleprruyeckue

PVMHHMTEL ¥ MYyKOBMCIMIOS, XapaRTepnu3yrnTCcAd TUIIePpUYyYyBCTBUTEJIEHOCTEO

IEIXaTeJIbHEX nyTer (Fahy m O'Byrne, Am. J Respir Crit Care Med
163:822-3, 2001).

[Ipn aJlIepTUUYeCcKon BPOHXMAIbLHOM acrTMme HaJiuaue BEICOKUX
YPOBHeM aJlepreH-ClleupUuue CKUX IgE ABJISAETCH oTODpaxeHUeM
afeppaHTHOI'O MMMYHHOTO oOTBeTa Th2-kjeTok Ha OOBUHO BIOBIXaEMEE
aJlJlepTeHH OoKpyXalmelr cpelbl. JeHIPUTHEE KJIETKU (DC), KOTOpPHE
HeIllpepPEBHO AHAJIU3UPYT nocrylapmue Uy XepOOHEE AQHTHUI eHEHL,
Ipe3eHTUPYT aJijlepreHE T-kjeTkaM. Ilocjie cHeUMdMUEeCKOM aKTUBaLUU
nocpencrasoM DC ajiepreH-choelupuuecKre JUMMOOLMTE, IIPUCYTCTBYIIME
B IOPaXeHHHX [OHXATEJBbHHX OYTAX, OpolyuupyioT Th2-UMTOKMHE -
VHTepJIeKNH (IL) -4, IL-5 wm IL-13 - KOTOpHE IONIOJIHUTEJIBEHO
KOHTPOJIMPYIOT TpaHCCyIaluio JEeMKOLUMTOB, TUIeplliasuin ©O0KaJIOBUIHEIX
KJIETOK u OPOHXMAJIEHYIO TUIIEPPEAKTUBHOCTD (BHR) . cCcLiv,
nponyumpyeMele DC, nyTem cTumyJaumy CCR4 MHOVUUPYIOT CeJIEeKTUBHY
vurpaunion Th2-rjerok, HO He Thl-wxijeTok. Takoe JieueHMe aHTUTEeJIaMU
K CCL17 CHMXAJIO UM CJIO CD4+ T-KJIETOK u DOBUHOOUIIOB B
BpOoHX0AaJILBEOJIAPHOM JaBaXHOM XuIKoCcTM (BAL), OPOOYKIMIO LUTOKMHOB
Th2 ¥ TUIeppPeakKTUBHOCTL MOBEIXAaTeJILHHX [OYyTeM IIOoCJie aHTUTeHHOTO
CTUMyJla B MOIeJiaxX OpOHXMaJIbLHOM acTMH y MBIIEeM, yKa3eHBasg Ha To,
uTo HeWTpalns3alumsa CCL17 ABJIAeTCH OCyleCTBUMOM CTpaTeruen
VHIVOMPOBAHMSA aJUIepPIMUeCKOTI'0 BOCIIAJIEHUS Y UYeJlIOBeKa.

JacTo [OpMMeHSAeMBle MOOeJM OpOHXMAaJIbHOM acCTMH M BOCIAJIEHUS
OHXAaTEeJIbHEIX I[IyTeM  BKJKUAlT B cebsa  MOoIeJib Cco CTUMYyJIAIUEN

OBaJILOYMMHOM, MO IOeJIn C MeTaxOoJMHOBOM ceHCcUOUIM3aLKUeEN u
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ceHcubunuzauuen Aspergillus fumigatus (Hessel et al., Eur J
Pharmacol 293:401-12, 1995). MHruOMpOoBaHMEe IPOOYKUMM LUTOKMHOB U
XEMOKMHOB B KYJIbTypax UYeJIOBEUEeCKMUX DIUTEeJIMAaJIbHEX OpOHXMAJIbHEX
KJIETOK, OPOHXMAJbHHEHX (UOPOOJIaCTOR WM KJIETOK IJIagKoM MyCKyJaTypPH
IHIX A TeJIbHEIM nyTremn MOXeT OHITE VCIIOJIE30BAaHO B KauecTBe
SKCIEPUMMEHTAJIbHEX MoIeJiel in vitro. BBemeHMe aHTUTeJ] U300peTeHUs
B JmoOyil M3 IOaHHHX MOIeJIeM MOXHO MCIIOJBL30BATE IJIS  OlLeHKU
20PeKTUMBHOCTHU oBJjieryeHM CHMIITOMOB u V3MEeHEeHU TeueHUA
BPOoHXMAJILHOY acCTME, BOCIIAJIeHUS IHXaTeJIbHHX IyTew, XOBJI m T. II.

ATOonMUeCKUM oepMaTuT ABJIAETCSHA IIpYMepOM CCL17-
OTIOCPEeOBAHHOTO BOCHAJUTEJIEHOTO COCTOAHUA.

OOMH acleKT wu3o00peTeHUS HABJIAeTCHd crnocobom JeueHmsa CCL17-
OTIOCPeOBAHHOTO 3abojieBaHMA, BKJOUAKIIKMM B ce®d BBeIeHMe aHTUTeJa
n300peTeHUs HyXIaoIeMyCcd B 5BToOM CYOBEeKTY B TeueHMe BpPEMeHM,
OOCTaTOUHOTO mJjsa JedeHmsa CCL17-onocpenoBaHHOTO 3aboJiIeBaHUA.

B HeKOTOPHX BapMaHTax OCYIEeCTRBJIEHMS, OIMCAHHEIX B HACTOAIEM
OOKYMEHTe, CCL17-onocpenoBaHHOE 3aboJieraHue ABJIAETCA
BOCHANIMTEJIBHEIM 3ab0oJIeBaHUEM.

B HeKOTOpPHX BapMaHTax OCYIEeCTBJIEHMS, OIMCAHHEX B HaCTOAIEM
IOOKYMEHTe, BOCHaJluTeJIbHOe 3abojieBaHmMe IMOpelcTaBJjigeT cobor acTMmy,
SI'3BEHHBM KOJIUT (4K), aToNNUeCKUM oepMaTUT (ALl MJIN
UAOMONATUUECKUM JIeTOUHEM ¢udpos (WD) .

OOMH BapMaHT OCYIEeCTBJIeHMA Mu300peTeHMd [ABJISEeTCS CIocoOoM
JleueHsa OPOHXMAJILHOM acCTMel, BKJIOUAKIMM B ce®d BBeleHMe aHTUTeJa,
ONIMCAaHHOTO B HaCTOAmEM IOOKYMeHTe M300peTeHMd, CyDBeKTYy B TeueHNe
BpeMeHM, IOCTaTOUYHOT'O IJIiSA JeueHMUs OPOHXMAJILHOM aCTMH.

OOMH BapMaHT OCVYIECTBJIEHUA MN300peTeHMd H[ABJIAeTCS CrIocoboMm
JIeUueHus S3BEHHOTO KOJMTa, BKJIOUaKmMM B cebd BBeIOeHUE aHTUTeJa,
ONIMCAHHOTO B HAaCTOAmMEM IOOKYMEHTe M300peTeHMrd, CyDBeKTY B TeUeHMe
BpPEMEHM, HOOCTATOYHOTO MOJISA JIeUeHMS S3BEeHHOTO KOJMTA.

OOMH BapMaHT OCYIECTBIEHUA W300peTeHMd H[ABJISETCS CIOoCODOM
JIEUeHUsa aTOoNMUYEeCKOoTo JIepMaTuTa, BKJKUAaKIMM B CceBbsa BBeIeHUe
aHTUTeJla, OINMCaHHOT'O B HaCTOAMEM IOKYMeHTe WM300peTeHUrsa, CYOBeKTYy
B TeuyeHNe BpeMeHM, OOCTaTOUHOTO oJIg  JIeUueHusd aTOININYECKOT'O
oepMaTmUTa.

OIMH BapMaHT OCYUEeCTRBJIEHUA MBO@peTeHMH ABJIAETCA CIoocoboM
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JedeHUsa WIONONATUUECKOTO JIeTOUHOTO (muoOpo3a, BRIANUAKIVM B Cceb4d
BBEIEeHMe aHTUTeJla, OIMCAHHOT'O B HaCTOAMEeM IOKYMEeHTe u300peTeHUd,
CyDBEKTY B TeueHNe BpeMeHU, OOCTaTOUHOT'O nJisg JIeueHMn
UOMOINaTUUEeCKOTO JIETOUHOT'O (pubposa.

Beenenne/bapMalieBTUMUECKME KOMIIOSBULIAMA

B HacToAleM n3o00peTeHUn IpenJIOXeHE bapMalleBTUUECKUE
KOMIIOB3ULINM, COIOepXallre aHTHUTeJla, CHeuMpuuecKMr CcBa3uBakmme CCL17
HacTosmero u3o00peTeHMsS ¥ dapMaleBTUUECKM IIPUEeMIIEeMBlY HOCUTEJb.
s TepaleBTUUECKOTO IpYMeHeHM aHTUTeJa, crneunudmuueckKu
cBaszeBanmme CCL17 HacTodAmero M300peTeHMd, MOTYT OHTH IIOJIYUEHH B
BUIE bapMalleBTUUECKOMN KOMIIO 3ULIVN, comepxamemn >0beKTUBHOE
KOJIMYEeCTBO HIOMEHa, MOJIeKyJ WJIM aHTUTeJla B KadecTBe aKTHMBHOTO
VHTpelVeHTa B bapMalleBTUYECKHU IpMEMJIEMOM  HOCHUTEJIE. TepMmH
KHOCUTEJIb» OTHOCUTCSH kK pa30aBUTeJIaM, aIblOBaHTaM, »>KCLUUIIMEHTAaM
WV HOCUTEJI, BMECTe C KOTOPHMM BBOIUTCH aKTHMBHOE COEIMHEHUE.
Takye HOCHUTEeJM MOTYT OHTE XUIOIKOCTAMM, TaKMMM KaK BoIoa UM Maclia,
BKJIOUA 4 Macia, [oJiyyaeMHe n3 HedTH, Macia KXKVMBOTHOTO,
PacTUTEJIBHOTO VI CUHTETUUYECKOT O [IPOUCXOXIEHUS, TakKue Kak
apaxmcoBoe MacJiO, COeBOe MacJio, MHMHepaJlbHOe MacJio, KYHXYTHOE
MacJo ¥ T. . Hamopumep, MOXHO MCIoJgb30BaThk 0,4%-1 COJISHOMU
pacTtBop u 0,3%-¥ pacTBOp IJIMLUMHA. OTU PACTBOPH CTEPUJIBHEL ¥ IIO
CymecTBY He coIepxaT TBepPOHX IpuMeceN. 3aTeM CTepUIIM3aluio
IIPOBOOAT C MCIOJIB30BaHMEM CTaHIAPTHHX XOPOMO WM3BECTHHX MeTOOUK
CTepuIn3almun (HanpuMep, OMIBETPOBAHUA) . Kommosmuunm MOTYT
comepxaThk (QapMalleBTHUUECKM IIPpHMEMIIEMEIE BCIOMOT'aTeJIbHEHE BEIeCcTBa,
HeoOXOoOVMEE OJIS COOTBETCTBYNIMX O(UIUOJIOTHUUECKUX VYCJIOBUM, TakKue
KakK peryaupynmme pPH u OybepHEe AT eHTH, CTabuIn3npyKomm1e,
crymamnmme, YBJIaXH S0Ime u OKpallMBawlme aTeHTH u T. II.
KoHueHTpaums MOJIEKYJI VI AHTUTEI HaCTOAmMETO n3obpeTeHuUd,
ONIMCaHHHX B HaACTOAlMEeM IOOKYMEHTE, B TakKoM (apMalleBTUUYEeCKOM
cocTaBe MOXET 3BHAUMTEJIBHO BapbMPOBaATHCH, T. €. OT MeHee UeM
npudanusuressHo 0, 5%, o0OBUHO OT, IO MeHbIey Mepe, IpPpUOIM3UTEJILHO
1% BILJIOTH pife) 15 wmam 20% 1o Macce, " oyner BHIOMpAaTLCH
IpeMymeCcTBEHHO Ha OCHOBe HeOoOXOIMMOWM HOO3H, OOBLEMOB TeKyuen
Cpenbl, 3HaueHUM BA3KOCTM M T. II. B COOTBETCTBUM C KOHKPETHHM

BBI@paHHBIM criocotoom BBeIcHNMA. llogxopAume HOCHUTEJIMN 12 COCTaBEHI,
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BKJIOUaAA »OpyTre OeJIkM UeJIOBeKa, HalpMMep CHBOPOTOUHHM aJibOyMMH
yeJIOBeKa, OIMCaHB, HalpuMmep, B Oybjaukauum Remington: The Science
and Practice of Pharmacy, 21°° Edition, Troy, D.B. ed., Lipincott
Williams and Wilkins, Philadelphia, PA 2006, Part 5,
Pharmaceutical Manufacturing pp 691-1092, cM. B 0COOeHHOCTM CTp.
958-989.

PexuM BBeOeHUSA MOJA TepaleBTUUECKOTO MIpPpMMeHEeHMS aHTUTeJI,
crieuMdmMUecKM CpepA3HBaomMxcsa ¢ CCL17, HacToAmero M300peTeHUs,
ONMCAaHHHIX B IaHHOM MHOOKyMeHTe, MOXeT IMpeldCTaBJIATL cobon Jmobon
COOTBETCTBYKIUN OYThH, o0ecleuMBalomMl IOCTaAaBKY areHTa B OpTaHU3M
X034MHa, Taxkou Kak apeHTepallbHOE BBelleHUE, HallpuMep,
BHYTPUKOXHOE, BHYTPHUMHIIEUHOE, MWHTpalepUTOHeaJIbHOe, BHYTPMBEHHOE,
I[IOOKOXHOE, JIETOUHOE; uepes  CIM3BUCTHE  OOOJIOUKMU (lepopalibHO,
MHTpaHas3aJIbHO, MHTpaBalMHaJIbHO, PEeKTallbHO); C MCIOJb30BaHMEM
cocTaBa B BuOe TabOJleTKM, KallCyJikl, pacTeopa, I[OopollKa, I'elid,
TpaHyJl; ¥ CcoIepXalerocd B MOpMle, MMILJIAHTMPOBAHHOM YCTPOMWCTBE,
OCMOTHMUECKOM Hacoce, KapTpulxe, MWUKpOHacoce; WM Xe C I[IOMOIBI0
IPYyTUX CPeOCTB, OUEBMIHEIX IJA KBaJIUMQUMUIMPOBAHHOTO CIelrajiucTa,
KOTOPEE  XOPOWO WM3BECTHH B  JaHHOM  oOJlacTH. JlokaJM30BaHHOE
BBeIeHMe MOXHO oOO0ecleuuThb, HalpuMep, IyTeM »IOCTaBKM B CyCcTaB,
OpOHXM, OpPKIHYI IIOJIOCTL, BHYTPbL KaIlCyJEl, XpPAll, I[IOJIOCTL, KJIETKY,
MOBXEUOK, XeJlyDoueK MOo3Ta, TOJCTYI KMUIKY, IeVKy MaTKM, XeJIyOoK,
IIeUueHb, MMoKapnm, KOCTBE, Tas, epukapn, OpOIMHY , IIJIEBPY,
npocrTaTty, JerKMe, OpaAMyl KUIKY, I[I0OUKY, CeTuaTKy, I[I03BOHOUHUK,
CYCTaBHYK CYMKy, TpPyOHYKD KJeTKy, MaTKy, COCyI, BHYTPbL MOUEBOTO
Iy3HpPSA, B TOBPeXIeHHYK TKaHb, BaTlMHaJBLHO, pPeKTaJlbHO, OyKKaJbHO,
CYyOJIMHTBAJIbHO, MHTpPaHa3aJIbHO WJIM TpaHCOepMalJlbHO.

TaxkuMm oBpasomM, bapMalleBTUUECKYIO KOMIIO 3ULINI HacToAmLeIo
n300peTeHMUsa, ONMCaHHYK B »OaHHOM MHOOKYMeHTe, MOJIS BHYTPUMBIIEUHON
VMHBEKIUM MOXHO TOJYUYMTL C CoIepXaHueM 1 MJI CTEPMJIBHOM BOXOH
Oybepa M OT NpPUOAMUIUTENILHO 1 HI' po nOpubiamsuTegsHo 100 Mr/xr,
HaopuMep, OT IIpubaM3uTesbHOo 50 HT po npubiamusmurejbHOo 30 MID/KT,
i  0oJiee OPEeNIoUYTUTEJIBHO — OT OpUOIM3UTEJIEHO OoT 5 MI' IO
NpUBIM3UTENILHO 25 MI'/KI' aHTUTeNa, CHelUudruecKM CBSA3BBAKIETOCHS C
CCL17 HacTOAWeI'0 M300pPEeTEeHUA.

Io=a, BBOOVMMA S naumMeHTy, UMenleMy CCL17-onocpenoBaHHOE
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COCTOSHME, HOCTaTO4YHa IJIA TOI'0o, UYTOOH OOJeIluuThk CHMIITOMEL WJIU
OCYIeCTBUTDH JleueHHMe CCL17-omnocpenoBaHHOTO COCTOSAHMUSA
(«TepalleBTUUECKHA 20beKTUBHOE KOJIMYECTBOY») , M MOXeT VHOT'oa
cocraBasaTs oT 0,1 mo 10 Mr/KT Beca TeJjla, Haopumep, 1, 2, 3, 4,
5 6, 7, 8, 9 mwm 10 MI/KI, HO MOXeT OHTbL IaXxe BHIIE, HaIpPUMep,
15, 20, 30, 40, 50, 60, 70, 80, 90 mmm 100 mMrp/kr. Takxe MOXHO
obecneurBaTh (QUKCUPOBAHHYK pPa30ByK 003y, Hampumep, 50, 100, 200,
500 mym 1000 MI, MJIM »JoO3a MOXEeT 3BaBMCEeTh OT IJIomaIM IIOBEPXHOCTU
TeJla DalueHTa, Haopumep, 400, 300, 250, 200 mmm 10 Mr/M?. OBLIUHO
BBOOAT oT 1 pmo 8 pmo3 (Hanpumep, 1, 2, 3, 4, 5, 6, 7 wmam 8), HO
MOXHO BBOOMTL 10, 12, 20 wnuam ©OoJlee 1O3. BBeIeHMe aHTUTEJ,
crneunuduueckm CcBA3BBammuxca ¢ CCL17, HacTodamero wm3o00peTeHuUsd,
OINMCAHHHX B OaAaHHOM IOKYMeHTe, MOXHO IIOBTOPATL uUepe3 OIHM CYTKHU,
IOIBOE CYTOK, TpOoe CYTOK, UYeTBepo CYTOK, IIATb CYTOK, MeCTb CYTOK,
OOHY HeneJo, IOBe Helelr, TpW HemOeJM, OIMH MecHdll, I[OATb Helelb,
mecTk HelNeJb, CEeMb HelneJbk, IBa Mecsdla, TpM Mecsdla, JYeTHpe
MecHdlla, IIATk MECHAILEB, IMeCThb MEeCALeB WM 0oJiee. Takxe BO3MOXHE
IIOBTOPHHE KYPCH JeUueHMS B BUIOe OJIUTEJLHOTO MIPpMMeHeHMsa. IIOBTOpHOe
BBelIeHMe MOXHO IIPOBOIMUTHL B TOM Xe IO3e WM B IPyTIoM mo3e.

HosupoBKy aHTUTeJ K CCL17 10 u300peTeHur, OIMCaAHHOMY B
OaHHOM OOKYMEHTE, KoTopad oynerT 50beKTMBHA B JIeUeHUN
VMMYHHOOIIOCPEeOOBAHHEIX  BOCIAJIMTEJIbHEX 3aboJjieBaHu, TakMx  Kak
OpoHxXMaJIbHAAg acTMa, MOXHO OINpelelJIMTh IIyTeM BBeOeHUS aHTUTeJ K
CCL17 B COOTBETCTRByKIME XWMBOTHEE MOOEJM, XOPOMO WM3IBECTHHE B
DaHHOM oB0JIacTM UM OIMCaHHBE B HACTOSAMEeM OOKYMeHTe.

Ois UIeHTUOUKALUA OIITUMAJIb HEIX IVarnas30HOB IO3E MOXHO
OOIIOJIHUTEJILHO MCIOJB30BaThk aHaJIM3H 1Iin vitro. BeOOpP KOHKPETHOM
50PeKTUBHOM HOOBH (HampuMmep, C IIOMOMNLID KJIMHMUECKUX MCIHTaHMUMN)
MOXeT OCYMEeCTBJIATLCA ClIelMaJlMcTaMM B OaHHOM o8JlacTM Ha OCHOBe
HECKOJIBKMX (aKToOpoB. Takme OGaKTOPH BKJIOUAKT: IMOOJeXallee JIEUeHU
WY HOpodmiiakTMKe 3abojJleBaHMe, CHMMIITOME 3aboJieBaHusda, Maccy TeJa
naluMeHTa, VMMyHOJIOTMUECKUM CTaTyC I[allMeHTa ¥ IpyTMe M3BeCTHHE
creumaJgmucTaMm baKTOPH . TouHas nosa, nperHas3HadyeHHad oJis
IpUMeHeHUusS B COCTaBe KOMIIO3UIMM, TakKXe 3aBMUCUT OT OYyTM BBEeIeHUMA
u TaxecTu 3aboJjieBaHMAg, M IOOJDKHA OIpPenesiATbCad Ha OCHOBaHUMU

peleHMs Jeuvamero Bpaua M COCTOSHMA KaxXOoro IalMeHTa. 2O0heKTUBHHE
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OO3H MOXHO BSKCTPAaloJMpPOBATL Ha OCHOBe KPMBOWM IOMHAMUKM «IOO3a-—
OTBET», IIOJYUYEeHHOM B TECTOBHX CHUCTEeMax MOoIOeJIeM KUMBOTHEIX 1n
vitro. AHTHUTeJIa II0 M300PEeTEeHMI0 MOXHO IIPOTEeCTUPOBATL Ha IIpeIMeT
nx 20beKTUBHOCTM M OPeKTUMBHOM IOO3UPOBKM C MCIHOJIb30BaHMEM JoOOM
13 MoneJieM, ONMCAaHHOM B IOaHHOM IOKYMEHTe.

Hampumep, o¢apMaleBTUUeCKYI KOMIIOBULMKD, COoOepXallyld aHTUTela,
crneumudmuueckm CBA3BBammmecs ¢ CCL17, HacToAmero u300peTeHud,
ONMCAaHHEHE B IaHHOM IOOKYMeHTe, IOJSI BHYTPUBEHHOM MHOY3UM MOXHO
IPUTOTOBUTEL TakKuMM oOpa3oM, UYTOOH OHa coIepXalsa OIpubiIM3UTeJIbBHO
200 MJI CTepWMJIBHOT'O pacTBopa PuHTepa M OT NPUOIU3UTEJIEHO 8 MI' IO
OIPUOIIUBUTEIIBEHO 2400 MT, oT OPUOIUBUTEIILHO 400 MI oo
npubamsureyisHo 1600 M wim  oT OpmubiamsuressHo 400 M©T Omo
npubiam3uTeabHo 800 MI' aHTUTEeJ, CHeluMdUMUecKM CBA3HBAKMUXCH C
CCL17, HacTosamero mM300peTeHMI NOJI9 BBeIeHUMA IIalMeHTy BecoM 80 KI.
Crnoco®u MOJIyUeHMS KOMIIO3MUMUNM JIS HapeHTepalJIbHOTO BBeIOeHUS XOPOIo
M3BECTHEl M oOIMcaHH 0OoJlee nonpo®HO, HalpuMmep, B Remington's
Pharmaceutical Science, 15th ed., Mack Publishing Company,
Easton, PA.

AHTHUTeJla, chOeuupruueckM CcBa3vBakmmecsa ¢ CCL17, HacToAmeIro
n3obpeTeHuUsd, OIIMCaHHHE B OaHHOM OOKYMEHTE, MOTYT OHITH
JIMOGMIIM3MPOBAaHE IOJIS XPaHeHMSA M BIIOCJIEOCTBMU Ilepell MCIOJIb30BaHUEM
BOCCTAHORJIEHH (paCTBOpPEeHH) B I[IOOXOOANIEM HOCKUTeJIe. BHJIO IIOKa3aHo,
uTo OaHHasa MeToIMKa 20beKTMBHA oJis CTaHIapTHHEX BeJIKOBEIX
IpenapaToB, IIPM 5STOM MOXHO MCIOJbL30BATL MBBECTHHE B IaHHOM
oBJIacTU CIOCOOH JIMOOUIM3aALUM UM BOCCTAHOBJIEHUA.

AHTHUTeJIla, CchOeludrMUuecKM cCBa3pBalommecss ¢ CCL17, HacToAmeIo
n3o0bpeTeHnUsa, OIMCaHHEE B JaHHOM JOKYMeHTe, MOXHO BBOIUTH B
KOMOMHALWM CO BTOPHEM TepaleBTUUECKUMM CPeICTBOM OIHOBPEMEHHO,
[IOCJIeIOBATEJIbHO WMJIM OTIEeJIBHO.

HacTosamee wu300peTeHMe nHajiee OyOeT OIMCAHO CO CCHJIKOM Ha
HIWKETIPUMEB eI eHHEIE creumMpuuecKue [IPVMEDH, He VIMEeRIe
OTPaHMUUTEJIBHOTO XapakKTepa.

DpuMep 1. CoBIJaumMe aHTUTEJ, HeNTpammsymummux CCL17

UeJIOBEeUEeCKUM CcCcL1iv, CBA3BEBAKIMMC A c bparmMeHTaMM Fab,
OoTOUpPaJIM M3 HOBHX I[IOJIYUEHHHX OUCILJIEMHEX plX-0aroBex OuUBIMOTEK,

ONMCAaHHHX B Oyoamumkauum Shi et al., J. Mol. Biol. 397:385-39¢,
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2010; MeXIYHapOOHOM [IaTeHTHOM Iy OJIMKaLn \E W02009/085462;
[IaTeHTHOM noybJsukalumm CIHIA N US2010/0021477; naTeHTHONM IIYOJIMKALIUMU
CIIA N US2012/0108795. Bkpatue, OUOJIMOTEKM  CcO3IDaBaJiM IIYyTEM
IUBepCUOMKALMYM UYeJIOBeUeCKMX MaTPUKCOB, IIpPM KOTOPOM TeHH VH
3apOOHIEeBOM JIMHUN IGHV1-69*01, IGHV3-23*01 u IGHV5-51*01
PEeKOMOMHUPOBAJIM C UYeJIOBeUeCKMM MUHUIeHOM I1GHJ-4 1[OoCpeICTBOM
nemyau H3, a ueJjioBeueckue TeHH VL kappa 3BaponbmeBol JuHUM 012
(IGKV1-39*01), L6 (IGKV3-11*01), A27 (IGKV3-20*01) m B3 (IGKV4-
1*01) pexoMOMHMpPOBAJIM C MMHUTeHOM IGKJ-1 C T[IOJIydeHMeM IIOJIHEIX
ooMeHoB VH wm VL. [Ona »nuBepcupurkaluy BHOMPpAJIM Te IIOJIOXEHUA
BapuabeJIbHHX ofJjlacTel JeTkKoW U TaXeJIOM Lelr BOKpyI HOeTejb HI,
H2, L1, L2 wmu L3, @OJg KOTOPHX OHJI BHABJEH UYaCTHM KOHTAKT C
O eJIKOBEIMU u el TUIHEMY aHTHUIeHaMM . Iueepcrudmuranmsa
IOCJIENOBATEJILHOCTH B BHOPaHHEX TIOJIOXKEHM AX OT'paHNuUMBaJIach
oCTaTKaMM, MHOABJAKIMMUCSA B KaXIOM M3 TIOJIOXeHUM B CeMeMCTBax

3apOObIIeBEX I'eHOB IGHV wmim IGLV Oj4 COOTBETCTBYKIMX I'eHOB IGHV

MJin IGLV. IVBepCUOUKALINIO e TJIu H3 cosmaBajiu, MCIIOJIbL3Y A
CUHTEeTHUUeCKHue KOpOTKME I CpenoHue reTJmn OJIVMHOM 7-14
aMMHOKMCJIOT . PachnpenejieHMe aMMHOKMCJIOT B IeTJie H3  BHEIIOJHAJIU

aHaJIOTMYHO HabOjomaeMo¥  BapMalMy  aMMHOKMCJIOT B UeJIOBEUECKUX
aHTuTeJax. CosmaHMe OuBIMOTEeKM INOoOpoOHO omnmcaHo B Shi et al., J
Mol Biol 397:385-96, 2010. MaTpMKCH, MCIOJbL30BaHHEE OJIS CO3IaHUSA
BbubamoTex, IoJIydalin HaVMEHORBaHU A B COOTBETCTEUU c 1794
[IPOUCXOXIEHVEM OT UeJIOBEUeCKOI'O 3aponblueBoro r'eHa VH m VL. Tpwu
BUOIMOTEKM TAXEJIEX Lelel CKOMOMHUPOBAJM C UYEeTHPBMSA 3apOHIleBHMU
JeTrKUMM LenaMy UM OubIMOoTeKaMM 3apOoIHMEeBHX JIETKUX llelel, co3IaB
24 YHUKAJIBHEIX  KoMOMHaluuu  VH:VL  »oid CKaHVpPOBaHMA. Bce 24
OUOIMOTEeKN KOMOMHAaIIUM VH:VL MCIIOJIE30BaJn B SKCIIepPUMMEeHTax
baroBoOro HIpoCceMBaHUS OTHOCUTEJIEHO 4YejioBeueckoro CCL17.

[I5HHVMHT OUOJIMOTEK BHIIOJHAIM C MCIOJBE30BaHMEM UYeJIOBeUeCKOI'O
CCL17 C SEQ ID NO: 1. Bxpartue, YeJIOBeUeCKUN CCL17
OUO TUHWUIINPOBaJIN C MCIIOJIE 30BaHNEM CTaHOapTHEX CIIOCOOO0EB, u
OMOTUHUIIMPOBAHHEM YeJioBedeckun CCL17 (Bt-huCCL17) 3axBaTHBaJIM Ha
MaTHUTHEEe TIpaHyJel (Dynal, M280), NDOKPEHTHE CTPeNTaBUOMHOM, U K
TpaHyJlaM n0oOaBJI4AJIA Fab-pIX-paroreue OUOJIMOTEKNA . VcnoJsib 3y eMue

kKOoHUeHTpauun Bt-huCCL17 cocraenadnu 100 HM mms uukioB 1 m 2 m 10
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EM - nmiuda uMkioB 3 u 4. CKpMHMHI CBA3HBaHUA Fab ¢ uyeJloBeUueCKUM
BesikoM CCL17 BHIIOJIHEH C noMompln WMOA. [ja I[IBHHUMHIT'a IIOKPHTHEe bt-

huCCL17 MarHMTHEHE TpPaHyJiEl [IPOMEBaJIM ¥ OJokuporasu ¢ PBST-M

(bochaTHO-HaATPUEBHMU Oybep (PBS) c 0,05% Tween-20 u 3%
0BEe3XNUPEHHOTO CYyxXOoTO MOJIOKA ) . Ha IIPOT SIKEeHUN LMKJIa 1

BJIOKMPOBAHHEM dar wu3 OuMbaAMoTek DoOaBJAIM K T'paHyJlaM ¥ BpalaJu
nopu KOMHAaTHOM TeMIIepaType. I'panyJis IIPOMEIB aJIN u oajee
MHKYOMpOBaJM B KYJIbLTYype KJeTok (MC1061F’) E. coll B Jjar-dase, u

MHOMUMPOBaHHEEe E. coli BHpamuBaJM Ha IIJlaHmeTax ¢ arapoM—-LB B
TeueHMe HoumM Opu 37°C. Ha cjedyomee YTPO KYyJLTYPH cocKpebajnu C
IJIAHMEeTOR Ha cpely C 2 MI 2xYT (20% DmaMuUepMrH) Ha KaxOwl ILJIaHmeT,
kK 50 mn 2xYT (yrJyeBon) mpofarianu 50 MrJI BakTepMalJlbHOM CYCIIeH3UU
Y BHpamuBaM InOpu 37°C, BCTpaIxXMBag B TeueHMe OO 2-X uYacoB. K

KyJIETYypamMm B cepenmHe Jar—odasu noB0aBJIaIn bara-rnnoMomHMKAa u
KYJILTYPEH MHKYyOMpoOBaJM npu 37°C B TeueHme 30 MuMHYT. K Kaxoon

KyJIbType no0aBJIAIn KaHaMUIIVMH u nsonponmia-B-D-1-

THOoTalakTonvpanosun (MITI) 1o KOHEUHHX KOHUeHTpauuy 35 MKD/MI U

1 MM COOTBETCTBEHHO, ¥ BHpamMBaJM B TeueHue Houm npu 30°C,
BCTpAXUBASA. AMILITUOMUUMPOB aHHEI par nus BaKkTeprabLHOM Cpenn
ocaxnaJiu c MCIIOJIb 30BaHMEM [IOJINS TUJIEHTJINKOJIS (II2T") /NaCl u
pecycneHnupoBaiu B 1 wmin  PBS. 4 clielyomero LIMKJa I[ISHHMHTA
ucrnoJib30Bagu 200 MKJII.

[Iocjile Tpex LMKJIOB IISHHMHTA  darMmuoHyio THK  BHOEJISIM U3

VMHOMUIMPOBAaHHEIX KJeTok  MC1061F ¥ pacllelldann PECTPUKLMOHHEMN
bepmeHTaMM OJ4  yIOaJleHMsa I[IOCJIelOBaATEeJILHOCTHM, Koaupykmen plIX, u
JIMHeapM30BaHHy I[iasMuiHyin [THK Brpeszaam M ouMlajM OT al'apO3HEIX

TeJyel. BrnociaencTBumM 5STa JHA caMoJUIMpoBajack ¢ [OHK-jmraszson T4.

JinrvpoBauuyo [OHK sJexTponopupoBalM B KJeTky MCI1061F u HaHOCHIM Ha
[LJIaHIlEe TEL C arapoM-LB (yTJeBon/Tumoko3a) . KoJsionnm oT 3TON
BJIEeKTpolopauuy BHOMpam OJjd MNOA-CKpMHMHI'E M OLeHKM BKCIpeccum Fab.
Ha C-xoHLle TaxeJIOM LelMr OoparMeHTH Fab comepxaT BHyTpUMKapKaCHBM
His-Ter. TIlocjie NepBMUYHOTO CKpMHMHTa 24 ¢parMeHTH Fab YacTMUHO
ouMmany IIoCpeOCTBOM C-TepMMHAJIBHOTO His-Ter'a C  MCIOJB30BaHUEM
CTAaHOAPTHHX CIOCOOOB M [OIOJIHUTEJIbHO XapaKTepM30oBalll.

(DpaI‘MeHTbI Fab XapakRTeprnsoBaJllk I10 nx CBAS3EIBaHMIO C
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yeJioBeueckuM CCL17 (SEQ ID NO: 1), CCL17 sgBaHCKOM Makaku (SEQ ID
NO: 2), m CCL22 sgBaHCKOM MakakM (SEQ ID NO: 3) B aHaJlu3e MeTOIOM
MOA. KopoTko, 96-JIyHOUHBE ILJIaHmMeTH Maxisorp MHOKpHBaau 1 MKT/MI
KO3BMX AaHTHUTEJ] K JYeJloBeueckoMy Kappa (Southern Biotech). K
KaXxIoMy IJIaHmeTy »OOBAaRJANIM I[IOJyouMuleHHHY Fab. K kxaxpmol JyHKe C
3axBadveHHHM Fab nofaBiaam OMOTUHMIMPOBaHHHY huCCL17, cCCL17 wau
cCCL22. CBA3aHHHEE C 3axXBayeHHEMN bparMeHTaMuU Fab OeJiku
OOHapyXMBaJIM C MCIOJIbB30BaHMEM CTpPelTaBUIOMHA: I[IEePOKCHIAa3E XpeHa
(HRP) . Ins cozpeBaHua apPMHHOCTM BEHOpaJIM IOIATk QparMeHTOB Fab
(F21, F24, F34, F43 u F44), KOTOPHE CBA3HBAKTCHA Kak C
yeJjioBeveckumM CCL17, Tak u ¢ CCL17 4gBaHCKOI'O MakKaka, HO He C
CCL22 4BaHCKOI'O MakKakKa.

[lpmmep 2. CoBperBaHme addmHHOCTM aHTMUTEeNn K CCL17

[Iare ¢parMeHTOBR Fab EBHOUpan »OJ9 CO3peBaHMsa adOMHHOCTM Ha
OCHOBaHMM MX M3HaAuUaJIbHOI'C [podwmid xXapakTepucTuk. Co3peBaHUe
addMHHOCTM (QparMeHTOB Fab of6ecneumBaaM IIYTeM OUBEPCUOMKALINU
JIeTKMUX Llelel C MCHOJBb30BaHMeM TexXHOJIOTUMM CO3peBaHusa B JIMHUH,
onmcaHHoM B pabtore Shi et al. (Shi et al., J Mol Biol 397:385-
396, 2010), ¥ coxpaHeHMEeM MHBapMaHTa TaXeJIoN Lenu. Taxeslas Lelb
B oOparMmeHTax Fab Owvumta smbo VH3-23, Jgmbo VH5-51. BubimorTexu
cospeBaHMa adpdmHHOCTM F24 QopMMPORaNM yJydlleHHBe JuraHaou CCL17.

KopoTko, co3peBaHue addMHHOCTHU F24 obecrieunBaJin C
MCIIOJIb30BaHreM OubIMoTekM B3 Jerkux Lene. CxeMa IMBepcUbdMKalU
BubimmmorTek B3 1okaz3aHa B Tadbauile 2. IloJIoXeHMS YKa3aHH B BUIES

HyMepauum Kabar.

Tabmauua 2
[ToJioXeHMe ocTaTKa OcTaTok Komriosuumm
(KabaT) 3apOOHIEeBOM JIMHUM OUOIIMOTEKN
27d Y SYHFA
30 K KTNE
32 Y YFHNWDAS
50 W YWSRDYA
91 Y YSHA
92 Y YNDSHIFK
93 S SNTDGHR
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94 T TYLVEFAS

96 L WYFLIR

OBmlactm  VH ns3 bparMeHTOB Fab KJIOHMPOBAJIN B barMmno
bubmmorexku LC, UYUTO MHOPUBOIMIIO K TIOJIHOM IIOBTOPHOM OUBEPCUIMKALINA
LC npms xaxnoro Fab. O6jnacTtu VH BHOEJAIM IIYTeM PeCTPUKTUPOBAHUA
pacumernyieHusa MyHuNperos [THK ¢ ucnoseszoBaHueM Ncol u Apal. Objactm
VH BEIIEJIAJIN mus reJig " JINTUPOBAJIU B IOHK OUOJIMOTEKMU LC,

pacHmelrJieHHy HOIOOOHEM oO0pasoM. JIMTAaTHE OUMImAJM M TpaHCOPOPMMPOBAJIU
B KJeTkum MC1lO061F’. KijeTkn BeEHpammBaaImu B 2xXYT (yrojieBrom) 0o
nocTimmkeHMsa Jlar—dasel pocTa (ODgoowm = 0, 6) . HobaBasian Gar-IIOMOIHUK,

U KYJIBTYPH UHKYOMpoBaau npu 37 °C B mTeuenme 30 MmHyT. K Kaxmon
KyJIbType noOaBJANIM KaHaMuMUMH M MIITI' OO0 KOHEUHHX KOHUeHTpauuyu 35

MKP/NJ[ nu 1 MM COOTBETCTBEHHO U BHpallieaJlM B TeUeHNVe HOUM IIpU

30°C, BCTpPAXUBAA. dar n3 BakTepMallb HOM cpensl  ocCaxmajiu C
UCnoJib30BaHueM I[191'/NaCl u pecyclneHOupoBaJiM B PBS.

o1 nsHHMHT'a cos3peBaHMAa apdmHHOCTM BEt-CCL17 3axBaTHBaJIM Ha
50 MKJI IIOKPBITHIX CTPEeNTaBUIOIMHOM (SA) MaTHUTHEBIX TPaHyJI.
KoHueHTpauun aHTUIeHa cocTaBasaiau 100 BM g umkia 1, 10 BHM gis
nurja 2 u 10 HM mmsa uukia 3. I'paHyJiH [ODOoOBepTalid BO3IEMCTBUID 6
IpOMEIBOK C PBST ®  OOHOM  [IPOMEIBKU C PBS C IIOCJIenyK MM
vHbuumpoBanueM E. coli, xakK ONMCaHO BHIle. BHOejieHMe IJIasMUI C
skcHnpeccuen Fab wu skcopeccuno ¢parMeHTOR Fab  BHIOJHAIM, Kak
OIIMCaHoO.

C mnoMompil aHagm3a WMOA OpoBOOWMIIM CKPMHMHI OQparMeHTOB Fab c
coszpeBmey addPMHHOCTLID Ha CBA3WBaHMe ¢ huCCLl7 (SEQ ID NO: 1)
cCCL17 (SEQ ID NO: 2) m cCCL22 (SEQ ID NO: 3) KakK OIMCaHO BHIIE
o4 CBA3LIBAHUSA C huCCL17. NoeHTUudUUUpPOBaHHEE KJIOHH
CeKBEHMPOBAJH, npeoBpas30BHBAaJIM B LeJiele aHTuTesa 1gGl wm  cC
MCIIOJIb30BaHMeM MSD-SEA [nonTeepXnaljii MX CBA3wBaHMe ¢ huCCL17,
cCCL17 m cCCL22.

[TocamenoraTesibHOCTM CDR  MCXOODHOTO aHTUTeJla MM aHTUTeJl C
coszpeBme addMHHOCTHLIO MOKasaHH B Tabuuie 3 u Tadbiauie 4 miasa CDR ¢

TAXEeIJIBEIMM LellAMM VM JIEeTKVMMM LellAMM COOTBEeTCTBEHHO.
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Tabauua 3
HDCR1 HCDR2 HCDR3
NoneHTUudmKaATOP
SEQ ID SEQ ID SEQ ID
MAb [locsenoBaTeJIbHOCTE [locenoBaTeJIbLHOCTE [TocyenoBaTeJIbHOCTE

NO: NO: NO:

Cl7F24
SYWIG 4 IIDPSDSDTRYSPSFQG 5 VGPADVWDSFDY o

(MCXOOHBIT)

Cl7B234 SYWIG 4 IIDPSDSDTRYSPSFQG 5 VGPADVWDSFDY o
Cl7B235 SYWIG 4 IIDPSDSDTRYSPSFQG 5 VGPADVWDSFDY o
Cl7B236 SYWIG 4 IIDPSDSDTRYSPSFQG 5 VGPADVWDSFDY o
Cl17B237 SYWIG 4 IIDPSDSDTRYSPSFQG 5 VGPADVWDSFDY o
Cl17B238 SYWIG 4 IIDPSDSDTRYSPSFQG 5 VGPADVWDSFDY o
Cl7B239 SYWIG 4 IIDPSDSDTRYSPSFQG 5 VGPADVWDSFDY o
Cl17B240 SYWIG 4 IIDPSDSDTRYSPSFQG 5 VGPADVWDSFDY o
Cl7B241 SYWIG 4 IIDPSDSDTRYSPSFQG 5 VGPADVWDSFDY ©
Cl7B242 SYWIG 4 IIDPSDSDTRYSPSFQG 5 VGPADVWDSFDY ©
Cl7B243 SYWIG 4 IIDPSDSDTRYSPSFQG 5 VGPADVWDSFDY o
Cl7B244 SYWIG 4 IIDPSDSDTRYSPSFQG 5 VGPADVWDSFDY ©
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Tabauua 4
LCDR1 LCDR2 LCDR3
NoneHTUdMUKATOP
SEQ ID SEQ ID SEQ ID
MAb [locsenoBaTeJIbHOCTE [locnenoBaTeJIbLHOCTE [TocJenoBaTeJIbHOCTE

NO: NO: NO:

Cl7F24
KSSQSVLYSSNNKNYLA 7 WASTRES 19 QQYYSTPLT 27

(MCXOOHBIT)

Cl7B234 KSSQSVLLSFDNINKLA 3 NASTRES 20 QQFYSVPST 28
Cl7B235 KSSQSVLYSFYNFNALA 9 HASTRES 21 QQFYATPFT 29
Cl7B236 KSSQSVLLSPWNSNQLA 10 GASTRES 22 QQYYLIPST 30
Cl7B237 KSSQSVLTSYNNSNYLA 11 LASTRES 23 QOQYLSPPST 31
Cl17B238 KSSQSVLISAFNONPLA 12 DASTRES 24 QOQYQFIPFT 32
C17B239 KSSQSVLSSFTNTNTLA 13 HASTRES 21 QQYLIYPST 33
Cl17B240 KSSQSVLYSHVNYNALA 14 NASTRES 20 QOQYYTLPAT 34
Cl7B241 KSSQSVLNSFTNNNALA 15 EASTRES 25 QQTNSIPLT 35
Cl7B242 KSSQSVLFSHDNLNTLA 16 HASTRES 21 QQYYAVPQT 36
Cl7B243 KSSQSVLNSFDNKNDLA 17 EASTRES 25 QQHWQTPLT 37
Cl7B244 KSSQSVLSSITNVNDLA 18 TASTRES 26 QOQYYHDPFET 38
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NpumMep 3. CeBaBHBaHUE AHTUTEN K CCL17 c CcoBpeBuIen
abdmHHOCTEI0O ¢ uenoBeueckmM CCL17 m CCL17 ssBAHCKOI'O MaKakKa

AHTHTeJIa OlleHMBAaJIM II10 MX CBASBHEBaHUID C UdeJioBedeCckuM CCL17 wu
CCL17 gBaHCKOT'O MaKaka C MCIOJIbL30BaHMEM pPaBHOBECHOM addMHHOCTHU B
pacTeOope (SEA). MeTomMKa IJIS STUX DKCIEPMMEHTOB OBJIa aHaJIOTMUYHA
TOM, KOTOpas MCHoJb3oBajlack Haenel et al (Haenel et al., Anal
Biochem 339:182-184, 2005). Jgg IIOJYYEHMS KOMIIJIEKCOB aHTUIeH-
aHTUTEJIO ueJioBeueckuit CCL17 wmam CCL17 4BaHCKOTO MakaKa CepUMHO
pasBoIuMJIM B CoJieBOM Oydepe Ha ocHoBe Tpwmuc, comepxamem 0,05%
Tween-20, TBST (Thermo Scientific), B COOTHOmMeHMM 1:6, c
HadaJIbHOM  KOHIeHTpauuen 2 000 000 1M, B I[IOJUIPOIUIIEHOBHX
JlaHmeTax Cc 96 TJIyOOKMMM  JIYHKAaMM. IOnga 1[oJiydeHMsa  cMecel,
comepxXamux CcepuiHoe pa3BeleHMe XeMOKMHOB, HauMHasg OT KOHeUHOU
KOHUeHTpauuu 1 MKM ¥ C HOOCTOSHHOM KOHIEeHTpalueM aHTuTeJa K CCL17
(20 mM nmim 100 ©nM), kK KaXxIoOMy pPasBeleHMK XeMOKMHOB noO0OaBJIAIM
paBHEle OOBEME MOHOKJIOHAJIBHEIX aHTuTes (mAb) x hCCL17 npm 40 mM

wmm 200 M. CMecH HOoJIyyaJM B IBOMHOM D2K3eMIIApe ¥ MHKYOMPOBAJIM

npu 4°C B TeueHMe 48 UYacoB IOJIA OOCTWXEHMA paBHOBecusa. CBOBOOHOE
QHTUTEJIO OOHapyXMBaJiM C MCHOJIB30BaHMeM Hpubopa SECTOR Imager
6000 (Meso Scale Discovery). [loslydyeHHEIe  KPMBHE  CBA3LBaAHUA
COIIOCTAaBJAJM OJISA TIOJIyYeHUS PaBHOBECHOM KOHCTAaHTH Imuccoumaumm (Kp)
C MCIOJIb30BaHMeM OpoTrpaMMHOTO of8ecliedueHusa GraphPad Prism (Bepcus
5.01) ¢ wucCHoJgb30BaHMEM MOIEeJIM CBA3BBaHMA 1:1 1OJI4 BHIIOJIHEHUSA
HeJIMHEMHOTO PeTrpPeCcCHMOHHOTO aHajlMB3a MHaHHHEX I[10 MeTOony HaVMeHBLIVX
KBaapaToOB. B Tabauiie 5 IIoKasaHu abpdbmHHOCTHU AHTUTEJI K
yeJIOBeUeCKOMY CCL17 u CCL17 IBaHCKOTO Makaka. IMnamnasz3oH
adpdMHHOCTEM cCoOCTaBJISJI OT OKoJjo 2 1M @mo okojo 700 mnM gJag
yejioBeuveckoro CCL17 m oT okojo 200 mM mo okojgo 9500 mM mja CCL17
ABAaHCKOTO Makaka. Co3OaHHBE aHTHUTeJla CBA3HBAJMCH C UYeJIOBEeUEeCKUM
CCL17 ¢ adduMHHOCTAMM OT OKOJIO 2- n»Oo okoJo 150-xpaTHO OO0Jiee

BHICOKMMM, 4YeM IIpKu CBA3HBaHMM ¢ CCL17 ABaHCKOI'O MakakKa.
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Tabmuua 5
AdpdpuHHOCTE (IIM) KpaTHOCTE CBA3HBaHUA C
CCL17 UeJIOBEeUeCKMM
VonenTudukaTop | YeloBeueCcKuUmM
ABAHCKOT'O CCL17/CCL17 4BaHCKOTO
MAb CCL17

Makaka Makaka

Cl7F24
1000 H/o*
(MCXOOHEI)

Cl7B234 2 230 115,0
C1l7B235 72 9497 131,09
Cl7B236 39 297 7,6
C17B237 657 3066 4,77
C17B238 115 1456 12,7
Cl17B239 92 630 6,8
C17B240 83 4596 55,4
Cl17B241 50 583 11,7
Cl7B242 167 384 2,3
Cl7B243 28 677 24,2
Cl7B244 33 565 17,1

*He omnpeneJieHHO.

Dpumep 4. OnTmMmMBauuss a”HTHUTen Kk CCL17

AuTuTesyia Cl17B234 m C17B240 x CCL17 comepxXaJu I[IOTeHIMAaJbHHN
caT N-CBA3aHHOTO IVIMKOJM3UPOBaAHMSA B Haudajie LCDR2 (NAS). OcTaTok
(N) acraparmMHa B IoJioxeHur 50 ocTaTka (HyMepauusa KabaT) wus3
Cl7B234 myTuUpoBaJM OO MeCTM Pa3JIMUHHX aMMHokucJoT (A, D, G, S, T
u I).

[IoTeHIMAJLHEM MOTHUE M30MepHU3allM aclapalMHOBOM KUCIOTH (DS)
uneHTUuOUUMpoBaauM B HCDR3 B mcxomHoMm Cl17F24 m Bcex eI'o BapMaHTax
C cospeBmey addmHHOCTHI. [Ja aHaluza 2d0dexTa  =BaMeH B STOM
[IOJIOKEHUM OCTaTOkK cepuHa B 1oJgoxeHum 100c (HymMepaumsa Kabart)
MyTUpoBaJM mo A, T mmbo S wmiam D B nojoxeHur 100b MyTupoBaiu 1o E
B TaxeJoy uLemnm mM3 C1l7B234 mAb. IloJydeHHBEe TsXeJbe lLelM ClapuBaliu
C JeTkoM lenbio M3 C1l7B258 mAb.

AHTUTeJIa BKCIpeccHupoBaliM kak I1gGl m u3Mepanu ux addMHHOCTHL
K uyeJiloBeueckoMy CCL17 m CCL17 4gBaHCKOIO Makaka. B Tabauie 6 u

Tabsmile 7 IIokasaHH IIocJenoBaTesibHOCTM CDR TSXeJIONM UM JIeTKOM liellel
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ONTUMM3VPOBAHHEX  aHTUTEI. B TadJauie 8 rnokasaHa addPMHHOCTE
aHTUTEJ K  UeJIOBEUECKOMY CCL17 u CCL17 ABAHCKOTO MaKaka.
MyTareHes NbLO B JerkoM lLenu IOpuBesl K oT 2- 5»no 100-xpaTHOMY

YIIYUIIEeHNMI CBAS3SBEBAHMA.
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Tabauua
HCDR1 HCDR2 HCDR3
NoneHTUdMUKATOP SEQ ID SEQ ID SEQ ID
[IocienoBaTeJIBHOCTD [IocsienoBaTeJIEHOCTE [IocyienoBaTEeJIbHOCTD
MAb NO NO NO:
Cl17B257 SYWIG 4 IIDPSDSDTRYSPSFQG 5 VGPADVWDSFDY 6
Cl7B258 SYWIG 4 IIDPSDSDTRYSPSFQG 5 VGPADVWDSFDY 6
Cl17B260 SYWIG 4 IIDPSDSDTRYSPSFQG 5 VGPADVWDSFDY 6
Cl7B262 SYWIG 4 IIDPSDSDTRYSPSFQG 5 VGPADVWDSFDY 6
Cl7B263 SYWIG 4 IIDPSDSDTRYSPSFQG 5 VGPADVWDSFDY 6
Cl7B264 SYWIG 4 IIDPSDSDTRYSPSFQG 5 VGPADVWDSFDY 6
Cl17B293 SYWIG 4 IIDPSDSDTRYSPSFQG 5 VGPADVWDAFDY 42
C17B2924 SYWIG 4 IIDPSDSDTRYSPSFQG 5 VGPADVWDTFEDY 43
C17B295 SYWIG 4 IIDPSDSDTRYSPSFQG 5 VGPADVWESFDY 44
Tabamua
LCDR1 LCDRZ2 LCDR3
NoneHTUudMKaTOP
SEQ ID SEQ ID SEQ ID
MADbL [TocyienoBaTeJBHOCTD [TIocyienoBaTeJBEHOCTE [TocyienoBaTeJILHOCTD

NO: NO: NO:

Cl7B257 KSSQSVLLSFDNINKLA 8 AASTRES 39 QQFYSVPST 28
Cl7B258 KSSQSVLLSFDNINKLA 8 DASTRES 24 QQFYSVPST 28
Cl1l7B260 KSSQSVLLSFDNINKLA 8 GASTRES 22 QQFYSVPST 28
Cl7B262 KSSQSVLLSFDNINKLA 8 SASTRES 40 QQFYSVPST 28
Cl7B263 KSSQSVLLSFDNINKLA 38 TASTRES 26 QQFYSVPST 28

6

7
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Cl7B264 KSSQOSVLLSEFDNINKLA 8 IASTRES 41 QOFYSVPST 28
Cl7B293 KSSQSVLLSEFDNINKLA 8 DASTRES 24 QOFYSVPST 28
Cl17B294 KSSQSVLLSEFDNINKLA 38 DASTRES 24 QOFYSVPST 28
Cl7B295 KSSQOSVLLSFDNINKLA 8 DASTRES 24 QQFYSVPST 28
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Tabauua 8
AppmHHOCTEL (IIM) KpaTHOCTE
CBSA3BIBAHUSA C
NnenTtudpmraTop CCL17
YeJIOBEUECKUM yeJIOBEeUeCKMM
MAb ABAHCKOTI'O
CCL17 CCL17/CCL17
MaKaka
ABAHCKOI'O MaKakKa
Cl7B257 0,1 65,6 656, 0
C1l7B258 0,1 41,6 416, 0
Cl7B260 0,5 30,4 72,8
Cl7B262 0,3 55,5 185,0
Cl7B263 0,1 75,59 755,9
Cl7B264 0,4 71,83 179, 06
C1l7B293 < 0,1 39
Cl7B294 1 22 22,0
Cl17B295 175 29892 170, 8

OcTaTok TpunropaHa B HCDR3 B nosoxeHum 100a (HyMepalusd
KataTr) B mAb m3 Cl7B236 MOeHTUOMUIMPOBAH KakK MIpednojlalaeMbll CamnT
HeXeJlaTeJIbHOTO  [IOCJIETPaHCHALUMOHHOTO  OKUCJIeHUD. 3TOT OCTaTOK
MyTHpoBaJs no 17 »OpyI'Mx aMMHOKUCJIOT (Bcex, kKpoMe C m M) B
ucxomgHoMm Fab C17B236, Cl7F319, KOTOPEM  ABJideTcd mADb. s
bopMMpoOBaHMA DTOM I[IaHeJIM OCYWMeCTBJIANM MyTaleHes II0 KyHKeJlo C
KomoHOM NNK wmim omopenesidainr OJIMIOHYKJIEOTUOH KONOHAa. BIOCeICTBUU
5T QpaTrMeHTH Fab mnomoBepralM CKPUMHUMHIY C MCIOJB30BaHMeM Habopa
VNOA nisa peuentopa-akTupaTopa NFkB mid onpelielieHMSA CBASHBAaHUA Kak
C OMOTHMIMHMPOBAHHEIM uyejioBeueckrMM CCL17, Tak m c CCL17 4BaHCKOTO
Makaka. IlaTe BapuaHToB (W - R, Y, F, T, 1) »OeMOHCTPMUPOBAJIU
HEeKOTOpYyK CTelleHb CBA3bBaHuA B MOA cBaswBaHuA Fab (rabimua 5).
Tpr HawjlydllMx BapMaHTa KOHBepTHMpoBauM B mAb (M17B288, C17B289,
Cl17B290) nmiua oskcopeccum wm  MSD-SEA (rabiuua 6). BOJBIMHCTBO
BapUAaHTOBR IIPOABJIAJIO CHUXEHHYK adOdMHHOCTE K udeJjiloBedeckoMmy CCL17 wm
CCL17 4BaHCKOI'O MakKakKa.

[locsenoraTesibHOCTM VH M VL aHTMTeJI IIOoKazaHH B Tabimie 9.
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Tabauua 9
VH SEQ ID VL SEQ ID
mADb

NO: NO:
Cl7F24

45 49

(MCXOOHBI)

Cl17B234 45 50
C17B235 45 51
C17B236 45 52
C17B237 45 53
C17B238 45 54
C17B239 45 55
C17B240 45 56
C17B241 45 57
C17B242 45 58
C17B243 45 59
C17B244 45 60
C17B257 45 61
C17B258 45 62
C17B260 45 63
Cl7B262 45 64
Cl17B263 45 65
Cl7B264 45 66
C17B293 46 62
C17B294 47 62
C17B295 48 62

IpuMep 6. BrOOp KOHCTAHTHHX oOJiacTen

BrOpaHHEE aHTUTeJla KJIOHMpoBaJM kKak 1gG2 wmim  IgG4 co
CcJle nyIoMMA 3aMeHaM S228P/L234A/1235A IgG4 VI
V234A/G237A/P238S/H268A/V309L/A3305/P331S IgG2, C MCIOJbL30BaHMEM
CTaHOAapTHHX CHOCODO0B. B Tabmuile 10 moxaszsaHH [OJIYUYeHHEE aHTUTeJa.

Tabamuua 10

HaszBaHUe BapuabeJibHEE
V=soTun
mAb obJjacTt M3 mAb

V234A/G237A/P238S/H268A/V309L/A330S/
C17B302 C17B293
P331S IgG2
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C17B311 |S228P/L234A/L235A IgG4 C17B293
V234A/G237A/P238S/H268A/V309L/A330S/

C17B301 C17B294
P331S IgG2

C17B312 |S228P/L234A/L235A IgG4 C17B294

TaxeJitle M JIeTKME LENM HEeKOTOPHX AaHTUTeJ [IOKa3aHBEl HIUXe:

CB302 HC (SEQ ID NO: 67)

EVQLVQSGAEVKKPGESLKISCKGSGYSFTSYWIGWVROMPGKGLEWMGIIDPSDSDTR
YSPSFQGQVTISADKSISTAYLOWSSLKASDTAMYYCARVGPADVWDAFDYWGQGTLVTVSSAS
TKGPSVFPLAPCSRSTSESTAALGCLVKDYFPEPVTVSWNSGALTSGVHTFPAVLOSSGLYSLS
SVVTVTSSNEGTQTYTCNVDHKPSNTKVDKTVERKCCVECPPCPAPPAAASSVEFLFPPKPKDTL
MISRTPEVTCVVVDVSAEDPEVQFNWYVDGVEVHNAKTKPREEQFNSTFRVVSVLTVLHQDWLN
GKEYKCKVSNKGLPSSIEKTISKTKGQPREPQVYTLPPSREEMTKNQVSLTCLVKGEFYPSDIAV
EWESNGQPENNYKTTPPMLDSDGSFEFLYSKLTVDKSRWQQOGNVESCSVMHEALHNHYTQKSLSL
SPGK

CB302 LC (SEQ ID NO: 68)

DIVMTQSPDSLAVSLGERATINCKSSQSVLLSFDNINKLAWYQQKPGQPPKLLIYDAST
RESGVPDRFSGSGSGTDFTLTISSLOAEDVAVYYCQQFYSVPSTFGQGTKVEIKRTVAAPSVEI
FPPSDEQLKSGTASVVCLLNNEYPREAKVOWKVDNALQSGNSQESVTEQDSKDSTYSLSSTLTL
SKADYEKHKVYACEVTHQGLSSPVTKSEFNRGEC

CB301 HC (SEQ ID NO: 69)

EVOLVOSGAEVKKPGESLKISCKGSGYSFTSYWIGWVROMPGKGLEWMGIIDPSDSDTR
YSPSFQGQVTISADKSISTAYLOQWSSLKASDTAMYYCARVGPADVWDTEDYWGQGTLVTVSSAS
TKGPSVFPLAPCSRSTSESTAALGCLVKDYFPEPVTVSWNSGALTSGVHTFPAVLQSSGLYSLS
SVVTVTSSNEGTQTYTCNVDHKPSNTKVDKTVERKCCVECPPCPAPPAAASSVFLFPPKPKDTL
MISRTPEVTCVVVDVSAEDPEVQFNWYVDGVEVHNAKTKPREEQFNSTFRVVSVLTVLHQDWLN
GKEYKCKVSNKGLPSSIEKTISKTKGQPREPQVYTLPPSREEMTKNQVSLTCLVKGEFYPSDIAV
EWESNGQPENNYKTTPPMLDSDGSFEFLYSKLTVDKSRWQQGNVESCSVMHEALHNHYTQKSLSL
SPGK

CB301 LC (SEQ ID NO: 70)

DIVMTQSPDSLAVSLGERATINCKSSQSVLLSFDNINKLAWYQQKPGQPPKLLIYDAST
RESGVPDRFSGSGSGTDFTLTISSLOAEDVAVYYCQQFYSVPSTFGQGTKVEIKRTVAAPSVEI
FPPSDEQLKSGTASVVCLLNNEYPREAKVOWKVDNALQSGNSQESVTEQDSKDSTYSLSSTLTL
SKADYEKHKVYACEVTHQGLSSPVTKSEFNRGEC

[IpymMmep 7. OmnpegelsieHMe XapaKTepMUCTUK aHTuUTen k CCL17

g OLIEHKM CIIOCOBDHOCTHU MHI‘M@MPOB&TB OMOJIOTUUECKYIO
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akTMBHOCTE CCL17 aHTHMTesa Kk CCL17 xapaKTepusoBajM B IIOTOKe
KaJblLMAg, aHalu3e pelrnopTepa P-appecTrHa M aHalM3e xXeMOoTaKCcuca.
AHanus IIOTOKA KaJIbLLIUS . Axams MOOMIIM3aln KaJlblUMU4g

MCIIOJIb 30BaJIN 0Ji4 TeCTUPOBAHUS CIIOCOBHOCTHU mAb TUBPUIOMEL

HeVTpaln30BaTh CcUTHaJauHT CCL17. Kimerkm CCRFE-CEM (ATCC® CCL—ll9m)
BHpallMBaJM B KyJbType B cpele RPMI c¢ GlutaMAX; 10% &BC; 10 MM 4-
(2-TUOPOKCUBRTUII) —1-IIUIIePasUHsTaHCyYJEPOHOBOM KMcJIOTH  (HEPES), 1
MM mmpyBaTa HaTpusa, 4500 Mmr/a rumoko3el M 1500 Mr/min BukapboHaTa
HaTprsa B uMHKyOaTope npu 37°C ¢ 5% HacwmenueMm CO,. KiIeTkM MeTUIN
KpacuTejleM C MCHoJb30BaHMeM Habopa Fluo-8 NW No Wash Calcium
Assay Kit (M 36315) mnpomsBomcTBa koMmIaHumu BD Bioquest, 1Inc.
TecToBEe aHTUTeNa ¥ 10 HT/MI uenoBeueckoro CCL17 wmimm 5 HD/MI
CCL17 sApaHCKOI'O MakakKa I[IpeIBapUTeJIbHO MHKYyOMPOBAaJIM C TeCTOBHEMU
aHTUTEeJIaMM M CMeChb H»OODaBJAIM K KJIeTKaM. OJIIyOpeCleHTHHM CUTHAJ
OOHapyXMBAaJIN C MCIIOJIE 30BaHMEM FDSS 6000 (Hamamatsu, .
Bpumxyorep, mraT Heo-Ixepcwu, CIA), npuMeHasd Bo3DyxnmeHme 490 HM u
sMMUCCHIO 525 HM.

AHanmMB 1O TeHy-penopTepy P-appecTmHa. AHanmms P-appecTuHa
MCIIOJIb30BaJI 0JId OLleHKM CIIOCOOHOCTHU AHTUTEJI K CCL17

HelTpaln3oBaThk OQyHKUMIO CCL17. AHaJM3 BHIIOJHAJIM C MCIOJb30BaHMEM
anajmMsa P-appecTuHa PathHunter eXpress (DiscoveRx). KopoTko,
crnocof®HoCcTks aHTUTeJ k CCL17 wmHrubupoBaTk CCL17-MHOIYLUMPOBAaHHOE
pekpyTUpoOBaHre P-appecTuHa OlleHMBaJM B KJleTkax Hek293, COBMeCTHO
sKCHpeccupypommx CCR4, CIIUTHI B kKapkace C MaJlulM (parMeHTOM
ProLink™ ¢depmenTa, ¥ CHIUTHHM OeJIoKk P-appecTuHa ¥ MyTaHTHYD N-

TepM/MHaJIbHY »ejenuio B-gal (HaswBaeTcd akLelITopoM bepMeHTa, WU
EA). AxTuTesa k CCL17 B pa3JIMUHHX KOHIeHTpauuax (0,15 #M - 1
MKM) coemuHgaau ¢ 20 HM CCL17, M cMech MHKyOUpoBaiu opu 37°C B
TedeHre 20-30 MMHYT Inepen noBaBJIeHMeM KOMILJIeKca aHTuTeJio—-CCL17
KJIeTKaM. BIOCJeIOCTBMM CMeChb HAHOCWJIM Ha KJIEeTKM U WHKYyOMpOBaJM
npu 37°C  (95% 0,/5% CO,) B TeueHre 90 MMHYT. B KaxOoyon JYHKY
nobaBiygaamM 55 MKJ [OPOABJIAKIIETO pPearleHTa WM MHKYOMpOBaJIM IIPU
KOMHAaTHOM TeMIepaTrype B TeueHue 60 wMuH. IIpo®H CUMTHEHBAJIM Ha

CTaHIOapTHOM CHeKTpO(l)OTOMeTpe OJIA I[IPpOoUYTEeHNMA JIOMVHECILIEeHTHEIX
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[UJIaHETOR UM BHUMCIAJIU BeJIMUMHEL 1Csg.

AHanus XeMoTakcuca AHaJM3 XeMoTakcMca MCIOJb30BaJiM OJid
OeMOHCTpaluuu TOI'0, YTO aHTuTesa k CCL17 uMHTUOMPYRT OYHKLMIO
CCL17. Murpaumwo kjeTok HSC-F (xkjmerxkm HSC-F nojgydajuM M3 MCTOUHMKA
pPeareHTOB OT HeUeJIOBeKOOOpasHHX IpMMaTob HallMOHAJILHOTO MHCTUTYTAa
3npaBooxpaHeHusa (NIH Nonhuman Primate Reagent Resource) wiu
kJeTok CCRF-CEM (ATCC® CCL—119W) OlLleHMBaJIM C MCIOJIb30BaHMeM 96-
JIYHOUHOM KaMepEH 0JId XxeMoTakcuca c MCIIOJIb 30BaHMEM
noJmrapBOoHaATHOTO QuibTpa 5 MKM B COOTBETCTBMM C I[IPOTOKOJIOM,
onvcaHHEIM B Imai et al. 1997; Imai et al. 1999. KopoTKO, HWXHHUE
KaMepe 3anoJHaav 1o 320 mka 0,1% RPMI/BSA m 1 HM UeJIOBEUECKOTO
CCL17 wmm CCL17 gBaHCKOI'O Makaka 0e3 I[IpMMEHEHUS pPa3JIMUHEIX
KOHIeHTpallui aHTUTEeJl MJIM C UMX uUchooJbs3oBaHuem (0,125; 0,25; 0,5;
1 m 10 wMKD/MJI) ¥ @»ajlee OCTOPOXHO TIOKPHBAJIM IIOJMKapOOHATHOM

MeMOpaHo¥. KieTku mOpoMeiBanv PBS u cychnennupoBasiy B RPMI/BSA 0,1%

1o O,5><lO6 KJIETOK/MJI M B BepxHMEe KaMephbl OoOaBJIAIM KJISTOUHY

cycrneHzup. KaMeph MHKYOMPOBaJiM B TeueHMe 60 MMH B YBJIQXHEHHOM 5%

CO, uHKyOGaTope mnpu 37°C ¥ oOHNpelesialM KJIEeTKM, MUTPUPYOIME B HMKHIO0D
KaMepy uepe3 MeMOpaHy, C MUCIOJB30BaHMEM aHallu3a XU3HEeCIIOCOOHHX
JIOMMHECILeHTHHX KJIeTok Cell Titer-Glo.

B Tabimmue 11 mnokaszsaHH 3HadeHusa IC5H0 @mjagd aHalM3a I[IOTOKa
KaJgblMa. [JaHHEHEe [ABJIATCH CpelHMM I[okKasaTelJleM Tpex He3aBUCHUMEX
DKCIIEPUMEHTOB. Kaxmoe mADb [IOJIHOCTRIO HelTpaln30Bajlo IIOTOK
KaJblMsa, MHOYUIMPOBAHHEM UYejloBeueckuM CCL17 wmim CCL17 4BaHCKOTO
Makaka IIPpM MCIOJb30BaHuM Jmdo 10 Hr/mi(l,25 HM) UelloBeUueCKOTO
CCL17, mmBo 5 Hr/mMiun (0,625 HM) CCL17 4gBaHCKOI'O MakKaka, M, Kak
IIOKal3aHo B Tabjule 11, BelIMUMHE  1Csp OBIIM  HOPpUOJIM3UTEJIBHO
SKBUBAJIEHTHH OJII KaXIoI'0 aHTUTeJla KakK K 0OeJky UeJloBekKa, TakK K
feJIky SABaHCKOT'O MaKakKa.

Tabamia 11

ICs0 (HM)
mAb UeJIoBeUEeCKUN CCL17 daBaHCKOTIO
CCL17 Makaka
C17B302 0,593 0,238
C17B311 0,553 0,239
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Cl17B318 0,275 0,237
C17B319 0,753 0,289
Cl7B234 0,421 0,369
Cl7B235 0,558 0,919
Cl7B236 0,385 0,349
Cl7B237 0,882 0,549
Cl17B238 0,387 0,348
Cl17B239 0,427 0,430
C17B240 0,405 0,308
Cl17B241 0,456 0,339
Cl7B242 0,483 0,340
C1l7B243 0,231 0,310
Cl17B244 0,311

B Tabmauile 12 mnokasaHH 3HaueHua I1Cso OJIS aHaJus3a P-appecTuHa.

HaHHEIE ABJIARTCHA CpelHVM

mADb

IIoKazaTeJIleM TpeX He3aBUCHMMEBEIX

BSKCIIEPUMMEHTOB . Bce OBIM  CHOCOOHH NIOJIHOCTLI MHIUOUPOBATH

peKpyTHUpOBaHre B-appecTrHa, MHOYLUMPOBAHHOe uUejioBeueCKkmM CCL17 wuaum

CCL17 sapaHCKOI'O Makaka, Opu 20 HM M »DO303aBUCUMO MHIUOMPOBATH

peKkpyTUpoOBaHre B-appecTrHa, MHOYUMPOBAaHHOe uejioBeuecCkuM CCL17 wuau
CCL17 4BaHCKOT'O MakakKa, C DKBMBaAJIEHTHOWM CUJION.

Tabauua 12

YPOBHEM MHPM@MPOB&HME

OKOJIO

50%

CCL17 dABaHCKOTO
YeJgoBeueckuir CCL17
MakKaka

ICso (HM) CraHI. ICsy (HM) CraHp.

C17B302 13,94 9,56 13,412 6,403

C17B311 10,65 2,89 10,324 2,569

C17B318 11,006 2,886 12,141 2,294

C17B319 14,225 4,133 17,51 6,605

C17B234 8,42 5,525 5,391 0,0431

C17B236 6,98 3,33 9,502 0,073
Ha &wur. 1 wm OQdur. 2 1noka3aHO MHIMOMpPOBaHME XeMOoTakKcHuca
BHIOpPaHHEIMM aHTUTEeJIaMU KJIeTKax dYeJloBeKa M HABaHCKOTO Makaka
COOTBETCTBEHHO. Bce IPOTEeCTUPOBAHHEE aHTUTEeJa VMHTUOUPORBRAN

MHIOIYUVMPOBAHHEM dYejioBeueckyM CCL17 xeMoTakcuc kJjeTok CCRF-CEM c

Opu KOHUeHTpauum aHTuTesg 0,5
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MKT /M. C17B302 m C17B311 wuHTHMOMPOBaIM XeMOTaKCUC KJIeTok HSC-F
ABAHCKOTO Makaka, MHOyuUmMpoBaHHEM CCL17 sgBaHCKOTO Makaka, C
YPOBHEM MHIMOMpPpOBaHUA OKOJIO 50% mnpu KOHLUeHTpaumu aHTHUTesd 0,5
MKT'/MJI.

IpmMep 8. KapTupoBaHmMe SIUTOINOB aHTMUTeJNa Cl7B236 x CCL17

CBA3HBAMUNM SOUTON aHTHUTeJa C1l7B236 (VH: SEQ ID NO: 45; VL:
SEQ ID NO: 52) omnpenensailM C IIOMOILI PeHTIeHOKpMUCTaJJIoTrpaduu.

YesoBeueckut CCL17 skcIOpeccupoBalM B E. coli, BHIOSNAIU U3
TeJlell BKJIOUEHMS WM BHIIOJHAIM pedosomHI'. dparMeHT Fab m3 C17B236
mAb »kcOpeccuUpoBaM B kJeTkax HEK293F. CCL17: xommjiekc C17B236
noJiydaly IIyTeM cCcMellMbBaHuMsa wajmmka CCL17 B MOJSPHOM COOTHOUWEHUU
1,6:1. BoocjJemcTBMM KOMILJIEKC OUMIIAJIM C IIOMOUWBI SKCKJIO3MOHHOMN
XxpoMaToIpapum. KoOMILJIEeKC KpUCTaJJIM30BaJIM M3 pacTBOpa, CcomepXallelo
20% PEG 3350 m 0,2 M TaptpaTra K/Na, croocofoMm muddysum rapa.
IDaHHEIE pPEeHTIeHOJIOTMUECKOW mudpakummM cobupaar OO pa3s3pemeHus 1,9
A. CrpyxTypy ompenesanM C I[IOMONBIO MOJIEKYJIAPHOM BaMeHE U OuMIaliu
oOT npuMecey c dpakTopoM R 18,0%.

SnuTon C1l7B236 aApjsgeTcd KOHOQOPMALMOHHEM M OXBaTHBaeT 3
cerMeHTa MoJlekyJiel CCL17, a mMMeHHO, IBe IIeTJiM (ocTaTku 21-23 u
44-45) n C-TepMMHAJIbBHYK  CIOMpaJib (ocTraTkm 60-68) . KimroueBEle
B3aMMOINEVCTBMA BKJIOUAT OCHOBHEE OCTaTKuM Arg22 u Lys23 u3 CCL17
M KJacTep KUCJOTHHX ocTaTkoB B HCDR2, Brimwouas Aspb2, AspbS u
Asp57. B momnoJiHeHMe K DTUM SJIeKTPOCTaTUUeCKMM B3aMMOIEVMCTBUAM B
LeHTpe »ourona Mexny Trp33 mu TrplO05 wm3 VH m Arg22 wm CCL17
BOSHUKAIT KOHTaKTH Bau-mep-Baajnbca. YUUTEBA A KOJIMUECTEBO
KOHTAKTOB, KJIUEBHM OCTATKOM B3IOUTONa fABJAeTca Arg22, KOTOPHM
cTHKyeTCcsa C Trp33 m3 VH M co3maeT MHOXeCTBO KOHTaAaKTOB C HCDR3.
OcTaTku IapaTolla M SIOMTOolla I[IoKasaHH Ha odur. 7.

[TapaTon  (ocTaTkM aHTUTEJNa, Y4YacTByKoIMe B CBA3HBaAHUU C
CCL17) BriwuaeT 18 O0OCTaTKOB, KOTOPEEe OTHOCATCA kK 5 m3 6 CDR
(Bce, kpome LCDR2).

Snuron C17B236 HaxOIMTCSA Ha [IPOTHUBOIIOJOXHOM CTOPOHE OT
[IOBEPXHOCTM IMMepu3aluum MoHoMepa CCL17. TakmMm ob6pas3oMm, C17B236
OJIOKUpPYEeT OVMePU3alMio CCL17. SbdexT HeTpaln3aluum Cl7B236

IIponcxXxoomT OT KOHKYPEeHLUM C CCR4 =a IIepekKprBammMeCcd SIIMTOIIH.



6’/

[locnenoBaTeJILHOCTH :

SEQ
Twun Buno OrnmcaHue I[TocienoBaTeJIbHOCTE
ID NO
argtnvgreccleyfkgaiplrk
lktwygtsedcsrdaivivtvqgg
1 PRT Homo sapiens CCL17
raicsdpnnkrvknavkylgsle
rs
margtnvgrecclkyfkgaiplr
klktwygtsedcsrdaivivtvg
2 PRT ABaHCKUM MaKak CCL17
nkaicsdpndkkvkkalkylgsl
ers
gpyganmedsvccrdyvryrmpl
3 PRT SIBaHCKMM MakKak CCL22 rvvkhfywtsdscprpgvvllts
rdkeicadprvpwvkmilnklsg
VickyCcCcTBeHHad HCDR1 wu=3
4 PRT SYWIG
[IOCJIEOOBATEJIBHOCTE Cl7F24
VickyCcCcTBeHHad HCDR2 wu=3
5 PRT IIDPSDSDTRYSPSFQG
[IOCJIEOOBATEJIBHOCTE Cl7F24
VickyCcCcTBeHHad HCDR3 mu=3
© PRT VGPADVWDSFDY
[IOCJIEOOBATEJIBLHOCTE Cl7F24
LCDR1 wu=3
VIckyCcCcTBeHHasa
7 PRT Cl7F24 KSSQSVLYSSNNKNYLA
IIOCJIegOBaATEJIBLHOCTE
(MCXOOHBIT)
VickyccTBeHHad LCDR1 wu=3
8 PRT KSSQSVLLSFDNINKLA
[I0CJIEOOBATEJIBHOCTE Cl7B234
VickyccTBeHHad LCDR1 wu=3
9 PRT KSSQSVLYSFYNFNALA
[IOCJIEOOBATEJIBHOCTE Cl7B235
VickyccTBeHHad LCDR1 wu=3
10 PRT KSSQSVLLSPWNSNQLA
[IOCJIEOOBATEJIBHOCTE Cl7B236
VickyccTBeHHad LCDR1 wu=3
11 PRT KSSQSVLTSYNNSNYLA
[IOCJIEOOBATEJIBHOCTE Cl1l7B237
VickyCcCcTBeHHad LCDR1 wu=3
12 PRT KSSQSVLISAFNONPLA
[IOCJIEOOBATEJIBHOCTE Cl1l7B238
VickyCcCcTBeHHad LCDR1 wu=3
13 PRT KSSQSVLSSEFTNTNTLA
[IOCJIEOOBATEJIBHOCTE Cl7B239
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VickyCcCcTBeHHad LCDR1 wu=3
14 PRT KSSQSVLYSHVNYNALA
IIOoCJIenoOBaTEeJIbLHOCTE Cl1l7B240
VickyCcCcTBeHHad LCDR1 wu=3
15 PRT KSSQSVLNSFTNNNALA
IIOCJIEOORATEJIBHOCTE Cl7B241
VickyccTBeHHas LCDR1 wu=3
16 PRT KSSQSVLFSHDNLNTLA
[IOCJIenoBaTeJIbHOCTE Cl7B242
VickyccTBeHHasd LCDR1 wu=s
17 PRT KSSQSVLNSFDNKNDLA
IIoCJIejoBaTeJIbHOCTD Cl7B243
VickyccTBeHHad LCDR1 wu=3
18 PRT KSSQSVLSSITNVNDLA
IIoCJIeoBaTeJIbHOCTD Cl7B244
LCDR2 wus3
VickycCcTBeHHasda
19 PRT Cl7F24 WASTRES
rocJleoBaTeJIbHOCTE
(MCXOOHBIL)
VickyccTBeHHad LCDR2 wus3
20 PRT NASTRES
rocJlenoBaTeJIbHOCTE Cl7B234
VickyCcCcTBeHHad LCDR2 wu=3
21 PRT HASTRES
IIoCcJIeoBaTeJIbHOCTE Cl7B235
VIckyCcCTBeHHad LCDR2 wu=3
22 PRT GASTRES
IIOCJIEOOBRATEJIBHOCTE Cl7B236
VickyCcCcTBeHHad LCDR2 wu=3
23 PRT LASTRES
[IOCJIenOoBaTeJIbHOCTE Cl17B237
VickyccTBeHHas LCDR2 wus3
24 PRT DASTRES
II0CJIeJOoBaTeJIbLHOCTD Cl7B238
VickyccTBeHHad LCDR2 wu=3
25 PRT EASTRES
II0CJIegoBaTeJIbHOCTE Cl7B241
VickyccTBeHHad LCDR2 wus3
26 PRT TASTRES
rocJlenoBaTeJIbHOCTD Cl7B244
LCDR3 wus3
VickycCcTBeHHasd
27 PRT Cl7F24 OOYYSTPLT
rocJleoBaTeJIbHOCTE
(MCXOOHBIT)
VickyCcCcTBeHHad LCDR3 wus3
28 PRT QOQFYSVPST
IIoCcJIeoBaTeJIbHOCTE Cl7B234
VickyCcCcTBeHHad LCDR3 wu=3
29 PRT OQFYATPFT
IIOCJIeOOBATEJIBHOCTE Cl7B235
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VickyCcCcTBeHHad LCDR3 wu=3
30 PRT QOOYYLIPST
IIOoCJIenoOBaTEeJIbLHOCTE Cl7B236
VickyCcCcTBeHHad LCDR3 wu=3
31 PRT QOQOYLSPPST
IIOCJIEOORATEJIBHOCTE Cl7B237
VickyccTBeHHas LCDR3 wu=3
32 PRT QOQOYQFIPFT
IIOCJIegOBaATEJIBLHOCTE Cl17B238
VickyccTBeHHasd LCDR3 wus
33 PRT OQOYLIYPST
IIoCJIejoBaTeJIbHOCTD Cl1l7B239
VickyccTBeHHad LCDR3 wu=3
34 PRT OOYYTLPAT
IIoCJIeoBaTeJIbHOCTD Cl1l7B240
VickyccTBeHHad LCDR3 wu=3
35 PRT OQOTNSIPLT
rocJlenoBaTeJIbHOCTE Cl7B241
VickyccTBeHHad LCDR3 wus3
36 PRT OOYYAVPQT
rocJleoBaTeJIbHOCTE Cl7B242
VickyCcCcTBeHHad LCDR3 wus3
37 PRT QOQOHWOQTPLT
IIoCcJIeoBaTeJIbHOCTE Cl7B243
VickyCcCcTBeHHad LCDR3 wu=3
38 PRT OQOYYHDPFT
IIOCJIeOOBaATEJIBHOCTE Cl7B244
LCDR2 wu=3
39 PRT AASTRES
Cl7B257
LCDR2 mu=3
40 PRT SASTRES
Cl7B262
LCDR2 wus
41 PRT IASTRES
Cl7B264
HCDR3 wu=3
42 PRT VGPADVWDAFDY
Cl7B293
HCDR3 wus3
43 PRT VGPADVWDTFDY
Cl17B294
HCDR3 wu=3
44 PRT VGPADVWESFDY

Cl7B295
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VH wus
Cl7F24,
Cl17B234,
Cl17B235,
Cl17B230,
C17B237,
Cl17B238,
EVQLVQSGAEVKKPGESLKISCK
Cl17B239,
GSGYSFTSYWIGWVROMPGKGLE
C17B240,
WMGIIDPSDSDTRYSPSFQGQVT
45 PRT Homo sapiens Cl7B241,
ISADKSISTAYLOQWSSLKASDTA
Cl7B242,
MYYCARVGPADVWDSFDYWGQGT
Cl7B243,
LVTVSS
Cl7B244,
Cl7B257,
Cl7B258,
Cl7B260,
Cl7B262,
Cl7B260,
Cl17B264
EVOLVQOSGAEVKKPGESLKISCK
GSGYSFTSYWIGWVROMPGKGLE
VH us WMGIIDPSDSDTRYSPSFEFQGQVT
46 PRT Homo sapiens
C17M293 |ISADKSISTAYLOQWSSLKASDTA
MYYCARVGPADVWDAFDYWGQGT
LVTVSS
EVQLVQSGAEVKKPGESLKISCK
GSGYSFTSYWIGWVROMPGKGLE
VH wu3 WMGIIDPSDSDTRYSPSFQGQVT
47 PRT Homo sapiens
Cl17B294 |ISADKSISTAYLQWSSLKASDTA

MYYCARVGPADVWDTEDYWGQGT
LVTIVSS
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EVOLVOSGAEVKKPGESLKISCK
GSGYSEFTSYWIGWVROMPGKGLE

VH us3 WMGIIDPSDSDTRYSPSEFQGQVT
48 PRT Homo sapiens
C17B295 |ISADKSISTAYLQWSSLKASDTA
MYYCARVGPADVWESFDYWGQGT
LVTVSS
DIVMTQSPDSLAVSLGERATINC
KSSQSVLYSSNNKNYLAWYQQKP
VL us
GOPPKLLIYWASTRESGVPDREFS
49 PRT Homo sapiens Cl7F24
GSGSGTDFTLTISSLOAEDVAVY
(MCXOOHEM
YCQQYYSTPLTFGQGTKVEIK
DIVMTQSPDSLAVSLGERATINC
KSSQSVLLSFDNINKLAWYQQKP
VL us
50 PRT Homo sapiens GOPPKLLIYNASTRESGVPDRFS
C17B234
GSGSGTDFTLTISSLOAEDVAVY
YCQQFYSVPSTFGQGTKVEIK
DIVMTQSPDSLAVSLGERATINC
KSSQSVLYSEFYNEFNALAWYQQKP
VL us
51 PRT Homo sapiens GOQPPKLLIYHASTRESGVPDREFES
C17B235
GSGSGTDFTLTISSLQAEDVAVY
YCQOFYATPFTFGQGTKVEIK
DIVMTQSPDSLAVSLGERATINC
KSSQSVLLSPWNSNQLAWYQQKP
VL us
52 PRT Homo sapiens GOPPKLLIYGASTRESGVPDRFS
Cl7B236
GSGSGTDFTLTISSLOAEDVAVY
YCQQYYLIPSTFGQGTKVEIK
DIVMTQSPDSLAVSLGERATINC
KSSQSVLTSYNNSNYLAWYQQKP
VL us
53 PRT Homo sapiens GOPPKLLIYLASTRESGVPDRFS
C17B237

GSGSGTDFTLTISSLOAEDVAVY
YCOOYLSPPSTEFGOGTKVEIK
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DIVMTQSPDSLAVSLGERATINC
KSSOSVLISAFNONPLAWYQQKP

VL us
54 PRT Homo sapiens GOPPKLLIYDASTRESGVPDREFS
Cl7B238
GSGSGTDFTLTISSLOAEDVAVY
YCOQOYQFIPFTEFGQGTKVEIK
DIVMTQOSPDSLAVSLGERATINC
KSSOSVLSSFTNTNTLAWYQQKP
VL us
55 PRT Homo sapiens GOPPKLLIYHASTRESGVPDRFS
Cl7B239
GSGSGTDFTLTISSLOAEDVAVY
YCOOYLIYPSTFGQGTKVEIK
DIVMTQSPDSLAVSLGERATINC
KSSQOSVLYSHVNYNALAWYQQKP
VL us
56 PRT Homo sapiens GOPPKLLIYNASTRESGVPDREFS
Cl1l7B240
GSGSGTDFTLTISSLOAEDVAVY
YCOOYYTLPATFGQGTKVEIK
DIVMTQSPDSLAVSLGERATINC
KSSQOSVLNSFTNNNALAWYQQKP
VL us
57 PRT Homo sapiens GOPPKLLIYEASTRESGVPDREFS
Cl7B241
GSGSGTDFTLTISSLOAEDVAVY
YCOQOTNSIPLTFGQGTKVEIK
DIVMTQSPDSLAVSLGERATINC
KSSQSVLEFSHDNLNTLAWYQQKP
VL us
58 PRT Homo sapiens GOPPKLLIYHASTRESGVPDRFS
Cl7B242
GSGSGTDFTLTISSLOAEDVAVY
YCOOYYAVPOTFGQGTKVEIK
DIVMTQSPDSLAVSLGERATINC
KSSQOSVLNSFDNKNDLAWYQQKP
VL us
59 PRT Homo sapiens GOPPKLLIYEASTRESGVPDREFS
Cl7B243
GSGSGTDFTLTISSLQOAEDVAVY
YCOOHWQTPLTFGQGTKVEIK
DIVMTQSPDSLAVSLGERATINC
KSSQSVLSSITNVNDLAWYQQKP
VL us
60 PRT Homo sapiens GOPPKLLIYTASTRESGVPDRFS
Cl7B244

GSGSGTDFTLTISSLOAEDVAVY
YCOOYYHDPFTFGQGTKVEIK
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DIVMTQSPDSLAVSLGERATINC
KSSOSVLLSEDNINKLAWYQQKP

VL us
ol PRT Homo sapiens GOPPKLLIYAASTRESGVPDREFS
Cl7B257
GSGSGTDFTLTISSLOAEDVAVY
YCOQFYSVPSTEFGQGTKVEIK
DIVMTQOSPDSLAVSLGERATINC
KSSOSVLLSFDNINKLAWYQQKP
VL us
62 PRT Homo sapiens GOPPKLLIYDASTRESGVPDREFS
C1l7B258
GSGSGTDFTLTISSLOAEDVAVY
YCOQQFYSVPSTEFGQGTKVEIK
DIVMTQSPDSLAVSLGERATINC
KSSQOSVLLSFDNINKLAWYQQKP
VL us
63 PRT Homo sapiens GOPPKLLIYGASTRESGVPDREFS
Cl7B260
GSGSGTDFTLTISSLOAEDVAVY
YCOQFYSVPSTFGQGTKVEIK
DIVMTQSPDSLAVSLGERATINC
KSSQOSVLLSFDNINKLAWYQQKP
VL us
! PRT Homo sapiens GOPPKLLIYSASTRESGVPDREFS
Cl7/B262
GSGSGTDFTLTISSLOAEDVAVY
YCQOFYSVPSTEFGQGTKVEIK
DIVMTQSPDSLAVSLGERATINC
KSSQSVLLSFDNINKLAWYQQKP
VL us
65 PRT Homo sapiens GOPPKLLIYTASTRESGVPDRFS
Cl7B263
GSGSGTDFTLTISSLOAEDVAVY
YCOQQFYSVPSTEFGQGTKVEIK
DIVMTQSPDSLAVSLGERATINC
KSSQOSVLLSFDNINKLAWYQQKP
VL us
606 PRT Homo sapiens GOPPKLLIYIASTRESGVPDREFS
Cl7B264

GSGSGTDFTLTISSLOAEDVAVY
YCOQOFYSVPSTEFGOGTKVEIK




74

6’7

PRT

Homo sapiens

CB302 HC

EVOLVOSGAEVKKPGESLKISCK
GSGYSEFTSYWIGWVROMPGKGLE
WMGIIDPSDSDTRYSPSEFQGQVT
ISADKSISTAYLOWSSLKASDTA
MYYCARVGPADVWDAFDYWGQGT
LVTVSSASTKGPSVFPLAPCSRS
TSESTAALGCLVKDYFPEPVTVS
WNSGALTSGVHTFPAVLQOSSGLY
SLSSVVTVTSSNEGTQTYTCNVD
HKPSNTKVDKTVERKCCVECPPC
PAPPAAASSVFLFPPKPKDTLMT
SRTPEVTCVVVDVSAEDPEVQEN
WYVDGVEVHNAKTKPREEQFNST
FRVVSVLTVLHQDWLNGKEYKCK
VSNKGLPSSIEKTISKTKGQOPRE
POVYTLPPSREEMTKNQVSLTCL
VKGEYPSDIAVEWESNGQPENNY
KTTPPMLDSDGSFEFLYSKLTVDK
SRWOOGNVESCSVMHEALHNHYT
QKSLSLSPGK

68

PRT

Homo sapiens

CB302 LC

DIVMTQSPDSLAVSLGERATINC
KSSQOSVLLSFDNINKLAWYQQKP
GOQPPKLLIYDASTRESGVPDRES
GSGSGTDFTLTISSLOQAEDVAVY
YCOQFYSVPSTEFGOGTKVEIKRT
VAAPSVEFIFPPSDEQLKSGTASV
VCLLNNFYPREAKVOWKVDNALQ
SGNSQESVTEQDSKDSTYSLSST
LTLSKADYEKHKVYACEVTHQGL
SSPVTKSEFNRGEC
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69

PRT

Homo sapiens

CB301 HC

EVOLVOSGAEVKKPGESLKISCK
GSGYSEFTSYWIGWVROMPGKGLE
WMGIIDPSDSDTRYSPSEFQGQVT
ISADKSISTAYLOWSSLKASDTA
MYYCARVGPADVWDTEDYWGQGT
LVTVSSASTKGPSVFPLAPCSRS
TSESTAALGCLVKDYFPEPVTVS
WNSGALTSGVHTFPAVLQOSSGLY
SLSSVVTVTSSNEGTQTYTCNVD
HKPSNTKVDKTVERKCCVECPPC
PAPPAAASSVFLFPPKPKDTLMT
SRTPEVTCVVVDVSAEDPEVQEN
WYVDGVEVHNAKTKPREEQFNST
FRVVSVLTVLHQDWLNGKEYKCK
VSNKGLPSSIEKTISKTKGQOPRE
POVYTLPPSREEMTKNQVSLTCL
VKGEYPSDIAVEWESNGQPENNY
KTTPPMLDSDGSFEFLYSKLTVDK
SRWOOGNVESCSVMHEALHNHYT
QKSLSLSPGK

70

PRT

Homo sapiens

CB301 LC

DIVMTQSPDSLAVSLGERATINC
KSSQOSVLLSFDNINKLAWYQQKP
GOQPPKLLIYDASTRESGVPDRES
GSGSGTDFTLTISSLOQAEDVAVY
YCOQFYSVPSTEFGOGTKVEIKRT
VAAPSVEFIFPPSDEQLKSGTASV
VCLLNNFYPREAKVOWKVDNALQ
SGNSQESVTEQDSKDSTYSLSST
LTLSKADYEKHKVYACEVTHQGL
SSPVTKSEFNRGEC
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70

Ala

Ser

Cys

Leu

Tyr

55

Ser

Glu

Pro

Lys

Ala

40

His

Gly

Asp

Asp

Ser

25

Trp

Ala

Ser

Val

Ser

10

Ser

Tyr

Ser

Gly

Ala
90

Gln

Gln

Thr

Thr

75

Val

Gly

Leu

Gln

Gln

Thr

Thr

75

Val

Ser

Gln

Arg

60

Asp

Tyr

Thr

Ala

Ser

Gln

Arg

60

Asp

Tyr

Val

Lys

45

Glu

Phe

Tyr

Lys

Val

Val

Lys

45

Glu

Phe

Tyr

Leu

30

Pro

Ser

Thr

Cys

Val
110

Ser

Leu

30

Pro

Ser

Thr

Cys

Leu

Gly

Gly

Leu

Gln

95

Glu

Leu

15

Tyr

Gly

Gly

Leu

Gln
95

Ser

Gln

Val

Thr

80

Gln

Ile

Gly

Ser

Gln

Val

Thr

80

Gln



Phe Tyr Ala Thr Pro Phe Thr Phe Gly Gln Gly Thr Lys Val Glu Ile

Lys

<210>
<211>
<212>
<213>

<220>
<223>

<400>

Asp

Glu

Pro

Pro

Pro

65

Ile

Tyr

Lys

Ile

Arg

Trp

Pro

50

Asp

Ser

Tyr

<210>
<211>
<212>
<213>

<220>
<223>

<400>

52
113
PRT

100

105

JVIckyCcCTBEHHAA [IOCJeOoBaTEeJIbHOCTD

VL mu3 C17B236

52

Val

Ala

Asn

35

Lys

Arg

Ser

Leu

53
113
PRT

Met

Thr

20

Ser

Leu

Phe

Leu

Ile
100

Thr

Ile

Asn

Leu

Ser

Gln

85

Pro

Gln

Asn

Gln

Ile

Gly

70

Ala

Ser

Ser

Cys

Leu

Tyr

55

Ser

Glu

Thr

Pro

Lys

Ala

40

Gly

Gly

Asp

Phe

Asp

Ser

25

Trp

Ala

Ser

Val

Gly
105

Ser

10

Ser

Tyr

Ser

Gly

Ala

90

Gln

JIckycCTBEeHHasa [NOCJIeNOBaTEJIbHOCTE

VL mu3 C17B237

53

Leu

Gln

Gln

Thr

Thr

75

Val

Gly

Ala

Ser

Gln

Arg

60

Asp

Tyr

Thr

Val

Val

Lys

45

Glu

Phe

Tyr

Lys

110

Ser

Leu

30

Pro

Ser

Thr

Cys

Val
110

Leu
15

Leu

Gly

Gly

Leu

Gln

95

Glu

Gly

Ser

Gln

Val

Thr

80

Gln

Ile

Asp Ile Val Met Thr Gln Ser Pro Asp Ser Leu Ala Val Ser Leu Gly

1

5

10

15



Glu

Tyr

Pro

Pro

65

Ile

Tyr

Lys

Arg

Asn

Pro

50

Asp

Ser

Leu

<210>
<211>
<212>
<213>

<220>
<223>

<400>

Asp

Glu

Ala

Pro

Pro

65

Ile

Tyr

Ile

Arg

Phe

Pro

50

Asp

Ser

Gln

Ala

Asn

35

Lys

Arg

Ser

Ser

54
113
PRT

Thr

20

Ser

Leu

Phe

Leu

Pro
100

Ile

Asn

Leu

Ser

Gln

85

Pro

Asn

Tyr

Ile

Gly

70

Ala

Ser

Cys

Leu

Tyr

55

Ser

Glu

Thr

Lys

Ala

40

Leu

Gly

Asp

Phe

Ser

25

Trp

Ala

Ser

Val

Gly
105

Ser

Tyr

Ser

Gly

Ala

90

Gln

JVIckyCcCTBEHHAd [IOCJIeNOoBaTEeJIbHOCTD

VL mu3 C17B238

54

Val

Ala

Asn

35

Lys

Arg

Ser

Phe

Met

Thr

20

Gln

Leu

Phe

Leu

Ile
100

Thr

Ile

Asn

Leu

Ser

Gln

85

Pro

Gln

Asn

Pro

Ile

Gly

70

Ala

Phe

Ser

Cys

Leu

Tyr

55

Ser

Glu

Thr

Pro

Lys

Ala

40

Asp

Gly

Asp

Phe

Asp

Ser

25

Trp

Ala

Ser

Val

Gly
105

Ser

10

Ser

Tyr

Ser

Gly

Ala

90

Gln

Gln

Gln

Thr

Thr

75

Val

Gly

Leu

Gln

Gln

Thr

Thr

75

Val

Gly

Ser

Gln

Arg

60

Asp

Tyr

Thr

Ala

Ser

Gln

Arg

60

Asp

Tyr

Thr

Val

Lys

45

Glu

Phe

Tyr

Lys

Val

Val

Lys

45

Glu

Phe

Tyr

Lys

Leu

30

Pro

Ser

Thr

Cys

Val
110

Ser

Leu

30

Pro

Ser

Thr

Cys

Val
110

Thr

Gly

Gly

Leu

Gln

95

Glu

Leu

15

Ile

Gly

Gly

Leu

Gln

95

Glu

Ser

Gln

Val

Thr

80

Gln

Ile

Gly

Ser

Gln

Val

Thr

80

Gln

Ile



Lys

<210>
<211>
<212>
<213>

<220>
<223>

<400>

Asp

Glu

Phe

Pro

Pro

65

Ile

Tyr

Lys

Ile

Arg

Thr

Pro

50

Asp

Ser

Leu

<210>
<211>
<212>
<213>

<220>
<223>

<400>

55
113
PRT

JlckyCcCTBEHHAA I[NOCJIENOBaATEJIBHOCTD

VL ms Cl7B239

55

Val

Ala

Asn

35

Lys

Arg

Ser

Ile

56
113
PRT

Met

Thr

20

Thr

Leu

Phe

Leu

Tyr
100

Thr

Ile

Asn

Leu

Ser

Gln

85

Pro

Gln

Asn

Thr

Ile

Gly

70

Ala

Ser

Ser

Cys

Leu

Tyr

55

Ser

Glu

Thr

Pro

Lys

Ala

40

His

Gly

Asp

Phe

Asp Ser
10

Ser Ser
25

Trp Tyr

Ala Ser

Ser Gly

Val Ala

90

Gly Gln
105

JIckyCcCTBEHHAA [IOCJeOoBaTEeJIbHOCTD

VL m3 Cl7B240

56

Leu

Gln

Gln

Thr

Thr

75

Val

Gly

Ala

Ser

Gln

Arg

60

Asp

Tyr

Thr

Val

Val

Lys

45

Glu

Phe

Tyr

Lys

Ser

Leu

30

Pro

Ser

Thr

Cys

Val
110

Leu
15

Ser

Gly

Gly

Leu

Gln

95

Glu

Gly

Ser

Gln

Val

Thr

80

Gln

Ile

Asp Ile Val Met Thr Gln Ser Pro Asp Ser Leu Ala Val Ser Leu Gly

1

5

10

15

Glu Arg Ala Thr Ile Asn Cys Lys Ser Ser Gln Ser Val Leu Tyr Ser

20

25

30



His

Pro

Pro

65

Ile

Tyr

Lys

Val

Pro

50

Asp

Ser

Tyr

<210>
<211>
<212>
<213>

<220>
<223>

<400>

Asn

35

Lys

Arg

Ser

Thr

57
113
PRT

Tyr

Leu

Phe

Leu

Leu
100

Asn

Leu

Ser

Gln

85

Pro

Ala

Ile

Gly

70

Ala

Ala

Leu

Tyr

55

Ser

Glu

Thr

Ala

40

Asn

Gly

Asp

Phe

Trp

Ala

Ser

Val

Gly
105

Tyr

Ser

Gly

Ala

90

Gln

VlckycCTBEHHAA [NOCJENOBaATEJIBHOCTD

VL m3 Cl7B241

57

Asp Ile Val

1

Glu

Phe

Pro

Pro

65

Ile

Thr

Arg

Thr

Pro

50

Asp

Ser

Asn

Ala

Asn

35

Lys

Arg

Ser

Ser

Met

Thr

20

Asn

Leu

Phe

Leu

Ile
100

Thr

Ile

Asn

Leu

Ser

Gln

85

Pro

Gln

Asn

Ala

Ile

Gly

70

Ala

Leu

Ser

Cys

Leu

Tyr

55

Ser

Glu

Thr

Pro

Lys

Ala

40

Glu

Gly

Asp

Phe

Asp

Ser

25

Trp

Ala

Ser

Val

Gly
105

Ser

10

Ser

Tyr

Ser

Gly

Ala

90

Gln

Gln

Thr

Thr

75

Val

Gly

Leu

Gln

Gln

Thr

Thr

75

Val

Gly

Gln

Arg

60

Asp

Tyr

Thr

Ala

Ser

Gln

Arg

60

Asp

Tyr

Thr

Lys

45

Glu

Phe

Tyr

Lys

Val

Val

Lys

45

Glu

Phe

Tyr

Lys

Pro

Ser

Thr

Cys

Val
110

Ser

Leu

30

Pro

Ser

Thr

Cys

Val
110

Gly

Gly

Leu

Gln

95

Glu

Leu
15

Asn

Gly

Gly

Leu

Gln

95

Glu

Gln

Val

Thr

80

Gln

Ile

Gly

Ser

Gln

Val

Thr

80

Gln

Ile



Lys

<210>
<211>
<212>
<213>

<220>
<223>

<400>

Asp

Glu

His

Pro

Pro

65

Ile

Tyr

Lys

Ile

Arg

Asp

Pro

50

Asp

Ser

Tyr

<210>
<211>
<212>
<213>

<220>
<223>

<400>

58
113
PRT

VIckyCCTBEHHAada I[IOCJIeOoBaATEJIbHOCTD

VL m3 C17B242

58

Val

Ala

Asn

35

Lys

Arg

Ser

Ala

59
113
PRT

Met

Thr

20

Leu

Leu

Phe

Leu

Val
100

Thr

Ile

Asn

Leu

Ser

Gln

85

Pro

Gln

Asn

Thr

Ile

Gly

70

Ala

Gln

Ser

Cys

Leu

Tyr

55

Ser

Glu

Thr

Pro

Lys

Ala

40

His

Gly

Asp

Phe

Asp Ser
10

Ser Ser
25

Trp Tyr

Ala Ser

Ser Gly

Val Ala

90

Gly Gln
105

JIckycCcTBeHHasa [NOCJIeNOBaTEJIbHOCTE

VL m3 C1l7B243

59

Leu

Gln

Gln

Thr

Thr

75

Val

Gly

Ala

Ser

Gln

Arg

60

Asp

Tyr

Thr

Val

Val

Lys

45

Glu

Phe

Tyr

Lys

Ser

Leu

30

Pro

Ser

Thr

Cys

Val
110

Leu

15

Phe

Gly

Gly

Leu

Gln

95

Glu

Gly

Ser

Gln

Val

Thr

80

Gln

Ile

Asp Ile Val Met Thr Gln Ser Pro Asp Ser Leu Ala Val Ser Leu Gly

1

5

10

15

Glu Arg Ala Thr Ile Asn Cys Lys Ser Ser Gln Ser Val Leu Asn Ser

20

25

30



Phe

Pro

Pro

65

Ile

His

Lys

Asp

Pro

50

Asp

Ser

Trp

<210>
<211>
<212>
<213>

<220>
<223>

<400>

Asn

35

Lys

Arg

Ser

Gln

60
113
PRT

Lys

Leu

Phe

Leu

Thr
100

Asn

Leu

Ser

Gln

85

Pro

Asp

Ile

Gly

70

Ala

Leu

Leu

Tyr

55

Ser

Glu

Thr

Ala

40

Glu

Gly

Asp

Phe

Trp

Ala

Ser

Val

Gly
105

Tyr

Ser

Gly

Ala

90

Gln

VIckyCCTBEHHAA I[IOCJIeOoBaTEJIbHOCTD

VL m3 C17B244

60

Asp Ile Val

1

Glu

Ile

Pro

Pro

65

Ile

Tyr

Lys

Arg

Thr

Pro

50

Asp

Ser

Tyr

Ala

Asn

35

Lys

Arg

Ser

His

Met

Thr

20

Val

Leu

Phe

Leu

Asp
100

Thr

Ile

Asn

Leu

Ser

Gln

85

Pro

Gln

Asn

Asp

Ile

Gly

70

Ala

Phe

Ser

Cys

Leu

Tyr

55

Ser

Glu

Thr

Pro

Lys

Ala

40

Thr

Gly

Asp

Phe

Asp

Ser

25

Trp

Ala

Ser

Val

Gly
105

Ser

10

Ser

Tyr

Ser

Gly

Ala

90

Gln

Gln

Thr

Thr

75

Val

Gly

Leu

Gln

Gln

Thr

Thr

75

Val

Gly

Gln

Arg

60

Asp

Tyr

Thr

Ala

Ser

Gln

Arg

60

Asp

Tyr

Thr

Lys

45

Glu

Phe

Tyr

Lys

Val

Val

Lys

45

Glu

Phe

Tyr

Lys

Pro

Ser

Thr

Cys

vVal
110

Ser

Leu

30

Pro

Ser

Thr

Cys

Val
110

Gly

Gly

Leu

Gln

95

Glu

Leu
15

Ser

Gly

Gly

Leu

Gln

95

Glu

Gln

Val

Thr

80

Gln

Ile

Gly

Ser

Gln

Val

Thr

80

Gln

Ile



<210>
<211>
<212>
<213>

<220>
<223>

<400>

Asp

Glu

Phe

Pro

Pro

65

Ile

Phe

Lys

Ile

Arg

Asp

Pro

50

Asp

Ser

Tyr

<210>
<211>
<212>
<213>

<220>
<223>

<400>

61
113
PRT

JIckyCCTBEHHAA [IOCJeNOBaTEJIbHOCTD

VL m3 Cl7B257

61

Val

Ala

Asn

35

Lys

Arg

Ser

Ser

62
113
PRT

Met

Thr

20

Ile

Leu

Phe

Leu

Val
100

Thr

Ile

Asn

Leu

Ser

Gln

85

Pro

Gln

Asn

Lys

Ile

Gly

70

Ala

Ser

Ser

Cys

Leu

Tyr

55

Ser

Glu

Thr

Pro

Lys

Ala

40

Ala

Gly

Asp

Phe

Asp

Ser

25

Trp

Ala

Ser

Val

Gly
105

Ser

10

Ser

Tyr

Ser

Gly

Ala

90

Gln

VlckyCcCTBEHHAA I[IOCJIeOBaTEJIbHOCTD

VL m3 C17B258

62

Asp Ile Val Met Thr Gln Ser Pro Asp Ser

1

5

10

Glu Arg Ala Thr Ile Asn Cys Lys Ser Ser

20

25

Phe Asp Asn Ile Asn Lys Leu Ala Trp Tyr

35

40

Leu

Gln

Gln

Thr

Thr

75

Val

Gly

Ala

Ser

Gln

Arg

60

Asp

Tyr

Thr

Val

Val

Lys

45

Glu

Phe

Tyr

Lys

Leu Ala Val

Gln Ser Val

Gln Gln Lys

45

Ser

Leu

30

Pro

Ser

Thr

Cys

Val
110

Ser

Leu
30

Pro

Leu Gly
15

Leu Ser

Gly Gln

Gly Val

Leu Thr
80

Gln Gln
95

Glu Ile

Leu Gly
15

Leu Ser

Gly Gln



Pro

Pro

65

Ile

Phe

Lys

Pro

50

Asp

Ser

Tyr

<210>
<211>
<212>
<213>

<220>
<223>

<400>

Lys

Arg

Ser

Ser

63
113
PRT

Leu

Phe

Leu

Val
100

Leu

Ser

Gln

85

Pro

Ile

Gly

70

Ala

Ser

Tyr

55

Ser

Glu

Thr

Asp

Gly

Asp

Phe

Ala

Ser

Val

Gly
105

Ser

Gly

Ala

90

Gln

JIckyCcCTBEHHAA [IOCJIEeNOBaATEJIbLHOCTD

VL m3 C1l7B260

63

Asp Ile Val

1

Glu

Phe

Pro

Pro

65

Ile

Phe

Lys

Arg

Asp

Pro

50

Asp

Ser

Tyr

Ala

Asn

35

Lys

Arg

Ser

Ser

Met

Thr

20

Ile

Leu

Phe

Leu

Val
100

Thr

Ile

Asn

Leu

Ser

Gln

85

Pro

Gln

Asn

Lys

Ile

Gly

70

Ala

Ser

Ser

Cys

Leu

Tyr

55

Ser

Glu

Thr

Pro

Lys

Ala

40

Gly

Gly

Asp

Phe

Asp

Ser

25

Trp

Ala

Ser

Val

Gly
105

Ser

10

Ser

Tyr

Ser

Gly

Ala

90

Gln

Thr

Thr

75

Val

Gly

Leu

Gln

Gln

Thr

Thr

75

Val

Gly

Arg

60

Asp

Tyr

Thr

Ala

Ser

Gln

Arg

60

Asp

Tyr

Thr

Glu

Phe

Tyr

Lys

Val

Val

Lys

45

Glu

Phe

Tyr

Lys

Ser

Thr

Cys

Val
110

Ser

Leu

30

Pro

Ser

Thr

Cys

Val
110

Gly

Leu

Gln

95

Glu

Leu

15

Leu

Gly

Gly

Leu

Gln

95

Glu

Val

Thr

80

Gln

Ile

Gly

Ser

Gln

Val

Thr

80

Gln

Ile



<210>
<211>
<212>
<213>

<220>
<223>

<400>

Asp

Glu

Phe

Pro

Pro

65

Ile

Phe

Lys

Ile

Arg

Asp

Pro

50

Asp

Ser

Tyr

<210>
<211>
<212>
<213>

<220>
<223>

<400>

64
113
PRT

JIckyCCTBEHHAA I[IOCJIeOoBaTEJIbHOCTD

VL u3 Cl7B262

64

Val

Ala

Asn

35

Lys

Arg

Ser

Ser

65
113
PRT

Met

Thr

20

Ile

Leu

Phe

Leu

Val
100

Thr

Ile

Asn

Leu

Ser

Gln

85

Pro

Gln

Asn

Lys

Ile

Gly

70

Ala

Ser

Ser

Cys

Leu

Tyr

55

Ser

Glu

Thr

Pro

Lys

Ala

40

Ser

Gly

Asp

Phe

Asp

Ser

25

Trp

Ala

Ser

Val

Gly
105

Ser

10

Ser

Tyr

Ser

Gly

Ala

90

Gln

JIckyCcCTBEHHAA [NOCJEeNOBaATEJIbLHOCTD

VL m3 Cl7B263

65

Asp Ile Val Met Thr Gln Ser Pro Asp Ser

1

5

10

Glu Arg Ala Thr Ile Asn Cys Lys Ser Ser

20

25

Phe Asp Asn Ile Asn Lys Leu Ala Trp Tyr

35

40

Leu

Gln

Gln

Thr

Thr

75

Val

Gly

Ala

Ser

Gln

Arg

60

Asp

Tyr

Thr

Val

Val

Lys

45

Glu

Phe

Tyr

Lys

Leu Ala Val

Gln Ser Val

Gln Gln Lys

45

Ser

Leu

30

Pro

Ser

Thr

Cys

Val
110

Ser

Leu
30

Pro

Leu Gly
15

Leu Ser

Gly Gln

Gly Val

Leu Thr
80

Gln Gln
95

Glu Ile

Leu Gly
15

Leu Ser

Gly Gln



Pro

Pro

65

Ile

Phe

Lys

Pro

50

Asp

Ser

Tyr

<210>
<211>
<212>
<213>

<220>
<223>

<400>

Lys

Arg

Ser

Ser

66
113
PRT

Leu

Phe

Leu

Val
100

Leu

Ser

Gln

85

Pro

Ile

Gly

70

Ala

Ser

Tyr

55

Ser

Glu

Thr

Thr

Gly

Asp

Phe

Ala

Ser

Val

Gly
105

Ser

Gly

Ala

90

Gln

JIckyCcCTBEHHAA I[IOCJIeOoBaTEJIbHOCTD

VL u3 Cl7B264

66

Asp Ile Vval

1

Glu

Phe

Pro

Pro

65

Ile

Phe

Lys

Arg

Asp

Pro

50

Asp

Ser

Tyr

<210>
<211>

Ala

Asn

35

Lys

Arg

Ser

Ser

67
447

Met

Thr

20

Ile

Leu

Phe

Leu

Val
100

Thr

Ile

Asn

Leu

Ser

Gln

85

Pro

Gln

Asn

Lys

Ile

Gly

70

Ala

Ser

Ser

Cys

Leu

Tyr

55

Ser

Glu

Thr

Pro

Lys

Ala

40

Ile

Gly

Asp

Phe

Asp

Ser

25

Trp

Ala

Ser

Val

Gly
105

Ser

10

Ser

Tyr

Ser

Gly

Ala

90

Gln

Thr

Thr

75

Val

Gly

Leu

Gln

Gln

Thr

Thr

75

Val

Gly

Arg

60

Asp

Tyr

Thr

Ala

Ser

Gln

Arg

60

Asp

Tyr

Thr

Glu

Phe

Tyr

Lys

Val

Val

Lys

45

Glu

Phe

Tyr

Lys

Ser

Thr

Cys

Val
110

Ser

Leu

30

Pro

Ser

Thr

Cys

Val
110

Gly

Leu

Gln

95

Glu

Leu
15

Leu

Gly

Gly

Leu

Gln

95

Glu

Val

Thr

80

Gln

Ile

Gly

Ser

Gln

Val

Thr

80

Gln

Ile



<212>
<213>

<220>
<223>

<400>

PRT

JIckyCcCTBEHHAA [IOCJeOoBaTEJIbHOCTD

CB302 HC

67

Glu Val Gln

1

Ser

Trp

Gly

Gln

65

Leu

Ala

Gln

Val

Ala

145

Ser

Val

Thr

Lys

Leu

Ile

Ile

50

Gly

Gln

Arg

Gly

Phe

130

Leu

Trp

Leu

Ser

Pro
210

Lys

Gly

35

Ile

Gln

Trp

Val

Thr

115

Pro

Gly

Asn

Gln

Ser

195

Ser

Leu

Ile

20

Trp

Asp

Val

Ser

Gly

100

Leu

Leu

Cys

Ser

Ser

180

Asn

Asn

Val

Ser

Val

Pro

Thr

Ser

85

Pro

Val

Ala

Leu

Gly

165

Ser

Phe

Thr

Gln

Cys

Arg

Ser

Ile

70

Leu

Ala

Thr

Pro

Val

150

Ala

Gly

Gly

Lys

Ser

Lys

Gln

Asp

55

Ser

Lys

Asp

Val

Cys

135

Lys

Leu

Leu

Thr

Val
215

Gly

Gly

Met

40

Ser

Ala

Ala

Val

Ser

120

Ser

Asp

Thr

Tyr

Gln

200

Asp

Ala

Ser

25

Pro

Asp

Asp

Ser

Trp

105

Ser

Arg

Tyr

Ser

Ser

185

Thr

Lys

Glu

10

Gly

Gly

Thr

Lys

Asp

90

Asp

Ala

Ser

Phe

Gly

170

Leu

Tyr

Thr

Val

Tyr

Lys

Arg

Ser

75

Thr

Ala

Ser

Thr

Pro

155

Val

Ser

Thr

Val

Lys

Ser

Gly

Tyr

60

Ile

Ala

Phe

Thr

Ser

140

Glu

His

Ser

Cys

Glu
220

Lys

Phe

Leu

45

Ser

Ser

Met

Asp

Lys

125

Glu

Pro

Thr

Val

Asn

205

Arg

Pro

Thr

30

Glu

Pro

Thr

Tyr

Tyr

110

Gly

Ser

Val

Phe

Val

190

Val

Lys

Gly

15

Ser

Trp

Ser

Ala

Tyr

95

Trp

Pro

Thr

Thr

Pro

175

Thr

Asp

Cys

Glu

Tyr

Met

Phe

Tyr

80

Cys

Gly

Ser

Ala

Val

160

Ala

Val

His

Cys



Val

225

Phe

Pro

Val

Thr

Val

305

Cys

Ser

Pro

Val

Gly

385

Asp

Trp

His

Glu

Leu

Glu

Gln

Lys

290

Leu

Lys

Lys

Ser

Lys

370

Gln

Gly

Gln

Asn

<210>
<211>
<212>
<213>

<220>
<223>

Cys

Phe

Val

Phe

275

Pro

Thr

Val

Thr

Arg

355

Gly

Pro

Ser

Gln

His

435

68
220
PRT

Pro

Pro

Thr

260

Asn

Arg

Val

Ser

Lys

340

Glu

Phe

Glu

Phe

Gly

420

Tyr

Pro

Pro

245

Cys

Trp

Glu

Leu

Asn

325

Gly

Glu

Tyr

Asn

Phe

405

Asn

Thr

Cys

230

Lys

Val

Tyr

Glu

His

310

Lys

Gln

Met

Pro

Asn

390

Leu

Val

Gln

Pro

Pro

Val

Val

Gln

295

Gln

Gly

Pro

Thr

Ser

375

Tyr

Tyr

Phe

Lys

Ala

Lys

Val

Asp

280

Phe

Asp

Leu

Arg

Lys

360

Asp

Lys

Ser

Ser

Ser
440

Pro

Asp

Asp

265

Gly

Asn

Trp

Pro

Glu

345

Asn

Ile

Thr

Lys

Cys

425

Leu

Pro

Thr

250

Val

Val

Ser

Leu

Ser

330

Pro

Gln

Ala

Thr

Leu

410

Ser

Ser

VIckyCcCTBEHHAA I[NOCJIeJOBATEJIBHOCTD

CB302 LC

Ala

235

Leu

Ser

Glu

Thr

Asn

315

Ser

Gln

Val

Val

Pro

395

Thr

Val

Leu

Ala

Met

Ala

Val

Phe

300

Gly

Ile

Val

Ser

Glu

380

Pro

Val

Met

Ser

Ala

Ile

Glu

His

285

Arg

Lys

Glu

Tyr

Leu

365

Trp

Met

Asp

His

Pro
445

Ser

Ser

Asp

270

Asn

vVal

Glu

Lys

Thr

350

Thr

Glu

Leu

Lys

Glu

430

Gly

Ser

Arg

255

Pro

Ala

Val

Tyr

Thr

335

Leu

Cys

Ser

Asp

Ser

415

Ala

Lys

Val

240

Thr

Glu

Lys

Ser

Lys

320

Ile

Pro

Leu

Asn

Ser

400

Arg

Leu



<400>

Asp

Glu

Phe

Pro

Pro

65

Ile

Phe

Lys

Glu

Phe

145

Gln

Ser

Glu

Ser

Ile

Arg

Asp

Pro

50

Asp

Ser

Tyr

Arg

Gln

130

Tyr

Ser

Thr

Lys

Pro
210

<210>
<211>
<212>
<213>

<220>

68

Val

Ala

Asn

35

Lys

Arg

Ser

Ser

Thr

115

Leu

Pro

Gly

Tyr

His

195

Val

69
447
PRT

Met

Thr

20

Ile

Leu

Phe

Leu

Val

100

Val

Lys

Arg

Asn

Ser

180

Lys

Thr

Thr

Ile

Asn

Leu

Ser

Gln

85

Pro

Ala

Ser

Glu

Ser

165

Leu

Val

Lys

Gln

Asn

Lys

Ile

Gly

70

Ala

Ser

Ala

Gly

Ala

150

Gln

Ser

Tyr

Ser

Ser

Cys

Leu

Tyr

55

Ser

Glu

Thr

Pro

Thr

135

Lys

Glu

Ser

Ala

Phe
215

Pro

Lys

Ala

40

Asp

Gly

Asp

Phe

Ser

120

Ala

Val

Ser

Thr

Cys

200

Asn

Asp

Ser

25

Trp

Ala

Ser

Val

Gly

105

Val

Ser

Gln

Val

Leu

185

Glu

Arg

Ser

10

Ser

Tyr

Ser

Gly

Ala

90

Gln

Phe

Val

Trp

Thr

170

Thr

Val

Gly

JIckyCcCTBEHHAA [IOCJeNOBaTEJIbHOCTD

Leu

Gln

Gln

Thr

Thr

75

Val

Gly

Ile

Val

Lys

155

Glu

Leu

Thr

Glu

Ala

Ser

Gln

Arg

60

Asp

Tyr

Thr

Phe

Cys

140

Val

Gln

Ser

His

Cys
220

Val

vVal

Lys

45

Glu

Phe

Tyr

Lys

Pro

125

Leu

Asp

Asp

Lys

Gln
205

Ser

Leu

30

Pro

Ser

Thr

Cys

Val

110

Pro

Leu

Asn

Ser

Ala

190

Gly

Leu

15

Leu

Gly

Gly

Leu

Gln

95

Glu

Ser

Asn

Ala

Lys

175

Asp

Leu

Gly

Ser

Gln

Val

Thr

80

Gln

Ile

Asp

Asn

Leu

160

Asp

Tyr

Ser



<223>

<400>

69

Glu Val Gln

1

Ser

Trp

Gly

Gln

65

Leu

Ala

Gln

Val

Ala

145

Ser

Val

Thr

Lys

Val
225

Leu

Ile

Ile

50

Gly

Gln

Arg

Gly

Phe

130

Leu

Trp

Leu

Ser

Pro

210

Glu

Lys

Gly

35

Ile

Gln

Trp

Val

Thr

115

Pro

Gly

Asn

Gln

Ser

195

Ser

Cys

CB301 HC

Leu

Ile

20

Trp

Asp

Val

Ser

Gly

100

Leu

Leu

Cys

Ser

Ser

180

Asn

Asn

Pro

Val

Ser

Val

Pro

Thr

Ser

85

Pro

Val

Ala

Leu

Gly

165

Ser

Phe

Thr

Pro

Gln

Cys

Arg

Ser

Ile

70

Leu

Ala

Thr

Pro

Val

150

Ala

Gly

Gly

Lys

Cys
230

Ser

Lys

Gln

Asp

55

Ser

Lys

Asp

Val

Cys

135

Lys

Leu

Leu

Thr

Val

215

Pro

Gly

Gly

Met

40

Ser

Ala

Ala

Val

Ser

120

Ser

Asp

Thr

Tyr

Gln

200

Asp

Ala

Ala

Ser

25

Pro

Asp

Asp

Ser

Trp

105

Ser

Arg

Tyr

Ser

Ser

185

Thr

Lys

Pro

Glu

10

Gly

Gly

Thr

Lys

Asp

90

Asp

Ala

Ser

Phe

Gly

170

Leu

Tyr

Thr

Pro

Val

Tyr

Lys

Arg

Ser

75

Thr

Thr

Ser

Thr

Pro

155

Val

Ser

Thr

Val

Ala
235

Lys

Ser

Gly

Tyr

60

Ile

Ala

Phe

Thr

Ser

140

Glu

His

Ser

Cys

Glu

220

Ala

Lys

Phe

Leu

45

Ser

Ser

Met

Asp

Lys

125

Glu

Pro

Thr

Val

Asn

205

Arg

Ala

Pro

Thr

30

Glu

Pro

Thr

Tyr

Tyr

110

Gly

Ser

Val

Phe

Val

190

Val

Lys

Ser

Gly

15

Ser

Trp

Ser

Ala

Tyr

95

Trp

Pro

Thr

Thr

Pro

175

Thr

Asp

Cys

Ser

Glu

Tyr

Met

Phe

Tyr

80

Cys

Gly

Ser

Ala

Val

160

Ala

Val

His

Cys

Val
240



Phe

Pro

Val

Thr

Val

305

Cys

Ser

Pro

Val

Gly

385

Asp

Trp

His

Leu

Glu

Gln

Lys

290

Leu

Lys

Lys

Ser

Lys

370

Gln

Gly

Gln

Asn

<210>
<211>
<212>
<213>

<220>
<223>

<400>

Phe

Val

Phe

275

Pro

Thr

Val

Thr

Arg

355

Gly

Pro

Ser

Gln

His

435

70
220
PRT

Pro

Thr

260

Asn

Arg

Val

Ser

Lys

340

Glu

Phe

Glu

Phe

Gly

420

Tyr

Pro

245

Cys

Trp

Glu

Leu

Asn

325

Gly

Glu

Tyr

Asn

Phe

405

Asn

Thr

Lys

Val

Tyr

Glu

His

310

Lys

Gln

Met

Pro

Asn

390

Leu

Val

Gln

Pro

Val

Val

Gln

295

Gln

Gly

Pro

Thr

Ser

375

Tyr

Tyr

Phe

Lys

Lys

Val

Asp

280

Phe

Asp

Leu

Arg

Lys

360

Asp

Lys

Ser

Ser

Ser
440

Asp

Asp

265

Gly

Asn

Trp

Pro

Glu

345

Asn

Ile

Thr

Lys

Cys

425

Leu

Thr

250

Val

Val

Ser

Leu

Ser

330

Pro

Gln

Ala

Thr

Leu

410

Ser

Ser

JlckyCcCTBEHHAA [NOCJEeNOBaTEJIBHOCTD

CB301 LC

70

Asp Ile Val Met Thr Gln Ser Pro Asp Ser

1

5

10

Leu

Ser

Glu

Thr

Asn

315

Ser

Gln

Val

Val

Pro

395

Thr

Val

Leu

Met

Ala

Val

Phe

300

Gly

Ile

Val

Ser

Glu

380

Pro

Val

Met

Ser

Ile

Glu

His

285

Arg

Lys

Glu

Tyr

Leu

365

Trp

Met

Asp

His

Pro
445

Ser

Asp

270

Asn

Val

Glu

Lys

Thr

350

Thr

Glu

Leu

Lys

Glu

430

Gly

Arg

255

Pro

Ala

Val

Tyr

Thr

335

Leu

Cys

Ser

Asp

Ser

415

Ala

Lys

Thr

Glu

Lys

Ser

Lys

320

Ile

Pro

Leu

Asn

Ser

400

Arg

Leu

Leu Ala Val Ser Leu Gly

15



Glu

Phe

Pro

Pro

65

Ile

Phe

Lys

Glu

Phe

145

Gln

Ser

Glu

Ser

Arg

Asp

Pro

50

Asp

Ser

Tyr

Arg

Gln

130

Tyr

Ser

Thr

Lys

Pro
210

<210>
<211>
<212>
<213>

<220>
<223>

<220>

Ala

Asn

35

Lys

Arg

Ser

Ser

Thr

115

Leu

Pro

Gly

Tyr

His

195

Val

71
12
PRT

Thr

20

Ile

Leu

Phe

Leu

Val

100

Val

Lys

Arg

Asn

Ser

180

Lys

Thr

Ile

Asn

Leu

Ser

Gln

85

Pro

Ala

Ser

Glu

Ser

165

Leu

Val

Lys

Asn

Lys

Ile

Gly

70

Ala

Ser

Ala

Gly

Ala

150

Gln

Ser

Tyr

Ser

Cys

Leu

Tyr

55

Ser

Glu

Thr

Pro

Thr

135

Lys

Glu

Ser

Ala

Phe
215

Lys

Ala

40

Asp

Gly

Asp

Phe

Ser

120

Ala

Val

Ser

Thr

Cys

200

Asn

Ser

25

Trp

Ala

Ser

Val

Gly

105

Val

Ser

Gln

Val

Leu

185

Glu

Arg

Ser

Tyr

Ser

Gly

Ala

90

Gln

Phe

Val

Trp

Thr

170

Thr

Val

Gly

VIckyCcCTBEHHAA I[IOCJEeOoBaTEJIbHOCTD

KoHceHcycHas mnocyiemoBaTesibHOCTE HCDR3

Gln

Gln

Thr

Thr

75

Val

Gly

Ile

Val

Lys

155

Glu

Leu

Thr

Glu

Ser

Gln

Arg

60

Asp

Tyr

Thr

Phe

Cys

140

Val

Gln

Ser

His

Cys
220

Val

Lys

45

Glu

Phe

Tyr

Lys

Pro

125

Leu

Asp

Asp

Lys

Gln
205

Leu

30

Pro

Ser

Thr

Cys

Val

110

Pro

Leu

Asn

Ser

Ala

190

Gly

Leu

Gly

Gly

Leu

Gln

95

Glu

Ser

Asn

Ala

Lys

175

Asp

Leu

Ser

Gln

Val

Thr

80

Gln

Ile

Asp

Asn

Leu

160

Asp

Tyr

Ser



<221>
<222>
<223>

<400>

MISC_ FEATURE
(9)..(9)

Xaa MOXeT MNpencTaBJiaATb cobom Ser,

71

Ala wmnm Thr

Val Gly Pro Ala Asp Val Trp Asp Xaa Phe Asp Tyr

1

<210>
<211>
<212>
<213>

<220>
<223>

<220>
<221>
<222>
<223>

<220>
<221>
<222>
<223>

<220>
<221>
<222>
<223>

<220>
<221>
<222>
<223>

<220>
<221>
<222>
<223>

<400>

5

72
17
PRT

10

JIckyCcCTBEHHAaA I[IOCJIeOBaATEJIbHOCTD

KoHceHcycHas nocyiemoBaTejyibHOCTE LCDRI1

MISC_ FEATURE
(8)..(8)

Xaa MOXeT MpenCTaBJIATH

MISC FEATURE
(10) .. (10)
Xaa MOXeT NpelCcTaBJIATb

MISC FEATURE
(11) .. (11)
Xaa MOXeT MNpelCTaBJATb

MISC FEATURE
(13) ..(13)
Xaa MOXeT HNpelCTaBJIATb

MISC FEATURE
(15) ..(15)
Xaa MOXeT HNpelCcTaBJIATb

72

cobom

cobom

cobom

cobom

cobom

Lys Ser Ser Gln Ser Val Leu Xaa Ser

1

Ala

<210>
<211>
<212>
<213>

<220>
<223>

<220>

5

73
6
PRT

Leu,

Phe,

Asp,

Ile,

Lys,

Tyr,

Pro,

Tyr,

Phe,

Ala,

Ser wmnm Asn

His mam Ile

Trp,

Ser,

Oln,

Thr mnam Val

Thr, Tyr, Asn,

Thr mnm Asp

Xaa Xaa Asn Xaa Asn Xaa Leu

10

VickyCcCTBEHHAA [IOCJIeOBaATEJIbHOCTD

KoHceHCcycHas mnociienoBaTesibHOCTE LCDR2

15

Lys mnm Val



<221> MISC FEATURE
<222> (1) ..(1)
<223> Xaa MOXeT IpencraBJsaTb cobom Asn, His, Gly, Glu, Thr wmmm Asp

<400> 73

Xaa Ala Ser Thr Arg Glu

1 5
<210> 74

<211> 9

<212> PRT

<213> JckyCCTBeHHas I10CJIEeNOBATEJILHOCTD

<220>
<223> KoHCeHCyCHas mnocjyienoBaTeJibHOCTL LCDR3:

<220>

<221> MISC FEATURE

<222>  (3)..(3)

<223> Xaa MOXeT InpencraBJiaTb coboy Phe, Tyr, Thr wmnm His

<220>
<221> MISC_FEATURE
<222>  (4)..(4)

<223> Xaa MOXeT mnpencrTaByaTb coboy Tyr, Leu, Asn unm Trp

<220>

<221> MISC FEATURE

<222> (5)..(5)

<223> Xaa MOXeT InpencraBjiaTbe cobom Ser, Ala, Leu, Ile, Thr, Qln wmim His

<220>
<221> MISC_FEATURE
<222>  (6)..(6)

<223> Xaa MOXeT IpencraBjyaTb cobom Val, Thr, Ile, Tyr, Leu muim Asp

<220>
<221> MISC_FEATURE
<222>  (8)..(8)

<223> Xaa MOXeT IpencTaBJiaTb cobom Ser, Phe, Ala wmnu Leu
<400> 74

Gln Gln Xaa Xaa Xaa Xaa Pro Xaa Thr

1 5
<210> 75

<211> 121

<212> PRT

<213> JHCkKyCCTBEHHas II0CJENOBATEJILHOCTD

<220>
<223> KoOHCeHCyCHas IOCJIeOoBaTeJIbHOCTL VH

<220>
<221> MISC FEATURE
<222>  (107)..(107)

<223> Xaa MOXeT NpelcTaBJaTb coboy Ser, Ala mnm Thr



<400> 75

Glu Val Gln Leu Val Gln Ser Gly Ala Glu Val Lys Lys Pro Gly Glu
1 5 10 15

Ser Leu Lys Ile Ser Cys Lys Gly Ser Gly Tyr Ser Phe Thr Ser Tyr
20 25 30

Trp Ile Gly Trp Val Arg Gln Met Pro Gly Lys Gly Leu Glu Trp Met
35 40 45

Gly Ile Ile Asp Pro Ser Asp Ser Asp Thr Arg Tyr Ser Pro Ser Phe
50 55 60

Gln Gly Gln Val Thr Ile Ser Ala Asp Lys Ser Ile Ser Thr Ala Tyr
65 70 75 80

Leu Gln Trp Ser Ser Leu Lys Ala Ser Asp Thr Ala Met Tyr Tyr Cys
85 90 95

Ala Arg Val Gly Pro Ala Asp Val Trp Asp Xaa Phe Asp Tyr Trp Gly
100 105 110

Gln Gly Thr Leu Val Thr Val Ser Ser

115 120
<210> 76
<211> 113
<212> PRT

<213> JHckyCcCTBEHHasa INOCJeIOBaTEeJIbHOCTD

<220>
<223> KOHCeHCYyCHasd I[OoCJemoBaTeJIbHOCTL VL

<220>
<221> MISC_FEATURE
<222>  (31)..(31)

<223> Xaa MoOxeT OpelcTaBiaTb cobor Leu, Tyr, Ser wmnm Asn

<220>

<221> MISC_FEATURE

<222>  (33)..(33)

<223> Xaa MoxeT mpemncrTaByaTb cobort Phe,Pro, His mnm Ile

<220>
<221> MISC_FEATURE
<222>  (34)..(34)

<223> Xaa MOXeT npencrTaBjgaTb cobo¥ Asp, Tyr, Trp, Thr mnmm Val

<220>

<221> MISC FEATURE

<222> (36)..(30)

<223> Xaa MoxeT npencraBigaTe cobou Ile, Phe, Ser, Thr, Tyr, Asn, Lys unu Val

<220>



<221>
<222>
<223>

<220>
<221>
<222>
<223>

<220>
<221>
<222>
<223>

<220>
<221>
<222>
<223>

<220>
<221>
<222>
<223>
<220>
<221>
<222>
<223>
<220>
<221>
<222>
<223>
<400>

Asp Ile

Glu Arg

Xaa Xaa

Pro Pro

50

Pro Asp
65

Ile Ser

Xaa Xaa

MISC FEATURE
(38) ..(38)
Xaa MOXeT NpelncTaBJIATh

MISC FEATURE
(56) ..(56)
Xaa MOXeT NpelncTaBJIATh

MISC FEATURE
(97) ..(97)
Xaa MOXeT NpencTaBJIATh

MISC FEATURE
(98) ..(98)
Xaa MOXeT NpencTaBJIATh

MISC FEATURE
(99) ..(99)
Xaa MOXeT NpencTaBJIAThH

MISC FEATURE
(100) ..(100)
Xaa MOXeT NpelCcTaBJIATb

MISC FEATURE
(102) ..(102)
Xaa MOXeT HNpelCTaBJIATb

76

cobom

cobom

cobom

cobom

cobom

cobom

cobom

Val Met Thr Gln Ser Pro Asp

Ala Thr Ile Asn Cys Lys Ser

20

Asn Xaa Asn Xaa Leu Al
35 40

25

a Trp

Lys Leu Leu Ile Tyr Xaa Ala

55

Arg Phe Ser Gly Ser Gl
70

y Ser

Ser Leu Gln Ala Glu Asp Val

85

Xaa Xaa Pro Xaa Thr Phe Gly

100

105

Lys,

Asn,

Phe,

Tyr,

Ser,

Val,

Ser,

Ser

10

Ser

Tyr

Ser

Gly

Ala

90

Gln

Ala, Qln,

His, Gly,

Thr mnm Asp

Glu,

Thr

Tyr, Thr wmnm His

Leu, Asn wmiu Trp

Ala, Leu,

Thr, Ile,

Ile,

Tyr,

Thr,

Leu

Phe, Ala wmnum Leu

Leu Ala

Gln Ser

Gln Gln

Thr Arg

60

Thr Asp
75

Val Tyr

Gly Thr

Val

Val

Lys

45

Glu

Phe

Tyr

Lys

Ser

Leu

30

Pro

Ser

Thr

Cys

Val
110

Leu
15

Xaa

Gly

Gly

Leu

Gln

95

Glu

unu Asp

Qln miam His

unu Asp

Gly

Ser

Gln

Val

Thr

80

Gln

Ile



Lys

45
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$OPMYJIA MBOEPETEHNA

1. BrimeJsieHHOe AHTUTEJIO, CIleumndpmuueCcKu CBA3HBaKIleecsd c
yejioBedeckuMm CCL17, colepxallee BapuabellbHYH OOJIaCTh TIXKEJION Lelu
(VH) un BapmabesnpbHyl o00JlacTk JierxkoM uLenu (VL), [OpuueM aHTUTEJO
KOHKYpPUpPYeT 3a CBA3EBaHMEe C deJloBeueckuM CCL17 C aHTUTEJIOM,
comepxammuMm VH ¢ SEQ ID NO: 45 m VL ¢ SEQ ID NO: 52.

2. AHTHUTEJIO 1o . 1, roe AHTHUTEJIO CBASBHEHBAaETCH c
yeJioBeueckuMm CCL17, 1[I0 MeHBIeM Mepe, B Ipelejylax aMMHOKMCJIIOTHHX
ocraTkoB CCL17 21-23, 44-45 u 60-68 ¢ SEQ ID NO: 1.

3. AHTHUTEJIO 1o . 2, roe aHTUTEJIO CBA3HBaeTCHd C
yejioBeueckuM CCL17, 1o MeHbBIeM Mepe, IO ocTaTkaM R22 um K23 ¢ SEQ
ID NO: 1.

4, AHTUTEJIO IO II. 1, T'He aHTHUTeNo OJIOKUMPYET B3aMMONEMCTBUE
CCL17/CCR4.

5. AHTHUTEJIO rio II. 4, roe AHTUTEJIO CBA3HBAETCH C
yejioBeueckuM CCL17 ¢ xoHcTaHToM addmuHocTu (Kp) OKOJIO 1x1071% M
WM MeHee Ipu U3MepeHuM Kp C  MCIOOJBL30BaHMEM PaBHOBECHOM
addmMHHOCTM B  pacTeBope B cCoJIeeOM Oybepe Ha OCHOBe Tpuc,
comepxameMm 0, 05% Tween-20, nocie COBMECTHOM MHKYyOalMM aHTUTeJla U
yeJjioBeueckoro CCL17 B TeueHme 48 uacor mpu 4 °C.

6. AHTMTeJIO IO II. 1-5, Toe aHTUTeJIO CBA3BBaeTCcsa C

yesoBeueckmM CCL17 ¢ Kp okosio 5x107*2 M wiam MeHee.

7. AHTUTeJO IO Hnm. 1-6, TI'Ie aHTUTeJIO CBA3HBaeTcsa ¢ CCL17

IBAHCKOTO Makaka (Macaca fascicularis) ¢ Kp oxoso 1x10%® M wmmm
MeHee IOpu u3MepeHUM Kp C MCIIOJNbL30BaHMEeM pPaBHOBeCHOM addMHHOCTM B
pacTBOope B coJeBoM Oydpepe Ha ocHoBe Tpmuc, conmepxamem 0,05%
Tween—-20, TIocjle COBMECTHOM MHKYyOalMM aHTUTeJla M CCL17 4BaHCKOTO
Makaka B TeueHue 48 uacor mpu 4 °C.

8. AHTUTEeJIO IO nmn. 1-7, T'Ie aHTUTEeJIO MHIUOMPYET MOOUIMBAILINIO
KaJblug, MHOYLMpoOBaHHYI 10 HIT/MI uejloBeueckoro CCL17, B KJeTKax
CCRF-CEM, wu3sMepgeMyld C MUCHOOJIb30BaHMeM Fluo-8 NW ¢ BesmumHOM ICsg
okosio 1x107° M mim Menee.

9. AHTHUTEJIO 1o II. 5, comepxaliee onpenesgnmme
KOMILJIEMEHTAPHOCTL OBJIaCTM TsSXKeJION Lelu (HCDR) 1 (HCDR1), 2

(HCDR2) wm 3 (HCDR3) u omopepmeJidolMe KOMILJIEMEHTAPHOCTE 0BOJIaCcTHu
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Jerxkom uenu (LCDR) 1 (LCDR1), 2 (LCDR2) m 3 (LCDR3), mOpuueM
HCDR1, HCDR2Z2, HCDR3, LCDR1, LCDR2 u LCDR3 comepxart
aAaMMHOKMCJIOTHEIE IIOocJiemoBaTeJsibHoCcTM < SEQ ID NO: 4, 5, 42, 8, 24

Wi 28 CoOoTBeTCTBeHHO MM VH m VL ¢ SEQ ID NO: 46 um 62

COOTBETCTBEHHO.
10. AHTUTEJIO 1o . 1-8, comepxallee onpenesdpmme
KOMILJIEMEHTAaPHOCTEL ofJjlacTu TsaxeJon uenm  (HCDR) 1 (HCDR1), 2

(HCDR2) wm 3 (HCDR3) wu omnpemeJjidomye KOMILJIEMEHTAPHOCTL o0OJIacTu
Jerkom uenu (LCDR) 1 (LCDR1), 2 (LCDR2) m 3 (LCDR3), mnpuueM
HCDR1, HCDR2Z2, HCDR3, LCDR1, LCDR2 u LCDR3 comepxarT
aAMMHOKMCJIOTHEE IIOCJiedoBaTeJIbHOCTM ¢ SEQ ID NO: 4, 5, 71, 72, 73
n 74 COOTBETCTBEHHO.

11. AHTHUTEJIO 1o II. 10, B KoTOpOM  HCDR1 COOEPXUT
aMMHOKMCJIOTHYK IIOCJemoBaTesJIbHOCTE ¢ SEQ ID NO: 4, HCDR2 cCOOepXuT
AMMHOKMCJIOTHEIE IIOCJIeHOoBaTeJIbHOCTM ¢ SEQ ID NO: 5, a HCDR3
COIEepPXUT aMMHOKMCIIOTHEE IIoCJiemoBaTeJibHOCTM Cc SEQ ID NO: 6, 42
i 43.

12. AHTHUTEJIO 1o II. 11, B koTOopoM  LCDR1 COOEPXUT
aMMHOKMCJIOTHEIE IIOoCJlemoBaTeJilbHOCTM ¢ SEQ ID NO: 8, 9, 10, 13, 14,
15, 17 wmmm 18, LCDRZ cCOOEpXUT aMMHOKMCJIOTHEIE IIOCJIEeODOBATEJIbHOCTHU
c SEQ ID NO: 20, 21, 22, 24, 25 wmmm 26, a LCDR3 COOEPXHUT
aMMHOKMCJIOTHEIE TIIocCjlefoBaTeJbHOCTM C SEQ ID NO: 28, 29, 30, 33,
34, 35, 37 mam 38.

13. AHTHMTeJIO IO II. 12, comepxallee IocJeloBaTeJibHocTu HCDRI,

HCDR2, HCDR3, LCDR1, LCDR2 m LCDR3 wus:

a) SEQ ID NO: 4, 5, 6, 8, 20 m 28 COOTBETCTBEHHO;
b) SEQ ID NO: 4, 5, 6, 9, 21 m 29 COOTBETCTBEHHO;
c) SEQ ID NO: 4, 5, 6, 10, 22 m 30 COOTBETCTBEHHO;
d) SEQ ID NO: 4, 5, 6, 13, 21 m 33 COOTBETCTBEHHO;
e) SEQ ID NO: 4, 5, 6, 14, 20 m 34 COOTBETCTBEHHO;
f) SEQ ID NO: 4, 5, 6, 15, 25 m 35 COOTBeTCTBEHHO;
g) SEQ ID NO: 4, 5, 6, 17, 25 m 37 COOTBETCTBEHHO;
h) SEQ ID NO: 4, 5, 6, 18, 26 m 38 COOTBETCTBEHHO;
i) SEQ ID NO: 4, 5, 42, 8, 24 M 28 COOTBETCTBEHHO; WM
Jj) SEQ ID NO: 4, 5, 43, 8, 24 m 28 COOTBETCTBEHHO.

14. AxTMTesiO IO II. 10, IDOe aHTUTeJIO comepxuT VH ¢ SEQ ID
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NO: 75 m VL ¢ SEQ ID NO: 7o.

15. A”TUTeJsiO 10 . 14, 71rne VH COOepXUT aMMHOKMCJIIOTHEE
nocjiemopaTeJibHoOCTM ¢ SEQ ID NO: 45, 46 wnium 47.

16. A”THUTesyiO 1o o. 15, r1me VL cCcoOepXxuT aMMHOKMUCJIIOTHEE
nmocJemoBaTeJbHOCTM ¢ SEQ ID NO: 50, 51, 52, 55, 56, 57, 59, 60
wim 62.

17. AHTHMTEeJIO IO II 16, IOe aHTUTEeJIO COOEPXUT:

a) VH ¢ SEQ ID NO: 45 m VL ¢ SEQ ID NO: 50, 51, 52, 55, 56,
57, 59 mam 60;

b) VH m VL ¢ SEQ ID NO: 46 M 62 COOTBETCTBEHHO; WM

c) VH m VL ¢ SEQ ID NO: 47 M 62 COOTBeTCTBEHHO.

18. AHTUTeJIO IO II. 5, T'Ie aHTUTeJO coIepxuT VH, coImepxamuin
AMMHOKMCJIOTHYID IIOCJeOoBaTeJIbHOCTL, IIO MeHbme¥ Mepe, Ha 920%, 91%,
92%, 93%, 94%, 95%, 96%, 97%, 98% mim 99% umenTMuHyioo VH c SEQ ID
NO: 46, m VL, comepxXamlli aMMHOKMCJIOTHYIO I[IOCJIeOOBaTeJIbHOCTL, IIO
MeHbIleM Mepe, Ha 90%, 91%, 92%, 93%, 94%, 95%, 96%, 97%, 98% wmiu
99% mpmenTmMuHyn VL ¢ SEQ ID NO: 62.

19. AHTUTEJIO rio TiIl. 1-18, Toe AHTUTEJIO ABJIAETCH
UeJIOBEUECKUM MJIM TI'yMHAHW3UPOBAHHEM.

20. AHTMUTeJIO IO . 19, DOoe aHTUTEJIO OTHOCUTCH K WMI0THUILY
IgGl, IgG2, IgG3 mau IgG4.

21. A”THUTeJO 10 O. 20, THOe aHTUTEJO COHOEPXUT 3aMeHy B
objlactu Fc.

22. AHTHTeJIO IO II. 21, TOoe 3aMeHa COIEepPXUT 3aMeHy V234A,
G237A, P238S, H268A, V309L, A3305 mmm P331S Ha IgG2 wmiam 3aMeHy
S228P, L234A wmm L235A Ha IgG4, 1mnpuueM HyMepalusad OCTaTKOB
COOTBETCTBYET MHIOekcy EC.

23. AHTUTEJIO I10 II. 22, rme 3aMeHa CONEPXUT 3aMeHy
V234A/G237A/P238S/H268A/V309L/A330S/P331S wHa IgG2 wuIM 3aMeHy
S228P/L234A/L235A Ha IgG4, IpryueM HyMepaluudg OCTaTKOB
COOTBETCTBYET MHIOekcy EC.

24, OdapMalleBTHMUeCKas KOMIIO3MUMUA, comepxXallasg aHTUTeJIO 10 IIII.
1-23 u dapMalleBTUUECKU IIPUEeMJIEMEIL HOCUTEJL .

25. BHIOEJIEHHBM IIOJMHYKJIIeOTUI, KoIupyimuy VH wmiaum VL aHTUTeJa
rno Jobomy m3 nm. 9-24.

26. BekTop, comepXallMy IOJMHYKJIEOTMI IIO II. 25.
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2°7. KileTka-x034aMH, CcoIepXallagd BeKTOp IO II. 26.

28. Cnoco® NOpoOyLUMPOBaHMA aHTHUTeJa o On. 9-24, BKJIOUAINUNA
KYyJILTUBMPOBAaHME KJIETKM—-XO3fAMHa II0 II. 27 B YCIOBUAX, IIPU KOTOPHX
OponoyuMpyeTcsa aHTUTEIO.

29. Crnioco6 JeueHmsa CCL17-onocpenoBaHHOTO 3aboJieBaHuA,
BRJIOUAKINMY BBeleHMe aHTuTeJla II0 M. 1-24 HyxJaomeMycs B TaKoM
JeueHUr CyOBeKTy B TeueHMe BPeMeHM, JOCTaTOUHOT'O MOJd JIeUueHUd
CCL17-omnocpeloBaHHOTO 3aboJieBaHUA.

30. Crioco® 1o 1II. 29, B koTopoM CCLl17-onocpemoBaHHOE
3abojieBaHMe MpencTarJisgeT coboy BocHalMTeJlbHoe 3adojieBaHUe.

31. Cnoco6 mo n. 30, B KOTOPOM BOCIHaluUTeJIbHOe 3abojieBaHue
opencraBygeT cobol OpoHXMAJLHYID acTMy, S3BEHHHEM KOJIUT (4K) ,

ATONMYEeCKU mepMaTuT (All) WIM MIMOIATUYECKUM JIeTOUHEM (ubpo:s

(UJ1D) .

32. Cnoco6 JjeueHMsa OPOHXMAJLHOM acCTMBE WM TUIEPPEaKTUBHOCTH
OHXaTeJbHEX I[IyTel, BKJUalIMM BBeleHMe aHTUTeJa oo onn. 1-24
CyOBeKTy B TeueHNe BpeMeHH, DOCTaTOUHOTO s JIeUeHU s

BpOoHXMAaJIbHOM aCTMH .

33. IlpMMeHeHMe aHTUTeJla [0 HNII. 1-24 mojiga Tepaluu.

34. AHTHUTeJIO IO HII. 1-24 1njia OpuUMeHeHUdI B Tepalluu.

35. AHTHMTeJIO IO nmn. 1-24, npenHazHadeHHOe NJIS IIPMMEeHEHUS B
JledeHNM CyOBeKTa, uMewomero CCL17-onocpenoBaHHOe 3abojleBaHUe.

36. AHTUTeJIO IJa OpMMeHeHMsa 1o . 35, npuuyem CCL17-
OoloCpenoBaHHOe 3abojieBaHMe IMpencTaBjigeT Ccobo¥ BOCHaJMTEeJILHOEe
3abojieBaHMe, OPOHXMAJILHYI acTMy, A3BEeHHBN KOJIUT (4K) ,
ATONMUECKUY IOepMaTUT (All) WIM UIMOINATUUECKUM JIeTOUHHEM (Oubpo:s3
(UJ1D) .

37. AHTUTeJIO IJd IIpMMeHeHMsa I[Io Io. 36, oOpuyeMm CCL17-
OIIOCPEenOBaHHOE 3aboJieBaHue IpencTaBJIgeT cobom OPOHXMAJIEHYIO
acTMy .

I[Io DOBepeHHOCTHU



534200
1/16

éur. 1A

B302

300000-
250000-
200000+
160000+
100000+

50000+

NHTEHCUBHOCTb




2/16

éur. 1B

B311

300000+
250000-
200000+
160000+
100000+

50000+

NHTEHCUBHOCTb




3/16

dur. 1C
1gG2
300000+
§ 250000+
I 200000-
% 150000
E 100000+
=
50000-
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4/16

dur. 1D

1gG4

300000+
250000+
200000+
160000+
100000+

50000+

NHTEHCUBHOCTb




5/16

dur. 2A

B302

40000+

30000-

20000+

NHTEHCUBHOCTbL

10000+




6/16

éur. 2B

B311

40000+

30000+

20000+

MHTEHCMBHOCTb

10000+




dur.

NHTEHCUBHOCTb

2c

40000+

30000+

20000-

10000+

7/16

IgG2




8/16

éur. 2D

IgG4

40000+

30000+

20000+

NHTEHCMBHOCTb

10000+




éur. 3

C17B234 VH 45
C17B235 VH 45
C17B236 VH 45
C17B239 VH 45
C17B240 VH 45
C17B241 VH 45
C17B243 VH 45
C17B244 VH 45
C17B293 VH 46
C17B294 VH 47

C17B234 VH 45
C17B235 VH 45
C17B236 VH 45
C17B239 VH 45
C17B240 VH 45
C17B241 VH 45
C17B243 VH 45
C17B244 VH 45
C17B293 VH 46
C17B294 VH 47

9/16

1 30

EVOLVQSGAEVKKPGESLKISCKGSGYSFET
EVOLVOSGAEVKKPGESLKISCKGSGYSFET
EVOLVOSGAEVKKPGESLKISCKGSGYSFET
EVOLVQSGAEVKKPGESLKISCKGSGYSFT
EVOLVOSGAEVKKPGESLKISCKGSGYSFET
EVOLVOSGAEVKKPGESLKISCKGSGYSFET
EVOLVOSGAEVKKPGESLKISCKGSGYSFET
EVOLVQSGAEVKKPGESLKISCKGSGYSFT
EVOLVQSGAEVKKPGESLKISCKGSGYSFET
EVOLVOSGAEVKKPGESLKISCKGSGYSFET

Akhkkhkhkhhhhhhkhbhhhbkhhkhkkhhkhkdhbhrhbhrrhhhkhk

31 60

SYWIGWVROMPGKGLEWMGIIDPSDSDTRY
SYWIGWVROMPGKGLEWMGIIDPSDSDTRY
SYWIGWVROMPGKGLEWMGIIDPSDSDTRY
SYWIGWVROMPGKGLEWMGIIDPSDSDTRY
SYWIGWVROMPGKGLEWMGIIDPSDSDTRY
SYWIGWVROMPGKGLEWMGIIDPSDSDTRY
SYWIGWVROMPGKGLEWMGIIDPSDSDTRY
SYWIGWVROMPGKGLEWMGIIDPSDSDTRY
SYWIGWVROMPGKGLEWMGIIDPSDSDTRY
SYWIGWVROMPGKGLEWMGIIDPSDSDTRY

R b S S R I S b e S b S S S e i O S R g




dur. 3, OPOIOIX.

C17B234 VH 45
C17B235 VH 45
C17B236_VH 45
C17B239 VH 45
C17B240 VH 45
C17B241 VH 45
C17B243 VH 45
C17B244 VH 45
C17B293 VH 46
C17B294 VH 47

C17B234 VH 45
C17B235 VH 45
C17B236 VH 45
C17B239 VH 45
C17B240 VH 45
C17B241 VH 45
C17B243 VH 45
C17B244 VH 45
C17B293 VH 46
C17B294 VH 47

10/16

6l 90
SPSFQGOQVTISADKSISTAYLQWSSLKASD
SPSFQGOVITISADKSISTAYLOQWSSLKASD
SPSFQGOVTISADKSISTAYLOWSSLKASD
SPSFQGQVTISADKSISTAYLOWSSLKASD
SPSFOGOVTISADKSISTAYLOQWSSLKASD
SPSFQGOVTISADKSISTAYLOWSSLKASD
SPSFQGQVTISADKSISTAYLOWSSLKASD
SPSFOGOQVTISADKSISTAYLQWSSLKASD
SPSFOQGOQVTISADKSISTAYLQWSSLKASD
SPSFQGOVTISADKSISTAYLOQWSSLKASD

hFhkhkhhkhhhdArA A I A A A b A A A A I AA A AN KK

91 121

TAMYYCARVGPADVWDSFDYWGQGTLVTVSS
TAMYYCARVGPADVWDSEFDYWGQGTLVTVSS
TAMYYCARVGPADVWDSFDYWGQGTLVIVSS
TAMYYCARVGPADVWDSFDYWGQGTLVTVSS
TAMYYCARVGPADVWDSFDYWGQGTLVTVSS
TAMYYCARVGPADVWDSEFDYWGQGTLVTVSS
TAMYYCARVGPADVWDSFDYWGQGTLVIVSS
TAMYYCARVGPADVWDSFDYWGQGTLVIVSS
TAMYYCARVGPADVWDAFDYWGQGTLVTVSS
TAMYYCARVGPADVWDTFDYWGQGTLVTVSS

A A IAkAhhhhAdrdhrh . hhhhrkhkhkhkhhkhhtrit




11/16

éur. 4

VH KOHCEHCYyCHAad NOCJenOoBATEeJIbHOCTE (SEQ ID NO: 75)
EVQLVQSGAEVKKPGESLKISCKGSGYSFTSYWIGWVRQMPGKGLEWMGITIDPSDSDT
RYSPSFOGOVTISADKSISTAYLOWSSLKASDTAMYYCARVGPADVWDX FDYWGQGT
LVTVSS

Toe

X, npencraensetr coboi 3, A mmm T

HCDR]1 mocJaemnoBaTeJIbHOCTL

SYWIG (SEQ ID NO: 4)

HCDRZ mocaeIOoBaTeJIbHOCTD

IIDPSDSDTRYSPSFQG (SEQ ID NO: 5)

HCDR3 KOHCEeHCYCHas I[I0CJIedOoBaTel/IbHOCTDb
VGPADVWDX,FDY (SEQ ID NO: 71),
roe

X, npencrasnser coboit 3, A miam T



dur. 5

C17B234 VL 50
C17B235 VL 51
C17B236 VI, 52
C17B239 VI 55
C17B240 VL 56
C17B241 VL 57
C17B243 VI, 59
C17B244 VL 60
C17B293 VL 62
C17B294 VI, 62

C17B234 VI 50
C17B235 VI 51
C17B236 VI, 52
C17B239 VL 55
C17B240 VL 56
C17B241 VI, 57
C17B243 VL 59
C17B244 VI 60
C17B293 VI 62
C17B294 VI, 62

12/16

1 30
DIVMTOSPDSLAVSLGERATINCKSSQSVL
DIVMTQSPDSLAVSLGERATINCKSSQSVL
DIVMTQSPDSLAVSLGERATINCKSSQSVL
DIVMTQSPDSLAVSLGERATINCKSSQSVL
DIVMTOSPDSLAVSLGERATINCKSSQSVL
DIVMTOSPDSLAVSLGERATINCKSSQSVL
DIVMTQSPDSLAVSLGERATINCKSSQSVL
DIVMTQSPDSLAVSLGERATINCKSSQSVL
DIVMTOSPDSLAVSLGERATINCKSSQSVL
DIVMTQSPDSLAVSLGERATINCKSSQSVL

khkkhkkhkkhkkhhhAhrkhkhkkhkkkhkkhkkhkkhkkhhhhkhkkkxk

31 60
LSFDNINKLAWYQOQOKPGOPPKLLIYNASTR
YSEFYNENALAWYQQOKPGQOPPKLLIYHASTR
LSPWNSNQLAWYQOKPGOQPPKLLIYGASTR
SSFTNTNTLAWYQQKPGOPPKLLIYHASTR
YSHVNYNALAWYQOKPGOPPKLLIYNASTR
NSFTNNNALAWYQOKPGOPPKLLIYEASTR
NSEDNKNDLAWYQOKPGQOPPKLLIYEASTR
SSITNVNDLAWYQQOKPGOPPKLLIYTASTR
LSFDNINKLAWYQOQKPGOPPKLLIYDASTR
LSEDNINKLAWYQOKPGQPPKLLIYDASTR

* * kK kkhkkkhkhkkkhkkhkAkkhkkhkhkhkAkhkk kkhkkk




13/16

dur. 5, NOpoOIOJIX.

61 90

C17B234 VL 50
C17B235 VL 51
C17B236 VI, 52
C17B239 VI 55
C17B240 VL 56
C17B241 VL 57
C17B243 VI 59
C17B244 VI, 60
C17B293 VI, 62
C17B294 VL 62

C17B234 VL 50
C17B235 VL 51
C17B236 VI, 52
C17B239 VI 55
C17B240 VL 56
C17B241 VI, 57
C17B243 VI, 59
C17B244 VL 60
C17B293 VI, 62
C17B294 VI, 62

ESGVPDRFSGSGSGTDFTLTISSLOQAEDVA
ESGVPDREFSGSGSGTDFTLTISSLQAEDVA
ESGVPDRESGSGSGTDFTLTISSLQAEDVA
ESGVPDRESGSGSGTDFTLTISSLQAEDVA
ESGVPDRFSGSGSGTDFTLTISSLOQAEDVA
ESGVPDREFSGSGSGTDFTLTISSLQAEDVA
ESGVPDRESGSGSGTDFTLTISSLQAEDVA
ESGVPDRESGSGSGTDFTLTISSLQAEDVA
ESGVPDRESGSGSGTDFTLTISSLQAEDVA
ESGVPDREFSGSGSGTDFTLTISSLQAEDVA

Akhkkhkhkhhhhhhkhbhhhbkhhkhkkhhkhkdhbhrhbhrrhhhkhk

91 113
VYYCQQFYSVPSTEFGQGTKVEIK
VYYCQOFYATPFTFGQGTKVEIK
VYYCQOYYLIPSTEFGOGTKVEIK
VYYCQQYLIYPSTFGOGTKVEIK
VYYCQOYYTLPATFGQGTKVEIK
VYYCQOTNSIPLTEFGOQGTKVEIK
VYYCQOHWQTPLTFGOGTKVEIK
VYYCQOQYYHDPFTEFGQGTKVEIK
VYYCQQFYSVPSTEFGOGTKVEIK
VYYCQQFYSVPSTFGOGTKVEIK

* ok k ok ok ok * kkhkkkhkkkhkkhkkkk



14/16

dur. 6A

VL KOHCEHCYCHas MNoclnelorRaTelbHOCTh (SEQ ID NO: 76):
DIVMTQSPDSLAVSLGERATINCKSSQSVLX 1 SX X NX NXsLAWYQOKPGQPPKLLIY
XASTRESGVPDREFSGSGSGTDFTLTISSLOAEDVAVYYCQQOX 1 XgX X1 oPX 1 TFGQGT

KVEIK; rnoe

¥X; npencrasnger cotom L, Y, S wmim N;

¥, npencraenger coboit F, P, H nmu I;

X3 npencrasnger cotom D, Y, W, T wunm V;

X,y npencraendger cobom I, F, S, T, Y, N, K ungmu V;
¥Xs npencraBuseT cobom K, A, Q, T wmam D;

X¢ npencraenger cobom N, H, G, E, T wmiau D;

¥; npencraenger coboir F, Y, T wnam H;

¥Xg npencrasnger cotom Y, L, N wimm W;

¥y npencraenasger cobomm S, A, L, I, T, Q wmau H;
¥X1p mpencraeaser cobom V, T, I, Y, L wumu D; u
X1 mpencraegaseTr cobom S, F, A uam L.
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éur. 6B

LCDR1 KOHCEHCYyCHAasS NOCHIeI0BATEJIbLHOCTE :
KSSQSVLX; SX,X3NX,N¥sLA (SEQ ID NO: 72),
e
¥, mpencrasjaseT CcoBon S wmam N;
¥, mpencTarjgsaeT Ccofou H non I;
X3 mpencraejseT cobon

X, IpencraBiaseT cobon T, Y, N, K unmu

~ H o m =

~

T,
P,
Y, W, T mnm V;
F,
A,

Sy
X5 npencrasasaeT codon Q, T unm D;

LCDR2 KOHCEHCYCHAS I[IOCJEeIOBATEJILHOCTD :
X{ASTRE (SEQ ID NO: 73),
roe

¥, npexncraejgsaer cobomt N, H, G, E, T wmmmu D.

LCDR3 KOHCEHCYCHAas NOCJEeIOBaTEJILHOCTL :
QOX1XpX3X4PXsT (SEQ ID NO: 74);

Toe

X, mpencraeiaseT cobon , T unwm H;
X, mpencrapejsgeT CoOOOU N unm W;

L, I, T, Q mam H;

-

w o< wn Ko
3 R R S

~

X3 IpencraBiaseT coBOON

X, mpencraejgsaeT cofou I, Y, L wau D; u

-
~

Xs mpencraeyaseT cobon , A mam L.
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VH

CCL17

99-102

R59

D55

D52

D57
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VH

D103

V104

T W105

D106

N W33

VL

W34

P33

L31

Y98

L99
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