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MMMYHOJIOTHH, a UMCHHO K aHTU-IL-17A anTHTENy, comepkaieil ero (hapMareBTHIeCKOi KOMITO3HITIH
U WX TPUMCHCHHIO. boiee KOHKPETHO, HACTOosIee W300peTCHHE OTHOCUTCS K MOHOKJIOHAIHLHOMY
AQHTHUTEITy WIH €T0 aHTUTEHCBS3BIBAIOIEMY (DparMeHTy, B KOTOPOM BapradeIbHast 00IaCTh TSDKEIION IeTH
MoHOKJIOHaNbHOro anturena coaep>kutT HCDR1-HCDR3 ¢ aMHUHOKUCIOTHBIMU TIOCIEA0BATENBHOCTIIMH,
npuBeneHusiMu B SEQ ID NO: 31-33 coorBerctBenno, unmu HCDR1-HCDR3 ¢ aMUHOKHCIOTHBIMU
nocienoBarenbHOCTIMU, TpuBeneHHBIMA B SEQ ID NO: 37-39 cooTBeTCTBEHHO, M BapuadelbHas
o0IracTh JeTKoH Iend MOHOKIOHaidpHOTO aHTHTeNna copepkuT LCDRI1-LCDR3 ¢ aMHHOKHCIOTHBEIMU
nocnenoBarenbHOCTIMU, npuBeAeHHbIMU B SEQ ID NO: 34-36 coorBerctBeHHO, i LCDR1-LCDR3
C aMHUHOKHCIIOTHBIMH TOCIeI0BaTeIbHOCTAMH, TpuBeaeHHBIMUA B SEQ ID NO: 40-42 cooTBETCTBEHHO.
MOHOKIIOHATIPHEIE aHTHTENA TI0 HACTOSIIEMY H300pETEHHIO MOTYT CICIU(PHUSCKHA CBS3BIBATHCSA C
IL-17A, cnenududeckn NPOTUBOACUCTBOBAThH CBs3biBaHHIO IL-17A ¢ ero JjWraHmoM W TOAABIATH
onocpenoBanHyio IL-17A axtuBanuio ¢pudpodbIacTos.
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AHTU-WHTEPJIEUKHAH-17A AHTUTEJIO, PAPMAIIEBTUYECKASI
KOMIIO3UUsA U UX NIPUMEHEHUE

OBJIACTh TEXHHKH, K KOTOPOU OTHOCHUTCS U30OEPETEHUE

Hacrosimee wn3zo0pereHne OTHOCHUTCST K OOJAaCTH MOJEKYJSIPHOW HMMYHOJIOTHH U
KacaeTrcsi aHTUTeNa K HHTepieikuny-17A, dapmaneBTnyeckoll KOMIIO3ULIMM HAa OCHOBE 3THX
AaHTUTEN W WX NPUMEHEHHMI0. B uacTHOCTH, HacTosInee H300peTeHHe OTHOCUTCS K AaHTH-
UHTEPJIIEUKUH-17A MOHOKJIOHAJIbHOMY aHTHUTEIY.

YPOBEHb TEXHUKU

Wnrepneiikun-17A (cokpamenno IL-17A wmu IL 17A) sBnsercs 4ieHOM ceMeiicTBa
utokuHOB IL-17, koTopoe coctout u3 6 uneHos, T.e. IL-17A (IL-17A Obu1 0OHapyKeH MEepPBbIM,
oH Taxke HazwbiBaercs 1L-17), IL-17B, IL-17C, IL-17D, IL-17E (Takxe HasbiBaembiid 1L-25) u
IL-17F (Shi Peiqing et al., Chinese Journal of Cell Biology 33:345-357 (2011)). IL-17F umeer
npumepHo 50% romonoruto ¢ IL-17A, koaupyromue reHbl KOTOPbIX PacloOXKeHbl B OAHOM U
TOM ke cerMeHTe XxpomocoMmbl 6pl2 (Gaffen et al., Nat Rev Immunol 9:556-67 (2009)). IL-17A
u IL-17F moryT cymectBoBath B popme romoanmMepos, Takux kak [L-17A/IL-17A u IL-17F/IL-
17F, a takxe B Bune rereponumepa IL-17A/IL-17F. buonornyeckue >¢dexter IL-17A u IL-17F
NPOSIBJISIFOTCS. TIPU UX CBsi3bIBaHUU ¢ peuentopamu (Wright et al., J Immunol 181:2799-805
(2008)).

CewmeticTBo peuenropos IL-17 (IL-17R) cocrout u3 5 unenos, T.e. [L-17RA, IL-17RB,
IL-17RC, IL-17RD wu IL-17RE. Unenwr cemetictBa peuentopoB IL-17 moryt oOpa3oBbiBaTh
pasHble peLeNnTOpHble KOMIUleKChl, M cpeau Hux IL-17RA, camas kxpynmHas MoJekyna,
oOHapy)keHHasi Ha CErOJHSIIHUNA JeHb B 3TOM CEeMENCTBe, sBJseTCsl OOmel cyObenuHHIeH,
nepenaroIei CUTHANBI [l IO MEHbLIEH Mepe 4YeThIpeX JHMIaHAOB, U 00eCreYnBaeT OCHOBHBIC
ouonornueckue 3¢gdextor (Gaffen et al,, Nat Rev Immunol 9:556-67 (2009)). Kommekc IL-
17RA u IL-17RC onocpenyet kierounsie orBeThl Ha IL-17A u IL-17F (Toy et al., J Immunol
177:36-9 (2006)).

B ayroummyHHOM BocnaiuTenbHOM oTBete [L-17A urpaet Oosee BakHyr0 poib, yem IL-
17F mo mpuunne Toro, uto cpoacTso IL17RA k IL-17A B cTO pa3 npeBOCXOIUT €ro CPOACTBO K
IL-17F (Ely et al., Nat Immunol 10 1245-51 (2009)), u knerounsiii orBer Ha IL-17A B 10 pa3
cunbHee, yeM Ha IL-17F (Dubin et al., Immunity 30:9-11 (2009)). Autu-IL-17A anTuTeno wim
aHTUTeNo K pernentopy IL-17 MOKHO MCTIONB30BAThH ISl OJNOKUpOBaHUs CBsi3biBaHus 1L-17A ¢
€ro PeenToOPOM, TEM CaAMbIM OJIOKHPYsT OMOJIOTHYECKY0 aKTUBHOCTD IL-17A.

IL-17A wrpaer BaXXHYI0 pOJb MPHU HEKOTOPBIX AayTOMMMYHHBIX 3a00JI€BaHUSIX
(HampuMmep, mcopuase, MCOPUATHYECKOM apTPUTE, PEBMATOUIHOM apTPUTE, aHKMIJIO3UPYIOIEM
CTHIOHAMJINTE, CUCTEMHON KPAacHOM BONYaHKE W T.A.). AHTU-IL-17A MOHOKJIOHAJIBHOE AHTHTEJO
CexykuayMab omoOpeHO VYmpaBieHHEM MO CAHUTAPHOMY HAA30pYy 3a KAdeCTBOM IMHINEBBIX
nponyktoB U MmenukaMeHTOB (FDA) u EBpornefickum areHTcTBOM 10 JIeKapCTBEHHBIM CPEICTBAM
(EMA) nns neuyenus OJslI€YHOro IiCOpHasa OT YMEPEHHOH [0 TsKENOH CTEeNeHH,

MNCOPUATUYICCKOr'O apTpUTa U aHKUJIO3UPYIOIICTO CIIOHAUIINTA.



Ilcopma3, Takke UW3BECTHBIH Kak mopma (4emnyika), SBIAETCS XPOHHYECKHM
ayTOMMMYHHBIM 3200JIeBaHHEM KOXXU. [ MCTONOrMYeckre XapakTepPUCTHKU KOXKH TPH TICopuase
BKJIFOYAIOT TUIEPIPONIUPEPALUI0 SMUASPMAIbHBIX KEPATUHOLIUTOB, AHIHOTE€HE3, a TakKkke
UHQUIBTPALIMIO JEHIPUTHBIX KIETOK, Makpodaros, HelTpopunos u T-knetok. (Nestle et al., N
Engl J. Med., 361:496-509 (2009)). Ilcopua3 umeer pasjauyHble NMPOSBIEHUS, CPEAU KOTOPBIX
HanOoJjee PacpOCTPAHEHHBIM THUIIOM SIBJISIETCS OJISIIIEUHBIN NCOPHUa3, HA KOTOPBIA MPUXOAUTCS
Gonee 90% Bcex mNauUMEHTOB, crpagaroumux mncopuaszoMm. [lcopmarmueckuit aptput (IIcA)
SIBJIIETCSI OCOOBIM THIIOM IICOpHAa3a, sl KOTOPOro XapaKTepHa MCOPUATUYECKAs! ChIIlb, a TAKIKE
Oonb, oTek, OOJNE3HEHHOCTb, JKECTKOCTb M IUCKHHE3UsS CYCTABOB W OKPYXKAIOIIUX MSTKHX
TKaHeH. Y HEKOTOpPbIX MALUEHTOB MOXKET HAONIOAATbCS CAKPOWJIEHT H(WIHM) CIOHIWIUT C
JUTUTENIbHBIM TEUEHHEM, JIETKUM PEIIUBOM W CKOBAHHOCTBIO CyCTAaBOB HA IO3JHEH CTaIuH,
NPUBOAALIEH K WHBAJMAHOCTH. Hamuyue rmicopuasa  SIBIAETCS BaXXHBIM  OTIHYHEM
NICOPHATUYECKOTO apTPUTA OT OPYTHX BOCHAIUTENBHBIX 3a00JIEBAHUI CyCTaBOB, IZI€ TSKECTh
MOPaKEHMsI KOXKHM HE CBsi3aHAa HANPSMYIO CO CTENeHbI0 BocmaseHus cycrtaBoB (Tan Zhen et al,,
Chinese Journal of Rheumatology 20:354-357 (2016)).

B KOXHBIX TKaHsAX, MOpPaXEHHBIX I[ICOpUA30M, YpoBeHb »skcrpeccun IL-17A
CYIIECTBEHHO YBEJIMYEH, M 3TO YBEJIWYCHHUE TECHO CBSI3aHO C AKTHBHOCTBIO ICOPHUATUYECKOTO
3abonesannst (Johansen et al., Brit J Dermatol, 160:319-24 (2009), Lowes et al. J Invest
Dermatol 128:1207-11 (2008)). bsuto nokasano, uro aHtu-IL-17A MOHOKJIOHAJTBHOE aHTUTEINO
CexykuHyMa0 siByisieTcst OueHb 3(PPEeKTHBHBIM Y MALMEHTOB, CTPAAAOLINX IICOPHUA30M, U MOXKET
3HAYUTENPHO CHU3UTh AKTUBHOCTH 3a00JIEBaHUS Y TAKUX MALMEHTOB M YMEHBIINTH IUIOIAMIb
ncopuatnueckux Onsmek (Langley et al., N Engl J Med, 371:326-38 (2014)). Cexykunymad
TAKXK€ MOXKET CYIIECTBEHHO YMEHBIINTh CHUMITOMBI apTpUTa U YJIYUYHIHUTh (PYHKIMOHAIBHYIO
AKTUBHOCTh CyCTaBOB y TMAaLMEHTOB ¢ mcopuatndeckum aptpurom (Gottlieb et al., J Drugs
Dermatol, 14821-33 (2015)). Cexykunymab onobpen FDA mis nedenus: OsilieqHOro ncopuasa
OT YMEPEHHOH A0 TSKEJION CTENEHU U MCOPUaTUIECKOTrO apTPuUTa.

PeBmatounnsiii  aptputr (PA) B OCHOBHOM XapakTepHU3YeTCs BOCHAJIHUTEIBHOM
nposnudepanueii B CycTaBaX CHHOBHAJIBHBIX (PUOpOOIACTOB, MOBpPEKIEHHEM CyCTaBOB U
xpsimielt, wuHdunsrpaimeir CD4"  xenmepHbix T-KJI€TOK M I[UIA3MATUYECKUX  KIIETOK,
npoayuupyromux —ayroanturena. IL-17A  MokeT BbI3BIBATH KaK BOCHAJICHHE, TaK U
NOBpeEXXAeHNEe KOCTell mpu peBmatouaHoM aptpute. IL-17A umeeTt BbICOKHE YPOBHU SKCIIPECCUU
B PEBMATOHIHBIX CHHOBHUAJIBHBIX MOHOLMTAX NAIIMEHTOB C PEBMATOWAHBIM apPTPUTOM IO
CPaBHEHHIO CO 3OPOBBIMHU JIFOABMHU HJIH MalMeHTamMu ¢ octeoaptpuroM (Sarkar et al., Clin Exp
Immunol. 177:652-61 (2014)). B uuTonornueckux MCCiaeqoBaHusAX ObUIO mokaszaHo, uto IL-17A
MOJKET CTUMYJIUPOBATh Pe30pOIHi0 KocTel u paspyiuenne koyareHa (Kitami et al., Biochimie.
92:398-404 (2010)). IL-17A MOkeT MHULIMUPOBATH CEKPELIHIO MPOBOCHAIUTENbHBIX [IUTOKHHOB,
taknx kak TNFa, IL-1b u IL-6 B Xpsimax, CHHOBHAJIbHBIX KJIETKaX, Makpodarax u ocreodacrax,
U OKa3blBaThb OHOJIOTHYECKOE BO3AEHUCTBHE. JTH IPOBOCHAIUTENbHBIE IMTOKUHBI BBI3BIBAIOT
BHE3AIMHOE HAYAJIO PEBMATOUIHOIO apTPUTA U MOTYT MOAAEPKUBATH KOJIMYECTBO KieTtok THI17

nocpencreoM [L-6, uuaynupoBanHoro IL-17A, tem cambiM (QOpMHPYST TMOJIOKUTEITBHYIO



Oo0OpaTHYIO CBsi3b W AEHCTBYSI CHHEPIreTHUYECKH, YCWINBAs HMX BOCHAJUTENbHbIE 3Q(eKTsl u
BbI3BIBAsl XPOHHYECKOe BocmanutenpbHoe coctosHue (Ogura et al. np., Immunity 29:628-36
(2008)). Amnraronuctudyeckoe BozaeiictBue Ha IL-17A wmoxer »¢dekTuBHO 00IETYUTH
CHUMIITOMBI PEBMAaTOMIHOTO apTputa. B Mopmenu wblmell ¢ KoJUlareH-MHAYLHUPOBAHHBIM
aprpuroM HeWrtpammzaimsa IL-17A wnu ero peuenTopa NO3BOJMIA YCTPAHUTH CHUMIITOMBI
pesmarounHoro aptpura (Chao et al., Autoimmunity. 2011 May; 44(3):243-52). Jdedpuwmr IL-17
NIO3BOJISIET 3aLIMTUTh MBIIb-XO35IMHA OT KOJUlareH-uHaynuposanHoro aptputa (Nakae et al., J
Immunol, 171:6173-7 (2003)), B TO Bpemsi kak cBepxakcrnpeccusi IL-17A moxkeT ycyryonsaTh
takue coctosinus (Lubberts et al., Inflamm Res 51:102-4 (2002)).

Ankunosupyromuid  cioHIWMT  (AC)  sIBiIsSeTCST  XPOHMYECKHUM  AyTOMMMYHHBIM
3a0oneBannieM. PanHuMmu maronormdeckumMu rnpusHakamu  AC  SABISIFOTCS  OCTpbIE WM
XPOHHYECKHE BOCHAJIIEHHUS B MECTaX MPHUKPEIUICHUS] KOCTeH KPEeCTLIOBO-TIOAB3AOMIHBIX CYyCTaBOB,
CYXOXKHJIMH M CBSI30K, B PE3yJIbTaTe 4ero Ha Oosiee Mo3AHeH CTaJuu MOTYT Pa3BUTHCS AMCLUT U
(baceTouHblll apTpuT;, U y BcexX nanueHToB ¢ AC HaOMIOMAeTCsl CHUKEHHE TUIOTHOCTH KOCTEH.
UccnenoBanusi mokasanu, 4To Kak kosmdectBo kietok Thl7, cekpermpyromux IL-17A, B
nepudepudeckoil Kpoy, Tak U koHHeHTpanws 1L-17A y manmuentoB ¢ AC 3HaAYUTENBHO BBIIIE,
4yeM y 300poBbIxX Jroaeit (Gracey et al., Arthritis Rheumatol. 68:679-89. (2016)). IL-17A moxeTt
aKTUBUPOBATb  pPAa3NUUHbIE KJIETKH, Takue Kak Makpodaru, OEHIPUTHBIE  KIIETKH,
SH/OTENUANbHBIE KJIETKH, (PUOpPOONAcThl, XOHAPOLUTBI M OCTEOOJACTBI, KOTOPbIE MOTYT
IPOAYyLHPOBATh OOJNBIIOE KOJMYECTBO BOCHAIUTENbHBIX NECTPYKTHBHBIX (akTopos (Ogura et
al., Immunity 29:628-36 (2008)). B koctabix TKansx IL-17A wunaymupyer B ocreobmacrax
SKCIIPECCHIO aKTHUBaTOpa perenrtopa juraxna sinepHoro ¢akropa-kB (RANKL), aktuBupyer
OCTEOKJIACTbI, TEM CaMbIM HHAYLMPYS Pe30pOLMI0 KOCTEH, KyMYJSTHBHO YCYyryOJisisi MOTEpIO
KOCTHOI Macchl M HENOCPEACTBEHHO WIJIM OIOCPEJOBAHHO BbI3bIBas pas3pylIeHHE KOcTel
(Gaffen, Curr Rheumatol Rep 11:365-370 (2009)). V mnaumentoB ¢ AC antu-IL-17A
MOHOKJIOHaJIbHOE aHTHTeN0 CekyKnHyMad MpOIEeMOHCTPUPOBAIO OTIMYHY 3((EKTHBHOCTD,
KOTOpOE TMO3BOJISIET CYLIECTBEHHO OOJIErdYUTh CUMNOTOMBI M MPU3HAKH AHKUJIO3UPYIOIIETro
cnonamnnra (Baeten et al, N Engl J Med, 373:2534-48 (2015)). Ha ocHoBaHuu 3THX
pesyasraTtoB Cekykunymad onodper FDA nust nedeHus: aHKIIO3UPYOIIETO CIIOHIAINTA.

Cucremnass kpacHas Bojuanka (CKB) mnpencraBmser coboli  ayTOMMMYyHHOE
3a0oneBaHme, MOPAKAOIIEe HECKOJNbKO CHCTEM. B 4YacTHOCTH, B OpraHu3Me NAalMeHTOB
NOSIBJISTFOTCSI AHTHTEJA TPOTUB COOCTBEHHBIX AyTOAHTUT'€HOB, KOTOPBIE HEMOCPEACTBEHHO HIIU
OMOCPEIOBAHHO AaTaKYIOT pa3JIM4Hble TKAHW WJIM OPTaHbl, MPHU 3TOM HauOojee YacTo
MOPAKAIOTCS] YUaCTKU KOXKH, CycTaBbl U mouku. Mccnenmosanus mokaszamu, uro 1L-17A urpaer
pors B CKB. CoorHomenue kierok, npoayuupyromux IL-17A, B mepudepudeckoll KpoBH
nanueHToB ¢ CKB nosbiieHo, a ypoBeHb IL-17A B CbIBOPOTKE NAL[MEHTOB SIBJISETCS AHOMAJIBHO
BoicokuM (Chen et al., J Clin Immunol, 30:221-5 (2010). MoHOHYyKJ€apHBIE KJIETKH
nepudepudeckoii kporu mamueHToB ¢ CKB, kxoTOpasi conpoBokaaeTcss MOBPEKISHUEM MMOYEK,
MOTYT TpOAyLUpoBaTh Oosiee BbicOKHE ypoBHU obmero IgG, antu-nu/IHK IgG u IL-6 mpu

KyabTuBUpOBaHuu ¢ IL-17, uTo yka3biBaeT Ha BO3MOkHOe yuactue IL-17 B akTuBauuu B-kneTok



(Dong et al., Chin Med J (anrmn.), 116:543-8 (2003)). Taxxe HenaBHO ObUIO OOHAPYIKEHO, YTO
IL-17A moxer B3aumoneiictsoBatb ¢ BAFF (¢dakropom aktuBaimm B-kinerok) mis 3ammrs! B-
KJIETOK OT amnomTo3a, TEM CaMblM YyBEJINYHBas KOJUYECTBO KIJIETOK, MPOXYLHUPYIOLINX
ayroantutena (Onishi et al., Immunology 129:311-21 (2010)).

CYIIHOCTDB U30BPETEHUA

B pe3ynprare MHTEHCUBHBIX WCCIENOBAHMI C TNPUIOKEHHUEM TBOPUYECKHUX YCHIUN
aBTOpaM M300pETEeHUs yIaIoCh MPUMEHUTh CUCTEMbI SKCIIPECCUH KIIETOK MIIEKOIMHUTAOIINX TS
skcrpeccun  pekomOuHaHTHOrO IL-17A (24-155) B KayecTBe aHTHreHa AT UMMYHH3ALMH
MBILIEH, B pE3yJIbTaTE Yero ObLUIO MOJy4YeHO OONbIIOE KOJUYECTBO OOPA3IOB KJIIETOK THOPHUIOM B
pe3yJabTaTe CIMSHUS MBIIIUHBIX KJIETOK CEJNe3eHKU M MHEJOMbL. B pesynbraTte CKpHHHMHIA
O0JBLIOrO KOJTHYECTBa 00pa3LoB ObUIM BBIACICHBI CIEAYIOIINE 1BE THOPHIOMHBIC KJIETOYHBIE
JIVHUU:

ruOpunomHast kierounas jquHust LTO06 (IL-17A-13E9), nenonupoBanHast B Kuraiickom
neHTpe kosutekuuii TunoBbiX KyJbTyp (China Center for Type Culture Collection, CCTCC) 12
centsi0ps 2017 r. ¢ Homepom noctyna CCTCC: C2017102;

ruOpunomHas kiaerounas guHus LTO07 (IL-17A-2G2), nenonuposanHas B Kuraiickom
nertpe koswekiuid THNOBBIX KynbTyp (CCTCC) 12 centsiops 2017 r. ¢ HOMEpOM AOCTyIa
CCTCC: C2017165.

Heoxxunanuo Ob110 0OHAPYKEHO, YTO!

rubpunomHas knerouHas juHMA LTO006 MOXeT cekpeTHpoBaTb M NPOXYLUPOBATH
cneun(puIeckoe MOHOKIJIOHAJbHOE aHTHTeno (HasBaHHoe [3E9), kortopoe crenuduyuecku
cBs3biBaeTcss ¢ IL-17A, um 3TO MOHOKJIOHAJIBHOE AaHTUTENO MOXET O4YeHb 3(PPEKTHBHO
omoxuposarh cBszbiBanue IL-17A ¢ IL-17RA,;

rubpunomHast kjerouHas juHust LTO07 moxer cekpeTupoBaTh M IMPOAYLIUPOBATH
ceudryeckoe MOHOKJIOHAJNbHOE aHTUTeNo (HasBaHHoe 2(G2), koTopoe cnenuduyuecku
cBs3biBaeTcsi ¢ IL-17A, W 3TO MOHOKJIOHAJIHOE AaHTUTENO MOXET O4YeHb 3(PPEKTHBHO
onmokuposath cBszbiBanue IL-17A ¢ IL-17RA,;

KpoMe TOro, ObUIM MOJyYeHbl T'yMaHU3UPOBaHHbIE aHTU-IL-17A anTuTena (Ha3BaHHBIE
13E9 H1L1, 13E9 H2L2, 13E9 H3L2; u 2G2 HIL1, 2G2 H2L2, 2G2 H3L3, cOOTBETCTBEHHO),
KOTOpble CrOCOOHBI 3((EKTUBHO CBS3BIBATBLCA C 4ejioBedeckuM IL-17A, OiokupoBaTh
ces3biBanue 1L-17A ¢ peuentopamu IL-17A u mHruOMpOBaTH AKTHBALMIO PACIOJOKEHHBIX
HUKe CUTHAJIBbHBIX IyTel peuenTtopa IL-17A;

AHTUTEJIO TIO HACTOSALIEMY H300PETEHHIO MOKHO HCIOJB30BATh JUIS HM3TOTOBJICHUS
JICKaPCTBEHHOT'O CPENCTBA ISl MPOPUIAKTHKYA W/WJIHM JICYSHHs] ayTOMMMYHHBIX 3a00JIeBaHMIA,
TaKuX Kak IICOpHA3, PEBMATOUAHBIM apTPUT, MCOPUATUYECKUN AapTPUT, AHKUIO3UPYHOLIUN
CTIOHAWMJINT U CHCTEMHAsI KPacHasl BOJYAHKA.

Taxum 0Opa3om HacTosIee H300pETEHNE OTHOCUTCS K CIEAYIOLIEMY:

B OJHOM M3 AaCleKTOB HACTOSIIEr0 H300PETeHHs] MPENCTaBIEHO MOHOKJIOHAJIBHOE
AHTUTEJIO UJTH €T0 AaHTUT€HCBA3BIBAIOINUN (PPArMEHT, B KOTOPOM

BapuadenbHast obnmacte Tsokenod nenu (VH) MOHOKJIOHANBHOTO aHTUTENA CONEPIKHT:



HCDRI1-HCDR3 ¢ aMUHOKHUCIOTHBIMH MOCJIEAOBATENbHOCTAMHY, NipuBeAeHHbIME B SEQ ID NO:
31-33, coorBerctBenHo, unu HCDR1-HCDR3 ¢ aMUHOKHUCIOTHBIMHU TOCIEN0BATEIbHOCTSIMH,
npusBeneHHbIMU B SEQ ID NO: 37-39, cooTBETCTBEHHO, 1

BapuadenbHast oOmacth Jjerkod uenmu (VL) MOHOKIOHAJIBHOTO aHTUTENA CONEPKHT:
LCDRI1-LCDR3 ¢ aMUHOKHUCJIOTHBIMU MOCJIEI0BATENbHOCTAMHY, NpuseneHHbIMU B SEQ ID NO:
34-36, coorBercTtBeHHO, uau LCDRI1-LCDR3 ¢ aMHMHOKHCJIOTHBIMH IOCIEI0BATEIbHOCTIMH,
npuseneHHbIMUA B SEQ ID NO: 40-42, cOOTBETCTBEHHO.

BapuabenbHble 00acTH JIETKON U TSXKEJION Iieneil OTBEYAOT 3a CBSI3bIBAHHE AHTHIEHA,
BapuadesbHasi 00JIaCTh KAKIOW IeMH COMAEPKUT TPH rHrepBapuadebHbie 00JaCTH, a UMEHHO
onpenestome komruieMeHtapHocTh obsmactu (CDR) (CDR tspxenoit (H) menu BKITOYArOT
HCDRI1, HCDR2, HCDR3, u CDR inerxoii (L) uenu Bkmouator LCDR1, LCDR2, LCDR3;
onpenenennbie o Kabat et al., Sequences of Proteins of Immunological Interest, Fifth Edition
(1991), Volumes 1-3, NIH Publication 91-3242, Bethesda Md).

AHann3 aMUHOKHUCIIOTHBIX MoOcienoBarenbHocTel obnacreit CDR MOHOKIIOHAJIBHOTO
aHTHUTENA, YKa3aHHbIX Bble B MyHKTax (1)-(2), BBIMONHSAIOT TEXHUYECKUMH CpPEICTBAMHU,
XOPOIIO M3BECTHBIMU CIEIHAUCTAM B JAHHOW O0JIACTH, HANPUMeEp, ¢ MOMOIIBIO 0a3bl JAHHBIX
VBASE2:

antutena 13E9, 13E9 HIL1, 13E9 H2L2 u 13E9 H3L2 no HactosiimeMy H300pETeHHUIO
umeroT oguHakosbie CDR:

AMUHOKHCJIOTHBIE TIOCTenoBaTeibHOCTH Tpex ydacTkoB CDR BapmaOenpHOl oOnactu
TSDKEJION LIENU SIBJISIIOTCS CICAYIO MU

HCDRI1: SYSFTSDYA (SEQ ID NO: 31),

HCDR2: ITYSGVT (SEQ ID NO: 32),

HCDR3: ARADYDSYYTMDY (SEQ ID NO: 33); u

AMHHOKHUCJIOTHBIE TOCenoBarebHOCTH Tpex ydacTkoB CDR BapuabenbHO# oOnactu
JIETKOU TeTH SIBJISTFOTCSI CIIEAYIOIIHMHE:

LCDR1: QSLVHSNGNTY (SEQ ID NO: 34),

LCDR2: KVS (SEQ ID NO: 35),

LCDR3: SQSTHFWT (SEQ ID NO: 36).

Antutena 2G2, 2G2 HILI1, 2G2 H2L2 u 2G2 H3L3 no HacTosimeMy H300pETEHUIO
umeroT oguHakosbie CDR:

AMUHOKHCJIOTHBIE TIOCTIeNOBaTeIbHOCTH Tpex ydacTkoB CDR BapmabenpHOl oOnactu
TSDKEJION ENH SIBJISTFOTCS CJICAYIOITUMU:

HCDRI1: SEVFPIAD (SEQ ID NO: 37),

HCDR2: ILPSFGRT (SEQ ID NO: 38),

HCDR3: ARGNYGFAY (SEQ ID NO: 39); u

AMUHOKHCJIOTHBIE TIOCTenoBaTeibHOCTH Tpex ydacTkoB CDR BapmabenpHOlN oOnactu
JIETKOM LIETH SIBJISTFOTCS CIEAYIOIUMHU:

LCDRI1: QSLLNSDGKTY (SEQ ID NO: 40),

LCDR2: LVS (SEQ ID NO: 41),



LCDR3: WQGSHFPQT (SEQ ID NO: 42).

B omHom wim Oonee BapWaHTaX OCYIIECTBJICHUS HACTOSINErO H300peTeHus
MPEICTaBICHO MOHOKJIOHAJIbHOE AHTUTEJIO WM €ro aHTHICHCBSI3bIBAIOLINI (parMeHt, B
KOTOPOM

BapuabenbHast obmactb Tsokenon uenu (VH) MOHOKIOHAJIBHOTO aHTUTENA CONEPIKUT
HCDRI1-HCDR3 ¢ aMHHOKHCIOTHBIMU TOCJIEA0BaTeNbHOCTAMY, npuBeaeHHbIMU B SEQ ID NO:
31-33, COOTBETCTBEHHO, U

BapuabesbHasi 00nacTh Jjerkod nenu (VL) MOHOKJIOHAJIBHOTO AHTHUTENIA COMEPIKHT
LCDR1-LCDR3 ¢ aMUHOKHUCIIOTHBIMH TTOCJIeNOBaTEbHOCTIMU, nipuBeneHHbiMu B SEQ ID NO:
34-36, COOTBETCTBEHHO.

B omHoM wnu Oojiee BapWaHTaX OCYINECTBJIICHUS HACTOSINErO H300peTeHus
MPEICTABICHO MOHOKJIOHAJIBHOE AHTUTENIO0 WM €ro AaHTHIEHCBSI3bIBAIOLINI (parmMeHt, B
KOTOpPOM

BapuadenbpHasi oOmacTh Tspkenod nenu (VH) MOHOKJIOHANBHOTO aHTUTENA CONEPIKHT
HCDRI1-HCDR3 ¢ aMUHOKHUCIOTHBIMH MOCJIEAOBATENbHOCTAMHE, TipuBeAaeHHbIME B SEQ ID NO:
37-39, COOTBETCTBEHHO, U

BapuadenbHast obOnacth Jjerkod nemd (VL) MOHOKIIOHAJIBHOTO AHTHUTENIA CONEPIKHT
LCDRI1-LCDR3 ¢ aMUHOKHUCJIOTHBIMH TOCJIE€N0BATENbHOCTIMU, npuBeneHHbiMU B SEQ ID NO:
40-42, COOTBETCTBEHHO.

B omHom wim  Oonee BapWaHTaX OCYIIECTBJICHUS HACTOSINErO H300peTeHus
MPEICTaBICHO MOHOKJIOHAJIBHOE AHTUTEJIO WM €ro aHTHICHCBSI3bIBAIOLINI (parMeHt, B
KOTOpPOM

AMHHOKHUCJIOTHYIO MOCJIEA0BATEIbHOCTh BapuabeTbHON 00NACTH TSKENION e BIOpaHO
u3: SEQ ID NO: 2, SEQ ID NO: 6, SEQ ID NO: 10, SEQ ID NO: 14, SEQ ID NO: 16, SEQ ID
NO: 20, SEQ ID NO: 24 u SEQ ID NO: 28;

u

AMUHOKHUCJIOTHYIO TOCJI€IOBATENIbHOCTh BapuadebHONW OOJIACTH JIETKOHN LEmu BHIOPAHO
u3: SEQ ID NO: 4, SEQ ID NO: 8, SEQ ID NO: 12, SEQ ID NO: 18, SEQ ID NO: 22, SEQ ID
NO: 26 u SEQ ID NO: 30.

B omHom wiu  Oonee BapWaHTAaX OCYINECTBJIICHUS HACTOSINErO H300peTeHus
MPEICTABICHO MOHOKJIOHAJIBHOE AHTUTENI0 WM €ro AaHTHIeHCBS3bIBAIOLINI (parMeHT, B
KOTOpPOM

AMUHOKHCJIOTHYIO TTOCJIEOBATEIbHOCTh BapuabeIbHOM 00NACTH TSKEJION LeTH BEIOPAHO
u3: SEQ ID NO: 2, SEQ ID NO: 6, SEQ ID NO: 10 u SEQ ID NO: 14, u aMHMHOKHCJIOTHYIO
TOCJIEIOBATEIPHOCTD BapradenbHON 00s1acTu jJerkoi nenu Beiopano u3: SEQ ID NO: 4, SEQ ID
NO: 8 u SEQ ID NO: 12;

WIH

AMUHOKHCJIOTHYIO TTOCJIEOBATEIbHOCTh BapuabeIbHOM 00JIaCTH TSKEJION ey BBIOPAHO
u3: SEQ ID NO: 16, SEQ ID NO: 20, SEQ ID NO: 24 u SEQ ID NO: 28, u aMUHOKHUCJIOTHYIO

MOCJIEIOBATEILHOCTD BapuadenbHOl obsactu yierkoil nenu BeiOpano u3: SEQ ID NO: 18, SEQ



ID NO: 22, SEQ ID NO: 26 u SEQ ID NO: 30.

B omHomM wmim  Oonmee BapuaHTaX OCYLIECTBJCHHUS HACTOSILErO M300peTeHus
NPENCTABICHO MOHOKJOHAJIBbHOE AHTHUTEJIO WIM €ro aHTHICHCBS3BIBAKOIINN (parMeHT, B
KOTOPOM BapuabenbHy0 00JacTh TSDKENIOH Ienu W BapuabeNbHyr 00JacThb JIETKOW Lenu
BBIOpaHO U3 JFOOOT0 U3 crneayrumx myHKToB (1)-(8):

(1) BapuabenbHOIl 0OmacTM TSDKENOH Uenmu, COAepiKalledl aMHUHOKHCJIOTHYEO
NOCJIeI0BAaTENbHOCTD, NpuBeneHHyo B SEQ ID NO: 2,

BapuabenbHONW  oOmacTM ~ JIETKOW  IIemH, coiepkalieil  aMHHOKHCJIOTHYEO
nocJieI0BaTeIbHOCTD, puBeneHHyo B SEQ ID NO: 4;

(2) BapuabenpHON OONACTH TSDKENOW ILeMH, COAep)Kaleldl aMUHOKHCIIOTHYIO
nocyenoBaTeIbHOCTh, mpuBeneHnyo B SEQ ID NO: 6, u

BapuabenpHOH  oOmacTM  JIETKOW  IIeTH, colepKalieil ~ aMHHOKHCJIOTHYIO
MOCJIeIOBATENbHOCTB, puBeneHHyo B SEQ ID NO: 8;

(3) BapmabenbHOIl oOOjmacTM TSDKENOH Ienmu, CoAep)Kaled aMHUHOKHCIIOTHYEO
nocyenoBaTeabHOCTh, mpuseneHnyo B SEQ ID NO: 10, u

BapuabenpHOH ~ obmacTu  JIETKOHW  IIeTH, colepKaliel  aMHHOKHCJIOTHYIO
MOCJIeI0BaTENbHOCTD, puBeneHHyo B SEQ ID NO: 12;

(4) BapumalenpHONM O0OJNACTH TSDKENOW IeMH, COAepIKaleld aMUHOKHCIIOTHYIO
nocyenoBaTeabHOCTh, npuBeneHnyo B SEQ ID NO: 14, u

BapuabenpHONH  obmacTu  JIerKOoHW  IIemw, colepkalieil  aMHHOKHCJIOTHYIO
MOCJIeIOBATENbHOCTD, puBeneHHy0 B SEQ ID NO: 12;

(5) BapmaGenbHOIl oOOjmacTu TSDKENOM  Iienu, CoAep)kalled  aMHUHOKHCIIOTHYIO
MOCJIeN0BaTENbHOCTD, puBeneHHyI0 B SEQ ID NO: 16, n

BapuaOenpHONH  obmacTh  JIeTKOH — Lemu,  COAepKamed  aMUHOKHCJIOTHYIO
NIOCJIeI0BAaTENBbHOCTD, puBeneHHyo B SEQ ID NO: 18;

(6) BapuabenpHONM OONACTH TSDKENIOW LENu, CoAep)Kamiedl aMUHOKHCIIOTHYIO
nocyienoBaTeIbHOCTh, mpuBenennyo B SEQ ID NO: 20, u

BapualeNbHON O0NaCTH Leny, COAep’Kalledl aMHHOKHCIOTHYIO TOCJIEI0BATENbHOCT,
npuseneHHyo B SEQ ID NO: 22;

(7) BapmabenbHOIl oOOjmacTu TSDKENOH 1enmu, CoAep)Kamed aMHUHOKHCJIOTHYEO
nocyienoBaTeabHOCTh, mpuseneHnyo B SEQ ID NO: 24, u

BapuabenpHONH  obmacTu  JIETKOW  IIETiH, comepKalieil ~ aMHHOKHCJIOTHYIO
MOCJIeI0BaTENbHOCTD, MpuBeneHHYI0 B SEQ ID NO: 26; u

(8) BapmabenpHOIl oOO;macTH TSDKENOH Lenmu, CoAeplkamed  aMHUHOKHCIIOTHYEO
nocyenoBaTeabHOCTh, mpuseneHnyo B SEQ ID NO: 28, u

BapuabenpHONH ~ obmacTu  JIeTKOHW  IIemy, comepKalieil ~ aMHHOKHCJIOTHYIO
NOCJIeI0BaTENbHOCTD, NMpuBeAeHHy0 B SEQ ID NO: 30.

B omHom wmiam  Oonmee BapuaHTaX OCYLIECTBJCHHUS HACTOSILETO H300peTeHus
NPEICTABJICHO MOHOKJIOHAJIbHOE AHTUTEJO WM €ro aHTHUIeHCBS3BIBAIOLIMN (parMeHt, rie

MOHOKJIOHAJIbHOE aHTHUTEJIO WJIM €r0 aHTHIeHCBs3bIBaomuil (pparmeHT BbiOpaHo u3 Fab, Fab',



F(ab'), Fd, Fv, dAb

OOHOLECTIOYCYHOTO aHTUTENIA, TYMAHU3UPOBAHHOI'O aHTUTECJIA, XUMECPHOTO aHTUTEJIA U JUATEIIA.

¢dparmMeHTa onpeneNsOIIed  KOMIUIEMEHTapHOCTh — O0JIacTH,

2 2 2

B omHom wunm Oonee BapuaHTax OCYIIECTBIEHHUS HACTOSINETO H300pETEHUs
MPEICTABICHO MOHOKJIOHAJbHOE AHTUTENO WIM ero aHTUIeHCBSI3BIBAIOLINKI (parMeHTt, rie
MOHOKJIOHAJIbHOE aHTHUTENO cBszbiBaercst ¢ OenkoMm IL-17A ¢ ECso menee npumepHo 100 HM,
HarpuMep MeHee npumepHo 10 HM, 5 BM, 4 vM, 3 M, 2,5 HM, 2 HM wunmu MeHee,
npeanoututenbHo ECso n3mepsator koHkypeHTHbIM ELISA.

B HexoTOpBhIX BapuaHTAX OCYIIECTBJIEHUS HACTOSIIEr0 H300pETEHHs] MPEICTaBICHO
MOHOKJIOHAJIbHOE aHTUTENIO WJIM €r0 aHTHUT'€HCBSI3BIBAIOIINI (PparMeHT, rie MOHOKJIOHAJIBbHOE
aHTUTENO cBs3biBaeTcs ¢ OenkoMm IL-17A ¢ Kp menee mpumepno 10° M, manpumep MeHee
npumepro 10° M, 107 M, 10 M, 10® M, 101 M unu menee; npeanouturensso Kp msmepsoT
C TIOMOIIBIO MPUOOpA s aHAJIN3a MOJIEKYJISIPHBIX B3aumoaeicTauii Fortebio.

B HexkoTOphIX BapuaHTaX OCYILIECTBJICHUS HACTOSIIEro W300pETEeHUs] MpPEICTaBICHO
MOHOKJIOHAJIbHOE aHTUTENIO WJIM €r0 aHTUT'€HCBSI3BIBAIOIINK (PparMeHT, rie MOHOKJIOHAJIBHOE
anTuteno cessbBaercs ¢ Oenkom IL-17A ¢ ECso menee npumepHo 100 HM, Hampumep MeHee
npumepso 10 1M, 1 #M, 0,9 1M, 0,8 M, 0,7 M, 0,6 1M, 0,5 uM, 0,4 uM, 0,3 M, 0,2 1M, 0,1
HM umm meree; B vacTHOCTH, ECso u3mepstoT metogom Henpsimoro ELISA.

B omHom wnm Oomee BapuaHTaX OCYIIECTBICHUS HACTOSINETO H300pETEHUs
MOHOKJIOHAJIbHOE aHTHTEJO coaepxkutr obmactu, He sromuecs CDR, roe obmactu, He
spisirorquecss CDR, oTHOCATCS K BUAaMm, OTJIMYHBIM OT MBIIIEH, HANpUMEpP, K YEIOBEUECKOMY
aHTUTENy.

B HekoTOppIX BapHaHTaX OCYIIECTBJIEHUS HACTOSINEro H300pPETeHUsT KOHCTAHTHAs
001acTh IMMYHOTTIOOYJIMHA SIBJSIETCS TYMaHU3UPOBAHHOM, HATIPUMEp, B KOHCTAHTHBIX 00JIACTSIX
TSDKEJION Lenu ucnojn3yoT C-obmacte nenu ramma-1 Ig, Homep nmocryma: PO1857; u B
KOHCTaHTHBIX 00JIaCTsIX JIETKOH 1enu ucnonb3yloT C-o0nactk kanma-uenu Ig, HOMep mocTymna:
P01834.

B omHom wmimm  Ooyee BapuaHTaX OCYLIECTBJCHHUS HACTOSIIETO H300peTeHus
MPECTaBIEHO MOHOKJIOHAJIbHOE aHTUTEJIO UJTH €r0 aHTUTeHCBSI3bIBAOIINIA (hpAarMeHT, T1e:

MOHOKJIOHAJIbHOE aHTHUTEJIO MPOAYLUPYETCs THUOPUIOMHON KjeToyHoi yuuueit LT006,
nenonupoBanHol B KwuTtaiickoMm neHtpe kosiekuuu TUNoBbiX KynbTyp (CCTCC) ¢ HOMepom
noctyna CCTCC: C2017102; unu

MOHOKJIOHAJIbHOE aHTHUTEJIO MPOAYLUPYETCS THOPUIOMHON KjeToyHou yuHueit LT007,
nenonupoBanHON B KwurtaiickoMm neHtpe kosuiekuuu TUnoBbiX KynbTyp (CCTCC) ¢ HOMepom
noctyna CCTCC: C2017165.

B omHom wmnmm  Oonee BapuaHTaX OCYIIECTBICHHS HACTOSINETO H300pEeTEHUs
MOHOKJIOHAJIbHOE AQHTHTEJI0 WJIM €ro aHTHTEeHCBS3BIBAOINUN (PpAarMeHT HCTHOIB3YIOT s
npoUIAKTUKA W/WIN JICUEHUS OMyXoJieH WIM ayTOMMMYHHBIX 3a00JIeBaHMA W  JUIS
OUATHOCTHKU ayTOMMMYHHBIX 3a00JI€BaHUM, MPEANOYTHTENLHO ayTOMMMYHHOE 3a0oJieBaHUe
BBIOPAHO U3 ICOpHUa3a, PEBMATOMIHOIO apTPHUTA, IICOPUATHUECKOTO apTPUTA, AHKHIJIO3UPYIOLIETO

CTIOHAMJINTA U CUCTEMHOIN KPacHOH BOSYAHKH; MPENIIOUTUTENBHO IICOPHa3 MPEACTaBIsieT cOO0M



ONsIIeYHBIHN ICOPUA3 OT YMEPEHHOH /10 TSKEJION CTETEeHH.

B omHom wnm Oonee BapuaHTaX OCYIIECTBJICHHUS HACTOSINETO H300pEeTEHUs
MOHOKJIOHAJIbHOE aHTUTEJIO WM €r0 aHTUT€HCBA3bIBAIOIINH (PparMeHT UCIOMB3YIOT AJIA:

onokxuposanus cesi3biBanus [IL-17A ¢ IL-17RA,

peryasinuu (HampuMmep, CHIDKEHUsS) aKTUBHOCTH miu ypoBHs IL-17A, wnu nopaeneHus
skcnpeccun IL-6 B kieTkax.

JIpyroifl acmekT HacTOsIEero u300peTeHHs OTHOCUTCS K BBIJENICHHOW MOJIEKyJe
HYKJIEMHOBOM KHCJIOTBI, COJEpKallel HYKJIEOTHAHbIE IOCIEIOBATEIbHOCTH, KOIUPYIOLIUE
BapuabenbHyr0 O0JACTh TSDKENOW wenu W BapuabenpHyr0 O0JAcTh JIETKOW Lenu JoOoro u3
MOHOKJIOHAJIbHBIX aHTHTEJ, IPEICTABICHHBIX B HACTOSIIIEM U300PETEHHH.

B onHoM min Oosiee BapraHTaxX OCYLIECTBJIEHHS HACTOSIIETO M300PETEHHs BbIICICHHAS
MOJIEKYJIa HyKJIEHHOBOH KHCIJIOTBHI CONEPKUT HYKJICOTUAHBIE MOCIENOBATEIbHOCTH, BEIOPAHHBIE
u3 robdoro u3 ciaenyromux (1)-(8):

(1) SEQ IDNO: 1, SEQ ID NO: 3;

(2) SEQ ID NO: 5, SEQ ID NO: 7;

(3) SEQID NO: 9, SEQ ID NO: 11;

(4) SEQ ID NO: 13, SEQ ID NO: 11;

(5) SEQ ID NO: 15, SEQ ID NO: 17;

(6) SEQ ID NO: 19, SEQ ID NO: 21;

(7) SEQ ID NO: 23, SEQ ID NO: 25; u

(8) SEQ ID NO: 27, SEQ ID NO: 29.

JIpyroli acmekT HacCTOSINEro H300peTeHHs] OTHOCUTCA K PEKOMOMHAHTHOMY BEKTODY,
COZiepIKaIeMy BBIIEJICHHYIO MOJIEKYJy HYKJIEHMHOBOH KHCIOTBI 110 HACTOSINEMY H300pPETEHHIO.
IIpeanouTurenbHO PEKOMOMHAHTHBIN BEKTOP MPEACTaBIsieT COOOH PEKOMOMHAHTHBIM BEKTOP
HKCIPECCUH, TAaKOH KaK IPOKAPUOTHYECKHH pPEKOMOMHAHTHBIH BEKTOP OSKCIPECCHU MU
SYKaPUOTUYECKON PEKOMOUHAHTHBIN BEKTOP SKCIPECCHH.

JIpyro¥i acmekT HacTOSIIEro M300pPETeHUs] OTHOCUTCS K KJIETKEe-XO3SMHY, COAepIKallel
PEKOMOMHAHTHBIN BEKTOP MO HACTOSIIEMY H300PETEHUIO.

JIpyroii acmekT HAaCTOSIIEro U300PETeHNsI OTHOCUTCS K CIOCO0Y MOJIy4YeHHs JTF000ro U3
MOHOKJIOHAJIbHBIX AHTUTEJ WM HMX AHTUT'CHCBS3BIBAIOIIMX (PPArMEHTOB, NMPEACTABJICHHBIX B
HACTOSIIEM HM300PETEHNH, BKIFOYAIOIIEMY 3Tanbl KYJIbTHBHPOBAHUS KJIETKH-XO3SMHA B
COOTBETCTBHHM C HACTOSIIMM H300pPETEHHEM B COOTBETCTBYIOIIMX YCJOBHSIX M BBIIEJICHHUS
MOHOKJIOHAJIbHOTO AaHTHUTENa WM €ro AHTHIEHCBS3bIBAIOLIETO (parMeHTa W3 KIETOYHBIX
KYJBTYP.

JIpyro#i acrieKT HaCTOSIIIEro H300peTEHHsI OTHOCHTCS K THOPUAOMHON KJIE€TOYHON JIMHUH,
BBIOpPAHHOM U3:

ruOpunoMHoi  knerounod nuHMKM LT006, nenonupoBanHoil B Kwurtalickom wneHTpe
kosutekunu TunoBbix KyiabTyp (CCTCC) ¢ Homepom nocryna CCTCC: C2017102; u

rubpunomMHoit  knerounod nuHMKM LTO007, nenonupoBanHoit B Kwurtalickom wneHTpe

kosutekunu TunoBbiX KynbTyp (CCTCC) ¢ Homepom noctyma CCTCC: C2017165.
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JIpyroli acmeKT HaCTOSINEro H300peTeHHs] OTHOCHTCS K KOHBIOTaTy, COAEpIKalemy
MOHOKJIOHAJIbHOE aHTHUTEJIO WM €r0 aHTHIEHCBS3BIBAIOUINN (PparMEeHT M KOHBIOTHPOBAHHYIO
4acTh, IZl€ MOHOKIIOHAJBHOE AHTUTENIO TpPENCTaBiseT coOOH Mo00e M3 MOHOKIIOHAJBHBIX
AaHTUTEJI WIM WX AaHTUTCHCBS3bIBAIOIINX (PparMeHTOB, NPEACTaBIEHHBIX B HACTOSIIEM
n300peTeHNH, M KOHBIOTHPOBAHHAs 4YacTb IPEACTaBIsAeT COOOH AETEKTUPYEMYIO METKY;
NPEANOYTUTENIPHO JAETeKTHpyeMasi MeTKa IPEACTaBlsieT COOOH pPagMOAaKTHUBHBIN HM30TOIM,
JIOMUHECLIEHTHOE BEIIECTBO, TAKOEe KakK (PIyOPECLEHTHOE BEINECTBO, OKPALIEHHOE BEIECTBO
Wn (PEePMEHT.

JIpyroii acmekT HacTOsIIero u300peTeHus: OTHOCUTCS K Ha0Opy, comepskaiemMy Jrdoe u3
MOHOKJIOHAJIbHBIX AHTUTEJ WM HMX AHTUT'CHCBS3BIBAIOIIMX (PPArMEHTOB, NMPEACTABJICHHBIX B
HACTOSIIIEM U300PETEHNH, UITH COZlEepIKaIeMy KOHBIOTAT MO HACTOSIIEMY H300pPETeHHIO,

NPEANOYTUTENLHO, HA0Op OMOJIHUTENBHO COHAEPXKHUT BTOPOE AHTUTENO, KOTOPOe
cneun(pUIecKn PAcrO3HAET MOHOKJIOHAJbHOE AHTHTENO WIH €ro aHTUT'€HCBS3bIBAOIIHI
(parmMeHT; BTOPOE aHTHTEJO HEOOA3aTEIbHO JONOJTHUTEIBHO COACPIKUT AETEKTHPYEMYIO METKY,
NPEANOYTUTENPHO JETeKTHpPyeMasi MeTKa TMPEACTaBisseT COOOH paJMOaKTUBHBIA H30TOII,
JIOMHHECLIEHTHOE BEINECTBO, TaKOe KakK (DIIyOPECIEHTHOE BEINECTBO, OKPALIEHHOE BEIECTBO
Win (pepMeHT.

JIpyroli acmekT HACTOSAMEero W300pEeTeHHs OTHOCHTCS K MPHMEHEHHIO JI000ro u3
MOHOKJIOHAJIbHBIX AHTUTEJ WM HMX AHTUT€HCBS3BIBAIOIIMX (PPAarMEeHTOB, NMPEACTABICHHBIX B
HACTOSIIEM M300PETEHNH, MJIM KOHBIOTATa IO HACTOSIIEMY H300pPETEHUIO NPU NMPUTOTOBICHUN
HaOopa M1 KadyeCTBEHHOrO MM KonudecTBeHHOro ompenenenus 1L-17A. KadecteHHOE
OoOHapyXeHHe OTHOCHTCS K OOHapyKeHHI0 B TectupyemMoMm oOpasue Hamuuwms I[L-17A, a
KOJIMUECTBEHHOE OOHApy)K€HHE OTHOCHUTCSI K OIpEeNeJeHHI0 B TeCTUpyeMOM olpasie
KOHLIEHTpaLuu uimm conepskanus [L-17A.

JIpyroii acmekT HACTOSINEro H300peTeHus] OTHOCHUTCS K  (papManeBTHYeCKOH
KOMITO3ULIUH, CONEpIKaILeit IF000e N3 MOHOKJIOHAJIbHBIX aHTUTEJ WJIM UX AaHTHUTCHCBSI3bIBAIOLITIX
(bparMeHTOB, MPEICTABIECHHBIX B HACTOSLIEM W300PETeHUH, WM KOHBIOTATY MO HACTOSLIEMY
u300peTeHNo, (apMaleBTUYECKass KOMIIO3HMILIUS He0OsA3aTeNIbHO OTOJHUTEBHO COOEPIKUT
(apManeBTHYECKH MPHEMJIEMbIE HOCUTEN HJIH HATTOJIHUTEITH.

JIpyroli acmekT HACTOSMEero W300pEeTEeHHs OTHOCHTCS K MPHMEHEHHIO JI000ro u3
MOHOKJIOHAJIbHBIX AHTUTEJ WM HMX AHTUTCHCBS3BIBAIOIINX (PPAarMEHTOB, NMPEACTABJICHHBIX B
HACTOSIIEM H300PETeHUH, WJIM KOHBIOTAaTa MO HACTOALIEMY H300PETEHHIO B NMPUTOTOBICHUH
JIEKapCTBEHHOTO CPEACTBa JUIsl MPO(MIAKTUKN W/WJIH JIEYSHUS] ONMyXOJIeH MM ayTOMMMYHHBIX
3a00neBaHNi WM K TPUMEHEHHIO TPU TPHUTOTOBJICHUH JIEKAPCTBEHHOTO CPEACTBA IS
IMAarHOCTHUKH AyTOMMMYHHBIX 3a00JI€BaHUH, MPEATIOUTUTENFHO ayTOMMMYyHHOE 3a0ojeBaHue
BBIOPAHO U3 IICOpHUa3a, PEBMATOMIHOTO apTPHUTA, IICOPUATHUECKOTO aAPTPUTA, AHKHIJIO3UPYIOLIETO
CTIIOHAMJINTA U CUCTEMHOIN KPaCHOH BOJYAHKH, MPENIIOUTUTEIBHO IICOPHa3 MPEACTaBIsieT cOO0M
OnsIIeYHbIN ICOPUA3 OT YMEPEHHOH 10 TSKEJIOH CTETIeHH.

B wactHOCTH, aBTOpBI H300peTeHHMs OOHAPYKMUIM B OSKCIEPUMEHTAX Ha >KUBOTHBIX

(mpumep 11), uro 13ES9H3L2 moxer 5¢(}eKTUBHO NOMABIATh YBEIMYEHHE TOJLIMHbI
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snuaepmuca B monenu mbimeit C5S7BL/6 ¢ mcopraszom, rae ObUIo MOKa3aHO, YTO JEKAPCTBEHHOE
cpenctBo Ha ocHoBe aHTutena 13E9H3L2 moxkerT B 3HAUMTENBbHONW CTENIEHW HMHTUOUPOBATH Y
MbIlIN BbI3BaHHOE IL-17A yBenuueHue TOJILMHBI SMUAEPMHUCA MyT€M MOJKOKHOW MHBEKLUU C
3¢ (}eKTUBHOCTBIO, SKBUBAJIEHTHON 3()(EKTHUBHOCTH KOMMEPUECKU TOCTYITHOTO JIEKAPCTBEHHOTO
CPeACTBA Ha OCHOBE MOHOKJIOHAJBHOTO aHTurena CekyknHymald, MCHOJIb3yeMOro ¢ TOH ke
LEJIBIO.

B HeKoTOpBIX BapHaHTaX OCYIIECTBJICHUS HACTOSIIErO H300PETeHHs] ayTOMMMYHHbBIE
3a0oneBanust (HapUMeEp, TICOPUA3, TAKOW KaK OJIALIEUHBIN MCOpHUa3 OT YMEPEHHOU A0 TSIKEJIOH
CTETEeHH, PEBMATOUAHBIN apTPUT, COPUATUUECKUHM apTPUT, aHKWIO3UPYIOIUN CIIOHIUIUT WU
CHCTEMHAasl KpacHasi BOJYAHKA) BBI3BAHBI TMOBBIIEHHBIM ypOBHeM skcrpeccun IL-17A.
PackpbIThIll B HACTOALIEM ONHUCAHUU MOBBILIIEHHBIN YPOBEHb SKCIPECCUN OTHOCUTCS K YPOBHIO
SKCIIpeccuy, OoJiee BBICOKOMY, YeM Y 3IOPOBBIX JIFOACH, KOTOPBIH JOCTHT TATOT€HHOT'O YPOBHSI.

JIpyroli acmekT HACTOSAMEero W300pEeTeHHs] OTHOCHTCS K MPHMEHEHHIO JI000ro u3
MOHOKJIOHAJIbHBIX AHTUTEJ WM HX AHTUTCHCBS3BIBAIOIINX (PPAarMEHTOB, NMPEACTABJICHHBIX B
HACTOSIIIEM U300PETEHNH, MITH K KOHBIOTATY IO HACTOSIIIEMY N300PETEHUIO NIPU MPUTOTOBICHUN
CJEeNYIOLUX JIEKaPCTBEHHBIX CPENCTB!

JIEKapCTBEHHBIX CPeNCTB, Onokupyromux cesizbiBanue 1L-17A ¢ IL-17RA,

JIEKapCTBEHHBIX CPENCTB, PETYJIHPYIOIUX (HanmpuMep, CHIDKAOIINX) aKTHBHOCTH WIIH
yposeHb IL-17A, unu

JIEKapCTBEHHBIX CPEJCTB, MOAABIISIOMINX 3Kcnpeccuto IL-6 B keTkax.

JIpyroii acrekT HacTOSIEro M300peTeHHss OTHOCUTCS K Crocoly in vivo WM in Vilro,
BKJIFOYAIOLIIEMY 3Tall BBEACHUS B KJIETKY UM OOJbHOMY 3((PEKTUBHOIO KOJMUYECTBA JIFOOOr0 M3
MOHOKJIOHAJIbHBIX AHTHUTEJ HJIM MX aHTUTCHCBS3bIBAIOIIMX (PAarMEHTOB, MOJICTABIEHHBIX B
HACTOSIILEM M300pPETEHUH, MM KOHBIOTaTa M0 HACTOSIIEMY U300pETeHHUIO, rie crocod BhIOpaHO
U3 CIEAYIOLLETO:

cnocoba onokuposanust cesizbiBanust [L-17A ¢ IL-17RA,

crioco0a peryJisinuu (HarmpuMep, CHUYKEHUs1) aKTUBHOCTH MUK ypoBHs IL-17A, unu

cnocoba nmonasneHus skcnpeccuu IL-6 B pudpobiacrax.

B KOHKpPETHOM BapHaHTEe OCYLIECTBICHHs HACTOSINEro M300peTeHHs crnocod in Vifro He
SIBJIIETCS TEPANIEBTUYECKIM W/WJIH TUATHOCTHYECKHM.

Wnrepneiikun 6 (coxpamenno IL-6 nnum IL6) Mmoxer npoayuposaTbest puOpodiacramu,
monorutamu/mMakpodaramu, T-mumporutamu, B-mumponuramu, smuTeNUaNbHBIMUA KIIETKAMHU,
KEPaTUHOLITAMH U Pa3JINYHBbIMU OMyXOJEBbIMU KJeTKaMU. MIHTeplelKuH 6 sIBJsieTCs BasKHBIM
(dbakTopoM, peryIupyroImuM HMMYyHHBIH oTBeT, W IL-6 u IL-1 MOryT CHHEpreTH4ecKu
cniocoOcTBOBaTh mponupepannu T-KiIeToK, CTHMynupoBaTh AuQQepeHIrpoBky B-kietok u
y4acCTBOBAaTh B BOCTAJIHMTENBHBIX peakumsx opraHusma (Schoenborn et al. Advances in
Immunology 96:41-101 (2007)). Dxcmepument in vitro (nmpumep 10) mo HacrosmemMy
M300pEeTEeHNI0 TMOKa3biBaeT, uTo aHTHU-IL-17A aHTUTENO MOXeT CyINeCTBEHHO CHIDKATh
cexperuro IL-6 1 nuHrnOuposarts onocpenoBaHHblil [L-6 UMMYHHBIN OTBET.

Jlpyroii acmekT HACTOSLIEro HU300peTeHHs] OTHOCHUTCS K CHocoOy JIeueHus W/uiu
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NpOQHIAKTUKN OIyXOJel WM ayTOMMMYHHBIX 3a00JI€BaHHH, IZe CIoco0 BKIIOYAET 3Tall
BBeZIeHHsT O0JIbHOMY 3(p(PeKTHBHOTO KOJMYECTBA JIFOOOr0 M3 MOHOKJIOHAIBHBIX aHTHTEN WU UX
AHTUT€HCBSA3BIBAIOLINX (ParMeHTOB, NPEACTABICHHbIX B HACTOSIEM H300pETeHUH, WIN
KOHBIOTaTa MO HACTOALIEMY M300pPETEHUIO; MPEANOYTUTENbHO ayTOMMMYHHOE 3a0oJeBaHue
BBIOPAHO U3 ICOpHUa3a, PpEBMATOMIHOIO apTPUTA, IICOPUATHUECKOTO apTPUTA, AHKHIJIO3UPYIOLIETO
CIIOHJMJINTA U CUCTEMHOI KPaCHON BOJYAHKY, NPEIMOYTUTENIBHO NICOpHa3 MPEACTaBIseT COO0M
OJsIeyHBII ICOPHUA3 OT YMEPEHHO! 10 TSXKEJIOH CTETeHH.

JIpyroli acmeKkT HaCTOSIIEro H300peTeHHss OTHOCHTCS K Crnoco0y JHarHOCTUKH
AyTOMMMYHHBIX 3a00JIeBaHMI, I7Ie CIOCOO BKIFOYAET HTAall HAHECEHMs MPEAHA3HAYEHHOTO MJIs
TeCTUpOBaHUsI oOpasia (Takoro kak oOpasell TKaHu, oOpa3el] KJIETOK UK o0pasel] KpOBU) WU
BBeZIeHHs] O0JIbHOMY 3(h(eKTHBHOrO KOJMYeCTBa JIFOOOr0 M3 MOHOKJIOHAIBHBIX aHTHTEN UJIH UX
AHTUTeHCBS3BIBAIOLINX (PAarMEHTOB, NPEACTABICHHBIX B HACTOSINEM H300pPETeHUH, WIN
KOHBIOTaTa MO HACTOALIEMY M300pPETEHUIO; MPEANOYTUTENbHO ayTOMMMYHHOE 3a00JeBaHue
BBIOPAHO U3 ICOpHa3a, PEBMATOMIHOTO apTPHUTA, IICOPUATHUECKOTO aPTPUTA, AHKHJIO3UPYIOIIETO
CTIOHAMJINTA U CUCTEMHOH KPAaCHOH BOJYAHKH, MPENIIOUTUTEIBHO IICOPUa3 MPEACTABIsieT COO0H
ONsIIIeYHBIN ICOPUA3 OT YMEPEHHOH 10 TSKEJION CTETIeHH.

B HeKOTOpBIX BapHaHTax OCYIIECTBIIEHHsS HACTOSINETO W300PETEHUs, YYWUTBIBAs, YTO
ayTOMMMYHHbIE 3a0oneBaHus (HampuMep, ICOpHa3, TaKOW Kak OJsIIeYHbI Imcopuas oOT
YMEPEHHON [0 TsDKEJIOW CTeNEeHH, PEBMATOMAHBIM apTPUT, TMCOPUATUYECKUHM apTPHT,
AHKWJIO3UPYIOIIUH CHOHAMJIUT HJIM CHUCTEMHAs KpacHas BOJYAHKA) BBI3BAHBI IMOBBIIEHHBIM
ypoBHeM skcrpeccun IL-17A, numarHOCTHKAa MOKET OBITh BBIMOJHEHA IyTEM ONpeneeHUs
ypoBHs skcripeccuu IL-17A ¢ ucnonb3oBaHueM JH000r0 M3 MOHOKJIOHAJIBHBIX QHTUTEN WIIM HUX
AHTUTCHCBS3BIBAIOINNX (PArMEHTOB, TIPENCTABICHHBIX B HACTOSAIIEM H300PETEHUH, WIH
KOHBIOTATa IO HacTtosmeMy usoOperenuro. Ecmu yposenp skcnpeccun IL-17A Bbime, yem y
3I0POBBIX JIFOAEH, W AOCTUI MATON€HHOI'O YPOBHs, AMArHO3 CUYHUTAETCS TOJIOKUTENBHBIM; B
NPOTHBHOM CJIy4ae TUArHO3 SBJISIETCS] OTPULIATEIIbHBIM.

B HacrosiimeM M300peTeHMH, €CiIM HE YKa3aHO HMHOE, HCIOJIb3yeMble B HACTOSIIIEM
ONMUCAHNM HAy4YHble W TEXHUYECKHE TEPMHHBI HMEIOT 3HAYEHMs, B KOTOPBIX HMX OOBIMHO
NOHUMAIOT CHELUUAIUCTBl B JaHHON oOmactu. Kpome TOro, ucrnosb3yeMble B HACTOSIIEM
OINUCAHWUHU JJA0OPATOPHBIE METOJbI KYJIbTUBUPOBAHUS KJIETOK, MOJIEKYJIIPHOW T'€HETHKH, XHUMUHU
HYKJICMHOBBIX KHUCJIOT M HWMMYHOJOTMU SIBJIIIOTCSL PYTHHHBIMH ONEPAlHsMH, IIHPOKO
UCTIONB3YEMBIMH B COOTBETCTBYIOLIUX OOmacTax. Mexay TeMm, Ui JIy4dIlero MOHHUMAaHUsS
HACTOSIIIEr0 M300pETEeHHs] HIKE TPUBEACHBI ONPEACNCHUS M TMOSCHEHUS] COOTBETCTBYIOIIMX
TEPMUHOB.

B  koOHTEekcTe HACTOALIETO  OMHCAHWS, TMPH  YIIOMHHAHUH  AMHHOKHCIIOTHOM
nocnenoBatebHOCTH Oenka IL-17A (uHTepieiikuHa-17A), 3Ta MOCIENOBATEILHOCTD OTHOCUTCS
K nosiHopa3smepHoMy Oenky IL-17A; a taxke cnuromy Oenky IL-17A, takomy kak ¢parMmesr,
ciuteiii ¢ Fe-pparmentom IgG mbimm nnu yenoseka (mFc wim hFc). OnHako crienuanvcTel B
JaHHOW O00JacTH MOWMYT, YTO aMHUHOKHCIJIOTHAasl mocyiegoBareabHOCTh Oenka IL-17A mosker

COACPKATH MyTallUh WUJIU U3MCECHCHUSA (BKJ'II-OLIaSI, oe3 OrpaHU4CHUs1, 3aMCHbL, ACJICLIUN U/ WIH
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no0aBieHusi), TONy4YeHHbIE EeCTECTBEHHbIM 00pa3oM MM BBEICHHbIE HCKYCCTBEHHO, HE
BIVSIFOIIME Ha Owonormyeckyro (QyHkomo storo Oenka. CrenoBaTesNbHO, B HACTOSLIEM
uzobperennu TepmMuH «Oenok IL-17A» BkirOUaeT BCe Takue MOCIeIOBATEIbHOCTH, BKJIFOUAs UX
€CTEeCTBEHHbIE MJIM HCKYCCTBEHHbIE BapHaHThl. Kpome TOro, mpu omucaHuu (parMeHTa
nocnenosarenpHocTH Oenka IL-17A, Genok IL-17A Takke BKJIIOYAET COOTBETCTBYIOLINE
(parMeHThI MOCIE0BATEIbHOCTH €r0 €CTECTBEHHBIX MIIM UCKYCCTBEHHBIX BAPUAHTOB.
[TonHopa3mepHasi mocnenoBareabHOCTh (155aa) IL-17A  sBusercss  cienyromieit
(TocnenoBaTebHOCTh CUTHAIBHOTO NienTyaa (23aa) mog4epKkHyTa):
MTPGKTSLVSLLLLLSLEAIVKAGITIPRNPGCPNSEDKNFPRTVMVNLNIHNRNT
NTNPKRSSDYYNRSTSPWNLHRNEDPERYPSVIWEAKCRHLGCINADGNVDYHMNSVP
IQQEILVLRREPPHCPNSFRLEKILVSVGCTCVTPIVHHVA (SEQ ID NO: 43)

B naHHOM KOHTEKCTe, eciu He yka3zaHo uHoe, IL-17R npexacrasnsier coboii [L-17RA; ero

cneunguyeckass OeNKOBas NOCIENOBATENbHOCTh MPEICTABIsIET COOOM MOCIEeNOBATENBHOCTD,
U3BECTHYIO B NPEIIIECTBYIOLIEM YpPOBHE TEXHUKH, KOTOpas OIMCAaHA B CYLIECTBYIOIIEM
IOKyMEHTE WM KOTOpyro MokHO Haith B GenBank. Hampumep, IL-17RA (CD217,
unentudukarop rena NCBL: NP_055154.3).

B xonrekcre Hacrosimero ommcaHusi TepMuH ECso OTHOCHTCS K KOHLEHTpPALUH,
obecneunBaromeln 50% wmakcumMaiapHOro 3(dekra, T.e., K KOHLUSHTPALUHU, KOTOpash MOKET
BbI3bIBaTH 50% OT MakCUMaJIbHOTO 3(dekTa.

B koHTekcTe HacTosIero M300peTeHHs TEePMUH «AHTUTENO» OTHOCHTCS K MOJIEKYyJe
UMMYHOTJIOOYJIMHA, KOTOpasi OOBIYHO COCTOMT M3 JIBYX Map MOJUNENTUAHBIX Lenei (kaxxnas
napa ¢ omgHoi «ierkoi» (L) uembto m omHolt «Tspkenoi» (H) nempro). B obmem cwmbicie
TSOKEIYI0 ILellb  MOXHO HMHTEPIPETHPOBATh KakK IOJUIENTHAHYI Lenb ¢ Oosblied
MOJIEKYJIIDHOW Maccol B aHTUTENE, a Jierkas Lelb OTHOCUTCS K MOJUIENTHAHOM Lenu ¢
MEHbLIEH MOJNEKYJISpHOH Maccoil B aHtutene. Jlerkue nenu KiIacCUPULMPYIOTCS KakK JIETKHE
uenu K U A. Tsokenble memu OOBIMHO KJIACCUPUUUPYIOTCS Kak W, O, Y, O WJIH € a H3OTHIIbI
anturen omnpenemsirores kak IgM, IgD, IgG, IgA u IgE, coorBercTBeHHO. B nerkux uensx u
TSDKEJIBIX Lersix BapualenbHash 00jacTh M KOHCTaHTHAash OOJAcThb CBsi3aHbl O0JACTBIO «J» W3
npuMepHo 12 wmu Gonee aMHHOKHUCIIOT, U TsDKeJasl LeNb TakkKe BKIIoUYaeT obmacte «D» u3
npuMepHo 3 wmiau Oonee amuHOKHMCHIOT. Kaxnmas Tsokenash Lenb COCTOUT W3 BapuabenbHON
obmacti Tspkenol nenu (Vi) W KOHCTaHTHOW oOnactu Tspkenod nenu (Cu). KoHcranTHas
obnacte TspKenoi nernu coctout U3 3 nomeHoB (Cul, Cu2 u Cu3). Kaknas nerkas uemnb COCTOUT
u3 BapuabenbHOU obOnactu yerkod nemu (Vi) u KOHCTaHTHOW oOmactu yerkod uemu (Cr).
KoncranTHast obnacte nerkoil menu coctout u3 oxHoro nomena Cr. KoncrantHas obnactb
aHTHUTENIa MOXET OMOCPENOBATh CBS3bIBAHME UMMYHOTJIOOYJIMHOB C TKaHAMH WIH (pakropamu
XO35IMHA, BKJIOYAsl CBS3bIBAHME PA3JMYHBIX KJIETOK HWMMYHHOH CHCTeMbl (HampuMmep,
3¢ eKTOpHBIX KIIETOK) C mepBbiM KoMnoHeHTOM (C1q) kiaccu4eckoil CHCTEMBbI KOMIUIEMEHTA.
Obmactu Vu u VL MOryT OBITH [OMOJHHUTENBHO IOAPA3AENeHbl Ha CHUJIBHO BapHaOeNbHbIe
oOnactu (Ha3bpIBaeMble OMPENENSIOMUMU KoMIuieMeHTapHoCTh oOnactsamu (CDR)), mexmy

KOTOPbIMHU pPaCIIpeaCsICHbl KOHCCPBATHBHLIC O6J'IaCTI/I, HAa3bIBACMbBIC KapKaCHbIMH obnacTsMu
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(FR). Kaxnas Vu u VL coctoutr m3 3 CDR u 4 FR, pacrnonokeHHBIX OT aMHHOKOHIIA K
kapOokcmpHOMY KOHIy B cienyromiem nopsiake: FR1, CDR1, FR2, CDR2, FR3, CDR3, FR4.
Bapuabenbubie obnactu (Vi 1 V1) KaxI0# napbl TspKemast Herb/ierkas Henb 00pa3yloT y4acToK
CBSI3bIBAHUS AHTUTENA, COOTBETCTBEHHO. OTHECEHHWE AaMHHOKUCIOT K KaKAOH oOnacTu wim
JOMEHY BBINOJHSIOT B COOTBeTCTBUU ¢ ompenenenueMm Kabar: Sequences of Proteins of
Immunological Interest (National Institutes of Health, Bethesda, MD (1987 u 1991)) wmu
Chothia & Lesk (1987) J. Mol. Biol. 196:901-917; Chothia et al. (1989) Nature 342:878-883. B
YAaCTHOCTH, TsDKeJasi LeTb Takke MoxeT conepkath Oonee 3 CDR, mampumep, 6, 9 wim 12.
Hanpumep, B OucnennduueckoM aHTUTENE IO HACTOSIIEMY H300PETEHHIO TsKeNask Lelb MOXKET
npeacTaBisTh codoir ScFv ¢ C-koHIoOM Tspkesnol uenu antutena IgG, CBSI3aHHOTO C OPyrum
aHTUTENIOM, U B 3TOM ciydae Tspkenass uenb comepkur 9 CDR. TepmuH «aHTHTENnO» He
OrPaHUYEHO KAaKUM-JIMOO KOHKPETHBIM CIOCOOOM TONy4eHHus: aHTuTena. Hampumep, aHTHUTENO
BKJIFOYAET, B YACTHOCTH, pPEKOMOWHAHTHOE AaHTHTENO, MOHOKJIOHAJIBPHOE AaHTUTENO WU
NOJIMKJIOHAJIPHOE aHTUTENI0. AHTUTENa MOTYT OTHOCHUTBCS K Pa3HbIM HM30THUIIAM, TaKUM Kak
aaturena IgG (manpumep, noarumnsl IgG1, IgG2, 1gG3 umm IgG4), IgAl, IgA2, IgD, IgE wmm
IgM.

B KOHTEKCTE HACTOSILIEr0 OMHUCAHUS TEPMHMH «AHTUICHCBS3BIBAIOIIMN (parMeHT»
OTHOCHTCSI K TOJIMIIENTUAY, cofeprkameMy (parMeHT MOJHOPAa3MEPHOrO aHTHUTENa, KOTOPBIN
COXpaHseT CHOCOOHOCTh CHEIM(UYECKH CBS3BIBATBCS C TEM K€ AHTUT€HOM, C KOTOPBIM
CBSI3bIBAETCS MOJHOPA3MEPHOE AHTHUTEJNO, WM KOHKYPUPYET C MOJHOPA3MEPHBIM aHTHTEIOM
3a cnermduyeckoe CB3bIBAHUE C AHTUICHOM, M O5TOT (ParMEeHT TaKke Ha3bIBAETCA
«aHTUTeHCBsI3bIBaIOLIEeH yacThio». CMm. B oOmem, Fundamental Immunology, Ch. 7 (Paul, W,
ed., 2nd edition, Raven Press, N.Y. (1989), koropas mHOJHOCTHIO BKJIOUEHAa B HACTOSIIEE
OIMCaHUE TOCPEICTBOM CCHUIKH AJISI BCEX LieJied. AHTUTE€HCBS3BIBAIOIIMNA (ParMeHT aHTUTeNa
MOXeT OBITh MOJIyUeH ¢ MOMOIIbI0 TexHosornu pekomOuHantHoi JIHK wnn pepmenraTuBHOrO
WIA XMMHUYECKOTO  pACIIEIUIEHWS  MHTAKTHBIX  aHTUTEN. B HEKOTOpBIX  CIydasx
AHTUT€HCBs3bIBAIOIUN (QparmeHT Bikatoyaer Fab, Fab', F(ab'),, Fd, Fv, dAb, dparment
onpenesomeii kommieMeHtapHocth o0sactu (CDR) u ogHOLenoYeuHbld (parMeHT aHTUTeNna
(mampumep, scFv), XMMeEpHOE aHTUTENO, AMATENO M MOJUNENTHA, KOTOPBIH COAEPKUT IO
MEHbILIEH Mepe 4YacTh AHTHTENa, JOCTATOYHYIO IJIsl MPHUIAHHS MOJUIENTHAY CIOCOOHOCTH
cenu(pUIECKH CBA3BIBATHCS C AHTUTEHOM.

B xoHTekcre Hactosmero omucanus TepMuH «Fd ¢parmMeHT» OTHOCHTCS K (pparMeHTy
aHTHUTeNa, cocTosimeMy U3 noMeHoB Vi u Cul; Tepmun «Fv ¢pparmenT» oTHOCHTCS K pparmMeHTy
aHTHTEJA, COCTOSIIEMY U3 IOMEHOB VL B VH OHOTO Ijieya aHTuTeNna, TepMHuH «pparmeHT dAb»
OTHOCHUTCS K (hparMeHTy aHTHTeNa, cocrosimemy u3 nomena Vp (Ward et al., Nature 341:544-
546 (1989)); tepmun «Fab-¢pparmeHT» OTHOCHTCS K (PparMeHTy aHTUTENA, COCTOSINEMY W3
nomeHoB Vi, Vu, CL u Cul; u Tepmun «dpparment F(ab')» otHOCHTCS K parMeHTy aHTHTEIA,
conepxkaiiemMy u3 nByx Fab-(parmeHTOB, CBsI3aHHBIX AUCYJIBGUAHBIM MOCTUKOM B IIAPHUPHON
obnacrtu.

B HEKOTOpBIX ciydasx aHTUIE€HCBSI3bIBAIOLINN (PparMEeHT aHTHUTENA NPEACTABISIET COOO0M
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onHouenoYeuHoe anturteno (Hampumep, scFv), B koTtopom momensl Vi u Vi CHapeHbl uepes
JIMHKEP, KOTOPBIN MO3BOJIAET MPOAYLUPOBATh SAMHYIO MOJIUIIENTHIHYIO LeNb, ¢ 00pa3oBaHUEM
OJHOBAJICHTHOM MOJeKyJibl (cM., Hanpumep, Bird et al., Science 242:423-426 (1988) u Huston et
al., Proc. Natl. Acad. Sci. USA 85:5879-5883 (1988)). Takue monexynbl scFv moryr nmers
obmyto cTpyktypy: NHz-Vi-nmunkep-Vu-COOH unun NH;-Vy-nmunkep-Vi-COOH. Ionxonsmmii
JIMHKEp MpPEeJIIEeCTBYIOLIEr0 YPOBHS TEXHHKH COCTOUT U3 IOBTOPSIOLIENCS aMUHOKHCIOTHOMN
nocienosarenbHoctTd GGGGS unm ee Bapuanta. Hanmpumep, MOXKHO HCHONB30BaTh JIMHKED,
UMEIOIINI aMUHOKHUCIIOTHYIO TiocienoBaTeibHOCTh (GGGGS)s, HO Takske MOMKHO MCTIONBb30BaTh
ero BapuanThl (Holliger et al. (1993), Proc. Natl. Acad. Sci. USA 90:6444-6448). Jlpyrue
JIMHKEPBI, KOTOPbIE MOXKHO HCIOJNB30BATh B HACTOsALIEM M300peTenuu, onucanbl Alfthan et al.
(1995), Protein Eng. 8:725-731, Choit et al. (2001), Eur. J. Immunol. 31:94-106, Hu et al. (1996),
Cancer Res. 56:3055-3061, Kipriyanov et al. (1999), J. Mol. Biol. 293:41-56 u Roovers et al.
(2001), Cancer Immunol.

B HEKOTOpBIX Cydasx aHTHIE€HCBSI3BIBAIOLINNA (PparMEeHT aHTHUTENA MPEACTABISIET COOOi
INAaTeNo, T.€., ABYXBAJIEHTHOE AHTUTENO, B KOTOPOM IOMEHbl VH U VL 3KCIPECCUPYIOTCS B
ofHOW monunentuaAHOoN uenu. OOHAKO HCHONB3YyEeMbIH JIMHKED CIMIIKOM KOPOTKHH, YTOOBI
NO3BOJIUTh CNAPHBAHHWE JBYX JOMEHOB B OAHOH LENH, MO3TOMY JIOMEHbI BbIHY)KICHBI
CHapuBaThCs C KOMIUIEMEHTAPHBIMH IOMEHaMH JAPYrol Iuenu, ¢ OOpa3OBaHUEM IBYX
AHTUTeHCBSA3BIBAIOLINX ydacTkoB (cM., Harpumep, Holliger P. et al., Proc. Natl. Acad. Sci. USA
90:6444-6448 (1993) u Poljak RJ et al., Structure 2:1121-1123 (1994)).

AHTHreHCBsI3pIBatOLINEe  (parMeHTbl  (HAmpUMep, BBIMEYNOMSHYTblE (PparMeHThI
AHTUTENI) AHTHUTEI MOIYT OBITh NOJYYEHbl M3 [AHHBIX AHTUTEN OOBIYHBIMH METOIAMHU,
U3BECTHBIMHU CIELMAINCTAM B JAaHHOW obnactu (Hampumep, meronoMm pekomOuHanTHOH JIHK
win  (EepMEHTATHUBHOIO WJIM XHMHYECKOTO pACIIEIUICHHs), 3aT€M AaHTUTEHCBSI3BbIBAIOLIHE
(parMeHThI aHTUTENA TPOBEPSIIOT Ha CHELM(UIHOCTD TaK XKe, KAaK MHTAKTHbIE aHTUTEJA.

B KOHTEKCTE HACTOALIETrO OMHMCAHUS, €CJIM HHOE B SIBHOM BHJIE HE CIIEAyeT U3 KOHTEKCTa,
TEPMHMH  «aHTUTEJIO»  BKJIKOYAET HE TOJbKO  WHTAKTHBIE  AHTUTENA, HO  TaKXke
AHTUTeHCBS3BIBAIOLINE (PPArMEHThI aHTUTEIL.

B KOHTEKCTE HACTOALIETO OMUCAHUS TEPMUHBI KMADb» U «MOHOKJIOHAJIBHOE AHTHTEJION
OTHOCATCS. K AaHTUTEeNy Wik (pParMeHTy aHTuTeNla, MNPOUCXOAAIeMy W3  TPYIIIbI
BBICOKOTOMOJIOTHYHBIX aHTHTEJN, T.€., TPYIIbl HICHTHYHBIX MOJIEKYJ aHTUTEIN, 38 HCKIFOYCHUEM
€CTEeCTBEHHBIX MyTaLMil, KOTOPbIE MOTYT MPOUCXOINUTh CIOHTAHHO. MOHOKJIOHAJIbHOE aHTHUTEIIO
oOnazmaer BBICOKOH CHEMU(PUYHOCTBIO B OTHOWIEHMH OXHOTO OJIHTONA HAa AHTHUTEHE.
[TonuknOHANBHOE AHTHUTENO, OTJIUYHE OT MOHOKIJIOHAJBHOTO AHTUTENA, OOBIYHO COIEPIKHUT IO
MEHbLIEH Mepe 1Ba WK 0oJiee Pa3HbIX AHTUTEJ, KOTOPbIe OOBIYHO PACTIO3HAIOT Pa3HbIE STTHTOIIBI
Ha aHTUreHe. MOHOKJIOHAJbHBIE AHTHUTENA KaK IPAaBHJIO MOXKHO TMOJYYHTh C ITOMOIIBIO
rHOPUIOMHON TEXHOJIOTUH, O KoTopoi Brnepsbie cooOurmu Kohler et al. (Nature, 256:495,
1975), HO OHM TakXe MOTYT OBITh IOJyYeHB! C IIOMOLIBIO TeXHOJIOrnu pekomOuHantHoi JIHK
(marmpumep, cm. mateHt CIIA 4816567).

B koHTekcTte HACTOALICTO ONMUCAHUA TEPMUH (XHUMCPHOC AaHTUTECIIO» OTHOCUTCA K
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AHTUTEIy, YaCTh JIETKOH W/HIIH TSDKEJIOW LIeNMH KOTOPOro MPOUCXOAUT OT HEKOTOPOTO aHTUTENA
(xoTOpO€ MOXKET OBITh MOJIyUYE€HO W3 KOHKPETHOTO BHA WIM NPHHAIJIEKATh K KOHKPETHOMY
KJIaCcCy WJIM MOJKJIACCY aHTHUTEN), & APyras 4acThb JIETKOH M/MJIH TSKEJON LEeNu MPOUCXOIUT OT
Apyroro aHrutena (KOTOpOe MOKET ObIThb MNOJYyYE€HO W3 TOr0 K€ WM JPYyroro BHUAa WU
NpUHAIIEKATh K TOMY K€ WM JPYroMy KJIAcCy WM monkiaccy anturen). Ho B mobom ciyqae
OHO COXpaHsieT aKTUBHOCTh CBsi3bIBaHUs C LeseBbiM anTureHom (USP 4816567, Cabilly et al.;
Morrison et al., Proc. Natl. Acad. Sci. USA, 81:6851 6855 (1984)).

B KOHTEKCTE HACTOSIIEro OMUCAHUS TEPMHUH «T'yMAHU3HUPOBAHHOE aHTUTEJIO» OTHOCUTCS
K aHTHUTEeNy Wik (parMeHTy aHTUTeNa, KOTOPOe IMOIydaeTcs, KOraa BCe WIM 4HacTh obJyacTei
CDR wuejoBeueckoro UMMyHOMIOOyIHMHA (PEeLeNTOPHOrO aHTuTeNa) 3amMeHeHa obnactsimu CDR
HEUeJIOBEUEeCKOTO aHTHTENa (IOHOPHOTO aHTHUTENA), II€ AOHOPHOE AHTUTENIO MOXKET OBITh
HEUeJIOBEUECKUM (HAIPHUMEp, MBILIUHBIM, KPBICHHBIM HJIH KPOJMYBUM) aHTHTEJIOM C Tpebyemoi
cneun(pUIHOCTHIO, CPOJCTBOM MJIM PEAKTUBHOCTHIO. Kpome TOro, HeKOTOpbIe aMUHOKHCIIOTHBIE
ocTaTku B KapkacHbIx oOmactsx (FR) pemenTopHOro anrutena Takke MOTYT OBITh 3aMEHEHBI
AMUHOKHCJIOTHBIMH ~ OCTaTKAMH  COOTBETCTBYIOLIMX  HEYEJIOBEYECKMX  AHTHTEN MU
AMUHOKHCJIOTHBIMH ~OCTaTKAMH JPYTHX AHTUTEN U JajJbHEHINEro yIydIIeHUs WU
onTuMHU3alMU padoTel aHTUTENa. [logpoOHee 0 ryMaHM3MPOBAHHBIX AHTUTENAX CM., HAIIPUMED,
Jones et al., Nature, 321:522-525 (1986); Reichmann et al., Nature, 332:323-329 (1988); Presta,
Curr. Op Struct. Biol., 2:593-596 (1992); u Clark, Immunol. Today 21:397-402 (2000).

B KOHTeKCTe HACTOSIIEro OMUCAHUS TEPMUH «3TUTOI» OTHOCUTCS K YUaCTKYy aHTUI€HA, C
KOTOPBIM CIeIM(PUUECKH CBA3BIBAETCS WMMYHOIJIOOYJIMH WJIM QHTUTENO. «OIUTOM» TaKXKe
Ha3bIBAETCSI B JAaHHOW OONAaCTH «AHTHUI€HHOW MAETEPMUHAHTOI». ODNHUTON WM aHTUT'€HHAs
AEeTePMHUHAHTa OOBIYHO COCTOMT M3 XMMHYECKH AKTHBHBIX MMOBEPXHOCTHBIX T'PYII MOJIEKYIIbI,
TAaKUX KaK AaMHUHOKHCIIOTBHI, YIJIEBOABI MJIM OOKOBBIE LENM caxapa, U OOBIYHO HUMeEeT
cnemuduyeckue  TpPeXMepHble  CTPYKTYpHblE  XapakTEPUCTUKH U CHelu(pUYECcKHe
XapaKTepUCTUKHU 3apsina. Hanpumep, 3muTon 0OBIMHO BKIJIIOYAET 1O MeHbIel mepe 3, 4, 5, 6, 7,
8,9, 10, 11, 12, 13, 14 unu 15 nocnenoBaTelbHBIX WM HEMNOCIEA0BATEIbHBIX aMHUHOKHUCIIOT B
YHHKQJIBHOW TMPOCTPAHCTBEHHOW KOH(pOpPMAIMU, U MOXKET ObITb <JIMHEHHBIM» WU
«koH(popmaroHHbIMY». CM., Harpumep, «Epitope Mapping Protocols in Methods in Molecular
Biology», Vol. 66, G. E. Morris, Ed. (1996). B nuHeiiHOM 3nUTONE BCE TOYKH B3aUMOJEHCTBHS
MexIy OeNKOM M B3aUMOJEHCTBYIOINEH MOJIEKYJION (HAapUMep, AHTUTEJIOM) PaCIOJIOKEHBI
JUHEHHO  BOOJNb  TEPBUYHON  aMHUHOKHCIOTHOW  MOCHENOBaTelbHOCTH  Oenka. B
KOH(OPMALIMOHHOM 3TUTOIE TOYKH B3aMMOACHCTBHSI PACTIONOKEHbI MEKAY aMUHOKHCIOTHBIMHU
ocTaTkamu Oenka, KOTOpPbIE OTAEIEHBI IPYT OT ApPYra.

B xOHTEKCTE HACTOSIIErO ONMMCAHUS TEPMUH «BBIACICHHBII OTHOCHUTCS K MOJYYEHHUIO C
MIOMOIIBIO HCKYCCTBEHHBIX CPEICTB U3 €CTECTBEHHOTO COCTOsIHUSA. Eciu B mpupone mosiBisieTcst
HEKOTOPOE «BBIJIEJICHHOE)» BEIIECTBO WJIM KOMIIOHEHT, 3TO MOXET OBITh CBS3aHO C H3MEHEHHUEM
B €r0 €CTECTBEHHOH Cpefe WM OH MOXeT ObITh H30JHMPOBAH OT OKPYKAIOLIEH Cpenbl, HIIN
BO3MOXXHO U TO, W apyroe. Hampumep, HEKOTOPBIH HEBBIAENEHHBINH NOJIMHYKJICOTHU] WU

nojunenTun CymeCTBye€T B NpUPOAC B ONPCACICHHOM KHUBOM JKHBOTHOM, U TOT K€ CaMBbIN
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MOJIMHYKJIEOTH] WIIH TTOJIUIENTHA, BBIACICHHBIH C BBICOKOH YHCTOTOW U3 CBOErO €CTECTBEHHOTO
COCTOSIHUS, HA3bIBAE€TCS BBIJENIEHHBIM MOJMHYKJIECOTUAOM WIM TOJUNENTUAOM. TepMuH
«BBIACNCHHBII» HE HCKIIOYAeT HAJIMYUS HCKYCCTBEHHBIX WJIM CHUHTETHYECKUX BELIECTB WU
APYTUX MPUMECEH, KOTOpPbIE HE BIUSAIOT HA AKTUBHOCTH BELIECTBA.

B KOHTEKCTe HACTOSILNEro OIMCAHUS TEPMHH «IKCIPECCUOHHAas cucrema F. coliy
OTHOCHTCS K 9KCIIPECCHOHHOM CHCTeMe, cocTosimeit u3 F. coli (turamma) u Bekropa, rae F. coli
(ITaMM) MPOMCXOAMUT M3 KOMMEPUYECKH AOCTYITHOrO INTaMMa, TAKOro Kak, 0e3 OrpaHu4eHus
GI1698, ER2566, BL21 (DE3), B834 (DE3) u BLR (DE3).

B KOHTEKCTe HACTOSIIEr0 OMHUCAHUS TEPMHH «BEKTOP» OTHOCUTCSI K HOCHTEIIO
HYKJICMHOBOM KHCJIOTBI, B KOTOPbIH MOXKET ObITb BCTaBJIeH NoJuHyKieoTHn. Korma BekTop
o0ecrieuynBaeT 3KCIPECCHI0 OeNka, KOAMPYEMOIrO BCTABJIEHHBIM TMOJHHYKJICOTHIOM, BEKTOP
HA3bIBAETCSI BEKTOPOM 3KCIPECCHH. BEKTOp MOXKeT ObITh BBEOCH B KIIETKY-XO3SIMHA IyTEM
TpaHchOpMaIMK, TPAHCAYKLUHN WIH TpaHCHEKUNH, o0ecredrnBas SKCIPECCHI0 3JIEMEHTOB
TEHETHYECKOrO BEIECTBA, MEPEHECEHHOIO BEKTOPOM, B KIIETKE-XO3siMHEe. BekTopsl Xoporo
U3BECTHBI CHELMAINCTAM B JaHHOW oOjacty, BKMouas, Oe3 OrpaHWYeHHs, IUIA3MUBI,
(areMunbl, KOCMUABI, HUCKYCCTBEHHbIE XPOMOCOMBI, TaKH€ KaK HCKYCCTBEHHBIE XPOMOCOMBI
apoxckert (YAC), OGakrepuanbHble HCKycCTBeHHbIE XpoMocoMbl (BAC) wim MCKyCCTBEHHBIE
xpomocombl Ha ocHoBe P1 (PAC); darmu, Takue kak iasimOpa-¢aru mwnu ¢arm M13, u Bupycel
JKUBOTHBIX M T.Jl. BUPYCBI KUBOTHBIX, KOTOPbIE MOTYT HCIIOJIb30BAThCSI B KAYECTBE BEKTOPOB,
BKJIFOYAIOT, O€3 OrpaHM4YeHHs, pPETPOBUPYCHl (BKJIIOYAs JIEHTHBHPYCHI), aJe€HOBUPYCHI,
aJIeHOACCOLMUPOBAHHbIE BHPYChI, BHUPYCBHI reprieca (Takue Kak BHUPYC TNPOCTOrO reprieca),
MOKCBHUPYCHI, 0AKyJIOBHPYCHI, MAMMIJIOMaBUPYChl U nanoBaBupycel (Harpumep, SV40). Bekrop
MOJKET COZIEP>KaThb HECKOJIbKO 3JIEMEHTOB, KOHTPOJHUPYIOIIUX SKCIPECCHIO, BKIHOYasl, TTOMHMO
IpOYero, IPOMOTOPHBIE MIOCJIE€ZI0BATENIBHOCTH, NIOCJIEIOBATEILHOCTH MHHULAALIN
TPAHCKPUIILIMY, SHXAHCEPHBIE MOCIEAOBATEIBHOCTH, 3JIEMEHTBI OTOOpPAa U PErnopTEPHbIE T'€HBI.
Kpome Toro, BEKTOp MOKET JOTIOJIHUTEIBHO COAEPIKATh CAUT MHULUALMU PETTHKALINH.

B KOHTEKCTe HACTOSIIEro ONMUCAHWS TEPMUH «KJIETKA-XO3SIMH» OTHOCUTCS K KJIETKaM,
KOTOpble MOXKHO HCIIONIb30BaTh JJIs1 BBEACHUS BEKTOPOB, BKIOYas, 0e3 OrpaHUYeHus,
NPOKapPUOTUYECKHE KIIETKH, Takue Kak F. coli wim Bacillus subtilis, xnetku rpudoB, Takue Kak
KJIETKH JPOACKEH WM aCTepriiul, KJIETKH HACEKOMBIX, TAKHE KaK KJIETKH Apo3o¢misl S2 wiu
S9, wnu kJeTKU KUBOTHBIX, Takue kKak Gudpodnactel, knetkn CHO, knerku COS, xnetku NSO,
knetku HelLa, knerku BHK, knetku HEK 293 unu kneTku denoBeka.

B xoHTekcTe HacTosAwmero onucanus TepMuH «Kp» OTHOCHTCS K KOHCTaHTE PABHOBECHOU
IMCCOLMALINY, XapaKTepH3yrolued creruduyeckoe B3aMMOICHCTBHE aHTUTENO-aHTUTEH,
KOTOpast UCTIONB3YETCs AJISl OMMCAHUSI CPONICTBA CBSI3bIBAHUS MEXKIY AHTUTEIOM M aHTHTE€HOM.
UeMm MeHblIe KOHCTAaHTa PAaBHOBECHOW IUCCOLMAINN, TEM CHIIbHEE CBSI3bIBAHUE AHTHUTEJIO-
AHTUTEH W TEeM BBIIIE CPOJACTBO MEXKAY AaHTUTENOM M aHTureHoM. OOb/MHO aHTUTENA
CBSI3BIBAIOTCS C AHTUT€HAMH C KOHCTAHTOH paBHOBecHOW nucconmarmu (Kp) MeHee mpuMepHO
10> M, Hanpumep MeHee mpumepHo 10° M, 107 M, 10® M, 10° M, 107 M unu menee, u

KOHCTaHTa PaBHOBECHOM JTUCCOLMAIIMH MOXET ObITh U3MEpEeHa, HalpuMep, C TIOMOIIBI0 Tpudopa
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IUISL aHAJTN3a MOJIEKYJIIPHBIX B3auMonencTsuii Fortebio.

B KOHTEKCTE HACTOALIETO OMUCAHUS TEPMUHBI KMOHOKJIOHAJIBHOE aHTUTENO» U «mAby
UMEIOT OJMHAKOBOE 3HAYEHHE U MOIYT HCIOJb30BAaTbCS B3aMMO3AMEHSEMO, TEPMUHbI
«TIOJIMKJIOHAJIbHOE aHTUTENO» U «PCAb» nMeT oquHaKOBOE 3HAUEHHE U MOTYT UCIIOJIb30BATHCS
B3aUMO3aMEHSEMO; TEPMHUHBI KIIOJIUMENTH» U «OeJIOK» UMEIOT OJMHAKOBOE 3HAYEHHUE U MOTYT
UCIIONIb30BAThCS  B3auMo3aMeHsieMo. M B HacrosimieM H300peTeHMH aMHHOKHCIOTBI OOBIYHO
IPEe/ICTABICHbI OMHOOYKBEHHBIMH M TPEXOYKBEHHBIMU COKPAIEHUSMH, U3BECTHBIMU B JAHHOW
obnactu. Hanpumep, ananna MokeT ObITh MpecTaByieH OykBor A uimu Ala.

B KOHTEKCTe HACTOSIILEro OMHCAHUS TEPMHUHBI «TUOPUAOMAY U «THOPUAOMHAs
KJIETOYHAs! JINHUS» MOTYT HCIIONIb30BaThCs B3aMMO3aMEHSEMO, U NPU YIOMHUHAHUU TEPMUHOB
«rubpunomMa» u «rHOPUIOMHAS KJIETOYHAS JIMHUS), OHU TaK)Ke BKIIIOYAIOT CYOKJIOHBI U KJIETKH-
notoMku rudbpugomel. Hampumep, korma peub uaer 0 rTHOpuaoMHoON kietouHou smHuu LT006
wi LTO07, 370 Takke OTHOCHTCS K CYOKJIOHaM U KJIETKaM-NMIOTOMKAaM THOPHIOMHOM KJIETOYHON
guaun LTO06 wnu LTOO7.

B KOHTEKCTE HACTOSIIEro ONMUCAHNS TEPMUH «(PapMaLeBTHUECKH PUEMIIEMbIII HOCHTEIb
W/WJIA HATIOJHUTENbY» OTHOCUTCS K HOCHUTENIO W/WIHM HAIMOJIHUTEIO, (PapMaKOJIOTHUECKH W/ WIN
($u3noNOrnuecKd COBMECTHMOMY C WHAMBHIOM M AKTUBHBIM HWHIPEANEHTOM, W 3TOT TEPMHH
XOpOIIO M3BECTEH B MaHHOUW obnactu (cM., Hampumep, Remington's Pharmaceutical Sciences.
nox pemakuueit Gennaro AR, Edited by Gennaro AR, 19th ed. Pennsylvania: Mack Publishing
Company, 1995) u BKIHOYaeT, MOMUMO MPOUYEro, PeryisaTopsl pH, MOBEPXHOCTHO-aKTHBHBIE
BEIIECTBA, aJbIOBAHTHI U YCHUJINTENIN HOHHOM cuibl. Hanpumep, perynsaroper pH Bkirogaror, 6e3
orpanuuenusi, Qocdarupii Oydep, NOBEPXHOCTHO-aKTHBHBIE BEIIECTBA BKIOYAOT, 0Oe3
OTpaHUYEHUs], KATUOHHbIC, AHUOHHbIE UM HEHMOHOTEHHBbIE NMOBEPXHOCTHO-AKTHBHBIEC BELIECTBA,
takue kak TBUH-80; M yCHJIMTEIN UOHHOM CHJIbI BKJIOYAIOT, O€3 OrpaHUYeHHUsI, XJIOPHI HATPHSL.

B  KkoHTekcTe HACTOAWIEr0 OMNMCAHUA TEPMHUH  «AOBIOBAHT»  OTHOCUTCS K
Hecreu(pUIECKOMy UMMYHHOMY YCUJIMTENIO, KOTOPBIH MOXKET YCHJIMBATb UMMYHHBIH OTBET
OpraHu3Ma Ha aHTUTE€Hbl WU HU3MEHATb TUI MMMYHHOIO OTBETa IMpPHU JOCTaBKE B OPraHU3M
BMECTE C aHTUT'€HAMH WJIH JOCTaBKE B OpraHu3M 3abiaroBpeMeHHO. CyIecTBYIOT pa3jMuHbIe
aIbIOBAHTBI, BKJFOYAs, TIOMHMO MPOYEro, aJOMUHHEBBIH aIbIOBAHT (HANpUMeEp, TUAPOKCHI
AMOMUHUS), anbioBaHT DpeitHna (Hampumep, MOJMHBIA aaboBaHT @PpelHIa W HEMOJHBIN
anproBaHT @petinaa), munononucaxapun Corynebacterium parvum, TATOKUH U T.A. AJTBIOBAHT
@peiiana sBsieTcss HauOoJiee YacTO HCIOJNB3yEMbIM aJbIOBAHTOM B SKCIIEPUMEHTAaX Ha
JKUBOTHBIX. AZTBIOBAHT THAPOKCU AIFOMUHUS Yallle UCIONb3YeTCs B KIIMHUYECKUX UCIIBITAHUSX.

B KOHTEKCTe HACTOSIIEro OMHMCAaHUs TEPMHUH «3(PpPEeKTHBHOE KOMMUECTBO» OTHOCHTCS K
KOJIYECTBY, JOCTATOUHOMY JJisI MOJyYEHHUs WU [0 MEHbIIeH Mepe YaCTUYHOIO MOJy4deHMs
tpedyemoro >¢dpdexra. Hampumep, 3¢ dexrrBHOE KOMMIECTBO it poduiakTuku 3a00IeBaHmH
(Hampumep, 3a0oneBaHul, CBSI3aHHBIX CO cBsidbiBaHWeM IL-17A ¢ penenrtopom IL-17A wm
ype3MepHOH akTUBHOCTBIO IL-17A, Takux Kak AayTOMMMyHHbIe 3a00NeBaHUs), SBIAETCS
KOJIMYECTBOM, JOCTAaTOYHBIM JJs1 MNPOQPUIAKTUKH, KYIMPOBAHUS WM OTCPOUKHM Hadajga

3aboneBanus (Hampumep, 3a00eBaHm, CBA3aHHBIX cO cBsi3biBaHUEM [L-17A ¢ peuenTopom IL-
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17A wnu 4ype3mepHO# akTUBHOCTBIO IL-17A, TakMx Kak ayTOMMMYyHHbIE 3a00JeBaHUs),
TepaneBTHUECKH 3(PPEKTHBHOE KOJMUYECTBO SBJSIETCS KOJWYECTBOM, JOCTATOYHBIM IS
U3JICYCHUs. WM 10 MEHbIIeH Mepe HaCTMYHOW OCTAHOBKH pa3BUTUS 3a00JE€BaHUS U €ro
OCJIOXKHEHUH Yy TMAIMEeHTOB, KOTOPBIE YK€ CTPajaroT OT 3Toro 3aboneBaHus. CrienuanucTsl B
JOaHHOW oOnacTu CcrocoOHbI ompenenutb Takoe 3(dexTuBHOEe KonuuectBo. Hampumep,
KOJNINYECTBO, 3PPEKTHUBHOE IS TEPANEBTHUECKOTO MPUMEHEHHs, OyleT 3aBUCETh OT TSKECTH
3a00eBaHys, MOIJIEKAINEro JICYEHUI0, OOINero COCTOSHMS MMMYHHON CHCTEMBbI MAllUeHTa,
o0IIero COCTOSHHSI MAaLMeHTa, TAKOro KakK BO3pacT, BeC M IMOJ, crnocoba BBEACHUS
JIEKApCTBEHHOTO BEIIECTBA, M APYTUX BUAOB JICUCHHUS], TIPUMEHSIEMbIX OJHOBPEMEHHO, H T.JI.
bnaronpusitabie 3¢ G ekTel n300peTeHus

Hacrosimmee wn3o0pereHune obecrnedyrBaeT MO MeHbIIEH Mepe OOWUH U3 CIEAYIOIIUX
TeXHUYECKUX 3PP eKToB:

(1) Bce MOHOKJIOHAJBHBIC AHTUTENA IO HACTOSIIEMYy H300peTeHuro, Takue kak 13E9
HIL1, 13E9 H2L2, 13E9 H3L2 u 2G2 H1L1, 2G2 H2L2, 2G2 H3L3, cnoco0HBI CBA3BIBATHCA C
IL-17A ¢ BeICOKOH crierpIIHOCTBIO U MOTYT 3(pdexTHBHO OIOKHpOBaTh CBs3bIBaHME 1L-17A ¢
muraHaoM IL-17A, u cneunduuecku cHiwkatoT cekperuro [L-6 B IL-17A-onmocpenoBaHHBIX
¢dubpobrnacrax;

(2) MOHOKJIOHANTBHBIE AHTHUTENA 10 HAcTOsIeMy n300peTeHuto, ocobernno 13E9 H2L2,
JIEMOHCTPHUPYIOT TakoH ke 3 PeKT, KaKk U KOMMEPUYECKH AOCTYITHBIN JIEKApPCTBEHHBIHN Mpenapat
CexyknHyMa0, B OTHOLIEHUHU TOH jkK€ MUIIEHH ITPU UHrHOUpoBaHuu cekpennu 1L-6;

(3) MOHOKJIOHAJNbHBIE AHTUTENA IO HACTOSINEMY H300PETEHUIO MOTEHLHAIBHO MOTYT
NPUMEHSTBCS TS JIEYeHUsT W/ WK NPOQUIAKTUKYA aHTHAYTOUMMYHHBIX 3a00JI€BaHUH, TAKUX Kak
IICOpHA3, PEBMATOUHBIN apTPUT, NICOPUATUYECKUH apTPUT, AHKMJIO3UPYIOIIUI CIIOHAWIUT WIN
CHCTEMHasi KpacHasi BOIYaHKA.

KPATKOE OIMUCAHUE YEPTEKEN

@ur. 1: Pe3ynbraThl 1€TEKTUPOBAHUS MOHOKJOHAJIBHOIO MBIIMHOTO aHtutena 13E9 B
SDS-PAGE. O0Gpasubl u3 4eTblpex MOJOC CJIeBa HAIMpPaBO M COOTBETCTBYIOIIHE BBOJUMBIC
KOJIMYECTBA MPEACTABIISIOT COOOI: aHTUTENO B 3arpy304HOM Oydepe mist daexTpodopesa OeaKoB
B HEPEAYLMPYIOLIUX YCJIOBUSIX, | MKI, aHTHTENO B 3arpy30odHoM Oydepe mist snextpodopesa
OesKOB B penyLHUPYIOMINX YCIOBUX, | MKT;, Mapkep, S M, BSA, 1 mkr.

@ur. 2: Pe3ynpTaThl AETEKTUPOBAHUS MOHOKIJIOHAJIBHOTO MBIIIMHOrO aHturena 2G2 B
SDS-PAGE. O0Gpasusl u3 4eTblpex MOJOC ClIeBa HAINPAaBO M COOTBETCTBYIOIIHE BBOIWUMBIC
KOJIMYECTBA TPEACTABIISTIOT OO0 aHTUTENIO B 3arpy304HOM Oydepe mist saekTpodopesa OeaKkos
B HEPEAYLMPYIOIIUX YCJIOBUSX, | MK, aHTHTENO B 3arpy30odHoMm Oydepe mist snextpodopesa
OeNKOB B penyLUPYIOIINX YCIOBUAX, | MKT;, Mapkep, S M, BSA, 1 mkr.

@ur. 3: Pe3ynbTaThl JETEKTHPOBAHUS MOHOKJIOHAJIBHOTO I'YMaHU3HPOBAHHOTO AHTHUTENA
13E9 H3L2 B SDS-PAGE. O0pasus! Tpex moJjoc cieBa HalpaBO 1 COOTBETCTBYIOIINE BBOANMBIE
kommuecTBa: BSA, 1 Mkr; Mapkep, S MKJI, aHTHTEJIO B 3arpy304HOM Oydepe mist snekrpodopesa
OenKoB B HEpPEAYLMPYIOIIUX VCIOBHAX, | MKI, AHTUTENO B 3arpy3ouHoM Oydepe s

anexTpodope3a OEIKOB B PEAYLHPYIOLINX YCIOBHUAX, | MKT.
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Qur. 4: Pe3ynbraThl J€TEKTUPOBAHNUS KMHETHUECKUX XapPAKTEPUCTUYECKHUX MapaMeTPOB
aatutena 13E9 HIL1. Ha ¢urype mo ocu opauHAT OTJIOXKEHO 3HAUEHHE CUTHAjJa B HM B
Ka4eCTBE €IMHUIbI U3MEPEHHUs; 110 OCH a0CIUCC OTJIOKEHO BPeMsl B CEK B KAUeCTBE €IUHUIIBI
U3MEPEHUs.

@ur. 5: Pe3ynbTaThl J€TEKTUPOBAHMS KUHETUUECKUX XAPAKTEPUCTHUECKUX MapaMeTpoB
antutena 13E9 H2L2. Ha ¢urype mo ocu OpAMHAT OTJIOKEHO 3HAYEHHE CUTHAjla B HM B
KaueCcTBE EAMHUIIBI H3MEPEHUs], TI0 OCH a0CIHMCC OTJIOKEHO BPEMsI B CEK B KAueCTBE €IMHUIIbI
U3MEPEHUS.

Qur. 6: Pe3ynbrarhl J€TEKTUPOBAHNS KMHETHUECKUX XaPAKTEPUCTUUECKUX MapaMeTPOB
antutena 13E9 H3L2. Ha ¢durype mo ocu opauHAT OTJIOXKEHO 3HAUEHHE CUTHAJa B HM B
Ka4eCTBE €AMHHUILBI U3MEPEHUS; 1O OCU aOCIUCC OTJIOKEHO BPeMsi B CEK B KAUeCTBE €IUHULIBI
U3MEPEHHUs.

@ur. 7: Pe3ynpraThl J€TEKTUPOBAHNS KMHETUUECKUX XaPAKTEPUCTUYECKHUX MapaMeTPOB
aatutena Cekykunymab. Ha ¢urype mo ocu opauHaT OTJIOKEHO 3HAYEHHE CHUTHAJa B HM B
Ka4eCTBE €AMHHUILBI U3MEPEHHUS; 10 OCH aOCIUCC OTJIOKEHO BPEMsl B CEK B KAU€CTBE €IUHUIIBI
WU3MEPEHHUs.

@ur. 8: Pe3ynbraThl J€TEKTUPOBAHNS KMHETHUECKUX XaPAKTEPUCTUYECKHUX MApaMETPOB
aatutena 2G2 H1L1. Ha ¢urype no ocu opauHAT OTIOKEHO 3HAUEHHE CUTHAJIA B HM B KQ4eCTBE
€IMHULBI H3MEPEHHST; TT0 OCH a0CLIMCC OTJIOKEHO BPEMs B CEK B KAUECTBE €AMHULIbI H3MEPEHHUSI.

Qur. 9: Pe3ynbpraTel J€TEKTUPOBAHNS KMHETUUECKUX XapPaKTEPUCTUYECKHUX MapaMeTPOB
anturena 2G2 H2L2. Ha ¢urype no ocu opauHAT OTIOKEHO 3HAUEHHE CUTHAJIA B HM B KQUeCTBE
€IMHULIbI U3MEPEHHST; 110 OCH a0CLIUCC OTJIOKEHO BPEeMs B CEK B KaU€CTBE €MHULIbI H3MEPEHHS.

@ur. 10: PesynpTaThl J€TEKTUPOBAHUSA KHHETHUECKUX XapAaKTEPUCTUUECKUX MapaMeTpOB
antutena 2G2 H3L3. Ha ¢urype o ocu opauHaT OTJIOKEHO 3HAYEHHUE CUTHAJIA B HM B KQU€CTBE
€IMHHLIBI U3MEPEHNUS, 10 OCH a0CIMCC OTJIOKEHO BPEMS B CEK B KAYECTBE €MHULIBI H3MEPEHHS.

@ur. 11: Pe3ynbrarsl 1€TEKTUPOBAHNSI KUHETUUECKUX XaPAKTEPUCTUUECKUX MapaMeTPOB
anturena Cekykunymad. Ha ¢urype mo ocu opauHaT OTJIOKEHO 3HAYEHHE CUTHAJa B HM B
Ka4eCTBE €AMHULBI U3MEPEHUS; 10 OCU aOCIUCC OTJIOKEHO BPeMsi B CEK B KAUeCTBE €IUHUILIBI
WU3MEPEHHUs.

@ur. 12: nerekTupoBaHue akTUBHOCTU CBA3bIBaHUs aHtutea 13E9 HIL1 u 13E9 H2L2 ¢
anturenom IL17A-His meronom nempsimoro ELISA. Kommepdecku AOCTYyNHBINA mpemapar
CekyknHyMab UCTIOIB3YETCS B KAYECTBE MOJOKHUTEIBHOTO KOHTPOJIS.

@ur. 13: gerekTUpOBaHUE aKTUBHOCTH CBsA3biBaHUA aHTUTena 13E9 H3L2 ¢ anTurenom
IL17A-His meromom Henpsimoro ELISA. Kommepuecku moctynsbeiii npenapaT CekykuHymad
UCIIOJIb3YETCs B KAYECTBE MOJIOKUTEIIBHOTO KOHTPOJIS.

@ur. 14: nperextupoBanue axktuBHOocTM aHtuTen 13E9 HIL1 wu 13E9 H2L2,
KOHKypupyromux ¢ peuentopoMm IL17RA-His (OuotuH) 3a CBsI3bIBaHHE, METOAOM
koHKypeHTHOoro ELISA. Kommepueckn noctymsbiii npenapat CekykuHyMad HCIIONB3YeTCs B
Ka4€CTBE MOJIOKUTEIBHOTO KOHTPOJIA.

@ur. 15: nerextupoBanHue axkTUBHOCTH aHTurena 13E9 H3L2, koHkypupyrolmero c
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peuentopom IL17RA-His (Ouotun) 3a cBsi3biBaHue, MeTOoAOM KOHKypeHTHoro ELISA.
Kommepueckn nOCTynmHBIA Ha PBIHOK JIEKapCTBEHHBIN npenapaT CekyknHyMal HCIONb3yeTcs B
Ka4eCTBE IMOJIOKUTEIBHOTO KOHTPOJIS.

@ur. 16: neTeKkTUpOBaHUE aKTHBHOCTHU cBs3biBaHMs anTtuten 2G2 HIL1, 2G2 H2L2 u
2G2 H3L3 c anturenom IL17A-His meronom Henpsimoro ELISA. Kommepuecku moCTymHbIN
npenapat CekyknHyMal HCIIONb3YyeTCsl B KAUeCTBE IMOJIOKUTEIBHOTO KOHTPOJISL.

@ur. 17 nerextuposanue aktuBHoctu antuten 2G2 HI1L1, 2G2 H2L2 u 2G2 H3L3,
KOHKypupyromux ¢ perentopom IL17A-His (6uotun) 3a cesizpiBanue ¢ anturesom IL17A-His,
meronoM koHkypeHtHoro ELISA. Kommepuecku poctynueii mnpenapaT CekykuHymad
UCTIONIB3YETCS B KAYECTBE TOJOKHUTEIBHOTO KOHTPOJIS.

®ur. 18: smusane aaruten 13E9 HI1L1, 13E9 H2L2 u 13E9 H3L2, a Takke 2G2 HILI1,
2G2 H2L2 u 2G2 H3L3 Ha cexpeuuto 1mmrokuHa [L-6 B peakuuu CMeIIaHHON KyJbTYpbl
JUMQOLIUTOB.

Qur. 19: BIMsAHHE JEKAPCTBEHHOrO BellecTBa HAa OCHOBe aHtuTena 13E9 H3L2 nHa
TOJIIMHY >THAepMuca B Mozen Meiteit CS7BL/6 ¢ ncopuazom.

[IprMeyaHre OTHOCUTENBHO COXPaHEHHUsT OMOJIOrMYECKHX MAaTEPHATIOB:

rubpunomHast kierodnast suaust LT006 (IL17A-13E9), nenonupoBanHas B Kuraiickom
nertpe kosuekiuu THNOBBIX KynbTyp (CCTCC) 12 centsiops 2017 r. ¢ HOMEpOM AOCTyma
CCTCC: C2017102 B YxanbckoM yHUBepcuTeTe, Yxanb, Kuraii, 430072.

rubpunomHas knerouynas jguaus LT007 (IL17A-2G2), nenonupoBanHass B Kuraiickom
nentpe kosekiuu THNOBBIX KynbTyp (CCTCC) 12 centsibps 2017 r. ¢ HOMEpOM AocTyma
CCTCC: C2017165 B YxanbckoM yHUBepcuteTe, Yxanb, Kuraii, 430072.

MNOJAPOBHOE OIIMCAHUE

BapuaHThl OCYILIECTBIEHHUsSI HACTOSINETO H300peTeHUs] MOAPOOHO OMMCAHBI HUXKE CO
CCbUTKOW Ha mpuMepbl. CrienuanucTel B JAHHOH OONACTH MOMMYT, 4TO NPUBEIEHHbIC HUXKE
NPUMEpPBbI UCTIONB3YIOTCS TOJBKO U WJUTFOCTPALIMK HACTOSIIErO M300PETEHUs] M HE TOJDKHBI
paccMaTpUBaThCS KaK OrpaHMYHBAIOIINE 00beM HacTosLIero n3odperenus. [IpuMep BBITIOIHEH B
COOTBETCTBHH CO CIIOCOOAMHU HJTH YCIOBHSIMH, OMMCAHHBIMU B TAHHOM 00JMacTH (HampuMmep, CM.
Guide to Molecular Cloning Experiments, aBt. J. Sambrook et al., nepeBon Huang Peitang et al.,
TpeTbe u31., Science Press) mim B COOTBETCTBHH C PYKOBOACTBOM IO MPOAYKTY, €CIIH B HEM HE
yKa3aHbl KOHKPETHBIE CIIOCOOBI WK YCIIOBHsL. Bce HCmob3yeMble peareHThl WM HHCTPYMEHTHI
SBJITIOTCST KOMMEPUYECKHU JOCTYIHBIMH OOBIMHBIMU TNPOAYKTAMH, €CIH HE YKa3aHbl HX
MPON3BOUTEIH.

B mpuBeneHHBIX HIDKE NpUMepax HCIONb30BaHHbIX Mblmeii BALB/C nmpuobperanu B
LlenTpe nabopaTOpPHBIX JKUBOTHBIX NMPOBUHLIMHU |'yaHAyH, ucmonb3oBaHHBIX Mbimeld CS7BL/6
npuodperamn B Nanjing Galaxy Biopharma Co., Ltd.; wucmonmp3oBanabie kinetkn MRCS
NOJIy4aJ M3 LIaHXalckoro neHrpa kiertok IBS B @ynane; ncrnonp3yeMoe MOHOKIOHAJIBHOE
antuteno Cexykunymabd (Cosentyx®) npuobperanu B Novartis Corporation.

IIpumep 1: Tlonydyenue antu-IL-17A anturen 13E9 u 2G2

1. ITony4yenne rubpunomMHbIX KiaeTouHblx JuHui LT006 nu LT007.
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Antnren IL-17A (24-155)-His, ucnone3yemsiii 1ot co3nanus IL-antu-17A anTHTena,
npencTaisier coboi cnuthiil Oenok 3penoro nentuna denosedeckoro IL-17A (GenBank ID:
Q16552) u His-merku. BoImoaHsIIN CIMSIHAE KJIETOK CEJe3€HKU U3 MMMYHU3HUPOBAHHBIX MBIIIEH
BALB/C (npuobpereHHbIXx B MeaunuHCKOM JaOOpaTOPHOM LEHTPE SKUBOTHBIX IPOBUHIMU
I'vannyH) M KJIE€TOK MBIIIMHOH MHENOMbI C TOJy4Y€HHEM T'MOpPUIOM, HCHOJb3Yys XOPOLIO
u3BecTHbIe MeTonbl (cM. Hampumep, «Monoclonal Antibody Production» in Basic Methods in
Antibody Production and Characterization, Eds. G.C. Howard and D.R. Bethell, Boca Raton:
CRC Press, 2000).

Caursrii Oenok IL17A-His ¢pepmentaruBHO pacieruisuii nporeazoit TEV u ounmmanu Ha
KoJIoOHKe ¢ monyueHueMm Oenka IL-17A (24-155). Cxpunmnr, ucnons3ys Hempsimoii ELISA
BBIMOJIHSUTH B MUKPOIUIAHIIETAX, MOKPBIThIX Oenkom IL-17A (24-155) B kauecTBe aHTUTEHA, AJIs
NOJIYYEeHHUS] KJIETOK THOPHUIOMBI, KOTOPbIE CEKPETHUPYIOT HOBBIE AaHTHTENA, CIEHU(PpUUIECKU
csizpiBaromuecs ¢ IL-17A (24-155).

Knerku ruOpuoomMbl, monyueHHbIE B pe3ysbTare CKpuHuUHTa HempsMbiM ELISA
NOJBEPraii CKPUHHUHTY, HCIONB3yst KOHKypeHTHbIi ELISA nns momyudeHus: ruOpHIOMHBIX
KJIETOYHBIX JIMHUH, CHOCOOHBIX CEKPETHPOBaTh MOHOKJIOHAJIBHOE AHTHTENO, KOTOpOe
koHKYpHpyeT ¢ peuentopom IL-17RA (CD217, NCBI Gene ID: NP_055154.3) 3a cBsi3biBaHUE C
IL-17A, u MeromoM CepuiHBIX pa3BEACHUI TMOJydyand JBE CTaOWIbHbIE THOPUAOMHBIE
KJIETOYHBIE JINHUU.

I'nbpunomuyro kaerounyro smHuo LT006 (IL17A-13E9) nenonmposanu B Kuralickom
neHTpe koyutekuuu TUnoBbix KyneTyp (CCTCC) B cy60oTy, 12 centsiOps 2015 r., mog HoMepom
noctyna CCTCC: C2017102, B VYxanbckoMm yHuBepcurere (Yxanb, Kwuraii, 430072).
MOHOKJIOHAJIBHOE AHTHUTENIO, CeKpeTupyemoe THOpUAOMHON KieTouHou JsuHuedr LTO06,
Ha3BaHo 13E9.

I'ubpunomuyro knetounyro sunuro LT007 (IL17A-2G2) menonuposanu B Kuralickom
uentpe kosekiuu THIoBbIX KyJabTyp (CCTCC) 12 centsadpst 2017 r. mog HOMEpPOM AOCTyIa
CCTCC: C2017165 B Yxanbckom yHuBepcutere (Yxanb, Kuraii, 430072). MOHOKJIOHAJIBHOE
AHTHUTEJIO, CEKPETHPyeMOe THOpuIOMHOM KieTouHou quanu LTO07, HazBano 2G2.

2. llonyuenue antu-1L-17A anTurena 13E9.

IlonyueHHy0 Bbille KieTodHyio Junuio LT006 xymstuBupopamu (1x10° kieTox Ha
JyHKY) B O€CCBIBOPOTOUHOW cpene s ruOpuaoM (momojHeHHOW 1% TNEeHMUIMIUTHH-
cTpentoMHuLMH U 4% riyramakc, B mHKyoarope as kinerok npu 37°C, 5% COz), u cynepHaTaHT
KJIETOYHOH KyJbTypbl coOupanu uepe3 7 nAHEH KyJbTHMBHPOBAHHUS, KOIJa BBDKHBAEMOCTH
coctaBmwia npumepHo 20%, U 3aTeM MOIBEPrajid BbICOKOCKOPOCTHOMY LEHTPU(PYTHPOBAHUIO,
BAaKyyMHOH (UIBTpPaLUK Yepe3 MUKPOIIOPUCTYIO MeMOpaHy U ourcTke Ha kosnoHke HiTrap HP ¢
Obenmkom A c¢ monyuenneMm anturena 13E9. OGnapyxenme ounimeHHbIx oOpasmoB 13E9
BoIOHsUH ¢ oMotnbio SDS-PAGE snexkrpodopesa, pe3ynbraTbl KOTOPOTO MOKa3aHbl Ha (ur.
1.

3. Ilonyuenue antu-I1L-17A antutena 2G2.

T[losy4eHHy0 Bbille KjieTodHyto Junuro LTO07 kymstuBupoBamu (1x10° kietox Ha
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JYHKY) B O€CCBHIBOPOTOYHOM cpeaod misi rubpugoMm (monojgHeHHOW 1% NEeHWIMIIIMH-
cTpenToMHuLMH U 4% riyramakc, B mHKyoarope ans kinerok npu 37°C, 5% COz), u cynepHaTaHT
KJIETOYHOM KyJbTypbl coOupanu uepe3 7 pAHEH KyJbTHMBHPOBAHHUS, KOIZa BBDKHBAEMOCTH
coctaBmia npumepHo 20%, U 3aTeM MOJBEPraji BbICOKOCKOPOCTHOMY LEHTPU(PYTHMPOBAHUIO,
BAaKyyMHOH (pUIbTpaLUU Yepe3 MUKPOIIOPUCTYIO MeMOpaHy u ounictke Ha konoHke HiTrap HP ¢
Oenxom A ¢ nonyuenueM anturena 2G2. OOHapy keHHe OYHMLIEHHBIX 00pa3noB 2G2 BRINOIHAIN
¢ nomoureto SDS-PAGE snextpodopesa, pe3ynpTaTel KOTOPOro MokasaHsl Ha ¢ur. 2.

IIpumep 2: Aganus nocaenosaTeabHOCTH auTurena 13E9

Knerku LTO06 KyJbTHBHPOBAJIN B COOTBETCTBHH CO CIOCOOOM, ONMUCAHHBIM Ha dTamne 2
IIpumepa 1.

Ucnone3ys HabOp Ayl 3KCTpakUuH KierouHoi/OakrepuanpHon obmedt PHK (Tiangen,
aptukyn DP430), MPHK skcTparuposaiu U3 KyJibTUBUpOBaHHBIX KiieTok LTO06 B cooTBeTCTBUM
C METOJIOM, OITMCAHHBIM B PYKOBOACTBE K HAOOpYy.

k/IHK cunTe3upoBasm B COOTBETCTBUU C pykoBonucTBoM K Habopy OT-IILIP cucremsr
cuHTe3a nepoii nenu Invitrogen SuperScript® 11 u ammudumposanu merogom TP,

IIponykTel, ammumpuuupoBanasie ¢ nomompio 1P, HEMOCPEACTBEHHO MOABEPrajH
npsiMmoMy TA-KJIOHUPOBaHUIO, U AJI BBINOJHEHHUs KOHKPETHBIX OIepaluil HCHOJb30BAJIH
pykoBozacteo no npumerennto Habopa pEASY-T1 Cloning Kit (Transgen CT101).

TA-xkOHMpOBaHHBIE TPOAYKTHI  HENOCPEACTBEHHO CEKBEHUPOBAIM, PE3YyJbTaThl
CEeKBEHHPOBAHUS ObUIN CIIEAYIOIIUMHU:

HYKJIEOTHJIHAs TIOCJIEZIOBATENbHOCTD BapruabenbHOl obnactu Tspkenoi uenu: (360 m.H.)

GAAGTAAAGCTGCAGGAGTCGGGACCTGGCCTGGTGAAACCTTCTCAGTCTC
TGTCCCTCACCTGCACTGTCACTAGCTACTCATTCACCAGTGATTATGCCTGGAGCTG
GATCCGGCAGTTTCCAGGAATCAAACTGGAGTGGATGGGCTACATAACCTACAGTG
GTGTCACTAGCTACAACCCCTCTCTCAAAAGTCGAATCTCTATCACTCGAGACACAT
CCAAGAACCAGTTCTTCCTACAGTTGAATTCTGTGACTACTGAGGACACGGCCACAT
ATTACTGTGCAAGGGCAGACTATGATAGCTACTATACTATGGACTACTGGGGTCAAG
GAACCTCAGTCACCGTCTCCTCA (SEQ ID NO: 1)

KOZIMpyeMast €10 aMHHOKHUCIIOTHAs nocienosaTenbHocTh: (120 a.k.)

EVKLQESGPGLVKPSQSLSLTCTVTSYSFTSDYAWSWIRQFPGIKLEWMGYITYS
GVTSYNPSLKSRISITRDTSKNQFFLQLNSVTTEDTATYYCARADYDSYYTMDYWGQGT
SVTVSS (SEQ ID NO: 2)

HYKJICOTHIHAS TIOCIIEIOBATEIPHOCTD BapradebHON o0acTu jerkoi nemu: (333 m.H.)

GACATCCAGCTGACTCAGTCTCCACTCTCCCTGCCTGTCAGTCTTGGAGATCA
AGCCTCCATCTCTTGCAGATCTAGTCAGAGCCTTGTACACAGTAATGGAAACACCTA
TTTACATTGGTACCTGCAGAAGCCAGGCCAGTCTCCAAGGCTCCTGATCTACAAAGT
TTCCAACCGATTTTCTGGGGTCCCAGACAGGTTCAGTGGCAGTGGATCAGGGACAG
ATTTCACACTCAAGATCAGCAGAGTGGAGGCTGAGGATCTGGGAGTTTATTTCTGCT
CTCAAAGTACACATTTTTGGACGTTCGGTGGAGGCACCAAGCTGGAAATAAAA (SEQ
ID NO: 3)
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KOAMpyeMasi €10 aMUHOKHUCIIOTHAs! ocaenoBaTesibHOCTh: (111 a.x.)

DIQLTQSPLSLPVSLGDQASISCRSSQSLVHSNGNTYLHWYLQKPGQSPRLLIYKV
SNRFSGVPDRFSGSGSGTDFTLKISRVEAEDLGVYFCSQSTHFWTFGGGTKLEIK  (SEQ
ID NO: 4)

CDR obnacti mog4epKHyTHL

IIpumep 3: Paspaborka, mojay4yeHHe M JETEKTUPOBAHUE TI'yMaHU3UPOBAHHBIX aHTH-IL-
17A anturen 13EQ HIL1, 13E9 H21.2 u 13E9 H31.2

1. PazpaboTka mOC/IENOBaTENbHOCTEH JIETKOH M TSDKENOH Leneil ryMaHu3UpOBaHHBIX
antu-IL-17A anturen 13E9 H1L1, 13E9 H2L.2 u 13E9 H3L2

Ha ocHoBe TpexmepHO# kpuctaumueckoil crpykrypsl O6enka [L-17A (EMBO J. (2001)

20 p:5332-41) u nocnenosarenvHocTH aHTuTena 13E9, monmyuennoii B [lpumepe 2, ¢ MOMOIIBEO
KOMITbIOTEpa ObLIa CMOJEIUPOBAHA MOJIEIb AHTUTENIA, U BBIYHCIIEHBI MyTAIllUH B COOTBETCTBUU C
MOJIENIBIO C TIOJYYEHHEM IOC/ieIoBaTebHOCTeH BapuabenpHol obmactu antuten 13E9 HILI1,
13E9 H2L2 u 13E9 H3L2 (mocnenoBaTeNbHOCTH KOHCTAHTHOM OOJACTH aHTUTENA B3SITHI U3
6a3pr manabIXx NCBI, B KOTOpOI KOHCTaHTHON OOJNACTBIO TsKeNoH wemu siisiercss C-o0macThb
nernn ramma-1 Ig, Homep nocryma: PO1857, u koHCTaHTHOM 005aCThIO NIeTKOM nenu siBisiercs: C-
obnacte kanma-nenu Ig, Homep nocrymna: P01834).

PaspaboranHble  TOCNEAOBATENbPHOCTH  BapHaleNbHBIX  OOjacTell  SBISIFOTCS
CIENYIOIUMU:

(1) mocmemoBaTeNpbHOCTH  TSDKEJIOW M JIETKOW — Lemedl  T'yMaHW3UPOBAHHOTO
MOHOKJIOHaJIbHOrO antutena 13E9 HIL1

HYKJIEOTHJIHAs TIOCJIEI0BATENbHOCTD BapuabenbHOl obnactu Tspkenoi uenu: (360 m.H.)

GATGTGCAGCTGCAGGAAAGCGGACCAGGACTGGTGAAGCCTAGCCAGACC
CTGAGCCTGACTTGCACCGTGTCCAGCTACAGCTTCACCAGCGACTACGCTTGGTCT
TGGATCAGACAGTTCCCAGGAATTGGCCTCGAGTGGATGGGCTACATCACCTACAG
CGGCGTGACCAGCTACAACCCCAGCCTGAAGAGCAGGATCACCATCAGCCGGGACA
CCAGCAAGAACCAGTTCTTCCTGCAGCTGAACAGCGTGACAGCAGCCGATACCGCA
GTGTACTATTGCGCCAGGGCCGACTACGACAGCTACTACACCATGGACTATTGGGGC
CAGGGAACCAGCGTGACAGTGTCTAGC (SEQ ID NO: 5)

KOZMpyeMast €10 aMHHOKHUCIIOTHAs ocienoBaTenbHocTh: (120 a.x.)

DVQLQESGPGLVKPSQTLSLTCTVSSYSFTSDYAWSWIRQFPGIGLEWMGYITYS
GVTSYNPSLKSRITISRDTSKNQFFLQLNSVTAADTAVYYCARADYDSYYTMDYWGQG
TSVTVSS (SEQ ID NO: 6)

CDR o0nacti mog4epKHyTHI.

HYKJICOTHIHAS TIOCIIEIOBATEIPHOCTD BapradeIbHON o0nacTu jerkoi uenu: (333 m.H.)

GATGTCGTGATGACCCAGACCCCTCTGTCTCTGCCAGTGACACTGGGACAGC
AGGCTAGCATCTCTTGCAGAAGCAGCCAGAGCCTGGTGCACAGCAACGGCAACACC
TACCTGCATTGGTACCTGCAGAAGCCAGGCCAGTCTCCTAGACTGCTGATCTACAAG
GTGTCCAACCGGTTCAGCGGCGTGCCAGATAGATTCAGCGGAAGCGGAAGCGGCAC
CGACTTCACCCTGAAGATCAGCAGAGTGGAGGCCGAGGATCTGGGAGTGTACTTCT
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GCAGCCAGAGCACCCACTTTTGGACCTTCGGCGGAGGCACCAAGCTGGAGATCAAG
(SEQ ID NO: 7)
KOAMpyeMast €10 aMUHOKHUCIIOTHAs! rocaenoBaTesibHOCTh: (111 a.x.)
DVVMTQTPLSLPVTLGQQASISCRSSOSLVHSNGNTYLHWYLQKPGQSPRLLIYK
VSNRFSGVPDRFSGSGSGTDFTLKISRVEAEDLGVYFCSQSTHFWTFGGGTKLEIK (SEQ
ID NO: 8)

CDR obnact mog4epKHyTHL

(2) nmocnemoBaTENPHOCTH — TSDKEJIOW W JIETKOM — Lenmeil  T'yMaHW3MPOBAHHOTO
MOHOKJIOHaJIbHOTO antutena 13E9 H2L.2

HYKJICOTHJIHAS TIOCJIEZIOBATEIbHOCTD BapuabebHOl obnactu Tsokesnol uenu: (360 m.H.)

GATGTGCAGCTGCAGGAAAGCGGACCAGGACTGGTGAAGCCTAGCCAGACC
CTGAGCCTGACTTGCACCGTGTCCAGCTACAGCTTCACCAGCGACTACGCTTGGTCT
TGGATCAGACAGCCACCAGGAAAGGGACTCGAGTGGATCGGCTACATCACCTACAG
CGGCGTGACCAGCTACAACCCCAGCCTGAAGAGCAGGATCACCATCAGCCGGGACA
CCAGCAAGAACCAGTTCTTCCTGCAGCTGTCTAGCGTGACAGCAGCCGATACCGCA
GTGTACTATTGCGCCAGGGCCGACTACGACAGCTACTACACCATGGACTATTGGGGC
CAGGGAACCAGCGTGACAGTGTCTAGC (SEQ ID NO: 9)

KOAHMpyeMast €10 aMUHOKHUCIIOTHAs TIocaenoBaTeibHOCTh: (120 a.x.)

DVQLQESGPGLVKPSQTLSLTCTVSSYSFTSDYAWSWIRQPPGKGLEWIGYITYS
GVTSYNPSLKSRITISRDTSKNQFFLQLSSVTAADTAVYYCARADYDSYYTMDYWGQG
TSVTVSS (SEQ ID NO: 10)

CDR o0nacTi mog4epKHyTHI.

HYKJIEOTHHAs MOCIIEI0BATEIHHOCT BapradeIbHON oOnactu jerkoi uenu: (333 m.H.)

GATGTCGTGATGACCCAGACCCCTCTGTCTCTGCCAGTGACACTGGGACAGC
CAGCTAGCATCTCTTGCAGAAGCAGCCAGAGCCTGGTGCACAGCAACGGCAACACC
TACCTGCATTGGTACCTGCAGAAGCCAGGCCAGTCTCCTAGACTGCTGATCTACAAG
GTGTCCAACCGGTTCAGCGGCGTGCCAGATAGATTCAGCGGAAGCGGAAGCGGCAC
CGACTTCACCCTGAAGATCAGCAGAGTGGAGGCCGAGGATCTGGGAGTGTACTACT
GCAGCCAGAGCACCCACTTTTGGACCTTCGGCGGAGGCACCAAGCTGGAGATCAAG
(SEQ ID NO: 11)

KOZMpyeMast €10 aMHHOKHUCIIOTHAs nocienosarenbHocTh: (111 a.x.)

DVVMTQTPLSLPVTLGQPASISCRSSQSLVHSNGNTYLHWYLQKPGQSPRLLIYK
VSNRFSGVPDRFSGSGSGTDFTLKISRVEAEDLGVYYCSQSTHFWTFGGGTKLEIK (SEQ
ID NO: 12)

CDR o0nacTi mog4epKHyTHI.

(3) nmocnemoBaTENPHOCTH  TSDKEJIOH W JIETKOM — Lenmedl  I'yMaHW3WPOBAHHOTO
MOHOKJIOHAJIbHOrO antutena 13E9 H3L2

HYKJIEOTHJIHAs TIOCJIEZIOBATENbHOCTD BapruabenbHOl obnactu Tspkenoi uenu: (360 m.H.)

GATGTGCAGCTGCAGGAAAGCGGACCAGGACTGGTGAAGCCTAGCCAGACC
CTGAGCCTGACTTGCACCGTGTCCAGCTACAGCTTCACCAGCGACTACGCTTGGTCT



26

TGGATCAGACAGCCACCAGGAAAGGGACTCGAGTGGATCGGCTACATCACCTACAG
CGGCGTGACCAGCTACAACCCTAGCCTGAAGAGCCGCGTGACCATTAGCGTGGACA
CCAGCAAGAACCAGTTCTCCCTGAAGCTGAGCAGCGTGACAGCCGCCGATACAGCA
GTGTACTATTGCGCCCGGGCCGATTACGACAGCTACTACACCATGGACTATTGGGGC
CAGGGAACCAGCGTGACAGTGTCTAGC (SEQ ID NO: 13)

KOIMpyeMast €10 aMHHOKHUCIIOTHAS TIocaeoBaTenbHOCTh: (120 a..)

DVQLQESGPGLVKPSQTLSLTCTVSSYSFTSDYAWSWIRQPPGKGLEWIGYITYS
GVTSYNPSLKSRVTISVDTSKNQFSLKLSSVTAADTAVYYCARADYDSYYTMDYWGQG
TSVTVSS (SEQ ID NO: 14)

CDR o0iacTi mog4epKHyTHI.

Hykneoruanasi mocnenoBaTeabHOCTh BaprHadenbHOM 00acTh JIETKOM LEnH Takas ke, KakK
HYKJIEOTHIHAsI TOCJIEOBATEIbHOCTh BapuadenbHON oOjactu Jjierkoil uermu antutena 13E9
H2L2, npusenennas 8 SEQ ID NO: 11.

Konupyemass aMHUHOKHCIIOTHasi MOCJIENOBATENIbHOCTb AHTUTENAa TAaKXKE COBMANAeT C
AMUHOKHCJIOTHOH TOCIIEOBATEIPHOCTBIO BapruabebHOM obnactu jierkoi nenu antutena 13E9
H2L2, npusenennoii B SEQ ID NO: 12.

2. Ilonyuenne rymanusuposannbix antures 13E9 HIL1, 13E9 H2L2 u 13E9 H3L2.

Bce xoHCcTaHTHBIE 0ONacTH TsDKENOHN nenu copepkat C-obnacts nenu ramma-1 Ig, Homep
noctyna: PO1857; koHcTanTHBIE OOnactu jerkoil menu copepykar C-oOmacte kanma-uenu Ig,
HOoMep poctymna: PO1834.

k/IHK Tsxenon uenu u x/IHK nerxoit nenu 13E9 HIL1, xk/IHK tsxenoi nenu u xk/IHK
aerkon nermn 13E9 H2L2 wu x/IHK tsxenonn nenm u kJIHK nerxon uemm 13E9 H3L2
kjaoHupoBanu B BekTopel pUCS7simple (mpenoctaBneHHble (Genscript), COOTBETCTBEHHO, C
nonyuenueM  pUCS57simple-13E9HI, pUCS57simple-13E9L1, pUCS57simple-13E9H2,
pUCS57simple-13E9L2 u pUCS57simple-13E9H3, cooTBeTCTBEHHO, U (pparMeHThl, COAEpIKalIHe
COOTBETCTBYIOLIME TSDKEbIE LEMH, U (PPArMEeHThbl, COAEPIKAIIME COOTBETCTBYIOLIME JIETKUE
ueny, cyOkmoHupoBanu B BekTOopbl PcDNA3.1, COOTBETCTBEHHO, C TOJy4YEHHEM
pekomOuHaHTHBIX TwasmMun pcDNA3.1-13E9H1, pcDNA3.1-13E9L1, pcDNA3.1-13E9H2,
pcDNA3.1-13E9L2, pcDNA3.1-13E9H3 u pcDNA3.1-13E9L2. 3atem cooTBeTCTBYyIOLINE
PEeKOMOMHAHTHBIE TUIA3MHUbI JIETKOH IIenmd W PEeKOMOWHAHTHBIC TUIA3MUABI TSDKEJON Iernu
(pcDNA3.1-13ESH1 u pcDNA3.1-13E9L1; pcDNA3.1-13E9H2 wu pcDNA3.1-13E9L2;
pcDNA3.1-13E9H3 u pcDNA3.1-13E9L2) korpancunuposanun B kierku 293F, xyasTypy
KJIETOK COOMpaif M OUHWINAIH C MOJy4YeHHEM ryMaHu3upoBaHHbIX aHturen 13E9 HILI1, 13E9
H2L2 u 13E9 H3L2, coorBerctBeHHO. OOHapykeHue oummeHHOro obOpasua 13E9 H3L2
BbInoyHsH ¢ omotnblo SDS-PAGE snekrpodopesa, pe3yabTaTel KOTOPOTo MOKa3aHbl Ha Pwur.
3.

IIpumep 4: Aganus nocaenoBaTeabHOCTH anTuTreaa 2G2

Knerku LTO07 xyasTUBHPOBAIN B COOTBETCTBUH CO CIOCOOOM, ONMMCAHHBIM Ha 3Tane 3
IIpumepa 1.

Hcnonb3yss Habop st 3KCTpakiuu KiaerouHoi/OakrepuanbHoit odmeit PHK (Tiangen,
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aptuxkyn DP430), MPHK skcTparuposanu u3 KynbTuBHpoBaHHBIX KiieTok LTO07 B cooTBeTcTBUI
C METOJIOM, OITMCAHHBIM B PYKOBOZACTBE K HAOOpYy.

k/IHK cunTesupoBanu B cooTBeTCTBUU C pykoBoiacTBOM K Habopy OT-IILIP cucremsl
cuHTe3a nepsoit nenu Invitrogen SuperScript® 111 u ammudumposanu merogom ITLP.

ITponykTel, amrummpuuupoBanHsie ¢ nomoupto TP, HemocpencTBEHHO NOABEpPraju
npssMoMy TA-KJIOHHPOBAHUIO, W JJI BBIMOJHEHUS KOHKPETHBIX OINEpaluil MCIOIb30BAIN
pykoBozncTBo no npuMeHenuro Habopa pEASY-T1 Cloning Kit (Transgen CT101).

TA-kIOHUPOBaHHBIE TPOAYKTHI  HEMOCPEACTBEHHO CEKBEHUPOBAJM, Pe3yJIbTaThl
CEeKBEHHPOBAHUS ObUIN CIIEAYIOIIUMHU:

HYKJICOTHJIHAS TIOCJIEZIOBATEIbHOCTD BapuabebHOl obnactu Tspkesnol uenu: (351 m.H.)

GAGGTTCAGCTGGAGCAGTCTGGTTCTGAACTGAGGAGTCCTGGATCTTCAG
TAAAGCTTTCATGCAAGGATTTTGATTCAGAAGTCTTCCCTATTGCTGATATGAGTTG
GGTTAGGCAGAAGCCTGGGCATGGATTTGAATGGATTGGAGACATACTCCCAAGTT
TTGGTAGAACAATCTATGGAGAGAAGTTTGAGGACAAAGCCAAAGTGGATGCAGAC
ACAGTGTCCAACACAGCCTACTTGGAACTCAACAGTCTGACATCTGAGGACTCTGCT
ATCTACTACTGTGCAAGGGGTAACTACGGGTTTGCTTACTGGGGCCAAGGGACTCTG
GTCACTGTCTCTGCA (SEQ ID NO: 15)

KOZMpyeMast €10 aMHHOKHUCIIOTHAs nocienosarenbHocTh: (117 a.x.)

EVQLEQSGSELRSPGSSVKLSCKDFDSEVFPIADMSW VRQKPGHGFEWIGDILPSF
GRTIYGEKFEDKAKVDADTVSNTAYLELNSLTSEDSAIYYCARGNYGFAYWGQGTLVT
VSA (SEQ ID NO: 16)

CDR o0nacTi mog4epKHyTHI.

HYKJIEOTHHAs MIOCIIEI0BATEIHHOCTD BapradeIbHON o0nactu jerkoi uernu: (336 m.H.)

GATGTTTTGATGACCCAAACTCCACTCACTTTGTCGGTTATCATTGGACAACC
AGCCTCCATCTCTTGCAAGCCAAGTCAGAGCCTCTTAAATAGTGATGGAAAGACATA
TTTGAATTGGTTGTTGCAGAGGCCAGGCCAGTCTCCAAAGCGCCTAATCTATCTGGT
GTCTAAACTGGACTCTGGAGTCCCTGACAGGTTCACTGGCAGTGGATCAGGGACAG
ATTTCACACTGAAAATCAGCAGAGTGGAGGCTGAGGATTTGGGAGTTTATTATTGCT
GGCAAGGTTCACATTTTCCTCAGACGTTCGGTGGAGGCACAAAGTTGGAAATAAAA
(SEQ ID NO: 17)

KOZMpyeMast €10 aMHHOKHUCIIOTHAs nocienosaTenbHocTh: (112 a.x.)

DVLMTQTPLTLSVIIGQPASISCKPSOSLLNSDGKTYLNWLLQRPGQSPKRLIYLV
SKLDSGVPDRFTGSGSGTDFTLKISRVEAEDLGVYYCWOGSHFPOTFGGGTKLEIK (SEQ
ID NO: 18)

CDR o0nacTi mog4epKHyTHI.

Ilpumep 5: Pa3zpaboTka, IOJydeHHE M AETEKTUPOBAHUE I'VMAHWU3UPOBAHHBIX aHTU-IL-
17A agruten 2G2 HI1L1, 2G2 H21.2 u 2G2 H3L3

(1) mocmemoBaTeNbHOCTHM  TSDKEJIOW W JIETKOW — Lemedl  T'yMaHW3UPOBAHHOTO

MOHOKJIOHaJIbHOTrO anturena 2G2 HIL1:

HYKJIEOTHHAs MTOCIIEA0BATEIHbHOCTh BapradeapbHON o0acTu Tsikenoi uenu: (348 m.H.)
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GTGCAGCTGGTGCAGAGCGGAAGCGAACTGAGAAAGCCAGGCTCCAGCGTG
AAGCTGTCTTGCAAGGACTTCGACAGCGAGGTGTTCCCCATCGCCGATATGTCTTGG
GTCCGACAGGCTCCAGGCCAGGGATTCGAGTGGATCGGTGACATTCTGCCCAGCTTC
GGAAGAACCAACTACGCCCAGAAGTTCGAGGGCAAGGCCAAGGTGGACGCAGACA
AGAGCACCAACACCGCCTACCTGGAGCTGAACAGCCTGAGAAGCGAGGACACCGCC
ATCTACTATTGCGCCAGGGGCAACTACGGATTCGCCTATTGGGGCCAGGGAACACT
GGTGACAGTGTCCGCC (SEQ ID NO: 19)

KOZIMpyeMast €10 aMHHOKHUCIIOTHAS TIocaenoBaTenbHOCTh: (116 a.x.)

VQLVQSGSELRKPGSSVKLSCKDFDSEVFPIADMSW VRQAPGQGFEWIGDILPSF
GRTNYAQKFEGKAKVDADKSTNTAYLELNSLRSEDTAIYYCARGNYGFAYWGQGTLV
TVSA (SEQ ID NO: 20)

CDR o0nacti mog4epKHyTHI.

HYKJICOTHJIHAS TIOCJIEIOBATENIbHOCTD BapuabenpHOl obnactu jerkoi nenu: (336 m.H.)

GATGTCGTGATGACCCAGACCCCTCTGTCTCTGAGCGTGACACTGGGACAGC
CAGCTAGCATCAGCTGCAGAAGCAGCCAGAGCCTGCTGAACAGCGACGGCAAGACC
TACCTGAATTGGCTGCTGCAGAGACCAGGCCAGTCTCCTAGAAGGCTGATCTACCTG
GTGTCCAAGCTGGACAGCGGCGTGCCAGATAGATTCAGCGGAAGCGGAAGCGGCAC
CGACTTCACCCTGAAGATCAGCAGAGTGGAGGCCGAGGATCTGGGAGTGTACTACT
GTTGGCAGGGCAGCCACTTCCCTCAGACATTCGGCGGCGGCACAAAGCTGGAGATC
AAG (SEQ ID NO: 21)

KOAHMpyeMast €10 aMUHOKHUCIIOTHAs! TocaenoBaTesibHOCTh: (112 a.x.)

DVVMTQTPLSLSVTLGQPASISCRSSQSLLNSDGKTYLNWLLQRPGQSPRRLIYL
VSKLDSGVPDRFSGSGSGTDFTLKISRVEAEDLGVYYCWOQGSHFPQTFGGGTKLEIK
(SEQ ID NO: 22)

CDR obnacti mog4epKHyTHI

(2) TlocnemoBaTeNBPHOCTH  TSKEJNOW W JIETKOW — Iened  T'yMaHW3UPOBAHHOTO
MOHOKJIOHaJIbHOTO aHTuTena 2G2 H2L2

HYKJICOTHJIHAS TIOCJIEZIOBATEIbHOCTD BapuabebHON obnactu Tsokesol uenu: (348 m.H.)

GTGCAGCTGGTGCAGAGCGGAGCAGAAGTGAAGAAGCCAGGCTCCAGCGTG
AAGCTGTCTTGCAAGGACTTCGACAGCGAGGTGTTCCCCATCGCCGATATGTCTTGG
GTCCGACAGGCTCCAGGCCAGGGATTCGAGTGGATCGGTGACATTCTGCCCAGCTTC
GGGAGAACCAATTACGCCCAGAAGTTCCAGGGCAGAGTGACCGTGACCGCAGACAA
GAGCACCAACACCGCCTACCTGGAGCTGAACAGCCTGAGGAGCGAGGATACCGCCG
TGTACTATTGCGCCAGGGGCAACTACGGCTTCGCCTATTGGGGACAGGGAACACTG
GTGACAGTGTCCGCC (SEQ ID NO: 23)

KOZMpyeMast €10 aMHHOKHUCIIOTHAS nocienosaTenbHocTh: (116 a.x.)

VQLVQSGAEVKKPGSSVKLSCKDFDSEVFPIADMSW VRQAPGQGFEWIGDILPSF
GRTNYAQKFQGRVTVTADKSTNTAYLELNSLRSEDTAVYYCARGNYGFAYWGQGTLV
TVSA (SEQ ID NO: 24)

CDR o0nacTi mog4epKHyTHI.
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HYKJIEOTHJIHAs TIOCJIEIOBATENbHOCTD BapruabenpHOl obnactu jerkoi nenu: (336 m.H.)

GATGTCGTGATGACCCAGACCCCTCTGTCTCTGAGCGTGACACTGGGACAGC
CAGCTAGCATCAGCTGCAGAAGCAGCCAGAGCCTGCTGAACAGCGACGGCAAGACC
TACCTGAATTGGCTGCTGCAGAGACCAGGCCAGTCTCCTAGAAGGCTGATCTACCTG
GTGTCCAACCTGGACAGCGGCGTGCCAGATAGATTCAGCGGAAGCGGAAGCGGCAC
CGACTTCACCCTGAAGATCAGCAGAGTGGAAGCCGAGGACGTGGGAGTGTACTACT
GTTGGCAGGGCAGCCACTTCCCTCAGACATTCGGCGGCGGCACAAAGCTGGAGATC
AAG (SEQ ID NO: 25)

KOAMpyeMasi €10 aMUHOKHUCIIOTHAS TocenoBaTeibHOCTh: (112 a.k.)

DVVMTQTPLSLSVTLGQPASISCRSSQSLLNSDGKTYLNWLLQRPGQSPRRLIYL
VSNLDSGVPDRFSGSGSGTDFTLKISRVEAEDVGVYYCWOQGSHFPOTFGGGTKLEIK
(SEQ ID NO: 26)

CDR o0nacTi mog4epKHYTHI.

(3) [IlocnemoBaTenpHOCTH  TSDKENOW W JISTKOH — Iemeldl  T'yMaHHW3UPOBAHHOTO
MOHOKJIOHaJIbHOTO anTuTena 2G2 H3L3

HYKJICOTHJIHAS TIOCJIEZIOBATENIbHOCTD BapruabenbHOl obnactu Tspkesoi uenu: (348 m.H.)

GTGCAGCTGGTGCAGAGCGGAGCAGAAGTGAAGAAGCCAGGCAGCAGCGTG
AAGGTGTCTTGCAAGGACTTCAGCAGCGAGGTGTTCCCCATCGCCGATATGTCTTGG
GTCCGACAGGCTCCAGGCCAGGGACTGGAGTGGATCGGTGACATTCTGCCCAGCTT
CGGGAGAACCAATTACGCCCAGAAGTTCCAGGGCAGAGTGACCGTGACCGCAGACA
AGAGCACCAACACCGCCTACCTGGAGCTGTCTAGCCTGAGAAGCGAGGACACCGCC
GTGTACTATTGCGCCAGGGGCAACTACGGCTTCGCCTATTGGGGACAGGGAACACT
GGTGACAGTGTCCGCC (SEQ ID NO: 27)

KOIMpyeMasi €10 aMHHOKHUCIIOTHAS TIocaeoBaTenbHOCTD: (116 a.x.)

VQLVQSGAEVKKPGSSVKVSCKDFSSEVFPIADMSW VRQAPGQGLEWIGDILPSFE
GRTNYAQKFQGRVTVTADKSTNTAYLELSSLRSEDTAVYYCARGNYGFAYWGQGTLV
TVSA (SEQ ID NO: 28)

CDR o0iacti mog4epKHyTHI.

HYKJICOTHJIHAS TIOCJIEIOBATEIbHOCTD BapuabenpHOl obnactu jerkoi nenu: (336 m.H.)

GATGTCGTGATGACCCAGACCCCTCTGTCTCTGAGCGTGACACTGGGACAGC
CAGCTAGCATCAGCTGCAGAAGCAGCCAGAGCCTGCTGAACAGCGACGGCAAGACC
TACCTGAATTGGTTCCTGCAGAGACCAGGCCAGTCTCCTAGAAGGCTGATCTACCTG
GTGTCCAACCTGGACAGCGGCGTGCCAGATAGATTCAGCGGAAGCGGAAGCGGCAC
CGACTTCACCCTGAAGATCAGCAGAGTGGAAGCCGAGGACGTGGGAGTGTACTACT
GTTGGCAGGGCAGCCACTTCCCTCAGACATTCGGCGGCGGCACAAAGCTGGAGATC
AAG (SEQ ID NO: 29)

KOZMpyeMasi €10 aMHHOKHUCIIOTHAs nocienosaTenbHocTh: (116 a.x.)

DVVMTQTPLSLSVTLGQPASISCRSSQSLLNSDGKTYILNWFLQRPGQSPRRLIYL
VSNLDSGVPDRFSGSGSGTDFTLKISRVEAEDVGVYYCWOQGSHFPOTFGGGTKLEIK
(SEQ ID NO: 30)
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CDR o0nacTi mog4epKHYTHI.

2. Tlonmyuenme wu perektupoBanue ¢ nomoubid SDS-PAGE  snextpodopesa
rymanusupoBanHbix anturen 2G2 H1L1, 2G2 H2L.2 u 2G2 H3L3.

JIiss KOHCTaHTHBIX oOsacTelt Tspkenol uenu ucnonb3opanu C-obnacte nenu ramma-1 Ig,
Homep nocryna: PO1857; nmus kOHCTaHTHBIX oOnacTteil Jierkoil mnenu ucnonbp3oBanu C-o0nacTb
kanmna-uenu Ig, Homep nocryna: P01834.

k/IHK tspxenoit nenu u k/IHK nerkoit nenu 2G2 HIL1, x/IHK Tsoxenoit nenu u kJJHK
nerkort nerm 2G2 H2L2, u xJIHK tskenmoit menum u kJIHK nerxoit memm 2G2 H3L3
kiIoHupoBanu B BekTopbl pUCS7simple (mpenoctaBnenHbie Genscript), COOTBETCTBEHHO, C
MOJIyYeHUEM pUCS57simple-2G2H1, pUCS57simple-2G2L1; pUC57simple-2G2H2,
pUCS7simple-2G2L2; u pUC57simple-2G2H3, pUCS57simple-2G2L3, cooTBeTCTBEHHO. 3aTeM
HYKJICOTHIHbIE ()ParMEeHTHI, COAEpPIKAaIUe COOTBETCTBYIOIIHE TSDKEIIbIE LEeTH, U HYKJICOTHIHbIE
(parMeHTBl, COAepIKalIie COOTBETCTBYIOIIME JIETKHUE IeNU, CYOKJIOHHPOBAIH B BEKTOPHI
pcDNA3.1, COOTBETCTBEHHO, C MOJy4Ye€HHEM peKOMOMHaHTHBIX miuasmun pcDNA3.1-2G2HI,
pcDNA3.1-2G2L1, pcDNA3.1-2G2H2, pcDNA3.1-2G2L2, pcDNA3.1-2G2H3 u pcDNA3.1-
2G2L3. Tlocme 3TOrO COOTBETCTBYIOIIME PEKOMOMHAHTHBIE TUIA3MHUMBI JIETKOH Lenu |
pekoMOMHaHTHBIE TutasMuabl Tspkenod wnenmn  (pcDNA3.1-2G2ZH1 u  pcDNA3.1-2G2L1,;
pcDNA3.1-2G2H2 wu  pcDNA3.1-2G2L2; pcDNA3.1-2G2H3 u  pcDNA3.1-2G2L3)
koTpaHcuuupoBanu B kieTku 293F, KynbTypy KIeTOK cOOMpany M OYHINAIU C MOJy4eHHEM
rymanusupoBaHHbix aHturen 2G2 HILI, 2G2 H2L2 u 2G2 H3L3, COOTBETCTBEHHO.
OunineHHbIe 00pa3Lbl qeTektupoBain ¢ momorusio SDS-PAGE snexrpodopesa.

IIpumep 6: M3mepenne KkuHeTuYeckux napamerpos cesasbianus 13E9 HIL1, 13E9 H21.2
u 1369 H31.2 ¢ Genkom-anturenom IL-17A (24-155)

Kunernueckue napameTpsl CBA3bIBaHUSA I'yMaHu3upoBaHHbIX anturen 13E9 HIL1, 13E9

H2L2 u 13E9 H3L2 ¢ antureHom IL-17A (24-155) usmepsiiu ¢ moMoLIbio npudopa Jisi aHajIm3a
MOJIEKYJISIpHBIX B3aumogaeicTeuii Fortebio.

Cencop AR2G aktuBupoBaimu ¢ nomombio EDC/NHS, u Ha akTHBHPOBAaHHBIH CEHCOP
AR2G wuMMOOMIM30BAIM AHTHUTEJIO TOCPEACTBOM AaMHUHOBOTO CBSI3BIBAHHS, 3aT€M CEHCOP
onokuposanmu |M stanonamunom (pH 8,5). Ilocne ypaBHoBewmBanus cencopa B PBST B
tedeHre 300 CeK BBIMOJNHSIA CBS3bIBAHHE AHTUTENA, WMMOOWMIIM30BAHHOTO HA CEHCOpE, C
Oenxom-antureHom IL-17A (24-155) (Takum ke, Kak aHTHUT€H, UCTIOJIB30BaHHBIN B [Ipumepe 1)
Npu KOHLEHTpauuu aHtureHa 6,25-400 HM (#BOWHOE TpaJueHTHOE pa3BEACHHE), BpeMs
CBSI3bIBaHUS COCTaBsUIO 420 cek, 3aTeéM BBINOJHAIN JHCCOLMALMI0O KOMIUIEKCA AaHTUTEH-
antureno B PBST B Teuenue 600 cek.

Kunernueckue mnapamerpsl antuten 13E9 HILI, 13E9 H2L2, 13E9 H3L2 wu

CexykuHymaba mokazaHbl B Tabmuue 1, a pe3ynbTaTel ONpeneNeHus KUHETHYECKHX

2

XapaKTEePUCTHUK MOKa3aHbl Ha (ur. 4, ¢ur. 5, ¢ur. 6 u pur. 7, COOTBETCTBEHHO.

Tabmuua 1: kuHETHYECKHE MapaMeTpbl I'yMaHU3UPOBAHHOTO aHTHTENa 13E9

Kon ) Kdis
owmuodka Kdis (1/c) omuoKa

AHTHTENO Kp (M) Kon (1/Mc) Rinax (HM)
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13E9 HIL1  |9,72E-10 |1,34E+05 |2,60E+03 |131E-04 |9,06E-06 |0,0858-0,3326

13E9 H2L2 1,03E-09 |9,86E+04 |1,51E+03 |1,01E-04 |7,57E-06 |0,0546-0,3049

13E9 H3L2 5,08E-10 |2,90E+05 |8,22E+03 | 1,47E-04 | 1,02E-05 |0,1457-0,3546

Cekykunymab |6,74E-10 |9,28E+04 |3,03E+03 |6,26E-05 | 1,57E-05 |0,0379-0,2064

Kp - koHcTaHTa cpoactsa, Kon - CkopocTh CBsA3bIBaHUS aHTHreHa ¢ aHturenom; Kdis -
CKOPOCTh Iucconmanmu anTurena u anruresia;, Kp=Kon/Kdis.

Pesynprarel mokaseiBatot, yto BCce I13E9 HILI1, 13E9 H2L2 u 13E9 H3L2 umeror
xopouiee cponctBo K aHtureny IL-17A (24-155), u 3TO CpOACTBO 3KBUBAJEHTHO CPOICTBY
KOHTPOJIbHOTO aHTuTeNa CeKyknHymao.

IIpumep 7: M3mepeHue kuHEeTUYECKUX mapamMeTpoB cesizbiBanms 2G2 HI1L1, 2G2 H21.2 u
2G2 H31L.3 c anturedom IL-17A (24-155)

Kunernueckue nmapaMeTpsl CBsI3bIBaHUS T'yMaHU3HpoBaHHbIX aHTuTen 2G2 HIL1, 2G2

H2L2 u 2G2 H3L3 ¢ anTuresom IL-17A (24-155) u3mepsiin ¢ MOMOLIBIO PUOOpa [T aHAJIH32a
MOJIEKYJISIPHBIX B3aumopeicTauii Fortebio.

Cencop AR2G aktuBupoBamu ¢ nomombsio EDC/NHS, n Ha akTHBHpPOBAaHHBIA CEHCOP
AR2G wuMMOOMIM30BaNIM AHTUTENO MOCPEICTBOM AaMHHOBOTO CBSI3bIBAHUS, M CEHCOP
onokupoamu 1M stanonamuHoM (pH 8,5). Ilocne ypaBHoBemmBanus cencopa B PBST B
teyeHre 300 CeK BBIMOJNHSINA CBS3BIBAHHUE AHTUTENA, WMMOOWMJIM30BAHHOTO Ha CEHCOpE, C
antureHoMm IL-17A (24-155) npu koHueHTparun anturesa 6,25-400 HM (aBoiiHOE rpaAueHTHOE
pasBeneHHe), U BpeMsl CBS3bIBaHUSA COCTaBIIO 420 ¢, 3aTeM BBINOJHSIA JUCCOLMALIUIO
KOMIUIeKca aHTuren-antureno B PBST B teuenue 600 cek.

Kunernueckue nmapamerpsl anturen 2G2 HIL1, 2G2 H2L2, 2G2 H3L3 u Cekykunymaba
NIOKa3aHbl B TAOJIHLE 2, U PE3yJIbTAThl ONPEAETICHIS KHHETHYECKUX XapaKTePUCTHK MTOKAa3aHbl Ha
¢ur.8, ¢pur.9, ¢ur.10 u ¢ur.11, COOTBETCTBEHHO.

Tabmuua 2: xuHermyeckwe mnapamerper 2G2 HIL1, 2G2 H2L2, 2G2 H3L3 wu

CeKyKMHyMada

Kdis,

Kon, .
Kdis (1/¢) -

AHTHTENIO Kp (M)  [Kon(1/Mc) omubka

Rmax(Hm)

2G2HIL1  |1,53E-09 |1, 46E+05 [3,15E+03 [2.24E-04 [9.67E-06 |0,0035-0,2192

2G2H2L2  [843E-10 |1,42E+05 [2,18E+03 |1.20E-04 |[6,73E-06  |0,0444-0,2732

2G2H3L3  |1,54E-09 |1,98E+05 [5,30E+03 [3,06E-04 |[1,08E-05 [0,011-0,2109

Cexykunyma6 |1,08B-09 [1,33E+05 [2,38E+03 |1,43E-04 [8,09E-06  [0,0118-0,2584

Kp - xoHCcTaHTa cpoxcta;, Kon - ckopocTh cBsi3bIBaHMs aHTUreHa ¢ aHTtuTenom; Kdis -
CKOpOCTh Auccounanyu anturena u anrutena, Kp=Kon/Kdis.
PesynpraTel MOKa3bIBAIOT, 4YTO IO CpPaBHEHHWIO C KOHTPOJBHBIM AHTUTEJIOM

Cexykunymad, 2G2 H2L2 umeer Oonee BbicOKOe cpoiacTBo k aHtureny IL-17A (24-155);
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cpoacteo 2G2 HIL1 u 2G2 H3L3 »KBHBaJE€HTHO CPOJCTBY KOHTPOJIBHOTO AaHTHUTENA
Cexykunyma0.

Ilpumep 8: Onpenenenue akTUBHOCTU cBs3biBanus antuten 13E9 HIL1, 13E9 H21.2 u
13E9 H31L.2 ¢ anTturenom metonom ELISA.

1. AxtuBHocTh cBsizbiBaHusg antuten 13E9 HIL1, 13E9 H2L2 u 13E9 H3L2 ¢

antureHom IL17A-His ompenensin ¢ mnomompto Hempsimoro ELISA u cpaBHuBamm ¢

KOMMEpYECKH JOCTYITHBIM JIEKAPCTBEHHBIM cpencTBOM CeKyKMHyMad, NCTIONb3YeMbIM AJIsl TOH
JKe LEIH.

IL17A-His MOXHO MOJYy4HTb, UCIOJNB3Ys OMyOJMKOBAaHHBIE IOCJIEAOBATEIBHOCTH H
TPaAULIMOHHbIE TEXHUYECKUE CPEICTBA WIIH C TOMOLIBIO CIEAYIOIUX 3TAIOB!

[Tonyuenne IL17A-His: momHOpPa3MEpHYIO MOCIENOBATEIBbHOCTh O€JIKa YeIOBEYECKOTO
IL-17A nmonyuanu 3 NCBI 6a3bl 1aHHBIX OEJTKOB M BBIMOJHSUIA CIUSHHE C UCTIOIB3yEMOH ISt
ounctkn wmerkor His*6. CuHTe3 HYKJIIEHHOBOW KHCJOTBI, KOAHMPYIOIIEH CIUTBHIA OeJoK,
ocymecTBisuin B KomrnaHuu Genscript B HaHkWHE W, MOJNB3YSACh CTAHAAPTHBIMH METOIAMH,
onucanubiMi B Guide to Molecular Cloning Experiments (BTopoe W3JaHue), U CTaHAAPTHBIMU
METO/IaMU MOJIEKYJSIPHOTO KJIOHUpOBaHUs, TakuMu Kak TP, ¢pepmeHTaTHBHOE paciueruieHue,
U3BJICYCHHE C TIOMOIIBIO Tens, JsurupoBanue, I[IP nist oOpaOoTKM KOJOHWHA WM
UeHTH(PHUKAINUS METOAOM (PEpMEHTATUBHOIO PACILICIUICHUS, CYOKJIOHHPOBAIHN LIEJEBOH I'eH B
BEKTOPBI SKCIPECCHH B KJIETKaX MIIEKOMMTAIOLINX, U 3aTE€M LEJIEBOH I'eH C PeKOMOMHAHTHBIMU
BEKTOPaMU SKCIPECCHUH CEKBEHHUPOBAIM U aHanuzuposanu. Ilocrne nmpoBepku NpaBUIBHOCTU
NOCJIEIOBATENIbHOCTH TOJYYall CpeHee M OOJbIIOe KOJMYECTBO 3KCIPECCHOHHBIX IUIa3MHI,
CBOOOIHBIX OT SHIOTOKCHHA, U OCYIIECTBJISUIN BpeMeHHYIo TpaHchekiuio knetok HEK293 nns
skcnpeccuu Oenka. Uepes 7 qHEN KyJbTypalbHYIO KHIKOCTb COOMPATIM U OYHIIAIH C TOMOLIBIO
apdunnoit xpomatorpadguu Ha konmoHke ¢ Ni-cedaposzoit (GE), m kauecTBO NOJy4EeHHBIX
o0pasuoB Oesika ompenessuid CTaHgapTHeiMU aHanuTHueckumu meronamu SDS-PAGE u SEC-
B3XKX Ha cooTBeTCTBUE CTAHIAPTY.

ELISA: B mukpomnanmer nodasisuin 1L17A-His 1 uakyouposanu npu 4°C B TeueHue
Houu, nocye OnokupoBanust 1% BSA B PBS mpu 37°C B TeueHue 2 4acoB, COOTBETCTBEHHO,
nobapysimi aHTutena u uHKyOupoBanu mpu 37°C B Teuenne 30 MUHYT, HOOABISUTH KO3bU
antutena k yenoseueckomy IgG(H+L)-HRP (Jackson, 109-035-088) u nnkyOuposamu npu 37°C
B TeyeHHe 30 MUHYT, W 3aTeM BBIIOJHUIM LBeTHyI peaknuro ¢ TMB (Neogen, 308177) B
Te4eHHe 5 MHUHYT, U Ha MUKPOIUIAHLIETHOM PHUAEpE ONpEeAeNsii ONTUYECKYIO MJIOTHOCTh NpPU
450 wm. IlonydeHHBIE >KCIEPUMEHTAJbHbIC NaHHBIE AaHAJM3HPOBAIM M oOpadaTeiBaIM C
noMOIIbI0 TporpaMMHoro odecneuenus SoftMax Pro 6.2.1, 3arem st aHanu3a CTPOMIIH
KPHBYIO, allPOKCUMHUPOBAHHYIO 4-TapaMeTpudeckoll (PyHKIMEH, OTKJIaAbIBasi O OcH abcumce
KOHLIEHTPALMIO aHTUTEJI, a [0 OCH OPJIMHAT - 3Hau€HHUe MOTJIOIIEHNUS.

Pe3ynbraTel 5KCIEPUMEHTOB MoKa3aHb! Ha ¢ur. 12, ¢ur. 13, u B Tabnnuax 3 u 4 HUXe.

Tabnuna 3: pe3ynbTaThl NeTeKTUPOBaHUs akTHBHOCTU CBsi3biBanus 13E9 HIL1 u 13E9

H2L2 ¢ anturenom IL17A-His
Konuenrpanus/rpa Anruren nokpsitust: IL17A-His, 1 Mxr/mn
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IUEHT aHTUTENA 13E9 HI1L1 13E9 H2L2 Cekykunymab

1 MKr/™Mn 2,726 2,731 2,804 2,737 2,184 2,227

13 2,875 2,852 2,832 2,873 2,595 2,505

1:9 2,858 2,815 2,717 2,712 2,297 2,364

1.27 2,564 2,494 2,479 2,481 2,049 2,064

1:81 1,934 1,925 1,891 1,834 1,372 1,314
1:243 1,159 1,116 1,097 1,062 0,672 0,697
1:729 0,522 0,537 0,514 0,511 0,313 0,309

0 0,047 0,048 0,048 0,048 0,046 0,046

ECso (HM) 0,044 0,048 0,082

Tabnuna 4: pe3ynbTaThl JOETEKTUPOBAHUS AKTUBHOCTH CBs3biBanus [13E9 H3L2 ¢

agturesom IL17A-His

KoHuenrpauwusi/rpa Awnturen nokperrust: IL17A-His: 1 Mxr/mn
AMCHT aHTUTEJIA 13E9 H3L2 Cexyknaymad

0,5 MKr/min 3,074 3,068 2,929 2,929
1:3 3,175 3,026 2,924 2,885
1:9 2,944 2,895 2,660 2,666
1:27 2,472 2,393 1,947 1,862
1:81 1,610 1,617 1,140 1,092
1:243 0,786 0,783 0,521 0,522
1:729 0,343 0,348 0,252 0,253
0 0,091 0,084 0,087 0,087

ECso (HM) 0,043 0,078

PesynpTaTel 5KCIIEPUMEHTOB MOKa3bIBAlOT, uTo antuTena 13E9 HIL1, 13E9 H2L2 u
13E9 H3L2 moryt s¢dexTuBHO cBsizbiBaThCsi ¢ antureHoMm IL17A-His, u ux 3¢ ¢dekTuBHOCTD
CBS3BIBAHUS 3aBHCUT OT J03bl. B Tex ke sKcrepuMeHTaldbHBIX ycioBusx 3HadeHue ECso
ceszbiBanust 13E9 HIL1 cocraBuno 0,044 HM, 3Hauenue ECso cBsswiBanus 13E9 H2L2
coctaBuio 0,048 HM, u 3Hauenne ECsp kOMMepuecKkyd AOCTYIHOTIO JIEKAPCTBEHHOI'O CPEICTBa
Cexykunymab cocraBuwio 0,082 HM (¢ur. 12, Tabnuma 3); B TexX ke 3KCHEPUMEHTATbHBIX
ycnosusix 3HaueHne ECso cBszpiBanust 13E9 H3L2 cocrasuno 0,043 vM, u 3nauenune ECso
KOMMEPUYECKH JOCTYITHOTO JieKapcTBEeHHOTO cpenctBa Cexkykunymad coctaBmiio 0,078 HM (dur.
13, Tabnuma 4).

IIpuBeneHHbIe BbIllIe SKCIIEPUMEHTAIbHbBIE PE3YJIbTAThl IOKA3bIBAIOT, YTO B OJJMHAKOBBIX
SKCIEPUMEHTAIBHBIX yCnoBusix 3HaueHust ECso anturen 13E9 HIL1, 13E9 H2L2 u 13E9 H3L2
MEHbIIIE, YeM 3HAa4YeHHE CBS3bIBAHUA C TOW JK€ MUINEHBIO, HaONIOJaeMoe y Tmpenapara
MOJIOXKUTENBHOTO KOHTpoNsi CekykMHymMal, YTO YKa3blBaeT Ha YJIYYIIEHHYIO CBSI3bIBAIOLIYIO
aktuBHOCTh aHturen 13E9 HIL1, 13E9 H2L2 u 13E9 H3L2 k IL17A-His mo cpaBHEeHHUIo ¢
KOMMepUeCKH 10CTyNMHbIM CeKyKHHYyMaOOM, HCIIOJIb30BAHHBIM B KAU€CTBE KOHTPOJIS.

2. AxrtuBHocth anturen 13E9 HILI1, 13E9 H2L2 u 13E9 H3L2, OGnokupyrommx
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ces3piBanne IL17RA-His (6uotun) ¢ anturenom IL17A-His nerekTupoBaiy C MOMOIIBIO
koHKypeHTHOro ELISA.

IL17RA-His  (OuoTMH)  MOXHO  TOJNY4YUTb,  MCIONB3ysd  OMyOJMKOBAHHBIE
NOCJIEIOBATENbHOCTH U TPAAMLMOHHBIE TEXHUYECKHE CpPEACTBA WM IyTEM BBINOJIHEHMUS
CJIENYIOLIUX 3TaroB:

ITonyuyenne IL17RA-His (OuoTuH): mOCIENOBAaTEIbHOCTD BHEKJIETOYHOTO JIOMEHA
yenoBedeckoro IL-17RA mony4anu u3 NCBI 6a3bl qaHHBIX O€JIKOB U BBIMOJHSIN CIHUSHUE C
UCTIONB3yeMOH it ouucTKHu Merkoi His*6. CHuHTe3 HyKJIEMHOBOH KHCJIOTBI, KOOUPYHOIIEH
CIUTBIA OeJNOK, BBIMONHAIN B KommaHuu Genscript B HankuHe M, NOJB3YsACh CTaHAAPTHBIMHU
meronamu, onmucaHHbiMu B Guide to Molecular Cloning Experiments (BTopoe HW3AaHue), U
CTaHIAPTHBIMU METOJAAMH MOJIEKYJISIPHOTO KJIOHUpoBaHus, Takumu kak [1L[P, depmenTraTusHOE
pacuiernyieHue, U3BJIeUeHHe C TIOMOLIBIO refisi, uruposanue, TP s 0O6paboTku KomoHUH i
UeHTH(PHUKAIHUS METOAOM (PEpMEHTATUBHOIO PACLICIUICHUS, CYOKJIOHHPOBAIHN LIEJIEBOH I'eH B
BEKTOPBI KCIPECCHH B KJIETKaX MJIEKOMHUTAIOIINX, 3aTEM LEJEBOH IeH ¢ PeKOMOMHAHTHBIMHU
BEKTOPaMU SKCIPECCHUH CEKBEHHUPOBAIM U aHanuzupoBanu. Ilocne npoBepku MpaBUIBHOCTHU
NOCJIEIOBATENIbHOCTH TOJYYalN CpeHee M OOJbIIOE KOJMYECTBO 3KCIPECCHOHHBIX IUIa3MHI,
CBOOOIHBIX OT HIOTOKCHHA, W BBINOJHSUIM BpeMeHHyI0 TpaHcekuuio kinetok HEK293 mns
skcnpeccuu Oenka. Uepes 7 AHEH KyJIbTYPaJIbHYIO JKUAKOCTh COOMPATTN U OYUIIAN C TTIOMOIIBIO
apdunHOIl xpomatorpadum Ha KomoHke ¢ Ni-cepaposoit (GE), m kauecrBO MNOIyYEHHBIX
o0pa3ioB Oesika onpenensuin cTaHgapTHbIMU aHanmuTndeckumu Metonamu SDS-PAGE u SEC-
BDXX nHa coorBercTBHEe cTaHAapTy. llocie 3aBepiuieHus OnpenesieHHs KadecTBa OOpasIlbl
OMOTHHUIMPOBAHHOTO YenoBedeckoro Oenka IL-17RA-His MeTuan ¢ moMoIb0 KOMMEPYECKOTO
Hatopa EZ-Link®Sulfo-NHS-LC-Biotinylation or Thermo Scientific, 1 B COOTBETCTBHH C
UHCTPYKLUSMU IPOU3BOAUTENIS BBIMOIHIN KOHKPETHBIN METO MOTY4EHHUS.

ELISA: B mukporanmer no6asmsutn IL17A-His u nnkyOuposanu npu 4°C B TedeHue
Houm;, mocne OnokupoBanus 1% BSA B PBST mpu 37°C B Teuenue 2 4yacoB 100aBIsLTH
aHTHUTENa, COOTBETCTBEHHO, W O0ECMeuMBAIM B3aUMOICHCTBHE AHTHIEHA C AHTUTEJIIOM TPHU
KOMHATHOW Temmeparype B TedeHue 10 muHyT; 3atem noOasimsuu peuenrop IL17RA-His
(buoTHH), XOpOLIO TMepeMelIBaId C aHTHTEJIOM B OOBEMHOM cooTHomeHnd 1:1 u
unkyOupoBamu npu 37°C B Tewenme 30 wmmH; nobasmsuin SA-HRP (KPL, 14-30-00) u
uHKyOuposanu ripu 37°C B Teuenue 30 MUHYT, U 3aT€M BBINOJIHUIN LBETHYIO peakimo ¢ TMB
(Neogen, 308177) B TeueHHe 5 MHUHYT, MOCJIE 3TOTO HA MUKPOIUIAHIIETHOM PHIEPE ONpPEAesuIN
ONTHYECKYI0 IUIOTHOCT, mpu 450 HM. IlonmydeHHBIE OKCHEPUMEHTANbHBIE aHHBIE
aHATM3UPOBAIN M 00padaThIBAIM C MOMOIIBIO MpOrpaMMHoro odecriedenust SoftMax Pro 6.2.1,
3aTeM ISl aHaJ3a CTPOMJIM KPUBYIO, alNPOKCHMHUPOBAHHYIO 4-TIapaMeTpHUecKOr (QpyHKUHEH,
OTKJIQbIBasi MO OCH a0CHMCC KOHLEHTPALMIO AHTHUTEN, a MO OCH OpAMHAT - 3HA4YCHUE
NOTJIOINEHHsI. Pe3ympTaThl 5KCIEPUMEHTOB MOKa3aHbl Ha ¢ur. 14, ¢ur. 15, u B Tabnunax 5 u 6
HUDKE.

Tabmuma 5: pesynbraTel aerektupoBanus aktuBHoctn 13E9 HIL1 u 13E9 H2L2,

KOHKypupyromux ¢ perentopom IL17RA-His (6notun) 3a cBsasbiBanue ¢ antureHom IL17A-His
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Konuentparms/ Awnruren nokperrusi: IL17A-His (20150213) 0,5 mMxr/mi
rpagueHT
aHTUTENA 13ES9 HIL1 13E9 H2L.2 Cekykunymab
10 MKr/MT 0273 0,249 0,274 0,290 0,402 0392
1:3 0,299 0,220 0,313 0,339 0,469 0,502
1:9 0,418 0,379 0,431 0,379 0,642 0,708
1:27 0.673 0.610 0,646 0.636 0,842 0,855
181 0,986 1,008 1,011 1,069 1,169 1,201
1:243 1,342 1.362 1,428 1331 1,418 1,468
1:729 1363 1,375 1,447 1,519 1,467 1,657
0 1,495 1,406 1,429 1,561 1,610 1,495
peLienTop IL17RA-His(bio) 0,1 mMxr/mn
ECso (5M) 1,437 1,281 1,807

Tabmuua 6: pesynbrarsl netekTrpoBanus aktueHocTH 13E9 H3L2, koHKypHpyrOIIero ¢
peuentopom IL17RA-His (6uotun) 3a cBsizbiBanue ¢ antureaom IL17A-His

Konnenrpauus/ AmnTures nokpseituast: IL17A-His 0,5 mMxr/mn
IPaAHCHT 13E9 H3L2 CexykuHyMab
aHTUTENA
10MKr/™mn 0,193 0,182 0,263 0,282

1:3 0,231 0,206 0,318 0,327
1:9 0,265 0,267 0,419 0,462
1:27 0,424 0,415 0,630 0,663
1:81 0,725 0,627 0,813 0,859
1:243 1,069 1,018 1,120 1,182
1:729 1,218 1,095 1,133 1,250
0 1,184 1,334 1,182 1,232
peLienTop IL17RA-His(bio) 0,1 Mkr/mun
ECso (iM) 0,805 | 1,580

PesynpTaThl 3kCciepuMeHTOB mokasbiBatoT, 4To antutena 13E9 HIL1, 13E9 H2L2 u
13E9 H3L2 moryT s¢dexTuBHO Oaokuposath cBsazbiBanue perenropa IL17RA-His (6notnna) ¢
aatureHoM IL17A-His, u >¢¢dexkruBHOCT, ONOKMPOBAaHMS 3aBUCUT OT H03bl. B Tex ke
SKCIIEpUMEHTANbHBIX yeinoBusx 3HaueHne ECso 13E9 HIL1, xorkypupyromero ¢ IL17AR-His
(buotnn) 3a ceszeiBanme ¢ IL17A-His, cocrasmio 1,437 M, 3nauenne ECso 13E9 H2L2,
koHkypupyromero ¢ IL17AR-His (6uotnn) 3a cBszeiBanue ¢ IL17A-His, cocraBuio 1,281 HM, u
3HaueHne ECso momokuteapHOro KOHTposbHOro npenapara CekyknHymad, KOHKYpPUPYIOIIETo ¢
IL17AR-His (OuotuH) 3a cBsi3biBaHue ¢ TOH ke mumeHbro, IL17A-His, coctasmio 1,807 uM
(tabnuua 5, ur. 14); 3nauenne ECso 13E9 H3L2, konkypupyromero ¢ IL17AR-His (6uotun) 3a

ces3biBanne ¢ IL17A-His, cocraBuino 0,805 M, u 3Hauenue ECso KOMMEpYECKH TOCTYITHOTO
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npenapata Cekyknunyma0, koHkypupytomero ¢ IL17AR-His (6noTuH) 3a cBA3bIBAaHUE C TOH XKe
mutenbto, IL17A-His, cocrasmio 1,580 HM (tabauna 6, ur. 15).

IIpuBeneHHbIE BBILIE SKCIIEPUMEHTAIbHbIE PE3YJIbTaThl MOKA3bIBAIOT, YTO B OIMHAKOBBIX
SKCIEPUMEHTAIbHBIX yCioBUsX Bce 3HaueHuss ECso anturen 13E9 HILI1, 13E9 H2L2 u 13E9
H3L2, xoukypupyromux ¢ IL17AR-His (6notunom) 3a cBssbiBanue ¢ 1L17A-His, MeHbIue, uem
y KOMMepYecK! AOCTynHOro npenapara CekykuHymal, UCIIONB3yeMOro B KauyecTBE KOHTPOJIS,
yKa3biBasi Ha YyJy4dlIeHHYIO akTuBHOCTh aHtuten 13E9 HIL1, 13E9 H2L2 u 13E9 H3L2,
koHkypupyromux ¢ IL17AR-His (Ouotun) 3a cBssbiBanue ¢ IL17A-His, mo cpaBHeHHIO ¢
KOMMEPUYECKHU JTOCTYITHBIM JIEKAPCTBEHHBIM CpeicTBOM CeKyKnHyMao.

IIpumep 9: Onpenenenue meronom ELISA aktuBHOCTH CBsizbiBaHMs aHTuTen 2G2 HIL1,
2G2 H21.2 n 2G2 H31.3 ¢ aHTUTeHOM.

1. AxtuBHOCTH cBsizbiBaHms antuten 2G2 HIL1, 2G2 H2L2 u 2G2 H3L3 ¢ aHTHreHOM
IL17A-His onpenensimu HenpsimbiM ELISA.

Oranbl 3KciepuMeHTa: B MUKporutaHmeT nodasisin IL17A-His u makyOupoBanu mpu
4°C B Teuenue Houu, mocie Omoxuposanus 1% BSA B PBS mpu 37°C B Teuenune 2 4acos,
COOTBETCTBEHHO, NO0aBIsM aHTUTeNna W WHKyOupoBaym npu 37°C B Teuenne 30 MUHYT,
nobaensmn ko3pM aHTHTEN K denoBedeckomy IgG (H+L)-HRP (Jackson, 109-035-088) u
uHKyOnposanmu npu 37°C B Tedenue 30 MHUHYT; 3aTeM BBINOJHSUIM IIBETHYIO peakuuto ¢ TMB
(Neogen, 308177) B TeueHue S MUHYT, U C IIOMOIIBIO MUKPOIUIAHLIETHOTO PUAEpa OMpeAeIsuIn
ONTHYECKYI0 IUIOTHOCTb mpu 450 HM. IlomydeHHBIE OKCHEPUMEHTANbHBIE [aHHbIE
AHATM3UPOBAIM U 00pabaThiBaM ¢ MOMOIIBIO MPOrpaMMHOro odecnieuenust SoftMax Pro 6.2.1,
3aTeM ]ISl aHaJIM3a CTPOMJIM KPUBYIO, alNpOKCUMUPOBAHHYIO 4-TlapamMeTpHyYecKor (QpyHKLHeEH,
OTKJIaAbIBasi MO OCH a0CLUCC KOHLEHTPALMIO AHTHUTEN, a MO OCH OpAMHAT - 3Ha4YeHHE
MOTJIOLIEHHUSI.

PesynbraTel SKCIIEpUMEHTOB NOKaszaHbl Ha ¢ur. 16 u B tabmuue 7 Hmwke. Ilpu >TOM
3HaueHne ECso cBs3biBanust 2G2 HIL1 cocraBumio 0,177 HM, 3Hauenne ECso cBsi3biBanus 2G2
H2L2 cocraBuno 0,372 HM, u 3Hauenue ECso cBsizbiBanus 2G2 H3L3 cocrasuio 0,421 HM.

Tabnmuua 7: pesynbrarsl nerektupoBanus cBsasbiBanus 2G2 HIL1, 2G2 H2L2 u 2G2
H3L3 c anturenom IL17A-His

Koruenrparms/ Awnturen nokpsrtust: IL17A-His, 1 Mkr/mn

rpajiueHT

aHTHTENA 2G2 H1L1 2G2 H2L2 2G2 H3L3 CexykuHymab

1 Mxr/mn 3,220 | 3,135 | 3,030 2,960 | 2,485 | 2,384 | 3,448 | 3,448

13 3,284 | 3,149 | 2,899 2,886 | 2,311 | 2314 | 3,477 | 3,478

1:9 2,820 | 2,747 | 2,199 2,126 | 1,693 | 1,703 | 3,320 | 3,331

1:27 2,020 | 1,969 | 1,348 1,328 | 0,982 | 1,002 | 2,768 | 2,764

1:81 1,113 | 1,075 | 0,638 0,624 | 0,439 | 0,440 | 1,761 | 1,689

1:243 0,469 | 0,426 | 0,261 0,350 | 0,188 | 0,186 | 0,807 | 0,806
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1:729 0224 | 0,188 | 0,131 | 0,148 | 0,113 | 0,102 | 0,337 | 0,326
0 0,061 | 0,057 | 0,058 | 0,068 | 0,063 | 0,060 | 0,062 | 0,060
ECso (M) 0,177 0,372 0,421 0,090

PesynbpTaTsl 3KCNIEpUMEHTOB NOKa3bIBatOT, uTo aHtutena 2G2 HIL1, 2G2 H2L2 u 2G2
H3L3 wmorytr sddextuBHO cBszbBaThCst ¢ aHtureHom IL17A-His, u ux 3¢¢exTHBHOCTD
CBSI3bIBAHUS 3aBHCHUT OT JO3bL

2. AxrtuBHocth aHtMTen 2G2 HILI1, 2G2 H2L2 u 2G2 H3L3, KOHKYpUPYIOLIUX C
peuentopom IL17A-His (6uotuH) 3a cBsisbiBaHue ¢ anturenom IL17A-His, netektupoBanu ¢
MOMOIIbIO KOHKYpeHTHOro ELISA.

Oranbl SKciepuMeHTa: B MUKporutaHmeT nodasismn IL17A-His u nakyOupoBamu npu
4°C B Teuenue Houm, nocne Omokupoanus 1% BSA B PBST mpu 37°C B Teuenue 2 4acos,
COOTBETCTBEHHO, HOOABISIM AaHTUTENAa, W O0ECNeYnBald B3aMMOJEHCTBHE AaHTHIEHA C
AHTHUTEJIOM TIPU KOMHATHOH Temmeparype B TeueHue 10 MHHYT, 3aTeM AO00aBJISUIM pELenTop
IL17RA-His (0uoTHH), XOpOIIO MEePEeMEIINBAIN ¢ AHTUTEJIOM B 00BEeMHOM COOTHOWEeHuu 1:1 u
unkyOupoBamu npu 37°C B Tewenme 30 wmmH; nobasmsumm SA-HRP (KPL, 14-30-00) u
uHKyOuposanmu npu 37°C B TedeHue 30 MHUHYT; 3aT€M BBINOJHSUIN IIBETHYIO peakuuto ¢ TMB
(Neogen, 308177) B TeueHHe S MUHYT, U C IIOMOIIBIO MUKPOIUIAHLIETHOTO PHUAEpa OMPEAeIsUIN
ONTHYECKYI0 IUIOTHOCT, mpu 450 HM. IlomydeHHBIE OKCHEPUMEHTAIbHBIE aHHbIE
AHATM3UPOBATIHA U 00pabaThiBaM ¢ MOMOIIBIO MPOrpaMMHOro obdecnieuenust SoftMax Pro 6.2.1,
3aTeM ISl aHaJ|3a CTPOMJIM KPUBYIO, alNpPOKCHUMUPOBAHHYIO 4-TlapamMeTpHUYecKor (QpyHKLHeEH,
OTKJIAbIBasi MO OCH a0CLMCC KOHLEHTPALMIO AHTHUTEN, a MO0 OCH OpAMHAT - 3Ha4YeHHe
MOTJIOLIEHHUSL.

PesynbraTel 5KCIEpUMEHTOB NOKaszaHbl Ha ¢ur. 17 u B Tabmuue 8 Hmwke. Ilpu >TOM
3nauenne ECso 6moxkuposanus 2G2 HIL1 cocraBuno 2,264 uM, 3nauenne ECso OnoxkupoBanust
2G2 H2L2 cocraBuno 5,408 M, u 3Hauenue ECso Gnokuposanus 2G2 H3L3 cocraBuio 5,911
HM (¢ur. 17, Tabauua 8).

Tabnuna 8: pesynbrarhl aetektupoBanus aktuBHoctn 2G2 HIL1, 2G2 H2L2 u 2G2
H3L3, xonkypupyromux ¢ peuenropoMm IL17RA-His (OMOTHH) 3a CBSI3bIBAHHE C aHTUTE€HOM
IL17A-His

KOHHeP;TPaHH’I Awnruren nokpseitusi: [IL17A-His 0,5 mxr/mn
rpagiueHT 2G2 H1L1 2G2 H2L.2 2G2 H3L3 Cexykuaymab
aHTHTENA

10 MKr/MA 0,285 | 0272 | 0337 | 0366 | 0,680 | 0,718 | 0,247 | 0,267

1:3 0,417 | 0,485 | 0,500 | 0,623 | 0,971 | 0,876 | 0,333 | 0,361
1:9 0,506 | 0,502 | 0,785 | 0,751 | 0,971 | 0,954 | 0,478 | 0,507
1:27 0,891 | 0,763 | 1,087 | 1,038 | 1,242 | 1,178 | 0,758 | 0,784

1:81 1,162 | 1,167 | 1,286 | 1,309 | 1,246 | 1,312 | 1,088 | 1,135
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1:243 1,231 1,281 1,423 1,402 | 1,398 | 1,466 | 1,272 | 1,184
1:729 1,453 1,472 | 1,464 | 1,596 | 1,607 | 1,466 | 1,392 | 1,324
0 1,455 | 1,425 | 1,494 | 1,424 | 1,470 | 1,340 | 1,170 | 1,230
peuientop IL17RA-His (6uotun): 0,1 MKr/mi
ECso (HM) 2,264 5,408 5,911 2,749

PesynbpraTsl 3KCNIEpUMEHTOB NOKa3bIBatOT, uTo antutena 2G2 HI1L1, 2G2 H2L2 u 2G2
H3L3 wmoryr s¢dexruBHo OnokupoBath cBszbiBaHue peuentopa IL17RA-His (6uotmna) ¢
antureHom IL17A-His, 1 3¢(ekTHBHOCTD OJOKUPOBAHUS 3aBUCHT OT JTO3BL.

Ipumep 10: Peakuusi CMEMIAHHON KVABTYPBI AMOPHUOHAJIBHBIX (hUOpOOIACTOB YEJIOBEKA:

cekperms nuurTokuHa IL-6.

Knerku MRC 5 (mpuobperennbie B llenTpe kimerok Kwurtalickol akageMuu Hayk)
noMeImain B 96-IyHOUHBIN TUIaHIIeT B KOHIeHTpauuu S000 KIeTOK/IYHKY M KYJbTHBHPOBAIH B
teyerre Houu. Cmech IL-17 u anrurena (hIgG B kauecTBe kKOoHTpOJIs1) MHKYyOUpoBanu mpu 37°C
B TeueHne 20 muHYT, 1o0aBmsun K kietkaM MRC 5 u kynbTuBupoBanu B TedeHne 48 4acos.
ITocne 48 4 KyJIbTUBUPOBAHMS CYNEPHATAHT KJIETOK COOMPAJH, M KOJMYECTBO CEKPETHPYEMOTO
IL-6 onpenensuin ¢ momorubto Habopa st ELISA (mpuobperennoro y Dakewe Corporation).

Knerku MRC 5 cmemmBanu u kynptusuposanu ¢ 13E9 H1L1, 13E9 H2L2, 13E9 H3L2,
2G2 H1L1, 2G2 H2L2 umm 2G2 H3L3 (1 8M, 10 uM, 100 EM) u cexykunymadom (1 HM, 10
HM, 100 HM), coorBeTcTBeHHO. Pe3ynbraThl neTekTupoBanus cekperupyemoro IL-6 moka3aHbl
Ha ¢ur. 18.

N3 ®ur.18 supno, uto 13E9 HIL1, 13E9 H2L2, 13E9 H3L2 u 2G2 H2L2 moryt
s¢dexTnBHO yMeHbLIaTh cekpeunto IL-6 B kiaerkax MRC 5, nunnyuuposannyto 1L-17, npu sToM:

BiusiHue aHturena 13E9 HIL1 na mnrubuposanue cexpermu IL-6 mpu KOHIEHTparuu
100 HM cunbHee, 4eM y KOHTpoJbHOro aHturtena CekykuHymaba B TOW ke J103€, U
uHrubupyroumii spdexr Ha cekperro IL-6 npu konnenrpauuu 10 HM skBuBaneHTeH 3G dexTy
KOHTpOJIbHOTO anTuTena Cekyknnymad npu koHueHrpanuu 100 HM;

BiusiHue antutena 13E9 H2L.2 na unruOuposanne cexperuu IL-6 npu koHUeHTpammsx 1
HM, 10 HM u 100 HM 3KBUBAJICHTHO BIUSHHUIO KOHTPOJBHOTO aHTHTeNa CekyknHyMad B T€X ke
703aX;

uHruoupyromue >¢gdexte! anturena 13E9 H3L2 Ha cexpermro IL-6 B koHIEeHTpamusix 10
HM u 100 HM cuiibHee, 4eM y KOHTpOIbHOTO aHTuTeNna CekyknHymad B TeX ke 103ax, u 3 dexr
npu KoHUEeHTpauun 1 HM skBuBasieHTeH 3(pdexTy KoHTponbHOe aHTHTEN0 CeKyknHyMao,

BiusiHue aHTuTena 2G2 H2L.2 Ha unrubuposanue cexpeunu 1L-6 npu koHIEeHTpauusax 1
HM u 100 HM 3KBHBaJIECHTHO TAKOBOMY Y KOHTPOJIbHOTO aHTUTeNa CeKyknHymao;

BiusiHue antutena 2G2 H3L3 Ha unrunOuposanne cexperun 1L-6 npu koHueHTpanuu 1
HM cuibHee, 4eM y KOHTPOJIbHOTO aHTuTena CekyknHyMad B TOH ke 103€.

IIpuBeneHHble BBIIE PE3YJNbTATHI MOKA3BIBAIOT, YTO B PEAKLUU CMELIAHHOW KyJIbTYpbI
SMOpHOHAIBHBIX (UOPOONACTOB YenoBeka i1 Vifro OWoNOrMueckass aKTUBHOCTb AHTUTEN IO

HACTOSIILEMY M300pPETEHHIO B OTHOLIEHMU OMOKMpoBaHUs onocpenoBaHHOHN IL-17A cexpeuun
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IL-6 BpIIE WIM MO MEHBbIIECH Mepe SKBUBAJEHTHA AKTHUBHOCTM KOMMEPUYECKHU OCTYITHOIO
npenapata CekyknHymao.

IIpumep 11: BausgHue aexkapCTBEHHOrO cpeacTtBa Ha ocHoBe anturena 13E9 H3L2 Ha

TOJIIUUHY 3NUAEPMUCA B MOAEIH ncopuasa y muleii C57BL/6

Mpeimeit C57BL/6 nenunu Ha S rpynn no 8 mbliel B KaX 01 rpyIme.

(1) MopenupoBaHue:

HOpMasbHast rpynma; Mbimam C57BL/6 BHYTPHUKOXXKHO BBOAWIM (PH3HOJNOTHYECKHUH
pacTBOp B IJIAJKHN Y4aCTOK KOKM Ha CIMHE B Te4eHue O moclieAoBaTeNbHbIX aHel (¢ 1 mo 6
JI€Hb) 1O 25 MKJI/MBbIIIIb;

OCTaBIIMMCS TPYIIaM MbIIIEH BHYTPUKOKHO BBOIWIM PEKOMOWHAHTHBINA Y€JIOBEUECKUN
IL-17A ¢ 1 1o 4 neHp mo 2 MKI/25 MKJI/MBIIIb, © BHYTPUKOXKHO BBOIMIIN PEKOMOWHAHTHBIN
yenoedeckuii [L-17A ¢ 5 mo 6 aeHb Mo 5 MKI/25 MKJI/MBIIIb.

(2) Aenenne Ha rpymIbl 1 BBEACHUE:

HOpMaJibHAsi rpynmna; (U3HOJIOTHMYeCKUl pacTBOp, BBemeHue no03bl O Mr/kr 3 pasa B
HEJEJI0, BCero 3 pasa;

MOJIeJTbHAsSI TPYIITA; OTPUIATEIbHBIN N30 TUITUYECKHII KOHTPOJIb, BBEICHUE A03bI SO MI/KT
3 pasa B HeZeJo, BCEro 3 pasa;

rpymnmna cekykuaymada: Cekykunymad BBOIAT B 03¢ SO Mr/kr 3 pasa B HEZEJO, BCEro 3

pasa,

rpymnmna Bbicokoil no3bl 13E9 H3L2: BBenenue no3el S0 MI/Kr 3 pasa B HEAENO, BCEro 3
pasa,

rpymnna Hu3Kkoi no3el 13E9 H3L2: BBenenune noser 10 mMr/kr 3 pasa B Henen, BCEro 3
pasa.

B xaxxnoil rpynmne BBINOJNHAJIU MOJKOKHOE BBEACHHE 3 pas3a, a UMEHHO 3a | JeHb 10
MOAENUPOBAaHUs, Ha 3-1 A€Hb MOJICIUPOBAHUS U Ha 6-1 IEHb MOAEIIUPOBAHUS, COOTBETCTBEHHO.

Ha 7-i1 neHp k0Ky B MeCTax MHBEKLHUI HA CHUHE MbIIIEH (HUKCUPOBAIU C AATbHEHLITIM
NIOJIy4€HHEM MATOJOTHUECKUX CPE30B M M3MEPSUIN TOJIIIUHY STHUACPMHCA.

Pe3ynbTaThl 5KCIEPUMEHTOB MOKa3aHbl Ha (ur. 19.

PesynbTaThl MOKAa3bIBAIOT, YTO CTATUCTHYECKH TOJINMHA OJIHAEPMUCA B TPYyIIe
cekykunymada (50 mr/kr), rpynmne Beicokod no3sl 13E9 H3L2 (50 mr/kr) u B rpynme HU3KOH
no3bl 13E9 H3L2 (10 mr/kr) Obuta 3HAUUTENBHO MEHbINE, YeM y MozelbHOH rpymmsl (P<0,01).

CornacHo monydeHHBIM pesynbrataM, antureno 13E9 H3L2 (50 wmr/kr) obmamaer
CTaTUCTHYECKH 3HAYMMbIM HHTHOMPYIOLINM IEHCTBHEM HA TOJLIMHY SMUAEPMHCA B MOZAEIH
ncopuasa y meimeir C57BL/6 n numeet Takyto ke 3¢ pekTuBHOCTD, Kak ceKyknHyMad (50 mr/kr),
uHruoupyromee ausiHue 13E9 H3L2 (10 Mr/kr) Ha TONIIMHY SMUAEPMHUCA TAKXKE SIBISIETCS
CTaTUCTHYECKH 3HAYUMBIM.

XOTsl KOHKPETHBIE BAPUAHTHI OCYIIECTBJICHUS HACTOSIIEr0 N300peTeHns: ObUIH OAPOOHO
OIMCAaHbI, CIIEIUAIICTHI B TAHHOW OOJNIACTH MOMMYT, YTO BO3MOXKHBI Pa3jMYHble MOAH(DHUKALIUN
U 3aMEHBl B COOTBETCTBUU C PACKPBHITHEM, U BCE 3TH U3MEHEHHUS OyAyT HaXOAMTHCS B IpeAesax

oObema 3amuTel HacTosimero uszoOpereHus. IlomHblil 0OBEM HacTOsAIEro H300peTeHus
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onpeaeseTcs mpuiaraeMon Gopmyion n300peTeHus 1 JIFOOBIMH €€ SKBUBAJICHTAMH.

1. MOHOKJIOHAJIbHOE AHTUTEJIO WJIH €r0 aHTUT'E€HCBSI3bIBAIOIINKA (PparMeHT, B KOTOPOM

BapuabenpHast 00NacTh TSIKENON LU MOHOKJIOHANBbHOro antutena cogepxur: HCDR1-
HCDR3 ¢ aMuHOKHUCIOTHBIMU MOcieaoBaTesnbHOCTAMU, npuBeaeHHbiMu B SEQ ID NO: 31-33,
coorBerctBeHHO, unu HCDRI1-HCDR3 ¢ aMUHOKHMCJIOTHBIMU IOCIEIOBATEIbHOCTSIMHU,
npuseneHHbME B SEQ ID NO: 37-39, cOOTBETCTBEHHO, U

BapuadenpHast 00JacTh JIETKOHW e MOHOKJIOHAJNbHOro aHtutena coxepkut: LCDRI-
LCDR3 ¢ aMUHOKUCIOTHBIMH TOCNIEAOBaTENbHOCTAMH, TipuBeAeHHbIME B SEQ ID NO: 34-36,
coorBerctBeHHO, wWid LCDRI-LCDR3 ¢ aMHHOKHUCJIOTHBIMH IIOCIEI0OBATEIbHOCTSIMH,
npusBeaeHHbIME B SEQ ID NO: 40-42, cOOTBETCTBEHHO.

2. MOHOKJIOHAJIbHOE AHTHUTEJIO WM €r0 aHTUTeHCBS3bIBAIOINMK (parMeHT mo m.1, B
KOTOPOM

BapuabenpHast 00JaCTh TSKEJOW LieN MOHOKJIOHAJNBbHOTO aHtuTena copepskut HCDR1-
HCDR3 ¢ amuHOKHMCIOTHBIMU TOCNenoBaTebHOCTAMH, npuBeaeHHbiMu B SEQ ID NO: 31-33,
COOTBETCTBEHHO, U BapuabenbHasi 00JaCTh JIETKOH 1[EN MOHOKJIOHAJIBHOTO aHTUTENA COAEPIKUT
LCDRI1-LCDR3 ¢ aMUHOKHUCJIOTHBIMH TOCJI€N0BATENbHOCTIMU, npuBeneHHbiMu B SEQ ID NO:
34-36, COOTBETCTBEHHO;

W

BapuabenpHast 00JaCTh TSKENIOW LieNH MOHOKJIOHANBbHOro aHtutena copepskut HCDR1-
HCDR3 ¢ aMuHOKHMCIOTHBIMU MOCHeaoBaTebHOCTAMU, npusBeaeHHbiMu B SEQ ID NO: 37-39,
COOTBETCTBEHHO, U BapuadenbHasi 00J1acTh JIETKOH e MOHOKJIOHAJIBHOTO aHTUTENIA COAEPIKUT
LCDRI1-LCDR3 ¢ aMUHOKHUCJIOTHBIMU MOCJIEI0BATENbHOCTAMHY, NpuBeneHHbIMU B SEQ ID NO:
40-42, COOTBETCTBEHHO.

3. MOHOKJIOHAJIbHOE aHTHUTEJIO WK €ro aHTHIeHCBSI3bIBAIOLINK (hparMeHT mo m.1 wim
1.2, B KOTOPOM

AMUHOKHCJIOTHYIO MTOCJIEOBATEIbHOCTb BapruadebHOM 00JNACTH TSKEJON LeNU BhIOPaHO
u3 SEQ ID NO: 2, SEQ ID NO: 6, SEQ ID NO: 10, SEQ ID NO: 14, SEQ ID NO: 16, SEQ ID
NO: 20, SEQ ID NO: 24 u SEQ ID NO: 28,

u

AMUHOKHCJIOTHYIO TOCJIEIOBATENIbHOCTh BapuaOeTbHONW OOJIACTH JIETKOHN LEnmu BBIOPaHO
u3 SEQ ID NO: 4, SEQ ID NO: 8, SEQ ID NO: 12, SEQ ID NO: 18, SEQ ID NO: 22, SEQ ID
NO: 26 u SEQ ID NO: 30.

4. MOHOKJIOHAJIbHOE aHTHUTENO WK €r0 aHTUT'€HCBS3bIBAIOINNI (parMeHT 1o Jro0oMy U3
nm. 1-3, B koTopoM

AMUHOKHCJIOTHYIO TTOCJIEOBATEIbHOCTh BapuabeIbHOM 00JACTH TSKEJION LeTH BEIOPAHO
u3 SEQ ID NO: 2, SEQ ID NO: 6, SEQ ID NO: 10 u SEQ ID NO: 14, u aMUHOKHCJIOTHYIO
TOCJIEIOBATEIBHOCTD BapuadepHOM obyacTu jerkoit nenu Beiopano uz SEQ ID NO: 4, SEQ ID
NO: 8 u SEQ ID NO: 12;

WJIn

AMHHOKHUCJIOTHYIO TTOCJIEAOBATENIbHOCTD BapuabeIbHON 00IaCTH TSKENIOH LienH BeIOpaHO
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u3 SEQ ID NO: 16, SEQ ID NO: 20, SEQ ID NO: 24 u SEQ ID NO: 28, u aMUHOKHCJIOTHYIO
MOCJIEIOBATEIFHOCT BapradeapHOU obyactu yierkoit uenu Bbidpano uz SEQ ID NO: 18, SEQ
ID NO: 22, SEQ ID NO: 26 u SEQ ID NO: 30.

5. MOHOKJIOHAJIbHOE aHTUTENIO WJIH €r0 aHTUTE€HCBSI3bIBAOLITNI (PparMeHT Mo JI0O0OMY U3
nm. 1-4, B koTopoMm BapualenpHyr0 00JacTh TSKENIOH Lenu M BapuabenbHYK o0NacTh JIETKOH
uenu BbiOpano u3 arobdoro u3 (1)-(8):

(1) BapuabenbHON oOOjacTH TSOKENIOM Lemu, conepkameld aMHUHOKHUCJIOTHYIO
NoCIeIOBaTENbHOCTD, npuBeaeHHy0 B SEQ ID NO: 2, u BapuabespbHON 001acTH JIETKOH LIEMH,
conep:kallell aMIHOKUCJIOTHYIO MTOC/IeIOBAaTEIbHOCTD, puBeaeHHY0 B SEQ ID NO: 4;

(2) BapumabenbHOIl oOOjmacTM TSDKENOH 1enu, CoAep)Kaled aMHUHOKHCJIOTHYEO
nocJieIoBaTebHOCTD, npuBeaeHHy0 B SEQ ID NO: 6, u BapuabepbHON 001acTH JIETKOH LIemH,
conep:kallel aMIHOKUCIIOTHYIO MOCIIEIOBATEIbHOCTD, puBeaeHHY0 B SEQ ID NO: §;

(3) BapmabenbHOIl oOOjmacTu TSDKENOH  Ienmu, CoAep)Kaled aMHUHOKHCIOTHYEO
NOCIIeIOBATENBHOCTD, puBeeHHY0 B SEQ ID NO: 10, u BapuabenbHOIT 001acTH JIETKOU LIETH,
conep:kallel aMIHOKUCIIOTHYIO TTOCIIEIOBATEIbHOCTD, ipuBeaeHHY0 B SEQ ID NO: 12;

(4) BapmabenpHOIl oOOjmacTH TSDKENOH Ienmu, CoAep)Kamed aMHUHOKHCIIOTHYIO
NOCJIeIOBATENBHOCTD, puBeneHHY0 B SEQ ID NO: 14, u BapuabenbHOI 001acTH JIETKOW LISTH,
conep:kallel aMIHOKUCIIOTHYO MOCIEI0BATEbHOCTD, puBeAeHHY0 B SEQ ID NO: 12;

(5) BapmabenpHOIl oOOjmacTu TSDKENOH Ienu, CoAep)Kalled aMHUHOKHCIOTHYIO
MOCJIeIOBATENBHOCTD, puBeneHHy0 B SEQ ID NO: 16, u BapuabenbHOI 001acTH JIETKOU LIETH,
conep:kalleil aMMHOKUCIIOTHYO MOCIIEI0BATEIbHOCTD, puBeaeHHY0 B SEQ ID NO: 18;

(6) BapmalenbHOI oOOjmacTH TSDKENOM  Lienu, CoAep)kalled  aMHUHOKHCIIOTHYIO
NoCJIe0BaTeIbHOCTD, puBeaeHHy0 B SEQ ID NO: 20, u BapuabesbHOIT 001acTu JIETKO# 1emnwy,
coziepkaliell aMUHOKUCIIOTHYIO TTOCJIEA0BATENbHOCTD, puBeneHHyo B SEQ ID NO: 22;

(7) BapuabenbHOIl 00OMacTM TSDKENOH Uenu, COAepiKalled aMHUHOKHCJIOTHYEO
MOCJIEIOBATENBHOCTD, NpuBeneHHY0 B SEQ ID NO: 24, u BapuabenpHOI 001aCcTH JIETKOU LIETH,
conep:kaliel aMIHOKUCIIOTHYO MOC/IeIOBATeIbHOCTD, puBeAeHHY B SEQ ID NO: 26; u

(8) BapmabenbHOIl oOOmacTM TSDKENOH 1enu, CoAepiKaled aMHUHOKHCJIOTHYEO
MOCIIEIOBATENBHOCTD, puBeneHHY0 B SEQ ID NO: 28, u BapuabenbHOI 001acTH JIETKOU LIETH,
cojieprkalieil aMHHOKHUCIIOTHYIO ITOCJIE0BaTeNbHOCTD, NpuBeneHHyo B SEQ ID NO: 30.

6. MOHOKJIOHAJIbHOE aHTHUTEJIO WJIH €r0 aHTUT€HCBSA3BIBAIOIININ (hparMeHT Mo JIF0OOMY U3
nm. 1-5, rre MOHOKIIOHAJIBHOE AHTHUTEJIO MIIH €r0 aHTUT'CHCBS3BIBAIOIINN ()parMeHT BBIOPAHO H3
Fab, Fab', F(ab'),, Fd, Fv, dAb, ¢parmenta onpenensromnii KOMIJIEMEHTAPHOCTb OOJIACTH,
OJIHOLIETIOYEYHOr 0 aHTUTENA, T'YMAaHU3UPOBAHHOIO aHTUTEJIA, XUMEPHOTO aHTUTENA U IUaTeNa.

7. MOHOKJIOHQJIbHOE aHTHUTEJIO WJIH €r0 aHTUT€HCBS3BIBAIOIININ (hparMeHT Mo JIF0OoMY U3
nn.1-6, rae MoHOKJIOHanpHOe aHTuTeno cssbpiBaercsa ¢ IL-17A ¢ ECso menee mpumepno 100
HM, nampumep, meHee npumepHo 10 M, 5 M, 4 M, 3 HM, 2,5 8M, 2 HM unu meHee;
npennoututenbHo, ECso usMepstoT MeronoM koHKypeHTHoro ELISA.

8. MOHOKJIOHAJIbHOE aHTUTEJIO WJIH €r0 aHTUTE€HCBSI3bIBAOLITNI (PparMeHT 1o JFO00OMY U3

. 1-7, rae MOHOKJIOHAJIBHOE aHTUTENO CONEPKUT He sBJsitoinytocst CDR obnacts, mony4deHHyo
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13 BU/A HE OTHOCSILErOCs K MBILIMHBIM, & U3, HAIPUMED, YEIOBEUECKOrO aHTUTENA.

9. MOHOKJIOHQJIbHOE aHTHUTEJIO WJIH €r0 aHTHT€HCBS3BIBAIOIINI ()parMeHT Mo JIF0OoMy U3
. 1-8, roe:

MOHOKJIOHAJIbHO€ ~ aHTUTENI0 MpPEACTaBsieT CcOOOW MOHOKJIOHAJBHOE  aHTHUTEIO,
npoayuupyeMoe ruOpuaoMHOM kietouHo juuueit LT006, nemonupoBanHo#t B Kurtaiickom
nentpe kojutekiuu TUnoBbix KyneTyp (CCTCC) mon Homepom moctyma CCTCC: C2017102;
WIH

MOHOKJIOHAJIbHOE ~ aHTUTENI0 MPEACTABIsieT COOOW MOHOKJIOHAJIBHOE  aHTHUTEIO,
npoAyuupyeMoe ruOpuaoMHoN kierounoi nunuer LTO07, nenmonupoBanHOU B Kuraiickom
ueHTpe koyuekuun TUnoBbix KynbTyp (CCTCC) mon Homepom nocryna CCTCC: C2017165.

10. BrpiaeneHHas MoOJIeKyJia HYKJIEMHOBOW KHUCJIOTBI, COAepKallas HYKJICHHOBYIO
KUCJIOTY, KOIUPYIOLIYIO BapuaOelbHYI O00JacTh TSDKENOW Ienu U BapuabenbHYH 00J1acTh
JIETKOH LIeNT MOHOKJIOHAJIBHOTO aHTHTENA MO Jr0OoMy m3 it 1-9.

11. Beinenennas MoJiekyJja HyKJIE€HHOBOW KUCJIOTEI 1O .10, rae HyKJIEMHOBYIO KUCIIOTY,
KOIHMPYIOIIYIO BapuadeIbHyr0 00JIACTh TSKEJOW ey U BapradeIbHy 00JIacTh JIETKOW LIEMH,
BbIOpaHo u3 Jrodoro us (1)-(8):

(1) SEQ ID NO: 1, SEQ ID NO: 3;

(2) SEQ ID NO: 5, SEQ ID NO: 7;

(3) SEQ ID NO: 9, SEQ ID NO: 11;

(4) SEQ ID NO: 13, SEQ ID NO: 11;

(5) SEQ ID NO: 15, SEQ ID NO: 17;

(6) SEQ ID NO: 19, SEQ ID NO: 21;

(7) SEQ ID NO: 23, SEQ ID NO: 25; u

(8) SEQ ID NO: 27, SEQ ID NO: 29.

12. PekOMOMHAHTHBII BEKTOP, COAEPIKALIMI BBIAECJICHHYIO MOJIEKYJy HYKJIEHHOBOH
KucaOoThl Mo M.10 wnu m.11, rne peKOMOMHAHTHBIA BEKTOP MPEANOYTHUTEHbHO MPEACTaBISET
co00l peKOMOWHAHTHBINA BEKTOP 3KCIPECCHU, TAKOH KaK PEKOMOMHAHTHBINA MPOKAPUOTHUECKUH
BEKTOP SKCIPECCUU HITH PEKOMOMHAHTHBIN 3yKAPUOTHYECKHI BEKTOP SKCIIPECCUH.

13. Knetka-x03s11H, coaepKariasi peKOMOMHAHTHBIN BEKTOp MO 1. 12,

14. Cnoco® mony4eHHss MOHOKJIOHAJBHOTO aHTUTENIA WM €r0 aHTUT'CHCBS3BIBAIOIIETO
¢dparmenTa mo yrodomy u3 . 1-9, BKIOYAOIINN KyJIbTUBUPOBAHHIE KJIETKU-XO3sIMHA 110 .13 B
COOTBETCTBYIOIIMX YCJIOBUSIX M  BBIAECJICHHE MOHOKJIOHAJBHOIO AHTUTENA WM  €ro
AHTUTEHCBS3BIBAIOLIETO (PparMeHTa 13 KIETOUYHON KYJIBTYPHI.

15. TubpunomHast KJI€TOYHAs JIMHUS, BLIOPaAHHAS H3:

ruOpunoMHoi knerounod nuaMKM LT006, nenonupoBanHoil B Kwurtalickom wneHTpe
kosutekunu TunoBbix KynbTyp (CCTCC) mon Homepom nocryna CCTCC: C2017102; u

rubpunomMHoi  knerounod nuaMKM LTO007, nenonupoBanHoit B Kwurtalickom wneHTpe
kosutekunu TunoBbix KyinbTyp (CCTCC) mon nHomepom nocryna CCTCC: C2017165.

16. Konsrorar, conepKaIui MOHOKJIOHAJIbHOE AHTUTEJIO WU €ero

AHTUIeHCBA3BIBAIOLINN (parMeHT nmo Jo0oMy u3 . 1-9, U KOHBIOTUPOBAHHBIN yYacCTOK, I7e
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KOHBIOTHPOBAHHBIM YYaCTOK MPEACTABISIET COOOH AETEKTHPYEMYI0 METKY, MpPENNOYTHTEIbHO
JEeTeKTUpyeMasi MeTKa TPEeACTaBiIsAeT COOOH paAMOAKTHUBHBIA H30TOMN, JIFOMHUHECIIEHTHOE
BEIIECTBO, TAKOE KaK (JIyOpeCLIEHTHOE BELIECTBO, OKPALIEHHOE BEIIECTBO WIIH (PEPMEHT.

17. Habop, comepskaliyii MOHOKJIOHAJIbHOE AHTUTENO WM €r0 aHTUI'€HCBSI3bIBAIOIIHIA
¢dparmeHt no obomy u3 . 1-9, unu KoHbroTaT 1o 1. 16, rae:

NPENNOYTUTENIbHO, HA0Op MAOMIOJHUTENIBHO COHAEPKUT BTOPOE AHTHUTENO, KOTOpOe
cienu(Yeckn paclo3HAeT MOHOKJIOHAJIBHOE AaHTUTENO WIM €ro aHTUTE€HCBSI3bIBAIOLIUH
(parMeHT, HeoOs3aTeJIbHO, BTOPOE AHTUTEJO JOMNOJHUTENBHO CONEPKUT JETEKTHPYEMYIO
METKY, TPEANOUTUTENbHO JETEKTHPyeMasi METKa MPEACTABIAET COOOH paauOaKTUBHBIA M30TOII,
JIOMHHECLIEHTHOE BEILECTBO, TaKOe KakK (DIIyOPECIEHTHOE BEINECTBO, OKPALICHHOE BEIECTBO
WIH (PEePMEHT.

18. IlpumeHeHHE MOHOKJIOHAJIBHOTO AaHTHUTENAa WIW €ro aHTUTEHCBSI3bIBAKOLIETO
¢parmenTa no sroboMy u3 mm.1-9 wim KoHbrOTaTa MO I.16 TpU NPUrOTOBJIEHNMH Habopa A
Ka4eCTBEHHOIO MJIM KOJMUeCTBEeHHOro onpenenenus [L-17A.

19. ®apmanesTHdeCcKass KOMNO3ULMSA, COAEPKALass MOHOKJIOHAIbHOE aHTUTENIO WU €r0
AHTUTCHCBS3bIBAOINNN (parMeHT 1o sodoMy u3 mm.1-9 wiu koHwborar mo .16, rre,
HeoOs13aTeNbHO, (hapMaLeBTHUECKas! KOMIO3HLUS OTIOJIHUTENBHO COACPIKUT (papMarieBTHIECKH
MIPUEMJIEMbIE HOCUTEIH WJIM HATTOJTHUTEIH.

20. IlpumeHeHHEe MOHOKJOHAJIBPHOIO AHTUTENA WIH €ro aHTUIEHCBSI3bIBAKOLIETO
¢dparmenTa no modomy u3 mi. 1-9 unu KoOHBIOTaTa 1o 1. 16 MpH NPUroTOBJIEHUH JIEKAPCTBEHHOTO
cpeacTBa U NPO(PUIAKTUKN W/WIIH JICUEHHs! OIyXOJiel WM ayTOMMMYHHBIX 3a00JI€BaHu, WIN
IPY IPUTOTOBJIEHUH JIEKAPCTBEHHOI'O CPEZCTBA AJIl AMArHOCTUKH ayTOMMMYHHBIX 3a00JI€BaHUH,
r7e MPeATNOYTHTENIbHO AayTOMMMYHHOE 3a00ieBaHHe BBIOPAHO M3 IICOPHA3a, PEBMATOUAHOTO
apTpUTa, NCOPUATHUYECKOTO apTPUTA, AHKUJIO3ZUPYIOIIErO CHOHAWINTA M CUCTEMHON KpPaCHOU
BOJIYAHKH, NIPEATIOUTHTEIBHO TICOpHA3 MPEICTABIsIeT cOO0M OAIIeUHbII ICopHUas OT YMEPEHHOM
JIO TSDKEJION CTENEHU.

21. IlpumeHeHHE€ MOHOKJIOHAJIBHOTO AHTUTENAa WU €ro aHTUTEHCBSI3bIBAKOLIETO
¢dparmenTa no yro6oMy u3 . 1-9 win KoHbrOTaTa Mo 1. 16 Mpu NoJy4eHuu:

JIEKapCTBEHHOTO CpeacTBa it OokupoBanus csizbiBanus IL-17A ¢ IL17RA,

JIEKapCTBEHHOTO CPEACTBA ISl PEryJsiiuy (HAmpuMep, CHIDKCHUS) AKTUBHOCTH WIIH
ypoBHs IL-17A, unu

JIEKapCTBEHHOI'O CPENCTBa AJIs MOoAaBJeHHs dkcnpeccuu [L-6 B kieTkax.

22. Cnocob in vivo Wiy in Vifro, BKIFOYAIOLUINA BBEACHUE B KIETKY HJIH OOJBHOMY
5 (EeKTUBHOrO KOJMYECTBA MOHOKJIOHAJIBHOIO AHTHTENAa WIM €r0 AaHTUTCHCBS3BIBAOIIETO
¢dbparmenTa no rodomy u3 mir. 1-9 wiu koHbIoTaTa 10 11. 16, IIpu 3TOoM crocod BBEIOPAHO U3:

cniocoba oGokuposanus cesizbiBanus [L-17A ¢ IL17RA,

crioco0a peryJisinuu (HanpuMep, CHIDKEHUs) aKTUBHOCTH MUK ypoBHs 1L-17A, nnu

cniocoba nmonasneHus skcnpeccuu IL-6 B pudpobiacrax.

23. Cnoco0 neyeHus: w/unu npopuiIakTHKH OMyXOJel WiIM ayTOUMMYHHBIX 3a00JI€BaHui,

BKJIFOUAOLMH BBeleHHE OOJbHOMY, 3(PPEKTUBHOrO KONIMYECTBA MOHOKJIOHAJIBHOTO AHTUTENA
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WIN €r0 aHTHIe€HCBSI3bIBAIOLIEro (pparmMenTa no gobomy u3 mi. 1-9 wnm korbrorara no m.16, rue
NPEANOYTUTENPHO ayTOUMMyHHOe 3a0olieBaHHE BBIOPAHO W3 IICOpUA3a, PEBMATOUIHOTO
apTpUTa, MCOPUATUYECKOrO apTPUTa, AHKUJIOZUPYIOLIErO CHOHAWIWTA U CUCTEMHOM KpPaCHON
BOJIYaHKHU; MPEATIOYTUTENBHO NICOPHA3 NMPEACTaBIIAET cOO0H OJsIIed bl ICopUas OT YMEPEHHON
IO TSIKEJIOHN CTEIIEHH.

24. MOHOKJIOHAJIbHOE aHTHUTEJIO WM €r0 aHTHUIeHCBSA3bIBAOIINN (parMeHT Mo JodoMy
u3 mm.1-9, xoropoe wuCHoib3yercs Il NPOQMIAKTHKY W/HIM JIEYEHUs] OIyXOJed WIIH
AyTOUMMYHHBIX 3a00JIeBaHMI WM [JIsl JUArHOCTHKH ayTOMMMYHHBIX 3a00JeBaHull, rae
NPEANOYTUTENILHO ayTOUMMyHHOe 3a0ojieBaHHE BBIOPAHO U3 ICOpPUA3a, PEBMATOUIHOTO
apTpUTa, NCOPUATUYECKOrO apTPUTA, AHKUJIOZUPYIOLIErO CHOHAWINTA U CUCTEMHOM KpPaCHOMN
BOJTYAHKH; MPEANOYTUTENILHO NICOPHA3 MPEACTABIIACT COOOH OJSIIedHbIi COpHas OT YMEPEHHON
JIO TSDKEJION CTEIEHU.

25. MOHOKJIOHAJIbHOE aHTUTENIO WJIM €r0 aHTUTeHCBSI3bIBAIOMINK (pparMeHT mo JrdoMy
u3 . 1-9, KoTopoe NCroNb3yeTcst IJIs:

onokupoBanus ceszbiBanus [L-17A ¢ IL-17RA,

perysinuu (HarpuMep, CHIDKEHUS) aKTUBHOCTH WK ypoBHs IL-17A, nim

noaasJyieHus skcnpeccuu [1L-6 B kneTkax.

26. Cnoco® OUArHOCTHKH ayTOMMMYHHBIX 3a00JICBaHUMN, BKJIFOYAIOIIHIA BBEIACHHE B
NpeIHa3HAYSHHBIN I TECTHPOBaHUs oOpasel (Hanpumep, odpasel TKaHu, o0pa3el] KJISTOK HIIH
oOpaser; KpoBU) WK OOJBHOMY, 3(P(PEKTUBHOTO KOJNYECTBA MOHOKJIOHAJIBHOTO AHTHUTENA HITU
€ro aHTUTE€HCBS3bIBAIOINEro ¢parMeHra no grodomy u3 mm.l1-9 uiam koHwrorata mo m.16, rume
NPEANOYTUTENBHO ayTOUMMYyHHOe 3a0oyieBaHHE BBIOPAHO M3 IICOpUA3a, PEBMATOUIAHOTO
apTpUTa, MCOPUATUYECKOrO apTPUTa, AHKUJIO3UPYIOLIErO CHOHAWIMTA U CUCTEMHOM KpPaCHOMN
BOJIYAHKH; MIPEATIOUTHTEIBHO NICOpUA3 MPEACTaBIsIeT cOO0M OAIIeUHbIi ICopuas OT YMEpEeHHOM
JIO TSDKEJION CTETeHH,

NPEINOUTUTENBHO, €CJIM H3MEepeHHbIN ypoBeHb skcrpeccuun IL-17A Beime, uem y
3I0POBBIX WHIUBHUIOB U JOCTUTAeT MAaTOr€HHOI'O YPOBHS, TO PE3yJIbTAaT AUATHOCTUKH SIBJISIETCS

MOJIOKHUTEJIbHBIM, B IIPOTHBHOM CJIydac, pe€3yJbTaT AUArHOCTHKHU ABJIACTCA OTPULATCIIBHBIM.
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P®OPMYVYJIA U3OBPETEHUA

1. MOHOKJIOHAJIPHOE aHTUTEJIO WIJIM €r0 aHTUT€HCBS3bIBAIOIINH (pparMenT, rae

BapuabenbHast 00JaCTh TSDKENIOHN LEenH MOHOKJIOHAJIbHOro anturena copepxxut: HCDR1-
HCDR3 ¢ amunokucnotHbiMu nocnegoBatenbHocTsIMA SEQ ID NO:37-39, cOOTBETCTBEHHO, U

BapuadenpHast 00JacTh JIETKOHW IeNy MOHOKJIOHANbHOTrO aHTtHTena coxepxut: LCDRI1-
LCDR3 ¢ amunokucinotHeiMu nociaenoatebHOCTIMUA SEQ ID NO:40-42, cOOTBETCTBEHHO.

2. MOHOKJIOHAJIbHOE aHTUTEJIO HJIM €10 aHTUIE€HCBSI3bIBAIOIIHNK (pparMeHT 1o 1. 1, rue

BapuabenbHast 00JIACThb TSIKENON IeNH COASPIKUT AMUHOKHCIIOTHYIO TTOCIIEI0BATEIbHOCTD,
BeiOpanHyto u3 SEQ ID NO:16, SEQ ID NO:20, SEQ ID NO:24 u SEQ ID NO:28, u

JIETKOM LIEMU COEPIKUT AMUHOKHUCIIOTHYIO MOCIEN0BATEIbHOCTD, BeIOpanHy0 u3 SEQ ID
NO:18, SEQ ID NO:22, SEQ ID NO:26 u SEQ ID NO:30.

3. MOHOKJIOHAJIBHOE aHTUTENIO WIIM €r0 aHTHI'€HCBS3BIBAIOINN (parMeHT o 1.1 wim 2,
rae

00JacTh TSKENION LeTU COAEPKUT aMHUHOKHCIOTHYIO mocienoBaTenbHOCTh SEQ 1D
NO:16, u

JIETKOM 1T COAEPKUT aMUHOKHUCJIOTHYIO nocienosaTeabHocTh SEQ ID NO:18.

4. MOHOKJIOHAJIbBHOE aHTUTEJIO WJIM €r0 aHTUIe€HCBSI3bIBAIOLINN (pparMeHT 1o 1.1 wim 2,
rae

o0nacTp TSKENOW ILeNU COAEPKUT aMUHOKHCIOTHYK mnocienosarenbHocTs SEQ ID
NO:20, u

JIETKOM LeTH COAEP KUT aMUHOKHUCIIOTHYIO nocyienosarenbHocTh SEQ ID NO:22.

5. MOHOKJIOHAJIBHOE aHTUTEJIO UM €r0 aHTUTeHCBsA3bIBAOLMH (pparmeHT mo m.1 mm 2,
rae

BapuabenpHast 00JIaCTh TSKEJION LENH COASPKUT AMHHOKHUCIIOTHYIO MOCIIEIOBATEIbHOCTD
SEQ ID NO:24, u

BapuabenpHast 00JaCTh JIETKOW LENMH CONEPKUT aMUHOKHCIIOTHYIO MOCJIEIOBATEIbHOCTD
SEQ ID NO:26.

6. MOHOKJIOHAJIBHOE aHTUTENIO WIIM €r0 aHTHI'€HCBS3BIBAIOINN (pparMeHT o 1.1 wim 2,
rae

BapuabenpHast 00JIaCTh TSHKEJION LEH COAEPKUT AMHHOKHCIIOTHYIO MTOCIIEIOBATEIbHOCTD
SEQ ID NO:28, u

BapuabenpHast 00JIacTh JIETKOW LENMH CONEPKUT aMUHOKHCIIOTHYIO MOCIIEIOBATEIbHOCTD
SEQ ID NO:30.

7. MOHOKJIOHAJIbHOE aHTUTEJIO UJTU €r0 aHTUT€HCBS3BIBAIOIIUN (PparMeHT 1o jrodomMy u3

. 1-6, rAe MOHOKJIOHAJIbHOE aHTUTENIO WJIM €r0 aHTUT'eHCBSI3bIBAIOLINI ()parMeHT BbIOpaH U3
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Fab, Fab', F(ab'),, Fd, Fv, dAb, omHOnenmoueyHoe aHTHUTENO, T'YMAaHU3UPOBAHHOE AHTUTEJIO,
XHUMEPHOE aHTUTEJIO U TUAHTUTEIIO.

8. MOHOKJIOHAJIbHOE aHTUTEJIO WJIM €r0 aHTHI€HCBS3BIBAIOLINH ()parMeHT IO JII0OOMY U3
nn. 1-7, rie MOHOKJIOHaJIbHOE aHTUTEeNO cBs3biBaercss ¢ IL-17A co 3Hauenuem ECso, paBHbIM
MeHee npumepHo 100 HM.

9. MOHOKJIOHAJIBHOE AHTUTEJIO WIM €r0 aHTHUIeHCBA3BIBAOIINN (PparMeHT 110 JIFOOOMY M3
. 1-8, e MOHOKJIOHAJIBHOE aHTUTENIO COAEPIKUT 00acTh, He siBistoiyocs CDR, mony4deHHy 0
W3 BUJIOB, OTJIMYHBIX OT MBIIIH.

10. MOHOKJIOHAJTBHOE AHTUTEJIO UJIH €T0 AHTUTEHCBSI3BIBAOIINI (JPArMEHT 110 JIF0OOMY 13
. 1-9, rae:

MOHOKJIOHAJIbHOE ~ aHTUTEJIO TMpPEACTaBIsieT COOOM  MOHOKJIOHAJIBHOE AHTHUTEO,
npoayupyemoe rudpuaoMHon kierounoit munueidt LTO07, xoTopoe OBLIO AEMOHUPOBAHO B
Kuraiickom ILlentpe xommexkumu tunosbix Kyibryp (CCTCC) mony WHBEHTapHBIM HOMEPOM
CCTCC NO: C2017165.

11. BeiaeneHHas MOJEKyJ1a HYKJIE€HHOBOM KUCJIOTBI, COAEPIKaIasi HyKJIEMHOBYIO KUCIOTY,
KOIHUPYIOIYIO BapuabenbHy0 00J1acTh TSDKENON HeNu W BapuadesbHyr0 O0JIacTh JISTKOH IeTH
MOHOKJIOHAJIbHOTO aHTUTEJA UJIH €T0 AHTUI'€HCBA3BIBAIOIININ (pparMeHT 1o Jrodomy u3 . 1-9.

12. Beigenennasi MOJIeKyJia HyKJIE€MHOBOM KUCJIOTHI 1O 1. 11, rae

HYKJIEIHOBAs KHCJIOTa, KOAUPYIOIIas BapuabebHy0 00NacTh TSHKENON LeTH, CONEPKUT
nocieaoaTesbHOCTh SEQ ID NO:15, u

HYKJIEMHOBAsl KHCJIOTA, KOAMPYOIasi BapuadenbHy0 O0JacTh JIETKOHW IIeTH, COREPIKUT
nocnenoateabHOCTh SEQ ID NO:17.

13. BeigenenHast MoJieKyJia HyKJI€MHOBOM KUCIOThI 1o 1. 11, rae

HYKJICIHOBAs KHCJIOTA, KOAUPYIOIAst BapUabebHY0 00NacTh TSKEJION LeTH, COOEPIKUT
nocienoBatesbHOCTE SEQ ID NO: 19, u

HYKJICIHOBAsl KHCJIOTa, KOAMPYIOLIasi BapHaOeNbHYI0 00JacTh JIETKOH LIEMH, CONEPIKUT
nocienoBateabHOCTh SEQ ID NO:21.

14. Beigenennasi MoJieKyJia HyKJI€MHOBOM KUCJIOTHI 1O 1. 11, rae

HYKJICIHOBAs! KHCJIOTa, KOAUPYIOIIast BapUabebHy0 00NacTh TSHKENON e, CONEPIKUT
nocienoBatebHOCTh SEQ ID NO:23, n

HYKJICHOBAsl KHCJIOTa, KOAMPYIOLIAsi BapHaOeNbHy0 00JacTh JIETKOH LEMH, CONEpPIKUT
nocienoateabHOCTh SEQ ID NO:25.

15. Beigenennasi MoJieKyJia HyKJI€MHOBOW KUCJIOThI 1O 1. 11, rae

HYKJIEHOBAs! KHCJIOTa, KOAUPYIOIIas BapuabeNbHy0 00NacTh TSHKENON LeTH, COOEPKUT

nocieaoatesbHOCTh SEQ ID NO:27, u
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HYKJICIHOBAsl KHCJIOTa, KOAMPYIOLIAsi BapHaOeNbHy0 00JacTh JIETKOH LEMH, CONEpPIKUT
nocienoareabHOCTh SEQ ID NO:29.

16. PexkoMOWHAHTHBIA BEKTOP, CONEPKALIUI BBIICJICHHYIO MOJIEKYJy HYKJICHHOBOMN
KUCJIOTHI 110 JiroOomy u3 mm. 11-15.

17. Kierka-xo3siuH, cofep:karnas peKOMOMHAHTHBIN BEKTOp 1O 11.16.

18. Cnoco® mosy4eHus MOHOKJIOHAJIBHOTO AaHTUTENA MM €r0 aHTUT'€HCBSI3BIBAIOIIETO
¢bparmenTa 1o odomy u3 1. 1-9, BKIFOYAOIINIA KyJIbTUBUPOBAHKME KIIETKU-XO3sIMHA 110 11.17 B
COOTBETCTBYIOLIUX VCJIOBUAX M  BBIJEJIEHHE MOHOKJIOHAJIBHOTO aHTUTENa WU  €ro
AHTUTEHCBS3BIBAIOIIETO (parMEeHTa U3 KJIETOYHOH KYJIBTYPBL.

19. Konsrorar, coaeprkaiiuii MOHOKJIOHQJIBHOE aHTUTEJO WIN €r0 aHTUT€HCBSI3bIBAOLITU N
¢dparmeHT o yrodomy 13 . 1-9, 1 YacTh KOHBIOTATA, COepIKaIlas AETEKTHPYEMYIO METKY.

20. Habop peareHTOB, cOAep)KallMi MOHOKJIOHAJbHOE AHTUTEJO WIH  €ro
AHTUT€HCBS3BIBAIOIINN (PparMeHT 1o Jrobomy u3 . 1-9.

21. Cnocob in vitro mojy4deHus: HaboOpa Ayl Ka4eCTBEHHOTO WJIM KOJWYECTBEHHOTO
obHapyxkenus IL-17A ¢ WCHONB30BaHMEM MOHOKJIIOHAJBHOTO — aHTUTENA WM €ro
AHTUT€HCBS3BIBAIOIIETO (parMeHTa 1o Jirodomy us mm.1-9.

22. ®apmaneBTUYECKasi KOMIIO3ULIUA, COAEpIKaLlasi MOHOKIOHAJIBHOE aHTUTENIO WIH €ro
AHTUT€HCBSA3BIBAIOIIMN (parMeHT no moOomy u3 nm.l1-9 m mo MeHelueld Mepe OAUH
bapMarieBTUIECKH TPUEMIIEMbIII HOCUTENb WIN HAIIOJHUTEND.

23. IlpumeHeHHMe MOHOKJIOHAJIBHOTO AHTUTENA MWW €ro aHTUIE€HCBSA3BIBAIOLIETO
¢dparmenta no moOomy u3 mm.1-9 s MOJy4eHHs! JIEKapCTBEHHOTO CPENCTBA MAJISL JICUSHUS
ayTOMMMYHHOTO 3a00JieBaHUsl y TMAIMEHTa, TIA€ MOHOKJIOHAJIBPHOE AHTHTENO WU €ro
AHTUTCHCBS3BIBAOIINN (pAarMEHT MpeaHa3HAuYeH JJIsl BBEJCHHUsS WHAMBUAY 10 MEHBLICH Mepe B
3¢ (HEeKTUBHOM KOJIMUYECTBE.

24. Tlpumenenue mo m.23, rae ayrOMMMYyHHOe 3a00J€BaHHE BBIOPAHO W3 TICOPUA3a,
PEBMATOMAHOIO apTPUTA, IICOPUATHYECKOrO apTpuUTa, AHKUJIO3UPYIOIEro CIOHAMIUTA U
CHUCTEMHOUN KPAaCHOW BOJIYAHKHU.

25. Ilpumenenne mno m.23, rae ayTOMMMyHHOe 3aboyieBaHHE NPEACTaBIsieT CcoOOH
ONSIIIEYHBIN ICOPUA3 OT YMEPEHHOH 10 TSIKEJIONW CTETIEHH.

ITo noBepenHocTn
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