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BEJIKH, CBA3ZBIBAIOINWE AHTUI'EH CO3PEBAHNS B-KJIETOK

OIIMCAHHUE

CchbliIKa HA POACTBCHHYIO 3ASIBKY

[0001] CornacHo HacToOsiIIEH 3asiBKE HCIIPAIINBAETCSl IPEUMYIIECTBO B COOTBETCTBUU C
npeBapuTe/IbHOM 3asBKoM Ha Bhnauy natenta CIIIA Ne 62/572375, nonanHoii 13 oxtsiOps 2017

I'., KOTOpad IMOJTHOCTBIO BKIIIOYUCHA B HaCTOSIMH JOKYMCHT ITOCPCACTBOM CCBIIIKH.

Hepeuenn nocienoBareLHOCTEN

[0001.1] Hacrosmas 3asBka coJepXuT HepeyeHpb MMociIe0BaTeNbHOCTeH, KOTOPBIH
OBUI TIpe/ICTaBIICH B 2JIeKTpoHHOM BUJE B hopmarte ASCII, u HacTOSIIMM TTOJHOCTHIO BKJIIOUEH B
KauecTBe cchuiku. YkazanHas ASClI-konms, co3mannas 11 oxTsops 2018 roja, Ha3wIBaeTcs

47517-722_601_SL.txt n xapakrepusyercs pasmepom 232688 Oaiir.

YpoBeHL TEXHUKH H300peTenns

[0002] Paxk sBusercss BTOPOW IO 3HAYUMOCTH IIPUYAHOM CMEPTH YEJIOBEKA IOCTE
UIeMHYecKoil Oone3Hu cepaua. Bo Bcem MUpe MUIUTMOHBI JIIOAEH YMUPAIOT OT paKa KayKIbld TOJ.
Tonbko B Coenunennpix IllTarax ot paka exeroqHo ymupaer 6ojee MOJIyMH/UTHOHA YENOBEK, U
€XKEroJIHO JMarHoCTHpyeTcst okoso 1,4 MuwumoHa HOBBIX ciydaeB. Hapsay ¢ tem, dro
CMEPTHOCTh OT OOJIe3HEeH cep/illa 3HAYUTEIBHO CHUXKACTCS, YACIO CIIy4aeB CMEPTH OT paka, B
11eJ10M, pacTeT. B Hayase cieayroero cToneTus, o Mporao3am, pak CTaHeT OCHOBHOU NPUYUHON
CMEPTH.

[0003] bonee Toro, pgaxe UL TEX OHKOJOTHYECKHMX IAIMCHTOB, KOTOPHIE
IEPBOHAYAILHO BBDKHBAIOT IIOCJIE CBOMX IEPBUYHBIX PAKOBBIX 3a00JI€BaHMM, OOIIMI ONIBIT
[IOKA3bIBAET, UTO UX JKU3Hb PE3KO U3MEHseTCsl. MHOrHE OHKOJIOTHYECKUE NAIlMEHThI HCIBITHIBAIOT
CHJIbHBIE TPEBOTH, BBI3BAHHBIE OCO3HAHHWEM BO3MOYKHOCTH pPELUAMBA WM HEyJadyH JIEUEHHUS.
MHorue OHKOJIOrHYECKHE ITAIIMEHTh] MCIBITHIBAIOT 3HAYUTEIBHOE (PU3UYECKOE UCTOIICHHE 10CIe
JeYeHusl.

[0004] BooObiue rosops, pyHaaMeHTalbHas IpoOIeMa B JIEUEHUH CaMbIX CMEpPTeNbHbIX
(dopm paka 3aKiIrovacTcs B OTCYTCTBHH YPPEKTUBHON U HETOKCHIHON CHCTEMHON Tepanuu. Pax
SIBJISIETCS CIIOKHBIM 3200JIEBAHUEM, XAPAKTEPUYIOIMUMCS TEHETUUECKUMU MY TalUsIMU, KOTOPBIE
IIPUBO/IAT K HEKOHTPOIUPYEMOMY pOCTY KIIETOK. PakoBble KIIETKU NPUCYTCTBYIOT BO BCEX
OpraHM3Max, W B HOPMAIBHBIX YCIOBHSX HUX WYPE3MEPHBIA pOCT CTPOTO PpErYyIUPYETCS

pa3TMIHBIME (PU3NOJIOTHIECKUMHE (PaKTOopamH.



CymHocTh H300peTeHns

[0005] Hacrosiimee packpbITHE OTHOCHTCS K OJHOJOMEHHBIM O€lKaM, CBS3BIBAIOLIUM
aHTureH co3peBanust B-kierok (BCMA), KOTOpble MOXHO HCIONB30BATH ISl AUATHOCTHKHA U
JIEYEeHMSI IOKA3aHUM, Koppenupyronmx ¢ skcupeccueit BCMA.

[0006] B macrosiem JOKyMEHTE NPeayCMOTPEH OJHOJAOMEHHBIN O€I0K, CBSI3bIBAIOLIHA
areHT co3peBanusi B-xietoxk (BCMA), coxepxamuii omnpeaenstonye KOMIUIEMEHTapHOCTh
obsmactu CDR1, CDR2 u CDR3, r1ie (a) amuHOKHCI0THAS nocieioBaTebHOCTh CDR 1 gBiseTcs
Takoi, kak mpesictaBiieHo B X1 XoX3X4Xs5XeX7PXsG (SEQ ID NO: 1), rae X mpeactapisieT codoi
T wmu S; Xo npeacrasisier codoit N, D wnm S; X3 npeacrasnsier codoit [, D, Q, H, V unu E; X4
npeacrtasisier cobout F, S, E, A, T, M, V, [, D, Q, P, R unu G; Xs npencrasusier codoit S, M, R
um N; X npencrasisier coooit I, K, S, T, R, E, D, N, V, H, L, A, Q wim G; X7 npencrapiser
cobort S, T, Y, R mwmm N; m Xg npenacrasnser coboit M, G nmu Y; (b) aMuHOKHCIOTHAS
nocnenosarenbHocTh CDR2 sBnsieTcs takol, kak npencrasieHo B AIXoGX10X11TX12YADSVK
(SEQ ID NO: 2), rae X9 npeacrasmnsier coboit H, N umu S; Xio npencrasnser codoii F, G, K, R,
P,D,Q H,E,N, T, S, A, I, L wmmm V; X1 npeacrasiser coboit S, Q, E, T, K wymm D; u X2
npejacrasisier codoit L, V, [, F, Y unu W; u (¢) amunokucnotHas nocienoatesibHocts CDR3
aBisiercst Takod, kak npeactaBieHo B VPWGX3YHPX14Xi15VXis (SEQ ID NO: 3), rne Xi3
npexacrasisier coboit D, I, T, K, R, A, E, S unu Y; X4 npeacrasnsier coboit R, G, L, K, T, Q, S
nm N; X5 npeacrasmsiet coboi N, K, E, V, R, M unu D; u X6 npencrasnser codoit Y, A, V, K,
H, L, M, T,R,Q, C, Swumm N.

[0007] CornmacHo oaHoMy BapuaHTy ocymectBieHus CDR1  He comepxur
aMUHOKHCIIOTHYIO nocieaoBarensHocTh coryiacHo SEQ ID NO: 473. CornacHo 0JHOMY BapUaHTy
ocymectsieHuss CDR2 He copepKuT aMMHOKUCIOTHYIO IMOCIEA0BATEILHOCTE cortacao SEQ ID
NO: 474. Cornacno ognomy Bapuanty ocyriectBiaeHus CDR3 He cojepXuT aMHHOKUACIOTHYIO
nocienosarensHocTh cornacHo SEQ ID NO: 475, CornacHo olHOMY BapuaHTy OCYIIECTBIEHUS
CDRI1 u CDR2 He coaepxat aMUHOKHUCIIOTHBIE nocnenoBareabHocTH corntacHo SEQ ID NO: 473
u 474, coorBercrBenno. CoryacHo omHomy Bapuanty ocymectBieHus CDR1 u CDR3 ne
COJICpXKaT aMHUHOKUCIOTHBIC TocneaoBaTenbHoctn cornacno SEQ ID NO: 473 u 475,
coorBeTcTBEHHO. CorylacHo ofgHoMy BapuaHTy ocyinectsieHus CDR2 u CDR3 He conmepxar
aMHHOKHCIIOTHBRIE TTocneioBarenbHOCTH corimacaio SEQ ID NO: 474 u 475, cOOTBETCTBEHHO.
Coriacno oamomy Bapuanty ocymectsicaus CDR1, CDR2 u CDR3 #e coxepxar
aMHUHOKHUCIIOTHBIC TToclieioBareibHOCTH corjlacho SEQ ID NO: 473, 474 u 475, cOOTBETCTBEHHO.

[0008] B nacrosem JOKYMEHTE MIPEAYCMOTPEH OJIHOAOMEHHBIN cBsi3bIBatONmi BCMA

OCJTOK, TpAYEM YKa3aHHBINA OCIIOK COMEPKUT cienytonyio hopmyny: f1-r1-f2-r2-f3-r3-f4, rxe, rl
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npeacrarisier coboit SEQ ID NO: 1; 12 mpeacrarmnsier codoit SEQ ID NO: 2; u r3 npencrapnser
coboit SEQ ID NO: 3; u rze f1, {2, f3 u f4 npencrasnsitor coboit kapkacHble OCTaTKU BEIOpaHHBIE
TaK, YTO YKa3aHHBIN Oe/IOK SIBIISIETCS] HA OT OKOJIO BoceMbecaT npoueHToB (80%) no okono 99%
UJECHTUYHBIM aMUHOKHCIIOTHON MOCHe0BaTeIbHOCTH, npeacTaBiecHHoi B SEQ ID NO: 346 unu
472. B HacrosimeM JOKYMEHTe NpeayCMOTpEH OTHOIOMEHHBIN cBsi3bBatonmii BCMA 6emnox,
npuyYeM yKazaHHbIH Oenok couepxur cruexyrouyo dopmyny: fl-rl-f2-r2-f3-r3-f4, rue, rl
npeacrasisier coboit SEQ ID NO: 1; 12 npeactasnset codoit SEQ ID NO: 2; u r3 npeacrapnser
coboit SEQ ID NO: 3; urze 1, £2, {3 u f4 npeacrapistor co00i KapKacHbIC OCTATKH, BEIOPAHHBIC
TaK, YTO YKa3aHHBIM Oellok sBisseTcss Ha oT okono 80% mo okomo 90% WACHTHYHBIM
aMUHOKHCIIOTHOM nociieoBaTeNibHOCTH, TipeactaBieHHoi B SEQ ID NO: 346 unu 472. CornacHo
OJIHOMY BapUaHTy OCYIIECTBIEHUS aMUHOKHCIOTHAs TMOCIe0BaTEeIhbHOCTh OJHOJOMEHHOTO
ces3piBatomero BCMA Genka ue coxepxut SEQ ID NO: 472,

[0009] CornmacHO HEKOTOPHIM HCOIPAHUMHMBAIOIIAM  HpuMepaM rl  COICPKUT
aMUHOKHCIIOTHYIO NOCIEJ0BATENBHOCTD, MIPEACTaBIeHHYIO B Bue 000 uz SEQ ID NO: 4-117.

[0010] CornacHO HEKOTOPHIM HEOrPAaHUYMBAIOIIMM IpUMEPAM 12  COAEPKHUT
aMUHOKHCIIOTHYIO TTOCJIE/IOBATEIIbHOCTD, TIPeICTaBlIcHuyio B Brjie ioboi n3 SEQ ID NO: 118-
231.

[0011] CornacHO HEKOTOPHIM HEOTPAaHUYMBAIOIIMM  IIpUMEPaM I3 COAEPKHUT
aAMMHOKHCIIOTHYIO IIOCIIEN0BATENBHOCTD, IIPEACTaBICHHYIO B BUe 000 n3 SEQ ID NO: 232-
345.

[0012] CormacHO JpyruM HEOTPAHUYMBAIONIUM  IIpUMEpaM  OCJIOK  COACPKHUT
aMUHOKMCIIOTHYIO IOCIIEA0BaTeIbHOCTD, IIpeicTaBlieHHyo B Bue moboit u3 SEQ ID NO: 346-
460.

[0013] B oxmomomensoM cas3bBatomeM BCMA Genke f1 moxer cogepxars SEQ ID
NO: 461 mm 462.

[0014] B oxnomomenHoM casi3biBaromeM BCMA Genke {2 moxert comepxars SEQ ID
NO: 463.

[0015] B oxmomomenHoM crsabBatomeM BCMA Oenke {3 moxer cogepxars SEQ ID
NO: 464 nimn 465.

[0016] B oanomomenHoMm cBs3piBaronieM BCMA Genke rae f4 moxeT comepxars SEQ
ID NO: 466 nnu 467.

[0017] Cornacno ojgHOMY HeorpanuuuBaromemy npumepy rl cogepxut SEQ ID NO:
76,114,115, 116 wum 117. CornacHo oJHOMY HeOTpaHHUYHUBAIOIEMY Ipumepy rl cojepxut SEQ

ID NO: 76.
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[0018] CornacHo omHOMY HeorpaHuumBaromemy npumepy rl comepxut SEQ ID NO:
76, 12 npeacrasisier coboit SEQ ID NO: 190, u r3 npencrasnsier codoit SEQ ID NO: 304.

[0019] Cornacso onHOMY HeorpaHuuuBaromeMy npumepy rl cogepxur SEQ ID NO:
114, 12 comepxxut SEQ ID NO: 228, u 13 conepxkutr SEQ ID NO: 342.

[0020] CornacHo onHOMY HeorpanuuuBaromemMmy npumepy rl coaepxut SEQ ID NO:
115, 12 comepxut SEQ ID NO: 229, u 13 cogepxkut SEQ ID NO: 343.

[0021] CornacHo oxHOMY HeorpanuuuBaromemy npumepy rl cogepxut SEQ ID NO:
117, 12 comepxut SEQ ID NO: 231, u r3 conepxur SEQ ID NO: 345.

[0022] CornacHo ogHOMY HeorpanmumBaromeMmy npumepy rl coxepxut SEQ 1D NO:
116, r2 comepxxut SEQ ID NO: 230, u r3 congepxxutr SEQ [D NO: 344.

[0023] Opnsomomenusli cBs3pBaronmii BCMA 0enok MokeT XapaKTepu3oBaThbCs
IIEPUOIOM IIOJIYBBIBEICHHUS, COCTABIISIFOIIMM 110 MeHbIIell Mepe 12 yacos, 110 MeHblieil mepe 20
YacoB, 110 MEHBIIICH Mepe 25 JacoB, Mo MeHbIneH Mepe 30 4acoB, 1o MEHbINEH Mepe 35 9acos, 1o
MmeHnblieid Mepe 40 gacos, 1o MeHbIIER Mepe 45 yacos, 1o MeHblIeil mepe 50 yacoB, 0 MeHbIIEH
mepe 100 yacoB nnn 6ompiie. CorjaacHO HEKOTOPBIM BapUAHTaM OCYIIECTBIICHHS OTHOIOMEHHbIH
cesi3piBatomuit. BCMA 0Gentok  1onoyiHUTENbHO cojiepkut Fc-momen. CoriiacHo HEKOTOPHIM
BapHaHTaM OCYIIECTBICHUS OJHOJIOMEHHbIN cBs3biBatomuit BCMA 0enok J0NOJHUTENBHO
COJIEPYKUT IPOTHUBOPAKOBOE CPENICTRO.

[0024] B HacTosLIEM JOKYMEHTE IIPETYCMOTPEH OJHOOMEHHBIH cBs3biBatouit BCMA
Oenok xapakrepusyercs uexoanoi antu-BCMAnocaenorarensrocteio 253BH10 SEQ ID NO:
472 nampl WM TyMaHHU3MPOBAHHOM Bepcuel 7Toi nocnenoatenbHoctd Jambl, BH2T, SEQ ID
NO 346, rome ogun wid Oojee aMUHOKHUCIOTHBIX OCTATKOB, BBIOPAHHBIX W3 TOJOKEHHM
aMuHOKHCIIOT 26, 27, 28, 29, 30, 31, 32 u 34 B CDR1; nonoxenuit 52, 54, 55 u 57 8 CDR2; u
monoxenut 101, 105, 106 u 108 B CDR3, gBiasioTcs 3aMEIICHHBIMU, TAE IMOJIOKECHUE
AMUHOKHCIJIOTHI 26, €Clid UIMEET MECTO 3aMEHa, TO 3aMeHa Ha S; MOJI0KEHUE aMUHOKUCIOTHI 27,
€CJIM UMEeT MEeCTO 3aMeHa, TO 3aMeHa Ha D unu S; nonoxeHne aMUHOKUCIIOTHL 28, eciii uMeeT
MECTO 3aMeHa, To 3aMeHa Ha D, Q, H, V, nnn E; monoxeHue aMUHOKHCIOTRI 29, eclii IMEET MECTO
3amena, To 3ameHa Ha S, E, A, T, M, V., I, D, Q, P, R um G; moioxxeaue aMuHOKUCIOTHI 30, ecru
HMEET MeCTO 3aMmena, To 3aMena Ha M, R uinm N; nososkeHue aMHHOKHCIOTHI 31, eciu uMeer
mecTo 3ameHa, To 3ameHa HAa K, S, T, R, E, D, N, V, H, L, A, Q wiu G; noixoxxeHue aMAHOKHUCIOTEI
32, ecim mMeeT MecTo 3aMeHa, To 3aMena Ha T, Y, R uiu N; monoxkenue aMuHOKHCIOTEI 34, eciu
MMEET MECTO 3aMEHa, TO 3aMeHa Ha G uiM Y; HOJIOKEHUE aMMHOKHUCIIOTHI 52, €Clii UMEET MECTO
3aMEeHa, TO 3aMeHa Ha N MM S; IOJOKEHUE aMUHOKUCIOTHI 54, eclli UMEeT MECTO 3aMeHa, TO
zameHna Ha G, K, R, P, D, Q, H, E, N, T, S, A, I, L. mum V; nonoxxenne aMHHOKHUCIIOTHI 55, eciu

UMeEET MeCTO 3amMeHa, To 3amena Ha Q, E, T, K mum D; monoxenrne aMUHOKUCTIOTRI 57, €CJii UMeeT



MecTo 3aMeHa, To 3ameHa Ha V, I, F, Y min W monosxkeHue aMuHoKHCIoTE 101, eciiy uMeeT MecTo
3amena, To 3ameHa Ha [, T, K, R, A, E, S unu Y; nonoxenune amuHoxkucinotsl 105, ecan umeer
MecTo 3aMmeHa, To 3ameHa Ha G, L, K, T, Q, S unu N; noyioxxenue aMmuHoKuACIOTE 106, eciu umeet
MecTo 3aMeHa, To 3ameHa Ha K, E, V, R, M unu D; u nonoxxenne aMmuHokuciIoTe 108, eciii nmeer
MecTto 3amena, To 3amenaHa A, V, K, H, L, M, T, R, Q, C, S uiu N.

[0025] Taxoit oaHomomeHHBIH cBs3bIBatomuit BCMA  Gelok MOXET SBISAThCH
YeJIOBEYeCKHM, T'YMaHH3MPOBAaHHBIM, XapaKTepu3oBaThbcs co3peBiell ap@UHHOCTBIO WA
MIPEICTABIISATE COO0N MX KOMOWHAIHIO.

[0026] B macTosmeM JOKYMEHTE IPEIYCMOTPEH CIriocod JieueHns win obyerdeHus B-
KJIETOYHOTO paka y HyXIaloIIerocs B 3TOM CyObeKTa, IpeycMaTpUBAOIINN BBECHHE CYOBEKTY
OJIHOJIOMEHHOTO cBsi3bIBatoliero BCMA 6ernka, OMUCAaHHOTO B HACTOSLIEM JOKYMEHTE.

[0027] B  wacrosmeM  JOKYMEHTE  HIPEIYCMOTPEH  MYJIbTUCTICIH(PUICCKUI
CBSI3BIBAIONINH OCIIOK, COJIEP AU OTHOJIOMCHHBIN cBs3biBaromnit BCMA Oefok, onucanHbIi B
HACTOSIIIEM JIOKYMEHTE.

[0028] B nacrosmem JOKyMEHTE IPELyCMOTPEH CHOCOO JeueHus win oOiaeryenus B-
KJICTOYHOTO paKa y HyXIAIOIIErocs B 3TOM CYOhEKTa, IPEyCMATPUBAIOIIHNHA BBEACHUE CYOBEKTY
MYJIBTUCTIEU(PHAIECKOTO CB3BIBAIOIIETO OETKa, OTMMCAHHOTO B HACTOSIIEM JIOKYMEHTE.

[0029] B-xneTouHblii pak MOMKET MPEACTABIATbL COOOM IEPBUYHBIA paK UM
METacTaTUYECKUM pak.

[0030] B-xieTouHBIH pak, OJICKAITUHN JICUCHHUIO ¢ IIOMOIIBIO CIIOCOOO0B, ONMCAHHBIX B
HACTOSIIIEM JIOKYMEHTE, MOMKET NPEACTABISITH COOOM MHOMXECTBEHHYIO MHUEIOMY, JIEHKO3,

maMdpomy.

Bx1ioueHHe IMoCpeICcTBOM CChLIKH

[0031] Bce nyOnukamuu, mateHTHl W 3assBKA Ha BbIJAYy MATCHTOB, YIIOMSHYTHIC B
HACTOSIIIEM OIMCAHUH, BKIIOUYEHBl B HACTOALIUN JOKYMEHT IOCPEJICTBOM CCBUIKH B TOU ¥Ke
CTEINEHH, KaK ec/ii Obl ObUIO YKA3aHO, UTO KaxAasi OTAeNbHAs MyOIUKalus, TaTEHT WK 3asiBKa Ha

BbL/Ia4y IIaTCHTA CIICIIHAIILHO U MH/IMBUAYAIIEHO BKIIIOUCHA MTOCPCICTBOM CCBLIKH.

KpaTtkoe onncanue rpaduvyecKiux MaTepuajioB

[0032] HoBrlc IpU3HAKK HACTOSIIETO H300PETCHUS H3JI0KEHBI ¢ 0COOBIM BHUMAHHEM B
npuaraemMoii  gopmyne m3o0perenms. Jlydriee NOHMMAaHWE TPU3HAKOB W IPECHUMYIICCTB
HACTOSIIETro H300peTeHus Oy/1eT JIOCTUTHYTO CO CCHUIKON Ha Clie/lytollee 10/ IpoOHOE pacKphITHE,

B KOTOPOM H3JIOKCHBI WJIIIOCTPATUBHBIC BAPUAHTHI OCYHICCTBIICHHS, B KOTOPBIX HCIOJIB3YIOTCA
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IIPUHIIMIIBI  HACTOSILEr0 M300peTeHUs, M CJIEAYIOIIME COMpOBOXKAAOIMKME TIpaduyecKkue
MaTepuabl:

[0033] Ha ¢ur. 1 mpoummoctpupoBad 3pQexT HIUTIOCTPAaTUBHBIX HALENEHHBIX Ha
BCMA wmonexyn (01HO08, 01F07, 02F02 u BH253), conepxamux cea3piBaromuit BCMA Oenox
COIJIACHO HACTOSINEMY PACKPBITHIO, B YHUYTOXXEHMM KiIeTOK EJM, KOTOpBlEe 3KCIpecCHpYyIOT
BCMA, 1o cpaBHEHHUIO ¢ OTpULIATEIbHBIM KOHTPOJIEM.

[0034] Ha dur. 2 nokazano uzodbpaxenne SDS-PAGE pernpe3eHTaTHBHBIX OUUILIEHHBIX
HaneneHHblx Ha BCMA tpucnenududeckux monekyia. Jlopoxka 1: 01F07-M34Y TriTAC
HEBOCCTAHOBJICHHBIN; Jopokka 2: 01F07-M34G-TriTAC, HEBOCCTaHOBIICHHBIN; JOPOXKa 3:
02B05 TriTAC, meBoccranoBieHHbIH; nopoxka 4: 02G02-M34Y TriTAC, HeBoccTaHOBICHHBIIH;
nopoxka 5: 02G02 M34G TriTAC, veBoccTaHOBIEHHBIH; nopoxkka 6: crangapt SDS-PAGE
nmpokoro jamamnazona (Bio-Rad, Ne mo xar. 1610317); mopoxka 7: 01F07-M34Y TriTAC,
HeBOCCTaHOBJICHHBIN; Jopokka 8:01F07-M34G-TriTAC, HEBOCCTaHOBJICHHBIA; JOpOXKa 9:
02B05 TriTAC, neBocctanoBienHbii; mopoxkka 10: 02G02-M34Y TriTAC, HeBocCcTaHOBIEHHBIH;
nopoxka 11: 02G02 M34G TriTAC, veBoccTaHOBNEHHBI; U JopoxkKa 12: cranmapt SDS-PAGE
mupokoro juanasona (Bio-Rad, Ne mo xar. 1610317).

[0035] Ha ¢wur. 3A-31 nporwurocTpupoBaH 3P PEKT WUTFOCTPATABHBIX HANCJICHHBIX Ha
BCMA Ttpucneunduueckux Moiekys, coiepxamux cpssbBatomuil BCMA Genok cornacHo
HACTOSLIEMY PacKpbITHIO, B YHHUTOXeHUH KeTok Jekol (¢ur. 3A-3C), MOLP-8 (dur. 3D-3F)
wi OPM-2 (pur. 3G-31), xoropsie skciipeccupyror BCMA, 1o cpaBHEHHIO ¢ OTpUIIATEIBHBIM
KOHTPOJIEM.

[0036] Ha d¢ur. 4A-4D npowUTIOCTPUPOBAHO CBSI3bIBAHUE WJLTFOCTPATUBHOTO
HanenesHoro Ha BCMA tpucnenuduyeckoro 6enka, cogepxaruero csizpiBaromuit BCMA Genok
corjlacHo HactosimeMy packpwituio (02B05), ¢ ounmmennsiMua T-kieTkamMu OT 4 pas3IAYHBIX
JIOHOpOB-JTIO/ICH, JtoHOpa 02 (dur. 4A), nonopa 35 (pur. 4B), noropa 81 (pur. 4C), roHopa 86
(¢ur. 4D).

[0037] Ha d¢ur. SA-S5F npowunocTpupOBaHO CBsI3bIBAHHE  HMIUTIOCTPATHBHOTO
nanenennoro na BCMA tpucnenuduaeckoro 6enka (02B05) ¢ kimeTkamu, SKCIPeCcCUPYIONTIMHA
BCMA, NCI-H929 (¢ur. 5A), EIM (¢ur. 5B), OPM2 (dpur. 5D), RPMI8226 (dur. SE); umu
KJIETOYHBIMU JIMHUSIMU, B KOTOPBIX oTcyTcTBYeT dKcrpeccus BCMA, NCI-H510A (¢ur. 5C) n
DMS-153 (¢ur. 5F).

[0038] Ha ¢dur. 6 npowsurocTprpoBansl pe3ynbraThl anamuza TDCC ¢ ucnosibp3oBanueM
wunocTparuBHoro  HanesnenHoro Ha BCMA  tpucnenunduueckoro Oenka (02B0S) wu
akcnpeccupyonmx BCMA xiterok EJM, B IpuCcyTCTBUM MITH TIPU OTCYTCTBUH CHIBOPOTOUHOTO

anpOymuHa yenoreka (HSA).
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[0039] Ha ¢ur. 7 mpormmocTpupoBaHsl pe3ynbTarhl aHaimm3a TDCC ¢ ucrnonp3oBaHnem
WUTIOCTpaTUBHOTO  HaneneHHoro Ha BCMA  tpucneun¢uueckoro OGenka (02B05) wu
skcnpeccupyomux BCMA knetok EJM, ¢ wucnonp3oBaHueM pa3iIddHbIX COOTHOLIEHUH
3¢ (EKTOPHBIX KIETOK K ICJIEBBIM KJICTKAM.

[0040] Ha dwur. 8 nponsutrocTpupoBansl pe3ynsTaThl aHanu3a TDCC ¢ ucnonb3oBanueM
WITIOCTpaTHBHOTO  HaneneHHoro Ha BCMA  tpucneuuduyeckoro Oenka (02B05) wu
akcrpeccupyomux BCMA knerok OPM2, ¢ ucmonb30BaHHEM pa3/IMYHBIX COOTHOIIEHUHN
9P HEKTOPHBIX KIETOK K ICIICBBIM KJICTKAM.

[0041] Ha dur. 9 nponsurocTprpoBanbl pe3yibTaThl aHaau3a TDCC ¢ ucmoip3oBaHuEM
WIOCTpaTHBHOro  HauneneHHoro Ha BCMA  Tpucneunguyeckoro OGenka (02B05) wu
akcnpeccupyomx BCMA knerok NCI-H929, ¢ wucnonb3oBaHWEM pa3IMUHBIX MOMEHTOB
BPEMEHH U COOTHOIEHUS 3QPeKTOPHBIX KIETOK K IeJIeBbIM KJleTKaM, cocTapisiomero 1:1.

[0042] Ha dur. 10 wnpomwuntocTpupoBanbl pe3ynbrarbl  aHamumza TDCC ¢
HCIOJIb30BAaHUEM WJUIIOCTpaTUBHOrO HaneneHHoro Ha BCMA rtpucneuuduyeckoro Oenka
(02B05), skcnpeccupyromux BCMA knetok EJM, u T-kieTok oT yeTblpex pa3iuyHbIX JOHOPOB,
B IIPUCYTCTBUU CHIBOPOTOUHOTO abOymuHa uesnoBeka (HSA).

[0043] Ha ¢wur. 11 wpomumocTpupoBanbl pe3ynbrarel adamuza 1DCC ¢
WCIOJIb30BAaHUEM WJUTIOCTpaTUBHOTO HaneneHHoro Ha BCMA rtpucneuududeckoro Oenka
(02B05), skcopeccupyromux BCMA knetok NCI-H929 u T-kneTok oT 4eTslpex pa3iaudHbIX
JIOHOPOB, B IIPUCYTCTBHH CHIBOPOTOYHOIO alibOymMuHa yesoBeka (HSA).

[0044] Ha ¢ur. 12 wnpomsumocTpupoBanbl pesynbratel adamuza [DCC ¢
HCIIOJIB30BAaHHEM HIUTIOCTPATUBHOrO HaneneHHoro Ha BCMA  tpucnenuduueckoro Oenka
(02B05), sxcnpeccupyromux BCMA knerok OPM2 u T-K1eTok OT YeThlpeX pa3IndHbIX JOHOPOB,
B IIPUCYTCTBUH CHIBOPOTOUHOTO antbOymuHa yenoBeka (HSA).

[0045] Ha ¢ur. 13 npomumocTpupoBanbl pe3ynprarel  aHamuza [DCC ¢
UCIOJB30BaHUEM HUIUTIOCTpaTHBHOrO HaleneHHoro Ha BCMA rtpucneuuduyeckoro Oenka
(02B05), skcnpeccupyromux BCMA kierok RPMI8226 u T-ki1eToK OT yeThipex pa3iuyHbIX
JIOHOPOB, B IPUCYTCTBHH CHIBOPOTOYHOTO aibOymuHa yenoseka (HSA).

[0046] Ha ¢ur. 14 upowunocTpupoBanbl pe3ynbrarbl  anamuza [DCC ¢
HCIOJIb30BAaHUEM WJUIIOCTpaTuBHOrO HaneneHHoro Ha BCMA rtpucneuuduyeckoro Oenka
(02B05), ne »kcnpeccupyronmux BCMA xietok OVCARS n T-kIIeTOK OT YeThIpEeX pa3iudHbIX
JIOHOPOB, B IPUCYTCTBHH CHIBOPOTOYHOTO alibOymMuHa yesnoseka (HSA).

[0047] Ha ¢ur. 15 wmpomumocTpupoBanbl pesynbrarel adamuza 1DCC ¢

WCIIOJIb30BAHUEM HMJUIIOCTpaTHUBHOIO HaneneHHoro Ha BCMA  rtpucnenuduyeckoro Oenka



(02B05), ne skcnpeccupyromux BCMA knerok NCI-HS510A u T-k11eTok OT 4eThIpeX pa3IudHbIX
JIOHOPOB, B MPUCYTCTBUU CHIBOPOTOYHOTO anbOymMuHa yesnoBeka (HSA).

[0048] Ha ¢ur. 16 npouwuntocTpupoBanbl pe3yibTartel aHamuza TDCC ¢
WCIIOJIL30BAHUEM HILTIOCTPATUBHOrO HaneiaeHHoro Ha BCMA  rtpucnenuduyeckoro Oenka
(02B05), oskcnpeccupyronmmmx BCMA  knerok NCI-H929 wu  MoHOHYyKJIEapHBIX —KIETOK
nepudepuueckoit kpou (PBMC) oT AByX pasmuuHBIX SIBAHCKHX MakakK, B IPHUCYTCTBHU
CBIBOPOTOUYHOTIO anbOyMuHa ueiaoeka (HSA).

[0049] Ha c¢ur. 17 npowuntocTpupoBaHbl pe3ynprarel  aHamuza TDCC ¢
MCIIOJIb30BAHUEM HILTIOCTpaTuBHOro HameneHHoro Ha BCMA Tpucnenuduueckoro Oelka,
coaepxaniero cpsi3bBatonit BCMA 0Oenok cormacno Hactosimemy packpeituio (02B05),
skcnpeccupyronmx BCMA kietok RPMI8226 m mMoHOHYKIIeapHBIX KIeTOK nepudepuyeckoi
kpoBu (PBMC) oT AByX pa3IMUHBIX SIBAHCKUX MakKak JOHOPOB, B IIPUCYTCTBUM CHIBOPOTOYHOIO
ainprOymuHa vesioBeka (HSA).

[0050] Ha dur. 18 npousuocTpupoBaH ypoBeHb 3KcIpeccu buomapkepa T-kietouHo
aktuauu CD69 nocne ananuza TDCC ¢ ncnonb30BaHUEM HUILTIOCTPATHBHOTO HALEJIEHHOTO Ha
BCMA tpucnenmuduaeckoro Oenka, cozepixkaimiero crsiabBaomuii BCMA 0eltok coriacHo
nacrosiniemy packpoitaio (02B05), u skcnpeccupyromux BCMA knetox EJM.

[0051] Ha ¢ur. 19 npousumocTpupoBaH ypoBeHb 3KcIpeccu bnomapkepa T-kiaerodnoi
axtuBaiuu CD25 nocne anamuza TDCC ¢ ucnonb3zoBaHreM HILTIOCTPATUBHOIO HALEJIEHHOTO Ha
BCMA tpucnenuduaeckoro 6enka, cozeprkaimero cpssbBaomuii BCMA 0ellok coracHo
nactosemy packpbitaio (02B05) n sxcnipeccupyronmx BCMA kinerox EJM.

[0052] Ha ¢ur. 20 npousUIFOCTPUPOBAH YPOBEHB dKCIIpecCuu bnoMapkepa T-Ki1eTouHoi
aktuBauu CD69 nocne ananuza TDCC ¢ ucnonp3oBaHHEM UILTIOCTPATUBHOTO HAIEJIEHHOrO Ha
BCMA Ttpucnenuduueckoro Oejka, cojaepxamiero cmsiabBaronmii BCMA 0eok coriiacHo
nacrosimiemy packpoituio (02B05), u skcnpeccupytromux BCMA knetok OPM?2.

[0053] Ha ¢ur. 21 npousutiocTpupoBaH ypoBeHb 3KcIpeccut buomapkepa T-kieTouHoi
aktuBanuu CD25 nocne ananuza TDCC ¢ ucnonb30BaHHEM WILTIOCTPATUBHOTO HALEJIEHHOTO Ha
BCMA tpucnenududeckoro Oeka, cojepxkamero cpsiabBaomuii BCMA 0ellok coriacHo
nacrosiiiemy packpoitaio (02B05), u skcnpeccupyromux BCMA knetok OPM?2.

[0054] Ha ¢ur. 22 npowIUTIOCTPUPOBAH YPOBEHB dKcIpeccu buomapkepa T-kiaetounoi
aktuBaiu CD69 nocne anammza TDCC ¢ ucnonp30BaHUEeM WLTIOCTPATUBHOTO HAIEICHHOTO Ha
BCMA tpucnenmduaeckoro Oenka, cojepxkamero cpsiabBaomuii BCMA 0elok corimacHo
nacrosiniemy packpoitaio (02B05), u skcnpeccupyronmux BCMA kinetok RPMIS226.

[0055] Ha ¢ur. 23 nporJUTIOCTPUPOBAH YPOBEHB IKCIIpeccH Onomapkepa T-kieTounoi

axtupaiuu CD25 nocne ananuza TDCC ¢ ucnonp3oBanneM WILTIOCTPATUBHOTO HAIEICHHOTO Ha
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BCMA tpucnenndudeckoro Oenka, cozepraimero crsiabmaomuii BCMA 0eltok coriacHo
HacTosuemy packpbituto (02B05), n skcnpeccupyromux BCMA knetoxk RPMI8226.

[0056] Ha ¢ur. 24 npoummocTpupoBaH ypOBEHb dKCIIpeccu buomapkepa T-kiaerouHo
aktuBaiuu CD69 nocne anamuza TDCC ¢ uenons30BaHUEM MIUTIOCTPATUBHOTO HAEJICHHOTO HA
BCMA tpucnennduaeckoro Oenka, cozpepxkaiero cpsabBaomuii BCMA 0Oenok cormacHo
HacrosmeMy packpsituro (02B05), n e sxcnpeccupyromux BCMA knerok OVCARS.

[0057] Ha ¢ur. 25 npouIUTIOCTPUPOBAH YPOBEHB dKCIpeccur OuoMapkepa T-KiI1eTouHo
axtuBaiun CD25 mocne anammza TDCC ¢ ucnonp3oBaHUEeM WILTIOCTPATHBHOTO HAICICHHOTO Ha
BCMA Ttpucnemuduueckoro Oenka, coxaepxariero cpsabBaronmii BCMA 06etok coriiacHo
HacTosmemy packpbiThio (02B05), u He axcnpeccupyromux BCMA knetok OVCARS.

[0058] Ha dur. 26 npousUTIOCTPUPOBAH YPOBEHB SKCIpeccuu Ouomapkepa T-kieTouHoi
axktuBaiu CD69 nocne anamsa TDCC ¢ ucnonp3oBanueM WILTIOCTPATHBHOTO HAIEJIIEHHOTO Ha
BCMA tpucnenndudeckoro Oenka, cojeprkamero crsabBaommii BCMA 0eliok coriacHo
HacTosmemy packpbiTuio (02B05), n e sxcnpeccupytonmx BCMA knerok NCI-H510A.

[0059] Ha ¢ur. 27 npousuIOCTpUPOBaH YPOBEHB 3KCIIpecchu GuoMapkepa T-KkieTouHoi
aktuBaiuu CD25 nocne anamuza TDCC ¢ ucnionb30BaHreM WLTIOCTPATUBHOTO HAIEICHHOTO Ha
BCMA tpucnenududeckoro Oenka, cozepxaimero cpsabmaomuii BCMA 0ellok coriacHo
Hacrosulemy packpbituio (02B05), n He skcnpeccupyronmx BCMA knetok NCI-H510A.

[0060] Ha ¢ur. 28 nmpoummrocTpUpOBaH ypOBEHb 3KCIpeccHH LuTokuHa, INF-0, B
COBMECTHBIX KyJIbTypax T-kiierok u sxcnpeccupyromux BCMA 1ieneBbix kietox (kietox EJM),
00paboTaHHBIX BO3PACTAIONIMMHU KOHIIEHTPAIMSAMM HJUTIOCTPATUBHOTO HaleleHnoro Ha BCMA
Tpucnenupuyeckoro 6enka, conepxaiiero cassbiBaromuit BCMA 6eok coriiacHO HacTOSIIEMY
packpoiTaio (02B0S), win ¢ momolpio oTpUIAaTENbHOT0 KOHTPOIbHOro HaueneHsoro Ha GFP
TpucnenuduIeckoro OenKa.

[0061] Ha ¢wur. 29 UpoWUTIOCTPUPOBAHO CHIJKCHHE pOCTa  ONYXOJId B
KCeHOTpaHcIlaHTaTHoi  Moaenu  RPMIS226, nonyuyuBlield  jieyeHHe ¢ [OMOIIBIO
WUTIOCTpaTUBHOTO HaueneHHoro Ha BCMA  Tpucnenuduyeckoro ©Oenka, CoaepKaliero
cesi3pBatomuit. BCMA Genmox corsacHo HactosimeMmy packpeituio (02B05), B paznmuunbix
KOHIIEHTPAIUSIX, WU C IIOMOIIBIO0 KOHTPOJISL - HOCUTEIISL.

[0062] Ha d¢ur. 30 nDpowuTOCTPUPOBAHO CHUXKEHHE pPOCTAa  ONYXOJM B
KCEHOTpaHCIUTaHTaTHOH Mozen Jekol, MoNMyuuBIed JIedeHne ¢ MOMOMIBIO MILTIOCTPATHBHOTO
naneneanoro na BCMA tpucnernuduueckoro 6eiika, copepxaniero csasbiatonmii BCMA Gemnox
COrJIacHO HacTtosieMy packpbithio (02B05), B pa3nuuHbIX KOHIICHTPAIMIX, WK C IIOMOIIBIO

KOHTPOJIsA - HOCUTCIIA.
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[0063] Ha d¢ur. 31 npommumocTpupoBaHa KOHIICHTpalnws HameleHHoro Ha BCMA
Tpucnenuduyeckoro Genka B oOpas3laXx CHIBOPOTKU OT SBAHCKUX MakKakK, KOTOPBIM BBOJIMJIN
pa3MuHble KOHLEHTpPAlUU WILTIOCTPaTUBHOTO HaueneHHoro Ha BCMA Tpucneuunduyeckoro
Oenka, cogepokarero cs3biBatonmi BCMA Genoxk corflacHo HactosieMy packpsituio (02B0S).

[0064] Ha ¢ur. 32 nokazansl pesynbrarel aHammza TDCC ¢ wucnonp3oBaHueM
HanesneHHoro Ha BCMA Tpucnernuduyeckoro 6enka, MONYyYEeHHOTO K3 0Opas3loB CHIBOPOTKH
SIBAHCKUX MaKaK, KOTOPHIM BBOJIMIIM PA3NUYHbIE KOHIIEHTPALUHN WILTIOCTPATHBHOTO HALETIEHHOTO
Ha BCMA rtpucrenindudeckoro Oeska, cojyepxkarniero cpsapiarommii BCMA 6enok coriacHo
HacrosmieMy packpeitaio (02B05), skenpeccupyromux BCMA knetox EJM u ounmenasix T-
KJIETOK 4YeJIOBeKa, B TIPHUCYTCTBUHU CBHIBOPOTKM SIBAHCKMX MaKakK, KOTOPHIM HE BBOJMIN

Hailenensblit Ha BCMA tpucnenuduueckuii 6emnox.

Hoapoduoe onucanue N300pereHust

[0065] Hecmotps Ha TO, 4YTO B JAaHHOM JOKYMEHTE OBUIM MOKa3aHbl W OIHCAHbI
NpeNOYTUTE/IbHbIE BapUaHThl OCYIIECTBICHHSI HACTOSILEr0 H300peTeHHs, CHEelUalucTaM B
HacTosmeil oOnacTu TEeXHUKHA OyJeT OYEBHJHO, YTO TAaKUE BapUAHTHl OCYIIECTBICHUS
IIpeJICTaBJIeHbl TOJIBKO B KadecTBe IpuMmepa. ClienManucraMm B HACTOSAIIEH 00JacTH TEXHMKHU
OynyT OYEeBHIHbI MHOTOYHCIICHHBIE BapHallid, U3MEHEHHUs U 3aMeHbl 0e3 OTCTYIUIEHUS OT
HacTosiero u3ooperenus. Crneayer MOHUMATh, YTO pa3jdvHbIE aJbTEPHATHUBBI BapuaHTaM
OCYHIECTBJICHHUS] HACTOSIIIET0 U300PETEHNS, OIIMCAHHBIM B HACTOSIIEM JIOKYMEHTE, MOTYT OBITh
UCIIOJIH30BaHbl IIPH NIPAKTHYECKOM IPUMEHEHMH Hactosiero uzobperenus. Ilpeanonaraercs,
YTO HYDKECHEAYIoLIast popMyra u300peTeHus orpeaenseT 00beM HACTOSIILIEr0 H300peTEH s U YTO
TakuM 00pa3oM OyAyT OXBaTHIBATHCS CIIOCOOBI U CTPYKTYPHI B IIpeieax o0bema 3Toit GopMyIibl

I/I306p€T€HI/IH " €€ DKBHBAJICHTOB.

Hexotoprlie onpenenenus

[0066] Vicmonw3yemast B HACTOSIEM TOKYMEHTE TEPMHUHOJIOIHS [IPEAHA3HAYEHA TOIBKO
JUISL OIIMCAHMsI KOHKPETHBIX CIIy4aeB M HeE IIpe/IHa3HadeHa /Uil orpanuuenus. Mcmnons3yembie B
HACTOSIIEM JOKYMEHTE (OPMBI €IMHCTBCHHOIO YHCIIA IPEAHA3HAUYCHBI TAKKE JUISL BKJIIOYCHUS
(hopM MHOKECTBEHHOI'O YMCIIa, €C/IM KOHTEKCT SIBHO HE YKa3bIBaeT Ha uHoe. Kpome Toro, B TOM
Mepe, B KOTOPOH TEpMHHBI «BKJIIOUAKOIIUHI B ce0s», «BKIIIOYAET B Ce0s», «XapaKTEepU3yIOMUHCsy,
«XapaKTEepU3yeTCs», «C» WM HUX BapUAHTBI HCIHOJB3YIOTCS B IIOJPOOHOM PAaCKPBHITHH W/WIIH
dopmysie HM300peTeHMs, TaKHE€ TEPMHHBI IIPEIHA3HAYEHBI JUIS BKJIIOYUTENIBHO CIOCOOOM,

AHAJIOTMYIHBIM TCPMUHY <<conep>1<a1m/1171».
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[0067] TepMUH «OKOJIO» WJIH «IPUOIU3UTETHLHOY» O3HAYAET B Mpeeax MpUeMIIeMOro
Jarna3oHa OIMOOK /I KOHKPETHOTO 3HAYEHHUS, OIPENENIEHHOTO CHEeHalNCTOM B HACTOSILEH
0o0nacTi TEXHUKU, KOTOPBII Oy/IeT YaCTHUHO 3aBUCETh OT TOTO, KaK U3MEPEHO WUIIU OMpPEEIeHO
3HAQUEHHWE, HaNpUMeEp, OT OTrpaHWYEHUIN CUCTeMbl U3MepeHHs. Hanpumep, «OK0I0» MOXKET
O3Ha4aTh B rpenenax | nim 6onee 1 craHIapTHOTO OTKIOHEHUS JUIS KaXI0T0 JAHHOTO 3HAYEHUSI.
Ecny KoHKpeTHBIe 3HaUeHHs! OIMCAaHbl B HACTOSINEH 3asBKe U (opMyse U300pETEHUs, eCli He
yKa3aHO MHOE, CJeAyeT Ipearoiararb, YTO TEPMUH «OKOJO» O3HauaeT MpUeMIIEeMbIH Auana3oH
OMmUOOK JIJIsT KOHKPETHOTO 3HAYEHUS.

[0068] TepMuUHBI «UHIMBHIYYM», «HAIUCHT» WA «CYOBEKT» HCTIOJIB3YIOTCS
B3auMo3ameHseMo. Hu oaun u3 TepmuHOB He TpeOyeT U HE OrpaHUYMBAETCS CHUTyalluel,
XapakTepu3zyeMoi HaOrofieHueM (HarpuMep, MOCTOSHHBIM WITH TEePHOIUYECKUM) pabOTHHKA
3/[paBOOXpaHeHusl (HalpuMmep, Bpaya, JMIUIOMUPOBAHHOM MeJICECTphI, IPaKTUKYIOLIEeH
MezicecTphl, IOMOIIIHMKA Bpada, caHUTapa i padoTHUKA XOCIHCa).

[0069] «AHnTHUTENOY», KaK NPaBUIIO, OTHOCHTCS K Y-00pa3HOMY TeTpaMepHOMY OelKy,
cozaepxamiemy Ase Tspkesnsle (H) u aBe nerkue (L) nonunentuiHble LeNu, yIepKUBAEMbIE BMECTE
KOBAJICHTHBIMH JIUCYTHPHUIHBIMHA CBS35IMHA M HEKOBAIICHTHBIMH B3auMo/IeicTBUsIME. JIerkue menu
yejioBeka cojepxar BapuabenbHbid goMen (VL) u xoncrantHbii jgomen (CL), npuuem
KOHCTaHTHBIN JOMEH MOKeT OBbITh JIEFKO KJacCuGUIIMpPOBaH KaK Karlra uin 1sM0/1a Ha OCHOBaHUH
AMUHOKMCIIOTHOHN IOCJIEIOBAaTEIbHOCTH M TeHHBIX JoKycoB. Kakmas Tsokenas Uenmb COAEPHHUT
oauH BapuabenbHbiil gjoMeH (VH) u koHCcTaHTHYIO 001acTh, kKoTopas B ciaydae IgG, IgA u IgD
COJICPKUT Tpu AoMmeHa, HazpiBaeMbix CH1, CH2 u CH3 (IgM u IgE conepskar ueTBepTHIi TOMEH,
CH4). B xnaccax IgG, IgA u IgD nomenst CH1 u CH2 pasnenenst rubkoit mapHupHoit 061acThiO,
KOTOpas MpejcTaBisieT co0o0it GOorarelil IPOJIMHOM U HUCTEUHOM CErMEHT [ePEeMEHHOU JTHHBI
(xak mpaBwmiio, oT okoyio 10 110 oxosro 60 amunokucaor B IgG). BapuabGenbHbie JOMEHBI KaK B
JIETKOM, TaK U B TSKEIION IEMSIX COSIMHEHbI ¢ KOHCTAHTHBIMU JIOMEHAMHU 00JIacThIO «J» U3 OKOJIO
12 unm GoJsiee aMHHOKHUCIIOT, a TsDKeNas Lenb Takke colep:kut obnacte «D» u3 oxomno 10
JIOTIOJIHUTETIBHBIX ~ aMHHOKUCIOT. Kakaplif Kiacc aHTUTeN JOMOJHUTEIbHO CONEPKUT
MEXKIIEIOYEeUHbIE W BHYTPHIECNOUEUYHBIE JHUCYIbQUIAHBIE CBSI3W, OOpa30oBaHHBIC IapHBIMU
ocrarkaMy nucrenHa. CyIecTByer JiBa TUIIA HATUBHBIX JUCYJIB(PUIHBIX MOCTUKOB WIIH CBS3€EH B
MOJIEKYJIaX UMMYHOTTIOOYIIMHA: MEXKIIETIOYeUHbIe U BHYTPULIETIOYEUHbIE AUCYTbPUIHBIE CBSI3U.
Pacnosio)keHue ¥ KOJIHMYECTBO MEXKIECIOUEHHBIX JUCYIb(UIHBIX CBS3el BapbUpPYIOTCS B
3aBHCUMOCTHM OT KJlacca U BHJIa UMMYHOINIOOyJMHa. Mexienodeunsle JUCYIbQU/HbIE CBSI3U
paciosoKEeHbl Ha IOBEPXHOCTH HMMMYHOIIOOYJIMHA, JOCTYIHBI JUIS pPacTBOPUTENST U, Kak
IIPaBIJIO, OTHOCUTEIILHO JIETKO BOccTaHaBinuBaroTcs. B n3otunie [gG1 venoBeka mpUCYTCTBYIOT

YETHIPE MEXKIICIIOUEHHBIC TUCYIbQUIHBIEC CBSI3U, IO OJHON OT KKJION TSKEJION MEenu K JIETKON
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e U JIBE€ MEXIY TSOKETBIMHU IersiMi. MeXIernodeunsle TUCyTbQUIHbIE CBSI3H HE SBISIOTCS
HEOOXOUMBIMHU JIJISI acCcolMaluu 1ienei. Xopolo U3BECTHO, YTO MApHUPHAS 00JIacTh TKEIOH
nenu [gGl, Goraras uuMcTenHOM, Kak IpaBHJIO, COCTOMT M3 TpeX dYacTel: BepxHeW mernwu,
LEHTPAJIBLHOW METIM W HIKHeH neriu. CrienuanucraM B HAcTOAIEH 00IacTH HOHSTHO, 4TO
nrapaupHas obnacth IgGl comepXuT IUCTEHHBI B TSDKENIOH LENH, KOTOphIE COJEpKaT
MEXIENOYeUHbIe TUCYIb(DHIHBIE CBSI3U (JIBE CBA3H MEXKY TSDKEIIBIMH LETSIMU, ABE CBSI3U MEXIY
TSDKEJIOM M JIETKOM LemsiMH), KOTOphle OOECIeUMBAIOT CTPYKTYPHYIO THOKOCTH, KOTOpas
obyergaeT nepemerieHus: Fab. Mexienodeunast 1ucyibOUIHAS CBA3b MEXKILY JICTKOM U TSKEION
nenpto [gG1 obpazyercs mexay C214 nerkoit kanmna-nienyd win jaamoaa-meri 1 C220 B obnactu
BEpXHEU MeTIM TshKelIod menu. MeXienodeunble AUCYIbPUIHBIE CBS3U MEXIY TAKETBIMU
HensiMu HaxozaTes: B nonoxkeHusx C226 u C229 (Bce OHM NMPOHYMEPOBAHBI B COOTBETCTBUHU C
unjiekcoM EU B coorBercTBUH ¢ Kabat ¢ coaBT., Huxe).

[0070] Vicmosib3yeMpblii 3/1eCh TEPMHUH «AQHTUTEIIO» BKITIOYACT B CeOS MOJIUKIOHAIBHBIC
aHTUTeNla, MYJIbTUKIOHATbHBIE AHTUTENA, MOHOKJIOHATbHBIE AHTHTENa, XUMEpHbIe aHTUTela,
rYMaHU3UpOBaHHbBIE U IpUMaTU3HpOBaHHble antuTena, CDR-npuBuThie anTUTENA, YeloBEeUeCKHE
aHTUTEJIa, PEKOMOMHAHTHO IIPOYIIUPYEMbIE aHTUTEINA, MHTPAaHTUTENA, MyJIbTUCIIEIUpHUUECKUE
aHTHTENa, OwWcrenuduyueckne aHTUTeNa, MOHOBAJEHTHBIE aHTUTENa, MYJIbTHBAICHTHBIE
aHTHUTesNa, aHTHHINOTUIINYECKIE aHTUTENa, CHHTEeTUYECKUE aHTUTENa, BKIII0Yast B ce0st MyTEHHbI
U MX BapuaHThl, pparMeHTsl UMMYyHOCTeupUUecKuX aHTUTeN, Takue Kak ¢pparmentsl Fd, Fab,
F(ab')2, F(ab'), ommomemoueunnie ¢parmeHThl (Hanpumep, ScFv um ScFvFc), cmsa3anHbIe
nucynsguaHoi ceseio Fv (sdFv), dparment Fd, cocrosimii n3 tomenos VH u CH1, nmuneitnbie
aHTHUTeJa, OJJHOJIOMEHHbIe aHTuTeNa, Takue kKak sdAb (momenbr VH, VL umn VHH (takue xax
AHTHUTEJIO TOJBKO C TSDKEJION LeNblo, TUIIEHHOE JISTKOH IeMH)); U UX MPOU3BOAHbBIE, BKIIIOYAs B
cebst Fe-cnusinust 1 Jipyrue MoAuQUKaIug, 1 JEo0YI0 JAPyTryl0 HMMYHOPEAKTHBHYIO MOJIEKYILY,
€CJIM OHA COJICPIKUT JIOMEH, COJICpKAIUN CAUT CBSI3BIBAHUS JUISI IIPEUMYIIECTBEHHON accoIuaiu
nima cBs3biBaHus ¢ 6enkom BCMA. Kpome Toro, ecim KOHTEKCTHOE OTpaHUYEHUE HE JUKTYET
MHOE, TEPMUH JOIOJHUTEIBHO BKIIIOUAET B ceOsl Bee Kiaccel anturen (T.e. IgA, IgD, IgE, 1gG n
IgM) u Bce monkiacenl (t.e. IgGl, 1gG2, 1gG3, 1gG4, IgAl u IgA2). Koncrantasie 1OMEHBI
TSDKEJION 1IelIM, KOTOpBIE COOTBETCTBYIOT pa3JIMYHBIM KJjlaccaM aHTHUTENl, Kak IIpaBuiio,
0003HAYaIOTCsl COOTBETCTBYIOIIMMHU CTPOUYHBIMU OyKBaMH TIpedeckoro ajndaButa: IenbTa,
BICWIOH, TaMMa M MIO, COOTBETCTBEHHO. JIerkue 1enm anTuTel u3 00X BUJIOB ITO3BOHOYHBIX
MOTYT OBITh OTHECEHBI K O/THOMY U3 JIBYX YETKO Pa3/IMUMMbIX TUIIOB, Ha3bIBAEMbIX Karla (Kala)
n asmba (J1stM0/1a), HA OCHOBAHMHM aMHUHOKHUCIIOTHBIX I10CJIE/I0BATEILHOCTEH MX KOHCTAHTHBIX

JIOMEHOB.
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[0071] Tepmun «xapkacHbie» win «FR» octaTku (M 001aCTH) OTHOCHTCS K OCTaTKaM
BapuadenbHOro JOMEHa, OTIUYHBEIM OT ocTaTkoB CDR wunm runepBapmabenbHOl 00nacTH, Kak
ompezeneHo B HacrosimeMm AokyMeHTe. «KoHceHCycHBI KapKacHBIH OCTATOK YelOBEKay
MpeACTaBiIsieT Cco0OM KapKacHBI OCTaTOK, KOTOPBIM TMpeACTaBisieT HauboJiee dYacTo
BCTpEUArOINiiCsl aMUHOKHACIOTHBIM OCTAaTOK B psAlle KapKacHBIX IIocaenoBaTenbHocTed VL nnu
VH ummyHornobynuHa yenoBeka.

[0072] Vcnoas3yeMblit B HACTOSILIEM JOKYMEHTE TEPMUH «BapuadeabHas 00JacTh) Uld
«BapuabENbHBIA JIOMEH» OTHOCHUTCS K TOMY (aKTy, UTO ONpeAClICHHBbIC YacTH BapuaOelIbHBIX
JIOMEHOB CHIIBHO Pa3lIMYaloTCs IO IOCJIECIOBATEILHOCTA CPEJIM aHTUTEN U HUCIOJIB3YIOTCS B
CBSI3bIBAHUU H CTIEIU(PUIHOCTH KKIOTO KOHKPETHOTO aHTUTENA JUISl €10 KOHKPETHOTO aHTUTeHa.
Tem He MeHee, BapuaOelbHOCTh HEPABHOMEPHO paclpejeiieHa M0 BapuadelbHBIM JOMEHaM
auTuTen. OHa CKOHLEHTPUpPOBAaHAa B TPeX CEIMEHTAx, Ha3bIBAEMBIX OlPEIEISIOIIMMHU
KoMIuieMeHTapHOCTh obnactssMu  (CDR) wim  runepBapuaOeibHBIME - OOJIACTSIMH  Kak B
BaprabebHBIX JIOMEHAX JIerKol Ield, Tak U B BapuabelbHOU obmacTu Tshkenoi uenu. boiee
BBICOKO KOHCEpPBAaTUBHbIE YacTU BapuabelIbHbIX JOMEHOB HA3bIBAIOTCS KAPKACHBIMH OOIACTSIMU
(FR). Kaxzplit u3 BapuaOelIbHBIX JOMEHOB HATUBHBIX TSDKENBIX M JIETKUX I[ENEH CONEPKUT
gyeThipe oOmacti FR, B 3HaunTeNbHONM CTeNeHW UPUHUMAIOMMX KOoH(GUWrypamuio p-imcTta,
coenuHeHHBIX TpeMsi CDR, koTopble 06pa3yioT MeT/iu, COeAUHSIONINe U B HEKOTOPBIX CIIydasix
oOpa3ywoiue 4acTh CTpyKTypbl P-mucra. CDR B kaxpoit menuw yaepKuBarOTCS BMECTE B
HEIOoCpeICTBEHHOM Onm3octn ¢ nomonibio obsacreit FR u, Bmecre ¢ CDR u3 napyroit nenwu,
CIOCOOCTBYIOT 00pa30BaHMIO aHTUTCHCBS3BIBAIONIETO caiiTa antureln (cM. Kabat e al., Sequences
of Proteins of Immunological Interest, Fifth Edition, National Institute of Health, Bethesda, Md.
(1991)). KoHcTanTHblE JIOMEHBI HE YYaCTBYIOT HENOCPEJCTBEHHO B CBS3bIBAHUU aHTHUTENA C
AQHTUTCHOM, HO MPOSIBIISIIOT pa3InuHbIe YQPeKTOpHbIC (PYHKIMH, TAKNE KaK y4acTUE aHTUTEIA B
AHTUTEJIO3aBUCUMOM KIIETOUHOM TOKCHYHOCTH. « Hymepalus octaTkoB BapuadeIbHOIO JOMEHA,
kak B Kabat» unu «Hymepanust aMUHOKHACIOTHBIX MoJIoXKeHuH, kak B Kabaty, u ux BapuaHTshl,
OTHOCHTCSI K CUCTEME HyMepalllH, UCIIONb3YEMOU sl BapraOeIbHBIX JJOMEHOB TSKENIOH [enu
WM BapradeThbHBIX JIOMCHOB JICTKOM TIeny KoMmwisiiuu antutesl B Kabat ef al., Sequences of
Proteins of Immunological Interest, 5 Ed. Public Health Service, National Institutes of Health,
Bethesda, Md. (1991)). Ucmonp3ys 3Ty cuctemy HyMmepauuu, (aktudeckas IIuHeHHAS
AMUHOKHCIIOTHAST  I10CJIE/IOBATENIbHOCTh  MOXET cojepaTh MEHbIIE aMUHOKHCIOT —WIIH
JIOTIOJTHATEIbHBIC aMUHOKHUCIIOTHI, COOTBETCTBYIONIME YKOpoueHHIo uin BcTaBke B FR mmm CDR
BapualesbHOro JioMeHa. Hanpumep, BapuaOenbHbIA JIOMEH TSDKEIIOW 1eNHM MOXET BKJIOYaTh B
cebs oJIHYy aMUHOKHCIIOTHYIO BCTaBKy (octatok 52a mo Kabat) mocnme ocrarka 52 H2 u

BCTaBJICHHBIC OCTATKHU (Harpumep, octaTku 82a, 82b u 82¢ u 1.1. o Kabat) mocrne ocratka 82 FR
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Tspkesol uenu. Hymepanus ocrarkoB cornacHo Kabat mosxer ObITh OIpeneneHa AJis JTaHHOTO
aHTHUTe/a TyTeM BBIPABHUBAHUS B O0JIACTSX TOMOJOTHHU IOCIEAOBATEILHOCTA AHTUTENA CO
«CTAaHAAPTHOM»  TOCIEeNOBATEbHOCTBIO,  IMpOoHyMepoBaHHOW  coryacHo — Kabat.  He
npennosaraetca, 4ro CDR corimacHO HacTosleMy PacKphITHIO 00S3aTEIBHO COOTBETCTBYIOT
cucreme Hymepanun Kabat.

[0073] CornacHo HEKOTOPLIM BapuaHTaM OcCylIecTBIeHUs cBs3biBatonie BCMA Genku
COJIEpXKAaT aHTHUTEJIO TOJBKO C TsKeNol 1enbto, Takoe kak gomen VH niu VHH. B HekoTopsix
ciyuasx cBsi3piBatonue BCMA Genku coziepkaT aHTUTEI0, COJIepkKaIIee TOIbKO TKEIBIC IEIH,
KOTOpOE TIPEJCTaBISICT cOOON CKOHCTPYHMPOBAaHHBIM uesoBeueckuit fomMeH VH. B HekoTOphix
npuMepax CKOHCTPYUPOBAaHHBIN denoBedeckuit momeH VH 1omydaior myreM IIDHHUHTA
6ubnuorek ¢arosoro aucries. CoriacHO HEKOTOPHIM BApUAHTAM OCYILIECTBIICHHUS CBS3BIBAIOIIHE
BCMA OGenxu conepxar VHH. HMcnonwssyemsiit B Hactosimem jokymente TepmuH «VHH»
OTHOCUTCS K OJIHOLIEIIOUEYHOMY CBS3BIBAIOIIEMY JIOMEHY aHTHTENA, JJUIIEHHOMY Jierkoii enu. B
HeKkoTopsIx caydasx VHH nonydaroT u3 anTUTen Toro Trmna, KoTopbiii MoxkHO HaiiTi y Camelidae
WIA XpSIUEBbIX PBIO, KOTOpPHIE €CTECTBEHHBLIM OO0pa3oM JIMINEHBI JNEerkux Ienei, umm K
CUHTETHYECKOMY M HemMMyHu3upoBaHHoMy VHH, xoTopbrii MokeT OBITH CKOHCTPYHpOBaH
COOTBETCTBYIONIMM obOpazom. Kakmasi Tspkenast IleNb COJEPXKHUT BapHabelbHYyI0 00JacTh,
kogupyemyro V-, D- n J-ak3onamu. B HekoTopsix cnyyasx VHH npencrasnser coboit mpupoaHbii
VHH, Ttakoit xax VHH, nonydeHHblif oT BepOmIOIOBBIX, WM PEKOMOUHAHTHBIA OEINOK,
cojlepskalliMii  BapuaOenpHBIA JIoMEH Tspkenoil nenu. CorylacHO HEKOTOPHIM — BapHaHTam
ocymectBieanss VHH moiryuator u3 Bujia, BBIOpaHHOI'O M3 T'PYIIIEL, COCTOSIIEH U3 BepOIIIO/IOB,
JaM, BUKYHMH, I'yaHako U XpsIIEBbIX pbIO (Takux Kak Oe3 orpaHuueHus axyiel). CoriacHo
nIpyromy Bapuanty ocyinectsienus VHH monyuator u3 anpnaka (Hanpumep, 6€3 orpaHuYeHus
anpriaka Huacaya wim anprnaka Suri).

[0074] Wcmonb3yeMplii B HACTOSIIEM JIOKYMEHTEe TepmuH «mporieHTHas (%)
UJICHTUYHOCTh aMUHOKUCIIOTHOM MOCIIEIOBATENILHOCTHY 10 OTHOLIEHHIO K MOCIIEA0BATEIbHOCTH
onpesensercss Kak IMPOLEHT aMHUHOKUCIOTHBIX OCTATKOB B IOCJI€OBATEIHHOCTH-KAHIH IATE,
KOTOpbIE MJIEHTUYHBI aMUHOKHCIOTHBIM OCTAaTKaM B KOHKPETHOM I0CIE/10BaTENbHOCTH, 110CIIEe
BBIPaBHUBAHMS IIOCIE/IOBATEIILHOCTE M BBEJEHUS IIPOIIYCKOB, €CIM HEoOXO0uMO, JUIS
TOCTUKEHHUS] MAaKCHUMAalIbHOM MPOLIEHTHOU MIEHTUYHOCTH IOC/IeOBATEeIbHOCTH, U 0e3 yueTa
KakuX-TM00 KOHCEPBATUBHBIX 3aMEH KaK YacTH WICHTUYHOCTU [10CJIEIOBATEIHHOCTH.
BpipaBHMBaHMe B ILENSX  ONpEJCIEHUS MPOIEHTA UJACHTHUYHOCTH  aMUHOKHCIOTHOMN
IIOCJIE/I0BATEIIBHOCTH MOKET OBITH JIOCTUTHYTO PA3IMYHBIMU CIIOCOOAMU, KOTOPBIE M3BECTHBI
CHEIUAINCTY B HACTOSIIEH 00JIacTH TEXHUKH, HAIPUMEpP, C MCIIOJIb30BAHUEM OOIIEOCTYITHBIX

KOMITBIOTEPHBIX IIPOrpaMM, TakuX kak Iporpammuoe obecnedenue EMBOSS MATCHER,



15

EMBOSS WATER, EMBOSS STRETCHER, EMBOSS NEEDLE, EMBOSS LALIGN, BLAST,
BLAST-2, ALIGN wm Megalign (DNASTAR). Crernanuctsl B HacCTOALIEH 00JaCTH TEXHUKH
MOTYT OIpEeAETUTh MOAXOISIINE MapaMeTphl ISl U3MEPEHUs. BblpaBHUBAHUS, BKIIOUas B ceOs
JFOOBIE ANrOPUTMBI, HEOOXOIUMBIE JUISl JOCTUXKEHHUSI MAKCUMAJIbHOTO BBIPABHMBAHMS IO BCEH
JUTMHE CPABHUBAEMBIX I1OCIIEI0BATEILHOCTEH.

[0075] Vcnonw3yemblii B HAcTOSIEM TOKYMEHTE TEPMUH «IIEPUOJ MOIYBBIBEICHUS
HCIIOJIL3YETCSI B €ro OOBIYHOM CMBICHe, Kak onucaHo B Goodman and Gillman's The
Pharmaceutical Basis of Therapeutics 21-25 (Alfred Goodman Gilman, Louis S. Goodman, and
Alfred Gilman, eds., 6th ed. 1980). Bxkparie, 3TOT TepMHH Mpe/HA3HA4YCH JUIS OXBara
KOJIMYECTBEHHOr0 M3MEPEHHUs] BpeMEHH BhLIBEJICHUS JIEKAPCTBEHHOIO cpejacTBa. BroiBeneHue
OONBUIMHCTBA JIGKAPCTBEHHBIX CPEICTB SIBJISIETCS HKCIOHEHIMATbHBIM (T.€. COOTBETCTBYET
KMHETUKE [1€pBOr0 IOPSIKA), IIOCKOJIBKY KOHIEHTPALMU JIEKAPCTBEHHBIX CPECTB, KaK IpaBuiio,
He NpuOIIMKaroTes K TEM, KOTOphIe TpeOYIOTCS JUISl HACHIIIEHUS IIpoliecca BbiBeieHus. CKOpOCTh
AKCIOHEHIIMAIBLHOTO Mpolecca MOKeT ObITh BbIpakeHa €ro KOHCTAaHTOH cKopocTH K, koTopas
BbIpaxkaeT (ppaklMOHHOE H3MEHEHHE 3a €IUHUIY BPEMEHH, WM €ro TMOIyNepHoIoM tin -
BpEMEHEM, HEOOXO0/IMMBIM JIJIs 3aBeplIeHus 1poiiecca Ha 50%. ExuannaMu stux IByX KOHCTAHT

SABJIAIOTCS BpeMs '

U BpeMsl COOTBETCTBEHHO. KOHCTaHTa CKOPOCTH IIEPBOrO NOPSIKA U IEPHOT
HoJypacaja peakluy cBs3aHbl npoctoit koppensuueit (kxt12=0,693) 1 MOTyT COOTBETCTBEHHO
ABISATHCS B3auMo3aMeHseMbIMH. [loCKoNbKy KHHETHKA BBIBEJIEHUS IEpBOr0  MOpsJKa
00yCJIaBIIMBAET TO, YTO IIOCTOSIHHASL JOJSl JIEKAPCTBEHHOI'O CpEZCTBA TEpsieTCss B €/IMHUILY
BpEMEHH, rpadyK 3aBUCUMOCTH KOHIICHTPAIIMH JIEKAPCTBEHHOTO CPEJICTBA OT BPEMEHH SIBJISIETCS
JMHEHHBIM BO BCE BpEMEHA IOCJe HadaabHOH (as3bl pacnpeneneHus (T.e. IMOCIe TOro, Kak
IOTJIOLEHNE U paclpe/ielieHUe JIeKapCTBEHHOro cpeactBa 3asepiueHo). l[lomymepuon s
BBIBE/ICHUS JIEKAPCTBEHHBIX CPEJICTB MOKHO TOYHO OIIPEIEIUTH 110 TAKOMY I'padukKy.

[0076] Vcmoap3yemblii B HACTOSINEM JTOKYMEHTE TePMHUH «a(hPUHHOCTH CBA3BIBAHUS
oTHocuTcsl K aduHHOCTH OENKOB, OMMCAHHBIX B HACTOSILEM PACKPBITHM, K MX MUIIEHSM
CBSI3bIBaHMS M BBIPA’KAeTCs YUCIEHHO ¢ UCIIOIb30BaHueM 3HaueHuld «Kdy». Ecnu ykazano, uyto 1Ba
unu  Oosbiie  OCJIKOB  XapaKTEPHU3YIOTCS CPaBHUMBIMH  aPUHHOCTIMHU CBSI3BIBAHUSI C HX
MUIIECHSIMU CBsI3bIBaHUsI, TO 3HaueHUss Kd juist cBS3BIBAHUSI COOTBETCTBYIONIIMX OEJIKOB € MX
MUIICHSIMH CBSI3bIBAHUSI HAXOMATCS B Mpejenax + 2-KpaTHOro 3Ha4deHus ApYyr oT Apyra. Ecmu
yKa3aHo, UYTO J[Ba WM OOJBIIE OCIKOB XapaKkTEpU3YIOTCS CpaBHUMBIME adduHHOCTIMU
CBS3BIBaHMST C OJHOH MUNICHBIO CBS3bIBaHWs, TO 3HaueHuss Kd jans  cBs3pIBaHUA
COOTBETCTBYIOIINX OEJIKOB ¢ YKa3aHHOHN OJIHOM MUINECHBIO CBSA3BIBAHUS HAXO/IATCS B IIpejieiax +
2-KpaTHOTO 3HA4YeHMs ApYyr OT Jpyra. Ecim ykazaHo, uTo O€lloK CBSI3bIBaeT JBE WM Oolee

MHUINIEHeH ¢ conocTtaBuMod adduuHOCTHIO CBs3BIBaHUA, TO 3HadeHms Kd juis cBsi3pIBaHUS
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yKa3aHHOTo 0eJika ¢ AByMs WK Oojiee MUIIEHSIMU HaXOAATCs B IIpeieNax + 2-KpaTHOTO 3HA4EHUs
Ipyr ot apyra. B umenom, Gonee Bbicokoe 3HaueHme Kd coorBeTcTByeT Oojee ciabomy
cBsi3bIBaHUIO. COrlacHO HEKOTOPHIM BapuaHTam ocyinectBienus «Kd» uamepstoT ¢ moMoInpio
aHalM3a CBS3BIBAHHS MEUEHHOTO paguoakTHBHBIM H30TOnoM aHtureHa (RIA) unm ananmsa
IIOBEPXHOCTHOTO  IUIA3MOHHOrO pe3oHaHca ¢ wucnoib3oBanueM BIACORE®-2000 wnm
BIACORE®-3000 (BlAcore, Inc., Piscataway, N.J.). CormacHo ompejaeneHHbIM BapHaHTaM
OCYLIECTBIIEHUS] TaKXe OIpPeNeNsIOT «CKOPOCTh accouuanuu» win «kon» H  «CKOpPOCTh
mucconmanum» uim «koff» ¢ momompio MeToJa MOBEPXHOCTHOIO IUIA3MOHHOTO PE30HAHCA €
ucnoip3oBanueM BIACORE®-2000 umn BIACORE®-3000 (BlAcore, Inc., Piscataway, NJ).
CornacHo JOMONHUTENBHBIM BapuantaM ocyiiecTBieHus «Kdy», «kon» u «koffh usmepstor c
ucnosib3oBanueM cucteM OCTET® (Pall Life Sciences). B uittocTpaTiBHOM crioco0e U3MepeHust
abduHHOCTH CBs3bIBaHMS ¢ ucmojdb3oBanueMm cucreM OCTET® nwmrann, wHanpumep,
onoruHuimpoBanHblii BCMA uenoBeka, IMMOOMIM30BAH Ha [TOBEPXHOCTH CTPEUTABUIMHOBOIO
HakoHeyHuka KamuusipHoro gatuyuka OCTET®, 3aTteM cTpenTaBUOUHOBBIE HAKOHEUHUKU
AKTUBHPYIOT B COOTBETCTBUU C HHCTPYKIUSIMHU TTPOU3BOJUTENS C UCTIONIB30BaHHEM MIpuMepHO 20-
50 mxr/mn O6enmka BCMA dgenoseka. PactBop PBS/kazemn Ttakke BBOAST B KadecTBe
OJIOKMpYIOIIEro areHTa. [[jisi KHHeTUUeCKUX W3MEPEeHui accoIaliii BapUaHThl CBSI3bIBAIOIIETO
BCMA ©Oenka BBOAAT B KOHUEHTpauuu ot okoso 10 Hr/mn go okosno 100 Mkr/miu, ot okono 50
HI/MJI 10 OKOJIO 5 MKI/MJI WJIM OT OKOJIO 2 HI/MJ 70 okojio 20 Mkr/mut. CorjlacHO HEKOTOPHIM
BapHaHTaM OCYIICCTBICHUSI OJHOJOMEHHBIE cBs3biBatomue BCMA Oenlku HUCHONB3YIOT B
KOHIIGHTpAIlMH B JMana3oHe OT OKoyo 2 Hr/mi jo okoio 20 mir/mi. Ilonmas mucconmanus
HabrofaeTest B cllydae OTPHUIATENBHOTO KOHTpoJis, Oydepa s aHanuza 6e3 CBS3BIBAIOLIMX
OenkoB. Kunetnyeckue rnapameTpsl peakiiuii CBA3bIBAHUS 3aTeM OIPENEISIOT C UCIIOIb30BAaHUEM
COOTBETCTBYIOIIEIO0 HHCTPYMEHTA, HAIpUMep nporpammHuoro odecnedenus ForteBio.

[0077] B wacrosmmeM JOKyMeHTe omnucaHbl  cBs3bBatormue  BCMA  Genxkwm,
(apMalieBTHYECKUE KOMIIO3UI[MH, a TaKkKe HYKIEMHOBbIE KHCIOTHl, pPEeKOMOMHAHTHbIE
IKCIIPECCUOHHBIE BEKTOPHI U KIETKH-XO3sieBa JJISl MOJMyueHUs Takux cBs3biBaroimx BCMA
6enkoB. Kpome TOro, mpegycMoOTpeHbl cIOCOOBI UCIIOJIB30BAHUS PACKPBITHIX CBSI3BIBAIOIIMX
BCMA ©6enkoB Ut NpOQUIAKTAKA W/WAIM JICYCHUS 3a00JIcBaHUM, COCTOSHHM W HapyHICHUH.
Ces3piBatoriie BCMA Genku criocoOHb! crienuduyecku csizbBatbess ¢ BCMA. Cornacho
HEKOTOPBHIM BapHaHTaM OCYIICCTBICHUs cBs3bBaiomue BCMA Genku BkimouaioT B cels
JIOTIOJTHUTEJIbHBIE JIOMEHBI, Takue Kak CD3-cBs3pIBatOMUK JIOMEH M allbOYMUHCBS3BIBAIOMINN

JTOMCH.

AnTHren cospepanus B-kierox (BCMA)
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[0078] Amnturen cosperanus B-xinetoxk (BCMA, TNFRSF17, CD269) npencrapnser
coboil TpancMeMOpaHHBIN OeoK, MpUHAAIEXKAUUN cylnepceMedCTBY pelenTopoB ceMeicTBa
Hekpo3a onyxoJjiell (INFR), KOTOpbIi NMpenMylIECTBEHHO 3KCIPECCUPYETCS] B OKOHYATENIBHO
muddepernmpoBanHbIx B-kneTkax. Jxcrnpeccuss BCMA orpanndena muHuei mudhepeHImpoBKa
B-kjeToOK M B OCHOBHOM IIPUCYTCTBYET B ILIa3MAaTHYECKUX KJeTKax U IluiasmoOriacrax W B
HEKOTOpOi cTeneHH B B-Kkierkax maMmsrTu, HO TIPAaKTUYECKH OTCYTCTBYET B NepuepuuecKux u
HauBHBIX B-knetkax. BCMA Takxke skcrnpeccupyeTcsl Ha KIETKaX MHOYKECTBEHHOW MHEIOMBI
(MM), Ha kreTKax jeiKko3a 1 KiieTKax JTuM(OMEIL.

[0079] BCMA Obur nieHTH(GUITHPOBAHA TYTEM MOJICKYJISIPHOTO aHAIW3a TPAHCIOKAIHH
t(4:16)(q26:p13), obHapyxkenHoit B T-kimerouHoit numMdboMme KHUIIEYHWKA 4UYeJIOBeKa, U
MOCNIEAOBATENILHOCT, BHYTPU PaMKH CUUTHIBAHUS Oblla OTHECEHA K CErMEHTY XPOMOCOMBI
16p13.1.

[0080] x/IHK BCMA uenoBeka CoIepKUT OTKPBITYIO PAMKY CUATHIBAHUS JUIMHOU B 552
II.H., KoTopas komupyeT nonunentun u3 184 ammuokuciaor. I'en BCMA opraHusoBad B Tpu
9K30HA, KOTOPbIE pa3/ielieHbl JBYMSI HHTPOHAMM, KaXIbli W3 KOTOPBHIX (JIaHKUPOBAH
KOHCEHCYCHBIMHU caiitamu criiaiicunra joHopa GT u axuenropa AG ¥ KOAMpYeT TPAHCKPUIT B
1,2 r.n.u. Crpykrypa 6erika BCMA BrirouaeT B ceOst MHTErpaIbHbBIN TpaHCMEMOpPaHHBIN O€JIOK,
OCHOBaHHbIA Ha LEeHTpaIbHOU 24-aMUHOKUCIOTHOU ruapodoOHoi obraacTu B CTpyKType anbga-
CHHUpAJIH.

[0081] I'en BCMA mbmim paciosioxkes B Xxpomocome 16, cunTeHrnaHoi odnactu 16pl3
YeJIOBEKa, M TaKXKe BKIIOYAET B ceOsl TPHU HK30HA, KOTOPbIE Pa3J/IeICHbI ABYMs HHTpOHaMH. 'en
kopupyer Oenox uz 185 amunokucnor. MPHK menmunoro BCMA askcnpeccupyercs B BuIe
TpaHcKpuInTa aiuHou 404 1.H. Ha caMbIX BBICOKUX YPOBHSX B KJI€TKax IazMouuToMbl (J558) u
Ha YMCPEHHBIX YPOBHsX B JiiHUHN B-kineTounoit immmdombr A20. Tpaackpuntst MPHK mbrmunoro
BCMA Ttaxxe ObutM OOHApYIKEHbI HA HA3KUX YPOBHSX B JMHUSAX T-kjaeTounoit mumdpomsr (E14,
BW5147) u nunusx nenaputHbix kieTok (CB1D6, D2SC1) B oTuume oT IMHUMA KIETOK YENOBEKa
T-xnerounoro u neHaputHoro mnpoucxoxaenus. [lociaenosarensHocts K/IHK BCMA Mbimnm
xapakrepuzyercs 69,3% HyKI€OTHTHON JIEHTUYHOCTHIO 110 OTHOIIEHHUIO K IIOCIIEI0BATEIbHOCTH
kJ/IHK BCMA denoBeka 1 HeMHOTO 00siece BBICOKOH WJICHTHYHOCTHIO (73,7%) nipu cpaBHEHUU
KoZupylomux obnacteil Mexay tumu AByms nocienoBatenbHocTsMu K/IHK. benoxk BCMA
Mbim Ha 62% unentudeH 6eiiky BCMA uenoBeka u, kak 1 BCMA ueioBeka, COIEpKUT OJIHY
riipodoOHYI0 00J1acTh, KOTOpas MOKET TPEJICTABISITh COOOM BHYTPEHHUN TpaHCMEMOpaHHBIN
cermeHT. N-koHieBoi 40-aMUHOKHCIIOTHEIN JoMeH Kak 6enka BCMA mbinmm, Tak 1 0esika BCMA
YeJIOBEKa COJCPXKHUT IeCTh KOHCEPBATHUBHBIX OCTATKOB IIMCTEHMHA, YTO COTJIACYETCA C

OGp&BOBaHI/IeM MOTHBa IHUCTCHUHOBOI'O IIOBTOpA, 06H&py>K€HHOFO BO BHCKJICTOYHOM JIOMCHC
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TNFR. Tlomo6no mpexacraButensm cynepcemeiictea TNFR, ©6emoxk BCMA coxepxut
KOHCEPBAaTUBHBI apoMaTUYEeCKHil OCTaTOK, PAcCIONIOKEHHBIM Ha pPacCTOSHUU OT YEeTBIpEX N0
HIECTH OCTATKOB IO HarpaBieHuI0 K C-KOHIly OT IIEPBOTO IIUCTEHHA.

[0082] BCMA He sKcnpeccHpyeTcsi Ha KJICTOYHON IMOBEPXHOCTH, a HAXOJIUTCS Ha
annapare [onpmxu. Crenenp skcnpeccun BCMA  nponopnuoHaibHa CTaauM  KJIETOYHOH
b depeHIIMPOBKY (camast BLICOKAs - B TUIA3MAaTHUECKUX KIIETKAX).

[0083] BCMA yuacTtByeT B pa3BUTHH U ToMeocTasze B-kineTox Onarogapst cBoeMy
B3auMoyIeicTBuIO ¢ ero Juranaamu BAFF (dakrop aktuBanum B-kiieTok, Takxe 0003Ha4aeMbIi
kak TALL-1 wim TNFSF13B) u APRIL (nurann, uaaynupytomuii mpoiudeparuio).

[0084] BCMA perynupyer pa3IuyHble aclIEKThI F'yMOPalbHOTO UMMYHHUTETA, Pa3BUTHS
u romeocrasza B-xierok BMecTe ¢ npeacrasutensiMu ero cemeiictsa TACI (TpancMeMOpaHHBIi
aKTUBATOp W MapTHep Jmranaa nukioduanaa) 1 BAFF-R (penenTop dakropa aktuBamuu B-
KJICTOK, TaK)Ke M3BECTHBIN KaK IMPEJICTABUTENH CYIEpCEMEHCTBA PElenTopoB (hakTopa HEKpo3a
omyxomu 13C). Dkenpeccuss BCMA nposiBisieTcst TOBOJIBHO MO3/HO Tpu JuddepeHnupoBke B-
KJIETOK U CIIOCOOCTBYET JOJITOCPOUHOMY BBDKHBAHUIO MJIA3MOOIACTOB U TIA3MAaTHUECKUX KIETOK
B KoctHOM Mo3re. BCMA Takke 10/UIepKUBACT POCT M BBDKUBAHHUE KJICTOK MHOXECTBEHHOMN
muenomsl (MM).

[0085] BCMA B OCHOBHOM H3BEeCT€H cCBoel (YHKIMOHANBHOU aKTUBHOCTHIO B
o0ecrie4eHUM BBDKUBAHUS IUIa3MaTHUECKUX KIETOK, KOTOpPblE MOAAEPKUBAIOT JUIUTEIbHBIN
I'YMOpPaJIBHBI HIMMYHHATET.

[0086] CymecTByeT NOTPeOHOCTH B BapHaHTAX JICUCHHUS IS COMIHBIX OIMYXOJIEBBIX
3a0oseBaHui, CBSI3aHHBIX ¢ M3OBITOUHON sKcrnpeccuedd BCMA, Takux Kak MHOXKECTBEHHas
MueoMa, Jeiiko3bl u muM@ombl. COrIacHO HACTOSIIEMY PACKPBITHIO COTJIACHO ONpe/eieHHBIM
BapHaHTaM OCYIIECTBICHUS MPETYCMOTPEHBI OJHOJOMEHHbIC O€IKH, KOTOphIe Clelu(UIecKu

cBs3bIBatOTCS ¢ BCMA Ha MOBEPXHOCTH OIYXOJIEBBIX KJICTOK-MHUITICHEH.

Ces3piBaromue BCMA 6enkn

[0087] B macrostmeM JOKYMEHTE IIpeIycMOTpeHbl cBs3biBaiomue BCMA  Oenku.
CornacHo onpe/IejIeHHBIM BapHaHTaM OCYIIECTBICHUS B HACTOSIIEM JIOKYMEHTE IIPEyCMOTPEHBI
CBsI3bIBalOIME O€sIKH, TaKue KaKk OJAHOJOMeHHble aHTurena Kk BCMA wiu BapuaHThl aHTHTEN,
KOTOphble cBsi3bIBalOTCA ¢ snutonioM B Oenke BCMA. CorslacHO HEKOTOpPHIM BapuaHTaMm
ocyniectBicHusl cBs3piBatomuit BCMA OGenok cBsizbiBactest ¢ Oeimkom BCMA  dgenosexka,
cojiep)aniuM  nociegosarenbHocTh corjacHo SEQ 1D NO: 468. CormacHo HEKOTOPHIM
BapuaHTaM ocyniecTriIcHus cBs3bBatomuit BCMA 6ernok  cBsizpiBaeTcss ¢ 6enmkom BCMA

YeJIOBEKA, COJIEPXKAIIMM YCEUEHHYIO TOoceI0BaTeIhHOCTh 10 cpaBHeHUIo ¢ SEQ ID NO: 468.
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CornacHo 0HOMY HEOT'paHHUMBAIOLIEMY TTpuMepy cBsi3biBatonmil BCMA Oenok cBsi3pIBaeTcCs C
oenxkom BCMA uyenoBeka, copepxalium aMHHOKUCIIOTHBIE ocTaTtki 5-51 cormacuo SEQ ID NO:
468.

[0088] CornacHo HEKOTOPBIM BapUaHTaM OCyHIeCTBICHUS cBs3bIBatomue BCMA 6enku
COTJIACHO HACTOSAIIEMY PACKPBITHIO MOTYT OBITh 3KCIIPECCHPOBAaHbI B MYJIbTHAOMEHHOM OeJiKe,
KOTOpBI BKIIOWAaeT B ce0s JOMONHUTENbHBIE JOMEHBI HMMYyHornoOynuHa. Takue
MYJIbTHIOMEHHbIE OEJIKM MOTYT JelCTBOBaTh MOCPEICTBOM MHIMOMPOBAHUS pOCTa OMYXOJu Ha
OCHOBC HMMMYHOTOKCHHOB W WHJIYKIIMM AHTUTEIIO3aBHCUMOM KIICTOYHOU IUTOTOKCHYHOCTH
(ADCC). B HEKOTOpBIX BapHaHTaX OCYITICCTBICHUS MYJIbTHIOMEHHBIC OCIIKH, COJACpIKAIe
cesi3piBafomiue BCMA  Oenku  cOrjlacHO ~ HACTOSIIEMY  PACKPBITHIO,  MPOSIBIISIFOT
KOMILIEMEHT3aBUCUMYI0 1uToTOoKcuueckyto (CDC) axktuBHOCTb. COrjlacHO HEKOTOPHIM
BapUaHTaM OCYIIECTBICHUS MYJILTHIOMEHHBIC O€ITKY, cotepxkatnue cBs3piBatomue BCMA Genku
COTJIACHO HACTOSAIIEMY PACKpPBITHIO, TMPosBisiioT akTuBHOCTE ADCC n CDC npoTHB pakoBBIX
KJIETOK, 3Kcnpeccupyrommnx BCMA. AMHHOKHCIIOTHYIO OCA€A0BaTENBHOCTh Fe-moMeHa MOKHO
n06aBuTh K cBs3biBaroluM BCMA Oenkam, OnHCaHHBIM HACTOSIIEM TOKYMEHTE, JJisl MHIYKLIUU
ACDD umu CDC. AMHHOKHUCIIOTHBIC TTOCIICA0BATEILHOCTHA FC-TOMEHOB U3BECTHRI B HACTOSIIICH
00J1acTH TEXHUKHU U MIPEyCMOTPEHBI B HACTOSITIEM JIOKYMEHTE.

[0089] ChrsasbiBatommit BCMA  0esok, oONUCAaHHBIA B HACTOSUIEM JOKYMEHTE,
CBSI3bIBAETCS C BHEKJIETOUHBIM JJoMmeHoM BCMA. B onnom cityuae cBsizbiBaromuit BCMA Oenok,
OIIMCAHHBII B HACTOSIIEM JJOKYMEHTE, CBI3bIBACTCS ¢ AMUHOKMCIIOTHRIMU ocTaTkamu 5-51 BCMA
YeJioBeKa.

[0090] CornacHo HEKOTOPHIM BapraHTaM ocylecTBIeHUs cBs3biBaronit BCMA Genok
npejacrasisier coboi antuteno k BCMA unu Bapuant antutesa. Vcrnonbs3yemblil B HacTosiem
JIOKYMEHTE TCPMHUH «BApUAHT AHTHTEIIA» OTHOCUTCS K BapHaHTaM W IPOU3BOJIHBIM aHTHTENA,
OIMMCAHHOTO B HACTOSIIEM JIOKyMeHTEe. COrJIacHO ONpEJICIICHHBIM BapHaHTaM OCYIICCTBICHHS
NpeAyCMOTPEHBl BapUaHTbl AMUHOKHUCIOTHOW IoclenoBaTenbHOCTH aHTuTel K BCMA,
ONMCAHHBIX B HacToslleM JokymeHTe. Hampumep, corimacHo omnpeneleHHbIM BapHaHTaM
OCYIIECTBJEHHS] BAapUAHTHl AMHHOKHCIOTHOW IIOCIEA0BATENIbHOCTH aHTutel K BCMA,
ONMCAaHHBIX B HACTOSNIEM JIOKYMCHTE, MPEyCMOTPEHBI Ui yiyumenus adpuaHoCTH
CBSI3bIBaHUS W/MIK JpYyrux OHUOJOTMYEcCKUX CBOMCTB antuten. MmmoctpatuBHble crocoObI
MOJIYHCHUS aMUHOKHCIIOTHBIX BapUaHTOB BKIIOYAIOT B cebs 0Oe3 OrpaHuyucHusl BBEICHUC
COOTBETCTBYIONUX MOJUPUKANAN B HYKJICOTHIHYIO ITOCIICI0BATCILHOCTD, KOJUPYIONIYIO
AHTHUTENO, WIN IIyTEM NENTHAHOTO cuHTe3a. Takue Mo IupuKaiy BKIIOYAIOT B ceOsl, HaIpuMmep,
JISNCNAN, W/WIA BCTaBKH, W/WIM 3aMCHBl OCTATKOB B TIpeJeiiax AaMHHOKHCIOTHBIX

IIOCJICIOBATEIBHOCTEH aHTUTEA.
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[0091] JlroOast koMOMHAIIUS ENEIUH, BCTABKHA M 3aMEHBI MOXKET OBITh TOCTUTHYTA IS
JIOCTUKEHHUS! KOHEYHOTO KOHCTPYKTa, IpU YCIOBUM, YTO KOHEUHBIH KOHCTPYKT oOmnamaer
TpeOyeMbIMH XapaKTepUCTUKaMU, HallpUMep, CBsA3bIBaHUEM aHTUreHa. CoriacHO ONpeaeIeHHbIM
BapHaHTaM OCYIIECTBIICHUSI IIPElyCMOTPEHBI BapUAHTHI AHTUTEN, XapaKTEpH3YIOMUEcs OJHOH
ui  Oonee aMHMHOKHCIOTHBIMH  3aMeHamu. [lpeacraBnsgiomme uHTepec calThl  JUIs
3aMEeCTUTENIbHOTO MyTareHnesa, BkimouatoT B cedst CDR u xapkachbie oOmactu. [Ipumepsr Takux
3aMEH OIMCaHbl HIKe. AMHHOKHUCIOTHBIE 3aMEHBI MOXKHO BBOJUTH B IIPEICTABIISIIOIIEE HHTEPEC
AQHTHUTENI0O W TIPOJYKTHI, TOJBEPTHYTHIE CKPUHHUHIY B OTHOINEHUM TpeOyeMo# aKTHBHOCTH,
HaIpUMEp, COXPAaHCHHOE/YIYUICHHOE CBS3BIBAHUC AHTUTCHA, MMOHM)KCHHAS HMMYHOTCHHOCTH
WM yIOydlleHHas aHTUTelo3aBUCUMas  KieroyHass uuroTokcuyHocts (ADCC) wunm
KOMILIEMEHT3aBUCUMasT IUTOTOKCMYHOCTL (CDC). JInsg mnoiydyeHuss BapuUaHTOB aHTHTEI
1IpelyCMOTPEHBI KaKk KOHCEPBATHBHbIE, TAK U HEKOHCEPBATUBHBIE aMMHOKHUCIOTHBIE 3aMEHBI.

[0092] B apyrom mpumepe 3aMeHBI JUIS CO3/IaHUS BapuaHTHoro antutesna k BCMA
3aMelleH OJIMH UK OoJiee OCTaTKOB rUNepBapruadeIbHoi 00JaCcTH HCX0AHOTO anTuTena. B obiem,
BapHaHTHl 3aT€M BBIOMPAIOT HA OCHOBAHUU YIY4YIEHUN TpeOyeMbIX CBOUCTB MO CPABHEHUIO C
MCXOJHBIM aHTHTEIIOM, HAIPUMEpP, NOBBIMCHHAS apPUHHOCTD, MOHWKCHHAs apPUHHOCTD,
ITOHM)KEHHAsT UMMYHOI'€HHOCTB, IOBBIIIEHHASI 3aBUCUMOCTH cBsibiBaHust oT pH. Hampumep,
BApMAHTHOE aHTUTENO ¢ co3peBlied adOUHHOCTBIO MOXKHO TOJIYUYHThb, HampuMep, C
UCIOJb30BaHNEM TEeXHUK co3peBaHusi apPpuHHOCTH Ha OCHOBE (HaroBOro QUCIUies, TaKuX Kax
OIIMICAHHBIE B HACTOSIIEM JOKYMEHTE U U3BECTHBIE B HACTOSIICH 00J1aCTH TEXHUKH.

[0093] CornacHO HEKOTOPHIM BapHaHTaM OCyInecTBICHHS cBs3bIBatomuit BCMA Genok,
OIMCAaHHBIM B HACTOSIIIEM JOKYMEHTE, IPeACTaBIseT co00il 0JHONOMEHHOE aHTUTENO, TAKOE KaK
BapuabenbHblil 1oMeH Tspkenoi uenu (VH), Bapuabensusiit nomen (VHH) npoucxonsinero ot
nambl sdAb, menTu, JMraH WIA Maias MOJIEKYJa, cnenuprudeckue B oTHONeHuu it BCM.
CornacHO HEKOTOPHIM BapHaHTaM OCYIeCTBICHUS cBs3biBatomnid BCMA jomeHn onucaHHoro B
HacTosieM JoKymeHTe cBsizbiBaromiero BCMA ©Oenka mpezncraBisieT coOoid J1i000W JTOMEH,
KOTOpBIi cBsi3biBaeTesi ¢ BCMA, Biirodas B cebst 6€3 orpaHuyueHust JOMEHbI 13 MOHOKJIOHAIBHOTO
aHTHUTENA, IOJUKIOHAIBHOIO aHTUTENA, PEKOMOMHAHTHOIO aHTUTEINA, YEJIOBEYECKOT0 aHTHUTEIIA,
IrYMaHu3MpoBaHHOro aHtuTesda. CorjnacHo  ONPEJIENICHHbIM — BapUaHTaM  OCYIIECTBICHUS
ces3biBaroit BCMA 6enok npecrasisier codoli oaHooMeHHoe aHTuTe0. COriacHo Ipyrum
BapuaHTaM OCYIIEeCTBIcHUs cBs3bBaiomuilt BCMA  0eitok  TipeicTaBisieT co0O#  MENTHI.
CorylacHO  JIONOJIHATENIFHBIM ~ BapuaHTaM —OCyIIecTBICHUS cBsi3biBatonmii BCMA  Oemnox
1IpeJicTaBisieT co00M Mallyro MOJIEKYJLY.

[0094] Kak npaBmio, cieayeT OTMETHUTh, YTO TEPMHUH «OJHOJOMEHHOE AHTUTEIION,

PICHOJIB3yeMBIf"I B HACTOAMNICM JIOKYMCHTC, B €I CaMOM IIHUPOKOM CMBICIIC HC OrpaHuycCH
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KOHKDETHBbIM  OMOJIOTHYECKMM HMCTOYHHKOM HJIM KOHKPETHBIM  CIIOCOOOM  IOJy4YEHUSI.
OpHoslOMEHHBIE  aHTHUTENA  TPEACTABISIOT  CcOOOM  aHTHTeNa, 4YbH  OMNpPEAEISIOUINE
KOMIUIEMEHTapHOCTh 00NacTU SBISIOTCS YacThl0 OAHOAOMEHHOro nomunentuja. llpumepst
BKJIFOHAIOT B ce0s1 0e3 OrpaHHWYCHHS] aHTHTENAa TOJNBKO C TSHKEIBIMHU LEISMHU, aHTHUTENa,
€CTECTBEHHO JIMIIEHHBIE JIETKUX LEeleH, OHOIOMEHHbIe aHTUTENa, TTOJIyUYeHHbIE U3 OOBIYHBIX 4-
LEMOYEYHBIX aHTUTEN, CKOHCTPYHPOBAHHbBIE aHTUTENIA U OJHOJOMEHHBIE KapKachl, OTIIMYHBIE OT
KapKacoB, IOJYYEHHBIX M3 aHTUTed. OIHOJAOMEHHBbIE aHTUTElIa MOTYT HPEeACTaBIATH COOOM
JIO0BIE M3 IIPE/IIECTBYIONIErO YPOBHSI TEXHUKHU WK JTFOOBIE Oy IyIHe 0/IHOJIOMEHHBIC aHTUTEIA.
OHOOMEHHBIE aHTUTEIA MOXKHO MOJYUIUTh U3 JTFOOBIX BHJIOB, BKJIIOYas B ce0s 6€3 orpaHnYCHUS
MBIIIIb, YeJIOBEKa, BepOIo/ia, J1laMy, Ko3y, Kpoluka u Oblka. Hampumep, coriacHo HEKOTOPBIM
BapyaHTaM OCYLIECTBJIEHNs OJHOJOMEHHbIE AHTUTENA COIVIACHO HACTOSLIEMY DPAaCKPBITHIO
nosyyatot: (1) myrem Boizenienus qomena VHH Berpeuatonierocst B npupo/ie aHTuTela TOIbKO C
TSDKEJIBIMU LENsIMU; (2) ITyTeM 3KCIPECCUU HYKIIEOTHJIHOM 110CIIE[0BATEILHOCTH, KOJIUPYIOLIEH
BcTpevaromuiics B npupoae qomed VHH; (3) mytem «rymanu3zanun» BCTpeyaromerocs B Ipupoie
nmomena VHH wim myrem skcnpeccuM HYKJIEMHOBOM  KHCIIOTBL, KOIMPYIOLIEH Takon
rymanusupoBaHHblii jomen VHH; (4) nyreMm «kamenuzalMu» BCTPEUAIOUIErocss B IPUPOJIE
JomeHa VH u3 j1r00bIX BHIOB )KMBOTHBIX M, B UaCTHOCTH, U3 BH/1a MIIEKOIIMTAIONIET0, TAKOTO KaK
Yes0BeK, WIK MyTeM IKCIIPECCHU HYKJIEMHOBOM KUCIOTHI, KOAUPYIOIEH Takoi KaMenr30BaHHbIH
nomeHn VH; (5) myrem «kamenuzauuu» «IoMeHHoro aHtutena» win «Daby wmu nytem
IKCIPECCHH HYKIIEMHOBOM KHCIIOTHI, KOJUpYromedl Takoi kamenu3oBaHHbIM jomeH VH; (6) ¢
UCIIOJI30BAHUEM CHHTETHYECKUX WM TOJYCMHTETHYECKHX TEXHUK IIOJIydeHus: OelKoB,
NOJIMNENTUIOB WA APYTUX aMUHOKUCIOTHBIX IOcienoBaTenbHocTel; (7) myTeM MNOIy4YeHHs
HYKJIGMHOBOH KUCIIOTBI, KOTUPYIOUIEH OMHOJOMEHHOE aHTHTENIO0, C HCIIOJb30BAHUEM TEXHHK
CHHTE3a HYKJICMHOBBIX KUCJIOT, M3BECTHBIX B HACTOSLICH 00JIACTH TEXHUKH, C HOCIEAYIOHICH
9KCIPECCHEH MOJTYYCHHOM TaKUM 00pa3oM HYKJICHHOBOW KUCIOTHI, U/MiH (8) ¢ OMOTIBIO 000
KOMOUMHAIIUK OJHOrO WK 00liee U3 BBILLEIEPEYHCICHHBIX.

[0095] CornacHO OZHOMY BapUaHTy OCYLIECTBIEHHUS OJHOJOMEHHOE aHTHUTEINO
coorBeTcTBYET JloMeHaM VHH Berpeuaronmxcst B Ipupoie aHTUTET TOIBKO € TSKEIBIMU HEISIMHU,
HanpasiieHHBIX poTuB BCMA. Kak JIONOJHUTENLHO ONMCAHO B HACTOSIIEM JIOKYMEHTE, TaKUe
nocnenosarenpbHoctTh  VHH  MoxHO, kak mpaBwio, co3gaTh WM [OOJNYYUTh  [yTEM
COOTBETCTRYIONICH HMMMYHM3aIluu BHja jJamel ¢ nomoibio BCMA (T.e. 49T0OBI BBI3BATh
UMMYHHBIH OTBET W/WIM TIOJy9UTh AHTUTENA TOJBKO C TSDKEIBIMH ICMSIMH, HAlpaBICHHBIC
nporuB BCMA), myTeM norydeHust moxXo/siero OuoJornyeckoro oopasiia u3 ykazanHoi J1aMbl

(Takoro xak oOpazel; KpoBH, 00pazel] CHIBOPOTKU WM 0Opazer] B-KIeTok) u myTem co3aanus
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nocienorarenbHocTe VHH, Hanpasnenuabix nmpotus BCMA, HaunHas ¢ ykazaHHOTo o0pasia, ¢
HCIIONIb30BaHUEM JI000H MoaxoAsieit TEXHUKH, N3BECTHOM B HACTOSILEH 00MacTH TEXHUKHU.

[0096] CornacHo ApyroMy BapuaHTy OCYLLIECTBIEHHUs TAKUE BCTPEUAIOLIUECs B IPUPO/JIE
nomensl VHH npotue BCMA nonydaloT u3 HauBHBIX OMOIMOTEK mocienoBarenbHoctet VHH
BepOJIIOIOBBIX, HAIIPUMeEp, ITyTeM CKPUHHUHTA Takol Oubmuoreku ¢ ucnonb3oBanueM BCMA wumnm
[0 MeHbIIel Mepe OJHOW ee 4JacTH, (parMeHTa, aHTHUT€HHON JEeTEPMUHAHTHI WM SITHTONA C
HCIOJIb30BaHUEM OJHON MM Oojiee TeXHHUK CKPUHUHTA, U3BECTHBIX B HacToOsIed 00JacTH
TeXHUKH. Takue OMOIMOTEKM M TEXHUKH OIUCAHBI, HAIPUMEP, B MEXKIIYHAPOJHBIX MATEHTHBIX
nyomukanustx WO 99/37681, WO 01/90190, WO 03/025020 u WO 03/035694. AsbTepHATHBHO,
UCTIONB3YIOT YIYUIIIEHHbIE CHHTETUYECKUE WU TOJyCUHTETUYeCKe OUOINOTEeKH, TTOTy4YeHHbIE
u3 HauBHbIX OuOnnoTexk VHH, Takue kak 6ubamorekn VHH, nomyyenHble u3 HauBHBIX OUOIMOTEK
VHH takumu MeTo/1aMu, KaK CIy9aiHbIN MyTareHes u/mim «ueperacorka» CDR, kak, Hanipamep,
ONHCAHO B MEKYHAPOIHOM mareHTHON myonukarun WO 00/43507.

[0097] CornacHO IONONHUTEIBPHOMY BapUaHTy OCYINECTBIEHUS €IIe OJHA TEXHHKA
nonydyenus: nocnepoparensHocteli VHH, nanpaenennbix nporuB BCMA, mpenycmarpuBaet
HOJIXO/SIIIYI0O  MMMYHH3AIUIO  TPAHCTEHHOIO  MIIEKOIIUTAIOMIET0, KOTOpO€  CIOCOOHO
JKCIPECCHPOBATh AHTUTENA TOJIBKO C TSHKEJIBIMU HENsIMU (T.€. YTOOBI BbI3BaTh MMMYHHBINA OTBET
W/WIM aHTUTeNa TOJNbKO C TSKENBIMHU LelsMH, HampasieHHble npotuB BCMA), nomyuenue
MOAX0s1Iero GUoJI0rHIecKoro oopasia oT yKa3aHHOr0 TPaHCT€HHOTO MJIEKOMUTAIOLIETO (TaKoTo
Kak oOpaseny KpoBH, o0Opaszell ChIBOPOTKHA WM oOpasell B-kiIeTok) W 3areM co3JlaHue
nocneaosarenbaocTedt VHH, nanpasnenasix npotuB BCMA, naunnas ¢ ykazanaoro obpasiua, ¢
HCIOJIb30BaHUEM 10000 MOAXOASINEl TeXHUKH, U3BECTHON B HAcTOsLIed 0OIacTH TEXHUKU.
Hanpumep, ass 3To# 1e14 MOKHO UCIOIB30BATh KPBIC HITH MBIILIEH, SKCIIPECCUPYIOLINX aHTHTEea
TOJIBKO C TSDKEJIBIMH IICISIMH, M JIOIOJHHUTENBHBIE CIOCOOBI M TEXHUKU, OIMCAHHBIE B
MEXKTYHAPOAHBIX MaTeHTHBIX myomukamusx WO 02/085945 u 8 WO 04/049794.

[0098] CornacHo HEKOTOpPHIM BapuaHTaM ocyllectBieHus antuteno kK BCMA, kak
ONMCAHO B HACTOSILUEM JIOKYMEHTE, COIEPKUT OIHOJOMEHHOE AHTHUTENO C aMHHOKHCIOTHOHN
110CJIE/I0BATENBHOCTRIO,  KOTOpask COOTBETCTBYET AMMHOKHMCIOTHOM — I1OCIIE0BATEIHLHOCTH
BCTpeuatouierocss B upupojie jomeHa VHH, HO xoTopast Oblia «ryMaHM3UpOBaHay, T.€. MyTeM
3aMEHBI OJIHOTO WK 00Jiee aMUHOKHCIIOTHBIX OCTATKOB B AMHUHOKHUCIOTHOU MOCNE0BATEIHLHOCTH
yKa3aHHOH BcTpeyaroleiics B mpupojie nocieaonarensHoctn VHH (1, B 4acTHOCTH, B KapKacHbBIX
HIOCJIE0BATENBHOCTSIX ) OJTHAM WJIH 60JIe€ aMUHOKUCIIOTHBIMU OCTATKaMH, KOTOPBIE BCTPEUAIOTCS
B COOTBETCTBYIOIMEM(HX) MTOJIOKEHUHU(5IX) B JJoMeHe VH 13 00BMHOTO 4-11EM0YE€YHOr0 aHTUTEIIA
W3 Opranuds3Ma 4ejioBeka (Halpumep, KaK YKa3aHo BBINIE). DTO MOYKHO BBIIOJHHUTH CIIOCOOOM,

M3BECTHHIM B HACTOSIIIIEH 00JIaCTH TEXHUKH, KOTOPBIN OyAeT IOHITEH CHEIUAIMCTY B HACTOSIIEH
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o0facTy TEXHHWKH, HaAIpuMep, Ha OCHOBAaHUHM [OIMOJHUTEIHLHOIO OINMCAHUS B HACTOSILIEM
JokymeHTe. OmsiTh K€, CIEIyeT OTMETUTh, YTO TAaKHUE T'yMaHW3UPOBAHHBIE OJIHOJOMEHHbBIE
agtutena K BCMA cormacHo HAacToslIEMY PacKpbITHIO MONYYarOT JIOOBIM IOAXOISIIIM
C1rIocoOOM, H3BECTHBIM per se (T.€. Kak yKka3zaHo B myHKTax (1)-(8) Bbime) u, Takum 00pa3om, OHU
CTpPOTO HE OrpaHWYEHbl IOJUIENTHIAMH, KOTOpble OBUIM NOJXY4YeHbl € WCIOIH30BAHUEM
MOJIUNENTH/Ia, KOTOPBIA COIEpKUT BcTpeuarouuiics B mpupone aomeH VHH, B kauectse
ucxogHoro marepuana. CormacHO HEKOTOPBIM IONOJHUTENBHBIM BapHaHTaM OCYILECTBICHUS
onHosioMeHHOe aHTuTeNno K BCMA, Kak ommcaHo B HACTOSIIEM JIOKYMEHTE, COJIEPIKUT
OJITHOJIOMEHHOE QHTHUTEJIO ¢ aMHHOKHCIOTHON TOCIIEI0BATEIbHOCTHIO, KOTOpasi COOTBETCTBYET
AMUHOKHCIIOTHOM TOCIIEIOBATEILHOCTH BCTPEYAIOLIErocsl B npupoae aomMeHa VH, HO kotopas
ObliIa «KaMelu30BaHa», T.€. MYTEeM 3aMEeHbl OJHOTO WM 00jiee aMUHOKHUCIOTHBIX OCTaTKOB B
AMHHOKMCIIOTHOH 11OCIIE/IOBATEIbHOCTH BCTpeyarolerocs: B npupo/ie jjomeHa VH u3 o0brdHOTO
4-1enoYeYHOro  aHTUTENA OJIHUM WIM 0oliee aMHHOKMCIOTHBIMH OCTaTKamH, KOTOpBIE
BCTPEYAIOTCS B COOTBETCTBYIOLIEM(UX) MonoxkeHUuu(six) B nomeHe VHH anturena tombko ¢
TSOKENbIMH [ermsiMU. Takue «KaMeIH3UPYIOLUe» 3aMeHbl MPearouTUTENbHO BBEIEHHI B
MTOJIOKCHUSI AMUHOKHUCIIOT, KOTOPBIE 00Pa3yloT |/WIA MPUCYTCTBYIOT Ha rpanuiie VH-VL, u/umm
Ha TaK Ha3bIBaeMBIX XapakTepHbIX Uit Camelidae ocrarkax (cM., HampuMep, MEXYHAPOTHYIO
nateHTHyto nyonukamuio WO 94/04678 u Davies and Riechmann (1994 u 1996)).
IIpenmouruTtenbHO MocieAOBaTENbHOCT, VH, KOTOpYIO HCHONB3YIOT B Kaye€CTBE HCXOHOTO
Martepraia WIA OTIPaBHOH TOYKH Ul CO3/IaHUS WM KOHCTPYHMPOBAHUS KaMEJIW30BAHHOTO
OJIMHOYHOI'O JIOMEHA, IPEIIOYTUTEIILHO IIpeCTaBisieT coOoit rmocnenoBaTensHocTh VH ot
MJIEKONHTAIOILEro, Oojiee MPeANOYTUTENBHO IocienoBaTenbHOCTh VH yenmoBeka, Takyro Kak
nocienoBarernbHocTh VH3. TeM He meHee, ciielyeT OTMETUTh, YTO TaKUE€ KaMeIn30BaHHbIE
ojiHotomeHHbIe anTuTea K BCMA coriiacHo HacTOSIIEMY pacKpPhITHIO COTTIACHO OIPE/IEIICHHBIM
BapHaHTaM OCYIIECTBIEHHUS IIOIYYAlOT JIOOBIM TOJXOJSIIAM CIIOCOOOM, HW3BECTHBIM B
HacTosIIeH 001acTH TEXHUKH (T.€. KaK yKa3zaHo B myHKTax (1)-(8) Bele), u Takum 00pa3om, OHU
CTPOro HE OrPaHUYUBAIOTCS MOJUIENTHIAMHU, KOTOPHIE OBUTH TMOTYYEHbI ¢ UCIOJIB30BAHUEM
HIOJIMIIENITH/IA, KOTOPBIH COIEPKUT BCTpeUaroIuiics B Ipupo/ie JoMeH VH, B kauecTBe HCXO0/IHOTO
matepuaia. Hanpumep, Kak JIONOJHUTEIHLHO OIMCAHO B HACTOSINEM JIOKYMEHTE, Kak
«TYMaHU3aLMIO», TAK M «KAMEJIU3alUI0» BBIIONHSIOT MyTeM MOJYyYEeHUs HYKJICOTHIHOU
1I0CIIE0BATEIIHHOCTH, KOTOPas KOJUPYET BCTpedaronuiicss B npupoje nomed VHH unm nomen
VH, cOOTBETCTBEHHO, M 3aTEM IIyT€M H3MEHEHUsI OJIHOrO WM Oojiee KOJIOHOB B YKa3aHHOU
HYKJICOTH/IHOH  IIOCJIEJIOBATEIBHOCTH  TakMM  0o0pa3oMm, 4YTO  HOBas  HYKJICOTH/HAS
1OCIIEOBATEIIBHOCTD KOJUPYET «TYMAHU3UPOBAHHOEY MIIM «KAMEIM30BAHHOE» OJIHOJOMEHHOE

aHTUTCII0, COOTBCTCTBCHHO. 3arem 9TY HYKIJICMHOBYIO KHUCJIOTY MOXKHO SKCIIPECCUPOBATH C TCM,
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yTOOBl MOJY4YUTH TpebyeMoe omHoMoMeHHoe aHTuteno K BCMA cormacHo HacrosimeMy
pacKpbITHIO. AINBTEPHATUBHO, COTMACHO JPYTMM BapHaHTaM OCYIIECTBICHUS Ha OCHOBE
aMUHOKMCIIOTHOH MOCNEA0BAaTEILHOCTH BeTpeyatolnerocs B mpupoje nomena VHH wnu nomena
VH, COOTBETCTBEHHO, KOHCTPYHPYIOT AMMHOKHUCIOTHYIO IIOCIIEI0BATEIbHOCTh TPeOyeMoro
TYMaHU3MPOBAHHOIO WM KaMEJIM30BAHHOTO oAHOAOMeHHoro antutena k BCMA cormacHo
HACTOSIIEMY PacKPBITHIO, COOTBETCTBEHHO, M 3aT€M CHHTE3UPYIOT de Novo C HCIOJIb30BaHUEM
M3BECTHBIX TEXHUK CHHTe3a NentuaoB. COrinacHO HEKOTOPBHIM BapUaHTaM OCYLIECTBIIEHUS Ha
OCHOBE aMUHOKHCIIOTHOW TMOCIIEIOBATEILHOCTH WM HYKJICOTHJIHON TOCIIEA0BATEIHbHOCTH
BcTpeuaronierocs B npupojae nomena VHH unu nomena VH, COOTBETCTBEHHO, KOHCTPYHUPYIOT
HYKJICOTU/IHYIO [IOCJIeIOBATEILHOCT, KOJUPYIONIYIO TpedbyeMoe OJIHOIOMEHHOE
TYMaHU3HPOBaHHOE UM KaMenu3oBaHHOe auTuTes1o Kk BCMA cornacHo HacTosIeMY pacKphITHIO,
COOTBETCTBEHHO, M 3aT€M CHHTE3UPYIOT de novo ¢ HCIONIb30BaHMEM M3BECTHBIX TEXHUK CHHTE3a
HYKJICHHOBOM KHCIIOTBI, IIOCJIE YEro IIOIYHYEHHYIO TakuM o0Opa3oM HYKIEHMHOBYIO KHCIOTY
AKCIIPECCUPYIOT C HCTOIB30BAHHEM H3BECTHBIX TEXHHK JKCIIPECCHHM C TeM, YTOObI MONYYUTh
TpebyeMoe ogHoAOMeHHOe aHTuTeN0 K BCMA cornacHo HacTosimemMy pacKpbITHIO.

[0099] [lpyrue nmoaxoasinue crocoObl U TEXHUKH MTOTYUEHUS OTHOIOMEHHOTO aHTHUTEIIA
Kk BCMA corimacno HacTosIIeMy PacKpBITHIO W/AIH HYKJIEMHOBBIX KHCIIOT, KOJUPYIOIMNX HUX,
HauyMHAas ¢ BCTPEHaIOLIUXCsl B Ipupoje nocienoarenbHocteit VH mnm mocnenoBarenbHOCTEH
VHH, nanpumep, npegycmaTpuBaoT oObeJMHEHUE O/IHOM UM Oosee yacTeil o/iHOM umu Gonee
BCTpEUaroIuxcs B pupo/e nocieaoparensHocteil VH (Takux kak ojHa wim 0osee KapKacHBIX
(FR) nocnenoBarenbHOCTER M/MIIM 1OCIIEA0BATENLHOCTEN ONpeAesSiomel KOMIIEMEHTApHOCTh
obnactu (CDR)), ognoil unu Oonee wactedl onHON wim OGoJee BCTPEYarOIUXCS B MPUPOJIE
nocnenorarenbHocre VHH (Ttakux kak ojHa umim Oonee mocienoBaTenbHocTeid FR wnm
nocienoparenbaocTeit CDR), u/mmu o100 win 60Jiee CHHTETHYECKUX WIH TTOJTyCHHTCTHYCCKIX
HOCIIE0BATENBHOCTEH, TIOJIXOJIAIIMM 00pa3oM, C TEM, YTOOBI TOJIYYUTH OJTHOIOMEHHOE aHTUTENO
k BCMA cormacHo HacTosIleMy pacKpbITHEO WU HYKICOTHIHYIO TOCIIEN0BATENbHOCTh WU
HYKJIEMHOBYIO KUCJIOTY, KOJUPYIOIIYIO €rO.

[00100] Ilpemmonaraercs, YTO COIVIACHO HEKOTOPHIM BAapHUAHTAM OCYHICCTBICHMS
cea3pBatomuit BCMA Genok sBisieTes JIOBOJLHO MaJICHHKUM U COCTaBIIICT He Ooiee 25 x/la, He
oonee 20 k/la, He Gonee 15 k/la mam He Oonee 10 k/la corsiacHO HEKOTOPHIM BapuaHTam
ocymecTBiieHus. B onpenenennpix ciryqasx cpsabiBaiomuii BCMA 6enok cocrarisiet S k/la umm
MEHbIIIe, ECJIA OH IIPEJICTaBISIET COOON NENTH/I MU MaJIyI0 MOJIEKYJTY.

[00101] CornacHo HEKOTOPHIM BapHaHTaM OcyinecTBieHus cps3biBatomuit BCMA Genox
npeacrarisier coboit cnenmuduueckoe anrtuteno k BCMA, cojepxarniee ONpeesiFonyo

KOMIUIEMEHTApHOCTh  0obOJjlacTh  BapuabenbHOM obOsnactu  Tsoxenod nemw  CDRI1, CDR2



25

BapuabepHOM obnactu Tsokenoi 1enu, CDR3 Bapmadenbuoit obnactu Tspkenoit nermu, CDRI
BapualenpHOH obmactu nerkoi uenu, CDR2 Bapuabensnoit obmactu nerkoit menum u CDR3
BapuabenpHOM oOnmactu nerkoit nenu. CoOrnacHO HEKOTOPBIM BapuUaHTaM OCYIIECTBIEHUS
ces3biBaromuit BCMA 6eok coiepkuT JIF000# J0MEH, KOTOpHIH cBsi3biBaeTest c BCMA, Bxirouast
B ce0st 6e3 orpaHUYeHHs JOMEHbI N3 MOHOKIIOHAIBHOTO aHTUTENa, IOJUKIOHATHHOIO aHTHTENA,
peKOMOMHAHTHOrO aHTUTENa, AaHTHUTeJa 4YeJoBeKa, TIyMAaHU3UPOBAHHOTO AaHTUTENA WU
AQHTUI'€HCBS3BIBAIOIIMX (PArMEHTOB, TaKUX Kak OJHOJOMEHHbIe aHTuTena (sdAb), dparmenTs
Fab, Fab’, F(ab)2 u Fv, ¢parmenTsl, cocrosiue u3 oxanoit mim 6onee CDR, oxHOnEenoveynsie
aHTUTeNa (HampuMmep, OJHOoIenodedHble ¢parmMeHTsl Fv  (scFv)), crabunusmpoBaHHBIC
mucynbGuaasiMu cBs3siMu (dsFv) dparmentsr Fv, retepokoHbloratHele aHtuTeNla (Halpumep,
oucnenuduueckue aHturena), ¢parmMeHThl pFv, MOHOMEpPH WM TUMEpPHI TSKENbIX IemeH,
MOHOMEPHI WA JTUMEPHI JIETKUX [ENeH U JAMEPHI, COCTOAIINN U3 OJIHOW TSKEJION NEeNu U OJIHOU
nerko#t nenu. CoriacHO HEKOTOPHIM BapHaHTaM OCYUIECTBIICHUs cBs3pIBatomumii BCMA 6enok
npejactapisier  coboit  ogHomoMmeHHoe —aHTuTeno. COriacHo HEKOTOPhIM — BapuUaHTaM
OCyHIeCTBIIEHUs  OJHOJAOMeHHoe aHTuTesio K BCMA  cogepxuT — ompepesnsiouiue
KOMILIEMEHTApHOCThL 0bJsiacTu Bapuadenpnoit obsactu tsoxenoi nenu (CDR), CDR1, CDR2 u
CDR3.

[00102] CornacHo HEKOTOPBIM BapHaHTaM OCyIecTBiIeHUs cBs3bIBatomuit BCMA Genox
COrJIaCHO HACTOSILIEMY pPAacKpbITHIO IpeACTaBiIsieT coOOH MOJUMENnTHHA, CoAep Kaiuit
aMUHOKHCJIOTHYIO  [OCIEJ0BAaTENbHOCTh, KOTOpas COCTOUT M3  UYeThIpeX KapKacHbIE
obacTel/mocieIoBaTeIbHOCTEN (f1-14), IpPEPHIBACMBIX TpeMs OTIPEACTISIONUMHU
KOMIUIEMEHTapHOCTH 00IacTsIMU/TIOCIIE/I0OBATEILHOCTSIMHU, Kak IpezcTaBieHo gopmynoit: fl-rl-
2-r2-13-r3-f4, roe rl, r2 v 13 npeacTaBiasoT co00# onpeensonre KOMIIIEMEHTAPHOCTH 00J1aCTH
CDRI1, CDR2 u CDR3, cootBercrBenno, u fl, f2, f3 u f4 npencrasusior coboii kapkacHbIe
octrarku. Octarku rl cBs3piBatomero BCMA Geika coracHO HaCTOSIIEMY PACKPBITHIO COJICPIKAT,
HaIpuMep, aMHHOKHCJIOTHBIE octatku 26, 27, 28, 29, 30, 31, 32, 33 u 34; ocratku r2
ces3biBatoniero BCMA Oenka corlacHO HAacTOSAIIEMY PACKPBITHIO COJEpKaT, Hampumep,
aMUHOKHCIIOTHBIE OCTAaTKHU, Hampumep, 50, 51, 52, 53, 54, 55, 56, 57, 58, 59,60, 61, 62 u 63; u
octatku 13 cBsbBatomero BCMA ©Oenka cOryiacHO HAcTOSIIEMY PAcKpBITHIO COJCpIKaT,
HaNpuMep, aMIHOKUCIIOTHBIE OCTATKH, Harpumep, 97, 98, 99, 100, 101, 102, 103, 104, 105, 106,
107 u 108. CoryiacHO HEKOTOPBIM BapHaHTaM OCYIIecTBIICHHS cBs3bBatomuii BCMA Genox
COJICPXKUT aMUHOKHCIIOTHYIO ITOCIIE0BATEIIbHOCTD, BEIOpanHyio n3 SEQ ID NO: 346-460.

[00103] Cornmacno omHoMy Bapuanty ocymectBieaus CDR1  me comepxur
aMUHOKHCIIOTHYIO Tocie1oBaTeNlbHOCTE cornacHo SEQ ID NO: 473, CornacHo ogHOMY BapHaHTy

ocyiecteieHus CDR2 He copepKuT aMUHOKHUCIIOTHYIO MOCIEN0BATENBHOCTE cornacHo SEQ ID
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NO: 474. CornacHo ogHOoMY BapuaHty ocymiecTBiaeHuss CDR3 He comepXuT aMHUHOKUCIOTHYIO
rocienoBaTebHOCTh cornmacHo SEQ ID NO: 475.

[00104] CormacHo HekoTOpelM BapuanTtaMm ocymectsieHus CDR1  cozepxur
aMUHOKHCIIOTHYIO TIOCIIEIOBATEILHOCTD, Kak Ipeactarieno B SEQ ID NO: 1, unu ee BapuanT,
xapaktepm3yronmiics 1, 2, 3, 4, 5, 6, 7, 8, 9 umu 10 aMUHOKHUCIOTHBIMU 3aMEHAMMU.
WNnmoctparuBHas CDR1 coaepXuT aMHHOKUCIOTHYIO [TOC/IE0BATEIbHOCTD, KAaK MPEACTaBICHO
B SEQ ID NO: 4. Jlpyras wunoctpatuBHas CDRI1  comepxuT aMHHOKHCIOTHYIO
ITOCJICIOBATEILHOCTD, Kak mpeactariieHo B SEQ ID NO: 5. Jlpyras munoctparuBHas CDRI
COJICPKUT aMHHOKHCIIOTHYIO TIOCIICIOBATEILHOCTh, Kak npeacrabiieHo B SEQ ID NO: 6. Jlpyras
wunoctparuBHast CDR1 cosiepXuT aMUHOKHCIIOTHYIO TIOCIEI0BATEILHOCTD, KaK MPEICTABICHO B
SEQ ID NO: 7. [pyras wunoctparugHas CDR1  copepuT aMHHOKHUCIOTHYIO
OCJIeIOBATEIFHOCTE, Kak mpejactarieno B SEQ ID NO: 8. Jlpyras mumoctpatuBaas CDRI
COJICP)KUT aMUHOKHCJIOTHYIO TIOCIICIOBATEILHOCTD, Kak npeacrariicHo B SEQ ID NO: 9. Jlpyras
wunoctpatuBHast CDR1 colepkuT aMUHOKUCTOTHYIO TTOCIIEI0BATEIbHOCTD, KaK MPEeICTaBICHO B
SEQ ID NO: 10. [pyras wumoctpatruBHas CDRI1  coxepXuUT aMHHOKHUCIOTHYIO
MOCJIC/IOBATEIIFHOCTD, Kak mpenacrariieno B SEQ ID NO: 11. Jlpyras uiwmroctpatusaas CDR1
COJICPXKUT aMHUHOKHUCIIOTHYIO TIOCIIEIOBATEIHLHOCTD, Kak npejictaBiieno B SEQ ID NO: 12. Jlpyras
wunoctpatuBHast CDR1 colepXuT aMUHOKMCIIOTHYIO [TOCIIEI0BATEIbHOCTD, KaK [IPEICTABICHO B
SEQ ID NO: 13. [lpyras wumoctparuBHas CDRI  comepXur aMHUHOKHUCIOTHYIO
MOCJIE/IOBATEIBFHOCTD, Kak npejacrasiieHo B SEQ ID NO: 14. Jlpyras niunocrpatusaas CDR1
COJICPXKUT aMMHOKHUCIIOTHYIO TIOCIIEI0OBATENIBHOCTD, Kak mpejicrasiieno B SEQ ID NO: 15. Jlpyras
wunoctparuBHast CDR1 conepXuT aMUHOKHCIOTHYIO [1OCIEI0BATEIbHOCTD, KaK IIPEICTAaBICHO B
SEQ ID NO: 16. J[lpyras wimoctparuBHas CDRI1  comepXur aMUHOKHUCIOTHYIO
MOCJICIOBATEIRHOCTD, Kak mpejctaBiicHo B SEQ ID NO: 17. Jlpyras miumoctpatusaas CDR1
COJICPKUT aMHHOKHUCIIOTHYIO ITOCTIE0BATEIBHOCTD, Kak rpesictarieHo B SEQ ID NO: 18. Jlpyras
wunoctparuBHas CDR1 coniepXuT aMUHOKHCIOTHYIO MOCIEI0BATEIbHOCTD, KaK MPEICTaBICHO B
SEQ ID NO: 19. [Jlpyras winoctparuBHas CDRI  comepXuT aMHUHOKHUCIOTHYIO
MOCJIC/IOBATEIBLHOCTH, Kak mpeacrasiicno B SEQ ID NO: 20. Jlpyras nimmoctpatusaas CDR1
COJICPXKUT aMUHOKHUCIOTHYIO TIOCIIEIOBATEILHOCTD, Kak npesictasiicHo B SEQ ID NO: 21. Jlpyras
wunoctpatuBHast CDR1 coepkuT aMUHOKUCITOTHYIO MTOCIIEIOBATEIbHOCTD, KaK MPEICTaBICHO B
SEQ ID NO: 22. Jlpyras wunoctparuBHas CDR1  cojgepXuT aMAHOKHCIOTHYIO
MOCJIE/IOBATEIRHOCTH, Kak mpejctariieno B SEQ ID NO: 23. Jlpyras wimoctpatusaas CDR1
COJICPXKUT aMHUHOKHUCIOTHYIO TIOCIIEIOBATEILHOCTD, Kak npesictasiicno B SEQ ID NO: 24. Jlpyras
wunoctpatuBHas CDR1 coliep’kuT aMMHOKHMCIIOTHYIO I1OCIIEIOBATEIBHOCTb, KaK IIPE/ICTABICHO B

SEQ ID NO: 25. Jlpyras wunoctparuBHas CDRI1  cojlepXUT aMUHOKUCIOTHYIO
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MOCJIEIOBATENRHOCTD, Kak Ipeacrarieno B SEQ ID NO: 26. Jlpyras nmmoctpatuHas CDRI
COJIEP’KUT aMUHOKHCIIOTHYIO [TOCIIEI0BATEIbHOCTD, Kak npeactasieHo B SEQ ID NO: 27. [lpyras
wunoctparuBHast CDR1 cosiepXUT aMUHOKHUCIOTHYIO TIOCIEI0BATEIbHOCT, KaK MPEeICTaBICHO B
SEQ ID NO: 28. Jlpyras wunoctparuBHas CDR1  comepXuUT aMHHOKHCIOTHYIO
IIOCJIEIOBATENRHOCTD, Kak npenacrasieno B SEQ ID NO: 29. Jlpyras nmmoctpatuBaas CDRI
COJIEPKUT aMUHOKHUCIIOTHYIO TIOCIIEA0BATENBHOCTD, Kak npejactasieHo B SEQ ID NO: 30. [pyras
wunoctparuBHast CDR1 coepxuT aMUHOKMCIOTHYIO ITOCIIEI0BATEIbHOCTb, KaK IIPEICTaBICHO B
SEQ ID NO: 31. Jlpyras wunoctparuBHas CDRI1  cojepXuT aMHAHOKHCIOTHYIO
MOCJICIOBATEIBFHOCTD, Kak mpectaBiieHo B SEQ ID NO: 32, Jipyras nmmmoctpatuBaas CDR1
COJIEPYKUT aMHUHOKHUCIIOTHYIO TIOCIIE0BATENBHOCTD, Kak npeactapieHo B SEQ ID NO: 33. Jlpyras
wnoctpatuBHast CDR1 colepkuT aMHHOKHUCIIOTHYIO ITOCIIEIOBATEIbHOCTb, KaK [IPEICTaBICHO B
SEQ ID NO: 34. Jlpyras wunoctparuBHas CDR1  cojgepXuT aMUHOKHACIOTHYIO
MOCJICIOBATEIFHOCTD, Kak npejcrasiicHo B SEQ ID NO: 35. Jlpyras mumoctpatrusaas CDRI1
CO/IEPKUT aMUHOKHUCIIOTHYIO MOCIIE0BATEIBHOCTb, Kak npeacrapieHo B SEQ ID NO: 36. Jlpyras
wnoctpatuBHast CDR1 coepXuT aMUHOKHCTIOTHYIO [1OCIEI0BATEIbHOCTD, KaK MPEICTaBICHO B
SEQ ID NO: 37. Jpyras wunoctparuBHas CDRI1  cojepXuT aMUHOKUACIOTHYIO
MOCJIE/IOBATERHOCTD, Kak mpejacraBiieno B SEQ ID NO: 38. Jlpyras wiumoctpatusaas CDR1
COJIEP’)KUT aMUHOKHCIIOTHYIO [TOCIIEI0BATEIbHOCTD, Kak npeacrasieHo B SEQ ID NO: 39. Ipyras
wunoctparuBHas CDR1 conepXUT aMUHOKHCTIOTHYIO OCIEI0BATEIbHOCTD, KaK ITPEICTaBICHO B
SEQ ID NO: 40. [lpyras wunoctparuBHas CDR1  cojepXuT aMHHOKHCIOTHYIO
II0CJIE/IOBATENIbHOCTD, Kak npejctasiicHo B SEQ ID NO: 41. Jlpyras nmunocrparusaas CDR1
COJIEPYKUT aMHMHOKHUCIIOTHYIO TIOCIEI0BATEILHOCTb, Kak mpeactasieHo B SEQ ID NO: 42. Jlpyras
wunoctparuBHast CDR1 collep)kuT aMUHOKHMCITIOTHYIO ITOCIIEIOBATEIbHOCTD, KaK MPEICTaBICHO B
SEQ ID NO: 43. Jlpyras wunoctparuBHas CDRI1  cojiepXUT aMHUHOKHCIOTHYIO
MOCJIC/IOBATEIIFHOCTD, Kak mpejcraBiieno B SEQ ID NO: 44, Jipyras nmmoctpatusaas CDR1
COJIEPKUT aMHUHOKHUCIIOTHYIO TIOCIIE0BATEIBHOCTD, Kak npeactapieHo B SEQ ID NO: 45. Jlpyras
wunoctpatuBHast CDR1 colepkuT aMHHOKHCIIOTHYIO MTOCIIEIOBATEIbHOCTD, KaK [IPEICTABICHO B
SEQ ID NO: 46. Jlpyras wunoctparuBHas CDRI1  cojiepXUT aMAHOKHACIOTHYIO
MOCJIC/IOBATEIRLHOCTD, Kak mpejcrariieno B SEQ ID NO: 47. Jipyras nimocrpatusaas CDR1
COZIEPKUT aMUHOKHUCIIOTHYIO MOCIIEI0BATEIBHOCTb, Kak npeacrasiieHo B SEQ ID NO: 48. Jlpyras
wunoctparuBHas CDR1 collepXuT aMMHOKHCIIOTHYIO IIOCIIEIOBATEILHOCTh, KaK ITPEJICTABICHO B
SEQ ID NO: 49. Jlpyras wunoctparuBaas CDRI1  cojepXuT aMuHOKHACIOTHYIO
MOCJIC/IOBATEIRHOCTH, Kak mpejctasiicno B SEQ ID NO: 50. Jlpyras niumocrpatusaas CDR1
COJICPKUT aMMHOKHUCIIOTHYIO TIOCIIEIOBATEILHOCTD, Kak npejictapiieno B SEQ ID NO: 51. Jlpyras

wunoctpatuBHas CDR1 collepkuT aMMHOKHCIIOTHYIO 110CIIE/IOBATEILHOCTD, KaK IIPE/ICTABICHO B
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SEQ ID NO: 52. pyras wwunoctparuBHas CDRI1  comepXuT aMuUHOKHCIOTHYIO
IOCIIe0BATENBHOCTD, KaK mpezacrasieHo B SEQ ID NO: 53. [Ipyras ummoctpatusHas CDRI1
COJIEPKUT aMUHOKHUCIIOTHYIO TIOCIIE0BATENBHOCTD, Kak npeacrasieHo B SEQ ID NO: 54. Jlpyras
winoctpatuBHast CDR1 colepkuT aMMHOKHCIIOTHYIO ITOCIEI0OBATEIbHOCTD, KaK ITPEICTABIICHO B
SEQ ID NO: 55. Jlpyras wunoctpatuBHas CDR1  comepXuT aMHUHOKUCIOTHYIO
[ocJe0BaTeNbHOCTh, Kak npenactasieHo B SEQ ID NO: 56. [pyras ummoctpatusaas CDR1
COJIEP)KUT aMMHOKHUCIIOTHYIO MIOCIIEI0BATEILHOCTD, Kak npeactapieHo B SEQ ID NO: 57. lpyras
wunoctparuBHast CDR1 collep’kuT aMUHOKHUCIIOTHYIO ITOCIIE/I0OBATEIbHOCTD, KaK MPEJICTABICHO B
SEQ ID NO: 58. Jlpyras wunoctpatuBHas CDRI1  cojgepXuT aMHUHOKHCIOTHYIO
nociea0BaTenbHOCTh, Kak npeacrasneHo B SEQ ID NO: 59. [lpyras nnmoctpatuBHas CDR1
COJIEP’)KUT aMMHOKHCIIOTHYIO [TOCIIEI0BATEIbHOCTD, Kak npeactasineHo B SEQ ID NO: 60. [Ipyras
wunoctparuBHast CDR1 co/lepkuT aMMHOKHMCIIOTHYIO I1OCIE/I0OBATEIbHOCTh, KaK IIPEJICTaBIeHO B
SEQ ID NO: 61. Jlpyras wunoctpatuBHas CDR1  cojepXuT aMHAHOKHCIOTHYIO
IOCNIeA0BaTENBHOCTD, Kak mpezctasineHo B SEQ ID NO: 62. [Ipyras ummoctpatusHas CDR1
COZIEPKUT aMUHOKHUCIIOTHYIO OCIIE0BAaTENBHOCTb, Kak mpeactasineHo B SEQ ID NO: 63. Jlpyras
wiuntoctparuBHast CDR1 coJiepkuT aMMHOKHMCIIOTHYIO [10CIIE/I0OBATEIbHOCTD, KaK IIPE/ICTABIICHO B
SEQ ID NO: 64. Jlpyras wunoctpatuBHas CDRI1  cojepXuT aMUHOKHCIOTHYIO
IIOCIIEOBATENBHOCTD, KaK mpezactasieHo B SEQ ID NO: 65. [Ipyras ummoctpatusHas CDR1
COJIEP’)KUT aMHUHOKHCIIOTHYIO MTOCIIEI0BATENBHOCTD, Kak npeacrasieHo B SEQ ID NO: 66. [Ipyras
wiunoctparuBHast CDR1 coepkuT aMHHOKHCIIOTHYIO [10CIIEIOBATEIBHOCT, KaK IIPE/ICTABICHO B
SEQ ID NO: 67. [lpyras wunoctparuBHas CDRI1  couepXuT aMHUHOKHACIOTHYIO
nocJieI0BaTelbHOCTh, Kak npexacrasieno B SEQ ID NO: 68. Jlpyras ummoctpatuBaas CDR1
COZIEPXKUT aMUHOKHUCIIOTHYIO TIOCTIEI0BATEILHOCTb, Kak npeacrasieHo B SEQ ID NO: 69. Jlpyras
winoctparuBHast CDR1 cosiepuT aMMHOKUCIIOTHYIO TTOCIIE0BATEILHOCTD, KaK IIPEJICTABICHO B
SEQ ID NO: 70. [Jpyras wunoctparuBHas CDRI1  cojepXuT aMAHOKHACIOTHYIO
[0cJeA0BaTeNbHOCTD, Kak npeacrasneHo B SEQ ID NO: 71. [pyras nmmoctpatusHas CDR1
COJZIEP’)KUT aMMHOKHCIIOTHYIO [TOCIIEI0BATEIbHOCTD, Kak npeactasieHo B SEQ ID NO: 72. [lpyras
winoctparuBHas CDR1 copepKuT aMHHOKUCTIOTHYIO ITOCHIE/I0BATECIIFHOCTD, KAK MIPEACTABICHO B
SEQ ID NO: 73. Jlpyras wunoctparuBHas CDRI1  cojgepXuT aMUHOKHCIOTHYIO
IIOCIIEA0BATENBHOCTD, KaK mpezctasieHo B SEQ ID NO: 74. [Ipyras ummoctpatusHas CDR1
COJICPXKUT aMIHOKHUCIIOTHYIO TIOCIIEIOBATEIIFHOCTh, Kak npesictaBiicHo B SEQ ID NO: 75. Jlpyras
wimnoctparuBHas CDR1 cofepKuT aMIHOKUCIIOTHYIO [TOCIIEI0BATESIILHOCTD, KK MIPEACTABICHO B
SEQ ID NO: 76. [lpyras wunoctparuBHas CDRI1  cojiepXUT aMUHOKUCIOTHYIO
OCJIEIOBATEIRHOCTD, Kak npenacrasiieno B SEQ ID NO: 77. Jlpyras winnoctpatuBaas CDR1

COJIEPKUT AMIUHOKHUCIIOTHYIO TIOCIIEIOBATEILHOCTS, Kak npesictapiieno B SEQ ID NO: 78. Jlpyras
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wimoctparuBHast CDR1 conepxuT aMMHOKHMCIIOTHYIO ITOCIIEI0BATEIbHOCTD, KaK ITPEICTAaBICHO B
SEQ ID NO: 79. [lpyras wwunoctparuBHas CDRI1  comepXuT aMHUHOKHUCIOTHYIO
nocJieoBaTenbHoCcTh, Kak npeacrasineHo B SEQ ID NO: 80. [Ipyras ummoctpatusras CDRI1
COJICPXKUT aMHUHOKHUCIIOTHYIO TIOCIEI0BATEILHOCTD, Kak npectaBieHo B SEQ ID NO: 81. Jlpyras
winoctpatuBHast CDR1 conepkuT aMMHOKHCIIOTHYIO ITOCIIEI0BATEIbHOCTb, KaK IIPE/ICTaBICHO B
SEQ ID NO: 82. J[lpyras wumoctpatuBHas CDR1  cogepkurT aMHUHOKHCIOTHYIO
MOCJIeI0BATENBHOCTD, KaK Tipeactabieno B SEQ ID NO: 83. Jlpyras unmocrpatusaas CDR1
COJICP)KUT aMHUHOKHCJIOTHYIO TIOCIIEIOBATEILHOCTD, Kak npesictaBiicHo B SEQ ID NO: 84. Jlpyras
wiunoctpatuBHast CDR1 coziepkuT aMUHOKUCIIOTHYIO TTOCHIEN0BATEIBHOCTD, KaK MPEJICTABIICHO B
SEQ ID NO: 85. J[lpyras wumoctparuBHas CDRI  comepkur aMHUHOKHUCIOTHYIO
HOCIeA0BATENBHOCTD, Kak mpezactaBineHo B SEQ ID NO: 86. [Ipyras ummroctpatusHas CDR1
COJIEPYKUT aMIUHOKHUCIIOTHYIO TIOCIIEIOBATEIHLHOCTS, Kak npesictaBiieno B SEQ ID NO: 87. Jlpyras
wonoctparuBHas CDR1 cofepkuT aMHHOKUCIIOTHYIO ITOCIICIOBATEIIEHOCTD, KaK IIPEACTABICHO B
SEQ ID NO: 88. J[lpyras wimoctparuBHas CDRI1  comepXur aMUHOKHCIOTHYIO
[ocJeA0BaTeNbHOCTD, Kak npezacrasieHo B SEQ ID NO: 89. [Ipyras nnmoctpatusras CDR1
COJICPXKUT aMUHOKHUCIIOTHYFO TIOCIIEIOBATEIHLHOCTD, Kak mpesictariicHo B SEQ ID NO: 90. Jlpyras
wiunoctparuBHast CDR1 collepkuT aMMHOKHMCIIOTHYIO [10CIIE/I0BATEIbHOCT, KaK IIPEJICTAaBICHO B
SEQ ID NO: 91. [lpyras wwunoctparuBHas CDRI1  comepXuUT aMHUHOKHUCIOTHYIO
[I0CIIEN0BATENBHOCTD, KakK npeacrasieHo B SEQ ID NO: 92. Jlpyras ummoctpatusaas CDR1
COJICPXKUT aMHUHOKHUCIIOTHYIO TIOCIIEIOBATEILHOCTD, Kak npescrasiieHo B SEQ ID NO: 93. Jlpyras
wunoctparuBHas CDR1 coziepkuT aMMHOKHMCIIOTHYIO [TOCIIEIOBATEIBHOCTD, KaK IIPE/ICTABICHO B
SEQ ID NO: 94. Jlpyras wumoctpatuBHas CDRI1  comepkur aMHHOKHCIOTHYIO
HocneA0BaTeNbHOCTD, Kak npezacrasneHo B SEQ ID NO: 95. [lpyras ummoctpatusHas CDR1
COJICP)KUT aMMHOKHUCIIOTHYIO TIOCIIEIOBATEILHOCTD, Kak npesictaBiicHo B SEQ ID NO: 96. Jlpyras
wiunoctparuBHast CDR1 coziepxuT aMUHOKUCIIOTHYIO TOCIEA0BATEILHOCTD, KaK IIPEICTABICHO B
SEQ ID NO: 97. J[lpyras wumoctparuBHas CDRI1  comepXuT aMHUHOKHUCIOTHYIO
HOCIIEA0BATENBHOCTD, Kak mpezactasineHo B SEQ ID NO: 98. [Ipyras ummoctpatusHas CDR1
COJICPYKUT aMHUHOKHUCJIOTHYIO TIOCIIEIOBATEILHOCTD, Kak mpesictasiicHo B SEQ ID NO: 99. Jlpyras
wunoctparuBHast CDR1 cojiepkuT aMMHOKHCIIOTHYIO [10CIIE/IOBATENLHOCTD, KaK IIPE/ICTABICHO B
SEQ ID NO: 100. [pyras wunoctpatuBHas CDR1  comepXuT aMUHOKHCIOTHYIO
MTOCJICIOBATEIRHOCTD, Kak mpejictapiicno B SEQ ID NO: 101. Jlpyras wunoctparueaas CDRI
COJICPKUT AMUHOKHCIIOTHYIO IIOCJIC0BATEIILHOCTh, Kak mpejactaBieno B SEQ ID NO: 102.
Hpyras wmwmoctparuBHass CDRI1 - cofepXuT aMHUHOKHUCIOTHYIO TIOCJICIOBATEIBHOCTh, Kak
npeacrarieno B SEQ ID NO: 103. JIpyras niunoctparuBaas CDR1 cosiepXuT aMUHOKHCIIOTHYIO

IOCJIEIOBATEIRHOCTD, Kak mpejictasiieno B SEQ ID NO: 104. Ipyras wunoctparuBHas CDRI
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COZICPKUT aMUHOKHCIIOTHYIO TOCIIEJOBATEbHOCTh, Kak mpeactaBieHo B SEQ ID NO: 105.
Hpyras wmmmoctpatuBHas CDRI1  coaepXuT aMHUHOKUCIOTHYRKO MOCIEA0BATEIBHOCTh, Kak
npencrasieHo B SEQ ID NO: 106. [Ipyras umntoctpatusras CDR1 conepkuT aMHUHOKHCIOTHYIO
MOCJIEIOBATEBHOCTD, Kak mpenacrapieHo B SEQ ID NO: 107. Jipyras wumoctparuBHas CDRI
COECPKUT AMUHOKHCIIOTHYIO ITOCIEIOBATENHbHOCTh, Kak IpeactaBieHo B SEQ ID NO: 108.
Hpyras wunmoctpatuBHas CDR1  comepkuT aMHUHOKHCIOTHYIO TIOCIEIOBATEIbHOCTH, Kak
npeacrasiero B SEQ ID NO: 109. [Ipyras unmmoctparusHas CDR1 coaepXuT aMUHOKUCIOTHYIO
ITOCJICIOBATEILHOCTD, KakK mpejcraBiieHo B SEQ ID NO: 110. JIpyras wunoctparuBHas CDRI
COJICPKUT aMUHOKHCIIOTHYIO TIOCIIEIOBATEIIBHOCTh, Kak mpesctaBicHo B SEQ ID NO: 111.
Hpyras wmnmroctpatuBHas CDRI1 - comepXUT aMMHOKHUCIOTHYIO MOCJIEA0BATEIbHOCTh, Kak
npenctasieHo B SEQ ID NO: 112. [Ipyrast ummoctpatusHas CDR1 conepXuT aMMHOKHCIOTHYIO
OCJIEIOBATEIHFHOCTD, Kak mpejcrasieno B SEQ ID NO: 113. Jlpyras munoctparusaas CDRI
COJICP)KUT aMHUHOKHCJIOTHYIO TOCIEI0BATEIBHOCTh, Kak mpesacTaBicHo B SEQ ID NO: 114.
Hpyras wnmmoctparuBHas CDRI1  coaepXUT aMUHOKUCIOTHYKO IOCJIEI0BATENIbHOCTh, Kak
npencrasieHo B SEQ ID NO: 115. [Ipyras unmnrocrpatusras CDR1 conepxuT aMMHOKHCIOTHYIO
MOCJIC/IOBATEIIFHOCTD, Kak mpejicrasiieHo B SEQ ID NO: 116. Jipyras wunoctparusaas CDR1
COJICPXKUT aMHUHOKHCIIOTHYIO ITOCJIEI0BATeIbHOCTD, Kak mpejactariieno B SEQ ID NO: 117.
[00105] Cornmacmo HekoTopbIM BapuaHtaM ocywectsiaeruss CDR2  comepxur
[10CIIEN0BATENBHOCTD, KaK IpeactasieHo B SEQ ID NO: 2, unu ee BapuanT, XapakTepusyoLuics
1, 2,3,4,5 6,7,8, 9 mm 10 amunokucinoTasiMi 3ameHamMu B SEQ ID NO: 2. Jlpyras
wunoctparuBHas CDR2 coziepkuT aMMHOKHMCIIOTHYIO [TOCIIEI0OBATEIBHOCTD, KaK IIPE/ICTABICHO B
SEQ ID NO: 118. [pyras wumwmoctparuBHas CDR2 copepxur aMHHOKHUCIOTHYIO
IOCNeA0BaTeNbHOCTD, Kak npeacrasineHo B SEQ ID NO: 119. [lpyras wimoctparusaas CDR2
COJICP)KUT aMUHOKHCIIOTHYIO TOCIIEI0BATEIBHOCTh, KaK mpescTaBicHo B SEQ ID NO: 120.
Hpyras wwmoctpatuBHass CDR2  cojpepkUT aMUHOKHCIOTHYIO IIOCJIE/IOBATEIBHOCTh, Kak
npexcrasiero B SEQ ID NO: 121. [Ipyras ummroctpatusras CDR2 conepKuT aMMHOKUCIOTHYIO
MIOCJIeIOBATENBLHOCTD, Kak mpenactasieHo B SEQ ID NO: 122. Jlpyras nmmoctparuBHas CDR2
COJICP)KUT aMUHOKHCIIOTHYIO IOCIIEIOBATEIIBHOCTh, Kak IpescTaBicHo B SEQ ID NO: 123.
Hpyras wmmoctparuBnas CDR2  cofepXAT aMHHOKUCIOTHYIO TIOCJICIOBATECIIBHOCTh, Kak
npencrasieHo B SEQ ID NO: 124. [pyras niunoctpatusHas CDR2 coaepKuT aMHHOKHCIOTHYIO
MOCJICIOBATEIIFHOCTD, Kak mpejctabiieHo B SEQ ID NO: 125, Jlpyras wunoctparuBaas CDR2
COJICPKUT AMUHOKHCIIOTHYIO IIOCJICI0BATEIILHOCTh, Kak mpejactaBieno B SEQ ID NO: 126.
Hpyras wmwmoctparuBHass CDR2  cofepXuT aMHUHOKUCIOTHYIO TIOCJICIOBATEIBHOCTh, Kak
npenacrarieno B SEQ ID NO: 127. Jlpyras niunoctparuBaas CDR2 cosiepXuT aMUHOKHCIIOTHYIO

OCJIEIOBATEIRHOCTD, Kak mpejcrasiieno B SEQ ID NO: 128. Jlpyras wunoctparuBHas CDR2
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COZIEPKUT aMUHOKHCIIOTHYIO TIOCIIEJOBATENbHOCTh, Kak TpeacTtaBieHo B SEQ ID NO: 129.
Hpyras wnmmoctpatuBHas CDR2  coaepXUT aMHUHOKHUCIOTHYIKO IIOCJIENO0BATENIBHOCTh, Kak
npencrasieHo B SEQ ID NO: 130. [Ipyras umntoctpatusras CDR2 conepkKuT aMHUHOKHUCIOTHYIO
MOCJIEIOBATEIBFHOCTD, Kak mpenacrasieHo B SEQ ID NO: 131. Jlpyras ummoctparuBHas CDR2
COICPXKUT AMUHOKHCIIOTHYIO ITOCIEIOBATENIbHOCTh, Kak IpeactaBieHo B SEQ ID NO: 132.
Hpyras wunmoctpatuBHas CDR2 comepXuT aMHUHOKHCIOTHYIO TIOCIEIOBATEIbHOCTH, Kak
npeacrasieno B SEQ ID NO: 133. [Ipyras ummoctparusHas CDR2 coaepXuT aMUHOKUCIOTHYIO
MTOCJICJIOBATEIFHOCTE, KaK mpejcraBiieHo B SEQ ID NO: 134, Jlpyras wunoctparuBHas CDR2
COJICPKUT aMUHOKHCIIOTHYIO TIOCIIEIOBATEIIBHOCTh, Kak mpesactaBicHo B SEQ ID NO: 135.
Hpyras ummoctpatuBHas CDR2  coaepXUT aMUHOKHMCIOTHYIO IOCJIEN0BATEIbHOCTh, Kak
npenctasieHo B SEQ ID NO: 136. [Ipyrast unmoctpatusHas CDR2 conepKuT aMMHOKHCIOTHYIO
MOCJIEIOBATEIHFHOCTE, Kak npejcrasieno B SEQ ID NO: 137. Jlpyras nunoctparusaas CDR2
COJICP)KUT aMHUHOKHCJIOTHYIO TOCIIEI0BATEIBHOCTh, Kak mpesacTaBicHo B SEQ ID NO: 138.
Hpyras wnmmoctpatuBHas CDR2  coaepXUT aMUHOKUCIOTHYKO IOCJIEI0BATENbHOCTh, Kak
npencrasieHo B SEQ ID NO: 139. [Ipyras umnroctpatusHas CDR2 conepkuT aMMHOKHCIOTHYIO
MOCJIC/IOBATEIIFHOCTE, Kak mpejcrasiieHo B SEQ ID NO: 140. Jipyras wunoctparusaas CDR2
COJICPXKUT aMUHOKHCIIOTHYIO TOCIIEI0BATENIbHOCTh, Kak IpescTaBieHo B SEQ ID NO: 141.
Hpyras wummoctparuBHas CDR2  coaepXUT aMHHOKHUCIOTHYIO IOCJIEN0BATEIbHOCTh, Kak
npexacrasieHo B SEQ ID NO: 142, [Ipyras ummnoctpatusras CDR2 conepKuT aMHHOKUCIIOTHYIO
OCJIEIOBATEIBFHOCTD, Kak npejcrasiieHo B SEQ ID NO: 143, Jlpyras wunoctparuBHas CDR2
COJICP’KAT aAMHHOKHCIIOTHYIO TOCIIEA0BATEIBHOCTh, Kak mpejacraBicHo B SEQ ID NO: 144.
Hpyras wnmoctpatuBHass CDR2  comepXUT aMHUHOKHCIOTHYIO TIOCIEI0OBATEIbHOCTH, Kak
npencrasiedo B SEQ ID NO: 145. [Ipyras unmoctpatusHas CDR2 coaepKuT aMHHOKUCIOTHYIO
MOCJICIOBATEIBLHOCTD, KakK mpejictasiieHo B SEQ ID NO: 146. Jlpyras wunoctparuBHas CDR2
COJICPKUT AMHUHOKHCJIOTHYIO IIOCJIC0BATCIILHOCTh, Kak mpeacTtaBieno B SEQ ID NO: 147.
Hpyras wummoctpatuBHas CDR2  coaepXUT aMUHOKHCIOTHYK IOCIE€NO0BATEIbHOCTh, Kak
npenctasieHo B SEQ ID NO: 148. [Ipyras uumoctpatusHas CDR2 conepKuT aMMHOKHCIOTHYIO
MOCJIC/IOBATEIBLHOCTD, KakK mpejicrasiicHo B SEQ ID NO: 149, Jlpyras wunoctparuBaas CDR2
COJICP)KUT aMHUHOKHCIIOTHYIO TOCIIE0BATEIBHOCTh, Kak mpescTaBicHo B SEQ ID NO: 150.
Hpyras wummoctpatuBHas CDR2  coaepKUT aMUHOKHUCIOTHYK IOCIE€A0BATENIbHOCTb, Kak
npeacrarieno B SEQ ID NO: 151. Jlpyras wiunoctparuBaas CDR2 cosiepXuT aMUHOKHCITOTHYIO
MOCJIE/IOBATEIRHOCTD, Kak mpejcrasiicHo B SEQ ID NO: 152, Jipyras wunoctparuBaas CDR2
COJICP)KUT AMUHOKHCJIOTHYIO TOCIIE0BATEILHOCTh, Kak IpescTaBicHo B SEQ ID NO: 153.
Hpyras wumumoctpatuBHass CDR2  cojpepXuT aMUHOKHCIOTHYIO TI0CJIE/IOBATENbHOCTh, Kak

upenacrarieno B SEQ ID NO: 154. [Ipyras nunoctparusaas CDR2 coepXuT aMUHOKHCIOTHYIO
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MOCJIEIOBATENRHOCTD, Kak mpezacrasieHo B SEQ ID NO: 155. Jlpyras ummoctparuBHas CDR2
COJIEP)KUT aMHHOKHCIIOTHYIO IIOCIEN0BATENBHOCTh, Kak IpexacrasieHo B SEQ ID NO: 156.
Hpyras wummoctpatuBHas CDR2  comepkuT aMUHOKUCIOTHYIO TIOCJIEI0BATEIbHOCTD, Kak
npeacrasiero B SEQ ID NO: 157. Jlpyras nimoctparuBHas CDR2 conepXuT aMUHOKHCIIOTHYEO
IIOCJIEIOBATENBHOCTH, KaK npenacrasieno B SEQ ID NO: 158. Jlpyras ummoctpatuBHas CDR2
COJIEPXKUT aMHMHOKHUCIIOTHYIO IIOCIIEN0BATEIbHOCTh, Kak IpenacTtaBieHo B SEQ ID NO: 159.
Hpyras ummoctparuBHas CDR2  coaepXUT aMUHOKHCIOTHYIO IOCTIENOBATENIbHOCTh, Kak
npeacrarieHo B SEQ ID NO: 160. [Ipyras wunoctparuBHas CDR2 cofiepXuT aMUHOKHCIIOTHYIO
MOCJICIOBATEIBFHOCTD, Kak mpejcraBieHo B SEQ ID NO: 161. Jipyras wunoctparuBHas CDR2
COJIEPKUT aAMUHOKUCIIOTHYIO IOCIEA0BATENbHOCTh, Kak mpeactaBieHo B SEQ ID NO: 162.
Hpyras wmmoctpatuBHas CDR2  comepuT aMUHOKUCIOTHYIO TIOCJEI0BATEIbLHOCTh, Kak
npeacrasieno B SEQ ID NO: 163. [Ipyras wiunoctparusHas CDR2 coniepXuT aMUHOKHCIIOTHYO
MOCJIC/IOBATEIIFHOCTE, Kak mpejcrabiicHo B SEQ ID NO: 164. Jipyras wunoctparuBHas CDR2
COZIEPKUT aMHHOKUCJIOTHYIO IOCJEA0BATENbHOCTh, Kak mnpeactaBieHo B SEQ ID NO: 165.
Hpyras wummoctpatuBHass CDR2  comepuUT aMUHOKHUCIOTHYIO TIOCJEI0BATEIbHOCTh, Kak
npeacrasieno B SEQ ID NO: 166. [Ipyras niunroctparusuas CDR2 cojiepXUT aMUHOKHCIIOTHYEO
OCJIEIOBATERHOCTD, Kak mpejcrasiieno B SEQ ID NO: 167. Jlpyras wunoctparuBHas CDR2
COJIEP’)KUT aMMHOKHCIIOTHYIO IIOCIEA0BATENBHOCTL, Kak IpexacrasieHo B SEQ ID NO: 168.
Hpyras wunmoctpatuBHass CDR2 coxepXuT aMUHOKHUCIOTHYIO TOCJEI0BAaTEIbHOCTD, Kak
npejacrariero B SEQ ID NO: 169. [Ipyras niunoctparuBHas CDR2 coiepkUT aMUHOKHCIIOTHYIO
IIOCJIE/IOBATENBHOCTH, Kak npescrasiieHo B SEQ ID NO: 170. lpyras nunoctparusaas CDR2
COJIEPKUT AMHUHOKUCIIOTHYIO IIOCIIEI0BATEIbHOCTh, Kak mpeactaBieHo B SEQ ID NO: 171.
Hpyras wmwmoctpatuBHas CDR2  comepkuT aMHHOKUCIOTHYIO T0CIIEI0BATEILHOCTD, Kak
npejcrarieno B SEQ ID NO: 172. [lpyras nwunoctparusHas CDR2 coiepkuT aMUHOKHCIIOTHYIO
MOCJIC/IOBATEIBLHOCTH, Kak mpejcrasiieno B SEQ ID NO: 173, Jlpyras nunoctparusaas CDR2
COJIEPKUT AMUHOKUCIIOTHYIO IOCITIEA0BATENbHOCTh, Kak mnpeactaBieHo B SEQ ID NO: 174.
Hpyras wmmoctpatuBHass CDR2  comepuT aMHHOKHCIOTHYIO TIOCJEI0OBATEIbHOCTh, Kak
npejacrariaeno B SEQ ID NO: 175. [lpyras nunoctparusHast CDR2 cosiepkuT aMUHOKHCIIOTHYIO
MOCJIC/IOBATEIRLHOCTD, Kak mpejictaBiicHo B SEQ ID NO: 176. Jlpyras nwunoctparusaas CDR2
COIEPKUT aMHHOKHUCJIOTHYIO IMOCJEA0BATENbHOCTh, Kak mnpeactaBieHo B SEQ ID NO: 177.
Hpyras wmmoctpatruBnas CDR2  cofepXuT aMHHOKUCIOTHYIO TIOCIICAOBATCIBHOCTh, Kak
npejacrasieno B SEQ ID NO: 178. [lpyras niunoctparusaas CDR2 cojiepkUT aMUHOKHCIIOTHYIO
MOCJIE/IOBATEIRHOCTH, Kak mpejicrasiicHo B SEQ ID NO: 179. Jlpyras wunoctparuBHas CDR2
COJICP)KUT AMUHOKHCIIOTHYIO IIOCIICOBATEIbHOCTh, Kak IpescTaBieHo B SEQ ID NO: 180.

Hpyras wmnoctpatuBHass CDR2  copepXUT aMUHOKHCIOTHYIO IIOCJIE/IOBATEIBHOCTh, Kak
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npeacrarieHo B SEQ ID NO: 181. [pyras wumoctparusHas CDR2 conepXuT aMUHOKHCIOTHYIO
MOCJIeI0BATENBHOCTD, Kak npenactasineHo B SEQ ID NO: 182. Jlpyras numoctparuBHas CDR2
COJIEPKUT AMUHOKHUCIIOTHYIO IOCIIEA0BATENbHOCTh, Kak IpeacrtaBieHo B SEQ ID NO: 183.
Hpyras wummoctpatuBHas CDR2  cofepXUT aMMHOKHUCIOTHYRO TIOCIEAOBATEIBHOCTh, Kak
npencrasieno B SEQ ID NO: 184. [pyras nmmoctpatusaas CDR2 comepkuT aMUHOKUCIOTHYIO
[ocse10BaTeNbHOCTh, Kak npenacrasneHo B SEQ ID NO: 185. [Ipyras mimoctpatuBaas CDR2
COJIEP)KUT aMHUHOKHCJIOTHYIO IOCJEA0BaATe/IbHOCTh, Kak mnpeactaBieHo B SEQ ID NO: 186.
Hpyras wummoctpatuBHas CDR2  copepkuT aMUHOKHCIOTHYIO TIOCIIEIOBATEIBHOCTh, Kak
npeacrasieHo B SEQ ID NO: 187. Jlpyras niunoctparuBHas CDR2 cosiepXuT aMUHOKHCIIOTHYEO
NocJeA0BaTeNnbHOCTD, Kak npeacrasne€o B SEQ ID NO: 188. [lpyras wimoctparusaas CDR2
COJIEP’)KUT aMMHOKHCIIOTHYIO IIOCIEA0BATENbHOCTh, Kak mnpexacrasieHo B SEQ ID NO: 189.
Hpyras ummoctparuBHas CDR2  copepXuT aMHHOKHCIOTHYIO IIOCIEI0BATEIbHOCTh, Kak
npejacrariero B SEQ ID NO: 190. Jlpyras wiunoctparusaas CDR2 cosiep)XuT aMUHOKHCIIOTHYIO
MOCJIeI0BATENBHOCTD, Kak mpejacrasineHo B SEQ ID NO: 191. Jlpyras unmoctparuBHas CDR2
COZIEPKUT AMHUHOKUCIIOTHYIO IIOCIEIOBATENbHOCTh, Kak mnpeactaBieHo B SEQ ID NO: 192.
Hpyras wummoctpatuBHass CDR2  cojepXUT aMUHOKHCIOTHYIO IIOCJIE/IOBATEILHOCTD, Kak
npejacrarieno B SEQ ID NO: 193. [Ipyras wunoctparusHas CDR2 coiepxut aMUHOKHCIOTHYIO
MIOCJIEIOBATENBHOCTD, KaK npenacraBineHo B SEQ ID NO: 194. JIpyras nmmoctparuBHas CDR2
COJIEPKUT AMUHOKUCIIOTHYIO IOCIIENOBATENbHOCTh, Kak mnpeacrtasieHo B SEQ ID NO: 195.
Hpyras wummoctparuBras CDR2  copepkuT aMHUHOKHCIOTHYIO IIOCIIE/IOBATEIBHOCTD, Kak
npescranieno B SEQ ID NO: 196. [Ipyras niunoctpatusHas CDR2 conepkuT aMUHOKUCIOTHYIO
[ocJie1I0BaTeNbHOCTh, Kak mpeacrasieHo B SEQ ID NO: 197. Jlpyras wmtoctparuBaas CDR2
COZIEP)KUT aMHUHOKUCJIOTHYIO MOCJEA0BATEIbHOCTb, Kak mnpeactaBieHo B SEQ ID NO: 198.
Hpyras wmmoctpatuBHas CDR2cojiepkuT aMUHOKHCIOTHYIO —IIOCIE/I0BAaTEIBHOCT, Kak
npejacrarieno B SEQ ID NO: 199. Jlpyras nwiunoctparusaas CDR2 coiepKUT aMUHOKHCIIOTHYIO
[10CJIEA0BATENBHOCTD, Kak npeacrasieHo B SEQ ID NO: 200. [lpyras wimoctpatusaas CDR2
COZIEPKUT AMHUHOKHUCJIOTHYIO TOCIEA0BATEbHOCTh, Kak mnpeactaBieHo B SEQ ID NO: 201.
Hpyras wummoctparuBHas CDR2  copepXuT aMHHOKHUCIOTHYIO IIOCJICIOBATEIBHOCTh, Kak
npejacrarieno B SEQ ID NO: 202. [lpyras niunoctparuBaas CDR2 cojiepKUT aMUHOKHCIIOTHYIO
[I0CIIEA0BATENBHOCTD, Kak npeacrasiaeHo B SEQ ID NO: 203. [Jlpyras wimoctparusaas CDR2
COJICP)KUT aMUHOKHCIIOTHYIO TOCIIEIOBATEIBHOCTh, Kak IpejcTaBieHo B SEQ ID NO: 204.
Hpyras wummoctpatuBHass CDR2  cojepkUT aMUHOKUCIOTHYIO IIOCJIE/IOBATENIBHOCTD, Kak
npejcrasieno B SEQ ID NO: 205. [Ipyras nwunoctparusHas CDR2 coiepkuT aMUHOKHCIOTHYIO
OCJIEIOBATEIRHOCTD, Kak mpejicraBiieno B SEQ ID NO: 206. Jlpyras wunoctparuBaas CDR2

COJICP)KUT aMUHOKHCIIOTHYIO IOCIIEIOBATEIbHOCTh, Kak IpesacTaBieHo B SEQ ID NO: 207.
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Hpyras ummoctparuBHas CDR2  comepkuT aMHHOKHCIOTHYRO TOCJIEIOBATEIBHOCTh, Kak
npencrasieHo B SEQ ID NO: 208. [Ipyras ummoctpatusHas CDR2 conepXuT aMMHOKHACIOTHYIO
II0CJIE0BATENBHOCTD, KakK npeacrasineHo B SEQ ID NO: 209. [Jlpyras wumoctparusaas CDR2
COJICPXKUT AMUHOKHUCJIOTHYIO TOCIEI0BATEIbHOCTh, Kak mpeacTaBieHo B SEQ ID NO: 210.
Hpyras ummoctpatuBHas CDR2  comepXUT aMMHOKHCIOTHYHO II0CTIEI0BATENIbHOCTh, Kak
npezncrasiaeHo B SEQ ID NO: 211. [Ipyras mmoctpatusHas CDR2 conepXuT aMIHOKUCIOTHYIO
MOCJIeI0OBATENBHOCTD, Kak mpejacrasieHo B SEQ ID NO: 212. Jlpyras wimoctparuBHas CDR2
COJICP)KUT aMHUHOKHCIIOTHYIO TOCIIEI0OBATEIBHOCTh, Kak mpesacTaBicHo B SEQ ID NO: 213.
Hpyras wumwmoctpatuBHass CDR2  cojpepkUT aMUHOKHCIOTHYIO TIOCIIEIOBATENIBHOCTh, Kak
npencrasieno B SEQ ID NO: 214. [Tpyras nmumoctpatusHas CDR2 conepxuT aMHUHOKUCIOTHYIO
MOCJIeI0OBATENbHOCTD, KakK mpenactaBieHo B SEQ ID NO: 215. Jlpyras nmmoctparuBHas CDR2
COJIEP)KUT aMUHOKHCIIOTHYIO TIOCIIE0BATEIbHOCTh, Kak IpescTaBieHo B SEQ ID NO: 216.
Hpyras wmmoctpatuBHas CDR2  cofepXAT aMHHOKUCIOTHYIO TIOCJICIOBATCIBHOCTh, Kak
npencrasieso B SEQ ID NO: 217. [Ipyras ummoctpatusHas CDR2 coaepKuT aMHHOKHCIOTHYIO
[OCJIe10BaTENbHOCTD, Kak npeacrasineHo B SEQ ID NO: 218. Ipyras unntoctparuBHas CDR2
COJICPKUT aMUHOKHCIIOTHYIO TOCIIE0BATEILHOCTh, Kak IpejctaBicHo B SEQ ID NO: 219.
Hpyras wmmoctparuBHas CDR2  cofepkuT aMHUHOKHCIOTHYIO TIOCIIEI0BATEIBHOCTh, Kak
npencrasieHo B SEQ ID NO: 220. [Ipyras umnoctpatusras CDR2 conep:xuT aMMHOKHACIOTHYIO
[10CIIEN0BATENBHOCTD, KaK npeacrasiedo B SEQ ID NO: 221. [Jlpyras wunoctparusaas CDR2
COJICPXKUT AMUHOKHCJIOTHYIO IIOCIIEI0BATEIBHOCTh, Kak IpejacTtaBicHo B SEQ ID NO: 222.
Hpyras ummoctpatuBnass CDR2  coaepXuT aMMHOKHCIOTHYIO IIOCJIEI0BATEILHOCTh, Kak
npexacrasieno B SEQ ID NO: 223. [lpyras unmtoctparuBaas CDR2 conepXuT aMUHOKHCIIOTHYIO
IOCNEeA0BaTENbHOCTD, Kak npeactasineHo B SEQ ID NO: 224. Jlpyras wimoctparuBaas CDR2
COJICP)KUT aMUHOKHCIIOTHYIO TOCIIEI0BATEIBHOCTh, KaK mpescTaBicHo B SEQ ID NO: 225.
Hpyras wwmoctpatuBHass CDR2  cojpepkUT aMUHOKHCIOTHYIO IIOCJIE/IOBATEIBHOCTh, Kak
npexcrasieHo B SEQ ID NO: 226. [Ipyras nmumoctpatusHas CDR2 conepKuT aMHMHOKUCIOTHYIO
MIOCJIeIOBATEIBLHOCTD, Kak mpenactasieHo B SEQ ID NO: 227. Jlpyras nmmoctparuBHas CDR2
COJICP)KUT aMUHOKHCIIOTHYIO ITOCIIEIOBATEIIPHOCTh, Kak IpescTaBicHo B SEQ ID NO: 228.
Hpyras wmmoctparuBnas CDR2  cofepXAT aMHHOKUCIOTHYIO TIOCJICIOBATECIIBHOCTh, Kak
npencrasieHo B SEQ ID NO: 229. [Ipyras niunoctpatusHas CDR2 coaepKuT aMHHOKHCIOTHYIO
MOCJICIOBATEIIFHOCTD, Kak mpejctabiieHo B SEQ ID NO: 230. Jlpyras wunoctparuBaas CDR2
COJICPKUT aMUHOKHUCIIOTHYIO MTOCIIE/I0BATEIILHOCTD, Kak mpejcrasiicno B SEQ ID NO: 231.
[00106] Cormacno HekoTOpeIM BapuantaMm ocymiectsienus CDR3  coxepxur
IOCJIEIOBATEIILHOCTH, Kak 1pesctapiieHo B SEQ ID NO: 3, wnu ee BapraHT, XapakTepU3yIOIIHHCS

1, 2,3,4,5 6,7, 8 9 wm 10 amunokucnotasiMi 3ameHamu B SEQ ID NO: 3. Jlpyras
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wimoctparuBHast CDR3 conepkuT aMMHOKHMCIIOTHYIO ITOCIIEI0OBATEIbHOCTD, KaK ITPEICTAaBICHO B
SEQ ID NO: 232. Jlpyras wmunoctpatusHas CDR3  comepxuT aMHUHOKHCIOTHYIO
II0CIIEA0BATENBHOCTD, KaK npeacrasineHo B SEQ [D NO: 233. Jlpyras wunoctpatusaas CDR3
COJICPXKUT AMUHOKHUCJIOTHYIO TOCIEI0BATENIbHOCTh, Kak mpeacTaBieHo B SEQ ID NO: 234,
Hpyras ummoctpatuBHas CDR3  comepXUT aMMHOKHCIOTHYHO II0CTIENO0BATEIbHOCTh, Kak
npezncrasieHo B SEQ ID NO: 235. JIpyras mmoctpatuHas CDR3 conepXuT aMIHOKUCIOTHYIO
MOCJIeI0BATENIFHOCTD, Kak mpejacrasieHo B SEQ ID NO: 236. Hpyras nmoctparuBHas CDR3
COJICP)KUT aMHUHOKHCIIOTHYIO TIOCIIEOBATEIBHOCTh, Kak mpesacTaBicHo B SEQ ID NO: 237.
Hpyras wumwmoctpatuBHass CDR3  cojpepkUT aMUHOKHCIOTHYIO TIOCJIEIOBATEIBHOCTD, Kak
npencrasieno B SEQ ID NO: 238. [Ipyras nmmoctpatuBHasi CDR3 conepkuT aMHMHOKUCIOTHYIO
MOCJIeI0BATENbHOCTD, KaK mpeacraBieHo B SEQ 1D NO: 239. Jlpyras ummoctparuBHas CDR3
COJIEP)KUT aMUHOKHCIIOTHYIO TIOCIIEI0BATEIbHOCTh, Kak IpescTaBieHo B SEQ ID NO: 240.
Hpyras wmmoctpatuBHas CDR3  cofepXuT aMHHOKUCIOTHYIO TIOCJICAOBATCIBHOCTh, Kak
npencrasieso B SEQ ID NO: 241. [Ipyras ummoctpatusHas CDR3 coaepKuT aMHHOKHCIOTHYIO
MoCJIe10BaTeNbHOCTD, Kak npeacrasiedHo B SEQ ID NO: 242, Ilpyras unntoctpatuBHas CDR3
COJICP)KUT aMUHOKHCIIOTHYIO TOCIIE0BATEILHOCTh, Kak IpejctaBicHo B SEQ ID NO: 243.
Hpyras wmmoctparuBHas CDR3  cofepkuT aMHUHOKHCIOTHYIO TIOCIIEI0BATEIBHOCTh, Kak
npencrasieHo B SEQ ID NO: 244. [pyras umnoctpatusHas CDR3 conep:xuT aMMHOKHACIOTHYIO
[10CIIE0BATENBHOCTD, Kak npezacrasineso B SEQ ID NO: 245. Jlpyras wunoctpatusaas CDR3
COJICPXKUT AMUHOKHCJIOTHYIO IIOCIIE0BATEIbHOCTh, Kak IpejicTtaBicHo B SEQ ID NO: 246.
Hpyras ummoctpatuBaas CDR3  cofepXuT aMMHOKHCIOTHYIO IIOCJIEI0BATEILHOCTh, Kak
npexacrasieno B SEQ ID NO: 247. [lpyras unnmtoctparuBaas CDR3 conepXuT aMUHOKHCIIOTHYIO
IOCNEeA0BATENBHOCTD, Kak npeactasneHo B SEQ ID NO: 248. Jlpyras wimoctparuias CDR3
COJICP)KUT aMUHOKHCIIOTHYIO TOCIIEIOBATEIBHOCTh, Kak mpescTaBicHo B SEQ ID NO: 249,
Hpyras wwmoctpatuBHass CDR3  cojpepkUT aMUHOKHCIOTHYIO IIOCJIE/IOBATEIBHOCTh, Kak
npexcrasieHo B SEQ ID NO: 250. [Ipyras nmumroctpatusHas CDR3 conepKuT aMHHOKHUCIOTHYIO
MOCJIEIOBATEILHOCTD, Kak mpenactasieHo B SEQ ID NO: 251. dpyras nwmoctparuBHas CDR3
COJICP)KUT aMUHOKHCIIOTHYIO ITOCIIE/IOBATEIILHOCTh, Kak IpescTaBicHo B SEQ ID NO: 252.
Hpyras wmmoctparuBnas CDR3  cofepXuT aMHHOKUCIOTHYIO TIOCJICIOBATECIBHOCTh, Kak
npencrasieHo B SEQ ID NO: 253. [Ipyras niunoctpatusHas CDR3 coaepKuT aMHHOKHCIOTHYIO
MOCJIEIOBATEIIFHOCTD, Kak mpejctabiicHo B SEQ ID NO: 254, pyras wunoctparuBaas CDR3
COJICPKUT AMUHOKHCIIOTHYIO IIOCJIC0BATENILHOCTh, Kak mpejactaBieno B SEQ ID NO: 255.
Hpyras wmwmoctparuBHass CDR3  cofepXuT aMHUHOKHUCIOTHYIO TIOCJICIOBATEIBHOCTh, Kak
npeacrarieno B SEQ ID NO: 256. [lpyras niunoctparuBaas CDR3 coJiepXUT aMUHOKHCIIOTHYIO

OCJIEIOBATEIRHOCTD, Kak mpejcrasiieHo B SEQ ID NO: 257. Hpyras umwnoctparuBHas CDR3
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COZIEP)KUT aMUHOKHCIIOTHYIO TIOCIIEJOBATENbHOCTh, Kak TpeactaBieHo B SEQ ID NO: 258.
Hpyras wmmmoctpatuBHass CDR3  coaepXUT aMHHOKUCIOTHYRKO MOCIEA0BATEIBHOCTh, Kak
npencrasieHo B SEQ ID NO: 259. [Ipyras umntoctpatusHas CDR3 conepkuT aMHMHOKHCIOTHYIO
MOCJIEIOBATEIBLHOCTD, Kak mpeacrapiicHo B SEQ ID NO: 260. pyras ummoctparuBHas CDR3
COICPXKUT AMUHOKHCIIOTHYIO ITOCIEIOBATENILHOCTh, Kak IpeactaBieHo B SEQ ID NO: 261.
Hpyras wunmoctpatuBHas CDR3  comepkuT aMHUHOKHCIOTHYIO TIOCIEIOBATEIbHOCTH, Kak
npeacrasieno B SEQ ID NO: 262. [Ipyras unmmoctparusHas CDR3 coaepxuT aMUHOKUCIIOTHYIO
ITOCJICIOBATEILHOCTD, KaK mpejcrabiieHo B SEQ ID NO: 263. Jlpyras wunroctparuBHas CDR3
COJICPKUT aMUHOKHCIIOTHYIO TIOCIIEIOBATEIIBHOCTh, Kak mpesctaBicHo B SEQ ID NO: 264.
Hpyras wnnmroctpatuBHas CDR3  comepXUT aMMHOKUCIOTHYEO IOCJIEA0BATEIbHOCTh, Kak
npenctasieHo B SEQ ID NO: 265. [Ipyrast unmoctpatusHas CDR3 conepKuT aMMHOKHCIOTHYIO
MOCJIEIOBATEIHLHOCTE, Kak mpejcrabiieno B SEQ ID NO: 266. Jlpyras ummoctparusaas CDR3
COJICP)KUT aMHUHOKHCJIOTHYIO TOCIEI0BATEIBHOCTh, Kak mpesacTaBicHo B SEQ ID NO: 267.
Hpyras wmmoctpatuBHas CDR3  comepkuT aMHHOKUCIOTHYIO TOCJI€I0BATEIbLHOCTh, Kak
npencrasieHo B SEQ ID NO: 268. [Ipyras umnroctpatusras CDR3 conepxuT aMMHOKHCIOTHYIO
MOCJIE/IOBATEIFHOCTE, Kak mpejcrasiicHo B SEQ ID NO: 269. Jlpyras wunroctparusaas CDR3
COJICP)KUT aMUHOKHCIIOTHYIO TOCIIEI0BATENIbHOCTh, Kak IpejcTaBieHo B SEQ ID NO: 270.
Hpyras wnnmoctparuBHass CDR3  coaepXUT aMHHOKUCIOTHYRKO MOCJIEA0BATEIbHOCTh, Kak
npexacrasieso B SEQ ID NO: 271. [Ipyras umnoctpatusras CDR3 conepKuT aMHUHOKUCIIOTHYIO
IOCJIEIOBATEILHOCTD, Kak npejacrasiicHo B SEQ ID NO: 272, Ipyras uunoctparuBHas CDR3
COJICP’KAT AMHHOKHCIIOTHYIO TOCIIEA0BATEIBHOCTh, Kak mpejacraBiecHo B SEQ ID NO: 273.
Hpyras wmmoctparuBHas CDR3  comepXuT aMMHOKUCIOTHYIO IOCIEIOBATEIbHOCTh, Kak
npencrasiedo B SEQ ID NO: 274. [pyras unmoctpatusHasi CDR3 coaepkKuT aMHHOKHCIOTHYIO
MOCJICJIOBATEIBLHOCTD, Kak mpejctaBiieHo B SEQ ID NO: 275, Jlpyras wunoctparusHas CDR3
COJICPKUT AMHUHOKHCJIOTHYIO IIOCJIC0BATCIILHOCTh, Kak mpeacTtaBieno B SEQ ID NO: 276.
Hpyras wnmoctpatuBHass CDR3  copepXUT aMMHOKHCIOTHYEO MOCJIEA0BATEIbHOCTh, Kak
npenctasieHo B SEQ ID NO: 277. [Ipyras usuntoctpatusHas CDR3 conepKuT aMMHOKHCIOTHYIO
MOCJIC/IOBATEIRLHOCTH, Kak mpejctasiicno B SEQ ID NO: 278. Ipyras uumoctparuBaas CDR3
COJICP)KUT aMUHOKHCIIOTHYIO TOCIIE0BATEIBHOCTh, Kak mpescTaBicHo B SEQ ID NO: 279.
Hpyras wnmmoctpatuBHass CDR3  comepkuT aMHUHOKUCIOTHYIO TOCJIEI0BAaTEIbHOCTh, Kak
npeacrarieno B SEQ ID NO: 280. Jlpyras wiunoctparuBaas CDR3 cosiepXuT aMHHOKHCITOTHYIO
MOCJIE/IOBATEIRHOCTD, Kak mpejcrasiicno B SEQ ID NO: 281. pyras wumnoctparusaas CDR3
COJICP)KUT aMUHOKHCJIOTHYIO TOCIIE0BATEILHOCTh, Kak IpescTaBicHo B SEQ ID NO: 282.
Hpyras wummoctpatuBHass CDR3  cojpepkuT aMUHOKHCIOTHYIO TI0CJIEIOBATENBLHOCTD, Kak

upenacrarieno B SEQ ID NO: 283. [Ipyras munoctparusHas CDR3 coepXuT aMUHOKHCIOTHYIO
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MOCJIEIOBATENRHOCTD, Kak mpenacraieHo B SEQ ID NO: 284. Jlpyras ummoctparuBHas CDR3
COJIEP)KUT aMHHOKHCIIOTHYIO IIOCIEN0BATENBHOCTh, Kak IpexacrasieHo B SEQ ID NO: 285.
Hpyras wmmmoctpatuBHass CDR3  comepXuT aMHHOKUCIOTHYEO IOCIEA0BATEIBHOCTh, Kak
npeacrasiero B SEQ ID NO: 286. [Ipyras nimoctparuBHas CDR3 coniepkuT aMUHOKHCIIOTHYEO
IIOCJIEIOBATENBHOCTD, Kak npeacrasieno B SEQ ID NO: 287. Ipyras ummoctpatuBHas CDR3
COJIEPKUT aMHHOKHUCIIOTHYIO IIOCIIEN0BATEIbHOCTh, Kak IpenacTtaBieHo B SEQ ID NO: 288.
Hpyras wnmmoctpatuBHas CDR3  comepkur aMHUHOKUCIOTHYIO IOCIEI0BATEIbHOCTh, Kak
npenacrarieao B SEQ ID NO: 289. JIpyras wunoctparuBHas CDR3 cosiepXuT aMUHOKHCIIOTHYIO
MOCJICIOBATEIFHOCTD, Kak mpejctabiieHo B SEQ ID NO: 290. lpyras nwunoctparuBaas CDR3
COJIEPKUT aAMUHOKUCIIOTHYIO INOCIEA0BATENbHOCTh, Kak mpeactaBieHo B SEQ ID NO: 291.
Hpyras ummoctparuBHass CDR3  cogepxuT aMHHOKUCIOTHYHO MOCJIEA0BATEIbHOCTh, Kak
npeacrasieno B SEQ ID NO: 292. Jlpyras wiunoctparusHas CDR3 conepXuT aMUHOKHCIIOTHYO
MOCJIC/IOBATEIIFHOCTE, Kak mpejcrabiicHo B SEQ ID NO: 293, Jlpyras wunoctparusHas CDR3
COZIEPKUT aMHHOKHUCJIOTHYIO IOCJEA0BATENbHOCTh, Kak mnpeactaBieHo B SEQ ID NO: 294.
Hpyras wunmoctpatuBHass CDR3  comep:XUT aMMHOKUCIOTHYEO IOCIEAOBATEIbHOCTh, Kak
npeacrasieno B SEQ ID NO: 295. Jlpyras wiunroctparusaas CDR3 cojiepXuT aMUHOKHCIIOTHYEO
MOCJIEIOBATEIRHOCTD, Kak mpejcrasiieno B SEQ ID NO: 296. Jlpyras wunoctparuBHas CDR3
COJIEP’)KUT aMMHOKHCIIOTHYIO IIOCIEA0BATENBHOCTL, Kak IpexacrasieHo B SEQ ID NO: 297.
Hpyras wnmoctpatuBHass CDR3  comepXuT aMHHOKHUCIOTHYEO IOCJIEA0BATEIBHOCTh, Kak
npejacrariero B SEQ ID NO: 298. [Ipyras niunoctparuBHas CDR3 coiepkUuT aMUHOKHCIIOTHYIO
IIOCJIE/IOBATEIBLHOCTD, Kak npejacrasiieHo B SEQ ID NO: 299. Jlpyras ummnoctparusaas CDR3
COJIEPKUT AMHUHOKUCJIOTHYIO IIOCIIENOBATEIbHOCTh, Kak mpeactaBieHo B SEQ ID NO: 300.
Hpyras wmmoctpatuBHas CDR3  comepkuT aMHHOKUCIOTHYIO TOCJIEI0BATEIbHOCTD, Kak
npejcrarieno B SEQ ID NO: 301. [Ipyras nwunoctparusHas CDR3 coiepkuT aMUHOKHCIIOTHYIO
MOCJIC/IOBATEIBLHOCTH, Kak mpejcrabiieHo B SEQ ID NO: 302. Mpyras wunoctparusaas CDR3
COJIEPKUT AMUHOKUCIIOTHYIO IOCITIEA0BATENbHOCTh, Kak mnpeactaBieHo B SEQ ID NO: 303.
Hpyras wmmoctparuBHass CDR3  coaep:XUT aMHHOKHUCIOTHYK MOCJIEA0BATEIbHOCTh, Kak
npejacraricno B SEQ ID NO: 304. [lpyras nunoctparusHast CDR3 cosiepkuT aMUHOKHCIOTHYIO
MOCJIC/IOBATEIBLHOCTD, Kak mpejctasiicHo B SEQ ID NO: 305. pyras wunoctparusaas CDR3
COZIEPKUT aMHHOKHUCJIOTHYIO IMOCJEA0BATENIbHOCTh, Kak mnpeactaBieHo B SEQ ID NO: 306.
Hpyras wmmoctpatruBnas CDR3  cofepXuT aMHHOKUCIOTHYIO TIOCIICAOBATCIBHOCTh, Kak
npeacrasieno B SEQ ID NO: 307. [lpyras niunoctparuBaas CDR3 cojiepkuT aMUHOKHCIIOTHYIO
MOCJIE/IOBATEIRHOCTH, Kak mpejcrasiicHo B SEQ ID NO: 308. Jpyras wunoctparuBHas CDR3
COJICP)KUT AMUHOKHCIIOTHYIO ITOCIICOBATEIbHOCTh, Kak IpejcTaBieHo B SEQ ID NO: 309.

Hpyras wmwnoctpatuBHass CDR3  comepXUT aMUHOKHCIOTHYIO II0CJIEIOBATEIBHOCTh, Kak
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npeacrarieHo B SEQ ID NO: 310. [pyras wumoctparusHas CDR3 conepXuT aMUHOKHCIOTHYIO
IIOCIIEAOBATENBHOCTD, KakK npeacrasineHo B SEQ ID NO: 311. Jlpyras wimocrparusaas CDR3
COJIEPKUT AMUHOKHUCIIOTHYIO IOCIIEA0BATENbHOCTh, Kak IpeactaBieHo B SEQ ID NO: 312.
Hpyras wummoctpatuBHas CDR3  cofepXUT aMHHOKHUCIOTHYRO TIOCIEAOBATEIBHOCTh, Kak
npeacrasieno B SEQ ID NO: 313. [Ipyras niumoctparusHas CDR3 conepxuT aMUHOKHCIOTHYO
[ocJeI0BaTeNIbHOCTh, Kak npeacrasnedo B SEQ ID NO: 314. [Ipyras wimoctpatuBHas CDR3
COJIEP)KUT aMHUHOKHCJIOTHYIO IOCJEA0BaTe/IbHOCTh, Kak mnpeactaBieHo B SEQ ID NO: 315.
Hpyras ummoctpatuBHas CDR3  copepkuT aMUHOKHCIOTHYIO TIOCJIEIOBATEIbHOCTh, Kak
npeacrasieHo B SEQ ID NO: 316. Jlpyras niunoctparuBHas CDR3 coiepXuT aMUHOKHCIIOTHYIO
NocIeA0BaTENBHOCTD, Kak npeacrasneHo B SEQ ID NO: 317. Jlpyras wimoctpaturast CDR3
COZIEPKUT AMUHOKUCIIOTHYIO IIOCIEA0BAaTEbHOCTh, Kak mnpeactaBieHo B SEQ ID NO: 318.
Hpyras ummoctparuBHas CDR3  cogepXuT aMHHOKHCIOTHYIO IIOCIENOBATEIbHOCTh, Kak
npejacrariero B SEQ ID NO: 319. Jlpyras wiunoctparuBaas CDR3 cosiepXuT aMUHOKHCIIOTHYIO
MOCJIeI0BATENbHOCTD, Kak mpeacrasineHo B SEQ ID NO: 320. dpyras nnmoctparuBHas CDR3
COZIEPKUT AMHUHOKUCIIOTHYIO IIOCIEA0BATENbHOCTh, Kak mnpeactaBieHo B SEQ ID NO: 321.
Hpyras wummoctparuBHass CDR3  cofepXuT aMHUHOKHCIOTHYIO IIOCIICIO0BATEIIBHOCTh, Kak
npejacrarieno B SEQ ID NO: 322. JIpyras wunoctparuBHas CDR3 coiepxut aMUHOKHCIOTHYIO
MIOCJIEI0OBATENBHOCTD, KaK npenacrasieHo B SEQ ID NO: 323. [pyras nmumoctparuBHas CDR3
COJIEPKUT AMUHOKUCIIOTHYIO IOCIIEN0BATENbHOCTh, Kak InpeacrtaBieHo B SEQ ID NO: 324.
Hpyras wummoctpatuBras CDR3  comepkuT aMHUHOKHCIOTHYIO IIOCIIE/IOBATEIBHOCTD, Kak
npeacrasieso B SEQ ID NO: 325. [lpyras nunoctparusaas CDR3 conepxuT aMUHOKHCIIOTHYIO
NocJie1I0BaTeIbHOCTh, Kak npeacrabieHo B SEQ ID NO: 326. [pyras wntoctparuBHas CDR3
COZIEP)KUT aMHUHOKUCJIOTHYIO MOCJEA0BATEIbHOCTh, Kak mnpeactaBieHo B SEQ ID NO: 327.
Hpyras wummoctpatuBHas CDR3  copepkuT aMUHOKHCIOTHYIO TIOCJIEIOBATEIbHOCTh, Kak
npejacrasieno B SEQ ID NO: 328. Jlpyras nwiunoctparusaas CDR3 coiep’kKUT aMUHOKHCIIOTHYIO
[10CJIEA0BATENBHOCTD, Kak npeacrasineHo B SEQ ID NO: 329. Jlpyras wumoctpaturas CDR3
COJIEP’)KUT aMHHOKHCJIOTHYIO IOCIEA0BATENbHOCTh, Kak mnpexacrasieHo B SEQ ID NO: 330.
Hpyras wummoctparuBHas CDR3  cogepXuT aMHHOKHUCIOTHYIO IIOCJICIOBATEIBHOCTh, Kak
npejacrarieno B SEQ ID NO: 331. [lpyras wiunoctparuBaas CDR3 cojiepkuT aMUHOKHCIIOTHYIO
II0CIIEA0BATENBHOCTD, Kak npeacrasneHo B SEQ ID NO: 332. Jlpyras wumoctparusHas CDR3
COJICP)KUT aMUHOKHCIIOTHYIO TOCIIEIOBATEIBHOCTh, Kak IpejicTaBieHo B SEQ ID NO: 333.
Hpyras wmmoctparuBnass CDR3  cofepXuT aMHUHOKHCIOTHYIO IIOCJICIOBATEIIBHOCTh, Kak
npejcrasieno B SEQ ID NO: 334. [/Ipyras niunoctparusHas CDR3 cojiepkuT aMUHOKHCIIOTHYIO
IOCJIEIOBATEIIRHOCTD, Kak mpejctasiieno B SEQ ID NO: 335. Mpyras wunoctparuBaas CDR3

COJICP)KUT aMUHOKHCIIOTHYIO TOCIIEIOBATEIbHOCTh, Kak IpeacTaBieHo B SEQ ID NO: 336.
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Hpyras wummoctparuBHas CDR3  comepkuT aMHHOKHCIOTHYRO TOCJIEIOBATEIBHOCTh, Kak
npencrasieHo B SEQ ID NO: 337. [Ipyrast umuntoctpatusHas CDR3 conepuT aMMHOKHACIOTHYIO
II0CIIEA0BATENBHOCTD, KaK npezacrasineHo B SEQ ID NO: 338. Jlpyras wunroctparusaast CDR3
COJICPXKUT AMUHOKHCJIOTHYIO TOCIEI0BATEIbHOCTh, Kak mpeacTaBieHo B SEQ ID NO: 339.
Hpyras ummoctpatuBHas CDR3  comepXUT aMMHOKHCIOTHYHO II0CTIENO0BATEIbHOCTh, Kak
npezncrasiaeHo B SEQ ID NO: 340. [Ipyras mnmoctpatusHas CDR3 conepXuT aMIHOKUCIOTHYIO
MoCJIeI0BATENbHOCTD, Kak mpejacrasieHo B SEQ ID NO: 341. Hpyras nmoctparuBHas CDR3
COJICP)KUT aMHUHOKHCIIOTHYIO TIOCIIEOBATEIBHOCTh, Kak mpesacTaBicHo B SEQ ID NO: 342,
Hpyras wumwmoctpatuBHass CDR3  cojpepkUT aMUHOKHCIOTHYIO TIOCJIEIOBATEIBHOCTD, Kak
npencrasieno B SEQ ID NO: 343. [Ipyras nmmoctpatuBHasi CDR3 conepkuT aMHMHOKUCIOTHYIO
MOCJIeI0BATENbHOCTD, KaK mpeacraBieHo B SEQ 1D NO: 344. Jlpyras ummoctparuBHas CDR3
COJIEP)KUT aMUHOKHCIIOTHYIO ITOCJIeI0BATENIbHOCTD, Kak npeactasiieno B SEQ ID NO: 345.

[00107] CornacHo pa3nIWYHBIM BapHaHTaM OCYIICCTRIICHHUS cBs3biBatomuii BCMA Oemnox
COIJIacHO  HacToslleMy  packpbiTuio  cozepxkur CDRI, koropas  xapaxktepusyercs
aMUHOKHCJIOTHOU MOCJIeI0BaTeNIbHOCTBIO, KOTOpasi SIBJsIETCs [0 MEHbIIeH Mepe Ha okoio 75%,
okos10 76%, oxoso 77%., oxono 78%, oxono 79%, oxkono 80%, okoino 81%, oxono 82%, oxoio
83%, oxosio 84%, oxomno 85%. okono 86%, okono 87%, oxoso 88%, okono 89%, oxoino 90%,
0x0710 91%, oxosio 92%, okono 93%, oxomo 94%, okono 95%, okoso 96%, okono 97%, oxoJo
98%, okono 99% wumu oxkono 100% HAESHTHYHOM aAMHHOKHUCIOTHON MOCIEH0BATEIbLHOCTH,
BbIOpanHoi u3 SEQ ID NO: 4-117.

[00108] CornacHo pa3THYHBIM BapHaHTaM OCYIIECTBICHUs cBs3bBalomuit BCMA Genok
COrJIaCHO  HAcTosileMy  packpbiThio  coxepxkur CDR2, kotopas  xapakrtepusyercs
AMUHOKHUCJIOTHOU TIOCIIeI0BATENIbHOCTHIO, KOTOpasi ABJSIETCS M0 MeHbIIe Mepe Ha okoio 75%,
0K0510 76%, okx0510 77%, 0K010 78%, 0k0JI0 79%, oxoao 80%, oxono 81%, oxono 82%, okoI10
83%, oxoso 84%, oxoio 85%, oxono 86%, oxoino 87%, oxoio 88%, okono §9%, oxono 90%,
oxo0110 91%, oxono 92%, okono 93%, okoito 94%, okono 95%, okoisio 96%, okono 97%, oxoJ0
98%, okoio 99% wumm okono 100% HAEHTUYHOH AMHHOKHCJIOTHOH IIOC/IeZOBaTE/ILHOCTH,
BeIOpannoit u3 SEQ ID NO: 118-231.

[00109] CornmacHo  pa3MuHBIM  BapwaHTaM  OCYIICCTBICHUS  OIPECIISIONAs
KOMIUIEMEHTapHOCTh 00nacTh cBsizbiBatoiiero BCMA 6enka corfiacHO HACTOSIIEMY PACKPHITHIO
cosiepxut CDR3, xoTOpas xapakTepu3yeTcs: aMUHOKUCIIOTHON T10CIIe/I0BaTEIbHOCTHIO, KOTOpast
SIBJISIETCS 110 MeHbInel Mepe Ha okojio 10%, okoino 20%, oxoso 30%, oxoisto 40%, oxono 50%,
ox0510 60%, okoso 70%, okoao 80%, oxoio 81%, oxono 8§2%, oxono 83%, oxono 84%, oxoio

85%, oxoso 86%, oxono 87%., oxono 88%, oxono 89%, okxoso 90%, okono 91%, oxoso 92%,
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0x0110 93%, oko510 94%, ox010 95%, 0K0I10 96%, 0KO110 97%, OKOII0 98%, OKOJI0 99% HMITH OKOIIO
100% uaeHTUYHOH aMUHOKHCIIOTHOM MOCie10BaTeIbHOCTH, BoiOpanHoit u3 SEQ ID NO: 232-345.

[00110] CornacHo pa3nuyHBIM BapuaHTaM OcyllecTBIeHUs cBs3bBaromuit BCMA Oenox
COTJIACHO HACTOSIIEMY PACKPBITUIO XapaKTEPU3YETCS aMUHOKUCIOTHON MOCIIEI0BATEILHOCTBIO,
KOTOpas SBjsieTcs o Menblneit Mmepe Ha okoio 10%, oxono 20%, oxono 30%, oxono 40%, 0ko10
50%, oxono 60%, oxono 70%, oxono 80%, oxoyno 81%, oxono 82%, oxoyo 83%, oxono 84%,
okxoJ10 85%, okoyio 86%, okoo 87%, okono 88%, oxono 89%, okono 90%, oxono 91%, oxoio
92%., 0x0J10 93%, oxo10 94%., 0x010 95%, oK0I10 96%, 0K0110 97%, OKOII0 98%, 0K0II0 99% Wi
oxoio 100% wuJICHTHYHOW aMUHOKHCIIOTHOM TTOCIIEI0BATEILHOCTH, BeIOpanHoil u3 SEQ ID NO:
346-460.

[00111] CornacHo pa3nu4HBIM BapHaHTaM OCyllecTBIEHUs cBs3biBaroluii BCMA 6enok
COTJIACHO HACTOSIIEMY PacCKpBhITHIO XapaKTepusyeTcss kKapkacHoi obmacteio 1 (fl), xotopas
XapaKTEPU3yeTCs] aMIHOKUCIIOTHOM 1TOCIIEI0BATEILHOCTHIO, KOTOpAst SIBIISICTCS TIO MEHBITICH Mepe
Ha okoso 10%, okomno 20%, okoio 30%, oko10 40%, okoiio 50%, okono 60%, oxoiao 70%., oxoi10
80%, oxono 81%, okono 82%, oxoio 83%, okomo 84%, oxono 85%, okoyno 8§6%, oxono 87%,
okos10 88%, oxosio 89%, okono 90%, okxoino 91%, okono 92%, okoio 93%, oxono 94%, oxoio
95%, oxono 96%, okxono 97%, oxomo 98%, okxono 99% wumm oxono 100% wmpenTHUHOMN
aMUHOKHCIIOTHOM nocnenoBarenbHoCcTH, npeacrasnennoi B SEQ ID NO: 461 unu SEQ ID NO:
462.

[00112] CornacHo pa3ImyHBIM BapHaHTaM OCYIIECTBIICHUS cBs3bIBatomuil BCMA Oemnox
COTJIaCHO HACTOSAIIEMY PAacKpBITHIO XapaKTepusyercs KapkacHoit obnacteio 2 (f2), xoTopas
XapakTepu3yeTcss aMUHOKHUCIIOTHOH MOCIIe10BaTeNIbHOCTEI0, KOTOpast SIBJISIETCS 10 MEHBIIEH Mepe
Ha okoJsio 10%, okoio 20%, okoio 30%, okos10 40%, okoiio 50%, okoso 60%, oxoio 70%, okoi1o0
80%, oxos10 81%, oxoio 82%, okono 83%., oxoino 84%, oxoito 85%, okono 8§6%, oxono 87%.,
ok0s10 88%, oxoiio 89%, okoso 90%, oxomo 91%, okono 92%, okoio 93%, oxono 94%, oxoio
95%, oxono 96%, oxomo 97%, okonmo 98%, okomo 99% wumu oxono 100% wupeHTHUHOI
aMUHOKHCIIOTHOM MOCe10BaTeNbHOCTH, npeactaBneHHoi B SEQ ID NO: 463.

[00113] CornacHo paznTuyHBIM BapHaHTaM OCYIICCTRIICHHUS cBsi3biBaommii BCMA 6emnox
COTJIaCHO HACTOSAIICMY PAacKPBITHIO XapaKTepuiyercs KapkacHoil obnacteio 3 (f3), xoTopas
XapakTepu3yeTcs aMUHOKUCIIOTHOM MOC/IeJ0BATENLHOCTBIO, KOTOpasl SIBIIsieTCS IO MEeHbINEeH Mepe
Ha okoJio 10%, oxoio 20%, okono 30%, oxomno 40%, okoio 50%, okono 60%, oxoio 70%., 0xoIo
80%, oxono 81%, oxono 82%, oxono 83%, oxoino 84%, oxoito 85%, okono 86%, oxono 87%,
ox0110 88%, okoyo 89%, okoao 90%, oxoito 91%, oxono 92%, oxono 93%, oxono 94%, oxoio

95%, oxono 96%, oxomo 97%, oxono 98%, oxono 99% wmam oxono 100% wuacHTHUHOM
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aMUHOKHCIIOTHOH TocieaoBaTeibHOCTH, npeactaiennoli B SEQ ID NO: 464 unu SEQ ID NO:
465.

[00114] CornacHo pa3nuyHBIM BapuaHTaM ocyllecTBIeHus cBs3bBaromuit BCMA Oenox
COTJIaCHO HACTOSIIEMY PacKpBITHIO XapaKTepusyeTcs KapkacHoW obmacteio 4 (f4), xoTopas
XapaKkTepu3yeTcss aMMHOKHCIOTHOH ITOCIIEI0BATEIBHOCTBIO, KOTOPAs IBISETCS 110 MEHBILEH Mepe
Ha okoJ10 10%, okoino 20%, okoio 30%, okoio 40%, okoso 50%, okono 60%, oxono 70%, oko10
80%, oxomno 81%, oxoso 82%, okono 83%, oxoyio 84%, oxono 85%, oxono 86%, oxono 87%,
0x0110 88%, 0Kk0510 89%, 0K010 90%, 0K0JI0 91%, OKOI0 92%., 0KOII0 93%, OKO0II0 94%., 0KOIIO
95%, oxomo 96%, okono 97%, oxomo 98%, okono 99% wumm oxono 100% wunenTHYHON
aMUHOKMCIIOTHOM IOCNeN0BaTeNbHOCTH, peacTaBneHHoi B SEQ ID NO: 466 unu SEQ ID NO:
467.

[00115] CornacHo HEKOTOPBIM BapHaHTaM ocyinecTBiienus ces3pBatomuit BCMA Genok
npejicranisier co00l OHOJIOMEHHOE aHTUTENO, COJEpiKallee II0CIe0BaTEIbHOCTh COIJIACHO
SEQ ID NO: 346. CornacHO HEKOTOpPHIM BapuaHTaM OCYILIECTBIEeHHs cBs3bBaronmii BCMA
OelloK MpeAcCTaBlseT cOOOM OJHOJIOMEHHOE aHTHUTENO, CoJepKallee [OCeI0BaTeIbHOCTh
corsacao SEQ ID NO: 347. CornacHo HEKOTOPHIM BapHaHTaM OCYIICCTBIICHHS CBS3BIBAIOIIUI
BCMA 6enox mpejictaiisieT coO0# 0JTHOIOMEHHOE aHTUTEIIO, COJEpIKalIee IOCIIeA0BATeIILHOCTD
corinacHo SEQ ID NO: 348. CornacHo HEKOTOPBIM BapHaHTaM OCYIUECTBIEHHS CBS3bIBAIOILMUI
BCMA 6enok npeacrapiisieT cOO0M OJHOAOMEHHOE aHTUTEIIO, COAEPIKALIEE TOCIEA0BATEIbHOCTD
corsacHo SEQ ID NO: 349. CoryacHO HEKOTOPBIM BapMaHTaM OCYIIECTBIICHHS CBSI3BIBAIOIIUI
BCMA 6ernox npejictaBisier coO0# 0HOJOMEHHOE aHTUTEIIO0, COEpIKalIee ITOCIEA0BATEILHOCTh
cornacHo SEQ ID NO: 350. CornacHo HEKOTOPHIM BapHaHTaM OCYIIECTBIICHHS CBS3bIBAOLIUN
BCMA 6Genoxk nmpeacraiisieT co00i 0JHOTOMEHHOE aHTUTEIIO, COAEPIKALIEE MOCIEA0BATEILHOCTD
corsacHo SEQ ID NO: 351. CormacHo HEKOTOPHIM BapHAHTaM OCYIICCTBIICHHS CBSI3bIBAIOIIUI
BCMA 6enox npesicTaBiisieT co60i 0HOJJOMEHHOE aHTHTEII0, COJIEpIKaIIee I0CIIeI0BaTEIbHOCTh
cormacHo SEQ ID NO: 352. CornacHo HEKOTOPBIM BapUaHTaM OCYLIECTBIEHHS CBS3bIBAIOLIUIN
BCMA 6enoxk npencrapiisieT co00it 0JTHOJJOMEHHOE aHTUTEIIO, COAEPIKALIEE MOCIEA0BATEIbHOCTD
corsacao SEQ ID NO: 353. CornmacHo HEKOTOPBIM BapHaHTaM OCYIICCTBIICHHS CBSI3BIBAIOIIUN
BCMA 06estox 1ipesicTaBiisieT co60i 0/[HOJJOMEHHOE aHTHTEIIO0, COJIEpIKalIlee II0CIIEI0BAaTENBHOCTh
cornacHo SEQ ID NO: 354. CornacHo HEKOTOpPBIM BapUaHTaM OCYIIECTBIEHUS CBS3bIBAIOIII
BCMA 6es10k 1ipezicTaBiiseT coboi 0JHOJJOMEHHOE aHTHTEIIO0, COJIEpIKallIee II0CIIE0BATEIBHOCTh
corimacHo SEQ ID NO: 355. CorjnacHO HEKOTOPHIM BaprHaHTaM OCYIIECTBICHUS CBSI3BIBAIOIHI
BCMA 6enoxk mpejictapiisieT co00# 0/THOIOMEHHOE aHTUTEII0, COJICPIKAIIEE TTOCTIeA0BATEILHOCTD
corsacao SEQ ID NO: 356. CoryacHo HEKOTOPBIM BapHaHTaM OCYIICCTRIICHUS CBS3BIBAIOIIUI

BCMA 6es1ox 1pezicTaBiisieT coooi 0HOJOMEHHOE aHTHTEIIO, COJIEpIKallee IOCIEI0BATEIBHOCTh
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cormacHo SEQ ID NO: 357. CornacHo HEKOTOPHIM BapHaHTaM OCYIIECTBIICHHS CBSI3BIBAIOIIUN
BCMA 06enok nipescTaBiisieT coO0 0JTHOJTOMEHHOE aHTUTEIO, COAEPIKALIEE MOCIeA0BATEIBHOCTh
corimacHo SEQ ID NO: 358. CornacHo HEKOTOPBIM BapHUaHTaM OCYILIECTBIEHUS CBA3bIBAIOLIUI
BCMA 6enok npencTaBiiseT coOoi 0 JHOJOMEHHOE aHTHTEIO, COIEpIKallee IOCIEI0BATENBHOCTh
corimacao SEQ ID NO: 359.

[00116] CornacHo HEKOTOPBIM BapHaHTaM OcyllecTBIeHus cBs3biBatomuii BCMA 6enok
npejcTaBisier co00il OJHOJOMEHHOE AaHTUTENO, COIepiKallee IOCIeI0BaTEIbHOCTh COIJIACHO
SEQ ID NO: 360. CornacHo HEKOTOPBIM BapHaHTaM OCYIICCTBIICHUS cBsi3biBaromuii BCMA
0eJIOK TpeJCTaBIsieT CcOOOM OJIHOJIOMEHHOE AaHTHUTENO, COJIEpKallee IOCie/10BaTeIbHOCTh
corimacHo SEQ ID NO: 361. CornacHo HEKOTOPBIM BapUaHTaM OCYLIECTBIEHUS CBS3bIBAIOLIUI
BCMA 6enok npesctapisieT co0oit 0THOJOMEHHOE aHTUTEIO, COAEpIKaLIEE MOCIeA0BATEIbHOCTD
corsacao SEQ ID NO: 362. CornacHo HEKOTOPBIM BapMaHTaM OCYIIECTRIICHHS CBS3BIBAIOIINN
BCMA 6estox 1ipezicTaBiisieT coooi 0JHOJJOMEHHOE aHTHTEIIO0, COJIEpIKalllee II0CIIEI0BATENBHOCTh
cornacHo SEQ ID NO: 363. CornacHo HEKOTOPBIM BapHUaHTaM OCYIIECTBIEHUS CBS3bIBAIOIIMUI
BCMA 6enok npencrapisier coO0H 0JTHOJOMEHHOE aHTUTEIIO0, COAEPIKALIEE MOCIEA0BATEIbHOCTD
corsacao SEQ ID NO: 364. CormacHo HEKOTOPHIM BapHaHTaM OCYIICCTBIICHHS CBS3BIBAIOIIUI
BCMA 6enox mpejictaiisieT coO0# 0JTHOIOMEHHOE aHTUTEIIO, COJEpIKalIee IOCIIeA0BATeIILHOCTD
coriacHo SEQ ID NO: 365. CornacHo HEKOTOPBIM BapHaHTaM OCYILECTBIEHHS CBS3bIBAIOILUI
BCMA 6enok npeacrapiisieT cOO0M OJHOAOMEHHOE aHTUTEIIO, COAEPIKALIEE TOCIEA0BATEIbHOCTD
corsacHo SEQ ID NO: 366. CorylacHO HEKOTOPBIM BapHMaHTaM OCYIIECTBIICHHS CBSI3BIBAIOIIUI
BCMA 6ernox npejictaBisier coO0# 0HOJOMEHHOE aHTUTEIIO0, COEpIKalIee ITOCIEA0BATEILHOCTh
cornacHo SEQ ID NO: 367. CornacHo HEKOTOPHIM BapHaHTaM OCYINECTBIICHHS CBS3bIBAIOLIUM
BCMA 6Genoxk nmpeacraiisieT co00i 0JJHOOMEHHOE aHTUTEIIO, COAEPIKALIEE MOCIEA0BATEIbHOCTD
corsacHo SEQ ID NO: 368. CormacHo HEKOTOPHIM BapHaHTaM OCYIICCTBIICHHS CBSI3BIBAIOIIUI
BCMA 6enox npesicTaBiisieT co60i 0HOJJOMEHHOE aHTHTEII0, COJIEpIKaIIee I0CIIeI0BaTEIbHOCTh
cornacao SEQ ID NO: 369.

[00117] CornacHo HEKOTOPBIM BapHaHTaM OCyIlecTBIeHHs cBs3biBatominii BCMA Gesox
1peJicTaBisier co0OH OJIHOJIOMEHHOE aHTUTENO, COJeprKalllee IOCe10BaTeIbHOCTh COIIACHO
SEQ ID NO: 370. CornacHo HEKOTOpPBIM BapuaHTaM OCYIICCTBICHUS cBs3biBatormuii BCMA
OelloK TpeAcTaBlsieT cOOOW OJHOJOMEHHOE aHTUTENO, CoJepiKallee [O0Cie10BaTeIbHOCTh
corsacao SEQ ID NO: 371. CormacHo HEKOTOPHIM BapHUaHTaM OCYITIECCTRICHUS CBSI3BIBAIOIUI
BCMA 6Genoxk tipejictapiisieT coO0# 0/THOIOMEHHOE aHTUTEIIO, COJICPIKAIIEE ITOCIIeI0BATCIILHOCTD
corstacio SEQ ID NO: 372. CorylacHO HEKOTOPBIM BapHaHTaM OCYIIECTBIICHUS CBS3BIBAIOIIUI
BCMA 6esoxk nipeicTaBiseT coboit 0JHOJJOMEHHOE aHTHTEIIO, COJIEpIKaIIee IOCIIE0BATENBHOCTh

corsacao SEQ ID NO: 373. CoryiacHo HEKOTOPBIM BapHaHTaM OCYIIECTBIICHUS CBSI3BIBAIOIIUN
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BCMA 6enoxk mpecrapisieT co00i 0JTHOJTOMEHHOE aHTHTEIO0, COAEPIKaIIee MOCIeA0BATeIBHOCTD
coriacHo SEQ ID NO: 374. CornacHo HEKOTOPBIM BapHUaHTaM OCYIUECTBIEHHS CBS3bIBAIOILMI
BCMA 6enok npescraiisieT coO0i OHOAOMEHHOE aHTUTEIO0, COAEPIKALIEE IMOCIEA0BATEILHOCTh
coramacHo SEQ ID NO: 375. CornacHo HEKOTOPHIM BapHMaHTaM OCYIIECTBIICHHS CBS3BIBAIOIIUN
BCMA 6enox npencTaBisieT coO0i 0JHOJOMEHHOE aHTUTEIO0, COAEpIKalllee I10CIeI0BaTeIbHOCTh
corslacio SEQ ID NO: 376. CornacHO HEKOTOPBIM BapHaHTaM OCYIIECTBICHHUS CBS3bIBAIOIUMN
BCMA 6ernoxk npezacTapiisieT coO0it 0JHOJOMEHHOE aHTUTEINO, COAEpIKaIIIee MOCIe0BaTeIbHOCTh
corsacHo SEQ ID NO: 377. CornmacHo HEKOTOPHIM BapHaHTaM OCYIICCTBIICHHS CBS3BIBAIOIIUIN
BCMA 6ernox mpezicTaBiseT coboit 0[HOJJOMEHHOE aHTHTEII0, COJIEpIKaIIee MOCIIEI0BATEIbHOCTh
corimacHo SEQ ID NO: 378. CornacHo HEKOTOPBIM BapUaHTaM OCYLIECTBIEHUS CBS3bIBAIOLIUI
BCMA 6emnok npectapisier co0oit 0THOJOMEHHOE aHTUTEIO, COAEpPIKaLIEE MOCIEA0BATEIbHOCTD
corimacao SEQ ID NO: 379.

[00118] CornacHo HEKOTOPHIM BapHaHTaM OCYyIIEeCTBIICHHS cBs3bBaromuii BCMA Gerox
npejacTaBisieT co00H OJHOJOMEHHOE AHTUTENO, COJIEpIKalllee IOCIEN0BATEIBHOCTE COIJIACHO
SEQ ID NO: 380. CornacHO HEKOTOpPBIM BapuaHTaM oOcCyllecTBIeHMs cBs3bBaronmii BCMA
6esloKk mpescTaBisieT coOOM  OJIHOJIOMEHHOE aHTUTENO, COJIEpKallee I10CIe/10BaTeIbHOCTh
corsaco SEQ ID NO: 381. CorymacHo HEKOTOPHIM BapuaHTaM OCYIIECTBIICHHS CBS3BIBAIOIUIN
BCMA 6enok npenctapisieT coO0M 0JHOJOMEHHOE aHTUTEIIO, COAEPIKALIEE MOCIEA0BATEIBHOCTh
corimacHo SEQ ID NO: 382. CornacHo HEKOTOPBIM BapHUaHTaM OCYLIECTBIEHHS CBS3bIBAIOLIUN
BCMA 6einok npezcTaBiisieT coOoi 0JHOJJOMEHHOE aHTHTEIIO0, COJIEpIKalllee II0CIIEI0BATENBHOCTD
corsacHo SEQ ID NO: 383. CoryacHo HEKOTOPBIM BapMaHTaM OCYIIECTBIICHUS CBS3BIBAIOIIUN
BCMA 6enok npeacTaBiser coboit 0JHOJOMEHHOE aHTUTENO0, COAEpIKalLIee TOCIe0BaTeIbHOCTh
corinacHo SEQ ID NO: 384. CornacHo HEKOTOpPHIM BapUaHTaM OCYIIECTBIEHUS CBS3bIBAIOILUI
BCMA 6enox mpezicTaBiisieT coooi 0/JHOJJOMEHHOE aHTHTEIIO0, COJIEpIKallee OCIIe10BaTEIbHOCTh
corimacHo SEQ ID NO: 385. CorjmacHO HEKOTOPHIM BapHaHTaM OCYIIECTBICHUS CBA3BIBAIOIIHI
BCMA 6enok npeacrapiisieT cOO0i OJJHOAOMEHHOE aHTUTEIIO, COAEpIKALIEe MOCIEA0BATEIbHOCTD
cornacHo SEQ ID NO: 386. CornacHo HEKOTOPHIM BapHUaHTaM OCYIIECTBIEHHS CBS3bIBAIOILMI
BCMA 6enox mpejicrapiisieT co00# 0/THOIOMEHHOE aHTHTEII0, COJCPIKAIIEE ITOCIICI0BATCILHOCTD
corsacao SEQ ID NO: 387. CorymacHo HEKOTOPHIM BapuaHTaM OCYIICCTBIICHHS CBS3BIBAIOIIUI
BCMA 6Genoxk nmpeactapiisieT cOO0H OJHOJAOMEHHOE aHTUTEIIO, COAEPIKALIEE MOCAEA0BATEIbHOCTD
corsacao SEQ ID NO: 388. CormacHo HEKOTOPHIM BapHaHTaM OCYITICCTRICHUS CBSI3BIBAIOIIUI
BCMA 6Genoxk tipejictapiisieT coO0# 0/THOIOMEHHOE aHTUTEIIO, COJCPIKAIIEE ITOCIIeI0BATEIILHOCTD
corracao SEQ ID NO: 389.

[00119] CornacHo HEKOTOPBIM BapHaHTaM OCyIecTBiIeHUs cBs3biBatomuit BCMA Genox

HPCACTABJIICT coboit OIHOJAOMCHHOC AaHTHUTCIIO, COJCPpKAIICC ITOCICIOBATCIIBHOCTL COIJIACHO
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SEQ ID NO: 390. CornacHo HEKOTOPHIM BapHaHTaM OCYIIECTBIIeHUsS cBs3biBaromuii BCMA
0enoK mpescTaBIsieT COOOW OJHOJOMEHHOE AaHTHUTENO, cojepXkallee MOoCIeJ0BaTeNbHOCTh
corimacHo SEQ ID NO: 391. CornacHo HEKOTOPBIM BapHUaHTaM OCYILIECTBIEHHS CBA3bIBAIOLIUI
BCMA 6enok npencTaBiiseT coOoi 0 JHOJOMEHHOE aHTHTEIO, COIEpIKallee IOCIEI0BATENBHOCTh
cormacHo SEQ ID NO: 392. CornacHo HEKOTOPBIM BapHMaHTaM OCYIIECTBIICHHS CBS3BIBAIOIIUN
BCMA 6esnok npeacTapiseT coboit 0JHOJOMEHHOE aHTUTEIO0, COEPIKalLlee MOCIe0BaTENbHOCTD
cornacHo SEQ ID NO: 393. CornacHo HEKOTOPHIM BapUaHTaM OCYIIECTBICHUS CBS3bIBAOILUN
BCMA 6ernoxk mpezicTaBiisieT co6oit 0HOJJOMEHHOE aHTHTEII0, COJIEpIKallee MOCIIe10BaTENbHOCTh
corsmacHo SEQ ID NO: 394. CornmacHO HEKOTOPHIM BapHaHTaM OCYIICCTBIICHHUS CBS3BIBAIOIIUIN
BCMA 6enok npencTaBisger co00it 0JHOJOMEHHOE aHTUTEINO, COEPIKalllEee MOCIe0BATENbHOCTD
coriacHo SEQ ID NO: 395. CornacHo HEKOTOpPBIM BapHaHTaM OCYINECTBIEHHS CBS3BIBAIOILMI
BCMA 6enox mpejicrapiisieT co00# 0THOIOMEHHOE aHTUTEIIO, COJepIKalllee IMOCIe0BaTeIbHOCTD
coramacHo SEQ ID NO: 396. CornacHo HEKOTOPBIM BapuaHTaM OCYIICCTBIICHHS CBS3BIBAIOIINT
BCMA 6Gernoxk nmpeactapiisieT coO0H 0JHOJOMEHHOE aHTUTEIO, COAEPIKALIEE OCIEA0BATEIBHOCTD
corimacHo SEQ ID NO: 397. CornacHo HEKOTOPBIM BapHaHTaM OCYINECTBIEHHS CBS3bIBAIOIUI
BCMA 6Gemnoxk ipejictaBiisieT co00# 0/THOJIOMEHHOE aHTUTEIIO, COJIEPIKaIIee IMOCIIeA0BATEIIEHOCTD
corsaco SEQ ID NO: 398. CormacHo HEKOTOPHIM BapuaHTaM OCYIIECTBIICHHS CBSI3BIBAIOIUI
BCMA 6enok npenctapisieT coO0M 0JHOJOMEHHOE aHTUTEIIO, COAEPIKALIEE MOCIEA0BATEIBHOCTh
cormacio SEQ ID NO: 399.

[00120] CornacHo HEKOTOPHIM BapHaHTaM OCyIecTBiIeHUs cBs3biBatomuilt BCMA Genox
IpecTaBisier coOOH OHOJOMEHHOE AHTHUTENO, COACpIKallee I0CIeJ0BATEIbHOCTh COTIACHO
SEQ ID NO: 400. CornacHo HEKOTOPHIM BapuaHTaM ocyllecTBieHus cBs3biBaromuit BCMA
0enok mpejacTaBiseT coOOW ONHOJOMEHHOE AaHTHUTENO, COJepiKallee I[0C/e0BaTeNbHOCTh
corsacaHo SEQ ID NO: 401. CormacHo HEKOTOPHIM BapHaHTaM OCYIICCTBIICHHS CBSI3BIBAIOIIUI
BCMA 6enox npesicTaBiisieT co60i 0HOJJOMEHHOE aHTHTEII0, COJIEpIKaIIee I0CIIeI0BaTEIbHOCTh
cormacHo SEQ ID NO: 402. CornacHo HEKOTOPBIM BapUaHTaM OCYLIECTBIEHHS CBS3bIBAIOLIUI
BCMA 6enoxk npencrapiisieT co00it 0JTHOJJOMEHHOE aHTUTEIIO, COAEPIKALIEE MOCIEA0BATEIbHOCTD
corsacao SEQ ID NO: 403. CorymacHo HEKOTOPBIM BapHaHTaM OCYIICCTBIICHHS CBSI3BIBAIOIIUN
BCMA 06estox 1ipesicTaBiisieT co60i 0/[HOJJOMEHHOE aHTHTEIIO0, COJIEpIKalIlee II0CIIEI0BAaTENBHOCTh
cornacHo SEQ ID NO: 404. CornacHo HEKOTOPBIM BapHUaHTaM OCYIIECTBIEHUS CBS3bIBAIOIIMUI
BCMA 6es10k 1ipezicTaBiiseT coboi 0JHOJJOMEHHOE aHTHTEIIO0, COJIEpIKallIee II0CIIE0BATEIBHOCTh
corimacHo SEQ ID NO: 405. CornacHO HEKOTOPhIM BapuHaHTaM OCYIIECTBICHUS CBSI3BIBAIONIHI
BCMA 6enoxk mpejictapiisieT co00# 0/THOIOMEHHOE aHTUTEII0, COJICPIKAIIEE TTOCTIeA0BATEILHOCTD
corsacao SEQ ID NO: 406. CoriacHo HEKOTOPHIM BapHaHTaM OCYIIICCTRIICHHS CBS3BIBAIOIIUI

BCMA 6es1ox 1pezicTaBiisieT coooi 0HOJOMEHHOE aHTHTEIIO, COJIEpIKallee IOCIEI0BATEIBHOCTh
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corimacHo SEQ ID NO: 407. CornmacHo HEKOTOPHIM BapHaHTaM OCYIIECTBICHHS CBSI3BIBAIOIIUN
BCMA 06enok nipescTaBiisieT coO0 0JTHOJTOMEHHOE aHTUTEIO, COAEPIKALIEE MOCIeA0BATEIBHOCTh
corimacHo SEQ ID NO: 408. CornacHo HEKOTOPBIM BapHUaHTaM OCYILIECTBIEHUS CBA3bIBAIOLINI
BCMA 6enok npencTaBiiseT coOoi 0 JHOJOMEHHOE aHTHTEIO, COIEpIKallee IOCIEI0BATENBHOCTh
cornmacao SEQ ID NO: 409.

[00121] CornacHo HEKOTOPBIM BapHaHTaM OcyllecTBiIeHus cBs3biBatomuii BCMA 6enok
npeacTaBiasier  co0OMl  ryMaHH3HMpPOBAaHHOE  OJHOJAOMEHHOE  aHTUTENNo,  CcojAepiKallee
nocieoBareIbHOCTE  corimacHo SEQ ID NO: 410. CorjacHO HEKOTOPBIM —BapHaHTaM
ocymecTBieHus cBsa3piBatomuii BCMA Genox npezactaBiseT cobol OHOJOMEHHOE aHTUTEINO,
cozieprkauiee nocaeaoparenbHoOCTh cornacHo SEQ ID NO: 411. CornacHo HEKOTOPBIM BapuaHTaM
ocyiecTBineHus cBs3piBatomuii BCMA Oenok npejcrapnser coOoi OJHOAOMEHHOE aHTUTENO,
cojiepraniee nocieioaresHOCTh coryiacHo SEQ ID NO: 412. CornacHo HEKOTOPHIM BapraHTam
ocyulecTBiieHus: cpsi3biBatonii BCMA 6etok npescrapiisier co0ol 0JIHOJIOMEHHOE aHTUTENO,
cozeprkatiee nocaeaoparenbHocTh cornacHo SEQ ID NO: 413. CornacHo HEKOTOPBIM BapuaHTaM
ocyiectBnenus cpsspiBatoluii BCMA Oenok npexcrapnser coO0od 0JHOAOMEHHOE aHTHTEIO,
cojiepxaniee nocesioBaresHOCTh coryiacHo SEQ ID NO: 414. CornacHo HEKOTOPHIM BapraHTam
ocymecTBiienus cBs3piBatomuii BCMA Oenox mpejicrasiisier coO0d 0IHOOMEHHOE aHTHTENO,
cozepxaiiee nociuegoparenbHocTh cornacHo SEQ ID NO: 415. CornacHo HEKOTOPBIM BapHaHTam
ocyulectBieHus cps3biBaromuii BCMA 6enok npeacrabiser co6oli 0JHOTOMEHHOE aHTUTENO,
coziepxaniee nocyeiopareasHOCTh corjiacHo SEQ ID NO: 416. CornracHO HEKOTOPHIM BapraHTam
ocymiecTBiieHus cBsizbiBatomuit BCMA Genok npezacraniser coO0oil 0JIHOJIOMEHHOE aHTHUTEIIO,
cozepxariee rocienoBarenbHOCTh cornacHo SEQ ID NO: 417. CornacHo HEKOTOPHIM BapraHTam
ocyulecTBieHus cpsispiBatolit BCMA 6ernok npencrtaBnseT co00dl 0JHOIOMEHHOE aHTUTEIIO,
cojiepkaniee nocieioBareabHOCTh coryiacHo SEQ ID NO: 418. CornacHo HEKOTOPHIM BapraHTam
ocymiectBieHus cBs3piBatonii BCMA 6Genox npejacrasisieT co60i OJHOJIOMEHHOE aHTUTENO,
cojiepaitiee nociaeaoBarenbHocTh cornacHo SEQ ID NO: 419.

[00122] CornacHo HEKOTOPBIM BapHaHTaM OCyIIecTBIeHHs cBs3biBatominii BCMA Gesox
npejcTapiser  co00Oil  I'yMaHW3HMPOBAaHHOE  O/IHOJOMEHHOE  aHTHUTEN0,  COJiepKallee
nocieoBarebHOCTh  corjlacio  SEQ ID NO: 420. CorjacHO HEKOTOpPBIM —BapHaHTaM
ocyuiecTBiaeHus cBaspiBaolnii BCMA  Oenmok mnpezcraBinser coOOi T'yMaHW3UPOBAHHOE
OJIHOJIOMECHHOE aHTHTENO, COjepKaliee TocnenoBareabHocth cormacio SEQ ID NO: 421.
CortacHo HEKOTOPBIM BapuaHTaM OCYIIECTBIICHUS cBs3bIBaronmii BCMA Oenok nipeacTaBisieT
co0oH 0IHOJIOMEHHOE aHTHUTEIIO, CoJIeprKaliiee mocieroBareaLHocTh cornacao SEQ ID NO: 422,
CornacHO HEKOTOPBHIM BapHaHTaM OCYIIECTBIIEHUS cBs3bIBatomuilt BCMA 6Geltok npejicTaBisieT

co0of 0JHOJIOMEHHOE aHTHUTEIIO, cojiepkariee rmocienaoparenbuocTh corsiacno SEQ ID NO: 423.
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CornacHo HEKOTOpPBIM BapHaHTaM OCyHIECTBIEHUs cBsi3biBatomuil BCMA Genok mpejcraBisier
co00# 0JHOIOMEHHOE aHTHUTENIO, COJEpIKaLIee ImocieaoBareabHocTh cornacHo SEQ ID NO: 424,
CoriacHO HEKOTOPBIM BapuaHTaM OCylIecTBIeHUs cBsi3biBatomuii BCMA Oenox nipeacrasisiet
co00Ol OAHOIOMEHHOE aHTHUTEIIO0, CoJleprKaliee mocienoBareabHocTh cornacHo SEQ ID NO: 425.
CornacHo HEKOTOpPBIM BapHaHTaM ocyllecTBIeHus cBs3biBaromuil BCMA 6enok npeacrasisier
co00 0JJHOJJOMEHHOE aHTUTENIO, CoJiepiKallee mocieaosareabHocTh cornacao SEQ ID NO: 426.
CorylacHO HEKOTOPBIM BapuaHTaM OCYIECTBIeHUs cBsi3biBarommit BCMA Oenok npeacTasisieT
co0ol 0HOJIOMEHHOE aHTHTEIIO, CoJIepKaIee mocieaoBareabHocTh coriiacHo SEQ ID NO: 427.
CornacHo HEKOTOPBHIM BapHaHTaM OcyHlecTBIIeHUS cBsi3bIBatomuit BCMA 6Geltok mpejicTaBisiet
co0bolf OAHOIOMEHHOE aHTUTEIIO, CoJiepKalliee nocienopareabHocTs cornacHo SEQ ID NO: 428.
CornacHo HEKOTOPBIM BapuaHTaM OCYINECTBIEHUs cBs3biBatolnit BCMA Oenok npeacraBisiet
coboli 0JTHOJTOMEHHOE aHTUTENIO, COojlepIKallee TocieoBaTensHoCcTh cortacio SEQ ID NO: 429.

[00123] CornacHo HEKOTOPHIM BapHaHTaM OCyIIecTBIICHHS cBs3bBatomuii BCMA Gerox
npejcTapisier co0oi OJHOTOMEHHOE aHTUTENO, cojepiKaliee MOClIeA0BaTeIbHOCTh COTJIACHO
SEQ ID NO: 430. CornacHO HEKOTOpPBIM BapuaHTaM oOcCyllecTBIeHMs cBs3bBaronmii BCMA
6eslok mpescTaBisieT coOOM  OJIHOJIOMEHHOE aHTUTENO, COJIEpKallee I10Cie/10BaTeIbHOCTh
corsaco SEQ ID NO: 431. CornacHo HEKOTOPHIM BapruaHTaM OCYIIECTBIICHHS CBS3BIBAIOIIUI
BCMA 6enok npenctapisieT coO0M 0JHOJOMEHHOE aHTUTEIIO, COAEPIKALIEE MOCIEA0BATEIBHOCTh
corimacHo SEQ ID NO: 432. CornacHo HEKOTOPBIM BapHUaHTaM OCYLIECTBIEHHS CBSI3bIBAIOLIUN
BCMA 6einok npezcTaBiisieT coOoi 0JHOJJOMEHHOE aHTHTEIIO0, COJIEpIKalllee II0CIIEI0BATENBHOCTD
cormacio SEQ ID NO: 433. CoracHO HEKOTOPhIM BapHlaHTaM OCYIIECTBICHHS CBA3BIBAIOIIUI
BCMA 6enok npeacTaBiser coboit 0JHOJOMEHHOE aHTUTENO0, COAEpIKalLIee TOCIe0BaTeIbHOCTh
corinacHo SEQ ID NO: 434. CornacHo HEKOTOpPHIM BapUaHTaM OCYIIECTBIEHUS CBS3bIBAIOIIUI
BCMA 6esnox mpezicTaBiisieT coooi 0/[HOJJOMEHHOE aHTHTEIIO0, COJIEpIKallee OCIIe10BaTEIbHOCTh
corimacHo SEQ ID NO: 435. CornacHO HEKOTOPhIM BapHaHTaM OCYIIECTBICHUS CBSA3BIBAIOITHI
BCMA 6enok npeacrapiisieT cOO0i OJJHOAOMEHHOE aHTUTEIIO, COAEpIKALIEe MOCIEA0BATEIbHOCTD
corinacHo SEQ ID NO: 436. CornacHo HEKOTOPHIM BapHaHTaM OCYILECTBIEHHS CBS3bIBAIOILMI
BCMA 6enox mpejicrapiisieT co00# 0/THOIOMEHHOE aHTHTEII0, COJCPIKAIIEE ITOCIICI0BATCILHOCTD
corsacao SEQ ID NO: 437. CornacHO HEKOTOPBIM BapuaHTaM OCYIICCTBIICHHS CBS3BIBAIOIIUIN
BCMA 6Genoxk nmpeactapiisieT cOO0H OJHOJAOMEHHOE aHTUTEIIO, COAEPIKALIEE MOCAEA0BATEIbHOCTD
corsacao SEQ ID NO: 438. CormacHo HEKOTOPHIM BapHaHTaM OCYITICCTRICHUS CBSI3BIBAIOIUI
BCMA 6Genoxk tipejictapiisieT coO0# 0/THOIOMEHHOE aHTUTEIIO, COJCPIKAIIEE ITOCIIeI0BATEIILHOCTD
coriracao SEQ ID NO: 439.

[00124] CornacHo HEKOTOPBIM BapHaHTaM OCyIecTBIeHUs cBs3biBatomuit BCMA Gernox

HPCACTABJIICT coboit OIHOJAOMCHHOC AaHTHUTCIIO, COJCPpKAIICC ITOCICIOBATCIIBHOCTL COIJIACHO
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SEQ ID NO: 440. CornmacHo HEKOTOPHIM BapHaHTaM OCYIIECTBIeHUS cBs3biBaromuii BCMA
0enoK mpescTaBIsieT COOOW OJHOJOMEHHOE AaHTHUTENO, cojepXkallee MOoCIeJ0BaTeNbHOCTh
corimacHo SEQ ID NO: 441. CornacHo HEKOTOPBIM BapHUaHTaM OCYILIECTBIEHUS CBA3bIBAIOLIUI
BCMA 6enok npencTaBiiseT coOoi 0 JHOJOMEHHOE aHTHTEIO, COIEpIKallee IOCIEI0BATENBHOCTh
cormacao SEQ ID NO: 442. CornacHO HEKOTOPHIM BapyWaHTaM OCYIECTBIEHHS CBS3BIBAIOIIUI
BCMA 6esnok npeacTapiseT coboit 0JHOJOMEHHOE aHTUTEIO0, COEPIKalLlee MOCIe0BaTENbHOCTD
cornacHo SEQ ID NO: 443. CornacHo HEKOTOPHIM BapUaHTaM OCYIIECTBIICHUS CBS3bIBAOILUN
BCMA 6ernoxk mpezicTaBiisieT co6oit 0HOJJOMEHHOE aHTHTEII0, COJIEpIKallee MOCIIe10BaTENbHOCTh
corimacHo SEQ ID NO: 444. CormacHO HEKOTOPHIM BapHaHTaM OCYIICCTRIICHHUS CBS3BIBAIOIIUIN
BCMA 6enok npencTaBisgeT coO0it 0JHOJAOMEHHOE aHTUTEINO, COJEPIKaIIEe MOCIeA0BATENbHOCTD
cornacHo SEQ ID NO: 445. CornacHo HEKOTOPBIM BapHaHTaM OCYINECTBIEHHS CBS3BIBAIOILMI
BCMA 6enox mpejicrapiisieT co00# 0THOIOMEHHOE aHTUTEIIO, COJepIKalllee IMOCIe0BaTeIbHOCTD
coramacHo SEQ ID NO: 446. CornacHo HEKOTOPHIM BapuaHTaM OCYIICCTBIICHHS CBS3BIBAIOIINIT
BCMA 6Gernoxk nmpeactapiisieT coO0H 0JHOJOMEHHOE aHTUTEIO, COAEPIKALIEE OCIEA0BATEIBHOCTD
corinacHo SEQ ID NO: 447. CornacHo HEKOTOPBIM BapHaHTaM OCYIIECTBIEHHS CBSA3bIBAIOIUI
BCMA 6Gemnoxk ipejictaBiisieT co00# 0/THOJIOMEHHOE aHTUTEIIO, COJIEPIKaIIee IMOCIIeA0BATEIIEHOCTD
corsacHo SEQ ID NO: 448. CormacHo HEKOTOPHIM BapHaHTaM OCYIIECTBIICHHS CBS3BIBAIOIIUI
BCMA 6enok npenctapisieT coO0M 0JHOJOMEHHOE aHTUTEIIO, COAEPIKALIEE MOCIEA0BATEIBHOCTh
corimacHo SEQ ID NO: 449. CornacHo HEKOTOPBIM BapHaHTaM OCYLIECTBIEHHUS CBS3bIBAIOLIUN
BCMA 6einok npezcTaBiisieT coOoi 0JHOJJOMEHHOE aHTHTEIIO0, COJIEpIKalllee II0CIIEI0BATENBHOCTD
cormacao SEQ ID NO: 450.

[00125] CornacHo HEKOTOpPHIM BapraHTaM ocyliecTBIeHUs cBs3biBarolnit BCMA Genok
npecTaBsier coOOM OJHOAOMEHHOE AHTHUTENO, COAEpXKallee IOCIeJ0BaTebHOCTh COTJIACHO
SEQ ID NO: 451. CornacHo HEKOTOPBIM BapHaHTaM OCYIICCTBIICHUS cBs3biBatromuii BCMA
0eJIoOK [pejcTaBIsieT cOOOM  OJIHOJIOMEHHOE aHTHUTENO, COJIEpKallee I0Ce/I0BaTeIbHOCTh
cormacHo SEQ ID NO: 452. CornacHo HEKOTOPBIM BapUaHTaM OCYLIECTBIEHHS CBS3bIBAIOLIUI
BCMA 6enoxk npencrapiisieT co00it 0JTHOJJOMEHHOE aHTUTEIIO, COAEPIKALIEE MOCIEA0BATEIbHOCTD
corsacao SEQ ID NO: 453. CornmacHo HEKOTOPBIM BapUaHTaM OCYIICCTBIICHHS CBSI3BIBAIOIIUN
BCMA 06estox 1ipesicTaBiisieT co60i 0/[HOJJOMEHHOE aHTHTEIIO0, COJIEpIKalIlee II0CIIEI0BAaTENBHOCTh
corinacHo SEQ ID NO: 454. CornacHo HEKOTOPBIM BapUaHTaM OCYIIECTBIEHUS CBS3bIBAIOIIMI
BCMA 6es10k 1ipezicTaBiiseT coboi 0JHOJJOMEHHOE aHTHTEIIO0, COJIEpIKallIee II0CIIE0BATEIBHOCTh
corimacHo SEQ ID NO: 455. CornacHO HEKOTOPhIM BaprHaHTaM OCYIIECTBICHUS CBSI3BIBAIONITHI
BCMA 6enoxk mpejictapiisieT co00# 0/THOIOMEHHOE aHTUTEII0, COJICPIKAIIEE TTOCTIeA0BATEILHOCTD
corsacao SEQ ID NO: 456. CoriacHo HEKOTOPHIM BapHaHTaM OCYIIICCTRIICHUS CBS3BIBAIOIIUI

BCMA 6es1ox 1pezicTaBiisieT coooi 0HOJOMEHHOE aHTHTEIIO, COJIEpIKallee IOCIEI0BATEIBHOCTh
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corimacHo SEQ ID NO: 457. CornacHo HEKOTOPHIM BapHaHTaM OCYIIECTBICHHS CBSI3BIBAIOIIUN
BCMA 06enok nipescTaBiisieT coO0 0JTHOJTOMEHHOE aHTUTEIO, COAEPIKALIEE MOCIeA0BATEIBHOCTh
corimacHo SEQ ID NO: 458. CornacHo HEKOTOPBIM BapHUaHTaM OCYILIECTBIEHHS CBA3bIBAIOLIUI
BCMA 6enok npencTaBiiseT coOoi 0 JHOJOMEHHOE aHTHTEIO, COIEpIKallee IOCIEI0BATENBHOCTh
cormacao SEQ ID NO: 459. CornacHO HEKOTOPBIM BapyaHTaM OCYIECTBIEHUS CBSA3BIBAIOIUI
BCMA 6esnok npeacTapiseT coboit 0JHOJOMEHHOE aHTUTEIO0, COEPIKalLlee MOCIe0BaTENbHOCTD
cornacao SEQ ID NO: 460.

[00126] Ceszeatomuit BCMA Genok, OnMUCaHHBI B HACTOSIIEM JOKYMEHTE, MOKET
cs3pIBaThes ¢ BCMA genoBeka ¢ Kd B imanasone ot oxoso 0,1 HM 1o oxomo 500 kM. CornacHo
HEKOTOPBIM BapuaHTaM ocyiecTBieHus hKd Haxonures B quanasone ot oxoino 0,1 HM 110 okos1o
450 uM. CornacHo HekoTOpbIM BapuaHTam ocyinectBienus hKd maxomurcs B auamna3oHe OT
okosio 0,1 aM mo okono 400 aM. CornacHo HEKOTOphIM BapuaHTam ocymectsienus hKd
HaxoauTcs B nuanazone ot okoyo 0,1 HM 1o okomo 350 HM. CornacHO HEKOTOPHIM BapraHTam
ocyurectrieruss hKd u Haxonutes B muana3one ot okono 0,1 HM no okono 300 HM. CormacHo
HEKOTOPBIM BapuaHTaM ocyuiectsiaeHus hKd naxomutes B tuanaszone ot okono 0,1 HM 1o oxosno
250 uM. CormacHo HEKOTOpPHIM BapuaHTaM ocymecTrieHus hKd HaxoauTcs B jmana3oHe OT
okono 0,1 uM 5o oxomo 200 uM. CormacHo HeKOTOpHIM BapuantaMm ocymectsienus hKd
HaxoauTcd B auanazone ot okono 0,1 HM 1o okorno 150 HM. CornacHo HEKOTOPBIM BapHaHTam
ocymectsienus hKd naxomurcs B nuarnasone ot okono 0,1 HM no okosno 100 M. CornacHo
HEKOTOPBIM BapraHTaM ocyiectsieHus hKd HaxoauTes B tnanazone ot okoio 0,1 HM 110 oxoso
90 M. CoriacHo HEKOTOPBEIM BapuanTaM ocyinecTriIeHust hKd naxoures B Auana3one oT 0K0JIo
0,2 HM 1o okosno 80 HM. CornacHo HEKOTOpbIM BapuanTaMm ocyinectsiaeHus hKd nHaxogurcs B
nuanazoHe ot okoJio 0,3 HM 10 okono 70 HM. CornacHo HEKOTOPBIM BapuaHTaM OCYILIECTBICHUS
hKd naxourcs B quanazone ot okoJio 0,4 #HM 10 okoso 50 HM. CoriacHO HEKOTOPHIM BapuaHTaM
ocymiectBieauss hKd maxonures B quanaszone ot oxono 0,5 aM 1o okono 30 aM. Cornacuo
HEKOTOPHIM BapuaHTaM ocyiecTBieHus hKd Haxonures B ruanazone ot okoio 0,6 HM 110 oko1o
10 uM. CortacHo HEKOTOpBHIM BapuaHTam ocyinecTBienus hKd naxonurcs B Auamna3one oT 0K0Jio
0,7 BM 50 oxono 8§ HM. CorjacHo HEKOTOpHIM Bapuantam ocyriectBieHus hKd naxomurcs B
nuanazone ot okoio 0,8 HM 1o oxono 6 ’M. CortacHo HEKOTOPHIM BapraHTaM OCYIICCTBICHUS
hKd naxoxutcs B quanasone ot okoio 0,9 HM 1o okosio 4 HM. CornacHo HEKOTOPBIM BapHaHTaM
ocyniectienns hKd maxoaurtes B quamazone ot okoyio 1 HM 110 okojio 2 HM.

[00127] CornacHo HEKOTOPHIM BapHaHTaM OCYIICCTBICHUS JIIOOOH U3 BBIIICYKAa3aHHBIX
cesi3piBatomux BCMA GenkoB mpejicrasisier coboit ap@uuHbIl nenTHa, MEUEHHBIH Ui

IpOCTOTHl OYUCTKU. COrJacHO HEKOTOPHIM BAapUAHTaM OCYIIECTBIEHUS MeTKa ad(UHHOTO
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NenTHAa TMpelcTaBisieT co0OH IIeCTh IOCIeI0BATEeNbHBIX OCTAaTKOB THUCTHUIMHA, TaKXKe
HazbiBaeMbIxX His-meTkoit nmn 6xHis-metxoit (Hanpumep, SEQ ID NO: 471).

[00128] CornmacHo omnpenereHHbIM BapraHTaM OCYILECTBJIEHHUs cBsi3biBatroume BCMA
OEJIKN B COOTBETCTBUH C HACTOSIIMM PACKPHITHEM MOTYT OBITh BKIIFOUCHBI B TPUCTICIU(PUIECKHAEC
6enku, Hanesnennsle Ha BCMA. B HekoTOphIX IpuMepax Tpucnenu(UYecKuidl CBI3BIBAIOIINI
0enoK coIep)KUT JoMeH, cBsi3bBatouit CD3, 1omeH, CBS3BIBAIOMIUNA  YeIOBEUYECKHI
ceiBopoTouHblit ansOymuH (HSA) m antu-BCMA cBsi3bIBatOlMii JOMEH B COOTBETCTBHM C
HACTOSIIUM PACKPBITHEM. B HEKOTOPBIX cliydasix TpUCHEUUUSCKUN CBS3bIBAIONMN OeIoK
COJICPKUT JIOMCHBI, OITMCAHHBIC BHIIIE, B creyromeit opuenTanuu: BCMA-HSA-CD3.

[00129] CornacHo ompeeieHHbIM BapraHTaM OCYILIECTBIEHUs cBsi3biBatoume BCMA
OeNIKi COTJIaCHO HACTOSIIEMY PACKPBITHIO MPEIINOUYTUTENIBHO CBA3BIBAIOT MEMOPaHOCBSI3aHHbIH
BCMA 1o cpapuenuio ¢ pactBopumbiM BCMA. MemOpanocsszanusii BCMA otHOCUTCS K
Hammunio BCMA BHYTpH WM Ha TOBEPXHOCTH KJICTOYHOH MeMOpaHBl KJICTKH, KOTOpas
akcnpeccupyer BCMA. PactBopumelit BCMA otHocutrcs x BCMA, kortopslii Oosplie He
HAXOJUTCs BHYTPU WM HA MTOBEPXHOCTU KIETOUHOH MEMOpaHbl KJIETKH, KOTOpast HIKCIIPECCUPYeT
uimm sxcnpeccupoBasia BCMA. B onpenenenubix ciyuasx pactBopumbiii BCMA npucyrctByeT B
KpOBH /il TMM(paTudeckoii cucreme y cyobekra. COriacHo 0JIHOMY BapHAHTY OCYIIECTRICHUS
ces3biBatomine BCMA Genku cBsizpiBatoT MeMOpanocBsi3anHblit BCMA no mensiueil mepe B 5
pa3, B 10 pa3, B 15 pas3, B 20 pa3, B 25 pa3, B 30 pa3, B 40 pa3, B 50 pa3, B 100 pa3, B 500 pa3 uiau B
1000 pa3 Oosbie, yeM pactBopuMbii BCMA. CorjiacHo 0JHOMY BapUaHTY OCYIIECTBIICHHS
AHTUTCHCBS3BIBAIOIINE OCIIKM COMIACHO HACTOSIIEMY PACKPBITHIO IPEANOYTHTEIHHO CBSI3HIBAIOT
memOpaHocBszanHblii BCMA B 30 pa3 Oonbiue, ueMm pactBopuMblii BCMA. Onpenenenue
MPEUMYIIECTBEHHOT'O CBSI3bIBAHNS AHTUTEHCBSI3bIBAOLIEro Oenka ¢ MeMOpaHocBs3anubiM BCMA
IO CpaBHEHUIO ¢ pacTBOPUMBIM BCMA MOHO JETKO OIpeeNIUTh ¢ UCIIOIb30BAaHUEM aHAIN30B,

XO0pOoHIo N3BCCTHERIX B HacTOsIICH 00IaCTH TCXHUKH.

HNurerpanus B xumepHsblie pernentopsl antureHa (CAR)

[00130] CasaseBaromme BCMA Oenky cOrIacHO HAcTOAILEMY PAaCKpBITUIO, HAlpUMeEp,
ojHOoIOMeHHOE anTuTesio K BCMA, cornacHo orpe/ieIcHHBIM IIPUMEpPaM MOTYT OBITh BKJIIOUCHBI
B xumepHbli perentop antureHa (CAR). CkoHCTpyHpoBaHHYI0 UMMYHHYIO 3(Q¢eKTopHYIO
KJIETKY, HanpuMmep, T-kiaetky miaum NK-kieTky, MOKHO HCTOIB30BaTh i skcnpeccuu CAR,
KOTOpBIH BKIIIOUaeT B cedsi ojHoioMeHHoe aHTuTeno kK BCMA, kak omvcaHo B HacTOSIIEM
noxkymente. CoracHo ojHOMY M3 BapuaHtoB ocymiectrienus CAR, Bximouaromuii B cels
onHonomeHHoe aHtuteno k BCMA, kak ommcaHo B HACTOAIIEM JOKYMEHTE, COEIUHEH C

TpaHCMEMOPaHHBIM JIOMEHOM 4epe3 IapHUPHYIO 00JIacTh U, KPOME TOT0, ¢ KOCTUMYIUPYIOIIIM
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JIOMEHOM, HarpuMep (YHKIMOHATBHBIM CHTHAIBHBIM JTOMEHOM, IMoTydeHHbIM 3 OX40, CD27,
CD28, CD5, ICAM-1, LFA-1 (CD11a/CD18), ICOS (CD278) unu 4-1BB. CornacHo HeKOTOpEIM
BapuantaM  ocyilectBieHuss CAR ~ J[OMOTHUTENBHO  COAEPKUT  IMOCIEAOBATEIHLHOCTS,

KOJMPYIOIIYIO BHYTPUKIICTOYHBIA CUTHAILHBIA JTOMEH, Tako# Kak 4-1BB u/umm m3era CD3.

MyabTucnenudpuueckuii 6e10k, HanereHHblii Ha BCMA

[00131] Oxun BapuaHT OCYUIECTBIEHUS OTHOCHTCS K MYJIbTUCIEIHPHUIESCKOMY OEIKY,
copepxaniemy cpsispiBarommit  BCMA  jomen, npuuem cBs3bBatomuii BCMA  nomen
COOTBETCTBYET JIOOOMY W3 TIPUBEJECHHBIX BBIIE BapUaHTOB ocymecTBieHus. CoriacHo
HEKOTOPBIM BapUaHTaM OCYIIIECTBIEHUS MYJIbTUCTIEUPUUECKUT OETOK COMEPIKUT CBI3BIBAIOLITU I
BCMA nomen cornacHo mt000My K3 HNPUBEIAEHHBIX BbIIIE BApHAHTOB OCYIIECTBIICHUS (aHTH-
BCMA nowmen), ceszpiBatomuit CD3 gomen (antu-CD3 noMen) u albOyMUHCBSI3BIBAIOIINAN JIOMEH
(artH-ALB nomen). CorjiacHO HEKOTOPHIM BapuaHTaM OCYINECTBICHUS HaleaeHHb Ha BCMA
MyJIbTUCHEHMpUYecKuil Oelok mpeacTaBisieT coboli Tpucnenuduueckuit OenoK, HpUyYeM
Tpucneuupuyeckuit Oelok Xxapakrepusyercs TakuMm mopsakoMm gomeHoB: HoN-(C)-(A)-(B)-
COOH. CornacHo HEKOTOPHIM BapraHTaMm ocyiectriieaus: antu-BCMA omen (omMeH npoTun
muineny, T), antu-CD3 nomen (C) u antu-ALB nomen (A) pacnonoxenst B opuenTauu (CAT):
antu-CD3: antu-ALB: antu-BCMA. CornacHo HEKOTOPBIM BapUaHTaM OCYIICCTBICHUS aHTHU-
BCMA nomen (momeH npotuB muiuenu, 1), antu-CD3 nomen (C) u antu-ALB nomen (A)
pacnosnioxkenbl B opueHTaluu (TAC): antu-BCMA: antu-ALB: antu-CD3 (TAC).

CBoiicTBa CHH2KEeHHSI POCTA OILyXO0JIH

[00132] CormacHo omnpeaeieHHbLIM BapHaHTaM OCYIIecTBIeHUs cBsi3biBatoume BCMA
OeJIKM COrIACHO HACTOSIIEMY PACKPBITHIO CHUXKAIOT OILYXOJEBBIX KIIETOK i1 vivo TIPH BBEJCHUU
CyOBEKTY, Y KOTOPOTO €CTh OIYXOJIEBBIC KJICTKH, KOTOphIe sKkcpeccupyroT BCMA. Usmepenue
CHI)KCHMSI pOCTa OIYXOJEBBIX KIETOK MOXKHO OIpPEJIEIMTh MHOXXECTBOM  Pa3IMYHBIX
METOJIOJOTUH, XOpOLIO H3BECTHBIX B HacTosiedl obnacTu TexHukd. HeorpanwmuwmBaromiue
OpUMEpBl BKJIOYAIOT B ce0sl MpsIMOE U3MEPEHUE pa3Mepa OIMyXOJd, HU3MEpPEHUE MaccChl
MCCEUYEHHOM OIlyXOlM M CpPaBHEHHE C KOHTPOJIBHBIMU CYOBEKTaAMH, U3MEPEHHE C IIOMOIIHIO
texuuk Busyanmsanun (Hanpumep, KT mim MPT), B KOTOpBIX MOTYT HCHOJIL30BaTh WU HE
WCIIOJIb30BAaTh HM30TONBI HJIM JIFOMMHECIIEHTHBIE MOJEKYIbl (Hampumep, mormdepasy) Uit
YCWIICHUS aHajim3a ¥ ToMy I10J00Hoe. COoriacHO KOHKPETHBIM BapuaHTaM OCYIIECTBIICHUS
BBEJ/ICHUEC AHTUICHCBS3BIBAIOIINX Ar€HTOB COIJIACHO HACTOSIIIEMY PACKPBITHIO TPUBOIHUT K
CHIKEHUIO pPOCTa OIyXOJEBBIX KIETOK i1 Vivo TIO CPaBHEHHIO C KOHTPOJIBHBIM

AQHTUT€HCBSA3BIBAIOLIMM areHTOM IO MeHblIel Mepe okoio Ha 10%, 20%, 30%., 40%, 50%. 60%.,
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70%, 80%, 90% wnmm 100%, mpu sTom okono 100% cHIKEHHE pocTa OIyXOJIM yKa3blBaeT Ha
MOJHBIM OTBET M Mcue3HOoBeHHe omnyxonu. CorjiacHo JIOMOJHUTENBHBIM — BapHUaHTaM
OCYIIECTBJICHUSI BBEJCHUE AaHTUTEHCBS3BIBAIOIINX Ar€HTOB COIVIACHO HACTOSIIEMY PACKPBITUIO
IIPUBOJIUT K CHMDKCHHIO POCTAa OITYXOJIEBBIX KIIETOK in VIVo TIO CPABHEHHUIO C KOHTPOJIBHBIM
AHTUTEHCBS3BIBAIOIIMM areHToM Ha okono 50-100%, na okomno 75-100% wmim ma oxoino 90-100%.
CornacHo [JONOJHUTEIBHBIM BapUaHTaM OCYILECTBICHHS BBEIEHHE aHTUIE€HCBSI3BIBAIOIIUX
areHTOB COTJIACHO HACTOSIIEMY PACKPBITUIO NPUBOJUT K CHHKEHHIO POCTA OIMYXOJEBBIX KIETOK
in vivo 1O CPABHEHUIO ¢ KOHTPOJIBHBIM aHTUI'€HCBA3BIBAIONIUM areHTOM Ha okoio 50-60%, Ha

oko0u10 60-70%, Ha okoio 70-80%, Ha oxoio 80-90% uiu Ha okoio 90-100%.

Moaudukanun ceassiBaomux BCMA 6enkoB

[00133] Ceszpmatomue BCMA  Oenku, onucaHHble B HACTOSAMEM JIOKYMEHTE,
OXBAaTHIBAIOT TIPOHM3BOJHBIC WM AaHAJIOTH, B KOTOpHIX (i) aMHHOKHCIIOTa 3aMelIcHa
AMUHOKHUCIIOTHBIM OCTATKOM, KOTOpBIH HE KOAMPYETCS TeHeTHYeCKUM KoJoM, (ii) 3pelblif
MOJUNENTU] CIUT C JAPYTUM COEAUHEHHEM, TaKUM Kak MONUITHICHITIUKOIb, win (iil)
JIOTIOJTHUTEJIbHBIE aMUHOKHUCIIOTHI CIUTHI ¢ OEIIKOM, Takue Kak JIMJepHas WM CEKpeTOpHas
IIOCJIEI0BATEIBHOCTh MM IIOCIIEA0BATEIBHOCTD /Il OJIOKUPOBAHUS UMMYHOTI'€HHOIO JIOMEHA
W/ IS OYUCTKHU OeJika.

[00134] Tunuunble MOAUGHUKALMU BKIIOYAOT B cebsd 0e3 OorpaHUYeHUs cleaylollee:
alertunupoBanue, amuiuposanue, ADP-pubo3winpoBaHue, aMUIAUPOBAaHUE, KOBAJIEHTHOE
npHucoeMHEeHNUE (pIIaBUHA, KOBAJICHTHOE IPUCOCIMHEHUE I'eMOBOTO (parMeHTa, KOBAJICHTHOE
IPUCOEIMHEHNE HYKIICOTUA WIM IIPOU3BOJHOIO HYKICOTHIA, KOBAJICHTHOE IMPUCOCIUHEHUE
JUIKUAA WA TPOU3BOAHOIO JIMIIKIA, KOBAJEHTHOE IpHUcoequHeHne (ochaTuIuIHHO3UTONA,
CHIMBaHKe, LIMKJIM3alMs, oOpa3oBaHue TUCYIb(UIHONU CBS3U, NEeMETHIMPOBaHUE, 00pa3oBaHHe
KOBAJICHTHBIX CIIMBOK, 00pa3oBaHue IUCTHHA, 00pa3oBaHUC MUPOTIyTamara, (OpMIINPOBAHHE,
ramMMa-KkapOOKCHIIMPOBaHUE, [JIMKO3UJIMPOBAHHUC, obOpazoBaHue SIKOPSI GPI
(rimko3mwindochaTUUIMHO3ZUTON), TUAPOKCUIIUpOBaHWE, HOAMpOBaHWE, METHIHPOBAHUE,
MUPHCTWIMPOBAHUE, OKHUCJIGHHe, [poTeonuTudeckas obpadorka, QochopuiupoBanue,
IpECHUIIMPOBAHHE, palleMU3alIlns, CEICHOMINPOBAaHHE, CylIbdaThupoBanue, onocpeporannoe TPHK
Jlo0aBIeHUE aMUHOKUCIIOT K O€IKaM, TaKoe KaK aprUHMWIMPOBAHUE U YOMKBUTHUHUPOBAHHUE.

[00135] Momudukanuu oCyImECTRISIOT B IIOO0M MecTe B cBsi3bIBarorx BCMA Genkax,
OITMCAaHHBIX B HACTOSIIEM JIOKYMEHTE, BKIItOuUas B ceOs MENTHUIHBIA OCTOB, aMUHOKHUCIIOTHBIE
OOKOBBIC [ETIA ¥ aMHAHO- WJIH KapOOKCHIIBbHBIN KoHell. Onpe/ieieHHbIe 00bIMHBIC MO TH(DHKATIIH
MENTHAOB, KOTOPBIE MOTYT SIBISThCS IPUMEHHUMBIMU A1 Moauukauun cBa3biBaromux BCMA

OEIKOB, BKIIIOYAIOT B ceOs TIMKO3MIMPOBAHME, NPHUCOCAMHEHHUE JHIUIA, Cylib(arupoBanue,
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raMMa-KapOOKCHJIMPOBAaHUE  OCTaTKOB  INIYTAMMHOBOH  KHCIIOTBI,  I'MJIPOKCHIIMPOBAHUE,
OJIOKHMPOBAaHNE aMUHO- UM KapOOKCUJIBHOUN IPYIMIIbl B MOJUIENTHAE UM 00€UX TPYIII, MIyTEM

KoBaJleHTHOU Moaupukanuu, u AJ[D-pubdosminpoBanue.

HomunykieoTHaABI, Koaupyomue cesizbipalomue BCMA 6esiku

[00136] Kpome Toro, corimacHO HEKOTOPLIM BapUaHTaM OCYIIECTBICHUS IPEAyCMOTPEHBI
MOJIUHYKJIEOTH/IHBIE MOJIEKYJbI, Koaupytomue cBszbiBatonmit BCMA 6enok, xak onmucaHo B
HacToseM JokyMeHTe. COorjlacHO HEKOTOPBIM BapHaHTaM OCYIIECTBICHUS MOJIMHYKICOTH/IHBIE
MOJIEKYJIbl TIpellycMOoTpeHbl B Buje KoHCTpykToB JIHK. Cormacmo papyrum BapuaHTam
OCYHIECTBNIEHUS] TOJMHYKIEOTUHbIE MOJEKYJIBl MPEeAyCMOTPEHbl B BHIE TPAHCKPUIITOB
matpuuHoil PHK.

[00137] TlonuMHYKJIEOTHIHBIE MOJEKYJIbI KOHCTPYHPYIOT € TIOMOUIBIO HW3BECTHBIX
CIIOCO00B, HAIIPUMED, TyTeM OOBCAMHCHHUS TCHOB, KOIUpPYIOMUX cBs3pBarommit BCMA Gemnoxk,
(YHKUMOHATBPHO CBS3aHHBIA € MOAXOMSIIUM IPOMOTOPOM M HEOOS3aTeNbHO IMOAXOJISIIIM
TEPMUHATOPOM TPAHCKPUIILIMU, M IKCIPECCUM €ro B OakTepusiX WM APYyroit moaxoasiiei
9KCIIPECCHOHHOM CUCTeMe, Takoi Kak, nampumep, kietku CHO.

[00138] CornacHo HEKOTOPHIM BapHUaHTaM OCYIIECTBJIEHUS MOJIUHYKICOTH T BCTABJIEH B
BEKTOD, MPEINOUTUTENBHO SKCIIPECCHOHHBIN BEKTOP, KOTOPBIH MpeaCcTaBiIseT JOMOIHUTENbHbBIN
BapHaHT OCYIIECTBIEHUS. DTOT PeKOMOMHAHTHBIM BEKTOP MOKHO CKOHCTPYHPOBATh COTJIACHO
u3BeCTHBIM cniocobam. llpencrasisromye 0coOblii HMHTEpEC BEKTOPHI BKIIOYAIOT B ce0s
IUTa3MHU/Ib1, pareMuIbl, IpON3BOIHEIE (AroB, BUPYCHl (HapUMEP, pETPOBUPYCHI, a/ICHOBUPYCHI,
a7IeHOaCCOLMUPOBAHHbIE BUPYChI, BUPYCHI I'epreca, JIEHTUBUPYCHI U TOMY I0J100HOE) U KOCMUJIBL.

[00139] [lns skcnmpeccHM MOJMUMHYKIEOTHA, KOIUPYIOIIEro MOJUIENTUH]l OMUCAHHOTO
ces3piBatomero BCMA Oenka MOXHO HCIOJIB30BaTh MHOXKECTBO CHCTEM 3KCHPECCHOHHBIN
BeKTOp/X03guH. [IprMepaMn SKCIPECCHOHHBIX BEKTOPOB ISl AKcupeccuu B E. coli sSBISIFOTCS
pSKK (Le Gall ef al., J. Immunol Methods. (2004) 285(1): 111-27), pcDNAS (Invitrogen) ms
9KCIIPECCUU B KJIETKAX MIIEKOIUTAIOLIUX, APOACKeBble cucTeMbl 3kcnpeccun PICHIAPINK™
(Invitrogen), 6akynoBupycHas cucrema skcnpeccuu BACUVANCE™ (GenScript).

[00140] Taxum obGpaszom, cBs3bBaonme BCMA Oenku, Kak ONHWCAHO B HACTOSIIEM
JIOKYMEHTE, COIJIACHO HEKOTOPhIM BapuaHTaM OCYIIECTBIICHHS I10JIy4alOT IyTeM BBEJICHUS
BEKTOpa, KOJMPYIONIEro OeloK, KaK OIMCAHO BBIMIE, B KIETKY-XO03IMHA W KYJIHTHBUPOBAHUS
YKa3aHHOM KIIETKHA-X035IMHA B YCIIOBUAX, B KOTOPHIX OEJIKOBBIE JOMEHBI 3KCIIPECCUPYIOTCS, MOTYT

OBITH BBIJICJICHBI U HEO0A3aTCILHO JIOIIOJIHUTCJIbHO OYUIICHEI.
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PapmaneBTHYECKUE KOMIIO3HLIHU

[00141] Kpowme Toro, cOrnacHo HEKOTOPBIM BapUaHTAM OCYLIECTBIECHHUS ITPEAYCMOTPEHBI
(hapMaleBTUYECKUE KOMIIO3HMIIAM, cojepxammue cBsspiBatommit BCMA 0enok, ONMMCAaHHBIN B
HACTOSILEM JOKYMEHTE, BEKTOpP, COAEp)KAIMil IOJMHYKICOTH[, KOIUPYIOIMUN IOJUIEIITH]L
csizbiBaromuXx BCMA 6enkoB, WIH KIETKY-X035uHa, TpaHCHOPMUPOBAHHYIO STHM BEKTOPOM, U
10 MEHbIIIeH Mepe 0J1uH (hapMalleBTHUECKH IIpUeMIeMbIid HocuTeNnb. TepMun «hapMaleBTHIECKU
IIPUEMIIEMBIA HOCHUTENb) BKIIOYaeT B ceOst 0e3 orpaHuyeHus 000N HOCHUTEIh, KOTOPHIH HE
BJIHSCT HA 3(PPEKTUBHOCTh OMOJIOTHYECKOM aKTHBHOCTH WHIPEJUCHTOB U KOTOPHIA HE TOKCHYCH
JUIsl TTallMeHTa, KOTopoMy ero BBOIAT. [Ipumepsl momxonasiux (apMalueBTHUYECKUX HOCHTETeH
XOpOIIO U3BECTHBl B HacTosledl ob1acTh TEXHUKU U BKIOYAIOT B cebs (U3HOIOrHUecKue
pactBopel ¢ QocdarapiM Oydepom, BOAy, dMYIbCHH, TaKWe KaK OMYJIBCHH Macjio-B-BOJE,
pa3iMyuHbIe TUIIBI CMAYUBAIOUINX areHTOB, CTEPIIIBHBIE PACTBOPHI U T.J1. Takue HOCUTEIN MOXKHO
COCTaBHUTh C MOMOIIBIO OOLIENPUHSTHIX CIIOCOOOB U MOYKHO BBOAUTH CYOBEKTY B MOAXOIIEH
nose. IpennouTuTelbHO KOMIIO3UIMH SBIISIOTCS CTEPHIIBHBIMU. OTU KOMIIO3HLIMKA MOTYT TaKKe
COJIEpKaTh a/IbIOBAHTHI, TAKHE KaK KOHCEPBAHTBI, AMYJILIaTOPbl U JIUCHEPrUPYIONIHE areHTHI.
IIpenoTBpaiienne JI€HCTBUS MHUKPOOPraHU3MOB MOXKET OBITh 00ECIIEYeHO BKIIIOUEHUEM
pa3iMuHbIX AHTHOAKTEpUAIBHBIX U IPOTUBOIPHUOKOBBIX areHTOB. JIONOIHUTENBHBIA BapUaHT
OCYILECTBJIEHUS] OTHOCUTCS K OJHOMY MM 00Jie€ M3 ONMUCAHHBIX BBILIE CBA3BIBAIOMIUX OENKOB,
TakUM Kak OoJHOJOoMeHHble aHTuTena K BCMA wim uMx aHTUreHCBS3bIBAIOLIUE (QparMeHTHI,
yIIaKOBaHHbIE B JTHO(GUIM3UPOBAHHON popMe WM yIIaKOBaHHBIE B BOJHON cpejie.

[00142] CornacHO HEKOTOPHIM BapuHaHTaM  OCYIIECTBICHHUS  (hapManeBTHYECKUX
KoMno3uumit  ces3piBalomuit  BCMA  Oeok, onucaHHbBIH B HAcTOSIIEM JOKYMEHTE,
MHKAIlCyJMpOBaH B HaHouyacTUlbl. (COrJIaCHO HEKOTOPBIM BapUaHTaM OCYINECTBIECHUS
HAHOYACTHIIBI TPE/ICTABISIOT COOON (QYILICPEHBI, )KAJKUEC KPUCTAIUIBI, JIUIIOCOMBI, KBAHTOBBIC
TOUKH, CylepliapaMarHUTHbIC HAHOUACTHIIBI, JIEHAPUMEpH] Wl HaHOCTep:KHU. COrIacHo JIpYruM
BapHaHTaM OCYIIECTBJEHHs (apMalleBTHUECKUX KOMIO3uui cas3piBaommit BCMA Genok
IIPUKPEILIEH K JIUIIOCOMaM. B HeKoTopbIx ciayuasx cBsaspBaronii BCMA 0ertok KOHBIOIHpOBaH
C TIOBEPXHOCTHIO JUIOCOM. B  HeKoTophix ciydasx cBs3pBaommit BCMA  Genok
MHKAIICYIMPOBAH B 000JIOUKY JIMIIOCOMBI. B HEKOTOPBIX CIIydasx JIMIIOCOMA IIpeJICTaBIsieT co00i
KaTHOHHYIO JIUTIOCOMY.

[00143] Ceszpatomue BCMA  Oenku, omnucaHHble B HACTOSAMEM JIOKYMCHTE,
IIpEJlyCMOTPEHbI  JIUII  IPUMEHEHMsI B KadecTBE JICKAPCTBEHHOI'O CpeJicTBA. Bresenue
OCYILECTBIISAETCS PA3INYHBIMU IIyTAMHU, HAIIPUMEP IIYTEM BHYTPUBEHHOTO, BHYTPUOPIOMIMHHOTO,

HOAKOXHOI'0, BHYTPHUMBIIICYHOI'O, MCCTHOTO HJIM BHYTPUKOXHOI'O BBCIACHHS. Cornacao
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HEKOTOPBHIM BapHaHTaM OCYIIECTBIEHHUS ITyTh BBEJECHHWS 3aBUCHT OT BHAA TEepanud M BUJA
COeIMHEHUSI, coJieprkalnerocs B dapMmaleBTHUeCKol kommo3uiuu. CxeMa BBeJeHUs /103 OyIeT
OINpeAeSTHCS JISYAllUM BpayoM U APYTUMU KIUHUUECKUMHU pakTopamu. J[03upoBKU Ais 1000T0
OJIHOTO TAIIMEHTA 3aBUCAT OT MHOTUX (PaKTOpOB, BKITIOUas B ce0s pa3Mepsl MarueHTa, IIomaisb
ITOBEPXHOCTH TeJa, BO3PACT, IOJI, KOHKPETHOE COeIMHEeHUEe, KOTOpOe CJIeyeT BBOIUTH, BpeMs U
IIyTh BBEJIEHUS, BUJI Tepaluy, o01lee COCTOSHUE 3I0POBbSl U JpyTUe JIeKapCTBEHHBIE CPEICTBa,
BBOJMMBIE OJHOBpeMEHHO. «DddeKkTuBHAS 103a» OTHOCHTCS K KOJHYECTBAM AaKTHBHOTO
WHTPEJIUCHTA, JIOCTATOYHBIM JUIS BO3JICHCTBHS HA TCUYCHHE M TSKECTh 3a00JICBaHUS, KOTOPOE
MPUBOJUT K CHHIKCHHUIO MIIM PEMHUCCHUU TaKOW ITATOJIOTHH, W MOXET OBITH OmIpe/eiicHa C
HCITOJIE30BAHHEM U3BECTHBIX CIIOCOO0B.

[00144] CornacHo HEKOTOPBIM BapHaHTaM OCYLIECTBIEHHs cBsi3biBatone BCMA 6enku
COTJIACHO HACTOSIIIEMY PACKPBITHIO BBOJST B JIO3UPOBKE, COCTABIIIONICH BILUIOTH /10 10 MI/KT ¢
YaCTOTOH, COCTABIISIONICH OJMH pa3 B HEACHO. B HEKOTOPBIX ciiydyasx JIO3MPOBKA HaXOUTCS B
auanazoHe oT okono 1 Hr/kr g0 okono 10 mr/kr. CorjacHO HEKOTOPhIM BapHaHTaM
OCYILIECTBIIEHUS J03a COCTABJIsAET OKOJIO 1 HI/KT - 0KoJ10 10 HI/Kr, OKOJIO 5 HI/KT - 0K0J10 15 HI/KT,
0K0i10 12 Hr/Xr - oxono 20 HI/kT, 0k010 18 HI/KT - okomo 30 Hr/kr, okoio 25 Hr/Kr - oxono 50
HI/KT, OKOJIO 35 HI/KT - 0K0I10 60 HI/KT, 0K0I0 45 HI/KT - okoio 70 HI/KT, 0KOJIO 65 HI/KT - OKOJIO
85 Hr/kr, okoyo 80 HI/Kr - 0k0J0 1 MKI/Kr, 0K0J10 0,5 MKI/KT - OKOJIO 5 MKI/KI, OKOJIO 2 MKI/KT -
ok0J10 10 MKI/Kr, 0KOJI0 7 MKI/KT - 0KOJIO 15 MKI/Kr, okono 12 MKI/KI - 0KOJIO 25 MKI/KT, OKOJIO
20 MKT/KT - 0K0I0 50 MKI/KT, OKOJIO 35 MKI/KT - 0KOJIO 70 MKI/KT, 0K0J10 45 MKI/KT - okoio 80
MKI/KT, OKOJIO 65 MKI/KT - 0K0JIO 90 MKI/KT, 0K0JI0 85 MKI/KT - okoJ10 0,1 mr/kr, okoiio 0,095 mr/kr
- okoji0 10 mr/kr. B HexoTophIX ciydasx A03upoBKa cocrapiseT okoyo 0,1 mr/kr - okoso 0,2
Mr/kr; okosio 0,25 Mr/kr - okoio 0,5 mr/kr, okoso 0,45 mr/kr - okoso 1 Mr/kr, okosio 0,75 MI/Kr -
OKOJIO 3 MI/KT, OKOJIO 2,5 MI/KT - OKOJIO 4 MI/KI, OKOJO 3,5 MI/KT - OKOJIO 5 MI/KT, OK0J0 4,5 MI/XT
- OKOJIO 6 MI/KT, OKOJIO 5,5 MI/KT - OKOJIO 7 MI/KI, OKOJIO 6,5 MI/KI - OKOJI0 8 MI/Kr, okoJo 7,5
MI/KI - 0KOJIo 9 mr/kr uiam okoio 8,5 Mr/kr - okono 10 mr/kr. Yacrora BBeJeHHS COTIJIACHO
HEKOTOPHIM BapHAHTaM OCYIIECTBIIEHUS COCTaBISeT MPUOIU3UTENLHO MEHbIIE YeM OJUH pa3 B
JIEHb, Y€pEe3 JICHb, MEHBIIIC YeM OJIUH pa3 B JICHbB, JABAX/IBI B HEJICIIO, OJIMH pa3 B HEJICIIO, OJIUH
pas B 7 qHel, oJIMH pa3 B JIBE HEJICIHU, pa3 B JIBC HEJEITU, OJIMH pa3 B TPU HEJCHH, OJMH pa3 B
YeThIpe HeJle/1M WK OJIMH pa3 B Mecsil. B HeKOTOPBIX cllyyasix 4acToTa BBEJASHUS COCTABISET OJIUH
pa3 B Hexelmo. B HEKOTOPBIX cliydasxX 4acToTa BBEIACHHS COCTABJISET OJIMH pa3 B HEJEIIO, U
JIO3UPOBKA COCTARISICT BILIOTH 10 10 Mr/kr. B HEKOTOPBIX Ciydasx HPOJOKATEILHOCTD

BBCACHUS COCTABJISICT OT HpI/I6HI/I3I/IT€HLHO 1 ous g0 HpI/I6HI/ISI/IT€HBHO 4 HCACIIb WA JTOJIBIIIC.
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Cnoco0bl JieueHust

[00145] Kpome TOro, B HacrosuleM [IOKYMEHTE COIJIACHO HEKOTOPHIM BapuaHTam
OCYHIECTBJICHUS IPEyCMOTPEHBI CITOCOOBI M IPUMEHEHUS I CTUMYJISIIUA UMMYHHON CHCTEMBI
VHIUBHAYYMA, HYKJAIOMIETOCS B 3TOM, IIpelycCMaTpUBaroIue BBeleHue cBa3biBaromero BCMA
Oelka, KaK OIUCaHO B HACTOSILIEM JOKyMeHTe. B HEKOTOpBIX clyyasX BBEIEHHE CBSI3BIBAIOLIETO
BCMA Oenka, OIMUCAHHOTO B HACTOSILUEM JOKYMEHTE, MHIYLHUPYET W/UIH TOJJSPKHUBAET
IUTOTOKCUYHOCTB I10 OTHOIIIEHUIO K KIIETKE, SKCIIPECCUPYIONIEH 11eJIeBO aHTUIeH. B HEeKOTOphIX
ClIydasiX KIJIETKa, SKCIPECCHpYIONIasl IEJIEBOM aHTUTCH, NpEACTaBIsieT cOO0H OKOHUYATEIBHO
muddepeHIMPOBaHHYI0 B-KieTKy, KOTopas INpeacTaBiseT coOol pakoBYIO WIH OIMYXOJIEBYIO
KJIETKY, M1 METacTaTHUECKYIO PAKOBYIO HIIU OITYXOIIEBYIO KIETKY.

[00146] Kpome Toro, B HaCTOSIIEM JOKYMEHTE TIPEYCMOTPEHBI CIIOCOOBI U IPUMEHEHUS
JUIs JiedeHusT 3a00JIeBaHWs, HAPYIICHHUS WM COCTOSIHUS, accoumupoBaHHoro ¢ BCMA,
IpeycMaTpUBalolliye BBeI€HUE UHAUBUIYYMY, HYKAAIOLIEMYCs B 9TOM, cBsi3biBatoiiero BCMA
Oenka UM MyJbTHCIELU(PHUECKOrO CBSI3bIBAOLIEro Oelka, coxepxaiiero csspBatoimii BCMA
0€JI0K, OIIMCAaHHBIA B HACTOSIIEM JIOKYMEHTE.

[00147] 3abosieBanusi, HapyIISHWs HIA COCTOSIHUS, accoruupoBanHbie ¢ BCMA,
BKJIIOUAIOT B cebst €3 orpaHuyueHus paKk UM MEeTacTas, KOTOPbIM MPOUCXOIUT OT B-KieTok.

[00148] dDopmbl paka, KOTOpPbIE MOXKHO JIEUNTh, IPEIOTBPALIATh WJIX KOHTPOIUPOBATh C
nomouipio cszbBaromuXx BCMA 0O€IkoB COMIACHO HACTOSIIEMY PACKPBITHIO M CIOCOOOB MX
IIPUMEHEHHMS], BKITIOYAIOT B ce0s1 6e3 orpaHuyYeHus IEPBUYHBIA paK UM METACTaTUYECKHH paK.

[00149] Ilpumepsl Takux 5neiiko30B BKIOUAOT B cebs 0e3 OorpaHuyueHusi: OCTPbIH
mumbobnactHpil  neiiko3 (ALL), octpeiii muenoumnsli  jeiiko3 (AML), Xxponuwueckuii
auMonmtapubi Jeiko3 (CLL) u xponudeckuii Muenou 1HbIH Jieliko3 (CML), a Takke psji MeHEe
pacipocTpaHEeHHBIX THUIIOB, TAKUX KakK, HalpuUMep, Bojocarokinerounsii neiikos (HCL), T-
KJIETOYHBIN npoauMdouuTtapusii seiikos (T-PLL), neiiko3 u3 60nblmx 3epHUCTHIX TUMQPOIIUTOB
u T-xknetousslif neiiko3 B3pocnslx U T.4. [loxrunsl octporo mumdobdnactroro nefiko3a (ALL),
O/IICHKAIIHIE JICUCHUTIO, BKITIOYAIOT B ¢ce0s1 0¢3 orpaHuyveHus:: OcTphiid B-nmumdoOracTHbIM eiiko3
U3  KICTOK-IIPE/IIMICCTBCHHUKOB,  OoCTpblii  T-mum¢oOmactupiii  JIeHKO3 W3 KIETOK-
MpeJlIecCTBEHHUKOB, Jieliko3 bepkutrra u ocTpeiit OudeHorunuueckuit netikos. [loarumst
xpoHuueckoro JuMponurapuoro jeikosa (CLL), mojyuiexkaiue JeUeHUIo, BKIIOYAroT B ceOs 6e3
orpanudcHus B-xiieTounstit npommM@ormTapaeiii ne#ko3. [loaTHImbl ocTporo MUEITOTeHHOTO
neitkoza (AML), mojnexane JICYCHMIO, BKIIOUAIOT B ceOst 0€3 OrpaHudeHUs] OCTPHIH

IPOMUEJIONUTAPHBIA JICHKO3, OCTPHIM MUEIOOIAaCTHBIN JIEHKO3 W OCTPHIH Merakapruo0J1acTHBIN
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neiiko3. TloaTumbel XpoHHUYECKOTo MuenoreHHoro Jeriko3za (CML), momnexamue JIedeHHro,
BKJTIOUAIOT B ce0st €3 orpaHuyueHuss XPOHUUECKUH MUETIOMOHOIIMTAPHBIH JTeiKo03.

[00150] Ilpumepnt nuMdomBl, MOANEKAIEH NEUEHUIO YKa3aHHBIMH cClioco0amu,
BKJTIOYAIOT B ce0s1 0€3 OrpaHH4eHUs] XOKKHHCKYIO TUMGPOMY, HEXOIKKUHCKYIO JTMboMy min
1000 monTHIT TUM(OMBI.

[00151] Ilpumepbl TaKMX MHOKECTBEHHBIX MUEIOM BKJIIOUAIOT B ceOs 0e3 orpaHuyueHHs
MHOXECTBEHHYIO MUEJIOMY KOCTH HJIH JIPYTUX TKaHEel, BKIrOUas B ce0sl, HalpUMep, TJICIOLIYIO)
MHOKECTBEHHYIO MUEJIOMY, HECEKPETOPHYIO MUEJIOMY, OCTEOCKIEPOTHUECKYIO MUEIIOMY U T.JI.

[00152] OO630p Takmx HapymieHuit cM. B Fishman et al., 1985, Medicine, 2d FEd., ].B.
Lippincott Co., Philadelphia and Murphy et al., 1997, Informed Decisions: The Complete Book
of Cancer Diagnosis, Treatment, and Recovery, Viking Penguin, Penguin Books U.S.A., Inc.,
United States of America).

[00153] CornacHo HEKOTOPBIM BapraHTAM OCYIICCTBICHUS UCIIONB3YEMBIC B HACTOSIIEM
JIOKYMEHTE TePMHUH «JIEYEHHE» UIIH «OCYIIECTBIEHUE JIEUECHUS» WIH «IOTYUYUBINUN JIeUEHUE)
OTHOCUTCSI K TEepaneBTUYECKOMY JIEYeHHIO, TIPU KOTOPOM IIENbIO SIBISETCS 3aMealieHue
(YMEHBINECHHE) HEKETATEITHHOTO (HU3UOJIOTUIECKOrO COCTOSIHUS, HAPYIICHUS WA 3a00JICBAHUS
WIM IOJy4eHHe OJIarolpHUsiTHRIX WM TpeOyeMblX KIMHMYECKHX pe3yibTraroB. s 1esnef,
ONMCAHHBIX B HACTOSIIIEM JIOKYMEHTE, O1aronpusaTHbIE UK TpeOyeMble KITUHUYECKUE Pe3YIbTaThl
BKJIIOHAIOT B ce0s 6e3 orpaHuueHus cieaytoliee: 00JeryeHue CUMIITOMOB; YMEHbIIEHUE CTEIIEHN
COCTOSIHMSI, HApyIICHHs WJIM 3a00JieBaHus;, crabmnuszaius (T.€. HE YXYAIICHHUE) COCTOSIHUS
HapyIIEHUs, COCTOSHMSI MIIU 3a00JIeBaHUs; 3a/I€PKKa Havala Uik 3aMe lJICHHE IIPOIPECCUPOBAHUS
COCTOSIHUSI, HapYLUEHMs Uik 3a00JIeBaHMsl; YMEHbIIEHUE UHTEHCUBHOCTH COCTOSIHUS, HAPYLIEHUS
Wik 60JIE3HEHHOT'O COCTOSIHMS; U PEMHUCCHS (YacTHYHAS WJIM TOJIHAs ), OOHApYKUBaeMasi WA He
oOHapyXXuBaeMasi, WIH YIydllIEHHE COCTOSHUS, HapylieHuss wuin 3aboseBanus. Jleuenue
BKJIFOYAeT B ce0sl CTUMYJISIMIO KIMHUYECKH 3HAYMMOTO OTBeTa 0e3 Ype3MEepHBIX ypOBHEH
nobouHbIX 3¢ ¢ekToB. JleueHue TaKKe BKIIOUYAET B ceOS MPOJJIEHHE BBDKUBAEMOCTH I10
CPaBHEHHIO C OKUJaeMOU BBIKHBAEMOCTBIO, €CIIM JIeUeHue He MpoBoauTCsA. COrnacHo Ipyrum
BapHaHTaM OCYIIECTBIICHUS <JICUEHHUE» WA «OCYIIECTBICHUE JICUCHMS» WM «IIOJYYMBIIHUMA
JICYCHHE)» OTHOCHTCS K NMPOQUIAKTHYECKUM MepaM, B KOTOPBIX IEJb COCTOHT B TOM, YTOOBI
OTCPOYUTH HACTYIUICHHE WM YMEHBIUUTh TSKECTh HEXeNareIbHOro (QU3U0IOTHYECKOTO
COCTOSIHUSI, HApYIIICHUS WM 3a00IIeBaHuUs, HAIIPUMED, Y UEIIOBEKA, KOTOPBIM IpepaciioyloxkeH K
3a00JIeBaHUIO (HAIIPUMEp, YEIIOBEK, KOTOPBIA HECET TeHETHUYECKUHM MapKep st 3a0osieBaHusd,
TAKOI'0 KaK paK MOJIOUYHOM JKeJIe3bl).

[00154] CornacHO HEKOTOPBIM BapHaHTAX OCYIIECTBICHHUS CIOCOOOB, ONMUCAHHBIX B

HACTOSIIIEM JOKyMeHTe, cBs3biBatone BCMA Oenkn, Kak OIMCAHO B HACTOSIIEM JIOKYMEHTE,
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BBOJST B KOMOMHAIIMU CO CPEICTBOM JUISI JICUEHHUST KOHKPETHOI O 3a00JIeBaHUs, HAPYIIECHUS UITH
coctosiHusl. CpeAcTBa BKIIIOUAIOT B ceOsi 0e3 orpaHMueHus Tepamnuio, BKIIOYAIOUIYIO B ceds
aHTHTENa, MaJble MOJEKYNbl (HalpuMep, XUMHOTEpaleBTUUECKUE CPEACTBA), TOPMOHBI
(crepouiHbIC, MENTUIAHbIE W T.II.), JYYEBYIO TEpAIMIO (y-IIydd, PEHTTCHOBCKHE JIy4d W/WIN
HaIPaBJICHHYIO JIOCTABKY PaIHdOW30TOIIOB, MUKPOBOJHBI, Y®-u31ydyeHne U TOMy HOZOOHOE),
FEHHYIO Teparuio (HalpuMep, aHTUCMBICIOBas, pETPOBUPYCHAsI Tepamnus U TOMYy NOJO00HOE) U
apyrae  BuAbl  UMMyHoTepanuu. (CoryiiacHO HEKOTOPBIM — BapuaHTaM  OCYIIECTBIECHUS
cesi3piBatomuit BCMA 6eiok, Kak OImUcaHO B HACTOSINEM JIOKYMEHTE, BBOJISAT B KOMOWHAIIMH C
aHTUIMapeiHBIMU CPEJICTBAMU, TPOTUBOPBOTHBIMHU CPEJICTBAMH, AHAIBIETUKAMU, OMUOUIAMU
W/WIM  HECTEPOUJHBIMH POTUBOBOCHIATMUTENBLHBIMU  cpelcTBaMU. COrlacHO HEKOTOPBIM
BapHaHTaM OCYIIECTBIeHUs cBs3bIBarolni BCMA 6enok, Kak OnrcaHo B HACTOSIIIEM JJOKYMEHTE,
BBOJST B KOMOMHAIIMA C IIPOTUBOPAKOBBIMU cpejcTBaMH. HeorpanuuuBaromme IpuMepbl
IIPOTHBOPAKOBBIX  CPEJCTB, KOTOPBIE MOKHO MCIIOJIB30BaTh B pa3IMUHBIX BapuaHTax
OCYIIECTBJIEHHS] COTJACHO HACTOSIIEMY pPacKpbITUIO, BKMO4as B cels QapmaieBTHYECKUEe
KOMIIO3HUIUY U JIEKapCTBEHHBIE POPMBL 1 HAOOPHI COTTIACHO HACTOSIIEMY PACKPBITHIO, BKIIIOYAIOT
B ce0s cielyroliee: akTUBUIIMH; aklapyOUIIMH; aK0o3a/10J1 THAPOXJIOPHL; aKpOHUH; a/103€JI€31H;
aJIbJCCIACHKIH; alITpeTaMUH; aMOOMHUIIMH; aMETAHTPOH aleTar; aMUHOTIIYTeTUMUJI, aMCaKpHH;
aHacTpO30J; aHTPAMHUIMH; acraparuHasa; achnepiuH; a3zallUTUAUH; a3eTerna; Aa30TOMUILMH;
Oarumactar; OeH3o/emna; Oukanyramus]; OUCaHTpEH TUAPOXIOpUa; OucHadua IUME3nsIaT;
Ousesne3unH; 0JICOMHUIIMH CyNb(aT; OpeKBHHAD HATPUS; OpONIMPUMUH; OyCyIb()aH; KAKTHHOMUIIMH;
KaJyCTEpOH; KapauemuJ; KapOetumep; KapOOIIaTHH; KapMyCTHH; KapyOMIIMH THIPOXJIOPHI;
Kap3esie3uH; UeneuHron; XJa1opaMOyLUui; UPOJEMULUH; UMCIUIATUH; KIaJpUOHH; KPUCHATOI
mesunaT; uukiopochamu; uurTapabuH;  gakapOasuH; JAKTUHOMULMH, JayHOPYOHIMH
THJIPOXJIOPHJT; JICITUTAOWH;, JCKCOPMAIUTATHH; JIe3aryaHWH; Je3aryaHduH ME3Wjar; JHa3uKBOH;
JOIETaKCeN; JOKCOPYOUITMH, JIOKCOPYOHIIMH THIPOXJIOPHI;, JPOIOKCH(BEH; IposloKcu]peHa
IUTPAT; JPOMOCTAHOIOH MPOMUOHAT; JIYa30MHIIMH; 3jaTpekcar; 3(PJIOPHUTUH TUIAPOXIOPUL;
AICAMUTPYIUH; YHIOTUIATUH; SHIIPOMAT; AMUIPONUUH; STUPYOULIUH THAPOXIOPHL; I3pOYI0307;
530pyOUIINH THIPOXJIOPH,L; FCTPAMYCTHH; 3CTPaMyCTHH HATpus ¢ocdar; 3TaHuIa30I1; STOIO3U/I;
sTonosuaa pocdar; >ronpun; Gaapo3on ruapoxIIopul; Gpazapadut; GeHpeTHHIA; PIOKCYPUIIH;
baynapadbun Qocdar; dropypaunn; ¢uaypouutabus; GockBumOH; (GOCTPUELIMH HATPHIA;
reMUIMTa0NH; TeMIUTa0UH THIPOXJIOPHL, THUAPOKCHMOYEBHUHA; WJIAPYOUIMH THMIPOXIOPU/I;
ngpocpamu; mimodosun; natepneiiku I (Bkatouas B cedst pexkoMOUHAaHTHBIN MHTepelkuH 11,
wim rIL2), uarepdepon annda-2a; natepdepor anbda-2b; uarepdhepon anbpa-nl; uareppepor
anbda-n3; uatepdepon Oera-la; nurephepon ramma-Ib; UITPONIATHH; UPUHOTEKAH THIPOXIIOPHUT;

JIAHPCOTUT aleTar; JICKTPO30JI; JICYHPOJMA aicTar, JHUAp030;J1 TUIAPOXJIOPUI, JIOMCTPCKCOJI
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HATpUi; JOMYCTHH; JIO30KCAHTPOH THAPOXJIOPHJ; Ma3OMpOKOJ; MaWTaH3MH; MEXJIOpP3TaMuH
TUJIPOXJIOPHJI;  MarecTpoi — ameTar; MeJIeHrecTpoi  auerar; MeidanaH; MEHOTapui;
MEpPKaNnTOIypUH; METOTPEKCaT, METOTpPEeKCaT HaTpHil; METOMPHUH; MeType/era; MUTHHIOMUIL;
MUTOKApPIUH; MUTOKPOMHH;, MUTOTWJUIMH; MUTOMAJIIIMH, MHUTOMHIIMH; MUTOCIEP; MHUTOTaH;
MHUTOKCAHTPOH  TUIPOXJIOPUI; MHUKO(EHOJIOBAS  KHUCIOTa, HOKOJA30J; HOTaJIAMHUIIMH;
OpMaIUlaTUH; OKCUCYpaH; MakjJuTakced; [eracrnaprasa; [eJUOMHIMH, [EeHTaMyCTHH;
nerioMuiue  cyiaedar;  nepdochamuy;  nunoOpoMaH;  TUIOCYAb(aH;  TUPOKCAHTPOH
THAPOXJIOPHT; TUIMKAMUIIAH, TUTOMECTaH; nmopdumMep HATpui; MOpGUPOMUIINH, TIPETHEMYCTHH;
IpokapOa3uH THAPOXIIOPHT; TTYPOMHUIINH; ITYPOMUIINH THAPOXTIOPUT; TTHpasodyprH; puOOIpuH;
porietumMuz; cagunron; cadpuHIONA TUAPOXIOPUI; CEMYCTHH; CHMTpaseH; cnapdocaT HATpuii;
CHAPCOMHUIIMH; CHOUPOrepMaHuil MMAPOXJIOPHUI; COUPOMYCTHH; CIUPOIUIATUH; CTPENTOHUTPHH;
CTPENTO30LMH; CyJo(eHyp; TAIM3OMUIUH; TeKorajaH HaTpuii; teradyp; TEIOKCAaHTPOH
TUIPOXJIOPH]L;, TeMONOPPUH; TEHHUIIO3U; TEPOKCUPOH; TECTOJAKTOH; THAMHUIIPUH; THOI'YaHUH;
THOTeMNa; THa30(ypuH; TUpANa3aMUH; TOpeMU(EH IUTPaT; TPECTOJOH aleTar; TPUIUPUOUH
docdar; TpumeTpekcar; TpUMETPEKCaT IOKYPOHAT; TPUITOPEIHH; TyOYJ10307 TUAPOXIOPU;
ypaIuI UIIPUT; Ypeera; BanpeoTu/1; BeprenopduH; BUHOIACTUH CylTb(aT; BAHKPUCTHH CYJIb(aT;
BUHJIC3UH; BUHJIE3UH CyJIb(aT; BUHEMUIUH CyIb(ar; BUHIIHNMHAT CyJIb(ar; BUHICYPO3UH
cyibdaT; BUHOpeNOUH TapTpar; BUHPO3UAUH cyibdar; BUH30IWAMH Cyab(dar; BOPO30I;
3CHUIUIATUH; 3UHOCTATUH; 30pyOuUuH ruapoxiopua. Jlpyrue mnpumepsl MNPOTUBOPAKOBBIX
JICKApCTBEHHBIX CPEJCTB BKIMIOYAIOT B cels Oe3 orpanmwuenus cienytomiee: 20-smu-1,25-
auruapokcuBuTaMud  D3;  S-ormHmaypauuia;  aduparepoH;  akiapyOMIuH;  anuiQyJIBeH;
QJICLIMIIEHOJT;, a/l03€Ie3uH; ajbjecieikun; antaroHuctel ALL-TK; anrperamun; amOGamMycCTHH;
aMUJIOKC; aMU(pOCTUH, aAMHUHOJEBYJUHOBAS KUCIIOTA; aMPYOMIIMH; aMCaKpUH; aHarpeIuj;
aHACTPO30JI; aHjAporpadoIuI, HWHIHOUTOPHI aHTHOreHe3a; aHtaroHuct D; antaronuct G;
AQHTAPENNKC; aHTUIOPCATH3UPYIOMHUH  Mop(oreHHpli  O€JOK-1; aHTHAHJIPOTEH  IPOTHB
KApIUHOMBI [PEJCTATENbHON JKesie3bl; AHTUACTPOTEH; AHTUHEOIUIACTOH; AHTUCMbICIOBEIE
OJIMTOHYKJICOTU/Ibl; a(UIMKONHH TIUIUHAT, MOJAYJATOPBl [EHOB AalloNTo3a; PeryJsiTOPhI
anonTosa; anypuHoBas kuciora, ara-CDP-DL-PTBA; aprunuHgesamubaza; acyJaKkpuH;
aTaMecTaH; aTpUMYCTHH; aKCHMHAacTaTuH |; akcuHacraTUH 2; akcHHacTaTWH 3; a3acTepoH;
a3aTOKCHUH; a3aTUPO3UH; npousBojaHble Oaxkaruna Ill; Oananon; OGaTtumacTaT; aHTArOHUCTbI
BCR/ABL; 6eH30X10pHHBL, OCH30MIICTAYPOCIIOPHH; TIPON3BOIHBIC OeTa-TakTaMoB; OeTa-aJIeTHH;
Ocetaximamuniua  B; OerynunoBas xuciora; wuarudurop bFGF; Ouxanyramun; OucanTpeH;
oucazupumHIWIcnepMut; OucHadu;, OuctpareH A; Ousenesun; Opeduar; OpONUPUMUH;
OynoTuTan; OYTHOHWH CYJIOGOKCUMUH; KaJIbIUNOTpuoi; Kadbpoctud C; MPOU3BOJHBIC

KaMITTOTEINHA; KaHAMMPOKC IL-2; KarennTabuH; KapOOKCaMHUI-aMMHOTPHA30JT;
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kapOoxcuamuniorpuazon; CaRest M3; CARN 700; mpoucxomsmuit u3 Xpsia HHTHOUTOP;
Kap3ene3uH; uHruduropsr kazenHkuHasel (ICOS); kactanocnepmuH; HeKkponuH B; merpopenuxc;
XJIOPUHBI; XJTOPXUHOKCATMH CYIb(POHAMUJI; HUKANPOCT; MUC-HOPPUPUH; KIaApUOUH; aHAIOTH
KJIoOMH(EHa; KIOTPUMAa30Jl; KOJUIMCMHULMH A; KOJUIMCMHIMH B; komOperacratun A4; ananor
KoMmOperacTaTvHa; KOHareHuH; kpamoecuauy §16; KpuCcHATON; KPUITOGHUIIMH §; IPOU3BO/IHBIE
KpunrodpuuuHa A; KypauuH A; HUKIONEHTAHTPAXUHOHBI; [IUKIOIIATAM [IUIIEMUIIMH; UTapaObuH
okdocdar;  uuromUTHYECKMid  (AKTOp;  UUTOCTATHH;  JAKIUKCHUMad;  JeUUTaOuH;
AeruapoanieMHuH  B;  gecnopenuH;  JleKcaMeTasoH;  Jekcudocdamui;  IeKCpa3oKCaH;
JIEKCBEparaMull; JUA3WKBOH; JUIACMHUH B IUAOKC, JAMITWIHOPMCIEPMHH; JMTHIPO-5-
a3alUTUMH, TUTHPOTAKCON, 9-IMOKCcaMuUlluH; TUPEHUICIIUPOMYCTHH; IOLeTAKCEeN; JIOKA3aHOM;
JONIA3eTpoH; JoKcuduypuud; AponokcudeH; apoHAOMHON; ayokapMuuuH SA; s0ceneH;
SKOMYCTHH; dAedbPo3uH; dapexosoMad; HPIOPHUTHH; dJeMeH; HMUTedyp; DSIHUPYOUIUH;
BNPUCTEPUJ; aHAJOl ACTPAMYCTHHA; aroHMUCTBI 3CTPOIEHOB; AHTAarOHUCTBHI 3CTPOIEHOB;
3TaHUIa301; 3Tono3ua Qocdar; sx3zemectad; dpaapos3on; Gazapadun; GpeHpeTuHUu; GUATPACTUM;
¢unactepun; GraBonupuaor; ¢uezenactuH; Qiayactepos; ¢iaynapaduH; (TopaaAYHOPYHUHH
rugpoxsiopu; popdenumexe; popmectan; GocTpueiiuH; GOoTEMYCTHH; TI0OTHHNIS TeKcaQUPHH;
HUTpaT TajUMs; TajoluTaOWH; TaHMPENWKC, WHTHOUTOPBI IKeNaTHHAa3bl, TIeMIMTAOUH;
UHIHOUTOPBI [NIyTaTUOHA; rencyibdam; XeperyiuH; rekcaMeTuIeH OucaneraMu; TUIepuliuH;
nbaHIPpOHOBAsT KUCJIOTA; UAapyOULMH; WIOKCU(DEH; UApaMaHTOH; WIMO(O3UH; HIOMACTaT;
UMUA30aKPU/IOHBl; MMHKBUMOJ; MMMYHOCTUMYJIUPYIOIIHAE HENTHIBI; MHIUMOUTOp pelenTtopa
HHCYJIMHONIOOOHOTO (pakTopa pocTa-1; aroHucTsl uHTepdepoHa; HHTepepoHbl; HHTEPICHKUHBIL;
nobeHryad; HOJOJOKCOPYOUUUH, UIOMEAHO], 4-HPOIUIAKT; HMPCOIVIAJIMH; H300€Hra3ol;
H30rOMOXATMKOHIpUH B; utacerpoH; scrtakunonu; Karananua F; namennapun-N Tpuanerar;
JaHPEOTUJ; JIEMHAMMIIMH; JICHOTPACcTUM; JICHTMHaH cyibdar; JIEnTOJCTaTHH; JEKTPO30J;
WHTHOMPYIOINT daxrop neiiko3a; ans(pa-uatephepoH JICHKOIUTOB;
JICYIIPOIHIHICTPOreH+HIPOreCTEPOH; JIEYNPOPENHH; JIeBAMU30/1; TUAPO30J1; JIMHEHHBIH aHanor
NOJNMaMUHA; JUNO(GUIBHBIA JUCAXAPUAHBIA [ENTUA; JUNOPUIBHBIE COCJUHEHUS ILIATUHbL
JMCCOKIIMHAMu  7; Jo0aruiaTud; JOMOPHIMH; JIOMETPEKCOs; JIOHWIAMUH; JIO30KCAHTPOH;
unrnontTop HMG-CoA-penykrasel (Takolt kak Oe3 OorpaHUYCHHUS JIOBACTAaTHH, IpaBacTaTHH,
¢yBacTaTHH, CTaTUH, CHMBAacTaTUH W aTOPBACTATHH); JOKCOPUOUH; IypTOTEKaH; JHOTEIHH
TekcapuprH; JN30(QUILINH; JIMTHYECKUE TENTHIbl; MailTaH3WH; MaHHOCTATHH A; MapHUMacTaT;
Ma3oMpoOKOT,  MAaCIHH; UHTAOMTOPB  MaTpUJIM3HMHA; WHTAOUTOPBI  MaTPUKCHBIX
META/UIOTIPOTEUHA3; MEHOTapuiI, MepOapoH; METEepelnH; METHOHMHA3a; METOKIIOTIPAMHT;
uaruonTop MIF; wmudenpucton; wmwirredo3un; mupumoctum; asyxuernoveunas PHK ¢

HCCOBIIAIAOIMINMHA OCHOBaHUAMMU, MUTOT'YA30H, MUTOJIAKTOJI; aHaJI0'M MUTOMUIINHA, MI/ITOHaq)I/II[;
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MUTOTOKCHHOBBIN  (puOpobmacTHpl  (pakTop pocTa-carmopuH; MHUTOKCAHTPOH; ModapoTeH;
MOJIFPAMOCTHM; MOHOKJIOHAIBHOE AaHTUTENO0, XOPUOHUYECKHH TOHAJOTPOIIUH YeIOBeKa;
moHopochopuaniug A + sk KIETOYHOU CTEHKM MUKOOAKTepUH; MOIUAAMON; HHTHOUTOP
MHO’KECTBEHHOM  YCTOWYMBOCTH K JIEKAPCTBEHHBIM  CpeJICTBAM; Tepalnus Ha OCHOBE
MHOJKECTBEHHOI'O CyIIpeccopa ONyXoJed 1; NpoTHBOpaKkoBOE CpEACTBO Ha OCHOBE WIIPUTA;
MUKarepokcu B; aKeTpakT KiIeTOUHOU cTeHKH MUKOOaKTepuil; MupranopoH; N-alueTH/ I JHHAIIH;
N-zameineHsble OeH3aMu/bl; HadapeauH; HArpecTUIl; HAIOKCOH -+ MEHTA30LMH; HaAIlaBHH;
Ha(TEepIUH; HAPTOTPACTUM; HEJAIIATHH; HEMOPYOUIINH; HEPUIPOHOBAS KUCJIOTa; HEHTpaTbHAs
DHJIONIENITH/IA3a; HWIYTAMHAJ;, HU3AMUIIMH, MOIYJISATOPhl OKCHJA a30Ta; HUTPOKCHIHBIH
AHTUOKCUJIAHT; HUTPYJUMH; O6-0eH3UITYaHUH; OKTPEOTU]; OKMIICHOH; OJIUTOHYKIICOTHU/IBI;
OHAIIPUCTOH; OHJAHCETPOH; OHJAHCETPOH; OpAlMH; NEPOPANbHbI UHIYKTOP UUTOKWUHOB;
OpMAaIUIaTHH; 0CATEPOH; OKCAIMILIATHH; OKCAYHOMUIIUH; HAKJINTAKCel; aHAIOTH [TaKJInTaKcea;
HPOU3BOJIHBIE NAKIMTAKCeNa; IajayaMuH; [HajdbMUTOWIPU30KCHH; [IaMUPOHOBAs KHCIIOTA;
NaHAKCUTPHOI;, naHomudeH; mapabakTHH; Na3e/UTUNTUH; [eracnaprasa; MelJe3dH; NeHTOCaH
MOJUCYNL(AT HATPHUS; NEHTOCTATHH; NeHTPo301; nepdayopon; nepdochamui; NepuIUIOBbIT
cnupT; (peHasuHOMUIIMH; (eHuIaneTar; UHruOuTOpsl (Qocdaraspl; TUIMUOAHWI; TTHTOKAPITUH
THJIPOXJIOPHL; MUPApYOUIIMH; MTMPUTPEKCUM; TUTAIETUH A; IUaleTuH B; nHrubutop aktuBatopa
[JIa3MUHOTeHA; KOMILIEKC TUIATUHBL, COEJUHEHUS TUIATHHBL, KOMIUIEKC IIATUHBI-TPUAMHUHA;
nopdumMep HaTpuil; NOPPUPOMUIMH; MPEIHU3OH; MPOMUI-OMC-aKPUIOH; MpocTarianguH J2;
UHTUOMTOPBI  IIpOTEAcoM; HWMMYHHBIH MOJYJIATOp Ha oOcHOBe Oenka A; HWHIHOUTOp
nporenHkuHazbl  C;  mHrUOMTOpPHl  HpoTeMHKMHaszpl  C,  MHKpoairal;  HHTHOUTOPHI
nporeuHTuposundocdarazsl; HHrUOUTOPBLI  MypUH-HYKIeo3uapochopuiasbl;  MypILypUHbL;
NUPA30JIOaKPUINH; KOHBIOTAT MUPUIOKCUIMPOBAHHOIO IEeMOIJIOOMHA U TOJMOKCHATHIICHA;
AHTAarOHUCTHI raf] paTTUTPEeKCce; paMOCETPOH; HHTHOUTOPHI (hapHE3UIIPOTEHHTpaHC(epassl ras;
UHTUOWTOPHI ras; MHruOuTop ras-GAP; 1eMeTummpoBaHHbI PETCIUTMIITHH, 3TUAPOHAT peHUs Re
186; puzoxcun; pubo3umbl; RII  permnamuj; poriaeTumMull; POKCUTYKHH; POMYPTU;
poxkBuHEMeKC; pyburunon Bl; pyOokcun; caduaron; camnronus; SarCNU; capkoputon A;
caprpamocTiM; mMuMmeTHk# Sdi 1; cemycTtwr; oOpasyomuiics NpH cTapeHuH HHTHOUTOp 1;
CMBICJIOBBIE OJIMTOHYKJICOTH/IBL; MHIMOUTOpHI lepefadd CHUTHajia; MOJLYJSITOPhI liepeadu
CHTHaJla; OJHOLEMOYEeYHbIH AaHTUTEHCBS3bIBAIOIMN OeloK; cuzodupaH; coOy30KCaH; HaTpU
Oopokarrrar; HaTpui (peHUIaleTar; CoJIBEPO; CBA3BIBAIOLINI coMaTOMEINH OEJIOK; COHEPMHUH;
criapgo30oBasi KHACIOTA; CIOUKaMUIMH D; CHOMPOMYCTHH; CIUICHONICHTHWH; CIOHTHCTAaTHH 1]
CKBAJIAMUH; WHTUOWTOP CTBOJIOBBIX KIETOK; HMHTHOMUTOPHI JCNCHHUS CTBOJIOBBIX KIJIETOK;
CTPUTIHAMU; WHTUOWTOPBI CTPOMEIM3WHA; CYIB(MOCHH; AHTAarOHUCT CYNEPaKTUBHOTO

BAa30aKTUBHOT'O MHTCCTUHAIIBHOTO HCITU A, CYPAIUCTa; CypaMUH, CBAMHCOHUH; CUHTCTHUYCCKUC
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IJIMKO3aMHUHOIJTINKAHbl;, TANIMMYCTHH; TaMOKCH(EH MeTHoama; TaypoMyCTHH; Ta3apoTeH;
TeKOoTajlaH HaTpuii; Teradyp; TeUTypanupuinil; HHTUOMTOPBL TeloMepasbl; TeMOMOpQUH;
TEMO30JOMU/I; TEHUIO3U/I; TETPAXJIOPIAEKAOKCU;, TEeTPa3OMUH; TaIUOIACTHH; THOKOPAIUH;
TPOMOOIIOATHH; MHMETHK TpOoMOONO3THHA; TUMai(a3suH; aroHUCT perentopa THMOIO3THHA;
THUMOTPUHAH; THUPEOCTUMYIMPYIOIMI TOPMOH; ASTHISTUONYPIYPHH 0JIOBAa; THpalla3aMuH;
TUTAHOLEH OUXJIOPHJI; TONMCEHTHH; TopeMudeH; (HaKTop TOTUMOTEHTHBIX CTBOJIOBBIX KJIETOK;
UHTUOUTOPBLI  TPAHCISIIMM, TPETUHOMH; TPUALETUIYPUIMH, TPUUUPUOUH; TpUMETpeKcar;
TPUINITOPETNH; TPOMUCETPOH; TYPOCTEPUJ; WMHTUOUTOPHI TUPOMHKUHA3BI;, TUPHOCTUHDL;
unrnoutopsl UBC; yOerumeke; pouCXosiui U3 MOYENoIOBOTO CUHYCa MHTHOUPYIOIIHN pocT
(hakTop; aHTArOHUCTHI PEUENTOPa YPOKUHA3BL; BATIPEOTH/T; BapuoiauH B; spurpountapras reHnas
Tepanus BEKTOPHOM CHUCTEMOIi; Belapecos; BEepaMHH; BEepAMHbI; BepTenopduH; BUHOPEIOWH;
puakcanTud; VITAXIN® (BATakCWH); BOpPO30JI;, 3aHOTEPOH;, 3CHHUILIATHH; 3WJIACKOpO U
3UHOCTATUH cTUMasiamep. JIoNoIHUTENBHBIMU IPOTUBOPAKOBLIMHY JIEKAPCTBEHHBIMU CPEJICTBAMHU
SIBISIOTCST S-propypaumi v JeiiKoBOpUH. YKa3zaHHBIE JBa CpeACTBa SIBISIOTCS OCOOEHHO
NpAMEHUMBIMU TpPU HUCHOJNB30BAHUH B cHocobax, MpPeAyCMaTpUBAIOLIMX [PAMEHEHUE
TAJIMJIOMM/Ia 1 HHTUOUTOpaA Tonon3oMepasbl. CoriacHo HEKOTOPHIM BapHaHTaM OCYIIIECTBICHUS
oJiHOIoMeHHBIe cBs3bIBatomuii BCMA 0eslok corilacHO HacTosIIeMY pacKphITHIO HCIIOJIb3YIOT B
KOMOWHAIIUU C FeMIIUTaOMHOM.

[00155] CornacHO HEKOTOPHIM BapuaHTaM oOcyllecTBieHus cpssbiBarome BCMA
0€JIKH, KaK OIIMCAHO B HACTOSIIEM JIOKYMEHTE, BBOJSIT /10, BO BPEMsI MIIU 110CJIE OIEPaIUn.

[00156] CornacHo HEKOTOPBIM BapUaHTaM OCYIIECTBIEHUS IPOTUBOPAKOBOE CPEJICTBO

KOHBIOIT'MPOBAHO MMOCPEACTBOM 10000 MoAX0SAIEro cpeacTea € TpI/ICHeLlI/I(bI/I‘:IECKHM OeIKOM.

Cnocoonl oonapyxkenust yxkcnpeccud BCMA n 1MAarHOCTHKH acCONMUPOBAHHOIO €
BCMA paka

[00157] CornmacHo ApyroMy BapHaHTY OCYIIECTBICHUSI HACTOSIIEro HW300peTeHus
IIpeycMOTPEHbl Habopb!l Ui oOHapyskeHus skcrpeccun BCMA in vitro nmm in vivo. HaGopsl
BKJIIOUAIOT B ce0s BhIIICynOMsiIHYThIC cBsi3biBatoimue BCMA Oenku (Hanpumep, MedeHoe
ojHoIOMeHHOE anTuTeo K BCMA uiam ero anTUTreHCBSI3BIBAIONIME (PPAarMEHThl) M OJTHO WIIH
Oosee coeAUHEeHUH 1 oOHapy)eHust MeTKH. COrlacHO HEKOTOPBIM BapUaHTaM OCYIIEeCTBIEHUS
METKa BbIOpaHa M3 TPYIIEL, COCTOSANICH W3 (pIyopecrieHTHOW METKH, (EpMEHTHOW METKH,
pa/iMOaKTUBHON METKH, aKTUBHON METKHU s/IEPHOIO MarHUTHOI'O pe30HAHCA, JIOMUHECHEHTHON
METKH ¥ XpOMO(OPHOI METKH.

[00158] B nexoroperx cirydasx skcnpeccuio BCMA o6HapyXuBaroT B OHOJIOTHYECKOM

obpasne. OOpazerr MOXET MpeAcTaBIsTh coboit mroboi obpasein, Bkitodas B ceOst Oe3
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OorpaHMYeHUsI 00pa3bl TKAHU 13 OUOTICHIA, BCKPBITHHI H 00Pa3IIbl IATOJIOTUYECKUX UCCIIEOBAHUN.
buonornueckue obpasipl TakKe BKIIOYAIOT B ceOsl cpe3bl TKaHeW, HalpuMmep, 3aMOpOKEeHHBIE
Cpe3bl, B3sSThble JUId TUCTONOrMYecKuX uenedd. buomnornyeckue oOpas3ubl JONMOJIHUTENHEHO
BKJIFOHAIOT B C€0sl JKUAKOCTU OpraHu3Ma, TaKue KaK KpOBb, CHIBOPOTKA, ILIa3Ma, MOKpOTa,
CIMHHOMO3IOBasl KUAKOCTh WM Mo4a. buomornueckuil obpasel, Kak IpaBUIO, MOJTYYAlOT OT
MJIEKOMHTAIOILET 0, TAKOTO KaK YeIOBEK UM IIPUMAT, HE SIBISIOLIUIACS YeTOBEKOM.

[00159] CormacHo oOxHOMY BapHaHTy OCYIIECTBJICHHS IPEAYCMOTPEH CIocod
OTIPEICIICHUS TOTO, XapaKTEPU3YETCs JIH CYObEKT HAIMUUEM paKa, IIyTeM IPUBEJICHUS B KOHTAKT
obpasna oT cyOBeKTa ¢ OJIHOJAOMCHHBIM aHTHUTEIIoM K BCMA, kak pacKkpbiTO B HACTOSIIEM
JOKYMEHTe; U OOHapy>KeHHe CBS3bIBAHUS OJHOIOMEHHOIO aHTUTeNa ¢ 00pa3LoM. YBeIHyeHHe
CBSI3bIBaHMS aHTHUTENA ¢ 00pa3LOM 10 CPAaBHEHUIO CO CBSI3bIBAHUEM aHTHUTENA ¢ KOHTPOJIbHBIM
00pasnoM HAeHTUPUIHPYET CYOBEKTa KaK XapaKTepH3YIOMEerocs HaInIneM paka.

[00160] CornmacHo JpyroMy BapuaHTy OCYIICCTBICHHUS IPEJOCTaBICH  CHOCOO
MOJTBEPIKAEHUS IMarHo3a paKa y cyobeKkTa nNyTeM IPUBEIEHUS B KOHTAKT 00paslia oT cyObeKTa,
y KOTOPOro JMarHOCTUPOBaH pPakK, ¢ OJAHOMOMEHHbIM aHTuUTenoM k BCMA, kak pacKpwito B
HACTOSIIEM JIOKYMEHTE, U OOHapyXEHHE CBSI3bIBAHMSI aHTUTENa ¢ o0pa3noM. YBeluueHue
CBSI3BIBAHUS aHTUTEJA ¢ 0OPA3IOM I10 CPABHEHHIO CO CBS3bIBAHMEM aHTHUTENA C KOHTPOJIBHBIM
00pa3nioM NOATBEP)KAAeT AUArHO3 paka y CyObeKTa.

[00161] B HekoTOpBIX NPHUMEPAX PACKPBITHIX CIIOCOOOB OJHOJAOMEHHOE AHTUTENO METIT
HAIIPSIMYIO.

[00162] B HekoTOpBIX IpEMepax CHOCOOBI  JONOJHUTEILHO —IPEAyCMaTPHUBAIOT
NpUBEJEHUE B KOHTAaKT BTOPOTO aHTHUTEJa, KOTOPOE CIEHU(PUUECKHd CBS3BIBAETCS C
OJHOJIOMEHHBIM AHTHTEJIOM, C 00paslioMm; H OOHApyXKEHHE CBS3bIBAHUS BTOPOrO aHTUTENA.
VBenuuenue cB3bIBAHUS BTOPOTO aHTUTENA ¢ 00Pa3IoM 110 CPABHEHHIO CO CBA3BIBAHUEM BTOPOTO
AHTHUTEJIAa C KOHTPOJIBHBIM 00Pa3I[OM BBISIBIISIET paK y cyObEKTa MIIM IIOJITBEP:K/IAeT IMarHo3 paxka
y cyObeKTa.

[00163] B HekoTopbIX cilyyasx pak HOpeAcTaBiser coboit aumdoMmy, Neiko3 WM
MHO’KECTBEHHYIO MUEIIOMY.

[00164] B nexkoTophix mpuMepax KOHTPOJBHBIN 00pazell mpecTaBisetT coboi oopasern
oT cyObekTa 6e3 paka. CorlacHO KOHKPETHBIM IpuMepaM oOpasell pejacTaBiisieT coboit odpaszen
KPOBH WJIY TKaHH.

[00165] B HexoTOpbIX ciaydasx aHTUTENIO, KOTOPOE  CBS3bIBACT  (HAIpHUMeEp,
cunerududecku cBs3piBaeT) BCMA, HampsMmyio MeTiT jJeTekThpyeMoit Metkoi. CoriacHo
JIpyroMy BapHaHTy OCYIIECTBIIECHHSI aHTHTENO, KOTOPOE CBA3ZBIBAET (HAIpUMED, CHEHUPUUECKI

ces3biBaeT) BCMA (1iepBoe aHTHTENO), ABISCTCS HEMEUEHBIM, M METSIT BTOPOE aHTHUTENO WJIU
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JIPYTYIO MOJIEKYIIY, KOTOpasi MOXET CBSI3bIBaTh aHTUTENO, KOTOPOE Clenu(HUUECcKH CBSA3bIBAET
BCMA. Brtopoe anTHTENO BBIOPAHO TAaKUM, 4TOOBl OHO MOIJIO CIEUU(PUUYECKH CBS3BIBATH
KOHKPETHBIN BHJ U Kjacc TepBoro anturena. Hampumep, ecnu nepBoe aHTUTENIO MPEACTaBISET
coboti IgG naMpl, TOrIa BTOPUYHOE aHTUTEIIO MOKET IIPEACTABIATh cOO0H aHTuTENO K IgG taMebL.
Jlpyrue MoJeKysbl, KOTOPble MOTYT CBSI3bIBATHCS C aHTHTENaMH, BKIOYAlOT B cels Oe3
orpanuueHusi 6enok A u Oenok G, ob6a U3 KOTOPHIX SIBISIOTCS KOMMEpPUYECKH TOCTYIHBIMH.
Ilonxonsiye METKH 1 aHTUTEA UITU BTOPUYHOTO aHTUTENA ONUCAHbI BBIIIE U BKIIIOYAIOT B ce0s
pasznuuHbie  (EPMEHTBHI,  IPOCTETUYECKUE  [PYIIBL,  (UIyOpeclieHTHbIE  MaTepualbl,
JIOMUHECIHEHTHBIE ~ MaTepualibl, MAarHUTHBIE areHThl W  PaJUOAKTUBHBIE MaTEpPHUAIIBL.
Heorpanuuusaroiiue npuMepbl NOIXOIAINX (PEPMEHTOB BKIIIOUAIOT B ce0sl MEPOKCUAA3Y XPeHa,
HienouHyto ¢ocdarasy, Oera-ralakro3uaasy WM aleTWIKOIMHICTepa3y. HeorpanuuuBaromue
IIpUMEphl  HOJIXOASIIAX  KOMIUIEKCOB  NPOCTETHYECKUX  TIpYyNIl  BKIIOYAIOT B ceds
CTpENTaBHIUH/ONOTHH ¥ aBUAWH/OMoTHH. HeorpaHwumBarommye TNpUMEpHl  TOIXOSIIHX
¢ayopecHeHTHBIX ~ MaTepualoB BkIo4aloT B cebs  ymOemmdepon, ¢ayopecuens,
¢biyopeclieMHU30THOLMAHAT, POJAMUH, AUXJIOPTPUAZUHIIAMHH(IYyOpecuerH, NaHCUIXIOPU
Wi QUKO3pUTpUH. HeorpaHWuYMBarOIMM HILTIOCTPATHBHBIM JIFOMHUHECIIEHTHBIM MaTepHalioM
SIBJISIETCS] JIIOMHHOJI; HEOIPAHUYMBAIONIMM HIIIIOCTPATUBHBIM MAarHUTHBIM areHTOM SIBIISIETCS
raJoJIMHUi, a HEOrPAaHUYHMBAIOLINE WILTIOCTPATUBHBIE PaOaKTUBHbBIE METKH BKIIOYAIOT B cebsl
1251, 1311, 35S wm 3H.

[00166] CornacHo anpTepHAaTUBHOMY BapuaHty ocyigecTBieHuss BCMA  moxHO
aHaJIM3UPOBaTh B OHOJIOTHYECKOM 00paslie ¢ IOMOMIBI0 KOHKYPEHTHOTO MMMYHOAHAIN3a C
UCHOJIb30BaHueM cTaHaapToB BCMA, MeueHHBIX JETEeKTUPYEMbIM BEIIECTBOM, U HEMEUYEHOIrO
aHTUTeNa, KoTopoe cnenuduuecku cBsa3biBaer BCMA. B oarom anamuze oO0beIHHSIOT
Ouostoruueckuit oopaser, MeueHble cranaapTsl BCMA w aHTHATEN0, KOTOPOE CHCIMUPUUCCKU
ces3piBacT BCMA, m ompeiensioT KoIM4ecTBO MedeHoro cramjgapra BCMA, cBszaHHOTO C
HemeueHbiM aHTHTeNloM. KomuuectBo BCMA B OuonorudeckoM oOpasiie  oOparHO
IPONOPLHOHAIBHO KONMUECTBY MeueHoro crangapta BCMA, cBsi3aHHOTO ¢ aHTUTEIOM, KOTOpPOe
cnernududecku cps3pBacT BCMA.

[00167] VimmyHOanamu3 # croco0, pacKphIThIE B HACTOSIICM JIOKYMCHTE, MOXKHO
UCIIOJIb30BaTh IS psija nenei. CormacHo 0HOMY BapUaHTy OCYUIECTBIICHUS aHTUTENO0, KOTOpoe
cuerududecku cBa3piBacT BCMA, MOXHO HCIIONIB30BATH JIJIs oOHapyxeuus npoaykiuun BCMA
B KJETKaxX B KJIETOYHOH KyjbType. COINIACHO JpYroMy BapHaHTY OCYIIECTBICHHS AHTUTENO
MOKHO HCIOJIB30BATh IS onpeierienus kommuectsa BCMA B OuosnornueckoM oOpasiie, TakoM
kak oOpasen TKaHu WM o0pazenl KPOBH WIIA CHIBOPOTKH. B HekoTophix mpumepax BCMA

upeacrarisier coboit BCMA  kierounoit mnomepxnoctd. B npyrux unpumepax BCMA
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npeacrarisier coboit pactBopuMblii BCMA (Hanpumep, BCMA B cymepHatanTe KIE€TOYHON
KyJbTYpbI Uik pacTBopuMblit BCMA B 00pa3siie :KHIKOCTH OpraHu3Ma, TakoM Kak o0paser] KpoBr
WM CHIBOPOTKH).

[00168] CornmacHo oIHOMY BapHaHTy OCYIIECTBICHHS TIPEIyCMOTPEH Halbop s
obnapyxenuss BCMA B 6monorngeckoM o0pasiie, TakoM Kak 00pasel] KpoBH Wik 00pazell TKaHH.
Hanpumep, 4to0b1 IOATBEPAUTH TUArHO3 paka y cyOBbeKTa, MOXKHO BBIIOIHUTH OHOIICHIO IS
MOJTydeHus: oOpas3lia TKaHH JJIi THCTOJOTUYECKOTO HCCIeTOBaHMUsS. AJbTEpHATHBHO, oOpasel
KPOBH MOKHO TIOJIYYHTB JUIsI OOHAPYKCHUS TIPUCYTCTBUS pacTBopuMoro Oeika BCMA umu ero
¢parmenta. HaGopbr ju1st 0OHAPY)KEHUS TTOHIICIITHIA, KaK IPABHIIO, COJCPKAT OTHOJIOMEHHOE
AQHTHUTENO, COIJIACHO HACTOSIIEMY PacKpbITHIO, KOoTopoe crenuduuecku cpsizbiBaeT BCMA.
CornacHo HEKOTOPBIM BapyaHTaM OCYIIECTBIEHUS B HAOOP BKIIOUEH (parMeHT aHTUTENa, TaKOH
kak ¢parment scFv, nomen VH wim Fab. CornacHo 10nomHUTEIEHOMY BapHaHTY OCYIIECTBICHUS
AQHTHUTEIIO METAT (HampuMep, GIIyopeclicHTHON, PaTHOaKTHRHON WIH (PepMEHTATHBHON METKO).

[00169] CormacHo omHOMY BapuaHTy OCYIIECTBIAEHUsT HaOOp BKIIOYaeT B ceds
HHCTPYKTHUBHBIE MaTepHAIbl, paCKPBIBAIOIINE CIIOCOOBI IPUMEHEHUs aHTUTENA, CBS3BIBAIOIIErO
BCMA. UuCcTpyKTUBHBIE MaTepuajibl MOTYT OBITH HAIIMCAHBI, MOTYT OBITh IPEJIOCTABICHBI B
AIEKTPOHHOHN PopMe (TaKoH Kak KOMITBIOTEpHAs JIMCKETa WM KOMIAKT-IMCK) WA MOTYT OBITh
BU3YaJIbHBIMU (Hampumep, BHUAeodailibl), WM MPeroCTaBIeHbl 4epe3 JJIEKTPOHHYIO CETb,
HampuMep, Yepe3 MHTEPHET, BCEMUPHYIO CETh, BHYTPEHHIOIO CeTh WM ApYyryto cetb. Habopsl
MOTYT TaK»K€ BKJIIOYATh B ¢€Osl JONOJHHUTEIBHBIE KOMIIOHEHTHI Ul 00JIErYeHUus KOHKPETHOTO
IIPUMEHEHHMS, JUIsl KOTOpPOro npejHasHaueH Habop. Takum oOpa3oM, Hanpumep, HAOOp MOXKET
JOTIOJTHUTEJIBHO COIEPIKATh CPeICTBA OOHAPYIKEHUSI METKHU (Harpumep, GepMeHTHbIe CyOCTpaThl
Uit (hepMEHTATUBHBIX METOK, HAOOPBI QHILTPOB Ui oOHApYKeHHUS (HIYyOpPECLEeHTHBIX METOK,
COOTBETCTBYIOIIAE BTOPUYHBIC METKH, TAKME KaK BTOPUYHOE AHTHUTEIO WM TOMY IMOJI00HOE).
Habopbl MOTyT JONOTHUTEIRHO BKIIOYaTh B cecOs Oydepbl m Apyrue pearcHThl, OOBIYHO
UCTIONIB3YeMble ISl OCYINECTBIICHMS Ha TPaKTHKE KOHKpPETHOro criocoba. Takue HaOopbl U
COOTBETCTBYIOIIEE COJEPKUMOE XOPOLIO HM3BECTHHI CIEUANIUCTAM B HACTOsINEH o00aacTu
TEXHUKH.

[00170] CornmacHo oOJHOMY BapuaHTy OCYIICCTBICHUS JUArHOCTHYCCKUN Habop
COJIEP’KUT UMMYHOaHaIH3. XOTs JeTalld UMMYHOaHaTI13a MOTYT BapbUPOBATLCS B 3aBUCUMOCTH
OT KOHKPETHOTO HCIOJIB3yeMoro ¢opmara, crnocod obdnapyxkennsi BCMA B Ouosnorudeckom
oOpasiie, Kak MpaBWIO, IPEJAyCMaTpUBACT CTAJMA KOHTaKTa OMOJIOrMYeckoro odpasma ¢
AQHTUTEJIOM, KOTOPOE CHEIU(PUUYECKH pearupyeT B UMMYHOJIOTUYECKN PEAKTHUBHBIX YCIOBHUSX C

HOJINIICIITHIOM BCMA. AHTHTEIO MOXKET CHCHI/Iq)I/I‘IGCKI/I CBA3LIBATHCSA B MUMMYHOJIOTHYUCCKHA
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PEaKTHUBHBIX YCIOBHMSIX ¢ 00pa30BaHMEM HNMMYHHOI'O KOMIUIEKCA, M NMPUCYTCTBHE MMMYHHOI'O
KOMIUIEKCa (CBA3aHHOIO aHTUTEINA) OOHAPYKUBAIOT NPSMO WIIH KOCBEHHO.

[00171] CrocoOpl ompeneNeHUss HaIU4YUS WIM  OTCYTCTBUS MapKepa KIETOYHOM
ITOBEPXHOCTU XOPOIIO W3BECTHBI B HacTosmel obnactu TexHuku. Hampumep, aHTuTENna MOTYT
OBITH KOHBIOTUPOBAHBI C APYTUMHU COEIMHEHUSIMH, BKITIOUast B ce0st 6e3 orpaHnveHus: pepmMeHTsI,
MarHUTHBIE TPAHYJIbI, KOJUIOU/IHbIE MArHUTHBIE TPAHYJIbI, FATEHbL, (IYOPOXPOMBL, COSIMHEHUS
MEeTaJlJIOB, paJllOaKTUBHbIE COEIMHEHNUS UM JIEKAPCTBEHHbIE CPeACTBA. AHTUTENA TAK)KE MOKHO
UCIIOJIb30BAaTh B HMMYHOAQHAIIM3aX, TaKMX KakK 0e3 OTrpaHuueHUs pPaJuOMMMYHOJOTHYECKHE
adHamsbl (RIA), ELISA wny MMMyHOTHCTOXUMHYCCKHAC aHANIM3BI. AHTHTENIA TaKXXe MOXKHO
UCIIOB30BaTh /ISl akTUBUpyeMol ¢uryopecuenuueit coptupoBku kierok (FACS). FACS
MCIOJIb3YeT MHOXECTBO IBETOBBIX KaHAllOB, KaHaJOB OOHApyXeHHs C MAaJOYIJIOBBIM
CBETOpPACCEMBAHUEM U CBETOPACCEMBAHUEM I10J] TYIBIM YIJIOM CBETOpPACCEMBAHHMEM M KaHAJIOB
UMIIe/laHca, cpeid Jpyrux Oosiee CIIOXKHBIX YpOBHEH OOHapy)KE€HUs, Ui Da3/IeleHUst WU
coptupoBku KjeToK (cM. mareHT CIIIA Ne 5061620). Jlroboe H3 OZHOOMEHHBIX AHTHTEI,
KoTopele cBsa3bBatoT BCMA, kak onucaHo B HacTOAIIEM JOKYMEHTE, MOKHO HCIOJIB30BaTh B
9THX aHaim3ax. Takum oOpazoM, aHTUTEIa MOXKHO HCIIOIB30BaTh B OOBIYMHOM MMMYHOAHAJIM3E,
BKJIIOUas B ceOst 6e3 orpannuenust ELISA, RIA, FACS, TkaneByio UMMYyHOTHCTOXUMUIO, BECTEPH-

OJI0T Wi HMMYHOIIPCUITUTALHULO.

[IPUMEPLI
[00172] Hacrtosimast 3asBka MOXKeT OBITH OoJiee TOHSTA TOCPEACTBOM CCHUIKM Ha
CJIEAYIOLIMe  HEOrpAaHMYUBAIOIIME IIPUMEphI, KOTOpble IMPEACTABICHBl B  KayecTBe
WUTIOCTPATUBHBIX BapUAHTOB OCYIIECTBIEHHS HacToswed 3asBku. Crenyromue MIpuMepbl
HPEJICTABJICHBI JUUISL TOTO, YTOOBI 00JIee TOTHO IPOMILTIOCTPUPOBATH BAPUAHTHI OCYIICCTRIICHHUS, U
HX HHKOMM 00pa3oM HE CJICJYeT HCTOJIKOBBIBATH KaK OTrPAHWYUBAIONIUC IMUPOKUUM 00BEM

HaCTOSIIEH 3asBKU.

Ipumep 1

Crioco0HOCTH HILTIOCTPATHBHOIO TpUcHelduIecKkoro 1oMeanoro anrurea k BCMA,

cojaeprkamero cessbiBaomuii BCMA 0e/10K corjJIacHO HACTOANIEMY PACKPBITHIO,

onocpeaoBaTh T-KJIeT0UHOEe VHHUTOKEHHE PAKOBLIX KJIETOK, dyKkcnpeccupvioninx BCMA., B

anaaniax TDCC (zaBucumas oT T-KJIeTOK KJIETOMHAA NUTOTOKCHYHOCTD)

[00173] llonyyenue benxos

[00174] TlocnenoBarenbHoct HaneneHHbix Ha BCMA Ttpucnenuduyueckux Moyiexyil,

coJiepskanux cps3bBaronmit BCMA 6ellok corflacHO HACTOSIIIEMY PacKpbITHIO, KIIOHUPOBAJIN B



66

skcrpeccupyomuii Bektop pcDNA 3.4 mnekonuraromux (Invitrogen), WM IpeaIiecTBOBaIA
JUJepHasd MOCIe0BaTENBHOCTD, U 3aTeM cienoBana 6-ructuannoBas Metka (SEQ ID NO: 471).
Knerxku Expi293 (Life Technologies A14527) conmepxkamm B cycmeH3uum B Koubax aJist
ontumanbHoro pocra (Optimum Growth Flasks) (Thomson) B muanmazone ot 0.2 go 8 x 10°
kieTox/min B cpene Expi293. Oummennyio mnazmumayo JIHK TpancummpoBanmy B KiIeTku
Expi293 B cooTBeTcTBUM ¢ TpoTOKoJaMH HabGopa skcrpeccmoHHo#l cuctemsl Expi293 (Life
Technologies, A14635) u BeiepkuBaId B TeueHue 4-6 nHet nocie Tpancdexnuu. Kommgectso
UCCIIETYyEMbIX WLTIOCTPATHBHBIX TPHCICIUPUUCCKUX OCITKOB B KOHIUITMOHUPOBAHHON Ccpejie, U3
TpaHCQHUIIMPOBAHHBIX KJIETOK Expi293 KOIMUeCTBEHHO OMPEICIISUINA ¢ UCIIOIB30BaHUEM IIpHOopa
Octet ¢ HakOHEYHUKaMH ¢ OelKOM A U ¢ UCTOJIb30BAHUEM KOHTPOIBHOIO TPHUCIEUU(DUUECKOTO
OeJka JyUIs CTaHAApTHON KpUBOH.

[00175] Awnanuzwi 3a6ucumoil om_T-K1emox K1emo4Hou YUMOmoOKCU4HOCMU

[00176] Twurpbl KOHIUIIMOHUPOBAHHOM cpenbl qodarisum B aHam3bl TDCC (aHamm3b
3aBucuMoil oT T-KJIETOK KJIETOYHOH NMTOTOKCUYHOCTH), YTOOBI OLEHUThH, CIOCOOHO In
onHogoMeHHoe aHtuteno K BCMA  ¢opmupoBars cuHame Mexay T-kiaetkaMu u
akcnpeccupyronieii BCMA kierounoit jmHueit u HanpapisTh T-KIETKH, 4TOOBI YHUYTOXHUTD
skcrpeccupyronyio BCMA kietounyto imaAt0. B aTom anammse (Nazarian ef al., 2015. J. Biomol.
Screen., 20:519-27) T-xneTku u 1eneBble KIETKU KIETOYHOM JIMHUM paKka CMELIMBAId BMECTE B
cootrHomenun 10:1 B 384-nyHouyHoM IuiaHueTe, U J00ABISIM  pa3iUYHble KOJIUYECTBa
MCCIIEyEMBIX TpUCHEIUPUIECKUX OCIIKOB. JIMHUH OIIyX0JIEBBIX KIETOK CKOHCTPYHPOBAIM JUIS
skcpeccun Oenka smonudepaspl. Yepez 48 uacoB s KOJMYECTBEHHOTO  OIPEJIEIICHUS
OCTaBLINXCsl JKU3HECIOCOOHBIX OMYXOJIEBBIX KJIETOK MCIIOJIH30BAIN JIIOMHUHECLIEHTHBIM aHanus3
STEADY-GLO® (Promega).

[00177] B stom mpumepe ucnosib3oBand KieTku EJM, KoTopbie mpeacTaBisioT coOoi
KJIETOYHYIO JIMHUIO, KOTOpasl CIIYXKHUT MOJIENBIO in Vitro JUIi MHOYKECTBEHHOW MHEJIOMBI U
JIa3MOKJIETOYHOTO Jeiiko3a. Ku3necrnocoOHoCTh Kinetok EJM uzmepsiu yepes 48 vacos. beuio
BUJHO, 4TO Tpucneuupuyeckue Oenku omnocpeayiorT T-knetouHoe yHuutoxkeHue. Ha dur. 1
MOKa3aH IpUMEP aHaIu3a JKA3HECTIOCOOHOCTH KIICTOK ¢ uccieayembivu Oenkamu 01HOS, 01F07,
02F02 u BH253 no cpasuenuto ¢ orpunareibubiM koHTposieMm. ECso juis aktusnoctu TDCC
HEKOTOPBIX JIPYTUX UCCIEIyeMbIX TpucHeluduueckux 6eIKoB nepeyrciieHbl Huxke B Taduile 1.

[00178] Adunnocmo cesszvieaniis

[00179] B macrosimiem McCieI0BaHUH Olpeessuid aQpUHHOCTE CBI3bIBAHUS ¢ OCIKOM
BCMA wuenoseka Hanenenasix Ha BCMA  rtpucnenuduueckux O€IKOB, CoJiepxKaiiux
ces3pBatomuit BCMA  0ellok, B COOTBETCTBMM ¢ HACTOSIIIMM pacKpbiTHeM. V3mepenus

adGUHHOCTH TIPUBEICHHI B Ta0mIie 1.
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[00180] Ta6mma 1: AddunHocts cBs3pBaHUS W aKTHBHOCTHL TDCC HecKOIbKHX

HaneneHHbX Ha BCMA Ttpucneuupuyeckux 0enkos.

Kb
Ha3Banmue BCMA
ECso TDCC (M)
KOHCTPYKTA YeJI0BeKAa
(M)
253BHI10 2,77E-08 5,29E-11
01HO8 2,86E-09 3,41E-13
01F07 4,18E-09 7,02E-13
01HO06 ND 1,00E-12
02G02 5,26E-09 1,08E-12
02B05 5,39E-09 1,22E-12
01C01 6,52E-09 1,33E-12
02F02 6,73E-09 1,36E-12
02E05 6,53E-09 1,37E-12
01EO08 5,56E-09 1,50E-12
02C01 5,31E-09 1,55E-12
02E06 6,31E-09 1,57E-12
02B06 6,77E-09 1,65E-12
02F04 6,75E-09 1,72E-12
01GO08 6,27E-09 1,91E-12
02C06 6,90E-09 1,95E-12
01HO09 5,44E-09 2,21E-12
01F04 6,55E-09 2,21E-12
01D02 7,35E-09 2,25E-12
02D11 6,71E-09 2,35E-12
01A07 6,95E-09 2,49E-12
02C03 7,09E-09 2,52E-12
02F07 7,06E-09 2,59E-12
01E04 7,29E-09 2,67E-12
02H09 6,83E-09 2,88E-12
01EO03 6,36E-09 2,98E-12
02F05 7,15E-09 3,00E-12
01BOS5 6,52E-09 3,01E-12
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Kb
Ha3zBanmne BCMA
ECso TDCC (M)
KOHCTPYKTA YeJI0BeKa
(M)
01C05 6,09E-09 3,07E-12
02F12 7,76E-09 3,14E-12
OIH11 7,06E-09 3,17E-12
02G06 7,50E-09 3,39E-12
01E06 8,91E-09 3,77E-12
01G11 9,70E-09 3,98E-12
02A05 7,06E-09 4,21E-12
01A08 1,17E-08 4,25E-12
02G05 7,12E-09 4,33E-12
01B09 1,12E-08 5,27E-12
01GO01 1,46E-08 5,83E-12
01B06 9,10E-09 6,97E-12
01F10 1,44E-08 7,44E-12
01EO05 1,17E-08 1,08E-11
02G01 1,63E-08 1,08E-11
01A06 1,58E-08 1,10E-11
02B04 1,52E-08 1,13E-11
01D06 1,49E-08 1,35E-11
02B07 1,58E-08 1,42E-11
02B11 1,33E-08 1,44E-11
01HO4 1,74E-08 1,47E-11
01D03 2,09E-08 1,49E-11
01A05 1,70E-08 1,S1E-11
02F11 2,00E-08 1,52E-11
01D04 1,89E-08 1,60E-11
01B04 1,86E-08 1,61E-11
02C05 1,56E-08 1,62E-11
02E03 1,68E-08 1,65E-11
01D05 1,78E-08 1,66E-11
01C04 2,16E-08 1,75E-11
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Kb
Ha3zBanmne BCMA
ECso TDCC (M)
KOHCTPYKTA YeJI0BeKa
(M)
01E07 1,99E-08 1,92E-11
01G06 1,70E-08 1,92E-11
02F06 2,19E-08 1,93E-11
01B01 1,99E-08 1,95E-11
01D07 1,93E-08 1,96E-11
02A08 9,51E-09 2,01E-11
01A02 2,15E-08 2,18E-11
02G11 2,05E-08 2,38E-11
01G04 1,17E-08 2,41E-11
02F03 2,57E-08 2,45E-11
01C06 1,88E-08 2,51E-11
01AO01 2,13E-08 2,64E-11
01BI12 2,07E-08 2,73E-11
02A07 1,84E-08 2,79E-11
02G08 1,80E-08 2,86E-11
02E09 2,09E-08 3,11E-11
02HO06 2,33E-08 3,19E-11
01H10 2,48E-08 3,52E-11
01F05 1,67E-08 3,72E-11
01C02 2,00E-08 3,73E-11
02A04 1,76E-08 3,82E-11
02HO05 1,96E-08 3,89E-11
02G09 3,44E-08 3,96E-11
02D06 2,33E-08 4,28E-11
02G07 1,93E-08 4,46E-11
01HOS 2,74E-08 4,54E-11
01C08 2,83E-08 4,57E-11
01A03 3,08E-08 4,61E-11
01A09 2,39E-08 4,84E-11
02B01 2,14E-08 5,18E-11
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Kb
Ha3zBanmne BCMA
ECso TDCC (M)
KOHCTPYKTA YeJI0BeKa
(M)
02HO1 3,56E-08 5,42E-11
02H04 3,11E-08 5,99E-11
02A11 2,52E-08 6,06E-11
01E10 1,85E-08 6,23E-11
02D09 2,89E-08 6,73E-11
01FO08 2,14E-08 7,12E-11
01F03 1,50E-08 7,64E-11
02H11 2,75E-08 7,75E-11
01C07 1,98E-08 8,33E-11
01B08 2,56E-08 8,76E-11
01B03 2,62E-08 9,64E-11
01HO1 3,59E-08 1,18E-10
02B12 2,52E-08 1,24E-10
01G10 4,19E-08 1,43E-10
01A04 3,75E-08 1,59E-10
01B07 4,39E-08 1,74E-10
01C10 4,64E-08 2,08E-10
01F02 4,13E-08 2,25E-10
01B02 1,88E-08 3,59E-10
01F12 4,05E-08 3,92E-10
01G09 8,78E-08 4,41E-10
01D10 5,39E-08 4,53E-10
01F09 5,28E-08 9,45E-10

[00181] ND: He onpeseneHo.

[00182] Monexyner 01HO8, 01F07, 01HO6, 02G02, 02B0S5, 01C01, 02F02, 02E0S,
01EO08, 02C01, 02E06, 02B06, 02F04, 01G08, 02C06, 01HO09, 01F04, 01D02, 02D11, 01A07,
02C03, 02F07, 01E04, 02H09, 01E03, 02F05, 01B0S, 01C05, 02F12, 01H11, 02G06, 01E06,
01G11, 02A05, 01A08, 02G05, 01B09, 01GO1, 01B06, 01F10, 01E05, 02G01, 01A06, 02B04,
01D06, 02B07, 02B11, 01HO04, 01D03, 01A05, 02F11, 01D04, 01B04, 02C05, 02E03, 01DO05,
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01C04, 01E07, 01G06, 02F06, 01B01, 01D07, 02A08, 01A02, 02G11, 01G04, 02F03, 01C06,
01A01 xapakTepu3yroTcs 0 MEHBIIEH Mepe IBYKpaTHbIM yBenuueHueMm aktusHoctd TDCC, a
TaKKe NMOKa3bIBalOT yBeJndeHue adp(pUHHOCTH 110 CPAaBHEHUIO ¢ MOJIeKyno# ¢ ucxoaueiMu CDR,
253BHI10.

[00183] Monexyner 01HO8, 01F07, 01HO6, 02G02, 02B0S, 01C01, 02F02, 02E0S,
01E08, 02C01, 02E06, 02B06, 02F04, 01G08, 02C06, 01H09, 01F04, 01D02, 02D11, 01A07,
02C03, 02F07, 01E04, 02H09, 01E03, 02F0S, 01B0S, 01C05, 02F12, 01H11, 02G06, 01EQ6,
01G11, 02A05, 01A08, 02G05, 01B09 xapakTepu3yroTcs MO MEHBINCH Mepe ACCATUKPATHBIM
yBenuueHueM akTuBHOCTH TDCC, a Takike MOKa3hIBAIOT yBearucHuEe apprHHOCTH 1O CpaBHEHHUIO
¢ MoJsiekyJioit ¢ ucxoausimu CDR, 253BH10.

[00184] Hauenennas na GFP tpucnenuduueckas monexysa, BKIOUEHHAS B 3TH aHATTU3bI
B KayeCTBE OTPUIATEIILHOTO KOHTPOJIS, HE MIOKa3bIBala 0OHapykuBaeMoro cBsizbianusi BCMA u

HE BIIMsIa Ha )KU3HECTOCOOHOCTH KIeTOK B aHaim3e TDCC (1aHHbIC HE TTOKA3aHBI).

Ipumep 2

Crioco0bl OIIEHKH CBA3bIBAHHMS M IIHTOTOKCHYECKOI AKTHBHOCTH MJLIIOCTPATHBHBIX

OUYHIICHHBIX TDI/ICIICIII/IQ)I/I‘IGCKI/IX AHTHI CHCBA3LIBAIIIHX 0€JIKOB, COIEPKANINX

csi3piBapmii BCMA 1oMeH B COOTBETCTBHH ¢ HACTOSIIIHM PACKPBITHEM, B OTHOHIEHHH
Kjaerok Jekol, MOLPS u OPM2
[00185] llonyyenue benkos

[00186] IlocnenomatenbHocTn HaneneHHbBIX Ha BCMA Ttpucnenuduaeckux MOJIEKyd,
coaepxamux cBspiBaroiuit BCMA 6enok coriacHo HacTOSIEMY PacKpbITHIO, KOTOPHIM
NpeALIecTBYET JIUIEpHAs TIOCIE0BATENBHOCTD U 3aTeM clielyeT 6-ructuanHoBas Metka (SEQ ID
NO: 471), skcnpeccupoBalld ¢ HCIOIB30BAHUEM BEKTOPOB W CIOCOOOB, ONMMCAHHBIX paHEe.
(Running Deer and Allison, 2004. Biotechnol Prog. 20:880-9), 3a uCK/IIOYCHHEM pearcHTOB Ha
OCHOBE JIMMUJOB U HemuHelHo# mnazmuanoi JIHK, koTopsie ucnonszoBanu Jutsi TpaHCHEKIUN
KJIeTOK. PexomMOuHaHTHBIE Tpucnenuduaeckue OeJIKH OUMIIATU C UCIOob30BaHueM adduaHON
xpomarorpadpuu, HOHOOOMEHHON W/HJIN SKCKITIO3MOHHOHN Xpomatorpaduu. OUYuIieHHbI OeloK
OIIPEACIISIIIN KOJIMYECTBEHHO € MCIIOJIB30BAHUEM TEOPETHUECKUX KO(P(UIINEHTOB AKCTUHKIINT U
abcopbuuoHHOi  cmekrpockonuu. Mzobpaxenue okpamendaoro Kymaccm  SDS-PAGE

JIEMOHCTPHUPYET YACTOTY OCNKOB ((ur. 2).

[00187] Anaiuzvi yumomoxcuyHocmy
[00188] Anamm3 T-xierounoit nurotokcuunoct (TDCC) venoBeka UCHONIB30BAIN JUIS
U3MEPECHHS CIIOCOOHOCTH peKpyTepoB T-KileToK, BKIIIOUAs B ce0s TpUCHEIMUUCCKIE MOJIEKYJIHI,

HaIpapiIsaTh T-KJIETKM Ha YHHUTOXKEHUE OIYXOJIeBRIX KieTok (Nazarian et al., 2015. J. Biomol.
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Screen., 20:519-27). B strom ananu3e T-KIETKH M IeNEBbIE KJIETKH KIETOYHON JIMHUM paka
cMelnuBany BMecte B cooTHomeHun 10:1 B 384-1yHouHOM ITaHIIETE U JOOABISUIA pa3IuyHbIe
KOJMYECTBa HUCcleayeMblX Tpucnenupuyecknx OenxoB. JIMHUM OMyXONEBBIX  KIIETOK
CKOHCTPYHUPOBAIM IIJIs1 dKCcIIpeccuu Oemnka moundepassl. Yepes 48 yacoB s KOTUYECTBEHHOTO
OIIpENENCHUS]  OCTABUIMXCS  JKM3HECIOCOOHBIX  OIYXOJEBBIX  KJIETOK  HCIOJIL30BAIH
momuHecnenTHbIH anam3 STEADY-GLO® (Promega).

[00189] B nacrtosiineM ucclieOBAaHUU THTPHI OUHIIEHHOTO OeNKa 100aBIsId B aHAIU3BI
TDCC (anamm3bl T-KI€TOYHO-0IIOCPEIOBAHHON TUTOTOKCHYHOCTH), YTOOBI OIEHUTH, CIIOCOOHO
mu ojHOoJIoMeHHOe aHTuTesio K BCMA oOpasoBeiBarh cuHanc Mexay T-kinerkamu u BCMA-
IKCIIPECCUPYIOLIUMU PAKOBBLIMU KJieTouHbiMU JiiHUsSIMH Jekol, MOLP8 u OPM2. Jekol
npeAcTaBisier coboit kieTounyto muHuio B-knetounoit tumdombr. MOLP-8 npencrasnser coboit
KJIeTOUHY0 JIMHHIO MuesoMbl. OIIM-2 npejcraBisier co0oil KIIETOUHYIO JMHHUIO MHEIOMBI
YyeJIoBEKa.

[00190] “KuznecnocoOHOCTh KIETOK u3Mepsuin uyepe3 48 yacoB. beulo BHAHO, 4YTO
Tpucnenupuyeckue 6eaxu onocpenyoT T-kierounoe yuuuroxenue. Ha ¢ur. 3 noxazan npumep
aHaJM3a KU3HECIIOCOOHOCTH KIIETOK € UCCIIeyeMbIMU O€IIKaMU 110 CPABHEHUIO C OTPUIATEIIbHBIM
koutposieM. ECso jurst aktuBHOCcTH TDCC HEKOTOPBIX JIPYIUX UCCIICYEMBIX TPHCHEITUPUIESCKIX
6enkoB nepeunciensl Huxe B Tabnuie 2. Hanenennas na GFP tpucnenugunyeckas monexyna,
BKJIFOYEHHAs! B 3TH aHAIMU3bl B KAUECTBE OTPHULIATEILHOTO KOHTPOJsS, HE OKa3ana BIUSHHUSA Ha
KU3HECIIOCOOHOCTH KJIETOK (JIaHHBIE HE ITOKA3aHBbI).

[00191] Ta6/mma 2: 3nauenus ECso TDCC juist 3 kKIeTOYHBIX JMHUH I BEIOPAHHBIX

CBsI3BIBAIOIINX MocenoBarensHocTeli B popmare TriTAC

Ha3panue xkoncrpykra | ECso Jekol (M) | ECso MOLP-8 (M) | ECso OPM-2 (M)
BH2T TriTAC 3,2E-10 2,0E-10 1,6E-10
01F07 TriTAC 5,3E-12 1,5E-12 4,4E-12

01F07-M34Y TriTAC 5,6E-12 1,5E-12 3,6E-12
01F07-M34G TriTAC 9,0E-12 2,2E-12 5,6E-12
01G08 TriTAC 1,5E-11 2,5E-12 6,9E-12
01HO8 TriTAC 4,0E-12 9,4E-13 3,1E-12
02B05 TriTAC 8,3E-12 2,5E-12 6,5E-12
02B06 TriTAC 1,1E-11 2,8E-12 9,7E-12
02E05 TriTAC 1,1E-11 3,3E-12 1,2E-11
02E06 TriTAC 9,1E-12 2,4E-12 7,4E-12
02F02 TriTAC 8,2E-12 3,5E-12 1,0E-11




73

02F04 TriTAC 1,0E-11 2,5E-12 7,3E-12
02G02 TriTAC 1,1E-11 2,8E-12 6,6E-12
02G02-M34Y TriTAC 1,L1E-11 5,6E-12 6,2E-12
02G02-M34G TriTAC 1,2E-11 4,0E-12 7,1E-12

[00192] Agpunnocme cesazvisanus

[00193] B Hacrosmiem UccleIOBaHAM ONpeACIsuid ahUHHOCTE CBSA3BIBAHUSA C OCIKOM
BCMA wuyenoBeka HaneneHHblx Ha BCMA Tpucneunpuueckux ©O€IKOB, COAEpKaLUX
cBs3biBarouit BCMA 6enok coriacHO HacTOSIIEMY PACKPBITHIO.

[00194] Taémmuma 3: AddbuUHHOCT, CBS3BIBAHWS OYUIICHHBIX  HAICIWBAIOIINX
TpucnenupuIeckux O6EIKOB, coaepKammx cBs3biBaromuit BCMA 0Oetok coryiacHO HacTOSIIEMY

PacKphITHIO.

KD BCMA yesioBeka
Ha3ganue KOHCTpYKTA M)
01F07-M34Y TriTAC 3,0E-09
01F07-M34G TriTAC 6,0E-09
02B0S TnTAC 6,0E-09
02G02-M34Y TriTAC 5,0E-09
02G02-M34G TriTAC 7,0E-09
Ipumep 3

ADCC-akTHBHOCTL WIIIOCTPATHBHOI0 MYJabTHIOMeHHOr0 auTuTeaa K BCMA corjiacHo

HACTOAIIEMY PACKPBLITHIO

[00195] Hactosimee wuccieoBaHWEe HANPABICHO HA  OIPECICHUE CIOCOOHOCTH
WUTFOCTPATUBHOIO MYJbTHIOMEHHOro aHTuTena K BCMA corimacHo HacTosiieMy pacKpbITHIO
onocpenosate ADCC mo cpaBHeHUIO ¢ HcXOAHBIM aHTHTEIOM K BCMA mambl, KoTOpoe He
COAEP)KUT MOTUGUKAIMIA WM 3aMEH IOCTeOBaTEeNbHOCTH, B KauyecTBE HILTIOCTPATHBHOTO
aHTUTEJIa COIVIACHO HacTosAlleMy packpbituro. O0a aHTUTENa SKCIPECCUPYIOTCS B BHJE
MYJIbTHIOMEHHBIX O€NKOB, KOTOpblE BKJIIOHAOT B ceOd JOmoNHUTeNnbHBI Fc-moMen
UMMYHOTJIOOYTHHA.

[00196] Mamepuarvr

[00197] Jlonopos nmoagepratot jaeiikodopesy, u Cell Purification Group Beigensitor NK-
KJIETKA M3 JIEWKOIaka C HUCIOJB30BAHUEM CHCTEMBI OTpHHarelsHoro otbopa Milteni

AUTOMACS® Pro. NK-kjieTKk# BBIZICPKUBAIOT B TeueHue Houu npu 4°C Ha BCTpsIXUBaTEIIEC-
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KaJalke, 3aTeM IPOMBIBAIOT, MOACYATHIBAIOT H PECYCIIEHAUPYIOT pH 4 10° K1eTok/Mi B moNHO#M
cpene RPMI nna ucnons3zoBanust B ananmmze ADCC.

[00198] Muwenu. MulieHu - omyxoJieBble KIETKH BBIOMPAIOT HAa OCHOBE IKCIIPECCUU
BCMA. MumeHs OTMBIBAIOT W MOJACYUTHIBAIOT. 6x10° MuIIeHeH pecycneHAupyIOT B MOTHOM
cpene RPMI u metst B koneunoit konnerTpanuu 10 MmxM kansienna (Sigma, Ne o xar. C1359-
O0UL xansueus am 4 mm B 6e3BogHoM DMSO) B reuenne 40 munyt nipu 37°C, 5% CO». Knetku
IBaXIbl mpoMbiBaioT B PBS, pecycnenaupytot B nonHoit cpeae RPMI u unkybupyrot npu 37°C,
5% CO; B Teuenne 2 gacoB. [lociae MeUCHUS KIIETKHU-MHUIIICHHU IPOMBIBAIOT, ITEPECUUTHIBAIOT U
pecycnermpyrot mpu 0,2x10° ketox/mn B mmostHOl cpesie RPMI juIs HCIOTB30BaHUS B aHAIIA3E
ADCC.

[00199] Crocobut

[00200] Anaym3z ADCC mnpoBoast B 96-TyHOUHOM KpPYIJIOJOHHOM IUIAHIIETE JUIS
KynpTuBupoBanus TkaHel (Corning 3799). [lonyqatoT TUTPHI HCCIIETyEMBIX OSITKOB 0T 20 MKI/MJI
10 0,0002 mxr/mn nytem neperoca 10 mxia B 1000 mxn nonuoit cpenst RPMI, conepaxarueit 10%
FCS (pa3Benenue 1:10). JIoGapnsitoT MeueHble KalbLEeHHOM MHIIEHH, 50 MKI, YTOOBI MOIYUYUThH
cojepxkanue, cocrapisnomee 10000 ximerok. KieTku-MuilleHH M pas3iIUyHbIC KOHICHTPAIUU
MYJIBTUJIOMEHHBIX O€IIKOB, cojepXkalllux JMO0 WILIIOCTPATUBHOE OJHOJIOMEHHOE aHTUTENO K
BCMA, nubo antuteno cpaBHeHUs, MHKyOUpyroT B TeueHue 40 muHyr npu 4°C, 3atem
no6asisioT dpdextopsl, NK-kiaerku, 50 MK, 4TOObl MOTYYUTH COAEpIKAHUE, COCTABISIONIEE
100000 kierok (10:1 - coornomenue E: T). KynpTyps! nakybupytor B Teuenue 4 yacos ipu 37°C,
3aTeM OTOMpAIOT CYNEpHATAHThI U aHAIU3UPYIOT BHICBOOOKACHUE KaJIbIICUHA IIyTEM U3MEPEHUS
¢dayopecnennuu npu 485-535 um Ha cuetunke Wallac Victor I 1420 Multilable HTS. 3navyenus
100% nu3uca ompenemnsitoT IMyTeM JIM3UCA IIECTH JIYHOK MEUYEHBIX MHUINEHEH ¢ IMOMOIIbIO
nereprenra IGEPAL® 630 (3 MK Ha JIYHKY), a 3HAUCHHUS CIIOHTAHHOTO JIM3UCA OIPEJICISIIOT
IyTeM u3MepeHus (IIyOpecICHIIMH B CylIepHATAHTaX OT MUIICHEN OT/IEIBHO.

[00201] Cmamucmuuecxkuti auaius

[00202] Tlpouent (%) coenuduueckoro M3uca ONpPEAETSIOT Kak ((yopecLeHLHs
obpasna) — (duayopecnennust cnontansoro jmsuca) / (100% mm3uc — QuryopecrieHIus
CHOHTaHHOT 0 Jin3uca). CIIOHTaHHBIN JIM3UC OIIPEIEIISIOT B JIYHKAX, COJIepXKallliX TOJIbKO MUIIIEHH,
a 100%-Hbl nHM3MC ONpeneNsioT B JIYHKaX, B KOTOPBIX MHUIIEHU JU3UPYIOT C MOMOIIBIO
nereprenta IGEPAL CA 630. HeobpaGoTanusie JJaHHBIC BROJIAT B DIICKTpoHHYIO Tadmiy Excel
CO BCTPOCHHBIMHU (hOPMYIIAMHU IS pacdeTra %o CICIUPUISCKOro JTU3UCa U TOIyICHHBIC 3HAYCHUS
MEPEeHOCT B rpadudeckyro nporpamMmy (GraphPad Prism), r7ie mtanabie mpeodpa3yrorcs B rpaduk
noaroHku kpuBoi. llocnenyromnye ananmm3bl (pacueThl JTUHEHHONW perpeccuu) BBIIOIHSIOT B

GraphPad s monydenus 3nadenmii ECso.
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Ipumep 4

AxTuHOCTH CDC HILIIOCTPATHBHOIO 0AHOXOMeHHOro aunTuTeaa kK BCMA corjacHo

HACTOAIIEMY DACKPBLITHIO

[00203] /1  OmEHKM ~ IPOTUBOOIYXOJIEBOM  AKTUBHOCTH  WJUTFOCTPATHBHOIO
onHonomeHHoro aHTturena K BCMA cornacHo HacTosiieMy pacKpbITHIO, TPOTHB PaKOBBIX
KJIETOK, HCCJIE0BAIH [IMTOTOKCHYECKYIO aKTHBHOCTH Ha Mojensx kinetok A431/H9 u NCI-H226
B NPHUCYTCTBUU CHIBOPOTKH YEJIOBEKA B KaueCTBE HMCTOUHMKA KomileMeHTa. MinmoctparuBHOe
o/tHOToMeHHOE aHTUTEN0 K BCMA skcnpeccupyeTcst Kak MyJIBTHIOMEHHBIN O€JI0K, COJIeprKalii
nomen Fe.

[00204] MynpTHIOMEHHBIA O€NOK, COAEpXKALIUN HIUTFOCTPATUBHOE OJHOJOMEHHOE
antutenno K BCMA cornacHO HACTOSIIEMY PacKpBITHIO, TIPOSIBISET CHIIbHYIO akTUBHOCTE CDC
IIyTEM YHUUTO)KECHHUS JIMHUM PAKOBBIX KIIETOK, U HE IIPOSIBISIET aKTUBHOCTU B OTHOIICHUH JINHUU

BCMA-oTpuniatenbHbIX KIETOK.

Ipumep S

KceHOTpAHCILIAHTATHAS MO/Ie/Ib OIVXO0JIH

[00205] WnmrocTpatuBHbI Tpucneuupuyeckuit Oemnok, HaneneHHbldi Ha BCMA,
colepkauif  wImocTpaTuBHbI  cBs3bpiBalouit BCMA  6enok  cornacHo HacTosILEMY
packprituio, 02B0S (SEQ ID NO: 383), orieHUBaIu B KCEHOTPAHCIIJIAHTATHOW MOJIEIIH.

[00206] B nmenp O mpruneit NCG moakoxHo uHOKY/IMpoBanu kierkamu RPMI-8226, a
TAaK)Ke BHYTPUODPIOIIMHHO UMIUIAHTUPOBAIH  HOpPMAjibHblE MOHOHYKJIE€AapHblEe  KJIETKHU
nepudepuyeckoil xpoBu yenoBeka (PBMC). Jleyenne wIIrOCTpPAaTUBHBIM TpPUCTIEUPUUECKIM
oenkom, HaneneHubiM Ha BCMA, taxke Haunnanu B jeHb 0 (qdx10) (ouH pa3 B JieHb B TEUCHUE
10 mmeit). Jlo3a BBejeHMsS coctaBistia 5 MKI/Kr, 50 Mkr/kr wm 500 MKI/Kr HAICJICHHOTO HA
BCMA Ttpucnenuduyeckoro 6enka 02B05, unm Hocutens B KadecTBe KOHTpoJs. OObeMbl
omnyxoJieit onpenensiiii B Teuenue 25 quei. Kak nokazano Ha ¢ur. 29, cpeaaue o0beMbl omyxosei
OBLIM 3HAYUTEIHHO HHKE Y MBIIIEH, Mony4yaBmx HareleHHel Ha BCMA Tpucnenuuyeckuit
oemok (02B05) (B mo3e 50 mxr/kr wim 500 MKI/KT), IO CPAaBHCHHIO C MBIIIAMHU, TIOJTYYaBITHMHE
HOCUTENh WK Ooliee HU3KYIO 103y HaueneHHoro Ha BCMA Tpucnenuguyeckoro 6enka (02B05)
(ipu S MKT/KT).

[00207] B neusn 0 mprmeit NCG 1oaK0XKHO HHOKYJIMpOBAIU KieTtkamu Jeko 1, a Taxxke
BHYTPUOPIONIMHHO MMIUIAHTUPOBAIM HOpPMAJIbHbIE MOHOHYKIICAPHBIE KIIETKH IepuepruuecKoit
kpoBu uenmoBeka (PBMC). Jleuenne WLTIOCTpATHBHBIM —Tpucnienuduaeckum  OeIKoM,

HaneneHubiM Ha BCMA, naunnanm Ha 3-it nenb (qdx10) (oaun pa3 B jenb B Teuenue 10 jnnei).
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Jlo3a BBemeHnus cocraBisia 5 MKr/kr, 50 Mkr/kr mam 500 Mkr/kr HamneneHHoro Ha BCMA
tpucnenuduyeckoro 6enxa 02B0S, unu Hocutens B kKauecTBe KOHTposs. OObeMBl omyXxosein
onpenensau B tredenue 25 nHeil. Kak moxazano Ha ¢ur. 30, cpeanue o0beMbl onmyxoneit Obun
3HAUUTENIBHO HIDKE y MBIIIEH, [TOIydaBIuX HaneneHHblil Ha BCMA tpucnenuduydeckuii 6emox
(02B05) (pum 500 MKr/Kr), IO CpaBHEHHWIO C MBIIIAMHM, [OIYYaBIIMMU HOCUTENb WU Oojee
HU3KHe 10361 HareneHHoro Ha BCMA tpucnenuduyeckoro 6enxa (02B05) (B 1o3e 5 MKr/kr wim

50 MKr/KT).

[Ipumep 6

Usmepenns adpdunnocru B orHomenuun BCMA, CD3s u anL0yMuHA Ye10BeKa U

SIBAHCKOI'0 MAKAKA ¢ HCI0Jb30BAHHEM H/LIIOCTPATHBHOrO HaneaeaHoro ia BCMA

Tpucnenuduueckoro 6ejka, cojaep;xkamero cea3bipaomuii BCMA 6ej10k ¢orjiacuo

HAaCTOAIIECMY DACKPBITHIO

[00208] llens »Toro mccienoBaHUsS COCTOSIA B TOM, 4YTOOBI OHEHHTH ad@UHHOCTDH
WITIOCTPAaTHBHOTO  Tpucnenuduueckoro Oeska, HaueiaeHHoro Ha BCMA, coxepxainero
cesi3piBaromuit BCMA 6ernok cornacuo nacrosmemy packpeituro (02B05) (SEQ ID NO: 383), x
BCMA wu4enoseka, BCMA gBanckoro makaka, CD3e uenoeka, CD3e gBaHCcKOro Maxaka,
YeJIOBEUECKOMY allbOYMHHY, albOYMHHY SIBAHCKOIO MakKaka M MBIIIHHOMY ajlbOyYMHHY.
Addunnocta u3mepsnu ¢ nomoursto npudopa Octet. [l 3TUX U3MEpPEHHH B CTpeNTaBUIUHOBBIE
HAaKOHEYHUKH cHavaya 3arpyxaimu 2,5 HM BCMA-Fc¢ genoseka, 2,5 HM BCMA-Fc sBaHCKOr0
makaxa, 2,5 HM CD3eg-Fc yenoseka, 2,5 HM CD3e-Fc sBanckoro makaka, 50 HM ChIBOPOTOYHOTO
ainpoymuna yenoeka (HSA), 50 HM criBopoTOUHOTO ansOyMHHA IBAHCKOTO Makaka wid 50 HM
MBIIIMHOIO CHIBOPOTOYHOIO anbOymuHa. BriociencTBUd WILTIOCTpATUBHBIN HalleJeHHBIH Ha
BCMA Ttpucnemupuueckuii Oenox, cojepkamuii cBs3bBatomuii BCMA  06enok  coryiacHo
HacrosieMy packpeituio  02B05, wuuKyOMpoBanum ¢ HAKOHCYHMKAMHU M TIOCIE TIEPHOJA
accolMaliyl HAaKOHEYHWKHU Iepememiand B OydepHbId pacTBOp, 4YTOOBI [MO3BOJHTH
WUTIOCTpaTUBHOMY HareneHHomy Ha BCMA Tpucnenudpudyeckomy OelKy, coaepiaiieMy
cesi3piBatomuit BCMA Genok cornacno nacrosimeMy packpsituto (02B05) maucconumposarts.
Adduraoctu cBs3eBarus ¢ BCMA u CD3e denoBeka W SIBAHCKOTO MakKaKa H3MEpSIH B
MPHUCYTCTBUH 15 MI/MJI CBIBOPOTOUHOrO aibOyMuHa yenoBeka. CpeZiHue pacCUMTAHHbIE 3HAYEHUS
Kp 13 5TUX BCCiIeI0BaHMi MpeICTaBICHBI B TabuIle 4 (n 0003HaYaeT KOJMYECTBO HE3AaBUCUMBIX
u3MepeHnit, n/d ykaseiBaeT, 4TO CBS3BIBAHHE HE OOHAPYKCHO B HCCICIYCMBIX YCJIOBHSIX).
CessbiBanne O0bu10 00Hapyxxeno ¢ BCMA uenoseka, CD3¢ uenoBeka, CD3¢ siBanCKOro Makaka,

ChIBOPOTOYHBIM aJHJ6YMI/IHOM YCJIOBCKA, ChIBOPOTOYHBIM 2UTB6YMI/IHOM JIBAHCKOroO MakKaka Hu
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CHIBOPOTOUHBIM allbOYMHUHOM MBIIIH. B wHccneayeMblx yCIOBHUSIX He OBUIO OOHApyKeHO
cpszeiBanusg ¢ BCMA siBaHCKOTO MaKaka.

[00209] Tabéauna 4. M3mepennsie 3HaueHus: Kp 171 HIUIFOCTPATUBHOTO HALEJIEHHOTO Ha
BCMA tpucnenndudeckoro Oenka, copepxarero cpssbBaomuii BCMA 0eltok coriacHo

HacrosiiemMy packpoitaio, 02B0S, ¢ nurangamu Oenka.

Jlurang 6enka Bun Kp (1M) n
UeI0BeK 24+0,2 2
BCMA STBAHCKWIT
n/d 2
MaKax
JeslI0BEK 841 2
CD3e SIBAHCKUIA
7.8 +0,4 2
MaKax
yeJIoBEeK 6+1 3
SIBAHCKUH
ANBOYMUH 7,5 1
MaKak
MBIIIb 76 1
Ilpumep 7

Crnoco6HOCTH CBS3LIBATLCH ¢ T-KJIeTKAMH YeJI0BeKA HIJIOCTPATHBHOIO HAIIEJICHHOI'O HA

BCMA Tpucnenuduyeckoro oeaka, coaepskamero cssapipaomuii BCMA 6ej10x corjiacHo

HACTOAIIEMY PACKPLITHIO

[00210] MimoctparuBublil HameneHHbIE Ha BCMA  rTpucnenuduyuecknii  OCIoK,
coaepxamuii ces3pBaroit BCMA Genok coriacHo HactosieMy packpeituro, 02B0S5 (SEQ ID
NO: 383), ucnbIThbiBaJIM B OTHOLUEHUU €ro CIOCOOHOCTH CBSI3BIBATHCS C OUHMIIEHHbIMU T-
wietkamu. Bkparne, tpucnenuduueckuit 6enmok  BCMA wimm 3abydepennniii  dpocharom
¢usnonorudeckuii pacteop (PBS) maKyOHpoBanu ¢ ounmmeHHbIME T-KIIeTKaMu OT 4 pa3IndHbIX
aHOHMMHBIX JOHOPOB-IIOJIei. [lociie OTMBIBKM HecBsi3aHHOTO Oelika T-KiIeTku HHKyOupoBaiiu ¢
KoHbrorupoBaHHbM ¢ Alexa Fluor 647 antutesnom, KOTOpoe pacro3HaeT aHTHaILOyMHUHOBBIN
JIOMCH B TPHUCIEIU(PUUSCKOM aHTUTCHCBSI3bIBaroIeM HareieHHoM Ha BCMA Oenkxe 02B0S.
3atem T-kieTkn aHanu3upoBaid MpoTO4yHOU 1MToMeTpueit. Habmomanoce, uro T-xietku
YeJIOBEKa, WHKYOWPOBAHHBIC € TpPUCICIIMPUUCCKAM aHTUTeHCBs3bIBatomuM Oeikom 02B05
BCMA, xapakTepr30BaJIMCh 3aMETHBIMU CJIBUTaMM, CBA3aHHBIMM ¢ okpammuBanueMm Alexa Fluor

647, 10 cpaBHEHMIO ¢ KIIETKaMHU, KOTopble nHKyOupoBaiu ¢ PBS. Pe3ynbTarsl noka3zans! Ha ¢ur.
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4A, 4B, 4C u 4D. B 3akirodeHue, 5TO HUCCIEIOBAHHE ITOKA3al0, YTO MIUTIOCTPATUBHBIN
Tpucnenuduyeckuii HaneneHHblt Ha BCMA Genok, coaepxamuil cszpiBaromuit BCMA Genox

COIJIaCHO HaCTOALIEMY PACKPBITULO, crocodeH CBA3LIBAThE T-KIETKH YeIoBeKa.

Ilpumep 8

CrnocoOHOCTh MILJIIOCTPATHBHOIO HalejJeHHoro Ha BCMA tpucnenuduyeckoro 6ejika

COIJIACHO HACTOSIIEMY PACKPLITHIO CBA3LIBATLCH ¢ Jkcnpeccupyomumu BCMA

KJIeTKAMHU

[00211] WMmoctpatuBHBIA HameneHHbE Ha BCMA Tpucnenuduueckuii  OCIoK,
coaepxamuii ceszpiBatroluii BCMA 6esok cornacHo Hacrosiemy packpeituio 02B05 (SEQ ID
NO: 383), wucnoeITbiBald B OTHOILIEHWH €ro CHOCOOHOCTH CBS3BIBATbCA C KJIETKAMH,
skcnpeccupyronmmua BCMA. Bkparne, TpucniennduiecKuiit aHTUTeHCBSI3BIBAIOMINN HAICICHHBIN
Ha BCMA 6emok 02B05 uHKyOUpOBaIH ¢ KJICTOYHBIMU JIMHUSIMH, dKcnpeccupyrommvu BCMA
(NCI-H929; EJM; RPMI-8226; OPM2) unu nuwennsiMu BCMA (NCI-H510A; DMS-153).
Okcnpeccuro PHK BCMA B 31mHx knerkax ykaseiBaioT B 3HaueHusXx FPKM (kommuectso
(hparMeHTOB HA MUJUTAOH T.I.H.), IpUBE/ICHHBIX Ha ¢ur. SA-F: 3nauenus PHK FPKM B3sTe1 13
SHIMKJIOTIE/IMM JIMHUU PAKOBBIX KieToK Kirerounas nwmams Encyclopedia (Broad Institute,
Cambridge, MA USA). Ilocne oTMBIBKH HECBSI3AHHOTO OeJKa KIIETKU 3aTeéM WHKYOHpPOBAIU C
KoHbtorupoBaHHbM ¢ Alexa Fluor 647 antuTesnoMm, KOTOpoe pacro3HaeT aHTHaIbOYMHHOBBIN
JIOMEH B TpUCHEIU(PUUECKOM aHTUTCHCBS3bIBaroeM HareneHHoM Ha BCMA Oenxe 02BO0S.
3areM KJIETKU aHAJIM3UPOBAIH IIPOTOYHON IIUTOMETpUEi. B kauecTBe 0TpUIIATEIbHOTO KOHTPOIIS
KJIETKU HMHKYyOupoBanu ¢ Tpuneuupuyeckum Oenkom, HameneHHsiM Ha GFP. Krerku,
skcnpeccupyromie PHK BCMA u unkyOoupoBanuble ¢ Tpucrnenuduueckim 6enkom BCMA,
XapaKTEPU30BAJIUCH 3aMETHBIMH CJIBUTAMH, CBSI3aHHBIMH ¢ okpammBanueM Alexa Fluor 647, o
CPaBHECHHMIO C KJICTKaMM, KOTOPBIC HHKYOUPOBAIN ¢ TPUCHICTIMPUUCCKIM OCIIKOM, HATICICHHBIM Ha
GFP (xax Ha dur. 5A, 5B, 5D u 5E). I1pu stom knetky, muinenasie PHK BCMA, npoxyuuposanu
9KBUBaJIEHTHOE oKpatuBaHue Alexa Fluor 647 ¢ tpucneunduyeckum 6eaKoM, HaleIeHHbIM Ha
BCMA, u tpucnemuduaeckum Oenxom, HanereHabiM Ha GFP (kak Bugno Ha ¢ur. 5C u 5F).
Takum oOpa3oMm, 3TO HCCIEAOBAHUE II0KA3aJ0, UYTO WIUIFOCTPATHUBHBIM TpucnenupuyIecKuii
aHTUreHCBs3bIBAIOIMM, HaneneHHbli Ha BCMA 6Genok Obut  crocoGeH  u30MpaTenbHO

CBSI3BIBATRLCSA € KIIETKaMHU, dKkcnpeccupytomumu BCMA.

Ipumep 9
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Cnoco0HoCTHL HILTIOCTPAaTUBHOrO HaneaeHaoro Ha BCMA tpucnenuduyeckoro 6eika,

coaepskamero cBsasbiBaomuii BCMA 0e/10K corjiacHO HACTOSIEMY PacKpbITHIO,

orocpenoBaTh T-KJIETOUHOEe YVHHUTOKEHHE PAKOBLIX KJIETOK, Ykcnpeccupyvioninx BCMA

[00212] UnmroctpatuBHbii  BCMA  tpucneunduueckuit  O6elok,  comepkamui
ces3pBatomuit BCMA 6Genok cornacHo HactosmeMy packpeitato, 02B05 (SEQ ID NO: 383)
HCIBITHIBAIIA B OTHOIIEHUHU €ro CIIOCOOHOCTU HaIpaBiiTh T-KIETKH Ha YHUUTOXKEHUE KIIETOK,
akcrpeccupyomux BCMA, B NPHCYTCTBUH U TPU OTCYTCTBHH CHIBOPOTOYHOrO aabOyMHHA
yenoBeka (HSA) ¢ ucnonp3oBanueMm cranaptaoro anaansza TDCC, kak onucano B nmpumepe 1.
ITockonpKy minmrocTpaTUBHEIN Tpucenuduieckuii 6emoxk BCMA conepxut aHTHaTE0 YMAHOBBIH
JIOMEH, 3TOT 3KCIIEPUMEHT BBITIOJHSUTH IS [IOATBEPHKACHUS TOTO, YTO CBSI3bIBAHUE C AIbOYMUHOM
HE ToMenraeT TpUCHelupuIecKoMy aHTHUIeHCBS3bIBatoNleMy Oenky, HaneneHHomy Ha BCMA,
HarnpasisaTh T-KjIeTKkr Ha yHUUTOXeHne skcnpeccupyommx BCMA kinerok. McnbITeiBanv nsTh
KJICTOUHBIX JUHUH, dKkcnpeccupyrommx BCMA: EJM, Jeko, OPM2, MOLP8 u NCI-H929.
PenpesenTtaTuBHbIE [aHHBIE MM JKCHepuMeHTa ¢ kieTkamMmu EJM mokaszanel Ha ¢wur. 6.
Habnroganock, 4To kM3HECNOCOOHOCTh KieTok EJM cHukanace ¢ yBeIMYEHHEM KOIMYECTBa
WLTIOCTPATHBHOTO TPUCTICIA(PUUICCKOT0 aHTUTCHCBA3BIBAIOIIETO OelKa, HateneHHoro na BCMA,
02B0S B mpucyTCTBAM WX MPU OTCYTCTBUHU HEJIOBEUECKOTO CHIBOPOTOUHOTO anprOymuna (HSA),
TOrga Kak KOHTpoJbHbIM HaueneHHbld Ha GFP Tpucneunduueckuit OGenok He BIUsT Ha
KU3ZHECIIOCOOHOCTh KJIEeTOK. B mpucyrctBuu anbOymuHa HEOOXOIUMBI ©Oojee BBICOKHE
KOHIIEHTpanuu HanenenHoro Ha BCMA  tpucnemmduueckoro ©Oenka Ui  CHUKEHUS
’kn3Hecriocoonocty kierok EJM. 3nauenns ECso U1 yHHUTOKEHUS KIIETOK TpUCHIENUPUIECKAM
OenkoM, HateneHHsIM Ha BCMA, st kinetok EJM, a Takske mis knetok Jeko, OPM2, MOLS8 u
NCI-H929 npu otcyrcrBun niu B npucyretsud HSA npencrasnensl B Tabmune 5. /s Bcex matu
KJICTOYHBIX JIMHUN HILTFOCTPATHUBHBIN TPUCHCITU(DUUCCKUN aHTUTCHCBS3BIBAIOIINN HAICIICHHBIN
na BCMA 6emok 02B0S nanpasisn T-kiieTku Ha YHUUYTOKCHHUE TICIICBBIX KIETOK B IIPUCYTCTBUU
HSA.

[00213] Tabémuma 5: 3nauenunss ECso TDCC nist uimrocTpaTUBHOTO HALEIEHHOTO Ha
BCMA tpucnenududeckoro Oenka, cojepxkaimiero cpsiabBaomuii BCMA 0ellok coriacHo
HACTOSIIEMY PACKpPBITHIO, B IPUCYTCTBUU WU IIPU OTCYTCTBHU CBHIBOPOTOYHOIO alibOyMuHa

UCJIOBCKA C IATBHIO PAa3JIMYHBIMU 3KCIIPECCUPYOLTUMU BCMA KireTOUHBIMU JIHHUSIMHA

Kuerounas simuansa | ECso 6e3 HSA (uM) | ECso ¢ HSA (M)

EJM 1,0 53
Jeko 8,3 662
OPM2 6,5 328
MOLPS 2.5 388

NCI-H929 6,7 194




80

Ipumep 10

Cnoco0HOCTh HJLTIOCTPATHBHOr0 Hanejeuuoro ua BCMA Tpucnenunduyeckoro

peka, cogepskamero cesasbiBalomuil BCMA 0e/10K ¢Orj1acHO HACTOSIEMY PACKPLITHIO,

onocpenoBath T-KJIETOYHOE VHHYTOKEHNE PAKOBBIX KJIETOK, YKcnpeccupviomux BCMA, ¢

HCII0Jb30BAHUEM MEHBIIIECI0 COOTHOINCHUS 1€JIECBLIX KJICTOK K 3¢QCKTOQHBIM KJICTKaM

[00214] B cranmaprHoM anamuse TDCC (kak ommcano B mpumepe 1), otHomenue 1

nenesas kietka (kiaetkd EJM mmu wierkm OPM2) ma 10 addexropubix kirerok (T-kietox)
UCHIONIBL3YIOT B 48-yacoBom aHanmm3e. B »TOM oKcnepuMeHTe TMPOBEPSUIM  CHOCOOHOCTH
WUTIOCTPATHBHOTO HameineHHoro Ha BCMA  Tpucnenupudeckoro 0Oeika, COJCPKAIIEro
WLTIOCTpaTHBHBINA cBs3bIBatolit BCMA Oenok cornacHo HacTosiuemy packpsituio, 02B05 (SEQ
ID NO: 383) nanpasnsate T-kieTku Ha YHHYTOXKEHHE LEIEBBIX KIETOK C MEHbBIIUMU
COOTHONICHUSIMH  IIENIEBBIX KIETOK K d(QeKTopHbM KieTkaMm. OKuaanoch, dYTo TIpH
WCITOJIF30BAHUNA MEHBINETO KoMMuecTBa 3((EKTOPHBIX KICTOK OyeT HAOI0/IaThCs MEHBINEE
YHHUTOKEHUE. VcnpIThIBaIN 1BE KJIETOUHBIE TUHUY, 3Kcnpeccupytomue BCMA, EIM u OPM2,
C HCIIOJIb30BAaHUEM COOTHOILIEHHS LIEJeBBIX KJIeTOK K 3ddexropam, coctapisromue 1:1, 1:3 u
1:10, u sxcniepuMenT npoBoum B npucytctBud HSA 15 mr/min. Tpucnenududeckuit 6€moxk,
Hanenennbii Ha GFP, ncnonb3oBaim B KadecTBe OTPUIATENILHOTO KOHTPOJIS. JlaHHBIE 3TOTO
JKcreprMenTa nokasansl Ha ¢ur. 7 (ananu3 TDCC c knerkamu EJM) u na ¢ur. 8 (anaius TDCC
¢ kaetkamu OPM2). Kak u oXuaanoch, MOYTH MOJHOE YHUYTOXKEHUE LENEBBIX KIETOK
Ha0MIOJJAJIM C COOTHOIICHUEM IIEJIEBBIX KIIETOK K d(PPeKTOpHBIM KileTKaM, cocTapisitomum 1:10.
CreneHb YHUUYTOXKEHHUS] YMEHBINAJIACH ¢ YMEHbIICHUEM 3P peKTopHBIX KileToK. 3HaueHus ECso
JUIsl YHUYTOXKEHUS! KIIETOK C KaXIbIM COOTHOIIIEHUEM Iepeuyrciensl B Taduune 6 (n/d ykasbiBaer,
yTO 1151 pacuyeta 3HaueHuss ECso Habmr0aa10ch HelocTaTOuUHOE YHUUTOXKEeHHE). 3HadeHus: ECso
YBEIMYABAIHUCH, KOTJIa MIPACYTCTBOBAIIO MEHBINE HPPEKTOPHBIX KIIeTOK. TakuM oOpa3zom, KaK U
OXHJIAIOCh, YMCHBIIICHAC KOJMYECTBA HPPEKTOPHBIX KICTOK K IEJICBBIM KJICTKAM CHHIKAJIO
aktuBHOCTh TDCC Tpucneunduyeckoro Oenka, HauenenHoro na BCMA.

[00215] Taémuma 6: 3nauenuss ECso TDCC nmst MiumroCTpaTMBHOTO HALEIEHHOTO Ha
BCMA tpucnenududeckoro Oenka, cojepxkaimiero cpsiabBaomuii BCMA 0ellok coriacHo
nacrosiiemMy packpbitaio (02B05), ¢ pa3nnyabiM COOTHOIIEHUAEM TIETIEBBIX KIIETOK (KiieTok EJM)

K 3 dexTopabim kneTkam (T-kierkam) (uccnenoBano B npucytetBun HSA 15 mr/mo)

CooTHomenne
eJEBBIX KJIETOK ECso OPM2
K T-kaerkam ECso EJM (M) (nM)
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1:10 154 371

1:3 523 1896

1:1 1147 n/d
Ipumep 11

CnocodHOCTh MJLIIOCTPATHBHOrO HaleleHHOro Ha BCMA tpucnenuduyeckoro feaka,

coieprkanero cesizpiBaomyii BCMA (ej10k cOrJIacHO HACTOSINEMY PACKPBITHIO,

onocpe/ioBaTh T-KJIeTOYHOE VHUUYTOKEHHE PAKOBLIX KJIETOK, ykcnpeccupyomux BCMA, B

3ABUCHMOCTH OT BPEMCHH, € HCITI0JIb30BAHUECM MCHBIICI'0 COOTHOIICHHUA IECJICBbIX KJICTOK K

3¢ deKTOpHBIM KIeTKAM

[00216] B cranmapraom ananuze TDCC (npumep 1), ornomenue 1 nenepas kiretka Ha 10
s¢dexropabIX KIeToK (T-KIeTOK) Henmonb3yoT B 48-yacoBoM aHaimze. B aToM skcnepumenHTe
MIPOBOAMJIM OIpe/ielieHHe 3aBUCUMOCTH OT BpPEMEHU C HCIoNb3oBaHWeM 1:1 CcOOTHOIeHHs
nenesbix kietok (EJM-knerox) x addexropubiv kierkam (T-knetkam). Oxuaanoch, 4To C
YBEJIMYEHUEM BPEMEHU COOTHOIIEHHE | K | IIpUBEET K YHUUTOXKEHUIO [IEJIEBbIX KIETOK. AHAIN3
TDCC npoBoauiau ¢ ucnoib3oBanueM EJM 1 COOTHOIIEHUS LETEBBIX KIETOK K 3P (EKTOPHBIM
KJeTKaM, cocTaBisitoniero 1:1, M 3kcrmepuMeHT HmpoBoAWaAM B mpucyTcTBud 15 mr/ma HSA.
Tpucnemmduuecknit 6enox, Hanenenusli Ha GFP, ucnonb3oBanu B KayecTBe OTPULATENBLHOTO
KOHTpPOJIs. JKHU3HECTIOCOOHOCTD ENEBhIX KJIETOK U3Mepsud B AHM 1, 2, 3 1 4 nociie uHKyOanu
IEJIEBBIX KJIETOK U A (HEKTOPHBIX KIETOK B COOTHOIIEHUH 1:1 B IPUCYTCTBUH WILTIOCTPATUBHOTO
TpucrenupUIecKoro aHTUreHCBsI3bIBaroIero Hanenennoro Ha BCMA 6enka 02B05 u 15 mr/mi
HSA, unu nanenennoro Ha GFP tpucneunduueckoro 6enka u 15 mr/ma HSA. Xorta B 1-ii nenn
He HAOMOaIOCh YHHUTOKEHHUS [EIEBBIX KJICTOK, YHUUTOKEHUE HA0J0/1a]I0Ch BO BCEX JAPYTUX
BPEMEHHBIX TOUKAX C IMOMOMIBIO TPUCHEIU(PUICCKOTO aHTUTCHCBSI3BIBAIOIIECTO HAIIEJICHHOTO Ha
BCMA 6enxa 02B0S, npudeM KOJTUYECTBO YHAUTOXKECHHS YBEIIMUUBAIIOCH CO BpeMeneM (¢ur. 9).
Hukakoro yHHYTOXXEHMSI II€NIeBBIX KJIETOK He HaOMoJaloch MPH  HCTOJIb30BAHUU
tpupcnenuduueckoro Oenka, HaueneHHoro Ha GFP. 3nauenust ECso, paccuuTaHsHble A7
YHHYTOKCHUS KJICTOK B K&XK/IBIN JICHB, PE/ICTABICHBI B Ta0mmIie 7 (n/d yka3pIBaeT Ha KOJIHMYECTBO
YHMUTOKEHHUS, HejlocTaTouHoe Juisl oupeneneHust 3HadeHnst ECsg). M3 sToro muccienroBanus
CJICJTAJIU BBIBOJI, UYTO MILIFOCTPATUBHBIN Tpucneiuduaeckuii HaneneHusrii Ha BCMA 6emox 02B05
ObLI crIOcOOEH HANpaBlsTh YHUUTOXKEHHE T-KIeTOK MpU MeHbIeM KoludecTBe 3(hdeKTOpHBIX
KJIETOK, HO JUJIS IOCTYIKEHHUS O0JIee MOJIHOTO YHUUTOXKEHUS TpeOoBaIOCh OOIBIIIE BpEMEHH.

[00217] Taémuua 7: 3nauenus ECsp TDCC nmas unmrocTpaTUBHOTO HALEIEHHOTO Ha
BCMA tpucnenuduaeckoro Oenka, cojepixaiero crsiaeBatomuii BCMA 6etox coriacHo

HacrosimieMy packpeitaio (02B05S) ¢ coornomenusmu 1:1 1eneBrix kieTok (kiietok EJM) x
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s dexropabM KiTeTKaM (T-KireTkaM) (MCIIBITHIBATH B TPACYTCTBUM 15 Mr/Mit HSA) B paznudnsie

MOMEHTBI BpEMEHU
ECso (nM)
Jens 1 n/d
Jenn 2 1859
Jlens 3 1420
Jlenn 4 1012

Ipumep 12

Croco0HOCTh HIUTIOCTPATHBHOIO HaleieHHoro Ha BCMA tpucnenunduyeckoro fejaka,

coep:kanero ceasbianuii BCMA 6e10K COTJIACHO HACTOAIIEMY PACKPBITHIO,

HANPABJATH T-KJIeTKH YeJoBeKa HA VHHUTOKeHHne ykcrnpeccupviommnx BCMA kierox

[00218] WnmoctpatuBubii BCMA  tpucneuuduueckuit  O6esox,  coAepixaliuit
ces3pBatomuit BCMA Genox cortacHo nactosimeMy packpseituio, 02B05 (SEQ ID NO: 383),
VICHBITHIBAIA B OTHOIIEHUH €0 CHOCOOHOCTH HANpPaBisiTh T-KJIETKM OT YETHIPEX Pa3IMUHBIX
AHOHUMHBIX IOHOPOB-JIIOZIEH Ha YHUUTOXKEHUE YEThIpEX pa3IUuHbIX 3Kcnpeccupyromux BCMA
KJIETOK B IPUCYTCTBUU 15 MI/MI cbIBOpoTOUHOTO anbOymuna uenoseka (HSA) ¢ ucnonszoBanuem
crapgaptaoro anaymsa TDCC, kak onmcano B npumepe 1. Oxcupeccupyromue BCMA kiierodnbie
ymunuy npeactasisum coboit EJM, NCI-H929, OPM2 u RPMIS226. B kauecTBe OTpuIiaTeabHbIX
KOHTpOJIEH /1Be KJIETOUHBIE IMHUHU, B KOTOPbIX 0TcyTCcTBYET 3Kcnpeccuss BCMA, OVCARS u NCI-
H510A, taxxke wucnbiThiBamy B aHamuzax [DCC. Kourtponbubit HaueneHseid Ha GFP
Tpucrenupuyeckuii 0€J0K TakKe MCIOIB30BAIM B KA4eCTBE OTPHIATEILHOTO KOHTpojs. Ilpu
MCIOJIL30BAaHMHU YETHIpEX KIETOUYHBIX JHHHH, sKcnpeccupyromux BCMA, u Bcex dYerbpex
JIOHOpPOB T-KJIETOK JKU3HECHIOCOOHOCTh KJIETOK CHHXKAlach C YBEJIHUYEHHEM KOJHYECTBa
Tpucneuuduyeckoro 6eska, HaneneHHoro Ha BCMA, Ho He ¢ yBemueHueM Tpucnenuduyeckoro
Oeinka, narenenaoro Ha GFP (¢wur. 10, 11, 12 u 13). 3navenus ECso Uit YHUYTOXCHUS KICTOK
npuBeZieHBl B Tabimne §. MiumocTpaTHBHBIA TpUCTENU(UUICCKAN AHTUTCHCBS3BIBAOIIHI
naneneaneii Ha BCMA 6Genok 02B05 He Hanpapisi Ha YHUYTOXXCHHUE KJICTOYHBIC JIMHUH, B
KOTOpBIX OTCYTCTBYeT 3kcrpeccust BCMA (dwur. 14 u 15). Takum o6pazoM, caenany 3aKiroueHue,
YTO WILTIOCTPATHBHBIN TPUCTIEITU(DUICCKUN aHTUTCHCBSI3bIBAIONIH HarleeHHbIH Ha BCMA Genox
02B05 65611 criocoOeH HaIpaBIATh [-KJIETKH OT HECKOJIBKUX JOHOPOB JJISl YHUUTOXKEHHS CIIEKTpa
KJIETOUHBIX JINHUH, 3Kcnpeccupyromux BCMA.

[00219] Ta6mmma 8: 3uauenus ECsp wunoctparuBHOro Harenennoro xna BCMA
Tpucnenupudeckoro Oenka u3z a"amuzoB TDCC s werelpex skcnpeccupyroumx BCMA

KJIETOUHBIX JIMHUH U yeThIpex 1oHopoB T-knerok B npucyrcrBun 15 mr/mm HSA
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EC50 (nM)
H929 OPM2 |RPMI8226, EJM
Nonop 02 169 250 275 151
lonop 35 113 199 371 121
onop 81 124 265 211 143
Llonop 86 239 416 543 191
Hpumep 13

CrocodHoCTH HILTIOCTPATHBHOr0 HaneJdednoro ua BCMA rpucnenuduyeckoro 0eika,

cojaepskaniero ceszbisaomuii BCMA 6e,10K corjIacHO HACTOAIEMY PACKPBITHIO,

HanpapJsTh T-KJIeTKH SIBAHCKOI0 MAKAKA HA YVHHYTOKeHHEe IKcnpeccupywomux BCMA

KJIETOK

[00220] WnmoctpatuBHblit HaueneHHblt Ha BCMA Tpucneuuduueckuii Oeoxk,
coaepxaumil ces3piBaroinii BCMA 6erok cornmacHo Hacrosimemy packpeituio 02B05 (SEQ ID
NO: 383) vcnpITHIBAIN B OTHOIIIEHUH €T'0 CITOCOOHOCTH HANIPABIIATH T-KJICTKH OT IBAHCKUX MaKaK
Ha YHUYTOXKEHHE dKcnpeccupyromux BCMA KJIeTok B IPHCYTCTBHH 15 MI/MII CBIBOPOTOYHOTO
anbOymuHa yenoBeka (HSA). YcnoBus skcnepuMeHTa SBISUIMCH TAKUMHU K€, KaK OMHMCAHO B
npumepe 1, 3a HUCKIIOYEHHEM TOrO, YTO MOHOHYKIIEApHBIE KIETKH Nepudepuueckoii KpoBU
(PBMC) ot siBaHCKMX Makak MCIIOJB30Ba/IM B KauecTBe UcTOuHMKa T-Kietok. MccnepoBaiu nBe
skcnpeccupyonme BCMA knerounbsie muaun, RPMI8226 n NCI-H929. Kak nokazano Ha
¢urypax 16 u 17, nanenenuniii Ha BCMA tpucnerududeckuii 6e10k ObUT CriocoOeH HANPaBISTH
T-xnerku, npucyrctByroumie B PBMC gBanckoro Makaka, Ha YHUYTOXXKEHHUE JIBYX
akcnpeccupyomux BCMA knetounsix jguHuil. 3HaueHus ECso a1 yHUYTOXKEHUS KIETOK
npejcrapieHsl B Tabiuie 9. Hanenennstit ma GFP tpucnenuduyeckuit 6enox He oxassiBal
BIMSHUC Ha KU3HecnocoOHocTh skcupeccupytomux BCMA  xknetok. Takum  oOpasom,
HaueneHHblit Ha BCMA tpucnenuduueckuii 6enok, KoTopblit MoxeT cBs3biBaTh CD3g ssBaHCKOTO
Makaka (KaK IOKa3aHO B mpumepe 6), MOXKET HAmpaBlsaTh [-KJIETKH SIBAHCKONO Makaka Ha
YHHUTOKEHUE KIIETOK, Kcnpeccupyrommux BCMA uenoexa.

[00221] Ta6muma 9: 3maucnus ECso Tpucnemmdpmyeckoro namenennoro sa BCMA
oenka m3 anaymz3oB TDCC ¢ aBymMs KJICTOYHBIMHU JIMHUSIMH W JBYMs jonopamu PMBC -
SBAaHCKMMH MaKaKaM# B pucyTcTBud 15 mr/mim HSA

ECso (nM)
RPMI8226 NCI-H929
lonop G322 3654 1258
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lonop GA33 1003 288

Ipumep 14

NiamocTpaTuBHbIii HaneJdeHHblii HAa BCMA Tpucnenmndnyeckuii 0eJ0K, coaeprkaui

cBsizpiBaomii BCMA 0e/I0K COIJIACHO HACTOSAIEMY PACKPBLITHIO, B ONIOCPEI0OBAHNHI
HHAVKIHH aKTHBAINHN T-KJI1eTOK

[00222] WnmoctpatuBHblii Hauenenublit Ha BCMA  rtpucnemuduueckuii  Oenok,
conepkaumii cs3piBarolmit BCMA 6enok cornacHo Hacrosiiemy packpsituio, 02B05 (SEQ ID
NO: 383) ucnpIThIBJIM B OTHOIIEHUH €T0 CITIOCOOHOCTH aKTUBUPOBATH T-KJIETKH B IIPHCYTCTBHH
skcnipeccupyronmmx  BCMA  knmerok.  Okcnpeccupyroume BCMA — knerounple  JTUHAK
npezacrassuin coboit EIM, OPM2 u RPMI8226. B kauecTBe oTpULIaTEIbHBIX KOHTPOEH Takke
BKJIIOYAJIH [IB€ KJIETOYHBIE JINHUH, B KOTOPBIX OTcyTcTBOBana skcrpeccuss BCMA, OVCARS u
NCI-H510A. T-xneTkd TONyYald OT 4YETHIPEX Pa3IMYHbIX AHOHUMHBIX JOHOPOB-JIOJEH.
AHaJM3bI IPOBO/IUIIN C UCIIOJIB30BAHUEM YCIIOBU cTanapTHOro anaimuza TDCC, xak onucaHo B
npuMepe 1, 3a UCKIIOYEHHUEM TOrO, YTO aHANU3 aJanTUpoBalu Al 96-myHouHOro Qopmara u
aHayu3 npooaunu B rpucyTtetBun 15 mMr/min HSA. Uepes 48 vaca ananusa aktuBanuio T-kineTok
OIICHMBAJIM C HCIIOJI30BAHMEM IIPOTOYHOM IIUTOMETPUM JUISl U3MEPEHMS] IKCIPECCHH
omomapkepoB CD25 u CD69 T-xnerounoit aktuBanuyd Ha noBepxHoctH T-kierok. C
YBEJIMYEHHEM KOHLEHTPALUi HITFOCTPAaTUBHOIO TPUCHELU(UUECKOTO AHTUICHCBSA3BIBAIOLIETO
HaneneHHoro Ha BCMA 6Genka 02B05 yBenuuennas sxcnpeccust CD69 u CD25 nabnronanace Ha
T-kneTKax, Kor/a uxX COBMECTHO KYJbTUBUPOBAIIM ¢ 3Kcipeccupyromumu BCMA knetkamu (kax
noxazano Ha ¢urypax 18-23). Takum oGpaszom, HaOIIOHAEMOE B3aUMOJCHCTBHE 3aBUCENIO OT
B3aumoseiicTBus cps3biBatoieir BCMA rnocienoBarenbHOCTH B IpeAenax HUTIOCTPATUBHOTO
HaneneHHoro Ha BCMA tpucnenuguueckoro 6eska, Tak Kak NpakTHUYeCKd He HaOIOAaIoch
aKTUBAIUU C KOHTPOJIbHBIM TpHUCcTIenupHIecKuM OenkoM, HareaeHHbM Ha GFP (kak mokaszano Ha
¢ur. 18-23) winm ¢ 1eneBsIME KileTKaMu Oe3 BeIpakeHHOH skcnpeccun BCMA (kak mmokaszano Ha
puc. 24-27). Takum obpazoM, WLTIOCTpAaTUBHBIA HaieneHubii Ha BCMA tpucnenmduyeckuit
O0enok  akTuBUpoBal T-KJIE€TKM B  COBMECTHBIX KYJIbTYypax, COJEpXalluX KIETKH,
akcipeccupyiomre BCMA. 3ToT BBIBOJI TOJKPEIUIIETCS JIOHOIHUTEIBHBIME  JIAHHBIMU.
Hampumep, skcopeccrnro nurokuna, TNFa, usmepsuin B cpejie, coOpaHHOM W3 COBMECTHOTO
KyJIbTUBUpOBaHUs T-KJIETOK M IICNIEBBIX KJIETOK, dKcupeccupyromux BCMA, o6pabotanubix
YBEIMYABAIONTUMHACS ~ KOHIICHTPAIMSIMH ~ HILTFOCTPATUBHOTO  TpHCcHenugpuieckoro  Oenka,
HanenenHoro Ha BCMA, wnm oTpunareibHbIM KOHTpPOJIEM - TpHCIeNU(HUUecKuM OeskoMm,
HaneneHHbM Ha GFP. CoBMmecTHOE KyNbTUBHPOBAaHUE BBIIOIHSIIN C UCIIOIB30BAHUEM YCIOBUM

ctangaptHoro anaimuza TDCC (xak onucano B mpumepe 1) ¢ nobasinenuem 15 mr/mn HSA. TNFa
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U3MEPSUTH ¢ UCITOTB30BaHUEM JJIEKTPOXEeMUITIOMIHECIIEeHTHOTO aHan3a (Meso Scale Discovery).
VYeroliuuByro  mHAykuuro — 3kcnpeccun  INFa  Habmomamu ¢ WIUIIOCTPaTUBHBIM
Tpucnenupuueckum OenmkoMm, HaueneHHbIM Ha BCMA, conepxamum cps3pBaromuit BCMA
OeloK  cornacHo HacrosmeMy packpeituro, 02B0S (SEQ ID NO: 383), HO HEe ¢
TpucnenupuyeckuM Oenxom, HaneneHHbM Ha GFP (¢ur. 28). DToT pe3ynbrar 1onoIHUTEIBHO
MOJTBEPXKIAET, YTO HIIIIOCTpATUBHBIA HaueneHHblli Ha BCMA Tpucnenuduueckuit Gemox
aKTUBMpOBal T-KJIETKH B COBMECTHBIX KYJIbTypax, cojepxkalmx skcrpeccupyromue BCMA

KIJICTKH.

Ipumep 15

PapMaKOKHHETHKA WLIIOCTPAaTUBHOrO HaneJeHHoro Ha BCMA rpucnenundugyeckoro

oeaxa, coaepxanmero cBa3pIBamuii BCMA 0eJ0K COrIACHO HACTOAMEMY DACKDPLITHIO

[00223] flBanckMM  MakakaM  BBOJWJIM  OJIHOKPATHBIE  BHYTPHBEHHBIC  JI03bI
WUTIOCTpaTUBHOTO HaulleneHHoro Ha BCMA Tpucneuuguyeckoro ©Oenka, CoAepKallero
cesiabiBatoinit BCMA 6enok cornacio HacrosmeMy packpeituro (02B05) (SEQ ID NO: 383), B
no3zax, cocrapnstomuMm 0,01 mr/kr, 0,1 mr/kr mwam 1 Mr/kr. B xaxayio rpymnmy J103upoBaHUs
BKJIFOHYAJIM JIBYX KMBOTHBIX. [lociie BBe/ieHUs1 00pa3ilbl CBIBOPOTKU COOUPAIIN U aHAIIM3UPOBAIIH C
MOMOIIBIO ABYX Pa3IMUHBIX 3JEKTPOXEMUIIIOMUHECLIEHTHBIX aHaan30B. B ogHoM aHanuze B
KayecTBe peareHTa [l 3aXBara HCIojIb30Bain OnoTuHWIMpoBanHblid CD3e u ero odHapyKuBaiu
C TIOMOIIIEI0 MEYEHHOTO cynbdorpymnmoit BCMA (Ha3zpiBaeMoro ()yHKITHOHAIIBHBIM aHAIM30M). B
JIPYTOM aHAJIM3€ UCIIOJB30BAJIH B KQUECTBE pearcHTa JuIs 3axBaTa OMOTHHUIIMPOBAHHOE aHTHUTEJIO,
pacno3Haroiee aHTHAILOYMHUHOBBIH JOMEH, B WUIIOCTpaTUBHOM HaneineHHoM Ha BCMA
TpucneuuduyeckoMm Oeske, coaepkaineM cpsizbiBaromuil BCMA 6enok coriiacHO HacTosieMmy
packpertaio, 02B05 (SEQ ID NO: 383), u B kauecTBe peareHnta Juisi 0OHAPYKECHUS UCTIOIb30BAIN
AQHTHUTEIO0, MEYCHHOC CYIh(QOrpynmoi, pacrmo3Hamomee aHTU-CD3-CBsA3bIBAIOMME JIOMEH B
WUIIOCTpaTUBHOM ~ HanedeHHoM Ha BCMA  Tpucnenudpuyeckom Oenke, coaepkariem
ces3biBatomnit BCMA 0enok cOrIacHO HAacTOALIEMY PACKPBITHIO (T.€. aHTUUAMOTHIINYECKOE
aHTHUTENO). Pe3ynbTaThl JIEKTPOXEMUIIOMUHECIICHTHBIX aHAIM30B IIpejIcTaBleHbl Ha ¢ur. 31.
Kak BujgHO Ha ¢wur. 31, mwomocTpatuBHbIN HareleHHbI Ha BCMA Tpucnenududeckuit 6ok
oOHapyXuBalld B 00pa3iiax cbIBOPOTKH SIBAHCKOTO Makaka Jiaxe yepe3 504 yaca nociie BBEJCHUSL.
WMmoctpaturHbld Tpucnenuduueckuii 6enok, HaneleHABI Ha BCMA, ujieHTUQUITUPOBATH ¢
MCIIOJIb30BAHUEM KakK MedeHHoro cyibdorpynnod BCMA (MHMM, [IOMEYEHHBIE TEPMUHOM
«(YHKIIMOHAIBHBI» Ha ¢ur. 31), Tak 1 aHTUMIMOTHIIMTUYCCKUAM aHTUTEIIOM (JIMHHAH, TIOMCUCHHBIC

TEPMUHOM «aHTUHIMOTHITMYCCKUN» Ha ¢ur. 31).
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[00224] YToOBI MOATBEPAUTH, YTO WUIIOCTPATUBHBLIA Tpucnenuuieckuit Oenok,
HaueneHHbld Ha BCMA, coxpaHsil crnocoOHOCTH HaIpaBIsiTh [-KIETKU AJii YHUYTOXKEHUS
skcenpeccupyomux BCMA kierok EJM, nocne in vivo BBeieHNs 00pas1bl CBIBOPOTKU C MOMEHTA
BpeMeHHU 168 gacoB ucnbiThiBau B aHanmse TDCC (kak onmucano B mpumepe 1) B NpUCYTCTBUU
16,7% CBHIBOPOTKH OT $BAaHCKOI'O Makaka, KOTOpas He IOoJBeprajiach BO3JEHCTBUIO
Tpucnenuduyeckoro Oenka, HauneiseHHoro Ha BCMA, ompenenss TUTp HUTFOCTPATHBHOIO
HareneHHoro Ha BCMA tpucneuuduyeckoro 6eika ¢ UCIONb30BaHUEM KOHLIEHTpaIui Oenka,
OTIPEICIICHHBIX C TIOMOIIBIO AIIEKTPOXEMILUTIOMUHECIICHTHBIX aHAIM30B (TI0Ka3aHO Ha puc. 32).
Cexepaz0aBiicHHBIA WUTFOCTPATHBHBIA HarelneHHbH Ha BCMA Tpucnenuduyeckuii OeyoK,
coaepxamuii cBs3piBatrouit BCMA Genok cornacHo HactosieMy packpoituto, 02B05 (SEQ ID
NO: 383), cpaBHuBanu ¢ Tpucrenudpudeckum Oemxom, HaueneHHbBIM Ha BCMA, cobpanubiM y
UCITBITYEMBIX SIBAHCKHX Makak depe3 168 waco. Tpucnenududeckuii Oeok, HaleICHHBIA Ha
GFP, Bxmouanm B KayecTBE  OTPULATENBHOIO  KOHTPONS.  ODTO  HCCIIEOBaHHE
MPOAEMOHCTPUPOBANIO, UYTO WIIIFOCTPATUBHBLIM HaneneHHbli Ha BCMA Tpucnenuduyeckuit
0enok, coOpaHHBIM W3 CBIBOPOTKHU HCCIEAYEeMbIX SBAHCKMX MaKak, oOlajgal Takou xe
aKTHBHOCTBIO, UTO M CBEKEpa30aBICHHBIN OCIOK, U 4TO OEJIOK B 00pa3Iiax ChIBOPOTKUA COXPAHSLI
CITOCOOHOCTH HaNpaBysTh T-KiIeTKH Juist yHuUTO)eHus dKcrpeccupytomux BCMA kietox EJM.

[00225] Xots B HacTOsIILEM JOKYMEHTE ObUIM ITOKA3aHbl U ONUCAHBI IPEANIOYTUTENBHBIE
BapHaHThl OCYILECTBJICHHSI HACTOSILEro H300peTeHus], clelualncTaM B HacToslled obiactu
TEXHUKH OYyIET OYEBHJIHO, YTO TAKME€ BApHAHTHI OCYIIECCTBIICHUS IIPECTABIECHBI TOJBKO B
KagectBe npuMepa. CrenuanucraM B HacTosmed o0JacTH TEXHUKA OyJayT OYEBHIIHBI
MHOTOYUCJICHHbIE Bapuallii, W3MEHEHUs M 3aMeHbl 0e3 OTCTYIUIEHUSI OT HacTOSALIEro
n3obperenust. CreayeT NOHUMATh, YTO pa3jMyHbIE albTEPHATUBBI BapUAHTAM OCYIIECTBIEHUS
n300peTeHns], OIIMCAHHBIM B HACTOSIIEM JOKYMEHTE, MOXKHO MCIOJIB30BaTh MPU HPAKTHYECKOM
IpUMEHEHNH Hacrosiiero m3obperenus. [lpenmonaraercs, uro Huxecneayromas ¢opmyia
n300peTeHust ompenenseT oObeM HACTOSIIEro M300peTeHUs] U YTO TakuM oOpazoM OyayT

OXBaTbIBATHCS CIIOCOOLI U CTPYKTYPLI B IIpEacIax o0beMa HTOH (I)OpMy.]'IbI I/1306p€T€HI/I§I u cc

OKBHBAJICHTOB.
Tabauna nocjegoBare/ibHOCTEN
SEQ ID NO: Onmucanmne IlocnepoBaTenbLHOCTL
1. NnmocrparneHas | X1 X,X3XiXsXsX7PXgG, roe X; npencrasisgeT cobou

T min S; Xz npezncraeisgeT codom N, D mmm S;
Xz mpencraengeTr codom I, D, Q, H, V wmwm E;
X4 mpezncraenger codbom F, S, E, A, T, M, V,
, D, O, P, Rwmm G; X5 npencrasJjsieT CcoOON
M, R mmm N; Xe¢ npencrasisger codbom I, K,
, T, R, E, D, N, V, H, L, A, Q wwm G; Xy

CDR1

0 n =
~
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npencrapisger cobor S, T, Y, R wim N; u Xg
npencrapisger codbom M, G mnm Y

2. NnmocrpaTuesHas | AIXoGX 1 0X11TX1,YADSVK, 1mne Xo npencrasiisgeT
CDR2 cobom H, N mmm S; X0 npencrarjsgeTr cobom

¥, G, XK, R, P, b, Q, H, E, N, T, S5, A, I,
L mnm V; X1 nopencrasiager cobom S, Q, E,
T, K wunm D; un ¥X;; npencrasnsgeT cobom L, V,
I, F, Y mamu W

3. MnmocrparueHas | VPWGX13YHPX14X15VX1e, THe Xi3 npencrapiserT

CDR3 codort D, I, T, K, R, A, E, S wim Y; X
npencraenser codbont R, G, L, K, T, Q, S wunu
N; Xi5 npencrasnser cobom N, K, E, V, R, M
i D; un X1 npencrapisgeT codbom Y, A, V,
K, H, L, M, T, R, Q, C, S mnmu N
SEQ ID NO: HaspaHue HCDR1

4, 01A01 TDIFSISPMG

5. 01A02 TNIFSSSPMG

6. 01A03 TNIFSISPGG

7. 01A04 TNIFMISPMG

8. 01A05 TNIFSSSPMG

9. 01A06 TNIFSIRPMG

10. 01AQ7 TNISSISPMG

11. 01A08 TNIFSSSPMG

12. 01A09 TNIFSITPMG

13. 01BO1 TNIPSISPMG

14. 01B02 TNITSISPMG

15. 01BO3 TNIFSKSPMG

16. 01B0O4 TNDEFSISPMG

17. 01BOS TNITSISPMG

18. 01BO6 TNIFSISPMG

19. 01BO7 TNIFSRSPMG

20. 01BO8 TNIESISPMG

21. 01BO0OS SNIFSISPMG

22. 01B12 TNIFSTSPMG

23. 01C0O1 TNIVSISPMG

24 . 01C02 TNIESISPMG

25. 01C04 TNIPSISPMG

26. 01C05 TNIFSSSPMG

27. 01CO06 TNIFSISPMG

28. 01C07 TNIFSIYPMG

29. 01C08 TNIFSNSPMG

30. 01C10 TNISSISPMG

31. 01D02 TNIVSISPMG

32. 01D03 TNIFSNSPMG

33. 01D04 TNITSISPMG

34. 01D05 TNIFSDSPMG
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35. 01D06 TNIFSRSPMG
36. 01D07 TNIFSASPMG
37. 01D10 TNIFSASPMG
38. 01EOQ3 TNITSISPMG
39. 01EQ4 TNIASISPMG
40. 01E05 TNIFSRSPMG
41. 01E06 TNIFSLSPMG
42. 01EQ7 TNIPSISPMG
43. 01EO08 TNIFSQSPMG
44, 01E10 TNIESISPMG
45, 01F02 TNIFSHSPMG
46. 01F03 TNIFSESPMG
47 . 01F04 TNIDSISPMG
48. 01F05 TNIFSSSPMG
49. 01FQ7 TNIFSTSPMG
50. 01F08 TNITSVSPMG
51. 01F09 TNISSISPMG
52. 01F10 SNIFSISPMG
53. 01F12 TNIFRISPMG
54. 01G01 TNIVSISPMG
55. 01G04 TNIDSISPMG
56. 01G06 TNIFSRSPMG
57. 01G08 TNIQSISPMG
58. 01G09 TNIFNISPMG
59. 01G10 TNEFSISPMG
60. 01G11 TNIPSISPMG
61l. 01HO1 TNIGSISPMG
62. 01HO4 TNIFSKSPMG
63. 01HOS TNIFSITPMG
64. 01HO6 TSDESISPMG
65. 01HO8 TNIMSISPMG
66. 01HOS TNIMSISPMG
67. 01H10 TNIPSISPMG
68. 01H11 TNIFSTSPMG
69. 02A04 TNIFSQSPMG
70. 02A05 TNIASISPMG
71. 02A07 TNIFSKSPMG
2. 02A08 TNIFSRSPMG
73. 02A11 TNHFSISPMG
74 02B0O1 TNIEFSNSPMG
75. 02B04 TNIFSTSPMG
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76. 02BO5 TNIFSISPYG
7. 02B0O6 TNIFSNSPMG
8. 02B0O7 TNIEFSSSPMG
79. 02B11 TNIVSISPMG
80. 02B12 TNISSISPMG
81. 02C01 TNIISISPMG
82. 02C03 TNIASISPMG
83. 02C05 TNIFSESPMG
84. 02C06 TNIFSTSPMG
85. 02D06 TNISSISPMG
86. 02D09 TNVVSISPMG
87. 02D11 TNEFSISPMG
88. 02E03 TNIFSNSPMG
89. 02EQ05 TNIFSRSPMG
90. 02EQ06 TNIFSDSPMG
91. 02EQ9 TNDESISPMG
92. 02F02 TNIFSKSPMG
93. 02F03 TNIFSIYPMG
94. 02F04 TNIFSSSPMG
95. 02F05 TNIFSVSPMG
96. 02F06 TNIFSITPMG
97. 02F07 TNIESISPMG
98. 02F11 TNIFSTSPMG
99. 02F12 TNIESISPMG
100. 02G01 TNIFSINPMG
101. 02G02 TNIFSITPMG
102. 02G05 TNITSISPMG
103. 02G06 TNIFSGSPMG
104. 02G07 TNIFSITPMG
105. 02G08 TNIDSISPMG
106. 02G09 TNIFSDSPMG
107. 02G11 TNIDSISPMG
108. 02HO1 TNIFSKSPMG
109. 02H04 TNIFSVSPMG
110. 02HO5 TNQEFSISPMG
111. 02HO6 TNIRSISPMG
112. 02HO9 TNIFSRSPMG
113. 02H11 TNITSISPMG
114. 01F07-M34Y TNIFSTSPYG
115. 01F01-M34G TNIEFSTSPGG
1l6. 02G02-M34Y TNIFSITPYG
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117. 02G02-M34G TNIFSITPGG
SEQ ID NO: HaspaHue CDR2

118. 01A01 ATHGGSTLYADSVK
119. 01A02 AINGFSTLYADSVK
120. 01A03 ATHGSSTLYADSVK
121. 01A04 ATHGDSTLYADSVK
122. 01A05 ATHGEFSTLYADSVK
123. 01A06 ATHGFSTVYADSVK
124. 01A07 ATHGTSTLYADSVK
125. 01A08 ATIHGESTLYADSVK
126. 01A09 ATHGRSTLYADSVK
127. 01BO1 ATHGESTLYADSVK
128. 01B0O2 AISGFSTLYADSVK
129. 01BO3 ATHGKSTLYADSVK
130. 01B0O4 ATHGKSTLYADSVK
131. 01BOS ATHGFETLYADSVK
132. 01BOG6 ATHGDSTLYADSVK
133. 01BO7 ATHGNSTLYADSVK
134. 01B0O8 ATHGSSTLYADSVK
135. 01B0OS ATHGSSTLYADSVK
136. 01B12 ATHGFQTLYADSVK
137. 01C01 ATHGHSTLYADSVK
138. 01C02 ATHGNSTLYADSVK
139. 01C04 ATHGDSTLYADSVK
140. 01C05 ATHGFKTLYADSVK
141. 01C06 ATHGDSTLYADSVK
142. 01Cc0o7 ATHGFSTYYADSVK
143. 01co8 ATHGGSTLYADSVK
144, 01cio ATIHGFSTLYADSVK
145. 01D02 ATHGKSTLYADSVK
146. 01D03 ATHGDSTLYADSVK
147. 01D04 ATHGVSTLYADSVK
148. 01D05 ATHGTSTLYADSVK
149, 01D06 ATHGDSTLYADSVK
150. 01D07 ATHGSSTLYADSVK
151. 01D10 ATHGSSTLYADSVK
152. 01EQ03 ATHGDSTLYADSVK
153. 01E04 ATHGTSTLYADSVK
154. 01EQS ATHGTSTLYADSVK
155. 01E0G6 ATHGDSTLYADSVK
156. 01EQ07 ATHGQSTLYADSVK
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157. 01EQ8 ATHGDSTLYADSVK
158. 01E1l0 ATHGKSTLYADSVK
159. 01F02 ATHGTSTLYADSVK
160. 01F03 ATHGNSTLYADSVK
lel. 01F04 ATHGFQTLYADSVK
162. 01F05 ATHGFSTWYADSVK
163. 01F07 ATHGEFSTIYADSVK
164. 01F08 ATHGPSTLYADSVK
165. 01F09 ATHGHSTLYADSVK
166. 01F10 ATHGESTLYADSVK
167. 01F12 ATHGDSTLYADSVK
168. 01G01 ATHGDSTLYADSVK
169. 01G04 ATHGNSTLYADSVK
170. 01G06 ATHGFETLYADSVK
171. 01G08 ATHGFETLYADSVK
172. 01G09 ATHGEFSTYYADSVK
173. 01G10 ATHGLSTLYADSVK
174. 01G11 ATHGASTLYADSVK
175. 01HO1 ATHGQSTLYADSVK
176. 01HO4 ATHGOSTLYADSVK
177. 01HOS ATHGTSTLYADSVK
178. 01HO®6 ATHGFETLYADSVK
179. 01HO8 ATHGFSTVYADSVK
180. 01HO9 ATHGNSTLYADSVK
181. 01H10 ATHGESTLYADSVK
182. 0l1HI11 ATHGEFSTLYADSVK
183. 02A04 ATHGKSTLYADSVK
184. 02A05 ATHGKSTLYADSVK
185. 02A07 ATHGNSTLYADSVK
186. 02A08 ATHGESTLYADSVK
187. 02A11 ATHGSSTLYADSVK
188. 02B0O1 ATHGRSTLYADSVK
189. 02B04 ATHGFSTIYADSVK
190. 02B0OS ATHGTSTLYADSVK
191. 02B0O6 ATHGEFSTLYADSVK
192. 02B0O7 ATHGHSTLYADSVK
193. 02B11 ATHGDSTLYADSVK
194. 02B12 ATHGFDTLYADSVK
195. 02C01 ATHGASTLYADSVK
196. 02C03 ATHGSSTLYADSVK
197. 02C05 ATHGEFTTLYADSVK
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198. 02C06 ATHGTSTLYADSVK
199. 02D06 ATHGEFSTVYADSVK
200. 02D09 ATHGKSTLYADSVK
201. 02D11 ATHGESTLYADSVK
202. 02E03 ATHGPSTLYADSVK
203. 02EQ5 ATHGISTLYADSVK
204. 02E06 ATHGEFSTEYADSVK
205. 02E09 ATHGGSTLYADSVK
206. 02F02 ATHGSSTLYADSVK
207. 02F03 ATIHGSSTLYADSVK
208. 02F04 ATHGFSTLYADSVK
209. 02F05 ATHGNSTLYADSVK
210. 02F06 ATHGESTLYADSVK
211. 02F07 ATHGFSTLYADSVK
212. 02F11 ATHGTSTLYADSVK
213. 02F12 ATHGTSTLYADSVK
214, 02G01 ATHGFDTLYADSVK
215. 02G02 ATHGASTLYADSVK
216. 02G05 ATHGNSTLYADSVK
217. 02G06 ATHGNSTLYADSVK
218. 02G07 ATHGESTLYADSVK
219. 02G08 ATHGESTLYADSVK
220. 02G09 ATHGFSTLYADSVK
221. 02G11 ATHGSSTLYADSVK
222. 02HO1 ATHGSSTLYADSVK
223. 02HO04 ATHGNSTLYADSVK
224, 02HO0S5 ATHGKSTLYADSVK
225. 02HO6 ATHGSSTLYADSVK
226. 02HO09S ATIHGSSTLYADSVK
227. 02H11 ATHGESTLYADSVK
228. 01F07-M34Y ATHGFSTIYADSVK
229. 01F01-M34G ATHGFSTIYADSVK
230. 02G02-M34Y ATHGASTLYADSVK
231. 02G02-M34G ATHGASTLYADSVK
SEQ ID NO: Haspanne CDR3

232. 01A01 VPWGDYHPRNVA
233. 01A02 VPWGDYHPRNVH
234. 01A03 VPWGDYHPRNVY
235. 01A04 VPWGRYHPRNVY
236. 01A05 VPWGDYHPRNVY
237. 01A06 VPWGDYHPRNVY
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238. 01AQ07 VPWGDYHPGNVY
239. 01A08 VPWGDYHPRKVY
240. 01A09 VPWGSYHPRNVY
241. 01BO1 VPWGDYHPRNVA
242. 01BO2 VPWGDYHPRNVY
243. 01BO3 VPWGDYHPRNVV
244 . 01B0O4 VPWGDYHPRNVK
245, 01BOS VPWGDYHPGNVY
246. 01BO6 VPWGEYHPRNVY
247. 01BO7 VPWGIYHPRNVY
248. 01BO8 VPWGRYHPRNVY
249. 01BO9 VPWGDYHPGNVY
250. 01B12 VPWGDYHPRNVV
251. 01C01 VPWGDYHPGNVY
252. 01co02 VPWGRYHPRNVY
253. 01Cc04 VPWGDYHPRNVY
254. 01CO05 VPWGDYHPGNVY
255. 01CO06 VPWGKYHPRNVY
256. 01cQo7 VPWGSYHPRNVY
257. 01co8 VPWGDYHPRNVH
258. 01cC10 VPWGYYHPRNVY
259. 01D02 VPWGDYHPGNVY
260. 01D03 VPWGDYHPRNVR
261. 01D04 VPWGDYHPRNVQ
262. 01D05 VPWGDYHPRNVY
263. 01D06 VPWGDYHPRNVT
264. 01D07 VPWGDYHPRNVN
265. 01D10 VPWGRYHPRNVY
266. 01EQ3 VPWGDYHPGNVY
267. 01EQ4 VPWGDYHPGNVY
268. 01EOQS VPWGKYHPRNVY
269. 01EOQ6 VPWGDYHPRNVY
270. 01EQ7 VPWGDYHPRNVQ
271. 01E0S8 VPWGDYHPGNVC
272. 01E1l0 VPWGDYHPRRVY
273. 01F02 VPWGRYHPRNVY
274. 01F03 VPWGTYHPRNVY
275. 01F04 VPWGDYHPGNVY
276. 01F05 VPWGRYHPRNVY
277. 01F07 VPWGDYHPGNVY
278. 01F08 VPWGDYHPTNVY
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279. 01F09 VPWGRYHPRNVY
280. 01F10 VPWGDYHPRNVT
281. 01Fr12 VPWGRYHPRNVY
282. 01G01 VPWGDYHPRRVY
283. 01G04 VPWGDYHPRMVY
284. 01G06 VPWGDYHPRNVL
285. 01G08 VPWGDYHPGNVY
286. 01G09 VPWGRYHPRNVY
287. 01G10 VPWGAYHPRNVY
288. 01G1l1 VPWGDYHPRNVA
289. 01HO1 VPWGDYHPONVY
290. 01HO4 VPWGDYHPRNVT
291. 01HOS VPWGRYHPRNVY
292. 01HO®6 VPWGDYHPGNVY
293. 01HO8 VPWGDYHPGNVY
294. 01HO9 VPWGDYHPGNVY
295. 01H1O0 VPWGDYHPRNVY
296. 01H11 VPWGDYHPGNVY
297. 02A04 VPWGDYHPSNVY
298. 02A05 VPWGDYHPGNVY
299. 02A07 VPWGDYHPREVY
300. 02A08 VPWGRYHPGNVY
301. 02A11 VPWGDYHPRVVY
302. 02B0O1 VPWGDYHPRNVM
303. 02B04 VPWGDYHPLNVY
304. 02B05 VPWGDYHPGNVY
305. 02B0O6 VPWGDYHPGNVY
306. 02BO7 VPWGDYHPRNVT
307. 02B11 VPWGDYHPRNVS
308. 02B12 VPWGDYHPRNVY
309. 02C01 VPWGDYHPGNVY
310. 02C03 VPWGDYHPGNVY
311. 02C05 VPWGDYHPRNVT
312. 02C06 VPWGDYHPGNVY
313. 02D06 VPWGRYHPRNVY
314. 02D09 VPWGDYHPNNVY
315. 02D11 VPWGDYHPGNVY
316. 02E03 VPWGDYHPRNVT
317. 02E05 VPWGDYHPGNVY
318. 02EQ6 VPWGDYHPGNVY
319. 02E09 VPWGDYHPRNVA




95

320. 02F02 VPWGDYHPGNVY

321. 02F03 VPWGDYHPKNVY

322. 02F04 VPWGDYHPGNVY

323. 02F05 VPWGKYHPRNVY

324. 02F06 VPWGRYHPRNVY

325. 02F07 VPWGDYHPGNVY

326. 02F11 VPWGDYHPRNVQ

327. 02F12 VPWGDYHPGNVY

328. 02G01 VPWGDYHPRNVS

329. 02G02 VPWGDYHPGNVY

330. 02G05 VPWGDYHPGNVY

331. 02G06 VPWGDYHPGNVY

332. 02G07 VPWGDYHPRDVY

333. 02G08 VPWGDYHPRNVT

334. 02G09% VPWGDYHPRNVA

335. 02G11 VPWGDYHPRNVT

336. 02HO1 VPWGDYHPRNVY

337. 02H04 VPWGDYHPRNVY

338. 02HOS5 VPWGDYHPRNVV

339. 02HO6 VPWGDYHPRNVV

340. 02HO09S VPWGDYHPGNVY

341. 02H11 VPWGDYHPRNVY

342. 01FQ07-M34Y VPWGDYHPGNVY

343. 01F01-M34G VPWGDYHPGNVY

344, 02G02-M34Y VPWGDYHPGNVY

345, 02G02-M34G VPWGDYHPGNVY

SEQ ID NO HasepaHue locnepgoraTensHocT VHH
KOHCTPYKTA

346. BH2T EVQLVESGGGLVQPGRSLTLSCAASTNIFSISPMGWYRQAPGKQRELVA
ATHGFSTLYADSVKGRFTISRDNAKNSIYLOMNSLRPEDTALYYCNKVP
WGDYHPRNVYWGQGTQVTVSS

347. 01A01 EVQLVESGGGLVQOPGRSLTLSCAASTDIFSISPMGWYRQAPGKQRELVA
ATHGGSTLYADSVKGRFTISRDNAKNSIYLOMNSLRPEDTALYYCNKVP
WGDYHPRNVAWGQGTQVTVSS

348. 02E09 EVQLVESGGGLVQOPGRSLTLSCAASTNDFSISPMGWYRQAPGKQRELVA
ATHGGSTLYADSVKGRFTISRDNAKNSIYLOMNSLRPEDTALYYCNKVP
WGDYHPRNVAWGQGTQVTVSS

349. 01BO3 EVQLVESGGGLVQOPGRSLTLSCAASTNIFSKSPMGWYRQAPGKQRELVA
ATHGKSTLYADSVKGRFTISRDNAKNSIYLOMNSLRPEDTALYYCNKVP
WGDYHPRNVVWGQGTQVTVSS

350. 01B0O4 EVQLVESGGGLVQOPGRSLTLSCAASTNDFSISPMGWYRQAPGKQRELVA
ATHGKSTLYADSVKGREFTISRDNAKNSIYLOMNSLRPEDTALYYCNKVP
WGDYHPRNVKWGQGTQVTVSS

351. 02HO0S EVQLVESGGGLVQPGRSLTLSCAASTNQFSISPMGWYRQAPGKQRELVA
ATHGKSTLYADSVKGREFTISRDNAKNSIYLOMNSLRPEDTALYYCNKVP
WGDYHPRNVVWGQGTQVTVSS
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SEQ ID NO

HaspaHue

KOHCTpPYKTAa

lNocneporaTensHocT™ VHH

352.

01AQ02

EVQLVESGGGLVQPGRSLTLSCAASTNIFSSSPMGWYRQAPGKQRELVA
AINGEFSTLYADSVKGREFTISRDNAKNSIYLOMNSLRPEDTALYYCNKVP
WGDYHPRNVHWGOGTQVTVSS

353.

01A05

EVQLVESGGGLVQPGRSLTLSCAASTNIFSSSPMGWYRQAPGKQRELVA
AIHGEFSTLYADSVKGRFTISRDNAKNSIYLOMNSLRPEDTALYYCNKVP
WGDYHPRNVYWGQGTQVTVSS

354.

01B12

EVOQLVESGGGLVQPGRSLTLSCAASTNIFSTSPMGWYRQAPGKQRELVA
ATHGFQTLYADSVKGRFTISRDNAKNSIYLOMNSLRPEDTALYYCNKVP
WGDYHPRNVVWGOGTQVTVSS

355.

01G06

EVQLVESGGGLVQPGRSLTLSCAASTNIFSRSPMGWYRQAPGKQRELVA
ATHGFETLYADSVKGRFTISRDNAKNSIYLOMNSLRPEDTALYYCNKVP
WGDYHPRNVLWGOGTQVTVSS

356.

02C05

EVOLVESGGGLVQPGRSLTLSCAASTNIFSESPMGWYRQAPGKQRELVA
ATHGEFTTLYADSVKGRFTISRDNAKNSIYLOMNSLRPEDTALYYCNKVP
WGDYHPRNVTWGOGTQVTVSS

357.

02G09

EVOLVESGGGLVQPGRSLTLSCAASTNIFSDSPMGWYRQAPGKQRELVA
ATHGESTLYADSVKGRFTISRDNAKNSIYLOMNSLRPEDTALYYCNKVP
WGDYHPRNVAWGOGTQVTVSS

358.

01C08

EVOLVESGGGLVQPGRSLTLSCAASTNIFSNSPMGWYRQAPGKQRELVA
ATHGGSTLYADSVKGRFTISRDNAKNSIYLOMNSLRPEDTALYYCNKVP
WGDYHPRNVHWGOGTQVTVSS

359.

02BO1

EVQLVESGGGLVQPGRSLTLSCAASTNIFSNSPMGWYRQAPGKQRELVA
ATHGRSTLYADSVKGREFTISRDNAKNSIYLOMNSLRPEDTALYYCNKVP
WGDYHPRNVMWGOGTQVTVSS

360.

02E03

EVQLVESGGGLVQPGRSLTLSCAASTNIFSNSPMGWYRQAPGKQRELVA
ATHGPSTLYADSVKGREFTISRDNAKNSIYLOMNSLRPEDTALYYCNKVP
WGDYHPRNVTWGOGTQVTVSS

361.

01D03

EVQLVESGGGLVQPGRSLTLSCAASTNIFSNSPMGWYRQAPGKQRELVA
ATHGDSTLYADSVKGREFTISRDNAKNSIYLOMNSLRPEDTALYYCNKVP
WGDYHPRNVRWGOGTQVTVSS

362.

01D06

EVOLVESGGGLVQPGRSLTLSCAASTNIFSRSPMGWYRQAPGKQRELVA
ATHGDSTLYADSVKGREFTISRDNAKNSIYLOMNSLRPEDTALYYCNKVP
WGDYHPRNVTWGQGTQVTVSS

363.

01HO4

EVOLVESGGGLVQPGRSLTLSCAASTNIFSKSPMGWYRQAPGKQRELVA
ATHGQSTLYADSVKGRFTISRDNAKNSIYLOMNSLRPEDTALYYCNKVP
WGDYHPRNVTWGQGTQVTVSS

364.

02B07

EVOLVESGGGLVQPGRSLTLSCAASTNIFSSSPMGWYRQAPGKQRELVA
ATHGHSTLYADSVKGRFTISRDNAKNSIYLOMNSLRPEDTALYYCNKVP
WGDYHPRNVTWGOGTQVTVSS

365.

01A0S8

EVOLVESGGGLVQPGRSLTLSCAASTNIFSSSPMGWYRQAPGKQRELVA
ATHGESTLYADSVKGRFTISRDNAKNSIYLOMNSLRPEDTALYYCNKVP
WGDYHPRKVYWGOGTQVTVSS

366.

01BO7

EVQLVESGGGLVQPGRSLTLSCAASTNIFSRSPMGWYRQAPGKQRELVA
ATHGNSTLYADSVKGRFTISRDNAKNSIYLOMNSLRPEDTALYYCNKVP
WGIYHPRNVYWGOGTQVTIVSS

367.

01F03

EVOQLVESGGGLVQPGRSLTLSCAASTNIFSESPMGWYRQAPGKQRELVA
ATHGNSTLYADSVKGRFTISRDNAKNSIYLOMNSLRPEDTALYYCNKVP
WGTYHPRNVYWGOGTQVTVSS

368.

02F05

EVOLVESGGGLVQPGRSLTLSCAASTNIFSVSPMGWYRQAPGKQRELVA
ATHGNSTLYADSVKGRFTISRDNAKNSIYLOMNSLRPEDTALYYCNKVP
WGKYHPRNVYWGOGTQVTVSS

369.

02HO04

EVOQLVESGGGLVQPGRSLTLSCAASTNIFSVSPMGWYRQAPGKQRELVA
ATHGNSTLYADSVKGRFTISRDNAKNSIYLOMNSLRPEDTALYYCNKVP
WGDYHPRNVYWGOGTQVTVSS

370.

02A07

EVQLVESGGGLVQPGRSLTLSCAASTNIFSKSPMGWYRQAPGKQRELVA
ATHGNSTLYADSVKGREFTISRDNAKNSIYLOMNSLRPEDTALYYCNKVP
WGDYHPREVYWGQGTQVTVSS
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SEQ ID NO

HaspaHue

KOHCTpPYKTAa

lNocneporaTensHocT™ VHH

371.

01D05

EVQLVESGGGLVQPGRSLTLSCAASTNIFSDSPMGWYRQAPGKQRELVA
ATHGTSTLYADSVKGREFTISRDNAKNSIYLOMNSLRPEDTALYYCNKVP
WGDYHPRNVYWGOGTQVTVSS

372.

01EOS5

EVOLVESGGGLVQPGRSLTLSCAASTNIFSRSPMGWYRQAPGKQRELVA
AIHGTSTLYADSVKGRFTISRDNAKNSIYLOMNSLRPEDTALYYCNKVP
WGKYHPRNVYWGQGTQVTVSS

373.

01F02

EVOLVESGGGLVQPGRSLTLSCAASTNIFSHSPMGWYRQAPGKQRELVA
AIHGTSTLYADSVKGRFTISRDNAKNSIYLOMNSLRPEDTALYYCNKVP
WGRYHPRNVYWGOGTQVTVSS

374.

02C06

EVOLVESGGGLVQPGRSLTLSCAASTNIFSTSPMGWYRQAPGKQRELVA
ATHGTSTLYADSVKGRFTISRDNAKNSIYLOMNSLRPEDTALYYCNKVP
WGDYHPGNVYWGOGTQVTVSS

375.

02Fr11

EVOLVESGGGLVQPGRSLTLSCAASTNIFSTSPMGWYRQAPGKQRELVA
ATHGTSTLYADSVKGRFTISRDNAKNSIYLOMNSLRPEDTALYYCNKVP
WGDYHPRNVOQWGOGTQVTVSS

376.

01lEO6

EVOLVESGGGLVQPGRSLTLSCAASTNIFSLSPMGWYRQAPGKQRELVA
ATHGDSTLYADSVKGRFTISRDNAKNSIYLOMNSLRPEDTALYYCNKVP
WGDYHPRNVYWGOGTQVTVSS

377.

01A03

EVOLVESGGGLVQPGRSLTLSCAASTNIFSISPGGWYRQAPGKQRELVA
ATHGSSTLYADSVKGRFTISRDNAKNSIYLOMNSLRPEDTALYYCNKVP
WGDYHPRNVYWGOGTQVTVSS

378.

02A11

EVOLVESGGGLVQPGRSLTLSCAASTNHESISPMGWYRQAPGKQRELVA
ATHGSSTLYADSVKGRFTISRDNAKNSIYLOMNSLRPEDTALYYCNKVP
WGDYHPRVVYWGOGTQVTVSS

379.

01D07

EVOLVESGGGLVQPGRSLTLSCAASTNIFSASPMGWYRQAPGKQRELVA
ATHGSSTLYADSVKGRFTISRDNAKNSIYLOMNSLRPEDTALYYCNKVP
WGDYHPRNVNWGOGTQVTVSS

380.

01D10

EVQLVESGGGLVQPGRSLTLSCAASTNIFSASPMGWYRQAPGKQRELVA
ATHGSSTLYADSVKGRFTISRDNAKNSIYLOMNSLRPEDTALYYCNKVP
WGRYHPRNVYWGOGTQVTVSS

381.

01AQ7

EVQLVESGGGLVQPGRSLTLSCAASTNISSISPMGWYRQAPGKQRELVA
ATHGTSTLYADSVKGREFTISRDNAKNSIYLOMNSLRPEDTALYYCNKVP
WGDYHPGNVYWGQGTQVTVSS

382.

02F12

EVOLVESGGGLVQPGRSLTLSCAASTNIESISPMGWYRQAPGKQRELVA
ATIHGTSTLYADSVKGRFTISRDNAKNSIYLOMNSLRPEDTALYYCNKVP
WGDYHPGNVYWGQGTQVTVSS

383.

02B05

EVOLVESGGGLVQPGRSLTLSCAASTNIFSISPYGWYRQAPGKQRELVA
ATHGTSTLYADSVKGREFTISRDNAKNSIYLOMNSLRPEDTALYYCNKVP
WGDYHPGNVYWGOGTQVTVSS

384.

01lEQ4

EVOLVESGGGLVQPGRSLTLSCAASTNIASISPMGWYRQAPGKQRELVA
ATHGTSTLYADSVKGRFTISRDNAKNSIYLOMNSLRPEDTALYYCNKVP
WGDYHPGNVYWGOGTQVTVSS

385.

02A05

EVOLVESGGGLVQPGRSLTLSCAASTNIASISPMGWYRQAPGKQRELVA
ATHGKSTLYADSVKGRFTISRDNAKNSIYLOMNSLRPEDTALYYCNKVP
WGDYHPGNVYWGOGTQVTVSS

386.

02C03

EVOLVESGGGLVQPGRSLTLSCAASTNIASISPMGWYRQAPGKQRELVA
ATHGSSTLYADSVKGRFTISRDNAKNSIYLOMNSLRPEDTALYYCNKVP
WGDYHPGNVYWGOGTQVTVSS

387.

01EO3

EVOQLVESGGGLVQPGRSLTLSCAASTNITSISPMGWYRQAPGKQRELVA
ATHGDSTLYADSVKGRFTISRDNAKNSIYLOMNSLRPEDTALYYCNKVP
WGDYHPGNVYWGOGTQVTVSS

388.

01HO9

EVOQLVESGGGLVQPGRSLTLSCAASTNIMSISPMGWYRQAPGKQRELVA
ATHGNSTLYADSVKGRFTISRDNAKNSIYLOMNSLRPEDTALYYCNKVP
WGDYHPGNVYWGOGTQVTVSS

389.

02G05

EVQLVESGGGLVQPGRSLTLSCAASTNITSISPMGWYRQAPGKQRELVA
ATHGNSTLYADSVKGRFTISRDNAKNSIYLOMNSLRPEDTALYYCNKVP
WGDYHPGNVYWGOGTQVTVSS

390.

01co1l

EVQLVESGGGLVQPGRSLTLSCAASTNIVSISPMGWYRQAPGKQRELVA
ATHGHSTLYADSVKGRFTISRDNAKNSIYLOMNSLRPEDTALYYCNKVP
WGDYHPGNVYWGOGTQVIVSS
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SEQ ID NO

HaspaHue

KOHCTpPYKTAa

lNocneporaTensHocT™ VHH

391.

01D02

EVQLVESGGGLVQPGRSLTLSCAASTNIVSISPMGWYRQAPGKQRELVA
ATHGKSTLYADSVKGREFTISRDNAKNSIYLOMNSLRPEDTALYYCNKVP
WGDYHPGNVYWGQGTQVTVSS

392.

02D09

EVOLVESGGGLVQPGRSLTLSCAASTNVVSISPMGWYRQAPGKQRELVA
ATHGKSTLYADSVKGRFTISRDNAKNSIYLOMNSLRPEDTALYYCNKVP
WGDYHPNNVYWGQGTQVTVSS

393.

02C01

EVOLVESGGGLVQPGRSLTLSCAASTNIISISPMGWYRQAPGKQRELVA
ATHGASTLYADSVKGRFTISRDNAKNSIYLOMNSLRPEDTALYYCNKVP
WGDYHPGNVYWGOGTQVTVSS

394.

02G02

EVOLVESGGGLVQPGRSLTLSCAASTNIFSITPMGWYRQAPGKQRELVA
ATHGASTLYADSVKGRFTISRDNAKNSIYLOMNSLRPEDTALYYCNKVP
WGDYHPGNVYWGOGTQVTVSS

395.

01BO5

EVOLVESGGGLVQPGRSLTLSCAASTNITSISPMGWYRQAPGKQRELVA
ATHGFETLYADSVKGRFTISRDNAKNSIYLOMNSLRPEDTALYYCNKVP
WGDYHPGNVYWGOGTQVTVSS

396.

01G08

EVOQLVESGGGLVQPGRSLTLSCAASTNIQSISPMGWYRQAPGKQRELVA
ATHGFETLYADSVKGRFTISRDNAKNSIYLOMNSLRPEDTALYYCNKVP
WGDYHPGNVYWGOGTQVTVSS

397.

01HO®G

EVOLVESGGGLVQPGRSLTLSCAASTSDEFSISPMGWYRQAPGKQRELVA
ATHGFETLYADSVKGRFTISRDNAKNSIYLOMNSLRPEDTALYYCNKVP
WGDYHPGNVYWGOGTQVTVSS

398.

01F04

EVOLVESGGGLVQPGRSLTLSCAASTNIDSISPMGWYRQAPGKQRELVA
ATHGFQTLYADSVKGRFTISRDNAKNSIYLOMNSLRPEDTALYYCNKVP
WGDYHPGNVYWGOGTQVTVSS

399.

01HOS

EVOLVESGGGLVQPGRSLTLSCAASTNIMSISPMGWYRQAPGKQRELVA
ATHGEFSTVYADSVKGRFTISRDNAKNSIYLOMNSLRPEDTALYYCNKVP
WGDYHPGNVYWGOGTQVTVSS

400.

02F07

EVQLVESGGGLVQPGRSLTLSCAASTNIESISPMGWYRQAPGKQRELVA
ATHGEFSTLYADSVKGRFTISRDNAKNSIYLOMNSLRPEDTALYYCNKVP
WGDYHPGNVYWGOGTQVTIVSS

401.

01CO05

EVQLVESGGGLVQPGRSLTLSCAASTNIFSSSPMGWYRQAPGKQRELVA
ATHGFKTLYADSVKGREFTISRDNAKNSIYLOMNSLRPEDTARYYCNKVP
WGDYHPGNVYWGQGTQVTVSS

402.

02F04

EVOLVESGGGLVQPGRSLTLSCAASTNIFSSSPMGWYRQAPGKQRELVA
ATIHGFSTLYADSVKGRFTISRDNAKNSIYLOMNSLRPEDTALYYCNKVP
WGDYHPGNVYWGQGTQVTVSS

403.

02B06

EVOLVESGGGLVQPGRSLTLSCAASTNIFSNSPMGWYRQAPGKQRELVA
ATHGFSTLYADSVKGREFTISRDNAKNSIYLOMNSLRPEDTALYYCNKVP
WGDYHPGNVYWGOGTQVTVSS

404.

01FQ7

EVOLVESGGGLVQPGRSLTLSCAASTNIFSTSPMGWYRQAPGKQRELVA
ATHGFSTIYADSVKGRFTISRDNAKNSIYLOMNSLRPEDTALYYCNKVP
WGDYHPGNVYWGOGTQVTVSS

405.

02B04

EVOLVESGGGLVQPGRSLTLSCAASTNIFSTSPMGWYRQAPGKQRELVA
ATHGFSTIYADSVKGRFTISRDNAKNSIYLOMNSLRPEDTALYYCNKVP
WGDYHPLNVYWGOGTQVTVSS

406.

01H11

EVOLVESGGGLVQPGRSLTLSCVASTNIFSTSPMGWYRQAPGKQRELVA
ATHGFSTLYADSVKGRFTISRDNAKNSIYLOMNSLRPEDTALYYCNKVP
WGDYHPGNVYWGOGTQVTVSS

407.

02E06

EVOQLVESGGGLVQPGRSLTLSCAASTNIFSDSPMGWYRQAPGKQRELVA
ATHGESTEFYADSVKGRFTISRDNAKNSIYLOMNSLRPEDTALYYCNKVP
WGDYHPGNVYWGOGTQVTVSS

408.

01EOS8

EVOQLVESGGGLVQPGRSLTLSCAASTNIFSQSPMGWYRQAPGKQRELVA
ATHGDSTLYADSVKGRFTISRDNAKNSIYLOMNSLRPEDTALYYCNKVP
WGDYHPGNVCWGOGTQVTVSS

409.

02A04

EVQLVESGGGLVQPGRSLTLSCAASTNIFSQSPMGWYRQAPGKQRELVA
ATHGKSTLYADSVKGRFTISRDNAKNSIYLOMNSLRPEDTALYYCNKVP
WGDYHPSNVYWGKGTQVTVSS

410.

02A08

EVOQLVESGGGLVQPGRSLTLSCAASTNIFSRSPMGWYRQAPGKQRELVA
ATHGESTLYADSVKGRFTISRDNAKNSIYLOMNSLRPEDTALYYCNKVP
WGRYHPGNVYWGOGTQVIVSS
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HaspaHue

KOHCTpPYKTAa

lNocneporaTensHocT™ VHH

411.

02E05

EVQLVESGGGLVQPGRSLTLSCAASTNIFSRSPMGWYRQAPGKQRELVA
ATHGISTLYADSVKGREFTISRDNAKNSIYLOMNSLRPEDTALYYCNKVP
WGDYHPGNVYWGQGTQVTVSS

412.

02HO09

EVOLVESGGGLVQPGRSLTLSCAASTNIFSRSPMGWYRQAPGKQRELVA
ATIHGSSTLYADSVKGRFTISRDNAKNSIYLOMNSLRPEDTALYYCNKVP
WGDYHPGNVYWGQGTQVTVSS

413.

02G06

EVOLVESGGGLVQPGRSLTLSCAASTNIFSGSPMGWYRQAPGKQRELVA
ATHGNSTLYADSVKGRFTISRDNAKNSIYLOMNSLRPEDTALYYCNKVP
WGDYHPGNVYWGOGTQVTVSS

414.

01BO9

EVOLVESGGGLVQPGRSLTLSCAASSNIFSISPMGWYRQAPGKQRELVA
ATHGSSTLYADSVKGRFTISRDNAKNSIYLOMNSLRPEDTALYYCNKVP
WGDYHPGNVYWGOGTQVTVSS

415.

02F03

EVOLVESGGGLVQPGRSLTLSCAASTNIFSIYPMGWYRQAPGKQRELVA
ATHGSSTLYADSVKGRFTISRDNAKNSIYLOMNSLRPEDTALYYCNKVP
WGDYHPKNVYWGOGTQVTVSS

416.

02F02

EVOQLVESGGGLVQPGRSLTLSCAASTNIFSKSPMGWYRQAPGKQRELVA
ATHGSSTLYADSVKGRFTISRDNAKNSIYLOMNSLRPEDTALYYCNKVP
WGDYHPGNVYWGOGTQVTVSS

417.

02HO1

EVOLVESGGGLVQPGRSLTLSCAASTNIFSKSPMGWYRQAPGKQRELVA
ATHGSSTLYADSVKGRFTISRDNAKNSIYLOMNSLRPEDTALYYCNKVP
WGDYHPRNVYWGOGTQVTVSS

418.

01G10

EVOLVESGGGLVQPGRSLTLSCAASTNEFSISPMGWYRQAPGKQRELVA
ATHGLSTLYADSVKGRFTISRDNAKNSIYLOMNSLRPEDTALYYCNKVP
WGAYHPRNVYWGOGTQVTVSS

419.

02D11

EVOLVESGGGLVQPGRSLTLSCAASTNEFSISPMGWYRQAPGKQRELVA
ATHGESTLYADSVKGRFTISRDNAKNSIYLOMNSLRPEDTALYYCNKVP
WGDYHPGNVYWGOGTQVTVSS

420.

01BO1

EVQLVESGGGLVQPGRSLTLSCAASTNIPSISPMGWYRQAPGKQRELVA
ATHGESTLYADSVKGRFTISRDNAKNSIYLOMNSLRPEDTALYYCNKVP
WGDYHPRNVAWGOGTQVTIVSS

421.

01G11

EVQLVESGGGLVQPGRSLTLSCAASTNIPSISPMGWYRQAPGKQRELVA
ATHGASTLYADSVKGREFTISRDNAKNSIYLOMNSLRPEDTALYYCNKVP
WGDYHPRNVAWGQGTQVTVSS

422.

01H1O0

EVOLVESGGGLVQPGRSLTLSCAASTNIPSISPMGWYRQAPGKQRELVA
ATIHGESTLYADSVKGRFTISRDNAKNSIYLOMNSLRPEDTALYYCNKVP
WGDYHPRNVYWGQGTQVTVSS

423.

01Cco04

EVOLVESGGGLVQPGRSLTLSCAASTNIPSISPMGWYRQAPGKQRELVA
ATHGDSTLYADSVKGRFTISRDNAKNSIYLOMNSLRPEDTALYYCNKVP
WGDYHPRNVYWGOGTQVTVSS

424,

01D04

EVOLVESGGGLVQPGRSLTLSCAASTNITSISPMGWYRQAPGKQRELVA
ATHGVSTLYADSVKGRFTISRDNAKNSIYLOMNSLRPEDTALYYCNKVP
WGDYHPRNVOQWGOGTQVTVSS

425.

01EQ7

EVOQLVESGGGLVQPGRSLTLSCAASTNIPSISPMGWYRQAPGKQRELVA
ATHGOSTLYADSVKGRFTISRDNAKNSIYLOMNSLRPEDTALYYCNKVP
WGDYHPRNVOQWGOGTQVTVSS

426.

02B11

EVOQLVESGGGLVQPGRSLTLSCAASTNIVSISPMGWYRQAPGKQRELVA
ATHGDSTLYADSVKGRFTISRDNAKNSIYLOMNSLRPEDTALYYCNKVP
WGDYHPRNVSWGOGTQVTVSS

427.

01F10

EVOLVESGGGLVQPGRSLTLSCAASSNIFSISPMGWYRQAPGKQRELVA
ATHGESTLYADSVKGRFTISRDNAKNSIYLOMNSLRPEDTALYYCNKVP
WGDYHPRNVTWGOGTQVTVSS

428.

02G08

EVOLVESGGGLVQPGRSLTLSCAASTNIDSISPMGWYRQAPGKQRELVA
ATHGESTLYADSVKGRFTISRDNAKNSIYLOMNSLRPEDTALYYCNKVP
WGDYHPRNVTWGOGTQVTVSS

429.

02G11

EVQLVESGGGLVQPGRSLTLSCAASTNIDSISPMGWYRQAPGKQRELVA
ATHGSSTLYADSVKGREFTISRDNAKNSIYLOMNSLRPEDTALYYCNKVP
WGDYHPRNVTWGOGTQVTIVSS
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430.

02HO®6

EVQLVESGGGLVQPGRSLTLSCAASTNIRSISPMGWYRQAPGKQRELVA
ATHGSSTLYADSVKGREFTISRDNAKNSIYLOMNSLRPEDTALYYCNKVP
WGDYHPRNVVWGOGTQVTVSS

431.

01BO2

EVOLVESGGGLVQPGRSLTLSCAASTNITSISPMGWYRQAPGKQRELVA
AISGEFSTLYADSVKGRFTISRDNAKNSIYLOMNSLRPEDTALYYCNEVP
WGDYHPRNVYWGQGTQVTVSS

432.

02H11

EVOLVESGGGLVQPGRSLTLSCAASTNITSISPMGWYRQAPGKQRELVA
AIHGESTLYADSVKGRFTISRDNAKNSIYLOMNSLRPEDTALYYCNKVP
WGDYHPRNVYWGOGTQVTVSS

433.

01F08

EVOLVESGGGLVQPGRSLTLSCAASTNITSVSPMGWYRQAPGKQRELVA
ATHGPSTLYADSVKGRFTISRDNAKNSIYLOMNSLRPEDTALYYCNKVP
WGDYHPTNVYWGOGTQVTVSS

434 .

01HO1

EVOLVESGGGLVQPGRSLTLSCAASTNIGSISPMGWYRQAPGKQRELVA
ATHGOSTLYADSVKGRFTISRDNAKNSIYLOMNSLRPEDTALYYCNKVP
WGDYHPONVYWGOGTQVTVSS

435.

01E10

EVOLVESGGGLVQPGRSLTLSCAASTNIESISPMGWYRQAPGKQRELVA
ATHGKSTLYADSVKGRFTISRDNAKNSIYLOMNSLRPEDTALYYCNKVP
WGDYHPRRVYWGOGTQVTVSS

436.

01G01

EVOQLVESGGGLVQPGRSLTLSCAASTNIVSISPMGWYRQAPGKQRELVA
ATHGDSTLYADSVKGRFTISRDNAKNSIYLOMNSLRPEDTALYYCNKVP
WGDYHPRRVYWGOGTQVTVSS

437.

01G04

EVOLVESGGGLVQPGRSLTLSCAASTNIDSISPMGWYRQAPGKQRELVA
ATHGNSTLYADSVKGRFTISRDNAKNSIYLOMNSLRPEDTALYYCNKVP
WGDYHPRMVYWGOGTQVTVSS

438.

01A04

EVOLVESGGGLVQPGRSLTLSCAASTNIFMISPMGWYRQAPGKQRELVA
ATHGDSTLYADSVKGRFTISRDNAKNSIYLOMNSLRPEDTALYYCNKVP
WGRYHPRNVYWGOGTQVTVSS

439.

01F12

EVQLVESGGGLVQPGRSLTLSCAASTNIFRISPMGWYRQAPGKQRELVA
ATHGDSTLYADSVKGRFTISRDNAKNSIYLOMNSLRPEDTALYYCNKVP
WGRYHPRNVYWGOGTQVTVSS

440.

01BO6

EVQLVESGGGLVQPGRSLTLSCAASTNIFSISPMGWYRQAPGKQRELVA
ATHGDSTLYADSVKGREFTISRDNAKNSIYLOMNSLRPEDTALYYCNKVP
WGEYHPRNVYWGQGTQVTVSS

441,

01C06

EVOLVESGGGLVQPGRSLTLSCAASTNIFSISPMGWYRQAPGKQRELVA
ATIHGDSTLYADSVKGRFTISRDNAKNSIYLOMNSLRPEDTALYYCNKVP
WGKYHPRNVYWGQGTQVTVSS

442 .

01BOS8

EVOLVESGGGLVQPGRSLTLSCAASTNIESISPMGWYRQAPGKQRELVA
ATHGSSTLYADSVKGREFTISRDNAKNSIYLOMNSLRPEDTALYYCNKVP
WGRYHPRNVYWGOGTQVTVSS

443.

01cC02

EVOLVESGGGLVQPGRSLTLSCAASTNIESISPMGWYRQAPGKQRELVA
ATHGNSTLYADSVKGRFTISRDNAKNSIYLOMNSLRPEDTALYYCNKVP
WGRYHPRNVYWGOGTQVTVSS

444,

01C10

EVOLVESGGGLVQPGRSLTLSCAASTNISSISPMGWYRQAPGKQRELVA
ATHGFSTLYADSVKGRFTISRDNAKNSIYLOMNSLRPEDTALYYCNKVP
WGYYHPRNVYWGOGTQVTVSS

445,

01F09

EVOLVESGGGLVQPGRSLTLSCAASTNISSISPMGWYRQAPGKQRELVA
ATHGHSTLYADSVKGRFTISRDNAKNSIYLOMNSLRPEDTALYYCNKVP
WGRYHPRNVYWGOGTQVTVSS

44¢6.

02D06

EVQLVESGGGLVQPGRSLTLSCAASTNISSISPMGWYRQAPGKQRELVA
ATHGESTVYADSVKGRFTISRDNAKNSIYLOMNSLRPEDTALYYCNKVP
WGRYHPRNVYWGOGTQVTVSS

447 .

01A06

EVOQLVESGGGLVQPGRSLTLSCAASTNIFSIRPMGWYRQAPGKQRELVA
ATHGESTVYADSVKGRFTISRDNAKNSIYLOMNSLRPEDTALYYCNKVP
WGDYHPRNVYWGOGTQVTVSS

448.

01C07

EVQLVESGGGLVQPGRSLTLSCAASTNIFSIYPMGWYRQAPGKQRELVA
ATHGEFSTYYADSVKGRFTISRDNAKNSIYLOMNSLRPEDTALYYCNKVP
WGSYHPRNVYWGOGTQVTIVSS

449.

01G09

EVQLVESGGGLVQPGRSLTLSCAASTNIFNISPMGWYRQAPGKQRELVA
ATHGEFSTYYADSVKGRFTISRDNAKNSIYLOMNSLRPEDTALYYCNKVP
WGRYHPRNVYWGOGTQVIVSS
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SEQ ID NO HaspaHue lNocneporaTensHocT™ VHH
KOHCTPpYyKTAa

450. 01F05 EVQLVESGGGLVQPGRSLTLSCAASTNIFSSSPMGWYRQAPGKQRELVA
ATHGEFSTWYADSVKGRFTISRDNAKNSIYLOMNSLRPEDTALYYCNKVP
WGRYHPRNVYWGQGTQVTVSS

451 . 02B12 EVQLVESGGGLVQPGRSLTLSCAASTNISSISPMGWYRQAPGKQRELVA
ATHGFDTLYADSVKGRFTISRDNAKNSIYLOMNSLRPEDTALYYCNKVP
WGDYHPRNVYWGQGTQVTVSS

452, 02G01 EVQLVESGGGLVQPGRSLTLSCAASTNIFSINPMGWYRQAPGKQRELVA
ATHGFDTLYADSVKGRFTISRDNAKNSIYLOMNSLRPEDTALYYCNKVP
WGDYHPRNVSWGQGTQVTVSS

453, 01A09 EVQLVESGGGLVQPGRSLTLSCAASTNIFSITPMGWYRQAPGKQRELVA
ATHGRSTLYADSVKGRFTISRDNAKNSIYLOMNSLRPEDTALYYCNKVP
WGSYHPRNVYWGQGTQVTVSS

454, 01HOS5 EVQLVESGGGLVQPGRSLTLSCAASTNIFSITPMGWYRQAPGKQRELVA
ATHGTSTLYADSVKGRFTISRDNAKNSIYLOMNSLRPEDTALYYCNKVP
WGRYHPRNVYWGQGTQVTVSS

455, 02F06 EVQLVESGGGLVQPGRSLTLSCAASTNIFSITPMGWYRQAPGKQRELVA
ATHGESTLYADSVKGRFTISRDNAKNSIYLOMNSLRPEDTALYYCNKVP
WGRYHPRNVYWGQGTQVTVSS

456. 02G07 EVQLVESGGGLVQOPGRSLTLSCAASTNIFSITPMGWYRQAPGKQRELVA
ATHGESTLYADSVKGREFTISRDNAKNSIYLOMNSLRPEDTALYYCNKVP
WGDYHPRDVYWGQGTQVTVSS

457. 01F07-M34Y | EVQLVESGGGLVQPGRSLTLSCAASTNIFSTSPYGWYRQAPGKQRELVA
ATHGFSTIYADSVKGREFTISRDNAKNSIYLOMNSLRPEDTALYYCNKVP
WGDYHPGNVYWGQGTQVTVSS

458. 01F01-M34G | EVQLVESGGGLVQPGRSLTLSCAASTNIFSTSPGGWYRQAPGKQRELVA
ATHGEFSTIYADSVKGRFTISRDNAKNSIYLOMNSLRPEDTALYYCNKVP
WGDYHPGNVYWGQGTQVTVSS

459, 02G02-M34Y | EVQLVESGGGLVQPGRSLTLSCAASTNIFSITPYGWYRQAPGKQRELVA
ATIHGASTLYADSVKGREFTISRDNAKNSIYLOMNSLRPEDTALYYCNKVP
WGDYHPGNVYWGQGTQVTVSS

460. 02G02-M34G | EVQLVESGGGLVQPGRSLTLSCAASTNIFSITPGGWYRQAPGKQRELVA
ATIHGASTLYADSVKGREFTISRDNAKNSIYLOMNSLRPEDTALYYCNKVP
WGDYHPGNVYWGQGTQVTVSS

461. Fl EVQLVESGGGLVQPGRSLTLSCAAS

462 . F1l EVQLVESGGGLVQPGRSLTLSCVAS

463. F2 WYRQAPGKQRELVA

464 . F3 GREFTISRDNAKNSIYLOMNSLRPEDTALYYCNK

465. F3 GRETISRDNAKNSIYLOMNSLRPEDTALYYCNE

466. F4 WGQGTQVTVSS

467 . F4 WGKGTQVTVSS

468. BCMA MLOMAGQCSONEYFDSLLHACIPCQLRCSSNTPPLTCQRYCNASVTNSV

enoBexa KGTNAIILWTCLGLSLIISLAVFVLMFLLRKINSEPLKDEFKNTGSGLLG

MANIDLEKSRTGDEIILPRGLEYTVEECTCEDCIKSKPKVDSDHCFPLP
AMEEGATILVTTKTNDYCKSLPAALSATEIEKSISAR

469. BCMA wMbiM MAQQCFHSEYFDSLLHACKPCHLRCSNPPATCQPYCDPSVTSSVKGTYT

VIWIFLGLTLVLSLALFTISFLLRKMNPEALKDEPQSPGQLDGSAQLDK
ADTELTRIRAGDDRIFPRSLEYTVEECTCEDCVKSKPKGDSDHEFFPLPA
MEEGATILVTTKTGDYGKSSVPTALOQSVMGMEKPTHTR
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SEQ ID NO HaspaHue lNocneporaTensHocT™ VHH
KOHCTPpYyKTAa
470 . BCMA MLOMARQCSONEYFDSLLHDCKPCQLRCSSTPPLTCQRYCNASMTNSVK
BAHCKOD GMNAILWTCLGLSLIISLAVFVLTFLLRKMSSEPLKDEFKNTGSGLLGM
oro ANIDLEKGRTGDEIVLPRGLEYTVEECTCEDCIKNKPKVDSDHCFPLPA
Makaka MEEGATILVTTKTNDYCNSLSAALSVTEIEKSISAR
471. 6xHis- His-His-His-His-His-His
MeTKa
472, 253BH10 QVQLVESGGGLVQPGESLRLSCAASTNIFSISPMGWYRQAPGKQRELVA
(aHTUTEsIO ATIHGFSTLYADSVKGRFTISRDNAKNTIYLOMNSLKPEDTAVYYCNKVP
JlaMel K WGDYHPRNVYWGQGTQVTVSS
BCMA)
473. 253BH10 TNIFSISPMG
CDR1
474 ., 253BH10 ATHGFSTLYADSVK
CDR2
475, 253BH10 VPWGDYHPRNVY

CDR3
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®OPMYVYIJIA U3OBPETEHUA

1. IlpumeHeHne OTHOAOMEHHOTO O€NiKa, CBSI3BIBAIOLIETO areHT COo3peBaHus B-kierok
(BCMA), n1st mpuUroTOBNIEHHS JIEKAPCTBEHHOTO CPEACTBA AJIsA JIEUEHUS paKa, IIe OJHOAOMEHHBIN
cesizbiBatoluit BCMA Oesiok comepuT ompezesnsionue komieMeHntapHocts odimactu CDRI,
CDR2 u CDR3, npuuem:

(a) amuHOKHUCIOTHAs nocienoBaresbHOCTE CDR1 siBisieTcst Takoi, Kak MPEACTaBJICHO B
SEQ ID NO: 76;

(b) amunHOKMCOTHAST TTocenoBaTebHOCTE CDR2 siBnsieTcst Takoi, kKak MpeacTaBJIeHO B
SEQ ID NO: 190; u

(c) amuHOKHUCIOTHAs mocienoBareibHOCTh CDR3 siBisieTcst TakoM, KaK MPECTABIIEHO B
SEQ ID NO: 304.

2. [pumenenwue mo 1.1, mpuueM OTHOAOMEHHBIN cBsi3biBaromnii BCMA Genok conepskur
aMUHOKHUCIIOTHYIO mocaenosatenbHocTh SEQ ID NO: 383,

3. TlonuHykiaeoTHA, KOOUPYIOIIUH OJHOJOMEHHBIH O€JIOK, CBSI3BIBAIOLINI AareHT
co3peBanusi B-knerok (BCMA), rne ogHomoMmeHHbIN cBsizbiBatomuii BCMA Oenok comepkur
onpenensitonrue komriemeHrapaoctb odyacti CDR1, CDR2 u CDR3, mpuuem:

(a) amuHOKHUCITOTHAs ocienoBareibHOCTE CDR 1 siBisieTcst Takoi, Kak MPEICTABJICHO B
SEQ ID NO: 76;

(b) amunHOKMCOTHAST TTocenoBaTenbHOCTE CDR2 siBnsieTcst Takoil, kKak MpeacTaBJIeHO B
SEQ ID NO: 190; n

(c) amuHOKHUCIOTHAs nocienoBarenbHOCTE CDR3 siBisieTcst Takoi, Kak MPECTaBJICHO B
SEQ ID NO: 304.

4. TlonuHykJeOoTHA MO TM.3, MpUYeM OJHOAOMEHHbIH cBs3bBatomni BCMA Genok
COEPKUT aMUHOKHUCIIOTHYIO nocieaosatenbHOCTh SEQ ID NO: 383.

5. Ilonunykneorun no n.3 wiu 4, npudeM nonunykyueorus cogepxut JIHK nnu PHK.

6. INomunykneotun mo m3 wim 4, NpuyeM MOJUHYKJICOTHI MPENCTaBIseT COOOH
marpuunyto PHK (MPHK).

7. Bektop, conepskamuii NOJUHYKJICOTH] TIO JTFOOOMY M3 MyHKTOB 3-0.

8. KneTka-x03s1uH, conep:kaiiasi MOJMHYKIEOTH A 10 JJI0OOMY M3 MyHKTOB 3-6 WM BEKTOP
no n.7.

9. ®@apmaneBTHUYECKas] KOMIIO3HMLMS, COAEp’KaIlas IOJIUHYKJIEOTHA M0 JIIOOOMYy U3
IIYHKTOB 3-0, BEKTOP MO I.7 WIN KJIETKY-XO35IUH M0 11.8.

10. @apmanieBTUYECKasT KOMITO3UIIHS, COAEPIKaIasi OJHOIOMEHHBIN OEJIOK, CBS3BIBAIOIIUIH

areHT cospeBaHus B-kiaerok (BCMA), st nmpuUroToBieHUs JIEKAPCTBEHHOIO CPEACTBA s
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JIeUeHUsl paka, rae ONHONOMEHHbIN cBsi3biBarommii BCMA 0Oenok comepKUT Omnpeaessouue
xkomriemenTapHocTh obsnactu CDR1, CDR2 u CDR3, npuyewm:

(a) amuHOKHUCITOTHAs ocienoBareibHOCTE CDR1 siBisieTcst Takoi, Kak MPECTaBJICHO B
SEQ ID NO: 76;

(b) amuHOKMCIOTHAs mocnenoBaTenbHOCTh CDR2 siBisieTcst TakoH, Kak MPEACTAaBICHO B
SEQ ID NO: 190; u

(¢) amuHOKHUCIOTHAs mocienoBaTeibHOCTh CDR3 siBisieTcst TakoM, Kak MPECTaBJIEHO B
SEQ ID NO: 304.

11. dapmaneruueckass koMnosuuus no m.10, npuuemM OIHOIOMEHHBIN CBS3bIBAOLINN
BCMA 0Genok comepKuUT aMHMHOKUCIIOTHYIO nocienoarenbHocth SEQ ID NO: 383,

12. Tlpumenenue QapManeBTUYECKOW KOMIO3UIMK Mo Jrodomy u3 mm.9-11 nmus
MPUTOTOBJICHUS JIEKAPCTBEHHOTO CPEACTBA IS JICUEHUs PaKa.

13. Tlpumenenune no mrodomMy u3 nm. 1-2 niam 12, rae pak BKIOYAET NEPBUYHBIN PaK HIIH
€ro MeTacTasbl.

14. Ilpumenenue o modomy u3 nm. 1-2 unu 12-13, rae pak BKIIOYAET pak, UMEromui B-
KJIETOYHOE MIPOUCXOKICHHUE.

15. Ilpumenenue no n.14, rae pak, umeromui B-k1eTOYHOE TPOUCXOXKACHNUE, BKIIFOYAET
MHOXECTBEHHYIO MHEJIOMY, JIEMKO3, TUM(POMY HIIH UX METACTa3bl.

16. IIpumenenue no modomy u3 nn. 1-2 nnm 12-15, rae npuMeHeHne BKIII0YaeT BBEICHUE
ogHomoMeHHoro cBs3biBatomiero  BCMA  Oenka wnm  ¢apManeBTHUECKOH — KOMIIO3ULIUH
HY>KJAIOIIEMYCsl B 5TOM MALUEHTY.

ITo noBepenHocTH



HopmanuzoBaHHas #KH3HECTIOCOOHOCTD (%)

100+

80+

60 -

40 4

201

e

1/42

577490

Il epenanpapiaennoe YHHYTOReHHe KaeTor EJM

ounmeHHbIMH T-RIeTKAMH YeI0BEKa

THTAC (log[M])

OUI'YPA 1

o+ ¢ 0t

01HO08
01F07
02F02

BH253
OTPHLATEIbHBIN
KOHTPOIb



2/42

SDS-PAGE OUMIIEHHBIX TPUCHEHNUPUYECKHUX HAEIVIEHHBIX HA BCMA
BEJIKOB
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Hopoxka 1: 01F07-M34Y TriTAC, HeBocCTAHOBJICHHBII
Hopoxka 2:01F07-M34G-TriTAC, HeBOCCTAHOBJIEHHbIH
Hopoxka 3: 02B0S TriTAC, HeBOCCTAHOBJIEHHBIH
Hopo:xxka 4: 02G02-M34Y TriTAC, HeBOCCTAHOBJIEHHBIH
Hopoxka S: 02G02 M34G TriTAC, HeBOCCTAHOBJIEHHBIH
Hopoxka 6: cranaapt SDS-PAGE mmupoxoro nnana3ona (Bio-Rad, Ne mo kar. 1610317)
Hopoxka 7: 01F07-M34Y TriTAC, HeBocCTAHOBJICHHDbII
Hopoxka 8:01F07-M34G-TriTAC, HeBocCTAHOBJICHHbIH
Hopo:xka 9: 02B0S TriTAC, HeBocCcTAHOBJIEHHBII
Hopoxxka 10: 02G02-M34Y TriTAC, HeBoccTaHOBJIEHHBII
Hopoxxka 11: 02G02 M34G TriTAC, HeBoccTaHOBJIEHHBII
Hopo:xka 12: cranaapt SDS-PAGE mupoxoro nuanasona (Bio-Rad, Ne o xar. 1610317)
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D It is also accompanied by a copy of each prior art document cited in this report.

1. Basis of the report
a. With regard to the language, the international search was carried out on the basis of:
[Z] the international application in the language in which it was filed.

D a translation of the international application into which is the language of
a translation furnished for the purposes of international search (Rules 12.3(a) and 23.1(b)).

b. I:] This international search report has been established taking into account the rectification of an obvious mistake
authorized by or notified to this Authority under Rule 91 (Rule 43.6bis(a)).

c. With regard to any nucleotide and/or amino acid sequence disclosed in the international application, see Box No. I.

2. [E Certain claims were found unsearchable (see Box No. II).
3. Unity of invention is lacking (see Box No. I1I).

4. With regard to the title,
|X] the text is approved as submitted by the applicant.
D the text has been established by this Authority to read as follows:

5. With regard to the abstract,
@ the text is approved as submitted by the applicant.
D the text has been established, according to Rule 38.2, by this Authority as it appears in Box No. IV. The applicant
may, within one month from the date of mailing of this international search report, submit comments to this Authority.
6. With regard to the drawings,
a. the figure of the drawings to be published with the abstract is Figure No. 29
as suggested by the applicant.
D as selected by this Authority, because the applicant failed to suggest a figure.
D as selected by this Authority, because this figure better characterizes the invention.

b. D none of the figures is to be published with the abstract.
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1. With regard to any nucleotide and/or amino acid sequence disclosed in the international application, the international search was
carried out on the basis of a sequence listing:

a. forming part of the international application as filed:

m in the form of an Annex C/ST.25 text file.
D on paper or in the form of an image file.

b. D furnished together with the international application under PCT Rule 13fer.1(a) for the purposes of international search
only in the form of an Annex C/ST.25 text file.

c. |:I furnished subsequent to the international filing date for the purposes of international search only:
D in the form of an Annex C/ST.25 text file (Rule 13¢er.1(a)).
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3. Additional comments:
GenCore ver 6.4.1 SEQ ID NOs: 346, 4, 118, 232, 346, 461, 464, 466

Form PCT/ISA/210 (continuation of first sheet (1)) (January 2015)



PCT/US2018/055682 01.03.2019

INTERNATIONAL SEARCH REPORT International application No.
PCT/US 18/55682

Box No. 11 Observations where certain claims were found unsearchable (Continuation of item 2 of first sheet)
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because they relate to subject matter not required to be searched by this Authority, namely:

2. D Claims Nos.:

because they relate to parts of the international application that do not comply with the prescribed requirements to such an
extent that no meaningful international search can be carried out, specifically:

3 @ Claims Nos.: 19-29
because they are dependent claims and are not drafted in accordance with the second and third sentences of Rule 6.4(a).

Box No. III  Observations where unity of invention is lacking (Continuation of item 3 of first sheet)

This International Searching Authority found multiple inventions in this international application, as follows:
-----Go to Extra Sheet for continuation------

1. D As all required additional search fees were timely paid by the applicant, this international search report covers all searchable
claims.
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3. D As only some of the required additional search fees were timely paid by the applicant, this international search report covers
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4. m No required additional search fees were timely paid by the applicant. Consequently, this international search report is

restricted to the invention first mentioned in the claims; it is covered by claims Nos.:
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Remark on Protest D The additional search fees were accompanied by the applicant’s protest and, where applicable, the
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D The additional search fees were accompanied by the applicant’s protest but the applicable protest
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[:l No protest accompanied the payment of additional search fees.
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Continuation of Box Ill: Observations where Unity of Invention is lacking.

This application contains the following inventions or groups of inventions which are not so linked as to form a single general inventive
concept under PCT Rule 13.1. In order for all inventions to be searched, the appropriate additional search fees must be paid.

Group I+: Claims 1-18, drawn to a single domain B cell maturation agent (BCMA) binding protein, comprising complementary domains
CDR1, CDR2, CDR3.

The single domain binding protein will be searched to the extent that the protein has a structure f1-r1-f2-r2-f3-r3-f4, where rt, r2, r3
represent CDR1, CDR2, CDR3, respectively, and f1-f4 are framework regions (claim 2), and is from about 80% to 100% identical to the
amino acid sequence in SEQ ID NO: 346 (claims 2, 6), wherein r1 comprises SEQ ID NO: 4 (claim 3), r2 comprises SEQ ID NO: 118
(claim 4), r3 comprises SEQ 1D NO: 232 (claim 5), f1 comprises SEQ ID NO: 461 (claim 7), f2 comprises SEQ ID NO: 463 (claim 8), f3
comprises SEQ ID NO: 464 (claim 9) and f4 comprises SEQ ID NO: 466 (claim 10), where a first amino acid substitution in SEQ ID NO:
346 at position 26 in CDR1, substituted with S (SEQ ID NO: 21) (claim 17). It is believed that claims 1-10, 17,18 read on this first named
invention and thus these claims will be searched without fee to the extent that they encompass the first named single domain binding
protein described above. Additional single domain binding proteins, r1, r2, r3, f1, 2, 13, f4 amino acid sequences and specific
substitutions will be searched upon payment of additional fees. Applicant must specify the claims that encompass any additional single
domain binding proteins or r1, r2, 3, f1, f2, f3, f4 amino acid sequences or specific substitutions. Applicants must further indicate, if
applicable, the claims which read on the first named invention if different than what was indicated above for this group. Failure to clearly
identify how any paid additional invention fees are to be applied to the "+" group(s) will result in only the first claimed invention to be
searched/examined. An exemplary election would be: single domain binding protein with 80%-100% identity to SEQ ID NO: 346 and r1,
12, 13, f1, 12, 13, f4 amino acid sequences SEQ ID NOs: 27, 220, 234, 461, 463, 464, 466 respectively and amino acid substitution at
position 26 of CDR1 to S (SEQ ID NO: 21) (claims 1-10, 17, 18).

The inventions listed as Groups |+ do not relate to a single general inventive concept under PCT Rule 13.1 because, under PCT Rule
13.2, they lack the same or corresponding special technical features for the following reasons:

Technical Features:

No technical features are shared between the polypeptide sequences of Group |+ and, accordingly, these groups lack unity a priori.
Additionally, even if Groups |+ inventions were considered to share the technical features of:

1. A single domain B cell maturation agent (BCMA) binding protein, comprising complementarity determining regions CDR1, CDR2, and
CDR3

these shared technical features are previously disclosed by US 2013/0273055 A1 to Borges et al. (hereinafter "Borges").

As to the shared technical feature, Borges discloses (para [0056); "Single domain antibodies correspond to the variable domains of
either the heavy or light chains of non-camelid mammalian, in particular human antibodies. in order to bind an epitope as a single
antigen binding domain, i.e. without being paired with a VL or VH domain, respectively, specific selection for such antigen binding
properties is required, e.g. by using libraries of human single VH or VL domain sequences [i.e., each comprising a CDR1, a CDR2, and
a CDR3 domain]"; abstract-"a first binding domain binds to the B cell maturation antigen BCMA").

As the shared technical feature was known in the art at the time of the invention, this cannot be considered a shared special technical
feature that would otherwise unify the groups. The inventions lack unity with one another.

Therefore, Group I+ inventions lack unity of invention under PCT Rule 13 because they do not share a same or corresponding special
technical feature.

Continuation of tem 4: Claims 19-29 are multiple dependent claims and are not drafted according to the second and third sentences of
PCT Rule 6.4(a).

Continuation of Box Ill-4: This international search report is restricted to the invention first mentioned in the claims; it is covered by
Claims 1-10, 17,18, limited to the single domain binding protein will be searched to the extent that the protein has a structure f1-r1-f2-r2-
f3-r3-f4, where r1, r2, 13 represent CDR1, CDR2, CDR3, respectively, and f1-f4 are framework regions (claim 2), and is from about 80%
to 100% identical to the amino acid sequence in SEQ ID NO: 346 (claims 2, 6), wherein r1 comprises SEQ ID NO: 4 (claim 3), r2
comprises SEQ ID NO: 118 (claim 4), r3 comprises SEQ 1D NO: 232 (claim 5), f1 comprises SEQ ID NO: 461 (claim 7), f2 comprises
SEQ ID NO: 463 (claim 8), f3 comprises SEQ D NO: 464 (claim 9) and f4 comprises SEQ ID NO: 466 (claim 10), where a first amino
acid substitution in SEQ ID NO: 346 at position 26 in CDR1, substituted with S (SEQ ID NO: 21) (claim 17) (i.e. claims 1-10, 17,18).
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