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OIIMCAHUE U30BPETEHUA
2420-564526EA/081
AHTHUTEJIO TPOTUB PD-L1 U EI'O IPUMEHEHHE

OBJIACTH TEXHUKU

[0001] Hacrosimast 3asiBKa OTHOCHTCA K 00nacTH OWOMENULIMHBI, B YaCTHOCTH, K
antuteny npotuB PD-L1, u HOMOMHUTEIBHO OTHOCUTCS K CIOCOOY JIEYeHHUsT 3JI0KaYeCTBEHHBIX
HOBOOOpPa30BaHMH MOCPEICTBOM HCIIOJIB30BAHUS TAKOTO aHTHTENA B KOMOMHALMH C AHTUTEJIOM
npotuB CD137 1 HONOJHUTENEHO OTHOCUTCS K Oucenu(uueckoMy aHTHTENy, 0Opa30BaHHOMY
TaKUM aHTUTEJIOM U aHTUTeN oM npoTuB CD137.

YPOBEHb TEXHUKU

[0002] Benok mnporpammupyemoii rudenn kietok-1 (PD-1, Takke H3BECTHBIH Kak
CD279) u ero muranasl PD-L1 (taxke msBectHwiii kak B7-H1, CD274) u PD-L2 (takke
u3BecTHblll kak B7-DC, CD273) B3auMOAEHCTBYIOT, 4YTO MPUBOAUT K BO3HUKHOBEHHIO
OTPULIATEJIBHOTO KOCTUMYJIATOPHOIO CHUTHaja Mg peryjasiuuu  aktusauuu T-kiaetok. B
OTCYTCTBHE KOCTHUMYJISITOPHOIO CHUrHaja T-kjieTkaM TpPyAHO BOCHPUHUMATh AHTUIEHHYIO
CTHMYJISILUIO, OHH HE MOryT obecneunBaTh 3((EKTUBHBI UMMYHHBIH OTBET, M 3TO TaKXkKe
MOXK€ET MPUBOAUTD K UCTOLIEHUIO WJIK TOJIEPAHTHOCTH K reTepOreHHbIM anTurenam. PD-1 mosxer
JKCIpeccupoBateCsi B T-kierkax, B-kieTrkax, €CTeCTBEHHBIX KWJIEPHBIX T-KJIETKax,
AKTUBUPOBAHHBIX MOHOHYKJICAPHBIX KjeTKax U AeHapuTHelx kietkax (DC). PD-1 moxer
5KCIPECCUPOBATLCS AKTMBUPOBAHHBIME, HO He cTUMynupoBanHbiMt CD4" u CD8" T-knetkamu,
B-kneTrkamu u kaeTkamu KOCTHOro mMosra denoseka. PD-L1 u PD-L2 otnuuarores apyr ot apyra
npodunssmMu  cBoed  skcmpeccun. PD-L1  mMoker sKkcmpeccHpoBaTbCsi HE TOJBKO B
FEéMOINOITUYECKUX KJIETKAX, HO TaKXe U B Pa3IMYHbIX HEreMOINO3THUYECKUX KIIETKAX, I
skcnpeccusi PD-L2, rmaBHbIM 00pa3oM, OrpaHn4eHa NeHAPUTHBIMU KJIETKAMHU M Makpodaramu.
B7.1 (CD80) Taxxe siBisiercs peuenropom PD-L1, sxcnipeccupyromumcst B aKTHBUPOBAaHHBIX B-
kyeTkax, T-kierkax, makpodarax u neHApuTHbIX kietkax. Kak muranmg PD-1 u B7.1, PD-L1
TAK)KE CEJIEKTUBHO JKCIPECCHPYETCS] B PA3JIMYHBIX OIMYXOJEBBIX KieTkax. MHrudupoBaHue
nepenaun curiaia PD-L1 Bkmowaer OnokupoBanue B3aumopeictsust mexxay PD-L1 u PD-1 u
B7.1 wmm wu Tem, u napyruM, M, TakuM o0Opa3oMm, mnpenorBpaiieHue ortnpaBku PD-L1
OTPULIATEJIBHOTO KOCTUMYJISITOPHOIO CUTHaja B T-KJIETKU M ApPYyrue aHTUIEHIIPE3CHTUPYIOLINE
KJIETKH. JTO MOXKET YCWJIMBATh MMMYHHBIH OTBET Ha WH(pEKUUIO (HApuMep, OCTPYIO HIIH
XPOHHYECKYIO) U MPOTUBOOIYXOJIEBbI HMMYHUTET.

[0003] CDI137 (rakke wu3BecTHbli kak 4-1BB, TNFRSF9, u T.n1.) sBusercs
TpaHCMeMOpaHHbIM  OenkoM — cymepcemeiictBa ¢akropa Hekposa omyxomu (TNFRS).
UccnenoBanusi mnokaspBatoT, uto CDI137-akTuBupyroniee MOHOKJIOHAJIBHOE AaHTHUTENO
MOBBIIIAET SKCIPECCUI KOCTUMYJISITOPHBIX MOJIEKYJI BO MHOXKECTBE MOJENEH, YTO 3HAYUTEIbHO
NOBBIINAET OTBET LUTOJUTUYECKUX T-TMM(QOIMTOB M WIrPAET NPOTHUBOOIYXOJIEBYIO POJIb.
IIporuBoonyxoneBbiii  orBer CD137-HampaBineHHbIX CrIOCOOOB — Tepanmuu  MMOKa3aH B
UCCJIEIOBAHMSIX, BKJIFOYAOIIUX MIPOTUBOONYXOJIEBBIN TEepaneBTUIECKUN s dext

AKTUBUPYIOLErO MOHOKJIOHAJIBHOTO aHTuTena npotus CD137 Mplly y MbILIEH.



[0004] B nactosimmee Bpemsi, antutena npotus PD-L1 ogoOpeHs! Ay NCTIONb30BaHUS B
JIEYEHNH HEKOTOPBIX 3JI0KaYeCTBEHHBIX HOBOOOPA30BaHMM, U CYIIECTBYIOLIHE AaHTUTENA ITPOTHB
CD137 noreHuMaabHO MOXKHO HCIIOJIb30BATh B JICYCHUH PA3JIMYHbIX oryxoyiel. CoolmaroT, 4To
UCCIIeIOBAIM MTPOTHUBOOMYXOJIEBbIH TepaneBTudecknii sddexr anrurena mnporus PD-1 B
koMOuHatmu ¢ aHturesnioM npotuB CD137 mocpencTBoM HCMONB30BaHHUS MOJENU MBbIIIEH,
HECYLINX ONMyXOJH. Pe3ynpTaTsl MOKA3ajH, YTO JIBa AHTUTENA, HCIOJIb3yeMble B KOMOMHAIINY,
JAEMOHCTPUPYIOT 3HAYUTEIbHO YCHJICHHYK) HHCHOMPYIOMIYIO OMYyXOJib AKTHUBHOCTH IO
CPaBHEHUIO C HX HCIIOJIb30BAHHUEM IO OTAENIbHOCTH, HO C TOYKU 3PEHHS KOMILUIAEHTHOCTH U
60,11, KOMOMHHPOBAHHOE JIEUEHHE JOCTABJISIET HEy10OCTBO MALIMEHTAM U TOBBIIIAET 3aTPaThl HA
neuenne. Pazpadorka Oucnenuduyeckoro anrurena (BsAb) u3 AByX MOHOKJIOHAJIBHBIX aHTUTEN
MOJKET ITOMOYb PELINTh YKa3aHHYIO BBILIE MPpoOIeMy Oyarofapsi HAIMYHUIO IBYX CHelU(PUISCKIX
AHTUTCHCBS3BIBAIOIINX YYACTKOB B OucrenuduueckoM anturene. Takum o0pa3om, CyLIeCTByeT
ocTpasi HeOOXOIUMOCTh B pa3paboTke HoBoOro anturena npotuB PD-L1, umeromero ny4myro
dapmanepTrueckyr 3pPekTHBHOCT U OoJiee HU3KYI0 UMMYHOT€HHOCTh, U Oucnenuduieckoro
antutena PD-L1/CD137 nns nocTwkeHus Jy4inero mpoTHBOOMYX0IeBOTO 3¢ dekra.

CYHIHOCTD U30BPETEHUA

[0005] Hacrosimmast 3asBka OTHOCUTCA K aHTuTteny nporuB PD-L1, ero
AHTUTeHCBS3BIBAIOIIEMY (DparMeHTy WM BapUAHTy, UMEIOIIEMY OJHO HJIH OoJiee U3 CIeIYIOIUX
cBoiictB: 1) wMoxer cBs3bBarbcs ¢ Oenxkom PD-L1 ¢ Beicokoit adduHHOCTBIO U
cneun(pUIHOCTBIO; 2) MOXKET MHruOmpoBath cBsi3biBaHue Oenka PD-1 ¢ Genxom PD-L1; u 3)
MOJKET NMPUBOAUTH K OOJErYeHHIO CHMITOMOB WM JIe4eHHIO omyxoied. Hacrosimast 3asBka
TaK>K€ OTHOCUTCS K OucnenuduueckoMy aHTUTENy, UMEIOIEMY OIHO WJIH OoJiee U3 CIEeAYIOIINX
cBOHCTB: 1) Moxer cBs3piBaThcst ¢ Oenmkom PD-L1 ¢ Bbicokod  aduHHOCTBIO H
cienuUIHOCTBIO;, 2) MOXeT cBs3biBaThcs ¢ OenkoM CD137 ¢ Beicoko# ad(PUHHOCTBIO U
cienupuIHOCTBIO; 3) MoXeT ycwiuBarh (yHkimu T-xnetox; m 4) MOXET NPUBOAUTH K
00JIerYeHNI0 CHMIITOMOB WJIM JICYEHHMIO Omyxosied. Hacrosimasi 3asiBKa TakKe OTHOCUTCS K
croco0y TONydeHus: U NMPUMEHEHHI0 aHThTejaa npoTuB PD-L1, ero aHTUreHCBSI3bIBAIOIIETO
(parmeHTa WM BapuaHTta, OUCIen(pUIECKOMY aHTUTEIY.

[0006] B onmHOM U3 acCMEeKTOB HACTOSINAs 3asBKa OTHOCUTCS K AaHTUTENY, €ro
AHTUTEHCBS3BIBAIOIEMY (parMeHTy WM BapUAHTY, CBsi3biBaroiemycs ¢ 6emxkom PD-L1 ¢ KD
3x10” M umu menee.

[0007] B HexkoTOpbIX BapuUaHTax OCYLIECTBIIEHHS AHTUTENO BKJIOYAET JIETKYIO LeMb
anTuTena win ee (parment, Bmovaomy LCDR1, u LCDR1 BkimroYaeT aMHMHOKHCIOTHYIO
nocnenoBaTeabHOCTh, puBeAeHHYI0 B SEQ ID NO: 53: TGTX1SX2VGGYX3X4VS; roe X1
seisiercst S, R unmu V; X2 sensiercs D, E wnu S; X3 saensiercs N winu R; X4 spnsierca Y unu E, n
rne LCDRI1 omnpenensirtoT B COOTBETCTBUH ¢ MHASKCOM HyMmepanuu antuten Kabat.

[0008] B HexoTopeix BapuaHTax ocyuiectBieHus LCDRI1 BkitouaeT aMUHOKHCIOTHYIO
MOCJIEIOBATEIBHOCTD, BRIOpaHHYIO U3 rpymibl, cocrosimeit n3 SEQ ID NO: 54-58. B HekoTOpbIX
BAapUAHTAaX OCYLIECTBIEHHs JieTkKas Lenb aHTtuTena win ee ¢parmeHt Bkmouyaer LCDR2,

BKJIFOUAKOLIYI0O AMUHOKHUCJIOTHYIO MOCHIEA0BAaTeNbHOCTh, NpuBeaeHHyro B SEQ ID NO: 59:



XINSX2RPS, rne X1 sBnserca G unmu E; X2 spnsercs N wnu I, u rne LCDR2 onpenensitor B
COOTBETCTBHUM C UHIEKCOM Hymepauuu anturen Kabat. B HekoTophx BapuaHTax
ocymecteiennst LCDR2 BkimroyaeT aMMHOKHCIIOTHYIO IOCJIEIOBATENbHOCTb, BBIOPAHHYIO W3
rpynnbl, cocrosimeit u3 SEQ ID NO: 60-61. B HeKOTOpBIX BapuUaHTax OCYLIECTBIEHUS JIeTKast
nenb aHtutena win ee ¢parmedt Biimouyaer LCDR3, BkIHOYAKOLyl0 aMHHOKHCIOTHYIO
nocyenoBaTenbHOCTh, puBeneHHyo B SEQ ID NO: 62: QSYDSSLSGX1V, rae X1 sBusiercst S
win T, u rne LCDR3 onpenensioT B COOTBETCTBUY ¢ MHAEKCOM HyMeparmu anturen Kabat.

[0009] B HekoTOpBIX BapuUaHTaX OCYLIECTBJICHUs JieTKas LeMb AaHTUTeNlA WU ee
(dbparMeHT OOMOJHUTEIPHO BKJIFOYaeT kapkacHbie obmactu L-FR1, L-FR2, L-FR3 u L-FR4. B
HEKOTOPBIX BAPHAHTAX OCYINECTBJICHUS KapKacHble OOJIACTH BBIOPAHBI U3 TPYIIIbI, COCTOSLICH
U3 KOHCEHCYCHBIX KapKaCHBbIX IIOCJIENOBATEIbHOCTEN 4YeNOBeKa M IOCJIENOBATEIbHOCTEN
3apoAbIIeBON JIMHUM uesloBeka. B HekoTopbix BapuaHTax ocyuiectBieHus C-xonen L-FR1
npsiMo WM KocBeHHO cBs3zaH ¢ N-koHuom LCDRI, u L-FR1 Bkirodaer aMHHOKHCIOTHYIO
MOCJIEIOBATEIBHOCTD, BbIOpaHHYIO U3 rpymmbl, coctosmed u3 SEQ ID NO: 71. B HekoTOpbIX
BapuaHrtax ocyuectsieHus L-FR2 naxonurca mexny LCDR1 u LCDR2, u L-FR2 Bkmtouaer
AMUHOKHUCJIOTHYKO TOCJIeIOBATENIbHOCTD, BRIOPaHHYIO W3 rpymmbl, cocrosimein u3 SEQ ID NO:
72. B HexkoTopbIx BapuaHTax ocyiuectsieHus L-FR3 naxonurca mexay LCDR2 u LCDR3, u L-
FR3 BKkIIO9aeT aMUHOKHCIOTHYIO MMOCJIEAOBATEILHOCTD, BRIOPAHHYIO M3 TPYIIbI, COCTOSIIEH M3
SEQ ID NO: 73-75. B HexkoTopbIx BapuaHTax ocyuiectsieHus N-koHel L-FR4 npsmo unu
kocBeHHO cBs3aH ¢ C-xkonuom LCDR3, u L-FR4 Bkirodaer aMHUHOKHCJIOTHYIO
MOCJIEIOBATEIBHOCTD, BBIOPAHHYIO U3 TpyIIIbl, cocrosuieii uz SEQ ID NO: 76.

[0010] B HexoTOpBIX BapuaHTaxX OCYLIECTBJICHMs JieTKas LENb aHTUTeNla WU ee
¢dparmeHT BKIIOUaeT BapuadenbHyr0 obnacTk Jierkoit uenu VL, u BapuabenbHas 001acTh JIErKOH
nenu VL BKIIOYAET AMUHOKHCIOTHYIO IOCIENOBATEIbHOCTb, BBIOPAHHYIO U3 TPYIIIIBL
cocrosimei u3 SEQ ID NO: 4, SEQ ID NO: 11, SEQ ID NO: 33, SEQ ID NO: 37, SEQ ID NO:
39 u SEQ ID NO: 41.

[0011] B HexoTOpBIX BapuUaHTaX OCYLIECTBJIGHUs JierKas LeMb aHTUTeNa WU ee
(bparMeHT JOMOJIHUTEIBHO BKJIFOYAET KOHCTAHTHYIO O0JIaCTh YEIOBEKa, M KOHCTAHTHAsE 00JacThb
YeJIOBEKa BKIIIOYAET KOHCTAHTHYIO 00yacTh IgA yenoseka.

[0012] B HekOoTOpBIX BapuUaHTaX OCYLIECTBJIEHUs JieTKas Lelb aHTUTella WU ee
(parMeHT BKIIOYAa€T AMHHOKUCIIOTHYIO TIOCJIENOBATENbHOCTb, BBIOPAHHYK) W3 TPYIIIbL,
cocrosiei u3 SEQ ID NO: 8, SEQ ID NO: 15, SEQ ID NO: 34, SEQ ID NO: 38, SEQ ID NO:
40 u SEQ ID NO: 42.

[0013] B HexkoTOpBIX BapuaHTaxX OCYLIECTBJIEHHS aHTUTENO BKJIIOYAET TSDKENIYIO Lielb
anTuTeNna wim ee ¢parment, Bkmodaroimyro HCDR1, 1 HCDR1 Bximo4aeT aMHMHOKHCIIOTHYIO
NOCJIEIOBATEIbHOCTh, BBIOPAHHYIO M3 TPYIIIbL, COCTOSIIEH M3 MOCIEeNOBATEIbHOCTEH,
npuBeaeHHbx B SEQ ID NO: 45: X1YAIS, roe X1 sBaserca S wm T, u rme HCDRI
OTIPENENSAI0T B COOTBETCTBUH C MHAEKCOM HyMmepauuu anturen Kabat. B HekoTopsIx BapuaHTax
OCYILIECTBIIEHHs TspKenas Lenb aHTturena uian ee (parment Bkimouaer HCDR2, HCDR2

BKJIFOUAET aMUHOKHCJIOTHYIO IOCienoBaTeNbHOCTh, npuBenaeHHyo B SEQ ID NO: 48, u rae



HCDR2 omnpenenstoT B COOTBETCTBUH C MHAEKCOM HyMmepauuu antuten Kabat. B HekoTopsIx
BapHUaHTaX OCYLIECTBIEHMs TsDKeas Lenb aHtutena uian ee ¢parmeHt Bkmodaer HCDR3, u
HCDR3 BxJr09aeT aMUHOKHCJIOTHYIO MTOCJIEA0BATEIbHOCTD, BBIOPAHHYIO U3 TPYIIITBI, COCTOSIIEH
u3 npuseaeHHbIX B SEQ ID NO: 49: TMX1X2YX3X4GNXS5DY, rae X1 sasnsercs D, E unn G,
X2 spnsiercst G unmu E, X3 sapnsierca S unu G, X4 saensgercs Y win F, XS ansierca F wn Y, u
rne HCDR3 onpenensitoT B COOTBETCTBHHM C HWHAEKCOM HyMmepauuu anturen Kabat. B
HEKOTOPBIX BapHUaHTax OCYILECTBJIEHUS HCDR3 BKJIFOYAET AMHUHOKHUCJIOTHYHO
MOCJIEIOBATENBHOCTD, puBeaeHHyo B rpynne SEQ ID NO: 50-52.

[0014] B HekoTOpbIX BapHaHTAax OCYIIECTBIEHHUsS TsDKeNas Lelb aHTUTENa WU ee
(bparMeHT JOMOJHUTENBHO BKJIFOYaeT kapkacHbie oonactu H-FR1, H-FR2, H-FR3 u H-FR4. B
HEKOTOPBIX BAPHAHTAX OCYINECTBJICHUS KapKacHbIE OOJACTH BBIOPAHBI M3 TPYIIIBI, COCTOSIIEH
U3 KOHCEHCYCHBIX KAapKaCHBIX ITOCJIENOBATEIbPHOCTEN 4YeNOBeKa M IOCJIENOBATEIbHOCTEN
3apoAbIIeBON JIMHUM 4YenoBeka. B HekoTopeix BapuaHTax ocyuectBieHus C-xonen H-FR1
npsiMo wiu KocBeHHO cBsizaH ¢ N-koHuom HCDRI, u H-FR1 BkitogaeT aMHHOKHCIOTHYIO
MOCJIEIOBATEIBHOCTD, BRIOpaHHYIO U3 rpymibl, cocrosieit n3 SEQ ID NO: 65-67. B HeKoTOpbIX
BapuaHTtax ocyumectBieHuss H-FR2 naxomurcs mexxny HCDR1 u HCDR2, u H-FR2 Bkirouaer
AMUHOKHCJIOTHYEO TMOCJIeIOBATENIbHOCTD, BRIOPAHHYIO M3 Tpymibl, coctosimed w3 SEQ ID NO:
68. B HexoToprix BapuanTtax ocyuectsieHuss H-FR3 naxonutcs mexxny HCDR2 u HCDR3, u
H-FR3 BKJIIOYaeT aMHUHOKHCIIOTHYIO TIOCJIEIOBATEIbHOCTD, BEIOPAHHYIO M3 TPYMIIBI, COCTOSIIIEH
u3 SEQ ID NO: 69. B Hexotopeix BapuaHtax ocyiuectsieHus: N-koner, H-FR4 npsmo unu
kocBeHHO cBsizaH ¢ C-konuom HCDR3, u H-FR4 Bxmoyaer aMHUHOKHCIOTHYIO
MOCJIEIOBATEIBHOCTD, BBIOPAHHYIO U3 TpyIIbl, cocrosuieii u3 SEQ ID NO: 70.

[0015] B HekOoTOpbIX BapHaHTAax OCYIIECTBICHHUs TsDKENas Lielb AHTUTENAa WU €€
(parMeHT BKJIIOYAET BapuadenbHyr0 oOmacth Tspkenoi uenu VH, u BapuabenbHas oOnacthb
TspKeJol 1enu VH BKIFOUaeT aMHHOKHCIIOTHYIO ITOCIIEAOBATEIbHOCTD, BBIOPAHHYIO M3 IPYIIIIbI,
cocrosei u3 SEQ ID NO: 2, SEQ ID NO: 9, SEQ ID NO: 31 u SEQ ID NO: 35.

[0016] B HekoTOpbIX BapHaHTax OCYIIECTBIEHHUsS TsDKeNas Lelb aHTUTENa WU ee
(pparMeHT JOMOJHUTEIHHO BKJIFOYAET KOHCTAHTHYIO OOJIACTh YEJIOBEKA, U KOHCTAHTHAsI 00J1aCTh
YeJIoBEKa BKITIOYAeT KOHCTaHTHYI0 obnacte IgG1 yenoseka.

[0017] B HekoTOpbIX BapHaHTAax OCYILECTBJEHHUS TsDKenas Lenb aHTUTeNa WIH ee
(parMeHT BKIIOYA€T AMHHOKUCIIOTHYIO TIOCJIENOBATENbHOCTb, BBIOPAHHYK) W3 TPYIIIbL,
cocrosiei u3 SEQ ID NO: 6, SEQ ID NO: 13, SEQ ID NO: 32 u SEQ ID NO: 36.

[0018] B HekoTOpbIx BapuaHTax ocymiecTBieHus Oenok PD-L1 BbiOpan u3 rpynmsl,
cocrosiei u3z 6enka PD-L1 denoseka, Oenka PD-L1 o6e3bsinbl u 6enka PD-L1 mbiimm.

[0019] B npyroMm acmekTe HaCTOsIIasl 3asiBKa OTHOCHUTCS K aHTUTENy, €ro
AHTUTEHCBS3bIBAIOIEMY (PPArMEHTy HJIM BapUaHTy, CBsi3bBarouiemycs ¢ Oenkom CDI137 ¢ Kp
5x10” M um menee.

[0020] B HEKOTOpBIX BapUaHTAaX OCYLIECTBJEHHUS aHTHUTENIO, €r0 AaHTUTE€HCBA3bIBAKOLIUN
(dbparMeHT K BapuaHT CBs3biBaeTcs ¢ Oenxom CD137 ¢ Kp 3x 10° M mm menee.

[0021] B HEKOTOpPBIX BapuaHTaxX OCYLIECTBJIEHUS AHTUTENIO, €r0 AHTUTCHCBSI3bIBAO LU



¢parMeHT WIM BapUAHT MOXET NPUBOAUTH K OOJETYEHUIO WM JIeYeHHI0 omyxosed. B
HEKOTOPBIX BapUAHTAaX OCYLIECTBIICHHUS AHTUTENO, €r0 aHTUICHCBA3BIBAIOIINN (PparMeHT WiH
BaPUAHT MOKET MPUBOAUTH K OOJIETYEHUI0 MU JIEYEHUIO paKa TOJICTOrO KUIIEUHUKA.

[0022] B HeKOTOpBbIX BapuUaHTaX OCYLIECTBJIEHUS AHTUTENO BKJOYAET JIETKYIO LEMb
aHTuTeNna UM ee parmMeHT. B HEKOTOpBIX BapUaHTaxX OCYILECTBIIEHHs JIerKas LeNb WU ee
¢parment Brmouaer LCDRI1-3, u amuHokucnotrHele mnocienosarenbhoctu LCDRI1-3
nocnenosatenbHO npuBeneHbl B SEQ ID NO: 80-82. B HeKoTOpBIX BapHaHTax OCYIIECTBICHHUS
JierKasi LeNb aHTUTeNa WK ee (parMeHT DOMOMHUTENBHO BKIIOYaeT KapkacHbie obmactu LFRI,
L-FR2, L-FR3 u L-FR4. B HekoTOpBIX BapuaHTax OCYINECTBJICHUS KapKacHble 00JacTH
BbIOPaHbI W3 TPYMIbL, COCTOSINEH W3 KOHCEHCYCHBIX KapKaCHBIX IOCJIEA0BATEIbHOCTEH
YelloBeKa U IOCNIeA0BaTEIbHOCTEN 3apOJBIIIEBOI IMHUU YeloBeKa. B HEKOTOpBIX BapuaHTax
ocymectBieHusi C-koneny L-FR1 npsimo mnm koceBenno cBsizad ¢ N-konuom LCDRI1, u L-FR1
BKJIFOYA€T AMHUHOKHCJIOTHYIO IOCJeNOoBaTeNbHOCTh, mnpuseneHHyro B SEQ ID NO: 89. B
HEKOTOpbIX BapuaHTax ocyuectsieHus L-FR2 naxonurcsa mexay LCDR1 u LCDR2, u L-FR2
BKJIFOYA€T AMHUHOKHCJIOTHYIO IIOCJENOBaTeNbHOCTh, mnpuBeneHnyiro B SEQ ID NO: 90. B
HEKOTOpbIX BapuaHTax ocyuiectsieHus L-FR3 naxonurtcsa mexay LCDR2 u LCDR3, u L-FR3
BKJIFOYA€T AMUHOKHCJIOTHYIO IOCJE€NOBaTeNbHOCTh, mnpuBeneHHyto B SEQ ID NO: 91. B
HEKOTOPBIX BapuaHTax ocyinecTsieHuss N-koHel L-FR4 npsmo unu xocBeHHO cBsizaH ¢ C-
koHIoM LCDR3, u L-FR4 BximrouaeT aMUHOKHUCIOTHYIO MOCJIEA0BATENbHOCTD, IPUBEIEHHYIO B
SEQ ID NO: 92.

[0023] B HekOTOpBIX BapuUaHTaxX OCYLIECTBJIEHMs Jerkas LeNb aHTUTela WU ee
¢dbparmeHT BKIIFOUaeT BapuabesbHy0 o0nacTh jierkoi nenu VL, u BapuabenbHast 00J1aCTh JIETKOM
uenu VL BKIIOUaeT aMMHOKUCIIOTHYIO MOCEN0BATeNbHOCTD, IpuBeneHHy0 B SEQ ID NO: 20.

[0024] B HeKkOTOpPBbIX BapUAaHTAaX OCYINECTBJIECHUS Jierkas LeMNb aHTHTENa I ee
(parMeHT JOMOJHUTENBPHO BKJIFOUAET KOHCTAHTHYIO 00JIaCTh 4eJIoBeKa, U KOHCTAHTHAsi 00JacTh
YeJIoBEKa BKIIIOYAET KOHCTAHTHYIO 00yacTh Igh yenoBeka.

[0025] B HekoTOpBIX BapuUaHTaxX OCYLIECTBJICHMs JierkKas Lelb aHTUTela WU ee
(bparMeHT BKJIIFOYaeT aMUHOKHUCIIOTHYIO MMOC/IEA0BATENbHOCTD, TpuBeneHHyo B SEQ ID NO: 23.

[0026] B HekOTOpBIX BapuaHTaxX OCYLIECTBJICEHHS AHTUTENO BKIJIIOYAET TSDKEIYIO0 Lelb
aHTHUTEeNa WM ee (QparMeHT, rae Tsokenas uenb win ee (parment Bkiarodaer HCDRI-3, u
amuHokucnoTHble nocienosaTenbHocTd HCDR1-3 nocnenosarensHo npusenessl B SEQ ID NO:
77-79. B HEKOTOPBIX BapHaHTaX OCYLIECTBICHMS TsDKENasl Lelb aHTUTENAa HIK ee (PparMeHT
JOTIONHUTENBHO BKItoUaeT kapkacHble oomactn H-FR1, H-FR2, HFR3 u H-FR4. B HekoTopbIx
BApPUAHTAaX OCYIIECTBJIEHUs] KapKacHble O0NacTH BBIOpaHBl W3 TPYMIbL, COCTOSIIEH W3
KOHCEHCYCHBIX  KapKaCHBbIX IIOCJIEJOBATEJbHOCTEH 4YeloBeKa M IOCJEeNI0BaTENbHOCTEN
3apoAbIIeBON JIMHUM 4YenoBeka. B HekoTopeix BapuaHTax ocyuectBieHus C-xonen H-FR1
npsiMo UM KocBeHHO cBsizaH ¢ N-koHuom HCDRI, u H-FR1 BkitoyaeT aMHHOKHCIOTHYIO
nocienoBaTenbHOCTh, npuBeAeHHyro B SEQ ID NO: 84-85. B HekOTOphIX BapHaHTax
ocymecteienuss H-FR2 naxogutcs wmexny HCDR1 u HCDR2, u H-FR2 Bkirouaer

AMUHOKHCJIOTHYKO TIOCIE€A0BATENbHOCTh, NpuBeaeHHyro B SEQ ID NO: 86. B HekoTopbIX



BapuanTtax ocyuectBieHuss H-FR3 naxomurcsa mexxny HCDR2 u HCDR3, u H-FR3 Bkirouaer
AMUHOKHCJIOTHYKO TOCIEA0BaTeNbHOCTh, NpuBeaeHHyrd B SEQ ID NO: 87. B HekoTOpbIX
BapuaHTax ocyuiectsieHuss N-koner] H-FR4 npsimo unu kocBeHHO cBsazaH ¢ C-koHom HCDR3,
u H-FR4 BxiroyaeT aMMHOKHUCIIOTHYIO MTOCJIEI0BATENbHOCTD, npuBeneHHyo B SEQ ID NO: 88.

[0027] B HeKkOTOpbIX BapHaHTAaX OCYLIECTBICHHUsS TsDKeNas LeNb AHTUTENa WU ee
(parMeHT BKJIIOYAET BapuadenbHyr0 oOmacth Tspkenoi uenu VH, u BapuabenbHas o0nacthb
TspKeol e VH BKIIOUaeT aMHHOKHUCIIOTHYIO ITOCJIEI0BATEIbHOCTD, BEIOPAHHYIO U3 IPYIIIBL,
cocrosiei u3 SEQ ID NO: 18 u SEQ ID NO: 25.

[0028] B HekoTOpbIX BapHaHTax OCYIIECTBIEHHUsS TsDKeNas Lelb aHTUTENa WU ee
(pparMeHT JOMOJIHUTEIBHO BKJIFOYAET KOHCTAHTHYIO O0JIACTh YEIOBEKa, M KOHCTAHTHAsI 00JacThb
YeJIOBEeKa BKIIIOYAaeT KOHCTAaHTHYIO obnacth IgG denoseka.

[0029] B HekoTOpbIX BapHaHTax OCYIIECTBIEHUsS TsDKeNas Lielb aHTUTENa WU ee
(parMeHT BKIIOYAa€T AMHHOKUCIIOTHYIO TIOCJIENOBATENbHOCTb, BBIOPAHHYK) W3 TPYIIIIbL,
cocrosiiei u3 SEQ ID NO: 21 u SEQ ID NO: 27.

[0030] B HekoTOphIX BapuaHTax ocymectsieHus oenok CD137 skmrovaer 6enok CD137
YeJoBeKa.

[0031] B npyrom acmekTe HACTOsIIAsi 3asBKa OTHOCUTCS K OucCmernupuyeckoMy
aHTHUTEINy, CBs3bIBatoIeMycs ¢ Oenkom PD-L1 ¢ Kp 2% 10° M nnu menee 1 CBSI3bIBAIOLIEMYCS C
6emxom CD137 ¢ Kp 8x10” M mymmt MeHee.

[0032] B HEKOTOPBIX BapHaHTaX OCYINECTBJIEHUsS OUCTen(pUIecKkoe aHTUTENIO BKIIIOYAET
NEePBBIA HAleNUBAOIUN (QparMeHT, crieruduydecku cBsizbBarouuiicss ¢ Oenkom PD-LI1, rame
NEePBbI HALETUBAOIIUN (PPAarMEHT BKJIIOYAET aHTUTEINO, €r0 aHTUT€HCBS3bIBAOIIUI (pparMeHT
WM BapUAHT.

[0033] B HEKOTOpPBIX BapHAHTAaX OCYIIECTBJECHUS OUCTIELN(IUECKOe aHTHTENO BKIIFOYAET
BTOpOIl HauenuBaromuii (parmeHT, cneuuduueckn cps3piBaromuiics ¢ Oenkom CD137, rme
BTOPOMW HaleNUBAIOIINK (PArMEHT BKJIIOYAET AHTUTENO, €r0 aHTHICHCBSI3bIBAIOLINI (parMeHT
WIA BapHaHT, CBsi3biBaromuiics ¢ Oenkom CD137. B HEKOTOpBIX BapHaHTaxX OCYILECTBIICHHS
AHTHUTENO, CBsi3bIBaroIneecst ¢ Oenkom CDI137, Bkmouaer scFv, u scFv  Bxiouaer
AMUHOKHCJIOTHYIO TOCIeA0BaTeNbHOCTh, npuBeaeHHyrd B SEQ ID NO: 83. B HekoTopbIx
BApPHUAHTAX OCYLIECTBJIECHHs OMCIeHN(UIECKOe AHTUTENO BKIFOYAET MEPBYIO MOJHUIECTITUIHYIO
Lenb U BTOPYK MOJMIENTUAHYIO Ielb, TI[e IMepBas MOJUIMENTUIHAs LeNb BKJIKYaeT
BapuadepbHyI0 O00JIACTh TSDKENION [enmu aHTUTeNa, CBs3bIBArOIyrocs ¢ Oeinkom PD-L1,
BapuadepbHYI0 O0JIACTh TSKENOH Wenu aHTUTeNa, CBs3biBaroIyrocs ¢ Oenkom CDI137, wu
BapuabenpbHYI0 00JIaCTh JIETKOW LEMH aHTHTENa, CBA3bIBaroImyocs ¢ 6enkom CD137; u BTOpas
NOJUMENTHIHAST LeMb BKJIIOYAET BapHaOeNbHYHO OONacTh JIETKOW IeNu aHTUTENa,
CBsI3BIBAIOINYIOCS ¢ Oenkom PD-L1.

[0034] B HEKOTOpBIX BapHaHTaX OCYIIECTBJICHUS B MEPBON MOJUIENTUIHON LENnu
BapuadOenpbHOW OOJACTH TsDKENOW LeMmu aHTHTeNa, CBs3biBaromerocss ¢ Oemkom PD-L1,
HaxonuTcs Ha N-KOHIle BapraOenbHON OOJIACTH TSKENOW LM aHTUTENA, CBSI3BIBAOLIETOCS C

oenkom CD137, u BapuabenbHast 00NACThb TSKEJION LENMU aHTUTENA, CBA3BIBAIOIIETOCsS ¢ OeIKOM



CD137, mnaxomutcsi Ha N-koHUe BapuabenpHOW OO0NAacTH JIETKOH e  aHTUTENa,
csizbiBaromierocst ¢ Oenkom CD137; anprepHaTtuBHO, BapuaOenbHas OOJNACTh TSDKENOH Lenu
aHTHUTeNa, cBsi3biBaroinerocst ¢ Oeiaxom PD-L1, maxonurcs Ha N-koHLe BapuadenpbHOU 00macTH
JIETKOW LIeTI aHTUTeNa, cBs3biBatowerocs: ¢ oeiaxom CD137, u BapuabenbHasi 00J1acTh Jerkoi
Lenu aHTuTeNa, cBs3biBarolierocs ¢ Oenkom CD137, Haxomutcst Ha N-koHIE BapuabeabHOMH
00JIaCTH TSKEJION LIEMN aHTUTENA, CBsi3bIBaroIerocs ¢ oeakom CD137.

[0035] B HEKOTOpBIX BapHaHTaX OCYLIECTBIEHHs BapuaOenbHas 00JacTh JIETKOH LerH
aHTUTeNa, CBs3biBaromerocss ¢ Oenmkom CD137, u BapuabenbHas 00JacTh TSDKEIOW ILETH
aHTHUTeNa, CBsi3biBaromierocs ¢ Oenkom CD137, B mepBOil MOJUNENTUIHOW LEMUA COCTABJISIOT
scFv.

[0036] B HexkoTOpbIX BapuUaHTaxX OCYIIECTBIEHHUs IMepBas MOJUIMENTHAHAS Lenb
JOTIOJTHUTEIPHO BKJIFOYAET KOHCTAaHTHYIO oOnacTh IgG denoBeka, u koHCTaHTHas obnacts IgG
yenoBeka HaxoauTcss Ha C-koHIE BapuaOenbHOW OONACTH TSDKENOW LeMU  aHTUTENa,
cBs3biBatomerocs: ¢ 6enkom PD-L1, u Haxogutcst Ha N-koHIE BapraOenbHON 00JacTH JIETKOM
L[N aHTHUTeNa, CBsi3bIBaromIerocs ¢ Oenkom CD137; anpTepHAaTUBHO, KOHCTaHTHAs oonacts IgG
yenoBeka HaxoauTcss Ha C-koHIEe BapuaOeNbHOW OONAacTH TSDKENOW LeNMu  aHTUTENa,
cesizbiBarorerocst ¢ oenkom PD-L1, u Haxomutcst Ha N-koHIE BapuaOeIbHON 00NIacTH TSKETON
LIENTH aHTUTENIa, CBA3bIBaOIErocs ¢ oenxom CD137.

[0037] B HeKkOTOpbIX BapUaHTaX OCYINECTBJEHHUS TIepBas MOJUIENTUAHAS LENb
BKJIFOYAET AMHHOKHUCIIOTHYIO TTOCJIEA0BATENbHOCTD, BBIOPAHHYIO M3 IpymIibl, cocrosimeii n3 SEQ
ID NO: 30, SEQ ID NO: 43 u SEQ ID NO: 44. B HeKOTOpbIX BapHaHTaX OCYILECTBJICHUS
BTOpasi MOJUNENTHAHAS 1eNb BKJIKYAaeT AMUHOKHCIOTHYIO TOCJIENOBATENIbHOCTD, BHIOPAHHYIO
u3 rpynmnsl, cocrosameit us SEQ ID NO: 15 u SEQ ID NO: 34.

[0038] B npyrom acrekTe HacTOsIIIas 3asBKa OTHOCUTCSI K OHOM Wik OoJiee MOJIeKyJiam
HYKJICHHOBOM KHCJIOTBI, KOIUPYIOIIUM aHTUTENIO, €r0 aHTUI'CHCBS3BIBAIOIIMN (PparMeHT uju
BapUAHT WJIM OUCTIEU(PUUECKOE aHTHTEJO.

[0039] B nmpyrom acmekTe HacTosasi 3asBKa OTHOCHUTCS K BEKTOPY, BKJIOUAIOIIEMY
MOJIEKYJTy HYKJIEHHOBOW KHCIIOTHI.

[0040] B npyroMm acrmekTe HacToslas 3asBKAa OTHOCUTCS K KIIETKe, BKJIOYAroIlei
MOJIEKYJTy HYKJIEHHOBON KUCIIOTHI UJIU BEKTOP.

[0041] B npyroMm acmekTe HACTOsIIash 3asBKa OTHOCHTCS K CIOCOOYy MOJTyYeHHs
aHTHUTENa, €r0 AHTHICHCBS3BIBAIOLIETO (pparMEeHTa WM BAapUAHTA, WM OHUCHENHU(pUUIECKOTO
aHTHUTeNa, BKJIIOYAIOLIEMY KYJbTUBHPOBAHHME KJIETOK B VYCIOBHUAX, AENAIOLINX BO3MOXKHOM
SKCIIPECCHIO aHTUTENlA, €ro AaHTUTCHCBS3BIBAIOLIEro (parMeHTa WJIM BapuaHTa WA
oucnerpuuecKkoro aHTUTENA.

[0042] B ngpyrom acmekTe HAcTOsIIAsi 3asiBKa OTHOCUTCS K (hapMaleBTUYECKOM
KOMITO3UINH, BKJIFOYAIOIIEH aHTHUTENO, €r0 AaHTUT€HCBA3BIBAIOINI (PParMEeHT WM BapUAHT, WU
Oucrienuyueckoe aHTUTENO, MOJIEKYJy HYKJICMHOBOW KHCJIOTBL, BEKTOP W/WJIHM KIETKY WU,
HeoOs13aTeNbHO, (papMaLleBTHUECKU IPUEMIIEMOE BCIIOMOTaTENIbHOE CPENICTRO.

[0043] B npyrom acmnekTe HacTOsLIasl 3asiBKA OTHOCUTCS K MPUMEHEHUIO aHTUTENA, €ro



AHTUTeHCBS3BIBAIOIIETO (parMeHTa WM BapuaHTa WM Oucnenuduyeckoro aHTUTENa,
MOJIEKYJIbl HYKJIEMHOBOW KHCJIOTBI, BEKTOPA, KJIETKU W/HIN (hapMalleBTUIECKOH KOMITO3ULINH B
IPOM3BOJICTBE JIEKAPCTBEHHOT'O CPENCTBA I OOJIErUeHHs MIIH JICUEHHSI OIyXOJIeit.

[0044] B nmpyrom acmekTe HacTOsIIasl 3asiBKa OTHOCHUTCS K CHOCO0y HMHTHOWPOBAHMS
cBsisbiBaHusi Oenka PD-L1 ¢ Oenkom PD-1, BrmouaromneMy BBEA€HHE aHTHTENA, €ro
AHTUTEHCBS3BIBAIOLIETO0 (pparMeHTa WM BapHaHTa, WIM OHCHEenn(pUUECKOro aHTUTENa,
MOJIEKYJIbI HyKJIEHHOBOW KUCIJIOTBI, BEKTOPA, KIETKU W/WN (papMalieBTU4eCKOH KOMITO3HLIH.

[0045] B Hactoseit 3asiBke nonoxenne CDR B antuTene onpenensitoT cnocodom Kabat.

[0046] Cnenmanuctam B 3TOoi oOjact OyayT TOHSTHBI JPYrHe acCleKThl |
NPEeUMYyIIeCTBA HACTOSINEro HM300pEeTeHus M3 MOAPOOHOrO OMHMCAaHUs HIDKe. B criexyromiem
noApOOHOM OIMMCAHHMU TPENCTABJIEHBI MCKIFOYHUTENIBHO MPHUMEPbl BAPHAHTOB OCYILIECTBIICHHS
Hacrosimero u3odperenus. Hampumep, cneumanuctam B 3TOH obnactu Oyner MOHSTHO, 4YTO
COZepKaHNE HACTOSIIEro OIMUCAHHUSA TO3BOJIUT CIELUAINCTaM B OSTOW 00JacTH Aenath
U3MEHEHHUs] B ONMMCAHHBIX BAPHAHTAX OCYLIECTBJIEHHs O€3 OTKJIOHEHUs OT CYLIHOCTH M 00BeMa
n300peTeHns, K KOTOPOMY OTHOCHTCS HacTosiimas 3asBka. COOTBETCTBEHHO, COIYTCTBYIOLIUE
yepTeXXu U ONMCAaHWE B HACTOALIEH 3asBKe SIBJIAIOTCS MCKIIOUUTENbHO MpPUMEpaMH, a He
OTpaHUYEHUEM.

KPATKOE OITACAHHUE YEPTEXXEN

[0047] KonkpeTHble NpH3HAKK H300pETEHUs, OIMCBIBAEMbIE B HACTOSIIEH 3asBKeE,
npuBeneHsl B popmyiie nzobperenus. [IpuzHaku u mpenMyliecTsa H300peTEHHs, ONUCAHHbIE B
Hacrosimel 3asBke, OyayT Oojee MOHATHBIMH C yY€TOM NOAPOOHO OINHCAHHBIX NPUMEPOB
BAPHAHTOB OCYLIECTBJIEHUS U COMYTCTBYIOLINX YEpTEXKeH, IPEACTABICHHBIX Jajiee B HACTOSIIEM
onucanuu. Kpatkoe onucanue COMyTCTBYIOLIUX YEPTEKEN SABIACTCA CIEAYHOLINM:

[0048] Ha ¢ur. 1 moxa3aHO BbIpaBHUBaHHE AMHHOKHCIOTHBIX IOCJIENOBATEIbHOCTEH
BapualeNbHbIX O0JacTel TsDKeNoW Lenmu M BapHabeNnbHbIX OOJacTel JIETKOW LN aHTHTeNa
nporuB PD-L1 mo HacrosimmeMy HW300peTEHUI0 M COOTBETCTBYIOLIMX TOCJIEIOBATEIbHOCTEH
3aponsiieBoii uauu. [loguepkuytsel CDR, onpenensembie ciocooom Kabat.

[0049] Ha ¢ur. 2 mokazaHbl pe3yJbTaThl, KacaIOIUECss HHTUOUPOBAHHS AHTHTEIOM
npotus PD-L1 no Hactosimmemy n3o0perenuto cBsizbiBanus PD-L1 uenoseka ¢ PD-1 genoseka.

[0050] Ha ¢ur. 3 moka3zaHbl pe3yJbTaThbl, KACAIOIIUECS HHTHOUPOBAHHS AHTUTEJIOM
nporus PD-L1 mo Hactosimemy n3obperenmto cBsizbiBanus PD-L1 Macaca fascicularis ¢ PD-1
Macaca fascicularis.

[0051] Ha ¢ur. 4 mokazaHbl pe3yJbTaThl, KacaroIUecs HHTHOUPOBAHHS AHTHUTEJIOM
npotus PD-L1 no Hactosimemy n3obperernto csizbiBaaust PD-L1 My ¢ PD-1 mpim.

[0052] Ha ¢ur. 5 moka3aH 3ppeKT pasauuHbIX aHTUTEJ 10 HACTOSIILIEMY H300PETEHHUIO B
oTHOwmeHn! pocra omyxonu MC38 y mbrimmu C57BL/6 (*, P< 0,05; ***, P< 0,001; HenmapHbIii t-
KPUTEPHIA).

[0053] Ha ¢ur. 6 nmoka3aHO BBIpaBHUBAHHE AMUHOKHCJIOTHBIX IOCJIEAOBATENbHOCTEM
BapuabenbHBIX OONAacTed TSDKENION Lenu M BapualeNnbHBIX OOJacTell JIerKoW Iienu aHTUTena

nporus CD137 mo HacrosimeMy H300peTEeHMIO M COOTBETCTBYIOLIMX I1OCJIEA0BATEIbHOCTEN



3aponbliieBoi uHuM, rae nogquepkuyTel CDR, onpenenennsie ciocobom Kabat.

[0054] Ha ¢ur. 7 mnokaszan s¢dexr anturena mnporuB CDI137 mo Hacrosmemy
n300peTeHnio B OTHOLIeHUH pocta omyxonu MC38 y camku mbimu C57BL/6 ¢ HOKMHOM reHa
CD137 genoseka (*, P< 0,05; **, P<0,01; HemapHbIii t-KpuTepuii).

[0055] Ha ¢ur. 8 moka3aHo BbIpaBHUBAaHHE AMUHOKUCJIOTHBIX IOCJIEAOBATENBHOCTEM
BapualeNbHbIX O0JacTel TsKeNOW Lenmu M BaphaOeNnbHbIX OOJacTel JIETKOW LN aHTHTeNa
npotuB PD-L1 no HacrosimeMmy H300pETEHHI0 M COOTBETCTBYIOIIMX ITOCIIEOBATENBHOCTEH
3aponpbilieBoi uHuH, rae nondepkHytbl CDR, onpenenennbie cniocobom Kabat, u 3akparieHsl
CDR, ompenenennbie crocobom IMGT. AMHMHOKHCIOTHBIE OCTATKH B PA3JIMYHBIX O0JIACTSX
CDR YN-003 (BKJIIOHAKOLIMX HEKOTOPble AMUHOKHMCJIOTHBIE oOcTaTku B obmactsx CDR wu
HECKOJIbKO aMHHOKHUCJIOTHBIX OCTAaTKOB B obOmactsax FR, cmexubie ¢ obmactsmu CDR), Ha
KOTOpbIE BO3ACHUCTBYIOT CIy4ailHBIM 00pa3oM MpH OCYIIECTBJICHUU co3peBaHusi adGuHHOCTH,
yKa3aHbl KyPCHUBOM.

[0056] Ha ¢ur. 9 moka3aHO BBIpaBHHBAHHE AMHHOKHCIIOTHBIX ITOCJIENOBATENBHOCTEMH
BapuabenbHbIX 00NacTell TshKenoi nenu anturena nporus PD-L1 no HacTosimemy n300peTeHuro
C COOTBETCTBYIOLIMMH MOCIEA0BaTENbHOCTAMHU 3apofpieBoil nuHuu. IloguepkHyTtsr CDR,
onpeneneHHbie ciocodom Kabat, u 3akpamenst CDR, onpenenennbie cnocobom IMGT.

[0057] Ha ¢ur. 10 moka3aHO BbIpaBHMBAHWE AMHHOKHCIIOTHBIX ITOCJIEAOBATENBHOCTEMH
BapuadepHbIX 0OsacTeit erkoi uenu anturesa npotus PD-L1 no HacTosmemMy nu3obpeTeHuo ¢
COOTBETCTBYIOIMMHU TIOCJIENOBATENbHOCTAMU 3apozbiiieBol nuHuu. IlomuepkHyTsl CDR,
onpeneneHHble ciocodom Kabat, u 3akpamenst CDR, onpenenennbie cnocobom IMGT.

[0058] Ha ¢ur. 11 mokazano cesi3piBanue aHturena npotuB PD-L1 mo Hacrosimmemy
u3obperenuto ¢ knerkamu CHO, ctabusbHo skcnpeccupyromumu PD-L1 yenoseka.

[0059] Ha ¢ur. 12 mnokazaHo, uTo aHTHTeno mnpotuB PD-L1 mno Hactosimemy
n3o0perenuro nHrudupyer cesizpiBanne PD-1 yenoseka ¢ PD-L1 uenoseka.

[0060] Ha ¢ur. 13 mnokazano, 4yto aHtuteno npotuB PD-L1 mno Hacrosimemy
n3o0perenuio ceszbiBaercs ¢ kierkamu CHO, crabunbho skcnpeccupyromumu PD-L1 M.

[0061] Ha ¢ur. 14 mnokazano, 4yto aHtuTeno npotuB PD-L1 mno Hacrosimemy
nu300pereHnio HHruoupyer csizbiBanue PD-1 mbimum ¢ PD-L1 mpimm.

[0062] Ha ¢ur. 15 mnokazano, uro antuteno npotuB PD-L1 mno Hacrosimemy
n300peTeHmIo CBsi3bIBaeTCs ¢ Kietkamu MDA-MB-231.

[0063] Ha ¢ur. 16 mokazano, uyro antuteno npotuB PD-L1 u Oucnenududeckoe
antureno npotus PD-L1/CD137 no macTosmeMy n3o00peTeHnto cBs3bBatoTes ¢ kierkamu CHO,
cTabunpHO sKkcnpeccupyromumu PD-L1 yenosexka.

[0064] Ha ¢ur. 17 mokazano, uyro antuteno npotuB PD-L1 u Oucnenmdudeckoe
arrureno npotus PD-L1/CD137 no HacTosmeMy n3o0peTeHno HHruoupyer cesizbiBanue PD-1
yenoseka ¢ PD-L1 yenoseka.

[0065] Ha ¢ur. 18 mokazano, uyro antureno nporuB PD-L1 u Oucnenmududeckoe
antureno npotus PD-L1/CD137 no nacrosmemMy n3o0pereHnto cBsas3biBatroTcs ¢ kiaerkamu CHO,

cTabmibHO sKcnpeccupyomumu PD-L1 mpimm.
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[0066] Ha ¢ur. 19 mokazano, uyto aututeno nporus PD-L1 u Oucnemududeckoe
anrureno npotus PD-L1/CD137 no HacrosiiuemMy n300peTeHnI0 HHIHONPYIOT cBs3biBaHue PD-1
MbIy ¢ PD-L1 mpimu.

[0067] Ha ¢ur. 20 mokaszano, uto antuteno CD137 u Oucneunduyeckoe aHTUTENO
nporus PD-L1/CD137 no HacrosmeMmMy H300peTeHHIO CBA3BIBAIOTCS ¢ kierkamu 293T,
crabunbHO sKcnpeccupyrommmu CD137 yenosexa.

[0068] Ha ¢ur. 21 moka3aHO, YTO MOJIEKYJISIPHYIO MAacCy aHTUTENa MO HACTOSIIEMY
U300pETEeHUIO  aHAJU3UPYIOT MOcpencTBoM  ajektpodopesa B IIAAIT ¢ SDS. a,
HEBOCCTAHOBUTEJIbHBIE YCIIOBHS, U b, BOCCTAHOBUTENIbHBIE YCIIOBUSI.

[0069] Ha ¢wur. 22 mokaszaHbl pe3yJbTaThl, KACAIOIIUECS CTUMYJSILMUA Pa3TUIHBIMU
AHTHUTEJIAMH TI0 HACTOSIEMY H300peTeHH0 JroungepasHoil akTUBHOCTH KJeTOoK 293T,
skcrnpeccupyromux CD137 denoBeka U MMEIOIUX CTA0WIBHO HHTEPHPOBAHHBIA PENOPTEPHBIN
T'eH JIIoIU(epassl.

[0070] Ha d¢wur. 23 mnokasaH >¢p¢eKT aHTUTeN MO HACTOSIIEMY H300PETeHUIO B
oTHowmeHnu pocrta omyxoneii MC38 y camok mbimeii C57BL/6 ¢ rerom CD137 wenoseka (*,
P<0,05; nenapHbIii t-KpuTepuii).

NOAPOBHOE OITUCAHUE BAPHAHTOB OCYIMECTBJIEHUA

[0071] [Hanee B HACTOSIIEM ONHCAHUM BaPHAHTBI OCYLIECTBIEHHUS H300pETEHUs,
NIPEICTaBICHHbIE B HACTOSILENH 3asBKe, MPOWIIIOCTPUPOBAHbI C IOMOIIBI0 KOHKPETHBIX
npumepoB. Criermanucram B 370l 00nacTu OyayT NMOHSATHBI JPyrue MpeuMyLiecTsa u 3G eKTol
n300peTeHNs], IPEACTABIEHHOIO B HACTOSIIEH 3as1BKe, U3 CIEAYIOLIETrO OMMCAHUS.

[0072] B HacTosieil 3asaBKke TEPMUH "aHTUTENO", B LIEJIOM, OTHOCUTCS K MOJUIENTUIHON
MOJIEKyJie, CIOCOOHOH crenuduyecku pacrno3HaBaTh W/WIIM HEWTPaIN30BaTh CHEeLU(pHUECKHN
anTured. Hanpumep, aHTUTENO MOXKET BKIIIOYATh MMMYHOTJIOOYJIMH, COCTOSILINI M3 11O MEHbLISH
mepe aByx Tsokenblx (H) ueneit u nByx serkux (L) nenei, COeqUHEHHBIX AUCYJIbGUIHON
CBSI3bIO, M BKJIFOYAET JIFOOYIO MOJIEKYJy, BKJIOYAIOMIVIO €r0 aHTHUTC€HCBSI3bIBAIOLIYIO YacCTb.
Tepmun "aHTuTeNO" BKIIOYAET MOHOKJIOHAJbHBbIE aHTUTENA, (ParMeHT aHTUTENa WM
NPOU3BOJHOE AHTHUTENA, BKJIOYAs, B KaueCTBE HEOTPAHUYHUBAIOLINX MPUMEPOB, aHTUTENA
YeloBeKa, T'yYMaHU3UPOBAHHbIE AHTHUTENA, XHUMEpPHbIE AHTUTENA, OJHOLIETIOUYEeYHbIe aHTHUTENa
(marmpumep, scFv) u aHTUreHCBs3bIBaromue (QparmeHThl aHtuten (Hampumep, Fab-, Fab’- u
(Fab),-pparmenter). TepmuH "aHTUTENO" IOMOJHUTENBHO BKJIIOYAET BCE PEKOMOWHAHTHIE
aHTUTeNa, Takue Kak aHTUTeNa, OKCIPECCUPYIOLIHECs B IPOKAPUOTHYECKUX KJIETKaX,
HETJIMKO3UJIMPOBAHHBIE aHTUTENA M JOOOH AaHTUIeHCBA3BIBAIOIIMK (PPArMEHT AHTUTENA, Kak
NIPEJCTaBJICHO B HACTOSAIIEM OIMCAaHUM, U UX Npou3BoaHble. Kaknas Tskenas Lenb MOXET
COCTOATh U3 BapuabenbHOU oOmactu Tsokeno nenu (VH) m KOHCTaHTHOW oOnacTu TsKeION
nernn. Kaxknas nerkasi ienb MOXKET COCTOSITh M3 BapHalenbHbIX obnacted serkoi nenu (VL) u
KOHCTaHTHBIX obuyacteit ierkoit nenu. O6nactu VH u VL MOXXHO IOTOTHUTENBEHO pa3aensTh Ha
BBICOKOBapHaOebHble 00J1aCTH, Ha3BAHHbBIE OMPEAEISIIOIINMU KOMIUIEMEHTAPHOCTh 00JIaCTAMU
(CDR), pacmpeneneHHbIMH 1O Oo0jiee KOHCEPBATHBHBIM OOJIACTSIM, Ha3BAHHBIM KapKaCHBIMH

obnactsamu (FR). Kasxkxnass VH u VL moxer cocrosate u3 tpex CDR u gersipex FR, xotopsie
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MOTYT PacrojiaraTbCsi OT aMUHO-KOHITYy K KapOokcu-koHy B nopsiake FR1, CDR1, FR2, CDR2,
FR3, CDR3 u FR4. BapuaOenbHble 00JaCTH B TSDKEJBIX LEIMSAX U JIETKUX LEMAX BKIOYAIOT
CBSI3bIBAIOIME JTOMEHBI, B3aUMOJEHCTBYIOmMUE ¢ aHTUreHoM. KoHcTaHTHas oOnacTh aHTHTENA
MOJKET OIOCPENOBATh CBA3BIBAHHE MMMYHOIJIOOYJIMHA C TKaHBbIO WM (PAKTOpPOM OpraHu3Ma-
XO3s5IMHA, BKJIIOYAsi pa3jIM4YHble KJIETKH UMMYHHON cucTeMbl (Hampumep, 3¢(pdekTopHbie KIeTKH)
U TIEPBBIN KOMIIOHEHT KJIACCHYECKOM crcTeMbl kommiemenTa (C1q).

[0073] B Hacrosimeii 3asiBke Tepmun "Oenok PD-L1", B meaoM, OTHOCHTCSI K JIUTAHIY
Oenka mporpammupyemoii rudenu-1 (PD-1). PD-1 sBnsiercs peuentopom cynepcemeiicta Ig,
B3aUMOJEHCTBYIOINM CcO crieuupudeckuM jurangoM (PD-L) u orpunarenbHo peryaupyromum
nepenady cursana T-KJIeTOYHOrO aHTUIE€HHOI'O PELenTopa, U CUUTAIOT, YTO OH UIPAET POJib B
NOAJEPKAHUU ayTOTOJEPAHTHOCTU. B OTCYyTCTBHE KOCTUMYJATOPHOrO CUrHajga T-kieTkam
TPYAHO PACNO3HABATH CTHUMYJISLUIO AHTHTE€HOM, OHH He MOryT 3(¢dekTHBHO mpoxynupoBaTh
VMMYHHBII OTBET, U 3TO JONOJHUTEIBHO MOXKET BbI3bIBATH UCTOIUECHHE WM TOJEPAHTHOCTH K
reTeposiornyHomMy aHTureHy. PD-L1 MokeT 3KCrpeccHupoBaThCA B FE€MOMNO3THUYECKHUX KJIETKAaX
WIN Pa3IUYHBbIX HereMonosThueckux kierkax. B7.1 (CD80) takxe siBnsieTcst penentopoM PD-
L1, »skcmpeccupyromMMCsi B aKTHBHPOBAaHHBIX B-kmerkax, T-kierkax, wmakpodarax u
neHaputHbix kietkax. Kak mumrann PD-1 u B7.1, PD-L1 nOnoJHUTENBHO CEJIEKTHUBHO
SKCTPECCUPYETCS B PA3JIMYHBIX OMyXOJEBbIX KieTkax. MHrubupoBanue nepenayu curHana PD-
L1 Bxmrovaer Onokuposanue B3aumonerictsuii PD-L1 ¢ PD-1 u B7.1 wnu u tem, u npyrum, H,
TakuM 00pa3oM, mnpenorBpaiieHue ornpaBky PD-L1 oTpuumaTenbHOro KOCTUMYJSTOPHOTO
curHajga B T-KJIETKM M Jpyrue aHTUTCHIPE3CHTUPYIOLUE KJIETKH. OJTO MOXKET YCHIMBATh
UMMYHHBIH OTBET Ha MH(QEKUUIO (HarpuMep, OCTPYI0 M XPOHMYECKYIO) U MPOTHBOOIYXOJIEBbIH
UMMYHUTET.

[0074] B Hacrosiueti 3asiBke TepMuH "Oenok CD137", Taxke u3BecTHbI Kak 4-1BB win
TNFRS9, kak mpaBuiio, OTHOCUTCSI K TPAHCMEMOpPaHHOMY OeJIKy CyrepceMencTBa pelenTopoB
dakropa Hekposza onyxoau (TNFRS), sBisromeMycss UHAyLUPYEMOW — aKTHBAIUEH
KOCTUMYJIATOPHON MOJIEKYJIOM M Ba)XHBIM PETyJSTOPOM HMMYHHBIX OTBETOB. HCCIIEIOBAHUS
nokazany, 4yto CD137-akTuBupyroiyue MOHOKJIOHAJIbHbIE aHTUTENA IMOBBIIAIOT SKCIPECCHIO
KOCTUMYJIATOPHBIX MOJIEKYJl BO MHOTMX MOJENSIX, M 3HAYUTENbHO YCUJIMBAIOT OTBET
LUATOJUTUYECKHUX T-mum¢ponuToB u UMEIOT MPOTUBOOIYXOJIEBbIC 3 dexTsL
IIporuBoonyxonessiit 3¢pdexr CD137-HanpaBaeHHON Tepanuyu MOKHO MPOAEMOHCTPUPOBATh B
UCCIIEIOBAHUM  MPOTHUBOOMYXOJIEBOH 3(P(PEKTUBHOCTH Ha MbIIAx C HCHOJb30BAHUEM
AKTUBUPYIOLIETO MOHOKJIOHaNbHOTO antutena npotuB CD137 meimu. CD137 cran MOIHBIM
aKTHBAaTOPOM MMMYHHBIX KJIETOK M Ba)XKHbIM aHTUI€HOM-KAaHAMIATOM ULl JIEUEHUs Pa3InIHbIX
3aboneBanmii (cMm. Vinay, Dass S., and Byoung S. Kwon. "4-1BB (CD137), an inducible
costimulatory Receptor, as a specific target for cancer therapy.”" BMB reports 47,3 (2014): 122.).

[0075] B nacrosimeit 3asBke TepmuH "NFkB" oTHocutcst k sinepromy (akTopy Karma-
Jerkasi ILenb-3HXaHcepy akTuBHpoBaHHBIX B-kinerok (NFkB). On sBnserca OenkoBbIM
KOMILUIEKCOM, KOHTposupyromuM Tpanckpunuuo JHK. NFkB cymectsyer moutu BO BCeX

THUIIaX KJIETOK JKUBOTHBIX U Yy4YaCTBYCT B KIJICTOYHBLIX OTBECTAX HAa MHOI'ME CTUMYJIbI, BKJIFOYast
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CTpecC, LIMTOKUHBI, CBOOOHbIE panukaibl, Y @-usznyuenue, okucienne LDL u MukpoOHbie mim
BUpyCHble aHTUreHbl. Ilpm uMMmyHHOM oTBere Ha wuH(pexkumo NFkB wurpaer BaxHyrO
PETYJATOPHYIO poiib  (K-JieTkash 1enb SBJSIETCS BAKHOM YacThl0 HMMMYHOIIOOYJIMHA).
AnomanbHas perynsanus NFkB accoummpoBaHa cO 3J10Kaue€CTBEHHBIMU HOBOOOPA30BaHMSMU,
BOCMAJICHUEM U AyTOUMMYHHBIMH 3a0OJI€BAaHMSIMH, CENTHYECKUM IIOKOM, BHPYCHBIMH
MHQEKIMsIMM ¥ aHOMAaJbHBIM pa3BUTHEM HMMYHHOH cucrembl. NFkB Takxe TecHO
aCCOLIMMPOBAH C CHHANTUYECKOH IUIACTUYHOCTBIO M TmpoueccaMu mnaMsaTH. OCHOBHBIMU
kyeTkaMu-muineHssMu NFkB sSBISIFOTCS XeMOKHHBI, UIMMYyHHbBIE PELIENITOPbI, MOJIEKYJIbl afIe3HH,
IeHbl OTBETa HAa CTPECC, PEryJIATOPhI amnonTto3a, (PakTopbl TPaHCKPUIMH, (HAKTOPBI POCTa,
(dbepMeHTBI U perynaTopbl kjierouHoro uukia. Kpome toro, NFkB oka3biBaeT BiIHMsHUE Ha
TPAHCKPHIILHMIO HECKOJIbKHX BHPYCHBIX MPOMOTOPOB/3HXaHCcepoB (Hampumep, BUY-1 u CMV)
(cm. Tergaonkar, Vinay. "NFkB pathway: A good signaling paradigm and therapeutic target.”
The international journal of biochemistry & cell biology 38,10 (2006): 1647-1653.).

[0076] B macrosimueit 3asiBke TepMuH "Kp" MOXKHO HCMOIB30BATH B3aHMO3aMEHSIEMO C
tepmuaoM "KD", u, B 1enoM, OH OTHOCHUTCS K PABHOBECHOW KOHCTAHTE IUCCOLMALIUU
KOHKPETHOTO B3aUMOJIEHCTBUSI AHTHUTENO-aHTUTeH B enmHMnax M (Mone/;n). KD MoxkHO
BBIUNCIISITh W3 KOHLEHTpauuil BemiectBa AB u BemectB A u B, mojyueHHBIX NMOCPENCTBOM
muccormaruu AB: KD=c(A)*c(B)/c(AB). U3 310l hopMyJIbl MOKHO BHUAETH, UTO YeM OOJbIIe
3Hauenne KD, Tem Brime mucconuanus u ciadee appuHHOCTH Mexay BemectBamu A u B; u
HaoOopoT, ueM MeHbIne 3HadeHne KD, TemM MeHblne nuccouuanys, 1 TeM Bbime apGUHHOCTH
Mexay Bemectsamu A u B.

[0077] B HacTosiie 3asiBKe TEPMHUH "MOHOKJIOHAJIbHOE aHTUTEJO", B LIEJIOM, OTHOCUTCS
K TpyNIe AHTUTEJN, SIBJSIFOIIMXCS, MO CYIIEeCTBY, F'OMOJIOTUYHBIMH, T.€. KaKJ0€ AHTHUTEIO,
BKJIFOUEHHOE B TPYIIy, SIBJISIETCS OAMHAKOBBIMHU, 3a HUCKIIOUEHHUEM BO3MOXKHBIX NPHUPOAHBIX
MyTalUll B HE3HAYUTENbHBIX KOJMYECTBaX. MOHOKJIOHANbHBIE AHTUTENA  SBJISIFOTCS
BBICOKOCTIELIM()MUECKUMH U HamNpaBJIeHbl MPOTHB OJHOIO ydacTKa aHTureHa. Kpome Toro, B
OTJIMYME OT TMpenaparoB IMOJUKIOHAJIBHBIX AaHTHUTEN, BKJIOYAOIIUX pasHble AaHTHUTENa,
HAIpaBJICHHbIE TIPOTUB PA3HbIX JETEPMHUHAHT (SMHUTOMOB), KaKI0€ MOHOKJIOHAIBHOE aHTHUTEJIO,
HanpaBlieHHOE IMPOTUB OAHOW JAeTePMHHAHTbI HA AaHTUIeHEe, He WHTEPHPEeTUPYIOT Kak
TpeOyrolnee  Kakoro-iudO KOHKPETHOro crocoba mojydeHuss aHTtuTeln.  Hampumep,
MOHOKJIOHAJIbHBIE AHTHUTENIA MOKHO IOJy4aTh C TOMOLIBK) THOPHUAOMHON TEXHOJOTHH HIIH
NPOAYLHUPOBAaTh B OaKTEPHUSX, 3YKAPUOTHYECKHX >JKMBOTHBIX WM PACTUTENBHBIX KJIETKAX
cniocobamu pekomObunanTHoM JIHK. AnbTepHaTHBHO, MOHOKJIOHAJIbHBIE AHTUTENA TAKXKE MOXKHO
nojy4atb u3 (paroBoii OMOSMOTEKH AHTUTEN C HCIOJIb30BAHHEM TEXHOJOTHH, KaK OIMHCAHO,
Hanpumep, B Clackson et al., Nature, 352:624-628 (1991) u Marks et al., Mol. Biol., 222:581-
597 (1991).

[0078] B HacTosimeit 3asiBKe TepMHUH "OHOLETIOUeYHOe aHTUTENO (SCFv)", Kak mpaBumio,
OTHOCUTCSI K MOJIEKyJie, OOpa30BaHHOI IOCPEACTBOM CBSI3bIBAHUS BapuabenbHOH oO0nacTH
TSDKEJIOW LeNH aHTUTeNa C BapuadenbHONH OOJACThIO JIETKOW LEMH C IMOMOIIBI0 KOPOTKOTO

MENTHIHOTO JINHKepa (JIMHKEpa).
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[0079] B HacToslIell 3asBKe TEPMHUH "XHMEPHOE AaHTUTENO", B LIEJIOM, OTHOCHUTCS K
aHTUTENy, B KOTOPOM YaCTb AMHUHOKHCJIOTHOM NOCIENOBATENBHOCTH KaXKAOW TSKEIONH WM
JIErKOU Lenu SIBIIAETCS TOMOJIOTHYHOMN COOTBETCTBYIOLIEH AMUHOKHCJIOTHOU
MOCJIEIOBATENILHOCTH B AHTUTENIE KOHKPETHOrO OMOJIOTMYECKOTrO BHJA WM NPUHAUIEKHUT K
KOHKPETHOMY KJIaCCy, a OCTaJIbHAasl 4acTb LENM SIBJISAETCS TOMOJOTMYHON COOTBETCTBYIOIIEH
HIOCJIEIOBATENILHOCTH JIpyroro Ouojorndeckoro Buaa. Hanpumep, BapumaOenbHble 0oOsactu
JIETKOH LeTM M TSDKEJIOW LeMH IMOJyYaroT U3 BapuabenbHOH o0NacTh aHTUTENa OZHOTO BUAA
JKUBOTHBIX (HANpPUMep, MBILIH, KPBICHI U T.A.), B TO BpeMs KaK KOHCTAHTHAsl 4YacTb SIBJISIETCS
TOMOJIOTHYHON TOCJIEAOBATEIbHOCTH aHTUTENA JPYroro OHOJOrHMYeCKOro Buaa (Hampumep,
yenoBeka). Hampumep, B ciyuae mojy4eHuss XUMEPHBIX aHTUTEN, He TIPUHAICKAIINE YETOBEKY
B-knerku uiau ruOpUIOMHBIE KIETKH MOKHO HCIIOJIb30BaTh U TOJIYYEHHsI BapHaOeNbHBIX
oOnacteif, W KOHCTaHTHble O0OJAacTH, KOMOMHHMPYEMBbIE C HHMH, TOJIYYAOT W3 JIOJIEH.
BapuabenbHasi obnacte oOjamaeT MperMyIIeCTBOM JIETKOTO TOJYYEeHHs, U Ha ee
CHenu(pUIHOCTh HE BIIUSIET HCTOYHUK KOHCTAHTHOW 00JIACTH, KOMOWHHpYyeMol ¢ Heil. B To ke
BpeMsl, T.K. KOHCTAaHTHYI OOJacTb XHMEPHOTO AaHTUTENAa MOXKHO TNOJy4aTb W3 JIFONEH,
BO3MOXKHOCTh HMHIYLIMPOBAaHHUS XHUMEPHBIM AaHTUTEJIOM HMMYHHOTO OTBETAa IPH HHBEKLUHU
ABIISIETCS OOJIee HU3KOH, YeM B CITydae aHTUTENA, KOHCTAHTHYIO 00JIacTh KOTOPOTO MOJIYHaroT U3
He TPUHAAJIEXKAILIETrO YeJIOBEKY HCTOUHHUKA.

[0080] B mHacrosmel 3asBK€ TEPMHUH 'TYMaHU3MPOBAHHOE AHTUTENO", B LEJIOM,
OTHOCUTCSI K CKOHCTPYHPOBAHHOMY AaHTHUTENy, IIOJyYEeHHOMY IOCPEACTBOM CHUXEHMUS
UMMYHOT'€HHOCTH aHTHUTEJN, IMMYHOTJIOOYJIMHOBBIM CBSI3bIBAIOIIUM O€JKaM U MOJHIENTHIAM,
NOJIyYE€HHBIM U3 HE SIBJISIOLINXCS YE€JIOBEKOM BHUIOB (HAIIpUMep, MbIIIEH WK KPBIC), IS JIFOEH
IPU OJHOBPEMEHHOM COXPAHEHUM AHTUICHCBA3BIBAIOIIUX CBOWCTB HCXOAHOIO AaHTHUTENA.
Hamnpumep, MOKHO HCIIONB30BaTh TEXHUUECKHE CPEACTBa, BKIroUatomue nepecanky CDR (Jones
et al., Nature 321:522 (1986)) u ee BapuaHT, BKIIOHaomuii "pekoHcrpyuposanue” (Verhoeyen,
et al., 1988 Science 239:1534-1536; Riechmann, et al., 1988 Nature 332:323-337; Tempest, et
al., Bio/Technol 1991 9:266-271), "runepxumepuzanmo” (Queen, et al., 1989 Proc Natl Acad
Sci USA 86:10029-10033; Co, et al., 1991 Proc Natl Acad Sci USA 88:2869-2873; Co, et al.,
1992 J Immunol 148:1149-1154) u "BenupoBanue” (Mark, et al., "Derivation of therapeutically
active humanized and veneered anti-CD18 antibodies.”" B: Metcalf BW, Dalton BJ, eds. Cellular
adhesion: molecular definition to therapeutic potential. New York: Plenum Press, 1994: 291-
312) ynu T.1., A7 TYMaHU3allUMK He NPUHAJIeKAIIero YeJIoBeKy CBsi3biBaroliero gomMeHa. Eciu
apyrue oOJacTH, TakWe KakK IIapHUpHAas OOJIAaCTh W JIOMEHbI KOHCTAHTHOH OO0JACTH, TaKXKe
NOJIYYAKOT U3 HE MPUHAJIEKAINX YEJIOBEKY MCTOYHHKOB, 3TH O0JACTH TAKXKE€ MOTYT SIBISITHCS
I'YMaHU3UPOBAHHBIMU.

[0081] B nHacrosieii 3asiBKe TEPMHUH "MOJHOCTBIO UYEJIOBEYECKOE AHTUTENO", B LEJIOM,
O3HAYaeT, YTO BCE YACTH aHTUTeNa (BKJIIOUas KOHCTaHTHble obOmactw, obmactu CH um CL
aHTHUTENA) KOAUPYIOTCS T€HAMH, IOJNyYeHHbIMH M3 4eJoBeKa. [IOJHOCTBIO UenoBeuecKoe
AHTUTEJIO MOXKET 3HAUUTENbHO CHIDKATh HMMYHHBIE T0004YHBIE 3((EKTh, BbI3BAHHBIE

reTCPOr€cHHbIMA aHTUTCJIAMH, B OTHOIICHUN OpraHU3Ma 4YCJIOBCKaA.
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[0082] B Hactosimeli 3asiBke TepMmuH "Oucneuuduyeckoe antureno (BsAb)", B memom,
OTHOCUTCSl K AQHTHUTENy WM KOHCTPYKLHHM AaHTHUTENa C JBOWHOM CHenu(pUIHOCTBIO B €ro
CBsI3bIBarOIEeM Iuiede. [IpuponHble aHTUTENAa SABISIOTCS MOHOCHEUM(UYECKUMH M OOJagaroT
OJTHOW M TOM k€ CIeU(pUIHOCTBIO B CBOMX aHTUI€HCBS3bIBAIOINX IUIevyax. bucnenuduueckue
aHTUTENA TIOJYYalOT U3 ABYX Pa3HBbIX UCTOYHHKOB U KOHCTPYMPYIOT MOCPENCTBOM TEXHOJOTHU
pexomOunanTHONH JIHK wnu ciusHus KIETOK TakuM 00pa3oM, YTO OHU COXPAHSIOT JBE
cienu(pUIHOCTH MCXOMHOIO aHTHTeNna. bucnennguueckne aHTUTENa HECYT JBAa Pa3sHbBIX
AHTUTCHCBS3BIBAIOIIMX yYacTKa. Fc-yacTh Oucrmenu(puueckoro aHturena orindaercs ot Fc-
YacTu JIOOOr0 POAMTENBCKOrO MOHOCHeUU(HUecKoro aHTurena. 1.k, Oucneuupuveckue
aHTHUTENIa MMEIOT JABOHHYI CHEeUU(UYHOCTh K JIGKAPCTBEHHBIM CPEACTBAM M OIYXOJIEBBIM
KJIETKaM, TE€OPETHMYECKH OHHU MOTYT MPHUBOAUTH K TOMY, YTO HAKOIUICHHE JIEKAPCTBEHHOTO
cpeactea B omyxoisix Oynmer Oosiee BBICOKMM, 4YeM B HEONMYXOJEBBIX YacTAX OpraHU3Ma.
BoJBIIMHCTBO M3 HOBBIX OMCHEUU(UIECKUX aHTUTENT MOTYT MEPEHANPABIISTh IUTOTOKCHIECKHE
s dexropubie kietku (Hanmpumep, Tc-knetkn, NK-keTku, HEHTPOPUIBI) K LETeBbIM KJIETKAM
(HampuMep, OMyXOJIEBbIM KieTkaM). bucnenuduueckue aHTUTENa MOTYT OJHOBPEMEHHO
OJIOKMPOBATh [1BA Pa3HBIX MEIUATOPA/TIyTH, UTPAIOINUX YHUKAIBHYIO WIIA MEPEKPbIBAIOINYIOCS
pOJb B TATOTeHe3e, M TaK)K€ MOTYT NOBBINATh CHEUU(UYHOCTH CBSI3BIBAHUS TOCPEICTBOM
B3aUMOJIEHCTBHUS C ABYMSI, BMECTO OTHOTO, Pa3HbIMU aHTUI'€HaMH noBepxHocTH kieTku (Fanger,
Michael W., u Paul M. Guyre. "Bispecific antibodies for targeted cellular cytotoxicity.” Trends
in biotechnology, 1991: 375-380), (Fan, Gaowei, et al. "Bispecific antibodies and their
applications." Journal of hematology & oncology, 2015: 130).

[0083] B HacTosiimel 3asiBK€ TEPMUH '"TOMOJIOTHSl MOCJIENOBATEIbHOCTH', B LEJIOM,
O3HA4aeT, YTO AaMHUHOKHCIIOTHBIE MOCIE€AOBATEIbHOCTH T'OMOJIOTUYHBIX O€JIKOB HMEIOT
3HAYUTEBHOE CXOJCTBO.

[0084] B HacToswIei 3asBKe TEPMHUH "3MUTON", KaK NMPaBUIJIO, OTHOCUTCSA K aHTUT'€HHOM
JNeTepMUHAHTE, T.€. YaCTH MOJIEKyJbl, pacro3HaBaeMOW HMMYHHOH cucCTeMOl (Harpumep,
pacrio3HaBaeMoil aHTuUTeNoM). Hampumep, SMUTOMNBI SIBISIOTCS AMCKPETHBIMH TPEXMEPHBIMU
y4acTKaMH Ha AHTHICHE, PAaClO3HABAEMbIMU HMMYHHOH CHCTEMOW. DMHTOIN, KaK MPaBUJIO,
COCTOUT M3 XUMHUYECKH aKTUBHBIX MOBEPXHOCTHBIX TPYII MOJIEKYJ (HApUMep, aMUHOKHCIIOT
win OOKOBBIX IeMed caxapoB) U HMeeT Ccheuu(puvIeckue TPEeXMEpHbIE CTPYKTYpPHBIE
XapaKTEPUCTUKU W CHEUPHYECKHe XapaKTEPUCTHKH 3apsiaa. JMUTOMBI MOKHO Pa3/eisiTh Ha
KOH(OPMALIMOHHBIE 3MHUTONBl W HEKOH(OPMAIMOHHBIE SIMUTOINBI (JTMHEHHBIE STHTOIbI) B
3aBHCUMOCTH OT HX CTPYKTypbl. Paznuume wmexay KOHQOPMALMOHHBIMH SMUTONAMH U
HEKOH(OPMAIIMOHHBIMH 3MTUTOMAMH COCTOUT B TOM, YTO TMEPBbIe U3 HUX OyIyT yTpauuBaTh CBOE
CBSI3bIBAHME B NMPUCYTCTBUH IEHATYPUPYIOIINUX PACTBOPUTENEH, a MOCIEAHNE U3 HUX - He OyayT.
OnuTONBl, HAXONAIIMECS TOJBKO HAa TIOBEPXHOCTH AHTUTEHHBIX BELIECTB U JIETKO
CBSI3bIBAIOIIUECS C AHTUICHPACIIO3HAIOIIUMH PELeNTOpaMH WM aHTHTEJIaMH, MOXXHO Ha3BaThb
(YHKIMOHATBHBIMU SMUTONAMM, M OIHUTONBI, HAXOASIIUECS BHYTPU MOJEKYJIbl U HE
ABIIAIOIINECS MMMYHOT€HHBIMH, MOKHO HAa3blBaTh MAaCKHPOBAHHBIMU SIUTONAMH. JIUTOIIBI

MOTYT COCTOATh U3 HEMPECPBIBHBIX OCTATKOB WJIM MOIYT OBITh O6paSOBaHbI MMPEPbIBAOIITUMHCA
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ocTaTKamHu, OJIU3KUMU APYT K APYTY B pe3yJibTare (GOJAMHIa AaHTUTEHHOTO MTOJINMEPa. DTHTOIIBI,
0o0pa3oBaHHBIE TOCIIENOBATEIbHBIMH AMUHOKHCIOTAMH B O€JIKaX, KaK MPaBHJIO, COXPAHSIIOTCS
OpU  BO3JEHCTBUM  JEHATYPUPYIOLIUX  PACTBOPHUTENEH, HO OBMIHUTONbL, O00pa3OBaHHbIE
IPEPHIBAIOIIUMUCS AMUHOKHCIIOTAMH, KaK MPABUJIO, YTPAUNUBAIOTCS TOCHIE TAKOTO BO3AEHCTBHSI.

[0085] B HacTosimeii 3asBKe TEPMHUH "aHTUTCHCBSI3bIBAIOIIHMK (pparMeHT", B IIEJIOM,
OTHOCHUTCSl K YaCTH WHTAKTHOTO AHTHUTENA, HAMPUMEpP, aHTHICHCBSA3bIBAIOIIEH oOJacTu W/uiu
BapualOeNpHOH OOJACTH WMHTAKTHOTO AaHTUTENa. B HEKOTOPHIX BapUaHTaX OCYINECTBIECHUS
AQHTUTEHCBS3BIBAOIUN (parMeHT MokeT BkmoudaTh Fab-, Fab'-, F(ab),-, F(ab'),- u Fv-
(parMeHTEl. B HEKOTOPBIX BapHAHTAaX OCYIIECTBJICHUS AHTUTEJA IO HACTOALIEMY U300pETEHUIO
MOTYT BKJIIOYAIOT JIByXLEMOYEYHbIE AHTHUTENA, JIMHEWHBbIE AHTHUTENA, OJIHOLETIOYEUHbIe
MOJIEKYJIbl aHTUTENl U MoJucnenuuyeckue aHTurtena, oOpa3oBaHHbIE (pParMEHTAMH AHTHUTEIL.
JIBa MACHTUYHBIX aHTUTEHCBSI3BIBAOIINX (PParMEeHTa, MOJYYEHHbIE MOCPEICTBOM PACIICTIICHUS
aHTHTENIAa, UMEIOLIET0 WHTAKTHYIO CTPYKTYpPY, MamauHOM (HampuMep, NMOCPEACTBOM YAAJICHHUS
Fc-obnactu u mapaupHO# obnactu), HaseBaroT "Fab"-pparmentamu. Fab-¢pparment coctout us
WHTAKTHOW JIETKOU Liemnu, BapuadenbHOl obnactu Tspkenol nenu (VH) 1 mepBoro KOHCTaHTHOTO
nomena (CH1) Tsokenoit nenm. Kakapiii Fab-parMeHT siBisieTcst MOHOBAJIEHTHBIM B OTHOLIIEHUH
CBSI3bIBAHUS AHTHIEHA, T.€. OH COJEPXKUT OIMH AaHTHI'CHCBS3BIBAOIIMK y4acToK. F(ab)-
(dparMeHTBl aHTHUTEN HCXOOHO MOJydain Kak mapbl Fab-¢parmeHTOB, coemuHeHHbIE uepes
mucrend. OmuH  kpynHbelid  F(ab”),-gparmMeHT, mnonyueHHBIH TOCPEACTBOM PpaCIIEIUICHUsS
aHTHUTENa, UMEIOLIEr0 MHTAKTHYIO CTPYKTYPY, IENCHHOM, NMPHOJIM3UTENbHO paBeH nByM Fab-
¢parmeHTamM,  COE€AMHEHHBIM  JUCYIb(PUAHONW  CBSA3BKO U HMEIOIINM  Pa3HYIo
AHTUT€HCBSA3BIBAIOIIYIO AKTHBHOCTb, U BCE PABHO CHOCOOEH NMEPEKPECTHO CBS3bIBATH AHTUIEH.
Fab'-pparmentsl ornuuarorcs ot Fab-gparmeHToB TEM, YTO OHHM HMMEIOT HECKOJBKO
JOMOJHUTENBHBIX OCTAaTKOB Ha KapOokcu-koHue nomena CHI, Bkmouas omuH mnu Oonee
LICTENHOB W3 INApHUPHOH oOnactu antutena. Fv-pparment cocrour u3 nomeHos VL u VH
OJTHOTO TUIeYa AaHTHUTEA.

[0086] B HacTosiielt 3asBKe TEPMUH "BapuaHT", B LIEJIOM, OTHOCUTCS K aMHUHOKHCJIOTHOM
NOCJIEIOBATEIbHOCTH, MMEIOLIEH, MO CYWECTBY, Ty k€ (YHKIMIO (Hampumep, CIOCOOHOCTH
cnieruduuecku cBsi3biBaThes ¢ PD-L1) u mo menbinei mepe 85% (HampuMep, MO MeHbIIEH Mepe
85%, no menbiueit mepe 90%, nmo menbine mepe 91%, mo menbiueit mepe 92%, MO MeHbIIEH
mepe 93%, no menblueill mepe 94%, mo MeHbuiel mepe 95%, mo mensbluell mepe 96%, Mo
MeHbleld Mepe 97%, no meHsbluel Mepe 98%, no MeHbuiel Mepe 99% wunu no MeHbllel mMepe
100%) npaeHTUYHOCTH MOCIEA0BAaTEIbHOCTH. B HEKOTOPBIX BapHaHTax OCYILECTBIIEHUS BapUaHT
AMHHOKHUCJIOTHOM TIOCIIEIOBATEIbHOCTH SIBJISIETC AMHUHOKHMCJIOTHOH TIOCIIEIOBATEIbHOCTHIO,
UMEIOIIel, Mo CymecTtBy, Ty e (QyHKIUIO (Hampumep, CIIOCOOHOCTh CHeru(HYecKH
cBsi3biBaThCs ¢ PD-L1), u Brimodaer onny win 6osee (Hampumep, 1-2, 1-3, 1-4, 1-5, 1-6, 1-7, 1-
8, 1-9, 1-10 uymm Oonee) 3ameH, Aenenii Win J00aBJICHHI aMUHOKHUCIIOT.

[0087] B Hacrosiel 3asiBKe TEPMUH "UAEHTUYHOCTD", B II€JIOM, OTHOCUTCS K MPOLICHTY
KOJINYECTBA OIMHAKOBBIX AMMHOKHCIOTHBIX OCTATKOB CPEOU BCEX AMHHOKHCIIOTHBIX OCTATKOB

npu CpaBHCHUUA noCJIEA0BATCIIbHOCTH-KaHAuaaTa C KOHerTHOﬁ MENTUTHOM HJIN
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MOJIMMENTUIHON MOCIEA0BATENBHOCTBIO.

[0088] B HacTosimeit 3asiBke TepmuH "IgG", B IeJ0M, OTHOCUTCSI K HMMYHOTJIOOYIHHY G.
IgG sBnsercs ofHUM M3 UMMYHOTJIOOYJIMHOB YesioBeka, U apyrue BkmouaroT IgA, IgM, IgD u
IgE. IgG sABnAeTCS OCHOBHBIM AHTUTEJIBHBIM KOMIIOHEHTOM CBIBOPOTKH, Ha JOJIF0 KOTOPOTO
npuxomurcss npudnusurenbHo  75% Ig  ceiBopoTku. B cooTBeTcTBHM € pasmHUMsIMU
AaHTUIeHHOCTH Y-1ienu MoJekysl IgG, IgG uenoseka numeer uyersipe noaruna: IgGl, IgG2, I1gG3
u IgG4. IgG urpaer BaxHyr0 posib B MMMyHUTeTe. B Hactosmel 3asske tepmuH "IgGl", B
LIEJIOM, OTHOCHUTCSl K TOATHNY ¢ HauOoyee BbICOKOW paoneit cpenu IgG, umeromemy Ooee
BBICOKYIO adpuHHOCTD K Fe-penentopam.

[0089] B Hacrosimieil 3asBke TEPMHUH "MOJIEKYJia HYKJIEMHOBON KHCJIOTHI', B LEJIOM,
OTHOCHUTCSI K  BBbIIEJIGHHOW (opMe  HYKJIEOTHUAOB, JAE30KCHUPHOOHYKJIEOTHIOB MM
pUOOHYKJIEOTHIOB WJIM HMX AaHAJOrOB JIOOOH JUIMHBIL, BBIACJIEHHBIX M3 HX MPHPOTHOTO
OKPY>KE€HUsI UJIM CUHTE3UPOBAHHON UCKYCCTBEHHO.

[0090] B Hacrosimieidi 3asiBke€ TepMHH "BEKTOpP", B LIEJIIOM, OTHOCHUTCS K MOJIEKYJIE
HYKJIEMHOBOM KHCJIOTBI, CIOCOOHOH K CaMOPEIUTUKALIMH B IOAXOISINEM OpPTaHU3Me-XO035UHE, C
MOMOLIBbIO KOTOPOM MEpPEeHOCAT BCTPOEHHYIO MOJIEKYJy HYKJIEMHOBOH KHCJIOTHI B KJETKHU-
X03s1eBa W/WJIM MEXAY KIETKaMH-X03s€BaMH. BEKTOp MOKET BKIJIIOYaTh BEKTOP, B OCHOBHOM,
ucnoab3yemblil 1y BerpauBanus JHK nnu PHK B xeTky, BEKTOP, B OCHOBHOM, UCTOJIb3Y€E€MBbIi
s permkamu JIHK win PHK, u BexkTOp, B OCHOBHOM, HUCIHOJB3YEMBIM [JIsl 3KCIPECCHUH,
tpanckpununu w/wm tpancisinuu JJHK umn PHK. Bektop Takke BKIHOYaeT BEKTOP, HMEIOIINN
MHOYKECTBO OIMCAHHBIX BbIlIE (PYHKUNN. BEKTOP MOXKET SIBIATHCS MOJMHYKJIEOTHIOM, KOTOPBIH
MOKET TPAHCKPUOMPOBATHCS M TPAHCIUPOBATHCS B IOJHUIENTHI TPU BCTPAUBAHUH B
HNOIXOASALIYIO KJIETKY-X03sauHa. Kak mpaBuiio, Npu KyJbTUBUPOBAHMM MOAXOMAALIEH KIIETKH-
X03MHa, COAep Kaleil BEKTOP, BEKTOP MOXKET MPUBOAUTD K 0OPAa30BAHHUIO KEITAeMOro MPOAYKTA
3KCIPECCHUMU.

[0091] B HacTosieit 3asiBKe TEPMUH "KJIETKA-XO35IMH", B LIEJIOM, OTHOCHUTCS K IJIA3MHJIE
WM BEKTOPY, KOTOpPbIE MOTYT BKJIFOUATh WJIM BKJIIOYAIOT MOJIEKYJYy HYKJIEWHOBOW KHCJIOTHI IO
HACTOSIIEMY H300PETeHUI0, WJIM OTAEJIbHOW KJETKE, JMHUU KJIETOK WM KYJbTYpe KIJIETOK,
KOTOpbIE MOTYT JKCIPECCUPOBATh AHTHUTENO WIM €r0 AHTHICHCBS3BIBAIOIIMKA (PPArMEHT IO
HacrosimeMy u3o0peTerno. KieTka-x03sSMH MOJKET BKJIOYATh IOTOMCTBO OJHOW KIJIETKHU-
x03siuHa. U3-3a npupoaHbIX, CIy4alHbIX U IPEeJHAMEPEHHBIX MyTalUl KJIETKU-TIOTOMKH MOTYT
HE SIBJSITbCS. TOYHO TAKUMH YK€, KaK HCXOIHBbIC POIUTENBCKUE KJIETKH IO MOP(OJIOTHH HIIH
reHOMy, TIpU YCIOBHM, 4YTO OHHU MOTYT OJKCIPECCUPOBAaTb AHTUTENO WU  €ro
AHTUTeHCBS3BIBAIOIINN (pparMeHT Mo HacTosmeMy u3o0pereHn0. KieTky-xo3simHa MOXHO
NOJIy4aTh TIOCPEACTBOM TPAHC(PEKIMH KIETOK in Vitro ¢ HCIOJNb30BAaHUEM BEKTOpa IO
HacrosimeMy wu300peTeHno. KieTka-X03sMH MOXKET SIBIATHCS TNPOKAPUOTUYECKON KIETKON
(marmpumep, E. coli), a TakKe MOKET SBJIATHCS 3YKAPUOTUIECKOH KJIETKOH (HarmpuMep, TaKoi Kak
npoxckeBble kieTkd, kinetku COS, kierkn ssmuHnka kutaiickoro xomsika (CHO), knerku Hela,
knerkn HEK293, knerkm COS-1, xnerkm NSO mnm Muenomsble kieTku). B HekoTOphIX

BapuaHTax OCYLICCTBJICHUSA KIICTKA-XO35UH SABJIACTCA KJIETKOM MJIEKOIIHUTAIOIIETO. Haan/IMep,
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KJIETKAa MJIEKOMUTAroLero Moxer sBisaTees kierkoi CHO-K1. B nHacrosiuel 3asiBke T€pMHH
"peKOMOMHAHTHASI KJIETKA-XO3SsIMH", KaK MMPaBUJIO, OTHOCUTCS K KJIETKE, B KOTOPYIO BCTPAUBAIOT
PEKOMOMHAHTHBIN SKCIIPECCUPYIOIUIN BeKTOp. PekoMOMHAHTHAas KIIETKAa-XO35IMH HE TOJIbKO
BKJIFOUAET KOHKPETHYIO KJIETKY, HO TaKXKe BKJIFOYAaeT U OTOMCTBO TaKUX KJIETOK.

[0092] B HacTosiieli 3asiBKe TEPMHH '"3JI0Ka4eCTBEHHOE HOBOOOpa3oBaHHE", B LIEJIOM,
OTHOCHUTCSL K (PU3HOJIOTMUECKOMY CTaTyCy MIIEKOMMTAIOIIEro, KaK MPaBHJIO, OTIMYAIOLIEMYCS
HapylleHHssMH Tpoiudepauy WM BbDKUBAHUS KJIETOK. HeorpaHmumBaromue mnpuMeps!
3JIOKQYEeCTBEHHbIX ~ HOBOOOPA30BaHUI  BKJIOYAIOT  3JIOKAYECTBEHHBIE  HOBOOOpPA3OBaHMUSI,
auMdoMy, OMyXoJib MATEPUHCKHX KJIETOK, CAPKOMY, JIEHKO3 U 3JIOKQYE€CTBEHHYIO JTUM(OUTHYIO
onyxoJb. Hampumep, OHO MOXKeET SIBISTbCS JTUM(OMOIA.

[0093] B Hacrosimeli 3asBKe TepMUH "Mexay", B LeloM, o3HadaeT, 4yro (-KoHel
HEKOTOPOT0 aMHUHOKHCJIOTHOTO (hparMeHTa NpsMO MM KOCBEHHO CBsI3aH C N-KOHLIOM IEPBOTO
AMHHOKHUCJIOTHOTO (pparMeHTa, U ero N-KOHeLl MpsMO WM KOCBEHHO CBsi3aH ¢ C-KOHIOM
BTOPOrO aMHUHOKHCIIOTHOTO parmenTa. B nerkoii nenu, Hanpumep, N-korer L-FR2 npsimo mmu
kocBeHHO cBsizaH ¢ C-konnom LCDRI, u C-koneu L-FR2 npsimo wnu kocBeHHO CBsizaH ¢ N-
koHioM LCDR2. B xavectBe npyroro npumepa, N-koHen L-FR3 npsmo nunu KOCBEHHO CBsA3aH C
C-xonniom LCDR2, u C-koneu L-FR3 npsimo unm xoceeHHo cBsizaH ¢ N-konnom LCDR3. B
Tskesol uenu, Hanpumep, N-koHer H-FR2 npsmMo nnu kocseHHo cBsizad ¢ C-konuom HCDRI,
u C-xonery H-FR2 npsimo unu kocBeHHO cBsizaH ¢ N-koHuom HCDR2. B kadectBe apyroro
npumepa, N-xkonenw H-FR3 mpsimo unu kocBeHHo cBsizad ¢ C-koHuom HCDR2, u C-konen H-
FR3 npsimo unu xocBeHHO cBsizaH ¢ N-koHuom HCDR3.

[0094] B Hacrosimeil 3asBke TepMUH "NPUOIM3UTENBHO", B LEJIOM, OTHOCHUTCS K
KonebaHusM B JaMana3oHe ykazaHHOro 3HaueHus: +0,5%-+10%, TakuM kak kojeOaHHs B
auana3oHe ykasanHoro sHaueHust £0,5%, £1%, £1,5%, £2%, +2,5%, £3%, +3,5%, +4%, +4,5%,
+5%, £5,5%, £6%, £6,5%, £7%, £7,5%, £8%, £8,5%, £9%, +9,5% nmu £10%.

[0095] B Hacrosimueii 3asBke TepMUH "BKJIIOUaer", B LEJIOM, O3HAYaeT "BKJIOYAIOT",
"cymmupyrot”, "umeror" wnm "comepxar'. B HEKOTOpPBIX ciydasx OH TaKKe O3HaydaeT
"sBnsercs" uiu "cocTout u3'".

AHTHTEJIO HJIH €r0 AHTUTeHCBA3BIBAIOLIUIT (pparMeHT

[0096] B omHOM Hu3 acmeKkTOB HACTOSIIAsl 3asBKa OTHOCHUTCS K AHTHUTENy WA €ro
AHTUTeHCBS3BIBAIOIIEMY (parMeHTy WJIM BapHaHTy, CBs3bIBaomemycs ¢ Oemkom PD-L1 co
sHavenneM Kp 3x10° M wm Menee (mampumep, 3Hauenme Kp cocrtaBiser He Oonee
npubmsurensro 3x10° M, He Gonee npuGmmsurensao 2x10° M, He Gonee MPHOIH3HTENHHO
1x10” M, He Oonee MPUONTH3UTENHEHO 9x1071° M, He Oonee MPUONTUZUTETHHO 8x1071° M, He
Gomee mpubmusurensro 7x107° M, me Gomee mpubmmsurensro 6x107° M, He Gomee
npubmsurensro 5x107° M, He Gonee npubmusurenso 4x107'° M, He Gonee npuGIM3HTENHEHO
3x107° M, me Gonee pUOTU3UTETBHO 2x10"° M, me Gomee 1x10"° M, me 6Gomee
npubmsurensro 9x 101 M, He Gonee npuGmsurensao 8x107! M, He Gonee npuGIM3HTENHEHO
7x10"" M, ne Gonee PUOTH3UTENILHO 6x10™"" M, ne Gonee PUOTU3UTENILHO 1x10™"" M mm

MeHee). Hanpumep, aHTUTENO, €ro aHTUIEHCBS3BIBAOLINKN (parMeHT WM BapUAaHT MOXKET
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cBsi3bIBaThCst ¢ Genkom PD-L1 co snadennem Kp menee 8<10™! M.

[0097] AwHTHTENO WIM €ro AaHTUIeHCBSI3BIBAIOMUN (parMeHT WM BapUaHT IO
HACTOSLIEMY N300pETEHUI0 MOKET HHTHONpoBaTh cesi3biBanue PD-L1 ¢ PD-1.

[0098] AHTHTENO WIM €ro AaHTUIeHCBS3bIBAIOLIMN (parMeHT WM BapUaHT IO
HACTOSIIEMY  HM300pPETeHHI0O  MOXET  MPHBOAUTH K  OOJNEr4eHUI0  WIM  JICUSHHIO
OIyXO0JIEACCOLIMUPOBAHHBIX 3a00neBaHni. OMyXoJb BKJIIOYAET PaK TOJICTOTO KUIIEYHUKA.

[0099] B Hacrosimei 3asiBKE aHTUTEIO MOXKET ObITh BBIOPAHO M3 TPYIIIbL, COCTOSLIEH U3
MOHOKJIOHAJIbHOTO ~ QHTHTENA,  OJHOLENOYEYHOrO  aHTHTENa, XHMEPHOTO  aHTHUTeNa,
I'YMaHU3UPOBAHHOTO AHTUTEJNA U MOJIHOCTHIO YEJIOBEUECKOT0 aHTUTEA.

[00100] B Hacrositeili 3asiBKe aHTHUT€HCBS3BIBAIOIIUN (PparMeHT MOKET ObITh BHIOPAH M3
rpymmel, cocrositel u3 Fab-, Fab’-, F(ab),- u Fv-dparmenTa.

[00101] B mHacrosimmel 3asiBKE BapUaHT MOMKET SIBJIATHCS AMHUHOKUCIOTHOU
MOCJIEIOBATEIBHOCTRIO, HMMEIOINel, MO CYIIecTBy, Ty ke (QYHKUUIO (HanmpuMmep, MOXKeT
cnieruduaecku cBs3biBaThCs ¢ PD-L1), n umeer no menbmeii mepe 85% wmu Oonee (Hampumep,
no MeHbIned wmepe mnpudbmusutTenbHO 85%, mpubmusutensHo 90%, mpubmusutensHO 91%,
npubnusuTensHo 92%, mpubnusutenbHo 93%, npudmmsurensro 94%, nmpubmusutensHO 95%,
npubnusuTensHo 96%, mpudmusutensHo 97%, npubmusutensHo 98%, mpubmmsurensHO 99%
win Ooree) MOSHTUYHOCTH IMOCIENOBATEIBHOCTH. B HEKOTOpPHIX BapuUaHTax OCYILIECTBICHHUS
BApPUAHT AMUHOKHCIIOTHOH TMOCJIENOBATENbHOCTH HMMEET, IO CYIIECTBY, Ty K€ (YHKIHIO
(Harpumep, crocoOHOCTh crieruduuecku cBsi3biBaThes ¢ PD-L1) u BKIIIOYaeT aMMHOKUCIIOTHYIO
NOCJIEIOBATENbHOCTD, MOJNYYEHHYIO IMTOCPENCTBOM A00aBIEHMS, NEIELUH WIM 3aMEeHbl OIHOM
wi 6onee (Hanpumep, 1-2, 1-3, 1-4, 1-5, 1-6, 1-7, 1-8, 1-9, 1-10 ummu Gonee) aMmuHOKHUCIOT. B
Ka4ecTBe Pyroro NpuMepa, BApUAHT IO HACTOALIEMY H300pETeHHI0 MOKET OBITh BbIOpaH U3
clenyromeld rpymnmel: O€JIOK WM TOJUIENTHI, MOABEPTHYTHI 3aMeHe, AeJIelud WIn
no0aBiIeHNI0 OAHON wiu Oojiee aMUHOKMCIOT B AHTHTENE WM €r0 aHTUIE€HCBS3BIBAIOLIEM
¢bparmMenTe, U O€JOK WM MOJUNENTUI, UMErOIIUi Oonee 85% (Hampumep, MO MEHbIIEH Mepe
npubnusuTensHo 85%, mpubnusutensHo 90%, npudmmsurensro 91%, npubmusutensHo 92%,
npubnusuTensHo 93%, mpubnusutenbHo 94%, npudmmsurenabHo 95%, nmpubmusutenbHo 96%,
npubnusutensHo  97%, npubmmsurensHo  98%, mnpubOmmsurensHo  99% wim  Gosee)
UICHTHYHOCTH  TOCJENOBATEIbHOCTH IO  OTHOIIEHWIO K  aHTUTENy  HJIH  €ro
AHTUTeHCBS3BIBAIOIIEMY (pparMeHTy.

[00102] B HexkOoTOpbIX BapuaHTaX OCYLIECTBJICHUsS aHTUTENO [0 HACTOSILEMY
M300pETEHNIO MOJKET BKJKOYATh JIETKYIO LEMb aHTUTENA WIH €€ (PParMeHT, BKIFOYAOLIHIA
LCDRI1, u LCDR1 BkjIrO4a€T aMUHOKHUCIIOTHYIO TOCJIENOBATENbHOCTD, NpuBeaeHHy0 B SEQ ID
NO: 53: TGTX1SX2VGGYX3X4VS; roe X1 apugerca S, R unu V; X2 sapasercsa D, E win §;
X3 sasusiercst N wnu R; X4 sensiercs Y unu E, u rnpe LCDR1 onpenensitoT B COOTBETCTBUH C
uHIeKcoM HyMmepanmu anturen Kabat. Hampumep, nerkas uenb aHTuTena uin ee (pparmMeHT
moxker Bikiarouath LCDRI, u LCDR1 Bximoyaer CIEAYHOUIYIO aMUHOKUCIOTHYIO
nocyienoBaTeabHOCTh win ee BapuaHT: SEQ ID NO: 54-58.

[00103] B HekoTOpbIX BapuaHTax OCYLIECTBJICHUs Jierkas LeNb AHTUTeNa WU ee
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¢parment moxer Bkimo4darh LCDR2, BKIIIOHANOIIYI0 aMHHOKHCIIOTHYIO TOCIIEIOBATENbHOCTD,
npuseneHHyo B SEQ ID NO: 59: XINSX2RPS, rae X1 sasnsercsa G unu E; X2 asnsgerca N unu
I, u tne LCDR2 ompenenstoT B COOTBETCTBHUM C WHIAEKCOM HyMmepamnuu antuten Kabat.
Hanpuwmep, nerkas nenb aHTHTeNa WK ee ¢pparmMeHT MoxeT Bkirodyath LCDR2, Bkiroyaromyio
CJIEYIOIIYI0 aMUHOKHUCIIOTHYIO TOCe1oBaTebHOCTD in ee BapuanT: SEQ ID NO: 60-61.

[00104] B HexOTOpBIX BapHaHTaxX OCYILECTBJIEHUS JIerKas LeNb aHTUTeNa I ee
¢parment moxer Bkio4YaTh LCDR3, BKIIIOYAIOIIYI0 aMHHOKHCIOTHYIO TOCHIEI0BATEIbHOCTD,
npuseaeHHyo B SEQ ID NO: 62: QSYDSSLSGX1V, rae X1 sBusiercst S wiu T, u rne LCDR3
OTpEeNeNsIIOT B COOTBETCTBHH C MHAEKCOM HyMmeparmu antuten Kabat. Hanpumep, nerkas mnenb
antuTena uian ee (parmeHt moxker Bkimodarh LCDR3, BKIHOYANOMYH0O aMHHOKHCIIOTHYIO
NIOCJIEIOBATEIbHOCTD WIIH €€ BapUaHT, BeIOpaHHbIe U3 rpynmsbl, cocrosimeii n3 SEQ ID NO: 63 u
SEQ ID NO: 64.

[00105] B HekoTOpbIX BapuaHTax OCYLIECTBJIEHHs Jierkas Lenb aHTUTeNa WU ee
(bparMeHT MOKeT MOMOJHUTENIbHO BKIIFOUaTh KapkacHbeie oOnactu L-FR1, L-FR2, L-FR3 u L-
FR4. Hanpumep, C-xoner; L-FR1 MoxxHO npsiMmo uin kocBeHHO coenuHsTh ¢ N-koHom LCDRI,
u L-FR1 Bxiro4aeT aMHHOKHCIOTHYIO TOCJIENOBATENbHOCTD, TpuBeaeHHyo B SEQ ID NO: 71.
L-FR2 mnaxomutcs wmexkny LCDR1 u LCDR2, u L-FR2 BxmowyaeT aMHHOKHCJIOTHYIO
nocyienoBaTeabHOCTh, npuBeaeHHy0 B SEQ ID NO: 72. L-FR3 naxoaurcs mexny LCDR2 u
LCDR3, u L-FR3 BxirouaeT aMHMHOKUCJIOTHYIO MOCJEN0BATENbHOCTD, IpuBeaeHHy0 B SEQ ID
NO: 73-75. N-xonen L-FR4 mpsimo unm xocBeHHO cBsizaH ¢ C-xonnom LCDR3, u L-FR4
BKJIFOUAET AMHHOKHUCIIOTHYKO IIOCJIEeNOBaTeNbHOCTh, mHpusefaeHHyr0 B SEQ ID NO: 76. B
HEKOTOPBIX BAapUAHTAX OCYINECTBJIEHUS KapKacHble OOJIACTH BBIOpaHBI U3 TPYIIIBI, COCTOALIEH
U3 KOHCEHCYCHBIX KapKaCHBIX IIOCJIEIOBATEIbHOCTEN 4YelIOBEKa M IOCJIENOBATEIbHOCTEU
3apOABILIEBON JTUHUU YEJIOBEKA.

[00106] B HeKOTOpBIX BapHaHTaX OCYINECTBJICHHUS JIETKasl LeMb WIH ee (pparMeHT u3
aHTHUTEJIA M0 HACTOSIIEMY U300PETEHUIO BKIIIOYAET BapradelbHy0 00iacThb Jierkoi nemu VL, u
BapuabenbHast 00JacThb Jierkoi renu VL BKIIOYaeT aMUHOKHCIOTHYIO MOCIIEIOBATEIbHOCTD HITH
€e BapUaHT, BBIOpaHHYIO U3 rpymmbl, coctosmeit u3 SEQ ID NO: 4, SEQ ID NO: 11, SEQ ID
NO: 33, SEQ ID NO: 37, SEQ ID NO: 39 u SEQ ID NO: 41.

[00107] B aHTHTeNne WM €ro aHTUIEHCBSI3bIBAKOIEM ()parMeHTe WJIM BapUaHTE IO
HACTOSIIEMY M300PETEHHUIO JIeTKasl IeNb aHTHTEeNAa WM €€ (PparMeHT MOXKET AOMOJHHTENBHO
BKJIFOYATh KOHCTAaHTHYIO OOJIACTH YEJIOBEKa, M KOHCTAHTHAsl OOJNACTh YEJNIOBEKa BKIFOYAET
KOHCTaHTHYIO obnacth Igh yenosexka.

[00108] B HacTosiieti 3asiBKe Jierkast [elb aHTHTeNA WK € PparMeHT MOXKET BKJIFOYATh
AMHHOKHCJIOTHYIO TTOCJIEIOBATENbHOCTD, BRIOpaHHYIO U3 rpymibl, coctosmeii n3 SEQ ID NO: 8,
SEQ ID NO: 15, SEQ ID NO: 34, SEQ ID NO: 38, SEQ ID NO: 40 u SEQ ID NO: 42.

[00109] B HacTosiieli 3asiBK€ aHTUTEJIO IO HACTOSIIIEMY H300PETEHHIO MOXKET BKJIFOYATh
TSDKENYIO0 LIeTlb aHTHTeNa WM ee (parMeHTt, rae Tsokenas Lerb aHTUTeNa WiIH ee (pparMeHT
mosxeT Bkiarodath HCDR1, 1 HCDR1 MoxeT BK/IOUaTh aMUHOKHMCIOTHYIO MOCJIEA0BATENbHOCTD,

BBIOPAaHHYIO U3 IPYIIIbL, COCTOALIEH U3 nocnenoBarenabHocTel, npuseneHHbix B SEQ ID NO: 45:
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X1YAIS, rne X1 sasiercs S wiu T, u rae HCDR1 onpenensitor B COOTBETCTBUH C UHAEKCOM
HyMmepauun antuten Kabat. Hanpumep, Tsbkenas nenb aHTHTENa WM €€ (parMeHT MOXKET
Bkimoyatb HCDR1, u HCDRI1 Bkiro4yaeT aMUHOKHUCIIOTHYIO TIOCJIE€IOBATEIBbHOCTD WU €€
BapUaHT, BbIOpaHHYIO K3 rpymnsl, cocrosmen u3 SEQ ID NO: 46 u SEQ ID NO: 47.

[00110] B Hacrosmeii 3asiBKe TsDKenas LieNb aHTUTENA WIM €€ (PparMeHT MOXKeT
Biirouate HCDR2, 1 HCDR2 Bxirodaer cienyromyr0 aMUHOKUCIIOTHYIO MOCIEN0OBATEIbHOCTD
win ee BapuanT: SEQ ID NO: 48, u rne HCDR2 onpenessitoT B COOTBETCTBUH C HUHIEKCOM
HyMmepauuu antuten Kabat.

[00111] B Hacrosimeii 3asiBKe TsDKenas LeNb aHTUTENa WM €€ (PparMeHT MOXKeT
Bkmouath HCDR3, u HCDR3 Briro4aeT aMUHOKHCIOTHYIO MOCNIENOBATEbHOCTD, BHIOPAHHYIO
U3 TPYINIbL, CcOCTOsALleN W3 mnochenoBaTenbHOCcTel, mnpusBeaeHHbix B SEQ ID NO: 49:
TMX1X2YX3X4GNXS5DY, roe X1 asastercs D, E nin G, X2 sapnsiercs G wm E, X3 saBnsiercs
S wm G, X4 sensercas Y wm F, X5 sasusercs F wm Y, u rne HCDR3 omnpenensitor B
COOTBETCTBHUH C MHAEKCOM HyMmepauuu anturesn Kabat. Hanpumep, Tsokenast nens aHTHTENA WIH
ee ¢pparment mokeT BkrouaTh HCDR3, m HCDR3 BkjrO4aeT clenyromyro aMUHOKHUCIOTHYIO
nocjieoBaTeNnbHOCTD Mk ee BapuaHT: SEQ ID NO: 50-52.

[00112] B HexkoTOpBIX BapHaHTax OCYIUECTBJEHHUS TsbKenas Lielb aHTUTeNa WU ee
(bparMeHT HOMOJHUTEIBHO BKJIOUaeT kapkacHble oOmactu H-FR1, H-FR2, H-FR3 u H-FR4.
Hanpumep, C-konen H-FR 1 npsimo unu koceenno cBsazan ¢ N-konuom HCDR1, u H-FR1 moxer
BKJIFOYATh aMHUHOKHCIIOTHYIO TTOCJIEA0BATENbHOCTD, BRIOPAHHYIO M3 TpyNibl, cocrosimen u3 SEQ
ID NO: 65, SEQ ID NO: 66 u SEQ ID NO: 67. H-FR2 naxoautcs mexxny HCDR1 u HCDR2, u
H-FR2 moskeT BKJIHOYaTh aMUHOKUCIIOTHYIO TIOCJIEOBATENbHOCTD, NpuBeneHHyo B SEQ ID NO:
68. H-FR3 naxongurcs mexny HCDR2 u HCDR3, u H-FR3 mMosxeT BKiII04aTh aMUHOKHCIIOTHYIO
nocyenoBaTebHOCTD, npuBeaeHHyo B SEQ ID NO: 69. N-koneu H-FR4 npsiMo uinm KOCBEHHO
cesad ¢ C-konnmom HCDR3, u H-FR4 wmoxer BKIOYaTh aMHUHOKHCIIOTHYIO
nocnenosaTenbHOCTh, mpuBeaeHHyro B SEQ ID NO: 70. B HekoTOpbIX BapHuaHTax
OCYILIECTBIIEHHsS] KapKacHbIe OOJNACTH BBIOPAHBI M3 TPYIIBL, COCTOSINEH M3 KOHCEHCYCHBIX
KapKacHBIX IMOCJEIOBATENbHOCTEN YeNoBeKa M IOCJIeNOBATEeIbHOCTEH 3apOBIIIEBON JTHHUU
YeJoBeKa.

[00113] Tskenmast wenb aHTUTENAa WM €€ (PparMEHT MO HACTOSIIEMY H300PETSHHIO
MOXeT BKJIIOUaTh BapuabenpHyro oOnacte Tspkenod nenu VH, u BapuabenbHast o0nacthb
Tskeson uenu VH MoxkeT BKIIOYAaTh aMUHOKHCIOTHYIO NOCJIEN0BATEIbHOCTh UM €€ BapUaHT,
BbIOpaHHyr0 U3 rpymmsl, cocrosimed u3 SEQ ID NO: 2, SEQ ID NO: 9, SEQ ID NO: 31, u SEQ
ID NO: 35. B anTHTENE, €r0 aHTUTCHCBSA3BIBAIOIIEM (PparMEeHTE WIM BapUAHTE MO HACTOSILIEMY
U300pETEHNIO TSDKeNasl Lelb aHTUTeNa WM ee (parMeHT MOXKET IOMOJIHUTENBHO BKIIOYATh
KOHCTaHTHYIO 00JacTh yenoseka. Hampumep, KOHCTaHTHAst 00J1acTh YeJI0BEKa MOXKET BKIIFOYATh
KOHCTaHTHYI0 oOnacte IgG uenoseka. Hampumep, koHcTanTHas obnacte IgG denoBeka MokeT
BKJIOYaTh KOHCTaHTHYIO obnacTh IgG1 yenosexka.

[00114] B HexkoTOpBIX BapHaHTaxX OCYILECTBIEHHUS TsKenas LieNb aHTUTENA WIH ee

(I)paFMeHT MOXET BKJIKOYAaTb AMHWHOKHCJIOTHYI TMOCJICAOBATCIIBHOCTD WM €€ BapHaHT,
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BbIOpaHHyIO U3 rpymsl, cocroseit 3 SEQ ID NO: 6, SEQ ID NO: 13, SEQ ID NO: 32 u SEQ
ID NO: 36.

[00115] B HexkOTOpbIX BapHaHTaX OCYLIECTBJIECHUsS AHTUTENO IO HACTOSILEMY
N300pEeTEeHNI0 BKIIIOYAET JIETKYIO IIeNb aHTuTena uin ee ¢pparment, Bkimodaoimyo LCDRI, u
LCDRI1 BxirouaeT aMMHOKUCJIOTHYIO NOCJIENOBATENbHOCTh, npuBeaeHHyo B SEQ ID NO: 53:
TGTX1SX2VGGYX3X4VS; rne X1 sBusercs S, R win V;, X2 sapaserca D, E unmu S; X3
apnsercs N win R; X4 sasnsercs Y win E, u rne LCDRI1 onpenensitoT B COOTBETCTBUU C
UHIEeKCOM HyMmeparmu anturen Kabat. Hampumep, nerkas uenb aHTHTeNna Win ee (HparMeHT
moxet Bkmrodyath LCDR1, u LCDR1 BkiItO4aeT aMUHOKHCIIOTHYIO TTOCJIEIOBATEILHOCTD UITH €€
BapHaHT, BeIOpaHHYIO M3 rpymmbl, coctosuieil u3 SEQ ID NO: 54-58. Jlerkas nenb aHTutena
win ee ¢pparment Bkaouaer LCDR2, BKIFOYAIOMYI0 aMUHOKHUCIOTHYIO TOCJIEAOBATENbHOCTD,
npuseneHHyo B SEQ ID NO: 59: XINSX2RPS, rae X1 sasnserca G unu E; X2 sBnserca N unu
I, uw tne LCDR2 ompenensioT B COOTBETCTBHHM C WHIEKCOM HyMmeparnuu antuten Kabat.
Hanpuwmep, nerkas uens aHTHTeNa WK ee ¢pparMeHT MoxeT BKIouaTe LCDR2, Brirouaromyro
AMHHOKHUCJIOTHYIO TTOCJIEIOBATEIbHOCTD HITH €€ BAPUAHT, BEHIOPAHHYIO U3 TPYIIIIbI, COCTOSIIEH 13
SEQ ID NO: 60-61. Jlerkast uenb antutena uim ee pparment skirodaer LCDR3, BKITIOYArOIIyIO
AMUHOKHCIIOTHYIO TIOCIENOBaTENbHOCTD, npuBeaeHHy0 B SEQ ID NO: 62: QSYDSSLSGX1V,
rae X1 seusercs S wnn T, u rme LCDR3 onpenensitoT B COOTBETCTBUH C MHAEKCOM HyMepaIuu
anturen Kabat. Hanpumep, nerkas uens aHTHTeNa MU ee pparMeHT MokeT Bkirouate LCDR3,
BKJIFOYAIOIYI0 aMHUHOKHCIJIOTHYIO IIOCIIENOBATENIbHOCTD WJIM €€ BapHaHT, BBIOPAHHYIO U3
rpynnbl, coctosimeii u3 SEQ ID NO: 63-64. Kpome TOro, aHTUTENO IO HACTOSIIEMY
M300pETEHHIO BKJIIOYAET TSDKEINYIO IIeNb aHTuTena win ee gpparment, Bkmoyvarouryro HCDR1, u
HCDRI1 BkirO4aeT aMUHOKHCIIOTHYIO OCJIE0OBATENBbHOCTD, BBIOPAHHYIO U3 TPYIIIBI, COCTOSIIEH
u3 nocnenosarenbHocTel, mpuBenaeHHbX B SEQ ID NO: 45: X1YAIS, raoe X1 snsiercs S wnu T,
u rne HCDR1 onpenensitoT B COOTBETCTBUH ¢ MHIEKCOM Hymepauuu antuten Kabat. Hampumep,
TsDKeNasi 1enb aHtutena win ee gparmeHT moxer Bkmoudatb HCDRI1, u HCDR1 Bkimrovaer
AMHHOKHUCJIOTHYIO TOCJIEIOBATEIbHOCTD WJIH €€ BAPUAHT, BLIOPAHHYIO U3 TPYIIIbI, COCTOSLIECH U3
SEQ ID NO: 46 u SEQ ID NO: 47. Hanpumep, Tsbkenasi Liellb aHTUTeNIA WK €€ (pparMeHT
moxker Bkmodate HCDR2, uw  HCDR2 Bxmodaer Clenyrmyl aMHUHOKUCIOTHYIO
nocnenosatenbHocTy Win ee BapuaHT: SEQ ID NO: 48, u rme HCDR2 ompenensior B
COOTBETCTBUH C MHAEKCOM Hymepauuu antuten Kabat. B kauectBe apyroro mpumepa, Tsokemast
nenb antutena win ee gparment Bkirodaer HCDR3, u HCDR3 Bximroyaer aMHHOKHUCIIOTHYIO
MOCIeIOBaTENbHOCTD, BhiOpaHHyo 3 SEQ ID NO: 49: TMX1X2YX3X4GNX5DY, rme X1
sersiercst D, E unn G, X2 sensiercss G wimm E, X3 siBnsercs S nmm G, X4 sBasiercs Y wim F, X5
sisiercss F wnmn Y, u rme HCDR3 onpenensiroT B COOTBETCTBUU C MHAEKCOM HYMEpPALIMH aHTHUTE
Kabat. Tsokenmas menp anTutena wim ee ¢parment moxer skmodatb HCDR3, m HCDR3
BKJIFOUAET CJIEAYIOLIYI0 aMHUHOKHMCIOTHYIO MOCeA0oBaTeNnbHOCTh min ee Bapuant: SEQ ID NO:
50-52.

[00116] AmuHokucnOTHass  nocheposarenbHocTh  LCDRI AHTUTENA, ero

AHTUIeHCBA3BIBAIOIIETO (parMeHTa WM BapuUaHTa II0 HACTOSIIEMY H300PETEHHI0 MOXKET
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Bimouate SEQ ID NO: 54 unu ee BapuaHT, aMUHOKHCJIOTHasi nocienoBarenbHocTe LCDR2
MokeT BKmodath SEQ ID NO: 60 unu ee BapuaHT, aMMHOKUCJIOTHAs MOCJIENOBATENbHOCTD
LCDR3 wmoxer Bkmouarb SEQ ID NO: 63 wuiam ee BapuaHT, U aMHUHOKHCJIOTHAas
nocnegoBarenbHocTh HCDR1  moxer Bxmouats SEQ ID NO: 46, aMHUHOKHUCIOTHas
nocnenosarenbHocTe  HCDR2  wmoxer Bikmouats SEQ ID NO: 48 wunum ee BapuaHr,
aMuHOKHCIIOTHas mocnenoBateabHocTh HCDR3 moker Brimowate SEQ ID NO: 50 wim ee
BapuaHT. Hampumep, aHTHTENO, €ro aHTHUICHCBS3BIBAKOLINKA (parMEeHT WM BapUAHT MOXKET
BKJItoUaTh aHTuTeno YN-002 mnu antuteno ¢ temu ke LCDR1-3 u HCDR1-3. B HekoTOpbIX
Cly4asiX, aMUHOKHUCJIOTHasl nocyienoBarenbHOCTh L-FR1 anTuTENna, €ro aHTUreHCBSA3hIBAIOIIETO
¢dbparmenTa win Bapuanta Mmoxet Bkito4aTh SEQ ID NO: 71 unu ee BapuaHT, aMUHOKHCJIOTHASI
nocnenoBatenbHOCTh L-FR2  wmoker Brmouare SEQ ID NO: 72 wnm ee BapuaHr;
AMHHOKHUCIIOTHAsI mocnenoBarenbHOCTh L-FR3 mosker Bkmodare SEQ ID NO: 73 unmu ee
BapHaHT, aMUHOKHCJIOTHas nocienosaTenbHOCTh L-FR4 moxer Brirouate SEQ ID NO: 76 unu
€€ BapHaHT, U aMUHOKHCJIOTHas nochenaoBarenbHocTh HFR1 moxer Brmouate SEQ ID NO: 65
WJIN €€ BapHaHT, aMUHOKHUCIIOTHas nocienoBareabHocTh H-FR2 mosker Brimouats SEQ ID NO:
68 wiu ee BapuaHT, aMUHOKUCIOTHas nocnenoBareabHocTh H-FR3 moxer Brximrouate SEQ ID
NO: 69 unu ee BapuaHT, U aMHUHOKHUCJIOTHasA mnochenosarenbHocTh H-FR4 moxer Bkiro4yaTh
SEQ ID NO: 70 nnu ee BapuaHT. Hanpumep, aHTUTENO, €0 aHTUTE€HCBSI3bIBAIOLINH (hparMeHT
WJIM BapUaHT MOKET BKJIOYaTh aHTUTENO, nMmerolee Te ke LCDR1-3, HCDR1-3, L-FR1-4 u H-
FR1-4, uro u antuteno YN-002. B HeKOTOpbIX BapuaHTax OCYLIECTBJEHHUS Jierkas Lemb
AHTHUTEJIa, €r0 aHTUTCHCBS3bIBAIOIIEr0 (PparMeHTa WM BapPUAHTA [0 HACTOSALIEMY H300PETEHHIO
MOJKET BKJIFOYATh BapHaOeNbHYIO 00JIACTD JIETKOW LIeNH, aMUHOKHCIOTHAS TIOCIe0BATEIbHOCTD
BapuabenpHON obnactu jerkoi nenu mMoxker Bkmoudatb SEQ ID NO: 4 unu ee Bapuant; u rue
TsDKENasi 1elb MOKET BKJIIOYaTh BapHAOENbHYI0 O0JACTh TSKEIOW LEeNH, U aMHUHOKHCIIOTHAs
NIOCJIeIOBATEIbHOCTh BaprabenbHON 00acTu Tsokenoi nenu moxer Bkmodats SEQ ID NO: 2
Wik ee BapuaHT. Hampumep, aHTHTENO, €ro aHTUICHCBSI3bIBAIOIIMKN ()pAarMEeHT WM BapHAHT
MOJKET BKJIFOYaTh aHTUTea0 YN-002 MM aHTUTENO, UMEIoLIee Ty ke BapuadelbHyI0 00JacTh
Jerkod 1uenu u BapuabeabHY0 OOJACTh TSDKENOW I1enud. B HEKOTOphIX BapHaHTAaX
OCYIIECTBJICHUS] aHTUTEJNIO, €0 AHTUIE€HCBA3BIBAIOIUN (PparMeHT UM BAPUAHT IO HACTOSIIIEMY
U300pETEHUI0 MOJKET BKJIIOYATh JIETKYIO Ielb W TSKENYK LelMb, aMUHOKHCJIOTHAs
MOCJNeNOBaTeNbHOCTh Jierkol nenu mnpuBeneHa B SEQ ID NO: 8, u amMuHOKHUCIOTHas
MOCJIEIOBATENbHOCTD TspKeIon uermu npuBeneHa B SEQ ID NO: 6. Hanpumep, antureno, ero
AHTUTCHCBS3BIBAIOIINN (PparMeHT WJIM BapHAHT MOXKET BKIIFOYATh aHTUTENo YN-002 mnm umerhb
TY K€ JIETKYIO LIETIb U TSDKENYIO LeTlb.

[00117] B HEKOTOPBIX BapHaHTAaX OCYIIECTBJICHUS aHTUTEJIO, €r0 AHTUTE€HCBSI3bIBAIOIIUN
¢parMeHT WM BapHaHT 10 HACTOALIEMY H300PETEHHIO KOHKYPUPYET C pedepeHCHbIM
aHTUTENIOM 3a cBsisbiBaHue ¢ Oenkom PD-L1 (manpumep, Oemkom PD-L1 uyenoseka).
Pedepencrnoe antuteno wmosker Bkimodath LCDRI1-3 u HCDRI-3, u aMHHOKHCIOTHas
nocnenosarenbHocTh LCDR1  moxer Brmouate SEQ ID NO: 54 wnm ee Bapuasr;

aMHHOKHUCJIOTHas nociengoBarenbHocTh LCDR2 Mmosker Bkmodyath SEQ ID NO: 60 umu ee
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BapHaHT, aMUHOKHUCIIOTHAs nocienosatensHoctb LCDR3 moxert Brmodars SEQ ID NO: 63 unu
€e BapMaHT, U aMUHOKHUcJoTHas nocnenosarenbHocTe HCDR1 mosker Brmodars SEQ ID NO:
46 unu ee BapuaHT, aMUHOKUCIOTHas nocheaosarenbHOCTh HCDR2 moxer Bkimouate SEQ ID
NO: 48 unu ee BapuaHTt; aMmuHOKUCHIOTHasA nocnenosatenbHOcTh HCDR3 mosker Brmrouate SEQ
ID NO: 50 nnu ee BapuaHT. B HEKOTOPBIX BapuaHTaX OCYLIECTBIIEHUS pedepeHCHOe aHTHUTEIO
MokeT BkIO4aTh aHTHTeno YN-002 wmmm antuteno ¢ temu ke LCDRI1-3 u HCDRI1-3. B
HEKOTOPBIX BapUaHTaX OCYINECTBIECHUs pedepeHcHoe anTureno BKmoyaer L-FR1-4 u H-FR1-4,
M aMHHOKHCJIOTHas1 rociienoBarebHOCTh L-FR1 mosker Bkimodate SEQ ID NO: 71 unu ee
BapHaHT, aMUHOKHUCJIOTHasA nocienosaTenbHOCTh L-FR2 moxer Brirouates SEQ ID NO: 72 unu
€€ BapUaHT, aMUHOKHCIIOTHas nocienoBarenbHocTh L-FR3 mosxker Bkmouate SEQ ID NO: 73
WINM €€ BapuaHT, aMMHOKUCJIOTHAs nocienosaTtenbHocTh L-FR4 moxer Bkimrouats SEQ ID NO:
76 unu ee BapUAHT, U aMHUHOKHUCJIOTHas nocnenoaTenbHocTh H-FR1 moxer Brmovats SEQ ID
NO: 65 unu ee BapuaHT, aMHHOKHUCIIOTHAs nocnenoBaTeabHocTh H-FR2 mosker Brimrouats SEQ
ID NO: 68 wnu ee BapwaHT, aMMHOKHUCJIOTHasA nocienoBaTenbHocTh H-FR3 moxer BmrouaTh
SEQ ID NO: 69 wnu ee BapuaHT, aMHHOKHCJIOTHas mnocheaosaresbHocTe H-FR4 wmosker
Bkmouyate SEQ ID NO: 70 wmm ee BapuanT. Hampumep, aHTUTENO WU  €ro
AHTUTeHCBS3BIBAIOIINN (PParMeHT MOXKET BKIIOUaTh aHTUTENO Y N-002 M aHTUTENO C TEMH Ke
LCDRI1-3, HCDRI1-3, L-FR1-4 u H-FR1-4. B HekoTOpbIX BapuUaHTaX OCYIIECTBJICHUS
pedepeHcHOE aHTUTENO MOXKET BKIIOYATh BapuabenpHyl0 00JacTb JIETKOH Henu u
BapHuabeNbHYI0 00JIACTb TSDKENOW LETH, aMHUHOKHCIOTHAS IOCIIEeIOBATENbHOCTh BapHuaOeIbHOM
obnactu nerkoi nernu MokeT BkIro4aTh SEQ ID NO: 4 mnum ee BapuaHT, 1 aMHHOKHCIIOTHAsS
TIOCJIEIOBATEILHOCTD BapradenpbHON 00yacTy Tsokenon uernu Moxker Bkmoudats SEQ ID NO: 2
wi ee Bapuant. Hampumep, pedepeHcHoe aHTUTENO MOXKET BKIOUaTh aHTUTENo YN-002 umu
AHTHUTENIO, UMEIoIIee Ty ke BapualOesbHYH OONACTh JIETKOW LEend M BapHaOelbHYH 00NacTh
TSDKEJIOW Lend. B HEKOTOpbIX BapHaHTaX OCYINECTBJICHUS pepepeHCHOE AHTUTENO MOXKET
BKJIFOYATh JIETKYIO LIEMb U TSKENYIO Lielb, aMUHOKHUCIIOTHAS TIOCIEI0BATENbHOCTD JIETKON IIeTH
MoskeT ObiTh mpuBeneHa B SEQ ID NO: 8, 1 aMUHOKHCIIOTHAsI TIOCENOBATENbHOCTD TSIXKEJIOM
nenu Moxet ObiTh mpuBenena B SEQ ID NO: 6. Hampumep, pedepeHCHOE aHTHTENO MOKET
BKJIFOUATh aHTUTENO YN-002 Ui UMETh Ty K€ JIETKYIO LEMb U TSIKEIYIO LEb.

[00118] B HEKOTOPBIX BapUAHTaX OCYLIECTBJIEHUS AMUHOKMCJIOTHAsI
nocienosarenbHOCTh LCDR1 aHTHTENA, €r0 aHTUTeHCBS3bIBAOLIETr0 (pparMeHTa Wik BapHaHTa
no HacrosmeMy uszobpereHuto mosker Bkimodath SEQ ID NO: 54 wunmu ee BapuaHT;
aMUHOKHUCJIOTHAs nociengoBarenbHocTh LCDR2 Mosker Brirouath SEQ ID NO: 60 unm ee
BapHaHT, aMUHOKHUCIIOTHas nocienosatensHoctb LCDR3 moxert Bxmodatrs SEQ ID NO: 63 nnu
€e BapMaHT, U aMHUHOKHcJIO0THas nocienosatenbHocTe HCDR1 moxer Brmodars SEQ ID NO:
46 unu ee BapHaHT, aMUHOKUCIOTHas nocienosarenbHocTh HCDR2 mosker Brimouats SEQ ID
NO: 48 unu ee BapuaHT; aMmuHOKUCIOTHas nocnenoaTenbHOocTh HCDR3 mosker Brrouates SEQ
ID NO: 50 wnmu ee BapuanT. Hanpumep, aHTHTENO, €r0 aHTUTCHCBSI3BIBAIOIINI ()ParMEeHT WJIH
BapUaHT MOKET BKI0YaTh aHTuTeno YN-003 mian antureno ¢ temu ke LCDR1-3 u HCDRI1-3.

B HekoTOpBIX Clly4asX aMHHOKHCIOTHas mnocienosareabHOCTs L-FR1  anturena, ero
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AHTUTeHCBA3BIBAIOINETO (pparMeHTa Wi BapuaHTa Moxker Bkitodath SEQ ID NO: 71 wnu ee
BAapUAHT, aMUHOKHUCIOTHas nocnenosarebHOCTh L-FR2 moxer Bxmrouate SEQ ID NO: 72 unu
€€ BapUaHT, aMUHOKMCIJIOTHAs nocienosareabHOCTh L-FR3 moxer Bxmouars SEQ ID NO: 74
WJIM €€ BapUaHT, aMUHOKUCJIOTHAs nocieaosarenbHocTh L-FR4 moxer Bxirouate SEQ ID NO:
76 WK ee BapuUaHT, U aMMHOKHUCIIOTHasA nocyuenosaTenbHocTh H-FR1 moxer Bxmovars SEQ ID
NO: 66 unu ee BapuaHT, aAMUHOKHUCJIOTHAs nocienosarenbHocTh H-FR2 moxer Britouate SEQ
ID NO: 68 unu ee BapuaHT, aMHUHOKUCIIOTHas nocienosarenbHocTh H-FR3 mosker BkirodaTh
SEQ ID NO: 69 wnu ee BapuaHT, U aMUHOKHCIJIOTHasi mocyenoBaTenbHOCTh H-FR4 mosker
BkirouaTe SEQ ID NO: 70 unu ee BapuanT. Hanpumep, aHTUTENO, €r0 aHTUTEHCBSA3bIBAOLIHI
(dbparMeHT WM BapUAHT MOKET BKJItOYaTh aHTUTENO YN-003 win antureno ¢ temu ke LCDRI -
3, HCDR1-3, L-FR1-4 u H-FR1-4. B HekoTOpbIX BapuaHTaxX OCYIIECTBJICHHs JIETKas LEMb
AHTHUTEJIA, €r0 aHTUTCHCBSI3bIBAIOIIEr0 ()parMeHTa WM BAPUAHTA 1O HACTOSIIEMY H300PETEHHIO
MOJKET BKJIFOUATh BApHAOENbHYIO OOJIACTh JIETKOW LTI, AaMHHOKHCIIOTHAS TTOCIIEI0BATEIbHOCTD
BapuadepHON obacTu Jierkoi nenu MoskeT BKIOYaTh SEQ ID NO: 11 wiu ee BapuaHT; u rie
TsDKEJasl [elb MOXKET BKJIIYaTh BapuabeNbHYI0 O0JacTh TSKEJION IeNu, U aMHUHOKHCIIOTHAS
TIOCJIEIOBATEIPHOCTh BapuadepHON 00JacTH Tsokenon uermu Moker Bkmodate SEQ ID NO: 9
Win ee BapuaHT. Hampumep, aHTHTENO, €ro aHTUICHCBSI3bIBAIOLINI ()pAarMEeHT WJIM BapHaHT
MOJKET BKJIIOUATh aHTUTEI0 YN-003 WM aHTUTENO, UMEIoIIee Ty e BapuaOeapbHyK 00JacTh
Jerkod menu U BapuadOenbHy0 O0OJacTh TsDKeJIOW wend. B HEeKOTOphIX BapHaHTaX
OCYIIECTBJICHUS] aHTUTEJNIO, €0 AHTHI€HCBA3BIBAIOIUN (PparMeHT WJIM BAPUAHT IO HACTOSIIEMY
N300pETeHNI0 MOXKET BKJIIOYATh JIETKYI0 IIelb U TSOKENYH LelMb, aMHUHOKHCJIOTHAsS
MOCJIEIOBATENbHOCTh Jierkoil wnenu npuseaeHa B SEQ ID NO: 15 u amMuHOKUCIOTHas
NOCJIEIOBATENbHOCTD Tskenol uenu npuseaeHa B SEQ ID NO: 13. Hanpuwmep, antureno, ero
AHTUTEHCBSI3BIBAIOIINI (PparMeHT WM BAPHAHT MOXKET BKIIOYaTh aHTuTesio YN-003 uian nmersb
TY K€ JIETKYIO LIeTb U TSDKENYIO LeTb.

[00119] B HeKOTOpBIX BapHaHTAaX OCYIIECTBJICHHS] aHTUTEJIO, €r0 AHTUTEHCBS3bIBAKOLIUN
(parMeHT WM BapHaHT IO HACTOALIEMY H300PETEHHIO KOHKYpUPYET C pedepeHCHbIM
aHTUTEJIOM 3a cBsisbiBaHue ¢ Oenkom PD-L1 (Hanpumep, Oenxkom PD-L1 4yenoseka).
Pedepencrnoe antuteno wmosker Bkimrouath LCDR1-3 w HCDRI-3, u aMUHOKHCIIOTHAs
nocnenoBarenbHocTh LCDR1  moxer Brmtouate SEQ ID NO: 54 wnmm ee Bapuasr;
aMuHOKHCIIOTHAss mocnenoBarenbHocTh LCDR2 moxker Bkmodate SEQ ID NO: 60 wnm ee
BapHaHT, aMUHOKHUCIOTHas nocienosatensHoctb LCDR3 moxer Bxmodars SEQ ID NO: 63 unu
€€ BapUaHT;, U aMUHOKHUCIOTHas nocnenoarenbHocTe HCDRI1 moxer Bkimodars SEQ ID NO:
46 unu ee BapUaHT, aMUHOKUCIOTHas nochenoBarenbHocTh HCDR2 moxer Brmrouate SEQ ID
NO: 48 nnu ee BapuanT; aMmuHOKUCTOTHas nocnenoaTenbHocTh HCDR3 mosker Brmrouates SEQ
ID NO: 50 wiu ee BapuaHT. B HEKOTOPBIX BapHaHTaX OCYIIECTBIIEHUsS pedepeHCHOe aHTHUTEIO
MoxkeT BKJItouaTh aHtutesno YN-003 wmu antureno ¢ temu e LCDR1-3 uw HCDRI1-3. B
HEKOTOPBIX BapHaHTaX OCYLIECTBIIEHUs pedepeHcHoe anTuTeno BkiodaeT L-FR1-4 u H-FR1-4,
U aMUHOKHCIOTHas mocienoBaTenbHOCTh L-FR1 moxer Bxmodate SEQ ID NO: 71 wnm ee

BAapUAHT, aMUHOKHUCIOTHas nocnenosareabHOCTh L-FR2 moxer Bxmouate SEQ ID NO: 72 unu
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€€ BapUaHT, aMUHOKHCIJIOTHAs nocienoBarenbHOCTh L-FR3 moxer Bkmouars SEQ ID NO: 74
WJIM €€ BapUaHT, aMUHOKUCIOTHAs nocheaosarenbHocTh L-FR4 moxer Bxirouate SEQ ID NO:
76 wnu ee BapuUaHT, U aMHUHOKHUCIIOTHasA nocyenosaTenbHocTh H-FR1 moxer Brmovars SEQ ID
NO: 66 nnu ee BapuaHT, aMMHOKHUCIIOTHasA nocnenoBaTeabHocTh H-FR2 mosker Britouats SEQ
ID NO: 68 wnu ee BapuaHT, aMMHOKHUCJIOTHas nociaenosBaTenbHocTh H-FR3 Moxer BkimrouaTh
SEQ ID NO: 69 wnu ee BapwaHT, aMHUHOKHUCJIOTHas mnocienosatespHocTh H-FR4 moxer
Bkmoyate SEQ ID NO: 70 wumum ee Bapuant. Hanpumep, aHTUTENO WIH  €ro
AHTUTCHCBS3BIBAIOIINI ()PArMEHT MOKET BKJIOUaTh aHTUTENO Y N-003 T aHTUTENIO C TEMH Ke
LCDRI1-3, HCDRI1-3, L-FR1-4 u H-FR1-4. B HekoTOpbIX BapuUaHTaX OCYIIECTBJICHUS
pedepeHcHOE aHTUTENO MOXKET BKIOYATh BapuadeNnbHyl0 00JacTh JIETKOH IHenu |
BapHuabeNbHY0 00JIACTh TSDKEJION LETH, aMHUHOKHCIOTHAS MOCIEeIOBATENbHOCTh BapruaOeIbHOM
obnactu nerkoi nenu moskeT Bkiro4aTh SEQ ID NO: 11 unu ee BapuaHT, U aMUHOKHUCJIOTHASI
TIOCJIEIOBATEIPHOCTL BapuadepbHON 00NacTy Tsokenon mermu MokeT Bkmoudate SEQ ID NO: 9
win ee BapuaHt. Hampumep, pedepeHcHOe aHTUTENO MOKET BKIFOUaTh aHTUTENo YN-003 mimu
AHTHUTEJIO, UMEIoINee Ty k€ BapuadebHYI0 O0NacTh JIETKOW Ienu W BapuabeNbHYH 00JacTh
TSDKENIOW Lend. B HEKOTOPBIX BapHaHTaxX OCYINECTBJICHUS pepepeHCHOE AHTUTENO MOXKET
BKJIOUATh JIETKYIO LIENb U TSXKENYIO Lielb, aMUHOKHUCIOTHAS NOCE10BATENbHOCTD JIETKON LeNH
moskeT ObITh mpuBeaeHa B SEQ ID NO: 15, u aMUHOKHUCIIOTHAS MTOCJIEIOBATEIbHOCTD TSKEIIOH
nenu mMoket ObiTh mpuBeneHa B SEQ ID NO: 13. Hanpuwmep, pedepeHCHOE aHTUTEIO MOXKET
BKJIIOYaTh aHTUTENO YN-003 unnu UMeTh Ty K€ JIETKYHO LeMb U TSKEYIO LENb.

[00120] B HEKOTOPBIX BapUaHTax OCYLIECTBJICHUS AMUHOKMCJIOTHAsI
nociaenosatenbHOcT LCDR1 aHTHTENA, €r0 aHTUreHCBS3bIBAIOLIETO (pparMeHTa WM BapHaHTa
no Hacrosimemy wu3o0pereHnto Mosker Bkiawovatb SEQ ID NO: 55 wunu ee BapuaHT;
aMUHOKHCIIOTHas1 mocnenoBateabHocTh LCDR2 mosker Bkimtouate SEQ ID NO: 60 wim ee
BapHaHT; aMUHOKHUCIIOTHAsI nocienosaTenbHocTb LCDR3 moxker Brimodare SEQ ID NO: 64 unu
€€ BapUaHT, U aMUHOKHUCIOTHas nocnenoBaTeabHocTh HCDR1 moxer Bkimodars SEQ ID NO:
47 unu ee BapuaHT, aMUHOKUCIOTHas nochenoBarenbHOcTh HCDR2 moxer Brirouate SEQ ID
NO: 48 nnu ee BapuaHT;, aMmuHOKHUCIOTHAs nocneaoatenbHocTh HCDR3 mosker Brimouats SEQ
ID NO: 51 unu ee BapuanT. Hanpumep, aHTHTENO, €r0 aHTUTCHCBSI3BIBAIOIIUI ()ParMEHT WJIH
BapUAHT MOKET BKJIOYaTh aHTuTeNo YN-035 unn antureno ¢ temu ke LCDR1-3 u HCDR1-3.
B HexkoTOpBIX cCiy4asiX, aMHHOKHCIOTHas mnocienosarenbHOCTs L-FR1 anturena, ero
AHTUTeHCBS3BIBAIOIIETO (pparMeHTa WM BapuaHTa Moxker Bkitodath SEQ ID NO: 71 wnm ee
BapUAHT, aMUHOKHUCIIOTHas nocnenosareabHOCTh L-FR2 moxer Bximrouate SEQ ID NO: 72 unn
€€ BapUaHT, aMUHOKHCIJIOTHAs nocienoBarenbHOCTh L-FR3 moxer Bkmouars SEQ ID NO: 74
WJIM €€ BapUaHT, aMUHOKUCIIOTHAs nochenoBarenbHOCTh L-FR4 moxer Bximrouate SEQ ID NO:
76 unu ee BapUaHT, U aMHUHOKHUCIIOTHasA nocyenoaTenbHocTh H-FR1 moxer Brmouars SEQ ID
NO: 67 unu ee BapuaHT, aMUHOKHUCIIOTHasA nocnenoBaTeabHocTh H-FR2 mosker Brirouats SEQ
ID NO: 68 wnu ee BapuaHT, aMHUHOKUCJIOTHasA nocnenoBaTenbHocTh H-FR3 Moxer BmrouaTh
SEQ ID NO: 69 wnu ee BapuaHT, U aMUHOKHCJIOTHas mocyenoarenbHOocTh H-FR4 mosxer

BkirouaTh SEQ ID NO: 70 unu ee BapuanT. Hanpumep, aHTUTENO, €ro aHTUTEHCBSI3bIBAIOLIUI
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(dbparMeHT WM BapUaHT MOKeT BKItoUaTh aHTUTENO0 YN-035 wnm antureno ¢ temu ke LCDRI-
3, HCDR1-3, L-FR1-4 u H-FR1-4. B HekoTOpbIX BapuaHTaxX OCYIIECTBJICHUs JIeTKas LeMb
aHTHUTEJIa, €r0 aHTUTCHCBS3BIBAIOIIErO (pparMeHTa WM BapUAHTA 10 HACTOSIIEMY U300PETEHUIO
MOJKET BKJIIOYATh BapHaOeNbHYI0 OONACTh JIETKOH LeNH, aMUHOKHUCIIOTHAs! TIOCJIEA0BATENIbHOCTD
BapuabenpHON obnactu jerkoi nenu moxet Bkirodats SEQ ID NO: 33 unu ee BapuaHT; u rae
TsDKENasi 1IeMb MOKET BKJIIOYaTh BApHAOENbHYI0 O0JACTh TSKEJIOW LEeNH, U aMHUHOKHCIIOTHAs
IIOCJIEIOBATEIbHOCT BapuadenbHON o0nacTu Tshkenol nenn mMoxer Bkiaodats SEQ ID NO: 31
WM ee BapuaHT. Hampumep, aHTHUTENO, €ro aHTUICHCBSI3bIBAIOIIMKN ()parMEeHT WM BapHaHT
MOJKET BKJIFOYATh aHTUTeN0 YN-035 wiu aHTUTENO, UMErolee Ty ke BapuadelbHyI0 00JacTh
Jerkod 1enu U BapuaOenbHY0 O00JacTh TsDKEJIOW I1end. B HEKOTOpPhIX BapHaHTaX
OCYIIECTBJICHUS] aHTUTENIO, €r0 AaHTHIE€HCBA3BIBAIOIUN (PPArMEHT WM BAPUAHT IO HACTOSIIEMY
U300pETEHUI0 MOJKET BKJIFOYATh JIETKYIO IIelb W TSKENYK LelMb, aMUHOKHCJIOTHAs
nocyienoBaTenbHOCTh Jierkoi nenu npuBeaeHa B SEQ ID NO: 34, u aMUHOKHCIOTHas
nocyienoBaTeabHOCTh Tskenon nernu npusenaeHa B SEQ ID NO: 32. Hanpumep, antureno, ero
AHTUTCHCBS3BIBAIOIINN (PparMeHT WJIM BapHAHT MOXKET BKIIFOYATh aHTUTENo YN-035 mim nmers
TY K€ JIETKYIO LIETIb U TSDKENYIO LIeTlb.

[00121] B HEKOTOPBIX BapHaHTaX OCYLIECTBJICHHS AHTUTEJIO, €r0 AHTUTCHCBS3bIBAOLITII
¢parMeHT WM BapHaHT IO HACTOSIEMY H300PETEHHIO KOHKYPUPYET C pedepeHCHbIM
aHTUTENIOM 3a cBsisbiBaHue ¢ Oenkom PD-L1 (manpumep, Oemkom PD-L1 uyenoseka).
Pedepencrnoe antuteno wmosker Bkmodath LCDR1-3 u HCDRI-3, u aMHHOKHCIOTHas
nocnenosarenbHocTh LCDR1  moxker Brmouats SEQ ID NO: 55 unu ee BapuaHr,
aMuHOKUCNOTHAsA mocienoBatenbHOCTh LCDR2 moker Bkmowate SEQ ID NO: 60 wnm ee
BAapUaHT, aMUHOKHCJIOTHAas nocnenosaresbHocTh LCDR3 mosxker Bxmouate SEQ ID NO: 64 nnu
ee BapHaHT, U aMUHOKHCJIOTHas nocienoBarenbHocTh HCDR1 moxer Brmovars SEQ ID NO:
47 unu ee BapUaHT, aMUHOKHCIIOTHasA nocyenosareabHocTh HCDR2 mosker Brimrodyars SEQ ID
NO: 48 wnu ee BapuaHT;, aMuHOKHUCTOTHAs nocnenoaTenbHOCTh HCDR3 mosker Brmrouats SEQ
ID NO: 51 unu ee BapuaHT. B HEKOTOPBIX BapUaHTaX OCYIIECTBIIEHUS pedepeHCHOe aHTUTEIO
MOkeT BKItOUaTh aHTtuTesno YN-035 wmmm antureno ¢ temu e LCDR1-3 uw HCDRI1-3. B
HEKOTOPBIX BapPUAHTAX OCYILIECTBIIEHUS pedepeHcHOoe anTuTeNo BKimouaeT L-FR1-4 u H-FR1-4,
U aMUHOKHCIOTHas mociaenoBaTtenbHOCTh L-FR1 moxer Bxmodare SEQ ID NO: 71 wim ee
BapHaHT, aMUHOKHCJIOTHasA nocienoBaTenbHocTh L-FR2 moxer Brirouate SEQ ID NO: 72 unu
€€ BapUaHT, aMUHOKHCIJIOTHAs nocienoBarenbHOCTh L-FR3 moxer Bkmouars SEQ ID NO: 74
WJIM €€ BapUaHT, aMUHOKUCIIOTHAs nocheaosarenbHocTh L-FR4 moxker Bxmrouate SEQ ID NO:
76 unu ee BapUaHT, U aMHUHOKHUCIOTHasA nocienoBareabHocTh H-FR1 moxer Brmovars SEQ ID
NO: 67 unu ee BapuaHT, aMUHOKHUCIIOTHasA nocienoBaTeabHocTh H-FR2 mosker Brimrouats SEQ
ID NO: 68 wiu ee BapuaHT, aMMHOKHUCJIOTHas TocienosaTenbHocTh H-FR3 moxer BrouaTh
SEQ ID NO: 69 wunu ee BapuaHT, aMHHOKHUCJIOTHas mnochenoarenbHOocTh H-FR4 mosxer
Bkmouyatb SEQ ID NO: 70 wmm ee Bapuant. Hampumep, aHTUTENO WU  €ro
AHTUT€HCBSA3BIBAIOIINN (PParMEHT MOXKET BKJIIOUaTh aHTUTENO Y N-035 M aHTUTENO C TEMH K€
LCDR1-3, HCDRI1-3, L-FR1-4 u H-FR1-4. B HekoTOpbIX BapHaHTax OCYILECTBJICHMUS
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pedepeHcHOE aHTUTENO MOXKET BKIOYAaTh BapuabenpHyl0 00JacTb JIETKOH Henu u
BapHuabeNnbHYI0 00JIACTh TSDKENOW LETH, aMHUHOKHCIOTHAS IOCIEI0BATENbHOCTh BapHuaOeIbHOM
obnactu nerkoi nenu moskeT Bkio4dath SEQ ID NO: 33 unu ee BapuaHT, 1 aMUHOKHCJIOTHAS
MOCJIEIOBATENILHOCTD BapruabesbHOl obsactu Tskesnon nenu Moxer Bkirodate SEQ ID NO: 31
wi ee Bapuant. Hanpumep, pedepeHcHOe aHTUTENO MOXKET BKJIOUATh aHTUTENo YN-035 umu
AHTHUTENIO, UMEIolIee Ty ke BapuadesbHYH O0NacTh JIETKOW Lenmu M BapHaOenbHYI0 O0JacTh
TSDKEJIOW Lend. B HEKOTOpbIX BapHaHTaX OCYINECTBJICHUS pe(EepeHCHOe AHTHTEIO MOXKET
BKJIFOYATh JIETKYIO IEMb M TSOKENYIO Lelb, AMUHOKHUCIIOTHAS TTOCJIEIOBATEIbHOCTD JIETKOW LIETTH
moskeT ObITh mpuBeneHa B SEQ ID NO: 34, u aMUHOKHUCIIOTHASI MTOCJIENOBATEIbHOCTD TSKEJIOM
enu Moket ObiTh mpuBeneHa B SEQ ID NO: 32. Hampumep, pedepeHCHOE aHTHTENIO MOXKET
BKJIIOYATh aHTUTENO YN-035 unu uMeTh Ty K€ JIETKYIO LeNb U TSKEIYIO LeNb.

[00122] B HEKOTOPBIX BapUAHTaX OCYLIECTBJIEHUS AMUHOKMCJIOTHAsI
nocienosarenbHOCT LCDR1 aHTHTENA, €r0 aHTUTeHCBS3bIBAOLIETrO (pparMeHTa WM BapHaHTa
Mo HacTosmeMy u3zo0pereHuto Moxker Bkimodath SEQ ID NO: 55 wunmu ee BapuaHnrt;
aMuHOKUCNOTHAss mocienoBatenbHOocTh LCDR2 moxker Bkmodate SEQ ID NO: 60 wnm ee
BapUaHT, aMUHOKHCJIOTHAas nocnenosarebHocTh LCDR3 mosker Bxmoyate SEQ ID NO: 64 wnn
€€ BapUaHT, U aMUHOKHUCIOTHas nocyenosarenbHocTh HCDR1 moxer Bkmodars SEQ ID NO:
47 unu ee BapUaHT, aMUHOKUCIOTHas nochenoBarenbHocTh HCDR2 moxer Brimrouate SEQ ID
NO: 48 unu ee BapuaHT; aMmuHOKUCTIOTHas nocnenoaTenbHOcTh HCDR3 mosker Brmrouates SEQ
ID NO: 52 wnu ee Bapuant. Hanpumep, aHTHTENO, €r0 aHTUICHCBS3BIBAIOIIUNA (PparMeHT wiu
BApUAHT MOKET BKJIOYaTh aHTUTEN0 YN-036 unn antureno ¢ temu ke LCDR1-3 u HCDRI1-3.
B HekoTOpBIX Cly4asX aMHHOKHCIOTHas mnocienosarenbHOCTs L-FR1  anturena, ero
AHTUTEHCBS3BIBAIOIIErO (pparmMeHTa UM BapuaHTa Moxker Bkmoudate SEQ ID NO: 71 umm ee
BapHAaHT, aMHHOKHUCJIOTHas nocienoBaTenbHOCTh L-FR2 moxer Biurouate SEQ ID NO: 72 unn
ee BapHaHT, aMHHOKHCIOTHas nocienoarenbHocTh L-FR3 moxer Brimouate SEQ ID NO: 74
WU €€ BapUaHT, aMUHOKUCIIOTHAs mochenaoBarebHOCTh L-FR4 moxer Bximrodate SEQ ID NO:
76 wnu ee BapUAHT, U aMHUHOKHUCJIOTHas nocnenoBaTenbHocTh H-FR1 Moxer Brmodars SEQ ID
NO: 67 unu ee BapuaHT, aMHHOKHUCIIOTHas nocienoBaTeabHocTh H-FR2 mosker Brimouats SEQ
ID NO: 68 wiu ee BapwaHT, aMMHOKHUCJIOTHas1 TocnenoBaTenbHocTh H-FR3 moxer BkirouaTh
SEQ ID NO: 69 wnu ee BapuaHT, U aMUHOKHCIJIOTHasi mocnenoBarenbHOCTh H-FR4 mosker
Bkiroyate SEQ ID NO: 70 unu ee BapuanT. Hanpumep, aHTUTENO, €r0 aHTUTEHCBS3bIBAOLIUI
(bparMeHT WM BapUAHT MOKET BKJIIOUaTh aHTUTENo YN-036 win antureno ¢ temu ke LCDRI -
3, HCDR1-3, L-FR1-4 u H-FR1-4. B HekoTOphIX BapuaHTaxX OCYIIECTBJICHHs JIeTKas LEMb
AHTHUTEJa, €r0 aHTUTCHCBS3BIBAIOIIErO (PparMeHTa WM BapUAHTA MO HACTOSIIEMY U300PETEHUIO
MOJKET BKJIIOUATh BApHAOENbHYIO OOJACTh JIETKOW LTI, aMHHOKHCIIOTHAS TTOCIE0BATEIbHOCTD
BapuadenpHON obmactu jerkoi nenu MoskeT BKIO4YaTh SEQ ID NO: 33 wnm ee BapuaHT;, u rae
TsDKEJasi [elb MOXKET BKJII0YaTh BapuabesbHYI0 O0JacThb TSDKENOH Lenu, U aMUHOKHCIIOTHAs
MOCJIEIOBATEIBHOCTD BapruabebHOl obnacTu Tspkenon nenu moxer Bkirodate SEQ ID NO: 35
Wi ee BapuaHT. Hampumep, aHTHTENO, €ro aHTHIEHCBSI3BIBAIOLINI (parMeHT WM BapUAHT

MOJKET BKJIIOYATh aHTUTeN0 YN-036 min aHTuUTeNo, UMeIolee Ty e BaphuadelbHyr 00JacTh
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Jerkod menw U BapualOenbHy0 0OJacTh TsDKEJIOW wend. B HEeKOTOphIX BapHaHTaX
OCYIIECTBJICHUS] aHTUTEJNIO, €0 AHTHI€HCBA3BIBAIOIUN (PparMeHT WUJIM BAPUAHT IO HACTOSIIEMY
U300peTEeHNI0 MOXKET BKJIIOYATh JIETKYI0 ILelb U TSOKENYH Lelb, aMHUHOKHCJIOTHAsS
MOCJeNOBaTeNbHOCTh Jierkoil wnenu npuseneHa B SEQ ID NO: 34 u aMHHOKHUCIOTHas
NOCJIEI0BATENBHOCTD Tskenol uenu npuseaeHa B SEQ ID NO: 36. Hanpumep, antureno, ero
AHTUTEHCBSI3BIBAIOIINI (PparMeHT WIIM BaAPHAHT MOXKET BKJFOUaTh aHTUTENO YN-036 nian umeTsb
TY K€ JIETKYIO LIeTb U TSDKENYIO LIeTb.

[00123] B HEKOTOPBIX BapHaHTAX OCYIIECTBJICHHS aHTUTEJIO, €r0 aHTUTCHCBS3bIBAKOLITHI
(parMeHT WM BapHaHT IO HACTOALIEMY H300PETEHHIO KOHKYpUPYET C pedepeHCHbIM
aHTUTENIOM 3a cBsisbiBaHue ¢ Oenkom PD-L1 (Hanpumep, Oenxkom PD-L1 4yenoseka).
Pedepencrnoe antuTeno wmosker Bkimo4dath LCDR1-3 u HCDRI-3, u aMHHOKHCIOTHas
nocnenoBarenbHocTh LCDR1  moxer Brmouate SEQ ID NO: 55 wnmm ee Bapuasr;
aMuHOKHUCIOTHAsE mocnenoBatenbHOCTh LCDR2 moker Brmodats SEQ ID NO: 60 wnm ee
BapUaHT, aMUHOKHCJIOTHAs nocnenoBarebHocTh LCDR3 mosker Bxmouates SEQ ID NO: 64 unn
€€ BapUaHT;, U aMUHOKHUCIOTHas nocnenoarenbHocTh HCDR1 moxer Brimodars SEQ ID NO:
47 unu ee BapUaHT, aMUHOKUCIOTHas nocienosarenbHocTh HCDR2 mosker Brimrouate SEQ ID
NO: 48 wnmu ee BapwaHT, U aMUHOKHUCIIOTHas nocienosarenbHocTh HCDR3 moxker BKIIOUATH
SEQ ID NO: 52 wunu ee BapuaHT. B HEKOTOpPBIX BapHaHTaX OCYIIECTBIIEHUs pedepeHCHOe
AHTUTEJIO MOKET BKJIFOYaTh aHTUTENO0 YN-036 min antureno ¢ temu xxe LCDR1-3 u HCDR1-3.
B HekoTOpeIX BapuaHTax ocyuiecTBiIeHus pedepercHoe antureno Bkimovaer L-FR1-4 u H-FR1-
4, u amMmuHOKUCTOTHasA mocnenoBaTeabHOCTh L-FR1 Moxer Brkmodate SEQ ID NO: 71 unm ee
BAapUAHT, aMUHOKHCIIOTHas nocnenosaTeabHocTh LFR2 moxer Bxmouate SEQ ID NO: 72 unu
€€ BapUaHT, aMUHOKMCIJIOTHAs nocienoBarenbHOCTh L-FR3 moxer Bxmouars SEQ ID NO: 74
WIN ee BapUaHT, aMHHOKHUCJIOTHAs nocienosarenbHocTh L-FR4 moxer Biimrouats SEQ ID NO:
76 unu ee BapuaHT, U aMMHOKUCIIOTHAs nocinenosarenbHocTh H-FR1 moxer Brmovars SEQ ID
NO: 67 unu ee BapuaHT, aMHHOKHUCIIOTHAs nocienoBarenbHocTh H-FR2 mosker Brimouats SEQ
ID NO: 68 wiu ee BapwaHT, aMMHOKHCJIOTHas1 TocinegoBaTenbHocTh H-FR3 Moxer BkrouaTh
SEQ ID NO: 69 wnu ee BapuaHT, aMHHOKHUCJIOTHas mnocheaosatesbHOCTs H-FR4 wmoxer
Bmoyate SEQ ID NO: 70 wmm ee Bapuant. Hanpumep, aHTUTENO UMM  €ro
AHTUTCHCBS3BIBAIOIINN ()PArMEHT MOXKET BKJIFOUATh aHTUTENIO Y N-036 HIT aHTUTEJIO C TEMH Ke
LCDR1-3, HCDRI1-3, L-FR1-4 u H-FR1-4. B HekoTOpbIXx BapuaHTaX OCYIIECTBJICHUS
pedepeHCHOE aHTHTEIO MOXKeT BKIIOYaTh BapwalOeabHYI0 00JacTh JIETKOW Ienu W
BapuadeIpbHYI0 00J1acTh TSDKEJIOW LEeMH, aMUHOKUCIIOTHAS MOC/IEIOBATEIbHOCT BapruabeIbHOM
obnactu nerkoi nenu moskeT Bko4Yath SEQ ID NO: 33 unmu ee BapuUaHT, U aMUHOKHUCJIOTHASI
MOCJIEIOBATEIFHOCTh BapruadebHO 00JacT Tspkenon nenu moxer Bkirodateh SEQ ID NO: 35
win ee BapuaHt. Hampumep, pedepeHCHOe aHTHTENIO0 MOKET BKJIIOYaTh aHTUTEeNo YN-036 mimu
AHTHUTEJIO, UMEIoINee Ty ke BapuadeNbHYyI0 00NacTh JIETKOW menmu W BapuadesbHyr 00J1acTh
TSDKEJIOW 1enu. B HeKOTOpBhIX BapHaHTaX OCYIIECTBIEHUS pe(epeHCHOe aHTUTEIO MOXKET
BKJIFOYATh JIETKYIO LIENb U TSOKEIYIO LeTb, AMUHOKHCIOTHAS MOCEI0BATEIbHOCTD JIETKON LIENU

moxkeT ObiTh npuBeneHa B SEQ ID NO: 34 u aMUHOKMCIIOTHAs MOCIEN0BATEIbHOCTD TSKENON
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nenu mMoket ObiTh mpuBeneHa B SEQ ID NO: 36. Hanpuwmep, pedepeHCHOE aHTUTEIO MOXKET
BKJIIOYATh aHTUTENO Y N-036 unu UMeTh Ty K€ JIETKYHO LEMb U TsHKEIYHO LElb.

[00124] B HEKOTOPBIX BapUaHTax OCYLIECTBJICHUS AMUHOKMCJIOTHAsI
nocienosarenbHocTh LCDR1 aHTHTENA, €r0 aHTUNE€HCBS3bIBAIOLIErO (pparMeHTa WM BapHaHTa
no Hacrosimemy wu3o0pereHnto Mosker Bkiaovdatb SEQ ID NO: 56 wunu ee BapuaHT;
aMUHOKHCIIOTHas1 mocnenoBateabHOCTs LCDR2 moker Bxkmtouate SEQ ID NO: 61 wim ee
BapHaHT; aMUHOKHUCIIOTHas nocienosatenbHocTb LCDR3 moxert Brmovars SEQ ID NO: 64 wnu
€€ BapUaHT, U aMUHOKUCIOTHas nocnenoBaTenbHocTh HCDR1 moxer Bkimouars SEQ ID NO:
47 unu ee BapUaHT, aMUHOKUCIOTHas nocaenosarenbHocTh HCDR2 moxer Brimrouate SEQ ID
NO: 48 wnmu ee BapwaHT, U aMUHOKHUCIIOTHas1 nocienosarenbHocTh HCDR3 moxker BKIIOUATH
SEQ ID NO: 52 wnu ee BapuaHT. Hanpumep, aHTHTENO, €r0 aHTUICHCBS3BIBAKOIINN (hparMEeHT
W BapUAHT MOXeT BKJIHOYaTh aHTUTEN0 YN-037 wmnam antuteno ¢ temu ke LCDRI1-3 u
HCDRI1-3. B HEKOTOpBIX cilyydasix, aMUHOKHMCIOTHAs nocnenosarenbHocTs L-FR1 anTutena, ero
AHTUTeHCBS3BIBAIOIIETO (parMeHTa Wi BapuaHTa Moxker Bkitodath SEQ ID NO: 71 wmm ee
BapPUAHT, aMUHOKHUCIIOTHAs nocienosarebHOCTh L-FR2 moxer Brimouate SEQ ID NO: 72 unun
€€ BapUaHT, aMUHOKHCIIOTHas nocienoBareabHocTh L-FR3 moxker Bximouats SEQ ID NO: 75
WJIM €€ BapUaHT, aMUHOKUCIIOTHAs nocheaosarenbHocTh L-FR4 moxer Bximrouate SEQ ID NO:
76 unu ee BapUaHT, U aMHUHOKHUCJIOTHasA nocienoaTenbHocTh H-FR1 moxer Brmouars SEQ ID
NO: 67 unu ee BapuaHT, aMUHOKHCIOTHAs nocienosatenbHocTh H-FR2 moxer Brmrouate SEQ
ID NO: 68 wnu ee BapuaHT, aMMHOKHCJIOTHas nocieaoBaTenbHocTh H-FR3 Moxer BkrouaTh
SEQ ID NO: 69 wnu ee BapuaHT, U aMUHOKHCJIOTHas mocyenoaTenbHOCTh H-FR4 mosxer
Bkirouath SEQ ID NO: 70 unu ee BapuanT. Hanpumep, aHTUTENO, €r0 aHTUT€HCBSI3bIBAKO LU
(dbparMeHT WM BapuaHT MOXKET BKItoUaTh aHTUTeNo YN-037 wnu antureno ¢ temu xe LCDRI1-
3, HCDR1-3, L-FR1-4 u H-FR1-4. B HeKOTOpbIX BapuUaHTax OCYIIECTBJECHHUs Jierkas LeNb
AHTUTENIA, €r0 AHTUTE€HCBSA3BIBAIOLIErO (PparMeHTa WM BapuaHTa MO HACTOSLIEMY M300pETEHHIO
MOJKET BKJIFOUATh BapHaOeNbHYI0 O0JIACTh JIETKOW LIeTIH, AaMHHOKUCIIOTHAS TTOCIEI0BATEIbHOCTD
BapuabespbHON obnacTu Jierkoi tenu MoskeT BKIrO4YaTh SEQ ID NO: 37 wnu ee BapuaHT; u rie
TSDKENasl eMb MOKET BKJIIOYaTh BapHAOENbHYIO OONACTh TSIKENOH LeMH, U aMHHOKUCIIOTHAS
MOCJIEIOBATEILHOCTh BapuadeNbHO 00acT Tshkennon nenu moxer Bkirodath SEQ ID NO: 35
WM ee BapuaHT. Hampumep, aHTHTENO, €ro aHTUI'CHCBSA3BIBAIOIIMN (PparMeHT WM BapHUaHT
MOJKET BKJIIOYATh aHTUTEI0 YN-037 WM aHTUTENO, UMEKoIee Ty ke BapuadelbHyr 00J1acTh
JEerKOM 1enu W BapualenbHYI0 O00JacTh TSDKENOM wLend. B HEKOTOpBIX BapHaHTax
OCYILECTBIICHHSI aHTHUTEJNO, €r0 aHTHIE€HCBS3bIBAIOLINI (PparMEeHT MIIM BAPHAHT 10 HACTOSIIEMY
U300pETEHNI0O MOXKET BKJIIOYATh JIETKYIO ILeb W TSDKENYyK Lenb, aMHUHOKHCIOTHAs
MOCJNeNOBaTENbHOCTh Jierkoil wnenu mnpuseneHa B SEQ ID NO: 38 u aMHHOKHCIOTHas
nocyenoBaTebHOCTh Tskenon uenu npuseneHa B SEQ ID NO: 36. Hanpumep, antureno, ero
AHTUTeHCBSA3BIBAIOIINN (DparMeHT MM BapHAHT MOXKET BKIIFOYATh aHTUTENo YN-037 mim umersb
TY K€ JIETKYIO LIeTb U TSHKENYIO LEb.

[00125] B HEKOTOPBIX BapHaHTaX OCYILIECTBJICHUS] AHTUTEJO, €r0 AHTUTCHCBS3bIBAKOLITUI

¢parMeHT WM BapHaHT 10 HACTOALIEMY H300PETEHHIO KOHKYPUPYET C pedepeHCHbIM
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aHTUTENIOM 3a cBsisbiBaHue ¢ Oenkom PD-L1 (manpumep, Oemkom PD-L1 dyenoseka).
Pedepencrnoe antuteno wmosker Bkimoudate LCDRI1-3 u HCDRI-3, u aMHHOKHCIOTHas
nocnenosarenbHocTh LCDR1  moxer Bixmouate SEQ ID NO: 56 wim ee Bapuasr;
aMHHOKHUCJIOTHas mnociengoBarenbHocTh LCDR2 Mmosker Bkmodath SEQ ID NO: 61 umu ee
BapUaHT, aMUHOKHCJIOTHAs nocnenosareabHocTh LCDR3 mosxker Brmovate SEQ ID NO: 64 unun
ee BapHaHT, U aMUHOKHUCJIOTHas nocienoBarenbHocTh HCDR1 moxer Brmovars SEQ ID NO:
47 unu ee BapuaHT, aMUHOKUCIIOTHas nocinenosaTenbHocTh HCDR2 mosker Brurowats SEQ ID
NO: 48 wnu ee BapuaHT, 1 aMUHOKHCIIOTHas1 nocienosarenbHocTh HCDR3 moskeT BKIIOYATH
SEQ ID NO: 52 unu ee BapuaHT. B HEKOTOpPBIX BapHaHTaX OCYIIECTBIEHUs pedepeHCHOE
AHTUTEJIO MOXKET BKJIFOYaTh aHTUTEN0 YN-037 mim antureno ¢ temu xxe LCDR1-3 u HCDR1-3.
B HEekoTOpBIX BapuaHTax ocyuiecTBiIeHus pedepercHoe antureno Bkimovaer L-FR1-4 u H-FR1-
4, n aMUHOKHUCTOTHas mocienoBaTeabHOCTh L-FR1 Moxker Brimodats SEQ ID NO: 71 wnm ee
BapHaHT, aMUHOKHUCJIOTHas nocienosaTenbHOCTh L-FR2 moxer Brirouate SEQ ID NO: 72 unu
€€ BapUaHT, aMUHOKHCIIOTHAas nocienoBareabHocTh L-FR3 moker Bximouats SEQ ID NO: 75
WIM €€ BapUaHT, aMMHOKUCIOTHas nocienosarenbHocTh L-FR4 moxer Brirouats SEQ ID NO:
76 unu ee BapUaHT, U aMHUHOKHUCIIOTHas nocnenoaTenbHocTh H-FR1 moxer Bxmodars SEQ ID
NO: 67 unu ee BapHaHT, aMUHOKHUCIIOTHas nocnenoBaTeabHocTh H-FR2 mosker Brimrouats SEQ
ID NO: 68 wiu ee BapuaHT, aMMHOKHUCJIOTHas1 nocnenoaTenbHocTh H-FR3 Moxer BIrOuaTh
SEQ ID NO: 69 unu ee BapuaHT, U aMUHOKHCJIOTHas mocyenoartenbHOCTh H-FR4 mosxer
Bkmouyath SEQ ID NO: 70 wmm ee BapuanT. Hampumep, aHTUTENO WM  €ro
AHTUTeHCBA3BIBAIOIINN (PparMeHT MOXKET BKIIOUaTh aHTUTENO Y N-037 M aHTUTENO C TEMH K€
LCDR1-3, HCDRI1-3, L-FR1-4 u H-FR1-4. B HekoTOpbIX BapHaHTax OCYILECTBJICHMUS
pedepeHCHOE AHTUTENO MOXXET BKJIIOYAaTh BapuabenpHyl0 00JacTb JIETKOH Henu u
BapualeNbHyI0 00IaCTh TSKEJIOHN IIeTH, aMUHOKUCIOTHAsI MOCIIeI0BATEIbHOCTD BapuadenbHON
obnactu nerkoit nenu moxer BKIouyatb SEQ ID NO: 37 wnm ee BapuaHT, 1 aMHHOKHCIIOTHAS
MOCJIEIOBATEIPHOCTh BapuadebHOI o0acTH Tshkenon nenu moxer Bkimro4dath SEQ ID NO: 35
Wi ee BapuaHt. Hampumep, pedepeHCcHOE aHTUTENO MOKET BKJIIOUATh aHTUTENO YN-037 umu
AHTHUTEJIO, UMEIoINee Ty ke BapuabesbHYI0 00JacTh JIETKOW Ienmu W BapuadesbHYyK 00JacTh
TSDKEJIOW Lend. B HEKOTOPBIX BapHaHTaX OCYINECTBJIEHUS pepepeHCHOE AHTUTENIO MOXKET
BKJIFOYATh JIETKYIO LIENb U TSKENYIO Liellb, aMUHOKHUCIIOTHAS NIOCIEeI0BATENbHOCTD JIETKOH LeMnH
moxker ObiTh TpuBeneHa B SEQ ID NO: 38 u aMHHOKHCIIOTHAS TOCIEAOBATENIbHOCTD TSKENOM
nenu MokeT ObiTh mpuBeneHa B SEQ ID NO: 36. Hanpuwmep, pedepeHCHOE aHTUTEIO MOXKET
BKJIFOUATh aHTUTENO Y N-037 Wiiu UMETh Ty K€ JIETKYIO LEMb U TSHKEIYIO LEMb.

[00126] B HEKOTOPBIX BapUAHTaX OCYLIECTBJIEHUS AMUHOKMCJIOTHAsI
nocienosarenbHocTh LCDR1 aHTHTENA, €r0 aHTUTE€HCBS3bIBAIOIIETO (PparMeHTa WM BapHaHTa
no HacrosmeMy uszo0pereHuto mosker Bikimodath SEQ ID NO: 57 wunmu ee BapuaHr;
aMHHOKHUCJIOTHas nocienoBarenbHocTh LCDR2 Mmosker Bkmodate SEQ ID NO: 61 umu ee
BapHaHT, AMUHOKHUCIIOTHAs nocienosaTenbHocTe LCDR3 mosket Brimodate SEQ ID NO: 64 nunu
ee BapMaHT, U aMHUHOKHUcJO0THas nocienosatenbHocTe HCDR1 moxer skmodars SEQ ID NO:

47 unu ee BapuaHT, aMUHOKUCIOTHas nochenosarenbHOcTh HCDR2 moxer Bkimrouate SEQ ID
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NO: 48 wnmu ee BapuaHT, 1 aMUHOKHUCIIOTHas nocienaosBatenbHocTh HCDR3 MoskeT BKIIOYATH
SEQ ID NO: 52 unu ee BapuaHT. Hanpumep, aHTUTENO, €r0 aHTUI€HCBA3BIBAIOIINN (parMeHT
WM BapUaHT MOXeT BKJIHOYaTh aHTUTEN0 YN-038 wmnm antureno ¢ temu ke LCDRI1-3 u
HCDRI-3. B HEKOTOpBIX Cilyydasix, aMUHOKHMCIOTHAs nocnenosarenbHocTh L-FR1 anTurena, ero
AHTUTEHCBS3BIBAIOIIErO (parmMeHTa UM BapuaHTa Moxer Bkmoudate SEQ ID NO: 71 unu ee
BapHAaHT, aMHHOKHUCJIOTHasA nocienoBaTebHOCTh L-FR2 moxer Bxurouate SEQ ID NO: 72 unn
€e BapHaHT, aMHHOKHCIOTHas nocienoarenbHocTh L-FR3 moxer Brimouate SEQ ID NO: 75
WM €€ BapUaHT, aMUHOKUCIIOTHAs mochenoBarebHOCTh L-FR4 moxer Bximrouate SEQ ID NO:
76 wnu ee BapUAHT, U aMHUHOKHUCJIOTHas nocnenoBaTenbHocTh H-FR1 moxer Brmovars SEQ ID
NO: 67 unu ee BapuaHT, aMHHOKHUCIIOTHas nocnenoBaTeabHocTh H-FR2 mosker Brimrouats SEQ
ID NO: 68 wnu ee BapwaHT, aMMHOKHCJIOTHAs1 TocnenaoBaTenbHocTh H-FR3 Moxer BrrouaTh
SEQ ID NO: 69 wnu ee BapuaHT, U aMUHOKHCIJIOTHas mocnenoaTenbHOCTh H-FR4 moxer
BkiroyaTe SEQ ID NO: 70 unu ee BapuanT. Hanpumep, aHTUTENO, €r0 aHTUTEHCBS3bIBAIOLIHUI
(dbparMeHT WM BapUAHT MOKET BKIFOUaTh aHTuTeno YN-038 win antureno ¢ temu ke LCDRI -
3, HCDR1-3, L-FR1-4 u H-FR1-4. B HekoTOpbIX BapuaHTaX OCYIIECTBJICHHs JIETKas LEMb
AHTHUTEJa, €r0 aHTUTCHCBS3BIBAIOIIEr0 (PparMeHTa WIM BapUAHTA MO HACTOSIIIEMY U300PETEHUIO
MOJKET BKJIFOYATh BapHaOEIbHYIO OOJIACTD JIETKOU LENH, aMUHOKHCIIOTHAS TIOCIIEIOBATEIbHOCTh
BapuadenpHON obacTu Jierkoi nenu MoskeT BKIOYaTh SEQ ID NO: 39 wnu ee BapuaHt; u rae
TsDKEJasi [elb MOXET BKJII0YaTh BapuabeNbHyI0 O0JacThb TSDKENON Lenu, U aMUHOKHCIOTHAs
MOCJIEIOBATEIBHOCTD BapruabebHO 00yacT Tsokenon nenu moxer Bkmodats SEQ ID NO: 35
Wi ee BapuaHT. Hampumep, aHTHTENO, €ro aHTUI€HCBSI3bIBAIOLINKI ()pAarMEeHT WJIM BapHaHT
MOJKET BKJIIOUaTh aHTUTeNn0 YN-038 min aHTUTENo, MMerolee Ty e BaphuadelbHyr 00JacTh
JIETKOM 1enu U BapualeNbHYH0 O0JacTh TsOKENOW wenu. B HEKOTOpBIX BapHaHTax
OCYIIECTBIICHHSI aHTHTEJNO, €r0 aHTUIE€HCBSI3bIBAIOLINI ()ParMEHT HJIM BAPHAHT 1O HACTOSIIIEMY
U300peTeHNI0 MOXKET BKJIKOYATh JIETKYIO ILeb U TSDKENyK Lelb, aMHUHOKHCJIOTHAs
nocyienoBaTebHOCTh Jierkorl wnernu mnpuseneHa B SEQ ID NO: 40 u aMHHOKHCIOTHas
nocyieoBaTeIbHOCTh Tskenon uernu npuseneHa B SEQ ID NO: 36. Hanpumep, anturesno, ero
AHTUTCHCBS3BIBAIOIIMN (PparMeHT WJIM BaPUAHT MOXKET BKIIFOYATh aHTUTEN0 YN-038 mim nmersb
TY K€ JIETKYIO LIeTb U TSDKEJYIO LeTlb.

[00127] B HEKOTOPBIX BapHaHTAX OCYIIECTBJICHUS] AHTUTEJIO, €r0 AHTUTE€HCBS3bIBAO I
(¢parMeHT WM BapHaHT IO HACTOALIEMY H300PETEHHIO KOHKYPUPYET C pedepeHCHbIM
aHTUTENIOM 3a cBsisbiBaHue ¢ Oenkom PD-L1 (wanpumep, Oemkom PD-L1 4yenoseka).
Pedepencrnoe antuteno wmosker Bkimo4dath LCDR1-3 uw HCDRI-3, u aMHHOKHCIOTHas
nocnenosarenbHocTh LCDR1  moxer Bxmouate SEQ ID NO: 57 unm ee BapuaHT,
aMuHOKUCIIOTHAs mocnenoBatenbHocTh LCDR2 moxker Bkmowate SEQ ID NO: 61 wnm ee
BapUaHT, aMUHOKHCJIOTHAs nocnenosarebHocTh LCDR3 mosker Bxmoyats SEQ ID NO: 64 unn
€€ BapUaHT, U aMUHOKHUCIOTHas nocienosarenbHocTh HCDR1 moxer Bkmodars SEQ ID NO:
47 unu ee BapuaHT, aMUHOKUCIOTHas nochenosarenbHOCTh HCDR2 moxer Brimrouate SEQ ID
NO: 48 wnmu ee BapuaHT, U aMUHOKUCIOTHas nocienosaresbHocTh HCDR3 moxker BKIIOUATH

SEQ ID NO: 52 unu ee BapuaHT. B HEKOTOpPBIX BapuaHTaxX OCYIIECTBIEHHUs pedepeHCHOoe
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AHTUTEJIO MOKET BKJIFOYaTh aHTUTEN0 YN-038 min antureno ¢ temu xxe LCDR1-3 u HCDR1-3.
B HexkoTOpBIX BapuaHTax ocyuiecTBieHus pedepercHoe antureno Bkimodaer L-FR1-4 u H-FR1-
4, u amMmuHOKHUCTOTHasA mocnenoBaTeabHOCTh L-FR1 Moxer Bxkmodate SEQ ID NO: 71 unm ee
BApPHAHT, aMUHOKHUCIJIOTHasA nocaenoBaTenbHoCTh L-FR2 moxer Brirouate SEQ ID NO: 72 unu
€€ BapUaHT, aMUHOKUCIJIOTHAs nocienoBarenbHocTh L-FR3 moxer Bximouats SEQ ID NO: 75
WIN €€ BapUaHT, aMHHOKHCJIOTHAs nocienosarenbHocTh L-FR4 moxer Biimtouats SEQ ID NO:
76 unu ee BapHaHT, U aMUHOKHCIOTHAs nocienosarenbHocTs H-FR1 moxxer Brimrodars SEQ ID
NO: 67 unu ee BapuaHT, aMHHOKHUCIIOTHas nocienoBaTeabHocTh H-FR2 mosker Brimouats SEQ
ID NO: 68 wiu ee BapuaHT, aMMHOKHCJIOTHas1 TocnenaoBaTenbHocTh H-FR3 Moxer BkrouaTh
SEQ ID NO: 69 wnu ee BapuaHT, U aMUHOKHCIJIOTHasi mocienoBatenbHOCTh H-FR4 mosker
Bmoyate SEQ ID NO: 70 wmm ee Bapuant. Hampumep, aHTUTENO WM  €ro
AHTUTCHCBS3BIBAIOIINN ()PAarMEHT MOXKET BKJIFOUaTh aHTUTENO Y N-038 Ml aHTUTENO ¢ TEMH Ke
LCDRI1-3, HCDRI1-3, L-FR1-4 u H-FR1-4. B HekoTOpbIX BapuUaHTax OCYILIECTBIEHUS
pedepeHcHOE aHTUTENO MOXKET BKIIOYATh BapuabenpHyl0 00JacTb JIETKOH Henu u
BapHuabeNbHYI0 00JIACTh TSDKENION LETH, aMHUHOKHCIIOTHAS MOCIIEIOBATENbHOCTh BapHuaOeIbHOM
obnactu nerkoi nenu moskeT BKo4Yath SEQ ID NO: 39 unmu ee BapuaHT, U aMUHOKHUCJIOTHASI
MOCJIEIOBATEIPHOCTh BapruabebHOI 00acT Tshkenon nenu moxer Bkiodate SEQ ID NO: 35
win ee BapuaHt. Hampumep, pedepeHcHOe aHTUTENO MOKET BKIFOUaTh aHTUTENO YN-038 mmu
AHTHUTEJIO, UMEIoINee Ty ke BapuadeNbHYyI0 00NacTh JIETKOW memu W BapuadesbHyH0 00JacTh
TSDKENOW Lienmd. B HEKOTOpBIX BapHaHTaxX OCYINECTBJIEHUs pedepeHCHOE AHTUTENO MOXKET
BKJIFOUATh JIETKYIO LIENb U TSDKENYIO Lielb, aMUHOKHUCIIOTHAS NIOCIEN0BATENbHOCTD JIETKON LIeTH
moxkeT ObiTh npuBenieHa B SEQ ID NO: 40 u aMUHOKHCIIOTHAs MOCIEN0BATEIbHOCTD TSKENON
uernn Moxer ObiTh mpuBeneHa B SEQ ID NO: 36. Hampumep, pedepeHCHOE aHTHTENIO0 MOXKET
BKJIIOYaTh aHTUTENO YN-038 mnu uMeTh Ty K€ JIETKYIO LeMb U TSKEIYIO LEeNb.

[00128] B HEKOTOPBIX BapUaHTax OCYLIECTBJIEHUS AMUHOKMCJIOTHAsI
nocienosarenbHocTb LCDR1 aHTHTENa, €ro aHTUIeHCBSI3bIBAIOLIETO (hparMeHTa Wik BapHaHTa
Mo HacTosmeMy u3zobperenuto moker Bikao4dath SEQ ID NO: 58 wumu ee BapuaHr;
aMHHOKHUCJIOTHas nocienosarenbHocTh LCDR2 mosker Bkmodate SEQ ID NO: 61 umu ee
BapHaHT, aMUHOKHUCIIOTHAs nocienosatenbHoctb LCDR3 moxert Brmovatrs SEQ ID NO: 64 wnu
€e BapHaHT, U aMUHOKHcJoTHas nocnefosarenbHocTe HCDR1 mosxer Brimtouats SEQ ID NO:
47 unu ee BapUaHT, aMUHOKUCIOTHas nochenoBarenbHocTh HCDR2 moxer Brirouate SEQ ID
NO: 48 wnmu ee BapwaHT, U aMUHOKHUCIIOTHas! nocienosarenbHocTh HCDR3 moxer BrIFOUaThH
SEQ ID NO: 52 nnu ee BapuaHT. Hanpumep, aHTHTENO, €r0 aHTUICHCBSA3BIBAIOIINN (pParMEeHT
W BapUAHT MOXET BKJIHOYaTh aHTUTEN0 YN-039 unam antureno ¢ temu ke LCDRI1-3 u
HCDRI1-3. B HEKOTOpBIX cilydasx, aMUHOKHMCIOTHAs nocnuenosarenbHocTs L-FR1 anTurena, ero
AHTUTeHCBS3BIBAIOIIErO (parMeHTa uiam BapuaHTa Moxker Bkitoudate SEQ ID NO: 71 unm ee
BapHaHT, aMUHOKHUCJIOTHas nocienoBaTenbHOCTh L-FR2 moxer Brirouate SEQ ID NO: 72 unu
€€ BapUaHT, aMUHOKUCIIOTHas nocienoBareabHOcTh L-FR3 moxker Bkimouats SEQ ID NO: 75
WJIN €€ BapUaHT, aMUHOKUCIOTHAs nocieaosarenbHocTh L-FR4 moxer Bximrouate SEQ ID NO:

76 WM ee BapuUaHT, U aMHUHOKHUCIIOTHas nocienosaTenbHocTh H-FR1 moxer Brmovars SEQ ID
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NO: 67 unu ee BapuaHT, aMUHOKHUCIIOTHasA nocnenoBaTeabHocTh H-FR2 mosker Brirouats SEQ
ID NO: 68 wiu ee BapuaHT, aMMHOKHUCJIOTHas nocienaoBaTenbHocTh H-FR3 Moxer BirouaTh
SEQ ID NO: 69 unu ee BapuaHT, U aMUHOKHCJIOTHas mnocyenoBaTenbHOcTh H-FR4 moxer
BkirouaTh SEQ ID NO: 70 unu ee BapuanT. Hanpumep, aHTUTENO, €ro aHTUTEHCBSI3bIBAIOLIUI
¢dbparMeHT WM BapuaHT MOXKeT BKItoUaTh aHTUTeNo YN-039 unu antureno ¢ temu xxe LCDRI1-
3, HCDR1-3, L-FR1-4 u H-FR1-4. B HeKOoTOpbIX BapuaHTax OCYIIECTBJEHHUs Jierkas Leb
aHTHTEJA, €r0 AHTUICHCBS3BIBAIOLIETO (PparMeHTa MJIM BapHaHTa MO HACTOSIIEMY H300pEeTEeHHIO
MOJKET BKJIFOYATh BapHaOEbHYIO 00JNACTh JIETKOM e, aMUHOKHMCIIOTHAS TIOCJIeI0BATEIbHOCTD
BapuadesbHOU obnacTu yerkoi nenu Mmoxker Bkro4ath SEQ ID NO: 41 uiu ee BapuaHT; u rae
TsDKEJIasi elb MOKET BKJIF0YaTh BapuaOeNbHYI0 00JacTh TSIKENOH LEenu, U aMUHOKUCIIOTHAs
MOCJIEIOBATEIBHOCTh BapuadeNbHON 00acT Tsokennon nenu moxer Bkirodath SEQ ID NO: 35
WK ee BapuaHT. Hampumep, aHTHTENO, €ro aHTHIE€HCBSA3BIBAIOINUN (PparMeHT WM BapUaHT
MOJKET BKJIFOYATh aHTHTeN0 YN-039 mim aHTUTENO, MMEIoIee Ty e BapuadelbHyro 00JacTh
Jerkod menu u BapuadenbHY0 O0OJacTh TsDKEJIOW I1end. B HEeKOTOphIX BapHaHTaX
OCYIIECTBJICHUS] aHTUTEJNIO, €0 AHTHIE€HCBA3BIBAIOIUN (PparMeHT MM BaAPUAHT IO HACTOSIIEMY
U300pETEHUI0 MOJKET BKJIIOYATh JIETKYIO Ielb W TSKENYK LelMb, aMHUHOKHCJIOTHAs
MOCNeNOBaTeNbHOCTh Jierkoill wnenu mnpuseneHa B SEQ ID NO: 42 u aMHHOKHCIOTHas
nocyienoBaTeabHOCTh Tskenon uenu npuseneHa B SEQ ID NO: 36. Hanpumep, antureno, ero
AHTUTeHCBSA3BIBAIOIINN (DparMeHT WM BapHAaHT MOXKET BKIIFOYATh aHTUTENo Y N-039 mnm nmers
TY K€ JIETKYIO LIeTb U TSHKENYIO LIeThb.

[00129] B HEKOTOPBIX BapHaHTaX OCYILIECTBJICHUS AHTUTEJO, €r0 AHTUTCHCBS3bIBAOLITUI
¢parMeHT WM BapHaHT IO HACTOALIEMY H300PETEHHIO KOHKYPUPYET C pedepeHCHbIM
aHTUTEIOM 3a CBs3biBaHHe ¢ Oenkom PD-L1 (wampumep, Oenkom PD-L1 uyenoseka).
Pedepencnoe antureno wmoxer Bkarodyate LCDRI1-3 u HCDRI1-3, u aMuHOKHCIOTHas
nocienosarenbHocTh  LCDR1  moxer Bixmouate SEQ ID NO: 58 wunu ee Bapuasrt;
aMHHOKUCIIOTHAsE mocnenoBatenbHocTh LCDR2 moxker Bkmouate SEQ ID NO: 61 wunum ee
BapUaHT, aMMHOKHCJIOTHAs nocienoBarebHocTh LCDR3 mosker Brimroyats SEQ ID NO: 64 unn
€€ BapUaHT;, U aMUHOKUCIOTHas nocnenoBateabHocTh HCDR1 moxer Brimouars SEQ ID NO:
47 unu ee BapUaHT, aMUHOKUCIOTHas nocienosarenbHocTh HCDR2 moxer Brimrouate SEQ ID
NO: 48 wnmu ee BapwaHT, U aMUHOKHUCIIOTHAs1 nocaenosarenbHocTh HCDR3 moxer BrItOUaTh
SEQ ID NO: 52 unu ee BapuaHT. B HEKOTOpPBIX BapHUaHTaX OCYIIECTBIEHUs pedepeHCHOe
AHTUTEJIO MOXKET BKJIFOYaTh aHTUTENO Y N-039 mnn antureno ¢ temu xxe LCDR1-3 1 HCDR1-3.
B HEKOTOpBIX BapuaHTax oCyliecTBiIeHUs pedepercHoe antureno Bkimovaer L-FR1-4 u H-FR1-
4, n aMUHOKHUCTOTHas mocienoBaTeabHOCTh L-FR1 Moxer Brkmodate SEQ ID NO: 71 wnmm ee
BapUAHT, aAMUHOKHCJIOTHAs nocnenosaTeabHocTh LFR2 moxker Brmtouate SEQ ID NO: 72 unu
€€ BapUaHT, aMUHOKHCIIOTHas nocienoBareabHOCTh L-FR3 moker Bximouats SEQ ID NO: 75
WM €€ BapUaHT, aMUHOKUCIIOTHAs nocheaosarenbHocTh L-FR4 moxer Bximrouate SEQ ID NO:
76 WM ee BapuUaHT, U aMHUHOKHUCJIOTHasA nocyienoaTenbHocTh H-FR1 moxer Brmodars SEQ ID
NO: 67 unu ee BapuaHT, aMUHOKHUCIOTHasA nocinenoBaTeabHocTh H-FR2 mosker Brirouats SEQ

ID NO: 68 wnu ee BapuaHT, aMMHOKHUCJIOTHasA nocienoBatenbHocTh H-FR3 Moxer BkrouaTh
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SEQ ID NO: 69 unu ee BapuaHT, U aMUHOKHCJIOTHas mocyenoarenbHOcTh H-FR4 mosxer
Bmouyatb SEQ ID NO: 70 wumm ee Bapuant. Hampumep, aHTUTENO wWiId €ro
AHTUT€HCBSA3BIBAIOIINN (PparMeHT MOXKET BKIIOUaTh aHTUTENO Y N-039 uim aHTUTENO ¢ TEMH ke
LCDR1-3, HCDRI1-3, L-FR1-4 u H-FR1-4. B HekoTOpbIX BapHaHTax OCYILECTBJICHMUS
pedepeHCHOE AHTUTENO MOXKET BKJIIOYaThb BapuabenpHyr0 00JacTh JIETKOH Lenu H
BapualeNbHy0 001aCTh TSKEJIOHN IIeTH, aMUHOKUCIOTHAs MOCIIe0BATEIbHOCTh BapuadenbHON
obsactu nerkoii nenu mosket Bkimo4ath SEQ ID NO: 41 unu ee BapuaHT, 1 aMUHOKHCJIOTHASI
NIOCJIeIOBATENIbHOCTh Bapuade bHOI 00nmacTu Tsokesaon uenu MokeT Bkirodyate SEQ ID NO: 35
win ee BapuaHt. Hampumep, pedepeHCHOe aHTUTENO MOXKET BKIHOYaTh aHTHTENO Y N-039 wmin
AQHTHUTEJIO, UMEIoINee Ty ke BapuabelbHYI0 00NacTh JIETKOW Hemu W BapuadeNbHYH 00JacTh
TSDKEJIOW Lend. B HEKOTOPBIX BapHaHTaX OCYINECTBJICHUS pepepeHCHOE AHTUTENO MOXKET
BKJIFOYATh JIETKYIO LENb U TSKENYIO Liellb, aMUHOKHCIOTHAS NOCIEe10BATENbHOCTD JIETKOH LeMnH
moxkeT ObiTh TpuBenieHa B SEQ ID NO: 42 u aMUHOKHCIIOTHAs MOCIIENOBATEIBHOCTD TSIKENON
nenu Moket ObiTh mpuBeneHa B SEQ ID NO: 36. Hanpuwmep, pedepeHCHOE aHTUTEIO MOXKET
BKJIIO4aTh aHTUTENO Y N-039 unu uMeTsh Ty K€ JIETKYHO LeNb U TSKEIYHO Lenb.

[00130] B Hactosimeit 3asBke Oenok PD-L1 BeiOpan u3 rpymibl, cocrosimen u3 Oenka
PD-L1 4enoseka, 6enka PD-L1 o6e3bsitbl u Oenka PD-L1 mbimu.

[00131] B mpyrom acmekTe HacToOsIIas 3asiBKa TAaKKE€ OTHOCUTCS K AHTUTENy, €ro
AHTUT€HCBSA3BIBAIOIIEMY (PpParMEeHTy HIJIM BapHaHTY, cBs3biBaromiemycst ¢ oenkom CDI137 ¢ Kp
ake 5x10° M (manpumep, Kp He Gonee npubmmsurensao 5x107 M, He Gonee npuOIM3HTENEHO
4x10™ M, He Gonee npubmusuTensHo 3% 107 M, He Gonee nmpuGmmsurensuo 2x107 M, ne Gonee
npubmmsurensso 1x10° M i ve Gonee npubmusurensao 13107 M i menee). Hanpuwmep,
oHo cBsi3bIBaercs ¢ 0enxom CD137 ¢ Kp Huke 3% 107 M.

[00132] AHTUTENO, €r0 AHTUIEHCBS3BIBAIOIINN (PPArMEHT MM BapPHAHT MO HACTOSIIEMY
N300pETeHUI0 MOXKET NMPHUBOAUTH K OOJIErYeHNIO MJIM JIEYeHUI0 omyxojel. Hanpumep, onmyxoins
MOJKET BKJIFOYaTh PAK TOJCTOIO KUIIEYHUKA.

[00133] B Hacrosimei 3asiBKe aHTUTENIO MOKET ObITh BHIOPAHO M3 TPYIIIbI, COCTOSIICH U3
MOHOKJIOHAJIbHOTO ~ aHTHUTENa,  OJHOLIETIOYEYHOr0  aHTUTeNa, XHUMEpPHOro  aHTHUTeNa,
rYMaHU3UPOBAHHOIO aHTHUTENA U MOJHOCTBIO YEJIOBEUECKOI0 aHTUTENA.

[00134] B Hacrosiieii 3asiBKe aHTUT€HCBSA3BIBAIOINNN (PparMeHT MOKET ObITh BBIOpAH M3
rpymnmsl, coctosiieit u3 Fab-, Fab’-, F(ab),- u Fv-¢pparmenra.

[00135] B mHacrosimel 3asiBKE BapHaHT MOMKET SIBJIATBCSI AMHUHOKUCIOTHOU
MOCJIEIOBATENbHOCTBIO, UMEIOINEH, 1O CYIIECTBY, Ty kK& (PYHKIMIO (HampuMmep, CIIOCOOHOCTB
cnenuduaecku csizbiBaThesi ¢ CD137), u umers o MeHbleit mepe 85% wim Gonee (Hanmpumep,
no MeHblned mepe mnpudbmusutenbHO 85%, mpubmusurenvHo 90%, mpubmusurensHO 91%,
npubnusuTensHo 92%, npubmusurensHo 93%, npubmusurensHo 94%, nmpubnusurtensHo 95%,
npubnusutensHo 96%, mpudmuzutensHo 97%, npubnusutensHo 98%, mpubnuzutensHO 99%
win Oonee) MASHTUYHOCTH IOCIENOBATEIbHOCTH. B HEKOTOpPBIX BapuUaHTax OCYILIECTBIECHUS
BapHaHT AMHHOKHCJIOTHOHN MOCJIEA0BATENBHOCTH ABJISIETCS AMHHOKHCIIOTHOM

MIOCJIEI0BATEIbHOCTBIO, UMEIOLIEH, M0 CyLIECTBY, Ty k€ (YHKLUIO (HampuMep, CIOCOOHOCTb
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cneunguyeckn cBsa3bBatbes ¢ CDI137), u, mo CylecTBy, MAOMOJHUTENBHO BKIIOYAET

)
noOaBJieHHe, NEJIeHHI0 WM 3aMeHy OnHOol uin 6onee (Hampumep, 1-2, 1-3, 1-4, 1-5, 1-6, 1-7, 1-
8, 1-9, 1-10 unm Goyee) aMHHOKUCIIOT.

[00136] B HEKOTOpPBIX BapUaHTaX OCYILECTBIEHUS AHTUTENO MOKET BKJIIOYAThH JIETKYIO
Llenb aHTUTeNa WK ee pparmeHT. Hanpumep, nerkas nenep aHTurena win ee GparMeHT MOKET
Broyate LCDR1, uw LCDR1 wMoxer BKIOYAaTh CIEAYIOMYIO  aMHUHOKHCIOTHYIO
nocienosatenbHOCTh i ee BapuanT: SEQ ID NO: 80. Hanpumep, nerkast ienb aHTUTENA WIH
ee ¢parmenT Moxer BKIO4aTh LCDR2, BKIOYAKOIYIO CIEAYIOUY) aMHHOKHCIOTHYIO
nocnenosaTenbHOCTh win ee BapuanT: SEQ ID NO: 81. B kauectBe npyroro npumepa, jerkas
uenb aHtutena win ee ¢parmeHT Bikiaroyaer LCDR3 wumu ee Bapuant, u LCDR3 moxer
BKJIFOYAaTh AMHUHOKHUCJIOTHYIO MOCIEIOBATEIbHOCTD, puBeneHHyo B SEQ ID NO: 82.

[00137] B HekoTOpBIX BapHaHTax OCYLIECTBJIEHUs, YTO KacaeTcsi aHTUTeNa, €ero
AHTUTCHCBS3BIBAIOIIETO (PparMeHTa WM BapUaHTa, JieTKas LeNb aHTHTENa WIH ee (PparMeHT
JOTIOJTHUTEIPHO BKJIFOYaeT kapkacHbie obnactu L-FR1, L-FR2, L-FR3 u L-FR4. Hanpuwmep, C-
konen L-FR1 npsimo mmn kocBeHHO cBsizaH ¢ N-konuom LCDRI1, u L-FR1 moxer BkmrouaTh
aMUHOKHCJIOTHYIO TOCJeA0BaTeNIbHOCTh, npuseneHHyo B SEQ ID NO: 89. L-FR2 naxomurcs
mexxny LCDR1 u LCDR2, u L-FR2 mosxeTr BKIFOYaTh aMUHOKUCJIOTHYIO TOCJIE€IOBATEIbHOCTD,
npuseneHHyo B SEQ ID NO: 90. L-FR3 naxonutcs mexxny LCDR2 u LCDR3, u L-FR3 moxer
BKJIFOYaTh AMHUHOKHUCJIOTHYIO TOCJIE€N0BATEeNbHOCTD, puBeAeHHYI0 B SEQ ID NO: 91. N-konen
L-FR4 mnpsamo unu kocseHHO cBsizaH ¢ C-xoHuomM LCDR3, u L-FR4 wmoxker Bxmouath
AMUHOKHCJIOTHYIO MOCTEN0BATENbHOCTD, MpuBeAeHHY0 B SEQ ID NO: 92.

[00138] B HexOoTOpBIX BapHaHTAax OCYLIECTBJIEHUs, YTO KacaeTcsl aHTUTENa, €ro
AHTUIeHCBA3BIBAIOIIErO (hparMeHTa WJIM BapuaHTa, Jierkas LeNb aHTHUTENa WIH ee (pparMeHT
BKJIFOYAET BaprabelbHy0 00nacThb Jierkoi nenu VL, u BapuabenbHasi 00nacTh jerkoii uemu VL
MOJKET BKJIIOUaTh CIEAYIOLIYI0 aMUHOKHCIOTHYIO TOCJIEN0BAaTENbHOCTh UK ee BapuaHt: SEQ
ID NO: 20.

[00139] B Hacrosimieil 3asiBKe Jierkasi LEMb aHTUTeNla Wik ee (parMeHT MOKET
JOTIOJIHUTEIPHO BKJIFOYaTh KOHCTAHTHYIO O0JIACTh YEJIOBEKA, M KOHCTAHTHAsi 00JIACTh YeJIOBeKa
BKJIFOYAET KOHCTAHTHYIO 00sacTh IgA yenoBeka.

[00140] B Hacrosimmeii 3asiBKe Jjerkas I[ernb WM ee (parMeHT U3 aHTUTENa MOXKET
BKJIFOYAaTh AMUHOKHUCJIOTHYIO MOCJIEIOBATENbHOCTD, puBeAeHHY0 B SEQ ID NO: 23.

[00141] B HexOTOpBIX BapUaHTaX OCYILECTBJIEHHUS AHTUTENIO MOXKET BKJIIOYAThH TSKEIYIO
LleTb aHTHTEeNA WK ee pparmenT. Tspkenas nens anTutena uin ee pparment srmodaer HCDR1,
u HCDR1 Mmoxer BKJIHOYATh CIEAYIOLIYI0 aMHHOKUCJIOTHYHO IIOCJIE€OBAaTENbHOCTh WU €€
Bapuant: SEQ ID NO: 77. Tspkenas nenb antutena wiu ee pparment Bkiodaer HCDR2, u
HCDR2 wMoxer BKIOYaTh CIEAYIOLIYI0O aMHUHOKHUCIOTHYIO [IOCJIENOBATENbHOCTh WIIHM €€
BapuanT: SEQ ID NO: 78. Tspkenas uenb antutena wiu ee pparment Bkiodaer HCDR3, u
HCDR3 wMoxer BKIOYaTh CIEAYIOLYI0O aMHUHOKHMCIOTHYIO TOCJIENOBATENbHOCTh WJIHM €€
BapuanT: SEQ ID NO: 79.

[00142] B HeKOTOpBIX BapUaHTaxX OCYILECTBIEHHUS TsKenas LeNb aHTUTENa WIH ee
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(dbparMeHT MOXeT IOTOJHUTENIbHO BKIIO4aTh KapkacHble obnactu H-FR1, H-FR2, H-FR3 u H-
FR4. C-xkoneu H-FR1 mpsimo unu xocBeHHO cBsazaH ¢ N-koHuom HCDRI, u H-FR1 moxer
BKJIFOUaTh AMUHOKHCJIOTHYIO [IOC/IE€A0BATENbHOCTD, puBeAeHHy0 B SEQ ID NO: 84-85. H-FR2
Haxonutcs Mexny HCDRI u HCDR2, u H-FR2 wmoxer BkIOUaTh aMUHOKHCJIOTHYIO
nocyuenosaTeabHOCTh, npuBenaeHHy0 B SEQ ID NO: 86. H-FR3 naxonurcs mexny HCDR2 u
HCDR3, u H-FR3 moer BKIOUaTh aMUHOKHUCJIOTHYIO IOCJIEOBATEIbHOCTD, MPUBEACHHYIO B
SEQ ID NO: 87. N-konery H-FR4 npsimo unu kocsenno csizan ¢ C-konom HCDR3, u H-FR4
MOKET BKJIFOYaTh aMUHOKHUCIIOTHYIO TIOCIEA0BATENbHOCTD, puBeaeHHy0 B SEQ ID NO: 88.

[00143] Tskenast wenb aHTUTEIa WM €€ (PparMEHT MO HACTOSIIEMY H300PETEHHIO
BKJIIOUYaeT BapuadenbHy0 00nacTh Tsikenoi uenu VH, u BapuabenbHast 001aCTh TSHKEION L
VH MoxeT BKIIIOYaTh aMUHOKHCIIOTHYEO TTOCJIEIOBATEIbHOCTD HITH €€ BAPUAHT, BBIOPAHHYIO U3
rpynmbl, coctosimei u3 SEQ ID NO: 18 unu SEQ ID NO: 25.

[00144] B anHTHTENE, €ro AaHTUICHCBS3BIBAIOINEM (PparMEHTE WM BapUAHTE II0
HACTOSIIEMY HM300PETEHUIO TsDKENasi Lelb aHTHUTENa WIH €€ (ParMeHT MOXKET JOTOJTHUTENIBHO
BKJIFOYATh KOHCTAHTHYIO 00JacTh uenoBeka. Hanmpumep, KOHCTaHTHAst O0JIaCTh Y€JIOBEKa MOKET
BKJIIOYaTh KOHCTaHTHYK oOnacte IgG uenoBeka. Hampumep, koHcTanTHas obOmacte IgG
YeJI0OBEKAa MOJKET BKJIFOUATh KOHCTAHTHYIO oOnacTh IgG1 uenosexa.

[00145] B Hacrosimeid 3asiBKe TspKenas Lelb aHTHTENa WM €€ (PparMeHT MOXKeT
BKJIFOYATh AMHHOKHCIJIOTHYIO TOCJIEOBATENbHOCTh UM €€ BAPHAHT, BBIOPAHHYIO W3 TPYIIIbIL,
cocrosimeii u3 SEQ ID NO: 21 wmm SEQ ID NO: 27.

[00146] B HEKOTOPBIX BapUaHTax OCYLIECTBJICHUS AMUHOKMCJIOTHAsI
nocienosarenbHOcTh LCDR1 aHTHTENA, €r0 aHTUNE€HCBS3bIBAIOLIErO (pparMeHTa WM BapHaHTa
no Hacrosimemy wu3o0pereHnto Mosker Bkiawodatb SEQ ID NO: 80 wunu ee BapuaHr;
aMUHOKHCIIOTHas1 mocnenoBateabHocTh LCDR2 mosker Bkimtouate SEQ ID NO: 81 wim ee
BapHAaHT; aMUHOKHUCIIOTHas nocienoBaTenbHOCTh LCDR3 mosker Brimodare SEQ ID NO: 82 unu
€€ BapUaHT, U aMUHOKHUCIOTHas nocnenoBaTeabHocTh HCDR1 moxer Bkimodars SEQ ID NO:
77 unu ee BapHaHT, aMHUHOKHUCJIOTHas nocienoBarenbHocTh HCDR2 mosker Bxmodare SEQ ID
NO: 78 wnu ee BapwaHT, 1 aMUHOKHCIIOTHasi mocienaoBatenbHocTh HCDR3 MoskeT BKIIIOYATH
SEQ ID NO: 79 wnu ee BapuaHT. Hanpumep, aHTHTENO, €r0 aHTUICHCBS3BIBAIOIIHNN (hparMEeHT
WM BapUAHT MOXeT BKJIHOYaTh aHTUTEN0 YN-005 mnam antureno ¢ temu ke LCDRI1-3 u
HCDRI1-3. B HekoTOpBIX BapUaHTaX OCYIIECTBJIEHHS aMHHOKHCIOTHAs IOCJIEA0BaTEIbHOCTh
BapuabenpbHONH 00JacTH JIETKOW LEMH aHTHUTENAa, €r0 aHTUICHCBSA3BIBAIOIIErO (PparMeHTa WM
BapHaHTa MO HacToseMy n3obpereHn0 MoxeT Bkro4ath SEQ ID NO: 20 wiu ee BapuaHT; u
AMHHOKHCJIOTHAS TIOCIIEOBATENbHOCTD BapruabeIbHON O0NACTH TSKENION LETTH MOKET BKIIF0OYATh
SEQ ID NO: 18 nnu ee BapuaHT. Hanpumep, aHTHUTENO, €r0 aHTUICHCBSA3BIBAIOIINN (PpParMEeHT
WO BApHUAHT MOXET BKJIHOYATh aHTUTENO0 YN-005 wuiaum aHTUTENno, HUMeEKIee Ty XKe
BapuadeIpbHyI0 00JIACTh JIETKOH Lienu U BapualenbHyr 00JaCTh TSKeNoW nenu. B HeKOTOphIX
BapUAHTaX OCYLIECTBJIECHUS AHTHUTENO, €r0 aHTUTEHCBS3bIBAOIINI (PparMeHT WiIM BapuUaHT IO
HACTOSIIEMY M300PETEHHIO MOKET BKJIFOYATh JIETKYIO LIeTb M TSDKEJYIO LeTb, AMUHOKHCIIOTHAS

NOCJIEIOBATENbHOCTh JIETKOH 1enu MoxkeT ObiTh mpuBeneHa B SEQ ID NO: 23 nu
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AMUHOKUCJIOTHAS MTOCIIEIOBATENIbHOCTD TSDKENION Henu MoxeT ObiTh mpuBeneHa B SEQ ID NO:
21. Hanpumep, aHTUTEINO, €r0 aHTUT€HCBS3BIBAIOIINN (PparMeHT MM BapHAHT MOKET BKJIIOYATh
anTutesio YN-005 uan uMeTh Ty Ke JIETKYHO LIeNb U TSKEIYHO Lieb.

[00147] B HekOTOpBIX BapUaHTaxX OCYLIECTBJICHUs AaHTUTEJIO, €M0 aHTUI€HCBA3bIBAIOLIUI
(¢parMeHT WM BapHaHT IO HACTOALIEMY H300PETEHHIO KOHKYPUPYET C pedepeHCHbIM
aHTUTENIOM 3a cBsi3biBaHHe ¢ Oenkom CD137 (mampumep, Oenxkom CD137 uenoseka).
Pedepencnoe antureno wmoxer Bkaro4yath LCDRI1-3 uw HCDRI1-3, u aMuHOKHCIOTHas
nocnenoBateapbHocTh LCDR1  moxker Brmoudare SEQ ID NO: 80 wunm ee BapuaHT,
aMUHOKHCJIOTHas nocienosarenbHocTh LCDR2 mosker Bkmrodate SEQ ID NO: 81 umu ee
BapHaHT; aMUHOKHUCIIOTHas nocienosatenbHocTb LCDR3 moxert Brmovars SEQ ID NO: 82 wnu
€e BapHaHT, U aMUHOKHCJIOTHas nocnenosarenbHocTe HCDR1 mosker Brimouate SEQ ID NO:
77 unu ee BapHaHT, aMUHOKHUCJIOTHas nocienosarenbHocTh HCDR2 mosker Bxmodare SEQ ID
NO: 78 wnu ee BapuaHT, U aMUHOKHUCIIOTHas nocaenosareabHocTh HCDR3 moxer BKIFOUaTh
SEQ ID NO: 79 unu ee BapuaHT. B HEKOTOpPBIX BapuUaHTaX OCYIIECTBIEHUS pedepeHCHOe
AHTUTEJIO MOXKET BKJIFOYaTh aHTUTEN0 YN-005 min antureno ¢ temu xxe LCDR1-3 1 HCDR1-3.
B HekoTOphIX BapHaHTax OCYLIECTBICHUS pePEepeHCHOE aHTHTENO MOXKET BKJIIOYATh
BapuadepHyI0 00JacTh JIETKOW 1lemd W BapuabenbHyr0 00JacTh TSDKENOW — IemH,
AMHHOKHUCJIOTHAS! TIOCJIEOBATEIbHOCTh BApHa0ebHONW 00IaCTH JIETKOW eI MOJKET BKJIIOYATh
SEQ ID NO: 20 wiu ee BapuaHT, U aMHHOKHCIIOTHAs MOCJIEAOBATEIHHOCTh BapHadeIbHON
obnactu Tspkenol nenm moxker Biimodarb SEQ ID NO: 18 mnum ee Bapuant. Hampumep,
pedepeHCcHOe aHTUTENIO MOXKET BKJIFOYAaTh aHTUTENO YN-005 MM aHTUTENo, UMEIOLIee Ty XKe
BapHradeIpbHyI0 00JIACTh JIETKOH Lienmu U BapualenbHyK 00JACTh TSKeNoW nenu. B HEeKOoTOpbIX
BApPUAHTAX OCYILECTBJICHUS pe(epeHCHOE aHTUTENIO MOKET BKJIFOUATh JIETKYIO LENb U TSKEIYIO
1IeNlb, AMUHOKHCIIOTHASI MTOCJIEOBATEIbHOCTD JIETKOH 1enu MoxkeT ObiTh npusenena B SEQ ID
NO: 23 1 aMMHOKHCJIOTHAS TIOCJIEIOBATENILHOCTD TSKENIOH 1enu MokeT ObITh npuBeeHa B SEQ
ID NO: 21. Hanpumep, pedepeHCHOE aHTUTENO MOKET BKIIIO4YaTh aHTUTENO Y N-005 wiu umerhb
TY K€ JIETKYIO LIeNb U TSHKENYIO LeMb.

[00148] B HEKOTOPBIX BapUAHTaX OCYLIECTBJIEHUS AMUHOKHCJIOTHAsI
nocienosatenbHocTh LCDR1 aHTHTENA, €r0 aHTUTeHCBS3bIBAOLIETO (pparMeHTa WM BapHaHTa
no HacrosmeMy uszobperenuto moker Bkimo4dath SEQ ID NO: 80 wunmu ee BapuaHr;
aMUHOKHUCJIOTHas nociegoBarenbHocTh LCDR2 moxker Brkmodate SEQ ID NO: 81 umu ee
BapHaHT, aMUHOKHUCIIOTHas nocienosatensHoctb LCDR3 moxert Bxmovatrs SEQ ID NO: 82 unu
€e BapHMaHT, U aMHUHOKHcIO0THas nocienosatenbHocTse HCDR1 moxer Bkmodats SEQ ID NO:
77 unu ee BapHaHT, aMUHOKHUCJIOTHasA nocienosaresbHocTh HCDR2 mosker Bxmodare SEQ ID
NO: 78 unu ee BapuaHT, 1 aMUHOKHUCIOTHas nocienosarenbHocTh HCDR3 mosker BKIIOUATH
SEQ ID NO: 79 unu ee BapuaHT. Hanpumep, aHTHUTENO, €0 aHTUI€HCBA3BIBAIOIINN (parMEeHT
WM BapUAHT MOXET BKJIHOYaTh aHTUTeN0 YN-006 mnam antuteno ¢ temu ke LCDRI1-3 u
HCDRI1-3. B HeKkOTOpBIX BapHaHTaX OCYLIECTBJIEHHUS AMUHOKHCIOTHAs IOCIEN0BAaTENIbHOCTD
BapuabenbHONH 00JacTH JIETKOW LIEMH aHTHUTENAa, €r0 aHTUI€HCBA3BIBAIOIIErO (PparMeHTa WM

BapHaHTa Mo HacTosemMy uzobpereHnio MoxeT Bkaro4ath SEQ ID NO: 20 wiu ee BapuaHt; u
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AMHHOKHCJIOTHAS TIOCJIEI0BATENbHOCTD BapruadebHOM 00IaCTH TSIKENION LIEMH MOXKET BKIIFOUATh
SEQ ID NO: 25 unu ee BapuanT. Hanpumep, aHTUTENO, €r0 aHTUI€HCBA3BIBAIOIINN (parMeHT
WUIM BApUAaHT MOXET BKJIHOYATh aHTUTENO0 YN-000 uiauM aHTUTENO, HUMEKINee Ty XKe
BapHradeIbHy0 00JIACTh JIETKOH Lienmu U BapualenbHyK 00JacTh TsKeNOH 1enu. B HeKoTophIxX
BApPUAHTAX OCYLIECTBJIECHUS AHTUTENO, €r0 aHTUTEHCBS3bIBAIOLUINI ()parMeHT WM BapUaHT IO
HACTOAIIEMY M300pPETEHHIO MOXKET BKJIFOUATh JIETKYIO LIeTlb M TSDKENYIO IeTlb, aMHHOKHCIOTHAS
IIOCJIEIOBATENIbHOCTh  JIETKOM 1enmn  MokeT ObiTh npuBemeHa B SEQ ID NO: 23 wu
AMUHOKHCJIOTHAsI MOCJIEOBATEbHOCTD TSKENION 1ernu MokeT ObiTh mpuBeneHa B SEQ ID NO:
27. Hanpumep, aHTHUTEJNO, €r0 aHTUTCHCBS3BIBAIOIIUN (PparMeHT MIJIM BAPHAHT MOKET BKJIIOYATh
aHTutesno YN-006 uian UMETh Ty Ke JIETKYIO LIeNb U TSKENYHO LeMb.

[00149] B HekOTOpBIX BapUaHTax OCYLIECTBJIEHUS aHTUTEJO, €r0 AaHTUTeHCBSA3bIBAIOLIHI
(¢parMeHT WM BapHaHT IO HACTOALIEMY H300PETEHHIO KOHKYPUPYET C pedepeHCHbIM
aHTUTENIOM 3a cBs3biBaHue ¢ Oenkom CDI137 (manpumep, Oenxom CDI137 denoseka).
Pedepencrnoe antuteno wmosker Bkirodath LCDR1-3 uw HCDRI-3, u aMHHOKHCIOTHas
nocnenosarenbHocTh LCDR1  moxer Brmouate SEQ ID NO: 80 wnmm ee BapuaHr;
aMHUHOKHUCJIOTHas nocienoBarenbHocTh LCDR2 Mmosker Bkmodate SEQ ID NO: 81 umu ee
BapHaHT, aMUHOKHUCIIOTHas nocienosatensHoctb LCDR3 moxert Bxmodats SEQ ID NO: 82 unu
€e BapMaHT, U aMUHOKHUcJoTHas nocnefosarenbHocTe HCDR1 mosker Brimoyats SEQ ID NO:
77 unu ee BapUaHT, aMUHOKHUCJIOTHasA nocienosaresbHocTh HCDR2 mosker Bxmodars SEQ ID
NO: 78 wnu ee BapuaHT, U aMUHOKUCIOTHas nocienosaresbHocTh HCDR3 moxker BKIIOUATH
SEQ ID NO: 79 unu ee BapuaHT. B HEKOTOpPBIX BapuaHTaX OCYLIECTBIIEHUS pedepeHCHOoe
AHTUTEJIO MOXKET BKJIHOYaTh aHTUTEN0 YN-006 mnu antureno ¢ temu ke LCDR1-3 u HCDR1-3.
B HexoTOpbIX BapHaHTax OCYLIECTBICHUS pePEepeHCHOe aHTHUTENO MOXKET BKJIIOYATh
BapuabenbHyr0 00JacTh JIETKOH 1enmu W BapuabenbHyH0 00JacTb  TSDKENON  1emw,
AMMHOKHCJIOTHAsSI TTOCJIEJOBATEIbHOCTh BapruaOebHONH O0JaCcTH JIETKOW LIETH MOXKET BKJIIOYATh
SEQ ID NO: 20 wiu ee BapuaHT, U aMHHOKHCJIOTHAs IMOCJIEAOBATEIbHOCTh BapHuadeIbHOMN
obnactu Tspkenod wenmm Moxker Bikimodath SEQ ID NO: 25 wnu ee BapuanT. Hampumep,
pedepeHCHOEe aHTUTENIO MOKET BKJIFOYAaTh aHTUTENO YN-006 WM aHTUTENO, UMEKOIIee Ty XKe
BapuadesbHy0 00JIACTh JIETKOH Lienu U BapuadeabHyr 00JACTh TSXKeNOW nenu. B HeKoTOphIX
BaPHUAHTAX OCYIIECTBJICHUS pe(epeHCHOE aHTUTENIO MOXKET BKJIFOUATh JIETKYIO LENb U TSKEIYIO
1eTlb, AMUHOKHCIIOTHASL MTOCIIEI0BATEIBHOCTD JIETKOH ILienmn MokeT ObITh mpuBeneHa B SEQ ID
NO: 23 1 aMHHOKHCIIOTHAS IOCIEOBATENBHOCTD TSDKEJION e MOXKeT ObITh npuBeneHa B SEQ
ID NO: 27. Hanmpumep, pedepeHCHOE aHTUTENIO MOXKET BKJIIOYaTh aHTUTENo Y N-000 win umeTthb
TY K€ JIETKYIO LIeMb U TSKENYIO LIeMb.

[00150] B Hacrositueti 3asaBke 6enok CD137 moxet Brirouath 6eok CD137 uenoseka.

[00151] B mpyrom acrekTe HACTOSINAs 3asBKa TaKXKe OTHOCHUTCS K OucnenuduaeckoMy
aHTHUTeNy, cBs3biBaroImeMycsi ¢ 6enkom PD-L1 ¢ Kp Hike 2x10° M (mammpumep, Kp He Gonee
npubmmsurensro 2x10° M, ne Gonee npuGmmsurensao 1x10° M, He Gonee MpHOIH3HTENHHO
1x107"° M uu ne Gosnee npuGmusurensao 8%10™ M min MeHee) 1 CBA3BIBAIOIIEMYCS ¢ GEKOM

CDI137 ¢ Kp mmxe 8x10° M (uanpumep, KD He Gonee mpubmusurensao 8x10° M, ne Gonee
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npubmsurensro 7x10° M, ne Gonee npubmmsurensao 6x10° M, He Gonee MPHOIH3HTENHHO
5x107 M, e Goee NPUOTH3UTENBHO 4% 10” M, ne Gonee MPUOTM3UTENIBHO 3% 10° M, ne Gonee
npubmmsurensio  2x10° M, me Gomee mpubmmsurensso 1x10° M mmm He Gonee
npUOIU3UTENBHO 1% 107" M unm MeHee).

[00152] B Hacrosimmeii 3asBke Oenok PD-L1 BbiOpan u3 rpymmel, cocrosimeii u3z Oenka
PD-L1 uenoseka, Oenka PD-L1 o6e3psnbl 1 Oenka PD-L1 mpinu; u 6exox CD137 Bkiarouaer
6enox CD137 uenosexa.

[00153] B Hacrosmeit 3asiBke Owucrnenupuyeckoe aHTUTENO BKIHOYAET TEPBBIi
HalEJIUBAIOINUN (pparMeHT, creuupuyuecku CBsi3biBaromuiicss ¢ Oeiaxkom PD-L1, rme mepsbrii
HALIEJMBAIOINUN (PparMeHT MOKET BKJFOYATh AHTUTEJNO, €r0 aHTUT'CHCBS3BIBAIOIINN (parMeHT
WJIU BapHUaHT, cBsi3biBaromeecs ¢ PD-L1.

[00154] Hampumep, aHTHUIEHCBSI3bIBAOLIUI (parMeHT B MEPBOM HALEIHBAKOIIEM
¢parmente Moxer ObITh BbIOpaH m3 rpymmbl, cocrosimeil n3 Fab-, Fab’-, F(ab),- u Fv-
¢parmenta. B kauectBe apyroro mnpumepa, BapUaHT B INEPBOM HaLEIHMBAKOIIEM (parMeHTe
MOJKeT OBITh BBIOpaH M3 TPYMIbI, COCTOALIEH M3 OeNka WIM MOJHIENTHIA, MOIBEPTHYTOTO
3aMEHe, NeJelnd WM JO0OaBICHMI0 ONHON Wiu 0ojiee aMHHOKHCIOT B aHTUTENE WA €ero
aHTUTeHCBs3BbIBAKOIIEM (parMeHTe; u Oeok WM mosnunentun, uMmeromui 85% wumm Oonee
(Harmpumep, Mo MeHbIuel Mepe npuodau3uTensHo 85%, npudmmsurensHo 90%, MPUONTU3UTENBHO
91%, npubmsurensHo 92%, nmpudmmsurensHo 93%, nmpuOmmusutensHo 94%, NPUOIM3UTETBHO
95%, nmpubmmutensHo 96%, npudmsuTenbHo 97%, npubdmuszurenbHo 98%, MPUOTH3UTENTHEHO
99% wunmu Gonee) MASHTHYHOCTH MOCIENOBATENBHOCTH 1O OTHOIICHUIO K AHTHUTENY WA €ro
AHTUTeHCBA3BIBAIOIIEMY (parMeHTy. AHTHUTENO, €ro aHTUIE€HCBS3bIBAOLIUN (parMeHT HIN
BAPUAHT MOXKET SIBJISITHCS AHTUTEJIOM, €10 AaHTUT'€HCBA3BIBAIOINUM (PPArMEHTOM HIIM BAPUAHTOM,
cBsi3pIBaroIUMcs ¢ 6enxom PD-L1.

[00155] B HEeKOTOpBIX BapHaHTaX OCYLIECTBJIECHHS aHTUTENO, CBSI3bIBAIOLIEECs C OENKOM
PD-L1, B OucnenugpuvyeckoM aHTUTENE MOKET BKJIIOYAThb JIETKYIO Ienb WM ee (parMeHT.
Hanpumep, nerkas unenb wuiam ee ¢parment Bkiarowaer LCDRI1-3, u aMuUHOKHMCIOTHas
nocnenosatenbHOCTe LCDR1 mpeacraenser coboit SEQ ID NO: 54-58; aMUHOKHCIOTHas
nocnenosatebHOCTE LCDR2 mpexncrasnser cobori SEQ ID NO: 60-61; u aMUHOKHCIIOTHASI
nocienosarenbHocTb LCDR3 BeiOpana u3 rpymnmsl, cocrosimeil m3 SEQ ID NO: 63-64. B
HEKOTOPBIX BAapUAHTAX OCYINECTBJIICHUS JIErKas LeMb WM ee (parMeHT MOXKET BKJIIOYATh
BapHuabeNbHY0 00JACTh JIETKOW LIeTH, U aMUHOKHCIIOTHASI TTOCJIEI0BATEIbHOCTh BapruaOebHOM
o0JlacTH JIETKOU LeTH MOKeT ObITh BhIOpaHa u3 rpymibl, coctosmed u3 SEQ ID NO: 4, SEQ ID
NO: 11, SEQ ID NO: 33, SEQ ID NO: 37, SEQ ID NO: 39 u SEQ ID NO: 41. B HeKoTOpbIX
BAapPHUAHTAX OCYIIECTBIEHHUsS JIeTKas LENb WIN ee (pparMeHT M3 aHTHUTEeNa MOXET BKIIIOYATh
KOHCTaHTHYIO O0JIaCTh 4eNOBEeKa, W KOHCTAHTHas OOJACTh 4UeJOBEKa BKIFOYAE€T KOHCTAHTHYIO
obnactb Igh uenosexka.

[00156] B HeKOTOpBIX BapHaHTaX OCYIIECTBIICHUS JieTKas Lenb Wi €¢ PparMeHT MOXKET
BKJIFOYATh aMHUHOKHCIIOTHYIO TTOCJIEA0BATENbHOCTD, BBIOPAHHYIO U3 Irpymbl, cocrosimeii n3 SEQ
ID NO: 8, SEQ ID NO: 15, SEQ ID NO: 34, SEQ ID NO: 38, SEQ ID NO: 40 u SEQ ID NO:
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42.

[00157] B HEeKoTOpBIX BapHaHTaxX OCYLIECTBIEHHUs AHTUTEINO, CBSI3bIBAIOLIEECS C OEIIKOM
PD-L1, MoxxeT BKJIIOYATh TSDKEYIO Lienb uian ee ¢pparment. Hampumep, Tsokenast menb WM ee
¢parment Brmouaer HCDR1-3, u amunokucnornas nocneposarensHocte HCDR1 BeiOpana u3
rpynnbl, cocrosimeit u3 SEQ ID NO: 46-47;, amunokucinotHas nociuenosateiabHocTs HCDR2
npeacrasisier coboii SEQ ID NO: 48; u amuHOkucnotHas nocienosarensHocte HCDR3
npexacrasisier cobori SEQ ID NO: 50-52.

[00158] B HekOoTOpBIX BapHWaHTaX OCYIIECTBJECHHs TsDKeNas Lenb WM ee (QparMeHT
MOXET  BKJIIOYaTh  BapuabeqbHyr0  OONACTh  TSDKENOW  Lend, W  aMHHOKHCIOTHAs
NIOCJIEIOBATENIbHOCTh BapuaOe bHON 00J1aCTH TSKEION LeMU MOXKET ObITh BHIOpaHA M3 TPYIIIbI,
cocrosiei u3 SEQ ID NO: 2, SEQ ID NO: 9, SEQ ID NO: 31 u SEQ ID NO: 35.

[00159] B HekOTOpBIX BapHWaHTaX OCYLIECTBICHHs TsDKEIasl Lenb WA ee (PparMeHT
MOJKET JIOTIOJIHUTENbHO BKJIFOYAaTh KOHCTAHTHYIK O0JIACTh YENIOBEKAa, M KOHCTAHTHAsl 00JacTh
YeJIOBeKa MOJKET BKIIFOYAaTh KOHCTaHTHYI0 oOnacth IgG uemoBeka. Hampumep, KOHCTaHTHas
obnacte IgG venoBeka siBnsieTcss KOHCTAaHTHOH oOnacTeio IgG1 yenoseka.

[00160] B HekoTOpBIX BapHWaHTaX OCYLIECTBICHHS TsDKEIasl Lenb WA ee (PparMeHT
MOJKET BKJIFOYaTh AMUHOKHCIIOTHYIO MOCJIEOBATENbHOCTD, BBIOPAHHYIO M3 TPYIIIIbI, COCTOSLIECH
u3 SEQ ID NO: 6, SEQ ID NO:13, SEQ ID NO: 32 u SEQ ID NO: 36.

[00161] B HekoTOphIX BapUaHTAX OCYIIECTBJICHUS Oucnernmuduyeckoe aHTUTENO
BKJIFOYAET BTOPOM HALENMBAIOLIUI (parMeHT, cnenuuyecku CBS3bIBAOIIUICA C OenkoM
CDI137, rme BTOpOH HaleNUBAIOIIUNA (ParMEHT MOXKET BKJIKOYAThb AHTHUTENO, €ro
AHTUIeHCBSA3BIBAIOIIMK (parMeHT WM BapuaHT, cCBsA3bIBaroleecs ¢ Oenkom CD137. B
HEKOTOPBIX BapUaHTaX OCYINECTBJICHUS aHTUI€HCBS3BIBAIOIIUI (parMeHT BbHIOpAH W3 TPYIIIHL,
cocrosieit u3 Fab-, Fab’-, F(ab),- u Fv-pparmenra. B HeKoTOpBIX BapuaHTax OCYIIECTBICHUS
BapUAHT BBIOPAH W3 TPYHIIbIL, COCTOAIIEH M3 Oeska MM MOJMIENTHAA, TIOIBEPrHYTOrO 3aMeHe,
Aaenenuy  Wid  A00aBNEHHI0O OOHOW wuiaM Oojiee aMUHOKUCIOT B aHTUTENE WIH €ro
AaHTUTeHCBs3bIBAKOIIEM (parMeHte; u Oeok wiM monunentua, umeromui 85% wumm Oonee
(Harmpumep, Mo MeHbIIeH Mepe npudau3uTenbHo 85%, npudnusutensHo 90%, npUOIU3UTETHHO
91%, nmpubmmsurenbHo 92%, npudmmsurensHo 93%, nmpubmusutensHo 94%, MPHONIU3UTENBHO
95%, npubmzutensHo 96%, npudmusuTenbHo 97%, npubdmusureapbHo 98%, NMPUOTH3UTENTHEHO
99% wim Goree) WACHTUYHOCTH IMOCIENOBATEIBHOCTH IO OTHOLICHHIO K AHTHUTENY WU €ro
AHTUTCHCBS3BIBAIOIIEMY (pparMeHTy.

[00162] B HEKOTOpBIX BapHaHTaX OCYLIECTBICHHS AHTUTEINO, CBSI3bIBAOLIEECS C OEITKOM
CD137, moxeT BKJIIOYATh JIETKYIO Lienb uiu ee ¢gparmeHT. Hampumep, nerkas uemb Win ee
¢parment Brmouaer LCDRI1-3, u amunokucnotrHele mnocnenosatenbHocty LCDR1-3
nocnenosatenbHo MoryT sBisiTeest SEQ ID NO: 80, SEQ ID NO: 81 u SEQ ID NO: 82. B
HEKOTOPBIX BApUAHTAX OCYINECTBJICHUS JIerKas LeMb WM ee (parMeHT MOXKET BKIJIIOYATh
BapuadeIpHyI0 O0NacTh JIErKOW Ienu, W BapuadenbHas 00JacTh JIETKOW IeMH BKIFOYAET
AMUHOKHCJIOTHYIO TMOCIEN0BAaTENbHOCTD, puBeAeHHy0 B SEQ ID NO: 20.

[00163] B HEKOTOpBIX BapHaHTax OCYLIECTBIEHHs aHTUTEINO, CBS3bIBAIOLIEECs C OETKOM



41

CDI137, MoxeT BKJIIOYATh TSDKENYIO Lenb Wi ee (parMeHT. B HEKOTOpPhIX BapHaHTax
OCYIECTBIIEHHSI TsDKeNas Lenb Wwin ee ¢pparMeHT u3 anrurena Moxer Bkiarodatb HCDR1-3, u
amuHOkucIoTHbIE nocnenosatenbHocT HCDRI1-3 nocnenosarensHo MoryT sBiATbesa SEQ ID
NO: 77, SEQ ID NO: 78 u SEQ ID NO: 79. B HeKOTOpbIX BapUaHTaX OCYILECTBJICHMs TsDKeas
LIeTb UM €€ (ParMeHT U3 aHTHUTENa MOXKET BKJIFOUaTh BapuabenbHy0 00JacTh TSXKENON LenH, U
AMHHOKHUCJIOTHASI TIOCJI€OBATENIbHOCTh BapuabenbHONW OONaCTH TSIKENOW LEemd MOXKET ObITb
BeIOpana u3 rpymsl, cocrosmen u3 SEQ ID NO: 18 u SEQ ID NO: 25.

[00164] B HEeKOTOpPBIX BapHaHTaX OCYLIECTBJICHHS aHTUTEINO, CBSI3bIBAOLIEECS C OEITKOM
CD137, wmoxer Bxmouatb scFv, u scFv  Moxker BkarowaTh  aMHUHOKUCIOTHYIO
NOCJIe1I0BaTENbHOCTD, puBeAeHHy0 B SEQ ID NO: 83.

[00165] B Hacrosiei 3asiBke Oucnenuduyeckoe aHTHTENO MOKET BKIIIOYATH TMEPBYIO
MOJIUNENTUIHYIO LIeNb U BTOPYIO MNOJUIENTUIHYIO LieNb, I7ie NepBas IMOJUIENTUAHAs LeMNb
MOJKET BKJIFOUATh BapuabeIbHYI0 O0IACTh TSDKEJION LeTH aHTHUTENA, CBA3BIBAOIIErOCs ¢ OEIKOM
PD-L1, BapuabenpHy0 00JIaCThb TSKENON LIETTH aHTUTENa, CBsi3bIBarolnerocs ¢ 6emxkom CD137, u
BapuadepbHy0 00JIACTh JIETKOW IeNu aHTUTeNa, CBsi3biBarolierocs: ¢ oenkom CD137; u Bropas
NOJIUMENTHIHAS LeNb MOJKET BKJIOYATh BapHaOeNbHYIO OONAaCTh JIETKOM LeNH AaHTUTeNa,
cBsi3bIBaroerocs ¢ 6eaxom PD-L1.

[00166] Hanmpumep, B mepBOii monunenTuaHON menu BapuabenbHas 00JACTh TKENOM
LENy aHTUTENA, CBs3bIBaroInerocss ¢ Oeiakom PD-L1, moxkeT HaxoguTbCss Ha N-KOHIIE
BapuadenpbHONW O0OJacTH TsDKEJOW LIeT aHTuTeNa, CBsi3biBatomerocss ¢ Oenkom CDI137, u
BapuadesbpHast 00JaCTh TSDKEIOW IeNH aHTUTeNa, CBsi3biBaroinerocst ¢ 6enkom CD137, moxer
HaxonuThcs Ha N-KOHIE BapuabenbHONH OONACTH JIETKOW e aHTUTENA, CBA3BIBAIOIIErOCs C
6enxom CD137. B kadecTBe Apyroro npuMepa, B MepBOH MOJUIENTHIHON Lenu BapradeabHas
00J1aCTh TSDKENION LEMH aHTUTENA, CBsA3bIBaIOIIErocs ¢ Oenkom PD-L1, MoskeT HaxoauThest Ha N-
KOHLIe BapuabOenbHON OONACTH JIETKOW LIeTH aHTHTENa, CBssbiBaromerocs: ¢ oenkom CD137, u
BapuadesbHasi 00JacTh JIETKOW MM aHTHUTeNa, CBs3biBatolnerocs ¢ Oenkom CD137, moxer
HAXOIUThCS Ha N-KOHIe BapHaOeNbHOM 00JaCTH TSKENIOH LIeMU aHTUTeNa, CBA3BIBAIOIIErOCs C
6emxom CD137.

[00167] Hampumep, B mepBOil MONMIENTUAHON Liemu BapualenbHas OOJNACTh JIETKOM
LIeTH aHTUTeNa, Ccesi3biBatromerocs ¢ Oeixxkom CD137, u BapuabenbHast 00JacTh TSKENIOW LIETTH
aHTUTeNna, cBs3bBaromerocss ¢ Oenkom CD137, cocrasmstor scFv. Hampumep, scFv moxer
BKJIIOYaTh AMUHOKUCJIOTHYIO MOCJIE0BATeNbHOCTD, puBeneHHyo B SEQ ID NO: 83.

[00168] IlepBast moumenTUAHAS LEMb MOXKET AOMOIHUTENBHO BKJIIOYATh KOHCTAHTHYIO
obnacte IgG uenoeeka. Hampumep, koHCTaHTHas oOnacth IgG 4enoBeka MOMKET SIBISITHCS
KOHCTaHTHOH o0acTeio IgG1 uenoeka.

[00169] B HexoTOpbIX BapHaHTaX OCYLIECTBIEHHs KOHCTaHTHast obmacth IgG denoBeka
MOXeT HaxomauTbesi Ha C-koHue BapuabenbHOH OO0NAaCTH TSDKENOH Lenu aHTUTeNa,
cBs3bIBatomerocs: ¢ 0emkom PD-L1, u Moxer HaxonuThesi Ha N-KOHIIE BapuadenpbHOU 0bmacTu
JIETKOW Lenu aHTUTeNa, cCBs3biBatromerocss ¢ Oeinxom CD137; anpTepHaTHBHO, KOHCTaHTHAsS

obnacte IgG yenoBeka MokeT HaxoauThesl Ha C-KoHIE BapuaOeIbHOM 00JacTH TSDKENOH Lenu
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aHTHUTeNa, CBsi3bIBaromerocs ¢ Oenkom PD-L1, n moxkeT HaxoguThesi Ha N-KOHIIE BapraOeTbHOH
00J1aCcTH TSKEJION LIENU aHTHUTENa, CBsI3bIBaroinerocs ¢ oenkom CD137.

[00170] B HeKOTOpBIX BapHaHTAaX OCYILECTBJIEHUs MepBas NOJUNENTHAHAS LENb MOXKET
BKJIFOYAaTh aMUHOKUCJIOTHYIO NOCJIEN0OBATENbHOCTD, MpuBenaeHHyo B SEQ ID NO: 30, SEQ ID
NO: 43 u SEQ ID NO: 44.

[00171] B HekoTOpBIX BapHaHTaX OCYLIECTBJIEHUS BTOPAsl MOJHUIENTHIHAS LEMb MOXET
JOTIOJTHUTEIBHO BKJIFOUATh KOHCTAHTHYIO 001acTh IgA uenoBexa.

[00172] B Hacrosimedi 3asiBK€ BTOpasl MOJUMNENTUAHAS L[EeMb MOXKET BKIIIOYATh
clenyrmyue aMMHOKUCIOTHBIE rocienoBarenbHocTu: SEQ ID NO: 15 u SEQ ID NO: 34,

[00173] Hapumep, B IepBOM HalleUBarOIIEM (parMenTe Oucnenuduyeckoro aHTuTesa
MO HACTOSIIEMY HM300PETEeHUI0 AMUHOKHUCIIOTHAs mocienoBaTenbHOCTh LCDR1 moxkeT ObITh
BbIOpaHa u3 rpymmsbl, coctosimeid u3 SEQ ID NO: 54, SEQ ID NO: 55, SEQ ID NO: 56, SEQ ID
NO: 57 u SEQ ID NO: 58 unu ee BapuaHTa, aMUHOKUCJIOTHas nocjienoBarenbHocTe LCDR2
MOKeT ObITh BbIOpaHa u3 rpynmsl, coctosmeid n3 SEQ ID NO: 60 u SEQ ID NO: 61 unu ee
BapHUaHTa, aMUHOKHCJIOTHAas1 mocienosarenbHocTb LCDR3 MoskeT ObITh BbIOpaHa W3 TPYIIIBL
cocrosimern u3 SEQ ID NO: 63 u SEQ ID NO: 64 unmu ee BapuaHTa, U aMUHOKHCJIOTHAs
nocienosarenbHocTb HCDR1 mosker ObiTh BIOpaHa u3 rpymisl, cocrosimeii 3 SEQ ID NO: 46
u SEQ ID NO: 47 unu ee BapuaHTa, aMUHOKUCIOTHas mocnenoBarenbHocTh HCDR2 moxer
Birouath SEQ ID NO: 48 unu ee BapuanTa, 1 aMUHOKHUCIOTHAs nocienosarenbHocTe HCDR3
MOkeT ObITh BbIOpaHa m3 rpymmsl, coctosmeid u3 SEQ ID NO: 50-52 unm ee Bapuanta. B
HEKOTOPBIX BApUAHTAX OCYINECTBJIEHUS aMUHOKHCIIOTHAs MOCJIENOBATENIbHOCTh BapuabenbHOH
o0yacTé JIerKOl ILenu aHTUTeNa, €ro aHTUIeHCBA3BIBAIOIIEro ()parMeHTa WM BapHaHTa II0
HACTOSAIIEMY HM300pEeTEeHHI0 MOKeT ObITh BhIOpaHa u3 rpymmsl, cocrosuiei u3 SEQ ID NO: 4,
SEQ ID NO: 11, SEQ ID NO: 33, SEQ ID NO: 37, SEQ ID NO: 39 u SEQ ID NO: 41 unu ee
BApHUAHTA, M AMHHOKHCIIOTHAs TMOCJIEeJOBATENbHOCTh BapHaOEeNbHOW OOJACTU TSXKENOW LIeH
MOsKeT ObITh BbIOpaHa u3 rpymbl, cocrosiueir u3 SEQ ID NO: 2, SEQ ID NO: 9, SEQ ID NO:
31 u SEQ ID NO: 35 nnu ee Bapuanta. B HeKOTOpPbIX BapuaHTax OCYIIECTBJIEHUS aHTUTEJO, €ro
AHTUTEHCBS3BIBAIOINUN (PPArMEHT WJIH BAPUAHT IO HACTOSIIEMY H300PETEHHUIO MOXKET BKJIFOYATh
JIETKYIO LIeTIb U TSDKENYH0 Lielb, aMUHOKHCIOTHAs IOCJEN0BAaTeIbHOCTD JIETKOM LIeMU MOXKET
SIBJIATbCSI AMHUHOKUCJIOTHOM MOCJIeIOBATENIbHOCTBIO, BRIOPAHHOMW U3 rpymibl, cocrosimeit u3 SEQ
ID NO: 8, SEQ ID NO: 15, SEQ ID NO: 34, SEQ ID NO: 38, SEQ ID NO: 40 u SEQ ID NO:
42, 1 aMUHOKHCJIOTHAS MOCAEA0BATEIbHOCTD TSHKEJIONW LIEH MOKET SIBJISITbCA aMUHOKHCJIOTHON
MOCJIEIOBATEIBHOCTBIO, BEIOpaHHOM U3 rpymibl, cocTosmel u3 SEQ ID NO: 6, SEQ ID NO: 13,
SEQ ID NO: 32 u SEQ ID NO: 36.

[00174] Hampumep, BO BTOPOM HaueJuBamOIIeM ¢parmMeHte OucnenupuIecKoro
aHTHUTEJIA TI0 HACTOSIIeMY U300pETeHHI0, aAMHHOKUCIOTHAs ocienosaTenbHocTh LCDR1 Moker
Bkimodate SEQ ID NO: 80 unm ee BapuaHT, aMUHOKHCJIOTHas mnocienoBarenbHocTe LCDR2
mMoxkeT BkmodaTh SEQ ID NO: 81 unm ee BapuaHT, aMMHOKUCJIOTHAsl MOCJIENOBATEIbHOCTD
LCDR3 wmoxer Bkmouarb SEQ ID NO: 82 wunm ee BapuaHT, U aMHUHOKHCJIOTHAas

nocnenosarenbHocTb  HCDR1  moxer Bkmouate SEQ ID NO: 77 unm ee Bapuasr;
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aMuHOKHUCJIOTHas nocienoBarenbHocTh HCDR2 moker Bxmodate SEQ ID NO: 78 umu ee
BApUAHT, U aMUHOKHCJOTHasA nocienosarenbHocTe HCDR3 moxer Bkirouats SEQ ID NO: 79
WIM ee BapuaHT. B  HEKOTOpBIX  BapuaHTax  OCYINECTBJICHUS  aMUHOKUCIOTHAs
MOCJIEIOBATEIbHOCTD BapuadeTbHOU obnactu JIerKoi Lenu aHTHUTENA, €ero
AHTUTeHCBS3BIBAIOIIErO (h)parMeHTa WM BapUaHTA IO HACTOSIIEMY H300PETEHHIO MOXKET
Biroyate SEQ ID NO: 20 wnm ee BapuaHT, M aMUHOKHCJIOTHAsl TOCJIENOBATENbHOCTD
BapuabenbHON 00JIACTH TSIKENION e MOXKET SIBJISTHCS MOCIEN0BATEIbHOCTBIO, BBIOPAHHON M3
rpynmsl, coctosimeit u3 SEQ ID NO: 18 u SEQ ID NO: 25 unu ux BapuanToB. B HEKOTOpBIX
BapHAHTaX OCYIIECTBJICHHs] aHTUTENO, €r0 AHTUT€HCBSA3BIBAIOIIUN ()parMEHT WJIM BAPHAHT IO
HACTOSLIEMY U300PETEHHIO MOXKET BKJIIOUYATh JIETKYIO LIEMb M TSKENYIO Ielb, aMUHOKHCIIOTHASI
MOCJIEIOBATEIBHOCTh  JIETKOUW 1iern  MoskeT Obith mpuBenena B SEQ ID NO: 23, w
AMHHOKHCJIOTHASI TIOCJIEOBATENbHOCTD TsDKENIOHN menu moxer ObiTh npuseneHa B SEQ ID NO:
21 wma SEQ ID NO: 27.

[00175] Hanpumep, B OucneunpuyeckoM aHTHTENE MO HACTOSIIEMY HW300pPETEHHIO
MEPBBIN MOJUTENTU] MOKET BKJIFOYATh AMUHOKHUCJIOTHYIO TOCJIE€IOBATEIbHOCTD, TPUBEIECHHYIO
B SEQ ID NO: 30, u BTOpOW TMOJUMENTHI MOXKET BKJIIOYAaTh AMUHOKHCIIOTHYIO
nocyieIoBaTebHOCTD, npuBeAcHHy0 B SEQ ID NO: 15. bucnenuguyeckoe aHTUTENIO MOXKET
BKJIKOUaTh aHTUTENO YN-007 wuau aHTUTENO C TEMH K€ MNEPBBIM MNOJHUIENTHIOM U BTOPBIM
MOJIMMENITUIOM, TA€  MEPBBbIM  MOJUNENTHA  MOXET  BKJIOYAaThb  aMUHOKHCIIOTHYIO

MoCJenoBaTeNbHOCTh,  mpuBeAeHHyro B SEQ ID  NO: 25 AMHUHOKHCIIOTHYIO

2

MOCJeNOBaTeNbHOCTh, MpuBeAeHHYl0 B SEQ ID NO: 20, u aMUHOKUCIOTHYIO

>
nocyenoBaTeabHOCTh, MNpuBeAeHHyl0 B SEQ ID NO: 13; u BTOpoil NOJUNENTHA MOXKET
BKJIFOUaThb AMMHOKUCJIOTHYIO MOCJIEN0BATENbHOCTD, IpuBeneHHy0 B SEQ ID NO: 15.

[00176] B xauectBe apyroro mpumepa, B OucnenuguueckoM aHTHTENE 10 HACTOSILIEMY
N300pETEHUIO TEPBBIH MOJUIENTH MOXKET BKJIIOYAaTh AMHHOKHCIOTHYIO IOCIIE0BATEIbHOCTD,
npuseneHHyo B SEQ ID NO: 43, u BTOpoil MONUNENTUA MOXET BKJIIOYaTh aMHUHOKHCJIOTHYIO
nociienoBaTebHOCTh, npuBenaeHHyr0 B SEQ ID NO: 34. bucnenudpuyeckoe aHTUTENIO MOXKET
BKIIOYaTh aHTUTENO YN-051 unu aHTUTENO ¢ TEMHU K€ MEPBbIM MOJUIENTUIOM U BTOPBIM
nonunentunoM. ['me  mepBblii  MOAUNENTHX  MOXET  BKJIIOYAaTh  aMHUHOKHCIIOTHYIO

MocJienoBaTebHOCTh,  mpuBeAeHHyro B SEQ ID  NO: 25 AMUHOKHUCIIOTHYIO

2

nocyienoBaTeIbHOCTh, TpuBeAeHHYr0 B SEQ ID NO: 20, W aMUHOKUCIOTHYIO

,
nocyienoBaTeabHOCTh, TNpuBeneHHyi0 B SEQ ID NO: 32; u BTOpPOM MNOIMMENTHA MOXET
BKJIFOUaTh AMMHOKHCJIOTHYIO MOCJIEI0BATeNbHOCTD, NpuBeneHHyo B SEQ ID NO: 34.

[00177] B kauectBe gpyroro npumepa B OHCEHU(UUIECKOM aHTUTENE IO HACTOSIIEMY
N300pETEHNIO TIEPBBIA MOJUIENTH MOXKET BKJIFOYaTh aMUHOKHCIOTHYIO ITOCIIEI0BATEIbHOCTD,
npuseneHHyo B SEQ ID NO: 44, u BTOpoil MONUNENTHA MOKET BKJIIOUATh AMUHOKHCIIOTHYIO
nociienoBaTebHOCTh, npuBeaeHAyi0 B SEQ ID NO: 34, bucnenuduyeckoe aHTUTEIO MOXKET
BKJIIOYaTh aHTUTENO YN-052 uim aHTUTENO ¢ TEMHU K€ MEPBbIM MOJHUIENTHIOM U BTOPBIM
nonunentuaoM. I'me  mepBblii  NOAUNENTH  MOXKET  BKJIIOYATh  AMUHOKHCIIOTHYIO

2

MOCJeNOBaTeNbHOCTh,  mpuBeAeHHyro B SEQ ID  NO: 25 AMHUHOKHCIIOTHYHO
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MOCJNeNOBaTeNbHOCTh, TMpuBeAeHHYr0 B SEQ ID NO: 20, u aMUHOKUCIOTHYIO

,
nocyienoBaTeabHOCTh, MNpuBeAeHHYyi0 B SEQ ID NO: 36, u BTOpPOl MOJIMOENTHA MOXKET
BKJIFOYATh AMUHOKHUCJIOTHYIO MOCJIEI0BATEIbHOCTD, NpuBeaeHHy0 B SEQ ID NO: 34.

[00178] Hanmpuwmep, B OucneunpuyeckoM aHTHTENE IO HACTOSIIEMY H300pPETEHHIO
NEePBbIN NOJUNENTH MOXKET BKJIOYaTh AMUHOKHMCIOTHYIO IOCJIEA0BATENbHOCTD, IPUBEIEHHYIO
B SEQ ID NO: 30, u BTOpOH MONUIENTHJ MOXKET BKJIKYATh aMHHOKUCIOTHYIO
nocjenoBarebHOCTh, npuBeneHHyr0 B SEQ ID NO: 15. bucneuugudyeckoe aHTUTENO MOXKET
BKJIFOUaTh aHTUTENO0 YN-007 uUiu aHTUTENO C TeMH K€ TEPBbIM MOJMUMENTUIOM U BTOPBIM
noyunentuaoM. ['hae  TmepBblil  MONMMMOENTHA  MOXKET  BKIOYATh  aMUHOKUCIOTHYIO

MocJienoBaTeIbHOCTh,  mpuBeAeHHyro B SEQ ID  NO: 27 AMHUHOKHCIIOTHYHO

2

MocJienoBaTeIbHOCTh, TpuBeAeHHYr0 B SEQ ID NO: 23, u aMUHOKUCIOTHYIO

)
nocyienoBaTeabHOCTh, NpuBeneHHyr0 B SEQ ID NO: 13; u BTOpOHl MNOMMOENTHA MOXET
BKJIFOUaTh AMUHOKUCJIOTHYIO MOCJIEN0BAaTeNbHOCTD, puBeneHHyo B SEQ ID NO: 15.

[00179] B xadecTBe npyroro mpumepa, B OUCIELN(UIECKOM AHTUTENE 10 HACTOSIIEMY
N300pPETEHNIO TIEPBBIA MOJUIMENTH MOXKET BKJIFOYaTh aMUHOKHCIOTHYIO IOCIIEIOBATEIbHOCTD,
npuseneHHyo B SEQ ID NO: 43, u BTOpoli MOJUINENTHA MOXKET BKJIIOYaTh AMUHOKHCIIOTHYIO
NoCJieIOBaTENbHOCTD, npuBeAeHHYI0 B SEQ ID NO: 34. bucnenugpuyeckoe aHTUTEIO MOXKET
BKJIIOYaTh aHTUTENO YN-051 mim aHTUTENO ¢ TEeMHU K€ NEPBbIM MOJUINENTHIOM U BTOPBIM
nonunentuaoM. I'ne  mepBblii  MOAMNENTHJ  MOXKET  BKJIOYAaTh  AMUHOKHCJIOTHYIO

MOCJNeNOBaTeNbHOCTh,  HpuBeAeHHyro B SEQ ID  NO: 32 AMHUHOKHCIIOTHYIO

2

MOCJNeNOBaTeNbHOCTh,  HpuBeAeHHyro B SEQ ID NO: 27 AMHHOKHCIIOTHYIO

)
nocyenoBaTeabHOCTh, MNpuBeAeHHy0 B SEQ ID NO: 23; u BTOpOl MNOIMOENTHA MOXKET
BKJIFOUaTh AMMHOKUCJIOTHYIO MOCJIEN0BATENbHOCTD, IpuBeneHHy0 B SEQ ID NO: 34.

[00180] B xauectBe apyroro mpumepa, B OucnenuduueckoM aHTHTENE 110 HACTOSIEMY
N300pETEHUIO TEPBBIH MOJUIENTH MOXKET BKJIIOYAaTh AMHHOKHCIOTHYIO IOCIIE0BATEIbHOCTD,
npuseneHHyo B SEQ ID NO: 44, u BTOpol MOJUIMENTHA MOXKET BKJIIOYaTh aMUHOKHUCIIOTHYIO
nocjienoBaTebHOCTh, npuBeaeHHyr0 B SEQ ID NO: 34. bucnenuduyeckoe aHTHUTENO MOXKET
BKJIFOUATh aHTUTENO YN-052 uiu aHTUTENO ¢ TeMH K€ MEPBBIM MOJMUMIENTUIOM U BTOPBIM
nonunentunoM. [ne  mepBblii  MOMUNENTHJ  MOXKET  BKJIOYATh  AMUHOKHCJIOTHYIO
nocyienoBaTebHOCTh,  mpuBeAeHHyro B SEQ ID  NO: 36, aMUHOKHCIOTHYIO

MoCJenOBaTeIbHOCTh,  mpuBeAeHHyro B SEQ ID  NO: 27 AMHUHOKHCJIOTHYIO

,
nocyienoBaTeabHOCTh, TNpuBeAeHHyi0 B SEQ ID NO: 23; u BTOpPOHl MNOMMMNENTHA MOXET
BKJIFOYAaTh AMHUHOKHUCJIOTHYIO TTOCIIEIOBATENbHOCTD, npuBeneHHyo B SEQ ID NO: 34.

HyxnenHoBasi KHCJIOTA, BEKTOP, KJIE€TKA-X035IMH H CII0CO0 MOJTy4eHHs

[00181] B mpyrom acmekte HacTosimasi 3asiBKa TakKKe OTHOCHUTCSI K OJHOH wiu Ooiee
BbIIEJIEHHBIM ~ MOJIEKYJIaM  HYKJIEHHOBONM  KUCJOTBL, KOAMPYIOIIUM  aHTUTENO, €ro
AHTUTeHCBS3BIBAIOIIMKA (parMeHT wWiIM BapuaHT WM Oucneun(puUecKoe AaHTHUTENO II0
HacrosimeMy uzobperenuto. Hampumep, xaxmas MoJieKyja HYKJIEHMHOBOW KHCIOTHI M3 OJHOMN
win 0oJiee MOJIEKYJ HYKJIEHHOBOH KHCJIOTBI MOXET KOAMPOBATH LIEJIOE AHTUTENO HIH €ro

AHTUTEHCBS3BIBAOINUN (PparMeHT WM KOJUPOBATh €ro HacTh (Hampumep, ONHy wuiu Oosee U3
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HCDRI1-3, LCDR1-3, VL, VH, nerko# nemnu Ui TsoKEJION e ).

[00182] Mornekyna HYKJIEHHOBOM KHCJIOTHI 1O HACTOSALIEMY HW300PETEHUI0 MOKET
ABJIATbCA BblAeNeHHOW. Hampumep, ee MOXHO MHOJy4yaTb WJIM CHHTE3MPOBATh CIEAYIOLIUMU
cniocobamu: (1) ammuingukanus in vitro, Takas Kak, aMriInQukanus nocpercTBOM NOJMMEpa3HON
nenHot peaxkuuu (ITL[P), (i1) xkioHanmpHas pexoMmOuHaumsA, (il1) OYMCTKA, Takas Kak
(b pakIMOHHPOBAHKE MOCPENCTBOM paciueruieHust (epMEHTaMH PECTPUKIUU U 3JeKTpodopesa B
rese, uin (1iv) CHHTEe3, TAKOW KaK XUMHUYECKHI CHHTe3. B HEKOTOpBIX BApHAHTAaX OCYINECTBICHUS
BbIJI€JICHHAs] HYKJIEMHOBAsI KMCJIOTA SIBJIIETCS] MOJIEKYJION HYKJIEMHOBOW KHCIIOTHI, MOJTY4YEHHOMH C
MIOMOIIBIO TEXHOJOrHU pekoMOuHaHTHbIX JIHK.

[00183] B Hacrosimei 3asBKe HYKJICHMHOBYIO KUCJIOTY, KOIUPYIOIIYIO aHTUTENIO WA €0
AHTUTCHCBS3BIBAIOIINNA (PparMeHT, MOKHO IMOJIy4aTb MHOKECTBOM HM3BECTHBIX B 3TOH 0OJIacTH
croco0OB, BKJIKOYAs, B KauecTBe HeOrpaHmuuBamoIiux npumepos, I[P ¢ pocrpoiikoi
NEPEKPBIBAIOIINXCST  YYaCTKOB C  HCIOJIb30BAHUEM PECTPUKLMOHHBIX (PAarMEHTOB MM
CUHTETHUYECKUX OJIUroHyKjeoTuaoB. KoHkperHble aeiicTBust cM. B Sambrook et al., Molecular
Cloning, A Laboratory Manual, Cold Spring Harbor Laboratory Press, Cold Spring Harbor,
N.Y., 1989; u Ausube, et al., Current Protocols in Molecular biology, Greene Publishing and
Wiley-Interscience, New York N.Y., 1993.

[00184] B npyrom acrekre HacTosmas 3asiBka OTHOCUTCS] K OOHOMY MIIH OoJiee BEKTOpam
U BKJIFOYAET OAHY WK OoJiee MOJIEKYJl HYKJIEMHOBOHW KHCJOTHI IO HACTOALIEMY H300PETEHHIO.
Kaxnplii BEKTOp MOXKET BKJIOUATh OAHY WM Oojiee MOJIEKYJI HYKJIEMHOBOW KUCIOTHI. Kpome
TOTO, BEKTOP MOJKET JOMOJHUTEIbHO BKJIIOUATh APYTHE TEHbL, TaKHUe KaK MapKepHblE TI'€HB,
JeNarole BO3MOXHOW CENEKLMI0O 3TOr0 BEKTOpa B MOAXOASIIENH KIETKe-XO35iMHE U B
NOAXOAAMX ycnoBusix. Kpome TOro, BEKTOp MOXKET JOMOJHUTEIbHO BKJIOYATh 3JIEMEHT
KOHTPOJISI SKCIPECCUH, TO3BOJIIOIINI MPABIIIBHO SKCIPECCUPOBATh KOAMPYIOIIYIO 00ONacTh B
NOAXOMAIIEH  KJIETKe-XO3siuHe. Takue  KOHTPOJbHBIE 3JEMEHTbl  XOpPOILIO  W3BECTHBI
CIEeLHMAIMCTAaM B 5TOW OONACTH, HANpPUMep, OHM MOTYT BKJIKYaTh MPOMOTOPBI, YYaCTKH
CBSI3bIBAHUSI PUOOCOMBI, HHXAHCEPbl M JPYrHM€ KOHTPOJIbHBIC BJIEMEHTBI Ui PeryJsiuu
TpaHckpunuuu reHoB uiau tpaHcasauud MPHK u T.1. B HekoTOpbIX BapmaHTax OCYyIECTBICHHUS
MOCJIEI0BATENBHOCTD KOHTPOJISI SKCIIPECCUU SIBJISIETCS PETYJNATOPHBIM 3JieMeHTOM. KoHKpeTHast
CTPYKTypa IMOCJIEA0BAaTEIbHOCTU KOHTPOJIS SKCIIPECCUU MOKET BapbHUPOBAThCSl B 3aBUCHMOCTU
OT (pyHKIMH BUAOB WJIM THUIIOB KJIETOK, HO, KaK IPABWJIO, BKJIIOYAET S5'-HETPAHCKPHOUPYEMYIO
MOCJEN0BATENbHOCTE U 5'- W 3'-HeTpaHCIUPYEMYIO IOCIENOBATENbHOCTb, YYacTBYIOLIHE B
WHHULAALUA TPAHCKPUIIIMK U TpaHcismy, Taknue kak TATA-OoKC, mocnenoBaTeabHOCTh K311,
nocienosarenbHocTh CAAT u T.1. Hanpumep, 5'-HerpanckpuOupyemasi mocienoBaTeIbHOCTh
KOHTPOJISI KCIPECCHH MOXET BKJIIOYATh MPOMOTOPHYIO O0JNAcTh, KOTOpPash MOXKET BKIJIIOYATh
IPOMOTOPHYIO TIOCJIEAOBATENIbHOCTD ISl TPAHCKPHITLMOHHOTO KOHTPOJS (DYHKIIMOHAJIBHO
CBSI3aHHOW HYKJIEMHOBOH Kkuciorel. OpmHy wimu Ooyee MONIEKYJ HYKJIEWHOBOH KHCIIOTBHI,
OMMCAHHBIX B HACTOSIIEH 3asBKE, MOKHO (DYHKLIMOHAJBHO CBS3BIBATH C 3JIEMEHTOM KOHTPOJII
3KCIIPECCHUH.

[00185] BexkTop MOXeT BKJIOYATh, HANpUMep, IUIA3MHAY, KOCMHUIY, BHPYC, (ar umm
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Apyrue BEKTOPHI, O0IeynoTpeOuTeNbHbIe B TeHHON WH)KEHEPHH, HAIPUMEP, BEKTOP SIBJISIETCS
3KCIPECCUPYIOLIUM BEKTOPOM.

[00186] B nmpyrom acmekre HacTosIlas 3asBKa OTHOCHUTCS K KJIETKE, KOTOpas MOKET
BKJIFOYATb MOJIEKYJY HYKJIEWHOBOH KHCJIOTBI MO HACTOALIEMY H300PETEHHIO /WM BEKTOP,
ONMCAaHHBIN B HacTOsIeH 3asBKe. KieTka MOXKeT SBIATHCS KJIIETKOW-XO3IMHOM. B HEKOTOpBIX
BapUaHTaX OCYLIECTBICHUS KaXJdas KIETKA-XO35IMH MOXET BKJIIOYAaThb OJHY MOJIEKYJY
HYKJIEMHOBOW KHCJIOTBI MJIM BEKTOP, ONMCAHHBIN B HACTOsALIEH 3asBKe. B HEKOTOpPBIX BapuaHTax
OCYIIECTBIICHHS] KaKAas KJIETKA-XO35SUH MOXKET BKJIIOUATh MHOXKECTBO (HAmpuMep, IBE MU
Oosee) MOJIEKYJ HYKJIEHHOBOH KHCJIOTBI WJIM BEKTOPOB, ONMCAHHBIX B HACTOSINEH 3asiBKe.
Hanpumep, BexkTOp MHO HACTOSIIEMY H300PETEHHIO MOXKHO BCTPaMBAaTh B KIETKY-XO35HHA,
HaIlpuMep, SYKapUOTHYECKYIO KIIETKY, HAlpuMep, KJIETKY PACTUTEIBHOTIO MNPOUCXOKICHHUS,
KJIETKYy rpuda MM APOXKIKEBbIE KJIETKH W T.J. BekTop mo HacrosimeMy H300peTEHHI0 MOXKHO
BCTpamMBaTh B KJETKY-XO3MHA H3BECTHBIMH B STOW OO0NacTH crocodamMu, TakUMH Kak
3JIEKTPOMOpaIysi, TpaHCHEeKUs ¢ TUMTOPEKTHUHOM, TPAHCHEKIHS ¢ TUNO(EKTAMHHOM U T.I1.

[00187] B npyrom acrmekTe HacTosIIas 3asiBKa OTHOCUTCS K OJHOH MM Oojiee KJIeTKaM-
X031€BaM, BKJIFOYAIOIIUM MOJIEKYJTy HYKJIEMHOBOM KUCJIOTHI WIIM BEKTOP.

[00188] B nmpyrom acmekTe HACTOSIIAsl 3asiBKA OTHOCHTCS K CIOCOOY TOJyYeHHUs
aHTHUTENA, €r0 AaHTUTCHCBS3BIBAIOINErO (parMeHTa WM BapUaHTa WIH Oucnenuduyeckoro
aatuTena. Croco0 MOXET BKIIOYATh KYJIBTUBUPOBAHHE KJIETKH-XO35IMHA IO HACTOSLIEMY
M300pETEHNI0 B YCIIOBHSIX, JENAOIIUX  BO3MOXHOH  OKCHPECCHIO  aHTUTENA,  €ro
AHTUTeHCBA3BIBAIOINETO (parMeHTa WM BapHaHTa WM OuCIenuHUUecKoro aHTHUTENa, U,
HeoOs13aTeNbHO, COOp AHTUTENAa, €ro AaHTHIEHCBS3BIBAIOLIEro (parMeHTa WM BapHAHTA.
Hanpumep, MOXHO HCNONB30BaTh NOAXOASIIYIO CpeAy, MOAXOAALIYIO TeMIepaTypy, Bpems
KYJBTUBUPOBAHUS U T.A., U 3TU CIOCOOBI OYyyT MOHSTHBI CIIELHAINCTaM B 3TOH 00JacTu.

dapmaneBTHYECKAS] KOMIIO3ULIUSI M TPUMEHEHHe

[00189] B ngpyroMm acrekre HAacToOsiasi 3asiBKa OTHOCHTCS K (hapMaleBTUYECKOM
KOMITO3UIH, KOTOpasi MOXKET BKJIFOUATh AHTUTENO, €r0 aHTUT€HCBS3bIBAIOINN (HparMeHT HIIH
BapHUAHT WK OHCTenu(UUecKoe aHTHTENIO0, MOJEKYJIy HYKJIEHHOBOH KHCJIOTBI, BEKTOP H/MJIH
KJIETKY-XO35lMHa U, HeoO0si3aTeNbHO, (PapMalleBTUYECKH MNPUEMJIEMOE BCIIOMOTaTeNbHOE
CPEnCTBO.

[00190] dapmMaLieBTHUECKH MPUEMIIEMOE BCIIOMOTATEIbHOE CPEICTBO MOXKET BKIIFOUATH
Oydepbl, aHTHOKCHIAHTHL, KOHCEPBAHTBHI, HU3KOMOJIEKYJSIPHBIC TIOJUIMENTUABL,  OENKH,
rHAPOQIIIbHBIE TOJMMEPBI, AMHUHOKHUCIIOTBI, Caxapa, XeJaTopbl, TPOTHUBOHOHBI, KOMILIEKCHBIE
COEAMHEHUs C METAJUITAMHU H/MJTH HEMOHHOE TIOBEPXHOCTHO-aKTHBHOE BEIECTBO U T.11.

[00191] B Hacrosimeti 3asiBke (papMareBTHIECKYI0 KOMIIO3UIIMEO MOKHO COCTABIISIT ISl
MepOPaIbHOTO BBECHUS, BHYTPUBEHHOI'O BBEACHUS, BHYTPUMBILIEYHOTO BBEAEHUS, BBEACHUS in
sitt B oOd”ar OINYyXOJM, MWHTAJALMM, PEKTAJbHOIO BBEAECHMs, BAaruMHAJIbHOIO BBEAECHMS,
TPAHCAEPMAJIBHOIO BBEAECHUS UJIH BBEIEHUS C MOMOLIBIO MOJKOKHOIO AETO.

[00192] B npyrom acnekTe HacToOsIIasl 3asiBKa OTHOCUTCS K IPUMEHEHUIO aHTUTENA, €ro

AHTUIeHCBA3BIBAIOIIErO0 (parMeHTa WM BapuaHTa WIM Oucnenuduyeckoro aHTUTENa,
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MOJIEKYJIbl HYKJIEMHOBOW KHCJIOTBI, BEKTOPa, KJIETKH-XO35iIMHA WM (papMareBTUIecKon
KOMITIO3ULIUM B TIPOM3BOACTBE JIEKAPCTBEHHOIO CPEACTBA Uil OOJErdeHus WIH JIeUeHHs
onyxojei. IToMumo npoyero, OnyxoJu BKIOYAOT Pak TOJICTOrO KUIIEYHUKA.

[00193] B npyrom acmekTe HacToslIas 3asBKa OTHOCUTCS K CIIOCOOY TIOBBIIIEHHS
¢yHkuun T-kJeToK, BKIFOYAIOLIEMY BBEACHUE HYKIAIOIIEMYCsl B 5TOM UHAUBUAYYMY aHTUTENA,
cesi3pBaromerocss ¢ Oenkom PD-L1, ero aHTUreHcBsi3bIBaroIero (pparMeHTa WM BapHaHTA,
aHTuTeNa, cBssbBaromerocss ¢ Oenkom CDI137, ero anTureHcsi3biBaroiero (parmeHra wimm
BapHaHTa WM OUCTIEUU(PUYECKOTO AHTHUTENA, MOJIEKYJbl HYKJIEHHOBOH KHCIOTBI, BEKTOpA,
KJIETKU-XO3MHa W/uin (papmaneBTrueckord kommosuiun. Cpemu Hux, T-KIETKU SIBISIOTCS
OIyX0JIEACCOLIMMPOBAHHBIMU TUCPYHKLIMOHATBHBIME T-KJI€TKaMH.

[00194] B npyrom acmekte HacTosIIasi 3asiBKa OTHOCHUTCSI K CIIOCOOY MHTHOWpPOBAHHUS
ces3biBaHusi Oenka PD-L1 ¢ 6enkom PD-1, BkirouaromeMy BBENEHHE HYKIAIOIIEMYCS B 3TOM
UHIUBUAYYMY QHTHTENA, €ro AaHTUIeHCBA3BIBAIOLIEr0 (pparMeHTa WM BapHaHTa MU
Oucrierpuueckoro aHTHUTENa, MOJEKYJbl HYKJIEHMHOBOW KHCIIOTHI, BEKTOpPA, KJIETKHU-XO3SHHA
u/vmm papMareBTHUIeCKONH KOMIO3HUIIHH.

[00195] B nHacrosimeii 3asiBke nojioskenne CDR anTuTeNna MOKHO OnpenensTh criocodom
Kabat.

[00196] Hacrosmas 3asBKa IOMOJHUTENBHO BKJIIOYAET CJENYIOIUE BapUAHTHI
OCYLIECTBJICHUS:

1. AHTUTENO, €ro aHTUIEHCBS3BIBAOIINI (pParMEHT WM BapUAHT, CBA3BIBAIOINEECS C
6emkom PD-L1 ¢ Kp 3x107 M mu menee.

2. AHTUTENO, €ro aHTUIeHCBS3BbIBAOLINI (parMeHT WJIM BapUaHT IO BApUAHTY
ocyuectBieHus 1, cBszbiBaroneecs ¢ oenxkom PD-L1 ¢ Kp 8x107" M unu menee.

3. AHTHUTENO, €ero AaHTUICHCBS3BIBAIOIUI (PparMeHT WiIM BapHaHT MO JIIOOOMY U3
BapHUAHTOB OCyIecTBIeHus 1-2, nnrudupyroiee cesizpiBanue PD-L1 ¢ PD-1.

4. AHTHUTENO, €ro AaHTUICHCBS3BIBAIOIIMN ()ParMeHT WM BAapUAHT MO JIOOOMY W3
BAPUAHTOB OCYIIECTBJICHUs1 1-3, CHOCOOHOE MPHUBOAMTH K OOJNIErYEHHIO WJIN JICYSHHIO
OIyX0JIEACCOLIMMPOBAHHBIX 3a00JIEBAHHA.

5. AHTUTENO, €ro AaHTHICHCBS3BIBAIOIIMN (PParMEHT WJIM BapHAHT MO BapUAHTY
OCYILECTBJIEHU 4, TIe OMyXO0JIb BKJIFOUAET PaK TOJICTOTO KUIIEYHUKA.

6. AHTHTENO, €ro AaHTUTCHCBS3bIBAIOIIMN ()parMeHT WIM BapUAHT IO JIOOOMY W3
BAPUAHTOB OCYIIECTBIEHUS 1-5, T/e aHTUTENO BBIOPAHO W3 TPYIIIBL, COCTOSIIEH U3
MOHOKJIOHAJIbHOTO ~ aHTHUTeNa,  OJHOLIETIOYEYHOr0  aHTUTeNa, XMMEPHOro  aHTUTeNa,
IYMaHU3UPOBAHHOIO aHTUTENIA U MTOJIHOCTHIO Y€JIOBEYECKOr0 aHTUTENA.

7. AHTHTENO, €ro AaHTUTCeHCBS3bIBAIOIIMN ()parMeHT WIM BapUAHT IO JIOOOMY W3
BAPUAHTOB OCYINECTBJIEHUS 1-6, Ileé aHTUIeHCBA3BIBAIOIIMI ()parMeHT BBIOPAH W3 TPYIIIHL
cocrositueit u3 Fab-, Fab’-, F(ab),- u Fv-¢pparmenTa.

8. AHTHTENO, €ro aHTUIEHCBS3bIBAOIIUI (parMEHT WIN BapHaHT MO JFOOOMY U3
BAPUAHTOB OCYILIECTBJIEHU 1-7, rie BapuaHT BBIOPAH M3 IPYIIIBI, COCTOALIEH U3:

1) Oenka wiau MONHMNENTHUAA, MOJYYEHHOTO IMOCPEACTBOM 3aMEHbl, JEeJIeHHH WU
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nobaByieHUs1 ONHOW WM Oojlee aMUHOKHCIOT B AHTUTENE MM €ro aHTUT'€HCBS3bIBAIOIIEM
dparmenre; u

2) Oenka wmum nojunentuna, umeromero 90% win  Oojlee  MOEHTHYHOCTU
NOCJIEIOBATEILHOCTH T10 OTHOLIEHHIO K AHTUTEINY UJIH €T0 aHTUT€HCBS3BIBAIOIEMY (hpParMeHTy.

9. AHTHUTENO, €ro AaHTUICHCBSI3BIBAIOIIUIT (DparMeHT HIM BapHaHT MO JHOOOMY U3
BapUAHTOB  OCyliecTBieHHs 1-8,  KOHKypupywoomee ¢  pedepeHCHbIM  aHTHUTEJIOM,
cesspBatomuMcst ¢ Oenkom PD-L1, rme pedepeHcHOe aHTHUTENO BKIIIOYAET BapHaOENbHYIO
00J1acTh JIErKOH LNy U BapuabeNbHY 00JIACTh TSDKENON Lenu, BapuadenbHas 001acTh JIerKoi
uenu pedepeHcHoro antutena BkimoudaeT LCDRI-3, BapuaOesnbHas o0nacTh JIETKOW LU
pedepencHoro antutena Bkiarvaer LCDRI1-3, u LCDRI1 BkjIHOYaeT aMHHOKHCIOTHYEO
MOCJIEIOBATEIBHOCTD, BBIOpaHHYI0 U3 rpymmbl, cocrosmeil u3 SEQ ID NO: 54-58; LCDR2
BKJIFOYA€T AMHHOKHUCJIOTHYIO TTOCJIEOBATEIbHOCTD, BBIOPAHHYIO M3 Ipymbl, cocrosimeii n3 SEQ
ID NO: 60-61; u LCDR3 BkiIt04aeT aMUHOKHCIOTHYIO TOCJIEAOBATENIbHOCTD, BBIOPAHHYIO M3
rpynmbl, coctosimedr m3 SEQ ID NO: 63-64; u BapuaOesnpHas 00JNacTh TSOKEJIOW IETH
pedepencnoro antutena Bikirouaer HCDRI-3, HCDRI BkimodaeT aMHHOKHCIOTHYEO
MOCJIEIOBATEIBHOCTD, BbIOpaHHYIO U3 rpymmbl, cocrosimei u3 SEQ ID NO: 46-47; HCDR2
BKJIFOYAET AMHHOKHUCIIOTHYIO TTOCJIE0BATENbHOCTD, BBIOPAHHYIO M3 Ipymmbl, cocrosimeii n3 SEQ
ID NO: 48; u HCDR3 BkIO4aeT aMHHOKHCIOTHYIO TOCJIENOBATEIbHOCTh, BBIOPAHHYIO W3
rpynmnsl, cocrosuieii us SEQ ID NO: 50-52.

10. AHTUTENO, €ro AaHTUT€HCBA3BIBAIOIIMUN (PparMEHT WJIM BapUAHT [0 BapUAHTY
ocyiecTieHus 9, rae BapuadenbHas 00JacThb JErkol Lenu peepeHCHOro aHTUTENa BKII0YAeT
AMHHOKHUCJIOTHYIO TTOCJIE0OBATENBHOCTD, BBIOpaHHYIO U3 rpymmsbl, cocrosmeii u3 SEQ ID NO: 4,
SEQ ID NO: 11, SEQ ID NO: 33, SEQ ID NO: 37, SEQ ID NO: 39 u SEQ ID NO: 41, u
BapuabenbHasi 00JIACTh TSDKENOW 1enu pedepeHCHOro aHTUTeNa BKJIIOYAeT aMUHOKHCIIOTHYIO
IIOCJIEIOBATENIbHOCTD, BBIOpaHHY0 n3 rpymnmsl, cocrosmeii n3 SEQ ID NO: 2, SEQ ID NO: 9,
SEQ ID NO: 31 u SEQ ID NO: 35.

11. AHTHTENO, €ro AaHTUIEHCBS3bIBAOINUI (parMeHT WM BapUAHT NO JIFOOOMY U3
BapUaHTOB ocymectieHuss 9-10, rme serkas uenb pedepeHCHOro aHTHTEeNa BKJIIOYAET
AMHHOKHUCJIOTHYIO TTOCJIEIOBATENIbHOCTD, BBRIOpaHHYIO U3 rpymmsbl, cocrosimeid u3 SEQ ID NO: 8,
SEQ ID NO: 15, SEQ ID NO: 34, SEQ ID NO: 38, SEQ ID NO: 40 u SEQ ID NO: 42; u
TsDKeNnasi 1enb peepeHCHOrO aHTUTENa BKJIOYAET AMHUHOKHCIOTHYIO IOCIIENOBATENbHOCTD,
BbIOpaHHyr0 U3 rpymisbl, coctosmeit 3 SEQ ID NO: 6, SEQ ID NO: 13, SEQ ID NO: 32 u SEQ
ID NO: 36.

12. AHTUTENO, €ro aHTUTEHCBS3BIBAOINUI (parMEeHT WM BapHAaHT MO BapHAHTAM
ocymectBieHust 1-11, rae aHTUTENO BKIIIOYAET JIETKYIO LENb aHTUTeNa WIN ee (ParMeHT,
Bmovaroyro  LCDR1, u LCDRI1 BximodaeT aMHHOKHCIOTHYH) —IOCIEI0BATENbHOCTD,
npusBeneHHy0 B SEQ ID NO: 53: TGTXISX2VGGYX3X4VS; roe X1 sBasercs S, R wnu V;
X2 sasnsercss D, E wim S; X3 saBaserca N unu R; X4 sasasercs Y wnmu E, u roe LCDR1
OTIPENENSIOT B COOTBETCTBHH C MHIEKCOM HyMepauuu antuten Kabat.

13. AHTUTENO, €ro AaHTUTeHCBA3BIBAIOIIUN (PParMEHT WM BapHAHT IO BapHUAHTY
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ocymectsiaenuss 12, rne LCDRI1  BkimroyaeT aMHUHOKUCIOTHYIO —IOCJENOBATENbHOCTD,
BbIOpaHHYyIO U3 rpymnimel, cocrosmen u3 SEQ ID NO: 54-58.

14. AHTHTENO, €ro aHTUIEHCBS3bIBAOIIUI (parMeHT WM BapUaHT MO JHOOOMY U3
BapuaHTOB ocyuiecTieHust 11-13, rne serkas nenb aHTHTENa WIM €€ (ParMEeHT BKIIOYAET
LCDR2, BkIrOHarOLIY0 aMUHOKUCIIOTHYIO MOCIEA0BATENbHOCTD, NpuBeAeHHy0 B SEQ ID NO:
59: XINSX2RPS, rne X1 ssnsercs G wnu E; X2 sBnsiercst N win 1, u rne LCDR2 onpenensitor
B COOTBETCTBHH C MHAEKCOM HyMmepauuu anturen Kabat.

15. AHTUTENO, €ro AaHTUTeHCBA3BIBAIOIIUN (PParMEHT WM BapUAHT IO BapUAHTY
ocymectsinenuss 14, rme LCDR2 Bkmoyaer aMHUHOKUCIOTHYIO —IIOCJENOBATENbHOCTD,
BbIOpaHHYIO U3 rpymiel, coctosmer u3 SEQ ID NO: 60-61.

16. AHTHTENO, €ro aHTUTEHCBS3bIBAOINUI (parMeHT WJIM BApUAHT MO JIOOOMY U3
BapUaHTOB ocymecTBieHust 11-15, rme yerkas uemb aHTHTENa WIM €€ (PPArMEHT BKIIOYAET
LCDR3, BkIIrOHarOLIy:0 aMUHOKUCIIOTHYIO MOCHEA0BaTeNbHOCTD, NpuBeaeHHyo B SEQ ID NO:
62: QSYDSSLSGXI1V, rue X1 ssusiercst S unu T, u rne LCDR3 onpenensitoT B COOTBETCTBUH C
MHJIeKCOM HyMmepauuu atuten Kabat.

17. AHTHTENO, €ro aHTUIEHCBS3bIBAOINUI (parMeHT WIM BapUaHT MO JFOOOMY U3
BapHUAHTOB ocyInecTBieHus 11-16, rae serkas nenb aHTHTENA WK €€ (PParMEeHT AOMOJHUTEIBHO
BKIIIOUaeT kapkacuble obmactu L-FR1, L-FR2, L-FR3 u L-FR4.

18. AHTUTENO, €ro AaHTUTeHCBA3BIBAIOIIMN (PparMEHT WJIM BapHaHT [0 BapUAHTY
ocymecTBieHust 17, rae KapkacHele oOjacTh BbIOpaHBI W3 TPYMINbL, COCTOSINEH U3
KOHCEHCYCHBIX  KapKaCHbIX IOCJIEIOBATEIbHOCTEH 4YeJOBeKa M IOCJIEN0BaTEIbHOCTEU
3apOABILIEBON JIMHUU Y€JIOBEKA.

19. AHTHTENO, €ro aHTUTNEHCBS3BIBAIOLINI (parMeHT WM BapHaHT NO JIOOOMYy U3
BapuaHTtoB ocyuectienust 17-18, rme C-xoneny L-FR1 npsmo mnm xocBeHHO cBsizaH ¢ N-
koHnoM LCDRI1, u L-FR1 BkJtO4aeT aMUHOKHCIOTHYIO IMOCJIEI0OBATEIbHOCTh, BHIOPAHHYIO U3
rpynmnsl, cocrosuieit u3 SEQ ID NO: 71.

20. AHTHTEJNO, €ro AHTUTCHCBS3BIBAIOIIUN (PparMeHT WM BapuUaHT O JIOOOMY U3
BapuaHTOB ocymectierus: 17-19, rne L-FR2 naxomurcsa mexny LCDR1 u LCDR2, u LFR2
BKJIFOYAET AMHHOKHCJIOTHYIO TTOCJIEA0BATEIbHOCTD, BBIOPAHHYIO U3 Ipymbl, cocrosimeii n3 SEQ
ID NO: 72.

21. AHTHTENO, €r0 aHTUIEHCBS3bIBAIOINMK (pparMeHT WM BapuaHT MO JIEOOOMY U3
BapuaHTOB ocymecteienus: 17-20, roe L-FR3 naxomurcs mexny LCDR2 u LCDR3, u LFR3
BKJIFOYAET AMHHOKHUCJIOTHYIO TTOCJIEAOBATEbHOCTD, BBIOPAHHYIO M3 IpymIbl, cocrosimeii n3 SEQ
ID NO: 73-75.

22. AHTHTENO, €r0 aHTUICHCBS3bIBAOINUI (parMeHT wiM BapuaHT MO JFOOOMY U3
BapuaHTOB ocyiuectsiaeHust 17-21, rne N-koneu L-FR4 npsmo unm xocBeHHO cBsizaH ¢ C-
koHiom LCDR3, u L-FR4 BkjIIO4aeT aMHHOKHCIOTHYIO TMOCJIEAOBATEIbHOCTD, BRIOPAHHYIO U3
rpynmnsl, cocrosuieii us SEQ ID NO: 76.

23. AHTHTENO, €ro aHTUIEHCBS3bIBAIOIIMI (pparMeHT WM BapuaHT MO JIHOOOMY U3

BApPUAHTOB OCylIecTBIeHHs 12-22, rne yerkas Lenb aHTHTeNa WIH €€ (ParMEeHT BKIIOYAET
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BapuadenpHyI0 00nacTh Jierkou nenu VL, u BapuaOenbHas o0nacThb Jierkoi nenu VL BKIHOYaeT
AMUHOKHCJIOTHYIO TTOCIIEIOBATEIbHOCTD, BEIOPaHHYIO U3 rpymbl, coctosimeid u3 SEQ ID NO: 4,
SEQ ID NO: 11, SEQ ID NO: 33, SEQ ID NO: 37, SEQ ID NO: 39 u SEQ ID NO: 41.

24. AHTHTENO, €ro aHTUIEHCBS3bIBAIOINUI (parMeHT WM BapUaHT MO JHOOOMY U3
BApPUAHTOB OCYyIIECTBIeHUs 12-23, rae erkast Lenb aHTUTENA WIK €€ (PParMeHT AOMOIHUTEIbHO
BKJIIOYAE€T KOHCTAHTHYIO OOJaCTh YeNOBEKa, M KOHCTAHTHAas O0JaCTh YeJOBeKa BKIIIOYAET
KOHCTaHTHYIO o0nacth Igh yenosexka.

25. AHTHTENO, €ro aHTUICHCBS3bIBAIOINUI (parMeHT WM BapuUaHT MO JIFOOOMY U3
BApPHUAHTOB OCylLIecTBIeHHs 12-24, rme Jerkas Lernb aHTHTENa WM €€ (ParMEeHT BKJIIOYAET
AMUHOKHCJIOTHYIO TTOCJIEIOBATEIbHOCTD, BEIOpaHHYIO U3 Tpymbl, coctosimeid u3 SEQ ID NO: 8,
SEQ ID NO: 15, SEQ ID NO: 34, SEQ ID NO: 38, SEQ ID NO: 40 u SEQ ID NO: 42.

26. AHTHTEJO, €r0o AaHTUICHCBS3bIBAIOINUI (parMeHT WM BapUaHT MO JIFOOOMY U3
BAPUAHTOB OCYINECTBJICHUs 1-25, rae aHTUTeNo BKIKYAET TSOKENYIO LieNb aHTUTENA WU ee
¢parment, Brmowaromyro ~ HCDR1, wu  HCDRI BKJIFOYA€T  aMHUHOKHUCJIOTHYIO
NOCJIEIOBATEIbHOCTb, BBIOPAHHYIO M3 TPYIIIbL, COCTOSIIIEH M3 MOCIEeNOBATEIbHOCTEH,
npuBeaeHHbIx B SEQ ID NO: 45: XI1YAIS, rae X1 sBaserca S wim T, u rme HCDRI
OTIPENENSIOT B COOTBETCTBHH C MHIEKCOM HyMepauuu antuten Kabat.

27. AHTUTENO, €ro AaHTUTeHCBSA3BIBAIOIIMUN (PparMEHT WM BapUAHT [0 BAapUAHTY
OCYyILIECTBIIEHHS 26, TAe TsDKeNas Lernb aHTurena win ee pparment Bkimodaer HCDR2, HCDR2
BKJIFOYA€T aMHUHOKHCIIOTHYIO TOCJEN0OBaTeNbHOCTh, npuBeaeHHyI0 B SEQ ID NO: 48, u rae
HCDR2 omnpenensiroT B COOTBETCTBHH ¢ MHASKCOM HyMmepanuu anturen Kabat.

28. AHTHTENO, €ro aHTUIEHCBS3bIBAIOINUI (parMeHT WM BapuUaHT MO JIHOOOMY U3
BAPUAHTOB OCYINECTBIIEHUs 26-27, rae Tsbkenas LeNb aHTUTENa WM €€ (parMeHT BKIIOYaeT
HCDR3, u HCDR3 BkJir0YaeT aMHHOKUCJIOTHYEO MTOCIEN0OBATEIbHOCTD, BbiOpaHHyt0 u3 SEQ ID
NO: 49: TMX1X2YX3X4GNX5DY, roe X1 sBisercsa D, E wm G, X2 ansierca G unu E, X3
seisiercst S unmu G, X4 senserca Y wim F, X5 sensiercsa F unu Y, u rne HCDR3 onpenensitot B
COOTBETCTBUH C MHJIEKCOM HyMepauuu anturen Kabat.

29. AHTUTENO, €ro AaHTUTCHCBSA3BIBAIOIIUN (PParMEHT WM BapUAHT IO BapUAHTY
ocymectsiaenuss 28, rae HCDR3 BkiouaeT aMHHOKHMCIOTHYHO —IIOCJIEIOBATENbHOCTD,
BbIOpaHHYIO U3 rpymiel, coctosmer u3 SEQ ID NO: 50-52.

30. AHTHTENO, €ro aHTHUIeHCBS3BIBAOLINKA ()ParMEHT WM BapHAHT MO JIOOOMY H3
BAPUAHTOB OCYLIECTBICHMs 20-29, rme TsbKkenas Lenb aHTUTeNa WiH ee  (pparMeHT
JOTIOJTHUTEIPHO BKITIOUaeT kapkacHble oonactu H-FR1, H-FR2, H-FR3, u H-FR4.

31. AHTUTENO, €ro aHTHUIeHCBS3bIBAOINUN (parMeHT WJIM BapHaHT IO BapHAHTaM
ocymectsieHus: 30, rae KapkacHble 00JacTH BbIOpaHBI W3 TPYNIBL, COCTOSILICH U3
KOHCEHCYCHBIX  KapKaCHbIX IOCJIENOBATEIbHOCTEH 4YeJOBeKa M IOCJIEN0BATEIbHOCTEN
3apOABILIEBON JIMHUU Y€JIOBEKA.

32. AHTHTENO, €ro aHTUIeHCBS3BIBAOIINKI (parMeHT WIM BapHaHT MO JHOOOMY U3
BapuaHToB ocyiuectsienus 30-31, rome C-xonen H-FR1 npsmo unm kocBeHHO cBsizaH ¢ N-

koHiiom HCDR1, u H-FR1 Bkroyaer aMMHOKHUCIOTHYIO TOCJIEIOBATEIbHOCTD, BEIOPAHHYIO U3
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rpynnsl, cocrosuieii us SEQ ID NO: 65-67.

33. AHTHTENO, €ro aHTUIeHCBS3BbIBAOINUI (parMeHT WM BapHaHT MO JHOOOMY U3
BapuaHTOB ocyuiectsieHus 30-32, rne H-FR2 naxonurca mexxny HCDR1 u HCDR2, u HFR2
BKJIFOYAET AMHHOKHUCIIOTHYIO TTOCJIEA0BATENbHOCTD, BBIOPAHHYIO U3 Ipymbl, cocrosimeil u3 SEQ
ID NO: 68.

34. AHTHTENO, €ro aHTUIeHCBS3bIBAOLIMN (pparMeHT MM BapHaHT MO JHOOOMYy U3
BapuaHToB ocymectsieHus: 30-33, rne H-FR3 naxonurca mexny HCDR2 u HCDR3, u HFR3
BKJIFOYAET AMHHOKHUCJIOTHYIO MOCJIEA0BATEIbHOCTD, BBIOPAHHYIO U3 Ipymbl, coctosimeit u3 SEQ
ID NO: 69.

35. AHTHTENO, €ro aHTHUIeHCBS3BbIBAIOLINIA ()ParMEHT WM BapHAHT IO JIFOOOMY U3
BapuaHToB ocyectsieHus: 30-34, rme N-koneny H-FR4 mnpsmo mmm kocseHHO cBsizaH ¢ C-
koniiom HCDR3, u H-FR4 BkjroYaeT aMHHOKHUCIOTHYHO TOCJIENOBATENbHOCTD, BEIOPAHHYIO U3
rpynnsl, cocrosuieii us SEQ ID NO: 70.

36. AHTHTENO, €ro aHTUIeHCBS3BIBAOIINI ()parMeHT MM BapuUaHT MO JIFOOOMY U3
BAPUAHTOB OCYINECTBJIEHUS 26-35, rae Tsokenas Lenb aHTHTeNa WM €€ (PparMEeHT BKIFOYAET
BapuadenpHy0 o0nacTh Tsokeiaod menu VH, m BapuaOenbHas oOmacth Tspkenod umenu VH
BKJIFOYAET AMHHOKHCIIOTHYIO TOCJIEAOBATENIbHOCTD, BRIOPAHHYIO U3 rpymmsbl, cocrosimei n3 SEQ
ID NO: 2, SEQ ID NO: 9, SEQ ID NO: 31 u SEQ ID NO: 35.

37. AHTHTENO, €ro aHTUIeHCBS3BIBAOLINK ()parMEHT WM BapHAHT MO JIOOOMY H3
BAPUAHTOB OCYLIECTBIEHMs 20-36, rme Tsbkenas Lenb aHTuTeNa Wik ee  (parMeHT
JOTIONTHUTEIBHO BKIIIOYAE€T KOHCTAHTHYIO O0JIACTh YeJIOBEKA, M KOHCTAHTHAsI 00JIaCTh YeJOBeKa
BKJIFOYAEeT KOHCTAaHTHYIO obsacth IgG1 yenoseka.

38. AHTHTENO, €ro aHTUIeHCBS3bIBAOIIMN (DparMEHT WM BapHAHT MO JIOOOMY U3
BapUAHTOB OCYLIECTBIEHUsI 26-37, rhe Tsokenas Lelb aHTUTeNa WM ee (parMeHT BKIIOYaeT
AMHHOKHUCJIOTHYIO MOCJIE0BATENIbHOCTD, BIOpaHHYIO U3 rpymibl, coctosimeii u3 SEQ ID NO: 6,
SEQ ID NO: 13, SEQ ID NO: 32 u SEQ ID NO: 36.

39. AHTHTENO, €ro aHTHUIeHCBS3BIBAOLINI ()ParMEHT WM BAapHAHT MO JIOOOMY H3
BapuaHTOB ocyiectienus: 1-38, rme Oenok PD-L1 BbiOpaH W3 rpymmbl, cocTOsIeld U3 Oenka
PDL1 yenoBeka, 6enka PD-L1 06e3bsHbl u Oenka PD-L1 MbIrm.

40. AHTHTEJO, €r0 aHTUTCHCBS3BIBAIOIIUN (PpAarMEHT MM BapHUAHT, CBSI3BIBAIOIIEECS C
Genxom CD137 ¢ Kp 5x10° M mm menee.

41. AHTUTENO, €ro AaHTUIeHCBSI3BIBAIOIIMI (pparMEeHT WM BapUAHT 1O BAPUAHTY
ocymectenenus 40, cesi3biBaromieecs ¢ 6emkom CD137 ¢ Kp 3% 10° M unu meHee.

42. AHTHTEJNO, €ro aHTUICHCBS3bIBAOINUI (parMeHT WM BapuUaHT MO JIFOOOMY U3
BapuaHTOB ocyuiecTBiaeHus: 40-41, umeromee CD137-aroHUCTUYECKYIO aKTUBHOCTb.

43. AHTHTEJNO, €r0 aHTUIC€HCBS3bIBAOINUI (parMeHT WM BAapUAHT MO JIOOOMY U3
BapuaHTOB ocymecTBieHus: 40-42, crnocoOHOe NPUBOAUTH K OOJIET4EHHUI0 WM JICUYEHHIO
OIyXOJIEH.

44. AHTUTENO, €ro AaHTUTeHCBA3BIBAIOIIUN (pparMEHT WJIM BapUAHT [0 BapUAHTY

OCYILECTBJIEHU 43, T7I€ OMyXO0JIb BKJIIFOYAET PAK TOJICTOTO KULIEYHUKA.
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45. AHTHTENO, €ro aHTUTC€HCBS3bIBAIOIIUN (pparMeHT WM BapuUaHT MO JIFOOOMY U3
BapuaHTOB ocyuecTsieHns 40-44, rne aHTUTENO BBHIOPAHO M3 TPYMIMbL, COCTOSIIECH W3
MOHOKJIOHAJIbHOTO ~ aHTHUTENa,  OJHOLIETNIOYEYHOrO  aHTUTeNa, XHMEpPHOIrO  aHTUTENa,
I'YMaHU3UPOBAHHOIO aHTUTENA U MOJHOCTBIO YEIOBEYECKOr0 aHTUTENA.

46. AHTHUTENO, €ro aHTUTEHCBS3BIBAIOLIMNA (parMeHT WM BapHaHT MO JIOOOMY U3
BapuaHTOB ocyuiecTBieHus 40-45, rne aHTHreHCBS3bIBAIOIINI (parMeHT BbIOpAH M3 TPYIIIbI
cocrosieit u3 Fab-, Fab’-, F(ab),- u Fv-¢parmenra.

47. AHTHTEJNO, €ro aHTUTCHCBSI3bIBAOINUI ()parMeHT WJIM BapUaHT MO JIOOOMY U3
BapHUAHTOB ocyecTBieHus 40-46, rae BapuaHT BBIOPAH U3 IPYIIIBI, COCTOSLICH U3

1) Oenka WM TOJHIENTHAA, IOJYYEHHOTO MOCPEICTBOM 3aMEHBI, IENElUN WIN
nobaByieHUs1 ONHOW WM Oojiee aMUHOKHCIOT B AHTUTENIE MM €ro aHTUT'€HCBS3BIBAIOIIEM
¢dparmente; u

2) Oenka wnu nojunentuaa, umeromero 90% win  Oojee  MOSHTHYHOCTU
NOCJIEIOBATEILHOCTH 110 OTHOLIEHHIO K AHTUTENY MJIH €T0 aHTUT'€HCBS3BIBAIOIIEMY (PParMeHTYy.

48. AHTHTENO, €ro aHTUICHCBS3bIBAOINUI (parMeHT WiIM BapuUaHT MO JIFOOOMY U3
BapHUaHTOB ocyIuecTBiieHus 40-47, KOHKypHUpYyrolee ¢ peepEeHCHBIM aHTUTENIOM 32 CBSI3bIBAHUE
¢ 6emrkom CD137, rae pedepeHCHOE aHTHUTENO BKITIOYAET BapUaOeNIbHYO 00J1acTh JIETKOW LEMU U
BapuabenbHyI0 00JIacTh TSDKENOHN Iienu, BapuabenbHas 00JacTh JIETKOW menu pedepeHCHOro
antutena Bxmoudaer LCDRI1-3, um amMuHOKMUCIOTHBIE TmochenoBarenbHocTd LCDR1-3
nocienosatenbHo npuBeneHbl B SEQ ID NO: 80-82, u BapuabenbHass 001acTh TSKENOW LETTH
pedepencHoro antutena Bkmodaer HCDRI-3, u aMUHOKHCIOTHBIE MOCIEIOBATEIBHOCTH
HCDRI1-3 nocnenosarensHo npusenens! B SEQ ID NO: 77-79.

49. AHTUTENO, €ro AaHTUTeHCBSA3BIBAIOIIMN (pparMEHT WJIM BapUaHT [0 BapUAHTY
ocymectsienuss 48, rnme BapuabesnbHas 00NacTb JIeTKOH Iienu pedepeHCHOro aHTHUTeNna
BKJIFOYAeT AaMHMHOKHCIOTHYIO [MOCIeNoBaTeabHOCTh, BbiOpanHyro u3 SEQ ID NO: 20, u
BapuadesbHasi 00J1aCTh TSOKEJIOW Lenu peepeHCHOr0 aHTUTENA BKIIIOYAET aMHHOKHCIIOTHYIO
MOCJIEIOBATEIBHOCTD, BRIOPAHHYIO U3 MOc/enoBareabHocTel, npuBeneHHbx B SEQ ID NO: 18 u
SEQ ID NO: 25.

50. AHTUTENO, €ro aHTUIeHCBSI3bIBAIOLIMKA (PParMEHT WM BapPHAHT IO JIOOOMY H3
BApUAHTOB ocyiuecTBieHus: 48-49, rae nerkas uenb peQepeHCHOro AaHTHUTeNla BKIFOYAET
AMHHOKHUCJIOTHYIO TOCIIENOBaTeNbHOCTh, BeIOpaHHY0 3 SEQ ID NO: 23; u Tskenas uenb
pedepeHCHOro aHTUTENa BKJIIOYAET AMHUHOKHCIOTHYIO IOCIENOBATEIbHOCTh, BBIOPAHHYIO H3
nocnenoBaTenbHocTel, npuBeneHHbIX B SEQ ID NO: 21 u SEQ ID NO: 27.

51. AHTHTENO, €ro aHTHUIeHCBS3bIBAOLINKA ()ParMEHT WM BapHAHT MO JIOOOMY H3
BapuaHTOB ocylecTtBieHus 40-50, rae aHTUTENO BKJIOYAET JIETKYHO LEeNb AHTUTENa WA €€
¢dparmeHT.

52. AHTHTENO, €ro AaHTHUIEHCBS3bIBAOLINI (parMeHT WM BapuUaHT IO BAPHAHTY
ocymecTsieHus 51, rae jgerkas uenb aHturena win ee pparment Brimroyaer LCDR1, u LCDR1
BKJIFOYAET aMUHOKHUCJIOTHYIO MOCIIEN0OBATeNIbHOCTD, BhiOpaHHyto u3 SEQ ID NO: 80.

53. AHTUTENO, €ro aHTUIeHCBS3BIBAIOLIMHM ()ParMEHT WM BapHaHT IO JI0OOMy WH3
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BApPUAHTOB oOCyllecTBIeHHst 51-52, rme yerkas Lenb aHTHTeNa WM ee (ParMeHT BKIFOUAET
LCDR2, u LCDR2 BkjIH04a€T aMUHOKHUCIOTHYIO MOCJEN0BATEIbHOCTD, TpuBeaeHHY0 B SEQ ID
NO: 81.

54. AHTUTENO, €ro aHTUIeHCBS3BIBAIOLIMHM (ParMEHT WM BapHaHT IO JIOOOMYy WH3
BApPUAHTOB ocyliecTBaeHUs 51-53, rme nerkas Lenb aHTUTENa WIH €€ (PparMeHT BKJIIOYAeT
LCDR3, u LCDR3 Bxt0uaeT aMHHOKHUCIIOTHYIO MOCIEN0BATEIbHOCTD, BbIOpaHHyo U3 SEQ ID
NO: 82.

55. AHTUTENO, €ro aHTUIeHCBSI3bIBAIOLIMI (PParMEHT WM BapPHAHT MO JIOOOMY WH3
BapHUAHTOB OCYINECTBJICHUs 51-54, rae nerkas uenb aHTUTENa WK €€ (PParMeHT AOMOJTHUTEIBHO
BKJIIOUaeT kapkacHble obnactu L-FR1, L-FR2, L-FR3 u L-FR4.

56. AHTHTENO, €ro AaHTHUIEHCBS3bIBAOLUINI (parMeHT WM BapUaHT IO BAPHAHTY
OCyLIeCTBIIeHHsT S5, rae KapkacHele oOjacTh BbIOpaHBI W3 TPYMINbI, COCTOSIIEH U3
KOHCEHCYCHBIX  KapKaCHbIX [OCJIEOBATEIbHOCTEN 4YeNOBeKa M IOCJIEN0BATENbHOCTEN
3apOABILIEBON JIMHUU Y€JIOBEKA.

57. AHTUTENO, €ro aHTUIeHCBS3BIBAIOLINKA (PParMEHT WM BapHAHT IO JIOOOMY H3
BapuaHTOB ocyinecTsiaeHus: 55-56, rne C-konen L-FR1 mpsiMo mnm kocBeHHO cBsA3aH ¢ N-
koHiom LCDRI1, u L-FR1 BKjIO4aeT aMHHOKHCJIOTHYIO TMOCIEIOBATEIHbHOCTb, BRIOPAHHYIO W3
SEQ ID NO: 89.

58. AHTUTENO, €ro aHTHUIeHCBS3BIBAIOLINKA (ParMEHT WM BapHAHT IO JIOOOMYy H3
BapuaHTOB ocymectBieHus: 55-57, rae L-FR2 naxomurca mexny LCDR1 u LCDR2, u LFR2
BKJIFOYAeT aMUHOKHUCJIOTHYIO MOCIIEN0OBATeNIbHOCTD, BhiOpaHHyto u3 SEQ ID NO: 90.

59. AHTHTENO, €ro aHTHUIeHCBS3BIBAIOLINI ()parMEHT WM BapHaHT IO JIOOOMYy WH3
BapuaHTOB ocyiuectBieHus 55-58, rne L-FR3 naxomurcsa mexny LCDR2 u LCDR3, u LFR3
BKJIFOYAET AMUHOKHCIIOTHYIO TIOCJI€0BATENbHOCTD, BhIOpaHHyto u3 SEQ ID NO: 91.

60. AHTHTENO, €ro aHTUIeHCBS3bIBAOLINN (pparMeHT MM BapHaHT MO JHOOOMYy U3
BapHaHTOB ocymecTBieHus: 55-59, rme N-kxoneu L-FR4 npsmo unu xocBeHHo cesizan ¢ C-
koHioM LCDR3, u L-FR4 BkjrO4aeT aMHUHOKHCIOTHYIO MOCJIEAOBATEIbHOCTD, BRIOPAHHYIO U3
SEQ ID NO: 92.

61. AHTHTENO, €ro aHTUIeHCBS3BIBAOIINI ()parMeHT MM BapUAHT NO JIEOOOMY U3
BapUAHTOB ocymecTBieHust 51-60, rme yerkas Lenb aHTHTENAa WIH €€ (PParMEeHT BKIIOYAET
BapuadespbHyI0 00MacTh Jierkoi nenu VL, u BapuabenbHas o0nacTs Jierkoi nenu VL BKIFOYaeT
AMUHOKUCJIOTHYEO TIOCIIEIOBATEIHHOCTD, BhIOpanHyo u3 SEQ ID NO: 20.

62. AHTHTENO, €ro aHTUIeHCBS3bIBAOLIUI ()parMeHT WM BapHAaHT MO JIOOOMY H3
BAPHUAHTOB OCYINECTBIEHUsS 51-61, rae yerkasi uenb aHTHTENA WK €€ (ParMeHT AOMOJHUTEIBHO
BKJIFOYAET KOHCTAHTHYIO OOJIaCTh YENIOBEKa, M KOHCTAHTHAas OOJACTh YENIOBEKAa BKIIOYAET
KOHCTaHTHYIO obnacth Igh genmosexa.

63. AHTHTENO, €ro aHTUIeHCBS3BbIBAOLINK ()parMEHT WM BapHAHT MO JIOOOMy H3
BApUAHTOB oOcCyliecTBIeHHst 51-62, rme yerkas Lenb aHTHTeNa WIH €€ (ParMEeHT BKIIOYAET
AMUHOKHCJIOTHYIO TIOCIIEIOBATEIBHOCTD, BhIOpanHyo u3 SEQ ID NO: 23.

64. AHTHUTENO, €ro aHTUIEHCBS3BIBAOLINI (parMeHT WM BapuUaHT MO JHOOOMY U3
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BapuaHTOB ocyuiecTBiaeHuss 40-63, rae aHTUTENO BKIIOYAET TSDKENYH LeNb aHTUTENa WU ee
¢dparmenT.

65. AHTUTENO, €ro AaHTUTE€HCBS3bIBAIOIIUN (PpParMEHT WJIM BapUAHT [0 BapUAHTY
ocyuiecTBieHust 64, rue Tsbkenas Lenb aHTuTena uiau ee ¢parment Bkmodaer HCDRI, u
HCDRI BkirO9aeT aMUHOKHUCIIOTHYIO MTOCJIEAOBATEIbHOCTD, BhIOpanHyto n3 SEQ ID NO: 77.

06. AHTHTENO, €ro aHTHUICHCBS3bIBAOIIMN (DparMEHT WM BapUAHT MO JIOOOMY U3
BapUAHTOB OCYLIECTBIEHUsI 64-05, rae Tskenas LeNb aHTUTeNa WM ee (parMeHT BKIIOYaeT
HCDR2, u HCDR2 BkJr04aeT aMMHOKHCJIOTHYIO MOCJIEAOBATEIbHOCTD, BbiOpaHHy0 u3 SEQ ID
NO: 78.

67. AHTHTENO, €ro aHTUIeHCBS3BIBAOLINI ()ParMEHT WM BAapHAHT MO JIOOOMY H3
BApPUAHTOB OCYINECTBJIEHUs] 64-00, The Tsokenas Lenb aHTHTeNa WM €€ (PparMEeHT BKIIFOYAeT
HCDR3, u HCDR3 BkJIrOYaeT aMUHOKHUCIIOTHYIO MOCJIEI0BATENIbHOCTD, BhIOpaHHyO u3 SEQ ID
NO: 79.

68. AHTHTENO, €ro aHTHUIeHCBS3BIBAOLINKA ()parMEHT WM BapHAHT MO JIOOOMY H3
BAPUAHTOB OCyLIECTBICHHU 04-67, rnme TsbKkenas Lenb aHTUTeNa Wid ee  (pparMeHT
JOTIOTHUTEIPHO BKITIOUaeT kapkacHble oonactu H-FR1, H-FR2, H-FR3 u H-FR4.

69. AHTHUTENO, €ro AaHTUTCHCBS3bIBAIOIIUN (ParMEHT WJIM BapUAHT [0 BApPUAHTY
ocymecTBieHust 08, rae KapkacHele oOjacTH BbIOpaHBI W3 TPYMIBI, COCTOSIIEH U3
KOHCEHCYCHBIX  KapKaCHbIX IOCJIENOBATEIbHOCTEH 4YelOBeKa M IOCJIEN0BAaTEIbHOCTEU
3apOABILIEBON JIMHUU YEJIOBEKA.

70. AHTHTENO, €ro AHTUIeHCBS3BbIBAOLINKM ()parMEHT WM BapHaHT IO JIOOOMy H3
BapuaHTOB ocyiuecTsieHus 68-69, rme C-xonen H-FR1 npsmo unm kocBeHHO cBs3zaH ¢ N-
koHrioMm HCDR1, u H-FR1 BkitouaeT aMUHOKHCJIOTHYIO TOCJI€OBATENbHOCTD, BEIOPAHHYIO M3
SEQ ID NO: 84-85.

71. AHTHTENO, €ro aHTUICHCBS3BIBAOIIMN (DparMEHT WM BapHAHT 1O JIOOOMY U3
BapuaHTOB ocyuectsieHus 68-70, rne H-FR2 naxonurca mexxny HCDR1 u HCDR2, u HFR2
BKJIIOYAET aMUHOKHUCJIOTHYIO MOCIIEN0BATEIbHOCTD, BhiOpaHHyto u3 SEQ ID NO: 86.

72. AHTHTENO, €ro aHTUIeHCBS3BIBAOINUN (parMeHT WM BapuUAHT TO JIFOOOMY U3
BapuaHToB ocyuiecTsieHus: 68-71, rme H-FR3 naxomurcsa mexxny HCDR2 u HCDR3, u HFR3
BKJTFOYAET aMUHOKHUCJIOTHYIO MOCIIE0OBATENIbHOCTD, BhiOpanHyto u3 SEQ ID NO: 87.

73. AHTHTENO, €ro aHTHUIeHCBS3BbIBAIOLINKA ()ParMEHT WM BapHAHT IO JIOOOMY U3
BapuaHTOB ocyiuecTsieHus: 68-72, rae N-koney H-FR4 mpsmo mnm xocBeHHo cBsizaH ¢ C-
koHom HCDR3, u H-FR4 BkjroyaeT aMHHOKHUCIOTHYIO TOCJIENOBATEIbHOCTD, BEIOPAHHYIO U3
SEQ ID NO: 88.

74. AHTHTENO, €ro aHTUIeHCBS3BIBAOLINKA ()ParMEHT WM BapHAHT MO JIOOOMY H3
BAPUAHTOB OCYyINECTBIEHUs 08-73, rae Tsokenas Lenb aHTHTeNa WM €€ (PparMEeHT BKIFOUAET
BapuadenpHy0 o0nacTh Tsokenaod umenu VH, m BapuaOenbHas oOmacth Tspkenod wmenu VH
BKJIFOYA€T AMHUHOKHCIIOTHYIO IIOCJI€OBATEIbHOCTh, BBIOPAHHYIO M3 MOCIIEIOBATENbHOCTEM,
npuBeaeHHbIX B SEQ ID NO: 18 unu SEQ ID NO: 25.

75. AHTHTENO, €ro aHTUIeHCBS3BbIBAIOLINKM ()parMEHT WM BapHaHT IO JOOOMy H3
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BAPUAHTOB OCyLIeCTBIeHHUs 04-74, rme Tsbkenmas Lenb aHTUTeNa Wik ee  (parMeHT
JOTIONTHUTEIBHO BKJIIOYAeT KOHCTAHTHYIO OOJIACTh YENIOBEKA, M KOHCTAHTHAsI O0JIACTh YeNIOBEKa
BKJIFOYAET KOHCTaHTHYIO 00nacThb IgG uenosexa.

76. AHTUTENO, €ro AaHTUI€HCBS3bIBAIOIIUN (PpParMEHT WJIM BapUAHT [0 BapUAHTY
ocyuecTBieHuss 75, rae kKoHcraHTHas oOnacte IgG Bruowaer koHcTaHTHyH obnacte IgGl
YEJIOBEKa.

77. AHTHTENO, €ro AaHTHUIeHCBSA3BIBAOIIMN (parMEHT WM BapHaHT 1O JOOOMYy U3
BAPHUAHTOB OCYINECTBJIEHUs1 64-70, The TsoKenas Lenb aHTHTeNda WM ee (PparMEeHT BKJIFOYaeT
AMHHOKHUCJIOTHYIO MOCIEA0BATEIbHOCTD, BEIOPAHHYIO M3 MOCHIEN0BATEIbHOCTEH, IPUBEICHHBIX B
SEQ ID NO: 21 unu SEQ ID NO: 27.

78. AHTHTENO, €ro aHTUIEHCBS3BIBAOIINI ()parMeHT WIM BapUaHT O JIEOOOMY U3
BapuaHTOB ocymecteieHus 40-77, rae 6enok CD137 sxmouaer 6enok CD137 uenosexka.

79. bucneunduueckoe aHTUTENO, CBs3bIBaromeecs: ¢ 6emxkom PD-L1 ¢ Kp 2x10° M unu
MeHee U cBsa3bIBaroreecs ¢ oeaxom CD137 ¢ Kp 8% 10° M unu menee.

80. bucnenmduyueckoe aHTUTENIO TO BapUAHTy ocyulecTBieHus 30, BKIIIOYAOIIEE
NepBbIi HalenuBaroIui (gparmeHT, cnenuduueckn cBs3bBarommiicss ¢ Oenkom PD-L1, rme
NEePBbIA HALETUBAIOIINN (PPArMEHT BKJIIOYAET aHTUTEINO, €r0 aHTUT€HCBSI3bIBAOINUI (PparMeHT
WJIA BapUAHT 110 JI0OOMY U3 BapUaHTOB ocyuecTBieHus 1-39.

81. bucnemuduieckoe aHTUTENO MO JIOOOMY W3 BapuaHTOB ocyiuecTeieHus 30-31,
BKJIIOYAIOIIEe BTOPOM HALICTUBAIOLINI (pparMeHT, crenu(pruuecKku CBSI3bIBAIOIIUNACA ¢ OeIKoM
CD137, rne Bropoli HallenuBarOIni (parMeHT BKIIIOYAET aHTUTENO, €r0 AaHTUT€HCBSI3bIBAIO LU
(dparMeHT WiIn BapuaHT 1o JI000My U3 BapUAHTOB ocyliecTBiaeHus 40-78.

82. bucnenuduueckoe aHTUTENO MO JIOOOMY U3 BapUAHTOB oOcyiuecTBieHUs 79-81,
BKJIIOUAKOLIEEe MEPBYI MOJUNENTHAHYIO LEeNb M BTOPYHO MOJMIENTUAHYKO LeNb, 7€ NepBas
NOJUIENTUAHASL 1IeTb BKJIIOYAeT BapuaOeNbHyr0 O00JacTh TSDKENOH Ieru  aHTUTENa,
cBs3bIBatomerocsi ¢ Oenkom PD-L1, BapuaGenbHyro o00NacTh TSDKENOW LIENUA aHTHTENA,
ces3biBatomerocsi ¢ Oemkom CDI137, u BapualenbHyr0 0OJACTh JIETKOW LIETIM aHTHUTENA,
cBszbiBatornerocs ¢ oenkom CD137; u BTOPYIO MOJUNIENTHAHYIO LEMb BKJIIOYAET BapUaAOETbHYIO
00J1aCTh JIETKOI1 LIEMH aHTUTENA, CBA3BIBAIOIIErocs ¢ Oenkom PD-L1.

83. bucnenuduueckoe aHTHTEIO MO BAPHUAHTY OCYILIECTBICHUS 82, Tae B NEpPBOM
NOJIUMENTHIHOW 1ienu BapualesbHas OONACTh TSDKEJIOH LEMU AHTHTENA, CBSI3BIBAIOLIETOCS C
6enmxom PD-L1, Haxomutcsi Ha N-KOHLEe BapuaOenbHOW OOJACTH TSDKENOW LENMU aHTUTENA,
cBssbBaromierocst ¢ Oenkom CD137, u BapuaOenbHast 00JacTh TSOKEJIOHW LENH AaHTUTENA,
cBs3biBatomerocs: ¢ Oenkom CD137, maxomutcsi Ha N-KOHIE BapuaOenbHONW OOJACTH JIETKOM
L[eNU aHTHTENA, CBs3biBaromerocss ¢ oenkom CD137; amprepHaTBHO, BapuabenbHasi 00JacTh
TSDKEJION 1IeMmM aHTUTEeNa, CBs3biBaromerocs ¢ Oenkom PD-L1, Haxomutcss Ha N-KOHIE
BapuadenpHONW O0OJacCTH JIETKOW Menu aHTUTeNa, cBsi3bBaromerocss ¢ Oemxkom CDI137, wu
BapuadenpHasi 00JIaCTh JIETKOW IeTH aHTHTeNa, CBsi3biBatromerocs ¢ oenkom CD137, Haxogurcs
Ha N-KOHIE BapuaOenbHONW 00JaCTH TSDKENOH LeNH aHTHUTENa, CBS3BbIBAIOLIErocs ¢ OeIKoM
CD137.
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84. bucnennduyeckoe aHTUTENO IO JFOOOMY U3 BapHaHTOB OocyluecTBieHus 82-83, rue
BapuadenbHasi 0O0NacTh JIETKOW IenH aHTUTeNa, CBsi3biBaromerocs ¢ Oenkom CDI137, u
BapuabenbHast 00NaCTh TSDKENION LeNH aHTUTeNa, cBs3biBaromerocs ¢ 6enkom CD137, B nepBoit
MOJIMMENTUIHON LENU COCTABIISAIOT SCHv.

85. bucnenuduueckoe aHTUTENO IO JOOOMY U3 BapMaHTOB OcyluecTBieHus 82-84, rue
nepBasi NOJMIIENTUIHAS LeMb JAOMOJHUTENIbHO BKIIOYAeT KOHCTAaHTHYIO obnacth IgG vernoseka,
U KOHCTaHTHas obnactb IgG venoBeka Haxoautes Ha C-KoHIE BapuadesbHON 00acTh TSHKENIOH
LIENU aHTUTENA, CBsi3bIBaromerocs: ¢ Oenkom PDLI1, u Haxomutcst Ha N-KOHIE BapuaOeNbHOMN
objmacTu JIerkoW IWenmu aHTuTeNa, CBs3biBaromerocss ¢ Oemxkom CDI137; anbTepHATHUBHO,
KOHCTaHTHas1 obnacth IgG uenoeka HaxomuTcst Ha C-KOHLE BapuabesnbHONH 00JacTH TsDKETON
L[eNu aHTUTeNa, CBs3biBaroIerocs ¢ 6enkom PD-L1, u Haxomutcst Ha N-KOHIe BapuaOenbHOMN
00J1aCTH TSDKEJION e aHTHUTENA, CBsI3bIBaroLerocs ¢ oenkom CD137.

86. bucnenuduyueckoe aHTUTENO MO JIOOOMY M3 BapHAHTOB OCyLIeCcTBIeHHs 82-85, rme
nepBasi MOJHIIENTHIHAS LENb BKIIOYAET aMHHOKHUCJIOTHYIO IOCIENOBATEIbHOCTD, BBHIOPAHHYIO
u3 rpynsl, cocrositmeit 3 SEQ ID NO: 30, SEQ ID NO: 43 u SEQ ID NO: 44.

87. bucnennduueckoe aHTUTENO MO JFOOOMY M3 BapHaHTOB OCyluecTBieHHus 82-86, rue
BTOpAasi MOJIMNENTHAHAS LeTlb BKIFOYAeT aMHHOKHCIIOTHYIO IOCIJIENOBATEIbHOCTD, BBHIOPAHHYIO
u3 rpynmsl, cocrosimeit u3 SEQ ID NO: 15 u SEQ ID NO: 34.

88. Onmna mymm Oonee BBIAENEHHBIX MOJEKYJ HYKJIEHMHOBOW KHCJOTBI, KOIUPYIOIIUX
AHTUTENIO, €r0 AHTUTCHCBS3bIBAIOIIUN (parMeHT WM BapUAHT MO JOOOMY M3 BapHAHTOB
ocyuecTBieHus 1-39, aHTUTENO, €ro aHTUT€HCBI3bIBAIOLINH (PParMeHT UM BAPUAHT I10 JEOOOMY
U3 BapuaHTOB ocyinecTBieHuss 40-78 wunm Oucneunpuyeckoe aHTUTENO IO JHOOOMY u3
BApUAHTOB OCyLIeCTBIeHUs 79-87.

89. BexkTop, BKIIOUAKOIUNA MOJEKYJ1y HYKJIEMHOBOH KHUCIOTBI 10 BapUaHTy
ocylecTBieHus 88.

90. Knerka, BKIIOYAOLIAs MOJIEKYJy HYKJIEMHOBOM KHUCJIOTBI IO BapUaHTY
OCYLIECTBJIEHUs 88 UM BEKTOP MO BAPUAHTY OCYLIECTBIEHUs 89.

91. Cnoco0 moay4eHus: aHTHTENa, €r0 AHTUTCHCBS3BIBAIOIIETO (PparMEeHTa WIIM BapHAHTA
no JOOOMy U3 BapUAHTOB OCyLIeCTBIeHUs 1-39, aHTHUTENa, €ro aHTUTCHCBSI3bIBAIOIIETO
¢parmMeHTa WIM BapuaHTa MO JEOOOMY U3 BapHaHTOB ocyuectsieHus 40-78 wm
oucrerruyecKkoro aHTUTENA 1O JIFIOOOMY M3 BapUAHTOB OCYyLIeCTBICHHs 79-87, BKIIOYArOIINT
KYJIbTUBUPOBAaHME KJIETKH [0 BAPUAHTY ocyliecTBiIeHUs 90 B yCIOBUSX, JENAIOLIUX BO3MOKHOM
SKCIIPECCUIO AHTHUTENA, €r0 aHTHUIeHCBSI3bIBAIOLIETr0 ()parMeHTa MIH BapHaHTa IO JFOOOMY H3
BAPUAHTOB OCYyINECTBJEHHUs 1-39, aHTUTENa, €ro AaHTUTeHCBS3BIBAIOINETO (parMeHTa WU
BapHaHTa Mo JII0OOMY M3 BapHAaHTOB ocyiiecTeieHus 40-78 wmu OucrnennuyecKkoro aHTuTena
o JFOOOMY M3 BApUAHTOB OCYIIECTBIeHUs 79-87.

92. ®apmarieBTUYECKAS KOMITO3UIIMS, BKJIFOYAKOIIAS AHTUTEIIO, ero
AHTUT€HCBA3BIBAIOIINN (PPArMEHT WIIM BAPHAHT MO JIIOOOMY M3 BAPUAHTOB OCyINECTBiIeHUs 1-39,
AHTUTEJIO, €r0 AHTUTCHCBS3bIBAIOIUN (PparMEeHT WM BapUAHT MO JIOOOMY M3 BapHAHTOB

ocymectinenust 40-78 wunm  Oucnenuduueckoe aHTUTENO IO JOOOMYy M3 BapHaHTOB
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ocyluecTBiaeHust 79-87, MOJIeKyJly HYKJIE€HMHOBOM KHCJIOTBI IO BapUaHTy OCYILECTBICHHs 88,
BEKTOp IO BApUAHTy OCYIIECTBJIEHHs 89 W/WiM KJIETKy 1O BapHaHTy ocymecTsieHus 90 u,
HeoOs13aTeNbHO, (papMaLieBTHUECKH PUEMIIEMOE BCIIOMOTaTENIbHOE BEIECTBO.

93. IlpuMeHeHHe aHTHTENa, €ro aHTHIE€HCBS3BbIBAIOLIETr0 (pparmMeHTa MM BapHaHTa IO
mo00oMy U3 BapHaHTOB OCYLIEeCTBIeHUs 1-39, aHTUTeNa, €ro aHTUTE€HCBA3BIBAIOLIETO (PparMeHTa
WIN BapuaHTa Mo JI0OOMy W3 BapuaHTOB ocyluecteieHus 40-78 wnm Oucnernuduyeckoro
aHTHUTENA MO JIIOOOMY M3 BapUAHTOB OCYIIECTBICHUS 79-87, MOJEKyJIbl HYKIEHHOBOH KHUCIIOTBI
M0 BapUaHTy OCYILIECTBJEHUs &8, BEKTOpa MO BapUaHTy OCYLIECTBIeHUs 89, KIETKH IO
BapuaHTy ocymecTBieHuss 90 w/wnmm  (apMaueBTHUECKOW KOMITO3MLMH IO  BAapUAHTY
OCyIIecTBIIeHHsT 92 B MPOM3BOICTBE JIEKAPCTBEHHOTO CPENCTBA Uil OOJIErYeHHs WIIH JICUSHHSI
OMyXOJIEH.

94. IIpuMeHeHne O BApUAHTY OCYLIECTBIEHUA 93, re OMyXoJib BKIOYAET PaK TOJICTOrO
KULIEYHUKA.

95. Cnoco® unrudbuposanus cBsizbiBaHusl Oenka PD-L1 ¢ 6enkom PD-1, BKITFOUarommii
BBEJICHUE AHTUTENA, €r0 AHTUIEHCBS3bIBAIOIIETO (pparMeHTa WJIM BapuaHTa IO JFOOOMY U3
BAPUAHTOB OCYyINECTBJIEHUS 1-39, aHTUTENa, €ro AaHTUTCHCBS3BIBAIOINETO (parMeHTa WIN
BapHaHTa Mo JII0OOMY M3 BapHaHTOB ocyiiecTeieHus: 40-78 wmu OucrnennuyecKkoro aHTurena
no JoOOMy W3 BapHAHTOB OCYIIECTBJIEHUST 79-87, MONEKyJbl HYKJIEUHOBOW KHCIOTHI IIO
BApUAHTy OCyLIECTBJEHUs 88, BEKTOpAa MO BAPUAHTY OCYIUECTBJICHMs 89, KJIETKU MO BAPUAHTY
ocymectsieHust 90 w/mnm GpapmManeBTHIeCKOH KOMITO3UIIMU IO BAPUAHTY OCYIIECTBIEHHS 92.

96. Cnoco® mosbimenusi GpyHkmuu T-KI€TOK, BKIIOYAIOIIUIN BBENEHHUE aHTUTENA, €ro
AHTUT€HCBA3BIBAIOIIETO (PparMeHTa WM BapHaHTa 1o JI0O00My M3 BapPHAHTOB OCYLIECTBIEHHUS |-
39, aHTHTENA, €r0 AHTUTCHCBSI3BIBAIOILETO (hparMeHTa MM BapuaHTa Mo JFOOOMY W3 BapHAHTOB
ocymectienuss 40-78 wunm Oucnenuduyeckoro aHrurensa no JOOOMYy U3  BapHAHTOB
ocyuecTsiaeHust 79-87, MOJeKyJibl HYKJIEHHOBOM KHMCJIOTHI MO BAapHAHTY OCYLIECTBJICHUS 88,
BEKTOpa IO BapHWaHTy OCYyINECTBJeHHS 89, KJETKH MO BapHaHTy ocylnecTBieHuss 90 w/wiu
(apManeBTHYECKONH KOMITO3ULIMH MO BAPHAHTY OCYIIECTBJIEHUS 92.

[00197] He orpannunBaeMble KakoH-muOO TeopHel, CIEAYIOLIHEe MPUMEPHI
NPEACTABICHbl HCKJIIOYUTEIBHO U HMJUIFOCTPUPOBAHUS pabo4YMx CrocoOOoB B cliydae
YCTPOWCTBA, crocoba U CUCTEMBI IO HACTOSIIIEMY M300PETEHHIO, HO HE OIPaHUYHBAIOT 00BEM
HACTOSIIIETO H300pETeHNUSI.

IMPUMEPBI

INPUMEP 1. Cxkpununr antutena nporus PD-L1 ¢ ucnonb3oBanuem ¢arosoi
OMOIMOTeKH AHTHUTEJ

[00198] benok PD-L1-Fc uenoseka (Origincell Therapeutics Co., Ltd.) ucnons3oBanu B
Ka4eCcTBE aHTUIEHA i COPTUPOBKH (paroBoil OMOIMOTEKM NPUPOAHBIX AHTUTEN YEJIOBEKA
(Origincell Therapeutics Co., Ltd.). IIpobupky mms ELISA mnokpsBamun Oydepom CBS,
comepxamuM 20 MKr/mu (iepBblii U BTOpPOH payHabl) wiau 10 MKr/Mi (TpeTuil U 4eTBepThIi
payHznbl) Oenka PD-L1, npu 4°C B TeueHne Houu. 3ateM npobupky nmpomsianu Oydepom PBS.

Hobapnsmu 10% 00€3XKMPEeHHOro MOPOIIKOBOTO MOJIOKA ISl OJIOKMPOBAHMS NMPOOHPKU IS
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ELISA, a 3arem pobGasmsuin 1 mn OjokupoBaHHOTO ¢hara M MHKYOMPOBAIHM TPU KOMHATHOH
temrieparype (20+£5°C) B Teuenue 1 yaca. Ilocne TmarensHON npomeiBku PBS moGasmsum 800
MKk Oydeproro pactsopa Gly-HCl, pH 2,2, nns snronun, a 3aTeM He3aMeIUIUTENbHO 100aBIIsLITN
400 mxun Oy¢epnoro pactsopa Tpuc-HCI, pH 8,0, nns vefirpanuzauuu. 3atrem cMech 100aBIsLIIN
k 20 ma E. coli SS320 B norapudmudeckoii ¢pasze pocra co 3nHaueHneM OD npubnmsurensHo 0,8,
TINATENPHO cMemmBanu M orcramBainu npu 37°C B Teuenne 1 waca. OtOumpamu 500 MK
MHUKpPOOHOTO pacTBopa AJsl M3MEpEeHHus: THTpa (ara M UCIOIb30BATH TIIULEPHH IS 3AIUTHI
MHUKPOOPTAHU3MOB, OCTAaBLIMICS MUKPOOHBII pacTBOp HCHOJb30BAIU JUISI TOKPBIBAHHS
IUIaHIIeTa U KyabtuBupoBaiu npu 37°C B TeueHne Houn. Ha cnenyromuii neHp Oaktepuu Ha
IUTAHIIETe MPOMOPLHUOHAIBHO HHOKYIHpoBamu B 80 mu cpensl 2YT-Amp Takum oOpazom, 4To
MUKpOOHBIH pacTBop umen 3HadeHue OD 0,2, u KyJTbTHBHPOBAIHN B TeUEHHE HECKOJIBKHX YaCOB.
Korma 3nauenue OD pocrurano 0,8, nobGasmsuin 160 Mk xenmepHOro ¢ara, TIIATEIbHO
cMmeruBany u orcrauBanu npu 37°C B Teduenue 1 vaca. 3atem nobasnsuu [PTG u aHTHOMOTHK
KaHAMHLWH U KYJIbTUBUPOBAIN MPU BCTPsXuBaHUU Tpu 250 06./MuH. pu 30°C B TeueHHe HOYU.
3arem cymnepHaTaHT cobupamu ans ocaxneHus ¢ara pacrsopom PEG/NaCl, xoropsrii
pecycnienaupoBaiu B 1,5 mu 6ydepa PBS nns ckpunuHra ¢ oborameHueM.

[00199] 96-nynounsle nnanmeTsl Anst ELISA noxpsiBanu pacTBopaMy, conepkaiumu 1
mkr/min 6enka PD-L1-Fc genoseka (Origincell Therapeutics Co., Ltd.) u 6enka PD-L1-Fc mbimu
(M5251, nmpuobperennoro B8 ACROBiosystems Inc.) mpu 4°C B TeueHne HOUYH. 3aTeM IUIAHIIET
onokupoBamu 10% 00e3KUPEHHBIM MOPOIIKOBBIM MOJIOKOM MO HeCTeHH(PHUECKUM y4acTKaM
cBsi3bIBaHUsA. [locne TmarenpbHON MPOMBIBKM OTOMPANU CYNEPHATAHT MOHOKJIOHAJIBHOTO (ara, u
no0aBysany B 96-1yHOUYHBIE TUIAHIIETHl U MHKYOupoBanu npu 37°C B Teuenue 2 dacos. Ilocne
TIIATEIbHOM MPOMBIBKH B KaKAYIO JyHKY nobassin HRP-meuenoe antuteno npotus M13 (27-
9421-01, GE Healtcare) u nmpoBomunu peakuuto npu 37°C B teuenue 45 munyt. [locre
TIIATEJbHON MPOMBIBKM B KAy JYHKY noGasmsin TMB mns nmposiBnenusi usera. Ilocne
peakiuu npu KoMHaTHOW Temmeparype (20+5°C) B TeueHue 5-10 MHHYT B KaKAYIO JYHKY
N00ABJISUTH CEPHYIO KHCIIOTY IJIsl OCTAHOBKM peakiuu. J{ius usmepenus 3Hauenusi OD B kakmoit
JyHKe npu 450 HM UCTIOIB30BAJIH CIIEKTPOPOTOMETP AJIsl YTEHUS] MUKPOTLIAHLIETOB.

[00200] dar ¢ knoHom anTtuTena 1B10, koTopoe MOkeT crieruduIeck CBSI3bIBATHCS C
PD-L1 uenoseka u PD-L1 mbiy, unenrudunuposanu nocpenctsom ELISA. B coorsercTBuu ¢
pesysibTaTaMH  CEKBEHHUPOBAHUS,  HYKJIEOTHAHAs  IOCIEeNOBAaTENbHOCTb,  KOAUPYOINAs
BapuabenpHy0 obnactb Tspkenod nenu VH ¢arosoro antutena 1B10, nmpusenena B SEQ ID
NO: 1, © aMUHOKHUCJIOTHAsI TIOCJIEOBATEIbHOCTh BapuadeapbHOU obnactu Tsokenon nenu VH
¢arosoro antutena 1B10 mpusenena B SEQ ID NO: 2; HykjieoTHaHasi MOCIENOBATENbHOCTD,
KOAMpPYIoIast BapuadenbHy0 obnacTh jerkoi uenu VL darosoro anturena 1B10, npuseneHa B
SEQ ID NO: 3, u aMUHOKHCIIOTHAsI TTOCJIEAOBATEIbHOCTh BapHaOeIbHON 00JIACTH JIETKOW Lenu
VL ¢arosoro anturena 1B10 npusenena 8 SEQ ID NO: 4.

IIPUMEP 2. Dxcnpeccusi U OYHCTKA MOJHOCTBIO 4YeJ10BEYeCKOro HHTAKTHOIO
anTuTesa nporus PD-L1

[00201] Koncrpyuposanu npativep st IILP-amnmuduxanuu VH ¢arooro anturena
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1B10 u npoxayxkr IILP knonuposanu nocpeactsoM pekomoOunaiuu B Bektop pPCMV-IgGINDL,
nBaxknabl pacmervieHabiii ¢ momombio Agel u Sall. Koncrpyuposamu mpaiimep st TTLP-
ammuinukamu VL darosoro antutena 1B10 u mponykr IILP xnoHupoBanu mocpeacTsom
pexomOuHauu B Bektrop pCMV-A, nBaxkas! pacuereHHsiii ¢ nomombio Agel n BsiWI. ITocne
cekBeHHpoBaHus KieTku 293F koTpaHCHUIMPOBAIN ¢ MOMOLIBIO 3KCIPECCUPYIOLINX BEKTOPOB
A7 TSDKEJIOM LeNMU U JIETKOM Lienu AJIs1 TPAH3UTOPHOM SKCIPECCHMH W OYMINAIH C MOMOLIBIO
KOJIOHKH C TIPOTEMHOM A I MOJyueHusi mHTakTHoro antutena IgGl,A u3 ¢aroBoro antutena
1B10. DT0 nomHOCTHIO uesioBedeckoe anTuteno npotus PD-L1 ob6o3Hauamun YN-002.

[00202] B coorBercTBHMM ¢  pe3yJbTaTaMHU CEKBEHUPOBAHHS, HYKJICOTHUIAHAS
nocnenoBateabHOCTh VH, komupyromast antuteno YN-002, mpusenena B SEQ ID NO: 1, u
aMUHOKHCIIOTHas1 nocienosarenbHocTh VH antutena YN-002 mpuenena B SEQ ID NO: 2.
Hyxneoruanas mocnenosarenbHocTh VL, komupyromast antureno YN-002, npusenera B SEQ
ID NO: 3, u amuHOkHCIOTHas nocnenosarenpbHocTh VL anturena YN-002 npusenena B SEQ ID
NO: 4. HykieotuaHas Nocael0BaTeNbHOCTh TSKENON Lienu, Koaupyoomas antuteno YN-002,
npuseaeHa B SEQ ID NO: 5, u aMMHOKHCIIOTHAs! TIOCJIEIOBATEIbHOCTD TsKesnon uenu Y N-002
npuseaeHa B SEQ ID NO: 6. HykneoTtuaHas nocienoBaTeIbHOCTh, KOAUPYIOLIAsl JIETKYIO LIEThb
antutena YN-002, mpusenena B SEQ ID NO: 7, u aMHHOKUCIIOTHAsl MOCJIENOBATEIbHOCTD
nerkoil nenu anturena YN-002 mpuseaena 8 SEQ ID NO: 8.

IIPUMEP 3. Bepcusi 3apoAbllieBOH JTHHHH TMOJHOCTBI0O Y€J0BEYECKOr0 AHTHTEJA
nporus PD-L1 YN-002

[00203] CpaBHuUBasI OCIENOBATEIPHOCTD TsKeIoN 1enu aHntutena YN-002 ¢ u3BecTHOM
NOCJIEIOBATENIbHOCTBIO TSDKEJIOW LeNM MMMYHOITIOOYJIMHA 3apOABILIIEBON JIMHUHM YeJOBeKa,
MOATBEPKIAAIH, UYTO B Tskenon nenu antutena YN-002 ucnons3oBanu cerMmeHt VH u3 IGHVI-
69*09 3aponplmeBoll JuHHK uenoBeka, cerMeHT D w3 IGHDS-18*01 3apopplmieBoit auHUH
yenoBeka u cermeHT JH u3 IGHJ4*02 3apoapieBoii THHIN YeIOBeKa.

[00204] CpaBHuBasi TTOCIEOBATEIBHOCTD JieTkoM 1enu antutena YN-002 ¢ u3BeCTHOM
NOCJIEIOBATEIbHOCTBIO JIETKOH LeNd HMMYHOTJIOOYJIMHA 3apOJbILIEBON JIMHUM YeJIOBEKa,
MOATBEPKIATH, YTO B Jierkod menu aHTutena Y N-002 ucnonbzoBanu cermeHT VL m3 IGLV2-
14*01 3aponpimeBoit nunun 4enoBeka u cermedt JL u3 IGLJ2 *01 3aponblimieBoil JTUHUH
YEJIOBEKa.

[00205] TlocnenoparensHocTh OOmacTm CDR antmrena YN-002 aHanu3upoBaiiv IO
cucreme Kabat (cm. dur. 1).

[00206] B cooTBeTcTBUM C pe3yJbTaTaMd CEKBEHHPOBAHMs, aMHHOKHCIOTHBIE
nocnenosarenbHocTH LCDR1-3 anturena YN-002 mpusenensl B SEQ ID NO: 54, SEQ ID NO:
60 u SEQ ID NO: 63, COOTBEeTCTBEHHO, U aMHUHOKHCJIOTHBIe mocnenoBarenbHocTd HCDR1-3
npuseneHbl B SEQ ID NO: 46, SEQ ID NO: 48 u SEQ ID NO: 50, cOOTBETCTBEHHO.

[00207] [na MUHUMH3AIUHM HMMYHOT€HHOCTH aHtuTena YN-002 HekoTopble
AMHHOKHUCJIOTHbIE OCTAaTKH MOXKHO IIOZIBEPraTh OOpaTHOW MyTalMH B IIOCJIEAOBATENBHOCTH
3apoabiieBoii TuHUM. AHTUTENO YN-003 sBisercs Bepcuel 3apOAbILIEBON JIMHUM AHTUTENA

YN-002, mnonyueHHOW MOCPEACTBOM MYTallUd ONHOW aMUHOKHCIOTBI B obmactu FRI
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BapuadenpHON o0actu Tspkenon uenu YN-002 oOpaTHO B MOC/IEAOBATEIBHOCTD 3aPObIIIEBOM
JUHUA U MyTauud 1 aMuHOKUCIOTHI B objactu FR2 u 6 amuuokucinor B obsactu FR3 B
BapuadenpHON oOnactu yierkoit mermu YN-002 oOpaTHO B MOCIIENOBATENBHOCTD 3aPOJbILIEBOM
muHuu (M. ¢ur. 1). Dxcrnpeccupyrommi BEeKTOP TSDKENOH LEeNH MOJTHOCTBIO 4YeJOBEYECKOro
anrurena npotus PD-L1 YN-003 nosy4aroT nocpeacTBoM caiT-crenupuieckoro MyTareHesa ¢
UCTIOJIb30BaHUEM Habopa it MyTarenesa (Habopa st ToueyHoi mytauuu Tiangen, KM101) Ha
OCHOBE CKOHCTPYHPOBAHHOM SKCHpeccUpyrouier mmasmunabl Tspkenoi wernu  YN-002.
DKcnpeccupyromuii  Bektop  Jjierkod  menu  YN-003  mony4arOT MOCPEICTBOM — CaWT-
crienupUIecKOoro MyTareHesa ¢ WCIOJIb30BaHHEM Habopa s MyTtareHe3a (Habopa st
toueuHoi mytanmu Tiangen, KM101) Ha OCHOBE 3KCIpecCHUpPYIOIIEH MIa3MHIbI JIETKOW LIeMH
YN-002.

[00208] AmmHOKHCHOTHAs mocienoBareabHOCcTh VH anTuTena YN-003 mpuBenena B
SEQ ID NO: 9, xOoTOpy}0 MOKHO MOJy4aTh MOCPEACTBOM MyTaldy OJJHOTO aMHHOKHCIOTHOTO
OCTaTKka B AMHUHOKHUCIOTHOW mnocneposarenbHocTh VH anturena YN-002. Hykneorunnas
nocnenosarenbHocTh, kKomupyromas VH YN-003, npusemena B SEQ ID NO: 10.
AMuHOKHUCIOTHas nocienoaTenbHOCTh VL anturena YN-003 mpusenena B SEQ ID NO: 11,
KOTOPYIO MOJKHO TIOJy4aThb MOCPEACTBOM MYyTalUH 7 AMHHOKHUCIOTHBIX OCTAaTKOB B
aMHUHOKMCIIOTHOM  mocienoBatenbHocTH VL anturena YN-002, wu  HykineoruaHas
MoCJeN0oBaTeNbHOCTh, cooTBeTcTByIOmass VL YN-003, npusenena B SEQ ID NO: 12.
AMMHOKUCJIOTHAsI TIOCJIEA0BATENbHOCTD TsKeNol uenu antutena Y N-003 npusenena B SEQ ID
NO: 13; HyksneoTuHas NOCIEA0BATENbHOCTD, KOAUPYIOLAs Tskenyto uenb YN-003, npusenena
B SEQ ID NO: 14; aMMHOKHCIIOTHAsI TMOCIEA0BATEeNbHOCTh Jerkod uenu aHtutena Y N-003
npusereHa B SEQ ID NO: 15; u HykjeoTuaHas NOCA€A0BATENbHOCTb, KOIUPYIOIIAs JIETKYIO
uens anTurena YN-003, mpusenena B SEQ ID NO: 16.

[00209] B cnyuae skcnpeccun U o4McTKU aHTuTena YN-003 cMm. cTanuu sKCrpeccuu u
ouncTku antutena YN-002 B mpumepe 2.

INPUMEP 4. Tectuposanue adppuHHOCTH cBA3bIBaHUS aHTHTea npoTtus PD-L1

[00210] AddunHOCTh cBsi3piBaHUs aHTuUTena YN-002 u anturena YN-003 ¢
pexomOuHanTHBIMU Oenikamu PD-L1 yenoseka, Macaca fascicularis, Mbliiu U co0aku M3MepsTu
C TIOMOIIBIO aHAJIHM3AaTOpa MOJIEKYJIpHBIX B3aumozeicTuii (Octet RED384, mpuobOpereHHOro B
Pall ForteBio Analytics Co., Ltd.). Cnenyromue Oenxu metuan 6uotuHoM (cynbho-NHS-LC-
onotnHoM EZ-Link, Pierce, 21327): pexomOunanTHeiii PD-L1-Fc uenoseka, pekOMOMHAHTHBIN
PD-L1-Fc Macaca fascicularis (90251-CO2H, mnpuobperennerii B Sino Biological Inc.),
pexomOuHaHTHBIH PD-L1-Fc mpimm (M5251, nmpuoGperenssiii B ACROBiosystems Inc.),
pexomOuHaHTHBI PD-L1-Fc cobaku (70110-DO2H, mpuobperennsiii B Sino Biological Inc.).
KuHeTnky CBsI3bIBaHUS AHTHUI€HA-aHTUTENIA AHAIM3UPOBAIA C TIOMOIIBIO TEXHOJOTHU
ounocnoiinoit uHTepdepomerpun (BLI) ¢ wcnonp3oBaHMEM aHAIM3aTOpPa MOJIEKYJISIPHBIX
B3aumoneiicteuii (Octet RED384, mpuoGperennoro B Pall ForteBio Analytics Co., Ltd.) u
oydepa PBS, conepxxamero 0,1% BSA u 0,02% Tween 20. BUOTHH-CBS3aHHBIN aHTUTCHHBIN

oenok B koHueHnTpauuu 50 HM ¢ukcuposanu Ha ceHcope SA (Pall ForteBio Analytics Co., Ltd.)
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u cBs3piBa mpu 1500 o0./muH. B Teyenwe 10 MHUHYT, 3aT€M €ro CBSI3bIBAIH C JABAKIBI
pa3BeneHHbIM pacTBOpoM aHTuUTena npu 1500 o6./muH. B TeueHne 10 MHHYT, M HaKOHeEI]
noasepranu auccouuanyu npu 1500 00./muH. B Teuenue 10 munyT. IlonydeHHbIe pe3yabTaThl
AHAIM3UPOBAIM C TIOMOINBIO mporpamMmHoro obOecneuenusi Octet Data Analysis 9.0 (Pall
ForteBio Analytics Co., Ltd.) nnst monyuenust Kp, K, (1/Mc) u Ko (1/¢).

[00211] PesynbraTsl usmepenus ahpGuUHHOCTH CBsi3bIBaHMs aHTuTen npotus PD-L1 YN-
002 1 YN-003 npusenens! B Tabnunax 1-4.

Tabnuna 1. ApdunHoCTh cBsi3bIBaHUs aHTUTENa poTuB PD-L1 ¢ PD-L1-Fc yenoseka
AHTUTETIO PD-L1-Fc yenoBeka-OuoTHH
Kon (1/Mc) Kote (1/¢) Kp (M)
Y N-002 5,69x10° 5,94x10 B.88x107°
YN-003 1,50%10° 65,11x107™ 4.08x107°
Tabnuna 2. ApdunHOCTE CBsi3bIBaHUS aHTUTENA npotus PD-L1 ¢ PD-L1-Fc mbimu
AHTHTENO PD-L1-Fc¢ Mbimu-6uoTuH
kon (1/Mc) kogr (1/¢) Kp (M)
YN-002 9,77x10° 1,68x10~ 1,72x107
YN-003 1,03x10° 9,97x10™ 9,96x10°

Tabmuna 3. AddurHocTs cBsizbiBaHust anTurena npotus PD-L1 ¢ PD-L1-Fc Macaca

Fascicularis

AHTUTENO PD-L1-Fc Macaca Fascicularis-6uotun

Kon (1/Mc) kogs (1/¢) Kp (M)
YN-002 1,77x10° 1,90x10~ 1,07x10”
YN-003 2,08x10° 1,36x10™ 6,54x10""

Tabnuna 4. ApdunHOCTS CBs3bIBaHUs aHTUTENa npotuB PD-L1 ¢ PD-L1-Fc cobaku
AHTHUTENIO PD-L1-Fc cobaku-0notun
kon (1/Mc) kot (1/¢) Kp (M)

YN-002 1,02x10° 7,59x10™ 7,43x107°
YN-003 8,64x10° 5,14x10™ 5.94x10"

INPUMEP 5: Antuteno nporus PD-L1 unrudupyer csizbiBanue PD-L1 yenoseka
u PD-1 gyenoseka

[00212] benok PD-1-Fc uenoseka (ACROBiosystems Inc., H5257) metunmu OGuotuHOM
(cynpdpo-NHS-LC-6notunom EZ-Link, Pierce, 21327). PD-1-Fc¢c 4enoBeka, MeuUeHHBII
CyOHACBILIEHHON KOHLEHTpauued OMOTHHA, NTOOABIISIIH K 1x10°mn knerok CHO, crabuibHO
skcnpeccupyrommx PD-L1 genoBeka, a 3aTeM A00aBISUTA KaKIO€ AHTHUTENO, PA3BEIEHHOE B
ISTh pa3, THIATENbHO cMemuBaiu W uHKyOmposamu (4°C, 1 u.). Ilocne mMpOMBIBKH KIJIETOK
nobGasnsnn kouwrorat crpentasuauH R-PE (Life Technology, SA10041) u unkybuposanu (4°C,

30 muH). ITociae MPOMBIBKH KIIETOK ONPEAEIsId WHTEHCUBHOCTD (hJIyOPECLEHIIMH C ITOMOIIBIO
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nporouHoro urometpa (Intellicyt iQue Screener). PesynbraTel mokasansr Ha ¢ur. 2: YN-002 u
YN-003 moryt >¢dextuBHO uHrnOuposath ces3piBaHue PD-1 genoseka c¢ knerkamu CHO,
skcnpeccupyromumu PD-L1 yenoseka.

ITPUMEP 6: Antureno nporus PD-L1 unrubupyer csizeiBanue PD-L1 Macaca
Fascicularis ¢ PD-1 Macaca fascicularis.

[00213] Cmocobnocts anturen mnpotuB PD-L1 YN-002 u YN-003 OnokupoBaTh
cesbiBanue PD-L1-Fc Macaca fascicularis (Sino Biological Inc., 90251-C02H) ¢ PD-1-Fc
Macaca fascicularis (Sino Biological Inc., 90311-C02H) oreHuBamM ¢ MOMOIIBI YCTPOWMCTBA
Octet RED384 ((Pall ForteBio Analytics Co., Ltd.). Crauana PD-1-Fc Macaca fascicularis
metun OuotuHoM (cynbdo-NHS-LC-6uotunom EZ-Link, Pierce, 21327). AHanu3 KUHETUKH
cBsi3bIBaHUs aHTHUTeNna nporus PD-L1 B cnydae uHruOupoBanus csizbiBanuss PD-L1 Macaca
fascicularis ¢ PD-1 Macaca fascicularis ocymecTBIISUIH ¢ TOMOIIBI TEXHOJOTHH OHOCIONHON
unrepdepomerpun (BLI) ¢ ucronszoBanmnem ycrporictsa Fortebio Octet RED384 (PALL) ns
aHaJM3a MOJIEKYJSIPHBIX B3auMoneHcTBH (aHTUreH B aHTuTeno passoauin 0,1% BSA u 0,02%
Tween 20 B Oydepe PBS). 100 HM Ounorun-cBs3aHHbIi pekoMOnHaHTHBIA PD-1-Fc uyenoseka
¢ukcupoBanm Ha cencope SA mpu 1500 o6./mMuH m cBs3biBamu B Tedenne 10 muH. PD-L1
Macaca fascicularis B KOHeYHOU KOHLEHTpaluu 75 HM cMemuBajau ¢ pa3BEAEHHBIM B TPU pas3a
pPacTBOPOM aHTHUTENA, NHKYOHUpOBau B TeueHHe 60 MUHYT, a 3aTeM OOBEIMHSIN B YCTPONCTBE B
tedeHne 10 muuyT mpu 1500 00./MHH., 1 HaKOHeN MOABEPrajiu AUCCONHMALMHN B TedeHue 10
muHyT nipu 1500 00./muH. IlomyueHHBIE pe3yJabTaThl IMOABEPrajid AaHAIU3Y C ITOMOIIBIO
nporpamMHoro obecneuenusi Octet Data Analysis 9.0 (Pall ForteBio Analytics Co., Ltd.).
Pesynbratel mokaszanel Ha ¢ur. 3: YN-002 u YN-003 moryt 3¢dexTHBHO MHrHOHMpOBATH
ceszbiBaHue PD-L1-Fc Macaca fascicularis ¢ PD-1-Fc Macaca fascicularis.

INPUMEP 7: Anturteno nporus PD-L1 unruéupyer cpsispianue PD-L1 mbimm ¢
PD-1 mpbiumn.

[00214] PD-1-Fc mpbimmm (ACROBiosystems Inc., M5259) meruiu Guotusom (cynbdo-
NHS-LC-6uotunom EZ-Link, Pierce, 21327), PD-1-Fc¢ wblmn, MedeHbIH CyOHACBIIIEHHOMN
KOHIEHTpaluell OnoTHHA, TOOABIISIIN K 1x10%/m knerok CHO, crabuibHO 3KCIPECCUPYIOLITNX
PD-L1 wmbimm, a 3areM J00ABISIN KaKIO€ AHTHUTENIO, Pa3BEIEHHOE B MSATh pas, TIIATENBHO
cmemmBam ¥ uHKyOupoBanmu (4°C, 1 u.). Tlociae mpOMBIBKH KJIETOK AOOABISUIM KOHBIOTAT
crpentaBuae R-PE (Life Technology, SA10041) u unkyOupoBanu (4°C, 30 mun). Ilocne
NPOMBIBKH KJIETOK OINpPENeNssIi HHTEHCUBHOCTH (DIYOPECHEHLUH C IOMOIUBI0 IMPOTOYHOTO
nuromerpa (Intellicyt iQue Screener). Pesynbprarhl mokaszanel Ha ¢ur. 4: YN-002 u YN-003
MoryT 5¢¢exkTuBHO HHruOupoBarh cBs3piBaHMe PD-1  wmbmmm ¢ kmetkamu  CHO,
skcnpeccupyromumu PD-L1 mpinm.

IHPUMEP 8: Hcciaenosanusi nmpoTHBOONMYX0JIeBOro 3¢ ¢dexra MOHOKIOHAIBLHOIO
anTurtena nporus PD-L1 Ha MbImax, HeCyIiHX PaK TOJICTOr0 KHIIEYHHKA

[00215] B nmenp O camkam wmbimedi CS57BL/6 BospacTom 6-8 Henmenmb MOIKOXKHO
uHOKympoBamu 3x10° kmerok KomopekrampHOro paka Memmn MC38 (Shanghai Linyuan

Biological Technology Co., Ltd.). B nenp 3 mbliieit paBHOMEPHO pacrpenessuiy 1o 7 rpymnmnam ¢
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8-9 wpimamu B KaxgoW rpynne. Hecymum onyxoaum Mpliam B KaXAOH TIpymnne
UHTpaNepUTOHEeaIbHO NHBeIMpoBain Oenok antutena IgG-Fc uenoseka (10 Mr/kr, mBaxabl B
Henenmo, Bcero ase Hexenu), antutesnno YN-003 (10 mr/kr, ABaskapl B HEHENIO, BCETO JBE
Henenu), aresonn3ymad (10 Mr/kr, nBakapl B HENENIO, BCEro ABE HEAENH), COOTBETCTBEHHO.
Mpiueli B KaXIOW Ipymme peryysipHO oOCIeoBald Ha MPEAMET U3MEHEHHs MacChl Tela U
pasmepa omyxoju. Pe3ynbraTel S3KCIIEpUMEHTA CBUAETENBCTBYIOT O TOM, YTO, IO CPABHEHUIO C
koHTponpHBIM IgG1-Fc, YN-003 u are3onuzymad moryTr 5¢¢exkTHBHO HMHrHOMpPOBATH POCT
OMyXOJIH, r7ie MpoTHBoONyXxoJeBbid d3dpdexkr YN-003 sBusercs Oonee 3HAYMMBIM (ur. 5).

NPUMEP 9: Cxkpununr antutena nporus CD137 ¢ nomompbio ¢arosoi
OMOIMOTEeKH AHTHUTEJ

[00216] Benok CDI137 (mpuobperennbiii B Sino Biological Inc.) ucnonp3oBanu B
Ka4eCcTBE aHTUIEHAa IJIi COPTUPOBKH (paroBoil OHOIMOTEKH NPUPOAHBIX AHTUTEN YEJIOBEKa
(Origincell Therapeutics Co., Ltd.). IIpobupky mns ELISA mnoxpsemBamu Oydepom CBS,
cogepxamuM 20 MKr/mu (epBbIi U BTOpPOW payHabl) wiau 10 MKr/Mia (TpeTuil U 4eTBEpTHIH
payHznbl) Oenka CD137 mpu 4°C B TeueHne HouH. 3aTeM npoOupKy npombiBanu Oypepom PBS.
Hobapnsmm 10% 00e35kupeHHOe IMOPOIIKOBOE MOJIOKO Uit OJIOKUPOBAHUS TNPOOMPKU IS
ELISA, a 3arem pobGasmsuin 1 mu OJOKUpOBaHHOTO hara M MHKYOMPOBAIH TPU KOMHATHOH
temrieparype (20+5°C) B Teuenne 1 yaca. [Tocne Tmarensruolt npombieku PBST noGasssuin 800
mka OydepHoro pactsopa Gly-HCI, pH 2,2, nns snronuy, a 3aTeM He3aMeIUITUTENbHO 100aBIsUTN
400 mxn Oy¢eproro pacteopa Tpuc-HCI, pH 8,0, nns vefirpanuzauuu. 3arem cMmech 100aBIsLITH
k 20 mi E. coli SS320 B norapudmuueckoii ¢pasze pocra co sHauennem OD npubnuzurensho 0,8,
TIIATEIbHO cMemuBanu U orcrauBanu npu 37°C B Teuenue | uvaca. OtOumpamu 500 wmxn
MHUKpPOOHOTO pacTBOpa IJIsi M3MEpeHus TuTpa ¢ara U HUCMOJb30BAIN TNIULEPUH AJIS 3aLIUTHI
MHUKPOOPTaHU3MOB, OCTaBLIMICA PacTBOP MUKPOOPTaHHU3MOB HCIOJb30BATM JJIsI TOKPBIBAHUS
IaHmera ¥ KyJastuBupoBasu npu 37°C B Teuenne Houn. Ha crnenyromuit neHp Gakrepun Ha
IUTAHIIETEe TPOMOPLUUOHATIBHO HHOKYIHpoBanu B 80 mu cpensl 2YT-Amp Takum oOpazom, 4To
pacTBOp MUKpPOOPraHu3MOB umen 3HaueHue OD 0,2, 1 KyJIbTUBHPOBAIN B TEYEHHE HECKOJIBKHX
yacoB. Korna 3nauenue OD nmocrurano 0,8, nobasmsuin 160 Mk xennepHoro (ara, TIIATENIbHO
cMmernuBany u orcrauBanu npu 37°C B Teduenue 1 vaca. 3atem nodasnsu IPTG v aHTUOMOTHK
KaHAMHLWH U KYJBTHBHPOBAIU CO BCTpsixuBaHueM mpu 250 06./mMuH. npu 30°C B Te€UeHHE HOYU.
3arem cymnepHaTaHT cobupamu ans ocaxnaeHusi ¢ara pacrsopom PEG/NaCl, xkortopsrit
pecycnenaupoBaiu B 1,5 mu 6ydepa PBS nns ckpunuHra ¢ oborarmeHueM.

[00217] 96-nynounsle nuanmeTsl Ans1 ELISA noxpsiBanu pacTBopaMy, conepkaiumu 1
mkr/min Oenka CD137 yenoseka, npu 4°C B TeueHue HOUYM. 3areM miaHmer Omokuposanu 10%
00€3)KMPEHHBIM MOPOLIKOBBIM MOJIOKOM IO Hecelr(puyeckuM ydacTkaMm cBsi3biBaHus. Ilocne
TIIATEJIbHON MPOMBIBKM OTOMpAN CYNEepHATAHT MOHOKJIOHAJbHOTrO (ara, mnodasmsum B 90-
JyHOYHBIE TUTaHIIeThl U MHKyOupoBamu npu 37°C B Tedenue 2 dacos. Ilocne TmiarenpHON
NPOMBIBKU B KKAYIO JIYHKY noOasisimn HRP-meueHoe antureno nporus M13 (27-9421-01, GE
Healtcare) u mpoBomunu peakumto npu 37°C B Teuenme 45 munyT. Ilocne TmartenbHON

MPOMBIBKM B K&yl JIyHKY nobOasmsuin TMB st mposiBnenust nseta. [locie peakuuu mpu
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KoMHaTHOM Temneparype (20+5°C) B Teuenue 5-10 MUHYT B K&KIYIO JIYHKY 10OABISUIH CEPHYIO
KHMCJIOTY Ul OCTAaHOBKM peakuuu. lns n3mepenus sHaueHus OD B kaxnoil nmyHke npu 450 HM
UCTIONB3YIOT CIIEKTPOGOTOMETP [Tl YTEHUSI MUKPOTUIAHILIETOB.

[00218] Kinon (aroBoro antutena 1A6, KOTOPbI MOKET crieU(PHUECKH CBSI3BIBATHCS C
CD137 uenoeka, nunentudunmposanu ¢ nomoinsto ELISA, u nocnenosarensuoct renos VH u
VL nonywyanu DNOCPEACTBOM  CEKBEHHUPOBaHMA. B COOTBETCTBUM C  pe3yJbTaTaMu
CEeKBEHHPOBAHUsS, HYKJIEOTHIHAs MOCIEN0BATENbHOCTh, Koqupytomas VH ¢arosoro anturena
1A6, npusenena B SEQ ID NO: 17, aMHHOKHUCJIOTHasi mocienoBareiabHocTh VH (arosoro
anturena 1A6 npusenena B SEQ ID NO: 18; HykneoTuaHas nociae0BaTeIbHOCTb, KOAUPYIOIIast
VL ¢arosoro antutena 1A6, mnpusenena B SEQ ID NO: 19, u aMUHOKHCIOTHas
nocienosareibHOCTb VL ¢arosoro anturena 1 A6 npusenena 8 SEQ ID NO: 20.

INPUMEP 10. Dxcnpeccusi # OYHCTKA IMOJHOCTHI0O 4eJIOBEYECKOr0o HHTAKTHOIO
anTuTesa nporus CD137

[00219] Koucrpyuposanu npaiimep st TLP-ammmudukannu VH ¢arosoro anturena
1A6. Tlponykr III[P kiOHUpOBanM MOCPEACTBOM pekoMmOuHaiuu B Bektop pCMV-IgG2,
nBakabl pacumeruieHHblii ¢ momombio Agel m Sall. Koncrpyuposanu mnpaiimep ans ITLP-
ammuinukamu VL ¢arosoro anturena 1A6, u mponykr I[P kIOHMpOBamM MOCPEACTBOM
pexomOunaiuu B Bektop pCMV-A, pacmernenasii Agel u BsiWl Ilocine mnpaBuibHOTO
cekBeHHpOoBaHus KieTku 293F KoTpaHCPHUIMPOBATIN ¢ MOMOILIBIO 3KCIPECCHPYIOIUX BEKTOPOB
IJIs1 TSDKEJIOW LIeNH W JIETKOW LeNM U1 TPAH3UTOPHOM SKCIPECCUM M OYUINATIN C MOMOLIBIO
KoJoHKH ¢ mporemHoM A. HuraktHoe anTuTeno IgG2,A 1A6, MONHOCTBIO YeIOBEYECKOE
anrureno npotus CD137, oboznavanu kak YN-005.

[00220] B cooTBeTrcTBUM C pe3yJbTaTaMM CEKBEHUPOBAHUS AaMHUHOKHUCIIOTHAs
nocienosarenbHocTh VH anturena YN-005 nmpusenena B SEQ ID NO: 18, nykieorugHas
nociienoBaTebHOCTh, komupyromas VH anturena YN-005, npusenena B SEQ ID NO: 17; u
aMUHOKHCIIOTHAs1 ocnenoBaTenbHOCTh VL anturena YN-005 nmpusenena 8 SEQ ID NO: 20, u
HYKJICOTUIHAS MTOCIEN0BATENbHOCTD, kogupytommas VL aatutena YN-005, npusenena B SEQ ID
NO: 19. AMUHOKHUCIIOTHAsI TOCIEN0BATENBbHOCTD Tskenol 1enu anturena YN-005 npuBeneHa B
SEQ ID NO: 21, HykJieOTUAHAS MOCIENOBATEIbHOCTb, KOAUPYIOIIAS TSXKEJYIO LEMb aHTHUTENa
YN-005, npusenena B SEQ ID NO: 22; aMUHOKHCIIOTHasI MOCJIENOBATEIbHOCTD JIETKON LEMH
antutena YN-005 mpusegena B SEQ ID NO: 23, u HykJI€OTHIHAas TOCIENIOBATEIbHOCTD,
KoAMpyrolas Jerkyro nemns anturena YN-005, npusenena 8 SEQ ID NO: 24.

IIPUMEP 11: Bepcusi 3apoAbIlIeBOH JIHHUH MOJHOCTBIO Y€J10BEYE€CKOI0 AHTHTEIA
nporus CD137 YN-005

[00221] CpaBHuBas TOCIENOBATEIBHOCTD TsKENION 1enu anTtuTena YN-005 ¢ uzBecTHOM
NOCJIEIOBATENIbHOCTBIO TSDKEJIOW LeNH HMMMYHOIJTIOOYJIMHA 3apOABILIIEBON JIMHUHM YeJIOBEKa,
MOATBEPKIAAH, 4TO B TsKenon 1enu antutenaa YN-005 ucnonszoBanu cerment VH u3 IGHV3-
23*04 3aponpimeBoil JuHUU 4YenoBeka, cerMeHT D w3 IGHD7-27*01 3aponblmeBoii nuHUU
yenoseka u cermeHT JH 3 IGHJ3*02 3apoablieBoii TMHNUN YeloBeKa.

[00222] CpaBHuBasi MMOCIENOBATEIBLHOCTh JIETKOW menn uMMyHorjaoOymuHa YN-005 ¢
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W3BECTHOH IIOCJIEAOBATENIPHOCTBIO JIETKOH LIeMM HMMYHOIJIOOYJIMHA 3apOBIIIEBON JIMHUH
4yeJI0BeKa, MOATBEPIKAAIHN, YTO B Jierkoi Lenu anturena Y N-005 ucnone3zoBanu cermeHt VL u3
IGLV1-44*01 3aponeimesoii quHun denoseka u cermeHT JL u3 IGLJ1*01 3aponenueBoii tuHun
4eJI0BEKa.

[00223] [ns ananmm3a mnocienoBatenbHocTH objmactt CDR - antmrena  YN-005
ucnonp3oBaiu cucreMy Kabat (cm. ¢ur. 6), u B COOTBETCTBHHU C pe3yJIbTaTaAMH CEKBEHUPOBAHMS,
amMuHOKucyoTHas nocienosarenbHocTb HCDR1-3 anturena YN-005 npusenena B SEQ ID NO:
77, SEQ ID NO: 78 u SEQ ID NO: 79,
nocienoBatebHOCTh LCDR1-3 anturena YN-005 npusenena 8 SEQ ID NO: 80, SEQ ID NO:
81 u SEQ ID NO: 82, cOOTBETCTBEHHO.

[00224] [Insa MUHUMH3AIUH HMMYHOT€HHOCTH aHtHTena YN-005 HekoTtopbie

COOTBETCTBEHHO. AMUWHOKUCJIOTHAS

AMHHOKHUCJIOTHbIE OCTAaTKH MOXXHO TIIOABEpPTraTh OOpATHOH MyTaluu B IOCIENOBATEIbHOCTH
3apoabiiieBoil TuHUU. AHTUTENO YN-006 siBisieTcss Bepcuel 3apOAbILIeBON JIMHUM aHTUTENA
YN-005, mony4eHHOH TOCPENCTBOM MyTallid ONHOH aMHUHOKHCIOTHI B oOjactu FR1 B
BapuadenpHON oOnactu Tspkenon nenu YN-005 oOpaTHO B MOCIENOBATEILHOCTD 3aPOIBIIIEBOM
aruHAA (M. dur. 6). DKCIPECCUPYIOMUI BEKTOP IJIS TSHKEJIOH LU MOTHOCTHIO YeJIOBEYECKOTO
anTutena npotuB CD137 YN-006 moy4aroT mOCpPencTBOM CalT-crielnu(uIecKoro MyTarenesa ¢
UCTIONBb30BAaHUEM HaOopa 11t MyTauuu (HaOopa anst Touednoi myranuu Tiangen, KM101) Ha
OCHOBE CKOHCTPYHUPOBAHHOM 3KCIPECCUPYIOLIEH T1a3Mubl Tsbkenoit nenu Y N-005.

[00225] B cooTBeTcTBUM C pe3yJbTaTaMM CEKBEHHPOBAHMS, AMHHOKHCIIOTHAs
nocnenosatenbHocTe VH antutena YN-006 mpusenena B SEQ ID NO: 25, u HykieoTuaHas
nocuenosarenbHoCcTh, Koaupyrowmwas VH YN-006, npusenena B SEQ ID NO: 26.
AMuHOKuCIO0THas nocnenosarenbHocTh VL anturena YN-006 npusenena B SEQ ID NO: 20, u
HYKJIEOTHJIHAs TOCNefioBaTebHOCTD, konupyomas VL YN-006, npusenena B SEQ ID NO: 19.
AMUHOKHCJIOTHAs TTOCJIE0BATENbHOCTD Tsikesol Henu antutena YN-006 npusenena B SEQ ID
NO: 27; HykJeoTHAHAS TOCIEN0BATEIbHOCTD, KOIUPYIOIIAs TSUKENyIO nernb aHtuTena Y N-006,
npuseaeHa B SEQ ID NO: 28; u aMUHOKUCIOTHASI TTOCJIENOBATEIbHOCTD JIETKOHM LIETTH aHTUTENa
YN-006 mpusenena B SEQ ID NO: 23, u HykJIeOTHHAas NOCIEI0BATEIbHOCTD, KOAUPYIOIIAs
nerkyto nenb YN-006, npusenena 8 SEQ ID NO: 24.

[00226] B cnyuae skcrnpeccuu U o4ucTKu aHTuTena YN-006, cM. KOHKpETHbIE CTaguu
3KCIpeccuu U O4UCTKU aHTUTena YN-005 B mpumepe 9.

ITPUMEP 12: Onpenenenue appunHoCTH cBA3BIBaHUS aHTHTeJa npoTtus CD137

[00227] AddunHOCTE cBsi3pIBaHUS aHTUTena YN-005 wu anmturena YN-006 c
pexomOunanTHBIM Oenikom CD137-His uenoseka (Origincell Therapeutics Co., Ltd.) usmepsiam ¢
MOMOIIBIO aHAJIHM3aTOpa MOJEKYJsIpHbIX B3aumoneiicteuii (Octet RED384, npuobperennoro B
Pall ForteBio Analytics Co., Ltd.). Kunernky cBsI3bIBaHHMSI aHTHI€HA-aHTUTENA AHAIU3UPOBAIH C
MOMOIIIBIO TEXHOJIOTUN Ouocoiinol natepdepomerpuun (BLI) ¢ ucnonb3oBaHneM aHaIMU3aTopa
monekyJsipHbIx B3anmoneiicteuil (Octet RED384, npuobperennoro B Pall ForteBio Analytics
Co., Ltd.)) u Oydepa PBS, comepxamero 0,1% BSA u 0,02% Tween 20. AHTUTENO B

koHueHtpauun 50 HM ¢uxcuposamu Ha ceHcope AHC u cesspiBamu npu 1500 00./muH. B

2
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TEYeHHE S5 MHUHYT, 3aTeéM €ro CBs3bIBaJ C pa3BElAEHHbIM B JBa pa3a pacTBOPOM
pexomOuHaHTHOTO anTUreHHoro 6enka CD137-His (100, 50, 25, 12,5, 6,25, 3,125, 1,56 u1M) npu
1500 06./MuH. B TeueHHe 5 MUHYT, U HaKOHEL| NojaBepraiu nuccouuanuu npu 1500 o0./muH. B
teuenue 10 munyT. Cencop AHC pereHepupoBaji UMIYJIbCHBIM BBEAEHUEM TIIHULIMHA, & 3aTEM
UCTIONBb30BAJIM MOBTOPHO. IToydyeHHbIe pe3ynbTaThl aHATM3UPOBAIN C TOMOIIBIO TPOrPAMMHOTIO
obecnieuennsi Octet Data Analysis 9.0 (Pall ForteBio Analytics Co., Ltd.) ansa nony4yenus Kp,
Kon (1/Mc) u Ko (1/c). PesynbraTel usmepenuss adp(UHHOCTH CBSI3bIBAHUSI AHTUTENA MPOTHUB
CD137 YN-005 u YN-006 nmoka3anbl B Ta0nuie 5.

Tabnuna 5. Apdunnocts anturena nporus CD137 k CD137-His uenoBeka

AHTtHTENO CD137-His

Kon (1/Mc) Kot (1/¢) Kp (M)
YN-005 9,38x10" 4,55%107 4,85x107°
YN-006 9,68x10" 1,33%107 1,37x107°

INPUMEP 13: HUccaenoBaHusi nMpOTHBOOMYXO0J1eBOro 3(¢exTa MOHOKJIOHAILHOIO
anTuTesa npotus CD137 y Mbleii, Hecyliux pak TOJICTOr0 KHIIeYHHKA

[00228] B menp O camkam mbimeir C57BL/6 Bo3pactom 6-8 Henmenb ¢ renom CD137
gyenoseka (mpimam B-hTNFRSF9 (4-1BB), npuoGperennsim B Beijing BioCytogen Co., Ltd.)
MOAKOKHO WHOKYJIUPOBAIU 1,5%x10° kerok KoJIopekTanbHoro paxka mpimu MC38. B nenp 3
MBIIIEH PAaBHOMEPHO PA3fENsuIM MO 3 rpynmnam ¢ 7 MbllIaMH B Kaxxaou rpymnmne. Hecymum
OIyXOJI MBIIIAM B K@XXIOH IpyIlIe HHTPANepUTOHEATbHO MHBEIUPOBaH Oeslok anturena IgG-
Fc uenoseka (3 mr/kr, ABakIbl B HENEJIO, BCEro ABe Henenn), antureno nporus CD137 YN-006
(3 mr/kr, nBaXXABl B HEAEINO, BCEro NBe Hexenu) U aHtuteso npotuB CD137 yromumnymab (3
MI/KT, IBaXKIbl B HENENIO, BCErO JIBE HENENN), COOTBETCTBEHHO. MbIiel B KaKAOH rpymme
peryysipHO 00CIIeIOBaIM Ha MPEAMET U3MEHEHHsI MacChl TeJla M pa3Mepa OMyxoJH. Pe3ynbTaTel
JKCIIEPUMEHTA TMOKa3aJIH, YTO, MO CPpaBHEHUIO ¢ KOHTPoJbHBIM IgG1-Fc, YN-006 u yromunymad
MOTyT 3P PEKTUBHO HHTHOUPOBATH POCT OMYXOJIU, U CTOUT OTMETHTb, YTO MPOTHBOOMYXOJIEBbIH
s¢ppext YN-006 sBnsiercss Oosiee 3HAUMMBIM, YeM Y yTOMIIyMa0a (Harmpumep, Kak MoKa3aHO Ha
¢ur. 7).

INPUMEP 14: KoncrpyupoBaHnue Oucnenuduueckoro anrurena nporus PD-
L1/CD137 YN-007

[00229] T'em mnepBoro mnonumenTHaa OWCHEUUUECKOro aHTUTENa mpoTuB PD-
L1/CD137 YN-007 KOHCTPyHpOBaJ M CHOCOOOM MOJEKYJSIPHOTO KJIOHUPOBAHHS, TaKUM Kak
[P ¢ gocTpoiikoii mepeKpPhIBAIINNXCS YIaCTKOB, CAaUT-CreU(pUIeCKHii MyTareHe3 Win T.10. ¢
UCTIOJIb30BAHUEM T'eHa Tsikenol nenu anturesna npotus PD-L1 YN-003 u reHoB Tsikenoi nenu
u jerkod nenu aHtutena npotuB CD137 uenosexka YN-006, m KJIOHHpPOBAdU MOCPEACTBOM
koMOuHaumu B BekTope pCMVIgG1AEM, nBaxnsl pacuieruieHHoM ¢ iomombio Agel u BamHI,
17151 KOHCTPYUPOBAHUS 3KCIIPECCUPYIOLIETr0 BeKTopa nepsoro nonunentuaa YN-007.

[00230] I'en BrOporo nojunentuaa YN-007 sABiseTcss TEM Ke, UTO U T'eH JIETKOU LenH

YN-003. Dxkcnpeccupyromuii BekTop BTOporo nojunentuaa YN-007 sBiseTcs ONUCAHHBIM
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BbIIlI€ CKOHCTPYUPOBAHHBIM 3KCIIPECCUPYIOLIUM BEKTOPOM Jierkoil uenu YN-003.

[00231] Ilocne mpaBUIBHOTO CeKBEeHUpOBaHUs KjeTku 293F korpancummpoBaniu C
MIOMOIIBIO 3KCIPECCUPYIOLINX BEKTOPOB MEPBOTO IMOJUIIENTHAA U BTOPOrO MOJUIENTHAA IS
TPAH3UTOPHON HKCIPECCHH U OYUIIAIHN C IOMOILIBIO KOJIOHKH C NMPOTEMHOM A JUISl TOJTYy4eHUs
oucneruduueckoro anrurena nporus PD-L1/CD137 YN-007.

[00232] HykneoTruaHas NOCIENOBATENBHOCTb, KOAUPYIOIIAs TEPBBIA IOJUNENTU
anturena YN-007, npusenena B SEQ ID NO: 29, u aMHHOKHCIOTHas MOCJIENOBATENbHOCTD
nepsoro mnosunentuaa anrturena YN-007 mpusemena B SEQ ID NO: 30; nykneoruaHas
MOCJIEIOBATEIbHOCTD, KOMUPYIOIasi BTOpoil monunentuyn anrurena YN-007, nmpusenena B SEQ
ID NO: 16, 1 aMUHOKUCIIOTHAST TIOCIEAOBATENBHOCTh BTOPOTO nojiurnentuaa anrurena Y N-007
npuseneHa B SEQ ID NO: 15.

INPUMEP 15: Onpepenenue appuHHOCTH CBSI3bIBAHMA Oucnenudu4ecKoro
anTuresa nporus PD-L1/CD137 YN-007

[00233] AddunHOCTD cBA3BIBaHMA Oucnennduyeckoro anturena nporus PD-L1/CD137
YN-007 ¢ pexomOburanTHEIM OenkoM PD-L1-Fc yenoseka u pekomOunanTasM PD-L1-Fc mMpimun
U3MEPSUT C TIOMOLIBIO aHATU3aTOpa MOJIEKYJSIpHbIX B3ammopericteuii (Octet RED384,
npuodperenHoro B Pall ForteBio Analytics Co., Ltd.). PexomOunanTHelii Oenoxk PD-L1-Fc
yenoBeka U pexkomOmHaHTHBIH PD-L1-Fc wmbpimu merwnu Ouotunom  (cynbdo-NHS-LC-
onotnaom EZ-Link, Pierce, 21327). Kuneruky cBS3bIBAaHUS aHTUT€HA-aHTUTENA AHATTM3UPOBAIIN
C TIOMOIIBK TEXHOJOruH OuocnoiHoH uHTeppepomerpun (BLI) ¢ wucnonp3oBaHuem
aHanmu3aTopa MoJekyJsipHelx B3aumopeictBuil (Octet RED384, mpuoOperennoro B Pall
ForteBio Analytics Co., Ltd.) u Oydepa PBS, conepxamero 0,1% BSA u 0,02% Tween 20.
BUOTHH-CBS3aHHBIN aHTUTEHHBIN OeJIoK B KOHUeHTpaiuu 50 HM ¢ukcupoBaiu Ha ceHcope SA
(Pall ForteBio Analytics Co., Ltd.) u cBsa3biBanu npu 1500 06./mMuH. B TeueHue 10 MUHYT; 3aTem
€ro CBSI3bIBAJIM C PAa3BEJEHHBIM B J1Ba pa3a pacTtBopoM aHturesna YN-007 mpu 1500 00./muH. B
tedeHrne 10 MUHYT, W HaKOHeL moaBepranu auccouuauuu npu 1500 o6./mMuH. B Teuenue 10
MuHyT. [lonydeHHble pe3yabTaThl OyayT AaHAJU3UPOBATH C TIOMOLIBED) MPOrPAMMHOIO
obecnieuennst Octet Data Analysis 9.0 (Pall ForteBio Analytics Co., Ltd.) ansa mony4yenus Kp,
Kon (1/Mc) 1 Ko (1/¢).

[00234] Pesynbratel usMepenus: adpduuHoctu ces3piBaHus YN-007 ¢ PD-L1-Fc
YeJIOBEKa MPHUBEACHBI B TaOIHIIE 6.

[00235] Pesynbrarsl u3mepenust apdurnoctu cesazbiBarus YN-007 ¢ PD-L1-Fc mpimm
npuBeAeHbI B Tabmume 7.

Tabmuua 6. Ad¢duHHOCTD CBs3bIBaHUS OHCTIEUN(UYECKOr0 aHTUTENna MpoTuB PD-
L1/CD137 YN-007 ¢ PD-L1-Fc yenoseka

AHTHuTesno PD-L1-Fc yenosexka-Ouotun
YN-007 1,13x10° 5,92x10™ 525%x10"

Tabmuua 7. AdduHHOCTD cBA3bIBaHUS Oucrnennpuveckoro aHTurena MnpotuB PD-
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L1/CD137 YN-007 ¢ PDL1-Fc mbimu

AHTuTesno PD-L1-Fc Mbiu-0uotud
kon (1/MC) koff (l/C) KD (M)
YN-007 8,1x10° 1,09x10~ 1,34x107

[00236] AddunHOCTD CBA3BIBaHUS Oucnenuduyueckoro anrturena nporus PD-L1/CD137
YN-007 ¢ pekomObunauTHbM Oekom CD137-His 4yenoBeka u3Mepsuiv ¢ MOMOIIBIO aHAJIH3aTOpa
moJiekyJsipHbix B3aumonericteuii (Octet RED384, npuobperenHoro B Pall ForteBio Analytics
Co., Ltd.). Kunetuky CBsI3bIBAaHHSI AaHTUT€HA-aHTUTEJIA AHATU3UPOBAIIN C MTOMOIIBIO TEXHOJIOTUU
ouocnoiinoit uHTepdepomerpun (BLI) ¢ wucnonp3oBaHHMEM aHAIM3aTOpPa MOJIEKYJISIPHBIX
B3aumozneiicteuii (Octet RED384, npuobperennoro B Pall ForteBio Analytics Co., Ltd.) wu
oydepa PBS, conepskamero 0,1% BSA u 0,02% Tween 20. Aututeno B koHnenrpauu 50 HM
¢ukcupoau Ha cercope AHC u csazbBanu npu 1500 06./MUH. B TeueHHE 5 MUHYT; 3aT€M €r0
CBSI3bIBAJIN C Pa3BEACHHBIM B JBa pPa3a pPacTBOPOM PEKOMOMHAHTHOTO AHTUTEHHOro Oenka
CD137-His genoseka (100, 50, 25, 12,5, 6,25, 3,125, 1,56 uM) npu 1500 06./mMuH. B TeueHue 5
MUHYT; ¥ HaKOHel nojsepraiu aucconnanuu 1500 06./muH. B Teuenue 10 munyt. Cencop AHC
pereHepupoBaid TOCPEACTBOM HMITYJBCHOIO BBEIEHUS TIJIMIHMHA, a 3aTeM HCIIOJIb30BAN
noBTopHO. IlonyueHHble pe3ynbTaTel OyAYyT aHAJIM3MPOBATH C MOMOIIBI IMPOrPAMMHOIO
obecnieuenns Octet Data Analysis 9.0 (Pall ForteBio Analytics Co., Ltd.) ans Beraucnenus cuibsl
CBSI3BIBAHUSI MEXKTy aHTUTCHOM U aHTHuTeIoM 1t ostyueHus: Kp, Koy (1/Mc) u Kog (1/¢).

[00237] PesynbraTsl u3mMepeHus apUHHOCTH CBA3BIBAHUS OUCTenN(UIECKOr0 aHTUTENa
npotus PD-L1/CD137 YN-007 ¢ CD137 yenoBeka npuseneHs! B Tadbnure 8.

Tabmuua 8. AddunHOCTD cBA3bIBaHUS Oucneunpuveckoro axHturena npotus PD-
L1/CD137 YN-007 ¢ CD137-His uenoseka

AHTHTENO CD137-His uenoBeka
Kon (1/Mc) Kot (1/C) Kp (M)
YN-007 8,96x10" 9,83x107 1,1x107

IMPUMEP 16: Co3peBanue appunnoctu anrurena nporus PD-L1 YN-003

[00238] KounctpyupoBanu mnpailiMep Ajs KOHCTPYHPOBAHHSI TI'€HAa OJHOLIETIOYEUHOTrO
antutena (ScFv) w3 anmtutena mporuB PD-L1 YN-003 nocpenctsom IILP ¢ moctpoiikoit
NEePEKPBIBAIOIINXCS (PPAarMEHTOB, KJIOHHPOBAIH B (arMuanbiii BekTop pDF u o0o3Hauanu kak
ScFv  pDF-YN-003. ScFv pDF-YN-003 wucnonp3oBaiu B Ka4yeCTBE MATPULBI IS
KOHCTPYHPOBAHHS BBIPOXKAEHHOrO Tpaimepa Uit paHngomusanuu 6 obmacreii CDR (Bkirouast
HEKOTOpbIe AMHUHOKHCIOTHBIE ocTaTku B oOjacTsx CDR m oTaenbHble aMHUHOKHUCIOTHBIE
ocratku B obmactsix FR, cmexnbpix ¢ obmactssmu CDR) anturena YN-003 mocpencrsom ITLP ¢
IOCTPOMKON NepeKPhIBAOINNXCS (PPArMEHTOB, COOTBETCTBEHHO (KakK MOKa3aHo Ha ¢ur. 8).

[00239] PanpmommusupoBannbie mo obmactu CDR ¢parmentsl reHa scFv, monmy4eHHble
nocpencrsoM [P ¢ mocTpoiikoli mepekpbIBaOIUXCs (ParMeHTOB, ABAKABI PACLICTUIUIA C
nomompto BssHII u Nhel, a 3arem nuruposanu ¢ ¢armunaeiM BekTopoM pDF, nBaxbl

pacmerieHHbM ¢ nomoinbio BssHII m Nhel. 1 Mxr mponykra JaurupoBaHHMs HOABEprasiu
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3JIEKTPONOpALMK B 3JeKTpokomneTeHTHble kieTku TGl u mokpeBamu um yamky 2YTH+AG
MocJie MHOXKECTBEHHBIX pasBeneHui. Ha crnenyrommii neHb ¢ 4amku cockpedamu "ra3oH" u
nepeocunn B 300 ma cpeabnl 2YT+Amp. Knetku xynstuupoBanu npu 37°C no OD
npubnusutensHo 0,8. JloOaBnsanu xennepHblii (ar M TIIATENbHO CMEIIWBAIN, OTCTAUBAIU B
teuenne | yaca u nodasismu IPTG B koHeuHo# koHIeHTparmu 1 MM 1 50 MKI/MIT KaHAMHULIMHA
u BerpsixuBaigu npu 30°C B Teuenume Hounm. Ha cnenyroimuii AeHb CymnepHAaTaHT CcOOMpasH
HIOCPEeACTBOM LeHTpudyruposanus u ¢puibrposanu depe3 Guiabtp 0,45. K ocaxxnennomy dary
nobasysun 1/5 oobema PEG-NaCl u nenrpugyruposanu mis cbopa ocanka. Mcnomns3osanu 1/10
obwvema PBS mist pecycnennupoBanust ocanka u usmepsuin OD260 ans seraucnenusi BOE ¢ara.
Iponykt xpanmmu npu 4°C. @aroByro OMONIMOTEKY aHTHTEN MOKHO HCIIOJIB30BATh HAIMPSIMYIO
JUTSI TOCNIEAYIOLIEro M3HHUHTA.

[00240] benok PD-L1-His uenoseka (Origincell Therapeutics Co., Ltd.) ucnons3oBanu B
Ka4yecTBE AHTUICHA Ui COPTUPOBKM YyKa3aHHOH Beimie (aroBoit Oubnmorexku antuten. B
npobupkax mist ELISA 6ydep CBS ucnonp3oBanu mist mokpeiBadus antureHom PD-L1 (1 min) B
koHueHTparun 100 HM (niepBblif u BTOpO# paynn) wim S HM (Tpetuii paysn) npu 4°C B TedeHne
Houu. Ha cnenyromuii nens 2 mut Oydepa PBS, coneprxamnero 10% o6e3xupeHHOE MOPOILITKOBOE
MOJIOKO, UCTIOJNB30BaJH AJisi OjokupoBaHus nmpobupku. obasnsim 1 mu Oi1okupoBaHHOTO (para
B MPOOMPKY U MHKYOMPOBaNM B TeYeHHE | 4. mpU KOMHATHOU Temneparype; npomeisaan PBST
20 pa3 (nepsoiit paynn), 50 pa3 (Bropoii paynn) uiu 100 pa3 (tperwit paynn). Jobasmsumm 800
Mk Oydepa Gly-HCI (pH 2,2) nns smonmm u He3amennurenbHo nodasmsim 400 Mk Oydepa
Tpuc-HCI (pH 8,0) nns wmeitrpanusaunun. Ero pobasmsmm k 20 ma E. coli TGl B dase
norapudmuyeckoro pocra ¢ OD npubmmsurensro 0,8, TIIATENbHO CMEIINUBAIA U OTCTAUBAJIU
npu 37°C B teyenue 1 4. OtOupanu 500 Mk Ui onpeneneHus: TUTpa ¢ara U UCHOIb30OBAIH
TJIMLEPUH AJIS 3aIUThl MUKPOOPTaHu3MOB. OCTaBLIVIOCS MUKPOOHYIO JKUAKOCTh PaCTIpenesisin
no vamke U uHKyOmposamu npu 37°C B mHKyOarope B TedeHue Houu. Ha crnepyromuii neHb
MUKpPOOPraHU3Mbl Ha IUIaHIIEeTe U HMHOKynuposBaiu B 80 mu cpeapl 2YTAmp B HEKOTOpOWH
nponopuuu ans poctiwkenus OD 0,2. Cmech MHKYOUpPOBaIM B T€UEHUE HECKOJBKHX YaCOB IO
noctwkenust OD 0,8, JloGasnsmm 160 Mxyn xenmepHoro (hara, TINATENbHO CMEIIUBAIH U
orcrauBamu mnipu 37°C B Teuenue 1 u. JloGammsyiu PTG u aHTHOMOTHK KaHAMWIMH W
UHKYOMpoBamu npu BeTpsixuBaHuu npu 250 00./mun n 30°C B Teuenune Houn. CynepHaTaHT
cobupamu u oOpabareiBamu  pactBopom PEG/NaCl nns  ocaxknmeHust ¢ara, KOTOPBIM
pecycnenaupoBasiii B 1,5 mn Oydepa PBS. PecycnennupoBaHHOro ¢ara HCHONB30BATH IS
CJIEAYIOLIETO payHAa CKpUHHHTa ¢ oboramenueM. Ilocne 3 payHIOB COPTHPOBKH HaOIFOAAIH
3HauuTenpHOe oboramenne. COpTUPOBAHHBIX (PAroBBIX KJIOHOB AHTHTENA HIESHTH()HULIUPOBAIH
nocpenctsoM ELISA: 6enmkom PD-L1-His yenoBeka moOkpbiBaiu 96-TyHOUYHBIN IUIAHIIET AJIS
ELISA B xoruenTparun 1 Mxr/mia npu 4°C B TeueHne HOUM. 3aTeM Hecnenn(pUIeCKHe yIacTKU
cBsi3biBaHUs OnokupoBaiu 10% o0e3kupeHHBIM MOPOIIKOBBIM MosIOKOM. Ilocne mocratodHoit
NPOMBIBKA CYIIEPHATAHT MOHOKJIOHAJBHOrO (para m00aBimsimu B 96-TyHOUHBIH IUTAHLIET U
uHKyOouposanu npu 37°C B Teuenue 2 yacos. ITocne TmarenbHOM npombiBku podasmsiin HRP-

meueHoe antureno nporus M 13 (GE Healtcare, 27-9421-01) u npoBoaumu peaxuuto ripu 37°C B
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tedeHue 45 muHyT. [locne TmartensHON mpombiBKH Aobasnsaian TMB st nposiBieHust nBeta u
MPOBOJUIIN DPEAKLUI0O TNPU KOMHATHOM Temmeparype B TedeHue 5-10 muuyT. M HakoHer,
peaKLU0 OCTaHABJIMUBAIN CepHON kucnoTol. 3HadeHue OD B kaxnoil nyHke usmepsnu npu 450
HM U JUI CEKBEHUPOBAHMs BBIOMpanu (paroBblil KJIOH aHTHTENa C Ooyiee BBICOKUM 3HAYEHHUEM
ODA450. IToce moay4eHus! MOCIeNOBATENIbHOCTEH TeHOB BapHabeabHOH 001aCTH TSHKENION Lenn
M JIETKOM Lenmu KaXAOro KJIoHa (aroBoro aHTHUTENa, Kaxkzaoe (aroBoe aHTUTEIIO
PEKOHCTPYHPOBAJIM B BHJE NMOJHOpa3MepHoro antutena IgG1l,A: KoHCTpynpoBanu mpaimep At
ocywmectenenust [1IP-ammmpukanmn VH kaxnoro kioHa ¢arosoro anturesna u nponykt [P
KJIOHUPOBAJIM TOCPEACTBOM pPEKOMOMHAIIMM B JKCIPECCHPYIOIUN BEKTOP TSIKENIOH LIemH
anturena pCMV-IgGINDL, nBaxael pacumeruieHHsli ¢ nmomombio  Agel u  Sall
Koncrpyuposanu npatimep st ITHP-ammmmdukanuun VL kaxnoro kioHa (aroBoro aHTurena, u
npoaykt I[P kIoHMpOBaNIU B 3KCIPECCUPYIOIMIUN BEKTOp Jierkou memu antutena pCMV-A,
aBaKAbl pacieruieHHbli ¢ momombio Agel u BsiWL Ilocne mpaBHIBHOTO CEKBEHHPOBAHUS
kyetkd 293F KOTpaHCHUIUPOBATH € MOMOIIBI 3KCIPECCUPYIOIUX BEKTOPOB IJISL TSIKENIOH
LeNy W JIETKOW LeNu KaKAOr0 aHTHUTENa MJid TPAH3UTOPHOW Jkcrpeccun. YUepes 7 nHen
KYJIbTUBHPOBAHUSI B OECCHIBOPOTOYHOH cpene, COOMpad CyNepHATAHT KYJIbTYpPbl KJIETOK H
OYHINAIN C TIOMOIIBIO KOJIOHKH C MPOTEUHOM A sl mojydeHus: Oenka anturena. OuuineHHOe
AHTUTEJIO JUAIU30Balu ¢ MoMolbo PBS 1 B KOHEUHOM UTOre KOJMUECTBEHHO aHAJIU3UPOBAJIH C
noMoinpro Habopa mans anamuza Oenka BCA  (Pierce, 23225). Ad¢duHHOCTD CBS3BIBAHUS
YKa3aHHOTO TIOJTHOPa3MEPHOro aHTUTeNda ¢ pekoMOuHaHTHBIM Oenmkom PDL1-His dyemoseka
(Origincell Therapeutics Co., Ltd) ¢ wucnongp3oBaHHMEM aHAJINU3aTOPa MOJIEKYJISIPHBIX
B3anmozeiicteuii (Octet RED384, mpuobperennoro B Pall ForteBio Analytics Co., Ltd.).
Kuneruky CBs3bIBaHUSI AHTUICHA-AaHTUTENA AHAJIU3UPOBAIM C IOMOLIBK TEXHOJIOTUU
Ouocnoitnoit uHTepdepomerpun (BLI) ¢ wucmonb3oBaHHMEM aHATU3aTOpa MOJIEKYJISIPHBIX
B3aumopericteuii (Octet RED384, npuobperennoro B Pall ForteBio Analytics Co., Ltd.) u
Oydepa PBS, conepskaiero 0,1% BSA u 0,02% Tween 20. Aututeno B koHueHTpauu S0 HM
¢ukcupoBann Ha ceHcope AHC u cBszpiBanm npu 1500 00./MUH B TeueHHe 5 MHHYT, 3aTeM
CBSI3BIBAJIM C PA3BEIEHHBIM B JIBa pa3a pacTBopom antureHa (50, 25, 12,5, 6,25, 3,125, 1,56 aM)
¢ 7 rpaaueHTaMu KOHIeHTpauuu npu 1500 00./MUH. B TeUeHHE 5 MUHYT, U HAKOHEI] MO/IBEPTaIH
muccormaruu 1500 06./muH B Teuenue 10 munyt. Cencop AHC perenepupoBain mocpeacTBOM
UMITYJIbCHOTO BBEIEHUs IIMIIMHA, a 3aTeM HCIOJb30BalIN MOBTOPHO. IloyueHHbIe pe3ynbTaThl
OyayT aHaIM3UPOBATH C MOMOIIBIO TporpammHoro obecrneuenust Octet Data Analysis 9.0 (Pall
ForteBio Analytics Co., Ltd.) ansa nonyuenus Kp, Ko, (1/Mc) u Ky (1/¢). [Tocne ckpuHuHra
NOJIyYeHHbIE MYTAHTHbIE KIOHbI C TIOBBIIEHHOH ap@QUHHOCTBIO TOYEUHBIE MYTALHU
AMHHOKHUCJIOT C TOBBIEHHOW adduHHOCTBIO B pasHbix obmacTsax CDR kxomOuHHpoOBamm
cnocobamu, Takumu kak [ILP ¢ moctpoiikoit nmepekpbiBaromuxcst (parMeHTOB, a 3aTeM OeloK
aHTHUTENAa SKCIPECCUPOBAIM UM OYMINANM YKA3aHHBIM BBIIIE CIIOCOOOM U ONpPenessiin
apdunnOCTh. IlOCe MHOXKECTBA PayHAOB CKPUHHUHIAa W KOMOWHALMM JIyYIIHE€ 5 MYyTaHTHBIX
kjoHOB aHTuTena YN-003 ¢ Beicokoi adduHHOCTBIO OOO3Ha4amu kak aHtureno YN-035,

a"nturesio YN-036, antureno YN-037, autureno YN-038 u antureno YN-039, COOTBETCTBEHHO.
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3naueHns apUHHOCTH S5 aHTUTEN, MOJYYEHHBIX YKa3aHHBIM BBIIIE CIOCOOOM, NMPUBEICHBI B
tabmuue 9. Pesynprarhl mokasanu, yto apduaHOCT, aHTuTena YN-035, anturena YN-036,
anturena YN-037, anturena YN-038 u anturena YN-039 Obla BbIlIe, 4eM y aHTUTEN MPOTUB
PD-L1 arezonu3zymada u aBenymada.

Tabnuua 9. Apdunnocts cesizpiBanus antutena npotus PD-L1 ¢ PD-L1-His yenoseka

Anture | PD-L1-His uenoBeka
JI0 Kp (M) Omunbdka Kon (1/Mc) | Omubxka Kot (1/¢) Owmwnbk | IMonn
Kp Kon a Kogr BIN
RA2
Ateson | 9,16x10° | 8,79x10"* |3,78x10° | 1,95x10° |3,46x10" |2,80x10 | 0,998
msyma6 | ' o 4
Aseny | 1,03x107 [ 9,20x10"% [2,96x10° | 1,31x10° |3,05x10" |2,37x10 | 0,999
Mab o 1
YN- 452x10° | 3,54x107° [ 427x10° | 1,16x10° | 1,93x10" | 1,42x10 | 0,999
035 10 o 5
YN- 4,74x10" | 4,95x107 |3,69x10° | 1,22x10° | 1,75x10" | 1,73x10 | 0,999
036 10 o 4
YN- 3,82x10° | 5,66x107° |[3,55x10° | 1,36x10° | 1,36x10" | 1,94x10 | 0,999
037 10 o 1
YN- 4,47x10° | 4,61x107 |3,50x10° | 1,05x10° | 1,56x10" | 1,54x10 | 0,999
038 10 N 5
YN- 4.85x10" | 4,41x107° |3,56x10° | 1,02x10° | 1,73x10" | 1,49x10 | 0,999
039 10 N 5

[00241] AMHHOKHCIIOTHASI TTOCJIEAOBATEIbHOCTh BapraOeIbHONU 00JaCTH TSKENION emnH
aaturena YN-035 (VH YN-035) mnpusemena B SEQ ID NO: 31, aMHHOKHCIOTHas
MOCJIEIOBATEIPHOCTh TsDKeNol uenu antutena YN-035 mpusemena B SEQ ID NO: 32,
AMUHOKHCJIOTHASI TIOCJIEIOBATEIPHOCTh BapuadenbHON obnacTu jierkoi nernu anturena YN-035
(YN-035 VL) mpusenena B SEQ ID NO: 33, u aMUHOKHUCJIOTHASI TIOCJIENOBATEILHOCTD JIETKOM
uenu antutena YN-035 npusenena B SEQ ID NO: 34.

[00242] AMUHOKHCIIOTHASI TTOCJIEAOBATEIPHOCTh BapradeIbHONW OOJACTH TSKENION e
antutena YN-036 (YN-036 VH) mnpusenena B SEQ ID NO: 35

MOCJIEIOBATEIPHOCTh TsDKeNoN uenu antutena YN-036 npusenena B SEQ ID NO: 36,

, AMHHOKHCJIOTHAs
AMUHOKHCJIOTHASI TIOCIIEIOBATEIFHOCTh BapuadenbHON obmacTy jerkoi nernu anturena YN-036
(YN-036VL) npusenena B SEQ ID NO: 33, u aMHMHOKHCJIOTHAs MMOCJIEOBATEIIbHOCTD JIETKOM
nenu antutena YN-036 npusenena B SEQ ID NO: 34.

[00243] AMHHOKHCIIOTHASI MTOCJIEAOBATEIPHOCTh BapraOe bHON O0JIACTH TSDKEJION IerH

aaturena YN-037 (YN-037 VH) mnpusemena B SEQ ID NO: 35, aMHHOKHCIOTHas

2
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MOCJIEIOBATEbHOCTh TsDKeNoN uenu antutena YN-037 npusenena B SEQ ID NO: 36,
AMUHOKHCJIOTHASI TIOCIIEIOBATEIFHOCTh BapruadebHOl 00acTu jerkoi uenu anrurena YN-037
(YN-037VL) npusenena B SEQ ID NO: 37, u aMUHOKHCJIOTHAs MMOCJIEAOBATEIbHOCTD JIETKOM
nenu antutena YN-037 npusenena B SEQ ID NO: 38.

[00244] AMHUHOKMCIIOTHAsI TIOCJIEAOBATEILHOCTh BaprabebHOM 00MacTu TsKesasi Lelb
antutena YN-038 (YN-038 VH) mnpusenena B SEQ ID NO: 35, aMUHOKHCIOTHas
MOCJIEIOBATEIbHOCTD TspKeJol menu antutena YN-038 mpusenena B SEQ ID NO: 36,
AMUHOKHCJIOTHAsI TTOCJIEA0BATEIPHOCTh BapuabebHON 00nacTu jierkoi nernu anturena YN-038
(YN-038VL) npusenena B SEQ ID NO: 39, u aMMHOKHCJIOTHAs MOCJIEIOBATEIbHOCTD JIETKOM
uenu antutena YN-038 npusenena B SEQ ID NO: 40.

[00245] AMUHOKHCIIOTHASI TIOCIENOBATENLHOCTh BapradeIbHOM OONACTH TsDKeNas Ielb
aaturena YN-039 (YN-039VH) mpusenena B SEQ ID NO: 35, aMHHOKHCIOTHas
MOCJIEIOBATEIPHOCTh TsDKeNoN 1enu antutena YN-039 mpusemena B SEQ ID NO: 36,
AMUHOKHCJIOTHASI TIOCJIEAOBATEIFHOCTh BapuadebHOI obmacTu jerkoi nemnu anturena Y N-039
(YN-039 VL) mpusenena B SEQ ID NO: 41, u aMUHOKHCJIOTHAsI TIOCJIEOBATEILHOCTD JIETKOM
uenu antutena YN-039 npusenena B SEQ ID NO: 42.

[00246] Ha ¢ur. 9 moka3aHO BbIpaBHMBAHHE aMHUHOKHCIOTHBIX ITOCIIEIOBATEIbHOCTEM
BapuabeNnbHBIX O0NAaCTe TSDKENOHM Lenu MW COOTBETCTBYIOIIMX —IIOCJIEAOBATENbHOCTEH
3apoabimieBoii auHUM aHTUTen YN-003 m YN-035-YN-039, rme mnomuepkHyTtsl CDR,
onpenenenHeie crocobom Kabat. Ha ¢ur. 10 mokazaHo BbIpaBHUBaHHE AMUHOKHUCJIOTHBIX
NOCJIEIOBAaTENbHOCTEH  BapualOenbHbIX  OONacTel JIerkoW IeMM W COOTBETCTBYIOIIMX
nocyenoBaTeabHOCTeN  3apoabiieBol ysuHuu aHTuTen YN-003 u YN-035-YN-039, rme
noguepkHyTel CDR, onpenenennbie crnocobom Kabat. M3 HHMX, aMHHOKHCIOTHas
nocnenosarenbHocTe  HCDRI1 - antutena YN-003 mnpusenena B SEQ ID NO: 46,
amuHoKucnotHas nocienosarenbHoctb HCDR1 YN-035-YN-039 npusenena B SEQ ID NO: 47
aMuHOKHCIIOTHas mnochnenoBarenbHocTh HCDR2  anturena YN-003 w  aMUHOKHCIIOTHAs
nocnenoBatebHocTh HCDR2 antuten YN-035-YN-039 mpusegena B SEQ ID NO: 48;
amMuHokucyoTHast nocneaoarenbHocTh HCDR3 YN-003 mpusenena B SEQ ID NO: 50;
amMuHokucNoTHast nocienoBarenbHOocTh HCDR3 YN-035 mpuenena B SEQ ID NO: 51; u
amuHokucnoTHas nocnenosarenbHocTb HCDR3 anturen YN-036-YN-039 npusenena B SEQ ID
NO: 52.

[00247] AmunokucnotHas nociaenosarenbHocTh LCDR1 anturena YN-003 npusenena B
SEQ ID NO: 54, amunokucinorHas mocienoBareabHocTh LCDR1 anturen YN-035-YN-036
npuseaeHa B SEQ ID NO: 55, amunokucnorsas nocnenoBarenpbHocte LCDR1 anturena YN-
037 npusenena B SEQ ID NO: 56, amunokucnorHas nocienosarenbHocte LCDR1 anturena
YN-038 mpusenena B SEQ ID NO: 57, amunokucinotHas mnocienoBatenbHocTh LCDRI
anturena YN-039 mpusenena B SEQ ID NO: 58; aMMHOKHUCIOTHas MOCJIE€I0BATENbHOCTD
LCDR2 anturena YN-003 u anturen YN-035- YN-036 mpusenena B SEQ ID NO: 60,
amuHoOkucnoTHas nocnenosarenbHocTb LCDR2 anturen YN-037-YN-039 npusenena 8 SEQ ID

NO: 61; amunokucnorHas nocneaosarenabHocTs LCDR3 anturena YN-003 npusenena B SEQ
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ID NO: 63; u amuHokucjotrHas mnocienoBaTeabHocTb LCDR3 antuten YN-035-YN-039
npuseneHa B SEQ ID NO: 64.

[00248] Ces3biBaromast akTUBHOCTb antuten npotus PD-L1 YN-035, YN-036, YN-037,
YN-038, YN-039 ¢ PD-L1 uyenoBeka ompenensyii NOCPEACTBOM NMPOTOYHONH LIUTOMETPUU. K
1x10%mn knerok CHO, cTabuiibHO skcnpeccupyromux PD-L1 yenoBeka, 1o0aBnsiin OTaeNbHbIE
pa3sBeneHHble B 1Ba pasza aHtutena nporuB PD-L1. Cmech TimaTtenbHO cMemmBaiu u
unkyouposamu npu 4°C B Teuenue 1 u. Ilocie mpombiBku kietok nodasmsimu F(ab'), ko3bl
nporuB IgG-Fc yenoseka (DyLight 650) (ab98593, Abcam) u unkyOupoBamu mnpu 4°C B
teyerre 30 muH. [locie MPOMBIBKH KJIETOK OIpPENEssiIi MWHTEHCHBHOCTH (DIIYOPECIEHIIMH C
nomotipo nporoyHoro nuromeTtpa (Intellicyt iQue Screener). PesynbraThl 3KCIEpUMEHTA
nokaszanbl Ha ¢ur. 11: Bce m3 YN-035, YN-036, YN-037, YN-038, YN-039 moryT 3¢ dexTruBHO
cBs3biBaThes ¢ kietkamu CHO, skcnpeccupyromumu PD-L1 yenoseka.

[00249] MHruburopuyto crnocodHocTs antuten npotuB PD-L1 YN-035, YN-036, YN-
037, YN-038, YN-039 B otHomennn PD-L1 wuenoBeka/PD-1 udenoBeka ompenensy
NOCPENCTBOM MpoTouHON ruromerpun: 6enok PD-1-Fc wenoseka (Origincell Therapeutics Co.,
Ltd.) mermwnmu Ouorunom (cynbdo-NHS-LC-6uornnom EZ-Link, Pierce, 21327). PD-1-Fc
YeJTOBEKA, MEUCHbIH CyOHACHIEHHON KOHLEHTpalre GroTnHa, nobasmsum k 1x10%/mn kierok
CHO, crabunbno skcnpeccupyromux PD-L1 denoseka, a 3aTeM He3aMeIIUTENBHO TOOABIISIIH
OTZIeNbHBbIE Pa3BEIEHHBIE B /IBA Pa3a aHTUTEINA, TIIATEIbHO CMELTNBaIN 1 HHKyOuposamu (4°C, 1
4.). ITocne mpombiBku KkieTok noOamisnn koHbrorat crpentaBuauH R-PE (Life Technology,
SA10041) u wunkyompoBamu (4°C, 30 wmwmH). Ilocne mNPOMBIBKM KIJIETOK ONpEAEsn
WHTEHCUBHOCTD (hJIyOpEeCLEHINH ¢ moMouIbio nporounoro nuromerpa (Intellicyt iQue Screener).
PesynbraThl s5KCcniepuMenTa rnokasassl Ha ¢ur. 12: Bce u3z anruren nportus PD-L1 YN-035, YN-
036, YN-037, YN-038, YN-039 moryT 3¢ ¢exkTHBHO HHI'MOMpOBaTh cBsi3biBaHue PD-1 uenoseka
¢ xknerkamu CHO, sxcnpeccupyromumu uenosek PD-L1.

[00250] CeszpiBaroinyro akTuBHOCTH aHTUTeN npotuB PD-L1 YN-035, YN-036, YN-037,
YN-038, YN-039 ¢ PD-L1 wmpinmm ompenensiiid MOCPEACTBOM IMPOTOYHON LUTOMETPUU: K
1x10%mn kneroxk CHO, crabmibho skcrpeccupyromux PD-L1 Mblimn, 106aBisuii OTAeIIbHbIE
pa3sBeneHHble B ABa pasza aHtutena nporuB PD-L1. Cmech TImarenpHO CMEMIUBAIH U
uHkyouposamu npu 4°C B teuenne 1 4. Ilocne mpombiBku kietok noOasnsuim F(ab'), ko3bl
nporus IgG-Fc wenoseka (DyLight 650) (ab98593) u unkyouposanu npu 4°C B Teuenue 30
muH. [locne NMPOMBIBKH KIIETOK OIPENeNsid WHTEHCUBHOCTh (DJIyOpeCHeHIHUH € TOMOLIBO
nporounoro muromerpa (Intellicyt iQue Screener). Pe3ynbraThl 3KCHEeprMeHTa MOKa3aHbI HA
¢ur. 13: Bce u3 YN-035, YN-036, YN-037, YN-038, YN-039 moryT 3¢()eKTUBHO CBSI3bIBATHCSI
¢ kierkamu CHO, skcnpeccupyromumu Moinbs PD-L1.

[00251] Muaruduropuyro crnocodHocTh antuten npotuB PD-L1 YN-035, YN-036, YN-
037, YN-038, YN-039 B orHomenuun PD-L1 mpimnu/PD-1 mblmu onpenensui MoCpencTBOM
nporouHoii nuromerpuu: PD-1-Fc mbimm (Origincell Therapeutics Co., Ltd.) metnnu 6noruHom
(cynpdpo-NHS-LC-6notunom  EZ-Link, Pierce, 21327). PD-1-Fc MbImou, MedeHbIH

CyOHACBILIEHHONW KOHLEHTpauueli OMOTHHA, MOOaBISUIH K 1x10%mn xnerok CHO, craGumbHO
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skcnpeccupyrommx  PD-L1  Mblmu, a 3aTeM He3aMeIINTENbHO JO00aBJISUTH  OTHEbHBIC
pa3BeIeHHbBIC B IBA Pa3a aHTUTENA, TIIATeIbHO cMeluBain U nHKyOuposanu (4°C, 1 u.). ITocne
NPOMBIBKU KjeTOok nobasnsimu konwtorat crpentaBuauH R-PE (Life Technology, SA10041) u
unkyouposBamu (4°C, 30 wmwmnu). Ilocme mNPOMBIBKM KJIETOK ONpPEAENsUIM HHTEHCUBHOCTD
bayopecueniuu ¢ nomoupio nporounoro ruromerpa (Intellicyt 1Que Screener). PesynmbpraTs
nokaszanbl Ha ur. 14: Bce uz antuten nporus PD-L1 YN-035, YN-036, YN-037, YN-038, YN-
039 moryT 3¢ dexTnBHO HHrHOUpPoBaTh cBsA3biBaHue PD-1 Mbimum ¢ kiaerkamu CHO, crabunbHo
skcrnpeccupyromumu PD-L1 mpiu.

INPUMEP 17: KoncrpyupoBanue u uaeHTH(pUKANUs OucnenupuIecKUX AHTHTE
nporus PD-L1/CD137 YN-051 u YN-052

[00252] Tem mnepBoro mnonumenTHaa OuCHEU@UUECKOro aHTUTeNa mnpoTuB PD-
L1/CD137 YN-051 koHCTpyupoOBaju CHOCOOOM MOJIEKYJIIPHOTO KJIOHHUPOBAHHUS, TAKHUM Kak
TP ¢ nocTpoiKoi MepeKPhIBAIOIINXCS YUACTKOB, CAalT-Crieu(pUUEeCKUil MyTareHes wid T.11., C
UCTIOJIb30BAHUEM TeHa Tsikenol nernu anturesna npotus PD-L1 YN-035 u reHoB Tsikenoi nenu
u jerkoi nenu antutena npotuB CDI137 uenoBeka YN-006 M KJIOHHUPOBAJIM TOCPEACTBOM
pexomOunaiuu B Bektop pCMV-IgG1AEM, nBaxkabl pacileruieHHb ¢ momomnpio Agel u
BamHI, nns xoHCTpyHpoOBaHHUsS 3KCIPECCHUPYIOLIEro BekTopa nepsoro nonunentuaa YN-051.
I'en Broporo momumnentuaa YN-051 sBuserca Tem ke, uTO W reH Jerkod uenu YN-035.
DKCIPECCUpPYOIUM BeKTOp BTOporo nojurnentuaa YN-035 sBiaseTcs >3KCOpecCUPYIOLIUM
BEKTOpOM Jierkoii nenu YN-035.

[00253] Ilocne mpaBmibHOrO cekBeHHpoBaHus kietku 293F korpancheumposanu c
MOMOUIBIO 3KCIPECCUPYIOLIUX BEKTOPOB MEPBOT0O MOJUIENTHAA W BTOPOrO MOJIUINENTUAA
oucneuupuueckoro anrurena npotus PD-L1/CD137 YN-051 nns TpaH3UTOPHOM 3KCIPECCHU.
ITocne KyabTUBHPOBAaHUS B OECCHIBOPOTOYHOM cpenie B TeueHue 7 qHel coOupany CynepHaTaHT
KYJBTYpBl KJIETOK M OUHMINAIN C MOMOLIBIO KOJOHKH C IMPOTEMHOM A AJIsl MONy4eHus Oenka
antutena. OYUINEHHOE aHTUTENO Iuanu3oBaid c nomouiplo PBS u B koHeuHom wurore
KOJINYE€CTBEHHO aHAJM3UPOBAIIN C TOMOLIBIO Habopa st ananuza 6enka BCA (Pierce, 23225).

[00254] AMHHOKHCIIOTHAsi IIOCJIE€NOBATEIbHOCTh TMepBoro mnomunentuna YN-051
npuseaeHa B SEQ ID NO: 43, u aMUHOKHUCIIOTHAST TIOCIEAOBATENIBHOCTh BTOPOTO MOJUIENTHAA
YN-051 npusenena B SEQ ID NO: 34.

[00255] T'em mepBoro mnonumentuaa OucnenupUUecKoro aHturena npotus PD-
L1/CD137 YN-052 KOHCTPyHpOBaJ M CHOCOOOM MOJIEKYJIIPHOTO KJIOHUPOBAHHUS, TAKHUM Kak
TP ¢ mocTpoiKoi MepeKPhIBAIOIINXCS YYACTKOB, CalT-Ccrienu(pUUecKruii MyTareHes Wi T.IL., C
UCTIOJIb30BAHUEM TeHa Tsikenol nenu anturesna npotus PD-L1 YN-036 u reHoB Tsikenoi nenu
u jerko nenu aHtutena npotuB CDI137 uenoBeka YN-006 u KJIOHHUPOBAJIM TOCPEACTBOM
pexomOunanuu B Bektop pCMV-IgG1AEM, nBaxkabl pacineruieHHb ¢ momoinpio Agel u
BamHI, nns xoHCTpyHpoBaHUs 3KCIPECCHUPYIOLIEro BEeKTOpa nepBoro mnonunentuaa YN-052.
I'en Broporo momumnentuaa YN-052 sBnserca Tem ke, 4TO U TreH Jierkod uenu YN-036.
DKCIpecCUpyoIuil  BeKTop BTOporo nojurnentuga YN-052 sBsSeTcs SKCHPEeCCUPYIOLIUM

BEKTOPOM Jierkoii uenu YN-036.
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[00256] Ilocne mpaBUIBHOTO CEeKBEeHUpOBaHUs KjeTku 293F korpancdummpoBanmu c
MOMOIIBIO 3KCIPECCUPYIOLINX BEKTOPOB IEPBOTO IMOJUMNENTHAA W BTOPOTO IOJUINENTHAA
oucneuupuueckoro anrurena npotus PD-L1/CD137 YN-052 nnst TpaH3UTOPHOM 3KCHPECCHU.
ITocne KynbTUBHUPOBaHMSA B OECCHIBOPOTOUHON Cpefie B TeueHue 7 JHeH coOMpanu CyrnepHaTaHT
KYJbTYpBl KJIETOK M OUHINAIN C IOMOLIBIO KOJOHKH C MPOTEMHOM A JIsl MOJNy4eHus Oenka
anturena. OYMIIEHHOE AHTHUTENO [uanu3oBaiu ¢ nomouipto PBS u B koHeuHom wutore
KOJIMYE€CTBEHHO aHAJM3UPOBAIIN C IOMOLIBIO HaOopa st aHanu3a Oenka BCA (Pierce, 23225).

[00257] AMHWHOKHUCIIOTHAsi IOCJENOBATENbHOCTh IMepBOro mnojunentuaa Y N-052
npusegeHa B SEQ ID NO: 44, u aMUHOKHCIIOTHAST TIOCIEAOBATENIBHOCTh BTOPOTO MOJUIIENTHAA
YN-052 npusenena B SEQ ID NO: 34.

[00258] AddurnocTh cBs3bBaHMs Oucnenuduueckux anturen npotus PD-L1/CD137
YN-051 u YN-051 ¢ pexomOunantHbiM Oenkom PD-L1-His denoseka (Origincell Therapeutics
Co.
RED384, mpuobperennoro B Pall ForteBio Analytics Co., Ltd.). Kuneruky cBsi3piBaHus

, Ltd.)) usMmepsuim C TIOMOIIBEO aHAIHM3ATOpPA MOJIEKYJSIPHBIX B3aumoneicTeuii (Octet
AHTUT€HA-aHTUTENIA AHAJIHM3HPOBAIN C TIOMOLIBI0 TEXHOJOIHU OMOCIOWHOW HHTEpdepoMeTpun
(BLI) ¢ wucnonmp3oBaHMEM aHaJIW3aTOpa MOJEKYJSApHbIX B3amMoxercTBuil (Octet RED384,
npuobperenHoro B Pall ForteBio Analytics Co., Ltd.) u 6ydepa PBS, conepskamero 0,1% BSA
u 0,02% Tween 20. Antuteno B koHneHtpaumu 50 HM ¢ukcupoBanu Ha cencope AHC wu
cBsizbiBas 1ipu 1500 00./MUH. B T€UeHHE 5 MUHYT, 3aT€M €ro CBSA3BIBAIN C PA3BEACHHBIM B JBA
paza pactBopom anturena (50, 25, 12,5, 6,25, 3,125, 1,56 HM) ¢ 7 rpagueHTaMHu KOHIICHTPALUH
npu 1500 00./MHH. B Te4eHHE 5 MUHYT; U HaKOHeL noasepranu guccouuanuu 1500 o0./MuH. B
TeueHue 10 MUHYT.

Cencop AHC perenepupoBaiy nocpencTBOM UMITYJIbCHOTO BBEICHUS INIMLIMHA, a 3aTeM
UCIIONIB30BAJIM  MOBTOPHO. IlonydeHHble pe3ynbTaThl OyOyT aHAJIM3UPOBATH C IOMOIIBIO
nporpammuoro odecrnieuenust Octet Data Analysis 9.0 (Pall ForteBio Analytics Co., Ltd.) s
nonyuenus: Kp, Ko, (1/Mc) u Ko (1/¢). PesyiabraTer usmepenus: ahGUHHOCTH CBs3bIBaHHs Y N-
007 ¢ PD-L1-Fc yenoBeka npuseneHs! B Tadiuue 10.

Tabmuua 10. Ad¢unHOCTE cBsi3biBaHUS Oucnernuduyeckoro anturtena npoTus PD-
L1/CD137 ¢ PD-L1-His uenoseka

Antureno | PD-L1-His uenoseka
Kp (M) Omudka | Koy Ommbka | Koy (1/c) | Ommbka | ITomHbI
Kb (1/Mc) | Ken Kot it RA2
YN-051 |[5,17x10° [ 4,97x10° | 5,32x10° |2,54x10° |2,75x107 | 2,29x10° | 0,9981
10 12
YN-052 |5,72x10° | 5,69%10° | 4,48x10° |2,06x10° |2,57x107 | 2,26x10° | 0,9984
10 12

[00259] AddurnOoCTh CcBs3bIBaHMA Oncnenuduueckux anturen nporus PD-L1/CD137
YN-051 u YN-052 ¢ pekomOunantabM Oeqxom CD137-His uenoseka (Origincell Therapeutics

Co., Ltd.)) um3mepsuiu C TOMOIUBIO aHAJIM3AaTOpa MOJEKYJSIpHBbIX B3ammozeicTeuii (Octet

2
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RED384, mpuobperennoro B Pall ForteBio Analytics Co., Ltd.). Kuneruky cBsi3piBanus
AHTUT€HA-aHTUTENA AHAJIM3HPOBAIHN C TOMOLIBIO TEXHOJIOTUU OMOCTIONHON HHTEphepOMeTpUH
(BLI) ¢ wucnonp3oBaHMEM aHanu3aTopa MOJEKYJsIpHbIX B3aumonericTeuil (Octet RED384,
npuobperenHoro B Pall ForteBio Analytics Co., Ltd.) u 6ydepa PBS, conepsxkammero 0,1% BSA
u 0,02% Tween 20. Antuteno B koHneHrpauuun 50 HM ¢ukcuposanu Ha cerncope AHC wu
cesi3piBaiM 1pu 1500 00./MUH. B TeUeHHE 5 MUHYT, 3aT€M €TI0 CBSA3bIBAJIM C Pa3BEIEHHbIM B JIBA
pasa pactBope anTurena pekomounantaoro 6enka CD137-His yenoseka (100, 50, 25, 12,5, 6,25,
3,125, 1,56 uM) npu 1500 00./MHH. B Te€UEeHHE 5 MUHYT, ¥ HAKOHEI[ MOABEPrad AUCCOLHALIIH
1500 06./muH. B Teuenue 10 munyt. Cerncop AHC perenepupoBaiu mocpeacTBOM UMITYJIbCHOTO
BBEJCHUS TJIMIMHA, & 3aTEM HKCIIOJIb30BAIM MOBTOPHO. [lonyueHHbIe pe3ynbTaThl OyAyT
aHAIM3UPOBATh C MOMOMBI0 Tporpammuoro obecneuenuss Octet Data Analysis 9.0 (Pall
ForteBio Analytics Co., Ltd.) nnst monyuenus Kp, Kg, (1/Mc) u Ko (1/¢).

[00260] Pesynbrarel u3mepenust ahGUHHOCTH CBA3BIBAHMA OUCTENM(PUIECKIX AHTUTEN
npotus PD-L1/CD137 YN-051 u YN-052 ¢ CD137 yenoBeka npuseness! B Tadnune 11.

Tabmuua 11. AddunHOCTE cBsi3piBaHUS Oucnenuduyeckoro anturtena npotus PD-

L1/CD137 ¢ CD137-His yenoseka
AmnTtureno | 4-1BB-His yenoseka

Kp (M) Omuodka | Koy Ommbka | kgis (1/c) | Ommbka | ITomHbI
Kp (1/Mc) Kon Kais i R™N2

YN-051 | 1,64x107 | 3,93x10° | 8,99x10" | 7,25x10° | 1,47x10™ | 3,33x10° | 0,9981
11

YN-052 | 2,08x107 [ 4,36x10° | 8,37x10" | 6,93x10° | 1,74x10™ | 3,35x10° | 0,9982
11

[00261] JluHus KJIETOK MOJIOYHOHM >kene3bl uejgoBeka MDA-MB-231 (bubnuoteka
kierok Kwuraiickoit akamemun Hayk B Illanxae) BbICOKO skcmpeccupyeT Mojekyny PD-L1
yenoBeka. CszbiBaHue anTHTen npoTuB PD-1 YN-035, YN-036 u Oucnenmpuyeckux aHTUTEN
npotuB PD-L1/CD137 YN-051 u YN-052 ¢ xnerkamu MDA-MB-231 onpenensiiu
MOCPEACTBOM TMPOTOYHOM ILUTOMETPUU. K 1x10°%mn  xieroxk MDA-MB-231 poGasisuin
OT/IeJIbHbIE pa3BeleHHbIE B JBA pa3a aHTUTENa, COOTBETCTBEHHO, TINATEJbHO CMEIIUBAIN U
uHkyouposamu npu 4°C B Teuenne 1 4. Ilocne mpombiBku kietok noOasnsiim F(ab'), ko3bl
nporus IgG-Fc wenoseka (DyLight 650) (ab98593, Abcam) u mukyOmpoBamn mpu 4°C B
teyerrie 30 muH. [Tocie MPOMBIBKHU KJIETOK, OMpeNessuIi MHTEHCUBHOCTH (DIIYyOPECUEHIINH C
nomotnpo nporounoro murometpa (Intellicyt 1Que Screener). Pesynbrarhl SKCIepUMeEHTa
nokasanbl Ha ¢ur. 15: Bce m3 YN-035, YN-036, YN-051 u YN-052 moryTt >¢dexTuBHO
cBs3bIBaThHCA C kKieTkamu MDA-MB-231.

[00262] CpssbBaromyro akTUBHOCTh aHTuTen nporus PD-1 YN-035, YN-036 u
oucnermduueckux anruren nporus PDL1/CD137 YN-051 u YN-052 ¢ PD-L1 uyenoseka
ONpEeAeNsIM MOCPEACTBOM IMPOTOYHOM LUTOMETPUU: K 1x10mn kieTok CHO, crabunbHO

skcrpeccupyromux PD-L1 yenoseka, nodapisiim oTaenbHbIe Pa3BeeHHbIE B 1BA Pa3a aHTHUTEIA,
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COOTBETCTBEHHO, TINATENIbHO cMeIuBain U WHKyOuposamu npu 4°C B teuenue 1 u. Ilocne
pOMBIBKU KJeTok nodasisuiu F(ab'), xo3sl npotus IgG-Fc yenoseka (DyLight 650) (ab98593,
Abcam) u unkyouposanu npu 4°C B teuenne 30 muH. ITocae MpOMBIBKH KJIETOK, OMpeAessuin
WHTEHCUBHOCTD (DJIyOpPECLEHIINH ¢ MoMOoLIbi0 npoTouHoro uuromerpa (Intellicyt iQue Screener).
Pesynprarsl sxcnepuMenTa nokasansl Ha ¢ur. 16: Bce 3 YN-035, YN-036, YN-051, YN-052,
YN-007 moryt s¢dexkruBHo cBssbiBaThesi ¢ kinerkamu CHO, skcmpeccupyromumu PD-L1
4eJIoBeKa.

[00263] HuruburopHyro crnocoOHOCTh aHTuTen mnpotuB PD-1 YN-035, YN-036 wu
oucnemupuueckux antuten nporus PDL1/CD137 YN-051, YN-052, YN-007 ¢ PD-L1
yenoseka/PD-1 denoBeka ompenensiv MOCpPeaCTBOM MPOTOYHON mutometpuu: Oenok PD-1-Fc
yenoBeka MeTmin OuotuHoM (cynbdo-NHS-LC-6uornnom EZ-Link, Pierce, 21327). PD-1-Fc
4eJIOBEKA, MEUEHbIH CyOHACHIEHHON KOHLEHTpalrell GrotnHa, nobassum Kk 1x10%/m kietok
CHO, crabunbho skcnpeccupyromux PD-L1 denoBeka, a 3aTeM He3aMeIIUTENBHO TOOABIISIIH
OTZENIbHBIE Pa3BEICHHBIC B [IBA Pa3a aHTUTENA, TLIATEIBHO CMELINBAIN U HHKyOupoBamu (4°C, 1
4.). ITocne mpombiBku KieTok noOamisin koHbrorat crpentaBuanH R-PE (Life Technology,
SA10041) u wunkyompoamu (4°C, 30 wmwmH). Ilocne mNPOMBIBKM KIJIETOK ONpPEAEIsIIN
WHTEHCUBHOCTD (hJIyOPECUEHIINH ¢ MOMOIIbi0 poTouHoro nuromerpa (Intellicyt iQue Screener).
PesynbraTel 3xcniepumMenTa nokasansl Ha ¢ur. 17: Bce anturena nporus PD-L1 YN-035, YN-
036, YN-051, YN-052, YN-007 moryT 3¢p¢pexruBHO HHrnonposats csizbiBanue PD-1 uenoseka
¢ kierkamu CHO, skcnpeccupyromumu PD-L1 yenosexka.

[00264] Cps3biBaroIy0 akTUBHOCTH aHTuTen mnpotuB PD-1 YN-035, YN-036 wu
oucneunpuueckux anturen nporus PDL1/CD137 YN-007, YN-051 u YN-052 ¢ PD-L1 mpimm
ONpEeAeNsIM NOCPEACTBOM IMPOTOYHOM LUTOMETPUU: K 1x10°mn keTok CHO, crabunbHO
skcnpeccupyromux PD-L1 mbiy, n1o6aBisiim oTAeNbHbIE pa3BeNeHHbIE B J1BA pa3a aHTHUTENA,
COOTBETCTBEHHO, TIIATEJBHO CMemMBAIM M MHKyOuposanu npu 4°C B Teuenue 1 u. ITocie
NPOMBIBKU KJIeTOK nobasisuin F(ab'), xo3sl npotus IgG-Fc yenoseka (DyLight 650) (ab98593,
Abcam) u unkyOupoBanmu npu 4°C B Teuenue 30 muH. ITocae MPOMBIBKH KJIETOK OMpenessuin
UHTEHCUBHOCTD (hJIyOPECUEHIINH ¢ MOMOIIBI0 poTouHoro nuromerpa (Intellicyt iQue Screener).
Pesynbrathl 3KcniepuMenTa nokasansl Ha ¢ur. 18: Bce m3 YN-035, YN-036, YN-051, YN-052,
YNOO7 moryT 3¢pexkruBHO cBs3biBaThCs ¢ Kierkamu CHO, sxcnpeccupyromumu PD-L1 mbimmm.

[00265] Huruburopnyro crnocodHocTh aHTuTen mnpotuB PD-1 YN-035, YN-036 wu
oucnenupuyeckux anturen nporus PDL1/CD137 YN-007, YN-051 u YN-052 B oTHOmEHUU
PD-L1 mpimu/PD-1 mMplm onpeaessuii NocpeacTBOM NpoTouHON utoMerpun: PD-1-Fc¢ mpiw,
medeHblii onotuHOM (cynbdo-NHS-LC-6uotunom EZ-Link, Pierce, 21327). PD-1-Fc wmbimwy,
MeueHblil CyGHACHIEHHON KOHLEHTpauuel GnornHa, noGasmsum Kk 1x10%mn xierok CHO,
cTabubHO sKkcnpeccupyromux PD-L1 Mblmm, a 3aTeM He3aMeITUTEeNbHO TOOABIISIH OTAC/IbHbIE
pa3BeIeHHbBIC B IBA Pa3a aHTUTEJNA, TIIATEIbHO cMemuBain U nHKyouposanu (4°C, 1 4.). ITocne
NPOMBIBKU KiIeTOK nobasnsimn konwtorat crpentaBuaud R-PE (Life Technology, SA10041) u
unkyoupoBamu (4°C, 30 wmwmu). Ilocme mNPOMBIBKM KJIETOK ONPEAENsUId HHTEHCHUBHOCTD

¢bayopecueniuu ¢ nomombpio nporounoro uromerpa (Intellicyt 1Que Screener). PesynbraTs!
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nokasanbl Ha ¢ur. 19: Bce anrurena nporus PD-L1 YN-035, YN-036, YN-051, YNO52, YN-
007 wmoryt s¢dexruBHo uHrnOuposarb cBsa3biBaHue PD-1 wmpmmm ¢ kaerkamu CHO,
skcnpeccupyrommumu PD-L1 mpimu.

[00266] CpsA3piBalOIIyr0 aKTUBHOCTb aHTurena nporus CDI137  YN-006 wu
oucneunpuueckux anruren nporus PD-L1/CD137 YN-007, YN-051 u YN-052 B oTHOmeEHUU
CD137 uenoBeka ONpeneNsiId MOCPEACTBOM IPOTOUHOI ruToMeTpui: k 1x10%/mi knerok 293T,
crabunbHO dKcnpeccupyromux CD137 dyenoseka, m0OaBIAIM OTHAENbHBIE PAa3BEICHHBIE B /B
pasa aHTUTeNa, COOTBETCTBEHHO, TIIATEIBHO CMEIIUBAIN U UHKYOHpoBanu npu 4xC B TeueHue 1
4. [Tocne npombiBku KieTok noOassiin F(ab'), xo3er nmpotus IgG-Fc yenoseka (DyLight 650)
(ab98593, Abcam) u unkyOuposamu npu 4°C B Teuenue 30 muH. [locie MPOMBIBKH KJIETOK
OTpeNeNsUT MHTEHCUBHOCTh (DIIYOPECHEHLIMH C MOMOIIbI npotoyHoro nuromerpa (Intellicyt
iQue Screener). Pe3ynbTaThl 3KCIepuMeHTa nokaszaHsl Ha ¢ur. 20: Bce n3 YN-006, YN-007, YN-
051 u YN-052 moryt 3¢pdpexruBno cBsizbiBaThCs ¢ kiaetkamu 293T, skcnpeccupyromumu CD137
YeloBeKa.

IIPUMEP 18: Ananu3 ajektpodopesa B moaumaxkpuiaamuaHom reje (ITAAT) B
npucyrcrsuu SDS

[00267] Ilocne o4MCTKY, KaK OMHCAHO BBILIE, U3MEPSUIM MOJIEKYJIIPHbIE MacChl aHTUTEN
YN-003, YN-006, YN-007, YN-035, YN-036, YN-051, YN-052 nocpenctsom snekrpodopesa B
ITAAT ¢ SDS B BOCCTaHOBUTENBHBIX U HEBOCCTAHOBUTENBHBIX YCIOBUSIX. Pe3ynbTaThl MOKa3aHbl
Ha ¢ur. 21: B HEBOCCTAHOBUTENBHBIX YCJIOBUS (Kak mokasaHo Ha ¢ur. 2la) Bce u3
MOHOKJIOHaNBHBIX aHTuTen YN-003, YNOO6, YN-035 u YN-036 BwIMIsimenyd Kak IIojioca ¢
MOJIEKYJISIpHON Maccol mpubnusurenbHo 150 x/la, B TO Bpemsi Kak BCe U3 OucrnenupuyecKux
antuten YN-007, YN -051, YN-052 Beirmsgennn kak nojoca ¢ MOJEKYJSIPHOH Maccoi
npubmmsutensHo 200 k/la. B BOCCTaHOBUTEIBHBIX YCIOBUAX (Kak MokazaHo Ha ¢ur. 21b) Bce u3
MOHOKJIOHaNBHBIX aHTuTesn YN-003, YNOO6, YN-035 u YN-036 BbIrsiienu kKak ABe MOJIOCHI €
MOJIEKYJISIpHOM Maccoi npubmmsurenbHo S5kx/la u 25x/la, B TO Bpems Kak BCe W3
oucnemupuyeckux anturen YN-007, YN-051, YN-052 Bbirjasgenud Kak IBe TMOJOCHI C
MOJIEKYJISIpHOM Maccoit npubmmurensHo 75 k/a u 25 x/la.

IMPUMEP 19: AroHuctuyeckasi aKTUBHOCTb OucnenugpuiecKoro aHTHTeJIa NPOTUB
PD-L1/CD137 (aHaau3 aKTHBHOCTH JionHdepasbi)

[00268] Ilonyuanu knerku 293T, skcnpeccupyroiue CD137 yenoBeka, U B KOTOpbIE
cTabmIbHO BCTpoeH penoptepHblil reH NFkB-monudepasel. Knerkn cobupanu, mpoMbIBain
pecycrieHaupoBaid B MOJHOU cpene Oe3 ¢enonooro kpacHoro (cpene DMEM, conepskareit
10% smOpuoHanbHY0O Tensaubio cbiBOpPOTKY, Oydpep HEPES, 3amennmble amuHOKHCIOTH 1 L-
IJIyTAMUH) TPU  TJIOTHOCTU 6x10° kuerox/mi1. Hcrnons3oBamu 96-71yHOYHBIE TIUJIAHIIETHI
(nmpuobperennnie B PerkinElmer) u B xaxnayo nayHKy noGasmsimi S0 MKJ CYyCIIEH3UH KIIETOK.
Jobapnsinu mepekpecTHO-CIIuTOoe aHtuTeno (aHtureno ko3bl npotuB IgG Fc uenoseka) B
cootHomennun 2,5:1, 3arem pobasmsin YN-006 (10 mxr/mm), YN-035 (10 mkr/mi), YN-
035+YN-006 (10 mxkr/mut+10 mxr/mi), YN-051 (10 mxr/mi), YN-003+YNOO6 (10 mxr/mn+10

Mkr/mi), YN-007 (10 mxr/mi) u kouTposabHoe antureno IgG Fe (10 Mkr/mir), COOTBETCTBEHHO, U
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uHKyOuposanu rpu 37°C B TedeHue S yacoB. 3aTeM n00aBisiM 75 MKI peareHra JoLudepasbl
Bright-Glo (mpuobperenHoro B Promega) u wu3MepsiiM aKTUBHOCTh JOIM(epasbl ¢
UCTIOJIB30BAHUEM CIIEKTPOPOTOMETPA AJISI YTEHUSI MUKPOIUIAHIIEeTOB (puodperernHoro B Tecan).
CpaBHMBaJIM COOTHOLICHHUS 3HAYeHHH (IyOpPEeCUEeHLUH W3 KaxXI0H rpynibsl 00paOoTaHHBIX
AHTUTEJIOM KJIETOK C TPYNIOil HeoOpaOOTaHHBIX AHTUTENIOM KJIETOK (cM. ¢ur. 22). Pe3ynabraTsl
NOKa3ajik, 4YTO IO cpaBHeHMIO ¢ KOoHTponbHbIM IgG Fc, Bce m3 YN-006, YNO35+YNOOO6,
YNOO3+YNQOO6, YN-007, YN-051 umenu O4YeBHUAHYIO arOHHUCTHYECKYH) aKTHBHOCTb, B TO
Bpemsi kak aHTuteno npotus PD-L1 YN-035 He umerio ee (cMm. ¢ur. 22).

IMPUMEP 20: HccnenoBaHusi npoTuBOONyXxojieBoro 3Ppdexra oucneundpuueckoro
anTuTesa npotus PD-L1/CD137 y mbieii, HeCylIux paK TOJICTOr0 KHIIeYHHKA

[00269] B nenn O camkam mbiueit CS7BL/6 Bo3pacTom 6-8 Hemenb ¢ 4-1BB denoseka
(mpimeit B-h TNFRSF9 (4-1BB), mpuoOperennbix B Beijing Biocytogen Co., Ltd.) monkoxHO
nHOKympoBann 3x10° kmerok komopekrampHOro paka Meimn MC38 (Shanghai Linyuan
Biotechnology Co., Ltd.). B nenp 6 mbimeil paBHOMepHO paszensuin Ha 8 rpymm. Hecymum
OMyXOJI MBIIIAaM B KXKAOH TpyIIe HHTPANEepPUTOHEANbHO HHBenHuposaan PBS (mBaxkner B
HENIeJI0, BCero ABe Henenu), KoHTposbHoe antuteno IgG-Fc yenoseka (7,5 mr/kr, nBakael B
HeNemro, Bcero e Hexenu), antutesnio npotus CD137 YN-006 (3 Mr/kr, nBaXkabl B HEAEIIO,
BCEro ABe Henenu), antuteno nporus PD-L1 YN-035 (7,5 mr/kr, aABaskasl B HEENIO, BCETO J1BE
Henenn), antuteno npotuB CD137 YN-006 (3 mr/kr, ABaKAbl B HEAEIIO, BCErO /1B Henmenu) +
antutreno mpotuB PD-L1 YN-035 (7,5 wr/kr, nBakabl B HENENIO, BCErO JIBE HEAEIH),
oucnermduueckoe antureno nporus PDL1/CD137 YN-051 (7,5 mr/kr, nBaxkael B HEZAEIIO,
BCero nse Hezxenu), aHtuteno npotuB PD-L1 aresomuszymad (7,5 mr/kr, gBakabl B HEAEINIO,
BCEro ABe Henenu) u antureso npotus PD-L1 aBenymal (7,5 MI/Kr, qBaxabl B HEIEIIO, BCETO
JIB€ HeJleJIN), COOTBETCTBEHHO. 3a UCKIIoUeHueM rpynmnel PBS, BkmouaBmieit 5 mpimeit, kaxmnast
U3 OCTaJIbHBIX 7 TPYIIN BKJIIOYATa 6 Mbiiei. Mblleli B KaxI0i rpymne perysipHO 00Ciea0Baiu
Ha TpPeAMET M3MEHEHUs] MacChl TeJla U pa3Mepa ONMyxoJiu. Pe3yabTaThl SKCIIEPUMEHTa MOKa3aHbl
Ha ¢ur. 23 u B Tabmumue 12. Ha ¢ur. 23 nmokasano, uro Bce u3 YNO006, YNO35, YNOO6+YNO35,
YNOS1, aresonmsymaba u aBenymada UMeNTH 3HAUYUTENIbHYIO MPOTHBOOMYXOJIEBYK) aKTUBHOCTH
1o cpaBHeHuto ¢ rpynnoii PBS mmu rpynmnoit konTponsHoro anturtena IgG-Fc yenoseka. Cpenu
HUX, TPOTHBOOIyXoJieBasi akTHBHOCTh YNOO6+YNO35 1 YNOS1 Obuta 3HaUUTENBHO BBILIE, YEM
y YNOO6, YNO35, aresonm3ymaba u aBeiaymaba. B Tabmune 12 moka3aHO, 4YTO K KOHILY
SKCINEPUMEHTA HA JKMBOTHBIX y S5 Mblmedd B rpynne YNOS1 onyxoaw MONHOCTBIO
perpeccupoBaiy, B TO BpeMsl Kak Tojabko y | Mbimum B rpynne YNOOO6+YNO35 omyxonun
MIOJTHOCTBIO PETPECCUPOBANIM, YTO CBUAETENBLCTBYET O TOM, YTO TEPAaNeBTUYECKHH >PPexT
YNOS51 6bu1 myumre, uem y YNOO6+YNO3S5.

Tabnmuma 12. KomudecTBo Mblmed B KaKIOW TPYINTE, Y KOTOPBIX OMYyXOJH MOJHOCTBHIO

HCYE3JN
AHTUTENO KonuyectBO  MbIlIeH, Yy  KOTOPBIX  ONYXOJH  IOJHOCTBIO

ucue3m/od1Imee KOJIUYECTBO JKCIMEPUMEHTAJbHBIX JKABOTHBIX B
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KaXJIOH rpymnme

PBS 0/5
IgG1-Fc uenoseka 0/6
ATtezonusymad 0/6
ABenymab 0/6
YN-006 0/6
YN-035 1/6
YN-006+YN-035 1/6
YN-051 5/6

W3n0:xeHHOE BBIIIIE HOI[pO6HO€ OMUCAHUE TMPEACTABIICHO B BUIAC OOBSICHEHHS] H

NPUMEPOB W HE TMPEeIHA3HAYeHO /JIsi OrpaHudeHuss oObema Gopmyisl uzodpererus. B

HACTOALIEE BpPEMSA pPA3JIUYHBIC HW3MECHCHUA BApPUAHTOB OCYLICCTBIICHMA,

IMMPUBCACHHBIX B

HACTOSIIEM ONMHMCAHWH, OUEBUAHBI CIIELHAIICTAM B 3TOH OONACTH U BXOAAT B 00BbEM (POPMYIIBI

U300pETeHNs U €€ SKBUBAJICHTOB.
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®OPMYVYJIA H30BPETEHUA

1. AHTUTENO, €ro aHTUIeHCBS3BIBAOIINI (ppParMEHT WM BapUAHT, CBA3BIBAIOINEECS C
6enxom PD-L1 ¢ Kp 3x10” M nin menee.

2. AHTUTENO, €ro aHTUIeHCB3bIBAIOLINI (PPArMEHT UM BapUaHT 1O I1.1, e ykazaHHOe
AHTUTEJIO CONEPXKUT JIETKYIO ILeNb aHTUTeNa Win ee ¢parmeHT, coxepxkamyo LCDRI, u
ykazaHHast LCDR1 conepkuT aMHHOKHUCIIOTHYIO MOCIIEI0BATENbHOCTD, pUBeAeHHy0 B SEQ ID
NO: 53: TGTX;SXoVGGYX5X4VS; rae X1 saasiercs S, R unu V; X2 asnsiercsa D, E wim S; X3
siasiercst N unmu R; X4 sBnsercas Y wim E, u rme ykasannyro LCDRI1 omnpepenstor B
COOTBETCTBUH C MHJIEKCOM HyMepauuu anturen Kabat.

3. AHTUTENO, €ro aHTUTE€HCBSI3bIBAIOLINI (PPArMEHT WJIM BApUAHT IO I1.2, T/Ie YKa3aHHAsI
LCDRI copep:kUT aMHHOKHUCIIOTHYIO MTOCJIEN0BATENbHOCTD, BBIOPAHHYIO M3 TPYIIIIBL, COCTOSIIEH
u3 SEQ ID NO: 54-58.

4. AHTUTENO, er0 aHTUTe€HCBSI3bIBAIOLINI (PAarMEeHT WM BapUAHT IO JIF00OMY U3 mit.1-3,
I7le YKa3aHHas Jierkas Lenb aHtuTena win ee QgparmeHT comepkut LCDR2, u yka3aHHas
LCDR2 conepxuT aMHHOKHUCJIOTHYIO MOCJIeN0BaTeNbHOCTD, NpuBenaeHHyo B SEQ ID NO: 59:
XiNSX,RPS, rne X1 senserca G wnu E; X2 saBnsiercs N wiu 1, u rne ykazannyro LCDR2
OTIPENENSIOT B COOTBETCTBHH C MHIEKCOM HyMepauuu antuten Kabat.

5. AHTHTENO, €r0 aHTHIeHCBSI3bIBAIOLINN (PPAarMEHT WM BAapUAHT 1O I1.4, I/1e YKa3aHHAas
LCDR2 copep:kUT aMMHOKHUCIIOTHYIO ITOCIIEN0BATENbHOCTD, BBIOPAHHYIO M3 TPYIIIBI, COCTOSLIECH
u3 SEQ ID NO: 60-61.

6. AHTHUTEJIO, €r0 AHTHICHCBSI3bIBAIOILINN (PparMeHT WM BapHaHT 10 Jr00oMy U3 mm.1-5,
I7le yKa3aHHas Jierkas Lenb aHtutena win ee QparmeHT comepkut LCDR3, u ykazaHHas
LCDR3 conepHUT aMUHOKHCIIOTHYIO ITOCIEN0BATENbHOCTD, npuBeneHHyo B SEQ ID NO: 62:
QSYDSSLSGX;V, roe X1 sBusercas S wnu T, u rae ykasanHas LCDR3 onpenensior B
COOTBETCTBUH C MHAEKCOM HyMepauuu anturen Kabat.

7. AHTHUTENO, €r0 aHTHIeHCBSI3bIBAOLINI (PPAarMEeHT WM BapHAHT IO JIE0OOMY U3 M. 1-6,
I7ie YKa3aHHasl JieTKasl LeMb aHTHTEeNa WK ee (PparMeHT AOMOJHUTEIBHO CONEPIKUT KapKaCHbIE
obnactu L-FR1, L-FR2, L-FR3 u L-FR4.

8. AHTHTENO, €r0 aHTUTECHCBSI3bIBAIOIINI (PPArMEHT WIJIM BAPHAHT 1O I1.7, T/ie YKa3aHHbIE
KapKacHble 00JacTH BbIOPaHBI M3 TPYIIBL, COCTOSINEH M3 KOHCEHCYCHBIX KapKaCHBIX
MOCJIENOBATENBHOCTEN YEIOBEKA U MOCJIEA0BATEIbHOCTEN 3aPOABIIIEBON JIMHUH YE€JIOBEKA.

9. AHTHTENO, €r0 aHTHICHCBSI3BIBAIOIINN (PPAarMEeHT WM BapHAHT IO JEOOOMY U3 M. 7-8,
rae C-xonen ykazanHou L-FR1 npsimo unu kocBeHHO cBsizad ¢ N-koHuom ykazanaoin LCDRI1, u
ykazaHHast L-FR1 comep:kuT aMUHOKHCIIOTHYIO MOCIIEN0OBATEIbHOCTD, BBIOPAHHYIO M3 TPYIIIIEL
cocrositen u3 SEQ ID NO: 71.

10. AHTHTENO, €r0 AHTUI€HCBSI3bIBAIOLINI (PparMeHT MIIM BAPHAHT 110 JIFOOOMY H3 M. 7-
9, rne ykazanHasg L-FR2 naxomutca mexny ykazanHoii LCDRI1 u yxazannoii LCDR2, u
ykazaHHast L-FR2 comep:kuT aMUHOKHCIOTHYIO MOCJIENOBATEIbHOCTb, BEIOPAHHYIO M3 TPYIIIEL
cocrosite u3 SEQ ID NO: 72.

11. AHTHTENO, €r0 AHTUIE€HCBSI3bIBAIOLINI (PparMeHT MIJIM BaPHAHT 110 JFOOOMY M3 Il 7-
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10, rne yxasanHas L-FR3 naxonutcs mexny ykasanHo LCDR2 u ykaszannoit LCDR3, u
ykazanHas L-FR3 comepHUT aMHHOKHCIOTHYIO MOCJIEAOBATEIbHOCTb, BEIOPAHHYIO H3 TPYIIIIHI,
cocrositeit u3 SEQ ID NO: 73-75.

12. AHTHTENO, €r0 aHTUI€HCBS3bIBAIOLINIT (PparMeHT MJIM BapHAHT 110 JFOOOMY M3 Il 7-
11, rne N-xonen ykazanHoi L-FR4 npsMo uim xocBeHHO cBs3aH ¢ C-KOHLOM YKa3aHHOH
LCDR3, u ykazanHast L-FR4 conepkxuT aMHHOKHCIIOTHYIO MOCIIEA0BATEIbHOCTD, BHIOPAHHYIO U3
rpynmsl, cocrosuieit u3 SEQ ID NO: 76.

13. AHTHTENO, €r0 aHTUT€HCBSI3bIBAOLINI ()PaArMEHT MIIM BAPHAHT IO JEOOOMY W3 IIT.2-
12, roe ykasaHHasl Jierkasi Liellb aHTUTeNa WK €€ (PparMeHT CONep KUT BapradeabHYK 00JaCTh
nerkoii uenu VL, u ykasaHHas BapuabenbHas o0nacTh Jierkoi menu VL comepkut
AMUHOKHCJIOTHYIO TTOCJIEIOBATEILHOCTD, BEIOpaHHYIO 13 rpymmbl, coctosimeii u3 SEQ ID NO: 4,
SEQ ID NO: 11, SEQ ID NO: 33, SEQ ID NO: 37, SEQ ID NO: 39 u SEQ ID NO: 41.

14. AHTHTENO, €r0 AHTUTEHCBS3bIBAOINUI (PparMEeHT WM BapUAHT MO JFOOOMY M3 IIT.2-
13, roe ykasaHHas Jerkash LeNb aHTUTENAa WA €€ (pParMeHT IOMOJHUTENBHO CONEPIKUT
KOHCTAaHTHYIO O0OJIacTh 4YeJOBEKa, M yKa3aHHAas KOHCTAHTHas OOJACTh YeOBEKAa COMEpPIKUT
KOHCTaHTHYIO obnacth Igh genmosexka.

15. AHTHTENO, €r0 aHTUIeHCBSI3bIBAIOLINI (PparMeHT MIJIM BapHAHT 110 JFOOOMY H3 IIT.2-
14, roe yka3aHHas Jierkas LeMb AHTHTENAa MIH €€ (PAarMeHT COMAEPKUT AMHHOKHCIOTHYIO
MOCJIEIOBATEIBHOCTD, BhIOpaHHYI0 13 rpymmsbl, coctosmeit u3z SEQ ID NO: 8, SEQ ID NO: 15,
SEQ ID NO: 34, SEQ ID NO: 38, SEQ ID NO: 40 u SEQ ID NO: 42.

16. AHTHTENO, €r0 aHTUI€HCBSI3bIBAIOLINI (PparMeHT MIIM BaPHAHT 110 JFOOOMy H3 il 1-
15, rme yka3aHHOE AaHTUTENO CONEPXKUT TSDKENYH IeNb AaHTUTeNa HIH ee (parMeHT,
COAEPKALLYIO HCDRI, u  ykazanHas  HCDRI COAEPKUT AMHUHOKHCJIOTHYHO
nocnenosaTebHOCTh, npuBeaeHHyo B SEQ ID NO: 45: X YAIS, raoe X1 spnsercss S unu T, u
rae ykazanHHCDR1 onpenensitoT B COOTBETCTBUU ¢ MHIEKCOM HyMeparun antuten Kabat.

17. AHTHTENO, €ro AaHTUT'eHCBS3BIBAIOIIMN (parMeHT WIM BapwaHT no .16, rme
yKa3aHHas TsDKenasl 1ernb aHTurena win ee ¢pparment copepxxut HCDR2, ykasannas HCDR2
CONIEPXKUT aMHHOKHCJIOTHYIO IMOCjenoBarenbHOCTh, npusenennyo B SEQ ID NO: 48, u rue
ykazanHyro HCDR2 onpenensiroT B COOTBETCTBUU C MHAECKCOM HyMmepauuu anturen Kabat.

18. AHTUTENO, €r0 AHTUTCHCBS3BIBAIOIINHN (PPArMEHT WIIM BapUAHT MO JroOoMy U3 mi. 16-
17, rme ykasaHHas Tspkenas Lenb aHTHTeNna win ee ¢pparment cogepxkut HCDR3, u yka3zaHHas
HCDR3 conepxuT aMHHOKHCIIOTHYIO MOCJIEN0BaTeNbHOCTD, NpuBeaeHHyo B SEQ ID NO: 49:
TMX 1 X, YX5X4GNXsDY, roe X1 sBaserca D, E unn G, X, aengerca G wnu E, X5 aBisercsa S
umn G, X4 senserca Y win F, X5 ssnstercs F unu Y, u roe ykazannyro HCDR3 onpenenstoT B
COOTBETCTBHUH C MHIEKCOM HyMepauuu anturen Kabat.

19. AHTHTENO, €ro AaHTUTeHCBS3BIBAIOIIMN (parMeHT WiIH BapuaHT no 1.18, rme
ykazaHHast HCDR3 copep:kuT aMHHOKHCIIOTHYIO TOCIE0BATENbHOCTD, BEIOPAHHYIO M3 TPYIIIIEL
cocrositeit u3 SEQ ID NO: 50-52.

20. AHTUTENO, €r0 AHTUTCHCBAZBIBAIOIINHN (PparMEeHT WK BapUAHT IO JI0OOOMY M3 il 1 6-

19, rme ykasaHHas TsDKenas ILeNb aHTUTeNA WM €€ (PAarMEHT IOTMOJIHUTENBHO COAEPIKUT
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kapkacHble oonmactu H-FR1, H-FR2, H-FR3 u H-FR4.

21. AHTHTENO, €ro AaHTUIeHCBSA3BIBAIOIIMN (parMeHT wiu BapuaHT no 1.20, rxe
yKa3aHHbIE KapKacHbIe 00IacTH BBIOPAHbI U3 IPYIIIbI, COCTOSIIEH M3 KOHCEHCYCHBIX KapKaCHBIX
MOCJIEIOBATEIbHOCTEN YEI0BEKA UIIU TIOCIEA0BATENbHOCTEH 3apOABILIEBON JIMHUHU YE€JIOBEKa.

22. AHTHTENO, ero aHTHICHCBSI3bIBAOINNIT (parMeHT WIN BapHAHT 110 JE0OOMy u3 mm.20-
21, rne C-xonen ykazanHoii H-FR1 mpsmo mnm KOCBeHHO cBsizaH ¢ N-KOHLIOM YKa3aHHOMU
HCDRI, u ykazanHass H-FR1 comep:xuT aMHHOKHCIIOTHYIO MOCJIENOBATEIbHOCTh, BHIOPAHHYIO
u3 rpynmnsl, coctosmeit uz SEQ ID NO: 65-67.

23. AHTUTENO, €r0 AHTUTCHCBS3BIBAIOIINN (PPArMEHT WIIM BAPHAHT MO JI000My 13 1. 20-
22, rne ykasanHas H-FR2 wnaxomutcs mexnay ykaszanHoii HCDRI1 u ykaszannoit HCDR2,
ykasanHast H-FR2 conep:kUT aMHHOKHCIIOTHYIO TOCJIEAOBATENIbHOCTD, BBIOPAHHYIO U3 T'PYIIIbI,
cocrosimei u3 SEQ ID NO: 68.

24. AHTUTENO, €r0 AHTUTCHCBS3BIBAIOIINHN (PPArMEHT WM BaPHAHT MO JF0OOMY 13 mir.20-
23, rne ykasanHas H-FR3 naxomgutcs mexnay ykaszaHHoii HCDR2 u yxazannoit HCDR3,
ykazaHHast H-FR3 conmep:kuT aMHHOKHCIIOTHYIO TMOCJIEAOBATENIbHOCTD, BBIOPAHHYIO W3 T'PYIIIbI,
cocrositen u3 SEQ ID NO: 69.

25. AHTUTENO, €r0 AHTUTCHCBA3BIBAIOIINHN (PPArMEHT WM BAPUAHT MO JI0OOMY 13 1. 20-
24, rne N-xoneu ykaszaHHoi H-FR4 npsmo unm xocBeHHO cBs3aH ¢ C-KOHLIOM YKa3aHHOM
HCDR3, ykazannas H-FR4 comep:xuT aMHHOKHUCIOTHYIO TOCJIEIOBATEIbHOCTD, BRIOPAHHYIO U3
rpynmnsl, cocrosuieii us SEQ ID NO: 70.

26. AHTUTENO, €r0 AHTUTCHCBAZBIBAIOIINHN (PParMEeHT WK BapUAHT MO JI0OOMy 13 milL. 1 6-
25, rne yka3zaHHas TsDKeas LeTb aHTUTENa UIH €€ (PparMeHT COAep KUT BapruadebHy0 001acTh
Tsokenoi nemu VH, m ykasanHas BapuaOenbHas obnacte Tspkenod nenu VH comepskur
AMHHOKHUCJIOTHYIO TOCJIE0BATENIbHOCTD, BRIOpaHHYIO U3 rpymibl, coctosimeii u3 SEQ ID NO: 2,
SEQ ID NO: 9, SEQ ID NO: 31 u SEQ ID NO: 35.

27. AHTUTENO, €r0 AHTUTCHCBS3BIBAIOIININ (PPArMEHT WJIM BAPUAHT MO JIF0OOMY 13 L. 16-
26, rme yka3aHHas TsDKeas LeNb aHTUTeNa WM ee (PPArMEHT IOMOJIHUTENBHO COAEPIKUT
KOHCTAaHTHYIO O0JIaCTh 4YeJOBEKa, M YyKa3aHHAass KOHCTAHTHas OOJACTh YeJIOBeKa COMEpPIKUT
KOHCTaHTHYIO obnactb [gG1 yenoseka.

28. AHTUTEINO, €r0 AHTUTCHCBS3BIBAIOIINHN (PPArMEHT WM BAPUAHT MO JIFOOOMY 13 il 16-
27, rme ykasaHHas TsDKeNas LeNb aHTHTEeNa WM €€ (PpParMeHT COAEpPKUT aMHHOKHCIOTHYIO
MOCJIEIOBATEIBHOCTD, BBIOpaHHYI0 U3 rpymmbl, coctosmeit uz SEQ ID NO: 6, SEQ ID NO: 13,
SEQ ID NO: 32 u SEQ ID NO: 36.

29. AHTHTENO, €ro aHTUT€HCBI3bIBAOIIUI (PparMeHT MJIM BaPHAHT 110 JIEOOOMY U3 mit. 1 -
28, rue ykazanHbiid 6enok PD-L1 BeiOpan u3 rpymnmel, cocrosimeii u3 6enka PD-L1 genoseka u
6enka PD-L1 mpmm.

30. AHTHTENO, €ro aHTUTEHCBS3bIBAOIINI (PPaArMeHT WM BApUAHT, CBSI3bIBAOLIEECS C
6enxom CD137 ¢ Kp 5x10” M nm menee.

31. AHTHUTENO, €ro aHTUIeHCBS3BIBAOLINI (¢parMeHT wiau BapuaHT 1o 11.30,

cs3biBaroleecs ¢ oenkom CD137 ¢ Kp 3% 10° M unu menee.
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32. AHTUTENO, €r0 AaHTUT€HCBA3bIBAIOIINI (PPArMEHT WIIM BAPUAHT MO JF000My 13 mir.30-
31, cnocoOHOE MPUBOAUTE K OOJIErYeHHIO WM JIEUEHUIO OIyXOJIeH.

33. AHTHTENO, €ro AaHTUICHCBA3BIBAIOINMN (parMeHT WM BapuaHT mo 1.32, rne
yKa3aHHasl ONyXOJIb BKJIFOYAET PAaK TOJCTOIO KUIIEYHHUKA.

34. AHTUTENO, €r0 AHTUIeHCBSI3BIBAOINUI (PparMeHT WK BapHaHT 1o Jirodomy u3 mm.30-
33, rae yka3aHHOE aHTHUTENO COAEPIKUT JIETKYIO LeNb aHTUTENa WK ee (pparMeHT.

35. AHTHTENO, €ro AaHTUIE€HCBS3BIBAIOIIWKI (parMeHT WIM BapuaHt no mn.34, rxae
yKa3aHHas Jierkas uenb win ee (¢parment conmepxkut LCDRI1-3, aMHHOKMCIOTHBIE
nocnenosaTenbHOCTH ykazaHHoi LCDR1-3 nocnenosarensHo npuseneHsl B SEQ ID NO: 80-82.

36. AHTUTENO, €r0 AaHTUTCHCBS3bIBAIO NN (PPArMEHT WIIM BAPHAHT MO JI0OOMY U3 1. 34-
35, roe ykasaHHas Jierkash LeNb aHTUTeNa Wid ee (ParMeHT IOMOJHUTEIBHO CONEPIKUT
kapkacHbie oonactu L-FR1, L-FR2, L-FR3 u L-FR4.

37. AHTHTENO, €r0 AaHTUTCHCBS3BIBAIOIIUN (parMeHT WIM BapHaHT o 1.36, rxe
yKa3aHHbIE KapKacHbIe 00JaCTH BBIOPAHBI U3 IPYIIIIBI, COCTOSIIEH 13 KOHCEHCYCHBIX KapKaCHBIX
MOCJIEIOBATEIbHOCTEN YEI0BEKA NN MOCIEA0BATENBHOCTEH 3apOABIIIEBON JTUHUH YEJIOBEKA.

38. AHTUTENO, €r0 AaHTUTCHCBS3BIBAIOIINHN (PPArMEHT WIIM BAPUAHT MO JIFOOOMY M3 MI1.30-
37, rne C-xonen ykasanHod L-FR1 mnpsMo unM KOCBEHHO CBsi3aH € N-KOHIIOM YKa3aHHOM
LCDRI, ykazannas L-FR1 comep>XuT aMHHOKHCIOTHYIO MOCIEN0BATEIbHOCTD, MPUBEIEHHYIO B
SEQ ID NO: 89.

39. AHTUTENO, €r0 AaHTUT€HCBA3bIBAIOINNI (PPArMEHT WIIM BAPUAHT IO JIFOOOMY M3 MI1.30-
38, rme yxaszanHas L-FR2 wnaxomgutcs mexny ykasaHHo LCDRI1 u ykasannoit LCDR2,
ykazaHHasg L-FR2 copep kUT aMMHOKUCIIOTHYIO MOCNEA0BATENbHOCTD, puBeaeHHyo B SEQ ID
NO: 90.

40. AHTHTENO, €r0 aHTHICHCBSI3bIBAOINNIT (PparMeHT WIN BaApHAHT 110 JFOOOMY M3 1.3 8-
39, rme yxaszanHas L-FR3 Haxomgurcs mexny ykasanHoii LCDR2 wu ykasannoit LCDR3,
ykazanHas L-FR3 comepXUT aMMHOKUCIOTHYIO MOCJEN0BAaTeNbHOCTD, NpuseneHHyo B SEQ ID
NO: 91.

41. AHTUTENO, €r0 AHTUTCHCBS3BIBAIOIINHN (PPArMEHT WIIM BAPUAHT MO JIF0OOOMY 13 1.3 8-
40, rne N-xonen ykaszanHod L-FR4 npsmo mnm kocBeHHO cBsizaH ¢ C-KOHLIOM yKa3aHHOMU
LCDR3, ykazannas L-FR4 comep>uT aMHHOKHCIIOTHYIO MOCEN0BATEIbHOCTD, MPUBEICHHYIO B
SEQ ID NO: 92.

42. AHTUTENO, €ro AaHTUTCHCBS3BIBAIOIINHN (PPArMEHT WM BAPUAHT MO JIFOOOMY 13 MI1.34-
41, roe yka3aHHasl JierkKas Ielb aHTUTeNa Wi ee PparMeHT conep:kut BapuabelbHyo 00JacTh
nerkoii wermu VL, w ykasaHHas BapuaOenbHas o0nacTh Jierkoi menw VL  comeput
AMUHOKHCJIOTHYIO MOCEN0BATENbHOCTD, TpuBeAeHHY0 B SEQ ID NO: 20.

43. AHTUTENO, €r0 AaHTUTCHCBA3BIBAIOIINHN (PPArMEHT WM BAPUAHT IO JIOOOMY M3 mI1.34-
42, roe ykasaHHas Jierkas LeMb aHTHTENa WIH €€ (PparMeHT IOMOJHUTENBHO CONEPIKUT
KOHCTAaHTHYIO O0JIacTh 4YeJOBEKa, M yKa3aHHAass KOHCTAHTHas OOJACTb YeNOBEKa COMEpPIKUT
KOHCTaHTHYIO obnacth Igh yenosexka.

44. AHTUTENO, €r0 AHTUT'CHCBAZBIBAIOIINHN (PParMEHT WM BapUAHT IO JI0OOOMY M3 mI1.34-
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43, rme ykasaHHas Jierkas LENb aHTUTeNa WM ee (parMeHT CONEPKUT aMHHOKHCIIOTHYIO
NOCJIEI0BATENBHOCTD, NpuBeAeHHY0 B SEQ ID NO: 23.

45. AHTUTENO, €r0 AaHTUTCHCBAZBIBAIOIINHN (PparMEeHT WK BapUAHT 1O Jr000oMy u3 mir.30-
44, rne yka3aHHOE AHTUTENO COMEPXKHUT TSDKENYI0 LeNb aHTHTENa WM ee (parMeHT, rae
yKazaHHas Tspkenas uenb win ee (parmeHt copepxkur HCDRI-3, m aMMHOKHCIOTHBIE
nocienosarenbHocTy ykazanHoi HCDR1-3 nocnenosarensho npusenens! B SEQ ID NO: 77-79.

46. AHTHTENO, €ro aHTUIeHCBS3BIBAIOIWI ()parMeHT WiIM BapuaHt mo m.45, rue
yKa3aHHasl TsDKeNasi Lelb aHTHTeNa WK ee (ParMEeHT JOMOJHHUTENIbHO CONEPIKUT KapKaCHBIE
obnactu H-FR1, H-FR2, H-FR3 u H-FR4.

47. AHTUTENO, er0 AHTUIeHCBSI3bIBAIOLINHA (PparMEeHT WM BapUAHT 110 JII0OOOMY U3 TI.40,
I7le YKa3aHHbIe KapKacHble O0JIAaCTH BBIOPAHBI M3 TPYMIbL, COCTOSINEH W3 KOHCEHCYCHBIX
KApKACHBIX IOCJIENOBATENbHOCTEH YEIOBEKa WJIN MOCIEAOBATENBHOCTEH 3apOABIIIEBON JIMHUU
YEJIOBEKA.

48. AHTUTENO, €r0 AHTUTCHCBS3BIBAIOIINHN (PPArMEHT WM BAPHAHT 1O JIOOOMY H3 MIT.40-
47, rne C-xonen ykazanHoiW H-FR1 npsmo mnm KocBeHHO cBsi3aH ¢ N-KOHLIOM YKa3aHHOM
HCDRI, ykazannas H-FR1 comep:kxut aMUHOKUCIOTHYIO TIOCIEAOBATENbHOCTD, IPUBEICHHYIO B
SEQ ID NO: 84-85.

49. AHTUTENO, €r0 AHTUTCHCBSA3BIBAIOIINHN (PPArMEHT WM BAPUAHT IO JIOOOMY H3 MIT.40-
48, rne ykasanHas H-FR2 naxogutcs mexnay ykaszanHoii HCDRI1 u yxazannoii HCDR2,
ykazanHasg H-FR2 copepUT aMHHOKHCIIOTHYIO ITOCJIEA0BATEIbHOCTD, puBeAeHHY0 B SEQ ID
NO: 86.

50. AHTHTENO, €r0 aHTUTE€HCBS3bIBAIOIINI (parMeHT WM BapUaHT 110 JIIOOOMY U3 11.46-
49, rne ykasanHas H-FR3 naxogutcs mexnay ykazaHHoii HCDR2 u yxaszanmnoii HCDR3,
ykazaHHast H-FR3 comep Ut aMMHOKHCIOTHYIO IIOCIIEI0BAaTENbHOCTD, NpuBeneHHyo B SEQ ID
NO: 87.

51. AHTHUTENO, ero aHTUTE€HCBSI3bIBAIOIINI (parMEeHT WU BapUAHT 110 JIIOOOMY U3 Mi1.46-
50, roe N-koner ykasaHHoW H-FR4 npsmo mnu kocBeHHO cBsizaH ¢ C-KOHIIOM yKa3aHHOM
HCDR3, ykazannas H-FR4 comep:xut aMUHOKUCIOTHYIO TIOCIEA0BATENIbHOCTD, IPUBEICHHYIO B
SEQ ID NO: 88.

52. AHTHUTENO, €r0 aHTUTEHCBSI3bIBAIOIINI (parMEeHT WU BApUAHT I10 JIFOOOMY U3 mi1.46-
51, roe yka3aHHas TspKeJas enb aHTUTeNa WK ee (JParMeHT CONEP:KUT BapruadebHy0 00NacThb
Tsokeno nenu VH, u ykasaHHas BapuabenpHast obnacte Tspkenod nenn VH comepskut
AMUHOKHCJIOTHYKO TOCJIeIOBATENIbHOCTD, BRIOPAHHYIO M3 rpymibl, coctosimed w3 SEQ ID NO:
18 u SEQ ID NO: 25.

53. AHTHTENO, €r0 aHTUTE€HCBS3bIBAIOIINI (parMEeHT WM BApUAHT 110 JIIOOOMY U3 mit.45-
52, roe ykasaHHas TsDKenas LEMb aHTUTENA WIH €€ (PParMeHT IOIOJHUTENIBHO CONEPIKUT
KOHCTAHTHYIO OOJIaCTh 4YeNOBEKa, M yKa3aHHAas KOHCTAHTHas OOJACTh YeNoBeKa COINEPIKUT
KOHCTaHTHYIO obnacts IgG uenosexa.

54. AHTHUTENO, €r0 AaHTUTE€HCBS3bIBAIOIINI (parMeHT WM BapUAHT 110 JIIOOOMY U3 m1.45-

53, rme ykasaHHas TsDKeJasl LeTb aHTHUTeNa WIH ee (parMeHT CONEPKUT aMHUHOKHCIIOTHYIO
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MOCJIEIOBATEIBHOCTD, BRIOpaHHYIO U3 rpynmbl, cocrosimeid n3 SEQ ID NO: 21 u SEQ ID NO:
27.

55. AHTHUTENO, €ro aHTUTE€HCBS3bIBAIOIINI (parMeHT WM BapuaHT 110 JrodoMy u3 . 30-
54, rne yxazannbiii 6enok CD137 conepsxut 6enok CD137 yenoseka.

56. bucneunpuueckoe aHTUTeENO, CBsA3bIBaroLeecs ¢ 6enkom PD-L1 ¢ Kp 2x10” M wiu
MeHee U cBs3biBarolieecs ¢ oeakom CD137 ¢ Kp 8x 10° M uu menee.

57. Bucneuuduueckoe aHTHTENO NO T.560, comeprkaiee MEepBbIi HALETHBAIOLIUIT
(dbparMeHT, crielu(pUYIECKH CBSI3bIBAIOIIMICS C yKa3aHHbIM OenkoMm PD-L1, raoe yka3aHHbIH
NIePBBIi HALETUBAOIIHUN (PAarMEHT COAEPIKUT AHTUTEINIO, €r0 AHTUTCHCBSI3bIBAIOINUI (parMeHT
WM BapUaHT 1o Jrodomy u3 mi. 1-29.

58. bucnemuduyeckoe aHTUTENO TO JoOOMy U3 TIL.56-57, comepskaiiee BTOPOU
HAIEIUBAIOIINN (parMeHT, CrieU(pUIECKH CBA3BIBAOIIUNICS C YKa3aHHbIM Oenkom CD137, roe
yKa3aHHBI BTOPOH HALEIMBAIOLINHA (PPArMEHT CONEPIKUT aHTUTEJNO, €r0 AHTUTCHCBS3BIBAIOIINI
(dbparMeHT WK BapHaHT Mo Jrodomy u3 mi.30-55.

59. bucnenududeckoe aHTUTENO MO JIOOOMYy U3 mm.57-58, roe yka3aHHOE aHTHTENO,
cesasbBaromeecst ¢ Oenxkom CD137, comepxur scFv, u ykasamsblii scFv  comepkut
AMUHOKHCJIOTHYIO MOCEA0BAaTENbHOCTD, puBeAeHHY0 B SEQ ID NO: 83.

60. bucnenmuduueckoe aHTHTENO MO JIOOOMY H3 MIL.56-59, comep:kamiee NEPBYIO
MOJIMNENTHUIHYIO LIeNb U BTOPYIO MOJUIENTUIHYIO LeNb, I1ie YKa3aHHasl epBas MOJIUINeNTUAHAs
LIeTTb COIEPKUT YKA3aHHYIO BapHaOeNbHYIO0 O0JACTh TSIKENIOH e aHTUTENA, CBSI3bIBAOIIErOCs
¢ Oenkom PD-L1, yka3anHyro BapuaOenbHy:0 00JacTh TSDKEJIOW Iend aHTHTENa,
cBszbiBaromierocst ¢ Oenkom CDI137, m yka3aHHyl0 BapuaOenpHYI0 00jacTb JIETKOH Lenu
aHTUTeNa, CBs3bBarolerocs ¢ Oenxkom CD137; u yka3zaHHas BTOpas MOJHIENTHAHAS LEIb
CONEPKUT YKAa3aHHYI BapuabenbHYI0 0ONacTh JIETKOW LeNM aHTUTENA, CBSI3bIBAIOINErOCs C
6enxom PD-L1.

61. bucneundudeckoe antureno no m.60, rae B yKa3aHHOW MEPBOI MOJIHMIIENTHIHON
ey yKa3aHHasi BapuadesbHas 00JacTh TSOKENION LEeNH aHTUTEeNa, CBS3BIBAOIIErocs: ¢ OeKoM
PD-L1, Haxonutcsi Ha N-KOHIE yKa3aHHOH BapuaOenbHOH 00JacTH TSDKENOW Lend aHTHTENa,
cBs3biBaromierocst ¢ Oenkom CDI137, m ykasanHas BapuabenbHast OOJacTb TSDKENOW LENU
aHTUTeNna, CBs3biBaromerocss ¢ Oenkom CDI137, Haxomutcss Ha N-KOHLE YKa3aHHOM
BapualOepbHONW 00JacTU JIETKOH Lienu aHTHWTeNa, CBs3biBaromerocs ¢ Oenkom CDI137;
aJIbTEPHATHBHO, YKa3aHHas BapradesbHasi 00JacTh TSKEIION 1IeTH aHTUTENa, CBSA3BIBAIOIIErOCs C
oenkom PD-L1, maxomutcs Ha N-KOHLIE yKa3aHHOW BapuadeapbHONW 0O0JacTH JIETKOW IemH
aHTHUTeNa, CBs3biBaromerocss ¢ Oenkom CD137, u ykasanHas BapuabenbHasi OOJNACTh JIETKOU
Lenu aHTuTeNa, cBsi3biBaromerocss ¢ Oenkom CD137, Haxomutcs Ha N-KOHIE YKa3aHHOM
BapuadeIpbHON 00JIACTH TSKEJION e aHTUTeNa, CBsI3bIBaroIerocs ¢ oenkom CD137.

62. bucneungudeckoe anTuTeno no JrdomMy u3 nmn.60-61, roe ykasanHas BapualOenbHas
oOnacTe JlerkoW IlemM aHTHTeNna, CcBs3biBatomerocs ¢ Oenmkom CDI137, u  yka3aHHas
BapuadenbHast 00JIAaCTh TSDKENIOH LienH aHTUTeNa, cBsi3biBatomerocs ¢ oenkom CD137, B nepBoit

IOJIUIIEIITUIHOMN LIeNH cocTaBisieT ScFv.
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63. bucnenmuduueckoe antuteno mno grodomy u3 nm.60-62, rae ykasaHHas mepBas
NOJIMMENTHIHAS LeMb JOMOJHUTENBHO COMEPKUT KOHCTAaHTHYIO obnacte IgG denoBeka, u
yKa3zaHHas KOHCTaHTHas obnactb IgG dyenoBeka HaxomutTcs Ha C-KOHIE YKa3aHHOU
BapralenpbHONW OO0JIACTH TSDKENION Lenu aHTUTeNa, CBs3biBaromerocs ¢ Oemkom PD-L1, wu
HaxonuTcss Ha N-KOHIIE VYKa3aHHOM BapuaOenbHOM O0NacTH JIerKOW LeNMu aHTUTENa,
csizbiBatroerocst ¢ Oenkom CD137; anbrepHATHMBHO, yKa3aHHAash KOHCTaHTHas oOmacte IgG
yeoBeKa Haxonutcs Ha C-KOHIE yKa3aHHOH BapraOenbHO 00JacTH TSDKENOW IIeTH aHTHTeNa,
cBs3biBatomerocsi ¢ Oenkom PD-L1, u Haxomutcst Ha N-KOHIE YKa3aHHOW BapuaOeNbHOM
00J1aCTH TSKEJION LENU aHTUTENA, CBsI3bIBarolerocs ¢ oenkom CD137.

64. bucnenuduueckoe antuteno no Jgrobdomy u3z nm.60-63, rae ykasaHHas mepBas
NOJIUMENTHIHASL 1eTb CONEPKUT AMHHOKHUCIOTHYIO TIOCJIEIOBATEIbHOCTh, BBIOPAHHYIO U3
rpynmbl, coctosmeit u3 SEQ ID NO: 30, SEQ ID NO: 43 u SEQ ID NO: 44.

65. bucnenududeckoe anTuTeno mno modomy u3 mm.60-64, rHe ykasaHHas BTOpas
NOJIMMENTUIHAS LeNb CONEPKUT AMUHOKHCIOTHYI TIOCJIEAOBATEIbHOCTh, BBIOPAHHYIO U3
rpynmbl, coctosment u3 SEQ ID NO: 15 u SEQ ID NO: 34.

66. OngHa wiu OoJjiee BBINENIEHHBIX MOJIEKYJ HYKJIEWHOBOW KHCIOTBI, KOOUPYIOIINE
AHTHUTENIO, €ro AHTUICHCBS3BIBAIOIIMK (PparMEHT WIM BapuaHT mo Jrobomy wu3 mm.1-29,
AHTUTEJIO, €r0 AHTUTEHCBSI3BIBAIOLINI (pparMeHT WM BapwaHT o Jrobomy u3 mm.30-55 wmm
oucnenuduyecKoe aHTUTENO TI0 JTFOOMY U3 L. 56-635.

67. BexTop, copepKallui yKa3aHHYK MOJIEKYJy HYKJIEMHOBOW KMCJIOTHI 110 11.66.

68. Knerka, comepxxaiasi yKa3aHHYIO MOJIEKYJly HYKJIEMHOBOM KHUCJIOTBHI MO 1.66 Win
yYKa3aHHBIN BEKTOP MO Mm.67.

69. Criocob mony4eHus: yKa3aHHOTO aHTHUTENa, €r0 aHTUTE€HCBS3BIBAIOLIEro (pparmeHTa
WIN BapuaHta 1o JoOomy u3 mm.1-29, yKka3aHHOrO aHTUTENA, €ro aHTUIE€HCBS3BIBAIOLIETO
¢parmenra wim BapuaHTa Mo modOoMy u3 nm.30-55 mnm ykasaHHoro Oucnernuduyeckoro
aHTUTEeNa Mo JMOOOMy U3 MI.56-65, BKIIOYAOIIMN KyJbTUBHPOBAHHE KJIETKH MO 1.68 B
YCIOBUSIX,  JEJAIOLIMX  BO3MOXKHOM  OJKCIPECCHUK)  YKA3aHHOTO  AHTUTENA, €ro
AHTUIeHCBs3bIBAIOIIEro (parmMeHTa wiaM BapuaHTa 1o mobOomy u3 mm.1-29, yka3zaHHOTO
aHTHTENA, €r0 aHTUTEHCBSI3bIBAIOLIETO (pparmMeHTa Wi BapuaHTta 1o jJodomy u3 mm.30-55 wiun
YKa3aHHOTO OucnenuuyecKoro aHTuTeNa mo JrdoMy u3 mm.56-65.

70. @apmauLeBTHYECKAass KOMIIO3MLMUA, COJAEpIKallasg YKa3aHHOE AaHTUTENO, €ro
AHTUTCHCBS3BIBAIOIINN (PparMeHT WJIM BapHaHT Mo Jr0OoMy u3 mi.1-29, ykazaHHOE aHTHTEJO,
€r0 aHTUTEHCBS3bIBAIOIIUN (PAarMEHT WIM BapuaHT o Jrobomy u3 mm.30-55 mnm ykazaHHOE
oucrierpuyueckoe aHTUTENO MO JIOOOMY M3 MIL.56-05, yKa3aHHYI MOJIEKYJy HYKJIEHHOBOH
KHCJIOTBI TO T1.60, yKa3aHHBI BEKTOp Mo I.67 WIIM YKa3aHHYK KIETKYy mo m.68 u,
HeoOs13aTeNbHO, (papMaeBTHUECKH PUEMIIEMOE BCIIOMOTATENIbHOE BEIECTBO.

71. IlpuMeHeHHe YKa3aHHOTO AHTHUTENA, €r0 aHTHUIeHCBS3BbIBAKOLIEr0 ()parMeHTa MU
BapuaHta 1o moOomy wu3 mm.1-29, yka3aHHOrO aHTUTENA, €ro aHTUIEHCBSI3bIBAIOLIETO
¢parmenta wium BapuaHTa no JodOomy u3 nm.30-55 wnm ykasaHHOro Oucnenuduyeckoro

aHTUTeNa MO JIIOOOMYy M3 mI.56-65, yka3aHHOH MOJIEKYJbl HYKJIEMHOBOM KHCJIOTBI MO 11.60,
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YKa3aHHOTO BEKTOpa 10 1M.67, YKa3aHHOW KJIETKHU 1Mo 1.68 1/Wim yka3aHHOH (papMarieBTUIeCcKoi
KOMITO3UIIMH 110 11.70 B IPOM3BOACTBE JIEKAPCTBEHHOT'O CPEACTBA U OOJIErUeHHs WIN JISYeHUS
OIyXOJIEH.

72. Cnioco0 unrubuposanus csizbiBaHusi Oenka PD-L1 ¢ 6enkom PD-1, Brirouaromimii
BBEICHUE YKAa3aHHOTO AaHTHUTENA, €r0 aHTUT'€HCBA3bIBAIOIIEro (parMeHTa WM BapUaHTa II0
aobomy u3 nm.1-29, uim ykazaHHOro Oucrenu(puveckoro aHTHTeN A 1Mo Jrodomy u3 mm.56-65,
YKa3aHHOH MOJIEKYJIbI HYKJIEMHOBOM KUCJIOTHI 10 11.66, YKa3aHHOTO BEKTOpa No .67, yka3aHHOU
KJIETKH 110 11.68 1/uiu yka3aHHOH (papManeBTHUeCKO KOMIO3ULKH 110 11.70.

ITo noBepenHocTn
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