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OIIMCAHUME M30BPETEHUA
2420-560505EA/022
MOJIEKYJIBI AHTUTEJI K CD73 U ITYTHU UX NIPUMEHEHUA

POZICTBEHHBIE 3AABKU

Hacrosimas 3asiBka ucnpaiiusaeT npuopuTer 1o 3asiBke Ha nateHT CIIIA ¢ nopsnkoBbM
Ne 62/523481, nomannoit 22 urons 2017 ropa, u 3asBke Ha narteHT CIIIA ¢ mopsiakoBbiM Ne
62/636510, nomannoi 28 ¢espans 2018 roma, comepikaHue KOTOPbIX TEM CaMbIM BKJIFOUEHO
MOCPENCTBOM CCBUIKH BO BCEH CBOEH MOJIHOTE.

[IEPEYEHb ITOCJIEIOBATEJIbHOCTEM

Hacrosimas 3asiBKka COAEPKHUT MEpEeUYeHb MOCIEAOBATENIbHOCTEH, KOTOPBIA ObLT MOJAH B
snekTpoHHOM BHIe B popmare ASCII u BKIIFOUEH B JAHHBIN TOKYMEHT IMOCPEACTBOM CCBUIKH BO
BCeil cBoeil monHoTe. YkasaHHas komust B gopmare ASCIL, cosmannas 15 wurons 2018 rona,
umeeT HazBaHue N2067-7123WO_SL txt u pasmep 497959 GaiiToB.

YPOBEHb TEXHUKHU

Knacrep nuddepenuuposku 73 (CD73), Takke M3BECTHBIH Kak HKTO-5'-HYKIEOTHA3a
(3kt0-5'NT), mpencrasnsier codoit riukosmi-pocharunnmaosuton (GP)-ces3annsiil GepmeHT
KJIETOYHOHW TOBEPXHOCTH, MPHUCYTCTBYIOIUI B OOJBIIMHCTBE TKAaHEH U, B YaCTHOCTH,
SKCIPECCUPYEMbINl B HHAOTEIMAIBHBIX KJIETKaX M MOATPYINax TIeMaTONOATHYECKHUX KIETOK
(Resta et al., Immunol Rev161:95-109 (1998) u Colgan et al., Prinergic Signal 2:351-60 (2006)).
CD73 karanmsupyer mnpespaimeHne aneHo3mHMoHodochata (AMP) B anmeHO3uH. ANEHO3UH
SIBJIIETCS. CUTHAJIBHOM MOJIEKYJIOH, KOTOpasi omocpenyer cBou Ouojorudeckue 3ddextsr ¢
MOMOLIBbIO HECKOJIBKUX PELENTOPOB, B TOM 4HCle pelenTtopos aneHosuHa Al, A2A, A2B u A3.
Penenrop A2A monyumnn ocoboe BHUMaHHE U3-3a €ro OOLIMPHOI 3KCIPEeCCHH Ha MMMYHHBIX
KJIeTKaxX. AJIEHO3MH XapaKTepu3yercs IUIeHOTPONHbIMU 3(pQeKTaMi B MHKPOOKPYKEHUU
OITyXOJIH, B TOM YHCIIe SKCraHcuen peryaropubx T-kierok (Tregs), MHTHOMpOBaHNUEM OTBETOB
s¢ppexropubix T-knerok (Teff), omocpenoBanubix wunTepdeponom (IFN)-y, U skcnaHcuei
CYIIPECCOPHBIX KJIeTOK Muesnouanoro npoucxoxnaenus (MDSC). Cwm., nanpumep, Allard B, et
al., Curr Opin Pharmacol 29:7-16 (2016) u Allard D, et al., Immunotherapy 8:145-163 (2016).

CD73 Takke 3KCIpecCHpPyeTcs Ha PaKOBBbIX KIJIETKax, B TOM YHCJIE B Ciydae paka
TOJICTOM KHILIKH, JIETKOTO, IMOMKEIyAOYHON >KeNe3bl, SUYHUKA, MOYEBOro My3bIps, B Clydae
JeWKOo3a, TJIMOMBIL, TJIHOOJACTOMBI, MEJAHOMBI, pakKa INUTOBHIHOW JKeNe3bl, IHUIIEBOJA,
npocTaThl U MojiouHoM skene3bl (Jin et al., Cancer Res 70:2245-55 (2010 ) u Stagg et al., PNAS
107: 1547-52 (2010); Zhang et al., Cancer Res 70:6407-11 (2010)). Coobmanoch, 94T0 BBICOKUH
ypoBeHb skcmpeccun CD73 koppenupyeT ¢ HeONArompusiTHBIM HMCXOIOM TIPU  Pa3TUYHBIX
NPOSIBJICHUSIX PaKa, TAKUX KaK PakK JIETKOTO, MEJaHOMa, TPWXKIbl HETaTUBHBIA paKk MOJOYHOM
JKeJe3bl, MIIOCKOKJIETOUHBIN pak TOJIOBBI U LIeU U KOJOopeKkTanbHbll pak. CM., Hanpumep, Allard
B, et al., Expert Opin Ther Targets 18:863-881 (2014); Leclerc BG, et al., Clin Cancer Res
22:158-166 (2016); Ren ZH, et al., Oncotarget 7:61690-61702 (2016); Ren ZH, et al., Oncol Lett
12:556-562 (2016); u Turcotte M, et al., Cancer Res 75:4494-4503 (2015).

C YUE€TOM TTOCTOSTHHOM l'IOTpe6HOCTI/I B YJIYHIICHHBIX CTPATCTUAX IJIs1 HALICJIMBAHUA Ha



3a00neBaHMs, TaKHe KaK paK, HOBbIE KOMITIO3ULUHM U CIIOCOOBI AJIsl PEryJIUPOBAHUs aKTHBHOCTH
CD73 u cBs3aHHBIE C HUMH TE€PAIEBTUYECKHE CPENICTBA SIBJIIIOTCS BECbMA KEJIaTEIbHBIMH.

KPATKOE OIINCAHHUE

B naHHOM nOKyMEHTE PacKphITBI MOJIEKYJBI aHTUTEN, KOTOpbIe CBs3biBatoTcs ¢ CD73
(xmacrep nuddepenuupoBku 73) ¢ BbicOKOH adduHHOCTBIO U crneuuuuHOCTBIO. Takxke
NPEAYCMOTPEHbl MOJIEKYJIbl HYKJIEWHOBON KHCIIOTBI, KOJMPYIOLIME MOJIEKYJbl aHTUTENa,
BEKTOPbI HKCIPECCUH, KIETKHU-XO0351eBa M CHOCOOBI TOJYYeHMs MOJIEKYJ aHThTena. Takxke
NPEAyCMOTPEHbl MMMYHOKOHBIOTAThI, MOJICKYJIbI MyJIbTU- WIH OUCTIELU(UYECKUX AHTUTEN U
(apManeBTHYECKHEe KOMIIO3HMLIUHU, COAEPKAIlMe MOJEKYJbl aHTUTeNl. MOJIeKyJibl aHTHTEeNa K
CD73, packpbITble B JaHHOM JOKYMEHTE, MOXKHO NMPUMEHSTh (OTAENbHO WM B KOMOMHALIUH C
APYTUMH CPEACTBAMU WJIH TEPAEBTUYECKUMHU BO3ACHCTBUSIMH) IS JICYCHUS, TIPEAYIPEIKICHUS
W/WJIN TUarHOCTUKY HAPYLICHUH, B TOM YHCJIe UMMYHOJOIMYECKHX HAapyLIeHUH u paka. Takum
o0pa3oM, B J[aHHOM JIOKYMEHTE€ pAaCKPBITbI KOMIIO3ULMM U CHOCOOBI JIEYCHHUS W/HIH
IUAarHOCTHKH PAa3IMYHBIX HAPYIIEHUH, B TOM YUCJIE paka 1 UMMYHOJIOTUYECKUX HAPYIICHUH, C
IpUMeHeHHeM MoJiekyn antutena k CD73.

COOTBETCTBEHHO, B  ONPEACNEHHBIX  aCleKTaX B  HACTOSIIEM  HM300peTeHuHn
NPEeAyCMOTPEHA MOJIEKyJIa aHTHTeNa (HanmpuMep, BbIACICHHAS WM PEKOMOMHAHTHAs MOJIEKYJa
AHTHUTEJA), XapaKTEPU3YIOIAsCS OOHIUM WJIH HEeCKOJbKUMU (Hanpumep, 2, 3, 4, 5, 6, 7, 8, 9, 10,
11, 12, 13, 14, 15, 16, 17, 18, 19, 20, 21, 22, 23, 24, 25 unu Ooyiee, HaIPpUMeEpP, BCEMHU) U3
CIEAYIOLIUX CBOWCTB!

(1) cemwiBaerca ¢ CD73, manpumep CD73 uenoBeka, ¢ BbICOKOH adduHHOCTHIO,
Hanpumep, ¢ kKoHcTtanToi nuccounanuu (Kp), cocrasisiromeit menee yem npuOmmsurensHo 100
HM, Hampumep MeHee ueMm npubnusutensHo 10 HM, 1 HM, 0,1 eM wunm 0,01 HM, Hampumep,
IpU HCCIEAOBAHUM MOJIEKYJIbl AHTHUTENa B BHUAE MOJEKYJbl OHBAJCHTHOrO AaHTHUTENA C
npuMeHeHueM cucremsl Octet;

(i1) cBs3biBaercs ¢ pactBopuMbiM CD73 uenoBeka mnu memOpanocBsizaHHbIM CD73
YeJIOBEKA WIIU U C TeM, U C APYTUM;

(ii1) mo cytu cBsi3biBaeTcsi ¢ CD73 nmpuMaToB, OTIMYHBIX OT YesioBeka, Harmpumep ¢ CD73
Makaka-kpaboema, ¢ koHcTaHtoi pguccoumaimu (Kp), cocrapnsiromedi MeHee dYeMm
npubnusutensHo 100 HM, Hanmpumep MeHee yeM npudbmusurensHo 10 HM, 1 HM, 0,1 HM unm
0,01 M, HanpuMep, NP UCCIIETOBAHUN MOJIEKYJIbl aHTUTENA B BHIE MOJIEKYJIbI OMBaJICHTHOTO
aHTHUTelNa C IpuMeHeHneM cuctemsl Octet;

(iv) He cBsbiBaercs ¢ CD73 wmplm, Hampumep, MpU ONPEAENCHHH C NMPUMEHEHHEM
cucrembl Octet, HarIpuUMep, Kak OMMCAHO B ipumepe 1;

(v) mHrHOupyer WM yMeHbIIaeT (epMeHTaTHBHYIO akTHBHOCTH CD73 (Hampumep,
pactBopumoro CD73 wuenoBeka wminu MemOpaHocBszaHHoro CD73 uenoBeka), Hampumep
uHrHOupyer onocpenosannoe CD73 yenoseka npespatienne ageHosnHMoHOdochara (AMP) B
aJICHO3MH WJIM YMEHBINAET €ro YpOBEHb, YTO HANpUMeEp, H3MEPSIOT € MOMOIIBI Crocoda,
OINHCAHHOTO B JJAHHOM JIOKYMEHTE, HallpUMep, NPU UCCIEeIOBAHUN MOJIEKYJIbl aHTUTENA B BUE

OMBaJIEHTHOTO aHTUTENA C MOMOIIBI0 KOJMYECTBEHHOro onpenenenus ¢ocdara mo peakuuu c



ManaxuToBbM 3eneHbM (MQG) wn ¢ nmomormbo Moaudummposannoro ananmusa Cell Titer Glo
(CTG), Hanpumep, Kak ONMUCAHO B mpumepe 1;

(vi) yBenmuuBaer ypoBeHb mnposudepanun T-KJI€TOK, CTUMYJIUPOBAHHBIX AHTHTEJIOM K
CD3/anturenom x CD28, nampumep T-knerok CD4+, B mpucyrcTBun aneHo3uHMoHodocdara
(AMP), uto Hampumep, U3MEPSIOT C MOMOIIBIO OMUCAHHOTO B JAHHOM JOKYMEHTE Crocola,
HarpuMep, MpU UCCICAOBAHUN MOJIEKYJIbl aHTHUTENA B BUJE OMBAJEHTHOIO aHTUTENIA B aHAJIN3E
nposnudeparun kinerok CellTrace Violet (CTV), Hanpumep, Kak onmucaHo B npumMepe 1;

(vil) yBenuuuBaeT ypoBeHb uHTepHanu3anuu CD73 denoBeka B KJIETKY MPU CBS3bIBAHUU
¢ CD73 wuenoBeka, 3KCIPECCUPYEMbIM Ha IOBEPXHOCTHU KJETKH, HAMpUMEpP YBEJIUYHBAET
ypoBeHb uHTepHanu3auuu CD73 denoBeka B KJIETKY B IO MeHbIel mepe 1,2 pasa, 1,3 paza, 1,4
pasa, 1,5 pasa, 2 pasa, 2,5 pasa, 3 pasa, 3,5 pasa, 4 pasa, 4,5 pasa, 5 pas, 6 pa3, 7 pas, 8 pas, 9
pas, 10 pas, 15 pas, 20 pas, 30 pas, 40 pas, 50 pas, 60 pas3, 70 pa3, 80 pa3, 90 pa3 unu 100 pas.

(viii) cesi3piBaeTcs ¢ anuronoM Ha CD73, HanpuMep TakuM K€ WA CXOIHBIM 3ITHTOIIOM,
YTO W BIUTOIN, PACIO3HABAEMBIH MOJIEKYJIOW AHTUTENA, OMHUCAHHOH B JAHHOM IOKYMEHTE,
Hanpumep MoJsekyJioi antutena k CD73 yenoBeka, ONMCaHHON B JaHHOM JIOKYMEHTE, HallpuMep
MOJIEKYJION aHTuTeNa u3 Tabausl 1;

(1x) CBsI3BIBAETCA C TAKUM JK€ SIMUTONOM (WM 1O CYTH TaKWUM JK€) WM 3MHUTOIOM,
NEePeKPBIBAIOIIUMCS (WM TIO CYTH NEPEeKPBIBAIOIINMCS) C SIMUTONOM BTOPOH MOJIEKYJIBI
antutena k CD73, roe Bropast MOJIeKyJla aHTUTENA MPEACTABIIsIeT cOOOH MOJIEKyJly aHTHTENa,
OTMCAHHYIO B JAHHOM JTOKYMEHTE, HAaIlpuMep MOJIEKYJIy aHTUTelNa, MOKa3aHHYIo B Tadnuie 1,

(x) uHrHOUpyeT, HanpuMep, KOHKYPEHTHO WHTHOHMPYET, CBSI3bIBAHHUE BTOPON MOJIEKYJIbI
anturena k CD73, roe Bropast MOJieKyJia aHTUTeNA MPEACTaBsieT cOOOH MOJIEKYJy aHTHTENa,
OIMCAHHYIO B JAHHOM JIOKYMEHTE, HallpuMep, MOJIEKYJTy aHTUTENa, IIOKa3aHHYI0 B Tabmune 1;

(x1) XapakTepu3yeTcs TOW K€ MM aHAIOTUYHOW a(UHHOCTHIO WIIN CHEU(PUIHOCTHIO
CBSI3BIBAHMSI, WJIM M T€M, U TeM, YTO U MOJIEKyJla aHTHTeNa, OUCaHHas B Tabiuue 1, Harmpumep
MOJIEKyJIa aHTHUTENA, COAeprKkalnasi BapuaOeabHYI0 OOJIACTh TSDKEJIOW LEend U BapualOeTbHYIO
00J1acTh JIErKOH 1emnu, moka3aHHast B Tabmue 1;

(xii) cBs3pIBaeTcs ¢ N-koHIeBbIM oMeHoM CD73 venosexa,

(xiii) cBs3piBaeTcs ¢ A-nemieit w/mmm B-netneit CD73 yenoseka;

(Xiv) yMeHbINAeT YPOBEHb BOIOPOTHO-AEUTEPUEBOr0 OOMEHA MO OJHOW MM HECKOJIBbKUM
obnactsiM Oelka, colep Kalero aMHHOKHCIIOTHYIO MOCIEOBATEIbHOCT U3 OCTaTKOB 27-547 u3
SEQ ID NO: 105 (mampumep, Oenka, COCTOSINEr0 U3 aMHHOKUCJIOTHOW MOCIIENOBATEIHbHOCTH
nog SEQ ID NO: 171), nmpu ero CBsi3bIBaHWH, NMPH 3TOM OAHA MM HECKOJIbKO oOjacTeit
BBIOpaHbI U3 TPYIIBL, COCTOALIEH n3 octatkoB 158-172, ocratkos 206-215, ocrarkos 368-387 u
ocratkoB 87-104 u3 SEQ ID NO: 105, Hanpumep, npu HCCIE€AOBAHUU MOJIEKYJIbl aHTUTENA B
BUZ€ MOJIEKYJIbI OMBAJICHTHOTO AHTUTENA C NMPUMEHEHHEM MAacC-CIIEKTPOMETPHUH BOJIOPOIHO-
neiTeprueBoro ooOMeHa,

(XV) mpu CBSI3BIBAHUH C O€JIKOM, COAEpKallM aMHHOKHCIIOTHYIO TOCJEA0BATENbHOCTD
u3 octatkoB 27-547 u3 SEQ ID NO: 105 (manmpumep, O€lKOM, COCTOSALINM M3 aMHHOKHCIIOTHOM

nocienosarenbHoctd nog SEQ ID NO: 171), BbeBbIBaeT KOH(POPMALMOHHOE H3MEHEHUE



octatkoB 368-387 u3 SEQ ID NO: 105;

(xvi) B3aMMOJEWUCTBYET, HAPUMEP MPSMO WM KOCBEHHO, C IO MEHbIIEH Mepe OTHHM,
ABYMsl, TPEMsI UJIU YEThIPbMsl OCTaTKaMHU B Ipenenax octaTkos 158-172 uz SEQ ID NO: 105;

(xvil) B3aUMOJIEIICTBYET, HaNpUMep MPSIMO WJIM KOCBEHHO, C MO MEHbIIEH Mepe OIHUM,
ABYMSI, TPEMsI, YETBIPbMS MJIH IISTHIO OCTAaTKaMH B npenenax ocratkos 206-215 u3SEQ ID NO:
105;

(xviil) B3aMMOAENCTBYET, HAIIPUMEp NPSMO MM KOCBEHHO, C 110 MEHBIIEH Mepe OIHHM,
ABYMsI, TPEMSI, YEThIPbMsI WJIM MATHIO OCTaTKaMU B Ipeznesax ocratkos 368-387 uz SEQ ID NO:
105 unu 106;

(XiX) B3aMMOIEHCTBYET, HAIPUMEP MPSIMO MM KOCBEHHO, C MO MEHBLICH Mepe OIHHM,
ABYMsI, TPEMsl, YEThIPbMsI UJIH MATHIO OCTaTKaMM B mpenenax ocraTkos 87-104 uz SEQ ID NO:
105;

(xx) cBs3pIBaercs ¢ aumepom CD73 uenoBeka, mpudYeM YKa3aHHBIA TUMEpP COCTOHT H3
nepsoro MoHoMepa CD73 u Broporo moHomepa CD73, mpu 3TOM, eciu MOJIeKyja aHTUTeNa
COIEPKUT MEPBbI AHTUIEHCBA3BIBAKOIIMN AOMEH M BTOPOH aHTUIE€HCBSI3BIBAIOLIMI JTOMEH,
NEPBBI aHTUTEHCBSI3bIBAIOIINN JIOMEH CBSA3bIBa€TCSA C MepBbIM MoHOMepoM CD73 u BTOpOii
AHTUTEHCBSA3BIBAIOIIUN JOMEH CBSA3bIBAETCS CO BTOpbIM MoHOMepoMm CD73, Hampumep, npu
UCCIIEIOBAHUHU C IPUMEHEHNEM >KCKITFO3UOHHOM XpoMaTorpadum,

(xx1) mpennoyTuTeNbHO cBsi3biBaeTcst ¢ CD73 B OTKpBITON KOH(pOpMALIUK, HAIPUMED B
KaTaJUTHYECKU HEAaKTUBHOUN KoH(popMaruy, a He ¢ CD73 B 3akpbIToil KOHPOpMAINH, HAPpUMED
B KAaTAJINTHYECKH AaKTHBHOH KOH(pOpMAIMM, HanpuMep HE CBSA3bIBAECTCS WJIM CBSI3BIBAETCS C
CD73 B 3akpbiToii koH(popmauumu, Hanpumep ¢ CD73 B KaraquTU4YeCKH AaKTHBHOM
KoH(popmauuy, ¢ Oonee HU3KOH apPUHHOCTHIO, HanpuMep ¢ ah(HUHHOCTBIO, KOTOpast HIDKE Ha
50%, 60%, 70%, 80%, 90%, 95%, unu 99%, ueM npu CBsI3bIBAHUU MOJIEKYJibl aHTUTENa ¢ CD73
B OTKPBITOH KOH(pOpPMALIUH, HAITPUMEP KaTAJIUTHYECKH HEAKTUBHOI KOoH(popmanuy;

(xxii) Onokupyer CD73 denoBeka B KATAJIUTHYECKH HEAKTUBHOW OTKPBITON
KoH(popmauy;

(xxiiil) mpenotBpamaer npespamenne CD73 yenoBeka M3 KaTATUTUYECKH HEAKTUBHON
OTKPBITOH KOHpOpPMALMKM B KATAIMTHUYECKH AaKTUBHYI 3aKpPBITYIO KOH(OpMALuio MIN
YMEHBIIAET €r0 YPOBEHb, HAIPUMEP YMEHBIIIAET YPOBEHb MPEBPALICHUs B IO MeHbIIei mepe 1,5
pasa, 2 pasa, 5 pas, 10 pas, 20 pas3, 30 pas, 40 pas, 50 pas, 60 pas, 70 pas, 80 pas, 90 pa3 unau 100
pas,

(xX1v) XapakTepu3yercss OIHMM WJIM HECKOJIbKIMH OWOJIOTMYECKUMH CBOHCTBAMHU
MOJIEKYJIbl AHTHUTENa, OMUCAHHOM B JAaHHOM JOKYMEHTE, HAampuMep MOJIEKYJIbl aHTHUTENa,
NOKa3aHHOM B Tabmuue 1;

(XXV) XapaKTepu3yeTcsi OHUM WJIH HECKOJIBKUMHU (PapMaKOKHHETHIECKUMHU CBOMCTBAMH
MOJIEKYJIbl AHTHUTENa, OMUCAHHOM B JAaHHOM JOKYMEHTE, HAlpuMep MOJIEKYJIbl aHTUTENa,
NOKa3aHHOMH B Tabmuue 1;

(xxvi) MoxynupyeT (Hampumep, UHTHOMPYET) OAWH HIJIM HECKOJBKO BHIOB aKTHBHOCTHU

CD73, nanpumep, IPUBOAUT K OJHOMY HJIM HECKOJBKUM U3 CJIEAYIOLIEro. HHrHOMPOBaHUE WU



cHkeHne  ¢epmeHTatuBHOM  aktuBHocTH  CD73;  mHrubupoBanme  mpeBpalieHus
aneHosuHMoHodochara (AMP) B afieHO3MH MM YMEHBIIEHUE €r0 YPOBHS, YBEIINYEHHE YPOBHS
nponudeparun T-KIeToK, CTUMYJIMPOBAaHHBIX aHTUTeNoM K CD3/anturenom k CD28, Harpumep
T-knerok CD4+, B mpucyrctBuu aneHosuHMoHopochara (AMP);, wunruOuposanue
nponudepauy peryasaTopHbIX T-KJIETOK; yBeJuueHue ypoBHeH OTBeTOB 3¢ ¢ekTopHbIX T-
KJIETOK; W/WJIM MHIMOMPOBaHWE MUIPALMU, UHPHIBTPALNN MM Pa3MHOXEHUS! CYNPEeCCOPHBIX
KJIETOK MUEJIOMIHOTO IPOUCX OXKIAECHHUSL.

B opgHOM acmekte B JAaHHOM [OKYMEHTE pacKpbiTa MOJIEKYyJla aHTUTENa, KOTopas
cBsizbiBaeTcsi ¢ aumepom CD73 uenoBeka, mpuveM YKa3aHHBIA JUMEP COCTOUT W3 TIEPBOTO
moHoMepa CD73 u Broporo moHoMmepa CD73, npu 3ToM, eciu MoJieKyJia aHTUTeNa CONEPIKUT
MEePBbI AHTUICHCBS3BIBAIOIIMI JOMEH W BTOPOW AHTUICHCBS3BIBAIOIIMI JOMEH, NEpPBbIN
AHTUTEHCBSA3BIBAIOIIUN JIOMEH CBs3bIBaeTCsl C MepBbiIM MoHoMepoM CD73 wu BTOpOii
AHTUTEHCBSA3BIBAIOIIUN JAOMEH CBSA3BIBAETCS CO BTOpbIM MoHOMepoM CD73, Hampumep, npu
UCCIIEIOBAHUMA C TPHUMEHEHHEM 3KCKJIIO3MOHHOW Xpomatorpaduu. B omHOM BapuaHTe
OCYIIEeCTBJIEHUs] TMepBblii uiau BTOpoil MoHOoMep CD73 conepXKUT aMHUHOKHCIIOTHYIO
nocjefnoBaTeNbHOCTy U3 ocratkoB 27-547 w3 SEQ ID NO: 105. B onHom BapuaHTte
OCYLIECTBJIEHUSI TepBbl wWin BTOpo MoHomep CD73 cocTOMT M3 aMHUHOKHCJIOTHOM
nocnenoBarenbHocT ox SEQ ID NO: 171.

B onHOM acniekre B JaHHOM AOKYMEHTE PaCKpbITa KOMIIO3ULIUs, COAEPIKAIIasi HECKOJIBKO
MOJIEKYJl aHTUTENa, KOTOpble CBs3bIBatOTCs ¢ aumepoMm CD73 yenoBeka, mpUyYeM yKa3aHHBIN
auMep cocTouT u3 nepsoro moHomepa CD73 u Broporo moHomepa CD73, mpudem Kaxabli
MOHOMEP COAEPKUT aMUHOKHCJIOTHYIO IMOCJIENOBATENbHOCTh U3 OocTaTkoB 27-547 u3 SEQ ID
NO: 105 (Hanpumep Kaxablii MOHOMEP COCTOUT U3 AMHUHOKHUCJIOTHOH MOCIIEI0BATEILHOCTH O]
SEQ ID NO: 171), npu 3TOM, €ci Ka’kaasi U3 HECKOJIbKUX MOJIEKYJI aHTUTENA COAEPIKUT OJJUH U
TOT K€ NMEPBbIA AHTUTN€HCBSA3BIBAIOLIUI TOMEH U OAUH U TOT K€ BTOPOH aHTUI€HCBS3bIBAKOLIUN
nomeH, o meHbinel mepe 30%, 35% wunu 40% Monekys aHTUTENa B YKA3aHHON KOMITO3ULIMH
cBs3biBatOTCs ¢ aumepom CD73 ¢ oOpa3oBaHHEM KOMIUIEKCA, TI€ KaKIblii M3 YKa3aHHBIX
KOMIUIEKCOB COCTOUT M3 OJHOW MOJIEKyJbl aHTUTena u opHoro aumepa CD73, nanpumep, mpu
U3MEPEHUH C MPHUMEHEHHEeM »SKCKJIIO3MOHHOH Xpomarorpaduu, U TMPOLEHTHOE 3HAUYEHUE
MOJIy4arOT MYTEM OINpPENeNIeHUs] KOJUYeCTBa MOJIEKYJI aHTUTENIa B KOMILJIEKCE [0 OTHOLIEHUIO K
o0IIeMy KOJIMYeCTBY MOJIEKYJT aHTHUTeNa, cBsi3biBarommxcs ¢ CD73 (uckirodas HECBsI3aHHBIE
MOJIEKYJIbl aHTHUTENA), HampuMep, Kak OmucaHo B mpuMmepe 2. B omHOM BapuaHTe
OCYLIECTBJIEHUST B JAHHOM JOKYMEHTE€ pAaCKpbITa KOMIIO3ULUS, COAEpPKallasl HECKOJBKO
MOJIEKYJI aHTUTeNa, KOTOpble CBs3bIBatOTCs ¢ auMmepoM CD73 yenoBeka, MpUyYeM yKa3aHHBIN
AuMep cocTouT u3 nepBoro moHomepa CD73 u Broporo moHomepa CD73, mpuueM Kaskabli
MOHOMEP COAEPKUT aMUHOKHCJIOTHYIO TOCJIENOBATENbHOCTh M3 OocTaTkoB 27-547 u3 SEQ ID
NO: 105 (Hanpumep Kaxxablii MOHOMEP COCTOUT U3 AMHHOKHCJIOTHOH MOCIIENOBATEIBHOCTH MO
SEQ ID NO: 171), npu 3TOM, €CH Ka)KAast U3 HECKOJIbKUX MOJIEKYJI aHTUTENA COAEPIKUT OJIUH U
TOT 7K€ NEPBbIM aHTUTN€HCBA3bIBAIOIINUNA JOMEH U OJUH U TOT K€ BTOPOU aHTUIC€HCBS3bIBAO LN

noMeH, no menpuied mepe 30%, 35% unu 40% Monekysn aHTUTENAa B YKA3aHHON KOMIIO3ULIMU



cBs3bBatOTCs ¢ aumepom CD73 ¢ oOpa3oBaHmeM KOMIUIEKCA, TA€ KaKIOblii M3 YKa3aHHBIX
KOMIUIEKCOB COCTOMT M3 OHOW MOJIEKYJbl aHTuTena u opHoro aumepa CD73, nanpumep, npu
U3MEpPEHNH C TPHUMEHEHHEM 3KCKIIO3HMOHHOM xpomartorpaduu (SEC), mpenycmarpuBaroineit
CIeNyHOLIUE CTaAUN:

(1) unkyOumpoBaHme oOpasia, comepKamero SKBHUMOJSIPHOE KOJMYECTBO MOJIEKYJIbI
OuBaneHTHOTrO anTuTeNa U MoHomepa CD73, B Teuenne Houu nipu 4°C;

(1) nponyckanue odpasua uepes kononky st SEC (manpumep, kononky Shodex Protein
KW-803 (ID 8x300 mM)) mpu KOMHATHO# TeMriepatype B Oydepe, conepkammem 90% 2x PBS u
10% wu3omnpomnaHoa no o0bemy; u

(i) anamm3 mmkoB SEC ¢ momy4eHHEM OTHOCHTEIBHBIX MPOLEHTHBIX 3HAYSHUH
pa3iauuuMbIX BuaoB aHtuTena k CD73 mytem ompeneneHus KOJU4eCcTBa MOJIEKYJ aHTHUTENA B
KOMIUTEKCE 1O OTHOIIEHUIO K 00IIeMy KOJIMYECTBY MOJIEKYJT aHTUTENa, CBsi3bIBaromuxcst ¢ CD73
(MCKITFOYast HECBSI3AaHHBIE MOJIEKYJIbI AHTUTENA).

B onHOM acniekre B JaHHOM AOKYMEHTE PACKPBITA KOMIIO3ULMS, COAEPIKaLlasi HECKOJIBKO
MOJIEKYJI aHTUTeNa, KOTOpble CBs3bIBatOTCs ¢ aumepoM CD73 yenoBeka, MpUyYeM yKa3aHHBIN
auMep cocTouT u3 nepsoro mMoHomepa CD73 u BToporo moHomepa CD73, mpuyem Kaxablil
MOHOMEP COAEPKUT aMHUHOKHCJIOTHYIO TOCJIENOBATENbHOCTh M3 OocTaTkoB 27-547 u3 SEQ ID
NO: 105 (Hanpumep Kaxxablii MOHOMEP COCTOUT U3 AMHHOKHCJIOTHOH MOCIIENOBATEIBHOCTH MO
SEQ ID NO: 171), npu 5TOM, Ciiu Kaskaasi U3 HECKOJIbKUX MOJIEKYJI aHTUTENAa CONEPIKUT OIUH U
TOT K€ NEPBbIA AHTUTNCHCBA3BIBAIOIINI TOMEH U OAWH U TOT K€ BTOPON aHTUIEHCBSI3bIBAKO LU
noMeH, 1o menbuied mepe 70%, 75% unu 80% Monekys aHTUTENA B YKA3aHHON KOMITO3ULIMU
cBs3bIBatoTCA ¢ aumepom CD73 ¢ oOpasoBaHueM KOMILIEKCA, TZl€ KaXKIbI U3 YKa3aHHBIX
KOMIUIEKCOB COCTOUT M3 OAHOW MOJIEKYJbl aHTUTena u opgHoro aumepa CD73, nanpumep, npu
U3MEPEHUN C NPUMEHEHHEM OSKCKJIIO3MOHHOW XpoMaTorpaduy, ¥ TPOLEHTHOE 3HAYSHHE
MOJIy4arOT MYTEM OIPENENIEHUs] KOJUYECTBA MOJIEKYJI AaHTUTENA B KOMIUIEKCE IO OTHOLUIEHUIO K
o0IIeMy KOJUYECTBY MOJIEKYJT aHTHUTeNa, cBs3biBaroiuxcs ¢ CD73 (uckirovasi HECBSI3aHHBIE
MOJIEKYJIbl aHTHUTENA), HampuMep, Kak OmucaHo B mpumepe 2. B omgHom BapuanTte
OCYLIECTBJIEHUSI B JAHHOM JOKYMEHTE€ pAaCKpbITa KOMIIO3ULUS, COAEpKallas HECKOJbKO
MOJIEKYJI aHTUTeNa, KOTOpble CBs3bIBatOTCs ¢ aumepoMm CD73 yenoBeka, mpuyueM yKa3aHHBIH
auMep cocTouT u3 nepsoro moHomepa CD73 u BToporo moHomepa CD73, mpuuem Kaxablil
MOHOMEP COAEPKUT aMUHOKHCJIOTHYIO TOCJIEIOBATENbHOCTh M3 OCcTaTKoB 27-547 u3 SEQ ID
NO: 105 (Hanpumep Ka>Kablii MOHOMEP COCTOUT U3 aMHUHOKHCIIOTHOH MOCNIEIOBATEIBHOCTH MO
SEQ ID NO: 171), npu 5ToM, eCiii Kaskaasi 13 HECKOJIBKUX MOJIEKYJI aHTUTENA COEPIKUT OJTUH U
TOT K€ NEPBbI AHTUTNCHCBA3BIBAIOIINI TOMEH U OAWH U TOT K€ BTOPON aHTUIEHCBSI3bIBAKO LU
noMeH, 1o meHbuield mepe 70%, 75% unu 80% monekys aHTUTeNA B YKa3aHHONW KOMITO3ULIUU
cBs3bBatOTCs ¢ aumepom CD73 ¢ oOpa3oBaHmeM KOMIUIEKCA, TA€ KaKIObl M3 YKAa3aHHBIX
KOMIUIEKCOB COCTOUT M3 OFHOW MOJIEKyJbl aHTUTena u opgHoro aumepa CD73, nanpumep, npu
U3MEpPEHNH C TPHUMEHEHHEeM 3KCKIIO3HOHHOM xpomartorpaduu (SEC), mpenycmarpuBaromeit
CIeNyHOLIUE CTaAUN:

(1) mHKYOMpoBaHME o0pasla, COAep’Kallero SKBHUMOJIAPHOE KOJUYECTBO MOJIEKYJIbI



OuBasieHTHOTO anTuTeNa U Monomepa CD73, B Teuenne Houw nipu 4°C;

(11) mponyckanue obpasua yepe3 konoHky ans SEC (Hanpumep, kononky Shodex Protein
KW-803 (ID 8x300 mm)) npu KOMHaTHOH TeMnepatype B Oydepe, conepxaiiem 90% 2x PBS u
10% wuzomnpomnaHosa no o0vemy; u

(1) anamu3 mmkoB SEC ¢ monydeHHEM OTHOCHUTENBHBIX IPOLEHTHBIX 3HAa4YeHUN
pasnuuuMbIx BUIOB aHTUTena Kk CD73 myTtem ompeneneHuss KOJIMYECTBA MOJIEKYJ aHTHUTeNA B
KOMIUIEKCE 110 OTHOLIEHHUIO K 00LIeMy KOJIMUECTBY MOJIEKYJI aHTHTeNa, CcBs3biBatomuxcs ¢ CD73
(MCKITFOYast HECBSI3aHHBIE MOJIEKYJIbI AaHTUTENIA).

B onHOM acmekre B JaHHOM JOKYMEHTE PAaCKPBITO HECKOJBKO MOJIEKYJl aHTHUTENa,
KOTOpbIe CBsi3bIBatOTCS ¢ numepoM CD73 uernoBeka, mpuU4YeM yKa3aHHBIN AUMEpP COCTOUT U3
nepsoro MmoHomepa CD73 u Broporo moHomepa CD73, npuueM Kaxablii MOHOMEP COAEPIKUT
AMHHOKHUCJIOTHYIO TOCJIEIOBATEIbHOCTh M3 ocTaTkoB 27-547 w3 SEQ ID NO: 105 (mampumep
KKl MOHOMEDP COCTOUT M3 aMHHOKHUCJIOTHOU mocnenosarensHoct o SEQ ID NO: 171),
IPU 3TOM, €CJIM KaKAas U3 HECKOJIbKUX MOJIEKYJI aHTHTENa CONEPKUT OAMH U TOT K€ MEepPBbIA
AHTUTCHCBS3BIBAIOIIMN JOMEH M OIMH M TOT K€ BTOPOI aHTUT€HCBSA3bIBAIOIINI TOMEH, He Ooree
60%, 65% wunu 70% MoJeKys aHTUTeNa B YKa3aHHOW KOMIIO3MLIMM CBSI3BIBAIOTCS C AUMEPOM
CD73 ¢ oOpa3oBaHuEM KOMILIEKCA, TAe KOKIbIH U3 YKa3aHHBIX KOMIUIEKCOB COIEPIKHUT JIBE WU
Oonee monekyn aHtuTena W ABa Wi Oonee mumepos CD73, Hampumep, mpu M3MEpPEHHH C
NPUMEHEHUEM S3KCKIIFO3MOHHOH Xpomarorpaduu, M NPOLEHTHOE 3HAYEHHE IONYYaroT IyTeM
OTIpeNeNIeHNs] KOJMYECTBA MOJIEKYJ AaHTUTeNa B KOMIUIEKCE I10 OTHOIIEHHIO K o0Iemy
KOJINYECTBY MOJIEKYJI aHTHTeNa, cBsi3biBarouxcs ¢ CD73 (uckirouas HECBSI3aHHBIE MOJIEKYJIBI
aHTUTEJNA), HAaPUMep, KaKk OMKICaHO B puMepe 2. B ogHOM BapuaHTe OCyIIECTBIEHUS B JAHHOM
JOKYMEHTE PACKPBITO HECKOJBKO MOJIEKYJ aHTHUTENa, KOTOpbIe CBsA3bIBalOTCsA ¢ numepom CD73
4ejoBeka, IMpUYeM YKa3aHHbIM auMep cocTouT M3 nepBoro MoHomepa CD73 u BTrOporo
MoHoMmepa CD73, npuuem Kak[plii MOHOMEP COAEPKUT aMUHOKHCIOTHYIO NTOCIE0BATEIbHOCTD
u3 ocratkoB 27-547 w3z SEQ ID NO: 105 (Hampumep KaKAblii MOHOMEpP COCTOUT U3
AMUHOKHUCJIOTHOH mnocnenosarenpHoctu mox SEQ ID NO: 171), npu 3ToM, eciiu Kakmas U3
HECKOJIbKUX MOJIEKYJI aHTUTEJIa CONEPKUT OIMH M TOT K€ MEePBbIi aHTHT€HCBSI3bIBAIOLINN JOMEH
¥ OJIMH U TOT K€ BTOPOI aHTUT'€HCBS3bIBAIOIINIA OMeH, He Oonee 60%, 65% wumu 70% Moneky
aHTUTENla B YKAa3aHHOW KOMIIO3WIHMU CBsi3biBalOTCs ¢ naumepom CD73 ¢ oOpasoBaHuem
KOMILIEKCA, I71€ KaXKIblH W3 YKa3aHHBIX KOMIUIEKCOB COAEPIKUT JBE WM OOJiee MOJIEKYJIbI
aHTuTeNa W 1Ba M Oonee ammepoB CD73, Hanmpumep, mpu H3MEPEeHHH C NPUMEHEHHEM
skckmo3noHHON xpomarorpaduu (SEC), mpenycMaTpuBaroIiei CaenyroIIe CTaIum:

(1) mHKYOMpoBaHME o0Opasla, COAEp’KAaIero SKBUMOJSIPHOE KOJUYECTBO MOJIEKYJIbI
OuBasieHTHOTO aHTuTeNa U MoHomepa CD73, B Teuenne Houw nipu 4°C;

(i1) mponyckanue obpasua yepes koynoHky st SEC (Hampumep, KooKy Shodex Protein
KW-803 (ID 8x300 mm)) npu kOMHaTHOH TemnepaType B Oydepe, conepxamem 90% 2x PBS u
10% wuzomnpomnaHoa no o0vemy; u

(111) anamm3 mmkoB SEC ¢ monmydeHHEM OTHOCHTENBHBIX IPOLEHTHBIX 3HAYEHUIH

pasnuuuMbIx BuAOB aHtuTena k CD73 myteMm omnpeneneHus KOJIUYECTBA MOJIEKYJ aHTHUTENA B



KOMILJIEKCE 110 OTHOLICHHUIO K 00IIeMy KOJIMYECTBY MOJIEKYJI aHTHTENA, CBsi3piBaromuxcs ¢ CD73
(MCKIFOYast HECBSI3aHHBIE MOJIEKYJIbI AaHTUTENA).

B opHOM acmekTe B JAaHHOM [AOKYMEHTE PACKPBITO HECKOJBKO MOJIEKYJl aHTUTENA,
KOTOpBIE CBs3bIBatOTCS ¢ AuMepoM CD73 uernoBeka, mpU4YeM YyKa3aHHbBIM AMMEpP COCTOUT U3
nepsoro moHomepa CD73 u Broporo moHomepa CD73, npudeM Kaxablii MOHOMEp COAEPKUT
AMHHOKHUCJIOTHYIO TOCJIEe0BaTeIbHOCTh U3 ocTaTkoB 27-547 u3 SEQ ID NO: 105 (manpumep
KaXIblii MOHOMEp COCTOUT M3 aMMHOKHUCJIOTHOH nocneposatenpsHocTy nox SEQ ID NO: 171),
IIPU 5TOM, €CJIM Ka)Kasi U3 HECKOJBKUX MOJIEKYJI aHTUTENNa CONEPIKUT OAUH M TOT K€ MepBBIN
AHTUTCHCBS3BIBAIOIIMIA JOMEH M OJIMH M TOT K€ BTOPOI aHTUT€HCBS3bIBAIOIINI JTOMEH, He Ooee
20%, 25% wunu 30% MosieKyJl aHTUTeNa B YKa3aHHOM KOMITO3ULIMU CBSI3bIBAIOTCS C AUMEPOM
CD73 ¢ oOpa3oBaHHEM KOMILIEKCA, TAe KOKIbIA U3 YKa3aHHBIX KOMIUIEKCOB COIEPIKHUT JIBE WU
Oonee monekyn antuTena W ABa win Oonee mumepos CD73, Hampumep, mpu H3MEpPEHHH C
NPUMEHEHUEM SKCKIIFO3HOHHOH Xpomarorpaduu, W NPOLEHTHOE 3HAYEHHE MOJYYarT IMyTeM
OTNpENeNeHUs] KOJMYECTBA MOJIEKYJ AaHTUTENa B KOMIUIEKCE IO OTHOLIEHHIO K OO0Iemy
KOJINYECTBY MOJIEKYJl aHTHTENA, CBsi3piBaroIuxcs ¢ CD73 (Mckirouasi HECBSI3aHHBIE MOJIEKYJIbI
aHTHTEJA), HAPUMeEp, KaK OMHICaHO B puMepe 2. B oqHOM BapuaHTe OCYIIECTBICHHUS B JAHHOM
JOKYMEHTE PACKPBITO HECKOJIBKO MOJIEKYJI aHTHUTEJA, KOTOPbIE CBsI3bIBAIOTCS ¢ nuMmepom CD73
4eloBeKa, MpUYeM YyKa3aHHBIH JuMep COCTOUT M3 mnepBoro MoHomepa CD73 u BTOpOro
MoHoMepa CD73, mpuuem Kaxkablii MOHOMEpP COAEPKUT AMUHOKHUCIIOTHYIO MOCJIE0BATENbHOCTD
u3 ocratkoB 27-547 w3z SEQ ID NO: 105 (Hanpumep KaxXAblii MOHOMEpP COCTOUT W3
aMUHOKUCJIOTHOH mnocnienosarenbHocTu mox SEQ ID NO: 171), nmpu sToM, ecnmu Kakmas u3
HECKOJIbKMX MOJIEKYJI aHTUTENA COEPKUT OJJUH U TOT K€ NEePBbII AHTUT€HCBSA3bIBAO LI TOMEH
U OJIMH U TOT K€ BTOPOH aHTUT€HCBS3BIBAIOLINI ToMeH, He Oonee 20%, 25% um 30% moneky
aHTHUTEIa B YKA3aHHOW KOMIIO3MLMH CBs3bIBAtOTCS ¢ aumepom CD73 ¢ oOpasoBaHuem
KOMIUIEKCA, I7l€ KaKAbIH M3 YKa3aHHBIX KOMIUIEKCOB COIEPXKUT 1BE WM 0Oojee MOJEKYJIbI
aHTuTeNna M 1aBa WM Oonee numepoB CD73, Hanpumep, mpu H3MEPEeHUH C NPUMEHEHUEM
3KcK03uoHHOM Xpomarorpaduu (SEC), npenycMaTpuBaroIieid CaeIyrIIe CTaIuu:

(1) unkyOupoBaHWe o00pasma, COAEpIKaIlero SKBUMOJISIPHOE KOJHYECTBO MOJIEKYJIbI
OuBaneHTHOrO aHTHTENa U MOHOMepa CD73, B Teuenue Houu npu 4°C;

(i1) mponyckanue obpasua yepes konoHKy st SEC (Hampumep, konoHky Shodex Protein
KW-803 (ID 8x300 mm)) mpu KOMHaTHOH Temnepatype B Oydepe, cogepxamem 90% 2x PBS u
10% wu3omnpomnaHoa no odvemy; u

(i11) anamm3 mmkoB SEC ¢ mony4eHHEM OTHOCHTEIBHBIX MPOLEHTHBIX 3HAYSHUH
pasiauuuMbIX BuaoB aHtuTena k CD73 myreMm omnpereneHus KOJIWYECTBA MOJIEKYJ aHTUTENA B
KOMIUTEKCE [0 OTHOIIEHHUIO K 00IIeMy KOJTMYeCTBY MOJIEKYJ aHTUTeNa, csi3biBarommxcs ¢ CD73
(MCKITFOYast HECBSI3aHHBIE MOJICKYJIbI AHTUTENA).

B onHOM acmexkTte B JaHHOM JOKYMEHTE pacKpbiTa MOJIEKYJa aHTUTENa, KOTOpas
cszbiBaeTcsi ¢ CD73 yenoBeka, MpU 3TOM MOJIEKYJia aHTUTENa NPEANOYTUTENIBHO CBSI3bIBAETCS C
CD73 B OTKpBITOH KOH(pOPMALINHY, HATPUMEP KaTaJIUTUYECKH HEAKTUBHON KOH(POpPMAaLIUH, a HE C

CD73 B 3akpbiToii KOH(OpMaIuy, HampuMep KaTaJIUTHYECKH AaKTUBHOM KOH(poOpMauuy,



HalpuMep He CBs3bIBA€T COBCeM Miu cBs3biBaeTcss ¢ CD73 B 3akpeiToif KOH(pOpMauuy,
Hanpumep ¢ CD73 B KatanuTHYeCKH aKTHBHOH KOH(popmauuu, ¢ Oonee HU3KOH ap(PUHHOCTBIO,
Hanpumep ¢ apUHHOCTBIO, KoTOpast Hike Ha 50%, 60%, 70%, 80%, 90%, 95%, wmu 99%, yem
IpU  CBS3BIBAHUU MOJIeKyJbl aHtutena ¢ CD73 B OTKpBITOW KOH(pOpPMAIMH, HAIpUMED
KaTaJIUTHYECKN HEAKTUBHON KOH(OpMALUHL.

B onHOM acnexkrte B JAaHHOM [OKYMEHTE PAacKpbITa MOJIEKYJa AaHTUTENA, KOTOpas
csizbiBaeTcsi ¢ CD73 denoBeka, rie MojieKyJia aHTUTENA IpefoTspaliaer npespamenue CD73
YeJIOBEeKA M3 KATATUTHYECKU HEAKTHBHON OTKPBITONW KOH(POPMALMU B KATAJTUTUYECKH AKTUBHYIO
3aKPBITYI0 KOH(POPMALMIO MM YMEHBIIAET €ro YpOBEHb, HANPUMEP YMEHBINAET YPOBEHb
IpeBpalleHys B IO MeHblel mepe 1,5 pasa, 2 pasa, 5 pas, 10 pas, 20 pas, 30 pas, 40 pas, 50 pas,
60 pa3, 70 pa3, 80 pa3, 90 pa3z unu 100 pa3 mo CpaBHEHHIO C YPOBHEM IpPEBpALICHUS B
OTCYTCTBHE MOJIEKYJIbl aHTUTENA.

B opHOM acmexkrte B JaHHOM JOKYMEHTE pacKpbiTa MOJIEKyJa aHTUTEeNa, KOTOopas
csszbiBaeTcsi ¢ CD73 denoBeka, rae MoOJieKyja aHTHTENa OOECIeYHBAECT YMEHBIIEHHE YPOBHS
BOJIOPOJHO-/IEHTEpHEBOro oOMeHa B OIHOW MJIM HECKOJIBKHX O0JNacTsIX Oellka, ComeprKaliero
AMUHOKHUCJIOTHYEO TMMOCJIEIOBATENIbHOCT M3 ocTaTKoB 27-547 w3 SEQ ID NO: 105 (manpumep,
Oenka, COCTOALIETO U3 AMUHOKHCIOTHON mocnenoBatenpHocTy nox SEQ ID NO: 171), npu ero
CBSI3bIBAHMH, TPU 3TOM OJHA WJIM HECKOJIbKO O0JlacTell BBIOpPAaHBI U3 TPYMIBL, COCTOSIIEH W3
octatkoB 158-172, ocratkoB 206-215, ocrarkoB 368-387 u ocrarkoB 87-104 u3 SEQ ID NO:
105, Hampumep, NMpH HMCCIENOBAHUU MOJIEKYJIBI aHTUTENA B BHUAE MOJIEKYJbl OMBAaJIEHTHOTO
aHTUTENA C IPUMEHEHHEM MacCC-CIIEKTPOMETPHUHN BOAOPOAHO-IeHTeprueBoro oOMeHa, HanpuMmep,
KaK OIMCAHO B IpUMepe 2, HAIpUMep Macc-CHEKTPOMETPUH BOJOPOIHO-AEHTEPUEBOro OOMEHa,
npoBoaAnMOii ¢ oOMeHoM B TedeHne | muHyTsl nipu pH 7-8 (manpumep, pH 7,5) u xomMHaTHOM
TeMIIepaType.

B opHOM acnexkte B JAaHHOM JOKYMEHTE pPACKpbITa MOJIEKyJa AaHTHUTENa, KOTOpas
ces3biBaeTcsi ¢ CD73 wuyenoBeka, rae MOJIEKyJia aHTUTeNla TPH CBA3BIBAHUU C OEJIKOM,
cozep KaliiM aMHUHOKHUCJIOTHYIO TOCIEA0BAaTENIbHOCTD U3 ocTtatkoB 27-547 uz SEQ ID NO: 105
(Harmpumep, OeJIKOM, COCTOSIIIMM U3 aMHUHOKHCJIOTHOH mocnenosatenbHoctd nox SEQ ID NO:
171), obecrneuynBaeT yMeHbIIEHHE CPETHEr0 YPOBHSI BOJOPOMHO-AEUTEPHUEBOrO OOMEHa I0
ocratky(-am) Xc, BRIOpaHHBIM U3 kKopoBoii oonactu C (ocratku 368-387 u3 SEQ ID NO: 105), B
Oonblei creneHy, 4yeM Mo octatky(-am) Xa, BBIOpaHHBIM M3 KOpoBOH oOmacti A (ocratku 158-
172 u3 SEQ ID NO: 105), mo ocrarky(-am) Xp, BBIOpaHHBIM U3 KOpOBOH oOnactu B (ocraTku
206-215 u3 SEQ ID NO: 105), mnu no ocratky(-am) Xp, BBIOpaHHBIM U3 KOpOBO# obmactu D
(octatku 297-309 u3 SEQ ID NO: 105), Hanpumep, NpH UCCIIENOBAHUH MOJIEKYJIbl aHTHTENA B
BUZI€ MOJIEKYJIbI OMBAJICHTHOTO AHTUTENA C NMPUMEHEHHEM MAacC-CIIEKTPOMETPHH BOIOPOIHO-
nerrepreBoro oOMeHa, HampuMep, Kak OMHMCAHO B MPUMepe 2, HAIPUMEP MacC-CIeKTPOMETPHU
BOJIOPOJHO-IEHTEpHEBOro 0OMeHa, MPOBOAUMON ¢ 0OMEHOM B TeueHne 1 muHyThl nipu pH 7-8
(marmpumep, pH 7,5) u kOMHaTHOI TeMmnepaType, Ipu 3TOM

Xc pasusiercs 1, 2,3,4,5,6,7,8,9, 10, 15, nnnu 20,

XapaBusiercs 1,2,3,4,5,6,7,8,9,10, 11, 12, 13, unu 14,
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Xp paBusiercsi 1,2,3,4,5,6,7,8,9, unun 10, u

Xp pasusiercsi 1,2, 3,4,5,6,7,8,9,10, 11, 12, unu 13.

B ongHOM BapuaHTe OCYLIECTBIEHMS MOJIEKYJIa aHTHTENA NPHU CBS3bIBAHUU C OEIKOM,
cozleprKalllM aMUHOKHUCJIOTHYIO MOCAEA0BATENIbHOCTh U3 ocTatkoB 27-547 uz SEQ ID NO: 105
(Hampumep, OeJIKOM, COCTOSIIIMM W3 aMHHOKMCJIOTHOH mocienosatenbHoctd nog SEQ ID NO:
171), obecnieunBaeT yMeHbLICHHE CPEIHErO YPOBHS BOAOPOIHO-AeHTepueBoro oomena mo 20
OCTaTKaM, BbIOpAaHHBIM U3 KOpoBoi obnactu C, B OONbIIeH CTeNeHH, YeM I10

(1) 14 ocraTkam, BRIOpaHHBIM M3 KOPOBOI 00JacTu A,

(i1) 10 ocraTtkam, BRIOpaHHBIM M3 KOPOBOI obnactu B, wiu

(1i1) 13 ocraTtkam, BBIOpaHHBIM M3 KOPOBOii obmactu D,

HampuMep, MPH HCCICIOBAHUN MOJIEKYJIbl aHTUTENIa B BHUAE MOJIEKYJIbI OMBAJIEHTHOTO
aHTHUTENA C IPUMEHEHHEM MacCC-CIIEKTPOMETPUH BOAOPOAHO-IeHTepreBOro oOMeHa, HanpuMmep,
KaK OITMCAHO B MpUMepe 2, HAIPUMEP Macc-CIEKTPOMETPHH BOJOPOIHO-ACHTEPHUEBOr0 OOMEHa,
npoBOIUMOI ¢ oOMeHOM B TeueHne | muHyThl npu pH 7-8 (mampumep, pH 7,5) u xoMHaTHOH
Temneparype. B OmHOM BapuaHTE OCYIIECTBICHHS CBSI3bIBAHHE AHTHTENAa OOECIeYnBaeT
YMEHBLICHNE CPEIHEro YPOBHS BOJOPOINHO-AeHTepueBoro odOMeHa B koposoil obmactu C B
OonplIei creneHy, 4eM B KOpoBol obnactu A. B 0mHOM BapuaHTe OCYIIECTBICHHUS CBS3bIBAHUE
aHTHUTeNa 00ECIeunBAeT YMEHBIIEHHE CPEJHEr0 YPOBHS BOAOPOMHO-IEHTEpHEeBOro oOMeHa B
kopoBoii obmactu C B Oombiueii cremeHu, yeM B KOpoBoid oOmactu B. B onHom Bapmanre
OCYIIECTBIIEHHsI CBS3bIBAHUE AaHTUTENAa OOECIeYNBAaeT YMEHBIIEHHE CPEIHEro YpPOBHS
BOZIOPOAHO-AeHTepreBOro oomMena B KopoBoit obsnactu C B Oosblieli CTeneHn, YeM B KOPOBOM
obmactu D. B opHOM BapuaHTe OCYIIECTBJIEHUS CBSI3bIBAHME AaHTHTENa OOeCHeunBaeT
YMEHBIIEHHE CPEIHEero YpOBHs BOIOPOAHO-AeiTepueBoro oOMeHa B KopoBoil obmactu C B
Oonblueii creneHu, 4eM B KOpoOBOW obmacti A u kopoBoi obmactu B. B omHOM BapuaHTte
OCYLIECTBJICHHUsI CBSI3bIBAHHE AaHTUTENa OOEeCIeYMBaeT yMEHbIIEHHE CPEJHEro YPOBHS
BOJIOPOIHO-AeHTepreBOro oOMeHa B kopoBoit obnactu C B Oonblieli CTeneHn, YeM B KOPOBOW
obnmactu A u xopoBoii obnmacti D. B ogHOM BapuaHTe OCYINECTBIIEHUS] CBSI3bIBAHKME aHTUTENA
o0ecrieuynBaeT yMEHbIIEHHE CPEIHEr0 YPOBHS BONOPOIHO-AEHTEpHEBOrO OOMeHa B KOPOBOH
obnactu C B Oosbliei crenenu, yeM B KOpoBoi obnactu B u koposoii obmactu D. B ogrOM
BapHUAHTE OCYILIECTBJICHHsI CBS3BIBAHUE aHTUTENIA 00ECIIEUNBAET YMEHBIICHNE CPEIHETO YPOBHS
BOJIOPOIHO-AelTepreBOro oomMeHa B kopoBoit obnactu C B Oosbineli CTeneHn, 4eM B KOPOBOM
obnactu A, xopoBoii obnactu B u kopoBoii obactu D.

B oxgHOM BapuaHTe OCYLIECTBICHHS MOJIEKYJIa aHTHTENA NMPHU CBSI3bIBAHUU C OEIKOM,
coleprKalliM aMHUHOKHUCJIOTHYIO TOCIEA0BATENbHOCTh U3 ocTtatkoB 27-547 uz SEQ ID NO: 105
(Harmpumep, OeKOM, COCTOSIIIUM U3 aMHUHOKUCJIOTHOH mocnenosatenbHocTd niog SEQ ID NO:
171), obecnieunBaeT yMeHbIIEHUE CPEOHETO YPOBHS BOAOPOIHO-IEHTepHeBOro oomeHa mo 15
ocTaTkaM, BEIOpaHHBIM U3 KOpoBoii oOmactu C, B Oonbineli CTeneHn, 4eM 1o

(1) 10 ocraTkam, BEIOpaHHBIM M3 KOPOBOH 00macTu A,

(11) 8 ocraTkam, BEIOpaHHBIM K3 KOpOBOH oOnactu B, mn

(111) 10 octaTrkam, BEIOpaHHBIM U3 KOPOBOI obnactu D,
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HampuMep, MPH HCCIEJOBAHUU MOJIEKYJbl aHTUTENlA B BHAE MOJIEKYJIbI OMBAJIEHTHOTO
aHTHUTENA C IPUMEHEHHEM MacC-CIIEKTPOMETPUH BOAOPOAHO-IeHTeprueBoro ooOMeHa, HanpuMmep,
KaK OIMCAHO B IpUMepe 2, HAIpUMeP Macc-CHEKTPOMETPUH BOJOPOIHO-AEHTEpUEBOro OOMEHa,
npoBOAUMOI ¢ oOMeHOM B TeueHne | munyTtol npu pH 7-8 (mampumep, pH 7,5) u xomHaTHOH
Temrepatype. B ONHOM BapuaHTe OCYINECTBJICHHMS CBS3bIBAHHE AaHTUTENAa OOECIeYHBaeT
YMEHBIIEHHE CPEIHEro YPOBHS BOIOPOAHO-AeiTepueBoro oOMeHa B KopoBoil obmactu C B
OoJblIel cTeneHu, YeM B KOpoBoi objactu A. B 0HOM BapuaHTe OCYIIECTBJICHHUS CBSI3bIBAHUE
aHTHUTeNa 00eCreuynBaeT YMEHbIIEHHE CPEJHEro YPOBHS BOAOPOIHO-IEHTEpHEeBOro oOMeHa B
kopoBoii obsmactu C B Oomblueli cremeHu, yeM B KOpoBod obmactu B. B omHoM BapuaHTe
OCYIIECTBIICHHsI CBSI3bIBAHUE AaHTUTENAa OOECIeYNMBACT YMEHBLICHUE CpPEOHEro YPOBHS
BOJIOPOIHO-AeHTepreBOro oOMeHa B kKopoBoit obnactu C B Oosblieli CTeneHn, YeM B KOPOBOM
obmactu D. B opmHOM BapuaHTe OCYIIECTBJICHHS CBSI3BIBAHME AaHTHTENAa OOeCreunBaeTr
YMEHBLICHUE CPEIHEro YPOBHS BONOPOIHO-AeHTepueBoro odOMeHa B kopooil obmactu C B
Oonplueil crerneHu, yeM B KOpoBOW obmacth A u kopoBoil obmactu B. B omHoM BapuaHTe
OCYIIECTBIIEHHs] CBS3bIBAHUE AaHTUTENAa OOECIeYNMBAET YMEHBIICHWE CPEIHErO YPOBHS
BOIOPOAHO-AeHTepreBOro obmMena B kopoBoit obnactu C B Ooblieil CTeneHn, YeM B KOPOBOM
obnmactu A u kopoBoit obnmacti D. B ogHOM BapuaHTEe OCYINECTBIICHUS CBSI3bIBAHHE aHTUTENA
o0ecrieunBaeT yMEHbIIEHHE CPEOHEr0 YPOBHS BONOPOIAHO-AEHTEpHEBOr0o OOMEHa B KOPOBOH
obnactu C B Oonbluel creneHu, 4eM B KOpoBoi obmactu B m xoposoii obnactu D. B ogrOM
BapUAHTE OCYLIECTBIICHHsI CBS3bIBAHUE aHTUTENIA 00ECIIEUNBAET YMEHBIIEHNUE CPEJHETO YPOBHS
BOZIOPOAHO-AeHTepreBOro oomMena B KopoBoit obsnactu C B Oosblieli CTeneHn, YeM B KOPOBOM
obnactu A, xopoBoii obsmactu B u koposoii o6actu D.

B onHOM BapuaHTe OCYIIECTBJICHHs MOJIEKYJa aHTHTENA MPU CBSI3bIBAHHU C O€JIKOM,
COZep KAIlIM aMHHOKHCIIOTHYIO TOCJIEI0BATeIbHOCTh U3 ocTtaTkoB 27-547 u3 SEQ ID NO: 105
(Harmpumep, OeJIKOM, COCTOSIIIMM U3 aMHUHOKUCIOTHOH mocnenosatensHocTd o SEQ ID NO:
171), obecnieunBaeT yMeHbIIEHUE CPEAHETO YPOBHS BOAOPOIHO-AelTepueBoro oomena mo 10
ocTaTkaM, BbIOpaHHBIM U3 KOpoBoi oonactu C, B Ooblieli CTeneHu, 4eM 1o

(1) 7 octaTkam, BEIOpaHHBIM U3 KOPOBOM 00J1aCTH A,

(i1) 5 ocraTkam, BEIOpaHHBIM U3 KOPOBOW oOnactu B, win

(1i1) 7 ocraTkam, BEIOpaHHBIM U3 KOpOBOW oOmacTu D,

HampuMep, MPH HCCICJOBAHUN MOJIEKYJIbl aHTUTENIAa B BHUAE MOJIEKYJIbI OMBAJIEHTHOTO
aHTHTENA C IPUMEHEHHEM MaCC-CIIEKTPOMETPUH BOIOPOAHO-IeHTepreBOro oOMeHa, HanpuMmep,
KaK OITMCAHO B MpUMepe 2, HAIpUMeP Macc-CIEKTPOMETPHH BOJOPOIHO-AEHTEPHEBOro OOMEHa,
npoBoaUMOI ¢ oOMeHoM B TeueHne | muHyThl nipu pH 7-8 (mampumep, pH 7,5) n xkomMHaTHOH
temneparype. B omHOM BapuaHTE OCYIIECTBICHHs CBSI3bIBAHHE AaHTHTENAa OOECIeYnBaeT
YMEHBLICHNE CPEIHEro YPOBHS BOJOPOIHO-AeHTepueBoro odOMeHa B kopoBoil obmactu C B
Oonplei creneHy, yeM B KOpoBoi obnmactu A. B ogHOM BapHaHTe OCYLIECTBICHHS CBS3bIBAHUE
aHTHUTEeNa 00ECIeunBAET YMEHBIIEHHE CPEJHEro YPOBHS BOAOPOMHO-IEHTEpHEeBOro oOMeHa B
kopoBoii obmactu C B Oompliueii cremeHu, yem B KOopoBoil obmactu B. B omHoM BapuanTte

OCYHICCTBJICHU  CBs3bIBAHUC AHTUTECIA obecrieunBaeT YMCHBIICHUE CPEAHCIO YPOBHA
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BOJIOPOAHO-AeHTepreBOro oomMena B KopoBoit obnactu C B Oosblieli CTeneHn, YeM B KOPOBOM
obmactu D. B opHOM BapuaHTe OCYIIECTBJICHUS CBSI3bIBAHME AaHTHTENAa OOeCreunBaeT
YMEHBIIEHNE CPEIHEro YPOBHS BOJIOPOIHO-AeHTepueBoro obMeHa B koposoii obmactu C B
Oonbluel crerneHu, yeM B KOpoBOH obmact A u kopoBoil oOmactu B. B omHom BapuanTte
OCYLIECTBJICHHUs CBSI3bIBAHHE aHTUTENa OOECIeYMBaeT yMEHbIIEHHE CPEJHEro YPOBHS
BOZIOPOJIHO-/IelTeprueBOoro oOMeHa B KopoBoii obnactu C B Oosblell CTeNeHHU, YeM B KOPOBOIi
obiactu A u xopoBoi objactu D. B onHOM BapuaHTe OCYIIECTBJICHHUS CBS3bIBAHHE AHTUTENA
obecrieuynBaeT yMEHbIIEHHE CPEIHEr0 YPOBHS BONOPOIHO-AEHTEpHEBOro OOMeHa B KOPOBOM
obnactu C B Oonbluei crenenu, 4eM B KOpoBoH obiactu B u xopoBoii odnactu D. B onHOM
BapHUAHTE OCYILIECTBJICHHsI CBS3BIBAHME AHTUTENA 00ECTIEUNBAET YMEHBIICHUE CPEIHETO YPOBHS
BOJIOPOIHO-AeHTepreBOro oOMeHa B kKopoBoit obnactu C B Oosblieli CTeneHn, YeM B KOPOBOM
obnactu A, xopoBoii obnactu B u kopoBoii obactu D.

B opHOM acnexkTte B JaHHOM JOKYMEHTE pacKpbITa MOJIEKyJa aHTUTeNa, KOTopas
cesasbBaeTcsi ¢ CD73 wdyenmoBeka, rae MOJEKyJa aHTUTENA TPU CBS3BIBAHUM C OEJIKOM,
conep KalliM aMHUHOKHUCJIOTHYIO TOCIEA0BAaTEeNbHOCTh U3 ocTtatkoB 27-547 uz SEQ ID NO: 105
(Harmpumep, OeJKOM, COCTOSIIIMM U3 aMHUHOKUCJIOTHOH mocnenosatenbHocTd niog SEQ ID NO:
171), obecrmeunBaeT yMEHBbIICHHE CPETHETO YPOBHS BOIOPOMHO-AEUTEPHEBOrO OOMEHa TI0
ocratkaM 368-387 u3z SEQ ID NO: 105 B Oonblueil cremeHd, 4yeM Mo ocratkam 158-172,
ocraTkaMm 206-215 unu ocratkam 297-309 u3 SEQ ID NO: 105, nanpumep, npu UCClIeIOBaHUU
MOJIEKYJIbl aHTUTENa B BHAE MOJEKYJbl OHBAJIEHTHOTO aHTHUTENa C INPHUMEHEHHEM Macc-
CIIEKTPOMETPUU BOAOPOIHO-AEHTEPHEBOro OOMEHa, HampuMep, Kak ONHCAHO B IpHMepe 2,
HaIpUMep MaccC-CIIEKTPOMETPHH BOIOPOAHO-AeHTepreBOro oOMeHa, MpOBOAUMON ¢ OOMEHOM B
teueHue 1 munyThl npu pH 7-8 (mampumep, pH 7,5) u xomHatHO#l Temmnepatype. B ogHOM
BapUAHTE OCYILIECTBJICHUS CBSI3bIBAHHE aHTUTENA 00ECIeYNBAET YMEHbIICHUE CPEAHErO YPOBHS
BOZIOPOIHO-AAelTeprueBoro odmeHa mo ocratkam 368-387 uz SEQ ID NO: 105 B Oombrueit
crenieny, 4em no ocratkam 158-172 u3 SEQ ID NO: 105. B ogHOM BapuaHTe OCYLIECTBJICHHUS
CBSI3bIBAHME aHTUTENIA 00ECTIeUNBAET YMEHBIICHNUE CPEIHETO YPOBHS BOIOPOIHO-IEHTEPHEBOTO
obmena o octatkam 368-387 uz SEQ ID NO: 105 B Gosnblieii cTeneHu, 4em mo octatkaM 206-
215 w3 SEQ ID NO: 105. B onHOM BapuaHTe OCYIIECTBJIEHHS CBSI3bIBAHHUE AHTHUTENA
o0ecrieuynBaeT YMEHbLICHHE CPEIHEr0 YPOBHS BOIOPOIHO-IEHTEpHEeBOro 0OMeHa 1Mo OCTaTKam
368-387 u3 SEQ ID NO: 105 B Gonblieii crenenu, yeM o ocratkam 297-309 u3z SEQ ID NO:
105. B omHOM BapuaHTE OCYIIECTBICHHS CBS3bIBAHHE aHTHTENA OOECIEeUMBAET YMEHBIICHUE
CpeIHEero ypOBHSI BOJOPONIHO-eHTepreBoro oomMena o ocratkam 368-387 uz SEQ ID NO: 105
B OoJbiieit creneHu, 4yem o octarkam 158-172 u3z SEQ ID NO: 105 u o ocratkam 206-215 u3
SEQ ID NO: 105. B ogHOM BapuaHTe OCYINECTBJICHHUsS CBSI3bIBAHHE AHTUTENA OOECIIeYHBAET
YMEHbBIIIEHHE CPEIHETO YPOBHS BOJOPOIHO-IeHTepreBoro odMena o ocratkam 368-387 uz SEQ
ID NO: 105 B Gonbiueii crernenu, 4yem mo ocratkam 158-172 uz SEQ ID NO: 105 u mo ocratkam
297-309 u3 SEQ ID NO: 105. B ogHOM BapuaHTe OCYILECTBJIECHMs CBSI3bIBAHUE AaHTHUTENA
o0ecrieunBaeT yMEHbLIEHHE CPEHEr0 YPOBHS BOAOPOMHO-IEHTEpHEBOro 0OMeHa IO OCTaTKam
368-387 w3 SEQ ID NO: 105 B Oonblieit crenenu, yeM o ocratkam 206-215 u3z SEQ ID NO:
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105 u mo ocrarkam 297-309 u3z SEQ ID NO: 105. B ogHOM BapuaHTe OCYIIECTBJICHUS
CBSI3bIBAHUE aHTHUTENIA 00ECNeUNBAET YMEHBLIEHNE CPEHETO YPOBHS BOAOPOAHO-IEHTEPHEBOTO
obmena mo octatkam 368-387 uz SEQ ID NO: 105 B Gonblueli creneHu, 4em 1o ocratkam 158-
172 w3 SEQ ID NO: 105, mo ocratkam 206-215 u3 SEQ ID NO: 105 u no ocrarkam 297-309 u3
SEQ ID NO: 105.

B omHOM acnekTe B JAaHHOM JOKYMEHTE pPAacKpbITa MOJIEKyJia AHTHTENa, KOTOopas
ceszbiBaercsi ¢ CD73 wyenmoBeka, rie MOJEKyJa aHTUTENA TPU CBSA3BIBAHMU C OEJIKOM,
colep KaliiM aMHHOKHUCJIOTHYIO TOCIEA0BAaTENIbHOCTD U3 ocTtatkoB 27-547 uz SEQ ID NO: 105
(Harmmpumep, OeJIKOM, COCTOSIIIMM U3 aMHUHOKHCJIOTHOH mocienosarenbHoctd nog SEQ ID NO:
171), obecrneuynBaeT yMEHBbIIEHHE CPETHEr0 YPOBHSI BOJOPOMHO-AEUTEPHUEBOrO0 OOMEHa I0
ocraTky(-am) X, BbIOpaHHBIM U3 KOpoBoi ooactu A (octatku 158-172 u3 SEQ ID NO: 105), B
Oonbled creneHy, 4yeM 1o octatky(-am) Xp, BBIOpaHHBIM U3 KOpoBoi obiactu B (ocratku 206-
215 u3 SEQ ID NO: 105), mo ocrarky(-am) X¢, BbIOpaHHBIM U3 KopoBoi obmactu C (octaTku
368-387 u3 SEQ ID NO: 105), uimu no ocrarky(-am) Xp, BBIOpaHHBIM U3 KOpoBoW obmactu D
(octatku 297-309 u3 SEQ ID NO: 105), Hanpumep, NpH UCCIENOBAaHIUH MOJIEKYJIbl AaHTUTENA B
BU€ MOJIEKYJIbI OMBAJICHTHOTO AHTUTENA C NMPUMEHEHHEM MAacC-CIIEKTPOMETPHUH BOIOPOIHO-
nerrepueBoro oOMeHa, HampuMep, Kak OMHMCAHO B MPUMepe 2, HAPUMEP MacC-CIeKTPOMETPHU
BOJIOPOJHO-IEHTEpHEBOro 0OMeHa, MPOBOAUMON ¢ 0OMEHOM B TedueHne 1 muHyTel ipu pH 7-8
(marmpumep, pH 7,5) u KOMHaTHOH TeMIiepaType, PU 3TOM:

Xapasnsiercs 1,2,3,4,5,6,7,8,9,10, 11, 12, 13, unm 14,

Xp pasusiercs 1,2,3,4,5,6,7,8,9, unu 10,

Xcpasusieres 1, 2,3,4,5,6,7,8,9, 10, 15, nnu 20, a

Xp pasnsiercs 1, 2,3,4,5,6,7,8,9, 10, 11, 12, unn 13.

B onHOM BapuaHTe OCYLIECTBJIEHHsS MOJIEKYJIa aHTHTENA IPU CBS3BIBAHUU C OEJNKOM,
COoZIep KallIM aMUHOKHUCIIOTHYIO MOCJIE0BAaTENbHOCTb U3 ocTaTKoB 27-547 u3 SEQ ID NO: 105
(Harmpumep, OeJIKOM, COCTOSIIIMM U3 aMHUHOKHCJIOTHOH mocnenosatenbHoctd nogy SEQ ID NO:
171), obecnieunBaeT yMeHbIIEHHUE CPEAHETO YPOBHS BOAOPOIAHO-AEHTepueBOro oomena mno 14
ocTaTKaM, BLIOPAHHBIM U3 KOPOBOH 00iacTu A, B OOJbIIEH CTENEHH, YeM 110

(1) 10 ocraTkam, BBIOpaHHBIM U3 KOPOBOii 00actu B,

(1) 20 ocraTkam, BRIOpaHHBIM U3 KOpoBOH obnactu C, wmu

(111) 13 ocraTtkam, BEIOpaHHBIM U3 KOPOBOIi obsactu D,

HampuMep, TMPH HCCICIOBAHUN MOJIEKYJIBl aHTUTENIA B BHUAE MOJIEKYJIbI OMBAJIEHTHOTO
aHTHTENA C IPUMEHEHHEM MacCC-CIIEKTPOMETPUH BOAOPOAHO-IeHTepreBOro oOMeHa, HanpuMmep,
KaK OIMCAHO B MpUMepe 2, HapuMep Macc-CIEKTPOMETPHH BOJOPOIHO-AEHTEPHUEBOro OOMEHa,
npoBOAUMOI ¢ oOMeHOM B TeueHne | munyThl npu pH 7-8 (mampumep, pH 7,5) m xomHaTHOH
temneparype. B omHOM BapuaHTe OCYIIECTBICHHs CBSI3bIBAHHE AaHTHTENAa OOECreYnBaeT
YMEHBLIEHNE CPEIHEro YpOBHS BOJOPOIHO-AEHUTEpHEeBOro oOMeHa B KOpOBOH oOjactu A B
OonbIei creneHy, 4eM B KOpoBOH obnactu B. B onHOM BapuaHTe OCYIIECTBICHHS CBS3bIBAHUE
aHTHUTeNa 00ECIeunBAeT YMEHBLIEHHE CPEJHEro YpPOBHS BOAOPOMHO-IEHTEpHEBOro oOMeHa B

KopoBoi obnactu A B Oonblied crerneHu, yeM B kopoBoi obmactu C. B omHOM Bapuanre
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OCYIIECTBIIEHHsI CBSI3bIBAHUE AaHTUTENAa OOECIeYNBAeT YMEHBIICHHE CPEIHErO YPOBHS
BOJIOPOAHO-AeHTepHEeBOro 0OMeHa B KOpOBOU obmacTi A B OoJbInel CTENeHH, YeM B KOPOBOM
obmactu D. B opHOM BapuaHTe OCYIIECTBJIEHUS CBSI3bIBAHME AaHTHUTENAa OOECHeuynBaET
YMEHBLIEHHE CPEIHEro YpOBHS BOJOPOJHO-AEUTEpHEBOro oOMEHa B KOpOBOH oOjactu A B
Oonblueii cremneHu, 4yeM B KOpoBoil obmactu B u koposoit obnactu C. B ogHOM BapuanTte
OCYLIECTBJICHHUs CBSI3bIBAHHE AaHTUTENa OOECIeYMBaeT yMEHbIIEHHE CPEeJHEro YPOBHS
BOJIOPOZIHO-AeHTEpHEeBOro oOMeHa B KOpOBOW oOsactu A B Oonbluel CTeneHu, YeM B KOPOBOH
obnactu B u xopoBoit obnactu D. B onHOM BapuaHTe OCYINECTBIICHHUS CBS3bIBAHUE aHTUTENA
obecrieynBaeT yMEHbIIEHHE CPEOHEr0 YPOBHS BONOPOIHO-AEHTEpHEBOro OOMeHa B KOPOBOH
obnactu A B Oosbiueli creneHu, yeM B kopoBoil oonactu C u koposoit obnactu D. B ogHom
BapHUAHTE OCYILIECTBJICHHsI CBS3BIBAHUE aHTUTENIA 00ECIIEUNBAET YMEHBIICHNUE CPEIHETO YPOBHS
BOJIOPOIHO-AeUTEpHEeBOr0 0OMeHa B KOPOBOU obymacTu A B OOJIbIel CTENEeHH, YeM B KOPOBOM
obnactu B, koposoii obnactu C u kopoBoit obnactu D.

B ongHOM BapuaHTe OCYIIECTBICHHS MOJIEKYJIa aHTHTENA NMPHU CBS3bIBAHUU C OEIKOM,
conep KalliM aMHUHOKHUCJIOTHYIO TOCIEA0BAaTEeNbHOCTh U3 ocTtatkoB 27-547 uz SEQ ID NO: 105
(Harmpumep, OeJKOM, COCTOSIIIMM U3 aMHUHOKUCJIOTHOH mocnenosatenbHocTd niog SEQ ID NO:
171), obecnieunBaeT yMeHbIIEHHUE CPEAHETO YPOBHS BOAOPOAHO-AelTeprueBoro oomena mo 10
ocTaTKaM, BEIOPAHHBIM U3 KOPOBOH 00iacTu A, B OOJbIIEH CTENEHH, YeM 110

(1) 8 ocraTkam, BEIOpaHHBIM U3 KOPOBOH oOnactu B,

(11) 15 ocrarkam, BEIOpaHHBIM M3 KOpOBOH obnactu C, uimm

(111) 10 ocraTkam, BIOpaHHBIM M3 KOpOBOH oOyactu D, Hampumep, npu HCCIeNOBaHUU
MOJIEKYJIbl aHTUTENa B BHUAE MOJEKYJbl OHBAJIEHTHOIO AaHTHUTENAa C IPUMEHEHHEM Macc-
CIIEKTPOMETPUH BOAOPOIHO-AEHTEpHEBOro OOMEHa, HampuMep, Kak ONHCAHO B IpHUMepe 2,
HarpHuMep Macc-CHeKTPOMETPUU BOAOPOIHO-IeliTepueBoro oOMeHa, MpOBOAMMON ¢ OOMEHOM B
teueHne | munyThl npu pH 7-8 (mampumep, pH 7,5) m xomHatHON Temmeparype. B omHOM
BapHUAHTE OCYLIECTBJICHHsI CBS3bIBAHUE aHTUTENIA 00ECTIEUNBACT YMEHBIICHNUE CPETHETO YPOBHS
BOJOPOIHO-AeHTEpreBOro 0OMeHa B KOPOBOM obyacTu A B OOJbIlel CTETNIeHH, YeM B KOPOBOM
obimactu B. B onmHOM BapuaHTe OCYINECTBJICHUS CBSI3BIBAHHE aHTHTENa O0ECreunBaeT
YMEHBLICHUE CPEIHEro YPOBHS BOIOPOIHO-AEUTEpHEBOro OOMEHa B KOpOBOW oOjactu A B
Oonbiiei creneHy, 4eM B Kopooit obnactu C. B 0HOM BapuaHTe OCYIIECTBICHHS CBSI3bIBAHNE
aHTHUTEeNa 00eCreuynBaeT YMEHBIIEHHE CPEJHEr0 YPOBHS BOAOPONHO-IEHTEpHeBOro oOMeHa B
KopoBoii obmactu A B Oonbluell creneHH, yeM B KopoBoil obmactu D. B omHOoM BapuanTte
OCYIIECTBIIEHHsI CBSI3bIBAHUE AaHTUTENAa OOECIeYNMBAET YMEHBIICHWE CPEIHErO YPOBHS
BOJIOPOIHO-AeUTEpHEeBOr0o 0OMeHa B KOPOBOU obmacTu A B OOJIbIel CTENeHH, YeM B KOPOBOM
obnactu B u xoposoii odmacti C. B ogHOM BapmaHTe OCYINECTBIIEHUS CBSI3bIBAHUE AHTHUTENA
o0ecrieunBaeT yMEHbIIEHHE CPEOHEr0 YPOBHS BOJOPOAHO-AEHTEpHEBOrO OOMEHa B KOPOBOH
obnactu A B Oomblueii crerneHu, 4eM B KOpoBo# obmnactu B u koposoii obnactu D. B ogrOM
BapUAHTE OCYLIECTBIICHHsI CBS3BIBAHUE aHTUTENA 00ECIIEUNBAET YMEHBIICHNE CPEJHETO YPOBHS
BOJIOPOAHO-AeHTepreBOro oOMeHa B KOpOBOU obmacTi A B OoJbInel CTENeHH, YeM B KOPOBOM

obonactu C u xopoBoit obnactu D. B onHOM BapuaHTe OCYINECTBJIEHHS CBS3bIBAHUE aHTUTENA
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o0ecrieunBaeT yMEHbIIEHHE CPEOHEr0 YPOBHS BOJOPOAHO-AEHTEpHEBOro OOMEHa B KOPOBOH
obnactu A B Oonbluel creneHH, yeM B KOpoBoi obsactu B, xopooit obmactu C u KOpoBo#
obnactu D.

B onHOM BapuaHTe OCYLIECTBJIEHHMs MOJIEKYJa aHTUTENAa NPU CBSA3BIBAHUU C OENKOM,
CoZleprKalllM aMUHOKHUCJIOTHYIO MOCAEA0BATEeNbHOCTh U3 ocTatkoB 27-547 u3 SEQ ID NO: 105
(manpumep, OEIKOM, COCTOSIIIUM M3 aMHHOKHUCIOTHOH nocienosarensroctu nox SEQ ID NO:
171), obecnieunBaeT yMeHbILIEHNE CPEIHErO0 YPOBHS BOJOPOAHO-AEHTEpHEBOro obmMeHa mo 7
ocTaTKaM, BLIOpPAHHBIM U3 KOPOBOI 00iacTu A, B OOJNbIIEH CTENEHH, YEM 110

(1) 5 ocraTkam, BEIOpaHHBIM U3 KOPOBOM o0nacTu B,

(i1) 10 ocraTkam, BRIOpaHHBIM U3 KOPOBOH obnactu C, uim

(1i1) 7 ocraTkam, BEIOPaHHBIM U3 KOpOBOW obnactu D,

HampuMep, MPH HCCICJOBAHUN MOJIEKYJIbl aHTUTENIa B BHUAE MOJIEKYJIbI OHMBAJIEHTHOTO
aHTHTENA C IPUMEHEHHEM MaCC-CIIEKTPOMETPUH BOAOPOAHO-IeHTepreBOro oOMeHa, HanpuMmep,
KaK OITMCAHO B MpUMepe 2, HAIPUMEP Macc-CIEKTPOMETPHH BOJOPOIHO-AEHTEPHUEBOr0 OOMEHa,
npoBOaUMOI ¢ oOMeHoM B TeueHne | muHyThl npu pH 7-8 (mampumep, pH 7,5) u xkoMHaTHOH
Temneparype. B OmHOM BapuaHTE OCYIIECTBICHHs CBSI3bIBAHHE AaHTHTENAa OOECIeYnBaeT
YMEHBLICHUE CPEIHEro YPOBHS BOIOPOIHO-AEUTEpHEBOro OOMEHa B KOPOBOHM oOjactu A B
Oonblei creneHy, 4eM B KOpoBOH oOnactu B. B ogHOM BapuaHTe OCYIIECTBICHHS CBSI3bIBAHNE
aHTHUTEeNa 00ECIeYnBAeT YMEHBIIEHHE CPEJHEr0 YPOBHS BOAOPOMHO-IEHTEpHEBOro oOMeHa B
KopoBoii obmactu A B Oombliel crerneHH, yeM B kopoBoil oOmactu C. B omHOoM BapuaHTe
OCYIIECTBIIEHHSI CBSI3bIBAHUE AaHTUTENAa OOECIeYNBaeT YMEHbIIEHHE CPEOHEro YpOBHS
BOJIOPOAHO-AeHTepHeBOro 0OMeHa B KOpOBOU obmacTi A B OoJbInel CTENeHH, YeM B KOPOBOM
obnmactru D. B ongHOM BapuaHTe OCYINECTBJICHUS CBA3BIBAHWE aHTHTENA OOecrnevynBaeT
YMEHBIICHUE CPEIHEro YPOBHS BOIOPOIHO-AEUTEpUEBOro oOMEHa B KOpOBOM oOjactu A B
Oonblueii cremneHu, 4yeM B KOpoBoil obmactu B u koposoit obmactu C. B ogHOM Bapuanre
OCYILIECTBIICHHs] CBSI3bIBAHUE AaHTUTENAa O0ECIeYMBAeT YMEHBIICHWE CPEIHEro YpPOBHS
BOJIOPOIHO-AeHTepHeBOro 0OMeHa B KOpOBOU o0ymacTi A B OOJbIlel CTENEeHH, YeM B KOPOBOM
obnactu B u xopoBoit obmactu D. B onHOM BapuaHTe OCYINECTBIIEHHS CBS3bIBAHUE AHTHUTE]IA
o0ecrieuynBaeT yMEHbIIEHHE CPEIHEr0 YPOBHS BONOPOIHO-AEHTEpHEBOrO OOMEHa B KOPOBOH
obnactu A B Oonbiueii crerneHy, yeM B kopoBoit obnactu C u koposoii obiactu D. B ogHoMm
BapHUAHTE OCYILIECTBJICHHsI CBS3BIBAHHME AHTUTENA 00ECIIEUNBAET YMEHBIICHNE CPEIHETO YPOBHS
BOJIOPOIHO-AEUTEPHEBOrO OOMEHa B KOPOBOU oOymacTu A B OOJbIIel CTENeHH, YeM B KOPOBOM
obnactu B, koposoii obnactu C u kopoBoit obnactu D.

B omHOM acnekTe B JAHHOM JOKYMEHTE pAacKpbiTa MOJIEKYJla AaHTUTENA, KOTOopas
cesasbBaercss ¢ CD73 wenmoBeka, rae MOJEKyJa AaHTUTENA TPU CBS3BIBAHMHM C OEJIKOM,
coleprKalliM aMUHOKHUCJIOTHYIO TOCIEA0BAaTEeNbHOCTh U3 ocTtatkoB 27-547 uz SEQ ID NO: 105
(Harpumep, OeKOM, COCTOSIIIMM U3 aMHUHOKUCJIOTHOH mocnenosatenpbHocTd o SEQ ID NO:
171), obecrmeunBaeT yMEHBbIICHHE CPETHETO YPOBHS BOIOPOMHO-AEUTEPHEBOrO OOMEHa II0
ocratkaMm 158-172 u3 SEQ ID NO: 105 B Oonbliei crenenu, 4yem o ocratkam 206-215 u3z SEQ
ID NO: 105, no ocratkam 368-387 u3 SEQ ID NO: 105 unu no ocrarkam 297-309 u3z SEQ ID
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NO: 105, Hanmpumep, MpU HCCIASTOBAHUU MOJIEKYJIbI AHTHTEJIA B BUIE MOJIEKYJIbl OUBAaJIEHTHOTO
aHTHUTENA C IPUMEHEHHEM MacC-CIIEKTPOMETPUH BOAOPOAHO-IeHTeprueBoro ooOMeHa, HanpuMmep,
KaK OIMCAHO B IpUMepe 2, HAIpUMeP Macc-CHEKTPOMETPUH BOJOPOIHO-AEHTEpUEBOro OOMEHa,
npoBOAUMOI ¢ oOMeHOM B TeueHune | munyThl npu pH 7-8 (mampumep, pH 7,5) u xomHaTHOMH
Temrepatype. B ONHOM BapuaHTe OCYINECTBJICHHMS CBS3bIBAHHE AaHTUTENAa OOECIeYHBaeT
YMEHbIIEHNE CPETHErO YPOBHS BOAOPOAHO-NeHTepueBoro ooMeHa no ocratkam 158-172 u3 SEQ
ID NO: 105 B Gonbiueii crenenu, yem mo ocratkam 206-215 uz SEQ ID NO: 105. B onHom
BapHUAHTE OCYLIECTBJICHHsI CBS3bIBAHUE aHTUTENIA 00ECIIEUNBAET YMEHBIICHNUE CPETHETO YPOBHS
BOIOPOAHO-AekTepreBoro oomena mo ocrarkam 158-172 uz SEQ ID NO: 105 B Oomblueit
crernieHy, 4em no ocratkam 368-387 uz SEQ ID NO: 105. B ogHOM BapuaHTe OCYILIECTBJICHHUS
CBSI3bIBAHME aHTUTENIA 00ECNIEUNBAET YMEHBIICHNE CPETHETO YPOBHS BOIOPOIHO-IEHTEPHEBOTO
obmena o octatkam 158-172 u3z SEQ ID NO: 105 B Gonbliieii cTeneHu, 4eM mo ocraTkam 297-
309 w3 SEQ ID NO: 105. B ogHOM BapuaHTe OCYIIECTBJIEHMS CBSI3bIBAHHE aHTHUTENA
o0ecrieuynBaeT YMEHbLICHHE CPEIHEr0 YPOBHS BOIOPONHO-IEHTEpHEeBOro oOMeHa 1Mo OCTaTKam
158-172 u3 SEQ ID NO: 105 B Gonblieii crenenu, yeM o ocratkam 206-215 u3z SEQ ID NO:
105 u mo ocrarkam 368-387 w3 SEQ ID NO: 105. B ogHOoM BapuaHTe OCYIIECTBICHHS
CBSI3bIBAHME aHTUTENIA 00ECIIEUNBAET YMEHBIICHNE CPEJHETO YPOBHS BOIOPOIHO-IEHTEPHEBOTO
obmena mo octatkam 158-172 u3z SEQ ID NO: 105 B Gonblueii creneHu, 4em o ocratkam 206-
215 u3 SEQ ID NO: 105 u no ocrarkam 297-309 uz SEQ ID NO: 105. B onHom BapuanTe
OCYIIECTBIICHHs] CBS3bIBAHUE AaHTUTENa OOECIeYNBA€T YMEHBIICHWE CPEIHEro YpPOBHS
BOZOpOAHO-AeHTepreBoro obmena mo ocrarkam 158-172 uz SEQ ID NO: 105 B Oosblueit
crenedu, 4yeM no ocrarkam 368-387 uz SEQ ID NO: 105 u mo ocratkam 297-309 u3z SEQ ID
NO: 105. B onHOM BapuaHTe OCYINECTBJECHHS CBSI3bIBAHHE aHTHUTeNa O0ecreYnBaeT
YMEHbIIEHNE CPETHErO YPOBHS BOAOPOAHO-NeiTepueBoro ooMena no ocratkam 158-172 u3 SEQ
ID NO: 105 B Gonbiieii creneny, yem no ocratkam 206-215 uz SEQ ID NO: 105, o ocratkam
368-387 u3 SEQ ID NO: 105 u o ocratkam 297-309 u3z SEQ ID NO: 105.

B onHOM acrekte B JaHHOM JIOKYMEHTE pacKpbITa MOJIEKyJIa aHTUTENa, KOTOopas
csizbiBaeTcsi ¢ CD73 denoBeka, rae MoOJieKyJa aHTHTeNa OOECIeYnBAET YMEHBIIEHUE YPOBHS
BOJIOPOJIHO-IEUTEPHUEBOr0o OOMEHa B OJIHOM HMJIM HECKOJBKHX O00JacTsAX Oesika, ComepiKaluero
AMUHOKHCJIOTHYEO TMOCJIEOBATEbHOCT M3 OcTaTKOB 27-547 w3 SEQ ID NO: 105 (manpumep,
Oenka, COCTOALIETO U3 AMUHOKHCIOTHON mocnenosaTenpHocTy nox SEQ ID NO: 171), npu ero
CBSI3bIBAHWH, TIPU 3TOM OJHA MJIM HECKOJIbKO OOJiacTel BBIOpAaHBI U3 TPYMIIbL, COCTOSIIEH U3
octatkoB 158-172, ocratkoB 206-215, ocrarkoB 368-387 u ocrarkoB 87-104 u3 SEQ ID NO:
105, mpu 3TOM 00NacTh, XapakTepU3YIOIIasics HAUOONBUINM YMEHBIIEHHEM CPEIHEr0o YPOBHS
BOJIOPOIHO-ACUTEPHEBOrO OOMEHa Cpely OJHOW WIIM HECKOJbKUX OOJIaCTel, He MpPenCcTaBJsieT
coboii ocratku 206-215 w3 SEQ ID NO: 105, nanmpumep, npu HCCIEIOBAHHH MOJEKYJIbI
aHTHUTENIa B BUIE MOJIEKYJbl OMBAJIEHTHOrO AHTHUTENA C NMPHUMEHEHHEM MAacC-CIIEKTPOMETPUHN
BOJIOPOJIHO-IEUTEpHUEBOr0 OOMEHa, HalpHMep, Kak OIMHCAHO B NpUMepe 2, HampuMmep Mmacc-
CIEKTPOMETPUN BOJOPOAHO-AEHTEpUEBOro OOMEHa, MPOBOAMMOI ¢ OOMEHOM B TeueHHe |

muHyThI ipu pH 7-8 (Hanpumep, pH 7,5) u koMHaTHOI TemnepaType.
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B onHOM acnexkrte B JaHHOM JOKYMEHTE pacKpbiTa MOJIEKYJa AaHTUTENa, KOTOpas
cesasbBaercss ¢ CD73 wenmoBeka, rae MOJEKyJla aHTUTENA TPU CBS3bIBAHUU C OENKOM,
cozleprKalllM aMUHOKHUCJIOTHYIO MOCIEA0BAaTEeNbHOCTh U3 ocTtatkoB 27-547 uz SEQ ID NO: 105
(Harpumep, OeNKOM, COCTOSIIIUM U3 aMHHOKUCJIOTHOH mnocnenosatenpbHocTd nog SEQ ID NO:
171), mnpUBOAWUT K CHIXKEHUIO CPEIHEro YpPOBHS BOJOPOAHO-AEHTEpHeBoro oOMeHa,
coctaBsiroieMy Oosee dem, Hampumep, 0,02, 0,03, 0,04, 0,05 unu 0,06 /la Ha OCTATOK, IO
ocratkam 368-387 u3 SEQ ID NO: 105, Hanpumep, npu UCCIe0OBaHUN MOJIEKYJIbI aHTUTENA B
BUZI€ MOJIEKYJIbI OMBAJICHTHOTO AHTUTENA C NMPUMEHEHHEM MAacC-CIIEKTPOMETPUH BOIOPOIHO-
nerrepreBOro oOMeHa, HampuMep, Kak OMMCAHO B MpUMepe 2, HapUMep Macc-CIeKTPOMETPHH
BOJIOPOJHO-IEUTEpHUEBOro 0OMeHa, MPOBOIUMON ¢ 0OMEHOM B TeueHue | muHyThl ipu pH 7-8
(marmpumep, pH 7,5) u KOMHaTHOH TeMmepaType.

B onHOM acmexkrte B JaHHOM JOKYMEHTE pacKpbiTa MOJIEKyJa aHTUTEeNa, KOTopas
cesasbBaeTcsi ¢ CD73 wyenmoBeka, rie MOJEKyJa aHTUTENA ITIPU CBS3BIBAHHHM C OEJIKOM,
coleprKalliM aMUHOKHUCJIOTHYIO TOCIEA0BaTeNIbHOCTh U3 octatkoB 27-547 uz SEQ ID NO: 105
(Harpumep, OeJKOM, COCTOSIIIMM U3 aMHHOKUCJIOTHOH mocnenoBatenbHocTd niog SEQ ID NO:
171), npuBOOWT K CHIJKEHUIO CpPEOHEro YPOBHS BOIOPOMHO-AEUTEPUEBOro OOMeEHa,
COCTaBJSIOLIEMY MeHee yeM, Hanpumep, 0,05, 0,04, 0,03 unu 0,02 /{a Ha OCTaTOK, MO OCTaTKam
206-215 u3 SEQ ID NO: 105, Hanpumep, NpU HCCIENOBAHUM MOJIEKYJbl aHTUTENAa B BUAE
MOJIEKYJIbl OWBAJIEHTHOIO AaHTHUTENAa C MPUMEHEHHEM MAacC-CIeKTPOMETPHUH BOIOPOIHO-
nelrepueBoro oOMeHa, HampuMep, Kak OMHMCAHO B MPUMepe 2, HAPUMEP MacC-CHeKTPOMETPHU
BOJIOPOJIHO-IEHTEpHEBOro OOMeHa, MPOBOAUMON ¢ 0OMEHOM B TeueHue 1 muHyThl nipu pH 7-8
(marmpumep, pH 7,5) u KOMHaTHOH TeMmepaType.

B opHOM acnexkrte B JAaHHOM J[OKYMEHTE PAacKpbITa MOJIEKYJa AHTUTENA, KOTOpas
csizbiBaeTcss ¢ CD73 denoBeka, rrie MosieKyslia aHTUTeNA B3aUMOJEHCTBYET, HAIIPUMEp MPSIMO
WM KOCBEHHO, C IO MEHBIIEH Mepe OAHUM, ABYMsl, TPEMs MJIX YEThIPbMsl OCTaTKaMH B NpeAeax
ocratkoB 158-172 uz SEQ ID NO: 105. B ogHOM acmekTe B JaHHOM JIOKYMEHTE PacKpbITa
MOJIeKyJla aHTuTena, KoTtopas cBsizbiBaeTcsi ¢ CD73 wyenoBeka, rzne MosieKyjla aHTUTENa
B3aMMOJEICTBYET, HapUMEp MPSMO UM KOCBEHHO, C 110 MEHbLIEeH Mepe OAHUM, BYMS, TPEeMH,
YeThIPbMsI WM IATBIO OCTaTKaMmH B mpezenax octatkos 206-215 uz SEQ ID NO: 105. B onnom
acreKkTe B JTAaHHOM JIOKYMEHTE pacKpbiTa MOJIEKyJa aHTHTENa, KoTopas cesizbiBaeTcsa ¢ CD73
4elioBeKa, I7Ie MOJIEKyJia aHTUTeNa B3aUMOJAEHMCTBYET, HalpUMep NPsMO WM KOCBEHHO, C IO
MeHbLIeH Mepe OAHHUM, BYMsl, TPEMs], YeThIpbMsl MJIM ISTHIO OCTATKAMU B INpefeNiaX OCTaTKOB
368-387 u3 SEQ ID NO: 105 unu 106. B onHOM acnekTe B JaHHOM JOKYMEHTE pacKpbITa
MOJIeKyJla aHTuTena, Kortopas cBsizbiBaeTcss ¢ CD73 wyenoBeka, rzne MosieKkysla aHTUTENa
B3alMOJEICTBYET, HAPUMEP MPSMO UM KOCBEHHO, C 110 MEHBLIEH Mepe OJHUM, ABYMsl, TpeMs,
YeThIPbMsI MJIU ISIThIO OCTaTKaMu B npezenax octatkos 87-104 uz SEQ ID NO: 105.

B onHOM BapuaHTe OCYINECTBIEHHS MOJIEKYJa aHTUTEJA CBS3bIBAETCS C MO MEHBbLIEH
Mepe OHUM, ABYMsl, TPEMsI WJIM YEeThIPbMsI OCTaTKaMu B npenenax octatkos 158-172 u3z SEQ ID
NO: 105. B ogqHOM BapuaHTe OCYIIECTBJICHHS] MOJIEKYJIa aHTUTENA CBA3BIBAETCS C MO MEHbLIEH

Mepe OJHUM, ABYMsl, TPEMSI, UEThIPbMsI UJIU MATHIO OCTATKaMU B Mpenenax octatkoB 206-215 u3
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SEQ ID NO: 105.

B xauecTBe anpTepHATHUBBI WM B KOMOWHAIMM C BApUAHTOM OCYIIECTBIICHMUS,
ONUCAaHHBIM B JTAHHOM JOKYMEHTE, MOJIEKyJla aHTUTeNla OOeCreuMBaeT YMEHbIIEHHE YPOBHS
MEUEHHs] C TOMOLIBI0 METKU AJsi TaHaeMHol macc-crniektpoMmerpun (TMT) mo ocratky K136
(mponymepoBanHomy B coorBerctBun ¢ SEQ ID NO: 105) Oenka, coxep:kamero
AMHHOKHUCJIOTHYIO TOCJIEN0BaTeIbHOCTh U3 ocTaTkoB 27-547 n3 SEQ ID NO: 105, mpu ero
CBA3BIBAHMM, HANpUMEp, MPU HUCCIECAOBAHMM MOJEKYJbl AaHTUTENa B BUAEC MOJEKYJIbI
OMBaJICHTHOTO aHTUTEJNA C MPUMEHEHHEM M30TOMHOro MeveHus ¢ nomoinbio TMT, Hanpumep, ¢
NPUMEHEHUEM CIOCOOOB, OMMCAHHBIX B MpHUMepe 9, Hampumep, ¢ NMPUMEHEHHEM H30TOIHOTO
MeueHus ¢ noMoupro TMT, npoBOAUMOro B T€U€HUE BPEMEHH MeueHUs1, cocTasJsitonero 30 c,
IPU 3TOM HEOOS3aTENIbHO MOJIEKYJIa aHTHTENA JOMOJIHUTENBHO O0ECreYynBaeT yMEHbIIEHHE
ypoBHsA MedeHus ¢ nomoupo TMT no onHoMmy wmnm HeckoJibkuM u3 octatkoB K133, K162,
K179, K206, K214, K285, K291 u K341 (nponymeposanHbix B coorBercTBHH ¢ SEQ ID NO:
105) Genka, HanmpuMep MO OAHOMY WJIH HECKOJbKMM U3 ocraTkoB K162, K206, K214, K285,
K291 u K341 (mponymepoBanHbix B coorBercTBuH ¢ SEQ ID NO: 105) Genka. B omrOM
BapHUAHTE OCYIIECTBIEHHUS] MOJIEKYJia aHTHTENAa OOECIIeYNBAET YBEIUYCHHE YPOBHS MEUYEHUS C
nomompto TMT mno omHomy mimm oboum u3 ocratkoB K262 um K274 (mpoHyMepOBaHHBIM B
coorerctBu ¢ SEQ ID NO: 105) Oenka npu CBS3BIBAHUM C HHUM, HAlpUMEp, IPH
UCCIIEIOBAHUH MOJIEKYJIbI AaHTUTENA B BHIE MOJIEKYJIbl OMBAJIEHTHOTO aHTUTENA C IPUMEHEHUEM
M30TOMHOro MeueHust ¢ nomoinbto TMT, Hanmpumep, ¢ IpUMEHEHHEM CIIOCOOOB, ONHCAHHBIX B
npuMmepe 9, Harpumep, ¢ NPUMEHEHUEM M30TOIMHOro MeueHus ¢ nomoupro TMT, nposoaumoro
B TE€UEHHME BPEMEHM MedeHus, coctasysaroumiero 30 ¢. B ogHOM BapuaHTe OCYLIECTBJIEHUS
MOJIEKyJla aHTUTeNa OOEeCleurMBaeT YMEHbIICHHE YPOBHS MEYEHHS C IOMOIIBI0 METKH IS
tannemMHoi macc-crniektpomerpun (TMT) no ocratkam K206 u K214 (mpoHymMepOBaHHBIM B
coorBerctBu ¢ SEQ ID NO: 105) Oenka, coxmepkamero aMHUHOKUCIOTHYIO
MOCJIeIOBATEIBbHOCTh U3 OCTaTKOB 27-547 u3 SEQ ID NO: 105, npu ero cBsI3bIBAHUH, TTPU 3TOM
yMmeHnbeHue o ocratky K214 cocrasisier He meree 90, 80, 70, 60 wim 50% OT yMeHbIIEHUs
no ocrarky K206, nHampumep, mpu HCCIEIOBAHUU MOJIEKYJIbl AHTUTENA B BHUAE MOJIEKYJIbI
OMBaJICHTHOTO aHTUTENA C MPUMEHEHHEM M30TOIMHOro MeueHus ¢ nomoinbo TMT, Hanpumep, ¢
NPUMEHEHHEM CIOCOOOB, OMUCAHHBIX B MpHMepe 9, Hampumep, NMPU 3TOM YMEHbIIEHHUE 10
ocratky K214 cocrasnsier He meree 90, 80, 70, 60 unu 50% ot ymenbiuenus o ocratky K206
IIpU NPUMEHEHUH U30TOMHOro MedeHus ¢ nomoupro TMT, mpoBoguMOro B TedeHue BPEMEHU
MedeHus, cocrasiromero 30 ¢, Hampumep, NpH 5TOM yMeHblleHHe o octratky K214
cocrasysieT He MeHee 90, 80, 70, 60, 50, 40 unu 30% ot ymenbiienust o ocratky K206 npu
MPUMEHEHNN HW30TOMHOrO MedeHus ¢ nomouprd TMT, mpoBoAMMOro B Te4€HHE BPEMEHHU
MeueHusi, coctasisiromero 300 ¢. B ogHOM BapuaHTe OCYIIECTBJEHUs MOJEKYJA aHTUTENA
o0ecrieunBaeT yMEHbLICHHE YPOBHS MEUEHHs] C IOMOIIBI0 METKU Ul TaHAEMHOW Macc-
cnektpomerpun (TMT) no ocrarky K162 (nponymepoBanHoMy B cootBercTBuH ¢ SEQ ID NO:
105) Genka, comeprkalero aMMHOKUCIIOTHYIO TIOCTIEIOBATENBHOCTD U3 0cTaTKOB 27-547 u3 SEQ

ID NO: 105, mpu ero cBsi3pIBAHMM NPU UCCIEAOBAHUU MOJIEKYJbl aHTUTENA C NPUMEHEHHEM
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WU30TOMHOrO MedeHuss ¢ nomowpsro TMT, npoBOAMMOro B TEUEHHE BPEMEHU MEYEHUs,
cocrasssiroero 30 ¢, mpu 5ToM

(1) Monexyna aHTUTENa HE OOECIEYMBAET YMEHBIIEHHE YPOBHS MEUEHHUS C TOMOLIBIO
TMT no ocrarky K162 npu uccienoBanuu ¢ NPUMEHEHUEM U30TOIHOIO MEYEHUsI ¢ MOMOLIBIO
TMT, npoBoAMMOro B T€UE€HHE BPEMEHU MeueHuUs], cocTasistouero 300 ¢, uin

(1) Monekyia aHTHUTENIA O0ECIIeunBaeT YMEHbIIEHHE YPOBHS MeueHus ¢ nmomoinso TMT
no ocratky K162 npu nccinenosanuu ¢ NpUMEHEHHEM U30TOMHOIO MeueHus: ¢ noMobo TMT,
MIPOBOAMMOTIO B T€UEHHE BPEMEHHM MeUeHMs, cocTapisitouero 300 ¢, mpu 3TOM YMEHbLIEHHE 10
ocratky K162 mpu Bpemenu meueHwusi, cocrapisitoniem 300 ¢ cocrasisier He Oonee 20, 30, 40
wu 50% ot ymenbleHus o octarky K162 npu Bpemenu medenust, cocrasisitoiem 30 c,

HampuMep, MPH HCCICIOBAHUN MOJIEKYJIbl aHTUTENIa B BHUAE MOJIEKYJIbI OMBAJIEHTHOTO
aHTHTEJA, HAIPUMED, C MPUMEHEHUEM CIIOCOOO0B, OMMMCAHHBIX B IpuMepe 9.

B kadecTBe asbTEepHATUBBI MM B KOMOWHAIMM C BApUAHTOM OCYILIECTBIICHHS,
OMMCAaHHBIM B IaHHOM JIOKYMEHTE, MOJIEKYJIa aHTUTENA CBA3BIBAETCS C OJHUM HJIH HECKOJIBKUMHU
ocratkamu CD73, Hampumep, TOCPEACTBOM 3JIEKTPOCTATUYECKOTO B3aUMOAEUCTBHS W/HITU
BOJIOPOJHOW CBSI3W, I7I€ OAMH WJIM HECKOJBKO OCTATKOB BBIOPAHBI M3 TPYMIIbI, COCTOSIIEH U3
ocratkoB Y110, K136, L132, L157, K162, S155 u T209, npoHyMepOBaHHBIX B COOTBETCTBHUU C
SEQ ID NO: 105, uro, Hampumep, ONpeaesieHO C MPUMEHEHHEM aHajn3a KPUCTAJUTUYECKON
CTPYKTYPBbI, HAIIPUMeEP C MPUMEHEHHEM Croco00B, OMUCAHHBIX B mpuMepe 8. B ogHOM BapuanTte
OCYIIECTBIIEHHUS] MOJIEKYJIa AHTHTENAa CONEPXKUT BapHaOEeNbHYIO OONACTh TSDKENOM Lemd |
BapuabenbHyI0 O0JAaCTh JIETKOW LeNH, 7€ MOJEKyJa aHTHTEeNa XapaKTepU3yeTcss OJHUM MWIIH
HECKOJIbKUMH (Hanpumep, 1, 2, 3, 4 uin BceMu) U3 CIEeAYIOINUX CBOWCTB!

(1) monekyna anturtena (Hampumep, BapuadesbHash 00JACTh TSDKEIOW LENH, Harpumep
R54 w3 BapuaOenpHOH 00NacTH TSDKENIOH LeNM, NPOHYMEPOBAHHOW B COOTBETCTBHU C
Hymepauueit o Kabat) ceasbiBaercs ¢ Y110 (Hanpumep, ¢ kapOoHmIoM riaBHOH nenu Y110)
win ¢ K136 (manpumep, ¢ xkapbonunom rinasHoit uenu K136) uz CD73 (mpoHyMepOBaHHOTO B
coorBerctBu ¢ SEQ ID NO: 105), nHampumep, THOCPEACTBOM 3JEKTPOCTATUYECKOTO
B3aMMOJEICTBYS, 4YTO, HAMpHUMep, ONPENENeHO C NPUMEHEHHEM aHajn3a KPHUCTAJIMYecKOMN
CTPYKTYPBI, HATIPUMEP C MPUMEHEHHEM CIIOCOOOB, ONMMUCAHHBIX B IpuMepe 8,

(i1) mMonekyna antutena (Hampumep, BapuadenbHasi OOJIACTh TSDKENION LIEMH, HApPUMeEp
R31 wu3 BapuabenpHON 007aCTH TSKENOW II€TIH, NPOHYMEPOBAHHOH B COOTBETCTBHH C
Hymepaumeil o Kabat) cesseaercs ¢ L132 (Hanpumep, ¢ kapboHmioM riasHoi nenu L132)
wi ¢ L157 (manpumep, ¢ xapbonmiom riasaoii nernu L.157) u3 CD73 (mpoHyMepOBaHHOTO B
coorerctBu ¢ SEQ ID NO: 105), nHampuMmep, NOCPEACTBOM 3JEKTPOCTATUYECKOTO
B3aMMOJEICTBYSI, YTO, HAMpUMeEp, ONpENENeHO C IPUMEHEHHEM aHajlu3a KPUCTAJUIMYECKOM
CTPYKTYPBbI, HAIIPUMEP C MPUMEHEHHEM CIIOCOOOB, ONMUCAHHBIX B pumepe 8,

(ii1) monekyna aHTuTena (Hanpumep, BapuadesbHas 00JIACTh TSDKENION IerH, HApuMep
S99 (manpumep, kapbonmn rnasHoi nenu S99), R31 (manpumep, kapbonun riasHoi nenu R31)
wm E95 (manmpumep, Ookomast wuernb E95) w3 BapuaOenpHON 007acTH TSDKENOW IeMH,

POHYMEPOBAHHOM B COOTBETCTBUM ¢ HyMmepauueil no Kabat) ceaseiBaercsa ¢ K162 (manpumep,
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6okooii nenvio K162) u3 CD73 (nmporymeposanHoro B coorserctur ¢ SEQ ID NO: 105),
HarpuMep, MOCPEACTBOM HJIEKTPOCTATUIECKOTO B3AUMOJEHCTBHS, YTO, HAIPHUMED, OTNPEEIIEHO C
NPUMEHEHUEM aHAJIN3a KPUCTAJUIMYECKOH CTPYKTYpBL, HarpuMep ¢ MPUMEHEHHEM CIOCOOOB,
OMNMCAHHBIX B IIpuUMepe 8,

(1v) monekyna aHTuTena (Hampumep, BapuadenbHas 00NacTh TSDKEJIOHN LeTH, HanmpuMep
E98 w3 BapuabenbHOW 00NacTv TSDKEJIOHW LIEMH, MPOHYMEPOBAHHOM B COOTBETCTBHH C
Hymepanueii nmo Kabat) ces3eiBaercss ¢ S155 (mampumep, Ookosoii nensto S155) w3z CD73
(mponymepoBanHoro B cootBerctBun ¢ SEQ ID NO: 105), nHampumep, NOCPEACTBOM
BOJIOPOJHOW CBSI3U, YTO, HANPUMEP, OMpPEIENICHO C MPUMEHEHHEM aHAIN3a KPUCTAJUINYECKOM
CTPYKTYpPBbI, HATIPUMEP C MPUMEHEHHEM CIIOCOOO0B, OMMMCAHHBIX B IpuMepe 8, u

(v) Monekyna aHTuTeNna (Harmpumep, BapuadeNbHas 00NACTb JIETKOH LM, HarpuMep
W32 (mampumep, OoxoBas mnernb W32) wu3 BapuabenbHOW OONacTH JIETKOW —LeMH,
NPOHYMEPOBAHHOW B COOTBETCTBUU ¢ Hymepauueii mo Kabat) cesasbiBaercs ¢ T209 (Hanpumep,
6okosoii nenbro 1T209) u3 CD73 (mponymepoBaHHOoro B cootsercteuu ¢ SEQ ID NO: 105),
HampuMep, MOCPEACTBOM BOIOPOAHOHN CBSI3W, YTO, HANPHUMEpP, OMPEAENeHO C NPUMEHEHHEM
aHaM3a KPUCTAJUIMYECKON CTPYKTYpBI, HAapUMep C NMPUMEHEHHUEM CIIOCOOOB, OMUCAHHBIX B
npumepe 8.

B onHOM BapmaHTe OCYIIECTBICHHsS MOJIEKYJia AHTUTENA CBSI3bIBACTCSI C ONHOW WM
Heckonbkumu obnactamu CD73, Hanpumep, MOCPEACTBOM KOMIUIEMEHTAPHOCTH (POPMBI H/HIH
BAH/IEPBAABCOBBIX B3aUMOIEHCTBUH, NMPH 3TOM OJHA WMJM HECKOJIbKO obiacTtell BBIOpaHBI U3
rpynmsl, cocrosueil u3 ocratkoB 155-170, 136-138 u 209-210, nmpoHyMepoBaHHBIX B
coorBerctBuu ¢ SEQ ID NO: 105, yrto, Hanpumep, OmnpeneseHo ¢ NPUMEHEHHEM aHaln3a
KPHUCTANTMUECKON CTPYKTYpBI, HAIpUMep ¢ MPUMEHEHUEM CIIOCOO0B, ONMHMCAHHBIX B IpuMmepe 8.
B onHOM BapuaHTe OCYIIECTBIEHHS MOJIEKyJla aHTUTENa COAEP’KUT BapuadeNnbHy0 00JacTh
TSDKEJION 1enu M BapuabenbHYH O0JacTh JIETKOH ILIeNH, NPH 3TOM MOJIEKYJa aHTUTeNa
XapaKTepU3yeTCss ONHMM HJIM HECKOJbKUMHU (Hampumep, 1, 2 WIM BCeMH) W3 CIEAYIOLINX
CBOJCTB!

(1) monekyna anTuTena (Hampumep, BapualeNbHas OOJACTh TSKEJOW LEMH, Halpumep
ocratku 33, 50, 52, 56, 97, 98, 100 umu 100a BapuaOenbHOW OOJACTH TSDKENOH IEMH,
MIPOHYMEPOBAHHOMN B COOTBETCTBUM ¢ HyMmepanuei o Kabat) cesizbiBaercst ¢ ocrarkamu 155-170
u3 CD73 (mponymeposannoro B coorserctBuu ¢ SEQ ID NO: 105), Hanpumep, mocpeacTsom
KOMILIEMEHTApPHOCTH (POpMBI W/WIIM BaHAEPBAAIbCOBBIX B3aUMOIEHCTBHH, YTO, HAIpUMep,
ONpeNeNeHO ¢ TMPHUMEHEHHEM aHalu3a KPUCTAJUIMYECKOH CTPYKTYpbl, Hampumep, ¢
NPUMEHEHHEM CITIOCOOOB, ONMMCAHHBIX B ITpUMepe 8,

(i1) monekyna anTuTena (Hampumep, BapuadenbHast OONACTh TSHKENOW LIETH, HalpuMep
octatku 30 wim 31 BapuadenbHOM 0OJIACTH TSKEJION LS , TPOHYMEPOBAHHOM B COOTBETCTBHUH C
Hymepaimei o Kabat) csiseiBaercst ¢ ocrarkamu 136-138 uz CD73 (mpoHymMepOBaHHOTO B
coorBerctBur ¢ SEQ ID NO: 105), Hanpumep, NOCPEACTBOM KOMIUIEMEHTApHOCTH (POPMBI
W/WIM BaH/EPBAAJIbCOBBIX B3aWMOJEHCTBUH, YTO, HANpPHUMEP, ONPEAENEHO C NPUMEHEHUEM

aHAJIN3a KPUCTAJUTMYECKON CTPYKTYpPBI, HAlpUMep, ¢ NMPUMEHEHHEM CIOCOOOB, OMHCAHHBIX B
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npumepe 8, u

(111) monekyna aHTuTena (Harmpumep, BapuaOenbHas OONACTh JIETKOW LENH, HarlpuMmep
ocratku 30 mm 32 BapuadenbHON 00JIaCcTH JIETKOU LIEMH, MPOHYMEPOBAHHON B COOTBETCTBUU C
Hymepaumeit o Kabat) cszeiBaercst ¢ ocratkamu 209-210 uz CD73 (mpoHymMepoBaHHOTO B
coorBerctBuu ¢ SEQ ID NO: 105), uto, Hanmpumep, ONpeneNeHo ¢ MPUMEHEHHEeM aHaJnu3a
KPHUCTAJUTNYECKON CTPYKTYPBI, HAIPUMEP C IPUMEHEHHEM CIIOCOOO0B, ONMCAHHBIX B IpUMepe 8.

B opHOM acrekte B JaHHOM JIOKYMEHTE pacKpbITa MOJIEKyJa aHTUTENa, KOTopas
cesizbiBaeTcs ¢ CD73 yesnoBeka, re MOJIEKyJia aHTUTENA COAEPXKUT IO MEHbINEH Mepe OIHY,
IIBE, TPH, YETHIPE, TSITh WM IIECTh ONMPENeSIOINUX KoMmiieMeHTapHocTh obnacteit (CDR) (mu
B coBOKynHOCTH Bce CDR) u3 BapuaOenbHOM 0071aCTH TSKENOW W/MinK BaprabenbHON 00IacTH
JIETKOH LIeTH, cozeprkaliell aMHHOKHCIIOTHYIO MOCHIEA0BATEIbHOCTD, MOKA3aHHYIO B Tabmuie 1
(HampuMep, M3 TOCIEAOBATENIbHOCTEH BapuabenpbHOH OO0JAaCTH TSDKENOH W JIETKOW LIemnH
aHTHUTeNa, packpeiToro B Tabmuue 1, Hanpumep, anturena 918, 350, 356, 358, 930, 373, 374,
376, 377, 379, 363, 366, 407, 893, 939, 430, wiu 398), wiu KOAMPYEeMOH HYKJICOTHIHOU
NOCJIEIOBATENIbHOCTBIO, MOKa3aHHOH B Tabmume 1. B HEKOTOpBIX BapHaHTaxX OCYIIECTBICHHUS
CDR onpeneneHbl B COOTBETCTBHH CO cxeMOi HyMmepaiuu o Kabat (Hampumep, Kak H3JI0:KEHO
B TaOmuue 1). B HexoTopbix BapuaHtax ocymectsieHnss CDR onpeneneHbl B COOTBETCTBHH CO
cxemoit mymepauuu no Chothia (Hampumep, kak m3noxkeHo B Tabmume 1). B HeKoTOpBIX
BapuaHtax ocymectsieHuss CDR omnpeneneHpl B COOTBETCTBHU ¢ KOMOWHHUPOBAHHON CXEMOM
HyMepaluH, OCHOBaHHOW Ha HyMmepauuu no Kabat m mymepanuu no Chothia (Hanpumep, kak
usnoxkeHo B Tabmumme 1). B Hekoropeix BapuanTax ocyuiectBieHuss CDR omnpeneneHbsr B
COOTBeTCTBUH cO cxeMmoi Hymepauuu no IMGT (manpumep, kak uzioxeHo B Tabmuue 1). B
OJTHOM BapHaHTe OCYLIeCTBIeHUs onHa min Heckoiabko CDR (unm B coBokynHoctu Bce CDR)
UMEIOT OJHO, [Ba, TpPH, YEThbIpe, IATh, LIECTb WINM OoJiee W3MEHEHWH, HampuMep,
AMUHOKHUCJIOTHBIX 3aMeH (Hampumep, KOHCEPBATUBHBIX aMUHOKHUCJIOTHBIX 3aMEH) WUJIH JIeJIeIHii
IO CPAaBHEHUIO C AMHHOKMCJIOTHOH TMOCJIE€IOBATENbHOCTBIO, MOKAa3aHHOW B Tabmuue 1, win
KOZUPYEMOH HYKJICOTHIHOH MOCJIeIOBATEIbHOCTBIO, TOKA3aHHOM B Ta0mLe 1.

B omHOM acmekTe B JaHHOM JOKYMEHTE pAaCKpbiTa MOJIEKYJia AHTHUTENA, KOTOpas
ceszbiBaeTcs ¢ CD73 wdenoBeka, comepskainasi BapuabenbHyro obnacte Tspkenoi nenu (VH),
coneprKaiyr aMUHOKUCIOTHYIO nocienoBaTtenbHocTh GGLYGSGSYLSDFDL onpenensirorueit
KoMIUIeMeHTapHOCTh obnactu 3 Tskenoit nenu (VHCDR3) (SEQ ID NO: 37).

B omHOM acmekTe B JaHHOM JOKYMEHTE pAacCKpbITa MOJIEKYyJia AaHTHUTENa, KOTOopas
ces3biBaeTcsi ¢ CD73 venoBeka, comepkariasi:

(1) BapmabenbHyO 00yacTh Tspkenon uenu (VH), comepskainyro OnHO, ABa WU TPH U3
aMUHOKHCIIOTHOM mocnenoBarenbHOCTH X1 XoAMS u3 onpenensiroineli  KOMILUIEMEHTAPHOCTh
obnactu 1 tsoxenoi nerm (VHCDR1) (SEQ ID NO: 88), rne X; npeacrasinsier coboii R, Y wm
S,
X1 IXoGX3GX4XsTYYADSVKG 3 VHCDR2 (SEQ ID NO: 89), rone X, npencrasisier coboi A

w S, X, npeacrasnsier codoit S umn T, X3 npencrasnsier codoit S wmm T, X4 npencrasisier

u X, mnpencraBimsier coboli Y wmum N, aMHHOKHCIOTHOH IOCIIENOBATEIbHOCTH

2

coboit M, G wmn S, u Xs mnpencrasmser cobori N, S, L wmm Y, U aMHUHOKHCIOTHOM
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nocaenosarenbHocTd GGLYGSGSYLSDFDL u3 VHCDRS3 (SEQ ID NO: 37); w/nnu

(i1) BapuabenpHyrO oOnacTh Jierkou wenu (VL), comepskalnyro OZHO, ABa WIH TPU M3
AMUHOKHCJIOTHOM NOCJIE0BATEIbHOCTH RASQSVGSNLA u3 orpeneNstoei
komruieMeHTapHocTh obnactu 1 nerkoit uenu (VLCDRI) (SEQ ID NO: 48); aMUHOKHUCIIOTHOM
nocnenosarenbHOCTH GASTRAT w3 VLCDR2 (SEQ ID NO: 49); u aMHHOKHCIOTHOM
nocienosarenbHoctd QQHNAFPYT uz VLCDR3 (SEQ ID NO: 50).

B HexoTOpbIX BapuaHTax OCyLIeCTBIeHUs Mojekysa anTurena k CD73 conepxur:

(1) VH, comepskamiyr OIHO, JBa WIM TPU M3 AMHHOKHCJIOTHOHM IMOCJIE€NOBATEIbHOCTH
VHCDRI1 nog SEQ ID NO: 38, amunokuciotHoi nocienoparenbHocty VHCDR2 nox SEQ ID
NO: 36 u amuHokucnotHou mnocnenoBatenbHoctd VHCDR3 mox SEQ ID NO: 37 (unm
MOCJIEIOBATEIBHOCTH, XapaKTePU3YIOIIENUCs MO0 MeHbIned Mepe mpudausutenbHo 85%, 90%,
95%, nu 99% WUAEHTUYHOCTHIO MOCIENOBATEIBPHOCTH C HEH /WK ConeprKaleil OHy, ABe, TPU
win Oojee 3aMeH, BCTaBOK WJIM JeJeNWi, HanpuMep KOHCEPBAaTHBHBIX 3aMeH), U VL,
CONlEepIKAIIYIO OJTHO, IBA WJIM TPU U3 aMUHOKUCIOTHOM nocnenoBarenbHocTd VLCDRI1 mox SEQ
ID NO: 48, amunokucnotHo mnocnenoBarenbHocTd VLCDR2 mon SEQ ID NO: 49 wu
aMUHOKHUCIIOTHOH  mocnenoBarenpHocTH  VLCDR3  mog SEQ ID  NO: 50  (wm
TIOCJIEIOBATEIPHOCTH, XapaKTePU3YIOIIEHCs MO0 MeHbIned Mepe npubnusurenbHo 85%, 90%,
95%, nnu 99% WAEHTUYHOCTHIO MOCIENOBATEIBPHOCTH C HEH /WK ConepIKaleil OHy, ABe, TPU
wu OoJee 3aMeH, BCTABOK WIIN JIeJIeLUH, HalprMep KOHCEPBATHBHBIX 3aMEH);

(1) VH, conmepskainyro OIHO, IBAa WJIH TPU U3 AMHHOKHCJIOTHOW IMOCJIEAOBATEIHbHOCTU
VHCDRI1 nog SEQ ID NO: 72, amunokuciotHol nocienoparenbHocty VHCDR2 nox SEQ ID
NO: 71 u amunokucnotHoit nocnenosaresbHocTy VHCDR3 mox SEQ ID NO: 37 (wu
MOCJIEIOBATEIbHOCTH, XapaKTePU3YIOIIeHcss Mo MeHblnel Mepe mpudausutenbHo 85%, 90%,
95%, nnu 99% MIEHTUYHOCTBIO TIOCNIEIOBATENILHOCTH C HEell /WK copepikalleil OfHy, ABe, TPU
win Oonee 3aMeH, BCTaBOK WJIM JeJIELMH, HampuMep KOHCEPBAaTHBHBIX 3aMeH), u VL,
COIep KAy OJHO, ABa WM TPU U3 aMUHOKUCTOTHOM nocienoBarenbHocTd VLCDRI1 mon SEQ
ID NO: 48, amunokuciotHor mnocinenoBarenbHocTd VLCDR2 mom SEQ ID NO: 49 wm
aMUHOKHUCIIOTHOH — mocnenoBarenpHocTH  VLCDR3  mog SEQ ID  NO: 50  (wm
MOCJIEIOBATEIbHOCTH, XapaKTePU3YIOIIEHCs MO0 MeHbIned Mepe mpudausutenbHo 85%, 90%,
95%, nnu 99% HUAEHTUYHOCTBIO MOCIENOBATEIPHOCTH C HEW W/WJIM COonepiKalueil OnHy, ABE, TPU
i OoJee 3aMeH, BCTABOK WJIN JIeJICLUH, HATPUMEP KOHCEPBATHBHBIX 3aMEH);

(ii1) VH, comepkamiyr0 OIHO, JBa WJIM TPU U3 aMHUHOKHUCIIOTHOHN MOCJIENOBATEIbHOCTU
VHCDRI1 nog SEQ ID NO: 38, amunokuciotHol nociienoparenbHocty VHCDR2 nox SEQ ID
NO: 71 u amuHokucnoTHOW mnocienosarensHocty VHCDR3 mon SEQ ID NO: 37 (unm
MOCJIEIOBATEIPHOCTH, XapaKTePU3YIOIIEHcss N0 MeHbInel Mepe mpudausutenbHo 85%, 90%,
95%, nnu 99% WAEHTUYHOCTHIO MOCIENOBATEIBPHOCTH C HEH /WK coneprKaleil Oy, ABe, TPU
wii 0Oojee 3aMeH, BCTaBOK WJIM JeNenui, HanpuMmep KOHCEPBAaTHBHBIX 3aMeH), U VL,
COZlepIKAIIYIO OJTHO, IBA WJIM TPU U3 aMUHOKUCIOTHOM nocnenosarenbHocTd VLCDRI1 nmon SEQ
ID NO: 48, amunokucnorHo mnocnenoBarensbHocTd VLCDR2 mon SEQ ID NO: 49 wu

aMUHOKUCIOTHOM  mocnepoBarenpHocT  VLCDR3  mog SEQ ID  NO: 50  (wm
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MOCJIEIOBATEIBHOCTH, XapaKTePU3YIOIIENHcss 0 MeHbInel Mepe mpudausutenbHo 85%, 90%,
95%, nnu 99% WAEHTUYHOCTHIO MOCIENOBATEIBHOCTH C HeH /WK coneprKalleil oHy, ABe, TPU
wiu Ooee 3aMeH, BCTABOK WIIN JIeJIeLIUH, HallpMep KOHCEPBATHBHBIX 3aMEH);

(iv) VH, conmepskainyro OAHO, ABa WM TPU W3 aMHUHOKHCIIOTHOH IMOCJIENOBATEIbHOCTU
VHCDRI1 nox SEQ ID NO: 137, amunokuciaotHol nocienoparenpbHoctd VHCDR2 nox SEQ ID
NO: 136 u amunokucnotHoil mocnenosarenbHocTd VHCDR3 mon SEQ ID NO: 37 (wnu
IIOCJIEIOBATENILHOCTH, XapaKTepH3yIoleiics Mo MeHblied mepe mnpuonmsutensHo 85%, 90%,
95%, wu 99% UAEHTUYHOCTBIO MOCIENOBATEIPHOCTH C HeW /WK COonepIKalleil OHy, ABe, TPU
win Oojiee 3aMeH, BCTaBOK WJIM JeJIelUi, HamnpuMmep KOHCEPBAaTMBHBIX 3aMeH), u VL,
COZIEepIKAIIYIO OJTHO, IBA WJIM TPU U3 aMUHOKUCIOTHOM nocienoBarenbHocTd VLCDRI1 mon SEQ
ID NO: 48, amunokuciotHou mnocnenoBarensbHoctd VLCDR2 moxn SEQ ID NO: 49 wu
aMUHOKUCIIOTHOH  mocnenoBarenpHocTH  VLCDR3  mog SEQ ID  NO: 50  (wm
MOCJIEIOBATEIPHOCTH, XapaKTePU3YIOIIENHcss MO0 MeHbIned Mepe mpudausutenbHo 85%, 90%,
95%, nmu 99% WAEHTUYHOCTBIO MOCIENOBATEIbHOCTH C HEH W/UJH ConepiKalluel OHy, ABE, TPH
wn OoJee 3aMeH, BCTABOK WIIN JIeJIELUH, HAITPHMEP KOHCEPBATHBHBIX 3aMEH);

(v) VH, comepxxamyro OmHO, 1Ba WJIM TPU U3 aMHUHOKHCIOTHOH MOCIIENOBATENbHOCTH
VHCDRI1 nox SEQ ID NO: 137, amunokuciaoTHol nocienoarenbHoctd VHCDR2 mog SEQ ID
NO: 146 u amumHokuciotHoW mnocnenosareabHocTy VHCDR3 mox SEQ ID NO: 37 (wm
MOCJIEIOBATEIPHOCTH, XapaKTePU3YIOIIENHcss 0 MeHblne Mepe mpudausutensHo 85%, 90%,
95%, nnu 99% WAEHTUYHOCTHIO MOCIENOBATEIBHOCTH C HEH /WK coneprKalleil oHy, ABe, TpU
win Oojiee 3aMeH, BCTaBOK WJHU JeNelni, HanpuMmep KOHCEPBAaTUBHBIX 3aMeH), U VL,
COZlepIKAIYIO OJTHO, IBA WJIM TPU U3 aMUHOKUCIOTHOM nocnenosarenpHoctd VLCDRI1 nmon SEQ
ID NO: 48, amunokucnorHoi mnocnenoBarensbHoctd VLCDR2 non SEQ ID NO: 49 wu
aMuHOKHUCJIOTHOH  mocnenoBarenpHocT  VLCDR3  mog SEQ ID NO: 50  (wm
MIOCJIEIOBATEIbHOCTH, XapaKTEPU3YIOIEHCcsl Mo MeHblnel Mepe npubmusutensHo 85%, 90%,
95%, wu 99% UAEHTUYHOCTBIO MOCIENOBATEIBPHOCTH C HeH /WK COoneprKallueil OHy, ABe, TpU
wiu OoJiee 3aMeH, BCTABOK WJIU I, HAIPUMep KOHCEPBATHBHBIX 3aMeH ); WK

(vi) VH, conmepskainyro OHO, ABa WJIU TPH M3 aAMHHOKHCIIOTHOHM MOCJIENOBATEIbHOCTU
VHCDRI1 noxg SEQ ID NO: 137, amunokuciaotHoli nocuenoparenbnocty VHCDR2 nox SEQ 1D
NO: 154 u amuHokmciotHoW mnocnenosareapbHocty VHCDR3 mox SEQ ID NO: 37 (unmm
MOCJIEIOBATEIPHOCTH, XapaKTePU3YIOIIENHCs MO MeHbIned Mepe mpudmusutenbHo 85%, 90%,
95%, nnmu 99% WAEHTUYHOCTHIO MOCIENOBATEIBPHOCTH C HEH /WK ConeprKalleil OHy, ABe, TPU
wiin Oojee 3aMeH, BCTaBOK WJIM JeNeNuid, HanpuMep KOHCEPBAaTHBHBIX 3aMeH), U VL,
COZIEpIKAINYIO OJHO, IBAa WJIM TPU U3 aMUHOKUCIOTHOU nocienosarenbHocTd VLCDRI1 non SEQ
ID NO: 48, amunokucnotHor mnocnenoBarenbHocTd VLCDR2 mon SEQ ID NO: 49 wu
aMUHOKUCIIOTHON  mocnepoBarenpHocTH  VLCDR3  mog SEQ ID  NO: 50  (wm
MOCJIEIOBATEIBHOCTH, XapaKTePU3YIOIMIENHcss 0 MeHblnel Mepe mpudausurensio 85%, 90%,
95%, nnu 99% WAEHTUYHOCTHIO MOCIEOBATEIBHOCTH C HEH /WK coneprKalleil ofHy, ABe, TpU
wu OoJee 3aMeH, BCTABOK WIIM JIeJIeLUH, HalprMep KOHCEPBATHBHBIX 3aMeEH).

B HekoTOpBIX BapuaHTax OCyIIeCTBICHUs MoJjekyna antutena k CD73 copmepxur
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BapHuabeNbHYI0 00JaCTh TSDKENOW LENH, COAEPIKallyl0 aMUHOKHCIOTHYIO MOCIEA0BATENbHOCTD
nox SEQ ID NO: 44, 77, 84, 142, 151 unu 159 unu aMUHOKUCIOTHYIO MOCJIENOBATENbHOCTD,
XapaKTepPU3YIOIIYIOCs 1O MeHblnel Mepe npubnusurenbHo 85%, 90%, 95%, wnu 99%
HJIeHTUYHOCTBIO nocaenoBareabHocTu ¢ SEQ ID NO: 44, 77, 84, 142, 151 unu 159.

B HekoToppIX BapmaHTax ocCylLIecTBIeHMs MoJsekyna anturena k CD73 comepxur
BapualeNbHyr0 00JNacTh JIErKOH Leny, COAEp’KAaIIyl) aMHUHOKHCIOTHYIO IOCIENOBATEIbHOCTD
nox SEQ ID NO: 55, unu aMUHOKHUCIIOTHYIO IOCJIEIOBATEIbHOCTD, XapaKTEPU3YIOIIYIOCS IO
MeHbleli Mepe mnpubmmsurenbHo  85%, 90%, 95%, wmm  99%  MOEHTUYHOCTBIO
nocaenoBareabHocT ¢ SEQ ID NO: 55.

B HekoTOppIX BapmaHTax ocyliecTBieHuss Mojekyja aHturena k CD73 comepxut
TSDKEITYHO LIeTlb, COAEP KAy aMUHOKUCIIOTHYIO nocneaoBaTenbHocTh o SEQ ID NO: 46, 79,
86, 114, 116 unu 117 unu aMUHOKHUCIOTHYIO MOCJIEIOBATENbHOCTD, XapPaKTEPU3YIOLIYIOCS MO
MeHblel Mepe mnpubmmsurenbHo  85%, 90%, 95%, wmm  99%  MOEHTUYHOCTBHIO
nocaenoBarenbHocT ¢ SEQ ID NO: 46, 79, 86, 114, 116 unu 117.

B HekoTOpeIX BapuaHTax oOcCyllecTBieHUs Mojekyja antutena k CD73 copepxut
JIETKYIO LEMb, CONEPIKAIIYI0 aMUHOKUCIOTHYIO nochenosarenbHOcTh o SEQ ID NO: 57 unu
AMHHOKHCJIOTHYIO  TOCIIEIOBATEIbHOCTh,  XapaKTEPH3YIOIIYVIOCS IO  MeEHbIIell  Mepe
npudmm3uTeNbHo 85%, 90%, 95%, win 99% wupeHTHYHOCTHIO mocienoBarenbHocTH ¢ SEQ 1D
NO: 57.

B HexoTOpbIX BapuaHTax OCYLIECTBJIEHMs MoseKyJa auturena k CD73 conepsxut:

(1) BapualenbHyr0 00NacTb TSDKEJIOH LEMH, COAEPIXKALIYI0 aMHUHOKHCIIOTHYIO
nocnenosatenbHOCTD o SEQ ID NO: 44 (miu nocienoBaTesibHOCTh, XapaKTePU3YIOLIYIOCS 110
MeHblIeH Mepe npubmmsurensHO  85%, 90%, 95%, wumm 99%  MAGHTHYHOCTBHIO
IOCJIEIOBATEIbHOCTH € Heil), M BapuadenbHyr0 0ONacTh JIETKOW LENH, COAEPIKaLIyIo
AMMHOKHCIIOTHYIO mocnenoBarenbHocte nox SEQ ID NO: 55 (unm mocnenoBaTenbHOCTS,
XapaKTEePU3YIOIIYIOCS TO MeHbined wmepe mnpubnusutenbHo 85%, 90%, 95%, wium 99%
UJICHTHYHOCTBIO TIOCJIEAOBATENIbHOCTH C HEll);

(i) BapmalenpHY0 OOJACTh TSDKEJNOW LEMH, COAEPIKAIIYI) aMHHOKHUCIIOTHYEO
nocienosatesnbHOCTh o SEQ ID NO: 77 (unu nocnenoBaTeabHOCTh, XapaKTEPU3YIOIIYEOCS O
MeHblIel Mepe mnpubmmsurenbHo  85%, 90%, 95%, wmm  99%  HMOEHTUYHOCTBHIO
MOCJIEIOBATEIHBHOCTH C  Hel), W BapuadenbHYr 00JacTh JIETKOW LeNmu, COAEpKaIIyro
AMUHOKHUCJIOTHYEO mocienoBarenbHocTh nog SEQ ID NO: 55 (wnm mocienoBaTeNbHOCTD,
XapaKTEePU3VIOIIYIOCS TO MeHbInel wMepe mnpubmusurenbHo 85%, 90%, 95%, wimm 99%
UJICHTHYHOCTBIO TIOCJIEOBATENIbHOCTH C HEl);

(111) BapuabenpHYIO O0JNACTh TSDKENOHW ILEMH, CONEPXKAIMYID AMHHOKHCIOTHYIO
nocnenosatebHOCTE o SEQ ID NO: 84 (miu mocieoBaTebHOCTh, XapaKTePU3YIOLIYIOCS TI0
MeHblIel Mepe mnpubmmsurenbHO  85%, 90%, 95%, wmm  99%  HMOEHTUYHOCTBHIO
MOCJIEIOBATEIBHOCTH C  Hel), W BapuadeapbHyr0 OOJacTh JIETKOH IemH, COIepIKalIyIo
aMHHOKHUCIIOTHYIO0 mocnenoBarenbHocTh mox SEQ ID NO: 55 (unm mocnenoBaTenbHOCTb,

XapaKTEepPU3YIOIIYIOCs MO MeHbInel Mepe mnpubnusurenbHo 85%, 90%, 95%, wnu 99%
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UJIEHTHYHOCTBIO TIOCJIEAOBATENIBHOCTH C Hell);

(iv) BapmabenpHyr0 00JacTh TSDKENOH LEMH, COAEPKAIYHD aMHUHOKHCIOTHYIO
nocnenoBatebHOCTE oa SEQ ID NO: 142 (unm mocnenoBaTenbHOCTh, XapaKTePU3YIOIIYIOCs
no MeHblledr Mepe mnpubmusurensHo 85%, 90%, 95%, wnmm 99% UOEHTUYHOCTBHIO
HOCJIEIOBATENIbHOCTH € Heil), M BapuadesbHYl0 OONacTh JIETKOW LENH, COAEpIKaIIyIo
AMHHOKHUCJIOTHYIO0 mocienoBatenbHocte mon SEQ ID NO: 55 (wiu mocnenoBaTeNbHOCTD,
XapaKTepH3YIOIYIOCS N0 MeHblnel Mepe mnpubnusurenbHo 85%, 90%, 95%, wmm 99%
UJIEHTHYHOCTBIO TIOCJIEA0BATENIbHOCTH C HEll);

(v) BapuabenpHyr0 00JaCTh TSDKEJIOW LENH, COXEPKAINYI AaMHHOKUCIOTHYIO
nocnenosateibHOCTE ox SEQ ID NO: 151 (unu mocnenoBaTeNbHOCTh, XapaKTePU3YIOIIYOCS
no MeHblledr Mepe mnpuOmmsurenbHo 85%, 90%, 95%, wim 99% MOEHTUYHOCTBHIO
MOCJIEIOBATEIBHOCTH C  Hel), W BapuadenbHYr 00JacTh JIETKOW LeMu, COIEpKaIIyIo
AMUHOKHUCJIOTHYKO mocienoBarenbHocTh nog SEQ ID NO: 55 (umu mocnienoBaTebHOCTD,
XapaKTEePU3VIOIIYIOCS TO MeHbInel wMepe npubmusutensHo 85%, 90%, 95%, wim 99%
UJIEHTHYHOCTBIO TIOCIIEOBATENIbHOCTH C Hell); Win

(vi) BapmalenpHyr0 00JaCTh TSDKENOM LEMH, COAEPXKAIYH) aMHHOKHCJIOTHYIO
nocnenosatebHOCTE oa SEQ ID NO: 159 (wnu mocienoBaTebHOCTb, XapaKTePU3YOIIYIOCS
no MeHbled Mepe mnpuOmmsurensHo 85%, 90%, 95%, wmm 99% HMOEHTUYHOCTHIO
MOCJICIOBATEIBHOCTH C  Hel), W BapuadenbHYI0 00JacTh JIETKOW LeMH, COAEpsKaIIyro
AMUHOKHUCJIOTHYIO mocienoBaresbHocTh 1o SEQ ID NO: 55 (unm mocnemnoBaTenbHOCTD,
XapaKkTepPU3YIOIIYIOCs 1O MeHbInel Mepe mnpubnusurenbHo 85%, 90%, 95%, wnmu 99%
UJIEHTHYHOCTBIO TIOCJIE0BATENILHOCTH C Hell).

B HekoTOpBIX BapuaHTax OCyLIECTBIEHUs Mojekyia anturena k CD73 conepxur:

(1) TSKENyro 1emb, COAEpIKAIly0 aMHHOKUCIIOTHYIO MocienoBareabHocTh nog SEQ ID
NO: 46 (wmu mocnenoBaTENbHOCTb, XapPAKTEPU3YIOLIYIOCS MO MEHbIIEH Mepe MPUOIHU3UTETHEHO
85%, 90%, 95%, unu 99% HUIEHTUYHOCTBHIO MOCJIENOBATEbHOCTH C HEH) M JIErKYIO Lelb,
COMEPIKAYI0 aMHHOKHCJIOTHYIO —mnociienoBarenbHocTh mox SEQ 1D NO: 57  (um
NIOCJIEIOBATEIbHOCTD, XaPAKTEPUIYIOIIYIOCS 10 MeHbIneH Mepe nmpuOnmsurenbHo 85%, 90%,
95%, wu 99% UOEHTHYHOCTBIO MOCNEN0BATEIHLHOCTH C HEl);

(1) TSDKENYrO LeTb, COAEPIKAaIy0 aMUHOKHCIIOTHYIO MocienoBarenbHocTh nmox SEQ ID
NO: 114 (wmn nmocnenoBaTeIbHOCTh, XapaKTEPU3YIOIIYIOCS MO MEHbIIEH Mepe MPUOIU3HTENBHO
85%, 90%, 95%, umu 99% WIEHTUYHOCTHIO TOCIENOBATEIbHOCTH C HEH), W JIETKYIO LIeTlb,
CONEpKAlYI0 aMHHOKHCJIOTHYI0 mociienoBarenbHocTh mox SEQ ID NO: 57  (wm
NOCJIEIOBATENIbHOCTD, XapPaKTEPU3YIOIIYIOCS 1O MeHbIel Mepe nmpuOimmsurensHo 85%, 90%,
95%, v 99% UOEHTHYHOCTBIO MOCJEAOBATEHHOCTH C HEl);

(111) TSDKENYO Lienb, COAEPIKAIIYI0 AMHHOKUCIIOTHYIO mocienoBareiabHocTh o SEQ ID
NO: 79 (unu mocnenoBaTeNbHOCTDb, XapaKTEPU3YIOLIYIOCA IO MEHbIIEH Mepe MPUOIHU3UTETBHO
85%, 90%, 95%, umu 99% HIEHTUYHOCTHIO TOCIENOBATENILHOCTH C HEH), W JIETKYIO LeTlb,
COIEpKAIYI0 aMHHOKHCJIOTHYIO mocienoBarespHocTh mon SEQ ID NO: 57  (wm

NIOCJIEIOBATENbHOCTD, XapaKTEPU3YIOLYIOCA 1O MeHbluel Mepe npudmmsurenbHo 85%, 90%,
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95%, nm 99% UIEHTHYHOCTBIO TOCIEAOBATENILHOCTH C Hel);

(1v) TsDKEyIO Lemb, COAep KAy aMHHOKUCIOTHYIO MmocienoBarenbHocTh mon SEQ ID
NO: 116 (unu mocnenoBaTeIbHOCTb, XapaKTEPU3YIOIIYIOCS MO MEHbIIEH Mepe MPUOIU3UTENHBHO
85%, 90%, 95%, mnu 99% WAEHTUYHOCTBIO MOCJIEAOBATENILHOCTU C HEW), U JIETKYIO IIellb,
COIEpKAIYI0 aMHHOKHCIIOTHYI0 —mnocyiefosarenbHocTh mox SEQ ID NO: 57  (wm
MOCJIeIOBATEIbHOCTD, XapPaKTEPU3YIOIIYIOCS 0 MeHbleld mepe npudausurenbHo 85%, 90%,
95%, wnu 99% UAEHTHYHOCTBIO MOCNIEN0BATEIHLHOCTH C HEl);

(V) TsDKENnyro 1erb, COAEepIKALIY0 aMUHOKUCIOTHYIO mocienosarenbHocTh mog SEQ ID
NO: 86 (wmu mocnenoBaTeIbHOCTb, XaPAKTEPUIYIOIIYIOCS 10 MEHbIIEH Mepe MPUOIU3UTENBHO
85%, 90%, 95%, umu 99% HOEHTUYHOCTHIO TMOCJIENOBATENILHOCTH C HEH), W JIETKYIO LeTb,
CONEPIKAIYI0 aMHHOKHUCJIOTHYIO mnocienosarenbHocTh moxn SEQ 1D NO: 57  (wm
MOCJIEIOBATEIbHOCTD, XaPaKTEPU3YIOIIYIOCS MO MeHbInell Mepe mpuOmmutensHo 85%, 90%,
95%, nm 99% MAEHTUYHOCTBIO TOCIIEAOBATENILHOCTH C Hell), Win

(Vi) TSDKEYIO LeTb, COMep KAy aMHHOKUCIOTHYIO MocienoBarenbHocTh mon SEQ ID
NO: 117 (unu mocnenoBaTeIbHOCTh, XapaKTEPU3YIOIIYIOCS MO MEHbIIEH Mepe MPUOIU3UTETBHO
85%, 90%, 95%, unmu 99% WOEHTUYHOCTHIO TOCJIENOBATEIbHOCTH C HEH), W JIETKYIO IeTb,
COIEpKAIYI0 aMHHOKHCJIOTHYIO —mocienoBarenbHocTh mox SEQ ID NO: 57  (wm
MOCJIEIOBATEIPHOCTD, XaPaKTePU3YIOIMIYIOCS MO MeHbInell Mepe mpuOmmutensHo 85%, 90%,
95%, nnu 99% UOEHTHYHOCTBIO MOCIEOBATEIbHOCTH C HEM).

B onHOM acmekte B JAaHHOM JOKYMEHTE pacKpbiTa MOJIEKYJia aHTHUTENa, KOTopas
ces3piBaeTcs ¢ CD73 denoseka, comepskamiast BapuabenbHyro obnacte Tspkenoi nenu (VH),
COZEpIKAIYI0 aMHHOKHUCIOTHYIO nociienoBareabHocTh ESQESPYNNWFEFDP VHCDR3 (SEQ ID
NO: 3).

B ongHOM acmekTe B JAaHHOM JOKYMEHTE pacKpbiTa MOJIEKYyJla aHTUTENa, KOTopas
cszpiBaercsi ¢ CD73 venoseka, conepakaimasi:

() BapuabenbHyro oOmacth Tspkenoi uernu (VH), comep:kaiiyr0 aMHHOKHCIOTHYEO
nociienoBaTeibHOCTh X1 X, YWSS onpenesisironieit KOMIJIEMEHTapHOCTb 00JacTu | TsKeNoi nenu
(VHCDR1) (SEQ ID NO: 90), rne X; npexacrasisier cobori R, G wimu S, u X, npexacrasnser
coboit Y mnu R; amuHokucnoTHyro nocienosarebHocTh YIY X1 XoGSTX3YNPSLKS VHCDR?2
(SEQ ID NO: 91), rne X; nmpencrasjsier cobori G wnu S, X, npencrasisier codoit R, S umu T, u
X3 mpencraBiasier  coboii N wimm K
ESQESPYNNWFDP VHCDR3 (SEQ ID NO: 3); u/unmu

(i) BapmabenpHyr0 o00OjacTh Jserkoii uenu (VL), comepskamyr aMHHOKHCIOTHYEO

u AMHUHOKHCJIOTHYHO MoCJICA0BATCIIBHOCTD

nocienosatenbHOcTb RASQGISSWLA ompenensomieil KOMITIEMEHTapHOCTh 001acTH 1 Jerkoit
nenu (VLCDR1) (SEQ ID NO: 14); amuHOKHCIOTHYIO mocienoBatenbHOCTs AASSLQS
VLCDR?2 (SEQ ID NO: 15); u amunokucnotHyto nocienosarenbHocte QQGNSFPRT VLCDR3
(SEQ ID NO: 16).

B HexoTopbIX BapuaHTax OCYLIECTBJIEHMs MoseKyJa auturena k CD73 conepskut:

(1) VH, coxepskamyr OIHO, ABa WIA TPU U3 AMHUHOKHCJIOTHOH IOCJIENOBATEIbHOCTU
VHCDRI1 nog SEQ ID NO: 61, amunokucinotHol nocienoparenbHoctt VHCDR2 nox SEQ ID
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NO: 60 u ammnaokucnorHoit mnocnenosarenbHoctTd VHCDR3 mox SEQ ID NO: 3 (wm
MOCJIEIOBATEIBHOCTH, XapaKTePU3YIOIIEHcss 0 MeHbInel Mepe mpudausutenbHo 85%, 90%,
95%, nnu 99% HMAEHTUYHOCTHIO MOCIEIOBATEIbHOCTH C HeH W/UIM conepikallell oHy, ABE, TPH
win Oojee 3aMeH, BCTaBOK WM JeNelni, HamnpuMmep KOHCEPBAaTUBHBIX 3aMeH), U VL,
COZlepIKAIYIO OJTHO, 1BA WJIM TPU U3 aMUHOKUCIOTHOM nocnenosarenpHocTd VLCDRI1 non SEQ
ID NO: 14, amunokucnotHoii mnocienoBarenbHocTd VLCDR2 mom SEQ ID NO: 15 wm
aMUHOKHCIIOTHOM — mocnenoBateipHocTt VLCDR3  mox SEQ ID NO: 16  (wm
MOCJIEIOBATEIPHOCTH, XapaKTEPU3YIOIIENUCs MO0 MeHbInel Mepe mpubausutenbHo 85%, 90%,
95%, nu 99% UAEHTUYHOCTBIO MOCIENOBATEIBPHOCTH C HeH /WK COoneprKalleil OHy, ABe, TPU
wiu OoJiee 3aMeH, BCTABOK WU JIeJIeLUH, HATPUMEP KOHCEPBATHBHBIX 3aMEH);

(i1) VH, conmepskainyro OIHO, Ba WJU TPU W3 aMUHOKUCJIOTHOW MOCJIENOBATEILHOCTU
VHCDRI1 nox SEQ ID NO: 4, amunokucyioTHoH nocienoparenbHocty VHCDR2 non SEQ ID
NO: 26 u ammaOokucnotaoii mnocnenosarenbHoctd VHCDR3 mon SEQ ID NO: 3 (unm
MOCJIEIOBATEIBHOCTH, XapaKTePU3YIOIIENHcss 0 MeHbIned Mepe mpudausutenbHo 85%, 90%,
95%, nnu 99% WAEHTUYHOCTHIO MOCIENOBATEIBPHOCTH C HEH W/WIIN coneprKaleil Oy, ABe, TPU
win Oojee 3aMeH, BCTaBOK WJIM JeNeNWH, HanpuMep KOHCEPBAaTHBHBIX 3aMeH), U VL,
CONEep KAy OJTHO, IBAa WJIM TPU U3 aMUHOKUCIOTHOM nocienosarenpHocTd VLCDRI1 nmon SEQ
ID NO: 14, amunokucnotHor mnocnenoBarenbHocTd VLCDR2 mon SEQ ID NO: 15 wu
aMHHOKHUCIOTHOM  mocnenoBarenpHocTH  VLCDR3  mog SEQ ID NO: 16 (wm
MOCJIEIOBATEIBHOCTH, XapaKTePU3YIOIIEHcss Mo MeHblIel Mepe mpudausutenbHo 85%, 90%,
95%, nnu 99% WAEHTUYHOCTHIO MOCIENOBATEIBHOCTH C HeH /WK coneprKalleil OfHy, ABe, TpU
wu Ooee 3aMeH, BCTABOK WJIN JIeJIeLIUH, HallpMep KOHCEPBATUBHBIX 3aMEH);

(ii1) VH, copmepxaimyi OIHO, ABa WJIH TPU M3 aMHUHOKHCJIOTHOHN MOCJIENOBATEIbHOCTU
VHCDRI1 nog SEQ ID NO: 4, amunokucnotHoit nocnegoarenbHoctt VHCDR2 noxg SEQ ID
NO: 2 u amumnokucnoraod mnocnenosatenbHocTH VHCDR3 mox SEQ ID NO: 3 (wmm
MOCJIEIOBATEIbHOCTH, XapaKTePU3YIOIIeHcs Mo MeHblneil Mepe npubmusureabHo 85%, 90%,
95%, nu 99% WUAEHTUYHOCTBIO MOCIENOBATEIBPHOCTH C HeH /WK ConeprKalleil OHy, ABe, TPU
win Oojiee 3aMeH, BCTaBOK WJIM JeJelUi, HamnpuMmep KOHCEPBAaTMBHBIX 3aMeH), u VL,
CONlep KAy OJTHO, IBAa WJIM TPU U3 aMUHOKUCIOTHOM nocienoBarenbHocTd VLCDRI1 nmon SEQ
ID NO: 14, amunokucinotHou mnocnenoBarenbHocTd VLCDR2 moxn SEQ ID NO: 15 wu
aMUHOKHUCIIOTHOH  mocnenoBarenpHocTH  VLCDR3  moxg SEQ ID NO: 16 (wm
MOCJIEIOBATEIPHOCTH, XapaKTePU3YIOIIEHCs N0 MeHbIned Mepe mpudausutenbHo 85%, 90%,
95%, nnu 99% WAEHTUYHOCTBIO MOCIENOBATEIBPHOCTH C HEH U/MIH CoeprKalleld OlHy, IBE, TPU
wn OoJee 3aMeH, BCTABOK WIIN JIeJIeLNH, HAlIPHMEp KOHCEPBATHBHBIX 3aMEH); WIN

(iv) VH, conmepskaimnyro OZHO, ABa WJU TPH M3 aMHUHOKHCIJIOTHOH IMOCJIE€NOBATEIbHOCTU
VHCDRI1 noxg SEQ ID NO: 163, amunokuciaoTHol nocienoarenbHoctd VHCDR2 nox SEQ ID
NO: 162 u amumuokucnotrnoit nocnenosareiapbHocTn VHCDR3 moxn SEQ ID NO: 3 (wm
MOCJIEIOBATEIBHOCTH, XapaKTePU3YIOIIENHcss 0 MeHbIne Mepe mpudausutenbHo 85%, 90%,
95%, nnu 99% WAEHTUYHOCTHIO MOCIEIOBATEIBHOCTH C HEH /WK coneprKalleil oHy, ABe, TpU

win Oojee 3aMeH, BCTaBOK WIJIM JeNielni, HamnpuMmep KOHCEPBAaTUBHBIX 3aMeH), U VL,
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COZlepIKAIYIO OJTHO, IBA WJIM TPU U3 aMUHOKUCIOTHOM nocienoBarenbHocTd VLCDRI1 nmon SEQ
ID NO: 14, amunokucnotrHor mnocnenoBarensbHoctd VLCDR2 mon SEQ ID NO: 15 wu
aMHHOKHUCIOTHOM  mocnepoBarenpHocTh  VLCDR3  mog SEQ ID NO: 16  (wm
MOCJIEIOBATEIbHOCTH, XapaKTePU3YIOIeHcss o MeHblnel Mepe mpudausutenbHo 85%, 90%,
95%, nnu 99% HUAEHTUYHOCTHIO MOCIEIOBATEIbHOCTH C HeH /WK conep Kalleil ofHy, ABe, TpU
wiy OoJiee 3aMeH, BCTABOK MUIH JIeJIeINH, HapuMep KOHCEPBATHBHBIX 3aMEH).

B HexkoTOpBIX BapuaHTax oOCyLIeCTBJIEHMs MoJekyna anturena k CD73 comepxur
BapuabeabHy0 00JaCTh TSDKEJIOW LIEMH, COAEPIKALIYI0 aMUHOKHUCIOTHYIO MOCIEIOBATEIbHOCTD
mox SEQ ID NO: 66, 31, 10 wmm 168 uam aMHUHOKHCIOTHYIO TOCJIEIOBATEIbHOCTD,
XapakTepU3yIINyCcsa 1o MeHblneir mepe 85%, 90%, 95%, wmm 99% WAEHTHYHOCTHIO
nocaenoBarenbHocTH ¢ SEQ ID NO: 66, 31, 10 i 168.

B HekoTOphIX BapMaHTax oOCyIIeCTBICHHS MoJjekyna antutena k CD73 comepxur
BapHabeNbHYI0 OOJIACTh JIETKOW MM, COAEPKAINYI0 aMHHOKHCJIOTHYIO IOCIENOBATEIbHOCTD
nox SEQ ID NO: 21 unin aMUHOKUCIOTHYIO TOCJEIOBATEIbHOCTD, XaPaKTEPUYIOIIYIOCS IO
MeHbIlel Mepe npubnmusurenbHo  85%, 90%, 95%, wim  99%  UAEHTUYHOCTBHIO
nocaenoBarenbHocT ¢ SEQ ID NO: 21.

B HekoTOphIX BapMaHTax oOCyIIEeCTBICHHUS MoJjekyna antutena k CD73 comepxur
TSDKEIYIO LIeTlb, COAEPIKAIIYI0 aMUHOKUCIOTHYIO nocnenoBaTeabHocTh o SEQ ID NO: 68, 33,
12, 115, 113 wnm 112 unu aMUHOKUCIOTHYIO IMOCJIEAOBATEIbHOCTD, XaPAKTEPU3YIOIIYIOCS IO
MeHbIe Mepe mnpubnmusurenbHo  85%, 90%, 95%, wm  99%  UAEHTUYHOCTBHIO
nocnepoBarenbHocT ¢ SEQ ID NO: 68, 33, 12, 115, 113 unu 112.

B HekoTOpBIX BapuaHTax OCyIIeCTBIeHUs MoJjekyna antutena k CD73 copmepxur
JIETKYIO L€Mb, COAEPIKAIIYI0 aMUHOKUCIOTHYIO nocieaoBarenbHocTh noa SEQ ID NO: 23 unu
AMUHOKHUCJIOTHYK0 ~ IOCJEAOBATENbHOCTb,  XAPAaKTEPU3YIOUIYIOCS IO  MEHbIIEH  Mepe
npubnusuTensHo 85%, 90%, 95%, wnu 99% upeHTHUHOCTHIO nocnenoBarenbHocTu ¢ SEQ ID
NO: 23.

B HexoTopbIX BapraHTax OCYLIECTBIEHUsI Moyiekysa anturena Kk CD73 conepxut:

(1) BapuabenpHyr0O OOJNACTH TSDKENOW LEMH, COAEPIKAIYK) aMHUHOKHCIOTHYIO
nocienosatenbHOCTh o SEQ ID NO: 66 (nim nmocnenoBaTebHOCTh, XapaKTEPU3YIOLIYIOCS 10
MeHbIlel Mepe mnpubnmusurenbHo  85%, 90%, 95%, wimu  99%  UAEHTUYHOCTBHIO
MOCNIEIOBATEIBHOCTH C  Hel), W BapuadenbHYr 00JacTh JIETKOW LeNu, COIAEpKaIIyro
aMHHOKHUCIJIOTHYIO0 mocnenoBarenbHocTh mon SEQ ID NO: 21 (wnm mocienoBaTeNbHOCTb,
XapaKTepU3YIOIMIYIOCS MO MeHbined Mepe mnpubmmsutensHo 85%, 90%, 95%, wiu 99%
UJIEHTHYHOCTBIO TIOCJIEAOBATENIbHOCTH C HEll);

(1) BapmabenbHYEO OOJNACTh TSDKENIOH LEMH, COMAEPKAIIYI) aMHHOKHCIOTHYEO
nociaenosatenbHOCTh o SEQ ID NO: 31 (unm nocnenoBarenbHOCTh, XapaKTEPU3YIOIIYIOCS O
MeHbIle Mepe npubnmusurenbHo  85%, 90%, 95%, wm  99%  UAEHTUYHOCTBHIO
MOCJIEIOBATEIBHOCTH C  Hel), W BapuadenbHyr0 OOJacTh JIETKOH IemH, COIepIKallyro
aMHHOKHUCIIOTHYIO0 mocnenoBarenbHocTh mox SEQ ID NO: 21 (uam mocnenoBaTeNbHOCTb,

XapaKTEepPU3YIOIIYIOCs MO MeHbInel Mepe mnpubnusurenbHo 85%, 90%, 95%, wnu 99%
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UJIEHTHYHOCTBIO TIOCJIEAOBATENIBHOCTH C Hell);

(111) BapualenpHYI0 00NACTh TSDKEJIOW IIEMH, COIEPIKAINYI0 aMHHOKHCIIOTHYIO
nocienosatesnbHOCTh o SEQ ID NO: 10 (nnm nocnenoBarenbHOCTh, XapaKTEPU3YIOIIYIOCS O
MeHblIel Mepe mnpubmmsurenbHo  85%, 90%, 95%, wumm  99%  HUOEHTUYHOCTBHIO
NOCJIEIOBATEIbHOCTH € Heil), M BapuadesbHyt0 0ONacTh JErKOW LenH, COAEpIKaLIyIo
AMHHOKHUCJIOTHYIO mocnenoBatenbHocte mon SEQ ID NO: 21 (wnu mocienoBaTeNbHOCTD,
XapaKTepH3YIOIYIOCS N0 MeHblnel Mepe mnpubnusurenbHo 85%, 90%, 95%, wmm 99%
UJIEHTHYHOCTBIO TIOCIIEOBATEIbHOCTH C HEll); Win

(iv) BapmabenpHyr0 00JaCTh TSDKENOM LEMH, COAEPXKALIYH) aMHHOKHUCIOTHYIO
nocienosatenbHOCTh o SEQ ID NO: 168 (unm mocnenoBaTelbHOCTb, XapaKTePU3YIOLIYIOCS
no MeHblledr Mepe mnpuOmmsurenbHo 85%, 90%, 95%, wim 99% MOEHTUYHOCTBHIO
MOCJIEIOBATEIBHOCTH C  Hel), W BapuadenbHYr 00JacTh JIETKOW LeMu, COIEpKaIIyIo
AMHHOKHUCJIOTHYIO0 mocienoBarenbHocTh mon SEQ ID NO: 21 (wim mocienoBaTenbHOCTD,
XapaKTEePU3VIOIIYIOCS TO MeHbInel wMepe npubmusutensHo 85%, 90%, 95%, wim 99%
UJIEHTHYHOCTBIO TIOCIIEAOBATENIbHOCTH C Hell).

B HexoTopbIX BapuaHTax OCYyLECTBJIEHMs MoslekyJa auturena k CD73 conepskut:

(1) TSDKENyIO 1eTb, COAEpIKally0 aMHHOKHCIOTHYIO mocienoBarenbHocTh nogq SEQ 1D
NO: 68 (wmn mocnenoBaTeNbHOCTD, XapaKTEPU3YIOLIYIOCA MO MEHbIIEH Mepe MPUOIHU3UTETBHO
85%, 90%, 95%, umu 99% HIEHTUYHOCTHIO TOCIENOBATENIbHOCTH C HEH), W JIETKYIO LeTlb,
COIEpKAIYI0 aMHHOKHCIIOTHYIO —mocienoBareapHocTh mox SEQ ID NO: 23 (wm
NIOCJIEIOBATENIbHOCTD, XapaKTEPU3YIOIYIOCS 1O MeHbluel Mepe nmpuOmmsurensHo 85%, 90%,
95%, nm 99% UIEHTHYHOCTBIO MOCIEA0BATENIbHOCTH C Hel);

(11) TsDKeNyIo LeMb, COAePIKaIly0 aMHHOKHUCIIOTHYIO nocienosarenbHocTh nmoa SEQ ID
NO: 115 (unu mocnenoBaTebHOCTh, XapaKTEPU3YIOLIYIOCS 10 MEHbLIEeH Mepe MPUOIU3UTETEHO
85%, 90%, 95%, umu 99% HIEHTUYHOCTBIO MOCJIENOBATENILHOCTH C HEH), U JIETKYIO Lellb,
COIep KAaIly0 aMHHOKHCIOTHYK mocienoBarenbHocTh moxg SEQ ID NO: 23 (wm
NIOCJIEIOBATEIbHOCTD, XapPaKTEPUIYIOIYIOCS O MeHbIIeH Mepe mpudbmusutenbHo 85%, 90%,
95%, nm 99% UIEHTHYHOCTBIO TIOCIEA0BATEILHOCTH C HEl);

(ii1) TSKENYO LeTb, COAEPIKAIIy0 aMHUHOKHUCIOTHYIO MocienoBaTeibHocTh mon SEQ ID
NO: 33 (wmn mocnenoBaTeNbHOCTb, XapAKTEPH3YIOLIYIOCS MO MEHbIIEH Mepe MPUOIHU3UTETBHO
85%, 90%, 95%, umu 99% WIEHTUYHOCTHIO TIOCIENOBATENIbHOCTH C HEH), W JIETKYIO LeTlb,
CONEpKAyI0 aMHHOKHUCJIOTHYIO mociienoBarenbHocTh mox SEQ 1D NO: 23 (wm
NOCJIEIOBATENIbHOCTD, XapPaKTEPU3YIOIIYIOCS 1O MeHbIel Mepe npuOnmsurensHo 85%, 90%,
95%, nm 99% MAEHTHYHOCTBIO TOCIEAOBATENILHOCTH C Hell);

(iv) TsDKEyIO Lemb, COAep KAy aMHHOKUCIOTHYIO MocienoBarebHocTh mon SEQ ID
NO: 113 (unu nmocnenoBaTeIbHOCTh, XapaKTEPU3YIOIIYIOCS MO MEHbIIEH Mepe MPUOIU3UTENBHO
85%, 90%, 95%, umu 99% WIEHTUYHOCTHIO TOCIENOBATENILHOCTH C HEH), W JIETKYIO LT,
COIEpKAy0 aMHHOKHCIIOTHYIO0 mocienosarenbHocts mox SEQ ID NO: 23 (wm
NIOCJIEIOBATENIbHOCTD, XapaKTEPU3YIOIYIOCA 1O MeHbluel Mepe nmpuOmmsurensHo 85%, 90%,

95%, nm 99% UAEHTHYHOCTBIO MOCIEA0BATENILHOCTH C Hel);
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(V) TSDKENyro 1eTb, COAep KAy aMUHOKHCIIOTHYIO MOcienoBarenbHoCcTh moa SEQ ID
NO: 12 (unu mocneaoBaTeNbHOCTb, XapaKTEPU3YIOLIYIOCS MO MEHbIIEH Mepe MPUOIHU3UTENBbHO
85%, 90%, 95%, mnu 99% WAEHTUYHOCTBIO MOCJIEAOBATENILHOCTH C HEW), U JIETKYIO IIellb,
COIEpKAIYI0 aMHHOKHCJIOTHYI —mnocienosarenbHocTh mox SEQ ID NO: 23 (wm
MOCJIEIOBATEIBHOCTD, XapaKTePU3YIOIMIYIOCS MO MeHbliell Mepe mpuOmmusutenbHo 85%, 90%,
95%, i 99% MIEHTUYHOCTBIO MOCIIEA0BATENBHOCTH C HEll); WIn

(Vi) TSDKENyro 1ienb, COAepKallyd aMMHOKHCIIOTHYIO mociienoBareiabHocTh o SEQ ID
NO: 112 (unu nocnenoBaTebHOCTb, XapaKTEPUBYIOIIYIOCS 1O MEHbINEH Mepe MPUOIU3UTETEHO
85%, 90%, 95%, umu 99% HOEHTUYHOCTHIO TOCIENOBATENILHOCTH C HEH), W JIETKYIO LeTb,
CONEPIKAIYI0 aMHHOKHUCJIOTHYIO mnocienosarenbHocTh mox SEQ ID NO: 23 (wm
MOCJIEIOBATEIbHOCTD, XaPaKTEPU3YIOIIYIOCS MO MeHbInell Mepe mpuOmmutenbHo 85%, 90%,
95%, wu 99% HUAEHTHYHOCTBIO MOCIENOBATEILHOCTH C HEll).

B onpenenenHbpIx BapmaHTax OCymecTBiieHUss mosiekyya anturena k CD73 comepxur
BapHabeNbHYI0 OONACTh TSDKENOH Lenmu, MMEIOMIYI0 aMHHOKHCIOTHYIO TOCIIENOBATENbHOCTD,
MOJYYEHHYIO W3 TMOCIENOBAaTEIbHOCTH 3apoabimeBoro Ttuna VH3-23  denosexka. B
OTPENENIEHHbIX BapUAHTaX OCYIIECTBICHUs MoJiekyjia aHtutena k CD73  comepxur
BapuabenbHyr0 00JacTh JIETKOH IMeny, UMEIMY aMUHOKHCIOTHYIO IIOCIIEI0BATEIbHOCTD,
MOJYYEHHYIO W3 TMOCIENOBAaTENbHOCTH 3apoabimeBoro Ttuna VK3-15 denoseka. B
OTpENENEHHbIX BapUAHTaX OCYIIECTBIEHUsT Moyekyna adHturenra k CD73  copmepxur
BapuabeNbHYI0 OONACTh TSDKENOH Lenmu, MUMEIOIIYI0 aMHHOKHCIOTHYIO IOCJIENOBATENbHOCTD,
MIOJIYYEHHYIO M3 TIOCIIeIOBATEIbHOCTH 3apoabieBoro Tuna VH3-23 yenoseka, u BapuadeabHyO
o0yacTp JIerkod Ienu, UMEILIYI0 aMHHOKHMCIOTHYIO IOCJIENOBATENbHOCTh, MOJYYEHHYIO W3
MOCJIEIOBATEIbHOCTH 3apoapimeBoro Tuna VK3-15 uenosexa.

B ompeneneHHpIx BapuaHTax ocCyIlecTBIeHHs MoJekyna antutena k CD73 comepxur
BapualeNpHyI0 O0JaCTh TSDKENOH MMM, MUMEIOLIYI0 aMUHOKHCIOTHYIO ITOCHIEOBATENbHOCTD,
MOJIYYEHHYIO U3 TIOCJENOBATENBbHOCTU  3apoaplmieBoro Ttuna VH4-59 uenoseka. B
OTIpENIeJIEHHbIX BapUAHTaX OCYIIECTBICHUs MoJyiekyja aHtutena k CD73  comepxur
BapuabenpHyr0 00JacTh JIETKOH Ieny, UMEIOLYI0 aMUHOKHCIOTHYIO IOCJIEI0BATEIbHOCTD,
MOJYYEHHYIO U3 TMOCIeNoBaTeNbHOCTH  3apoabimeBoro Tuna VKI1-12  yenoseka. B
OTIpENeNIEHHbIX BapUAHTaX OCYIIECTBICHUs MoJyiekyja aHtutena k CD73  comepxur
BapHabeNbHYI0 OONACTh TSDKENOH LeNmu, MMEIOMIYI0 aMHHOKHCIOTHYIO TOCIIENOBATENbHOCTD,
TIOJTYYEHHYIO M3 TIOCJIeIOBATEIbHOCTH 3apoabiiieBoro Tuna VH4-59 uenoseka, u BapuadeapbHyo
o0yacTp JIerkod IenH, MMEILIYI0 aMHHOKHUCIOTHYIO MOCJIENOBATENbHOCTb, MOJYYEHHYI U3
MOCJEA0BAaTENbHOCTH 3apoabiieBoro tuna VK1-12 yenosexka.

B onpenenenHbIx BapwaHTax OCyIIeCTBIeHUss Mosekyya anturena k CD73 comepxur
BapuabENbHYI0 OOJNACTh TSDKENOH Lenmu, WMEIOIIYI0 aMHHOKHCIIOTHYIO ITOCJIEN0BATENBbHOCTD,
MOJYYEHHYIO W3 TMOCIENOBAaTEIbHOCTH  3apoabimeBoro Ttuna VH3-23  denosexka. B
ONpEeNEeNEHHbIX BapUAHTaX OCYIIECTBIEHUs MoJiekyja aHtutena k CD73  comepxur
BapuabenbHyI0 O00JacTh JIETKOH ILeny, HUMEILYI0 aMHUHOKHCIOTHYIO IIOCIIEN0BATENbHOCTD,

MOJIyYEHHYIO U3  IIOCIENOBATENBbHOCTH  3apoapiuesoro tuna VKI-05 denoseka. B
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OTpENENEHHbIX BapUAHTaX OCYIIECTBIEHUs MoJiekyja aHtutena k CD73  comepxur
BapuabeNbHYI0 OONACTh TSDKENOH Lenmu, MMEIOMIYI0 aMHHOKHCIOTHYIO IOCIIENOBATENbHOCTD,
NOJIYYE€HHYIO U3 MOCIIE0BATEIbHOCTH 3apopiiieBoro Tiuna VH3-23 uenoseka, 1 BapruaOenbHYO
o0yacTp JIerkod Ienu, MMEIOLIYI0 aMHHOKHUCIOTHYIO IOCIIENOBATENbHOCTh, IMOJYYEHHYIO H3
MOCJIeIOBATENbHOCTH 3apoapimeBoro Tuna VK1-05 yenosexa.

B ompenenenHpIx BapHaHTax oOCyIlecTBIeHHs MoJiekyna antutena k CD73 comepxur
BapuabenbHyr0 OOJAaCTh TSDKENION ILenu, MMEIOLIYH) aMHUHOKUCJIOTHYIO MOCJIEIOBATEIbHOCTD,
MOJYYEHHYIO U3 TMOCAENOBaTeNbHOCTH  3apoabimeBoro Ttuna VHI-02 denoseka. B
OTIpeNIeJIEHHbIX BapUAHTaX OCYIIEeCTBICHUs MoJyiekyja aHtuteaa k CD73  comepxur
BapuabenpHyr0 00JacTh JIETKOH ILeNu, WUMEIOLIYI0 aMHUHOKHCIOTHYIO IOCHEI0BATEeIbHOCTD,
MOJYYEHHYIO U3 TMOCAENOBaTeNbHOCTH  3apoabimeBoro Ttuna VKI-12  denoseka. B
OTPENENIEHHbIX BapUAHTaX OCYIIECTBICHUs MoJyiekyja aHtutena k CD73  comepxur
BapHabeNbHYI0 OONACTh TSDKENOH LeNmu, MMEIOMIYI0 aMHHOKHCIOTHYIO TOCIIENOBATENbHOCTD,
TIOJTYYEHHYIO M3 TIOCJIeIOBATENIbHOCTH 3apoabimesoro tTuna VH1-02 yenoBeka, u BapruadeapbHyO
o0yacTp JIerkod IenH, MMEILIYI0 aMHHOKHUCIOTHYIO MOCIIENOBATENbHOCTh, MOJYYEHHYIO U3
MOCJEA0BATENBbHOCTH 3apoabiieBoro tuna VK1-12 yenosexka.

B onpenenenHbpIx BapwaHTax OCyIIeCTBIeHUss Mosekysa anturena k CD73 comepxur
BapuabeNbHYI0 OONACTh TSDKENOH Lenmu, MMEIOIIYI0 aMHHOKHCIOTHYIO TOCIIENOBATENbHOCTD,
MOJYYEHHYIO W3 TMOCIENOBAaTEIbHOCTH  3apoabimeBoro tuna VH3-07 denosexka. B
ONpENENEHHbIX BapUAHTaX OCYIIECTBIEHUs MoJiekyja aHtutena k CD73  comepxur
BapuabenpHyI0 O00JacTh JIETKOH IIeNH, HUMEIOIYI0 aMHHOKHCIOTHYIO IIOCJIEIOBAaTENbHOCTD,
MOJIYYEHHYIO U3 IMOCHeNOBaTeJbHOCTH 3apoabimeBoro Ttuna VK4-01 denosexka. B
ONpEAENIEHHBIX BAapUAaHTaX OCYyIIECTBAEHUs Mojekyjga aHturena k CD73  comepxur
BapualeNbHyI0 O0JacTh TSKENOW IIeMH, MMEIOLIYI0 aMHUHOKHCIIOTHYIO MOCJIEI0BATENIbHOCTD,
HOJIYYEHHYIO U3 MOCIIEA0BATENbHOCTH 3apoabimenoro Tuna VH3-07 uenoseka, u BapuabenbHy0
00J1acTh JIErKOH LenH, MMEIOLIYI) aMHHOKHMCJIOTHYIO TOC/IENOBATENbHOCTb, TMOJYYEHHYIO W3
MoCJaeA0BaTENbHOCTH 3apoabiiieBoro Tuna VK4-01 yenosexa.

B onpeneneHHbIX BapwaHTaxX OCYyIIECTBICHUs Mojekyna aHtutena k CD73 comepskur
BapHabeNbHYI0 OONACTh TSDKENOH LeNmu, MMEIOMIYI0 aMHHOKHCJIOTHYIO TOCJIENOBATENbHOCTD,
MOJYYEHHYIO U3 TMOCAENOBAaTEIbHOCTH  3apoabimeBoro Ttuna VHI-69 denoseka. B
OTPENENICHHbIX BapUAHTaX OCYIIECTBICHUs MoJyiekyja aHtutena k CD73  comepxur
BapuabenpHyr0 00JacTh JIETKOH ILeNy, UMEIIYI aMHUHOKHCIOTHYIO IIOCIIEI0BATEIbHOCTD,
MOJYYEHHYIO U3 TMOCAENOBaTEIbHOCTH  3apoabimeBoro Ttuna VK3-15 denosexka. B
OTpPENENEHHbIX BapUAHTaX OCYIIECTBICHUs MoJyiekyjia aHtutena k CD73  comepxur
BapHabeNbHYI0 OOJNACTh TSDKENOH MeNMu, MMEIOIYI0 aMHUHOKHUCIOTHYIO MOCJIENOBATEIbHOCTD,
TIOJTYYEHHYIO M3 TIOCIIeIOBATEIbHOCTH 3apoasbieBoro tTuna VH1-69 uenoseka, u BapuadeapbHyo
o0yacTp Jerkod Ienu, MMEILYI) aMHHOKHCIOTHYIO MOCIIENOBATENbHOCTh, MOJYYEHHYIO U3
MOCJIEA0BATENBHOCTH 3apoabiiieBoro tuna VK3-15 yenosexka.

B onpeneneHHbIX BapuaHTax OCYyLIECTBJIEHUs Mosiekysa aHturena k CD73 copmepxur

BapHa6eany}o 00J1acTh TSDKENIOM nemny, MMCILyH aMHWHOKHUCJIOTHYH IMOCJICAOBATCIBHOCTD,
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MOJIYYEHHYIO U3 IOCIENOBAaTEeNBbHOCTH  3apoapieBoro tuma VH4-34 denoseka. B
OMpENENEHHbIX BapUAHTaX OCYLIECTBIEHUs Moyekyna adHturensa k CD73  copepkur
BapuabenbHyr0 00JacTh JIETKOH Leny, HUMEILY0 aMHUHOKHCIOTHYIO IIOCIIEI0BATENbHOCTD,
MOJIYYEHHYIO W3 [OCHeNOBaTeNbHOCTH 3apoabimeBoro Ttuna VKI-12  dgenosexka. B
ONpEAENICHHBIX BAapUAHTaX OCYyIIeCTBAEHUs Mojekyjaa aHturena k CD73  comepxur
BapualeNpHyI0 O0JaCTh TSDKENOH IIeNH, MMEIOLIYI0 aMUHOKHCIOTHYIO IOCHIEIOBATENbHOCTb,
HOJIYYEHHYIO U3 MOCIIEA0BATENbHOCTH 3apoabimesoro Tuna VH4-34 uenoseka, u BapuabenbHy0
00JacTh JIErKOH Lenu, MMEKLIYI) aMHHOKHUCJIOTHYIO TOCIENOBATENbHOCTb, TMOJYYEHHYIO W3
MOCJeA0BaTENbHOCTH 3apoabiiieBoro Tuna VK1-12 yenoseka.

B onpeneneHHbIx BapuaHTax OCyILIECTBJICHHUS Mosiekysa anturena k CD73 npencrasisier
co0O¥ MOHOKJIOHAJIBHOE aHTUTENIO WJIM aHTUTEJIO C OJHOW Crieu(UHOCTRI0. B onpeneneHHbIx
BApUAHTAaX  OCYIIECTBJCHUsT Mojekyna aHrurena k CD73  mpencraBmser  coboi
oucrierpuyueckoe WM MONUCTIEHU(PUUECKOe aHTHTENO. TspKenass M Jierkash LeMd MOJIEKYJIbI
aatutena k CD73 mMoryT ObITh MOJHOPa3MEPHbIMU (HAIPUMED, aHTUTENIO MOXKET COAEPIKATh 110
MeHblIeH Mepe OHy WJIM IO MeHbIlel Mepe ABe MOJHbIe TsDKeJble LEeNy, U 0 MeHblIelH Mepe
OOHY WM 1O MEHbIIEH Mepe [Be IIOJNHbIE JIeTKWe LEeNH) WIM MOTYyT COIepKaTh
aHTUreHCBs3bIBArOIINA (parment (Hanpumep, Fab, F(ab')2, Fv, onronienoueunsiii pparment Fv,
OIHOIOMeHHOe aHTuTeNo, nuateno (dAb), buBaneHTHOE WK OHCTIEUDUIECKOE AHTHTEJIO WJIH
ero (hparMeHT, ero OHOIOMEHHBINA BAPHAHT WM BEPOII0KbE AHTUTEIO).

B omnpeneneHHBIX BapuaHTax OCYLIECTBJIEHUsA Mojekyjaa aHtutena k CD73 umeer
KOHCTaHTHYIO0 00jacTh Tspkeno nenu (Fc), BeiOpaHHYyI0, HanpuMep, U3 KOHCTAHTHBIX obyacteit
Tsoxenon nerm 1gGl, IgG2, 1gG3, IgG4, 1gM, IgAl, IgA2, IgD u IgE; B uacTHOCTH, BEIOpaHHYIO,
HampuMmep, M3 KOHCTaHTHbIX oOmacteii Tsokenmoit uenu IgGl, IgG2, IgG3 u IgG4, Oonee
KOHKDETHO, KOHCTaHTHOH oOmactu Tspkenoi uenn IgG4. B HEKOTOpBIX — BapHaHTax
OCYLIECTBJIEHHs] KOHCTAHTHAs1 OOJIACTh TSDKEJION LienH MpeAcTaBisieT Takyro u3 1gG4 yenoseka.
B HekoTOphIX BapuaHTax OCyLIeCTBIEeHUsI MoyiekyJa anturesna k CD73 comepKUT KOHCTaHTHYIO
00J1acTh JIErKOH 1enu, BRIOPAaHHYIO M3, HANPUMEpP, KOHCTAHTHBIX 00JacTell JIErKOH Kamma- Hin
asiMOpa-uien. B HEKOTOPBIX BapuaHTaX OCYLIECTBJICHHsS KOHCTAHTHAs OOJNACThb JIETKOW LIeMU
NpEeACTaBsieT COOOW TaKyr Karma-nend (Hampumep, Kamma-Lemd 4esioBeKa). B HeKoTOophIx
BapHUAHTAX OCYIIECTBJICHUS] KOHCTAHTHAs O0JIACTh U3MEHEHa, HAIIPUMeEP TOABEPTHYTa MyTAallUH,
s Moaudukanuu CBOMCTB MoJekyibl aHturena k CD73 (Hanmpumep, NOBBILICHHUS WA
CHID)KEHUs OJHOTO MM HECKOJIbKMX M3 CBs3bIBaHUsA C peuentopoM Fc, riauko3mnnpoBaHUs
AHTHUTEJ, YUCJIa LHUCTEHMHOBBIX OCTATKOB, (YHKIUH 3(PQPEKTOPHBIX KIETOK WM (DYHKIHH
KOMILUIEMEHTa). B HEKOTOPBIX BapHaHTaX OCYIIECTBJICHUS KOHCTAHTHAs OOJACTh TSKENION Lenu
IgG4, nampumep IgG4 denoBeka, SABISIETCS MOABEPTHYTOM MyTalMd B TOJNOXKeHUU 228 B
cootBeTcTBUH ¢ HyMepauueil Eu (Hanpumep, S Ha P), Hanpumep, kak nokazano B tabnure 3. B
OTIpEIENIEHHBbIX BAapUAHTAaX OCYLIECTBJIEHUs MoJeKynbl aHtuten k CD73 mnpenycmarpuparoT
IgG4 uenoBeka, MoABEprHyTHI MyTallUMU B MOJIOKEHUHU 228 B COOTBETCTBUU ¢ Hymepauueid Eu
(marmpumep, S Ha P), Hanpumep, Kak MoOka3aHO B Tabnune 3, U KOHCTAHTHYIO O0JAacTh JIETKOM

Kanmna-uemnu, HarpuMep, Kak mokKka3aHO B Ta6m/1ue 3.B HEKOTOPBIX BapUaHTAX OCYIICCTBJICHUSA
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KOHCTaHTHas1 obnactpb Tsokenoit nenu 1gG4, nanpumep IgG4 yenoseka, sBIsSETCS TOABEPTHYTON
MyTaluu B nonokeHnu 228 (Hanpumep, S Ha P) u B monoxenun 235 (mampumep, L Ha E) B
cooTBeTcTBUHU ¢ HyMmepauued Eu, Hanmpumep, kak mokazaHo B Tabmuie 3. B omnpeneneHHbIX
BapHaHTaxX OCyLIeCTBJIeHUs Mousekynbl aHtuten k CD73 mpenycmarpusator IgG4 uenoseka,
NOJBEPTHYTHIN MyTalMu B nojioxkeHuu 228 (Hanpumep, S Ha P) u B nonoskenun 235 (Hanpumep,
L na E) B coorBercTBUM ¢ HyMmepamueii Eu, Hampumep, Kak mMoka3aHo B Tabmuue 3; u
KOHCTAHTHYIO OOJIaCTh JIErKOH Kamma-leny, HarpuMep, Kak Ioka3aHo B Tabmune 3. B eme
OJTHOM BapHaHTE OCYLIECTBJICHHs KOHCTaHTHasi oOnacth Tspkenon uenu IgGl, Hanpumep IgGl
YeJIOBEKa, SIBJISIETCS] MOJBEPrHYTOW MyTallMd B OJHOM WMJIM HECKOJBbKHUX W3 MojoxkeHus 297
(mammpumep, N Ha A), nonoxenust 265 (Hanpumep, D Ha A), nonoxenus: 329 (manpumep, P Ha
A), nonoxenust 234 (manpumep, L Ha A) miam monokenust 235 (Hanpumep, L Ha A), Bce B
COOTBETCTBUHM ¢ Hymepauued Eu, Hampumep, kak mokasaHo B Tabmuue 3. B omnpeneiseHHbBIX
BapUaHTaxX oOCyIIecTBIeHUs Moyiekyabl anturen kK CD73 comepxkar IgGl denoseka,
NOJBEPTHYThII MyTalMd B OJHOM WM HECKOJBKHUX U3 BBILIEYNOMSHYTHIX IOJOKEHUIl,
HampuMep, Kak IIOKa3aHOo, B Tabsuie 3; M KOHCTAHTHYIO OOJacTh JIETKOM Karma-Iery,
HarpuMep, Kak MOKa3aHo B Tadnuue 3.

B HekoTOphIX BapMaHTax oOCyIIEeCTBICHHUS MoJjekyna antutena k CD73 comepxur
KOHCTAaHTHYIO 0O0JacTe Tsbkenod wnemnu, BblOpanHyro u3 IgGl, IgG2, IgG3 u IgG4, nu
KOHCTaHTHYIO OOJIaCTh JIETKOH LienH, BEIOPAHHYIO U3 KOHCTAHTHBIX 00JIacTell IeTKOi Karmma- Win
nsimOna-neny. B HEKOTOPBIX BapHaHTaX OCYIIECTBICHHs MoJiekysa antutena k CD73 comepxut
KOHCTAaHTHYIO O0JIACTh TSDKEJOHM LienH, COAEep Kallyl0 aMHHOKHMCIOTHYIO IOCIENOBATENbHOCTD,
BbIOpaHHyr u3 rpynmbl, cocrosueit u3 SEQ ID NO: 92-103, 119 u 120, u KOHCTaHTHYIO
00J1acTh JIETKOM LIENH, COAEPIKAIIYI0 aMUHOKHUCIIOTHYIO nocnenosatenbHocTh oa SEQ ID NO:
104.

B onHOM acnekre Hacrosiiee N300peTeHne OTHOCHTCS K MOJIEKYJIe aHTHUTENa, KOTopast
KOHKYPUPYET C MOHOKJIOHAJIbHBIM aHTUTEJIOM, HaIpUMep MOJIEKYJION aHTHUTeNa, OMHCAHHOH B
JAaHHOM JIOKyMeHTe, 3a cBs3biBaHMe ¢ CD73 uyenoseka. Hacrosiee wusoOpereHue Takke
OTHOCUTCSl K MOJIEKYJI€ aHTUTeNla, KOTOpasi CBSI3bIBACTCS C TeM e (WIM MO CYTH TeM JKe)
SIMUTONOM, YTO M MOHOKJIOHAJIbHOE€ aHTHUTENIO, HalpuUMep MOJIeKyja aHTUTeNla, ONMHCAaHHAasl B
naHHOM pnokymente, k CD73 w4enmoBeka, WiIM TepeKpbIBAIOIIMMCSA (WM 1O CYTH
MEPEKPBIBAIOIIMMCSI) C HUM.

B opgHoM BapuaHTe OCYINECTBIEHHMsS] MOHOKJIOHAJbHOE AaHTUTENO  COAEPKUT
BapuabenpHyr0o  obmacte  Tspkenod  nmenu  (VH),  comepkamyr0  aMHMHOKHCIIOTHYIO
nocienosarenbHocTh GGLYGSGSYLSDFDL onpenensiroineli KOMIIEMEHTapHOCTh 00aacTu 3
Tsoxenoi nerm (VHCDR3) (SEQ ID NO: 37).

B omnpeneneHHbIX BapuaHTax OCYIIECTBIEHHUS] MOHOKJIOHAIbHOE AaHTUTEJIO COJEPIKUT:

(1) BapmabenpHylo oOnacte Tspkenod nemu (VH), comepskamyro aMUHOKHCIOTHYIO
nocienosaTebHOCTh X X2AMS onpenensroiiel KOMIUIEMEHTAPHOCTb 001acTH 1 TspKenoi nenu
(VHCDR1) (SEQ ID NO: 88), rme X; npexncrasmsier coboi R, Y wimu S, u X, npexacrasinsier
coboit Y wmmu N; amuHOokucinotHyro mnocienoBatenbHOCTh XiIXoGX3GX4XsTYYADSVKG



34

VHCDR2 (SEQ ID NO: 89), roe X; npencrasisier coboit A wu S, X, npencrasnser codoit S
wm T, X3 npencrasisier codoit S wmm T, Xy mpencrasnsier coboit M, G wmn S, u Xs
npencrasiusier coboit N, S, L wm Y, W aMHUHOKUCIOTHYIO IOCJI€OBATEIbHOCTD
GGLYGSGSYLSDFDL VHCDR3 (SEQ ID NO: 37); w/unn

(i) BapumabenbHyro oOjacte Jerkoii unenu (VL), comepkaimyrd aMHHOKUCIOTHYEO
nocnenosatenbHOCTh RASQSVGSNLA onpenenstonieli KOMILIEMEHTapHOCTb o0Onactu 1 jgerkoi
uermn (VLCDRI1) (SEQ ID NO: 48), amunokucnotrhywo mnocienosareabHocTb GASTRAT
VLCDR2 (SEQ ID NO: 49); u amuHOKHMCIOTHYHO mnocienosareabHocTh QQHNAFPYT
VLCDR3 (SEQ ID NO: 50).

B ompeneneHHbIX BApUAHTAX OCYINECTBJICHHS MOHOKJIOHAIBHOE AHTHTEJIO CONEPIKHUT:

(1) VH, copmepkaiyro aMUHOKHCIOTHYIO TochenosarenbHocTe VHCDRI nox SEQ ID
NO: 38, amunokucnotHyro mnocienosaresbHocte VHCDR2 moxg SEQ ID NO: 36 wu
amuHokucyoTHyo nocnenosarenbHocTe VHCDR3 moxg SEQ ID NO: 37; u VL, conepxary:o
aMUHOKHCIIOTHYIO0 TocnenoBarenbHocTh VLCDRI1 mox SEQ ID NO: 48, aMUHOKHUCIOTHYIO
nocnenosatenbHocTe VLCDR2 nox SEQ ID NO: 49 n aMHMHOKHMCIIOTHYIO MOCJIE0BaTENbHOCTD
VLCDR3 nox SEQ ID NO: 50;

(i) VH, conepskamyro aMUHOKHCIOTHYIO mocienoBatenbnocte VHCDR1 moxg SEQ ID
NO: 72, amunokucnotHyro mnocienosaresbHocte VHCDR2 mog SEQ ID NO: 71 wu
aMuHOKHCNIOTHYIO miocnenosaresbHOoCTe VHCDR3 nox SEQ ID NO: 37; u VL, comepkatryro
aMUHOKHCIIOTHYIO0 TocnenoBatenbHocTh VLCDRI1 mox SEQ ID NO: 48, aMUHOKHUCIOTHYIO
nocnenosaTenbHocTe VLCDR2 nox SEQ ID NO: 49 n aMMHOKHUCIIOTHYIO MOCJIE€0BATENIBbHOCTD
VLCDR3 nox SEQ ID NO: 50;

(111) VH, conepsxaiyto aMHHOKHUCIOTHYIO nocienosarenbHocts VHCDRI noxg SEQ ID
NO: 38, amunokucnotHyro mnocienosarenbHoctTe VHCDR2 mon SEQ ID NO: 71 wu
amuHOKHUCIOTHYIO nocnenoBarenbHoctb VHCDR3 noxg SEQ ID NO: 37, u VL, comepkamyro
aMUHOKHCIIOTHYI0 TocnenoBareabHocTh VLCDRI1 mox SEQ ID NO: 48, aMUHOKHUCIOTHYIO
nocnenosaTenbHOCTs VLCDR2 nmox SEQ ID NO: 49 n aMMHOKHUCTIOTHYIO MOCJIEN0BATENIbHOCTD
VLCDR3 noxn SEQ ID NO: 50;

(iv) VH, conepskamyrw aMHHOKUCIOTHYIO nocienoBatenbHocte VHCDRI1 mon SEQ ID
NO: 137, amumnokucnotrayro mnocinegosarenbHocts VHCDR2 moxg SEQ ID NO: 136 wu
aMuHOKHCNIOTHYIO nocienosarenbHocTe VHCDR3 moxg SEQ ID NO: 37; u VL, conepxary:o
aMUHOKHCIIOTHYIO0 TocnenoBarenbHocTh VLCDRI1 mox SEQ ID NO: 48, aMUHOKHUCIOTHYIO
nocnenosatenbHocTs VLCDR2 nox SEQ ID NO: 49 1 aMMHOKHUCTIOTHYIO MOCJIE0BaTENbHOCTD
VLCDR3 nox SEQ ID NO: 50;

(v) VH, copepkainyro aMuHOKUCIOTHYIO TiocnenoBatenbHocte VHCDR1 nmon SEQ ID
NO: 137, amunokuciotrHyro mnociegosarenbHocts VHCDR2 moxg SEQ ID NO: 146 wu
amMuHokucyoTHyro nocinenosaresbHocTe VHCDR3 nmoxg SEQ ID NO: 37; u VL, conepxaruy:o
aMUHOKHCIIOTHYIO0 mocnenoBarenpHocTh VLCDRI1 mox SEQ ID NO: 48, aMUHOKHCIOTHYIO
nocnenosatenbHocTe VLCDR2 nox SEQ ID NO: 49 n aMMHOKHUCIIOTHYIO MOCJIE0BATENbHOCTD
VLCDR3 nox SEQ ID NO: 50; win
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(vi) VH, comepskamyro aMHHOKHUCIOTHYIO nocienosarenbHocte VHCDR1 mon SEQ ID
NO: 137, amunokucnotHyro mnocienoatenbHoctb VHCDR2 mon SEQ ID NO: 154 wu
amuHokucyoTHYI0 nocnenosaresbHocTe VHCDR3 noa SEQ ID NO: 37; u VL, conepxaruyto
aMUHOKMCIIOTHYIO0 nocnenoBatenbHocTh VLCDRI1 mox SEQ ID NO: 48, aMUHOKUCIOTHYIO
nocnenosatenbHocTe VLCDR2 nox SEQ ID NO: 49 n aMMHOKUCIIOTHYIO NOC/IEA0BATEIbHOCTD
VLCDR3 nox SEQ ID NO: 50.

B omgHOM BapuaHTe OCYIIECTBIEHHS MOHOKJIOHAJbHOE AaHTUTENO  COAEPIKUT
BapuabespHyr0  obmacte  Tsokenod  uenu  (VH),  comepikamqyrd  aMUHOKHCJIOTHYIO
nocienosarenibHocTh ESQESPYNNWFDP  onpenenstomeii  KOMIIEMEHTapHOCTh obyactu 3
sokesion nenu (VHCDR3) (SEQ ID NO: 3).

B ompeneneHHbIX BapUaHTaX OCYINECTBJICHHUS MOHOKJIOHAIBHOE AHTHTEJIO CONEPIKUT:

(1) BapuwabenbHyr oOnacth Tspkenoit wernu (VH), comepkamyrd aMHHOKHCIOTHYEO
nocnenoBaTelbHOCTh X1 X, YWSS omnpenesisironieil KOMIJIEMEHTapHOCTb o0jlacTu 1 TshkeNnol nemnu
(VHCDR1) (SEQ ID NO: 90), rne X; npexacrasmsier cobori R, G wiu S, u X, npexacrasnser
coboit Y wiu R; amuHOokucnoTHyr0 nocnenosareabHocTh YIY X1 XoGSTX3YNPSLKS VHCDR2
(SEQ ID NO: 91), rne X; mpencrasisier cobort G wu S, X, npencrasisier codoit R, S umu T, u
X3 mpencraBiusier  coboir N wimm K

ESQESPYNNWFDP VHCDR3 (SEQ ID NO: 3); w/unu

(1) BapmabenpHyrO o0O0jacTe Jserkoii wmenu (VL), comepskamyr aMHHOKHCIOTHYEO

u AMHUHOKHCJIOTHYIO nocCJaeaoBaTCIbHOCTD

nocienosatenbHOCT RASQGISSWLA ompenenstomieil KOMIIIIEMEHTapHOCTh 001acT 1 Jierkoit
nenu (VLCDR1) (SEQ ID NO: 14); amuHOKHCIOTHYHO TnocienoBaTenbHOCTE AASSLQS
VLCDR?2 (SEQ ID NO: 15); u amunokucnotayto nocienosarenbHoct QQGNSFPRT VLCDR3
(SEQ ID NO: 16).

B ompeneneHHbIX BapuaHTax OCYIIECTBICHHS] MOHOKJIOHAIBHOE aHTUTEJIO CONEPIKHUT:

(i) VH, comep:xxainyro aMHHOKUCIOTHYIO nocienoBatenbHocte VHCDR1 noxg SEQ ID
NO: 61, amunokucnotHyro mnociaenosarensbHocte VHCDR2 moxg SEQ ID NO: 60 wu
aMUHOKHCIIOTHYIO0 TocnenoBaTeabHocTh VHCDR3 nmon SEQ ID NO: 3; u VL, conmepxarnyro
aMUHOKHCIIOTHYIO0 mocnenoBarenbHocTh VLCDRI1 mox SEQ ID NO: 14, aMUHOKUCIOTHYIO
nocnenosatenbHocTs VLCDR2 nmox SEQ ID NO: 15 u aMMHOKHUCTIOTHYIO MOCJIEI0BaTENIbHOCTD
VLCDR3 non SEQ ID NO: 16;

(i) VH, conepskamyr aMuHOKHCIOTHYIO mocienoBatenbHocte VHCDR1 moxg SEQ ID
NO: 4, amunokucnorayro mnocieaosarenbHoctb VHCDR2 mon SEQ ID NO: 26 wu
aMuHOKHCIIOTHYI0 mocnenoBareabHocTh VHCDR3 nmon SEQ ID NO: 3; u VL, conepxarmyro
aMUHOKHCIIOTHYIO0 TocnenoBarenbHocte VLCDRI1 mox SEQ ID NO: 14, aMUHOKHCJIOTHYIO
nocnenosatenbHocTe VLCDR2 nox SEQ ID NO: 15 n aMMHOKHUCTIOTHYIO MOCJIE0BaTENbHOCTD
VLCDR3 nox SEQ ID NO: 16;

(ii1) VH, conepskainyro aMHHOKHCIOTHYIO TiocienoBareabHocth VHCDRI1 mox SEQ ID
NO: 4, amunokucnotHyro nocienosareasbHocTh VHCDR2 mon SEQ ID NO: 2 wu
aMUHOKHCIIOTHYI0 mnocnenoBaTenbHocTh VHCDR3 non SEQ ID NO: 3; u VL, conepxarnyro

aMUHOKHCIIOTHYIO0 mocnenoBatenbHocth VLCDRI1 mox SEQ ID NO: 14, aMUHOKUCIOTHYIO
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nocnenosatenbHocTe VLCDR2 nox SEQ ID NO: 15 n aMMHOKHUCTIOTHYIO MOCJIE0BATENbHOCTD
VLCDR3 nox SEQ ID NO: 16; nin

(iv) VH, comepkamyro aMHHOKUCIOTHYIO nocienoBatenbHocte VHCDRI1 mon SEQ ID
NO: 163, amunokuciotrHywo nociaeaosarenbHocts VHCDR2 noxg SEQ ID NO: 162 wu
aMuHOKMCIIOTHYI0 nocnenoBarenbHocTh VHCDR3 non SEQ ID NO: 3; u VL, conepxaryro
aMHHOKHUCIIOTHYI0 mnocnenoBatenbHocTh VLCDR1 mox SEQ ID NO: 14, aMMHOKHCIIOTHYIO
nocnenosatenbHOCTs VLCDR2 nmox SEQ ID NO: 15 1 aMMHOKHUCTIOTHYIO MOCIEN0BATENIbHOCTD
VLCDR3 noxn SEQ ID NO: 16.

B omHOM acmekTe Hacrosimee H300peTeHHe OTHOCHTCS K MOJIEKYJe HYKJISHHOBOW
KHCJIOTBI, KOTOpAasi CONEPKUT ONHY WM 00€ HYKJIEOTHIHBIE MOCJIEAOBATEIbHOCTH, KOTOPbIE
KOIMPYIOT BapuadebHbIe 00NacTH TspKenon u jierkoit uenu, CDR, runepsapuabenbHbie METIIH,
KapkacHble oOyactu Mosiekyn aHtutena k CD73, onucaHHbIX B JaHHOM JOKyMeHTe. B
OTIpeieNIEHHBbIX BapHaHTaX OCYIIECTBIEHUs HYKJIEOTHIHAs IOCIEA0BaTENbHOCTb, KOTOpas
Komupyer MmoJiekyay anturena k CD73, sBasercs xomoH-onTuMusupoBaHHoW. Hampuwmep,
HACTOsIee M300pETeHHe OTHOCUTCSI K TEpBOH M BTOPOH HYKJIIEHMHOBBIM KHCIOTaM,
KOAMPYIOIKUM BapuabesibHble O0JIACTH COOTBETCTBEHHO TSDKENON M JIETKOH Lenedl MOJIEKYJIbI
antutena k CD73, BeiOpanHOl, Hanpumep, u3 jirodoit u3 918, 350, 356, 358, 930, 373, 374, 376,
377, 379, 363, 366, 407, 893, 939, 430 unu 398, COBMECTHO MPEACTABIEHHBIX B Ta0ume 1, umm
MOCJIEI0BATENbHOCTH, MO CyTH MIAEHTHYHON uM. Hampumep, HyKJI€eMHOBas KHCIOTa MOXKET
COZepKaTh HYKJIEOTHUAHYIO IOCIENOBATENbHOCTb, TAKYyI, KaK M3JIO)KEHO B Tabmuue 1, wiam
NOCJIEIOBATENIbHOCTh, 110 CYTH WASHTUYHYK ei (Hampumep, IOCIIENOBaTENbHOCTD,
XapaKkTepU3YIOMYIOCs 1O MeHblelt Mepe npuOmmsutrensHo 85%, 90%, 95%, wim 99%
UJCHTUYHOCTBIO MOCJIEAOBATEIbHOCTH, MM KOTOpasi OTJN4YaeTcsi Ha He Oonee uem 3, 6, 15, 30
wiu 45 HyKJIEOTUIOB OT MOCJIEOBATEIbHOCTEHN, MOKa3aHHbIX B TadmLe 1).

B omHOM acmekTe pacKpbITbl HYKJIEHMHOBBIE KHUCJIOTBI, COAEPKALUe HYKJICOTHUIHBIE
NIOCJIEIOBATEIbHOCTH, KOTOPbIe KOAMPYIOT BapuadesbHbIe O0IACTH TSIKEJION U JIETKOW LeTH, U
CDR wmornexyn anturena k CD73, onucaHHbIX B JaHHOM AokyMeHTe. Harpumep, B HacTosiiem
n300peTeHNH TPEeNyCMOTpeHa TiepBasi M BTOpas HYKJICHHOBBIE KHCJIOTBL, KOAHPYIOLIHE
COOTBETCTBEHHO BapuabesbHble 00JIACTH TSKEJION U JIETKOW Lierei Mosiekyibl anturena k CD73
B COOTBETCTBUU C Tabnuuel 1, Wi mocienoBaTeIbHOCTH, 110 CYTH UEHTHYHBbIe UM. Hanpumep,
HYKJIEMHOBAsl KMCJIOTa MOXET COAEp>KaTh HYKJICOTUAHYIO IOCHIEA0BATEIbHOCTb, KOAUPYIOIIYIO
moiekyty antutena Kk CD73 B COOTBETCTBUM ¢ TaOnuIel 1, WK MOCIeN0BaTeIbHOCTb, TI0 CYTH
UJICHTHYHYK0 3TOH HYKJEOTHIHOW IIOCIIENOBATENbHOCTH (HAIpPUMeEp, MOCIeNOBATENbHOCTD,
XapaKTepU3YIOIIYIOCS 1O MeHblnel Mepe mnpubmmsutensHo 85%, 90%, 95%, wmm 99%
UJICHTUYHOCTBIO MMOCIIeIOBATEIbHOCTH WM KOTOpasi OTJMYaeTcsi Ha He Oonee dem 3, 6, 15, 30
wn 45 HYKJIEOTHIOB OT BBIIIEYKA3aHHON HYKJICOTUAHOHN IOCIIEI0OBATEIbHOCTH).

B ompeneneHHbIX BapuaHTaX OCYLIECTBJIEHUS HYKJIEMHOBas KHCJIOTa MOXET COAEp>KaThb
HYKJIEOTUJIHYIO TOCJIE€0BATENbHOCTh, KOAMPYIOIYIO MO MEHblIeH Mepe OAHY, [Be WIU TpHU
CDR wunu runepapualenbHble METIN U3 BapHaOENbHOW OONACTH TSDKENOW Ienu, UMeroIei

AMHUHOKHCJIOTHYHO NOCI€AO0BATCIbHOCTDh, U3JIOJKCHHYHO B Ta6m/1ue 1, WK MOCJIEA0BATCIIbHOCTD,
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O CYTH TOMOJIOTUYHYIO €W (Hampumep, IOCIEN0BATENbHOCTh, XapaKTEPU3YIOLIYIOCS I10
MeHblIel Mepe mpubmmsurenbHO  85%, 90%, 95%, wumm  99%  HIEHTHYHOCTHIO
NIOCJIEIOBATENILHOCTH € HEH W/WIIN COAEep KALyIO OAHY, ABE, TPU UK Oosiee 3aMeH, BCTABOK MU
JeNeLyii, HarpuMep KOHCEPBAaTUBHBIX 3aMEH ).

B omnpeneneHHbIX BapuaHTaxX OCYLIECTBJICHUS HYKJIEMHOBAas KHCJIOTa MOXET COAEP>KaTb
HYKJICOTUJIHYIO TOCJIE€J0BATEeNbHOCTh, KOAUPYIOLIYK) IO MEHbIIEH Mepe OAHY, ABE WIH TPH
CDR wnu runepBapua0enpHble NMETIN M3 BapHaOeabHON 0OJacTH JIETKOH Lenu, HUMeoLIen
AMHHOKHUCJIOTHYIO TOCJIEA0BATENIbHOCTD, U3JIOKEHHYIO B TaONuLe 1, WU MOC/enoBaTeIbHOCTb,
IO CYTH TOMOJIOTMYHYI €W (Hampumep, IOCIeA0BATEIbHOCTh, XapaKTePU3YIOUIYIOCS T10
MeHblIel Mepe mnpubmmsurenbHo  85%, 90%, 95%, wmm  99%  MOEHTUYHOCTBIO
NIOCJIEIOBATEIbHOCTHU C HEH W/ COAEP KALIYIO OAHY, ABE, TPU WK OoJyiee 3aMeH, BCTABOK WIIH
JeNeIHii, HanpuMep KOHCEPBATHBHBIX 3aMEH ).

B ompeneneHHbIX BapuaHTaX OCYLIECTBJIEHUS HYKJIEHHOBAsl KHUCJIOTa MOXET COAepKaTb
HYKJIEOTHJIHYIO TIOCIIEI0BATENbHOCTD, KOAUPYIOLIYIO 110 MEHbIIIEH Mepe OAHY, ABE, TPU, YETBIPE,
Tk Wik mwectb CDR, wnn runepBapuabenbHble NETIN U3 BapruadenbHbIX obnacTell TSHKenon u
JIETKOH 1erel, MMEIOLINX aMUHOKHUCIIOTHYIO MOCJIEe0OBATENbHOCTD, H3JIOKEHHYIO B Tabmune 1,
WIN TIOCJIEAOBATENIbHOCTb, IO CYTH TOMOJIOTHYHYIO €W (Hampumep, NOCIIeNOBaTENbHOCTD,
XapaKTEePU3VIOIIYIOCs TO MeHbInel Mepe mnpubmusurensHo 85%, 90%, 95%, wimm 99%
UJICHTHYHOCTBIO TIOCIIENOBATENbHOCTH C HEH W/MIM COIEep’Kallylo OAHY, NIBE, TPH WM Oojee
3aM€H, BCTABOK WJIH JIeJICLU, HalpuMep KOHCEPBATUBHBIX 3aMEH).

B onpeneneHHbIX BapuaHTaX OCYLIECTBJIEHUs HYKJIEUHOBAas KHUCJIOTAa KOJAUPYET
BapuabenbHy0 O0NAcTh TSKENOW IIeMu, I'7ie HyKJIEHHOBAs KHUCJIOTa COMAEPXKUT HYKJIEOTHAHYIO
nocaepoBarenpbHocTh on SEQ ID NO: 45, 78, 85, 143, 152, 160, 67, 32, 11 wiu 169 unu
HYKJIEOTUJHYIO  MOCJIEAOBATEIbHOCTb,  XapaKTePU3YIOUIYIOCA MO  MEHbLIEH  Mepe
npubnusuTensHo 85%, 90%, 95%, wnun 99% upeHTHUHOCTHIO MochenoBareabHocTH ¢ SEQ ID
NO: 45, 78, 85, 143, 152, 160, 67, 32, 11 wnu 169.

B omnpeneneHHbIX BapHaHTax OCYILECTBJIEHUS HYKJIEUHOBAs KUCIOTAa KOJUPYET TSDKEIYIO
LleNnb, TJe HyKJIEHHOBAsl KUCIOTa CONEP KUT HYKJICOTUAHYIO rocienosarenbHocTh noa SEQ ID
NO: 47, 80, 87, 69, 34 unu 13 niu HyKIEOTUAHYIO TOCIEI0BATENbHOCTD, XapaKTEPU3YIOLYIOCS
no MeHblleir wepe mnpuOmmsuTenbHo 85%, 90%, 95%, wim 99% HIEHTHYHOCTBIO
nocaenoBarenbHocT ¢ SEQ ID NO: 47, 80, 87, 69, 34 v 13.

B onpeneneHHbIX BapuaHTaX OCYILIECTBJICHUs HYKJIEHHOBAas KHUCJIOTa KOJAUPYET
BapuabeNbHyI0 O0NAcTh JIETKOW LENHu, rie HYKJIEHHOBAasl KUCIOTa COAEPKUT HYKJICOTHIHYIO
nociaenosatenbHocTe noa SEQ ID NO: 56, 144, 22 wunu 170 unum  HyKJI€OTHAHYIO
NOCJIEIOBATEIbHOCTD, XapPaKTEPU3YIOIYIOCS 1O MeHbIuel Mepe nmpuOnmsurensHo 85%, 90%,
95%, i 99% MaeHTHYHOCTRIO TTochaenoBaTeabHOCTU ¢ SEQ ID NO: 56, 144, 22 umu 170.

B omnpeneneHHBIX BapuaHTax OCYIIECTBJIEHUS] HYKJIEHMHOBAsl KUCJIOTa KOAMPYET JIETKYIO
LieNb, T7i€ HYKJIEHHOBAsl KUCIOTa COAEP KUT HYKJICOTUAHYIO MociuenaosarenbHocTh noa SEQ ID
NO: 58 unu 24 unu HyKJIEOTHIHYIO MOCIEA0BATENbHOCTD, XapaKTEPU3YIOIIYIOCS [0 MEHbIIEH

Mmepe npubnuzureabHo 85%, 90%, 95%, nnu 99% UAEHTUYHOCTBIO MOCIeN0BaTENbHOCTH ¢ SEQ
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ID NO: 58 unu 24.

B onHOM acnekTe gaHHOE pPacKPBITUE OTHOCUTCS K KJIETKAM-XO03s€BaM U BEKTOpPaM,
COIEpKAIUUM HYKJIEUHOBBIE KHUCJIOTBI, ONUCAHHBbIE B JAaHHOM JOKyMmeHTe. HykienHoBbIe
KHMCJIOTBI MOTYT IIPUCYTCTBOBATb B OAHOM BEKTOPE WM OTAENbHBIX BEKTOPAX, MPUCYTCTBYIOLINUX
B OJHOW M TOM K€ KJIETKE-XO3sIMHE WJIN OTAENbHOW KJEeTKe-xO3suHe. B 1aHHOM JOKyMeHTe
TaKXe TNPEeIyCMOTPeH Croco0 mojydeHust Mojekynsl anturena k C73, mpu 3TomM cmocob
BKJIFOUAET KyJIbTHUBUPOBAHUE KIJIETKU-XO35IMHA, PACKPBITON B JAHHOM NOKYMEHTE, B YCJIOBUSX,
MOAXOASIINX ISl SKCIIPECCUM I'eHa.

B omHOM acmekTe B HAcTOsIEM H300PETEHHUH MPEOyCMOTPEH CIOCO0 MONyYeHHUs
MOJIEKYJIbl aHTUTEJIA, ONMMCAHHON B TaHHOM JOKyMeHTe. Criocob MOXKET BKJIIOUaTh: oOecreueHue
anturena CD73 (Hampumep, aHTUTeHA, COAEPIKAIIEero Mo MeHbIel Mepe yacTh snutona CD73,
Hanpumep, N-koHLEeBOW nomeH aHtureHa CD73); mojiydeHHE MOJIEKYJIbI aHTHUTENa, KOTOpas
cBs3bIBaeTcs ¢ aHTureHoM CD73; u oLleHuBaHUE TOTO, CBSI3BIBAETCS JIM MOJIEKYJla aHTUTENA C
aatureoM CD73, umm oueHuBanue 35(QEeKTHBHOCTH MOJEKYJbl aHTHTENa B OTHOLICHUH
MOJYJMPOBAHUS, HATIPUMEP CTHUMYJIUPOBAHMS MM UHruOuposanus, akrueHoct CD73. Criocob
MOJKET JOIOJHUTENBHO BKJIIOYATh BBEIEHHE MOJIEKYJIbI AHTUTENAa CYOBEKTY, HarpuMep
YeJIOBEKY WIN XKUBOTHOMY, OTJIIMYHOMY OT 4Y€JIOBEKA.

B onHOM acmiekte B HacTOALIEM M300PETEHUH MPENYCMOTPEHbI KOMITO3ULINH, HAITPHMED
dapmaneBTHUECKHE KOMITO3ULMH, KOTOpbIE coaep:kaT (apMaleBTUUECKH IPHEMIIEMBbIi
HOCHUTEIIb, BCIIOMOTATENIbHOE BEINECTBO MM CTAOMIM3aTOp M MO MEHbLIEH Mepe OAHy U3
monekyn aHturena k CD73, onucaHHbIX B JaHHOM JAOKyMeHTe. B oxHOM Bapuanrte
OCYIIECTBJICHHMsI KOMIIO3ULIMS, Hampumep (apmaleBTUUECKass KOMITO3ULMS, CONEPIKUT
KOMOMHALIMIO MOJIEKYJIbl aHTUTENa U OAHOIO MJIM HECKOJBbKHX CPEINCTB, HaIpUMep
TEPAaeBTUYECKOrO CPEeNCTBA MM APYrOM MOJIEKYJbl AHTUTENa, ONMCAHHBIX B AAHHOM
JOKYMEHTEe. B HEKOTOpBIX BapHaHTaX OCYLIECTBJICHUS MOJIEKyJa AHTUTENAa KOHBIOTHMPOBAHA C
METKOW WJIM TEpaneBTUYECKUM CpPEACTBOM. B HEKOTOpBIX BapuaHTax OCYLIECTBJICHUS
KOMITO3UIINH, HAarpuMep (papManeBTUYECKHe KOMITO3ULIMU, COAEPKAT KOMOMHALIMIO MOJIEKYJIbI
aHTHTENIa ¥ BTOPOTO CPEACTBA, HAIIPUMEP TEPANIEBTUYECKOTO CPEICTBA WU ABYX MU Oojiee U3
BBILIEYIIOMSIHY TBIX MOJIEKYJI aHTUTENA, TONOJIHUTEIBbHO OMMCAHHBIX B JAHHOM JJOKYMEHTE.

Monexynbl antutena k CD73, packpbITbie B TaHHOM JOKYMEHTE, MOTYT HHTHOUPOBATh,
YMEHbIIATh WM HEWTPANIM30BaTh OAWH WJIA HECKOJIbKO BHUAOB akTuBHOCTH (D73,
HanpumepanenosuaMmoHodocpara (AMP) B ameHo3uH oOecrnedynBaTh WHTHOUPOBAHHE WIIH
yMeHblIeHne ¢pepMeHTaTuBHON akTHBHOCTH CD73; MHrHOMpOoBaHUE YPOBHS NMPEBPAIICHUS M
YMEHBLICHNE €r0 YPOBHS, yBEIHUeHHe YPOBHs mponudepanun T-KIETOK, CTUMYJIHPOBAHHBIX
aatureniom Kk CD3/amtutenom k CD28, wnanpumep, T-knerok CD4+, B mnpucyTcTBUH
aneHosuaMoHopochara (AMP); uHruOuposanue mnponudepanny PpPeryasTOpHbIX T-KJIETOK,
yBeNIM4YeHHEe YpOBHEW OTBeTOB 3(PdexTopHbIX T-KIETOK; W/HWIM MHrHOMPOBAHWE MUTPALUH,
UHQUIBTPALMN WJIA PA3MHOXKEHHs CYIPECCOPHBIX KJIETOK MHEJIOUIHOTO IPOUCXOXKISHHSL
Takum o0Opa3oM, Takue MOJIEKYJbl AHTUTEI MOXKHO MPUMEHSTh JJI  JIEYEHUS WM

NpeAyNpexIeHUs] HapyLIeHUH, NPU KOTOPBIX HEOOXOAMMO YCHJIEHHE HMMYHHOTO OTBETa Y
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cyObekTa.

B onHOM acnexkrte B JaHHOM JOKYMEHTE pacKpbiTa MOJIEKYJa AaHTUTENA, KOTOpas
cesizbiBaeTcsa ¢ CD73 denoseka, rae

(1) monexyna anturtena ces3biBaercs ¢ numepom CD73 uenoBeka, nmpuueM ykKa3aHHbBIN
auMep cocTouT u3 nepsoro MoHomepa CD73 u Broporo moHomepa CD73 (Hanpumep, Kaskablit
MOHOMEpP COZEPKHUT aMUHOKHCJIOTHYIO IMOCJIENOBATENbHOCTh U3 OCTaTKoB 27-547 uz SEQ ID
NO: 105, Hanpumep KaxkIblii MOHOMEP COCTOUT U3 AMMHOKHUCIIOTHOH MOCJIEA0BATEIbHOCTH MO
SEQ ID NO: 171), npu »3ToM, eciad MOJNEKyJla aHTUTeJIa CONEPKUT TMepPBbIH
AHTUTCHCBSA3BIBAIOLIMN  JTOMEH M  BTOPOMl  AQHTUIEHCBS3bIBAIOIIMNA  JOMEH, IEPBBIN
AHTUTEHCBS3BIBAIOIIUN JOMEH CBs3bIBaeTCsl C TMepBbIM MoHoMepoM CD73 wu  BTOpOii
AHTUTEHCBSA3BIBAIOIIUN JAOMEH CBS3BIBAETCS CO BTOpbIM MoHOMepoMm CD73, Hampumep, npu
UCCIIEIOBAHUH C IPUMEHEHUEM HKCKIIFO3MOHHOM XpoMaTtorpaduu; u

(i) Monekyya aHTUTENA TPHU CBSI3BIBAHUU C OEJNKOM, COAEp KAIlMM aMHHOKHCIIOTHYEO
NOCJIEIOBATENBbHOCTD U3 OcTaTKOB 27-547 u3 SEQ ID NO: 105 (manmpumep, GeKoM, COCTOSIIIUM
U3 aMHHOKHUCIIOTHOW mocnenoBaTenbHocTd nmox SEQ ID NO: 171), obecnieunBaeT yMeHbIIEHHE
CpeIHEro ypOBHSI BOJOPOIHO-eHTepreBoro oomena mo ocratkam 368-387 uz SEQ ID NO: 105
B Oonbllel crerneHu, yeM mo ocratkam 158-172, octatkam 206-215 unu octatkam 297-309 u3
SEQ ID NO: 105, manpumep, Opu HCCIECIOBAHUU MOJIEKYJbl aHTHUTENIAa B BUIE MOJEKYJIbI
OWBaJICHTHOTO AaHTUTENAa C TPUMEHEHHEM MacC-CIIeKTPOMETPUN BOAOPOAHO-IEHTEPHEBOTO
oOMeHa, HarmpuMmep, Kak OMHCAHO B MpUMepe 2, HAIpPHMEP MacC-CHEKTPOMETPHH BOIOPOIHO-
nerrepueBoro oOMeHa, mpoBogUMON ¢ 0OMeHOM B TedueHue 1 munyThl pu pH 7-8 (Hanmpumep,
pH 7,5) u xoMHaTHOI Temmieparype.

B ongHOM BapuaHTe OCYLIECTBIEHMs CBSI3bIBAHHE aHTUTENA OOECIeYnBAeT yMEHbIICHNE
CPEAHero ypOoBHsI BOIOPOIHO-AeHTepueBoro oomMena mno ocratkam 368-387 u3 SEQ ID NO: 105
B Oosbliedl cremenu, deM mo ocratkam 158-172 u3z SEQ ID NO: 105. B omHOM BapuaHTe
OCYILIECTBIICHHs] CBSI3bIBAHUE AaHTUTENAa O0ECIeYMBAeT YMEHBIICHWE CPEIHEro YpPOBHS
BOIOPOAHO-AekTepreBoro oomena mo ocratkam 368-387 uz SEQ ID NO: 105 B Oomnblueit
crernieHy, 4eM no ocratkam 206-215 uz SEQ ID NO: 105. B ogHOM BapuaHTe OCYIIECTBICHHUS
CBSI3bIBAHME AHTUTENIA 00ECIIEUNBAET YMEHBIICHNE CPETHETO YPOBHS BOIOPOIHO-IEHTEPHEBOTO
obmena o octatkaM 368-387 uz SEQ ID NO: 105 B Gonbliieli cTeneHu, 4em mo octaTtkam 297-
309 w3 SEQ ID NO: 105. B ogHOM BapuaHTe OCYILECTBJEHMsI CBSI3bIBAHHE AaHTUTENA
o0ecrieunBaeT YMEHbLICHHE CPEIHEr0 YPOBHS BOIOPONHO-IEHTEpHEeBOro oOMeHa 1Mo OCTaTKam
368-387 w3 SEQ ID NO: 105 B Gonblieii crenenu, yeM no ocratkam 158-172 u3z SEQ ID NO:
105 u no ocratkam 206-215 u3z SEQ ID NO: 105. B omHOM BapuaHTe OCYILECTBJICHMUS
CBSI3bIBAHME aHTUTENIA 00ECIIEUNBAET YMEHBIICHNE CPEJHETO YPOBHS BOIOPOIHO-IEHTEPHEBOTO
obmena o octatkam 368-387 uz SEQ ID NO: 105 B Gosnblueli cTeneHu, 4eM 1o octaTtkam 158-
172 u3 SEQ ID NO: 105 u mo ocrarkam 297-309 u3z SEQ ID NO: 105. B ogHom Bapuanre
OCYIIECTBIIEHHs] CBSI3bIBAHUE AaHTUTENAa OOeCIeYrBaeT YMEHBIICHHE CPEIHEro YpPOBHI
BOOpOAHO-AeHTepreBoro obmena mo ocrarkam 368-387 w3z SEQ ID NO: 105 B Oomblueit
crenedu, 4yeM no ocrarkam 206-215 uz SEQ ID NO: 105 u no ocratkam 297-309 u3z SEQ ID



40

NO: 105, B omgHOM BapwaHTe OCYIIECTBJICHHS CBS3bIBAHUE AaHTHUTENAa OOeCrednBaeT
yYMEHbIIIEHNE CPEIHETO YPOBHS BOJOPOIHO-AelTepreBoro odMena no ocratkam 368-387 uz SEQ
ID NO: 105 B 6onbiueii crenenn, yem o octatkam 158-172 uz SEQ ID NO: 105, no ocratkam
206-215 u3 SEQ ID NO: 105 u o ocrarkam 297-309 u3z SEQ ID NO: 105.

B opHOM acnexkrte B JAaHHOM [OKYMEHTE PAacKpbITa MOJIEKYJa AaHTUTENA, KOTOpas
cesizpiBaeTcsa ¢ CD73 uenoBeka, rae

(i) monekyna antutena cpsizbiBaeTcst ¢ numepoM CD73 desoBeka, mpuyueM yKa3aHHbBIN
auMep cocTouT u3 nepeoro Monomepa CD73 u Broporo moHomepa CD73 (Hanmpumep, Kaskablid
MOHOMEP COAEPKUT aMHHOKHCJIOTHYIO TOCJIEIOBATEIbHOCTh M3 OocTaTkoB 27-547 u3 SEQ ID
NO: 105, Hanpumep KaKIblii MOHOMEP COCTOUT U3 aMUHOKHCIIOTHOM TTOCJIEIOBATEIbHOCTH MO
SEQ ID NO: 171), mnpu 3TOM, €CiId MOJIEKyJla aHTUTella COHEPXKUT TepPBbIA
AHTUTCHCBS3BIBAIOIIMN  JOMEH UM  BTOPOM  AHTUIEHCBS3bIBAIOIIUNA  JAOMEH, IEPBBIH
AHTUTEHCBSA3BIBAIOIIUN JOMEH CBs3bIBaeTCsl C MepBbiIM MoHoMepoM CD73 wu  BTOpOii
AHTUTEHCBA3BIBAIOLUN JOMEH CBsA3bIBAE€TCA CO BTOpPbIM MOHOMepoM CD73, Hampumep, npu
UCCIIEIOBAHUN C IPUMEHEHUEM HKCKIIFO3MOHHON XpoMaTtorpaduu; u

(i) MoJnekyya aHTUTENAa TPH CBSI3BIBAHUU C OEJNIKOM, COAEp KAIlMM aMHHOKHCIIOTHYIO
NOCJIEIOBATENBbHOCTD U3 ocTaTkoB 27-547 u3 SEQ ID NO: 105 (Hanpumep, O€IKOM, COCTOSIIIUM
U3 aMHHOKHUCIOTHON nocnenoBatenbHocTy o SEQ ID NO: 171), obecnieunBaeT yMeHbIIEHHE
CpeIHero ypOBHsSI BOJOPOIHO-neHTepreBoro oomena o ocratkam 158-172 u3z SEQ ID NO: 105
B Oonblneii crenenu, yeM mo ocratkam 206-215 uz SEQ ID NO: 105, no ocratkam 368-387 u3
SEQ ID NO: 105 unu no ocratkam 297-309 u3 SEQ ID NO: 105, nanpumep, npu ucciaeioBaHuN
MOJIEKYJIbl aHTUTENa B BHUAE MOJEKYJbl OHBAJIEHTHOIO AaHTHUTENAa C IPUMEHEHHEM Macc-
CIIEKTPOMETPUH BOAOPOIHO-AEHTEpHEBOro OOMEHa, HampuMep, Kak ONHCAHO B IpHUMepe 2,
HarpuMep Macc-CHeKTPOMETPUU BOAOPOIHO-IeliTepreBoro oOMeHa, MpOBOAMMON ¢ OOMEHOM B
TeueHune 1 munytel ipu pH 7-8 (manpumep, pH 7,5) u KoMHaTHOI TemmnepaType.

B oxgHOM BapuaHTe OCYLIECTBICHHs CBSI3bIBAHHE aHTUTENIA O0ECIIeYMBAET YMEHbLICHHUE
CpeIHEro ypOBHSI BOJOPOIHO-IeiTepreBoro oomena o ocratkam 158-172 u3z SEQ ID NO: 105
B Oombmueli cremenu, yem mo ocratkam 206-215 w3 SEQ ID NO: 105. B ogHOM BapuaHTe
OCYIIECTBIIEHHsI CBSI3bIBAHUE AaHTUTENAa OOECIeYNMBAET YMEHBIICHUE CPEIHEro YPOBHS
BOIOPOAHO-AelTepreBoro obmena mo ocrarkam 158-172 w3z SEQ ID NO: 105 B Oonbiieit
crenieHy, 4em no ocratkaMm 368-387 uz SEQ ID NO: 105. B ogHOM BapuaHTe OCYIIECTBICHMUS
CBSI3bIBAHME aHTUTENIA 00ECNIEUNBAET YMEHBIICHNE CPEIHETO YPOBHS BOIOPOIHO-IEHTEPHEBOTO
obmena mo octatkam 158-172 u3z SEQ ID NO: 105 B Gonbliieli cTeneHu, 4eM mo octatkam 297-
309 u3 SEQ ID NO: 105. B ogHOM BapuaHTe OCYILECTBJEHMs CBsSI3bIBAHHE AaHTUTENA
o0ecrieunBaeT YMEHbLICHHE CPEIHEr0 YPOBHS BOIOPONHO-IEHTEpHEBOro 0OMeHa 1Mo OCTaTKam
158-172 w3 SEQ ID NO: 105 B Gonblneii crenenu, yeM no ocratkam 206-215 u3z SEQ ID NO:
105 u no ocratkam 368-387 u3z SEQ ID NO: 105. B omHOM BapuaHTe OCYILECTBJICHMUS
CBSI3bIBAHUE aHTHUTENIA 00ECIEUNBAET YMEHBIIEHNE CPEJHETO YPOBHS BOIOPOIHO-IEHTEPHEBOTO
obmena mo octatkam 158-172 uz SEQ ID NO: 105 B Gonblueli creneHu, 4em 1o ocratkam 206-
215 u3 SEQ ID NO: 105 u no ocratkam 297-309 uz SEQ ID NO: 105. B onHom BapuaHTe
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OCYIIECTBIIEHHsI CBSI3bIBAHUE AaHTUTENAa OOECIeYNBAeT YMEHBIICHHE CPEIHErO YPOBHS
BOZIOpOAHO-AeHTepreBoro obmena mo ocrarkam 158-172 w3z SEQ ID NO: 105 B Oomblueit
creredu, yeM no ocrarkam 368-387 uz SEQ ID NO: 105 u mo ocrarkam 297-309 u3z SEQ ID
NO: 105. B omgHOM BapwaHTe OCYLIECTBJCHHS CBS3bIBAHUE aHTHUTENAa OOecrednBaeT
yMEHbIIEHNE CPEHEr0 YPOBHS BOJOPOIHO-AeHTepreBoro oomena no ocratkam 158-172 u3z SEQ
ID NO: 105 B Gonbieii creneny, yeM mo ocrtatkam 206-215 uz SEQ ID NO: 105, o ocratkam
368-387 u3 SEQ ID NO: 105 u o ocratkam 297-309 uz SEQ ID NO: 105.

B onHOM acrekte B JAaHHOM JIOKYMEHTE pacKpbiTa MOJIEKYJa aHTUTENa, KOTOopas
cesizpiBaeTcsa ¢ CD73 uenoBeka, rae

(1) Mmonekyna antuTena cpsi3biBaeTcst ¢ numepom CD73 uenoBeka, mpuueM yKa3aHHBIN
auMep coctouT u3 nepeoro Monomepa CD73 u Broporo moHomepa CD73 (Hanmpumep, Kaskabli
MOHOMEP COAEPKUT aMHUHOKHCJIOTHYIO TMOCJIEIOBATEIbHOCTh M3 OcTaTKoB 27-547 u3 SEQ ID
NO: 105, Hanpumep KaKIblii MOHOMEP COCTOUT U3 AMUHOKHCIIOTHOM TOCJIEOBATEIBHOCTH MO
SEQ ID NO: 171), mpu 3TOM, €CId MOJIEKyJla aHTUTela COHEPXKUT TepPBbIA
AHTUTCHCBS3BIBAIOIIUN  JOMEH UM  BTOPOM  AHTUIEHCBS3BIBAIOIIUNA  JAOMEH, IEPBBIH
AHTUTEHCBA3BIBAIOIIUN JOMEH CBs3bIBA€TCsl C MepBbiIM MoHOoMepoM CD73 wu  BTOpOii
AHTUTEHCBSA3BIBAIOLIUN JOMEH CBA3BIBAETCSI CO BTOpPBIM MoHOMepoMm CD73, Hampumep, npu
UCCIIEIOBAHUHN C IPUMEHEHHEM HKCKIIFO3MOHHON XpoMaTtorpaduu;, u

(11) Monekyna aHTuTeNa OOECIeYNBAET YMEHbIIEHHE YPOBHS BOAOPOAHO-IEHTEPUEBOTO
oOMeHa B OAHONH WM HECKOJBKUX 00nacTax Oenka, CoAepikKalero aMHHOKUCIOTHYIO
MOCJIeIOBATENBHOCTD M3 ocTaTkoB 27-547 u3 SEQ ID NO: 105 (manmpumep, Oenka, COCTOSIIErO
13 aMUHOKHCIOTHOH nocienosarenbHocTd nox SEQ ID NO: 171), npu ero cBs3bIBaHUHM, NPH
5TOM OJHA WMJIM HECKOJIbKO 00JacTel BbIOpaHBI M3 TPYMIIBI, COCTOsIIEH u3 octaTkoB 158-172,
ocraTkoB 206-215, ocratkoB 368-387 u ocratkoB 87-104 w3 SEQ ID NO: 105, mpu stom
o0nacTh, XapaKTepU3YIOMIAsACsS HAUOONBIIMM YMEHbLUIEHHEM CPEIHEro YPOBHS BOIAOPOIHO-
neirepreBOoro oOMeHa Cpenu OIHON WIJIM HECKOJNbKUX o0JyiacTel, He mpencraBisieT coOoi
ocratku 206-215 u3 SEQ ID NO: 105, nampumep, npu HUCCIENIOBAaHUU MOJIEKYJIbI aHTUTENA B
BUJIC MOJIEKYJIbI OMBAJICHTHOTO AHTUTENA C NMPUMEHEHHEM MAacC-CIIEKTPOMETPUH BOIOPOIHO-
nerrepreBoro oOMeHa, HarmpuMmep, Kak OMHCAHO B MPUMeEpe 2, HAPUMEP MacC-CIeKTPOMETPHH
BOJIOPOJHO-IEUTEpHUEBOro OOMeHa, MPOBOAUMON ¢ OOMEHOM B TedeHue | MuHyThl ipu pH 7-8
(marmpumep, pH 7,5) u KOMHaTHOH TeMIiepaType.

B onHOM acmexkrte B JaHHOM JIOKYMEHTE pacKpbiTa MOJIEKyJa aHTUTEeNa, KOTOopas
ceszeiBaeTcsa ¢ CD73 denoBeka, rae

(1) monekyna antuTena cesizbiBaeTcs ¢ nuMepoM CD73 uenoBeka, mpuueM yKa3aHHBIN
auMep cocTouT u3 nepsoro Monomepa CD73 u Broporo moHomepa CD73 (Hanmpumep, Kaskablid
MOHOMEP COAEPKUT aMUHOKHCJIOTHYIO TOCJIENOBATENbHOCTh M3 OocTaTkoB 27-547 u3 SEQ ID
NO: 105, Hanpumep KakIblii MOHOMEP COCTOUT U3 aMUHOKHUCJIOTHOM MOCJIEN0BATEIbHOCTH TOJ
SEQ ID NO: 171), npu 53TOM, €CIU MOJIEKyJa AaHTUTeNa COAEPXKUT IEpBBbIi
AQHTUTCHCBS3BIBAIOLIUNA  JOMEH MW  BTOPOM  AHTUICHCBS3BIBAIOIIMNA  JOMEH, IEPBBIH

AHTUTECHCBS3BIBAIOLINN JIOMEH CBsI3bIBaeTCsl ¢ TmepBbiIM MoHoMepom CD73 wu  BTOpO#
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AHTUTEHCBSA3BIBAIOLUN JOMEH CBA3BIBAETCS CO BTOpbIM MoHOMepoMm CD73, Hampumep, mnpu
UCCIIEIOBAHUU C IPUMEHEHHEM HKCKIIFO3MOHHON XpoMaTorpaduu;, u

(1) Momekyna aHTHTENAa NPU CBA3BIBAHUM C OEJIKOM, COMAEp KAIUM aMHHOKHCIIOTHYIO
NOCJIE0BAaTENbHOCTD U3 ocTaTkoB 27-547 n3 SEQ ID NO: 105 (nanmpumep, GenkoM, COCTOSIIIUM
U3 aMUHOKHCIOTHON mocnenoBarenbHocTd nog SEQ ID NO: 171), npuBOIUT K CHHKEHHIO
CPEeIHero ypoBHsI BOJOPOAHO-IEHTEPUEBOr0 OOMEHa, COCTaBJLIIoLIeMy Oosee 4eM, HampuMep,
0,02, 0,03, 0,04, 0,05 uwau 0,06 Jla Ha ocratok, mo ocratkam 368-387 u3 SEQ ID NO: 105,
HarpuMep, MPH UCCICOBAHUN MOJIEKYJIbI AHTUTENA B BUIE MOJIEKYJIbl OMBAJICHTHOTO aHTUTENA
C TPUMEHEHUEM MAacCC-CIIEKTPOMETPUN BOAOPOAHO-IEHTEPUEBOr0 OOMEHa, Hampumep, Kak
OMHUCAaHO B TpHMEpe 2, HaNpUMep MacC-CIeKTPOMETPHU BOAOPOIHO-IEHTEPHEBOTO OOMEHa,
poOBOAUMON ¢ oOMeHOM B Teuenune | munyThl npu pH 7-8 (mampumep, pH 7,5) u komMHaTHOH
TeMIepaType.

B opHOM acmexkrte B JaHHOM JOKYMEHTE pacKpbiTa MOJIEKyJa aHTUTEeNa, KOTOopas
ceszeiBaeTcsa ¢ CD73 denoBeka, rae

(1) monekyna antuTena cesizbiBaeTcs ¢ nuMepoM CD73 dernoBeka, mpuueM yKa3aHHBIN
auMep coctouT u3 nepsoro MoHnomepa CD73 u Broporo moHomepa CD73 (Hanpumep, Kaskablid
MOHOMEP COAEPKUT aMHUHOKHCJIOTHYIO TOCJIENOBATENbHOCTh M3 OocTaTkoB 27-547 u3 SEQ ID
NO: 105, Hanpumep KaKIblii MOHOMEP COCTOUT U3 aMUHOKHCJIOTHOM MOCJIEIOBATEIbHOCTH O
SEQ ID NO: 171), mpu 3TOM, €cid MOJIeKyJla aHTUTENa CONEPXKUT  IEepPBbIH
AQHTUTCHCBS3BIBAIOLIUNA  JOMEH M  BTOPOM  AHTUICHCBS3BIBAIOIIUNW  JAOMEH, IEPBBIH
AHTUTEHCBS3BIBAIOLINN JIOMEH CBsI3bIBaeTCsl ¢ TmepBbiIM MoHoMepom CD73 wu  BTOpO#
AHTUTEHCBSA3BIBAIOIIUN JAOMEH CBA3BIBAETCS CO BTOpbIM MOHOMepoMm CD73, Hampumep, npu
UCCIIEIOBAHUHU C IPUMEHEHHEM HKCKIIFO3UOHHON XpoMaTorpaduu;, u

(i1) Monekyna aHTHTeNa TPU CBA3BIBAHUH C OEJIKOM, COIEpKAIUM AMHHOKUCJIOTHYEO
HIOCJIEIOBATENbHOCTD U3 ocTaTKoB 27-547 u3 SEQ ID NO: 105 (Hanpumep, GeIKOM, COCTOSIINM
U3 aMUHOKHCIOTHOW mocnenoBarenbHocTH nog SEQ ID NO: 171), npuBOOUT K CHUXKEHUIO
CPEAHero ypOBHsI BOJOPOAHO-AEHTEPHEBOro 0OMEHa, COCTABIISIIOIIEMY MEHee ueM, Harmpumep,
0,05, 0,04, 0,03 umu 0,02 Jla Ha ocratok, mo octatkam 206-215 uz SEQ ID NO: 105, manpumep,
NPU HCCJIEIOBAHUHM MOJIEKYJIbl AHTUTENA B BHUJAE MOJIEKYJIbI OWBAJEHTHOIO aHTHTENIA C
NPUMEHEHUEM MAacC-CIIEKTPOMETPUH  BOIOPOIHO-ACUTEPHUEBOro OOMEHa, HampuMmep, Kak
OMHCAaHO B TMpHMEpe 2, HapUMep MacC-CHeKTPOMETPHU BOAOPOIHO-AEHTEPHEBOTO OOMEHa,
poBOAUMOI ¢ oOMeHOM B TeueHne | muHyThl npu pH 7-8 (mampumep, pH 7,5) u xkoMHaTHOH
TeMIieparype.

B onHOM acnexkrte B JaHHOM JIOKYMEHTE pacKpbiTa MOJIEKyJa aHTUTEeNa, KOTOopas
ceszeiBaeTcsa ¢ CD73 denoBeka, rae

(1) monekyna antuTena ces3biBaercsi ¢ numepom CD73 dernoBeka, mpuueM yKa3aHHBIN
auMep coctouT u3 nepsoro MoHomepa CD73 u Broporo moHomepa CD73 (Hampumep, KasKablid
MOHOMEP COAEPKUT aMUHOKHCJIOTHYIO TMOCJIENOBATENbHOCTh U3 OCTaTKoB 27-547 u3 SEQ ID
NO: 105, Hanpumep KakIblii MOHOMEP COCTOUT U3 aMUHOKHMCJIOTHOM MOCJIEN0OBATEIbHOCTH OJ

SEQ ID NO: 171), mpu 3TOM, €Cld MOJIEKyJla aHTUTeNa COMAEPXKUT IepBbIA
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AQHTUTCHCBS3BIBAKOLIUNA  JTOMEH W  BTOPOH  aHTUIEHCBS3bIBAIOIIMM  AOMEH,  IEpPBbIA
AHTUTEHCBA3BIBAIOIIUN JOMEH CBS3bIBA€TCSl C MepBbiIM MoHOMepoM CD73 wu  BTOpOi
AHTUTEHCBSA3BIBAIOIIUN JAOMEH CBSA3BIBAETCS CO BTOpbIM MoHOMepoMm CD73, Hampumep, npu
UCCIIEIOBAHUU C IPUMEHEHHEM HKCKIIFO3MOHHON XpoMaTorpaduu;, 1

(11) MoJeKya aHTUTENA CBSI3bIBAETCS C MO MEHbILIEH Mepe OJHHUM, ABYMs, TPeMs HIIU
YeThIPbMS OCTaTKaMH B mpexenax octatkos 158-172 u3 SEQ ID NO: 105, w/unmu ¢ nmo MeHbIIen
Mepe OAHUM, IBYMsI, TPEMsl, YETBIPbMS UJIM ISATBEO OCTaTKaMH B Ipenensax ocTtaTkos 206-215 us3
SEQ ID NO: 105.

B opgHOM acmekTe B JAHHOM JOKYMEHTE pacKpbiTa MOJIEKYyJla aHTHUTENa, KOTopas
cesizpiBaeTcsa ¢ CD73 venoBeka, rae

(1) Mmonekyna antuTena cesizbiBaeTcsi ¢ numepoM CD73 denoBeka, mpuueM yKa3aHHBIN
auMep coctouT u3 nepsoro Monomepa CD73 u Broporo moHomepa CD73 (Hampumep, Ka Kbl
MOHOMEP COAEPKUT aMUHOKHCJIOTHYHO TOCJIEIOBATEIbHOCTh M3 OCcTaTKoB 27-547 u3 SEQ ID
NO: 105, Hanpumep KaKIblii MOHOMEP COCTOUT U3 AMUHOKHCJIOTHOM MOCJIEIOBATEIbHOCTH TOJ
SEQ ID NO: 171), mpu 3TOM, €Cld MOJIEKyJla aHTUTela COHEPXKUT TMepBbIA
AQHTUTCHCBS3BIBAKOIIMN  JOMEH W  BTOPOM  aHTUIEHCBSI3BIBAIOIIMNA  JAOMEH,  IEpPBbIN
AHTUTEHCBSA3BIBAIOIIUN JIOMEH CBs3bIBA€TCsl C MmepBbiIM MoHOMepoM CD73 wu  BTOpOii
AHTUTEHCBSA3BIBAIOIIUN JAOMEH CBSA3BIBAETCS CO BTOpbIM MoHOMepoMm CD73, Hampumep, npu
UCCIIEIOBAHUU C IPUMEHEHHEM HKCKIIFO3MOHHON XpoMaTorpaduu;, u

(11) MOJIEKyJIa aHTHTENA UHTUOUpyeT (bepMeHTaTUBHYIO AKTUBHOCTb
meMmOpaHoceszanHoro CD73 yenoBeka Ha 1Mo MeHbLIeH Mepe npudbausuteabHo 60%, 70%, 80%,
win 90%, HanpuMmep, MPU UCCIIEAOBAHUN MOJIEKYJIbl aHTUTENA B BUAE MOJIEKYJIbl OMBaJIEHTHOTO
aHTHuTena ¢ npumeHeHneMm moauduuuposannoro ananusa Cell Titer Glo (CTG), nanpumep, Kak
ONMCaHo B npumepe 1.

B onHOM acnexkrte B JAaHHOM [OKYMEHTE PAacKpbITa MOJIEKYJa AHTHUTENA, KOTOpPas
cesizpiBaeTcsa ¢ CD73 uenoBeka, rae

(1) monekysa aHtuTena cpsizbiBaeTcsi ¢ numepoM CD73 dernoBeka, mpuuemM yKa3aHHBIN
auMep cocTouT u3 nepsoro Monomepa CD73 u Broporo moHomepa CD73 (Hanmpumep, Kaskablid
MOHOMEP COAEPKUT aMHHOKHCJIOTHYIO TOCJIEIOBATEIbHOCTh M3 OocTaTkoB 27-547 u3 SEQ ID
NO: 105, Hanpumep KakKIblii MOHOMEP COCTOMUT U3 aMUHOKHCIIOTHOM MOCJIEIOBATEIbHOCTH O
SEQ ID NO: 171), npu 3TOM, €CIIM MOJIeKyJa aHTUTENa CONEPXKHUT TepPBbIA
AHTUTCHCBS3BIBAIOIIMN  JOMEH UM  BTOPOM  AHTUIEHCBS3BIBAIOIIUNA  JAOMEH, IEPBBIH
AHTUTEHCBSA3BIBAIOIIUN JOMEH CBs3bIBAa€TCsl C MmepBbiIM MoHoMepoM CD73 wu  BTOpOii
AHTUTEHCBSA3BIBAIOIUN JOMEH CBSA3bIBAETCS CO BTOpbIM MoHOMepoM CD73, Hampumep, npu
UCCIIEIOBAHUHN C IPUMEHEHHEM HKCKIIFO3MOHHON XpoMaTtorpaduu;, u

(1) MoeKyja aHTUTeNa CONEPKUT BapualenbHyr oOnacTe Tspkenod nemu (VH),
coneprKaiyro aMMHOKUCIOTHYIO nocnenoBaTeabHocTh GGLYGSGSYLSDFDL onpenenstorueit
KomIuieMeHTapHoCTh oonactu 3 Tspxenoi nerm (VHCDR3) (SEQ ID NO: 37).

B opgHOM acnekte B JaHHOM [OKYMEHTE pacKpbITa MOJIEKYJla aHTHUTENa, KOTOopas

cesizbiBaeTcs ¢ CD73 denoBeka, rae
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(1) monekyna antuTena ces3biBaercs ¢ numepoM CD73 uernoBeka, mpuuem yKa3aHHBIN
auMep coctouT u3 nepsoro MoHomepa CD73 u Broporo moHomepa CD73 (Hanpumep, Kakablid
MOHOMEP COAEPKUT aMUHOKHUCJIOTHYIO IMOCJIENOBATENbHOCTh U3 OcTaTkoB 27-547 u3 SEQ ID
NO: 105, Hanpumep Kakablii MOHOMEP COCTOUT U3 aMUHOKHMCJIOTHOM MOCJIEN0BATEIbHOCTH MOJ
SEQ ID NO: 171), mpu 3TOM, €CIud MOJIEKyJla aHTUTeNa COMAEPXKUT IepBbIH
AQHTUTCHCBA3BIBAIOIIUNA  JOMEH M BTOPOH  AHTUICHCBA3BIBAIOIIUN  JOMEH, IEpBbIi
AHTUIeHCBA3BIBAIOIIMN JOMEH CBs3bIBaeTCss ¢ ImepBbiM MoHoMmepoM CD73 wu  BrOpoOii
AHTUTEHCBS3BIBAIOIIUN JOMEH CBS3BIBAETCS CO BTOpPbIM MOHOMepoMm CD73, Hampumep, npu
UCCJIEIOBAHUHU C PUMEHEHHEM SKCKITFO3UOHHON XpoMaTorpaduu; u

(1) MOJIeKyJIa aHTHTENA COOEPIKHUT:

(a) BapuabenbHyr obOnacTh Tspkenod uenu (VH), comepskaiiyrd aMHHOKHCIOTHYEO
nocJyienoBaTeTbHOCTh X1 X2 AMS onpenestoimeii KOMIUIEMEHTAPHOCTh 00acTu | TsokeNnol nemnu
(VHCDR1) (SEQ ID NO: 88), rne X; npexacrasmsier cobori R, Y wiu S, u X, npexncrasnser
coboit Y wmmu N; amuHOkucioTHyr mnocienoBatebHOCTh X(IXoGX3GX4XsTYYADSVKG
VHCDR2 (SEQ ID NO: 89), rne X; npexacrasinsier coboii A wim S, X, npencrasisier codboit S
wm T, X3 npencrasnsier codoit S wim T, Xy mpencraensier coboit M, G wmm S, u Xs
npencraBiasier coboit N, S, L wm Y, W aMHHOKHCIOTHYH TOCJIEIOBATEIbHOCTh
GGLYGSGSYLSDFDL VHCDR3 (SEQ ID NO: 37); u

(b) BapumabenmpHyro obsacte Jerkoir uenu (VL), comepkamyrd aMHHOKHCIOTHYIO
nocienosarenbHOCT RASQSVGSNLA omnpenensromeit KoMIuieMeHTapHOCTh obnactu 1 jgerkoi
uenu (VLCDRI1) (SEQ ID NO: 48); amunokuciotHyto mnocienoBateabHOCTe GASTRAT
VLCDR2 (SEQ ID NO: 49); u ammHOKHCHOTHYIO mocinenosareabHocTh QQHNAFPYT
VLCDR3 (SEQ ID NO: 50).

B opHOM acnexkrte B JAaHHOM [OKYMEHTE PAacKpbITa MOJIEKYJa AaHTUTENA, KOTOpas
cesizpiBaeTcsa ¢ CD73 uenoBeka, rae

(1) monekyna antutena cpsizbiBaeTcsi ¢ numepoM CD73 uesnoBeka, mpuuemM yKa3aHHbBIN
auMep cocTouT u3 nepeoro Monomepa CD73 u Broporo moHomepa CD73 (Hanpumep, Kaskabli
MOHOMEP COAEPKUT aMHHOKHCJIOTHYIO TOCIEIOBATEIbHOCTh M3 OcTaTKoB 27-547 u3 SEQ ID
NO: 105, Hanpumep KakKIblii MOHOMEP COCTOHUT U3 aMUHOKHCIIOTHOM MOCJIEOBATEIbHOCTH O
SEQ ID NO: 171), mnpu 3TOM, €ClId MOJIEKyJla aHTUTela COHEPXKUT TepPBbIA
AHTUTCHCBS3BIBAIOIIMN  JOMEH UM  BTOPOM  AQHTUIEHCBS3bIBAIOIIUNA  JAOMEH, IEPBBIH
AHTUTEHCBSA3BIBAIOIIUN JIOMEH CBs3bIBaeTCsl C TMepBbiM MoHOoMepoM CD73 wu  BTOpOii
AHTUTEHCBSA3BIBAIOIUN JAOMEH CBSA3BIBAETCS CO BTOpbIM MoHOMepoM CD73, Hampumep, npu
UCCIIEIOBAHUHN C IPUMEHEHUEM HKCKIIFO3MOHHON XpoMaTtorpaduu;, u

(1) MOJIeKyJIa aHTHTENA CONEPIKHUT:

(a) VH, conepskamyro aMUHOKUCIIOTHYIO mocienoBareinbHocte VHCDRI1 noxg SEQ ID
NO: 38, amunokucnotHyro mnocienosaresbHocte VHCDR2 nmoxg SEQ ID NO: 36 wu
amMuHokucyoTHyro nocinenosaresbHocTh VHCDR3 nmoxg SEQ ID NO: 37; u VL, conepxaruy:o
aMUHOKHCIIOTHYIO0 TocnenoBatenbHocTh VLCDRI1 mox SEQ ID NO: 48, aMUHOKHUCIOTHYIO

nocnenosatenbHocTe VLCDR2 noa SEQ ID NO: 49 n aMMHOKHMCIOTHYHO NOCIEI0BATENbHOCTD
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VLCDR3 nox SEQ ID NO: 50;

(b) VH, conmepxamyro aMmHHOKHUCIOTHYIO nocnenosareabHocTh VHCDRI1 mox SEQ ID
NO: 72, amunokucnotHyro nocienosaresbHocth VHCDR2 nmox SEQ ID NO: 71 wu
aMUHOKHCJIOTHYIO mnocnenosaresbHocTh VHCDR3 noxg SEQ ID NO: 37; u VL, comepxkaiyro
amMuHOKHUCIOTHYO nocnenosarenpHocTe VLCDRI1 moa SEQ ID NO: 48, aMUHOKHCIOTHYIO
nociaenosarenbHocTh VLCDR2 nox SEQ ID NO: 49 1 aMMHOKHCIIOTHYIO NOCIIEN0BATEIbHOCTD
VLCDR3 nox SEQ ID NO: 50;

(¢) VH, conepskalnyo aMUHOKUCIOTHYI0 mnocienoBarenbHocte VHCDR1 nox SEQ ID
NO: 38, amunokucnotHyro mnocienosarensbHoctb VHCDR2 moxg SEQ ID NO: 71 wu
amuHokucyoTHyo nocienosarenbHocTh VHCDR3 moxg SEQ ID NO: 37; u VL, conepxaruy:o
aMUHOKHCIIOTHYIO0 TocnenoBaTeabHocTh VLCDRI1 mox SEQ ID NO: 48, aMUHOKHUCIOTHYIO
nocnenosatenbHocTs VLCDR2 nox SEQ ID NO: 49 n aMMHOKHUCTIOTHYIO MOCJIE0BaTENIbHOCTD
VLCDR3 nox SEQ ID NO: 50;

(d) VH, conmepxainyro aMHHOKUCTIOTHYIO nocnenosareapHocTe VHCDRI1 mox SEQ ID
NO: 137, amumnokuciotrnyro mnociegosarenbHocts VHCDR2 moxg SEQ ID NO: 136 wu
amuHokucyoTHyro nocienosaresbHocTe VHCDR3 moxg SEQ ID NO: 37; u VL, conepxary:o
aMUHOKHCIIOTHYIO0 TocnenoBarenbHocTh VLCDRI1 mox SEQ ID NO: 48, aMUHOKUCIOTHYIO
nocnenosatenbHocTe VLCDR2 nox SEQ ID NO: 49 n aMMHOKHUCTIOTHYIO MOCJIE0BATENbHOCTD
VLCDR3 nox SEQ ID NO: 50;

(e) VH, comepskamnyro aMUHOKUCIOTHYIO TiocienoBatenbHocTe VHCDRI mox SEQ ID
NO: 137, amunokuciotrnyw nociaeaosatenbHocts VHCDR2 nmox SEQ ID NO: 146 wu
amuHokucyoTHyto nocinenosaresbHocTh VHCDR3 noa SEQ ID NO: 37; u VL, conepxaruyto
aMUHOKHUCIOTHYHO nocnenosarenpHocTh VLCDRI mox SEQ ID NO: 48, aMHHOKHCIOTHYIO
nocinenosarenbHocTh VLCDR2 nox SEQ ID NO: 49 1 aMMHOKHCIOTHYIO MOCIEN0BATEIbHOCTD
VLCDR3 non SEQ ID NO: 50; unu

(f) VH, conepskaiyro aMUHOKUCIOTHYIO mnocienoareabHoctb VHCDRI1 nox SEQ ID
NO: 137, amunokucnornyro mnocinegoatenbHocte VHCDR2 mon SEQ ID NO: 154 w
amuHokucyoTHyo nocienosarenbHocTh VHCDR3 moxg SEQ ID NO: 37; u VL, conepxarunyto
aMUHOKHCIIOTHYIO0 TocnenoBarenbHocTh VLCDRI1 mox SEQ ID NO: 48, aMUHOKHUCIOTHYIO
nocnenosatenbHOCTs VLCDR2 nox SEQ ID NO: 49 u aMMHOKUCIIOTHYIO MOCJIE0BATENbHOCTD
VLCDR3 nox SEQ ID NO: 50.

B omHOM acmekTe B JaHHOM JOKYMEHTE pAacCKpbITa MOJIEKYyJia AaHTHUTENa, KOTOopas
ceszeiBaeTcsa ¢ CD73 denoBeka, rae

(1) monekyna antuTena cesizbiBaeTcs ¢ nuMepoM CD73 uenoBeka, mpuueM yKa3aHHBIN
auMep cocTouT u3 nepsoro MoHnomepa CD73 u Broporo moHomepa CD73 (Hanpumep, Kaskabli
MOHOMEP COAEPKUT aMUHOKHCJIOTHYIO TOCJIENOBATENbHOCTh M3 OocTaTkoB 27-547 u3 SEQ ID
NO: 105, Hanpumep KakIblii MOHOMEP COCTOUT U3 aMUHOKHUCJIOTHOM MOCJIEN0BATEIbHOCTH TOJ
SEQ ID NO: 171), mpu 3TOM, €cid MOJIeKyJia aHTUTeNa COHEPXKUT IEepPBbIH
AQHTUTCHCBS3BIBAIOLIUNA  JOMEH MW  BTOPOM  AHTUICHCBS3BIBAIOIIMNA  JOMEH, IEPBBIH

AHTUTECHCBS3BIBAIOLINN JIOMEH CBsI3bIBaeTCsl ¢ TmepBbiIM MoHoMepom CD73 wu  BTOpO#
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AHTUTEHCBA3BIBAIOIUN JAOMEH CBSA3BIBAETCS CO BTOpbIM MoHOMepoMm CD73, Hampumep, npu
UCCIIEIOBAHUHU C PUMEHEHHEM >KCKIIFO3UOHHOM XpoMaTorpaduu;, u

(1) ™Momekyja aHTUTENa COIEpPKUT BapualenbHyH oOjacth Tspkenod nemu (VH),
CoZlep KaIly0 aMUHOKHUCIOTHYI nocnenoBareabHocTh ESQESPYNNWEDP onpenenstoiueit
KOMIUIeMeHTapHOCTh obnactu 3 Tspkenoi nernu (VHCDR3) (SEQ ID NO: 3).

B onHOM acnexkrte B JaHHOM MAOKYMEHTE pPACKpbITA MOJIEKyJla AaHTHUTENA, KOTOpas
cesi3piBaeTcs ¢ CD73 uenoBeka, rae

(i) monekyna antutena cpsizbiBaeTcsi ¢ numepom CD73 desoBeka, mpuuem yKa3aHHbBIN
auMep cocTouT u3 nepsoro Monomepa CD73 u Broporo moHomepa CD73 (Hanmpumep, Kaskablid
MOHOMEP COAEPKUT aMHHOKHCJIOTHYIO TOCJIEIOBATEIbHOCTh M3 OocTaTKoB 27-547 u3 SEQ ID
NO: 105, Hanpumep KaKIblii MOHOMEP COCTOMUT U3 aMUHOKHCIIOTHOM MOCJIEIOBATEIbHOCTH O
SEQ ID NO: 171), mpu 3TOM, €CId MOJIEKyJla aHTUTella COHEPXKUT TepPBbIA
AHTUTCHCBS3BIBAIOIIMN  JOMEH UM  BTOPOM  aHTUIEHCBS3bIBAIOIIMI  JOMEH, MEpPBbIN
AHTUTEHCBSA3BIBAIOIIUN JOMEH CBs3bIBa€TCsl C MmepBbiIM MoHoMepoM CD73 wu  BTOpOii
AHTUTEHCBA3BIBAIOIIUN JAOMEH CBSA3BIBAETCS CO BTOpbIM MoHOMepoM CD73, Hampumep, npu
UCCIIEIOBAHUHN C IPUMEHEHNEM HKCKIIFO3MOHHON XpoMaTtorpaduu; u

(1) MOJIeKyJIa aHTHTENA COAEPIKHT:

(a) BapuabenbHyr0 obnacth TspKenmod uenu (VH), comepkaiiyr0 aMHHOKHCIOTHYEO
nocyienoBaTeIbHOCTh X X, Y WSS omnpenessiromieil KOMIJIEMEHTapHOCTb 00lacTu | TspKenol nenu
(VHCDR1) (SEQ ID NO: 90), rne X; npexacrasisier coboi R, G wiu S, u X, npexacrasisier
coboit Y mnn R; amuHOkucnoTHY0 nocnenosarenbHOCTh YIY X1 XoGSTX3YNPSLKS VHCDR2
(SEQ ID NO: 91), rne X; mpencrasisier cobot G mu S, X, npencrasisier codoit R, S unmu T, u
X3 mpeacraBmsier coboit N wmim  K; ¥ aMHHOKHCIOTHYIO — MOCJIEIOBATENbHOCTb
ESQESPYNNWEFDP VHCDR3 (SEQ ID NO: 3); u

(b) BapmabenbHyro obOmactb Jerkoi wuenu (VL), comepkamyr0 aMHHOKHCIOTHYIO
nocienosatenbHOCT RASQGISSWLA ompenenstomieil KOMIJIEMEHTaPHOCTh 001acTH 1 JIeTKoit
uenu (VLCDR1) (SEQ ID NO: 14); aMMHOKHCIOTHYHO mocienoBaresbHocTh AASSLQS
VLCDR?2 (SEQ ID NO: 15); u amuHokuci0oTHYIO nocnenosareabHocTh QQGNSFPRT VLCDR3
(SEQ ID NO: 16).

B onHOM acrmexkrte B JaHHOM JOKYMEHTE pacKpbiTa MOJIEKyJa aHTUTEeNa, KOTOopas
ceszeiBaeTcsa ¢ CD73 denoBeka, rae

(1) monekyna antuTena cesizbiBaeTcs ¢ numepoM CD73 denoBeka, mpuuem yKa3aHHBIN
auMep cocTouT u3 nepeoro Monomepa CD73 u Broporo moHomepa CD73 (Hanmpumep, Kakablid
MOHOMEP COAEPKUT aMUHOKHCJIOTHYIO TMOCJIENOBATEIbHOCTh M3 OcTaTkoB 27-547 u3 SEQ ID
NO: 105, Hanpumep KaKIblii MOHOMEP COCTOUT U3 AMUHOKHCJIOTHOM MOCJIEIOBATEIbHOCTH IO
SEQ ID NO: 171), npu 3TOM, €CIId MOJIEKyJa aHTUTENa COMEPXKHUT TepPBbIA
AQHTUTCHCBS3BIBAKOIIUNA  JOMEH MW  BTOPOM  AHTUICHCBS3BIBAIOIIUNW  JAOMEH, IEPBBIH
AHTUTEHCBSA3BIBAIOIIUN JOMEH CBf3bIBA€TCS C MepBbiIM MoHOMepoM CD73 wu  BTOpOi
AHTUTEHCBA3BIBAIOIIUN JAOMEH CBSA3BIBAETCS CO BTOpbIM MoHOMepoMm CD73, Hampumep, npu

UCCIIEIOBAHUU C IPUMEHEHHEM HKCKIIFO3MOHHON XpoMaTorpaduu;, u
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(11) MOJIeKyJIa aHTHTENA CONEPIKHUT:

(a) VH, comepskamnyro aMUHOKUCIOTHYIO TiocienoBatenbHocTe VHCDRI1 mox SEQ ID
NO: 61, amunokucnotHyro nocienosaresbHocte VHCDR2 noxg SEQ ID NO: 60 wu
aMUHOKMCIIOTHYI0 nocnenoBaTenbHocTe VHCDR3 nmox SEQ ID NO: 3; u VL, conmepxaryro
amMuHOKHUCIOTHYO nocnenosarenpHocTs VLCDRI1 moag SEQ ID NO: 14, aMUHOKHCIOTHYIO
nocienosarenbHocTh VLCDR2 nox SEQ ID NO: 15 1 aMMHOKHCIOTHYIO NOCIEN0BATEIbHOCTD
VLCDR3 nox SEQ ID NO: 16;

(b) VH, conmepxkainyro aMHHOKHUCIOTHYIO mocnenoBarenbHocth VHCDR1 moxg SEQ ID
NO: 4, amunokucnorayro mnocienoBarenbHoctb VHCDR2 mon SEQ ID NO: 26 wu
aMuHOKHCIIOTHYI0 mocnenoBateabHocTh VHCDR3 nmon SEQ ID NO: 3; u VL, conmepxaryro
aMUHOKHCIIOTHYI0 TocnenoBareabHocTh VLCDRI1 mox SEQ ID NO: 14, aMUHOKHCIOTHYIO
nocnenosatenbHocTs VLCDR2 nox SEQ ID NO: 15 1 aMMHOKHUCTIOTHYIO MOCJIE0BaTENIbHOCTD
VLCDR3 nox SEQ ID NO: 16;

(¢) VH, conepsxkamnyro aMUHOKUCIOTHYIO TocienosarenbHocTe VHCDRI nmox SEQ 1D
NO: 4, amunokucnotrayro nocienosarensbHocTh VHCDR2 moxg SEQ ID NO: 2 wu
aMUHOKHCIIOTHYI0 mocnenoBarenbHocTe VHCDR3 non SEQ ID NO: 3; u VL, conepxarmyro
aMUHOKHCIIOTHYIO0 TocnenoBarenbHocTh VLCDRI1 mox SEQ ID NO: 14, aMUHOKHUCIOTHYIO
nocnenosatenbHocTe VLCDR2 nox SEQ ID NO: 15 n aMMHOKHUCIIOTHYIO MOCJIE0BATENbHOCTD
VLCDR3 nox SEQ ID NO: 16; unu

(d) VH, conmepxamyro aMHHOKHUCIOTHYIO mnocienosareabHocTh VHCDRI1 mox SEQ ID
NO: 163, amunokuciotrnyw nociegosarenbHocts VHCDR2 nmoxg SEQ ID NO: 162 wu
aMUHOKHCIIOTHYI0 nocnenoBaTenbHocTh VHCDR3 non SEQ ID NO: 3; u VL, conepxaryro
aMuHOKHUCIOTHYHO nocnenosarenpHocTh VLCDRI1 nox SEQ ID NO: 14, aMUHOKUCIOTHYIO
nocinenosarenbHocTh VLCDR2 nox SEQ ID NO: 15 1 aMMHOKHCIOTHYIO NOCIEN0BATEIbHOCTD
VLCDR3 nox SEQ ID NO: 16.

B omHOM acriekte B TaHHOM JIOKYMEHTE pacKpbiTa KOMITO3UIIHS, COAepIKallas HECKOIbKO
MOJIEKYJI aHTUTeNa, KOTOpble CBs3bIBatOTCs ¢ aumepom CD73 dyenoBeka, MmpuueM yKa3aHHBIH
auMep cocTouT u3 nepBoro mMoHomepa CD73 u BToporo monomepa CD73, mpuuem Kaxabli
MOHOMEP COAEPKUT aMHHOKHCJIOTHYIO TOCJIEIOBATEIbHOCTh M3 OocTaTkoB 27-547 u3 SEQ ID
NO: 105 (Hanpumep Kaxablii MOHOMEP COCTOUT U3 AMHHOKHUCJIOTHOH MOCJIEIOBATEIBHOCTH MO
SEQ ID NO: 171), rne

(1) ecmu kaxkAasi U3 HECKOJBKUX MOJIEKYJI aHTHTEA COJAEPIKUT ONHMH M TOT K€ MEePBbIH
AHTUTCHCBS3BIBAIOIIMN JOMEH W OOWH W TOT K€ BTOPOH aHTUIEHCBS3BIBAIOIINI TOMEH, IO
Menbineir mepe 30%, 35%, 40%, 45%, 50%, 55%, 60%, 65%, 70%, 75%, unu 80% monekyn
aHTUTENla B YKAa3aHHOW KOMIIO3WIMH CBsi3bBarOTCA ¢ aumepom CD73 ¢ oOpasoBanuem
KOMIUIEKCA, I7le KaXKAbl U3 YKa3aHHBIX KOMIUIEKCOB COCTOUT U3 OJJHOM MOJIEKYJbl aHTHUTENA U
onHoro naumepa CD73, Hanpumep, Npu M3MEPEHUU C MPUMEHEHHEM 3KCKIIO3MOHHOM
xpomarorpaduu, U MPOLEHTHOE 3HAYSHHE MTONYHA0T MyTEM ONPENEeIeHUs] KOIUIECTBA MOJIEKYJT
aHTUTENa B KOMIUIEKCE IIO OTHOLIEHMIO K OOIIeMy KOJHMYECTBY MOJIEKYJl aHTUTENA,

ceszbBaromuxcsa ¢ CD73 (uwckiovasi HECBSI3aHHBIE MOJIEKYJIbl AHTHUTENA), HAIpHUMEp, Kak



48

OMNMCAaHO B puMepe 2; u

(i) Mosekyyia aHTUTENIAa TMPHU CBSI3BIBAHUU C OEJIKOM, COIEpKAIINM aMHUHOKHCJIOTHYIO
NOCJIEN0BaTENbHOCTD U3 ocTaTkoB 27-547 n3 SEQ ID NO: 105 (nanmpumep, GenkoM, COCTOSIIIUM
U3 aMUHOKHUCIOTHON nocnenoBaTenbHocTy nox SEQ ID NO: 171), obecnieunBaeT ymMeHbIIEHHE
CPEAHero ypoBHsI BOIOPOIHO-AelTepueBoro oomena mno ocratkam 368-387 uz SEQ ID NO: 105
B OoJibleit creneHu, yeM mo ocratkam 158-172, ocratkam 206-215 wnu ocratkam 297-309 wu3
SEQ ID NO: 105, Hanpumep, IMpU HCCIEAOBAHUM MOJIEKYJIBl aHTUTENA B BHUJE MOJEKYJIb
OMBAJICHTHOTO AaHTUTENlAa C TNPUMEHEHHEM MacC-CIeKTPOMETPUN BOAOPOAHO-IEHTEPHEBOrO
oOMeHa, HampuMmep, Kak OMHMCAHO B MpUMepe 2, HAMPUMEpP MAacC-CHEKTPOMETPHH BOIOPOIHO-
nerirepreBoro oOMeHa, mpoBoguMoOi ¢ oOMeHoM B TeueHue 1 munyThl npu pH 7-8 (Hanmpumep,
pH 7,5) u xoMHaTHOI TemIieparype.

B oxgHOM BapmaHTe OCYLIECTBIICHHS CBSI3bIBAHUE aHTUTENA OOECIIEUNBAET YMEHBIICHUE
CpeIHEero ypOBHSI BOJOPOIHO-IelTepreBoro oomMena o ocratkam 368-387 uz SEQ ID NO: 105
B Oonpmeli cremenu, yem mo ocratkam 158-172 w3 SEQ ID NO: 105. B omHOM BapuaHTe
OCYIIECTBIIEHHs] CBS3bIBAHUE AaHTUTENAa OOECIeYNMBAET YMEHBIICHWE CPEIHErO YPOBHS
BOIOpOAHO-AeHTepreBoro obmena mo ocrarkam 368-387 uz SEQ ID NO: 105 B Oomblueit
cTernieHy, 4em no ocratkam 206-215 u3 SEQ ID NO: 105. B ogqHOM BapuaHTe OCYILECTBICHMUS
CBSI3bIBAHME aHTUTENIA 00ECNIEUNBAET YMEHBIICHNE CPEJHETO YPOBHS BOIOPOIHO-IEHTEPHEBOTO
obmena mo octatkam 368-387 uz SEQ ID NO: 105 B Gonblueli cTeneHu, 4em 1o ocratkam 297-
309 u3 SEQ ID NO: 105. B ogHOM BapuaHTe OCYILECTBJEHMs CBSI3bIBAHHE AaHTUTENA
o0ecrieunBaeT yMEHbLICHHE CPEHEr0 YPOBHS BOIOPOMHO-IEHTEpHEeBOro oOMeHa 1Mo OCTaTKam
368-387 w3 SEQ ID NO: 105 B OGonbiueii crenenu, yem o ocrarkam 158-172 u3 SEQ ID NO:
105 u nmo ocratkam 206-215 u3z SEQ ID NO: 105. B ogHOM BapuaHTe OCYILECTBJICHMUS
CBSI3bIBAHHME AHTHUTENA 00ECIeYNBAET YMEHbIICHHE CPEIHErO YPOBHS BOAOPOAHO-AEHTEPUEBOTO
obmena o ocratkaM 368-387 uz SEQ ID NO: 105 B Gosblieii cTerneHu, 4eM 1Mo ocratkam 158-
172 u3 SEQ ID NO: 105 u mo ocrarkam 297-309 u3 SEQ ID NO: 105. B ogHom BapuaHTe
OCYILIECTBIICHHs] CBSI3bIBAHUE AaHTUTENa O0ECIeYMBaeT YMEHBIICHUE CPEIHEro YpPOBHS
BOIOPOOHO-AekTepreBoro oomena mo ocratkam 368-387 uz SEQ ID NO: 105 B Oounblueit
crereHn, 4yeM mo ocrarkam 206-215 uz SEQ ID NO: 105 u mo ocratkam 297-309 u3 SEQ ID
NO: 105. B ongHOM BapuwaHTe OCYIIECTBJICHHsS CBS3bIBAHUE AaHTUTENA OOECrednBaeT
yMEHbIIIEHNE CPEIHETO YPOBHS BOJOPOIHO-elTepreBoro odMeHa no ocratkam 368-387 uz SEQ
ID NO: 105 B Gonbiueii crernenn, yem o octatkam 158-172 u3 SEQ ID NO: 105, no ocratkam
206-215 u3 SEQ ID NO: 105 u o ocrarkam 297-309 u3z SEQ ID NO: 105.

B onHOM acriekTe B JaHHOM JOKYMEHTE pacKpbiTa KOMIIO3ULIMS, COAepIKallas HECKOJIbKO
MOJIEKYJI aHTUTENa, KOTOpble CBsi3bIBatOTCs ¢ AuMepoMm CD73 dyenoBeka, MpUuYeM yKa3aHHBIH
auMep cocTouT u3 nepsoro mMoHomepa CD73 u BTroporo moHomepa CD73, mpuuem Kaxabli
MOHOMEP COAEPKUT aMUHOKHCJIOTHYIO TMOCJIENOBATENbHOCTh M3 OCTaTKoB 27-547 u3 SEQ ID
NO: 105 (Hanpumep Kaxablii MOHOMEp COCTOUT U3 aMHUHOKHCIIOTHOH MOCIEIOBATEIBHOCTH MO
SEQ ID NO: 171), rne

(1) ecnu kaxxaass U3 HECKOJBKUX MOJIEKYJl aHTHTENA CONEPKUT OUH U TOT K€ IMEepPBbIi
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AHTUTEHCBA3BIBAIOIIUN AOMEH U OAUH M TOT K€ BTOPOM aHTUI€HCBS3bIBAIOLIMI JTOMEH, IO
MeHnbiuei mepe 30%, 35%, 40%, 45%, 50%, 55%, 60%, 65%, 70%, 75%, unu 80% monexkyn
aHTUTEJla B YKa3aHHOW KOMIIO3MIMU CBsi3biBalOTCs ¢ naumepom CD73 ¢ oOpasoBanuem
KOMIUIEKCA, I7le KaXKAbI U3 YKa3aHHBIX KOMIUIEKCOB COCTOUT U3 OJHOM MOJIEKYJbl aHTHUTENA U
onHoro naumepa CD73, Hanpumep, npu H3MEpPEeHUH C MPUMEHEHHEM OSKCKJIIO3MOHHOMN
XpomaTorpaduu, ¥ NPOLEHTHOE 3HAYSHNE MOJIYYAIOT IIyTeM OINPEAeSIeHNs] KOJIMUYECTBA MOJIEKYI
aHTUTENa B KOMIUIEKCE I10 OTHOUIEHHIO K OO0IeMy KOJWYeCTBY MOJIEKYJI aHTHUTENa,
ceszbiBaromuxcss ¢ CD73 (Wckiro4asi HECBSI3aHHBIE MOJIEKYJIbI AHTHTENA), HAMpHUMEp, Kak
OMNMCAHO B IpUMepe 2; U

(i) Monekyya aHTUTEJA TPH CBSI3BIBAHUU C OENKOM, COAEp KAIlMM aMHHOKHCIOTHYEO
NOCJIeIOBATENbHOCTD U3 ocTaTkoB 27-547 u3 SEQ ID NO: 105 (Hanmpumep, GeKoM, COCTOSIIUM
U3 aMHHOKHUCIIOTHOW mocnenoBaTenbHocTd mox SEQ ID NO: 171), obecnieunBaeT yMeHbIIEHHE
CpeIHEero ypOBHSI BOJOPOIHO-elTepreBoro oomena no ocratkam 158-172 u3z SEQ ID NO: 105
B Oonblneii crenenu, yeM mo ocratkam 206-215 uz SEQ ID NO: 105, no ocratkam 368-387 u3
SEQ ID NO: 105 unu no ocratkam 297-309 u3 SEQ ID NO: 105, nanpumep, rnpu uccieioBaHuN
MOJIEKYJIbl aHTUTENa B BHAE MOJEKYJIbl OWBAJIEHTHOIO AHTHTENa C TNPUMEHEHHEM Macc-
CHIEKTPOMETPUH BOAOPOIHO-AEHTEPHEBOr0 OOMEHa, HampuMep, KaK ONMHCAaHO B IMpHMeEpe 2,
HaIpuMep MacC-CIIEKTPOMETPHH BOIOPOAHO-AeHTepreBOro oOMeHa, MpOBOAUMON ¢ OOMEHOM B
teduenue | munytel npu pH 7-8 (manpumep, pH 7,5) u kOMHaTHOH Temneparype.

B oxgHOM BapmaHTe OCYLIECTBIEHHs CBSI3bIBAHHE aHTUTENA OOECIIeYNBAET YMEHbIICHNE
CpeIHero ypoBHsSI BOJOPOIHO-neHTepueBoro oomena nmo ocratkam 158-172 u3z SEQ ID NO: 105
B Oomnbimeii cremeHu, yem mo ocratkam 206-215 w3z SEQ ID NO: 105. B ogHOM BapuaHTe
OCYILIECTBJICHHs] CBsI3bIBAHUE AaHTUTENa OOeCleYrBaeT yMEHBIIEHHE CPEIHEro YpPOBHI
BOZIOPOIHO-AelTepueBoro obmena mo ocratkam 158-172 uz SEQ ID NO: 105 B Oombrueit
creneHy, 4eM o ocrarkam 368-387 uz SEQ ID NO: 105. B ogHOM BapuaHTe OCYILECTBIICHUS
CBSI3bIBAHME aHTUTENIa 00ECIIeUunBAeT YMEHBIICHNUE CPETHETO YPOBHS BOIOPOIHO-IEHTEPHEBOTO
obmena o ocratkam 158-172 u3z SEQ ID NO: 105 B Gosnbliieii cTeneHH, YeM Mo ocraTkam 297-
309 w3 SEQ ID NO: 105. B ogHOM BapuaHTe OCYILECTBJEHMs CBSI3bIBAHHE AaHTUTENA
o0ecrieynBaeT YMEHbLICHHE CPEIHEr0 YPOBHS BOAOPONHO-IEHTEepHEeBOro oOMeHa 1Mo OCTaTKam
158-172 u3 SEQ ID NO: 105 B Gonblieii crenenu, yeM o ocratkam 206-215 u3z SEQ ID NO:
105 u no ocratkam 368-387 u3z SEQ ID NO: 105. B omHOM BapuaHTe OCYILECTBJICHMUS
CBSI3bIBAHME aHTUTENIA 00ECNIEUNBAET YMEHBLICHNE CPEIHETO YPOBHS BOAOPOIHO-IEHTEPHEBOTO
obmena o octatkaM 158-172 u3z SEQ ID NO: 105 B Gosnblueii creneHu, 4em mo ocratkam 206-
215 u3 SEQ ID NO: 105 u no ocrarkam 297-309 uz SEQ ID NO: 105. B onHom BapuanTe
OCYIIECTBIIEHHsI CBS3bIBAHUE AaHTUTENAa OOECIeYMBAECT YMEHBLICHHE CpPEOHEro YpPOBHS
BOIOpOAHO-AeHTepreBoro obmena mo ocrarkam 158-172 w3z SEQ ID NO: 105 B Oomnblueit
creriedn, 4yeM mo ocratkaMm 368-387 uz SEQ ID NO: 105 u mo ocratkam 297-309 u3 SEQ ID
NO: 105. B omgHOM BapwaHTe OCYLIECTBJICHHS CBSI3bIBAHWE aHTHTENA OOeCrednBaeT
yMEHbIIEHNE CPEeHEr0 YPOBHs BOJOPOIHO- el TepreBoro odMena no ocratkam 158-172 uz SEQ

ID NO: 105 B Oonbiueii crenenu, yem no octatkam 206-215 uz SEQ ID NO: 105, nmo ocratkam
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368-387 u3 SEQ ID NO: 105 u o ocratkam 297-309 u3 SEQ ID NO: 105.

B onHOM acniekTe B JaHHOM IOKYMEHTE pacKpbiTa KOMIIO3ULMS, COAep Kallas HECKOIbKO
MOJIEKYJI aHTUTENa, KOTOpble CBs3bIBalOTCs ¢ aumepoMm CD73 yenoBeka, mpUyYeM yKa3aHHBIN
auMmep coctouT u3 nepsoro moHomepa CD73 u Broporo moHomepa CD73, mpuyem Kaxabli
MOHOMEP COAEPKUT aMUHOKHCJIOTHYIO IMOCJIENOBATENbHOCTh M3 OCTaTKOB 27-547 u3 SEQ ID
NO: 105 (Hanpumep Kaxablii MOHOMEp COCTOUT U3 aMUHOKUCJIOTHOMN MOCJIE0BATENbHOCTU MO
SEQ ID NO: 171), rne

(1) ecnu KaxAask M3 HECKOJBKUX MOJIEKYJl aHTHTENIA CONEP’KUT OJUH U TOT K€ MEPBbI
AHTUTEHCBSA3BIBAOIUN AOMEH U OJUH M TOT K€ BTOPOH AaHTUIEHCBSI3bIBAIOIIUI JTOMEH, IO
Menbineir mepe 30%, 35%, 40%, 45%, 50%, 55%, 60%, 65%, 70%, 75%, wnu 80% monexkyn
aHTUTEJla B YKAa3aHHOW KOMIIO3WMIMU CBsi3biBalOTCs ¢ naumepom CD73 ¢ oOpasoBaHueM
KOMIUIEKCA, I7le KaXAbIH U3 YKa3aHHBIX KOMIUIEKCOB COCTOUT U3 OJHOM MOJIEKYJbl aHTHUTENA U
onHoro numepa CD73, Hanpumep, Npu H3MEpEeHUU C MPUMEHEHHEM 3KCKIIIO3MOHHOM
Xpomarorpaduu, U MPOLEHTHOE 3HAYSHHE MOJYYAOT MyTEM OIPEEIeHUs] KOJIUIECTBA MOJIEKYJT
aHTHUTENa B KOMIUIEKCE IO OTHOUIEHHIO K OOIIEeMy KOJWYECTBY MOJIEKYJ AaHTHUTENa,
cesspBaromuxcss ¢ CD73 (uwckimovasi HECBSI3aHHBIE MOJIEKYJIbl AHTHTENA), HAMPHMEpP, Kak
OMNMCAaHO B MpuMepe 2; u

(11) Monekyna aHTuTeNa OOECIIEUYNBAECT YMEHbIIEHHE YPOBHS BOAOPOAHO-IEHTEPHUEBOTO
oOMeHa B OFHONH WJIM HECKOJBKUX o00nacTax Oenka, CoAepKalero AaMHHOKUCIOTHYIO
MOCJIEIOBATENBHOCTD M3 ocTaTkoB 27-547 u3 SEQ ID NO: 105 (Hanmpumep, Oenka, COCTOSIIErO
U3 aMUHOKHCIOTHOH nocienosarenbHocTd nox SEQ ID NO: 171), npu ero cBsA3bIBaHHHM, NPH
5TOM OJIHAa MJIM HECKOJBbKO obOyactel BbIOpaHBI U3 TPYIIIbI, COCTOAIIEH u3 octaTkoB 158-172,
ocratkoB 206-215, ocrarkoB 368-387 u ocratkoB 87-104 u3 SEQ ID NO: 105, mpu stom
o0nacTh, XapakTepU3YIOMIAsACs HAuOONBIINM YMEHbLUIEHHEM CPEIHEro YPOBHS BOIAOPOIHO-
AelTepueBoro oOMeHa Cpeau OJHOH MM HECKOJbKUX oOslacTeil, He NpencTaBisieT coOoi
ocratku 206-215 uz SEQ ID NO: 105, nanpumep, Nnpu UCCIEIOBAHUH MOJIEKYJIbI aHTUTENA B
BUZ€ MOJIEKYJIbI OMBAJICHTHOTO AHTUTENA C NMPUMEHEHHEM MAacC-CIIEKTPOMETPUH BOIOPOIHO-
nerrepreBOro oOMeHa, HarmpuMep, Kak OMHCAHO B MPUMeEpe 2, HAIPUMEP MacC-CIeKTPOMETPHH
BOJIOPOJHO-IEHTEpHUEBOro 0OMeHa, MPOBOANMOM ¢ 0OMeHOM B TeueHue 1 MuHyThl ipu pH 7-8
(marmpumep, pH 7,5) u KOMHaTHOH TeMmepaType.

B onHOM acriekTe B JaHHOM JIOKyMEHTE pacKpbiTa KOMIIO3ULIMS, COAepIKallas HECKOJIbKO
MOJIEKYJI aHTUTeNa, KOTOpble CBs3bIBatOTCs ¢ aumepoM CD73 yenoBeka, mpUueM yKa3aHHBIN
auMep cocTouT u3 nepsoro moHomepa CD73 u BToporo moHomepa CD73, mpuuem Kaxabli
MOHOMEP COAEPKUT aMUHOKHCJIOTHYIO TMOCJIENOBATEIbHOCTh M3 OcTaTkoB 27-547 u3 SEQ ID
NO: 105 (Hanpumep Kaxxablii MOHOMEP COCTOUT U3 AMHHOKHCJIOTHOH MOCIIENOBATEIBHOCTH MO
SEQ ID NO: 171), rne

(1) ecnu Kaxxaasi U3 HECKOJBKUX MOJIEKYJl aHTHTENA CONEPKUT OAUH U TOT )K€ IMEepPBbIi
AHTUTEHCBSA3BIBAIOIIUN AOMEH U OUH M TOT K€ BTOPOM aHTUICHCBS3bIBAIOLIMI JIOMEH, IO
MeHnbluel mepe 30%, 35%, 40%, 45%, 50%, 55%, 60%, 65%, 70%, 75%, unu 80% monekyn

aHTUTENla B YKa3aHHOW KOMIIO3WIHMM CBsi3bBarOTCA ¢ aumepom CD73 ¢ oOpasoBanuem
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KOMIUIEKCA, I7le KaXKAbIH U3 YKa3aHHBIX KOMIUIEKCOB COCTOUT U3 OJJHOM MOJIEKYJbl aHTHUTENA U
onHoro numepa CD73, Hanpumep, Npu H3MEpEHUU C MPUMEHEHHEM 3KCKJIIO3MOHHOM
xpomarorpaduu, U MPOLEHTHOE 3HAYEHHE MTONYHAIOT MyTEM OINPENEeIeHUs] KOJMIECTBA MOJIEKYJT
aHTUTENa B KOMIUIEKCE IIO OTHOLIEHMIO K OOIIeMy KOJMYECTBY MOJIEKYJl aHTUTENA,
ceszbBaromuxcsa ¢ CD73 (uwckiodasi HeCBSI3aHHBIE MOJIEKYJIbl AHTHUTENA), HANpUMeEp, Kak
OMMCAHO B IIpuMepe 2; u

(i1) Monekyyna aHTHTeJIAa TPU CBA3BIBAHUM C OENKOM, COAEpKAIUM AMHHOKUCJIOTHYEO
NIOCJIeIOBATENbHOCTD U3 OcTaTKOB 27-547 u3 SEQ ID NO: 105 (Hampumep, GeTKOM, COCTOSIIIAM
U3 aMUHOKHCIOTHOU mocnenoBarenbHocTH nmon SEQ ID NO: 171), mpuBOIUT K CHIIKEHHIO
CPEIHero YpOBHSI BOJAOPOAHO-IEHTEPUEBOro OOMEHa, COCTaBJSoIEeMy Ooyiee 4eM, Harmpumep,
0,02, 0,03, 0,04, 0,05 nwiau 0,06 Jla Ha ocratok, mo ocratrkam 368-387 u3 SEQ ID NO: 105,
HarpuMep, MPH UCCICIOBAHUN MOJIEKYJIbI AHTHTENA B BUAE MOJIEKYJIbl OMBAJIEHTHOTO aHTHUTENA
C TPUMEHEHHEM MAacCC-CIIEKTPOMETPUH BOAOPOAHO-IEHTEpUEeBOro OOMEHa, HampuMmep, Kak
OMHCAaHO B TMpHMEpe 2, HaNpUMep MacC-CHEKTPOMETPHU BOAOPOIHO-AEHTEPHEBOTO OOMEHa,
npoBOAUMOI ¢ oOMeHOM B TeueHne | muHyThl npu pH 7-8 (mampumep, pH 7,5) n xomHaTHOH
TeMIieparype.

B onHOM acrniekTe B JaHHOM JIOKyMEHTE pacKpbiTa KOMIIO3UIIMS, COAeprKallas HECKOIbKO
MOJIEKYJI aHTUTENa, KOTOpble CBs3bIBatOTCs ¢ auMmepoM CD73 yenoBeka, MpUyYeM yKa3aHHBIN
auMep cocTouT u3 nepsoro mMoHomepa CD73 u BToporo moHomepa CD73, mpudem Kaxabli
MOHOMEP COAEPKUT aMUHOKHCJIOTHYIO TMOCJIENOBATENbHOCTh M3 OcTaTkoB 27-547 u3 SEQ ID
NO: 105 (Hanpumep Ka>kablii MOHOMEP COCTOUT U3 aMHUHOKHCIIOTHOH MOCNIEIOBATEIBHOCTH O]
SEQ ID NO: 171), rne

(1) ecnu kaxxaass U3 HECKOJBKUX MOJIEKYJl aHTHUTENA CONEPKUT OJUH U TOT K€ IMEepPBbIi
AQHTUTEHCBA3BIBAIOIIUN AOMEH U OAUH M TOT K€ BTOPOM AaHTUICHCBS3BIBAIOLIMNI TOMEH, IO
menbineit mepe 30%, 35%, 40%, 45%, 50%, 55%, 60%, 65%, 70%, 75%, umu 80% MoJexy
aHTUTENla B YKa3aHHOW KOMIIO3WIMU CBsi3biBalOTCs ¢ aumepom CD73 ¢ oOpasoBaHueM
KOMIUIEKCa, I7ie KXAbIH U3 yKa3aHHBIX KOMIUIEKCOB COCTOUT M3 OJHOM MOJIEKYJIbl aHTHUTENA U
onHoro numepa CD73, Hanpumep, mNpu H3MEpPEHUU C TMPUMEHEHHEM 3KCKIIFO3MOHHOM
Xpomarorpaduu, U MPOLEHTHOE 3HAYSHHE MOJYYAOT MyTEM OIPEEIeHUs] KOJIUYECTBA MOJIEKYJT
aHTHUTEa B KOMIUIEKCE IO OTHOUICHHIO K OOIIEeMy KOJHYECTBY MOJIEKYJl aHTHUTENA,
cesaspBaromuxcss ¢ CD73 (Wckimrovast HECBSI3aHHBIE MOJIEKYJIbl AHTHTENA), HAMpUMEp, Kak
OMNMCAaHO B puMepe 2; u

(i1) Monekyna aHTHTENAa NPU CBA3BIBAHUH C OEJIKOM, COIEPKAIUM aMHHOKHCIIOTHYIO
NOCJIEIOBATENBbHOCTD U3 ocTaTkoB 27-547 u3 SEQ ID NO: 105 (manmpumep, GeKoM, COCTOSIIIUM
U3 aMUHOKHCIOTHOW mocnenoBarenbHocTH nog SEQ ID NO: 171), npuBOOUT K CHHXKEHHIO
CPEIHEro YPOBHsS BOIOPOAHO-AEHTEPHEBOro 0OMEHA, COCTABIISIOIIEMY MEHee ueM, Harpumep,
0,05, 0,04, 0,03 unu 0,02 Jla Ha octatok, o ocrtatkam 206-215 uz SEQ ID NO: 105, nanpumep,
IPU HCCIEAOBAHUHM MOJIEKYJIbl AHTUTENA B BHAE MOJIEKYJbI OWBAJEHTHOIO aHTHTENA C
INPUMEHEHUEM MAacC-CIIEKTPOMETPUH  BOJOPOAHO-AEUTEpHUEBOro OOMEHa, HampuMmep, Kak

OMUCAaHO B TpHMEpE 2, HapUMep MacC-CHeKTPOMETPHUU BOAOPOIHO-IEHTEPUEBOro OOMEHa,
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npoBOAUMOI ¢ oOMeHOM B TeueHne | munyThl npu pH 7-8 (mampumep, pH 7,5) n xomMHaTHOH
TeMIiepartype.

B onHOM acnekTe B JaHHOM JIOKYMEHTE pacKpbiTa KOMIIO3ULMS, COAepIKallas HECKOIbKO
MOJIEKYJI aHTUTENa, KOTOpble CBs3bIBAlOTCS ¢ auMmepoMm CD73 yenoBeka, mpUyYeM yKa3aHHBIN
auMmep coctouT u3 nepsoro moHomepa CD73 u Broporo moHomepa CD73, mpuyem Kaxabli
MOHOMEpP COZAEPKHUT aMUHOKHCJIOTHYIO IMOCJIENOBATENIbHOCTh U3 OCcTaTkoB 27-547 uz SEQ ID
NO: 105 (Hanpumep Kaxablii MOHOMEP COCTOUT U3 aMUHOKUCJIOTHOMN MOCJIE0BATENbHOCTU 1O
SEQ ID NO: 171), rne

(1) ecnu KaxxAask U3 HECKOJBKUX MOJIEKYJl aHTHTENA CONEP’KUT OJUH U TOT K€ MEepPBbI
AHTUTEHCBSA3BIBAOIIUN AOMEH U OJUH M TOT K€ BTOPOI aHTUI€HCBS3bIBAIOLINII JIOMEH, IO
Menbineir mepe 30%, 35%, 40%, 45%, 50%, 55%, 60%, 65%, 70%, 75%, wnu 80% monexkyn
aHTUTENla B YKAa3aHHOW KOMIIO3WIMU CBsi3bIBalOTCs ¢ naumepom CD73 ¢ oOpasoBanuem
KOMIUIEKCA, I7le KaXAbIH U3 YKa3aHHBIX KOMIUIEKCOB COCTOUT U3 OJHOM MOJIEKYJbl aHTHUTENa U
onHoro numepa CD73, Hanpumep, Npu H3MEpEHUU C MPUMEHEHHEM 3KCKIIIO3MOHHOM
xpomarorpaduu, U MPOLEHTHOE 3HAYSHHE MOJIYHAOT MyTEM OIPENEIeHUs] KOJINIECTBA MOJIEKYJT
aHTHUTENa B KOMIUIEKCE IO OTHOUIEHHIO K OOIIeMy KOJWYEeCTBY MOJIEKYJ AaHTUTENa,
cesspBaromuxcss ¢ CD73 (uwckimo4asi HECBSI3aHHBIE MOJIEKYJIbI AHTHTENA), HAMPHUMEpP, Kak
OMNMCAaHO B puMepe 2; u

(11) MOJIeKyIa aHTHUTENA CBSI3bIBAETCS C MO MEHbBIIEH Mepe OJHHUM, ABYMsI, TPEMs MU
YeThIPbMs OCTaTKaMH B npepenax ocratkoB 158-172 u3z SEQ ID NO: 105, w/unu ¢ no MeHbIuei
Mepe OIHHUM, ABYMsl, TPEMsl, YETBIPbMsI WIIH IISITBIO OCTaTKaMU B Ipenesax octatkos 200-215 us
SEQ ID NO: 105.

B onHOM acniekTe B JaHHOM JOKYMEHTE pacKpbiTa KOMIIO3ULIMS, COAEpIKallas HECKOIbKO
MOJIEKYJI aHTUTeNa, KOTOphle CBsi3bIBalOTCA ¢ auMepoM CD73 uenoseka, mpudeM yKa3aHHbBIN
auMep cocTouT u3 mepsoro MoHomepa CD73 u Broporo moHomepa CD73, mpuuem kaskablit
MOHOMEP COAEPKUT aMHHOKHCJIOTHYIO TOCJIEIOBATEIbHOCTh U3 OocTaTkoB 27-547 u3 SEQ ID
NO: 105 (Hanpumep KaxIblii MOHOMEpP COCTOUT U3 aMUHOKHCJIOTHON MOCIEIOBATEIbHOCTH MO
SEQ ID NO: 171), rne

(1) ecnu Kakaask U3 HECKOJBKUX MOJIEKYJl aHTHTENA CONEPIKUT OJUH U TOT )K€ MEPBbIM
AHTUTEHCBSA3BIBAIOIUN AOMEH U OAUH M TOT K€ BTOPOM aHTUIEHCBS3bIBAIOLIMKI JIOMEH, IO
Menbineir mepe 30%, 35%, 40%, 45%, 50%, 55%, 60%, 65%, 70%, 75%, wnu 80% momnexkyn
aHTUTENla B YKAa3aHHOW KOMIIO3WIHMU CBsi3biBalOTCs ¢ naumepom CD73 ¢ oOpasoBanuem
KOMIUIEKCa, I7le KaXAblH U3 yKa3aHHBIX KOMIUIEKCOB COCTOUT U3 OJJHOM MOJIEKYJbl aHTHUTENA U
onHoro numepa CD73, Hanpumep, Npu H3MEpEHUU C MPUMEHEHHEM 3KCKIJIIO3MOHHOM
xpomarorpaduu, U MPOLEHTHOE 3HAYEHHE TOYYaAr0T MyTEM OINpPENesIEHUs] KOJINYECTBA MOJIEKYJT
aHTUTENa B KOMIUIEKCE IO OTHOUICHHIO K OOIIEeMy KOJHMYECTBY MOJIEKYJl aHTUTENA,
cessbBaromuxcss ¢ CD73 (uwckimovasi HECBSI3aHHBIE MOJIEKYJIbl AHTHTENA), HAMPHUMEpP, Kak
OMNMCAaHO B puMepe 2; u

(11) MOJIEKyJ1a aHTUTENa UHTUOHUpyeT (bepMeHTaTUBHYIO AKTUBHOCTb

meMmOpaHocsizanHOro CD73 uesnoBeka Ha 1o MeHbIneH Mepe nmpudmsuTensHo 60%, 70%, 80%,
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i 90%, HanpuMmep, MPU HCCIEAOBAHUN MOJIEKYJIbl aHTHTENA B BUAE MOJEKYJIbl OMBaJIEHTHOTO
a"TuTena ¢ npumeHeHneM moaupuuuposanHoro aHanusa Cell Titer Glo (CTG), nanpumep, kak
ONMCaHo B npumepe 1.

B ogHOM acnekTe B JaHHOM IOKYMEHTE pacKpbiTa KOMIIO3ULIMS, COAEpIKallas HECKOIbKO
MOJIEKYJI aHTUTENa, KOTOpble CBs3bIBAKOTCS ¢ aumepom CD73 yenoBeka, mpUyYeM yKa3aHHBIN
auMep cocTouT u3 mepsoro MoHomepa CD73 u BToporo moHomepa CD73, mpuuem Kakabli
MOHOMEpP COZEPKUT aMUHOKHCJIOTHYIO IOCJIENOBATEeNbHOCTh U3 OCTaTKoB 27-547 uz SEQ ID
NO: 105 (Hanpumep KaxIblii MOHOMEpP COCTOUT U3 aMUHOKHCJIOTHON MOCJIEOBATEIbHOCTH MO
SEQ ID NO: 171), rne

(1) ecnu KaxAask U3 HECKOJBKUX MOJIEKYJl aHTHTENA COAEPIKUT OIUH U TOT K€ MEepBbIN
AHTUTEHCBSA3BIBAOIIUN AOMEH U OAUH M TOT K€ BTOPOM aHTUICHCBS3bIBAIOLIMI JIOMEH, IO
Menbineir mepe 30%, 35%, 40%, 45%, 50%, 55%, 60%, 65%, 70%, 75%, unu 80% monexkyn
aHTUTENla B YKAa3aHHOW KOMIIO3WIHMU CBsi3biBatOTCsA ¢ numepom CD73 ¢ oOpasoBaHuem
KOMIUIEKCa, I7le KaXAbl U3 YKa3aHHBIX KOMIUIEKCOB COCTOUT U3 OJJHOM MOJIEKYJbl aHTHUTENA U
onHoro numepa CD73, Hanpumep, Npu H3MEpEHUU C MPUMEHEHHEM 3KCKJIIO3MOHHOM
Xxpomarorpaduu, U MPOLEHTHOE 3HAYSHHE MOJyHAOT MyTEM OIPENEeIeHUs] KOJIUIECTBA MOJIEKYJT
aHTHUTENa B KOMIUIEKCE IO OTHOLICHWIO K OOLIeMy KOJHYECTBY MOJIEKYJI AaHTUTENA,
cesspBaromuxcss ¢ CD73 (uwckimo4asi HECBSI3aHHBIE MOJIEKYJIbl AHTHTENA), HAIPHUMEpP, Kak
OMNMCAaHO B puMepe 2; u

(1) Monekyja aHTUTENa COINEpPKUT BapualenbHyr oOjacte Tspkenod nenu (VH),
cozeprKaiyr aMMHOKUCIOTHYI0 nocnenoBaTenbHocTe GGLYGSGSYLSDFDL onpenenstoiueit
KoMIuieMeHTapHOCTh obnactu 3 Tskenoit nenu (VHCDR3) (SEQ ID NO: 37).

B onHOM acniekTe B JaHHOM JJOKYMEHTE pacKpbiTa KOMIIO3ULMS, COAEpIKallas HECKOIbKO
MOJIEKYJI aHTUTeNa, KOTOphle CBsi3bIBalOTCA ¢ aAuMepoM CD73 uenoseka, mpudeM yKa3aHHbBIN
auMep cocTouT u3 mepsoro MoHomepa CD73 u Broporo moHomepa CD73, mpuuem kaskablit
MOHOMEP COAEPKUT aMHHOKHCJIOTHYIO TOCJIEIOBATEIbHOCTh U3 OocTaTkoB 27-547 u3 SEQ ID
NO: 105 (Hanpumep KaxIblii MOHOMEpP COCTOUT U3 aMUHOKHCJIOTHON MOCJIEOBATEIbHOCTH MO
SEQ ID NO: 171), rne

(1) xaxmast U3 MOJIEKYJl aHTHTEJIa BO MHOXKECTBE COIEPIKHT OAMH M TOT K€ IMEPBBIA
AHTUTEHCBSA3BIBAIOIUN AOMEH U OAUH M TOT K€ BTOPOM aHTUIEHCBS3bIBAIOLIMKI JIOMEH, IO
Menblneir mepe 30%, 35%, 40%, 45%, 50%, 55%, 60%, 65%, 70%, 75%, unu 80% monekyn
aHTUTENla B YKAa3aHHOW KOMIIO3WIHMU CBsi3biBalOTCs ¢ naumepom CD73 ¢ oOpasoBanuem
KOMIUIEKCa, I7le KaXAbIH U3 yKa3aHHBIX KOMIUIEKCOB COCTOUT U3 OJJHOM MOJIEKYJbl aHTHUTENA U
onHoro numepa CD73, Hanpumep, Npu H3MEpEHUU C MPUMEHEHHEM 3KCKIJIIO3MOHHOM
xpomarorpaduu, U MPOLEHTHOE 3HAYEHHE MOTYYArOT MyTEM OINPENeIEHUs] KOIUYECTBA MOJIEKYJT
aHTUTENa B KOMIUIEKCE IO OTHOLIEHHIO K OOIIEeMy KOJHMYECTBY MOJIEKYJl AaHTUTENA,
cessbBaromuxcss ¢ CD73 (uwckimovasi HECBSI3aHHBIE MOJIEKYJIbl AHTHTENA), HAMPHUMEpP, Kak
OMNMCAaHO B puMepe 2; u

(11) MOJIeKyJIa aHTHTENA COEPIKUT:

(a) BapuabenbHyro obsacth TspKenol wenu (VH), comepskamyr aMHHOKHCIOTHYIO
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nocienoBaTebHOCTh X X2AMS onpenensromel KOMIUIEMEHTAPHOCTb 001acTH 1 TspKenoi nenu
(VHCDR1) (SEQ ID NO: 88), rne X; npexacrasisier coboi R, Y wimu S, u X, npeacrasisier
coboit Y wmmu N; amumHokuciotHyro mnocienoBarenbHOCTh XIXoGX3GX4XsTYYADSVKG
VHCDR2 (SEQ ID NO: 89), roe X; npencrasnser coboit A wnu S, X, npencrasnser coOoit S
wiu T, X3 mpencraensier coboit S wnu T, X4 mpencrasnsier cobori M, G wimu S, u Xs
npeacrasasier coboit N, S, L wmm Y, ¥ aMHUHOKHCIOTHYK TOCJIEA0BATEIbHOCTD
GGLYGSGSYLSDFDL VHCDR3 (SEQ ID NO: 37); u

(b) BapuabGenpHyro oOnacte Jnerkoir uenu (VL), comepkamyrd aMHHOKHCIOTHYEO
nocienosatebHOCTb RASQSVGSNLA omnpenenstoieit KoMImieMeHTapHOCTh obsactu 1 Jerkoit
uenu (VLCDR1) (SEQ ID NO: 48); amuHokucioTHyr mnocienosarebHOCTh GASTRAT
VLCDR2 (SEQ ID NO: 49); u amuHOKMCIOTHYHO mnocienosareabHocTh QQHNAFPYT
VLCDR3 (SEQ ID NO: 50).

B omHOM acriekTe B JaHHOM JOKYMEHTE PACKPBITA KOMITO3ULIHSI, COMEpIKaIIasi HECKOJIBKO
MOJIEKYJI aHTUTeNa, KOTOpble CBsi3biBatoTCsl ¢ AuMepoM CD73 wyenoBeka, NMpuUueM yKa3aHHBIN
auMep cocTouT u3 nepsoro moHomepa CD73 u BToporo moHomepa CD73, mpudem Kaxabli
MOHOMEP COAEPKUT aMUHOKHCJIOTHYIO TOCJIENOBATEIbHOCTh M3 OocTaTkoB 27-547 u3 SEQ ID
NO: 105 (Hanpumep Kaxablii MOHOMEp COCTOUT U3 AMHUHOKHUCJIOTHOM MOCJIEOBATEIBHOCTH MO
SEQ ID NO: 171), rne

(1) ecnmu Kaxxmask U3 HECKOJBKUX MOJIEKYJl aHTHTENA CONEPKUT OAUH U TOT )K€ MEPBbI
AHTUTCHCBSA3BIBAIOIIMN JAOMEH W OAUH U TOT K€ BTOPOM aHTUIEHCBS3BIBAIOLINI JJOMEH, IO
Menbluei mepe 30%, 35%, 40%, 45%, 50%, 55%, 60%, 65%, 70%, 75%, unu 80% monekyn
aHTUTENla B YKa3aHHOW KOMIIO3MIMU CBsi3biBalOTCs ¢ aumepom CD73 ¢ oOpasoBanuem
KOMILIEKCA, I7I€ KaKIAbIH M3 YKa3aHHBIX KOMIUIEKCOB COCTOUT U3 OIHOM MOJIEKYJIbl aHTUTENA U
ogHoro numepa CD73, Hampumep, NpU H3MEPEHUH C NPUMEHEHHEM HKCKIO3UOHHOM
XpomaTorpaduu, ¥ NPOLEHTHOE 3HAUSHHUE MOJIYYAIOT IyTeM OINpPEAeNeHNs] KOJIMYeCTBA MOJIEKY.I
aHTHUTENa B KOMIUIEKCE IO OTHOLICHHIO K OOIIeMy KOJHMYECTBY MOJIEKYJl aHTUTENA,
cesizbBaromquxcss ¢ CD73 (uWckiro4asl HECBSI3aHHBIE MOJIEKYJIbI AHTHTENA), HAMpHMEp, Kak
OMNMCAaHO B puMepe 2; u

(1) MOJIEKyJ1a aHTHTENA COOEPIHKHUT:

(a) VH, conepskamnyro aMUHOKUCIOTHYIO TocienosatenbHocTe VHCDRI nmox SEQ ID
NO: 38, amunokucnotHyro mnocienosaresbHocte VHCDR2 mog SEQ ID NO: 36 wu
amuHokucyoTHyo nocienosarenbHocTe VHCDR3 moxg SEQ ID NO: 37; u VL, conepxaryto
aMUHOKHCIIOTHYIO0 TocnenosarenbHocTe VLCDR1 mog SEQ ID NO: 48, aMUHOKHCIIOTHYIO
nocnenosatenbHocTe VLCDR2 nox SEQ ID NO: 49 1 aMMHOKHUCTIOTHYIO MOCJIE0BATENbHOCTD
VLCDR3 nox SEQ ID NO: 50;

(b) VH, conmepxamyro aMHHOKHUCIOTHYIO nocnenosareabHocTe VHCDRI1 mox SEQ ID
NO: 72, amunokucnotHyro mnociegosarenbHoct VHCDR2 mon SEQ ID NO: 71 u
aMuHOKHCNOTHYIO nocinenosarenbHocTe VHCDR3 nmoa SEQ ID NO: 37; u VL, conepxaruy:o
aMUHOKHCIIOTHYI0 mocnenoBarenbHocTh VLCDRI1 mox SEQ ID NO: 48, aMUHOKUCIOTHYIO

nocnenosaTenbHocTe VLCDR2 nox SEQ ID NO: 49 n aMMHOKUCTIOTHYIO NOCIEA0BATENbHOCTD
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VLCDR3 nox SEQ ID NO: 50;

(c) VH, coxepskamnyro aMUHOKUCIOTHYIO TiocienoBatenbHocTe VHCDRI1 mox SEQ ID
NO: 38, amunokucnotHyro nocienosaresbHocth VHCDR2 nmoxg SEQ ID NO: 71 wu
amuHokucyoTHyto nocnenosarenbHocTs VHCDR3 noa SEQ ID NO: 37; u VL, conepxkamyro
amMuHOKHUCIOTHYO nocnenosarenpHocTe VLCDRI1 moa SEQ ID NO: 48, aMUHOKHCIOTHYIO
nociaenosarenbHocTh VLCDR2 nox SEQ ID NO: 49 1 aMMHOKHCIIOTHYIO NOCIIEN0BATEIbHOCTD
VLCDR3 nox SEQ ID NO: 50;

(d) VH, conmepxkainyro aMHHOKHUCIOTHYI0 mnocienoareabHocts VHCDR1 mox SEQ ID
NO: 137, amunokuciotrnyro mnocinegosatenbHoctb VHCDR2 moxg SEQ ID NO: 136 wu
amuHokucyoTHyo nocienosarenbHocTh VHCDR3 moxg SEQ ID NO: 37; u VL, conepxaruy:o
aMUHOKHCIIOTHYIO0 TocnenoBarenbHocTh VLCDRI1 mox SEQ ID NO: 48, aMUHOKHUCIOTHYIO
nocnenosatenbHocTs VLCDR2 nmox SEQ ID NO: 49 n aMMHOKHMCIOTHYIO MOCJIE0BATENbHOCTD
VLCDR3 nox SEQ ID NO: 50;

(e) VH, conepskamyro aMUHOKUCIOTHYIO TocienosarenbHocTe VHCDRI nmox SEQ 1D
NO: 137, amumnokuciotrnyro mnociegosarenbHocts VHCDR2 moxg SEQ ID NO: 146 wu
aMUHOKHCIIOTHYIO miocienosarenbHocTe VHCDR3 nox SEQ ID NO: 37; u VL, comepkarnyro
aMUHOKHCIIOTHYIO0 TocnenoBarenbHocTh VLCDRI1 mox SEQ ID NO: 48, aMUHOKUCIOTHYIO
nocnenosatenbHocTe VLCDR2 nox SEQ ID NO: 49 n aMMHOKHUCTIOTHYIO MOCJIE0BATENbHOCTD
VLCDR3 nox SEQ ID NO: 50; wnn

(f) VH, conepskamnyro aMHHOKUCIOTHYIO nocienoBarenbHocte VHCDR1 mon SEQ ID
NO: 137, amunokuciotrnyw nociaeaosarenbHocts VHCDR2 nmoxg SEQ ID NO: 154 wu
amuHokucyoTHyto nocinenosaresbHocTh VHCDR3 noa SEQ ID NO: 37; u VL, conepxaruyto
aMuHOKHUCIOTHYHO nocnenosarenpHocTh VLCDRI noxg SEQ ID NO: 48, aMUHOKHCIOTHYIO
nocinenosarenbHocTh VLCDR2 nox SEQ ID NO: 49 1 aMMHOKHCIOTHYIO MOCIEN0BATEIbHOCTD
VLCDR3 nox SEQ ID NO: 50.

B onHOM acriekte B TaHHOM JOKYMEHTE pacKpbiTa KOMITO3UIIHS, COAepIKallas HECKOIbKO
MOJIEKYJI aHTUTeNa, KOTOpble CBs3bIBatOTCS ¢ auMmepoMm CD73 yenoBeka, mpuueM yKa3aHHBIN
auMep cocTouT u3 nepBoro mMoHomepa CD73 u BToporo monomepa CD73, mpuuem Kaxabli
MOHOMEP COAEPKUT aMHHOKHCJIOTHYIO TOCJIEIOBATEIbHOCTh M3 OocTaTkoB 27-547 u3 SEQ ID
NO: 105 (Hanpumep Kaxxablii MOHOMEP COCTOUT U3 AMHUHOKHCJIOTHOH MOCIEN0BATEIBHOCTH MO
SEQ ID NO: 171), rne

(1) ecmu kaxkAasi U3 HECKOJBKUX MOJIEKYJI aHTHTEA COJAEPIKUT ONHMH M TOT K€ MEePBbIH
AHTUTEHCBA3BIBAIOIIUN AOMEH U OAUMH M TOT K€ BTOPOM aHTUIEHCBS3bIBAIOLIMI JIOMEH, IO
Menbineir mepe 30%, 35%, 40%, 45%, 50%, 55%, 60%, 65%, 70%, 75%, unu 80% monekyn
aHTUTEJla B YKAa3aHHOW KOMIIO3WIHU CBsi3bIBalOTCs ¢ naumepom CD73 ¢ oOpasoBanuem
KOMIUIEKCA, I7le KaXKAblH U3 YKa3aHHBIX KOMIUIEKCOB COCTOUT U3 OJJHOM MOJIEKYJbl aHTHUTENA U
onHoro naumepa CD73, Hanpumep, Npu M3MEPEHUU C MPUMEHEHHEM 3KCKIIO3MOHHOM
xpomarorpaduu, U MPOLEHTHOE 3HAUSHHE TOYYarOT MyTEM OIPENeIeHUs] KOIUYECTBA MOJIEKYJT
aHTUTENa B KOMIUIEKCE IIO OTHOLIEHMIO K OOIIeMy KOJHMYECTBY MOJIEKYJl aHTUTENA,

ceszbBaromuxcsa ¢ CD73 (uwckiovasi HECBSI3aHHBIE MOJIEKYJIbl AHTHUTENA), HAIpHUMEp, Kak
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OMNMCAaHO B puMepe 2; u

(1) Momekyna aHTUTENa COIEPKUT BapuadenpHyr obmacte Tspkenod nemun (VH),
COZleprKaIIYy0 aMUHOKHUCIOTHYI mnocnenoBareabHocTh ESQESPYNNWEDP onpenenstoiueit
KOMIUIeMeHTapHOCTh obnactu 3 Tskenoit nenu (VHCDR3) (SEQ ID NO: 3).

B oxgHOM acrniekTe B JaHHOM JOKYMEHTE PACKPBITa KOMITO3ULIMSI, COMEprKalasi HECKOJIBbKO
MOJIEKYJI aHTUTeNa, KOTOpble CBs3bIBalOTCA ¢ aAuMepoM CD73 uernoBeka, mpuueM yKa3aHHBIH
auMep cocTouT u3 mepsoro MoHomepa CD73 u Broporo moHomepa CD73, mpuuem kaskablit
MOHOMEP COAEPKUT aMHHOKHCJIOTHYIO TOCJIEIOBATEIbHOCTh U3 OocTaTkoB 27-547 u3 SEQ ID
NO: 105 (Hanpumep Kaskablii MOHOMEP COCTOUT U3 AMHUHOKHCIIOTHOH MOCNIENOBATEIBHOCTH MO
SEQ ID NO: 171), rne

(1) ecnu Kaxaask U3 HECKOJBKUX MOJIEKYJl aHTHTENA CONEP’KUT OJUH U TOT K€ MEPBbIM
AHTUTEHCBS3BIBAIOIIUNA JOMEH W OOUH M TOT K€ BTOPOW AHTUICHCBSI3bIBAIOIIHMK JIOMEH, IO
Menbinei mepe 30%, 35%, 40%, 45%, 50%, 55%, 60%, 65%, 70%, 75%, unmu 80% momnexkyn
aHTUTENla B YKAa3aHHOW KOMIIO3WIHMU CBsi3bIBalOTCs ¢ naumepom CD73 ¢ oOpasoBanuem
KOMILJIEKCA, TJ1€ KaKIObIH M3 YKAa3aHHBIX KOMIUIEKCOB COCTOUT U3 OIHOHW MOJIEKYJIbl AaHTUTENA U
onHoro numepa CD73, Hanpumep, Npu H3MEPEHUH C MPUMEHEHHEM 3KCKIIIO3MOHHOM
Xxpomarorpaduu, U MPOLEHTHOE 3HAYSHHE MOJYHAOT MyTEM OIPENEIeHUs] KOJIUIECTBA MOJIEKYJT
aHTUTENa B KOMIUIEKCE IO OTHOLICHHIO K OOIIEeMy KOJHMYECTBY MOJIEKYJl aHTUTEINA,
cesspBaromuxcss ¢ CD73 (Wckimrovast HECBSI3aHHBIE MOJIEKYJIbl AHTHTENA), HAmpHUMeEp, Kak
OMNMCAaHO B MpuMepe 2; u

(11) MOJIeKyJ1a aHTHTENA COAEPIKHUT:

(a) BapuabenbHyro obsacth TspKenol wenu (VH), comepskamyr aMHHOKHCIOTHYIO
nocienoBateibHOCTb X X, YWS onpenenstoineit KOMIieMeHTapHOCTh 00acTu 1 TspKenoit uenu
(VHCDR1) (SEQ ID NO: 90), rne X; mpencrasnsier coboii R, G wnu S, u X, npexacrasiser
coboii Y unu R; amuHokuciaoTHyro nocienoBareabHOCTh YIY X1 XoGSTX3YNPSLKS VHCDR2
(SEQ ID NO: 91), roe X; npencrasJsier coboii G wnu S, X, npencrasisier coboit R, S umu T, u
X3 mpencraBiasier  coboir N wimm K
ESQESPYNNWFDP VHCDR3 (SEQ ID NO: 3); u

(b) BapuabenmpHyro oOnacte Jerkoir uenu (VL), comepKamyrd aMHHOKHCIOTHYEO

u AMHUHOKHCJIOTHYHO oCJICAOBATCIbHOCTD

nocienosatenbHOCT RASQGISSWLA ompenenstomieil KOMIZIEMEHTapHOCTh 001acT 1 JieTkoit
nenu (VLCDRI1) (SEQ ID NO: 14); amMuHOKHCIOTHYHO mocienoBarenbHocTh AASSLQS
VLCDR?2 (SEQ ID NO: 15); u amuHokucnotHyro nocienosarenbHocT QQGNSFPRT VLCDR3
(SEQ ID NO: 16).

B onHOM acriekTe B JaHHOM JIOKyMEHTE pacKpbiTa KOMIIO3ULIMS, COAeprKallas HECKOJIbKO
MOJIEKYJI aHTUTeNa, KOTOpble CBs3bIBatOTCs ¢ aumepoMm CD73 yenoBeka, NMpuueM yKa3aHHBIN
auMep cocTouT u3 nepsoro mMoHomepa CD73 u BTroporo moHomepa CD73, mpuuem Kaxabli
MOHOMEP COAEPKUT aMUHOKHCJIOTHYIO TMOCJIENOBATENbHOCTh M3 OCTaTKoB 27-547 u3 SEQ ID
NO: 105 (Hanpumep Kaxablii MOHOMEP COCTOUT M3 aMHUHOKHCIIOTHOH MOCNIEIOBATEIBHOCTH MO
SEQ ID NO: 171), rne

(1) ecnu kaxxaass U3 HECKOJBKUX MOJIEKYJl aHTHUTENA CONEPKUT OAUH U TOT K€ IMEepPBbIi
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AHTUTEHCBS3BIBAOIUN JOMEH W OOWUH M TOT K€ BTOPOW AHTUICHCBSI3bIBAIOIIMK JIOMEH, IO
MeHnbiuei mepe 30%, 35%, 40%, 45%, 50%, 55%, 60%, 65%, 70%, 75%, unu 80% monexkyn
aHTUTEJla B YKa3aHHOW KOMIIO3MIMU CBsi3biBalOTCs ¢ naumepom CD73 ¢ oOpasoBanuem
KOMILJIEKCA, I71€ KaXIbIH U3 YKa3aHHBIX KOMIUIEKCOB COCTOUT U3 OAHOM MOJIEKYJbl aHTUTENA U
onHoro paumepa CD73, Hampumep, npu U3MEPEHUH C TMPUMEHEHUEM HKCKIFO3MOHHOMN
XpomaTorpaduu, ¥ NPOLEHTHOE 3HAYSHNE MOJIYYAIOT IIyTeM OINPEAeSIeHNs] KOJIMUYECTBA MOJIEKYI
aHTHUTENa B KOMIUIEKCE IO OTHOLICHHIO K OOIIeMy KOJHMYEeCTBY MOJIEKYJl aHTUTENA,
ces3biBatomuxcst ¢ CD73 (uckiroyasi HeCcBsiI3aHHbIE MOJIEKYJIbI aHTHTENA), HampuMep, Kak
OMNMCAaHO B puUMepe 2; u

(1) MOJIeKyJIa aHTHTENA COOEPIKHUT:

(a) VH, comepskamnyro aMUHOKUCIOTHYIO TocienoBatenbHocTe VHCDRI nmox SEQ ID
NO: 61, amunokucnotHyr mnocienosaresbHocte VHCDR2 moxg SEQ ID NO: 60 wu
aMUHOKHCIIOTHYI0 mocnenoBaTeabHocTh VHCDR3 nmon SEQ ID NO: 3; u VL, conepxaryro
aMUHOKHCIIOTHYIO0 TocnenoBarenbHocte VLCDRI1 mox SEQ ID NO: 14, aMUHOKHCIOTHYIO
nocnenosatenbHocTe VLCDR2 nox SEQ ID NO: 15 u aMMHOKHUCIIOTHYIO MOCJIE€0BATENbHOCTD
VLCDR3 non SEQ ID NO: 16;

(b) VH, conmepxaimyro aMHHOKHUCTIOTHYIO nocnenosareapHocte VHCDRI1 mox SEQ ID
NO: 4, amunokucnotrHyro nocieaosarenbHoctb VHCDR2 mox SEQ ID NO: 26 u
aMUHOKHCIIOTHYI0 mocnenoBaTenbHocTh VHCDR3 non SEQ ID NO: 3; u VL, conepxaryro
aMUHOKHCIIOTHYIO0 mocnenoBatenbHocTh VLCDRI1 mox SEQ ID NO: 14, aMUHOKUCIOTHYIO
nocnenosatenbHocTe VLCDR2 nox SEQ ID NO: 15 n aMMHOKHUCIIOTHYIO MOCJIE0BATENIBbHOCTD
VLCDR3 nox SEQ ID NO: 16;

(c) VH, coxepsxarmnyro aMUHOKUCIOTHYIO TocienoBarenbHocTe VHCDRI nmox SEQ ID
NO: 4, amunokucnorayro mnocienoBarenbHocte VHCDR2 mon SEQ ID NO: 2 wu
amuHOKHUCIOTHYIO TocnenosarenbHocTe VHCDR3 nmox SEQ ID NO: 3; u VL, comepxkamyto
aMUHOKHCIIOTHYI0 TocnenoBareabHocTh VLCDRI1 mog SEQ ID NO: 14, aMUHOKHUCIOTHYIO
nocnenosaTenbHOCTs VLCDR2 nmox SEQ ID NO: 15 u aMMHOKHUCTIOTHYIO MOCJIEN0BATENIbHOCTD
VLCDR3 nox SEQ ID NO: 16; uin

(d) VH, conmepxainyro aMHHOKUCTIOTHYIO nocnenosareabHocTe VHCDRI1 nox SEQ ID
NO: 163, amunokucnorayro mnociaegoarenpbHocte VHCDR2 mox SEQ ID NO: 162 u
aMUHOKHCIIOTHYI0 mocnenoBaTeabHocTh VHCDR3 nmon SEQ ID NO: 3; u VL, conepxaryro
aMUHOKHCIIOTHYIO0 TocnenoBarenbHocTh VLCDRI1 mox SEQ ID NO: 14, aMUHOKHUCIOTHYIO
nocnenosatenbHocTe VLCDR2 nox SEQ ID NO: 15 u aMMHOKHUCIIOTHYIO MOCJIE0BaTENbHOCTD
VLCDR3 non SEQ ID NO: 16.

B onHOM acrniekte B TaHHOM JIOKyMEHTE pacKpbiTa KOMIIO3UIIMS, COAeprKallas HECKOJIbKO
MOJIEKYJI aHTUTENa, KOTOpble CBs3bIBatOTCs ¢ aumepoM CD73 yenoBeka, MpUyYeM yKa3aHHBIN
auMep cocTouT u3 nepsoro mMoHomepa CD73 u Broporo monomepa CD73, mpuuem Kakablil
MOHOMEP COAEPKUT aMUHOKHCJIOTHYIO TMOCJIENOBATENbHOCTh U3 OCTaTKoB 27-547 u3 SEQ ID

NO: 105 (Hanpumep Kaxablii MOHOMEP COCTOUT U3 AMHHOKHCJIOTHOH MOCIIEIOBATEIBHOCTH O]
SEQ ID NO: 171), rne
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(1) ecnn Kax#ask U3 HECKOJBKUX MOJIEKYJl aHTHUTENA COAEPIKUT OIUH U TOT XK€ MEePBBIA
AHTUTCHCBSA3BIBAIOIIMI JOMEH M OJIUH M TOT K€ BTOPOI aHTUT€HCBA3bIBAIOINNI TOMEH, He Ooree
20%, 25%, 30%, 35%, 40%, 45%, 50%, 55%, 60%, 65%, um 70% moJjekya aHTutena B
yKa3aHHONW KOMITO3UIIMH CBsi3bIBAOTCSl ¢ aumepom CD73 ¢ oOpasoBaHmeM KOMILIEKCa, IIie
KaXJIbIi U3 YKa3aHHBIX KOMIUIEKCOB COMEP KUT JBE WJIU OOJiee MOJIEKYJIbI aHTUTENA U ABA UJIH
6onee numepo CD73, Hampumep, NpU H3MEPEHUHM C MPUMEHEHHUEM OKCKIIFO3MOHHOM
XpomaTorpaduu, ¥ MPOLEHTHOE 3HAYEHNE TOJTYYAIOT IyTEeM OIPEAEIeHUs] KOJIMUECTBA MOJIEKY I
aHTHUTENa B KOMIUIEKCE IO OTHOUICHHIO K OOIIeMy KOJHMYEeCTBY MOJIEKYJl aHTUTENA,
cesizbBaromuxcss ¢ CD73 (Wckiro4asi HECBSI3aHHBIE MOJIEKYJIbI AHTHTENA), HAMpHMeEp, Kak
OMNMCAaHO B puMepe 2; u

(i) Monekyya aHTUTENA TPH CBSI3BIBAHUU C OEJIKOM, COAEp KAIlMM aMHHOKHCIOTHYEO
NOCJIEIOBATENBbHOCTD U3 ocTaTkoB 27-547 u3 SEQ ID NO: 105 (manmpumep, GeKOM, COCTOSIIIUM
U3 aMHHOKHUCIIOTHOW nocnenoBatenbHocTd mox SEQ ID NO: 171), obecrieunBaeT yMeHbIIEHHE
CpeIHEero ypOBHSI BOJOPOHO-elTepreBoro oomMena no ocratkam 368-387 uz SEQ ID NO: 105
B Oonblineli creneHH, yeM mo ocratkam 158-172, octatkam 206-215 unu octatkam 297-309 u3
SEQ ID NO: 105, nanmpumep, OpH HCCIECIOBAHUM MOJIEKYJbl AHTHUTENIAa B BUIE MOJEKYJIbI
OWBaJICHTHOTO AaHTUTENA C TPUMEHEHHEM MacC-CIIEeKTPOMETPUN BOAOPOAHO-IEHTEPHEBOTO
oOMeHa, HarmpuMep, Kak OIMHCAaHO B MpUMepe 2, HApUMEP Macc-CIEKTPOMETPHH BOIOPOIHO-
nerirepueBoro oOMeHa, mpoBoguMON ¢ oOMeHoM B TedeHue 1 munyThl npu pH 7-8 (Hanmpumep,
pH 7,5) u xoMHaTHOI TemIieparype.

B oxgHOM BapuaHTe OCYLIECTBIEHMs CBSI3bIBAHHE aHTUTENA OOECIIeYNBAET yMEHbLICHNE
CpeIHero ypoBHSI BOJOPOAHO-eHTepueBoro oomena nmo ocratkam 368-387 uz SEQ ID NO: 105
B Oonbiueli cremeHu, yem no ocratkam 158-172 w3 SEQ ID NO: 105. B ogHoMm BapuaHTe
OCYLIECTBJICHHUs CBSI3bIBAHHE AaHTUTENa OOEeCIeYMBaeT yMEHbIIEHHE CPEeJHEro YPOBHS
BOZIOPOIHO-AAelTeprueBoro odmeHa mo ocratkam 368-387 uz SEQ ID NO: 105 B Oombrueit
crenieny, 4em 1o ocratkam 206-215 uz SEQ ID NO: 105. B ogHOM BapuaHTe OCYIIECTBICHHUS
CBSI3bIBAHME aHTUTENIA 00ECTIeUNBAET YMEHBIICHNUE CPEIHETO YPOBHS BOIOPOIHO-IEHTEPHEBOTO
obmena o octatkaM 368-387 uz SEQ ID NO: 105 B Oosbliieii cTeneHu, 4eM Mo octatkam 297-
309 w3 SEQ ID NO: 105. B ogHOM BapuaHTe OCYILECTBJEHMs CBSI3bIBAHHE AaHTUTENA
o0ecrieuynBaeT YMEHbLICHHE CPEIHEr0 YPOBHS BOIOPOIHO-IEHTEpHEeBOro 0OMeHa 1Mo OCTaTKam
368-387 u3 SEQ ID NO: 105 B Gonblieii crenenu, yeM o ocratkam 158-172 u3 SEQ ID NO:
105 u mo ocratkam 206-215 u3z SEQ ID NO: 105. B omHOM BapuaHTe OCYIIECTBJIECHMUS
CBSI3bIBAHME aHTUTENIA 00ECNIEUNBAET YMEHBIICHNE CPEIHETO YPOBHS BOIOPOIHO-IEHTEPHEBOTO
obmena o octatkam 368-387 uz SEQ ID NO: 105 B Gonblueii cTeneHu, 4em o ocratkam 158-
172 u3 SEQ ID NO: 105 u mo ocrarkam 297-309 u3 SEQ ID NO: 105. B ogHom Bapuante
OCYIIECTBIIEHHsI CBSI3bIBAHUE AaHTUTENAa OOECIeYNMBAeT YMEHBIICHWE CPEIHEro YPOBHS
BOIOpOAHO-AeHTepreBoro obmena mo ocrarkam 368-387 w3z SEQ ID NO: 105 B Oomblueit
creredu, 4yeM no octatkam 206-215 uz SEQ ID NO: 105 u mo ocratkam 297-309 u3 SEQ ID
NO: 105, B omgHOM BapwaHTe OCYLIECTBJICHHS CBS3bIBAHUE AaHTUTENAa OOeCrednBaeT

YMEHBLIEHHE CPEHEr0 YPOBHS BOOPOJHO-AEHTEpHeBOro oOMeHa 1o ocratkam 368-387 uz SEQ
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ID NO: 105 B Gonbiueii crenenn, yem o octatkam 158-172 u3 SEQ ID NO: 105, no ocratkam
206-215 u3 SEQ ID NO: 105 u o ocrarkam 297-309 u3z SEQ ID NO: 105.

B onHOM acniekTe B TaHHOM IOKYMEHTE pacKpbiTa KOMIIO3ULIMS, COAEpIKallas HECKOIbKO
MOJIEKYJI aHTUTENa, KOTOpble CBs3bIBatOTCs ¢ auMepoMm CD73 denoBeka, MpUYeM yKa3aHHBIN
auMmep coctouT u3 nepsoro moHomepa CD73 u Broporo moHomepa CD73, mpuyem Kaxabli
MOHOMEpP COZEPKHUT aMUHOKHCJIOTHYIO IMOCJIENOBATENbHOCTh U3 OCTaTKoB 27-547 uz SEQ ID
NO: 105 (Hanpumep Kaxablii MOHOMEp COCTOUT U3 aMHHOKHCJIOTHOMN MOCIIEI0BATEIbHOCTH IO
SEQ ID NO: 171), rne

(1) ecnu KaxxAask U3 HECKOJBKUX MOJIEKYJl aHTHTENA CONEP’KUT OJUH U TOT K€ MEepPBbI
AHTUTCHCBS3BIBAIOIIMIA JOMEH M OJIMH M TOT K€ BTOPOI aHTUT€HCBS3bIBAIOIINI TOMEH, He Oolee
20%, 25%, 30%, 35%, 40%, 45%, 50%, 55%, 60%, 65%, umu 70% MOneKkyJ aHTHUTENa B
YKa3aHHOH KOMITO3UIIMH CBsi3bIBatOTCS ¢ aumepom CD73 ¢ oOpa3oBaHuMeM KOMILIEKCa, TIe
Kbl U3 YKa3aHHBIX KOMILUIEKCOB COMEPIKUT JBE HJIM OOJiee MOJIEKYJIbI aHTUTENA U ABA WJIH
bonee mumepoB CD73, Hanmpumep, NpU H3MEPEHUU C MNPUMEHEHHEM JKCKIIFO3UOHHOM
Xpomarorpaduu, U MPOLEHTHOE 3HAYEHHE TOJyYAOT MyTEM OINPENeIeHUs] KOJINYECTBA MOJIEKYJT
aHTHUTENa B KOMIUIEKCE IO OTHOLICHHIO K OOIIeMy KOJHYECTBY MOJIEKYJl aHTUTENA,
cesspBaromuxcss ¢ CD73 (uwckimo4asi HECBSI3aHHBIE MOJIEKYJIbI AHTHTENA), HAMPHUMEpP, Kak
OMNMCAaHO B puMepe 2; u

(11) Monekyna aHTUTENA NMPU CBS3BIBAHUHM C OEJIKOM, COIEp’KaIlUM aMHUHOKHCIOTHYIO
NOCJIEN0BaTENbHOCTD U3 ocTaTkoB 27-547 n3 SEQ ID NO: 105 (manmpumep, GenkoM, COCTOSIIIUM
U3 aMUHOKHUCIOTHON nocnenoBaTenbHocTy nox SEQ ID NO: 171), obecnieunBaeT yMeHbIIEHHE
CpeIHero ypoBHSI BOJOPOIHO-eHTepueBoro oomena no ocratkam 158-172 uz SEQ ID NO: 105
B Oonblneli crenenu, yeM mo ocratkam 206-215 uz SEQ ID NO: 105, no ocratkam 368-387 u3
SEQ ID NO: 105 nnu no ocrarkam 297-309 u3 SEQ ID NO: 105, Hanpumep, pu uccienoBaHUU
MOJIEKYJIbI aHTHTENAa B BHIE MOJEKYJbl OHBAJIEHTHOTO AaHTHTENA C NPUMEHEHHEM Macc-
CIIEKTPOMETPUU BOAOPOIHO-IEHTEPHEBOro OOMEHa, HampuMep, KaK OMUCAHO B MpHUMepe 2,
HANpUMeP MacC-CIIEKTPOMETPHH BOIOPOAHO-AeHTepreBOro oOMeHa, MpOBOJUMON ¢ OOMEHOM B
teuenue | munytel npu pH 7-8 (Hanpumep, pH 7,5) u KOMHATHOH Temmeparype.

B omgHOM BapuaHTe OCYLIECTBICHHS CBSI3bIBAHHE aHTUTENIa OOECIIeYMBAET YMEHbLICHNUE
CpeIHEro ypOBHSI BOJOPOIHO-eiTepreBoro oomMena o ocratkam 158-172 u3z SEQ ID NO: 105
B Oombmueii cremenHu, yem mo ocratkam 206-215 w3 SEQ ID NO: 105. B ogHOoMm BapuaHTe
OCYIIECTBIIEHHsI CBSI3bIBAHUE AaHTUTENAa OOECIeYMBACT YMEHBIICHWE CPEIHEro YpPOBHS
BOIOpOAHO-AeHTepreBoro obmena mo ocrarkam 158-172 w3z SEQ ID NO: 105 B Oomnblueit
cTernieHy, 4em no ocratkaMm 368-387 uz SEQ ID NO: 105. B ogHOM BapuaHTe OCYILECTBICHMUS
CBSI3bIBAHME aHTUTENIA 00ECNEUNBAET YMEHBLICHNE CPEIHETO YPOBHS BOAOPOIHO-IEHTEPHEBOTO
obmena o octatkam 158-172 u3z SEQ ID NO: 105 B Gonblueli cTeneHu, 4eM 1o octaTtkam 297-
309 u3 SEQ ID NO: 105. B onHOM BapuaHTe OCYILECTBJEHMs CBSI3bIBAHHE AaHTUTENA
o0ecrieunBaeT yYMEHbLICHHE CPEJHEr0 YPOBHS BOAOPOAHO-IEHTEpHEBOro 0OMeHa 1Mo OCTaTKam
158-172 w3 SEQ ID NO: 105 B Gonblneii crenenu, yeM no ocratkam 206-215 u3z SEQ ID NO:
105 u no ocratkam 368-387 u3 SEQ ID NO: 105. B ogHOM BapuaHTe OCYILECTBJICHMUS
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CBSI3bIBAHME aHTUTENIA 00ECIEUNBAET YMEHBIICHNE CPEJHEr0 YPOBHS BOAOPOAHO-IEHTEPHEBOTO
obmena mo octatkam 158-172 u3z SEQ ID NO: 105 B Gonblueli creneHu, 4em o ocratkam 206-
215 u3 SEQ ID NO: 105 u no ocrarkam 297-309 uz SEQ ID NO: 105. B onHom BapuaHTe
OCYILIECTBJICHHsI CBSI3bIBAHUE AaHTUTENAa OOECIEeYNBAET YMEHBIIEHHE CPEJHEro YpOBH:
BOZIOPOIHO-AelTepueBoro obmeHa mo ocratkam 158-172 uz SEQ ID NO: 105 B Oombrueit
creneHu, 4em 1o ocratkam 368-387 u3z SEQ ID NO: 105 u no ocratkam 297-309 u3z SEQ ID
NO: 105. B opHOM BapuaHTe OCYIIECTBJIEHUS CBsI3bIBAHME AaHTUTENa OOeCredYnBaeT
YMEHBLICHHE CPETHEr0 YPOBHS BOIOPOIHO-AeHTeprueBoro ooMeHa o ocratkam 158-172 u3 SEQ
ID NO: 105 B Gonbiueii crernenn, yem o ocratkam 206-215 u3 SEQ ID NO: 105, o ocrarkam
368-387 u3 SEQ ID NO: 105 u o ocratkam 297-309 u3 SEQ ID NO: 105.

B onHOM acriekte B TaHHOM TOKYMEHTE PaCKpbITa KOMITO3ULUS, COAEprKalias HECKOJIbKO
MOJIEKYJI aHTUTeNa, KOTOpble CBs3bIBatOTCs ¢ aumepoM CD73 yenoBeka, MpuueM yKa3aHHBIN
auMep cocTouT u3 nepBoro mMoHomepa CD73 u BToporo moHomepa CD73, mpudem Kaxabli
MOHOMEP COAEPKUT aMUHOKHCJIOTHYIO TOCJIEIOBATEIbHOCTh U3 ocTaTkoB 27-547 u3 SEQ ID
NO: 105 (Hanpumep Kaxxablii MOHOMEP COCTOUT U3 AMHHOKHCJIOTHOH MOCIENOBATEIBHOCTH MO/
SEQ ID NO: 171), rne

(1) ecnmu Kaxaask U3 HECKOJBKUX MOJIEKYJl aHTHTENA CONEPKUT OAUH U TOT )K€ MEepPBbIi
AHTUTCHCBS3BIBAIOIIMN JOMEH M OZIMH M TOT K€ BTOPON aHTHI'€HCBS3BIBAIOIINN JOMEH, He Ooee
20%, 25%, 30%, 35%, 40%, 45%, 50%, 55%, 60%, 65%, um 70% wmoJjekya aHTutena B
YKa3aHHOH KOMITIO3UIIMH CBsi3bIBatOTCsl ¢ aumepom CD73 ¢ oOpa3oBaHueM KOMILIEKCA, TAe
Kbl U3 YKa3aHHBIX KOMILUIEKCOB COMEPKUT JBE MM OOJiee MOJIEKYJIbl AaHTUTENA U J[BA MU
bonee mumepoB CD73, Hampumep, NpU H3MEPEHUU C MNPUMEHEHHEM HKCKIIFO3HOHHOM
xpomarorpaduu, U MPOLEHTHOE 3HAYEHHE MOJIyHaAOT MyTEM OIpEeIeHUs] KOJIUIECTBA MOJIEKYJT
aHTUTENa B KOMIUIEKCE [0 OTHOUICHHIO K OO0IIeMy KOJWYeCTBY MOJIEKYJl aHTHUTENa,
ceszbBaromuxcsd ¢ CD73 (uckitodasi HeCB3aHHBbIE MOJIEKYJIbl AHTHUTENA), HANpUMeEp, Kak
OMMCAaHO B MpuUMepe 2; u

(i1) Monekya aHTuTeNa O0eCreuynBaeT YMEHbIIEHHE YPOBHS BOAOPOAHO-IEHTEPUEBOTO
oOMeHa B OJHOH WM HECKOJbKUX O0JNacTax Oenka, CoaepikKalero aMHHOKUCIOTHYIO
NOCJIEIOBATENBHOCTD M3 OcTaTKOB 27-547 u3 SEQ ID NO: 105 (manpumep, Oenka, COCTOSIIETO
U3 aMUHOKHCIOTHOH nocienosarenbHocTu nmox SEQ ID NO: 171), npu ero cBA3bIBaHHUH, MPH
5TOM OJIHA WMJIM HECKOJBKO oOyactell BBIOpaHBI W3 TPYIIIBI, COCTOSAIIEH M3 ocTaTkoB 158-172,
ocratkoB 206-215, ocratkoB 368-387 u ocratkoB 87-104 uz SEQ ID NO: 105, mpu stom
00J1acTh, XapaKTEepPHU3YIOLIasCs HAWOONBIINM YMEHBbIIEHHEM CPEIHEro YPOBHS BOAOPOIHO-
nerepueBoro oOMeHa Cpenu OIHOH WIJIM HECKOJNbKUX oOyacTel, He mpencraBisieT coOoi
octatku 206-215 u3 SEQ ID NO: 105, nampumep, npu HUcCiIeIOBAaHUU MOJIEKYJIbI aHTUTENA B
BU€ MOJIEKYJIbI OMBAJICHTHOTO AHTUTENA C NMPUMEHEHHEM MAacC-CIIEKTPOMETPHUH BOIOPOIHO-
nerrepreBoro oOMeHa, HampuMep, Kak OMHMCAHO B MPUMepe 2, HAPUMEP MacC-CHeKTPOMETPHU
BOJIOPOJHO-IEUTEpUEBOr0 OOMEHa, MPOBOIUMON ¢ 0OMEHOM B TedeHne | muHyThl nipu pH 7-8
(marmpumep, pH 7,5) u KOMHaTHOH TeMmepaType.

B OAHOM aCII€KTE B JTAHHOM JOKYMCHTEC pAaCKPbITa KOMITIO3ULHMs, COACPIKALlasA HECKOJIIbKO
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MOJIEKYJl aHTUTENa, KOTOpble CBs3bIBatOTCs ¢ aumepoMm CD73 yenoBeka, MpUyYeM YyKa3aHHBIN
AuMep cocTouT u3 nepsoro moHomepa CD73 u Broporo moHomepa CD73, mpuuem Kakabli
MOHOMEP COAEPKUT aMUHOKHUCJIOTHYIO IMOCJIENOBATENbHOCTh U3 OcTaTkoB 27-547 u3 SEQ ID
NO: 105 (Hanpumep Kaxablii MOHOMEP COCTOUT U3 AMHHOKHUCJIOTHOH MOCIIEI0BATEILHOCTH O]
SEQ ID NO: 171), rne

(1) ecnu Kak#asi U3 HECKOJBKHX MOJIEKYJl aHTUTENAa CONEPXKUT OOMH U TOT K€ MepBBIH
AHTUTEHCBS3BIBAIOLINI JOMEH U OAMH M TOT JK€ BTOPOH aHTUT'€HCBSI3bIBAIOINUIT TOMeH, He OoJee
20%, 25%, 30%, 35%, 40%, 45%, 50%, 55%, 60%, 65%, uma 70% wmomekyn aHTuTena B
YKa3aHHON KOMITO3UIIMHU CBsi3bIBatOTCs ¢ aumepoM CD73 ¢ oOpa3oBaHMeM KOMILIEKCA, T
Kbl U3 YKa3aHHBIX KOMILIEKCOB COIEPIKUT JBE HJIM OOJiee MOJIEKYJIbI aHTUTENA U JABA HJIH
bonee mumepoB CD73, Hanpumep, NpU H3MEPEHUU C TNPUMEHEHHEM JKCKIIFO3UOHHOM
Xpomarorpaduu, U MPOLEHTHOE 3HAYSHHE MOJYYAOT MyTEM OIPEeNICHUs] KOJMYECTBA MOJIEKYJI
aHTHUTEa B KOMIUIEKCE IO OTHOUICHHIO K OOIIEeMy KOJHYECTBY MOJIEKYJl AHTHUTENA,
cessbBaromuxcss ¢ CD73 (uWckimo4asi HECBS3aHHBIE MOJIEKYJIbI AHTHTENA), HAMPHMEpP, Kak
OMNMCAaHO B puMepe 2; u

(i1) Momekyna aHTHTENIAa NPU CBA3BIBAHUM C OENKOM, COAEpPIKAIIUM aMHHOKHCIIOTHYIO
NOCJIEOBATENBbHOCTD U3 ocTaTkoB 27-547 n3 SEQ ID NO: 105 (manmpumep, GeKOM, COCTOSIIIAM
U3 aMUHOKHCIOTHOW mocnenoBarenpbHocTH nog SEQ ID NO: 171), nmpuBOIUT K CHIDKEHHIO
CPERHEro YpOBHSI BOJOPOAHO-IEHTEPUEBOro OOMEHa, COCTaBILIIOIEMY Oosee ueM, Hampumep,
0,02, 0,03, 0,04, 0,05 uiu 0,06 Jla Ha ocratok, mo ocrarkam 368-387 u3 SEQ ID NO: 105,
HarpuMep, MpH UCCIETOBAHUN MOJIEKYJIbI aHTUTENA B BUAE MOJIEKYJIbl OMBAJIEHTHOTO aHTHUTENA
C TPUMEHEHHEM MAacCC-CIIEKTPOMETPUN BOAOPOAHO-IEHTEpUEBOrOo OOMEHA, HampuMmep, Kak
ONMCAaHO B MpHMepe 2, HapUMep Macc-CIIEKTPOMETPUH BOAOPOIHO-ZeHTepueBoro oOMeHa,
npoBoaAnMOii ¢ oOMeHoM B TedeHue | munyTsl ipu pH 7-8 (manpumep, pH 7,5) u xomMHaTHOM
TEeMIIepaType.

B onHOM acriekTe B JaHHOM AOKYMEHTE PACKpbITa KOMIO3ULMS, COAEpIKaLIasi HECKOJIbKO
MOJIEKYJI aHTUTeJa, KOTOpble CBs3bIBatOTCs ¢ aumepoM CD73 yenoBeka, mpuueM yKa3aHHBIH
auMep cocTouT u3 nepBoro mMoHomepa CD73 u BToporo monomepa CD73, mpuuem Kaxabli
MOHOMEP COAEPKUT aMHHOKHCJIOTHYIO TOCJIEIOBATEIbHOCTh M3 OocTaTkoB 27-547 u3 SEQ ID
NO: 105 (Hanpumep Kaxxablii MOHOMEP COCTOUT U3 AMHUHOKHCIIOTHOH MOCNIEIOBATEIBHOCTH MO
SEQ ID NO: 171), rne

(1) ecnu Kaxaask M3 HECKOJBKUX MOJIEKYJl aHTHTENA CONEPKUT OOUH U TOT )K€ MEepPBbIM
AHTUTCHCBS3BIBAIOIIMI JOMEH M OIMH M TOT K€ BTOPOI aHTUT€HCBS3bIBAIOIINI TOMEH, He Ooree
20%, 25%, 30%, 35%, 40%, 45%, 50%, 55%, 60%, 65%, um 70% wmonekyn aHTUTeNna B
YKa3aHHOH KOMITIO3UIINH CBsi3bIBaOTCsl ¢ aumepom CD73 ¢ oOpa3oBaHuMeM KOMILIEKCa, TE
Kbl U3 YKAa3aHHBIX KOMIUIEKCOB COMEPIKUT JBE MJIM OOJiee MOJIEKYJIbI aHTUTENA U ABA WIIH
bonee mumepoB CD73, Hanpumep, NpU H3MEPEHUH C NPUMEHEHHEM 3KCKIIFO3HOHHOM
xpomarorpaduu, U MPOLEHTHOE 3HAYEHHE MOJYHAOT MyTEM OIPENEeIeHUs] KOJIUIECTBA MOJIEKYJT
aHTUTENa B KOMIUIEKCE IIO OTHOLIEHMIO K OOIIeMy KOJMYECTBY MOJIEKYJl aHTUTENA,

cessbBaromuxcsa ¢ CD73 (uckimro4ast HECBSI3aHHbBIE MOJIEKYJIbl AHTHUTENA), HAIpUMeEp, Kak
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OMNMCAaHO B puMepe 2; u

(11) Momekyna aHTHTENAa NPU CBA3BIBAHUH C OEJIKOM, COMEPKAIUM aMHHOKHCIOTHYIO
NOCJIEN0BaTENbHOCTD U3 ocTaTkoB 27-547 n3 SEQ ID NO: 105 (nanmpumep, GenkoM, COCTOSIIIUM
U3 aMUHOKHCIOTHOW mocnenoBarenbHocTH nog SEQ ID NO: 171), npuBOOUT K CHHXKEHUIO
CPEeHEero ypoBHs BOAOPOIHO-AEHTEPHEeBOro oOMeHa, COCTABISIOIEMY MEHee 4YeM, HarpHuMep,
0,05, 0,04, 0,03 wnu 0,02 Jla Ha ocraTok, mo octatkam 206-215 uz SEQ ID NO: 105, nanpumep,
IpU HCCIEAOBAHUM MOJIEKYJIBl AHTHUTENa B BHUAE MOJEKYJbl OHBAJEHTHOIO AaHTHUTENA C
NPUMEHEHUEM MAacCC-CIIEKTPOMETPUH  BOIOPOIHO-IEUTEPUEBOro OOMEHa, HampuMmep, Kak
OMHUCAaHO B TMpHMEpe 2, HaNpUMep MacC-CIEKTPOMETPHU BOAOPOIHO-IEHTEPHEBOrO OOMEHa,
pOBOAUMOI ¢ oOMeHOM B Teuerune | munyThl npu pH 7-8 (mampumep, pH 7,5) u komHaTHOH
TeMIepaType.

B onHOM acriekTe B TaHHOM JIOKyMEHTE pacKpbiTa KOMIIO3ULMS, COAepIKallas HECKOJIbKO
MOJIEKYJI aHTUTeNa, KOTOpble CBs3bIBatOTCs ¢ aumepoM CD73 yenoBeka, MpUyYeM yKa3aHHBIN
auMep cocTouT u3 nepBoro mMoHomepa CD73 u BToporo moHomepa CD73, mpuuem Kaxabli
MOHOMEP COAEPKUT aMUHOKHCJIOTHYIO TMOCJIEeNOBATENbHOCTh U3 ocTaTkoB 27-547 u3 SEQ ID
NO: 105 (Hanpumep Kaxxablii MOHOMEP COCTOUT U3 AMHHOKHCJIOTHOH MOCIIEIOBATEIBHOCTH MO
SEQ ID NO: 171), rne

(1) ecnmn Kaxxmasi M3 HECKOJBKUX MOJIEKYJl aHTHTENA CONEPKUT OJUH U TOT )K€ MEPBBIi
AHTUT€HCBS3BIBAIOIIMI JOMEH M OJIMH M TOT JK€ BTOPOH aHTUT€HCBS3BIBAIOIINUN TOMEH, He Oolee
20%, 25%, 30%, 35%, 40%, 45%, 50%, 55%, 60%, 65%, um 70% moJjekya aHTurena B
yKa3aHHOH KOMITIO3UIIMH CBsi3bIBatOTCsl ¢ aumepom CD73 ¢ oOpa3oBaHueM KOMILIEKCa, Te
KaXIbIH U3 YKa3aHHBIX KOMIUIEKCOB COMEPKUT JIBE€ WK OOJiee MOJIEKYJIbl aHTUTENA U J1BA MU
bonee numepoB CD73, Hampumep, NHpH H3MEPEHUH C MPUMEHEHHEM SKCKIKO3UOHHOM
XpomaTorpaduu, 1 NPOLEHTHOE 3HAYEHNE MOJIYYAIOT IIyTeM OINpEAeSIeHNs] KOJIMYeCTBA MOJIEKY.I
aHTUTENa B KOMIUIEKCE II0 OTHOLIEHHI0 K OOIIeMy KOJMYEeCTBY MOJIEKYJl aHTHTeENa,
ceszbBaromuxcss ¢ CD73 (Wckio4asi HECBSI3aHHBIE MOJIEKYJIbI AHTHTENA), HAMpHUMEp, Kak
OMNMCAHO B puUMepe 2; u

(i1) MOJIeKyJIa aHTHUTENa CBSI3bIBACTCS C MO MEHbBIIEH Mepe OJHHUM, ABYMsl, TPEMs MU
YeThIPbMs OCTaTKaMu B mpeaenax octatkoB 158-172 u3z SEQ ID NO: 105, w/unu ¢ no MeHbInel
Mepe OJTHUM, ABYMs, TPEMsI, UEThIPbMSI WJIU MATHIO OCTATKAMU B Mpenenax octatkoB 206-215 u3
SEQ ID NO: 105.

B onHOM acriekTe B JaHHOM JOKYMEHTE pacKpbiTa KOMIIO3ULIMS, COAepIKallas HECKOJIbKO
MOJIEKYJI aHTUTeNa, KOTOpble CBs3bIBatOTCs ¢ AuMepoM CD73 yenoBeka, MpuueM yKa3aHHbIN
auMep cocTouT u3 nepsoro moHomepa CD73 u BToporo moHomepa CD73, mpudem Kaxabli
MOHOMEP COAEPKUT aMHUHOKHCJIOTHYIO TOCJIENOBATENbHOCTh M3 OocTaTkoB 27-547 u3 SEQ ID
NO: 105 (Hanpumep Kaxablii MOHOMEP COCTOUT U3 AMHUHOKHUCJIOTHOM MOCIENOBATEIbHOCTH MO/
SEQ ID NO: 171), rne

(1) ecnn kaxxmasi U3 HECKOJBKUX MOJIEKYJl aHTHTENA CONEPKUT OJUH U TOT K€ IMEepPBbI
AHTUT€HCBSA3BIBAIOIIMN JOMEH M OIMH M TOT K€ BTOPOI aHTUT€HCBSA3bIBAIOINUI TOMEH, He Oolee
20%, 25%, 30%, 35%, 40%, 45%, 50%, 55%, 60%, 65%, umn 70% MoJieKkyJ aHTUTENa B
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YKa3aHHOH KOMITO3UIIMH CBsi3bIBatOTCsl ¢ aumepom CD73 ¢ oOpa3oBaHueM KOMILIEKCa, TE
Kbl U3 YKa3aHHBIX KOMIUIEKCOB COJEPIKUT JBE MJIM OOJiee MOJIEKYJIbI aHTUTENA U ABA WUJIH
bonee mumepoB CD73, Hanmpumep, NpU H3MEPEHUU C MPUMEHEHHEM HKCKIIFO3UOHHOM
Xpomarorpaduu, U MPOLEHTHOE 3HAYEHHE MOJYYArOT MYyTEM OIPEEIeHUs] KOJIUIECTBA MOJIEKYJT
aHTUTENa B KOMIUIEKCE IO OTHOLIEHMI0O K OOIIeMy KOJMYECTBY MOJIEKYJl AaHTUTENA,
ceszbBarouxcss ¢ CD73 (uckiodasi HeCBSI3aHHBIE MOJIEKYJIbl AHTHUTENA), HAIpUMep, Kak
OMMCAHO B IpuMepe 2; U

(i1) MOJIEKYJIa aHTHTENA UHTUOUpyeT (bepMEeHTaTUBHYIO AKTUBHOCTh
memOpaHocesizaHHOoro CD73 4ejioBeka Ha 1o MeHbInel Mepe mpudmsuTeasHo 60%, 70%, 80%,
win 90%, HanpuMep, MPHU UCCIEAOBAHUN MOJIEKYJIbl AaHTHTEJA B BUAE MOJIEKYJIbI OMBaJIEHTHOTO
aHTHTeNa ¢ npuMeHeHneM moaupuuuposanHoro aHanuza Cell Titer Glo (CTG), Hanpumep, kak
ONUCaHo B npumepe 1.

B onHOM acriekTe B JaHHOM JIOKyMEHTE pacKpbiTa KOMIIO3ULIMS, COAepIKallas HECKOJIbKO
MOJIEKYJI aHTUTeNa, KOTOpble CBs3bIBatOTCs ¢ aumepoM CD73 yenoBeka, MpUyYeM yKa3aHHBIN
auMep cocTouT u3 nepsoro moHomepa CD73 u Broporo monomepa CD73, mpuuem Kakabli
MOHOMEP COAEPKUT aMUHOKHCJIOTHYIO TOCJIENOBATEIbHOCTh M3 OocTaTkoB 27-547 u3 SEQ ID
NO: 105 (Hanpumep Kaxxablii MOHOMEP COCTOUT U3 AMHHOKHCJIOTHOH MOCIIENOBATEIBHOCTH MO
SEQ ID NO: 171), rne

(1) ecnmu Kaxaask M3 HECKOJBKUX MOJIEKYJI aHTHUTENA COAEPIKUT OIUH U TOT XK€ IEPBBIA
AHTUT€HCBSA3BIBAIOIIMN JOMEH M OJIMH M TOT K€ BTOPOI aHTUT€HCBSA3bIBAIOINNI TOMEH, He Oolee
20%, 25%, 30%, 35%, 40%, 45%, 50%, 55%, 60%, 65%, um 70% moJjekya aHTuTena B
yKa3aHHONW KOMITIO3UIIMH CBsi3bIBatOTCsl ¢ aumepom CD73 ¢ obpasoBaHmeM KoMILIEKCa, TIie
KaX/IbIi U3 YKa3aHHBIX KOMIUIEKCOB COMEPIKUT JBE WJIU OOJiee MOJIEKYJIbI aHTUTENA U ABA WUJIH
6onee numepoB CD73, Hampumep, NpU H3MEPEHUHM C MPUMEHEHHEM OKCKIIFO3MOHHOM
XpomaTorpaduu, ¥ NPOLEHTHOE 3HAYEHNE TOJTYYAIOT IyTEM OIPEAENIeHUS] KOJIMUECTBA MOJIEKYI
aHTHUTENa B KOMIUIEKCE IO OTHOLICHHIO K OOIIeMy KOJHMYECTBY MOJIEKYJl aHTUTENA,
cesizbBaromquxcss ¢ CD73 (uWckiro4asl HECBSI3aHHBIE MOJIEKYJIbI AHTHTENA), HAMpHMEp, Kak
OMNMCAaHO B puMepe 2; u

(i) Momekyja aHTUTENa COIEPKUT BapuadenbHyr0 oOjacTh Tsokenod nemu (VH),
conepraiyo aMuHOKUCIOTHYIO TocnenoBaTeabHocTh GGLYGSGSYLSDFDL onpenenstorueit
KoMIUIeMeHTapHOCTh obnactu 3 Tskenoit nenu (VHCDR3) (SEQ ID NO: 37).

B onHOM acriekTe B JaHHOM JOKYMEHTE pacKpbiTa KOMIIO3ULIMS, COAepIKallas HECKOJIbKO
MOJIEKYJI aHTUTeNa, KOTOpble CBs3biBatoTCsl ¢ auMmepom CD73 uenoBeka, MpUuYeM yKa3aHHBIN
auMep cocTouT u3 nepsoro moHomepa CD73 u BToporo moHomepa CD73, mpuuem Kaxablil
MOHOMEP COAEPKUT aMHUHOKHCJIOTHYIO TOCJIENOBATENbHOCTh M3 OocTaTkoB 27-547 u3 SEQ ID
NO: 105 (Hanpumep Kaxablii MOHOMEP COCTOUT U3 AMHUHOKHUCJIOTHOM MOCNIEIOBATEIBHOCTH MO/
SEQ ID NO: 171), rne

(1) ecnn kaxxmasi U3 HECKOJBKUX MOJIEKYJI aHTHTENA CONEPKUT OJUH U TOT )K€ IMEepPBbIi
AHTUT€HCBSA3BIBAIOIIMN JOMEH M OIMH M TOT K€ BTOPOI aHTUT€HCBSA3bIBAIOINUI TOMEH, He Oolee
20%, 25%, 30%, 35%, 40%, 45%, 50%, 55%, 60%, 65%, umu 70% Moyiekys aHTUTENa B
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YKa3aHHOH KOMITO3UIIMH CBsi3bIBatOTCsl ¢ aumepom CD73 ¢ oOpa3oBaHueM KOMILIEKCa, TE
Kbl U3 YKa3aHHBIX KOMIUIEKCOB COJEPIKUT JBE MJIM OOJiee MOJIEKYJIbI aHTUTENA U ABA WUJIH
bonee mumepoB CD73, Hanmpumep, NpU H3MEPEHUU C MPUMEHEHHEM HKCKIIFO3UOHHOM
Xpomarorpaduu, U MPOLEHTHOE 3HAUYEHHUE MOJIYHAOT MyTEM OIPEEIeHUs] KOJIUIeCTBA MOJIEKYJT
aHTUTENa B KOMIUIEKCE IO OTHOLIEHMI0O K OOIIeMy KOJMYECTBY MOJIEKYJl AaHTUTENA,
ceszbBarouxcss ¢ CD73 (uckiodasi HeCBSI3aHHBIE MOJIEKYJIbl AHTHUTENA), HAIpUMep, Kak
OMMCAHO B IpuMepe 2; U

(1) MOJIeKyJIa aHTHTEN A CONEPIKHT:

(a) BapuabenbHyr oOyacTh Tspkenod uenu (VH), comepskaiiyrd aMHHOKHCIOTHYEO
NocieNoBaTENbHOCTE X1 X2 AMS onpenestoineii KOMIUIEMEHTAPHOCTh 00acTu | TsoKeNnol nemnu
(VHCDR1) (SEQ ID NO: 88), rne X; npexacrasmsier cobori R, Y wiu S, u X, npexacrasnser
coboit Y wmmu N; amuHOkuCIOTHYRO mnocienoBatenbHOCTh X(IXoGX3GX4XsTYYADSVKG
VHCDR2 (SEQ ID NO: 89), roe X; npencrasisier coboit A wiu S, X, npencrasnsier codoit S
wm T, X3 npencrasnsier cobdoit S wim T, Xy mpencraensier coboit M, G wimm S, u Xs
npencraBiasier codoit N, S, L wm Y, W aMHHOKHCIOTHYH TOCJIE€I0OBATEIbHOCTh
GGLYGSGSYLSDFDL VHCDR3 (SEQ ID NO: 37); u

(b) BapumabenmpHyro obnacte Jerkoir uenu (VL), comepKamyrd aMHHOKHCIOTHYEO
nocienosarenbHOCTb RASQSVGSNLA omnpenensromeit KoMrieMeHTapHOCTh obnactu 1 Jerkoit
nenu (VLCDRI1) (SEQ ID NO: 48); amunokuciotHyto mnocienoBareabHocTh GASTRAT
VLCDR2 (SEQ ID NO: 49); u ammHOKHCIOTHYIO mocienoBareabHocTh QQHNAFPYT
VLCDR3 (SEQ ID NO: 50).

B onHOM acniekTe B JaHHOM IOKYMEHTE pacKpbiTa KOMIIO3ULIMS, COAEpIKallas HECKOIbKO
MOJIEKYJI aHTUTENa, KOTOpble CBs3bIBatOTCS ¢ AuMepoMm CD73 denoseka, MpUyYeM yKa3aHHBIN
auMep cocTouT u3 mepBoro MoHomepa CD73 u Broporo moHomepa CD73, mpuuem kaskablit
MOHOMEp COZEPKUT AMUHOKHCJIOTHYIO IOCJIENOBATENbHOCTh U3 OCTaTKoB 27-547 uz SEQ ID
NO: 105 (Hanpumep Kaxkablii MOHOMEP COCTOUT M3 aMHUHOKHCIIOTHOH MOC/IEAOBATEIbHOCTH MO
SEQ ID NO: 171), rne

(1) ecnu Kaxaass M3 HECKOJBKUX MOJIEKYJl aHTHTENA CONEP’KUT OJUH U TOT K€ MEepPBbIM
AQHTUTEHCBSI3BIBAIOIIUN JOMEH U OJIUH U TOT K€ BTOPOU aHTUT€HCBSI3bIBAIOIINIA IOMEH, He OoJiee
20%, 25%, 30%, 35%, 40%, 45%, 50%, 55%, 60%, 65%, um 70% wmonekyn aHTUTeNna B
YKa3aHHOH KOMITO3UIIMH CBsi3bIBAOTCS ¢ aumepom CD73 ¢ oOpa3oBaHuMeM KOMILIEKCa, TIe
Kbl U3 YKa3aHHBIX KOMILUIEKCOB COIEPKUT JBE HJIM OOJiee MOJIEKYJIbI aHTUTENa U ABA WJIH
bonee mumepoB CD73, Hanmpumep, TpU H3MEPEHUH C TMPUMEHEHHEM 3KCKIIFO3UOHHOM
Xxpomarorpaduu, U MPOLEHTHOE 3HAYSHHE MOJIYHAOT MyTEM OIPENEIeHUs] KOJINIECTBA MOJIEKYJT
aHTHUTENa B KOMIUIEKCE IO OTHOUICHHIO K OOIIEeMy KOJHYECTBY MOJIEKYJl aHTUTENA,
cessbBaromuxcss ¢ CD73 (uWckimrovast HECBSI3aHHBIE MOJIEKYJIbI AHTHTENA), HAMPHMEpP, Kak
OMNMCAaHO B puMepe 2; u

(1) MOJIeKyJIa aHTHTENA COAEPIKHUT:

(a) VH, comepsxamnyro aMUHOKUCIOTHYIO TiocnenoBatenbHocTe VHCDRI nmox SEQ ID
NO: 38, amunokucnotHyro nocienosaresbHocth VHCDR2 noxg SEQ ID NO: 36 wu
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amMuHokucyoTHyto mnocnenosarenbHocTe VHCDR3 noxg SEQ ID NO: 37; u VL, comepxkaiyro
aMUHOKHCIIOTHYIO0 mocnenoBatenpbHocTh VLCDRI1 mox SEQ ID NO: 48, aMUHOKUCIOTHYIO
nocnenosatenbHocTe VLCDR2 nox SEQ ID NO: 49 n aMMHOKHCIIOTHYIO MOCJIE0BATENBHOCTD
VLCDR3 nox SEQ ID NO: 50;

(b) VH, conmepxamyro amuHOKHCIOTHYIO0 nocnenosarenbHocth VHCDR1 nox SEQ ID
NO: 72, amunokucinotHyto mnocienosarenbHocTe VHCDR2 mon SEQ ID NO: 71 wu
amuHOKHUCIOTHYIO nocinenoBarenbHocts VHCDR3 noxg SEQ ID NO: 37, u VL, comepkaryro
aMUHOKHCIIOTHYIO0 TocnenoBareabHocTh VLCDRI1 mox SEQ ID NO: 48, aMUHOKHUCIOTHYIO
nocnenosatenbHOCTs VLCDR2 nox SEQ ID NO: 49 n aMMHOKHCIOTHYIO TOCIIEIOBATENbHOCTD
VLCDR3 noxn SEQ ID NO: 50;

(¢) VH, conepskamnyro aMUHOKUCIOTHYIO TocienoBatenbHocTe VHCDRI nox SEQ ID
NO: 38, amunokucnotHyr mnocienosaresbHocte VHCDR2 moxg SEQ ID NO: 71 wu
aMuHOKHCIIOTHYIO mocienosarenbHOoCTe VHCDR3 mox SEQ ID NO: 37; u VL, comepxkamiyro
aMUHOKHCIIOTHYIO0 TocnenoBarenbHocTh VLCDRI1 mox SEQ ID NO: 48, aMUHOKHUCIOTHYIO
nocnenosatenbHocTe VLCDR2 nox SEQ ID NO: 49 n aMMHOKHUCIIOTHYIO MOCJIE0BATENbHOCTD
VLCDR3 nox SEQ ID NO: 50;

(d) VH, conmepxamyro aMHHOKHCIOTHYIO mocienoBarenbHocts VHCDR1 moxg SEQ ID
NO: 137, amumnokuciotrnyro mnociaegosarenbHocts VHCDR2 moxg SEQ ID NO: 136 wu
amMuHokucyoTHyI0 nocinenosarenbHocTe VHCDR3 nmoa SEQ ID NO: 37; u VL, conepxaruy:o
aMUHOKHCIIOTHYI0 TocnenoBateabHocTh VLCDRI1 mox SEQ ID NO: 48, aMUHOKHCJIOTHYIO
nocnenosaTenbHocTe VLCDR2 nox SEQ ID NO: 49 n aMMHOKHUCIIOTHYIO MOCJIE€0BATENIBbHOCTD
VLCDR3 nox SEQ ID NO: 50;

(e) VH, comepskarnyro aMUHOKUCIOTHYIO TocienoBarenbHocTe VHCDRI1 nmox SEQ ID
NO: 137, amunokucnotHyro nocienoBarenbHocte VHCDR2 mon SEQ ID NO: 146 wu
amuHOKHUCIOTHYIO nocnenoBarenbHoctb VHCDR3 noxg SEQ ID NO: 37, u VL, comepkamyro
aMUHOKHCIIOTHYI0 TocnenoBareabHocTh VLCDRI1 mox SEQ ID NO: 48, aMUHOKHUCIOTHYIO
nocnenosaTenbHOCTs VLCDR2 nmox SEQ ID NO: 49 n aMMHOKHUCTIOTHYIO MOCJIEN0BATENIbHOCTD
VLCDR3 nox SEQ ID NO: 50; uin

(f) VH, conepskainyro aMHUHOKUCIOTHYIO nocnenoareabHocte VHCDRI1 nox SEQ ID
NO: 137, amumnokucnotrayro mnocinegosarenbHocts VHCDR2 moxg SEQ ID NO: 154 wu
amuHokucyoTHyro nocinenosarenbHocTe VHCDR3 moxg SEQ ID NO: 37; u VL, conepxary:o
aMUHOKHCIIOTHYI0 mocnenoBarenbHocTb VLCDR1 moxg SEQ ID NO: 48, aMUHOKHCIOTHYIO
nocnenosatenbHocTs VLCDR2 nox SEQ ID NO: 49 1 aMMHOKHUCTIOTHYIO MOCJIE0BaTENbHOCTD
VLCDR3 non SEQ ID NO: 50.

B omHOM acriekTe B TaHHOM JTOKYMEHTE PacKphiTa KOMITO3UIIHS, COAEepPIKAINas HECKOIBKO
MOJIEKYJl aHTUTeNa, KOTOpble CBs3bIBatOTCsA ¢ aumepoMm CD73 denoBeka, MpUueM yKa3aHHBIH
auMep cocTouT u3 nepsoro mMoHomepa CD73 u BTroporo moHomepa CD73, mpudem Kaxablil
MOHOMEP COAEPKUT aMUHOKHCJIOTHYIO TMOCJIENOBATENbHOCTh U3 OCTaTKoB 27-547 u3 SEQ ID
NO: 105 (Hanpumep Kaxablii MOHOMEP COCTOUT U3 AMUHOKHCIIOTHOH MOCJIEIOBATEIBHOCTH O]
SEQ ID NO: 171), rne
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(1) ecnn Kaxxmasi M3 HECKOJBKUX MOJIEKYJl aHTHTENA CONEPKUT OAUH U TOT )K€ MEepPBbI
AHTUTCHCBSA3BIBAIOIIMI JOMEH M OJIUH M TOT K€ BTOPOI aHTUT€HCBA3bIBAIOINNI TOMEH, He Ooree
20%, 25%, 30%, 35%, 40%, 45%, 50%, 55%, 60%, 65%, unu 70% Monexkyna aHTuUTeNa B
yKa3aHHOH KOMITIO3UIIMH CBsi3bIBatOTCsl ¢ aumepom CD73 ¢ oOpa3oBaHueM KOMILIEKCa, TIe
KaXJIbIi U3 YKa3aHHBIX KOMIUIEKCOB COMEP KUT JBE WJIU OOJiee MOJIEKYJIbI aHTUTENA U ABA UJIH
Oonee numepoB CD73, Hampumep, 0NpU H3MEPEHHU C MPUMEHEHHUEM SKCKIFO3HOHHOMN
XpomaTorpaduu, 1 MPOLEHTHOE 3HAYEHNE MOIYYAIOT IyTeM OIpeAeSIeHNs] KOJIMYeCTBA MOJIEKY.I
aHTHUTENa B KOMIUIEKCE IO OTHOUICHHIO K OOIIeMy KOJHMYEeCTBY MOJIEKYJl aHTUTENA,
cesizbBaromuxcss ¢ CD73 (Wckiro4asi HECBSI3aHHBIE MOJIEKYJIbI AHTHTENA), HAMpHMeEp, Kak
OMNMCAaHO B IpUMepe 2; U

(i) Monekyja aHTUTENa CONEPKUT BapuadenbHyr0 oOjacTh Tsokenod nemu (VH),
Conep KaIlyro aMUHOKHUCIOTHYI mnocienoBareabHocTe ESQESPYNNWFEDP onpenenstoreit
KOMIUTeMeHTapHOCTh obnactu 3 Tskenont nenu (VHCDR3) (SEQ ID NO: 3).

B onHOM acriekte B TaHHOM TOKyMEHTE pPacKpbITa KOMITO3ULIUS, COAEPIKallasi HECKOJIbKO
MOJIEKYJI aHTUTeNa, KOTOpble CBs3bIBatOTCs ¢ aumepoM CD73 yenoBeka, MpUyYeM yKa3aHHBIN
auMep cocTouT u3 nepsoro mMoHomepa CD73 u BTOoporo moHomepa CD73, mpuyem Kaxabli
MOHOMEP COAEPKUT aMUHOKHCJIOTHYIO TOCJIENOBATENbHOCTh M3 OocTaTkoB 27-547 u3 SEQ ID
NO: 105 (Hanpumep Kaxxablii MOHOMEP COCTOUT U3 AMHHOKHCJIOTHOH MOCIIENOBATEIBHOCTH MO
SEQ ID NO: 171), rne

(1) ecnu Kaxxaas U3 HECKOJBKUX MOJIEKYJl aHTHTENA CONEPKUT OAUH U TOT )K€ MEepPBbIH
AHTUTeHCBSA3BIBAIOIIMN JOMEH M OIMH M TOT K€ BTOPOI aHTUTEHCBS3BIBAIOLINH JOMEH, He Ooee
20%, 25%, 30%, 35%, 40%, 45%, 50%, 55%, 60%, 65%, um 70% mojekyn aHTuTena B
yKa3aHHOH KOMIIO3UIIMH CBsi3bIBatOTCsl ¢ aumepom CD73 ¢ oOpazoBaHueM KOMILIEKCa, TIe
KaXKIBIH U3 YKa3aHHBIX KOMILJIEKCOB COIEPIKUT J1BE MM OOJee MOJIEKYJIbl aHTUTENA U J1BA I
Gonee pumepo CD73, Hanpumep, npu HU3MEPEHUH C NPUMEHEHHEM HKCKJIIO3MOHHON
xpomarorpaduu, ¥ MPOLEHTHOE 3HAYSHHE MOJYYAOT MyTEM OIPEIEIeHUs] KOJIUYECTBA MOJIEKYJT
aHTHUTENa B KOMIUIEKCE IO OTHOUICHHIO K OOIIeMy KOJHMYECTBY MOJIEKYJl aHTUTENA,
ceszbBaromquxcss ¢ CD73 (uckirovasi HECBsS3aHHbIE MOJIEKYJIbI AHTHTENA), HampuMep, Kak
OMMCAaHO B MpuMepe 2; u

(1) MOJIeKyJIa aHTHTENA CONEPIKHUT:

(a) BapuabenbHyr obnacTh Tspkenod uenu (VH), comepskaiiyrd aMHHOKHCIOTHYEO
nocnenoBaTeTbHOCTh X X, Y WS omnpenessironieil KOMIieMeHTapHOCTb o0yactu 1 Tskeson 1enu
(VHCDR1) (SEQ ID NO: 90), rne X; npexacrasmsier cobori R, G wiu S, u X, npexacrasnser
coboit Y miu R; amuHOkucnoTHYO nmocnenosarebHocTh YIY X1 XoGSTX3YNPSLKS VHCDR2
(SEQ ID NO: 91), rne X; mpencrasjsier cobori G wu S, X, npencrasisier codoit R, S unmu T, u
X3 mpencraBmsger coboii N  wmwm K, W aMUHOKHCIOTHYKO  IOCJIEAOBATENbHOCTH
ESQESPYNNWFDP VHCDR3 (SEQ ID NO: 3); u

(b) BapumabenpHyro obnacte Jserkoir uenu (VL), comepkamyr aMHHOKHCIOTHYIO
nociaenosarenbHOCT RASQGISSWLA omnpenenstomieit kommieMeHTapHOCTh 00nacTu 1 nerkoit
nenu (VLCDR1) (SEQ ID NO: 14); amuHOKHCIOTHYHO mocienoBarenbHocTh AASSLQS
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VLCDR?2 (SEQ ID NO: 15); u amunokucnotHyto nociegosarenbHocte QQGNSFPRT VLCDR3
(SEQ ID NO: 16).

B oxgHOM acriekTe B JaHHOM JOKYMEHTE PACKPBITA KOMITO3ULIMSI, COAEPIKaIlasi HECKOIBKO
MOJIEKYJI aHTUTENa, KOTOpble CBs3bIBAlOTCS ¢ auMmepoMm CD73 yenoBeka, mpUyYeM yKa3aHHBIN
auMmep coctouT u3 nepsoro moHomepa CD73 u Broporo moHomepa CD73, mpuyem Kaxabli
MOHOMEpP COAEPKHUT aMUHOKHCJIOTHYIO IMOCJIENOBATEeNbHOCTh U3 OCTaTKoB 27-547 uz SEQ ID
NO: 105 (Hanpumep Kaxablii MOHOMEP COCTOUT U3 aMUHOKUCJIOTHOMN MOCJIE0BATENbHOCTU 1O
SEQ ID NO: 171), rne

(1) ecnu KaxxAask U3 HECKOJBKUX MOJIEKYJl aHTHTENA CONEP’KUT OJUH U TOT K€ MEepPBbI
AHTUTCHCBS3BIBAIOIIMI JOMEH M OJIUH M TOT K€ BTOPOI aHTUTCHCBSI3bIBAIOINUI TOMEH, He Ooee
20%, 25%, 30%, 35%, 40%, 45%, 50%, 55%, 60%, 65%, um 70% wmomekya aHTuTena B
YKa3aHHOH KOMITO3UIIMH CBsi3bIBatOTCS ¢ aumepom CD73 ¢ oOpa3oBaHuMeM KOMILIEKCa, TIe
Kbl U3 YKa3aHHBIX KOMILUIEKCOB COMEPIKUT JBE HJIM OOJiee MOJIEKYJIbI aHTUTENA U ABA WJIH
bonee mumepoB CD73, Hanpumep, mNpU H3MEPEHUU C MNPUMEHEHHEM 3KCKIIFO3UOHHOM
xpomarorpaduu, U MPOLEHTHOE 3HAYSHHE MOJIYHAOT MyTEM OIPENEIeHUs] KOJINIECTBA MOJIEKYJT
aHTHUTENa B KOMIUIEKCE IO OTHOLICHHIO K OOIIeMy KOJHYECTBY MOJIEKYJl aHTUTENA,
cesspBaromuxcss ¢ CD73 (uWckimovasi HECBSI3aHHbIE MOJIEKYJIbI AHTHTENA), HampuMep, Kak
OMNMCAaHO B puMepe 2; u

(1) MOJIEKyJIa aHTHTENA CONEPIKHUT:

(a) VH, conepsxamnyio aMUHOKUCIOTHYIO TiocienoBatenbHocTe VHCDRI1 nmox SEQ ID
NO: 61, amunokucnotHyr nocienosaresbHocth VHCDR2 noxg SEQ ID NO: 60 wu
aMUHOKHCIIOTHYI0 nocnenosaTenbHocTe VHCDR3 nmox SEQ ID NO: 3; u VL, conmepxaryro
amMuHOKHUCNOTHYO nocnenosarenpHocTs VLCDRI1 moag SEQ ID NO: 14, aMUHOKHCIOTHYIO
nocinenosarenbHocTh VLCDR2 nox SEQ ID NO: 15 1 aMMHOKHCIOTHYIO NOCIEN0BATEIbHOCTD
VLCDR3 nox SEQ ID NO: 16;

(b) VH, conmep:xkainyro aMHHOKHUCIOTHYIO nocnenoarenbHocts VHCDRI1 noxg SEQ ID
NO: 4, amunokucnorayro mnocienoBarenbHoctb VHCDR2 mon SEQ ID NO: 26 wu
aMUHOKHCIIOTHYI0 TocnenoBaTeabHocTh VHCDR3 non SEQ ID NO: 3; u VL, conepxarnyro
aMUHOKHCIIOTHYI0 TocnenoBareabHocTh VLCDRI1 mox SEQ ID NO: 14, aMHHOKHCIOTHYIO
nocnenosatenbHocTe VLCDR2 nmox SEQ ID NO: 15 u aMMHOKHUCTIOTHYIO MOCJIE0BaTENbHOCTD
VLCDR3 nox SEQ ID NO: 16;

(¢) VH, conepsxkamnyro aMUHOKUCIOTHYIO TocienosatenbHocTe VHCDRI mox SEQ ID
NO: 4, amunokucnotrayro nocienosareasbHocTh VHCDR2 mox SEQ ID NO: 2 m
aMUHOKHCIIOTHYIO0 mocnenoBaTeabHocTh VHCDR3 non SEQ ID NO: 3; u VL, conepxarmyro
aMUHOKHCIIOTHYIO0 TocnenoBarenbHocth VLCDRI1 mox SEQ ID NO: 14, aMUHOKHUCIOTHYIO
nocnenosatenbHocTe VLCDR2 nox SEQ ID NO: 15 u aMMHOKHUCIIOTHYIO MOCJIE0BATENbHOCTD
VLCDR3 nox SEQ ID NO: 16; unu

(d) VH, conmepxamyro aMHHOKHUCIOTHYIO nocnenosareabHocTh VHCDRI1 mox SEQ ID
NO: 163, amunokuciaotnyw nociaegosarenbHocts VHCDR2 nmoxg SEQ ID NO: 162 wu
aMUHOKHCIIOTHYI0 nocnenoBaTenbHocTh VHCDR3 non SEQ ID NO: 3; u VL, conepxaryro



68

aMUHOKHCIIOTHYIO0 TocnenoBarenbHocTe VLCDRI1 moxg SEQ ID NO: 14, aMUHOKHCJIOTHYIO
nocnenosatenbHocTe VLCDR2 nox SEQ ID NO: 15 n aMMHOKHUCIIOTHYIO MOCJIE0BATENbHOCTD
VLCDR3 nox SEQ ID NO: 16.

B onHOM acmexkTte B JAaHHOM J[OKYMEHTE pAacKpbITa MOJIEKYJa AaHTUTENA, KOTOpas
cesizbiBaeTcsa ¢ CD73 denoBeka, rae

(1) Monmexyna aHTUTENAa NPU CBA3BIBAHUM C OEJIKOM, COMEepIKAIIMM aMHUHOKHCIIOTHYIO
NOCJIeIOBATENbHOCTD U3 OcTaTKOB 27-547 u3z SEQ ID NO: 105 (Hampumep, GeKOM, COCTOSIIIAM
U3 aMHHOKHUCIIOTHOU mocnenoBaTenbHocTy nmox SEQ ID NO: 171), obecnieunBaeT yMeHbIIEHHE
CpeIHEro YPOBHSI BOJOPOIHO-IelTepreBoro oomena o ocratkam 368-387 uz SEQ ID NO: 105
B Oonbllel crerneHu, yeM rmo ocratkaM 158-172, ocratkam 206-215 unu octatkam 297-309 u3
SEQ ID NO: 105, nanpumep, nNpu HCCIECIOBAHUM MOJIEKYJbl AHTHTENIA B BUIE MOJEKYJIbI
OWBaJICHTHOTO AaHTUTENAa C TNPUMEHEHHEM MacC-CIIeKTPOMETPUN BOAOPOAHO-IEHTEPHEBOTO
oOMeHa, HampuMmep, Kak OIMHCAHO B MpUMepe 2, HApHUMEpP MAacC-CHEKTPOMETPHH BOIOPOIHO-
nerrepueBoro oOMeHa, mpoBoguMOi ¢ oOMeHoM B TedueHue 1 munyTH pu pH 7-8 (Hanmpumep,
pH 7,5) u xoMHaTHOH TeMIiepaTtype; u

(i1) MOJIEeKyJia aHTHUTeNa UHTUOUpyeT (bepMeHTaTUBHYIO aKTUBHOCTb
membpaHocesizanHOro CD73 uesoBeka Ha 1o MeHbIneH Mepe mpudmmuTensHo 60%, 70%, 80%,
i 90%, HanpuMmep, MPHU HCCIIEAOBAHUN MOJIEKYJIbl aHTUTEJA B BUAE MOJIEKYJIbl OMBaJIEHTHOTO
aHTuTeNna ¢ npuMeHeHneM moauduuuposanHoro aHanmuza Cell Titer Glo (CTG), Hanpumep, kak
ONMCaHo B npumepe 1.

B oxgHOM BapuaHTe OCYLIECTBIEHMs CBSI3bIBAHHE aHTUTENA OOECIIeYNBAET yMEHbLICHNE
CpeIHero ypoBHSI BOJOPOIHO-eHTepueBoro oomena nmo ocratkam 368-387 uz SEQ ID NO: 105
B Oonbiueli cremeHu, yem no ocratkam 158-172 w3 SEQ ID NO: 105. B omHoMm BapuaHTe
OCYLIECTBJICHHUs CBSI3bIBAHHE AaHTUTENa OOEeCIeYMBaeT yMEHbIIEHHE CPEeJHEro YPOBHS
BOZIOPOIHO-AAelTeprueBoro odmeHa mo ocratkam 368-387 uz SEQ ID NO: 105 B Oombrueit
crernieny, 4eM no ocratkam 206-215 u3 SEQ ID NO: 105. B ogHOM BapuaHTe OCYLIECTBICHHUS
CBSI3bIBAHME aHTUTENIA 00ECTIeUNBAET YMEHBIICHNUE CPEIHETO YPOBHS BOIOPOIHO-IEHTEPHEBOTO
obmena o octatkaM 368-387 uz SEQ ID NO: 105 B Gosblieii cTeneHu, 4YeM Mo ocTtaTkam 297-
309 w3 SEQ ID NO: 105. B ogHOM BapuaHTe OCYIIECTBJEHMsI CBSI3bIBAHHWE AaHTHUTENA
o0ecrieuynBaeT YMEHbLICHHE CPEIHEr0 YPOBHS BOIOPOIHO-IEHTEpHEeBOro 0OMeHa 1Mo OCTaTKam
368-387 u3 SEQ ID NO: 105 B Gonblieii crenenu, yeM o ocratkam 158-172 u3z SEQ ID NO:
105 u mo ocratkam 206-215 u3z SEQ ID NO: 105. B omHOM BapuaHTe OCYIIECTBJIECHMUS
CBSI3bIBAHME aHTUTENIA 00ECNIEUNBAET YMEHBIICHNE CPEIHETO YPOBHS BOIOPOIHO-IEHTEPHEBOTO
obmena o octatkam 368-387 uz SEQ ID NO: 105 B Gosnblueii cTeneHu, 4eM Mo octatkam 158-
172 u3 SEQ ID NO: 105 u mo ocrarkam 297-309 u3 SEQ ID NO: 105. B ogHom Bapuante
OCYIIECTBIIEHHsI CBSI3bIBAHUE AaHTUTENAa OOECIeYNBAaeT YMEHBbLICHWE CPEIHEro YPOBHS
BOIOpOAHO-AeHTepreBoro obmena mo ocrarkam 368-387 w3z SEQ ID NO: 105 B Oomblueit
creredu, 4yeM mo ocratkam 206-215 uz SEQ ID NO: 105 u mo ocratkam 297-309 u3 SEQ ID
NO: 105. B omgHOM BapuwaHTe OCYIIECTBICHHs CBS3bIBAHME AaHTUTENAa OOEeCIeurnBaeT

YMEHBLIEHHE CPEHEr0 YPOBHS BOOPOJHO-AEHTEpHeBOro oOMeHa 1o ocratkam 368-387 uz SEQ
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ID NO: 105 B Gonbiueii crenenu, yem no octatkam 158-172 u3 SEQ ID NO: 105, no ocratkam
206-215 u3 SEQ ID NO: 105 u o ocrarkam 297-309 u3z SEQ ID NO: 105.

B onHOM acmexkTte B JAaHHOM J[OKYMEHTE pAacKpbITa MOJIEKYJa AaHTUTENA, KOTOpas
cesizbiBaeTcsa ¢ CD73 denoBeka, rae

(1) Monexkyna aHTHUTENAa NPU CBI3BIBAHUU C OEJIKOM, COAEp KallNM aMHHOKHCIIOTHYIO
HIOCJIEIOBATENBHOCTD M3 ocTaTKOB 27-547 u3 SEQ ID NO: 105 (Hanpumep, GekoM, COCTOSIIUM
U3 aMMHOKHUCIIOTHOU mocnenoBatenbHocTy nmox SEQ ID NO: 171), obecnieurBaeT yMeHbIIEHHE
CpeIHEro ypOBHSI BOJOPOIHO-IeiTepreBoro oomena mo ocratkam 158-172 u3z SEQ ID NO: 105
B Oouibliieii crenenu, yeM mo ocratkam 206-215 uz SEQ ID NO: 105, no ocrarkam 368-387 u3
SEQ ID NO: 105 unu no ocratkam 297-309 u3 SEQ ID NO: 105, nanpumep, npu ucciaeioBaHuU
MOJIEKYJIbl aHTUTENa B BHUAE MOJIEKYJIbl OHBAJIEHTHOIO AHTHUTENAa C MPHUMEHEHHEM Macc-
CHIEKTPOMETPUU BOAOPOIHO-AEHTEPHEBOr0 OOMEHa, HampuMep, Kak OIMHCAHO B MNpHUMepe 2,
HaIpUMep MacC-CIIEKTPOMETPHH BOIOPOAHO-AeHTepreBOro oOMeHa, MPOBOJUMON ¢ OOMEHOM B
teueHue | munytel pu pH 7-8 (Hanpumep, pH 7,5) 1 KOMHaTHO# Temneparype; U

(i1) MOJIEKYJIa aHTHTENA UHTUOHUpyeT (bepMeHTaTUBHYIO AKTUBHOCTB
membpaHocesizanHOoro CD73 4enoBeka Ha 1O MeHbInel Mepe npudmsuTensHo 60%, 70%, 80%,
i 90%, HanpuMmep, MPHU HCCIIEAOBAHUN MOJIEKYJIbl aHTHTENA B BUAE MOJIEKYJIb OMBaJIEHTHOTO
aHTuTeNna ¢ npumeHeHneM moaupuurposanHoro aHanusa Cell Titer Glo (CTG), Hanpumep, kak
ONMCaHo B npumepe 1.

B oxgHOM BapuaHTe OCYIIECTBIIEHHs CBSI3bIBAHHE AHTHUTENA OOECIIEUMBAET YMEHBIIEHHE
CpeIHero ypoBHsSI BOJOPOIHO-neHTepueBoro oomena nmo ocratkam 158-172 u3z SEQ ID NO: 105
B Oonbineii cremeHu, yem mo ocratkam 206-215 w3z SEQ ID NO: 105. B omHoMm BapuaHTe
OCYILIECTBJICHHs] CBsI3bIBAHHE AaHTUTENa OOECIeYMBAET YMEHBILIEHHE CpPEOHEro YpPOBHS
BOZIOPOIHO-AelTepueBoro obmena mo ocratkam 158-172 uz SEQ ID NO: 105 B Oombrueit
creneHy, 4eM no ocrarkam 368-387 uz SEQ ID NO: 105. B ogHOM BapuaHTe OCYIIECTBIICHHUS
CBSI3bIBAHME aHTUTENIa 00ECTIeUnBAeT YMEHBIICHNUE CPEIHETO YPOBHS BOAOPOAHO-IEHTEPHEBOTrO
obmena o octatkaM 158-172 u3z SEQ ID NO: 105 B Gosblieii CTeneHH, YeM 1Mo ocTaTkam 297-
309 w3 SEQ ID NO: 105. B ogHOM BapuaHTe OCYILECTBJEHMs CBSI3bIBAHHE AaHTUTENA
o0ecrieynBaeT YMEHbLICHHE CPEIHEr0 YPOBHS BOIOPONHO-IEHTEepHEeBOro oOMeHa 1Mo OCTaTKam
158-172 u3 SEQ ID NO: 105 B Gonblieii crenenu, yeM o ocratkam 206-215 u3z SEQ ID NO:
105 u mo ocratkam 368-387 u3z SEQ ID NO: 105. B omHOM BapuaHTe OCYIIECTBJICHMUS
CBSI3bIBAHME aHTUTENIA 00ECNIEUNBAET YMEHBIICHNE CPEIHETO YPOBHS BOIOPOIHO-IEHTEPHEBOTO
obmena o octatkaM 158-172 u3z SEQ ID NO: 105 B Gosnblueii creneHu, 4em mo ocratkam 206-
215 u3 SEQ ID NO: 105 u no ocrarkam 297-309 uz SEQ ID NO: 105. B onHom BapuanTe
OCYIIECTBIIEHHs] CBSI3bIBAHUE AaHTUTENAa OOECIeYNMBA€T YMEHBIICHWE CPEIHErO YPOBHS
BOIOpOAHO-AeHTepreBoro obmena mo ocrarkam 158-172 uz SEQ ID NO: 105 B Oomblueit
creriedn, 4yeM mo ocratkaMm 368-387 uz SEQ ID NO: 105 u mo ocratkam 297-309 u3 SEQ ID
NO: 105. B omgHOM BapuwaHTe OCYIIECTBJICHHS CBS3bIBAHUE AaHTUTENAa O0eCreunBaeT
yYMEHbIIEHNE CPEeHEr0 YPOBHs BOJOPOIHO- el TepreBoro odmena o ocrarkam 158-172 uz SEQ

ID NO: 105 B Oonbiueii crenenu, yem no octatkam 206-215 uz SEQ ID NO: 105, nmo ocratkam
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368-387 u3 SEQ ID NO: 105 u o ocratkam 297-309 u3 SEQ ID NO: 105.

B omHOM acnekte B JAHHOM JOKYMEHTE pAacKpbiTa MOJIEKYJa AaHTUTENa, KOTOopas
cesizbiBaeTcsa ¢ CD73 denoBeka, rae

(1) mMonekyna aHTHTeNa OOECIeUYHMBAET YMEHBbLIEHUE YPOBHS BOJOPOIHO-IEHTEPHEBOrO
oOMeHa B OJIHOW MM HECKOJbKUX 0O0JacTax Oenka, COAEpIKAaIero aMHUHOKHUCIOTHYIO
NOCJIeIOBATENbHOCTD M3 OcTaTKOB 27-547 n3 SEQ ID NO: 105 (Hanpumep, Oenka, COCTOSIIETO
U3 aMHHOKHCJIOTHOH mocienosarenbHoctd nog SEQ ID NO: 171), mpu ero cBsi3plBaHHH, IIPU
5TOM OJIHA WMJIM HECKOJBKO oOylacTell BBIOpAaHBI U3 TPYIIIbI, COCTOSIIEH M3 OCTaTKOB 158-172,
ocratkoB 206-215, ocratkoB 368-387 m ocratkoB 87-104 mu3 SEQ ID NO: 105, mpu stom
00J1acTh, XapaKTepPU3YIOLIAsiCsl HAUOONBIINM YMEHBIIEHUEM CPEIHEro YPOBHS BOAOPOIHO-
neirepueBOoro oOMeHa Cpenu OIHON WIJIM HECKOJNbKUX obylacTel, He mpencraBisieT coOoi
ocratku 206-215 u3 SEQ ID NO: 105, nanpumep, npu UCCIEIOBaHUM MOJIEKYJIbl aHTHUTENA B
BUE€ MOJIEKYJIbI OMBAJEHTHOTO AaHTUTENIA C NMPUMEHEHHEM MAacC-CIIEKTPOMETPHH BOIOPOIHO-
nerrepreBoro oOMeHa, HampuMmep, Kak OMHMCAHO B MPUMeEpe 2, HAPUMEP MacC-CIEKTPOMETPHU
BOJIOPOJHO-IEHTEpHEBOro 0OMeHa, MPOBOAUMON ¢ 0OMEHOM B TeueHne 1 muHyThl ipu pH 7-8
(marmpumep, pH 7,5) u KOMHaTHOH TeMniepaType; u

(11) MOJIEeKyJIa aHTUTENa UHTUOUpyeT (bepMeHTaTUBHYIO AKTUBHOCTb
membpaHocesizanHOoro CD73 desoBeka Ha 1o MeHbIIeH Mepe mpudmsuTensHo 60%, 70%, 80%,
i 90%, HanpuMep, MPU UCCIIEAOBAHUN MOJIEKYJIbl AaHTUTENA B BUAE MOJIEKYJIbl OMBaJIEHTHOTO
aHTuTena ¢ npumeHeHneM moauduuuposanHoro aHanusa Cell Titer Glo (CTG), nHanpumep, kak
ONMCaHo B npumepe 1.

B omHOM acnekTe B JaHHOM JOKYMEHTE pAcCKpbITa MOJIEKYJa AaHTUTENa, KOTOopas
cesizbiBaeTcs ¢ CD73 denoBeka, rae

(1) Monexkyna aHTUTENAa NPHU CBSA3bIBAHUM C OEJIKOM, COAEep KaIlMM aMHUHOKHCIIOTHYIO
HIOCJIEIOBATENbHOCTD U3 ocTaTKoB 27-547 u3 SEQ ID NO: 105 (Hanpumep, GeIKOM, COCTOSIINM
U3 aMUHOKHCIOTHOW mocnenoBarenbHocTH nmon SEQ ID NO: 171), mpuBOIUT K CHIIKEHHIO
CPEAHero ypoOBHSI BOJAOPOAHO-IEHTEPHUEBOro OOMEHa, COCTaBJsoIEeMy Ooyiee 4eM, Harmpumep,
0,02, 0,03, 0,04, 0,05 wiau 0,06 Jla Ha ocratok, mo ocrarkam 368-387 u3 SEQ ID NO: 105,
HarpuMep, MPH UCCICTOBAHUN MOJIEKYJIbI AHTUTENIA B BUAE MOJIEKYJIbl OMBAJIEHTHOTO aHTHUTENA
C TPUMEHEHHEM MAacCC-CIIEKTPOMETPUH BOAOPOAHO-IEHTEpUEeBOro OOMEHa, HampuMmep, Kak
OMHCAaHO B TMpHMEpe 2, HapUMep MacC-CHeKTPOMETPHU BOAOPOIHO-AEHTEPHEBOTO OOMEHa,
poBOAUMOI ¢ oOMeHOM B TeueHne | muHyThl npu pH 7-8 (mampumep, pH 7,5) u xkoMHaTHOH
TeMmeparype; u

(i1) MOJIeKyJia aHTUTENa UHTUOHUpyeT (bepMeHTaTUBHYIO AKTUBHOCTb
membpaHocesizanHoro CD73 uenoBeka Ha 1o MeHbIel Mepe npudnmsurensHo 60%, 70%, 80%,
i 90%, HanpuMmep, MPHU HCCIIEAOBAHUN MOJIEKYJIbl aHTHTEJIA B BUAE MOJIEKYJIb OMBaJIEHTHOTO
aHTuTena ¢ npumeneHneM moaupuurposanHoro aHanusa Cell Titer Glo (CTG), nanpumep, kak
ONMCaHo B npumepe 1.

B omHOM acmekTe B JaHHOM JOKYMEHTE pAcCKpbITa MOJIEKYJia aHTUTENa, KOTOopas

cesizbiBaeTcs ¢ CD73 denoBeka, rae
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(1) MoneKyna aHTHTENAa NPU CBSI3bIBAHUU C OEJIKOM, COAEpIKAIINM aMHHOKHCIOTHYIO
NOCJIEN0BATENBbHOCTD U3 ocTaTkoB 27-547 u3 SEQ ID NO: 105 (Hanpumep, 6€IKOM, COCTOAIIUM
U3 aMUHOKHCIOTHOW mocnenoBarenpHocTd noxa SEQ ID NO: 171), npuBOIUT K CHHMKEHHIO
CPEAHEro ypOBHS BOIOPOAHO-AEHTEPHEBOro 0OMEHA, COCTABISIOIIEMY MEHee ueM, Harpumep,
0,05, 0,04, 0,03 unu 0,02 Jla Ha octatok, no ocrtatkam 206-215 uz SEQ ID NO: 105, nanpumep,
IpU HCCIEAOBAHUM MOJIEKYJIbl AHTHTENa B BHUAE MOJEKYJbl OHBAJEHTHOTO AaHTHUTENA C
NPUMEHEHHEM MAacC-CIIEKTPOMETPUH  BOJOPOIHO-AEHTepHeBOro oOMeHa, Hampumep, Kak
OMUCAHO B TpHMeEpe 2, HaNpUMep MacC-CIeKTPOMETPHH BOAOPOIHO-IEHTEpPHEBOrO OOMEHa,
npoBOIUMOI ¢ oOMeHOM B Teuenune | munyThl npu pH 7-8 (mampumep, pH 7,5) u koMHaTHOH
TeMIieparype; u

(i1) MOJIeKyJIa aHTUTENa UHTUOHpyeT (bepMeHTaTUBHYIO AKTUBHOCTb
membpaHocesizanHoro CD73 4ejoBeka Ha 1O MeHbInel Mepe mpudmmuTensHo 60%, 70%, 80%,
wi 90%, HanpuMmep, MPH UCCIIEIOBAHUN MOJIEKYJIbI AaHTUTENA B BHJIE MOJIEKYJIbI OMBAJIEHTHOTO
aHTuTena ¢ npuMmeHeHneM moaupuunposanHoro aHanusa Cell Titer Glo (CTG), nanpumep, kak
ONUCaHo B npumepe 1.

B onHOM acnexkTte B JaHHOM JIOKYMEHTE pacKpbiTa MOJIEKyJa aHTUTEeNa, KOTopas
ceszeiBaeTcsa ¢ CD73 denoBeka, rae

(1) Monexysla aHTUTENA CBSI3BIBAETCS C IO MEHBLIEH Mepe ONHUM, IBYMs, TPEMs MU
4eThIPpbMs OCTaTKaMu B npenenax octatkoB 158-172 w3z SEQ ID NO: 105, w/mnu ¢ no MeHbIuei
Mepe OIHHUM, ABYMsl, TPEMsl, YETBIPbMsI WIIH IISITBI0 OCTaTKaMU B Ipenesax octatkos 200-215 u3
SEQID NO: 105; u

(11) MOJIEKy 1A aHTUTENa UHTUOUpyeT (bepMeHTaTUBHYIO AKTUBHOCTb
memOpaHocsizaHHOro CD73 uesnoBeka Ha 1o MeHbInel Mepe npudmmsuTensHo 60%, 70%, 80%,
i 90%, HanpuMep, MPH MCCIETOBAHUHN MOJIEKYJIbl aHTUTENIA B BU/IE€ MOJIEKYJIbI OUBAJIEHTHOTO
aHTuTeNa ¢ npuMeHenueM mMomudumposannoro ananusza Cell Titer Glo (CTG), Hanpumep, kak
OMHUCaHo B mpumepe 1.

B onHOM acrekte B JaHHOM JIOKYMEHTE pacKpbITa MOJIEKyJIa aHTUTENa, KOTOopas
cesizpiBaeTcs ¢ CD73 denoBeka, rae

(1) MoneKyna aHTHTENAa NPU CBSI3bIBAHUU C OEJIKOM, COAEp KALINM aMHHOKHUCIOTHYIO
NIOCJIEIOBATENBHOCTD U3 ocTaTKoB 27-547 u3 SEQ ID NO: 105 (mampumep, GeKOM, COCTOSIIUM
U3 aMHHOKHUCIIOTHOW mocnenoBaTenbHocTd mox SEQ ID NO: 171), obecrieunBaeT yMeHbIIEHHE
CpeIHEero ypOBHSI BOJOPOIHO-IelTepreBoro oomMena no ocratkam 368-387 uz SEQ ID NO: 105
B Oonblllel crerneHu, yeM mo ocratkaMm 158-172, octatkam 206-215 unu octatkam 297-309 u3
SEQ ID NO: 105, nanpumep, npu HCCIEIOBAHUU MOJIEKYJIbI aHTHUTENIA B BUIE MOJIEKYJIbI
OWBaJICHTHOTO AaHTUTENA C TNPUMEHEHHEM MacC-CIIEKTPOMETPUN BOAOPOAHO-IEHTEPHEBOTO
oOMeHa, HarmpuMmep, Kak OMHCAHO B MpUMepe 2, HApPUMEP Macc-CIEKTPOMETPHH BOIOPOIHO-
neliTepueBoro oOMeHa, MpoBOANMON ¢ oOMeHOM B TeueHue | munyThl npu pH 7-8 (Hampumep,
pH 7,5) u xoMHaTHOH TeMIiepaTtype; u

(1) ™Momekyja aHTUTENa COINEpPKUT BapualenbHyr0 oOjacte Tspkenod nenu (VH),

cozeprKainyro aMMHOKUCIOTHYIO nocnenoBaTeabHocTh GGLYGSGSYLSDFDL onpenenstoreit
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KomruieMeHTapHoCTh oonactu 3 Tspkenoi nenu (VHCDR3) (SEQ ID NO: 37).

B oxgHOM BapmaHTe OCYLIECTBICHHs CBSI3bIBAHHE aHTUTENA OOECIIeYMBAET YMEHbLICHNE
CpeIHero ypoBHSI BOJOPOIHO-IeHTepueBoro oomena nmo ocratkam 368-387 uz SEQ ID NO: 105
B Oombineli cremenu, yem no ocratkam 158-172 w3 SEQ ID NO: 105. B omHOom BapuaHTe
OCYLIECTBJICHHUs CBSI3bIBAHHE aHTUTENa OOECIeYMBaeT yMEHbIIEHHE CPEJHEro YPOBHS
BOZIOPOIHO-AAelTepueBoro obmeHa mo ocratkam 368-387 uz SEQ ID NO: 105 B Oomnbrueit
crenieny, 4em 1o ocratkam 206-215 uz SEQ ID NO: 105. B ogHOM BapuaHTe OCYIIECTBICHHUS
CBSI3bIBAHME aHTUTENIA 00ECIeUunBAeT YMEHBIICHNUE CPETHETO YPOBHS BOIOPOIHO-IEHTEPHEBOTO
obmena o ocratkam 368-387 uz SEQ ID NO: 105 B Gosnbliieii CTeneHH, YeM Mo ocTaTkam 297-
309 w3 SEQ ID NO: 105. B ogHOM BapuaHTe OCYILECTBJEHMs CBSI3bIBAHHE AaHTUTENA
o0ecrieynBaeT YMEHbLICHHE CPEIHEr0 YPOBHS BOIOPOIHO-IEHTEepHEeBOro oOMeHa 1Mo OCTaTKam
368-387 u3 SEQ ID NO: 105 B Gonblieii creneHu, yeM o ocratkam 158-172 u3 SEQ ID NO:
105 u mo ocratkam 206-215 u3z SEQ ID NO: 105. B omHOM BapuaHTe OCYILECTBJICHMUS
CBSI3bIBAHME aHTUTENIA 00ECNIEUNBAET YMEHBIICHNE CPEIHETO YPOBHS BOIOPOIHO-IEHTEPHEBOTO
obmena o octatkaMm 368-387 uz SEQ ID NO: 105 B Gosnblueii cTeneHu, 4eM Mo octaTtkam 158-
172 u3 SEQ ID NO: 105 u no ocrarkam 297-309 u3z SEQ ID NO: 105. B ogHom Bapuante
OCYIIECTBIIEHHS] CBSI3bIBAHUE AaHTUTENAa OOECIeYNBAaeT YMEHBIICHWE CPEIHErO YPOBHS
BOIOpOAHO-AeHTepreBoro obmena mo ocrarkam 368-387 w3z SEQ ID NO: 105 B Oomnblueit
crerieHn, 4yeM mo ocratkam 206-215 uz SEQ ID NO: 105 u mo ocrarkam 297-309 u3 SEQ ID
NO: 105. B omgHOM BapwaHTe OCYIIECTBJICHHS CBS3bIBAHUE AaHTHUTENAa OOEeCrednBaeT
yMEHbIIEHNE CPEIHErO YPOBHS BOJOPOIHO-eHTepreBoro odMena no ocratkam 368-387 uz SEQ
ID NO: 105 B 6onbiueii crenenn, yem o octatkam 158-172 u3 SEQ ID NO: 105, no ocratkam
206-215 u3 SEQ ID NO: 105 u o ocratkam 297-309 u3 SEQ ID NO: 105.

B opHOM acnexkrte B JAaHHOM [OKYMEHTE PAacKpbITa MOJIEKYJa AaHTUTENA, KOTOpas
cesizpiBaeTcs ¢ CD73 uenoBeka, rae

(1) Moyekyna aHTUTENa MPH CBS3BIBAHUU C OEJIKOM, COIEp KaluM aMHHOKHCIOTHYIO
NOCJIeIOBATENbHOCTD U3 o0cTaTKOB 27-547 u3z SEQ ID NO: 105 (Hampumep, GeKOM, COCTOSIIIUM
U3 aMHHOKHUCIIOTHOU mocnenoBatenbHocTy nmox SEQ ID NO: 171), obecnieunBaeT yMeHbIIEHHE
CpeIHEro ypOBHSI BOJOPOIHO-elTepreBoro oomMena no ocratkam 158-172 u3z SEQ ID NO: 105
B Ooublneii crenenu, yeM mo ocratkam 206-215 uz SEQ ID NO: 105, no ocratkam 368-387 u3
SEQ ID NO: 105 unu no ocratkam 297-309 u3z SEQ ID NO: 105, nanpumep, Npu Ucciae10BaHUU
MOJIEKYJIbl aHTUTENa B BHUAE MOJEKYJbl OHBAJEHTHOIO AHTHTENAa C MPHUMEHEHHEM Macc-
CHEKTPOMETPUU BOAOPOIHO-IAEHTEPHEBOr0 OOMEHa, HampuMep, KakK ONHCAaHO B IMpHMeEpe 2,
HaIpuUMep MaccC-CIIEKTPOMETPHH BOIOPOAHO-AeHTepreBOro oOMeHa, MPOBOAUMON ¢ OOMEHOM B
tedeHue | munytel pu pH 7-8 (Hanpumep, pH 7,5) 1 koMHaTHO# Temneparype; U

(1) Momekyja aHTUTeNa COIEP:KUT BapwadenpHyr0 oOjacte Tspkenod nermu (VH),
coneprKaiyro aMMHOKUCIOTHYIO nocnenoBaTeabHocTh GGLYGSGSYLSDFDL onpenenstorueit
KomruieMeHTapHocTh oonactu 3 Tspkenoi nenu (VHCDR3) (SEQ ID NO: 37).

B oxgHOM BapuaHTe OCYLIECTBIEHMS CBSI3bIBAHHE aHTUTENA OOECIIEUMBAET YMEHbIIECHUE

CpeIHero ypoBHSI BOJOPOIHO-eHTepueBoro oomena nmo ocratkam 158-172 u3z SEQ ID NO: 105
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B Oombineii cremenu, yem mo ocratkam 206-215 w3 SEQ ID NO: 105. B omHOM BapuaHTe
OCYIIECTBIIEHHs] CBS3bIBAHUE AaHTUTENa OOECIeYNBaeT YMEHBIIEHHE CPEIHEro YpPOBHI
BOZIOpOAHO-AeHTepueBoro obmena mo ocrarkam 158-172 w3z SEQ ID NO: 105 B Oomblueit
cTenieHy, 4em no ocratkam 368-387 u3 SEQ ID NO: 105. B ogHOM BapuaHTe OCYILECTBICHMUS
CBSI3bIBAHHME AHTHUTENA 00ECIeYNBaAET YMEHbIIEHHE CPEIHErO YPOBHS BOAOPOAHO-AEHTEPUEBOTO
obmena o ocratkaM 158-172 u3z SEQ ID NO: 105 B Gonblueii CTeneHH, YeM Mo ocTaTkaM 297 -
309 w3 SEQ ID NO: 105. B ogHOM BapuaHTe OCYILECTBJIEHHUS CBs3bIBAHHE aHTHUTENA
o0ecrieynBaeT yMEHbLICHHE CPEIHEr0 YPOBHS BOIOPOIHO-IEHTEepHeBOro oOMeHa 1Mo OCTaTKam
158-172 u3 SEQ ID NO: 105 B Gomblieii crenenu, yem mo ocrarkam 206-215 u3z SEQ ID NO:
105 u mo ocratkam 368-387 w3 SEQ ID NO: 105. B omHOM BapuaHTe OCYIIECTBJICHUS
CBSI3bIBAHME aHTUTENIA 00ECNIEUNBAET YMEHBIICHNE CPETHETO YPOBHS BOIOPOIHO-IEHTEPHEBOTO
obmena o octatkaM 158-172 u3z SEQ ID NO: 105 B Gonblueii cTeneHu, 4yeM rmo ocratkam 206-
215 uz SEQ ID NO: 105 u no ocrarkam 297-309 uz SEQ ID NO: 105. B onHom BapuaHTe
OCYIIECTBIICHHSI CBSI3bIBAHUE AaHTUTENAa OOECIeYNMBAET YMEHBIICHWE CPEIHErO YPOBHS
BOIOpOAHO-AeHTepreBoro obmena mo ocratkam 158-172 w3z SEQ ID NO: 105 B Oomnbiieit
creriedHn, 4yeM o ocratkaMm 368-387 uz SEQ ID NO: 105 u mo ocratkam 297-309 u3 SEQ ID
NO: 105. B omgHOM BapwaHTe OCYIIECTBJICHHS CBS3bIBAHUE AaHTHUTENA OOECreunBaeT
YMEHbBIIIEHNE CPEIHETO YPOBHS BOJOPOIHO-AeHTepreBoro odMena o ocratkam 158-172 uz SEQ
ID NO: 105 B 6onbineii crernenu, yem mo octatkam 206-215 u3z SEQ ID NO: 105, no ocratkam
368-387 uz SEQ ID NO: 105 u o ocratkam 297-309 u3z SEQ ID NO: 105.

B onHOM acmexkTte B JaHHOM J[OKYMEHTE pAacKpbiTa MOJIEKYJa aHTUTENA, KOTOpas
cesizbiBaeTcs ¢ CD73 denoBeka, rae

(i) Monekyna aHTuTena oOecrevynBaeT yYMEHbIIEHHE YPOBHsS BOAOPOAHO-IEHTEPHEBOrO
oOMeHa B OJNHOW WM HECKOJbKUX 00JacTax Oenka, COAEpIKAIero aMHUHOKUCIOTHYIO
HIOCJIEIOBATENBHOCTD U3 ocTaTKoB 27-547 u3 SEQ ID NO: 105 (manpumep, Oenka, cOCTOSIIEro
U3 aMUHOKHCJIOTHOHN nocienosarenbHocTH nog SEQ ID NO: 171), mpu ero CBsi3bIBaHUH, TPU
5TOM OJIHA WMJIM HECKOJIbKO oOylacTell BBIOpaHBI U3 TPYIIIbI, COCTOSIEH M3 OCTaTKoB 158-172,
ocratkoB 206-215, ocratkoB 368-387 u ocratkoB 87-104 mu3 SEQ ID NO: 105, mpu stom
00J1acTh, XapaKTEepPU3YIOLIAasiCs HAUOONBIINM YMEHBIIEHHEM CPEIHEro YPOBHS BOJOPOIHO-
nerepueBoro oOMeHa Cpenu OIHON WIJIM HECKOJNbKUX oOylacTel, He mpencraBisieT coOoi
octatku 206-215 u3 SEQ ID NO: 105, nanpumep, npu UCCIEIOBaHUM MOJIEKYJIbl aHTUTENA B
BUE€ MOJIEKYJIbI OMBAJICHTHOTO AHTUTENA C NMPUMEHEHHEM MAacC-CIIEKTPOMETPUH BOIOPOIHO-
nerrepreBoro oOMeHa, HampuMep, Kak OMHMCAHO B MPUMepe 2, HAPUMEP MacC-CIeKTPOMETPHU
BOJIOPOJHO-IEHTEpHEBOro 0OMeHa, MPOBOAUMON ¢ 0OMEHOM B TeueHne 1 muHyThl nipu pH 7-8
(marmpumep, pH 7,5) u kOMHaTHOH TeMnepaType; u

(1) Momekyja aHTUTeNa COIEP:KUT BapwadenpHyr0 oOjacte Tspkenod neru (VH),
coneprKaiyro aMMHOKUCIOTHYIO nocnenoBaTeabHocTh GGLYGSGSYLSDFDL onpenenstorueit
KomruieMeHTapHocTh oonactu 3 Tspkenoi nenu (VHCDR3) (SEQ ID NO: 37).

B onHOM acnexkrte B JaHHOM J[OKYMEHTE pacKpbiTa MOJIEKYJa AaHTUTENA, KOTOpas

cesizbiBaeTcsa ¢ CD73 denoBeka, rae
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(1) MoneKyna aHTHTENAa NPU CBSI3bIBAHUU C OEJIKOM, COAEpIKAIINM aMHHOKHCIOTHYIO
NOCJIEN0BaTENbHOCTD U3 ocTaTkoB 27-547 u3z SEQ ID NO: 105 (manmpumep, GenkoM, COCTOSIIIUM
U3 aMUHOKHCIOTHOW mocnenoBarenpHocTH nog SEQ ID NO: 171), npuBOOUT K CHHXKEHUIO
CPEAHEro YpOBHS BOJOPOAHO-IEHTEpUEBOro OOMEHa, COCTaBJLIOIEMY Oosee ueM, Hampumep,
0,02, 0,03, 0,04, 0,05 unu 0,06 Jla Ha ocrartok, mo ocrarkam 368-387 u3z SEQ ID NO: 105,
HarpuMep, MPU UCCIIEOBAHUN MOJIEKYJIbl AaHTHTENA B BHJIE MOJIEKYJIbI OMBAJIEHTHOTO aHTUTENA
C TNPUMEHEHHEM MacC-CIIeKTPOMETPUH BOJOPOAHO-AeHTepueBoro oOMeHa, Hampumep, Kak
OMUCAHO B TpHMeEpe 2, HaNpUMep MacC-CIeKTPOMETPHH BOAOPOIHO-IEHTEpPHEBOrO OOMEHa,
poBOIUMOI ¢ 0OMeHOM B Teuerune | muHyThl npu pH 7-8 (mampumep, pH 7,5) u komMHaTHOH
Temneparype; u

(i) Monekyja aHTUTENa CONEPKUT BapuadenbHyr0 oOjacTh Tsokenod nemu (VH),
conepraiyo aMuHOKUCIOTHYIO TocnenoBaTeabHOCTh GGLYGSGSYLSDFDL onpenensitoueit
KOMIUIeMeHTapHOCTh obnactu 3 Tskenoit nenu (VHCDR3) (SEQ ID NO: 37).

B omHOM acmekTe B OAaHHOM JOKYMEHTE pPAacKpbITa MOJIEKYJa AHTHTENA, KOTOpas
ceszeiBaeTcsa ¢ CD73 denoBeka, rae

(1) MoneKyna aHTHTENa NPU CBSI3bIBAHUU C OEJIKOM, COAEpIKALINM aMHHOKHCIOTHYIO
NOCJIEOBATENBbHOCTD U3 ocTaTkoB 27-547 n3 SEQ ID NO: 105 (manmpumep, GeKOM, COCTOSIIIAM
U3 aMUHOKHCIOTHOW mocnenoBarenpHocTd nog SEQ ID NO: 171), npuBOIUT K CHIDKEHHIO
CPEIHEro YPOBHsS BOIOPOAHO-AEHTEPHEBOrO OOMEHA, COCTABIISIOIIEMY MEHee ueM, Harpumep,
0,05, 0,04, 0,03 unu 0,02 Jla Ha octatok, no ocrtatkam 206-215 uz SEQ ID NO: 105, manpumep,
IOPU HCCIEAOBAHUHM MOJIEKYJIbl AHTUTENAa B BHAE MOJEKYJIbl OHMBAJEHTHOTO AaHTUTENA C
NPUMEHEHHEM MAacC-CIIEKTPOMETPUHM  BOJOPOAHO-AEHTEpHUEBOro OOMeHa, HampuMmep, Kak
ONMCAaHO B INpHUMepe 2, HapUMep Macc-CIEKTPOMETPUH BOAOPOIHO-ZIeiTepueBoro oOMeHa,
npoBoaAnUMOIi ¢ oOMeHOM B TedeHune | munyTsl ipu pH 7-8 (manpumep, pH 7,5) u xomHaTHOM
TeMIeparype; u

(i) Momekyja aHTUTENa CONEPKUT BapualenbHyr0 oOjacTh Tspkenod menu (VH),
coneprkainyro aMuHOKUCIOTHYIO TocnenoBaTeabHocTh GGLYGSGSYLSDFDL onpenenstorueit
KOMIUIeMeHTapHOCTh obnactu 3 Tskenoit nenu (VHCDR3) (SEQ ID NO: 37).

B omHOM acmekTe B JaHHOM JOKYMEHTE pAaCKpbITa MOJIEKYJia AaHTHUTENa, KOTOopas
cesizeiBaeTcsa ¢ CD73 denoBeka, rae

(1) MoNeKyJla aHTUTENA CBSI3BIBAETCSI C MO MEHBbLICH Mepe ONHUM, ABYMs, TPEMs MU
YeThIPbMs OCTaTKaMH B mpeaenax octatkoB 158-172 u3z SEQ ID NO: 105, w/unu ¢ o MeHbIuei
Mepe OIHUM, ABYMsl, TPEMsl, YETBIPbMsI WJIM IISITBI0 OCTaTKaMU B Ipenenax octatkos 200-215 us
SEQ ID NO: 105; u

(1) MomeKyja aHTUTENa CONEPKUT BapuadenpHyr0 oOnacTe Tspkenod nemu (VH),
conepraiyo aMHHOKUCIOTHYIO nocnenoBaTeabHocTh GGLYGSGSYLSDFDL onpenenstorueit
KoMIuIeMeHTapHOCTh obnactu 3 Tskenoit nenu (VHCDR3) (SEQ ID NO: 37).

B omHOM acmekTe B JAaHHOM JOKYMEHTE pACKpbITa MOJIEKYJia AaHTUTENa, KOTOopas
cesizbiBaeTcs ¢ CD73 denoBeka, rae

(1) Monexkyna aHTHTENa NPU CBI3bIBAHUU C OEJIKOM, COAEp KAllNM aMHHOKHCIIOTHYIO
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NOCJIE0BATENBbHOCTD U3 ocTaTkoB 27-547 n3 SEQ ID NO: 105 (manmpumep, 6emkoM, COCTOSIIIUM
U3 aMUHOKHUCIOTHON nocnenoBaTenbHocTy ox SEQ ID NO: 171), obecnieunBaeT ymMeHbIIEHHE
CpeIHero ypoBHsSI BOJOPOIHO-IeHTepueBoro oomena nmo ocratkam 368-387 uz SEQ ID NO: 105
B Oonblnei crernenu, yeM mo ocratkaMm 158-172, octatkam 206-215 unu octatkam 297-309 u3
SEQ ID NO: 105, nanpumep, npu HCCIETOBAHUU MOJIEKYJIbI aHTUTENIA B BUIE MOJIEKYJIbI
OMBAJIEHTHOTO aHTHTENAa C MPUMEHEHHEM MAacC-CIIEKTPOMETPUN BOJOPOIHO-AEHTEPHEBOTO
oOMeHa, HampuMmep, Kak OMHCAHO B MpuUMepe 2, HApUMEP MacC-CHEKTPOMETPHH BOIOPOIHO-
nerirepreBoro oOMeHa, mpoBoaUMON ¢ 0OMeHOM B TedueHue 1 munyThl npu pH 7-8 (Hanmpumep,
pH 7,5) u xoMHaTHOH TeMmepaTtype; u

(1) MOJIeKyJIa aHTHTENA COOEPIKHUT:

(a) BapuabenbHyr obnacTh Tspkenoil uenu (VH), comepskalnyrd aMUHOKHCIOTHYEO
nocJyienoBaTeTbHOCTh X1 X2 AMS onpenestoimeii KOMIUIEMEHTAPHOCTh 00acTu | TsokeNnol nemnu
(VHCDR1) (SEQ ID NO: 88), rne X; npexacrasmsier cobori R, Y wiu S, u X, npexacrasnser
coboit Y wmmu N; amuHOkucioTHyr mnocienoBatebHOCTh X(IXoGX3GX4XsTYYADSVKG
VHCDR2 (SEQ ID NO: 89), rne X; npexacrasinsier coboii A wim S, X, npencrasisier codboit S
wm T, X3 npencrasnsier codoit S wim T, Xy mpencraensier coboit M, G wmm S, u Xs
npencraBisier coboit N, S, L wm Y, W aMHHOKHCIOTHYH TOCJIEIOBATEIbHOCTh
GGLYGSGSYLSDFDL VHCDR3 (SEQ ID NO: 37); u

(b) BapumabenmpHyro obsacte Jerkoir uenu (VL), comepkamyrd aMHHOKHCIOTHYIO
nociaenosatenbHOCT RASQSVGSNLA omnpenensromeit koMrieMeHTapHOCTb obnactu 1 Jerkoit
uenu (VLCDRI1) (SEQ ID NO: 48); amunokuciotHyto mnocienoBateabHOCTe GASTRAT
VLCDR2 (SEQ ID NO: 49); u amuHOKHCIOTHYIO mociuenosareabHocTh QQHNAFPYT
VLCDR3 (SEQ ID NO: 50).

B onHOM BapuaHTe OCYLIECTBIIEHHs CBS3bIBAHHE AHTHUTENA OOECIIeYHMBAET YMEHbIIECHHE
CPEAHero ypOoBHsI BOIOPOIHO-AeHTeprueBoro oomMena no ocrarkam 368-387 u3 SEQ ID NO: 105
B Oosbineli cremenu, 4em mo ocratkam 158-172 w3 SEQ ID NO: 105. B omHOM BapuaHTe
OCYILIECTBIICHHs] CBSI3bIBAHUE aHTUTENAa O0ECIeYMBAeT YMEHBIICHUE CpPEIHEro YpPOBHS
BOIOPOAHO-AekTeprieBoro oomena mo ocratkam 368-387 uz SEQ ID NO: 105 B Oomnblueit
crernieHy, 4eM no ocratkam 206-215 u3 SEQ ID NO: 105. B ogHOM BapuaHTe OCYLIECTBJICHHUS
CBSI3bIBAHME aHTUTENIA 00ECNIEUNBAET YMEHBIICHNE CPEHETO YPOBHS BOIOPOIHO-IEHTEPHEBOTO
obmena o octatkaMm 368-387 uz SEQ ID NO: 105 B Gosnblueli cTeneHu, 4eM 1Mo octaTtkam 297-
309 u3 SEQ ID NO: 105. B ogHOM BapuaHTe OCYIIECTBJIEHUS CBSI3bIBAHHE aHTHUTENA
o0ecrieuynBaeT YMEHbLICHHE CPEIHEr0 YPOBHS BOIOPONHO-IEHTEpHEeBOro oOMeHa 1Mo OCTaTKam
368-387 u3 SEQ ID NO: 105 B Gonblieii creneHu, yeM o ocratkam 158-172 u3 SEQ ID NO:
105 u mo ocratkam 206-215 u3z SEQ ID NO: 105. B ogHOM BapuaHTe OCYIIECTBIEHHUS
CBSI3bIBAHME aHTUTENIA 00ECIIEUNBAET YMEHBIICHNE CPEJHETO YPOBHS BOIOPOIHO-IEHTEPHEBOTO
obmena mo octatkam 368-387 uz SEQ ID NO: 105 B Gonblueii cTeneHu, 4em o octaTtkam 158-
172 u3 SEQ ID NO: 105 u mo ocrarkam 297-309 uz SEQ ID NO: 105. B ogHom Bapuante
OCYIIECTBIICHHs] CBS3bIBAHUE AaHTUTENa OOECIeYNBAaeT YMEHBIIEHHE CPEIHEro YpPOBHI

BOZIOpOAHO-AeHTepreBoro obmena mo ocrarkam 368-387 w3z SEQ ID NO: 105 B Oosblueit
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crerieHn, 4yeM mo ocratkam 206-215 w3 SEQ ID NO: 105 u mo ocratkam 297-309 u3 SEQ ID
NO: 105. B omgHOM BapwaHTe OCYLIECTBJICHHS CBS3bIBAHME aHTUTENAa OOEeCTeurnBaeT
YMEHbIIEHNE CPEeIHEr0 YPOBHS BOJOPOIHO-IelTepreBoro odMena no ocratkam 368-387 uz SEQ
ID NO: 105 B 6onbiueii crenenn, yem no octatkam 158-172 u3 SEQ ID NO: 105, no ocrarkam
206-215 u3 SEQ ID NO: 105 u o ocrarkam 297-309 u3 SEQ ID NO: 105.

B ongHOM acmekTe B JAHHOM JOKYMEHTE pacKpbiTa MOJIEKYJla aHTHUTeNa, KOTopas
cesi3piBaeTcsa ¢ CD73 uenoBeka, rae

(1) Moyekyja aHTUTENa MPH CBA3BIBAHUU C OEJIKOM, COIEp KALIUM aMHHOKHCIOTHYIO
NOCJIeIOBATENBHOCTD U3 0cTaTKOB 27-547 u3 SEQ ID NO: 105 (mampumep, GeJIKOM, COCTOSIIIUM
U3 aMHHOKHUCIIOTHOU mocnenoBaTenbHocTy nmox SEQ ID NO: 171), obecnieunBaeT yMeHbIIEHHE
CpeIHEro YPOBHSI BOJOPOIHO-eiTepreBoro oomena mo ocratkam 158-172 u3z SEQ ID NO: 105
B Ooublneii crenenu, yeM mo octatkam 206-215 uz SEQ ID NO: 105, no ocratkam 368-387 u3
SEQ ID NO: 105 unu no ocratkam 297-309 u3z SEQ ID NO: 105, nanpumep, Nnpu uccie10BaHuU
MOJIEKYJIbl AaHTHUTEJAa B BUIE MOJIEKYJbl OWBAJIEHTHOTO AaHTUTENA C NPUMEHEHHEM Macc-
CIIEKTPOMETPHH BOJIOPOIHO-EUTEPHEBOr0 OOMEHa, HampuMep, Kak OIMHUCAHO B Mpumepe 2,
HaNpUMeP MacC-CIEKTPOMETPUU BOIOPOAHO-AeHTeprueBOro oOMeHa, mpOBOIUMOI ¢ OOMEHOM B
tedeHue | munytel pu pH 7-8 (Hanpumep, pH 7,5) 1 KOMHaTHO# Temneparype; U

(1) MOJIeKyJIa aHTHTENA CONEPIKHUT:

(a) BapuabenmbHyro obsacTh TspKenod wuenu (VH), comepskainyio aMHUHOKHCIOTHYEO
nocyienoBaTelbHOCTh X X AMS onpenessitomeil KOMIUIEMEHTapHOCTh 00macTu | Tspkesol nenu
(VHCDR1) (SEQ ID NO: 88), rne X; npexacrasmsier coboi R, Y wiu S, u X, npexacrasinsier
cobot Y wmmu N; amumHokuciotHyro mnocienoBarenbHOCTh X IXoGX3GX4XsTYYADSVKG
VHCDR?2 (SEQ ID NO: 89), rre X, npencrasiser codoii A wnu S, X, npencrasiser codor S
wiu T, X3 mpencraensier coboii S wnu T, X4 mpencrasnsier cobori M, G wiu S, u Xs
npeacrasiasier coboii N, S, L wm Y, ¥ aMHUHOKUCIOTHYH IOCIEIOBATEIbHOCTb
GGLYGSGSYLSDFDL VHCDR3 (SEQ ID NO: 37); u

(b) BapuabGenpHyro oOnacte Jerkoir uenu (VL), comepkamyrd aMHHOKHCIOTHYEO
nocienosatenbHOCTb RASQSVGSNLA omnpenenstoieit KoMIieMeHTapHOCTh obsactu 1 Jerkoit
uenu (VLCDRI1) (SEQ ID NO: 48); amuHokuciotHyto mnochenoBarebHocTh GASTRAT
VLCDR2 (SEQ ID NO: 49); u aMuHOKHCIOTHYIHO mnocienoBaresbHocTh QQHNAFPYT
VLCDR3 (SEQ ID NO: 50).

B onmHOM BapuwaHTe OCYIIECTBIICHUS CBSI3bIBAHHE aHTHTENA OOECTeYHBAET YMEHBIICHHE
CpeIHEero ypOBHSI BOJOPOIHO-IeHTepreBoro oomena mo ocratkam 158-172 u3z SEQ ID NO: 105
B Oombiueii cremenHu, yem mo ocratkam 206-215 w3 SEQ ID NO: 105. B omHOM BapuaHTe
OCYIIECTBJICHUS] CBS3bIBAHUE AaHTUTENA O0ECIeUMBAET YMEHBIICHUE CPEIHEro YPOBHS
BOIOpOAHO-AeHTepreBoro obmena mo ocrarkam 158-172 w3z SEQ ID NO: 105 B Oomnblueit
creneHu, yem no octatkaMm 368-387 u3z SEQ ID NO: 105. B onHOM BapuaHTe OCYIIECTBJICHHUS
CBSI3bIBAHHE aHTHTEJA 00ECIIeYNBACT YMEHbBIICHUE CPEAHETO YPOBHS BOIXOPOAHO-IEHTEPHUEBOTO
obmena mo octatkam 158-172 u3z SEQ ID NO: 105 B Gonblieli creneHu, 4em mo ocratkam 297-

309 u3 SEQ ID NO: 105. B ogHOM BapuaHTe OCYIIECTBJCHHUS CBSI3bIBAHUE AaHTUTENA
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o0ecrieuynBaeT yYMEHbLICHHE CPEIHEr0 YPOBHS BOIOPONHO-IEHTEpHEBOro 0OMeHa 1Mo OCTaTKam
158-172 w3 SEQ ID NO: 105 B Oonblneii crenenu, yeM no ocratkam 206-215 u3z SEQ ID NO:
105 u no ocratkam 368-387 u3z SEQ ID NO: 105. B ogHOM BapuaHTe OCYILECTBIEHUS
CBSI3bIBAHHE aHTHUTENIA 00ECIeUNBAET YMEHBIIEHNE CPEHETO YPOBHS BOIOPOIHO-IEHTEPHEBOTO
obmena mo octatkam 158-172 uz SEQ ID NO: 105 B OGonblieli crenenu, 4em mo ocratkam 206-
215 w3 SEQ ID NO: 105 u nmo ocrarkam 297-309 uz SEQ ID NO: 105. B onHom BapuaHTe
OCYIIECTBIICHHs] CBSI3bIBAHUE AaHTUTENAa O0ECIeYMBaeT YMEHBbIICHUE CpPEIHEro ypPOBHS
BOIOPOAHO-AekTeprieBoro oomena mo ocratkam 158-172 w3z SEQ ID NO: 105 B Oomnblueit
crereHu, 4yeM no ocratkam 368-387 uz SEQ ID NO: 105 u mo ocratkam 297-309 u3 SEQ ID
NO: 105. B ongHOM BapuaHTe OCYLIECTBJICHHsI CBS3bIBAHME aHTUTENA OOECTIeunBaET
yMEHbIIIEHNE CPEHETO YPOBHS BOJOPOIHO-IeHTepreBoro ooMeHa o ocratkam 158-172 uz SEQ
ID NO: 105 B Gonbiueii crernenn, yem o octatkam 206-215 u3 SEQ ID NO: 105, no ocratkam
368-387 u3 SEQ ID NO: 105 u o ocratkam 297-309 u3z SEQ ID NO: 105.

B opHOM acnexkrte B JaHHOM JIOKYMEHTE pacKpbiTa MOJIEKyJa aHTUTEeNa, KOTOopas
ceszeiBaeTcsa ¢ CD73 denoBeka, rae

(1) Monekyna aHTHTeNa OOECTeUMBAET YMEHbIIEHUE YPOBHS BOJOPOIHO-IEUTEPHEBOTO
oOMeHa B OJHOH WJIM HECKOJBbKHX o0nactsax Oenka, comepikKamero aMHHOKUCIOTHYIO
NOCJIEIOBATENBHOCTD M3 ocTaTKoB 27-547 n3 SEQ ID NO: 105 (manpumep, O6enka, COCTOSIIETO
U3 aMUHOKHCIOTHOH nocienosarenbHocTd nox SEQ ID NO: 171), npu ero cBsA3bIBaHHUH, MPH
5TOM OJIHAa WMJIM HECKOJBKO obnactel BBIOpaHBI W3 TPYIIIbI, COCTOSAIIEH M3 OCTaTKoB 158-172,
octatkoB 206-215, ocrarkoB 368-387 u ocratkoB 87-104 uz SEQ ID NO: 105, mpu stom
o0acTp, XapakTepHU3yIOLIascs HaWOONBIINM YMEHBbIIEHHEM CPEIHEro YpPOBHS BOAOPOAHO-
nelTepueBoro oOMeHa Cpedu OJHOH MM HECKOJNbKUX obsacTeil, He mpencrasisieT coOoit
ocratku 206-215 u3 SEQ ID NO: 105, Hanpumep, Npu HUCCIEAOBAaHUM MOJIEKYJIbI aHTUTENA B
BUJI€ MOJIEKYJIbI OMBAJEHTHOIO AHTUTENA C NMPUMEHEHHEM MAacC-CIEeKTPOMETPUU BOIOPOAHO-
nerrepreBOro oOMeHa, HarmpuMmep, Kak OMKHCAHO B MPUMepe 2, HATIPUMeEpP MacC-CIeKTPOMETPHU
BOJIOPOJIHO-IEUTEPHUEBOr0 OOMEHa, MPOBOAUMON ¢ 0OMEHOM B TeueHue 1 muHyThl ipu pH 7-8
(marmpumep, pH 7,5) u kOMHaTHOH TeMniepaType; u

(1) MOJIEKyJ1a aHTHTENA COOEPIHKHUT:

(a) BapuabenbHyr oOnacTh Tspkenod uenu (VH), comepskamiyr aMHHOKHCIOTHYEO
nocienoBaTeNbHOCTE X X2 AMS onpenensironel KOMIUIEMEHTAPHOCTh 00J1acTh | TshKeNnol nemnu
(VHCDR1) (SEQ ID NO: 88), rne X; npexacrasmsier cobori R, Y wiu S, u X, npexacrasnser
coboit Y wmmu N; amuHOkuCIOTHYRO mnocienoBatenbHOCTh X(IXoGX3GX4XsTYYADSVKG
VHCDR2 (SEQ ID NO: 89), roe X; npencrasisier coboit A wiu S, X, npencrasnsier codoit S
wm T, X3 npencrasnsier codoit S wmm T, Xy mpencraensier coboit M, G wmm S, u Xs

npencraBisier coboit N, S, L wm Y, W aMHHOKHCIOTHYI TOCJIEIOBATEIbHOCTh

GGLYGSGSYLSDFDL VHCDR3 (SEQ ID NO: 37); u
(b) BapumabenmpHyro obOnacte Jserkoir uenu (VL), comepkamyr aMUHOKHCIOTHYIO
nocienosarenbHOCT RASQSVGSNLA omnpenensromeit koMrieMeHTapHOCTb obnactu 1 Jerkoit

uenu (VLCDRI1) (SEQ ID NO: 48); amunokuciotHyto mnocienosareabHocTh GASTRAT
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VLCDR2 (SEQ ID NO: 49); u ammHOKHCIOTHYIO mocienoBareabHocTh QQHNAFPYT
VLCDR3 (SEQ ID NO: 50).

B omHOM acmekTe B JAaHHOM JOKYMEHTE pACKpbITa MOJIEKYJa AaHTUTENa, KOTOopas
cesizbiBaeTcsa ¢ CD73 denoBeka, rae

(1) Monexkyna aHTHUTENAa NPU CBI3BIBAHUU C OEJIKOM, COAEp KallNM aMHHOKHCIIOTHYIO
HIOCJIEIOBATENBbHOCTD M3 ocTaTKoB 27-547 u3 SEQ ID NO: 105 (Hanpumep, GeKOM, COCTOSILIIM
U3 aMHHOKHCIOTHOH nocnenosatenpHocTH mox SEQ ID NO: 171), npuBOOUT K CHHIXKEHHUIO
CPEAHero ypoBHSI BOIOPOAHO-IEHTEPUEBOro OOMEHa, COCTaBJsIIoIeMy Oojiee ueM, Hampumep,
0,02, 0,03, 0,04, 0,05 unau 0,06 Jla Ha ocratok, mo ocratkam 368-387 u3 SEQ ID NO: 105,
Harpumep, MpH UCCICTOBAHUN MOJIEKYJIbI AHTUTENA B BUAE MOJIEKYJIbl OMBAJIEHTHOTO aHTHUTENA
C TPUMEHEHHEM MAacCC-CIIEKTPOMETPUH BOAOPOAHO-IEHTEPUEBOrO OOMEHA, HampuMmep, Kak
OMHUCAaHO B MpHMEpe 2, HapUMep MacC-CIeKTPOMETPHU BOAOPOIHO-IEHTEPHEBOrO OOMEeHa,
pOBOIUMOI ¢ oOMeHOM B TeueHne | munyThl npu pH 7-8 (mampumep, pH 7,5) u xkoMHaTHOH
TeMneparype; u

(1) MOJIeKyJ1a aHTHTENA CONEPIKHUT:

(a) BapuabenbHyr0 obnacTh Tspkenod uenu (VH), comepskaiiyrd aMHHOKHCIOTHYEO
nocyienoBaTeIbHOCTh X X AMS onpenesitomeil KOMIUIEMEHTapHOCTb o0acTu | Tshkenon uenu
(VHCDR1) (SEQ ID NO: 88), rne X; npeacrasmsier cobori R, Y wimu S, u X, npexacrasinsier
coboit Y wmmu N; amuHOkHCIOTHYIO mocienoBateibHOCTh XIXoGX3GX4XsTYYADSVKG
VHCDR2 (SEQ ID NO: 89), roe X; npencrasiser coboit A wu S, X, npencrasnser coOoit S
wm T, X3 npencrasisier codoit S wmm T, Xy mpencrasmsier coboit M, G wmn S, u Xs
npencrasiusier coboit N, S,
GGLYGSGSYLSDFDL VHCDR3 (SEQ ID NO: 37); u

(b) BapuabenbHyro oOnacte serkoi wnemu (VL), comepkaimyr0 aMHUHOKUCIOTHYEO

L wm Y, U aMHHOKUCIOTHYK MOCJIEI0BATEIbHOCTD

nocnenosarenbHOCTh RASQSVGSNLA onpenenstonieli KOMILIEMEHTApPHOCTh oOnactu 1 j1erkoi
uenu (VLCDR1) (SEQ ID NO: 48); amuHOKMCIOTHYIO mocienoBatebHOCTe GASTRAT
VLCDR2 (SEQ ID NO: 49); u amuHOKHMCIOTHYHO mnocienoBareabHocTh QQHNAFPYT
VLCDR3 (SEQ ID NO: 50).

B omHOM acmekTe B JaHHOM JOKYMEHTE pAaCKpbITa MOJIEKYJia AaHTHUTENa, KOTOopas
cesizeiBaeTcsa ¢ CD73 denoBeka, rae

(1) MoneKyna aHTHTENAa NPU CBSI3bIBAHUU C OEJKOM, COAEpIKAIINM aMHHOKHCIOTHYIO
NOCJIEOBATENBHOCTD U3 ocTaTkoB 27-547 u3 SEQ ID NO: 105 (Hanpumep, 6eKOM, COCTOSIIIUM
U3 aMUHOKHCIOTHOW mocnenoBarenbHocTH mon SEQ ID NO: 171), nmpuBOIUT K CHIDKEHHIO
CPEIHEro YPOBHs BOIOPOAHO-AEHTEPHEBOro 0OMEHA, COCTABISIOIIEMY MEHee ueM, Harpumep,
0,05, 0,04, 0,03 unu 0,02 Jla Ha octatok, o octatkam 206-215 uz SEQ ID NO: 105, svanpumep,
NP HCCIIEAOBAHUHM MOJIEKYJIbl AHTHUTENAa B BHUAE MOJIEKYJbI OWBAJEHTHOTO AaHTHUTENA C
NPUMEHEHUEM MAacC-CIIEKTPOMETPUH  BOIOPOAHO-AEUTEpHUEBOro OOMEHa, HampuMmep, Kak
OMHCAaHO B MpHMEpe 2, HapUMep MacC-CHeKTPOMETPHH BOAOPOIHO-AEHTEPHEBOrO OOMEHa,
npoBoauMOll ¢ oOMeHoM B TeueHue | muHyThl npu pH 7-8 (mampumep, pH 7,5) u xomHaTHOH

TeMIleparype; u
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(11) MOJIeKyJIa aHTHTENA CONEPIKHUT:

(a) BapuabenbHyro obsacth TspKenod wenu (VH), comepskamyr aMHHOKHCIOTHYEO
nocyienoBaTebHOCTh X X AMS onpenesitoineli KOMIUIEMEHTaPHOCTh o0nacTy 1 Tspkeson enu
(VHCDR1) (SEQ ID NO: 88), rne X; npexacrasmsier coboii R, Y wiu S, u X, npexacrasinsier
cobot Y wmmm N; amumHokuciotHyro mnocienoBatenbHOCTh XiIXoGX3GX4XsTYYADSVKG
VHCDR2 (SEQ ID NO: 89), rne X, npencrasnsier coboit A wnu S, X, npencrasnsier coboit S
wii T, X3 mpencraensier coboii S wniu T, X4 mpencrasnsier cobori M, G wimu S, u Xs

npencrasisier coboit N, S, L wm Y, W aMHUHOKHCIOTHYH TOCJIE€I0BATEIbHOCTD

GGLYGSGSYLSDFDL VHCDR3 (SEQ ID NO: 37); u

(b) BapuabGenpHyro oOnacte Jnerkoir uenu (VL), comepkamyrd aMHHOKHCIOTHYEO
nocienosateibHOCTb RASQSVGSNLA omnpenenstoiei KoMieMeHTapHOCTh obnactu 1 Jerkoit
uenu (VLCDRI1) (SEQ ID NO: 48); amuHokuciotHyro mnocienosarebHocTh GASTRAT
VLCDR2 (SEQ ID NO: 49); u amumHOKHCIOTHYHO mocnenoBareabHocTh QQHNAFPYT
VLCDR3 (SEQ ID NO: 50).

B onHOM acrekTe B IJAaHHOM JOKYMEHTE pAacKpbITa MOJIEKYJa aHTHUTEIa, KOTOopas
cesizeiBaeTcsa ¢ CD73 denoBeka, rae

(1) MoneKysla aHTUTENA CBSI3BIBAETCSI C MO MEHBLIEH Mepe ONHUM, ABYMs, TPEMs MU
YeThIPbMsI OCTaTKaMH B Tipenenax ocratkos 158-172 uz SEQ ID NO: 105, w/wunu ¢ mo MeHbIIei
Mepe OJTHUM, ABYMsl, TPEMSI, YETBIPbMsI WJIU MSATHIO OCTATKAMU B Mpenesax octatkoB 206-215 u3
SEQ ID NO: 105; u

(11) MOJIeKyJ1a aHTHTENA COAEPIKHUT:

(a) BapuabenbHyro obsacth TspKenol wenu (VH), comepkamyr aMHHOKHCIOTHYIO
nocjenoBateibHOCTb X X, AMS onpezensitoiieli KOMIUIEMEHTAPHOCTh 001acTH 1 TsKesoH enu
(VHCDR1) (SEQ ID NO: 88), rne X; mpencrasnsier coboii R, Y wnu S, u X, npexacrasiser
cobori Y wmmu N; amuHOKMCIOTHYHO mocienoBaredbHOCTh X IXoGX3GXyXsTYYADSVKG
VHCDR2 (SEQ ID NO: 89), rne X, npencrasnsier coboit A wnu S, X, npencrasnsier codoit S
wm T, X3 npencrasisier coboit S wim T, Xy mpencraensier coboit M, G umn S, u Xs

npencraBisier coboit N, S, L wm Y, W aMHHOKHCIOTHYH TOCJIE€IOBATEIbHOCTD

GGLYGSGSYLSDFDL VHCDR3 (SEQ ID NO: 37); u

(b) BapuabenmpHyro oOnacte Jnerkoir uenu (VL), comepkamyr aMHUHOKHCIOTHYIO
nocienosatenbHOCT RASQSVGSNLA omnpenensroieit KoMieMeHTapHOCTh obnactu 1 Jerkoit
nenu (VLCDRI1) (SEQ ID NO: 48); amuHokuciotHyto mnocienosarebHocTh GASTRAT
VLCDR2 (SEQ ID NO: 49); u amumHOKHCIOTHYHO mocienoBareabHocTh QQHNAFPYT
VLCDR3 (SEQ ID NO: 50).

B omHOM acmekTe B JaHHOM JOKYMEHTE pACKpbITa MOJIEKYJia AHTUTENa, KOTOopas
ceszeiBaeTcsa ¢ CD73 denoBeka, rae

(1) Moyekya aHTUTENa TPH CBA3BIBAHUU C OEJIKOM, COIEp KalluM aMHHOKHCIIOTHYIO
NOCJIENOBATENBbHOCTD U3 ocTaTKoB 27-547 u3 SEQ ID NO: 105 (Hanpumep, OeIKOM, COCTOSIIUM
U3 aMMHOKHUCIOTHON nocnenoBatenbHocTy nox SEQ ID NO: 171), obecnieunBaeT yMeHbIIEHHE

CpeIHero ypoBHSI BOJOPOIHO-eHTepueBoro oomena no ocratkam 368-387 uz SEQ ID NO: 105



80

B Oonbllei crerneHu, yeM mo ocratkam 158-172, octatkam 206-215 unu octatkam 297-309 u3
SEQ ID NO: 105, nanpumep, Opu HCCIEIOBAHUU MOJIEKYJbl aHTHUTENA B BUIE MOJEKYJIbI
OMBAJIGHTHOTO AHTHUTENlAa C TPHUMEHEHHEM MacC-CIIEKTPOMETPHH BOAOPOIHO-ACHTEPUEBOTO
oOMeHa, Harmpumep, Kak OMHCAHO B MpPUMEpe 2, HAPUMEP MAacC-CIIEKTPOMETPHUU BOIOPOIHO-
AelTepueBoro oOMeHa, MpoOBOAMMON ¢ 0OMeHOM B TeueHue 1 muHyThl ipu pH 7-8 (Hanmpumep,
pH 7,5) u xoMHaTHOH TeMmiepaTtype; u

(i1) MOJIeKyJIa aHTHTEJ A COIEPIHKHT:

(a) VH, comepskalnyro aMUHOKUCIOTHYIO TochenoBatenbHocTe VHCDRI1 nmox SEQ ID
NO: 38, amwmnokucnotHyro mnociaenoarenbHoctb VHCDR2 mon SEQ ID NO: 36 wm
amuHokucyoTHyo nocienosarenbHocTh VHCDR3 moxg SEQ ID NO: 37; u VL, conepxaruy:o
aMUHOKHCIIOTHYIO0 TocnenoBarenbHocTh VLCDRI1 mox SEQ ID NO: 48, aMUHOKHUCIOTHYIO
nocnenosatenbHOcTe VLCDR2 nmox SEQ ID NO: 49 u aMMHOKUCIIOTHYIO MOCJIE0BAaTEIbHOCTD
VLCDR3 nox SEQ ID NO: 50;

(b) VH, conmepxainyro aMHHOKUCTIOTHYI0 nocnenosareapHocte VHCDRI1 mox SEQ ID
NO: 72, amunokucnotHyro mnocienosaresbHocte VHCDR2 moxg SEQ ID NO: 71 wu
amuHokucyoTHyro nocienosaresbHocTe VHCDR3 moxg SEQ ID NO: 37; u VL, conepxary:o
aMUHOKHCIIOTHYIO0 TocnenoBarenbHocTe VLCDRI1 mog SEQ ID NO: 48, aMUHOKHUCIOTHYIO
nocnenosatenbHocTe VLCDR2 nox SEQ ID NO: 49 n aMMHOKHUCTIOTHYIO MOCJIE0BATENbHOCTD
VLCDR3 nox SEQ ID NO: 50;

(c) VH, conepsxkamnyio aMUHOKUCIOTHYIO TiocienoBatenbHocTe VHCDRI mox SEQ ID
NO: 38, amunokucnotHyro nocienosarenbHocth VHCDR2 nmoxg SEQ ID NO: 71 wu
amuHokucyoTHyto nocinenosaresbHocTh VHCDR3 noa SEQ ID NO: 37; u VL, conepxaruyto
amMuHOKHUCIOTHYO nocnenosarenpHocTs VLCDRI1 moag SEQ ID NO: 48, aMUHOKHCIOTHYIO
nociaenosarenbHocTh VLCDR2 nox SEQ ID NO: 49 n aMUHOKUCIIOTHYIO TOCJIEA0BATENbHOCTD
VLCDR3 nox SEQ ID NO: 50;

(d) VH, conmep:kainyro aMHMHOKUCIOTHYIO nocnenosareabHocTh VHCDRI1 nox SEQ ID
NO: 137, amunokuciotrnyro mnocinegosatenbHoctb VHCDR2 moxg SEQ ID NO: 136 wu
amuHoKkHCIOTHYIO nocienosarenbHocTe VHCDR3 moxg SEQ ID NO: 37; u VL, comepkarryro
aMUHOKHCIIOTHYIO0 TocnenoBarenbHocTh VLCDRI1 mox SEQ ID NO: 48, aMUHOKHUCIOTHYIO
nocnenosatenbHocTe VLCDR2 nmox SEQ ID NO: 49 n aMMHOKHUCIIOTHYIO MOCJIEN0BaTENbHOCTD
VLCDR3 noxn SEQ ID NO: 50;

(e) VH, conepskamnyro aMUHOKUCIOTHYIO TocienosarenbHocTe VHCDRI1 moxg SEQ ID
NO: 137, amumnokuciotrnyro mnociaegosarenbHocts VHCDR2 moxg SEQ ID NO: 146 wu
amuHokucyoTHyro mnocienosarenbHocTe VHCDR3 moxg SEQ ID NO: 37; u VL, conepxaryto
aMUHOKHCIIOTHYIO0 TocnenoBarenbHocTh VLCDRI1 mox SEQ ID NO: 48, aMUHOKUCIOTHYIO
nocnenosatenbHocTe VLCDR2 nox SEQ ID NO: 49 n aMMHOKHUCTIOTHYIO MOCJIE0BATENbHOCTD
VLCDR3 nox SEQ ID NO: 50; wiu

(f) VH, conepskamnyro aMHUHOKUCIOTHYIO mnocienosarenbHocTh VHCDRI1 nox SEQ ID
NO: 137, amunokuciotnyw nocieaosarenbHocts VHCDR2 nmoxg SEQ ID NO: 154 wu
aMuHOKHCNOTHYIO nocienosarenbHocTe VHCDR3 noa SEQ ID NO: 37; u VL, conepxaruyto



81

aMUHOKHCIIOTHYIO0 TocnenoBarenbHocTh VLCDRI1 mox SEQ ID NO: 48, aMUHOKHUCIOTHYIO
nocnenosatenbHocTe VLCDR2 nox SEQ ID NO: 49 n aMMHOKHUCIIOTHYIO MOCJIE0BATENBbHOCTD
VLCDR3 nox SEQ ID NO: 50.

B oxgHOM BapuaHTe OCYIIECTBIIEHHs CBSI3bIBAHHE AHTUTENA OOECIIEUMBAET YMEHbBLICHHE
CPEAHero ypoBHsI BOIOPOIHO-AeHTeprueBoro oomMena no ocratkam 368-387 uz SEQ ID NO: 105
B Oosbliedl cremenu, 4em mo ocratkam 158-172 w3z SEQ ID NO: 105. B omHOM BapuaHTe
OCYIIECTBIICHHsI CBSI3bIBAHUE aHTUTENa OOECIeYnBAeT YMEHBbLICHHE CpPEIHEro YpPOBHs
BOIOPOAHO-AekTeprieBoro oomena mo ocratkam 368-387 uz SEQ ID NO: 105 B Oomnblueit
crenieny, 4em no ocratkam 206-215 uz SEQ ID NO: 105. B ogHOM BapuaHTe OCYIIECTBICHHUS
CBSI3bIBAHME AHTUTENIA 00ECTIEUNBAET YMEHBIICHNE CPETHETO YPOBHS BOAOPOAHO-IEHTEPHEBOTrO
obmena o octatkaM 368-387 uz SEQ ID NO: 105 B Gosnbliieli cTeneHH, YeM Mo octaTkam 297 -
309 w3 SEQ ID NO: 105. B ogHOM BapuaHTe OCYILECTBJEHMsI CBsI3bIBAHHE AaHTUTENA
o0ecrieunBaeT YMEHbLICHHE CPEIHEr0 YPOBHS BOIOPOIHO-IEHTEpHEBOro 0OMeHa 1Mo OCTaTKam
368-387 u3 SEQ ID NO: 105 B Gonblieii crenenu, yeM o ocratkam 158-172 u3 SEQ ID NO:
105 u no ocratkam 206-215 u3z SEQ ID NO: 105. B ogHOM BapuaHTe OCYIIECTBJICHMUS
CBSI3bIBAHME aHTUTENIA 00ECNEUNBAET YMEHBIICHNE CPEHETO YPOBHS BOIOPOIHO-IEHTEPHEBOTO
obmena o octatkam 368-387 uz SEQ ID NO: 105 B Gonblueii cTeneHu, 4eM 1o ocraTtkam 158-
172 u3 SEQ ID NO: 105 u mo ocrarkam 297-309 u3z SEQ ID NO: 105. B ogHom Bapuante
OCYIIECTBIICHHs] CBSI3bIBAHUE AaHTUTENAa O0ECIeYNBAaeT YMEHBIIEHWE CPEIHErO YPOBHS
BOIOpOAHO-AeHTepreBoro obmena mo ocrarkam 368-387 w3z SEQ ID NO: 105 B Oomblueit
creredu, 4yeM mo ocrarkam 206-215 uz SEQ ID NO: 105 u mo ocratkam 297-309 u3z SEQ ID
NO: 105. B omgHOM BapwaHTe OCYLIECTBJICHHS CBS3bIBAHUE aHTHUTENAa OOeCrednBaeT
yMEHbIIEHNE CPEeHEr0 YPOBHS BOJOPOIHO-eHTepreBoro ooMena no ocrarkam 368-387 uz SEQ
ID NO: 105 B Gonbineii crenery, yem no ocratkam 158-172 uz SEQ ID NO: 105, o ocratkam
206-215 u3 SEQ ID NO: 105 u o ocratkam 297-309 u3 SEQ ID NO: 105.

B onHOM acrekte B JAaHHOM JOKYMEHTE pacKpbITa MOJIEKyJa aHTUTEeNa, KOTopas
cesizpiBaeTcs ¢ CD73 uenoBeka, rae

(1) Moyekyna aHTUTENa TMPH CBS3BIBAHUU C OEJIKOM, COIEp KALIUM aMHHOKHCIOTHYEO
NOCJIEIOBATENBHOCTD U3 OcTaTKOB 27-547 u3 SEQ ID NO: 105 (Hanmpumep, GeTKOM, COCTOSIIIUM
U3 aMHHOKHUCIIOTHOH nocnenoBatenbHocTd moa SEQ ID NO: 171), obecneunBaer yMeHbIICHNE
CpeIHEro ypOBHSI BOJOPOIHO-elTepreBoro oomena o ocratkam 158-172 u3z SEQ ID NO: 105
B Oosibleii crenenu, yeM mo ocratkam 206-215 uz SEQ ID NO: 105, no ocrarkam 368-387 u3
SEQ ID NO: 105 unu no ocratkam 297-309 u3 SEQ ID NO: 105, nHanpumep, npu UccleA0BaHUU
MOJIEKYJIbl aHTUTENa B BHAE MOJEKYJIbl OHBAJIEHTHOIO AHTHTENAa C MPHUMEHEHHEM Macc-
CIIEKTPOMETPUU BOAOPOIHO-AEHTEPHEBOro OOMEHa, HampuMep, KaK ONHCAHO B IpHMeEpe 2,
HaIpUMep MacC-CIIEKTPOMETPHH BOIOPOAHO-AeHTepreBOro oOMeHa, MpOBOAUMON ¢ OOMEHOM B
teduenue | munytel npu pH 7-8 (manpumep, pH 7,5) 1 koMHaTHOI Temneparype; U

(1) MOJIeKyJIa aHTHTENA COAEPIKHUT:

(a) VH, comepsxamnyro aMUHOKUCIOTHYIO TiocnenoBatenbHocTe VHCDRI nmox SEQ ID
NO: 38, amunokucnotHyro nocienosaresbHocth VHCDR2 noxg SEQ ID NO: 36 wu
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amMuHokucyoTHyro mnocinenosaresbHocTe VHCDR3 noa SEQ ID NO: 37; u VL, conepxaruy:o
aMUHOKHCIIOTHYIO0 mocnenoBatenpbHocTh VLCDRI1 mox SEQ ID NO: 48, aMUHOKUCIOTHYIO
nocnenosatenbHocTe VLCDR2 nox SEQ ID NO: 49 n aMMHOKHCIIOTHYIO MOCJIE0BATENBHOCTD
VLCDR3 nox SEQ ID NO: 50;

(b) VH, conmepxamyro amMuHOKUCIOTHYIO nocnenosareabHocTh VHCDRI1 mox SEQ ID
NO: 72, amunokucinotHyto mnocienosarenbHocTe VHCDR2 mon SEQ ID NO: 71 wu
amuHOKHUCIOTHYIO nocinenoBarenbHocts VHCDR3 noxg SEQ ID NO: 37, u VL, comepkaryro
aMUHOKHCIIOTHYIO0 TocnenoBareabHocTh VLCDR1 mox SEQ ID NO: 48, aMUHOKHCIOTHYIO
nocnenosatenbHOCTs VLCDR2 nmox SEQ ID NO: 49 n aMMHOKHUCTIOTHYIO MOCJIEN0BATEIbHOCTD
VLCDR3 noxn SEQ ID NO: 50;

(¢) VH, conepskamnyro aMUHOKUCIOTHYIO TocienoBatenbHocTe VHCDRI nox SEQ ID
NO: 38, amunokucnotayr mnociaenoaresbHocte VHCDR2 mon SEQ ID NO: 71 wm
amuHokucyoTHyo nocnenosarenbHocTe VHCDR3 moxg SEQ ID NO: 37; u VL, conepxary:o
aMUHOKHCIIOTHYIO0 TocnenoBarenbHocTh VLCDRI1 mox SEQ ID NO: 48, aMUHOKHUCIOTHYIO
nocnenosatenbHocTe VLCDR2 nox SEQ ID NO: 49 n aMMHOKUCIIOTHYIO MOC/IEN0BATEIbHOCTD
VLCDR3 nox SEQ ID NO: 50;

(d) VH, conmepxaimyro aMHHOKHUCTIOTHYIO nocnenosareapHocTe VHCDRI1 mox SEQ ID
NO: 137, amumnokuciotrnyro mnociaegosarenbHocts VHCDR2 moxg SEQ ID NO: 136 wu
amMuHokucyoTHyI0 nocinenosarenbHocTe VHCDR3 nmoa SEQ ID NO: 37; u VL, conepxaruy:o
aMUHOKHCIIOTHYIO mocnenoBatenpbHocTe VLCDRI1 moxg SEQ ID NO: 48, aMUHOKUCIOTHYIO
nocnenosaTenbHocTe VLCDR2 nox SEQ ID NO: 49 n aMMHOKHUCIIOTHYIO MOCJIE€0BATENIBbHOCTD
VLCDR3 nox SEQ ID NO: 50;

(e) VH, comepskarnyro aMUHOKUCIOTHYIO TocienoBarenbHocTe VHCDRI1 nmox SEQ ID
NO: 137, amunokucnotHyro nocienosareabHocte VHCDR2 mon SEQ ID NO: 146 wu
amuHOKHUCIOTHYIO nocnenoBarenbHoctb VHCDR3 noxg SEQ ID NO: 37, u VL, comepkamyro
aMUHOKHCIIOTHYI0 TocnenoBareabHocTh VLCDRI1 mox SEQ ID NO: 48, aMUHOKHUCIOTHYIO
nocnenosatenbHOCTs VLCDR2 nmox SEQ ID NO: 49 n aMHHOKHCIIOTHYIO MOCJIEN0BATEIbHOCTD
VLCDR3 nox SEQ ID NO: 50; uin

(f) VH, conepskainyro aMHUHOKUCIOTHYIO nocnenoareabHocte VHCDRI1 nox SEQ ID
NO: 137, amumnokucnotrayro mnocinegosarenbHocts VHCDR2 moxg SEQ ID NO: 154 wu
amMuHokucNoTHY0 nocienosarenbHOCTe VHCDR3 moxg SEQ ID NO: 37; u VL, comepkarryro
aMUHOKHCIIOTHYIO0 TocnenoBarenbHocTh VLCDRI1 mox SEQ ID NO: 48, aMUHOKHUCIOTHYIO
nocnenosatenbHocTs VLCDR2 nox SEQ ID NO: 49 1 aMMHOKHUCTIOTHYIO MOCJIE0BaTENbHOCTD
VLCDR3 non SEQ ID NO: 50.

B OAHOM BapHUaHTEC OCYLHCCTBJICHUS CBA3BIBAHUE aAHTUTECIIA o6ecnqu/IBaeT YMCHBIICHUE
CpeIHero ypOBHsI BOJOPOIHO-neHTepreBoro oomena mo ocratkam 158-172 u3z SEQ ID NO: 105
B Oombmmeli cremenu, yem mo ocratkam 206-215 w3 SEQ ID NO: 105. B omHOM BapuaHTe
OCYIIECTBJICHUS] CBS3bIBAHWE aHTUTENAa O0ECTeYnBaeT yMEHbIIEHHE CPEIHEro YPOBHS
BOZOpOAHO-AeHTepreBoro obmena mo ocrarkam 158-172 w3z SEQ ID NO: 105 B Oomblueit

crenieHy, 4em no ocratkam 368-387 u3 SEQ ID NO: 105. B ogHOM BapuaHTe OCYILECTBICHMUS
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CBSI3bIBAHME aHTHUTENIA 00ECIIEUNBAET YMEHBIICHNE CPEJHETO YPOBHS BOIOPOIHO-IEHTEPHEBOTO
obmena mo octatkam 158-172 u3z SEQ ID NO: 105 B Gonblueii creneHu, 4em 1o octatkam 297-
309 u3 SEQ ID NO: 105. B ogHOM BapuaHTe OCYILECTBJECHMs CBSI3bIBAHHE AaHTUTENA
o0ecrieunBaeT yMEHbLIEHHE CPEHEr0 YPOBHS BOIOPOAHO-AEHTEpHeBOro oOMeHa 1Mo OCTaTKam
158-172 w3 SEQ ID NO: 105 B Gounblueit crenenu, yem mo ocratkam 206-215 uz SEQ ID NO:
105 u nmo ocrarkam 368-387 u3z SEQ ID NO: 105. B oxnHOM BapuaHTe OCYILECTBIIEHHS
CBSI3bIBAHME aHTUTENIa 00eCNeUunBaeT YMEHBIICHNUE CPETHETO YPOBHS BOIOPOIHO-IEHTEPHEBOTIO
obmena o octatkaM 158-172 u3 SEQ ID NO: 105 B Gosblueii crerneHu, 4em 1mo ocratkam 206-
215 w3 SEQ ID NO: 105 u no ocrarkam 297-309 uz SEQ ID NO: 105. B onHom BapuanTe
OCYIIECTBIICHHsI CBSI3bIBAHUE AaHTUTENAa O0ECIeYNMBAeT YMEHBIICHUE CpPEIHEro YPOBHS
BOIOPOAHO-AekTepreBoro obmena mo ocratkam 158-172 uz SEQ ID NO: 105 B Oomnblueit
crerieHn, 4yeM mo ocrarkam 368-387 uz SEQ ID NO: 105 u mo ocratkam 297-309 u3 SEQ ID
NO: 105. B ongHOM BapuwaHTe OCYIIECTBJICHHS CBS3bIBAHUE AaHTHUTENA OOECrednBaeT
yYMEHBIIIEHNE CPEHETO YPOBHS BOJOPOIHO-IeHTepreBoro odMena o ocratkam 158-172 uz SEQ
ID NO: 105 B Gonbiueii crernenu, yem mo octatkam 206-215 u3z SEQ ID NO: 105, no ocratkam
368-387 u3 SEQ ID NO: 105 u o ocratkam 297-309 u3 SEQ ID NO: 105.

B omHOM acmekTe B JaHHOM JOKYMEHTE pACKpbITa MOJIEKYJia AHTHUTENa, KOTOopas
ceszeiBaeTcsa ¢ CD73 denoseka, rae

(1) mMonekyna aHTHTeNa OOECTIeUYMBAET YMEHBbIIEHUE YPOBHS BOJOPOIHO-IEUTEPHEBOTO
oOMeHa B OAHONH WM HECKOJBKUX 00nacTax Oenka, CoAepikKalero aMHHOKUCIOTHYIO
MOCJIeIOBATENBHOCTD M3 ocTaTkoB 27-547 u3 SEQ ID NO: 105 (manmpumep, Oenka, COCTOSIIErO
13 aMUHOKHCIOTHOHN nocaenosarenbHocTd nox SEQ ID NO: 171), npu ero cBsA3bIBaHUM, NPH
5TOM OJHA WMJIM HECKOJIbKO 00JacTel BbIOpaHBI M3 TPYMIIBI, COCTOsIIEH u3 octaTkoB 158-172,
ocraTtkoB 206-215, ocrarkoB 368-387 u ocratkoB 87-104 w3 SEQ ID NO: 105, mpu stom
o0nacTh, XapaKTepU3YIOMIAsACS HAUOONBIIMM YMEHBIIEHHEM CPEIHEro YPOBHS BOJOPOIHO-
neirepreBOoro oOMeHa Cpenu OIHON WIJIM HECKOJNbKUX o0JyiacTel, He mpencraBisieT coOoi
ocratku 206-215 uz SEQ ID NO: 105, nanpumep, mpu UCCIEIOBAHUM MOJIEKYJIbI aHTHUTENA B
BUJ€ MOJIEKYJIbI OMBAJCHTHOTO AHTUTENA C MPUMEHEHHEM MAacCC-CIIEKTPOMETPUH BOIOPOIHO-
nerrepreBoro oOMeHa, HarmpuMmep, Kak OMHCAHO B MPUMeEpe 2, HAPUMEP MacC-CIeKTPOMETPHH
BOJIOPOJHO-IEUTEpHUEBOro 0OMeHa, MPOBOAUMON ¢ 0OMEHOM B TeueHue 1 muHyThl ipu pH 7-8
(marmpumep, pH 7,5) u KOMHaTHOH TeMnepaType; u

(1) MOJIeKyJIa aHTHTENA COOEPIKHUT:

(a) VH, conepskamnyro aMUHOKUCIOTHYIO TochenosarenbHocTe VHCDRI mox SEQ ID
NO: 38, amunokucnotHyro mnocienosaresbHocte VHCDR2 moxg SEQ ID NO: 36 wu
amuHokucyioTHyro nocienosarenbHocTe VHCDR3 nmoag SEQ ID NO: 37; u VL, conepxaruyto
aMUHOKHCIIOTHYIO0 mocnenoBarenbHocTe VLCDRI1 mog SEQ ID NO: 48, aMUHOKHUCIOTHYIO
nocnenosatenbHocTe VLCDR2 nox SEQ ID NO: 49 n aMMHOKHUCTIOTHYIO MOCJIE0BATENbHOCTD
VLCDR3 nox SEQ ID NO: 50;

(b) VH, conmepxamyro aMrHHOKUCIOTHYIO nocnenosareabHocTh VHCDRI1 mox SEQ ID
NO: 72, amunokucnotHyro nocienosarenbHocth VHCDR2 nmoxg SEQ ID NO: 71 wu
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amMuHokucyoTHyro mnocinenosaresbHocTe VHCDR3 noa SEQ ID NO: 37; u VL, conepxaruy:o
aMUHOKHCIIOTHYIO0 mocnenoBatenpbHocTh VLCDRI1 mox SEQ ID NO: 48, aMUHOKUCIOTHYIO
nocnenosatenbHocTe VLCDR2 nox SEQ ID NO: 49 u aMMHOKHMCIIOTHYIO MOCJIEN0BaTENbHOCTD
VLCDR3 nox SEQ ID NO: 50;

(c) VH, conepsxamnyro aMUHOKUCIOTHYIO TnocienoBatenbHocTe VHCDRI nmox SEQ ID
NO: 38, amunokucnorHyto mnocienosarenbHocTe VHCDR2 mon SEQ ID NO: 71 wu
amuHOKHUCIOTHYIO nocinenoBarenbHocTb VHCDR3 noxg SEQ ID NO: 37; u VL, conepxatyto
aMUHOKHCIIOTHYIO0 TocnenoBareabHocTh VLCDRI1 mox SEQ ID NO: 48, aMUHOKHUCIOTHYIO
nocnenosatenbHOCTs VLCDR2 nmox SEQ ID NO: 49 n aMMHOKHUCTIOTHYIO MOCJIEN0BATEIbHOCTD
VLCDR3 noxn SEQ ID NO: 50;

(d) VH, conmepxkamyr aMHHOKHCIOTHYIO nocienoarenbHocts VHCDRI1 non SEQ ID
NO: 137, amumnokucnotrayro mnociaegosarenbHocts VHCDR2 moxg SEQ ID NO: 136 wu
amuHokucyoTHyo nocnenosarenbHocTe VHCDR3 moxg SEQ ID NO: 37; u VL, conepxary:o
aMUHOKHCIIOTHYIO0 TocnenoBarenbHocTh VLCDRI1 mox SEQ ID NO: 48, aMUHOKHUCIOTHYIO
nocnenosatenbHocTe VLCDR2 nox SEQ ID NO: 49 n aMMHOKHMCTIOTHYIO MOCJIE0BATENbHOCTD
VLCDR3 nox SEQ ID NO: 50;

(e) VH, comepskamnyro aMUHOKUCIOTHYIO TocienoBatenbHocTe VHCDRI mox SEQ ID
NO: 137, amumnokuciotrnyro mnocieaosarenbHocts VHCDR2 moxg SEQ ID NO: 146 wu
aMuHOKHCNIOTHYIO miocienosarenbHocTe VHCDR3 nog SEQ ID NO: 37; u VL, comepkamiyro
aMUHOKHCIIOTHYIO0 TocnenoBatenbHocTh VLCDRI1 mox SEQ ID NO: 48, aMUHOKHUCIOTHYIO
nocnenosaTenbHocTe VLCDR2 nox SEQ ID NO: 49 n aMMHOKHUCIIOTHYIO MOCJIE€0BATENIBbHOCTD
VLCDR3 nox SEQ ID NO: 50; uin

(f) VH, conepsxkatnyro amMuHOKUCIOTHYIO0 nocnenoarenbHocth VHCDRI1 nmon SEQ ID
NO: 137, amunokucnotHyro nocienoBarenbHocte VHCDR2 mon SEQ ID NO: 154 wu
amuHOKHUCIOTHYIO nocnenoBarenbHoctb VHCDR3 noxg SEQ ID NO: 37, u VL, comepkamyro
aMUHOKHCIIOTHYIO0 TocnenoBareabHocTh VLCDR1 mox SEQ ID NO: 48, aMMHOKHCIOTHYIO
nocnenosaTenbHOCTs VLCDR2 nmox SEQ ID NO: 49 n aMMHOKHUCTIOTHYIO MOCJIEN0BATENIbHOCTD
VLCDR3 noxn SEQ ID NO: 50.

B onHOM acrekte B JAaHHOM JOKYMEHTE pAacKpbITa MOJIEKYJa aHTHUTENA, KOTOpas
cesizeiBaeTcsa ¢ CD73 denoBeka, rae

(1) Moyekyia aHTUTENa TPH CBSI3bIBAHUM C OEJIKOM, COAEp KAaIUM aMHUHOKHCIOTHYEO
NOCJIEOBATENBbHOCTD U3 ocTaTkoB 27-547 u3 SEQ ID NO: 105 (manmpumep, GeKoM, COCTOSIIUM
U3 aMUHOKHCIOTHOW mocnenoBarenbHocTH mon SEQ ID NO: 171), nmpuBOIUT K CHIDKEHHIO
CPEIHEro YpOBHSI BOJAOPOAHO-IEHTEPUEBOrOo OOMEHa, COCTABISIIOINEMY Oojiee ueM, Hampumep,
0,02, 0,03, 0,04, 0,05 mwiu 0,06 Jla Ha ocratok, mo ocrarkam 368-387 m3 SEQ ID NO: 105,
HaTpUMep, TPHU UCCIICTOBAHUH MOJIEKYJIBl AaHTUTENNA B BUIE MOJIEKYJIbl OMBAJICHTHOTO aHTHUTEA
C TPHUMEHEHHEM MAaCC-CIIEKTPOMETPUU BOIOPOAHO-AEUTEPUEBOro OOMEHa, Hampumep, Kak
OMHCAHO B MpUMepe 2, HANIpPHUMEP MAaCC-CIEKTPOMETPUH BOAOPOIHO-IEHTeprueBOro oOMeHa,
npoBOAUMOI ¢ oOMeHoM B TeueHne | munyThl npu pH 7-8 (mampumep, pH 7,5) n xomHaTHOH

TeMIleparype; u
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(11) MOJIeKyJIa aHTHTENA CONEPIKHUT:

(a) VH, conepskamnyro aMUHOKUCIOTHYIO TocienoBarenbHocte VHCDRI1 mox SEQ ID
NO: 38, amunokucnotHyro nocienosaresbHocth VHCDR2 noxg SEQ ID NO: 36 wu
amuHokucyoTHyto nocnenosaresbHocTe VHCDR3 noa SEQ ID NO: 37; u VL, conepxaruyto
aMuUHOKHUCIOTHYH nocnenosarenpHocTh VLCDRI noxg SEQ ID NO: 48, aMMHOKHMCIOTHYIO
nociaenosarenbHocTh VLCDR2 nox SEQ ID NO: 49 1 aMMHOKHCIIOTHYIO NOCIIEN0BATEIbHOCTD
VLCDR3 nox SEQ ID NO: 50;

(b) VH, conmep:xkainyro aMHHOKUCIOTHYI0 nocnenosareabHocTh VHCDRI1 nox SEQ ID
NO: 72, amunokucnotHyr mnocienoarenbHoctb VHCDR2 moxn SEQ ID NO: 71 wu
amuHokucyoTHyo nocienosarenbHocTh VHCDR3 moxg SEQ ID NO: 37; u VL, conepxaruy:o
aMUHOKHCIIOTHYIO0 TocnenoBarenbHocTh VLCDRI1 mox SEQ ID NO: 48, aMUHOKHUCIOTHYIO
nocnenosatenbHocTs VLCDR2 nox SEQ ID NO: 49 n aMMHOKHUCTIOTHYIO MOCJIE0BaTENIbHOCTD
VLCDR3 nog SEQ ID NO: 50;

(¢) VH, conepsxkamnyro aMUHOKUCIOTHYIO TocienosarenbHocTe VHCDRI nmox SEQ 1D
NO: 38, amunokucnotHyro mnocienosaresbHocte VHCDR2 moxg SEQ ID NO: 71 wu
amuHokucyoTHy0 nocienosarenbHocTe VHCDR3 nmoxg SEQ ID NO: 37; u VL, conepxary:o
aMUHOKHCIIOTHYIO0 mocnenoBareabHocTe VLCDR1 moxg SEQ ID NO: 48, aMHHOKHCJIOTHYIO
nocnenosatenbHocTe VLCDR2 nox SEQ ID NO: 49 n aMMHOKHUCTIOTHYIO MOCJIE0BATENbHOCTD
VLCDR3 nox SEQ ID NO: 50;

(d) VH, conmepxamyro aMHHOKHUCIOTHYIO nocienosareabHocTh VHCDRI1 mox SEQ ID
NO: 137, amunokuciotrHyro nocienosarenbHocte VHCDR2 mon SEQ ID NO: 136 u
amuHOKHCNOTHYIO nocnenosarenbHocTh VHCDR3 noa SEQ ID NO: 37; u VL, conepxaryto
aMuHOKHUCIOTHYO nocnenosarenpHocTs VLCDRI1 moag SEQ ID NO: 48, aMUHOKHCIOTHYIO
nociaenosatenbHocTh VLCDR2 nox SEQ ID NO: 49 1 aMMHOKHCIIOTHYIO MTOCJIEAOBATENbHOCTD
VLCDR3 nox SEQ ID NO: 50;

(e) VH, comepskalinyro aMUHOKUCIOTHYIO TocienoBatenbHocTe VHCDRI1 nox SEQ ID
NO: 137, amunokuciotrnyro mnocinegosatenbHoctb VHCDR2 moxg SEQ ID NO: 146 wu
amuHokuCNOTHYIO mocienoBarenbHOCTe VHCDR3 nmox SEQ ID NO: 37; u VL, comepxkaryro
aMUHOKHCIIOTHYIO0 TocnenoBarenbHocTh VLCDRI1 mox SEQ ID NO: 48, aMUHOKHUCIOTHYIO
nocnenosatenbHocTe VLCDR2 nmox SEQ ID NO: 49 n aMMHOKHUCIIOTHYIO MOCJIEN0BaTENbHOCTD
VLCDR3 nox SEQ ID NO: 50; wimn

(f) VH, conepskamyro amMuHOKUCTIOTHYIO nocienoBarenbHocts VHCDRI1 nmon SEQ ID
NO: 137, amumnokucnotrayro mnociaegosarenbHocts VHCDR2 moxg SEQ ID NO: 154 wu
amMuHOkHCNOTHYIO0 nocienosarenbHocTe VHCDR3 nmoxg SEQ ID NO: 37; u VL, conepxaryto
aMUHOKHCIIOTHYIO0 TocnenoBarenbHocTh VLCDRI1 mox SEQ ID NO: 48, aMUHOKHUCIOTHYIO
nocnenosatenbHocTe VLCDR2 noa SEQ ID NO: 49 n aMMHOKHMCIIOTHYIO MOCJIE0BATENbHOCTD
VLCDR3 nox SEQ ID NO: 50.

B omHOM acmekTe B JAaHHOM JOKYMEHTE pACKpbITa MOJIEKYJia AaHTUTENa, KOTOopas
cesizbiBaeTcsa ¢ CD73 denoBeka, rae

(1) Monexyna aHTHTENa NPU CBI3bIBAHUU C OEJIKOM, COAEp KallMM aMHHOKHCIIOTHYIO
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NOCJIE0BATENBbHOCTD U3 ocTaTkoB 27-547 n3 SEQ ID NO: 105 (manmpumep, 6emkoM, COCTOSIIIUM
U3 aMUHOKHCIOTHOW mocnenoBarenpHocTH nog SEQ ID NO: 171), npuBOIUT K CHHMKEHHIO
CPEAHEro YpOBHsS BOIOPOAHO-AEHTEPHEBOrO 0OMEHA, COCTABISIOIIEMY MEHee ueM, Harpumep,
0,05, 0,04, 0,03 unu 0,02 [la Ha ocTtaTtok, o ocrtatkam 206-215 uz SEQ ID NO: 105, Hanpumep,
IPU HCCIEAOBAHUM MOJEKYJbl AHTUTENA B BHUAE MOJIEKYJbl OWBAJEHTHOIO AaHTHUTENA C
NPUMEHEHHEM MAacC-CIIEKTPOMETPUH  BOJOPOIHO-AEHTepHeBOro oOMeHa, Hampumep, Kak
OMUCAHO B TMpHMepe 2, HaNpUMep Macc-CIeKTPOMETPHH BOAOPOIHO-AEHTEPHEBOrO OOMEHa,
pOBOAUMON ¢ 0OMeHOM B TeueHue | munyThl npu pH 7-8 (mampumep, pH 7,5) u komHaTHOH
Temmneparype; u

(i) Monekyja aHTUTENa CONEPKUT BapuadenbHyr0 oOjacTh Tsokenod nemu (VH),
conepraiyo aMHHOKUCIOTHYIO nocnenoBarenbHocTh GGLYGSGSYLSDFDL onpenenstoueit
KoMIuieMeHTapHoCTh oonactu 3 Tsokenoi nenu (VHCDR3) (SEQ ID NO: 37).

B omHOM acmekTe B JaHHOM JOKYMEHTE pAaCKpbITa MOJIEKYJia AHTHUTENa, KOTOopas
ceszeiBaeTcsa ¢ CD73 denoBeka, rae

(1) MoneKysla aHTUTENA CBSI3BIBAETCS C MO MEHBbLICH Mepe ONHUM, IBYMs, TPEMs HIIU
YeThIPbMsI OCTaTKaMH B Tipenenax octatkoB 158-172 uz SEQ ID NO: 105, w/unu ¢ mo MeHbIIe
Mepe OJTHUM, ABYMsl, TPEMSsI, UEThIPbMsI WJIU MATHIO OCTATKAMHU B Mpenenax octatkoB 206-215 u3
SEQ ID NO: 105; u

(1) MOJIEKyJIa aHTHTENA CONEPIKHUT:

(a) VH, conepsxamnyio aMUHOKUCIOTHYIO TiocienoBatenbHocTe VHCDRI1 nmox SEQ ID
NO: 38, amunokucnotHyr nocienosaresbHocth VHCDR2 noxg SEQ ID NO: 36 wu
amuHokucyoTHyto nocinenosaresbHocTh VHCDR3 noa SEQ ID NO: 37; u VL, conepxaruyto
aMuHOKHUCIOTHYHO nocnenosarenpHocTh VLCDRI1 nox SEQ ID NO: 48, aMUHOKUCIOTHYIO
nocinenosarenbHocTh VLCDR2 nox SEQ ID NO: 49 1 aMMHOKHCIOTHYIO MOCIEN0BATEIbHOCTD
VLCDR3 nox SEQ ID NO: 50;

(b) VH, conmep:xkainyro aMHMHOKUCIOTHYIO nocnenosareabHocTh VHCDRI1 nox SEQ ID
NO: 72, amunokucnotHyr mnociaenoarensbHoctb VHCDR2 mon SEQ ID NO: 71 wm
amuHokucyoTHyo nocienosarenbHocTh VHCDR3 moxg SEQ ID NO: 37; u VL, conepxarunyto
aMUHOKHCIIOTHYIO0 TocnenoBarenbHocTh VLCDRI1 mox SEQ ID NO: 48, aMUHOKHUCIOTHYIO
nocnenosatenbHOCTe VLCDR2 nox SEQ ID NO: 49 u aMMHOKUCIIOTHYIO MOCJIE0BATEIbHOCTD
VLCDR3 nox SEQ ID NO: 50;

(¢) VH, conepsxkamnyro aMUHOKUCIOTHYIO TocienosatenbHocTe VHCDRI mox SEQ ID
NO: 38, amunokucnotHyro mnocienosaresbHocte VHCDR2 moxg SEQ ID NO: 71 wu
amuHokucyoTHyro mnocienosarenbHocTe VHCDR3 moxg SEQ ID NO: 37; u VL, conepxaryto
aMUHOKHCIIOTHYIO mocnenoBarenbHocTe VLCDRI1 moxg SEQ ID NO: 48, aMUHOKHUCIOTHYIO
nocnenosatenbHocTe VLCDR2 nox SEQ ID NO: 49 n aMMHOKHUCIIOTHYIO MOCJIE0BATENbHOCTD
VLCDR3 nox SEQ ID NO: 50;

(d) VH, conmepxamyro aMHHOKHUCIOTHYIO nocnenosareabHocTh VHCDRI1 mox SEQ ID
NO: 137, amunokuciotHyro nocienosarenbHoctb VHCDR2 noxg SEQ ID NO: 136 u
amuHokucyoTHYI0 nocnenosaresbHocTe VHCDR3 noa SEQ ID NO: 37; u VL, conepxaryto
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aMUHOKHCIIOTHYIO0 TocnenoBarenbHocTh VLCDRI1 mox SEQ ID NO: 48, aMUHOKHUCIOTHYIO
nocnenosaTenbHocTe VLCDR2 nox SEQ ID NO: 49 n aMMHOKHUCIOTHYIO MOCJIE0BATENBbHOCTD
VLCDR3 nox SEQ ID NO: 50;

(e) VH, comepskamnyro aMUHOKUCIOTHYIO TocienoBatenbHocTe VHCDRI nmox SEQ ID
NO: 137, amunokucnotrHyro nociaeaosarenbHocts VHCDR2 nmoxg SEQ ID NO: 146 wu
amuHOKHUCIOTHYIO nocienosatesbHocTe VHCDR3 nox SEQ ID NO: 37; u VL, conmep:xarinyro
aMUHOKHCIIOTHYI0 TocnenoBareabHocTh VLCDRI1 mox SEQ ID NO: 48, aMUHOKHUCIOTHYIO
nocnenosatenbHOCTs VLCDR2 nmox SEQ ID NO: 49 1 aMMHOKHUCTIOTHYIO MOCJIEN0BATENIbHOCTD
VLCDR3 nox SEQ ID NO: 50; uin

(f) VH, conepskainyro aMHHOKUCIOTHYIO nocinenoarenbHocts VHCDRI nmon SEQ ID
NO: 137, amunokucnotrnyro mnocinegosarenbHocts VHCDR2 moxg SEQ ID NO: 154 wu
amuHokucyoTHyo nocienosarenbHocTe VHCDR3 moxg SEQ ID NO: 37; u VL, conepxaryto
aMUHOKHCIIOTHYIO0 TocnenoBarenbHocTh VLCDRI1 mox SEQ ID NO: 48, aMUHOKHUCIOTHYIO
nocnenosatenbHocTe VLCDR2 nox SEQ ID NO: 49 n aMMHOKHUCTIOTHYIO MOCJIE€0BATENbHOCTD
VLCDR3 nox SEQ ID NO: 50.

B omHOM acmekTe B JAaHHOM JOKYMEHTE pAacCKpbITa MOJIEKYJia AHTHUTENa, KOTOopas
ceszeiBaeTcsa ¢ CD73 denoBeka, rae

(1) MoyeKya aHTUTENa TPH CBS3BIBAHHU C OENTKOM, COIEp KaIuM aMUHOKHCIOTHYIO
NOCJIE0BATENBbHOCTD U3 ocTaTkoB 27-547 u3 SEQ ID NO: 105 (manmpumep, GekoM, COCTOSIIIUM
U3 aMHHOKHUCIIOTHON mocnenoBatenbHocTy nox SEQ ID NO: 171), obecrieunBaeT yMeHbIIEHHE
CpeIHero ypoBHSI BOJOPOIHO-eHTepueBoro oomena no ocrarkam 368-387 uz SEQ ID NO: 105
B Oonbinei crernenu, yeM mo ocratkaMm 158-172, octatkam 206-215 unu octatkam 297-309 u3
SEQ ID NO: 105, nanpumep, npu HCCIEIOBAHUU MOJIEKYJIbI aHTUTENIA B BUIE MOJIEKYJIbI
OMBAJIEHTHOTO AaHTHTENAa C HPUMEHEHHEM MAacC-CIIEKTPOMETPUN BOJOPOIHO-AEHTEPHEBOTO
oOMeHa, HampuMep, Kak ONHCAHO B NpHMeEpe 2, HAIpUMep MaccC-CIIEKTPOMETPUH BOIOPOIHO-
nerrepreBoro oOMeHa, mpoBoaUMON ¢ 0OMeHOM B TedueHue 1 munyThl npu pH 7-8 (Hanmpumep,
pH 7,5) u xoMHaTHOH TeMmiepaTtype; u

(i) Monekyja aHTUTENa COIEPKUT BapuadenbHyr0 o0jacTh Tspkenoit unenu (VH),
Conep KaIyr aMUHOKHUCIOTHYI mnocienoBareabHocTh ESQESPYNNWEDP onpenensroreit
KoMIuieMeHTapHOCTh oonactu 3 Tsoxenoi nen (VHCDR3) (SEQ ID NO: 3).

B omgHOM BapmaHTe OCYLIECTBICHHS CBSI3bIBAHHE aHTUTENA OOECIIEYMBAET YMEHbLICHNUE
CpeIHEero ypOBHSI BOJOPOHO-IelTepreBoro oomena no ocratkam 368-387 uz SEQ ID NO: 105
B Oonbiueii cremenHu, yem mo ocratkam 158-172 w3 SEQ ID NO: 105. B omHOM BapuaHTe
OCYIIECTBIIEHHsI CBS3bIBAHUE AaHTUTENAa O0ECIeYNBA€T YMEHBIICHWE CPEIHErO YPOBHS
BOIOpOAHO-AeHTepreBoro obmena mo ocrarkam 368-387 w3z SEQ ID NO: 105 B Oomnblueit
cTeneHy, 4em no ocratkam 206-215 u3 SEQ ID NO: 105. B ogHOM BapuaHTe OCYIIECTBICHMUS
CBSI3bIBAHME aHTUTENIA 00ECIEUNBAET YMEHBIICHNE CPEJHETO YPOBHS BOIOPOIHO-IEHTEPHEBOTO
obmena o octatkam 368-387 uz SEQ ID NO: 105 B Gonblueli creneHu, 4eM mo ocratkam 297-
309 u3 SEQ ID NO: 105. B onHOM BapuaHTe OCYILECTBJEHMs CBSI3bIBAHHE AaHTUTENA

obecrieunBaeT yMEHbIICHHE CPEIHEr0 YPOBHS BOAOPOIHO-AEHTEpHEBOro oOMeHa Mo OCTaTKam
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368-387 w3 SEQ ID NO: 105 B Gonblneii crenenu, yeM no ocratkam 158-172 u3z SEQ ID NO:
105 u mo ocratkam 206-215 u3z SEQ ID NO: 105. B ogHOM BapuaHTe OCYILECTBJICHMUS
CBSI3bIBAHHE aHTHUTENIA 00ECIeUNBAET YMEHBIIEHNE CPEJHETO YPOBHS BOIOPOIHO-IEHTEPHEBOTO
obmena o octatkam 368-387 uz SEQ ID NO: 105 B Gonblieli creneHu, 4em mo ocratkam 158-
172 u3 SEQ ID NO: 105 u no ocrarkam 297-309 u3z SEQ ID NO: 105. B ogHom Bapuanre
OCYLIECTBJICHHUs CBSI3bIBAHHE AaHTUTENa OOECIeYMBaeT yMEHbIIEHHE CPEeJHEro YPOBHS
BOZIOPOIHO-AeHTepueBoro obmeHa mo ocratkam 368-387 uz SEQ ID NO: 105 B Oombrueit
crerneHu, yeM no ocrarkam 206-215 uz SEQ ID NO: 105 u mo ocrarkam 297-309 u3 SEQ ID
NO: 105. B omgHOM BapwaHTe OCYIIECTBJCHHS CBS3bIBAHUE AaHTHUTENA OOECIeunBaeT
yMEHbIIIEHNE CPEHETO YPOBHS BOJOPOIHO-IeHTEpreBoro ooMeHa o ocratkam 368-387 uz SEQ
ID NO: 105 B Gonbiueii crernenn, yem o octatkam 158-172 u3 SEQ ID NO: 105, no ocrarkam
206-215 u3 SEQ ID NO: 105 u o ocrarkam 297-309 u3z SEQ ID NO: 105.

B opHOM acmexkrte B JaHHOM JOKYMEHTE pacKpbiTa MOJIEKyJa aHTUTEeNa, KOTOopas
ceszeiBaeTcsa ¢ CD73 denoBeka, rae

(1) Moyekya aHTUTENa TPH CBS3BIBAHHU C OEJIKOM, COIEp KAaIlUM aMUHOKHCIIOTHYIO
NOCJIE0BATENBbHOCTD U3 ocTaTkoB 27-547 u3 SEQ ID NO: 105 (manmpumep, GeKOM, COCTOSIIIAM
U3 aMHHOKHUCIIOTHOW nocnenoBatenbHocTd mox SEQ ID NO: 171), obecrieunBaeT yMeHbIIEHHE
CpeIHero ypOBHsSI BOJOPOIHO-NeHTepueBoro oomMena no ocrarkam 158-172 u3 SEQ ID NO: 105
B Oonblneii crenenu, yeM mo ocratkam 206-215 uz SEQ ID NO: 105, no ocratkam 368-387 u3
SEQ ID NO: 105 unu no ocratkam 297-309 u3 SEQ ID NO: 105, nanpumep, npu ucciaeioBaHuN
MOJIEKYJIbl aHTUTENa B BHAE MOJEKYJIbl OHBAJEHTHOIO AaHTHUTENAa C IPUMEHEHHEM Macc-
CIIEKTPOMETPUH BOAOPOIHO-AEHTEPHEBOro OOMEHa, HampuMep, Kak ONHCAHO B IpHMepe 2,
HanpHuMep Macc-CHeKTPOMETPUU BOAOPOIHO-NeliTepueBoro oOMeHa, MpOBOAMMON ¢ OOMEHOM B
TeueHne 1 munytel ipu pH 7-8 (manpumep, pH 7,5) 1 kOMHaTHO# TemmiepaType; u

(i) Monekyja aHTHTeNa COAepXUT BapuabenbHyIO obOmactb Tspkenod wenu (VH),
ConeprKaIlyro aMUHOKHCIOTHYI mnocienoBareabHocTe ESQESPYNNWFEDP onpenenstoreit
KoMmIuieMeHTapHOCTh obactH 3 Tsokenoi nenu (VHCDR3) (SEQ ID NO: 3).

B oxgHOM BapmaHTe OCYLIECTBJICHHS CBSI3bIBAHUE aHTUTENA OOECTIeUYHMBAET YMEHBIICHUE
CpeIHEro ypOBHSI BOJOPOIHO-eiTepreBoro oomena o ocratkam 158-172 u3z SEQ ID NO: 105
B Oonpineii cremenu, yem mo ocratkam 206-215 w3 SEQ ID NO: 105. B omHOM BapuaHTe
OCYIIECTBIIEHHsI CBSI3bIBAHUE AaHTUTENAa O0ECIeYMBAET YMEHBIICHWE CPEIHEro YPOBHS
BOIOpOAHO-AeHTeprieBoro obmena mo ocrarkam 158-172 w3z SEQ ID NO: 105 B Oomnblueit
crernieHy, 4em no ocratkaMm 368-387 uz SEQ ID NO: 105. B ogHOM BapuaHTe OCYIIECTBICHMUS
CBSI3bIBAHME aHTUTENIA 00ECNeUNBAET YMEHBIICHNE CPEJHETO YPOBHS BOIOPOIHO-IEHTEPHEBOTO
obmena o octatkam 158-172 u3z SEQ ID NO: 105 B Gosnblueii cTeneHu, 4eM 1o octatkam 297-
309 u3 SEQ ID NO: 105. B ogHOM BapuaHTe OCYILECTBJEHMs CBSI3bIBAHHE AaHTUTENA
o0ecrieunBaeT yYMEHbLICHHE CPEIHEr0 YPOBHS BOIOPOMHO-IEHTEpHEeBOro oOMeHa 1Mo OCTaTKam
158-172 w3 SEQ ID NO: 105 B Gonbiueii crenenu, yem o ocrarkam 206-215 u3z SEQ ID NO:
105 u no ocratkam 368-387 u3z SEQ ID NO: 105. B omHOM BapuaHTe OCYILECTBJICHMUS

CBSI3bIBAHHE aHTHUTEJA 00ECIIeYNBAET YMEHbIICHNE CPEAHETr0 YPOBHS BOIOPOAHO-AEHTEPHUEBOTO
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obmena mo octatkam 158-172 u3z SEQ ID NO: 105 B Oonblieii cTeneHu, 4eM o ocratkam 206-
215 u3 SEQ ID NO: 105 u no ocrarkam 297-309 uz SEQ ID NO: 105. B onHom BapuanTe
OCYIIECTBIICHHsI CBS3bIBAHUE aHTUTENa OOECIeYrBAaeT YMEHBIIEHWE CPEIHEro YpPOBHI
BOZIOpOAHO-AeHTepreBoro obmena mo ocrarkam 158-172 w3z SEQ ID NO: 105 B Oosblieit
crernedu, 4yeM no ocrarkam 368-387 uz SEQ ID NO: 105 u mo ocratkam 297-309 u3z SEQ ID
NO: 105. B onHOM BapuaHTe OCYIIECTBJECHUS CBsI3bIBAHME AaHTUTENa OOeCreYnBaeT
YMEHbIIEHNE CPETHETO YPOBHS BOAOPOAHO-NeHTepueBoro ooMeHa no ocratkam 158-172 u3 SEQ
ID NO: 105 B Gonbiueii crernenn, yem o ocratkam 206-215 u3 SEQ ID NO: 105, o ocrarkam
368-387 u3 SEQ ID NO: 105 u o ocratkam 297-309 u3z SEQ ID NO: 105.

B onHOM acrekte B JaHHOM JOKYMEHTE pacKpbITa MOJIEKyJa aHTUTENa, KOTOopas
cesizeiBaeTcsa ¢ CD73 denoBeka, rae

(i) Monekyna aHTHTeNa OOECTIEUMBAET YMEHbIIEHUE YPOBHSI BOJOPOIHO-IEUTEPHEBOTO
oOMeHa B OJHOH WJIM HECKOJbKUX O0JNacTax Oenka, COoAepiKalero amMHHOKUCIOTHYIO
NOCJIEIOBATENBHOCTD M3 ocTaTKoB 27-547 u3 SEQ ID NO: 105 (manpumep, O6enka, COCTOSIIETO
U3 aMHUHOKHCIOTHOH nocienosarenbHocTH nog SEQ ID NO: 171), mpu ero cBs3pIBaHUH, TPHU
5TOM OJIHA WMJIM HECKOJBKO oOyactel BBIOpaHBI U3 TPYIIIBI, COCTOAIIEH M3 ocTaTkoB 158-172,
octatkoB 206-215, ocrarkoB 368-387 u ocratkoB 87-104 uz SEQ ID NO: 105, mpu stom
00acTp, XapakTEepHU3YIOLIasiCs HAWOONBIIUM YMEHBIIEHHEM CPEIHEro YpPOBHS BOJOPOIHO-
neiTepueBOro oOMeHa cpenr OJHOH WM HECKOJbKHX OOJlacTel, He MPEACTaBIIsIeT COOOM
ocratku 206-215 u3 SEQ ID NO: 105, nanpumep, npu UCCIENOBAHUM MOJIEKYJIbl aHTUTENA B
BUZI€ MOJIEKYJIbI OMBAJIEHTHOTO AHTUTENA C NPUMEHEHHEM MAacC-CIIEKTPOMETPHUH BOJIOPOIHO-
nelrepueBoro oOMeHa, HarmpuMmep, Kak OMHMCAHO B MPUMepe 2, HAPUMEP MaccC-CHeKTPOMETPUU
BOJIOPOZIHO-ACHTEPHEBOr0 0OOMEHa, MPOBOAMMOM ¢ 0OMeHOM B TeueHue | mMunHyThl pu pH 7-8
(manpumep, pH 7,5) u xoMHaTHO¥ Temneparype; u

(i) Monekyja aHTHTENa COAEepPKUT BapuabenbHyrO obOmacth Tspkenod wenu (VH),
ConeprKaIlyro aMUHOKHCIOTHYI mnocienoBareabHocTe ESQESPYNNWFEDP onpenenstoreit
KoMmIuieMeHTapHOCTh obactH 3 Tsokenoi nenu (VHCDR3) (SEQ ID NO: 3).

B opHOM acmekte B JaHHOM JOKYMEHTE pacKpbITa MOJIEKyJa aHTUTENa, KOTopas
cesizeiBaeTcsa ¢ CD73 denoBeka, rae

(1) Moyekyna aHTUTENa TPH CBS3BIBAHUU C OEJIKOM, COIEep KalluM aMHHOKHCIIOTHYEO
NOCJIEIOBATENBbHOCTD U3 ocTaTkoB 27-547 u3 SEQ ID NO: 105 (manmpumep, GeKOM, COCTOSIIIUM
U3 aMUHOKHCIOTHOW mocnenoBarenbHocTH non SEQ ID NO: 171), mpuBOAMT K CHH)KEHHIO
CPEIHEro YpOBHSI BOJAOPOAHO-IEHTEPUEBOro OOMEHa, COCTaBJSIIOIEMY Ooiee ueM, Hampumep,
0,02, 0,03, 0,04, 0,05 wau 0,06 Jla Ha ocratok, mo ocratrkam 368-387 m3 SEQ ID NO: 105,
HarpuMep, MpH UCCICIOBAHUN MOJIEKYJIbI AHTUTENA B BUAE MOJIEKYJIbl OMBAJIEHTHOIO aHTUTENA
C TIPUMEHEHHEM MAacCC-CIIEKTPOMETPUN BOAOPOAHO-IEHTEPUEBOrO OOMEHa, HampuMep, Kak
OMHCAaHO B TpHMEpe 2, HapUMep MacC-CHeKTPOMETPHH BOAOPOIHO-AEHTEPHEBOrO OOMEHa,
npoBOAUMOI ¢ oOMeHOM B TeueHune | munyThl npu pH 7-8 (mampumep, pH 7,5) u xomHaTHOH
TeMIepaType; u

(1) Momekyja aHTUTeNa CONEPKUT BapualenbHyr oOjacth Tspkenod nemu (VH),
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COIepIKaIIYy0 aMUHOKHUCIOTHYI mnocienoBareabHocTe ESQESPYNNWEDP onpenenstoreit
KOMIUTeMeHTapHOCTh obnactu 3 Tsokenont nenu (VHCDR3) (SEQ ID NO: 3).

B onHOM acnexkre B JaHHOM JOKYMEHTE pPAacKpbITa MOJIEKyJa AaHTHUTeNa, KOTopas
cesizbiBaeTcsa ¢ CD73 denoBeka, rae

(1) Monexkyna aHTHUTENAa NPU CBI3BIBAHUU C OEJIKOM, COAEp KallNM aMHHOKHCIIOTHYIO
HIOCJIEIOBATENbHOCTD M3 ocTaTKoB 27-547 u3 SEQ ID NO: 105 (Hanpumep, GeIKOM, COCTOSILINM
U3 aMHHOKHCIOTHOH nocnenosarenbHocTH mox SEQ ID NO: 171), mpuBOIUT K CHIKEHHIO
CPEAHero ypOBHs BOJOPOAHO-AEHTEPHEBOro 0OMEHa, COCTABIISIIOIIEMY MEHee ueM, Harmpumep,
0,05, 0,04, 0,03 umu 0,02 Jla Ha ocratok, mo octatkam 206-215 uz SEQ ID NO: 105, manpumep,
NPU HCCJIEAOBAHUHM MOJIEKYJIbl AHTUTEJIa B BHAE MOJEKYJbl OHBAJEHTHOTO AaHTUTENA C
NPUMEHEHUEM MAacC-CIIEKTPOMETPUH  BOIOPOIHO-IEUTEPHUEBOro OOMEHa, HampuMmep, Kak
OMKCAaHO B TMpHMEpe 2, HaNpUMep MacC-CIEKTPOMETPHU BOAOPOIHO-AEHTEPHEBOTO OOMEHa,
pOBOIUMOI ¢ oOMeHOM B TeueHne | munyThl npu pH 7-8 (mampumep, pH 7,5) u xkoMHaTHOH
TeMIiepartype; u

(i) Momekyja aHTUTENa CONEPKUT BapuadenpHyr oOnacTe Tspkenod nemn (VH),
CoIep KaIlyr0 aMUHOKHUCIOTHYI mnocienoBareabHocTe ESQESPYNNWEFDP onpenenstoreit
KOMIUTeMeHTapHOCTh obnactu 3 Tsikenont nenu (VHCDR3) (SEQ ID NO: 3).

B onHOM acmexkTte B JaHHOM JIOKYMEHTE pacKpbiTa MOJIEKYJa aHTUTENa, KOTOopas
ceszeiBaeTcsa ¢ CD73 denoBeka, rae

(1) MoneKyla aHTUTENA CBSI3BIBAETCS C IO MEHbLIEH Mepe ONHUM, ABYMs, TPEMs MU
4eThIPbMs OCTaTkaMu B npeaenax octatkoB 158-172 u3z SEQ ID NO: 105, w/unu ¢ no MeHbIuei
Mepe OIHHUM, ABYMsl, TPEMsl, YETBIPbMsI WM IISITBIO OCTaTKaMU B Ipenesax octatkoB 200-215 u3
SEQ ID NO: 105; u

(i) Monekyja aHTUTENAa COAEPKUT BapuadenbHyr obOnactb Tspkenoit uenu (VH),
COZIepKALIYI0 aMUHOKHCIOTHYI0 mnocienoBareabHocTe ESQESPYNNWEDP  onpenensomieit
KOMIUIeMeHTapHOCTh obnactu 3 Tskenont nenu (VHCDR3) (SEQ ID NO: 3).

B onHOM acrekte B JaHHOM JIOKYMEHTE pacKpbITa MOJIEKyJIa aHTUTENa, KOTOopas
cesizpiBaeTcst ¢ CD73 dvenoBeka, rae

(1) MoneKyna aHTHTENAa NPU CBSI3bIBAHUU C OEJIKOM, COAEp KALINM aMHHOKHUCIOTHYIO
NIOCJIEIOBATENBHOCTD U3 ocTaTKoB 27-547 u3 SEQ ID NO: 105 (manmpumep, GeKOM, COCTOSIIIUM
U3 aMHHOKHUCIIOTHOW mocnenoBaTenbHocTd mox SEQ ID NO: 171), obecrieunBaeT yMeHbIIEHHE
CpeIHEro ypOBHSI BOJOPOHO-eHTepreBoro oomMena no ocratkam 368-387 uz SEQ ID NO: 105
B Oonbineli crerneHu, yeM mo octatkam 158-172, octatkam 206-215 unu octatkam 297-309 u3
SEQ ID NO: 105, nanpumep, npu HCCIEIOBAHUU MOJIEKYJIbI aHTHUTENIA B BUIE MOJIEKYJIbI
OWBaJICHTHOTO AaHTUTENA C TNPUMEHEHHEM MacC-CIIEKTPOMETPUN BOAOPOAHO-IEHTEPHEBOTO
oOMeHa, HarmpuMep, Kak OIMHCAHO B MpuUMepe 2, HAPUMEP Macc-CIEKTPOMETPHH BOIOPOIHO-
neliTepueBoro oOMeHa, MpoBOANMON ¢ oOMeHOM B TeueHue | munyThl npu pH 7-8 (Hampumep,
pH 7,5) u xoMHaTHOH TeMIiepaTtype; u

(11) MOJIEKyJIa aHTHTENA COAEPIKHUT:

(a) BapuabenbHyro obOsacth TspKenol wenu (VH), comepkamyr aMHUHOKHCIOTHYIO
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nocienosatenbHOCTh X X2 YWS onpenensromeit KoMmieMeHTapHOCTh 00acTu 1 Tspkenoi nenu
(VHCDR1) (SEQ ID NO: 90), rne X; npexacrasisier coboii R, G wiu S, u X, npexacrasisier
coboit Y mimn R; amuHOkucnoTHyo nocnenosareabHOCTh YIY X1 XoGSTX3YNPSLKS VHCDR2
(SEQ ID NO: 91), rne X; nmpencrasisier cobot G mu S, X, npencrasisier coboit R, S umu T, u
X3 mpeacraBmsier coboit N wmim K, ¥ aMHHOKHCIOTHYIO — IOCJIEOBATENbHOCTb
ESQESPYNNWFDP VHCDR3 (SEQ ID NO: 3); u

(b) BapuabenbHyro oOnacte Jserkoir uenu (VL), comepaiyr0 aMHHOKHUCIOTHYIO
nocienosatenbHOCT RASQGISSWLA ompenensomieil KOMIZIEMEHTapHOCTh 001acT 1 Jierkoit
uenu (VLCDR1) (SEQ ID NO: 14); aMMHOKHCIOTHYHO mocienoBarenbHocTh AASSLQS
VLCDR?2 (SEQ ID NO: 15); u amuHokucnotHyto nocienosareibHoctb QQGNSFPRT VLCDR3
(SEQ ID NO: 16).

B omgHOM BapmaHTe OCYLIECTBIICHHS CBSI3bIBAHHE aHTUTENIA OOECTIEYMBAECT YMEHbBLICHHE
CpeIHEero ypOBHSI BOJOPOIHO-IelTepreBoro oomMena o ocratkam 368-387 uz SEQ ID NO: 105
B Oombmeii cremenu, yem mo octatkam 158-172 w3 SEQ ID NO: 105. B ogHOM BapuaHTe
OCYIIECTBIIEHHsI CBS3bIBAHUE AaHTUTENA OOECIeYNBAET YMEHBLICHUE CPEOHErO YPOBHS
BOIOpOAHO-AeHTepreBoro obmena mo ocrarkam 368-387 uz SEQ ID NO: 105 B Oomblueit
cTernieHy, 4em no ocratkam 206-215 u3 SEQ ID NO: 105. B ogqHOM BapuaHTe OCYILECTBICHMUS
CBSI3bIBAHME aHTUTENIA 00ECIIEUNBAET YMEHBIICHNE CPEHEr0 YPOBHS BOAOPOAHO-IEHTEPHEBOTO
obmena mo octatkam 368-387 uz SEQ ID NO: 105 B Gonbliieli cTeneHu, 4eM mo ocratkam 297-
309 u3 SEQ ID NO: 105. B ogHOM BapuaHTe OCYILECTBJEHMs CBSI3bIBAHHE AaHTUTENA
o0ecrieunBaeT yMEHbLICHHE CPEHEr0 YPOBHS BOIOPOXHO-IEHTEpHEBOro 0OMeHa IO OCTaTKaMm
368-387 w3 SEQ ID NO: 105 B Gonblneii crenenu, yeM o ocratkam 158-172 u3z SEQ ID NO:
105 u nmo ocratkam 206-215 u3z SEQ ID NO: 105. B ogHOM BapuaHTe OCYILECTBJICHMUS
CBSI3bIBAHHME AHTHUTENA 00ECIeYNBAET YMEHbIICHHE CPEIHErO YPOBHS BOAOPOAHO-AEHTEPUEBOTO
obmena o ocratkaM 368-387 uz SEQ ID NO: 105 B Gosblieii CTeneHH, 4eM 1Mo ocTtaTkam 158-
172 u3 SEQ ID NO: 105 u mo ocrarkam 297-309 u3 SEQ ID NO: 105. B ogHom BapuaHTe
OCYILIECTBIICHHs] CBSI3bIBAHUE AaHTUTENa O0ECIeYMBaeT YMEHBIICHUE CPEIHEro YpPOBHS
BOIOPOAHO-AekTeprieBoro oomena mo ocratkam 368-387 uz SEQ ID NO: 105 B Oomnblueit
crereHn, 4yeM mo ocrarkam 206-215 uz SEQ ID NO: 105 u mo ocratkam 297-309 u3 SEQ ID
NO: 105. B omgHOM BapuwaHTe OCYIIECTBJCHHsS CBS3bIBAHUE AaHTHUTENA OOECreuunBaeT
yMEHbIIIEHNE CPEHETO YPOBHS BOJOPOIHO-IeHTepreBoro odMeHa no ocratkam 368-387 uz SEQ
ID NO: 105 B Gonbiueii crernenn, yem o octatkam 158-172 u3 SEQ ID NO: 105, no ocratkam
206-215 u3 SEQ ID NO: 105 u o ocrarkam 297-309 u3z SEQ ID NO: 105.

B onHOM acnexkTte B JaHHOM JIOKYMEHTE pAacKpbITa MOJIEKyJa AaHTHUTeNa, KOoTopas
ceszeiBaeTcsa ¢ CD73 denoBeka, rae

(1) Moyiekyna aHTUTENa TPH CBS3BIBAHUU C OEJIKOM, COIEpIKalIUM aMHHOKHCIIOTHYIO
NOCJIE0BATENbHOCTD U3 ocTaTkoB 27-547 n3 SEQ ID NO: 105 (manpumep, GemKoM, COCTOSIIIAM
U3 aMHHOKHUCIOTHON nocnenosatenbHocTy mox SEQ ID NO: 171), obecneunBaer yMeHbIIEHNE
CpeIHero ypoBHsSI BOJOPOIHO-IeHTepueBoro oomena nmo ocratkam 158-172 u3z SEQ ID NO: 105

B Oosbineli crenenu, yeM mo ocratkam 206-215 uz SEQ ID NO: 105, no ocrarkam 368-387 u3
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SEQ ID NO: 105 unu no ocratkam 297-309 u3 SEQ ID NO: 105, Hanpumep, npu UCClIeA0BaHUU
MOJIEKYJIbl aHTUTENa B BHAE MOJEKYJIbl OHBAJIEHTHOIO AaHTHUTENAa C IPUMEHEHHEM Macc-
CIIEKTPOMETPUH BOAOPOIHO-AEHTEPHEBOr0 OOMEHa, HampuMep, Kak ONUCAHO B IpHMepe 2,
HaIpUMep MaccC-CIIEeKTPOMETPUH BOIOPOAHO-AeHTepreBOro oOMeHa, MpoBOAUMON ¢ OOMEHOM B
tedyeHue | munytel npu pH 7-8 (nanpumep, pH 7,5) u koMHaTHO# Temneparype; U

(1) MOJIeKyJIa aHTHTE A COIEPIHKHT:

(a) BapuwabenpHyro obOnacte Tspkenod unenu (VH), conmepkaiiyrd aMHUHOKHUCIOTHYEO
nociienoBaTebHOCTh X1 X, YWS onpenesisironieit KOMIJIeMeHTapHOCTb 00yiacTu | TsKesIon Lenu
(VHCDR1) (SEQ ID NO: 90), rne X; npexncrasisier cobori R, G wiu S, u X, npexacrasinser
coboit Y unu R; amuHokucnoTHyro nocnenosarebHoCcTh YIY X1 X,GSTX3YNPSLKS VHCDR?2
(SEQ ID NO: 91), rne X; npencrasjsier coboii G wnu S, X, npencrasisier codoit R, S unmu T, u
ESQESPYNNWFDP VHCDR3 (SEQ ID NO: 3); u

(b) BapuabenpHyro obnacte Jerkoir uenu (VL), comepKaimyrd aMHHOKHCIOTHYEO

X3 mnpencraBmsier coboii N  wmwm K, W aMUHOKHCIOTHYKO  IOCJIENOBATENbHOCTH

nocienosatenbHOCT RASQGISSWLA ompenensomieil KOMIIEMEHTapHOCTh 00acT 1 nerkoi
nenu (VLCDR1) (SEQ ID NO: 14); aMuHOKHCIOTHYHO mocienoBarenbHocTh AASSLQS
VLCDR?2 (SEQ ID NO: 15); u amunokucnotHyto nocienosarenbHoct QQGNSFPRT VLCDR3
(SEQ ID NO: 16).

B omHOM BapuwaHTe OCYIIECTBIICHUSI CBSI3bIBAHHE aHTHTENA OOECIEYHBAET YMEHBIICHHUE
CpeIHero ypOBHSI BOJOPOIHO-IeHTepueBoro oomena nmo ocratkam 158-172 u3z SEQ ID NO: 105
B Oombimeii cremeHu, yem mo ocratkam 206-215 w3z SEQ ID NO: 105. B omHoM BapuaHTe
OCYIIECTBJICHUS] CBS3bIBAHUE AaHTUTENAa O0ECIeUunBaeT YMEHbBIICHUE CPEeIHEro YpPOBHS
BOZOPOIHO-/AelTepueBoro oomeHa mo ocratkam 158-172 uz SEQ ID NO: 105 B Oombrueit
creneHy, 4eMm no ocrarkam 368-387 uz SEQ ID NO: 105. B ogHOM BapuaHTe OCYIIECTBIIEHHS
CBSI3bIBAHME aHTUTENIa 00ECIeUunBaeT YMEHBIICHNUE CPEIHETO YPOBHS BOIOPOIHO-IEHTEPHUEBOTrO
obmena o ocratkam 158-172 u3z SEQ ID NO: 105 B Gosnblieii CTeeHH, YeM o ocTaTkam 297 -
309 w3 SEQ ID NO: 105. B ogHOM BapuaHTe OCYILECTBJEHHs CBSI3bIBAHHE AaHTUTENA
o0ecrieynBaeT yMEHbLICHHE CPEIHEr0 YPOBHS BOIOPORHO-IEHTEpHEeBOro oOMeHa 1Mo OCTaTKam
158-172 w3 SEQ ID NO: 105 B Gonblieii crenenu, yeM o ocratkam 206-215 u3 SEQ ID NO:
105 u no ocratkam 368-387 u3z SEQ ID NO: 105. B omHOM BapuaHTe OCYILECTBJICHMUS
CBSI3bIBAHHE aHTHTEJIA 00ECIIeYNBAET YMEHbBIIEHUE CPEAHETO YPOBHS BOIOPOIHO-IEHTEPUEBOTO
obmena o octatkam 158-172 u3z SEQ ID NO: 105 B Gonbliieii creneHu, yeM mo ocrtatkam 206-
215 uz SEQ ID NO: 105 u no ocrarkam 297-309 uz SEQ ID NO: 105. B onHom BapuanTe
OCYIIECTBJICHUS] CBS3bIBAHUE AaHTUTENAa O0ECIeUMBAET YMEHBIICHUE CPEeIHEro YpPOBHS
BOIOpOAHO-AeHTepreBoro obmena mo ocrarkam 158-172 uz SEQ ID NO: 105 B Oomblueit
crerieHn, 4yeM mo ocratkaMm 368-387 uz SEQ ID NO: 105 u mo ocratkam 297-309 u3 SEQ ID
NO: 105. B omgHOM BapwaHTe OCYIIECTBJICHHS CBS3bIBAHUE AaHTHUTENA OOeCrednBaeT
yYMEHbIIIEHNE CPEIHEr0 YPOBHS BOJOPOIHO-AelTepreBoro odMena no ocratkam 158-172 uz SEQ
ID NO: 105 B 6onbieii crenenn, yem o octatkam 206-215 u3z SEQ ID NO: 105, no ocrarkam
368-387 uz SEQ ID NO: 105 u no octatkam 297-309 u3z SEQ ID NO: 105.
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B omHOM acmekTe B JaHHOM JOKYMEHTE pACKpbITa MOJIEKYJia AaHTHUTENa, KOTOopas
ceszeiBaeTcsa ¢ CD73 denoBeka, rae

(1) mMonekyna aHTHTeNa OOECIeUYMBAET YMEHbBIIEHUE YPOBHS BOIOPOIHO-IEUTEPHEBOrO
oOMeHa B OAHOMH WJIM HECKOJBbKUX 00nacTax Oenka, Ccoaepkallero aMHHOKUCIOTHYIO
NOCJIeIOBATENbHOCTD M3 OcTaTKOB 27-547 u3z SEQ ID NO: 105 (manpumep, Oenka, COCTOSIIIETO
U3 aMHHOKHCJIOTHOH mocienosarenasHoctd nog SEQ ID NO: 171), npu ero cBA3bIBAHUH, NPH
5TOM OJHA WJIM HECKOJIbKO 00JacTel BbIOpAaHBI M3 TPYIIBI, COCTOSIEH M3 ocrtaTkoB 158-172,
ocratkoB 206-215, ocratkoB 368-387 m ocratkoB 87-104 u3z SEQ ID NO: 105, nmpu stom
00J1acTh, XapaKTePU3YIOLIAsiCsl HAUOONBIINM YMEHBIIEHUEM CPEIHEro YPOBHS BOIOPOIHO-
nerrepueBOoro oOMeHa Cpenu OIHON WIJIM HECKOJNbKUX oOJyiacTel, He mpencraBisieT coOoi
octatku 206-215 u3 SEQ ID NO: 105, nampumep, npu UCCIEIOBaHUM MOJIEKYJIbl aHTHUTENA B
BUZI€ MOJIEKYJIbI OMBAJCHTHOTO AHTUTENA C NMPUMEHEHHEM MAacC-CIIEKTPOMETPUH BOIOPOIHO-
nerrepreBoro oOMeHa, HampuMep, Kak OMHCAHO B MPUMepe 2, HAPUMEP MacC-CIeKTPOMETPHU
BOJIOPOJHO-/IeHTepHEBOro 0OMeHa, MPOBOAUMON ¢ 0OMEHOM B TeueHue 1 muHyThl ipu pH 7-8
(marmpumep, pH 7,5) u kOMHaTHOH TemniepaType; U

(1) MOJIeKyJIa aHTHTENA CONEPIKHT:

(a) BapuabenbHyr0 obnacTh Tspkenod wenu (VH), comepskamyro aMHUHOKHCIOTHYEO
nocnienoBaTebHOCTh X X, Y WSS omnpenessironieil KOMIJIEMeHTapHOCTb 00jlacTu 1 TshKeNnol nenu
(VHCDR1) (SEQ ID NO: 90), rne X; npexacrasisier cobori R, G wiu S, u X, npexacrasisier
coboit Y mimn R; amuHOkucnoTHy0 nocienoareabHOCTh YIY X1 X,GSTX3YNPSLKS VHCDR2
(SEQ ID NO: 91), roe X; mpencrasJsier cobort G mu S, X, npencrasisier coboit R, S umu T, u
X3 mpencrasmsier coboir N wmm K
ESQESPYNNWFDP VHCDR3 (SEQ ID NO: 3); u

(b) BapuabenpHyro oOnacte Jjerkoi memnu (VL), comepkaiyr0 aMHHOKUCIOTHYEO

u AMHUHOKHCJIOTHYHO nocJICA0BAaTCIbHOCTD

nocnenosarenbHOCTh RASQGISSWLA onpenenstomeli kommiaeMeHTapHOCTb obsactu 1 nerkoi
uenu (VLCDR1) (SEQ ID NO: 14); aMMHOKHCIOTHYH mocienoBarebHocTh AASSLQS
VLCDR?2 (SEQ ID NO: 15); u amuHokucnotayro nocnenaoparebHoctb QQGNSFPRT VLCDR3
(SEQ ID NO: 16).

B omHOM acmekTe B JaHHOM JOKYMEHTE pAaCKpbITa MOJIEKYJia AaHTHUTENa, KOTOopas
cesizeiBaeTcsa ¢ CD73 denoBeka, rae

(1) Moyekya aHTUTENa TPH CBS3BIBAHUU C OEJIKOM, CONIEep KalluM aMHHOKHCIIOTHYEO
NOCJIEOBATENBbHOCTD U3 ocTaTkoB 27-547 u3 SEQ ID NO: 105 (manmpumep, GekoM, COCTOSIIINAM
U3 aMUHOKHCIOTHOW mocnenoBarenbHocTH mon SEQ ID NO: 171), nmpuBOIUT K CHIDKEHHIO
CPEIHEro YpOBHSI BOJAOPOAHO-IEHTEPUEBOrOo OOMEHa, COCTaBISIIOIEMY Ooiee ueM, Hampumep,
0,02, 0,03, 0,04, 0,05 mwiau 0,06 Jla Ha ocratok, mo ocrtatkam 368-387 m3 SEQ ID NO: 105,
HarpuMep, MPH UCCIEIOBAHUN MOJIEKYJIbI AHTUTENA B BUAE MOJIEKYJIbl OMBAJIEHTHOTO aHTHUTENA
C TPUMEHEHHEM MAacCC-CIIEKTPOMETPUN BOAOPOAHO-IEHTEPUEBOr0 OOMEHa, HampuMmep, Kak
OMHCAaHO B MpHMEpe 2, Hap