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AHTHUTEJIA ITIPOTHUB SIRP-AJIb®A

[0001] HacTosamas 3asdBKa HCHpalIMBACT MPHOPHUTET HA OCHOBAHUM 3asBKH Ha mateHT Huaepnanmos Ne
2018708, momannoi 13 ampens 2017 r., u 3aaBku Ha nateHT Hunepaanaos Ne 2019166, nogansoii 3 uroaa 2017 r.,
KaKIasg M3 KOTOPBIX HACTOAINMM IOJHOCTHIO BKIFOYCHA B JAHHYIO 3a4BKY IOCPEACTBOM CCBHUIKH, BKIIOYAs BCE

TaOMULBL, (PUTYPBI M IYHKTHI (JOPMYJIbI H30OPETCHA.

OBJACTH TEXHHUKH
[0002] B HacTOsAmeM H300PCTCHHH MPSIUTOKCHBI aHTHTENA mpoTuB SIRPo, a Takke MPUMCHCHUC TAHHBIX
AHTUTEJ AU JICUCHUS 3a00ICBaHUH.

YPOBEHBb TEXHUKH
[0003] CurHaTBHBIA peryaTopHbIil 6enok amsga (SIRPo) mpeactapaser coboiit MEMOpPAHHBIH TITHKOTPOTCHH

n3 cemeiictea SIRP. V mpencrasureneii cemeiictea SIRP ecth HEKOTOpBIC 00IME CTPYKTYPHBIC MOTHBBI. JIaHHBIC
MOTHBBI BKIFOYAKOT TPAHCMEMOPaHHBIH (hparMeHT u N-KOHICBOI BHEKJICTOYHBIH TOMEH, KOTOPBIH COEPXHUT TpH Ig-
TOAOOHBIC IETIIH, COCTMHECHHBIC TPEMS TApaMH AUCY Ib(PUAHBIX CBsI3eH. C-KOHIEBOH BHY TPHKJICTOYHBIH IOMCH, TEM
HC MCHCC, OTIMUacTca y pasHeix mnpeactasurenacit cemeiictea SIRP. SIRPo  comepkut  yATHHCHHBIH
BHYTPHKJICTOYHBIH JOMCH, COACPKAIMI YESTHIPE OCTATKA THPO3HMHA, KOTOPHIE 00Pa3yIOT /1B THPO3HHCOACPKALIHX
uHruOuTOpHBIX MoTmBa HMMyHOpememropa (ITIM), Torma kak SIRPBl coxepskut ocTatox Jm3HHA B
TPaHCMEMOPAHHOM JOMCHE, 32 KOTOPBIM CIICAYET KOPOTKHH BHY TPHKJICTOUHBIH XBOCT, B KOTOpPOM HeT MOTHBOB ITIM,
cy’kamuii B kadyectse perenropa ;1 DAP12. Beuo 0OHapy»XeHO BOCEMb OJHOHYKJICOTHIHBIX IMOJUMOP(PH3MOB
SIRPa, mpu 3ToM HauboJiee pacpocTpancHHbIME BapuanTamu Aot SIRPaV1 u SIRPaV2 (Takenaka u ap., Nat.
Immunol. 2007, 8:1313-23).

[0004] Curramsl “cwremb MEHS (T.€., “H3MCHCHHOC CBOE”) MPEIACTABILIOT COOOHW BHCKJICTOYHBIC CHTHATEI,
cnenu(pUYHO NMPOAYLHUPYEMBIC M MPEACTABIACMBIC HA MOBEPXHOCTH ANONTHYCCKUX KJICTOK, HO HE HA 3J0POBBIX
KJICTKAX, W SBISIFOTCS KIFOUCBBIMH [UTA 3aIycKa (aromuro3a IyTEM aKTHBALMH (PArOMUTAPHBIX PEICHTOPOB U
NOCICAYIOIUX CUTHAIBHBIX KAackaxoB. JUmg TOro 4roObl CHUIHANBI “ChElIb MEHI OBUIM IPEICTABICHBI Ha
ANONTHYCCKUX KJICTKAX, TPEOYESTCS UX TPAHCIIOPT HAPYXKY U3 KIeTKH. ONPeIcICHHY 0 KATCTOPHIO CHTHAJIOB “CHCIIb
MCHS TPCAOCTABIIOT 3aSAKOPCHHBIC B MeMOpaHy Ociku, Takue kak (pocharumuncepun (PtdSer) u kabpeTHKY THH
(CRT). BrictaBncHHSIH HAPY>Ky PtdSer CBA3BIBACTCSA CO CBOMMH PSHCHTOPAMHU HA (harouuTax, YT00bI ClIOCOOCTBOBATH
KITUPCHCY aMONTHYCCKAX KJICTOK (MPOLECCY, H3BECTHOMY Kak 3((peponnTos). AHANIOTHYHEIM 00Pa30M, SKCIPECCHA
CRT moBsImicHa HA TOBEPXHOCTH ANIONTHYCCKHUX KICTOK, H OH CBA3BIBACTCA C poACTBCHHBIM LDL-pernieniropy 0cikom

1 (LRP1) Ha (parommte, TEM CAMBIM OTIOCPCIY S IIOTJIOIICHUE.

[0005] SIRPa oO0mmpHO 3KCIpecCHpoBAaH HA (parommTax (HAMpUMEp, Makpodarax, TpaHYJIOOUTAX W
JCHAPUTHBIX KIETKAX) W [JCHCTBYeT Kak HHIHOWTOPHBIA PpEIENTOp IIOCPEACTBOM B3aHMOJCHCTBHS C
TpaHcMeMOpaHHBIM OenkoM CD47. JlaHHOE B3aMMOJCHCTBHE OMOCPEAYET OTBET, KOTOPBIH HA3BIBAIOT CHTHAJIOM HE
emb MCHS». J[aHHOC B3aMMOACHCTBHC OTPULATCIBHO PEryTUpPYeT 3(PPCKTOPHYHO (PYHKIHIO KICTOK BPOKICHHOM
HMMYHHOH CHCTEMBI, TAKYIO Kak (p)aronuros KiaeTkamu Xo3samuHa. Tak kak CD47 4acTo mpuCYTCTBYET HAa Oy XOJIEBBIX
KJIETKAX, CYHUTAOT, YTO JAHHBIH CHI'HAJN “HE €IIb MEHS CIIOCOOCTBYET YCTOIUMBOCTH OIyXOJEH K 3aBHCHMOMY OT
(parormToB KiampeHCy. HecmoTps Ha cxoactBa BHEKICTOWHBIX JoMeHOB SIRPo w SIRPBI, cymecTtsyror
(D)YHKIMOHATBHBIC Pa3IHUHA MKy npeactasuresiMu ceMmeiictsa SIRP. Hammpumep, SIRPB1 He ceassBaer CD47 Ha
JCTCKTHPYEMBIX YPOBHAX H, CICIOBATCIBHO, HEC OMOCPCAYET CHTHAN «HE €Imb MCEHS». Bmecto storo, SIRPB1

YHacTBYCT B aKTHBALIHH MHUCTIOUAHBIX KJICTOK.



[0006] Hapymenne mepemaum curHama CD47-SIRPo  (Hampmmep, ¢ TOMOMIBI0 AHTAarOHHCTHUYCCKHUX
MOHOKJIOHAJIBHBIX AHTHTC], KOTOPBIC CBA3BIBAOTCA HOO ¢ CD47, mubo ¢ SIRPo) mo mMCrOmmMCs CBEACHHAM
MPUBOAUT K MOBBIMICHHOMY (DAarommTo3y KICTOK KAK CONUIHBIX, TAK M TEMATOMOATHUCCKHX OMYXOJCH, BKITFOUAS

TIOBBIMICHHBIH (JaronuTO3 KJICTOK IITHOOIACTOMBI /72 Vitro U 3HAYUTEIBHYIO TPOTHBOOIY XOJIEBYIO AKTUBHOCTS i71 Vivo.

KPATKOE OITMCAHUWE U30BPETEHHUA
[0007] B rmepBoM acmekte HACTOAINECTO H300pEeTeHUS NpeAnokeHsl aHrutesna npotuB SIRPo m HX
AQHTHUI'CHCBA3BIBAIOINHE (DPArMEHTHI, BKIIOYAFOINIE CTPYKTYPHbIC H ()Y HKIIHOHATbHBIE 0COOCHHOCTH, ICPSYHCIICHHBIC

HHKC.

[0008] B pa3muuHBIX BapHAHTAX PCANH3AIHH B COOTBCTCTBHH C HACTOAINMM HW300PCTCHHCM MPCIIOKCHO
AHTHTCJIO WIH CTO AHTHICHCBA3BIBAIOIINE (DPAarMCHT, KOTOPBIH cBa3biBacTca ¢ SIRPa yemoBeka, Coaep Ky OIuH,
JBa wim Bee TpH U3 (i), (ii) m (iii): (i) runepBapuadenproro yuactka 1 (CDR1) BaprabenpHOI 00IaCTH THKSTIOH IICTTH,
BKJIFOYAIOIIETO IOCICA0BATCIBbHOCT aMuUHOKHCIOT SEQ ID NO: 1 mioum mociaeaoBaTeIbHOCTh AMHHOKHCIIOT,
ormuarornyrocs o SEQ ID NO: 1 Ha 1, 2, 3 wm 6once KoHCepBaTHBHEIX 3aMeH, (i1) CDR2 papuabemsHOIT obmacTu
TSOKCTIOH IICMH, BKIIFOYAIOIICTO MOCICAOBATCIBHOCTh aMuHOKHCIOT SEQ ID NO: 2 wim mocieaoBaTeIbHOCTh
aMUHOKHCTOT, oTauaronnyrocs ot SEQ ID NO: 2 Ha 1, 2, 3 unwm 6onee KOHCepBaTUBHEIX 3aMeH; w/mma (iii) CDR3
BapHaOCIPHON 00ACTH THKEIOH LEMH, BKIFOHANOIICTO MOcaeaoBateapbHOCTh aMuHOKHCTIOT SEQ ID NO: 3 wm

MOCTICIOBATCIFHOCT AMHHOKHCTOT, oTiriarortytocsa or SEQ ID NO: 3 Ha 1, 2, 3 win 601ee KOHCCPBATHBHBIX 3aMCH.

[0009] B pasmmuHBIX ApPYIHX BapHaHTAaX peajuM3allid B COOTBETCTBHHM C HACTOSAIMM H300PETCHUEM
MPSIIOKCHO AHTHTEJIO WM CT0 AHTHICHCBS3BIBAIOMIME (h)parMeHT, KOTOphIi cea3eiBacTca ¢ SIRPo uenoseka,
comepkamuii omwH, aBa Wik Bce TpH w3 (i), (i) m (iii): (i) CDR1 BapmaGempHOH 007aCTH THKEIOH IICIH,
BKJTFOHAIOIIETO TMOC/ICA0BATeTIBHOCTh aMHHOKHCIOT SEQ ID NO: 69 mmu mocneaoBaTeIbHOCTh AMHHOKHCIIOT,
ormuuarorryrocs o SEQ ID NO: 1 Ha 1, 2, 3 mm 60nee koHcepBaTHBHBIX 3aMeH, (i1) CDR2 papuabempHOI obmactu
TSOKSTION LETH, BKIFOYAKOIICTO MOCHea0BaTeIbHOCTh aMHHOKHCIOT SEQ ID NO: 70 wnm mocieaoBaTeIbHOCTh
aAMHHOKHCIOT, oTmuaroIyocs ot SEQ ID NO: 2 na 1, 2, 3 unm 6osee koHCepBaTUBHBIX 3ameH; w/wiw (iii) CDR3
BapuaOCIPHOH 00JACTH TSDKEIOH IeTH, BIJIFOUAIOINETO IMOCIea0BaTeabHOCTh aMuHOKHCIOT SEQ ID NO: 71 wm

MOCJICI0BATEILHOCTD AMHHOKHCIIOT, OTIH4aromtytocs ot SEQ ID NO: 3 a1, 2, 3 i Oonee KOHCEPBATHBHBIX 3aMCH.

[0010] B HekOTOpBIX BapHAHTAX PEANTM3ALNH AHTUTEJIO WJIH €T0 AHTUTCHCBSBIBAIOIIAE (PParMEHT COACPKUT
BapHabeIbHy 0 00IaCTh TSDKEIIOH eIy, BKIIOYAFOIIYEO II0CICA0BATEIbHOCTh AMHHOKICIIOT, BRIOPAHHYIO H3 TPYIIIIbL,

COCTOSIICH U3:

SEQ ID NO: 75 wiu mocieA0BaTeIbHOCTH AaMHHOKHCIIOT, TI0 MCHBIICH Mepe Ha 90%, 95%, 97%, 98% wmun

99% moKOOHOW WITH HACHTHYHOH YKA3aHHOH MOCIICIOBATCIEHOCTH,

SEQ ID NO: 78 wii mocieA0BaTeIbHOCTH aMHHOKHCIOT, IO MEHBINCH Mepe Ha 90%, 95%, 97%, 98% nunu

99% moxOOHOW WITH HACHTHYHOH YKA3aHHOH MOCIICIOBATCIBHOCTH,

SEQ ID NO: 80 wim mocieA0BaTeIbHOCTH aMHHOKHCIOT, IO MEHBINCH Mepe Ha 90%, 95%, 97%, 98% nunu

99% mox0OHOW WITH HACHTHYHOH YKA3aHHO IMOCIICI0BATCIBHOCTH,

SEQ ID NO: 82 wiu nocieA0BaTeIbHOCTH aMHHOKHCIOT, IO MeHbINCH Mepe Ha 90%, 95%, 97%, 98% unu

99% mox0OHOW WK HACHTHIHOH YKA3aHHO IMOCJICIOBATCIBHOCTH,

SEQ ID NO: 84 wmu nmocie70BaTeIbHOCTH aMHHOKHUCTIOT, TT0 MEHbIICH Mepe Ha 90%, 95%, 97%, 98% umu

99% mox0OHOM WM HACHTHYIHOH YKa3aHHOH MOCJICT0BATCIBHOCTH,
-



SEQ ID NO: 86 wiu mocieA0BaTeIbHOCTH aMHHOKHCIOT, IO MeHbINCH Mepe Ha 90%, 95%, 97%, 98% unu

99% 1momOOHOW WK HACHTHYIHOH YKA3aHHOH MOCJICI0BATCIBHOCTH,

SEQ ID NO: 88 wiu nmocie10BaTeIbHOCTH aMHHOKUCTIOT, IO MeHbINCH Mepe Ha 90%, 95%, 97%, 98% unu

99% MOCHTUYHOH YKA3aHHOH MOCICI0BATCIHHOCTH,

SEQ ID NO: 102 wiu mociae0BaTeIbHOCTH AMHHOKHCIIOT, IO MeHbLICH Mepe Ha 90%, 95%, 97%, 98% umun

99% HACHTUYHOH YKa3aHHOH MOC/IeI0BATEILHOCTH,

SEQ ID NO: 7 wiu nocieI0BaTeIbHOCTH AMHHOKHCIIOT, IO MeHbIIei mepe Ha 90%, 95%, 97%, 98% wmm

99% moXOOHOH WITH HACHTHYIHOH YKA3aHHOH MOCJICTIOBATCIBHOCTH,

SEQ ID NO: 10 wim mocieA0BaTeIbHOCTH AMHHOKHCIOT, IO MEHBINCH Mepe Ha 90%, 95%, 97%, 98% wmun

99% Mo TOOHOW WITH HACHTHYHOH YKA3aHHOH MOCIICTIOBATCIBHOCTH,

SEQ ID NO: 12 nim mocieA0BaTeIbHOCTH aMIHOKHCIOT, IO MEHBINCH Mepe Ha 90%, 95%, 97%, 98% nunu

99% moOOHOW WITH HACHTHYHOH YKA3aHHOM MOCIICIOBATCIFHOCTH,

SEQ ID NO: 14 wimm mocieA0BaTeIbHOCTH AMHHOKHCIOT, IO MEHBIICH Mepe Ha 90%, 95%, 97%, 98% nnu

99% moxOOHOW WITH HACHTHYHOH YKA3aHHOH MOCIICIOBATCIBHOCTH,

SEQ ID NO: 16 nim mocieA0BaTeIbHOCTH aMHHOKHCIOT, IO MEHBINCH Mepe Ha 90%, 95%, 97%, 98% nunu

99% mo0OHOW WITH HACHTHYHOH YKA3aHHO MOCIICI0BATCIEHOCTH,

SEQ ID NO: 18 wiu mocie0BaTeIbHOCTH aMHHOKHCIOT, IO MEHbINCH Mepe Ha 90%, 95%, 97%, 98% unu

99% mom0OHOW WK HACHTHIHOH YKA3aHHOI MOCJICI0BATCIBHOCTH, U

SEQ ID NO: 30 wmu mocieA0BaTeIbHOCTH aMHHOKUCIOT, IO MeHbIIeH Mepe Ha 90%, 95%, 97%, 98% unu

99% mox0OHOM WM HACHTHYHOH YKa3aHHOH MOCJICI0BATCIBHOCTH.

[0011] B pa3muuHBIX BapHaHTaX peaan3aldd B COOTBESTCTBUH C HACTOSIIUM H300PETCHUEM TAKKE MPEIOKCHO
QHTHUTEJIO HJIM €TO AaHTHICHCBS3BIBAIOINUI ()parMeHT, KOTOPbIH cea3biBacTca ¢ SIRPo uenosexa, coaep Kamiii o quH,
mea wim Bce Tpu m3 (i), (i) mw (iii): (i) CDRI1 BapmabGempHOH 00JACTH JICTKOW LEMH, BKIIOYAOIICTO
mocaeaoBaTeIbHOCTh aMUHOKUCTOT SEQ ID NO: 4 wimi mocie 10BaTeIbHOCTh AMHHOKHCIIOT, OTIHYAIOLIYH0CA 0T SEQ
ID NO: 4 ma 1, 2, 3 wm Oonee koHcepBaruBHBIX 3aMmcH; (ii) CDR2 BapmaOempHOW OONACTH JCTKOH ICIH,
BKJIFOYAIOIIETO IOCICA0BATEIBHOCT aMHUHOKHCIOT SEQ ID NO: 5 miou mociaeaoBaTeIbHOCTh AMHHOKHCIIOT,
ormuuarornyrocsa ot SEQ ID NO: 5 na 1, 2, 3 wm 6once koHCcepBaTuBHBIX 3ameH; w/mmn (iii) CDR3 BapunabenpHOM
001aCTH JICTKOH ICTTH, BKIIFOYAROIICTO MOCICA0BATCIAHOCTh aMHHOKHCIOT SEQ ID NO: 6 mim mocie1oBaTeIbHOCTD

aMuHOKHCTOT, oTryaromyrcs ot SEQ ID NO: 6 Ha 1, 2, 3 wim 6071¢¢ KOHCCPBATHBHBIX 3aMCH.

[0012] B paznuuHEIX ApYrHX BAapHAHTAX PEATHM3alUH B COOTBETCTBHH C HACTOSAIIMM H300PETCHHEM TaKXKe
MIPETIOKEHO AHTHTENIO WM €TI0 AHTHTCHCBS3BIBAIOIMME (pparmeHT, KoTOphiA cBssbiBactcs ¢ SIRPo uemosexka,
coep KaInuii OWH, 1A WK Bee TpH U3 (1), (ii) m (iii): (1) CDR1 BapuabempHOIT 00IaCTH JCTKOH ICTIH, BKIFOUAOIICTO
mocaeaoBaTeTbHOCTh aMHHOKUCTOT SEQ ID NO: 72 mim mocaeI0BaTeIbHOCTh AMHHOKHUCIIOT, OTTHYAROINYIOCA OT
SEQ ID NO: 4 Ha 1, 2, 3 wmm 6once koHcepBatuBHEIX 3aMeH; (i) CDR2 BapmabenpHON 007aCTH JCTKOW ICIIH,
BKJTFOHAIOIIETO TOC/ICA0OBATCILHOCTh aMHHOKHCIOT SEQ ID NO: 73 mimum mocneaoBaTeIbHOCTh AMHHOKHCIIOT,
ormuyarornyrocsa ot SEQ ID NO: 5 wa 1, 2, 3 umm 6once koHCepBaTuBHBIX 3aMeH; w/mmy (iii) CDR3 BapuabenpHOM
00J1aCTH JCTKOH IICTH, BKIFOYAIOIICTO MOCIeI0BaTeAHOCTh aMiHHOKUCIOT SEQ ID NO: 74 nimn mocie10BaTeIbHOCTD

aMuHOKHUCTOT, oTryaromyrocs ot SEQ ID NO: 6 Ha 1, 2, 3 wam 6071¢¢ KOHCEPBATUBHBIX 3aMCH.

3-



[0013]

B HCKOTOPBIX BAPHAHTAX PCATH3ALUU AHTHTCIIO HIIH €TI0 AHTHUTCHCBA3BIBAOIIHI (l)paI‘MeHT COACPIKUT

BapHAOCTIBbHYO 00JIACTH JICTKOH LEMH, BKIIFOYAIONIYI0 HOCTICA0BATCIBHOCTh AMHHOKHCTIOT, BRIOPAHHYIO H3 IPYIIIBL,

COCTOSIICH U3:

[0014]

SEQ ID NO: 76 nimu nocieA0BaTeIbHOCTH aMUHOKHUCTIOT, IO MeHbICH Mepe Ha 90%, 95%, 97%, 98% unu

99% noA0OHOH WM HACHTHYHOH YKAa3aHHO MOC/ICA0BATEIHHOCTH,

SEQ ID NO: 90 wiu mocneJ0BaTeIbHOCTH AMHHOKHCIIOT, IO MEHbLICH Mepe Ha 90%, 95%, 97%, 98% umu

99% noA0OHOH WM HACHTHYHOH YKa3aHHOH MOCIeA0BATEIbHOCTH,

SEQ ID NO: 92 uiu nmocie A0BaTeIbHOCTH AaMHHOKHCIOT, IO MEHBIICH Mepe Ha 90%, 95%, 97%, 98% unu

99% Mo TOOHOH WITH HACHTHYHOH YKA3aHHOH MOCIICTIOBATCIBHOCTH,

SEQ ID NO: 94 niu mocieA0BaTeIbHOCTH aMIHOKHCIOT, IO MEHBINCH Mepe Ha 90%, 95%, 97%, 98% wmn

99% moKOOHOW WITH HACHTHYHOH YKA3aHHOM MOCIICTIOBATCIFHOCTH,

SEQ ID NO: 96 nim mocieA0BaTeIbHOCTH aMIHOKHCIOT, IO MEHBINCH Mepe Ha 90%, 95%, 97%, 98% nunu

99% moOOHOW WITH HACHTHYHOH YKA3aHHOH MOCIICIOBATCIBHOCTH,

SEQ ID NO: 98 wim mocie A0BaTeIbHOCTH aMAHOKHCIOT, IO MEHBIICH Mepe Ha 90%, 95%, 97%, 98% nunun

99% moxOOHOW WITH HACHTHYHOH YKA3aHHO MOCIICIOBATCIBHOCTH,

SEQ ID NO: 100 nm mocie 10BaTeIbHOCTH AMHHOKHICIIOT, O MEHbIICH Mepe Ha 90%, 95%, 97%, 98% wmm

99% moxOOHOW WITH HACHTHIHOHN YKA3aHHO IMOCJICIOBATCIEHOCTH,

SEQ ID NO: 104 wm mocie10BaTeIbHOCTH AMHHOKHCIIOT, O MeHbIICH Mepe Ha 90%, 95%, 97%, 98% wmn

99% MOCHTHYHOH YKA3aHHOH MOCICI0BATCIPHOCTH,

SEQ ID NO: 8 uiu nociaea0BaTeIbHOCTH AMHHOKHCIOT, MO MEHbIIEH Mepe Ha 90%, 95%, 97%, 98% wumu

99% noA0OHOH WM HACHTHYHOH YKA3aHHOH MOCICA0BATEIbHOCTH,

SEQ ID NO: 20 uiu mocneJ0BaTeIbHOCTH AMHHOKHCIIOT, IO MEHbIICH Mepe Ha 90%, 95%, 97%, 98% umu

99% 1moa00HO WITH HACHTHYHOH YKa3aHHOH MOCJIEJ0BATEILHOCTH,

SEQ ID NO: 22 uii nmocie A0BaTeIbHOCTH AaMHHOKHCIOT, IO MCHBINCH Mepe Ha 90%, 95%, 97%, 98% um

99% Mo IOOHOH WITH HACHTHIHOH YKA3aHHOH MOCIICTIOBATCIBHOCTH,

SEQ ID NO: 24 wii mocie A0BaTeIbHOCTH aMHHOKHCIOT, IO MEHbINCH Mepe Ha 90%, 95%, 97%, 98% nunu

99% moKOOHOW WITH HACHTHYHOH YKA3aHHOH MOCIICTIOBATCIBHOCTH,

SEQ ID NO: 26 nii mocieA0BaTeIbHOCTH aMHHOKHCIOT, IO MEHBINCH Mepe Ha 90%, 95%, 97%, 98% nunu

99% moKOOHOW WITH HACHTHYHOH YKA3aHHOM MOCIICIOBATCIBHOCTH,

SEQ ID NO: 28 wim mocieA0BaTeIbHOCTH aMHHOKHCIOT, IO MEHBINCH Mepe Ha 90%, 95%, 97%, 98% nnu

99% momOOHOW WITH HACHTHIHOH YKA3aHHOH MOCICIOBATCIBHOCTH, U

SEQ ID NO: 32 wim nmocieA0BaTeIbHOCTH aMHHOKHCIOT, IO MEHbINCH Mepe Ha 90%, 95%, 97%, 98% nunu

99% moxOOHOW WITH HACHTHIHOH YKA3aHHOI MOCIICI0BATCIBHOCTH.

B Pa3sIMIHBIX BapHAaHTAX PCATU3alUHd B COOTBCTCTBHH C HACTOAIINM I/I306peTeHI/IeM NPEATIOKECHO

AQHTHTENIO HJIH €TO AaHTUTCHCBA3BIBAIOIUH (pparMeHT, KOTOpbIH cessbBacTcs ¢ SIRPo yenoBeka, coaepKanmii:



(i) CDR1 BapuabenpHOi 001aCTH THKSION LEHH, BKIFOUYAFOIIHEN MOCICI0BATCIPHOCTh aMHHOKHCTOT SEQ
ID NO: 1 wim nocie10BaTe IbHOCTE AMHHOKHCIOT, oTimuarornyroca ot SEQ ID NO: 1 Ha 1, 2, 3 wm 6omee
KoHcepBaTuBHBIX 3ameH; (i) CDR2 BapumaGenpbHOH o00macTd TSOKEIOW IENH, BKIFOUAFOINHH
mocieaoBaTeabHOCTh  aMuHOKUCIOT SEQ ID NO: 2 wuim mocieaoBaTeIbHOCTh  AMHHOKHCIIOT,
ormuyaromyrocsas or SEQ ID NO: 2 wa 1, 2, 3 wmn Oonee koHCepBaTuBHBIX 3aMeH; w/wmm (iii) CDR3
BapuaOCTbHOM 00JACTH TDHKEIOH LENH, BKTIOYAIONIMI HocaeaoBaTeapHoCcTh amuHOKHCTOT SEQ ID NO: 3
WA TIOCICAOBATEIBHOCTh AMHHOKHCITOT, oTimyaromytocs ot SEQ ID NO: 3 wa 1, 2, 3 wim Gonee

KOHCCPBATHBHBIX 3dMCH,

H

(iv) CDR1 BapnaOeapHO# 001aCTH JCTKOW LCIH, BKIFOUAOIIHNA ITOCICA0BATCIFHOCTS aMHHOKHCTOT SEQ
ID NO: 4 wiu nocieA0BaTeIbHOCT AMHHOKHCIOT, oTamuatonnyiocsa ot SEQ ID NO: 4 Ha 1, 2, 3 wm 6omce
KOHCCpBAaTHBHEIX 3amcH, (v) CDR2 BapmabempHON 007aCTH  JICTKOH [CMH,  BKIFOUAFOIIHA
MOCNICAOBATCABHOCTh aMHHOKUCIOT SEQ ID NO: 5 wumm mocneaoBaTeIbHOCTh AMHHOKHCIIOT,
ormuyaromyrocs or SEQ ID NO: 5 ma 1, 2, 3 wm 60oa¢e KOHCEpPBATHBHEIX 3amcH; w/mwmm (vi) CDR3
BapHaOCITFHON 00ACTH JICTKOH LCTH, BKTFOYARO A TOCICA0BATS TbHOCTE aMHHOKACTIOT SEQ ID NO: 6 wn
MOCTCIOBATCIIFHOCTE AMHHOKHCIOT, oTymuaromytocss or SEQ ID NO: 6 ma 1, 2, 3 wm 6omnce

KOHCCPBATHBHBIX 3AMCH.

[0015] B pasmmuHBIX ApYIHX BapHaHTAaX peajuM3allid B COOTBCTCTBHH C HACTOSAIMM H300PETCHUEM
MPEJIOKEHO AHTHTEJIO WM €TI0 AHTHICHCBA3BIBAOIMME (pparmeHT, KoTOphId CBsssBacTcsa ¢ SIRPo uenosexka,

coAcp KAy

(1) CDR1 BapuaGenpHOi 007aCTH TSHKSION LEHH, BKIFOUYAROIIHNN MOCICA0BATCIBHOCTh aMHHOKHCTIOT SEQ
ID NO: 69 nmu mocae10BaTe IbHOCTh AMUHOKUCIOT, oTrdaromyocs oT SEQ ID NO: 1 wa 1, 2, 3 wmu 60o7ee
KoHCepBaTHBHBIX 3ameH, (i) CDR2 BapmaGenpHOH OONACTH TSOKCJIOH LENH, BKIIOYAFOIIHI
MOCICAOBATCIBHOCT, aMHHOKHCTOT SEQ ID NO: 70 wmim mocIeaoBaTCIbHOCTh AMHHOKHCIIOT,
ormmyarormyrocss ot SEQ ID NO: 2 wa 1, 2, 3 i O6onee koHCepBaTuBHbIX 3ameH; w/wmm (iii) CDR3
BapHAOCTFHOM 00JIACTH TSHKSION ICTTH, BKIIIOYAROINU mocaeaoBarebHOCTh aMuHOKHCTOT SEQ ID NO: 71
WIH TOCJICAOBATCIFHOCTE AMHHOKHUCIOT, oTamdaromytocsa ot SEQ ID NO: 3 wa 1, 2, 3 wm 6omiee

KOHCCPBATHBHBIX 3AMCH,

H

(iv) CDR1 BapmaOenpHO# 001aCTH JCTKOW LCTH, BKIFOUAOIIHIA MOCICAOBATCIFHOCTS aMHHOKHCTOT SEQ
ID NO: 72 wmyi mocaeA0BaTe IBHOCTh AMAHOKUCIOT, OTirdaromyocd oT SEQ ID NO: 4 va 1, 2, 3 wmm 6o7ce
KOHCepBAaTHBHEIX 3amcH, (v) CDR2 BapuabempHON 007aCTH  JICTKOH [EMH,  BKIFOUAFOIIHIA
MOCNICAOBATECABHOCTh aMuHOKHCIOT SEQ ID NO: 73 wHIH NOCICAOBATCIBHOCTh AMHHOKHCIIOT,
ormuuaromyrocs or SEQ ID NO: 5 ma 1, 2, 3 wm 6oace KOHCEpBAaTHBHEIX 3amcH; w/mwmm (vi) CDR3
BapHaOCIbHON 00ACTH JICTKOH LCTH, BKITFOYAFO AL TOCTCA0BATe TbHOCTE aMHHOKACITOT SEQ ID NO: 6 wn
MOCTC0BATCIPHOCTE AMUHOKHCIIOT, oTimuarommyocsa or SEQ ID NO: 74 ma 1, 2, 3 wm Gomee

KOHCCPBATHBHBIX 3AMCH.



0016 B THX JOIOJHHTEIBHBIX BAPHAHTAX PEATH3ALMH B COOTBETCTBHH C HACTOSINHM H300pETCHHEM
Yy

MPEJIOKECHO AHTHTENIO WM €I0 AHTHICHCBA3BIBAOINME (pparmeHT, KoTOphii cBssbiBacTcsa ¢ SIRPo uenobexka,

coAcp KaIuu:

BapHAOCTHHYIO 00JIACTH TSKEJIOH IICTH, BRIFOYAIOIIYIO MOCICA0BATCIBHOCTh AMHHOKHCIIOT, BRIOPAHHYIO H3 IPYIIIBL,

COCTOSIICH U3:

SEQ ID NO: 7 uwmm nociex0BaTeIbHOCTH AMHHOKHCIIOT, IO MEHbINCH Mepe Ha 90%, 95%, 97%, 98% um

99% noA0OHOH WIH HACHTHYHOH YKa3aHHOH MOC/ICA0BATEIbHOCTH,

SEQ ID NO: 10 wma mocie A0BaTeIbHOCTH AaMHHOKHCIOT, IO MEHBINCH Mepe Ha 90%, 95%, 97%, 98% unu

99% Mo TOOHOH WITH HACHTHYHOH YKA3aHHOH MOCIICTIOBATCIBHOCTH,

SEQ ID NO: 12 niu mocieA0BaTeIbHOCTH aMIHOKHCIOT, IO MEHBINCH Mepe Ha 90%, 95%, 97%, 98% unu

99% moOOHOW WITH HACHTHYHON YKA3aHHOH MOCICIOBATCIBHOCTH,

SEQ ID NO: 14 wim mocieA0BaTeIbHOCTH aMIHOKHCIOT, IO MEHBINCH Mepe Ha 90%, 95%, 97%, 98% nunu

99% moKOOHOW WITH HACHTHYHOH YKA3aHHOH MOCIICIOBATCIBHOCTH,

SEQ ID NO: 16 nim mocie A0BaTeIbHOCTH aMHHOKHCIOT, IO MEHBINCH Mepe Ha 90%, 95%, 97%, 98% wu

99% moxOOHOW WITH HACHTHYHOH YKA3aHHO MOCIICIOBATCIBHOCTH,

SEQ ID NO: 18 wim mocieA0BaTeIbHOCTH aMHHOKHCIOT, IO MEHbINCH Mepe Ha 90%, 95%, 97%, 98% nunu

99% moxOOHOW WIIH HACHTHIHOHN YKA3aHHOI MOCIICI0BATCIBHOCTH, U

SEQ ID NO: 30 wimu mocieA0BaTeIbHOCTH aMHHOKHCIOT, IO MeHbINCH Mepe Ha 90%, 95%, 97%, 98% unu

99% mox0OHOM WM HACHTHYHOH YKA3aHHOI ITOC/ICI0BATCIFHOCTH,
H

BapHAOCIbHYIO 00JIACTh JICTKOH LEMH, BKJIFOYAIOINYIO NOCICA0BATEIBHOCTh AMHHOKHCIIOT, BHIOPAHHYIO U3 IPYIIIEL,

COCTOSIICH U3:

SEQ ID NO: 8 wmm nocienoBaTeIbHOCTH AMHHOKHCIIOT, IO MEHbINCH Mepe Ha 90%, 95%, 97%, 98% wm

99% Mo XOOHOH WITH HACHTHYIHOH YKA3aHHOH MOCIICTIOBATCIBHOCTH,

SEQ ID NO: 20 wii mocie A0BaTeIbHOCTH aMHHOKHCIOT, IO MEHBINCH Mepe Ha 90%, 95%, 97%, 98% unu

99% moxOOHOW WK UACHTHYHOH YKA3aHHOH MOCICTOBATCIBHOCTH,

SEQ ID NO: 22 nii mocieA0BaTeIbHOCTH aMIHOKHCIOT, IO MEHbINCH Mepe Ha 90%, 95%, 97%, 98% nunu

99% moKOOHOW WITH HACHTHYHOH YKA3aHHOH MOCIICIOBATCIBHOCTH,

SEQ ID NO: 24 nim mocie A0BaTeIbHOCTH aMHHOKHCIOT, IO MEHBINCH Mepe Ha 90%, 95%, 97%, 98% nm

99% moKOOHOW WITH HACHTHIHOH YKA3aHHOH MOCIICIOBATCIBHOCTH,

SEQ ID NO: 26 nim ocie A0BaTeIbHOCTH aMHHOKHCIOT, IO MEHBINCH Mepe Ha 90%, 95%, 97%, 98% nunu

99% mox0OHOW WITH HACHTHYHOH YKA3aHHO MOCIICIOBATCIBHOCTH, U

SEQ ID NO: 28 wii mocieA0BaTeIbHOCTH aMHHOKHCIOT, IO MeHbINCH Mepe Ha 90%, 95%, 97%, 98% unu

99% momOOHO WM HACHTHIHON YKA3aHHOI MOCJICI0BATCIBHOCTH, U

SEQ ID NO: 32 wiu nocieA0BaTeIbHOCTH aMHHOKUCIOT, IO MeHbINeH Mepe Ha 90%, 95%, 97%, 98% unu
99% 1mox0OHOM WIIH HACHTHYHON YKA3aHHOH MOCICIOBATCIBHOCTH.

-6-



[0017] B apyrux MOTMOTHHTEIBHBIX BAPHAHTAX PEATH3alHH B COOTBETCTBHH C HACTOSINUM H300PETCHHEM
MPEJIOKECHO AHTHTENIO WM €I0 AHTHICHCBA3BIBAOINME (pparmeHT, KoTOphii cBssbiBacTcsa ¢ SIRPo uenobexka,
coAcp KaIuu:

BapHaOeIbHY0 00JACTh TOKEIOH IENMH, BKIFOYANOINYIO IOCICAOBATCIBHOCTh AMHHOKHCIOT, BBIODAHHYIO H3

TPYIIIBL, COCTOAIICH H3:

SEQ ID NO: 75 wiu mocne0BaTeIbHOCTH AMHHOKHCIIOT, IO MeHbIEH Mepe Ha 90%, 95%, 97%, 98% umun

99% noA0OHOH WIH HACHTHYHOH YKa3aHHOH MOC/ICA0BATEIbHOCTH,

SEQ ID NO: 78 uiu nmocie A0BaTeIbHOCTH AMHHOKHCIOT, IO MEHBIICH Mepe Ha 90%, 95%, 97%, 98% unu

99% Mo TOOHOH WITH HACHTHYHOH YKA3aHHOH MOCIICTIOBATCIBHOCTH,

SEQ ID NO: 80 nim mocieA0BaTeIbHOCTH aMIHOKHCIOT, IO MEHbINCH Mepe Ha 90%, 95%, 97%, 98% nunu

99% moKOOHOW WITH HACHTHYHOH YKA3aHHON MOCICIOBATCIBHOCTH,

SEQ ID NO: 82 nii mocieA0BaTeIbHOCTH aMIHOKHCIOT, IO MEHBINCH Mepe Ha 90%, 95%, 97%, 98% nnu

99% moKOOHOW WITH HACHTHYHOH YKA3aHHOH MOCIICIOBATCIBHOCTH,

SEQ ID NO: 84 wim mocieA0BaTeIbHOCTH aMIHOKHCIOT, IO MEHBINCH Mepe Ha 90%, 95%, 97%, 98% umn

99% mo0OHOW WITH HACHTHYHOH YKA3aHHO MOCIICIOBATCIBHOCTH,

SEQ ID NO: 86 nim mocieA0BaTeIbHOCTH aMHHOKHCIOT, IO MEHbINCH Mepe Ha 90%, 95%, 97%, 98% nunu

99% momOOHOW WITH HACHTHYIHOH YKA3aHHOH IMOCJICIOBATCIBHOCTH,

SEQ ID NO: 88 wiu mocie0BaTeIbHOCTH aMHHOKHCIOT, IO MeHbINCH Mepe Ha 90%, 95%, 97%, 98% unu

99% 1mox0OHOW WM HACHTHYIHOH YKAa3aHHOI MOCJICI0BATCIBHOCTH, H

SEQ ID NO: 102 um mocie10BaTeIbHOCTH AMHHOKHCIIOT, O MeHbIIEH Mepe Ha 90%, 95%, 97%, 98% wiun

99% WICHTUYHOH YKA3aHHOW MOCICAOBATCIHOCTH,

BapuaOCIpPHYI0 00JACTh JCTKOH LEMH, BKIIOYAIINYH) MOCICAOBATCIBHOCTh AMHHOKHCIIOT, BBHIOPAHHYIO H3

TPYIIIBL, COCTOSINEH U3:

SEQ ID NO: 76 wiu mocieA0BaTeIbHOCTH AMHHOKHCIIOT, TI0 MCHBIICH Mepe Ha 90%, 95%, 97%, 98% wiun

99% moKOOHOW WITH HACHTHYHOH YKA3aHHOH MOCICIOBATCIBHOCTH,

SEQ ID NO: 90 nim mocieA0BaTeIbHOCTH aMIHOKHCIOT, IO MEHbINCH Mepe Ha 90%, 95%, 97%, 98% nunu

99% moKOOHOW WITH HACHTHYHOH YKA3aHHOH MOCIICIOBATCIBHOCTH,

SEQ ID NO: 92 nim mocieA0BaTeIbHOCTH aMIHOKHCIOT, IO MEHBINCH Mepe Ha 90%, 95%, 97%, 98% wmm

99% moKOOHOW WITH HACHTHIHOH YKA3aHHOH MOCIICIOBATCIBHOCTH,

SEQ ID NO: 94 nim mocie A0BaTeIbHOCTH aMHHOKHCIOT, IO MEHBINCH Mepe Ha 90%, 95%, 97%, 98% nunu

99% moxOOHOW WITH HACHTHYHOH YKA3aHHO MOCIICIOBATCIBHOCTH,

SEQ ID NO: 96 nim mocieA0BaTeIbHOCTH aMHHOKHCIOT, IO MEHBIICH Mepe Ha 90%, 95%, 97%, 98% unu

99% momOOHOW WIIH HACHTHYIHOH YKA3aHHOI MOCJICTOBATCIBHOCTH,

SEQ ID NO: 98 wiu nmocie0BaTeIbHOCTH aMHHOKHUCIOT, IO MeHbINCH Mepe Ha 90%, 95%, 97%, 98% unu
99% 1mox0OHOM WM HACHTHYIHOH YKa3aHHOH MOCIICIOBATCIBHOCTH,

-



SEQ ID NO: 100 nm mocie 10BaTeIbHOCTH AMHHOKHCIIOT, O MEHbIICH Mepe Ha 90%, 95%, 97%, 98% wmn

99% momOOHOW WK HACHTHIHOH YKA3aHHOI MOCJICI0BATCIBHOCTH, U

SEQ ID NO: 104 wm mocie10BaTeIbHOCTH AMHHOKHCIIOT, IO MEHbIICH Mepe Ha 90%, 95%, 97%, 98% wu

99% UACHTHYHOHN YKa3aHHOM MOCICA0BATCIbHOCTH.

(Y21}

[0018] B manHOM KOHTEKCTE “NOAO0OHE MOCICAOBATCIBHOCTEH OCHOBBIBACTCA HA CTCNICHU HICHTHYHOCTH B
KOMOHWHAIIHH CO CTCTICHBI0 KOHCCPBATUBHBIX H3MCHCHUH. [TpOIICHT “TI0 100 OCIEI0BATEIBHOCTEH MPESACTABISCT
co00if MPOLICHT AMHHOKHUCIIOT WIH HyKJICOTHIOB, KOTOpPHIC THOO HACHTHYHBI, THOO KOHCEPBATHBHO 3aAMCHEHBI, TO
eCTh “momoOMe TOCICAOBATCIBHOCTCH = MPOLCHT MACHTHYHOCTH IIOCICIOBATCIBHOCTCH +  NPOICHT
KOHCCPBATHBHBIX H3MEHEHUH. Takum 00pa3zoM, A el HaCTOSINETO H300PETCHUS “KOHCCPBATHBHBIC H3MCHCHHUS
" “HACHTHYHOCTH CUHTAKOT PA3HOBHIHOCTAMH 00JICC MIMPOKOTO TCPMUHA “momo0ue”. Takum 0Opa3oM, BCAKHI pas,
KOTJa HCTONB3VIOT TCPMHH “TOJ00WME” TOCICAOBATCIBHOCTCH, B C€r0 OOBCM BXOJHT “HACHTHYHOCTH
MOCIICIOBATEIPHOCTEH ¥ “KOHCEpBAaTHBHBbIC M3MEHECHHS . COrTacHO HEKOTOPHIM BAPHAHTAM pEaT3aLUHU
KOHCCPBATHBHBIC H3MCHCHHUA HC YUHUTBIBAIOT, W IMPOLCHT 1'[0£[O6I/I}I HOCJ'ICI[OBaTCJ'IBHOCTefI OTHOCHUTCS K IPOLCHTY
HACHTHYHOCTH HOCHGI[OBaTeHBHOCTeﬁ. B HCKOTOPBIX BAPHAHTAX PCATU3ANNAHU U3MCHCHHUA B IOCIICOOBATCIIBHOCTH,
JIONyCKacMbIe YKA3aHHBIM IPOLCHTOM HACHTHYHOCTH IOCIICIOBATCIBHOCTEH, BCC MIIM NMOYTH BCE NMPEACTABILIIOT
c000i1 KOHCCPBATHBHBIC H3MCHCHHA, TO ¢CTh KOTJA MOCICIA0OBATCILHOCTE HACHTHYHA HA 90%, octampHble 10% BCE
WA TIOYTH BCE NMPEACTABIIOT COOOH KOHCEPBATHBHBIC M3MCHEHHUS. TepMHH “mOUTH BCe” B JAHHOM KOHTEKCTE
OTHOCHTCS K CIIy4ar0, KOTJja o MeHbIeH Mepe 75%, OoJiee MpemouTHTENFHO 0 MeHbIIeH Mepe 85%, eme Oounee
MPSAIOYTHTCIIFHO O MEHbIICH Mepe 90% u HamboIee MPEAMOYTHTEIBHO MO MCHBIICH Mepe 95% momycKaeMBIX
H3MCHECHHH MOCICAOBATCIBHOCTH HPEACTABIIOT CO00H KOHCCPBATHBHBIC H3MCHCHHA. B HEKOTOPBIX BapHaHTaX
peanm3aiy TSDKEIBIX W/HIHM JICTKHX LEHeH aHTUTEN JOIMYCKAEMBIC H3MEHCHHS IOCICIOBATCIBHOCTH HAXOMATCS

BHYTpH KapKacHBIX obmacreif, Ho He B CDR.

[0019] [TpeamoyYTUTEIFHO YKAa3aHHOE AaHTUTENO COACPKUT TOKeIyI0 nenb cormacuo SEQ ID NO: 7. Emg 6onee
MPEANOYTHTEIBHO YKA3aHHOES AHTHTENIO COACPIKHT JIeTkyro nensb coriacao SEQ ID NO: 8. Bonee mpeanoYTHTEIHHO
TSOKEIYH0 LEMb BBIOMPArOT u3 Mo00# w3 mociexosaremsHocTeit SEQ ID NO: 10, 12, 14, 16, 18 wm 30. Boaee
MPEATNIOYTHTEIBHO JISTKYO0 LICIh BEIOHPArOT U3 M000# 13 mociexosarensHocTelt SEQ ID NO: 20, 22, 24, 26, 28 wmn
32.

[0020] B xauecTBe aNMbTCPHATHBHI YKA3AHHOC AHTUTCIIO COACPIKUT TOKEIyO Henb cormacao SEQ ID NO: 75.
Emg¢ Oonee mpeamouTHTEIRHO YKA3aHHOEC AHTHTENO CONCPHT JIeTKyro memb corimacHo SEQ ID NO: 76. Bonee
MPSATOYTHTSIIFHO TSOKSIIYEO IETb BEIOUPAIOT w3 0001t u3 mocnenosareasaocteit SEQ ID NO: 78, 80, 82, 84, 86, 88
win 102. Boee mpeAMOYTHTEIFHO JICTKYIO ICTH BRIOMPAROT U3 M000i u3 mocnexosareasHocTe SEQ ID NO: 90, 92,
94, 96, 98, 100 wmm 104.

[0021] B mo00M W3 ONMHCAHHBIX BHIIC BAPHAHTOB PCATH3AMUH AHTHUTCIIO WM CTO AHTHTCHCBA3BIBAOIIHI

(h)parMCHT MOKET OBITh BBIACIICHHBIM, COTJIACHO OTPCICICHUIO TAHHOTO TCPMHHA B HACTOAMICH 3a5IBKC.

[0022] B 1r000M W3 ONHMCAHHBIX BBIIIC BAPHAHTOB PEaH3allid AHTHTEIO HJIM €r0 AHTHICHCBI3BIBAFOIIIH
(hparMeHT npeacTaBIeT cOO0H peKOMOHHAHTHOE AHTUTEIO, COTIACHO ONPEACICHUIO JAaHHOTO TEPMHHA B HACTOAILCH

3as5BKC.



[0023] B 1r000M W3 ONHCAHHBIX BBIIIC BAPHAHTOB PEaHM3alliH AHTHTEIO HJIH €r0 AHTHICHCBI3BIBAFOINHUH
(hparMeHT NpeacTaBIeT COO0H NOTHOPAa3MEPHOE AHTHTEIO, COTJIACHO ONPEICICHUIO JAHHOTO TEPMHHA B HACTOAINCH

3asBKC.

[0024] AHTHTETA WIH AHTUICHCBA3BIBAIOIIKC (DPArMCHTHI COTJIACHO HACTOAINEMY H300PCTCHHIO MOYKHO
TMOJYYUTh U3 Pa3IMUIHBIX BUAOB. Hampumep, aHTHTENIA COTJACHO HACTOAINEMY H300PCTCHHIO MOIYT BKJIFOYATH
NOCIECA0BATEIBHOCTH HMMYHOTJIOOYIMHOB, KOTOPbIC IPEACTABILIOT COO0H IMOCICAOBATEIBHOCTH KPOJIMKA, MBIIIIH,
KPBICHI, MOPCKOH CBHHKH, IBIJICHKA, KO3BI, OBIIBI, OCJIA, YSI0BCKA, TAMBI WIIH BSPOIIFOJOBBIX, HITH KOMOHHAIIMA TAKHX
MOCJICIOBATEILHOCTEH (TaK HA3BIBACMbIC XHMEPHBIC aHTHTEA). B Hanbo1ee MPeaNOYTHTEIFHOM CITy4ac YKA3aHHBIC
AHTUTCJIA UM AHTHUTCHCBA3BIBAKOIIHC (l)par MCHTBI NPCACTABIIAIOT CO00H 4eN0BEYECKUE WIH TYMAaHU3HPOBAHHBIC

AHTHUTCJIA HIITH AHTHI'CHCBA3BIBAIOIINC (l)par MCHTBI.

[0025] TepMUH AQHTHUTEIO BKIHOYACT AHTUICHCBS3BIBAIOLIUC YACTH, T.C., «CAWThl CBA3BIBAHHS AHTUTCHOB)
(HampuMep, (pparMeHTHI, OANOCICA0OBATCIFHOCTH, ONPEACIAIONTHe koMImIeMeHTapHOCTE 06mactu (CDR)), koTopeie
COXPAHSIOT CIOCOOHOCTH CBA3BIBATH AHTUTCH, BKMOUAS: (1) Ppparment Fab - MoHOBaneHTHBIH (pparMeHT, cocTosmmit
w3 moMeHOB Vi, Vu, Co u Cal; (ii) ¢pparment F(ab’)2 - OuBancHTHBIH (pparMeHT, coaepkammuii asa (pparmenTa Fab,
CBS3aHHBIX AUCYIb(HIHBIM MOCTHKOM B INAPHHPHOI oOmacty; (iii) ¢pparmenT Fd, cocrosammii n3 tomenos Vi u Cyl;
(iv) pparment Fv, cocrosmmii w3 7oMeHOB Vi H Vi OJHOTO IUicya aHTuTea, (V) pparment dAb (Ward u ap., (1989)
Nature 341:544-546), xoTopsrit cocTouT 3 AoMeHa VH; u (Vi) BBIACICHHYIO ONPEACILIIOMYI0 KOMIUIEMEHTAPHOCTh
o6macts (CDR). OxHOLETIOUECHHBIE AaHTUTEIA TAKKE BKIFOUCHBI IOCPEICTBOM CCBIJIKH B 00BEM TEPMUHA «AQHTHUTEIION.
IIpeamournTenpbHBIC TEPANICBTHYCCKAUE AHTHTENA IPEACTABILIIOT cOO0H nHTakTHBIe aHTHTE A IgG. [loapasymesaror,
YTO TEPMHH “HHTAKTHBIN IgG” B MaHHOMN 3adBKE 03HAYACT MOIUIENTH/, OTHOCAIIMICS K KJIACCy aHTUTEN, KOTOPhIC
IO CYIIECTBY KOAUPYIOTCS H3BECTHBIM TCHOM HMMYHOIJIOOY IMHA TaMMa. Y 4eToBeKa JaHHBIN Ki1acc BKmodaeT IgGl,
I1gG2, IgG3 uIgG4. V Mmpneit manubIi ki1ace BkmodaeT I1gG1, 1gG2a, IgG2b u IgG3. M3BecTHbIc IoOMEHBI Ig B Kitacce

IgG antuTen npeacrasitot codoit Vi, Cyl, Cy2, Cy3, Vo u Cr.

[0026] B mo0oM M3 ONHCAHHBIX BBIIIC BAPMAHTOB PEaIM3allMM AHTHUTEIO HJIM €r0 AHTHICHCBA3BIBAOIIUIH
(pparMeHT ImpeacTaBiieT coO0i UeIoBeUeCKOe HIIM TYMAHU3HPOBAHHOE aHTHTENIO, COACPIKALCe ABE TSDKEIbIC LICTH H
JBC JICTKHC LEMH. B OJHOM BapWaHTE peamu3alUl aHTHTEIO mpeactaBmier coboii IgG. B mpeamoutuTeBHBIX
BAPHAHTAX PCAH3ALUH aHTUTEIO mpeactasateT codoi 1gGl, 1gG2 mmm IgG4, u MPeaMOYTHTEIHHO MPSACTABIACT

co6oii IgG1, IgG2 wmu IgG4 yenoseka.

[0027] B mo60M W3 MPUBCACHHBIX BHIMIC BAPHAHTOB PCATH3ALMA AHTHTCIIO HIH CT0 AHTHICHCBA3BIBAOIIHI
(h)parMCHT COTIACHO HACTOAIICMY H300PCTCHUIO MOTYT COACPIKATH JIFOOBIC W3 BApHAOCTBHBIX 001ACTCH JICTKOM ICTIH,
OTIMCAHHBIX BHIIIC, KOHCTAHTHBIA JOMCH JICTKOM ICTIH KA WK JIMOIA YCI0BCKA W KOHCTAHTHBIN JOMCH TSDKCIIOH
e 1gGl, 1gG2 wm 1gG4. [Ipumeps! mocae0BaTeIbHOCTEH KOHCTAHTHBIX 00IACcTeH JIETKOH (Kamma) | TsHKEIoH
(IgG2 u 1gG4) neneii, KOTOPbIC MOKHO IPHMEHATh B COOTBETCTBHH C HACTOSIIHM H300PECTCHHEM, IICPEUHCIICHEI B
mocaeaosarenbHOCTAX SEQ ID NO: 63, 65, 67 (xakgas mpeacTaBaeT co00il MOCICI0BATCIEHOCTh HYKICOTHAOB),

64, 66 1 68 (Ka)KIas MPCACTABIHICT COO0H MOTUIICHTHIHYIO MOCIICI0BATCIBHOCTS).

[0028] HckrouuTeTbHO B KAYECTBE MPUMEPA, B PA3JIMYHBIX BAPHAHTAX PEATN3ALUU TAKOE aHTUTENO W €r0
AQHTHTCHCB3hIBAONMH (PPAarMEHT BKIIOYANOT OJHY H3 CICAYIOIUX KOMOHMHAIMH IOCICIOBATEIBHOCTH TSDKEIOH

LCTH/TIOCTICIOBATCIPHOCTEH BapHAOCTbHOI 001aCTH JICTKOH IICITH:

SEQ ID NO: 10/ SEQ ID NO: 20 (8 maHHO# 3asBke 0003Ha4ar0T hSIRPo. 5S0A.H1L1)
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14 / SEQ ID NO:
14 / SEQ ID NO:
14 / SEQ ID NO:
16 / SEQ ID NO:
16 / SEQ ID NO:
16 / SEQ ID NO:
16 / SEQ ID NO:
16 / SEQ ID NO:
18 / SEQ ID NO:
18 / SEQ ID NO:
18 / SEQ ID NO:
18 / SEQ ID NO:
18 / SEQ ID NO:
78 / SEQ ID NO:
78 / SEQ ID NO:
78 / SEQ ID NO:
78 / SEQ ID NO:
78 / SEQ ID NO:
78 / SEQ ID NO:

80 / SEQ ID NO:

22 (8 mauHOii 3aaBke 0003Ha4uaroT hSIRPo.50A H1L2)
24 (8 mauHOii 3aaBke 0003HauaroT hSIRPo.50A H1L3)
26 (B mauHOii 3aaBke 0003HauaroT hSIRPo.50A H1L4)
28 (B maunHoO 3as1BKe 0003Hauar0T hSIRPa.50A HILS)
20 (B mauHO# 3asBke 0003HauaroT hSIRPa.50A . H2L 1)
22 (B ganHO# 3as1BKe 0003Ha4ar0T hSIRPa. 50A . H21.2)
24 (B manHO# 3as1BKe 0003Ha4Yar0T hSIRPa.50A H2L3)
26 (B maHHO#1 3aaBke 0003HauaroT hSIRPa.50A H21.4)
28 (B mauHOi1 3aaBke 0003HauaroT hSIRPa. 50A H2L5)
20 (8 mauHOi1 3agBke 0003Hauar0T hSIRPo. 50A H3L1)
22 (8 mauHOi1 3agBke 0003HauaroT hSIRPo. 50A H3L.2)
24 (8 maunOii 3agBke 0003Hauar0T hSIRPo. 50A H3L3)
26 (8 mauHOii 3aaBke 0003HauaroT hSIRPo.50A H31L.4)
28 (8 mauHOi1 3a4BKe 0003HauaroT hSIRPo.50A H3L5)
20 (8 mauHOii 3aaBKe 0003HauaroT hSIRPo.50A H4L 1)
22 (8 mauHOii 3aaBke 0003HauaroT hSIRPo.50A H4L.2)
24 (8 maunoii 3aaBke 0003HauaroT hSIRPo.50A H4L3)
26 (B gaunHOM 3a1Bke 0003Ha4Uar0T hSIRPo.50A H41L.4)
28 (B manHOI 3asBke 0003HauaroT hSIRPa.50A. H4L5)
20 (B manHO# 3as1BKe 0003Ha4Yar0T hSIRPa. 50A . H5L1)
22 (B ganHO# 3a1BKe 0003Ha4Yar0T hSIRPa. 50A H5L2)
24 (8 mauHOii 3agBke 0003HauaroT hSIRPa. 50A H5L3)
26 (8 maHHOI1 3a4BKe 0003HA4ar0T hSIRPa. 50A H5L.4)
28 (8 mauHOi1 3a4BKe 0003HauaroT hSIRPa.50A H5LS5)
90 (B manHO 3asBKe 0003HaUar0T hSIRPa.40A HIL1)
92 (B manHO 3a1BKe 0003HaUar0T hSIRPa.40A H1L2)
94 (B manHoOI 3a1BKe 0003HaUar0T hSIRPa.40A H1L3)
96 (B manHO 3a1BKe 0003HaUar0T hSIRPa.40A H1L4)
98 (B manHoO 3a1BKe 0003HaUar0T hSIRPa.40A HILS)
100 (B mauHO# 3as1BKe 0603Ha4aroT hSIRPo.40A H1L6)

90 (B manHoOI 3a1BKe 0003Ha4Uar0T hSIRPa.40A H2L1)
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SEQ ID NO:
SEQ ID NO:
SEQ ID NO:
SEQ ID NO:
SEQ ID NO:
SEQ ID NO:
SEQ ID NO:
SEQ ID NO:
SEQ ID NO:
SEQ ID NO:
SEQ ID NO:
SEQ ID NO:
SEQ ID NO:
SEQ ID NO:
SEQ ID NO:
SEQ ID NO:
SEQ ID NO:
SEQ ID NO:
SEQ ID NO:
SEQ ID NO:
SEQ ID NO:
SEQ ID NO:
SEQ ID NO:
SEQ ID NO:
SEQ ID NO:
SEQ ID NO:
SEQ ID NO:

SEQ ID NO:

SEQ ID NO

WM, B KQKIOM CIIy4ae, MOCICI0BATSIBHOCTD, M0 MEHBIICH Mepe Ha 90%, 95%, 97%, 98% wmu 99% moao0Hy0 win

- 88 / SEQ ID NO:

80 / SEQ ID NO:
80 / SEQ ID NO:
80 / SEQ ID NO:
80 / SEQ ID NO:
80 / SEQ ID NO:
82/ SEQ ID NO:
82 / SEQ ID NO:
82 / SEQ ID NO:
82 / SEQ ID NO:
82 / SEQ ID NO:
82 / SEQ ID NO:
84 / SEQ ID NO:
84 / SEQ ID NO:
84 / SEQ ID NO:
84 / SEQ ID NO:
84 / SEQ ID NO:
84 / SEQ ID NO:
86 / SEQ ID NO:
86 / SEQ ID NO:
86 / SEQ ID NO:
86 / SEQ ID NO:
86 / SEQ ID NO:
86 / SEQ ID NO:
88 / SEQ ID NO:
88 / SEQ ID NO:
88/ SEQ ID NO:
88 / SEQ ID NO:

88 / SEQ ID NO:

92 (B manHoOI 3as1BKe 0003Hauar0T hSIRPa.40A H21.2)
94 (B manHoi 3as1BKe 0003Hauar0T hSIRPa.40A H21.3)
96 (B maunHoO 3as1BKe 0003Hauar0T hSIRPa.40A H21.4)
98 (B manHoi 3as1BKe 0003Hauar0T hSIRPa.40A H2L5)
100 (B mauHoi#1 3asaBKe 0003Ha4aroT hSIRPo.40A . H2L6)
90 (B manHO# 3as1BKe 0003Ha4Yar0T hSIRPa.40A H3L1)
92 (B maunHO# 3as1BKe 0003Ha4yar0T hSIRPa.40A H3L2)
94 (B manHoO# 3as1BKe 0003Hauar0T hSIRPa.40A H3L3)
96 (B manHOM 3as1BKe 0003Ha4uar0T hSIRPa.40A H3L4)
98 (B manHOI 3asBKe 0003Hauar0T hSIRPa.40A H3L5)
100 (B marHO# 3as1BKe 0603HauaroT hSIRPo.40A H3L6)
90 (B manHO 3asBKe 0003HaUar0T hSIRPa.40A H4L1)
92 (B manHOI 3asBKe 0003HaUar0T hSIRPa.40A H41.2)
94 (B manHoOI 3a1BKe 0003HaUar0T hSIRPa.40A H4L.3)
96 (B manHO 3a1BKe 0003HaUar0T hSIRPa.40A H41.4)
98 (B manHoOI 3a1BKe 0003HaUar0T hSIRPa.40A H4L5)
100 (B manHo# 3asaBKe 0603Ha4aroT hSIRPo.40A . H4L6)
90 (B manHo 3a1Bke 0003Hauar0T hSIRPa.40A H5L1)
92 (B mauHoOi 3asBke 0003Hauar0T hSIRPa.40A H5L.2)
94 (B manHoO# 3a1BKe 0003Ha4Yar0T hSIRPa.40A . H5L3)
96 (B manHO# 3a1BKe 0003Ha4Yar0T hSIRPa.40A H51L4)
98 (B manHO# 3a1BKe 0003HaUar0T hSIRPa.40A H5LS)
100 (B marHO# 3asaBKe 0603HAUar0T hSIRPo.40A H5L6)
90 (B manHO 3asBKe 0003HaUar0T hSIRPa.40A H6L1)
92 (B manHO 3asBKe 0003HaUar0T hSIRPa.40A H6L.2)
94 (B manHO 3asBKe 0003HaUar0T hSIRPa.40A H6L3)
96 (B manHO 3a1BKe 0003HaUar0T hSIRPa.40A H6L4)
98 (B manHO 3a1BKe 0003HaUar0T hSIRPa.40A H6LS)

100 (B marHO#i 3as1BKe 0603Ha4aroT hSIRPo.40A HOL6)

HACHTHYHYIO MOCICA0BATSIBHOCTH ¢ cooTBeTCTBYOmIM SEQ ID NO.
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[0029] B HEKOTOPBIX MPEANOYTHUTEIBHBIX BAPHAHTAX PEATU3ALMH AHTHTCIO HIU €0 AHTHTCHCBA3BIBAIOLIHH
(pparMeHT NpeACTaBIACT COOOH T'YMaHH3HPOBAHHOE AHTUTEIIO, KOTOPOE COACPIKHUT ABE TSLKEIBIC LETIH H JBE JICTKUE
LCIH, TPH 3TOM Kakaas Tspkenas menp BkmodaeT SEQ ID NO: 10 u xaxxgas nerkag nemns Bmodaet SEQ ID NO: 20
WIH, B KQKIOM ClIy4yae, OCICA0BATeIbHOCTD, MO0 MEHbIICH Mepe Ha 90%, 95%, 97%, 98% wmu 99% nmoaobHyo win
HACHTHUYHYIO MOCIICA0BATSILHOCTH C cooTBeTCTBYIOMUM SEQ ID NO, 11 Hanboee npeAnouTUTEIHHO KaXKaas JIeTKas
LETb COACPKUT KOHCTAHTHBIN JOMEH JICTKOH IICIH KaIma 4eI0BeKa MM JICTKON HEMu JTIMOa YeIOBEKa; H KaXKaast

TsDKETIAs LEHb COACPKUT KOHCTAHTHYHO 00mactb 1gGl, 1gG2 wiu IgG4 yenoseka.

[0030] B napyroM mnpeamodTHTEIPHOM BAPHAHTE PEANTHM3ALMH AHTUTECIO HJIH €r0 AHTHICHCBS3BIBAIOINUN
()parMCHT MPEACTABIACT COOOH TYMAHH3HPOBAHHOC AHTHTEIO, KOTOPOC COACPIKHT ABC TKCIBIC LICITH H JBC JICTKHC
LCIH, TPH 3TOM KaXkaas Tsoxenas nenb BkmouacT SEQ ID NO: 16 u kaxnas merkag nenb Bkmouact SEQ ID NO: 28,
WM, B KAKIOM CIIy4yac, MOCICA0BATCIHOCTD, 0 MCHBIICH Mepe Ha 90%, 95%, 97%, 98% wmu 99% moao0HyI0 win
HACHTHYHYIO TIOCIICA0BATCIBHOCTH C cooTBeTCTBYROIIM SEQ ID NO, 1 Hanboee mMpeAMOYTHTEIIFHO KAKAAS JICTKAT
LCTh COACP/KUT KOHCTAHTHBIN JOMCH JICTKO ICTIH KATMA YCJIOBCKA MITH JICTKOW IICMTH TIMOIa YCIIOBCKA, W KAKIAd

THKEIAA TCTh COACPKAT KOHCTAHTHYO0 00macTs [gG1, IgG2 wmm IgG4 uyenoseka.

[0031] B fOpyrux [OOMONMHHUTEIBHBIX MPEANOYTHTCIBHBIX BAPHAHTAX PEANH3alUH AHTUTEI0 HIH €ro
AQHTHTCHCB3HIBAONMH (PPArMEHT MNPEICTABIIET cOOOH TYMAaHH3HPOBAHHOE AHTHTEIO, KOTOPOE COJNCPKHT [IBC
TKCIIBIC IICTTH U ABC JICTKHUC IICTIH, PH 3TOM Kakaad Tsokenas uens BkmrouaeT SEQ ID NO: 18 u kaknas nerkas nenb
prouaet SEQ ID NO: 20 win, B KaKI0M clydae, MoCiIeI0BaTCIbHOCTD, M0 MeHbIICH Mepe Ha 90%, 95%, 97%, 98%
nm 99% mogoOHY0 WM HACHTHYHYIO HocieaoBaTelabHOCTH ¢ cooTercreyrommM SEQ ID NO, u Hambonee
MPEANIOYTHTENBHO KAXKIast JIETKAs LEIb COACPKUT KOHCTAHTHBIH JOMCH JICTKOH IICITH KaIla YeJIOBeKa MM JIETKOH

nenu 1IMO0aa YeTI0BCKa; M KaKaad TSHKEIad Leb COACPKUT KOHCTAaHTHYIO 00mactsh 1gG1, 1gG2 nwmu [gG4 yenoseka.

[0032] B HEKOTOPBIX MPEANOYTUTEIBHBIX BAPHAHTAX PEATH3ALHH AHTHTCIO HIU €0 AHTHICHCBA3BIBAIOLIMH
(pparMeHT NPEeACTABIACT COOOH T'YMAaHH3HPOBAHHOE AHTUTEIIO, KOTOPOE COACPKHUT ABE TSDKEIIBIC LETH U ABE JICTKUE
LENH, MPH 3TOM Kaxkxaas Tsokenas uens Bkmouaet SEQ ID NO: 80 u kaxkaas nerkas nens simouact SEQ ID NO: 90,
HITH, B KOKIOM CIy4ae, TOC/ICI0BAaTeIbHOCTD, MO MEHbIICH Mepe Ha 90%, 95%, 97%, 98% umu 99% noxobHyr0 wiu
HACHTHYHYIO TOCICA0BATEIbHOCTH ¢ cOOTBeTCTBYIOINM SEQ ID NO, n Hanbo1ee npeAmOUTHTEIBHO KAaXKAast JICTKAs
LEeTb COACPKAT KOHCTAHTHBIN JOMEH JICTKO IIEMH KAIma YeI0BEKA WM JCTKOH LENH JIMOIa YeIOBEKa; H KaKIas

TKENIAA LCIh COACPKAT KOHCTAHTHYI0 001acTs [gG1, IgG2 wmn IgG4 yenopeka.

[0033] B HEKOTOPBIX NMPEANMOYTUTEIBHBIX BAPHAHTAX PEATU3ALNHE AHTHTEIO HIU €I0 AHTHITCHCBA3BIBAIOLIHH
(pparMeHT NMPeaCTABIIECT COOOH TYMAaHH3HPOBAHHOE AHTHTEIIO, KOTOPOE COACPKHUT ABE TSLKEIBIC LETIH U JBE JICTKHUE
LCTH, TPH 3TOM Kakaas Tsoxenas nenb BkmouaeT SEQ ID NO: 80 u kaxknmas merkag nenb Bkmouaet SEQ ID NO: 92,
WM, B KQKIOM CIIy4ae, MOCICI0BATCIHOCTE, IO MCHBIICH Mepe Ha 90%, 95%, 97%, 98% wmu 99% moao0HyI0 wim
HACHTHYHYIO TIOCIIC0BATCIIEHOCTH C cooTBeTCTBYROIIM SEQ ID NO, 1 Hanboee mMpeAMOYTHTEIIFHO KAKAAS JICTKAT
LETb COJACPKAT KOHCTAHTHBIN JOMEH JICTKOH IIEITH KAIma YeJOBEKa MM JICTKOH HENH JIMO/a YeIOBEKa; U KaKIas

THKEIIAA TCTh COACPKAT KOHCTAHTHYIO0 00macTs [gG1, IgG2 mmm IgG4 uyenoseka.

[0034] B HEKOTOPBIX NMPEANOYTHUTEIBHBIX BAPHAHTAX PEATU3ALMH AHTHTEIO HIU €T0 AHTHTCHCBA3BIBAIOLIHH
(pparMeHT NPeACTABIACT COOOH TYMaHH3HPOBAHHOE AHTHTEIIO, KOTOPOE COACPIKHUT ABE TSLKEIBIC IETIH U JBE JICTKHUE
LCTH, TPH 3TOM KaXkaas Tsoxenas nenb BkmouaeT SEQ ID NO: 80 u kaxknas nerkad nens Bmodaet SEQ ID NO: 96,
WIH, B KQKIOM CIIy4yae, MOCICA0BATeIbHOCTD, 0 MEHBIICH Mepe Ha 90%, 95%, 97%, 98% wmu 99% nmoao0Hy0 mim

HACHTHUYHYIO MOCIICA0BATSILHOCTH C cooTBeTCTBYIOMUM SEQ ID NO, 11 Hanboee npeAnouTUTEIBHO KaXKaas JICTKas
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ucnb COACPIKHUT KOHCTAHTHBIN JTOMCH JICTKOM LCMH Kalla YeJI0OBEKA HITH JICTKOU LemH J'I}IM6Z[a YUCJIOBCKA, H KAXKOAasa

THKENIAA LCTb COACPKUT KOHCTAHTHYTO0 00macTs [gG1l, IgG2 umm IgG4 venosexka.

[0035] B omHoM Bapumante peammsanum aHtuteno mpotus SIRPo cormacHO HacToAmemy H300pCTCHUIO
BKJIFOUACT CTPYKTYPY IOJIHOPA3MEPHOTO AHTHTENA, COJACPXKAINYIO [BC JICTKHE IICMH H JBE TSDKCENIBIC LEIH,
MICPEUHCIICHHBIC BBIIIC, IIPH 3TOM KaXKIas JeTKasd LEMb COACPKUT KOHCTAHTHBIH TOMCH JICTKOM LIS KaIa YeI0BeKa

HITH JICTKOH IICIH JTAMOJa YETOBCKA;, U KAXKAAs TSHKEIAS LICTb COACPIKAT KOHCTAHTHYIO 001acTh IgG1 yenosexka.

[0036] B omHoM BapmaHTe peanm3anuu aHtuteno npotuB SIRPo cormacHO HacTosmEeMy H300pPETCHHIO
BKJIIOYACT CTPYKTYPY IOJHOPA3MEPHOIO AHTHTEIA, COACPIKALIYIO IBE JIETKHE LENMH H JBES TSDKENbIC LEIH,
TCPCUHCIICHHBIC BBILIC, ITPH 3TOM KaXKAaA JICTKAA LCIb COOACPIKUT KOHCTAHTHBIN JOMCH JICTKO# LOCITH KaIlra YCJIOBCKa

WJTH JICTKOH TCTTH JIIMO/IA YCTOBCKA, M KAKIASA THKCNIAA ICTb COACPKUT KOHCTAHTHYO 001acTh 1gG2 uenoBeka.

[0037] B omHoM BapmaHTe peammsanum aHTHTeNOo mpoTHB SIRPo cormacHO HacTodmeMmy H300pPCTCHHUIO
BKIIFOUACT CTPYKTYPY IIOJTHOPA3MEPHOTO AHTHTENA, COJACPKAINYI0 [BE JICTKHE IICMH W JBE TSDKENIbIC LCIH,
NCPCUHCIICHHBIC BBILIC, ITPH 3TOM KaXKAaA JICTKAA LEIb COACPKUT KOHCTAHTHBIH JOMCH JICTKOH LOCITH KaIIa YCJIOBCKA

WJTH JICTKOW TCTTH JIIMO/IA YCTOBCKA, W KAYKIASA THKCNAA IS COACPKUT KOHCTAHTHYEO 001acTh [gG4 uenoseka.

[0038] B HCKOTOPBIX BApHWAHTAX PCATH3ALNU AHTHTCIA WM AHTHTCHCBA3BIBAKOIIAC (DPATMCHTHI COTJIACHO
HACTOSMICMY H300PCTCHUIO 00JIATAI0T OJHIM, IBYMS, TPEMS, UCTHIPbMA WK O0JICC W MPSIAMOUTHTCIIHHO KAKIBIM U3

CACAYIOIHX (DY HKIIHOHAHHBIX CBOUCTB:

cBsa3pBaroT 0c0k SIRPaV1 yenoseka, mvmeromuii mocaeaoBarebHOCTh SEQ ID NO: 34, ¢ ECso < 1 HM; n
mposABIAIOT NO MeHbIIeH mepe B 100 pa3 Gomee BhIcOKyr0 ECso mo otHomenmo k SIRPaV1(P74A),
uMeroneMy nocieaosareabHocTh SEQ ID NO: 62; u HeoOa3aTenbHO Takke Mo MeHbIneid Mepe B 100 pa3
6omce BricOKy10 ECso mo oTHOImEHUI0 k 6emky SIRPB1 uenoseka, mveromemMy mocieaosareabHOcTh SEQ ID
NO: 38 (ipu 5TOM B KaskaoM ciydace noHmwkeHHas ECso otHocutces k ECso mo otHomeHuro k 6enky SIRPaV1
yenoBeka, uMmeromeMy nociexosatenbHocTs SEQ ID NO: 34, m B kKaXooM ciydyae NPeANOYTHTCIHHO
H3MEPCHUE MPOBOAAT C MOMOINBI KietouHoro aHamm3a ELISA (CELISA), onmcaHHOTO Jajnee B JaHHOM
3a5BKE;

CBS3BIBAKOTCSA C KJICTKOH, skcmpeccupyromeii 6enok SIRPaV1 uenoseka, ¢ ECso < 10 HM, mpeanoyYTHTEIEHO
< 5 M, Gomee mpeamoutureapHo < 1,5 HM, eme Oonee mpeamoutureapHo < 1,0 HM, eme Oomce
npeanoutuTenbHo < 0,5 HM, u HanboJee MPeIOUTHTEILHO paBHOH npuommuTensHo 0,3 HM mim MeHee,
CBA3BIBAKOTCA C KIICTKOM, skcmpeccupyromeii 6enok SIRPaV2 uenoseka, ¢ ECso < 10 HM, npeanoYTHTEIEHO
< 5 M, Gomee mpeamourureapHo < 1,5 HM, eme Oomee mpeamouturenapHo < 1,0 HM, eme Oomce
npeanoytTuTenbHo < 0,5 HM, n HanOoee MPeIOUTHTENbHO paBHOH npuommuTensHo 0,3 HM mim MeHee;
HC NPOABILTIOT 3aMETHOTO cBss3biBaHuA c Oenkom SIRPP1 mpm koHumeHtpammm anTHtenma 50 HM,
mpeanouTuTeIbHO 67 HM m Gosiee mpeamouturenpHo 100 HM, Wim, B KaueCTBE ANBTCPHATHBEI, IMPH
KOHIICHTpanuy, koTopad B 10 pa3 Oobie, mpeAnmouTHTSIAHO B 50 pa3 0obme, 001e¢ MPCAMOUTHTCIIFHO B
100 pa3 6ompme u eme 6omree mpeanouTuTeabHO B 200 pa3 6ompme, yem ECso aHTHTEIA IO OTHOMICHHUEO K
SIRPaV1 uwm SIRPaV2;

HHrHONPYIOT cBa3bBaHIe Mekay SIRPouenoseka u CD47 ¢ ICso < 10,0 HM, 601¢e mpeamoututeapao < 5,0
HM, eme Oornee mpeanoyTuTeapHo < 2.5 HM u Hambosee MpeAnoYTUTEIbHO paBHOH npuOmm3uTenasHo 1,0
HM WM MCHEE, U

NPOSIBILIIOT O “uenoseynocty” 120, paBHbIii o MeHbIIEH Mepe 79, U 60ee MPEANOYTHTEIBHO 85.
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[0039] [MpeamourutenpHO aHTHTEAa TPOTUB SIRPO WM AHTHTCHCBARBIBAKOINUC (DPAarMEHTHI COTJIACHO
HACTOSIIEMY H300PETCHHIO 3HAYMTCIBHO HC CBA3BIBAIOTCA ¢ OOHUM wam oOoumu u3 OenkoB SIRPaVI1(P74A) u
SIRPB1 mpu koHumeHTpauuu anturesa 100 HM i, B KadecTBE aJbTCPHATUBBI, NMPH KOHICHTPALMM AHTUTEIA,
koTopas B 200 pa3 6ousse, uem ECs ykazanHoro anrurena nmo otHomeHuo K SIRPaV1 wimn SIRPaV2, HO npu 3TOM
CBA3BIBAIOTCA C KJICTKOH, skcmpeccupyromei Oernox SIRPaV1 uwenoseka, ¢ EC50 < 10 HM. B HaubGonee
MPEANIOYTUTEIBHOM CIIydae KaKaas Jerkad Lelb COACPKUT KOHCTAHTHBIM JOMEH JICTKOM LETH KalIa YeJI0BCKa HiIH
JETKOH menn JMOAa YeI0BEeKa; U KaXKIas TSDKEIas LeHb COACPKUT KOHCTaHTHYH oOmacts 1gGl, 1gG2 wm 1gG4

YCITOBCKA.

[0040] B HCKOTOpBIX BapHAHTAX peamm3alu aHTUTe]0 MPoTHB SIRPO MM €r0 aHTHICHCBS3BIBAOIIHIA
()parMCHT COTJACHO HACTOAIICMY M300PCTCHHIO MOYKHO KOHBIOTHPOBATh C MO MCHBIICH MEpe OJHHM
TEPANCBTUUCCKUM arcHTOM. B OJHOM BapHaHTE pealu3alMy YKAa3aHHBIH TEPaNECBTHUCCKUN ArcHT MPEACTaBICT
c000if BTOpPOC AHTHTCIO HIH Cr0 (PparMCHT, WMMYHOMOIYIATOP, TOPMOH, IIMTOTOKCHYCCKHHA arcHT, (PCPMCHT,
PAAVOHYKJIHJ WIU BTOPOE AHTHUTEO, KOHBIOTHPOBAHHOC C IO MCEHBIICH MEpPE OJHHM HMMYHOMOJIYJBITOPOM,
(PCPMCHTOM, PATHOAKTHBHOH MCTKOW, TOPMOHOM, AHTHCMBICIOBBIM OJHTOHYKJICOTHAOM HIH ITUTOTOKCHYCCKAM

ArCHTOM, HJIH KOM6[/IH3].[I/IIO NCPCUNCTICHHBIX ATCHTOB.

[0041] B cooTBeTcTBHH ¢ HACTOAIMNM H300PCTCHUCM TAKKC MPCTOKCHBI BBIACICHHBIC TMOJIHUIICITHIBL,
BKITFOYAROINIC TFOOYIO W3 MCPCUHCICHHBIX MOCIeaoBareapHoCTeH ammHokuciot SEQ ID NO: 75, 78, 80, 82, 84, 86,
88, 76, 90, 92, 94, 96, 98, 100, 102, 104, 7, 10, 12, 14, 16, 18, 30, 8, 20, 22, 24, 26, 28 u 32 wmm pparMecHT TFOO00H U3
YKA3aHHBIX TOCIICIOBATCIPHOCTCH, HITH MOCICAOBATCIFHOCTS AMHHOKHCTIOT, MO MEHbIICH Mepe Ha 90%, 95%, 97%,

98% nm 99% HACHTHYHYIO YKA3aHHBIM MOCICI0BATCILHOCTAM.

[0042] B cooTBEeTCTBHH C HACTOSAIIMM H300PETCHHEM TAKOKe NPEATIOKCHBI BBIACICHHBIC HYKICHHOBBIC
KHCTIOTBL, KOAHUpYHoImue Mod0oe¢ u3 antutea mpotuB SIRPo M aHTHrCHCBA3HIBAIOIIMX (PPArMCHTOB COTJIACHO

HACTOSIIIEMY H300PCTCHHIO.

[0043] B oaHOM BapuaHTe pearu3auuy B COOTBETCTBHH C HACTOAIIUM H300PETCHHEM MPE/T0/KCHA BBIICICHHAS
HYKJICHHOBASI KHCJIOTA, KOTOPast KOAUPYET MOCICI0BATCIBHOCTh AMHHOKHICIIOT, BRIOPAHHYIO M3 IPYIIIBI, COCTOSIICH

u3:

SEQ ID NO: 75 uia mocie A0BaTeIbHOCTH AMIHOKHCJIOT, IO MEHBINCH Mepe Ha 90%, 95%, 97%, 98% wumun

99% moXOOHOH WK HACHTHYHOH YKA3aHHOM MOCIICTIOBATCIBHOCTH,

SEQ ID NO: 78 nii mocieA0BaTeIbHOCTH aMIHOKHCIOT, IO MEHBINCH Mepe Ha 90%, 95%, 97%, 98% nnu

99% moKOOHOW WITH HACHTHYHOH YKA3aHHOM MOCIICTIOBATCIBHOCTH,

SEQ ID NO: 80 nim mocieA0BaTeIbHOCTH AMHHOKHCIOT, IO MEHBINCH Mepe Ha 90%, 95%, 97%, 98% nunu

99% moxOOHOW WITH HACHTHYHOH YKA3aHHOH MOCIICIOBATCIBHOCTH,

SEQ ID NO: 82 nim mocieA0BaTeIbHOCTH aMHHOKHCIOT, IO MEHBINCH Mepe Ha 90%, 95%, 97%, 98% nunu

99% momOOHOW WITH HACHTHYHOH YKA3aHHO MOCICI0BATCIEHOCTH,

SEQ ID NO: 84 wim mocieA0BaTeIbHOCTH aMHHOKHCIOT, IO MEHbINCH Mepe Ha 90%, 95%, 97%, 98% unu

99% mox0OHOW WITH HACHTHIHOH YKA3aHHOI IMOCJICIOBATCIBHOCTH,

SEQ ID NO: 86 miu mocie0BaTeIbHOCTH aMHHOKHCIOT, 0 MEHbINCH Mepe Ha 90%, 95%, 97%, 98% wmun

99% moxOOHOM WM HACHTHYIHOH YKA3aHHO MOCJICI0BATCIBHOCTH,
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SEQ ID NO: 88 wiu mocieA0BaTeIbHOCTH aMHHOKHCIOT, IO MeHbINCH Mepe Ha 90%, 95%, 97%, 98% unu

99% 1momOOHOW WK HACHTHYIHOH YKA3aHHOH MOCJICI0BATCIBHOCTH,

SEQ ID NO: 102 nm mocie10BaTeIbHOCTH AMHHOKHUCIIOT, M0 MeHbIIeH Mepe Ha 90%, 95%, 97%, 98% wm

99% 1mom0OHOM WM HACHTHIHOH YKa3aHHOH MOCJICI0BATCIBHOCTH,

SEQ ID NO: 10 uiu mocneJ0BaTeIbHOCTH AMHHOKHCIOT, IO MEHbIICH Mepe Ha 90%, 95%, 97%, 98% wumu

99% noA0OHOH HIH HACHTHYHOH YKAa3aHHOH MOC/ICA0BATEIbHOCTH,

SEQ ID NO: 12 wiu moce10BaTeIbHOCTH AMHHOKHUCIIOT, IO MEHbIICH Mepe Ha 90%, 95%, 97%, 98% wumu

99% moXOOHOH WITH HACHTHYIHOH YKA3aHHOH MOCJICTIOBATCIBHOCTH,

SEQ ID NO: 14 wii mocieA0BaTeIbHOCTH aMHHOKHCIOT, IO MEHBINCH Mepe Ha 90%, 95%, 97%, 98% uu

99% moKOOHOW WITH HACHTHYHOH YKA3aHHOH MOCIICTIOBATCIFHOCTH,

SEQ ID NO: 16 nim mocieA0BaTeIbHOCTH aMHHOKHCIOT, IO MEHbINCH Mepe Ha 90%, 95%, 97%, 98% nnu

99% moOOHOW WITH HACHTHYHOH YKA3aHHOM MOCIICIOBATCIFHOCTH,

SEQ ID NO: 18 wim mocie A0BaTeIbHOCTH aMHHOKHCIOT, IO MCHBIICH Mepe Ha 90%, 95%, 97%, 98% wn

99% moxOOHOW WM HACHTHYHOHN YKA3aHHO MOCIICI0BATCIBHOCTH, U

SEQ ID NO: 30 wim mocie A0BaTeIbHOCTH aMHHOKHCIOT, IO MEHBINCH Mepe Ha 90%, 95%, 97%, 98% nunu

99% moxOOHOW WITH HACHTHYHOH YKA3aHHOI MOCIICI0BATCIBHOCTH.

[0044] B HexoTOpBIX BapHaHTAX pealu3aluH mocieAoBarteiabHOCTh amuHOKHCIOT SEQ ID NO: 10 mmm
MOCTICIOBATCIPHOCTh AMUHOKHCIIOT, 1O MEHbINCH mepe Ha 90%, 95%, 97%, 98% wm 99% momoOHas win
HACHTHYHAS YKA3aHHOH MOCIICI0BATCIFHOCTH, KOIUPYCETC MOCICI0BATCIHHOCTRIO HYKICHHOBOMH Kuciotel SEQ ID
NO: 9 nm noce10BaTeIFHOCTHIO HY KIICHHOBOM KHCJIOTHI, MO MeHbIICH Mepe Ha 90%, 95%, 97%, 98% umu 99%

HICHTHYHOH YKA3aHHOH MOCIIEI0BATCIBHOCTH.

[0045] B HEKOTOPBIX BAapHAHTAX PEANU3ALMH IOCICAOBAaTEIbHOCT, aMuHOKHCIOT SEQ ID NO: 12 umm
MOC/ICIOBATEIFHOCTh AMHHOKHCIIOT, N0 MeEHbIneii mepe Ha 90%, 95%, 97%, 98% wmm 99% mnomoOHas win
HACHTHYHAA YKA3aHHOH MOCIICA0BATCIFHOCTH, KOTHPYCTCS MOCICI0BATSILHOCTHIO HY KIICHHOBOH KuCIOTH SEQ ID
NO: 11 wmm nocieA0BaTeIbHOCTHIO HYKJICHHOBOM KHCIOTHI, MO MCHBIICH Mepe Ha 90%, 95%, 97%, 98% wm 99%

HICHTHYIHON YKA3aHHOW MOCIICI0BATCIBHOCTH.

[0046] B HexoTOpBIX BapWaHTAX peamu3andy mociaeaoBaTeabHOCTh amMuHOKHCIOT SEQ ID NO: 14 mmm
MOCTICIOBATCIFHOCTh AMHUHOKHCIIOT, TO MCHbINCH mepe Ha 90%, 95%, 97%, 98% wmm 99% momoOHAs win
HACHTHYHAS YKA3aHHOH MOCIICA0BATCIFHOCTH, KOAUPYCTC MOCICI0BATCIEHOCTRIO HYKICHHOBOH KucioTel SEQ ID
NO: 13 wmm nocieA0BaTeIFHOCTRI) HYKJICHHOBOH KHCTIOTHI, MO MCHBIICH Mepe Ha 90%, 95%, 97%, 98% wm 99%

HACHTHYHOH YKA3aHHOM MOCIECA0BATEIBHOCTH.

[0047] B HexoTOpBIX BapHaHTAX peanu3anuy mocieAoBareabHOCTh amuHOKHCIOT SEQ ID NO: 16 mmm
MOCTICIOBATCIFHOCTh AMUHOKHCIIOT, O MCHbIICH mepe Ha 90%, 95%, 97%, 98% wmm 99% momoOHAs wim
HACHTHYHAS YKA3aHHOH MOCIICA0BATCIFHOCTH, KOTUPYCTC MOCICI0BATSIEHOCTRIO HYKICHHOBOH Kuciotel SEQ ID
NO: 15 nm nocie10BaTeIbHOCTRI) HYKJIICHHOBOH KHCIOTHI, MO MEHBIICH Mepe Ha 90%, 95%, 97%, 98% nwm 99%

HACHTHYHOH YKA3aHHOH MOCIECI0BATEIBHOCTH.

[0048] B HExOTOpBIX BapHAHTAX pEATU3ALUH TOCICA0BATEIbHOCTH amMuHOKHCIOT SEQ ID NO: 18 mm

MOCTICIOBATCIPHOCTh AMUHOKHCIIOT, IO MEHbIneH mepe Ha 90%, 95%, 97%, 98% wmm 99% momoOHas wiu
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HACHTHYHAS YKA3aHHOH MOCIICA0BATCIFHOCTH, KOIUPYCTCA MOCICI0BATCIEHOCTRIO HYKICHHOBOH Kuciotel SEQ ID
NO: 17 nmm nocie0BaTeIbHOCTRE) HYKIICHHOBOH KHCIIOTHI, MO MEHBIICH Mepe Ha 90%, 95%, 97%, 98% um 99%

HICHTHYHOH YKA3aHHOH MOCIICI0BATCIBHOCTH.

[0049] B HExOTOpBIX BapHAHTAX peaTU3alUU NOciacAoBaTeIbHOCTh amMuHOKHCIOT SEQ ID NO: 30 mm
MOC/ICIOBATEIFHOCTh AMHHOKHCIIOT, N0 MeEHbIneii mepe Ha 90%, 95%, 97%, 98% wmm 99% mnomoOHas wiu
HICHTHYHAS YKA3aHHOM MOCICI0BATEIHHOCTH, KOJUPYETCS MOCICAOBATCIEHOCTBIO HY KICHHOBOH KuCIoThl SEQ 1D
NO: 29 wm mocae 0BaTEIbHOCTHIO HY KJICHHOBOH KHCIIOTHI, MO MEHbIICH Mepe Ha 90%, 95%, 97%, 98% um 99%

HACHTHYHOU YKA3aHHOU MOCICI0BATCIBHOCTH.

[0050] B HexoTOpBIX BapHaHTAX peaTu3anuH MOciaeA0BaTeAbHOCTh amMuHOKHCIOT SEQ ID NO: 78 mmm
MOCTICIOBATCIFHOCTh AMHUHOKHCIIOT, MO McHbmeH mepe Ha 90%, 95%, 97%., 98% wmm 99% momoOHAs wid
HACHTHYHAS YKA3aHHOH MOCICA0BATCIFHOCTH, KOAUPYCTC MOCICI0BATCIEHOCTRIO HYKICHHOBOH KucioTel SEQ ID
NO: 77 wmm moCcieA0BaTCIFHOCTRE) HYKJICHHOBOH KHCTIOTHI, MO MEHBIICH Mepe Ha 90%, 95%, 97%, 98% wm 99%

HACHTUYHOH YKA3aHHOH MOCIECA0BATEIBHOCTH.

[0051] B HexoTOpBIX BapWaHTaX peanu3anuy mocieaoBareabHOCTh amuHOKHCIOT SEQ ID NO: 80 mmm
MOCTICIOBATCIFHOCTh AMHUHOKHCIIOT, TO MCHbINCH mepe Ha 90%, 95%, 97%, 98% wmm 99% momoOHAs wim
HACHTHYHAS YKA3aHHOH MOCIICA0BATCIFHOCTH, KOIUPYCTC MOCICI0BATCIEHOCTRIO HYKICHHOBOH kuciotel SEQ ID
NO: 79 nm nocie70BaTSIFHOCTRE) HYKJICHHOBOM KHCIOTHI, MO MCHBIICH Mepe Ha 90%, 95%, 97%, 98% wm 99%

HACHTHYHOH YKA3aHHOH MOCIECAOBATEIBHOCTH.

[0052] B HExOTOpBIX BapHaHTAX pealU3alUH IMocieAoBaTeabHOCTh amMuHOKHCIOT SEQ ID NO: 82 mmm
MOCTICIOBATCIPHOCTh AMUHOKHCIIOT, 1O MEHbINCH mepe Ha 90%, 95%, 97%, 98% wm 99% momoOHas win
HACHTHUYHAS YKA3aHHOH MOCIICI0BATCIFHOCTH, KOTUPYETCA MOCICI0BATCIbHOCTRIO HYKICHHOBOH KucioThl SEQ ID
NO: 81 nmu nocne70BaTeIFHOCTRIO HY KICHHOBOM KHCIOTHI, MO MEHBIIEH Mepe Ha 90%, 95%, 97%, 98% um 99%

HACHTHYHON YKA3aHHOM MOCIECA0BATEIBHOCTH.

[0053] B HEKOTOPBIX BAapHAHTAX PeANU3ALUH IOCIeAOBAaTeIbHOCT, aMuHOKHCIOT SEQ ID NO: 84 umm
MOCJICIOBATEIFHOCTh AMHHOKHCIIOT, N0 MeEHbIneii mepe Ha 90%, 95%, 97%, 98% wmm 99% mnomoOHas win
HACHTHYHAS YKA3aHHOH MOCIICA0BATCIFHOCTH, KOTHPYCTC MOCIICI0BATSIHHOCTRIO HY KICHHOBOH KucioTel SEQ ID
NO: 83 wm mocieA0BaTeIbHOCTHIO HYKJICHHOBOH KHCIOTHI, MO MCHBIICH Mepe Ha 90%, 95%, 97%, 98% wm 99%

HICHTHYHON YKA3aHHOW MOCIICI0BATCIBHOCTH.

[0054] B HexoTOpBIX BapWaHTAX peamu3anuy mocieaoBareabHOCTh amMuHOKHCIOT SEQ ID NO: 86 mmm
MOCTCIOBATCIFHOCTh AMHUHOKHCIIOT, O MCHbHICH Mepe Ha 90%, 95%, 97%, 98% wmm 99% momoOHAs wim
HACHTHYHAS YKA3aHHOH MOCICA0BATCIFHOCTH, KOIUPYCTC MOCICI0BATCIEHOCTRIO HYKICHHOBOH Kuciotel SEQ ID
NO: 85 wmm nocie70BaTeIFHOCTRI) HYKJICHHOBOH KHCTIOTHI, MO MEHBIICH Mepe Ha 90%, 95%, 97%, 98% nwm 99%

HACHTHYHOH YKA3aHHOH MOCIEA0BATEIBHOCTH.

[0055] B HexoTOpBIX BapWaHTaX peanu3anuy mocieAoBareiabHOCTh amuHOKHCIOT SEQ ID NO: 88 mmm
MOCTICIOBATCIFHOCTh AMHUHOKHCIIOT, O MEHbINCH mepe Ha 90%, 95%, 97%, 98% wm 99% momoOHAs wim
HACHTHYHAS YKA3aHHOH MOCIICI0BATCIFHOCTH, KOTHPYCTC MOCICI0BATCIEHOCTRIO HYKICHHOBOH Kuciotel SEQ ID
NO: 87 wmm nocie0BaTeIbHOCTRI) HYKIICHHOBOM KHCIIOTHI, MO MEHBIICH Mepe Ha 90%, 95%, 97%, 98% wm 99%

HACHTHYHOH YKA3aHHOH MOCIECA0OBATEIBHOCTH.
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[0056] B HEKOTOpBHIX BapHAaHTAX peaH3aliy NMocieAoBaTeabHOCTh amuHOKHCIOT SEQ ID NO: 102 wm
MOCTICIOBATCIPHOCTh AMUHOKHCIIOT, 1O MEHbIICH Mepe Ha 90%, 95%, 97%, 98% wm 99% momoOHas win
HACHTHUYHAS YKA3aHHOH MOCIICI0BATCIFHOCTH, KOTUPYETC MOCICA0BATCIbHOCTRIO HYKICHHOBOH KucioTsel SEQ ID
NO: 101 umr nocaeI0BaTEIFHOCTHIO HYKICHHOBOH KHUCIOTHI, IO MEHbIIEH Mepe Ha 90%, 95%, 97%, 98% umu 99%

UICHTHYHON YKa3aHHOM MOCTeJOBATCIBHOCTH.

[0057] B oHOM BapuaHTE peai3auuy B COOTBETCTBHH C HACTOAIIUM H300PETCHHECM MPE/T0/KCHA BBIICICHHAS
HYKJICHHOBASI KHCJIOTA, KOTOPast KOAUPYET MOCICI0BATCIBHOCTh AMHHOKHICIIOT, BRIOPAHHYIO M3 IPYIIIBI, COCTOSIICH

u3:

SEQ ID NO: 76 uii nmocie A0BaTeIbHOCTH AMHHOKHCIOT, IO MCHBINCH Mepe Ha 90%, 95%, 97%, 98% um

99% moKOOHOW WK HACHTHYHOH YKA3aHHOH MOCIICTIOBATCIBHOCTH,

SEQ ID NO: 90 nim mocieA0BaTeIbHOCTH aMIHOKHCIOT, IO MEHBINCH Mepe Ha 90%, 95%, 97%, 98% nnu

99% moOOHOW WITH HACHTHYHOH YKA3aHHOH MOCIICIOBATCIFHOCTH,

SEQ ID NO: 92 wim mocie A0BaTeIbHOCTH aMHHOKHCIOT, IO MEHBINCH Mepe Ha 90%, 95%, 97%, 98% nunu

99% moOOHOW WITH HACHTHYHOH YKA3aHHOM MOCIICIOBATCIFHOCTH,

SEQ ID NO: 94 nim mocie A0BaTeIbHOCTH aMHHOKHCIOT, IO MEHBINCH Mepe Ha 90%, 95%, 97%, 98% nunu

99% moxOOHOW WITH HACHTHYHOH YKA3aHHOH MOCIICIOBATCIBHOCTH,

SEQ ID NO: 96 nim mocieA0BaTeIbHOCTH aMHHOKHCIOT, IO MEHbINCH Mepe Ha 90%, 95%, 97%, 98% nunu

99% momOOHOW WITH HACHTHIHOH YKA3aHHO IMOCJICIOBATCIBHOCTH,

SEQ ID NO: 98 niu nocie0BaTeIbHOCTH aMHHOKUCIOT, 0 MEHbINCH Mepe Ha 90%, 95%, 97%, 98% umn

99% momOOHOM WM HACHTHYIHOH YKa3aHHOH MOCJICI0BATCIBHOCTH,

SEQ ID NO: 100 wm mocie10BaTeIbHOCTH AMHHOKHCIIOT, MO0 MeHbIIeH Mepe Ha 90%, 95%, 97%, 98% wmun

99% noA0OHOH HIH HACHTHYHOH YKAa3aHHO MOC/ICA0BATEIbHOCTH,

SEQ ID NO: 104 wim mocie0BaTeIbHOCTH AMHHOKHCIIOT, IO MeHbLIeH Mepe Ha 90%, 95%, 97%, 98% umun

99% moXOOHOM WJTH HACHTHYIHOH YKA3aHHOH MOCJICTIOBATCIBHOCTH,

SEQ ID NO: 8 unu mocaeaI0BaTeIbHOCTH AMHHOKHCIOT, MO MCHbIICH Mepe Ha 90%, 95%, 97%, 98% win

99% 1Mo XOOHOH WITH HACHTHYIHOH YKA3aHHON MOCICIOBATCIBHOCTH,

SEQ ID NO: 20 nim mocieA0BaTeIbHOCTH aMIHOKHCIOT, IO MEHBINCH Mepe Ha 90%, 95%, 97%, 98% nnu

99% moOOHOW WITH HACHTHYHOH YKA3aHHOH MOCIICIOBATCIBHOCTH,

SEQ ID NO: 22 niu mocieA0BaTeIbHOCTH aMIHOKHCIOT, IO MEHBINCH Mepe Ha 90%, 95%, 97%, 98% wmn

99% moOOHOW WITH HACHTHYHOH YKA3aHHOH MOCIICTOBATCIBHOCTH,

SEQ ID NO: 24 nim mocie A0BaTeIbHOCTH aMHHOKHCIOT, IO MEHBINCH Mepe Ha 90%, 95%, 97%, 98% nunu

99% momOOHOW WITH HACHTHYHOH YKA3aHHOH MOCIICIOBATCIBHOCTH,

SEQ ID NO: 26 nim mocieA0BaTeIbHOCTH aMHHOKHCIOT, IO MeHbINCH Mepe Ha 90%, 95%, 97%, 98% nunu

99% moxOOHOW WK HACHTHYIHOH YKA3aHHO IMOCJICIOBATCIFHOCTH,

SEQ ID NO: 28 wiu mocieA0BaTeIbHOCTH aMHHOKHCIOT, IO MeHbINCH Mepe Ha 90%, 95%, 97%, 98% unu

99% mox0OHOM WM HACHTHIHOH YKa3aHHON MOCICIOBATCIBHOCTH, U
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SEQ ID NO: 32 wim nmocieA0BaTeIbHOCTH aMHHOKHCIOT, IO MeHbINCH Mepe Ha 90%, 95%, 97%, 98% unu

99% mox0OHOW WITH HACHTHIHOH YKA3aHHO MOCJICI0BATCIBHOCTH.

[0058] B HExoTOpBIX BapHAHTAX peaTU3aLUHU IMOCIcA0BATEIbHOCTh amMuHOKHCIOT SEQ ID NO: 20 mmm
MOCTCIOBATCIPHOCTh AMUHOKHCIIOT, IO MeHbImeH mepe Ha 90%, 95%, 97%, 98% wmm 99% momoOHas wiu
HACHTUYHAS YKA3aHHOH MOCIIEC0BATCIFHOCTH, KOIUPYETC MOCICA0BATEIbHOCTRIO HYKJICHHOBOH Kuciotel SEQ ID
NO: 19 wmm nocae 0BaTEeIBHOCTBIO HYKJICHHOBOM KHCJIOTHI, O MEHbIICH Mepe Ha 90%, 95%, 97%, 98% umu 99%

HICHTHYHON YKa3aHHOH MOCTCOBATCIBHOCTH.

[0059] B HExoTOpBIX BapWAHTAX peaTu3andd MociHeA0BATeAbHOCTh amMuHOKHCIOT SEQ ID NO: 22 wmm
MOCJICIOBATCIFHOCTh AMHUHOKHCIIOT, 1O MCHbIICH Mepe Ha 90%, 95%, 97%, 98% wmm 99% momoOHAs wid
HACHTHYHAS YKA3aHHOH MOCIICA0BATCIFHOCTH, KOTUPYCTC MOCIICI0BATSIEHOCTRIO HY KICHHOBOH KucioTel SEQ ID
NO: 21 wmm nocieA0BaTeIbHOCTRI) HYKJICHHOBOH KHCIIOTHI, MO MECHBIICH Mepe Ha 90%, 95%, 97%, 98% wm 99%

HACHTUYHOH YKA3aHHOM MOCIECA0BATEIBHOCTH.

[0060] B HexoTOpBIX BapWaHTaX peamu3anud mocieaoBareabHOCTh amMuHOKHCIOT SEQ ID NO: 24 wmm
TMOCTICIOBATCIFHOCTh AMHUHOKHCIIOT, TO MCHbINCH mepe Ha 90%, 95%, 97%, 98% wmm 99% momoOHAs wim
HACHTHYHAS YKA3aHHOH MOCIICA0BATCIFHOCTH, KOIUPYCTC MOCICI0BATCIEHOCTRIO HYKICHHOBOH Kuciotel SEQ ID
NO: 23 wm nocie70BaTSIbHOCTREI) HYKJICHHOBOH KHCIOTHI, MO MEHBIICH Mepe Ha 90%, 95%, 97%, 98% wm 99%

HACHTHYHOH YKA3aHHOH MOCIECA0BATEIBHOCTH.

[0061] B HExOTOpBIX BapHAHTAX pEATU3ANUHU IMOCIEA0BATEIbHOCTH amMuHOKHCIOT SEQ ID NO: 26 mmm
MOCTICIOBATCIFHOCTh AMUHOKHCIIOT, 1O MEHbINCH mepe Ha 90%, 95%, 97%, 98% wm 99% momoOHas wim
HACHTHYHAS YKA3aHHOH MOCIICI0BATCIFHOCTH, KOTHPYCETCA MOCICI0BATCIFHOCTRIO HYKICHHOBOH kuciotel SEQ ID
NO: 25 nmu nocie70BaTeIbHOCTRIO HY KIICHHOBOM KHCIOTHI, MO MEHBIIEH Mepe Ha 90%, 95%, 97%, 98% wm 99%

HICHTHYHOH YKA3aHHOH MOCIICI0BATCIBHOCTH.

[0062] B HEKOTOPBIX BAapHAHTAX PeANU3ALUH IOCIeAOBAaTeIbHOCT, aMuHOKHCIOT SEQ ID NO: 28 umm
MOCJICIOBATEIFHOCTh AMHHOKHCIIOT, N0 MEHbInei mepe Ha 90%, 95%, 97%, 98% wmm 99% nomoOHas wim
HACHTHYHAS YKA3aHHOH IMOCICA0BATEIbHOCTH, KOJUPYCTCS MOCICAOBATCIEHOCTBIO HY KICHHOBOH KuCIOTEI SEQ 1D
NO: 27 wmm nocieJ0BaTeIbHOCTHIO HY KICHHOBOM KHCIOTHI, MO MCHBIICH Mepe HA 90%, 95%, 97%, 98% wm 99%

HACHTUYHON YKA3aHHOM MOCIEI0BATEIBHOCTH.

[0063] B HExoTOpBIX BapWaHTAX peaTM3andH MociaeA0BaTeAbHOCTh amMuHOKHCIOT SEQ ID NO: 32 mmm
MOCTICIOBATCIFHOCTh AMHUHOKHCIIOT, TO MCHbINCH mepe Ha 90%, 95%, 97%, 98% wmm 99% momoOHAs win
HACHTHYHAS YKA3aHHOH MOCIICA0BATCIFHOCTH, KOTUPYCTC MOCICI0BATCIEHOCTRIO HYKICHHOBOH kucimotel SEQ ID
NO: 31 wm nocieA0BaTSIFHOCTRE) HYKJICHHOBOW KHCIOTHI, MO MCHBIICH Mepe Ha 90%, 95%, 97%, 98% wm 99%

HACHTUYHOH YKA3aHHOM MOCIECA0BATEIBHOCTH.

[0064] B HExoTOpBIX BapHaHTAX peanu3anuy mocieAoBarteabHOCTh amuHOKHCIOT SEQ ID NO: 90 mmm
MOCTICIOBATCIFHOCTh AMHUHOKHCIIOT, 1O MEHbINCH mepe Ha 90%, 95%, 97%, 98% wm 99% momoOHAs wim
HACHTHYHAS YKA3aHHOH MOCIICA0BATCIFHOCTH, KOTHPYCTC MOCICI0BATCIEHOCTRIO HYKICHHOBOH KucioTel SEQ ID
NO: 89 nm nocie70BaTeIFHOCTHEI) HYKJICHHOBOH KHCIOTHI, MO MEHBIICH Mepe Ha 90%, 95%, 97%, 98% nwm 99%

HACHTHYHOH YKA3aHHOH MOCIECA0OBATEIBHOCTH.

[0065] B HEKOTOpBIX BapHAHTAX pEATU3ALUH IOCICAOBATEIbHOCTh aMuHOKHCIOT SEQ ID NO: 92 mmm

MOCTCIOBATCIPHOCTh AMUHOKHCIIOT, IO MEHbImeH mepe Ha 90%, 95%, 97%, 98% wmm 99% momoOHas wiu
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HACHTHYHAS YKA3aHHOH MOCIICA0BATCIFHOCTH, KOIUPYCTCA MOCICI0BATCIEHOCTRIO HYKICHHOBOH Kuciotel SEQ ID
NO: 91 nmm nocie70BaTSIFHOCTHI) HYKIICHHOBOM KHCIIOTHI, MO MEHBIICH Mepe Ha 90%, 95%, 97%, 98% um 99%

HICHTHYHOH YKA3aHHOH MOCIICI0BATCIBHOCTH.

[0066] B HEkOTOpBIX BapHAHTAX peaTU3ALUHU NOCICAOBATEIbHOCTH aMuHOKHCIOT SEQ ID NO: 94 umm
MOCJICIOBATEIFHOCTh AMHHOKHCIIOT, N0 MEHbIIeH mepe Ha 90%, 95%, 97%, 98% wmn 99% nomoOHas wiu
HICHTHYHAS YKA3aHHOM MOCICI0BATEIHHOCTH, KOJUPYETCS MOCICAOBATCIEHOCTBIO HY KICHHOBOH KuCIoThl SEQ 1D
NO: 93 wmm mocae 0BaTEIBHOCTHIO HY KJIICHHOBOI KHCIIOTHI, MO MEHbIICH Mepe Ha 90%, 95%, 97%, 98% um 99%

HACHTHYHOU YKA3aHHOU MOCICI0BATCIBHOCTH.

[0067] B HExoTOpBIX BapHAHTAX peaTM3alUH MOCICAOBATCALHOCTh aMuHOKHCIOT SEQ ID NO: 96 wmm
MOCTICIOBATCIFHOCTh AMHHOKHCIIOT, TO0 MCHbIICH Mepe Ha 90%, 95%, 97%, 98% wmm 99% momoOHAs wid
HACHTHYHAS YKA3aHHOH MOCICA0BATCIFHOCTH, KOTUPYETCA MOCICI0BATCIFHOCTEIO HY KICHHOBOH Kuciotel SEQ ID
NO: 95 nmm nocieA0BaTCIFHOCTHE) HYKJICHHOBOH KHCIOTHI, MO MCHBIICH Mepe Ha 90%, 95%, 97%, 98% wm 99%

HACHTHYHOH YKA3aHHOH MOCIECA0BATEIBHOCTH.

[0068] B HexoTOpBIX BapHaHTAX peanu3anyy mocieaoBareabHOCTh amuHOKHCIOT SEQ ID NO: 98 mmm
MOCTICIOBATCIFHOCTh AMHUHOKHCIIOT, TO MCHbINCH mepe Ha 90%, 95%, 97%, 98% wmm 99% momoOHAs wim
HACHTHYHAS YKA3aHHOH MOCIICA0BATCIFHOCTH, KOIUPYCTC MOCICI0BATCIEHOCTRIO HYKICHHOBOH kuciotel SEQ ID
NO: 97 nm nocieA0BaTSIFHOCTRE) HYKJICHHOBOH KHUCIIOTHI, MO MEHbIICH Mepe Ha 90%, 95%, 97%, 98% wm 99%

HACHTHYHOH YKA3aHHOH MOCIECAOBATEIBHOCTH.

[0069] B HEKOTOpBIX BapHaHTAX peaH3ally IMocieAoBaTeabHOCTh amuHOKHCIOT SEQ ID NO: 100 wm
MOCTICIOBATCIPHOCTh AMUHOKHCIIOT, IO MEHbIeH mepe Ha 90%, 95%, 97%, 98% wmu 99% mnomoGHas wim
HACHTHYHAS YKA3aHHOH MOCIICI0BATCIFHOCTH, KOTUPYETC MOCICI0BATCIbHOCTRIO HYKJICHHOBOH Kuciotel SEQ ID
NO: 99 nmm nocne70BaTeIFHOCTRIO HY KICHHOBOH KHCIIOTHI, MO MEHBIIEH Mepe Ha 90%, 95%, 97%, 98% um 99%

HACHTHYHON YKA3aHHOM MOCIECA0BATEIBHOCTH.

[0070] B HEKOTOpPHIX BAapHAHTAX peaTHM3alMH IOciIeAoBaTeabHOCTh amuHOKUCHoT SEQ ID NO: 104 mm
MOCJICIOBATEIFHOCTh AMHHOKHCIIOT, N0 MeEHbIneii mepe Ha 90%, 95%, 97%, 98% wmm 99% mnomoOHas win
HACHTHYHAS YKA3aHHOH MOCIICA0BATCIFHOCTH, KOTHPYCTC MOCIICI0BATSIHHOCTRIO HY KICHHOBOH KucioTel SEQ ID
NO: 103 wrH noCaeI0BAaTCIFHOCTRIO HYKICHHOBOM KHCJIOTHI, IO MCHBIICH Mepe Ha 90%, 95%, 97%, 98% wmu 99%

HICHTHYHON YKA3aHHOW MOCIICI0BATCIBHOCTH.

[0071] B HEKOTOPBIX BAPHAHTAX PEATH3ALUH BBIACICHHBIC HYKJICHHOBBIC KHCIOTBHI COTJIACHO HACTOSINEMY

I/1306peTeHI/IIO B HCKOTOPBIX CIIYYAsIX MOTYT COACPKATH TUACPHYIO MOCICOA0OBATCIIBHOCTD.

[0072] Takue HYKJICHHOBBIC KHCIIOTHI MOTYT BKJTFOUATH OTHY HITH 00J1CC H3 CIICAYIOIIAX MOCICAOBATCIIEHOCTCH

HYKJICHHOBBIX KHCJIOT!

MOCTICA0BATSIHFHOCTD HYKICHHOBO Kuc1oThl SEQ ID NO: 77 win mocie 10BaTeIbHOCTD HY KIICHHOBOM KHCTIOTHI,

mo MeHbIeH mepe Ha 90%, 95%, 97%, 98% mm 99% HACHTHYHYH YKA3aHHOH MOCIICI0BATCIBHOCTH,

MOCTICA0BATSIBHOCTD HYKJICHHOBOI KucT0TH SEQ ID NO: 79 wnn mocie 10BaTe IbHOCTh HY KIICHHOBOM KHCTIOTHI,

mo MeHbIeH mepe Ha 90%, 95%, 97%, 98% mm 99% WACHTHYHYIO YKA3aHHOH MOCIICI0BATCIBHOCTH,

MOCTICA0BATEIBHOCTD HYKJICHHOBOH Kuc1oThl SEQ ID NO: 81 win mocie10BaTe IbHOCTh HY KJICHHOBOM KHCTIOTHI,

mo MeHbIeH mepe Ha 90%, 95%, 97%, 98% mwm 99% WACHTHYHYIO YKA3aHHOM MOCICI0BATCIBHOCTH,
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MOCTCA0BATSIHHOCTD HYKICHHOBOH Kuc10Th SEQ ID NO: 83 mim mocie 10BaTeIbHOCTh HY KICHHOBOM KHCTIOTHI,

mo MeHbIeH mepe Ha 90%, 95%, 97%, 98% min 99% WACHTHYHYIO YKA3aHHOH MOCICI0BATCIBHOCTH,

MOCTCA0BATEIBHOCTD HYKJICHHOBOH Kuc1oThl SEQ ID NO: 85 win mocie10BaTe IbHOCTh HY KJICHHOBOMH KHCTIOTHI,

mo MeHbInei mepe Ha 90%, 95%, 97%, 98% wm 99% WACHTHYHYIO YKA3aHHOH MOCICI0BATCIBHOCTH,

MOCTICA0BATEILHOCTD HYKJICHHOBOH KucmoTel SEQ ID NO: 87 unu mocie10BaTe IbHOCTh HY KJICHHOBOH KHCTIOTHI,

mo MeHbIneH Mepe Ha 90%, 95%, 97%, 98% umm 99% WACHTHYHYIO YKA3aHHOH TOCIICI0BATCIHHOCTH,

MOCICAOBATCIBHOCTh HyKICHHOBOH KHCIOTHI SEQ ID NO: 101 mm mocneaoBaTeIbHOCTh HYKICHHOBOM

KHCJIOTBL, 0 MEHBIICH Mepe Ha 90%, 95%, 97%, 98% wnu 99% HACHTHYHYK YKA3aHHO IMOCIICI0BATCIPHOCTH,

MOCICI0OBATEIBPHOCTD HYKJICHHOBOH Kuc 10Tl SEQ ID NO: 89 mn mocie 10BaTe IbHOCTD HY KJICHHOBOM KHCJIOTHI,

mo MeHbIeH mepe Ha 90%, 95%, 97%, 98% win 99% WACHTUYHYH YKA3aHHOH MOCICI0BATCIBHOCTH,

MOCICA0BATEIHHOCTD HYKICHHOBOH Kuc 10T SEQ ID NO: 91 wim mocie 10BaTe IbHOCTD HY KIICHHOBOH KHCIIOTHI,

mo MeHbIIeH mepe Ha 90%, 95%, 97%., 98% wm 99% WACHTHYHYIO YKA3aHHOM MOCIICIOBATCIBHOCTH,

MOCTICI0OBATEIHHOCTD HYy KICHHOBOI Kuc 10Tl SEQ ID NO: 93 mim moc e 10BaTe IbHOCTD HY KICHHOBOM KHCTIOTHI,

mo MeHbIeH Mepe Ha 90%, 95%, 97%, 98% wm 99% WACHTHYHYIO YKA3aHHOH MOCIICIOBATCIBHOCTH,

MOCTICI0BATEIHFHOCTD HYKICHHOBOI Kuc10Th SEQ ID NO: 95 mm mocie 10BaTe IbHOCTD HY KJIICHHOBOM KHCITOTHI,

mo MeHbIeH mepe Ha 90%, 95%, 97%, 98% mm 99% HACHTHYHYIO YKA3aHHOH MOCIICIOBATCIBHOCTH,

MOCTICA0BATSIHHOCTD HYKICHHOBOH KUCT0TH SEQ ID NO: 97 mn mocie 10BaTe IbHOCTh HY KIICHHOBOM KHCTIOTHI,

mo MeHbIeH mepe Ha 90%, 95%, 97%, 98% mwm 99% HACHTHYHYIO YKA3aHHOH IOC/ICI0BATCIBHOCTH,

MOCTICA0BATEIBHOCTD HYKJICHHOBOH KucI0TH SEQ ID NO: 99 mnn mocie10BaTe IbHOCTh HY KJICHHOBOM KHCIIOTHI,

mo MeHbIei mepe Ha 90%, 95%, 97%, 98% wm 99% WACHTHYHYIO YKA3aHHOH MOCIICI0BATCIBHOCTH,

MOCNIEIOBATEILHOCTh HyKJICHHOBOH kuciaoTel SEQ ID NO: 101 mmm nocnemoBaTeIbHOCTh HYKJICHHOBOM

KHCJIOTBL, 10 MeHbIIeH Mepe Ha 90%, 95%, 97%, 98% wnmu 99% WACHTHYHYO YKAa3aHHOM MOC/ICI0BATSIBHOCTH,

MOCJICAOBATCIPHOCTh HyKICHHOBOH KHCIOTHI SEQ ID NO: 103 mm mocneaoBaTeIbHOCTh HYKICHHOBOM

KHCJIOTBL, 0 MeHBIICH Mepe Ha 90%, 95%, 97%, 98% uau 99% HACHTHYHYK YKA3aHHOH IOCICA0BATCIBHOCTH,

MOCTICIOBATEIFHOCTS HYKICHHOBOH KUCTOTH SEQ ID NO: 9 mmn mocie10BaTeIbHOCTh HY KJICHHOBOH KHCJIOTHI,

mo MeHbIeH mepe Ha 90%, 95%, 97%, 98% wm 99% WACHTHYHYIO YKA3aHHOH MOCIICIOBATCIBHOCTH,

MOCICA0BATEIHFHOCTD HYKIICHHOBOH Kuc 10Tl SEQ ID NO: 11 win mocie10BaTeIbHOCTD HY KICHHOBOH KHCIIOTHI,

mo MeHbIIeH Mepe Ha 90%, 95%, 97%, 98% wm 99% WACHTHYHYIO YKA3aHHON MOCIICIOBATCIEHOCTH,

MOCICA0BATEIHHOCTD HYKICHHOBOH Kuc 10Tl SEQ ID NO: 13 mm mocie 10BaTeIbHOCTD HY KICHHOBOH KHCITOTHI,

mo MeHbIIeH Mepe Ha 90%, 95%, 97%, 98% wm 99% WACHTHYHYIO YKA3aHHOH MOCIICIOBATCIBHOCTH,

MOCICA0BATSIHHOCTD HYKICHHOBO Kuc 10Tl SEQ ID NO: 15 wim mocie 10BaTeIbHOCTD HY KIICHHOBOM KHCIIOTHI,

mo MeHbImeH mepe Ha 90%, 95%, 97%, 98% mm 99% HACHTUYHYO YKA3aHHOH MOCIICI0BATCIFHOCTH,

MOCTCA0BATSIHHOCTD HYKICHHOBO Kuc 10Tl SEQ ID NO: 17 wim mocie 10BaTe IbHOCTh HY KJICHHOBOM KHCTIOTHI,

mo MeHbIeH mepe Ha 90%, 95%, 97%, 98% mwm 99% HACHTHYHYIO YKA3aHHOH MOCIICI0BATCIBHOCTH,

MOCTCA0BATEIBHOCTD HYKJICHHOBOH Kuca0Th SEQ ID NO: 29 wnn mocie 10BaTe IbHOCTh HY KJICHHOBOMH KHCTIOTHI,
mo MeHbIei mepe Ha 90%, 95%, 97%, 98% mwm 99% WACHTHYHYIO YKA3aHHOM MOCICI0BATCIBHOCTH,
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MOCTCA0BATSIHHOCTD HYKJICHHOBOH KU 10T SEQ ID NO: 19 win mocie 10BaTeIbHOCTh HY KJICHHOBOM KHCTIOTHI,

mo MeHbImeH mepe Ha 90%, 95%, 97%, 98% mm 99% WACHTHYHYIO YKA3aHHOM MOCIICI0BATCIBHOCTH,

MOCTCA0BATEIBHOCTD HYKJICHHOBOH Kuc10Thl SEQ ID NO: 21 wnn mocie 10BaTe IbHOCTh HY KJICHHOBOMH KHCIIOTHI,

no MeHbIeH Mepe Ha 90%, 95%, 97%, 98% nm 99% HACHTHYHYIO YKAa3aHHOM MOCIICI0BATCIbHOCTH,

MOCTICA0BATEILHOCTD HYKJICHHOBOH KucmoTel SEQ ID NO: 23 unu mocie10BaTe IbHOCTh HY KJICHHOBOH KHCIIOTHI,

mo MeHbIneH Mepe Ha 90%, 95%, 97%, 98% umm 99% WACHTHYHYIO YKA3aHHOH TOCIICI0BATCIHHOCTH,

MOCJICA0OBATCIPHOCTD HYKJICHHOBO# KucI0Th SEQ ID NO: 25 mn mocie 10BaTeIbHOCTD HY KJICHHOBOM KHCJIOTHI,

mo MeHbIeH Mepe Ha 90%, 95%, 97%, 98% mmm 99% WACHTHYHYIO YKA3aHHOH MOCIICI0BATCIBHOCTH,

MOCICI0OBATEIBPHOCTD HYKJICHHOBOH Kuc 10Tl SEQ ID NO: 27 wn mocie 10BaTeIbHOCTD HY KICHHOBOH KHCJIOTHI,

mo MeHbIICH Mepe Ha 90%, 95%, 97%, 98% umm 99% WACHTUYHY YKA3aHHOH MOCICTOBATCIBHOCTH, HW/HITH

MOCTICA0BATEIHHOCTD HYKIICHHOBOH Kuc 10Tl SEQ ID NO: 31 wim mocnie 10BaTe IbHOCTD HY KIICHHOBOH KHCIIOTHI,

mo MeHbIICH Mepe Ha 90%, 95%, 97%, 98% wm 99% WACHTHYHYIO YKA3aHHOW MOCIICI0BATCTIEHOCTH.

[0073] B HEKOTOPBIX BAPHAHTAX peaNU3alUH HyKJICHHOBAd KUCJIOTA MOKET KOAHPOBATH YEIOBEUCCKOE HIH
TYMaHU3HPOBAHHOE AHTHTEIIO, H BKIIFOYACT MOCTICA0BATCIBHOCTH HYKJICHHOBBIX KHCJIOT I 00CHX TSDKEIIOH 1 JTETKOH
nenel. B omHOM BapmaHTe peanm3alii aHTHTEJO NpeacTasmsieT coboil IgG. B mpeamouTHTEnbHBIX BapHAHTax
peanmzanun aHTUTE0 mpeactassaet codoi 1gG1, 1gG2 nnmm [gG4, u mpeanoyTHTeIFHO peacTaBeT coboit 1gG1,
IgG2 wmm 1gG4 dyenoeeka. B HEKOTOPHIX BapHAHTAX PCaTH3ANHU MOCJICAOBATCIFHOCTh JICTKOH HENH BKITFOYACT
MOCJICI0BATEILHOCTh KOHCTAHTHOTO JIOMEHA JICTKOH IIEIHU Kalllla YeJIOBEKa MIIM JIETKOH LemH JIIMOaa YeloBeka; U
KaXKast OCIe0BATEIbHOCTD TSHKEJION IS BKITIOYACT MOCICA0BATEIbHOCTh KOHCTaHTHOH o0nactu 1gGl, 1gG2 nmm

IgG4 uenmosexka.

[0074] [IpeamoYTHTEIPHO TaKuE HYKICHHOBBIC KHCJOTHI  BKIIOUAIOT CJCAYIOIYH  KOMOHHALUIO

MOC/ICI0BATEIFHOCTEH HYKJICHHOBBIX KHCJIOT BAPHAOCIBHBIX 001ACTEH TSDKEIOH LT | JICTKOMH IICTTH!
SEQ ID NO: 9/ SEQ ID NO: 19 (8 maunoii 3asBke 0603Ha4uaroT hSIRPa. 50A . H1L1)
SEQ ID NO: 9/ SEQ ID NO: 21 (8 naunoii 3as8ke 0603Ha4aroT hSIRPa. 50A. H1L2)
SEQ ID NO: 9/ SEQ ID NO: 23 (8 nannoii 3as8ke 0603Ha4a0oT hSIRPa. 50A. H1L3)
SEQ ID NO: 9/ SEQ ID NO: 25 (8 nannoii 3as8ke 0603Ha4aroT hSIRPa. 50A. H1L4)
SEQ ID NO: 9/ SEQ ID NO: 27 (8 nannoii 3asske 0603Ha4aoT hSIRPa. 50A. H1L5)
SEQ ID NO: 11/ SEQ ID NO: 19 (B mauHo# 3asBke 0003Ha4ar0T hSIRPo. S0A.H2L1)
SEQ ID NO: 11/ SEQ ID NO: 21 (B manHO# 3asaBke 0003Ha4aroT hSIRPo. S0A.H2L2)
SEQ ID NO: 11/ SEQ ID NO: 23 (B maHHO# 3asBke 0003Ha4aroT hSIRPo. 5S0A.H2L3)
SEQ ID NO: 11/ SEQ ID NO: 25 (B manHO# 3asBke 0003Ha4aroT hSIRPo. 5S0A.H21L4)
SEQ ID NO: 11/ SEQ ID NO: 27 (B maHHO# 3asBke 0003Ha4aroT hSIRPo. 5S0A.H2L5)
SEQ ID NO: 13 / SEQ ID NO: 19 (8 mauHO# 3asBke 0003Ha4aroT hSIRPo. 50A.H3L1)
SEQ ID NO: 13 / SEQ ID NO: 21 (B manHO# 3asaBke 0003Ha4ar0T hSIRPo. 50A.H3L2)

SEQ ID NO: 13 / SEQ ID NO: 23 (8 manHo# 3asBke 0003Ha4ar0T hSIRPo. 50A.H3L3)
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SEQ ID NO:
SEQ ID NO:
SEQ ID NO:
SEQ ID NO:
SEQ ID NO:
SEQ ID NO:
SEQ ID NO:
SEQ ID NO:
SEQ ID NO:
SEQ ID NO:
SEQ ID NO:
SEQ ID NO:
SEQ ID NO:
SEQ ID NO:
SEQ ID NO:
SEQ ID NO:
SEQ ID NO:
SEQ ID NO:
SEQ ID NO:
SEQ ID NO:
SEQ ID NO:
SEQ ID NO:
SEQ ID NO:
SEQ ID NO:
SEQ ID NO:
SEQ ID NO:
SEQ ID NO:
SEQ ID NO:
SEQ ID NO:
SEQ ID NO:

SEQ ID NO:

13 / SEQ ID NO:
13 / SEQ ID NO:
15 / SEQ ID NO:
15 / SEQ ID NO:
15 / SEQ ID NO:
15 / SEQ ID NO:
15 / SEQ ID NO:
17 / SEQ ID NO:
17 / SEQ ID NO:
17 / SEQ ID NO:
17 / SEQ ID NO:
17 / SEQ ID NO:
77/ SEQ ID NO:
77/ SEQ ID NO:
77/ SEQ ID NO:
77/ SEQ ID NO:
77/ SEQ ID NO:
77/ SEQ ID NO:
79 / SEQ ID NO:
79 / SEQ ID NO:
79 / SEQ ID NO:
79 / SEQ ID NO:
79 / SEQ ID NO:
79 / SEQ ID NO:
81/SEQ ID NO:
81/SEQ ID NO:
81/SEQ ID NO:
81/SEQ ID NO:
81/SEQ ID NO:
81/SEQ ID NO:

83 / SEQ ID NO:

25 (8 maunoii 3aaBke 0003HauaroT hSIRPo.50A H3L4)
27 (8 mauHOii 3aaBke 0003HauaroT hSIRPo.50A H3L5)
19 (8 mannoii 3aaBke 00o3HauaroT hSIRPo.50A H4L 1)
21 (B ganHoO 3as1BKe 0003Hauar0T hSIRPa.50A H41.2)
23 (B mauHOI 3asBke 0003Hauar0T hSIRPa.50A . H4L3)
25 (B manHO# 3as1BKe 0003Ha4Yar0T hSIRPo.50A . H41L.4)
27 (B manHO# 3as1BKe 0003Ha4Yar0T hSIRPa. 50A H4L5)
19 (8 maunoii 3aaBke 0003Ha4uar0T hSIRPo. 50A H5L1)
21 (8 mauHOii 3agBke 0003HauaroT hSIRPa. 50A H5L.2)
23 (8 mauHOii 3agBke 0003Hauar0T hSIRPa. 50A H5L3)
25 (8 mauHOii 3agBke 0003HauaroT hSIRPo.50A H5L.4)
27 (8 mauHOii 3agBke 0003HauaroT hSIRPo.50A H5LS5)
89 (B manHoOI 3asBKe 0003HaUar0T hSIRPa.40A HIL1)
91 (B manHoOI 3asBKe 0003HaUar0T hSIRPa.40A H1L2)
93 (B manHoOI 3a1BKe 0003HaUar0T hSIRPa.40A H1L3)
95 (B manHoI 3a1BKe 0003HaUar0T hSIRPa.40A H1L4)
97 (B mauHoi 3a1Bke 0003Ha4Uar0T hSIRPa.40A HILS)
99 (B manHoi 3a1Bke 0003HaUar0T hSIRPa.40A H1L6)
89 (B mauHoOI 3asBke 0003HauaroT hSIRPa.40A . H2L 1)
91 (B manHO# 3as1BKe 0003Ha4ar0T hSIRPa.40A . H21.2)
93 (B manHO# 3a1BKe 0003Ha4Yar0T hSIRPa.40A H2L3)
95 (B manHoO# 3asBKe 0003HaUar0T hSIRPa.40A H21.4)
97 (B manHoO# 3asBKe 0003Hauar0T hSIRPa.40A H2L5)
99 (B manHoOI 3asBKe 0003HaUar0T hSIRPa.40A H216)
89 (B manHoOI 3asBKe 0003HaUar0T hSIRPa.40A H3L1)
91 (B manHO 3asBKe 0003HaUar0T hSIRPa.40A H3L2)
93 (B manHoOI 3asBKe 0003HaUar0T hSIRPa.40A H3L3)
95 (B manHoOI 3a1BKe 0003HaUar0T hSIRPa.40A H3L4)
97 (B maunHoO# 3a1BKe 0003HaUar0T hSIRPa.40A H3L5)
99 (B manHoi 3a1BKe 0003HaUar0T hSIRPa.40A H3L6)

89 (B manHoi 3a1BKe 0003HaUar0T hSIRPa.40A H4L1)
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SEQ ID NO:
SEQ ID NO:
SEQ ID NO:
SEQ ID NO:
SEQ ID NO:
SEQ ID NO:
SEQ ID NO:
SEQ ID NO:
SEQ ID NO:
SEQ ID NO:
SEQ ID NO:
SEQ ID NO:
SEQ ID NO:
SEQ ID NO:
SEQ ID NO:
SEQ ID NO:
SEQ ID NO:

WIH, B KQKIOM CIIydae, MOCICA0BATCIBHOCTD, 0 MEHbINCH Mepe Ha 90%, 95%, 97%, 98% umu 99% uAeHTHYHYIO

83 / SEQ ID NO:
83 / SEQ ID NO:
83 / SEQ ID NO:
83 / SEQ ID NO:
83 / SEQ ID NO:
85/ SEQ ID NO:
85/ SEQ ID NO:
85/ SEQ ID NO:
85/ SEQ ID NO:
85/ SEQ ID NO:
85/ SEQ ID NO:
87/ SEQ ID NO:
87/ SEQ ID NO:
87/ SEQ ID NO:
87/ SEQ ID NO:

87/ SEQ ID NO:

87 /SEQ ID NO

91 (B manHoI 3as1BKe 0003Hauar0T hSIRPa.40A H41.2)
93 (B manHoOI 3as1BKe 0003Hauar0T hSIRPa.40A H4L.3)
95 (B manHoi 3asaBKe 0003Hauar0T hSIRPa.40A H41.4)
97 (B maunHoi 3as1BKe 0003Hauar0T hSIRPa.40A H4L5)
99 (B mauHoOi 3asBke 0003HauUar0T hSIRPa.40A . H4L6)
89 (B manHoO# 3as1BKe 0003Ha4uar0T hSIRPa.40A . H5L1)
91 (B manHO# 3as1BKe 0003Ha4YarOT hSIRPa.40A H5L2)
93 (B manHO# 3as1BKe 0003Hauyar0T hSIRPa.40A H5L3)
95 (B manHoO 3asBKe 0003Hauar0T hSIRPa.40A H51L4)
97 (B manHO 3as8Ke 0003Hauar0T hSIRPa.40A H5LS)
99 (B manHoO 3asBKe 0003HaUarOT hSIRPa.40A H5L6)
89 (B manHOI 3asBKe 0003HaUar0T hSIRPa.40A H6L1)
91 (B manHoOI 3asBKe 0003HaUar0T hSIRPa.40A H6L.2)
93 (B manHOI 3a1BKe 0003HaUar0T hSIRPa.40A H6L3)
95 (B manHoOI 3a1BKe 0003HaUarOT hSIRPa.40A H6L4)
97 (B manHoi 3a1BKe 0003HaUar0T hSIRPa.40A H6LS)

: 99 (8 maunoii 3aaBke 0003HauaroT hSIRPo.40A H6L6)

cooteetcTytomemy SEQ ID NO.

[0075]

NO: 9 u SEQ ID NO: 19 uiu, B KQKAOM CIIy4ae, MOCICI0BATCIBHOCTD, 0 MCHbIICH Mepe Ha 90%, 95%, 97%, 98%

B HEKOTOPHIX MPEIMOUYTHTEIBHBIX BAPHAHTAX PEANU3ALUM HYKJICHHOBAsA KHCIOTa BKIodaer SEQ ID

win 99% uacHTHIHY 0 cooTBeTCTBYIOmEMY SEQ ID NO.

[0076]

NO: 15 u SEQ ID NO: 27 wim, B KQKIOM CIy4ac, MOCICI0BATCBHOCTD, 0 MCHBIICH Mepe Ha 90%, 95%, 97%, 98%

B HEKOTOPHIX MPEAMOUTHTEIFHBIX BAPHAHTAX PEaTH3alUH HyKJICHHOBAs kucioTta Bkmouaet SEQ ID

i 99% uaeHTHIHY 0 cooTBeTCTRYIOmEeMy SEQ ID NO.

[0077]

NO: 17 u SEQ ID NO: 19 wmm, B KOKIOM CIy4ac, MOCICI0BATCABHOCTD, 0 MCHBIICH Mepe Ha 90%, 95%, 97%, 98%

B HEKOTOPHIX MPEAMOUYTHTENBHBIX BAPHAHTAX PEaTH3aliy HyKJICHHOBAs kucioTta Bkmodaer SEQ ID

win 99% uaeHTHIHY 0 cooTBeTCTRYOmEeMy SEQ ID NO.

[0078]

NO: 79 u SEQ ID NO: 89 wmm, B KOKIOM CIy4ac, MOCICI0BATCABHOCTD, 0 MCHBIICH Mepe Ha 90%, 95%, 97%, 98%

B HEKOTOPHIX MPEAMOUYTHTENBHBIX BAPHAHTAX PEaTH3aliy HyKJICHHOBAs kucioTta Bkmodaer SEQ ID

win 99% uaeHTHIHY 10 cooTBeTCcTBYIOmEeMy SEQ ID NO.

[0079]

NO: 79 u SEQ ID NO: 91 wmm, B K@KIOM CIy4ac, MOCICI0BATCABHOCTD, 0 MEHBINCH Mepe Ha 90%, 95%, 97%, 98%

B HEKOTOPHIX MPEANOUYTHTENBHBIX BAPHAHTAX PEaTH3alUH HyKJICHHOBAs KucioTa Bimodaer SEQ ID

wtn 99% uaeHTHuHy 10 cooTBeTcTBYIOmEeMy SEQ ID NO.
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[0080] B HEKOTOPHIX MPEAMOUYTHTENBHBIX BAPHAHTAX PEaTH3alUH HyKJICHHOBAs KucioTta Bkmodaer SEQ ID
NO: 79 u SEQ ID NO: 95 wmm, B KaKI0M CIy4ae, MOCICI0BATCABHOCTD, 0 MEHbIICH Mepe Ha 90%, 95%, 97%, 98%
win 99% uaeHTHIHY 10 cooTBeTcTBYIOmEeMy SEQ ID NO.

[0081] B cooTBeTcTBUH ¢ HACTOSIUM H300PCTCHHUEM TAKKE MPEITI0KCHBI BEKTOPBI YKCIIPECCHH, COICPKAIIUC
OIHY MM OoJice HyKJICHHOBBIX KHCIOT COTJIACHO HACTOSIIEMY H300pETCHMIO. BEKTOp 3KCHpPECCHH NMPEACTABIACT
coboii moaekyny JHK, comepxamyr0 perysITOpPHBIC 3ICMEHTBI, HCOOXOAWUMBIC IS TPAHCKPHIIIMH LEICBOM
HYKJICHHOBOH KHCIJIOTHI B KJIeTKe-X034uHe. OOBMHO LETICBYI0 HYKICHHOBYIO KHCJIOTY IIOMEINAXOT IO KOHTPOJb
HCKOTOPBIX PETYJMITOPHBIX  JJICMCHTOB, BKJIFOUAS KOHCTHTYTHBHBIC WM HHAYLHPYEMBIC HPOMOTOPBHI,
TKAHCCICHU(DUUCCKHAC PCTYIATOPHBIC 3JCMCHTHI W OJHXAHCCPHBIC JJICMCHTHI. [ OBOPAT, 4YTO Takas ICICBAs
HYKJICHHOBAA KHCI0TA “(DYHKIHOHAIBHO CBA3aHA ¢~ PETYIATOPHBIMHE 3JICMCHTAMH, CCITH YKA3AHHBIH PETY THPY O LI

SIIEMEHT KOHTPOIHPYET HKCIPECCHIO ¥KA3AHHOTO TCHA.

[0082] JlaHHbBIC BBIICICHHBIC HYKICHHOBBIC KHCIOTHI M BEKTOPBI SKCHOPECCHH, COACPIKAINUC HX, MOKHO
TMPUMCHATD UISI 3KCHPECCHH AHTHTEN COTJACHO HACTOAMIEMY H300PETCHHIO WM WX AHTHTCHCB3BIBAIOIIHNX
(pparMeHTOB B PEKOMOMHAHTHBIX KIIETKAaX-Xx0351¢Bax. Takum 00pazoM, B COOTBETCTBHH C HACTOSIIAM H300PETCHACM

TAKKE TIPEITIOKCHBI KICTKH-XO035CBA, COACPIKALLIE BEKTOP KCIPECCHH COTTIACHO HACTOSINEMY H300PETCHHIO.

[0083] Takue BEKTOPHI 3KCPESCCHH MOTYT COACPKATh OJHY HIH OOJICE U3 CIICAYIOIUX MOCICI0BATCIEHOCTCH

HYKJICHHOBBIX KHCJIOT, (l)yHKI_[I/IOHaJ'II)HO CBA3AHHBIX C PETYLATOPHBIMH 3JICMCHTAMH |

MOCTCA0BATSIFHOCTD HYKICHHOBOI KucioThl SEQ ID NO: 77 win mocie 10BaTeIbHOCTh HY KJICHHOBOM KHCIIOTHI,

mo MeHbImeH mepe Ha 90%, 95%, 97%, 98% wm 99% WACHTHYHYIO YKA3aHHOH MOC/ICIOBATCIBHOCTH,

MOCTICA0BATEIBHOCTD HYKJICHHOBOH Kuc1oThl SEQ ID NO: 79 wnn mocie10BaTe IbHOCTh HY KJICHHOBOM KHCTIOTHI,

mo MeHbIneH mepe Ha 90%, 95%, 97%, 98% wm 99% WACHTHYHYIO YKA3aHHOH IOC/ICIOBATCIBHOCTH,

MOCTICA0BATEILHOCTD HYKJICHHOBOH KucmoThl SEQ ID NO: 81 wnu mocie10BaTe IbHOCTh HY KJICHHOBOH KHCTIOTHI,

nmo MeHbIIeH Mepe Ha 90%, 95%, 97%, 98% umm 99% UACHTHYHYIO YKA3aHHOH MOCICA0BATCILHOCTH,

MOCJICIOBATEILHOCTD HYKICHHOBOH KiCI0Th SEQ ID NO: 83 mian nmocine10BaTe IbHOCTD Hy KICHHOBOH KHCIIOTHI,

mo MeHbIeH mepe Ha 90%, 95%, 97%, 98% wiu 99% WACHTUYHYK YKA3aHHOH IOCIICI0BATCIPHOCTH,

MOCTICA0BATEIBPHOCTD HYKJICHHOBOH Kuc 10Tl SEQ ID NO: 85 mm mocie 10BaTe IbHOCTD HY KJICHHOBOM KHCJIOTHI,

mo MeHbIeH Mepe Ha 90%, 95%, 97%, 98% wm 99% WACHTHYHYIO YKA3aHHOH IOCIICIOBATCIBHOCTH,

MOCICI0BATEIEHOCTD HYKJICHHOBOH Kuc 10Tl SEQ ID NO: 87 wm mocie10BaTeIbHOCTD HY KJICHHOBOH KHCTIOTHI,

mo MeHbIeH mepe Ha 90%, 95%, 97%, 98% wm 99% WACHTHYHYIO YKA3aHHOH MOCIICIOBATCIFHOCTH,

MOCIIEIOBATENFHOCTh HyKJIeHHOBOH kuciaoTel SEQ ID NO: 101 mmm mocnemoBaTelbHOCTh HYKJICHHOBOM

KHCTIOTHL, 0 MeHBIICH Mepe Ha 90%, 95%, 97%, 98% wnn 99% WACHTUYHYH YKA3aHHOW MOCICAOBATCIIEHOCTH,

MOCTICI0BATEIHHOCTD HYKICHHOBOH Kuc 10Tl SEQ ID NO: 89 mnn mocie 10BaTe IbHOCTD HY KIICHHOBOM KHCIIOTHI,

mo MeHbIIeH mepe Ha 90%, 95%, 97%, 98% mm 99% HACHTHYHYIO YKA3aHHOH MOCIICIOBATCIFHOCTH,

MOCICA0BATSIHHOCTD HYKICHHOBOI Kuc 10T SEQ ID NO: 91 wim mocie 10BaTe IbHOCTh HY KJICHHOBOM KHCTIOTHI,

mo MeHbImeH mepe Ha 90%, 95%, 97%, 98% wim 99% WACHTUYHYH YKA3aHHOH IOCJICI0BATCIFHOCTH,

MOCTICA0BATSIBHOCTD HYKJICHHOBOH Kuc10Thl SEQ ID NO: 93 min mocie 10BaTe IbHOCTh HY KJICHHOBOM KHCTIOTHI,

mo MeHbIeH mepe Ha 90%, 95%, 97%, 98% wm 99% WACHTHYHYIO YKA3aHHOH IOC/ICIOBATCIHPHOCTH,
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MOCTCA0BATSIHHOCTD HYKICHHOBOH KU T0TH SEQ ID NO: 95 mnm mocie 10BaTe IbHOCTh HY KJICHHOBOM KHCTIOTHI,

mo MeHbIeH mepe Ha 90%, 95%, 97%, 98% mwm 99% WACHTHYHYIO YKA3aHHOH IOC/ICI0BATCIBHOCTH,

MOCTCA0BATEIBHOCTD HYKJICHHOBOH Kuc10Th SEQ ID NO: 97 wnn mocie 10BaTe IbHOCTh HY KICHHOBOH KHCIIOTHI,

mo MeHbIei mepe Ha 90%, 95%, 97%, 98% wm 99% WACHTHYHYIO YKA3aHHON IOC/ICIOBATCIBHOCTH,

MOCTICA0BATEILHOCTD HYKJICHHOBOH KucmoThl SEQ ID NO: 99 unu mocne10BaTe IbHOCTh HY KJICHHOBOH KHCIIOTHI,

mo MeHbIneH Mepe Ha 90%, 95%, 97%, 98% umm 99% WACHTHYHYIO YKA3aHHOH MOCICA0BATCIFHOCTH,

MOCJICAOBATCIBPHOCTh HyKICHHOBOH KHCIOTHI SEQ ID NO: 103 mm mocneaIoBaTCIbHOCTh HYKICHHOBOM

KHCJIOTBL, 0 MEHBIICH Mepe Ha 90%, 95%, 97%, 98% wnu 99% HACHTHYHYH YKA3aHHOH MOCICAOBATCIBHOCTH,

MOCICI0BATEIBHOCTD HYKJICHHOBOH Kuc 10T SEQ ID NO: 11 wm mocie 70BaTeIbHOCTD HY KICHHOBOM KHCJIOTHI,

mo MeHbIeH mepe Ha 90%, 95%, 97%, 98% wmm 99% WACHTHYHYIO YKA3aHHOH MOCIICIOBATCIPHOCTH,

MOCICA0BATEIHHOCTD HYKICHHOBOH Kuc 10Tl SEQ ID NO: 13 wm mocie 70BaTeIbHOCTD HY KIICHHOBOH KHCITOTHI,

mo MeHbIIeH mepe Ha 90%, 95%, 97%, 98% wm 99% WACHTHYHYIO YKA3aHHOH MOCIICIOBATCIFHOCTH,

MOCTICI0BATEIHHOCTD HYKICHHOBOH KucioThl SEQ ID NO: 15 wim mocie 10BaTe IbHOCTD HY KICHHOBOM KHCTIOTHI,

mo MeHbIeH Mepe Ha 90%, 95%, 97%, 98% wm 99% HACHTUYHYHO YKA3aHHOH MOCIICI0BATCIFHOCTH,

MOCTICI0BATEIHFHOCTD HYKICHHOBOH Kuc 10Tl SEQ ID NO: 17 wim mocie 10BaTeIbHOCTh HY KIICHHOBOM KHCTIOTHI,

mo MeHbIeH mepe Ha 90%, 95%, 97%, 98% wm 99% HACHTHYHYIO YKA3aHHOH MOCIICIOBATCIFHOCTH,

MOCTICA0BATSIHHOCTD HYKICHHOBOH KUCTOTH SEQ ID NO: 29 mnn mocie 10BaTe IbHOCTh HY KJIICHHOBOM KHCIIOTHI,

mo MeHbIeH mepe Ha 90%, 95%, 97%, 98% mwm 99% HACHTHYHYIO YKA3aHHOH MOC/ICIOBATCIPHOCTH,

MOCTICA0BATEIBHOCTD HYKJICHHOBOH Kuc0Th SEQ ID NO: 19 wnn mocie10BaTe IbHOCTh HY KICHHOBOH KHCIIOTHI,

mo MeHbIei mepe Ha 90%, 95%, 97%, 98% wm 99% WACHTHYHYIO YKA3aHHOH IOC/ICIOBATCIBHOCTH,

MOCTICA0BATEIbHOCTD HYKJICHHOBOH KucmoThl SEQ ID NO: 21 unu mocie10BaTe IbHOCTh HY KJICHHOBOH KHCTIOTHI,

nmo MeHbIIeH Mepe Ha 90%, 95%, 97%, 98% umm 99% WACHTHYHYIO YKA3aHHOH MOCICA0BATEIHHOCTH,

MOCJICA0OBATCIPHOCTD HYKJICHHOBOH Kuc 10T SEQ ID NO: 23 myn mocie 10BaTeIbHOCTh HY KJICHHOBOM KHCJIOTHI,

mo MeHbIeH Mepe Ha 90%, 95%, 97%, 98% wiu 99% WACHTUYHYK YKA3aHHOH IOCIICI0BATCIPHOCTH,

MOCTICA0BATCIBFHOCTD HYKJICHHOBOH Kuc 10T SEQ ID NO: 25 wn mocnie 10BaTe IbHOCTD HY KICHHOBOM KHCJIOTHI,

mo MeHbIeH mepe Ha 90%, 95%, 97%, 98% wm 99% WACHTHYHYIO YKA3aHHOH IOCIICIOBATCIPHOCTH,

MOCICI0BATEIPHOCTD HYKIICHHOBOH Kuc 10T SEQ ID NO: 27 win mocie 10BaTeIbHOCTD HY KIICHHOBOH KHCIIOTHI,

mo MeHbIIeH Mepe Ha 90%, 95%, 97%, 98% wm 99% WACHTHYHYIO YKA3aHHOH MOCIICIOBATCILHOCTH, H/ITH

MOCTICA0BATEIBHOCTD HYKICHHOBOH Kuc 10Tl SEQ ID NO: 31 wim mocie 10BaTeIbHOCTD HY KIICHHOBOH KHCITOTHI,

mo MeHbIICH Mepe Ha 90%, 95%, 97%, 98% wm 99% WACHTHYHYIO YKA3aHHOH IOCIICIOBATCIFHOCTH.

[0084] B HEKOTOpBIX BAPHAHTAX PEAIU3ALUH BEKTOP OJKCOPECCHU COACPKHUT MOCICAOBATECAbHOCTU

HYKJICHHOBBIX KHCJIOT, KOOUPYIOIMHUC KAK MOCJICA0BATCIBHOCTD TSOKETIOU ISy, TAK U MOCICaA0BATCIIbPHOCTh JICTKOH

nenu anTHTENa Npotus SIRPa cormacHo HacTosmeMy u3o0peTreHm0. [IpemoUTHTENPHO TaKHE BEKTOPBI SKCIIPECCHHI

COACPIKAT CICAYIOMYK KOMOWHAIMIO MOCICAOBATCIBHOCTCH HYKICHHOBBIX KHCJIOT BapHAOCTBHBIX oOJacTeif

TSDKCJIOH LICTTH H JICTKOM IICITH

SEQ ID NO: 9/ SEQ ID NO: 19 (8 nannoii 3asske 0603HauaroT hSIRPo. 50A.H1L1)
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SEQ ID NO:
SEQ ID NO:
SEQ ID NO:
SEQ ID NO:
SEQ ID NO:
SEQ ID NO:
SEQ ID NO:
SEQ ID NO:
SEQ ID NO:
SEQ ID NO:
SEQ ID NO:
SEQ ID NO:
SEQ ID NO:
SEQ ID NO:
SEQ ID NO:
SEQ ID NO:
SEQ ID NO:
SEQ ID NO:
SEQ ID NO:
SEQ ID NO:
SEQ ID NO:
SEQ ID NO:
SEQ ID NO:
SEQ ID NO:
SEQ ID NO:
SEQ ID NO:
SEQ ID NO:
SEQ ID NO:
SEQ ID NO:
SEQ ID NO:

SEQ ID NO:

9/ SEQ ID NO: 21 (B nannoii 3asBke 0603Ha4uaroT hSIRPa. 50A. H1L2)

9/ SEQ ID NO: 23 (B nannoii 3asske 0603Ha4uaroT hSIRPa. 50A. H1L3)

9/ SEQ ID NO: 25 (B nannoii 3asske 0603HauaroT hSIRPo. 50A.H1L4)

9/ SEQ ID NO: 27 (8 nannoii 3asske 0603Ha4uaroT hSIRPo. 50A. H1L5)

11/ SEQ ID NO:
11/ SEQ ID NO:
11/ SEQ ID NO:
11/ SEQ ID NO:
11/ SEQ ID NO:
13 / SEQ ID NO:
13 / SEQ ID NO:
13 / SEQ ID NO:
13 / SEQ ID NO:
13 / SEQ ID NO:
15 / SEQ ID NO:
15 / SEQ ID NO:
15 / SEQ ID NO:
15 / SEQ ID NO:
15 / SEQ ID NO:
17 / SEQ ID NO:
17 / SEQ ID NO:
17 / SEQ ID NO:
17 / SEQ ID NO:
17 / SEQ ID NO:
77/ SEQ ID NO:
77/ SEQ ID NO:
77/ SEQ ID NO:
77/ SEQ ID NO:
77/ SEQ ID NO:
77/ SEQ ID NO:

79 / SEQ ID NO:

19 (B mauHoOI 3asBke 0003HauaroT hSIRPa.50A . H2L 1)
21 (B manHO# 3as1BKe 0003Ha4Yar0T hSIRPa.50A . H2L.2)
23 (B manHO# 3as1BKe 0003Ha4Yar0T hSIRPa.50A H2L3)
25 (8 mauHOii 3aaBke 0003Ha4uaroT hSIRPa.50A H21.4)
27 (8 mauHOii 3aaBke 0003HauaroT hSIRPa.50A H2L5)
19 (8 maunoii 3agBke 0003Hauar0T hSIRPo. 50A H3L1)
21 (8 mauHOii 3agBke 0003HauaroT hSIRPo. 50A H3L.2)
23 (8 mauHOii 3agBke 0003HauaroT hSIRPo.50A H3L3)
25 (8 maunoii 3aaBke 0003HauaroT hSIRPo.50A H3L4)
27 (8 mauHOii 3aaBke 0003HauaroT hSIRPo.50A H3L5)
19 (8 maunoii 3aaBke 0003HauaroT hSIRPo.50A H4L 1)
21 (8 maunoii 3aaBke 00o3HauaroT hSIRPo.50A H4L.2)
23 (8 mauHoii 3aaBke 0003HauaroT hSIRPo.50A H4L3)
25 (B gaunHo# 3a1Bke 0003HaUar0T hSIRPa.50A H41L.4)
27 (B mauHO# 3asBke 0003Hauar0T hSIRPa.50A . H4L5)
19 (B manHoO# 3a1BKke 0003Ha4Yar0T hSIRPa. 50A . H5L1)
21 (B manHO# 3asBKe 0003Ha4Yar0T hSIRPa.50A H5L2)
23 (8 mauHOii 3agBke 0003HauaroT hSIRPa.50A H5L3)
25 (8 mauHOii 3agBke 0003HauaroT hSIRPa. 50A H5L.4)
27 (8 mauHOii 3agBke 0003HauaroT hSIRPa. 50A H5LS5)
89 (B manHOI 3asBKe 0003HaUar0T hSIRPa.40A HIL1)
91 (B manHO 3asBKe 0003HaUar0T hSIRPa.40A H1L2)
93 (B manHoOI 3asBKe 0003HaUar0T hSIRPa.40A H1L3)
95 (B manHoOI 3a1BKe 0003HaUar0T hSIRPa.40A H1L4)
97 (B maunHoO# 3a1BKe 0003HaUar0T hSIRPa.40A HILS)
99 (B manHoI 3a1BKe 0003HaUar0T hSIRPa.40A H1L6)

89 (B manHoi 3a1BKe 0003Ha4Uar0T hSIRPa.40A H2L1)
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SEQ ID NO:
SEQ ID NO:
SEQ ID NO:
SEQ ID NO:
SEQ ID NO:
SEQ ID NO:
SEQ ID NO:
SEQ ID NO:
SEQ ID NO:
SEQ ID NO:
SEQ ID NO:
SEQ ID NO:
SEQ ID NO:
SEQ ID NO:
SEQ ID NO:
SEQ ID NO:
SEQ ID NO:
SEQ ID NO:
SEQ ID NO:
SEQ ID NO:
SEQ ID NO:
SEQ ID NO:
SEQ ID NO:
SEQ ID NO:
SEQ ID NO:
SEQ ID NO:
SEQ ID NO:

SEQ ID NO:

SEQ ID NO

WIH, B KAKIOM CIIy4ae, MOCICAOBATCIbHOCTD, 0 MEHbIICH Mepe Ha 90%, 95%, 97%, 98% um 99% uacHTHYHYIO

- 87/ SEQ ID NO:

79 / SEQ ID NO:
79 / SEQ ID NO:
79 / SEQ ID NO:
79 / SEQ ID NO:
79 / SEQ ID NO:
81/SEQ ID NO:
81/SEQ ID NO:
81/SEQ ID NO:
81/SEQ ID NO:
81/SEQ ID NO:
81/SEQ ID NO:
83 / SEQ ID NO:
83 / SEQ ID NO:
83 / SEQ ID NO:
83 / SEQ ID NO:
83 / SEQ ID NO:
83 / SEQ ID NO:
85/ SEQ ID NO:
85/ SEQ ID NO:
85/ SEQ ID NO:
85/ SEQ ID NO:
85/ SEQ ID NO:
85/ SEQ ID NO:
87/ SEQ ID NO:
87/ SEQ ID NO:
87/ SEQ ID NO:
87/ SEQ ID NO:

87/ SEQ ID NO:

91 (B manHoOI 3as1BKe 0003Hauar0T hSIRPa.40A H21.2)
93 (B manHoOI 3as1BKe 0003Hauar0T hSIRPa.40A H21.3)
95 (B manHoi 3asaBKe 0003Hauar0T hSIRPa.40A H21.4)
97 (B maunHoi 3as1BKe 0003Hauar0T hSIRPa.40A H2L5)
99 (B mauHoOi 3asBke 0003Hauar0oT hSIRPa.40A H2L6)
89 (B manHoO# 3a1BKe 0003Ha4Yar0T hSIRPa.40A . H3L1)
91 (B manHO# 3as1BKe 0003Ha4YarOT hSIRPa.40A H3L2)
93 (B manHO# 3as1BKe 0003Hauyar0T hSIRPa.40A H3L3)
95 (B manHoO 3as1BKe 0003Hauar0T hSIRPa.40A H3L4)
97 (B manHO 3asBKe 0003Hauar0T hSIRPa.40A H3L5)
99 (B manHoO 3asBKe 0003HaUar0T hSIRPa.40A H3L6)
89 (B manHOI 3asBKe 0003HaUar0T hSIRPa.40A H4L1)
91 (B manHoOI 3asBKe 0003HaUar0T hSIRPa.40A H41.2)
93 (B manHOI 3a1BKe 0003HaUar0T hSIRPa.40A H4L.3)
95 (B manHoOI 3a1BKe 0003HaUar0T hSIRPa.40A H41.4)
97 (B manHoi 3a1BKe 0003HaUar0T hSIRPa.40A H4L5)
99 (B manHoi 3a1BKe 0003HaUar0T hSIRPa.40A H4L6)
89 (B manHoi 3a1BKe 0003Hauar0T hSIRPa.40A H5L1)
91 (B mauHoi 3asBke 0003HauaroT hSIRPa.40A H5L.2)
93 (B manHO# 3a1BKe 0003Ha4Yar0T hSIRPa.40A H5L3)
95 (B manHoO# 3a1BKe 0003Ha4Yar0T hSIRPa.40A H51L4)
97 (B manHoO# 3asBKe 0003Ha4Uar0T hSIRPa.40A H5LS)
99 (B manHoO 3asBKe 0003HaUar0T hSIRPa.40A H5L6)
89 (B manHOI 3asBKe 0003HaUar0T hSIRPa.40A H6L1)
91 (B manHO 3asBKe 0003HaUar0T hSIRPa.40A H6L.2)
93 (B manHO 3asBKe 0003HaUar0T hSIRPa.40A H6L3)
95 (B manHoOI 3asBKe 0003HaUarOT hSIRPa.40A H6L4)
97 (B manHoO 3a1BKe 0003HaUar0T hSIRPa.40A H6LS)

99 (B manHoOI 3a1BKe 0003HaUar0T hSIRPa.40A H6L6)

cootsercTByromemy SEQ ID NO.
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[0085] B mo0oM W3 ONMHCAHHBIX BBINIC BAPHAHTOB PCANH3AIMH BCKTOP SKCIPECCHH MOKET KOIHPOBATH
SKCIPECCHIO YEJIOBEUCCKOTO HIIM T'YMAHH3HPOBAHHOTO AHTHTENA, U BKIFOUACT IIOCIICIOBATCILHOCTH HYKJICHHOBBIX
KHCTIOT 711 00CHX TsDKEJIOH U JIerkoi neneii. B omHOM BapuaHTE peamn3aliii aHTHTENI0 peAcTaBaeT coboit 1gG. B
MPCANOYTUTC/IFHBIX BAPHAHTAX peamu3almu  aHtuteno mnpeacrasmaer cobort IgGl, 1gG2 wm IgG4, u
npeanouruTebHO npeacrasiater codoit 1gGl, 1gG2 umu 1gG4 uyenoseka. B HEKOTOPHIX BapHAHTAX PeaTH3ALMH
MOCNICIOBATEIPHOCTD JIETKOH LEMM BKIIOYACT IOCICAOBATCIBHOCTh KOHCTAHTHOTO JOMCHA JICTKOM LETH Kamma
YeIOBEKA WM JETKOH memu 1aMOJa 4ENOBEKa; M KAKAAd IMOCICAOBATCIBPHOCTh THKEIOH LEMH BKIOYACT

MOCJICAOBATCIFHOCTh KOHCTAHTHOM 001acTu [gG4 yemoBeka.

[0086] B HEKOTOPBIX MPEAMOUTUTEIBHBIX BAPHAHTAX PEATU3alUU BEKTOP SKCIMPECCHH KOJUPYET IKCIPECCHEIO
YEIOBCUCCKOTO WM TYMAHH3HPOBAHHOTO AHTHUTETA, B KOTOPOM MOCICIOBATCIBHOCTh HYKICHHOBOH KHCJIOTHI
Tspkenoii nenu ouaet SEQ ID NO: 9 u mocne10BaTe1bHOCTh HYKJICHHOBOH KHCIIOTHI JISTKOH nenu Brmodact SEQ
ID NO: 19, wimm, B KaKI0M Cly4ac, MOCICI0BATCIBHOCTD, 0 MCHBIICH Mepe Ha 90%, 95%, 97%, 98% umm 99%
uacHTHUHYH0 cooteercTRyromemy SEQ ID NO, w Hanboje¢ MPeaMOUYTHTSIBHO MPSACTAaBIACT coboii m3otum I1gGl,
1gG2 nmm 1gG4.

[0087] B HEKOTOPBIX MPEANOUTHUTENbHBIX BAPHAHTAX PEATU3aLHU BEKTOP SKCIMPECCHH KOJUPYET IKCIPECCHEIO
YEIOBEYECKOTO WJIM TYMAHH3HPOBAHHOTO AHTHTENA, B KOTOPOM IIOCICIOBATCIBHOCTh HYKICHHOBOH KHCIIOTHI
Tsokenoi e BkirouaeT SEQ ID NO: 15 u mocrenoBareIbHOCTh HYKJICHHOBOM KHCIIOTHI JIETKOH LETH BKITFOYACT
SEQ ID NO: 27, nin, B KaKIOM CIIydae, MOCICI0BATCIBHOCTS, 0 MEHBIICH Mepe Ha 90%, 95%, 97%, 98% wm 99%
uacHTHUHYH0 cooteercTRyromemy SEQ ID NO, w HanbGojee MPeamoUYTHTSIFHO MPEACTAaBIACT co00i m3otum 1gGl,
1gG2 nmm 1gG4.

[0088] B HEKOTOPBIX MPEANOUYTUTENbHBIX BAPHAHTAX PECATU3ALUU BEKTOP IKCIPECCHH KOJAUPYET IKCIPECCHIO
YETOBEUCCKOTO HMIH TYMAHH3HPOBAHHOTO AHTHTENIA, B KOTOPOM IIOCICAOBATEIPHOCTh HYKJICHHOBOH KHCIIOTBI
Tokenoi nenmu BkimouyaeT SEQ ID NO: 17 u mocrenoBare/IbHOCTh HYKJICHHOBOM KHCIIOTBHI JIETKOH LM BKIIOYACT
SEQ ID NO: 19, wiu, B Ka)I0M ClIy4ae, OCIeJ0BAaTCIbHOCTS, 0 MeHbIICH Mepe Ha 90%, 95%, 97%, 98% wmm 99%
HACHTHYHYIO cooTBeTCcTBYIOmEeMy SEQ ID NO wmm, B KaKI0M Clydae, OCIeI0BATCIbHOCTD, IO MCHBIICH MEpe Ha
90%, 95%, 97%, 98% wmu 99% wuaeHTHUHYIO cooTBercTBYHOIEMY SEQ ID NO, u HauGosice MpeamouTUTEIEHO
mpeactaBmaeT coooit m3otun IgG1, IgG2 umm IgG4.

[0089] B HEKOTOPBIX MPEANOUTUTEIbHBIX BAPHAHTAX PEATU3alUU BEKTOP SKCIMPECCHH KOJUPYET IKCIPECCHEIO
YEIOBEYECKOTO WJIM TYMAaHH3HPOBAHHOTO AHTHTENIA, B KOTOPOM IOCICIOBATCIBHOCTh HYKICHHOBOH KHCJIOTHI
Tsokenoif ey BkirouaeT SEQ ID NO: 79 w mocrenoBareIbHOCTh HYKJICHHOBOHW KHCIIOTHI JIETKOH LEH BKITFOYACT
SEQ ID NO: 89, nim, B KaKIOM CIydae, MOCICI0BATCIBHOCTD, 0 MCHBINCH Mepe Ha 90%, 95%, 97%, 98% wm 99%
uacHTHUHYHO cootBercTRyromeMy SEQ ID NO, w Hanbojee MPeamOUYTHTSIBHO MPSACTABIACT co0oit m3otun 1gGl,
1gG2 nmm 1gG4.

[0090] B HEKOTOPBIX MPEANOUTHUTENbHBIX BAPHAHTAX PECATU3aLHU BEKTOP SKCIPECCHH KOJUPYET IKCIPECCHEIO
YEIOBEYCCKOTO WM TYMAaHH3HPOBAHHOTO AHTHTENIA, B KOTOPOM IIOCICIOBATCIBHOCTh HYKICHHOBOH KHCIIOTHI
Tsokenoi ey BkiouyaeT SEQ ID NO: 79 u mocrenoBareIbHOCTh HYKJICHHOBOW KHCIIOTHI JIETKOH LEH BKIFOYACT
SEQ ID NO: 91, nim, B Ka5KI0M Clydae, OCICI0BATCIBHOCTD, 0 MEHBIICH Mepe Ha 90%, 95%, 97%, 98% wmm 99%
uacHTHUHYI0 cooteercTByromemy SEQ ID NO, u HanbGojee mpeamoyYTHTEIbHO IpeAcTaBIIeT coboit m3otun 1gGl,
IgG2 nmm 1gG4.
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[0091] B HEKOTOPBIX MPEANOUTHUTEIBHBIX BAPHAHTAX PEATH3ALMH BEKTOP SKCIPECCHU KOAUPYET IKCIPECCHIO
YEJIOBEYECKOTO WM TYMAaHHM3HPOBAHHOTO AHTHTENA, B KOTOPOM IIOCICIOBATCIBHOCTh HYKICHHOBOH KHCIIOTHI
Tsokenoi e BkmouyaeT SEQ ID NO: 79 u mocrrenoBare/IbHOCTh HYKJICHHOBOH KHCIIOTHI JIETKOH LETH BKIIOYACT
SEQ ID NO: 95, unu, B KaKI0M Clydae, OCIeI0BATCIBHOCTD, 0 MEHbINCH Mepe Ha 90%, 95%, 97%, 98% wmun 99%
uacHTHUHYI0 cootsercTByromeMy SEQ ID NO, u HaubGosee mpeanmoyUTHTEIbHO IpeaAcTaBieT coboit mzotun 1gGl,
1gG2 nmm IgG4.

[0092] B oxHOM BapHaHTE peamu3alUy KJICTKA-XO3SHMH NMPEACTABIICT COOOH KICTKY SHYHHKA KHTAHCKOTO
xommuka (CHO). B ogHOM BapHaHTE peaiu3aliy KICTKA-XO3AUH IMPESACTABIACT COOOH KICTKY MJICKOIHTAKOIICTO
(HampuMep, KIETKY YelIOBeKa, Takyro kak kimerka HEK293, kiaetky xomska, Takyio kak kiaetka CHO, u 1.1),
OaxkTepHaATBHYIO KICTKY (HampuMmep, KICTKy F. coli), KIeTKy aposoked (Hanpumep, KIeTky Pichia pastoris, u T.1.),
KICTKY pacTCHHA (HampuMmep, KICTKy Nicotiana benthamiana) u 1.1, KIeTku MICKOMHUTAIOIMX MPCIMOYTHTCTHHEI

6arogaps HanOoIee OIArONPHATHBIM MATTCPHAM TITHKO3HINPOBAHU.

[0093] B cooTBercTBHH C HACTOANIMM H300PETCHUEM TAKXKE MPEATIOXKEHB! (papManeBTHUCCKHE KOMITO3HIINH,
COACpXKAIE AHTHTEIO HIH €r0 AHTHICHCBA3BIBAIOLIME ()parMEHT COIVIACHO HACTOAMIEMY H300pPETCHHIO H

(hapMALECBTHYCCKH MPUSMJICMBbIH HOCHTE/Ib WITH Pa30aBUTE b .

[0094] B omHOM BapHaHTC pPCATH3AUWH KOMIOSHIMA COACPKHT OJWH WIH O0NCe JOMOJHHUTCTEHBIX
TEPANeBTUUCCKUX arcHTOB. B OTHOM BapHaHTE peani3aliy JOTIOTHUTCIbHBIN TCPANCBTHUCCKUH arcHT BBIOPAH U3
TPyIIIbI, cocTosAmed m3: aHTurena nmpotus CD27 WM €ro aHTHICHCBS3BIBAOIICTO (PparMeHTa; aHTHTENA MPOTHB
LAG3 wumm ero aHTuUreHCBA3BIBArOIIETro (pparmenra; anturena npotus APRIL mim €ro aHTHTCHCBA3BIBAOIICTO
(parmenTa; anturena npotus TIGIT wnu ero anTureHeBA3bIBaroInero (hparmenra; anruresna npotus VISTA mmu ero
AQHTUTCHCBA3BIBAIOLIETO (pparmenTa; anTuTena NpoTHB BTLA niu ero aHTUIeHCBA3BIBAIOLIETO (PparMeHTa; aHTUTEIA
npotuB  TIM3 wmm ero aHTWreHcBssbBaromero (parmenra;, anrutena npotuB CTLA4 wmm  ero
AQHTUTCHCBA3BIBAIOLICTO (pparMeHTa; anTuTea npoTus HVEM 1t ero aHTUTCHCBA3BIBAIOIIETO (PparMeHTa; aHTHTEIA
nporuB  CD70 mmi ero aHTHreHCBA3bIBAOmEro (pparmenra; anrurena mnporus CDI137 wm  ero
AHTHUI'CHCBA3BIBAIOIIETO (pparmenTa; antuTena npotis OX40 WM ero aHTUTCHCBA3BIBAIOINETO (PparMeHTa; aHTHTEIA
npotus CD28 win ero aHTHICHCBS3BIBAOIIETO (PparMeHTa; aHTuTeAa NpoTuB PD1 MM €ro aHTUTCHCBA3BIBAIOIICTO
(parmenTa; antutena npotus PDL1 wim ero aHTUreHCBA3BIBAIOINETO (pparMeHTa; anTHTeaa npotus PDL2 wm ero
AQHTHTCHCBS3bIBArOMIEro (pparmenTa; anrureia npotus GITR wim ero aHTHICHCBA3BIBAOINETO (PparMEHTA;, AHTHTEIA
npotus ICOS wmy ero aHTHIEHCBA3BIBAOIETO (PparmenTa; anTuTesna mpoTus ILT2 wimm ero aHTUTeHCBA3BIBAIOIIETO
(parmenTa; anTuTena npotus ILT3 mm ero aHTHIeHCB3BIBAOIIETO (pparMeHTa; anTutena npotus ILT4 wmm ero
AQHTHTCHCBS3BIBAOMIETO (pparMenTa; anTHTena MpoTHs ILTS wim ero aHTHIeHCBA3BIBAIOINETO (PParMeHTa; aHTHTEIA
npotus  4-1BB mwm ero antureHcessbBaromero (parmenra; amturena mpotus NKG2A wm  ero
AQHTHTCHCBS3bIBafOmEro (parmenra; anrurena npotue NKG2C wimm ero aHTHTCHCBA3BIBAOLICIO (PParMeHTA,
antutena mpotuB NKG2E wnm ero aHTHreHcBs3bIBaromero (parmenra; awrurena mpotus TSLP mmm ero
AQHTHTCHCB3BIBArOMIETo (pparmenTa; anTurena nmporus [L-10 wmm ero antureHeBs3piBaroniero (pparmenra; 1L-10
neruaupoBanHoro IL-10; aroHmcra (HampHMEp, ATOHHCTHYCCKOTO AHTHTENA HIH €r0 AHTHTCHCBA3BIBAIOLICTO
(hparMeHTA WM PACTBOPHMOTO THOPHAHOTO Oenka) penentopHOro 0eaka TNF; mMMyHOTT00Y TMH-IOJ00HOTO OCIIKa;
peuenTopa IMTOKWHA, HWHTCTPHHA, AKTHBHPYIOMMX JHM()OUHTHI CHTHATBHBIX MOJICKYJT (O6emkoB SLAM);
axrusupyromero NK-kimerky penentopa; Toll-mogobHoro peuenropa; OX40; CD2; CD7; CD27; CD28; CD30;
CDA40; ICAM-1; LFA-1 (CD11a/CD18); 4-1BB (CD137); B7-H3; ICOS (CD278); GITR; BAFFR; LIGHT; HVEM
(LIGHTR); KIRDS2; SLAMF7; NKp80 (KLRF1); NKp44; NKp30; NKp46; CD19; CD4; CD8-amspa; CD8-6cta;
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IL2R-6era; IL2R-ramma; IL7R-amp(a; ITGA4; VLAL;, CD49a; ITGA4; 1A4; CD49D; ITGA6; VLA-6; CD49f;
ITGAD; CD11d; ITGAE; CD103; ITGAL; ITGAM; CD11b; ITGAX; CD11c; ITGB1; CD29; ITGB2; CD18: ITGB7:
NKG2D; NKG2C; TNFR2; TRANCE/RANKL; DNAM1 (CD226); SLAMF4 (CD244; 2B4), CD84; CD9%6
(TACTILE); CEACAMI; CRTAM; Ly9 (CD229); CD160 (BY55); PSGL1; CD100 (SEMA4D); CD69; SLAMF6
(NTB-A; Lyl08); SLAM (SLAMF1, CD150, IPO-3); SLAM7; BLAME (SLAMF8); SELPLG (CD162); LTBR; LAT;
GADS; PAG/Cbp; CD19a; nuranza, kotopsrii cienuduaao cs3siactcs ¢ CD83; uaruburopa CD47, PD-1, PD-L1;
PD-L2; CTLA4; TIM3; LAG3; CEACAM (manpumep,; CEACAM-1, -3 w/umu -5); VISTA; BTLA; TIGIT; LAIR1,

IDO; TDO; CD160; TGFR-6eTa; 0 HHKIH4YECKOTO JUHY KJICOTHAA WK APYTOTO arOHACTa CHrHAIBHOTO yTH STING.

[0095] HacTosmuee wW300peTCHHE TAKKS BKIIOYACT KOMOWHALMIO, BKTIOYAKOINYED AHTHTCIIO WJIH CrO
AQHTHTCHCBS3BIBAONIME (PPArMEHT COTJIACHO HACTOSINEMY H300PETCHHIO H BTOPOC AHTHTEJNO, KOTOPOE HHIYLHPYET
AHTHTCJI03aBHCHMYI0 OMOCPCIOBAHHYIO KICTKAMH IUTOTOKCHYHOCTH (A3KLI), mpu 3TOM YKA3aHHOC AHTHTCIIO HITH
€r0 AHTUTCHCBA3BIBAIOINE (DPAaTrMEHT COTJIACHO HACTOSINEMY H300PCTCHHIO NMOBBIMIACT OTOCPESIOBAHHOE BTOPBIM
AQHTHTENIOM pPa3pylICHHE KICTOK. AHTHTEIO3aBHCHMAs ONOCPEIOBAHHAT KICTKAMH IHTOTOKCHYHOCTH (A3KL)
MPECTaBBIET COOOH MEXaHW3M OINOCPEAOBAHHOH KJICTKAMH WMMYHHOW 3aIOUTHI, IIOCPEACTBOM KOTOPOTO
3(peKkTopHaT KJICTKA HMMYHHOH CHCTEMBI AKTHBHO IH3UPYET IIEJCBYIO KICTKY, AHTHICHBI HA MOBEPXHOCTH
MeMOpaHbl KOTOPOH ObLTH CBsI3aHBI crenuduyeckumu aHTHTedaMu. Yacto cumrarot, uto A3KIL] omocpemosaHa
KJIIETKaMH-ecTeCTBEHHBIME Kruutepamu (NK), Ho JeHApHUTHBIC KICTKH, MAKpo(ary, MOHOIIUTHI M TPAHYJIOIHTHI TAKKE

moryT omocpenosars A3KLI.

[0096] Hactosmee wu300peTeHHE Takke BKIIOYACT KOMOMHALMIO, BKTIOYAOIIVE) AHTHTCIIO WM CrO
AQHTHUTCHCBA3BIBAIONIMI (PPArMEHT COTJIACHO HACTOSINEMY M300PETCHUIO H BTOPOC AHTHTENO, KOTOPOE HHIYLHPYET
A3K®, mpu 3T0M YyKa3aHHOC AHTHUTEIO WM C€r0 AHTUTCHCBA3BIBAIOIMN (DPArMCHT COTJACHO HACTOSAIICMY
H300pETCHUIO  MOBBIIIACT  ONMOCPEAOBAHHBIH  aHTHTENAMH  (DArOLUTO3  KJICTOK  BTOPBIM  AHTHTEIIOM.
AnTHTENnO3aBHCUMBIH omocpenoBaHHBIH Kiaetkamu  (aromuro3 (A3K®) mpeacraBmier coOo  MeXaHH3M
ONOCPECIOBAHHOW KJICTKAMH HMMYHHOH 3aIUTHI, C TOMOIIBIO KOTOPOTO KJICTKH-MHIICHH YHHYTOXKAIOTCS
NOCPEICTBOM OIIOCPEAOBAHHOTO TIPAHYJOIHTAMH, MOHOLMTAMHE, ICHAPUTHBIMU KJICTKAMH HIM Makpodaramu

(paronuro3a.

[0097] Krnerku-ectrectBennpie kumiepbl (NK) urparoT riapHyro poib B HMMYHOTEpPANHH paka, KOTOpas
BKJIFOYACT HAICTHUBAHHC HA AHTHTCH ONMYXOJH C TOMOINBID MOHOKIOHAMBHBIX aHtutenl (MAT). B kxoHTCKCTE
HaneauBaHuA KIeTOK NK-KIeTKH MOKHO “crienu()MyHO aKTHBHPOBATh MOCPEICTBOM HEKOTOPHIX Fc-penmenTopos,
KOTOPBIC 3KCIIPSCCHPYIOTCS HA MMOBCPXHOCTH JAHHBIX KICTOK. NK-KieTkn MOTyT 3kcnpeccupoBats FCyRIIIA w/mmm
FcyRIIC, xoTOpble MOTYT CBA3BIBAaThCS C FC-00MacTbi0 NMMYHOTIIOOYIMHOB, IIepeaaBas aKTHBHPYIOIIUE CHIHAJbBI
BHyTpu NK-kierok. Ilocme akrmearum mocpeacTBoM Fc-penenTopoB aHTUTENAMH, CBA3AHHBIMH C KIICTKAMH-
mumeHsMH, NK-KIeTki CriocoOHBI JTM3HPOBaTh KICTKH-MUIICHA O€3 NMPHMUPOBAHUS W CEKPETHPOBATH IIUTOKHHBI,
Takue Kak HHTEP(EepoH-raMMa, Uil NPUBJICUCHHA KJICTOK MPHOOPETCHHOTO HMMYHHTETA. AHATOTHYHBIM 00pa3oM,
Makpo(aru, accomumpoBaHHBE C OmMyx0Jdbr0 (MAO), 3KCIPECCHPYIOT PCLCHTOPHI HA MOBEPXHOCTH, KOTOPHIC
CBA3BIBAOTCA C Fc-()parmMeHTamMm aHTHTET W MO3BOJLIIOT MM Yy4acTBOBaTh B AT-3aBHCHMOH oOmoOCpenoBaHHOM
kierkamu muToTokcuuHocTH/ (paronmroze (A3KL/A3K®). Tak kak mepemaua curHana SIRPo/CD47 mHaynupyet
oTBeT “He emb MeHS , KoTopslii cHIKaeT A3KL/A3K®, GnokupoBaHne NAaHHONW IEpEIayH CHTHANA AHTHTEIAMH
npotus SIRPo. HIIH aHTHICHCBS3BIBAIOIIMH (PPArMEHTAMH COTJIACHO HACTOAMIEMY H300PETCHHIO MOKET MOBBIIIATH
A3KI] B OTHOIICHHH OIYXOJCBBIX KJICTOK, HECYHIMX AHTHICHHYIO ICTCPMMHAHTY, Ha KOTOPYIO HAIPABICHO

TEPaNeBTHYECCKOE AHTHTEIO.
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[0098] Taxue A3KL/A3K® kak MeXaHH3M ACHCTBHA MOKHO MPUMCHATD I JICUCHUS PA3IHIHBIX BUIOB Paka
U HHQEKUHOHHBIX 3a0o0ncBaHui. Tummunsli mepeucHs MHAyLUpyommx A3KL/A3K® antHTeNl H KOHBIOTATOB
AQHTHUTCJ, KOTOPhIC MOKHO KOMOWHHPOBATH C AHTHTCJIAMH HIH AHTUTCHCBA3BIBAIOIMUME (PPAarMCHTAMHU COTJIACHO
HACTOAMIEMY H300pPETCHMIO, BKIIOYACT, HO HE OTPAHHYCH MCPCYHCICHHBIMH AHTHTEIAMHU: PHTYKCHMAO,
yomutykcumad, maprerykcumad, IMGN-529, SCT400, seary3ymad, obunytysymad, ADCT-502, Hul4,18K322A,
Hu3F8, quayTykCcHMab, TpacTy3ymab, uerykcumad, purykcumab-RLI, ¢.60C3-RLI, Hul4.18-1L.2, KM2812, AFM13,
u (CD20),xCD16, spaotunu® (Tapuesa), mapaTyMyMma0, aaeMTy3ymal, mepry3yMad, OpeHTYKCHMa0, 3710Ty3ymao,
ubpurymomad, wupadoTysymad, Qaprety3ymad, OTICpTy3ymad, KapoTykcumad, smparty3ymMad, HHEOHIH3ymao,
aympety3yma0, 4G7SDIE, AFM21, AFM22, LY-3022855, SNDX-6352, AFM-13, BI-836826, BMS-986012, BVX-
20, moramymusymad, ChilLob-7/4, neiikoTykcumad, miarykcumad, DS-8895, FPA144, GM102, GSK-2857916,
IGN3523, IT1208, ADC-1013, CAN-04, XOMA-213, PankoMab-GEX, chKM-4927, IGN003, IGN004, IGN005,
MDX-1097, MOR202, MOR-208, onmopty3yMa0, >HCHTYKCHMAO, BCIOTHH (AJUCTPHC), HOPUTYMOMAO THYKCCTaH,
ABBV-838, HuMax-AXL-ADC u amo-tpacty3yMa0 3MTaH3WH (Kaacuia). THMHIHEIH ICPEUCHB IICICBBIX AHTUTCHOB
s TakuX wHAy oupyromux ASKI/A3K® antuTen BKITOYACT, HO HC OTPAHHUCH NCPCUUCIICHHBIMH AHTHTCHAMM:
AMHR2, AXL,BCMA, CAIX, CD4,CD16,CD19, CD20, CD22, CD30, CD37, CD38, CD40, CD52, CD98, CSFIR,
GD2, CCR4, CS1, EpCam, EGFR, EGFRVIII, >unormiH, EPHA2, EphA3, FGFR2b, penentop (pommeBoii KHCTOTHI
amp(pa, ¢pykosun-GM1, HER2, HER3, IL1RAP, anturcH muenomei-kamma, MS4Al, penentop mponaktuHa, TA-
MUCI1 u PSMA.

[0099] B HEKOTOPHIX BapHaHTaX PeajW3allid BTOPOC AHTHUTEIO HIH €I0 AHTHUTCHCBA3BIBAIOINUN (PparMeHT
uHAynupyeT A3K®. McKiIOYHTEIbHO B KAUECTBE MMPUMEPA TAKHE AHTHTENA MOKHO BBIOPATh W3 TPYIIIIBL, COCTOAIICH
u3 purtykcmmada, yOnurykcmmaba, MaprerykcuMata, IMGN-529, SCT400, searyzymaba, oOuHyTy3yMada,
TpacTy3ymaba, nerykcumada, amemry3ymada, udpurymomada, (apiaeryzymaba, mHeOMIH3yMada, TyMpeTy3ymaoa,
4G7SDIE, BMS-986012, BVX-20, moramyiu3zymata, ChiLob-7/4, GM102, GSK-2857916, PankoMab-GEX, chKM-
4927, MDX-1097, MOR202 u MOR-208.

[00100] B BapmaHTax peanmzaiyd, B KOTOPBIX AHTHTEIA WM AHTHICHCBS3BIBAIOINUC (DPArMEHTHI COTJIACHO
HACTOANIEMY H300pCTCHHIO KOMOMHHPYIOT ¢ oxHHUM miu Oonee wmHaynupyrommmu A3KI/A3K® antutenamu u
KOHBIOTATAMH QHTHTCJ, TAKHC KOMOHMHAIMH TAKKE MOKHO HEOOA3aTCIBHO TPHMCHATH B COYCTAHHH C
JOMOJTHATETbHBIM TCPANICBTHYCCKAM arcHTOM HIIH TCPANCBTHUCCKOH MpoLeAypoil. B omHOM BapuaHTe peamu3anuu
JOTIOJTHATEIbHBIH TEPANICBTHYCCKUH arcHT BBIOPAH W3 TPYIIIBI, cocTosAmeH m3: aHtuTena mpotuB LAG3 wmm ero
AQHTHTCHCBS3BIBArOMIEro (hparmenta; anturena npots APRIL wmm ero aHTUTeHCBA3BIBAIOIIETO (PParMeHTAa; aHTHTEIA
npotus  TIGIT wm ero aHTHreHCBA3BIBAIOIETO (parmeHTta; anrturena mporuB VISTA wmwmm  ero
AQHTHTEHCBS3BIBArONIETo (pparmenTa; antuTena npots BTLA nin ero aHTHTCHCBA3BIBAIOMIETO (PparMeHTa; aHTHTENIA
nporus  TIM3 wmm ero aHTtureHcBs3bBaromero (parmenra, anrumrena mnporus CTLA4 wmm  ero
AHTHTEHCBS3bIBarONIEro (hparmenra; anTuresna npotus HVEM mimi ero aHTUTeHCBA3BIBAIOIIETO (PparMeHTa; aHTHTEIA
npotus  CD70 wmm ero aHTHICHCBA3BIBAMOmETO (parmenra, anrurena mnporus CDI137 mm  ero
AQHTHTCHCBS3BIBAONIETO (pparmenTa; anTurena mpotus OX40 WM ero aHTHICHCBABIBAIOINETO (PparMeHTa; aHTHTENIA
npotus CD28 wim ero aHTHICHCBS3BIBAIOIIETO (pparMeHTa; anTuTeNa npotus PD1 1imi €ro aHTUTEHCBA3BIBAIOIIETO
(parmenTa; aarurena npotus PDL1 uim ero aHTUreHCBA3BIBAIOINETO (pparMeHTa; aHTHTeaa npotus PDL2 wm ero
AQHTHTCHCBA3bIBAONIEro (pparmenTa; anrurena npotus GITR uiu ero aHTHIEHCBA3BIBAIOINETO (PPAarMEHTA; AHTHTEIA
mpotus [COS wim ero aHTHICHCBABBIBAOIIETO (pparMeHTa; anTureaa mpoTHs ILT2 wim ero aHTUTCHCBA3BIBAIOIICTO

(parmenra; anTutena npotus ILT3 mmm ero aHTHreHCBs3bIBAIOIIETO (pparMeHTa; anTHTeNa npoTtus ILT4 wmm ero
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AQHTHTCHCBA3BIBAIONICTO (hparMeHTa; antuTesa npotus ILTS niim ero aHTHIeHCBA3BIBAIOINETO ()pAarMeHTA; H AHTHTEIA
npotus 4-1BB wmm ero antureHceaseBaromiero (parmenrta; anturena npotuB NKG2A  wm  ero
AQHTUTCHCBA3bIBAOMIEro (parmenta; anrurena npotus NKG2C ummM ero aHTHTCHCBA3BIBAIOLICIO (PparMeHTa,
antutena mpotuB NKG2E wmiam ero aHTHUICHCBA3BIBAIOLICTO (hparMeHra; anrurenaa mpotuB TSLP mmm ero
AQHTUTCHCBA3BIBAIOMICTO (pparmMeHTa; anTHTeNa mpotus IL-10 uam ero aHTHreHCBA3BIBatOINEro (parmeHra; u IL-10

WM neruposanHoro 1L-10.

[00101] B CoOTBETCTBHH C HACTOSIIHM H300PCTCHHCM TAKKEC MPEAJIOKEHBI COCYJ HIH YCTPOWCTBO UIA
HHBCKIHH, COACPIKAIIUE TF000¢ U3 HANpaBJICHHBIX NpoTuB SIRPO aHTHTET HITH AHTHTCHCBA3BIBAONINX (DPArMEHTOB

COTJIACHO HACTOSILIEMY H300PESTCHHUIO.

[00102] B COOTBCTCTBHH C HACTOAIINM H300PCTCHHEM TAKKE IMPEIIOKCH CIOCOO MOMYUCHHSA HANPABICHHOTO
nporus SIRPo aHTHTENna WIM AHTHICHCBA3BIBAIOIIETO (DParMEHTA COITIACHO HACTOAMIEMY H300PETCHHIO,
BKJTIOYAOIINN: KyJbTHBHPOBAHHE KICTKH-XO34HHA, COACPKAIICH MONHHYKJICOTUA, KOJAHPYIOIIHH TSLKEIYHO ICTh
H/HITH JIETKYFO IIETTh AaHTUTEJIA COTJIACHO HACTOSIIEMY H300PETCHHIO (MITH €TO AaHTHTCHCBA3BIBAIOINMN (pparMeHT), Ipu
VCIIOBHSAX, ONATONPHATHBIX IS SKCHPECCHH NMOJHHYKJICOTHIA, W HEOOA3aTCIBbHO BBIICICHHE AHTUTENA HIIH €TI0
AHTHTCHCBA3BIBAIOMICTO (DparMCHTA W3 KICTKH-XO3fAMHA W/HWIH KyJIbTYpadbHOH cpeasl. B omHOM BapmaHTe
peau3aniy MONMHHYKJICOTHA, KOJUPYIOIMUH TLKEAYI0 LEHb, H MOJHHYKICOTHA, KOAMPYIOLIHH JICTKYIO IICIb,
HAXOJATCS B OJHOM BEKTOpe. B ApyromM BapuaHTe peanu3alyy NOTHHYKICOTHZ, KOJUPYIOLUHH TSHKEAYIO LEHb, H

MOJTMHY KJICOTH/, KOAUPYIOMIHHA TETKYIO OEIb, HAXOAATCS B PA3IHIHBIX BEKTOPAX.

[00103] B cooTBeTcTBHH ¢ HACTOSAIHM H300PCTCHHEM TAaKKE NPCIIOKCH CHOCOO JICUCHHUSA paka y
HYKJAIOIIETOCS B 3TOM CyOBEKTa, BKIIOYAIONIMI BBCACHHE YKA3aHHOMY CYOBEKTY 3((EKTHBHOTO KOJIHUECTBA
HampasjiacHHOTO mnpotuB SIRPo aHTHTEIa HWIM AHTHICHCBASHIBAIOMICTO (DParMCHTA COTJIACHO HACTOAIICMY

I/I306peTeHI/IIO, HEO0O0A3aTEIbHO B COUCTAHUH C JAOTOTHUTC/IBHBIM TCPANICBTHICCKUM arCHTOM HJIH TepaHeBTH‘[eCKOﬁ
MPOLICAYPOH.

[00104] B oxHOM BapmaHTe peanu3auuy CyOBEKT, KOTOPOTO HY>KHO JICUHTH, MPEACTABIACT OO0 yenoBeka. B
OJHOM BAPHAHTE DPEATH3ALMH JONOJHHTCIBbHBIH TEPANECBTUYECCKUIl areHT BHIOPAH H3 TIPYIIBI, COCTOSMICH H3:
antutena mpotuB LAG3 wmim ero aHTureHcBs3biBaromiero (pparmenra; anrturena mpotus APRIL wmm ero
AQHTHTCHCBS3bIBArOMIEro (pparmenra; antutena npotus TIGIT win ero aHTHTCHCBA3BIBAIOMIETO (PPArMEHTa; AaHTHTEIA
mpotuB  VISTA wmm ero aHTHreHCBs3BIBAOWICro  (pparmeHra, anrurena mnpotus BTLA  wmm  ero
AQHTHTCHCBS3BIBAIOMICTO (pparMeHTa; antuteaa npotus TIM3 nim ero aHTHICHCBA3BIBAOINETO (PparMEeHTA;, AHTHTEIA
npotuB CTLA4 wm ero aHTureHCBs3piBaromero (parmeHra; anrtutena nporus HVEM  wm  ero
AQHTHTEHCBS3BIBAOMIETO (pparmeHTa; anTurena npoTus CD70 nin ero aHTHICHCBA3BIBAIOIIETO (PPAarMEHTA; AaHTHTEIA
npotus  CD137 wnmm ero aHTUreHCBA3BIBAIOIETO (pparmenrta, adrtutena mnpotus OX40 mwm  ero
AQHTHTCHCBS3BIBAIONICTO (pparMeHTa; anTuTena mpoTus CD28 iy ero aHTHICHCBA3BIBAIOIIETO (PParMEHTA; AaHTHTEIA
npotus PD1 wam ero anTureHCBA3pIBaOmEro gpparMenTa; anrurena mpotus PDL1 uim ero aHTUTeHCBA3BIBAIOIIETO
(parmenTa; arrurena npotus PDL2 wimm ero anTureHeBA3bBaromero (pparmMeHra; anrurena npotus GITR wmm ero
AQHTHTCHCBS3BIBAONICTO (pparMenTa; antureia npotus [COS uim ero aHTHTEHCBS3BIBAIOMIETO (PPATMECHTA;, AHTHTEIA
npotus ILT2 wmu ero aHTHTEHCBA3BIBAIOINETO (pparMeHTa; anTurtesna mpotus ILT3 uim ero aHTUTeHCBA3BIBAIOINETO
(parmenTa; anTutena npotus ILT4 wmm ero aHTHreHCBA3BIBAOIIETO (pparMeHTa; anTHTENA npoTtB ILTS wmm ero
AQHTUTCHCBA3BIBAIOLICTO (pparMeHTa, M aHTHTENna npoTusB 4-1BB mim ero aHTUTeHCBA3BIBAIOIIETO (PparMeHTa,

antutena nmpotuB NKG2A wminm ero aHtureHcBsA3bpIBaroInero (parmenra; anrurena npotus NKG2C wmm ero
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aHTHTCHCBs3bIBarOmEro (parmenra; anrurena npotuB NKG2E wim ero aHTHTCHCBA3BIBAIOMICIO (DParMeHTa,
antutena mpotuB TSLP mim ero aHTuUreHCBsA3bIBaroIIEro (pparmeHra; anrurena nporus IL-10 mmm ero

aHTUTEHCBs3bIBarOmEro (gpparmenta; u I1L-10 wmm nerumposanHoro I1L-10.

[00105] B COOTBEeTCTBHH C HACTOAIUM H300PETCHHCM TAKKe MPEUIOKCH CIOCO0 JICUCHUS HH()CKUMU HIH
HH(PECKIMOHHOTO 3a00/IcBaHUA V CyOBEKTa, BKIFOYAIOIUHA BBCACHHC YKA3aHHOMY CYOBEKTY 3(P(PEeKTHBHOTO
KOJIHYECTBA AHTHTENIA HIM €r0 AHTUICHCBA3BIBAIOINETO (PparMeHTa COIVIACHO HACTOAINEMY H300pPETCHUIO,
HEOOS3aTCIPHO B COYCTAHHH C JOTIOJTHHTEILHBIM TCPANCBTHUCCKUM ar¢HTOM HJIH TSPANeBTHYCCKON Mponeaypoii. B

OJTHOM BAPHAHTC PCATH3AILMH CYOBEKT, KOTOPOTO HYIKHO JICUUTh, MPSACTABICT COOO0H HeIoBeKa.

[00106] B oxHOM BapHaHTC pPCaH3ALMU JOMOJHHTCIBHBIA TCPANCBTHUCCKHN ATCHT BHIOPAH W3 TPYIIIHL
cocrosmei u3: anrurena npotus LAG3 wim ero aHTHIeHCBA3BIBAOIICTO (PparMeHTa; antureia npotus APRIL mm
€r0 aHTUICHCBA3BIBAIOINETo (pparmenra; antureia npotus TIGIT wiam ero aHTHIEHCBS3BIBAIOINETO (PPArMEHTA,
antutena mnpotuB VISTA wim ero aHTHreHCBA3BIBAIOIIETO (pparMeHTa; anturena mnpotus BTLA wmm ero
AQHTHTCHCBS3BIBAIONICTO (pparMeHTa; antutesa npotus TIM3 nimm ero aHTHICHCBA3BIBAOINETO (PParMEHTA; AaHTHTEIA
npotuB CTLA4 wmm ero aHTureHcBs3piBaromero (parmenra; anrurena nporms HVEM  wm  ero
AQHTHTEHCB3BIBAONIETO (pparMeHTa; anTurena npotus CD70 nin ero aHTHICHCBA3BIBAIOIIETO (PParMEHTA; AaHTHTEIA
npotus  CD137 wnmm ero aHTUreHCBA3BIBAIOIETO (pparMeHrta, asrtutena npotus OX40 mm  ero
AQHTHTCHCB3BIBAONIETO (pparMeHTa; anturena mpotus CD28 iy ero aHTHICHCBA3BIBAIOIIETO (PPAarMEHTA; AaHTHTEIA
npotus PD1 wan ero aHTUreHCBA3BIBAIOIETO (parMenTa; anTurena mpotus PDL1 uim ero aHTUTeHCBA3BIBAIOIIETO
(parmenra; arurena nporus PDL2 uimm ero aHTureHeBA3bIBaromero (pparmMeHra; anrurena npotus GITR wmm ero
AQHTHTCHCBA3BIBAIONICTO (pparMeHTa; antuteaa npotus [COS uim ero aHTHTEHCBSI3BIBAIOMICTO (PPArMECHTA; AHTHTEIA
npotus ILT2 wmu ero aHTUTCHCBA3BIBAIOINETO (pparMeHTa; anTureaa npotus ILT3 uim ero aHTUTeHCBA3BIBAIOILETO
(parmenra; antutena npotus ILT4 wimm ero aHTHreHCBs3bIBAIOIIETO (pparMeHTa; anTHTeNa npoTtus ILTS wmm ero
AQHTUTCHCBA3BIBAIOMICTO (PparMeHTa; W aHTHTeNna npotusB 4-1BB mmm ero aHTUTCHCBA3BIBAIOIIETO (DparMeHTa,
anrurena npotus NKG2A wiom ero aHTUIeHCBS3BIBAIOIIETO (pparmMeHta;, anturena npotuB NKG2C wmm ero
AQHTUI'CHCBA3BIBAIOIIETO (pparmenTa; anTtHTena NpotuB NKG2E mim ero aHTUICHCBA3BIBAIOINETO (PParMeHTa;
anrurenanporys TSLP HiIM ero aHTHICHCBA3BIBAIOINETO (pparMeHTa, aHturena mporus IL-10 mm  ero

AHTHTCHCBs3bIBarOIIEro (pparmenta; u IL-10 wim nerummaposanHoro 1L-10.

[00107] B cooTtBercTBHE ¢ HACTOSIIUM H300PETCHHEM TAKKE MPEIJIOKEH CIIOCO0 OOHAPYKCHHUS MPUCY TCTBHS
nenrriaa SIRPo wmm ero pparmenTa B 06pasiie, BRIFOUAKOINNI MPHBEACHAC B KOHTAKT 00pa3La C aHTHTEIIOM HITH €T0
AQHTHTCHCBS3HIBAOIMM (DPArMEHTOM COTJIACHO HACTOSIIECMY H300PETCHHIO W ACTCKTHPOBAHHC TPHCYTCTBHS
KOMIIIEKCA MEKAY YKA3aHHBIM AHTHTEJIOM WIH (PparMEHTOM H IENTHIAOM, MPH 3TOM OOHAPYKCHUE YKA3aHHOTO

KOMIIJIEKCA CBUICTEIBCTBYET O mpUcyTCTBUH Ientuaa SIRPa.

KPATKOE OITUCAHUE ®UT'YP
[00108] Ha ¢wur. 1 m3o00pakeHa mepeKpecTHAs PEaKIUOHHAS CHOCOOHOCTh AOCTYIHBIX [UIA NMPHOOpPETECHHA
antuTen, HanpaeiacHHBIX npotus hSIRPo, mo orromenmro x hSIRPP1 m ammems-cnenm(puieckoe CBA3BIBAHHUE C

hSIRPaV1 u hSIRPaV2.

[00109] Ha ¢ur. 2 nzobpaskena peakuuonHas ciocodHocTs anTuTeaa KWAR23 no orHomenmo k hSIRPaV1,
hSIRPaV2, hSIRPB1 u hSIRPy.
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[00110] Ha ¢wur. 3 m300pakeHa peaknuoHHas criocoOHOCTh KioHa aHTuTena hSIRPo.50A mo oTHOmeEHmIO K

pazmraabM auiesM hSIRPa.

[00111] Ha ¢ur. 4 w3o0pakeHa cnocoOHocTs aHtutena hSIRPo.50A  OnokupoBaTh  CBA3BIBAHHC

pexomOuHanTHOTO 6ennka hCD47/Fc ¢ skenpecCHpOBaHHBIM Ha MMOBEPXHOCTH KiIeTku hSIRPo.

[00112] Ha ¢ur. 5A u ¢ur. 5B uzo6paskeHo csaspiBanue antutena hSIRPo.50A ¢ mepBUYHBIMI 000TAICHHBIMH

CD14+ MOHOLMTAMH YEIOBEKA.

[00113] Ha ¢ur. 5C u ¢ur. 5D uzob6paxena cmocoOHocTs antutena hSIRPo.50A OnokupoBaTh CBS3bIBAHUC

hCD47 ¢ nepsuunbiMu oborameHHsME CD 14+ MOHOIIMTAMH YCTOBEKA.
[00114] Ha ¢ur. 6A m300paxkero cesa3piBanne aHTHTE 1A hSIRP0.S0A ¢ IepBHYHBIMHE IPAHYIOHUTAMH YCIOBCKA.

[00115] Ha ¢ur. 6B m300pakeH (Paromuro3 OMyXOJICBBIX KJICTOK NCPBHYHBIMH TPAHYJIOIHUTAMH HCIIOBCKA B

MPUCYTCTBUH PUTYKCcHMaba 1oc win MuHyc anTuTeno hSIRPa.50A.

[00116] Ha ¢ur. 6C m306paskeH (Paromuro3 OMyXOICBBIX KJICTOK NCPBHYHBIMH TPAHYJIOIHUTAMH HCIIOBCKA B

MPUCYTCTBHUH AapaTyMyMada mroc wim MuHyC aaTuTeno hSIRPa.50A.

[00117] Ha ¢ur. 6D m300paxkeH (ParounTo3 OMyXOJCBBIX KICTOK IICPBHYHBIMH TPAHYJIOLHTAMH YCIOBCKA B

MIPHCYTCTBUH aeMTy3yMada mmoc win MuHyC anTuTesio hSIRPo.S0A.

[00118] Ha ¢ur. 6E u300pakeH (paroumrto3 OMyXOJICBHIX KJICTOK MCPBHYHBIMH TPAHYJIOLHUTAMH YCIOBCKA B

MPUCYTCTBHUH IIeTyKcuMada rmoc uiam MuHyc anTuTeno hSIRPa.50A.

[00119] Ha ¢ur. 7 m3o0paxeH (aronuro3 OMyXOJEBBIX KICTOK Makpo(araMu 4elrOoBEKa B IPHCYTCTBHH

YKa3aHHOTO aHTHTENA (PUTYKCUMada wim JaparyMmyMata) mmoc i Muayc antutesio hSIRPa.5S0A.

[00120] Ha ¢ur. 8 m3o0paxeHo Onoxuposanme s3ammoachcTeua hSIRPo/hCD47 amrurenom hSIRPa.50A

MBIIIH H TyMaHH3upOoBaHHBIM aHTHTEJIOM hSIRPa.50A mpotus hSIRPa.

[00121] Ha ¢ur. 9 m3o6paxkeno cszpiBanue antutena hSIRPa.50A ¢ hSIRPaV1, hSIRPaV2, hSIRPS1, hSIRPa-
VBC1aC2a, hSIRPa-VaC1BC20 u hSIRPa-VaC1laC2p.

[00122] Ha ¢ur. 10A n300paskeHO BBIPAaBHUBAHKC MOCICI0BATCIBHOCTEH aMHHOKUCIIOT foMeHa IgV hSIRPo u
hSIRPpI1.

[00123] Ha ¢ur. 10B m3o6paxeHo mpekpamerue cesaspmannsd anTutena hSIRPo.50A ¢ hSIRPaV1(P74A).

[00124] Ha ¢ur. 11 mo6paxkeno cesaspsanue anTuTel hSIRP0.40A 1 hSIRPo.50A ¢ hSIRPaV1, hSIRPaV2,
hSIRPB1, hSIRPBL u hSIRPy.

[00125] Ha ¢ur. 12 m3o6paxkeno cesaspanue anTutel hSIRPo.40A w hSIRPo.50A ¢ hSIRPaV1, hSIRPaV2,
hSIRPaV3, hSIRPaV4, hSIRPaVS5, hSIRPaV6, hSIRPaV8 u hSIRPa V9.

[00126] Ha ¢wur. 13 m3o0pakena cnocodrocTh antuTe hSIRP0L.40A 1 hSIRPa.50A 610KMpOBaTh CBA3BIBAHHC

pexomOuHanTHOTO Oennka hCD47/Fc ¢ skcnpeccupoBaHHbIM Ha OBepXHOCTH KiieTkn hSIRPo.

[00127] Ha ¢ur. 14A u ¢ur. 14B wmzobpakeHo ces3piBaHue aHtutena hSIRPa40A ¢ mepBuuHBIMH

oborameHHbIMH CD 14+ MOHOIIUTAMH YEIOBEKA.

[00128] Ha ¢ur. 14C u ¢ur. 14D u3o0paxeHa cocobnocts antutena hSIRPo.40A OnokupoBaTh CBA3BIBAHUE

hCD47 ¢ nepsuunbiMu oborameHHbIME CD 14+ MOHOIMTAMH YETOBEKA.
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[00129] Ha ¢ur. 15A wu3o0paxeno cea3piBanne antutesa hSIRPo.40A u hSIRPo.50A ¢ mepBuuHBIMH

TPaHyJIOIUTAMH YCJIOBCKA.

[00130] Ha ¢ur. 15B wuzo0paxeH (QaronuTo3 KIeTOK Ramos NEpBHYHBIMEH TPAHYJIOLMTAMH YCIOBEKA B

MPUCYTCTBUM pUTyKkcHMaba mmoc win MuHyc antutena hSIRPa.40A u hSIRPo.50A.

[00131] Ha ¢ur. 16 wm3o0paxeno mnosbimenue antuteaamu hSIRPa.40A u hSIRPo.50A BBI3BaHHOTO

purykcumaboM (parommro3a Ki1eTok Raji.

[00132] Ha ¢ur. 17 uzo0paxeno cea3biBanne antureaa hSIRPo.40A My u T'yMaHH3HPOBAHHOTO AHTHTEIA
hSIRPo.40A ¢ hSIRPa.
[00133] Ha ¢wur. 18 m3ob6pakeHo OmokupoBanue cBa3bBauua hCD47 ¢ hSIRPo B mpHCYTCTBHH BapHAHTOB

rymaru3upoBaHHOTO anTuTena hSIRPa.40A.

[00134] Ha ¢ur. 19 m3o6paxkeno ceaspsanue anTuTen hSIRPo.40A n hSIRPo.50A ¢ hSIRPaV1, hSIRPaV2,
hSIRPB1, hSIRP-VyC1BC2p, hSIRP-VBC1yC2p u hSIRP-VBCIBC2y.

[00135] Ha ¢ur. 20 wm3o0paxeHo mpekpamenne cwazpiBaHusa anturen hSIRPa.40A m hSIRPa.50A ¢
hSIRPaV1(P74A).

[00136] Ha ¢ur. 21 m3o0paxkeHa cnocoOHOCTs BapuaHTOB xuMepHOro anrurena hSIRPo.40A Bmmsare Ha

OTIOCPEIOBAHHBIN PUTYKCHMA0OM (aroIuTos.

[00137] Ha ¢ur. 22 n3o0pakeHa ciocOOHOCTh BAPHAHTOB T'yMaHU3HpoBaHHOTO aHTuTenaa hSIRP0.40A BImaTh

HA OTIOCPEIOBAHHBIN PUTYKCHMAOOM (paronuros.

[00138] Ha ¢ur. 23 A uzobpaskena cnocobnocts hSIRPo.50A Mbimu u BapuaHToB XuUMEpHOTO anTHTEaa higG2

u hIgG4 hSIRPo.50A BmATH HA OMOCPEIOBAHHBIN PUTYKCHMAOOM (ParoImros.

[00139] Ha ¢ur. 23B m300paskeHa criocoOHOCTh BapuaHTOB XxuMepHOro anTutena higG2 u higG4 hSIRPa.50A

BJIMATH HA OTIOCPEIOBAHHBIH PUTYKCHMAOGOM (harouuros.

[00140] Ha ¢ur. 23C u3o0paskeHa cliocoOHOCTh BapHaHTOB xuMepHoro antutena higG2 u higG4 hSIRPo.50A

BITUATH HA OTIOCPCAOBAHHBIH JApaTyMyMaOoM (haroiuTos.

[00141] Ha ¢ur. 23D m3o6paskeHa cocodHocTh hSIRPo. 50A MBIIIH # BAPHAHTOB XHMCEPHOTO aHTHTEIa hIgG2

hSIRP@.50 A BTHATH HA OMOCPCAOBAHHBIN PUTYKCHMAOOM (DAarOIMTO3 B TPAHY IOIHTAX.

[00142] Ha ¢ur. 24A m3obpaxena cmocoOHOCTh hSIRP0L.S0A MBIM ¥ BapHAHTOB XHMEPHOTO AHTHTEIA
hSIRP0o.50A. hIgG1.N297Q, hSIRPo.50A.hIgG4.N297Q wmu hSIRPo.50A hlgG2 BmusATe Ha ONOCPEIOBAHHBIN

puTYKCHMa0OM (parouuTos.

[00143] Ha ¢ur. 24B m3o6paxkena cmocoOHocTs hSIRPo.50A MbIIn W BapHAHTOB XHMEPHOTO AHTHTEIA
hSIRP0o.50A. hIgG1.N297Q, hSIRPo.50A.hIgG4.N297Q wmu hSIRPo.50A.hlgG2 BmATs Ha ONOCPETOBAHHBIN

JapatyMyMadoM (parommTos.

[00144] Ha ¢ur. 25 n3o0paxeHa crnocoOHOCTs BapHaHTOB XuMepHOTo anTHTeaa hSIRPo.5S0A.hIgG1.N297Q),
hSIRPo.50A higG1.L234A.L235AP329G u higG2 wmmu higG4 hSIRPo.50A Bauare Ha ONOCPEIOBAHHBIN

pHUTYKCHMAOOM (paromuTos.
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NOJAPOBHOE OITMCAHUE U30BPETEHHUA

Coxpamenns
[00145] Ha Bcem mpoTskeHHH NOJPOOHOTO ONMHMCAHHUA W NPUMEPOB HACTOSINETO H300PETCHUSA IMPHUMEHSIOT
CJICAYIOINHIE COKPALICHHS:
A3KI] AHTHTET03aBHCHMAA OTIOCPSIOBAHHAA KICTKAMHU LIUTOTOKCHYHOCTh
A3K®D AHTHTEI03aBHCUMBII ONIOCPEIOBAHHBIH KICTKaMH (haroIuTo3
K3I1 KommieMeHT-3aBHCHMAS IIATOTOKCHYHOCTD
CDR Omnpenesmomas KOMITICMCHTAPHOCTh 00J1aCTh B BAPHAOCITBHBIX OOJIACTAX HMMYHOTJIOOYTHHA,

OTIPEIC/ICHHAS C MPUMCHEHHEM CHCTEMBI HyMeparmu o Kabary

CHO SMYHEK KUTAHCKOTO XOMSIYKA

EC50 Konnenrpamws, mpu xotopoit Hadbmoaaercs 50% MOJTHOTO CHIHANA CBSA3BIBAHUS

ELISA Teepaodaszubrii ”MMYHO(CPMCHTHBIH aHATH?3

FR KapkacHas o0macTe aHTUTENA. BapHaOCIbHBIC O0JACTH WMMYHOTTOOYIHHA 32 HCKIFOUCHHCM
yuactkoB CDR.

HRP Ilepoxcuaasa xpeHa

IFN Wntepdepon

IC50 Konnenrparms, mpusomamas k 50%-HoOMy HHIHOHPOBAHHIO

IgG Nmvmynorno6y e G

Kabar Cucrema BBIpAaBHHBAHHS M HyMEpalWH HMMYHOTJIOOYJIHHOB, BIEPBBIC mpeasiokeHHas Elvin A.

Kabat ((1991), Sequences of Proteins of Immunological Interest, Soe m3a., Ciy:kx0a 00mecTBEHHOTO

3apaBooxpaHeHuUs, HanmoHanbHBIC HHCTHTY THI 3ApaBOOXpaHeHus, berecaa, Mapunenn).

MAT, i Mar, umn MAT MOHOKJIOHAJILHOC AHTUTEIO

SEB OHTepoTokcHH B cTaduiokokka

TT CroOHAIHBIH aHATOKCUH

V-001acTs OparmeHT Ig memel, mnOCICAOBATECIBHOCTH KOTOPOTO BapHadOcIbHA MEKAY Pas3IHIHBIMH

anTtuTenamu. OHa mpoctupaeTcs 10 ocratka 109 mo Kabary B sierkoii nenw u 113 - B TsDKEIOH HETH.

VH BapuabenpHast 001aCTh TOKEIOH HEH HMMYHOTJIOO0Y JIHA
VK BapuabenpHast 001aCTh JICTKOH TSN Kana NMMYHOTJIOOY THHA
VL BapnabenpHast 001aCTh JICTKOH IETTH HMMYHOTJI00Y JIHHA
Onpenesennst
[00146] JUts ToTo YTOOBI HACTOAIICE H30OPCTCHUEC MOYKHO OOJICE JICTUC MMOHATD, HIDKC MPHBCICHB KOHKPCTHEIC

ONpECACICHUA HCKOTOPBIX TCXHUYCCKHX W HAYYHBIX TCPMHHOB. 3a HCKIFOUCHHCM CIyvacB, KOrJa NPHUBCACHBI
KOHKPCTHBIC ONMPEACIICHHUA B APYIHX MECTAX B JAHHOM JOKYMCHTC, BCC APYTHC TCXHUYUCCKHC W HAYTHBIC TCPMUHBI,
HUCTOJIB3YCMBIC B JTaHHOH 3a4BKC, HMCIOT 3HAYICHHA, KOTOPBIC OOBI'THO TOHUMACT CpeI[HI/Iﬁ CICITHATHCT B 06JI.':1CTI/I, K

KOTOPOIT OTHOCHTCS HACTOAIICE H300PCTCHHE.

[00147] B naHHOW 3adBKe, BKIFOUAA MPHIATacMyr (GopMyiy H300peTcHHA, (POPMBI CAWHCTBCHHOTO YHCIA
TCPMHHOB BKIIFOUAIOT CCHLTKY HA MHOKCCTBCHHOC YHCIIO COOTBETCTBYIOIIMX TCPMHHOB, CCITH B KOHTCKCTC SABHO HE

YKA3aHO HHOC.

[00148] «BBeacHUE» U «JICUCHUE» MPHMEHHTEIBHO K KHBOTHOMY, YEJIOBEKY, IKCIICPHMECHTAIBHOMY CYOBEKTY,

KJICTKE, TKAHH, OPTaHy HJIH OHOJOTHYCCKOW KHAKOCTH OTHOCHTCS K KOHTAKTY SK30TCHHOTO (DApMALCBTHUYCCKOTO,
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TEPANeBTUUECCKOTO, JHATHOCTHYECKOTO arcHTa WJIM KOMIIO3HIMH C >KUBOTHBIM, UEIIOBCKOM, CYOBEKTOM, KIICTKOM,
TKaHBIO, OPraHOM HJIM OHOJIOTHYECCKOH >KHAKOCTBIO. B 00BeM TepMuHa «0OpabOTKa KICTKW» BXOAUT KOHTAKT
peareHTa ¢ KICTKOH, a Takoke KOHTAKT PEareHTa ¢ SKHIKOCTBIO, IIPH 3TOM JKUAKOCTh HAXOAUTCS B KOHTAKTE C KJICTKOMH.
«BBeaeHHE» H «ICHCHHE» TAKKE O3HAYACT JCUCHHE, HANPHMED, KICTKH in Vifro H ex Vivo PpPearcHIoM,

AUATHOCTHYICCKHM arC¢HTOM, CBA3BIBAKOIIUM COCAUHCHHUCM HJIH /:lpyrop“l KJICTKOM.

[00149] «JleunTs» WIH «JICUCHHE» O3HAYACT BBOJAUTH TCPANCBTHUCCKHI ArCHT, TAKOW KaK KOMITO3HIIMA,
coepxKamas Jo0oe U3 aHTHTE] HIM AHTUTCHCB3BIBAIOINUX (PPArMEHTOB COITIACHO HACTOSIIEMY H300pPETCHUIO,
BOBHYTPb WJIH HAPYIKHO CYOBEKTY HIH MALUCHTY, MPOSBIIIOIICMY OAWH HIH 00JeC CHMITOMOB 3a00JICBAHUS, UITH Y
KOTOPOTO TIOJO3PCBAOT HANHYHC 3a00JICBAHMA, II0 OTHOIICHHI) K KOTOPOMY VKA3aHHBIH areHT o01ajact
TCPaNeBTHUCCKOH aKTHBHOCTBEO. OOBIYHO arcHT BBOJAT B KOJIMYECTBE, d(P(PESKTHBHOM U CMATYCHHUS OJHOTO HITH
0oJce CHMITOMOB 3a00JICBAHNA Y TIOIYHAIICTO JICUCHHE CYOBCKTA HITH TIOMYJIALNH, THO0 HHAY IHPYS OCIa0ICHHUE,
OO0 WHTrHOHPYS MPOTPSCCHPOBAHKUC TAKOTO(-HX) CHMITOMA(-OB) A0 JTFOOOH KIMHHYCCKH H3MCPHMOH CTCIICHH.
KoamiecTBO TEPaneBTHUCCKOTO ar¢HTAa, KOTOPOC (P(PCKTHBHO CMATYACT JTFOO0H KOHKPCTHBIA CHMIITOM 3a001CBaHHS,
MO’KET H3MCHATHCS, B 3aBHCHMOCTH OT TaKHX (PAaKTOPOB, Kak ctaamsa 3a00JIeBaHMUS, BO3PACT W Macca Teja MalueHTa
H CHOCOOHOCTH JICKAPCTBCHHOTO CPEJACTBA HHAYLHMPOBATH SKCJIATCIBHBIH OTBET y CyObBekTa. [Ipomsomuio i
CMSATYCHHE CHMITOMA 3a00JICBAHMA, MOKHO OLCHHTH C IOMOIIBI0 JTHOOOTO KIMHHYECKOTO H3MEPEHHS, KOTOPOE
OOBIYHO HCTIOJIB3YIOT BPAYH HJIH APYTHE KBATH(HIHPOBAHHBIC PEIOCTABUTEIH YCIYT 3APABOOXPAHCHHS U OLICHKH

TSHKECTH HITH CTATyCa NPOTPECCHPOBAHUA JAHHOTO CHMIITOMA.

[00150] “PexoMOWHAHTHAS SKCIPECCHS OCIKA 03HAYACT TPAHCKPHUIIIMIO W TPAHCIHIIUIO HK30TCHHOTO ICHA B

OpraHu3Me XO34HHA C MOJyYCHUEM OeJIKa, KOTOPBIH B JAHHOH 3agBKE HA3BIBAIOT “PEKOMOMHAHTHBIM OCITKOM™ .

SIRP¢ 1 cBsi3aHHBIE ¢ HIM 0€JIKN
[00151] SIRPo. OTHOCHTCS K KJIACCy MEMOpPAHHBIX OCJIKOB, H3BECTHBIX KaK “IapHBIC PELENTOPBI”, KOTOPBIH
BKJIFOUACT HECKOJNBKO TIEHOB, koaupyrommx Ocmku (mampumep, SIRPa, SIRPB1 um SIRPy) co cxomueiMu
BHCKJICTOYHBIMH YYaCTKAMH, HO PA3IHYHBIMH TPAHCMEMOPAHHBIMH H/MJIH LUTOIUIA3MATHYCCKHMH Y4YacTKAMHU,
o0Jafaromue MPOTUBONOIOKHBIME (aKTHBHPYIOINMMH HIH HWHTHOHTOPHBIMH) CHTHAJIBHBIMH CIIOCOOHOCTSIMHL
IMomo6uo SIRPa, cymecTByeT HECKOJBKO NMPHMEPOB MAPHBIX penentopoB Ha NK-kieTkaX W HECKOJBKO — HA

MHETIOUIHBIX KIETKAX, BKIOUas cemeiicta perentopos SIRP u CD200 (Hatherley u np., Mol Cell. 2008; 31: 266-
277).

[00152] SIRPo coaep >KUT BHCKJICTOYHBIH YUACTOK, KOTOPBIH MOYKHO TIOAPA3ACTHTS HA TPH OTACIBHBIX JOMCHA!
Ig-mogo6HeI moMeH (MMMYHOTTIOOYHMH-IoA00HEIH) V-tuna (IgV), Ig-nogo6usni momen Cl-tuma (IgCl) u Ig-
moo0ubri qoMeH C2-tuma (IgC2). domer IgV Tarke M3BSCTCH KAK JIHTAHA-CBARBIBAOIINE N-KOHICBOH JTOMCH
SIRPo. ITogo6uo SIRPo, poncreennsie 6emkn SIRPB1 u SIRPy Taxke coaepskar BHEKICTOUHBIH YHAaCTOK, KOTOPBIH
MO>KHO moapasaeauTs Ha qoMeHs! 1gV, IgCl u 1gC2. Tem ve menee, SIRPo, SIRPB1 u SIRPy conepxaT pazinudHbie
muTomasMaTiueckue yuactkn. SIRPP1 comepskuT OUYCHP KOPOTKHH IHTOIMIA3MATHYCCKHN YYACTOK JIAIIb H3 6
AMHHOKHCIJIOT, B KOTOPOM OTCYTCTBYIOT CHTHAJBbHBIC MOTHBBI Ui accomuanuu ¢ (ocdarazamu. Bmecro 3toro,
JaHHBIN Oenok accomumpyercs ¢ akrusupyromuM DNAX 6emkom 12 (DAP12) - numepHBIM a1anTOPHBIM OSIKOM,
KOTOPBII CBA3BIBACT AMHHOKHCJIOTY C OCHOBHOM OOKOBO# HEeNbI0 B TpaHcMeMOpanHOM yuactke SIRPP1 u ciocoben
TepeaBaTh AKTHBUPYIOIINE CHIHAJBI YEepe3 MMMYHOPCIUENTOPHBINH AKTUBHPYIOIIHH MOTHB HA OCHOBEC THPO3HMHA
(ITAM). SIRPy Taxske COACPIKUT KOPOTKHUIT IIUTOILIA3MATHICCKHN YUACTOK U3 4 AMHHOKHCIIOT, HO B HEM OTCYTCTBYCT

3apsHKCHHA OOKOBas LEITh AMHHOKHCJIOTHI B TpaHCM€M6paHHOM YUaCTKC, U, CICAOBATCIIBHO, OH HC CBA3BIBACTCA C
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DAPI12. Cremosarensro, SIRPy onmcan kak HecurHambHBIT Ocmok (Barclay, A.N. u Brown, M .H., Nat Rev Immunol.

2006; 6: 457-464).

[00153] OcuoBuasiM mraHaoM SIRPa sergerca CD47, KOTOpBIH COCTONT W3 OJHOTO BHECKJICTOYHOTO TOMCHA
IgV, maTp pa3 NpOHU3BIBAIOINETO MEMOPaHY JOMEHA H KOPOTKOTO LUTOIIAa3MaTHIeCKoro xBocta. CD47 neiicTtByeT
KaK KJICTOYHBIM JIMIaHA, NPH 3TOM CBA3BIBaHHE omocpexyercs depe3 NH2-konuesoit gomen IgV  SIRPo.
[MoareepskaeHue Toro, uto CD47 cnocOOCTBYET pacmio3HABAHHIO CBOCTO, CACAYCT W3 HAOMIOACHUS, YTO MaKkpodaru
CCJIC3CHKH, TOJIYUCHHBIC W3 SKcnpeccupyromux CD47 Mpimieli, yCTpaHSIOT BBSACHHbIC MyTeM HH(Y3HH KICTKH
CD477" xposu mpimeit (Oldenborg u dp., Science. 2000; 288: 2051-2054).

[00154] JomonrutensHO k CD47 Obumn ommicaHsl aBa Apyrux uranaa SIRPo, H3BESCTHBIX KaK MOBESPXHOCTHO-
aktuBHBIC Ocaku A u D (Sp-A u Sp-D), 06a U3 KOTOPBIX OTHOCATCA K CEMCHCTBY KOJLICKTHHOB. Coobmamu, uto Sp-
D cBazsIBacTCs ¢ pacmookeHHBIM paaoM ¢ MeMmOpaHoii romeHoM 1gC2 SIRPo 3aBHCHMBIM OT KadbIus U caxapuaa
obpazoM. Cumrarot, uto Sp-A 1 Sp-D nomoraroT coXpaHATh MPOTHBOBOCIAJIUTECIBHOC OKPYKCHHE B JIETKOM Iy TEM

crumyanun SIRPa Ha Makpogarax aneeeon (Gardai u dp., Cell. 2003; 115: 13-23).

[00155] IMocnemoBaTCIPHOCTH AMHHOKHCIOT BOChbMH BapuanTos SIRPo uenoseka npeactasneHs! B SEQ ID NO:
34, 36, 44, 46, 48, 50, 52 u 54; npuMmepsl NOCICAOBATEIBHOCTEH HYKJICHHOBBIX KHCJIOT, KOIUPYIOLIMX JAHHBIC

BapuaHThL, npeactasicHs! B SEQ ID NO: 33, 35, 43, 45, 47, 49, 51 u 53, COOTBETCTBCHHO.

[00156] Jma cpasaeHEA, mocieaoBaTebHOCTH aMuHOKHCTOT SIRPR1 u SIRPy uenoseka npenctasicHsl B SEQ
ID NO: 38 u 40, COOTBETCTBCHHO, H MPHUMEPHI MOCICIOBATCIBHOCTCH HYKICHHOBBIX KHCIOT MPEACTaBICHH B SEQ

ID NO: 37 u 39, COOTBETCTBCHHO.

[00157] IMocnenosarenpHOCTh aMuHOKHCTOT CD47 uenoseka mpeacraeicHa B SEQ ID NO: 42, u npumep

MOCTICIOBATCIPHOCTH Hy KJICHHOBOH KHCIOTHI IpeacTasicH B SEQ ID NO: 41.

[00158] Momupuuuposannsie momunentuasl SIRPa hSIRPa-VBClaC2a, hSIRPa-VaC1BC2a, hSIRPa-
VaClaC2p u hSIRPaV1(P74A), koTopbie 00CyKIArOTCS Janee B JaHHOI 3asBke, npeactasieHsl B SEQ ID NO: 56,
58, 60, 1 62; mpUMEPHI MOCICAOBATCILHOCTEH HY KIICHHOBBIX KHCJIOT, KOJHPYIOIIUX JAHHBIC BAPHAHTHI, ICPCUUCIICHBI
B SEQ ID NO: 55, 57, 59 u 61, COOTBETCTBEHHO.

Anturena nporus SIRPo 1 nX aHTHTeHCBA3BIBAIOINE (PPArMeHThI
[00159] B cooTBeTcTBHH C HACTOSAIUM H300PETCHHEM IPEITOKCHBI AHTUTEIA HIIH UX AHTHTCHCBS3BIBAOIIC
(pparmMeHThL, KOTOpBIC CBA3bIBAOT SIRPO yenoBeka, U MPUMEHCHHS TAKUX aHTUTET WiH (pparMeHTOB. B HEKOTOPBIX

BAPHAHTAX PCaTH3aluu aHTHTSIA TPoTHB SIRPo, ABIAFOTCSA BBHIICICHHBIMHU.

[00160] CrmocoOHO W AQHTHTCNO COCHH(HIHO CBA3BIBATHCA C MOJHICHTHIHONH ITOCICIOBATCIHHOCTHIO
(mampumep, SIRPa, hSIRPB1 uenoseka u T.4.) MOYKHO OMPCACTHTD, MPUMCHSA IFOOOH aHANN3, H3BCCTHBIN B TAHHON
obnactu. [IprMeps! aHATH30B, H3BECTHBIX B JAHHOH 001aCTH, Ut onpeneicHuUs a()(PHHHOCTH CBA3BIBAHMS BKIIFOUAIOT
TIOBEPXHOCTHBIH IUTa3MOHHBIH pezoHanc (Hampumep, BIACORE) nnn aranormynyro Meroauky (Hanmpumvep, KinExa
umn OCTET).

[00161] B naHHO# 3asfBKC TCPMUH «AaHTHTCIO» OTHOCHTCA K THOOOH (hopME aHTUTETA, KOTOPAd MPOSBIACT
JKCNIATCIIBHYI0 OHOJIOTHMYCCKY O aKTHBHOCTD. TSPMHH AHTHTEIO BKIFOUACT AHTHICHCBA3BIBAIONING YACTH, T.C., KCAHTHI
CBA3BIBAHHA AHTHTCHOBY» (HANPHUMEP, (PPArMEHTHI, MOAMOCICAOBATCIFHOCTH, OMPSACIAIOMNC KOMIUICMCHTAPHOCTD
oomactu (CDR)), KOTOpBIC COXpPaHSAIOT CHOCOOHOCTH CBA3BIBATH AHTUICH, BKmOuas (i) (¢parment Fab -

MOHOBAJICHTHBINH (pparMeHT, cocrodmmit u3 momMeHoB Vi, Vu, Co u Cgl; (ii) ¢parment F(ab’)2 - GusancHTHBIH
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(pparmeHT, coaepkammii 1Ba (pparmenra Fab, cBA3aHHBIX AUCYIB(PHIHBIM MOCTHKOM B MIAPHHPHOU oOmactw; (iii)
(parment Fd, cocrosmmii n3 nomeros Vy u Cul; (iv) (pparmenT Fv, cocrosmuii n3 1oMeHOB Vi B Vi OJHOTO IIcUa
anTurena, (v) ¢pparmenr dAb (Ward u ap., (1989) Nature 341:544-546), xoTopslit cocrout u3 momeHa VH; u (vi)
BBIZICICHHYIO OTPEICIIIIOMY 0 KOMILIEMEHTapHOCTD 00acth (CDR). OgHOLCIOUCYHBIC aHTHTEIA TAKKE BKITFOUCHBI
MOCPCACTBOM CCBUIKH B OOBEM TCPMHHA <«AHTHTEI0». [IpSANOYTHUTCIBHBIC TCPANCBTHUYCCKHEC AHTHTEIA
NpeCTaBILIOT coO00H HHTaKkTHBIC aHTUTeNA IgG. Tlox TepMuHOM “HHTAKTHBIN IgG” B MaHHOH 3a5BKE MOAPA3YMEBAIOT
MOJMICTTHA, OTHOCSAINMICA K KJIACCy AHTHTEH, KOTOPBIC MO CYINECTBY KOJHPYIOTCS H3BECTHBIM TICHOM
HMMYHOTJI00yIHHA-TaMMa. Y YelIoBeKa JaHHbIH kiace Bkimrouaet [gGl, 1gG2, 1gG3 u IgG4. V Mmbnuneii faHHbIH K1ace
pmouaet IgGl, IgG2a, IgG2b, 1gG3. UseectHbic momenb! Ig B knacce 1gG arTHTEN MPeacTaBLmoT co6oit Vu, Cyl,
Cy2,Cy3, VLu Cy.

[00162] B 00BeM HacTOAIETOo HW300PSTCHUA BXOIAT aHTHICHCBA3bIBatomme SIRPo (hparMeHTHI ¥ CTOCOOBI X
TMPUMCHCHHUS.
[00163] B manHO# 3asgBKC “TIONTHOPA3MCPHOC AHTHTCIO TMPSACTABIACT CoOoi, B ciyuac IgG, OWBancHTHYIO

MOJICKYJTY, COACP/KALIYIO ABC TSOKCJBIC MU W ABC JeTKuC uemd. Kakaas TsHKenmas Uenmb COACPIKAT IOMCH Vi, 3a
KOTOPBIM CIICAYST KOHCTAHTHBIN T0MCEH (Cwi), MIapHUPHAA 00NACTh U CIIC ABA KOHCTAHTHHIX HoMeHA (Cm u Cus);
TOTAA KaK KKAAd JICTKAS ICTh COACPKAT OOWH JTOMCH Vi W oauH KOHCTaHTHBIA moMeH (Cr). TlomHopasmepHoe
aHTHTeI0 B ciy4ac [gM mpencrasiaeT coOo0il ICKABAICHTHYIO WM JA0ACKABAICHTHYH) MOJICKYIY, COACPKAIIYIO 5
WA 6 CBA3AHHBIX HMMYHOTJIOOYJIHHOB, B YKA3aHHBIX HMMYHOTJTOOYJIMHAX KaXKIbIH MOHOMEP COJCPIKHT JBAa CalTa

CBA3BIBAHUA AHTUICHOB, 06p830BaHHI>IX TSKCJIOH U JICTKO LIETIBIO.

[00164] B nmamHOHW 3asBKe, €ClM HE YKa3aHO HHave, «(parMeHT aHTHUTENa» HIH «AHTHICHCBI3BIBAFOIIUM
()parMEHT» OTHOCHTCA K AHTHICHCBS3BIBAIOINMM (DparMeHTaM aHTHTENA, T.€., ()parMEHTaM aHTHTENA, KOTOPbIC
COXPAHSIOT CIOCOOHOCTh CICLU()HIHO CBA3BIBATHCS C AHTHTCHOM, KOTOPBIH CBA3BIBACT MTOJHOPA3MEPHOE AaHTHTEIIO,
HATIpUMEP, K (parMeHTaM, B KOTOPBIX COXpaHCH oauH Wi Oosice yuactkoB CDR. IIpuMeps! aHTUTCHCBA3BIBAIOIUX
()parMCHTOB BKJIIOYAIOT, HO HE OTPAHUUCHBI MEpeyHCICHHbIME. (pparmenthl Fab, Fab', F(ab'), u Fv; amatena;
JHMHEHHBIC aHTHTENA; OJHOLCIIOUCYHBIC MOJICKYJIBI AHTUTEI, HALlpHMep, sc-Fv; HaHOTena H MyJIbTHCHEIH(HUSCKUE

aHTuTesa, 00pa30BaHHBIC U3 ()PArMEHTOB AHTUTEL.

[00165] B 00seM HacTOAIIETO H300PCTCHUA BXOIAT HampaBicHHBIC poTuB SIRPa (pparmenTs! Fab u cocoOsr
ux npumeHeHus. «@parment Faby» cocrout u3 oxHoi nerkoif nenu u Cyl 1 BapuadeIbHbIX 001acTel OJHOH THKETOH
neru. Tspkenas menb MoJieky 16l Fab He MoskeT 00pa3oBbIBaTh TUCY Th(DHIHYIO CBA3b C APYTOH MOJCKYJIOH THKEIOH

e, «@parmMeHT Faby MOKeT mpeacTaBIATh COOO0H MPOAYKT PACHICIICHASA AHTHTCIA TTATAWHOM.

[00166] B obvem Hactosmero w3oOpereHHs BXOAAT aHTHTena mpoTuB SIRPO M MX aHTHICHCBSI3BIBAIOINVC
(pparMeHTHI, KOTOPBIC conepxar obmacts Fc, n cocoOs! nx npuMeHeHns. O6macte «Fcy coaepkut aBa (parmeHTa
TOKCIOW menmy, BKTOUArmuX MoMeHB Cy3 w Cy2 anturena. YkasaHHBIC aBa (DparMCHTA TOKCIOW LICTH

YACP/KUBAFOTCSA IBYMS HIH 00J1¢C TUCYIB(HIHBIMA CBA3AMHU U THAPO(POOHBIME B3aUMOCHCTBHAMEA TOMCHOB Ci3.

[00167] B o0vem Hactosmero wu3oOpercHus Bxomsar (parmentsr Fab’ mporms SIRPo m cmoco®sr mx
npuMeHeHms. «@parmeHT Fab’» coaepskut oaHy JErKyro Ielb ¥ 9acTh WK ()parMeHT OAHOM TSHKEIOH e , KOTopast
comepkut 1oMeH Vy u 1oMeH Cil, a Takke yUacTOK, pactoroKeHHBIH Mexkay AoMeHaMu Cyl i Cy2, Tak 4TO MOXKET
00pazoBarhsCa MEKIECNOYCYHAs AUCYIb(PUIHAS CBA3b MEKAY ABYMA TSDKEJIBIMU LEISIMH ABYX (pparmeHToB Fab’ ¢

oOpa3oBaHueM MOJICKYJTbI F(ab'),.
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[00168] B o0wem Hactosmmero m3oOpereHua BxoAsar (parmentsl F(ab’), mporus SIRPa m cmocoOsr mx
npuMmeHeHnA. «®parment F(ab'),» comepxur nBe JNerkue IENMH U [IBE TSDKEIBIC LEIH, COJACPXAIIHE YacTh
KOHCTaHTHOH o0mactu Mexkay momMeHamMu Cui u Cio, Tak UTO 00pasyeTca MEKUCHOUCYHAS AUCYIB(PUIHASL CBA3b
MKy ABYMA YKA3aHHBIMH TsDKETbIMH nemsamu. @parment F(ab'),, cieqoBaTensHO, COCTOUT H3 ABYX (DparMEHTOB
Fab’, xoTopslc yACp/KHBAIOTCSA BMECTC AUCYIb(GHIHON CBA3BIO MEXKIY ABYMA TOKCIBIMH LEIAMH. «DparMeHT

F(ab'),» MoxkeT mpeacTaBiasaTh coO0H MPOAYKT PACILCIUICHUS AHTHTEIA NICTICHHOM.

[00169] B o6peM HacTosAmero u3o0pereHus BXxoaat (pparmeHTsl Fv mporus SIRPa 1 crioco0s! HX IPUMEHEHU L.
«O6macte FV» comepkut BapHAaOCIBHBIC O0JNACTH M3 O00CHX THKCIOH M JICTKOH IEMei, HO B HCH OTCYTCTBYHOT

KOHCTAHTHBIE O0JIACTH.

[00170] B oOvem Hactosmero wu3oOpercHms Bxoaar (parmeHtsl scFv mporus SIRPo u cmocoOsr mx
MpUMCHEHH. TepMHH «oaHOUEnmoucyHsle Fv» mmm aHTHTENO «ScFv» OTHOCHTCH K (pparMeHTam aHTHTENA,
coAcp KaIuM JOMEHBI Vi U V1 aHTUTENA, IPH 3TOM JAHHBIC JOMEHBI HAXOAATCS B OJHOM moymnenTuaHoH nenu. Kak
MPABHJIO, MOJHIECNTHA FV JOMOTHUTENBHO COACPKAT NOJUNECNTHIHBIN THHKEP MEKIY JOMEHAMHU Vi H VL, KOTOPBII
mo3BoieT SCFV 00pa30BBIBATh KETATCIBHYIO CTPYKTYPY I CBA3bIBAHUA aHTHTeHA. O030p SCFV MOKHO HalTH B
Pluckthun (1994) THE PHARMACOLOGY MONOCLONAL ANTIBODIES, ToM 113, Rosenburg u Moore, pen. Springer-
Verlag, Hero-HMopk, c1p. 269-315. Takske cM. My OTHKAIIMIO MEKIy HAPOIHOH 3asBkH HA mateHT Ne WO 88/01649 u
mateHTsl CIITA Ne 4946778 u 5260203,

[00171] B o00BeM HacTOAIETO H300PETCHHA BXOAT MOMCHHBIC aHTHTena mpoTHB SIRPO m cmocoOsr mx
NpPUMCHCHHS. «JIOMCHHOE AHTHTEIIO» MNPSACTABIICT COOOW HMMYHOJOTHUYCCKH (D)YHKIHOHAJIBHBIN (PparMeHT
HMMYHOTJIOOYJIHHA, COACP)KAIMH TOJHPKO BApHAOCTBHYHO OOIACTh TOKCIONW LICMU WM BapHAOCIBHYIO 00JIACTD
JeTKOH 1enmu. B HEKOTOPBIX cyuasx ABe uiu 0onee 001acTeil Vi KOBAJICHTHO COCIUHCHBI C TICNITHIHBIM JIHHKEPOM
C TIOJIy4CHHEM OHMBAJICHTHOTO JOMCHHOTO aHTHTENma. J[Be obmactu Vy OMBAJICHTHOTO JOMCHHOTO AHTHTEIA MOTYT

OBITh HALICICHBI HA OJTHH U TOT JK& HJTH Pa3IHIHBIC AHTUTCHBI.

[00172] B o6bpeM HacTosImero H300peTeHHA BXOAAT OuBancHTHbIC aHTuTena mpoTuB SIRPo u cmoco0bl HX
NMPUMCHCHHA. «BDHBAJICHTHOC AHTHTEIO» COACP/KUT JBA CAHWTa CBA3BIBAHUA AHTHICHA. B HEKOTOPBIX CIydasax
YKa3aHHBIC ABA calTa CBA3BIBAHUS CHGI.[I/I(I)I/I'—IHLI K OJHHAKOBBIM AHTHICHAM. Tem He MCHCC, OMBAJICHTHBIE AHTUTEIA

MOTYT OBITh OHCTICIH(HICCKUMHE (CM. HIKE).

[00173] B 06BeM HacTOAmETro m300peTeHmA BXoAAT auarena mpotuB SIRPao u cmocoObl mxX mpuMcHCHUA. B
JAHHOHM 3ajgBKC TCPMHUH «IHATCIA» OTHOCHTCA K MAJBIM (PparMCHTAM AHTUTCI C JBYMS CAHTAMH CBS3BIBAHHUA
AHTHICHA, YKA3aHHBIC (DPArMCHTHI COACPKAT BApHAOCTBHBIA JOMCH TakenoW wmenmu (Vi) COCAWHCHHBIH C
BapHaOCTEHBIM JOMCHOM JICTKOH 1enw (Vi) B 0AHO# nomunenTuxHo remn (Viu-Vi wim Vi-Vy). [IpuvmeHas TuHKep,
KOTOPBIH CIHIIKOM KOPOTOK, YTOOBI MO3BOJNTH CTAPHBAHHAC MCKTY ABYMA JTOMCHAMH HA OJHOHW LCTH, JTOMCHBI
34CTaBJIOT CIIAPUBATHCS C KOMILICMCHTAPHBIMH JOMEHAMH APYTOM LEMH U CO30aTh ABA CAlTa CBA3BIBAHUS AHTHICHA.
Juarena 6omee monmHo ommcansl, HanpuMmep, B EP 404097, WO 93/11161 u Holliger u ap. (1993) Proc. Natl. Acad.
Sci. US4 90: 6444-6448. [Iyotema ommcansl in Labrijn u ap., 2013, Proc. Natl. Acad. Sci. USA 110 (13): 5145-5150.
O030p CKOHCTPYHPOBAHHBIX BAPHAHTOB AHTHUTEN, Kak mpaBwio, cM. B Holliger w Hudson (2005) Nat. Biotechnol.
23:1126-1136.

[00174] OOBIMHO, aHTHUTENIO WIH €TI0 AHTHICHCBAZBIBAKOINKI ()ParMECHT COTJIACHO HACTOAIMICMY H300pPCTCHUIO,
KOTOpBIH MOAM(DHULIMPOBAH KAKMM-THOO 00pa3oM, coxpamseT mo McHbmicl mepe 10% 0T cBoel cBA3bIBarOIICH

AKTHBHOCTH (IO CPABHCHUIO C HCXOAHBIM AHTUTEJIOM), KOTAA JAHHAS AKTHBHOCTH BBIPAKCHA HA MOJIIPHOM OCHOBC.
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[IpeamoOYTHTEIFHO, AHTHTEIO HIH IO AHTHICHCBA3BIBAIOMIMI (DPArMCHT COTJIACHO HACTOSIIEMY H300PCTCHHIO
coxpaHnseT mo MeHbIeH mepe 20%, 50%, 70%, 80%, 90%, 95% uwm 100% win 6onee aQPUHHOCTH CBA3BIBAHUAL
SIRPa OT TakoBOH Y HCXOAHOTO aHTHTENA. TaKKe MPEIIIOIAracTCs, YTO aHTHTCIO0 HIH €TO AHTHICHCBA3BIBAFOIIHI
()parMECHT COTJACHO HACTOALICMY H300PCTCHHIO MOJKCT COJACPKATh KOHCCPBATHBHBIC HJIH HCKOHCCPBATHBHBIC
3aMEHBl AMHHOKHUCJIOT (HA3bIBAIOT «KOHCECPBATHBHBIMH BapHAHTAMM» HIH «(YyHKIHOHATHHO-KOHCCPBATHBHBIMH

BapHAaHTAMM» aHTHTENA), KOTOPBIC IO CYLICCTBY HE H3MEHAIOT €r0 OHOJIOTHYESCKYIO AKTHBHOCTb.

[00175] B o00wveM HacTosImero H300pEeTCHUS BXOAAT BbIACJCHHbIC aHtuTesna npotuB SIRPo m mx
AHTHI'CHCBS3BIBAIOINHC (PPArMCHTHI U CIOCOOBI X MPHMCHCHUS. B TaHHO# 3as4BKE HE MPENOJIATACTCS, YTO TCPMUH
«BBIOCJICHHBIC» OTHOCHTCA K NMOJTHOMY OTCYTCTBHIO TAKHUX OHOJIOTHYECKUX MOJICKYJI, HJIH K OTCYTCTBHIO BOIBI,
Oy (hepoB WM COJICH, WU K OTCYTCTBHIO KOMIIOHCHTOB (DApMALICBTHYCCKOTO COCTABA, KOTOPBIH COACPIKUT YKAZAHHBIC
AHTHTC1a WK (PparMeHTHL. “BBIICICHHOE” AaHTHTEI0, AHTUTCHCBARBIBAOINUI (DPATMCHT, HYKJICHHOBAA KHCIIOTA U T. 1.
TPEICTABIIFOT COO0H TaKWE AHTUTEJIO, AHTHTCHCBA3BIBAOIINE (DPArMEHT, HYKJICHHOBYIO KHCIOTY, KOTOPbIC OBLTH
OOHApY>KEHBI W OTJCJICHBI W/HJIH H3BJICYCHBI U3 OJHOTO WM 00Jice KOMIIOHEHTOB HX IIPHPOIHOTO OKpPYXCHHUA. B
NPCANOYTHUTCIIBHBIX BAPDHAHTAX PCATU3allUi aHTUTEIIO, aHTI/II‘CHCB}ISBIBaIOH.[I/Iﬁ q)par MCHT, HYKJICHHOBYIO KHCJIOTY H
T.0. OUHIIAIT 70 75% mo macce wmm Gonee, Oonice mpeamoututebHo 10 90% mo macce wim Oonee, eme Oonee
MPSATOUTHTSIIFHO A0 95% mo Macce i 6osiee, eme 00Iee MPeamoUTHTEIRHO 10 98% mo Macce wmm 6oaee. Takum
o0OpaszoM, “BbIICICHHBIC” OWOJOTHYCCKHEC MOJCKYJhI IO MEHBIICH MEpe YACTUYHO CBOOOMHBI OT JPYTHX
OHOTOTHYECKAX MOJICKYJT H3 KICTOK MM KYJBTYpP KICTOK, B KOTOPHIX OHHM MOJNYYCHBL Takue OHOTOTHYCSCKHUC
MOJICKY JIbI BKIIFOYAIOT HY KICHHOBBIC KHCJIOTHI, 6em<n, JUITUABI, YTJICBOABI HITH I[perfI MarcpHal, TaKOH KAk 0OJIOMKH
KJICTOK H POCTOBAA CpeAa. BEIIeIeHHOC aHTHTEIO WM €TO AHTHICHCBA3BIBAIOINUIT (PParMeHT JOMOTHATETEHO MOYKET
OBITh IO MEHBIICH MEpe YACTHYHO CBOOOJCH OT KOMIIOHCHTOB CHCTEMBI 3KCIPECCHH, TAKHX KaK OHOJOTHUCCKUC

MOJICKYJIbI U3 KJICTKHU-XO3sIHHA WJIH U3 €€ pOCTOBOﬁ CpEabL.

[00176] B o00beM HacTosmero u300peTCHHA BXOIAT XUMEpHbIC aHTuTena nporuB SIRPo (mampumep,
KOHCTAHTHBIA JOMCH 4YCJIOBEKA/BAPHAOCTHHBIA JOMEH MBINIM) W CHOCOOBI UX NMPHMCHCHHA. B MaHHOW 3asBKe
«XHMEPHOE aHTHTEJIO» MPECTABIIET COO0H aHTHTENIO, COAepIKaIlee BapuaOeIbHbI JOMEH H3 IEPBOTO aHTUTENIA H
KOHCTAHTHBIH JOMEH W3 BTOPOTO AHTHTENA, PH STOM NEPBOEC U BTOPOC AHTUTEJNA MOJIYUCHBI U3 PA3IMYHBIX BHIOB
(mareut CIIJA Ne 4816567, u Morrison u ap., (1984) Proc. Natl. Acad. Sci. USA 81: 6851-6855). OObMHO
BapI/Ia6eIII>HI>Ie JAOMCHBI IOJIYYAIOT W3 AHTHUTC/IA W3 3KCICPUMCHTAJIBHOIO KHBOTHOTO («I/ICXOﬂHOI‘O aHTI/ITeJIa))),
TAKOT0 KAK TPBI3YH, H NOCICOOBATCIIBHOCTH KOHCTAHTHBIX AOMCHOB INOJYUYAOT H3 AHTHUTCIT YCJIOBCKA, TAK YTO
MOJIYyUYCHHOC B pE3yJbTaTe 3TOTO XHMEPHOC AHTUTEIO OyACT C MCEHBIICH BEPOATHOCTHIO HHIYHPOBAThH
HE’KEJIATEIbHBI HMMYHHBIH OTBET y CyOBEKTa, MPEICTABILIIOMEIO COOOH UeTOBEKa, YeM HCXOTHOE (Hampumep,

MBIIIHHOC) AHTUTEIIO.

[00177] B oObem HacTosmero u300peTCHHS BXOAAT TI'YMAHHW3HPOBaHHbIC aHTHTENna mpotuB SIRPao, mx
AQHTHTCHCBS3BIBArONHE (PparMeHTH! (HAPUMEP, aHTHTENA KPBICHI WIIH MBIIIH, KOTOPbIC OBUTH IT'yMAaHH3HPOBAHbI) U
CHOCOOBI X MPUMEHEHHSL. B TaHHOH 3asBKe TEPMUH «TYMAaHH3UPOBAHHOC AaHTUTEII0» OTHOCHUTCS K (DOpMaM aHTHTENA,
KOTOPBIC COJACPKAT MOCICAOBATCIBHOCTH KAK M3 AHTHTCI YCIOBCKA, TAK H H3 HC OTHOCAIIMXCA K YCITOBEKY
(HanpuMep, MBIIIHHBIX WIH KPBICHHBIX) aHTHTEN. Kak mpaBuio, TyMaHH3HPOBAHHOE AHTHTENIO OYIET COCTOATH IO
CYLIECTBY U3 IO MCHBIICH MEPE OHOTO H OOBIHO JBYX BapHAOCTbHBIX JOMCHOB, B KOTOPBIX BCEC HJIM IO CYINECTBY
BCE M3 THIEPBApHAOCIBbHBIX IETENh COOTBETCTBYIOT TAKOBBIM U3 HE OTHOCAINETOCA K YEJIOBEKY HMMYHOTJIOOY IHHA U
BCC WJIH IO CyInecTBy Bce H3 KapkacHBIX (FR) obiacrelt moiyueHBI M3 MOCIEIOBATEILHOCTH HMMY HOIJIOOY THHA

yenoBeKka. [ YMAHH3HPOBAHHOE AHTUTEIO HEOOM3ATETBHO MOXKET COACPIKATH IO MCHBINCH MEPE YaCTh KOHCTAHTHOM
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obmactu mMMmyHOTI0OyTMHA uenoseka (Fc). Bomee mompoOHOE ommcaHWE TyMAHH3HPOBAHHBIX AHTUTCH, CM.,
Hampumep, B Jones u ap., Nature, 321:522-525 (1986); Reichmann u ap., Nature, 332:323-329 (1988); Presta, Curr.
Op. Struct. Biol., 2:593-596 (1992); u Clark, Immunol. Today 21: 397-402 (2000).

[00178] OObiHO, CTaHmApTHAS CTPYKTYpPHAS CAWHHUIIA AHTHTCIA BKIOUYACT TeTpamep. Kakasii Terpamep
COJCPIKUT JBC HACHTHYHBIC APBI MOJMICTITHIHBIX HETICH, KaXKaast Mapa COACPKUT OHY «JICTKYIO» (IPHOIH3HTEIBHO
25 xJla) 1 OHY «TsDKETyro» nenb (mpubmusurensHo 50 - 70 k/la). AMHUHOKOHIEBASA YacTh KOKIOH LM COACPIKUT
BapuabeIpHy0 00yacTs w3 mpudmmuteabHo 100 - 110 mwm 6ojee aMHHOKHCIOT, KOTOpas, TNIABHBIM 00pa3oMm,
OTBEUACT 3a pACTO3HABAHHC AHTHICHA. KapOOKCHKOHIIEBAsS YACTh THKEIOH LEMH MOXET COOTBETCTBOBAThH
KOHCTAHTHOH 00JIACTH, KOTOPAas, TJIABHBIM 00pa3oM, oTBeHACT 3a 3P PekropHyI0 (PyHKIHI0. OOBIMHO, JCTKHC LCITH
YCIOBCKA KIACCH(PHIUPYIOT KaK JICTKUC LICMU Kamma u j1aMOma. bojee TOro, TSDKETBIC LCHH YCIOBCKA OOBIMHO
KJIACCH(UIHUPYIOT KaK MIO, JCJIbTA, TaMMa, amb(a HiIH SMCUIOH, U 0 HUM ONPEACIIIIOT H30THIT aHTHTENA Kak [gM,
IgD, IgG, IgA u IgE, cooTBeTCTBeHHO. BHYTpH Jerkux M TsDKETBIX LieNeil BapHaOeIbHBIC W KOHCTAHTHBIC 00IacTH
00BEAMHCHBI YYAaCTKOM «J» W3 mpuOmm3uTeabHO 12 miam 0ojee aMHHOKHCIOT, MPH 3TOM TDKEIAs LENb TAKKe
comepxut y4actok «D» w3 mpuOmmsutensHo 10 mwmn Gomee ammHOkmcmoT. Cwm., kak mpaswio, Fundamental

Immunology. rmasa 7 (Paul, W., pex., 2o¢ u3a. Raven Press, HL}O-FIopK (1989).

[00179] BapuaOeapHbIC 007aCTH KAXKI0H MAPBI JICTKOM/ THKCION HETTH 00Pa3yIOT CAWT CBA3BIBAHHA HA AaHTHTCJIC.
Taxkum o0pa3oM, OOBMHO, WHTAKTHOC AHTHTCIO COACP/KHT [Ba CalWTa CBA3BIBAHUA. 332 HCKIFOUCHHCM
Ou(YHKIMOHANBHBIX WK OWCHEIM(HICCKHX AaHTHTEN, JBAa VKA3AHHBIX CaHTa CBA3BIBAHWS, KAaK IPABHJIO,

OOUHAKOBBIC.

[00180] OObruHO BapHaOEIbHBIC JOMEHBI KaK THKEIBIX, TAK H JETKHX IICNCH COAep KaT TPH THICPBapHaOCTbHBIX
YYacTKa, TaKk)KEe HA3bIBAEMBIX OINPEICILIIOMMME KOMILIEMeHTapHOCTh obmacTsamu (CDR), pacnonoskeHHBIX BHYTPH
OTHOCHTCIIFHO KOHCEPBAaTHBHBIX KapkacHBIX o0macTeit (FR). Yuactku CDR 00bMHO CKOOPAMHUPOBAHBI KAPKACHBIMH
o0nacTaAMH, YTO TO3BOJICT CBS3BIBAHHEC cO creuupuueckuM snuronoM. OObMHO, OT N-koHma k C-koHIy
BapuaOCIbHBIC TOMCHBI KaK JETKOH, Tak u Tsokeoi uenu coaepxkar FR1, CDR1, FR2, CDR2, FR3, CDR3 u FR4.
ITpucBOoCHHE AMHHOKHUCIOT Ka’KIOMY JAOMCHY, KAaK IPABUIO, OCYHICCTBILACTCS B COOTBETCTBHH C ONPEACICHUAMH H3
Sequences of Proteins of Immunological Interest, Kabat u xp.; HarmoHanebHBIC WHCTHTYTHI 3APaBOOXPAHCHHS,
Berecma, MapuieHz, 5% u3n.; NIH, Homep myOmukamun 91-3242 (1991); Kabat (1978) Adv. Prot. Chem. 32:1-75;
Kabat u ap., (1977) J. Biol. Chem. 252:6609-6616; Chothia u ap., (1987) J Mol. Biol. 196:901-917, wmu Chothia n
ap., (1989) Nature 342:878-883.

[00181] B nanHO# 3asBKE TEPMHUH «TUNCPBApHAOCITBHBIH YIACTOK» OTHOCHTCSA K AMHHOKHCJIOTHBIM OCTaTKaM
AQHTHTENIA WM Cr0 AHTHICHCBS3BIBAIOIICTO (PparMeHTa, KOTOPBIC OTBEYAIOT 32 CBA3BIBAHHC AHTHICHA.
lMumepBapnaOenbHBIH YUACTOK CONCPKUT AMHHOKHCIOTHBIC OCTATKH W3 «ONPEACIIIIONECH KOMIUIEMEHTAPHOCTH
obmact» wmm «CDR» (t.e., CDRL1, CDRL2 u CDRL3 B BapunadersaoM gomene jierkoif memu w CDRH1, CDRH2 n
CDRH3 B BapuadenpHOM q0MeHE Tspkenoit memu). Cv. Kabat u ap. (1991) Sequences of Proteins of Immunological
Interest, 5oe m3n. Ciyx0a OOINECTBEHHOTO 3IPaBOOXpAaHCHUWs, HamwoHanbHEIE WHCTHUTYTHI 31PaBOOXPAHCHHS,
Berecna, Mapunenn (B xoropoM rpaHuns!l yyactkoB CDR anTHTena 0003HA4EHBI IO MOCIEIOBATEIBHOCTH); CM.
taoke Chothia u Lesk (1987) J. Mol. Biol. 196: 901-917 (B xoTopoM rpanums! yuactkos CDR anTHTE1a 0003HAYCHBI
Mo CTPYKType). B maHHOW 3asBKEe TEPMHH «Kapkac» HiH ocTaTku «FR» OTHOCHTCS K OcTarkam BapHaOECIbHOTO

JIOMCHA, OTJIMYHBIM OT OCTAaTKOB THUNEPBapHabeIbHOTO YUacTKa, OIMCAHHBIM B JAHHOH 3aiBKe kKak octaTku CDR.
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[00182] «Bp1eneHHAs MOJIEKY A HY KJIICHHOBOM KHCIIOTBI) WM “BBIACICHHBIH MOTHHY KIeoTH» o3HadaeT JJHK
win PHK, noayuennyro u3 reroma, MPHK, x/IHK unin mony4eHHYH0 CHHTETHUCCKHM IyTEM WK H3 HEKOTOPOH HX
KOMOHMHAIIHH, KOTOPas HE CBA3aHA CO BCEM MJIM YACTHIO MOJIMHYKJICOTHAA, B KOTOPOM BBIACICHHBIH NMOJHHY KJICOTH
BCTPEYACTCA B NMPHPOJE, HIIH CBA3AHA C IOJMHYKJICOTHAOM, C KOTOPHIM OHA HE CBA3aHa B mpupoxac. Ui mened
COIJIACHO HACTOSIIEMY ONHCAHHMIO JOJDKHO OBITh OYCBHIHO, YTO B O00BEM TEPMHHA «MOJEKyJa HyKICHHOBOM
KHCJIOTBL, BKJIFOYANOIIAS» KOHKPETHYIO MOCJIEAOBATEILHOCTh HYKICOTHIOB, HE BXOJAT HHTAKTHBIC XPOMOCOMBL
BrineneHEBIC MOJICKYJIBI HY KJICHHOBBIX KHCIIOT «BKJIFOUAIOLINE OMPEACICHHBIC MOCICAOBATCIbHOCTH HY KIICHHOBBIX
KHCJIOT, MOTYT COJAECP’KAaTh, JOMOJTHUTCIBHO K YKA3aHHBIM OIPCIACJICHHBIM IIOCICAOBATCIBHOCTAM, KOTUPYIOIIHC
NOCIIEA0BATEIBHOCTH AU BIUIOTH O JACCATH MU JAKE IO ABAALATH MIU O0Jiee APYTHX OCIKOB MM UX YacTeH HIIH
(PparMeHTOB, WIIM MOTYT COACP)KaTh (DYHKIHOHAIBHO CBA3AHHBIC PEIYJHITOPHBIC MOCICIOBATCIBHOCTH, KOTOPBHIC
KOHTPOJIHUPYIOT 3KCIPECCHIO KOIHPYIOMEH 00IacTH NMEPEUHCICHHBIX MOCICA0BATCIbHOCTEH HY KICHHOBBIX KHCIIOT,

H/HITH MOTYT COACPIKATH MOCJICA0OBATCIBPHOCTH BCKTOPA.

[00183] OopMyJIUPOBKA «KOHTPOJIHPYIOLIHE MOCICAOBATCILHOCTH» OTHOCUTCS K nocnenoBatenbHOCTIM JTHK,
HCOOXOMUMBIM [T JKCTPSCCHH (PYHKIUOHANBGHO CBA3AHHOW ¢ HHMH KOJUPYIOIICH MOCICIOBATCIFHOCTH B
KOHKPETHOM OpraHH3Me XO34HHA. KOHTpo/mMpyromue mociea0BAaTEIbHOCTH, KOTOPBIC MOAXOMAT A MPOKAPHOT,
HANPEMEp, BKJIOYAIOT IIPOMOTOP, HEOOA3aTEIBHO MOCJICAOBATCIBHOCTh ONEPAaTOpa M YYACTOK CBS3BIBAHUSA
pudocomsl. M3BECTHO, UTO B 3YKAPHOTHUCCKAX KICTKAX HCMOTB3YIOT MPOMOTOPBI, CHTHATBI TTOJTHAICHITHPOBAHASA 1

SHXAHCEPHI.

[00184] HyxienHOBasA KHCIOTA WM MOJUHYKICOTHI «(PYHKIHOHAIBGHO CBA3AHBDY, KOTJA OHH IOMCINCHBI B
(D)YHKIIMOHATBHYIO B3aMMOCBSI3b C JAPYTOH IOCICAOBATEIBHOCTRIO HYKJICHHOBOH KucinoTel. Hampmmep, JTHK
MPETIOCICIOBATCIFHOCTH WM CEKPETOPHOTO jmacpa (pyHKumoHambHO CBi3aHa ¢ JJHK moymmenTtwma, ecium oHa
SKCHOPECCHPYETCS B COCTABC MNPEOCIKA H YUYACTBYECT B CCKPCIMH MOJIHICOTHIA, IPOMOTOP WJIH 3JHXAHCEP
()YHKIHOHATHHO CBS3aH C KOJUPYIOIICH MOCICAOBATCIBFHOCTBIO, €CTH OH BIHACT HAa TPAHCKPHIILUIO YKA3aHHOM
MOC/ICIOBATCIPHOCTH, WM YYaCTOK CBSI3BIBAHHA PHOOCOMBI (DYHKIMOHATBHO CBSI3aH C  KOJHPYIOIICH
MOCJICIOBATEILHOCTHIO, €CJIH OH PACIIOJIONKEH TaK, YTOOBI CIOCOOCTBOBATH TpaHCHAuuH. Kak mpaBuIio, HO HE BCETa,
«(pYHKIHOHAILHO CBSI3aHHBI» O3HAYACT, UTO CBA3aHHBIC MociacaoBaTeabHOCTH JJHK KOHTaKkTHPYIOT, W, B Cayuac
CCKPETOPHOTO JTHACPA, KOHTAKTHPYIOT H HAXOAATCA B (Da3e CUMTHIBAHUA. TeM HEC MCHEE, SHXAHCCPBI HE 003aTCIHHO
JIOJDKHBI KOHTAKTHPOBaTh. COCIUHCHUC OCYIICCTBIIIOT My TCM JTHTHPOBAHHA B YIOOHBIX CalTaX pecTpuKmy. Ecim
TaKUe CaWThl OTCYTCTBYKOT, TO NPHMCHSIOT CHHTCTUYECKHE OJIMTOHYKICOTUIHBIC aNanTOpPhl WIH JHHKEPHl B

COOTBETCTBHUH C OOBI'HOW MPAKTHKOM.

[00185] B naHHOW 3asMBKC (DOPMYTHPOBKH «KJICTKA», «IHHUSA KICTOK» M «KYIbTypa KICTOK» HCHOJB3YIOT
B3aHMO3AMCHACMO, W BCC TAKHC HA3BAHMSA BKIIOYAIOT IIOTOMCTBO KIETOK. TakuMm 00pazoM, (OopMyIHPOBKH
«TpaHC(POPMAHTED» H «TPAHC(OPMHPOBAHHBIC KICTKW» BKIIOYAKOT INCPBHYHBIC KICTKH CYOBEKTAa W KYJIBTYPHI,
TIOJyYCHHBIC W3 HHUX, HE3aBHCHMO OT KOJHMYECTBA IepeceBaHMi. Takke MOHATHO, YTO HE BCE MOTOMCTBO OyIeT
coJepkaTh CoBepiIcHHO HAcHTHUHYK J[HK, BCreacTBHE NpenHAMEPEHHBIX HIH CAMOIPOH3BONBHBIX MyTaLUH.
MyTaHTHOE MOTOMCTBO C TakoH k¢ (DYHKIMCH WM OHOJNOTHYECKOH AKTHBHOCTHIO, KOTOPYHO BBIABILLIHM ITyTEM
CKPHHHHTA B HCXOJHBIX TPAHC(OPMHPOBAHHBIX KICTKAX, BXOAUT B 00beM m300percHmA. Ecim mpeamomararorcs

OTJIUYIHBIC 0603Ha‘IeHI/[$I, TO OHH 6yl[y T ACHBI U3 KOHTCKCTA.

[00186] B nmaHHON 3a4BKE «3apOAbIICBAs MOCICAOBATECIBHOCTBY OTHOCHTCA K NOCICAOBATEIBHOCTH W3 HE

mepecTpoeHHBIX mocienoBareapHocTelt JJHK mvMyHOTIO0Y THHOB. MOKHO HCHOJIB30BATh JTFOOOH ITOIXO AL
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HCTOYHHK HE IEPECTPOCHHBIX ITOCICIOBATECIBHOCTCH HMMYHOIJIOOYIMHOB. 3apOAbIIICBHIC IOCICI0BATCIBHOCTH
YCJIOBCKA MOJKHO IIOJIYYHTh, HANpPHUMEP, U3 0a3 JaHHBIX 3apoapnuesrix mociemoBarenpHOCTe JOINSOLVER Ha
caiirec B HMHTepHere HanuoOHATbHOTO HHCTHTYTA apTPUTAa M CKEJICTHO-MBIMICYHBIX M KOXKHBIX 3a00JicBaHUH
HaunonaneHbIX HHCTHTYTOB 3ApaBooxpancHust CoenuHeHHBIX [1ITaToB. 3apoableBble MOCICI0BATCIBHOCTH MBIIIH

MO’KHO NOJIy4HTh, HapuMep, kak ormcano B Giudicelli u ap. (2005) Nucleic Acids Res. 33: D256-D261.

®msnyeckne H PYHKIHOHAILHBIE CBOMCTBA THIIHYHBIX aHTHTE IpoTHE SIRPQ
[00187]

AQHTHTCHCBS3BIBAONIHE  (DPATMCHTHI,

B cOOTBETCTBHHM C HACTOAINMM H300pPETCHHEM IpeAnokeHbl aHtutena mpotuB SIRPo m mx
o0nmamaronme ONPSACICHHBIMH CTPYKTYPHBIMH M (pYyHKIIHOHAIBHBIMA
0C066HHOCT$IMI/I, H CIIOCOOBI MPUMCHCHHUA AHTHUTCTT WM UX AHTHTCHCBA3ZBIBAKOINUAX (ppar MCHTOB JJIA JICUCHHA HIIH

MPCIOTBPALICHUSA 3a00ICBaHUS (HATPUMEP, Paka WK HHPCKIIMOHHOTO 3a00ICBAHU).

[00188] Berime onmcano, yto anTUTENa U (PPArMEHTHI, KOTOPBIC CBA3BIBAIOTCS C TEM JKC SMHUTOIIOM, C KOTOPBIM
cBaA3bIBacTCA Moboe u3 anTuTen npotuB SIRPo WM WX aHTHICHCBS3BIBAIOIMX ()PATMEHTOB COTJIACHO HACTOSILEMY
H300PETCHHUIO, TAKKE BXOIAT B 00BEM HACTOSIIETO H300peTeHUA. B 0THOM BapHaHTe peanm3aniy B COOTBETCTBHH C
HACTOSAIIMM H300PETEHHEM TPEIJIOKCHO AQHTHTENO WIH CT0 AHTHICHCBABIBAOIIMEH (DpParMEeHT, KOTOpPBIC
CBA3BIBAIOTCA ¢ TeM ke snuronoM SIRPo uenoBeka, ¢ KOTOPBIM CBA3BIBACTCA AHTUTENO, COACPIKALIEE OTHY H3
CJIeAYIOIUX KOMOUHAIMH MOCIeA0BAaTEIbHOCTH TSUKEIOH LENH/TOCIEA0BAaTENbHOCTH JICTKON HEeMH (MK B KAKIOM

CIy4ac TOCICIOBATCIBPHOCTH aMHHOKHCIIOT, IO MCHbIICH Mepe Ha 90%, 95%, 97%, 98% wmm 99% uacHTHYHON

YKa3aHHOM MOCJICA0BATECIBHOCTH):

SEQ ID NO

SEQ ID NO:
SEQ ID NO:
SEQ ID NO:
SEQ ID NO:
SEQ ID NO:
SEQ ID NO:
SEQ ID NO:
SEQ ID NO:
SEQ ID NO:
SEQ ID NO:
SEQ ID NO:
SEQ ID NO:
SEQ ID NO:
SEQ ID NO:
SEQ ID NO:

SEQ ID NO:

- 10 / SEQ ID NO:

10 / SEQ ID NO:
10 / SEQ ID NO:
10 / SEQ ID NO:
10 / SEQ ID NO:
12 / SEQ ID NO:
12 / SEQ ID NO:
12 / SEQ ID NO:
12 / SEQ ID NO:
12 / SEQ ID NO:
14 / SEQ ID NO:
14 / SEQ ID NO:
14 / SEQ ID NO:
14 / SEQ ID NO:
14 / SEQ ID NO:
16 / SEQ ID NO:

16 / SEQ ID NO:

20 (8 mauHOii 3aaBke 0003HauaroT hSIRPo.50A H1L 1)
22 (8 mauHOii 3aaBke 0003HauaroT hSIRPo.50A H1L2)
24 (8 manHOii 3aaBke 0003Ha4aroT hSIRPo.50A H1L3)
26 (B manHOii 3aaBke 0003HauaroT hSIRPo.50A H1L4)
28 (B manHOM 3as1BKke 0003Ha4Yar0T hSIRPa.50A. HILS)
20 (B ganHO# 3as1BKe 0003Ha4ar0T hSIRPa. 50A . H2L1)
22 (B maHHOi1 3aaBKke 0003Hauar0oT hSIRPa.50A H2L.2)
24 (8 mauHOii 3aaBke 0003HauaroT hSIRPa.50A H2L.3)
26 (B mauHOi1 3aaBke 0003Hauar0T hSIRPo.50A H21.4)
28 (8 maHHOi1 3aaBke 0003Hauar0T hSIRPa.50A H2L5)
20 (8 mauHOii 3aaBke 0003HauaroT hSIRPa. 50A H3L1)
22 (8 mauHOii 3aaBke 0003Hauar0T hSIRPo.50A H3L.2)
24 (8 mauHOii 3aaBke 0003Hauar0T hSIRPo.50A H3L3)
26 (B mauHOi1 3aaBKe 0003HaUar0T hSIRPo.50A H3L4)
28 (8 mauHOii 3aaBKe 0003HauaroT hSIRPo.50A H3L5)
20 (8 mauHOii 3aaBke 0003HauaroT hSIRPo.50A H4L 1)
22 (8 mauHOii 3aaBke 0003HauaroT hSIRPo.50A H4L2)
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SEQ ID NO:
SEQ ID NO:
SEQ ID NO:
SEQ ID NO:
SEQ ID NO:
SEQ ID NO:
SEQ ID NO:
SEQ ID NO:
SEQ ID NO:
SEQ ID NO:
SEQ ID NO:
SEQ ID NO:
SEQ ID NO:
SEQ ID NO:
SEQ ID NO:
SEQ ID NO:
SEQ ID NO:
SEQ ID NO:
SEQ ID NO:
SEQ ID NO:
SEQ ID NO:
SEQ ID NO:
SEQ ID NO:
SEQ ID NO:
SEQ ID NO:
SEQ ID NO:
SEQ ID NO:
SEQ ID NO:
SEQ ID NO:
SEQ ID NO:

SEQ ID NO:

16 / SEQ ID NO:
16 / SEQ ID NO:
16 / SEQ ID NO:
18 / SEQ ID NO:
18 / SEQ ID NO:
18 / SEQ ID NO:
18 / SEQ ID NO:
18 / SEQ ID NO:
78 / SEQ ID NO:
78 / SEQ ID NO:
78 / SEQ ID NO:
78 / SEQ ID NO:
78 / SEQ ID NO:
78 / SEQ ID NO:
80 / SEQ ID NO:
80 / SEQ ID NO:
80 / SEQ ID NO:
80 / SEQ ID NO:
80 / SEQ ID NO:
80 / SEQ ID NO:
82 / SEQ ID NO:
82 / SEQ ID NO:
82 / SEQ ID NO:
82 / SEQ ID NO:
82 / SEQ ID NO:
82 / SEQ ID NO:
84 / SEQ ID NO:
84 / SEQ ID NO:
84 / SEQ ID NO:
84 / SEQ ID NO:

84 / SEQ ID NO:

24 (8 mauHOii 3aaBke 0003HaUar0oT hSIRPo.50A H4L3)
26 (B mauHOii 3aaBKke 0003Hauar0oT hSIRPo.50A H4L4)
28 (8 mauHOii 3aaBke 0003Ha4aroT hSIRPo.50A H4LS)
20 (B manHoii 3aaBke 0003HauaroT hSIRPo.50A H5L1)
22 (B ganHO# 3as1Bke 0003Ha4ar0T hSIRPa. 50A . H5L2)
24 (B manHO# 3as1BKe 0003Ha4ar0T hSIRPa. 50A . H5L3)
26 (B maHHOI1 3asaBKke 0003Ha4uar0T hSIRPa.50A H5L4)
28 (B maHHOi1 3aaBke 0003HauaroT hSIRPa. 50A H5LS)
90 (B manHO# 3as1BKe 0003Hauyar0T hSIRPa.40A HIL1)
92 (B manHO# 3asBKe 0003HaUar0T hSIRPa.40A H1L2)
94 (B manHoO 3asBKe 0003HaUar0T hSIRPa.40A H1L3)
96 (B manHO# 3a1BKe 0003HaUar0T hSIRPa.40A H1L4)
98 (B manHO 3a1BKe 0003HaUarOT hSIRPa.40A HILS)
100 (B marHO#1 3as1BKe 0603Ha4aroT hSIRPo.40A H1L6)
90 (B manHoO# 3a1BKe 0003HaUar0T hSIRPa.40A H2L1)
92 (B ganHoO 3a1Bke 0003Hauar0T hSIRPa.40A H21.2)
94 (B manHoi 3a1BKe 0003Ha4Uar0T hSIRPa.40A H21.3)
96 (B manHOM 3a1Bke 0003Ha4Uar0T hSIRPa.40A H21.4)
98 (B manHO# 3a1Bke 0003Ha4ar0T hSIRPa.40A . H2L5)
100 (B mauHOi#1 3asaBKe 00603Ha4ar0T hSIRPo.40A . H2L6)
90 (B manHO# 3asBKe 0003Ha4Yar0T hSIRPa.40A H3L1)
92 (B manHoO# 3agBKe 0003Ha4Uar0T hSIRPa.40A H3L2)
94 (B manHoO# 3asBKe 0003HaUar0T hSIRPa.40A H3L3)
96 (B manHO# 3asBKe 0003HaUar0T hSIRPa.40A H3L4)
98 (B manHO# 3asBKe 0003HaUarOT hSIRPa.40A H3L5)
100 (B marHO#1 3as1BKe 0603HA4aroT hSIRPo.40A H3L6)
90 (B manHO 3a1BKe 0003HaUar0T hSIRPa.40A H4L1)
92 (B ganHO# 3a1BKe 0003HaUar0T hSIRPa.40A H41.2)
94 (B manHoO# 3a1BKe 0003HaUar0T hSIRPa.40A H4L.3)
96 (B ganHO# 3a1BKe 0003Ha4Uar0T hSIRPa.40A H41L.4)

98 (B manHo 3a1Bke 0003HaUar0T hSIRPa.40A H4L5)
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SEQ ID NO:
SEQ ID NO:
SEQ ID NO:
SEQ ID NO:
SEQ ID NO:
SEQ ID NO:
SEQ ID NO:
SEQ ID NO:
SEQ ID NO:
SEQ ID NO:
SEQ ID NO:

SEQ ID NO:

SEQ ID NO

- 88 / SEQ ID NO:

84 / SEQ ID NO:
86 / SEQ ID NO:
86 / SEQ ID NO:
86 / SEQ ID NO:
86 / SEQ ID NO:
86 / SEQ ID NO:
86 / SEQ ID NO:
88/ SEQ ID NO:
88 / SEQ ID NO:
88 / SEQ ID NO:
88 / SEQ ID NO:

88 / SEQ ID NO:

100 (B marHO#i 3as1BKe 0603Ha4aroT hSIRPo.40A H4L6)
90 (B manHoO 3as1BKe 0003Hauar0T hSIRPa.40A H5L1)
92 (B ganHo 3as1BKe 0003Hauar0T hSIRPa.40A H5L2)
94 (B manHo 3as1BKe 0003Hauar0T hSIRPa.40A H5L3)
96 (B manHO# 3as18Kke 0003Ha4Yar0T hSIRPa.40A . H5L4)
98 (B manHO# 3as1BKe 0003Ha4Yar0T hSIRPa.40A H5LS)
100 (B manHO# 3asaBKe 0603HA4ar0T hSIRPo.40A . H5L6)
90 (B manHO# 3as1BKe 0003Ha4yar0T hSIRPa.40A H6L1)
92 (B manHoO# 3asBKe 0003HaUar0T hSIRPa.40A H6L2)
94 (B manHoO 3asBKe 0003HaUar0T hSIRPa.40A H6L3)
96 (B manHO# 3asBKe 0003HaUar0T hSIRPa.40A H6L4)
98 (B manHO 3a1BKe 0003HaUar0T hSIRPa.40A H6LS)

100 (B marHO#1 3asaBKe 0603HaUaroT hSIRPo.40A HOLG).

[00189] JIOCTYITHO HECKOJIBKO CIIOCOOOB KAPTHPOBAHHS SIHTOIOB JUI1 AQHTUTE] HA IIEJICBBIX AHTHICHAX,
BKIIFOUAS: MACC-CHEKTPOMETPHIO, OCHOBAHHYI0 HA BOJOPOIHO-ACHTEPHEBOM OOMCHE, MAacC-CHEKTPOMETPHIO,
CONIPSDKCHHYIO C IIEPEKPECTHBIM CBA3BIBAHHEM, PEHTITCHOCTPYKTYPHBIH aHaim3, aHalIW3 pepscan H cair-
HaTpaBJICHHBIN MyTarcHe3. Hampumep, BJIO (BogopoaHO-ACHTCPHEBEI 0OMCH), CONMPSLKCHHBIN C MPOTCOTH30M H
Macc-CNEKTPOMETPHEH, MOKHO NMPUMEHATD I ONPEACICHUS SMUTOIA I aHTUTENA HAa CHCHU(PHICCKOM aHTHICHE
Y. BAO-MC ocHOBBIBacTCSI HA TOUHOM H3MEPECHUM W CPABHCHHH CTCIICHH BKTIOUCHUS JCHTCpHSI aHTHICHOM IIpH
uHKyOanuu B D>O 0TACTBHO H B MPUCYTCTBHY CHCIM()UYHOTO K HEMY aHTHTEIIA B PA3IHYHBIC IPOMEKY TKH BPEMCHH.
Jeiitepuii 0OMEHHBACTCS ¢ BOJOPOJOM HAa aMUIHOM Kapkace O€JKOB B OTKPBITHIX 00JACTAX, TOrAa Kak 00JacTH
AQHTHUI'CHA, CBA3AHHBIC C AaHTHTEIOM, OYAyT 3AINHIICHBL, U B HUX OyIeT HaOMI0AaThCA MEHBIINE 00OMEH Wi He OyaeT
oOMCHA TIpH AaHAJTH3C IMPOTCOMMTHYCCKHX (pparMcHTOB ¢ momompr JKX/MC/MC. Macc-CieKTpoMeTpus,
COTIPSDKCHHAS C TEPEKPECTHBIM CBS3BIBAHHCM, HAYHMHACTCSA CO CBA3BIBAHUS AHTHTCJIA M AHTUTCHA C MACCHBHBIM
MCUCHBIM XHMHYCCKHAM JIMHKEPOM IS IEPEKPECTHOTO CBIA3BIBAHMA. 3aTEM NMPUCYTCTBHE KOMILICKCA MOATBEPKIAI0T
MyTeM JACTCKTHPOBAHHA OOTBIION MACCHI C TOMOIIBIO MATPHYHO-aKTHBHPOBAHHON JTA3CPHOI 1eCOpOIiI/ HOHN3ALUT
(MAJI[JA). Tak xak mOCAC PCakIuy MSPCKPECCTHOTO CBA3BIBAHHNA KOMITICKC AT/AT 4Upe3BBMAWHO CTAOWICH, €TO
MO’KHO IIOJIBEPIaTh BO3ACHCTBHIO MHOKECTBA PA3IHUHBIX (DEPMCHTOB W YCIOBHI PACINCIUICHHUS C MOJyUCHHEM
MHOXKECTBA PA3IHYHBIX NEPEKPHIBAOMIMXCSA NENTHAOB. MACHTH(HKAINIO JAHHBIX NENTHAOB MPOBOIAT, PUMEHSA
MCTOIMKH MACC-CIICKTPOMCTPHH BBICOKOTO paspenicHus w MC/MC. VMacHTH(UKANHIO TEPSKPESCTHO CIIATHIX

NCONTHAOB NMPOBOAAT, MPUMCHAA MACCHUBHYH) MCTKY, CBASAHHYIO C MCPCKPECTHO CIMMBAOIIUMHA PCATCHTAMM. Tlocne

¢parmerTarmn MC/MC u aHamH3a pe3yIbTaTOB KAK SMATOI, TaK U MAPATOI ONPCACIAIOT B OTHOM SKCIICPUMCHTE.

[00190] B o00BpeM HacTOAmIero HW300PCTCHHSA TAKKE BXOAAT BHIACICHHBIC aHTHTENAa mpotuB SIRPo m ux
AQHTHTCHCBS3bIBAONME (DparMeHTHl (HampuUMep, T'YMAHH3HPOBAHHBIC AHTHTENA), BKIIOYANONINE BAPHAHT IICITH
HMMYHOTJIOOYJIHHA, OTIMCAHHBIN B JAHHOH 3ajABKE, NPH 3TOM YKa3aHHBIH BapHAHT MPOSIBJLIET OJHO HIH Ooxee U3

CIIC Iy FOLIIX CBOMCTB:
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ces3pBacT Oc10k SIRPaV1 uenoBeka, mMeromuii mocneaopareabHOCTh SEQ ID NO: 34, ¢ ECso <1 HM; 1
mposBIAeT Mo MeHbpmeH mepe B 100 pa3 6omee Bbicokyro ECsy mo otHomeHmo k SIRPaV1(P74A),
uMeroneMy nocieaosareabHOcTh SEQ ID NO: 62; u HeoOa3aTenbHO Takke Mo MeHbInel Mepe B 100 pa3
601ce BricOKyI0 ECso mo oTHOmEHUI0 k 6enky SIRPB1 uenoseka, mveromemMy mocieaosareabHocTs SEQ ID
NO: 38 (ipu 3TOM B KaskaoM ciy4ac noHmkeHHas ECso otHocutesa k ECso mo otHomeHuro k 6enky SIRPaV1
yenoBeka, uMeromeMy nocienosateabHocTh SEQ ID NO: 34, u B KaKIOM Clydae MPEANOUTHTEIIHBHO
H3MEPCHHE MPOBOAAT C MOMOINBI KietouHoro aHamm3a ELISA (CELISA), onmcaHHOTO Aajee B JaHHOM

3a5BKE;

CBA3BIBACTCA C KICTKOH, skcmpeccupyromei 6emok SIRPaV1 uenoseka, ¢ ECso < 10 HM, MPEamOYTHTSIIBHO
< 5 HM, Gomee mpeamoutureapHo < 1,5 HM, eme Oonee mpeamoutureapHo < 1,0 HM, eme Oomce
mpeanoutTuTebHO < 0,5 HM H HauOo1ee MPSANOUTHTSIIFHO PaBHOH mpuOm3uTesHo 0,3 HM Wil MCHEE
CBA3BIBACTCA C KICTKOH, sKkcmpeccupyromei 6emok SIRPaV?2 uemoseka, ¢ ECso < 10 HM, mPEeamOYTHTSIIEHO
< 5 M, Gomee mpeamouruteapHo < 1,5 HM, eme Oomee mpeamouturenapHo < 1,0 HM, eme Oomce
npeanoutuTenbHo < 0,5 HM u Hanbosiee IpeAOUTHTEIRHO PaBHOH mpuomm3uTensHo 0,3 HM nim MeHee;
HEC TPOSBIBIET 3aMETHOTO CBia3piBaHmMA c OcmkoM SIRPP1 mpm konmeHTpammm amturena 50 HM,
npeano4THTeNbHO 67 HM m Gomee mpeanmourutensHo 100 HM; wim, B KaUeCTBE AIBTCPHATHBBL, IIPH
KOHIICHTpanu#, KoTopad B 10 pa3 GobIne, mpeAmOUTHTSILHO B 50 pa3 0oipme, 001e¢ MPSAMOUTHTCIIEHO B
100 pa3 6ompme u eme 6omree mpeanouTuTeabHO B 200 pa3 6ompme, yem ECso aHTHTEIA IO OTHOMICHHUEO K
SIRPaV1 wm SIRPaV2;
uHrHOHpYET cBsa3biBaHne Mekay SIRPa yenoseka n CD47 ¢ I1Cso < 10,0 HM, 60see npeanoytuTebHo < 5,0
HM, eme Ooree mpeanoyTuTeapHo < 2.5 HM u Hambosee MpeAnoyYTUTEIbHO paBHOH mpuOmm3uTensHo 1,0
HM WM MCHEE, U
nposiBisieT 0amt “yenopeyHocTH 120, paBHbIi o MeHbIICH Mepe 79, u 6oJiee MPeAMOUTHTEIBHO 85%.
[00191] B apyrux BapuaHTax peanu3alyy B COOTBETCTBHH C HACTOAILIMM H300PETCHUEM NMPEITIOKCHBI AHTHTENA,
WM UX aHTHTCHCBA3BIBAIOMIME (PparMeHT, KoTophle cBA3bBAOT SIRPo uenoBeka (HampuMmep, TYMaHU3HPOBAHHBIC
QHTHUTEJIA) H COACPIKAT JOMEHBI VH H IOMEHBI VL C MOCJIEI0BATENbHOCTBIO, II0 MEHbINECH Mepe Ha 90% HaeHTHUHOH
mocaeaosarenpHOCTIM SEQ ID NO: 75, 78, 80, 82, 84, 86, 88, 102, 7, 10, 12, 14, 16, 18 u 30; u 76, 90, 92, 94, 96,
98, 100, 104, 8, 20, 22, 24, 26, 28 u 32. B gpyrux BapHaHTax peajiu3alMd B COOTBETCTBHU C HACTOSIIHM
H300PETCHUEM TPEIJIOKCHBI AHTHTENA, HIH HX AHTHTCHCBS3BIBAOLIMK (PparMeHT, KOTOpble cBsa3bBalOT SIRPa
YyenoBeka (HAmpuUMeEp, TYMAHH3HPOBAHHBIC AHTUTENA) W COACP)KAT JOMEHBI Vy H  JOMEHBI VL C
TMOCTICIOBATCIHFHOCTHIO, TI0 MCHBIICH Mepe Ha 95% uneHTHyHOH mocieaoBatempHOCTAM SEQ ID NO: 75, 78, 80, 82,
84, 86, 88, 102, 7, 10, 12, 14, 16, 18 u 30; u 76, 90, 92, 94, 96, 98, 100, 104, 8, 20, 22, 24, 26, 28 u 32. B apyrux
BAPHAHTAX pEANM3ALWH B COOTBETCTBHH C HACTOAIIMM H300PETCHHEM IIPEUIOKCHBI AHTHTENA, HIH WX
AHTHTCHCBA3BIBAIONINI (DparMeHT, KOTOPHIC CBA3bIBalOT SIRPo uemoBeka (HampuMep, TYMaHA3HPOBAHHBIC AHTHTCIIA)
W COoAcpKaT AOMEHBI Vi M JOMCHBI Vi C TOCJICAOBATCIBLHOCTHIO, IO MCHBINCH Mepe HA 97% HACHTHUHON
mocaenosarenpHOCTM SEQ ID NO: 75, 78, 80, 82, 84, 86, 88, 102, 7, 10, 12, 14, 16, 18, u 30; u 76, 90, 92, 94, 96,
98, 100, 104, 8, 20, 22, 24, 26, 28 u 32. B gpyrux BapHaHTax pealu3alUH B COOTBETCTBHU C HACTOSIIHM
H300pETEHUEM TIPEIJIOKEHBI AHTHTENA, HIH HX AHTHICHCBI3BIBAOLINI (pparMeHT, KoTopble cBsa3bBaloT SIRPa
yenoBeka (HampuUMep, TYMAHW3UPOBAHHBIC AaHTHTENA) M COAEPXKAT JOMEHBI Vi H JOMEHBI Vi C
MOCTICIOBATCIHHOCTHIO, 0 MCHBIICH Mepe Ha 98% uneHTmyHOH mocieaoBareapHOCTAM SEQ ID NO: 75, 78, 80, 82,

84, 86, 88, 102, 7, 10, 12, 14, 16, 18 u 30; u 76, 90, 92, 94, 96, 98, 100, 104, 8, 20, 22, 24, 26, 28 u 32. B apyrux
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BAPHAHTAX pEAJM3ALMH B COOTBETCTBHH C HACTOAIIMM H300PETCHHEM IIPEIOKCHBI AHTHTENA, HIH HX
AHTHUTCHCBA3BIBAIONINE (PparMeHT, KOTOPBIC CBA3BIBAIOT SIRPo uemoBeka (HampuMep, r'yMAaHH3HPOBAHHBIC AHTHTECIIA)
H coAepiKaT AOMEHbI Vu M JOMCHBI Vi C IOCJICAOBATCIbHOCTBIO, IO MCEHbIIEH Mepe HAa 99% HACHTHYHOH
nmocaenosarenpHOCTAM SEQ ID NO: 75, 78, 80, 82, 84, 86, 88, 102, 7, 10, 12, 14, 16, 18 u 30; u 76, 90, 92, 94, 96,
98, 100, 104, 8, 20, 22, 24, 26, 28 u 32. [IpeANOYTUTCIHFHO B KKIOM CIy4ac Pa3IUYUi B IOCICI0BATCIHHOCTIX
mexxay SEQ ID NO: 75, 78, 80, 82, 84, 86, 88, 102, 7, 10, 12, 14, 16, 18 u 30; u 76, 90, 92, 94, 96, 98, 100, 104, 8,
20,22, 24, 26, 28 u 32 1 yKa3aHHBIMH BAPHAHTAMH COCTOAT U3 KOHCEPBATHBHBIX 3aMCH U HAHOOJIEE MPESAMOUTHTEIHHO

OTrpaHUICHBI 3aMCHAMH B KaPKACHBIX OCTATKAX.

[00192] B creayroomux HCTOYHHKAX MPCACTABICHBI atroputMbl BLAST, KOTOpBIC HACTO MPHMCHIIOT A
aHamm3a nocienosarenbHocTeli: BLAST ALGORITHMS: Camacho, C. u ap. (2009): BMC Bioinformatics 10:421;
Altschul u mp. (2005) FEBS'J. 272(20): 5101-5109; Altschul, S.F., u ap., (1990) J. Mol. Biol. 215:403-410; Gish, W,
u ap., (1993) Nature Genet. 3:266-272; Madden, T.L., u ap., (1996) Meth. Enzymol. 266:131-141; Altschul, S.F., u
ap., (1997) Nucleic Acids Res. 25:3389-3402; Zhang, J., u ap., (1997) Genome Res. 7:649-656; Wootton, J.C., u ap.,
(1993) Comput. Chem. 17:149-163; Hancock, JM. u np., (1994) Comput. Appl. Biosci. 10:67-70; ALIGNMENT
SCORING SYSTEMS: Dayhoff, M.O., u ap., «A model of evolutionary change in proteins» B Atlas of Protein
Sequence and Structure (1978), Tom 5, mpun. 3. M.O. Dayhoff (pen.), ctp. 345-352, Natl. Biomed. Res. Found.,
BanmarToH, (eacpanprsiil okpyr Komymons; Schwartz, R M., u ap., «Matrices for detecting distant relationships» B
Atlas of Protein Sequence and Structure (1978), Tom 5, mpun. 3.» M.O. Dayhoff (pex.), crp. 353-358, Natl. Biomed.
Res. Found., BarmmarToH, (eaepanbubiii okpyr Komymoms, Altschul, S.F., (1991) J. Mol. Biol. 219:555-565; States,
D.J., uap., (1991) Methods 3:66-70; Henikoff, S., u ap., (1992) Proc. Natl. Acad. Sci. USA 89:10915-10919; Altschul,
S.F., u ap., (1993) J. Mol. Evol. 36:290-300; ALIGNMENT STATISTICS: Karlin, S., u ap., (1990) Proc. Natl. Acad.
Sci. USA 87:2264-2268; Karlin, S., u ap., (1993) Proc. Natl. Acad. Sci. USA 90:5873-5877; Dembo, A., u ap., (1994)
Ann. Prob. 22:2022-2039; u Altschul, S.F. «Evaluating the statistical significance of multiple distinct local
alignments» B Theoretical and Computational Methods in Genome Research (S. Suhai, pen.), (1997), ctp. 1-14,
nnenym, Hero-Hopk. B HacTosmel 3asBKke CPABHEHHS MPOIICHTOB HACHTHYHOCTH TIPEANOYTHTETLHO OCYIIECTBIIIOT
¢ momompro amropurMa BLAST, mpu 3TOoM mapameTpsl YKa3aHHOTO AQJTOPHTMa BBIOHPAIOT I INOJIYYCHUS
HAHOOJIBINETO COBMAIACHHUS MEKIY COOTBETCTBYFOIIMMH MOC/ICAOBATCIBHOCTAMHE TI0 BCCH JUIHHE COOTBETCTBYOLIHX
STAJIOHHBIX MOCTIECAOBATEIBHOCTEH (HapuMep, 0skuaaeMelii mopor: 10; nmiHa cioBa: 6; MAKCUMAIbHBIC COBIAJCHUSA
B 3anporeHHOM auanasone: 0; marpuma: BLOSUM 62; neHs! ramos: Hammuwne - 11, yuimHeHue - 1; KOppeKTHpOBKa

MATPHLBI BECOB B 3AaBUCHMOCTH OT COCTaBa U YAOBJICTBOPCHUA YCJ'IOBI/I}IM).

[00193] DopMyTHPOBKH «KOHCEPBATHBHO MOIH(PHIIMPOBAHHBIC BAPHAHTHD» HIH «KOHCEPBATHUBHAS 3aMCHA»
OTHOCATCSA K 3aMCHAM AMHHOKHCIOT B OCJIKE Ha JPYTHME aMHHOKHCITOTHI, OOJIANAIOIIHEC CXOMHBIMH CBOWCTBAMH
(HampuMep, 3apAIoM, pa3MepPoM OOKOBBIX HENCH, THAPO(POOHOCTHIO/THAPO(PHIBHOCTEI0, KOH(POPMAUCH 0CTOBA H
JKECTKOCTBIO, W T.JI.), TAK YTO JAHHBIC M3MCHEHMS YacCTO MO)KHO OCYHICCTBHTH O3 H3MCHCHHS OHONOTHYECCKOM
aKTHBHOCTH O¢mka. CrienuamucTaM B JAHHOW 00aCTH U3BCCTHO, UTO, KAK MPABUIIO, 3AMCHBI OTHOH AMHHOKHCJIOTHI B
HCCYIICCTBCHHBIX 00IacTIx TIIOJIMIICTITHAA 3HAYHUTCIIHPHO HC U3MCHAKOT 6I/IOJ'IOI‘I/I‘I€CKYIO AKTHBHOCTH (CM., HanmpuMep,
Watson u ap. (1987) Molecular Biology of the Gene, The Benjamin/Cummings Pub. Co., ctp. 224 (4oe u3x.)). Kpome
TOTO, 3aMCHBI HA CTPYKTYPHO WIH (DYHKIIMOHAIBHO CXOJHBIC AMHHOKHUCJIOTHI C MCHBIICH BEPOATHOCTHEO HAPYIIAT

OHOJIOTHIECKYI0 aKTHBHOCTB. [ [puMepsI KOHCEPBAaTHBHBIX 3aMEH OIUCAHBI B CIEAYIOIeH Tabmme 1.

TABJIMLIA 1. TIpuMepsl KOHCEPBATUBHBIX 3aMEH AMHHOKHCIIOT

-48-



McX0aHBIM OCTAaTOK [KoHCepBaTHBHAs 3aMEHA

Ala (A) Gly; Ser

Arg (R) Lys; His

Asn (N) Gln; His

Asp (D) Glu; Asn

Cys (C) Ser; Ala

Gln (Q) Asn

Glu (E) Asp; Gln

Gly (G) Ala

His (H) Asn; Gln

Tle (I) Leu; Val

Leu (L) lle; Val

Lys (K) Arg; His

Met (M) Leu; Ile; Tyr

Phe (F) [Tyr;, Met; Leu

Pro (P) Ala

Ser (S) Thr

Thr (T) Ser

Trp (W) Tyr; Phe

Tyr (Y) Trp; Phe

Val (V) lle; Leu
[00194] OYHKIHOHATPHO KOHCCPBATHBHBIC BAPUAHTHI AHTUTEI COITIACHO HACTOAILICMY H300PCTCHHIO TAKKE

BXOJAT B 00BEM HACTOAMICTO HM300peTcHUs. «DYHKIHOHAIbHO KOHCCPBATHUBHBIC BAPHAHTBD B JAHHOH 3asABKE
OTHOCSATCS K QHTUTEJAM HIH (PparMEHTaM, B KOTOPBIX OJUH WM HECKOJbKO AMHHOKHCIOTHBIX OCTATKOB OBLTH
3aMCHEHBI 0€3 W3MCHCHHUS HKEJIATCIBHOTO CBOHCTBA, TAKOTO Kak ap(MHHOCTD W/HIH CHCUH()HIHOCTh K AHTUTCHY.
Taxue BAPHUAHTHI BKIIFOYAKOT, HO HC OrPAaHUYCHBI 3aMCHOI aMHHOKHUCIIOTHI HA TAaKOBYIO, o6naaaromy10 CXOOHBIMH
CBOfICTBaMI/I, HANMpUMEP, KOHCCPBATHBHBIC 3aMCHBI AMHUHOKHUCJIOT U3 Ta6J'II/II.[I>I 1. Taxke IPCAIOKCHBI BEIACTICHHBIC
TOJTUTICTITH/IBI, COACPIKAIAE AOMCHBI Vi, aHTHTST MPoTuB SIRPO COrMacHO HACTOAMEMY H300PCTCHUIO (HAPHMED,
nocienoeareasHocTd SEQ ID NO: 76, 90, 92, 94, 96, 98, 100, 8, 20, 22, 24, 26, 28 u 32), U BBIICICHHBIC
TOJTUTICTITH/IBI, COACPIKAIMUC TOMCHBI Vy antuten npotuB SIRPo cornacHO HacTosAmeMy H300pCTCHHIO (HAPHMED,
mocaeaosarensHOCTH SEQ ID NO: 75, 78, 80, 82, 84, 86, 88, 7, 10, 12, 14, 16, 18 u 30), cogepxamme 10 0, 1, 2, 3,

4,5,6,7,8,9, 10 nim 0onee 3aMCH AMHHOKHUCTIOT, W MPCAMOYTUTCIIFHO KOHCCPBATHBHBIX 3aMCH.

[00195] B 00BpeM HACTOSAIETO HW300PCTCHAUS JOTIOTHUTSITEHO BXOTAT MOTHHYKJICOTHIBI, KOAUPYIONINS TF000T U3
TOJTUTICTITH/IOB WJTH HMMY HOTJIOOY THHOBBIX 1enicii anTute1 mpotus SIRPO # HX aHTHTCHCBARBIBAKINUX (PParMCHTOB
COTJIACHO HACTOAIEMY H300percHH0. Hampmmep, B 00B5eM HACTOSINETO M300PETCHUSA BXOJAT IOJIHHYKJICOTHIBI,
KOJHPYIOLINE AMHHOKHCIIOTHI, ONMCAHHBIC B JIF000# w3 mocaeaoBarenpHocTeii SEQ ID NO: 75, 78, 80, 82, 84, 86,
88, 102, 7, 10, 12, 14, 16, 18 u 30; u mocnemosareaprOCTeH SEQ ID NO: 76, 90, 92, 94, 96, 98, 100, 104, 8, 20, 22,
24,26, 28 u 32.
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[00196] B omHOM BapmaHTe peanM3ALMH NPEAUIOKCH BBIACICHHBIM NOJUHYKJICOTHA, Hampumep, HAHK,
KOJHPYIOMIAsA YKA3aHHBIC MOJHUIICITHIHBIC ICMH BBIACICHHBIX AHTUTCI WM AHTHICHCBA3BIBAIOMINX (PPArMcHTOB,
ONMCAHHBIX B JAHHOU 3as1BKe. B 0AHOM BapuaHTe peanu3aliii BbIACICHHBIN IOTHHY KJICOTHA KOAUPYET AHTUTEIO HITH
€r0 AHTUTCHCBA3BIBAIOINUI (PparMeHT, COACp ALKl M0 MEHBINCH MEpe OIMH BapHAOCITHHBIN TOMCH JICTKOH ICTIH
(VL) 3pemoro uUMMYHOIVIOOYJHMHA COTJIACHO HACTOALICMY H300PCTCHHIO W/WIM MO MCHBIICH Mepe OJMH
BapuabepHbIi ToMeH Tsoxeaoi uenu (VH) 3pemoro uMMyHOrTO0Y/IHHA COTIaCHO HACTOAMIEMY H300peTeHHI0. B
HEKOTOPBIX BAPHAHTAX PEATH3ALUH BBIACICHHBII IOJHHYKICOTH KOAUPYET 00€ JISTKYIO IIeIb H TSDKEIYIO LETb Ha
OHOH MOJIMHYKJICOTHIHOH MOJICKYJIC, U B IPYTHX BAPUHAHTAX PeaTU3alUH JIETKas U TsHKETasd NENMU KOIUPYIOTCS Ha
OTJCIbHBIX IOJHHYKJICOTHAHBIX MOJCKyJaX. B ApyroM BapHaHTe peaqu3alud YKA3aHHBIC IOJUHYKICOTHIBI

JOMOJTHUTCIbHO KOAUPYHOT CUTHAJIBHYHO IMOCICA0BATCIIBHOCTH

[00197] B HacTOsIIIEM H300PCTCHAH TAKXKE MPSITIOKCHBI BEKTOPHI, HAMPUME], BEKTOPHI SKCIPECCHH, TAKHC KaK
TTA3MH/BI, COICPIKALIHC BRIACICHHbIC MMOJHHYKJICOTHIBI COTJIACHO HACTOSAMIEMY H300PETCHUIO, IPH 3TOM YKA3aHHBIH
MIOJWHYKICOTHA (BYHKIHOHAIBHO CBSI3aH C KOHTPOJIHPYIOINMMH MOCIICIOBATEILHOCTAMH, KOTOPHIC PACIO3HAKOTCS
KIICTKOH-XO3IHHOM, KOT/1a YKA3AHHYIO KIICTKY-X03IMHA TPAHC(PUITUPYIOT YKA3aHHBIM BEKTOPOM. TakKe MPEIT0KCHBI
KJIICTKH-X034CBAa, COJCPIKAIlHEe BEKTOP COTJIACHO HACTOSIIEMY H300PETCHHIO, H CHOCOOBI MOJyUCHHS aHTHTEIA HITH
€T0 AHTHUTCHCBA3BIBAIOMICTO (PparMcHTa WIHW TOJWICITHAA, ONHCAHHBIX B JAHHOHW 3adBKC, BKIFOUAOMINC
KyJIbTUBHPOBAHHEC KICTKH-XO34HHA, HECYIICH BEKTOP 3KCIPECCHH HINM HYKJICHHOBYIO KHCIOTY, KOAHPYIOLIYIO
HMMYHOTJIOOYJIMHOBBIC LICTIH AHTHTCNIA WJIH WX AHTUTCHCBARBIBAOIIHUE (DParMCHT, B KYyJBTYPATbHOH Cpeac H
BBIICTICHAC AHTHICHA WIH AHTHICHCBA3HIBAOIICTO (PparMCHTA AHTHTCIA W3 YKA3AHHONW KICTKH-XO3AWHA WIIH

KYJBTYPaJIbHOH CPEaBIL.

AdPunHOCTH CBI3LIBAHIS
[00198] B xauecTse mpuMepa, HO HC OTPAHHYCHUS, AHTHTE/IA M AaHTUTCHCBA3BIBAOIIIC ()PArMCHTHI, OITHCAHHBIC
B JAHHOM 3as1BKe, MOTYT CBa3biBaTh SIRP( uenoBeka GuBaneHTHO co 3HaueHHeM Kp, paBueiv 10 x 10° M wim
MCHBIIC, YTO OMPEACSIOT C MOMOINBI) MOBEPXHOCTHOTO ILIA3MOHHOTO pe3oHanca (mampumep, BIACORE) wm
aHanormyHo# Mmeromuku (Hampumep, KinExa wmm matepdepomerpun 6mocnos (OCTET)). B oxHoMm Bapmante
peaTH3aliy AHTUTENA U AHTHICHCBS3BIBAOIIIC (DPAarMCHTHI, OMHCAHHBIC B JAHHOI 3asBKe, MOTYT CcBs3bIBaTh SIRP
YeJI0BEKa OHBAJNIEHTHO CO 3HaueHHeM Kp, paBHbIM mpuOau3uTeasHo 5-10 X 107 M, 4TO ONpemesroT ¢ MOMOMIBIO
MOBEPXHOCTHOTO ILIA3MOHHOTO pe3onaHca (Hampumep, BIACORE) win ananormasoii Mmeroauku (Hampumep, KinExa
nwm OCTET). ApdurHocTh paccunthiBaroT Kak Kp = kes/kon (Koff mpencTaBmsieTr coOOH KOHCTAHTY CKOPOCTH
muccormanuy, Ko, mpencraBisser co0oi KOHCTAHTY CKOpPOCTH accormannd W Kp mpeactaenaeT co0oil KOHCTAHTY
pasHOBecHs). A(POUHHOCTH MOKHO ONPEICIHTh IPH PABHOBECHH IYTEM H3MEPEHHA (DpaKIuu CBI3aHHOTO (T)
MCUCHOTO JIMTAHAA TPH Pa3THYHBIX KOHICHTpAUWAX (C). Pe3ymbTarhl mMpeACTABIAIOT TPAPHUCCKH, HCHOIB3YA
ypasaerue Crxatuapaa: t/c = K(n-r), rae r = MOIHM CBA3aHHOTO JTUTAHAA/MOJIb PEICNITOPA TPH PABHOBCCHH, C =
KOHICHTPALHs CBOOOTHOTO JIMTAaHJA ITPH paBHOBeCHH;, K = paBHOBECHAS KOHCTAHTA aCCOIMAIMH; M NI = KOJIMUCCTBO
CalfTOB CBSI3BIBAHMUS JHTAHIOB HAa MOJICKyJIe perienTopa. C moMonipio rpayiueckoro aHaam3a 1/C HaHOCAT Ha OCh Y, a
I HAHOCAT HA OCh X, TakuM oOpazoM mnomyyad rpaduk Cxsruapaa. M3mepenue a(pMHHOCTH aHTHTENA C TIOMOIIBIO
aHamm3a Ck3TyapAa XOpOIIo H3BECTHO B JaHHOW oOmactu. Cwm., Hampumep, van Erp u np., J. Immunoassay 12: 425-

43, 1991; Nelson u Griswold, Comput. Methods Programs Biomed. 27: 65-8, 1988.

Ye10BeYHOCTH
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[00199] JUta meneli HacTOAIIETr0 JOKYMCHTA “USIOBCYHOCTE H3MEPSOT, HCIONB3YA aHAm3aTop 6amna T20 s
KOJHYCCTBEHHOTO ONPECICHIA YEJIOBSUHOCTH BapUabe bHOI 001aCTH MOHOKIOHATBHBIX AHTHTEN, KaK OIHCAHO B
Gao SH, Huang K, Tu H, Adler AS. Monoclonal antibody humanness score and its applications. BAMC Biotechnology.
2013: 13:55. doi:10.1186/1472-6750-13-55).

[00200] IIpexycMOTpeH  AOCTYNHBIH  4epe3 HHTCPHET HMHCTPYMEHT I pacueta Oama T20
NOCICAOBATEIBHOCTEH  aHTHTEN C  IpuMeHeHneM 0a3  gaHHeix 120  Cutoff Human Databases:
http://abAnalyzer.lakepharma.com. Tlpu BbruucaeHHH Oamma T20 BBOAMMO#N OCJIKOBOH MOCICIOBATCIBHOCTH
BapuabempHOi ob6nacta VH, VK mwmu VL cHavanma mpucBauBacTcsA Hymepamus nmo Kadaty ¥ MACHTH)HIHPYOTCS
ocrarku CDR. TloTHOpa3MEpHY IO MOCICAOBATCIBHOCTD HWITH TTOCICAOBATCIBHOCTD TOIBKO KApKaca (C YAAaICHHBIMH
ocratkamMu CDR) cpaBHHBAIOT C KaKIOHW MOCICIOBATCIBHOCTHIO B COOTBCTCTBYKOINCH 0a3c JAHHBIX AHTHTCIL,
mpuMcHAA anroput™ blastp (6enok-6e10x) BLAST. MACHTHYHOCTS MOCTICIOBATCIPHOCTCH MPH KAXKIOM MOMAPHOM
CPABHCHHH BBIOMPAIOT, W TMOCIC AaHATHM3a KAKAOW MOCICOOBATCIFHOCTH B 0a3c [JAHHBIX YKA3aHHBIC
MOCICAOBATCIBHOCTH COPTHPYIOT OT BBICOKOTO YPOBHS K HH3KOMY HA OCHOBAHWH HACHTUYHOCTH YKA3aHHBIX
TOCJICAOBATEILHOCTEH C BBOAUMOMN MOCIEAOBATEABHOCTHIO. [IponieHT uaeHTuyHOCTH 20 cambix copnagaronmx (Top

20) mocieI0BaTCABPHOCTEH YCPESIHAIOT ¢ moTyucHueM Oamna T20.

[00201] Ja kaxxnoro tuna uenu (VH, VK, VL) u anusb! nocie10BaTeIbHOCTH (TIOTHOPA3MEPHAS WIH TOJIBKO
Kapkac) B 0azax mamsbIX “All Human Databases” kaxmas mocieaoBaTeIbHOCTh AHTHTENA ObIIa OLCHEHA CPEIH
COOTBETCTBYIOIIECH Oa3pl JaHHBIX, NMpHUMEHIA aHamm3artop Oamna T20. Bamn T20 monmyuwamm mms 20 caMbIx
COBNANAKOIIKX MOCICAOBATCIPHOCTEH MOCAC HCKIIOYCHHA CAMOM BBOAMMON MOCJICAOBATCIHLHOCTH (YCPEIHSLIH
MPOLIEHT UACHTUYHOCTH MOCIECA0BATEILHOCTEH OT 2 10 21, MOCKOJIBbKY MOCICAOBATEILHOCTD 1 BCEraa mMpeacTaBiiia
co0oit camo BBoAUMOE aHTHTENO). bamter T20 a1 ka0 rpy sl COPTHPOBATH OT BBICOKOTO K HU3KOMY. YOBIBaHHUE
Oayna OBLIO MPHOTH3UTEIIFHO JIMHCHHBIM U1 OOJTBIIHHCTBA MOCICAOBATCIFHOCTEH, TeM HE MeHee, Oamtel T20 mams
HIDKHUX ~15% aHTuTren HaymHamu pe3ko yMeHpmarbcd. (CedoBaTeIbHO, HIDKHHE 15  IIPOLICHTOB
MOCNICIOBATEIHOCTEH YAAISUTH, H OCTANBHBIC MOCICA0BATCIBHOCTH 00pa3oBbiBau 06a3bl naHHbIX T20 Cutoff Human
Databases, mpu 3Tom oTceuka 6amia T20 yka3siana Ha HanOosee Hu3KuiA 6amt T20 mocneaoBaTeIbHOCTH B HOBOH

0a3e JaHHBIX.

[00202] B maHHO# 3agBKE “UCIOBCUCCKOC” AHTHTEIIO MPCACTABILICT COO0H aHTHTE 10, OaLT YeaoBeyHOCTH T20

KOTOPOTO COCTaBJICT IO MEHbIICH Mepe 79% u 00Jee MPEANOYTHTEIBHO 10 MeHbIICH Mepe 85%.

Cnocoonocts antures npotus hSIRPa 6;10xkuposarts cesizbiBanne ¢ CD47
[00203] B HekoTOpBIX BapHaHTax peanm3anun aHTuTeaa npotus SIRPo wimm anTHreHeBs3bIBaroNHe (PparMeHTHI
COTJIACHO HACTOSINEMY H300peTeHHI0 CcrocoOHBI OnokmpoBarh ces3biBanne SIRPa uenoseka ¢ CD47 uemoseka.
Cnocob6rocTh On0KHpOBaTh CcBsa3biBaHNe SIRPa yenoseka ¢ CD47 yenoBeka MOYKHO ONPENCIIHTD, MPUMEHSS JIFO00H
Crmoco0, W3BCCTHRIA B JAHHOW 007acTH. B OZHOM BapWaHTC peaiH3alid CIIOCOOHOCTH AHTHTCT ONOKHUPOBATH

cembBanne SIRPa yemoseka ¢ CD47 uemoseka onpeaesaroT, mpuMeHaa aHamm3 ELISA.

Cnoco0b1 MoJTy4eHnsI AHTHTEJT 1 X AHTHTCHCBSI3BIBAIONNX (parveHTon
[00204] Takum 00pazoM, B 00bEM HACTOSINETO M300PETCHUS BXOIAT CIIOCOOBI NMOJYYCHHS AHTHTEIA IPOTHB
SIRPo. MaH €r0 aHTHICHCBA3BIBAIOINETO (PPAarMEHTA COITIACHO HACTOAMIEMY H300PETCHUIO, BIUIFOUANOLIHC
KYJIbTHBHPOBAHHE KJICTKH THOPHAOMBI, KOTOpas OSKCIPECCHPYET AHTUTENO MM (PParMEHT, IPH YCIIOBHH,
OIaroNpUATHOM [UIA TAKOH 3KCIPECCHH, W HEOOA3aTENbHO BBIACICHHE aHTHTEIA MM ()ParMEHTA U3 THOPUIOMBI

H/MITH POCTOBOH Cpeabl (HampuMep, KyIbTYPaIbHOM CPEIbI).
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[00205] Anrurena nporus SIRPo, onmucaHHbIe B JAHHOH 3asdBKE, TAKKE MOXHO IOJYYHTh PEKOMOHHAHTHBIM
CrmocoOoM (HampuMmep, B CHCTEME dKcmpeccuu F. coli/T7, B CHCTeMe 3KCTPECCHH KICTKH MIICKOITHTAFOIICTO HITH B
CHCTEME SKCIIPECCHH HU3IIMX SYKapHOT). B JaHHOM BapuaHTE peayu3alui HYKJICHHOBBIC KHCIOTBI, KOJUPYIOIIHE
HMMYHOTJIOOYTHHOBBIC MOJICKYJIbI QHTUTEN COIJIACHO HACTOSIIEMY H300pPETCHHIO (HAmpuMep, Vi WM VL), MOXKHO
BCTPOHUTH B IazMuay Ha ocHose PET u sxcmpeccuposars B cucteMe E. coli/T7. Hanpumep, B 00beM HACTOSAIIETO
H300PCTCHUS BXOJAT CHOCOOBI JKCNPECCHH AHTUTENIA, HIM €TI0 AHTHICHCBS3BIBAIOINCTO (PparMeHTa, HIIH €To
HMMYHOTJIO0Y/IHHOBOH IIeNH, B KJICTKE-XO3AHHE (HampuMep, OaKTepHAIbHOH KIETKE-XO3iIHMHE, TaKoH Kak F.coli,
takoi kak BL21 mm BL21DE3), Brmouaromue dkcnpeccrro PHK-nommmepasst T7 B KIeTke, KOTOpas Takoke
COJCP)KAT TOJHHYKICOTHA, KOTUPYIOHMI IIEMb HMMYHOTIOOYJMHA, KOTOpas (PYHKUHOHANBPHO CBS3aHA C
npomotopoM T7. Hampumep, B OZHOM BApHAHTE PEAM3ALMH HACTOSINCTO M300peTCHHS OAaKTepHAIbHAS KICTKA-
XOB3SMH, Takas Kak F. coli, copepsxut noamHyKiaeotua, koaupytomuii ren PHK-momumepassr T7, QyHKDuHOHATBHO
CBA3AHHBIA C NMPOMOTOPOM /ac, M HKCIPECCHIO MOJHMEPA3bl M YKA3aHHOH IeMU WHAYOHPYIOT MyTEM HHKYOAImu

kietku-xo3auHa ¢ [PTG (m3omponmi-0eTa-D-THOTanakTOMHPAHO3UIOM).

[00206] CymiecTByeT HECKOJBKO CHOCOOOB, C IOMOINBI0 KOTOPBIX MOXXKHO IIOJIYUHTh PEKOMOHHAHTHBIC
AHTHTENA, KOTOPHIC W3BECTHBI B JAaHHOW oOmactu. OauH mpuMep cnocoda peKOMOWHAHTHOTO MOJYYCHHS aHTHTET

ormmcad B nmarenre CIITA Ne 4816567.

[00207] TpancopMamro MOXXHO OCYIICCTBHTh C IOMOIIBIO JIOOOTO HM3BECTHOTO CHocoba BHEAPCHHSA
MOJMHYKJICOTHAOB B KICTKY-X03imHA. CHocoObl BHEAPCHHS TIE€TCPOJOTUYHBIX MOJHHYKICOTHAOB B KICTKH
MJICKOTIUTAIOIINX XOPOIIO H3BECTHBI B JAHHOH 00JJaCTH U BKIIFOYAIOT ONIOCPEIOBAHHY IO JCKCTPAHOM TPAHC(EKIIHIO,
mpenunuTanui ¢ (pocaroM KaabUHA, OMOCPCIOBAHHYIO MOJHOPCHOM TPAHC(CKUUIO, CIHMSIHHC IMPOTOILIACTOB,
3NEKTPONOPALMIO, 3AKTIOUCHHEC MOJHHYKJICOTHAA(-0B) B  JIMIOCOMBI, OHOJHMCTHYCCKYIO HHBCKIHIO H
HENOCpeACTBEHHYIO MukponHbsekiuio JJHK B aapa. Kpome Toro, MoseKy Jisl Hy KJICHHOBBIX KHCIOT MOKHO BHEIPHTD
B KJICTKH MJICKOTIMTAIOIIHUX C MMOMOIIBIO BUPYCHBIX BEKTOPOB. CriocoOBI TpaHC(hOopMaLiy KICTOK XOPOIIO H3BECTHBI

B JaHHOI oO6mactu. CM., Hampumep, mateHThl CIITA Ne 4399216; 4912040; 4740461 u 4959455,

[00208] Takum 00pa3zoM, B 00bEM HACTOSILNETO H300PSTECHHS BXOAAT PEKOMOHHAHTHBIC CTIOCOOBI MOJTYUCHHS
antuTena npotus SIRPo Wi €ro aHTHTCHCBSI3BIBAOLICTO (PPArMEHTA COTTIACHO HACTOSIIEMY H300PCTCHHIO, HITH €TO
HMMYHOTJIOOYJTHHOBOH IICTIH, BKIIOYAIOINHC BBCACHHC MOJHHYKJICOTHIAA, KOJHPYIOINETO OJHY MM Oonee
HMMYHOTJIOOYJIHHOBBIX LENeH aHTHTENAa WiIH (parMeHTa (HAmpUMEp, TOKCIYID W/HIH JICTKYHO —ICTH
HMMYHOTJIOOYJIHHA); KyJbTHBHPOBaHHUE KiIeTKU-xo3suHa (Hanpumep, CHO, wmm Pichia, v Pichia pastoris) npn
YCJIOBHH, OarOTMPHATHOM U TAKOH SKCIPECCHH, H HEOOA3aTEIbHO BBIACICHAC AHTUTENA, WUTH ()parMeHTA, HITH LETH

W3 KICTKU-XO39WHA H/WITH CPSIBI, B KOTOPOH PACTUIH KJICTKY -XO35AHHA.

[00209] Anturena mporus SIRPo Takke MOKHO CHHTC3HPOBATH C TMOMOINBID JHOOOTO M3 CIIOCOOOB,

mpeacTaBacHHBIX B mateHTe CIITA No 6331415,

[00210] OYKAPHOTHYCCKAC W MPOKAPHOTHUYCCKHC KICTKH-XO034CBA, BKIIOYASA KICTKH MIICKOTIHTAIOMINX B
KA4YCCTBE XO3ACB JUIA YKCIPCCCHH AHTUTCT, WK (DPAarMCHTOB, HITH LCNCH HMMYHOTI00Y THHOB, OTMACAHHBIX B JAHHOW
3agBKE, XOPOIIO H3BCCTHHI B TAHHOH 001ACTH H BKIFOYAIOT MHOTHEC HMMOPTAIH30BAHHBIC THHAH KIICTOK, JTOCTYITHBIC
3 AMCpHKAHCKOH KOJUICKIH TUMOBBIX KyIbTyp (ATCC). Takue TuHWH KICTOK BKIFOUAOT, CPSAH MPOYHX, KICTKH
smyHuKa kutaiickoro xomsauka (CHO), NSO, xnerku SP2, xierkn Hela, KISTKH TOYKH HOBOPOSKICHHOTO XOMSYKA
(BHK), xrerku mouku 06e3bsaubI (COS), KICTKH TenaToIC/LIFJIIPHOH KapuuHOMBI yenoseka (Hampumep, Hep G2),

kierku AS549, knerku 3T3, xietku HEK-293 1 MHOKECTBO ApyTUX JMHUH KIeTOK. KileTkH MICKONUTAIOMINX-X034CB
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BKJIFOUAIOT KJICTKH YEJIOBEKA, MBIIIH, KPHICH, COOAKH, 00C3bsHbI, CBHHBH, KO3bI, KPYITHOTO POTaTOro CKOTA, JOIIAIH
u xoMsaKka. OCOOCHHO MPEANOYTHTENBHBIC THHUH KICTOK BRIOHPAIOT My TEM ONPEACICHUS JIMHUH KJISTOK C BBICOKHMH
YPOBHAMH 3KCIIPEcCHH. JIpyTue JIUHUH KICTOK, KOTOPBIC MOJKHO NMPUMEHATH, MPEACTABILIOT COOOH TMHHMH KICTOK
HACEKOMOTO, TAKHX Kak KIeTku Sf9, xieTku ampuOmii, KIeTku OaKTepHii, KISTKU PaCTCHUH U KIeTKH IrpudoB. Kinerku
rpuOOB BKJIIOYAIOT KJICTKH ApOdokeH M (pumameHTHOro rpmuba, BKEOUas, Hanpumep, Pichia pastoris, Pichia
finlandica, Pichia trehalophila, Pichia koclamae, Pichia membranaefaciens, Pichia minuta (Ogataea minuta, Pichia
lindneri), Pichia opuntiae, Pichia thermotolerans, Pichia salictaria, Pichia guercuum, Pichia pijperi, Pichia stiptis,
Pichia methanolica, Pichia sp., Saccharomyces cerevisiae, Saccharomyces sp., Hansenula polymorpha,
Kluyveromyces sp., Kluyveromyces lactis, Candida albicans, Aspergillus nidulans, Aspergillus niger, Aspergillus
oryzae, Trichoderma reesei, Chrysosporium lucknowense, Fusarium sp., Fusarium gramineum, Fusarium venenatum,
Physcomitrella patens u Neurospora crassa. Pichia sp., mobott Saccharomyces sp., Hansenula polymorpha, mo6oi
Kluyveromyces sp., Candida albicans, nvoboui Aspergillus sp., Trichoderma reesei, Chrysosporium lucknowense,
mobo#t Fusarium sp., Yarrowia lipolytica m Neurospora crassa. Korna pekOMOWHAHTHBIC BEKTOPHI SKCIIPECCHH,
KOJHPYIOLIHE TOKSIYIO HEMb HIH €r0 aHTUTCHCBA3BIBAIOINYIO 4acTh HIM (PPAarMEHT, H/HIH JETKYIO LENb HIH €€
AQHTHTCHCBS3HIBAONMH (PparMeHT, BHEAPSIOT B KICTKH MJCKONHTAIOINX-XO3SCB, AHTHTEIA MONYYAOT IyTEM
KyJIbTUBHPOBAHHA KJICTOK-X0354€¢B B TCUCHHE IEPHOJA BPEMEHH, JOCTATOYHOIO, YTOOBI MO3BOJIUTH IKCIIPECCHIO
aHTHUTENa, WIH (JparMeHTa, WIH LENH B KJICTKAX-X034€BaX HIHM CCKPCIMIO B KyJbTYPAJIBHYIO Cpedy, B KOTOPOif

PacTUIN KICTOK-X034ACB.

[00211] AHTHTENAa M WX AHTUTCHCBA3BIBAIOINNC (PPArMEHTHI W IIENTH HMMYHOTJIOOYJIHHA MOKHO H3BJICYb H3
KYJIBTY paJIbHOH Cpe/bl, MPHMEHS CTAHAAPTHBIC CIOCOOB! OUHCTKH Ocyika. Kpome TOoro, SKCTIPECCHIO aHTHTEN H HX
AQHTUTCHCBA3BIBAIONIMX (PPArMEHTOB U IieNcH MMYHOTIOOYIMHA COTJIACHO HACTOSAIIEMY H300PETCHHIO (MUIH APYTHX
TOTYHUCHHBIX U3 HUX MOJ'IeKy.]I) JIMHUAMHA KICTOK-IIPOAY HCHTOB MOKHO ITOBBICUTD, MPUMCHSA MHOKCCTBO H3BCCTHBIX
MeToauk. Hampumep, crucrema 3KCIpecCHu reHa Iy TaMHHCHHTETa3kl (cuctema GS) mpeactasiieT co60it OOBIMHBIH
MOIXO/ TS MOBBIMCHHS SKCIPECCHH ITPH HEKOTOPBIX YCI0BMWAX. Cuctema GS 00CyKIacTcs HETUKOM HITH YaCTUYHO
B pamkax Esponeiickux mareHTOB Ne 0216846, 0256055, 1 0323997 u 033884 1. Takum 06pazoM, B OTHOM BapHAHTE
peanu3anyy HACTOAINETO H300pPETeHHI B KJIETKAX MIICKONMUTArOMUX-Xo3des (Hampumep, CHO) orcyTcTByeT IeH
[JIYyTAMHHCHHTETA3bI, H HX PACTAT B OTCYTCTBHC INIyTAMHHA B CPEIC. IPH 3TOM, TEM HE MCHEE, IOJIHHYKJICOTH,
KOJHUPYIOMIHHA NCITh HMMYHOTJIOOYJTHHA, COACPIKUT ICH Ty TAMHHCHHTCTA3BI, KOTOPBIH JOTOTHACT OTCYTCTBY FOLIHIA

TCH B KJIICTKC-XO34AHHC.

[00212] B 00BeM HACTOAIMETO HW300PCTCHUSA BXOIAT CMOCOOBI OYWCTKH aHTHTeNna mpotuB SIRPo wmw ero
AHTUICHCBS3BIBAIOIICTO (DparMCHTA COTJACHO HACTOAIICMY H300PCTCHHIO, BKJIFOYAKOLIAC BBCACHHC 00pasLa,
COACPIKAILECTO AHTHTCIO WIH (PParMCHT, B CPeOy I OYHCTKH (HAOPUMEp, KATHOHOOOMCHHYIO CpPeay,
AHHOHOOOMCHHYIO Cpeldy, cpeay ruapodoOHoro oOMeHa, apQUHHYIO Cpeay a4 OYHCTKH (HAmpuMmep, OCToK-A,
6enok-G, Oenok-A/G, 6enok-L)) m mmubo cOOp OUMINEHHOTO aHTHTENAa WiH (hparMeHTa W3 (ppakumu QuibTpaTa
YKa3aHHOTO 00pa3na, KOTOPHIH HE CBAZBIBACTCS CO CPeAOif; MO0 oTOpackBaHue (hpakuuy (GHIIbTPaTa H HMFOUPOBAHHC
CBA3QHHOTO AHTHTENIA WM (PparMeHTa M3 Cpeasl U cOOp 3moara. B oJHOM BApHAHTE PEANH3ALMH HACTOSAIICTO
H300pPETCHUA Cpela HAXOAWTCA B KOJNOHKE, Ha KOTOPYK HAHOCAT oOpasen. B oaHOM BapuaHTe peanu3aunin
HACTOSIICTO H300PETCHHA CIMOCOO OYHCTKH OCYINSCTBILIEOT NMOCIC PSKOMOWHAHTHOW 3KCIPECCHH AHTHTETA HWITH
(pparMeHTa B KJICTKS-XO3fAHMHE, HANPHMEP, KOTAAa KICTKY-XO3MHA CHAYala JTH3HPYIOT H HEOOA3aTe/IbHO JIH3aT

OUHILNAIOT OT HEPACTBOPHMBIX MATCPHAJIOB MIEPE OUHCTKO HA cpeae.
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[00213] OOBIYHO, INTUKONPOTCHHBI, MOJNYUCHHBIC B KOHKPETHOW JTHHHUH KJICTOK MUIM TPAHCTCHHOM >KHBOTHOM,
OyAyT UMETh MATTEPH I[NIMKO3HMIMPOBAHUS, CBOHCTBECHHBIH I IJTHKOIPOTCHHOB, IOJYUCHHBIX B JAHHOH JTHHHHU
KJICTOK MM TPAHCTCHHOM >XHBOTHOM. Clie0BaTeIbHO, KOHKPETHBIH MATTEPH ITMKO3HIMPOBAHUSA aHTHTENIA OyaeT
3aBHCETh OT KOHKPETHOH JMHUM KJICTOK HJIM TPAHCTCHHOTO >KHBOTHOTO, MPUMCHACMBIX IS MOJIYUCHHA AHTHTENA.
Tem He MEHee, BCe aHTHUTENA, KOJAUPYEMBIC MOJICKYJIaMH HY KJIICHHOBBIX KUCIIOT, NPEAJIOKCHHBIMHU B TAHHOM 3asBKE,
HWIH BKJIIOYAIOIIHC TOCICAOBATCIBHOCTH AMHMHOKHCIOT, NPEHJIOKCHHBIC B JAHHOM 3adBKE, BXOJAT B 00BEM
HACTOAMICTO H300PETCHUS HE3AaBHCHMO OT MATTCPHA TNIMKO3MIMPOBAHUSA, KOTOPBIH MOJXKET OBITh Y YKA3aHHBIX
AQHTHUTCI. AHAJIOTHYHO, B KOHKPCTHBIX BAPHAHTAX PCATH3ALMH AHTUTCIA C NATTCPHOM INIMKO3HIMPOBAHUA,
BKITFOUAFOINMM TOJIBKO HE(DYKO3HIHPOBAHHBIC N-TIHKAHBI, MOTYT OBITh NPCANOYTHTCIBHBIMH, TaK Kak OBLIO
MOKA3aHO, YTO [JAHHBIC AHTHTEIA OOBIMHO MPOSBILIEOT OONBIIYIO 3(PPEKTHBHOCTH, YeM HX (DYKO3HIHPOBAHHBIC
AHAJIOTH KAK in Vitro, TaKk | in vivo (cM., Hanpumep, Shinkawa u ap., J. Biol. Chem. 278: 3466-3473 (2003); maT¢HTHI
CIHIA Ne 6946292 u 7214775). JlanHble aHTHTENA ¢ HE()YKO3HWIHMPOBAHHBIMHU N-TIIHKAHAMH, BEPOSTHO, HE OyAyT
HMMYHOTCHHBIMH, TAaK KaK HX YIJICBOAHBIC CTPYKTYPHI ABJLTFOTCS HOPMATbHBIM KOMIIOHEHTOM B OMYJIALMH, KOTOPAs

nmpuCyTCTBYET B IgG CHIBOPOTKH YeTOBEKA.

[00214] B o0BveM Hactosmero m3o0peTeHmA BXOAAT Oncneumpuueckue W OH(YHKIIHOHANBHBIC AHTHTENA H
AHTUT'CHCBA3BIBAKOINKC (PPArMEHTHI CO CCHU(PUYHOCTREO CBA3bIBaHHA C SIRPo M OpYrUM aHTHTCHOM, TAKHM KAk,
Hampumep, CD19, CD20, CD22, CD24, CD25, CD30, CD33, CD38, CD44, CD52, CD56, CD70, CD96, CD97, CD99,
CD117, CD123, c-Met, CEA, EGFR, EpCAM, HER2, HER3, PSMA, PTHR2, me3zotemun, PD-1, PD-L1, TIM3, u
CcrmocoObl WX mpuMCHEHHUA. bucmenupmueckoe wim OW(PYHKIHOHATRHOC AHTUTCIO MPCACTABIACT COOOM
HCKYCCTBEHHOC T'HOPHIHOE aHTHTEJIO, COACPrKAIICe ABE PAa3IMIHbIC AP THKEIOH/IETKON IeNeH U 1Ba Pa3IHYHBIX
caifta cBia3pIBaHHA. bucreru@uyeckie aHTUTENA MOKHO MOJIYYUTh C MOMOINBIO PAa3IMYHBIX CIOCOOOB, BKIFOUAs
ciusHuE THOpHIOM Wiu coeauHeHue (parmeHros Fab’. Cwm., Hampumep, Songsivilai, u ap., (1990) Clin. Exp.
Immunol. 79:315-321, Kostelny, u ap., (1992) J Immunol. 148:1547- 1553. Kpome Toro, Oucnenudpuueckue aHTuTeIa
MOKHO TOTyuHTh B BHAC «auatem» (Holliger, u ap., (1993) PNAS US4 90:6444-6448) wmm «Janusiny (Traunecker, u
ap., (1991) EMBO J. 10:3655-3659 u Traunecker, u ap., (1992) Int. J. Cancer Suppl. 7:51-52). B 06beM HACTOSMICTO
H300PETCHUST BXOJAT “AyOTeNa”, KOTOPhIC MPEACTABIIIOT cO00H OHCmeum(pMUCCKHE AHTHTEIA C HOPMATbHBIMHU
crpykrypamu IgG (Labrijn u ap., 2013, Proc. Natl. Acad. Sci. USA 110 (13): 5145-5150).

[00215] B 005eM HACTOAIICTO H300PCTCHUS TOTOTHUTCIIFHO BXOIAT AHTHTCHCBA3bIBaromue SIRPo (hparMeHTHI
arTutea npotus SIRPo, OMMCaHHBIX B JAHHOM 3asaBKe. DparMeHTH aHTHTENIA BKITFOUAKOT (pparMeHTHI F(ab),, koTophic
MOJKHO TOJIYYHUTh MyTeM (PCPMCHTATHBHOTO pacmermicHud I1gG, Hanpumep, mencuaoM. ®@parmentsr Fab MosxHO

MOy YUTh, HAMPUMEP, MyTeM BoccTaHOBIeHM: F(ab), ¢ MOMOIIBIO AUTHOTPENTOIA HITH MEPKANITOSTHIIAMHHA.

[00216] NMMyHOTTOOYTHHBI MOXKHO — PACHIpEACIHTh IO  PA3IWdYHBIM  KJIAaccaM B 3aBHCHMOCTH  OT
MOCTICAOBATCIBHOCTCH AMHUHOKHCIOT KOHCTAHTHOTO JOMEHA HMX TOKEIBIX Iened. B HEKOTOPBIX BAapHAHTAX
peam3aly pa3IHyHbIC KOHCTAHTHBIC JOMCHBI MOXKHO ITPHCOCAWHHTH K TYMAHH3HPOBAHHBIM 00JacTsiM Vi H Vi,
noayueHHEBIM 13 CDR, mpeanoxeHHbIX B TaHHOMN 3adBKke. CyIEecTBYET 0 MEHBIICH MEpE ISITh OCHOBHBIX KJIACCOB
nvMyHOr 100y mHOB: IgA, 1gD, IgE, IgG u IgM, n HECKOJIBKO W3 HHX MOXKHO JOTIOJHHTEIBHO ITOJPA3ACIHTh HA
moakaacch (m3otmmen), Hanpumep, 1gGl, 1gG2, 1gG3 u 1gG4; IgAl u IgA2. B 06beM HACTOAIIETO H300PCTCHHA

BXOJAT aHTUTC]IA H AHTUT'CHCBA3BIBAOIITHC (l)paI‘MeHTBI MO00TO U3 JAHHBIX KJIACCOB HJIH IMOAKIACCOB AHTUTCIL

[00217] B oxHOM BapHaHTC pealH3aldd AHTHTCIO WIH €T0 AHTUTCHCBA3BIBAIOINHI (DPATrMEHT COICPIKHT

KOHCTAHTHYO 00JIaCTh TSHKEIION LSTH, HANPUMEP, YETOBEUECKYI0 KOHCTAHTHYIO 00J1aCTh, TAKYIO KaK YeJIOBEUECKAs
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KOHCTaHTHAA 00JaCTh TsDKENOiH mend Y1, y2, yv3 win y4 Wim e¢ BapuaHT. B apyroM BapuaHTe peann3aliy aHTHTEIIO
WJTH €TO aHTUTCHCBA3BIBAIOIINI (DPArMEHT COACP KUT KOHCTAHTHYIO 00J1aCTh JICT'KOH ICITH, HAPHMED, YCTOBCUCCKY O
KOHCTAHTHYIO 00JIACTh JICTKOH IICITH, TaKy0 Kak 00JacTh JErKOH Leny JsIMO1a WM Karma YeJ0BeKa WM €¢ BAPUAHT.
B kauecTBe mpuMepa, HO HE OTPAHHUCHUS, YETOBEUECKAsI KOHCTAHTHASA 00JIACTh TSDKEJION LETH MOXKET NPEICTABIIATh
co0oi y4 1 yenoBeyecKkas KOHCTAaHTHAS 00J1aCThb JIETKOH IIETTH MOXKET MPEACTABIATh CO00i kanma. B ansTepHaTHBHOM
BapuaHTe peamm3anmu Fc-001acTh aHTHTENA MPEACTABIACT co00it y4 ¢ myTtarmeit Ser228Pro (Schuurman, J u xp.,
Mol. Immunol. 38: 1-8, 2001).

[00218] B oxHOM BapHaHTC pPCATH3ALMH AHTHTCIO HIH Cr0 AHTUTCHCBA3BIBAIOINHMIA (DPATrMCHT COICPIKHT
KOHCTAHTHYI0 00JacTh Tspkeyoi nemu moxaruma IgGl. B omHOM BapuaHTe peanw3anyyl aHTHTEIO HIH Cro
AQHTHTCHCBS3HIBAONMEH (DParMEHT COACPKUT KOHCTAHTHYIO 0O0macTe Tspkenod nemu moarmma 1gG2. B omHOM
BAPHAHTEC PCATM3ALUH AHTHTEIO I €T0 AHTHICHCBA3BIBAIOMIMK (PPArMCHT COACPKUT KOHCTAHTHYHO 0OJIacTh

ToKenon nenn noaruna 1gG4.

KoncrpynpoBanmne anturet
[00219] JIOTIOTHATETPHO BKIFOUCHBI BAPHAHTHI PEATH3alUH, B KOTOPHIX aHtuTenda mpotus SIRPo m mx
AQHTHTCHCBS3HIBAONME (DPArMEHTH MPEACTABILTOT c000#f CKOHCTPYHPOBAHHBIC AHTHTENIA C BBCACHHBIMHU
MOIU(PUKAIMAME B KAPKACHBIX OCTAaTKAX BHYTPH BAPHAOCIBHBIX JOMCHOB AHTHTENIA, HANPHMED, YTOOBI YIIyUIIHTb
cBoilicTBa aHTWrena wmiaH (parmenra. OObMHO, Takwe Mogu(UKAIMKH Kapkaca BBOJAT, 4YTOOBI CHH3HTH
HMMYHOTCHHOCTD AQHTHTCIIA WM (PParMCHTA. ITO OOBIYHO OCYIICCTBILIFOT IMyTEM 3aMCHBI He oTHOCAmuxcsa k CDR
OCTaTKOB B BAPHAOCTFHBIX JOMCHAX (T.C. KAPKACHBIX OCTATKOB) B HCXOTHOM (HANPHUMED, U3 TPHI3YHA) AHTUTCIIC HTH
(pparMeHTE HA AHAJIOTHYHBIC OCTATKH M3 HMMYHHOTO pEmepTyapa BHAA, B KOTOPOM aHTHTEIO OYyAyT NMPHMCHATH,
HAIPHMEp, HA YEJIOBCUCCKHE OCTATKH B CIIy4yac JICKAPCTB [UIA YeJoBeKka. Takoe aHTUTENO MM (PparMeHT HA3bIBAIOT
«TYMaHU3UPOBAHHBIM» AHTHTEJIOM WM (PparMEHTOM. B HEKOTOPBIX CIyyasx HEOOXOAUMO MOBBICHTH ah(hPUHHOCTH
WJIH H3MCHUTH CHECUU(HYHOCTh CKOHCTPYHPOBAHHOTO (HANPHMEP, TYMAaHH3HPOBAHHOTO) aHTHTENA. OJUH MOAXOM
COCTOMT B MYTHPOBAHHH OJHOTO HIH OO0Jiceé KAapKACHBIX OCTAaTKOB HA COOTBCTCTBYIOIIYIO 3apPOIBIILCBYIO
NOCIIEA0BATEIBHOCTD. B YaCTHOCTH, aHTHTENO WK (PParMeHT, KOTOPHIH MOABEPIIIH COMATHICCKOH MyTaI[HH, MOXKET
COZEpKaTh KAPKACHBIC OCTATKH, KOTOPBIC OTIMYAKOTCA OT 3apOMAbIICBONH IOCICAOBATEIBHOCTH, U3 KOTOpPOi
MOJYyUCHO aHTUTENO. Takue OCTaTKH MOYKHO HACHTH(UIMPOBATH MyTEM CPABHCHHS MOCJICAOBATEIFHOCTEH KapKaca
aHTHTENa WM (PparMECHTA C 3apOABIIICBBIMH MOCJICAOBATCILHOCTAMH, W3 KOTOPBIX IOJIYYCHO AHTHTEIIO HITH
(pparmMeHT. [pyroif moIx0x COCTOUT B BO3BPALICHHUHN K HCXOJHOMY OCTATKY (HAPHMEP, TPHI3YHA) B OJHOM HIH O0JICe
TIOJIOKCHUAX CKOHCTPYHPOBAHHOTO (HANPHMEP, TYMAHH3HPOBAHHOTO) AHTHUTENA, HAPUMEDP, YTOOBI BOCCTAHOBHTD
a(h(pUHHOCTD CBA3BIBAHUSA, KOTOPAT MOTJIA OBITh YTPAUCHA B MPOLIECCE 3aMCHBI KAPKACHBIX OCTATKOB (CM., HAIIPHMED,

mateHT CIITA Ne 5693762, matent CIITA Ne 5585089 u marent CIIIA Ne 5530101).

[00220] B HekoTOpBIX BapHaHTax peammzanyn aHTuTeaa mpotus SIRPo u nx aHTHTEHCBA3bIBarONHE (PPAarMEHTHI
CKOHCTPYHPOBAaHBI (HAPHMEP, TYMAaHH3HPOBAHBI), YTOOBI OHH COACP AT MOAN(DIKANNY B KApKAce H/HIIH yUACTKax
CDR s yny4mieHus MX CBOHCTB. Takue CKOHCTPYHPOBAHHbBIC H3MEHCHHS MOTYT OBITh OCHOBAHBI HA MOJICKY JIIPHOM
MOJETHPOBAaHUH. MOJKHO CKOHCTPYHPOBAaTh MOJICKY LIPHYIO MOJCIb BapHaOeIbHOH 00IacTH MOCIeI0BaTeIbHOCTH
HCXOZHOTO (HE OTHOCSAIIECTOCS K YEJIOBEKY) AHTHTENA, YTOOBI IIOHATH CTPYKTYPHBIC OCOOCHHOCTH AHTHUTENA, U
HCTIOB30BAaTh €€ UL ONPEACICHUS NOTCHI[HANBHBIX 001acTell Ha aHTHTENE, KOTOPBIE MOTYT B3aHMOJACHCTBOBATH C
antureHoM. OOmenpuniatsie  y4acTku CDR  ocHOBaHBI Ha  BBIPABHHBAHHH  IIOCJIEAOBATEIBbHOCTCH

HMMYHOIJIOOYJIHHOB M HACHTH(UKau BapuadenbHbIX oOmacteif. Kabat u ap., (1991) Sequences of Proteins of

Immunological Interest, Kabat, u ap.; HannonamsHbIe HHCTUTYTHI 3apaBooxpaHeHus, berecaa, MapuneHn; Soe w3z, ;
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nyomukanmsa NIH Ne 91-3242; Kabat (1978) Adv. Prot. Chem. 32:1-75; Kabat u ap., (1977) J. Biol. Chem. 252:6609-
6616. Chothia 1 KoJIJIETH TINATEIBHO HCCICAOBATH KOH(POPMALMK NETEIb B KPHCTAJUIMUECKUX CTPYKTypax aHTUTET
U TPCATONIOKUIH Hamuuue runepsapuadenpHeix merenb. Chothia, u mp., (1987) J Mol. Biol. 196:901-917 um
Chothia, u ap., (1989) Nature 342:878-883. CymecTBYIOT BapHaIlliy MEKAY YYACTKaMU, KJIACCU(PHIUPYEMBIMH KaK
“CDR” u xak “runeppapuadermpabic netan” . B 6oxee mo3aaux uccaeaopanuax (Raghunathan u xp., (2012) J. Mol.
Recog. 25, 3, 103-113) aHaMH3upOBAIH HECKOIBKO KPHCTAJUIMUCCKHX KOMILICKCOB AaHTHTEJIO—AHTHICH H HAOTIOJAITH,
YTO AHTHUTCHCBS3BIBAIOLINE OOJNACTH B AHTHTEJAX HE 00SM3aTEIBHO CTPOTO COOTBETCTBYHOT ocratkaM “CDR” mm
“runepBapuabeabHBIM. TET/IIM. MOJICKYJIIPHYE) MOJCTh BapHAOCTbHOH 00JACTH HE OTHOCHINETOCS K UCIOBEKY
AQHTHTENIA MOYKHO HCIOJIb30BAaTh B KAYCCTBES OMOPHOH NMPH BHIOOPE YYACTKOB, KOTOPHIC MOTCHIHAIBHO MOTYT
CBA3BIBATBCI C aHTHreHOM. Ha MPAKTUKC NOTCHHHAJIBHBIC AHTHUICHCBA3BIBAFOIIHC 06IIaCTI/I, BBIIBJICHHBIC HaA
OCHOBAHHH MOJCIH, OTIMYArOTCS OT 00bHBIX “CDR” mmm “rumepeapualOenpHBIX” meTedb. s MOJEKYISIPHOTO
MOJICTHPOBAHKS MOXKHO NPHMCHATH KOMMEPYECKH JOCTYIHOC HAyYHOE HMPOTPAMMHOE OOCCHCUCHHE, TAaKOe Kak
Discovery Studio (BIOVIA, Dassault Systems)). Uenopeueckue KapKacHBIC 0CTATKA MOYKHO BHIOPATh HA OCHOBAHUH
JYYIIEr0 COBIAJCHHUS C HE OTHOCSIIEHCS K YEJIOBEKY ITOCICIOBATEIBHOCTHIO KaK B KAPKACHBIX O00JACTSX, TaK H B
yuactkax CDR. [{na FR4 (kapkaca 4) B VH cpasHIBarOT yuacTku VJ 3apoABIIICBEIX TOCICA0BATCIFHOCTCH YCI0BCKA
C COOTBETCTBYIOLIMMU HE OTHOCALIMMHCS K 4eIOBEKy yuyactkamu. B cinyuae FR4 (xapkaca 4) B VL cpaBHHBarOT
yyacTku J-kamma u J-mamMOna 3apoXbINIEBBIX IOCIEAOBATEIBHOCTEH YETOBEKA C COOTBETCTBYIOIIUMH HE
OTHOCSIIIMHCS K YeJIOBEKy yuacTkamu. [locne oOHapy keHIs moaxoasmux kapkacos yenoseka CDR npusuBaroT Ha
BBHIOPAHHBIC KAPKACHI YCIIOBCKA. B HEKOTOPHIX CIy4YasxX HCKOTOPHIC OCTaTku Ha rpaHune VL-VH MOXHO COXpaHHUTh
TaKUMH, KaK B HE OTHOCSINECHCSA K YETOBEKY (HCXOJHOM) MOCICAOBATCIBHOCTH. MOJECKYIAPHBIC MOACIH TAKKE
MO>KHO NPUMEHATH UL HACHTH(DHKALMH OCTATKOB, KOTOPBIC MOTCHIHAILHO MOTYT H3MEHATH kKoH(popMarmu CDR u,
CJICOBATECILHO, CBA3ZBIBAHNC C AHTHICHOM. B HEKOTOPBIX CIIy4asdx, JAHHbIC OCTATKU COXPAHSAIOT TAKHMH, KaK B HE
OTHOCAIICHCA K YEIOBEKY (HCXOAHOM) MOCICAOBATEABHOCTUH. MOIEKYIAPHBIC MOJACIH TAKKE MOYKHO NMPHMEHATH,
YTOOBI ONPEACTUTD BBICTABICHHBIC B PACTBOPUTCIH AMHHOKHCIIOTHI, KOTOPBIC MOTYT NPHUBECTU K HEKEIATCIbHBIM
s¢ekTam, TaKUM Kak [NTHKO3UIHPOBAHUS, AC3AMHHHPOBAHHC W OKHCICHHC. DUIBTPBI BO3MOKHOCTH Pa3pabOTKH

MOKHO BBCCTH PAHCC HA 3TAIC pa3pa6on<n, YTOOBI HCKITFOYHTD/ MHUHHMHU3UPOBATh TAKHUC MMOTCHIUATTbHBIC HpOGI[CMbI.

[00221] Jpyroi THn Momu(puKanpH Kapkaca BKIKYACT MYTHPOBAHHEC OJHOTO WM OOJiee OCTaTKOB BHYTpPH
KapKacHOH 00J1aCTH, WIH JAKS BHYTPH OAHOTO WK 00j1ee yuacTkoB CDR, uTo0BI yaamuTh T-KICTOUHBIC SITHTOIIB H
TEM CaMbIM CHH3HTh TOTCHIHANHHYI0O HWMMYHOTCHHOCTb aHTHTENA. JIaHHBIH TOAXOJ TaKKE HA3BIBAIOT

«ICHMMYHH3aLHUCH», M OH onucaH Oojee moapooHo B mareHTe CIITA Ne 7125689.

[00222] B KOHKpEeTHBIX BApHAHTAX peadH3aluu HOTPeOyeTCs 3aMCHHTh HEKOTOPHIE AMHHOKHCIIOTHI,
COJICPYKAIMUC BHICTABICHHBIC OOKOBBIC LCMH, HA JPYTHC AMHHOKHCIOTHBIC OCTATKH, YTOOBI 0OCCICUUTH OOIBINYEO
XAMHYCCKYI0 CTAOMIBHOCTh KOHCYHOTO AHTHTCHA, YTOOBI HM30CHKATH IC3AMHHHPOBAHUSA WIH HW30MCPH3ALUH.
Jle3aMUHIPOBAHAC acTIAparuiHa MOXKET MPOUCXOAUTh B mocneaoBaTembHOCTAX NG, DG, NG, NS, NA, NT, QG wm
QS u npuBOAHUTE kK 00PA30BAHUIO OCTATKA M30aCHAPATHHOBOI KUCIOTHI, KOTOPHIH BBOJUT W3THO B MOIUIICOTHIHYIO
LCIb M CHIKACT €¢ CTAOMIBHOCTDh (3((PCKT M30aCHaparuHOBON KHCTOTHI). M30Mepu3anusa MOKCT MPOUCXOIUTD B
nocrienosareabHOCTAX DG, DS, DA mim DT. B HEeKOTOPBIX BapHAHTAX peau3alliii AaHTHTEINA COTJIACHO HACTOSIIEMY

OIMMCAHHUIO HC COACPIKAT CaMThI ACZAMHUHHUPOBAHUA UJIH H30MCPU3Ma acaparuHa.

[00223] Hampmmep, ocratox acmaparmHa (Asn) mokHo 3amcHuTh Ha Gln mmm Ala, yToOBI YMCHBIIWTH
BO3MO>KHOCTb 00pa30BaHHs H30acTapTara B Kakux-1uoOo mociemosareabHOCTAX Asn-Gly, ocobenno BHyTpH CDR.

CxoxHas mpoGeMa MOXKET MPOUCXOAUTH B mocieaoBarenbHOCTH Asp-Gly. Reissner u Aswad (2003) Cell. Mol. Life
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Sci. 60:1281. OOpazoBaHHe H30acmapTara MOKET OCHAaOIATh WM MOJHOCTBIO NOJABIATH CBA3BIBAHHC AHTUTENA C
nenesbM antureHoM. Cum. Presta (2005) J. Allergy Clin. Immunol. 116:731 B 734. B oxHOM BapuaHTe pealu3aliuu
acmaparuH 3aMeHAIoT Ha riyTaMuH (Gln). Taxke MokeT OTPeOOBATHC H3MEHUTh AMHHOKHCIIOTY, PACTIONIOKECHHY O
paaoMm ¢ ocrarkoMm acmaparuHa (Asn) wimm rayrammea (Gln), 4TOOBI CHH3UTH BEPOATHOCTH C3aMHHHPOBAHUS,
KOTOPOE MPOHUCXOJUT € OONBLICH YaCTOTOM, KOTAA MAJTBIC aMHHOKHCIIOTHI BCTPEYAIOTCA PAIOM C aCMaparuHOM WU
raoytamuHOM. CMm., Bischoff & Kolbe (1994) J. Chromatog. 662:261. Kpome T0r0, mMO0OBIE OCTATKH METHOHHHA
(oObryHO BhICTABICHHBIC B pactBoputenbs Met) B CDR moxkHO 3ameHuTh Ha Lys, Leu, Ala wiu Phe wiu npyrue
AMHHOKHCJIOTBI, YTOOBI YMCHBIIUTh BEPOATHOCTh OKHCICHHA CEPhl B MCTHOHHHE, 4YTO MOXKET YMEHBIIHTbH
a(p(PMHHOCTD CBS3BIBAHUS AHTHICHA, A TAKKE CIIOCOOCTBYET MOJICKYJISPHOI TETCPOTCHHOCTH B KOHCUHOM NpEmapare
antutena. /d. Kpome Toro, utoObl NMPEeXOTBPATHTh WJIH MHHUMH3HPOBATH IOTCHIMATHGHO PACINCILIIOLIHECS
MCOTHIHBIC CBA3H ASn-Pro, MOXET OBITh JKCIATCIFHO H3MCHHUTH JEOOBIC KOMOWHAIWU ASn-Pro, 0OHAPYKCHHBIC B
CDR, na GIn-Pro, Ala-Pro wmn Asn-Ala. AHTHTENa ¢ TAKHMH 3aMCHAMH 3aTEM INOJBCPIalOT CKPHHHUHTY, YTOOBI
VAOCTOBEPHTBCA B TOM, UTO 3aMCHBI HE CHIDKAIOT aHHHOCTD WM CICHH(PHIHOCTh AHTHTENA IO OTHOIICHHIO K

SIRPo, nim ApyTyIo sKeIaTeIbHYI0 OHOIOTHYECKYIO AaKTHBHOCTD 10 HENPHEMIICMBIX YPOBHEH.

TABJIMLIA 2. Tunmusse crabummzupyromue CDR BapuanTs!

Ocraroxk CDR Cradnm3npyomumii BAPHAHT MOC/1e/I0BATEIHLHOCTH
Asn-Gly GIn-Gly, Ala-Gly, win Asn-Ala
N-G) (Q-G), (A-G) mm (N-A)
Asp-Gly Glu-Gly, Ala-Gly nmm Asp-Ala
D-G) (E-G), (A-G) mm (D-A)
Met Lys, Leu, Ala, nmu Phe
M) X), ML), (A) umm (F)
Asn Gln wm Ala
N) (Q) nm (A)
Asn-Pro Gln-Pro, Ala-Pro umu Asn-Ala
(N-P) (Q-P), (A-P) umu (N-A)
[00224] Jpyroii THm Moau(pMKANMU KapKaca BKIFOYACT MYTHPOBAHHC OJHOTO HIH OOJICC OCTATKOB BHYTPH

KapKacHBIX 00JacTel, YToObl MPEIOTBPATHTD arperanuio. PHCK arperaniy aHTHTEJIA MOXKHO OICHUTDH, MPHUMCHSA
MPOCTPAHCTBCHHYIO CKJIOHHOCTH K arperamuu. Cwm., Chennamsetty, N et al (2010) J. Phys. Chem. 114, 6614-6624. B
YKA3aHHOM CTI0CO0¢ HCOOXOIUMO PaCCUUTATh MOBSPXHOCTD, TOCTYIHYHO pacTeoputero (I1/IP), ma xaskaoro aroma.
IToxazaTers MOJCKY TAPHOM arperaliy 3aT€M PACCUHTBIBAIOT KaK CyMMY BCEX MOKA3aTEICH A1 aTOMOB. [ JAaHHOTO
pazguyca U pa3Mepa MOJICKYJIbI 3TO PHOIM3UTEIBHBIN KPUTEPHE ee COBOKYITHOH CKJIOHHOCTH K arperanun. OctaTtku
C BBICOKMM MOKA3aTEJEM arperaiuy 3aMEHSIIOT Ha OCTAaTKH ¢ Ooyiee HH3KHM IOKazareiaeM (Hampmmep, Oolee

TuAPO(PHUITEHBIC AMHHOKHCIIOTEI).

Koncrpynporanue Fc-o01acTu anTHTET
[00225] AnTnTena (HampuMep, TYMAHH3HPOBAHHBIC AHTHTENA) W WX AHTHICHCBS3BIBAIOINHEC (DparMeHTHI,
ONHCAaHHBIC B JAHHOH 3adBKE, TAKKE MOXKHO CKOHCTPYHPOBATh TaKuM 0OOpa3oM, YTOOBI OHH COACPKAIH
Moupukanuy BHyTpH Fc-001acTu, Kak MpaBHiIo, YTOOBI H3MEHHTH OJJHO MM O0Jee CBOHCTB aHTHTENA, TAKUX KaK
BpEeMs TOJYBBIBEACHHA B CBHIBOPOTKE KPOBH, (pUKCAIMA KOMIIEMECHTA, CBsi3bIBaHHE C Fc-penentopoM w/mmu
s(pexTopHaa QyHKIMA (HampUMEp, AaHTHICH-3aBUCHMAsA ONIOCPEI0BAHHAA KJICTKAMU IUTOTOKCUYHOCTE). bosee Toro,
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AQHTHTENIA W WX AaHTHICHCBA3BIBAIOINME ()PArMCHTHI, OINMCAHHBIC B JAHHOW 3asiBKE, MOXKHO XHMHYCCKH
Moau(uIMpoBaTh (HampHMEpP, K aHTUTEIYy MOXKHO IPHCOCIMHHTH OJHY WM OO0Jice XMMHUYCCKHX MOJICKYJ) HIIH
MOIU(UIMPOBATh, YTOOBI H3MCHUTh HX INIMKO3HJIMPOBAHHE, YTOOBI CHOBA H3MCHHTh OJHO WM OoJice CBOMCTB
aHTuTena Wi (pparmenTa. Kaskaprif u3 TaHHBIX BApHAHTOB peaau3aliu 6oJice NoapoOHO onucaH Hike. Hymepanus

ocrarkos B Fc-o6mactu coorserctByeT EU-nnaekcy no Kabary.

[00226] AHTHTENa U MX QHTHICHCBA3BIBAIONINC (PParMEHTHI, ONHCAHHBIC B JAHHOH 3af4BKE, TAKKE BKIFOUAIOT
aHtuTesna W (pparMeHTH! ¢ MOIM(DUIMPOBAHHBIMH (HIH ONOKHPOBAaHHBIMH) Fc-o0macTsaMu, 4TOOBI IOJIYYHTb
m3McHEHHbIC 3(@ekroprbie (pyukpm. Cwm., Hampumep, mareHT CIIA HOMep 5624821; W02003/086310;
W02005/120571; WO2006/0057702. Takue Mogupukaruu MOKHO HCIONB30BATh IS YCHIICHHUS WA MOJABICHUS
Pa3sIAIHBIX pealcunﬁ HMMyHHOfI CHCTCMBI C BO3MOJKHBIMH ITOJIC3HBIMH 3(1)(1)6KT.’:1MI/I A1 TUATHOCTHKH W TCPAITHH.
W3menerns Fc-06acTi BKIFOYAIOT H3MECHCHHS AMHHOKHCIIOT (3aMEHBI, ICJICIIHH M BCTABKH ), TTTHKO3WIMPOBAHHE HITH
JCTINKO3WINPOBAHKE, W A00aBiIeHHE MHOKecTBa Fc-oOmacredi. M3menenms Fc Taxke MOTYT M3MEHHUTH BpeMs
TIOJTy BBIBEICHHS AaHTHTEIT B TCPANICBTHYCCKUX AHTHTEIAX, TIO3BOJISI MEHEE YAaCTOC BBECICHHE O3B H, CIICI0BATCIIBHO,
Oompmee yaoOCTBO W MPUMCHCHAC MCHBIICTO KommuecTBa Matepuana. Cm. Presta (2005) J. Allergy Clin. Immunol.

116:731 na ctp. 734-35.

[00227] B omHOM BapHaHTC pPCaTH3ALWH AHTUTCIO WKW CT0 AHTHTCHCBAHIBAKOIIWI (DPArMCHT COTJIACHO
HACTOSMICMY H300PCTCHUIO MPSACTABILICT ¢000ii aHTHTEI0 Win (hparMeHT m3otuna [gG4, comepskammii MyTaIHIO
CCpHHA HA MPOJIMH B MOJOKCHHUH, COOTBSTCTBYIOIEM mookeHmo 228 (S228P; EU-uraekc; SEQ ID NO: 66) B
HOIAPHUPHOH 007acTH KOHCTAHTHOW oOmactu Tmxenodl memu. CooOmanyw, 4Yro AaHHAs MyTanus HApPYIIacT
TCTCPOTCHHOCTD AUCYIB(DHIHBIX MOCTHKOB MCKAY TSDKCIBIMH LICIHIMHU B IApHUPHOH obmactu (Angal u# dp. (1993).

Mol. Immunol. 30:105-108; momoxenue 241 Ha OCHOBAHUH CHCTEMBI HyMeparmu 1o Kabary).

[00228] B oHOM BapuaHTe peaiH3aliy HACTOSINECTO H300peTeHus mapHupHas oonacts CH1 moauuuposana
TaKuM 00pa30M, YTO KOJUYESCTBO OCTATKOB LIHCTCHHA B MIAPHHPHOH 00JACTH YBEJIMUCHO WIIM YMCHBIICHO. [IaHHBIN
noaxon JomonHHTenbHO ommcaH B mateHte CIIIA Ne 5677425, KommuecTBO OCTaTKOB LUCTCHHA B INAPHHUPHOM
o6nactu CH1 m3MeHSIOT, HanmpuMep, 4TOOBI 00IErIUTh COOPKY JICTKOH M TSDKEJIOH LENeH Wi YTOOBI MOBBICHTD HITH

CHH3HTD CTAOMIBLHOCTh AHTHTEIA.

[00229] B apyrom BapuaHTe peanu3anuy MIAPHUPHYI 00macTs FC aHTHTENA MIH €T0 AHTHICHCBI3BIBAOILCTO
(pparMeHTa COTJACHO HACTOSIIECMY H300PETCHHIO MYTHPYIOT, YTOOBI YMCHBIOUTH OHOJOTHYECCKOE BpeMs
TIOJYBBIBEICHH aHTHTENAa WM (pparmeHTa. B wactHOCTH, OHY mim Oojee MyTanWii aMHHOKHCIIOT BBOJAT B
TMOBEPXHOCTH pazacia mexay aomeHamu CH2-CH3 mapaupHOTO (pparmenrta Fc, Tak uTo 0CIadIACTCA CBA3BIBAHNC
AHTHUTCJIA WIH (PParMCHTA CO CTA(PHIOKOKKOBBIM OcikoM A (SpA) Mo CpaBHCHHUIO CO CBA3BIBAHUCM SPA HATHBHBIM

mapHAPHEIM goMeHOM Fe. JlanHbrii moaxox 6omee moapoOHo omucan B mateHTe CIITA Ne 6165745,

[00230] B npyrom BapmaHTe peanm3anyiii aHTHTEJO HJIH €r0 AHTHICHCBI3BIBAIOINUI (PParMEHT COTJIACHO
HACTOAIIEMY H300pETCHHIO MOAU(UIMPYIOT, YTOOBI YBEIMYHTHh €ro OHONOTHYECKOE BPEMS IIOJIYBBIBCACHHA.
BosmoxkHBI paznmuuHble Moaxoapl. Hampuvep, MOXXHO BBECTH OJHY Wim Ooree W3 cieayrommx mytanmii: T252L,
T254S, T256F, xak omucano B matcHTe CIIIA Ne 6277375. B xaueCTBC ambTCPHATUBEL, YTOOBI YBCIHYHTEH €TO
OHOJIOTHIECKOE BPEM ITOJIYBBIBEACHHUS, AHTUTEI0 MOKHO H3MeHHTh BHyTpH obmactu CH1 mm CL, uro6s1 oHO
COJICPYKAJIO 3MUTON CBABIBAHMA PELICNITOPA PCYTWIIH3ALWH, MOTYUYCHHBIH U3 ABYX merens qomeHa CH2 Fe-obmactu

IgG, xax omucano B mareHTax CIIIA No 5869046 1 6121022,
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[00231] B mpyrux JonoTHUTEIbHBIX BAPHAHTAX peanmm3anun Fc-06macTs H3MEHAIOT Iy TEM 3aMCHBI IO MCHBINCH
MEpPEe OAHOTO AMHHOKHCIOTHOTO OCTATKA HA OTTHIHBIN AMHHOKUCIOTHBIH OCTATOK, YTOOBI H3MEHHUTD 3(h(PeKTOPHYFO(-
bI¢) (PYHKIIHFO(-HM) QHTHUTEIIA WK €T0 AHTHTCHCBABBIBAIOIIETO (pparmeHTa. Hampumep, oxHy mwin 6071¢¢ aMHHOKHCIOT,
BBIOPAHHBIX W3 AMHHOKHUCIIOTHBIX OCTAaTKOB 234, 235, 236, 237,297, 318, 320 u 322, MOKHO 3aMCHUTH HA OTJIMIHBIH
AMHHOKHCJIOTHBIH OCTAaTOK, TaK YTO y aQHTHUTENA H3MEHHTCS aQGUHHOCTD K 3(PeKTOpHOMY JIMTAHIY H COXPAHHUTCS
CIOCOOHOCTB CBA3BIBATH AHTHICH HCXOAHOTO aHTHTEIa. D((eKTOPHBIH Turana, aQ(pUHHOCTS K KOTOPOMY H3MCHEHA,
MOXKET IPeJCTaBIIATh co0oi, Hampumep, Fc-penentop mwim komnoneHT kommeMeHnta Cl. JlaaHbIi moaxon Gonee
noapoOHo omucaH B mareHTax CIITA Ne 5624821 u 5648260.

[00232] B apyrom mpumepe oaHy mim 00Jee aMHHOKHCIOT, BRIOPAHHBIX W3 AMHHOKHCIOTHBIX OCTATKOB 329,
331 u 322, MOYKHO 3aMCHHUTD HA OTJIMYHBIH AMUHOKUCJIOTHBIA OCTATOK, TAK YTO Y AHTUTE]IA H3MECHHUTCS CBSI3bIBAHHC
Clq w/nmy YMCHBIIUTCS WITH HAPYIIHTCA KOMILICMCHT-3aBucuMas nuToTokcmaHocTh (K31). Janusrii moaxoa 6omce

moapooHo ommcaH B matcHTe CIITA Ne 6194551,

[00233] B apyrom mpumepe oauH nian 00Jice AMHHOKHCIOTHBIX OCTATKOB B ITOJIOXKCHISIX aMHHOKHCIOT 231 1
239 W3MCHCHBL, YTOOBI TCM CAMBIM U3MCHHTH CTOCOOHOCTh AHTHTCIA (PUKCHPOBATH KOMIUICMCHT. JJaHHBIH MOIXO0T

onucaH aomoHATSTpHO B myOmmkanun PCT WO 94/29351.

[00234] Benmkn COTIACHO HACTOAMICMY HW300PCTCHUIO, KOTOPBIC NPCANOYTHTCIBHO MPCACTABIAIOT COOOH
aHTHTENIA W HaWOoJice INPEATIOYTHTCAbHO aHTHTENa IgG mnm mx (parMeHTH, MOTYT 00IamaTh W3MCHCHHBIMHU
(HampuMEp, 10 CPABHCHHIO ¢ HEMOIU(DPHIIMPOBAHHBIM AHTHTCIIOM) CBOHCTBAMH CBA3BIBAHIA FCYR (IprMepsI CBOHCTB
CBA3BIBAHHA BKJIFOUAIOT, HO HE OTPAHHYCHBI IICPCUHCICHHBIMH. CICHHM(HYHOCTD CBA3BIBAHHA, PABHOBECHYIO
koHcranty aucconmarmu (Kp), ckopoctu aucconmarmu u accormannd (Ko U Kon, COOTBETCTBEHHO), ap(PUHHOCTD
W/WIH aBHIHOCTh CBA3BIBAHHA), H HEKOTOPbIC H3MEHCHHUS Oolce WM MCHEe »KejaTeiabHbl. B maHHOH obGmactu
H3BECTHO, YTO PABHOBECHYIO KOHCTaHTy aucconuarmu (Kp) ompenemsutor kak Kos/kon, # Ko mpeactaBmser coboi

BEeMYHHY, 00paTHyo Kp.

[00235] AQduHHOCTH W CBOHCTBA CBA3BIBAHUA FC-001acTH C €€ JIMTAaHAOM MOYKHO OTMPEACIUTH C MOMOMIBIO
Pa3MHYHBIX CIOCOOOB aHAMM3A i1 Vifro (AaHATM30B HA OCHOBE OMOXWUMHH WJIM HMMYHOJIOTHH), H3BECTHBIX B JAHHOH
obmactd A ompeaciacHusA BauMmoacHcTBHE Fc-FeyR, T.e., cmemupmueckoro cmsa3eBaHus Fc-obmactu ¢ FcyR,
BKIIFOUAs, HO HC OTPAHMYHBAACH PABHOBECHBIMH crioco0amu (HampuMep, TBEpAO(pa3HBIM WMMYHO(CPMCHTHBIM
aramm3oM (ELISA) wmm pagmonmvyHnoaHami3oM (RIA)), Win KHHCTHYCCKHMH AHATH3AMH (HATPHMEP, aHATA30M
BIACORE®, Octet® nm KinExa®), u tpyruMu cmoco0aMu, TAKHMHE KAK HCIPAMBIC AHATTH3HI CBA3BIBAHIS, AHATH3HI
KOHKYPCHTHOTO WHTHOWPOBAHWSA, PC30HAHCHBI mepeHoc »uHepruu (uyopecneHumu (FRET), smekrpodope3 u
xpomarorpadus B reie (Hanpumep, reb-(puabTpamnmst). B TaHHBIX 0 APYTHX CHOCO0aX MOKET UCTIOTb30BAThCI METKA
HA ONHOM HiH Oolee HCCICAYEMBIX KOMIIOHCHTAX H/HIM MOTYT HCIIOJIB30BAThCA PA3IHYHBIC CHOCOOBI
JCTCKTHPOBAHHSA, BKIOYAsA, HO HC OTPAHWYMBAACH NCPCUHCICHHBIMH. XPOMOTCHHBIC, (DIyOpPCCICHTHEIC,

JIIOMHHCCIHCHTHBIC HJIH H30TOITHBIC MCTKH.

[00236] B HEKOTOPHIX BapHAHTAX PeaaH3alHd OCIKH COTJACHO HACTOAMICMY H300PCTCHHIO CBASBIBAKOTCA C
oxanM mim Oonee FcyR venoseka, BeiOpanHbME U3 rpymsl, coctosamed n3 FeyRI, FeyRIIB, FeyRIIC, FeyRIIIA-
F158 u FcyRIITA-V158, ¢ adpurHOCTEIO, IO MEHBIICH Mepe B 10 pa3, mpeanouTHTeIbHO 0 MeHbIIEH Mepe B 30 pa3
u OoJee MPEAIMOUYTHTEIBHO 0 MeHbIIeH Mepe B 100 pa3 MeHbIIEH, YeM 3KBHBAJICHTHBIN OCNOK, coxepx ammii Fc-
007acTh KOHCTAHTHOTO J0MeHa Tsokenoil memu IgGl uemoseka mukoro tuma (SEQ ID NO: 119) wmm Fc-o6macts

KOHCTAHTHOTO JO0MEHA Tsokenoi renu 1gG4 yenoseka auxoro tuna (SEQ ID NO: 66).
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[00237] B pa3nmmyHBIX BapHaHTAX PeaTH3alMU OCIKH COTJIACHO HACTOAINEMY H300peTCHHIO coaepskar Fc-
00acTh HMMYHOIJIOOYIHMHA, coaepamryie 00aacts C2 mMMyHOTIT0OyIHHA M obmacte C3 mMMyHOrIoOyIMHA U
IMAPHUPHYIO 001acTh uMMyHOrTOOynmHa. B kawectBe mpmmepa, Fc-006macte WMMYHOTTIOOYJIHHA MOKET
npeacTaBiTh codoit Fc-obmacte IgG, Fe-o6macte IgE mmn Fc-o61acts IgA. B HEKOTOPBIX NMPEANMOYTHUTEIBHBIX
BapHAHTAX peau3allil YKA3aHHBIH Ocnok coiepskut Ase Fc-o0nactu mMMyHOrnoOymmHa, kakmast Fc-o6macts
HMMYHOTJIOOYIHHA COAep kuT 007acTh C2 MMMyHOIOOyIMHA U 001acTh C3 HMMYHOTJIOOYJIHHA H INAPHHPHYEO
0071aCTh UIMMYHOTJIOOY THHA, TIPH 3TOM HIAPHHPHAA 00acTh oaHo# u3 Fc-00macTelt MMMYHOTTIOOYIHHA CBSI3aHA C
HIApPHUPHOH o0nacTeio Apyroi Fc-oOmactu mMmMyHOrnaoOyiamHa ¢ oOpa3oBaHHEM MUMEpHOH CTpykrypsl Fc. B
HauOOJICC MPCAMOUTHTCIHPHOM CJIy4ac TaKOHW OCJIOK MPEACTABIICT COOOH HCIOBCUCCKHMA HIH TYMAHH3HPOBAHHBIH

ocmok IgG.

[00238] B HCKOTOPHIX BApHAHTAX PCATH3ALMH OCIKH COTJIACHO HACTOSINEMY H300PCTCHHIO BKIFOUAKOT
MyTupoBaHHy0 Fc-o6macte IgG4, w mpeamouTuTenpHO OCmOK mpeacTaBmieT cobodt I1gG, comepkammii nBe
Mytuposanubic Fc-o6mactu [gG4, oOpasyromue nuMepHYI0 CTpykTypy Fe. B kauecTse mpumepa, mytuposanHas Fc-
obmacte 1gG4 MOKeT comepikaTh OJHY W3 MYTAIHii, WM KOMOWHAIIMI MyTalHii, TMCPCUHCICHHBIX B TA0mHIC 3.
CucteMa HyMepanWu KOHCTAHTHOH O0NACTH, HWCHOJb3yeMasd B JAaHHON Tadnmme, cooTBeTCTBYST EU-WMHICKCY,
ommcarHoMy B Kabat u mp. (1991, nyOmuxanmst NIH 91-3242, HannonansHas Ciy»k0a TEXHHYECCKOHW HH(pOpMAIHH,
Copunrdunn, Bupmxwams). B tabnmme mepsas OyKBa M 4YHCIO IPEACTABISIET COOOH HEMOIH(DHIIMPOBAHHYIO
AMHHOKHCJIOTY H €€ TOJIO’KCHHE W BTOpas OyKBAa IPEACTABISICT 3AMCINAIOINYI0 AMHHOKHCIOTY B YKAa3aHHOM
MOJIOKEHUH. J[m TeX seek, KOTOphle CoAep:Kar KOMOWHAIMHU Oojee YeM OJHOH MyTaluH, KaXaas MyTanusd B

YKa3aHHOW KOMOWHALIWH OTJICICHA CHMBOJIOM /7.

Tabmua 3.

N297Q L235E N297Q/L235E

F234A Q268A F234A/L235A/G237A/P238A
F234A/L235A/AG236 F234A/L235A/G237A F234A/L235A/AG236/G237A
/G237A/P238A /P238A/Q268A /P238A/Q268A
F234A/L235A L235E/P329G L235A/G237A/E318A
F234A/L235A/G237A F234A/L235A/AG236 F234A/L235A/G237A
/P238S /G237A/P238S /P238S/Q268A
F234A/L235A/AG236

/G237A/P238S/Q268A

[00239] B HCKOTOPHIX BApWAHTAX PCATH3AUMH OCAKH COTJIACHO HACTOAINCMY H300PCTCHHIO BKIFOUAKOT

MytupoBaHHyr Fc-o6macte IgGl, w mpegmoutuTenbHO OCmOK mpeacTaBmieT cobod I1gG, comepkammii nBe
Mytuposanubic Fc-o6mactu [gG1, oOpasyrommue numMepHYIo CTpykrypy Fe. B kadectse mpumvepa, mytuposarHas Fe-
o6macts IgG1 MOKET COACP AT OTHY W3 MYTALHHA, MCPCUHCICHHBIX B Tabmuie 4. CHcTeMa HyMepalui KOHCTAHTHOM
oOnacTu, WCmoJb3yemMas B JaHHOW Tabimue, coorBerctByeT EU-mHnmekcy, ommcamHoMy B Kabat m ap. (1991,
myOmmukanust NIH 91-3242, HanmonansHast cauyo0a texumdeckod wH(popmanmu, Cupurrdunn, Bupmxuansa). B
Tabymre mepsas OyKBa W YHCIO NMPEACTABIACT CO00H HeMOAM(HIMPOBAHHY) AMHHOKHCIOTY H €¢ IOJIOKCHHC H

BTOpast 6YKBa npeaACTABLICT 3AMCIIAOIY 0 AMHHOKHUCIIOTY B YKA3AHHOM ITOJIOKCHHUH.

Tabmuma 4.
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K222Y P232K A231K
E233N E233Q E233R
E233S E233T E233H
E233A E233V E233L
E233F E233M E233Y
E233W E233G L234D
L234E L234N L234Q
L234T L234H L234F
L234K L234R L2348
L234A L234M L234V
L235E L235T L235F
L235K L235R L235A
L235M L235W L235N
L235Q L235H L235V
G236A G236N G236R
G236H G236L G236F
G236P G237A G237E
G237N G237Q G237K
G237R G237S G237T
G237H G237L G2371
G237F G237M G237Y
G237P P238K P238N
P238R P238S P238T
P238Y P238G P238A
S239A S239N S239F
S239K S239R S239V
S239W S239P S239H
S239Y D249H V240A
F241W F241L F243W
F243L F243E P244H
P245A P247V P247G
V2531 V2631 V263T
V263M V264D V264E
V264K V264F V264M
V264H V264W V264G
V264Q V264A V264L
D265A D265E D265Q
D265S D265H D265V
D265L D265F D265M
D265Y D265N D265G
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V266T V266M V266A
$267G S267H S267N
S267P S267R S267T
S267F S267W E269A
E269K E269S E269V
E269F E2691 E269M
E269W E269H E269T
E269L E269N E269Y
E269R E269P E269G
D270A D270N D270E
D270Q D270T D270H
D270R D270S D270L
D2701 D270F D270W
D270P D270G P271H
P271Q P271K P271R
P271S P271V P271F
P271W D280L D280W
D280P E293F E294A
E293Y E294K E294R
E294S E294V E294L
E294F Q295A Q295W
Q295P Q295G Y296E
Y296Q Y296D Y296N
Y2965 Y296T Y296L
Y2961 Y296A Y296V
Y296M N297S N297D
N297Q N297A S298T
S298N S298K S298R
T299A T299H T299D
T299E T299N T299Q
T299K T299R T2991
T299F T299M T299Y
T299W T299S T299V
T299P T299G Y300E
Y300K Y300R Y3008
Y300P Y300W V303A
V303D W313F E318A
E318V E318Q E318H
E318L E318Y K320A
K322A K322E N325A
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N325V N325H N325K
N325Y N325W N325P
N325G N325Q N325D
N325E N325L N3251

A327Q A327E A327N
A327L A3271 A327F
A327W L328N L328F

L328H L328R L328T
L328V L3281 L328P

L328M L328E L328A
P329A P329F P329D
P329N P329Q P329K
P329S P329T P329H
P329V P329L P329M
P329Y P329W P329G
P329R A330L A330R
A330P A330T A330V
A330F A330H P331A
P331S P331IN P331E
1332K 1332N 1332Q

1332T 1332H 1332Y

I332A I332R E333N
E333R I336E 1336Y

S337H

[00240] B HekoTOpBIX BapHaHTAaX peanm3anuu MyTHpoBaHHas Fc-oOmacts IgGl MokeT comepxath OTHY H3

KOMOHMHAIIMIA MyTAIHii, ICPCUUCIICHHBIX B TA0HIE 5. CHCTEMAa HyMCPAIHH KOHCTAHTHOH 00NACTH, HCIOIB3yCMast B
JaHHOW Tabmwmne, cooreeTcTBYeT EU-mHAekcy, ommcanHOoMy B Kabat w mp. (1991, myGmuxanus NIH 91-3242,
HaumonaneHas ciysx0a Texamiyeckoi napopmanyu, CopuHrduna, Bupmxuausa). B Tabmmue nepsas 6yksa 1 qHCIO
MPSACTABIACT COOOH HEMOAM(PHIUPOBAHHYK) AMHHOKHCIOTY H CC TOJOKCHHC W BTOpas OykBa MPCACTABIACT
3aMCHIAFOINYI0 AMHHOKHCIOTY B YKA3aHHOM TOJOKCHHH. 1 KaXKI0i#l W3 KOMOWHAIMHA O0Nice 4eM OJHOH MyTalHd

KaKIasg MyTaIyd B YKa3aHHOH KOMOWHAIINH OTACICHA CHMBOJIOM /” M ICICHUH 0003HAYCHBI CHMBOJIOM “Ay.

Tabmmma 5.

C220S/C226S/C2295/P238S C226S/C229S/E233P/L234V/ E233P/L234V/L235A
L235A

E233P/L234V/L235A/AG236 E233P/L234V/L235A/AG236/ L234A/L235A
A327G/A330S/P331S

L235A/G237A L235A/G237A/E318S/K320S/ L235A/G237A/P331A
K322S8

L234F/L235E L234F/L235E/D265A L234F/L235E/D265A/
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N297Q/P331S

L234F/L235E/N297Q L234F/L235E/P329G L234F/L.235A/K322Q)/
M252Y/S254T/T256E
L234F/L.235Q/K322Q/M252Y/ L234F/L235Q/P331G/M252Y/ G236R/L328R
S254T/T256E S254T/T256E
S239D/D2651/N297D/1332E S239D/D265L/N297D/1332E S239D/D265F/N297D/
I332E
S239D/D265Y/N297D/1332E S239D/D265T/N297D/1332E S239D/N297D/A330Y/
I332E
S239D/F241S/F243H/V262T/V26 | V264E/N297D/1332E D265A/P331S
4T/N297D/K326E/1332E
D265A/N297Q N297D/D265Y/T299L/1332E N297D/D265Y/1332E
N297D/1332E/Y296D N297D/1332E N297D/1332E/Y296E
N297D/1332E/Y296N N297D/1332E/Y296Q N297D/1332E/Y296H
N297D/1332E/Y296T N297D/1332E/T299V N297D/1332E/T2991
N297D/1332E/T299L N297D/1332E/T299F N297D/1332E/T299H
N297D/1332E/T299E N297D/1332E/A330Y N297D/1332E/S298A/
A330Y
N297E/D265F/1332E N297E/1332E F241E/F243R/V262E/
V264R
F241E/F243Q/V262T/V264E F241L/F243L/V2621/V2641 F241W/F243W
F241W/F243W/V262A/V264A F241L/V2621 F243L/V2621/V264W
F241Y/F243Y/V262T/V264T F241E/F243R/V262E/V264R F241E/F243Q/V262T/V264E
F241R/F243Q/V262T/V264R F241E/F243Y/V262T/V264R P244H/P245A/P247V
F241E/F243R/V262E/V264R/1332 | F241E/F243Y/V262T/V264R F241E/F243Y/V262T/
E V264R/1332E
S239E/D265G S239E/D265N S239E/D265Q
M252Y/S254T/T256E S267Q/A327S S267L/A327S
N297S/1332E S239N/1332N S239N/1332Q
S239Q/1332N S2390Q/1332Q S298N/Y300S
S298N/T299A/Y300S N297Q/S298N/Y300S E318S5/K320S/K3228
E318S/K320S/K322S/P311A L328E/1332E L328N/I332E
L234A/L235A/G237A/P238A L234A/L235A/G237A/P238S/H26 | L234A/L.235A/G237A/P238A/H26
/H268A/A330S/P331S 8A/A3305/P331S 8A/A330S/P331S
L328Q/1332E L328H/I332E
[00241] B HCKOTOpBIX BApHAHTAX PCATH3ALMH OCTKH COTJIACHO HACTOAINECMY H300pCTCHUIO coacpskat Fe-

obmacte 1gG2 muxoro Tuma wiam MyTupoBaHHYE Fc-06macts [gG2, u mpeamouTutesHO 6ETIOK MPEACTABIACT COO0MH

IgG, conepskamuii JBe JUKOTO THIA WK MyTHpOoBaHHbIC Fc-o0mactu 1gG2 st 0Opa3oBaHus TUMEPHOH CTPYKTYPbI

Fc. Myruposannas Fc-o6macte IgG2 moxker coxepskath OAHY W3 MyTaluii WIH KOMOHWHAUME MyTaLHi,

NepeurcIcHHbIX B Tabmuue 6. CucreMa HyMepauuMud KOHCTAHTHOM 00JacTH, HCHOJb3yeMas B JaHHOH Tabmmue,
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cootsercTBYeT EU-HHACKCY, ommcanHOMY B Kabat u ap. (1991, nyomukanusa NIH 91-3242, HanunoranpHas ciiysx0a
TexHuueckoil mHpopmarmu, Crpunrdunn, Bupmkunust). B Tabnauue meppas OykBa M 4HCIIO NPEACTABIIET COO0H
HEMOIU(DHIUPOBAHHYI) AMHUHOKHCIOTY H €€ MOJOKCHHE H BTOpas OyKBa MPEACTABICT 3aMCINAIOILYIO
AMHHOKHCJIOTY B YKa3aHHOM IIOJIOKCHHH. [T TeX sdeeK, KOTOphIE COACPKAaT KOMOWHaUuu Oosee 4eM OJHOH

MyTaluH, KoKIas MyTalus B yKa3aHHOH KOMOMHAIIMY OTACICHA CHMBOJIOM /.

Tabmumna 6.
V234A G237A A235E/G237A
V234A/A235E/G237A V234A/G237A V234A/G237A/P238S
H268Q/V309L/A330S/P331S V234A/G237A/H268A/V309L/ V234A/G237A/H268Q/V309L

A330S/P331S /A330S/P331S
V234A/G237A/P238S/H268A/V3 | P233S/V234A/G237A/P238S P233S/V234A/G237A/H268A/
09L/A330S/P331S V309L/A330S/P331S
P233S/V234A/G237A/MH268Q/V3 | P233S/V234A/G237A/P238S/
09L/A330S/P331S H268A/V309L/A330S/P331S
Moay4yenne anTuTE]T ¢ MOAH(GHITPOBAHHLIM I'THKO3HIHPOBAHNEM
[00242] B cme ogHOM BapWaHTC peatW3aliyl AHTHTCIA HIIH AHTUTCHCBA3BIBAIOINC (DPATMCHTHI COTJIACHO

HACTOALICMY H300PETCHHIO COACP/KAT KOHKPSTHBIH MATTCPH T[IIMKO3HIMPOBaHHMA. Hampumep, MOKHO TONYYHTD
a(yKO3HMIMPOBAHHOE HIIH aryIHKO3HIMPOBAHHOE AHTHTENIO MU (PPArMEHT (T.€., B aHTUTENIE OTCYTCTBYET (PyKO3a HIIH
[TTHKO3HIAPOBAHHE, COOTBCTCTBCHHO). [1aTTepH IMTHKO3UIMPOBAHUA AHTHUTENA WM (PparMEeHTA MOKHO H3MCHHTD,
YTOOBI, HANIPHMED, MOBBICHTh a(h(PUHHOCTH HIH aBHIHOCTh aHTUTENa Win (pparmenTa k antureHy SIRPo. Taxme
MOIU(PHKALIMA MOKHO OCYIICCTBHTH, HANIPHMEP, IyTEM H3MEHEHHA OJHOTO WM 0oJice CalTOB ITHKO3HIMPOBAHUA
BHYTPH IIOCJEI0OBATCIbHOCTH aHTHTEIA WiIH (parMeHTa. Hampumep, MOKHO OCYLIECTBUTH OJHY MM 00Jice 3aMEH
AMUHOKHCJIOT, KOTOPBIC MPHBEAYT K YJAJICHUIO OJHOTO HIH O0JIee CaiTOB IIHKO3HIHPOBAHHUS KapKaca BapHaOeIbHOM
o6macTu, 4TOOBI TEM CaMBIM NPEIOTBPATUTH INIHKO3MJIHPOBAHHE B JAHHOM caiite. Takoe AETIHKO3HIHPOBAHHE
MOJKET MOBBICHTH a(D(PHHHOCTH HIIM aBUTHOCTb AHTHTENNA WK (PparMeHTa Kk anTureHy. Cm., HanpumMep, nareHts! CIITA

Ne 5714350 u 6350861.

[00243] AHTHTCIA U AHTHT'CHCBA3BIBAIOIINC (DPATMCHTHI, ONMUCAHHBIC B JAHHOMN 3agBKC, MOTYT JOTOJHHTCIHHO
BKJIFOYATH AHTHTCNA, MOJYUCHHBIC B KICTKAX-X03ACBAX W3 HU3MIMX 3YVKAPHOT, B YACTHOCTH, KICTKH-XO3iCBa W3
IpuOOB, TAKHX KAK JPOXOKA W MHLCTHATBHBIC TPHOBI, TOIBCPTAIN TCHCTHUCCKOH HHKCHCPHH, YTOOBI TOJYYHTH
TJIHKOTIPOTCHHBI C MATTCPHAMH TITHKO3HITHPOBAHUS, TOAOOHBIMH TAKOBBIM Y MJICKOTTHTAFOIICTO HITH YCIIOBEKA (CM.,
Hanpumep, Choi u ap., (2003) Proc. Natl. Acad. Sci. 100: 5022-5027; Hamilton u xp., (2003) Science 301: 1244-1246;
Hamilton u ap., (2006) Science 313: 1441-1443; Nett u ap., Yeast 28(3):237-52 (2011); Hamilton u ap., Curr Opin
Biotechnol. 18(5): 387-92 (2007)). OcoObIM MPEHMYINCCTBOM JAHHBIX TCHCTHUYCCKH MOIH(DAIIMPOBAHHBIX KIICTOK-
X034CB HAA MPAMCHACMBIMH B HACTOAINCEC BPEMA THHHAMH KJICTOK MJICKOMHTAIOMICTO ABIACTCA BO3MOYKHOCTB
KOHTPOJHPOBATH MPO(HIH TIHKO3WIHPOBAHUS TIHKOIPOTCHHOB, KOTOPHIC MTOIYYCHBI B YKA3AHHBIX KJICTKAX, TAK YTO
MO>KHO TIOJTYYHTh KOMITO3HUIIHA THKOMPOTCHHOB, B KOTOPBIX MPE0oOIa1acT KOHKPETHAS CTPYKTYPa N-TTTHKAHOB (CM.,
Hanpumep, mareHr CIIIA Ne 7029872 u marent CILIA No 7449308). JlaHHBIC TCHCTHYCCKH MOIH(DHIMPOBAHHEIC
KICTKA-X034CBa TPHMCHATIH I TNOJNYyUYCHHS AHTUTCH, KOTOPBIC MPCHMYIICCTBCHHO COACPIKAT KOHKPCTHBIC

CTPYKTYpbI N-TJKaHOB (cM., HanpuMep, Li u ap., (2006) Nat. Biotechnol. 24: 210-215).

-65-



[00244] B KOHKpETHBIX BAPHAHTAX PeaIH3allii AaHTUTEIA U HX AHTUTCHCBA3BIBAIONINE (PPArMEHTHI, ONMHCAHHbIC
B JAHHOH 3aj4BKE, JOMOJHHTCIBHO BKIIFOYAKOT TE, KOTOPHIC MOTYUYCHBI B KICTKAX-X03ACBAX H3 HU3MIUX JYKAPHOT H
KOTOPBIC COACPKAT (PYKO3HIHPOBAHHBIC W HE(PYKOZHIMPOBAHHBIC THOPHIHBIC M CIOKHBIC N-TIIMKAHBI, BKIIFOYASL
pa3acicHHbIC M MHOTOAHTCHHBIC BHBI, BIJIFOYAd, HO HE OIPAHMYMBAACh TakuMH N-rimkaHamu kak GIcNAc(.

4)Man3GlcNA02; Gal(1.4)GlCNAC(1.4)M3113G1CNAC2; NANA(1.4)Gal(1.4)GlcNAc(1.4)Man3GlcNA02.

[00245] B KOHKpETHBIX BApUAHTAX pPCANH3ALMH AaHTHTEJA H HX AHTHICHCBA3BIBAIOIIHE (DparMEHTHI,
IpeJI0KEHHBIC B JAHHOM 3a4BKE, MOTYT BKJIFOYATh AHTUTENA WIH ()ParMeHTHI, COACPIKALIHUe IO MCHBIIECH MEPE OUH
rHOpHUIHBIH N-TTTHKAaH, BEIOpaHHBI 13 Tpymbl, cocrosameii u3 GIeNAcMansGlcNAc,; GalGlcNAcMansGIcNAc;; u
NANAGalGlcNAcMansGIcNAc,. B KOHKpETHBIX acnieKTaX THOPUIHBIN N-TTHKAH SBISCTCS MPEOOIATAI0IIM BHIOM

N-riIMkaHa B KOMIIO3HIHH.

[00246] B KOHKpETHBIX BAPWAHTAX PCANTM3ALMH AHTHTECIA W WX AHTHICHCBI3BIBAIOINNC (DPArMCHTHI,
TIPETIOKCHHBIC B JAHHOH 3asgBKE, BKIIOYAIOT AHTHTENA W (PParMEHTHI, COACp)KAIIHE IO MEHBINCH MEpe OJWH
ciokHbIi N-roimkaH, BRIOpaHHBIN W3 rpymmsl, cocrosmei m3 GleNAcMansGleNAc,; GalGleNAcMansGlcNAc;;
NANAGalGlcNAcMan;GlcNAc;; GleNAc,Man;GleNAc,; GalGleNAc,MansGIeNAc;; Gal,GIeNAc,Man;GIcNAc;;
NANAGal,GlcNAc,;MansGIcNAc,; 1 NANA,Gal,GlcNAc,Man; GleNAc,. B KOHKPETHBIX acleKTaxX CIOKHBIH N-
TJIHKAH SABIFICTCA MPCOOIaJaF0IHM BHIOM N-TJIHKAHA B COCTAaBe. B TOMOTHATCIFHBIX ACTICKTAX CIIOKHBIH N-TIHKAH
MPSACTABIACT COO0H KOHKPCTHBIN BHI N-TTHKAHA, KOTOPBIA COACPKHUT B cocTaBe mpuoOmm3uTeasHo 30%, 40%, 50%,
60%, 70%, 80%, 90%, 95%, 97%, 98%, 99% umm 100% cnoxupix N-riukanos. B ogHOM BapHaHTe peanm3anin
AQHTHTENIO W WX AHTUTCHCBA3BIBAIOINHC (PPArMCHTHI, IPETOKCHHBIC B JAHHOH 3asfBKE, BKIIOYAIOT CIOKHBIC N-
TJIHKAHBL, B KOTOPBIX IO MEHbIICH Mepe 50%, 60%, 70%, 80%, 90%, 95%, 97%, 98%, 99% umu 100% caoxubx N-
[JIMKAHOB ~ BKMOYAIOT  CTPykTypy NANA,GalbGleNAc;Man;GIcNAc;, mnpu  3ToM  JaHHastd — CTPYKTypa
a(pyko3uaupoBaHa. Takue CTPyKTyphl MOKHO TTOJIY UHTh, HAIIPUMED, B CKOHCTPYHUPOBAHHBIX KIIETKaX-X03seBax Pichia

pastoris.

[00247] B xoHKpeTHBIX BapuaHTax peamm3anuu N-rimkaH (yko3mwiuposad. Kak npaBuio, ()yko3a HAXOJHTCS B
ol,3-ces3u ¢ GIcNAC Ha BoccTaHaBIMBarOmeM KoHIe N-riaukana, B ol ,6-cBa3u ¢ GICNAC Ha BOCCTAHABIHBAIOIIEM
koHre N-rmmkana, B ol,2-cBss3u ¢ Gal HA HEBOCCTAHABIMBAIOMEM KOoHIE N-rimkasa, B ol,3-cBs3u ¢ GlcNac Ha
HEBOCCTAHABIHBAKOIIEM KOHIE N-rimkana, wid B ol,4-cBs3u ¢ GICNAC Ha HEBOCCTAHABIIMBAIOIIEM KOHIE N-

TJIMKAHA.

[00248] CrnemoBaTeIbHO, B KOHKPCTHBIX W3 OMHCAHHBIX BBHIC ACIICKTOB KOMIIO3HIHH TJIHKOMPOTCHHOB
rmko(popMa Haxomurcs B 0l,3-cBa3u wm ol,6-cBa3u ¢ (DYKO30H U MOJMyYeHHA TITHKO(POPMBL, BHIOPAHHOH W3
TPYTIIBL, COCTOSIICH 3 MansGlcNAc:(Fuc), GlcNAcMansGIcNAc:(Fuc), Man; GIcNAc»(Fuc),
GlcNAcMans;GlcNAc: (Fuc), GlcNAc;Man;GleNAc(Fuc), GalGIlcNAc;Man;GleNAc:(Fuc),
Gal,GlceNAc:Man; GIcNAc»(Fuc), NANAGal,GlcNAc;Man;GleNAc: (Fuc), H
NANA,Gal,GlcNAc,;MansGleNAc: (Fuc); B al,3-cBm3u wim ol,4-cBa3u ¢ (PyKO30# I MOMYUCHHUA TTHKO(DOPMEL,
BeIOpanHOW w3 Tpymmel, coctosmei w3 GleNAc(Fuc)MansGlcNAc,, GIcNAc(Fuc)MansGIcNAc,, GleNAc;(Fuci.-
2)Man;GIcNAc,, GalGIcNAc:(Fuci2)Man;GIcNAc,, Gal,GlcNAc:(Fuc1-2)Man3GIcNAc2,
NANAGal2GIcNAc2(Fuci2)MansGIcNAc,, 1 NANA,Gal,GleNAc (Fuci2)MansGIcNAc;; uma B ol,2-CBSI3d C
(yko30# U1 modydeHHA riauko(opmsl, BeIOpaHHON m3 rpymmel, cocrosmei u3 Gal(Fuc)GleNAc,MansGIcNAc,,
Galz(Fuci12)GIcNAc:ManzGIcNAc,, NANAGaly(Fuci-2)GIcNAc,Man; GleNAc,, H NANA,Galy(Fuc;-
2)GlcNAc:Man;GIcNAc;.
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[00249] B J0OmOJHUTENBHBIX AaCNEKTAX AaHTUTENA (HampuMmep, TYMAHH3HPOBAHHBIC AQHTUTENA) HIH HX
AQHTHTCHCBA3BIBAIONIHC (DPArMCHTHI COACPKAT N-TJIHKAHBI C BBICOKHM COICP)KAHHCM MAHHO3BI, BKJIIOYAS, HO HE
orpaHmuHBaACk nepeuncieHHeIME: MangGIcNAc,, Man;GlcNAc,;, MansGIlcNAc,, MansGIcNAc,, ManyGIlcNAc,,

U N-TTIHKAHBL, KOTOPBIC COCTOAT K3 CTPYKTYphl N-riaukana Manz GIcNAc,.

[00250] B 10mOMHUTEIBHBIX K OMMUCAHHBIM BBIIIC aCMCKTaM CJIOKHBIC N-TTTHKAHBI JOMOJHUTCIHHO BKIFOYAIOT

(DYKO3HITHPOBAHHBIC H HE(DYKOHIMPOBAHHBIC PA3ICICHHBIC 1 MHOTOAHTCHHBIC BHIBL.

[00251] B nmauHO# 3asBKe TEPMUHBI «N-TJHKAH» M «TIHKO(POPMA» HCHOJB3YIOT B3aHMO3AMCHICMO, H OHH
OTHOCATCS K N-CBSI3aHHOMY OJIUTOCAXapUay, HAPUMEP, TAKOMY, KOTOPBIH MPHCOCIMHEH ¢ MOMOIIBIO acTiaparuH-N-
AUCTHITIIFOKO3aMHHOBOH CBS3M K OCTAaTKy acmapardHa HOJHICHTHAA. N-CBS3aHHbIC TIHKONMPOTCHHBI COACPIKAT
ocrarok N-aleTHITIIOKO3aMHHA, CBS3aHHBIN C A30TOM aMH/1a OCTaTKa acnaparusa B 6enxke. [Ipeobmamaromue caxapa,
OOHApy>KCHHbIC HA TJHKONPOTCHHAX, NPEACTABILIOT CO00H TMOKO3y, TalakTo3y, MaHHO3y, (Qyko3y, N-
anermranakrozamue  (GalNAc), N-amermirmoko3amuH (GIcNAc) u cmanoByro kucioty (Hampumep, N-
aneruiHeHpaMuHOBY 10 KUCTOTY (NANA)). TIponeccuHr caxapHbIX TPYIIT TPOUCXOIUT KOTPAHCIIHOHHO B IIPOCBETE
SHIOIIA3MATHYCCKOTO peTukyayMa (OP) W mpoaomkacTcs MOCTTPAHCIDIUOHHO B ammapare [ompmku mms N-

CBA3AHHBIX TTTHKOMMPOTCHHOB.

[00252] N-TIuMKaHBI COACpKAT OOMIYIO0 MECHTacaxapuaHyr cepauesuHy MamsGIcNAc, («Man» OTHOCHTCHA K
MmanHO3¢; «Glc» otHocmTcs Kk TmOkKo3e m «NAc» ortHocmtes Kk N-amerminy; GIcNAc otHOcHTCI K N-
anerwirmokozamMuHy). OOBMHO, B CTPYKTYpax N-INIMKAHOB HEBOCCTAHABJIMBAIONIMH KOHEI[ HAXOJUTCSA ClIEBA U
BOCCTAHAB/IUBAOIIHN KOHCI[ HAXOAWTCS ChpaBa. BoccTaHaBmwBaromuii kKOHEH N-IIHKaHA NPEACTABILICT COOOM
KOHEI[, KOTOPbI IPHCOCAMHEH K OCTaTKy Asn, cOAeprKalleMy CAWT TIITHKOZMJIMPOBAHHA Ha OClKe. N-TIIHKAHbI
OTIMYAIOTCS TO KOJHYCCTBY BCTBEH (QHTCHH), coAcprkamux mnepu@epudeckue caxapa (Hampumep, GIcNAc,
TayakTo3y, (PYKO3y M CHAIOBYIO KHCIOTY), KOTOPBIC JOOABICHBI B CEPALCBUHHYIO CTPYKTYpy MansGIcNAc,
(«Man3»), KOTOPYIO TaKKEC HA3BIBAIOT «TPHMAHHO3HOH CEPALCBHHON», «IICHTACAXapUIHON CEpALCBHHON» HIIH
«MAyUUMAHHO3HOH CEpALCBUHONWY. N-TIHKAHBI KIACCH()MUIHMPYIOT B COOTBETCTBHH C HX Pa3BCTBICHHBIMH
COCTaBJLIFOIIMMHE (HaIIpHMEP, BBICOKOMAHHOBHbIE, CJIO)KHBIC HIM THOPHAHBIC). «BBHICOKOMAHHO3HBII» THII N-TTIHKAHA
COJCPIKHUT IIAATh WK O0JIce OCTATKOB MAHHO3BL. «CJIOMKHBINY THI N-TIHKAaHA OOBIMHO COACP)KAT MO MCHBLICH Mepe
oxnH GIcNAc, mpucoeTHHEHHBIH K 1,3-MaHHO3HOMY IJIcHy, ¥ IO MeHbIeH Mepe oauH GIcNAc, mpuCOeAHHCHHBIH K
1,6-MaHHO3HOMY ILICUY «TPHUMAHHO3HOI cepAucBHHBL CroxHbIe N-TTIHKAaHBI TAKKE MOTYT COACPKATh OCTATKH
ramakTo3sl («Galy) mmm N-amermnramakrosamuHa («GalNAC»), KOTOpBIC HCOOA3ATCIFHO MOIU(DHIMPOBAHBI
CHANIOBOH KHCIOTOW mim ee mpom3BogHbiMH (Hampumep, «NANA» mmu «NeuAc», rae «Neu» OTHOCHTCA K
HCHPAMIHOBOW KHCIOTC W «Ac» oTHOocHTCA K auetwuy). CrmokHbie N-TIHKAHBI TAKKEe MOTYT COACPIKATH
BHY TPHIICTIOUCYHBIC 3aMCHBI, BKIFOUAOIIHC «pasacisrontmity GICNAC u cepaueBuHHYI0 (Pyko3y («Fucy). CrnoxxHbIC
N-TrmKaHbl Takke MOTYT COJACP)KAaTh MHO’KECTBO AHTCHH HA «TPHMAHHOZHOW CEPALCBUHEY», WX YaCTO HA3BIBAIOT
«MHOTOAHTCHHBIMH ITTHKAHAMW. «[ HOPHIHBIN N-TTHKaH COACpKuT o MeHbIeH Mmepe oauma GIcNAc Ha koHme 1,3-
MaHHO3HOTO IIJICYa TPUMAHHO3ZHOH CEpALEBUHBI H HOJIb WIH O0JTee MAHHO3 HA 1,6-MaHHO3HOM IUICUE TPUMAHHO3HOH

CCPALUCBUHBL Pa3muusbic N-rITHKAHBI TAKKES HA3BIBAFOT ((I‘J'II/IKO(I)OpMaMI/I».

[00253] [To OTHOICHHIO K CIOKHBIM N-TTHKAHAM TePMHHBI «G-2», «G-1», «GO», «G1», «G2», «Al» u «A2»
03HAUaArT creayromee. «G-2» OTHOCHTCA K CTPyKType N-INIHKaHA, KOTOPYED MOJKHO OXApaKTCPH30BATh KaK

ManyGlcNAc)y; tepmun «G-1» OTHOCHTCA K CTPYKType N-IIHKaHA, KOTOPYI0 MOXKHO OXapaKTCPH30BATH KAk
GlcNAcMan3 GIcNAC, ; Tepmul «G0» OTHOCHTCA K CTPYKTYpe N-TIIHMKaHA, KOTOPYIO MOJKHO OXAPAKTEPH30BATh KAK
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GlcNAcyManz GIcNACy; TepmuH «G1» OTHOCHTCS K CTPYKType N-TTHKAHA, KOTOPYIO MOKHO OXapAKTCPH30BATh KAK
GalGIcNAcyMansyGleNAcy; Tepmul «G2» OTHOCHTCA K CTPYKTYpe N-ITIHKaHa, KOTOPYEO MOYKHO OXapaKTCPH30BATh
kak GalyGIcNAc)ManyGIcNAcy; TepmuH «Al» OTHOCHTCA K CTpyKType N-TiMKaHa, KOTOPYHO MOKHO
oxapaktepusoBaTh kak NANAGalyGleNAcyMan3GIcNAc); 1 TepMuH «A2» OTHOCHTCA K CTPYKType N-TimmkaHa,
KOTOPYIO MOJKHO OXapakTepu30BaTh kak NANAyGaly GleNAcyManz GleNAc, . Eciii He yka3aHO HHAYE, TO TCPMHHBI

G-2», «G-1», «GO», «G1», «G2», «Al» U «A2» OTHOCATCA K BAAAM N-TJIHKaHA, B KOTOPBIX OTCYTCTBYET (hyKO3a,
npucoexuHeHHAA kK octatky GIcNAC Ha BoccTanaBnuBaromeM koHue N-rimukana. Korna repmus comepxut «F», «F»
YKa3bIBACT HA TO, YTO [JAHHBIH BHX N-IIHKAHA COACPXKHT OCTaToK (yko3sr Ha octatke GIcNAc Ha
BOCCTaHaBMBaromeM koHie N-rimkaHa. Hampumep, Bce o6o3HaucHus GOF, G1F, G2F, A1F u A2F yka3eIBaroT Ha
TO, YTO N-TIIMKaH JOMOJHHUTCIBHO COACPIKUT OCTATOK (DYKO3BI, MPHCOCAMHCHHBIH K octatky GIcNAc Ha
BOCCTAHABJIMBAONIEM KOHIEC N-rimkanHa. Husimme 3yKapHOTHI, TaKHE KaK APOXGKH W MHLCIHAIBHBIC TPHOBI, 0OBIYHO

HE TPOAYLUPYIOT N-TITHKAHBI, KOTOPBIC MPOIYLHPYIOT (PyKO3Y.

[00254] B OTHOIICHHWH MHOTOAHTCHHBIX N-TJTUKAHOB, TEPMHH «MHOTOAQHTCHHBIN N-TTHKAaH» OTHOCHTCS K N-
[JIHKAHAM, KOTOPBIC JOMOJTHHTCIBFHO coaepikar ocTatok GIcNAc Ha ocTaTke MaHHO3BL, COCTaBIIAIOINCM
HCBOCCTAHABJIMBAIOIHN KOHEI[ 1,6 micua wmu 1,3 mieya N-riamkaHa, wid octatok GIcNAc Ha KakKIoM U3 OCTAaTKOB
MAaHHO3BI, COCTABIIIONINX HCBOCCTAHABIHMBAIOIIMI KOHEI[ 1,6 miacua w 1,3 miewa N-rmmkana. Taxkum oOpaszom,

MHOTOAHTCHHBIC N-TIIMKAHBI MOXKHO OXapakTCPH30BaTh  (HOPMYIaMu GlcNAc(2 _4)Man3 GlcNAc,, Gal(l_
4)G1CNAC(2_4)MaIl3 GlCNAC2 wm NAN A( 1 _4)Gal( 1 _4)G1CNAC(2_4)Man3 GlCNACz. Tepmus «1-4» OTHOCHTCA K 1,

2, 3 wm 4 ocraTkam.

[00255] B oTHOIIECHNY pa3aeaCcHHBIX N-TTHKAHOB, TEPMHH «PA3ACICHHBIN N-TTTHKAH» OTHOCUTCA K N-TTTHKAHAM,
B KOTOPBIX ocTaTok GICNAC CBA3aH ¢ 0CTaTKOM MAHHO3bI HA BOCCTAHABIMBAIOIIECM KOoHIE N-riiukaHa. PaznencHHbIi

N-rnaukan MokHO oxapakrepu3oBathk (Gopmynoi GIcNAc3ManyGIcNAC), B KOTOPO# KaKAbld OCTATOK MAHHO3BI

CB3aH Ha CBOEM HEBOCCTAHABIHMBAIOLIEM KOHIE ¢ octatkoM GlcNAc. HanpoTus, ecim MHOTOAHTCHHBIH N-TTIHKaH

o6o3Hauaerca GleNAczManz GIcNAc), To aanHas (popMyia yKa3bIBaeT Ha TO, 4To asa octatka GICNAc cBa3aHHI ¢

OCTATKOM MAHHO3bI HA HCBOCCTAHABIHUBAKIICM KOHIEC OJHOIO U3 ABYX ILICYH N-rnukaHoB u oauH ocTaTok GIcNAC

CBA3aH C OCTATKOM MAHHO3bI HA HCBOCCTAHABIHBAIOIICM KOHIIC APYIoro 1micia N-riukaHa.

[00256] B HCKOTOpBIX BapHAHTAX peamu3amuu OCIKH COTJIACHO HACTOAMICMY HW300PCTCHHIO COACPIKAT
armMKo3HTHpoBaHHyK Fc-00macte. B kauectse mpumepa, Fc-o0macts IgGl MOKHO ariMKO3HIHPOBATH IMyTEM

JEJICIIHA HJIH 3aMCHBI ocTaTka N297.

@DuzuyecKue CBOCTBA AHTHTE
[00257] AHTHTCIA W WX AHTHICHCB3BIBAIOINNC (DPATMCHTHI, ONHCAHHBIC B MJAHHOW 3adBKC, MOTYT
JIOTIOJTHUTCIIFHO COJCPYKATH OJWH WM OO0JICC CAWTOB TITMKO3WIHPOBAHHA B BApHAOCTHHON 0OmacTH mHOO JICTKOH,
OO0 TOHKETOH LENMH MMMYHOTJI0OyiIHHA. Takwe CalThl TNIMKO3HIHPOBAHHS MOTYT HNPHBOAHTH K TOBBIIICHHOMH
HMMYHOTCHHOCTH aHTHTENA WM (pparMeHTa HiIH K H3MCHEHUIO pK aHTHTENA BCIeICTBHE H3MEHEHHOTO CBA3BIBAHH
¢ aarurcaom (Marshall u ap. (1972) Annu Rev Biochem 41:673-702; Gala u Morrison (2004) J Immunol 172:5489-
94; Wallick u op. (1988) J Exp Med 168:1099-109; Spiro (2002) Glycobiology 12:43R-56R; Parekh u op. (1985)
Nature 316:452-7; Mimura u ap. (2000) Mol Immunol 37:697-706). M3BecTHO, YTO I'NTMKO3HIHPOBAHHE MPOUCXOIHT

B MOTHBE, COJCprKaIeM nocieaosarebHoCcTh N-X-S/T.

-68-



[00258] Y KaKIOTO AaHTHTEIA WIH Cr0 AHTHTCHCBAHIBAKOINECTO (pparMcHTa OyACT YHHKAIBHAS
H303JeKTpUYecKas Touka (pl), koTopas, kKak MpaBuiIo, monagact B quanasoH pH mexay 6 u 9,5. pl ag anturena IgG1

00bI4HO momanaeT B Auana3oH pH 7 - 9.5 u pl anma antutena 1gG4 o6braHo momanaet B quanazos pH 6 - 8.

[00259] Kaxnomy aHTHTENy WM aHTHICHCBA3BIBAIOINEMY (PparMeHTY CBOMCTBCHHA TeMIICpaTypa IUIABICHUS,
npu 3ToM OoJee BBICOKAs TeMIIEpaTypa IUIABJICHUS CBHACTEIBCTBYET O OONbINCH oOmiell CTaGHIBLHOCTH in Vivo
(Krishnamurthy R u Manning MC (2002) Curr Pharm Biotechnol 3:361-71). O6sras0, Ty (TEMIEpaTypa Hadana
pa3BopauHBaHU:) MOKeT ObITh OombIei yem 60°C, 6oibmeit uem 65°C umm 6osmbmeit ueM 70°C. Touky niaBieHUA
AHTHTCIA WM (PPArMCHTA MOYKHO H3MCPHTD, IPUMCHAA TU(P(PCPCHIHATHHYIO CKAHHPYIOMYI0 KajgopumeTpuro (Chen
u ap. (2003) Pharm Res 20:1952-60; Ghirlando u ap. (1999) Immunol Lett 68:47-52) win KpyroBoi TUXPOH3M
(Murray u ap. (2002) J. Chromatogr Sci 40:343-9).

[00260] B rmomonHWTETBHOM BapHAHTE peaNH3alii BBHIOWPAIOT AHTHTENA M WX AHTHICHCBSI3BIBAIOIIVC
(hparMeHTHI, KOTOPBIE OBICTPO HE ACTPaaHPYIOT. JlerpaJariiro aHTHTENA WK (JparMeHTa MOKHO H3MEPHTD, IPHMEHAS

KamuuapHEIHA 3nekTpodopes (K3) m MAJIJIU-MC (Alexander AJ uw Hughes DE (1995) Anal Chem 67:3626-32).

[00261] B ronmonHWTENRHOM BapHAaHTE peaNM3alfM BBHIOWPAIOT AHTHTENA M WX AHTHICHCBSI3BIBAIOINVC
(pparMeHTHI, KOTOPBIC 00TANAI0T MHHAMAJIBHOH CKJIOHHOCTBEO K arperariud, KOTOPas MOKET IPHBOJUTD K 3aIlyCKY
HE)KEJIATEIPHOTO HMMMYHHOTO OTBETa W/WUIM WM3MCHCHHBIM WM HEOMArompuATHBIM  (PapMAKOKHHETHICCKAM
ceoiicream. Kak nmpaBmio, mpHeMIIEMBIMH SBJSIFOTCA aHTHTENIA U ()parMeHTHI ¢ arperaumeii 25% umm mexee, 20% nmun
MeHee, 15% mwmm meree, 10% wmm meHee i 5% win MeHee. ATperanuto MOKHO H3MEPHTD C TOMOIIBI0 HECKOJIBKAX
MCTOINK, BKITFOUAS YKCKIFO3HOHHYI0 Xpomarorpaduro (IXI'), BRICOKOA((PEKTHBHYIO KHIKOCTHYEO XpOoMaTorpaduro

(BOXX) u paccesHme cBera.

Konsrorarsi antures
[00262] Anrutena npotus SIRPo 1 HX aHTUTCHCBA3BIBAIONIME (PPATMEHTHI, OTIMCAHHBIC B JAHHOH 3ajABKE, TAKKE
MO’KHO KOHBIOTHPOBATh C XHMHYCCKOH MOJICKyNOH. XUMHYECKass MOJCKYJAa MOXKET NPEACTaBIATH COOO0H, cpenu
NPOYEro, MOJMMEP, MCUCHBIH PATHOAKTUBHONH METKOH HyKJICOTHA WM HUTOTOKCHYCCKHH (pakTop. B KOHKpETHBIX
BAPHAHTAX peaNH3allM{ XHMHUYECKAs MOJEKyJa NpeJICTaBieT cOOOH MOMMMEp, KOTOPBIH YBEIUYHBACT BPEMsd
MOy BBIBCICHHSI AHTUTENA WK (pparMeHTa B OpraHm3Me CyObekra. [loaxoadmme mOIMMEps! BKJIFOYAIOT, HO HE
OTpaHHYCHBI THAPO(PUIBHBIMH MOJTHMEPAMH, KOTOPbIC BKIIOYAKOT, HO HE OTPAHHYCHBI MOH3THICHIHKOIeM (T121)
(mampumep, T13I ¢ moneky maproit Mmaccoi 2 k/a, 5 k/a, 10 x/[a, 12 x[a, 20 x/[a, 30 x/Ja wm 40 x/a), aekcTpaHoM
H MOHOMCTOKCHTOMM3ITHICHI mKomeM (MIIDT). Lee w ap. (1999) (Bioconj. Chem. 10:973-981) ommChIBacT
koHbroruposanHbic ¢ [13° ogronemoucunsie anTuTena. Wen u ap. (2001) (Bioconj. Chem. 12:545-553) onucHBArOT
KOHBIOTHPOBAHHE AHTHTEI C I13T, KOTOPBIit TPUCOCAUHEH K  XemaTtopy PaTHOMETAIOB

(AUITHICHTPHAMHUHIICHTAY KCY CHOM Kucote ([ TITA)).

[00263] AHTHTENA W WX AHTUTCHCBA3BIBAIOIINC (DPATMCHTHI, OIMMCAHHbIC B JAHHOH 3asBKE, TAKXKE MOTYT OBITH
KOHBIOTHPOBAHEI ¢ METKAMH, TaKHMH Kak **Tc¢, Y, Hn, 32P, 1C, 1% 3H, 31, !1C, 150, BN, 18F, 33§, 3ICr, 'To, 2*Ra,

60Co, 3Fe, 57Se, 152y, S7CU, 217Ci, 211At, 212Pb, *’Sc, 1°Pd, 2Th, u “°K, 5’Gd, 5Mn, Tr u 5Fe.

[00264] AHTHTENAa M AHTHTCHCBA3BIBAOIIMC (DPATMCHTHI, ONHCAHHBIC B JAHHOH 3asBKE, TAKXKEC MOTYT OBITh
MIETYINPOBAHBI, HATIPHMED, YTOOBI IIOBBICHTH HX OHOJOTHYECKOE BPEMs NOJIYBBIBEACHHA (HAPUMED, B CBIBOPOTKE).
J1st Toro 4ToOBI METHIIMPOBATh AHTHTENO WM (PParMeHT, YKA3aHHOE aHTUTETIO MIH ()parMeHT OOBIMHO NMPUBOAT B
PCAKINIO C PEAKIIHOHHOCTIOCOOHOH (popmoit moym3TuaeHIIHKOIA (I1317), Takoi Kak PeakKHOHHOCTIOCOOHBIH (pup

win ampAcruaHoe npoussoauoe 1300, mpu yemoBHAX, B KOTOPBIX 0aHA WiH Gosxee rpymn I13T mpucoeaMHAIOTCS K
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aQHTHTENy WM (PparMeHTy aHTUTENA. B KOHKPETHBIX BAPHAHTAX PCANU3ANNU IHETHIHPOBAHHE OCYINCCTBILIIOT
MOCPEACTBOM PCaKIUHU AIMIHPOBAHHUS MM PCAKIHH ATKHITHPOBAHUA PCAKITHOHHOCTIOCOOHO Motekymoii [1O1 (mm
QHAJIOTHYHBIM PEAKIMOHHOCIIOCOOHBIM BOJOPACTBOPHMBIM MOJIMMEpPOM). B maHHOW 3asBKE NMPEIIIOIAraroT, 4YTo B
00BEM TEPMHUHA «HOJTHATHJICHITIHKOIL» BXOAT MoObie (popmbl I1OI7, KOTOphIC MPHMEHAIH AT ACPHBATHU3ALUU
Ipyrux 6emkos, Takue kak MOHO-(C1-C10)-ankoKcH- WM apIIOKCUITOTUITHICHITUKOIb HTH TTOTHITHIICHITHKOJTb-
MajgeuMuA. B HEKOTOPHIX BapHaHTAX PEANM3ALHH AHTHTEIO HIH (PPArMEHT, KOTOPBIH HY)KHO INCTHIIHPOBATS,
MPEACTABIICT COOOH arJTHKO3HWIHPOBAHHOS AaHTHTEO HIH (pparMeHT. CHOCOOBI METHIHPOBAHMS OCIIKOB H3BSCTHBI B
JAHHOI 00JIaCTH, H MX MOXKHO IIPHMEHATD JJI1 AHTHTEJI COIVIACHO HacTosAmeMy u3oOpereHmo. Cm., Hanpumep, EP 0

154 316 u EP 0 401 384.

[00265] AHTHTCIA ¥ AHTUTCHCBA3BIBAIOINHUC (PPArMCHTHI, ONHCAHHBIC B JAHHOH 3ajMBKC, TAKXKC MOTYT OBITH
KOHBIOTHPOBAHBI C (DIIyOPECHCHTHBIMY HIIH XCMUTIOMHHECIICHTHBIMH METKaMH, BKIFOUas (pyopodopsl, Takue Kak
XeJaThl PEIKO3EMEIBHBIX METAUIOB, (IyOpecHeHH W €ro NPOW3BOJHBIC, POAAMHH H C€r0 IPOM3BOJHEIC,
H30THOLMAHAT, (PUKOIPUTPHUH, (PHKOUMAHUH, AIIO(PUKOIMAHUH, OPTO-(ITANEBbIH ambaerua, (uyopeckamun, S2Euy,
JaHcwi, ymoemmpepon, momm(epHH, JFIOMHHOJIOBYIO METKY, H30JIOMHHOIOBYEQ METKY, METKY apOMAaTHYECKOTO
3¢upa aKpUAMHUI, HMHIA30JOBYI0 METKY, METKY COJH AKPHAWHHSA, METKY OKCAJAaTHOTO CIOKHOTO 3(mpa,
SKBOPHHOBYIO METKY, 2,3-TUrHapoTana3uHIuoHbl, OHOTHH/ABUAMH, CIIMHOBBIC METKH M CTaOWIBbHBIC CBOOOIHBIC

PpaguKaIBL.

[00266] AHTHTENA M WX AaHTHTCHCBA3BIBAONIHC (PPArMEHTHI COTIACHO HACTOSINEMY H300PETCHHUIO TAKKE MOTYT
OBITh KOHBIOTHPOBAHBI C IIMTOTOKCHYECCKHM (PaKTOpOM, TakuM Kak AU(TEPHHHBIH TOKCHH, A-IIETb 3K30TOKCHHA
Pseudomonas aeruginosa, A-uenb punuHa, A-1ens adpuHa, A-Ienb MOACIUHA, ATb(ha-CapIH, OCIKH H COCTHHCHUA
u3 Aleurites fordii (HampuMep, )KUPHBIC KUCIOTHI), THaHTHHOBbIC O¢mku, 6emku PAPI, PAPII u PAP-S u3 Phytoiacca
americana, HHTHOUTOP U3 Momordica charantia, KypuuH, KpOTUH, HHTUOUTOP M3 Saponaria officinalis, MUTOTCILTHH,

pecTuuH, ((FCHOMUIIMH U CHOMMITUH.

[00267] MO>KHO TPHUMEHSATH OO0 COCO0, H3BECTHBIN B JAHHOW 00JACTH, U1 KOHBIOTHPOBAHHUS AHTUTET H HX
AQHTHTCHCBS3BIBAONIMX (PPArMCHTOB COTJIACHO HACTOSMICMY H300PETCHUIO C PA3THYHBIMH MOJICKYJIAMH, BKITFOUAs
cnocoOb1, onucanubie y Hunter u ap., (1962) Nature 144:945; David u ap., (1974) Biochemistry 13:1014; Pain u ap.,
(1981) J. Immonol. Meth. 40:219; m Nygren, J., (1982) Histochem. and Cytochem. 30:407. CmocoOsr

KOHBIOTHPOBAHHS AaHTUTET U HX (JParMEHTOB CTAHAAPTHBI H OUCHB XOPOIIIO U3BCCTHHI B JAHHOH 001acTH.

TepanesTnueckne npuMenenusi antures nporus SIRPa
[00268] JIOTIOTHATEITEHO TPSIIOKCHBI CIOCOOBI JICUCHHUA CYOBCKTOB, BKIFOUAS CYOBCKTA, MPCACTABIAIOIICTO
coboit YCITOBCKA, HYKIAOIUXCA B JICUCHHH, C MOMOINBIO BBIACIICHHBIX AHTHUTCI WJIH HX AHTHTCHCBA3BIBANOIIHX
(pparMeHTOB, OTHCAHHBIX B JAHHOH 3as1BKe. B 0THOM BapHaHTE peanu3aliy HACTOAIICTO H300pETEHHS TAKOH CyOBEKT

CTpazacT OT HHPEKIHH WIH HHPCKIMOHHOTO 3200 ICBAHS.

[00269] B apyrom BapHaHTC peai3aliy HACTOAMICTO W300PCTCHHSA Tako# CYOBEKT CTpamacT OT paka. B ogHOM
BapHAHTE PEATM3ALNH PaK MPEACTABILICT COOO0MH, HAMPHMED, OCTE0CAPKOMY, pabIOMHOCApPKOMY, HEHpoOIacToMy, pak
TOYKH, JEHKO3, MEPEXOJHO-KICTOUHBIH PaK MOYKH, PAK MOUYCBOTO MY3bIps, pak BHibMCa, pak SUYHHKOB, PaK
MOKEITY A0UHOH KEJIE3bI, PAK MOJIOYHOM JKENIE3bI, PAK MPEACTATEIBHOM JKEIE3BL, PAK KOCTH, PAK JETKHX (HAIPUMED,
HEMENKOKICTOYHBIN PAaK JIETKOTO), PAK KETyAKA, KOJOPEKTAIbHBIN PaK, pak MEHKU MAaTKH, CHHOBHAJIbHYEO CAPKOMY,
paKk TOJOBBI H IICH, IUIOCKOKICTOYHYI) KAPIUHOMY, MHO’KCCTBCHHYHK) MHEJIOMY, MOYECHHO-KJICTOUHBIN pakK,

PETHHOOIACTOMY, TeMaTO0IACTOMY, HEUCHOYHO-KICTOUHYIO KAPIHHOMY, MCIAHOMY, PaOIOHIHYIO OMyXO0JIb IIOYKH,
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capkomy IOmHra, XOHIpPOCApKOMY, pak TOJOBHOTO MO3ra, IMOOIACTOMY, MCHHHTHOMY, aACHOMY THmodmsa,
BECTHOYIPHYIO IIBAHHOMY, NMPHMHTHBHYK) HCHPOIKTOACPMATBHYH) ONMYXOJb, MEIYJUIOONACTOMY, aCTPOLHTOMY,
AHATUTACTHYCCKYI) AaCTPOLIUTOMY, OJHTOACHAPOLIHOMY, SNCHINMOMY, NANALIOMY XOPHOHIHOTO CIUICTCHUS,
HCTUHHYHK) NOJHIHTEMHIO, TPOMOOLMTEMHI0, HIHONMATHYCCKUI MHETO(HOPO3, CapKOMy MATKHX TKAaHEH, pak
LIUTOBHAHOM JKENE3bl, PaK YHAOMETPHA, KAPIUHOHIHBIA paK WIH paK NEUCHH, PaK MOJOYHOH JKeNe3bl WM Pak
JKeTyaka. B oTHOM BapHaHTe pea3alii HaCTOSIIETO H300PETeHHA PaK IPeACTaBIsAeT cOO0H METaCTaTHICCKHM Pak,

HAIPUMEP, U3 ONMHCAHHBIX BBIIIC BUOOB.

[00270] Paku, OT KOTOPHIX MOYKHO JICUHTh AHTHTCIAMH WM AHTHICHCBS3BIBAIOIIMMH (DPAarMCHTAMH,
KOMIIO3HIUSAMH M CIIOCOOAMH COTJIACHO HACTOSIIEMY H300PCTCHHIO, BKIOYAKOT, HO HE OTPAHHYCHBI
TICPCUNCICHHBIME BHIAMH paka: CepAue: capkoMa (aHrmocapkoma, (¢uOpocapkoMa, padIoMHOCApKOMA,
JTUMOCAPKOMA), MHKCOMaA, padaomMuoma, (uOpoMa, IWUNOMA W TEPaTOMa, JICTKOS. OPOHXOTCHHAS KAPIMHOMA
(mnockokieTouHas, HeAH(PCPCHIMPOBAHHAS MEIKOKICTOYHAA, Heau(depeHInpoBaHHAsS KPYMHOKICTOYHAS,
A7CHOKAPIWHOMA), aJTbBCOLIPHAA (OPOHXHMOIPHAA) KAapUHHOMA, OPOHXHMAJBHAA AJACHOMA, CapkoMma, JmMQpoma,
XOHIPOMATO3HAsI TaMapTOMa, ME30TCIHOMA;, SKCJIYAOYHO-KHINCYHBIH TPAKT: NHINECBOX (TIOCKOKICTOYHAS
KApIMHOMA, aACHOKAPUUHOMA, JCHOMHOCAPKOMA, M(PoMa), eIy 0K (KapruHoMa, taM(poMa, TCHOMHOCAPKOMA),
TIOKEITY JOTHAS JKene3a (IPOTOKOBAs aACHOKAPIHHOMA, HHCYJIMHOMA, TTFOKATOHOMA, TaCTPHHOMA, KAPIUHOH/THbIC
OTYXOJIH, BUIIOMA), TOHKWH KUIICYHAK (aACHOKAPLUHHOMA, TUM(pOMA, KAPUHHOUIHBIC OIMyX0JH, capkoma Kamomm,
JICHOMHOMA, TCMAHTHOMA, JIMTIOMA, Helipogudpoma, (prndpoma), TOICTHIH KHIICYHHK (AICHOKAPIIHHOMA, Ty Oy IIpHAd
aJcHOMA, BOPCHHYATAsA aACHOMA, TaMapTOMa, JCHOMHOMA), KOJOPEKTAIBHBIH PAK, YPOTCHUTAIBHBIN TPAKT: MOYKA
(ameHOKapumHOMa, omyxomb Bmmemca (weppobmactoma), miM@oma, JCHKO3), MOUYCBOH My3BIPp H YpeTpa
(TIITIOCKOKJIETOYHA KApIMHOMA, NEPEXOMHO-KICTOYHAS KAPIMHOMA, 3JCHOKAPIMHOMA), IPEACTATEIbHAs >Kele3a
(amcHOKAapUMHOMA, CapKOMa), SMYKO (CEMHHOMA, TeparoMa, SMOpPHOHANbHASA KapUUHOMA, TEPaTOKAPIMHOMA,
XOPHOKAPLUUHOMA, CapkoMa, KApPIMHOMA W3 HHICPCTHIMAIBHBIX KICTOK, (udOpoma, (QudpoascHOMa,
A7CHOMATOMIHBIC OITyXOJIH, JTHIIOMA); IICHYCHB: FenaToMa (ICUYCHOUHO-KJICTOYHAA KAPLIMHOMA), XOJAHTHOKAPI[HHOMA,
renaro01acToOMa, AHTHOCAPKOMA, INICUCHOYHO-KJICTOYHAS AACHOMA, TEMAHTHOMA, KOCTh. OCTCOTCHHAs CapKoMa
(octeocapkoma), (pruOpocapkoma, 3TOKa4eCTBCHHAS (PUOPO3HAS THCTHOLMTOMA, XOHApocapkoma, capkoma FOunra,
370KAUECTBCHHAA JuM(poMa (PETUKYJIOKICTOYHAS CApKOMAa), MHOKCCTBCHHAS MHCJIOMA, 3IOKAYCCTBCHHAS
THTAHTOKJICTOYHAS OMyXOJIb XOPAOMA, OCTCOXPOH(ppPOMA (KOCTHO-XPSIMICBBIC SK30CTO3bI), JTOOPOKAUCCTBCHHAS
XOHAPOMA, XOHAPOOIACTOMA, XOHIAPOMHKCO(DHUOPOMA, OCTCOHI-OCTCOMA W THTAHTOKJICTOYHBIC OIYXOJH, HCPBHAA
cucreMa: uepen (OCTeoMa, TeMaHTHOMa, TPaHyJIeMa, KCAHTOMa, Ac(opMHUPYIOIIUIl OCTHT), 00OJOUKH TOJOBHOTO
MO03ra (MCHHHTHOMA, MCHHHTHOCAPKOMA, TTHOMATO3), TOJIOBHOI MOS3T (aCTPOILMTOMA, MCIYLI00IACTOMA, TITHOMA,
SMEHANMOMA, TEPMHUHOMA (THHEANOMa), MHOTO(OpMHAS TIHOONACTOMA, OJHTOJCHAPOTIIMOMA, IIBAHHOMA,
peTHHOOIACTOMA, BPOKACHHBIC OIYXOH), HeHpouOpoMa CIHHHOTO MO3ra, MCHHHIHOMA, TTIHOMA, CapKOMa);
THHECKOJIOTHYCCKUE: MaTKa (KapIUHOMA SHAOMETPHS), MIeHKA MATKH (KapLUHOMA IICHKH MATKH, MPEIOIYXO0JIeBast
JUCTIA3UA IICHKHA MATKH), SHYHUKH (KAPIHHOMA AHYHHKA (CEpO3HAasd LHUCTAACHOKAPIMHOMA, MYKOHIHAS
[UCTACHOKAPIMHOMA, Heau((hepeHIMpOBaHHAsS KapIMHOMA), I'PAHYJIC30TCKAKJICTOUHAA OIYXOJb, ONMyXOJIH H3
kierok Cepromm-Jlefiqura, TUCTCPMHHOMA, 3JI0KAYCCTBCHHAA TCPATOMA), BYJIBBA (IUIOCKOKICTOYHAS KAPLIHOMA,
BHYTPUSNIUTEIHAIBHAA KAPIMHOMA, aJcHOKapIuHOMa, (PHOpOocapKoMa, MEJIAHOMA), BJIATATHING (CBETIOKICTOYHASL
KApIMHOMA, IUIOCKOKJICTOYHASA KAPIMHOMA, OOTpHOMAHAA capkoMma (3MOpHOHANBHAA padIoMHOCAPKOMA),
(pamonueBs! TPYOBI (KApUHHOMA), MOJIOYHAA JKEJIC3a; TEMATOJOTHICCKUC. KPOBh (MUCIIOMIHBIH TCHKO3 (OCTPHIN U

XPOHHYCECKHIT), OCTPBIH TUM(POOIACTHBIH NeiiKk03, XpOHHUECKHH TUM(POLUTAPHBIH JICHKO3, MHETIONPOTH()CPAaTHBHBIC
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3200JICBAHAA, MHOKCCTBCHHAA MHCJIOMA, MHCJIOAUCIUIACTHYCCKII CHHAPOM), O0JIC3HD X O/KKIHA, HEXOHKKHHCKASL
maMpoma (3IOKAYCCTBCHHAS JUM(POMA), KOKA: 37MO0KAYCCTBCHHAA MCETaHOMA, 0a3abHO-KICTOYHAS KApUIUHOMA,
IUTIOCKOKJICTOYHAA KapIMHOMA, capkoma Kamomm, poauMeie MITHA, AUCMIACTUYCCKUC HECBYCHI, JIMIIOMA, AHTHOMA,
aepMatopudpoMa, KeIOUABI, ICOPHA3; H HAAMOUCUHBIC >KeJIe3bl: HelipoOacToma. Taxkum 006pa3oM, TEPMHH «paKkoBas

KJICTKA» B TAHHOW 3asBKE BKIFOYACT KJICTKY, MOPAKCHHYIO TFOOBIM H3 YKA3AHHBIX BBIIIC COCTOSHUIA.

[00271] B omHOM BapmaHTe peaqM3alHM PAaKH, OT KOTOPBIX MOXKHO JICUHTh QHTUTCIAMH MJIH HX
AQHTUI'CHCBA3BIBAIOIMME (DparMEHTAMH, ONHCAHHBIMH B JAHHOH 3af4BKE, KOMIIO3HIAMH M CIIOCOOAMH COTJIACHO
HACTOSIIEMY U300PETCHHIO BKIFOUAIOT, HO HE OTPAHUYCHBI IICPCUHCICHHBIME: PAK MOJIOUHOH SKEJIE3bI, PaK JKeIIy JKa,
MUIICBOA PaK, KAPIHHOMY TracTpo330()arcaJbHOr0 COCAMHCHMSA, KOJOPCKTANBHBIA pPak, Pak TOJOBBI W IICH,
HEMETKOKJICTOYHBIH PaK JErKOTr0, OCTEOCAPKOMY, HEHpOOIacTOMy, pak MOUCBOTO IMy3bIps, PaK IICHKH MATKH, PaKk
SHAOMETPHA, PAK SMYHHKOB, PAK JIETKHUX, IJIOCKOKJICTOUHYIO KAPLMHOMY, MEJIAHOMY, PaK IOKEITYA0THOH JKeIe3Hl,
pax NPEACTAaTeIbHOM JKEJIE3bl, MEIKOKICTOYHBIH PAaK JETKUX, PAK MOYKH, MOYCHHOKICTOUHYIO KAPLUHOMY, PaK
IMUTOBHIHON JKCJIC3B, MHOTO(OPMHYKO TIHOOMACTOMY, pak (aaImomueBIX TpPyO, NCPHUTOHCATBHBIA PakK,
AHTHOCAPKOMY, NEUCHOYHO-KICTOUHYK) KAPIHHOMY, XOPHOKAPLHHOMY, CAPKOMY MATKHX TKAHECH, XPOHHUYCCKHUI
TuM(pOIUTAPHBIA JICHKO3, XPOHUYCCKUH MUCIONUTAPHBIN JICHKO3, HEXONKKHHCKYIO JuMmpomy, B-knerounyro
HEXOKKHHCKY 10 TuMpomy, muddy3Hyo B-kpynHoKIeTouHY 0 muM(poMy, GomuKy mpHy o tuMboMy, muMpomy 13
KJIECTOK MAHTHIHOW 30HBI, MHEJIOAHCIJIACTHUCCKUN CHHAPOM, OCTPBIH MHEIOLUTAPHBIN JEHK03, T-KICTOUHYIO
maMpomy, TEM(POMY U3 KICTOK-ECTECTBEHHBIX KHJUICPOB, BHEY3JIOBYIO THM(BOMY H3 KICTOK MAPTUHATIBHOH 30HBI,

OCTPBIH JIMM(OIUTAPHBIH JICHKO3, MHOXKECTBEHHYIO MHCJIOMY.

[00272] B ogHOM BapuaHTC peanM3alid AHTHTC/IA WM WX AaHTUTCHCBA3BIBAIOMING (PPArMCHTHI, ONMCAHHBIC B
JAHHOH 3asBKE, MOKHO NPHMCHATH I JcucHHA MH(eKImi H HHPEKUHMOHHBIX 3a001cBaHui. B naHHOH 3asBKe
TCPMHUH “HH(EKIMA OTHOCHTCSI K JTIOOOMY COCTOSHHIO B IO MCHBIIEH Mepe ONHOM KJIETKE opraHusma (T.c.,
CyOBeKTa), KOTOpas WHPHUIUPOBAHA HH(CKIHOHHBIM Ar¢HTOM (HAmpuMep, vV CyOBeKTa HAOIOTACTCA HWHQPCKIMA
BHYTPUKJICTOYHBIM INIATOTCHOM, HAIpPUMEpP, XpPOHHMYECKas HMH(MCKIMA BHYTPHKICTOYHBIM IIATOTCHOM). B naHHOH
3a4BKEC TCPMHH “HH()CKIMOHHBIH arcHT OTHOCHTCA K UyXKECPOJHOMY OHOJIOTHYECKOMY OOBEKTY (T.€., MATOTCHY),
KOTOPBIH HHAYyIHUpyeT dxcnpeccuto CD47 (Hampumep, moBbIIeHHY 0 3kcnpeccuto CD47) B o MeHbIIEH Mepe 0THOH
KJICTKC WH(HUIMPOBAHHOTO OpraHm3Ma. Hampumep, HWH(PECKUHOHHBIC AarcHTHI BKIFOYAKOT, HO HE OTPAHHUCHBI

OGaxTepuAMH, BUPYCAMHU, MPOCTCHIIHMH U TPHOAMH.

[00273] BHYTpHKICTOYHBIC TATOTCHBI MPCACTABAIOT OCOOBIA HHTEpeC. WH(PCKIHOHHBIC 3a00JCBAHAA
TIPEICTABILIFOT COOOH PAcCTPONCTBA, BBI3BAHHBIC WH()CKIHOHHBIMU arcHTaMu. HekoTopsle HH()CKIMOHHBIC ar€HTHI
HE BBI3BIBAIOT HM3BECTHBIX CHMIITOMOB IJIH 3a00JICBAHHA NPH HEKOTOPBIX YCJIOBHAX, HO NMOTCHOUAIBHO MOTYT
BBI3BIBATH CHMITTOMBI HJIH 3a00JICBAHHE IIPH H3MCHCHHBIX YCIOBHAX. 3ajABJICHHBIC CIIOCOOBI MOKHO MPHUMEHSTH IS
JCUCHUSI XPOHWYCCKAX HHQCKIMH MATOTCHAMH, HAmpuUMep, BKIOYAs, HO HE OTPAHMYHBAACH BHPYCHBIMHU
HH(pEKIMSIMH, HaPHUMEP, PETPOBHPYCOM, JCHTHBHPYCOM, T'CTQTHABHPYCOM, BHPYCAMHU TIepIieca, NMOKCBHPYCAMH,
BHPYCAMH NANWUIOMBI YEJIOBEKA H T.X., BHYTPHKICTOYHBIMH OAKTCPHANGHBIMH HH(EKIMAMH, HAIPHMED,
Mycobacteria, Chlamydophila, Ehrlichia, Rickettsia, Brucella, Legionella, Francisella, Listeria, Coxiella, Neisseria,
Salmonella, ponom Yersinia, Helicobacter pylori m T.1., M BHYTPHUKJICTOYHBIMH HPOCTCHIINMH IAaTOTCHAMH,

HanpuMmep, poaoM Plasmodium, ponoM Trypanosoma, pogom Lamblia, ponom Toxoplasma, popom Leishmania u T.1.

[00274] B HEkoTOpOM BapHaHTE peaaH3aldd B COOTBETCTBHM C HACTOSIIUM H300PETCHHEM IIPEJIOKCHBI

CIOCOOBI JICUECHUS CYOBEKTOB C MPUMEHEHHEM aHTUTEIa MPoTUB SIRPO MM €T0 aHTUTECHCBS3BIBAIONIETO (pparMeHTa
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COTJIACHO HACTOSIIEMY H300PETCHHIO, B KOTOPBIX YKA3aHHBIH CYOBEKT CTPAaAacT OT BUPYCHOH mH(peKkmu. B oxHOM
BapHAHTE pEaH3allHH BHPYCHA! HH(QCKIMA MPEACTABIACT CO00H MH(EKLIUMIO BUPYCOM, BHIOPAHHBIM H3 TIPYIIIHI,
cocrofmeii w3 BUpyca uMmMmyHoAcduuuTa uemoeka (BUY), Bupyca rematura (A, B wm C), Bupyca repmeca
(mampumep, Bupyca Bapuieuia-zoctep (B3B), Bupyca mpocroro repmeca (BII-I), Bupyca rematura A (BI'A-6),
BIIT-II u muromeranosupyca (LIMB), Bupyca Omnmreiina-bapp), azeHOBHpyCa, BHpyca IpHIma, (PIaBUBHPYCOB,
9XOBHpYCa, PHHOBHpYCa, BUpyca Kokcaku, KOpOHaBHpPYca, PECIHPATOPHO-CHHIUTHAILHOTO BUPYCa, BUPYCa CBHHKH,
poTaBHpyca, BHpyca KOpPH, BHPyCa KPAaCHYXH, IApPBOBHPYCA, BHpyca KOpoBbeH ocmbl, T-muM(pOTponmHOrO BUpyCa
yenoseka (supyca HTLV), Bupyca aeHre, Bupyca NanmuIOMbl, BUPYyCa MOJUTIOCKA, OJTHOBUPYCA, BHPYyCa OCIIECHCTRA,

pupyca )xona Kanauarema (supyca JC) win Bupyca apOoBHPYCHOTO SHIC(AIHTA.

[00275] B HECKOTOpPOM BapHAHTC PCATHM3ALMH B COOTBCTCTBHH C HACTOAIIHM HW300PCTCHHCM MPCIIOKCHBI
CHOCOOBI JICUCHUS CYOBEKTOB C MPUMCHEHHUEM aHTHTeIa mpoTuB SIRPo Wiy ero aHTHTeHCBS3hIBAIONICTO (PparMeHTa
COTJIACHO HACTOSINEMY H300pPCTCHHIO, B KOTOPBIX YKA3aHHBIH CyOBEKT CTpagacT OT OakTepHaiabHOH mH(peKkimu. B
OTHOM BAPHAHTC PCATH3aINH OAKTCPHATbHAS HHCKIHUA TPCACTABIACT COO0H HH(PCKIMEO OAKTCPHAMH, BEIOPAHHBIMH
W3 TPYTIIBI, COCTOSIICH U3 XJIAMHIHH, PUKKETCHATIBHBIX OaKTePHi, MUKOOAKTEPHii, CTA(QHIOKOKKOB, CTPENTOKOKKOB,
ITHCBMOKOKKOB, MCHHHTOKOKKOB H TOHOKOKKOB, KJICOCHEITBI, MPOTEyCa, CeppaThH, NceBAOMOHan, Legionella,
Corynebacterium diphtheriae, Salmonella, 6awnnn, Vibrio cholerae, Clostridium tetan, Clostridium botulinum,

Bacillus anthricis, Yersinia pestis, Mycobacterium leprae, Mycobacterium lepromatosis u Borriella.

[00276] B HEKOTOpPOM BapHAHTC PCATHM3ALMH B COOTBCTCTBHH C HACTOSMIAM HW300PCTCHHEM MPCIUIOKCHBI
CHOCOOBI JICUECHUS CYOBEKTOB C MPUMEHEHHEM aHTHTEIa poTuB SIRPO MM €r0 aHTHTEHCBS3BIBAIONIETO (hparMeHTa
COTJIACHO HACTOSAINEMY H300pPETCHHIO, B KOTOPBIX YKA3aHHBIH CyOBEKT CTPagacT OT rpuOKoBoi HH(peKkmu. B oxHOM
BapHAHTE peaH3aly TPHOKOBAs MH(PEKUHUSA MPEACTABIACT co00if MH(EKIHMI0 rpuOOM, BHIOPAHHBIM H3 IPYIIIHI,
cocrosmeiit w3 Candida (albicans, krusei, glabrata, tropicalis n 1.1.), Cryptococcus neoformans, Aspergillus
(fumigatus, niger u 1.1.), poga Mucorales (mucor, absidia, rhizopus), Sporothrix schenkii, Blastomyces dermatitidis,

Paracoccidioides brasiliensis, Coccidioides immitis u Histoplasma capsulatum.

[00277] B HEKOTOpPOM BapHAHTC pEaMM3aLUH B COOTBCTCTBHHM C HACTOSIIUM H300PCTCHHEM IPEIIOKCHBI
CIOCOOBI JIeUEHHA CYOBEKTOB C MPUMEHEHHEM aHTHTena IpoTHB SIRPo MiIH ero aHTUI€HCBA3BIBAOLIETO (hparMeHTa
COTJIACHO HACTOSIIECMY H300pPCTCHHIO, B KOTOPBIX YKA3aHHBIH CYOBEKT CTpajacT OT mapasutapHOd wH(pekuwn. B
OTHOM BapHAHTE PeaTH3alUy Mapa3uTapHas HHPECKUHSI MPEACTABIICT CO00H MHPEKIHMIO MAapa3uTOM, BEIOPAHHBIM U3
TPYIIBL, COCTOAWICH U3 Entamoeba histolytica, Balantidium coli, Naegleria fowleri, Acanthamoeba, Giardia lambia,
Cryptosporidium, Pneumocystis carinii, Plasmodium vivax, Babesia microti, Trypanosoma brucei, Trypanosoma

cruzi, Leishmania donovani, Toxoplasma gondii u Nippostrongylus brasiliensis.

[00278] “CyOBCKT” MOXKCT MPEACTABIIATE COO0H MIICKOTTHTAFOIICE, TAKOC KAK HUCIIOBCK, COOAKA, KOMIKA, JIOTIATE,
KOpPOBa, MBIIIb, Kpbica, 00c3bgHA (HATIPHUMEP, SBAHCKUH Makak, HanpuMmep, Macaca fascicularis) wau xpoiauk. B

MPCATMOYTHTCIFHBIX BAPHAHTAX PCaTH3alHH HACTOAIICTO H300PCTCHHA CYOBCKT MPEACTABIACT COOOMH UCTOBCKA.

[00279] TepMuH “B COUCTaHHH C~ YKA3BIBACT HA TO, YTO KOMIOHCHTHI, KOTOPBIC BBOIAT B COCOOC COTJIACHO
HACTOSMIEMY H300peTCHIIO (Hampumep, aHTHTe 10 mpoTtue SIRPo (HampuMep, ryMaHA3UPOBAHHOS AHTHTESIIO) HITH €TO
AQHTHTCHCBS3bIBAONMH (DParMEHT BMECTE C NPOTHBOPAKOBBIM AarcHTOM), MOKHO BKJIFOYHTH B COCTaB OJHOH
KOMIIO3HIIHH JJIA OLlHOBpeMeHHOﬁ JAOCTABKH HJIH BKJ/IIOYHTH B COCTAB OTAC/IBHBIX ABYX HIIH oouce KOMHOSI/II.[I/IfI
(mampumep, Habopa). Kaskaplii KOMIOHEHT MOKHO BBOJMTH CYOBCKTY B MOMEHT BPEMCHH, OTIHYHBIH OT BPEMCHH

BBCACHHUA APYIOT0 KOMIIOHCHTA, HAIIPUMEDP, KAXKA0C BBCACHUC MOXKHO OCYIICCTBHTH HCOOAHOBPECMCHHO (HaanMep,
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OTACIIbHO HIH HOCJ'Ie,E[OBaTCJH:HO) C HCCKOJIbKUMH HHTCPBAJIAMHA B TCUCHHC JAHHOTO IMEPHOAA BPCMCHH. Bonee TOTO,

OTACIbHBIC KOMIIOHCHTBI MOKHO BBOJIHTH Cy6’BeKTy OAHUM U TCEM KC UITH PA3JTHTHBIMHA Iy TAMH.

[00280] B KOHKpPETHBIX BapHAHTaX PEATH3ALMU AHTHTEJA MIH HX AHTUICHCBA3BIBAIOLIME (DPATMCHTHI,
ONHCAHHBIC B JAHHOH 3aiBKE, MOXKHO IPHMCHATH OTACIBHO WJIM B COUCTAHHH C APYTUMH JONOJHUTCIHHBIMHU
TCPANECBTUUCCKUMH ar¢HTAMHU W/HITH TCPANCBTHUCCKUMHE NTPOLEAY PaMH I JCHUCHHUS WM NPEIOTBPALICHHUS TF000TO
3a00JICBaHU, TAKOTO KAK PaK, HAMPHUMEP, KaK 00CYKIANOCh B JAHHOH 3asBKE, Y CYOBEKTA, HY KJAIOIIECTOCS B TAKOM
JeUYCHHH MM TpenoTBpaileHny. Kommosmuum, Hampumep, (papMaleBTHYECKHE KOMIO3HMIH, COACPIKAIIIE
(papMaLCBTHUCCKH NPUEMIICMBI HOCHTENb, COACPKAINMC TAKHEC AHTUTENA W (DPParMCHTBI B COUCTAHUH C

JOMOJTHUTCIbHBIMH TCPANICBTHUCCKUMH arcHTAMHA TAKKC BXOIAT B 00BeM HACTOAIICTO H306peTCHI/Iﬂ.

[00281] CrnemoBaTeTIbHO, B COOTBCTCTBHH C HACTOAIIMM H300PCTCHHCM MPCIIOKCH CIOCOO JICUCHHS Paka y
CyOBEKTa, MPEACTABILIOINETO COO0H UeTOBEKA, BIIIFOYAIOIIWI BBCACHHE YKA3aHHOMY CYOBEKTY 3(P(EKTHBHOTO
KOJIMUECTBA AHTHUTENA HIIH €T0 AaHTHTCHCBS3BIBAOIICTO (PPArMCHTA, ONMMCAHHOTO B TAHHOW 3asBKE, HEOOS3aTCIBHO B
COUYCTAHHU C JONOJHHTCIBHBIM TCPATICBTHYCCKUM Ar¢HTOM HIH TEPANeBTHUCCKON MPOoneaypoi. B cooTBeTCTBHU €
HACTOSIIAM H300PCTCHHCM TAKKE TPCIIOKCH CIOCO0 JICUCHUS WH(CKINH MWW WH()CKIHOHHOTO 3a00JCBaHUA Y
CyOBEKTa, MPEACTABILIOINETO COO0H UeIOBEKA, BIIIIOYAIOIINI BBCACHHE YKA3aHHOMY CYOBEKTY 3((EKTHBHOTO
KOJIMYECCTBA AHTHUTENA HIIH €T0 AaHTHTCHCBS3BIBAOMICTO (PPAarMEHTA, ONMMCAHHOTO B TAHHOW 3asABKE, HEOOS3aTEILHO B
COUYCTAHHH C JOMOJTHUTCIBHBIM TCPANICBTUUICCKUM Ar¢HTOM HJIH TepaHCBTH‘ICCKOﬁ HpOL[CI[ypOi/'I. B cooTBeTCcTBHE C
HACTOSIIAM H300PCTCHHCM TAKKE MPCIUTOKCH CMOCOO MOBBIMICHAA AKTHBHOCTH UMMYHHOH KICTKH, BKIFOUAFOITHIA
BBCICHHC HY)KTAIOIICMYCS B 3TOM CYOBCKTY 3(D()CKTHBHOTO KOMYICCTBA AHTHTC/IA HIH €TI0 AHTHTCHCBI3BIBAIOIICTO
(pparMeHTa, ONMHCAHHOTO B JAHHOH 3adBKC. B OqHOM BapWaHTC peamu3aliy YKA3aHHBIH CIIOCOO MPUMCHSIOT LA

JCUCHU paKa, JICUCHUSA I/IH(I)CKI_[I/II/I WA I/IH(I)CKI.[I/IOHHOI‘O 3200ICBAHUS HITH B KAUCCTBE AABHOBAHTA BAKIIHHBI.

[00282] B KOHKpPETHBIX BapHAHTAX PEATH3ALMU AHTHTEJA MIH HX AQHTUICHCBA3BIBAIONIUMC (DPATMCHTHI,
OIHCAHHBIC B JAHHOH 3ajBKE, MOKHO IPHMCHAThH OTACIBHO WM B COUYCTAHUH C IMTPOTHBOOIY XOJICBBIMH BAKLIHHAMH.
ITpumeps! MPOTHBOOIY XOIEBBIX BAKIHH BIJIIOYAIOT, HO HC OTPAHUYCHBI NCPCUHCICHHBIME: BAKIMHBI IPOTUB PAaKa,
BBI3BAHHOTO HH()CKIMEH BHPYCOM MAMMIIOMBI uenoseka (BITU), Takue kak rapaacun®, rapaacun 9° u nepsapukc®;
BAKI[MHBI, KOTOPbIC MPEIOTBPAIIAIOT PAK TCUCHH, BBI3BAHHBIN BHPYCOM remaTuta B, Takue kak dHIKepukc-B® m
pexombuBakc HB®; Tepanmuio OHKOJIMTHYECKAMH BHPYCAMH, KOTOPBIE 3AMyCKAIOT HMMYHHBIH OTBET, TAKAMH KaK
pvrak®; JIHK-BakIuHEL Takue KAk BAKIMHA HA 0cHOBE miasmMugaoi JJHK Synchotrope MA2M u ZYC101; JTHK-
BaKIHHA, crienu(pmyHas kK MamMarnoouny-A (cMm. Clinical Cancer Res. 2014 20(23):5964-75), BaKIiHBI HA OCHOBC
BekTopa, Takue kak PSA-TRICOM (mpoctBak), PANVAC-VF, BakuwHbI Ha OCHOBE Listeria monocytogenes (CM.,
Hanpumep, Therapeutic Advances in Vaccines, 2014, 2(5) 137-148), BakuwHBI HA OCHOBC JHCTCPHH (HCTCPHUH,
SKCHPECCHPYOIIIC OTHY WK O0JICC BAKIWH OT PaKa, TAKHE KAk TUCTepuu-Me30TenuH (Hanpumep, CRS-207), ADXS-
HPV, akcamumvoren ¢pumommcoak, muctepun-HER2/Neu, mactepun-EGFRvII), Adeno-CEA; annor¢HHBIC BAKIUHEI,
takue kak GVAX, BLP-25 (mpotus mynmHa 1 Bupyca Arkapa), 6enareanymatynen-L, TG4010, BakumHa ¢ aHamorom
snuaepManbHOro (axropa pocra CIMAvax, NY-ESO, GM.CD40L-CCL21; ayTonoTH4YHBIC BAKIWHBI, TAKAE KAK:
Adeno-CD40L, BCG, INGN-225, BaKIMHBI HA OCHOBE JCHAPUTHBIX KJIETOK, TAKUE KAK MPOBEHK® (Cumyneyuen-T),
rF-CEA-MUCI1-TRICOM (mauBak-DC); anTurcunsie Bakuuasl, Takne kak MUC-1 (ctumysakc), NY-ESO-1, GP-
100, MAGE-A3 (rer A3, xomupyromui antureH menanoMsl), INGN-225 (cm. Pharmacology & Therapeutics 153
(2015) 1-9).
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[00283] CurHans! “CheImb MCHA  MOKHO YBCIHYUTH C TIOMOMIBI0 MUTOTOKCHYCCKHX METOIOB JICUCHHSA, TAKHX
Kak JIydeBas Tepamusd WIH JICUCHHE XHMHOTCPAIlCBTUYECKHMM AarcHTaMH, BKIIOYAsd, HO HE OTPAaHHIHBAAICH
MCPCUNCICHHBIMH arcHTAMM: AHTPALMKIMHBL (JOKCOPYOWIMH, OSMUPYOULMH, JAayHOPYOMIHMH, HAApyOHUIIHH,
MHUTOKCAHTPOH), OKCAJIMIUIATHH, OoprezoMmOd, uukmodochamun, OICOMHUIMH, BOPHHOCTAT, NAKIHTAKCed, S-
(Topypaumyi, IUTApadUH, NPCTHHU30J0H, JouEeTakcel, MuTOMHIUH C, TOMOTECKAH/KAMNOTOTCIMH, 3TOMO3H,
30JICAPOHOBAS KHUCIOTA, METOTpeKkcar, WOpyTHHHO, admubepuent, OcBaum3ymad, TopeMuH(CH, BHHOJACTHH,
BHUHKPHCTHH, HACTATUCUHO, MEPKANTOIYpPHH, TanuaoMua, copapenud. Takum oOpa3oM, B HEKOTOPHIX BapHAaHTaX
peaTH3aliy AHTUTENA WIH HX AHTHTCHCBS3BIBAIOINNE (PPArMEHTHI, ONMHCAHHBIC B JAHHOH 3as5BKE, MOKHO NPHMCHATh
B COUCTAHHH C XHMHOTCPANCBTHYCCKUMH ArCHTAMH, B COYCTAHHH C JIYUCBOHW Tepamuedl W T.O. B KOHKpPETHBIX
BAPHAHTAX PCATM3ALMH AHTHTENIA HIIH X AHTHTCHCBS3BIBAOIINC (DPArMCHTHI, OMUCAHHBIC B JAHHOH 3asBKE, MOYKHO
NMPUMEHATh OTACIBHO HIH B COUYCTAHHHM C TapreTHOH Ttepammeid. IIpuMepsl TapreTHOHl Tepanmud BKIIOYANOT:
TOPMOHAJTFHYIO TCPANHIO, TCPAIHIO HHTHOUTOPAMH TICPSIayH curHana (Hampumep, uaraoutopamu EGFR, Taknvu
Kak meTykcumad (3pOUTYKC) | 3paoTHHUO (Tapiieea));, waruouTopamu CD20 (Hampumep, puTyKCHMAO0M (PHTYKCAH)
u ogarymymadom (apseppa)); marHOUTOpaMu CD38 (Hampumep, maparymymMadoM (Jap3aickc)); WHTHOHTOpAMHU
CD52 (mampumep, amemty3ymadbom (kammac));, maruoutopamu HER2 (Hampmmep, Tpacty3ymaboMm (TEpLEnTHH) H
mepry3ymMadom (mepeeta)), maruonTopamu BCR-ABL (Takumu kak wMATHHAO (TTIMBCK) W JA3aTHHHUO (CTIpaicen)),
maTHONTOpaMu ALK (Takumu Kak KpH30THHHO (KCANTKOPH) U HCpUTHHUO (3ukaans)); narudoutopamu BRAF (Takuvu
Kak BemypadeHuO (3cmoopad) m mabpadeHud (Tadumnap)), MOAYIATOPAMH 3KCIPSCCHU TCHOB (HAMPHMED,
JCIUTaOWHOM (TAaKOTCH) H BOPHHOCTATOM (30JIHH3A)), HHAYKTOPAMH amonTo3a (HampuMmep, 60pTe30MuO0OM (BEITKCH T)
u  KappumoMuOOM (KHIPOJHC)), HWHIHOHTOPAMH AHTHOTCHE3a (HampuMmep, OeBamm3yMaboM (aBaCTHH) H
pamymupymMaboM (mupamsa)), HMMYHOMOAYJIATOPHBIMH HMHIACOIACPKAIIMMH JICKAPCTBCHHBIMH ~ CPCACTBAMH
(HanpuMep, TaTHAOMUAOM, JCHATHIOMHIOM, IOMATHIOMUAOM U aPEMHIIACTOM), MOHOKJIOHATbHBIMH AHTUTCIIAMH,
MPHUCOCIMHCHHBIME K TOKCHHAMHM (Hampumep, OpeHTykcuMaOOM BEAOTHH (AAULETPHC) U aN0-TpacTy3ymadboMm

SMTAH3UH (KaJACUTIA)).

[00284] AHTHTENA WM HX AHTHTCHCBS3BIBAOLINC (DPATMEHTHI, OMHCAHHBIC B JTAHHOH 3asBKE, MPEIMOUTHTEIHHO
MOTYT HAWTH NPHMCHCHHE B COYCTAHHHM C TAPTCTHOH Tepammeif, B KOTOPOH AHTHTEIA HCIOJB3YIOTCS, HYTOOBI
onocpenoBath A3SKLI/A3BK®. JlocTynmHBI ()yHKIHOHATBHBIC OHOAHAIHM3BI, YTOOBI IMPOAHATH3HPOBATH MCXAHH3M
JCHCTBHS JeKapCTBEHHOTO aHTHTENa U oTanyunTh A3K® kak mexanm3m aeiictsust o A3KLI. B xauecTse nmpumepa, B
AQHAIA3C AHTHTCIO3ABUCHMON KICTOUHOH UUTOTOKCHYHOCTH (A3KI[) O0OBMHO HCHOIB3YKT HOPMAJIBHBIC
MOHOHYKJICapHbIC KiIeTku mepudpeprucckoi kposu (MKIIK) uenoBeka win 3(Gp(PEKTOPHBIC KICTKH, BBIACICHHBIC U3
HUX. BapnarMBHOCTH aHaIM3a MOKHO CHH3HTH, HCIIOJB3YsA BBIOPAHHBIC TPYIIBI AOHOPOB C ONPEACICHHBIMHU
Bapuanmsavu yncia konuit reHa (CNV) winu rerorunamu Fey-penenropa Ia (FeyRI1a/CD32a), 111a (FeyRIITa/CD16a)
win [1Ib (FcyRIIIb/CD16b), Takumu kak FcyRIMla-158 V/V mo cpasuerunro ¢ V/F wmm F/F, FcyRIlla-131 H/H mo
cpaBHeHHIO ¢ H/R mm R/R, u mommvopdusmvu Bapnaatamu FcyRIIIb-NA1 u -NA2. B kauecTse aapTepHATHBHI,
s¢ppexropubic kietkn, Takue kak MKIIK, monyuenmsie w3 MKIIK xierku-ectecTBeHHBIC KHimiepel (NK),
TPaHYJOIHUTHI, MOHOLUTHL, TIOJIYYCHHBIC W3 MOHOLUTOB Makpodary win ACHAPUTHBIH KieTkH (1K) MOKHO 3aMCHHUTH
Ha skcnpeccupyromyo FeyRIlla muHuio kiaeTok (HampuMmep, CKOHCTpyupoBaHHble NK92). VHUUTOKECHHE KIETOK-
MUIICHEH MOXKHO OLICHHTh IYTEM H3MCPCHHSI BBICBOOOKICHHSA CHCHH(UUCCKUX 30HIOB H3 IPEABAPHTCIHHO
MEUEHBIX KIETOK-MUMEHEH, mpumerss >'xpom (Cr'l) wim (IyopeCUEHTHBIE KPACHTENH, TAKHE KAK KAJNBICHH-
anerokcumerun  (xkampnenH-AM),  kapOokcupayopecuenHcykumanmuauiossii  3¢up (CFSE), 2',7'-6mc-(2-

KapOokcHITI)-5-(u-6)-Kkapookcudayopecuenn (BCECF), eppomuii (Eu) wm #iogun mpomumua (PI), mwm mytem
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H3MCPCHHSA BBICBOOOKACHHSA LHUTO30JBHBIX (DSPMCHTOB, TakuxX Kak makraraeruaporeHasa (JIA), wmm

BBICBOOOKICHHA HyKIIco3uaTpupochara (ATD).

[00285] HaoOopoT, aHTHTETI03aBHCHMBI OMOCpeaOBaHHbIN KieTkamu (paronuto3 (A3K®D) MOKHO OLCHHTH
MyTEM H3MCPCHUA PA3PYLICHUS KJICTOK-MUIICHEH IyTeM (Daromuros3a, ONOCPEAOBAHHOTO TIPaHYJIOLUTAMH,
MOHOLHTaMH, ACHAPHTHBIMH KJICTKaMH HWiH Makpodaramu. B anamse A3K® ucnonesyror noayueHHusie n3 MKIIK
KJICTKH WM MHUCTOHAHBIC JHHHH KJIETOK, Takue kak kietku HL-60, THP-1 u U937, mudepeHunpoBaHHbIC B
Makpo(arun WM rpaHyJouuThl. CTHMYJBI, KOTOPBIC IIMPOKO HCIOJB3YIOT U1 HMHAYKIHH IH(P(EpeHUHPOBKH B
Makpo()aru MOHOLHMTAPHBIX JHHHH KICTOK, BKIOUAKOT (opOoa-12-mupucrar-13-anetar (O®MA), 1,25-
puruapokcusutramud D3 (VD3) u perunoenyro kucioty (PK). Tawxe uzpectHo, uro PK wHIymupyer KOHEUHYHO
Ju((epCHIMPOBKY B TPAHY IOWHTSHI, HATpuMep, kiaetok HL-60. @arommro3 KIeTOK-MHMICHSH MOYKHO OLCHHTH My TEM
OTCIIC)KMBAHUA HHTCPHAMH3AIMH S(PQCKTOPHBIMH KICTKAMH CICIM(UUCCKUX 30HIOB H3 KICTOK-MHIICHEH,
TPEABAPUTECIBHO MCUCHBIX (DIyOPECICHTHBIMH KPACHTCISIMH, TAKHMH KaK KpacUTedb Npoiu(epanud KICTOK
¢Fluor450, CFSE u pH-uyecTBuTepHbIC KpacuTtemw, Bkmouas pHrodo m CypHerSE. ®aromuro3 W3MEPSIOT MO
VBEIIHUCHHIO KOJIHYECTBA (PIIyOPECIICHTHO MEUCHBIX 3(D(PEKTOPHBIX KICTOK, IPUMEHSS MPOTOYHY IO IIUTOMETPHIO HITH
(PIYOPECUCHTHYI0 MHKPOCKOMHEO. Taroke JOCTYIHBI AaHATH3HI ““penopTepHoro reHa” g oucHkA A3K®. [na toro
ytoObl m3MepuTh (yHKIO A3K® B aHanmse penopTEpHOTO ICHA, KICTKH-MHUINCHH CHAYaja HHKYOHPYIOT C
TUTPOBAHHBIM HHTEPECYIOIMM aHTHTETOM. [locne CBA3BIBAHUS AHTUTENA C PACNO3HABAEMOH MHIICHBIO HA
TMOBCPXHOCTH IICTICBON KJICTKH MOOABIAIOT CKOHCTPYHUPOBAHHBIC >(dekTopubic kaetku Jurkat. Ecim mpowmsonnia
axkruBamma nytd A3K®, to xierku Jurkat mpoayupyroT IpoayKT MouHE(epasy MyTeM 3KCIPECCHH PEIIOPTSPHOTO
reHa NFAT-RE-luc2. 3arem u3MepsrOT akTHBHOCTS THOIM()Epa3hl MOCIIE IEPUOAA HHAYKIHH B TeueHHE 4 - 24 yacos
mocne JOoOaBICHHs pearcHra MUl aHaiau3a moimgepassl. [l0303aBHCHMYIO OTBETHYIO PEAKIHIO B aHAIHM3E B
MHUKPOTHTPALMOHHOM IUIAHIIETE MOXKHO HCIOJB30BaTh Ui KOJIMYCCTBCHHOTO OMNPEACICHUS OTHOCHTECIBHOH
OHOJIOTHYECKOH AKTUBHOCTH TECPANCBTHYECCKOTO AHTHTEJA IO CPAaBHCHUIO C KPHBOHM 3aBHCHMOCTH J03a-3(dext

MOIXOJAIIETO 3TAJOHHOTO 0OBEKTA.

[00286] B KOHKpeTHBIX BapHaHTaX peamu3anuu anturena npotuB SIRPo WM HX aHTHTCHCBA3BIBAIOIUC
(pparMeHTHl COIJACHO HACTOSIIEMY H300PCTCHHIO MOKHO TNPUMEHATh B KOMOHMHALMH C IPOTHBOPAKOBBIM
TCPANICBTHUCCKUM ArCHTOM HJIH HMMYHOMOIYJLITOPHBIM JICKAPCTBCHHBIM CPCACTBOM, TAKHM KakK I/[HI‘I/[6I/ITOp
HMMYHOMOJYJIITOPHOTO PELENTOPa, HAPHMEP, AHTHUTEIO0 WIH €r0 AHTUTCHCBA3BIBAIOLIWE (DParMEHT, KOTOPBIH

CHenu(pHIHO CBA3BIBACTCS C YKA3AHHBIM PEICIITOPOM.

[00287] B oxHOM BapHaHTC peaaM3alHH HACTOAIMCTO m300peTcHUA aHtuteno mpotus SIRPo wmm ero
AHTHTCHCBA3BIBAIONINI (PPAaTMCHT COTJIACHO HACTOAIICMY H300PCTCHUIO HAXOIUTCA B COUCTAHHH C OJHHM HITH O0JICe

u3:

ATOHWCTA (HANPHMEP, ArOHHCTHYCCKOIO AHTHTEIA WIH C€r0 AHTHUICHCBSA3BIBAKOINCTO (PparMeHTa WU
pacTBopuMOTO THOPHIHOTO Ocnka) Oenka perenTopa TNF, uMMyHOT 100y THH-TTOT00HOTO OCNTKA, peenTopa
OUTOKWHA, WHTCTPHHA, AKTHBHPYIOIMHX JHM(OIMTHI CHTHANBHBIX MOJekydl (Oemxkos SLAM),
aktusupyromero peuentopa NK-rerok, Toll-mogobroro peuentopa, OX40, CD2, CD7, CD27, CD28,
CD30, CD40, ICAM-1, LFA-1 (CD11a/CD18), 4-1BB (CD137), B7-H3, ICOS (CD278), GITR, BAFFR,
LIGHT, HVEM (LIGHTR), KIRDS2, SLAMF7, NKp80 (KLRF1), NKp44, NKp30, NKp46, CD19, CD4,
CD8-amppa, CD8-6era, IL2R-6eta, IL2R-ramma, IL7R-amspa, ITGA4, VLAL, CD49a, ITGA4, 1A4,
CD49D, ITGA6, VLA-6, CD49f, ITGAD, CD11d, ITGAE, CD103, ITGAL, ITGAM, CD11b, ITGAX,
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CDl1c, ITGB1, CD29, ITGB2, CD18, ITGB7, NKG2D, NKG2C, TNFR2, TRANCE/RANKL, DNAM]
(CD226), SLAMF4 (CD244, 2B4), CD84, CD96 (TACTILE), CEACAMI1, CRTAM, Ly9 (CD229), CD160
(BY55), PSGL1, CD100 (SEMA4D), CD69, SLAMF6 (NTB-A, Lyl08), SLAM (SLAMF1, CD150, IPO-3),
SLAM7, BLAME (SLAMFS), SELPLG (CD162), LTBR, LAT, GADS, PAG/Cbp, CD19a u muranna,

KOTOPBIH ceruuaao cBsa3piBacTca ¢ CD83; umm

urruGHTOopa CD47, PD-1, PD-L1, PD-L2, CTLA4, TIM3, LAG3, CEACAM (nanpumep, CEACAM-1, -3
wiwm -5), VISTA, BTLA, TIGIT, LAIR1, IDO, TDO, CD160 w/um TGFR-6era.

[00288] B omHOM BapHaHTC pCaHM3ALMH HACTOAICTO H300peTcHUSA aHtuTeno mpotuB SIRPo wmm ero
AHTHTCHCBS3BIBAONIME (PPArMEHT COTJIACHO HACTOSIIEMY H300PCTCHHUIO HAXOAUTCS B COUCTAHHUH C OJHUM HIH O0Jiee
OUKTMYSCKUMH JHHY KICOTHAAMH I APYTUMH aroHuCTaMu curHambHOTO Iy TH STING. STING (cTHMY JIITOp TCHOB
uHTEp(epoHa, Take u3BecTHbIH kak TMEM173, MITA, ERIS u MPYS) npencrasiser coboii TpaHCMEMOpaHHBIH
Oenok, Jokanm30BaHHBIH B OP, KOTOPBIN mpeTepIieBacT H3MEHEHIE KOH(OPMAaIHK B OTBET HA HEMOCPEACTBEHHOC
CBA3bIBAHMC LIMKIWYECKHX AuHykieotuaos (LIJAH), mpuBoasimee K NOCICAYIOIIEMY CHTHATBHOMY KACKany,
pkmrouaromemy akrtuBammo TBK1, ¢ocdopumuposanme IRF-3 w mpoaykmmro IFN-B W apyrux IMTOKHHOB.
Curramseerii myTe STING B aHTUTCHNPCSACTABILIFOMMX KJICTKAX COACPKAIICTO OMyXOJb XO3MHHA YYACTBYCT B
HHAYKIWU CIOHTAHHOTO 0TBeTa CD8+ T-KIETOK HA QaHTUTEHBI OIy XOJICBOTO IMPOUCXOXKICHHA. AKTHBALMSA JAHHOTO
MyTH W Tocieayromas npoxykuust IFN-f mo uMeromumMcs CBEACHISIM Takke CIOCOOCTBYET MPOTHBOOITY XOJICBOMY
geiicteuro  oOmyueHus. Arommctsl STING w mx mpuMmeHeHmst onmcaHsel, Hampumep, B US20060040887,
US20080286296, US20120041057, US20140205653, W0O2014179335, WO 2014179760, US20150056224, WO
2015185565, WO 2016096174, WO 2016145102, WO 2017011444, WO 2017027645, WO 2017027646, WO
2017123657, WO 2017123669, WO 2017175147, WO 2017175156, WO 2018045204, WO 2018009648, WO
2018006652, WO 2018013887, WO 2018013908, US20180002369, US20180092937 u US20180093964.

[00289] B oxHOM BapmaHTE peaM3alUH HACTOAIMETO u300percHus aHturteno mpotuB SIRPo mmm ero
AQHTUI'CHCBA3BIBAIOINMI (DPArMEHT COTTIACHO HACTOAINEMY H300PETCHHIO HAXOAUTCA B COUCTAHUH C OJHHM MU Hoiiee
u3: agrurena nporus CD47, anturena nporus PD-1 (manpumep, HuBosyMaba, meMOpoin3ymMaba), aHTHTEIa IPOTHB
PDL1, anrurena mpotrus TIGIT, anrutrena mporus APRIL, anrwrena mpotus CTLA4, anturena mpotus CS1
(HampuMep, 3m0Ty3ymMada), antutena nmpotus KIR2DL1/2/3 (wampumep, aupuiaymada), anTutena mpotus CD137
(manpumep, ypemymada), anturena npotus GITR (Hanmpumep, TRX518), anrurena mpotus PD-L1 (ranpumep, BMS-
936559, MSB0010718C wmn MPDL3280A), artutena npotus PD-L2, anturena mpotus ILT1, antuTena mpoTus
ILT2, anturena npotus ILT3, anturena nporus ILT4, anturena npotus ILT5, anturena npotus ILT6, anturena
npotus ILT7, arturena nporus ILT8, arTuTena nporus CD40, anturena npotus OX40, anrurena mpotus 1COS,
antutena mpotus KIR2DL1, antmrena mpotus KIR2DL2/3, anmturema mporus KIR2DL4, anTHTENma mnpotus
KIR2DLS5A, anturena mporus KIR2DLS5B, anrurena mpotus KIR3DL1, anrurena mporus KIR3DL2, anTuTema
npotus KIR3DL3, anturena mpotus NKG2A, asrurena mpotus NKG2C, anrurena nporus NKG2E, antutena
npotus 4-1BB (mampumep, PF-05082566), anturena mporus TSLP, anmrtmrena mporms IL-10, IL-10 wmm

nermmpoBaHHOTO 1L-10, mmm mo60T0 HU3KOMOJIEKY JSIPHOTO OPTaHUYECKOTO HHIHONTOPA TAKHX MHUIICHEH.

[00290] B omHOM BapmaHTC peaaM3alHdH HACTOAMICTO m300peTeHUA aHtureno mpotuB SIRPo wmm ero
AQHTHTCHCBA3BIBAIOMIMN (DParMCHT COTJIACHO HACTOAIICMY H300PCTCHUIO HAXOIUTCSA B COUCTAHHH C AHTHTCIIOM

mpotus CD20 (Hanmpumep, purykcumadoMm, opatyMmyMadboM, okpem3syMadboM, 0OHHYTY3yMadoM, oKapaTry3yMadbom,
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yomuTykcuMaboM, BEITY3yMaOOM, HOPUTYMOMAOOM THYKCETaH, To3urymomadom, BVX-20, SCT-400 wm
PRO131921).

[00291] B omHOM BapmaHTE peaaM3alHUH HACTOAIMECTO u300peTcHUA aHtureno mpotuB SIRPo wmm ero
AQHTHICHCBA3BIBAIONIMN (DParMEHT COTJIACHO HACTOAIICMY H300PCTCHUIO HAXOIUTCA B COYCTAHHH C AHTUTCIIOM

mpotus CD38 (mampumep, naparymymadom, uzatykcumadom uiu MOR202).

[00292] B omHOM BapmaHTe peanu3anUdU HACTOSINETO u300peTeHus antuteno mnpotus SIRPo wmm ero
AQHTHTCHCBS3BIBAONIME (DPArMEHT COTJIACHO HACTOANIEMY HW300PCTCHHIO HAXOAMTCS B COUCTAHHH C AHTHTEIOM
mpotuB EGFR (Hanpumep, nerykcumadom, CetuGEX, manutyMyMa®boM, HEIMOTY3yMaOOM, ACTATYKCH3YMAOOM HITH
AFM-21).

[00293] B oxHOM BapHaHTC peajM3ALMH HACTOAMCTO m300peTcHUA aHtuteno mpotuB SIRPo wmm ero
AHTHTCHCBA3BIBAIONIHN (DPArMCHT COTJIACHO HACTOAIICMY H300PCTCHUIO HAXOAUTCA B COUCTAHWH C AHTHTCIIOM

npotus HER?2 (smanpumep, Tpactyzymadom, TrasGEX, nepry3ymadom, maprerykcumatom mwim ADCT-502).

[00294] B omHOM BapmaHTC peaaM3alHH HACTOAIMICTO W300peTcHUA aHtuteno mpotus SIRPo wmm ero
AHTUTCHCBA3BIBAIONIHN (DPArMCHT COTJIACHO HACTOSAMICMY H300PCTCHUIO HAXOAUTCA B COUCTAHWH C AHTHTCIIOM

npotus HER3 (sanpumep, mympeTy3zymadoMm, marpurymadbom wm LIM716).

[00295] B omHOM BapmaHTC peaaM3alHdH HACTOAMICTO W300peTcHUA aHtureno mpotus SIRPo wmm ero
AHTHTCHCBA3BIBAIONINN (DPAarMCHT COTJIACHO HACTOAIICMY H300PCTCHUIO HAXOIUTCSA B COUCTAHWH C AHTHTCIIOM
mpotus CD19 (manpumep, nHeOmm3yMadoMm, oOmmHarymomadom, DI-B4, MDX-1342, MEDI-551, MOR208 wnu 4-
G7SDIE).

[00296] B omHOM BapmaHTE peaaM3alHH HACTOAIMETO H300peTeHUA aHtureno mpotuB SIRPo wmm ero
AQHTHICHCBA3BIBAIONIMN (D)ParMEHT COTJIACHO HACTOAIICMY H300PCTCHUIO HAXOIHUTCA B COYCTAHHH C AHTUTCIIOM

npotus CD52 (wampumep, aneMTy3ymMadoMm).

[00297] B oaHOM BapmaHTe peanu3aldd HACTOSINETO u300peTeHus antuteno mnpotus SIRPo wmm ero
AQHTHTCHCBS3BIBAONIME (DPArMEHT COTJIACHO HACTOAMIEMY HW300PCTCHHIO HAXOAWTCS B COUCTAHHH C AHTHTEIOM

npotus EpCAM (Hanmpumep, anekatyMyMaboM, KaTyMakcoMaboMm, sapekoaomadom win ING-1).

[00298] B omHOM BapHaHTC peaM3ALMH HACTOAICTO m300peTcHUA aHtuTeno mpotuB SIRPo wmm ero
AHTHICHCBA3BIBAIONINN (DPArMCHT COTJIACHO HACTOANICMY H300PCTCHUIO HAXOAWTCSA B COUCTAHWH C AHTHTCIIOM

npotus SLAMF7 (wanpumep, 3moty3ymadom mm ABBV-838).

[00299] B omHOM BapHaHTC peaaM3alMH HACTOAIMICTO W300peTcHUA aHtuteno mpotus SIRPo wmm ero
AHTHTCHCBA3BIBAIONIHN (DPArMCHT COTJIACHO HACTOAIICMY W300PCTCHUIO HAXOAWTCSA B COUCTAHWH C AHTHTCIIOM

npotus PD-1 (ranpumep, HEBOIyMaOoM HiH IIeMOpOM3yMabom).

[00300] B omHOM BapmaHTC peaaM3aldH HACTOAIMICTO W300peTcHUA aHtuTeno mpotus SIRPo wmm ero
AHTHTCHCBA3BIBAIONINN (DPAarMCHT COTJIACHO HACTOAIICMY H300PCTCHUIO HAXOAWTCSA B COUCTAHWH C AHTHTCIIOM

npotus PD-L1 (manpumep, BMS-936559, MSB0010718C umu MPDL3280A).

[00301] B omHOM BapmaHTC peaaM3alHH HACTOAMCTO m300peTcHUA aHtureno mpotuB SIRPo wmm ero
AQHTHUTCHCBA3BIBAIONINN (DParMECHT COTJIACHO HACTOSIICMY H300PCTCHUIO HAXOIWTCSA B COYCTAHHH C AHTHUTCIIOM

npotus CTLA4 (Hanpumep, HImmuMy MadOM HIH TPEMETUMYyMaOoM).
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[00302] B omHOM BapmaHTC peaaM3alHH HACTOAMICTO W300peTcHUA aHtureno mpotuB SIRPo wmm ero
AQHTHICHCBA3BIBAIONINN (DPAarMEHT COTJIACHO HACTOAIICMY H300PCTCHUIO HAXOIUTCA B COYCTAHHH C AHTHUTCIIOM

npotus CD137 (manpumep, ypeaymadbom).

[00303] B oxHOM BapmaHTE peaaM3alMH HACTOAIICTO H300peTeHHA aHTHTEno mpotuB SIRPo mmm ero
AQHTHICHCBA3BIBAIONIMN ()ParMEHT COTJIACHO HACTOAIIEMY H300PCTCHUIO HAXOTUTCA B COYCTAHHH C AHTUTCIIOM

npotuB GITR (manpumep, TRX518 wm FPA154).

[00304] B oxHOM BapHaHTe peaiM3allid HACTOAIIECTO H300peTeHHa aHruteno npotus SIRPo mwmm ero
aHTI/II‘eHCBHSLIBaIOH.[I/Iﬁ (I)par MCHT COITTACHO HACTOALICMY I/1306pCTeHI/IIO HAXOOHUTCA B COUYCTAHHH C AHTHTCIIOM

npotus OX40 (Hanpumep, MEDI6469, MOXR0916 wm INCAGN1949).

[00305] B oxHOM BapHaHTC peajM3ALMH HACTOAMCTO m300peTcHUA aHtuteno mpotuB SIRPo wmm ero
AQHTHTCHCBS3HIBAOIIMH (DPArMEHT COTJIACHO HACTOAMIEMY H300PCTCHHIO HAXOAWTCA B COYCTAHHH C AHTHTEIOM
npotus CD40 (Hampumep, aykarymymabom, mamerysymadom, APXO005M, ChiLob7/4, CP-870,893 wma JNIJ-
64457107). B omHOM BapHWAHTC pcaTW3AIMH HACTOAIMECTO W300peTcHHA antuteno mpotuB SIRPo wmm ero
AQHTHTCHCBS3HIBAONMH (DPAarMEHT COTJIACHO HACTOAMIEMY H300PCTCHHIO HAXOAWTCA B COYCTAHHH C AHTHTEIOM

mpotus CS1.

[00306] B omHOM BapmaHTC peaaM3alHH HACTOAMICTO W300peTeHUA aHtureno mpotus SIRPo wmm ero
AHTHTCHCBA3BIBAIONIHN (DPAarMCHT COTJIACHO HACTOAMICMY H300PCTCHUIO HAXOIUTCSA B COUCTAHWH C AHTHTCIIOM

npotus KIR2DL1/2/3.

[00307] B omHOM BapmaHTC peaaM3alHH HACTOAMCTO u300peTcHUA aHtureno mpotuB SIRPo wmm ero
AQHTHTCHCBA3BIBAIOMINN (DParMEHT COTJIACHO HACTOAIICMY H300PCTCHUIO HAXOIHWTCSA B COYCTAHHH C AHTUTCIIOM

npotus CD137 (manpumep, ypeaymadbom).

[00308] B oxHOM BapmaHTE peaM3alMH HACTOAIECTO u300percHusA aHturteno mpotuB SIRPo mmm ero
AHTHTCHCBS3BIBAONIMN (DPArMEHT COTJIACHO HACTOAMIEMY HW300PCTCHHIO HAXOAWTCS B COUCTAHHH C AHTHUTEIOM

nportus GITR (manpumep, TRX518).

[00309] B omHOM BapHaHTC pCaH3ALMH HACTOAICTO H300peTcHUsA aHtHTeno mpotuB SIRPo wmm ero
AHTHICHCBS3BIBAIONINN (DPArMCHT COTJIACHO HACTOAIICMY H300PCTCHUIO HAXOAHWTCSA B COUCTAHHH C AHTHTCIIOM

npotus PD-L2.

[00310] B omHOM BapHaHTC peaaM3alHH HACTOAIMCTO mW300peTcHUA aHtuteno mpotus SIRPo wmm ero
AHTHTCHCBA3BIBAIOMINN (DPArMCHT COTJIACHO HACTOAIICMY H300PCTCHUIO HAXOAWTCSA B COUCTAHWH C AHTHTCIIOM

mpotus ITL1.

[00311] B omHOM BapmaHTC peaaM3aldH HACTOSAIMICTO W300peTcHUA aHtuteno mpotus SIRPo wmm ero
AHTHTCHCBA3BIBAIOMIHN (DPAarMCHT COTJIACHO HACTOAMICMY H300PCTCHUIO HAXOAWTCSA B COUCTAHWH C AHTHTCIIOM

mpotus ITL2.

[00312] B omHOM BapmaHTC peaaM3alHH HACTOAMICTO W300peTcHUA aHturTeno mpotus SIRPo wmm ero
AQHTHUTCHCBA3BIBAIOMIHNN (DPAarMCHT COTJIACHO HACTOSAMICMY H300PCTCHUIO HAXOOWTCSA B COYCTAHHH C AHTHTCIIOM

mpotus ITL3.
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[00313] B oanoMm BapuaHnTe
AHTHTCHCBA3BIBAIONINN (DparMCHT

mpotus ITL4.

[00314] B oanoMm BapuaHTe
AQHTHICHCBA3BIBAIOIIMN (DparMEeHT

npotus [TLS.

[00315]

AHTHICHCBA3BIBAIONIMI (DPArMCHT

B omsOM Bapuante

npotus ITL6.

[00316] B oanoMm BapuanTte
AHTHTCHCBA3BIBAIONIHN (DParMCHT

mpotus ITL7.

[00317] B oanoMm BapuaHTe
AHTHTCHCBA3BIBAIONIHNN (DParMCHT

mpotus ITLS.

[00318] B oanoMm BapuanTte
AHTHTCHCBA3BIBAIONINN (DParMCHT

npotus CD40.

[00319] B oanoM BapuauTte
AQHTHUTCHCBA3BIBAIONIMN (DparMECHT

npotus OX40.

[00320] B omHOM BapmaHTe
AQHTHUTCHCBS3BIBAONIMH (PparMeHT

npotus KIR2DL1.

[00321] B oanoM BapuaHTe
AHTHICHCBA3BIBAIONIMI (DParMCHT

mpotus KIR2DL2/3.

[00322] B oanoM BapuaHTe
AHTHTCHCBA3BIBAIONINN (DParMCHT

mpotus KIR2DLA4.

[00323] B oanoMm BapuauTte
AHTHUTCHCBA3BIBAIONIHAN (DParMCHT

npotus KIR2DLSA.

[00324] B oanoM BapuauTte
AQHTHTCHCBA3BIBAIOMINN (DParMCHT

mpotue KIR2DL5B.

peanm3zanuu  HacToAmero m3ooOpercHua antuteno mpotuB SIRPa mwmm ero

COTJIACHO HACTOALIEMY H306pCTeHI/IIO HAXOOUTCA B COUCTAHHH C AHTHTCJIOM

peanu3anuu HacTOAIEro u3o0percHua antuteno mnpotuB SIRPo mwmm ero

COIIACHO HACTOAIICMY I/I306pCTCHI/IIO HAXOOUTCA B COYCTAHHH C AHTHTCIIOM

peanu3anui HACTOSMEro m3o0pereHua aHTHTEd0 IpoTHB SIRPo mmm ero

COTJIACHO HACTOAIIEMY H306pCTeHI/IIO HAXOOUTCA B COUCTAHHH C AHTHTCJIIOM

peanm3anuy HACTOAIICTO W300peTcHHa antuteno mnpotuB SIRPa wmm ero

COTJIACHO HACTOAIIEMY I/1306pCT€HI/IIO HAXOOUTCA B COUCTAHHH C AHTHTCJIIOM

peanm3anuu  HacTOAIETo W300peTcHHa antuteno mpotuB SIRPa wmm ero

COTJIACHO HACTOAIIEMY I/1306pCTeHI/IIO HAXOOUTCA B COUCTAHHH C AHTHTCIIOM

peanm3anuu HACTOAIETO W300peTcHUa antuteno mpotuB SIRPa wmm ero

COTJIACHO HACTOALIEMY I/1306pCT€HI/IIO HAXOOUTCA B COUCTAHHH C AHTHTCIIOM

peanu3anuu HacTOAIEro u3o0percHua antuteno mnpotuB SIRPa wmm ero

COTJIACHO HACTOALIEMY I/1306peTCHI/IIO HAXOoquTCA B COUCTAHHH C AHTHTCJIOM

peanmzanuu HacTosmEro wu3o0peTeHus antuteno mpotus SIRPo wmm ero

COITaCHO HACTOALICMY I/ISOGPGTCHHIO HAXOOUTCA B COYCTAHHH C AHTHTCIIOM

peanu3anuy HACTOAINCTO H300peTcHHa antuTeno mnpotuB SIRPa wmu ero

COTJIACHO HACTOAIIEMY I/1306peTCHI/IIO HAXOAUTCA B COUCTAHHH C AHTHTCJIIOM

peanm3anuy HACTOAIICTO W300peTcHUA antuteno mpotuB SIRPa wmm ero

COTJIACHO HACTOALIEMY I/1306pCT€HI/IIO HAXOOUTCA B COUCTAHHH C AHTHTCIIOM

peanm3anuu HACTOAIIETO W300peTcHMa antuteno mnpotuB SIRPa wmm ero

COTJIACHO HACTOAIEMY I/1306pCT€HI/IIO HAXOAUTCA B COUCTAHHH C AHTHTCIIOM

peanm3anuu HACTOAIIETo m300peTcHMa antuteno mpotuB SIRPa wmm ero

COTJIACHO HACTOALIEMY I/1306peTeHI/IIO HAXOOUTCA B COUCTAHHH C AHTHTCJIIOM
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[00325] B oanoM BapuanTte
AHTHTCHCBA3BIBAIONINN (DparMCHT

mpotue KIR3DL1.

[00326] B oanoMm BapuaHTe
AQHTHICHCBA3BIBAIOIIMN (DparMEeHT

npotus KIR3DL2.

[00327]
AHTHICHCBA3BIBAIONIMI (DPArMCHT

npotus KIR3DL3.

B omsOM Bapuante

[00328] B oanoMm BapuanTte
AHTHTCHCBA3BIBAIONIHN (DParMCHT

mpotue NKG2A.

[00329] B oanoMm BapuanTte
AHTHTCHCBA3BIBAIONIHNN (DParMCHT

npotus NKG2C.

[00330] B oanoMm BapuanTte
AHTHTCHCBA3BIBAIONINN (DParMCHT

npotus [COS.

[00331] B oanoM BapuauTte
AQHTHUTCHCBA3BIBAIONIMN (DparMECHT

mpoTus 4-1BB.

[00332] B omHOM BapmaHTe
AQHTHUTCHCBS3BIBAONIMH (PparMeHT

npotus [L-10.

[00333] B oanoM BapuaHTe
AHTHICHCBA3BIBAIONIMI (DParMCHT

mpotus TSLP.

[00334] B oanoM BapuaHTe
AHTHTCHCBA3BIBAIONIHE (DPArMCHT

neruaupoBaHHbM [L-10.

[00335] B oanoMm BapuauTte

peanm3anuu  HACTOAIEro u300percHMa antuteno mnpotuB SIRPa mwmm ero

COTJIACHO HACTOALIEMY H306pCTeHI/IIO HAXOOUTCA B COUCTAHHH C AHTHTCJIOM

peanu3anuu HacTOAIEro u3o0percHua antuteno mnpotuB SIRPo mwmm ero

COIIACHO HACTOAIICMY I/I306pCTCHI/IIO HAXOOUTCA B COYCTAHHH C AHTHTCIIOM

peanu3anui HACTOSMEro m3o0pereHua aHTHTEd0 IpoTHB SIRPo mmm ero

COTJIACHO HACTOAIIEMY H306pCTeHI/IIO HAXOOUTCA B COUCTAHHH C AHTHTCJIIOM

peanm3anuy HACTOAIICTO W300peTcHHa antuteno mnpotuB SIRPa wmm ero

COTJIACHO HACTOAIIEMY I/1306pCT€HI/IIO HAXOOUTCA B COUCTAHHH C AHTHTCJIIOM

peanm3anuu HACTOAIICTO W300peTcHHa antuteno mpotuB SIRPa wmm ero

COTJIACHO HACTOAIIEMY I/1306pCTeHI/IIO HAXOOUTCA B COUCTAHHH C AHTHTCIIOM

peanm3anuu HACTOAIETO W300peTcHUa antuteno mpotuB SIRPa wmm ero

COTJIACHO HACTOALIEMY I/1306pCT€HI/IIO HAXOOUTCA B COUCTAHHH C AHTHTCIIOM

peanu3anuu HacTOAIEro u3o0percHua antuteno mnpotuB SIRPa wmm ero

COTJIACHO HACTOALIEMY I/1306peTCHI/IIO HAXOoquTCA B COUCTAHHH C AHTHTCJIOM

peanmzanuu HacTosmEro wu3o0peTeHus antuteno mpotus SIRPo wmm ero

COITaCHO HACTOALICMY I/ISOGPGTCHHIO HAXOOUTCA B COYCTAHHH C AHTHTCIIOM

peanu3anuy HACTOAINCTO H300peTcHHa antuTeno mnpotuB SIRPa wmu ero

COTJIACHO HACTOAIIEMY I/1306peTCHI/IIO HAXOAUTCA B COUCTAHHH C AHTHTCJIIOM

peanm3anuy HACTOAIICTO W300peTcHUA antuteno mpotuB SIRPa wmm ero

COTJIACHO HACTOAMICMY H300PCTCHHIO HAXOAWTCA B coucTanwd ¢ 1L-10 wmm

peanm3anuu HACTOAIIETO W300peTcHMa antuteno mnpotuB SIRPa wmm ero

AQHTHTCHCBS3BIBAONIMH (PPAarMEHT COTTIACHO HACTOSINEMY H300PETEHHIO HAXOAUTCS B COUCTAHUH C OTHUM HIH Ooee
W3 WHTHOWTOPOB (HANPHMEP, MAIOH OPraHMYECKOH MOJEKYJIOH WM AHTHTEIOM HIIH €T0 AHTHTCHCBS3BIBAIOIHM
(parmenToM), Takux Kak: wmHrHOWTOop MTOR (MumeEeHH pamaMunpHa B KJICTKAX MIICKOIHTAFOIIHX),
OUTOTOKCHYCCKHH arc¢HT, arcHT Ha OcHOBe minaruHel, wHruOutop EGFR, warmbutop VEGF, crabwmzatop
MHUKpOTpyOouek, TakcaH, uaruourop CD20, uarudutop CD52, uaruourop CD30, uarudurop RANK (peuenropa
aKkTUBaToOpa AACPHOro (pakropa kamma B), uarudburop RANKL (nuranga perenropa akTuBaTtopa sSaepHOTo (pakropa

karmma B), waruburop ERK, uwnruburop MAP-xunaser, uarudutop AKT, warubmrop MEK, marudurop PI3K,
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uarudurop HER1, uaruourop HER2, unaruburop HER3, uaruburop HER4, uarudurop Bcel2, uarndburop CD22,

uarudurop CD79b, narndurop ErbB2 wm uaruéurtop (papHEe3HIImpoTeHHTPAHC(PEpas3bL.

[00336] B omHOM BapmaHTE peaaM3alHUH HACTOAIMECTO u300peTcHUA aHtureno mpotuB SIRPo wmm ero
AQHTUTCHCBA3BIBAIONIMH (DpArMEHT COTJIACHO HACTOAMLICMY H300PCTCHHIO HAXOAMTCS B COUYCTAHUH C JEOOBIM OJHHM
HIu 6omece u3 CICIYFOIIHNX arcHTOB: 13-muc-perunoeBas KHCJIOTA, 3-[5-
(MeTuicy Ib(ho HIIIMHIIEPA M HMETHIT) MH 0TI XHHOJIOH, 4-THAPOKCHTAMOKCU(EH, 5-1e30KCHYpUINH, 5'-0e30KCH-5-
(GropypunuH, S5-propypamii, 6-MepKanTONypHH, 7-THAPOKCHCTAaypocnopuH, A-443654, abuparepoHauerar,
abpakcan, ABT-578, akxomoupen, ADS-100380, ALT-110, anrperamuH, aMH()OCTHH, AMHHOTIYTCTHMHI,
aMpyOHIMH, aMCAKPHH, aHATPCITHI, AaHACTPO30J, aHTHocTaTHH, AP-23573, ARQ-197, ap3okcu(en, AS-252424, AS-
605240, acmaparunaza, AT-9263, atpaccHran, akcutuanO, AZD1152, pakumna npotus 6ammmtsl Kampmera-I'epeHa
(BLXK), 6atabymuH, BC-210, 6ecoxyTokc, 6eBaru3ymad, Oukanyramua, Bioll1, BIO140, 6ncomumun, BMS-214662,
BMS-247550, BMS-275291, BMS-310705, 6oprezomud, OycepenuH, OyCymb(paH, KaTbOUTPHOJ, KAMITOTCIIHH,
KaHCPTHHHUO, kamenutaduwH, KapOomnatwH, kapmycTtuH, CC8490, meampanud, CG-1521, CG-781, xmamMuaouwH,
XJTOpaMOYIHJI, XJIOPTOKCHH, IMJICHTUTHI, HAMCTHIWH, IMCIDIATHH, KaaxpuOmwH, kioapoHat, COL-3, CP-724714,
mukiIo(pochaMua, THOPOTCPOH, LHUNMPOTCPOHALCTAT, UUTAPAOWH, ILHTO3SHHAPAOWMHO3HA, JaKapOa3wH, JAIWHOCTAT,
JAKTHHOMUIIMH, JaIoTy3yMal, maHycepTuO, Aa3aTaHWO, JAYHOPYOWLWH, ACKATAHWO, ACTYC/IHH, ACHUJICHKHH,
JC30KCHKO(DOPMHIIMH, JCTICHIICNTHA, JHAPHINPOIHOHHTPHI, JHATHICTHIBLO3CTPON, IHU(PTHTOKC, MOLETAKCElN,
JOBUTHHHO, TOKCOPYOHIIMH, TPOIOKCH(ICH, SI0TCKAPHH, MCUCHBIH HTTPHeM-90 310TpeoTna, 3moTpeotua, EKB-569,
EMD121974, sHaocTaTHH, SH3a7Iy TaMH, YH3aCTaypHH, S1Hpy OuiuH, >nuTHiIoH B, ERA-923, spbutykc, 3paoTHHHO,
3CTPAIHOJ, 3CTPAMYCTHH, 3TOIO3HA, 3BCPOJMMYC, 3KCEMECTaH, (PuKIATy3ymMad, (puHACTepH, (DIABOMHPHIOIL,
(nokcypunuH, (Quymapabun, QayapoxopTuzoH, QuyokcumectepoH, (Quyramun, cxema jaeucHma FOLFOX,
(pyJIBECTPAHT, TaNCTCPOH, TCHUTHHHO, TEMUUTAOWH, THMATCKAH, TO3CPCIMH, TO3CPCIMHA aLCTAT, TOCCHIOIN,
GSK461364, GSK690693, HMR-3339, ruapOKCHIIPOTeCTEPOHKANPOAT, ruaApokcuMoucsuHa, IC87114, nnapyOuuuH,
unoxcupen, upochamun, IM862, umarnausd, IMC-1C11, INCB24360, INO1001, untepdepoH, HHTCPICHKHH-12,
unumuMyMa6, upuHotekaH, JNJ-16241199, xeroxonazon, KRX-0402, TamumoMuz, TCHATHAOMUI, TOMATHIOMHUL,
anpeMUIACT, JAmaTHHUO, Na30(POKCH(CH, TETPO30J, JCHKOBOPHH, JCHIPONUI, JCHIPOIHI aneTaT, JCBAMH3OI,
aumocoMa entrapped makIWTAKCed, JTOMYCTHH, JOHAadapHuHO, mykaHToH, 1.Y292223, LY292696, LY293646,
LY293684, LY294002, LY317615, mapuMacTaT, MEXJIOPETAMHUH, MEAPOKCHIIPOTECTEPOHALIETAT, METECTPOJIALICTAT,
Men(asias, MCPKaNTONYPHH, MECHA, METOTPEKCAT, MUTPAMHULIHH, MUTOMHLIUH, MUTOTAaH, MUTOKCAHTPOH, TO3aCePTHO,
MLN8054, HeoBacTaT, HCpaTHHUO, HCYPaauad, HUIOTHHUO, HUTyTaMu I, HomaTpekcun, NVP-BEZ235, o6mumepceH,
okTpeoTua, odarymymad, OperoBomMad, OPTCPOHCH, OKCAMHMILIATHH, MAKTATAKCCI, MANTOOIMUKIHO, MAMHAPOHAT,
maHuTyMyMa0, mazomanu0, PD0325901, PD184352, T13I -untepdepon, memMeTpekcen, MeHTOCTaTHH, nepu()o3HH,
¢ermmananmamycrapa, PI-103, mukrummcn6, PIK-75, mumenaokcu(pen, PKI-166, mmmkamumwH, mopdumep,
MIPEXHU30H, npokapbasmH, mporectuH, PX-866, R-763, panokcudeH, paxrurpekcun, pa3okcuH, puaadopoimmyc,
purykcnmad, pomuaencu, RTA744, pyourekan, ckpunrana, Sdx102, cenumukind, celryMETHHHO, CEMAaKCaHHO,
SF1126, cupomamyc, SN36093, copadeHnO, cnimpoHOIAKTOH, ckBajamuH, SR13668, crpemrosommn, SU6668,
CyOCpOMIIAHIITHATHAPOKCAMOBAsA KHCJIOTA, CYHHTHHHO, CHHTETHYCCKHI OCTPOTCH, TAJAMIIAHEIb, TaJHMOICH
JarepuapenBek, TAMOKCH(EH, TEMO30JIOMHUA, TEMCHPOJINMYC, TCHHIIO3H, TECMUIH(ECH, TECTOCTCPOH, TCTPAHAPHH,
TGX-221, TamuooMua, THOTYAHHWH, THOTEHA, Tpemenmmymad, tumupapHuO, tuso3anmO, TKI-258, TLK286,
TONIOTEKAH, TOPEMHU(EHA IUTPaAT, TPAOCKTCAUH, TPAcTy3yMald, TPETHHOMH, TPHXOCTaTHH A, TpuimpuOHH(pochara

MOHOTHApAT, TpunropenuHa mamoar, TSE-424, ypaumnoBblii UIpHT, BajbmpocBas KHCJIOTA, BaJpyOHIIHH,
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paHacTaHnO, BaranannO, mosymka VEGF (VEGF Trap), BUHOIACTHH, BHHKPHCTHH, BHHIAC3WH, BHHOPCIOWH,

BHTAKCHH, BHTCCIAH, BOpPUHOCTAT, VX-745, BoprMamHumH, X311, 3anmommymad, ZK186619, ZK-304709,
ZM336372, ZSTK474.

[00337]

HeorpaﬂmnBa}omne OPUMEPBI  NMOAXOIAIIUX IMPOTHBOPAKOBBIX AarcHTOB AJId TIIPHUMCHCHHA B

koMOuHaMu ¢ antutesoM mpoTuB SIRPo mam ero aHTHTCHCBA3HIBAIOIMM (PPArMEHTOM COTJIACHO HACTOSIIEMY

n306peTeHmo BKIIFOYAIOT HUTOCTATHYCCKUC arCHTBI, HMMY HOMOAY JTUPYIOIUC JICKAPCTBCHHBIC CPCACTBA HA OCHOBC

HMHOOB, HUTOTOKCHYCCKHC ArCHTBI, ArCHTHI JJIA TapreTHOﬁ TCpamuu (Manme MOJICKY JIBI, OHOJIOTHICCKHE AT CHTBHI,

MuPHK 1 mukpoPHK) mpoTuB paka # HCOMIACTHUCCKUX 3a00ICBAHUIA,

D
2)
3)

4
)
6)
7
8)
9

AHTHMCTAOOTUTHI (TAKHC KAK METOTPEKCAT, S-propypanut, reMuutadbuH, (ayaapabuH, KACHUTA0HH);
ANKWIHPYIOIHUE arCHTHI, TAKHE KaK TEMO30JOMU, nuKIo(ochamuz,

pzanmogeiicTeyromue ¢ JHK u mospexmaromue JHK areHThl, Takue Kak LHCIUIATHH, OKCATUIIATHUH,
JTIOKCOPYOHIIHH,

HOHH3HPYIOIIEe O0IyUYCHHE, TAKOE KAK JTydeBas TCPaIus,

HHTHOUTOPHI TOTIOM30MEepassl 1, Takue Kak 3TOMO3HU I, JOKCOPY OHIIHH,

HHTHOUTOPHI TOTIOM30MEPa3bl |, Takme Kak HPHHOTECKAH, TOIOTEKAH,

B3aNMO/ICHCTBYIONIHE C TYOYJIHHOM arcHTHI, TAKHC KAaK MAKJINTAKCE, AOIECTAKCEN, a0PAKCaH, 3MOTHIIOHBI,
HHTHOUTOPSI OCJIKa BEpETCHA ACICHHUS KHHE3HHA,

HHTHOUTOPBI KOHTPOJIBHBIX TOUYECK COOPKH BEPETCHA JIC/ICHHU,

10) wrruOuTOpSH! MoH(A JI®-pudo3a)-mommmepassl (PARP), Takue kak onamapud, MK-4827 u Bemumapuo,

11) uHrHOWTOPHI MaTPHUKCHOH MeTauonpoTenHassl (MMP),

12) uHTrHOWTOPBI MPOTEA3, TAKHE KaK HHIHOUTOPHI KarericuHa D u karencuHa K,

13) MHTHOWTOPBI MPOTEACOM HJIH YOHKBUTHHHIHPOBAHH, TAKUK KaKk OOPTE30MHO,

14) axTHBAaTOp MyTaHTHOTO P53 I BOCCTAHOBJICHUA AKTUBHOCTH P53 TUKOTO THIIA,

15) ageHOBHpYCHBIH P53

16) unruburopsr Bel-2, Takue kak ABT-263,

17) monynarops! 6enkoB Temrosoro moka (BTILI), Takue kak rennaHaMuimH u 17-AAG

18) mHrHOuTOPHI rUucTOHOBRIX Ac3aneTmia3 (HDAC), Takue kak BopuHOcTaT (SAHA),

19) areHThI, MOAYIHPYIOLIHE OJOBBIC TOPMOHBI,

a. AHTHAICTPOTCHBI, TAKHE KaK TAMOKCH()EH, (DyIBECTPAHT,

b. ceneKkTHBHBIC MOAY TATOPH perenTopa >cTporeHos (SERM), Takue kak paaokcu(peH,

C. AHTHAHJPOTCHBI, TAKHE KAk OWKaxyTamud, (hIyTamMuz,

d. aroHmCTH pUIH3HHT-(DAKTOPA MOTCHHU3HPYIOMmETo ropmona (POJIT), Takue kak JICHIPOITH,

€. HWHTHOHTOPHI 5 G-PCAYKTA3bI, TAKAC KAK (PHHACTCPH,
f.  mmaza muaroxpoma P450 C17 (CYP450c17, takxke HazeBaeMas 17aC);

g. HHTCHOWTOPHI APOMATA3BI, TAKHE KAK JIETPO30JT, AHACTPO30J, IKCEMECTAH,

20) waruOuTops! kuHa3el EGFR, Takue kak reuTuHUO, 3PIOTHHHO, TANaTHHAO,

21) nmeotiabic mHTHONTOPHI e1bB1 1 erbB2, Takue kak manaTuHUO,

22) WHrHOWTOPHI KWHA3, HANPABJICHHBIX HA MHOKCCTBO MHUIICHCH (CCPHH/TPCOHMHOBBIX W/WTH THPO3HHKHHA3),

a. wuHruOuTOpHI KMHA3E ABL - mMaTuHHO, HIJIOTHHHO, Ta3aTHHHO,
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23)

24)

25)
26)
27)
28)
29)
30)
31)
32)
33)
34)

35)

b. warEOHTOpEI VEGFR-1, VEGFR-2, PDGFR, KDR, FLT, c-Kit, Tie2, Raf, MEK u ERK, Takue xak
cyHuTHHHO, copa(peHnd, BaHacTaHuO, mnasomanHuO, PLX-4032, axcurmrn6, PTK787, GSK-

1120212,
c. uHruOuTOpHI Polo-mogo0HOMH KUHA3HL,
d. HHrHOMTOpBI KUHA3HI Aurora,
e. uHruourop JAK,
f.  uHruburops! xuHa3el c-MET,

g. MHruOuTOpsI NUKIMH-3aBHCUMBIX KHHA3, Takue Kak uHruouTop CDK1 n CDK?2 muHanuxkmm6 SCH
727965 (cm. Parry u ap., Molecular Cancer Therapeutics 9 (8): 234453 (2010)) 1 HHTHOHTOPBI
CDK4/6, Takue kak pHOOIMKTHO, TANO0 MUKTHO, A0CMATHUKIHO W TPHIAAKITHO,

h.  wrruduropsr PI3K uw mTOR, takue xak GDC-0941, BEZ-235, BKM-120 u AZD-8055,

i. PanamummH # ero aHanmoTH, TAKWE KaK TEMCHPOJIHMYC, 3BEpOIMMYC U Acopoaumyc,

W ApPYTHE NPOTHBOPAKOBBIC (TAKKEC H3BECTHHIC KAK AHTHHEOIDIACTHYCCKHC) ArcHTHI BKIFOYAKOT, HO HE
OTpaHWYCHBI TEpeUHCICHHBIME. apa-C, agpHaMuIMH, LHUTOKCAH, KapOOIIATHH, YPAaLWJIOBBIA HIIPHT,
XJIOPMCTHH, upochamua, Menpanas, XJTOpamMOy KT, MHIOOPOMAH, TPUITHICHMCITAMUH,
TpusTHICHTHO(QOChopamMuH, Oycyrms(aH, KapMyCTHH, JIOMYCTHH, CTPCHTO30LHH, JakapOas3wH,
(roxcypumuH, uUHTApadWH, O6-MEpKANTONypHH, O-THOryaHwH, (ocdar ¢uyaapabmHa, NECHTOCTATHH,
BHHOJACTHH, BHWHKPUCTHH, BHHAC3WH, BHHOPCAOWH, HABCIBOWH, OJICOMUWIMH, JAKTHHOMHIMH,
JAyHOPYOHMIWH, JOKCOPYOWIWH, SMHPYOWIMH, TECHHUIO3HJ, IMTApaOHH, NEMETPEKCEl, HIAPyOHIHH,
MUTPaMHULHH, Je30KCHKO(opMunuH, MutoMuuuH-C, L-acmaparmuasy, TECHHMNO3HZA, STHHHIICTPAIHON,
JUSTHICTIIIBOICTPON, TECTOCTEPOH, TPEAHH30H, (IYOKCHMECTEPOH, JPOMOCTAHOJIOH IPONHOHAT,
TECTOJAKTOH, METECTPOJIA al[eTaT, MCTHINPEIHU30IOH, METIIITECTOCTEPOH, IIPEIHH30JI0H, TPHAMIIMHOJIOH,
XJIOPTPHAHU3CH, THIPOKCHIIPOTECTEPOH, AMHHOTJTyTCTHMUL, 3CTPaMyCTHH, (ayrammaa
MEIPOKCHIIPOTECTCPOHALICTAT, TOPEMU()CH, TO3EPEIHH, KAapOOIIATHH, THAPOKCHMOUYCBHHY, AMCAKpPHUH,
npokapOa3HH, MHTOTAH, MHTOKCAHTPOH, JEBAMH30J, IPOJUIOKCA()MH, I'€KCAMETHIIMENAMHH, OCKCKcap,
3€BAJIHH, TPUCCHOKC, Mpo(uMep, THOTENa, aNTPeTaMMH, JOKCHJ, OHTAaK, ACTOIMT, apaHECH, HEHIIOTEH,
HEYJIacTa, KCIMTHBAHC.
HHruOUTOPSI (hapHe3mwmmpoTeuHTpaHcPepaspr, Takue kak SARASART™(4-[2-[4-[(11R)-3,10-aubpom-8-
XJIop-6, 11-muruapo-SH-6en30[ 5,6 Juukmorental 1,2-b|mupuaua-1 1-un-]- 1 -mune puauam | -2 -0KCO3THI | -
nunepuAnHKapOokcamMu, TuupapHuo,
uHTep(epoHsI, Takue Kak HHTPoH A, [lerMHTpOH,
anTHTe1a MPOTHB erbB 1, Takue Kak HeTykCHMa0, MAHATYMyMao,
aHTHTC1a MPOTUB ¢rbB2, Takme Kak TpacTy3ymao,
arTuTena mpotus CDS2, Takue kak ameMTy3yMa,
arTuTena mpotus CD20, Takue Kak pUTyKCHMA0,
antutena npotus CD33, Takwe kak reMTy3yMada 030TaMHIHH,
arTutena npotuB VEGF, Takue kak aBacTuH,
muranabl TRIAL, Takne Kak gekcaryMyma0, manatymymad u AMG-655,
antutena npotus CTLA-4, Takue Kak HIUTAIMYMao,
antutena npotus CTAL, CEA, CD5, CD19, CD22, CD30, CD44, CD44V6, CD55, CD56, EpCAM, FAP,
MHCII, HGF, IL-6, MUC1, PSMA, TAL6, TAG-72, TRAILR, VEGFR, IGF-2, FGF,
anturena npotus IGF-1R, takue xak mamory3zymad (MK-0646) u pobarymymad (SCH 717454).
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[00338] TepMHH “MOIYIATOPHI PEIENITOPA 3CTPOTCHOB~ OTHOCHUTCS K COCIMHCHHAM, KOTOPBIC MPEIATCTBYIOT
WM WHTHOHPYIOT CBS3BIBAHHE 3CTPOTCHA C PELENTOPOM HE3aBHCHMO OT MeXaHu3Ma. [IpuMepsl MOIyJIATOPOB
peuenTopa 3CTPOTCHOB BKIIFOYAIOT, HO HE OTPAHHYCHBI IIEPCUUCICHHBIMU: TAMOKCU(EH, palokCU(eH, HIOKCH(CH,
LY353381, LY117081, topemuden, ¢yasectpant, 4-[7-(2,2-numermn-1-okconponokcu-4-metui-2-[4-[2-(1-
MUIICPUANHIT)ITOKCH| (peHun]-2H-1-6eH3omupan-3-ui| -peHnn-2,2 - IuMEeTHINPOIIaHoAaT, 4.4°-

JUTHAPOKCHOCH30(PpeHOH-2,4-THHUTPO P HIT-THAPA30H u SH646.

[00339] TepMuH “MOAYIATOPHI PELIENITOPA AHAPOTCHOB” OTHOCHTCS K COCAMHEHHAM, KOTOPBIC NMPETATCTBYIOT
WM HHTHOMPYIOT CBA3BIBAHHE AHAPOICHOB C PELENTOPOM HE3aBHCHUMO OT MeXaHm3Ma. [IpuMephl MOAYIATOPOB
peuenTopa aHAPOTCHOB BKIIFOUAOT (PHHACTEPUX W APYTHE HHTHOWTOPHI S0-pPEeAyKTa3sl, HWIyTaMHZ, (IyTaMmun,

OHMKATy TAMHI, THAPO30JT B abHPATCPOHA ALCTAT.

[00340] TepMuH “MOAYJIATOPHI PEUENTOPA PSTHHONAOB  OTHOCHTCSA K COCAMHCHHSIM, KOTOPHIC MPEITCTBYIOT
WA HWHIHOMPYIOT CBS3bIBAHHEC PETHHOMIOB C PEUECNTOPOM HE3AaBHCHMO OT MeEXaHw3Mma. [IpuMepsl Takumx
MOJYJATOPOB PELENTOPAa PETHHOMIOB BKIFOYANOT OCKCAPOTCH, TPSTHHOMH, 13-IHC-PETHHOEBYHO KHCIOTY, 9-IfHc-
PETHHOEBYIO KHCIOTY, o-mupropmernmopruTuH, [1.X23-7553, tpaHc-N-(4’-ruapokcudenum)pernaavuy u N-4-

KapOOKCH(PCHUITPCTHHAMHL.

[00341] “LIATOTOKCHYCCKAC/UTOCTATHUCCKAC ATCHTHI OTHOCATCA K COCOIUHCHHAM, KOTOPBIC HHIYLHPYIOT
ru0cTp KICTOK WIH WHTHOWPYIOT TPOH(pCparui0 KICTOK, TJIABHBIM 00pa3oM, NYTEM HCMOCPCICTBCHHOTO
TIPEISITCTBOBAHMSA (DYHKIMOHHPOBAHMIO KJICTKH, WM HHIHOWPYIOT WUIM MPEILITCTBYIOT MHUTO3Y KICTKH, BKIFOUYAsSL
ANKUINPYIOIHE arcHTHL, (PaKTOPBI HEKPO3a OMyXOJH, HHTEPKAIATOPHI, AaKTHBHPYEMBIC T'HIIOKCHEH COCIMHCHMI,
HHTUOUTOPBI MUKPOTPYOOUCK/CTAOMIH3HPYFOIE MUKPOTPYOOUKHU ar€HTHI, HHTHOUTOPHI METOTHUCCKHX KHHE3HHOB,
HHTUOUTOPBI THCTOHOBBIX JC3aLCTUNA3, HHTHOUTOPHI KWHA3, YUACTBYIOIIUX B IPOJBIDKCHHUH IO MHUTOTHYECKOMY
JCJICHUIO, HHTHOMTOPHI KHHA3, YYACTBYIOIIMX B IYyTAX MNEPEAadyd CHTHAIOB (DaKkTopa pocTa U IHMTOKUHOB,
AQHTUMETAOOIHUTHI, MOIU(PHUKATOPBI OHOJIOTHIECKOTO OTBETA, TOPMOHATIBHBIC/AHTHTOPMOHAIBHBIC TCPANICBTHUCCKHUC
ArCHTHI, TeMATONOITHUCCKHE (PAKTOPHI POCTA, ATCHTSHI /1S TAPTETHOM TEPAIIHK Ha OCHOBE MOHOKJIOHAJIBHBIX AaHTHTE]L,
HHIHOUTOPBI TOTIOW30MEPAa3bl, HHTHOUTOPHI MPOTEACOMBI, HHTHOUTOPH! YOUKBUTHHINTA3bI 1 HHITHOUTOPH! KHHA3BI

aurora.

[00342] [Tpumepsl  LHUTOTOKCHYCCKUX/IUTOCTATHYCCKUX  ArcHTOB  BKJIIOYAKOT, HO HC  OTPAHHUCHBI
TICPCUNCICHHBIME. KOOPAWUHAIMOHHBIC COCIWHCHHS IIATHHBI, CepTeHE(, KaxekTwH, u(pochamuza, Ta30HCPMHUH,
JOHWIAMUH, KApPOOIUIATHH, AaNTPETaMHUH, NPCAHHUMYCTHH, JHOPOMIYJIMTON, PAHUMYCTHH, (POTEMyCTHH,
HEATUIATHH, OKCAJHIUIATHH, TEMO30JOMHJ, T'CNTAIUIATHH, 3CTPAMYyCTHH, UMIPOCYIb(aHTO3WIAT, Tpodochamuz,
HUMYCTHUH, JUOPOCTIHANA XJIOPHI, MyMHUTEIA, TOOAMIATHH, CATPAIUIATHH, TPO(HPOMHLIH, HCILIATHH, HPO(YIIBCH,
ngekcu(ochamua, mUc-aMHHINXITOP(2-METHINAPHANH)IIIATHHY, OcH3mryanuH, riaydochamvua, GPX100, (TpaHc,
TpaHc, TpaHc)-Ouc-Mro-(rexcan-1,6-qnaMus )-Mmro-| xuamuH-aTuHA (1) |61c [ AHaMuH(XTOp ) IIaTHHA
(ID]reTpaxnopua, TUAPU3HIAUHWICOEPMHH, TPHOKCHI MbIMbsKA, 1-(11-goaenunamMuno-10-ruapokcuyHaenun)-3,7-
JUMETHIKCAHTHH, 30pYOHIH, HAAPyOHIMH, JayHOPYOHIMH, OM3aHTPEH, MUTOKCAHTPOH, MUPapyOuIuH, muHapuz,
BAJPYOHIMH, aMpPYOWIMH, AHTHHEOIUIACTOH, 3 -AcaMHuHO-3 -MOp(oauHO-13-1eokco-10-ruapoKCHKAPMIHHOMUIINH,
aHHAMUOWH, ramapyounuH, >muHA(GUI, MEN10755, 4-nemMeTrokcu-3-1¢aMUHO-3 -a3upH AHHIIT-4-MCTHIICY Tb(DOHHI-
JayHopyounuH (cM. WO 00/50032).

[00343] ITprMepoM aKTHBHPYEMOTO THIIOKCHEH COCIUHCHHA ABIACTCA THPANA3aMUH.
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[00344] ITpumeps! HHTHOUTOPOB MPOTEACOM BKIIFOYAIOT, HO HE OTPAHHYICHBI IEPCUNCICHHBIMH. JTAKTAIUCTHH H

MLN-341 (Benkein).

[00345] ITpumepsl HHTHOMTOPOB MMKPOTPYOOUCK/CTAOMIM3HPYIOIUX MHKPOTPYOOUKH AarcHTOB OOBIYHO
BKJIFOYAIOT TAKCaHbl KOHKPETHBIC COCIMHCHHS BKIIOYAIOT MAKIHTAKCENT (Takcon®), BHHAC3HHA Cyib(par, 3°.4°-
JUAETHAPO-4” -IE30KCH-8 -HO PBHHKANCHKOOIACTHH, AOIETAKCON (TakcoTep®), PU3OKCHH, MOJNACTATHH, MHBOOYIUH
H3CTHOHAT, aypucTatuH, uemanotua, RPR109881, BMS184476, sun(ayuus, kpunroduuus, 2,3,4,5,6-neHTa)Top-
N-(3-¢rop-4-meroxcudpenun)oensoncymbponamun,  anruaposuHOnactu, N N-mumermi-L-sammi-L-sanun-N-
MeTHI-L-amn-L-npomun-L-npomme-Tper-OyTrnamun, TDX258, snotumonsl (cM., HampuMep, mateHTHI CIIIA Ne
6284781 u 6288237) u BMS188797.

[00346] HexoTtopsle mpuMepsl HHTHONTOPOB TOTMOW30MEPA3bl MPEACTABILIIOT COOOH TOMOTCKAH, THKANITAMUH,
HPHUHOTEKAH, PyOHUTEKaH, 6-3TOKCUNPONMHOHIII-3 " 4’ -O-3K30-0 H3WITHACH-4apTpey3uH, 9-meTokcu-N,N-q1umeTni-5-
HATpomupasono|3,4,5-kl Jakpunuu-2-(6H)  mpomaHamuH,  1-amuHO-9-3THI-5-(PTOpP-2,3-AUTHAPO-9-THIAPOKCH-4-
metun-1H,12H-6er30[ae|mupano[3°,4°:b,7]-urnommsuao[ 1,2b] xuromuu-10,13(9H, 15H) mwow, nyprotekas, 7-[2-(N-
m3ompomuIaMuHO )3Tt |-(20S)kammrorenmH, BNP1350, BNPI1100, BN80915, BN80942, stomosmma (Qocpar,
TCHUTIO3UA, COOY30KCaH, 2’ -quMeTHIAMAHO-2 -ae30kcu3Tomo3na, GL331, N-[2-(quMeTHIaMITHO )3THIT] -9-THIPOKCH-
5,6-mamernn-6H -mupro|4,3 -b|kapda3oma-1-kapookxcamus, acCyJIaKpuH, (5a, 5aB, 8aa,9b)-9-[2-[N-[2-
(ZEMEeTHIAMEAHO )3T | -N-METHIAMHHO | 3THIT| -5 -[4-THAPOOKCH-3,5-numMeTokcupeHm]-5,52,6,8,8a,9-

rexcoruapodpypo(3°,4°:6,7)madro(2,3-d)-1,3-mrokcon-6-0H, 2,3-(METUICHANOKCH)-5 -METHI-7 -THAPOKCH-8-
MCETOKCHOCH30[C|-(pCHAHTPUANHUIA, 6,9-0uc[(2-amuHO3ITHT)aMHHO |OcH30[ g|M30XuHOTHH-5, 1 0-110H, 5-(3-
AMHHOTIPOTIHJIAMHHO )-7, 10 -1uruapokcu-2-(2-ruapokcusrunaMuHoMe Tin) -6 H-nipasoono[4,5, 1-deakpuaus-6-oH, N-
[1-[2(Au>THIAMHHO )3THIIAMHHO | - 7-METOKCH-9-0kCc0-9H -THOKCaHTCH-4 -HMe THIT | (pOpMaAMHELT, N-(2-
(ZUMETHIAMUHO )3THI)aKpHIuH-4-KapOokcamMuy, 6-[[2-(aumerunaMuHo)3TuI|amMuHO | -3 -ruapokcu-7H-unaeHo[2,1-

C|XMHOIMH-7-0H H JUMECHA.

[00347] ITpuMepsl HHTHOHTOPOB MUTOTHYCCKHX KHHE3HHOB H, B YACTHOCTH, MHTOTHYECKOTO kuHe3uHa KSP
yeJoBeka onmucaHsl B myOmukanusax WO003/039460, WO03/050064, W0O03/050122, WO03/049527, WO03/049679,
WO03/049678, WO04/039774, WO03/079973, W003/099211, WO03/105855, W003/106417, WO04/037171,
WO004/058148, WO04/058700, WO04/126699, W005/018638, W005/019206, W005/019205, WO05/018547,
WO005/017190, US2005/0176776. B HEeKOTOpPOM BapHAHTES PEATM3ALMU HHTHOUTOPHI MHTOTHYCCKHX KHHC3HHOB
BKJIFOUAKOT, HO HE OTPAHHYCHBI NepeUnCIeHHbIMA: HHrHOUTOPs! KSP, marun6utopsr MKLP 1, naru6uropst CENP-E,

uHruoutops MCAK u uarudurtopsr Rab6-KIFL.

[00348] [TpumMeps! “HHrHOUTOPOB THCTOHOBBIX IC3ANCTHIA3  BKIFOUAKOT, HO HC OTPAHHYCHBI ICPCUYHCICHHBIMHE
SAHA, TSA, oxcampumarun, PXD101, MG98 u ckpunrann. JONMOTHHTEIBHOE OIMHCAHUE IPYTHUX HHIHOHTOPOB
THCTOHOBBIX JIC3alCTAIA3 MOKHO HAliTH B crieayromei pykommcu: Miller, T.A. u ap. J. Med. Chem. 46(24):5097-
5116 (2003).

[00349] “WHruOUTOPHI KWHA3, YIACTBYIOMUX B MPOABIKCHUH 0 MUTOTHICCKOMY JCTICHUIO  BKIIFIOYAOT, HO HE
OTPAHHUCHBI TICPCUUCICHHBIMH, WHTHOWTOPHI KWHA3BI aurora, WHrHOWTOpH momoOHeIX Polo kmHa3 (PLK; B
yactHocTH, HHruouTopsl PLK-1), marudurops! bub-1 u marnduropsr bub-R1. Ilpumepom “mHrmOmTOpa KHHA3HI

aurora” ssieTcsa VX-680.

[00350] “AnrunponudepaTuBHblec arcHTH BKMIO4AOT aHTHCMbICHOBble PHK- u JIHK-omuroHykiIeoTHABI,

takue kak G3139, ODN698, RVASKRAS, GEM231 u INX3001, u anTHMeTaOOIUTHI, TaKHE KaK SHOIUTAOWH,
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kapmo(yp, Terayp, NCHTOCTATHH, JOKCH(DIYPHINH, TpUMETpPekcar, (piaygapaOwH, KaneuuTaOWH, TaJIONHTAOWH,
nuTapabuH okdocdar, (ocrecabWH HATPUA THAPAT, PATTHTPECKCHI, MANTHTPEKCHA, >MuTe(yp, THA30(ypHH,
JeIuTabuH, HONATPEKCHA, MEMETPEKCEd, Hea3apaOuH, 2’ -Ae30KCH-2 -MCTHIUACHIUTHANH, 2’ -(TOpMETHICH-2 -
nesokcumuTHaAuH, N-[5-(2,3-muruapoden3odpypumcy mbhount]-N’-(3,4-nuxnoppeHmn)MoucBuHa, N6-[4-1e30KCcH-4-
[N2-[2(E),4(E)-TeTpanckaque HOWI | riuuuaaMuHO | -L -riune po-B-L-MaHHOre nTONHPaHO3HIT |aACHUH, AIUIHIUH,
SKTCHHACIHIWH, TPOKCAIMTAOuH, 4-[2-amuH0-4-0kc0-4,6,7,8-TeTparuapo-3H-mupumuauao(5,4-b][1,4]THa3uH-6-
un-(S)-3ta]-2,5-THCHOUA-L -y TAMUHOBAS  KHCTOTA, AMHUHONTCPWH, S-(aypoypaumm, amaHo3wH, 11-amermn-8-
(xapbamonnokcuMeTH)-4-popMuI-6-MeTokCH-14-0kca-1,1 1 -nnazarerpanukio(7,4,1,0,0)-rerpaneka-2,4,6-TpreH-

9-MITOBBIH CJIOXKHBIA H(PHP YKCYCHOH KHCJIOTHI, CBAHHCOHHH, JOMETPEKCOJI, ICKCPA30KCAH, MCTHOHHHA3A, 2’ -I[HAHO-
2’-ne30kcu-N4-naxpMuTon-1-B-D-apaduHo pypanosuia LIUTO3HUH, 3-aMHUHOTIHPUIHH-2 -

KapOOKCaTbACTHATHOCCMHKAPOA30H H TPACTy3yMao.

[00351] ITpuMeps! areHTOB M1 TapreTHOH TEpanmuu HA OCHOBE MOHOKJIOHAIBHBIX AHTHTEN BKIIIOYAIOT TAKHE
TEPANCBTUUCCKUC ATCHTHI, B KOTOPBIX HMUTOTOKCHYCCKHE ArcHTHI WIH PATUOAKTHBHBIC H30TOIBI MMPHCOCIUHCHBI K
MOHOKJIOHATBHOMY aHTHTEIY, cieu(pMIHOMY K PAKOBOH KJICTKE HIH CTICIM(PHIHOMY K LEeNeBOH kieTke. [Ipuvepst

BKITFOYAKOT OCKCKCap.

[00352] “VHruOuTOp MPEeHIMIPOTCHHTPAHC(EPa3bl” OTHOCUTCS K COCIMHCHHIO, KOTOPOS MHTHOUPYET TFOO0H
OIWH WK THOOYI0 KOMOWHAIHEO (DePMCHTOB MPCHIIPOTCHHTPAHC(Pepa3, BKIIIOUAs (papHE3MIPOTCHHTPAHC(Pepasy
(®I1Ta3zy), reparunrepanmmmporeuaTpanchepasy tuna I ([ TTITa3y-1) u repaHuITe paHHIMPOTCHHTPAHC(ESpaA3y THIIA

IT (ITTITazy-11, Taxxke HazeBaeMmyro Rab-I'TTITa3oit).

[00353] [Tpumeps! HHTHOMTOPOB NMPCHUINPOTEHHTPAHC(EPa3 MOKHO HAWTH B CICAYIOIIUX IyONHKALMIAX U
mareHTax: WO 96/30343, WO 97/18813, WO 97/21701, WO 97/23478, WO 97/38665, WO 98/28980, WO 98/29119,

WO 95/32987, marente CIITA Ne 5420245, marente CIIIA Ne 5523430, matente CIIIA Ne 5532359, matente CIIIA
Ne 5510510, marente CIITA Ne 5589485, marente CILIA No 5602098, my6mukarmu esponeiickoro mareHra 0 618 221,

nyOaukanuy eppomneiickoro marenra 0 675 112, myOnmkanuu espomeiickoro marenra 0 604 181, nmyOimkanuu
eBponetickoro marenra 0 696 593, WO 94/19357, WO 95/08542, WO 95/11917, WO 95/12612, WO 95/12572, WO

95/10514, marente CIIIA Ne 5661152, WO 95/10515, WO 95/10516, WO 95/24612, WO 95/34535, WO 95/25086,

WO 96/05529, WO 96/06138, WO 96/06193, WO 96/16443, WO 96/21701, WO 96/21456, WO 96/22278, WO

96/24611, WO 96/24612, WO 96/05168, WO 96/05169, WO 96/00736, marenre CILIA Ne 5571792, WO 96/17861,

WO 96/33159, WO 96/34850, WO 96/34851, WO 96/30017, WO 96/30018, WO 96/30362, WO 96/30363, WO
96/31111, WO 96/31477, WO 96/31478, WO 96/31501, WO 97/00252, WO 97/03047, WO 97/03050, WO 97/04785,

WO 97/02920, WO 97/17070, WO 97/23478, WO 97/26246, WO 97/30053, WO 97/44350, WO 98/02436 u mateHTe

CIHIA Ne 5532359. [l mpuMepa posid HHrHOUTOpa MPESHIIIPOTCHHTPAHC()epassl B aHTHOTEHE3e CM. Furopean J. of
Cancer, Tom 35, Ne 9, ctp. 1394-1401 (1999).

[00354] TepMuH “HHTHONUTOPHI AHTHOTCHE3a  OTHOCHTCSH K COCIUHCHHAM, KOTOPBIC HHTHOMPYIOT 00PAa30BaHNC
HOBBIX KPOBCHOCHBIX COCY/JIOB HE3aBHCHMO OT MeXaHmu3Ma. [IpuMepsl HHTHONTOPOB aHTHOTEHE3a BKIFOYAKOT, HO HE
OTPAaHHYCHBI ICPCUHCICHHBIMH: HWHIHOWTOPHI TUPO3HHKHHA3BI, TAKHE KAaK HHIHOWTOPH THPO3HHKHHA3HBIX
peuenropos Flt-1 (VEGFR1) u Flk-1/KDR (VEGFR2), HHruOUTOpHI 3MUACpPMaIBHBIX (PaKTOPOB pocTta, (pakTtopos
pocra (pubpobracToB wiH TPOMOOUHUTOB, HWHrHOWTOPH! MMP (MAaTpPHKCHOW MCTAIOMPOTCHHA3HI), OJOKATOP
HHTETPHHA, HHTEP(PECPOH-OL, HHTEPICHKHH-12, moucyab(aT NEHTO3aHa, HHTHOUTOPBI IHKJIOOKCHICHA3HI, BKIFOYAs

HCCTCPOUIHBIC MpoTHBOBOCHATUTEIbHBIC cpeactea (HIIBII), takme kak acnmupumH u uOympo(peH, a Tarxe

-87-



CCJICKTHBHBIC HHIHOHTOPBI IUKJIOOKCHTCHA3BI-2, TAKHUE Kak IieJekokcud u poderokcud (PNAS, Tom 89, ctp. 7384
(1992); JNCI, Tom 69, ctp. 475 (1982); Arch. Opthalmol., Tom 108, c1p. 573 (1990); Anat. Rec., Tom 238, c1p. 68
(1994); FEBS Letters, Tom 372, ctp. 83 (1995); Clin, Orthop. Tom 313, ctp. 76 (1995); J. Mol. Endocrinol., Tom 16,
ctp. 107 (1996); Jpn. J. Pharmacol., tom 75, ctp. 105 (1997); Cancer Res., Tom 57, ctp. 1625 (1997); Cell, Tom 93,
ctp. 705 (1998); Intl. J. Mol. Med., Tom 2, ctp. 715 (1998); J. Biol. Chem., oM 274, ctp. 9116 (1999)), cTepouansie
MPOTUBOBOCTIATUTCIIBHBIC CPEACTBA (TAKHE KAaK KOPTHKOCTCPOUIABI, MHHECPATOKOPTHKOMIBI, ACKCAMETAa30H,
MPETHU30H, NPSIHU30I0H, METHIMIPE, OCTAMETA30H), KAPOOKCHAMUIOTPHA30], KOMOpeTacTaTHH A-4, CKBaJIAMHH,
6-O-xn0paneTHiIKapOOHII(PYyMaruIoN, TATHAOMHU, aHTHOCTATHH, TPOIIOHUH- 1, aHTaTOHUCTHI aHTHOTeH3HHA II (CM.
Fernandez u np., J. Lab. Clin. Med. 105: 141-145 (1985)) u anturena x VEGF (cMm. Nature Biotechnology, Tom 17,
cTp. 963-968 (October 1999); Kim u ap., Nature, 362, 841-844 (1993); WO 00/44777 u WO 00/61186).

[00355] Jpyrue mpuMephl HHTHOWTOPOB AHTHOTCHE3a BKIIOYAIOT, HO HE OTPAHWYCHBI ICPECUHCICHHBIMH:
SHIOOCTATHH, YKpawWH, paHmmpHA3y, IM862, 5-meroxcu-4-[2-merun-3-(3-mMeTuin-2-0yTeHrT)okcupanmi|-1-
okcacmupo|2,5]okT-6-un(X1opane T ) Kapoamar, AUCTHJIAUHAHAIIAH, 5-amuHO-1-[[3,5-nuxmop-4-(4-
xnopoerzonm)permn|merui|-1H-1,2, 3-tpuason-4-kapdokcamua, CM101, ckpamamuH, koMmOperactati, RPI4610,
NX31838, Cyab(haTH3UPOBAHHBIH MaHHOTIeHTao3(ocdar, 7,7-(xapbounn-onc[nmuHO -N-MeTHi-4,2-
MUPPOIOKAPOOHITHMEAHO | N-MeTHIT-4, 2 -ippo i kapOoHU MU HO |-0uc-(1,3-Hapramuemucy ieporar) u  3-[(2.4-

JUMCTHITHPPOIT-S-Im)MeTHICH| -2 -0HI0mHOH (SU5416).

[00356] Jlpyrue TepaneBTHYCCKHUE arCHTHI, KOTOPBIC MOAY THPYIOT WIM HHIHOUPYIOT AHTHOTEHE3 M TAKXKE MOTYT
MPUMCEHATHCA B KOMOWHAIIMY C COCIUMHCHHUAMHE COTJIACHO HACTOSIIEMY H300PETCHHUIO, BKIIOYAIOT ar¢HTHI, KOTOPBIC
MOJYJTUPYIOT WM HHTHOMPYIOT CHCTEMBI CBEPTHIBAHNA KPOBH H (pudOpuHOMm3a (0030p cM. B Clin. Chem. La. Med.
38:679-692 (2000)). IIpuMephl TAKUX aTCHTOB, KOTOPBIC MOXYIHPYIOT WIM HHTHOUPYIOT Iy TH CBEPTHIBAHUA KPOBH U
(pubpuHOIN3a, BKIIOYAIOT, HO HE OTPAHUUCHBI IIEPEUHCICHHBIMU: TenapuH (cM. Thromb. Haemost. 80:10-23 (1998)),
HHU3KOMOJICKYJUIPHBIC TENAPUHBI W HHTHOUTOpHI KapOokcumenTtuaaszsl U (Takke H3BECTHBIC KaK HHTHOHTOPHI
AKTHBHOTO HHTHOMTOPA akTHBHpPyeMmoro tpomOuHoM (ubpunomuza [TAFIa]) (cm. Thrombosis Res. 101:329-354
(2001)). Vuruduropsr TAFIa 6sumu omucans! B 3asBkax CILIA, cepuiiabii Homep 60/310927 (moxaHHO# 8 aBrycTa
2001 r.) u 60/349925 (momaunHo# 18 stuBaps 2002 r.)

[00357] “AreHTBI, KOTOpPBIC NPCIMITCTBYIOT KOHTPOJIbHBIM TOYKAM KJICTOYHOTO IWMKJIA~, OTHOCATCA K
COCOTUHCHHUAM, KOTOPHIC HWHTHOHMPYIOT NPOTCHHKHHA3BL, KOTOPHIC IICPCIAIOT CHTHATBI KOHTPOJBHBIX TOUCK
KJICTOYHOTO UKJIA, TCM CAMBIM CCHCHOMITH3HPYA PAKOBYIO KICTKY K mopexkaarormmM JJHK arcHtam. Takue arcHTHI
pmrouaroT wHTHONTOPH KuHA3 ATR, ATM, CHK11 u CHK12 u waruburopsr xuHa3 cdk u cdc, u, B yacTHOCTH,

TMPUMEPAMH TAKUX ar€HTOB CITy»at 7-TuapokcucTaypocnopu, (nasonupunon, CYC202 (Cyclacel) m BMS-387032.

[00358] “AreHTBI, KOTOpBIC NPEMATCTBYIOT perenTopHsM THposmHkHHA3aM (RTK)”, ortHOCATCA K
COCOMHCHUAM, KOTOphic WHrHOMPYROT RTK ©, CieaoBaTeITBHO, MCXAHH3MBI, BOBIICUCHHBIC B OHKOTCHC3 H
MPOTPCCCHPOBAHUC OMyXOoau. Takwe arcHTel BKIHOUaroT wHruOmtopel c-Kit, Eph, PDGF, Flit3 u c-Met.
JononHuTEIEHBIC ar¢HTHI BKTFOYAr0T HHruouTopsl RTK, onucannsie y Bume-Jensen uw Hunter, Nature, 411:355-365,

2001.

[00359] “WMHruOuTOpsl MyTH NEPEAadYH CHTHANA Npoiau(epanuy KICTOK W BBDKHBACMOCTH OTHOCATCA K
COCAMHCHUIM, KOTOPBIC HHTHOUPYIOT CHIHAJBbHBIC KACKAAbI OT PELEITOPOB HA MMOBEPXHOCTH KICTKH. TaKkue areHThI
BKJIFOUAIOT MHTHOHTOPHI CCPUH/TPCOHUHKHHA3 (BKIIOYAs, HO HE OTPAHUYUBAACH MHruOHTOpamu Akt, Takmmm Kak

omucanHsie B WO 02/083064, WO 02/083139, WO 02/083140, US 2004-0116432, WO 02/083138, US 2004-
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0102360, WO 03/086404, WO 03/086279, WO 03/086394, WO 03/084473, WO 03/086403, WO 2004/041162, WO
2004/096131, WO 2004/096129, WO 2004/096135, WO 2004/096130, WO 2005/100356, WO 2005/100344, US
2005/029941, US 2005/44294, US 2005/43361, 60/734188, 60/652737, 60/670469), unruburopamu kuHas3sl Raf
(manpumep, PLX-4032), uaruéuropamu MEK (manpumMep, Arry-162, RO-4987655 nu GSK-1120212), uaruburopamu
mTOR (manpumep, AZD-8055, BEZ-235 u 3peposmuMycom) u unaruduropamu PI3K (manmpumep, GDC-0941, BKM-
120).

[00360] Hcnonb3yemplii BbIIE TEPMHH “OJOKATOPHl HMHTCTPUHA  OTHOCHTCA K COCAMHCHHAM, KOTOpPHIC
CCJICKTHBHO AHTArOHH3HPYIOT, HHTHOUPYIOT WM MPOTHBOACHCTBYIOT CBS3BIBAHHIO (DH3HOTOTHUCCKOTO JIHTAHA C
HHTETPHHOM 0,33, K COSAMHCHHAM, KOTOPBIC H30HPATCIHHO AHTATOHU3UPYIOT, HHTHOUPYFOT HJIH MPOTHBOACHCTBYIOT
CBA3BIBAHHIO (DH3HOJIOTHYCCKOTO JIMTAHAA C HWHTCTPHHOM OV[S, K COCOWHCHHSAM, KOTOPBIC AHTArOHU3UPYIOT,
HHTHOUPYIOT HJTH MPOTHBOACHCTBYIOT CBS3BIBAHHIO (DH3HOJOTHUYESCKOTO JINTAHAA KaK C HHTCTPHHOM Oy [33, Tak H C
HHTETPHHOM O[5, H K COGTHHCHHSM, KOTOPBIC AHTATOHH3HPYIOT, HHTHOUPYIOT WU IPOTHBOACHCTBYIOT aKTHBHOCTH
KOHKPETHOTO(-bIX) UHTETPHHA(-OB), 3KCIPECCUPOBAHHOTO(-bIX) HA DHAOTCIHATIBHBIX KICTKAX Kamuupipa. TepMuH
TAKKC OTHOCHTCS K AHTATOHHCTAM HHTCTPHHOB Oy Ps, O Bs, 011, 01, 0sP1, dsPi, u 0sPs. TCPMUH TaKoKe OTHOCHTCH K

AHTATOHUCTAM JTFOO0H KOMOWHALINA HHTCTPHHOB O 33, 0 Ps, OvPs, 01, 0P, osP1, 0P | asPa.

[00361] HekoTopele ~ KOHKPETHBIC MPUMEPBl  HHTHOWTOPOB  THUPO3WHKMHA3BI  BKIOYAlOT  N-
(TpudTopmMeTII(eHIT)-5-MeTHII30KCa301-4-kapOokcamu, 3-[(2,4-AUMETHITHPPOII-S-HIT)ME THIIH IS HAT) HH IO THH-
2-0H, 17-(anminaMuHO)-17-1eMEeTOKCUTEIIaHAM HIHH, 4-(3-xmop-4-propheHITAMIHO)-7 -MCTOKCH-6-[ 3-(4-
MOP(OTHHIT) TPONOKCHJI | XHHA30THH, N-(3-3tuHmnpeHn)-6,7-01c(2-METOKCHITOKCH ) -4 -XHHA30 THHAMUH,
BIBX1382, 2,3,9,10,11,12-rekcaruapo-10-(ruapoxkcumernn)-10-ruapokcu-9-metun-9,12-3noxcu-1H-
muuHaono[1,2,3-fg:3’,2°,1°-kl|Jmupposo|3,4-i][1,6]6en3oauazouun-1-oH, SH268, remucrenn, STI571, CEP2563, 4-
(3-xmopdeHmIaMuHo)-5,6-mumermn-7H-nupposno| 2,3 -d | mupumuguaMeTaH cyib(donar, 4-(3-6pom-4-
THIPOKCU(PCHIIT)aMUHO-0, 7 - THMETOKCHXHHA30JIHH, 4-(4° -runpoKkCU(PCHUIT)AMUHO-0, 7-TUMETOKCUXHHA30THH,

SU6668, STI571A, N-4-xnopperun-4-(4-mupuaummernn)-1-gramasuHamus u EMD121974.

[00362] KomOuHaImy 3asBJICHHBIX B HACTOSIICH 3afBKEC AHTHTEJ HJIM AHTHTCHCBS3BIBAIOIIMX (DPATMCHTOB C
aroructamu PPAR-y (t.e., PPAR-ramma) u aronuctamu PPAR-3 (1.¢., PPAR-menbpTa) MOTYT OBITh MOJIC3HBI IS
JICUCHHUA HCKOTOPBIX 3JIOKAYCCTBCHHBIX HOBooOpasomanumii. PPAR-y m PPAR-8 mpeacraBmssror co0oif sSacpHBIC
peuenTopsl Y W O, aKTHBHpYEMBbIC mpoimdeparopamMu mepokcucoM. Jkcmpeccus PPAR-y Ha 3HIOTCTHATBHBIX
KJICTKAX W HX YYacTHE B aHTHOTCHE3€ OBLIO OmucaHo B ymreparype (eMm. J. Cardiovasc. Pharmacol. 1998; 31: 909-
913;J. Biol. Chem. 1999; 274: 9116-9121; Invest. Ophthalmol Vis. Sci. 2000; 41: 2309-2317). CoBceM HeZaBHO, OBIITO
MoKazaHo, 4to aroHucTsl PPAR-y mHrnOupyror asruorenssiii orseT Ha VEGF in vitro: Mamear xak TpOTJIHTa30Ha,
TaK U POCHTIIMTA30HA HHTHOUPYCT PA3BUTHE HCOBACKYIIAPHU3ALMH CCTUATKH Y Mbiueit (Arch. Ophthamol. 2001; 119:
709-717). Ipumeps! aroanctos PPAR-y n arorncros PPAR- y/o. BKITFOUAOT, HO HE OTPAaHAYCHBI IEPCUNCICHHBIMHE:
TuHNAp3y®, pykanapno®, tanazonapuO®, HupanapuoO, Beaunapuo®, TnazonuauHAHOHS (Takue kak DRF2725, CS-
011, TpornmTa30H, POCUIIIHTA30H U MHOTJINTA30H), (eHODHOpaT, rempudposmn, xmopudpar, GW2570, SB219994,
AR-H039242, JTT-501, MCC-555, GW2331, GW409544, NN2344, KRP297, NP0110, DRF4158, NN622,
GI262570, PNU182716, DRF552926, 2-[(5,7-mumponui-3-TpudpropMeTii-1,2-6¢H3H30KCa301-6-1T)0OKCH]|-2 -
METHIIPONHOHOBYO  Kkuciaory U 2(R)-7-(3-(2-xmop-4-(4-propdheHokcn)PeHOKCH) TPOIOKCH)-2 -3THIXPOMAH-2 -

KapOOHOBYIO KHCTIOTY.
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[00363] AHTHTCI0O WIH €T0 AHTUTCHCBAHIBAIOIUI (JPArMCHT COTIACHO HACTOAIMECMY H300PCTCHHIO TAKKCE
MOIyT OBITh IOJIC3HBI AT ICUCHUS WIH NPEAOTBPAILCHUA paKa MOJIOYHOH JKEJIC3HI B KOM61/IHaIIHI/I C I/IHFI/IGI/ITopaMI/I
apomarasbl. [IpuMepsl HHTHONTOPOB apoMaTa3bl BKIFOYAIOT, HO HEC OTPAHHYCHBI NMCPCHHCICHHBIMHU. aHACTPO30,

JETPO30JI U IKCEMECTAH.

[00364] AHTHTEI0O WM €T0 AHTUTCHCBA3BIBAIOINUI (PParMEHT COTJACHO HACTOSINEMY H300PCTCHHIO TAKKe

MOXKET OBITh HOJIC3CH AL JICUCHHSA paka B KOMOMHALWH CO CICAYIOIUMH XHMHOTCPANCBTUYCCKHMH Aar¢HTAMH!
abapenuke (IICHAKCHC ;leno®); ANBACCACHKHH (r[pomH®); ANBACCICHKHH (nponeﬁKHH@); aneMry3ymad (K3MHaC®);
AUTPETHHOUH (naHpe'mH®); AJJIONY PUHOJT (3nnor[pnM®); ANTPETAMUH (reKcaneH®); aMHU(POCTHH (3mon®);
aHACTPO30] (apnMH,z[eKc®); TPHOKCHU/I MBIIbIKA (TpnseHOKc®); acmaparuHaza (3J1cnap®); A3AIUTHINH (Bafmasa®);
GenmamycTrHa ruapoxaopua (tpeanma®); Gesaumsymab (asactuu®); xancymsr Gexcaporen (taprperna®); remm
oexcapoten (taprpernr®); Gicommmmu (6icHokcan®); Gopresomu6 (Benkeiia®); Gpedempamm A; Gycymbdan
sHyTpHBeHHSI (Oycybpexc®); Gycyasdan mepopamsrsii (Munepan®); kanycreporn (Merocapo®); xanenuraGumn
(kcemona®); kapGomaray (mapartarur®); kapmycrur (BCNU®, BiCNU®); kapmycrun (rmanen®); kapmycran ¢
moupenpocanom 20, WMITIAHTAT (THAACIT Baq)ep®); LIETICKOKCHO (uene6pel<c®); neTykcuMad (3p6nTy1<c®);
xnopamOyun  (neiikepan®); wmenmarun  (muatmeon®); knampubmm  (neycratur®, 2-CdA®); xiodapabuu
(xromap®); mmxmodochamua  (umrokcan®, meosap®), muxmoochamun (mTOKCAH —HHBEKIHOHHBIH )
mko(ochamun (unrokcan tadmerka®); mprapaGue (mmrosap-U®), murapabum mamocomamsHsE (gemomut®);
JakapOasuH (DTIC-,E[OM®); JAKTHHOMUIMH, aKTUHOMHLIMH D (KOCMereH®); JanTenapuH HATPHS HHBCKIUOHHBIN
(pparmur®);  maparymymab (mapsamexc®); mapOsmostnr  ambda  (apamecn®); masaturmé  (cmpaiicen®);
JAYHOPYOHIIMH JTHIIOCOMATBHBIN (Z[aYHOSOM®); JAyHOPYOHUIMH, JayHOMULIMH (;[ayHopyGHuHH®); JayHOPYOHIINH,
nayHommumH (uepyoumuna®); nerapemnkc (Qupmaron®); nemmneiikmn mudruToke (omTax®); mexcpaszoxcam
(3nHeI<apzl®); JCKCPA30KCaHa THAPOXIOPUA (TOTCKT®); augeMHuH B; 17-DMAG; monerakcen (TaKcorep®);
JOKCOPYOHITUH (aXpHAMUIIMH PFS®); JIOKCOPYOHIIMH (aapnaMHunH®, py6e1<c®); JOKcOopyOunuH (aapuamunus PFS
nmemnonnuﬁ®); JOKCOPYOHLIMH JTHITOCOMATBHBIH (I[OKCI/IJ’I®); JPOMOCTAHOJIOHA IPOIUOHAT (L[pOMOCTaHOIIOH®);
JPOMOCTAHOJIOHA TPOMHOHAT (MAacTEpOH nHbeKIoHHbL R); SKYJIH3YMA0 HHBCKITHOHHBIH (connpnc®); pacTBop
Smmora B (pacteop Dmmora B®); sarpomGomnar (mpomaxta®); supy 6umms (3m1erc®); smostin ameda (smoren®);
sproruan6 (tapuesa®); scrpamyctnn (MupT®); sTHHITICTPaTHOT; STomO3HMA (ocdar (sTomodoc®); sTomosnz,
VP-16 (senesnn®); spepommmyc tabnerkn (aduantop®); skcemectan (apomaszuu®); depymoxcuron ((eparem
unsekmmonnbii®); Quarpactav (meitmoren®); (uoxcypuaun (untpaaprepuamsmsit) (FUDR®): daymapatun
(pmymapa®); propypammn, 5-FU (aapyuun®); gy msectpant (paznozexc®); repurnnnt (upecca®); renmanamunms;
TeMIUTaOnH (reMsap®); TEeMTY3yMad O030TaMHIHH (MHJIOTapr®); TO3CPEINH aueTar (307aJEKC nvmmanTar®);
rO3cpearHa aueTatr (30na,uel<c®); TUCTPEHHA aUeTar (TUCTPEINH I/IMHJ‘IaHTaT®); THAPOKCUMOUYCBHHA (rn,upea®);
u6puTyMoMad THykceran (3esamue®); maapyoumun (umamumue®); npocpamun (IFEX®), umaruanéa mesmmar
(rmuBex®); muTepdepon ampda 2a (podepor A®): mntepdepon ampda-2b (muTpon A ®): joGenryam 1 123
HHBCKIMOHHEI (ampeBrio®); mpuHOTeKan (kammroszap®); mxcabemmnon (mkcemmpa®); namaTHHEO TabneTKH
(taiikep6®); nemammmomun (peBmvua®); merposon (pemapa®); neiixosopun (BemxoBopur®, neiikoBopuu®):;
JCHIpoIHaa anerat (3erap/:[®); JICBAMH30.1 (apraMH30n®); nomyctud, CCNU (CeeBU®); MCXJIOP3TAMUH,

A30TUCTBIA HIPUT (MyC'rapreH®); METECTPOJIA aLeTar (mereiic®); Mendaman, L-PAM (anKepaH®); MEPKANTOILY PUH,
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6-MP (HypI/IHTOJ'I®); mecHa (mecHexkc®); mecHa (Mechekc Tadc®); METOTpEKCAT (MeTOTpeKcaT®); METOKCAJICH
(yBaJ:[eKc®); 8-merokcuncopancH; muromunuH C (MyTaMHuHH®); MHUTOTaH (nmoz{pen®); MHTOKCAHTPOH
(HOBaHTpOH®); MUTPAMHIIMH, HAHAPOJIOHA (DCHIIMPONHOHAT (Z[ypa60JII/IH-50®); HeIapabuH (appaH0H®);
mnnotuanG  (tacurea®); moerymomab (Bepayma®); ogarymymaé (apseppa®); ompemsexmm (mpromera®);
oxcammmiaruH (nokcatna®); maxmnTaxcen (naKceH®); TMAKJIUTAKCET (TaKCOJ'I®); CBSI3aHHBIC C OCJTKOM YACTHIIBI
MAKJIUTAKCETIA (a6pa1<caﬂ®); namu(pepMuH (KenHBch®); TAMHUIPOHAT (apezma®); MAHUTYMYyMab (BexTuOUKC®);
Ma30MaHud TaOICTKU (BOTpI/[eHT®); merageMasa (amareH (meraaeMasa 6I>I‘II>}I)®); maracnaprasa (OHKacnap®);
mArpUITPacTHM (Heynacra®); NIEMETPEKCEN  TUHATPHA (amamra®); menrocrarnn  (mmment®); nUnoOpoMaH
(Beprmut®);  miepukcadop (Mo306amn®); mmmxavumm, Murpavumms  (vurpamme®);  mopduMep HaTpma
(porodpua®); mpanarpexcar mmbexumommbii ((pomoTur®); mpoxapbasms (Maryman®); xumaxpun (arabpun®);
panavumue, pacOypukaza (3mutex®); pamoxcudena ruapoxmopun (3sucta®); purykcmmab (putykcan®);
poMuaenCHH (HCTOJ:[alcc®); POMHILTIOCTHM (3Hrmel71T®); CcaprpaMocTuM (nefn(m{®); CaprpamMoCTHM (npomn®);
copagecHuO (HeKcaBap®); CTPENTO30LUH (3aHocap®); CYHHTHHHOA Mayear (cyTeHT®); TaabK (cxnep030n®);
TaMOKCH(CH (HonBaJ:[eKc®); TEMO30JIOMH/T (TeMoz[ap®); TEMCHPOJIUMYC (TOpI/I3€J1®); TeHuno3ua, VM-26 (ByM0H®);
tecronakton (tecmak®); THoryanwH, 6-TG (TI/IOI‘yaHI/IH®); THONYPHUH, THOTENA (tnomrekc®); TomoTekaH
(ruxamtua®);  Topemmpen (dapector®). TosmTyMOMaG (Gekckcap®); TosmTyMOMA6/I-131, TO3HTYMOMAb
(6el<c1<cap®); TPAHC-PCTHHOCBAA KHUCIIOTA, TPaCTy3yMad (repuean®); tpetuHOWH, ATRA (Becarona®);
TPHATIIICHMEIAMHH, YPALHJIOBBIM UMPHUT (YPALHIOBBIH HIPUT Kar[cynm@); BaJIpy OUIMH (BaJ'ICTap®); BHHOJACTHH
(Ben6aH®); BHUHKPUCTUH (0HKOBI/IH®); BHHOPCJIONH (HaBeJ'[B6I/IH®); BOPHHOCTAT (3onHH3a®); BOPTMAaHHHH H

3o1eaponaar (3omera®).

[00365] B omHOM BapmaHTEC peaaM3alMH HACTOAIMETO u300percHus aHtureno mpotuB SIRPo mmm ero
AQHTHUI'CHCBA3BIBAIOINMI (PPArMEHT COTIACHO HACTOAINEMY H300PETCHHIO HAXOAUTCA B COUCTAHUH C OJHHM MU Hoiiee
NPOTHBOPBOTHBIMH CPECTBAMHY, BKIIFOUAs, HO HE OTPAHHYNBAACH NEPEUHCICHHBIMH: Ka30muTaHT (GlaxoSmithKline),
Herynurant (MGI-Helsinn) u apyrue anraroHucTsl penentopa NK-1, mHagoHOCETpOH (peatm3yeMslii kKak AJOKCH OT
MGI Pharma), anpenurant (peamm3yemsbrii kak smeHa ot Merck & Co.; Payaii, Hero-/[xepcu), TudeHrHapaMuH
(peanmsyemsiii kak GeHanpui® ot Pfizer; Hero-Mopk, Hero-HMopk), THAPOKCH3HH (peanu3yeMblii Kak aTapakc® ot
Pfizer; Hero-Mopk, Hero-Mopk), Meroxionpamun (peammsyemsriii kak perman® or AH Robins Co; Puamonn,
Bupruaus), nmopasemam (peamm3yemslii kak atmBaH® ot Wyeth, Mamucon, Hero-/Dxepcn), ammpasoiam
(peanmyemsrii kak kcaHakc® ot Pfizer; Hero-Hopk, Hero-HMopk), ramonepuaon (peaqm3yeMbri Kak ragioa® ot
Ortho-McNeil; Papuran, Hero-/xepen), aponepuaoa (MHANCHH®), TpoHAOWHOT (peamnu3yeMblii Kak MApHHOIR OoT
Solvay Pharmaceuticals, Inc.; MapuerTa, JHKOPIKH), ICKCAMCTA30H (PCamm3yeMblil Kak ACKaapoH® ot Merck &
Co.; Pay»sii, Hero-/[kepcH), MCTHIIPSTHU30I0H (peamu3yeMbrid kKak Meapon® ot Pfizer; Hmo-ﬁopx, HL}O-FIopK),
MPOXJIOPIICpa3uH (peamm3yeMsbrii kak kommaswH® ot Glaxosmithkline; IMapkx HMccnemoBaTtenbCkuii TPEYTOIbHHUK,
Cesepras KapommHa), rpaHuceTpoH (peamm3yemsbrii kak kuTpua® ot Hoffmann-La Roche Inc.; Harmm, Hero-
Jxepcn), oHTaHCETPOH (peamm3yemblil kKak 30(pasn® ot Glaxosmithkline; Tapk McciaenoBaTembCKuii TPEYTOIbHHK,
Cesepuas Kapommua), mo7aceTpoH (peaqmsyeMbiii kak am3eMeT® ot Sanofi-Aventis; Hero-Hopk, Hero-Hopk),

TPOIHCETPOH (peanm3yeMsblii kak HaBoOaH® ot Novartis; Mct "anHoBep, Heto-/Ixepen).

[00366] Jpyrue moOoYHbIC ICHCTBHA OT JICUCHHS paka BKIFOUAIOT HEAOCTATOYHOCTh KPACHBIX H OCIIBIX KICTOK

KkpoBu. COOTBETCTBCHHO, B OJHOM BapHAHTE PCAIH3AIUH HACTOSAIIETO H300peTeHua antuteno npotus SIRPa wim ero
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AQHTHTCHCBA3BIBAONMH (PParMEHT HAXOAWTCA B COUCTAHHH C ATCHTOM, KOTOPBIH JICYHT WIIM HMPEIOTBPALIACT TAKYIO
HEIOCTaTOYHOCTh, TaKUM Kak, Hampumep, ¢uarpactuMm, [130-¢punrpacTuM, SpUTPONOSTHH, SMO3THH aibda HiIu

IapO3mo3THH amb(da.

[00367] B omHOM BapmaHTE peaaM3alMH HACTOAIECTO u300peTcHus aHturteno mpotuB SIRPo mmm ero
AHTHTCHCBS3BIBAOLIMI (PPArMEHT COTJIACHO HACTOSAIIEMY H300PCTCHUIO BBOIAT B COUCTAHWH C MPOTHBOPAKOBOM
JayueBOd Tepammed. Hampumep, B OJHOM BapHAHTC PCaNU3ALMH HACTOSILNETO H300PCTCHHS JIyueBas TCPAIHs
MPEACTAaBIIET COO0H TUCTAHIMOHHYIO JyueByr Tepanuro (EBT): coco® gocTtaBku myyka PEHTTCHOBCKHX Jyuci
BBICOKHX 3HCPTHIl B MCCTOHAXOXKACHHC OMyXOJH. JIyd TEHEPHPYIOT CHAPYKH MANUCHTA (HAPHMEP, C MOMOILBIO
JHHEHHOTO YCKOPHUTENA) H HANPABILIIOT B OUAT OMyXOJH. JJaHHBIC PEHTTCHOBCKHE JIy4Yd MOTYT YHHUTOKUTH PAKOBBIC
KJICTKH, W TIIATCIBHOC IJIAHHPOBAHHC JICUCHHS MO3BOJIACT COCPEUh OKPYIKAFOLIWEC HOPMANBHBIC TKaHH. Hukakue
PATHOAKTHBHBIC HCTOYHHKH HE IOMCIIAIOT BHYTPh OPraHM3Ma MANMCHTA. B OJHOM BapHAHTE pEaTH3ALUU
HACTOSIICTO W300PETCHHUA JTy4YeBas TSPANKs MPSACTABIACT COO0H MPOTOHHYEO JYUYCBYIO TCPAIHIO: THI KOH(POPMHOI
TCPaNWH, TMPH KOTOPO# OOIBHYIO TKAHb OOMOAPIHPYIOT MPOTOHAMH BMCCTO PCHTTCHOBCKHX ayuci. B omHOM
BAPHAHTC pCANH3ANUH HACTOAINCTO W300PCTCHHA JyUCBasd TCpammsd MPCACTABIACT C000# KOH(OPMHYIO
JUCTAHIHOHHYIO JYYCBYK) TCPAUI): NPOLCAYPY, B KOTOPOH NPHMCHAIOT NCPSIOBYIO0 TCXHOJOTHK), HYTOOBI
aJanTHPOBATh JIYUCBYIO TCPANMIO AT CTPYKTYp Tela WHAWBHOA. B OJHOM BapHaHTE peamH3alliil HACTOAILCTO
H300pPCTCHUA JIyueBas TCpamusd MPSACTABIACT COOOH OpaxuTepanuio. BPECMCHHOC MOMCINCHHC PATHOAKTHBHBIX
MAaTepHaioB BHYTPb OPraHH3Ma, OOBIMHO HCTIOIb3YEMOE I JOCTABKH JOTIOTHUTEILHOM JO3bI — UIIH OUAroBOM O3B

— paguanuy B JAHHYEO 00JIaCTh.

[00368] B omgHOM BapmaHTC peamu3alii HACTOSIICTO W300PCTCHHA XHPYPrHYCCKAsS MPOLCAYPa, KOTOPYIO
MPOBOJAT B COUCTAaHHH ¢ aHTUTEIOM mpoTHB SIRPO MM €r0 aHTHICHCBA3BIBAIOMMM (DPArMEHTOM, MPEACTABIACT

COO0H XUPYPTUICCKYIO TYMOPIKTOMHIO.

IIpuveHeHust B JKCIIEPUMEHTAX U JIVISI AHATHOCTHKH
[00369] Anrurena mpotu SIRPo M MX aHTUTCHCBS3BIBAIOINME (DPArMCHTHI, ONHCAHHBIC B JAHHOH 3ajiBKE,
MO’KHO MPUMCHSATH B KQUECTBE arcHTOB A apunHOI ouncTku. B 1anHOM mpouecce antutena npotus SIRPa u ux
AQHTHTCHCBS3BIBAONIHE (DparMEHTHI HMMMOOWIH3YIOT HA TBEPAOH (ha3e, Takol Kak cMoja u3 ce(aaeKca, CTeKIa T
arapo3sl wWiu (DUIBTPOBANBHASL OyMmara, OPUMCEHSA CHOCOOBI, XOpONIO W3BSCTHBIC B JAHHOH 0OmacTu.
HNmmoOmn30BaHHOE AaHTUTETO HWITH (DparMeHT IPUBOAAT B KOHTAKT ¢ 0Opa3uoM, coaepskamum oenok SIRPo (vwmm ero
(pparMeHT), KOTOPBIH HY>KHO OYHCTHTb, W TOCJIC 3TOT0 IOIJI0KKY HPOMBIBAIOT MOIXOTIIIMM PACTBOPHUTEIEM,
KOTOPBIH YIAMUT MO CYHICCTBY BECh COACp KaInuiics B obpasie Marepuan, kpome Ocmka SIRPo, KoTOpsIil CBA3aH ¢
HMMOOHWIIN30BAHHBIM AHTHTCIOM WM (pparMeHTOM. HakoHen, IMOUT0KKY IMPOMBIBAIOT PACTBOPHTENICM, KOTOPBIH
smroupyet cesa3anubid SIRPo (Hampumep, 6eakoM A). Takne HMMOOUTH30BAHHBIC AHTHTEA W (DPATMCHTHI BXOAT B

00BbEM HACTOSIIIETO H300PETCHHUA.

[00370] JIONMOJTHUTEIBHO MPEAJIOKEHBl AHTUTCHBI I MOJIYUCHUS BTOPHUHBIX AHTUTEJ, KOTOPHIC MPHTOIHBI,
HATIPUMEP, I MPOBCACHHA AaHATH30B BECTCPH-OJIOT M APYTHX HMMYHOAHATH30B, KOTOPBIC 00CY KIAFOTCA B JAHHOI

3a5BKC.

[00371] Anrurena mpotus SIRPo (Hanmpumep, TyMaHH3HPOBAHHBIC AHTHTENA) W HUX AHTHICHCB3BIBAIOIIHC
(pparMeHTHI TaKKE MOTYT OBITH IOJIC3HBI B THATHOCTHYCCKHUX aHAMM3aX I BeLiBiIcHUA Oenka SIRPa, Hanmpumep,

06Hapy>KeHI/IH €ro 3KCOpeCCHHU B OMNPCACTICHHBIX KIICTKAX, TKAHAX HJIH CBIBOPOTKC, HAIPUMCP, B MHCIOHIHBIX
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KJIETKAX, TAKHUX KAk MOHOLUTHI, Makpodary, HeHTpoduisl, 6a30(uibl, 303HHO(IIBI U JCHAPUTHBIC KICTKH. Takue

JUATHOCTHYUCCKHC CTIOCOOBI MOTIyT OBITH TTOJIC3HBI A JUATHOCTUKH PA3JIMTHBIX 3200 ICBAHHIA.

[00372] B o6wem Hactosmero uzobpercHusa Bxogur ananu3 ELISA (teepaogasubiii mMMyHO(DEPMEHTHBIH
aHANM3), BKIIOYAIOIMUH mpuMeHeHHe aHtutena npotus SIRPo MaM ero aHTHICHCBA3BIBAIOINETO (hparMeHTa,

OIMHCAHHBIX B JAHHOM 3asBKE.
[00373] Hanpumep, Takoit cnoco0 BKIFOUACT CICAYIOIUE STAIIbL

(a) moXpeITH CyOCTpaT (HAMpHUMEP, HOBEPXHOCTD JIyHKH MHKPOTHTPAI[HOHHOTO IUIAHINETA, HAPHMED, INIACTHKOBOTO

IUIaHIIeTa) aHTUTEI0M mpoTuB SIRPO HITH €T0 AHTHICHCBA3BIBAKOINUM (PPATMCHTOM;

(b) HaHCCTH 0Opasen, B KOTOPOM HEOOX0AUMO Hccaeaosars mpucytcreue SIRPo, Ha cyocTpar;

(C) IPOMBITH MIAHIICT, YTOOBI YAATUTH HCCBA3AHHBIN MaTCPHAT U3 00pa3ua;

(d) HaHeCTH MEUCHBIE ACTCKTHPYCMOH METKOH aHTHTENA (HapUMEp, CBA3AHHBIC C ()ePMEHTOM aHTHTENA), KOTOPbIC
Tarxe crienupuyuHb! Kk anTureny SIRPa;

(¢) mpoMBITH CYOCTpar, YTOOBI YIATHTH HCCBA3AHHBIC MCUCHBIC AHTHTCNA;

(f) ecnmm meueHble aHTHTENA CB3aHBI C (DEPMEHTOM, TO HAHECTH XHMHYCCKOC BEIICCTBO, KOTOPOE (pepMEHT
mpeBpamacT B (PIyOPCCUCHTHBIN CHTHAT, U

(g) ACTEKTHPOBATh MPHCYTCTBHE MEUCHOTO AHTHTEA.

[00374] OOHapyKCHAC MCTKH, CBA3AHHOI C CyOCTPaTOM, CBHACTCITECTBYCT O MPHCYTCTBAH Ociika SIRPa.

[00375] B [0OmOMHHUTENHHOM BAPHAHTE PEATHM3ALMH MECUYCHOE AHTUTENO MM €T0 AHTHUICHCBA3BIBAOINUN
(pparMECHT OMEUCH NEePOKCHAa30H, koTopas pearupyer ¢ ABTC (wampumep, 2,2'-a3uH0-6uC (3 -3THIOCH30 THA3O0IHH-
6-cynbp(oHOBOH KHCIOTOMH)) MM 3,3°,5,5°-TeTpaMeTHIOCH3UAMHOM, YTOOBI BBI3BATh M3MCHCHHE ILBETA, KOTOPOE
MOJKHO JCTCKTHPOBaTh. B kauecTBe aJbTCPHATHBBI MEUCHOC AHTHTEIO I (PPArMEHT MOMEYEHO ACTCKTHPYEMBIM
PaIHOAKTHBHBIM H30TONOM (Hampumep, *H), KOTOpPBIi MOKHO ACTCKTHPOBATH C MOMOIIBE) CHHHTHJIIILHOHHOTO

CUCTYHUKA B MPUCYTCTBHU CHUHTHILIATOPA.

[00376] Anrureno mpotuB SIRPo WiIM €ro AaHTHICHCBS3BIBAKOINMKA (DPATMCHT COTJIACHO HACTOSALIEMY
H300PETCHUI0 MOKHO NPHUMCHATh B TMPOICAYPE BECTCPH-OJIOTHHrA WM OCITKOBOTO HMMYHOOJIOTHHTA. Takas

MpOoLEAyPa BXOAUT B 00BEM HACTOSINETO H300PETCHUS H BKIFOYACT, HATIPHMED:

(1) HeOOMBATCTFHBIN MEPCHOC OCIKOB M3 00pasna, B KOTOPOM HEOOXOIMMO HCCiIea0BaTh mpucyTcTBue SIRPa
(manpumep, u3 3nekrpodopernueckoro pazaencHus B [TAAT wm [TAAT/JICH 6enxos B 00pasne), Ha MeMOpaHy
WA JPYyTOW TBEPABIH CyOCTpaT, MPHUMEHSSA CHOCOO, M3BECTHBIN B JAHHOH 0OJACTH (HAmpuMmep, MOJyCyXoi
OmoTTHHT WiH ONOTTHHT B pe3epryape (Tank-OmoTTHHT)), MPHBEACHHE B KOHTAKT MCMOPAHBI WM APYTOTO
TBEPAOTO CyOCTpaTa, B KOTOPOM HEOOXOAMMO HCCIIEA0BATh MPHCYTCTBHE cBsi3anHOTO SIRPO 1t ero (hparmenra,
¢ antruTenoM nporus SIRPo uim ero aHTHTCHCB3BIBAIONMM (PPArMEHTOM COTIIACHO HACTOSIIEMY H300PETCHUIO.
(2) mpoMBIBKY MEMOPAHbI OMH HIIH HECKOJIBKO Pa3, YTOOB! yIAIUTh HE CBs3aHHOE aHTHTENIO poTtuB SIRPo mm
ero (hparMeHT U APYTrHE HE CBA3AHHBIC BEIIECTBA;

(3) merexrupoBaHKE CBA3aHHOTO anTuTena mpoTue SIRPo mm ero (pparmenra.

[00377] Takas memOpaHa MOKET OBITh B BHIAC HHUTPOLCILIFOJIOSHOH MEMOPAHBI WM MEMOpPAHBI HA OCHOBC
puHWIA (Hampumep, momusuHIHACHPTOpuaa (I1BJID)), HA KOTOPYHO HEpPeHECTH OCIKH, B KOTOPBIX HCOOXOIUMO
uccnenopath npucyrcteue SIRPo, 3 Henenatypupyromero ITAAT (anekrpodopes B MOTMAKPHIAMUIHOM TElIC) HITH

ITAAT/ACH (amextpodope3 B MOJTHAKPHIAMHIHOM Telie C J00aBICHUEM AOACHMICYJIb(paTa HATPHA) (HAmpuMep,
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TOCTIC 3MCKTPO(OPETHICCKOTO pa3ac/IicHus B renie). [lepes mpuBe ICHHEM B KOHTAKT MEMOPAHBI C aHTHTEJIOM MPOTHB
SIRPo uimum ero (pparMeHTOM, YKA3aHHY 0 MEMOpaHy HeoOsA3aTeIbHO OIOKUPYIOT, HATIPUMED, 00C3KUPCHHBIM CYXHM

MOJIOKOM HJTH TOMY TOJZOOHBIM, YTOOBI CBA3aTh CAHTHI HECHICIM(PITUCCKOTO CBA3BIBAHHUA OCIKOB Ha MCMOpPAHE.

[00378] JleTCKTHPOBAHUE CBA3AHHOTO AHTHTENA WIH (JParMCHTA CBHACTEIBLCTBYET O TOM, uto Oemok SIRPa
NPHUCYTCTBYCT Ha MeMOpaHe WM cyOcTpare u B oOpasie. JIeTeKTHPOBaHHE CBA3AHHOTO aHTUTENA WM (PparMeHTa
MOJKHO OCYIICCTBHUTH IIyTEM CBA3BIBAHUA YKA3aHHOTO AHTHTEJA MJIH (PparMeHTa CO BTOPHYHBIM AHTHTCIOM
(aHTHTEIOM NPOTHB HMMYHOTJOOYJIHHOB), KOTOPOE MOMCUCHO ACTCKTHPYEMOHM METKOH, a 3aTeM OOHApy KCHHA

MPUCYTCTBUS BTOPHYHOTO AHTUTEJIA.

[00379] Awnrutena npotus SIRPo 1 HX aHTHTCHCBA3BIBAIOMIME (DPArMEHTHI, OTIMCAHHBIC B JAHHOH 3asBKE, TAKKE
MO>KHO NPUMEHATD JUII HMMYHOTHCTOXHMHH. Takoi# cmoco0 BXOAUT B 00bEM HACTOAMICTO H300PETCHHUS U BKIIFOYACT,

HAIPUMED,

(1) mpuBeICHUC B KOHTAKT KJICTKH (HApHUMEP, 00pa3la, COACPKAIMECTO MHCIOHIHBIC KICTKH, TAKHC KAK
MOHOIMTHI, Makpodaru, HeHTpo(mabl, 0a30(uIbl, 303HHO(GMIBI W ACHAPHUTHBIC KICTKH), B KOTOPOM
HeoOxommmo mposeputh mpucyrcTBHe Oemka SIRPo, ¢ amruwrenom mpotms SIRPo wmm  ero
AQHTHTCHCBA3BIBAIONIMM (DPArMEHTOM COTJIACHO HACTOAMIEMY H300PECTCHHIO; H

(2) obHapy>KCHUC aHTHTEIA WK (PParMCHTA HA KICTKC HITH B KIICTKE.

[00380] Ecnu camu aHTHTEIO WM (DPATMCHT IIOMCUCHBI ICTCKTHPYECMOM MCTKOH, TO HX MOYKHO ICTCKTHPOBATh
HATpAMYR. B KauecTBE albTCPHATHBEI, AHTHTEIIO WM (DPATMCHT MOKCT OBITH CBA3AHO MCUCHBIM JCTCKTHPYCMOM

METKO#f BTOPHYHBIM AHTHTEIIOM, KOTOPOE ACTCKTHPYIOT.

[00381] Hexortopsie anturena npotus SIRPo # MX aHTHICHCBS3BIBAIOIINE (PPATrMECHTHI, ONIUCAHHBIC B JAHHOH
3as4BKe, TAK)KE MOXKHO MPUMEHATD I BU3YAIU3ALMHU OIy X0JH in vivo. Takoif cioco® MOMKET BKIIOYATh HHBEKIHUIO
MEUYEHOTO PAIMOAKTHBHON MEeTKOH aHTUTeNa MPoTHB SIRPO HITH €10 aHTHICHCBA3BIBAIOINETO (PParMEHTa B OPTAHU3M
MAIMCHTA, B KOTOPOM HEOOXOJMMO MPOBEPHUTH MPHCYTCTBHC OIYXOJH, aCCOIMHPOBAHHOHN ¢ skcmpeccueit SIRPa
(mampumep, xotopas skcmpeccupyer SIRPo, HampmMmep, Ha MOBEPXHOCTH OIyXOJIEBOH KICTKH), C NOCHECIYIOIIEH
PagHOHYKIUAHOH BH3yanu3anued OpraHm3Ma IALMEHTa, YTOOBI AETEKTHPOBATh NPHCYTCTBHE MEUYEHOTO aHTHTEIA
uid (pparMeHTa, HANPUMEP, B JIOKYCAX, COACPKAIIUX BHICOKYIO KOHICHTPAIHIO AHTHUTENA WIH (PParMEeHTa, KOTOPBIC
CBSI3aHBI ¢ ONMyXO0Jbr0. OOHAPYIKCHHE JTOKYCOB CBHACTCIBCTBYCT 0 mpucyTCTBUH SIRPO™ OMyXO0JTH W OMyXOJCBBIX

KIICTOK.

[00382] Meroaukn  BE3yanmmsanud  BKTROUAROT  Bu3yammammo ODOKT  (omHO(POTOHHAT SMHUCCHOHHAS
KOMIBIOTEpHAsA Tomorpadumsa) mwm Bmsyammamuo [I9T (mosurpoHHO-3MHCCHOHHAS TOMOTrpadums). Merku
BKJIFOYAOT, HApuMep, Hoa-123 (1) m texmenmit-99m (*°™T¢), HanpuMep, B COYCTAHUH ¢ Busyammsanuci OOIKT
umm 1C, BN, 0 mwma *F, manpumep, B coueTannu ¢ rsyammanucii 19T, wm uramit-111 (em., manpamep, Gordon

u ap., (2005) International Rev. Neurobiol. 67:385-440).

DapManeBTHYeCKHe KOMIIO3HITH 1 BBeIeHNe
[00383] Jnsa monydeHHs (papManeBTHUECKUX HIH CTCPHIBHBIX KoMmosuimi antuten mpotus SIRPa u
AQHTHTCHCBA3BIBAIONIMX (PPArMEHTOB COTJIACHO HACTOAIIEMY H300PETCHHIO, AaHTHTEIIO HIIH €TI0 AHTUTCHCBA3BIBAIOIHE
(pparMEHT CMEIIMBAOT C (PapMALEBTHYCCKU IMPHEMICMBIM HOCHTENIEM HJIH BCIIOMOTATENbHBIM BeImecTBOM. CM.,
Hanpumep, Remington's Pharmaceutical Sciences u U.S. Pharmacopeia: National Formulary, Mack Publishing

Company, Hcton, ITencunbsanus (1984).
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[00384] CocTaBBl TCPANCBTHYCCKUX W AHATHOCTHUCCKHX ATCHTOB MOJKHO IIOJIYYHTh NMYTEM CMCIIUBAHHA C
MPHUEMIIEMBIMH HOCHTEJIMH, BCIOMOTATEJIBHBIMH BCIIECTBAMH HIJIM CTaOWIM3aTOpaMH, HampuMep, B (opme
JHO(PHITH3HPOBAHHBIX MOPOIIKOB, KATIHI, BOJHBIX PACTBOPOB HITH CYCIICH3HH (CM., HanpuMep, Hardman u ap. (2001)
Goodman w Gilman, The Pharmacological Basis of Therapeutics, McGraw-Hill, Heto-Hopxk, Hero-Hopk; Gennaro
(2000) Remington: The Science and Practice of Pharmacy, Lippincott, Williams, u Wilkins, Heto-Hopxk, Hero-Hopk;
Avis u ap. (pen.) (1993) Pharmaceutical dosage forms: Parenteral Medications, Marcel Dekker, Huro-Mopk;
Lieberman u ap. (pea.) (1990) Pharmaceutical dosage forms: Tablets, Marcel Dekker, Hero-Hopx; Lieberman u ap.
(pen.) (1990) Pharmaceutical dosage forms: Disperse Systems, Marcel Dekker, Hero-Mopx; Weiner u Kotkoskie
(2000) Excipient Toxicity and Safety, Marcel Dekker, Inc., Heto-Hopx, Hero-Hopk).

[00385] TOKCHYHOCTh H TECPANCBTHYCCKYH) 3(P(PEKTHBHOCTH AHTHTEN COTJIACHO HACTOSIIEMY H300PETCHHIO,
KOTOPBIC BBOIAT OTACIBHO UJIH B KOM6I/IHaI.[I/II/I C APYTHM TCPANICBTHICCKHUM ar¢HTOM, MOYKHO OIPEACITUTE C TOMOIIBIO
CTAHAAPTHBIX (PapMaANEBTHUCCKAX MPOLECAYP B KYJIBTYPax KJICTOK HIH SKCIHCPHUMCHTAIBHBIX )KHBOTHBIX, HAIPHMED,
s onpeaencHust LDso (mo3sr, aetanbHO# it 50% momy mamun) u EDso (103861, TepaneBTuuecKu 3(QOCKTHBHON AT
50% monymun). OTHOIMICHWE 03 TOKCHUCCKOTO M TCPANCBTHUCCKOTO JCHCTBHA MPCACTABILICT COOOMH
tepanesTuucckuii WHACKC (LDso/EDso). Pe3yapTaTsl, MONYYCHHBIC B JAHHBIX AHANMA3AX KyJBTYP KICTOK H
HCCIICIOBAHMUAX HA >KHBOTHBIX, MOKHO NPHMCHATH UL ONPEACICHHS IWANA30HA JO3HPOBOK I NMPHUMCHCHUS Y
yenoBeka. JI03MPOBKA TAKHX COCOMHCHHWH HPEANOYTHTEIBHO HAXOMUTCSA BHYTPH JHWANAa30HA KOHICHTpPAUWi B
KPOBOTOKE, KOTOpBIH BKIFOuaeT EDso 0e3 TOKCHYHOCTH WM C HEOOIBINOH TOKCHYHOCTHIO. JIO3HpOBKA MOXKET

HU3MCHATHCA BHYTPH JAHHOI'O AHAIA30HA B 3aBUCHMOCTH OT HCHOHBSYGMOﬁ HeKapCTBeHHOﬁ (I)OPMI)I U IyTH BBCACHUA.

[00386] B momomHUTEIHHOM BAPHAHTE PEANTH3ALNH TOTIOTHUTEIbHbIH TEPANICBTHUCCKUH areHT BBOAT CYOBEKTY
B COYCTaHWH ¢ aHTUTe]NOM NpoTuB SIRPO MM €r0o aHTHICHCBS3BIBAIOLIMM (PPATMEHTOM COIJIACHO HACTOSINEMY
u3o6pereHuo B coorsercTBuu ¢ Physicians’” Desk Reference 2003 (Thomson Healthcare; 57o¢ u3nanue (1 HOAOps
2002 r.))

[00387] Cnoco0 BBeACHHS MOKHO BapbHPOBATh. IIyTH BBEACHHS BKIIOYAIOT INECPOPAIBHBIH, PEKTAIbHBIMH,
TPAaHCMYKO3aIbHBIH, WHTCCTUHANBHBIN, NAPCHTCPANbHBIH, BHYTPHUMBIMICYHBIN, MHOAKOXKHBIN, BHYTPHUKOKHBIMH,
HHTPaMe Iy JULIPHBIH, HHTPATCKAIBHBIN, HANMPAMYIO BHYTPb JKCTyJOYKA, BHYTPHBCHHBIH, HHTPANCPHTOHCATIbHBIM,
WHTPAHA3AIbHBIA, BHYTPHIJIA3HOHN, WHTAANWIO, WHCY(P(QIALUIO, TOMMYCCKHUN, KOKHBIH, TPAHCACPMAIBHBIH HITH

HMHTPAAPTCPHATIbHBIN.

[00388] B KOHKpeTHBIX BapWaHTAaX peamm3auuu anturena mpotuB SIRPo wim WX aHTHTCHCBA3BIBAOINVC
(pparMeHTHI COTIIACHO HACTOAIIEMY H300PETCHHIO MOYKHO BBOAUTH HHBA3UBHBIM ITy TEM, HAIPUMEP, ITyTEM HHBCKIHH.
B nomonHWTENBHBIX BApHAHTAX pPeAH3alMH HACTOAMETo u3o0pereHmsa aunrureno mpotuB SIRPo mmm ero
AQHTHTCHCB3BIBAONIMH (DPATMCHT, HIIH COJACPIKAIIYIO €ro (JapManeBTHUCCKYIO KOMITO3HIMIO, BBOIAT BHY TPHBECHHO,
MOJKOKHO, BHYTPHMBIIICYHO, HHTPAAPTEPHAIBHO, BHYTPh ONMYXOJIH HIH HNOCPEACTBOM HHIALAIHH, a3P030JIbHOM
JOCTaBKH. BBeAcHHEC HEHHBA3HBHBIMH NMyTAMH (HANPHMEpP, MEPOPATbHO, HANPHUMEP, B MIUIOJIC, KamnCylae HIH

TabJICTKE) TAKKE BXOAHUT B 00BEM HACTOSAIICTO H300PCTCHHA,

[00389] B COoOTBEeTCTBHH C HACTOSINHM H300PCTCHHEM MNPEII0KCH COCYX (HANPHMEp, ILIACTHKOBBIA HWITH
CTEKJIIHHBIH (DTaKOH, HATPUMED, C KPBIIKOH WM XpoMarorpapuucckoil KOJOHKOH, ITOJIONH HITIOH MIIH IHIHHAPOM
LIPHIA), COACPXAIUH MH000C W3 AHTHTEN M AHTHTCHCBS3BIBAIOIMMX (DPArMEHTOB COTJIACHO HACTOSINEMY
H300PETCHUI0O WM COACPKAINYI0 HX (PApMALICBTHUYCCKYIO KOMIIOZULMIO. B COOTBETCTBHH C HACTOSINUM

H300pETCHHEM TAKKe NPCIOKECHO YCTPOHCTBO AN HHBCKIMH, coAcprkamiee Jo00e H3 aQHTUTEN HIIH
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AQHTHTCHCBA3BIBAIONIMX (PPArMEHTOB COTJIACHO HACTOSAIIEMY H300PETCHHIO WIIH COACP KA IO UX (DapMaeBTHICCKY O
KOMIIO3HIMEIO. YCTPOWCTBO 11 HHBCKIIHH MPEACTABIACT COOOH YCTPOHCTBO, KOTOPOS BBOJUT BEIICCTBO B OPTAHH3M
MAIMCHTA TMAPEHTEPATbHBIM IyTEM, HAIIPUMEP, BHY TPUMBIIICYHBIM, MOAKOKHBIM HJIH BHYTpUBEHHBIM. Hampumep,
YCTPOHCTBO I HHBEKUMH MOXCET MPEACTABIATh COOOH MIIpHIl (HANMpHUMEpP, IPEIBAPUTCIBHO HATIOJIHCHHBIN
(papMaLCBTHUCCKON KOMIO3HIMEH, TakOH KaKk ABTOMATHUCCKHH HHIKCKTOP), KOTOPBIA, HANpHMEP, BKIIOYACT
OUIHHAP WM TyOy A YACPKUBAHHA SKHIKOCTH, KOTOPYIO OyAyT BBOAUTH ITyTEM HHBEKIMU (HAIPHMED, AaHTHTETIA
wm (pparMeHTa MM cojepskamiell HX (papMaleBTHYCCKOH KOMIIO3HILHH), HIVy A NPOKATBIBAHHUA KOXKH H/HIH
KPOBEHOCHBIX COCYIOB UL HHBCKIMH YKA3AHHO I KUIAKOCTH; M MOPIICHD JJISI BBITATKHBAHUA KUIKOCTH U3 IFIIMHAPA
W Yepe3 KaHaj Uribl. B 0THOM BapHaHTE peaqn3aliy HACTOSINETO H300PSTCHHS YCTPOHCTBO AJIsl HHBCKIHH, KOTOPOE
COJCP)KAT AHTUTEIO WM Cr0 AHTHUITCHCBAZBIBAIOMIMI (DPATMECHT COTJIACHO HACTOSAMIEMY H300PCTCHHIO HITH
COICPKAIMYKD WX (hapMALCBTHUCCKYH) KOMIO3HIMIO, MPCACTABIACT COOOH YCTPOHCTBO i1 BHYTPHBCHHOHU (B/B)
HHBCKIMH. Takoe yCTPOHCTBO CONCPKHT AHTHTEJO HIH (PParMEHT HIH COACPKAINYI0 HX (DapManeBTHUCCKYIO
KOMITO3HIMIO B KATETEPEC WM TPOAKAPE/HTIE, KOTOPYH) MOYKHO NPHCOCIMHHTH K HMPOOHPKE, KOTOPYE) MOYKHO
MPUCOCANHNUTh K MAKETy HWIH pPe3epByapy MIA YACP/KHBAHMA JKHAKOCTH (HAIPHMEDP, COJCBOTO PACTBOPA;, HIH
pactBopa Purarepa ¢ makratom, comepskamero NaCl, makrar Hatpusa, KCl, CaCl; u HCOOA3aTCTPHO COACPIKAMICTO
TJIFOKO3Y ), KOTOPYIO BBOJAT B OPraHU3M MALMCHTA Yepe3 KaTeTep Ml TPOaKap/uriy. AHTHTENO wiH (PparMeHT W
cofcpKamyo uX (hapMALCBTHYCCKYI0 KOMITO3HIMIO MOKHO, B OJHOM BAPHAHTC PEATH3AIMH HACTOSILNETO
H300PETCHUS, BBECTH B YCTPOMCTBO, ITOCIE TOTO KAK TPOAKAP M KATETEP BBCJIM B BEHY CYOBCKTA M TPOAKAP Y IAIHIIH
W3 BCTABJICHHOTO KaTeTepa. B/B yCTpOHWCTBO, HAPHMED, MOYKHO BBECTH B IEPU(EPHUCCKYIO BCHY (HAIPHMED, B KUCTH
WM PYKE), B BEPXHIOKK MOJYK BEHY HIH HIDKHIOK IOy BEHY, HJIM BHYTPb NPABOTO Mpeacepaus (HampUMeEp,
LCHTPATbHBIH B/B KaTeTep);, WIH B MOJKIIOYHYHYIO, BHYTPCHHIOIO SAPEMHYIO HJIH OCIPECHHYIO BCHY H, HAIPHMED,
MPOABHHYTH IO HAMPABJICHHIO K CEPALY, MOKA OHO HE JOCTHUTHET BEPXHEH MOJOH BEHBI HIH MPABOTO MPEACCPAUA
(HampuMmep, IICHTpAJbHBIM BCHO3HBIM KateTep). B OXHOM BapuaHTE pealu3alliil HACTOSINCTO H300pPCTCHUSA
YCTPOMCTBO I HHBCKIUH IPESACTABIICT CO00H aBTOMATHICCKUI HHKCKTOP; OC3BIT0TbHBIN HHKCKTOP HIH BHCITHUN
HH(Y3HOHHBIH HAcOC. B Ge3bIroIbHOM HEDKEKTOPE HCIOIB3YIOT Y3KYIO CTPYIO )KHAKOCTH IO BBICOKHM JABJICHHEM,
KOTOpas TPOHHUKAECT B OIHACPMHC, 4YTOOBI BBECTH AaHTHTENO MWIM (PParMeHT MIH COACPKALIYI0 €ro
(papMaLCBTHUCCKYI0 KOMIIO3HIMIO B OPTaHU3M MalvcHTa. BHEIIHHE WH()Y3HOHHBIC HACOCHI MPEACTABIIFOT COOOM
MCIUIMHCKHE YCTPOMCTBA, KOTOPBIC [JOCTABSIIOT AHTHTEJNO HIH (DParMCHT WM COACPKAIIYE)  €ro
(papMaLECBTHYCCKYO KOMITO3HIUIO B OPTAHU3M MALMCHTA B KOHTPOIMPYEMBIX KOJTHUCCTBaX. BHEIIHIE HH(Y3HOHHbIC
HACOCHI MOTYT HMCTh JJICKTPHUUCCKUHA WM MEXaHWMUYCCKHH NMPHBOA. PazimmuHbBIe HACOCHI PabOTAIOT Pa3THIHBIMHU
crnocobamu, HampUMEp, MIITPHUIECBOI HACOC YACPKHUBACT KUAKOCTh B pe3epByape IINPHIA, W IOIBIKHBIN HOPIICHD
KOHTPOJIUPYET JOCTABKY >KHIKOCTH, 3JACTOMEPHBIM HACOC YIACP)KHBACT JKHAKOCTh B PACTSLKAMOM OAUIOHHOM
pe3epByape, M JaBICHHE OT 3JACTHYHBIX CTCHOK OANIOHA COBEPINACT JOCTABKY KHIAKOCTH. B mepHcTamsTHUECKOM
Hacoce HabOp POJIMKOB MEPEIABINBACT THOKUE TPYOKH, MPOTAJIKHBAS >KUIKOCTh BIiepel. B MHOTOKaHAIBHOM Hacoce

SKHUIKOCTH MOYKHO JOCTABJBITh W3 MHOKECTBA PE3CPBYAPOB MPU MHOMKSCTBE CKOPOCTCH.

[00390] DapMaLCBTHICCKUE KOMIIO3HIMY, ONMCAHHBIC B JAHHON 3as4BKE, TaKKE MOKHO BBOJUTDH C MOMOIIBEO
OE3bITOIBPHOTO YCTPOHCTBA U MOAKOKHOH HMHBEKIUH, TAKOTO KaK YCTPOWCTBa, onucanuble B mareHTax CIITA Ne
6620135; 6096002; 5399163; 5383851; 5312335; 50064413; 4941880; 4790824 mmx 4596556. Takue Oe3bIroIbHBIC
YCTpOHCTBa, COACprKaIUe YKa3aHHYIO (DapMalCBTHYCCKYH) KOMIIO3HIHIO, TAKXKEC BXOIIT B OOBEM HACTOSILCTO
n3o0pereHus. PapManeBTHYCCKUE KOMIIO3HIUH, OIHMCAHHBIC B JAHHOH 3asBKE, TAKKEC MOXKHO BBOJHUTH ITyTEM

uH(py3uH. IIpuMeps! XOpomo H3BECTHBIX HMILIAHTATOB U MOXYJICH A/ BBEACHUA (PapMALICBTHUCCKUX KOMITOZHIMHI
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BKJIFOUAFOT UMIUIAHTATHI U MOy M, onucanHble B: mareHre CIIIA Ne 4487603, B KOTOpPOM ONHCAH HMIUIAHTHPY EMBIH
MUKPOHH(Y3HOHHBIH HACOC JJII JO3MPOBAHUSA JECKAPCTBEHHOTO CPEJCTBA C KOHTPOJIHPYEMOH CKOPOCTBIO; MATCHT
CHIA No 4447233, B KOTOPOM ONHCAaH HH(Y3HOHHBIH HACOC U1 JOCTABKH JICKaPCTBCHHOTO CPEACTBA C
ompeneiacHHOH ckopocThro HH(Qy3uu; mareHt CIIIA Ne 4447224, B KOTOPOM OIHMCAHO HMIUIAHTHPYEMOC
HH(Y3HOHHOE YCTPOHCTBO C PEryJHUPYEMBIM PACXOJOM MU HEMPEPBIBHOH JOCTABKH JICKAPCTBEHHOTO CPEACTBA,
mateHT CIITA No 4439196, B KOTOPOM ONHMCAHA OCMOTHYECKAS CHCTEMA JOCTABKH JICKAPCTBCHHOTO CPEICTBA,
coJcprKamas MHOTOKAMCPHBIC OTACICHHA. MHOTHEC APYTHE TAKHEC HMIUIAHTATBI, CHCTEMBI JOCTABKH H MOJYJIH
XOPOIUO H3BECTHBI CIEIHAINCTAM B JAHHOH OOJNACTH, W T€ H3 HHUX, KOTOPBIE COAEPXaT (papMaLeBTHUCCKUE

KOMIIO3HIIHH COTJIACHO HACTOSINEMY H300PCTCHHIO, BXOIAT B 00BEM HACTOAIICTO H300PCTCHUS.

[00391] B kadecTBe aJdbTCPHATHBBI, MOKHO BBOIHTH AHTUTCIO MpOoTHB SIRPO MM AHTHTCHCBA3BIBAIOLIHMA
()parMCHT COTJIACHO HACTOAMICMY H300PCTCHUIO MCCTHBIM, 4 HC CHCTCMHBIM IIyTCM, HANPHMEP, MOCPCACTBOM
WHBCKIMH AHTHTCIIA WM (PParMCHTA HCMOCPCACTBCHHO B OMyX0Jb. Bojee TOTo, MOKHO BBOJUTH AHTHTCIIO HIIH
()parMCHT B HATPABJICHHOW CHCTCMC AOCTABKH JICKAPCTBCHHOTO CPCACTBA, HANPHMEP, B JHIIOCOME, MOKPBITOH
TKAHCCIICIH(DHICCKAM AHTHTCIOM, HAICICHHBIM, HAPUMCP, HA OMYX0JIb. YKA3aHHBIC THIIOCOMBI Oy Iy T HALCICHBI H
CCJICKTHBHO TIOTJIOMICHBI MOPAKCHHOW TKAHBI. Takue CmOCOOBI W JHIMOCOMBI BXOJAT B OOBEM HACTOSAINCTO

H300pETCHHSL

[00392] CxeMa BBCACHHSA 3aBHCHT OT HCCKOJMBKHX (DAKTOPOB, BKIFOYASA CKOPOCTH META00I3MA B CHIBOPOTKES HITH
TKAHH TCPANCBTHUCCKOTO AHTHUTCIA HWIH C€r0  AHTHICHCBA3BIBAIOLICTO (l)paI‘MeHTa, TSKECTh CHMIITOMOB,
HAMMYHOTCHHOCTh TCPAINCBTHYCCKOTO AHTHTENA H JOCTYNHOCTh KJICTOK-MHIICHEH B OHONOTHYECKOH cCperne.
[IpeanouTHTETbHO, CXeMa BBEACHHA MO3BOACT JOCTABUTH AOCTATOYHOE KOJIMUCCTBO TEPANCBTHYCCKOTO AHTHTEIA
win (pparMeHTa, YToOBI JOOUTHCA YIYUIICHHUA ICICBOTO OOJIC3HCHHOTO COCTOAHUA, B TO KC BPEMSA MHHUMH3HUPY I
HE)KeTaTeabHble MOoOOuHbIe AeiicTBHA. COOTBETCTBCHHO, KOJHYESCTBO JOCTABJICHHOTO OHOJOTHYECKOTO AarcHTa
OTHYACTH 3aBHCHT OT KOHKPETHOTO TSPANCBTHUYCCKOTO AHTUTENA M THKECTH COCTOSHHA, KOTOpoe Jieyar. JIoCTymHO
PYKOBOACTBO IO BBIOOPY NOIXOIIIMX J03 TCPANCBTUUCCKHX AHTHTET WM HX (D)parMEHTOB (CM., HampHMep,
Wawrzynczak (1996) Antibody Therapy, Bios Scientific Pub. Ltd, Oxcdopmuup, Bemukobpuranus, Kresina (pex.)
(1991) Monoclonal Antibodies, Cytokines and Arthritis, Marcel Dekker, HLm-ﬁopK, Hrro-Hopxk; Bach (pex.) (1993)
Monoclonal Antibodies and Peptide Therapy in Autoimmune Diseases, Marcel Dekker, Hsro-Hopk, Hero-Hopx; Baert
u ap. (2003) New Engl. J. Med. 348:601-608; Milgrom u ap. (1999) New Engl. J. Med. 341:1966-1973; Slamon u ap.
(2001) New Engl. J. Med. 344:783-792; Beniaminovitz u ap. (2000) New Engl. J. Med. 342:613-619; Ghosh u ap.
(2003) New Engl. J. Med. 348:24-32; Lipsky u ap. (2000) New Engl. J. Med. 343:1594-1602).

[00393] IMoaxomsmmyro 03y ONpEACTIACT NPAKTHKYIOIMWN Bpay, HAMpPUMEP, HCMOJIBb3YsA NApaMETPhl WU
(paxTOpBI, KOTOpBIC, KAK M3BECTHO HJIM IPEANOJaracTcsi B JaHHOH 00nacTH, BIMIOT Ha jeucHue. Kak mpasmio,
BBCACHHC O03bI HAYHHAKOT C KOJIHYCCTBA, HCMHOTO MCHBIICTO, YCM ONTHMAJIBbHAA A03a, 4 3aTCM NOBBIIAKOT C
HEOONBIINM IIAaroM J0 TeX MOP, MOKA HE JOOBIOTCS JKENATSIBHOTO HIIH ONTHMAIBHOTO 3(P()EKTa B COOTHOIICHHH C
KAKHMH-JIHOO HCTATHBHBIMHU MOOOYHBIMH I[GﬁCTBI/DIMI/I. Bakubie JAUATHOCTHICCKHUE KPUTCPHH BKIIIOYAOT CHMIITOMBI,
HATIPUMEP, BOCTIAJICHASA WIH YPOBCHb BBHIPAOOTAHHBIX BOCTIAJHTCIBHBIX MUTOKHHOB. OOBIMHO, KECITATCIBHO, YTOOBI
OHMOJIOTHIECKUH arcHT, KOTOPBIH OYAyT MPUMECHATH, ObLI MOJIYYCH U3 TOTO XKE BH/A, YTO M KHBOTHOE, HAIPABICHHOE
HA JICUCHHC, YTO IO3BOJIICT MHHHMHU3HPOBATh KAKOW-THOO WMMYHHBIH OTBET HA pearcHT. B ciyuae cyObekra,
MPEICTABILIOMETO COOOH HYeNIoBEKa, HANPHMEpP, MOTYT OBITh JKEJIATCIbHBI T'YMAHH3HPOBAHHBIC H IOJHOCTBIO

HCIIOBCUCCKUC AHTUTCIA.
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[00394] AHTHTEA WIH WX AHTHTCHCBA3BIBAIOINUC (DPArMCHTHI, OMUCAHHBIC B JAHHOW 3a9BKC, MOKHO BBOJHUTH
MyTeM HEMPEPHIBHOH HH(Y3HH, WM 103aMH, KOTOPBIC BBOJIAT, HAIPUMED, SKEAHEBHO, 1 - 7 pa3 B HEACTIO, OJUH pa3
B HCZICTFO, OJIMH pa3 B JBC HEICTH, OJWH pa3 B MCCAL, OAWH pa3 B ABA MECAIA, OJWH pa3 B KBapTaj, OJHH pa3 B
MOJTO/a, pa3 B rox U T.4. J[036I MOYKHO BBOJAWTH, HANIPUMEP, BHYTPUBCHHO, ITOJIKOKHO, TOMMHYCCKH, MCPOPATBHO,
HA3AIbHO, PEKTATbHO, BHYTPHMBIIICYHO, BHYTPULCPCOPATbHO, MHTPACTIHHAIBGHO IJIH IOCPEACTBOM HHTAJALHU.
CyMmmapHast ©)kCHEACIbHAS 1032, KaK MPABUJIO, COCTABIACT MO MEHbIICH Mepe 0,05 MKI/Kr MacChl Tena, ecim OpaTh
mmpe, mo MeHsei mepe 0,2 Mxr/kr, 0,5 Mkr/kr, 1 mkr/kr, 10 Mxr/kr, 100 mxr/kr, 0,25 mr/kr, 1,0 mr/kr, 2,0 Mr/kr,
5,0 mr/mi, 10 mr/kr, 25 mr/kr, 50 mr/kr win 6onee (cM., Hanpumep, Yang u ap. (2003) New Engl. J. Med. 349:427-
434; Herold u mp. (2002) New Engl. J. Med. 346:1692-1698; Liu u xp. (1999) J. Neurol. Neurosurg. Psych. 67: 451-
456; Portielji m ap. (20003) Cancer Immunol. Immunother. 52: 151-144). JIo3sI TakKe MOKHO BBOJUTH, YTOOBI
JOOUTBCS 3apaHee YCTAHOBJICHHOW IeNEeBOl KOHUEHTpanuu aHtuTena mpotuB SIRPo B chBOpoTKe CyOBEKTa,
Hampumep, 0,1, 0.3, 1, 3, 10, 30, 100, 300 mxr/mx wru 6o1ce. B Apyrux BapuaHTaxX peain3aldd aHTHTCJIO MPOTHB
SIRPa. coracHO HACTOAIMIEMY H300PCTCHHIO BBOIAT, HAMPUME]P, MOIKOKHO HJTH BHYTPHBCHHO, OJHH Pa3 B HCACITIO,
OJIWH pa3 B JBC HCACIH, OAWH Pa3 B 4 HCICTH, OJUH Pa3 B MCCAI, OJIWH pa3 B ABA MCCALA WITH OJWH Pa3 B KBapTal B

komuectse 10, 20, 50, 80, 100, 200, 500, 1000 wm 2500 mr/cyobekTa.

[00395] B nannOii 3asBKe TepMUH «3((EKTHBHOEC KOJHYCCTBO» OTHOCHTCS K KOJHYECTBY AHTHTEIA NMPOTHB
SIRPo. uiH €ro aHTHUTEHCBA3BIBAIOINETO (PparMeHTa COTIACHO HACTOSINEMY H300PETCHHUIO, KOTOPOE IPH BBEIACHHH
OTACTHHO WM B KOMOWHALIMH C JOTOJHHTCIBHBIM TCPAIICBTHUCCKHM arcHTOM B KJIETKY, TKaHb HJH CyOBEKTa
3(PEKTHBHO HHAY IMPYCET H3MEPUMOE YIIYUIICHHE OJHOTO HiH O0JIee CHMITOMOB 3a00JI€BaHUS, HAIPUMEP, paKa, HiId
TeueHHA paka. DPPeKTHBHAS 1032 AOMOJHHTEILHO OTHOCHTCA K TAKOMY KOJIHMUCCTBY aHTUTENA WU €ro (pparMeHTa,
KOTOPOTO JOCTATOYHO, YTOOBI MMPUBECTH K IO MEHBINCH MEpe YACTHUHOMY CHIDKCHHIO BBIPHKCHHOCTH CHMIITOMOB,
HAIIPHMEP, YMCHBIICHHIO PAa3MEPOB WM HMCYC3HOBCHHIO OIyXOJH, OTCYTCTBHIO POCTa OIYXOJH, YBEIHUCHHUIO
BPCMCHHM BBDKHBAHMA. B OTHONICHHM OTACIPHOTO AKTUBHOTO MHTPEAHMCHTA, KOTOPBIH BBOJAT OTICIBHO,
3¢ dexTHBHAA 1032 OTHOCUTCS K JAHHOMY MHIPEIUCHTY OTACTIbHO. B oTHOMECHNH koMOUHAImH, >((eKTHBHAS 1032
OTHOCHTCS K OOBCAMHCHHBIM KOJIMUCCTBAM AKTHUBHBIX HHIPCAUCHTOB, KOTOPBIC NMPHBOJAT K TCPANCBTHUCCKOMY
3(peKTy, KOTOPBIC BBOJAT JHOO B KOMOMHAIMH, JHOO IOCICIOBATCIBHO, THOO OJHOBPEMCHHO. J(P(PECKTHBHOC
KOJIMUCCTBO TEPANCBTHUCCKOTO CPEACTBA OYyACT MPUBOANWTH K YJYUIICHHIO AHATHOCTHYCCKOTO KPHTCPHUS WA
mapaMeTpa mo MeHsei Mmepe Ha 10%; 00bprdHO Mo MeHbIIeH Mepe Ha 20%; MPeamOYTHTEILHO MO MEHBINCH MEpe
mpubImH3HTeIbHO Ha 30%; 001ce MPSAMOUTHTEIIFHO MO MCHBINCH Mepe Ha 40%, W HAHOOJICE MPECAMOYTHTSIBHO O
MmeHbmied Mepe Ha 50%. D((pexTHBHOE KOMMUYECTBO TAKKe MOXKET NMPHUBOAHTH K VIYUIICHHIO CYOBCKTHBHOTO

KPHTEPHS B CIyHasX, KOIa CyOBbEKTUBHbBIC KPUTSPHH HCIOIB3YIOT A/ OLICHKH TSLKECTH 3a00JICBaHHAL

Ha0opb1
[00396] JIOTOTHATCITEHO TPEIIOKCHBI HAOOPHI, COACPIKANIMC OJWH HWIH O0JCC KOMIOHCHTOB, KOTOPBIC
BKJIFOUAKOT, HO HE OTPAaHWYCHBI aHTHTEI0M NpoTuB SIRPo vitw aHTHTeHCBA3BIBAIOIIM (PparMeHTOM, 00CYKIAEMBIMHA
B JAHHOH 3afBKE, B COYCTAHWHM C OJHHM MM OOJEC MONOJTHUTCIBHBIMH KOMIIOHCHTAMH, BKJIIOYAsi, HO HE
OTPaHMYMBAACH (PAPMANEBTHUCCKH MPUEMIICMBIM HOCHTEJIEM H/WIIN TEPANIEBTHYCCKUM arcHTOM, 00CYKIacMbIMH B
JAHHOH 3aiBKe. AHTHTENO WM (PParMEHT H/HIIH TCPAIICBTHUCCKHH areHT MOKHO BKJIFOYHTH B COCTaB OCCIIPHMECHOH
KOMITO3HIMH HJIH KOMOWHHpOBaTh C (PapMANCBTHYECKH IPHEMIIEMBIM HOCHUTENEM B (DapMaLCBTHUCCKOH

KOMITO3HIIHH.

[00397] B oagHOoM BapmaHTe peammzammd  HaGop comepikur aHTHTeno mpotuB  SIRPa wim  ero

AQHTUT'CHCBA3BIBAIOINMH (PPArMEHT COTJIACHO HACTOSIIEMY H300PSTCHHIO HIH COACPIKAINYIO €T0 (hapMaLeBTHUCCKYIO
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KOMITO3HIMIO B OJHOM KOHTCHHEpE (HANpHMEP, B CTCPHJIBHOM CTECK/SIHHOM HJIH IUIACTHKOBOM (pIakoHe) w/mimu
TEPANeBTUUCCKHUIN aTreHT U COACPIKAIIYIO €T0 (JapMaLlECBTHICCKYIO KOMIIO3ZHIIHIO B IPYTOM KOHTEHHEPE (HAIpUMED, B

CTCPHJIBHOM CTCKJ/IIHHOM HJIH INTACTHKOBOM (I)J'L':IKOHC).

[00398] B npyrom BapuaHTe peaan3anuy HaOOP COACP>KUT KOMOWHAIIMIO COTJIACHO HACTOAIIECMY H300PCTCHUIO,
BKIIOYAOINYI0 aHTuTen0 npoTtuB SIRPo MaM €ro aHTUTCHCBABHIBAKOIUE (PParMEHT COINIACHO HACTOSAIEMY
H300PETCHUIO BMECTE ¢ (PapMALCBTHYCCKU MPHUEMIICMBIM HOCHTEICM, HEOOA3aTCIbHO B KOMOWHALMH C OXHHUM HITH
0oyec TCPAMCBTHUYCCKUMH Ar¢HTAMH, BKTIOUCHHBIMH B OJWH COCTaB, HEOOA3aTEIbHO B (DapMALCBTHUCCKOM

KOMITO3HIH B OJJHOM 00IIEeM KOHTCHHEpE.

[00399] Ecnu Habop comepkuT (PapMALCBTHUCCKYH) KOMIIO3HIIHIO I MAPCHTCPATBHOTO BBCACHUA CYOBCKTY,
TO HabOP MOYKET COACPKATh YCTPOHCTBO 1T OCYICCTBIICHHS TAKOTO BBeACHMA. Hanpumep, Habop MOXKET COACPKATh
OIHY WiH 00JCC WIJT AT MOAKOKHBIX WHBCKIHI WIH APYTHC YCTPOHCTBA M1 HHBCKIMH, KOTOPEIC 00CYKIATHCH

BBIIIC.

[00400] HaGop MoOeT coacpkaTh JUCTOK-BKIABIN, COACPKAMHAA  WH(POPMALNHIO, KACAIOLIYIOCS
(bapManeBTHYCCKIX KOMIIO3HIMH H JEKapCcTBCHHBIX (hopM B Habope. Kak mpaswmio, Takas wmHpOpMAIHS MOMOTAcT
TMAIMEeHTaM W BpadaM >(Q@QekTHBHO W O€30MaCHO NPUMEHATH 3asABJICHHBIC (papMaleBTHUYCCKHE KOMIIOZHIMH H
JeKapcTBeHHBIE (opMbl. Hampmvep, BO BKJIAABIIE MOTYT OBITh VKA3aHbI CICAYIOIIHEC CBEIACHUS, KACAFOIHECS
KOMOWHAIIMA COTJIACHO HACTOAIMCMY H300pCTCHHIO: (DAPMAKOKWHCTHKA, (DapMAaKOJAWHAMHKA, KIHHHYCCKHC
HCCIIEI0BAaHMA, mapaMeTpsl 3(P(PEKTHBHOCTH, MOKA3aHHA M HPHUMCHCHHC, IPOTHBOIOKA3AHMUSA, IPEXyIPEKACHUS,
MPEIOCTEPESKCHUS, HEKEIATCIbHbIC PEaKIUK, NEPEIO3HPOBKA, IPABHIIbHAS [O3MPOBKA M BBEACHHE, KaK HX
MOCTABIIATS, NPAaBHJIBHBIC ~ YCIOBHA  XPaHCHHI, CCBUIKM  HAa  HCTOYHHKH, uHpopMmamus O

MPOU3BOIUTEIIC/ TUCTPUOBIOTOPE B HH(POPMALKA O MATCHTAX.

[00401] Habop MokeT Taoke COACPATh BTOPOH TCPANCBTHUCCKHUN arcHT, HANPHMEP, OAMH WM Ooee U3
creayromuii arcHros: antureno nmpotus CD47, antuteno mpotus APRIL, antureno mporus PD-1 (Hampumep,
HHBOIyMa0, memOpommi3ymad, antureno mporus PDLI1, anrureno mportus TIGIT, antureno mpotus CTLA4,
anrureso npotus CS1 (Hampumep, 310Ty3yMad), antureno nporus KIR2DL1/2/3 (HanpumMep, mipuiyMal), aHTHTEIO0
mpotus CD137 (wampumep, ypeayma0d), antureno npotus GITR (mampumep, TRX518), antureno mpotus PD-L1
(wampumep, BMS-936559, MSB0010718C wm MPDL3280A), antutreno mpotus PD-L2, antureno mpotus ILT1,
anTtureno npotus ILT2, antureno npotus ILT3, antureno nmpotus ILT4, antuteno npotus ILTS, antureno nmpotus
ILT6, artureno npotus ILT7, antureno npotus ILTS, antuTeno nporus CD40, antrTeno npotus OX40, anTHTEN0
npotus ICOS, anrureno nporus KIR2DL1, anrureno nporus KIR2DL2/3, antureno nporus KIR2DLA4, antureno
npotus KIR2DL5A, anrureno mporus KIR2DL5B, anrureno mpotus KIR3DLI1, antureno mporus KIR3DL2,
antuteno nporus KIR3DL3, anrureno mpotuB NKG2A, anrureno mpotus NKG2C, anrureno nporus NKG2E,
arTuten0 mpoTHe 4-1BB (mampumep, PF-05082566), antuteno npotus TSLP, antuteno mpotus IL-10, IL-10 um
nermwmpoBaHHbiid [L-10, wmm m000# HH3KOMOJCKY ISIPHBIH OpraHMYCCKHN WHIHOWTOP TAKUX MHIICHEH; aHTUTEIO
WA €TO0 AHTUTCHCBA3BIBAIOIINI (PPATMCHT CBSA3BIBACTCA C AHTHUICHOM, BBHIOPAHHBIM H3 TPYIIBL, COCTOSAICH H3
creayromux antureHoB. AMHR2, AXL, BCMA, CA IX, CD4, CDle6, CD19, CD20, CD22, CD30, CD37, CD38,
CDA40, CD52, CD98, CSFIR, GD2, CCR4, CS1, EpCam, EGFR, EGFRVIIL, suanormua, EPHA2, EphA3, FGFR2b,
peuenTop (pommenoi kuciote anbpa, pykosmwn-GM1, HER2, HER3, IL1RAP, antureH muenomsl-kanma, MS4A1,
peuenrtop mponaktuHa, TA-MUCI u PSMA; purykcuma0d, yomutykcumab, maprerykeumad, IMGN-529, SCT400,
BeaTy3yMad, obunyTy3ymad, ADCT-502, Huld.18K322A, Hu3F8, auHyTykKcmMad, Tpacty3ymad, IEeTyKCHUMao,
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purykcnmad-RLI, ¢.60C3-RLI, Hul4.18-IL2, KM2812, AFMI13 u (CD20),xCD16, spnotuHuO (Tapucsa),
JaparyMyma0, anemMTy3ymMad, mepTry3ymad, OpeHTykcmMad, amoty3ymad, wuoputymMomad, u(padoty3ymad,
(paprery3ymad, oTiepTy3yMad, KapoTykcuMmad, smpary3ymad, mHeOmmm3ymad, aymperysymad, 4G7SDIE, AFM21,
AFM22, 1Y-3022855, SNDX-6352, AFM-13, BI-836826, BMS-986012, BVX-20, moramymu3zyma6, ChiLob-7/4,
nerkoTykcumad, uzatykcumad, DS-8895, FPA144, GM102, GSK-2857916, IGN523, IT1208, ADC-1013, CAN-04,
XOMA-213, PankoMab-GEX, chKM-4927, IGN003, IGN004, IGN005, MDX-1097, MOR202, MOR-208,
omopTy3yMad, 3HCHTYKCHMAO, BSIOTHH (aaueTpuc), noputymomad tuykceran, ABBV-838, HuMax-AXL-ADC, u
amo-Tpacty3ymMad 3MTAaH3WH (KAACHIA), Jy4eBas TCPamus WIH XHMHOTCPANICBTUUCCKHE ArCHTHI BKIFOYAsS, HO HE
OTPAaHHYHBASCh NMECPCUHCIICHHBIMH. AHTPALMKINHBI (JOKCOPYOUIUH, SMHPYOUIMH, AAayHOPYOHIMH, HAAPYOHUIHH,
MHTOKCAHTPOH), OKCAJMIUIATHH, OopTe3oMuO, nukaodochamMua, OJCOMHIHH, BOPHHOCTAT, MAKIHTAKCCI, S-
(Topypanmi, UHUTApaOWH, TPCAHHU30JOH, AOoUCTakced, MHUTOMHIMH C, TONMOTCKAH/KAMOTOTCIHMH, 3STOTO3HI,
30JICIPOHOBYIO0 KHCIIOTY, MCTOTpPEKCAT, HOpPYTHHHO, adumbeprent, OcBamm3ymMad, TOpeMuH(CH, BHHOIACTHH,
BHHKPHCTHH, HACTATUCHO, MCPKANTONYPWH, TANHAOMHUA, COpa(eHHO, NUKIMYCCKUH TUHYKICOTHI WIH IPyToi

aronuct curHanbHOTO MyTH STING; 1 T.71.

Ha0ops1 17151 feTEeKTHPOBAHNS M TePANEBTHYECKHE HAOOPBI
[00402] Jma ymoOctea, amtmTeno mpotuB SIRPo wWnW €ro aHTHICHCBASHIBAKOIIHI (DPArMCHT COTJIACHO
HACTOANIEMY H300PETCHHIO MOTYT OBITh NPEUIOKCHBI B HAOOpE, T.€., B YIAKOBAHHONW KOMOWHALMHM PEarcHTOB B
3apaHee OMNPEICICHHBIX KOJNHYECTBAX C MHCTPYKIIAMH IO IPOBEACHHIO IHATHOCTHYCCKOTO AHAMH3A HIIH
JeTekTHpoBaHuA. Eciu aHTHTENO MM (pparMeHT MOMEUCHBI ()epMEHTOM, TO HaOOp OyJeT comep arh CyOCTpaTsl U
Ko(haKTOPBI, HCOOXOAMMBIC MIA JAHHOTO (PepMEHTA (HAMpHUMEP, CyOCTpaT-mpeAMICCTBCHHIK, KOTOPBIH 00Opasyer
JETCKTHPYEeMBI Xpomodop wm ¢uyopodop). Kpome T0ro, MO’KHO BKIIFOUHTH B HA0OP APYTHE BCIIOMOTATCIBHBIC
BCINECTBA, TAKHE KaK CTaOHIH3aToPhl, Oy Ppeps! (Hanmpumep, OIokupyromui 0y hep win mu3upyronui 0y dep) u Tomy
noA0OHBIC BeIecTBA. OTHOCHTEIBHBIC KOJIMUECTBA PA3IHYHBIX PEATCHTOB MOTYT H3MCHATHCS B ITHPOKOM JUANIA30HE,
YTOOBI 0OECIEUUTh KOHLICHTPALHH B PACTBOPE PEATCHTOB, KOTOPBIC MO CYIIECTBY ONTHMU3UPYIOT YyBCTBHTCILHOCTD
aHanu3a. B 4aCTHOCTH, peareHThI MOTYT OBITh IPEIIOMAKEHBI B BUIC CYXHX IIOPOIIKOB, OOBIYHO JIHO(DHIH3HPOBAHHBIX,
COJCPIKAIIX BCIIOMOTATEIBbHBIC BEIICCTBA, KOTOPBIC IPU PACTBOPCHUH MO3BOJIAT MOJIYYHTh PACTBOP C MOAXOIAMCH

KOHLCHTPALUCH PEAarcHTOB.

[00403] Taxoxe mpeaIosKCHBI PCATCHTHI H HAOOPHI AT JUATHOCTHKH WJTH JCTCKTHPOBAHHA, COACPIKAIINC OJUH
nin Oonee TaKWX PEArcHTOB I NMPHMCHCHHUS B PA3IHYHBIX AHATH3AX ACTCKTHPOBAHHWS, BKIIOYAS, HAIPHUMEP,
uMMyHOaHaMU3bl, Takue kKak ELISA (conaBuu-THNA WKW KOHKYpEHTHBIH (popmar). KoMmoHeHTH! HabOpa MOYKHO
TIPEABAPUTEIBHO MPUCOCAHHATD K TBEPAOH IMOTOKKE MITH MOYKHO HAHCCTH HA IIOBEPXHOCTH TBEPAOH MOMJIOKKH B
Tporiecce WCTIONBb30BAaHUA HA0Opa. B HEKOTOPBIX BAapHAHTAX peaH3allill HACTOSINETO H300PETCHHSA CPEACTBA
BBIPA0OTKH CHTHAJAa MOTYT OBITh IOCTABJCHBI 3apAaHEC CBI3AHHBIMH C AHTUTEIOM MWIH (PPAarMEHTOM COTIIACHO
HACTOAIIEMY H300PETCHHIO, HIIH MOXKET MOTPEOOBATHCI WX KOMOWHHPOBAHHE C OJXHUM HIH O0Jice KOMIIOHCHTAMH,
HampuMmep, Oy(epaMu, KOHBIOTaTAMH AHTHTCTO-(PESPMEHT, cyOcTpatamu ()CPMCHTOB HIH TOMY MOJAOOHBIMH
KOMITOHCHTaMH, Tiepe] npuMeHeHneM. Habopsl Taxke MOTYT COACPKaTh AOIOTHUTEIbHBIC PEarcHTHI, HAPHMED,
OJIOKHMPYIOINME PEAreHTHI UI1 YMCHBINCHHA HECHECHU(PHMUCCKOTO CBA3BIBAHHA C IOBEPXHOCTBIO TBEPAOH (hasbl,
PCarcHTHI 1 MPOMBIBKH, CYOCTPATHl (PSPMCHTOB H TOMY NOJ0OHBIC pearcHTHI. [10BSpXHOCTD TBEPAOH (ha3el MOKET
OBITh NpEACTaBICHA B BUAC NPOOHPKH, I'PAHYJBI, MHKPOTHTPALMOHHOTO IUIAHIIETa, MHKPOC(EpH WIH APYTHX
MaTEPHANIOB, MOAXOMAINUX JII HMMOOHIH3AIMYU OCIKOB, IENTHIOB MM MOJHICITHIOB. B KOHKPETHBIX acmeKkTax

(pepMEHT, KOTOPBIH KATATH3HPYET OOPA30BaHHEC XCMUIIIOMHHCCICHTHOTO WJIH XPOMOTCHHOTO MPOAYKTA WJIH
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BOCCTAHOBJICHHC XCMIIFOMHHCCICHTHOTO HJIM XPOMOTCHHOTO CyOCTpara IpeAcTaBieT coO0H KOMIIOHCHT CPEICTB
BBIPA0OTKH curHaia. Takue (pepMEHTHI XOPOIIO M3BECTHBI B JaHHOH oOnacTu. Habopsr MOTyT coaep kaTh 000 U3
3aXBaTHIBAOIIUX aTCHTOB U ICTCKTUPYIOIIUX PEAarcHTOB, OMMMCAHHBIX B JaHHOH 3asBke. HeoOs3arempHO HAOOp TaKoke

MOKET COACP)KaTh HHCTPYKIHH IO OCYILECTBICHUIO CIIOCOO0B COTTIACHO HACTOAINEMY H300PCTCHHIO.

[00404] Taroxe mpennokeH HaGop, comeprkamuii antutesno nmpotuB SIRPo (HampmMep, TyMaHH3HPOBAHHOC
QHTHUTEJIO) WM €TO AaHTHICHCBA3BIBAIOINHIT ()parMeHT, yTAKOBAHHBIH B KOHTCHHED, TAKOH Kak (pIakoH HIH Oy ThUIKA,
H JONOJHHTCIPHO COACP/KAINMH OTHKCTKY, NPHKPCIVICHHYI0 K KOHTCHHEPY HJIH YIAKOBAHHYIO BMECTEC C
KOHTCHHEPOM, HA YKA3aHHOH OTHKETKEC ONMHCAHO COACPKHMOC KOHTCHHEpA W NPHBEACHBI YKA3aHHSA H/WIH
HHCTPYKIMH 10 MPUMEHCHHIO COACPKUMOTO KOHTCHHEpA IS JICHECHHS OJHOTO WK O0J1ee O0IC3HCHHBIX COCTOSHHUH,

OIIHCAHHBIX B JIAHHOH 3asBKE.

[00405] B omHOM acmekTe HAOOp MpeTHA3HAYCH T JICUCHHA Paka W COACPKUT aHTHTenHo mpotuB SIRPa
(HampuMep, TYMAHH3HPOBAHHOC AHTHTCJIO) WIH Cr0 AHTHTCHCBARBIBAKOINUN (DPaTMCHT W JOTIOTHHTCIIBHBIN
TCpaNeBTUYCCKUH arcHT WM BaKOuHy. Habop HeoOM3aTenbHO MOKET JONOJHHTEIBHO COJACPIKATh IIMPHIY IS
MAPCHTCPATFHOTO, HAIPHMEP, BHYTPHBCHHOTO BBCACHHA. B mpyrom acmekre HaOOp COACPKHT AHTHTCIIO MPOTHB
SIRPo. (mampuMep, TYMAHH3HPOBAHHOC AHTHTCIIO) HWIH Cr0 AHTHTCHCBARBIBAKOINHUN (DParMCHT H STHKCTKY,
MPUKPEIVICHHY KO K KOHTCHHEPY WJIH YIAKOBAHHYI0 BMECTE C KOHTCHHEPOM, ONHCHIBAKOLIYIO MPUMEHEHHE AaHTHTEA
Wik ¢ro (pparMeHTa BMECTC C BAKIWHOW WIH JOMOJHHUTCIBHBIM TCPANICBTHUYCCKHM arcHTOM. B apyrom
JIOTIOJTHUTCIIHHOM aCTICKTS HA0OP COACPKUT BAKIMHY WJTH JOTIOTHUTCIBHBIN TCPANCBTUUCCKUN ArcHT W 3THKCTKY,
MPUKPEIUICHHYIO K KOHTCHHEPY WU YIAKOBAHHYIO BMECTE C KOHTCHHEPOM, ONMUCHIBAIOIYI) MPHMECHCHHE BAKLIUHBI
WIH JOTOTHHUTCIIFPHOTO TCPAICBTUUCCKOTO arcHTa BMecTe ¢ antutenoM mpotuB SIRPo wmm ero ¢gparmentom. B
HCKOTOPBIX BApHAHTAX peamu3aruu anTuteno npotus SIRPo u BakiuHA WM JOMOJHUTCIBHBIA TCPANCBTHUCCKHIMA

ArCHT HAXOJATCA B OTACIBHBIX (I)J'IaKOHaX HJIA 06’I>CI[I/IHCHI>I B OJHOM (I)apMaI.[eBTPI‘IeCKOfI KOMITO3HIIUH.

[00406] Brime B pazaenc KOMOHMHHPOBAaHHOH Tepamuu 00CY’KAAlIOCh, YTO AJISI COBMECTHOTO BBEACHHA JBYX
TCPANECBTUYCCKUX arCHTOB HE TPEOYyeTCs, YTOOBI YKA3aHHBIC ar¢HTHI BBOJIIH B OJHO U TO K& BPEMs HJIH OJHUM U
TEM JKE IyTeM, IPH YCIOBHH, YTO IEPHOABI BPEMCHH, KOT/IA YKA3aHHBIC ar¢HTHI OKA3hIBAIOT CBOC TCPANCBTHUCCKOE
JeiicTeue, mepekpsBaroTca. OXHOBPEMEHHOE WIH IOCICAO0BATCIBHOE BBEACHHE BXOAHT B O00BEM HACTOSIIETO

I/1306peTeHI/I}I, KaK U BBCACHHC B PA3JIMIHBIC JHU HJIH HCOCTIH.

[00407] Taxyxe MO’KHO TIOATOTOBHTH TCPANICBTUUCCKAC HAOOPHI M HAOOPHI I ICTCKTHPOBAHUSA, OIMMHCAHHBIC B
JAHHOH 3adBKe, KOTOPBIC COACPKAT MO MEHBIICH Mepe OAMH H3 CICAYIOIUX KOMIIOHCHTOB: AHTHTENO, NENTHA,
AQHTHTCHCBS3BIBAONMH (DPArMCHT WM HOJNHHYKJICOTHZ, ONMHCAHHBIC B JAHHOW 3asABKE, - H HHCTPYKLHH IO
MPUMEHECHHIO KOMITO3UIHH B KQUECTBE ACTCKTUPYIOIIETO PEArcHTa WM TEPANEBTHUCCKOTO arcHTa. KOHTeHHeph! 4714
MPUMCHCHHA B TAKWX HAOOpaxX OOBIYHO MOTYT BKJIHOUATH N0 MCHBINCH Mepe oawH (DIaKOH, MPOOHPKY, KOOy,
OyTBUIKY, INNPHUI WU APYrod MOAXOMIINHMIT KOHTCHHEp, B KOTOPBIH MOXKHO TNIOMECTHUTh OJHY HWJH Oonee
JCTEKTHPYIOMUX W/ TEPANICBTHYCCKUX KOMITO3HIHI, W MPEANOYTHTECIBHO MOAXO MM 00pa30M Pa3JcIuTh HA
anuKBOTHL. Ecim Taxoke MpeaiosKeH BTOPOH TEPANCBTHUCCKHH arcHT, TO HA0OP TAKKE MOKET COACPKAaTh BTOPOI
OT3JINYHBIA KOHTCHHEP, B KOTOPBIH MOKHO MMOMCCTHTD JAHHYEO BTOPYIO ACTCKTHPYIOMIYIO H/HITH TCPATICBTHUCCKY IO
KOMITO3HIHIO. B kKauecTBe anbTepHATUBBI, MHOKECTBO COCIMHCHHH MOKHO MOJYYUTh B OJHOH (papMarieBTHUCCKOH
KOMITO3HIMH M MOKHO YIIAKOBaTh B OJWH KOHTCHHEP, Takoi kak (hrakoH, konda, Impui, OyThUIKA HIHM APYroi
TOIXOAAIIIH OOHH KOHTCHHEp. HaOopel, omuCaHHbIC B JAHHOI 3ajABKE, TAKKE OOBIMHO OYAyT COACPKATH CPEACTBA

U1 yAepKuBaHUA (DIaKOHA(-OB) PAAOM JpyT C APYTOM ATA KOMMCPUCCKOHW MPOJAKH, TAKHC KAaK, HATIPHUMED,
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H3TOTOBJICHHBIC JIATHEM IO/ JABJCHHCM HIH BBIAYBHBIM (DOPMOBAHHMCM IIACTHKOBBIC KOHTCHHEPHI, B KOTOPBIX
YIACPKHBACTCA(-IOTCA) IKeIATeabHbIi(-¢) (aakoH(b). Ecmu B HabOpe CONCP)KUTCA PAIHOAKTHBHAS METKA,
XPOMOTCHHAS METKA, (DTyOPOTCHHASI METKA WM APYTO# THI ACTCKTUPYCMON METKH HJTH CPEACTB OOHAPY KCHHUS, TO
BBO/UIIIHI METKY arcHT JHOO MOXKET OBITh MPEAJIOKECH B TOM JKC KOHTCHHEPE, UTO M caMa JCTCKTHPYIOMIAS WITH
TCPANCBTUUCCKAS KOMIIO3HIHS, JTHOO, B KAUCCTBE AJBTCPHATHBBI, MOXKCT OBITh MOMCIHICH BO BTOPOW OTIHYHBIN
KOHTCIHEp, B KOTOPBIH JAHHYI) BTOPYIO KOMITO3HLUIO MOKHO TMOMECTHTh H MOAXOIAIIMM 00pa30M pa3aciuTh HA
aMuKBOTHL B KauecTBe aTbTCPHATUBBI, ACTCKTHPYIOIIHIA PEATCHT W METKY MOKHO MOJIYYHTh B OJHOM KOHTCHHEPE, H,
B OOJTBIIMHCTBE CITy4yacs, HAOOP Takke 0OBIMHO OyICT COACPIKATh CPEACTBA A1 YACPKUBAHHS (DIakoHA(-0B) PIIOM

JPYT C APYTOM A1 KOMMEPYECKOH MPOAKH W/HIH YAOOHOH YIAKOBKH H TOCTABKH.

[00408] Taxoxe MPSAIOKCHO YCTPOHCTBO WJIM AIMAPaT A OCYINCCTBICHHUSA CHOCOOOB JACTCKTHPOBAHUA HITH
MOHHTOPHHIA, OMACAHHBIX B JAHHOH 3as1BKC. Takoe YCTPOWCTBO MOYKET BKITFOUATH KAMCPY HITH MPOOHPKY, B KOTOPYIO
MO>KHO BHECTH 00pa3eL, CHCTEMY 11 pa0OTHI C KHIKOCTHIO, BOBMOKHO BKTIOUAIONIY O KJIANIAHBI HITH HACOCHI, YTOOBI
HATIPABJIATh MOTOK 00pa3la Mo YCTPOICTBY, HCOOA3ATCIBHO (DHIBTPHI IS BBIICACHUS ILTA3MBI WITH CHIBOPOTKH W3
KPOBH, KAMCPBI I CMCINWBAHHA I8 JOOABICHHUA 3aXBATHIBAFOIINX ATCHTOB WM JCTCKTHPYIOIMMX PCATCHTOB H
HEOOS3aTEIBbHO ICTEKTUPYIONIEE YCTPOHCTBO U OOHAPYKEHHA KOJHYCCTBA JCTEKTUPYEMON METKH, CBSI3AHHOH C
HMMYHOKOMILTICKCOM 3aXBaTBHIBAIOMICTO arcHTa. [I0TOK 00pa3na MOKeT OBITh MACCHBHBIM (HATIPHMEP, IO ACHCTBHCM
KAMAJUTIPHBIX, THAPOCTATHYCCKAX WU APYTUX CHJI, KOTOPHIC HE TPCOVIOT JOMOJHHTCIBHBIX MAHUITYIANHN CO
CTOPOHBI YCTPOMNCTBA IMOCIIC HAHCCCHHUA 00Pa3Ia) WM AKTUBHBIM (HATPUMEP, MO ACHCTBHCM MPHIOKCHHOHW CHITHI,
CO3JaHHOH MEXaHHYECKHMH HACOCAMH, ICKTPOOCMOTHYECKIMH HACOCAMH, IICHTPOOEKHOH CHITBI HITH MIOBBIIICHHOTO

AAaBJICHUA BO3AY Xa), HJTA OCYIICCTBIATHC KOM6I/IH3HI/ICﬁ AKTHBHBIX H MACCHBHBIX CHJI.

[00409] B n0mOHHUTEABHBIX BAPHAHTAX PEATH3ALIH TAKKE MPEITIO0AKESH MPOIECCOP, MAIIMHOUYUTACMAs IAMATh
H IpoueAypa, KOTOpasd XPAaHUTCS B MAIMIMHOYMTACMOH NMAMATH U NPUIOJHA A BBIMOJHCHHS MPOLECCOPOM A
OCYIIECTBIJICHH JTFOOOTO U3 CTOCOO0B, OMMUCAHHBIX B JAHHOM 3asABKe. I IpuMEphI OIXO0MAIIIX KOMITBEOTCPH30BAHHBIX
CHCTEM, Cpeld WuiH KOH(PHUIYpalHi BKJIIOYAIOT TCPCOHANBHBIC KOMITBEOTEPBI, CCPBEPHBIC KOMITBIOTEPHI,
MIOPTaTUBHBIC WM IEPEHOCHBIC YCTPOHCTBA, MHOTONPOLIECCOPHBIC CUCTEMBI, CHCTEMBI HA OCHOBE MUKPOIIPOLIECCOPA,
KOMITBFOTCPHBIC TPHCTABKH, MPOTPAMMHPYEMYI0 OBITOBYH) JNCKTPOHHKY, ceTeBble I[1K, MHHH-KOMIIBIOTEPHI,
YHHUBEPCAIBHBIC 3JICKTPOHHO-BBIUUCIUTCILHBIC MAIIHHBI, PACHPEIACICHHYI) BBIUUCIHTCIBHYIO CPEAY, KOTOPBIC
BKJTFOYAKOT JEOOBIC W3 OMHCAHHBIX BBIIIC CHCTCM HJIH YCTPOHCTB HJIH JTFOOBIC TPYTHC CHCTCMBL, H3BCCTHBIC B JAHHOM

00IacTH.

NPEANNOYTUTEJIBHBIE BAPUAHTBI PEAJIN3ALIUNA
Bapwmant peaymzanmy 1. AHTHTENO WM €r0 aHTHTCHCB3bIBAOIMH (pparMeHT, kKoTophie cBs3biBaroTcsa ¢ SIRPa
YEIOBEKA, OTIMYAOIHECS TEM, YTO AHTHTEJIO HUTH €T0 AaHTUTCHCB3BIBAIONINE (PparMeHT CoaeprKaT OMH WK 00JIee
H HEOOs3aTeIbHO KAXKIBIH H3 MEPEUNCICHHBIX:

a. CDRI BapuaOeapHOI 00NACTH THKCIONW ICTH, BKIFOUAIOIINI MOCICA0BATCIFHOCTS aMHHOKHCIIOT SEQ ID
NO: 69 nimm mocneroBaTeIbHOCTh AMHHOKHCIOT, oTimdaromyrocsa or SEQ ID NO: 1 ma 1, 2 mwm 3
KOHCCPBATHBHBIC 3aMCHBI,

b. CDR?2 BapmabempHOI 007aCTH TSHKEIOH LETH, BKIIOYAOIIHI MOCICI0BATCIBHOCTE aMAHOKHCTOT SEQ ID
NO: 70 unm mocnexoBaTeIbHOCTh AMHHOKHCIOT, oTimdatromyroca or SEQ ID NO: 2 ma 1, 2 wm 3

KOHCCPBATHBHBIC 3aMCHBI,
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CDR3 BapuabenpHO 001aCTH TSHKESIOH LETH, BKIIFOUAROIIHNA TOCICI0BATCIFHOCTh aMHHOKHCIIOT SEQ ID
NO: 71 unm mocnexoBaTeIbHOCTh AMHHOKHCIOT, oTimdaromyroca or SEQ ID NO: 3 ma 1, 2 wm 3
KOHCCPBATUBHBIC 3aMCHBI,

CDRI1 BapuaGenpHO 00JaCTH JCTKOH IeTH, BKIFOUAIONINNA MOCICA0BATCIBHOCTh aMuHOKHUCIOT SEQ ID
NO: 72 unmu mocnexoBaTeAbHOCTh AMHHOKHCIOT, oTamyarormyrocs or SEQ ID NO: 4 wa 1, 2 wmm 3
KOHCEPBATHBHBIC 3AMCHBI,

CDR?2 BapuabenpHOi#l 00JaCTH JETKOH LENH, BKIIOYAKINUI MOCICA0BATEIBHOCTh aMHHOKHCTOT SEQ ID
NO: 73 wnu mociex0oBaTeIbHOCTh AMHHOKHCIOT, oTiamyaromyrocs ot SEQ ID NO: 5 ma 1, 2 wm 3
KOHCCPBATHBHBIC 3aMCHBI, H

CDR3 BapuabGenpHOM 00MACTH JICTKOH ICH, BKIFOUAIONIHA MOCICIOBATCIBHOCTE aMHHOKHCITIOT SEQ ID
NO: 74 wnmm mocnexoBaTeIbHOCTh AMHHOKHCIOT, oTiamyaromyrocsa ot SEQ ID NO: 6 wa 1, 2 wm 3

KOHCCPBATHBHEBIC 3aMCHBI.

HTH OTJIHYAIOIIHECS. TEM, YTO AHTHTEJIO HJIM €r0 AHTHUICHCBS3BIBAIOINNI (DPATMEHT COACPIKAT OJWH HIH OOjiee U

HE00A3aTCIBHO KAXKIBIH U3 MICPCUHCICHHBIX:

g.

CDRI1 BapuabenpHOI 001aCTH THKESIOH LETH, BKIFOUAROIIHEA TOCICA0BATCIFHOCTh aMHHOKHCTOT SEQ ID
NO: 1 wm moCiIeaOBATCIFHOCTE AMHHOKHCIOT, oTimyarmyrcs or SEQ ID NO: 1 ma 1, 2 wm 3
KOHCCPBATHBHBIC 3dMCHBI,

CDR2 BapuabenpHOI 001aCTH THKESIOH LETH, BKIFOUAROIIHNA TOCICA0BATCIFHOCTh aMHHOKHCTOT SEQ ID
NO: 2 wm mocneaoBaTeIbHOCTh AMHHOKHCIIOT, oTamyaromyiocst or SEQ ID NO: 2 wa 1, 2 wm 3
KOHCCPBATHBHBIC 3aMCHBI,

CDR3 BapuabenpHOI 001aCTH TSHKEIOH LETH, BKIFOUAIOIIHNA ITOCICA0BATCIFHOCTh aMHHOKHCTOT SEQ ID
NO: 3 wm mocneaoBaTeIbHOCTh AMHHOKHCIIOT, oTiamyaromytocs or SEQ ID NO: 3 wa 1, 2 wm 3
KOHCCPBATUBHBIC 3aMCHBI,

CDRI1 BapuaGenbHO# 00JaCTH JIETKOH IeTH, BKIFOUAIONINNA ITOCICAOBATCIBHOCTh aMHHOKUCTOT SEQ ID
NO: 4 wm mocneaoBaTCABHOCT AMHUHOKHCIOT, oTauyaromytocs ot SEQ ID NO: 4 wa 1, 2 wmm 3
KOHCEPBATHBHBIC 3AMCHBI,

CDR?2 BapuabenpHOi#l 00JaCTH JETKOH LENH, BKIIIOYAKINAE MOCICA0BATeABHOCTh aMHHOKHCTOT SEQ ID
NO: 5 wm mocnenoBaTeIbHOCTE AMHUHOKHCIIOT, oTamyaromykocs or SEQ ID NO: 5 wa 1, 2 wm 3
KOHCCPBATHBHBIC 3aMCHBI, H

CDR3 BapuabGenpHOM 00MACTH JICTKOH ICTH, BKIFOUAIONIHA MOCICIOBATCIBHOCTE aMUHOKHCITIOT SEQ ID
NO: 6 wm mocneaoBaTEeIbHOCTh AMHHOKHCIIOT, oTamyaromyrocss or SEQ ID NO: 6 wa 1, 2 wmm 3

KOHCCPBATHBHBIC 3aMCHBI.

Bapmant peammzanmy 2. AHTHTENO WM €TO AHTUTCHCBABIBAIOINHNIT (PParMEHT COTIIACHO BAPHAHTY peaH3anum 1,

OTIHYAOIUCCA TCM, UTO AHTHTCJIO HIIH €TO AHTHTCHCBA3BIBAFOTIH (l)paI‘MeHT BKIIFOYAKOT

KOKIYIO W3 MOCACAOBATCIBHOCTCH TSOKCITON ICTH, BKITFOYAROIIIX MOCICAOBATCIEHOCTh aMHHOKHCTOT SEQ ID

NO: 69 wm mocneIoBaTeIbHOCTh AMHHOKHCIOT, oTnpdaromyiocs or SEQ ID NO: 69 Ha 1, 2 wmm 3

KOHCCPBATHBHBIC 3aMCHBI, MOCICAOBATCIFHOCTh aMuHOKHCIOT SEQ ID NO: 70 mwam mocaeaoBaTeIbHOCTh

aMuHOKHCOT, oTmmuaromyrcs or SEQ ID NO: 70 ma 1, 2 wimm 3 KOHCCPBATHBHBIC 3aMCHBI, H

mocaeroBaTeIbHOCTh aMEHOKUCTOT SEQ ID NO: 71 min mocae 0BaTeIbHOCTh AMHHOKHUCIIOT, OTIHYAOITYEOCS

ot SEQ ID NO: 71 na 1, 2 wim 3 KOHCCPBAaTUBHBIC 3AMCHBI,

H/UIu
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KKIYEO U3 MOCTICI0BATCIFHOCTCH IS KOH ISTH, BKTFOYAKIIUX MOCISA0BATCIbHOCTh aMHHOKHCTOT SEQ ID NO:
72 WM moCIe0BATEIbHOCTh AMHHOKHCIIOT, oTmdaromtytocs oT SEQ ID NO: 72 Ha 1, 2 wan 3 KOHCEpBaTUBHbIC
3aMEHBI, TOCIeA0BaTeaIbHOCTh aMHHOKHCIOT SEQ ID NO: 73 wim mocneaoBaTeIbHOCTh AMHHOKHCIIOT,
ormuyaromyiocss or SEQ ID NO: 73 Ha 1, 2 wim 3 KOHCEPBATHBHBIC 3aMCHBI, U IOCJCIOBATCILHOCTH
amuHOKkuCI0T SEQ ID NO: 74 wim nmocieq0BaTeIbHOCTS AMHHOKHUCIIOT, oTym4atornytocsa ot SEQ ID NO: 74 Ha

1, 2 unu 3 KOHCEPBATUBHBIC 3AMCHBI,
HITH OTJIMYAFOIIUECS TEM, UTO AHTHTEJIO WM €T0 AHTHICHCBS3BIBAKOIIHEA (DPATMCHT BKITFOYAIOT

KOKIYIO H3 MOCICAOBATCIBHOCTCH TSDKCIION ICIH, BKIIIOYAOIINX IOCICA0BATCIFHOCTh aMHHOKHCIOT SEQ ID
NO: 1 wm mocneaoBaTeIbHOCTh AMHHOKHCIOT, oTiamuaromyrocs or SEQ ID NO: 1 ma 1, 2 wm 3
KOHCCPBATHBHBIC 3aMCHBI, MOCICAOBATCIFHOCTh aMUHOKHCIOT SEQ ID NO: 2 mm mociaeIoBaTeTbHOCTh
aMuHOKHCTOT, oTmmyarmyrcs or SEQ ID NO: 2 ma 1, 2 wm 3 KOHCCPBATHBHBIC 3aMCHBEI, H
mocaeaosaTeTbHOCTh aMHHOKHCTOT SEQ ID NO: 3 mmi mocie10BaTe IbHOCT AMHHOKHACIOT, OTIHYAOIIY FOCSA OT

SEQ ID NO: 3 na 1, 2 nnn 3 KOHCCPBATUBHBIC 3AMCHEI,
H/HITH

KOKIYEO U3 OCTICI0BATCTFHOCTCH ICTKOH ISTH, BKTFOYAKIIUX MOCICA0BATCIbHOCTh aMHHOKHCTOT SEQ ID NO:
4 wM MOCNIE0BATEIBHOCTh AMHHOKHCIIOT, oTimHaromytocs ot SEQ ID NO: 4 Ha 1, 2 wim 3 KOHCEpBaTHBHbIC
3aMCHBI, TOCICAOBATCIbHOCTS, aMuHOKHCIOT SEQ ID NO: 5 mmm mociaemoBaTeIbHOCTh AMHHOKHCIIOT,
ormmuarornyrocsa ot SEQ ID NO: 5 a1, 2 win 3 KOHCSPBATHBHBIC 3AMCHBI, H ITOCJICI0BATCIFHOCTh AMHHOKHCTIOT
SEQ ID NO: 6 wim mociaea0BaTeIbHOCTh aMHHOKUCIIOT, oTimdaromnyoca or SEQ ID NO: 6 Ha 1, 2 wmm 3

KOHCEPBATHBHBIC 3aMCHBI.
Bapuant peammzanuu 3. AHTHTENO HIM €T0 AHTUTCHCBA3BIBAIOINUI (PParMEHT COTJIACHO BAPHAHTY peajH3alliy 2,

OTJIMYAIOIIHECS TEM, YTO AHTHTEJIO WM €r0 AHTHICHCBABBIBAIOINUI (DPArMEHT BKIIOYAIOT OJHY HIH 00¢ U3

NCPCUNCIICHHBIX |

BapHAOCTHHYI0 00NACTh TSDKCIOH LENH, BKIFOYAOLIYIO IOCTCIOBATCILHOCTh AMHHOKHCIOT, BBIODAHHYIO H3

TPYIIIBL, COCTOSINEH U3:

SEQ ID NO: 75 uii mocieA0BaTeIbHOCTH AaMHHOKHUCIIOT, TI0 MCHBIICH Mepe Ha 90%, 95%, 97%, 98% wiu

99% MACHTHYHOH YKA3aHHOH MOCIICIOBATCIPHOCTH,

SEQ ID NO: 78 wm mocieA0BaTeIbHOCTH aMIHOKHCIOT, IO MEHBINCH Mepe Ha 90%, 95%, 97%, 98% nnu

99% MACHTHYHOH YKA3aHHOH MOCICIOBATCIPHOCTH,

SEQ ID NO: 80 nm mocieA0BaTeIbHOCTH aMHHOKHCIOT, IO MEHBINCH Mepe Ha 90%, 95%, 97%, 98% nunu

99% MACHTHYHOH YKA3aHHOH MOCIICIOBATCIHLHOCTH,

SEQ ID NO: 82 nm mocieA0BaTeIbHOCTH aMHHOKHCIOT, IO MEHBINCH Mepe Ha 90%, 95%, 97%, 98% nunu

99% MACHTHYHOH YKA3aHHOH MOCICIOBATCIPHOCTH,

SEQ ID NO: 84 nm mocieA0BaTeIbHOCTH aMHHOKHCIOT, IO MEHbINCH Mepe Ha 90%, 95%, 97%, 98% nunu

99% MOCHTHYHOH YKA3aHHOH IMOCICIOBATCIBHOCTH,

SEQ ID NO: 86 mm nmocieA0BaTeIbHOCTH aMHHOKHUCIOT, IO MeHbINCH Mepe Ha 90%, 95%, 97%, 98% unu

99% MOCHTUYHOH YKa3aHHO IMOCICI0BATCILHOCTH,
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SEQ ID NO: 88 wm nmocie70BaTeIbHOCTH aMHHOKHCJIOT, T0 MEHbINCH Mepe Ha 90%, 95%, 97%, 98% wmm

99% MOCHTHYHON YKA3aHHOH MOCICI0BATCIBHOCTH, H

SEQ ID NO: 102 wmu mocie10BaTeIbHOCTH AMHHOKHCIIOT, O MeHbIICH Mepe Ha 90%, 95%, 97%, 98% wmun

99% MOCHTHYHOH YKa3aHHOH IMOCICI0BATCILHOCTH,

BapHAOCTHHYI0 O0NACTh JIETKOH LEMH, BKIIOUYANOINYE) MOCICAOBATCIBHOCTh AMHHOKHCIOT, BBIODAHHYIO H3

TPYIIIBL, COCTOAIICH H3:

SEQ ID NO: 76 niu mocieA0BaTeIbHOCTH AMHHOKHCIIOT, TI0 MCHBIICH Mepe Ha 90%, 95%, 97%, 98% wiu

99% MOCHTHYHOH YKA3aHHOH MOCIICIOBATCIPHOCTH,

SEQ ID NO: 90 nm mocieA0BaTeIbHOCTH aMHHOKHCIOT, IO MCHBIICH Mepe Ha 90%, 95%, 97%, 98% wu

99% MACHTHYHOH YKA3aHHOH MOCICIOBATCIPHOCTH,

SEQ ID NO: 92 nm mocieA0BaTeIbHOCTH aMHHOKHCIOT, IO MEHBINCH Mepe Ha 90%, 95%, 97%, 98% nunu

99% MACHTHYHOH YKAa3aHHOH MOCICIOBATCIPHOCTH,

SEQ ID NO: 94 nm mocieA0BaTeIbHOCTH AMHHOKHCIOT, IO MEHBINCH Mepe Ha 90%, 95%, 97%, 98% nunu

99% MACHTHYHOH YKA3aHHOH MOCICIOBATCIPHOCTH,

SEQ ID NO: 96 nm mocieA0BaTeIbHOCTH aMHHOKHCIOT, IO MEHbINCH Mepe Ha 90%, 95%, 97%, 98% unu

99% MOCHTHYHOH YKA3aHHO IMOCICIOBATCIPHOCTH,

SEQ ID NO: 98 wm mocie0BaTeIbHOCTH aMHHOKHCIOT, IO MeHbINCH Mepe Ha 90%, 95%, 97%, 98% unu

99% MOCHTHYHOH YKa3aHHOH MOCICI0BATCIPHOCTH,

SEQ ID NO: 100 umu mocie10BaTeIbHOCTH AMHHOKHCIIOT, O MeHbIIEH Mepe Ha 90%, 95%, 97%, 98% wiun

99% WACHTHYHOH YKA3aHHOW MOCICAOBATCIBHOCTH,

SEQ ID NO: 104 wiu mociae0BaTeIbHOCTH AMHHOKHCIIOT, IO MeHbIIeH Mepe Ha 90%, 95%, 97%, 98% umn

99% WACHTHYHOH YKa3aHHON MOCTICI0BATCIbHOCTH,

WA OTJMYAOINHECS TEM, YTO AHTHUTEIO WM €r0 AHTUICHCBS3BIBAIOMIMHA (JPArMEHT BKIFOYAIOT OJHY HIIH 00€ H3

TICPCUHCIICHHBIX

BapHaOCTBPHYH0 O0JIACTh THKCIOW LICTH, BKIFOYAIOILYIO MOCICIOBATCIBHOCTE AMHHOKHCIIOT, BBHIOPAHHYIO H3

TPYIIIBL, COCTOAMICH H3:

SEQ ID NO: 7 nim nocaeI0BaTeIbHOCTH aMHHOKUCIIOT, IO MEHbIICH Mepe Ha 90%, 95%, 97%, 98% wm

99% MACHTHYHOH YKA3aHHOH MOCICIOBATCIPHOCTH,

SEQ ID NO: 10 nm mocieA0BaTeIbHOCTH aMHHOKHCIOT, IO MEHbINCH Mepe Ha 90%, 95%, 97%, 98% nunu

99% MACHTHYHOH YKA3aHHOH MOCICIOBATCIPHOCTH,

SEQ ID NO: 12 nm mocieA0BaTeIbHOCTH aMHHOKHCIOT, IO MEHbINCH Mepe Ha 90%, 95%, 97%, 98% nunu

99% MOCHTHYHOH YKA3aHHOH IMOCIICIOBATCIBHOCTH,

SEQ ID NO: 14 mwm nmocie70BaTeIbHOCTH aMHHOKHUCIOT, IO MeHbINCH Mepe Ha 90%, 95%, 97%, 98% unu

99% MOCHTHYHOH YKA3aHHOH MOCICI0BATCIPHOCTH,
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SEQ ID NO: 16 wm nmocieA0BaTeIbHOCTH aMHHOKHCIOT, IO MeHbINCH Mepe Ha 90%, 95%, 97%, 98% unu

99% MOCHTHYHOH YKA3aHHOH IMOCICI0BATCIBHOCTH,

SEQ ID NO: 18 mwm nmocieA0BaTeIbHOCTH aMHHOKUCTIOT, IO MeHbIICH Mepe Ha 90%, 95%, 97%, 98% unu

99% MOCHTHYHOH YKA3aHHOH MOCICI0BATCILHOCTH, H

SEQ ID NO: 30 uim mocne 0BaTeIbHOCTH AMHHOKHCIIOT, IO MEHbIICH Mepe Ha 90%, 95%, 97%, 98% wmun

99% HACHTUYHON YKa3aHHOIH IOCICA0BATEIbHOCTHY;

BapHaOCTPHYH O00JIACTh JICTKOW LENH, BKIIOYALIYE) MOCICIOBATCIBHOCTh AMHHOKUCIIOT, BBHIOPAHHYIO H3

TPYIIIBL, COCTOSINEH U3:

SEQ ID NO: 8 nim nocaeI0BaTeIbHOCTH AMHHOKUCITOT, IO MEHBINCH Mepe Ha 90%, 95%, 97%, 98% wmm

99% MACHTHYHOH YKA3aHHOH MOCICIOBATCIPHOCTH,

SEQ ID NO: 20 wm mocieA0BaTeIbHOCTH aMHHOKHCIOT, IO MEHBINCH Mepe Ha 90%, 95%, 97%, 98% nunu

99% MACHTHYHOH YKAa3aHHOH MOCICIOBATCIPHOCTH,

SEQ ID NO: 22 wm mocieA0BaTeIbHOCTH aMHHOKHCIOT, IO MEHBIICH Mepe Ha 90%, 95%, 97%, 98% wu

99% MACHTHYHOH YKA3aHHOH MOCICIOBATCIPHOCTH,

SEQ ID NO: 24 wm mocieA0BaTeIbHOCTH aMHHOKHCIOT, IO MEHbINCH Mepe Ha 90%, 95%, 97%, 98% nunu

99% MOCHTHYHOH YKA3aHHO IMOCICIOBATCIPHOCTH,

SEQ ID NO: 26 wm mocieA0BaTeIbHOCTH aMHHOKHUCIOT, IO MEHbIICH Mepe Ha 90%, 95%, 97%, 98% unu

99% MOCHTUYHON YKA3aHHOH MOCICI0BATCIHOCTH, H

SEQ ID NO: 28 mwm nmocieA0BaTeIbHOCTH aMHHOKUCTIOT, 0 MeHbIneH Mepe Ha 90%, 95%, 97%, 98% unu

99% WACHTHYHOH YKA3aHHOW MOCICAOBATCIEHOCTH, 1

SEQ ID NO: 32 umm nmocneJ0BaTeIbHOCTH aMHHOKHCIIOT, IO MEHbIICH Mepe Ha 90%, 95%, 97%, 98% umu

99% WACHTHYHOH YKA3aHHOW MOCICA0BATCIbHOCTH.

Bapmant peaym3anmy 4. AHTHTENO WM €0 aHTHICHCBS3BIBAKOINMI (DPArMEHT COTJIACHO BAPHAHTY PEaM3ALMH 3,
OTIMYAOIHECS TEM, YTO AHTHTEIIO HIIH eTO (PParMeHT 00JIATAFOT CJICXYFOLITIHMHI CBOHCTBAMH .
CBA3BIBAKOTCA C KICTKOH, skcmpeccupyromeii 6enok SIRPaV1 uenoseka, ¢ ECso < 10 HM, npeImoYTHTEIEHO
< 5 M, Gomee mpeamoututeapHo < 1,5 HM, eme Oomee mpeamoututenapHo < 1,0 HM, eme Oomce

npeanoutuTenbHo < 0,5 HM u Hanbosiee NPeAOUTHTENBHO paBHOH mpuOmm3uTensHo 0,3 HM nin MeHee

CBA3BIBAKOTCA C KIICTKOM, skcmpeccupyromeii oenok SIRPaV?2 uenoseka, ¢ ECso < 10 HM, npeanoyYTHTEIEHO
< 5 HM, Gomee mpeamourureapHo < 1,5 HM, eme Oomee mpeamoututenpHo < 1,0 HM, eme Oomce

npeanoyTuTenbHo < 0,5 HM u Hanbosiee NPeAOYTHTENRHO PaBHOH npuOmm3uTensHo 0,3 HM nim MeHee

HEC NPOABILTIOT 3aMETHOTO cBs3biBaHUA ¢ Oenkom SIRPP1 mpm koHumeHtpanmm anTHTenma 50 HM,
mpeanouTuTeIbHO 67 HM m Gonee mpeamoututenpHo 100 HM, Wiom, B KaUCCTBE ANBTCPHATHBBIL, IPH
KOHIICHTpanuu, koTopad B 10 pa3 Oopie, mpeanouTuTeIbHO B 50 pa3 6ompme, 001ee MPSANOYTHTEIIFHO B
100 pa3 6ompme u eme 6osee mpeanouTuTeasHO B 200 pa3 6ompie, yem ECso aHTHTEIA IO OTHOMICHHUIO K

SIRPaV1 umu SIRPaV2;

-106-



HHrHONPYIOT cBa3bBaHne Mekay SIRPauemoseka u CD47 ¢ ICsp < 10,0 HM, 601¢e mpeamourutenpro < 5,0
HM, eme Oornee mpeamouTuTeapHo < 2,5 HM u Hambosee MpeAnoYTUTEIRHO paBHOH npuOmm3uTenasHo 1,0

HM WM MCHEE; U

NPOSIBILIIOT Oami “uenoseynocty” 120, paBHbIN MO0 MEHbIIEH Mepe 79, U 60see MPEATNOYTHTEIBHO 85.

BapuansT peanu3anuy 5. AHTHTENO HIH €0 aHTUTCHCBS3BIBAIOINMH (D)parMeHT COITIACHO BAPHAHTY peaim3almy 1,
OTJIHYAIONIHECA TEM, YTO AHTHTENIO0 WM €r0 AHTHICHCB3BIBAIOINUI (DPparMeHT coAepskaT OJHY H3 CICAYIOLIMX

KOMOHUHAIHI MMOCIICA0OBATCIBHOCTH TSDKEIOH HEITH/TIOCISA0BATCIBHOCTH JICTKO M ICTIH

SEQ ID NO:
SEQ ID NO:
SEQ ID NO:
SEQ ID NO:
SEQ ID NO:
SEQ ID NO:
SEQ ID NO:
SEQ ID NO:
SEQ ID NO:
SEQ ID NO:
SEQ ID NO:
SEQ ID NO:
SEQ ID NO:
SEQ ID NO:
SEQ ID NO:
SEQ ID NO:
SEQ ID NO:
SEQ ID NO:
SEQ ID NO:
SEQ ID NO:
SEQ ID NO:
SEQ ID NO:
SEQ ID NO:
SEQ ID NO:

SEQ ID NO:

78 / SEQ ID NO:
78 / SEQ ID NO:
78 / SEQ ID NO:
78 / SEQ ID NO:
78 / SEQ ID NO:
78 / SEQ ID NO:
80 / SEQ ID NO:
80 / SEQ ID NO:
80 / SEQ ID NO:
80 / SEQ ID NO:
80 / SEQ ID NO:
80 / SEQ ID NO:
82 / SEQ ID NO:
82 / SEQ ID NO:
82 / SEQ ID NO:
82 / SEQ ID NO:
82 / SEQ ID NO:
82 / SEQ ID NO:
84 / SEQ ID NO:
84 / SEQ ID NO:
84 / SEQ ID NO:
84 / SEQ ID NO:
84 / SEQ ID NO:
84 / SEQ ID NO:

86 / SEQ ID NO:

90

>

92

>

94

>

96

>

98

>

100

90

>

92

94

>

96,
98
100,
90,

92,

94,
96
98,
100
90
92
94

>

96,

98

100

>
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SEQ ID NO:
SEQ ID NO:
SEQ ID NO:
SEQ ID NO:
SEQ ID NO:
SEQ ID NO:
SEQ ID NO:
SEQ ID NO:
SEQ ID NO:
SEQ ID NO:
SEQ ID NO:
SEQ ID NO:
SEQ ID NO:
SEQ ID NO:
SEQ ID NO:
SEQ ID NO:
SEQ ID NO:
SEQ ID NO:
SEQ ID NO:
SEQ ID NO:
SEQ ID NO:
SEQ ID NO:
SEQ ID NO:
SEQ ID NO:
SEQ ID NO:
SEQ ID NO:
SEQ ID NO:
SEQ ID NO:
SEQ ID NO:
SEQ ID NO:

SEQ ID NO:

86 / SEQ ID NO:
86 / SEQ ID NO:
86 / SEQ ID NO:
86 / SEQ ID NO:
86 / SEQ ID NO:
88 / SEQ ID NO:
88 / SEQ ID NO:
88 / SEQ ID NO:
88 / SEQ ID NO:
88 / SEQ ID NO:
88 / SEQ ID NO:
10 / SEQ ID NO:
10 / SEQ ID NO:
10 / SEQ ID NO:
10 / SEQ ID NO:
10 / SEQ ID NO:
12 / SEQ ID NO:
12 / SEQ ID NO:
12 / SEQ ID NO:
12 / SEQ ID NO:
12 / SEQ ID NO:
14 / SEQ ID NO:
14 / SEQ ID NO:
14 / SEQ ID NO:
14 / SEQ ID NO:
14 / SEQ ID NO:
16 / SEQ ID NO:
16 / SEQ ID NO:
16 / SEQ ID NO:
16 / SEQ ID NO:

16 / SEQ ID NO:

92

>

94

>

96

>

98,
100,
90,

92

>

94

>

96

98

>

100

20

>

22

24

>

26

>

28

20

>

22,
24,
26,
28

20

>

22

>

24

26

>

28

>

20

>

22

24

>

26

>

28
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SEQ ID NO: 18 / SEQ ID NO: 20,
SEQ ID NO: 18/ SEQ ID NO: 22,
SEQ ID NO: 18/ SEQ ID NO: 24,
SEQ ID NO: 18 / SEQ ID NO: 26,
SEQ ID NO: 18 / SEQ ID NO: 28,

HITH, B KOKIOM Clyuae, MOCICAOBATEIbHOCTD, MO MEHbIEH Mepe HA 90%, 95%, 97%, 98% umu 99% HICHTHIHYIO

cootseTcTByrOomemy SEQ ID.

Bapwmant peaym3anuy 6. AHTHTENO WM €T0 AHTHICHCBA3BIBAOINMIET ()ParMEHT COTJIACHO OJHOMY W3 BAPHAHTOB

peammzany 1 - 5, OTIMYAOIIHECS TEM, YTO AHTHTSIIO MPSACTABIACT co00it mHTAaKTHBIH I12G.

Bapwmant peaymzanmy 7. AHTHTENO WM €TO AHTHICHCBA3BIBAIOINWI (DParMEHT COTJIACHO OJHOMY W3 BAPHAHTOB
peammsary 1 - 6, OTIMYAOIIHECS TEM, YTO aHTHTENNO BKIFouaeT Fe-obmacts 1g(G2 aukoro THIIA HiIH MyTHPOBAHHYIO

Fc-06macts 1gG2.

Bapmant peammzanmy 8. AHTHTENO WM €TO AHTHICHCBA3BIBAIOINMI ()PAarMEHT COTJIACHO OJHOMY H3 BAPHAHTOB

peammsaryu 1 - 6, OTIMYAOIIHECS TEM, YTO AHTHTEIO BKIFOUAET MyTHpOBaHHYI0 Fc-06macts IgGl.

Bapwmant peammzanmn 9. AHTHTENO WM €TO AHTHICHCBA3BIBAIOINMI ()PAarMEHT COTJIACHO OJHOMY H3 BAPHAHTOB

peammzany 1 - 6, OTITHYAIOIIHECS TEM, UYTO AHTHTEIIO BKIIFOYACT MyTHPOBAaHHYIO Fc-06macts 1gG4.

Bapmant peammzanuu 10. AHTHTENO WIH €r0 aHTHICHCBA3BIBAIOINUIT (PparMeHT, KOTOPBIC CBA3BIBAIOTCA C TEM K

snutonoM SIRPa yenoBeka, ¢ KOTOPBIM CBA3BIBACTCSI AHTHTENO COTJIACHO BAPHAHTY PEATTH3ALMH 5.

Bapmuant peammzanuu 11. AHTHTENO WM €r0 aHTHUTCHCBA3BIBAOINUIT ()parMEHT COITIACHO JEFOOOMY H3 BAPHAHTOB

peammzanyy 1 - 10, OT/IHYArOIIIECs TEM, YTO AHTHTENO HIH €I0 AHTHICHCB3BIBAIOIIHH (PPAarMEHT TYMAHU3HPOBAHBL.

Bapwuant peamu3anuu 12. AHTHTENO WIH €r0 AHTHTCHCBA3BIBAOINUIT (PPArMECHT COTJIACHO JIFOOOMY H3 BAPHAHTOB
peammsaru 1 - 11, K0OTOpOe MpeACTaBISECT COO0H T'YMAHH3UPOBAHHOS AHTUTEJIO, KOTOPOE COACPIKHUT ABE TSDKCIBIC
LCITH | IBC JICTKHUC LICTIH, TIPH 3TOM Kaskaas Tsokenas uenb BKmodacT SEQ ID NO: 10 1 kaxkaas Jerkas Uemb BKTH0YACT
SEQ ID NO: 20.

Bapuant peamusanuu 13. AHTHTENO WM Cr0 AHTHICHCBA3BIBAKOINMI (PPArMCHT COTIACHO TFOOOMY W3 BAPHAHTOB
peammzamyn 1 - 11, xoTopoe mpeAcTaBIICT co00# TYMAHH3HPOBAHHOS AHTUTECIIO, KOTOPOS COACPIKUT IBC TKCIBIC
LCTIH | JIBC JICTKHUC IICTIH, TIPH 3TOM Kaskaas Tsokenas nenb prmodact SEQ ID NO: 16 w kaxaas Jerkas Ienb BKTHOYACT
SEQ ID NO: 28.

Bapuant peammanuu 14. AHTHTECNIO WITH €r0 AHTHTCHCBASHIBAKOINHE (PPArMCHT COTIIACHO TFOOOMY W3 BAPHAHTOB
peammzanyn 1 - 11, xoTopoe mpeAcTaBIICT c000i TYMAHH3HPOBAHHOS AHTUTEIIO, KOTOPOS COACPIKUT BC TSKCIIBIC
LCTIH | JIBC JICTKHUC IICTIA, TIPH 3TOM Kaskaas Tsokenas nenb sKmodact SEQ ID NO: 18 w kakmas nerkas nenb BKTF0YACT
SEQ ID NO: 20.

Bapuant peammzanuu 15. AHTHTECNO WIH €r0 aHTHICHCBA3BIBAKOIIME (PPArMCHT COTIACHO TFOOOMY W3 BAPHAHTOB
peammzanmn 1 - 11, xoTopoe mpeacTaBateT co00if TYMAHH3HPOBAHHOS AHTUTEIIO, KOTOPOS COACPIKUT IBC TSHKCIIBIC
LCIH U JIBC JICTKHUE IICTIH, IIPH 3TOM Kaskaas Tsokenas nenb skmodact SEQ ID NO: 80 u kaxxmas nerkas nenb BKIHOYACT
SEQ ID NO: 90.
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Bapuant peammzanuu 16. AHTHTENIO WU €r0 AHTHICHCBA3HIBAKOIIME (PPArMCHT COTIACHO THOOOMY W3 BAPHAHTOB
peammzanmn 1 - 11, xoTopoe mpeacTaBIteT co00i TYMAHH3HPOBAHHOS AHTUTEIIO, KOTOPOS COACPIKUT IBC TSHKCIIBIC
LCIH U IBC JICTKHUE IICTIH, IIPH 3TOM Kaskaas Tsokenas nenb skmodact SEQ ID NO: 80 u kaxxmas nerkas nenb BKII0YACT
SEQ ID NO: 92.

Bapuanr peanmusanuu 17. AHTHTENO HIH €r0 AHTHICHCBA3HIBAIOINMN (PPArMEHT COTJACHO THOOOMY U3 BAPHAHTOB
peammsaru 1 - 11, KOTOpOE MpeACTaBIsCT COO0H T'YMAHH3UPOBAHHOC AHTUTEJIO, KOTOPOE COACPIKHUT JBE TSDKCIIBIC
LCTH U ABC JICTKHE ST, TPH 3TOM KX 1as Tsokenad nenb Bkarouaet SEQ ID NO: 80 u kaxaast Jierkas b BKITIOYACT
SEQ ID NO: 95.

Bapuant peamusanuu 18. AHTHTEIO WU Cr0 aHTHICHCBA3BIBAKOINMI (PPArMCHT COTIACHO TFOOOMY W3 BAPHAHTOB
peamuzauyu 1 - 17, maTTepH IIUKO3HWIMPOBAHUS KOTOPBIX XapaKTEPEH I SKCIPECCUU B KIICTKE MJICKOITHTAOILETO,

H KOTOPBIC HCOOA3ATEIPHO [NIHKO3HIMPOBAHBI Iy TeM 3KcTpeccrH B kietke CHO.

Bapuant peanusanuu 19. BeigeneHHbIH NOMMIEOTH, BKIFOYAINH MOCICA0BATSIbHOCTE AMHHOKHUCIOT COTJIACHO
mobo# w3 nocnenosarensrocTeit SEQ ID NO: 75, 78, 80, 82, 84, 86, 88, 76, 90, 92, 94, 96, 98, 100, 102, 104, 7, 10,
12, 14, 16, 18, 30, 8, 20, 22, 24, 26, 28 u 32, Wi NMOCICAOBATCIFHOCTh AMIHOKHCIIOT, MO MCHBINCH Mepe Ha 90%,

95%, 97%, 98% wnu 99% UACHTHYHYIO YKA3aHHOH MOCICI0BATCIEHOCTH.

Bapuant peammsanuu 20. BeigencHHAs HYKICHHOBAA —KHCIOTA, KOJUPYHOIMAA JO0OC W3 AHTHTCA WA
AQHTHTCHCB3BIBAONMX (DPParMEeHTOB COTrNacHO BapwaHTaMm peammzammu 1 - 18, wm m000H W3 NMOJHIICNTHIOB

COTJIACHO BApPHAHTY peanu3anuu 19.
Bapuanr peanuszanuu 21. BriaencHHAs HY KJICHHOBAS KHCIOTA COIVIACHO BAPHAHTY peaan3anui 20, BKIFOYAOIA:

MOCTICA0BATEIBHOCTD HYKJICHHOBOH KucioThl SEQ ID NO: 77 wnn mocie10BaTe IbHOCTh HY KICHHOBOH KHCIIOTHI,

mo MeHbInei mepe Ha 90%, 95%, 97%, 98% mwm 99% WACHTHYHYIO YKA3aHHOH IOC/ICIOBATCIBHOCTH,

MOCTICA0BATEILHOCTD HYKJICHHOBOH KucmoTel SEQ ID NO: 79 wnu mocie10BaTe IbHOCTh HY KJICHHOBOH KHCTIOTHI,

nmo MeHbIneH Mepe Ha 90%, 95%, 97%, 98% umm 99% UACHTHYHYIO YKA3aHHOH MOCICA0BATCIFHOCTH,

MOCJICA0OBATCIPHOCTD HYKJICHHOBOH Kuc 10T SEQ ID NO: 81 mm mocie 0BaTeIbHOCTD HY KJICHHOBOM KHCJIOTHI,

mo MeHbIeH Mepe Ha 90%, 95%, 97%, 98% wiu 99% WACHTHYHYK YKA3aHHOH IOCIICI0BATCIBHOCTH,

MOCTICI0OBATEIBHOCTD HYKJICHHOBOH Kuc 10Tl SEQ ID NO: 83 mn mocne 10BaTe IbHOCTD HY KJICHHOBOH KHCJIOTHI,

mo MeHbIeH mepe Ha 90%, 95%, 97%, 98% wm 99% WACHTHYHYIO YKA3aHHOH IOCIICIOBATCIBHOCTH,

MOCICI0BATEIHHOCTD HYKJICHHOBO Kuc 0Tl SEQ ID NO: 85 wn moc e 10BaTe IbHOCTD HY KIICHHOBOH KHCTIOTHI,

mo MeHbIIeH Mepe Ha 90%, 95%, 97%, 98% wm 99% WACHTHYHYIO YKA3aHHOH MOCIICIOBATCIFHOCTH,

MOCICI0BATCIBHOCTE HYKICHHOBOH KucioThl SEQ ID NO: 87 win mocie 10BaTe IbHOCTD HY KIICHHOBOM KHCIIOTHI,

mo MeHbIIeH Mepe Ha 90%, 95%, 97%, 98% wm 99% WACHTHYHYIO YKA3aHHOH MOCIICI0BATCIHPHOCTH,

MOCIIEIOBATENPHOCTh HyKJIeHHOBOH kuciaoTel SEQ ID NO: 101 mmm mocnemoBaTelbHOCTh HYKJICHHOBOM

KHCTIOTHL, 0 MeHBIICH Mepe Ha 90%, 95%, 97%, 98% nin 99% HACHTUYHYH YKAa3aHHOW MOCICAOBATCIIEHOCTH,

MOCTCA0BATSIHHOCTD HYKICHHOBO KucT0TH SEQ ID NO: 89 mim mocie 10BaTeIbHOCTh HY KJICHHOBOM KHCTIOTHI,

mo MeHbImeH mepe Ha 90%, 95%, 97%, 98% min 99% WACHTUYHYO YKA3aHHOH IOCIICI0BATCIFHOCTH,

MOCTICA0BATEIBHOCTD HYKJICHHOBOH Kuc10Th SEQ ID NO: 91 wnn mocie 10BaTe IbHOCTh HY KJICHHOBOM KHCTIOTHI,
mo MeHbIeH mepe Ha 90%, 95%, 97%, 98% wm 99% WACHTHYHYIO YKA3aHHOH IOC/ICIOBATCIHBHOCTH,
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MOCICA0BATSIHHOCTD HYKJICHHOBOH KUCT0TH SEQ ID NO: 93 min mocie 10BaTeIbHOCTh HY KJICHHOBOM KHCIIOTHI,

mo MeHbIeH mepe Ha 90%, 95%, 97%, 98% mwm 99% WACHTHYHYIO YKA3aHHOH IOC/ICI0BATCIBHOCTH,

MOCTCA0BATEIBHOCTD HYKJICHHOBOH KucT0Th SEQ ID NO: 95 wnn mocie 10BaTe IbHOCTh HY KJICHHOBOMH KHCTIOTHI,

mo MeHbIei mepe Ha 90%, 95%, 97%, 98% wm 99% WACHTHYHYIO YKA3aHHON IOC/ICIOBATCIBHOCTH,

MOCTICA0BATEILHOCTD HYKJICHHOBOH KucmoThl SEQ ID NO: 97 unu mocie10BaTeIbHOCTh HY KJICHHOBOH KHCTIOTHI,

1o MeHpIei Mepe Ha 90%, 95%, 97%, 98% i 99% HACHTUYHYIO YKa3aHHOH NOCIICI0BATCIHHOCTH,

MOCJICA0OBATCIPHOCTD HYKJICHHOBO# KucT0TH SEQ ID NO: 99 mn mocie 10BaTeIbHOCTD HY KJICHHOBOM KHCJIOTHI,

mo MeHbIeH mepe Ha 90%, 95%, 97%, 98% mm 99% WACHTHYHYIO YKA3aHHOH IOCIICIOBATCIBHOCTH,

MOCIIEIOBATEILHOCTh HyKJIeHHOBOH kucinoTel SEQ ID NO: 103 mmm mocnemoBaTebHOCTh HYKJICHHOBOM

KHCJIOTBL, IO MEHBIICH Mepe Ha 90%, 95%, 97%, 98% nnu 99% HACHTUYHYK YKA3aHHOH MOCICAOBATCIEHOCTH,

MOCICI0BATCIHFHOCTS HYKICHHOBOH KUCTOTH SEQ ID NO: 9 min mocme1oBaTe IbHOCTh HY KIICHHOBO KHCTIOTHI,

mo MeHbIIeH mepe Ha 90%, 95%, 97%, 98% wm 99% WACHTHYHYIO YKA3aHHOH MOCIICIOBATCIFHOCTH,

MOCTICA0BATSIHHOCTD HYKICHHOBOH Kuc 10Tl SEQ ID NO: 11 wim mocnie 10BaTeIbHOCTD HY KJICHHOBOM KHCIIOTHI,

mo MeHbIIeH Mepe Ha 90%, 95%, 97%, 98% wm 99% WACHTHYHYIO YKA3aHHOH MOCIICIOBATCIFHOCTH,

MOCTCI0BATEIHFHOCTD HYKICHHOBOH Kuc 10Tl SEQ ID NO: 13 mm mocie 10BaTeIbHOCTh HY KIICHHOBOM KHCTIOTHI,

mo MeHbIeH mepe Ha 90%, 95%, 97%, 98% wm 99% HACHTHYHYIO YKA3aHHOH MOCIICIOBATCIFHOCTH,

MOCTICA0BATSIHHOCTD HYKICHHOBOH KUCTOTH SEQ ID NO: 15 win mocie 10BaTe IbHOCTh HY KJICHHOBOM KHCIIOTHI,

mo MeHbIeH mepe Ha 90%, 95%, 97%, 98% mwm 99% HACHTHYHYIO YKA3aHHOH MOC/ICIOBATCIPHOCTH,

MOCTICA0BATEIBHOCTD HYKJICHHOBOH KucoThl SEQ ID NO: 17 wnn mocie10BaTe IbHOCTh HY KICHHOBOMH KHCIIOTHI,

mo MeHbIei mepe Ha 90%, 95%, 97%, 98% wiu 99% WACHTHYHYIO YKA3aHHOH IOC/ICIOBATCIHBHOCTH,

MOCTICA0BATEILHOCTD HYKJICHHOBOH KucmoThl SEQ ID NO: 29 unu mocie10BaTe IbHOCTh HY KJICHHOBOH KHCTIOTHI,

nmo MeHbIIeH Mepe Ha 90%, 95%, 97%, 98% umm 99% WACHTHYHYIO YKA3aHHOH MOCICA0BATEIHHOCTH,

MOCJICIOBATCIPHOCTD HYKJICHHOBOH KucT0TH SEQ ID NO: 19 mm mocie 0BaTeIbHOCTD HY KICHHOBOM KHCJIOTHI,

mo MeHbIeH Mepe Ha 90%, 95%, 97%, 98% wmm 99% WACHTHYHYIO YKA3aHHOH IOCIICIOBATCIBHOCTH,

MOCTICA0BATEIBHOCTD HYKJICHHOBOH Kuc 10T SEQ ID NO: 21 wn mocie 10BaTeIbHOCTD HY KICHHOBOH KHCJIOTHI,

mo MeHbIeH mepe Ha 90%, 95%, 97%, 98% wm 99% WACHTHYHYIO YKA3aHHOH IOCIICIOBATCIPHOCTH,

MOCICI0BATEIBHOCTD HYKICHHOBOH Kuc 10Tl SEQ ID NO: 23 mn mocie 10BaTeIbHOCTD HY KICHHOBOH KHCIIOTHI,

mo MeHbIIeH Mepe Ha 90%, 95%, 97%, 98% wim 99% WACHTUYHYO YKA3aHHOH TMOCIICI0BATCIFHOCTH,

MOCTICA0BATEIBHOCTD HYKICHHOBOH Kuc 10Tl SEQ ID NO: 25 wim mocie 10BaTe IbHOCTD HY KIICHHOBOM KHCTIOTHI,

mo MeHbIIeH Mepe Ha 90%, 95%, 97%, 98% wm 99% WACHTHYHYIO YKA3aHHOH MOCIICIOBATCIFHOCTH,

MOCTCA0BATEIPHOCTD HYKICHHOBOH Kuc 10T SEQ ID NO: 27 wn mocie 10BaTeIbHOCTD HY KIICHHOBOMH KHCTIOTHI,

mo MeHbIeH Mepe Ha 90%, 95%, 97%, 98% wm 99% WACHTHYHYIO YKA3aHHOH MOCIICIOBATCIPHOCTH, H/HITH

MOCICA0BATEIHHOCTD HYKJICHHOBOH Kuc 10T SEQ ID NO: 31 mim mocie 10BaTe IbHOCTD HY KJICHHOBOM KHCIIOTHI,

mo MeHbIeH mepe Ha 90%, 95%, 97%, 98% mm 99% WACHTHYHYIO YKA3aHHOH ITOCIICIOBATCIFHOCTH.

Bapuanr peanu3zanuu 22. BeKTOp 3KCIPECCHH, BKIIOYAKOIIMN BBIACICHHYK) HYKJICHHOBYIO KHCIOTY COTJIACHO
BapHaHTy peanu3auuu 20 um 21.
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Bapmuanr peanuzanuu 23. BekTop OSKCOPECCHH COIVIACHO BAPWAHTY peanu3auuu 22, KOJUPYIOIIHH KAk
MOCJICIOBATEILHOCTD TSDKEJIOH LEMH, TaK U MOCIEA0BATEIbHOCTD JerKol nemu antureaa npotus SIRPo, yka3anHble
BEKTOPbI JKCIIPECCHH  COACPXKAT CJICAYIOINMEC KOMOHMHAIMM NEPBOH IOCJICIOBATCIBHOCTH HYKJICHHOBOM

KHCJIOTBI/BTOPOH ITOCJICI0BATCIFHOCTH HYKJICHHOBOH KUCJIOTHI, BHIOPAHHBIC U3 TPYIIIBL, COCTOSINCH H3:

SEQ ID NO

SEQ ID NO:
SEQ ID NO:
SEQ ID NO:
SEQ ID NO:
SEQ ID NO:
SEQ ID NO:
SEQ ID NO:
SEQ ID NO:
SEQ ID NO:
SEQ ID NO:
SEQ ID NO:
SEQ ID NO:
SEQ ID NO:
SEQ ID NO:
SEQ ID NO:
SEQ ID NO:
SEQ ID NO:
SEQ ID NO:
SEQ ID NO:
SEQ ID NO:
SEQ ID NO:
SEQ ID NO:
SEQ ID NO:
SEQ ID NO:
SEQ ID NO:
SEQ ID NO:

SEQ ID NO:

: 77/ SEQ ID NO:

77 / SEQ ID NO:
77 / SEQ ID NO:
77 / SEQ ID NO:
77/ SEQ ID NO:
77/ SEQ ID NO:
79 / SEQ ID NO:
79 / SEQ ID NO:
79 / SEQ ID NO:
79 / SEQ ID NO:
79 / SEQ ID NO:
79 / SEQ ID NO:
81/ SEQ ID NO:
81/ SEQ ID NO:
81/ SEQ ID NO:
81/ SEQ ID NO:
81/ SEQ ID NO:
81/ SEQ ID NO:
83 / SEQ ID NO:
83 / SEQ ID NO:
83 / SEQ ID NO:
83 / SEQ ID NO:
83 / SEQ ID NO:
83 / SEQ ID NO:
85/ SEQ ID NO:
85/ SEQ ID NO:
85/ SEQ ID NO:

85/ SEQ ID NO:

89,
91,
93,

95

>

97

>

99

>

89

>

91

>

93

>

95

>

97

>

99

>

89

>

91

>

93,
95,
97,

99

>

89

>

91

>

93

>

95

>

97

>

99

>

89

>

91

>

93

>

95

>
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SEQ ID NO:
SEQ ID NO:
SEQ ID NO:
SEQ ID NO:
SEQ ID NO:
SEQ ID NO:
SEQ ID NO:
SEQ ID NO:
SEQ ID NO:
SEQ ID NO:
SEQ ID NO:
SEQ ID NO:
SEQ ID NO:
SEQ ID NO:
SEQ ID NO:
SEQ ID NO:
SEQ ID NO:
SEQ ID NO:
SEQ ID NO:
SEQ ID NO:
SEQ ID NO:
SEQ ID NO:
SEQ ID NO:
SEQ ID NO:
SEQ ID NO:
SEQ ID NO:
SEQ ID NO:
SEQ ID NO:
SEQ ID NO:
SEQ ID NO:

SEQ ID NO:

85/ SEQ ID NO:
85/ SEQ ID NO:
87/ SEQ ID NO:
87/ SEQ ID NO:
87/ SEQ ID NO:
87/ SEQ ID NO:
87/ SEQ ID NO:

87/ SEQ ID NO:

97

>

99

>

89,
91,
93,
95,
97

>

99,

9/SEQ ID NO: 19,

9/SEQ ID NO: 21,

9/ SEQ ID NO: 23,

9/ SEQ ID NO: 25,

9/SEQ ID NO: 27,

11/SEQ ID NO:
11/SEQ ID NO:
11/SEQ ID NO:
11/SEQ ID NO:
11 /SEQ ID NO:
13 / SEQ ID NO:
13 / SEQ ID NO:
13 / SEQ ID NO:
13 / SEQ ID NO:
13 / SEQ ID NO:
15/ SEQ ID NO:
15/ SEQ ID NO:
15/ SEQ ID NO:
15/ SEQ ID NO:
15/ SEQ ID NO:
17 / SEQ ID NO:
17 / SEQ ID NO:

17 / SEQ ID NO:

19,

21

>

23

>

25

>

27,
19,
21,

23

>

25

>

27

>

19

>

21

>

23

>

25

>

27

>

19

>

21

>

23

>
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SEQ ID NO: 17/ SEQ ID NO: 25 u
SEQ ID NO: 17/ SEQ ID NO: 27,

WIH, B KAKIOM CJIy4ae, MOCICA0BAaTCILHOCTD, 0 MEHbIICH Mepe Ha 90%, 95%, 97%, 98% umt 99% uneHTHYHYIO

cootsercTByromemy SEQ ID NO.

Bapuanr peamusanuu 24. Kietka-Xo3s8uH, COASpKAIIAsA BEKTOP SKCIPECCHH COTIACHO BAPHAHTY Pea3aliiu 22 WiIH
23.

Bapwuant peamuzanuu 25. KrneTka-x03sMH  COTJIaCHO  BApHAHTY  peanu3amuu 24, KOTOpas MOpOAYLHpPYET

moJTHOpa3MepHoe antuteno nmpotus SIRPa.

Bapuanr peamusanuu 26. KneTka-Xo34uH COTTaCHO OJHOMY U3 BApUAHTOB peammsamuu 24 wm 25, xotopas
IpecTaBisIeT cOO0H OAKTEPHANBHYIO KICTKY, KICTKY 4YeI0BEKa, KICTKY MJICKONUTAIOLIETO, KICTKY Pichia, KIETKY

pactenus, kietky HEK293 nnn kneTky SMyHUKA KHTAHCKOTO XOMSUKA.

Bapmant peammzanmy 27.  KoMmmos3umust, coaepskammas aHTHTENO HIH €T0 AHTHTCHCBA3BIBAIOINII ()parMeHT COTIIACHO

TH00OMY W3 BapHAHTOB peanm3armd 1 - 18 u apmareBTHIeCKH TPHEMIIEMBIH HOCUTEh HITH Pa30aBUTEIIb.

Bapuant peamuzanuu 28. KoMmo3unus COTIacHO BAPHAHTY peayiu3aluu 27, JOTIOTHUTENBHO COACPYKAIas BTOPOE
AQHTHTENO WM €TO AHTUTCHCBA3BIBarOImuil (hparmeHt, kotopeiec HHAYIHPYIOT ASKL] w/mm A3K®, otmmiaromasncs
TEM, YTO YKA3aHHOC AHTHUTEIO HIH €r0 AHTUTCHCBA3BIBAIOINME (DparMeHT COTJIACHO HACTOSINEMY H300PETCHHIO

TOBBIACT OMOCPCAOBAHHOC BTOPBIM dHTUTCIOM PA3PyHICHHUE KIICTOK.

Bapuanrt peanuszanuu 29. KoMmo3uumsa COTJIACHO BAPHAHTY pPeaaH3anuu 28, OTIMYAOINAACA TEM, YTO BTOPOE
AQHTHUTEJIO WIIK €TO AaHTHICHCB3BIBAOINII (PPArMEHT CBS3BIBAIOTCS C AHTHICHOM, BEIOPAHHBIM U3 IPYIIIbL, COCTOAIICH
u3 AMHR2, AXL, BCMA, CA IX, CD4, CD16, CD19, CD20, CD22, CD30, CD37, CD38, CD40, CD52, CD98,
CSFIR, GD2, CCR4, CS1, EpCam, EGFR, EGFRVIIIL, sumormuna, EPHA2, EphA3, FGFR2b, penenropa (omesoit
kucnotel anb(pa, ¢ykosmwnra-GM1, HER2, HER3, ILIRAP, aurureHa mmenomei-kamma, MS4Al, peuenropa
nposaktaHa, TA-MUC1 u PSMA.

Bapuanr peamusanuu 30. KoMmosuims COTIACHO BAPHAHTY peaqm3anuu 29, OTIHMYAOINAACA TEM, YTO BTOPOE
AHTHTCJIO WM Cr0 AHTHUTCHCBA3BIBAIOINWI (PpAarMCHT BBIOPAHBI W3 TPYIIBL COCTOAINCH W3 PHTYKCHMAOa,
yomurykcumaba, wmaprerykcmmada, IMGN-529,  SCT400, searysymaba, oOuHyTy3ymaba, ADCT-502,
Hul4.18K322A, Hu3F8, aunyTykcumaba, Tpacty3ymada, merykcumada, purykcumaba-RLI, ¢.60C3-RLI, Hul4.18-
IL2, KM2812, AFM13, (CD20)2xCD16, »pnoturuba (Tapucpa), maparymymada, amemTysymada, mepry3ymada,
OpeHTYKCHMAa0a, 310Ty3ymMada, nopurymomada, upadory3ymada, papiaerysymada, OTICPTY3yMada, KapoTyKcuMada,
smpary3ymada, nHeOmmm3ymaoa, mymperysymada, 4G7SDIE, AFM21, AFM22, LY-3022855, SNDX-6352, AFM-13,
BI-836826, BMS-986012, BVX-20, moramymisymada, ChilLob-7/4, meiikorykcumaba, m3arykcumabda, DS-8895,
FPA144, GM102, GSK-2857916, IGN523, 1T1208, ADC-1013, CAN-04, XOMA-213, PankoMab-GEX, chKM-
4927, IGN003, IGN004, IGN005, MDX-1097, MOR202, MOR-208, omopry3ymada, 3HCHTYKCHMAada, BCIOTHHA
(ammetpuc), mOpurymomada tmykceraHa, ABBV-838, HuMax-AXL-ADC wu amo-tpacty3ymada 3MTaH3WHA

(xaxacuma).

Bapuanr peanmszanuu 31. KoMmo3uumsa COTIACHO BAPHAHTY pPeadH3amuu 28, OTIMYAOINAACA TEM, YTO BTOPOE

AQHTHTEJIO HJIH €TO AaHTUTCHCBA3BIBarOIUE (pparmMeHT HHAynupyeT ASK®.
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Bapuant peanmszanuu 32. KOMIO3HIMA COTJIACHO BAPHAHTY pPEaTH3alMH 31, OTIMYAOINAACA TEM, YTO BTOPOE
AQHTHUTENIO WM €r0 AHTHICHCBS3BIBAIOIIMN (D)ParMEHT BBIOPAHBI W3 TPYIIbL, COCTOAINCH W3 pPHTYKCHMAaOda,
yomutykcumaba, Maprerykcumada, IMGN-529, SCT400, Beary3symaba, oOmHyTy3ymMada, TpacTty3ymaoa,
neTykcumada, aneMrysymada, uopurymomada, papretysymada, uaebumisymada, gymperysymada, 4G7SDIE, BMS-
986012, BVX-20, moramymusymaba, ChiLob-7/4, GM102, GSK-2857916, PankoMab-GEX, chKM-4927, MDX-
1097, MOR202 1 MOR-208.

Bapuant peamusanuu 33. KoMImo3uims coraacHO BAPHAHTY peau3anyi 27, TOMOTHUTEILHO COASpKAIIAs OUH HIIH
00JIcC arCHTOB, BEIOPAHHBIX W3 TPYIIIBI, COCTOAMICH u3 anTuTena npotuB CD27, anturena npotus CD47, antutena
npotus APRIL, anturena mporus PD-1, anturema mporus PD-L1, anrurena mporus TIGIT, anturena mpotus
CTLAA4, anturena mpotus CS1, artutena npotus KIR2DL.1/2/3, antutena npotus CD137, antutena mpotus GITR,
anTurena npotus PD-L2, anrurena npotus ILT1, antutena nporus ILT2, anturena npotus ILT3, anturena npoTus
ILT4, anturena npotus ILTS, anturena nporus ILT6, anturena npotus ILT7, anturena npotus ILT8, anturena
npotus CD40, anturena mporus OX40, anrurena nporus ICOS, arrurena nporus KIR2DL1, anturena npotus
KIR2DL2/3, arturena npotus KIR2DL4, artutena mpotus KIR2DLS5A, arrutrena mpotus KIR2DL5B, antutena
mpotue KIR3DL1, antutena npotus KIR3DL2, artutena mporus KIR3DL3, arturena npotus NKG2A, arTuTena
npotus NKG2C, anrurena mporus NKG2E, anrurena nportus 4-1BB, anturena nmpotus TSLP, arTurena nporus IL-

10, IL-10 merummpoBanHoro IL-10, arommcra (HAmpHMEp, ArOHHCTHYECKOTO AQHTHTENA HIH €TI0

AHTUTCHCBA3BIBAIOMICTO  (PparMCHTA WIH  PACTBOPHMOTO THOpHIHOrO Oemka) Ocnka pemenmTopa TNF,
HMMYHOTJIOOYTHH-TIOTOOHOTO O€jIKa, PElenTopa IHTOKHHA, HHTETPHUHA, aKTUBHPYIOIUX JIMM(OIUTHI CHTHATBHBIX
Moueky s (6emkos SLAM), akrusupyromero peuenropa NK-kinetok, Toll-nogobroro penentopa, OX40, CD2, CD7,
CD27, CD28, CD30, CD40, ICAM-1, LFA-1 (CD11a/CD18), 4-1BB (CD137), B7-H3, ICOS (CD278), GITR,
BAFFR, LIGHT, HVEM (LIGHTR), KIRDS2, SLAMF7, NKp80 (KLRF1), NKp44, NKp30, NKp46, CD19, CD4,
CD8-amb(ha, CD8-6¢eta, IL2R-6¢eT1a, IL2R-ramma, IL7R-amsda, ITGA4, VLAL, CD49a, ITGA4, 1A4, CD49D, ITGAS®,
VLA-6, CD49f, ITGAD, CD11d, ITGAE, CD103, ITGAL, ITGAM, CD11b, ITGAX, CD11c, ITGB1, CD29, ITGB2,
CD18, ITGB7, NKG2D, NKG2C, TNFR2, TRANCE/RANKL, DNAM1 (CD226), SLAMF4 (CD244, 2B4), CD84,
CDY% (TACTILE), CEACAMI1, CRTAM, Ly9 (CD229), CD160 (BY55), PSGL1, CD100 (SEMAA4D), CD69,
SLAMF6 (NTB-A, Lyl08), SLAM (SLAMF1, CD150, IPO-3), SLAM7, BLAME (SLAMF8), SELPLG (CD162),
LTBR, LAT, GADS, PAG/Cbp, CD19a, muranga, koTopsrii cicnuduaHo cBsa3bBacTcsa ¢ CD83, uaruouropa CD47,
uHruouropa PD-1, uarudburopa PD-L1, uarnduropa PD-L2, uaruéuropa CTLA4, naruburopa TIM3, uaruduropa
LAGS3, waruduropa CEACAM (mampumep, CEACAM-1, -3 w/umn -5), waruouropa VISTA, uarndutopa BTLA,
uaruouropa TIGIT, uaruburopa LAIR1, warnburopa IDO, maruduropa TDO, maruduropa CD160, naruburopa

TGFR-0eTa 1 [UKIAYECKOTO JHHYKICOTHAA WITH APYTOTO aroHnucTa curHainbaoro myta STING.

Bapmant peammzanmn 34. Coco®  TMOJydeHHS — QHTHTENA MM CI0  AHTHICHCBA3BIBAIOINETO  (pparMeHTa,

BKJIFOUAFOIIHH ;

KYJTBTHBHPOBAHAC KJICTKH-XO3AWHA, COACPKAMCH MONHHYKICOTHA, KOAUPYIOIIWH THKCIYIO LCTb H/HIH
JETKYKO LCIb O00T0 W3 AHTUTCA HJIH AHTHI'CHCBA3BIBAIOIIHX (l)parMeHTOB COrJIaCHO BapHaHTaM
peamm3anyn 1 - 18, mpH YCIOBHAX, OMATONPUATHBIX I SKCHPSCCHH MOTHHYKICOTHAA, H HEOOA3aTCIBHO
BBIACIICHHUC AQHTHUTCIA HJIH €TI0 AHTHICHCBA3BIBAIOIICTO q)parMeHTa H3 KICTKH-XO3SHHA HW/HJIH

KyJBTYPAJIbHOH CPEABI.
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Bapmant peammzanuu 35. Crmoco6 oOHapyskenmst npucytcTsua mentuaa SIRPo wm ero ¢parmenta B oOpasue,
BKJIIOYAIOINHH NPUBEACHUE B KOHTAKT 00pa3Lia ¢ aHTUTEIOM U €r0 (PparMeHTOM COITIACHO JH0OOMY M3 BAPHAHTOB
peammsaiyu 1 - 18 u qeTEKTHPOBAHUE MPHCYTCTBHA KOMIIIEKCA MEXIY YKA3aHHBIM aHTHUTEIOM WIH ()parMeHTOM U

METNTUIOM; IIPH 3TOM 0OHAPY KEHHE YKA3aHHOTO KOMIUICKCA CBHACTEIBCTBYET O MpHCYTCTBHH nenruaa SIRPa.

Bapuanr peanusanuu 36. AHTHTENIO WM €r0 AHTHICHCBA3HIBAIOINMN (PPArMEHT COTJACHO THOOOMY U3 BAPHAHTOB
peammzanyy 1 - 18 Wi KOMIO3UIUSA COTJIACHO JFOOOMY M3 BAPHAHTOB peaim3auuy 21-25 uid JeUeHusd paka Hid

HH(PEKIHOHHOTO 3a00JICBaHHA.

Bapwmant peammzanuy 37. AHTHTENO WM €TO AHTHTCHCBA3BIBAIOINMI (PParMeHT COTJIACHO BapHAHTAM peanu3anud 1
- 18 miam KOMIO3HIHS COTJACHO JIOOOMY W3 BAPHAHTOB peaimsaruu 27-33 11 CHIOKCHHS NEpelavd CHrHAJA

SIRPo/CD47 y cyOBekTa, MpeACTaBISIOMETO cO00i YETOBEKA.

Bapuant peammsanuu 38. Cnoco0 ncucHHA paka y CyOBCKTa, MPCACTABIAIOMETO COO0H YCTOBEKA, BKITFOYAFOIIUE
BBCICHHC YKA3aHHOMY CYOBCKTY 3(PPCKTHBHOTO KOTUUCCTBA AHTUTCIIA HIH CTO AHTHTCHCBA3BIBAIOMICTO (PparMeHTA
COTJIACHO TFOOOMY M3 BAPHAHTOB peaymzammu 1 - 18, wim BekTOopa 3KCIIPECCHH COTTACHO OJHOMY W3 BApPHAHTOB
peanusanyy 22 WK 23, WK KICTKA-X03IMHA COITTACHO OAHOMY H3 BAPHAHTOB peanu3anui 24 - 26, Wid KOMIO3HIUA
COTJACHO OJHOMY H3 BApPHAHTOB peamm3ammu 27 - 33, He0OA3aTCIPHO B COUCTAHHH C JOMOJHHUTCIHHBIM

TEPANICBTUUECKUM ar¢HTOM HJIH TEPAaNeBTUYCCKONH MPOLEAYPOH.

Bapuant peammsanuu 39. Cnoco0 JicucHUs paka y cyObekTa, MPSACTABIAIOMICTO OO0 UYCITOBCKA, BKITFOUAFOTIHIA;
BBCJICHHC YKA3aHHOMY CYOBEKTY 3(()EeKTHBHOTO KOJIHIECTBA:

(1) aHTHTENIA WK €T0 AHTHTCHCBA3BIBAKOIICTO (pparMeHTa, koTopbic HHAyIupyoT ASKL] w/umun A3K®; u

(ii) aHTHTENA WIH €TO AHTHTCHCBABBIBAIOMIECTO (DparMeHTa COTIACHO TMOOOMY U3 BapHaHTOB peamu3aimu 1 - 18, wim
BEKTOPA SKCIPECCHH COTIACHO OAHOMY M3 BAPHAHTOB PEeaTH3aLUuU 22 UK 23, HIIH KICTKH-X03AHHA COTJIACHO OTHOMY
W3 BAPHAHTOB peaym3anud 24 - 26, WM KOMIIO3HMIUH COTJIaCHO OJHOMY M3 BAPHAHTOB peamusammu 27 - 33,

HEOOS3aTCIBHO B COUCTAHUH C JOTIOTHUTCIbHBIM TCPANICBTHYCCKUM ar€HTOM HITH TCPANICBTHUCCKON MPOIICTY PO,

IIPH 3TOM BBCACHHC (11) MOBBIIACT PA3PYHMICHUE KICTOK, OTIOCPCAOBAHHOC AHTUTCTIOM HJTH €T0 AHTHT CHCBA3BIBAIOIIUM

(pparmeHTOM, KOoTOphic HHAYIUPYIOT A3KL] w/umn ASK®.

Bapuant peamusanuu 40. Cnoco0 COTNIacHO BAPHAHTY Peau3alid 39, OTIHYAOIIMICS TEM, YTO AHTHTCJIO HITH CTO
aHTHTCHCBs3bIBarOIMi (pparmeHT, kotopsie HHAYLHPYIOT A3KL] w/mmn A3K®, CBA3BIBAKOTCA C AHTHTCHOM,
BBIOpaHHBIM 13 Tpymmel, cocrosameii m3 AMHR2, AXL, BCMA, CA IX, CD4, CD16, CD19, CD20, CD22, CD30,
CD37, CD38, CD40, CD52, CD98, CSFIR, GD2, CCR4, CS1, EpCam, EGFR, EGFRVIII, sunormuaa, EPHA2,
EphA3, FGFR2b, peuenropa ¢ommesoii xuciaorsl anbda, ¢pykozmma-GM1, HER2, HER3, IL1RAP, antureHa
muerombl-kamma, MS4 A1, peuentopa mpomaktauaa, TA-MUC1 u PSMA.

Bapuant peammsanun 41. Cnoco0 coracHO BapHAHTY peanmsanud 40, OTIHYAIOMIHACS TEM, YTO aHTHTCJIO HITH €TO
aHTHTEHCBs3bIBarONMi (pparmMeHT, koTopsle HHAYIUPYIOT A3KL] n/nmn ASK®, BeIOpaHb! U3 TPYIIIBL, COCTOSIICH 13
purykcnmada, yormmrykcnmada, maprerykcnmada, IMGN-529, SCT400, senry3ymada, oouryTy3ymada, ADCT-502,
Hul4.18K322A, Hu3F8, muayTykcumada, Tpactysymada, merykcummada, purykcmmaba-RLI, ¢.60C3-RLI, Hul4.18-
IL2, KM2812, AFM13, (CD20)2xCD16, spnoturnba (Tapuepa), maparymymada, amemMTy3ymada, mepry3ymada,
OpenTyKCcHMada, 310Ty3yMada, uopurymomada, upadorysymada, papiaeryzymada, oTaepTy3ymada, KapoTyKCcuMada,
smpary3ymada, uHeOmm3ymaoa, mymperysymada, 4G7SDIE, AFM21, AFM22, LY-3022855, SNDX-6352, AFM-13,
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BI-836826, BMS-986012, BVX-20, moramymisymada, ChilLob-7/4, neiikorykcumaba, m3arykcumada, DS-8895,
FPA144, GM102, GSK-2857916, IGN523, 1T1208, ADC-1013, CAN-04, XOMA-213, PankoMab-GEX, chKM-
4927, IGN003, IGN004, IGN005, MDX-1097, MOR202, MOR-208, omopry3ymaba, HCHTYKCHMada, BEIOTHHA
(ammerpuc), ubpurymomadba tuykceraHa, ABBV-838, HuMax-AXL-ADC wu ago-tpacty3ymada 3MTaH3HHA
(kagcuma).

BapuanT peamu3anuu 42. Cnoco® cornacHo BapuaHTy peammzaumy 39 wmi 40, oTIHUarOmuMicA TeM, YTO BTOPOE

QHTHUTEJIO HJIM €T0 AHTUTCHCBA3BIBAIOINMH (pparmMeHT uHayupyeT ASKD.

Bapuant peamusanuu 43. Cnoco0 COTJIACHO BAPHAHTY Peanm3aiud 42, OTIMYAIONIHIACA TEM, YTO BTOPOC AHTHTCIIO
WA €TO AHTHICHCBSI3BIBAIOINMI (DParMEHT BBIOPAHBI W3 TPYIIBI, COCTOAINCH M3 PUTYKcuMada, yOimTykcumaoa,
Mmaprerykcumada, IMGN-529, SCT400, senrysymada, 00uHy Ty3yMaba, TpacTty3yMada, nerykcumada, areMTy3ymada,
uOpurymomada, (apaerysymaba, wunHeOmnmm3ymaba, naymperysymada, 4G7SDIE, BMS-986012, BVX-20,
moramym3ymada, ChiLob-7/4, GM102, GSK-2857916, PankoMab-GEX, chKM-4927, MDX-1097, MOR202 u
MOR-208.

Bapmant peammzanmn 44. Crioco6  smeueHmst HWHQEKIMA HIH  WHPESKOIHOHHOTO 3a00NeBaHmMsA y CyOBEKTa,
TIPEICTABILIOMIETO COOOH YENIOBEKa, BKIFOYANOIMH BBEACHHC YKA3aHHOMY CYOBEKTY 3(D()EKTHBHOTO KOIHIECTBA
AQHTHTENA WIH €r0 AHTUTCHCBA3BIBAIOIIETO (hparMeHTa COTJacHO JOOOMY W3 BApHAHTOB peaimsammu 1 - 18, mm
BEKTOPA SKCIPECCHH COTJIACHO OJHOMY U3 BAPHAHTOB PeaTu3aliiu 22 uin 23, WiH KICTKU-X034HHA COTJIACHO OJHOMY
W3 BAPHAHTOB peaym3anuu 24 - 26, WM KOMIO3HIMH COTJIACHO OAHOMY H3 BapHAHTOB peammsamuu 27 - 33,

HEOOS3aTCIPHO B COUYCTAHUH C TOTIOJTHUTCIBHBIM TCPANICBTUUYCCKHM ar¢HTOM HJTH TCPANCBTHUYCCKOH MPOLCAYPOii.
Bapuant peamusanuu 45. AHTHTENO, 00J1A1AF0IIECE OJHUM WIH HECKOJIBKUMH U3 CJICAYIOIUX CBOMCTB:

cesa3pBacT Oemok SIRPaV1 uenoseka, umeromuii mociaeaosarebHOCTh SEQ ID NO: 34, ¢ ECso < 1 HM,
mposBseT Mo MeHbpmeld mepe B 100 pa3 6omee Bbicoky:o ECso mo otHomeHmoo k SIRPaV1(P74A),
uMeromeMy nocienosareabHOCTh SEQ ID NO: 62; u mpossinsger mo mensmmedr Mepe B 100 pa3 Oomee
BbICOKYHO ECso mo otHOmIeHHro k 6enky SIRPB1 uenoseka, umeromemy mociaeaosareabHocTs SEQ ID NO:

38, mpeAnoYTHTEIHHO H3MEPEHUE IPOBOAAT C MIOMOIIBIO KIeTouHOro ananm3a ELISA;

CBA3BIBACTCA C KICTKOH, skcmpeccupyromei 6emok SIRPaV1 uenoseka, ¢ ECso < 10 HM, MPEamOYTHTSIBHO
< 5 M, Gomee mpeamoutureapHo < 1,5 HM, eme Oonee mpeamoututeapHo < 1,0 HM, eme Oomce

npeanoutuTenbHo < 0,5 HM u Hanbosiee NPeaoYTHTENbHO PaBHOH mpuomm3uTensHo 0,3 HM mim MeHee;

CBA3BIBACTCA C KICTKOH, skcmpeccupyromeii 6emok SIRPaV?2 uemoseka, ¢ ECso < 10 HM, PEeamOYTHTSIIEHO
< 5 HM, Gomee mpeamouruteapHo < 1,5 HM, eme Oomee mpeamoututenpHo < 1,0 HM, eme Oomce

npeanoutuTenbHo < 0,5 HM u HanboJiee IPeAOUTHTENRHO PaBHOH npuOmm3uTenpHo 0,3 HM nim MeHee;

HEC TpPOSBIBIET 3aMETHOTO CBia3biBaHmMA C OcmkoM SIRPP1 mpm konumeHTpammm amturena 50 HM,
mpeanouTuTeIbHO 67 HM m Gosnee mpeamoututrenpHo 100 HM, Wiom, B KaUCCTBE ANBTCPHATHBEI, IPH
KOHIICHTpanuu, koTopad B 10 pa3 Oopie, mpeaAnmouTHTSIHO B S0 pa3 6ompme, 0071e¢ MPSANOUTHTCIIFHO B
100 pa3 6ompme u eme 6osee mpeanouTuTeabHO B 200 pa3 6ompie, yem ECso aHTHTEIA IO OTHOMICHHUEO K

SIRPaV1 umu SIRPaV2;
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uHrHOHpYET cBsa3biBanmne MexkaAy SIRPa yenoseka u CD47 ¢ I1Cso < 10,0 HM, 60see npeanoyTuTeibHo < 5,0
HM, eme Oornee mpeamouTuTeapHo < 2,5 HM u Hambosee MpeAnoYTUTEIRHO paBHOH npuOmm3uTenasHo 1,0

HM WM MCHEE; U
nposIBIIeT 0awt “yenopeyHocTH 120, paBHBbIi Mo MEHbIICH Mepe 79, 1 6os1ee MPEANOYTUTETBHO 85.

BapuanT peanu3anuy 46. AHTHTENO WIH €TO AHTUTCHCBS3BIBAIOIIIH (PParMEHT COTJIACHO BAPHAHTY PEaTH3ALMIH 45,
KOTOpBIC CB3bIBAOT Ocnok SIRPaV1 uenoseka, nmerormuii nocaexosareabHOCTs SEQ ID NO: 34, ¢ ECso < 1 HM,;
MPOABIAIOT MO0 McHbIICH Mepe B 100 pa3 6osee Bbicokyro ECso mo otHomeHmoo k SIRPaV1(P74A), umcromemMy
nocrienosarebHOCTh SEQ ID NO: 62; w mposieistror mo MeHbimed mepe B 100 pa3z 6oxee Beicokyro ECsy mo

otHOICHHKO K O¢enky SIRPB1 uenoBeka, mmeromeMy mociaeaosareaprocth SEQ ID NO: 38.

Bapuant peammsanuu 47. AHTHTEIO WIH C€TO AHTUTCHCBABIBAFOINMIA (DPArMCHT COTJIACHO BAPHAHTY PCaTH3aluy 45
w46, KOTOPBIE COAEPyKAT OTHY WM B Jerkue nenw, Bkmodaromue SEQ ID NO: 20 wmm mocne10BaTeIbHOCTD, 10
MeHbIeH Mepe Ha 90%, 95%, 97%, 98% wmu 99% WACHTHYHYH) YKA3aHHOW MOCICIOBATCIBHOCTH, W OJHY HIIH JIBC
Toxensie ey, Brmrodarmue SEQ ID NO: 10 wm mocaeIoBaTeIbHOCTD, 0 MEHBINCH Mepe Ha 90%, 95%, 97%,

98% nm 99% WACHTHYHYIO YKA3aHHOH MOCIIEI0BATEIEHOCTH.

Bapmant peammzanmu 48.  AHTHTENO HIIH €T0 aHTHICHCBSI3BIBAOIIMI (PPATMEHT COTIIACHO BAPHAHTY peanu3anud 45
w46, KOTOpBIE COAEP kAT OTHY MM B Jerkue nenw, Bkmodaromue SEQ ID NO: 28 wmm mocne10BaTeIbHOCTD, 10
MeHbeH Mepe Ha 90%, 95%, 97%, 98% umu 99% WACHTHYHYHO YKA3aHHOW MOCICIOBATCIBPHOCTH, W OJHY HJIH JIBC
Toxessie neny, Bmrodyarmue SEQ ID NO: 16 wm mocaeroBareTbHOCTD, 0 MEHbIEH Mepe Ha 90%, 95%, 97%,

98% nnu 99% HACHTHYIHYIO YKa3aHHOH NMOCIIECI0BATEIFHOCTH.

Bapmuant peammzanuu 49. AHTHTENO HIH €T0 aHTHICHCBS3BIBAIOIIMI ()PATMEHT COTTIACHO BAPHAHTY peanu3anuu 45
uiu 46, KOTOPBIE COAEPKAT OHY WM B Jerkue uend, prmodaromue SEQ ID NO: 20 um nocne10BaTeIbHOCTb, 10
MeHbLei Mepe Ha 90%, 95%, 97%, 98% unu 99% HACHTHYHYHO YKA3aHHOW MOCJICAOBATCIFHOCTH, U OJHY HJIH JBC
Tsokenpie meny, smovaronme SEQ ID NO: 18 wmm mocre10BaTenbHOCTD, MO MEHbIIEH Mepe Ha 90%, 95%, 97%,

98% man 99% HICHTHYHYIO YKA3aHHOM IOCICI0BATEIbHOCTH.

Bapuant peamusanuu 50. AHTHTEIO WJIH €T0 AHTUTCHCBA3BIBAOINMI (DPArMCHT COTJIACHO BAPHAHTY PCajH3aluu 45
uia 46, KOTOPBIC COACPKAT OHY WM B Jerkue nenw, Bkmrodaromue SEQ ID NO: 90 wmu mocne10BaTe IbHOCTD, 10
MeHbIneH Mepe Ha 90%, 95%, 97%, 98% uwiu 99% WACHTHYHYH) YKA3aHHOW MOCICIOBATCIPHOCTH, W OJHY HJIH JIBC
Toxemsie neny, Bmodarmue SEQ ID NO: 80 wm mocaeIoBaTeIbHOCTD, 0 MEHBINCH Mepe Ha 90%, 95%, 97%,

98% nn 99% WACHTHYIHYIO YKA3aHHOH MOCIIEA0BATEIEHOCTH.

Bapuant peammsanuu 51. AHTHTENO WIH €T0 AHTHTCHCBA3BIBAOINMIA (DPArMCHT COTJIACHO BAPHAHTY PCaam3anud 45
w46, KOTOpBIE COAEPyKAT OTHY HJIH B Jierkue nenw, Bkmrouaromue SEQ ID NO: 92 wmm mocne10BaTeIbHOCTD, 10
MeHbIeH Mepe Ha 90%, 95%, 97%, 98% umu 99% WACHTHYHYHO YKA3aHHOI IMOCIICIOBATCIPHOCTH, W OJHY HJIH JIBC
Toxensie ey, Brmrodarmue SEQ ID NO: 80 wm mocaeroBareIbHOCTD, 0 MEHBINCH Mepe Ha 90%, 95%, 97%,

98% nm 99% WACHTHYHYIO YKA3aHHOH MOCIIEI0BATEIEHOCTH.

Bapmant peammzanuu 52. AHTHTENO HIIH €TI0 aHTHICHCBS3BIBAIOIIMI (PPATMEHT COTIIACHO BAPHAHTY peanu3anuu 45
ni 46, KOTOpBIE COAEPyKAT OHY WM B Jerkue nend, kmrodaromue SEQ ID NO: 96 umm mocne10BaTeIbHOCTb, 10

MeHbIei Mepe Ha 90%, 95%, 97%, 98% umu 99% HACHTUYHYIO YKA3aHHOW MOCICIOBATCIBHOCTH, W OJHY HJIH JIBC
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Toxensie neny, Bmrodyarmue SEQ ID NO: 80 wm mocaeroBaTeIbHOCTD, 0 MEHbINEH Mepe Ha 90%, 95%, 97%,

98% nu 99% HACHTHYIHYIO YKa3aHHOH MOCIIEI0BATEIFHOCTH.

Bapmuant peammzanuu 53. AHTHTENO WM €TI0 AHTHICHCBA3BIBAOINUI ()PAarMEHT COTJIACHO OJHOMY M3 BAPHAHTOB

peanuzanyn 45 - 52, OTIIMYAIOIIHECS TEM, YTO AHTHUTEIIO MPSACTaBIACT cOO0H HHTAKTHBIN I12G.

Bapmuant peammzanuu 54. AHTHTENO WM €TO AHTHICHCBA3BIBAIOINUI ()PAarMEHT COTJIACHO OJHOMY M3 BAPHAHTOB
peammau 45 - 52, OTIMYAOLMECS TEM, YTO AHTHTENO BKmO4YaeT Fc-o6macte IgG2 nmukoro Tuma wiu

MyTHpOBaHHYIO Fc-00macts 1gG2.

Bapwmant peamm3anuu 55. AHTHTENO WM €T0 AHTHTCHCBA3BIBAIOINMIT ()ParMCHT COTJIACHO OJHOMY W3 BAPHAHTOB

peammsary 45 - 52, OTIMYAIOMIMECS TEM, YTO AaHTHTENIO BKJIFOYAaeT MyTHpoBaHHyI0 Fc-o6macts 1gGl.

Bapmant peaymzanuu 56. AHTHTENO WM €TO AHTHICHCBA3BIBAOINMI ()ParMEHT COTJIACHO OJHOMY H3 BAPHAHTOB

peammzanyn 45 - 52, OTIHYAIONIHECS TCM, YTO AHTHTEIIO BKITIOYACT MyTHPOBAaHHYO Fc-00macTs [gG4.

Bapmant peammzanmy 57. AHTHTENO WIH €r0 AHTHICHCBA3BIBAIOINNIT (PparMeHT, KOTOPBIC CBA3BIBAIOTCA C TEM K

snuTonoM SIRPo yenoBeka, ¢ KOTOPBIM CBA3BIBACTCS AHTHTEIIO COTIIACHO OHOMY M3 BAPHAHTOB peanm3anun 45 - 52.

Bapmant peammzanmy 58. AHTHTENO WIH €r0 aHTHUTCHCBA3BIBAOINUIT (PpAarMEHT COTTIACHO JEOOOMY H3 BAPHAHTOB

peammsary 45 - 52, OTIHYAOIHECS TEM, YTO AaHTHTEIIO HIIH €T0 AHTHICHCBI3BIBAIOINII (DparMeHT r'yMaHH3HPOBAHBL.

Bapmant peammzanmu 59.  KoMmos3umust, coaeprkammast aHTHTENO HiIH €T0 AHTHICHCBA3BIBAIOIIH ()parMeHT COTIIACHO

T00OMY U3 BapHAHTOB peanu3armu 45 - 52 u (hapManeBTHUCCKH MMPHEMIIEMBIH HOCHTEh HIIH Pa30aBUTEIIb.

Bapuant peammzanuu 60. AHTHTENIO WM €r0 AHTHICHCBASHIBAKOIIME (PPArMCHT COTIIACHO TFOOOMY W3 BAPHAHTOB
peanmzanyn 45 - 52 WM KOMIOO3HIMA COTJACHO BAPHAHTY PeaTu3aluu 59 A JeUCHHA paka WiH HH()CKIHOHHOTO

3a00JICBAHHS.

Bapuant peanmusanuu 61. AHTHTENO WM €r0 AHTHICHCBA3HIBAIOIIMN (PPArMEHT COTJIACHO THOOOMY U3 BAPHAHTOB
peamu3amuu 45 - 52 MIM KOMIIO3ZHLHSA COIJIACHO BAPHAHTY peaM3anud 59 A CHHXKCHHS NEPEAaqH CHTHAIA

SIRPa/CD47 y cyOBpexTa, NPEeACTaBILIOIIETO COO0 YeTOBEKa.

Bapuant peamusanuu 62. Cnoco0 JeucHHA paka y CyOBEKTa, MPCACTABIIOIECTO COO0H YCITOBECKA, BKIFOYAROINUE
BBCICHHC YKA3aHHOMY CYOBCKTY 3(P(PCKTHBHOTO KOJUUCCTBA AHTUTECIIA HIIH CTO AHTHTCHCBA3BIBAIOMICTO (hparMCHTA
COTJIACHO JIFOOOMY W3 BAapHAHTOB peanu3aumd 45 - 52 Wian KOMIO3WIWU COTJACHO BAPHAHTY peaim3anud 59,

HEOOS3aTCILHO B COUCTAHUH C TOTOJHUTEIBHBIM TEPANCBTHYCCKHUM ar¢HTOM HJIH TEPANCBTHYCCKOM MPOIIE Ty POii.

Bapmant peammmzanmu 63. Croco6  smeueHmst WHQEKIMHA HIH  WHPESKIHOHHOTO 3a00NeBaHmMsA Yy CyOBEKTa,
MIPEICTABILIFOMIETO COOOH YENOBEKa, BKIFOYANOIMH BBEACHHC YKA3aHHOMY CYOBEKTY 3(D()EKTHBHOTO KOIHUIECTBA
AQHTHTENA WM €T0 AHTHTCHCBS3BIBAIOMICTO (PParMEHTA COTJIACHO JEOOOMY M3 BAPHAHTOB peaymmsanuu 45 - 52 wm
KOMITO3MIMM COTJIACHO BAPWAHTY peamm3amun 59, HEoOA3aTEIbHO B COYCTAHHH C  JIOTIOJHHTCIBHBIM

TEPANICBTUUCCKUM ar¢HTOM HJIH TEPAaNeBTUYECCKON MPOLEAYPOH.

OCHOBHBIE CIIOCOBbI
[00410] CrarmaprHbie cOCOOBI MOJICKYJIPHOI Omonoruy onmcansl B Sambrook, Fritsch u Maniatis (1982 u
1989 2° u3manwme, 2001 3° w3nanue) Molecular Cloning, A Laboratory Manual, Cold Spring Harbor Laboratory Press,
Komx Crpunr Xap6op, Hero-Hopk; Sambrook u Russell (2001) Molecular Cloning, 3¢ w3a., Cold Spring Harbor
Laboratory Press, Kona Crpusr Xap6op, Hero-Hopx; Wu (1993) Recombinant DNA, Tom 217, Academic Press, Can-

Juero, Kamuopuusa). CranmaptHeie cnocoObl Taioke MOKHO Haiitu B Ausbel u ap. (2001) Current Protocols in
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Molecular Biology, Toma 1 - 4, John Wiley and Sons, Inc. Hyro-Mopx, Hero-Hopk, B KOTOPOM OTHCAHO KIOHHPOBAHHES
B OakTepHABHBIX KiIeTKaX U MyTarcue3 JJHK (toMm 1), KIOHHPOBAHUE B KICTKAX MIICKOIHTAIOMINX H APOOKAX (TOM

2), TIUKOKOHBIOTATHI H 3KcTpecchs 0eika (ToM 3) u bnonmHpopMaTuka (ToM 4).

[00411] Onmcanpl  cmocoObl  OYHCTKM — O€lka, BKIOYAd HMMYHONPCIUMITUTALMIO, XpoMartorpaguro,
anekrpodopes, ueHTpHpyruposanue u kpuctammuzauuto (Coligan u ap. (2000) Current Protocols in Protein Science,
toM 1, John Wiley and Sons, Inc., Hero-Mopk). OmucaHsl XHMHYCCKHI AHAIH3, XHMHYECKAS MOTH(HKAIN,
NOCTTPAHCIBIHOHHAS MO (PHKAKS, MOTyUCHUE THOPUIHBIX OCIKOB, INTHKO3HIHPOBAHHE OCIKOB (CM., HapHMep,
Coligan u zp. (2000) Current Protocols in Protein Science, Tom 2, John Wiley and Sons, Inc., Hero-Hopx; Ausubel
u 1p. (2001) Current Protocols in Molecular Biology, Tom 3, John Wiley and Sons, Inc., NY, NY, ctp. 16.0.5 -
16.22.17; Sigma-Aldrich, Co. (2001) Products for Life Science Research, Cenr-Jlync, Muccypu, ctp. 45 - 89;
Amersham Pharmacia Biotech (2001) BioDirectory, Piscataway, Heto-JIxxepcu, ctp. 384-391). OmucaHo mOIyUCHHUE,
OYHCTKA U (pparMCHTANHA TOTHKIOHATBHEIX M MOHOKIOHATBHBIX aHTHTEN (Coligan u ap. (2001) Current Protcols in
Immunology, Tom 1, John Wiley and Sons, Inc., Hero-Hopx; Harlow u Lane (1999) Using Antibodies, Cold Spring
Harbor Laboratory Press, Koax Crpurr Xap6op, Hero-Hopk; Harlow u Lane, Beime). JIOCTYMHBI CTAHIAPTHBIC
MCTOIOWMKH JJIA ONPCIACICHUS XapAaKTCPHCTHK B3AUMOACHCTBHH uraHm/peuenTop (cm., Hampumep, Coligan uw ap.

(2001) Current Protcols in Immunology, Tom 4, John Wiley, Inc., Hero-Hlopx).

[00412] MoOXHO TONYYHTh MOHOKJIOHAIBHBIC, MNOJHKJIOHANBHBIC M TYMAHHU3HPOBAHHBIC AQHTHUTENA (CM.,
nanpumep, Sheperd u Dean (pex.) (2000) Monoclonal Antibodies, Oxford Univ. Press, Hero-Hopk, Hero-Hopk;
Kontermann u Dubel (pex.) (2001) Antibody Engineering, Springer-Verlag, Hyro-Hopx; Harlow u Lane (1988)
Antibodies A Laboratory Manual, Cold Spring Harbor Laboratory Press, Koxx Cnipuar Xap6op, Hero-Hopx, crp. 139
- 243; Carpenter u ap. (2000) J. Immonol. 165:6205; He u ap. (1998) J. Immonol. 160:1029; Tang u ap. (1999) J.
Biol. Chem. 274:27371-27378; Baca u ap. (1997) J. Biol. Chem. 272:10678-10684; Chothia u ap. (1989) Nature
342:877-883; Foote u Winter (1992) J. Mol. Biol. 224:487-499; narent CIIIA HoMep 6329511).

[00413] ANbTEpHATHBOH TyMaHH3HPOBAHUIO SAB/ICTCA TPHUMCHCHHC OHONHMOTEK AHTHTENI HYEJIOBCKA,
0TOOpaKEHHBIX HA (pare, Wi OHOTHOTEK AHTUTEIN YeIOBEKAa B TPAHCTEeHHBIX MbIuax (Vaughan u ap. (1996) Nature
Biotechnol. 14:309-314; Barbas (1995) Nature Medicine 1:837-839; Mendez u np. (1997) Nature Genetics 15:146-
156; Hoogenboom u Chames (2000) Immunol. Today 21:371-377; Barbas u xp. (2001) Phage Display: A Laboratory
Manual, Cold Spring Harbor Laboratory Press, Cold Spring Harbor, Hero-Hopxk; Kay u ap. (1996) Phage Display of
Peptides and Proteins: A Laboratory Manual, Academic Press, Can-/luero, Kamupoprus; de Bruin u ap. (1999)
Nature Biotechnol. 17:397-399).

[00414] OnmcaHbl OAHOICTIOYCYHBIC AHTUTEIA W auatena (CM., Hampumep, Malecki u ap. (2002) Proc. Natl.
Acad. Sci. USA 99:213-218; Conrath u ap. (2001) J. Biol. Chem. 276:7346-7350; Desmyter u ap. (2001) J. Biol.
Chem. 276:26285-26290; Hudson u Kortt (1999) J. Immonol. Methods 231:177-189; u marenr CIIIA HOMEp
4946778). Ipennoxkens! On(yHKIIHOHATBHBIC aHTHTENA (CM., HapuMmep, Mack u xp. (1995) Proc. Natl. Acad. Sci.
US4 92:7021-7025; Carter (2001) J. Immonol. Methods 248:7-15; Volkel u ap. (2001) Protein Engineering 14:815-
823; Segal u ap. (2001) J. Immonol. Methods 248:1-6; Brennan u ap. (1985) Science 229:81-83; Raso u ap. (1997) J.
Biol. Chem. 272:27623; Morrison (1985) Science 229:1202-1207; Traunecker u ap. (1991) EMBO J. 10:3655-3659;
u mareHThI CIITA Ne 5932448, 5532210 u 6129914).

[00415] Taxoke mpeanokeHs! Oucnermpuyeckue anrutena (cM., Hanpumep, Azzoni u ap. (1998) J. Immonol.
161:3493; Kita u ap. (1999) J. Immonol. 162:6901; Merchant u np. (2000) J. Biol. Chem. 74:9115; Pandey u ap.
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(2000) J. Biol. Chem. 275:38633; Zheng u ap. (2001) J. Biol Chem. 276:12999; Propst u ap. (2000) J. Immonol.
165:2214; Long (1999) Ann. Rev. Immunol. 17:875).

OuncTKa aHTHIECHA HE Tpe6yeTc;1 AT MOJIYy'UCHUA AHTUTCII. JKHUBOTHBIX MOIKHO HMMYHHU3HPOBATE KIICTKAMH,
HCCYILIUMHU HHTepeCYIOHlHﬁ anturcH. 13 HMMYHHU3HUPOBAHHBIX KUBOTHBIX 34TCM MOYKHO BBIACIUTH CIIJICHOLIUTHI, H
MOJYUCHHBIC CIIJICHOIUTHI MOKHO CIMTh C JHHUCH KJICTOK MHUEIOMBI UL NMOJyYCHHA THOPHAOMBI (CM., HaIIPUMED,
Meyaard u xp. (1997) Immunity 7:283-290; Wright u xp. (2000) Immunity 13:233-242; Preston u 1ap., BBIIIE,
Kaithamana u ap. (1999) J. Immonol. 163:5157-5164).

[00416] AHTHTE 1A MOYKHO KOHBIOTHPOBATH, HAIIPUMED, C HU3KOMOJICKY JIAPHBIMH JICKAPCTBCHHBIMHU CPEACTBAMU,
(pepMeHTAMH, JTIIOCOMAaMH, TmoMMATHICHTIHKoIeM (TI0I7). AHTHTENIA MONC3HBI I BKIFOUYCHHA B HAOOPBI, UIA
TCPANICBTHUCCKUX, AHATHOCTHUYCCKHX HIIH AOPYTHX ueneﬁ W BKIIOYAKOT AHTHUTCIA, COCAUHCHHBIC, HANIPHUMCP, C
KPaCHUTCIIMH, PAAHOAKTHBHBIMH H30TOIIAMH, (l)epMeHTaMI/I WA MCTAITaMHA, HATIPHUMCP, KOJITTOUWIHBIM 30JI0TOM (CM.,
Hanpumep, Le Doussal u ap. (1991) J. fmmonol. 146:169-175; Gibellini u ap. (1998) J. Immonol. 160:3891-3898;
Hsing u Bishop (1999) J. Immonol. 162:2804-2811; Everts u ap. (2002) J. Immonol. 168:883-889).

[00417] JocTymHbl cnmocoObl MPOTOYHOH LHTOMCTPHH, BKIOYAA COPTHPOBKY KICTOK C BO30Y)KICHHCM
(ayopecuenumu (FACS) (cm., Hampumep, Owens u ap. (1994) Flow Cytometry Principles for Clinical Laboratory
Practice, John Wiley and Sons, Xo6oken, Hero-xepen; Givan (2001) Flow Cytometry, 2° w3n.; Wiley-Liss,
XobokeH, Hero-/Ixepen; Shapiro (2003) Practical Flow Cytometry, John Wiley and Sons, Xo6oken, Hero-/[xepcn).
JocTymHs! (DIyOpECICHTHBIE PEATCHTHI, MOAXOIIIHIE [T MOAU(DUKAIINY HYKJICHHOBBIX KHCIIOT, BRIFOUYAs TPaiiMephI
W 30HABl W3 HYKICHHOBBIX KHCJOT, IIOJUICHTHABI W AHTHTENA, AJI NPHMCHCHHS, HANPUMEP, B KA4YeCTBE
JIUarHocTuuecKux pearcHToB (Molecular Probes (2003) Catalogue, Molecular Probes, Inc., FOmxuH, Operon; Sigma-
Aldrich (2003) Catalogue, Cenr-Jlyuc, Muccypu).

[00418] OnucaHbI CTAaHAAPTHBIC CIIOCOOBI THCTOIOTHH HMMYHHOM cucTeMsl (cM., Hanpumep, Muller-Harmelink
(pen.) (1986) Human Thymus: Histopathology and Pathology, Springer Verlag, Hero-Hopk, Hero-Hopxk; Hiatt u mp.
(2000) Color Atlas of Histology, Lippincott, Williams, u Wilkins, ®unanenspust, [lencumbssanus; Louis u ap. (2002)
Basic Histology: Text and Atlas, McGraw-Hill, Hero-Hopx, Hero-Hopx).

[00419] JIOCTYIIHBI TAKSTHI MPOTPAMMHOTO OOCCICUCHHA W 0a3hl JAHHBIX I ONPCIACICHUS, HAIPHMCP,
AHTHICHHBIX (P)PArMEHTOB, THACPHBIX MOCICAOBATCIBHOCTEH, YKIAAKH OCIKOB, ()YHKIMOHAIBHBIX JOMCHOB, CAUTOB
TJIHKO3HTAPOBAHNA W BHIPABHHBAHHA TMOCJCAOBAaTCIBHOCTCH (cM., Hampumep, GenBank, Vector NTI® Suite
(Informax, Inc, Berecma, Mapuncum), GCG Wisconsin Package (Accelrys, Inc., Can-/lmero, Kamm(popHus);
DeCypher® (TimeLogic Corp., Kpucran Bait, Hepaga), Menne u ap. (2000) Bioinformatics 16: 741-742; Menne u
ap. (2000) Bioinformatics Applications Note 16:741-742; Wren u ap. (2002) Comput. Methods Programs Biomed.
68:177-181; von Heijne (1983) Eur. J. Biochem. 133:17-21; von Heijne (1986) Nucleic Acids Res. 14:4683-4690).

IMPUMEPBI

[00420] Crenyromue mpuMepsl CIyKaT JId TOSCHCHHS HacrosAmiero m3obpereHmsa. Hu B koeMm ciyuyae He

NPEIII0JIAracTCs, YTO JAHHBIC IPHMEPHI OTPAaHUUUBAIOT 00BEM HACTOAILECTO H300PCTCHHUA.
[00421] ITpumep 1. Cnetm(pruHOCTS TOCTYIMHBIX U1 pHoOpeTeHus anTutex npotus hSIRPo.

[00422] Crenu(puIHOCTS CBA3BIBAHUS PA3IUYHBIX JOCTYIHBIX IS MPHOOPETEHUS MOHOKIOHAJIBHBIX aHTHTEI
mpotus hSIRPo (tabmia 7) ¢ Bapuantom 1 hSIRPa (hSIRPaV1; Homep noctyma B GenBank: NM_001040022.1)
(SEQ ID NO: 34), sapuantom 2 hSIRPa (hSIRPaV2; Homep gocryma B GenBank: D86043.1) (SEQ ID NO: 36),
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hSIRPB1 (momep moctyma B GenBank: NM_006065.4) (SEQ ID NO: 38), BapmantoM 3 TPaHCKPHITA
hSIRPB1/hSIRPBL (womep moctyma B NCBI: NM_001135844.3) (SEQ ID NO: 117) u hSIRPy (Homep moctyma
B NCBIL: NM 018556.3) (SEQ ID NO: 40) omcumBamu ¢ momompr kiaerouHoro ELISA (CELISA).
Peaximonnyro crmocobuocts moarsepskaanu, mpumersaa kietku CHO-K1 (ATCC CCL-61), xotopeie ObLTH
BPEMCHHO TPaHC(UIMPOBAHBI, C MpHMeHEeHHEM Jumodexramuna 2000, k ITHK, xoaupyromel NoIHOpa3sMEpHYIO
otkpbITyio pamky cuntsiBanusa hSIRPaV1, hSIRPaV2, hSIRPB1, hSIRPBL u hSIRPy, cyOKIOHHPOBaHHYIO B
BekTop pCl-neo (Promega, Mamucon, Buckoncun). Knerku CHO-K1.hSIRPaV1, CHO-K1.hSIRPaV2, CHO-
K1.hSIRPB1, CHO-K1.hSIRPBL u CHO-K1.hSIRPy BriceBanu B Ky apTypaibHyto cpexy (DMEM-F12 (Gibco),
JOTIOJTHCHHYIO 5% CBIBOPOTKOH HOBOPOKIACHHBIX Teaar (BioWest) W NCHHIULIHHOM/CTPSITOMHIIHHOM
(Gibco)), B 96-nTyHOUYHBIC KYJIBTYPAIBHBIC IDIAHIICTHI C INIOCKHM JHOM M WHKyOuposamu npu 37°C, 5% CO; u
BIXHOCTH 95% B TeucHUE 24 YacoB. 3aTeM KyJIbTYPATbHYIO CPEAY YAAILUTH U KJICTKH HHKYOHPOBAIH B TCUCHHUC
1 yaca npu 37°C, 5% CO; u BnaxsaocTH 95% ¢ ounmeHHbIME anTHTenaMu npoTuB hSIRPo (ucmoms3yembivu
npH KOHOCHTpauy 10 MKT/MIT B ee pa3BeIeHUX). 3aTeM KiIeTKH mpombBaii OEP-T u nHKyOHpoBai B TCUCHHUE
1 waca npu 37°C, 5% CO» u Bnaxxsoctu 95% c aHTHTEIOM KO3bI IPOTHB 1g(G MBINIH, KOHBIOTHPOBAHHBIM C
nepoxcunazoit xpera (HRP) (Southern Biotech). 3arem xnerku npomeisam Tpu paza ©EP-T u smsyanusuposamm
uMMyHOpeakunoHHas crnocobrocTs nmpotus hSIRPaV1, hSIRPaV2, hSIRPB1, hSIRPBL u hSIRPy ¢ momompro
CTAaOWIM3HPOBAHHOTO XpoMmorcHa TeTpamermnocHsuamHa (TMB) (Invitrogen). Peaxmum ocraHaBmuBaH
modasierneM 0,5 M H,SO4 u cunteiam moriomeHAe Ha 450 u 610 aM. 3HaucHNS EC50 - koHIGHTpaImro, npu
KoTopoit Habmomaercsa 50% MOMHOTO CHTHAnma CBA3BIBAHHUA - paccunrteiBaim, npuMmensas GraphPad Prism 6

(GraphPad Software, Inc).

[00423] Tabmuma 7. Jloctymusle i mpuobpetenus antutena npotus hSIRPo, ncnonszyemsle a1 cpaBHCHUA

C QHTUTCJIAMH, IIOJIyUCHHBIMH B JAHHOM 3a5BKE.

Mumen | Kion Homep B | Kommnanus Bun Peaxnnonnasi cnocodonocrs | H3otu
b Karajore n
hSIRPo | SE5AS 323802 Biolegend MBI | 4ETOBEK IgG1
hSIRPa |7B3 LS- LifeSpan Biosciences MBI | 4YETOBEK IgG1
C340387
hSIRPa | 1B5 LS- LifeSpan Biosciences MBIIIb | 4eIOBEK IgGl1
C338479
hSIRPa | 1C6 LS- LifeSpan Biosciences MBIIIb | 4eTIOBEK 1gGl
C338477
hSIRPa |27 sc-136067 | Santa Cruz MBIIIb | YEJIOBEK, MBILIb, KPbICA IgG1
Biotechnology
hSIRPa | SE7C2 sc-23863 Santa Cruz MBIIIb | YEJIOBEK IgG1
Biotechnology
hSIRPa | P3C4 LS- CliniSciences MBIIIb | YEJIOBEK IgG2a
C179629-
100
hSIRPa |2A4A5 W172-3 MBL International MBIIIb | YEJIOBEK IgG2a
hSIRPa | 15-414 LS-C58098 | LifeSpan Biosciences MBIIIb | 4EeJI0BEK IgG2a
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hSIRPa | 1H1 LS- LifeSpan Biosciences MBIIIb | 4eJIOBEK 1gG2a
C338476
hSIRPa | C-7 sc-376884 | Santa Cruz MBIIIb | YEJIOBEK IgG2a
Biotechnology
hSIRPa |03 11612- Sino Biological Inc. MBI | 4ETOBEK IgG2b
MMO03-100
hSIRPa | 5E10 LS C83566 | LifeSpan Biosciences MBIIIb | YETOBEK IgG2b
hSIRPa | 602411 MAB4546 |R&D MBIb | YEeTOBEK IgG2b
hSIRPa | EPR16264 |ab191419 | Abcam KpPOJHK | 4eJIOBEK, MBIIIb, KPbICA IgG
hSIRPa | D6I3M 13379S Cell Signaling KpPOJuWK | 4enmoBek, MBI,  Kpbica, | IgG
Technology 00¢3baHA
hSIRPa | 001 50956- Sino Biological Inc. KPOJIHK | MBIIIb, YETOBEK 1gG
RO0O1 100u
g
hSIRPa |REA144 130-099- | Miltenyi Biotec YeNnoBe | YEIOBEK 1gGl
768 K
hSIRPa | KWAR23 | TAB- Creative Biolabs UYCIIOBE | UCIOBEK 1gG4
453CT K
[00424] Ha ¢urype 1 u B cnexyromieii Tabaune 8 npeCcTaBICHO, YTO JOCTYIHbIC U1 IPHOOPETEHUS aHTHTEIA

npotus hSIRPa BcTynaror B nmepekpectHyto peakito mo MeHbmeil mepe ¢ hSIRPB1, hSIRPBL wmu hSIRPy wmu

JEMOHCTPHPYIOT auienb-crienuduuyeckoe cessbBanue ¢ hSIRPoV2. Anrureno KWAR23 Berynaer B EpekpecTHY IO

PCAKIMIO CO BCEMH HCCJICIOBAHHBIMH MPEACTABHTSIHIMU ceMelicTBa peuentopoB SIRP: 0HO CBsA3BIBacTCA C

hSIRPaV1, hSIRPaV2, hSIRPB1, hSIRPBL u hSIRPy.

[00425] Tabmuma 8.
Cas13pIBaHHC Cas3piBaHHC CesaseiBanne | CesaspiBanne | Cesa3bIBaHHC
hSIRPaV1, hSIRPaV2, hSIRPp1, hSIRPy, hSIRPBL,
Awnrtureno EC50 (#M) EC50 (aM) EC50 (#eM) EC50 sM) | EC50 (#M)
hSIRPa.50A 1,626 1,627 H/O 1,475 0,639
Anrureno mporus hSIRPa
(xyoH SE5A5) 0,372 0,186 0,185 0,200 0,122
Antureno mporms hSIRPa
(xsoH 7B3) 0,187 0,300 0,255 H/O 0,206
Antureno mporms hSIRPa
(x0H 1B5) H/0 0,122 H/O H/O H/O
Antureno mporms hSIRPa
(xsoH 1C6) 0,739 0,167 2,965 15,589 2,008
Antureno mporus hSIRPa
(x710H 27) H/0 H/O H/O H/O H/O
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Antureno mporms hSIRPa

(xsoH SE7C2) 1,269% 0,300 H/0 1,525 26,818*
Antureno mporus hSIRPa

(xsoH P3C4) 0,288 2,154 0,383 0,365 0,136
Antureno mporus hSIRPa

(xioH 2A4 AS5) H/0 1,005 8,633 H/0 12,156*
Anrureno mporus hSIRPa

(xa0H 15-414) H/O H/0O H/0O H/O H/O
Anrureno mporus hSIRPa

(xa0oH 1H1) H/0 0,204 H/O H/O H/O
Anrureno mporus hSIRPa

(x10H C-7) H/0 H/O H/O H/O H/O
Antureno mporus hSIRPa

(xoH 03) 96,016* 15,059%* 16,043* 17,303* 9,109*
Antureno mporms hSIRPa

(x10H 5E10) H/0 H/O H/O H/O H/O
Antureno mporms hSIRPa

(xyoH 602411) 0,068 H/0 0,081 3,622 0,060
Antureno mporms hSIRPa

(xnon EPR16264) H/O 2,450% H/0 H/0 H/0
Antureno mporus hSIRPa

(xnou D6I3M) 18,690%* 8,762* H/0 H/0 H/0
Antureno mporus hSIRPa

(xoH 001) 18,081* H/O H/0 0,494 6,253*
Anrureno mporus hSIRPa

(xsoH REA144) 5,243% 3,274%* 4,534% 3,212%* 2,147*
KWAR23 0,067 0,062 0,140 0,043 0,097

3Hauenus co 3HaKOM * ObLIU SKCMPANOIUPOBAHBL; H/O - He OBHAPYIHCUNU

[00426] ITpumep 2. UmmyHm3amms u cenekuus anTuren npotus hSIRPo.

[00427] Jma Toro utoOsl monyunth anTHTENA SIRPO, KOTOPBIC CBA3BIBAIOTCA CO BCCMH H3BCCTHBIMH AJUICTISAMH
SIRPa. u He ceaseBarorcsa ¢ SIRPP1, Mbimeil WMMyHH3HPOBATH 3KCIPECCHOHHOW KOHCTpykummed pCl-neo,
romupyromeit hSIRPaV1 u hSIRPaV2. Memieli nMMY HH3HPOBAIH C IOMOIIBIO TCHHOH MYIIKH, MPUMEHSS TCHHYEO
mymky Helios (BioRad, I'epkynec, Kamuaoprms) u nokpsrrsie IHK 30101816 iy (BioRad), cieayst mHCTpYKImAM
npousBoauTersL. Bxparue, yactuip! 3010ta fuamerpoM 1 MM moxpssam kJHK pCl-neo-hSIRPaV1 wmu pCl-neo-
hSIRPaV2 n xoMmepuecku HOCTYmHBIME BekTopamu dkcipeccund FI3L mpmm 1 GM-CSF MbIin B COOTHOINCHHHN
2:1:1 (o6a ot Aldevron, @apro, Cesepras [akota). Beero ncmoms3osamu 1 Mir miasmugaol JJHK pist mokpeiTs
500 mxr yactun 30y0Ta. B wactHOCTH, camok meimieii BALB/C B Bo3pacte 7 - 8 memens (Harlan) mvmyHH3HpOBaIH B

VI C MOMOIIBE) TCHHOW MyIIKH, MPOBEIA 3 IUKJIA BBEACHHA B 00a yXxa.

[00428] JUt1 mO3UTHBHON M HEeraTuBHOI cenekiun B-kinerok u ueneit CELISA mosyyanu CTaOWIbHBIC THHHH

kiaerok CHO-K1.hSIRPaV1, CHO-K1.hSIRPaV2, CHO-K1.hSIRPB1 u CHO-K1.hCD47 mytem TpasHc(hekuuu
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kaerok CHO-K1 Bexropom pCl-neo, KOJHPYIOIUM MOJHOPA3MEPHYIO OTKPHITYI0 paMKy cumThiBaHusa hSIRPaV1,
hSIRPaV2, hSIRPB1 u hCD47 (momep moctyma B NCBI: NM _001777.3) (SEQ ID NO: 42), COOTBCTCTBCHHO.

CraOuabHBIC KJIOHBI TOJYYATH C TOMOIIBIO MECTOIA CCPHHHBIX PA3BCACHUI.

[00429] Tutrp antuten oucHuBamu ¢ momompio CELISA, mpumensas crabunbebie muaHH Kietok CHO-
K1.hSIRPaV1 u CHO-K1.hSIRPaV2. daunsie sxcnpeccupyromue hSIRPo muanu knerok CHO-K1 noanep:xusamm
B DMEM-F12 (Gibco), nomomnennoit 10% ¢erampnoii Obrueii chBopotrkoi (Hyclone) m 80 En
neHuunHa/crpenromuiuHa (Gibeo). Knetku BeiceBamu B 96-IyHOUHbBIE KyJIbTYpPaIbHbIC IUIAHLICTHI C IUIOCKHM
JHOM npH miotTHOCTH 8x10* KIeTox/mynKy H Ky abTuBHpoBamy IpH 37°C, 5% CO, 1 BAaKHOCTH 95% 10 JOCTIDKCHHUA
KOH()ITFOSHTHOCTH CIIOCB KIeTOK. KileTki HHKy OMpOBaIH ¢ KaskabiM 00pa31oM pa30aBICHHBIX MBIIIHHBIX CBIBOPOTOK
B TeucHue 1 waca mpu 37°C, 5% CO, u BraxxaocTH 95%. 3arem kiIeTku mpoMbiBaiu (poc(haTHO-CONCBBIM Oy (hepHBIM
pacteopom (D®BP)/0,05% Tween-20 (OBP-T) u nHKyOHpOBaaH C KOHBIOTATOM aHTHTETA KO3bI poTuB 1gG MbIH C
HRP (Southern Biotech) B reuenue 1 waca npu 37°C, 5% CO; u Bnaxkuoctu 95%. 3areM KIETKH MPOMBIBAIIN TPH pasa
OBP-T w BH3yaIM3HPOBAIM HMMYHOPCAKIHOHHYIO CHmOCOOHOCTh aHTHTeqa mpotus hSIRPo ¢ momomiero
crabummupoaHHOTO XpomorcHa TMB (Invitrogen). Peakumn ocraHasmmeamm godasmcHueM 0,5 M H,SO4 w
cunThBaIH Toriomenue Ha 450 w 610 mm. Turp anturena nporus hSIRPao Oprn BeImIe, wem 1:2500, B kaxaoMm
OTACTHHOM 00pa3le CHIBOPOTKH MBIIIH, YTO JCTEKTHPOBATH mocie AByx mMmmynmzamumii JJHK. Beex mbmued, y
KOTOPBIX MPOJCMOHCTPHPOBAA PCAKIMOHHYIO criocoOHOCTh mpotuB hSIRPaV1 u hSIRPaV2, umMMyHH3HpOBATH
TIOCIICTHUH TPEeTHH pa3 u ymepmsisum 14 auei crycts. OOeTHEHHBIC SPUTPOIMTAMH ITOITY JIIIHH KJICTOK CEIC3CHKA
u TIM(pOY3IIOB MOTyUa H, KaK OMACAHO paHee (Steenbakkers u ap., 1992, J. Immonol. Meth. 152: 69-77; Steenbakkers
u np., 1994, Mol. Biol. Rep. 19: 125-134), u 3amopaskusanu npu -180°C.

[00430] Jma cemexkumu mpoxynupyromux antuteno npotuB hSIRPo B-kimeTok Obuta CpOCKTHPOBAHA H
paspadoTaHa cTpaTerHs CeJICKIHUH, KOTOPas MO3BOJILIA CBA3BIBATH MPEUMYIICCTBCHHO B-KIICTKH, SKCIPECCHPYIONIHE
anTurena, kotopsie cBa3bBAOTCA ¢ hSIRPaV1 u hSIRPaV2. CreHomuTsl u TuM(paTHIeCKUE Y36l COOUpaTH U3
uMMyHI3EpoBaHHBIX hSIRPaV1/V2 Menueii, u BoigeacHHbIe KieTki HHKy Ouposann ¢ CHO-K1.hSIRPB1, xotopsie
BBICEBANH B KyJbTypaibHble (hnakonsl T25 u obmayuanu 30 rpeit. Uepes 1 yac He CBA3aBHIMECH KICTKH OCTOPOIKHO
VAAJSUTH, BO3BPATHO-TIOCTYNATENBPHO Tepememas (pnakoH. Cpeay, COACpIKANIYK) HE CBS3ABIIHCCS KICTKH, 3aTEM
MCPCHOCHIM B HOBBIH (prmakon T25, comepskamuii o6myuennbie kaetku CHO-K1.hSIRPB1. [lanHyo mpoueaypy
BBINOJHSAJIM BCETO TPH pasza HA JbAY, YTOOBI OCYHICCTBHTh HETATHBHYIO CCJICKIHIO BCTYMAMOIIHX B PCAKIHIO C
hSIRPB1 B-knerok. 3ateM cpeay, COACPKAINYIO He CBA3aBIIMecs B-kmetku, mHKyOmposamm c kietkamu CHO-
K1.hSIRPaV1 u CHO-K1.hSIRPaV2, xoTopsic 0sum 00myucHs! 3000 rpeit. TTocae 1,5 yacoB HHKyOaWy HA by HE
CBA3ABINHNECS KJICTKH YJATSUTH C TIOMOIIBEO MHOYKECTBA TAIIOB IIPOMBIBKH, IPHMEHS Ky IbTYPAIBHYIO Cpey. 3aTeM
(naxonsr T25, comepxamue xietkn CHO-K1.hSIRPaV1 u CHO-K1.hSIRPaV2 co cBa3aHHBIMH THMQOIHTAMH,
cobupamu ¢ momompro TpuncuHA-OATA (Sigma). Cea3aBmmecs B-KICTKH KyJIbTHBHPOBANH, KaK OMHCAHO Y
Steenbakkers n np., 1994, Mol. Biol. Rep. 19: 125-134. Bxpariie, mpoIueamue CeleKIMi0 B-kieTkn cMemmsam ¢
10% (B 00’5cMHOM OTHOIICHHH) CyniepHATaHTa T-KiIeToK 1 50000 06myueHHBIX (25 Tpeif) Mo IKapMIHBAOIIAX KICTOK
EL-4 B5 B xoHEUHOM 00BeME 200 MKII Cpeasl B 96-TyHOUHBIX KyJIbTYPATbHBIX IUIAHOIETAX C IVIOCKHM JHOM. B 1eHb
BOCCMb CYNICPHATAHTHI IOJBCPTaid CKPHHHUHTY HA PCAKIHOHHYIO CIMOCOOHOCTH MmO oTHOmCHHIO K hSIRPaVI1 m

hSIRPoV2 ¢ momonpro CELISA, Kak ONMHCAHO HHKC.

[00431] CHO-K1.hSIRPaV1, CHO-K1.hSIRPaV2 u CHO-K1.hSIRPB1 BriceBamN B KYJIBTYPATbHYIO CPEIy
(DMEM-F12 (Gibco), pomommacHHyro 10% (erampHoit Obrucit  cwBopotkoit  (Hyclone) uw 80 En

neHuImuTHHA/cTpenToMunuaa  (Gibco)) B 96-TyHOUHBIC KyJIbTYPAJTbHBIC IUIAHIICTHI C IUIOCKHM JHOM H
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kyasrusuposa npu 37°C, 5% CO; u BraskHOCTH 95% 10 AOCTIKCHHUA KOH(DTFOIHTHOCTH. 3aTEM KYJIBTYPAIBHY IO
Cpeay YIaBLIH U KICTKH WHKyOupoBatu B TeucHue 1 vaca mpu 37°C, 5% CO» u BmaskaocTH 95% C cCynepHaTaHTAMH
u3 KyJaeTyp B-kierok. 3arem kirerku nmpomsmam OEP-T u unkyOouposanu B TeucHue 1 vaca nmpu 37°C, 5% CO; u
BIXHOCTH 95% c koHbBIOraToM anTHTena ko3el nmpotus IgG mbmm ¢ HRP (Southern Biotech). 3atem kierku
npoMbiBau TpH pa3a @EP-T u mMMyHOpeakIOHHYI0 crIocOOHOCTh aHTHTeaa npotus hSIRPaV1, anTHTE 12 IPOTUB
hSIRPaV2 u anrurena mpotus hSIRPB1 Bu3yanm3HpoBaiu ¢ MOMOIIBIO CTaOHIM3HPOBAHHOIO XpomoreHa TMB

(Invitrogen). Peakiuu ocranasmusamu nodasneuuem 0,5 M HoSO4 u cuntsiBaim norsiomenne Ha 450 1 610 HM.

[00432] MMMy HOPCAKITHOHHY CHOCOOHOCTh 1O OTHOIICHWIO K SIRPY deI0BCKA OLCHHBATH C MOMOINBIO
ELISA, npumvensist mokpeiteie pekomOuHaHTHBIM hSIRPY/Fe-6enxom (R&D Systems, Homep B katanore 4486-SB-
050; SEQ ID NO: 108) 96-1yHOYHBIC ILIAHIICTHI ¢ TIOCKUM JHOM MaxiSorp. TTokpseITeic 6¢TKOM 96-TyHOUHBIC
miaHmeTs! Onoxuposay B @BP/1% 6srabem cerBopoTouHoM amsOymuHe (BCA) B TeueHne 1 yaca mpu KOMHATHOMH
temmeparype (KT). ©®BP/1% BCA yaanamm W mIaHIICTHl WHKYOMPOBATH B TCUCHUC | Haca MpPH KOMHATHOM
TEMIICpaType C CYNCpPHATAHTAMH U3 KyIbTyp B-kietok. 3atem mmanmets mpoMeisann OBP-T u waKyOnposamy B
TeueHne | yaca mpu KOMHATHOH TeMIeparype ¢ KOHBIOTaToM aHTuTena kKo3bl npotus IgG memmm ¢ HRP (Southern
Biotech). 3arem nyekm mpombBamm Tpu paza OBEP-T w Bu3yanm3upoBaanm HMMYHOPCAKIHOHHYIO CIIOCOOHOCTD,
HampasiacHHY!0 mpotus hSIRPy, ¢ momompro crabwmmsuposanHOoro xpomorcHa TMB (Invitrogen). Peaxumm

octanaBmBau g00apncHueM 0,5 M H)SO4 u cunthiBam moromcHue Ha 450 u 610 M.

[00433] Knonsr B-kierok m3 cmocoOHBIX BCTymath B peakimo ¢ hSIRPo cymepraTanToB, KOTOPBIH OBLIH
HECTIOCOOHBI HIIH KOTOPBIE OBLITH MHUHHMAIBHO CIIOCOOHBI BCTymaTh B peakuuro ¢ hSIRPB1 mvmmopranmm3osam mytem
MUHHAJICKTPOCIIHSHUSA, CIEAysI OMyOIUKOBAHHBIM IpoLcay paM (Steenbakkers u ap., 1992, J. Immonol. Meth. 152:
69-77; Steenbakkers u np., 1994, Mol. Biol. Rep. 19:125-34), ¢ HEKOTOPBIMH HC3HAYHTCIHHBIMH OTKJIOHCHHAMH
(HampHEMeEp, PEaKUMIO ¢ MPOHA30U MpomycTHaH). Biparue, B-kneTku cMmemmBamm ¢ 10° KIETOK MHEIOMBI MBIIIH
Sp2/0-Agl4 (ATCC CRL-1581) B m3omosapaoM Oy(epe mna snexrpocmusnusa (Eppendorf). Onexrpocmusaaue
MPOBOAMIN B KAMEPE U CIHAHHA €MKOCTBIO 50 MK O AeHCTBUEM NIEPEMEHHOTO ICKTPHUYCCKOTO TOJIA B TCUCHHUE
15 ¢ (1 MI', cpemHEKBAAPATHUCCKOS HANPSHKCHHE NMEPEMEHHOTO TOKa 23) C MOCICAYIOIUM MPSIMOYTOJIbHBIM
HMITYJIbCOM CHJIBHOTO TIOJISI TOCTOSIHHOTO TOKAa JIUTEIbHOCTREO 10 mMc (180 BOJBT MOCTOSIHHOTO TOKA) M CHOBA
MIEPEMECHHBIM JJIEKTPUUCCKUM ToJieM B TeueHue 15 ¢ (1 MI'u, cpeaHeKkBaapaTHUCCKOE HANPSHKCHUE MEPEMEHHOTO
Toka 23). ComepKuMOe KaMephl MEPECHOCHIHN B CEICKTHBHYIO CPEeay MM THOPHAOM M BBICCBATH B 96-TyHOUHBIH
IUIAHIICT TPH YCJIOBHAX MPEICIbHBIX pa3BeacHuii. B nenp 10 mocnme »neKTPOCTMSHHA CyNEpHATAHTHI THOPHIOM
TIOJBEPTAIN CKPHHHUHTY U1 oOHapyskeHus aktuBHOCTH cBs3biBaHHA hSIRPaV1, hSIRPaV2, hSIRPB1 u hSIRPy ¢
momomeio CELISA u ELISA, xak omucano BeIme. [ HOPHIOMBI, KOTOPHIC CCKPCTUPOBATH B CYNICPHATAHT AHTUTCTIA,
kotopeic cnemu(puuaao cB3panmm hSIRPaV1 w hSIRPaV2, zamopaxkwsamu mpu -180°C (maptus -1), a Tawke
CYOKJITOHMPOBATH METOAOM IIPEIACIBHBIX PA3BEACHUH, YTOOBI COXPAHUTh HX NCJIOCTHOCTh W CTAOHIBHOCTS.
Cra0umsHbIC THOPHIOMEI 3aMopaxkuBamu mpu -180°C (maptusa -LD1) 1m0 DOCTIKCHHA KOH(TIOSHTHOCTH CIIOCB

KICTOK.

[00434] JampHCHIIYEO CCNICKUWIO THOPHIOM TPOBOAWIM IYTCM OLCHKH CIOCOOHOCTH OJOKHPOBATH
p3anmozeticteue hSIRPaV1/hCD47 B ¢opmare CELISA. [Ima onenku Omoxmposanuss hCD47 xrerkn CHO-
K1.hCD47 BbiceBam B 384-1yHOUHBIH KyJIbTYpaTbHBIC IIAHIIETHI C INIOCKUM JHOM U HHKyOuposamu npu 37°C, 5%
CO» u BnaxHOCTH 95% B KymbTypambHoii cpene. PexomOunanTHbli O6enok hSIRPo/Fc (R&D Systems, Homep B
karamore 4546-SA-050; SEQ ID NO: 107) npeaBaputeIbHO HHKYOHPOBATH C CCPUCH Pa3BEACHHN CYNCPHATAHTOB

ruOpuaoMel, coaepkamux pearupyromue ¢ hSIRPo aHTHTE1a B KOHTPOJBHBIC aHTHTEA (TIPH KOHUCHTpauuu 10
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MKI/MI H ee pazeencHuIX) B reucHue 30 munyT npu 37°C, 5% CO, u naxkaoctu 95%. Koudmosutasie krerku CHO-
K1.hCD47 mpomsisaiu ©BP-T u uHKyOHpOBAIH B TCUCHUE 1 yaca cO CMECAMH, COACPIKALMMHE PCArHpPYIOIIHUC C
hSIRPq anrutrena u pexomOunantHeii 0emok hSIRPo/Fe, mpu 37°C, 5% CO, u BraxkHoctu 95%. 3atem KiIeTKH
npoMeiBau GBP-T ¢ mocieayromumM no0aBicHUEM KOHBIOTaTa aHTHTE ko3bl mpoTuB [gG uenoseka ¢ HRP (Jackson
Immuno Research) kx kneTkaMm, xoTopbie HHKyOHpoBanu B TeucHue 1 uyaca npu 37°C, 5% CO; u pnaxkaoctu 95%.
3areM KkueTku npoMmbiBaTH TpH pa3a ®BP-T m Busyamumsuposamm ceasbiBanue Oenka hSIRPow/Fc ¢ momompro
crabummupoBanHoro xpomoreHa TMB (Invitrogen). Peakumu ocranasmusamm go6asneauem 0,5 M H,SO4 u

CUHMTHIBATIH NOTIOmEHHE Ha 450 1 610 HM.

[00435] [Mpomennme CeneKUUIO CTAOHWIBHBIC THOPHUIOMBI KYJIbTHBHPOBAIH B OCCCHBIBOPOTOYHBIX CpeJax B
TCUCHHE 7 AHCH, CyNepHATAHThI COOMPATH W AHTUTEIA OYHINAIH, MPHMEHSI cMOJy ¢ 6emxom A MabSelect Sure,
caenys wHCTpykumsaM npomssomuteas (GE Healthcare). KoHumeHTpamun aHTHTET ONPCACIIUIH, TPHMCHAA
cmekrpodoToMeTpurro. CyNepHATAHTH W3 KYJNBTYP THOPHIOM HCTONB30BANH I H30THIHPOBAHHA THOPHIOM.
Bxparue, n30THIIHPOBAaHHE MPOBOAWIM, MPHUMEHIS HAOOP U H30THIHPOBAHHUA MOHOKIOHATBHBIX AHTUTE] MBIIIH
(Biorad), oCHOBaHHBIH HA HHIUKATOPHOH MOJOCKE ¢ MOI0CAMH HMMOOMTH30BAHHBIX AHTATCIT KO3BI MPOTHB AHTHTCIT
MBIIIH K KOKIOMY W3 OOBIYHBIX H30THIIOB M JICTKHX IICTICH MBI, Bce momyuyeHHbIe aHTHTEIa HACHTH()HIMPOBAITH
kak IgGl mpmmm. TlocrenoBaTenbHOCTH AHTUTEN OBIIM YCTAHOBIICHBI IyTEM CCKBCHHPOBAHHA BApHAOCIHHBIX
obmacrett IgG1 Mpmm Marepuaia THOpuAOMEL, KoTopoe mposoawm B LakePharma, mpumverss cneayromuii cmoco0:
peem  obmyro PHK xmerox rubpmmom, uro mo3Bormio cuaTesuposath kKJHK. IlpoBommmu ObICTPYRO
ammmdukammro koHnos k/IHK (RACE), kotopas no3sosrina KIOHHPOBAHHE MOJIOKUTEIBHBIX (DPArMEHTOB B BEKTOP
TOPO (Thermo Fisher Scientific). Kinoust TOPO cexBeHHPOBATH U MOCICAOBATCIPHOCTH AHHOTHPOBAIIH, IPUMCHAA
VBASE2 (Retter u np., VBASE2, an integrative V gene database. Nucleic Acids Res. 2005, 1 suBaps; 33 (BbIIyCK
0aspl naHHBIX): D671-4).

[00436] ITpumep 3. OnpenencHue xapakrepucTuk anturea nporus hSIRPo.

[00437] Crneunduunocts cps3piBanus anturena hSIRPo.50A ¢ hSIRPo cpaBHuBammM ¢ TakOBOH y aHTHTENIA
KWAR23 (xanaackuii mateHT 2939293 Al) B popmare CELISA. Knerku CHO-K1 BpemeHHO TpaHC(HIIpOBATH
k/IHK hSIRPaV1, hSIRPaV2, hSIRPB1 u hSIRPy (somep aocryma B GenBank: NM_018556.3) (SEQ ID NO: 39).
3arem oucHuBamu cesa3biBanue hSIRPo ¢ momompro CELISA, mpumenss xierku CHO-K1.hSIRPaV1, CHO-
K1.hSIRPaV2, CHO-K1.hSIRPB1 u CHO-K1.hSIRPy. [leTekTHpOBAaHHE CBS3AHHOTO AHTHTENA OCYINCCTBILLIH C
MOMOIIEI0 aHTuTea KO3bI mpoTHB 1gG Memm-HRP (Southern Biotech) s arTuren My, Birouas hSIRPa.50A u
KOHTPOJIbHBIC AHTHUTCTIA, WJIH, B KAUCCTBC AJBTCPHATHBBI, C IMOMOINBKO) KOHBIOTATA AHTHUTCI KO3BI IPOTHB IgG
yenoBeka ¢ HRP (Jackson Immuno Research) ams anturena KWAR23. KWAR23 (SEQ ID NO: 130; SEQ ID NO:
131) skcupeccupoBaics B Buae XuMepHOro anturena [gG4 xamma wenoseka B kiaerkax CHO. Ha ¢urype 2 u B
creayromeii tabmmne 9 mokazano, uto aHTHTEno KWAR23 BCTymaer B NEpEKpeCcTHYIO PEAKIHIQ CO BCEMH
HCCIICAOBAHHBIMH TPCACTaBUTCIAMH ceMelicTBa penentopoB SIRP: ono cemseactcsa ¢ hSIRPaV1, hSIRPaV2,
hSIRPB1 u hSIRPy. 3rauerns ECsp nmpeacTapmsroT co00i KOHICHTPALUEO, IPH KOTOpoii HadmoaaeTes 50% morHoTo
CHUT'HAJA CBA3BIBAHMA (CPEIHEE 3HAUCHHUE H CTAHAAPTHOS OTKIOHCHHE PACCUHTHIBAH IO 3HAYCHHAM, MOJIYUYCHHBIM B

ABYX HE3ABHCHMBIX 3KCHepI/IM€HTaX) .

[00438]  TaGmua 9.

AHTHTEIO ECS50 cemspisanust hSIRPa V1 EC50 cempBanust hSIRPaV?2
M) HM)
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Cpeanee CO Cpennee CO
KWAR23 0,081 0,001 0,051 0,004
hSIRPa.S0A 1,365 0,164 1,296 0,186
Antureno npotus hSIRPa (kon 0,304 0,200
SESAS)
Awnturesio nporus hSIRPy (x/1oH H/O H/0
LSB2.20)
AHTHTEI0 EC50 cesispiBanust hSIRP1 EC50 ces3piBanust hSIRPy
(M) (M)
Cpennee CO Cpennee CO
KWAR23 0,161 0,007 0,040 0,002
hSIRPa.S0A H/0 H/0 1,249 0,179
Antureno nporus hSIRPa (kon 0,192 0,168
SESAS)
Antureno nporus hSIRPy (kion H/O 0,265
LSB2.20)

Ilycmule kgaopamul yxaszvleaiom Ha usmepenus n = 1. wo - ne obnapyxiceno
[00439] Kpome Ttoro, cmemuduunocts hSIRPo.50A ko Bcem wm3BectHRIM amensMm hSIRPa (ammemsHBIM
BapuaHTaM, omucaHHbM y Takenaka w gp., 2007, Nat Immunol. 8:1313-1323) momoSHHTEIBHO HCCICIOBATH C
momompio CELISA, mcmomp3ys Takyro kK¢ CTPAaTeTHIO, KAK ONMCAHHAA BbIme. [ 3TOH ICTH CBA3BIBAHHC
hSIRP0.50A ouenuBamu, mpumensas xietkn CHO-K1, koTtopbie Obum BpeMeHHO TpaHCc(uuuposansl kJIHK,
xoaupyronmmu noaaopazMepusiec hSIRPaV1, hSIRPaV2, hSIRPaV3 (NA07056_V3) (SEQ ID NO: 43), hSIRPaV4
(NA11832_V4) (SEQ ID NO: 45), hSIRPaV5 (NA18502_V5) (SEQ ID NO: 47), hSIRPaV6 (NA18507_V6) (SEQ
ID NO: 49), hSIRPaV8 (NA18570_V8) (SEQ ID NO: 51) m hSIRPaV9 (NA18943_V9) (SEQ ID NO: 53). Ha ¢purype
3 u B crexyromei Tabmuue 10 mMpoaeMOHCTPHPOBAHA PEaKUUOHHAS CIOcOOHOCTh KiIoHa anturena hSIRPo.50A ¢
KakapiM w3 gaHHbIX amnencii hSIRPo. 3naucHus ECS50 mpeacTaBaaroT co00i KOHICHTPAIMIO, MPH KOTOPOM
HaOmronaeTcs 50% MOTHOTO CHTHAMA CBA3BIBAHUSA (CPESIHCE 3HAUCHHE H CTAHIAPTHOE OTKIOHCHUE PACCUUTHIBATH 10

SHAUCHUAM, IOJTYUYCHHBIM B ABYX HC3ABHCHMBIX 3KCHepI/IMeHTaX).

[00440] Tabmma 10.
AHTHTEJIO0
hSIRPa.S0A AHTHTEJIO IPOTUB
hSIRP¢
(x1oH SESAS)
hSIRPaV1 | EC50 (HM) 0,936 0,327
Cco 0,285 0,107
hSIRPaV2 | EC50 (1M) 0,665 0,200
Cco 0,106 0,046
hSIRPaV3 | EC50 (1M) 0,688 0,226
Cco 0,097 0,052
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hSIRPaV4 | EC50 (uM) 0,824 0.256
co 0,280 0085
hSIRPGVS | EC50 (uM) 0,765 0.276
co 0.210 0,086
hSIRPaV6 | EC50 (uM) 0,954 0,098
co 0,437 0,050
hSIRPaVS | EC50 (uM) 0,644 0,300
co 0,066 0,061
hSIRPGV9 | EC50 (HM) 0,733 0,260
co 0,205 0,079

[00441] ITpmmep 4. CiocobrocTh hSIRPo. 50A 6moxuposare hCD47.

[00442] C DOMOImBI0 TPOTOYHOW UWTOMCTPHH AHATH3WPOBAaTH CcmocoOHOCTh aHtuTena hSIRPa.50A
OmokupoBaTh CBA3bIBaHHC pekoMOmWHAHTHOTO Ocmka hCD47/Fc (R&D Systems, Homep B Karamore 4670-CD-050;
SEQ ID NO: 109) c skcnpeccupoaHHbM Ha mosepxHocTH kieTkun hSIRPo. [lnsg qaHHON LEnw JHHHH KICTOK
moHomuToB THP-1 (ATCC TIB-202) u U-937 (ATCC CRL-1593.2) ncnoms30Bamy B kauecTee nerounnka hSIRPa B
JanHoM aHanmse. Knerku THP-1 u U-937 BeiceBanu B 96-TyHOUHBIC KyIbTYPAIbHBIC IUIAHIICTHI C 3aKPYTICHHBIM
JHOM W HHKyOHpoBanu B TeueHme 45 muHYT ¢ OmokmpyrommMm FcR pearenrom (Miltenyi Biotec) u anTHTEnIOM
hSIRPa.50A (200 mxr/mn u ee pa3seacHus) B ©B5P/1% BCA mpu 4°C. 3arem kinetku nmpomsiBaau Tpu pa3a OBP/1%
BCA u unky6uposamu ¢ meueHHbIM DyLight 488 pexomOuuanTHbIM OctkoM hCD47/Fc B Teuenue 30 munyT mpu 4°C.
ITocne gaHHOH MPOIEAYPHI MCUCHUS KICTKH MMPOMBIBAIH 1BA Pa3a, pecycnenauposamn B OEP/1% BCA, coxepxamem
0,1 mxr/ma DAPI (BioLegend), u aHanMu3upoBaid ¢ MOMOINBI0 mpotouHOoH rmroMerpun Ha FACSCanto II (BD
Biosciences). Pe3yabrarel 00pabaThiBaIH W AHATHM3HPOBANIM C MOMOINBI0 MPOrpaMMHOTO obccmeucHust FlowJo
Bepecun 10 (FlowJo, LLC).

[00443] Ha ¢urype 4 u B creayromeii Tabaune 11 mpeacTaBieHo, YTO CBA3bIBaHUE pekoMOMHAHTHOTO hCD47,
rubpuan3oBaHHOTO ¢ gomMeHoM Fc IgGl uenmoBeka, OTCACKHBAIM B NMPHCYTCTBHH BO3PACTAIOMIUX KOJIHYUCCTB
aaturena hSIRPo.50A. Antureno hSIRPo.50A Gmoxuporano B3ammozciicteue hSIRPo/hCD47, uro BBIBHIH,
TMPHUMCHSA CIOCO0 Ha OCHOBE MMPOTOYHOH IUTOMETPHH, ONMUCAHHBIH Bbimie. 3HaueHus [C50 xns 6noxuposarms hCD47
paccuuTBIBAIH 1O 3TUM JaHHBIM. 3HaueHHs [C50 npeacTapmstoT co00i KOHICHTPAIHIO, IIPH KOTOPOI HAOIF0IaeTCs

TOJIOBHHA WHTHOWUPOBAHMA.

[00444]  Ta6muua 11.

AHTHTETIO THP-1 U-937
IC50 (1M) IC50 (M)
hSIRPa.S50A 4,605 7,164
[00445] 3arem uccnenosamy ceazbiBanne hSIRPa.50A ¢ hSIRPo, skcnpeccupoBanHbiM Ha mepsuuHbIX CD14*

MOHOIHTAaX yejaoBeka. Kpome toro, onenmBamu cnocoOHOCTh hSIRPo.50A OnokupoBaTh B3aHMOACHCTBHE MEXITY
hSIRPa u pexomOunanTHBIM OcnkoM hCD47/Fc. dna mauuoit ueau CD14+ MOHOLMTHI BBIICIAIN U3 OUHIICHHBIX

(PMKOTIOM MOHOHYKJICAPHBIX KICTOK mepupepmucckoii kpoeu uenobeka (MKIIK), mpuMeHssT KOKTEHIb 1A
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oborameHnss MoHommTamMHu uenobeka RosetteSep (Stemcell). IlpomeHT MOHOIWTOB, NPHCYTCTBYIOIHMX ITOCTC
o0oTameHUs, OMPEeaCUTH ¢ MOMOIIBI0 mpoTtouHoi nuromerpun Ha FACSVerse (BD Biosciences), Ha OCHOBaHHH
okpamuBanust CD14, mpuMeHss ASTEKTUPYIOLIEE aHTUTEN0 MbImH mpotus CD14 yenoBeka, KOHBIOTHPOBAHHOE C
APC-Cy7 (BD Biosciences). 3arem o6oramenubic CD14+ MKIIK BbiceBanmu B 96-TyHOUHBIC KyJIBTYpaIbHBIC
IUIAHIICTHI C 3AKPYTJICHHBIM JTHOM H HHKYOHpoBaiu B TeucHue 40 MuHyT ¢ 6nokupyromuMm FcR pearenrom (Miltenyi
Biotec), cogeprkamum anTuTeno hSIRPa.50A (25 mkr/ma u ee pazseacHust) B DEP/1% BCA, npu 4°C. 3atem KIeTKH
npombiBain Tpu paza PBP/1% BCA u unkyouposam ¢ MmeueHbIM FITC AeTeKTHPYIOIIMM aHTHUTEIOM KO3l IPOTHB
Ig M (BD Biosciences) 8 ®BP/1% BCA B teuenne 40 munyt npu 4°C. Iocne naHHOW mpoueaypsl MCUCHUS
KJICTKH TPOMBIBAIIA ABA pasa, pecycneHmuposanu B ®BP/1% BCA, comepxamem 0,1 mxr/ma DAPI (BioLegend), u
AHATA3HPOBAIH C TIOMOIIEI0 poTouHO# uromerpun HAa FACSVerse (BD Biosciences). Pesynbrarsr o6padaTsiBamm

W QHATU3HPOBAIH C OMOIIBIO mporpamMmmuoro odecneuenust FlowJo sepcun 10 (FlowJo, LLC).

[00446] Ha ¢urypax 5A u B u B creayromeii Tadnue 12 ykaszano, uro hSIRPo.50A cBs3pIBacTCs ¢ IEpBUYHBIME
oboramerHbiME CD14+ moHOmmwramm dyemoseka. 3HadeHms EC50 mpeactaBmmoT coOoifi KOHICHTpALHWIO, HPH
KoTopoli HaOmomaetcs 50% mMONHOTO CHWTHANA CBA3BIBAHHA. UTOOBI ONCHHUTH OJOKHPYIOIIVEO CIOCOOHOCTB
hSIRP0o.50A, oGoramennsie CD14+ MOHOIWMTHI BBICEBATH B 96-TYHOYHBIC KYJbTYPAJbHBIC IUIAHIICTHI C
3aKpPYTJICHHBIM JHOM H WHKYOHpoBamu B T¢ucHuC 45 MuHyT ¢ OmokupyrommM FcR pearenrom (Miltenyi Biotec) u
antutenoM hSIRPo.50A (200 mxr/ma u ee pazseacuust) 8 DEP/1% BCA npu 4°C. ITocie 3T0T0 KIETKH POMBIBAITI
Tpu paza ®B5P/1% BCA u nukyOuposanu ¢ 10 mxr/mi meyeHoro DyLight 488 pexomOunanTHOTO Ocnka hCD47/Fc B
teueHue 45 muayT mpu 4°C. Tlocne JaHHOH MPOIEAY PhI MCUYEHHS KICTKU MPOMBIBAIH /IBA Pa3a, PeCyCNCHIUPOBAIN
B ®BP/1% BCA, comepxkamem 0,1 mxr/mn DAPI (BioLegend), w aHanm3mpoBaim C MOMOIIBEO MPOTOYHOI
mutomerprun Ha FACSVerse (BD Biosciences). Pesympratel 00pabaThiBaii W aHATH3HPOBATH C IIOMOIIBIO
nporpammuoro odecnieueHus FlowJo sepcun 10 (FlowJo, LLC). Ha ¢urypax 5C u D u B creayromeii tabmune 12
mpoaeMoHCTpupoBaHa cmocobHocTh aHtutena hSIRPa.5S0A  6nokuposars B3aumoxeicteue hSIRPo/hCD47.
3unaueHua [C50 mma 6noxuposanmst hCD47 paccuntsiBaiu mo 3TuM AaHHBIM. 3HadeHH [C50 npeacrapmmor coboi

KOHIICHTPALHIO, IPH KOTOPOH HAOMIOAACTCS OTOBHHA HHTHOHPOBAHYIA.

[00447] Tabmuma 12.

AHTHTEI0 Honop 1 HJonop 2
EC50 aM) | ICS0 (uM) | EC50 (M) | IC50 (1M)
hSIRPa.S0A 7,381 4,618 3,081 1,035

[00448] IMpumep 5. @yrkomoranpHOCTh MAT hSIRPo.50A B aHamm3e (paronuro3a rpaHyIOMHATAMHE YCTOBCKA.

[00449] Jns toro uroOsr moareepauTh (PyHKIHOHATHHOCTH hSIRP0.50A B MEpBHYHBIX HMMYHHBIX KICTKAX,
rpa”yonuTsl (Hampumep, 3(@dekTopHbIC KICTKH) BhIACLH u3 KpoBH ¢ BJITA 370poBBIX JOHOPOB HCIOBEKA.
Crauana kpoBb ¢ D/ITA oT Ka)k1oro KoHOpa 0OBeIMHATH U HeHTpH(pyTHpoBam npu 300 g B TeueHHEe 6 MHHYT IIPH
20°C. 3areM ygamsum Iia3My IyTEM ACTHPAMH W OCTABIIHECS KICTKH KPOBH OCTOPOXKHO PECYCICHIMPOBAII.
Krmetku oOpabaremamu musupyromuM spurponutsl (RBC) 6ydepom (155 MM NH4Cl; 10 MM KHCO3) u
HHKyOupoBamm B TeucHue 10 MHHYT Ha JpAy. 3aTeM KICTKH HeHTpu(yruposamu mpu 300 g B TCUCHHE 7 MHHYT.
CynepHartanTel, coiepanme J3HpopaHHble RBC, ynamaom myTeM acnupalid W OCTAaBINHECSH KICTKH KPOBH

OCTOPO’KHO pecycneHauposaiy B musupyromeM RBC 6y(epe u aeprxanu Ha ipay B TeucHue 1 MuHyTHL JInzuc RBC
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OCTaHABJIHBAIH IyTeM J00aBiIcHUA anamutraeckoii cpeasl (IMDM (Gibeo), momommennoit 10% (eTampHOI OBrucH
ceiBopoTKo# (Gibco) u nernmummHEOM/cTpentomunuHoM (Gibeo)). Knerku xposu nenTpudyruposamu npu 300 g B
TCYEHHE 6 MHHYT M CYNCPHATAHTHI YAJSUIM IyTEM acIMpPaIiy, YToObI yJAIUTh KaK MOYKHO OOJIBIIEC OCTaBIIHXCS
RBC. 3ateM KICTKH KpPOBH C JU3HPOBAHHBIMH JPUTPOLUTAMH PECYCIICHAMPOBATH B AHATHUTHYCCKOH cpene,
conepxkameit 10 ur/mut IFNy, u xinetku uakyOuposanu B TeueHue 1 waca npu 37°C, 5% CO, u Bnaxuaoctu 95%. He
MPUKPEIHBINNECS KJICTKH KPOBH, COACP)KAINUC TPaHYJIOLMTBI HEIOBCKA, COOMpATM IyTEM JICTKOH IPOMBIBKH
KyJbTYPATbHOTO IUIAHIIETa AHATHTHYCCKOH Cpenoidl (MOHOLWMTHL yJaLumd OJarojapss HX HPHKPEIUICHHIO K
MIACTHKOBOH MOBEPXHOCTH). [IPOLECHT TpaHyJIOLMTOB, MPHCYTCTBYIOIMX B CYCINCH3HH KJICTOK, ONPEICIBLIH C
moMOIbI0 potouHo# muromerpun Ha FACSCanto 1T (BD Biosciences) Ha OCHOBAHHH BBICOKHX 3HAYCHHU MPAMOTO
paccesaus (FSC) u 6oxoBoro paccesuus (SSC). CeassiBarue hSIRPo. 50A ¢ rpaHyJIOIUTAMH YCITOBCKA OLCHHBATH
mMyTeM HHKyOammu kieTok B TeucHue 30 MunyT npu 4°C ¢ anturenom hSIRPo.50A (25 Mxr/Mi U ¢¢ pa3BeACHHA) B
®BP/1% BCA, comepxkamem 10% ayromoruunoii cersopotku (OBP/1% BCA/10% ceBopoTKH). 3aTeM KICTKH
npomeiBau TpH paza ®BP/1% BCA/10% ceBopoTku u wHKyOupoBanu B TeucHHE 30 MuHyT npu 4°C ¢ MEUYECHBIM
FITC merektupyrommm aHTUTENOM KO3bI IpoTus Ig Memmm (BD Biosciences). [Tocie qaHHO# Nmponexypsl MCUCHHS
KJICTKH NMPOMBIBAH [(Ba pa3a, pecycneHauposaiu B DEP/1% BCA/10% chIBOPOTKH ¥ aHATH3HPOBAIH C IIOMOIIBIO
mpotounoii muromerpun Ha FACSCanto II (BD Biosciences). Pesynpratsl 00pabaTeiBai W aHATA3HPOBANH C
moMOmEl0 TporpamMmHOro obecmeucHus FlowJo sepcum 10 (FlowlJo, LLC). Ha ¢urype 6A mokaszaHO, |TO
hSIRP0o.50A cBsa3bpIBacTCs C NMEPBHYHBIMH TPaHyJIOIMTaMH deioBeka. 3HadeHus ECS50 mpeacrasmiror coboit

KOHIICHTPALUIO, TTpH KOTOPOii HabmomaeTcsa 50% MOTHOTO CHTHAJIA CBA3BIBAHUAL

[00450] 3areM KICTKU-MHIICHH METWUIHM  (DIIyopecHeHTHOH MeTkoii: mHOO KpacureneM Uil OLCHKH
mpomm(pepanun kaetok e¢Fluord50 (eBioscience) B ciaydae wiretok mmumpomer Raji (ECACC 85011429), Daudi
(ECACC 85011437), Ramos (ECACC 85030802) u BJAB (DSMZ ACC-757), mi00, B KaUeCTBE AJIbTCPHATHBBI,
pactBopoMm mns MeucHH kKi1etok Vybrant DiD (Thermo Fisher Scientific) mma kierok FaDu. Meuenue npoBsoauy,
CJe Xyl MHCTPYKUHAM NPOU3BOAUTENA. MEUueHbIC KICTKU-MHIICHH COBMECTHO KYJIbTHBHPOBAIU B TCUCHHE 2 - 3 4acOB
npu 37°C, 5% CO; u BnaxHOCTH 95% C BBIACICHHBIMH NICPBUYHBIME IPAHY JIOIUTAMH YEJIOBEKA B COOTHOIICHUH 1:1
(7,5%10* xneTox Kakmo MumeHH H S>PQPEKTopa HA NYHKY 96-IyHOYHOTO KyJbTYPAIbHOTO ILIAHINETA C
3aKPYTJICHHBIM JHOM) B mpuCYTCTBHH 0,1 MKr/miu purykcumada (anTureia mpotus hCD20). Kpome Toro, KIeTku
coBMecTHO KyipruBHpoBamu ¢ 0,1 Mkr/ma purykcmmaba B mpucyrcteuu 10 mir/ma hSIRPa.50A. ®aromuro3
AHATA3APOBAIH Iy TECM OTPCACICHUSA MPOLCHTA IPAHY JIOIUTOB, OJI0XKHUTCIHHBIX 1O ¢Fluor4 50 (wm DID), npumeHas
mpoTtounyro ImroMeTpuro Ha FACSCanto II (BD Biosciences). Pesymsratel 00padaTsiBaid W aHATH3HPOBATH C

nmoMomIpro mporpaMMHoro obectieueHust FlowJo sepenn 10 (FlowJo, LLC).

[00451] IMo cpapueHHrO ¢ m3oTummueckuM KoHTposieM IgGl mbmmu, hSIRPa.50A >(p(pekTHBHO MOBHIIIACT
(haronmTO3 0Ty XOJICBBIX KJICTOK, BRI3BAHHBIN pUTYKCHMaboM ((urypa 6B). Toii sxe mponexype caeaoBay ¢ IpyTHMH
CYHICCTBYIOIMIMH TCPANCBTHUCCKAMH AHTHTCIAMH, TakuMu Kak 0,05 Mkr/mn maparymymaba (aHTHTena MpPOTHB
hCD38), 0,1 mxr/mn amemtysymada (asrurena mpotus hCD52) m 0,1 Mxr/mn metykcumada (aHTHTEIA MPOTHB
hEGFR) (¢urypa 6C - E). IMomyucHHBIC pe3yabpTaTsl mpoacMoHCTpuposamm, uto hSIRPo.50A mopbmmact

ONOCPEIOBAHHBIA AHTHTEIAMH (PaTOLHTO3 Oy XOJICBBIX KICTOK IPAHYTOLHATAMH YCTOBCKA.
[00452] [Tpumvep 6. OyrknunoranbHOCTs MAT hSIRPo.50A B anami3e (parormrosa Makpo(araMu 4eI0BCKA.

[00453] Broxuposanue CD47 anturenom hSIRPo.50A mopsImaer (aromuTo3 OMyXoJeBbIX KICTOK JIHM(()OMBI

yemoBeka Makpoaramu uyenoBeka. Makpodaru denoBeKa MOJydarH NyTeM cHadana obOoramenus CD14+
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MOHOIMTAMH OYHIICHHBIX (PUKOJUIOM MOHOHYKICAPHBIX KICTOK mepupepmicckoii kposu uemoseka (MKIIK),
TMPUMCHAA KOKTCHIb A1 o0orameHus MoHonuTaMu yemoseka RosetteSep (Stemcell). MoHoumTs! BRICEBATH B 96-
JIyHOYHbIC MHUKpOIUIaHmeTsl ¢ miockuMm gHOM CellCarrier (Perkin Elmer) w kynpTHBHpOBATH B CpeAc UIA
makpoparos  (IMDM  (Gibco), gomomueHHOH 8,5%  (erampHOii  Obrucit  cemBoporkoit  (Gibco) wm
neHHnuITHHOM/cTpenTtoMuHoM (Gibeo)), comepaxameii 50 Hr/MIT KOJTOHHECTUMY THPYIOMIECTO (PaKTOpa MOHOLIUTOB
yenoseka (M-CSF), B teuenue 7 aueii npu 37°C, 5% CO; u BraxsoctH 95%, uT00B!I BHI3BATh JH(D(DECPCHIMPOBKY B
Maxpoary. JJaHHbIe NOJIy4YEeHHBIC H3 MOHOIMTOB Makpodaru (MDM) npHKpeILIoTCA K CyOCTpaTy, O3B0 CMBITh
apyrue xietku. Kierku mum@omsr yenoseka Raji, Daudi, Ramos u BJAB noacuuTsBam 0 METHIIH KPaCHTEICM TS
oucHkH mpomupepammu kietok cFluord50 (eBioscience), creayss HHCTPYKIHAM MPOU3BOIUTCIA. Tlociae McUCHHA
KICTKH TuM(pOMBI cMemmBamn ¢ aHamurmdeckoit cpeaoit (RPMI (Gibco), momomaenHO# 10% (erampHON OBIMCH
ceBopoTKOi (Gibco) w mermummmHHOM/CcTpenTomunuHoM (Gibco)), comepkameii 10 MKr/Mi aHTHTEIA TPOTHB
hSIRPo, cooTBeTCTBYIOIIME H30THITHYCCKHE KOHTPOIH 1 100 0,1 MKr/ma purykcnmada (arTurena npotus hCD20),
m6o 0,05 mxr/ma maparymymadta (astutena mpotus hCD38). Knetkn mumM(poMb 3aTeM T00aBIUTH B OTACTHHEIC
nyHKH, coacpkamme MDM, mpH COOTHONICHWH OMYXOJCBBIX KICTOK H (parommroB 2.5:1, cMmMemmBamm u
nHKyOuposam ipu 37°C, 5% CO» u Bnaxknocta 95% B TeueHue 2 yacos. [locine nHKyOarmu JyHKH nmpoMbisaan OBP,
yTOOBI yJAMUTh OONBOIYE0 4YACTh HE(AarOLHUTHPOBAHHBIX OIYXOJICBBIX KICTOK, M KiIeTkH (pukcuposamu B 2%
(opmansaeruae B reuenue 10 muH nmpu KT. Jlyrkn 3atem npomeisaim U Beinepxusann B ©5P/3% BCA B temHOTE
npu 4°C B TeueHwe Houn. KieTkm muMQOMBL, NPHCYTCTBYIONIME B JIYHKAX, OKPAIIHBAIM KOHBIOTHPOBAHHBIM C
omotnHOM KiIoHOM HIB19 amturena mporus CD19 uemoseka (eBioscience) B TeucHme 1 waca mpu KOMHATHOM
TEMIICpaType, a 3aTeM JOOKpammBagu KoHboruposaHHbM C Alexa Fluor 488 crpemrasuauHoMm (Thermo Fisher
Scientific) B Teuenne 1 yaca mpu koMHaTHOH Temmepatype. 3areMm okpamusamu sapa DRAQS (Thermo Fisher
Scientific) B TeyeHune 10 MUHYT IIpH KOMHATHOH TEMIIEPAType, CMECh YAALLUIH U 100aBum OBP B KKIYIO JIYHKY.
Kretku aHamm3upoBaiud C MOMOINBIO ABTOMATH3HPOBAHHOTO (payopecueHTHOro Mukpockoma Operetta (Perkin
Elmer). Pe3yasTaTsr 00padaTsiBaiy U aHATH3HPOBATH C IIOMOIIBIO IIporpaMMHOro obecneucHus Columbus Bepcuu

2.6.

[00454] Ha ¢urype 7 moxazano, uro hSIRPo.50A moBbIACT OMOCPEIOBAHHYK) PHTYKCHMAOOM H
JapaTyMyMa0oM (parOIUTApHYI0 AKTHBHOCTH. [IPOBOIHITH KOJTHUCCTBCHHBIA aHAIH3 (DPArOMUTO3a KICTOK JTHM(POMBI
YENIOBEKA, HCHONB3YsS HHACKC (Parouuro3a, ONMHCAHHBIN nanee: (KOJMHYECTBO OMNMYyXOJICBBIX KICTOK BHYTPH

Makpo(paros/komuecTBo Makpogaros) * 100; moacuuTeiBas o MeHbIICH Mepe 200 Makpodaros Ha obpaser.
[00455] [Tpumep 7. PazpaboTka ryMaHH3UPOBAHHOTO aHTHTENA 1 npuBuBKa CDR.

[00456] Antureno memm hSIRPo. 50A rymanmsuposami, mpuMeHsT MeToauky mpusueka CDR (cM., Hanpumep,
mateHt CITA Ne 5225539 w Williams, D.G. u ap., 2010, Antibody Engineering, Tom 1, rasa 21).

[00457] CHauana HACHTH(DUIHPOBATH YCIOBCUCCKIC 3aPOIBIIICBEIC MTOCICA0BATCILHOCTH, puMeH:I [gBLAST
(Ye J. m gp., 2013, Nucleic Acids Res. 41:W34-40). Jng 4enoBCUCCKON 3apOabpIOICcBOi mocieaoBareapHocTH VH
hSIRPo.50A 6bi1 maeHtngummposan V-reH IGHV1/OR15-2%02 (uneHtnysOCTH 75,2%) W 1 delnoBEUECKOH
3apoasImIcBOi mocieoBareapbHOCTH VL 061 macHTHpuImposan IGKV1-27*01 (maeuruuarocTh 74,0%). JlaHHbBIC 1BC
3apOBIIICBhIC MOCIICI0BATCIFHOCTH HCIIOIb30BAH U1 HEIIOCPEACTBEHHOH MPHBHBKH nocieaosarensHocTedi CDR
MBIIIIH, B PE3yIbTATE YETO HMOMyUHIH Cleayromue ase koHeTpykumu kJJHK: SEQ ID NO: 17 (VH) u SEQ ID NO: 25
(VL).
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[00458] 3arem co3manmu 6a3y JAHHBIX, COACPIKALIYIO BCC YCIOBEUCCKIC MTOCICI0BATCIPHOCTH, JOCTYITHBIC B 043¢
mauabix IMGT (Lefranc, M.-P. u ap., 1999, Nucleic Acid Res. 27:209-212), B kx0TOpO# OBLIO0 HACHTH(DUITHPOBAHO
85848 otmempHBIX mocneaoBaTeIbHOCTEH. JlaHHBIC mocnexoBarciabHOCTH 3ampamuBaiu B TBLASTN (2.2.31+),
yToOBl UACHTH()UIIUPOBATH MIAOJIOHHBIC MOCICAOBATCIBHOCTH, KOTOPHIC JACMOHCTPHPYIOT HAHOOJBINYIO
HACHTHYHOCTh Kapkacam mociemosarenbHoctei VH m VL hSIRPo.50A. Beuto uaeHTH(HIUPOBAHO TpH
nocneaosatenbHOCTH VH U TpH nmocaeaoBaTeabHOCTH VL, KOTOPbIE MPOASMOHCTPHPOBAIH IOKa3aTelb Hoxo00msa 75%
HJTH BBIIIC H Y KOTOPBIX ObitH cxoxubie Aymuabl CDR, mpeamourntensHO nacHTHuHbIC TakoBbiM B CDR1, CDR2,
CDR3 VH u CDR1, CDR2 u CDR3 VL hSIRPo.50, COOTBETCTBEHHO.

[00459] JUma TSoKeTI0H 1eTH KapKackl, KOAHPYSMBIC TOCICI0BATSIFHOCTAMY O HOMepaMu qoctyna B GenBank
(Benson, D.A. u ap., 2013, Nucleic Acids Res. 41(D1): D36-42) AB066948, AB067235 u U84168, BoiOupanu B
KaueCTBE MaTPHL Ui mpsaMoi npusueky nocieaosareasHocTeit CDR VH hSIRPa.50A, B pe3ynbprarte yero noxyyamm
cneayromue koHCTpykimd kJHK: SEQ ID NO: 9, 11 u 13, cOOTBETCTBCHHO. [T ICTKOM ICTTH KAPKACHI, KOTHPYCMBIC
MOCIIEA0BATEILHOCTAME oA HoMepamu Joctyna B GenBank JF894288, AB363321 u L12101, BeiOupamu B KauecTse
Marpun Al npsMod mpuBuBKH mocienosarenpHocTeii CDR VL hSIRPo.50A, B pesynbrare tHero moiydand
creayromue koHcTpykuuu k/JHK: SEQ ID NO: 19, 21 u 23. Onpenencaus kapkaca 1 CDR cooTBeTCTBYIOT ONTHCAHBIM
y Kabat u ap. («Sequences of Proteins of Immunological Interest», Kabat, E., u ap., JlemapraMmcHT 3apaBOOXPAHCHUS
u conuambHbIX cy>k0 CIIIA (1983)).

[00460] JUtst TOTO YTOOBI MOHATH BIHAHAC T'YMAHH3HPOBAHHBIX KAPKACHBIX OCTATKOB HA CTPYKTYpy Fv, cozmammn
romonormyHyro mozems Fv hSIRPo.50A wmemmm, mpumensst 'Antibody Modeling Cascade' (mapamerpsr mo
yMoriaHuE0) B coctase Discovery Studio 4.5. 'omonormyany o Mmoaens ctpowtn Ha ocHose PDB ID 1CIC i nerkoit
e 1 Fv u PDB ID 4Q0X mia tsoxenoit uernm. [TocnegosatensHoctu CDR npusuBam in silico, 4To0bI HCCIICIOBATH
OCTaTKH, KOTOPBIC PacHOI0KeHBI Ou3ko K modoMy 3 CDR u xoTOphie MOTYT BIHATH HA KOH(POPMALHIO MCTIIH,
Ha3bIBacMBbIC OcTaTkaMu BepHbepa. MneHTH()HIUpOBaIl OCTATKH, KOTOPBIC MOTYT BJIHMATH Ha KOH(OPMAIHIO METIH
H KOTOpPBIC HAXOAATCA B mpeaenax < SA ot mosepxuoctn CDR, H 3aMEHHTH HX HA AMHHOKHCJIOTY MBIIIH B JAHHOM
MOJIOKCHUH. B NOJy4YEHHBIX B pe3yJIbTaTe 3TOr0 MAaTPHLAX MPOBEPSUTH NPUCY TCTBUEC MOTUBOB IMOCTTPAHCIIAILMOHHBIX
momupukaumii (ITTM), mpumensis Discovery Studio 4.5, u rae 310 Bo3MoxkHO (T.€. He octatku CDR, He ocratku
Bepubepa) 3ameHsun ux, uto0s! npeaorsparuts ITTM. [na Tsoxenolt nenu yaaneHue Mmotusos [1TM nmpeackazaHHOM
MOCTICIOBATCIFHOCTH M CTPYKTYPHBIC OTPAaHHYCHHA (T.C. JKCCTKOCTh kapkaca) B VH hSIRPo.50A mpueemn x
pa3paboTke oaHOH momoHATETBHOM KoHCTpyKImu: SEQ ID NO: 15. [Ina nerkoit uenn yaaneaue [ITM npuBeno

pa3pabotke creayromeii koHCTpykumn: SEQ ID NO: 27.

[00461] IMocnenoBatenpHocTt CDR  mpmBuBamM Ha KAKAYI0 W3 HACHTU(HIMPOBAHHBIX  MATPHII,
skchpeccupoBaHHbIX B BHAC [gG4 (SEQ ID NO: 65), xanma (SEQ ID NO: 63) arTHTe1a YeT0BCKA, KJIOHHPOBAHHOTO
B BeKkTOp pcDNA3.1(+) (Thermo Fisher Scientific) a1 BpeMeHHONH TpaHC(EKIMH KICTOK SMOPHOHATBHONW MOUKH
yenoseka FreeStyle 293-F (HEK293T/17, ATCC CRL-11268). B kaxkmom criyyac mucmonb3oBamu Bapuant 1gG4,
Hecymmil crabumupyromyo mytammo Adair (Angal S. uw ap., 1993, Mol Immunol. 30: 105-108), tae cepun 228

MPEBPALICH B MPOJIHH.
[00462] [Tpmmvep 8. CuHTE3, SKCIPECCHA W OUHCTKA TYMAHU3HPOBAHHBIX KOHCTPYKIHI.

[00463] [na3Muael, KOAUPYOIKE KOHCTPYKIUH TKEAbIX HENCH U TETKUX LETEH, CMEIIMBAIN B COOTHOIICHUU
1:1 (Bcero 30 MKr) U BPEMEHHO SKCIPECCHPOBATH IyTeM TpaHc(hekuunu umu knetok FreeStyle 293-F, npumenss

pearcHt g tpancgekun 293fectin(Invitrogen), ciexys uHCTpyKumaM mpousoautesa. CynmepHatantsl (30 i)
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coOupanu yepe3 7 AHCH M aHTUTEIA OYHIIATH, TPUMCHAL CMOITy ¢ 6enkoM A MabSelect Sure, cneays HHCTPYKIHAM
mpoussoautens (GE Healthcare). Bydep 3amensum Ha 6ydep 10 MM ructuamn, 100 MM NaCl, pH 5.5, npumerss
KoToHKH 171 BeIcamuBaHus Zeba (Thermo Fisher Scientific). KoHIeHTpawmro OUHIICHHBIX AHTUTEIT ONPEACIILIH HA
ocuoBannu OIl Ha 280 mM (Nanodrop ND-1000). VpoBeHs 3HAOTOKCHHA ompeacsiTy ¢ momompio JIAJI-tecra,

cleays HHCTpyKuuaM npoussoautesrt (Lonza).
[00464] ITpumep 9. CBa3pIBaHUE T'yMaHH3HPOBAaHHBIX aHTHTEI SIRPO.

[00465] Ces3piBaHHe TyMaHH3UpoBaHHBIX aHtHTea IpoTuB hSIRPo mccrmemopamu B (opmare CELISA.
Cesmeanue antutren npotuB hSIRPa ¢ SIRPaV1, SIRPaV2, hSIRPB1 u hSIRPy wyemoBeka MOATBEPIKIAIH,
mpumeHssa kietku CHO-K 1, xotopeic ObL1H BpeMCHHO TpaHC(huuuposans! k/JHK, koaupyromeii moIHOPa3MEpPHYIO
OTKPBITYIO PAMKY CUHTBIBAHHS KA>KIOH U3 JAHHBIX COOTBETCTBYIOIINX MUIIICHEH, CyOKITOHHPOBAaHHY 1O B BekTop pCl-
neo. Kmerkm CHO-K1.hSIRPaV1, CHO-K1.hSIRPaV2, CHO-K1.hSIRPB1 u CHO-K1.hSIRPy BbIceBamH B
KysisTypaneHyto cpeay (DMEM-F12 (Gibco), nomosHeHHY0 5% CHIBOPOTKOH HOBOPOXKICHHBIX TeiaT (BioWest)
neHuIpuIHOM/CcTpenTroMuimHOM  (Gibco)), B 96-nyHOUYHBIE KyJbTYpPaNbHBIC IDIAHINCTHI C INIOCKHM JHOM H
uaKyOuposamm nipu 37°C, 5% CO; u BraxHOCTH 95% 10 MOCTIKCHHS KOH(IFOIHTHOCTH CIIOEB KICTOK. 3aTeM
KYJIBTY PATBHY IO CPEy YAAJSUH B KICTKH HHKyOuposamm B TedeHue 1 yaca mpu 37°C, 5% CO, u snaxkHocTH 95% c
ountncHHBIME aHTHTETaMu mpoTuB hSIRPa (10 Mxr/ma u e¢ paseeacHums). 3ateM KieTku mpombsaman OBP-T u
nHKyOuposamm B TeueHue 1 yaca npu 37°C, 5% CO» u Bnaxkaoctu 95% ¢ KOHBIOTaTOM aHTHTEN KO3bI poTus IgG
yenoseka ¢ HRP (Jackson Immuno Research) wimm ¢ konbrorarom antuten ko3sl npotus IgG mpmmm ¢ HRP (Southern
Biotech). 3atem xietku mpombisamy Tpu pa3a OBP-T w BH3yanmm3HpoBaIH WMMYHOPCAKIHOHHYE) CHOCOOHOCTB
anTurena mpotus hSIRPa ¢ momomero ctabumsuposanHoro xpomoreHa TMb (Invitrogen). Peakumn ocTraHaBIHBAIH
npobasnerueM 0,5 M HySO4 u cunrsiBanu mormomenue Ha 450 u 610 um. 3Havyenus EC50 - koHUEHTpanuio, Ipu
KoTOpOit HabmomaeTcsa 50% MOTHOTO CHTHAJIA CBA3BIBAHMA - paccuuThiBaiy, npuMeHsast GraphPad Prism 6 (GraphPad

Software, Inc). B rabmuue 13 npeacrasneHs! 3HaucHua EC50 rymanu3upoBanssix anturea npotus hSIRPo.

[00466] Tabmma 13. Cpa3bIBaHUE I'y MAHH3HPOBAHHOTO U HcxogHoro anTuted hSIRPa.50A ¢ krerkamu CHO-
K1.hSIRPaV1, CHO-K1.hSIRPaV2, CHO-K1.hSIRPB1 u CHO-K1.hSIRPy. 3nauenus EC50 mpeacraBmsrot coboit
KOHLICHTPALHIO, TIPH KOTOPO#i HAOGmomaeTcst 50% IMOJHOTO CHIHAJA CBS3BIBAHMA (CPEAHEES 3HAUCHHUE M CTAHJAPTHOE

OTKJIOHCHHUC PACCUHUTBIBAIH ITO 3HAYCHUAM, ITOJIYyYCHHBIM B IBYX HC3ABHCHUMBIX SKCIIepI/IMeHTaX).

[00467]  Ta6mua 13.

CesizpIBanmne Cesi3piBanne Cesi3pIBaHne Ces3biBanne
Anruren | hSIRPaV1, ECS0 (uM) | hSIRPaV2, EC50 (#uM) | hSIRPB1, ECS0 (1M) | hSIRPy, EC50 (HM)
0 Cpennee |[CO Cpeanee |CO Cpeanee | CO Cpennee |CO
hSIRPa.5
OHIL1 0,883 0,212 0,864 0,109 H/0 H/O 1,485* 0,120
hSIRPa.5
OH1L2 0,781 0,104 0,816 0,161 H/0 H/O 1,259* 0,155
hSIRPa.5
OHIL3 1,094 0,112 1,107 0,238 H/0 H/O 2,579* 0,672
hSIRPa.5
OH1L4 1,488 0,259 1,621 0,320 H/0 H/0O 7,435% 0,208
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hSIRPa.5
OHIL5 [0.962 0,235 0,848 0,239 H/0 /0 1,013 [0,115
hSIRPa.5
OH3L1 [1.097 0.286 1,056 0,303 H/0 H/0 1.424% 0,080
hSIRPa.5
OH3L2 1,055 0,347 0,999 0,450 H/0 H/0 1,502%  [0,305
hSIRPa.5
OH3L3 [1.159 0,417 1,160 0,429 H/0 H/0 2471% 0,530
hSIRPa.5
OH3L4 [1261 0,317 1,520 0,333 /0 /o 5175+ 0,210
hSIRPa.5
OH3L5 [0.878 0,097 0,868 0,190 0 /0 1,199 0,120
hSIRPa.5
OH4L1  [0,683 0,027 0.681 0,156 o /o 0,950* 0,171
hSIRPa.5
0H4L2 0,737 0,110 0.651 0,147 o /o 0.871* 0,062
hSIRPa.5
0H4L3  [0.933 0,078 0.898 0,133 o /o 1,596* 0,144
hSIRPa.5
OH4L4  [1.197 0,175 1,240 0,238 /0 /0 1,980%  [0.681
hSIRPa.5
0H4L5 0,701 0,136 0,661 0,161 H/0 /0 0,808* 0,038
hSIRPa.5
OH5L1 0,731 0,039 0,709 0,063 H/0 H/0 1,028% 0,087
hSIRPa.5
OH5L2  [0,675 0,086 0,572 0,023 H/0 /0 0.822* 0,046
hSIRPa.5
OH5L3  [1.029 0,084 0,796 0,004 0 /0 1.612% 0247
hSIRPa.5
OH5L4 [1.169 0,197 1,115 0,060 0 /0 4,028* 0342
hSIRPa.5
OH5L5  [0.681 0,066 0,611 0,030 0 /o 0.868* 0,028
hSIRPa.5
0A 1.365 0,164 1,296 0,186 o /o 1,249+ 0,179

Cmoum ommemums, 4Ymo eapuanmsl ¢ mascenon yenvro H2 ne eoszmodncno 6uino JKCnpeccuposams € KIemKax

FreeStyle 293-F; snauenus, nomeyenvie *, OuLii SKCIMPAnoIupoganvl; H/o - He OGHAPYICEHO

[00468] Cea3pIBaHHE UCXOJHOTO W ryMaHu3upoBaHHOTO aHTHTea npotus hSIRPa ¢ hSIRPy nomomHuTensHO
oucHuBamm, mpuMeHAA KieTkd NK-92MI (ATCC CRL-2408) - 1uHHIO KICTOK-CCTCCTBCHHBIX KHJUICPOB,
HE3aBHCHMBIX OT HHTEepichkuHa-2 (IL-2), noayueHHy 0 u3 duHuH K1eTok NK-92. Knerku NK-92MI BriceBanu B 96-

JyHOYHBIC KyJIbTYPaJbHbIC IUIAHIICTHI C 3AKPYIJICHHBIM JHOM H MHKYOMpPOBAIH B TeueHHE 30 MHHYT C BADHAHTaMHU
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rymaHusuposaHaoro anrurena hSIRPa.50A (100 mxr/ma u ee pazseacHust) B @5P/1% BCA npu 4°C. 3atem kieTku
npoMeiBau Tpu pasa OBP/1% BCA wu unakyOmposamu B TeueHue 30 muHyT mpu 4°C ¢ medyensim FITC
JECTEKTHPYIOIUM aHTUTEIOM MBIIH MpoTHB IgG4 yenoseka (Abcam) wiu AETCKTHPYIOIUM AHTHTEJIOM OCJIA IPOTHB
IgG mprmm (Jackson Immuno Research) 8 ®5P/1% BCA. Tlocne gaHHOM Mpoueaypbl MCUCHHS KICTKH MPOMBIBATH
JBa pasza, pecycnesauposam B ©b5P/1% BCA u arami3upoBaiu ¢ mOMOIIBIO MpoToyHOH uromerpuu Ha FACSCanto
1T (BD Biosciences). Pe3yasTaTs! 00pabaThIBaM U AHATH3HPOBATH C IOMOIBIO MPOorpaMMHOTO obecnieucHus FlowJo
Bepenn 10 (FlowJo, LLC).

[00469] IMpumep 10. Baoxupomamue ceassiBanuad hCD47 ¢ hSIRPo ryMaHH3HPOBAHHBIMH AHTHTCIAMH
hSIRPa.50A.
[00470] Broxupopanue hCD47 oucHuWBAMH ¢ TOMOINBKD MPOTOYHOW IIMTOMCTPHH TOJHOH MAHCITH

rymaru3upoBaHHbIX aHTHTEN hSIRPOL50A. Jma stoit memm xuetknm HEK293 (ATCC CRL-1573) BpemeHHO
TpaHc(uimpoBamm, npuMeHsat gumodexkrammH 2000  (Invitrogen), Bekropom pCl-neo, KkomupyroImM
MOTHOPA3MCPHYIO  OTKPHITYR0 pamMky cumrhiBaHmt SIRPaV1 uenoseka. TpaHCHIHPOBAHHBIC KICTKH
kyasrasuposad npu 37°C, 5% CO; u Braxuoctn 95% B cpeae (DMEM-F12 (Gibco) ¢ 10% (eranpHoil Obruci
ceiBopoTKO# (Gibco) u mernmmmmHOM/CTpenToMunrHOM (Gibco)) 10 TOCTHKCHAA KOH(TFOIHTHOCTH. 3aTEM KICTKH
OTZACTIUIH, BHICEBAH B 96-TTyHOUHBIC KYJIbTYPAIBHBIC IUIAHIICTHI C 3aKPYTIICHHBIM THOM H HHKYOHPOBAJIH B TCUCHHC
30 mMuHYT ¢ BapHaHTamMu ryMaHu3HpoBaHHOro anTHTena hSIRPo.50A (100 mxr/mn u ee pazsencHus) B ®5P/1% BCA
npu 4°C. 3arem kietTkn npombisain Tpu paza ®BP/1% BCA u nakyOuposanu ¢ pekomOuHaHTHBIM OemkoM hCD47/Fc
(ModiQuest; SEQ ID NO: 42) B reucuue 30 munyT npu 4°C. Bnocineacteun kinetku npomeisamn Tpu pasza ®EP/1%
BCA u nnkyOuposanu B TeueHue 30 MunyT npu 4°C ¢ JETEKTHPYIOIIUM aHTHTEJIOM MBIIH NpoTus mapHupa 1gG1
yenoseka, koHproruposaHHbiM ¢ FITC (Southern Biotech). ITocne nanHOi mpouexyps! MEYECHHUS KICTKH IIPOMBIBAITH
ZBa pasa, pecycuenauposam B ©b5P/1% BCA u anami3uposamu ¢ moMoInsro npotouHoi nurometpun Ha FACSCanto
IT (BD Biosciences). Pe3ynbraTs! 00padaThIBaId U aHATH3HPOBAIH C IOMOIIBIO MPOrpaMMHOTO obectieucHus FlowJo
Bepcud 10 (FlowJo, LLC) u HarOCHIH Ha Tpaduk, npumeHas GraphPad Prism 6 (GraphPad Software, Inc) (purypa
3).

[00471] Kak nmokazauno Ha ¢urype 8, oTciexuBany cpa3biBanue pekoMOnHaHTHOTO hCD47, THOPHIN30BAaHHOTO
¢ momcHoM Fc IgG1 yenmoBeka, B MPHCYTCTBHH BO3PACTAOIIMX KOJIHYCCTB BAPHAHTOB I'YMAHH3HPOBAHHOTO AHTHTC]IA

hSIRPo.50A. Bee BapuanTs! anTHTENA Onokuposamy B3aumoaciicrsrue hSIRPo/hCD47.
[00472] ITpumep 11. CesazpiBaromuii romeH hSIRPa.50A .

[00473] Jma toro uroOsl ompeaenuth 00macth cBspBaHmA hSIRPo.S0A Opno pa3paboTaHO HECKOIBKO
myTtantoB oomeHa SIRPo Ha ocHoBe mocieaomateipbHOCTed amMuHOKHCIOT SIRPaV1 m hSIRPP1 uemoseka. B
3aBHCHMOCTH OT yKiIagku SIRPo BHEKIETOUHYIO 001acTh MOKHO NMOJPA3ACTHTh HA TPH OTACIBHBIX JOMEHa: Ig-
moA00HBIH (MMMYHOTTIOOYIMH-TIOA00HNT) moMeH V-tuma (IgV), Ig-momoOmsiii momen Cl-tmma (IgCl) uw Ig-
moao0userii qoMeH C2-tmma (IgC2). JdomeH IgV Tarke H3BECTCH KaK CBARBIBAOINWE THTaHi N-KOHICBOH JTOMCH
SIRPa (xotoperi ceaseBactcss ¢ CD47). Myrtartsr SIRPaV1/Bl uemoeeka ObutH pa3pabOTaHBI HA OCHOBC
mostHOpa3MepHoit mocnexosareasHOoCcTH hSIRPaV1 (SEQ ID NO: 33), u kaaslil OTACTbHBIN [g-10100HEIH TOMCH
OBLT 3aMCHCH Ha >KBUBANCHTHBIT 1oMeH u3 SIRPP1 wenoseka (SEQ ID NO: 37). KJIHK, xoaupyromue yKa3aHHbIC
koHcTpykumu: hSIRPa-VBClaC2a (SEQ ID NO: 55), hSIRPa-VaC1BC2a (SEQ ID NO: 57) u hSIRPa-VaClaC2f
(SEQ ID NO: 59), - cunaresuposamm (GeneArt) u cyoxnonuposanu B Bekrop pCl-neo. Cesaspsanue hSIRPa.50A ¢

MyTaHTaMu oOmeHa wucciemoBamd, npumenias CELISA. [ma stofi wmemm xretku CHO-K1 - BpemenHO
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TpaHcuimposam, npumersa gunopexramun 2000, sexkropamu pCl-neo, xomupyromumu hSIRPaV1, hSIRPaV2,
hSIRPB1, hSIRPa-VBC1laC2a, hSIRPa-VaC1BC2a u hSIRPa-VaClaC2p, coorBercrBeHHO. TpaHcpUIHpPOBAHHBIC
xietku kynbrusuposamy npu 37°C, 5% CO; u sraxuoctu 95% B cpexe (DMEM-F12 (Gibco) ¢ 5% crBopoTkoit
HOBOPOKICHHBIX TeAT (BioWest) u nerumaoM/crpenrroMuuaoM (Gibco)) 10 ZOCTHKESHUA KOH(DIFOIHTHOCTH.
3aTeM KJICTKH TPUICHHU3HPOBAJIH M BBHICEBAIH B 96-IyHOUYHBIC KYJIbTYPAJbHBIC IUIAHIICTH C IUIOCKHM JHOM H
kyasTuBupoBaan npu 37°C, 5% CO, u BnakHocTH 95% B KYJbTYPATBHON CPee A0 TOCTIKCHUS KOH(PIFO3HTHOCTH.
3areM KyJIbTypalbHYIO CPEy YIAUTH H KICTKH HHKYyOuposaiu B TeucHue 1 yaca npu 37°C, 5% CO, u BIaXHOCTH
95% c aatutenom hSIRPa.50A u kmoHom SE5AS anturena mporus hSIRPo. 3arem kinerku mpombisaau ®BP-T u
uHKyOuposaym B TeueHue 1 yaca npu 37°C, 5% CO; u BmasxksHocTd 95% ¢ KOHBIOTaTOM aHTHTENA KO3bI mpoTuB IgG
mbmmu ¢ HRP (Southern Biotech). Ilocme 3toro kimetkum mpomsiBaan Tpu paza OBP-T u BH3yaam3upoBaId
HMMYHOPCAKIHOHHY 10 CIocOOHOCTH anTHTena npotus hSIRPo ¢ momonipro crabummsuposarHOro xpomoreHa TMb

(Invitrogen). Peakumn ocraHapmusamy qodasicaueM 0,5 M HoSO4 u cuntsiBaan mornomeHue Ha 450 u 610 HM.

[00474] [TpoeMOHCTPHPOBAIH YTPATY CBA3BIBAHHS AHTHTEJA COTIACHO HACTOSINEMY H300PETCHHIO C MyTAaHTOM
hSIRPa-VBClaC2a, uto cBunerenscTyeT 0 cBazpBannn hSIRPa.50A ¢ nomernom IgV hSIRPo (purypa 9, Tabnuma
14). 3raucana EC50 mpeactaBsmoT Co00H KOHICHTPALHMIO, MPH KOTOpOo# Habmomactca 50% MOTHOTO CHTHANA
CBA3BIBAHHA (CpCZ[HCC SHAYCHUC U CTAHAAPTHOC OTKJIOHCHUEC PACCUMTHIBAIH IO 3HAYUCHHAM, IMOJYUCHHBIM B ABYX

HC3aBHCHMBIX SKCHepI/IMCHTaX) .

[00475]  Ta6mmua 14.

AHTHTEI0
hSIRPa.S0A AHTHTEJIO IPOTHB
hSIRPq
(xoH SESAS)

hSIRPaVI EC50 (1M) 0,321 0,117
Cco 0,018 0,001

hSIRPaV2 EC50 (1M) 0,215 0,084
CO 0,012 0,012

hSIRPf1 EC50 (uM) H/0 0,180
CO H/0 0,025

hSIRPa- ECS50 (1M) H/0 0,121
VBC1laC2a CcO H/O 0,003
hSIRPa- ECS0 (uM) 0,345 0,135
VaC1pC2a CO 0,008 0,013
hSIRPa- ECS0 (uM) 0,408 0,127
VaC1aC2p CO 0,039 0,028

[00476] JUtst TOTO YTOOBI TOYHO OMPEACITATh AMHHOKHUCIIOTHI, YHACTBYIOIHE BO B3ammoaciicteun hSIRPa.50A ¢

moMmeHOM IgV, monyymimm HECKOAPKO TOoueHHBIX MyTaHTOB hSIRPOV1 Ha OCHOBAaHWHW pa3iIHUMii B OTIACITBHBIX
amuHOKHcHoTax Mexay hSIRPaV1/V2 u hSIRPB1. Ha ¢urype 10A moxasano seipaBHEBaHHE 1oMeHa IgV hSIRPa u
hSIRPB1. Amunokucnots! B fomeHe IgV hSIRPa, xotopeie m3meHens!l B hSIRPB1, MyTupopamm, npuMeHsst Habop

s cadT-HampasieHHOro MmyrtareHeza QuikChange II (Stratagene) W HOTHOpPA3MEPHYIO IOCIICIOBATCIBHOCTD
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hSIRPaV1 (SEQ ID NO: 33) B kauectse gonopa k/IHK. Cesseianme hSIRPo.50A ¢ ToUeYHBIMH MyTaHTAMH
hSIRPaV1 uccremosamu, mpumensst CELISA. Jnsa stoit nemu knetkn CHO-K1 BpemeHHO TpaHC(HImpoBany,
npumenas munogekramuH 2000, xJJHK, kogupyromeii mosHOpa3MEepHY 0 OTKPBITYIO paMKy cuuTbiBaHusA hSIRPoV1
u ero mytantoB u hSIRPB1, cybkmonuposanHyio B Bektop pCl-neo. TpaHc(uImMpoBaHHBIC KJICTKH BBICEBATH B
KyJbTypanbHyto cpeay (DMEM-F12 (Gibco), nonmossHeHHY10 5% CBHIBOPOTKOH HOBOPOXKICHHBIX TeAT (BioWest) u
neHuuuIHOM/cTpentoMunHoM  (Gibco)), B 96-TyHOUHBIC KyJbTYPajibHbIC IUIAHIICTHI C IUIOCKHM JHOM H
uHKyOouposam mpu 37°C, 5% CO; u BnaxkHocTH 95% B TeueHHE 24 yacoB. 3aTeM KyIbTYPATBHYIO CPEAy VAASLIH U
KJIEeTKH HHKyOHpoBamy B TeucHue 1 yaca npu 37°C, 5% CO, u BnaskHOCTH 95% C OUHIIICHHBIMH AHTHTCJIAMH TPOTHB
hSIRPo. (Mcmop3yeMBbIME TPH KOHICHTpAIuu 10 MKI/MI B ¢¢ pa3BeACHUAX). 3aTeM KkjieTku npombBaan OBP-T u
wHKyOuposam B TeueHue 1 yaca npu 37°C, 5% CO» u BnaxuocTd 95% ¢ aHTHTen0M KO3bI poTHB [gG MBImm-HRP
(Southern Biotech). 3arem knerku mpombBamu Tpu paza ®BP-T w Bu3yanm3upoBaaum HMMYHOPCAKIHMOHHYIO
cnocoorocTs mpotuB hSIRPaV1, myrantos hSIRPaV1 u hSIRPB1 ¢ momompio cTaOMIM3HPOBAHHOTO XPOMOTCHA
TMB (Invitrogen). Peakum octanaBmmeam godasncHueM 0,5 M HrSO4 u cuntsiBau noromenue Ha 450 u 610 HM.
3unaueHus EC50 - koHUEHTpanuro, npu KoTopoii HabmoaaeTes 50% MOTHOTO CHTHAJA CBA3BIBAHUS - PACCUHTHIBAIIH,
npumersas GraphPad Prism 6 (GraphPad Software, Inc) (cpeamee 3HaueHHE W CTAHZAPTHOE OTKIOHCHHC
PaCCYHTHIBAIH IO 3HAYCHHAM, NIOJTYYCHHBIM B IBYX HE3aBHCHMBIX dKcTiepuMeHTax). Ha gurype 10B u B cnexyromeit
Tabmmme 15 mokazaHO, yTO mpoiwH B mosokeHun 74 (P74) mpeacrapmgetr co0oif BAXKHYHO AMHHOKHCIOTY IS
crmemnduueckoro cembanua hSIRPa.50A ¢ hSIRPaV1. Sxcmpeccus hSIRPaV1(P74A) (SEQ ID NO: 61), B
kotopoM P74 3ameHeH Ha ananmH, Ha Krerkax CHO-K1 mpuBonut k yrpare ceasbBanus anTurena hSIRPo.50A.

JlaHHBII POJTHMH OTCYTCTBYET B MOcIeaoBareapbHoCTH AoMeHa 1gV hSIRPR1.

[00477] Tabmima 15.

Ces3piBaHIE
CesbiBaHne Cesizpisanne hSIRP1,
hSIRPaV1(P74A), ECS50
AHTHTETO hSIRPaV1, EC50 (HM) EC50 (uM)
(uM)
Cpennee co Cpeanee co Cpennee co
hSIRPo.50A 0,535 0,152 H/O H/O H/0 H/0
AHTHTEJIO IPOTHB
0,164 0,008 0,156 0,009 0,150 0,013
hSIRPo, (k100 SESAS)

[00478] ITpumep 12. Ompenenenne xapakrepuctuk aHTutea hSIRPo.40A u hSIRPa.50A.

[00479] Cremudrarocts cesassiBannsa aHTHTET hSIRPL40A 1 hSIRPa.50A ¢ hSIRPa cpasauBamm B (popmare
CELISA. Bkparne, xietkn CHO-K1 Bpemenno tpancuumposamn kJIHK hSIRPaV1, hSIRPaV2, hSIRPBI,
hSIRPBL u hSIRPy. 3arem onemmsamu ces3piBanne hSIRPo ¢ momompro CELISA, npumernss kinerkun CHO-
K1.hSIRPaV1, CHO-K1.hSIRPaV2, CHO-K1.hSIRPB1, CHO-K1.hSIRPBL u CHO-K1.hSIRPy. /lerekrupoBanue
CBA3AHHOTO AHTUTECJIA OCYINCCTBIIUIH C TIOMOIIBIO anTuTeaa Ko3bl mpotu [gG memmm-HRP (Southern Biotech). Ha
¢urype 11 u B crexyromeit tadmmmne 16 mokazano, uro anTuresa hSIRPa.40A u hSIRPo.50A csseiBaroTcs ¢
hSIRPaV1, hSIRPaV2, hSIRPBL u hSIRPy, Ho He mposBittoT AcTekTHpyeMoro cesa3bisanust ¢ hSIRPB1. 3naucHus
EC50 mpeactaBmsroT coO0H KOHLCHTpALMIO, pH KOTOpod Hadmomactca 50% IOTHOTO CHTHANA CBA3BIBAHHSA
(cpenHee 3HAUYCHHUE U CTAHAAPTHOEC OTKJIOHCHHE PACCUUTHIBAIH IO 3HAYCHHUAM, ITOJYUCHHBIM B JBYX HE3aBHCHMBIX

SKCTIEPHMCEHTAX).

-138-



[00480] Tabmma 16.
CesizpIBanne Cesi3biBanne CesibiBanne CesibiBanne CesbiBanne
hSIRPaV1, hSIRPaV2, hSIRPf1, hSIRPy, hSIRPBL,
Antnre | ECS0 (uM) EC50 (uaM) EC50 (1M) EC50 (1M) EC50 (1M)
0 Cpeanee |CO Cpeanee | CO Cpennee |[CO |Cpennee |CO | Cpeanee |CO
hSIRPg. H/0 H/0
40A 0,109 0,036 0,088 0,002 0,099 0,055 10,141 0,078
hSIRPq. H/O H/O
50A 1,428 0,371 [1,156 0,127 1,990 0,827 10,632 0,277

H/0 - He 0OHapYX*CeHO

[00481]
hSIRPa (ammensabM BapuanTam, onmcaHHbM v Takenaka u ap., Nat Immunol. 8:1313-1323 (2007)) ¢ moMOIIBO

Kpowme Toro, momomHuTEIBHO HecaeaoBamn crienu@uaHocTh hSIRPo.40A k0 BCEM W3BECTHBIM aJICTIAM

CELISA, ucnonp3yqd TaKyH KE CTPATCTHIO, KAK ommcaHHAd Bhime. Jna »>toii memm cesspiBanme hSIRPa.40A
oneHuBamy, npuMeHss kietkn CHO-K1, xoropsle Obmn BpemeHHO TpaHc(huimposansl k/IHK, xomupyrommmvu
nomaopasMepasie hSIRPaV1, hSIRPaV2, hSIRPaV3 (NA07056 V3) (SEQ ID NO: 44), hSIRPoV4 (NA11832 V4)
(SEQ ID NO: 46), hSIRPaV5 (NA18502 V5) (SEQ ID NO: 48), hSIRPaV6 (NA18507 _V6) (SEQ ID NO: 50),
hSIRPaV8 (NA18570 V8) (SEQ ID NO: 52), u hSIRPaV9 (NA18943 V9) (SEQ ID NO: 54). Ha ¢urype 12 u B
creayromeii tabmmme 17 mMpPOACMOHCTPHPOBATN PCAKIHOHHYIO CHOCOOHOCTH Kia0oHAa antuTena hSIRPo.40A mo
OTHOULICHHIO K KaykmoMy u3 JaHHbIX amreieit hSIRPo. 3nauenns EC50 npeactapmsror co0oif KOHICHTPALKIO, IIPH
KoTOpoli Habmomaercsas 50% MONHOTO CHWTHAjMA CBA3BIBAHHMA (CPCOHCC 3HAUCHHC M CTAHJAPTHOC OTKIOHCHHC

PpacCHUTBhIBATIHA IO 3HAYCHUWIAM, MIOTYUCHHBIM B ABYX HC3aBHCHUMBIX SKCHCpI/IMeHTaX).

[00482] Tabmama 17.
AHTHTEJIO
hSIRP¢.40A | hSIRPa.50A

hSIRP¢V1 | EC50 (kM) 0,134 1,690

hSIRP¢V2 | EC50 (HM) 0,089 1,066

hSIRP¢V3 | EC50 (HM) 0,107 1,767

hSIRPoV4 | EC50 (HM) 0,100 1,297

hSIRPoVS | EC50 (HM) 0,115 1,260

hSIRPaV6 | EC50 (HM) 0,136 2,219

hSIRPoV8 | EC50 (HM) 0,089 1,508

hSIRPoV9 | EC50 (HM) 0,115 1,367

[00483] ITpmmep 13. CnocoorocTs hSIRP.40A 610KHpoBaTs hCD47
[00484] C DOMOImBI0 TPOTOYHOW LUTOMCTPHH AHATH3HPOBaaH CHmocoOHOCTs aHturena hSIRPa40A

Omoxuposarth CBs3bIBaHHC pekoMOuHAaHTHOTO Ocimka hCD47/Fc (R&D Systems, Homep B karamore 4670-CD-050;
SEQ ID NO: 109) ¢ 3xcnpeccupoBaHHBIM Ha moBepxHOcTH KiaeTkd hSIRPo. g qaHHOM IEnH, JHHHUU KICTOK
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moHouuToB THP-1 (ATCC TIB-202) u U-937 (ATCC CRL-1593.2) ncnoms3osamu B kauectse nerounnka hSIRPa B
JanHoM aHanmse. Knerku THP-1 u U-937 BeiceBanu B 96-TyHOUHBIC KyIbTYPAIbHBIC IUIAHIICTHI C 3aKPYTJICHHBIM
JHOM M HHKyOHpoBanu B TeucHue 45 MuHYT ¢ OnmokupyrommM FcR pearenrom (Miltenyi Biotec) u anTHTEI0M
hSIRPa.40A (100 mxr/mn u ee pazsencuust) B ©5P/1% BCA mpu 4°C. 3arem kietku nmpomsiBatu Tpu pa3a ©BP/1%
BCA u unaxyouposamu ¢ meueHHbIM DyLight 488 pexomOunanTHbIM Oe1koM hCD47/Fc B Teuenue 30 munyT mpu 4°C.
IMocne naHHO# MPOLE Y PbI MCUCHHS KJICTKH MPOMBIBAJIH JBA pa3a, pecycnenauposanu B ®5P/1% BCA, conepxamiem
0,1 mxr/ma DAPI (BioLegend), u ananu3upoBaau ¢ moMompro mpoTounoi nuromerpun Ha FACSCanto 11 (BD
Biosciences). Pe3ynbrarsl 00pabaThiBanu U AHAIU3HPOBAIH C HOMOILIBIO IporpaMMHOro obecmeueHus FlowJo

Bepcun 10 (FlowJo, LLC).

[00485] Ha ¢urype 13 u B creayromeii Tabimue 18 mpencraBiaeHo, uTo cBsa3biBaHHE pekoMOuHAHTHOTO hCD47,
rHOpHIM30BaHHOTO ¢ aAomMcHOM Fc IgGl uemoBeka, OTCIC)KMBATH B MPHCYTCTBHH BO3PACTAIOMIMX KOJHYCCTB
arturena hSIRPo.40A. Antureno hSIRPo.40A Gmoxuporamo Bzammopaciicteue hSIRPo/hCD47, uro BeIBHIH,
MPHMEHSSA CIOCO0 Ha OCHOBE MMPOTOYHOH IUTOMETPHH, ONMHCAHHBIH Bbimie. 3HaueHus [C50 s 6moxuposarms hCD47
paccuuTBIBAIH 1O 3TUM JaHHBIM. 3HaueHHA [C50 npeacTapmsoT co0oi KOHICHTPAIHIO, IIPH KOTOPOi HAOIr0IaeTCs

TOJIOBHHA HHTHOHPOBAHHA.

[00486]  Ta6mua 18.

THP-1 U-937
AHTHTEI0 IC50 (M) | IC50 (HM)
hSIRPa.40A 0,646 1,344
hSIRPa.S50A 7,833 19,501
[00487] 3arem uccrnenosanu cesa3biBanne hSIRPo.40A ¢ hSIRPo, sxcmpeccupoBaHHbIM Ha mepBuyHbiX CD 147

MOHOLHUTAaX 4enoseka. Kpome toro, oneHusamu crocoOHocTs hSIRPo.40A 610KHPOBAaTH B3aMMOJCHCTBHE MEKIY
hSIRPo u pexomOuHanTHEIM O6eakoM hCD47/Fc. dns ganHo# uenn CD14+ MOHOLMTBI BBIACSLIA H3 OUHINCHHBIX
(PMIKOJTIOM MOHOHYKJICAPHBIX KICTOK mepupepuueckoii kposu uenoeka (MKIIK), mpuMeHsst KOKTEHIb I
oborameHnss MoHoumTamMHu uenoBeka RosetteSep (Stemcell). IlpomeHT MOHOUWTOB, NPHCYTCTBYIOLIHMX ITOCIC
o0OoTamCHAUSA, OMPESACATH ¢ MOMOIIBI mpoTouHoW muToMeTpun Ha FACSVerse (BD Biosciences), Ha OCHOBaHHH
oxpammaaus CD14, npuMeHssT AETEKTUPYOIIee aHTUTEI0 MBIy mpotus CD14 yenoBeka, KOHBIOTHPOBAHHOE C
APC-Cy7(BD Biosciences). 3atem ob6oramerHble CD14+ MKIIK BbiceBamn B 96-IyHOUHBIC KyJIBTYpAIbHbIC
TUTAHIIETHI C 3aKPYTIICHHBIM THOM H HHKyOHpoBau B TeucHue 40 MuHyT ¢ 6nokupyromum FcR pearenrom (Miltenyi
Biotec), conepsxammum artuteno hSIRPa.40A (20 mxr/mim u ee passeacHus) 8 ©@5P/1% BCA, nipu 4°C. 3atem kieTkn
npomersaa Tpu paza @BP/1% BCA n makyOunposanu ¢ MmeucHbM Alexa Fluor 647 aeTekTHpyrOImM aHTHTEIOM KO3bI
npotus [gG mpmm (Invitrogen) 8 @®5P/1% BCA B Teuenne 40 munyT nipu 4°C. ITocne naHHOH mpoueaypsl MEUCHUS
KJICTKH TPOMBIBAIIA JBA pasa, pecycneHauposanu B ©BP/1% BCA, comepxamem 0,1 mxr/ma DAPI (BioLegend), n
AQHATA3APOBAIH C TIOMOIIEI0 poTouHoi muromerpun HAa FACSVerse (BD Biosciences). Pesynprarsr o6padaTsiBamm

W aHAJIM3HPOBAIN C OMOINBIO nporpamMmuoro obecnieueHus FlowJo sepcnu 10 (FlowJo, LLC).

[00488] Ha ¢urypax 14A u B moxa3ano, uro hSIRPo.40A ces3siBacTcs ¢ nepsuyHbIME o0orameHHsMH CD 14+

MoHomHTaMH denoBeka. 3HaucHma ECS50 mpeacTaBmmoT coO0i KOHICHTPALMIO, TPH KOTOpPOo# Habmomaetcsa 50%

TOJTHOTO CHTHAJIA CBA3BIBAHHA. J[I1 TOTO YTOOBI OLICHUTH OTOKUPYOMy o criocoOHOCTs hSIRPa.40A, oborameHubie

CD14+ MOHOIHTSHI BBICCBATH B 90-JIy HOUHbIC KyJIbTYPaIbHbIC INIAHIICTHI C 3aKPYTJICHHBIM JHOM H HHKYOHPOBAIHU B
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TeueHune 45 MuHYT ¢ OnoxupyromuM FcR pearentom (Miltenyi Biotec) n anrurenom hSIRPa.40A (20 mxr/mx u ee
paseeacHus) B ©BbP/1% BCA mpu 4°C. TTocae storo xireTku npoMersamm Tpu paza ®bP/1% BCA u uaKyOupoBamm ¢
10 mMxr/ma meuenoro DyLight 488 pexomOunanTHOTO 6enka hCD47/Fc B Teuenue 45 munyT npu 4°C. ITocne nanHO#H
MPOLICAYPBI MEUCHHS KJICTKH IPOMBIBAIH Ba pasa, pecycneHauposam B @bP/1% BCA, comepxkamem 0,1 MKr/mia
DAPI (BioLegend), u amamisupoBamu ¢ momompro mporouHoi muromerpuu Ha FACSVerse (BD Biosciences).
Pesyaprars! oOpabarsIBaii i aHATH3HPOBAJIM C IIOMOIIBIO porpaMmHoro obecneuenmsa FlowJo sepcun 10 (FlowJo,
LLC). Ha ¢urypax 14 C u D mnpomemonctpuposaHa cmocoOHocTh anTtHTena hSIRPo.40A Ginokuposars
B3anmoneiicteue hSIRPo/hCD47. 3nauenus 1C50 mna OGmoxuposanust hCD47 paccuuThiBaam MO 3THM JAHHBIM.

3HaucHut IC50 mpeacTaBroT co00i KOHICHTPAIUIO, TIPH KOTOPOil HAOIFOAACTCS MOJOBHHA HHTHOHUPOBAHHUA.
[00489] ITpumvep 14. @yrkauonaapHocTh MAT hSIRPo.40A B aHaNm3e (paroumTo3a rpaHy IOHTAMH YCITOBCKA.

[00490] Jns Toro uroOsr moareepauth (PyHKOHOHATHHOCTh hSIRP0.40A B MEpPBHYHBIX HMMYHHBIX KICTKAX,
rpa"yonuTsl (Hampumep, 3(@dexTopHbIC KICTKH) BhIAeLH U3 KpoBH ¢ 3JITA 310pOBBIX JOHOPOB HCIOBEKA.
Crauana xpoBb ¢ D/ITA oT Ka)K10T0 OHOpa 0OBeIMHATH U HeHTpH(pyTHpoBamy npu 300 g B TeueHHEe 6 MHHYT IIPH
20°C. 3ateM yaamam miasMy OyTeM acTHPAldH W OCTABINHCCA KICTKH KPOBH OCTOPOJKHO PCCYCTICHIHPOBAIIH.
Kmetkn oOpabaremamu musupyrommM spurponutel (RBC) 6ydepom (155 MM NH4Cl, 10 MM KHCO3) wu
HHKyOupoBamm B TeueHue 10 MHUHYT Ha IpAy. 3aTeM KICTKH HEHTpH(yruposamu npu 300 g B TCUCHHE 7 MHHYT.
CymnepHartanTsl, coxepxanme JsupoBanable RBC, ymamim myTeM acimpaid W OCTAaBINHECS KICTKH KPOBH
OCTOPO’KHO pecycneHauposany B mu3upyromeM RBC 6y(epe u aepsxanu Ha pay B TeucHAC 1 MuHYTHL JInsuc RBC
OCTaHABJIWBAIH IyTeM J00aBicHUA anamutaaeckoli cpeasl (IMDM (Gibeo), mononreHHo# 10% (peTampHOM OBIHCH
ceiBopoTKo# (Gibco) u nernumaOM/cTpenTromunuHoM (Gibeo)). Knerku xposu nenTpudpyruposamu npu 300 g B
TCYEHHE 6 MHHYT M CYNCPHATAHTHI YAJSUIM IyTEM acIMpaliy, YToObl yJAIUTh KaK MOKHO OOJIBIIEC OCTaBIIHXCS
RBC. 3ateM KIeTKH KPOBH C JIM3HPOBAHHBIMH JPUTPOLMTAMH PECYCIICHAMPOBATH B AHATHUTHYCCKOH cpere,
conepxkameit 10 ur/mut IFNy, u xinetku uakyOuposanu B TeueHue 1 waca npu 37°C, 5% CO, u Bnaxuoctu 95%. He
MPUKPEIHBINNECS KJICTKH KPOBH, COACPKAINUC TIPAHYJIOLMTBI YEIOBCKA, COOHMpATH IyTEM JETKOH IPOMBIBKH
KyJbTYPATbHOTO IUIAHIIETa AHATHTHYCCKOH cCpenoil (MOHOLWMTHL yrasumd OJarojaps HX HPHKPEIUICHHIO K
MIACTHKOBOH MOBEPXHOCTH). [IPOLEHT TpaHyJIOLMTOB, MPHCYTCTBYIOIMX B CYCINCH3HH KJICTOK, ONPEICIBLIH C
moMOIIEI0 TpoTouHo# muromerpun Ha FACSCanto 1T (BD Biosciences) Ha OCHOBAHHH BHICOKHX 3HAYCHHU MPAMOTO
paccesuus (FSC) u 6oxoBoro paccesaus (SSC). CeassiBarue hSIRPo.40A ¢ rpaHyIOMHTAMHE YCITOBCKA OLCHHBATH
myTeM HHKyOammu kieTok B TeucHue 30 MunyT mpu 4°C ¢ anrurenom hSIRPo.40A (25 Mxr/mi u e¢ pa3BeaCHHA) B
®BP/1% BCA, comepxkamem 10% ayronoruunoii cersopotku (D©BP/1% BCA/10% ceBOpoTKH). 3aTeM KICTKH
npomeiBau TpH paza ®BP/1% BCA/10% ceBopoTku u wHKyOHpoBanu B TeucHHE 30 MuHyT npu 4°C ¢ MEUYECHBIM
FITC nerektupyrommm antuTenoM ko3bl npotus Ig memmu (BD Biosciences). ITocie qanHO# mponexyps! MCUCHUS
KJICTKH NMPOMBIBAH [(Ba pa3a, pecycneHauposainu B DEP/1% BCA/10% chIBOPOTKH ¥ aHATH3HPOBAIH C IIOMOIIBIO
mpotounoii muromerpun Ha FACSCanto I (BD Biosciences). Pesympratsl 00pabaTeiBai W aHAA3HPOBAIH C
TMOMOIIEI0 mporpamMmMHOTo odecnieucHus FlowJo sepcun 10 (FlowJo, LLC). Ha ¢purype 15A u B crieayromei Tadmmme
19 moxazano, uro hSIRPa.40A cBsa3piBacTCA C TEPBHYHBIMH TPAHYJOLMTAMH dueioBeka. 3JHaueHums EC50

MPSACTABIAIOT COOOH KOHIICHTPAIMEO, TPH KOTOPOH HadmomacTea 50% MOTHOTO CHTHAJA CBA3BIBAHMA.

[00491]  Ta6smua 19.

Honop 1
AHTHTETO EC50 (#M)
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hSIRPa.40A | 1,227
hSIRPa.50A |4.,298

[00492] 3arem kinetku-mumeHn Ramos (ECACC 85030802) metumu (piyopecueHTHBIM KPAaCHTEICM I OLCHKH
npoypepauu kieTok ¢Fluor450 (eBioscience). MeueHune NpOBOIWIH, CIACAYS HHCTPYKLHSM IPOHU3BOIHUTCIIA.
MeueHble KISTKH-MHUIICHH COBMECTHO KYJIbTHBHPOBAIH B TeucHHUE 2 - 3 yacos npu 37°C, 5% CO; u Braxkuoctu 95%
C BBICJICHHBIMH TICPBHYHBIMA TPAHYJIOLMTAMH YeI0OBEKA B COOTHOEHHH 1:1 (7,5%10 keToK KaXkno# MULICHH H
3((pexTOpa HA IYHKY 96-TyHOUHOTO KYJIbTYPAJIBHOTO IIAHIICTA C 3aKPYTJICHHBIM JHOM) B PUCYTCTBHH 0,1 MKT/MI
purykcumaba (amturena mpotus hCD20). Kpome TOro, KJISTKH COBMECTHO KyiabTuBHpoBamd c 0,1 MKr/miu
purykcumaba B nmpucytcteud 10 mir/mim hSIRPa.40A. ©aronuro3 aHATH3HPOBAIN MyTEM ONPEACICHHS MPOLCHTA
TPaHyJIOIHUTOB, MOJOXHTCIBHBIX MO cFluor450, mpumenss mportounyro mmtomerpmio Ha FACSCanto II (BD
Biosciences). Pesynprarsl 00pabaTeiBaai W aHATH3HPOBATH C MOMOINBIO MporpamMmHOro odecmeucHus Flowlo

Bepcun 10 (FlowJo, LLC).

[00493] ITo cpaBreHmo ¢ m3oTmmuueckuM KoHTposeM IgGl mbmmm, hSIRPo.40A s¢dexkrnBHO mOBBIIACT

(paronuTO3 OIMYXOJEBHIX KICTOK, BEI3BAHHBIN puTYKCHMadoM ((urypa 15B).
[00494] IMprmep 15. OyuxmmonamsHOCTs MAT hSIRP0.40A B aHanmse (parounTo3a Makpo(paraMu UYeIoBCKA.

[00495] Broxuposanne CD47 anrurerom hSIRPo.40A mopsimaer (aroruros onmyXoJIeBbIX KICTOK JHM((OMBI
YyeIoBeKa MakpodaraMu dYeioBeKa. Makpodaru UEIOBEKAa TMONydYamH NyTeM cHadana oOoramenms CD14+
MOHOIMTAMH OYHIICHHBIX (PUKOJUIOM MOHOHYKICAPHBIX KICTOK mepupepmucckoii kposu uenoseka (MKIIK),
TMPUMEHAA KOKTCHIb A1 oOorameHus MoHonuTaMu demoseka RosetteSep (Stemcell). MoHouuTs! BeIceBaTH B 96-
JIyHOYHbIC MHUKpoIUiaHmeTsl ¢ mwiockuMm gHOM CellCarrier (Perkin Elmer) m kynpTHBHpOBATH B Cpedc UIA
makpoparos (IMDM  (Gibco), gomommeHHOH 8,5%  (erampHOii  Obrucit  cemBopotkoit  (Gibco) wm
neHUIMUTHHOM/CTpenToMuIiHOM (Gibco)), coaepskarmeii 50 Hr/mMi1 KOTOHHECTHMY JIMPYIOIETO (PaKTOpa MOHOLUTOB
yenoseka (M-CSF), B Teuenue 7 aueii npu 37°C, 5% CO; u Braxuoct 95%, uT00H!I BHI3BATh JH(D(ECPSHIMPOBKY B
Makpodaru. JJaHHBIC TOTyYCHHBIC U3 MOHOIIMTOB Makpo(aru (MDM) NpHKPEIISIOTCS K CyOCTpaTy, O3BOJISISI CMBITh
apyrue kietku. Knetku mM@omsr yenoseka Raji moacuuThIBAIN W MECTHIIH KPACHTEJIEM /1L OLCHKH MPoTH(epanun
kierok ¢Fluord50 (eBioscience), crmemys HHCTPYKIHAM IMPOH3BOAMTCIA. 1l0CiIC MCUCHHA KICTKH JTHM(POMBI
cMemmBay ¢ aHamTIaeckoi cpemoi (RPMI (Gibeo), momomaeHHO# 10% (peTampHO Obrcii chrBopoTKOi (Gibco)
neHunuITHHOM/cTpentomunuHOM (Gibco)), comepsxamei 100 mkr/mn antutena mpotus hSIRPo w paseeacuHms
VKa3aHHOW KOHIICHTPALWH, COOTBETCTBYIOINCE AHTUTEIO H3O0TUIHYECCKOTO KOHTPOII W 1 MKI/MI puTykcmMaba
(arturena mpotus hCD20). Knetku mumpoMbl 3aTeM T00aBIAIH B OTACTBHBIC JAYHKH, coacpxkamue MDM, npu
COOTHOIICHHH OMNYyXOJIEBBIX KJIECTOK W (paroumToB 2.,5:1, cvenmBsamm m wHKyOmposamu mpu 37°C, 5% CO; u
BIXHOCTH 95% B TeueHne 2 yacos. [locne wHKyOanuw syHKH mpoMeisaian @BP, uTo0s! y1ammTh OOJBIIYIO HaCTh
HE(paroIMTHPOBAHHBIX OITYXOJEBBIX KJICTOK, ¥ KICTKH (ukcuposamu B 2% (opmanpacruac B TeucHue 10 MuH npu
KT. Jlysku 3atem npombiBaau u Beiacpskusamn B ®BP/3% BCA B temuote mpu 4°C B TeueHne Houn. Kierkn
TAM((OMBL, MPUCYTCTBYIONINEC B JIYHKAX, OKPAIIMBATH KOHBIOTHPOBAHHBIM C OMOTHHOM KioHOM HIB19 anTHTena
mpotue CD19 uenoseka (eBioscience) B TeueHne 1 Haca mpu KOMHATHOH TEMIICparype, a 3aTeM JOOKPAINHBAIIH
KOHBIOTHpOBaHHBIM C Alexa Fluor 488 crpenrrauausoMm (Thermo Fisher Scientific) B Teuenune 1 yaca nmpu koMHaTHOH
Temmeparype. 3arem okpammsamn aapa DRAQS5 (Thermo Fisher Scientific) B Teuenne 10 MEHHYT IpH KOMHATHOH

TeMIepaType, cMech yramum H gobasmsun OBP B kaxkayro JyHKy. KieTkn aHanmu3upoBadM C IOMOINBIO

-142-



aBTOMATU3UPOBAaHHOTO (hryopecueHTHOre Mmkpockoma Operetta (Perkin Elmer). Pesymerarsr oOpabateiBamu u

AQHAIU3UPOBAH C TOMOIIBIO MporpaMMHOTO obectieucHuA Columbus Bepcun 2.6.

[00496] Ha ¢urype 16 moxa3zano, uro hSIRPa.40 A moBRIIacT ONOCPEA0BAHHYIO PHTYKCHMA00M (ParoIurapHy o
AKTUBHOCTH. [IPOBOIMIM KOJMYCCTBCHHBIN aHATW3 (ParoumTo3a KICTOK JUM(OMBI UCIOBCKA, HCMOIB3YS HHICKC
(paronuro3a, ONMUCAHHBIN Janee: (KOTHMUCCTBO OIyXOJICBBIX KICTOK BHYTPH MaKpo(haros/KoIM4eCTBO Makpodaros) *

100; moacumThIBas Mo MeHbICH Mepe 200 Makpogaros Ha oOpasel,
[00497] ITpumep 16. PazpaGoTka ryMaHU3HPOBAHHOTO aHTHTENA U npuBuBka CDR.

[00498] Antureno meimm hSIRPo.40A ryMaHH3HPOBATH, MPHUMCHST MCTOAUKY npuBHBKH CDR (CM., Hanpumep,
mateHt CIIIA Ne 5225539 m Williams, D.G. u ap., 2010, Antibody Engineering, Tom 1, rmasa 21). Crauama
HACHTH(HIHPOBAIIH 3aPOIBILICBBIC IOCACA0BaTeIbHOCTH YeaoBeka, mpumersl IgBLAST (Ye J. u ap., Nucleic Acids
Res. 41:W34-40 (2013). [Adma uenoseueckoit 3apoxprmesoii mocieaoparembHOCTH VH hSIRPo.40A  Obin
uneHTu(uuuposan  V-reH IGHV1-46*01 (wmeHTH4HOCTH 62,2%) ™ AOd YEIOBCUCCKOH  3apOIBILCBOI
mocacaosatenbHOCTH VL O macHTu(uuupoaH IGKV1-39*01 (uoentwunocts 68,4%). JlaHHBIC 1BC
3apOIBIIIEBhIC MOCIIEA0BATEILHOCTH HCTIOJIB30BAH B KAUECTBE MATPHIBI U MPUBUBKH MocneaoBareabHocTet CDR
MBIIIIH, B PE3yIbTATE YETO MONyYHIH creayromme ase kocTpykuuu k/JHK: SEQ ID NO: 87 (VH) u SEQ ID NO: 99
(VL).

[00499] 3arem co3manmm 6a3y JAaHHBIX, COACPIKAIIYIO BCC YCTOBCUCCKIC MTOCICIOBATCIBHOCTH, JOCTYITHBIC B 043¢
mauabix IMGT (Lefranc, M.-P. u ap., Nucleic Acid Res. 27:209-212 (1999)), B koTopoii ObLII0 HACHTH(DUIIMPOBAHO
85848 oTmenpHBIX moOcheaoBaTeiIbHOCTEH. JlaHHBIC mOcieaoBarenbHOCTH 3ampamusamu B TBLASTN (2.2.31+),
yToOBl HACHTH()UIIUPOBATH MIAOJIOHHBIC MOCICIOBATCIHHOCTH, KOTOPBIC ICMOHCTPHUPYIOT HAHOOJBIIYIO
HACHTHYHOCTh Kapkacam mnociemosarenpHocTeli VH m VL hSIRPa40A. Beuto HACHTH(QUIMPOBAHO HCTHIPES
nocIe10BaTeIbHOCTH VH 1 YeThIpe mociaea0BareIbHOCTH VL, KOTOpBIC MPOACMOHCTPUPOBATIH IOKA3ATENb OO0
80% wtn BBIIIE H Y KOTOPBIX ObLTH cXoxHble AmiHbl CDR, npeamoututenbHo HaeHTH4HbIC TakoBbIM B CDR1, CDR2,

CDR3 VH u CDR1, CDR2 u CDR3 VL hSIRPq.40, COOTBETCTBECHHO.

[00500] Jlns TsDKeTI0i e KapKaChl, KOAUPYEMbIC OCIEI0BATSILHOCTMHE IO HOMepamu Aoctyna B GenBank
(Benson, D.A. u ap., Nucleic Acids Res. 41(D1):D36-42 (2013)) L39130, DJ031925, DJ326840 u EF177968,
BBIOMpaJI B KauecTBe Marpul Ay nmpusuBku nocineaosatenbHocTeii CDR VH hSIRPo.40A, B pesyibrare uero
monyyama ciaeayromue kouctpykmmn kJHK: SEQ ID NO: 77, 79, 81 u 83, cooTBeTCTBCHHO. [ JIeTKOH memn
KAapKachl, KOJHPYCMBIC TMOCICIOBATCIBHOCTAMHE TOA HoMepamu moctyma B GenBank AY731031, DQ840993,
AY942002 u DQ535171, BoiOupanu B Ka4eCTBE MaTPHIl U HpsAMOil mpuBHBKH mocnenosatenbHocTeit CDR VL
hSIRPa.40A, B pesympTate yero moyuamm cieayromue koHcTpykmmu kJJHK: SEQ ID NO: 89, 91, 93 u 95. Kpome
TOTO, OBIIAa CO3aHa 0a3a JAHHBIX, CONCPKAMIASA BCE TYMAHN3HPOBAHHbIC MIOCICIOBATCIFHOCTH AHTHTEIT, JOCTY ITHBIC
B OOMCIOCTYIHOM JOMCHE, B KOTOpoil Obuo wmacHTu(pummporano 300 mocieaoBaTCIBHOCTCH. JlaHHEIC
MOCTACAOBATCIbHOCTH  3ampammBamuw B BLASTP  (2.2.314), uro0nl WACHTHQHUIHPOBATH MIAOIOHHEIC
TIOCIIEI0BATEILHOCTH, KOTOPBIC AEMOHCTPHPYIOT HAHOOJIBIIYIO HACHTHYIHOCTH KapKacaM ImocieaoBaTeabHocTei VH
u VL hSIRPo.40A. Jlnmg Tsokenoif memm Kapkac reMry3ymada BHIOpaiTHm B KA4yeCTBE MATPHIBI UL IIPHBHBKH
nocrnenosarenpHocTelt CDR VH hSIRPa.40A, B pesyabraTe Hero MOMydIHIH CICAYIOMmyo KoHCTpykumio k/JHK -
SEQ ID NO: 85. [lga nerkod Ienmd Kapkac anammsymada BHIOpaTH B KAYeCTBE MATPHIBI JJI1 IPHBHBKH
nocnenosareabHocTeit CDR VL hSIRPa.40A, B pesynpraTe yero noayduiy cieayronryro koHeTpy ko kIHK - SEQ
ID NO: 97.
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[00501] Onpenencausa kapkaca u CDR cootsercTByroT ommcansiM y Kabat u ap. («Sequences of Proteins of

Immunological Interesty», Kabat, E., u xp., JlenapramMeHT 31paBoOXpaHCHHA U COIManbHbBIX ciyk0 CIIIA, (1983)).

[00502] Jta Toro 4ToOBI HCCIICAOBATH BIUAHHC TYMAHH3HPOBAHHBIX KAPKACHBIX OCTATKOB Ha CTPYKTYpy Fv,
coszam romosiormyHyro Moaeab Fv hSIRPo.40A mbimm, npumvenss 'Antibody Modeling Cascade' (mapameTpsl mo
yMoiaHui0) B coctase Discovery Studio 4.5. T'omonoruunyio mozens crpouwau Ha ocHoee PDB ID 3UMT naa
aerxoii uenw, PDB ID 1EHL s tsoxenoit neru u PDB ID 3BGF ama Fv. Iocnenosarensroct CDR npususamu in
silico, YTOOBI HCCIIEOBATH OCTATKH, KOTOPBIC PACHIONOMKEHBI 6JH3K0 K o6oMy n3 CDR H KOTOpBIE MOTYT BIMATH HA
KOH()OpMALUIO TIET/IH, HA3BIBACMbIC OCTaTkaMu BepHbepa. M aeHTH(pUIIMpoBaIN OCTATKH, KOTOPBIC MOTYT BIHATH HA
KOH()OPMAIMIO NETIH M KOTOPHIE HAXOAATCA B mpenenax < SA or mosepxmoctn CDR, W 3aMeHHWIH HX Ha
AMHHOKHCJIOTY MBIIIH B JAHHOM ITOJIOKCHUH. B MOyYEeHHBIX B Pe3yIbTaTe 3TOTO MATPHUIIAX MPOBEPSLIH MPHUCY TCTBHUE
MOTHBOB NOCTTPaHCIAUHOHHBIX Moaupukarmii (ITTM), npumensia Discovery Studio 4.5, u rae 310 BO3MOXKHO (T.C.
He ocratku CDR, He ocratku Beprsepa) zamensanm ux, uto0sl npexorsparuts IITM. CDR2 VH cozxepskan cailt

TIIHKO3HJIMPOBAHHUA, KOTOpLIfI YAQII IMyTEM MyTAllUA aCmaparuHa Ha CCPUH.

[00503] IMocnenoBarenmpHocTt CDR  mpuBuBamM HA KOKAYIQ W3 HACHTH(HIMPOBAHHBIX  MATPHIL,
skcnpeccuposaHHbIX B BHAC [gG2 (SEQ ID NO: 68), xanmma (SEQ ID NO: 64) arTHTe1a, KIOHHPOBAHHOTO B BEKTOP
pcDNA3.1(+) (Thermo Fisher Scientific) a1 BpeMECHHOH TpaHC(PCKUHMH KICTOK SMOPHOHATBHOHN IOYKH HCIIOBCKA
FreeStyle 293-F (HEK293T/17, ATCC CRL-11268).

[00504] ITpumep 17. CuHTE3, SKCIPECCHS B OYHUCTKA XHMEPHBIX H TYMAHU3HPOBAHHBIX KOHCTPYKIIHH.

[00505] [Ina3mMuael, KOAWPYIOIIUE TYMAHU3HPOBAHHBIC KOHCTPYKLMH TSKEIBIX LENEH U JETKHX LECNEH,
cMemmBany B cooTHomeHun 1:1 (Bcero 30 MKT) M BPEMEHHO SKCHPECCHUPOBATH IyTEM TPAHC(EKIMH HMH KICTOK
FreeStyle 293-F, nmpumenss peareHT st TpaHcpexuun 293fectin (Invitrogen), cieayst HHCTPY KIMAM IPOU3BO TUTEIIA.
CynepHarauTsl (30 Mir) cobupanu yepes 7 xHel, puiabTposain depes GUisTp ¢ auamMerpoM mop 0,22 MKM H OUHINATH
aHTHTENA, MPUMEHST cMOJTy ¢ Oemkom A MabSelect Sure, caenys uncTpykimsm npoussogutesst (GE Healthcare).
Bydep 3amernsum Ha 6ydpep 10 MM ructuaun, 100 MM NaCl, pH 5.5, npumeHs1 KOJIOHKH 11 BhICamuBaHus Zeba
(Thermo Fisher Scientific). KOHIGHTpaLiO OUYHIIEHHBIX AHTHTEN ompeneim Ha ocHosaHuu OIl Ha 280 HM
(Nanodrop ND-1000). YpoBeHb 3HAOTOKCHHA ompeaemsim ¢ momompro JIAJI-Tecta, cremyst HWHCTPYKUHSIM

npoussoutesa (Lonza).
[00506] [Tpumep 18. Ces3piBanne TyMaHU3HPOBAaHHBIX aHTHTEN SIRPOL.

[00507] CBa3pIBaHWE HCXOJHOTO W TYMAHH3UPOBAaHHBIX aHTHTEN mpoTtuB hSIRPo omeHWBamm ¢ mOMOMIIBIO
MPOTOYHOI MUTOMCTPHH, MPUMCEH:A cTadmwibHy 0 THAI0 Kietok CHO-K 1. hSIRPaV1. Knetkn CHO-K1.hSIRPaV1
BBICCBAN B 96-TTyHOUHBIC KYJIBTYPAIbHBIC IDIAHIICTHI C 3aKPYIJICHHBIM JTHOM H HHKYOHpoBamm B TeucHUE 40 MHHY T
C YKa3aHHBIMH BapHaHTaMmu rymaHm3uposanHoro anturena hSIRPo.40A (20 mMxr/ma u ee pazsencHus) B DEP/1%
BCA mpu 4°C. 3arem xietku npomsisamu Tpu paza @EP/1% BCA u nakyOnposamu B TeucHue 40 munyT mipu 4°C
mbo ¢ mcucHbM Alexa Fluor 647 meTektHpyrommM aHTHTECIOM KO3bI mpotue IgG memm (Invitrogen), mmbo ¢
meueHbIM Alexa Fluor 647 merexTupyromuM anTutenoM ocnia npotus 1gG uenoseka (Jackson Immuno Research) B
©®EP/1% BCA. Tlocne qaHHOW mpOICAYPHI MCUCHHS KICTKH MPOMBIBATH IBA pas3a, pecycrneHauposamn B ®BP/1%
BCA, conmepxamem 0,1 mxr/mn DAPI (BioLegend), u aHaim3upoBa M ¢ MOMOIIBIO HMPOTOYHOH IUTOMETPHH HA
FACSVerse (BD Biosciences). Pesyaprarsl oOpabaTeiBaTd W AHAIW3HPOBAIH C IIOMOINBE) IPOTPAMMHOTO

obecneucHusa FlowJo sepcun 10 (FlowJo, LLC). 3naucuus EC50 - koHUeHTpanuro, mpu kKoTopoii Habmomaercs 50%
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MIOJTHOTO CHT'HAJA CBA3BIBAHMA - paccuuThiBamy, npuMeHsss GraphPad Prism 6 (GraphPad Software, Inc) (¢purypa 17

u Tabmma 20).

[00508]  TaGumua 20.

hSIRPoV1
AHTHTEIO ECS50 (uaM)
hSIRPa.40A 0,022

hSIRPo.40H1L1 H/0

hSIRPa.40H1L2 H/0

hSIRPa.40H1L3 H/0

hSIRPa.40H1L4 H/0

hSIRPa.40H1L5 H/O

hSIRPa.40H1L6 H/O

hSIRPa.40H2L1 0,264
hSIRPa.40H2L2 0,298
hSIRPa.40H2L3 0,300
hSIRPa.40H2L4 0,315
hSIRPa.40H2L5 0,284
hSIRPa.40H2L6 0,251
hSIRPa.40H3L1 1,644
hSIRPa.40H3L2 1,404
hSIRPa.40H3L3 1,501
hSIRPa.40H3L4 0,693
hSIRPa.40H3L5 2,302
hSIRPo.40H3L6 0,833
hSIRPo.40H4L1 3,308
hSIRPa.40H4L.2 3,360
hSIRPa.40H4L3 3,072
hSIRPa.40H4L4 3,471
hSIRPa.40H4L5 4,828
hSIRPa.40H4L6 3,028
hSIRPa.40HSL1 2,011
hSIRPa.40H5L2 1,919
hSIRPa.40HS5L3 2,268
hSIRPa.40H5L4 0,869
hSIRPa.40HS5LS 2,954
hSIRPa.40H5L6 2,197
hSIRPa.40H6L 1 2,349
hSIRPa.40H6L2 3,002
hSIRPa.40H6L3 3,014
hSIRPa.40H6L4 1,279
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hSIRPa.40H6LS 3,785
hSIRPa.40H6L6 2,677

H/0 - He 0OHApYI*CeHO

[00509] ITpumep 19. Brokuposanue ceasemanus hCD47 ¢ hSIRPo rymMaHM3HPOBAHHBIMH AQHTHUTCIAMH
hSIRPo.40A.
[00510] Bioxuposarne hCD47 oneHwBamM C TOMOMIBI0 MPOTOYHOH IMMTOMETPHH Ui TNOJHOH TMAHEITH

rymaHu3upoBaHHbIX aHTtuTea hSIRPo.40A. [ima stoii memm muamro MoHOImTOB U-937 (ATCC CRL-1593.2)
ucmosb3oBanu B kadectse umctounnka hSIRPo B mamHoMm aHammze. Kmerxu U-937 BreiceBamu B 96-TyHOUHBIC
KYJIBTY paJIbHbIC IUIAHIICTHI C 3aKPYIJICHHBIM JTHOM W WHKYOHpOBaIH B TeucHHE 45 MuHYT Cc Onoxupyrommm FcR
pearcarom (Miltenyi Biotec) W ¢ HCXOZHBIMH AHTHTCIOM WM BAPHAHTAMH TYMAHH3WPOBAHHOTO AHTHUTCIA
hSIRPa.40A (20 mxr/ma u ee paseeacHust) B ©BP/1% BCA mpu 4°C. 3arem xaeTku npomsiBain TpH paza OBP/1%
BCA n naxyOunposamu ¢ 10 mxr/ma meuenoro DyLight 488 pexombunanTHOTO 6emka hCD47/Fc B Teuenne 30 MUHYT
mpu 4°C. Tlocrme maHHOH MPONCAYPHI MCUCHHUA KJICTKH MPOMBIBATH ABA pPa3a, pecycneHauposamn B ®BP/1% BCA,
conmepxkammem 0,1 mxr/mm DAPI (BioLegend), w aHamu3upoBami ¢ MOMOIIBIO MPoTowHOH muTomeTpun Ha FACSVerse
(BD Biosciences). Pe3yaprarsr 06padaTeiBaid W AaHATH3HPOBAIH ¢ IOMOIIBIO MporpaMMHOTo odectieucHusa FlowJo

sepcun 10 (FlowJo, LLC) u Harocnmm Ha rpadmk, npuvensst GraphPad Prism 6 (GraphPad Software, Inc).

[00511] Ha ¢urype 18 u B cieayromeii Tabumie 21 mpencTaBieHo, YTo cBa3biBaHHE pekoMOuHAaHTHOTO hCD47,
ruOpuau3oBaHHoro ¢ gomeHoM Fc IgGl uenoBeka, OTCICKUBAIM B IPHCYTCTBHH BO3PACTAIOLIMX KOJIMICCTB
BapuaHToB rymaHusuposaHHoro asTtutena hSIRPo.40A. T'ymanusmposanaoe hSIRPo.40A  Onoxuposaio
p3aumoaeiicteue hSIRPa/hCD47, 4To BBIBIIIH, IPHMCHSISA CIIOCOO HA OCHOBE IPOTOYHON LIUTOMETPHH, OTTUCAHHBIH
pbime. 3HaucHuA IC50 q 6noxuposanus hCD47 paccuutsBaiu no 3tuM AaHHBIM. 3HadeHHA [C50 nmpeacTasismoT

c000if KOHIICHTPAIHIO, IPU KOTOPOH HAOMIOIACTCA MOJOBHHA HHIHOUPOBAHUA.

[00512]  TaG6mma2l.

U-937
AHTHUTEIO IC50 (uM)
hSIRPo.40A 1,122

hSIRPa.40H1L1 H/0
hSIRPa.40H1L2 H/0
hSIRPa.40H1L3 H/O
hSIRPa.40H1L4 H/O
hSIRPa.40H1LS H/0
hSIRPa.40H1L6 H/O
hSIRPa.40H2L1 0,638
hSIRPa.40H2L2 0,773
hSIRPa.40H2L3 0,685
hSIRPa.40H2L4 0,718
hSIRPa.40H2L5 0,745
hSIRPa.40H2L6 0,901
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hSIRPa.40H3L1 0,980%*
hSIRPa.40H3L2 H/0
hSIRPa.40H3L3 2,625%
hSIRPa.40H3L4 1,784*
hSIRPa.40H3L5 2,435%
hSIRPo.40H3L6 97,762%*
hSIRPo.40H4L1 10,002*
hSIRPo.40H4L2 7,579%
hSIRPa.40H4L3 75,422%
hSIRPa.40H4L4 3,153*
hSIRPa.40H4L5 5,171%
hSIRPa.40H4L6 3,512%
hSIRPa.40HS5L1 34,977*
hSIRPa.40H5L2 H/O
hSIRPa.40HS5L3 H/O
hSIRPa.40H5L4 10,772%*
hSIRPa.40H5LS H/O
hSIRPa.40H5L6 0,247%*
hSIRPa.40H6L 1 2,391%*
hSIRPa.40H6L2 20,427%*
hSIRPa.40H6L3 9,208*
hSIRPa.40H6L4 3,797*
hSIRPa.40H6LS 20,421%*
hSIRPo.40H6L6 9,750*

nauenus, ommedeHHvie *, OblIU IKCMPANOIUPOBAHBL, H/O - He OOHAPYIICEHO

[00513] ITpumep 20. CeszpiBaromuii tomMeH hSIRPo.40A.

[00514] Jma toro uroOsl ompeaeauth 00macth cBs3piBaHHA hSIRPo.40A Obuio pa3paboTaHO HECKOIBKO
myrtantoB oomeHa SIRPB1 Ha ocHoBe mnocmemosarempHOcTel amuHOKHCIOT SIRPB1 m SIRPy uemoseka. B
3aBHCAMOCTH OT YKiaaaku SIRPo/B1/y BHCKICTOUHYO 001aCTh MOYKHO MOAPA3ACTHTD HA TPH OTACTBHBIX TOMCHA: [g-
moI00HBIH (MMMYHOTTIOOY IMH-TIOA00HNT) moMeH V-tuma (IgV), Ig-momoOmsiii momen Cl-tmma (IgCl) uw Ig-
moao0usbri qoMeH C2-tmma (IgC2). JomeH IgV Taxke H3BECTCH KAK CBA3BIBAFOINHN JTHTAHA N-KOHICBOH JTOMCH
SIRPa u SIRPy (xotopsrii cesas3eBactcsa ¢ CD47). Myrauter SIRPB1/y uenoseka Obumi pa3paboTaHbI HA OCHOBC
motHOpa3MepHoit mocaeaosareabHOCTH hSIRPR1 (SEQ ID NO: 38), 1 kaKapIii OTACTBHBIH [g-m0100HbIH JOMCH OBLT
3aMCHCH Ha 3KBHBANCHTHBI moMcH w3 SIRPy uenmoseka (SEQ ID NO: 40). KJHK, xoaupyromue yKa3aHHBIC
rkoHcTpykumn: hSIRP-VyC1BC2B (SEQ ID NO: 110), hSIRP-VBC1yC2p (SEQ ID NO: 112) u hSIRP-VBC1BC2y
(SEQ ID NO: 114), - cuaresuposamm (GeneArt) u cyoxionnposamm B BekTop pCl-neo. Ceaseisarne hSIRPa.40A ¢
MyTaHtaMu oOmeHa wmccnemosanu, npuMeHsas CELISA. Jna asroff memum xietkn CHO-K1  BpemeHHO
TpaHcuimposamm, npumersa mumnodexkramus 2000, sexropamu pCl-neo, xomupyromumu hSIRPaV1, hSIRPaV2,
hSIRPB1, hSIRP-VyC1BC2B, hSIRP-VBClyC2B u hSIRP-VBCIBC2y, coorBercTBeHHO. TpaHC(UIHpPOBAHHBIC
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Kietku Kynprusuposamy npu 37°C, 5% CO; u sraxuoctu 95% B cpexe (DMEM-F12 (Gibco) ¢ 5% crBopoTkoit
HOBOPOKICHHBIX TeAT (BioWest) u nerumaoM/cTpenrroMunuaoM (Gibco)) 10 ZOCTIKESHUA KOH(DIFO3HTHOCTH.
3aTeM KJICTKH TPUICHHH3HPOBATH M BBICEBATH B 96-ITyHOUYHBIC KYJIbTYPAJbHBIC IUIAHIICTH C IUIOCKHM THOM H
kysisTHBHpOoBaH IpH 37°C, 5% CO; 1 BrakHocTH 95% B KyJIBTYpaJbHOH cpeAe A0 NOCTIKCHUS KOH(IFO3HTHOCTH.
3areM KyJIbTYPaIbHYIO CpeAy YA U KICTKH HHKyOupoBanu B TeucHue 1 waca mpu 37°C, 5% CO» U BIaXHOCTH
95% c anTuTenom hSIRPa.40A, anTutenom hSIRPao.50A u xnonoM SE5AS anrutena npotus hSIRPa. 3atem KieTku
npombiBaan OBP-T u uakyOuposamu B Teuenue 1 yaca mpu 37°C, 5% CO; u BraxHOCTH 95% C KOHBIOTaTOM
antuTena xo3sl npotus IgG mpmmm ¢ HRP (Southern Biotech). Tocne storo kiaerku npomsisany Tpu pa3a ©BP-T u
BH3YATH3HPOBAIH HMMYHOPECAKIHOHHYEO CIOCOOHOCTH aHTuTeAa mpoTis hSIRPa ¢ moMompro cTabuIn3HpOBAHHOTO
xpomoreHa TMB (Invitrogen). Peakuun ocranasmusamu nodasnerueM 0,5 M H,SO4 w cunThIBaIH MOTJIOIMECHAE HA

450 1 610 HM.

[00515] [TpoacMOHCTPUPOBATH HAJMHYNC CBA3BIBAHHA AHTHTCNA COTJIACHO HACTOANICMY H300PCTCHHIO C
myTtarToM hSIRP-VYCI1BC2B, uto ceuaeremscTByeT 0 CBa3bBannu hSIRPa.40A ¢ nomenom IgV hSIRPa u hSIRPy
(¢urypa 19 u Tadmuma 22). 3raucHus EC50 mpeactaBnsaroT co0o0ii KOHIICHTPALHIO, IPH KOTOPOH Hadmromactea 50%
TMOJTHOTO CWTHAJA CBA3BHIBAHHA (CPCHHCC 3HAYCHHC W CTAHTAPTHOC OTKIOHCHHWC PACCUHTHIBATH TO 3HAYCHUSAM,

TIOJTYUCHHBIM B ABYX HC3ABHCHMBIX SKCHepI/IMCHTaX).

[00516]  Ta6mua 22.

AHTHTEI0
AHTHTEJIO IPOTHB
hSIRPo.40A | hSIRPa.50A hSIRPa
(x10ou SESAS)
EC50 (1M) 0,133 0,968 0,350
hSIRPaV1
CO 0,065 0,432 0,136
EC50 (aM) 0,101 0,821 0,224
hSIRPaV2
CO 0,051 0,183 0,076
EC50 (1M) H/0 H/O 0,249
hSIRPB1
(60) H/0 H/O 0,091
EC50 (aM) 0,123 2,524 0,287
hSIRP-VyC1BC2pB
(60) 0,040 0,609 0,026
EC50 (1M) H/0 H/O 0,309
hSIRP-VBC1yC2pB
(60) H/0 H/O 0,140
EC50 (1M) H/0 H/O 0,231
hSIRP-VBC1BC2y
Cco H/O H/O 0,079
H/O - He 0OHapYIICeHO
[00517] JUtt TOTO YTOOBI TOYHO ONIPEACITATS AMUHOKHCIOTHI, YHACTBY OIS BO B3anMoaeticteun hSIRPo.40A ¢

JomeHoM IgV, monyummm Heckompko TouewHbBIX MyTaHTOoB hSIRPaV1 Ha ocHOBaHWH pazmm4uii B OTACIBHBIX
amuHOKHCIoTax Mexay hSIRPaV1/V2 u hSIRPB1. Ha cieayromem BIpaBHUBAHUH IOCIICIOBATEIBHOCTEH IIOKA3aHO

pbIpapHuBaHue goMeHa [gV hSIRPo u hSIRPRI.
BrIpaBHHBaHHE MOCICAOBATENBHOCTEH foOMeHa IgV.
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P74

hSIRPaV1 EEELQVIQPDKSVLVAAGETATLRCTATSLIPVGPIQWFRGAG|PJGRELIYNQKEGHFPRV
hSIRPaV2 EEELQVIQPDKSVSVAAGESAILHCTVTSLIPVGPIQWFRGAG [PJARELTYNQKEGHFPRV
hSIRPB1  EELQVIQPEKSVSVAAGESATLRCINYTSLIPVGPIYWFRGAGIYGRELTYNQKEGHFPRV

hSIRPaV1 TTVSDLTKRNNMDEFSIRIGNITPADAGTYYCVKFRKGSPDDVEFKSG
hSIRPaV2 TTVSESTKRENMDEFSISISNITPADAGTYYCVKFRKGSPD-TEFKSG
hSIRPB1 TTVSELTKRNN!DFSISISNITPADAGTYYCVKFRKGSPDDVEFKSG

[00518] AwvmHOKHCTOTH B toMmeHE [gV hSIRPao, kotopeic m3meHeHsI B hSIRPB1, MyTHpoBam, nmpuMeHIs HabOP
I cadiT-HanpasieHHOro MytarcHesa QuikChange II (Stratagene) W TOTHOPA3MCPHYE) IOCIICIOBATCIBHOCTD
hSIRPaV1 (SEQ ID NO: 33) B kauectee goropa k/JIHK. Cempisanme hSIRPo.40A ¢ TOUCUHBIMH MyTaHTAMH
hSIRPaV1 mnccnenosamm, mpumensst CELISA. s sro#t memu knetkn CHO-K1 BpemeHHO TpaHC(UIupoBany,
npumersasa munodekramuH 2000, x/JHK, xoaupyromeii moaHopazMepHyO OTKPBITYEO paMKy cuntbiBaHusS hSIRPoV1
u ero mytantoB u hSIRPB1, cybxmonnposannyie B Bektop pCl-neo. TpaHcuimpoBaHHBIC KJICTKH BBICEBATH B
KyJIsTypaneHyto cpeay (DMEM-F12 (Gibco), nomomHeHHY10 5% CHIBOPOTKOHW HOBOPOXKICHHBIX TeaT (BioWest) u
neHuImUTHEOM/CTpenToMuImHOM  (Gibco)), B 96-nyHOUYHBIE KyJbTYpaJbHBIC IUIAHINCTHI C IUIOCKHM [JHOM H
uaKyOuposam npu 37°C, 5% CO, u BnaskHOCTH 95% B TeucHHe 24 4acoB. 3aTeM KyIbTYPATbHYIO CPSAY VAN H
KJICTKH HHKyOuposam B TeucHue 1 yaca mpu 37°C, 5% CO» u BraskHocTH 95% C OUHIICHHBIMU AHTUTCIIAMH IPOTUB
hSIRPa (ucmoms3yeMbIMu PH KOHICHTparuu 10 MKT/MI U ee pa3BeacHUAX). 3areM kieTku npombisaan OBP-T u
uHKyOuposam B TeueHue 1 yaca npu 37°C, 5% CO» u naxkuocTu 95% ¢ antutenom xo3sl npotus IgG Mpmmm-HRP
(Southern Biotech). 3arem ximerku mnpombiBatd Tpu pa3a ®BP-T u BH3yaIM3HpOBAaIH HMMYHOPCAKIHOHHYIO
cnocoorocts npotuB hSIRPaV1, myrantoB hSIRPaV1 u hSIRPB1 ¢ momMompio CTaOHIN3HPOBAHHOTO XPOMOIEHA
TMB (Invitrogen). Peakiuu octanaBmueamu godasacuueM 0,5 M HySO4 u cuntsiBai noryiomeHue Ha 450 u 610 HM.
3unaueHust EC50 - koHUEHTpanuro, npu KoTopoii HabmoaacTes 50% MOTHOTO CHTHAJA CBA3BIBAHUS - PACCUHTHIBAIIH,
npumersas GraphPad Prism 6 (GraphPad Software, Inc) (cpeanee 3HaueHHE W CTAHZAPTHOC OTKIOHCHHC

PACCUUTHIBAIHA ITO 3HAUYCHUAM, MMOTYUCHHBIM B ABYX HC3aBHCHUMBIX SKCHepI/IMeHTaX).

[00519] Ha ¢urype 20 u B cneayromeii Tabmune 23 moKazaHO, 4TO MPOJUH B HonokeHuu 74 (P74) mpencrasser
c000if BaXHYK) AMHHOKHCIOTY Amid cremupuucckoro cwsa3piannsd hSIRPa.40A ¢ hSIRPaV1. Oxcmpeccus
hSIRPaV1(P74A) (SEQ ID NO: 61), B kotopoMm P74 3amcHeH Ha amaHuH, Ha kieTkax CHO-K1 npuBoauT k yTpare
cembanna anTutena hSIRPa40A. JlauHbIi MpOTWMH HE MPUCYTCTBYST B TOCICAOBATCIHHOCTH JOMCHA IgV

hSIRPB1, n MoskeT Urpath pois B MPaBHIbHON KOH(pOpManuy foMeHa IgV.

[00520]  Ta6mua 23.

CesbiBanne Cesi3pIBanne CesizpIBanne
hSIRPaV1, hSIRPp1, hSIRPaV1(P74A),
EC50 (1M) EC50 (1M) EC50 (1M)
AHTHTET0 Cpeanee CO Cpennee CO Cpennee Cco
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hSIRPa.40A 0,065 0,006 H/O H/O H/O H/0
hSIRPa.50A 0,534 0,152 H/O H/O H/O H/0

Anrtureno mpotus hSIRPo (xioH
SE5AS) 0,163 0,008 0,156 0,009 0,149 0,013

H/O - He 0OHAPYIHCeHO

[00521] ITpumep 21. @ynxkuuoHambHOCTs XuMepHBIX BapuaHTOB MAT hSIRPa.40A B anammse (arounurosa

Makpo(aramu 4eI0BEKA.

[00522] OyHKIHOHATEHOCTD BapuaOenbHbIX JoMeHOB hSIRP0.40A, mpuBHTEIX HA Pa3IMYHbIC KOHCTAHTHBIC
JomeHs! Fc, omeHuBamM ¢ MOMOLIBIO aHamu3a (ParonuTosa in vitro, NPUMEHAI MakpoQaru 4eloBeKa. YCIOBHUA
SKCIIEPUMEHTA AU aHATH3a (parouuto3a Makpodaramu deaoBeka ObLTH AHAIOTHYHBI TAKOBBIM, OOBSICHCHHBIM BBIIIIC
B mpumvepe 15. Meuensle knetkn juMm@ombl Raji cMemmBany ¢ aHATATHYECKONW Cpenoi, coaepxkameii mudo 10
MKr/min, oo 1 mkr/ma BapuaaTos xuMepHoro anTutena hSIRPo.40A u 1 Mxr/mur purykcnmaba, a 3aTeM 100aBisui
K MDM 1npu COOTHOIICHUH OMYXOJIEBBIX KIETOK K (parommram 2,5:1. Knerkn makyouposamu npu 37°C, 5% CO; u

BJIAKHOCTH 95% B TeueHHE 2 4acoB.

[00523] AHamu3 TPOBOJWIH C TOMOINBI) ABTOMATH3HPOBAHHOTO (DIYOPSCICHTHOTO MUKpockoma Operetta
(Perkin Elmer) u pe3yapTaTsl 00pabaThIBAIH W AHATH3UPOBATH ¢ TOMOIIBO MPOrpaMMHOTo odecmieucHusa Columbus
Bepcun 2.6. ITpoBOMIIN KOTHYECTBEHHBIH aHam3 (Jaronuro3a KJICTOK JUM(OMBI YEIOBEKA, MCHOIb3YSA HHICKC
(baro1mTO3a, OMMUCAHHBIN Aasice: (KOJHICCTBO OMYXOJICBBIX KJICTOK BHYTPH MaKpo(haros/KOJIHICCTBO Makpo(aros) *

100; moacumThBast O MeHbIICH Mepe 200 Makpodaros Ha obpaser.

[00524] Ha ¢urype 21 nokazano, uro xumepHoe antuteno gukoro tuma (JIT) hSIRPa.40A . hlgG4 He nopsimact
ONOCPEIOBAHHBIH PHUTYKCHMaOOM  (paromuro3, TOrza KaKk HMHCPTHbIC BAPUAHTHL XHMEPHOTO AHTHTENA
hSIRPa.40A.hIgG1 (SEQ ID NO: 119), comepkamue myTtamuu N297Q (SEQ ID NO: 126), L234A.L235A (LALA)
(SEQ ID NO: 123) mm L234A.L235A.P329G (LALAPG) (SEQ ID NO: 125), nmoBpIarT ONOCPEIOBAHHYIO
puTYKCHMa0OM (ParonUTapHYI0 AKTHBHOCTH 3aBUCHMBIM OT KOHLCHTpamuH 00pa3oM. AHAJOTHYHBIM 00pa3zoM,
hSIRP.40A.hIgG2 w wHepTHBIH BapuaHT XxmMmepHOro antureiaa hSIRPo.40A.hIgG2, comepskammii MyTaIlHH
V234A.G237A.P238S.H268A.V309L.A330S.P331S (Sigma) (SEQ ID NO: 122), moBHIIACT OMOCPCIOBAHHYIO

PUTYKCHMA0OM (ParOLUTAPHYIO AKTUBHOCTD 3aBHCHMBIM OT KOHIICHTPALUH 00pa3zoM.

[00525] [Mpumep 22. ®yHKUHOHATBHOCTH BapuaHTOB rymanmsuposaHHOro MAT hSIRPo.40A B anamise

(parormTO3a MaKkpo(araMu UCTOBCKA.

[00526] OyHKIHOHAIPHOCT BHIOPAaHHOTO HaOopa BapwaHTOB TyMaHm3mpoBanHOTO aHtutena hSIRPo.40A
OLICHUBAJH C IIOMOIIBIO aHAIM3a (ParouTo3a ixn Vitro, IPUMEHIA MaKpo(aru YeaoBeka. Y CIOBHA SKCICPUMEHTA AT

aHanm3a (parouuTo3a MakpoparaMu YCIOBEKA OBLIH AHATOTUYHBI TAKOBBIM, OOBICHCHHBIM B IPAMEPE 6.

[00527] Ha ¢urype 22 moxazano, uto BapHaHTHI rymaHusuposaHHoro aHtuTena hSIRPo.40A mompmmaror
OTIOCPEIOBAHHYIO PHTYKCHMAa00M (paronuTapHyr0 akTHBHOCTh 3aBHCHMBIM OT KOHIICHTPAIMH 00pa3oM, aHAJIOTHYHO

antutenry KWAR?23, npusuromy Ha Fc higG2.

[00528] [Tpumep 23. OyHKUMOHAIBHOCTh BapHaHTOB xuMepHOro MAT hSIRPo.50A B anamuse (aronurosa

MakpogaraMu 4eJIoBeKa.
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[00529] OyHKIHOHANIPHOCTh BapuadenpHbIX JoMeHOB hSIRPo.50A, mpuBHTHIX HA pa3/IHMYHbIC KOHCTAHTHBIC
JoMeHbI Fc, oneHnBam ¢ MOMOIIBI0 aHamm3a (harouuTosa in vitro, mpuMeHsa Makpogaru yenoseka. Ha gurype 23A
MoKazaHo, uTo xuMepHoe aututeso hSIRPo.50A. hIgG4 He3HAYUTEIBHO MMOBBIIACT OIOCPEIOBAHHBIN PUTY KCHMaOOM
(paronuro3, Torma kak xumepHoe aHtureno hSIRPo.50A hlg(G2 moBbIIIacT ONMOCPEAOBAHHYIO PHTYKCHMAOOM
(paronurapHy!o akTHBHOCTB aHanorm4yHo anTureay hSIRPa.50A mIgGl memm (SEQ ID NO: 120). Ha ¢urype 23B
NPOACMOHCTPHPOBAaHO, 4To XxuMepHoe anTtureno hSIRPa.50A hIgG2 »(d¢exTuBHO moBbImIAET (paronuTos3
OIlyXOJEBBIX KJICTOK, BBI3BAHHBIH PUTYKCHMAOOM, 3aBHCHMBIM OT KOHIICHTpAI[HH 00pa3oM IO CPAaBHCHHIO C
m3oTUnHYeCKUM KoHTpoaeM IgG2 uemoseka. AHanorwuno, hSIRPo.50A.hIgG2 moBemaeT OmoOCpeIOBAHHBIN

Japarymymabom (aronuro3 (autureno npotus hCD38, npumensm npu koHneHTparuy 0,05 mxr/mu) (purypa 23C).

[00530] Kpome Toro, hSIRPa.50A hIgG2 Takke MOBBIIAJO OMOCPCIOBAHHBIA PHTYKCHMAOOM (haromuros B
rpa”yjonurax ucnoseka. Ha ¢urype 23D moxazano, uro xumepHOe aHTHTeno hSIRPa.50A.hIgG2 mopbmmact
(paronMTAapHYI0 AKTHBHOCTH, BBI3BAHHYK) PHTYKCHMAOOM, A0 CXOJHOTO VPOBHA C TAaKOBBIM Yy aHTHTEIA
hSIRP0.50A.mIgGl memmm. AwnamormuseiM 0o0pazoMm, Ha (¢urype 24A moka3zaHO, YTO XHMEPHBIC AHTHTEIA
hSIRP0.50A. hIgG1.N297Q, hSIRPa.50A.hIgG4.N297Q (SEQ ID NO: 127) nmm hSIRPo.50A . hIlgGG2 mossmmaror
OTIOCPEIOBAHHYI0 PHTYKCHMA0OM (haromurapHyr0 akTHBHOCTh KieTkamMu MDM uenoBeka 10 CXOTHOTO YPOBHS C
takoBbiM y aHrutena hSIRPo.50A mlIgGl mbmmum (putykcnMa® TPHMCHSIH NPH KOHICHTpAamuH | MKI/Mi).
Amnanormunble HaOMOACHUS ObLTH caenanbl Ha (urype 24B, rae ¢aronuros3 Ob1 BeI3BaH maparymymadom (0,05
Mkr/mm). Ha ¢urype 25 mokaszaHo, uro xwuMmepHbie antutenaa hSIRPo.50A hIgG1.N297Q u hSIRPa.50A
higG1.L234A L235A.P329G Takke MOBBIMNAIOT OMOCPCAOBAHHYH) PHTYKCHMAOOM (DarONMTApPHYI0 AKTHBHOCTB
kierkamMu MDM yenoBeka 0 CX0XHOTO YPOBHA ¢ TakoBbIM Y aHTHTEIa hSIRPo.50A hIgG2 (putykcumad npuMeHsIm
npu koHUeHTpauu 1 Mxr/mur). XuMmepabie Bapuantel MAT hSIRPo.50A, conepxamue Fc-o6nacts higG1 um higG4

JUKOTO THUIIA, HE MOBBIMIAIH (PATOLUTO3 OIY XOJEBBIX KICTOK.
[00531] ITpumep 24. Cpasuenue antuten KWAR23, knona 18D35, hSIRPo.50A u hSIRPo.40A.

[00532] HemocpencTBeHHOE CpPaBHEHHE CHEUH(DMYHOCTH MOHOKJIOHAIBHBIX aHTHTen npotuB hSIRPa:
KWAR23, xiona 18D5 (SEQ ID NO: 128; SEQ ID NO: 129) u3 W02017/178653, hSIRPa.50A u hSIRPa.40A, - B
otHowmcHuH cBs3bBaHuA ¢ hSIRPaV1, hSIRPaV1(P74A), hSIRPaV2 u hSIRPB1 ouncxusamu ¢ momompro CELISA.
PeakumonHyr0 cnocoOHOCTs moareeprkaamm, mpuMerst kietku CHO-K1 (ATCC CCL-61), 3KcnpecCHpYOIIUE
k/IHK, xoaupyomyto moJHopa3sMepHY 0 OTKPHITYEO pamky cuntbiBanust hSIRPaV1, hSIRPaV1(P74A), hSIRPaV2 u
hSIRP1, cyoxmonupoBanuyro B BekTop PCI-nco (Promega, Manucon, Buckoncun). Knerku CHO-K1.hSIRPaV1,
CHO-K1.hSIRPaV1(P74A), CHO-K1.hSIRPaV2 u CHO-K1.hSIRPf1 BeIceBamH B Ky IbTypanpHyto cpeay (DMEM-
F12 (Gibco), nomoxaeHHY 0 5% CBIBOPOTKOH HOBOPOXKACHHBIX TeJAT (Bio West) ¥ meHUIMILTHHOM/CTPENITOMHIITHOM
(Gibco)), B 96-nyHOUHBIC KyJIBTYPANBHBIC IUIAHIICTH C MIOCKHM JHOM W wHKyOmpomamw mpu 37°C, 5% CO; u
BIXHOCTH 95% B TeueHne 24 yacos. 3aTteM KyJbTYPAJIbHYIO CPEAY YAALSUIN H KJICTKH HHKYOHPOBAIH B TeUCHHE 1
yaca npu 37°C, 5% COs u BnaksOCTH 95% C ounmmenHpiMH anTHTenamu mpotus hSIRPa (ncmoms3yembivu nipu
KOHIEHTpanuu 10 MKI/MI U e¢ pa3BecHIAX). 3aTeM KieTkn npombsam OBP-T u nakyOnposanm B TeueHue 1 yaca
mpu 37°C, 5% CO» u Bnaxkaoct 95% ¢ arTutenom ko3l mpotus [gG Memmu-HRP (Southern Biotech). 3atem knetku
npoMeiBal Tpu paza OBP-T u BU3yanu3upoBatH HMMYyHOPCAKLMOHHYIO crocoOHocTh mportus hSIRPaV1,
hSIRPaV1(P74A), hSIRPaV2 u hSIRPB1 ¢ momompio cradbummsupoaHHOTO XpomoreHa TMb (Invitrogen). Peakim
octanaBmuBamu godapncHueM 0.5 M H;SO4 u cumthiBaim noriomeHue Ha 450 u 610 M. 3uaucHus ECS50 -
KOHLCHTPALHIO, IpH KOoTopoil HaOmomaercs 50% MOJHOTO CHUTHANA CBA3BIBAHUS - PACCUHTHIBAIH, IMPHUMCHSIA
GraphPad Prism 6 (GraphPad Software, Inc).
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[00533] CeazpiBanne ¢ hSIRPy oneHHBaIH C MOMOIIBIO MPOTOYHOH IUTOMETPHH, IPUMCHSIA IHHUIO KJICTOK T-
kierouyHoro jneiiko3a Jurkat E6.1 (ECACC 88042803). Knerku Jurkat BeiceBam B 96-TyHOUHBIC KyJIBTYpPATbHBIC
IUIAHIIETHI C 3aKPYIJICHHBIM JTHOM H HHKYyOupoBaaH B TeucHue 40 MuHyT ¢ aHTHTeIaMu poTuB hSIRPa (20 Mkr/ma
u ece pazsencHusa) B DbP/1% BCA mpu 4°C. 3arem xnetku npomsisanu Tpu pasa ®bP/1% BCA u unkyOupoBaiu B
teueHne 40 munyT mpu 4°C ¢ mMeueHsM Alexa Fluor 647 aeTeKTHPYIOIIUM aHTHTEIOM KO3bI MpoTuB 1gG MpImmu
(Invitrogen) 8 ®B5P/1% BCA. ITocae maHHOi mPOIIe Y phl MCUCHHS KJICTKH MPOMBIBAIIH BA Pa3a, PECYCINCHAUPOBAIIH
B ®BP/1% BCA, comepxamem 0,1 mxr/ma DAPI (BioLegend), W aHamm3upoBadH C NOMOIIBIO MPOTOYHOM
muromerpun Ha FACSVerse (BD Biosciences). PesynbTatsl 0OpabaTbBadd H AHAIU3HPOBATH C IIOMOINBIO
mporpammuoro obdecneucHus FlowJo sepcuu 10 (FlowJo, LLC). 3naucauna EC50 - KOHICHTPALHMIO, PH KOTOPOM

HaOmomaeTcs 50% mOMHOTO CHrHajma CBS3BIBAHMA - paccumtbiBamm, npumeHss GraphPad Prism 6 (GraphPad

Software, Inc).

[00534]
peaxmro mo meubmei mepe ¢ hSIRPB1 u BapuanTom P74A hSIRPaV1. Anrutrena hSIRPo.50A u hSIRPa.40A

B tabmume 24 mpencrasneno, uro antureno KWAR23 u xmoH 18D5 BCTYymarT B NMEPEeKpECTHYIO

COTJIACHO HACTOAIIEMY H300peTcHHI0 He cBs3piBatoTca HU ¢ hSIRPPL, Hu ¢ Bapmantom P74A hSIRPaV1 mpn
uceneayeMbIx yenosusax. B 3tom otHomenwn anrurena hSIRPo.50A m hSIRPo.40A cormacHo HacTosmeMmy
H300PCTCHUIO CXOTHBIM 00pa3oM OTIHYAKTCA OT KioHA antutena SIRP29 w3 WO02013/056352. Ha ¢ur. 7A u B
WO02017/178653 cpasHuBacTca csa3biBanue K10HA SIRP29 w KWAR23 ¢ SIRPB1 (0603HaueH “sirp-b”, Ne mpoaykra
ABIN3077231 B antibodies-online.com), H MPOJCMOHCTPUPOBAHO, UTO Kaxkapldi w3 kimoHa SIRP29 m KWAR23

001a7acT HAHOMOIAPHOH aQ(PUHHOCTHIO O OTHOIICHHIO Kk SIRPB1.

[00535] Tabma 24.
CesizbiBanne CesbiBanne Cesi3biBanne CespiBanne | CBs3pIBaHuE
hSIRPaV1, hSIRPaV1(P74A), hSIRPaV2, hSIRPf1, hSIRPy,

AHTHTEJI0 EC50 (1M) EC50 (u1M) EC50 (1M) EC50 (1M) EC50 (1M)
hSIRP0.40A 0,114 H/0 0,093 H/0 0,369
hSIRPa.50A 0.773 H/0 0.645 H/0 -
KWAR23 0,070 0,049 0,049 0,033 0,003
18D5 0,134 0,055 H/O 0,055 H/0

H/O - He OOHAPY®CEHO, «-» - He UCCNed08an

[00536] Broxuposarue hCD47 anturenamu KWAR23, xmorom 18D5 u hSIRPo.40A oncHHBAIH C TOMOIIBIO
mpOTOUHOH muToMeTpun. [ maHHOH menw awHuH KIeTok MouommTos THP-1 (ATCC TIB-202) u U-937 (ATCC
CRL-1593.2) ucmomp3oBau B kKauecTse uetounuka hSIRPo B qarHoMm anamuse. Knerku THP-1 u U-937 BriceBanu B
96-TyHOUHBIC KyJIbTYpPAIBHBIC IUIAHOICTHI C 3aKPYIJICHHBIM THOM W WHKYOMpOBAIM B TedyecHHE 45 MHHYT C
omoxupyromum FCR pearerrom (Miltenyi Biotec) w ykazanasiMu arTuteaamu npotus hSIRPo (20 mxr/mm u ee
passencHus) B OBP/1% BCA mpu 4°C. 3arem kietku mpoMbsain Tpu paza ©BP/1% BCA u nakyOuposamm ¢ 10
Mmkr/ma meyeHoro DyLight 488 pexomOunantHoro 6emka hCD47/Fc B Teuenne 30 munyT npu 4°C. Ilocne qanHO#H
MPOLCAYPHI MCUCHHA KJICTKH MPOMBIBATIH IBA pasa, pecycnenauposamm B OBP/1% BCA, coaepskamem 0,1 Mxr/ma
DAPI (BioLegend), u anamu3upoBanu ¢ moMoImpio mpotouHod mmrtomerpuun Ha FACSVerse (BD Biosciences).

Pesybrars! 00pabaTsIBaIi M aHATH3HPOBAIH C MOMOMIBIO MporpaMmHoro obecnieueHus FlowJo Bepcun 10 (FlowJo,
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LLC) w mamocwmm Ha rpaduk, mpumenis GraphPad Prism 6 (GraphPad Software, Inc). Cssa3siBanue
pexomOunanTHOro hCD47, rubpuauzosanHoro c¢ momeHoMm Fc IgGl denoBeka, OTCIC)KHBANIM B IPHCYTCTBHH
Bo3pacTaromux koymdects anTuTea npotus hSIRPa. 3navenusa IC50 nna 6xokuposanus hCD47 paccuutsiBaiu mo
5tuM JaHHbIM. 3HaueHHI IC50 mpeacTaBmssroT co00ii KOHLCHTPAIMIO, NMPU KOTOPOH HAOOZACTCA IOJIOBHHA

HHT'UOHPOBAHMUA.

[00537]

omoxupyrot cBs3eiBaHne thCD47/Fc ¢ obemmu muHWsAMH KiaeTok MouHomutoB THP-1 u U-937, kotopeie

B Tabmune 18 u tabmuue 25 mpencrasieHo, uto aHtutenaa hSIRPa.40A, hSIRPo.50A uw KWAR23

sxcmpeccupyroT awiens hSIRPaV2 u hSIRPaV1, coorBercTBenno. Kion anturena 18D5 OI0KHPYET CBSA3BIBAHHC
rhCD47/Fc ¢ muuueit moronutos U-937, Ho He 6aokupyet csa3bBanue rthCD47/Fc ¢ nuaueit moroumtos THP-1, B
COOTBETCTBHH ¢ HAOoacHUEM, uTO 18D35 He cBs3biBacTes ¢ hSIRPaV2 (tabmmna 24). B 3TOM OTHOIICHHH, AHTHTEIA
hSIRPa.50A u hSIRPo.40A COTrIacHO HACTOAIICMY H300PCTCHHIO CXOTHBIM 00Pa30M OTIHYAKOTCA OT KJIOHA

anatureaa 18D5.

[00538] Tabmmma 25
THP-1 U-937
AHTHTEJTO IC50 (uM) IC50 (uM)
hSIRPa.40A 0,548 1,417
KWAR23 0,132 0,284
18D5 H/0 1,522

H/0 - He 0OHapyX*CceHo

[00539] ITpumep 25. Kapruposanue rpanuus! p3aumopacicTeus mexay hSIRPo—hSIRPo.40A u hSIRPo—
hSIRPo.50A.
[00540] AwmmunokucioTsl Ha hSIRPa, ¢ kotopsmvmu cesa3biBaroTcest hSIRPa.40A wmu hSIRPo.50A, ycraHoBHIH ©

MOMOMIBIO MMPOLECAYPBI, KOTOPAs BKIIFOUANIA MIEPEKPECTHOE CBA3BIBAHUE ACHTCPHPOBAHHOTO XHMHYICCKOTO BEIIECTBA C
MOCNICAYIOIMNM (DCPMCHTAaTHBHBIM PACIICIUICHHEM W JCTCKTHPOBAHHEM C NPHMCHEHHEM MAacC-CIICKTPOMETPHH.
Crauana aatureno hSIRPo.40A u anturen rhSIRPo-HIS (SinoBiological 11612-HO8H-100, SEQ ID NO: 132) wm
antuteno hSIRPo.50A w anturen thSIRPo-HIS wHkyOmpoBamm, 4TOOBI BBI3BATh CBS3BIBAHHC, W IIPOBEPSUIH
LCJIOCTHOCTh W YPOBCHB arperamum ¢ moMommmpro Macc-cricktpomerpa Ultraflex III MALDI TOF  (Bruker),
obopyaoBaHHOTO MOy eM B3aumoaciicteua HM4 (CovalX). g JaHHBIX KOHTPOJIBHBIX 3KCIICPUMCHTOB TIO.TY YAJTH
cepuro paseeacHui 10 M1 00pasNOB AaHTHTEIA WM AaHTHICHA (pa3seacHue B 1 - 128 pa3, HaumHag ¢ 1 mr/mum). U3
KaKI0T0 00pasna 9 MK IOABCPTaH NCPESKPSCTHOMY CBA3BIBAHUIO, MPUMCHAA Ha00p At aHamm3a K200 MALDI MS,
caeayqa wHCTpykumaM mpowmssoautens (CovalX), m wHkyOmpoamnm B TeucHHe 180 MuHYT, Torma kak 1 Mxa
HCTIOCPCACTBCHHO HCTIONIB30BAIA B Macc-CekTpoMerpuueckoM aHammse (MAJIJIM Gompmmx macc). B macce-
CHEKTPOMETPHYCCKOM aHAJH3E MOKA3aH, YTO Y AHTHTENA W AHTHUICHA OBUIH OXKHAAEMBIC MOJCKYJLIPHBIC MAacChl:
hSIRPa.40A = 151,68 xJa (152,78 xJa ¢ xkpoccmmakepom), hSIRPa.50A = 151,80 x[a (153,17 x/a ¢
kpoccauakepoM) u thSIRPo-HIS = 46,05 x/la (48,67 k/la ¢ kpoccimmakepoM). 11 ompeaeaeHUsT XapaKTEPUCTHK
KOMIIIEKCA AHTHUICH-QHTHUTENO IOJYYadH CMECh C H30BITKOM AQHTUTCHA (COOTHOINCHHWE AHTHICH:AHTHTEIO IS
rthSIRPa-HIS:hSIRPa.40A 10,8 MxkM:8,5 MkM u cooTHomcHUS aHTUreH:aHTUTea0 st rhSIRPa-HIS:hSIRPa.50A
5,4 MxM:2,13 MxM). 9 MxJT 00pa3na CMECH aHTUTCH-AHTHTEJIO TTOABEPTaTH ICPCKPECTHOMY CBSI3BIBAHUIO, IIPHMCHSA

Ha6op A aHammsa K200 MALDI-MS, coriacHO HHCTPYKIHUAM MPOU3BOIUTEIA, TOTAA Kak 1 MK HEMOCPEACTBCHHO
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HCTOJB30BaIH B MACC-CICKTPOMETPHICCKOM aHamm3e. OOHapyxeHHBIC Macchl anTutena u anturcHa (hSIRPo40A:
151,18 x/la, thSIRPo-HIS: 45,93 x[Ja, hSIRPa.50A: 151,69 x/la, thSIRPo-HIS: 46,18 x/la) cOOTBETCTBOBAIH
OTIPEACICHHBIM PAHEE MOJICKY JLIPHBIM MaccaM. KOMIUIEKCHI aHTHICH-aHTHTENO, IIOCIIEC NIEPEKPECTHOTO CBI3BIBAHM,
JICTCKTUPOBAIHN B BHJAC BYX HECKOBAJICHTHBIX KOMIUICKCOB CO CTeXHOMETpudeCKuMH coctasamu 1:1 (195,24 x/la) u
2:1 (240,48 xJla) mma thSIRPo-HIS:hSIRPa.40A u B BHIEC OAHOTO HEKOBAJCHTHOTO KOMILIEKCA CO
crexuomeTpuueckum coctasoM 1:1 (198,24 x/{a) ans rhSIRPo-HIS:hSIRPo. 50A. AHTHTEI0 W AHTHTCH CBA3BIBAJIHCH

HCKOBAJICHTHO, HCKOBAJICHTHBIC arperaThl HJIN Hecneumbnqecme MYJIbTHMCPBI HC OBLTH 06Hapy>1<eH1>1.

[00541] 3arem npoomwan uacHTH(pUKAMIO thSIRPa-HIS MeToa0oM 0TIeHaTkoB menTHIHBIX Macc. OOpa3ubl
noasepramy npoteosm3y ASP-N, TpUNCHHOM, XHMOTPHIICHHOM, 31acTa3oil u tepmoamsnHoM (Roche Diagnostic),
cleaysl MHCTPYKUHSAM TNPOW3BOAMTEN, a 3areM aHammsupoamu ¢ momompro MC/MC Ha nLC-LTQ Orbitrap,
mpumeHaa cuctemy Ultimate 3000 (Dionex) B couctanuu ¢ macc-cnekrpomerpoM LTQ Orbitrap XL (Thermo
Scientific). Takasg cxema TPOTCONW3a HPHUBOAWIA K MOKPHITHIO 98% MOCICAOBATCIIFHOCTH OOHAPYKCHHBIMH

NCOTHAAMH.

[00542] Jmt Toro uTOOBI OMPCACTHTH B3AMMOACHCTBYIOIINC aMHUHOKHCIOTH antuTena hSIRPo40A w
hSIRP0o.50A Ha antmrene rhSIRPo-HIS ¢ BeicokmM paspemieHmeM, KOMIDIEKC AHTHICH-AHTHTENO (OTHOIICHHCE
rthSIRPo-HIS:hSIRPa.40A cocrasmsamo 10,8 MxM:8,5 MM, otHomenue thSIRPo-HIS:hSIRPa.50A coctapmsmo 5.4
MKM:2,13 MxM) mHKYOHpOBaH C AeiiteprupoBaHHBIMA Kpoccmakepamu d0/d12 (sabop K200 MALDI) B TeucHue
180 MuHYT ®W moaBEepraim MyJIbTH(ESPMEHTAaTHBHOMY pacmiciuicHuio (epmeHTamMun  ASP-N, TpHICHHOM,
XHMOTPHIICHHOM, 3J1aCTa30H H TepMOJIu3HHOM. [lociie o0orameHus NepeKpeCcTHO-CB3aHHBIME NETITHAAMHE 00pa3IbI
AQHAIA3HPOBAA C MOMOMIBI0 MACC-CIICKTPOMETPHUH ¢ BhICOKHM pazpermeHueM (nLC-Orbitrap MS) u mony4ycHHBIC
pe3yapTathl aHam3uposay, nmpuMeHaa XQuest (Jin Lee, Mol. Biosyst. 4:816-823 (2008)) u Stavrox (Gétze u gp., J.
Am. Soc. Mass Spectrom. 23:76-87 (2012)). Amunoxuciaorsr hSIRPo.40A u hSIRPo.50A, B3anMoaeHCTBYIOIIHE C
rhSIRPo-HIS, xaptuposamn Ha SIRPaV1 uenmoseka (SEQ ID NO: 34). IlepekpecTHO-CBA3aHHBIC OCTATKH
hSIRPo.40A m300paskeHBI KUPHBIM WPU(PTOM B mpsAMOyroiabHuKaxX u octatku hSIRPo.50A H300paskeHbI KUPHBIM

mpu(pTOM H HOJUCPKHYThL:

MEPAGPAPGRLGPLLCLLLAASCAWSGVAGEEELQVIQPDKSVLVAAGETATLRCTATSLIPVGPIQWFRG

AGPGRELIYNQKEGHFPRVTTVSDLTKRNNMDFSIRIGNITPADAGTYYCVKFRKGSPDDVEHK|SGAGTEL
SVRAKPPSAPVVSGPAARATPQHTVSFTCESHGFSPRDITLK WFKNGNELSDFQTNVDPVGESVSY SIHSTAK
VVLTREDVHSQVICEVAHVTLQGDPLRGTANLSETIRVPPTLEVTQQPVRAENQVNVTCQVRKFYPQRLQL
TWLENGNVSRTETASTVTENKDGTYNWMSWLLVNVSAHRDDVKLTCQVEHDGQPAVSK SHDLK VSAHP

KEQGSNTAAENTGSNERNIYIVVGVVCTLLVALLMAALYLVRIRQKKAQGSTSSTRLHEPEKNAREITQDT

NDITY ADLNLPKGKKPAPQAAEPNNHTEY ASIQTSPQPASEDTLTY ADLDMVHLNRTPKQPAPKPEPSFSEY
ASVQVPRK

[00543] Paccrostane mexny C-ambpa aromamu ocrarka P74 w 0OHAapy»KEHHBIX NEPEKPECTHO-CBSI3AHHBIX
ocratkoB m3Mepsi B Discovery Studio, mcmoss3ysa kpuctamumdeckyi crpykrypy SIRPa (PDB ID 4CMM).
[epexpecTHO-CBA3aHABIC OCTAaTKH, 00Hapy keHHBIC A1 hSIRPo. 50A, Haxoaarcs B mpeaenax paccTosHua Mexay C-
amp(pa aromamu, cocrasromero ot 14,0 mo 21,4 anrcTpeM, oT ocraTka P74; mepeKpecTHO-CBA3aHHBIC OCTATKH,
obHapyxeHHbIe 11 hSIRP0.40A, HaxoasaTes B nipeaenax paccTosHua Mexay C-anb(a aTomaMu, COCTAaBILIFOLIETO OT
16,2 mo 33,5 anrctpem, ot octarka P74. Pacctosuua mexay C-anb(pa aToMamMu OMAJAI0T B O’KUIACMBIH HAMA30H

TIOIATH TOBEPXHOCTH SMATON-Naparon, paproit 700 A? (Rowley u ap., Biotech. Ann. Rev. 10:151-188 (2004)).
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O6Hapy>KeHHI>IC OCTATKHA U IJIOINAAb MOBEPXHOCTH ABHO OTIHYAIOTCA OT TAKOBBIX I CBA3BIBAKOIICTO 3MHUTOIIA

arrurena npotus hSIRPa - KWAR23 (Ring u ap., Proc. Natl Acad. Sci. USA 114:E10578-E10585 (2017)).

[00544] ITpumep 26. CpasHeHue ceasbBanusa anrurend mpotus hSIRPa ¢ hSIRPoV1, hSIRPaV1(P74A) u
hSIRPBI.

[00545] Cneun(puyHOCTh CBS3BIBAHHS MOHOKIOHATBHBIX aHTHTen mpotuB hSIRPo (Hampumep, BKIOUAs
antutena npotus hSIRPa, u3sectHsie B manHo# obmactn: KWAR23 (marent CILIA CA2939293 Al), 18D5 (mateHT
WO2017/178653 A2) u pazmuuHble AOCTyIHBIC A npuoOperenmsa anturena nporus hSIRPo) ¢ hSIRPoVI,
hSIRPaV1(P74A) u hSIRPB1 oucuHuBamu ¢ momompio CELISA. PcakiuoHHYI0 CHOCOOHOCTH MOATBEPIKIAITH,
mpumeHiaa kietkn CHO-K1 (ATCC CCL-61), skcmpeccupyrommue kJIHK, komupyromyr mTOJTHOPa3MCPHYEO
otkpeITyio pamky cuntbiBaHHs hSIRPaV1, hSIRPaV1(P74A) u hSIRPB1, cyoxmornposanuyro B Bekrop pCl-neo
(Promega, Mamucon, Buckouncun). Knerku CHO-K1.hSIRPaV1, CHO-K1.hSIRPaV1(P74A) u CHO-K1.hSIRPB1
BBICCBAM B KyJIbTypaibHyH0 cpexy (DMEM-F12 (Gibco), nononaeHHYI0 5% CHIBOPOTKOHW HOBOPOKICHHBIX TEJIT
(BioWest) n merummmmnaOM/cTpenitoMunuHOM (Gibco)), B 96-TyHOUHBIC KYIBTYPATBHBIC IIAHIICTHI C IUIOCKHM
qHOM U wHKyOmposamm mpu 37°C, 5% CO;, u Bmaxkaoctd 95% B TeucHue 24 4acoB. 3aTeM KYJIBTYPATbHYIO CPCIY
VoA W KIeTKH WHKyOmposamu B TeucHme 1 waca mpu 37°C, 5% CO, um BmaxksoctH 95% ¢ OUHMINCHHBIMHA
antutenamu npotus hSIRPo (ucmonms3yembIMu NpH KOHOCHTparmy 10 MKI/MII B ee pa3BelCHHAX). 3aTEM KICTKH
npomerBau OBP-T u nakyOnposamm B Teuenne 1 waca npu 37°C, 5% CO; u BnaskHOCTH 95% MO0 C aHTHTENIOM
ko361 mpoTtHB 1gG Mpmu-HRP (Southern Biotech), mubo ¢ arTutenom ko3sr npotus 1gG uenoseka-HRP (Jackson
Immuno Research), mi6o ¢ amturemom ko3sl mpotuB IgG kpommka-HRP (Southern Biotech). 3atem kimetkm
npoMeiBau Tpu pa3a OBP-T m mmMmyHopeakunoHHyio crnocoOHocTh mpotus hSIRPoV1, hSIRPaV1(P74A) u
hSIRPB1 Bu3yamm3upoBaim C TNOMOLIBIO CTa0mWm3upoBaHHoro xpomorcHa TMB (Invitrogen). Peakumu
octanaBmBamu AodaencaueM 0,5 M H>SO4 u cumthiBaim norjiomeHue Ha 450 u 610 um. 3HaucHus ECS50 -
KOHLCHTPALHMIO, IpH KOoTopoil HaOmomaercs 50% MOJHOTO CUTHAMA CBA3BIBAHUS - PACCUHTHIBAIH, IPHMCHSIA

GraphPad Prism 6 (GraphPad Software, Inc)

[00546] B rtabmume 26 mpeacrasmeno, uto KWAR23, xmon 18D5 w Bce mocTymHbie A MPHOOPCTCHHA
MOHOKJIOHambHbIC aHTHTeNna mpotuB hSIRPao ciocoOHbI cBsas3biBaThes ¢ BapuantoM P74A hSIRPaV1, torma xak
antutena hSIRPa.40A u hSIRP0o.50A cormacHo HacTOSIEMY H300PETCHHIO HE CBS3BIBAKOTCS C BapHaHTOM P74A

hSIRPaV1 npu BcciieTOBaHHBIX YCIOBHSX.

[00547]  Ta6mua 26.

Ces3eiBanme hSIRPaV1, Cosmmarie CrszsiBanme hSIRPB1,
hSIRPaV1(P74A),

AHTHTETIO EC50 (HM) EC50 (aM) EC50 (aM)
hSIRPa.40A 0,053 H/0 H/0

hSIRPa.50A 0,307 H/0 H/0

KWAR23 0,135 077 0,065

18D5 0,128 073 0,064

Antureno mporms  hSIRPol

(xon SE5AS) 0,156 ,207 0,105
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Antureno  mporums  hSIRPol

(xsion 7B3) 0,122 ,141 0,115
Antureno mpotus  hSIRPol

(xron 1C6) 0,329 ,440 > 2,817
Antureno mpotus  hSIRPol

(x10H 27) H/O H/0 H/O
Anrureno  mpotruB  hSIRPq

(xoH SE7C2) > 7,010 6,139 H/0
Anrureno  mporus  hSIRPol

(xon P3C4) 0,179 ,197 0,160
Antureno  mporums  hSIRPol

(xtoH 2A4A5) H/0 H/0 > 6,456
Antrureno  mporms  hSIRPol

(k10H 15-414) H/0 H/O H/O
Anrureno  mporms  hSIRPol

(xa0H 1H1) H/0 H/0 H/O
Antureno  mporms  hSIRPol

(x10H C-7) H/0 H/0 H/O
Antureno mporms  hSIRPol

(xoH 03) > 8,247 8,992 > 6,092
Antureno mpotus  hSIRPol

(x10H SE10) H/0 H/0 H/O
Antureno mpotus  hSIRPo

(xton 602411) 0,047 0,076 0,051
Anrureno  mpotrus  hSIRPq

(x10H EPR16264) > 1,166 1,999 H/0
Antureno  mporus  hSIRPol

(xior D613M) > 6,413 121,509 H/0
Antureno mporus  hSIRPol

(xoton 001) > 0,868 1,192 H/O
Antureno  mporms  hSIRPol

(xron REA144) > 3,661 4,793 > 3,075

H/O - He OOHAPYIHCEHO

[00548] ITpumep 27. TlocnenoBaTeIbHOCTH, YIIOMHHAEMBIC B HACTOSAIIEM OTMCAHUH.

Omnmcanne IS\I]i)Q b TOCIEJOBATEJIBHOCTD

CDR1 Ttoxenoii nem | 1

50A

NYYIH
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(mocneqoBaTEIbHOCTD

AMHHOKHCIIOT)

CDR2 Ttmxemo#t menu WIYPGNVNTKYNEKFKA
50A

(mocnenoBaTEILHOCTD

AMHHOKHCIIOT)

CDR3  Tsmkenodt uenm PTIHATDFDV
50A

(Tmocea0BaTCIBHOCTD

AMUHOKHCJIOT)

CDR1 nerkoii memu 50A KASQGVGTAVG
(TmoceqoBaTEIBHOCTD

AMUHOKHCIIOT)

CDR2 nerkoit e 50A WASTRHT
(TmoceqoBaTEIBHOCTD

AMUHOKHCIIOT)

CDR3 nerxoif memm S0A QQYSTYPFT

(TmoceqoBaTEIbHOCTD

AMHHOKHCIIOT)

BapuaGenpHast obOnacts
TSKETOU LENH
TYMaHU3HPOBAHHOTO
AHTHUTEIA 50
(xoHCEHCYCHasA

TOCJICI0BATCIILHOCTD)

EVOQLX 1 X5SGX3EX4VKPGASVXsXsSCKASGFTFTNYYIHWVR
QX7PXsQGLEWXoGWIYPGNVNTKYNEKFKAX0X1:1X12X15TA
DKSTSTX14YMXsLSSLX16SX17DX1sAVY Y CARPTIIATDFDVW
GQGTX1yVTVSS

Tac:
Xi=Q,V
X,=Q,E
X;=A, S
X;=V,L
Xs=K. M
Xs=V,1
X;=A,R
Xs=G,E
Xo=1L M
X1 =R K
Xn=V.A
Xp=T.1
Xi3=LM
Xu=AV
X15=D.E, Q
Xis=R, T
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X17 :E, D
X1g = T, M
X19 = T, L

BapuabenpHast o6nacts

X1X2X:X4TQSPSX;LSASVGDRVTITCKASQGVGTAVGWY QX

JIETKOH Lenu KPGKX/PKLLIYWASTRHTGVPDRFSGSGSGTXsFTLXoIX10X11
TYMAaHU3HPOBAHHOTO LQPEDX1,AX13YYCQQYSTYPFTFGGGTKX4EIK
aHTHUTENIA 50
(KOHCEHCYCHaA i
TOCIICAOBATCILHOCTD) Xi=D,E
X,=1L
X3=V,Q
Xs=L,M
Xs=F,S
Xe=Q,K
X7=A,8,V
Xs=E,D
Xo=T, A
Xw0=S,N
Xu=S,N,G
Xu=F,1LV
Xi3=A,D, T
Xu=L,V
VH1 hSIRPa.50A | 9 GAAGTGCAGCTGCAGCAGTCTGGCGCCGAGGTCGTGAAAC
(TIoc1IeI0BaTEILHOCTD CTGGCGCCTCTGTGAAGGTGTCCTGCAAGGCCTCCGGCTT
HYKJICOTHIOB) CACCTTCACCAACTACTACATCCACTGGGTGCGACAGGCC
CCAGGCCAGGGACTGGAATGGATCGGCTGGATCTACCCCG
GCAACGTGAACACCAAGTACAACGAGAAGTTCAAGGCCC
GCGTGACCATCACCGCCGACAAGTCTACCTCCACCGCCTA
CATGGACCTGTCCTCCCTGAGATCCGAGGACACCGCCGTG
TACTACTGCGCCAGACCCACCATCATTGCCACCGACTTCG
ACGTGTGGGGCCAGGGCACAACCGTGACCGTGTCCTCT
VH1 hSIRPa.50A | 10 EVQLQQSGAEVVKPGASVKVSCKASGFTFTNYYIHWVRQAP
(TocenoBaTeIbHOCTD GQGLEWIGWIYPGNVNTKYNEKFKARVTITADKSTSTAYMD
AMHHOKHCIIOT) LSSLRSEDTAVYYCARPTHATDFDVWGQGTTVTVSS
VH2 hSIRPa.50A | 11 GAAGTGCAGCTGGTGGAATCCGGCTCCGAGCTCGTGAAGC
(TocenoBaTeILHOCTH CTGGCGCCTCCGTGAAGGTGTCCTGCAAGGCCTCTGGCTT
HYKJICOTH/IOB) CACCTTCACCAACTACTACATCCACTGGGTGCGACAGGCC

CCAGGCCAGGGACTGGAATGGATGGGCTGGATCTACCCCG
GCAACGTGAACACCAAGTACAACGAGAAGTTCAAGGCCA
AGGCCACCATCACCGCCGACAAGTCCACCTCCACCGCCTA
CATGGAACTGTCCTCCCTGCGGAGCGAGGACACCGCCGTG
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TACTACTGTGCCCGGCCTACCATCATTGCCACCGACTTCGA
TGTGTGGGGCCAGGGCACACTCGTGACCGTGTCCTCT

VH2 hSIRPo.50A
(mocneaoBaTEILHOCTD

AMHHOKHCIIOT)

12

EVQLVESGSELVKPGASVKVSCKASGFTFTNYYIHWVRQAP
GQGLEWMGWIYPGNVNTKYNEKFKAKATITADKSTSTAYM
ELSSLRSEDTAVYYCARPTIIATDFDVWGQGTLVTVSS

VH3 hSIRPo.50A
(TocIe0BaTCIBHOCTD

HYKJICOTH/IOB)

13

GAAGTGCAGCTGGTGCAGTCTGGCGCCGAGGTCGTGAAAC
CTGGCGCCTCCGTGATGATCTCCTGCAAGGCCTCCGGCTTC
ACCTTCACCAACTACTACATCCACTGGGTGCGACAGCGGC
CAGGCCAGGGACTGGAATGGATCGGCTGGATCTACCCCGG
CAACGTGAACACCAAGTACAACGAGAAGTTCAAGGCCCG
CGTGATCATGACCGCCGACAAGTCCACCTCCACCGTGTAC
ATGCAGCTGTCCTCCCTGACCTCCGAGGACACCGCCGTGT
ACTACTGCGCCAGACCCACCATCATTGCCACCGACTTCGA
CGTGTGGGGCCAGGGCACACTCGTGACCGTGTCCTCT

VH3 hSIRPo.50A
(TmoceqoBaTEIbHOCTD

AMUHOKHCIIOT)

14

EVQLVQSGAEVVKPGASVMISCKASGFTFTNYYIHWVRQRP
GQGLEWIGWIYPGNVNTKYNEKFKARVIMTADKSTSTVYM
QLSSLTSEDTAVYYCARPTIIATDFDVWGQGTLVTVSS

VH4 hSIRPo.50A
(mocnenoBaTEIbHOCTD

HYKJICOTHIOB)

15

GAAGTGCAGCTGCAGCAGTCTGGCGCCGAGCTCGTGAAAC
CTGGCGCCTCTGTGAAGGTGTCCTGCAAGGCCTCCGGCTT
CACCTTCACCAACTACTACATCCACTGGGTGCGACAGCGG
CCAGGCCAGGGACTGGAATGGATGGGCTGGATCTACCCCG
GCAACGTGAACACCAAGTACAACGAGAAGTTCAAGGCCA
AGGCCACCATCACCGCCGACAAGTCCACCTCCACCGCCTA
CATGGAACTGTCCTCCCTGACCTCCGAGGACACCGCCGTG
TACTACTGCGCCAGACCCACCATCATTGCCACCGACTTCG
ACGTGTGGGGCCAGGGCACAACCGTGACCGTGTCCTCT

VH4 hSIRPa.50A
(Tmocea0BaTeIBHOCTD

AMUHOKHCJIOT)

16

EVQLQQSGAELVKPGASVKVSCKASGFTFTNYYIHWVRQRP
GQGLEWMGWIYPGNVNTKYNEKFKAKATITADKSTSTAYM
ELSSLTSEDTAVYYCARPTIIATDFDVWGQGTTVTVSS

VHS5 hSIRPo.50A
(TmoceqoBaTEIBHOCTD

HYKJICOTHIOB)

17

GAAGTGCAGCTGGTGCAGTCTGGCGCCGAGGTCGTGAAAC
CTGGCGCCTCTGTGAAGGTGTCCTGCAAGGCCTCCGGCTT
CACCTTCACCAACTACTACATCCACTGGGTGCGACAGGCC
CCCGAGCAGGGACTGGAATGGATCGGCTGGATCTACCCCG
GCAACGTGAACACCAAGTACAACGAGAAGTTCAAGGCCC
GCGTGACCATGACCGCCGACAAGTCTACCTCCACCGCCTA
CATGGAACTGTCCTCCCTGCGGAGCGACGACATGGCCGTG
TACTACTGCGCCAGACCCACCATCATTGCCACCGACTTCG
ACGTGTGGGGCCAGGGCACAACCGTGACCGTGTCCTCT

VHS5 hSIRPo.50A
(mocneoBaTEILHOCTD

AMHHOKHCIIOT)

18

EVQLVQSGAEVVKPGASVKVSCKASGFTFTNYYIHWVRQAP
EQGLEWIGWIYPGNVNTKYNEKFKARVTMTADKSTSTAYM
ELSSLRSDDMAVYYCARPTIIATDFDVWGQGTTVTVSS
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VL1 hSIRPo.50A
(mocnenoBaTEIbHOCTD

HYKJICOTHIOB)

19

GACATCGTGCTGACCCAGTCCCCCAGCTTCCTGTCTGCCTC
TGTGGGCGACAGAGTGACCATCACATGCAAGGCCTCTCAG
GGCGTGGGCACCGCTGTGGGATGGTATCAGCAGAAGCCTG
GCAAGGCCCCCAAGCTGCTGATCTACTGGGCCTCTACCAG
ACACACCGGCGTGCCCGACAGATTCTCCGGCTCTGGCTCT
GGCACCGAGTTTACCCTGACCATCTCCAGCCTGCAGCCCG
AGGATTTCGCCGCCTACTACTGCCAGCAGTACTCCACCTA
CCCCTTCACCTTCGGCGGAGGCACCAAGCTGGAAATCAAG

VL1 hSIRPo.50A
(Tmoceq0BaTCIBHOCTD

AMUHOKUCJIOT)

20

DIVLTQSPSFLSASVGDRVTITCKASQGVGTAVGWYQQKPGK
APKLLIYWASTRHTGVPDRFSGSGSGTEFTLTISSLQPEDFAA
YYCQQYSTYPFTFGGGTKLEIK

VL2 hSIRPo.50A
(TmoceqoBaTEILHOCTH

HYKJICOTHIOB)

21

GACATCGTGATGACCCAGTCCCCCTCCAGCCTGTCTGCCTC
TGTGGGCGACAGAGTGACCATCACATGCAAGGCCTCTCAG
GGCGTGGGCACCGCTGTGGGATGGTATCAGCAGAAGCCTG
GCAAGGCCCCCAAGCTGCTGATCTACTGGGCCTCTACCAG
ACACACCGGCGTGCCCGACAGATTCTCCGGCTCTGGCTCT
GGCACCGACTTCACCCTGACCATCTCCAACCTGCAGCCCG
AGGACTTCGCCGACTACTACTGCCAGCAGTACTCCACCTA
CCCCTTCACCTTCGGCGGAGGCACCAAGGTGGAAATCAAG

VL2 hSIRPo.50A
(mocneqoBaTEILHOCTD

AMHHOKHCIIOT)

22

DIVMTQSPSSLSASVGDRVTITCKASQGVGTAVGWYQQKPG
KAPKLLIYWASTRHTGVPDRFSGSGSGTDFTLTISNLQPEDFA
DYYCQQYSTYPFTFGGGTKVEIK

VL3 hSIRPo.50A
(mocnenoBaTEILHOCTD

HYKJICOTHIOB)

23

GAGCTCGTGATGACCCAGTCCCCTTCCAGCCTGTCTGCCTC
CGTGGGCGACAGAGTGACCATCACATGCAAGGCCTCTCAG
GGCGTGGGCACCGCTGTGGGATGGTATCAGCAGAAGCCTG
GCAAGGCCCCCAAGCTGCTGATCTACTGGGCCTCTACCAG
ACACACCGGCGTGCCCGACAGATTCTCCGGCTCTGGCTCT
GGCACCGACTTTACCCTGGCCATCTCCAGCCTGCAGCCCG
AGGATATCGCCGACTACTACTGCCAGCAGTACTCCACCTA
CCCCTTCACCTTCGGCGGAGGCACCAAGGTGGAAATCAAG

VL3 hSIRPo.50A
(TmoceqoBaTEIBHOCTD

AMUHOKUCIIOT)

24

ELVMTQSPSSLSASVGDRVTITCKASQGVGTAVGWYQQKPG
KAPKLLIYWASTRHTGVPDRFSGSGSGTDFTLAISSLQPEDIA
DYYCQQYSTYPFTFGGGTKVEIK

VL4 hSIRPo.50A
(TmoceqoBaTEIBHOCTD

HYKJICOTHIOB)

25

GACATCCAGATGACCCAGTCCCCCTCCAGCCTGTCTGCCTC
TGTGGGCGACAGAGTGACCATCACATGCAAGGCCTCTCAG
GGCGTGGGCACCGCTGTGGGCTGGTATCAGAAAAAGCCCG
GCAAGGTGCCCAAGCTGCTGATCTACTGGGCCTCCACCAG
ACACACCGGCGTGCCCGATAGATTCTCCGGCTCTGGCTCT
GGCACCGACTTCACCCTGACCATCAACGGCCTGCAGCCTG
AGGACGTGGCCACCTACTACTGCCAGCAGTACTCCACCTA
CCCCTTCACCTTCGGCGGAGGCACCAAGCTGGAAATCAAG
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VL4 hSIRPo.50A
(mocnenoBaTEIbHOCTD

AMHHOKHCIIOT)

26

DIQMTQSPSSLSASVGDRVTITCKASQGVGTAVGWYQKKPG
KVPKLLIYWASTRHTGVPDRFSGSGSGTDFTLTINGLQPEDV
ATYYCQQYSTYPFTFGGGTKLEIK

VL5 hSIRPo.50A
(mocnenoBaTEILHOCTD

HYKJICOTHZIOB)

27

GACATCGTGCTGACCCAGTCCCCCAGCTTCCTGTCTGCCTC
TGTGGGCGACAGAGTGACCATCACATGCAAGGCCTCTCAG
GGCGTGGGCACCGCTGTGGGATGGTATCAGCAGAAGCCCG
GCAAGTCCCCCAAGCTGCTGATCTACTGGGCCTCCACCAG
ACACACCGGCGTGCCCGATAGATTCTCCGGCTCTGGCTCT
GGCACCGAGTTCACCCTGACCATCTCCAACCTGCAGCCCG
AGGACTTCGCCGCCTACTACTGCCAGCAGTACTCCACCTA
CCCCTTCACCTTCGGCGGAGGCACCAAGCTGGAAATCAAG

VL5 hSIRPo.50A
(TmoceqoBaTEILHOCTH

AMUHOKHCIIOT)

28

DIVLTQSPSFLSASVGDRVTITCKASQGVGTAVGWYQQKPGK
SPKLLIYWASTRHTGVPDRFSGSGSGTEFTLTISNLQPEDFAA
YYCQQYSTYPFTFGGGTKLEIK

VH wmpmmu hSIRPo.50A
(TmoceqoBaTEIbHOCTD

HYKJICOTHIOB)

29

CAGGTCCAGCTGCAGCAGTCTGGACCTGAACTGGTGAAGC
CTGGGGCTTCAGTTAGGATATCCTGCAAGGCTTCTGGCTTC
ACCTTCACAAACTACTATATACACTGGGTGAAGCAGAGGC
CTGGACAGGGACTTGAGTGGATTGGATGGATTTATCCTGG
AAATGTTAATACTAAGTACAATGAGAAGTTCAAGGCCAAG
GCCACACTGACTGCAGACAAATCCTCCACCACAGCCTACA
TGCAGCTCAGCAGCCTGGCCTCTGAGGACTCTGCGGTCTA
TTTCTGTGCAAGACCTACGATAATAGCTACGGACTTCGAT
GTCTGGGGCGCAGGGACCACGGTCACCGTCTCCTCA

VH wmpmmm hSIRPo.50A
(mocnenoBaTEIBHOCTD

AMHHOKHCIIOT)

30

QVQLQQSGPELVKPGASVRISCKASGFTFTNY YIHW VKQRPG
QGLEWIGWIYPGNVNTKYNEKFKAKATLTADKSSTTAYMQL
SSLASEDSAVYFCARPTIIATDFDVWGAGTTVTVSS

VL wmemmu hSIRPo.50A
(Tmocea0BaTeIBHOCTD

HYKJICOTUIOB)

31

GACATTGTCATGACCCAGTCTCACAAATTCATGTCCACATC
AGTAGGAGACAGGGTCAACATCACCTGCAAGGCCAGTCA
GGGTGTGGGTACTGCTGTAGGCTGGTATCAACAGAAACCA
GGGCAATCTCCTAGACTACTGATTTACTGGGCATCCACCC
GGCACACTGGAGTCCCTGATCGCTTCACAGGCAGTGGATC
TGGGACAGATTTCAGTCTCGCCATTAGCAATGTGCAGTCT
GAAGACCTGGCAGATTATTTCTGTCAGCAATATAGCACCT
ATCCGTTCACGTTCGGAGGGGGGACCAATCTAGAAATAAA
A

VL mpmuu hSIRPo.50A

32

DIVMTQSHKFMSTSVGDRVNITCKASQGVGTAVGWYQQKP

(TIOCIeI0BATCILHOCTD GQSPRLLIYWASTRHTGVPDRFTGSGSGTDFSLAISNVQSEDL
AMHHOKHCIIOT) ADYFCQQYSTYPFTFGGGTNLEIK

SIRPaV1 yenoseka | 33 ATGGAGCCCGCCGGCCCGGCCCCCGGCCGCCTCGGGLLGC
(mocIe10BaTe IbHOCTD TGCTCTGCCTGCTGCTCGCCGCGTCCTGCGCCTGGTCAGGA

HYKJICOTUIOB)

GTGGCGGGTGAGGAGGAGCTGCAGGTGATTCAGCCTGAC
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AAGTCCGTGTTGGTTGCAGCTGGAGAGACAGCCACTCTGC
GCTGCACTGCGACCTCTCTGATCCCTGTGGGGCCCATCCA
GTGGTTCAGAGGAGCTGGACCAGGCCGGGAATTAATCTAC
AATCAAAAAGAAGGCCACTTCCCCCGGGTAACAACTGTTT
CAGACCTCACAAAGAGAAACAACATGGACTTTTCCATCCG
CATCGGTAACATCACCCCAGCAGATGCCGGCACCTACTAC
TGTGTGAAGTTCCGGAAAGGGAGCCCCGATGACGTGGAGT
TTAAGTCTGGAGCAGGCACTGAGCTGTCTGTGCGCGCCAA
ACCCTCTGCCCCCGTGGTATCGGGCCCTGCGGCGAGGGCC
ACACCTCAGCACACAGTGAGCTTCACCTGCGAGTCCCACG
GCTTCTCACCCAGAGACATCACCCTGAAATGGTTCAAAAA
TGGGAATGAGCTCTCAGACTTCCAGACCAACGTGGACCCC
GTAGGAGAGAGCGTGTCCTACAGCATCCACAGCACAGCCA
AGGTGGTGCTGACCCGCGAGGACGTTCACTCTCAAGTCAT
CTGCGAGGTGGCCCACGTCACCTTGCAGGGGGACCCTCTT
CGTGGGACTGCCAACTTGTCTGAGACCATCCGAGTTCCAC
CCACCTTGGAGGTTACTCAACAGCCCGTGAGGGCAGAGAA
CCAGGTGAATGTCACCTGCCAGGTGAGGAAGTTCTACCCC
CAGAGACTACAGCTGACCTGGTTGGAGAATGGAAACGTGT
CCCGGACAGAAACGGCCTCAACCGTTACAGAGAACAAGG
ATGGTACCTACAACTGGATGAGCTGGCTCCTGGTGAATGT
ATCTGCCCACAGGGATGATGTGAAGCTCACCTGCCAGGTG
GAGCATGACGGGCAGCCAGCGGTCAGCAAAAGCCATGAC
CTGAAGGTCTCAGCCCACCCGAAGGAGCAGGGCTCAAATA
CCGCCGCTGAGAACACTGGATCTAATGAACGGAACATCTA
TATTGTGGTGGGTGTGGTGTGCACCTTGCTGGTGGCCCTAC
TGATGGCGGCCCTCTACCTCGTCCGAATCAGACAGAAGAA
AGCCCAGGGCTCCACTTCTTCTACAAGGTTGCATGAGCCC
GAGAAGAATGCCAGAGAAATAACACAGGACACAAATGAT
ATCACATATGCAGACCTGAACCTGCCCAAGGGGAAGAAG
CCTGCTCCCCAGGCTGCGGAGCCCAACAACCACACGGAGT
ATGCCAGCATTCAGACCAGCCCGCAGCCCGCGTCGGAGGA
CACCCTCACCTATGCTGACCTGGACATGGTCCACCTCAAC
CGGACCCCCAAGCAGCCGGCCCCCAAGCCTGAGCCGTCCT
TCTCAGAGTACGCCAGCGTCCAGGTCCCGAGGAAG

SIRPaV1 YeIIOBEKA
(TmocenoBaTeIbHOCTD

AMHHOKHCIIOT)

34

MEPAGPAPGRLGPLLCLLLAASCAWSGVAGEEELQVIQPDKS
VLVAAGETATLRCTATSLIPVGPIQWFRGAGPGRELIYNQKE
GHFPRVTTVSDLTKRNNMDFSIRIGNITPADAGTYYCVKFRK
GSPDDVEFKSGAGTELSVRAKPSAPVVSGPAARATPQHTVSF
TCESHGFSPRDITLKWFKNGNELSDFQTNVDPVGESVSYSIHS
TAKVVLTREDVHSQVICEVAHVTLQGDPLRGTANLSETIRVP
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PTLEVTQQPVRAENQVNVTCQVRKFYPQRLQLTWLENGNVS
RTETASTVTENKDGTYNWMSWLLVNVSAHRDDVKLTCQVE
HDGQPAVSKSHDLKVSAHPKEQGSNTAAENTGSNERNIYIVV
GVVCTLLVALLMAALYLVRIRQKK AQGSTSSTRLHEPEKNA

REITQDTNDITY ADLNLPK GKKPAPQAAEPNNHTEY ASIQTSP
QPASEDTLTYADLDMVHLNRTPKQPAPKPEPSFSEYASVQVP
RK

SIRPaV2 YCIIOBCKA
(Tocea0BaTCIBHOCTD

HYKJICOTUIOB)

35

ATGGAACCTGCCGGACCTGCCCCTGGCAGACTGGGACCTC
TGCTGTGTCTGCTGCTGGCCGCCTCTTGTGCTTGGAGCGGA
GTGGCTGGCGAAGAGGAACTGCAAGTGATCCAGCCCGAC
AAGAGCGTGTCCGTGGCTGCTGGCGAGTCTGCCATCCTGC
ACTGTACCGTGACCAGCCTGATCCCCGTGGGCCCCATCCA
GTGGTTTAGAGGCGCTGGCCCTGCCAGAGAGCTGATCTAC
AACCAGAAAGAGGGCCACTTCCCCAGAGTGACCACCGTGT
CCGAGAGCACCAAGCGCGAGAACATGGACTTCAGCATCA
GCATCTCCAACATCACCCCTGCCGACGCCGGCACCTACTA
CTGCGTGAAGTTCAGAAAGGGCAGCCCCGACACCGAGTTC
AAGAGCGGCGCTGGAACCGAGCTGTCTGTGCGGGCTAAGC
CTTCTGCCCCTGTGGTGTCTGGACCTGCCGCCAGAGCTACA
CCTCAGCACACCGTGTCTTTCACATGCGAGAGCCACGGCT
TCAGCCCCAGAGACATCACCCTGAAGTGGTTCAAGAACGG
CAACGAGCTGAGCGACTTCCAGACCAACGTGGACCCTGTG
GGCGAGTCCGTGTCCTACAGCATCCACAGCACCGCCAAGG
TGGTGCTGACCCGCGAGGATGTGCACAGCCAAGTGATCTG
CGAGGTGGCCCACGTGACACTGCAGGGCGATCCTCTGAGA
GGCACCGCTAACCTGAGCGAGACAATCAGAGTGCCCCCCA
CCCTGGAAGTGACCCAGCAGCCCGTGCGGGCTGAGAACCA
AGTGAACGTGACCTGCCAAGTGCGGAAGTTCTACCCTCAG
AGACTGCAGCTGACCTGGCTGGAAAACGGAAACGTGTCCA
GAACCGAGACAGCCAGCACCGTGACAGAGAACAAGGACG
GCACATACAACTGGATGAGCTGGCTGCTCGTGAACGTGTC
CGCCCACAGAGATGACGTGAAGCTGACATGCCAGGTGGA
ACACGACGGCCAGCCTGCCGTGTCTAAGAGCCACGACCTG
AAGGTGTCCGCTCACCCCAAAGAGCAGGGCAGCAACACC
GCCGCTGAGAACACAGGCAGCAACGAGAGAAACATCTAC
ATCGTCGTGGGCGTCGTGTGCACCCTGCTGGTGGCTCTGCT
GATGGCTGCCCTGTACCTCGTGCGGATCAGACAGAAGAAG
GCCCAGGGCTCCACCTCCAGCACCAGACTGCACGAGCCTG
AGAAGAACGCCCGCGAGATCACCCAGGACACCAACGACA
TCACCTACGCCGACCTGAACCTGCCCAAGGGCAAGAAGCC
TGCCCCTCAGGCTGCCGAGCCTAACAACCACACAGAGTAC
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GCCAGCATCCAGACCAGCCCTCAGCCTGCCAGCGAGGACA
CACTGACATACGCCGATCTGGACATGGTGCACCTGAACAG
AACCCCCAAGCAGCCCGCTCCCAAGCCCGAGCCTAGCTTC

TCTGAGTACGCCTCCGTGCAGGTGCCCAGAAAA

SIRPaV2 YCTIOBCKA
(mocnenoBaTEIbHOCTD

AMHHOKHCJIOT)

36

MEPAGPAPGRLGPLLCLLLAASCAWSGVAGEEELQVIQPDKS
VSVAAGESAILHCTVTSLIPVGPIQWFRGAGPARELIYNQKEG
HFPRVTTVSESTKRENMDFSISISNITPADAGTYYCVKFRKGS

PDTEFKSGAGTELSVRAKPSAPVVSGPAARATPQHTVSFTCE

SHGFSPRDITLKWFKNGNELSDFQTNVDPVGESVSYSIHSTAK
VVLTREDVHSQVICEVAHVTLQGDPLRGTANLSETIRVPPTLE
VTQQPVRAENQVNVTCQVRKFYPQRLQLTWLENGNVSRTET
ASTVTENKDGTYNWMSWLLVNVSAHRDDVKLTCQVEHDG

QPAVSKSHDLKVSAHPKEQGSNTAAENTGSNERNIYIVVGVV
CTLLVALLMAALYLVRIRQKKAQGSTSSTRLHEPEKNAREIT

QDTNDITY ADLNLPKGKKPAPQAAEPNNHTEYASIQTSPQPA

SEDTLTYADLDMVHLNRTPKQPAPKPEPSFSEYASVQVPRK

SIRPB1 YeIOBEKA
(moceqoBaTEIHHOCTD

HYKJICOTHIOB)

37

ATGCCCGTGCCAGCCTCCTGGCCCCACCTTCCTAGTCCTTT
CCTGCTGATGACGCTACTGCTGGGGAGACTCACAGGAGTG
GCAGGTGAGGACGAGCTACAGGTGATTCAGCCTGAAAAG
TCCGTATCAGTTGCAGCTGGAGAGTCGGCCACTCTGCGCT
GTGCTATGACGTCCCTGATCCCTGTGGGGCCCATCATGTG
GTTTAGAGGAGCTGGAGCAGGCCGGGAATTAATCTACAAT
CAGAAAGAAGGCCACTTCCCACGGGTAACAACTGTTTCAG
AACTCACAAAGAGAAACAACCTGGACTTTTCCATCAGCAT
CAGTAACATCACCCCAGCAGACGCCGGCACCTACTACTGT
GTGAAGTTCCGGAAAGGGAGCCCTGACGACGTGGAGTTTA
AGTCTGGAGCAGGCACTGAGCTGTCTGTGCGCGCCAAACC
CTCTGCCCCCGTGGTATCGGGCCCTGCGGTGAGGGCCACA
CCTGAGCACACAGTGAGCTTCACCTGCGAGTCCCATGGCT
TCTCTCCCAGAGACATCACCCTGAAATGGTTCAAAAATGG
GAATGAGCTCTCAGACTTCCAGACCAACGTGGACCCCGCA
GGAGACAGTGTGTCCTACAGCATCCACAGCACAGCCAGGG
TGGTGCTGACCCGTGGGGACGTTCACTCTCAAGTCATCTG
CGAGATAGCCCACATCACCTTGCAGGGGGACCCTCTTCGT
GGGACTGCCAACTTGTCTGAGGCCATCCGAGTTCCACCCA
CCTTGGAGGTTACTCAACAGCCCATGAGGGCAGAGAACCA
GGCAAACGTCACCTGCCAGGTGAGCAATTTCTACCCCCGG
GGACTACAGCTGACCTGGTTGGAGAATGGAAATGTGTCCC
GGACAGAAACAGCTTCGACCCTCATAGAGAACAAGGATG
GCACCTACAACTGGATGAGCTGGCTCCTGGTGAACACCTG
TGCCCACAGGGACGATGTGGTGCTCACCTGTCAGGTGGAG
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CATGATGGGCAGCAAGCAGTCAGCAAAAGCTATGCCCTGG
AGATCTCAGCGCACCAGAAGGAGCACGGCTCAGATATCAC
CCATGAAGCAGCGCTGGCTCCTACTGCTCCACTCCTCGTA
GCTCTCCTCCTGGGCCCCAAGCTGCTACTGGTGGTTGGTGT
CTCTGCCATCTACATCTGCTGGAAACAGAAGGCC

SIRP1 YeJI0BeKa
(TocIeI0BaTCIBHOCTD

AMUHOKHCJIOT)

38

MPVPASWPHLPSPFLLMTLLLGRLTGVAGEDELQVIQPEKSV
SVAAGESATLRCAMTSLIPVGPIMWFRGAGAGRELIYNQKEG
HFPRVTTVSELTKRNNLDFSISISNITPADAGTYY CVKFRKGSP
DDVEFKSGAGTELSVRAKPSAPVVSGPAVRATPEHTVSFTCE
SHGFSPRDITLKWFKNGNELSDFQTNVDPAGDSVSYSIHSTA
RVVLTRGDVHSQVICEIAHITLQGDPLRGTANLSEAIRVPPTL
EVTQQPMRAENQANVTCQVSNFYPRGLQLTWLENGNVSRT
ETASTLIENKDGTYNWMSWLLVNTCAHRDDVVLTCQVEHD
GQQAVSKSYALEISAHQKEHGSDITHEAALAPTAPLLVALLL
GPKLLLVVGVSAIYICWKQKA

SIRPy YeIOBEKA
(TmoceqoBaTEIBHOCTD

HYKJICOTHIOB)

39

ATGCCTGTCCCAGCCTCCTGGCCCCATCCTCCTGGTCCTTT
CCTGCTTCTGACTCTACTGCTGGGACTTACAGAAGTGGCA
GGTGAGGAGGAGCTACAGATGATTCAGCCTGAGAAGCTCC
TGTTGGTCACAGTTGGAAAGACAGCCACTCTGCACTGCAC
TGTGACCTCCCTGCTTCCCGTGGGACCCGTCCTGTGGTTCA
GAGGAGTTGGACCAGGCCGGGAATTAATCTACAATCAAA
AAGAAGGCCACTTCCCCAGGGTAACAACAGTTTCAGACCT
CACAAAGAGAAACAACATGGACTTTTCCATCCGCATCAGT
AGCATCACCCCAGCAGATGTCGGCACATACTACTGTGTGA
AGTTTCGAAAAGGGAGCCCTGAGAACGTGGAGTTTAAGTC
TGGACCAGGCACTGAGATGGCTTTGGGTGCCAAACCCTCT
GCCCCCGTGGTATTGGGCCCTGCGGCGAGGACCACACCTG
AGCATACAGTGAGTTTCACCTGTGAGTCCCATGGCTTCTCT
CCCAGAGACATCACCCTGAAATGGTTCAAAAATGGGAATG
AGCTCTCAGACTTCCAGACCAACGTGGACCCCACAGGACA
GAGTGTGGCCTACAGCATCCGCAGCACAGCCAGGGTGGTA
CTGGACCCCTGGGACGTTCGCTCTCAGGTCATCTGCGAGG
TGGCCCATGTCACCTTGCAGGGGGACCCTCTTCGTGGGAC
TGCCAACTTGTCTGAGGCCATCCGAGTTCCACCCACCTTGG
AGGTTACTCAACAGCCCATGAGGGTGGGGAACCAGGTAA
ACGTCACCTGCCAGGTGAGGAAGTTCTACCCCCAGAGCCT
ACAGCTGACCTGGTCGGAGAATGGAAACGTGTGCCAGAG
AGAAACAGCCTCGACCCTTACAGAGAACAAGGATGGTAC
CTACAACTGGACAAGCTGGTTCCTGGTGAACATATCTGAC
CAAAGGGATGATGTGGTCCTCACCTGCCAGGTGAAGCATG
ATGGGCAGCTGGCGGTCAGCAAACGCCTTGCCCTAGAGGT
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CACAGTCCACCAGAAGGACCAGAGCTCAGATGCTACCCCT
GGCCCGGCATCATCCCTTACTGCGCTGCTCCTCATAGCTGT
CCTCCTGGGCCCCATCTACGTCCCCTGGAAGCAGAAGACC

SIRPy YeIOBEKA
(mocnenoBaTEILHOCTD

AMHHOKHCIIOT)

40

MPVPASWPHPPGPFLLLTLLLGLTEVAGEEELQMIQPEKLLL
VTVGKTATLHCTVTSLLPVGPVLWFRGVGPGRELIYNQKEG

HFPRVTTVSDLTKRNNMDFSIRISSITPADVGTYYCVKFRKGS
PENVEFKSGPGTEMALGAKPSAPVVLGPAARTTPEHTVSFTC

ESHGFSPRDITLK WFKNGNELSDFQTNVDPTGQSVAYSIRSTA
RVVLDPWDVRSQVICEVAHVTLQGDPLRGTANLSEAIRVPPT
LEVTQQPMRVGNQVNVTCQVRKFYPQSLQLTWSENGNVCQ

RETASTLTENKDGTYNWTSWFLVNISDQRDDVVLTCQVKHD
GQLAVSKRLALEVTVHQKDQSSDATPGPASSLTALLLIAVLL

GPTYVPWKQKT

CD47 YeJIOBCKA
(TmoceqoBaTEIBHOCTD

HYKJICOTHIOB)

41

ATGTGGCCTCTGGTGGCCGCTCTGCTGCTGGGCTCTGCTITG
TTGTGGATCCGCCCAGCTGCTGTTCAACAAGACCAAGTCC
GTGGAGTTCACCTTCTGCAACGATACCGTCGTGATCCCCTG
CTTCGTGACCAACATGGAAGCCCAGAACACCACCGAGGTG
TACGTGAAGTGGAAGTTCAAGGGCCGGGACATCTACACCT
TCGACGGCGCCCTGAACAAGTCCACCGTGCCCACCGATTT
CTCCAGCGCCAAGATCGAGGTGTCACAGCTGCTGAAGGGC
GACGCCTCCCTGAAGATGGACAAGTCCGACGCCGTGTCCC
ACACCGGCAACTACACCTGTGAAGTGACCGAGCTGACCAG
AGAGGGCGAGACAATCATCGAGCTGAAGTACCGGGTGGT
GTCCTGGTTCAGCCCCAACGAGAACATCCTGATCGTGATC
TTCCCCATCTTCGCCATCCTGCTGTTCTGGGGCCAGTTCGG
CATCAAGACCCTGAAGTACAGATCCGGCGGCATGGACGA
AAAGACAATCGCCCTGCTGGTGGCTGGCCTCGTGATCACC
GTGATTGTGATCGTGGGCGCTATCCTGTTCGTGCCCGGCG
AGTACAGCCTGAAGAATGCTACCGGCCTGGGCCTGATTGT
GACCTCCACCGGAATCCTGATCCTGCTGCACTACTACGTGT
TCTCCACCGCTATCGGCCTGACCTCCTTCGTGATCGCCATT
CTCGTGATCCAAGTGATCGCCTACATCCTGGCCGTCGTGG
GCCTGTCCCTGTGTATCGCCGCCTGCATCCCTATGCACGGC
CCCCTGCTGATCTCCGGCCTGTCTATTCTGGCCCTGGCTCA
GCTGCTGGGACTGGTGTACATGAAGTTCGTGGCCTCCAAC
CAGAAAACCATCCAGCCCCCTCGGAAGGCCGTGGAAGAA
CCCCTGAACGCCTTCAAAGAATCCAAGGGCATGATGAACG
ACGAA

CD47 YCTIOBCKA
(mocneaoBaTEILHOCTD

AMHHOKHCIIOT)

42

MWPLVAALLLGSACCGSAQLLFNKTKSVEFTFCNDTVVIPCF
VINMEAQNTTEVY VKWKFKGRDIYTFDGALNKSTVPTDFSS
AKIEVSQLLKGDASLKMDKSDAVSHTGNYTCEVTELTREGE
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THELKYRVVSWFSPNENILIVIFPIFAILLFWGQFGIKTLKYRS
GGMDEKTIALLVAGLVITVIVIVGAILFVPGEY SLKNATGLGL
IVTSTGILILLHYY VFSTAIGLTSFVIAILVIQVIAYILAVVGLSL
CIAACIPMHGPLLISGLSILALAQLLGLVYMKFVASNQKTIQP
PRKAVEEPLNAFKESKGMMNDE

SIRPaV3 YCIOBCKA
(TocIeI0BaTCIBHOCTD

HYKJICOTH/IOB)

43

ATGGAACCTGCCGGCCCTGCTCCTGGTAGACTGGGACCTC
TGCTGTGTCTGCTGCTGGCCGCCTCTTGTGCTTGGAGCGGA
GTGGCTGGCGAAGAGGAACTGCAAGTGATCCAGCCCGAC
AAGTCCGTGTCTGTGGCCGCTGGCGAGTCTGCCATCCTGCT
GTGTACCGTGACCTCCCTGATCCCCGTGGGCCCCATCCAGT
GGTTTAGAGGCGCTGGCCCTGCCAGAGAGCTGATCTACAA
CCAGAAAGAGGGCCACTTCCCCAGAGTGACCACCGTGTCC
GAGTCCACCAAGCGCGAGAACATGGACTTCTCCATCTCCA
TCAGCAACATCACCCCTGCCGACGCCGGCACCTACTACTG
CGTGAAGTTCCGGAAGGGCTCCCCCGACACCGAGTTCAAG
TCTGGCGCTGGCACCGAGCTGTCTGTGCGGGCTAAACCTT
CTGCCCCTGTGGTGTCTGGACCTGCCGCTAGAGCTACCCCT
CAGCACACCGTGTCTTTTACCTGCGAGTCCCACGGCTITCAG
CCCTCGGGACATCACCCTGAAGTGGTTCAAGAACGGCAAC
GAGCTGAGCGACTTCCAGACCAACGTGGACCCTGTGGGCG
AGAGCGTGTCCTACTCCATCCACTCCACCGCCAAGGTGGT
GCTGACACGCGAGGACGTGCACTCCCAAGTGATCTGCGAG
GTGGCCCACGTGACACTGCAGGGCGATCCTCTGAGAGGCA
CCGCCAACCTGTCCGAGACAATCAGAGTGCCCCCCACCCT
GGAAGTGACCCAGCAGCCAGTGCGGGCCGAGAACCAAGT
GAACGTGACCTGCCAAGTGCGGAAGTTCTACCCCCAGCGG
CTGCAGCTGACCTGGCTGGAAAACGGCAATGTGTCCCGGA
CCGAGACAGCCAGCACCGTGACCGAGAACAAGGATGGCA
CCTACAATTGGATGTCTTGGCTGCTCGTGAACGTGTCCGCC
CACCGGGACGATGTGAAGCTGACATGCCAGGTGGAACAC
GACGGCCAGCCTGCCGTGTCCAAGAGCCACGATCTGAAGG
TGTCCGCTCATCCCAAAGAGCAGGGCTCCAACACCGCCGC
TGAGAACACCGGCTCTAACGAGCGGAACATCTACATCGTC
GTGGGCGTCGTGTGCACCCTGCTGGTGGCTCTGCTGATGG
CTGCCCTGTACCTCGTGCGGATCCGGCAGAAGAAGGCCCA
GGGCTCTACCTCCTCCACCAGACTGCACGAGCCCGAGAAG
AACGCCAGAGAGATCACCCAGGACACCAACGACATCACC
TACGCCGACCTGAACCTGCCCAAGGGCAAGAAGCCTGCCC
CTCAGGCTGCCGAGCCTAACAACCACACCGAGTACGCCTC
CATCCAGACCAGCCCTCAGCCTGCCTCTGAGGACACCCTG
ACCTACGCTGATCTGGACATGGTGCACCTGAACCGGACCC
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CCAAGCAGCCAGCTCCTAAGCCCGAGCCTAGCTTCTCTGA
GTACGCCAGCGTGCAGGTGCCCCGGAAA

SIRPaV3 YCTIOBCKA
(mocnen0BaTEIBHOCTH

AMHHOKHCIIOT)

44

MEPAGPAPGRLGPLLCLLLAASCAWSGVAGEEELQVIQPDKS
VSVAAGESAILLCTVTSLIPVGPIQWFRGAGPARELIYNQKEG
HFPRVTTVSESTKRENMDFSISISNITPADAGTYYCVKFRKGS
PDTEFKSGAGTELSVRAKPSAPVVSGPAARATPQHTVSFTCE
SHGFSPRDITLK WFKNGNELSDFQTNVDPVGESVSYSIHSTAK
VVLTREDVHSQVICEVAHVTLQGDPLRGTANLSETIRVPPTLE
VTQQPVRAENQVNVTCQVRKFYPQRLQLTWLENGNVSRTET
ASTVTENKDGTYNWMSWLLVNVSAHRDDVKLTCQVEHDG
QPAVSKSHDLKVSAHPKEQGSNTAAENTGSNERNIYIVVGVV
CTLLVALLMAALYLVRIRQKKAQGSTSSTRLHEPEKNAREIT
QDTNDITY ADLNLPKGKKPAPQAAEPNNHTEYASIQTSPQPA
SEDTLTYADLDMVHLNRTPKQPAPKPEPSFSEY ASVQVPRK

SIRPaV4 YeIIOBCKA
(TmoceqoBaTEIBHOCTD

HYKJICOTHIOB)

45

ATGGAACCTGCCGGCCCTGCTCCTGGTAGACTGGGACCTC
TGCTGTGTCTGCTGCTGGCCGCCTCTTGTGCTTGGAGCGGA
GTGGCTGGCGAAGAGGGCCTGCAAGTGATCCAGCCCGAC
AAGTCCGTGTCTGTGGCCGCTGGCGAGTCTGCCATCCTGC
ACTGTACCGCCACCTCCCTGATCCCCGTGGGACCCATCCA
GTGGTTTAGAGGCGCTGGCCCTGGCAGAGAGCTGATCTAC
AACCAGAAAGAGGGCCACTTCCCCAGAGTGACCACCGTGT
CCGACCTGACCAAGCGGAACAACATGGACTTCTCCATCCG
GATCGGCAACATCACCCCTGCCGATGCCGGCACCTACTAC
TGCGTGAAGTTCCGGAAGGGCTCCCCCGACGACGTGGAGT
TCAAATCCGGCGCTGGCACCGAGCTGTCTGTGCGGGCTAA
ACCTTCTGCCCCTGTGGTGTCTGGCCCTGCCGCTAGAGCTA
CCCCTCAGCACACCGTGTCTTTTACCTGCGAGTCCCACGGC
TTCAGCCCTCGGGACATCACCCTGAAGTGGTTCAAGAACG
GCAACGAGCTGAGCGACTTCCAGACCAACGTGGACCCTGT
GGGCGAGAGCGTGTCCTACTCCATCCACTCCACCGCCAAG
GTGGTGCTGACACGCGAGGACGTGCACTCCCAAGTGATCT
GCGAGGTGGCCCACGTGACACTGCAGGGCGATCCTCTGAG
AGGCACCGCCAACCTGTCCGAGACAATCAGAGTGCCCCCC
ACCCTGGAAGTGACCCAGCAGCCAGTGCGGGCCGAGAAC
CAAGTGAACGTGACCTGCCAAGTGCGGAAGTTCTACCCCC
AGCGGCTGCAGCTGACCTGGCTGGAAAACGGCAATGTGTC
CCGGACCGAGACAGCCTCCACCGTGACCGAGAACAAGGA
TGGCACCTACAATTGGATGTCTTGGCTGCTCGTGAACGTGT
CCGCCCACCGGGACGATGTGAAGCTGACATGCCAGGTGGA
ACACGACGGCCAGCCTGCCGTGTCCAAGTCCCACGATCTG
AAGGTGTCCGCTCATCCCAAAGAGCAGGGCTCCAACACCG
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CCGCTGAGAACACCGGCTCTAACGAGCGGAACATCTACAT
CGTCGTGGGCGTCGTGTGCACCCTGCTGGTGGCTCTGCTG
ATGGCTGCCCTGTACCTCGTGCGGATCCGGCAGAAGAAGG
CCCAGGGCTCTACCTCCTCCACCAGACTGCACGAGCCCGA
GAAGAACGCCAGAGAGATCACCCAGGACACCAACGACAT
CACCTACGCCGACCTGAACCTGCCCAAGGGCAAGAAGCCT
GCCCCTCAGGCTGCCGAGCCTAACAACCACACCGAGTACG
CCTCCATCCAGACCAGCCCTCAGCCTGCCTCTGAGGACAC
CCTGACCTACGCTGATCTGGACATGGTGCACCTGAACCGG
ACCCCCAAGCAGCCAGCTCCTAAGCCCGAGCCTAGCTTCT
CTGAGTACGCCAGCGTGCAGGTGCCCCGGAAA

SIRPoV4 YeJI0BCKA
(TmoceqoBaTEIBHOCTD

AMUHOKHCIIOT)

46

MEPAGPAPGRLGPLLCLLLAASCAWSGVAGEEGLQVIQPDK

SVSVAAGESAILHCTATSLIPVGPIQWFRGAGPGRELIYNQKE
GHFPRVTTVSDLTKRNNMDFSIRIGNITPADAGTYYCVKFRK

GSPDDVEFKSGAGTELSVRAKPSAPVVSGPAARATPQHTVSF
TCESHGFSPRDITLK WFKNGNELSDFQTNVDPVGESVSYSIHS
TAKVVLTREDVHSQVICEVAHVTLQGDPLRGTANLSETIRVP

PTLEVTQQPVRAENQVNVTCQVRKFYPQRLQLTWLENGNVS
RTETASTVTENKDGTYNWMSWLLVNVSAHRDDVKLTCQVE
HDGQPAVSKSHDLKVSAHPKEQGSNTAAENTGSNERNIYIVV
GVVCTLLVALLMAALYLVRIRQKK AQGSTSSTRLHEPEKNA

REITQDTNDITY ADLNLPK GKKPAPQAAEPNNHTEYASIQTSP
QPASEDTLTYADLDMVHLNRTPKQPAPKPEPSFSEYASVQVP
RK

SIRPaV5 YCIOBCKA
(TocIe0BaTCIBHOCTD

HYKJICOTH/IOB)

47

ATGGAACCTGCCGGCCCTGCTCCTGGTAGACTGGGACCTC
TGCTGTGTCTGCTGCTGGCCGCCTCTTGTGCTTGGAGCGGA
GTGGCTGGCGAAGAGGAACTGCAAGTGATCCAGCCCGAC
AAGTTCGTGCTGGTGGCCGCTGGCGAGACAGCCACCCTGA
GATGTACCGCCACCTCCCTGATCCCCGTGGGCCCTATCCA
GTGGTTTAGAGGCGCTGGCCCTGGCAGAGAGCTGATCTAC
AACCAGAAAGAGGGCCACTTCCCCAGAGTGACCACCGTGT
CCGACCTGACCAAGCGGAACAACATGGACTTCTCCATCCG
GATCGGCAACATCACCCCTGCCGATGCCGGCACCTACTAC
TGCGTGAAGTTCCGGAAGGGCTCCCCCGACGACGTGGAGT
TCAAATCCGGCGCTGGCACCGAGCTGTCTGTGCGGGCTAA
ACCTTCTGCCCCTGTGGTGTCTGGCCCTGCCGCTAGAGCTA
CCCCTCAGCACACCGTGTCTTTTACCTGCGAGTCCCACGGC
TTCAGCCCTCGGGACATCACCCTGAAGTGGTTCAAGAACG
GCAACGAGCTGAGCGACTTCCAGACCAACGTGGACCCTGT
GGGCGAGTCCGTGTCCTACTCCATCCACTCCACCGCCAAG
GTGGTGCTGACACGCGAGGACGTGCACTCCCAAGTGATCT
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GCGAGGTGGCCCACGTGACACTGCAGGGCGATCCTCTGAG
AGGCACCGCCAACCTGTCCGAGACAATCAGAGTGCCCCCC
ACCCTGGAAGTGACCCAGCAGCCAGTGCGGGCCGAGAAC
CAAGTGAACGTGACCTGCCAAGTGCGGAAGTTCTACCCCC
AGCGGCTGCAGCTGACCTGGCTGGAAAACGGCAATGTGTC
CCGGACCGAGACTGCCTCCACCGTGACCGAGAACAAGGAT
GGCACCTACAATTGGATGTCTTGGCTGCTCGTGAACGTGT
CCGCCCACCGGGACGATGTGAAGCTGACATGCCAGGTGGA
ACACGACGGCCAGCCTGCCGTGTCCAAGTCCCACGATCTG
AAGGTGTCCGCTCATCCCAAAGAGCAGGGCTCCAACACCG
CCGCTGAGAACACCGGCTCTAACGAGCGGAACATCTACAT
CGTCGTGGGCGTCGTGTGCACCCTGCTGGTGGCTCTGCTG
ATGGCTGCCCTGTACCTCGTGCGGATCCGGCAGAAGAAGG
CCCAGGGCTCTACCTCCTCCACCAGACTGCACGAGCCCGA
GAAGAACGCCAGAGAGATCACCCAGGACACCAACGACAT
CACCTACGCCGACCTGAACCTGCCCAAGGGCAAGAAGCCT
GCCCCTCAGGCTGCCGAGCCTAACAACCACACCGAGTACG
CCTCCATCCAGACCAGCCCTCAGCCTGCCTCTGAGGACAC
CCTGACCTACGCTGATCTGGACATGGTGCACCTGAACCGG
ACCCCCAAGCAGCCAGCTCCTAAGCCCGAGCCTAGCTTCT
CTGAGTACGCCAGCGTGCAGGTGCCCCGGAAA

SIRPaV5 YCTIOBCKA
(mocneaoBaTEILHOCTD

AMHHOKHCIIOT)

48

MEPAGPAPGRLGPLLCLLLAASCAWSGVAGEEELQVIQPDKF
VLVAAGETATLRCTATSLIPVGPIQWFRGAGPGRELIYNQKE
GHFPRVTTVSDLTKRNNMDFSIRIGNITPADAGTYYCVKFRK
GSPDDVEFKSGAGTELSVRAKPSAPVVSGPAARATPQHTVSF
TCESHGFSPRDITLK WFKNGNELSDFQTNVDPVGESVSYSIHS
TAKVVLTREDVHSQVICEVAHVTLQGDPLRGTANLSETIRVP
PTLEVTQQPVRAENQVNVTCQVRKFYPQRLQLTWLENGNVS
RTETASTVTENKDGTYNWMSWLLVNVSAHRDDVKLTCQVE
HDGQPAVSKSHDLKVSAHPKEQGSNTAAENTGSNERNIYIVV
GVVCTLLVALLMAALYLVRIRQKK AQGSTSSTRLHEPEKNA
REITQDTNDITY ADLNLPK GKKPAPQAAEPNNHTEYASIQTSP
QPASEDTLTYADLDMVHLNRTPKQPAPKPEPSFSEYASVQVP
RK

SIRPaV6 YeIIOBCKA
(TmoceqoBaTEIbHOCTD

HYKJICOTHIOB)

49

ATGGAACCTGCCGGCCCTGCTCCTGGTAGACTGGGACCTC
TGCTGTGTCTGCTGCTGGCCGCCTCTTGTGCTTGGAGCGGA
GTGGCTGGCGAAGAGGAACTGCAAGTGATCCAGCCCGAC
AAGTCCGTGCTGGTGGCTGCTGGCGAGACTGCCACCCTGA
GATGTACCGCCACCTCCCTGATCCCCGTGGGCCCTATCCA
GTGGTTTAGAGGCGCTGGCCCTGGCAGAGAGCTGATCTAC
AACCAGAAAGAGGGCCACTTCCCCAGAGTGACCACCGTGT
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CCGACCTGACCAAGCGGAACAACATGGACTTCCCCATCCG
GATCGGCAACATCACCCCTGCCGATGCCGGCACCTACTAC
TGCGTGAAGTTCCGGAAGGGCTCCCCCGACGACGTGGAGT
TCAAATCCGGCGCTGGCACCGAGCTGTCTGTGCGGGCTAA
ACCTTCTGCCCCTGTGGTGTCTGGCCCTGCCGCTAGAGCTA
CCCCTCAGCACACCGTGTCTTTTACCTGCGAGTCCCACGGC
TTCAGCCCTCGGGACATCACCCTGAAGTGGTTCAAGAACG
GCAACGAGCTGAGCGACTTCCAGACCAACGTGGACCCTGT
GGGCGAGTCCGTGTCCTACTCCATCCACTCCACCGCCAAG
GTGGTGCTGACACGCGAGGACGTGCACTCCCAAGTGATCT
GCGAGGTGGCCCACGTGACACTGCAGGGCGATCCTCTGAG
AGGCACCGCCAACCTGTCCGAGACAATCAGAGTGCCCCCC
ACCCTGGAAGTGACCCAGCAGCCCGTGCGGGCTGAGAACC
AAGTGAACGTGACCTGCCAAGTGCGGAAGTTCTACCCCCA
GCGGCTGCAGCTGACCTGGCTGGAAAACGGCAATGTGTCC
CGGACCGAGACAGCCTCCACCGTGACCGAGAACAAGGAT
GGCACCTACAATTGGATGTCCTGGCTGCTCGTGAACGTGT
CCGCCCACCGGGACGATGTGAAGCTGACATGCCAGGTGGA
ACACGACGGCCAGCCTGCCGTGTCCAAGTCCCACGATCTG
AAGGTGTCCGCTCATCCCAAAGAGCAGGGCTCCAACACCG
CCGCTGAGAACACCGGCTCTAACGAGCGGAACATCTACAT
CGTCGTGGGCGTCGTGTGCACCCTGCTGGTGGCACTGCTG
ATGGCCGCTCTGTACCTCGTGCGGATCCGGCAGAAGAAGG
CCCAGGGCTCTACCTCCTCCACCAGACTGCACGAGCCCGA
GAAGAACGCCAGAGAGATCACCCAGGACACCAACGACAT
CACCTACGCCGACCTGAACCTGCCCAAGGGCAAGAAGCCT
GCCCCTCAGGCTGCCGAGCCTAACAACCACACCGAGTACG
CCTCCATCCAGACCAGCCCTCAGCCTGCCTCTGAGGACAC
CCTGACCTACGCTGATCTGGACATGGTGCACCTGAACCGG
ACCCCCAAGCAGCCAGCTCCTAAGCCCGAGCCTAGCTTCT
CTGAGTACGCCAGCGTGCAGGTGCCCCGGAAA

SIRPaV6 YeJIOBCKA
(TmoceqoBaTEIBHOCTD

AMHHOKHCIIOT)

50

MEPAGPAPGRLGPLLCLLLAASCAWSGVAGEEELQVIQPDKS
VLVAAGETATLRCTATSLIPVGPIQWFRGAGPGRELIYNQKE
GHFPRVTTVSDLTKRNNMDFPIRIGNITPADAGTYYCVKFRK
GSPDDVEFKSGAGTELSVRAKPSAPVVSGPAARATPQHTVSF
TCESHGFSPRDITLK WFKNGNELSDFQTNVDPVGESVSYSIHS
TAKVVLTREDVHSQVICEVAHVTLQGDPLRGTANLSETIRVP
PTLEVTQQPVRAENQVNVTCQVRKFYPQRLQLTWLENGNVS
RTETASTVTENKDGTYNWMSWLLVNVSAHRDDVKLTCQVE
HDGQPAVSKSHDLKVSAHPKEQGSNTAAENTGSNERNIYIVV
GVVCTLLVALLMAALYLVRIRQKK AQGSTSSTRLHEPEKNA
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REITQDTNDITY ADLNLPK GKKPAPQAAEPNNHTEY ASIQTSP
QPASEDTLTYADLDMVHLNRTPKQPAPKPEPSFSEYASVQVP
RK

SIRPaV8 YEeI0BEKA
(mocnenoBaTEILHOCTD

HYKJICOTHZIOB)

51

ATGGAACCTGCCGGCCCTGCTCCTGGTAGACTGGGACCTC
TGCTGTGTCTGCTGCTGGCCGCCTCTTGTGCTTGGAGCGGA
GTGGCTGGCGAAGAGGAACTGCAAGTGATCCAGCCCGAC
AAGTCCGTGCTGGTGGCTGCTGGCGAGACTGCCACCCTGA
GATGTACCGCCACCTCCCTGATCCCCGTGGGCCCTATCCA
GTGGTTTAGAGGCGCTGGCCCTGCCAGAGAGCTGATCTAC
AACCAGAAAGAGGGCCACTTCCCCAGAGTGACCACCGTGT
CCGAGTCCACCAAGCGCGAGAACATGGACTTCTCCATCTC
CATCAGCAACATCACCCCTGCCGACGCCGGCACCTACTAC
TGCGTGAAGTTCCGGAAGGGCTCCCCCGACACCGAGTTCA
AGTCTGGCGCTGGCACCGAGCTGTCTGTGCGGGCTAAACC
TTCTGCCCCTGTGGTGTCTGGACCTGCCGCTAGAGCTACCC
CTCAGCACACCGTGTCTTTTACCTGCGAGTCCCACGGCTTC
AGCCCTCGGGACATCACCCTGAAGTGGTTCAAGAACGGCA
ACGAGCTGAGCGACTTCCAGACCAACGTGGACCCTGTGGG
CGAGTCCGTGTCCTACTCCATCCACTCCACCGCCAAGGTG
GTGCTGACACGCGAGGACGTGCACTCCCAAGTGATCTGCG
AGGTGGCCCACGTGACACTGCAGGGCGATCCTCTGAGAGG
CACCGCCAACCTGTCCGAGACAATCAGAGTGCCCCCCACC
CTGGAAGTGACCCAGCAGCCCGTGCGGGCTGAGAACCAA
GTGAACGTGACCTGCCAAGTGCGGAAGTTCTACCCCCAGC
GGCTGCAGCTGACCTGGCTGGAAAACGGCAATGTGTCCCG
GACCGAGACAGCCAGCACCGTGACCGAGAACAAGGATGG
CACCTACAATTGGATGTCCTGGCTGCTCGTGAACGTGTCC
GCCCACCGGGACGATGTGAAGCTGACATGCCAGGTGGAA
CACGACGGCCAGCCTGCCGTGTCCAAGAGCCACGATCTGA
AGGTGTCCGCTCATCCCAAAGAGCAGGGCTCCAACACCGC
CGCTGAGAACACCGGCTCTAACGAGCGGAACATCTACATC
GTCGTGGGCGTCGTGTGCACCCTGCTGGTGGCACTGCTGA
TGGCCGCTCTGTACCTCGTGCGGATCCGGCAGAAGAAGGC
CCAGGGCTCTACCTCCTCCACCAGACTGCACGAGCCCGAG
AAGAACGCCAGAGAGATCACCCAGGACACCAACGACATC
ACCTACGCCGACCTGAACCTGCCCAAGGGCAAGAAGCCTG
CCCCTCAGGCTGCCGAGCCTAACAACCACACCGAGTACGC
CTCCATCCAGACCAGCCCTCAGCCTGCCTCTGAGGACACC
CTGACCTACGCTGATCTGGACATGGTGCACCTGAACCGGA
CCCCCAAGCAGCCAGCTCCTAAGCCCGAGCCTAGCTTCTC
TGAGTACGCCAGCGTGCAGGTGCCCCGGAAA
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SIRPaV8 YeJIOBCKA
(mocnenoBaTEIbHOCTD

AMHHOKHCIIOT)

52

MEPAGPAPGRLGPLLCLLLAASCAWSGVAGEEELQVIQPDKS
VLVAAGETATLRCTATSLIPVGPIQWFRGAGPARELIYNQKE
GHFPRVTTVSESTKRENMDFSISISNITPADAGTYYCVKFRKG
SPDTEFKSGAGTELSVRAKPSAPVVSGPAARATPQHTVSFTC
ESHGFSPRDITLKWFKNGNELSDFQTNVDPVGESVSYSIHSTA
KVVLTREDVHSQVICEVAHVTLQGDPLRGTANLSETIRVPPT
LEVTQQPVRAENQVNVTCQVRKFYPQRLQLTWLENGNVSRT
ETASTVTENKDGTYNWMSWLLVNVSAHRDDVKLTCQVEHD
GQPAVSKSHDLKVSAHPKEQGSNTAAENTGSNERNIYIVVGV
VCTLLVALLMAALYLVRIRQKKAQGSTSSTRLHEPEKNAREI
TQDTNDITY ADLNLPKGKKPAPQAAEPNNHTEY ASIQTSPQP
ASEDTLTYADLDMVHLNRTPKQPAPKPEPSFSEYASVQVPRK

SIRPaV9 YeJIOBCKA
(TmoceqoBaTEIBHOCTD

HYKJICOTHIOB)

53

ATGGAACCTGCCGGCCCTGCTCCTGGTAGACTGGGACCTC
TGCTGTGTCTGCTGCTGGCCGCCTCTTGTGCTTGGAGCGGA
GTGGCTGGCGAAGAGGAACTGCAAGTGATCCAGCCCGAC
AAGTCCGTGCTGGTGGCTGCTGGCGAGACTGCCACCCTGA
GATGTACCGCCACCTCCCTGATCCCCGTGGGCCCTATCCA
GTGGTTTAGAGGCGCTGGCCCTGGCAGAGAGCTGATCTAC
AACCAGAAAGAGGGCCACTTCCCCAGAGTGACCACCGTGT
CCGACCTGACCAAGCGGAACAACATGGACTTCTCCATCCG
GATCTCCAACATCACCCCTGCCGACGCCGGCACCTACTAC
TGCGTGAAGTTCCGGAAGGGCTCCCCCGACGACGTGGAGT
TCAAATCCGGCGCTGGCACCGAGCTGTCTGTGCGGGCTAA
ACCTTCTGCCCCTGTGGTGTCTGGCCCTGCCGCTAGAGCTA
CCCCTCAGCACACCGTGTCTTTTACCTGCGAGTCCCACGGC
TTCAGCCCTCGGGACATCACCCTGAAGTGGTTCAAGAACG
GCAACGAGCTGAGCGACTTCCAGACCAACGTGGACCCTGT
GGGCGAGTCCGTGTCCTACTCCATCCACTCCACCGCCAAG
GTGGTGCTGACACGCGAGGACGTGCACTCCCAAGTGATCT
GCGAGGTGGCCCACGTGACACTGCAGGGCGATCCTCTGAG
AGGCACCGCCAACCTGTCCGAGACAATCAGAGTGCCCCCC
ACCCTGGAAGTGACCCAGCAGCCCGTGCGGGCTGAGAACC
AAGTGAACGTGACCTGCCAAGTGCGGAAGTTCTACCCCCA
GCGGCTGCAGCTGACCTGGCTGGAAAACGGCAATGTGTCC
CGGACCGAGACAGCCTCCACCGTGACCGAGAACAAGGAT
GGCACCTACAATTGGATGTCCTGGCTGCTCGTGAACGTGT
CCGCCCACCGGGACGATGTGAAGCTGACATGCCAGGTGGA
ACACGACGGCCAGCCTGCCGTGTCCAAGTCCCACGATCTG
AAGGTGTCCGCTCATCCCAAAGAGCAGGGCTCCAACACCG
CCGCTGAGAACACCGGCTCTAACGAGCGGAACATCTACAT
CGTCGTGGGCGTCGTGTGCACCCTGCTGGTGGCACTGCTG
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ATGGCCGCTCTGTACCTCGTGCGGATCCGGCAGAAGAAGG
CCCAGGGCTCTACCTCCTCCACCAGACTGCACGAGCCCGA
GAAGAACGCCAGAGAGATCACCCAGGACACCAACGACAT
CACCTACGCCGACCTGAACCTGCCCAAGGGCAAGAAGCCT
GCCCCTCAGGCTGCCGAGCCTAACAACCACACCGAGTACG
CCTCCATCCAGACCAGCCCTCAGCCTGCCTCTGAGGACAC
CCTGACCTACGCTGATCTGGACATGGTGCACCTGAACCGG
ACCCCCAAGCAGCCAGCTCCTAAGCCCGAGCCTAGCTTCT
CTGAGTACGCCAGCGTGCAGGTGCCCCGGAAA

SIRPaV9 YeJI0BCKA
(Toceq0BaTEIBHOCTD

AMUHOKUCJIOT)

54

MEPAGPAPGRLGPLLCLLLAASCAWSGVAGEEELQVIQPDKS
VLVAAGETATLRCTATSLIPVGPIQWFRGAGPGRELTYNQKE
GHFPRVTTVSDLTKRNNMDFSIRISNITPADAGTYYCVKFRK
GSPDDVEFKSGAGTELSVRAKPSAPVVSGPAARATPQHTVSF
TCESHGFSPRDITLK WFKNGNELSDFQTNVDPVGESVSYSIHS
TAKVVLTREDVHSQVICEVAHVTLQGDPLRGTANLSETIRVP
PTLEVTQQPVRAENQVNVTCQVRKFYPQRLQLTWLENGNVS
RTETASTVTENKDGTYNWMSWLLVNVSAHRDDVKLTCQVE
HDGQPAVSKSHDLKVSAHPKEQGSNTAAENTGSNERNIYIVV
GVVCTLLVALLMAALYLVRIRQKK AQGSTSSTRLHEPEKNA
REITQDTNDITY ADLNLPK GKKPAPQAAEPNNHTEYASIQTSP
QPASEDTLTYADLDMVHLNRTPKQPAPKPEPSFSEYASVQVP
RK

hSIRPa-VBClaC2a
(mocneoBaTeIbHOCTD

HYKJICOTHJIOB)

55

ATGGAACCTGCCGGCCCTGCTCCTGGTAGACTGGGACCTC
TGCTGTGTCTGCTGCTGGCCGCCTCTTGTGCTTGGAGCGGA
GTGGCTGGCGAGGACGAGCTGCAAGTGATCCAGCCCGAG
AAGTCCGTGTCTGTGGCCGCTGGCGAGTCTGCCACCCTGA
GATGCGCTATGACCTCCCTGATCCCCGTGGGCCCCATCAT
GTGGTTTAGAGGCGCTGGCGCTGGCAGAGAGCTGATCTAC
AACCAGAAAGAGGGCCACTTCCCCAGAGTGACCACCGTGT
CCGAGCTGACCAAGCGGAACAACCTGGACTTCTCCATCTC
CATCAGCAACATCACCCCTGCCGACGCCGGCACCTACTAC
TGCGTGAAGTTCCGGAAGGGCTCCCCCGACGACGTGGAGT
TCAAATCCGGCGCTGGAACCGAGCTGTCCGTGCGGGCTAA
ACCTTCTGCCCCTGTGGTGTCTGGCCCTGCCGCTAGAGCTA
CCCCTCAGCACACCGTGTCTTTTACCTGCGAGTCCCACGGC
TTCAGCCCTCGGGACATCACCCTGAAGTGGTTCAAGAACG
GCAACGAGCTGAGCGACTTCCAGACCAACGTGGACCCTGT
GGGCGAGAGCGTGTCCTACTCCATCCACTCCACCGCCAAG
GTGGTGCTGACACGCGAGGACGTGCACTCCCAAGTGATCT
GCGAGGTGGCCCACGTGACACTGCAGGGCGATCCTCTGAG
AGGCACCGCCAACCTGTCCGAGACAATCAGAGTGCCCCCC
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ACCCTGGAAGTGACCCAGCAGCCTGTGCGGGCCGAGAACC
AAGTGAACGTGACCTGCCAAGTGCGGAAGTTCTACCCCCA
GCGGCTGCAGCTGACCTGGCTGGAAAACGGCAATGTGTCC
CGGACCGAGACAGCCAGCACCGTGACCGAGAACAAGGAT
GGCACCTACAATTGGATGTCCTGGCTGCTCGTGAACGTGT
CCGCCCACCGGGACGATGTGAAGCTGACATGCCAGGTGGA
ACACGACGGCCAGCCTGCCGTGTCCAAGTCCCACGATCTG
AAGGTGTCCGCTCATCCCAAAGAGCAGGGCTCCAACACCG
CCGCTGAGAACACCGGCTCTAACGAGCGGAACATCTACAT
CGTCGTGGGCGTCGTGTGCACCCTGCTGGTGGCTCTGCTG
ATGGCTGCCCTGTACCTCGTGCGGATCCGGCAGAAGAAGG
CCCAGGGCTCTACCTCCTCCACCAGACTGCACGAGCCTGA
GAAGAACGCCAGAGAGATCACCCAGGACACCAACGACAT
CACCTACGCCGACCTGAACCTGCCCAAGGGCAAGAAGCCT
GCCCCTCAGGCCGCCGAGCCTAACAACCACACCGAGTACG
CCTCCATCCAGACCAGCCCTCAGCCTGCCTCTGAGGACAC
CCTGACCTACGCTGATCTGGACATGGTGCACCTGAACCGG
ACCCCCAAGCAGCCAGCTCCTAAGCCCGAGCCTAGCTTCT
CTGAGTACGCCAGCGTGCAGGTGCCCCGGAAA

hSIRPa-VBClaC2a
(mocneaoBaTeILHOCTD

AMHHOKHCIIOT)

56

MEPAGPAPGRLGPLLCLLLAASCAWSGVAGEDELQVIQPEKS
VSVAAGESATLRCAMTSLIPVGPIMWFRGAGAGRELTYNQKE
GHFPRVTTVSELTKRNNLDFSISISNITPADAGTYYCVKFRKG
SPDDVEFKSGAGTELSVRAKPSAPVVSGPAARATPQHTVSFT
CESHGFSPRDITLK WFKNGNELSDFQTNVDPVGESVSYSIHST
AKVVLTREDVHSQVICEVAHVTLQGDPLRGTANLSETIR VPP
TLEVTQQPVRAENQVNVTCQVRKFYPQRLQLTWLENGNVSR
TETASTVTENKDGTYNWMSWLLVNVSAHRDDVKLTCQVEH
DGQPAVSKSHDLKVSAHPKEQGSNTAAENTGSNERNIYIVVG
VVCTLLVALLMAALYLVRIRQKKAQGSTSSTRLHEPEKNAR
EITQDTNDITYADLNLPKGKKPAPQAAEPNNHTEY ASIQTSPQ
PASEDTLTYADLDMVHLNRTPKQPAPKPEPSFSEYASVQVPR
K

hSIRPa-VaC1pC2a
(TmoceqoBaTEIHHOCTD

HYKJICOTHIOB)

57

ATGGAACCTGCCGGCCCTGCTCCTGGTAGACTGGGACCTC
TGCTGTGTCTGCTGCTGGCCGCCTCTTGTGCTTGGAGCGGA
GTGGCTGGCGAAGAGGAACTGCAAGTGATCCAGCCCGAC
AAGTCCGTGCTGGTGGCTGCTGGCGAGACTGCCACCCTGA
GATGTACCGCCACCTCCCTGATCCCCGTGGGCCCTATCCA
GTGGTTTAGAGGCGCTGGCCCTGGCAGAGAGCTGATCTAC
AACCAGAAAGAGGGCCACTTCCCCAGAGTGACCACCGTGT
CCGACCTGACCAAGCGGAACAACATGGACTTCTCCATCCG
GATCGGCAACATCACCCCTGCCGATGCCGGCACCTACTAC
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TGCGTGAAGTTCCGGAAGGGCTCCCCCGACGACGTGGAGT
TCAAATCCGGCGCTGGCACCGAGCTGTCTGTGCGGGCTAA
ACCTTCTGCCCCCGTGGTGTCTGGACCTGCCGTGCGAGCTA
CCCCTGAGCACACCGTGTCTTTTACCTGCGAGTCCCACGGC
TTCAGCCCTCGGGACATCACCCTGAAGTGGTTCAAGAACG
GCAACGAGCTGAGCGACTTCCAGACCAACGTGGACCCAGC
CGGCGACTCCGTGTCCTACTCCATCCACTCTACCGCCAGA
GTGGTGCTGACCAGAGGCGACGTGCACTCCCAAGTGATCT
GCGAGATCGCCCATATCACACTGCAGGGCGACCCCCTGAG
AGGCACCGCTAACCTGTCTGAGACAATCCGGGTGCCCCCC
ACCCTGGAAGTGACTCAGCAGCCAGTGCGGGCCGAGAAC
CAAGTGAACGTGACCTGCCAAGTGCGGAAGTTCTACCCCC
AGCGGCTGCAGCTGACCTGGCTGGAAAACGGCAATGTGTC
CCGGACCGAGACAGCCTCCACCGTGACCGAGAACAAGGA
TGGCACCTACAATTGGATGTCTTGGCTGCTCGTGAACGTGT
CCGCCCACCGGGACGATGTGAAGCTGACATGCCAGGTGGA
ACACGACGGCCAGCCTGCCGTGTCCAAGTCCCACGATCTG
AAGGTGTCCGCTCATCCCAAAGAGCAGGGCTCCAACACCG
CCGCTGAGAACACCGGCTCTAACGAGCGGAACATCTACAT
CGTCGTGGGCGTCGTGTGCACCCTGCTGGTGGCACTGCTG
ATGGCCGCTCTGTACCTCGTGCGGATCCGGCAGAAGAAGG
CCCAGGGCTCTACCTCCTCCACCAGACTGCACGAGCCCGA
GAAGAACGCCAGAGAGATCACCCAGGACACCAACGACAT
CACCTACGCCGACCTGAACCTGCCCAAGGGCAAGAAGCCT
GCCCCTCAGGCCGCCGAGCCTAACAACCACACCGAGTACG
CCTCCATCCAGACCAGCCCTCAGCCTGCCTCTGAGGACAC
CCTGACCTACGCTGATCTGGACATGGTGCACCTGAACCGG
ACCCCCAAGCAGCCAGCTCCTAAGCCCGAGCCTAGCTTCT
CTGAGTACGCCAGCGTGCAGGTGCCCCGGAAA

hSIRPa-VaC1BC2a
(TmoceqoBaTEIBHOCTD

AMHHOKHCIIOT)

58

MEPAGPAPGRLGPLLCLLLAASCAWSGVAGEEELQVIQPDKS
VLVAAGETATLRCTATSLIPVGPIQWFRGAGPGRELTYNQKE
GHFPRVTTVSDLTKRNNMDFSIRIGNITPADAGTYYCVKFRK
GSPDDVEFKSGAGTELSVRAKPSAPVVSGPAVRATPEHTVSF
TCESHGFSPRDITLKWFKNGNELSDFQTNVDPAGDSVSYSIHS
TARVVLTRGDVHSQVICEIAHITLQGDPLRGTANLSETIR VPP
TLEVTQQPVRAENQVNVTCQVRKFYPQRLQLTWLENGNVSR
TETASTVTENKDGTYNWMSWLLVNVSAHRDDVKLTCQVEH
DGQPAVSKSHDLKVSAHPKEQGSNTAAENTGSNERNIYIVVG
VVCTLLVALLMAALYLVRIRQKKAQGSTSSTRLHEPEKNAR
EITQDTNDITYADLNLPKGKKPAPQAAEPNNHTEYASIQTSPQ
PASEDTLTYADLDMVHLNRTPKQPAPKPEPSFSEYASVQVPR
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K

hSIRPa-VaClaC2B
(mocneaoBaTEIbHOCTD

HYKJICOTHIOB)

59

ATGGAACCTGCCGGCCCTGCTCCTGGTAGACTGGGACCTC
TGCTGTGTCTGCTGCTGGCCGCCTCTTGTGCTTGGAGCGGA
GTGGCTGGCGAAGAGGAACTGCAAGTGATCCAGCCCGAC
AAGTCCGTGCTGGTGGCTGCTGGCGAGACTGCCACCCTGA
GATGTACCGCCACCTCCCTGATCCCCGTGGGCCCTATCCA
GTGGTTTAGAGGCGCTGGCCCTGGCAGAGAGCTGATCTAC
AACCAGAAAGAGGGCCACTTCCCCAGAGTGACCACCGTGT
CCGACCTGACCAAGCGGAACAACATGGACTTCTCCATCCG
GATCGGCAACATCACCCCTGCCGATGCCGGCACCTACTAC
TGCGTGAAGTTCCGGAAGGGCTCCCCCGACGACGTGGAGT
TCAAATCCGGCGCTGGCACCGAGCTGTCTGTGCGGGCTAA
ACCTTCTGCCCCTGTGGTGTCTGGCCCTGCCGCTAGAGCTA
CCCCTCAGCACACCGTGTCTTTTACCTGCGAGTCCCACGGC
TTCAGCCCTCGGGACATCACCCTGAAGTGGTTCAAGAACG
GCAACGAGCTGAGCGACTTCCAGACCAACGTGGACCCTGT
GGGCGAGTCCGTGTCCTACTCCATCCACTCCACCGCCAAG
GTGGTGCTGACACGCGAGGACGTGCACTCCCAAGTGATCT
GCGAGGTGGCCCACGTGACACTGCAGGGCGATCCTCTGAG
AGGCACCGCCAACCTGTCCGAGACAATCAGAGTGCCCCCC
ACCCTGGAAGTGACCCAGCAGCCTATGAGAGCCGAGAAC
CAGGCCAACGTGACCTGCCAGGTGTCCAACTTCTACCCTC
GGGGCCTGCAGCTGACCTGGCTGGAAAACGGCAATGTGTC
CCGGACCGAGACAGCCTCCACCCTGATCGAGAACAAGGAT
GGCACCTACAATTGGATGTCCTGGCTGCTCGTGAACACCT
GTGCCCACCGGGACGATGTGGTGCTGACCTGTCAGGTGGA
ACACGATGGCCAGCAGGCCGTGTCCAAGTCCTACGCTCTG
GAAGTGTCCGCCCACCCCAAAGAGCAGGGCTCTAATACCG
CCGCTGAGAACACCGGCTCCAACGAGCGGAACATCTACAT
CGTCGTGGGCGTCGTGTGCACCCTGCTGGTGGCACTGCTG
ATGGCCGCTCTGTACCTCGTGCGGATCCGGCAGAAGAAGG
CTCAGGGCTCCACCTCCTCCACCAGACTGCACGAGCCTGA
GAAGAACGCCAGAGAGATCACCCAGGACACCAACGACAT
CACCTACGCCGACCTGAACCTGCCCAAGGGCAAGAAGCCT
GCCCCTCAGGCTGCCGAGCCTAACAACCACACCGAGTACG
CCTCCATCCAGACCAGCCCTCAGCCTGCCTCTGAGGACAC
CCTGACCTACGCTGATCTGGACATGGTGCACCTGAACCGG
ACCCCCAAGCAGCCAGCTCCTAAGCCCGAGCCTAGCTTCT
CTGAGTACGCCAGCGTGCAGGTGCCCCGGAAA
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hSIRPa-VaClaC2p
(mocnenoBaTEIbHOCTD

AMHHOKHCIIOT)

60

MEPAGPAPGRLGPLLCLLLAASCAWSGVAGEEELQVIQPDKS
VLVAAGETATLRCTATSLIPVGPIQWFRGAGPGRELIYNQKE
GHFPRVTTVSDLTKRNNMDFSIRIGNITPADAGTYYCVKFRK
GSPDDVEFKSGAGTELSVRAKPSAPVVSGPAARATPQHTVSF
TCESHGFSPRDITLK WFKNGNELSDFQTNVDPVGESVSYSIHS
TAKVVLTREDVHSQVICEVAHVTLQGDPLRGTANLSETIRVP
PTLEVTQQPMRAENQANVTCQVSNFYPRGLQLTWLENGNVS
RTETASTLIENKDGTYNWMSWLLVNTCAHRDDVVLTCQVE
HDGQQAVSKSYALEVSAHPKEQGSNTAAENTGSNERNIYIV
VGVVCTLLVALLMAALYLVRIRQKK AQGSTSSTRLHEPEKN
AREITQDTNDITY ADLNLPKGKKPAPQAAEPNNHTEYASIQT
SPQPASEDTLTYADLDMVHLNRTPKQPAPKPEPSFSEYASVQ
VPRK

SIRPaV1(P74A)
UYCITOBCKA
(TmoceqoBaTeIBHOCTD

HYKJICOTHIOB)

61

ATGGAGCCCGCCGGCCCGGLCCCCCGGCLCGCCTCGGGLLGC
TGCTCTGCCTGCTGCTCGCCGCGTCCTGCGCCTGGTCAGGA
GTGGCGGGTGAGGAGGAGCTGCAGGTGATTCAGCCTGAC
AAGTCCGTGTTGGTTGCAGCTGGAGAGACAGCCACTCTGC
GCTGCACTGCGACCTCTCTGATCCCTGTGGGGCCCATCCA
GTGGTTCAGAGGAGCTGGAGCAGGCCGGGAATTAATCTAC
AATCAAAAAGAAGGCCACTTCCCCCGGGTAACAACTGTTT
CAGACCTCACAAAGAGAAACAACATGGACTTTTCCATCCG
CATCGGTAACATCACCCCAGCAGATGCCGGCACCTACTAC
TGTGTGAAGTTCCGGAAAGGGAGCCCCGATGACGTGGAGT
TTAAGTCTGGAGCAGGCACTGAGCTGTCTGTGCGCGCCAA
ACCCTCTGCCCCCGTGGTATCGGGCCCTGCGGCGAGGGCC
ACACCTCAGCACACAGTGAGCTTCACCTGCGAGTCCCACG
GCTTCTCACCCAGAGACATCACCCTGAAATGGTTCAAAAA
TGGGAATGAGCTCTCAGACTTCCAGACCAACGTGGACCCC
GTAGGAGAGAGCGTGTCCTACAGCATCCACAGCACAGCCA
AGGTGGTGCTGACCCGCGAGGACGTTCACTCTCAAGTCAT
CTGCGAGGTGGCCCACGTCACCTTGCAGGGGGACCCTCTIT
CGTGGGACTGCCAACTTGTCTGAGACCATCCGAGTTCCAC
CCACCTTGGAGGTTACTCAACAGCCCGTGAGGGCAGAGAA
CCAGGTGAATGTCACCTGCCAGGTGAGGAAGTTCTACCCC
CAGAGACTACAGCTGACCTGGTTGGAGAATGGAAACGTGT
CCCGGACAGAAACGGCCTCAACCGTTACAGAGAACAAGG
ATGGTACCTACAACTGGATGAGCTGGCTCCTGGTGAATGT
ATCTGCCCACAGGGATGATGTGAAGCTCACCTGCCAGGTG
GAGCATGACGGGCAGCCAGCGGTCAGCAAAAGCCATGAC
CTGAAGGTCTCAGCCCACCCGAAGGAGCAGGGCTCAAATA
CCGCCGCTGAGAACACTGGATCTAATGAACGGAACATCTA
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TATTGTGGTGGGTGTGGTGTGCACCTTGCTGGTGGCCCTAC
TGATGGCGGCCCTCTACCTCGTCCGAATCAGACAGAAGAA
AGCCCAGGGCTCCACTTCTTCTACAAGGTTGCATGAGCCC
GAGAAGAATGCCAGAGAAATAACACAGGACACAAATGAT
ATCACATATGCAGACCTGAACCTGCCCAAGGGGAAGAAG
CCTGCTCCCCAGGCTGCGGAGCCCAACAACCACACGGAGT
ATGCCAGCATTCAGACCAGCCCGCAGCCCGCGTCGGAGGA
CACCCTCACCTATGCTGACCTGGACATGGTCCACCTCAAC
CGGACCCCCAAGCAGCCGGCCCCCAAGCCTGAGCCGTCCT
TCTCAGAGTACGCCAGCGTCCAGGTCCCGAGGAAG

SIRPaV1(P74A)
YCIIOBCKA
(TmoceqoBaTEIBHOCTD

AMUHOKHCIIOT)

62

MEPAGPAPGRLGPLLCLLLAASCAWSGVAGEEELQVIQPDKS
VLVAAGETATLRCTATSLIPVGPIQWFRGAGAGRELIYNQKE

GHFPRVTTVSDLTKRNNMDFSIRIGNITPADAGTYYCVKFRK

GSPDDVEFKSGAGTELSVRAKPSAPVVSGPAARATPQHTVSF
TCESHGFSPRDITLK WFKNGNELSDFQTNVDPVGESVSYSIHS
TAKVVLTREDVHSQVICEVAHVTLQGDPLRGTANLSETIRVP

PTLEVTQQPVRAENQVNVTCQVRKFYPQRLQLTWLENGNVS
RTETASTVTENKDGTYNWMSWLLVNVSAHRDDVKLTCQVE
HDGQPAVSKSHDLKVSAHPKEQGSNTAAENTGSNERNIYIVV
GVVCTLLVALLMAALYLVRIRQKK AQGSTSSTRLHEPEKNA

REITQDTNDITY ADLNLPK GKKPAPQAAEPNNHTEYASIQTSP
QPASEDTLTYADLDMVHLNRTPKQPAPKPEPSFSEYASVQVP
RK

KOHCTaHTHLIﬁ JOMCH
Karma YyeJI0BEKA
(TocIe0BaTCIBHOCTD

HYKJICOTH/IOB)

63

CGGACCGTGGCCGCTCCCTCCGTGTTCATCTTCCCACCTTC
CGACGAGCAGCTGAAGTCCGGCACCGCTTCTGTCGTGTGC
CTGCTGAACAACTTCTACCCCCGCGAGGCCAAGGTGCAGT
GGAAGGTGGACAACGCCCTGCAGTCCGGCAACTCCCAGG
AATCCGTGACCGAGCAGGACTCCAAGGACAGCACCTACTC
CCTGTCCTCCACCCTGACCCTGTCCAAGGCCGACTACGAG
AAGCACAAGGTGTACGCCTGCGAAGTGACCCACCAGGGC
CTGTCTAGCCCTGTGACCAAGTCCTTCAACCGGGGCGAGT
GC

KoHcTaHTHBIH JIOMCH

Kammna YyeJIOBEKA
(Oenxomas
MOCJICAOBATEILHOCTD)

64

RTVAAPSVFIFPPSDEQLKSGTASVVCLLNNFYPREAKVQWK
VDNALQSGNSQESVTEQDSKDSTYSLSSTLTLSKADYEKHKV
YACEVTHQGLSSPVTKSFNRGEC

KoHcTaHTHBICE ~ AOMCHBI
IgG4 YeJIOBEKA
(smouarommue  S228P)
(mocneaoBaTEIbHOCTD

HYKJICOTUZIOB)

65

GCTTCCACCAAGGGCCCCTCCGTGTITTCCTCTGGCCCCTTG
CTCCAGATCCACCTCCGAGTCTACCGCCGCTCTGGGCTGCC
TCGTGAAGGACTACTTCCCCGAGCCTGTGACAGTGTCCTG
GAACTCTGGCGCCCTGACCTCTGGCGTGCACACCTTTCCA
GCTGTGCTGCAGTCCTCCGGCCTGTACTCCCTGTCCAGCGT
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CGTGACAGTGCCCTCCAGCTCTCTGGGCACCAAGACCTAC
ACCTGTAACGTGGACCACAAGCCCTCCAACACCAAGGTGG
ACAAGCGGGTGGAATCTAAGTACGGCCCTCCCTGCCCTCC
TTGCCCAGCCCCTGAATTTCTGGGCGGACCTTCTGTGTTTC
TGTTCCCCCCAAAGCCCAAGGACACCCTGATGATCTCCCG
GACCCCCGAAGTGACCTGCGTGGTGGTGGATGTGTCCCAG
GAAGATCCCGAGGTGCAGTTCAATTGGTACGTGGACGGCG
TGGAAGTGCACAACGCCAAGACCAAGCCTAGAGAGGAAC
AGTTCAACTCCACCTACCGGGTGGTGTCCGTGCTGACCGT
GCTGCACCAGGATTGGCTGAACGGCAAAGAGTACAAGTG
CAAGGTGTCCAACAAGGGCCTGCCCAGCTCCATCGAAAAG
ACCATCTCCAAGGCCAAGGGCCAGCCCCGGGAACCCCAG
GTGTACACACTGCCTCCAAGCCAGGAAGAGATGACCAAG
AACCAGGTGTCCCTGACCTGTCTCGTGAAAGGCTTCTACC
CCTCCGATATCGCCGTGGAATGGGAGTCCAACGGCCAGCC
TGAGAACAACTACAAGACCACCCCCCCTGTGCTGGACTCC
GACGGCTCCTTCTTTCTGTACTCTCGCCTGACCGTGGACAA
GTCCCGGTGGCAGGAAGGCAACGTGTTCTCCTGCAGCGTG
ATGCACGAGGCCCTGCACAACCACTACACCCAGAAGTCCC
TGTCCCTGTCTCTGGGAAAA

KoHcTanTHblE  AOMEHBI
IgG4 YeIOBEKA
(Bxmrouaromue S228P)
(Genmxomas

TOCJICI0BATCIIBHOCTD)

66

ASTKGPSVFPLAPCSRSTSESTAALGCLVKDYFPEPVTVSWNS
GALTSGVHTFPAVLQSSGLYSLSSVVTVPSSSLGTKTYTCNV
DHKPSNTKVDKRVESKY GPPCPPCPAPEFLGGPSVFLFPPKPK
DTLMISRTPEVTCVVVDVSQEDPEVQFNWY VDGVEVHNAKT
KPREEQFNSTYRVVSVLTVLHQDWLNGKEYKCKVSNKGLPS
SIEKTISKAKGQPREPQVYTLPPSQEEMTKNQVSLTCLVKGFY
PSDIAVEWESNGQPENNYKTTPPVLDSDGSFFLYSRLTVDKS
RWQEGNVFSCSVMHEALHNHYTQKSLSLSLGK

Koncrantaeie  1OMCHEI
1gG2 YeJIOBEKA
(TmoceqoBaTEIBHOCTD

HYKJICOTHIOB)

67

GCTTCTACAAAGGGCCCCAGCGTGTTCCCTCTGGCTCCTTG
TAGCAGAAGCACCAGCGAGTCTACAGCCGCTCTGGGCTGT
CTGGTCAAGGACTACTTTCCCGAGCCTGTGACCGTGTCCTG
GAATAGCGGAGCACTGACAAGCGGCGTGCACACCTTTCCA
GCTGTGCTGCAAAGCTCCGGCCTGTACTCTCTGTCCAGCGT
GGTCACAGTGCCCAGCAGCAATTTTGGCACCCAGACCTAC
ACCTGTAATGTGGACCACAAGCCTAGCAACACCAAGGTGG
ACAAGACCGTGGAACGGAAGTGCTGCGTGGAATGCCCTCC
TTGTCCTGCTCCTCCAGTGGCTGGCCCTTCCGTGTTTCTGTT
CCCTCCAAAGCCTAAGGACACCCTGATGATCAGCAGAACC
CCTGAAGTGACCTGCGTGGTGGTGGATGTGTCCCACGAGG
ATCCTGAGGTGCAGTTCAATTGGTACGTGGACGGCGTGGA
AGTGCACAACGCCAAGACCAAGCCTAGAGAGGAACAGTT
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CAACAGCACCTTCAGAGTGGTGTCCGTGCTGACCGTGGTG
CATCAGGATTGGCTGAACGGCAAAGAGTACAAGTGCAAG
GTGTCCAACAAGGGCCTGCCTGCTCCTATCGAGAAAACCA
TCAGCAAGACCAAAGGCCAGCCTCGCGAGCCCCAGGTTTA
CACACTTCCTCCAAGCCGGGAAGAGATGACCAAGAACCA
GGTGTCCCTGACCTGCCTCGTGAAGGGCTTCTACCCCAGC
GACATCX:CCGTGGAATGGGAGAGCAATGGCCAGCCTGAG
AACAACTACAAGACCACACCTCCTATGCTGGACTCCGACG
GCTCATTCTTCCTGTACAGCAAGCTGACAGTGGACAAGTC
CAGATGGCAGCAGGGCAACGTGTTCTCCTGCAGCGTGATG
CACGAGGCCCTGCACAACCACTACACCCAGAAGTCCCTGT
CTCTGAGCCCCGGCAAA

Tac:
X1 = G, T

KoHcTaHTHRIC  JTOMCHBI

I1gG2 YyeIoBeKa
(benxomas
MOCJICAOBATEIBHOCTD)

68

ASTKGPSVFPLAPCSRSTSESTAALGCLVKDYFPEPVTVSWNS
GALTSGVHTFPAVLQSSGLYSLSSVVTVPSSNFGTQTYTCNV
DHKPSNTK VDK TVERK CCVECPPCPAPPVAGPSVFLFPPKPK
DTLMISRTPEVTCVVVDVSHEDPEVQFNWY VDGVEVHNAKT
KPREEQFNSTFRVVSVLTVVHQDWLNGKEYKCKVSNKGLPA
PIEKTISKTKGQPREPQVY TLPPSREEMTKNQVSLTCLVKGFY
PSDIX; VEWESNGQPENNYKTTPPMLDSDGSFFLYSKLTVDKS
RWQQGNVFSCSVMHEALHNHY TQKSLSLSPGK

rac:
X1 = A, S

CDR1 Tsokenol 1emu
40A
(Tmoceq0BaTCIBHOCTD

AMUHOKUCIIOT)

69

SYWMH

CDR2 TskenOH 1emH
40A
(TmoceqoBaTEIBHOCTD

AMUHOKHCIIOT)

70

ATYPVNNDTTYNQKFKG

CDR3 Tmmkeno 1memH
40A
(mocnenoBaTEIbHOCTD

AMHHOKHCIIOT)

71

SFYYSLDAAWFVY

CDRI1 nerxoit memu 40A
(mocneaoBaTEILHOCTD

AMHHOKHCIIOT)

72

RASQDIGSRLN
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CDR2 nerxoit memm 40A
(mocnenoBaTEIbHOCTD

AMHHOKHCIIOT)

73

ATSSLDS

CDR3 nerkoii nemu 40A
(ToCIeI0BATCIBHOCTD

AMHHOKHCIIOT)

74

LQYASSPFT

BapuabenpHas 0071acth
TDKETIOU LEITH
TYMaHH3HPOBAHHOTO
AHTHTEIA 40
(KOHCEHCYCHasA

MOCJICA0BATEILHOCTD)

75

EVQX:X;QSGAX; X X-KPGASVKXsSCKASGSTFTSY WMHWV
X7QXsPGQGLEWXoGATYPVNSDTTYNQKFK GX10X1, TX1,TVX
15X 1S X15STX16YMX 1-LSSLX 15X 1sEDX20AVY Y CX2RSFYYSLD
AAWFVYWGQGTX2:Xs:TVSS

TAac:
X:=F,L
X2=Q,R,V
X;=E,V
Xy=L,V
Xs=A KV
Xs=L M,V
X, =K.R
Xg=A. R T
Xo=1LM
Xi=K,R
Xu=AYV
Xp=L M
Xi3=D,V
X =K. T
Xi5=A,S,T
Xis=AV
X17=E, Q
Xis=R, T
X19=F,S
X0=S,T
Xu=AT
X»n=LT
X»=LV

BapuabenpHast obOmacts
JIETKOH e
TYMaHU3HPOBAHHOTO
AHTHTEIIA 40
(KoHCEHCYCHasA

TOCJICI0BATCIIBHOCTD)

76

DIQMTQSPSSLSASX,GX,RVX;ITCRASQDIGSRLNWLQQX,P
GKAXKRLIY ATSSLDSGVPXRFSGSX-SGXsXoX10X11LTISX 5
LQPEDFATYYCLQYASSPFTFGX1:GTKX 14EIX;s

Tac:
X1 = L, \Y
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X,=D.E
X3=S,T
Xe=K.T
Xs=1LP

Xs=K, S
X;=G,R
Xg=S§, T

Xo=D.E
Xiw=F,Y
X1n=S8,T
X1n=G,S
Xi3=G,Q
Xu=L.V
Xis=H,K

VH1 hSIRPo.40A
(TmoceqoBaTeIBHOCTD

HYKJICOTHIOB)

77

GAGGTGCAGTTCTTGCAGTCTGGTGCCGTGCTGGCTAGAC
CTGGAACCTCCGTGAAGATCTCCTGCAAGGCCTCCGGCTC
CACCTTCACCTCTTACTGGATGCACTGGGTCAAGCAGAGG
CCTGGACAGGGACTCGAATGGATCGGCGCTCTGTACCCTG
TGAACTCCGACACCACCTACAACCAGAAGTTCAAGGGCAG
AGCCAAGCTGACCGTGGCCACCTCTGCTTCTATCGCCTACC
TGGAATTTTCCAGCCTGACCAACGAGGACTCCGCCGTGTA
CTACTGCGCCCGGTCCTTCTACTACTCTCTGGACGCCGCTT
GGTTTGTGTACTGGGGCCAGGGAACTCTGGTGACCGTGTC
CTCT

VH1 hSIRPo.40A
(TocIe0BaTCIBHOCTD

AMUHOKHCJIOT)

78

EVQFLQSGAVLARPGTSVKISCKASGSTFTSY WMHW VKQRP
GQGLEWIGALYPVNSDTTYNQKFKGRAKLTVATSASIAYLEF
SSLTNEDSAVYYCARSFYYSLDAAWFVYWGQGTLVTVSS

VH2 hSIRPo.40A
(Tmoceq0BaTCIBHOCTD

HYKJICOTUIOB)

79

GAGGTGCAGCTGGTTCAGTCTGGCGCTGAGGTTGTGAAGC
CTGGCGCTTCCGTGAAGCTGTCCTGCAAGGCTTCTGGCTCC
ACCTTCACCAGCTACTGGATGCACTGGGTCAAGCAGGCCC
CTGGACAAGGCCTGGAATGGATCGGCGCTATCTACCCCGT
GAACTCCGACACCACCTACAACCAGAAGTTCAAGGGCAA
AGCTACCCTGACCGTGGACAAGTCTGCCTCCACCGCCTAC
ATGGAACTGTCCAGCCTGAGATCTGAGGACACCGCCGTGT
ACTACTGCACCCGGTCCTTCTACTACTCCCTGGACGCCGCT
TGGTTTGTGTATTGGGGCCAGGGAACACTGGTGACCGTGT
CCTCT

VH2 hSIRPo.40A
(mocnenoBaTEIbHOCTD

AMHHOKHCIIOT)

80

EVQLVQSGAEVVKPGASVKLSCKASGSTFTSYWMHW VKQA
PGQGLEWIGAIYPVNSDTTYNQKFKGKATLTVDKSASTAYM
ELSSLRSEDTAVYYCTRSFYYSLDAAWFVYWGQGTLVTVSS
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VH3 hSIRPo.40A
(mocnenoBaTEIbHOCTD

HYKJICOTHIOB)

81

GAGGTGCAGCTGAGACAGTCTGGCGCTGTGCTTGTGAAGC
CTGGCGCCTCCGTGAAGATGTCCTGCAAGGCTTCTGGCTC
CACCTTCACCAGCTACTGGATGCACTGGGTCAAGCAGACC
CCTGGACAGGGACTCGAGTGGATCGGCGCTATCTACCCTG
TGAACTCCGACACCACCTACAACCAGAAGTTCAAGGGCAA
AGCTACCCTGACCGTGGACAAGTCCTCCTCCACCGCTTAC
ATGCAGCTGTCCAGCCTGACCTCTGAGGACTCCGCCGTGT
ACTACTGCGCCCGGTCCTTCTACTACTCTCTGGACGCCGCT
TGGTTTGTGTACTGGGGCCAGGGCACAACCCTGACAGTGT
CCTCT

VH3 hSIRPo.40A
(TmoceqoBaTEIBHOCTD

AMUHOKHCIIOT)

82

EVQLRQSGAVLVKPGASVKMSCKASGSTFTSYWMHWVKQT
PGQGLEWIGAIYPVNSDTTYNQKFKGKATLTVDKSSSTAYM
QLSSLTSEDSAVYYCARSFYYSLDAAWFVYWGQGTTLTVSS

VH4 hSIRPo.40A
(TmoceqoBaTEIBHOCTD

HYKJICOTHIOB)

83

GAGGTGCAGTTCGTTCAGTCTGGCGCCGAAGTGAAGAAAC
CTGGCGCCTCTGTGAAGGTGTCCTGCAAGGCTTCTGGCTCC
ACCTTCACCAGCTACTGGATGCACTGGGTCCGACAGGCTC
CAGGACAAGGCTTGGAATGGATGGGCGCTATCTACCCCGT
GAACTCCGACACCACCTACAACCAGAAATTCAAGGGCAG
AGTGACCATGACCGTCGTGACCTCCACCTCCACCGTGTAC
ATGGAACTGTCCAGCCTGAGATCCGAGGACACCGCCGTGT
ACTACTGCGCCCGGTCCTTCTACTACTCTCTGGACGCCGCT
TGGTTTGTGTACTGGGGCCAGGGAACTCTGGTGACCGTGT
CCTCT

VH4 hSIRPo.40A
(mocnenoBaTEILHOCTD

AMHHOKHCIIOT)

84

EVQFVQSGAEVKKPGASVKVSCKASGSTFTSYWMHW VRQA
PGQGLEWMGAIYPVNSDTTYNQKFKGRVTMTVVTSTSTVY
MELSSLRSEDTAVYYCARSFYYSLDAAWFVYWGQGTLVTV
SS

VHS5 hSIRPo.40A
(Tmoceq0BaTCIBHOCTD

HYKJICOTUIOB)

85

GAGGTCCAGCTGCAACAGTCTGGTGCCGTGTTGGCTAAGC
CTGGCGCCTCCGTGAAGATGTCCTGCAAGGCTTCTGGCTC
CACCTTCACCAGCTACTGGATGCACTGGGTCAAGCAGAGG
CCTGGACAGGGACTCGAGTGGATCGGCGCTATCTACCCTG
TGAACTCCGACACCACCTACAACCAGAAGTTCAAGGGCAA
AGCTACCCTGACCGTGGACAAGTCCTCCTCCACCGCTTAC
ATGCAGCTGTCCAGCCTGACCTTCGAGGACTCCGCCGTGT
ACTACTGCGCCCGGTCCTTCTACTACTCTCTGGACGCCGCT
TGGTTTGTGTACTGGGGCCAGGGCACAACCCTGACAGTGT
CCTCT

VHS5 hSIRPo.40A
(mocneqoBaTEIbHOCTD

AMHHOKHCIIOT)

86

EVQLQQSGAVLAKPGASVKMSCKASGSTFTSYWMHWVKQR
PGQGLEWIGAIYPVNSDTTYNQKFKGKATLTVDKSSSTAYM
QLSSLTFEDSAVYYCARSFYYSLDAAWFVYWGQGTTLTVSS
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VH6 hSIRPo.40A
(mocnenoBaTEIbHOCTD

HYKJICOTUIOB)

87

GAGGTGCAGCTGGTTCAGTCTGGCGCCGAAGTGAAGAAAC
CTGGCGCCTCTGTGAAGGTGTCCTGCAAGGCTTCTGGCTCC
ACCTTCACCAGCTACTGGATGCACTGGGTCCGACAGGCTC
CAGGACAAGGCTTGGAATGGATGGGCGCTATCTACCCCGT
GAACTCCGACACCACCTACAACCAGAAATTCAAGGGCAG
AGTGACCATGACCGTGGACACCTCCACCAGCACCGTGTAC
ATGGAACTGTCCAGCCTGAGATCCGAGGACACCGCCGTGT
ACTACTGCGCCCGGTCCTTCTACTACTCTCTGGACGCCGCT
TGGTTTGTGTACTGGGGCCAGGGAACTCTGGTGACCGTGT
CCTCT

VH6 hSIRPo.40A
(TmoceqoBaTEIBHOCTD

AMUHOKHCIIOT)

88

EVQLVQSGAEVKKPGASVKVSCKASGSTFTSYWMHWVRQA
PGQGLEWMGAIYPVNSDTTYNQKFKGRVTMTVDTSTSTVY
MELSSLRSEDTAVYYCARSFYYSLDAAWFVYWGQGTLVTV
SS

VL1 hSIRPo.40A
(TmoceqoBaTEIBHOCTD

HYKJICOTHIOB)

89

GACATCCAGATGACCCAGTCTCCATCCTCTCTGTCCGCCTC
TGTGGGCGACAGAGTGACCATCACCTGTAGAGCCTCTCAG
GACATCGGCTCCAGACTGAACTGGCTGCAGCAGACCCCTG
GCAAGGCCATCAAGAGACTGATCTACGCCACCTCCAGCCT
GGATTCTGGCGTGCCCTCTAGATTCTCCGGCTCTAGATCTG
GCACCGACTTCTCCCTGACCATCTCTGGACTGCAGCCTGA
GGACTTCGCCACCTACTACTGTCTGCAGTACGCCAGCTCTC
CATTCACCTTTGGCGGAGGCACCAAGGTGGAAATCCAC

VL1 hSIRPo.40A
(mocneaoBaTEILHOCTD

AMHHOKHCIIOT)

90

DIQMTQSPSSLSASVGDRVTITCRASQDIGSRLNWLQQTPGK
AIKRLIYATSSLDSGVPSRFSGSRSGTDFSLTISGLQPEDFATY
YCLQYASSPFTFGGGTKVEIH

VL2 hSIRPa.40A
(Tmocea0BaTCIBHOCTD

HYKJICOTHIOB)

91

GACATCCAGATGACCCAGTCTCCATCCTCTCTGTCCGCCTC
TGTGGGCGACAGAGTGACCATCACCTGTAGAGCCTCTCAG
GACATCGGCTCCAGACTGAACTGGCTGCAGCAGAAGCCTG
GCAAGGCCATCAAGAGACTGATCTACGCCACCTCCAGCCT
GGATTCTGGCGTGCCCTCTAGATTCTCCGGCTCTAGATCTG
GCACCGACTTTACCCTGACAATCAGCTCCCTGCAGCCTGA
GGACTTCGCCACCTACTACTGTCTGCAGTACGCCTCCTCTC
CATTCACCTTTGGCCAGGGCACCAAGGTGGAAATCAAG

VL2 hSIRPo.40A
(TmoceqoBaTEIBHOCTD

AMUHOKHCIIOT)

92

DIQMTQSPSSLSASVGDRVTITCRASQDIGSRLNWLQQKPGK
AIKRLIYATSSLDSGVPSRFSGSRSGTDFTLTISSLQPEDFATY
YCLQY ASSPFTFGQGTKVEIK

VL3 hSIRPo.40A
(mocneaoBaTEIbHOCTD

HYKJICOTHIOB)

93

GACATCCAGATGACCCAGTCTCCATCCTCTCTGTCCGCCTC
TGTGGGCGACAGAGTGACCATCACCTGTAGAGCCTCTCAG
GACATCGGCTCCAGACTGAACTGGCTGCAGCAGAAGCCTG
GCAAGGCCATCAAGAGACTGATCTACGCCACCTCCAGCCT
GGATTCTGGCGTGCCCTCTAGATTCTCCGGCTCTAGATCTG
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GCACCGACTTTACCCTGACAATCAGCTCCCTGCAGCCTGA
GGACTTCGCCACCTACTACTGTCTGCAGTACGCCAGCTCTC
CATTCACCTTTGGCGGAGGCACCAAGCTGGAAATCAAG

VL3 hSIRPo.40A
(mocnenoBaTEILHOCTD

AMHHOKHCIIOT)

94

DIQMTQSPSSLSASVGDRVTITCRASQDIGSRLNWLQQKPGK
AIKRLIYATSSLDSGVPSRFSGSRSGTDFTLTISSLQPEDFATY
YCLQYASSPFTFGGGTKLEIK

VL4 hSIRPa.40A
(TocIeI0BaTCIBHOCTD

HYKJICOTHIOB)

95

GACATCCAGATGACCCAGTCTCCATCCTCTCTGTCCGCCTC
TGTGGGCGACAGAGTGACCATCACCTGTAGAGCCTCTCAG
GACATCGGCTCCAGACTGAACTGGCTGCAGCAGAAGCCTG
GCAAGGCCCCTAAGAGACTGATCTACGCCACCTCCAGCCT
GGATTCTGGCGTGCCCTCTAGATTCTCCGGCTCTGGCTCTG
GCACCGAGTTTACCCTGACAATCAGCTCCCTGCAGCCTGA
GGACTTCGCCACCTACTACTGTCTGCAGTACGCCAGCTCTC
CATTCACCTTTGGCGGAGGCACCAAGGTGGAAATCAAG

VL4 hSIRPo.40A
(TmoceqoBaTEIbHOCTD

AMUHOKHCIIOT)

96

DIQMTQSPSSLSASVGDRVTITCRASQDIGSRLNWLQQKPGK
APKRLIYATSSLDSGVPSRFSGSGSGTEFTLTISSLQPEDFATY
YCLQY ASSPFTFGGGTKVEIK

VL5 hSIRPo.40A
(mocnenoBaTEIbHOCTD

HYKJICOTHIOB)

97

GACATCCAGATGACCCAGTCTCCATCCTCTCTGTCCGCCTC
TGTGGGCGACAGAGTGACCATCACCTGTAGAGCCTCTCAG
GACATCGGCTCCAGACTGAACTGGCTGCAGCAGAAGCCTG
GCAAGGCCATCAAGAGACTGATCTACGCCACCTCCAGCCT
GGATTCTGGCGTGCCCAAGAGATTCTCCGGCTCTAGATCC
GGCTCCGACTATACCCTGACAATCAGCTCCCTGCAGCCTG
AGGACTTCGCCACCTACTACTGTCTGCAGTACGCCTCCTCT
CCATTCACCTTTGGCCAGGGCACCAAGGTGGAAATCAAG

VL5 hSIRPa.40A
(Tmocea0BaTCIBHOCTD

AMHHOKHCIIOT)

98

DIQMTQSPSSLSASVGDRVTITCRASQDIGSRLNWLQQKPGK
AIKRLIYATSSLDSGVPKRFSGSRSGSDYTLTISSLQPEDFATY
YCLQYASSPFTFGQGTKVEIK

VL6 hSIRPo.40A
(ToceqoBaTEIBHOCTD

HYKJICOTHIOB)

99

GACATCCAGATGACCCAGTCTCCATCCTCTCTGTCTGCTTC
CCTGGGCGAGAGAGTGTCCATCACCTGTAGAGCCTCTCAG
GACATCGGCTCCAGACTGAACTGGCTGCAGCAGAAGCCTG
GCAAGGCCATCAAGAGACTGATCTACGCCACCTCCAGCCT
GGATTCTGGCGTGCCCTCTAGATTCTCCGGCTCTAGATCTG
GCACCGACTTTACCCTGACAATCAGCTCCCTGCAGCCTGA
GGACTTCGCCACCTACTACTGTCTGCAGTACGCCAGCTCTC
CATTCACCTTTGGCGGAGGCACCAAGGTGGAAATCAAG

VL6 hSIRPo.40A
(mocneqoBaTEIbHOCTD

AMHHOKHCIIOT)

100

DIQMTQSPSSLSASLGERVSITCRASQDIGSRLNWLQQKPGKA
IKRLIYATSSLDSGVPSRFSGSRSGTDFTLTISSLQPEDFATYYC
LQYASSPFTFGGGTKVEIK
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VH wmpmmu hSIRPo.40A
(mocnenoBaTEIbHOCTD

HYKJICOTUIOB)

101

GAGGTTCAGTTCCAGCAGTCTGGGACTGTGCTGGCAAGGC
CAGGGACTTCAGTGAAGATGTCCTGCAAGGCTTCTGGCTC
CACCTTTACCAGCTACTGGATGCACTGGGTAAAACAGGGG
CCTGGACAGGGTCTGCAATGGATTGGCGCTATTTATCCTGT
AAATAATGATACTACCTATAATCAGAAGTTCAAGGGCAAG
GCCGAACTCACTGTAGTCACTTCCACCAGCACTGCCTACA
TGGAGGTCAGTAGTCTGACAAATGAGGACTCTGCGGTCTA
TTACTGTACAAGATCGTTCTACTATAGTCTCGACGCGGCCT
GGTTTGTTTACTGGGGCCAAGGGACTCTGGTCACTGTCTCT
GCA

VH wmpmnu hSIRPo.40A
(TmoceqoBaTEIBHOCTD

AMUHOKHCIIOT)

102

EVQFQQSGTVLARPGTSVKMSCKASGSTFTSYWMHWVKQG
PGQGLQWIGATYPVNNDTTYNQKFKGKAELTVVTSTSTAYM
EVSSLTNEDSAVYYCTRSFYYSLDAAWFVYWGQGTLVTVSA

VL wmpmuu hSIRPo.40A
(TmoceqoBaTEIBHOCTD

HYKJICOTHIOB)

103

GACATCCAGATGACCCAGTCTCCATCCTCCTTATCTGCCTC
TCTGGGAGAAAGAGTCAGTCTCACTTGTCGGGCAAGTCAG
GACATTGGTAGTAGGTTAAACTGGCTTCAGCAGGAACCAG
ATGGAACTATTAAACGCCTGATCTACGCCACATCCAGTTT
AGATTCTGGTGTCCCCAAAAGGTTCAGTGGCAGTAGGTCT
GGGTCAGATTATTCTCTCACCATCAGCGGCCTTGAGTCTGA
AGACTTTGTAGACTATTACTGTCTACAATATGCTAGTTCTC
CGTTCACGTTCGGAGGGGGGACCAAGCTGGAAATAAAC

VL wmpmm hSIRPo.40A
(mocneaoBaTeIbHOCTD

AMHHOKHCIIOT)

104

DIQMTQSPSSLSASLGERVSLTCRASQDIGSRLNWLQQEPDGT
IKRLIYATSSLDSGVPKRFSGSRSGSDY SLTISGLESEDFVDYY
CLQYASSPFTFGGGTKLEIN

Tsokenmass UCHb  MBIIIH
hSIRPo.40A
(Tmocea0BaTCIBHOCTD
AMHHOKHCIIOT,
KOHCTAHTHBIH JOOMCH
MO TYCPKHYT,

CHTHAJIBHBIN IIC NTHO HC

IMOKA3aH)

105

EVQFQQSGTVLARPGTSVKMSCKASGSTFTSYWMHWVKQG
PGQGLQWIGAIYPVNNDTTYNQKFKGKAELTVVTSTSTAYM
EVSSLTNEDSAVYYCTRSFYYSLDAAWFVYWGQGTLVTVSA
AKTTPPSVYPLAPGSAAQTNSMVTLGCLVKGYFPEPVTVTW
NSGSLSSGVHTFPAVLQSDLYTLSSSVTVPSSTWPSETVTCNV
AHPASSTKVDKKIVPRDCGCKPCICTVPEVSSVFIFPPKPKDV
LTITLTPKVTCVVVDISKDDPEVQFSWFVDDVEVHTAQTQPR
EEQFNSTFRSVSELPIMHQDWLNGKEFKCRVNSAAFPAPIEKT
ISKTKGRPK APQVY TIPPPKEQMAKDKVSL TCMITDFFPEDIT
VEWQWNGQPAENYKNTQPIMDTDGSYFVYSKLNVQKSNWE
AGNTFTCSVLHEGLHNHHTEKSLSHSPGK

Jlerkas 1memb  MBIIH
hSIRPa.40A
(mocneqoBaTEILHOCTD
AMHHOKHCIIOT,
KOHCTAHTHBIH JOMCH

MOTUEPKHY T,

106

DIQOMTQSPSSLSASLGERVSLTCRASQDIGSRLNWLQQEPDGT
IKRLIYATSSLDSGVPKRFSGSRSGSDY SLTISGLESEDFVDYY

CLQYASSPFTFGGGTKLEINRADAAPTVSIFPPSSEQLTSGGAS
VVCFLNNFYPKDINVKWKIDGSERONGVLNSWTDQDSKDST

YSMSSTLTLTKDEYERHNSYTCEATHKTSTSPIVKSENRNEC
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CHTHAJIBHBIN IIC OTHO HC

MOKA3aH)

rthSIRPa/Fc
(mocneaoBaTEILHOCTD

AMHHOKHCIIOT)

107

(GVAG)EEELQVIQPDKSVLVAAGETATLRCTATSLIPVGPIQ
WFRGAGPGRELIYNQKEGHFPRVTTVSDLTKRNNMDEFSIRIG
NITPADAGTYYCVKFRKGSPDDVEFKSGAGTELSVRAKPSAP
VVSGPAARATPQHTVSFTCESHGFSPRDITLKWFKNGNELSD
FQTNVDPVGESVSYSIHSTAKVVLTREDVHSQVICEVAHVTL
QGDPLRGTANLSETIRVPPTLEVTQQPVRAENQVNVTCQVRK
FYPQRLQLTWLENGNVSRTETASTVTENKDGTYNWMSWLL
VNVSAHRDDVKLTCQVEHDGQPAVSKSHDLKVSAHPKEQG
SNTAAENTGSNERIEGRMDPKSCDKTHTCPPCPAPELLGGPS
VFLFPPKPKDTLMISRTPEVTCVVVDVSHEDPEVKFNWY VDG
VEVHNAKTKPREEQYNSTYRVVSVLTVLHQDWLNGKEYKC
KVSNKALPAPIEKTISKAKGQPREPQVYTLPPSRDELTKNQVS
LTCLVKGFYPSDIAVEWESNGQPENNYKTTPPVLDSDGSFFL
YSKLTVDKSRWQOQGNVFSCSVMHEALHNHY TQKSLSLSPGK

rhSIRPy/Fc
(moceqoBaTEIHHOCTD

AMHHOKHCIIOT)

108

VLWFRGVGPGRELIYNQKEGHFPRVTTVSDLTKRNNMDFSIR
ISSITPADVGTYYCVKFRK GSPENVEFK SGPGTEMALGAKPS
APVVLGPAARTTPEHTVSFTCESHGFSPRDITLKWFKNGNELS
DFQTNVDPTGQSVAYSIRSTARVVLDPWDVRSQVICEVAHV
TLQGDPLRGTANLSEAIRVPPTLEVTQQPMRAGNQVNVTCQ
VRKFYPQSLQLTWLENGNVCQRETASTLTENKDGTYNWTS
WFLVNISDQRDDVVLTCQVKHDGQLAVSKRLALEVTVHQK
DQSSDATPGPASIEGRMDPKSCDK THTCPPCPAPELLGGPSVF
LFPPKPKDTLMISRTPEVTCVVVDVSHEDPEVKFNWYVDGV
EVHNAKTKPREEQYNSTYRVVSVLTVLHQDWLNGKEYKCK
VSNKALPAPIEK TISKAKGQPREPQVYTLPPSRDELTKNQVSL
TCLVKGFYPSDIAVEWESNGQPENNYKTTPPVLDSDGSFFLY
SKLTVDKSRWQQGNVFSCSVMHEALHNHY TQKSLSLSPGK

rthCD47/Fc
(TmoceqoBaTEIBHOCTD

AMUHOKUCIIOT)

109

QLLFNKTKSVEFTFCNDTVVIPCFVTNMEAQNTTEVY VKWK
FKGRDIYTFDGALNKSTVPTDFSSAKIEVSQLLKGDASLKMD
KSDAVSHTGNYTCEVTELTREGETIIELKYRVVSWFSPIEGRM
DPKSCDKTHTCPPCPAPELLGGPSVFLFPPKPKDTLMISRTPE
VTCVVVDVSHEDPEVKFNWY VDGVEVHNAKTKPREEQYNS
TYRVVSVLTVLHODWLNGKEYKCKVSNKALPAPIEKTISKA
KGQPREPQVYTLPPSRDELTKNQVSLTCLVKGFYPSDIAVEW
ESNGQPENNYKTTPPVLDSDGSFFLY SKLTVDKSRWQQGNV
FSCSVMHEALHNHYTQKSLSLSPGK

hSIRP-VyC1BC2p
(mocneaoBaTEIbHOCTD

HYKJICOTUZIOB)

110

ATGCCCGTGCCTGCCTCTTGGCCTCATCTGCCCAGCCCCTIT
TCTGCTGATGACCCTGCTGCTGGGCAGGCTGACAGGCGTG
GCAGGCGAAGAGGAACTGCAGATGATCCAGCCCGAGAAG
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CTGCTGCTCGTGACCGTGGGCAAGACCGCCACCCTGCACT
GCACCGTGACATCCCTGCTGCCTGTGGGACCCGTGCTGTG
GTTTAGAGGCGTGGGCCCTGGCAGAGAGCTGATCTACAAC
CAGAAAGAGGGCCACTTCCCCAGAGTGACCACCGTGTCCG
ACCTGACCAAGCGGAACAACATGGACTTCTCCATCCGGAT
CTCCAGCATCACCCCTGCCGACGTGGGCACCTACTACTGC
GTGAAGTTCCGGAAGGGCTCCCCCGAGAACGTGGAGTTCA
AGTCTGGCCCAGGCACCGAGATGGCCCTGGGCGCTAAACC
TTCTGCCCCTGTGGTGTCTGGACCTGCCGTGCGGGCTACCC
CTGAGCACACCGTGTCTTTTACCTGCGAGTCCCACGGCTTC
AGCCCTCGGGACATCACCCTGAAGTGGTTCAAGAACGGCA
ACGAGCTGTCCGACTTCCAGACCAACGTGGACCCTGCCGG
CGACTCCGTGTCCTACTCCATCCACTCTACCGCCAGAGTGG
TGCTGACCAGAGGCGACGTGCACTCCCAAGTGATCTGCGA
GATCGCCCATATCACACTGCAGGGCGACCCCCTGAGAGGC
ACCGCCAATCTGTCTGAGGCCATCAGAGTGCCCCCCACCC
TGGAAGTGACCCAGCAGCCTATGAGAGCCGAGAACCAGG
CCAACGTGACCTGTCAGGTGTCCAACTTCTACCCTCGGGG
CCTGCAGCTGACCTGGCTGGAAAACGGCAATGTGTCCCGG
ACCGAGACAGCCTCCACCCTGATCGAGAACAAGGACGGC
ACCTACAATTGGATGTCCTGGCTGCTCGTGAACACCTGTG
CCCACAGGGACGACGTGGTGCTGACATGCCAGGTGGAAC
ACGATGGCCAGCAGGCCGTGTCCAAGTCCTACGCCCTGGA
AATCTCCGCCCATCAGAAAGAGCACGGCTCCGATATCACC
CACGAGGCCGCTCTGGCTCCTACCGCTCCTCTGCTGGTGGC
TCTGCTGCTGGGACCTAAGCTGCTGCTGGTCGTGGGCGTG
TCCGCCATCTACATCTGCTGGAAGCAGAAGGCCTGA

hSIRP-VyC1BC2pB
(TmoceaoBaTCIBHOCTD

AMUHOKUCJIOT)

111

MPVPASWPHLPSPFLLMTLLLGRLTGVAGEEELQMIQPEKLL
LVTVGKTATLHCTVTSLLPVGPVLWFRGVGPGRELIYNQKE
GHFPRVTTVSDLTKRNNMDFSIRISSITPADVGTYYCVKFRKG
SPENVEFKSGPGTEMALGAKPSAPVVSGPAVRATPEHTVSFT
CESHGFSPRDITLK WFKNGNELSDFQTNVDPAGDSVSYSIHST
ARVVLTRGDVHSQVICEIAHITLQGDPLRGTANLSEAIRVPPT
LEVTQQPMRAENQANVTCQVSNFYPRGLQLTWLENGNVSR
TETASTLIENKDGTYNWMSWLLVNTCAHRDDVVLTCQVEH
DGQQAVSKSYALEISAHQKEHGSDITHEAALAPTAPLLVALL
LGPKLLLVVGVSATYICWKQKA

hSIRP-VBC1yC2pB
(mocneq0BaTEIbHOCTD

HYKJICOTUIOB)

112

ATGCCCGTGCCTGCCTCTTGGCCTCATCTGCCCAGCCCCTT
TCTGCTGATGACCCTGCTGCTGGGCAGGCTGACAGGCGTG
GCAGGCGAAGATGAGCTGCAAGTGATCCAGCCCGAGAAG
TCCGTGTCTGTGGCCGCTGGCGAGTCTGCCACCCTGAGAT
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GCGCTATGACCTCCCTGATCCCCGTGGGCCCCATCATGTG
GTTTAGAGGCGCTGGCGCTGGCAGAGAGCTGATCTACAAC
CAGAAAGAGGGCCACTTCCCCAGAGTGACCACCGTGTCCG
AGCTGACCAAGCGGAACAACCTGGACTTCTCCATCTCCAT
CAGCAACATCACCCCTGCCGACGCCGGCACCTACTACTGC
GTGAAGTTCCGGAAGGGCTCCCCCGACGACGTGGAGTTCA
AATCCGGCGCTGGAACCGAGCTGTCCGTGCGGGCTAAACC
TTCTGCCCCTGTGGTGCTGGGACCTGCCGCTAGAACCACC
CCTGAGCACACCGTGTCTTTTACCTGCGAGTCCCACGGCTT
CAGCCCTCGGGACATCACCCTGAAGTGGTTCAAGAACGGC
AACGAGCTGAGCGACTTCCAGACCAACGTGGACCCTACCG
GCCAGTCCGTGGCCTACTCCATCAGATCCACCGCCAGAGT
GGTGCTGGACCCTTGGGATGTGCGGTCCCAAGTGATCTGC
GAGGTGGCCCATGTGACACTGCAGGGCGATCCTCTGAGAG
GCACCGCCAATCTGTCTGAGGCCATCAGAGTGCCCCCCAC
CCTGGAAGTGACCCAGCAGCCTATGAGAGCCGAGAACCA
GGCCAACGTGACCTGCCAGGTGTCCAACTTCTACCCTCGG
GGCCTGCAGCTGACCTGGCTGGAAAACGGCAATGTGTCCC
GGACCGAGACAGCCTCCACCCTGATCGAGAACAAGGATG
GCACCTACAATTGGATGTCCTGGCTGCTCGTGAACACCTG
TGCCCACCGGGATGACGTGGTGCTGACTTGTCAGGTGGAA
CACGACGGCCAGCAGGCCGTGTCCAAGTCCTACGCCCTGG
AAATCTCCGCCCATCAGAAAGAGCACGGCTCCGATATCAC
CCACGAGGCCGCTCTGGCTCCTACCGCTCCTCTGCTGGTGG
CTCTGCTGCTGGGACCTAAGCTGCTGCTGGTCGTGGGCGT
GTCCGCCATCTACATCTGCTGGAAGCAGAAGGCCTGA

hSIRP-VBC1yC2pB
(Tmocea0BaTCIBHOCTD

AMUHOKUCIIOT)

113

MPVPASWPHLPSPFLLMTLLLGRLTGVAGEDELQVIQPEKSV
SVAAGESATLRCAMTSLIPVGPIMWFRGAGAGRELIYNQKEG
HFPRVTTVSELTKRNNLDFSISISNITPADAGTYYCVKFRKGSP
DDVEFKSGAGTELSVRAKPSAPVVLGPAARTTPEHTVSFTCE
SHGFSPRDITLK WFKNGNELSDFQTNVDPTGQSVAYSIRSTA
RVVLDPWDVRSQVICEVAHVTLQGDPLRGTANLSEAIRVPPT
LEVTQQPMRAENQANVTCQVSNFYPRGLQLTWLENGNVSR
TETASTLIENKDGTYNWMSWLLVNTCAHRDDVVLTCQVEH
DGQQAVSKSYALEISAHQKEHGSDITHEAALAPTAPLLVALL
LGPKLLLVVGVSATYICWKQKA

hSIRP-VBC1BC2y
(mocneqoBaTEIbHOCTD

HYKJICOTHIOB)

114

ATGCCCGTGCCTGCCTCTTGGCCTCATCTGCCCAGCCCCTT
TCTGCTGATGACCCTGCTGCTGGGCAGGCTGACAGGCGTG
GCAGGCGAAGATGAGCTGCAAGTGATCCAGCCCGAGAAG
TCCGTGTCTGTGGCCGCTGGCGAGTCTGCCACCCTGAGAT
GCGCTATGACCTCCCTGATCCCCGTGGGCCCCATCATGTG
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GTTTAGAGGCGCTGGCGCTGGCAGAGAGCTGATCTACAAC
CAGAAAGAGGGCCACTTCCCCAGAGTGACCACCGTGTCCG
AGCTGACCAAGCGGAACAACCTGGACTTCTCCATCTCCAT
CAGCAACATCACCCCTGCCGACGCCGGCACCTACTACTGC
GTGAAGTTCCGGAAGGGCTCCCCCGACGACGTGGAGTTCA
AATCCGGCGCTGGAACCGAGCTGTCCGTGCGGGCTAAACC
TTCTGCCCCTGTGGTGTCTGGACCTGCTGTGCGCGCTACCC
CTGAGCACACCGTGTCTTTTACCTGCGAGTCCCACGGCTTC
AGCCCTCGGGACATCACCCTGAAGTGGTTCAAGAACGGCA
ACGAGCTGAGCGACTTCCAGACCAACGTGGACCCTGCCGG
CGACTCCGTGTCCTACTCCATCCACTCTACCGCCAGAGTGG
TGCTGACCAGAGGCGACGTGCACTCCCAAGTGATCTGCGA
GATCGCCCATATCACACTGCAGGGCGACCCCCTGAGAGGC
ACCGCCAATCTGTCTGAGGCCATCAGAGTGCCCCCCACCC
TGGAAGTGACCCAGCAGCCTATGAGAGTGGGCAACCAAG
TGAACGTGACCTGCCAAGTGCGGAAGTTCTACCCCCAGTC
CCTGCAGCTGACTTGGAGCGAGAATGGCAACGTGTGCCAG
AGAGAGACAGCCTCCACCCTGACCGAGAACAAGGACGGA
ACCTACAACTGGACCTCCTGGTTCCTCGTGAACATCTCCGA
CCAGCGGGACGACGTGGTGCTGACATGCCAAGTGAAGCA
CGATGGACAGCTGGCCGTGTCCAAGCGGCTGGCTCTGGAA
GTGACAGTGCACCAGAAAGAGCACGGCTCCGACATCACCC
ACGAGGCCGCTCTGGCTCCTACAGCTCCTCTGCTGGTGGCT
CTGCTGCTGGGACCTAAGCTGCTGCTGGTCGTGGGCGTGT
CCGCCATCTACATCTGCTGGAAGCAGAAGGCCTGA

hSIRP-VBC1BC2y
(Tmocea0BaTCIBHOCTD

AMHHOKHCIIOT)

115

MPVPASWPHLPSPFLLMTLLLGRLTGVAGEDELQVIQPEKSV
SVAAGESATLRCAMTSLIPVGPIMWFRGAGAGRELIYNQKEG
HFPRVTTVSELTKRNNLDFSISISNITPADAGTYYCVKFRKGSP
DDVEFKSGAGTELSVRAKPSAPVVSGPAVRATPEHTVSFTCE
SHGFSPRDITLK WFKNGNELSDFQTNVDPAGDSVSYSIHSTA
RVVLTRGDVHSQVICEIAHITLQGDPLRGTANLSEAIRVPPTL
EVTQQPMRVGNQVNVTCQVRKFYPQSLQLTWSENGNVCQR
ETASTLTENKDGTYNWTSWFLVNISDQRDDVVLTCQVKHDG
QLAVSKRLALEVTVHQKEHGSDITHEAALAPTAPLLVALLLG
PKLLLVVGVSAIYICWKQKA

SIRPBL yeIOBEKa
(TmocneqoBaTEIbHOCTD

HYKJICOTHIOB)

116

ATGCCTGTGCCTGCCTCTTGGCCTCATCTGCCCTCTCCATT
TCTGCTGATGACCCTGCTGCTGGGCAGACTGACAGGTGTT
GCTGGCGAAGAGGAACTGCAAGTGATCCAGCCTGACAAG
AGCATCTCTGTGGCCGCTGGCGAATCTGCCACACTGCACT
GTACCGTGACATCTCTGATCCCTGTGGGCCCCATCCAGTG
GTTTAGAGGTGCTGGACCTGGCAGAGAGCTGATCTACAAC
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CAGAAAGAGGGACACTTCCCCAGAGTGACCACCGTGTCCG
ACCTGACCAAGCGGAACAACATGGACTTCAGCATCCGGAT
CAGCAACATCACCCCTGCCGATGCCGGCACCTACTACTGC
GTGAAGTTCAGAAAGGGCAGCCCCGACCACGTCGAGTTTA
AAAGCGGAGCCGGCACAGAGCTGAGCGTGCGGGCTAAAC
CTTCTGCTCCTGTGGTGTCTGGACCAGCCGCTAGAGCTACA
CCTCAGCACACCGTGTCTTTTACCTGCGAGAGCCACGGCTT
CAGCCCCAGAGATATCACCCTGAAGTGGTTCAAGAACGGC
AACGAGCTGTCCGACTTCCAGACCAATGTGGACCCAGCCG
GCGATAGCGTGTCCTACAGCATTCACAGCACCGCCAAGGT
GGTGCTGACCCGGGAAGATGTGCACAGCCAAGTGATTTGC
GAGGTGGCCCACGTTACCCTGCAAGGCGATCCTCTGAGAG
GAACCGCCAACCTGAGCGAGACAATCCGGGTGCCACCTAC
ACTGGAAGTGACCCAGCAGCCTGTGCGGGCCGAGAATCA
AGTGAACGTGACCTGCCAAGTGCGGAAGTTCTACCCTCAG
AGACTGCAGCTGACCTGGCTGGAAAACGGCAATGTGTCCC
GGACCGAGACAGCCAGCACACTGACCGAGAACAAGGATG
GCACCTACAATTGGATGAGCTGGCTGCTGGTCAATGTGTC
TGCCCACCGGGACGATGTGAAGCTGACATGCCAGGTGGAA
CACGATGGCCAGCCTGCCGTGTCTAAGAGCCACGACCTGA
AGGTGTCCGCTCATCCCAAAGAGCAGGGCAGCAATACTGC
CCCTGGACCTGCTCTTGCTTCTGCCGCTCCTCTGCTGATCG
CCTTTCTGCTGGGACCTAAGGTGCTGCTGGTTGTGGGAGT
GTCCGTGATCTACGTGTACTGGAAGCAGAAGGCC

SIRPBL YEJI0BCKA
(TmocIe0BaTCIBHOCTD

AMUHOKHCJIOT)

117

MPVPASWPHLPSPFLLMTLLLGRLTGVAGEEELQVIQPDKSIS
VAAGESATLHCTVTSLIPVGPIQWFRGAGPGRELIYNQKEGH
FPRVTTVSDLTKRNNMDFSIRISNITPADAGTYYCVKFRKGSP
DHVEFKSGAGTELSVRAKPSAPVVSGPAARATPQHTVSFTCE
SHGFSPRDITLK WFKNGNELSDFQTNVDPAGDSVSYSIHSTA
KVVLTREDVHSQVICEVAHVTLQGDPLRGTANLSETIRVPPT
LEVTQQPVRAENQVNVTCQVRKFYPQRLQLTWLENGNVSRT
ETASTLTENKDGTYNWMSWLLVNVSAHRDDVKLTCQVEHD
GQPAVSKSHDLKVSAHPKEQGSNTAPGPALASAAPLLIAFLL
GPKVLLVVGVSVIYVYWKQKA

KoHcTaHTHBICE ~ AOMCHBI
IgG1 YeIOBEKA
(TmocneqoBaTEIbHOCTD

HYKJICOTHIOB)

118

GCCAGCACCAAGGGCCCATCGGTCTTCCCCCTGGCACCCT
CCTCCAAGAGCACCTCTGGGGGCACAGCGGCCCTGGGCTG
CCTGGTCAAGGACTACTTCCCCGAACCGGTGACGGTGTCG
TGGAACTCAGGCGCCCTGACCAGCGGCGTGCACACCTTCC
CGGCTGTCCTACAGTCCTCAGGACTCTACTCCCTCAGCAGC
GTGGTGACCGTGCCCTCCAGCAGCTTGGGCACCCAGACCT
ACATCTGCAACGTGAATCACAAGCCCAGCAACACCAAGGT
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GGACAAGAAAGTTGAGCCCAAATCTTGTGACAAAACTCAC
ACATGCCCACCGTGCCCAGCACCTGAACTCCTGGGGGGAC
CGTCAGTCTTCCTCTTCCCCCCAAAACCCAAGGACACCCTC
ATGATCTCCCGGACCCCTGAGGTCACATGCGTGGTGGTGG
ACGTGAGCCACGAAGACCCTGAGGTCAAGTTCAACTGGTA
CGTGGACGGCGTGGAGGTGCATAATGCCAAGACAAAGCC
GCGGGAGGAGCAGTACAACAGCACGTACCGGGTGGTCAG
CGTCCTCACCGTCCTGCACCAGGACTGGCTGAATGGCAAG
GAGTACAAGTGCAAGGTCTCCAACAAAGCCCTCCCAGCCC
CCATCGAGAAAACCATCTCCAAAGCCAAAGGGCAGCCCC
GAGAACCACAGGTGTACACCCTGCCCCCATCCCGGGATGA
GCTGACCAAGAACCAGGTCAGCCTGACCTGCCTGGTCAAA
GGCTTCTATCCCAGCGACATCGCCGTGGAGTGGGAGAGCA
ATGGGCAGCCGGAGAACAACTACAAGACCACGCCTCCCGT
GCTGGACTCCGACGGCTCCTTCTTCCTCTACAGCAAGCTCA
CCGTGGACAAGAGCAGGTGGCAGCAGGGGAACGTCTTCTC
ATGCTCCGTGATGCATGAGGCTCTGCACAACCACTACACG
CAGAAGAGCCTCTCCCTGTCTCCGGGTAAA

KoHcTaHTHBIE  TOMCHBI
IgG1 YeJIOBEKA
(mocneaoBaTeILHOCTD

AMHHOKHCIIOT)

119

ASTKGPSVFPLAPSSKSTSGGTAALGCLVKDYFPEPVTVSWN
SGALTSGVHTFPAVLQSSGLYSLSSVVTVPSSSLGTQTYICNV
NHKPSNTKVDKKVEPKSCDKTHTCPPCPAPELLGGPSVFLFPP
KPKDTLMISRTPEVTCVVVDVSHEDPEVKFNWYVDGVEVHN
AKTKPREEQYNSTYRVVSVLTVLHQDWLNGKEYKCKVSNK
ALPAPIEKTISKAKGQPREPQVYTLPPSRDELTKNQVSLTCLV
KGFYPSDIAVEWESNGQPENNYKTTPPVLDSDGSFFLYSKLT
VDKSRWQQGNVFSCSVMHEALHNHY TQKSLSLSPGK

KoHCcTaHTHBIC  AOMCHBI
IgG1 MBIIIH
(Tmoceq0BaTCIBHOCTD

AMUHOKUCIIOT)

120

AKTTPPSVYPLAPGCGDTTGSSVILGCLVKGYFPESVTVTWN
SGSLSSSVHTFPALLQSGLYTMSSSVTVPSSTWPSQTVTCSVA
HPASSTTVDKKLEPSGPISTINPCPPCKECHK CPAPNLEGGPSV
FIFPPNIKDVLMISLTPKVTCVVVDVSEDDPDVQISWFVNNVE
VHTAQTQTHREDYNSTIRVVSTLPIQHQDWMSGKEFKCKVN
NKDLPSPIERTISKIK GLVRAPQVYILPPPAEQLSRKDVSLTCL

VVGFNPGDISVEWTSNGHTEENYKDTAPVLDSDGSYFIYSKL
NMKTSKWEKTDSFSCNVRHEGLKNYYLKKTISRSPGK

KoHcTranTHBIH JIOMCH

Karra MBIIITH
(TmocneaoBaTeIBHOCTD

AMHHOKHCIIOT)

121

RADAAPTVSIFPPSSEQLTSGGASVVCFLNNFYPKDINVKWKI
DGSERQNGVLNSWTDQDSKDSTYSMSSTLTLTKDEYERHNS
YTCEATHKTSTSPIVKSFNRNEC

KoucrantHeiec  IOMCHEI
IgG2 4yenomeka, MyTaHT

V234A-G237A-P238S-

122

ASTKGPSVFPLAPCSRSTSESTAALGCLVKDYFPEPVTVSWNS
GALTSGVHTFPAVLQSSGLYSLSSVVTVPSSNFGTQTYTCNV
DHKPSNTKVDKTVERKCCVECPPCPAPPAAASSVFLFPPKPK
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H268A-V309L-A330S-
P331S (Sigma)
(mocneaoBaTeIbHOCTD

AMHHOKUCIIOT)

DTLMISRTPEVTCVVVDVSAEDPEVQFNWY VDGVEVHNAKT
KPREEQFNSTFRVVSVLTVLHQDWLNGKEYKCKVSNKGLPS
SIEKTISKTKGQPREPQVYTLPPSREEMTKNQVSLTCLVKGFY
PSDIX; VEWESNGQPENNYKTTPPMLDSDGSFFLYSKLTVDKS
RWQQGNVFSCSVMHEALHNHY TQKSLSLSPGK

rac:
X = A, S

KoHcTanTHBIE  JOMEHBI
IgG1 uyenomeka, MyTaHT
L234A-L235A
(TmoceqoBaTEIBHOCTD

AMUHOKHCIIOT)

123

ASTKGPSVFPLAPSSKSTSGGTAALGCLVKDYFPEPVTVSWN
SGALTSGVHTFPAVLQSSGLYSLSSVVTVPSSSLGTQTYICNV
NHKPSNTKVDKKVEPKSCDKTHTCPPCPAPEAAGGPSVFLFP
PKPKDTLMISRTPEVTCVVVDVSHEDPEVKFNWYVDGVEVH
NAKTKPREEQYNSTYRVVSVLTVLHODWLNGKEYKCKVSN
KALPAPIEKTISKAKGQPREPQVYTLPPSRDELTKNQVSLTCL
VKGFYPSDIAVEWESNGQPENNYKTTPPVLDSDGSFFLYSKL
TVDKSRWQQGNVFSCSVMHEALHNHYTQKSLSLSPGK

KoHcTaHTHBIE  AOMEHBI
IgG1 uyenomeka, mMyTaHT
L234A-L235A-P329G
(mocea0BaTEIBHOCTH

HYKJICOTHIOB)

124

GCTAGCACAAAGGGCCCTAGTGTGTTTCCTCTGGCTCCCTC
TTCCAAATCCACTTCTGGTGGCACTGCTGCTCTGGGATGCC
TGGTGAAGGATTACTTTCCTGAACCTGTGACTGTCTCATGG
AACTCTGGTGCTCTGACTTCTGGTGTCCACACTTTCCCTGC
TGTGCTGCAGTCTAGTGGACTGTACTCTCTGTCATCTGTGG
TCACTGTGCCCTCTTCATCTCTGGGAACCCAGACCTACATT
TGTAATGTGAACCACAAACCATCCAACACTAAAGTGGACA
AAAAAGTGGAACCCAAATCCTGTGACAAAACCCACACCTG
CCCACCTTGTCCGGCGCCTGAAGCGGCGGGAGGACCTTCT
GTGTTTCTGTTCCCCCCCAAACCAAAGGATACCCTGATGAT
CTCGCGAACCCCTGAGGTGACATGTGTGGTGGTGGATGTG
TCTCATGAGGACCCCGAAGTCAAATTTAATTGGTATGTCG
ACGGCGTCGAGGTGCATAATGCCAAAACCAAGCCTAGAG
AGGAACAGTACAATTCAACCTACAGAGTCGTCAGTGTGCT
GACTGTGCTGCATCAGGATTGGCTGAATGGCAAGGAATAC
AAGTGTAAAGTCTCAAACAAGGCCCTGGGAGCTCCAATTG
AGAAAACAATCTCAAAGGCCAAAGGACAGCCTAGGGAAC
CCCAGGTCTACACCCTGCCACCTTCGAGAGACGAACTGAC
CAAAAACCAGGTGTCCCTGACATGCCTGGTCAAAGGCTTC
TACCCTTCTGACATTGCTGTGGAGTGGGAGTCAAATGGAC
AGCCTGAGAACAACTACAAAACAACCCCCCCTGTGCTGGA
TTCTGATGGCTCTTTCTTTCTGTACTCCAAACTGACTGTGG
ACAAGTCTAGATGGCAGCAGGGGAATGTCTTTTCTTGCTC
TGTCATGCATGAGGCTCTGCATAACCACTACACTCAGAAA
TCCCTGTCTCTGTCTCCCGGGAAA
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KoHcTanTHBIE  AOMEHBI
IgG1 dyenomeka, MyTaHT
L234A-L235A-P329G
(mocneaoBaTEILHOCTD

AMHHOKHCIIOT)

125

ASTKGPSVFPLAPSSKSTSGGTAALGCLVKDYFPEPVTVSWN
SGALTSGVHTFPAVLQSSGLYSLSSVVTVPSSSLGTQTYICNV
NHKPSNTKVDKKVEPKSCDKTHTCPPCPAPEAAGGPSVFLFP
PKPKDTLMISRTPEVTCVVVDVSHEDPEVKFNWY VDGVEVH
NAKTKPREEQYNSTYRVVSVLTVLHQDWLNGKEYKCKVSN
KALGAPIEKTISKAKGQPREPQVYTLPPSRDELTKNQVSLTCL
VKGFYPSDIAVEWESNGQPENNYKTTPPVLDSDGSFFLYSKL
TVDKSRWQQGNVFSCSVMHEALHNHY TQKSLSLSPGK

KoHcTaHTHBIC ~ AOMCHBI
IgG1 uyenomeka, MyTaHT
N297Q
(TmoceqoBaTEIBHOCTD

AMUHOKHCIIOT)

126

ASTKGPSVFPLAPSSKSTSGGTAALGCLVKDYFPEPVTVSWN
SGALTSGVHTFPAVLQSSGLYSLSSVVTVPSSSLGTQTYICNV
NHKPSNTKVDKKVEPKSCDKTHTCPPCPAPELLGGPSVFLFPP
KPKDTLMISRTPEVICVVVDVSHEDPEVKFNWY VDGVEVHN
AKTKPREEQYQSTYRVVSVLTVLHQDWLNGKEYKCKVSNK
ALPAPIEKTISKAKGQPREPQVYTLPPSRDELTKNQVSLTCLV
KGFYPSDIAVEWESNGQPENNYKTTPPVLDSDGSFFLYSKLT
VDKSRWQOQGNVFSCSVMHEALHNHYTQKSLSLSPGK

KoHcTaHTHBIE  AOMEHBI
IgG4 denomeka, MyTaHT
S228P-N297Q
(mocneqoBaTEILHOCTD

AMHHOKHCIIOT)

127

ASTKGPSVFPLAPCSRSTSESTAALGCLVKDYFPEPVTVSWNS
GALTSGVHTFPAVLQSSGLYSLSSVVTVPSSSLGTKTYTCNV
DHKPSNTKVDKRVESKY GPPCPPCPAPEFLGGPSVFLFPPKPK
DTLMISRTPEVTCVVVDVSQEDPEVQFNWY VDGVEVHNAKT
KPREEQFQSTYRVVSVLTVLHQDWLNGKEYKCKVSNKGLPS
SIEKTISKAKGQPREPQVYTLPPSQEEMTKNQVSLTCLVKGFY
PSDIAVEWESNGQPENNYKTTPPVLDSDGSFFLYSRLTVDKS
RWQEGNVFSCSVMHEALHNHYTQKSLSLSLGK

VH 18D5
(TmocIe0BaTCIBHOCTD

AMUHOKHCJIOT)

128

QVQLQQPGAELVRPGSSVKLSCKASGYTFTSYWVHWVKQR
PIQGLEWIGNIDPSDSDTHYNQKFKDKASLTVDKSSSTAYMQ
LSSLTFEDSAVYYCVRGGTGTMAWFAYWGQGTLVTVSA

VL 18D5
(Tmoceq0BaTCIBHOCTD

AMUHOKHCIIOT)

129

DVVMTQTPLSLPVSLGDQASISCRSSQSLVHSYGNTYLYWYL
QKPGQSPKLLIYRVSNRFSGVPDRFSGSGSGTDFTLKISRVEA
EDLGVYFCFQGTHVPYTFGSGTKLEIK

VH KWAR23
(TmoceqoBaTEIBHOCTD

AMUHOKUCIIOT)

130

EVQLQQSGAELVKPGASVKLSCTASGFNIKDYYTHWVQQRT
EQGLEWIGRIDPEDGETKY APKFQDKATITADTSSNTAYLHL
SSLTSEDTAVYYCARWGAYWGQGTLVTVSS

VL KWAR23
(TmoceqoBaTEIBHOCTD

AMHHOKHCIIOT)

131

QIVLTQSPAIMSASPGEKVTLTCSASSSVSSSYLYWYQQKPGS
SPKLWIYSTSNLASGVPARFSGSGSGTSYSLTISSMEAEDAAS
YFCHQWSSYPRTFGAGTKLELK

rthSIRPa-HIS
(mocneqoBaTEIbHOCTD

AMHHOKHCIIOT)

132

MEPAGPAPGRLGPLLCLLLAASCAWSGVAGEEELQVIQPDKS
VLVAAGETATLRCTATSLIPVGPIQWFRGAGPGRELIYNQKE
GHFPRVTTVSDLTKRNNMDFSIRIGNITPADAGTYYCVKFRK
GSPDDVEFKSGAGTELSVRAKPSAPVVSGPAARATPQHTVSF
TCESHGFSPRDITLKWFKNGNELSDFQTNVDPVGESVSYSIHS
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TAKVVLTREDVHSQVICEVAHVTLQGDPLRGTANLSETIRVP
PTLEVTQQPVRAENQVNVTCQVRKFYPQRLQLTWLENGNVS
RTETASTVTENKDGTYNWMSWLLVNVSAHRDDVKLTCQVE
HDGQPAVSKSHDLKVSAHPKEQGSNTAAENTGSNERHHHH
HH

[00418] Bce mpOTHBOMOCTABICHHBIE MATEPHAIIBI, UTHPOBAHHBIE B JAHHON 3asABKE, BKIHOUECHBI MOCPEACTBOM
CCBUIKH B TOH >K& CTCNCHH, KAaK €CH OBl KAXTAs OTAC/bHAS MyOJHKALWS, 3amuch B 0a3e JAHHBIX (HApHMEP,
nocrnenosarebHOCTH Genbank wimm 3amucu GenelD), 3adBKka HAa MATCHT WM MATCHT OBUTH KOHKPETHO M OTACIBHO
YKA3aHBI KAK BKTFOUCHHBIC TIOCPSACTBOM CCBUTKH. 3asBHTCIIH MOAPA3YMEBAIOT, YTO JAHHOC TIOJIOKCHHE O BKITFOUCHHU
MOCPEACTBOM CCBUTKH, B COOTBETCTBHH CO CBOIOM (DeacpanbHBIX HOPMATHBHBIX JOKYMCHTOB, pazaen 37, §1.57(b)(1),
OTHOCHUTCS KO BCeM O€3 HCKIIOUCHHS OTACIHBHBIM TNyONHWKAIMAM, 3amucsaM B 0a3e JaHHBIX (HAmpumep,
mocaeaosatenbHOCTIM Genbank wimn 3amucsm GenelD), 3asBKkaM HA TATCHT WJTH MATCHTAM, KAYKABIH 13 KOTOPHIX SIBHO
HACHTH(HIMPOBAH B COOTBCTCTBHH CO CBOAOM (heaCpaTbHBIX HOPMATHBHBIX JOKYMCHTOB, pa3aen 37, §1.57(b)(2),
JIa’Ke ECJIU TAKOE IUTHPOBAHUE HE PACIIOJIOKCHO B HEMIOCPEICTBEHHOH OJIM30CTH OT CICIHABHO MTPETHAZHAUCHHOTO
JUTA 3TOTO MOJIOKCHHSA O BKJIFOUCHAH MOCPEACTBOM CCHUTKH. BKITFOUEHHE CICNUATBHO MPESIHASHAYCHHBIX TOJI0KCHHAI
0 BKIIFOUCHHH MOCPEACTBOM CCBUIKH, €CJIH OHH €CTh, B HACTOSIIEE ONIMCAHNE HUKOMM 00pa3oM HE OCIa0iseT JaHHOE
OCHOBHOC TIOJIO’KCHHE O BKIIOYCHHHM IOCPEACTBOM CChUIKH. He mpeamonaraercs, 4YTO0 IIHTHPOBAHHE
MPOTHBOTIOCTABJICHHBIX MaTepHaioB B JAHHOM 3asBKe ABTACTCA JIOTy IICHACM,
YTO JAHHBIH NPOTHBOMOCTABICHHBIA MaTepHAN MPHHAMICKAT K H3BECTHOMY YPOBHEO TCXHHKH, OHO TAKKE HE
ABTACTCA KAKHM-THOO TOMYyIICHACM B OTHOIICHUH COICP/KUMOTO HJIH JAThI JAHHBIX MyOIHKAIMI HIH JTOKYMCHTOB.
B Tex ciywasx, Korma B NPOTHBONOCTABJICHHBIX MATEpHANAX NMPHBEIACHO ONPEACIICHHE 3asABICHHOIO TCPMHHA,
KOTOPOE MPOTHBOPCUHT ONPEACICHHAM, NMPSATIOKCHHBIM B HACTOSIIECM ONMCAHWY, UL MOHMMAHUS 3asABICHHOTO

I/I306peTeHI/Iﬂ CJICQYCT UCIIOJIB30BATh ONPCACICHUA, TPCATOKCHHBIC B HACTOAIICM OITUCAHUH.

[00419] Hacrosmee wu3006peTeHHE HE AOKHO OBITh OTPAHHYEHO B OOBEME KOHKPETHHIMH BAPHAHTAMH
peanM3aLKH, ONHCAHHBIMH B JAHHOI 3asBke. JICHCTBUTEIBHO, PasIHYHbIC MOU(HKAIMH HACTOSIIETO H300PCTCHHS,
JOMOJIHUTCIIBHO K OIHMCAHHBIM B I[aHHOﬁ 3a4BKC, CTAHYT OYCBHAHBI CIICHHUATACTAM B HaHHOﬁ obmactu u3
OPEALMICCTBYIOIIETO OMMCAHHS M CONMPOBOIMTEIBHBIX (uryp. IIpeanonararor, 4Tto Takue MOTH(DHKALWH BXOIAT B

00beM mpuIaracMoi (popMy Tl H300PETCHHUSL.

[00420] Tlonararot, 4To MPeMECTBYOMEH TEKCTOBOMH YACTH OMIUCAHHS H300PETEHHS Oy AET IOCTATOYHO, YTOOBI
N03BOJIMTh CHNCUMATKCTY B JAHHOW OONACTH OCYIIECTBHTH HACTOSINEE H300peTeHHe. Pazmuunbic Momu(pukamuun
HACTOSILETO H30OPETCHHS TOTIOTHHTEIBHO K TEM, KOTOPBIC TIOKA3AHBI H OMTHCAHBI B JAHHOM 3a5BKE, CTAHYT OYCBHIHBI
CHCIHATHCTAM B TAHHOH 001aCTH W3 MPEALICCTBYIOIIECTO ONHUCAHMUS, H OHH BXOIAT B 00BEM NPHIaracMoi (popMy bl

H300pETCHHSL
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1.

®OPMYJIA U3OBPETEHUA

AHTHTENIO WM €T0 AaHTUTCHCBA3BIBAIOINMIT (PparMeHT, KOTOphIe cBs3biBatoTcs ¢ SIRPo yenoseka,

TIPH 3TOM YKA3aHHBIC AaHTUTEIIO WJIH AHTHICHCBAZBIBAKOINUY (DPArMEHT COACPIKAT OUH MK 00JICe M HEOOA3aTCIBHO

Ka)K,HI;IfI U3 NCPCHUHUCICHHBIX

m.

CDRI1 BapuabGenpHO# 001aCTH TSHKEIOH LETH, BIIIFOUAIOIIHHA ITOCICA0BATCIFHOCTh aMHHOKUCTIOT SEQ ID
NO: 69 unmu mocnex0BaTeIbHOCTh AMHHOKHCIOT, oTiamdaromyrocs ot SEQ ID NO: 1 wa 1, 2 wm 3
KOHCEPBATHBHBIC 3AMCHBI,

CDR?2 BapuabenpHO#T 00671aCTH TSHKEIOH EeNH, BKIOYAKOIIALN TOCIeI0BAaTeIbHOCT aMHHOKHCIOT SEQ ID
NO: 70 wnmm mociexoBaTeIbHOCTh AMHHOKHCIOT, oTiamyaromyrocs ot SEQ ID NO: 2 ma 1, 2 wm 3
KOHCCPBATHBHBIC 3AMCHBI,

CDR3 BapuabenpHOI 001aCTH TOHKEIOH LETH, BKIFOUAIOIIHEA TOCICA0BATCIFHOCTh aMHHOKUCTOT SEQ ID
NO: 71 wnmm mocnexoBaTeIbHOCTh AMHHOKHCIOT, oTiamdaromyrocsa or SEQ ID NO: 3 ma 1, 2 mwm 3
KOHCCPBATHBHBIC 3aMCHBI,

CDRI1 BapuabGenpHON 00MACTH JICTKOM ICTH, BKIFOUAIONINHA MOCICI0BATCIHPHOCTh aMHHOKHCTOT SEQ 1D
NO: 72 wnm mocnexoBaTeIbHOCTh AMHHOKHCIOT, oTimdaromyrocsa ot SEQ ID NO: 4 ma 1, 2 mwm 3
KOHCCPBATHBHBIC 3AMCHBI,

CDR2 BapuaGenpHON 00ACTH JICTKOH ICTH, BKIFOUAIONINHA MOCICI0BATCIBHOCTE aMUHOKHCITIOT SEQ 1D
NO: 73 nim mocneroBaTeIbHOCTh AMHHOKHCIOT, oTimdaromryiocst or SEQ ID NO: 5 ma 1, 2 mwm 3
KOHCCPBATHBHBIC 3aMCHBI, H

CDR3 BapuabenpHOI 00JaCTH JICTKOH ICTH, BKIFOUAIONINNA MOCICA0BATCIBHOCTh aMUHOKHCITIOT SEQ ID
NO: 74 unu mocner0BaTeIbHOCTh AMHHOKHCIOT, oTimdaromyroca or SEQ ID NO: 6 ma 1, 2 wm 3

KOHCCPBATUBHBIC 3aMCHBI.

WIH TPH 3TOM YKA3aHHBIC AHTHTCIO WJIH AHTHICHCBA3BIBAKOINUN (PParMCHT COACpPKAT OOMH Wi 0OojJee H

HE00S3aTCIHHO KAXKIBIA U3 NCPCUHCICHHBIX

S.

CDR1 BapuabenpHO#T 001aCTH THKEIOH ENH, BKIOYAKOIIAN OCIeI0BATeIbHOCT aMHHOKUCIOT SEQ ID
NO: 1 wm mocneIoBaTeIbHOCTh AMHUHOKHCIOT, oTauyaromyiocs ot SEQ ID NO: 1 wa 1, 2 wmm 3
KOHCCPBATHBHBIC 3aAMCHBI,

CDR2 BapuabenpHO 001aCTH THKEIOH LETH, BKIFOUAIOIIHEA ITOCICA0BATCIFHOCTh aMHHOKUCTOT SEQ ID
NO: 2 wm mocneaoBaTeIbHOCTh AMHUHOKHCIIOT, oTamyaromyrocs or SEQ ID NO: 2 wa 1, 2 wm 3
KOHCCPBATHBHBIC 3aMCHBI,

CDR3 BapuabenpHOI 001aCTH THKEIOH LETH, BKIFOUAIOIIHEA TOCICA0BATCIFHOCTh aMHHOKUCTOT SEQ ID
NO: 3 wm mocneaoBaTEeIbHOCTh AMHHOKHCIIOT, oTamyaromyrocss or SEQ ID NO: 3 ma 1, 2 wm 3
KOHCCPBATHBHBIC 3aMCHBI,

CDRI1 BapuabGenpHON 00MACTH JCTKOH ICTH, BKIFOUAIONINHA MOCICI0BATCIBHOCTE aMUHOKHCTIOT SEQ 1D
NO: 4 wm mocneaoBaTEIbHOCTh AMHHOKHCIIOT, oTamyaromyiocss or SEQ ID NO: 4 ma 1, 2 wm 3
KOHCCPBATHBHBIC 3aMCHBI,

CDR2 BapuaGenpHOI 00aCTH JCTKOM ICTH, BKIFOUAIONINHA MOCICI0BATCIPHOCTE aMUHOKHCITIOT SEQ ID
NO: 5 wm mocneaoBaTEeIbHOCTh AMHHOKHCIIOT, oTamyaromyrocst or SEQ ID NO: 5 ma 1, 2 wm 3
KOHCCPBATHBHBIC 3aMCHBI, H

CDR3 BapuabenpHOI 00J1aCTH JICTKOH ICTH, BKIFOUAIONINNA MOCICI0BATCILHOCTh aMuHOKHCIOT SEQ ID
NO: 6 wm mocneaoBaTeIbHOCTh AMHHOKHCIOT, oTiamyaromyiocs oT SEQ ID NO: 6 Ha 1, 2 wm 3

KOHCCPBATHBHBIC 3aMCHBI.
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2. AHTHTENO WM AHTHICHCBA3BIBAIOIUE (PparMeHT Ho 1. 1, OTIHYArOIMECS TEM, YTO YKA3aHHBIC aHTHTEIIO

HJIH QaHTHI'CHCBS3BIBAOIIHN (DPATMEHT BKJIFOUAIOT

KOKIYIO W3 MOCICAOBATCIBHOCTEH TSHKCSIION ICTH, BKJIFOYAROIIUX MOCICA0BATCIBHOCTh aMHHOKHCTOT SEQ ID
NO: 69 wm mocneIoBaTeIbHOCTh AMHMHOKMCIOT, oTauyaromyiocs oT SEQ ID NO: 69 Ha 1, 2 mmm 3
KOHCEPBATHBHBIC 3aMCHBI, MOCICAOBATCIFHOCTh aMHHOKHCIOT SEQ ID NO: 70 mam mociaeaoBaTeTbHOCTh
aMHHOKHCIOT, oTmmuaromywcs or SEQ ID NO: 70 wa 1, 2 wimm 3 KOHCEPBATHBHBIC 3aMCHBI, H
nocnenosatebHOCTh aMHHOKHCITOT SEQ ID NO: 71 win mocae 0BaTeIbHOCTh AMHHOKHCIIOT, OTTHYAOIYFOCS

ot SEQ ID NO: 71 Ha 1, 2 wimm 3 KOHCCPBATHUBHBIC 3AMCHBI,
H/HITH

KOKIYIO U3 MOCTICI0BATCIFHOCTCH IS KOH ICTH, BKTHOYAKINUX MOCISA0BATCIBHOCTh aMHHOKHCTIOT SEQ ID NO:
72 unm moCne0BATEIbHOCTh AMHHOKHCIIOT, oTimdarontyrocs or SEQ ID NO: 72 Ha 1, 2 wmn 3 KOHCEpBaTHBHbIC
3aMCHBI, MOCICAOBATCIbHOCTh aMHHOKHCIOT SEQ ID NO: 73 wim mocieaoBaTeIbHOCTh AMHHOKHCIIOT,
ormuuarornyrocss ot SEQ ID NO: 73 Ha 1, 2 wim 3 KOHCCPBATHBHBIC 3aMCHBI, W TOCJCIOBATCIEHOCTH
amuHOKHCTOT SEQ ID NO: 74 mim mocie0BaTeIbHOCTE AMHHOKHUCIOT, oTiauatomnytocsa ot SEQ ID NO: 74 Ha

1, 2 nin 3 KOHCEPBATHBHBIC 3AMCHBI,
WA OTIHYAOIIACCS TCM, UTO YKA3aHHBIC AHTHTCITO WIH AHTHTCHCBARBIBAKOIIA (DPAarMCHT BKITFOUAROT

KOKIYIO W3 MOCICAOBATCIFHOCTCH TSHKCITON ICTH, BKIIFOYAFOIIIX MOCICA0BATCIIEHOCTh aMHHOKHCTOT SEQ ID
NO: 1 mm mocneaoBaTEIbHOCTh AMHHOKHCIOT, orTmmyaromyrocs or SEQ ID NO: 1 wa 1, 2 wm 3
KOHCCPBATHBHBIC 3aMCHBI, MOCICAOBATCIFHOCTh aMuUHOKHCIOT SEQ ID NO: 2 mm mociaeaoBaTeTbHOCT
aMuHOKHCTOT, oTmmyarmycs or SEQ ID NO: 2 ma 1, 2 wm 3 KOHCCPBATHBHBIC 3aMCHBI, H
nmocaeaosarebHOCTh aMHHOKHCTIOT SEQ ID NO: 3 mmi mocie10BaTeIbHOCT AMUHOKUCIIOT, OTIHYAOIIY FOCSA OT

SEQ ID NO: 3 na 1, 2 unu 3 KOHCEPBATUBHBIC 3AMCHBI,
H/Am

KQKIYIO W3 MOCJICI0BATCIBHOCTEH JICTKOI LeTH, BKIFOUAIOMINX MOCISA0BATEIbHOCTh aMHHOKUCIOT SEQ ID NO:
4 WM TMOCNIEe0BATEIBHOCTh AMHHOKHCIIOT, oTymuaromyocs ot SEQ ID NO: 4 Ha 1, 2 win 3 KOHCEpBATUBHBIC
3aMEHBI, IOCICIOBATSIBHOCTE aMUHOKHCIOT SEQ ID NO: 5 mmm mocaemnoBaTeIbHOCTh AMHHOKHCIIOT,
ormuuarornyrocsa ot SEQ ID NO: 5 Ha 1, 2 wiu 3 KOHCCPBATHBHBIC 3AMCHBI, H IOCJICI0BATCIBHOCTh AMHHOKHCIIOT
SEQ ID NO: 6 wimm mociaea0BaTeIbHOCTh aMIHOKUCITOT, oTamdaromyoca oT SEQ ID NO: 6 Ha 1, 2 wmm 3

KOHCCPBATHBHEIC 3AMCHBI.
3. AHTHTEIO WM AHTHTCHCBA3BIBAIOIIHN (DPArMCHT TIO 1. 2,
OTITHYAIOIIHCCS TCM, UTO YKA3aHHBIC AHTHTCIIO WTH AHTHTCHCBAZBIBAOINAH (DPAarMCHT BKITFOYAKOT OJHY WIIH 00¢ U3

BapuaOeIpHOH 00NacTH TSDKENOW LEenH, BKIFOUAMINCH ITOCICIOBATCIBHOCTh AMHHOKHCIOT, BBIOPAHHYIO H3

TPYIIIBL, COCTOAMICH H3:

SEQ ID NO: 75 nm mocieA0BaTeIbHOCTH aMHHOKHCIOT, IO MEHbINCH Mepe Ha 90%, 95%, 97%, 98% unu

99% MOCHTHYHOH YKA3aHHOH IMOCIICIOBATCIPHOCTH,

SEQ ID NO: 78 wm mocieA0BaTeIbHOCTH aMHHOKHUCIOT, IO MEHbIICH Mepe Ha 90%, 95%, 97%, 98% wumu

99% MOCHTUYHOH YKA3aHHO MOCICI0BATCIPHOCTH,
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SEQ ID NO: 80 mm mocieA0BaTeIbHOCTH aMHHOKHCIOT, IO MeHbINCH Mepe Ha 90%, 95%, 97%, 98% unu

99% MOCHTHYHOH YKA3aHHOH IMOCICI0BATCIPHOCTH,

SEQ ID NO: 82 wm nmocieA0BaTeIbHOCTH aMHHOKUCIOT, IO MeHbIIeH Mepe Ha 90%, 95%, 97%, 98% unu

99% MOCHTUYHOH YKA3aHHOH MOCICI0BATCIHHOCTH,

SEQ ID NO: 84 uimm mocneJ0BaTeIbHOCTH AMHHOKHCIOT, IO MEHbIICH Mepe Ha 90%, 95%, 97%, 98% wumu

99% HACHTUYHOH YKa3aHHOH MOCIEA0BATEIbHOCTH,

SEQ ID NO: 86 wm mocie10BaTeIbHOCTH AMHHOKHUCIIOT, IO MEHbIICH Mepe Ha 90%, 95%, 97%, 98% wuau

99% MICHTHYHOH YKA3aHHOH MOCICIOBATCIPHOCTH,

SEQ ID NO: 88 wm mocieA0BaTeIbHOCTH aMHHOKHCIOT, IO MEHBINCH Mepe Ha 90%, 95%, 97%, 98% uu

99% MACHTHYHOH YKA3aHHOH MOCICI0BATCIPHOCTH, H

SEQ ID NO: 102 wmm mocie 10BaTeIbHOCTH AMHHOKHICIIOT, MO MCHBIICH Mepe Ha 90%, 95%, 97%, 98% wmn

99% WACHTHYHOH YKA3aHHOH MOCICIOBATCIPHOCTH,

BapuaOeIpHOH 00IacTH JIETKOH IenH, BKJIFOUAIOIICH IOCIEI0BATCIBHOCTh AMHHOKHCIOT, BBIOPAHHYIO H3

TPYIIIBL, COCTOAMICH H3:

SEQ ID NO: 76 nm mocieA0BaTeIbHOCTH aMHHOKHCIOT, IO MEHbINCH Mepe Ha 90%, 95%, 97%, 98% nunu

99% MOCHTHYHOH YKA3aHHO IMOCICIOBATCIPHOCTH,

SEQ ID NO: 90 mwm mocieA0BaTeIbHOCTH aMHHOKHUCIOT, IO MeHbINCH Mepe Ha 90%, 95%, 97%, 98% unu

99% MOCHTHYHOH YKa3aHHOH MOCICI0BATCIPHOCTH,

SEQ ID NO: 92 wm nmocieA0BaTeIbHOCTH aMHHOKUCTIOT, IO MeHbIneH Mepe Ha 90%, 95%, 97%, 98% unu

99% HACHTHYHOH YKA3aHHOH MOCIEA0BATEIbHOCTH,

SEQ ID NO: 94 nim nmocne0BaTeIbHOCTH AMHHOKHCIIOT, IO MEHbIICH Mepe Ha 90%, 95%, 97%, 98% wmun

99% WACHTHYHOHN YKA3aHHOH MOCICAOBATCIbHOCTH,

SEQ ID NO: 96 wm mocieA0BaTeIbHOCTH AMHHOKHCIOT, IO MEHBIICH Mepe Ha 90%, 95%, 97%, 98% uu

99% MACHTHYHOH YKA3aHHOH MOCICIOBATCIPHOCTH,

SEQ ID NO: 98 wim mocieA0BaTeIbHOCTH aMHHOKHCIOT, IO MCHBIICH Mepe Ha 90%, 95%, 97%, 98% wu

99% WACHTHYHOH YKA3aHHOH MOCICIOBATCIPHOCTH,

SEQ ID NO: 100 i mocie 10BaTeI-HOCTH AMIHOKHICIIOT, O MCHbIICH Mepe Ha 90%, 95%, 97%, 98% wmn

99% MACHTHYHOW YKA3aHHOH MOCICIOBATCIBHOCTH, H

SEQ ID NO: 104 wmm mocie 10BaTeI-HOCTH AMHHOKHCIIOT, O MCHbIICH Mepe Ha 90%, 95%, 97%, 98% wmm

99% MACHTHYHOH YKA3aHHOH MOCICIOBATCIPHOCTH,

WJTH OTJTHYAOIIHACCS TCM, YTO YKA3aHHOC AHTHTCIIO HITH AHTUTCHCBA3BIBAIOLNN (PPArMCHT BKITFOYAKOT OJHY HIH 00¢

u3:

BapuaOeIpbHOH 00MacTH TSDKENOW LEIH, BKIIOYAMOIICH ITOCICIOBATCIBHOCTh AMHHOKHCIOT, BBIOPAHHYIO H3

TPYIIIBL, COCTOALICH H3:
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4.

SEQ ID NO: 7 niu nocaeI0BaTeIbHOCTH AMHHOKHUCIIOT, IO MeHbIICH Mepe Ha 90%, 95%, 97%, 98% wm

99% MOCHTHYHOH YKA3aHHOH IMOCICI0BATCIPHOCTH,

SEQ ID NO: 10 wm mocieA0BaTeIbHOCTH aMHHOKHUCTIOT, TI0 MeHbIIEH Mepe Ha 90%, 95%, 97%, 98% uu

99% MOCHTUYHOH YKA3aHHOH MOCICI0BATCIHHOCTH,

SEQ ID NO: 12 uim nmocneJ0BaTeIbHOCTH AMHHOKHCIIOT, IO MEHbIICH Mepe Ha 90%, 95%, 97%, 98% wumu

99% HACHTUYHOH YKa3aHHOH MOCIEA0BATEIbHOCTH,

SEQ ID NO: 14 wm mocie10BaTeIbHOCTH AMHHOKHUCIIOT, IO MEHbIICH Mepe Ha 90%, 95%, 97%, 98% wuau

99% MICHTHYHOH YKA3aHHOH MOCICIOBATCIPHOCTH,

SEQ ID NO: 16 wm mocieA0BaTeIbHOCTH aMHHOKHCIOT, IO MEHBINCH Mepe Ha 90%, 95%, 97%, 98% unu

99% MACHTHYHOH YKA3aHHOH MOCICIOBATCIPHOCTH,

SEQ ID NO: 18 nm mocieA0BaTeIbHOCTH aMIHOKHCIOT, IO MEHBINCH Mepe Ha 90%, 95%, 97%, 98% nnu

99% MACHTHYHOH YKA3aHHOH MOCICIOBATCIBHOCTH, H

SEQ ID NO: 30 nm mocieA0BaTeIbHOCTH aMHHOKHCIOT, IO MEHBINCH Mepe Ha 90%, 95%, 97%, 98% nunu

99% MOCHTHYHOH YKA3aHHOH MOCICIOBATCIIHHOCTH,

BapuaOeIpHOH 00IAcTH JIETKOH IenH, BKJIFOUAIOIICH IOCIEIOBATEIBbHOCTh AMHHOKHCIOT, BBIOPAHHYIO H3

TPYIIIBL, COCTOAMICH H3:

SEQ ID NO: 8 nwiu nociae0BaTeIbHOCTH aMHHOKUCIIOT, IO MeHbIIeH Mepe Ha 90%, 95%, 97%, 98% wm

99% MOCHTHYHOH YKA3aHHOH IMOCJICI0BATCIHLHOCTH,

SEQ ID NO: 20 wm nmocieA0BaTeIbHOCTH aMHHOKUCTIOT, 0 MeHbIneH Mepe Ha 90%, 95%, 97%, 98% unu

99% HACHTHYHOH YKA3aHHOH MOCIEA0BATEIbHOCTH,

SEQ ID NO: 22 umm nmocneJ0BaTeIbHOCTH aMHHOKHCIIOT, IO MEHbIIeH Mepe Ha 90%, 95%, 97%, 98% umu

99% WACHTHYHOHN YKA3aHHOH MOCICAOBATCIbHOCTH,

SEQ ID NO: 24 wm nmocieA0BaTeIbHOCTH AaMHHOKUCIOT, IO MEHBIICH Mepe Ha 90%, 95%, 97%, 98% uu

99% MACHTHYHOH YKA3aHHOH MOCICIOBATCIPHOCTH,

SEQ ID NO: 26 wm mocieA0BaTeIbHOCTH aMIHOKHCIOT, IO MEHBINCH Mepe Ha 90%, 95%, 97%, 98% wmn

99% MACHTHYHOH YKA3aHHOH MOCICIOBATCIBHOCTH, H

SEQ ID NO: 28 nm mocieA0BaTeIbHOCTH aMHHOKHCIOT, IO MEHBINCH Mepe Ha 90%, 95%, 97%, 98% nunu

99% MACHTHYHOW YKA3aHHOH MOCICIOBATCIBHOCTH, H

SEQ ID NO: 32 nm mocieA0BaTeIbHOCTH aMHHOKHCIOT, IO MEHBIICH Mepe Ha 90%, 95%, 97%, 98% wu

99% WACHTHYHOH YKA3aHHON IOCTICA0BATECIbHOCTH.

AHTHTENO WM AHTHICHCBA3BIBAIOIUE (PparMeHT 1O 1. 3, OTIMYAOIIHMECS TEM, YTO YKA3AHHBIC AHTHTEIIO

WK €T0 (pparMeHT 00JIATAI0T CICAYFOIMMHU CBOMCTBAMH:

CBA3BIBAKOTCA C KICTKOH, skcmpeccupyromeii 6eok SIRPaV1 uenoseka, ¢ ECso < 10 HM, npeanoyYTHTEIEHO
< 5 HM, Gomee mpeamourturenapHo < 1,5 HM, eme Oonee mpeamouturenbHo < 1,0 HM, eme Oomee

npeanoyruteabHo < 0,5 HM u Haubosiee NpeAOYTUTEILHO PaBHOH npuOmm3uTeasHo 0,3 HM mim MeHee;
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5.

CBA3BIBAKOTCA C KICTKOH, skcmpeccupyromeii 0enok SIRPaV2 uenoseka, ¢ ECsp < 10 HM, npeanoyYTHTEIEHO
< 5 HM, Gomee mpeamoururenapHo < 1,5 HM, eme Oonee mpeamouturenpHo < 1,0 HM, eme Oomee

npeanouTute/bHO < 0,5 HM 1 HauboJIee MpeANOUTHTEIBLHO paBHON mpubm3uTeasHo 0,3 HM uim MeHee,

HE NPOABIIOT 3aMETHOTO cBs3biBaHuA ¢ OemxoMm SIRPP1 mpu koHueHTpamum asnturena 50 HM,
npeanouTuTeibHO 67 HM m Gonee mpeamouturenbHo 100 HM;, mion, B KauecTBE AIbTCPHATHBBI, IPH
KOHLCHTpaLHH, KOTopas B 10 pa3 6oblie, mpeanourute bHO B 50 pa3 6ombiie, 60Jiee MPEANOUTHTCIBHO B
100 pa3 6onpmie u eme 6onee mpeamouTuteabHo B 200 pa3 6oxpmie, yeM ECsy aHTHTEIa O OTHOIICHHIO K
SIRPaV1 wmu SIRPaV2;

HHTHOMPYIOT CBsa3bBaHmC Mekay SIRPouenoseka u CD47 ¢ ICso < 10,0 HM, 601¢e mpe AMOUTHTEIBHO < 5,0
HM, eme 6onee mpeamoututeasHo < 2,5 HM u Haubosee mpeaAmoYTHTEARHO paBHOH npuOmm3nuTensHo 1,0

HM WM MCHEE; H

NPOSIBILIEOT O “uenoseynocty” 120, paBHBIN M0 MeHbIIEH Mepe 79, u 6oree MPeANOYTHTENBHO 85.

AHTHTENO WM AHTHICHCBA3BIBAIOIME (PparMeHT 1o 1. 1, OTIHMUArOIHECs TEM, YTO YKA3aHHBIC AaHTHTEIIO

WM €r0 AHTHTCHCBA3BIBAIOINUN (PPArMCHT COACPKAT OJAHY M3 CICAYIOIMX KOMOWHAIMI MOCICIOBATCIBHOCTH

TSDKEJION LEMH/TIOCIEA0BATEILHOCTH JIETKOM LIEITH:

SEQ ID NO:
SEQ ID NO:
SEQ ID NO:
SEQ ID NO:
SEQ ID NO:
SEQ ID NO:
SEQ ID NO:
SEQ ID NO:
SEQ ID NO:
SEQ ID NO:
SEQ ID NO:
SEQ ID NO:
SEQ ID NO:
SEQ ID NO:
SEQ ID NO:
SEQ ID NO:
SEQ ID NO:

SEQ ID NO:

78 / SEQ ID NO:
78 / SEQ ID NO:
78 / SEQ ID NO:
78 / SEQ ID NO:
78 / SEQ ID NO:
78 / SEQ ID NO:
80 / SEQ ID NO:
80 / SEQ ID NO:
80 / SEQ ID NO:
80 / SEQ ID NO:
80 / SEQ ID NO:
80 / SEQ ID NO:
82 / SEQ ID NO:
82 / SEQ ID NO:
82 / SEQ ID NO:
82 / SEQ ID NO:
82 / SEQ ID NO:

82 / SEQ ID NO:

90,

92

>

94

>

96

>

98,
100,
90,

92

>

94

96

>

98

>

100
90

92

>

94

>

96

98

>

100
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SEQ ID NO:
SEQ ID NO:
SEQ ID NO:
SEQ ID NO:
SEQ ID NO:
SEQ ID NO:
SEQ ID NO:
SEQ ID NO:
SEQ ID NO:
SEQ ID NO:
SEQ ID NO:
SEQ ID NO:
SEQ ID NO:
SEQ ID NO:
SEQ ID NO:
SEQ ID NO:
SEQ ID NO:
SEQ ID NO:
SEQ ID NO:
SEQ ID NO:
SEQ ID NO:
SEQ ID NO:
SEQ ID NO:
SEQ ID NO:
SEQ ID NO:
SEQ ID NO:
SEQ ID NO:
SEQ ID NO:
SEQ ID NO:
SEQ ID NO:

SEQ ID NO:

84 / SEQ ID NO:
84 / SEQ ID NO:
84 / SEQ ID NO:
84 / SEQ ID NO:
84 / SEQ ID NO:
84 / SEQ ID NO:
86 / SEQ ID NO:
86 / SEQ ID NO:
86 / SEQ ID NO:
86 / SEQ ID NO:
86 / SEQ ID NO:
86 / SEQ ID NO:
88 / SEQ ID NO:
88 / SEQ ID NO:
88 / SEQ ID NO:
88 / SEQ ID NO:
88 / SEQ ID NO:
88 / SEQ ID NO:
10 / SEQ ID NO:
10 / SEQ ID NO:
10 / SEQ ID NO:
10 / SEQ ID NO:
10 / SEQ ID NO:
12 / SEQ ID NO:
12 / SEQ ID NO:
12 / SEQ ID NO:
12 / SEQ ID NO:
12 / SEQ ID NO:
14 / SEQ ID NO:
14 / SEQ ID NO:

14 / SEQ ID NO:

90

>

92

>

94

>

96,
98,
100,

90

>

92

>

94

96

>

98

>

100
90

92

>

94

>

96

98

>

100,
20,
22,
24

26

>

28

>

20

22

>

24

>

26

>

28

20

>

22

>

24
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SEQ ID NO:
SEQ ID NO:
SEQ ID NO:
SEQ ID NO:
SEQ ID NO:
SEQ ID NO:
SEQ ID NO:
SEQ ID NO:
SEQ ID NO:
SEQ ID NO:

SEQ ID NO:

14 / SEQ ID NO:
14 / SEQ ID NO:
16 / SEQ ID NO:
16 / SEQ ID NO:
16 / SEQ ID NO:
16 / SEQ ID NO:
16 / SEQ ID NO:
18 / SEQ ID NO:
18 / SEQ ID NO:
18 / SEQ ID NO:

18 / SEQ ID NO:

26

>

28

>

20

>

22

>

24,
26,

28

>

20

>

22

>

24

>

26

>

SEQ ID NO: 18/ SEQ ID NO: 28,

WM, B KAKIOM CIIy4ae, MOCICAOBATCIIBHOCTD, IO MCHBIICH Mepe Ha 90%, 95%, 97%, 98% nmm 99% WaCHTHIHYIO

MOCIIEIOBATENFHOCTH € cOOTBeTCTBYRoInM SEQ ID.

6. AHTHTENO WIH AaHTUICHCBS3BIBAOIII (PParMEeHT COTNIACHO MEOOOMY M3 IIL 1 - 5, OTIHYAIOIIHECS TEM, YTO

YKA3aHHOC AaHTHTEJIO MPEACTABIACT COO0H HHTAKTHBIH 1gG.

7. AHTHTENO WIH aHTHICHCBS3BIBAIOIIMIH (PparMeHT COTNIACHO MOOOMY M3 IIL 1 - 6, OTIHYAIOIIHECS TEM, YTO

yKazaHHOE aHTUTeNNOo BKIouyaeT Fe-o6macts 1gG2 aukoro Tuna wim MyTupoBanHyto Fc-o6macts 1gG2.

8. AHTHTENO WIH AaHTUICHCBS3BIBAIOIIMH (PParMEHT COTIACHO MOOOMY M3 HIL 1 - 6, OTIHYAIOIIHECS TEM, YTO

YKa3aHHOE QHTHUTEJIO BKIFOUAET MyTHpoBaHHYI0 Fc-o0macts 1gGl.

9. AHTHUTENO WM AHTHICHCBA3BIBAIOIIMI (PPArMEHT COTJIACHO MOOOMY M3 I 1 - 6, OTIIHYAOINHECS TEM, UTO

YKA3aHHOC aHTHTEIIO BKJIFOYACT MyTHpoBaHHYI0 Fc-00macTs 1gG4.

10. AHTHTENO WIH €T0 aHTUTCHCBA3BIBAIOINUIT (DPArMEHT, KOTOPBIC CBA3BIBAIOTCS C TeM ke smutonoMm SIRPa

YUCITOBCKA, C KOTOPBIM CBA3BIBACTCA AHTUTCIIO COTJIACHO II. 5.

11. AHTHTEN0 WM AHTHUTCHCBS3BIBAONMEN (parMeHT mo modoMy mw3 mm. 1 - 10, oTmyarommecs TeM, 4To

VKa3aHHBIC AHTHTEJIO WJIH AaHTHTCHCBS3BIBAOINMI (PParMECHT TYMAHU3HPOBAHBI.

12. AHTHUTEIO WM AHTUTCHCBA3BIBAOIIMI (pparMeHT 1o MoOoMy w3 m. 1 - 11, IpH 3TOM YKa3aHHOC AHTHTEIIO
MPSACTABIACT COOO0H TYMAHH3HPOBAHHOC AHTHTEIIO, KOTOPOS COACPKAT IBC TAKCIBIC LICTTH W JBC JICTKUC LICTH, ITPH

3TOM Kakaad Tsoxenas nenb modacT SEQ ID NO: 10 u kaxmas nerkas nens kmodact SEQ ID NO: 20.

13. AHTHTEIO WM AHTUTCHCBA3BIBAFOIIMI (PparMeHT 1o odoMy w3 o, 1 - 11, mpu 3TOM YKa3aHHOS aHTUTEIIO
MPSACTABIACT COOO0H TYMAHH3HPOBAHHOC AHTHTEIIO, KOTOPOS COACPKAT IBC TSLKCIBIC LICTTH U ABC JICTKUC LICTH, ITPH

3TOM Kakaad Tsokenas nenb mrodaetT SEQ ID NO: 16 u kaxmas nerkas nens modacT SEQ ID NO: 28.
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14. AHTHTEIO WM AaHTUTCHCBA3BIBAOIIMI (PparMeHT 1o Mo6oMy w3 o, 1 - 11, mpu 3TOM YKa3aHHOE aHTUTEIIO
MPEACTABIACT COOOH TYMAHH3HPOBAHHOC AHTUTEJIO, KOTOPOS COACPKUT IBC TSLKEIBIC LICHTH U JBC JICTKUC LICTH, ITPH

3TOM Kakaad Tsoxenas nenb srouaet SEQ ID NO: 18 u kaxmas nerkas nens modact SEQ ID NO: 20.

15. AHTHTENO UM AHTUTCHCBA3BIBAIOLIMI (PparMeHT 1o MmoOoMy u3 Il 1 - 11, mpu 3TOM yKa3aHHOE aHTHTEIIO
MPEACTABIIET COO0H I'YMaHH3HPOBAHHOE AHTUTETIO, KOTOPOE COACPIKHUT ABE TSDKEJIBIC LCIH U IBC JICTKHC LICIH, IIPH

3TOM Kakaas Tspkenas nenb BmodacT SEQ ID NO: 80 u xaxknas nerkas uens Bkmouaet SEQ ID NO: 90.

16. AHTHTEI0 UM aHTHT€HCBA3BIBAIONMIT (hparMeHT 1o modomy u3 mi. 1 - 11, mpH 3TOM yKa3aHHOE aHTHTEIIO
npeacraBisieT coO0i I'yMaHH3UPOBAHHOE AHTUTENO, KOTOPOE COACPIKUT JABE TsDKETbIC HEIH U BE JIETKHE LEMH, IPH

3TOM Kaxkaasd Tsoxenas nenb BrodacT SEQ ID NO: 80 u kaxmas nerkas nenb BkmodactT SEQ ID NO: 92.

17. AHTHTENO WM AHTHTCHCB3BIBAONIME (pparMeHT Mo M0OoMy w3 I 1 - 11, mpu 3TOM yKa3aHHOE aHTHTEIIO
MPEACTaBIIET COO0H T'YMAHU3HPOBAHHOE AHTUTEIIO, KOTOPOE COACPKHUT BE TSDKCJIBIC IICIH U JIBC JICTKHC LICIH, IPH

3TOM Kakaad Tsoxenas nenb mrodacT SEQ ID NO: 80 u kaxmas nerkas nenb kmouact SEQ ID NO: 95.

18. AHTHTENO WM AHTHUTCHCBS3BIBAIOIME (pparMeHT mo mobomy m3 mm. 1 - 17, oTiHyaromuecs TeM, 4YTO HX
NATTEPH INIMKO3HMIMPOBAHHA XapaKTCPEH A1 SKCIPECCHH B KICTKE MICKOMHTAIOMIETO, X YTO OHH HEOOA3aTEIIBHO

TJIMKO3WIIMPOBAHBI MyTeM dkcnpeccrun B kiretke CHO.

19. BBIICICHHBI TONMHMIICITH, BKIIOYAIONIHE IMOCICAOBATCILHOCTS AMHHOKHCIOT COTJIACHO JIFOOOH H3
nmocaexorarenpHocTeit SEQ ID NO: 75, 78, 80, 82, 84, 86, 88, 76, 90, 92, 94, 96, 98, 100, 102, 104, 7, 10, 12, 14, 16,
18, 30, 8, 20, 22, 24, 26, 28 u 32, WM NOCICAOBATCIFHOCTE AMUHOKHCIIOT, IO MCHbINCH Mepe Ha 90%, 95%, 97%,

98% nm 99% HACHTHYIHYIO YKA3aHHOH MOCTIC0BATEIbHOCTH.

20. BrineneHHAs HyKJICHHOBAs KHCIOTA, KOAHPYIOINAs JMOOBIC U3 AHTHUTET HIH AHTUTCHCBA3BIBAIOIINX

(pparmerTOB 1O 1. 1 - 18 wm 1r000# U3 mommenTuAOB mo m. 19.
21. BrineneHHAs HYKJICHHOBAA KHCIO0TA O I1. 20, BIUIIOYAIOMIAs:

MOCJICA0BATEILHOCTD HYKICHHOBOH KHCI0TH SEQ ID NO: 77 uian nmocine10BaTeIbHOCTD Hy KICHHOBOH KHUCIIOTHI,

o MeHsbIneH Mepe Ha 90%, 95%, 97%, 98% nmm 99% WACHTHYHYIO YKA3aHHOH MOCICA0BATCIEHOCTH,

MOCJICIOBATCIBHOCTD HYKJICHHOBOH KucT0TH SEQ ID NO: 79 mm mocie 10BaTeIbHOCTD HY KICHHOBOM KHCJIOTHI,

mo MeHbIeH Mepe Ha 90%, 95%, 97%, 98% wm 99% WACHTHYHYIO YKA3aHHOH IOCIICIOBATCIBHOCTH,

MOCTICIOBATEIBHOCTD HYKICHHOBOH Kuc 10Tl SEQ ID NO: 81 wn mocie 10BaTe IbHOCTD HY KICHHOBOH KHCJIOTHI,

mo MeHbIeH mepe Ha 90%, 95%, 97%, 98% wim 99% WACHTUYHYH YKA3aHHOH IOCIICI0BATCIBHOCTH,

MOCTICIOBATEIBHOCTD HYKIICHHOBOH Kuc 10Tl SEQ ID NO: 83 mm mocie10BaTeIbHOCTD HY KIICHHOBOM KHCIIOTHI,

mo MeHbIeH Mepe Ha 90%, 95%, 97%, 98% wm 99% WACHTHYHYIO YKA3aHHOH MOCIICIOBATCIFHOCTH,

MOCTICA0OBATEIBPHOCTD HYKJICHHOBO Kuc 10Tl SEQ ID NO: 85 mm moc e 10BaTe IbHOCTD HY KIICHHOBOM KHCTIOTHI,

mo MeHbIeH mepe Ha 90%, 95%, 97%, 98% wm 99% WACHTHYHYIO YKA3aHHOH MOCIICIOBATCIBHOCTH,

MOCTICA0BATSIHHOCTD HYKICHHOBOI KucioThl SEQ ID NO: 87 wn mocie 10BaTe IbHOCTh HY KIICHHOBOM KHCITOTHI,

mo MeHbIeH mepe Ha 90%, 95%, 97%, 98% wm 99% WACHTHYHYIO YKA3aHHOH MOCIICIOBATCIBHOCTH,

MOCNIEIOBATENPHOCTh HyKJIeHHOBOH kuciaoTel SEQ ID NO: 101 wmmm mocnemoBaTelbHOCTh HYKJICHHOBOM

KHCTOTHL, 0 MeHbIeH Mepe Ha 90%, 95%, 97%, 98% min 99% HACHTUYHYO YKa3aHHOH MOCICA0BATCIFHOCTH,
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MOCTCA0BATSIHHOCTD HYKICHHOBOH KU I0TH SEQ ID NO: 89 mnm mocie 10BaTe IbHOCTh HY KJICHHOBOM KHCTIOTHI,

mo MeHbIeH mepe Ha 90%, 95%, 97%, 98% mwm 99% WACHTHYHYIO YKA3aHHOH IOC/ICI0BATCIBHOCTH,

MOCTCA0BATEIBHOCTD HYKJICHHOBOH Kuc10Th SEQ ID NO: 91 wnn mocie 10BaTe IbHOCTh HY KJICHHOBOMH KHCTIOTHI,

mo MeHbIei mepe Ha 90%, 95%, 97%, 98% wm 99% WACHTHYHYIO YKA3aHHON IOC/ICIOBATCIBHOCTH,

MOCTIECA0BATEIbHOCTD HYKJICHHOBOH KucmoThl SEQ ID NO: 93 unu mocie10BaTe IbHOCTh HY KJICHHOBOH KHCIIOTHI,

mo MeHbIneH Mepe Ha 90%, 95%, 97%, 98% wmu 99% WACHTHYHYIO YKA3aHHOH MOCICA0BATCIEHOCTH,

MOCJICA0OBATCIPHOCTD HYKJICHHOBO# Kuc 10T SEQ ID NO: 95 mm mocie 10BaTeIbHOCTD HY KJICHHOBOM KHCJIOTHI,

mo MeHbIeH mepe Ha 90%, 95%, 97%, 98% mm 99% WACHTHYHYIO YKA3aHHOH IOCIICIOBATCIBHOCTH,

MOCIICIOBATEIBHOCTD HYKJICHHOBOH Kuc 10T SEQ ID NO: 97 mn mocie 0BaTe IbHOCTD HY KJICHHOBOH KHCJIOTHI,

mo MeHbIeH mepe Ha 90%, 95%, 97%, 98% wmm 99% WACHTHYHYIO YKA3aHHOH MOCIICIOBATCIPHOCTH,

MOCICA0BATEIHHOCTD HYKICHHOBOH Kuc 0T SEQ ID NO: 99 mm mocie 10BaTe IbHOCTD HY KIICHHOBOM KHCIIOTHI,

mo MeHbIIeH mepe Ha 90%, 95%, 97%, 98% wm 99% WACHTHYHYIO YKA3aHHOH MOCIICIOBATCIFHOCTH,

MOCIIEIOBATENFHOCTh HyKJIeHHOBOH kuciaotel SEQ ID NO: 103 mmm mocnemoBaTelbHOCTh HYKJICHHOBOM

KHCTIOTHL, 0 MeHBIICH Mepe Ha 90%, 95%, 97%, 98% wnn 99% WACHTUYHY YKA3aHHOW MOCICAOBATCIIEHOCTH,

MOCTICI0OBATEIHHOCTE HYKICHHOBOH KACTOTH SEQ ID NO: 9 mmn mocne1oBaTeIbHOCTh HY KIICHHOBOH KHCTIOTHI,

mo MeHbIeH mepe Ha 90%, 95%, 97%, 98% wim 99% WACHTUYHYH YKA3aHHOH MOC/ICI0BATCIFHOCTH,

MOCTCA0BATSIHHOCTD HYKICHHOBOH KUCTOTH SEQ ID NO: 11 mim mocie10BaTeIbHOCTD HY KJICHHOBOM KHCTIOTHI,

mo MeHbIeH mepe Ha 90%, 95%, 97%, 98% mwm 99% HACHTHYHYIO YKA3aHHOH MOC/ICIOBATCIPHOCTH,

MOCTICA0BATEIbHOCTD HYKJICHHOBOH Kuc10Thl SEQ ID NO: 13 mn mocie10BaTeIbHOCTh HY KICHHOBOM KHCIIOTHI,

mo MeHbIei mepe Ha 90%, 95%, 97%, 98% wm 99% WACHTHYHYIO YKA3aHHOH IOC/ICIOBATCIBHOCTH,

MOCTICA0BATEILHOCTD HYKJICHHOBOH KucmoThl SEQ ID NO: 15 unu mocie10BaTe IbHOCTh HY KJICHHOBOH KHCTIOTHI,

nmo MeHbIIeH Mepe Ha 90%, 95%, 97%, 98% umm 99% WACHTHYHYIO YKA3aHHOH MOCICA0BATEIHHOCTH,

MOCJICA0OBATCIPHOCTD HYKJICHHOBOH KucT0Th SEQ ID NO: 17 win mocie 10BaTeIbHOCTh HY KICHHOBOM KHCJIOTHI,

mo MeHbIeH Mepe Ha 90%, 95%, 97%, 98% wiu 99% WACHTUYHYK YKA3aHHOH IOCIICI0BATCIPHOCTH,

MOCTICA0BATEIBHOCTD HYKJICHHOBOH Kuc 10T SEQ ID NO: 29 wn mocnie 10BaTeIbHOCTD HY KJICHHOBOH KHCJIOTHI,

mo MeHbIeH mepe Ha 90%, 95%, 97%, 98% wm 99% WACHTHYHYIO YKA3aHHOH IOCIICIOBATCIPHOCTH,

MOCTICI0BATEIBPHOCTD HYKIICHHOBOH Kuc 10T SEQ ID NO: 19 win mocie10BaTe IbHOCTD HY KICHHOBOH KHCIIOTHI,

mo MeHbIIeH Mepe Ha 90%, 95%, 97%, 98% wm 99% WACHTHYHYIO YKA3aHHOH MOCIICIOBATCIFHOCTH,

MOCTICA0BATEIBHOCTD HYKICHHOBOH Kuc 10Tl SEQ ID NO: 21 win mocie 10BaTe IbHOCTD HY KICHHOBOH KHCITOTHI,

mo MeHbIIeH Mepe Ha 90%, 95%, 97%, 98% wm 99% WACHTHYHYIO YKA3aHHOH MOCIICIOBATCIFHOCTH,

MOCTCA0BATEIHHOCTD HYKICHHOBO KucioThl SEQ ID NO: 23 min mocie 10BaTeIbHOCTD HY KIICHHOBOM KHCTIOTHI,

mo MeHbIeH mepe Ha 90%, 95%, 97%, 98% wm 99% WACHTHYHYIO YKA3aHHOH MOC/ICIOBATCIFHOCTH,

MOCTCA0BATSIHHOCTD HYKJICHHOBOH Kuc 10T SEQ ID NO: 25 wm mocie 10BaTe IbHOCTh HY KIICHHOBOM KHCTIOTHI,

mo MeHbIeH mepe Ha 90%, 95%, 97%, 98% wm 99% HACHTHYHYIO YKA3aHHOH IOC/ICIOBATCIFHOCTH,

MOCTICA0BATEIBHOCTD HYKJICHHOBOH Kuc10Thl SEQ ID NO: 27 wnn mocie 10BaTe IbHOCTh HY KJICHHOBOMH KHCIIOTHI,
mo MeHbIeH mepe Ha 90%, 95%, 97%, 98% wm 99% WACHTHYHYIO YKA3aHHOH MOCJICIOBATCIBHOCTH, H/IITH
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MOCICA0BATSIHHOCTD HYKICHHOBOH KU 10T SEQ ID NO: 31 mim mocie 10BaTeIbHOCTD HY KJICHHOBOM KHCTIOTHI,

mo MeHbIeH Mepe Ha 90%, 95%, 97%, 98% mm 99% WACHTHYHYIO YKA3aHHOH ITOCIICI0BATCILHOCTH.
22. BekTop skcnpeccHH, COACPKAIMI BRIACICHHY ) HY KICHHOBYHO KHCIOTY 1O I 20 mm 21.

23. BexkTop skcnpeccHu mo M. 22, KOAUPYIOIIHH MOCICAOBATEIBHOCTD THKEIOH LEH U MOCICI0BATEIbHOCTD
Jerkoii ey anTuTena npotus SIRPo, ykazaHHBIC BEKTOPBI SKCIIPECCUH COACPIKAT CJICAY FOINE KOMOHHALMH IEPBOH

HOC/ICAOBATEIPHOCTH Hy KJICHHOBOH KHCIIOTBI/BTOPOI MOCTICIOBATEIBHOCTH HYKJICHHOBO KHCIIOTHI, BHIOPAHHBIC H3

TPYIIIBL, COCTOALICH H3:

SEQ ID NO:
SEQ ID NO:
SEQ ID NO:
SEQ ID NO:
SEQ ID NO:
SEQ ID NO:
SEQ ID NO:
SEQ ID NO:
SEQ ID NO:
SEQ ID NO:
SEQ ID NO:
SEQ ID NO:
SEQ ID NO:
SEQ ID NO:
SEQ ID NO:
SEQ ID NO:
SEQ ID NO:
SEQ ID NO:
SEQ ID NO:
SEQ ID NO:
SEQ ID NO:
SEQ ID NO:
SEQ ID NO:
SEQ ID NO:

SEQ ID NO:

77 / SEQ ID NO:
77 / SEQ ID NO:
77/ SEQ ID NO:
77/ SEQ ID NO:
77/ SEQ ID NO:
77/ SEQ ID NO:
79 / SEQ ID NO:
79 / SEQ ID NO:
79 / SEQ ID NO:
79 / SEQ ID NO:
79 / SEQ ID NO:
79 / SEQ ID NO:
81/ SEQ ID NO:
81/ SEQ ID NO:
81/ SEQ ID NO:
81/ SEQ ID NO:
81/ SEQ ID NO:
81/ SEQ ID NO:
83 / SEQ ID NO:
83 / SEQ ID NO:
83 / SEQ ID NO:
83 / SEQ ID NO:
83 / SEQ ID NO:
83 / SEQ ID NO:

85/ SEQ ID NO:

89

>
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>

93

95

>

97

>
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>
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>
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>

95

97

>

99

>

89,
91,
93

95

>

97

>

99
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>
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>
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>

95

97

>

99

>

89
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SEQ ID NO:
SEQ ID NO:
SEQ ID NO:
SEQ ID NO:
SEQ ID NO:
SEQ ID NO:
SEQ ID NO:
SEQ ID NO:
SEQ ID NO:
SEQ ID NO:
SEQ ID NO:
SEQ ID NO:
SEQ ID NO:
SEQ ID NO:
SEQ ID NO:
SEQ ID NO:
SEQ ID NO:
SEQ ID NO:
SEQ ID NO:
SEQ ID NO:
SEQ ID NO:
SEQ ID NO:
SEQ ID NO:
SEQ ID NO:
SEQ ID NO:
SEQ ID NO:
SEQ ID NO:
SEQ ID NO:
SEQ ID NO:
SEQ ID NO:

SEQ ID NO:

85/ SEQ ID NO:
85/ SEQ ID NO:
85/ SEQ ID NO:
85/ SEQ ID NO:
85/ SEQ ID NO:
87/ SEQ ID NO:
87/ SEQ ID NO:
87/ SEQ ID NO:
87/ SEQ ID NO:
87/ SEQ ID NO:

87/ SEQ ID NO:
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>
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>

95
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99,
89,

91

>
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>

95

>

97

>

99,

9/SEQ ID NO: 19,

9/SEQ ID NO: 21,

9/ SEQ ID NO: 23,

9/ SEQ ID NO: 25,

9/SEQ ID NO: 27,

11/SEQ ID NO:
11 /SEQ ID NO:
11 /SEQ ID NO:
11/ SEQ ID NO:
11/ SEQ ID NO:
13 / SEQ ID NO:
13 / SEQ ID NO:
13 / SEQ ID NO:
13 / SEQ ID NO:
13 / SEQ ID NO:
15/ SEQ ID NO:
15/ SEQ ID NO:
15/ SEQ ID NO:
15/ SEQ ID NO:

15 / SEQ ID NO:
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>
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SEQ ID NO: 17/ SEQ ID NO: 19,
SEQ ID NO: 17/ SEQ ID NO: 21,
SEQ ID NO: 17/ SEQ ID NO: 23,
SEQ ID NO: 17/ SEQ ID NO: 25, u
SEQ ID NO: 17/ SEQ ID NO: 27,

HITH, B KOXIOM ClIy4ae, MOCICAOBATEIFHOCTD, MO MEHbIICH Mepe Ha 90%, 95%, 97%, 98% wumu 99% UICHTHUHYIO

MOCIIEI0BATEILHOCTH ¢ cooTBeTCTBYIOIEM SEQ ID NO.
24, KreTka-xo34uH, coaepskamnasi BEKTOp SKCIPEeCcCHu 1o . 22 wm 23.

25. Krnetka-xo3auH no m. 24, OTIHYAROMIAsICA TEM, YTO YKA3aHHASA KJIETKA MPOAYLHUPYET MOJHOPA3MEPHOE

antuteno npotus SIRPa.

26. KmeTka-xo34WH corinacHO Jr00OMy w3 T 24 wim 25, OTIHYAIOMAACAd TEM, YTO YKA3aHHAS KICTKA
MPSACTABIACT CO00H OAKTCPHATBHYIO KIICTKY, KICTKY UCIOBCKA, KICTKY MICKOIHTAIOIICTO, KICTKY Pichia, KICTKY

pactenus, kietky HEK293 nnn kneTky AMyHUKA KHTAHCKOTO XOMSUKA.

27. Kommo3umust, comeprkamias aHTHTEIO WM AHTHTCHCBS3BIBAOIMH (hparMeHT 1o yrodoMy w3 mm. 1 - 18 u

(hapMALCBTHYUCCKH MPUSMJICMBbIH HOCHTSIIb WK Pa30aBHTE b,

28. Kommosumusa mo m. 27, JONMOJHUTEIBHO COACPIKAINAA BTOPOEC AHTHTEIO HIU €r0 AHTUTCHCBA3BIBAFOLIMH
(pparmeHT, koTopsie HHAYIHPYIOT A3KL w/umn A3K®, npu 3170M yKa3aHHBIC AHTHTEIIO WM AHTHTCHCBI3BIBAIOIIHIA
()parMEHT COTJIACHO HACTOAIEMY H300PETCHUIO YCHJMBAIOT ONOCPEHOBAHHOE BTOPBHIM AHTUTEIOM AHTHUTEIO-

3aBHCHMOC Pa3PYLICHHC KICTOK.

29. KoMmosunus cormacHo m. 28, OTIMYAOIIAACA TEM, YTO YKA3aHHOE BTOPOC AHTUTEIO MM €TI0
AHTHTCHCBS3bIBAIOLIME (PPArMEHT CBA3BIBAIOTCA C AHTUTCHOM, BBHIOPAHHBIM W3 Tpymmsl, coctosmieii u3 AMHR?2,
AXL, BCMA, CA IX, CD4, CD16, CD19, CD20, CD22, CD30, CD37, CD38, CD40, CD52, CD98, CSF1R, GD2,
CCR4, CS1, EpCam, EGFR, EGFRVIII, sumormuaa, EPHA2, EphA3, FGFR2b, penentopa (hoamueBOH KHCIOTHI
amp(a, pyxo3mma-GM1, HER2, HER3, IL1IRAP, anTurcHa muciaomsi-kamma, MS4 A1, peuenropa nponaktaHa, TA-
MUC1 u PSMA.

30. Kommozunus cormacHo m. 29, OTIMYAOIIAACA TEM, YTO YKAa3aHHOE BTOPOC AHTUTENIO MM €ro
AQHTHTCHCB3BIBAONME (DparMeHT BBIOPAHBI M3 TPYNIBL, COCTOAMEH U3 pHTyKcmMaba, yOimTykcmmaoa,
Mmaprerykcumada, IMGN-529, SCT400, semrysymada, obuwHyTy3ymada, ADCT-502, Hul4.18K322A, Hu3FS,
JUHYTYKCHMa0a, Tpacty3ymada, merykcumada, purykemmada-RLI, ¢.60C3-RLI, Hul4.18-IL2, KM2812, AFM13,
(CD20)2xCD16, »spnotmHmOa (TapueBa), maparymymada, ajemry3ymada, mepry3ymada, OpeHTykcmMmaoa,
3n0Ty3yMaba, uOputymomada, upadorysymada, (apaery3ymada, oTaepTysymMada, kapoTykcumada, 3mpary3yMada,
uHeOMm3ymMaba, aympery3ymada, 4G7SDIE, AFM21, AFM22, L.Y-3022855, SNDX-6352, AFM-13, BI-836826,
BMS-986012, BVX-20, moramymm3ymada, ChiLob-7/4, neiikoTykcumaba, m3arykcmmada, DS-8895, FPA144,
GM102, GSK-2857916, IGN523, 1T1208, ADC-1013, CAN-04, XOMA-213, PankoMab-GEX, chKM-4927,
IGN003, IGN004, IGN005, MDX-1097, MOR202, MOR-208, omopry3ymada, 3>HCHTYKCHMAa0a, BCIOTHHA
(ammerpuc), mOpurymomadba tuykceraHa, ABBV-838, HuMax-AXL-ADC wu ago-tpacty3ymada 3MTaH3HHA

(kagcuma).
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31. Kommosunus cormacHo m. 28, OTIMYAOIIAACA TEM, YTO YKA3aHHOE BTOPOC AHTUTENIO0 MM €r0

AQHTHTCHCBA3BIBAIONIHI (pparMeHT HHAynupyeT ASK®.

32. Kommosumus cormacHo m. 31, OTIMUAOIAACA TEM, YTO VYKA3aHHOE BTOPOC AHTUTEIO MM €r0
AQHTUTCHCBA3BIBAIONMI (parMeHT BBIOPaHBI W3 TPYMIBL, COCTOAMmEH M3 pHTyKcuMaba, yOiuTykcumada,
Mmaprerykcumada, IMGN-529, SCT400, serryzymada, 00uHy Ty3yMada, Tpacty3yMada, neTykcumada, areMTy3ymaoa,
uoputymomadba, (apierysymaba, uHeOmmusymaba, maymperyzymaba, 4G7SDIE, BMS-986012, BVX-20,
Mmoramymmsymaba, ChiLob-7/4, GM102, GSK-2857916, PankoMab-GEX, chKM-4927, MDX-1097, MOR202 u
MOR-208.

33. Kommosunust mo m. 27, ZOMOJHUTESIBHO COACPIKAINAsA OAWH HIH 00JIcC arcHTOB, BHIOPAHHBIX W3 TPYIIIIbI,
cocrosmei u3 anrurena nporus CD27, arrurena npotus CD47, anturena mpotus APRIL, anturena nporus PD-1,
anrutena npotus PD-L1, anturema npotus TIGIT, anturema nporus CTLA4, antutena mpotus CS1, anTHTENa
npotus KIR2DL1/2/3, anturena mporus CD137, anrurena mpotus GITR, amrurena mporus PD-L2, anturema
npotuB ILT1, anturena mpotus ILT2, anturena mporus ILT3, antutena nmpotus ILT4, anturena mpotus ILTS,
antutena npotus ILT6, anturena nporus ILT7, anrturena nporus ILTS, anrurena nporus CD40, aHTHTEa POTHB
0X40, anrurena nporus ICOS, anturena mpotus KIR2DL1, antnrena mporus KIR2DL2/3, anrurena mpotus
KIR2DL4, anrutena mpotus KIR2DLSA, artutrena mporus KIR2DLSB, anrturena mporus KIR3DL1, antutena
npotus KIR3DL2, anturena npotus KIR3DL3, antutena nporus NKG2A, anrnrena nporus NKG2C, antuTena
mporue NKG2E, antutena nporus 4-1BB, amrurena mpotue TSLP, amtwrena mporms IL-10, IL-10,
neruaupoBanHoro IL-10, aronmcra (HampHMEp, ATOHHCTHYCCKOTO AHTHTENA HIH €TI0 AHTUTCHCBA3BIBAIOIICTO
(pparMeHTa MWW PACTBOPUMOrO ruOpuaHOro Ocika) Ocemka penenropa TNF, ummyHOTI00y THH-TIOZ00HOTO OCTKA,
peuenTopa IMTOKWHA, HHTCTPHHA, AKTHBHPYIOINUX JUM(OLUTHl CHTHAJNBHBIX MOJICKYT (OemkoB SLAM),
axkrusupyromero peuenropa NK-rerok, Toll-mogo6Horo penenropa, 0X40, CD2, CD7, CD27, CD28, CD30, CD40,
ICAM-1, LFA-1 (CD11a/CD18), 4-1BB (CD137), B7-H3, ICOS (CD278), GITR, BAFFR, LIGHT, HVEM
(LIGHTR), KIRDS2, SLAMF7, NKp80 (KLRF1), NKp44, NKp30, NKp46, CD19, CD4, CD8-ams(da, CD8-6era,
IL2R-6era, IL2R-ramma, IL7R-ameda, ITGA4, VLAL, CD49a, ITGA4, 1A4, CD49D, ITGA6, VLA-6, CD49f,
ITGAD, CD11d, ITGAE, CD103, ITGAL, ITGAM, CD11b, ITGAX, CD11c, ITGB1, CD29, ITGB2, CD18, ITGB7,
NKG2D, NKG2C, TNFR2, TRANCE/RANKL, DNAMI1 (CD226), SLAMF4 (CD244, 2B4), CD84, CD9%
(TACTILE), CEACAMI1, CRTAM, Ly9 (CD229), CD160 (BYS55), PSGL1, CD100 (SEMA4D), CD69, SLAMF6
(NTB-A, Lyl08), SLAM (SLAMF1, CD150, IPO-3), SLAM7, BLAME (SLAMFS), SELPLG (CD162), LTBR, LAT,
GADS, PAG/Cbp, CD19a, murasga, xoTopsiil cnemuduyaHo cBasbmactca ¢ CD83, uarnoburopa CD47, warnduropa
PD-1, waruburopa PD-L1, warunburopa PD-L2, wrrnburopa CTLA4, warnburopa TIM3, marmOmropa LAG3,
naruonropa CEACAM (mampumep, CEACAM-1, -3 w/mmu -5), warubOmropa VISTA, wmarmOmropa BTLA,
uHruouropa TIGIT, maruduropa LAIR1, waruduropa IDO, warudburopa TDO, marnduropa CD160 maruduropa

TGFR-0eTa 1 DUKIAYECKOTO JHHYKICOTHAA HITH APYTOTO aroHnucTa curaanpHoro myta STING.
34. Crnoco6 noTyueHHs aHTHTENA WM AHTUTCHCB3BIBAIOINETO (PParMeHTa, BRIIFOUAFOIIHI:

KYJIFTHBHPOBAHHE KJICTKU-XO3AHHA, COJACPKALICH ITOJMHYKJICOTH I, KOAUPYIOINUH TSDKEIYI0 LETb W/HIH
JETKYIO LETb JF0O0TO M3 aHTHTEN HIH AHTHUTCHCBAZBIBAIONMX (PparMeHTOB 1o mi. 1 - 18, mpu ycrnoBmax,
OIArONPHATHBIX JJIA SKCIIPECCHH YKA3aHHOTO NMOJIHMHY KICOTUA; H HE0OA3aTe/IbHO BBIICICHHE AaHTHTEIA MU

AHTHUTCHCBS3BIBAIOLICTO (DPArMEHTA U3 YKAZAHHOW KICTKU-XO3MHHA H/UTH Ky IbTYPATbHOU CPEIBL.
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35. Cmoco0 obmapysxeHus mpucytcTBusa nemruaa SIRPo mwmm ero (parmMeHTa B 00pasme, BKIIFOYAROINUI
MPUBEICHUE B KOHTAKT YKA3aHHOTO 0Opa3lia ¢ aHTHTEIOM WM (pparMeHTOM mo JmroboMmy u3 mm. 1 - 18 u
JETCKTHPOBAHAE MMPUCY TCTBHSA KOMILICKCAa MEKAY YKA3aHHBIM AHTHTEJIOM HIH (PPArMEHTOM H YKA3aHHBIM IICNTHIOM;

IIPH 3TOM OOHAPY KCHHE YKA3aHHOTO KOMITJICKCA CBUACTEIBCTBYET O IpucyTcTBHM nenTtuaa SIRPa.

36. AHTHTETIO WK AHTUTCHCBA3BIBAOIIMIH (hparMeHT COTIacHO MOOOMY 3 III. 1 - 18 MM KOMIO3HIMSA COTJIACHO

mroboMy w3 mm. 27 - 33, s IeUeHUs paka Wiid HHPCKIMOHHOTO 3200/1CBAHH.

37. AHTHUTEIO UM AaHTHT€HCBA3BIBAIONIMI (pparMeHT 1o mir. 1 - 18 MM KOMIO3HIHS COIJIACHO JI0O0MY M3 IIIL

27 - 33 ana camkeHuA nepegayun curianga SIRPo/CD47 y cyOBeKkTa, MPEACTABIAIOIICTO COOO0I YeTOBEKA.

38. Cmoco0 neucHHA paka y CyOBCKTA, NPCACTABIAIOMETO Co0O0# HYCIOBCKA, BKIFOUAOIIMHA BBCIACHHC
YKA3aHHOMY CYOBEKTY 3(D(DCKTHBHOTO KOJNIHUCCTBA AHTHTEIA WIIH AHTUTCHCBA3BIBAIOIICTO (PparMeHTa 1mo JroooMy u3
m. 1 - 18, o BEKTOpa IKCIPECCHU COTTIACHO OAHOMY M3 I 22 Wi 23, WM KICTKH-XO35IHHA COTJIACHO OJHOMY U3
m. 24 - 26, AW KOMIO3WIHA COTIACHO OJHOMY U3 mmw. 27 - 33, Heo0A3aTCIFHO B COUCTAHWH C JOMOTHHUTCTbHBIM

TEPANICBTUUCCKUM ar¢HTOM WJIH TEPANECBTHUCCKOM MPOLICTYPOH.

39. Cmoco0 neucHmA paka y CyObeKTa, MPESACTABILIIONICTO COO0H HCI0BCKA, BKITFOUAFOIIIHI:
BBC/ICHHC YKA3aHHOMY CYOBEKTY 3(()EeKTHBHOTO KOJIHIECTBA:

(i) aHTHTE A WITH €TO AHTHTCHCBASBIBAKOIICTO (pparMeHTa, kKoTopbic HHAyIHpYOT ASKL] w/mm A3K®; n

(ii) aHTHTE 1A WITH AHTHTCHCBA3BIBAOIICTO (PparMeHTA 1Mo JIr00oMy U3 . 1 - 18, i BeKTOpa SKCIPECCHH COTIIACHO
OJHOMY U3 M. 22 WK 23, HIN KICTKH-X034HHA COINIACHO OJHOMY U3 MIT. 24 - 26, MM KOMITO3UIIMH COTTIACHO OTHOMY
u3 m. 27 - 33, HeoOA3aTeIIPHO B COUCTAHUH C TOTIOJTHUTCIBHBIM TCPANICBTUYCCKHM arCHTOM HIJTH TCPANCBTHYCCKON

MPOLEIYPOii,

IPH 3TOM BBEICHHE COTJIACHO (i) MOBBIIACT AHTHTEIO-3aBHCHMOE Pa3pyLICHHUE KICTOK, OTIOCPEIOBAHHOE AHTHTETIOM

WY €TO QaHTHICHCBA3BIBAIONIMM (hparMeHTOM, KoTopbie HHAYupyoT ASKL] w/umu A3K®.

40. Cmoco0 coriacHO 1. 39, OTITHYAIOIIMICA TEM, YTO YKA3AHHOC AHTHTCIIO WM €TI0 AHTHICHCBS3BIBAIOIIHIA
(parment, kotopsic HHAYUUPYROT A3KIL] w/umun A3K®, cBA3BIBAIOTCS C AHTHTCHOM, BBIOPAHHBIM W3 TPYIIIIbI,
cocrosmeii w3 AMHR2, AXL, BCMA, CA IX, CD4, CD16, CD19, CD20, CD22, CD30, CD37, CD38, CD40, CD52,
CD98, CSFIR, GD2, CCR4, CS1, EpCam, EGFR, EGFRVIIIL, sunormura, EPHA2, EphA3, FGFR2b, penenropa
(pommeBoii kucmoTh anbQa, pykosmwaia-GM1, HER2, HER3, IL1R AP, antureHa muenomMei-kamma, MS4A 1, penenropa
mponakraHa, TA-MUCI1 u PSMA.

41. Cmoco0 cormacHo m. 40, OTITHYAIOIIMIACA TCM, YTO YKA3aHHOC AHTHTCIIO WM CT0 AHTHICHCBS3BIBAFOIIHI
(parment, xkotopeic mHAYIUPYROT A3KL] w/mmm A3K®, BRIOpaHBl W3 TPYNIBI, COCTOSINCH H3 PHTYKCHMada,
yomurykcnmaba, maprerykcmmada, IMGN-529,  SCT400, senry3ymaba, ob6uHyTy3ymMada, ADCT-502,
Hul4.18K322A, Hu3F8, auHyTykcuMaba, Tpacty3ymada, rerykcnmada, purykcnmaba-RLI, ¢.60C3-RLI, Hul4.18-
IL2, KM2812, AFM13, (CD20)2xCD16, »paoturnba (Tapuesa), maparymymada, amemMTy3ymada, meprys3ymada,
OpeHTyKCHMAa0a, 3M0Ty3yMaba, nopurymomada, upadory3ymada, papiaery3ymada, oTaepTy3ymada, KapoTyKcuMada,
smpary3ymada, nHeOmm3ymaoa, mymperysymada, 4G7SDIE, AFM21, AFM22, LY-3022855, SNDX-6352, AFM-13,
BI-836826, BMS-986012, BVX-20, moramymi3symata, ChilLob-7/4, neiikotykcumaba, m3arykcumabda, DS-8895,
FPA144, GM102, GSK-2857916, IGN523, 1T1208, ADC-1013, CAN-04, XOMA-213, PankoMab-GEX, chKM-
4927, IGN003, IGN004, IGN005, MDX-1097, MOR202, MOR-208, onopry3ymada, HCHTYKCHMada, BEIOTHHA

-210-



(amgmerpuc), wmOpurymomada tmykceraHa, ABBV-838, HuMax-AXL-ADC wu amo-tpacty3ymada 3MTaH3HHA

(xanpcuma).

42. Cnoco6 cormacHo m. 39 wmm 40, oTmumyarommica TeM, YTO YKA3aHHOE BTOPOE AHTHUTEIO HIIH €ro

AQHTHUTCHCBA3BIBAIONIMH (pparMeHT HHAynupyeT ASK®.

43. Cnoco6 cormacHo 1. 42, OTIHYAIOIMIICA TEM, YTO VKA3aHHBIC BTOPOC AHTHTEJIO HIH €ro
AQHTUI'CHCBA3BIBAIOIME  (PparMeHT BBIOPAHBI M3 TPYNIbL, COCTOAINCH M3 pUTyKcHMaba, yOmuTykcmMmaoa,
Mmaprerykcumaba, IMGN-529, SCT400, senry3ymada, oouHy TY3yMa0a, Tpacty3ymada, retykcumada, anemMty3ymaoa,
ubpurymomaba, (apaerysymaba, wuHeOmnmm3ymaba, naymperysymada, 4G7SDIE, BMS-986012, BVX-20,
moramymsymaba, ChiLob-7/4, GM102, GSK-2857916, PankoMab-GEX, chKM-4927, MDX-1097, MOR202 u
MOR-208.

44, Cmoco0 ncucHHA WHOCKOUH WA WHQCKIHOHHOTO 3a00NCBaHUA Y CYOBCKTA, MPEACTABIAIOMICTO COOOMH
YENOBEKA, BKIIOUAIOINMHA BBEACHHC YKAa3aHHOMY CYOBEKTY J(P(QECKTHBHOTO KOJIHMYECTBA AHTHTEIA HIH
AQHTHTCHCB3HIBAONICTO (pparMeHTa mo JodoMy u3 mi. 1 - 18, uiam BekTopa 3KCIPECCHH COTJIACHO OHOMY H3 . 22
WM 23, WK KIETKU-XO35I1UHA COTJACHO OJHOMY M3 M. 24 - 26, WU KOMIOO3UINH COTJIAaCHO OJHOMY M3 mm. 27 - 33,

HCOOA3aTCIIFHO B COUCTAHUH C JOTIOTHUTCIBHBIM TCPANICBTHYCCKAM AarCHTOM HITH TCPANCBTHYCCKOW MPOLICAYPOT.
45. AnTHTEN0, 0071aJAF0TIICE OTHUM HITH HCCKOJIBKHMH H3 CICAYIOLIIX CBOHCTE!

ces3pBacT Ocnmok SIRPaV1 uenopeka, mmetomuii mocaeaosarebHocTh SEQ ID NO: 34, ¢ ECso < 1 HM,
mposBIACT Mo MeHbpmeH mepe B 100 pa3 Oomee Beicokyro ECsy mo otHomeHmro k SIRPaVI1(P74A),
uMmeroneMy nocnenosareabHOCTh SEQ ID NO: 62; u mposeiaser mo MeHbine mepe B 100 pas Goisee
BBICOKYI0 ECso mo otHOmeHmro k Oeaky SIRPB1 wenoseka, umeromemy nocieaosareabHocTh SEQ ID NO:

38, mpeamOYTHTEIFHO H3MEPEHHE MPOBOIAT C MMOMOIIBIO KICTOUHOTO aHaimmu3a ELISA;

CBA3BIBACTCA C KICTKOH, skcnpeccupyromei 6enok SIRPaV1 uenoseka, ¢ ECso < 10 HM, mpeamovTuTe-HO
< 5 HM, Oonee mpeamoututenapHo < 1,5 HM, eme Oonee mpeamoururenbHo < 1,0 HM, eme Oouee

npeanouTuTeabHO < 0,5 HM u HauboJee MPeaoYTHTEIbHO paBHOH npuOm3uTensHo 0,3 HM Him MeHee,

CBA3BIBACTCA C KICTKOH, sKcmpeccupyromei 6emok SIRPaV?2 uemoseka, ¢ ECso < 10 HM, MPEeamOYTHTSIIBHO
< 5 HM, Gomee mpeamoutureapHo < 1,5 HM, eme Oonee mpeamoututeapHo < 1,0 HM, eme Oomce

npeanoutTuTenbHo < 0,5 HM u Hanbosiee NpeAOUTHTEIBHO PaBHOH mpuOmm3uTeasHo 0,3 HM nim MeHee

HC TpOSBIBIET 3aMETHOTO CBia3piBaHMA c OcmkoM SIRPP1 mpm konumeHTpammum amturena 50 HM,
mpeanouTuTeIbHO 67 HM m Gosnee mpeamoututenpHo 100 HM, Wiom, B KaUCCTBEC ANBTCPHATHBEI, IMPH
KOHIICHTpanuu, koTopad B 10 pa3 Oobie, mpeAmouTHTSIBHO B 50 pa3 0oibme, 00Iee MPSANOUTHTCIIFHO B
100 pa3 6ompme u eme 6omee mpeanouTuTeTbHO B 200 pa3 6ompme, yem ECso aHTHTEIA IO OTHOMICHHUEO K

SIRPaV1 umu SIRPaV2;

uHTHOHNpPYET cBsa3biBaHme MexkAy SIRPa uenoseka u CD47 ¢ I1Cso < 10,0 HM, 6osee npeanoyTuTenbHO < 5,0
HM, eme Oornee mpeamoyTuTeapHo < 2,5 HM u Hambosee MpeAnoYTUTEIRHO PaBHOH npubmm3uTeabHo 1,0

HM WM MCHES; U
nposiBIIieT 0amt “yenopeyHocTH 120, paBHbI Mo MEHbIICH Mepe 79, 1 6osee MPEANOYTUTETHHO 85.
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46. AHTHTENO WM AaHTUTCHCBA3BIBAIOINUI (pparMeHT 1o 1. 45, koTopsle cBa3bBaroT 0ok SIRPaV1 yenoseka,
mveromuii mocnexosareabHOCTh SEQ ID NO: 34, ¢ ECso < 1 HM; mpossmsroT 1o MeHbIIeH Mepe B 100 pa3 6omee
BBICOKYIO ECso mo otHOmIeHUI0 k SIRPaV1(P74A), mveromemy nocneaosareibHoCTs SEQ ID NO: 62; 1 mposBsroT
no MmeHbmel Mepe B 100 pa3 Gosee Bbicokylo ECso mo otHomeHmoo k Oenky SIRPB1 wyenoBeka, mMeEromeMy

nmocaenosarenbHOCTh SEQ ID NO: 38.

47. AHTHUTENO WM AaHTHT€HCBA3BIBAIONIMI (PparMeHT 1o 11. 45 niu 46, KOTOPbIE COACPIKAT OMHY HIIH JBE JICTKHE
nenw, Bkrovaronie SEQ ID NO: 20 wmm mocieaoBarembHOCT, 0 MEHbIICH Mepe Ha 90%, 95%, 97%, 98% wm
99% MOCHTHYHYIO YKA3aHHOM MOCJICA0BATCIFHOCTH, W OJHY MM ABC TsDKEIbIc mermu, Bkrodarompe SEQ ID NO: 10
WIH TOCICIOBATCIBHOCTh, MO MCHBIICH Mepe Ha 90%, 95%, 97%, 98% wmm 99% HACHTHYHYK YKA3aHHOM

OCICA0BATCIIBHOCTH.

48. AHTHUTEJIO WIH AaHTUTCHCBAZBIBAOIIHI (PparMeHT 1o 1. 45 wiu 46, KOTOPBIC COACPIKAT OAHY HITH JIBC JICTKHC
e, BrTrouarormue SEQ ID NO: 28 wmm mocneoBaTeIbHOCTD, M0 MEHBIICH Mepe Ha 90%, 95%, 97%, 98% wm
99% MOCHTHYHYIO YKA3aHHOW MOCICAOBATCIFHOCTH, W OHY WK ABC Tsokembie nemm, Brrouaromue SEQ ID NO: 16
WA TOCIEIOBATCIBHOCTh, IO MeHbIIeH Mmepe Ha 90%, 95%, 97%, 98% wma 99% waCHTHUYHYIO YKa3aHHOH

OCICA0OBATCIIBHOCTH.

49. AHTHTEIO WM AHTUTCHCBAZBIBAOIIHI (PparMeHT 1o 1. 45 win 46, KOTOPBIC COACPIKAT OTHY HITH JIBC JICTKHC
e, BKTroUarormue SEQ ID NO: 20 wm mocneIoBaTeIbHOCTh, M0 MEHBIICH Mepe Ha 90%, 95%, 97%, 98% wm
99% WACHTHYHYIO YKa3aHHOH MOCIICI0BATEIbHOCTH, H OJHY WIIH [BE TsDKenble ueny, Bkmovaronme SEQ ID NO: 18
WIH TOCICIOBATCIBHOCTh, MO MEHBIICH Mepe Ha 90%, 95%, 97%, 98% wmmm 99% HACHTHYHYIO YKa3aHHOW

IOCICOI0BATCIIBHOCTH.

50. AHTHTEIO WM AHTUTCHCBA3BIBAOIIHI (PparMeHT 1o 1. 45 1w 46, KOTOPBIC COACPIKAT OTHY HIIH JIBC JICTKHC
uerny, smoyaromue SEQ ID NO: 90 mm mocne1oBaTeabHOCTD, M0 MEHbIIEH Mepe Ha 90%, 95%, 97%, 98% um
99% WACHTHYHYIO YKA3aHHOM MOCIICI0BATCIBHOCTH, W OJHY WU IBE TsDKENbIe ueny, Bkaroyaromue SEQ ID NO: 80
WM TOCICIOBATCIBHOCTh, MO MEHbIICH Mepe Ha 90%, 95%, 97%, 98% wmi 99% WOCHTHYHYIO YKa3aHHOM

OCICA0BATCIIBHOCTH.

51. AHTHTEJIO HJIH AHTUTCHCBA3BIBAOINHI (PParMeHT 1o 1. 45 wiu 46, KOTOPHIC COACPIKAT OHY HITH JIBC JICTKHC
nerw, BiTrouarormue SEQ ID NO: 92 wmm mocneIoBaTeIbHOCTD, M0 MEHBIICH Mepe Ha 90%, 95%, 97%, 98% wm
99% WACHTHYHYIO YKAa3aHHOH MOCIICIOBATCIBHOCTH, U OJHY WM IBC TsDKEnble ueny, Bkmovaronme SEQ ID NO: 80
WIH TOCICIOBATCIBHOCTh, MO MCHBIICH Mmepe Ha 90%, 95%, 97%, 98% wmmm 99% HWACHTHYHYIO YKA3aHHOW

OCJICI0BATCIIBHOCTH.

52. AHTHTEIO WM AHTUTCHCBAZBIBAOIIHI (PparMeHT 1o 1. 45 win 46, KOTOPBIC COACPIKAT OTHY HITH JIBC JICTKHC
e, BTroUarormue SEQ ID NO: 96 wm mocne1oBaTeabHOCTD, M0 MEHBIICH Mepe Ha 90%, 95%, 97%, 98% wm
99% MOCHTHYHYIO YKA3aHHOW MOCICAOBATCIBHOCTH, W OHY WK ABC Tsbkenbie nerm, Brmrouarome SEQ ID NO: 80
WA TIOCIEIOBATCIBHOCTh, MO MeHbImEH Mmepe Ha 90%, 95%, 97%, 98% wma 99% wacHTHYHYIO YyKa3aHHOH

OCJICA0BATCIIBHOCTH.

53. AHTHTENO WM AHTHICHCBA3BIBAIOINUN (PPAarMEHT COTIACHO JIFOOOMY W3 Il 45 - 52, OTIHYAIOIUEC TEM,

YTO YKA3aHHOE aHTHTENO MPEACTABIICT COO0H HHTAKTHBIH 1gG.

54. AHTHTENO WM AHTHICHCBA3BIBAIOINMUH ()PAarMEHT COTJIACHO JIOOOMY W3 M. 45 - 52, OTJIHYAIOIUECS TEM,

YTO YKA3aHHOE aHTHTENIO BKrouyaeT Fc-o0macts 1gG2 aukoro tuma win MyTupoBaHHyro Fc-o0macts IgG2.
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55. AHTHTENO WM AHTHICHCBA3BIBAIOINUN (PPArMEHT COTJACHO JIFOOOMY W3 Il 45 - 52, OTIHYAIOIUEC TEM,

YTO YKA3aHHOC AHTHTEJIO BKIIFOYACT MyTHPOBaHHYIO Fc-00macTs [gGl.

56. AHTHTENO WM AHTHICHCBA3BIBAIOIIMUY ()PAarMEHT COTJIACHO JIOOOMY W3 M. 45 - 52, OTJIHYAIOIIUEC TEM,

YTO YKA3aHHOC AaHTHUTEJIO BKIIFOYACT MyTHPOBaHHYIO Fc-00macTs [gG4.

57. AHTHUTENO WK €r0 aHTHICHCBABIBAIOIMI (JPArMEHT, KOTOPBIC CBA3BIBAIOTCA C TeM ke smuronoM SIRPa

YEJIOBEKA, C KOTOPBIM CBA3BIBACTCS AHTUTETIO COTJIACHO OAHOMY M3 Il 45 - 52.

58. AHTHUTENO WM AHTHICHCBA3BIBAIOLMIT (pparMeHT mo modoMy u3 miL 45 - 52, OTIMYArOLIHECH TEM, YTO

VKa3aHHbIC AHTHTEJIO WJIH AHTHTCHCBS3BIBAOINHI (PPAarMCHT TYMAHH3HPOBAHBI.

59. Kommosumust, coaeprkamast aHTHTENO0 WIH aHTHICHCBS3BIBAKOINMI (pparMeHT mo JrodoMy w3 mi. 45 - 52 u

(hapMaLCBTHYCCKH MPUSMJICMBbIH HOCHTEIIb WK PA30aBHTETb.

60. AHTHTENO WM AHTHICHCBA3BIBAIOINMIT (PparMeHT coriacHo modomy w3 mm. 45 - 52 wiam KOMITO3HIHS

COTJIACHO M. 59 U1 ieueHus paka Wik HHPECKIHOHHOTO 3a001CBAHHI.

61. AHTHTENO WM aHTHICHCBI3BIBAIOINMIT (pparMeHT coriacHo modomy m3 mm. 45 - 52 wiam KOMITO3HIHS

coraacHo 1. 59 mna cHmkeHuA nepeaayun curaana SIRPo/CD47 y cyOBekTa, MPSACTABIAIONICTO OO0 UYCITOBCKA.

62. Crmoco0 neucHHA paka y CYOBCKTA, NPCACTABIAIOMECTO CO00# UCIOBCKA, BKIFQUANOIMN BBCIACHHC
YKA3aHHOMY CYOBCKTY 3(()CKTHBHOTO KOJIHUYCCTBA AHTUTCIA WIH AHTHTCHCBA3BIBAIOIICTO (PPAarMCHTA COTJIACHO
mobomy mw3 mm. 45 - 52 WaM KOMIO3HIMH COTJACHO M. 59, HCOOA3aTCITBPHO B COYCTAHWH C JOMOJHHUTCIHHBIM

TEPANICBTUUCCKUM ar¢HTOM HJIH TEPANICBTUYCCKOM MPOLIEAYPOH.

63. Cmoco0 neucHHA HWHOCKIUH WIH HHQSKIUHOHHOTO 3a00JCBaHUA Y CYOBCKTA, MPEACTABIAIOMICTO COOOH
YEIOBEKa, BKIIOYAIOIMH BBCACHHC YKa3aHHOMY CyOBEKTY O(P(PEKTHBHOTO KOJMYCCTBA AHTHTEIA HIH
AQHTHICHCBS3BIBAIONICTO (PparMeHTa COrJacHO Mo0oMy U3 mm. 45 - 52 win KOMIIO3HIMH COTJAacHO 1. 59,

HeoOs13aTCIBHO B COUCTAHUH C JOTIOTHUTCIIBHBIM TCPANICBTHYCCKUM ar¢HTOM HIIH TCPANICBTHUCCKOH MPOLECAYPOii.
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