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OIIUCAHUE U30BPETEHUA
2420-565133EA/045
AHTHUTEJIA MTPOTHUB DLL3 1 UX IPUMEHEHUSA

IMEPEKPECTHAA CCBIJIKA HA POJACTBEHHBIE 3AABKU

[0001] ITo HacTosIel 3asBKe HcmpalnuBaeTcst npuopureT IlpenBapuTenbHOI MaTeHTHOM
3asBku CIIIA 62/787815, nomanHoit 3 suBaps 2019 r.; IlpenBapuTenbHON NMAaTEHTHOH 3asBKH
CHIA No. 62/754207, nomanHoii 1 Hos0pst 2018 r.; u IlpeaBapurenpHOIl MaTeHTHON 3asiBKU
CIIA No. 62/668427, nomannoii 8 mas 2018 r. IlomHOoe comepkaHuE KakKIOTrO OMUCAHUS
MPUBENEHO B HACTOSIIEM ONMHUCAHUU B KAYECTBE CCHUIKML.

OBJIACTh TEXHHKH, K KOTOPOM OTHOCUTCS U30BPETEHHE

[0002] Hacrosiimee u3oOpeTeHHe OTHOCHTCS K MOHOKJIOHAJbHBIM AHTUTENAM MPOTHUB
DLL3, k antutenam npotuB CD47 u k Oucneundudeckum anrurenam nporus CD47/DLL3,
HYKJIEMHOBBIM KHCJIOTAM M K JKCIPECCHPYIOUIUM BEKTOpPaM, KOAUPYIOIIMM AaHTHUTENA, K
PEeKOMOMHAHTHBIM KJIETKAM, COJEPKAIIM BEKTOPBI, U K KOMITO3UIUSIM, COAEP KAIIUM aHTUTENA.
Hacrosimmee n3o0peTeHne OTHOCHTCS TakXKe K CIIOCOOaM TOJIyYeHUs] aHTHTEN M K Ccrocobam
NPUMEHEHHUs] aHTUTEN Uil JieueHHs 3a00JIeBaHnH, BKIIFOYAsl 3JJOKAYECTBEHHBIE OIMYXOJU H/HIN
aCCOLIMHPOBAHHBIE OCJIOKHEHMUSL.

CCBUJIKA HA CIHMCOK TIOCJIEJOBATEJBHOCTEM, TIPMHATBHIA B
DJEKTPOHHOU ®OPME

[0003] Hacrosimass 3asiBkKa COAEPKUT CHHCOK TMOCJIENOBATENbHOCTEN, TPUHSATHIA B
snekTpoHHON (popme uepe3 EFS-Web kak crucok mocnenosarensHocteit B popmare ASCII ¢
HanMeHoBaHueM (¢aiina «689204.17WO Sequence Listing» u naroit cozpanus 29 anpens 2019 r.
u umeroumii pasmep 70 xb. Cnucok mnocnenosarenpHOCTeN, npunAThI depe3 EFS-Web,
COCTABJISIET YacCTh ONMCAHMs, U €ro MOJHOE COAEepKaHUE NMPUBEACHO B HACTOSLIEM ONUCAHWU B
Ka4eCTBE CChUIKU.

YPOBEHb TEXHUWKU JJIA U3OBPETEHM A

[0004] [lenbra-momoOHbIM KaHOHUYeCcKui ynurana 3 Notch (DLL3), Takike HU3BECTHBIM
KaK JeJbTa-NMoJ00HbI 3 WM JeiabTa-NmoJ0OHbIH Oeok 3, HeoOXOmuM Ui CerMeHTalluu
COMHUTOB B Xofe paHHuX craguil passutus (Dunwoodie et al., Development 129:1795-806
(2002)). B otnmuuue ot jgurangos DLL1, DLL4, JAG1 u JAG2 cemeiictBa nurangoB Notch
MJIEKOTIUTAIOLIUX, KOTOpblE BCE aKTUBHPYIOT Iepenady curHajos perentopa Notch B TpaHc
(Ntziachristos et al., Cancer Cell 25(3):318-34 (2014)), DLL3 npeumyiecTBEHHO JIOKAJIU30BaH
B ammapare [ONbIKH U SIBJISIETCS HECMOCOOHBIM aKTHBHPOBATH Mepenady curHayioB Notch
(Chapman et al., Hum Mol Genet 20(5):905-16 (2011) u Geffers et al., J Cell Biol 178(3):465-76
(2007)). B xome HopmampHOro pasButusg, DLL3 wuHruOupyer kak IUC-, TaK W TpaHC-
nercTByroly0 aktuBauuio mytu Notch mnocpeactsom B3ammoneticteusi ¢ Notch u DLLI1
(Chapman et al., Hum Mol Genet 20(5):905-16(2011)). DLL3 B HopMe 100 OTCYTCTBYET, JIUOO
MPUCYTCTBYET HAa OYEHb HU3KHUX YPOBHSIX B HOPMAJIbHBIX TKAHSIX B3POCIOro, 3a UCKJIHOYEHUEM
TOJIOBHOT'O MO3Tra, HO CBEPXIKCIIPECCUPOBAaH B 0Opasliax paka JIETKOro, paka sifuka, TJIHOMBI U
menanombl (Uhlen et al., Science 357(6352): eaan2507 (2017)). Kpome toro, DLL3 nognaercs



JOETeKI[MU Ha IOBEPXHOCTU KIJIETOK OMyXojel MenkokjerogHoro paka jerkoro (SCLC) u
KPYNHOKJIETOYHON HeiposHaokpuHHON kapuuHomel (LCNEC) (Saunders et al., Sci Transl Med
7(302):302ral36 (2015) u Sharma et al., Cancer Res 77(14):3931-41 (2017)), uto menaer ero
MOTCHLHAJIbHOW MHUIIEHBIO MOHOKJIOHAJIBHBIX AHTUTENT JJIsl TEeparnuu 3J0KaYeCTBEHHBIX
onyxojyeii. Takum o00pa3oMm, MOHOKJIOHaNbHOE aHTUTENo mnpoTuB DLL3  wmoxer ObITh
UCIIOJIB30BAHO IS CIeU(HUYECKOro HaleanBaHus Ha sKcnpeccupyroomue DLL3  kierku
OIyXOJIEH U MOKET CJIY KUTh IMOTEHLUAJIbHBIM ITPOTUBOPAKOBBIM JIEKAPCTBEHHBIM CPEIICTBOM.

KPATKOE U3JIOXKEHHUE CYIIHOCTU U30BPETEHNA

[0005] B omgHoM oOmem acrekre, H300peTeHUE OTHOCUTCS K  BBIIENIEHHBIM
MOHOKJIOHAJIbHBIM aHTUTeaM npotuB DLL3 wnm ux aHTUTEHCBS3BIBAKOINM (parMeHTam,
KOTOpbIe CBs3bIBarOT DLL3.

[0006] Hacrosimee wu300peTeHWe OTHOCHTCS K BBIIEJICHHBIM MOHOKJIOHAJBHBIM
antutenam npotuB DLL3 wim #WX aHTUTeHCBS3BIBAIOIMUM (parMeHTaMm, COIEpKalIuM
OTIPEAEISIONYI0 KOMITIEeMeHTapHOCTh obmacth 1 Tsokesnon nenn (HCDR1), HCDR2, HCDR3,
OTIPEACISIONYI0 KoMIuieMeHTapHOCTh obnacte 1 jerkoi nenu (LCDR1), LCDR2 u LCDR3,
UMEIOIINE MMOJUMENTHAHBIE TOCIEI0BATEIbHOCTH U3:

(1) SEQ ID NO: 25, 26, 27, 61, 62 u 63, COOTBETCTBEHHO,

(2) SEQ ID NO: 28, 29, 30, 64, 65 u 66, COOTBETCTBEHHO,

(3) SEQ ID NO: 31, 32, 33, 67, 68 u 69, COOTBETCTBEHHO,

(4) SEQ ID NO: 34, 35, 36, 70, 71 u 72, COOTBETCTBEHHO,

(5) SEQ ID NO: 37, 38, 39, 73, 74 u 75, COOTBETCTBEHHO,

(6) SEQ ID NO: 40, 41, 42, 76, 77 u 78, COOTBETCTBEHHO,

(7) SEQ ID NO: 43, 44, 45, 79, 80 u 81, COOTBETCTBEHHO,

(8) SEQ ID NO: 46, 47, 48, 82, 83 u 84, COOTBETCTBEHHO,

(9) SEQ ID NO: 49, 50, 51, 85, 86 u 87, COOTBETCTBEHHO;

(10) SEQ ID NO: 52, 53, 54, 88, 89 u 90, COOTBETCTBEHHO;

(11) SEQ ID NO: 55, 56, 57, 91, 92 u 93, COOTBETCTBEHHO, UJIH

(12) SEQ ID NO: 58, 59, 60, 94, 95 u 96, COOTBETCTBEHHO;

I7le aHTHUTEJO WM €ro aHTUIEHCBSI3bIBAIOLINI (PparMeHT crernupuyYecku CBSI3bIBAET
DLL3, npennourturensHo, DLL3 yenosexa.

[0007] Hacrosimee wu300peTeHHe OTHOCHTCS K BBIIEJICHHBIM MOHOKJIOHAJBbHBIM
aatuTenaM mnpotuB DLL3 wuam MX aHTUTEHCBS3BIBAIOIIUM (pparMeHTaM, COIepKallum
OTIPEAEISIONYI0 KOMITIEeMeHTapHOCTh obmacth 1 Tsokesnon nenn (HCDR1), HCDR2, HCDR3,
OTIPEACISIONYI0 KoMIuieMeHTapHOCTh obnacte 1 jerkoii nenu (LCDR1), LCDR2 u LCDR3,
MMEIOIINE MOJUNENTHAHBIE TOCIEI0BATEIbHOCTH U3:

(1) SEQ ID NO: 97, 98, 99, 133, 134 u 135, COOTBETCTBEHHO;

(2) SEQ ID NO: 100, 101, 102, 136, 137 u 138, COOTBETCTBEHHO;

(3) SEQ ID NO: 103, 104, 105, 139, 140 u 141, COOTBETCTBEHHO;

(4) SEQ ID NO: 106, 107, 108, 142, 143 u 144, COOTBETCTBEHHO;

(5) SEQ ID NO: 109, 110, 111, 145, 146 u 147, COOTBETCTBEHHO;



(6) SEQID NO: 112, 113, 114, 148, 149 u 150, COOTBETCTBEHHO;

(7) SEQ ID NO: 115, 116, 117, 151, 152 u 153, COOTBETCTBEHHO;

(8) SEQ ID NO: 118, 119, 120, 154, 155 u 156, COOTBETCTBEHHO;

(9) SEQ ID NO: 121, 122, 123, 157, 158 u 159, cOOTBETCTBEHHO;

(10) SEQ ID NO: 124, 125, 126, 160, 161 u 162, COOTBETCTBEHHO;

(11) SEQ ID NO: 127, 128, 129, 163, 164 u 165, COOTBETCTBEHHO, HJIU

(12) SEQ ID NO: 130, 131, 132, 166, 167 u 168, COOTBETCTBEHHO;

I7Ie AHTUTEJO WM €ro AaHTHUIEHCBS3bIBAOINUI (PparMeHT creuu(uyYecKu CBSI3bIBAET
DLL3, npennoururensHo, DLL3 yenosexa.

[0008] B xoOHKpeTHBIX BapuUaHTaxX OCYLIECTBJIECHMs], BBIJEJIEHHOE MOHOKJIOHAJIbHOE
anTuTeno npotuB DLL3 uiaM ero aHTHUreHCBSI3bIBAOIIUI ()ParMeHT COAEPIKUT BapuaOeTbHYIO
00J1acTh TSDKEJOHN LeMH, MMEIOLIYIO MOJUNENTHAHYIO TOCIEA0BATEIbHOCTD, TI0 MEHBIIEH Mepe
Ha 95%, o menbluel Mepe Ha 96%, o MeHbluel Mepe Ha 97%, o MeHbluel Mepe Ha 98% unu
no MeHblned Mepe Ha 99% unentuunyro SEQ ID NO:1, 3,5, 7,9, 11, 13, 15, 17, 19, 21 umm 23,
Wi BapuabenbHyr0 00NacTh JIETKOH LEeNH, NMEIOMYIO MOJUNENTHAHYIO TOCIEeI0BATENIbHOCTb,
1o MeHblueil mepe Ha 95%, o menbluell Mepe Ha 96%, 1o MeHblel Mepe Ha 97%, Mo MeHblIe
Mepe Ha 98% unu o meHbliei mepe Ha 99% unentuunyo SEQ ID NO:2, 4, 6, 8, 10, 12, 14, 16,
18, 20, 22 umm 24.

[0009] B xoOHKpeTHBIX BapuUaHTaxX OCYLIECTBJICHMs], BBIJEJIEHHOE MOHOKJIOHAJIbHOE
anTuTeno npotuB DLL3 mnm ero aHTUreHCBsI3bIBAIO LN (PParMeHT CONEPIKHT:

(a) BapmalenmpHyr0  OONacThb  TSDKEJIOHW  LeNH, MMEIOUIYI  IOJUNENTUIHYIO
nocnenosatebHOCTh U3 SEQ ID NO:1, u BapuabenbHyro 001acTh JIETKOW LEMH, WUMEIOLIYIO
MOJIMMENTUIHYIO nTocnenoBarenbHocTh u3 SEQ ID NO:2;

(b) BapualenpHyr0  00JaCTb  TSDKENOW  LEMH, HWMEIOLIYK  MOJUMNEITUIHYIO
nocienosatenbHocTh U3 SEQ ID NO:3, u BapuaOenbHyt0 00JacTh JIETKOH LEMH, UMEIOINYI0
MOJIUTNIENTHIHYIO nocienoBaTesnbHocTh u3 SEQ ID NO:4;

(c) BapmabenpHy0O  OONACTh  TSDKEJIOW  LENH, MMEIOUYI  MOJUNENTUIHYEO
nocnenoBateibHOCTE U3 SEQ ID NO:5, u BapuabenbHyro 001acTh JIETKOW LEMH, WUMEHOIIYIO
NOJUMNENTUIHYIO nocienosaTenbHocTh U3 SEQ ID NO:6;

(d) BapuabenpHyr0 00JacCTh  TSDKEJNOW LMW, HMEIOLIYIO  MOJUIENTHIHYIO
nocnenoBatebHOCTE U3 SEQ ID NO:7, u BapuabenbHyr0 001acTh JIETKOW LEMH, UMEHOIIYIO
NOJUMNENTUIHYIO nocienosaTenbHocTh U3 SEQ ID NO:S;

() BapmalenmpHYr0  OONACTh  TSDKEJIOH LN, MMEIOMYI  IOJUNENTHIHYIO
nocnenosateibHOCTE U3 SEQ ID NO:9, u BapuabenbHyro 001acTh JIETKOW LEMH, WUMEHOIIYIO
NOJUINENTUIHYIO nocienoBaTenbHocTh U3 SEQ ID NO:10;

(f) BapmabenbHyr0o  00NacTb  TSDKENOW  LENMH, HMEIOIIYI  MOJUNENTHIHYIO
nocnenoBatebHOCTE W3 SEQ ID NO:11, u BapuabenbHyr0 0OJACTh JIETKOH LEMH, UMEIOLIYIO
MOJIMMENITUIHYIO TTocienoBarenbHoCcTh u3 SEQ ID NO:12;

(g) BapualenpHyr0 00JacTh  TSDKENOW  LEMH, HMEIOLIYK  IMOJUNENTHIHYIO

nocnenoBatenbHOCTh 13 SEQ ID NO:13, u BapuabenbHyro 00JaCTh JIETKOH LEMH, UMEIOLIYIO



NOJIMNENTUIHYIO nocienosaTenbHocTh U3 SEQ ID NO:14;

(h) BapuabGenpHyr0 005acTh  TSDKENOW  LENMH, HMEIOLIYI  IOJUNENTUIHYIO
nocnenoBatebHOCTE 13 SEQ ID NO:15, u BapuabenbHyro 00JaCTh JIETKOH LEMH, WUMEIOLIYIO
NOJIMNENTUIHYIO nocienosaTenbHocTh U3 SEQ ID NO:16;

(i) BapualenbHyrO  O0NACTh  TSDKEJNOW  I[E€MH, HMEHIOINYI0  MOJUNENTUIHYEO
nocienosatenbHocTh 13 SEQ ID NO:17, u BapuabesnbpHyr0 007aCTh JIETKOW LIETH, UMEHOIIYIO
MOJIMMENTHIHYO TTocienoBarenbHocTh u3 SEQ ID NO:18;

(j) BapualenbHyr0  0O0NAacTb  TSDKENOM  [ENMH, HUMEIIIYI  MOJUMENTHIHYIO
nocnenoBateibHOCTh 3 SEQ ID NO:19, u BapuabenbHyr0 00JACTh JIETKOH LIEMH, UMEIOIIYIO
MOJIUNENTUIHYIO nocienoBaTenbHocTh U3 SEQ ID NO:20;

(k) BapuabenpHyr0  00JacCTh  TSDKEJNOW  LEMH, HMMEIOLIYI  MOJUNENTUIHYEO
nocnenosatebHOCTh 13 SEQ ID NO:21, u BapuabenbHyr0 0OJACTh JIETKOH LEMH, UMEIOIIYIO
NOJUMNENTUIHYIO nocienosaTenbHocTh U3 SEQ ID NO:22; nnu

()  BapuabenbHyrO  0O0NACTh  TSDKENOW  [EMH, HMEIOIIYI0  MOJUNENTHIHYIO
nocnenosatebHOCTE M3 SEQ ID NO:23, u BapuabenbHyr0 0OJACTh JIETKOH LEMH, WUMEIOIIYIO
MOJIMMIETITUIHYEO TTocyenoBaTenbHocTh 13 SEQ ID NO:24.

[0010] B xOHKpeTHBIX BapuUaHTaxX OCYLIECTBJIECHMs], BBIJEJIEHHOE MOHOKJIOHAJIbHOE
anTuTeno npotuB DLL3 mnm ero aHTUreHCBSI3bIBAIOIINH (pparMeHT sSBISETCS XUMEPHBIM.

[0011] B xOHKpeTHBIX BapHUaHTaxX OCYLIECTBJIECHMs], BBIJEJIEHHOE MOHOKJIOHAJIbHOE
anTuTeNno npotuB DLL3 uny ero aHTUreHCBA3BIBAIOIINN (PPArMEHT SBJISIETCS YEJIOBEYECKUM WITH
I'YMaHU3MPOBAHHBIM. B  KOHKPETHBIX BapHaHTax OCYLIECTBJIECHUS, TI'yMaHH3UPOBAHHOE
MOHOKJIOHAJIbHOE aHTUTEJIO WJIM €r0 aHTUTE€HCBSI3bIBAIOLINI (DparMeHT COEPIKHT:

a. BapualenpbHyr0  Oo0NacTb  TSDKENOW  IETH, HMEIOLIYI0  IOJIUIENTHIHYIO
nocienosatenibHocTh U3 SEQ ID NO:170, u BapuabenbHyr0 00MaCTh JIETKOW LIETH, UMEIOIIYIO
MOJIUTNIENTHIHYIO ocienoBaTenbHocTh 13 SEQ ID NO:171;

b.  BapuabenbHyr0  OONACTb  TSDKENOW  LENH, HMMEIOMYID  OJHUIENTHIHYIO
nocnenoBateibHOCTh U3 SEQ ID NO:170, u BapuabenbHyrO 00JacTh JIETKOH e, UMEIOIIYIO
MOJIUMENTUIHYIO nocienoBaTenbHocTh U3 SEQ ID NO:172; unu

c. BapuabenpHYIO  OONaCTh  TSDKENOH  [enu, UMEKIIYK  MOJUNENTUIHYEO
nocnenosatebHOCTE U3 SEQ ID NO:170, u BapuabenbHyr0 00JacTh JIETKOH LEMH, UMEIOIIYIO
NOJUMNENTUIHYIO nocienosaTenbHocTh U3 SEQ ID NO:173.

[0012] B xOHKpeTHBIX BapHUaHTaxX OCYLIECTBJIEHMs], BBIJEJIEHHOE MOHOKJOHAJIbHOE
aaTuTeno npotuB DLL3 wuiam ero aHTUreHCBA3BIBAIOIIMN (PArMEHT SIBISIETCS CIIOCOOHBIM
UHIYyLHUPOBATh OMOCPENOBAHHBIH 3(PQPEeKTOpaMu JHM3UC KJIETOK ONYyXOJHU TOCPEICTBOM
AHTUTEJIO3aBUCUMON KJIETOUHOU UTOTOKCHYHOCTH (ADCC), anTHTENn03aBUCUMOrO (harouuTo3a
(ADPC) wu xommuiemenT3aBucuMoi 1urorokcuunoct  (CDC), w/wnmm  omocpenoBaTh
NPUBJIEYEHHE  KOHBIOTHPOBAHHBIX  JICKAPCTBEHHBIX  CPeACTB, wWuiun  (popmupoBaTh
Oucrierduyueckoe aHTUTENO € APYrUM MADb WM aHTHUreHCBsI3bIBaOIUM (ParMeHTOM C
3¢ PexTOM YHHUTOKEHUS 3JI0KAUeCTBEHHBIX OITyX OJICH.

[0013] Hacrosimee un3o0peTeHHe OTHOCUTCS TakXK€ K MOHOKJIOHAJIBHBIM AHTHTENAM



npotuB CD47 wim WX aHTUTeHCBSI3BIBAIOIIMM (h)parMeHTaM, COIEp KalluM BapuabeNbHYIO
00JlacTh TYMaHHU3MPOBAHHOW TSKEJION LIeTIH MOHOKJIOHAJTBHOrO aHtutena mnpotuB CD47 u
BapHradeIpbHy0 00J1aCTh T'YMaHU3UPOBAHHON JIETKOW L€ MOHOKJIOHAJBHOI'O aHTHTENA MPOTHB

DLL3, rne MOHOKJIOHAJIbHOE aHTUTENO MPoTUB CD47 min ero aHTUTeHCBSI3BIBAIOII NN (PparMeHT

COZIEPIKUT:

a. BapualenpHyr0  O0JacTb  TSDKENOW — LIeMH,  HUMEOLIYIO

nocnenosarenbHOcTh U3 SEQ ID NO:175, u BapuabenbHy0 001acTh JErKoH
MOJIMMENITHIHYEO TTocienoBarenbHocTh u3 SEQ ID NO:171;
b.

nocienosarenbHocTh U3 SEQ ID NO:175, u BapuabenbHyr0 00J1aCTh JIETKOH

BapuabenbHYI0  O0NacTh  TSDKENOH  IemH,  MMEIOLIYIO

MOJIMMIENITHIHYEO TTocienoBarenbHocTh u3 SEQ ID NO:172;

c. BapuabenpHYr0  0ONacCTh  TSDKEJIOH  IeMH,  HMEKINYIo

nocienosatenbHocTh U3 SEQ ID NO:175, u BapuabenbHyr0 00JaCTh JIETKOH
NOJUNENTUIHYIO nocienoBaTenbHocTh 13 SEQ ID NO:173;
d.

nocienosarenbHocTh U3 SEQ ID NO:176, u BapuabenbHyr0 00JaCTh JIETKOH

BapuabenbHYI0  00NAaCTh  TSDKEJIOH  IeNH,  HMEIINYIo

MOJIMMIENITUIHYEO TTocienoBarenbHocTh u3 SEQ ID NO:171;

e. BapuabenpHYr0  0ONacTp  TSDKEIOH  IeNH,  HMENINYIo

nocienosarenbHocTh U3 SEQ ID NO:176, u BapuabenbHyr0 00J1aCTh JIETKOH
MOJIMMIENITUIHYIO TTocienoBarenbHocTh u3 SEQ ID NO:172;

f.  BapmabenmpHyr0o  00JMacTh  TSDKEJNOH  LIEMH,  HUMEIOIIYIO
nocienosarenbHocTh U3 SEQ ID NO:176, u BapuabenbHyro 00J7acTh JIErKOH
MOJIMMENITUIHYIO nTocnenoBarenbHoCTh u3 SEQ ID NO:173;

g.

nocnenosarenbHOcTh U3 SEQ ID NO:177, u BapnabenbHy0 001acTh JIErKOH

BapualeNpHyl0  O0NacTe  TOKEJOH — LenH,  MMEIOIIYIO

MOJIMMENITHIHYEO TTocenoBarenbHocTh u3 SEQ ID NO:171;
h.

nocienosarenbHocTh U3 SEQ ID NO:177, u BapuabenbHyr0 00J1aCTh JIETKOH

BapuabenbHYI0  O0NaCTh  TSDKENOH  IeMH,  MMEIOLIYIO

MOJIMMENITHIHYEO TTocenoBarenbHocTh u3 SEQ ID NO:172;

i.  BapmalespHYH0  O0JACTh  TSDKEJIOH  LemH,  MMEOLIYIO

nocienosarenbHocTh U3 SEQ ID NO:177, u BapuabenbHyr0 00JaCTh JIETKOH
MOJIMMENITHIHYEO TtocienoBarenbHoCcTh U3 SEQ ID NO:173; unn

j.  BapuabeNbHYHO  O0NacTh  TSDKEJOW — LemH,  HUMEIOIIYIO
nocienosarenbHocTh U3 SEQ ID NO:177, u BapuabenbHyr0 00JaCTh JIETKOH

MOJIMMENITUIHYIO TTocnenoBarenbHocTh 13 SEQ ID NO:174.

MOJIMINENTUAHY O

LeTTH, UMEIOLIYIO

MOJIUNIETITUAHY O

LeTH, UMEIOLIYIO

MOJIUIIECIITUAHY O

LIeTH, UMEIOLIYIO

MOJINMNICIITUAHY O

LeNH, UMEIOLIYIO

MOJIUNICIITUAHY O

LIeTH, UMEIOLIYIO

NMOJIMNIEITUAHY IO

LeTH, UMEIOLIYIO

MOJIUMNIENTUAHY O

LIeNTH, UMEIOLIYIO

MOJIUNIETITUAHY O

LeTH, UMEIOLIYIO

MOJIUNIETITUAHY O

LeTH, UMEIOLIYIO

MOJIUNIEITUAHY O

LIeTH, UMEIOLIYIO

[0014] B kOHKpeTHBIX BapHaHTaX OCYIIECTBJCHHUS, BBIAEICHHOE MOHOKJIOHAJIbHOE

aatutenno npotuB CD47 wnm ero aHTUreHCBSA3BIBAIOIIMN (PPArMEHT SBISIETCS CIIOCOOHBIM

OnokupoBath cBsizbiBaHne CD47 ¢ CUTHANBHBIM PEryJsITOpHbIM OenkoM anbda (SIRPa).

[0015] B KOHKpeTHBIX BapHaHTaxX OCYIIECTBJEHUS, BBIAEICHHOE MOHOKJIOHAJIbHOE

antureno npotuB CD47 wnu ero aHTUreHCBA3BIBAIOIIMN (PPArMEHT SBISIETCS CIIOCOOHBIM



UHIYyLHUPOBAaTh OMNOCPENOBaHHBIH Makpodaramu (arouuTo3 KJIETOK 3JIOKAUYECTBEHHBIX
OIyXOJIEH.

[0016] Hacrosimmee m3oOpeTeHHe OTHOCUTCS K T'YMaHH3UPOBAHHBIM OHCIIELIU(PHUECKUM
anturenam npotuB CD47/DLL3 unm UX aHTUTEHCBSI3BIBAIOIINM (PparMeHTaM, COIEpsKalIuM
nepBbIi AHTUTE€HCBSA3bIBAIO LU JIOMEH, cneuupuIecku CBSI3bIBAOLIUI CD47,
npennoututenbHo, CD47 uenoBeka, U BTOPOH aHTUT€HCBSI3BIBAIOIIUI JOMEH, CHEeLU(pUUECKH
cesizbiBarouii DLL3, npeanouturensHo, DLL3 denoBeka, rae nepsblii aHTUT€HCBSA3BIBAIOIIUI
JOMEH COIEP KHUT OMNMPENESIOIYI0 KOMIUIEMEHTapHOCTh oOnacth 1 Tsokenoit nenu (HCDRI),
HCDR2, HCDR3, umeromue nonunenTuaHbie mocieaopareabHoctd u3 SEQ ID NO: 178, 179 u
180; BTOpOI AHTUTIECHCBSI3BIBAIOIIMI JOMEH COAEPIKUT OMPENENSIIOIyI0 KOMIUIEMEHTaPHOCTh
obmacte 1 msokenmoit unenmm (HCDR1), HCDR2, HCDR3, wumeromue MONUNENTHIHbBIE
nocnenoBarenpHocTd w3 SEQ ID NO: 181, 182 wu 183; m kaxapli H3 MEPBOTO
AHTUTEHCBSA3BIBAIOIEIO JOMEHAa U BTOPOrO AHTUIEHCBS3BIBAIOIETO JOMEHA COJEPKUT
OTIPEAEISIONYI0 KoMIuieMeHTapHOCTh obnacth 1 jerkoi nenu (LCDR1), LCDR2 u LCDR3,
MMeEIOIIMe MOJUTEeNTHAHBIE ocnenoBarenbHOCTH 13 SEQ ID NO: 184, 185 u 186.

[0017] Hacrosimmee m3o0peTeHre OTHOCHUTCS K TYMaHHU3UPOBAHHBIM OHCTIEHU(PUIECKUM
aatutenaM npotuB CD47/DLL3 unm uX aHTUTEHCBSA3BIBAIOIIMM (pparMeHTaMm, COIepIKalluM
MEePBBIN AHTUT'€HCBSI3bIBAIO I JIOMEH, crienupuIecKu CBSI3BIBAIO U CD47,
npeanourutensHo, CD47 yenoBeka, W BTOPON aHTHICHCBSI3BIBAIOLINM JOMEH, CIEHU(PUIECKU
ces3piBatouii DLL3, npennoururensno, DLL3 yenoBeka, rae nepBblii aHTUTCHCBSA3BIBAKOLITUI
JOMEH COIEP KHUT ONPENeSIOIYI0 KOMIUIEeMEeHTapHOCTh obnacth 1 Tspkenoit neru (HCDRI),
HCDR2, HCDR3, umeromue nonunentyuaHbie nocieaopareabHoct u3 SEQ ID NO: 187, 188 u
189; BTOpON AHTUIEHCBS3BIBAIOIIMI JOMEH COAEPKUT ONPENENSIOIYH) KOMIUIEMEHTAPHOCTh
obmactb 1 msmkenmoit unenmm (HCDR1), HCDR2, HCDR3, wumeromue MOJUNENTHIHbBIE
nocnenosarenbHocTd w3 SEQ ID NO: 190, 191 wu 192; u xaxnbli U3 TEpBOTO
AHTUTEHCBS3BIBAIOIEIO JOMEHAa M BTOPOrO AHTUICHCBS3BIBAIOIETO JOMEHA COIEPKUT
OTPEAEISIONYI0 KoMIieMeHTapHOCTh obnacth 1 jerkoi uenu (LCDR1), LCDR2 u LCDR3,
HMeEIOIIUe MOJUIENTHAHBIE nocienoBarebHOCTH U3 SEQ ID NO: 193, 194 u 195.

[0018] B xOHKpeTHBIX BapHaHTaX OCYLIECTBJIECHMs, BbIJEJEHHblE I'YMaHU3HUPOBaHHbBIE
oucnermduueckue anturena nporus CD47/DLL3 wmu uX aHTUTEHCBS3bIBaOINUE (pparMeHTHI
CONEpKaT TMEePBbI AHTHIEHCBSI3BIBAIOUIUN JOMEH, crerududecku cesbiBatomuin CD47,
npeanoututensHo, CD47 denoBeka, W BTOPOW aHTHICHCBS3BIBAIOLINH JOMEH, CIEU(PpUUIECKH
cesipiBatrouii DLL3, npennoururensno, DLL3 yenoBeka, rae nepBblil aHTUTCHCBS3bIBAIOLITUI
IOMEH COAEPKUT BapHaOeNbHYI0 O00JacTh TSKENOW Lend, HMMEIOMYI0 MOJUNENTHAHYO
MOCJIEI0BATENBHOCTD, 110 MEHbIIIEH Mepe Ha 95%, o MeHblIel Mepe Ha 96%, 1o MeHbllel Mepe
Ha 97%, no MeHblueil Mepe Ha 98% wunu no Mmesblueil Mepe Ha 99% unentuunyro SEQ ID
NO:176, wu BapmalenbHyr0 OONacCTh JIETKOM  IeMM, HMEIOIIYI0  MOJHUIIENTUAHYIO
NOCJIEI0BATENBHOCTD, IO MeHbIIENH Mepe 95%, no MeHblIel Mepe Ha 96%, o MeHbIIelH Mepe Ha
97%, no menbiuel Mepe Ha 98% unu no Mesblueil Mepe Ha 99% unentuunyo SEQ ID NO:172;

U TJ€ BTOPOH aHTUTCHCBSI3bIBAIOIINI JOMEH CONEP’KUT BapHaOeIbHYI 00NacTh TSKEJOW Lemy,



UMEIOIIYIO TOJUIENTUIHYIO TMOCIEN0BATEIbHOCTh, M0 MeHblLIelH Mepe Ha 95%, mo meHbluei
Mepe Ha 96%, o meHbluel Mepe Ha 97%, o MeHbluel Mepe Ha 98% unu no MeHblIel Mepe Ha
99% wunentuunyro SEQ ID NO:170, u BapuabenbHyt0 00JacTh JIErKOH LENMH, HUMEIOIIYIO
MOJIMMIENITUIHYIO TIOCNIE0BATEIbHOCTD, IO MEHbIeH Mepe Ha 95%, no meHblieit Mepe Ha 96%,
no MeHblneil mepe Ha 97%, mo mesblieid Mepe Ha 98% wunu no MeHbluel Mepe Ha 99%
unentrunyo SEQ ID NO:172.

[0019] B xoHKpeTHBIX BapuaHTaX OCYILIECTBIIEHUS, BbIIEJIEHHOE T'YMAaHU3UPOBAHHOE
oucnermduueckoe antureno nporuB CD47/DLL3 uian ero aHTUTE€HCBSI3bIBAIOLIUI (PparMeHT
SIBJIIETCSI CTIOCOOHBIM OJIOKHpPOBaTh CBsidbiBaHue CD47 ¢ CHrHaIbHBIM PETYJISITOPHBIM O€IKOM
anbga (SIRPo) Ha kJieTkax 3JI0KaueCTBEHHBIX OMyXOJeH, skcnpeccupyrommx kak DLL3, Tak u
CD47.

[0020] B xOHKpeTHBIX BapUaHTaX OCYLIECTBJIEHHS, BBIJEJICHHOE T'YMaHU3HPOBAHHOE
oucnerpduueckoe antureno nporus CD47/DLL3 uiam ero aHTUrE€HCBSI3bIBAOLIUI (parMeHT
SIBJIIETCSL  CIIOCOOHBIM HMHIYLMPOBATh OIOCPENOBAaHHBIA Makpodaramu (aromnuro3 KIETOK
3JI0Ka4eCTBEHHbIX OMyXoJiel, skcnpeccupyromux kak DLL3, tak u CD47.

[0021] B xOHKpeTHbIX BapUaHTaX OCYLIECTBJIEHHUS, BBIJEJICHHOE T'YMaHU3HPOBAHHOE
oucnermduueckoe antureno nporus CD47/DLL3 uiam ero aHTUrE€HCBSI3bIBAOINUI (PparMeHT
SIBJIIETCSI CTIOCOOHBIM CBSI3bIBATH KJIETKH 3JIOKAYECTBEHHBIX OITyXOJIeH, SKCIPECCUPYIOINE KaK
DLL3, tak u CD47, co ceazeiBanneM ¢ spurpounutamu (RBC) uenoBeka OT MUHUMAJIBHOTO 10
HE TMOAJAIOIIErocs AETEKIHNH.

[0022] Hacrosimee wn300peTeHHe OTHOCHTCS TakKK€ K BbIICJICHHBIM HYKJIEHHOBBIM
KUCJIOTaM,  KOIMPYIOIIMM  MOHOKJOHajJbHble aHTuTena nporus DLL3 wmm  ux
AHTUIeHCBA3BIBAIOIIME (parMeHThl, MOHOKJIOHAJNbHble aHTUTena npotuB CD47 wmm ux
AHTUTEHCBS3BbIBAIOINE (DparMeHThl, WM T'yMaHU3UPOBaHHbIE Oucnenuduyeckue aHTUTENa
npotuB CD47/DLL3 nnu ux aHTUTe€HCBA3BIBAIOLINE (PPAarMEHTHI 110 U300PETEHUIO, ONTHCAHHbIE B
HACTOSLIEM OIUCAHHH.

[0023] Hacrosimee wu300peTeHre OTHOCHTCS TaKKe€ K BEKTOpaM, COAEPIKALINM
BBbIICJICHHbIE HYKJIEMHOBBIE KUCJIOThI, KOIAUPYIOILINE MOHOKJIOHAJIbHbIE aHTuTena nporus DLL3
WIM WX aHTHTeHCBSI3bIBAIOLINE (PparMeHThl, MOHOKJIOHANbHbIE aHTHTeNa poTuB CD47 mmn ux
AHTUTeHCBS3BIBAIOIINE (PparMeHThl, WJIM TyYMaHU3UPOBaHHbIE Owucrenuduyeckue aHTUTENA
nporus CD47/DLL3 unyn ux aHTUTEHCBS3bIBAOIINE (PparMeHTHI IO H300PETEHHIO.

[0024] Hacrosimee n3o0peTeHne OTHOCHUTCS TaKXKe K KIETKaM-XO035€BaM, COIEpPKAIIUM
BEKTOPbI, COZIEP KAlUE BBbIEICHHbIE HYKIEHHOBbIE KHUCIOTbHI, KOJUPYIOLINE MOHOKJIOHAJIbHbIE
aatutena npotuB DLL3 wuiam MX aHTUTEHCBs3bIBaOIIHEe (PparMeHThl, MOHOKJIOHAJIbHBIE
anatutena npotuB CD47 wim MX aHTHTEHCBSI3BIBAIOLINE (PArMEHTHI, WIM T'YMaHU3UPOBAHHBIE
oucnermduueckue anturena nporus CD47/DLL3 wnu uX aHTUTEHCBS3bIBaOIIUE (pparMeHTHI
MO U300PETEHUIO.

[0025] B kOHKpeTHBIX BapHaHTaX OCYLIECTBJIICHUS, HACTOsIIEe N300pETeHHEe OTHOCHUTCS
K (apManeBTHYeCKONH KOMIIO3MLIMY, COAEpKallel BbIIEJEeHHblE MOHOKJIOHAJIbHBIE AaHTUTENA

nporuBs DLL3 wunm ux aHTUreHCBs3bIBarol[ue (parMeHThl, BbIIEJIEHHbIE MOHOKJIOHAJIbHBIE



aaturena npotuB CD47 wuiam WX aHTUTEHCBA3BIBAIOIIME (PparMeHThl, WM BbIIEICHHBIE
I'YMaHU3UpPOBaHHbIE  Oucrenuduueckue  antutena nporus  CD47/DLL3 wumm ux
AHTUTeHCBSA3BIBAIOIIME (parMeHThl 1O H300peTeHHI0 U (apMaLeBTHUECKH MPUEMIIEMbIH
HOCUTETIb.

[0026] Hacrosiiee uzobpereHne OTHOCUTCS TakxKe K criocobam HauenuBanust Ha DLL3
Ha TMOBEPXHOCTHU KJIETOK 3JIOKAYECTBEHHBIX OMYyXOJieH y HY)KIAIOLIErocss B 3TOM CYOBeKTa,
BKJIIOYAIOIIUM  BBEIAeHHE CyOBekTy (apmaneBTHUECKUX  KOMIIO3HMLMH,  COAepiKaIinx
BBIICJICHHbIE MOHOKJIOHaJbHblE aHTuTena npotuB DLL3 wunm uxX aHTUreHCBA3BIBAIOLINE
(bparMeHThbI 10 U300PETEHHIO.

[0027] Hacrosimmee wu300peTeHHe OTHOCUTCS Takke K cmocodam OJOKMpPOBaHUS
csizbiBanusl CD47 ¢ curHanbHbIM perynsatopHbiM Oenkom anbda (SIRPo) y Hykmaromerocs B
5TOM CyOBEKTa, BKJIIOUAKOLINM BBEACHHE CYOBEKTY (PapMalleBTUYECKUX KOMITO3ULIHH,
COMEp’KallMX  BblAEJEHHblE MOHOKJIOHaJNbHble aHTuTena npotuB CD47 wmm  ux
AHTUT€HCBS3BIBAIOIINE (PPArMEHTHI IO H300PETEHUIO.

[0028] Hacrosimee wu300pereHne OTHOCHTCS TaKke K crnocodaM  HMHAYKLUUHU
OMOCpEeNOBaHHOTO  Makpodaramu  (aromuro3a KJIETOK 3JO0KAYECTBEHHBIX OMyXoNled y
HYKIAIOLIEToCss B 3TOM CYOBEKTa, BKIIOYAIOIUM BBelEHHE CYOBEKTy (hapmManeBTHUECKUX
KOMIIO3UIINH, COAEp’KallMX BbIJEJICHHbIE MOHOKJIOHANbHbIE aHTuTena nporus CD47 umm ux
AHTUT€HCBSA3BIBAIOIINE (PPArMEHTHI IO H300PETEHUIO.

[0029] Hacrosiiee nzobpeTeHe OTHOCHTCS Takke K crioco0am HanenuBaHust Ha DLL3 u
CD47, xotopsle 006a 3KCIIpECCUPOBAaHbI HA TOBEPXHOCTH KJIETOK 3JI0KAYECTBEHHBIX OMyXOJel y
HY>KZAIOIIErocss B 3TOM CyOBeKTa, BKIIIOYAIOIUM BBelEHHE CYOBEKTy (papmMaleBTHYECKHX
KOMITO3ULINH, COAEp KALINX BBbIAENEHHbIE T'YMaHW3UPOBaHHbE OuCreLupUUECKUe aHTUTeNIa
npotuB CD47/DLL3 unyn X aHTUT€HCBSI3bIBAIOIIHE (PPArMEHTHI 10 H300PETEHUIO.

[0030] Hacrosimmee wu3oOpeTeHHe OTHOCUTCS Takke K cmocobam OJOKUpPOBaHUS
cesizbiBaHus CD47 ¢ SIRPo Ha kjeTkax 3JI0Ka4eCTBEHHBIX OIMyXOJIEH, SKCIPECCUPYIOIMUX Kak
DLL3, tak u CD47, y Hy>K#aroLIerocss B 3TOM CyOBbeKTa, BKIIIOYAIOIUM BBEIEHHE CyOBEKTY
(dapManeBTHYECKMX  KOMIIO3WLHMH,  COAEpIKALIMX  BbIIEJCHHbIE  T'yMaHW3UPOBAHHbBIE
oucnermduueckue anturena npotus CD47/DLL3 wnu MX aHTUTEHCBSA3BIBAOIUE (PparMeHTHI
O U300PETEHUIO.

[0031] Hacrosimee wu300pereHne OTHOCHUTCS TaKke K crnocodaM  HMHAYKLUUH
OMOCPENOBAaHHOTO  Makpodaramu  (aromuro3a  KJIETOK — 3JIOKAUYECTBEHHBIX  OMyXOJIEH,
skcnpeccupyromux kak DLL3, Tak u CD47, y HyXIaromerocsi B 3ToM CyObeKTa, BKIFOYAIOIIUM
BBeICHHE  CyOBeKkTy  (papMameBTUYECKMX  KOMITO3UIIHMH,  COAEP)KALIMX  BbIIEJICHHBIE
I'YMaHM3WpPOBaHHbIE  Omcrienuduueckue  antutena nporus  CD47/DLL3 wmm ux
AHTUT€HCBS3BIBAIOIINE (PPArMEHTHI IO H300PETEHUIO.

[0032] Hacrosimee u3obpereHne OTHOCHUTCS TaKKe K CIIOCO0aM CBSI3BIBAHHS KJIETOK
3JI0KaQUYE€CTBEHHBIX OmMyXxoJyiel, skcrnpeccupyrommx kak DLL3, tak u CD47, nocpencrsom
rYMaHU3UPOBAHHOIO oucnenudrueckoro AHTUTENA MIPOTUB CD47/DLL3 158051

AHTUTEHCBs3bIBAIOIIEr0 (hparMenrta, co ces3biBaHueM ¢ sputporutamu (RBC) uenoseka ot



MUHMMAJBHOTO A0 HE MOMANINErocsl AETEeKUUH, Yy HYXKIAIOIIErocs B 3TOM CyObBeKTa,
BKJIFOUAIOLINM  BBEACHHE CYOBEKTY  (apMaleBTHUECKHMX  KOMIIO3ULMH,  COXEpIKaIluX
BbIJIEJIEHHbIE T'YMaHU3UpOBaHHbIE Oucneunduyeckue antutena npotus CD47/DLL3 wnmm ux
AHTUT€HCBA3BIBAIOIINE (PPArMEHTHI M0 H300PETEHUIO.

[0033] Hacrosimuee wu300peTeHHe OTHOCUTCA TaKXke K  crmocobaM  JieueHus:
3JI0KAYECTBEHHOW OINYXOJHM Yy HYXJIAIOIIErocs B 3TOM CyObeKTa, BKIOYAIOIIUM BBEICHHE
cyOBeKkTy (papMaLeBTHYECKUX KOMIO3ZULMHA MO H300peTeHHI0. 3JI0KaYeCTBEHHAs] OIMyXOJb
MOJKET TPEACTaBIATh COOOH JIOOYIO JKUIKYIO WM COJHIHYIO 3JIOKAUYECTBEHHYIO OIyXOJb,
HarpuMep, OHa MOXKeT ObITh BbIOpaHa, HO O€3 OrpaHHYeHHs, M3 paka JIETKOro, TaKOro Kak
MenkokIeTouHbll pak Jjerkoro (SCLC), KpymHOKJIETOUHON HEHpPO3HIOKPHUHHON KapLUHOMBI
(LCNEC), paka sxenmynka, paka OOOTOYHOHM KHIIKH, MEYEHOYHOKJIETOUHOH KapLMHOMBI,
MOYEYHOKJIETOYHOW  KapUMHOMBI,  YpPOTENHAJbHONH  KAapLHWHOMBI  MOYEBOIO  My3bIps,
MeTacTa3upylollell MelaHOMbI, paka MOJOYHOM >KeNe3bl, paka sSUYHUKA, paka LIeWKH MAaTKy,
paka TOJIOBBI M IIEH, pakKa MOMKEIYAOYHOH >KeNle3bl, TIIHOMBI, TIHOOJACTOMBI M JIPYTHX
COJIMIHBIX OIyXOJiel, W HeXOmKCKUHCKON numdombl (NHL), octporo mumdorurapHoro
neiiko3a (ALL), xpoHudeckoro mumbonurapHoro jeiiko3a (CLL), XpoOHH4eCKOro MUEIOT€HHOTO
neiikoza (CML), mHO)kecTBeHHOM Muenomel (MM), octporo muenounHoro jeiikoda (AML) u
APYTUX KUIKAX OMyXOJIEH.

[0034] HacTosimmee n3obpereHne OTHOCUTCS TaKXKe K Croco0am MOJy4eHHUs BBIIEIEHHOTO
MOHOKJIOHaJIbHOTO aHtutena npotuB DLL3 wmmum ero aHTHreHCBs3pIBAOLIEro (hparMeHra,
BBIJIEJIECHHOIO MOHOKJIOHAJIBHOTO aHTuTena npotus CD47 unm ero aHTUreHCBSI3bIBAOLIETO
¢dparmeHnTa, WM BBIAEICHHOTO T'yMAaHU3UPOBAHHOrO OHCHENN(pUYECKOr0 AHTHUTENA IPOTUB
CD47/DLL3 wunu ero aHTUT€HCBS3bIBAIOIIEr0 (parMeHTa Mo H300peTeHHIO, BKJIIOYAIOIIUM
KyJIbTUBUPOBAHUE KJIETKH, COAEpKALEH HYKIEHMHOBYIO KHCJIOTY, KOAUPYIOIIYI AHTUTEIO WU
€ro AaHTHIeHCBS3bIBAOIIMN (PAarMEHT, B YCIOBMSAX JUIA MNPOAYKIMHU AHTHUTENA WIH €ro
AHTUTCHCBS3BIBAIOIIETO (DparMeHTa, W BBINEJICHHUE AHTUTENA MM €r0 aHTUTE€HCBSI3bIBAIOLIETO
(parMeHTa U3 KJIETKU WU KYJIBTYPHI.

[0035] Hacrosimee wu3o0pereHHe OTHOCUTCS TaKke K CrHoco0am  MOJydeHus
(apManeBTHYECKOH KOMITO3ULMHY, COAEpIKaleil BbIIEJIEHHOe MOHOKIJIOHAJIBHOE aHTHTENO
nporue DLL3 wuiam ero aHTUIreHCBS3bIBAOIUI (PparMeHT, BBIIEJIEHHOE MOHOKJIOHAJIBHOE
aatutenno nporuB CD47 wuam ero aHTUIeHCBSI3BIBAOLINKA (parMeHT, WM BBIIEIEHHOE
ryMaHU3upoBaHHOe  Oucnenuduyeckoe  antuteno nporuB  CD47/DLL3  wmm  ero
AHTUTCHCBS3BIBAIOIINN (PparMeHT MO M300PETEHHUIO, BKIIIOYAIOIIUM 00 beIMHEHHE aHTUTENa WITH
€ro aHTHICHCBS3BIBAIOIIErO (parMeHTa ¢ (PapMaleBTUYECKHU NPUEMIIEMBIM HOCUTENIEM IS
NOJIy4eHus (papMarieBTUIECKONH KOMITO3ULIHU.

[0036] Hacrosimee n300peTeHre OTHOCHTCS TakXKe K CIIOCO0aM OMpeneNeHHs! YPOBHS
DLL3 y cybbekra. Crioco0pl BKIIFOUAOT (a) mojydeHne obpasua ot cyowekra; (b) mpuseneHue
o0Opasna B KOHTAaKT C BBIAEJIEHHbIM MOHOKJIOHAJbHBIM aHTHTeNoM mnpotuB DLL3 wmu ero
AHTUTeHCBSA3BIBAIOIIMM (PparMEHTOM IO H300peTeHHto; u (c) ompenenenue ypoBHs DLL3 y

cyObekTa. B KOHKpETHBIX BapHaHTaX OCYIIECTBIICHUs, oOpas3el MpeAcTaBlisieT cobol olpasers
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TkaHn. OOpasenl TKaHU MOXKET, HampuMep, MPEncTaBisiTh cobol obpasenm TKaHU
3JIOKQYEeCTBEHHOH OMyXOoyii. B KOHKPETHBIX BapHaHTax OCYIIECTBJIECHUs, 00pas3el MpercTaBisieT
co0oli oOpasew KpoBH.

KPATKOE OITMCAHUE YEPTEXENU

[0037] IIpuBeneHHOe BbIIE KPaTKOE M3JIOKEHHE CYIIHOCTH M300pEeTeHHs, TaK K€ Kak
crenyrouee noapoOHOe ONMMCAHKUEe MPEANOUTHTEIbHBIX BAPHAHTOB OCYIIECTBICHUS HACTOSLIEr O
n300peTeHus], CTAaHeT JIy4Ylle MOHSITHBIM IIPH YTEHUU B COYETAHUU C MPUJIATAEMbIMH YE€PTEXKAMH.
Cnenyer mnoHuUMaTh, OJHAKO, 4YTO HM300pETEHHE HE OrPAaHMYEHO TOYHBIMH BapHAHTAMHU
OCYIECTBJICHHS, TOKA3aHHbIMU Ha YEPTEIKaX.

[0038] Ha ®UI'. 1A-1C mokazaHO CBsI3bIBAHHE OYHIIEHHBIX XUMEPHBIX MAb mpoTHUB
DLL3 ¢ ucnoip30BaHHBIM B Ka4€CTBE MOKPBITHS pekoMOnHaHTHBIM Oenkom DLL3 nmocpencreom
ELISA.

[0039] Ha ©OUI. 2A-2C mnokazaHO cBsi3bIBaHHE XHMepHbIX MAb mporus DLL3 ¢
kinerkamu HEK293-huDLL3 mnocpeactBom FACS. Tpu pasnauuHbIX KOHLEHTpauud mAb
UCTIONB30BAH B aHanmusze (606,67 HM (OUI. 2A); 333,33 uM (OUI'. 2B); u 66,67 uM (PUI.
20)).

[0040] Ha ®UI". 3 noka3aHo cBsi3bIBaHME T'yMaHU3upoBaHHbIX MAb npotus DLL3 H1L2
c kierkamu SHP-77 nocpeactsom FACS.

[0041] Ha ®UI'. 4A-4B mokasanbl gaHHble MocTukoBOro ELISA Oucnernudpuyeckux
anturen BA1l u BA1(C) (®UTL'. 4A) u BA4(C) (OUI. 4B).

[0042] Ha ®UI'. 5 mokaszano cs3biBaHue Oucnernudpudecknx antuten BAl, BA1(C) u
BA4(C) ¢ ummoOmmmzoBanabsiM CD47 nocpencrsom ananuza ELISA.

[0043] Ha ®UI'. 6A-6B mnokaszaHo cBsizbiBaHue Oucnenuduueckux anruren BAl u
BAI(C) (®UT. 6A) u BA4(C) (OUI'. 6B) ¢ ummobunmzosanubiM DLL3 mocpencTsom aHanmusa
ELISA.

[0044] Ha ®UI. 7 nokaszaHo cBsi3biBaHue Oucnernudpuyeckux antuten BA1l, BA1(C) u
BA4(C) ¢ onHoBpemeHHO uMMoOun3oBaHHbiMU CD47 1 DLL3 B COOTHOIIEHUN KOHIEHTPALIUIH
1:1 mocpencrBom ananusa ELISA.

[0045] Ha ®UI. 8A-8B mnoka3aHa aKTHBHOCTb Owucrenudpuyeckux aHturen BAIL,
BAI1(C) u BA4(C) B 6nokupoBannu B3anmoneiicreus CD47/SIRPo B ananmse ELISA. Tonbko
CD47 Oput umMoOmmm3oBan B aHammze Ha PUI. 8A, m obda CD47 u DLL3 Obuin
UMMOOMITN30BaHbI B COOTHOIIEHUH KOHLeHTpauuii 2:1 B ananmuze Ha @UI. 8B.

[0046] Ha ®UI. 9 nokazaHo cs3biBaHue Oucnerududecknx antuten BAl, BA1(C) u
BA4(C) c xnerkamu Raji.

[0047] Ha ®UI". 10 nokazan uarudupyromuii 3¢ dexr F(ab’)2 nporus CD47 wnu npotus
DLL3 Ha cBsi3piBanue Oucnenupuyeckoro anrurena BA1(C) ¢ knerkamu SHP-77.

[0048] Ha ®UI. 11A-11C mnoka3aHO cBsi3biBaHHE OuCHeMPUUESCKUX AHTHTEN C
spurporuramu (RBC) yenoBeka npu pa3nuyHbix KOHLEHTpalwsix mAb (1600 aM (OUI. 11A),
533 EM (®UT'. 11B) u 178 M (PUI". 11C)).

ITOAPOBHOE OITMCAHUME M30BPETEHMA
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[0049] Pasnuunble myOnuKaluy, CTaThbW M MATEHTHI NMPOLUTHPOBAHBI MM OIHCAHBI B
paszene ypoBeHb TEXHHKU U Ha MPOTSDKEHHM OMMCAHMS, TOJIHOE COAEpKaHUE KaXIOH U3 3THX
CCBUIOK TPUBEIEHO B HACTOSINEM OINUCAHUM B KauecTBe cChbUIKU. OOCyKIeHHe NOKYMEHTOB,
aKTOB, MaTE€PUAJIOB, YCTPONUCTB, U3JENNUN UM T.II., KOTOPOE BKJIIOYEHO B HACTOSIIEE OMHCAHUE,
NPUBEIEHO C LEJNbI0 MPEeNOCTaBIeHHs KOHTEKCTa Mo u3oOpereHuto. Takoe oOCykneHue He
SBJSIETCS] TPU3HAHUEM TOro, 4TO JIIOOOH MM BCe M3 3THX OOBEKTOB COCTaBJISIOT 4acTb
NPEeLIECTBYIOIIEr0 YPOBHS TEXHUKH, MPUMEHHUTENBHO K JIFOOBIM OIMCAHHBIM WJIH 3asIBJICHHBIM
U300pETEHUSIM.

[0050] Ecnu He ompeneneHO WHOE, BCE TEXHUYECKHE U Hay4dHblE TEPMHHBI,
UCTIONIb3YEMbIE B HACTOSIILEM ONUCAHUH, HMMEIOT TaKOe K€ 3HAUeHHe, KOTOPOE SIBJISETCS
OOIIENTPUHATHIM JJIs1 CIIELIMAIMCTA B OOJIACTH, K KOTOPOH OTHOCUTCS HacToswIee uzodperenue. B
UHOM Clly4ae, KOHKDPETHbIE TEPMHUHBI, HCIIOJNb3yeMble B HACTOSIIEM ONHCAHUH, HMEIOT
3HAYEHHsI, KaK YKa3aHO B ONMCAHUH.

[0051] Cnenyer oTmeTruTh, YTO, KAk HCHOJB3YIOT B HACTOSALIEM OINHUCAHWUA W B
npuiaraeMoil ¢gopmyne u3o0pereHus, (HOpPMbl E€IUHCTBEHHOTO YHCIA BKJIIOYAIOT OOBEKTHI
CCBUIKM MHOKECTBEHHOTO YHCJIa, €CJIU KOHTEKCT SIBHO HE TPpeOyeT HHOTO.

[0052] Ecnu He ykazaHO WHOe, JIOOBIE YHCIIOBBbIC 3HAYCHHS, TAKHEe KaK KOHIEHTPAIUs
WM JHMana3oH KOHLEHTPAIMH, OMHCAHHbIE B HACTOSIIEM OIMCAHUH, CIEeNyeT MOHHUMAaTh, Kak
MOIU(HUIMPOBAHHBIE BO BCEX CIydasX TEPMUHOM «IpuOMu3uTenpHO». Takum obpaszom,
YHICJIOBOE 3HAuU€HUe, Kak MpaBuio, BkiroudaeT+10% ot ykasanHoro 3HaueHus. Hampuwmep,
koHeHtpanusi 1 mr/min Bxmodaer 0,9 mr/mi - 1,1 mr/mn. [TomoGHbeIM 0Opa3om, auamna3oH
koHeHtpanuii 1% - 10% (macc./00.) Bxmouaer 0,9% (macc./00.) - 11% (macc./06.). B pamkax
n300peTeHNs], HCIONb30BAaHUE YUCJIOBOIO 3HAUEHHUs $BHO BKIKOYAE€T BCE BO3MOXKHBIE
NOJIMAMIA30HbI, BCE WHAUBHIYyaJbHbIE YHCIOBbIE 3HAUEHMs] B MpeAeNax 3TOro JAuara3oHa,
BKJIIOUAs 1IeJIble YHCIIA B TpeeNax TAKUX AWAa30HOB M ApoOU 3HAUYEHHH, €CJIU KOHTEKCT SIBHO
HE yKa3bIBAET HA UHOE.

[0053] Ecnu He yka3aHO MHOE, TEPMUH «I10 MEHBIIEH Mepey, MPeALIeCTBYOIIHNN CepusiM
3JIEMEHTOB, CJIEIyeT MOHUMATh KaK OTHOCSIIMICS K KaXKIOMY 3JIEMEeHTY B cepusix. Crienuanucty
B JIAaHHOW O0JIACTH M3BECTHO, WJIM OH SIBJSIETCS CIIOCOOHBIM OINMpPENENIUTh C UCIIONIBb30BAHUEM HE
Ooree, yeM OOIIENPUHATHIX SKCIIEPUMEHTOB, MHOKECTBO SKBHBAJICHTOB KOHKPETHBIX BAPHAHTOB
OCYIIECTBIIEHUsI W300pETEHUs, ONMUCAHHBIX B HACTOSAIIEM OIMUCAHUU. Takue SKBHUBAICHTHI
NpeAHa3HAYEeHbI TSI BKIIFOYEHUS B U300peTeHME.

[0054] B pamkax u3oOpeTeHUs, TEPMHUHBI KCOAEPIKHUT», «COMEPIKAIUNY, «BKIHOYACTY,
«BKJIFOUASY, KUMEET», KUMEIOIINIY, KCOAEPIKUT» WM «COAEPKALIHi», WU JIFOObIe APYTHE UX
BapUAHTBHI, MOHUMAIOT KaK MOJPa3yMEBAIOIHE BKJIIOYEHHE YKA3aHHOTO IEJIOTO WUIM TPYIIIbI
LeNIbIX, HO HEe KaK HCKIIYEHHE J0OOro Ipyroro LENOro WM TPYMIbl LENblX, U OHHU
NpeaHa3HAYeHb], YTOOBI SIBJISETCS HEUCKIIIOUNTENbHBIMU HITH HEOT paHn4YHBaromumu. Hanpuwmep,
KOMITO3HUIIHS], CMECh, MPOLIECC, CMOCO0, U3AENNe WU YCTPOHCTBO, KOTOPBIE BKIIFOYAIOT CITUCOK
3JIEMEHTOB, HE 0053aTeNbHO OrPaHUYEeHbl TOJBKO 3TUMHU 3JIEMEHTaMH, HO MOTYT BKIJIFOYATh

APYrue€ SJCEMEHTHI, sIBHO HE MNCPCHUCIICHHBIC WM HE TPUCYIINE TAKHUM KOMIIO3ULIUH, CMCCH,
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nporeccy, crnocody, U3IeNu0 Wik ycTpoicTBy. Kpome Toro, eciu sSIBHO He yKa3aHO OOpaTHOe,
«HJIN» OTHOCHUTCS K BKJIFOUHUTEIBHOMY HJTH, a HE K HUCKJIIOUYHTeNbHOMY Wi, Hampumep, ycrnosue
A wm B yIOBIETBOPEHO MOCPEACTBOM JIFOOOTO M3 CIENYIOIEro: A SIBJISIETCS UCTHHHBIM (FUTH
NPUCYTCTBYET) U B sBIsieTCsA NOXKHBIM (MJIM HE TPUCYTCTBYET), A SBIISETCS JIOKHBIM (MJIM HE
NPUCYTCTBYET) U B siBiseTCs MCTUHHBIM (MM TPUCYTCTBYeT), © A u B ob0a sBisoTCS
UCTUHHBIMU (WU TIPUCYTCTBYIOT).

[0055] B pamkax u300peTeHHsl, COEIMHUTEIbHBINA TEPMUH «H/WJIH» MEXKIY MHOXKECTBOM
MEPEYUCIIEHHbIX JJIEMEHTOB TOHMMAIOT KaK BKJIIOYAIOIIWN Kak WHAUBUAyaJbHbIE, TaK W
o0beMHEeHHbIe BapuaHThl. Harpumep, Koraa aBa 3JieMeHTa COSTUHEHbI TTOCPENCTBOM «H/WITHY,
MEPBBI BapUAHT OTHOCHUTCS K MPUMEHHUMOCTH TEPBOrO 3JIEMEHTa B OTCYTCTBHE BTOPOTO.
BTopoli BapuaHT OTHOCUTCS K TPUMEHHMOCTH BTOPOTO 3JIEMEHTa B OTCYTCTBHE TIEPBOTO.
Tperuii BapuaHT OTHOCUTCS K MPUMEHHMOCTH TEPBOTO W BTOPOrO 3JIEMEHTOB COBMECTHO.
JIroboli W3 3THX BApUAHTOB TMOHMMAKOT KaK BKJIOYEHHBIH B 3HAYEHHE, W TaKUM 00pasom,
yIIOBJIETBOPSIFOIINN TPeOOBAHUIO TEPMHHA «W/WJIN», B paMKax nzodpereHus. OTHOBPEMEHHYIO
IPUMEHUMOCTH 0OJiee OJTHOTO M3 BAPHUAHTOB TAK)KE MOHUMAIOT KaK BKJIFOUEHHYIO B 3HAYECHHE, U
TaKUM 00pa3oM, YAOBIETBOPSIIOIIYIO TPEOOBAHUIO TEPMIHA «H/ VTN,

[0056] B pamkax m300peTeHUs, TEPMUH «COCTOUT W3» WM €r0 BapHAHTBI, TAKHE KaK
«COCTOSIT U3» WJIM «COCTOSIIUH M3», KaK HUCIOJNB3YIOT Ha MPOTSKEHUH OMUCAHUS U (HOPMYJIbI
n300peTeHNs], YKa3bIBaeT HA BKJFOYEHHE JTI0O0r0 M3 YKa3aHHOTO LIEJIOrO FUIM TPYIIbI LEJbIX,
OTHAKO HAa TO, YTO HUKAKHE IOMOJHHUTENIbHbIC IeJIOe FJIM Ipynmna LejbIX He MOTYT OBITh
n00aBJIeHBI K YKa3aHHOMY CIOCO0Y, CTPYKTYPE U KOMITO3HULIUU.

[0057] B pamkax u300peTeHHsi, TEPMUH «B OCHOBHOM «COCTOUT W3» WJIM BapHUAHTBHI,
TaKhe KaK «B OCHOBHOM COCTOSIT U3» WJIM «B OCHOBHOM COCTOSIIIHMI U3», KaK HCIOJB3YIOT Ha
NPOTSDKEHUHM OMMCaHUsT ¥ (HOpMyJsibl M300pEeTeHUs, YKa3bIBAeT Ha BKJIKOYEHHE JIOO0Oro u3
YKa3aHHOTO LIEJIOTO MJIM TPYIIIbI LEJbIX, U HEOOsA3aTeIbHOE BKIIFOUEHHE JTIF000T0 U3 yKa3aHHOTO
LEJIOr0 WJIM TPYIIIbI LEJbIX, KOTOpPblE CYLMIECTBEHHO HE W3MEHSIOT OCHOBHBIE WJIM HOBBIE
CBOWCTBA YKA3aHHOTO CHoco0a, CTPYKTypbl wiu komno3uuu. Cm. M.P.E.P. § 2111.03.

[0058] B pamkax wu3oOpereHus, «CyObekT» oOO3HadaeT Jr0OOe IKUBOTHOE,
MPEINOYTUTENIbHO, MIJIEKOMHUTAoIee, Hauboiee TNPEANOYTUTENIbHO, 4YeJoBeKa. [epMuH
«MIJIEKOITUTAIOIIEe», B paMKax H300peTeHwus], BKJIOYaeT Jiro0oe miekonutaromiee. [Ipumepsr
MJIEKOMTHUTAIOIIUX BKJIFOYAIOT, HO Oe3 OrpaHu4eHus, KOpPOB, JIOLIaNel, OBEIl, CBUHEH, KOIIEK,
co0ak, MBbIIIeH, KPbIC, KPOJHKOB, MOPCKHX CBHHOK, OO€3bsiH, 4eJioOBeKa U T.O., Oojee
MIPEIMOYTUTENILHO, YEIOBEKA.

[0059] TepmuHBI «cripaBay, «ClIeBa», «HUXKE» W «BBIIIE» OOO3HAYAIOT HANPABIICHUS HA
YyepTekax, Ha KOTOPbIE CAeNIaHa CChIIKA.

[0060] Cnenyer Takke MOHWUMATh, YTO TEPMHUHBI (IIPHOJIH3UTEIBHO», «OKOJIO», «KaK
MPAaBUIIO», IO CYLIECTBY» U TMOJOOHBIE TEPMHHBI, HCIOJIb3yeMble B HACTOSIEM OIHUCAHUH,
NPUMEHUTEIPHO K HW3MEPEHUI0 WJIM XapaKTePUCTHKE KOMIIOHEHTa TMPEANIOYTHTEIBbHOTO
n300peTeHNs], YKa3bIBAIOT HAa TO, YTO OINHCAHHOE HM3MEPEHUE/XAPAKTePUCTHKA HE SIBJISIETCS

TOYHOM rpaHHueﬁ WM napamMeTpoM, U HE HUCKIHOHAIOT HE3HAYNTECIbHBIX OTKJIOHEHUM OT HHUX,



13

KOTOpBIE SIBJIOTCS (PYHKLIMOHAIBHO OJMHAKOBBIMH WJIM CXOIHBIMH, KaK IMOHSITHO CHELHATHCTY
B paHHOW oOmactu. Kak MHMHHUMYM, Takue CCBUIKH, BKJIIOYAIOIIWE YHCJIOBOW Mapamerp,
BKJIFOUAKOT OTKJIOHEHHUs, KOTOpbIE, C HCIOJb30BAHUEM MAaTEMaTHYECKUX U IMPOMBIIIJIEHHbIX
NPUHLUIOB, NMPUHATHIX B AAHHOW 0ONacTH (Hampumep, OKPYTJEeHUs, OIIMOOK HW3MEPEHUs HIIH
APYTHX CUCTEMATHYECKHX OIIMOOK, TEXHOJIOTHYECKUX JOMYyCKOB M T.J.), HE H3MEHSIOT
HaMMEHBLIYIO 3HAYALIYIO [THU(PY.

[0061] TepmuHbI «UASHTUYHBII» WIN MPOLEHT KUACHTUYHOCTUY, B KOHTEKCTE BYX WUJIH
OoJiee MOCIen0BATENbHOCTEN HYKJIIEMHOBBIX KUCIIOT HITH MOJIMIENTHAHBIX MTOCIEA0BATEIbHOCTEH
(mampumep, antutena npotuB DLL3, anturena mporus CD47, Oucneundudeckue aHTuTena
npotuB CD47/DLL3, nonunentunast DLL3 u kogupyoomye ux MOJUHYKJIEOTHABI), OTHOCSATCS K
IBYM WK OoJiee IMOCHEeNOBATEIbHOCTSIM WJIH TMOAIOCIENOBATEIbHOCTSIM, KOTOPBIE SIBJISTFOTCS
OJIMHAKOBBIMH WJIM UMEIOT YKa3aHHbBIN MPOLIEHT aMUHOKHUCIOTHBIX OCTATKOB WJIM HYKJIEOTUIOB,
KOTOpBIE SIBJISIFOTCSl OAMHAKOBBIMHU, NPU CPaBHEHUM W BBIPABHUBAHUHU [UIsI MaKCHUMaJbHOTO
COOTBETCTBHS, KaK H3MEPEHO C HCIOJb30BAaHUEM OAHOIO0 M3 CIEAYIOIUX aJrOpUTMOB
CpaBHEHUs MOCJIEA0BATEIbHOCTEN, I IIOCPEICTBOM BU3YaJIbHOM MPOBEPKHU.

[0062] [ns cpaBHEHUS MOCIENOBATEIBHOCTEH, KaK MPABUJIO, OJTHA MOCIEI0BATEIHHOCTD
CIIy’KMT B KadeCTBE 3TAJIOHHON MOCJIEN0BATENbHOCTH, C KOTOPOIl CPaBHUBAIOT TECTUPYEMbIE
NOCJeN0BaTENbHOCTH. [Ipy HCIONB30BaHMU aNrOpUTMa CpPaBHEHMs IOCIEN0BATENbHOCTEN,
TECTUPYEMble U OTAJOHHBIE T[OCJIEJOBATEIBHOCTH BBOAAT B KOMIIBIOTEpP, HA3HAYaIOT
KOOPZAMHATHI TIOATOCIENOBATEIbHOCTH, NPU HEOOXOMUMOCTH, W HA3HAYAIOT IapaMeTPhI
aNropuTMa IMpPOTrpaMMbl CpPAaBHEHMs IIOCHIEAOBATENbHOCTEH. 3aTeM alrOpuTM CPaBHEHMs
NOCJIEI0BATENbHOCTEN PACCUNTBIBAET MPOLIEHTHYIO HIEHTUYHOCTH MOCJIEAOBATEIbHOCTEN IS
TECTHPYEMOH  IOCIeN0OBATeNbHOCTH(IIOCIEIOBATENbHOCTEH),  OTHOCHTENBHO  3TaJOHHOMN
NOCJIEI0BATENbHOCTH, HA OCHOBAHNU Ha3HAYEHHBIX IApaMETPOB NMPOTPaMMBbI.

[0063] OnTumanbHOE BBIPAaBHHBAHHUE IOCIENOBATEIbHOCTEH MAJIi CPAaBHEHHUS MOXKHO
MIPOBOANTD, HANPUMeEpP, MOCPENCTBOM aJIropuTMa JOKalbHOM romonorun Cmurta U YorepMmasa,
Adv. Appl. Math. 2:482 (1981), mocpencTBOM ajropuT™Ma BbIpABHUBAHUS 00JaCTel TOMOJIOTUN
Hupnmvana u Bynma, J. Mol. Biol. 48:443 (1970), nocpenctBoM cnocoda MOMCKAa CXOACTBA
IMupcona wu Jlunmana, Proc. Nat’l. Acad. Sci. USA 85:2444 (1988), mnocpencTsom
KOMITBIOTEPU3UPOBAHHBIX ocyiiecTBienuit 3tux anropurmoB (GAP, BESTFIT, FASTA wu
TFASTA B makere mporpamMmHOro obOecrneuenuss Wisconsin Genetics, Genetics Computer
Group, 575 Science Dr., Madison, WI) uimu nocpencTBoM BU3YaJbHOM MPOBEPKH (CM., B 00IIeM,
Current Protocols in Molecular Biology, F.M. Ausubel et al., eds., Current Protocols, a joint
venture between Greene Publishing Associates, Inc. and John Wiley & Sons, Inc., (1995
Supplement) (Ausubel)).

[0064] Ilpumepamu aNropuTMOB, TMPUTOAHBIX JJIsI ONPENETEHUS MPOLEHTHOU
UICHTUYHOCTH MOCJIEA0BATEIbHOCTEN U CXOACTBA MOCIEA0BATENbHOCTEMH, SIBISIFOTCS] AJITOPUTMBI
BLAST u BLAST 2.0, onucannsie B Altschul et al. (1990) J. Mol. Biol. 215: 403-410 u Altschul
et al. (1997) Nucleic Acids Res. 25: 3389-3402, coorBercTBeHHO. [IporpamMmmHoe obecnieueHue

s nposeneHust aHann3oB BLAST sBnsercs myOmumuHo moctynHbM depe3 HanmoHanbHBIN
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LEeHTP OMOTEXHOJIOTHYECKON HHPOpMAMU. DTOT AITOPUTM BKIIIOYAET CHAYaIa HACHTU(DUKALHIIO
map IOCNeNOBAaTENbHOCTEH C BBICOKMM mokasarenem cxoxncta (HSP) mocpencrsom
UeHTU(PHUKAIUY KOPOTKHUX CJIOB JUIMHOW W B 3arpaiimBaeMOl IOCIEA0BATENIbHOCTH, KOTOPbIE
au00 COBMAAAKT, JHOO YIOBJIETBOPSIOT HEKOTOPOMY  IOJIOKUTEIBHOMY IOPOrOBOMY
nokasateinro T npu BbIpABHUBAHHMU CO CJIIOBOM TAKOMH K€ JUTMHBI B MOCJIEIOBATEIBHOCTH U3 0a3bl
naHHbIX. T 00O3HAYaeT MOPOTOBYHO OLEHKY CXOncTBa cocemHux cyoB (Altschul et al, Bbie).
OTU UCXOAHbIE MONAAAHUS B COCEIHEE CJIOBO JEHCTBYIOT B KQUeCTBE 3aTPABOK JAJISI MHUIMALUU
MOWCKOB ¢ Liebt0 Haiitu Oonee miauHHbIe HSP, comepskamue ux. [Tomaganus B clioBa 3aTemM
pacUIMPSIIOT B OOOUX HANpPABJICHUSIX BIOJIb KAKIOW MOCIENOBATEIbHOCTH, MIOKA KYyMYJISITHBHBIH
MOKa3aTeNb BbIPABHUBAHUS MOXKET YBEJIUINBATHCS.

[0065] KywmynsTuBHbIE mMOKa3aTeIW PACCUUTHIBAIOT C  HCIOJb30BAHHUEM, IS
HYKJICOTHJIHBIX TIOCJIEOBATENIHOCTEHN, mapameTpoB M (mokasaTesib BOSHATPAXKIEHUS 3a Mapy
COBIMAJANOINUX OCTAaTKOB, Bcerna > 0) m N (mokasarens mTpada 3a HECOBMANAOIINE OCTATKHY,
Bcerna < 0). /I aMUHOKHCIIOTHBIX ITOCJIEAOBATEIbHOCTEH, OLEHOUHYI0 MATPHIy HCIIONB3YIOT
ISl pacdeTa KyMYJIITUBHOIO TIOKas3aTens. PaciiupeHue mnomajgaHus B CJIOBA B KaXIOM
HanpaBJIEHUH MPEKPaIlaoT, KOr/la: KyMYJIATUBHBIN IMOKa3aTeb BbIPABHUBAHUS YMEHbILIAETCS Ha
3HaueHue X OT €ero MaKCHUMAaJbHO JOCTHUTHYTOIO 3HAaueHUs; KyMYJSATUBHBIN IOKa3aTelb
CTPEMUTCS] K HYyJIO WM HIDKE, M3-3a HAKOIUIEHUS OJHOIO WJIM HECKOJBbKUX OTPHULATENbHO
OLIEHUBAEMbIX  BBIPABHUBAHMHA  OCTATKOB, MJIM JOCTHTHYT KOHEL Kakoh-nmubo  u3
nocnenosarenpHocTeil. Ilapamerper  anmroputma BLAST W, T wu X omnpegensor
qyBCTBUTEJIBHOCTh M CKOPOCTb BbIpaBHUBaHUA. B mporpamme BLASTN (ans HyKJI€OTHIHBIX
NOCJIEIOBATENBHOCTEH) UCTIONB3YIOT 10 yMondaHuoo anuHy ciosa (W) 11, oxunanue (E) 10,
M=5, N=-4 u cpaBHeHue oOeux uenei. i1 aAMHUHOKHCIOTHBIX MOCIEIOBATEIbHOCTEH, B
nporpamme BLASTP ucnons3yroT no ymomuanuto miuny ciosa (W) 3 u oxunanue (E) 10, u
oueHouHyro matpuuy BLOSUMG62 (cm. Henikoff & Henikoff, Proc. Natl. Acad. Sci. USA
89:10915 (1989)).

[0066] B nonomHeHue K pacueTy MNPOLEHTa WIAEHTUYHOCTH IMOCJIEI0BATEIbHOCTEMH,
anroput™ BLAST ocyecTBisier Takke CTaTHUCTUYECKUN aHalii3 CXOACTBA MEXAY JBYMs
nocienosarenbHocTsIMU (cM., Hampumep, Karlin & Altschul, Proc. Nat’l. Acad. Sci. USA
90:5873-5787 (1993)). OnmHuM u3 W3MEpPEHHH CXOACTBA, NPEAOCTABIEHHBIX aJTOPUTMOM
BLAST, sBnsiercs HamMenbimasi cymma BepositHocTeidl (P(N)), koropas yka3bBaeT Ha
BEPOATHOCTb, C KOTOPOM COBMaJ€HUE JBYX HYKJIEOTUAHBIX WM aMHUHOKHCIOTHBIX
MOCJIEIOBATENBHOCTENl MOXKET MPOMCXOAUTH ciydvailHo. Hampumep, HyKJIE€HHOBYIO KHUCIOTY
CUMTAIOT CXOJHON C STaJOHHON IOCIENOBAaTENbHOCTBIO, €CJIM HauMEeHbLIas CyMMa
BEPOSATHOCTEN MPU CPABHEHUH TECTUPYEMON HYKJEUHOBOM KUCJIOTHI C 3TAJJOHHON HYKJIEMHOBOM
KHCJIOTOM cocTaBisieT MeHee mnpubOmusurensHo 0,1, Ooyiee MpenmodTUTETHHO, MeEHee
npubnusutensHo 0,01 1 Haubonee npennoYTHUTENbHO, MeHee npuoIm3uTensHo 0,001,

[0067] JononHuTeNbHBIM YKa3aHUEM Ha TO, YTO ABE MOCJIEI0BATEIbHOCTH HYKJIEHHOBOM
KHMCJIOThl WM ABa TOJUIENTUAA SBJAIOTCS B OCHOBHOM HAEHTUYHBIMH, SIBJISIETCS TO, UTO

TIOJIUTIENITH], KOAUPYEMbIl IMEepPBOl HYKJIEMHOBON KHUCJIOTOW, O0NamaeT MMMYHOJIOTHYEeCKOU
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NEePEeKPECTHON PEAKLMOHHON CIIOCOOHOCTBIO IO OTHOIIGHUIO K aHTHUTENaM, OOpa3OBaHHBIM
IIPOTUB MOJIUNENTHAA, KOAUPOBAHHOIO BTOPOM HYKJIEMHOBOW KMCJIOTOM, KaK ONKMCAHO HHXKE.
Takum oOpa3oM, MOJHUNENTHA, KaK IPABUJIO, SBJISETCS B OCHOBHOM HIIEHTHYHBIM BTOPOMY
NOJUMNENTHy, HampuMep, KOrja [Ba MEeNTUAAa OTJIUYAIOTCA TOJBKO KOHCEPBATUBHBIMU
3amMeHaMu. [IpyruMm ykasaHueM Ha TO, YTO [IBE€ IMOCJIEN0BATEIBHOCTH HYKJIEUHOBON KHCIJIOTbI
SBJSIFOTCS. B OCHOBHOM HJICHTHYHBIMH, SIBJISIETCSI TO, YTO 3THU JIBE MOJIEKYJIbl THOPHIU3YIOTCS
APYT € APYTOM B CTPOTUX yCIIOBUSIX.

AHTHTENA

[0068] M300peTenHue, B 00IIeM, OTHOCUTCS K BbIIEJNEHHBIM aHTUTeNaM mpoTuB DLL3,
anturenam npotus CD47, Oucnenmdpuyecknm anturenam npotu CD47/DLL3, HyKI€UHOBBIM
KHUCJIOTaM M S3KCIPECCUPYIOLINM BEKTOpPaM, KOAUPYIOUIUM aHTHTENAa, K PEKOMOWHAHTHBIM
KJIETKaM, COJEp’KaIlUM BEKTOPBI, U K KOMITO3UIMSAM, COAEpKaIluM aHTutena. M3obpereHue
TaK)K€ OTHOCUTCA K CHocoOaMm IONy4YeHHs] aHTUTEN U CrocodaM NPUMEHEHUsS aHTUTEN IS
neueHnss 3a00JIEBAaHU, BKIIFOUAs 3JIOKAYECTBEHHYIO OMyXOJib. AHTHUTENAa MO H300pPETEHHUIO
o0Namar0oT OAHMM WM HECKOJbKMMH JKeJIaTEeJIbHBIMH (DYHKLMOHAJIBHBIMH CBOIHCTBaMH,
BKJIFOYAs, HO O3 orpaHn4eHus1, BbICOKO aduHHOe cBsa3biBanne ¢ DLL3 w/unmu CD47, BbICOKYIO
cneunpuanocts s DLL3 w/mmu CD47, cnocoOHOCTh HMHAYLHMPOBATH OIOCPEAOBAHHBIN
s¢dexkropamMu TU3UC KIETOK OIYXOJIH, CIIOCOOHOCTh CTUMYJIMPOBATHh KOMILIEMEHT3aBUCHUMYIO
uToTOKCHYHOCTD (CDC), anTuTenozasucumbiii parounto3 (ADPC) w/mimm aHTUTEI03aBUCUMYIO
OIOCPENOBAHHYI0 KJIETKaMU LUTOTOKCHYHOCTh (ADCC) mpoTHB KIJIETOK, 3KCHPECCHPYIOLINX
DLL3 wumu CD47, cnocoOHOCTh OMNOCpeAoOBaTh IMPUBJIEYEHHE  KOHBIOTHPOBAHHBIX
JIEKAPCTBEHHBIX CPEJICTB, CIIOCOOHOCTH (popMHUpOBaTh OMCHENU(PUUECKOE AaHTHTENO C APYTUM
mMAb miIM aHTUreHCBA3BIBAIOIIMM (parMeHTOM ¢ 3()(PEeKTOM YHHUUTOXKEHMs 3JI0KaueCTBEHHBIX
OIyXOJiel, W CIOCOOHOCTb WMHTrHOMPOBATH POCT OMYXOJH Yy CYOBEKTOB M B MOZAENSX Ha
’KMBOTHBIX IPU BBEJEHHU OTAEJBHO MM B KOMOMHAIIMU C APYTMMH BUIAMH NPOTHBOPAKOBOM
TeparuH.

[0069] B oOuiem acriekte, n300peTeHHE OTHOCUTCS K BbIIEJICHHBIM MOHOKJIOHAJbHBIM
antuTenaM npotuB DLL3 mim MX aHTUTEHCBS3BIBAIOIIMM (pParMeHTaM, KOTOPbIE CBS3BIBAIOT
DLL3.

[0070] B pamkax u3o0peTeHus], TEPMHH «aHTUTENO» UCIIONb3YIOT B IIHPOKOM CMBICIIE,
OH BKJIOYAET MOJIEKYJIbl HMMMYHOIJIOOYJMHA FJIM aHTUTENA, BKJIIOUAs YeJNIOBEUECKHE,
I'YMaHU3HPOBAHHBIC, KOMIIO3UTHBIE M XHMEpPHbIE aHTUTENa U (PPAarMEeHThl aHTUTEIN, KOTOpPbIE
SIBJISIFOTCSI MOHOKJIOHAJIBHBIMH UJTH TOJMKJIOHANbHbIMU. Kak mpaBuio, aHTuTena NpeacTaBisioT
coboli OeNkoBbIE WJIM TMENTHIHBIE LENMH, HUMEMUe CHenuPUIHOCTh CBSI3bIBAHUSA IS
cneunguyeckoro antureHa. CTPYKTypbl aHTUTEN XOPOLIO H3BECTHBL KMMYHOTrIOOYIHHBI
MO>KHO TIPUIHCATh K IIATH INIaBHbIM Kiaccam (T.e., IgA, IgD, IgE, IgG u IgM), B 3aBucumoctu
OT aMHUHOKHCJIOTHOW MOCIEN0BAaTENbHOCTH KOHCTAHTHOIO JoMeHa Tsbkenoi nenu. IgA u IgG
nanee mnonkiaccupuumpyror kak m3otunsl IgAl, IgA2, IgGl, IgG2, IgG3 u IgG4.
CoOTBETCTBEHHO, aHTUTEJNA IO U300PETEHUIO MOTYT MPUHAJJIEKATh K JIIOOOMY U3 IATH TJIaBHBIX

KJIaCCOB WJIM COOTBETCTBYIOIIUX IMOAKJIACCOB. HpeI[HOLITI/ITeJ'IbHO, AHTUTECIIA TI0 I/1306peTeHI/IIO
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npencraBsiror  codoit IgGl, IgG2, IgG3 wmm IgG4. Jlerkme unenu aHTUTEN W3 BUIOB
MO3BOHOYHBIX MOJKHO TMPUITUCATh K OJHOMY W3 ABYX SIBHO OTJIMYAIOLIUXCS THUIIOB, & UMEHHO
Kanma U JIMOAa, Ha OCHOBAHMHM AMHUHOKHMCJIOTHBIX ITOCHENOBATEIBHOCTEH WX KOHCTAHTHBIX
noMeHoOB. COOTBETCTBEHHO, aHTHUTENA N0 U300PETEHHIO MOTYT COZIEPKaTh KOHCTAHTHBIN JOMEH
JerkoW 1uenu Kamma wid JamMOaa. B COOTBETCTBMM C  KOHKPETHBIMH — BapUaHTaAMH
OCYLIECTBJICHHs, aHTHTEJNA 110 U300PETEeHNIO BKJIIOYAIOT KOHCTAHTHbIE OOJIACTH TSDKEJION n/uin
JIETKOM LIeNN U3 KPBICUHBIX WJIM YeJIOBEYEeCKUX aHTUTeN. B NOMosiHeHue K TsKeNbIM U JIETKUM
KOHCTAHTHBIM JIOMEHAM, aHTHTeJa COAEPKUT AHTUTCHCBSI3bIBAIOINYIO OONACTh, COCTOSIIYIO U3
BapuabebHONW 00JacTH JIETKOM 1enu U BapuaOeabHOUW OOJACTH TSDKENION Lenu, Kaxknaas Hu3
KOTOPBIX COAEPKHUT TPU JOMEHa (T.€., ONpenessolue KOMIUIEMEHTapHOCTh obmactu 1-3;
CDR1, CDR2 u CDR3). Jlomenbl BapuaOenbpHON 00JAaCTH JIETKOW WENH, aJlbTePHATHBHO
obo3navensl kak LCDR1, LCDR2 u LCDR3, u nomMeHs! BapuabenbHON 00JIACTH TSKEION e
anprepHaTHBHO 0003HaYeHbl kak HCDR1, HCDR2 u HCDR3.

[0071] B pamkax m300peTeHuUs, TEPMUH «BBIACJIEHHOE AHTUTENIO» OTHOCUTCS K AaHTHUTEITY,
KOTOPOE SIBJIIETCSI B OCHOBHOM CBOOOIHBIM OT APYTHUX AHTHUTEN, UMEIOIINX APYTYI0 aHTUTCHHYIO
cneun(pUIHOCTh (HAIpUMeEp, BBIICIEHHOE aHTUTEJNO, KOTopoe creunguieckn cpsizbiaeT DLL3,
SIBJIIETCSI B OCHOBHOM CBOOOIHBIM OT aHTUTEJN, KOTOpble He CBsA3bBatOT DLL3, BbImEneHHOe
aHTHUTENOo, KOoTopoe crermpuyeckn cpszbiBaer CD47, sBnsiercs B OCHOBHOM CBOOOIHBIM OT
aHTHUTEJN, KOTOpble He cBsi3biBat0 CD47, Oucneunguyeckoe aHTUTENO, KOTOPOE CIELUPHIECKU
ces3biBaeT CD47 u DLL3, sBisiercss B OCHOBHOM CBOOOIHBIM OT aHTUTEN, KOTOpbIE He
ces3piBatoT CD47 u DLL3). Kpome TOro, BBIAENEHHOE AHTUTENO SIBIAETCS B OCHOBHOM
CBOOOZHBIM OT IPYTOro KJIETOYHOI'O MaTepHaja U/ Uil XMMUYECKUX BELIECTB.

[0072] B pamkax u300peTeHuUs, TEPMHH «MOHOKIJIOHAJbHOE AHTUTENO» OTHOCHUTCS K
aHTUTENy, TIOJIyYEHHOMY M3 TONYJSALUU 10 CYLIECTBY TOMOI€HHBIX aHTHUTEN, T.€.,
UHIUBUAYAJIbHBIE AHTHUTENA, COCTABJIAIOLIME TIOMYJSILMIO, SBJSIOTCS HWAEHTHYHBIMH, 34
UCKJTFOUEHHEM BO3MOJKHBIX TPUPOAHBIX MYTAalMi, KOTOpPbIE MOTYT MPHUCYTCTBOBATH B
HE3HAYUTENIbHBIX KOJMUECTBaX. MOHOKJIOHAIbHBIC aHTHUTEA IO U300PETEHUIO0 MOKHO MOJTy4YaTh
MIOCPENCTBOM CIIocoOa rHOPUIOMBI, TEXHOJIOTUH (DAaroBOro IUCTLIES], TEXHOJIOTUU KIOHHPOBAHUS
IeHOB W3 OTHENbHBIX JuUMQoruroB mwiu crnocodboB pexomOuHantHo JIHK. Hampumep,
MOHOKJIOHAJIbHBIE AHTHTENA MOXKHO MOJy4YaTh MOCPEIACTBOM THOPHIOMBI, BKJIIOUaromend B-
KJIETKY, TIOJIYYEHHYIO U3 TPAHCTEHHOTO HE OTHOCSINErocsl K YeJIOBEKY JKUBOTHOTO, TAKOTO KaK
TPAHCT€HHAs] MBIIIb WM KpPbICA, MMEIOLIEr0 T€HOM, COJIEPKAIIUH YeNOBEUECKHil TPaHCTeH
TSKEJION LIeNU U TPAHCTEH JIETKOU LIEMU.

[0073] B pamkax mu300peTeHHs], TEPMUH «aHTUTCHCBS3BIBAIOIINN (PparMeHT» OTHOCHUTCS
K (parMeHTy aHTHTENa, HaNpUMEp, TaKOoMy Kak nuareno, Fab, Fab', F(ab')2, ¢parment Fv,
CTaOMJTM3UPOBAHHBIN  MUCYNbQUOHBIM  MOCTHKOM  ¢parmeHT Fv  (dsFv),  (dsFv),,
oucnermduueckuii dsFv (dsFv-dsFv'), crabunmsuposanHoe nucyabQUIHBIM MOCTUKOM AHATEIO
(ds muareno), omHouenodyedHass Mosiekyja anturena (scFv), omHomomenHoe antureno (sdab),
numep scFv (aByxBaneHTHOE AMaTeNno), MyJbTUCHEUN(UYECKOE AHTHUTENO, OOpa30BaHHOE M3

4aCTU aHTUTENa, conaepkaleil onHy unn Heckoiapko CDR, kamenu3upoBaHHOE OJHOJOMEHHOE
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AHTHUTENIO, HAHOAHTHUTENO, AOMEHHOE AaHTUTENO, IBYXBAJIEHTHOE JOMEHHOE AHTHUTEJO, WU
moboit apyrod ¢parMeHT aHTUTENa, KOTOPBIH CBA3BIBAETCS C AHTHUIEHOM, HO HE CONEPIKUT
NOJIHYKO CTPYKTYPY AaHTUTENA. AHTUTEHCBS3bIBAIOIIUI (parMeHT sBISIETCS CIIOCOOHBIM
CBSI3bIBATHCS C TEM JK€ CAMBbIM AHTUT'€HOM, C KOTOPBIM CBSI3BIBAETCS MCXOAHOE AHTHUTENO WU
(parMeHT UCXOMHOTO aHTuTeNa. B COOTBETCTBUM ¢ KOHKPETHBIMU BapUAHTAMU OCYINECTBJICHUS,
AHTUTEHCBSI3BIBAIOIINI  ()parMeHT COAEPXKUT BapuadeabHYH0 O0JacTh JIETKOW — LIemH,
KOHCTAHTHYIO 00JacTh Jierkoit uenu u ¢pparment Fd Tsokenoit nenu. B coorercTBum ¢ ApyrumMu
KOHKPETHBIMH BapMaHTAMU OCYIIECTBJICHHUS, aHTHIEHCBsI3bIBatOIIM pparmeHt copepxut Fab u
F(ab’).

[0074] B pamkax u300peTeHUs, TEPMHH «OHOIETIOYEUHOE AHTHTEJIO» OTHOCHUTCS K
OOIIeNPUHATOMY B JaHHOH 0OJaCTH OJHOLIETIOUEYHOMY AaHTHTENy, KOTOPO€ COIEpPIKUT
BapuadeIbHyI0 00JIACTh TSKENON enu U BapuadenbHyr 00JIACTh JIETKOH ENH, COeIHMHEHHbIE
KOPOTKHM TMENTHIOM M3 OT mnpuOmusutenbHo 15 no mpubnmsurenpHo 20 aMHHOKUCIOT. B
paMKax HM300peTeHHs, TEPMHUH «OAHOJAOMEHHOE AHTHTEJO» OTHOCHTCS K OOIIENPUHSATOMY B
JaHHOW 00JacTH OJHOJOMEHHOMY aHTHTENy, KOTOpPOe COIEPKUT BapHadelbHYyI0 0O0JacTh
TSDKEJIOW LM W KOHCTAHTHYKO O00JacTh TSDKEJIOH LeNd, MM KOTOPO€ COAEPKUT TOJIBKO
BapHuadebHY0 00JIaCTh TSKEIOHN IIeTIH.

[0075] B pamkax wu3oOpeTeHHs, TEPMHUH «YEJIOBEYECKOE AHTUTEJIO» OTHOCUTCS K
aHTUTENy, TPOAYLHUPYEMOMY YEJOBEKOM, WM K AaHTHUTENy, HUMEIOIIEeMy aMHHOKHCIOTHYIO
NOCJIEIOBATENIbHOCT, ~ COOTBETCTBYIOIIYKD  QHTHUTENy,  INPOAYLUPYEMOMY  HYEJIOBEKOM,
NOJIy4eHHOMY C HCIIOJB30BAaHUEM JII000ro crocoda, M3BECTHOIO B JaHHOH oOmactH. 21O
OTIpeJIeIeHNe YeJIOBEUECKOr0 aHTHUTENA BKIIIOUAET MHTAKTHBIE MM MOJHOPAa3MEpPHbIE aHTUTENA,
ux (parmMeHTHl WHIKM aHTUTENA, COAepXKallfe 10 MeHbIIeH Mepe OAUH IOJUNENTU
YeJIOBEUECKON TSDKEJION M/WIN JIETKOH LeTH.

[0076] B pamkax u3o0pereHus], TEPMHUH «TYMaHU3UPOBAHHOE AHTUTEJIO» OTHOCHUTCS K HE
OTHOCALIEMYCSl K YEJIOBEKY AaHTUTENy, MOAU(PULHPOBAHHOMY JUIs YBEJIMUYEHHUS] TOMOJIOTUU
NOCJIEIOBATENIBHOCTA € TOCJIENOBATENbHOCTBIO UEJIOBEYECKOrO AaHTHTENa, TaKHM 00pasoMm,
9YTOOBl AHTHIEHCBSI3BIBAIOLINE CBOWCTBA AHTHTENA COXPAHSUIUCh, HO €ro aHTUTCHHOCTb B
OpTaHU3Me YeJIOBEKa YMEHbINAIAC.

[0077] B pamkax u300peTeHHs], TEPMUH «XUMEPHOE AHTHUTEJO» OTHOCUTCS K aHTHUTEIY,
I7Ie AMHHOKHUCIIOTHASI TIOCJIEIOBATEIbHOCTD MOJIEKYJIbI IMMYHOTJIOOYJIMHA TIPOUCXOANT U3 ABYX
win Oonee BUAOB. BapuabenbHas 00NAaCTh Kak JIETKOW, Tak WM TSDKEJIOW Lemneld, 4acTo
COOTBETCTBYET BapHaOeNbHOW OONACTH aHTUTENa, NPOHCXOISIIEro W3 OOHOrO BHUIA
MJIEKOIIUTAIOLIETO (HAMPUMEpP, MBIIIH, KPBICHI, KPOJHKA U T.J.), UMEIOIIEro JKEeNaTeNbHYIO
cneun(puyHOCTh, aPPUHHOCTD M €MKOCTb, B TO BpeMs Kak KOHCTaHTHble OOJaCTH
COOTBETCTBYIOT IOCJIEAOBATENBHOCTSIM aHTHUTENA, POUCXOASIIUM U3 APYTOro BHA KUBOTHOTO
(HarpuMep, 4eIoBeKa), YTOOB!I UCKJIIOYUTh BBI30OB HUMMYHHOI'O OTBETA Y 3TOTO BUIA.

[0078] B pamkax nu3o0peTeHus, TEPMHUH «MYJIbTHCTIEHH(YHUECKOE aHTUTENI0» OTHOCUTCS
K QHTHUTENy, COJAEp’KallleMy MHOXKECTBO IIOCIEN0OBATEIbHOCTEH BapHaOEeNbHOTO JOMEHa

I/IMMYHOFJ'IO6YJ'II/IH8, raec noCJaea0BaTCIbHOCTb nepBoro BapHa6eanoro JAOMCHA
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UMMYHOTJIOOYJIMHA U3 MHOKECTBA MMEET CelM(UUHOCTD CBA3BIBAHMS JIs1 IEPBOTO 3IIUTOMA, U
NOCJIEIOBATENIbHOCTh BTOPOrO BapruadeIbHOTO JOMEHA HMMYHOTJIOOYINHA U3 MHOJKECTBA NMEET
ceun(UIHOCTh CBSA3BIBAHUS JJIs1 BTOPOro 3MMTONAa. B ONHOM BapuaHTe OCYINECTBIIECHUS,
NEepPBBI U BTOPOM 3IMUTOIBI HAXOAATCS HA OJHOM U TOM JK€ aHTUI€HE, HallpUMep, HA OIHOM U
TOM ke Oenke (win cyObeauHuIe MyJIbTHMEpHOro Oenka). B onHOM BapuaHTe OCYINECTBIICHUS,
NEepBBbIl U BTOPOM 3MMUTONBI NEPEKPBIBAIOTCS WM B OCHOBHOM I€pEKpBIBAIOTCS. B ogHOM
BAPHAHTE OCYILECTBJICHUs], IEPBbI U BTOPOU 3MUTOIBI HE MEPEKPHIBAIOTCS I B OCHOBHOM HE
NepeKpPLIBAIOTCA. B 0IHOM BapuaHTe OCYIIECTBIIEHUS, EPBBIA U BTOPOU SMUTOINbBI HAXOAATCS Ha
Pa3IMYHBIX AHTUTEHAX, HATIPUMEpP, Ha PA3JIMYHBbIX OeNkax (MM Ha Pa3JIMYHbIX CyOBETUHHLIAX
MyJIBTUMEPHOTO Oenka). B onmHOM BapuaHTe OCYLIECTBICHUS, MyJIbTUCTIEHU(UIECKOE aHTHTEIO
COIEPKHUT TPETHI, YETBEPThIH WM TSTHI BapHaOeNbHbIH JOMEH UMMYHOTJI00yinHa. B onHOM
BApPHUAHTE OCYLIECTBJICHHS, MYJbTHCICLIU(PHUUIECKOEe AHTUTENO IMPENCTABISET COOONH MOJEKYIy
oucrierpUIecKkoro aHTUTENA, MOJIEKYJy TPUCTIEHU(PHUECKOrO AaHTUTENA, WIH MOJIEKYIY
TeTpacnenn(PuIecKoro aHTUTENA.

[0079] B pamkax uzoOpereHus, TepMUH «Oucmenu(uueckoe aHTUTEN0» OTHOCHTCS K
MYJBTHCTIEN(PUUECKOMY aHTUTENy, CBA3BIBAIOLIEMY He Oojee IOBYX SIUTONOB MM JABYX
AaHTUTeHOB. bucnenn@uyeckoe aHTUTENO XapaKTEPU3YETCs IMOCIENOBATEIbHOCTRIO MEPBOTO
BapuabENbHOrO JIOMEHa HMMYHOITIOOYJMHA, HMEIOIEro CHeru(pUUHOCTD CBS3BIBAHUS IS
NepBOrO  3IMUTOMA, W MOCIEJOBATENbHOCTBIO  BTOPOrO  BapHadEeNpbHOrO  JOMEHa
UMMYHOTJIOOYJIMHA, UMEIOLIEro Creun(pUIHOCTb CBSI3BIBAHUS Ui BTOPOro snurona. B oxHoM
BapHAHTE OCYLIECTBJICHUS, NEPBBI U BTOPOH 3MUTONBI HAXOMATCS HAa OJHOM MU TOM XKe
aHTHUTeHe, HAIpUMep, Ha OTHOM M TOM ke Oenke (mim CyObenuHuIe MyJIbTUMepHOro 6enka). B
OJIHOM BapHUaHTE OCYIIECTBJICHUS, IEPBbIN U BTOPOI SMUTOIbI NEPEKPHIBAKOTCS UM B OCHOBHOM
NEePEeKPbIBAIOTCS. B 0OTHOM BapHaHTe OCYLIECTBIEHUS, NEPBbIM U BTOPOM 3MUTOMNBI HAXOASATCS HA
Pa3IMYHBIX AHTHI€HAX, HANPHMEp, HA PA3IMYHbIX Oenkax (MM Ha Pa3jIMuHbIX CyOBEIMHUIIAX
MyJBTUMEPHOTO Oenika). B OgHOM BapuaHTe OCYINECTBICHUs, OHCIenu(UUecKoe aHTUTENO
COIEPKHUT TOCIIENOBATENBHOCTb BapuabeIbHOrO JOMEHA TSIKEJIOW LENMU U MOCIeNOBATEIbHOCTh
BapHabeTbHOrO JIOMEHA JIETKOW LM, MMEIINNe CIeHU(pUUIHOCTb CBSI3BIBAHUS I MEPBOTO
SIIUTOINA, U MOCIEIOBATEIBbHOCTh BAPHAOEIbHOTO JOMEHA TSDKEJIOH 1eTH U TOCIEA0BATEIbHOCTD
BapHuabENbHOrO JIOMEHA JIETKOH LeNy, MMEIOIINe CIeUU(UIHOCTb CBSI3bIBAHUS JJII BTOPOTO
snutona. B ONHOM BapuaHTe OCYIIECTBJICHUS, OUCTIELU(PUUECKOE AHTUTENO COAEPIKUT
NOJIyaHTUTENIO WM ero (parMeHT, HMMEIOLIHe CHeUU(PUYHOCTb CBSI3bIBAHUS ISl MEPBOTO
STMUTOMNA, W TOJIyaHTUTENO WIH ero (parMeHT, MMEIoINe CHenu(PUIHOCTb CBSI3bIBAHUS IS
BTOPOTO 3MuTOoNa. B OHOM BapuaHTe OCYINECTBJICHUS, OUCTIELU(PUIECKOE AHTUTENO CONEPIKUT
scFv mmm ero ¢parMeHT, UMeromue CreupUIHOCTD CBA3BIBAHMS IJIS IIEPBOTO 3MHUTONA, U SCFv
WM ero (parMeHT, UMerInue CreupUIHOCTb CBSI3bIBAHUS IJIsI BTOpOro smnurtona. B omHOM
BApUAHTE OCYIIECTBJEHHUS, MEPBbIM 3MUTON Jokaau3oBaH Ha DLL3, u BTOpo#l smwuromn
gokanmuzoBad Ha PD-1, PD-L1, TIM-3, LAG-3, CD73, anenune, CTLA-4, EGFR, HER-2, CD3,
CD19, CD20, (D33, CDh47, TIP-1, CLDN18,2, FOLR1 W/um  Apyrux

OonyxoJieaCCOUNMHUPOBAHHBIX UMMYHOCYTIPECCOpPAxX WJIN MOBECPXHOCTHBLIX aHTUTCHAX.
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[0080] B pamkax wuzoOperenusi, TepmuH «DLL3» OTHOCHUTCS K IenbTa-moJoOHOMY
kaHoHnueckomy suranny 3 Notch (DLL3), Takike M3BECTHOMY Kak JIeIbTa-MOAOOHBIA 3 WU
IeNnbTa-moJ00HbIN OeoKk 3, HeOOXOAUMOMY ISl CErMEHTallud COMHUTOB B XOJI€ PAHHUX CTaaui
passutus (Dunwoodie et al., Development 129:1795-806 (2002)). B orauuue OT JUraHnoOB
DLL1, DLL4, JAG]1 u JAG2 cewmetictBa nurangos Notch MiexkonuTarmux, KOTOpbIE BCE
aKTUBUPYIOT mepenady curHayioB perentopa Notch B Tpanc (Ntziachristos et al., Cancer Cell
25(3):318-34 (2014)), DLL3 nmpeumMyInecTBEHHO JIOKaJIN30BaH B anmnapare ['onbmku U SBisieTcs
HECTOCOOHBIM akTHUBUpPOBaTh mepenauy curHanoB Notch (Chapman et al., Hum Mol Genet
2011;20(5):905-16 u Geffers et al., J Cell Biol 178(3):465-76 (2007)). B xome HOpMajIbHOTO
pasButust, DLL3 uHrubupyer kak muc-, Tak ¥ TPaHC-IEHCTBYIOMYIO akTHBauuiO mytd Notch
nocpenctsoM BlaumozeiicTus ¢ Notch u DLL1 (Chapman et al., Hum Mol Genet 20(5):905-16
(2011)). DLL3 B HOpMe OO OTCYTCTBYET, JHOO MPHUCYTCTBYET HA OUYEHb HU3KHX YPOBHSX B
HOpPMAaJIbHBIX TKAHSIX B3pPOCJIOro, 32 UCKJIIOYEHHEM I'OJOBHOIO MO3Ta, HO CBEPXIKCIIPECCUPOBAH
B oOpasmax paka JIerkoro, paka simuka, oMbl u MenaHombl (Uhlen et al.,, Science
357(6352):eaan2507 (2017)). Kpome toro, DLL3 nonnaercsi 1eTeKUUN Ha MMOBEPXHOCTU KJIIETOK
onyxoJyiell MenKokyieTogHoro paka jerkoro (SCLC) u KpymHOKJIETOYHOH HEWPOIHIOKPUHHON
kapuuHoMbl (LCNEC) (Saunders et al., Sci Transl Med 7(302):302ral36 (2015) u Sharma et al.,
Cancer Res 77(14):3931-3941 (2017)), uro ngenaeT €ero MNOTEHUHAJILHOH MHIIEHBIO
MOHOKJIOHAJIbHBIX aHTUTEN JAJid Tepanuu 3JI0KadecTBeHHbIX onyxosed. Tepmun «DLL3
yenoBeka» oOTHocuTcss Kk DLL3  uyenosedeckoro mnpoucxoxnaeHuss. MHimocrtpaTuBHas
aMUHOKMCIJIOTHast mnocnenosatenbHOCTh DLL3 uenosexka mnpexncrasnena mnocpeactsom No.
noctyna B GenBank NP_058637.1 (SEQ ID NO:169).

[0081] B pamxax uzoOperenusi, tepmuH «CD47» oTHOCHMTCS K TpaHCMEMOpaHHOMY
peLenTopy, HeCKOJIBKO pa3 MepeceKaroimeMy MeMOpaHy, NMpHHAAJIEKALeMy K CynepceMencTBy
UMMYHOTJIOOYJIMHOB, KOTOPOE, KaK MOKa3aHO, BOBJIEYEHO B MHOJKECTBO KJIETOYHBIX IPOLIECCOB,
BKJIFOYAsl KJIETOYHYIO MHUTpaLuio, aare3uto u pynkuuio T-kinerok. CD47, Takke U3BECTHBIN Kak
acCOLMMPOBaHHBIN ¢ HHTErprHOM Oenok (IAP), anturen paka simunnka (OA3), poacreennbiii Rh
anturen u MERG6, nepBoHauanbHO MIEHTH(PHULMPOBAH KaK AHTUTEH OMYXOJIM MPH PaKe STUYHUKA
YeJ0BeKa, U BIIOCJIEICTBUU MTOKA3aHO, YTO OH 3KCIPECCUPYETCs] HA MHOXXECTBE THIIOB OMyXoJiei
4eJloBeKa, BKIIIOYasi KaKk NreMaToJIOTHYECKHe, TaK U COJMIHbIE OMyXou. B3aumonelicTerue Mexay
CD47 wu curHanbHBIM peryisaTopabiM OenkoM anbda (SIRPa), mHrHOuMpyromuM Oemkom,
SKCIIPECCUPOBAHHBIM Ha Makpodarax, mpenoTspamaer (aronuro3 skcrnpeccupyromux CD47
kietok. CD47, kpoMme TOro, 3KCIpecCHpyeTcsi Ha HHU3KMX YPOBHSX NPAaKTUYECKH Ha BCEX
He3JI0KauecTBEeHHBIX KjeTkax. TepmuH «CD47 uenoseka» otHocurcs k CD47 uenoBedeckoro
npoucxoxaeHus. MimocTpaTuBHasi aMMHOKMCIIOTHas mocneaosareiabHocTs CD47 uenoseka
npencrasiena nocpencrsoMm No. nocryna B GenBank NP_001768.1.

[0082] B pamkax u3oOpeTeHus, aHTUTENO, KOTOpoe «crnenuduaecku cBs3biaeT DLL3Y,
«crierduuecku cesizpiBaeT CD47», mnu aHTUTENO, KOTOpoe «crneundudecku cBsazbiBaer CD47
u DLL3», orHOCuTCS K aHTUTeny, Kortopoe cssizbiBaeT DLL3, npeanoururensHo, DLL3

yenoBeka; cBs3piBaeT (CD47, npennoutrurenbHo, CD47 uenoseka, unu DLL3 u CD47,
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npeanoututenbHo, DLL3 uenoBeka u CD47 uenosexka, ¢ KD 1x 107 M wm MEHee,
MPEANOYTUTENBHO 1x107 M mu menee, Gosee MPEANOUYTUTEIBHO 5 10~ M wu menee, 13107
M unu MmeHee, 5x107" M MEHEE, WU 1x107 M wm menee. Tepmun «KD» otHOCHTCS K
KOHCTAaHTE JUCCOLMALNK, KoTopas nojyueHa u3 otHowmeHus: Kd k Ka (t.e., Kd/Ka) u BbipaxkeHa
Kak MojsipHass koHueHtpauusi (M). 3Hauenus KD st aHTHUTENna MOXKHO OIpenemsiTb C
UCTIOIb30BAHUEM TPHUHATHIX B AAaHHOW 00JAaCTH CIOCOOOB, B CBETE€ HACTOSIIETO OMHCAHUS.
Hampumep, KD aHTuTena MOXHO ONpeAensaTb ¢ HUCIHOJAb30BAaHUEM IOBEPXHOCTHOIO
IJIA3MOHHOT'O PE30HAHCA, HANpUMep, ¢ HCIOJb30BAaHHEM CHUCTEMbI OMOCEHCOpa, HaIpUMeEp,
cucteMmbl Biacore®, wiM ¢ HCNOJIB30BAHHEM TEXHOJOTHH HHTEpHepoOMeTpun OHUOCIOs,
Hanpumep, cuctemsl Octet RED96.

[0083] Uem wmenbme 3nadenne KD antutena, tem Bbime adHUHHOCTb, C KOTOPOH
AHTUTEJIO CBSI3BIBAETCS C AaHTUTEHOM-MUIICHBIO.

[0084] B cooTBercTBUM C KOHKPETHBIM acCIEeKTOM, H300peTeHHe OTHOCUTCS K
BBIICJICHHOMY MOHOKJIOHAJbHOMY aHTuTeny mnpotuB DLL3 unm ero aHTUreHCBS3bIBAOLIEMY
(dbparMeHTy, conmepsKaleMy OMpPENeNSIOIIYI0 KOMIIEMEHTAPHOCTh 00yacTh 1 TspKeNol menu
(HCDR1), HCDR2, HCDR3, onpenenstomyr KOMILUIEMEHTAPHOCTh 00nacTh 1 Jierkoi memnw
(LCDR1), LCDR2 u LCDR3, umeroinye noaunenTUIHbIE OCIEA0BATEILHOCTH U3:

(1) SEQ ID NO:25, 26, 27, 61, 62 u 63, COOTBETCTBEHHO,

(2) SEQ ID NO:28, 29, 30, 64, 65 u 66, COOTBETCTBEHHO,

(3) SEQ ID NO:31, 32, 33, 67, 68 u 69, COOTBETCTBEHHO,

(4) SEQ ID NO:34, 35, 36, 70, 71 u 72, COOTBETCTBEHHO,

(5) SEQ ID NO:37, 38, 39, 73, 74 u 75, COOTBETCTBEHHO,

(6) SEQ ID NO:40, 41, 42, 76, 77 u 78, COOTBETCTBEHHO;

(7) SEQ ID NO:43, 44, 45, 79, 80 u 81, COOTBETCTBEHHO;

(8) SEQ ID NO:46, 47, 48, 82, 83 u 84, COOTBETCTBEHHO;

(9) SEQ ID NO:49, 50, 51, 85, 86 u 87, COOTBETCTBEHHO;

(10) SEQ ID NO:52, 53, 54, 88, 89 u 90, COOTBETCTBEHHO;

(11) SEQ ID NO:55, 56, 57, 91, 92 u 93, COOTBETCTBEHHO, HJTH

(12) SEQ ID NO:58, 59, 60, 94, 95 u 96, COOTBETCTBEHHO,

I7Ie aHTHUTEJIO WM €r0 aHTUIEHCBSI3bIBAIOLINI (PparMeHT crernupuyYecku CBSI3bIBAET
DLL3, npennoururensHo, DLL3 yenoseka.

[0085] B cooTBeTCTBMM C KOHKPETHBIM aCIeKTOM, U300peTeHre OTHOCUTCS K
BBIICJICHHOMY MOHOKJIOHAJIbHOMY aHTuTeny npotus DLL3 unm ero aHTUIreHCBA3BIBAKOLIEMY
(dbparMeHTy, conmepsKaleMy OMPENeNSIONYI0 KOMIJIEMEHTAPHOCTh 00yacTh 1 TspKeNol menw
(HCDR1), HCDR2, HCDR3, onpenenstomyr KOMILJIEMEHTAPHOCTh 00nacTh 1 JIerkoi memnw
(LCDR1), LCDR2 u LCDR3, umeroinye noIunenTUIHbIE IOCIEA0BATEILHOCTH U3:

(1) SEQ ID NO:97, 98, 99, 133, 134 u 135, COOTBETCTBEHHO;

(2) SEQ ID NO:100, 101, 102, 136, 137 u 138, COOTBETCTBEHHO,

(3) SEQ ID NO:103, 104, 105, 139, 140 u 141, COOTBETCTBEHHO,

(4) SEQ ID NO:106, 107, 108, 142, 143 u 144, COOTBETCTBEHHO,
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(5) SEQ ID NO:109, 110, 111, 145, 146 u 147, cOOTBETCTBEHHO;

(6) SEQ ID NO:112, 113, 114, 148, 149 u 150, cOOTBETCTBEHHO;

(7) SEQID NO:115, 116, 117, 151, 152 u 153, cOOTBETCTBEHHO;

(8) SEQ ID NO:118, 119, 120, 154, 155 u 156, COOTBETCTBEHHO,

(9) SEQ ID NO:121, 122, 123, 157, 158 u 159, COOTBETCTBEHHO;

(10) SEQ ID NO:124, 125, 126, 160, 161 u 162, COOTBETCTBEHHO;

(11) SEQ ID NO:127, 128, 129, 163, 164 u 165, COOTBETCTBEHHO, UJIU

(12) SEQ ID NO:130, 131, 132, 166, 167 u 168, COOTBETCTBEHHO;

Ile AHTUTEJO WM €ro AaHTHUIEHCBS3bIBAOINUI (PparMeHT crenu(UYecKd CBSI3bIBAET
DLL3, npennoururensHo, DLL3 yenoseka.

[0086] B cooTBercTBHM C IpyrMM KOHKPETHBIM aCIEKTOM, M300pETeHHe OTHOCUTCS K
BBIICJICHHOMY MOHOKJIOHAJIbHOMY aHTuTeny npotuB DLL3 wnm ero aHTUreHCBA3BIBAKOLIEMY
(dbparMeHTy, conepkanemMy BapruadbebHY0 00JIaCTh TSKEIOH LeH, UMEIOIIYIO MOJTUIEeNTHIHYIO
MOCJIEIOBATEIBHOCTh, 1O MeHblnel Mepe Ha 85%, mpenmourutensHo, Ha 90%, Oonee
MpeanouTUTeNIbHO, Ha 95% wnm Oonee, Hanpumep, Ha 95%, 96%, 97%, 98% wumu 99%,
uaentuudyo onnov w3 SEQ ID NO:1, 3, 5, 7, 9, 11, 13, 15, 17, 19, 21 umu 23, umm
BapuabenbHyI0 00JacTh JIETKOH LEeNH, WUMEIOIIYIO IMOJUMIENTHAHYIO MOCIENOBATENbHOCTD, I10
MeHblIel Mepe Ha 85%, mpenmoururensHo, Ha 90%, Gonee mpeamouTuTenvHO, Ha 95% wnnm
bonee, Hanpumep, Ha 95%, 96%, 97%, 98% wnu 99%, unentuunyro oxaoi uz SEQ ID NO:2, 4,
6, 8, 10, 12, 14, 16, 18, 20, 22 unu 24. B cOOTBETCTBUU C OAHUM NPEANOYTUTEIbHBIM BAPUAHTOM
OCYLUECTBJICHUS, BBIACJICHHOE MOHOKJIOHAJIbHOE aHTuTeno mnporus DLL3 wumm  ero
AHTUT€HCBA3BIBAIOIINN (PparMeHT 1Mo H300pETEHUI0 COAEPKUT BapHuaOeIbHYIO0 00NACTh TSKENOM
LeNy, HMEIINYI0 TMOJHUIENTHIHYI IIOCIeN0BaTeIbHOCTh, IO MeHblled Mepe Ha 85%,
npeAnouTuTeNbHO, Ha 90%, Oonee mpenmouTHTeNnbHO, HA 95% umu Oonee, Hanpumep, Ha 95%,
96%, 97%, 98% mnu 99%, unentuunyo SEQ ID NO:1, 3,5, 7,9, 11, 13, 15, 17, 19, 21 unu 23,
U BapuabesbHYI0 O0JIACTh JIETKOH LEeMH, MMEIOLIYI0 MOJHUITEeNTHAHYIO MMOCIeI0BaATeIbHOCTb, 110
MeHblIeil Mepe Ha 85%, mpenmourturenbHo, Ha 90%, Oonee mpeAnouTHTENHHO, Ha 95% wnn
Oonee, Hanpumep, Ha 95%, 96%, 97%, 98% unu 99%, unentuunyro SEQ ID NO:2, 4, 6, 8, 10,
12, 14, 16, 18, 20, 22 unu 24, COOTBETCTBEHHO.

[0087] B cooTBeTcTBHM C APYrMM KOHKPETHBIM aCIEKTOM, M300pETEHHE OTHOCUTCS K
BBIICJICHHOMY MOHOKJIOHAJIbHOMY aHTuTeny npotus DLL3 unm ero aHTUreHCBA3BIBAKOLIEMY
¢dparmeHTy 1o U300pPETEHHUIO, COAEPIKAIIEMY:

a. BapualenbHYr0  OONAaCTh  TSDKEJNOH  Hemu, HMMEKIIYK  MOJUNENTHIHYIO
nocnenosatebHOCTh U3 SEQ ID NO:1, u BapuabenbHyro 001acTh JISTKOW LEMH, WUMEHOIIYIO
MOJIMMIENITUIHYEO TTocienoBarenbHOCTh U3 SEQ ID NO:2;

b. BapmalenbHyr0  O0NacTb  TSDKENOW  LENH, HMEIOIMYI0  IOJHUIENTHIHYIO
nocnenoBatenbHOCTh U3 SEQ ID NO:3, u BapuabenbHyro 001acTh JIETKOW LEMH, WUMEIOLIYIO
NOJIUNENTUIHYIO nocienosBaTenbHocTh U3 SEQ ID NO:4;

c. BapualenpbHYI0  OONacTh  TSDKEJNOH  Henu, UMEILYI  IMOJUNENTUIHYIO

nocnenoBatebHOCTE U3 SEQ ID NO:5, u BapuabenbHyro 001acTh JIETKOW LU, WUMEHOLIYIO
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NOJUNENTUIHYIO nocnenosaTenbHocTh U3 SEQ ID NO:6;

d. BapmabenpHyr0  00jmacTb  TSDKENOW — LEeNM, HMEINYI  MOJUNENTUIHYIO
nocnenoBatebHOCTE U3 SEQ ID NO:7, u BapuabenbHyro 001acTh JIETKOW LEMH, WUMEIOLIYIO
NOJIMNENTUIHYIO nocienosaTenbHocTh U3 SEQ ID NO:S;

e. BapualenbHy0  OONacTb  TSDKEJNOW  IeNH, HMEIOLYK  IOJUIENTHIHYO
nocienosatenbHocTh U3 SEQ ID NO:9, u BapuabenbHyt0 00JacTh JIETKOH LEMH, UMEIOIIYI0
MOJIMMENITHIHYEO TTocienoBarenbHocTh u3 SEQ ID NO:10;

f. BapuabenpHyr0o  00JacTh  TSKENOW  LENMH, HMMEIOLIYI  MOJUNENTUIHYEO
nocnenoBateibHOCTh 3 SEQ ID NO:11, u BapuabenbHyr0 00JACTh JIETKOH LIEMH, UMEIOIIYIO
MOJIMTIENITHIHYEO TTocienoBarebHOCTh u3 SEQ ID NO:12;

g. BapuabenpHyr0  00JacTb  TSDKEJOW LN, WMEIIMYID  HOJHIENTHIHYIO
nocnenosatebHOCTE 13 SEQ ID NO:13, u BapuabenbHyr0 0OJACTh JIETKOH LEMH, UMEIOIIYIO
MOJUMNENTUIHYIO nocienosaTenbHocTh U3 SEQ ID NO:14;

h. BapmabenbHyr0  O0NacTb  TSDKENOW  LENH, HMMEIOMYID  TOJHUIENTHIHYIO
nocnenosatebHOCTE M3 SEQ ID NO:15, u BapuabenbHyr0 0OJACTh JIETKOH LEMH, UMEIOIIYIO
MOJUMNENTUIHYIO nocienosaTenbHocTh U3 SEQ ID NO:16;

i.  BapmalespHYH0  O0JACTh  TSDKEJIOH  LenH, WMLV  MOJUNENTHIHYEO
nocnenoBatebHOCTE 13 SEQ ID NO:17, u BapuabenbHyr0 0OJACTh JIETKOH LEMH, UMEIOLIYIO
NOJIMNENTUIHYIO nocienosaTenbHocTh U3 SEQ ID NO:18;

j. BapuabenpHyr0  00NacTb  TSDKENOH  LenH, HMEIOLIYK  MOJUNENTHIHYIO
nocnenoBatebHOCTE 13 SEQ ID NO:19, u BapuabenbHyr0 00JACTh JIETKOH LEMH, WUMEIOLIYIO
NOJIMNENTUHYIO nocienosaTenbHOCTh U3 SEQ ID NO:20;

k. BapmabenpHyr0  0O0MacTp  TSOKEJOH  LENHM, HMMEIOIIYI)  MOJHUIENTHAHYIO
nocienosatenbHocTh 13 SEQ ID NO:21, u BapuabesnbpHy0 007aCTh JIETKOW LIETH, UMEIOIIYIO
MOJIUTNIENTHIHYIO ocienoBaTenbHocTh 13 SEQ ID NO:22; unn

l.  BapwabenpHy0  OONACTh  TSDKEJIOH  LENH, UMEIOINYK  MOJHUIENTHIHYIO
nocnenoBatebHOCTh 3 SEQ ID NO:23, u BapuabenbHyr0 00JACTh JIETKOH LIEMH, UMEIOIIYIO
MOJIMMENITHIHYEO TTocyenoBaTenbHocTh 13 SEQ ID NO:24.

[0088] B omHOM BapuaHTe OCYIIECTBJIECHHUS, M300pEeTEHHE OTHOCHTCS K BBIICICHHOMY
MOHOKJIOHAJIbHOMY aHTUTeNny npoTuB DLL3 wuiam ero aHTHreHCBsi3bIBarOleMmy (parMeHty,
conepxkamemy HCDRI1, HCDR2, HCDR3, LCDR1, LCDR2 wu LCDR3, wumemoume
MOJUNENTHAHLIE MToclienoBaTebHOCTH 3 SEQ ID NO: 25, 26, 27, 61, 62 u 63, COOTBETCTBEHHO.
B npyrom BapuaHTe OCYyIECTBIEHHs, BbIAEIEHHOE MOHOKJIOHAJIbHOE aHTuTeno npotus DLL3
WIA €r0 aHTHIeHCBSI3BIBAIOLINN (PParMEHT COAEPIKUT BapuabeNIbHYI0 OONacTh TSKENOW Lery,
UMEIOLIYI0  MNOJUNENTUIHYIO  IOCIEAOBaTENbHOCTb, IO MeHblled wmepe Ha 85%,
npeanouTuTeNbHo, Ha 90%, Oonee mpeamnodTuTenbHO, HA 95% wnm Oonee, Hampumep, Ha 95%,
96%, 97%, 98% wnu 99%, unenrununyo SEQ ID NO:1, u BapnadenbHyo 00nacTb JErkou LelHy,
UMEIOLIYI0  TOJUNENTUIHYIO  IOCIENOBAaTENbHOCTb, IO MeHblled wMepe Ha 85%,
npennouTuTeNbHo, Ha 90%, Gonee npenmouruTeabHO, Ha 95% wnm Gonee, Hampumep, Ha 95%,

96%, 97%, 98% umu 99%, upentuunyro SEQ ID NO:2. IlpeanouyTuUTENbHO, BBIAEICHHOE
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MOHOKJIOHAJIbHOE aHTHTENO NpoTuB DLL3 niun ero aHTUreHCBA3BIBAIOIINN (PParMeHT CONEPIKUT
BapHuabeNbHYI0 OOJIACTh TSDKENIOW LEeNH, MMEIOLIYI0 MOJUIENITHAHYIO MOCIeN0BaTEIbHOCTh U3
SEQ ID NO:1; u BapualenpHy:0 00JacTb JIerKOH IeNH, HMEIOUYK MOJHUIENTHAHYIO
nocaegoBaTenbHOCTh 13 SEQ ID NO:2.

[0089] B omHOM BapuaHTe OCYIIECTBJIEHHS, M300PETEHHE OTHOCUTCS K BBIIEICHHOMY
MOHOKJIOHAJIBHOMY aHTuTeny npotuB DLL3 wmnm ero aHtureHcBsi3piBaromeMmy (parmeHty,
comepxxammemy HCDR1, HCDR2, HCDR3, LCDRI1, LCDR2 u LCDR3, wumeroume
MOJIUIIENTHIHBIE nocsienoBarenbHOCTH U3 SEQ ID NO: 28, 29, 30, 64, 65 u 66, COOTBETCTBEHHO.
B npyrom BapuaHTe OCYIIECTBJICHHS, BbIIEIEHHOE MOHOKJIOHAJIbHOE aHTUTeNo npotuB DLL3
WIA €r0 aHTHIeHCBSI3BIBAIOIIMN (PArMEHT COAEPKUT BapuabebHYIO O0JacThb TSDKENOW ILemu,
UMEIOIIYI0  MOJUNENTUIHYI0  IOCIEeNOBaTeNbHOCTb, IO MeHblled wmepe Ha  85%,
npeanouTuTeNbHo, Ha 90%, Oojee mpenmodTuTenbHO, HA 95% wnu Oonee, Hanpumep, Ha 95%,
96%, 97%, 98% unu 99%, unentuanyo SEQ ID NO:3, u BapuabenbHyro 001acTh JIETKOU LEMH,
UMEIOLIYI0  MOJUNENTUIHYI0  IOCHEeNOBaTEIbHOCTb, IO MeHblled wMepe Ha  85%,
npennouTuTeNbHo, Ha 90%, Oosee mpenmodTuTeabHO, HA 95% wnm Oonee, Hampumep, Ha 95%,
96%, 97%, 98% wumu 99%, upentununyro SEQ ID NO:4. IlpeanouTuTenbHO, BBIAEICHHOE
MOHOKJIOHAJIbHOE aHTHTENO NMpoTuB DLL3 unn ero aHTUreHCBSA3BIBAIOIINN (PPArMEHT CONEPIKUT
BapHuabENbHYI0 OOJIACTh TSDKENIOW LEeNH, MMEIOLIYI0 MOJHIENTHAHYIO MOCIeN0BATEIbHOCTh U3
SEQ ID NO:3; u BapualenbHy:0 00JacTh JIErKOW ILIeNH, HMMEIOLIYI MOJHUIIEITHAHYIO
nocaegoBaTenbHOCTh 13 SEQ ID NO:4.

[0090] B ogHOM BapuaHTe OCYIIECTBJEHUS, N300PETEHHE OTHOCHUTCS K BBIIEICHHOMY
MOHOKJIOHaJIbHOMY aHTHTeny npotuB DLL3 wnu ero aHTUreHCBs3bIBaOIEMY (parMeHry,
conepxkamemy HCDRI1, HCDR2, HCDR3, LCDRI1, LCDR2 wu LCDR3, wumewnume
noymnentuaHbie nocaenoBatenpbHocTH U3 SEQ ID NO: 31, 32, 33, 67, 68 u 69, COOTBETCTBEHHO.
B npyrom BapuaHTe OCYILECTBJIEHHs, BBIIEIEHHOE MOHOKJIOHAJbHOE aHTHTeNO mpotuB DLL3
WIA €r0 aHTHIeHCBSI3BIBAIOLIMI (PParMEHT COAEPKUT BapuabeabHYH OOJIACTh TSXKEJOW ILerH,
UMEIOIIYI0  MOJUNENTUIHYI0  IOCHEeNOBaTENbHOCTb, IO MeHbllel wmepe Ha 85%,
peanouTuTeNbHO, Ha 90%, Oojiee mpenmnodTuTenbHO, HA 95% wnu Oosee, Hanpumep, Ha 95%,
96%, 97%, 98% unu 99%, unentuanyo SEQ ID NO:5, u BapuabenbHyro 001acTh JErKou LEHu,
UMEIOLIYI0  MOJUNENTUIHYI0  IOCIEeNOBaTENbHOCTb, IO MeHblle wMepe Ha  85%,
npeanouTuTeNnbHo, Ha 90%, Oojee mpeamodTuTeabHO, HA 95% wnu Gonee, Hampumep, Ha 95%,
96%, 97%, 98% wumu 99%, upentuunyro SEQ ID NO:6. IIpeanouTuTenbHO, BBIAEICHHOE
MOHOKJIOHAJIbHOE aHTHTENO NMpoTuB DLL3 nin ero aHTUreHCBA3BIBAIOIINN ()PArMEHT CONEPIKUT
BapHUabENbHYI0 OOJIACTh TSDKENION LEeNH, UMEIOLIYI0 MOJUIENTHAHYIO MOCIEN0BaTeIbHOCTh U3
SEQ ID NO:5; u BapualenbHy:0 O00JacTh JIETKOW LeNH, HMMEIOLIYI MOJHUIIEITHAHYIO
nocaenoBaTenbHOCTh 13 SEQ ID NO:6.

[0091] B ogHOM BapuaHTe OCYIIECTBJIEHHUS, M300pETEHHE OTHOCHTCS K BBIIECICHHOMY
MOHOKJIOHAJIbHOMY aHTHTeny npotuB DLL3 wnu ero aHTUreHCBs3bIBAOIEMY (parMeHry,
conepxkamemy HCDRI1, HCDR2, HCDR3, LCDR1, LCDR2 wu LCDR3, wumewnume

nojunentTuaHble mocienoparenbHocT U3 SEQ ID NO: 34, 35, 36, 70, 71 u 72, COOTBETCTBEHHO.
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B npyrom BapuaHTe OCYyINECTBIEHHS, BbIAEIEHHOE MOHOKJIOHANbHOE aHTuTeno npotus DLL3
WM €r0 aHTHIeHCBSI3BIBAIOLINN (ParMEHT COAEPIKUT BapuabeNbHYI0 OONAcTh TSKENOW IIeTH,
UMEIOLIYI0  MOJUIENTUIHYI0  IOCIENOBAaTENbHOCTb, IO MeHblled wMepe Ha  85%,
peanouTuTeNbHo, Ha 90%, Oosee npenmnoururenbHo, HA 95% wnm Oonee, Hanpumep, Ha 95%,
96%, 97%, 98% unu 99%, unentuunyro SEQ ID NO:7, u BaprabenbHy0 00IacTh JIETKOH 1eTH,
UMEIOIYI0  TOJUIENTUIHYK  IOCIeNOBaTeIbHOCTh, 10 MeHblled Mepe Ha 85%,
npeanouTuTeNbHO, Ha 90%, Oonee mpenmouTHTeNnbHO, HA 95% umu Oonee, Hanpumep, Ha 95%,
96%, 97%, 98% wmm 99%, upentuunyro SEQ ID NO:8. IlpeanoutuTenbHO, BBIACICHHOE
MOHOKJIOHAJIbHOE aHTHTENO MpoTuB DLL3 uin ero aHTUreHCBS3bIBAIOIINN ()PArMEHT CONEPIKUT
BapHuabeNIbHYI0 OOJIACTh TSDKENIOW LEeNH, UMEIOLIYI0 MOJHIENTHAHYIO MOCIeN0BATeIbHOCTh U3
SEQ ID NO:7; u BapualenbHy:0 OO0JaCTh JIETKOW LEMH, HMEIINYK MOJUIENTHAHYIO
nocaenoBarenbHOCTh B3 SEQ ID NO:8.

[0092] B ogHOM BapuaHTe OCYIIECTBJIECHHUS, M300pETEHHE OTHOCHTCS K BBIICICHHOMY
MOHOKJIOHAJIbHOMY aHTHTeny npotuB DLL3 wnm ero aHTUTreHCBs3bIBAOIEMY (parMeHry,
conepxkamemy HCDRI1, HCDR2, HCDR3, LCDR1, LCDR2 wu LCDR3, wumemomme
MOJUNENTHAHLIE MTocsienopaTebHocTH U3 SEQ ID NO: 37, 38, 39, 73, 74 u 75, COOTBETCTBEHHO.
B npyrom BapuaHTe OCyIECTBIEHHs, BbIAEIEHHOE MOHOKJIOHAIbHOE aHTuTeno npotus DLL3
WIN €r0 aHTHIeHCBSI3BIBAIOLINN (PParMEHT COAEPIKUT BapuaOeNIbHYIO OOJACTh TSKENOW IIeTH,
UMEIOLIYI0  MOJUNENTUIHYIO  IOCIENOBAaTENbHOCTb, IO MeHbuled wmepe Ha  85%,
npeanouTuTeNbHo, Ha 90%, Oosee mpenmodrutenbHO, HA 95% wm Oonee, Hapumep, Ha 95%,
96%, 97%, 98% unu 99%, unenruunyo SEQ ID NO:9, u BapnadenbHyro o0nacTb JErkou Lery,
UMEIOUIYI0  MOJUNENTUIHYI0  IOCIENOBAaTENbHOCTb, IO MeHbuled wmepe Ha  85%,
npeanouTuTeNbHO, Ha 90%, Oonee mpenmouTHTeNbHO, HA 95% umu Oonee, Hanpumep, Ha 95%,
96%, 97%, 98% wumn 99%, unentuunyro SEQ ID NO:10. IlpennodrurenbHO, BbIIEICHHOE
MOHOKJIOHAJIBHOE aHTUTENO NpoTiB DLL3 min ero aHTUreHCBA3BIBAIOLINN (PPArMEHT CONEPIKHUT
BapuabeNbHYI0 OOJIACTh TSDKENIOW LEeNH, UMEIOLIYIO MOJHIENTHAHYI MOCIEN0BaTeIbHOCTh U3
SEQ ID NO:9; u BapualenbHy:0 00JacTh JIETKOW LENH, HMEIOLUYK MOJHICITHAHYIO
nocaenoBaTeabHocTh B3 SEQ ID NO:10.

[0093] B ogHOM BapuaHTe OCYIIECTBJIECHHUs, M300pETEHHE OTHOCHTCS K BBIICICHHOMY
MOHOKJIOHAJIbHOMY aHTHTeldy npotuB DLL3 wnm ero aHTUTreHCBs3BIBAOIEMY (parMeHry,
conepxkamemy HCDRI1, HCDR2, HCDR3, LCDR1, LCDR2 wu LCDR3, wumemoume
MOJUNENTHAHLIE MTociienoBaTebHOCTH U3 SEQ ID NO: 40, 41, 42, 76, 77 u 78, COOTBETCTBEHHO.
B npyrom BapuaHTe OCYyIECTBIEHHs, BbIAEIEHHOE MOHOKJIOHAJIbHOE aHTuTeno npotus DLL3
WIA €r0 aHTHIeHCBSI3BIBAIOLINN (PParMEHT COAEPIKUT BapuabeNIbHYI0 OONacTh TSKENOW Lery,
UMEIOLIYI0  MOJUNENTUIHYIO  IOCHENOBaTENbHOCTb, IO MeHblled wMepe Ha 85%,
npeanouTuTeNbHo, Ha 90%, Oosee mpenmodrutenbHO, Ha 95% wm Gonee, Hanpumep, Ha 95%,
96%, 97%, 98% wunmu 99%, unentuuynyro SEQ ID NO:11, u BapuabenpHyr0 00JaCTh JIETKOM
LeNy, HUMELYI MOJIUMNEeNTUAHYI0 IIOCIel0BaTeNbHOCTb, IO MeHblIell Mepe Ha 85%,
npeanouTuTeNnbHo, Ha 90%, Oonee mpeamoururenbHO, HA 95% wnu Oonee, Hampumep, Ha 95%,

96%, 97%, 98% wumu 99%, uaentuunyro SEQ ID NO:12. IlpennoyTuTenbHO, BBIAEICHHOE
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MOHOKJIOHAJIbHOE aHTHTENO NpoTuB DLL3 niun ero aHTUreHCBA3BIBAIOIINN (PParMeHT CONEPIKUT
BapHUabENbHYI0 OOJIACTh TSDKENON LENH, UMEIOLIYI0 MOJUIENTHAHYIO MOCIEN0BaTEIbHOCTh U3
SEQ ID NO:11; u BapuabenbHyr0 0O0JacTb JIErKOHW LENH, HMMEIOIIYI0 MOJUIENTUHAHYIO
nocaepoBaTeabHOCTh U3 SEQ ID NO:12.

[0094] B ogHOM BapuaHTEe OCYIIECTBJIECHHS, M300PETEHHE OTHOCUTCS K BBIIEJICHHOMY
MOHOKJIOHAJIBHOMY aHTuTeny npotuB DLL3 wmnm ero aHTuUreHcBsi3piBarolmeMy (parmeHry,
comepxxammemy HCDR1, HCDR2, HCDR3, LCDRI1, LCDR2 u LCDR3, wumeroume
nojunenTuanele nocienoparenbHocTy U3 SEQ ID NO: 43, 44, 45, 79, 80 u 81, COOTBETCTBEHHO.
B npyrom BapuaHTe OCYIIECTBJICHHS, BbIIEIEHHOE MOHOKJIOHAJbHOE aHTUTeNo mpotuB DLL3
WIA €r0 aHTHIeHCBSI3BIBAIOLIMNA (PParMEHT COAEPIKUT BapuaOeIbHYH OOJIACTh TSKEJOW IIeTH,
UMEIOIIYI0  MOJUNENTUIHYI0  IOCIEeNOBaTeNbHOCTb, IO MeHblled wmepe Ha  85%,
npeanouTuTeNbHo, Ha 90%, Oojee mpenmodTuTenbHO, HA 95% wnu Oonee, Hanpumep, Ha 95%,
96%, 97%, 98% wumu 99%, unentuuynyro SEQ ID NO:13, u BapuabenpHyr0 00JACTh JIETKOM
LeMy, WMEILIYI TMOJUNENTHAHYI0 IOCIEeNOBaTeIbHOCTh, O MeHbleld wmepe Ha 85%,
npennouTuTeNbHo, Ha 90%, Oosee mpenmodTuTeabHO, HA 95% wnm Oonee, Hampumep, Ha 95%,
96%, 97%, 98% wnmu 99%, unentuunyro SEQ ID NO:14. IlpennodTuTeNnbHO, BBIAEICHHOE
MOHOKJIOHAJIbHOE aHTHTENO NpoTuB DLL3 nin ero aHTUreHCBA3BbIBAIOIINN (PPArMEHT CONEPIKUT
BapHuabENbHYI0 OOJIACTh TSDKENIOW LEeNH, MMEIOLIYI0 MOJHIENTHAHYIO MOCIeN0BATEIbHOCTh U3
SEQ ID NO:13; u BapuabenbHy:0 00JacTh JIETKOH LEMH, WMEIOINYI0 MOJHUIEITHIHYIO
nocaenoBaTenbHOCTh 13 SEQ ID NO:14.

[0095] B ogHOM BapuaHTe OCYIIECTBJICHHS, M300PETEHHE OTHOCUTCS K BBIIEICHHOMY
MOHOKJIOHaJIbHOMY aHTHTeny npotuB DLL3 wnu ero aHTUreHCBs3bIBaOIEMY (parMeHry,
conepxkamemy HCDRI1, HCDR2, HCDR3, LCDRI1, LCDR2 wu LCDR3, wumewnume
MOJIUIIENTHIHBIE nociienoBarenbHOCTH U3 SEQ ID NO: 46, 47, 48, 82, 83 u 84, COOTBETCTBEHHO.
B npyrom BapuaHTe OCYILECTBJIEHHs, BbIIEIEHHOE MOHOKJIOHAJbHOE aHTHTeNO mpotuB DLL3
WIA €r0 aHTHIeHCBSI3BIBAIOLIMI (PParMEHT COAEPKUT BapuabeabHYH OOJACTh TSKEJIOW ey,
UMEIOIIYI0  MOJUNENTUIHYI0  IOCHEeNOBaTENbHOCTb, IO MeHbllel wmepe Ha  85%,
peanouTuTeNbHO, Ha 90%, Oojiee mpenmnodTuTenbHO, HA 95% wnu Oosee, Hanpumep, Ha 95%,
96%, 97%, 98% wunmu 99%, unentuuynyro SEQ ID NO:15, u BapuabesnpHyr0 00JaCTh JIETKOM
LeMy, WMEIILIYI MOJUNENTHAHYI0 IIOCIEeNOBaTeIbHOCTh, TO MeHblIeld wmepe Ha 85%,
npeanouTuTeNbHo, Ha 90%, Oojee mpenmodTuTeabHO, HA 95% wnm Gonee, Hampumep, Ha 95%,
96%, 97%, 98% wummu 99%, upentuunyio SEQ ID NO:16. IlpenmoyTuTenbHO, BBIAEICHHOE
MOHOKJIOHAJIbHOE aHTHTENO NMpoTuB DLL3 nin ero aHTUreHCBA3BIBAIOIINN ()PArMEHT CONEPIKUT
BapHuabENbHYIO OOJIACTh TSDKENIOW LEeNH, MMEIOLIYI0 MOJHIENTHAHYIO MOCIeI0BATEIbHOCTh U3
SEQ ID NO:15; u BapmabenbHyr0 00JacTb JIETKOHW LENH, HMEIOIIYIO MOJUIETTHAHYIO
nocaenoarenbHOCTh 13 SEQ ID NO:16.

[0096] B onHOM BapuaHTe OCYIIECTBJIEHHUS, M300pETEHHE OTHOCHTCS K BBIIECICHHOMY
MOHOKJIOHAJIbHOMY aHTHTeny npotuB DLL3 wunm ero aHTUreHCBs3bIBaOIEMY (parMeHry,
conepxkamemy HCDRI1, HCDR2, HCDR3, LCDR1, LCDR2 wu LCDR3, wumewnume

nojunentTuaHble mocienoBareabHocTH U3 SEQ ID NO: 49, 50, 51, 85, 86 u 87, COOTBETCTBEHHO.



26

B npyrom BapuaHTe OCYyILECTBIEHHs, BbIAEIEHHOE MOHOKJIOHAJIbHOE aHTuTeno npotus DLL3
WM €r0 aHTHIeHCBSI3BIBAIOLINN (ParMEHT COAEPIKUT BapuabeNbHYI0 OONAcTh TSKENOW IIeTH,
UMEIOLIYI0  MOJUIENTUIHYI0  IOCIENOBAaTENbHOCTb, IO MeHblled wMepe Ha  85%,
peanouTuTeNbHo, Ha 90%, Oosee npenmnoururenbHo, HA 95% wnm Oonee, Hanpumep, Ha 95%,
96%, 97%, 98% wunu 99%, unentuuynyro SEQ ID NO:17, u BapuabenbHyr0 00NaCTh JIErKOH
LeNY, HMEIINYI0 IMOJMIENTHIHYI0 IIOC/IeI0BaTeIbHOCTb, IO MeHblled Mepe Ha 85%,
npeanouTuTeNbHO, Ha 90%, Oonee mpenmouTHTeNnbHO, HA 95% umu Oonee, Hanpumep, Ha 95%,
96%, 97%, 98% wmm 99%, upentuunyro SEQ ID NO:18. IlpenmodytuTtenbHO, BBIAEICHHOE
MOHOKJIOHAJIbHOE aHTHTENO MpoTHB DLL3 uin ero aHTUreHCBs3bIBAIOIINN (PPArMEHT CONEPIKUT
BapHuabeNIbHYI0 OOJIACTh TSDKENIOW LEeNH, UMEIOLIYI0 MOJHIENTHAHYIO MOCIeN0BATeIbHOCTh U3
SEQ ID NO:17, u BapuabenbHyr0 0O0JacTh JIETKOW LENH, HMEIOMIYIO MOJUIECITHAHYIO
nocaenoBarenbHOCTh 13 SEQ ID NO:18.

[0097] B ogHOM BapuaHTe OCYIIECTBJIECHHUS, M300pEeTEHHE OTHOCHTCS K BBIIECICHHOMY
MOHOKJIOHAJIbHOMY aHTHTeny npotuB DLL3 wnm ero aHTUTreHCBs3bIBAOIEMY (parMeHry,
conepxkamemy HCDRI1, HCDR2, HCDR3, LCDR1, LCDR2 wu LCDR3, wumemomme
MOJUNENTHAHLIE MTocsienopaTebHOCTH U3 SEQ ID NO: 52, 53, 54, 88, 89 u 90, COOTBETCTBEHHO.
B npyrom BapuaHTe OCYyIECTBIEHHs, BbIAEIEHHOE MOHOKJIOHAJIbHOE aHTuTeno npotus DLL3
WIN €r0 aHTHIeHCBSI3BIBAIOLINN (PParMEHT COAEPIKUT BapuaOeIbHYI OONAcTh TSKENOH IIeTH,
UMEIOLIYI0  MOJUNENTUIHYIO  IOCIENOBAaTENbHOCTb, IO MeHbuled wmepe Ha  85%,
npennouTuTeNibHo, Ha 90%, Oojee npenmodrutenbHo, HA 95% wm Gonee, Hapumep, Ha 95%,
96%, 97%, 98% wumu 99%, unentuunyro SEQ ID NO:19, u BapualenpHyr0 00JaCTh JIETKOM
LeNy, HUMEILYI MOJIUNEeNTUAHYI0 IOCAeN0BaTeIbHOCTb, IO MeHblIell Mepe Ha 85%,
npeanouTuTeNbHO, Ha 90%, Oonee mpenmouTHTeNbHO, HA 95% umu Oonee, Hanpumep, Ha 95%,
96%, 97%, 98% wumn 99%, unentuunyro SEQ ID NO:20. IlpenmnodrurenbHO, BbIIEICHHOE
MOHOKJIOHAJIBHOE aHTUTENO NpoTiB DLL3 min ero aHTUreHCBA3BIBAIOLINN (PPArMEHT CONEPIKHUT
BapuabeIbHYI0 OOJIACTh TSIKENIOW LEMH, UMEIOLIYIO MOJUIENTHIHYIO MOCIEN0BATeIbHOCTh U3
SEQ ID NO:19; u BapuabenbHyr0 00JacTb JIETKOW LENH, HMMEIOMIYIO MOJUIETTHAHYIO
nocaenoBaTeabHOCTh B3 SEQ ID NO:20.

[0098] B ogHOM BapuaHTe OCYIIECTBJIECHUS, M300pEeTEHHE OTHOCHTCS K BBIICICHHOMY
MOHOKJIOHAJIbHOMY aHTUTeny npotuB DLL3 wim ero aHTUreHCBsI3bIBAKOLIEMY (parMeHty,
conepxkamemy HCDRI1, HCDR2, HCDR3, LCDR1, LCDR2 wu LCDR3, wumemoume
MOJUNENTHAHLIE MTocsienoBaTebHOCTH U3 SEQ ID NO: 55, 56, 57, 91, 92 u 93, COOTBETCTBEHHO.
B npyrom BapuaHTe OCyIECTBIEHUS, BbIAEIEHHOE MOHOKJIOHAJIbHOE aHTuTeno npotus DLL3
WIA €r0 aHTHIeHCBSI3BIBAIOLINN (PParMEHT COAEPIKUT BapuabeNIbHYI0 OONacTh TSKENOW Lery,
UMEIOLIYI0  MOJUNENTUIHYIO  IOCHEeNOBaTENbHOCTb, IO MeHblled wMepe Ha  85%,
npeanouTuTeNbHo, Ha 90%, Oosee mpenmodruTenbHO, Ha 95% wm Oonee, Hampumep, Ha 95%,
96%, 97%, 98% wunmu 99%, unentuuynyro SEQ ID NO:21, u BapuabenpHyr0 00JaCTh JIETKOM
LeNy, HUMELYI MOJIUMNEeNTUAHYI0 IIOCIel0BaTeNbHOCTb, IO MeHblIell Mepe Ha 85%,
npeanouTuTeNbHo, Ha 90%, Oonee npenmodruTeabHO, Ha 95% wnm Oonee, Hampumep, Ha 95%,

96%, 97%, 98% wunmu 99%, uaentuunyro SEQ ID NO:22. IlpennodTuTeNnbHO, BBIAEICHHOE
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MOHOKJIOHAJIbHOE aHTHTENO NpoTuB DLL3 niun ero aHTUreHCBA3BIBAIOIINN (PParMeHT CONEPIKUT
BapHuabeNbHYI0 OOJIACTh TSDKENIOW LEeNH, MMEIOLIYI0 MOJUIENITHAHYIO MOCIeN0BaTEIbHOCTh U3
SEQ ID NO:21; u BapuabenbHyr0 00OJacTb JIErKOHW LENH, HMMEIOIIYI0 MOJUIENTUAHYIO
nocaeaoBaTeabHOCTh U3 SEQ ID NO:22.

[0099] B ogHOM BapuaHTEe OCYIIECTBJIEHHS, M300PETEHHE OTHOCUTCS K BBIIEJICHHOMY
MOHOKJIOHAJIBHOMY aHTuTeny npotuB DLL3 wmnm ero aHtureHcBsi3piBaromeMmy (parmeHty,
comepxxammemy HCDR1, HCDR2, HCDR3, LCDRI1, LCDR2 u LCDR3, wumeroume
MOJIUIIENTHIHBIE nocyienoBarenbHOCTH U3 SEQ ID NO: 58, 59, 60, 94, 95 u 96, COOTBETCTBEHHO.
B npyrom BapuaHTe OCYIIECTBJICHHS, BbIIEIEHHOE MOHOKJIOHAJIbHOE aHTUTeNo npotuB DLL3
WIA €r0 aHTHIeHCBSI3BIBAIOLIMNA (PParMEHT COAEPIKUT BapuaOeIbHYH OOJIACTh TSKEJOW IIeTH,
UMEIOIIYI0  MOJUNENTUIHYI0  IOCIEeNOBaTeNbHOCTb, IO MeHblled wmepe Ha  85%,
npeanouTuTeNbHo, Ha 90%, Oojee mpenmodTuTenbHO, HA 95% wnu Oonee, Hanpumep, Ha 95%,
96%, 97%, 98% wumu 99%, unentuuynyro SEQ ID NO:23, u BapuabenpHyrO0 00JIACTh JIETKOM
LeMy, WMEILIYI TMOJUNENTHAHYI0 IOCIEeNOBaTeIbHOCTh, O MeHbleld wmepe Ha 85%,
npennouTuTeNbHo, Ha 90%, Oosee mpenmodTuTeabHO, HA 95% wnm Oonee, Hampumep, Ha 95%,
96%, 97%, 98% wumu 99%, upentuunyio SEQ ID NO:24. IlpennodTuTeNnbHO, BBIAEICHHOE
MOHOKJIOHAJIbHOE aHTHTENO NpoTiB DLL3 nimyn ero aHTUreHCBA3BIBAIOIINN (PPArMEHT CONEPIKUT
BapHuabENbHYI0 OOJIACTh TSDKENIOW LEeNH, MMEIOLIYI0 MOJHIENTHAHYIO MOCIeN0BATEIbHOCTh U3
SEQ ID NO:23; u BapuabenbHyr0 0OJacTb JIErKOW LENH, HMEIOIIYIO MOJUIETITHAHYIO
nocaenoBaTenbHOCTh 13 SEQ ID NO:24.

[00100] B ogHOM BapmaHTe OCYINECTBJIEHUS, N300pETEHHE OTHOCUTCSA K BBIIEICHHOMY
MOHOKJIOHaJIbHOMY aHTHTeny npotuB DLL3 wnu ero aHTUreHCBs3bIBaOIEMY (parMeHry,
conepxkamemy HCDRI1, HCDR2, HCDR3, LCDRI1, LCDR2 wu LCDR3, wumewnume
noJIMNenTHaHble mocienosareabHocTd U3 SEQ ID NO: 97, 98, 99, 133, 134 u 135,
COOTBETCTBEHHO. B 1pyroM BapuaHTe OCYLIECTBIICHHUs, BbIAEICHHOE MOHOKIOHAIBHOE aHTUTEIO
npotuB DLL3 uiu ero aHTHreHCBS3bIBAIOIIMN (PparMeHT comepkuT BapuadebHYI0 00JacTh
TSDKEJION 1eTTH, UMEIOLIYI0 TTOJIMMENTHIHYIO MOCIeI0BaTeIbHOCTD, 10 MeHbluel Mepe Ha 85%,
peanouTuTeNbHO, Ha 90%, Oojee mpenmnodTuTenbHO, HA 95% wnu Oosee, Hanpumep, Ha 95%,
96%, 97%, 98% unu 99%, unentuanyo SEQ ID NO:1, u BapuabenbHyro 001acTh JIETKOU LIETH,
UMEIOLIYI0  MOJUNENTUIHYI0  IOCIEeNOBaTENbHOCTb, IO MeHblle wMepe Ha  85%,
npeanouTuTeNbHo, Ha 90%, Oojee mpenmodTuTeabHO, HA 95% wnn Gonee, Hampumep, Ha 95%,
96%, 97%, 98% wumu 99%, upentuunyro SEQ ID NO:2. IIpeanouTuTenbHO, BBIAEICHHOE
MOHOKJIOHAJIbHOE aHTHTENO NMpoTuB DLL3 nimn ero aHTUreHCBA3BIBAIOIINN ()PArMEHT CONEPIKUT
BapHUabENbHYI0 OOJIACTh TSDKENIOW LEeNH, MMEIOLIYI0 MOJHIENTHAHYIO MOCIeN0BaTeIbHOCTh U3
SEQ ID NO:1; u BapualenbHy:0 OO0JacTh JIErKOW ILeNH, HMMEIOUIYI MOJHUIIEITHAHYIO
nocaenoBaTenbHOCTh 13 SEQ ID NO:2.

[00101] B ogHOM BapmaHTe OCYINECTBJICHUS, N300pETEHNE OTHOCUTCS K BBIIEICHHOMY
MOHOKJIOHAJIbHOMY aHTHTeny npotuB DLL3 wunm ero aHTUreHCBs3bIBaOIEMY (parMeHry,
conepxkamemy HCDRI1, HCDR2, HCDR3, LCDR1, LCDR2 wu LCDR3, wumewnume
MOJIUTIENTUIHBIE TocnenoBarenbHocTd w3 SEQ ID NO: 100, 101, 102, 136, 137 u 138,
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COOTBETCTBEHHO. B pyroM BapuaHTe OCYLIECTBJICHHUs], BbIIEIEHHOE MOHOKIOHAIbHOE aHTUTEIO
nporuB DLL3 unm ero aHTUreHCBS3BIBAIOIIMN (pparMeHT comepkuT BapuaOenbHYH0 00JacTh
TSKEJION LIeNH, UMEIOLIYI0 MOJUNENTUHYIO MOCIeI0BaTeIbHOCTDb, 10 MeHbLIeH Mepe Ha 85%,
npeanouTuTeNbHo, Ha 90%, Oosee npenmnoururenbHo, HA 95% wnm Oonee, Hanpumep, Ha 95%,
96%, 97%, 98% unu 99%, unentuunyro SEQ ID NO:3, u BaprabenbHy0 00IacTh JIETKOH 1eTy,
UMEIOIYI0  TOJUIENTUIHYK  IOCIeNOBaTeIbHOCTh, 10 MeHblled Mepe Ha 85%,
npeano4YTuTeNbHO, Ha 90%, Oonee mpenmouTHTeNnbHO, HAa 95% umu Oonee, Hanpumep, Ha 95%,
96%, 97%, 98% wumu 99%, upentuunyro SEQ ID NO:4. IlpeanouTuTenbHO, BBIACICHHOE
MOHOKJIOHAJIbHOE aHTHTENO MpoTuB DLL3 uin ero aHTUreHCBS3bIBAIOIINN ()PArMEHT CONEPIKUT
BapHuabeNbHYI0 OOJIACTh TSDKENIOW LEeNH, UMEIOLIYI0 MOJUIENTHAHYIO MOCIEN0BATeIbHOCTh U3
SEQ ID NO:3; u BapualenbHy0 00JacTh JIETKOW LEeNH, HMEIOUYK MOJHUICITHAHYIO
nocaenoBarenbHOCTh B3 SEQ ID NO:4.

[00102] B ogHOM BapmaHTe OCYINECTBJICHUS, N300pETEHHE OTHOCUTCS K BBIIECICHHOMY
MOHOKJIOHAJIbHOMY aHTHTeny npotuB DLL3 wnm ero aHTUTreHCBs3bIBAOIEMY (parMeHry,
conepxkamemy HCDRI1, HCDR2, HCDR3, LCDR1, LCDR2 wu LCDR3, wumemomme
MOJUTIENITHIHBIE TTocnenoBartenbHocTd w3 SEQ ID NO: 103, 104, 105, 139, 140 u 141,
COOTBETCTBEHHO. B pyromM BapuaHTe OCYLIECTBJICHHUs], BbIEIEHHOE MOHOKJIOHATIbHOE aHTUTEIO
nporuB DLL3 uiam ero aHTHreHCBS3BIBAIOIIMN (PparMeHT comepkuT BapuadOenbHYH0 00JacTh
TSKEJION LNy, UMEIOLIYIO0 MOJUMNEeNTUAHYIO MOCIe0BaTeIbHOCTD, 110 MeHbIIel Mepe Ha 85%,
npennouTuTeNibHo, Ha 90%, Oojee npenmodrutenbHo, HA 95% wm Gonee, Hapumep, Ha 95%,
96%, 97%, 98% unu 99%, unenruunyo SEQ ID NO:5, u BapnadenbHyro o0nacTb JErkou Lery,
UMEIOUIYI0  MOJUNENTUIHYI0  IOCIENOBAaTENbHOCTb, IO MeHbuled wmepe Ha  85%,
npeano4YTuTeNsHO, Ha 90%, Oonee mpenmouTHTENbHO, HA 95% umu Oonee, Hanpumep, Ha 95%,
96%, 97%, 98% wmnmu 99%, upnentununyro SEQ ID NO:6. IlpeanoyturenbHO, BbIIEICHHOE
MOHOKJIOHAJIBHOE aHTUTENO NpoTiB DLL3 min ero aHTUreHCBA3BIBAIOLINN (PPArMEHT CONEPIKHUT
BapuabeNbHYI0 OOJIACTh TSIKENOW LENH, UMEIOLIYI0 MOJUIENTHAHYIO MOCIEI0BaTeIbHOCTh U3
SEQ ID NO:5; u BapualenbHy0 00JacTh JIETKOW LENH, HMEIOLYK MOJHIICITHAHYIO
nocaenoBarebHOCTh B3 SEQ ID NO:6.

[00103] B ogHOM BapmaHTe OCYINECTBJICHUS, N300pETEHHE OTHOCUTCS K BBIICICHHOMY
MOHOKJIOHAJIbHOMY aHTHTedy npotuB DLL3 wnm ero aHTUTreHCBs3BIBAOIEMY (parMeHry,
conepxkamemy HCDRI1, HCDR2, HCDR3, LCDR1, LCDR2 wu LCDR3, wumemoume
MOJIUTIENITHIHBIE TTocnenoBartenbHocTH 3 SEQ ID NO: 106, 107, 108, 142, 143 u 144,
COOTBETCTBEHHO. B pyromM BapuaHTe OCYLIECTBJIEHHUs], BbIEJIEHHOE MOHOKJIOHAIbHOE aHTUTEIO
nporuB DLL3 uiam ero aHTHreHCBS3BIBAIOIIMN (pparMeHT comepkuT BapuadOenbHYH0 00JacTh
TSKEJION LeNH, UMEIOLIYI0 MOJUNEeNTUHYIO MOCIeI0BaTebHOCTDb, 10 MeHblIeld Mepe Ha 85%,
npennouTuTeNbHo, Ha 90%, Oosee mpenmodrutenbHO, HA 95% wm Oonee, Hanpumep, Ha 95%,
96%, 97%, 98% unu 99%, unenruunyo SEQ ID NO:7, u BapnadenbHyo 00nacTb JIErKOW LEMH,
UMEIOLIYI0  TOJUNENTUIHYIO  IOCIENOBAaTENbHOCTb, IO MeHblled wMepe Ha 85%,
npeanouTuTeNbHo, Ha 90%, Oonee mpenmodrutenbHO, HA 95% wnm Oonee, Hampumep, Ha 95%,

96%, 97%, 98% umu 99%, upentuunyro SEQ ID NO:8. IlpeanouTuTenbHO, BbIAEICHHOE
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MOHOKJIOHAJIbHOE aHTHTENO NpoTuB DLL3 niun ero aHTUreHCBA3BIBAIOIINN (PParMeHT CONEPIKUT
BapHuabeNbHYI0 OOJIACTh TSDKENIOW LEeNH, MMEIOLIYI0 MOJUIENITHAHYIO MOCIeN0BaTEIbHOCTh U3
SEQ ID NO:7; u BapualenbHy:0 00JacTh JIErKOW IeNH, HUMEIOLIYI MOJHUIENTHAHYIO
nocaegoBaTenbHOCTh 13 SEQ ID NO:8.

[00104] B ogHOM BapuaHTe OCYIIECTBJICHHS, N300PETEHHE OTHOCHUTCS K BBIIEICHHOMY
MOHOKJIOHAJIBHOMY aHTuTeny npotuB DLL3 wmnm ero aHtureHcBsi3piBaromeMmy (parmeHty,
comepxxammemy HCDR1, HCDR2, HCDR3, LCDRI1, LCDR2 u LCDR3, wumeroume
MOJUIIENTHIHBIE TochenoBarenbHocTH 3 SEQ ID NO: 109, 110, 111, 145, 146 u 147,
COOTBETCTBEHHO. B pyromM BapuaHTe OCYLIECTBICHUS, BBIAEIEHHOE MOHOKJIOHATBHOE aHTUTEIIO
nporuB DLL3 wmiu ero aHTHreHCBS3bIBAIOIIMN (PparMeHT comepKuT BapuadebHYIH0 00JacTh
TSDKEJION 1eNH, UMEIOLIYI0 TTOJIMMENTHIHYIO MMOCIeI0BaTeIbHOCTD, 10 MeHbluel Mepe Ha 85%,
npeanouTuTeNbHo, Ha 90%, Oojee mpenmodTuTenbHO, HA 95% wnu Oonee, Hanpumep, Ha 95%,
96%, 97%, 98% unu 99%, unentuanyo SEQ ID NO:9, u BapuabenbHyro 001acTh JIETKOU LIETH,
UMEIOLIYI0  MOJUNENTUIHYI0  IOCHEeNOBaTENbHOCTb, IO MeHblled wMepe Ha  85%,
npennouTuTeNbHo, Ha 90%, Oosee mpenmodTuTeabHO, HA 95% wnm Oonee, Hampumep, Ha 95%,
96%, 97%, 98% wummu 99%, upentuunyro SEQ ID NO:10. IlpenmnodtuTenbHO, BBIAEICHHOE
MOHOKJIOHAJIbHOE aHTHTENO NpoTuB DLL3 nin ero aHTUreHCBA3BbIBAIOIINN (PPArMEHT CONEPIKUT
BapHuabENbHYI0 OOJIACTh TSDKENIOW LEeNH, MMEIOLIYI0 MOJHIENTHAHYIO MOCIeN0BATEIbHOCTh U3
SEQ ID NO:9; u BapualenbHy:0 00JacTh JIErKOW ILeNH, HMMEIOLIYI MOJHUIIEITHAHYIO
nocaepoBaTenbHoCTh 13 SEQ ID NO:10.

[00105] B ogHOM BapmaHTe OCYIIECTBJICHHS, N300PETEHHE OTHOCHTCS K BBIIEICHHOMY
MOHOKJIOHaJIbHOMY aHTHTeny npotuB DLL3 wnu ero aHTUreHCBs3bIBaOIEMY (parMeHry,
conepxkamemy HCDRI1, HCDR2, HCDR3, LCDRI1, LCDR2 wu LCDR3, wumewnume
noymnentuaable nocnenoBarenbHocT u3 SEQ ID NO: 112, 113, 114, 148, 149 u 150,
COOTBETCTBEHHO. B 1pyroM BapuaHTe OCYLIECTBIICHHUs, BbIAEICHHOE MOHOKIOHAIBHOE aHTUTEIO
npotuB DLL3 uiu ero aHTHreHCBS3bIBAIOIIMN (PparMeHT comepkuT BapuadebHYI0 00JacTh
TSDKEJION 1eTTH, UMEIOLIYI0 TTOJIMMENTHIHYIO MOCIeI0BaTeIbHOCTD, 10 MeHbluel Mepe Ha 85%,
peanouTuTeNbHO, Ha 90%, Oojee mpenmnodTuTenbHO, HA 95% wnu Oosee, Hanpumep, Ha 95%,
96%, 97%, 98% wunmu 99%, unentuuynyro SEQ ID NO:11, u BapuabespHyr0 00JIaCTh JIETKOM
LEeMy, WMEIILIYI MOJUNENTHAHYI0 IIOCIEeNOBaTeIbHOCTh, O MeHblIed wmepe Ha 85%,
npeanouTuTeNbHo, Ha 90%, Oojee mpenmodTuTeabHO, HA 95% wnn Gonee, Hampumep, Ha 95%,
96%, 97%, 98% wummu 99%, upentuunyio SEQ ID NO:12. IlpenmnodyTuTenbHO, BBIAEICHHOE
MOHOKJIOHAJIbHOE aHTHTENO NMpoTuB DLL3 nimn ero aHTUreHCBA3BIBAIOIINN ()PArMEHT CONEPIKUT
BapHUabENbHYI0 OOJIACTh TSDKENIOW LEeNH, MMEIOLIYI0 MOJHIENTHAHYIO MOCIeN0BaTeIbHOCTh U3
SEQ ID NO:11; u BapmabenbHyr0 00JacTb JIErKOW LENH, HMEIOIIYIO MOJUIETITHAHYIO
nocaenoBareabHOCTh 13 SEQ ID NO:12.

[00106] B ogHOM BapmaHTe OCYINECTBJICHUS, N300pETEHHE OTHOCUTCS K BBIIECICHHOMY
MOHOKJIOHAJIbHOMY aHTHTeny npotuB DLL3 wunm ero aHTUreHCBs3bIBaOIEMY (parMeHry,
conepxkamemy HCDRI1, HCDR2, HCDR3, LCDR1, LCDR2 wu LCDR3, wumewnume
MOJIUTIENITUIHBIE TocnenoBarenbHocTy w3 SEQ ID NO: 115, 116, 117, 151, 152 u 153,
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COOTBETCTBEHHO. B pyroM BapuaHTe OCYLIECTBJICHHUs], BbIIEIEHHOE MOHOKIOHAIbHOE aHTUTEIO
nporuB DLL3 unm ero aHTUreHCBS3BIBAIOIIMN (pparMeHT comepkuT BapuaOenbHYH0 00JacTh
TSKEJION LIeNH, UMEIOLIYI0 MOJUNENTUHYIO MOCIeI0BaTeIbHOCTDb, 10 MeHbLIeH Mepe Ha 85%,
npeanouTuTeNbHo, Ha 90%, Oosee npenmnoururenbHo, HA 95% wnm Oonee, Hanpumep, Ha 95%,
96%, 97%, 98% wunu 99%, unentuuynyro SEQ ID NO:13, u BapualbenbHyr0 00NaCTh JIErKOH
LeNY, HMEIINYI0 IMOJMIENTHIHYI0 IIOC/IeI0BaTeIbHOCTb, IO MeHblled Mepe Ha 85%,
npeano4YTuTeNbHO, Ha 90%, Oonee mpenmouTHTeNnbHO, HAa 95% umu Oonee, Hanpumep, Ha 95%,
96%, 97%, 98% wumm 99%, upentuunyro SEQ ID NO:14. IlpennodytuTenbHO, BBIACICHHOE
MOHOKJIOHAJIbHOE aHTHTENO MpoTHB DLL3 uin ero aHTUreHCBs3bIBAIOIINN (PPArMEHT CONEPIKUT
BapHuabeNbHYI0 OOJIACTh TSDKENIOW LEeNH, UMEIOLIYI0 MOJUIENTHAHYIO MOCIEN0BATeIbHOCTh U3
SEQ ID NO:13; u BapmabenbHyr0 00OJacTh JIETKOW LENH, HMEIOMIYIO MOJUICITHAHYIO
nocaenoBarenbHOCTh 13 SEQ ID NO:14.

[00107] B ogHOM BapmaHTe OCYINECTBJICHUS, N300pETEHHE OTHOCUTCS K BBIIECICHHOMY
MOHOKJIOHAJIbHOMY aHTHTeny npotuB DLL3 wnm ero aHTUTreHCBs3bIBAOIEMY (parMeHry,
conepxkamemy HCDRI1, HCDR2, HCDR3, LCDR1, LCDR2 wu LCDR3, wumemomme
MOJIUTIENITUIHBIE TTocnenoBartenbHocTd w3 SEQ ID NO: 118, 119, 120, 154, 155 u 156,
COOTBETCTBEHHO. B pyromM BapuaHTe OCYLIECTBJICHHUs], BbIEJIEHHOE MOHOKJIOHATIbHOE aHTUTEIO
nporuB DLL3 uiam ero aHTHreHCBS3BIBAIOIIMN (PparMeHT comepkuT BapuadOenbHYH0 00JacTh
TSKEJION LIeNH, UMEIOLIYI0 MOJUNEeNTUHYIO MOCIeI0BaTeIbHOCTD, 0 MeHblIeld Mepe Ha 85%,
npennouTuTeNibHo, Ha 90%, Oosee mpenmodrutenbHO, HA 95% wm Gonee, Hapumep, Ha 95%,
96%, 97%, 98% wunmu 99%, unentuuynyro SEQ ID NO:15, u BapuabenpHyr0 00JaCTh JIETKOM
LeNy, HUMEIUYI MOJIUNEeNTUAHYI0 IOCAeN0BaTeIbHOCTb, IO MeHblIeH Mepe Ha 85%,
npeanouTuTeNbHO, Ha 90%, Oonee mpenmouTHTeNbHO, HA 95% umu Oonee, Hanpumep, Ha 95%,
96%, 97%, 98% wumn 99%, unentuunyro SEQ ID NO:16. IlpennodrurenbHO, BbIIEICHHOE
MOHOKJIOHAJIBHOE aHTUTENO NpoTiB DLL3 min ero aHTUreHCBA3BIBAIOLINN (PPArMEHT CONEPIKHUT
BapHuabeNbHYI0 OOJIACTh TSDKENIOW LEeNH, UMEIOLIYIO MOJHUIENTHAHYI MOCIeN0BATeIbHOCTh U3
SEQ ID NO:15; u BapuabenbHyr0 00JacTb JIETKOW LENH, HMMEIOMIYIO MOJUICTTHAHYIO
nocaenoBaTeabHOCTh B3 SEQ ID NO:16.

[00108] B onHOM BapmaHTe OCYINECTBJICHUS, N300pETEHHE OTHOCUTCS K BBIICICHHOMY
MOHOKJIOHAJIbHOMY aHTUTeny npotuB DLL3 wim ero aHTUreHCBsI3bIBAKOLIEMY (parMeHty,
conepxkamemy HCDRI1, HCDR2, HCDR3, LCDR1, LCDR2 wu LCDR3, wumemoume
MOJIMTIENITHIHBIE TTocnenoBarenbHocTd w3 SEQ ID NO: 121, 122, 123, 157, 158 u 159,
COOTBETCTBEHHO. B pyromM BapuaHTe OCYLIECTBJIEHHUs], BbIEJIEHHOE MOHOKJIOHAIbHOE aHTUTEIO
nporuB DLL3 uiam ero aHTHreHCBS3BIBAIOIIMN (pparMeHT comepkuT BapuadOenbHYH0 00JacTh
TSKEJION LeNH, UMEIOLIYI0 MOJUMNEeNTUAHYIO MOCIe0BaTeIbHOCTD, 110 MeHbllel Mepe Ha 85%,
npennouTuTeNbHo, Ha 90%, Oosee mpenmodrutenbHO, HA 95% wm Oonee, Hanpumep, Ha 95%,
96%, 97%, 98% wunmu 99%, unentuuynyro SEQ ID NO:17, u BapuabenpHyr0 00JACTh JIETKOM
LeNy, HUMELYI MOJIUMNEeNTUAHYI0 IIOCIel0BaTeNbHOCTb, IO MeHblIell Mepe Ha 85%,
npennouTuTesibHo, Ha 90%, Oosnee mpenmouTuTeabHO, HA 95% wnm Oonee, Hampumep, Ha 95%,

96%, 97%, 98% wumu 99%, uaentuunyro SEQ ID NO:18. IlpennoyTutenbHO, BBIAEICHHOE
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MOHOKJIOHAJIbHOE aHTHTENO NpoTuB DLL3 niun ero aHTUreHCBA3BIBAIOIINN (PParMeHT CONEPIKUT
BapHUabENbHYI0 O0JIACTh TSDKENOW LEMH, UMEIOLIYI0 MOJUIENTHAHYIO MOCIEN0BATEIbHOCTh U3
SEQ ID NO:17, u BapuabenbHyr0 0OJacTb JIErKOW LENH, HUMEIOIIYI0 MOJUIENTUAHYIO
nocaepoBaTenbHoCTh U3 SEQ ID NO:18.

[00109] B ogHOM BapuaHTe OCYIIECTBJICHHS, N300PETEHHE OTHOCHUTCS K BBIIEICHHOMY
MOHOKJIOHAJIBHOMY aHTuTeny npotuB DLL3 wmnm ero aHtureHcBsi3piBaromeMmy (parmeHty,
comepxxammemy HCDR1, HCDR2, HCDR3, LCDRI1, LCDR2 u LCDR3, wumeroume
MOJIMIIENTHIHBIE TochenoBarenbHocTH 3 SEQ ID NO: 124, 125, 126, 160, 161 u 162,
COOTBETCTBEHHO. B pyromM BapuaHTe OCYLIECTBJIEHMUS], BbIAEICHHOE MOHOKJIOHATBHOE aHTUTEIIO
nporuB DLL3 wmiu ero aHTHreHCBS3bIBAIOIIMN (PparMeHT comepKuT BapuadebHYIH0 00JacTh
TSDKEJION ey, UMEIOLIYI0 TTOJIMMENTHIHYIO MMOCIeI0BAaTeIbHOCTD, 10 MeHbluel Mepe Ha 85%,
npeanouTuTeNbHo, Ha 90%, Oosee mpenmodTuTenbHO, HA 95% wnm Oonee, Hanpumep, Ha 95%,
96%, 97%, 98% wumu 99%, unentuuynyro SEQ ID NO:19, u BapuabenpHyr0 00JaCTh JIETKOM
Leny, HUMELYI0 MOJUNEeNTUAHYI0 IOCIel0BaTeIbHOCTb, IO MeHbllell Mepe Ha 85%,
npennouTuTeNbHo, Ha 90%, Oojee mpenmodTuTeabHO, HA 95% wnm Oonee, Hampumep, Ha 95%,
96%, 97%, 98% wumu 99%, upentuunyio SEQ ID NO:20. IlpenmnodTuTeNnbHO, BBIAEICHHOE
MOHOKJIOHAJIbHOE aHTHTENO NpoTuB DLL3 nin ero aHTUreHCBA3BbIBAIOIINN (PPArMEHT CONEPIKUT
BapHUabENbHYI0 OOJIACTh TSDKENIOW LEMNH, UMEIOLIYI0 MOJUIENTHAHYIO MOCIEN0BATEIbHOCTh U3
SEQ ID NO:19; u BapmabenbHyr0 00JacTb JIErKOW LeNH, HMEIOIIYIO MOJUIETTHAHYIO
nocaenoBaTeabHOCTh 13 SEQ ID NO:20.

[00110] B ogHOM BapmaHTe OCYIIECTBJICHHS, N300PETEHHE OTHOCHTCS K BBIIEICHHOMY
MOHOKJIOHaJIbHOMY aHTHTeny npotuB DLL3 wnu ero aHTUreHCBs3bIBaOIEMY (parMeHry,
conepxkamemy HCDRI1, HCDR2, HCDR3, LCDRI1, LCDR2 wu LCDR3, wumewnume
noymnentuaHble nocnenoarenbHocT M3 SEQ ID NO: 127, 128, 129, 163, 164 u 165,
COOTBETCTBEHHO. B 1pyroM BapuaHTe OCYyLIECTBIIECHMs], BbIAEICHHOE MOHOKIOHAIBHOE aHTUTEIO
npotuB DLL3 uiu ero aHTHreHCBS3bIBAIOIIMN (PparMeHT comepkuT BapuadebHYI0 00JacTh
TSDKEJION 1eTTH, UMEIOLIYI0 TTOJIMMENTHIHYIO MOCIeI0BaTeIbHOCTD, 10 MeHbluel Mepe Ha 85%,
peanouTuTeNbHO, Ha 90%, Oojiee mpenmnodTuTeabHO, HA 95% wnm Oonee, Hanpumep, Ha 95%,
96%, 97%, 98% wumu 99%, unentuuynyro SEQ ID NO:21, u BapuabespHyr0 00JaCTh JIETKOM
LEeMy, WMEIILIYI MOJUNENTHAHYI0 IIOCIEeNOBaTeIbHOCTh, O MeHblIed wmepe Ha 85%,
npeanouTuTeNbHo, Ha 90%, Oojee mpenmodTuTenbHO, HA 95% wm Oonee, Hanpumep, Ha 95%,
96%, 97%, 98% wummu 99%, upentuunyro SEQ ID NO:22. IlpenmnodyTuTeNnbHO, BBIAEICHHOE
MOHOKJIOHAJIbHOE aHTHTENO NMpoTuB DLL3 nin ero aHTUreHCBA3BIBAIOIINN ()PArMEHT CONEPIKUT
BapHUabENbHYI0 OOJIACTh TSDKENIOW LEeNH, MMEIOLIYI0 MOJHIENTHAHYIO MOCIeN0BaTeIbHOCTh U3
SEQ ID NO:21; u BapmabenbHyr0 0O0JNacTb JIErKOHW LENH, HMEIOMIYIO MOJUIETITHAHYIO
nocaenoBaTeabHOCTh 13 SEQ ID NO:22.

[00111] B ogHOM BapmaHTe OCYINECTBJICHUS, N300pEeTEHHE OTHOCUTCS K BBIIECICHHOMY
MOHOKJIOHAJIbHOMY aHTHTeny npotuB DLL3 wunm ero aHTUreHCBs3bIBaOIEMY (parMeHry,
conepxkamemy HCDRI1, HCDR2, HCDR3, LCDR1, LCDR2 wu LCDR3, wumewnume
MOJUTIENTUIHBIE TocnenoBarenbHocTd w3 SEQ ID NO: 130, 131, 132, 166, 167 u 168,
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COOTBETCTBEHHO. B pyroM BapuaHTe OCYLIECTBJICHHUs], BbIIEIEHHOE MOHOKIOHAIbHOE aHTUTEIO
nporuB DLL3 unm ero aHTUreHCBS3BIBAIOIINK (pparMeHT comepkuT BapualOenbHYH0 00JacTh
TSKEJION LIeNH, UMEIOLIYI0 MOJUNENTUHYIO MOCIeI0BaTeIbHOCTDb, 10 MeHbLIeH Mepe Ha 85%,
npeanouTuTeNbHo, Ha 90%, Oosee npenmnoururenbHo, HA 95% wnm Oonee, Hanpumep, Ha 95%,
96%, 97%, 98% wunu 99%, unentuuynyro SEQ ID NO:23, u BapualbenbHyr0 00NaCTh JIETKOH
LeNY, HMEIINYI0 IMOJMIENTHIHYI0 IIOC/IeI0BaTeIbHOCTb, IO MeHblled Mepe Ha 85%,
npeano4YTuTeNbHO, Ha 90%, Oonee mpenmouTHTeNnbHO, HAa 95% umu Oonee, Hanpumep, Ha 95%,
96%, 97%, 98% wmm 99%, upentuunyio SEQ ID NO:24. TlpennoyTuTenbHO, BBIACICHHOE
MOHOKJIOHAJIbHOE aHTHTENO MpoTuB DLL3 uin ero aHTUreHCBS3bIBAIOIINN ()PArMEHT CONEPIKUT
BapHuabeNbHYI0 OOJIACTh TSDKENIOW LEeNH, UMEIOLIYI0 MOJUIENTHAHYIO MOCIEN0BATeIbHOCTh U3
SEQ ID NO:23; u BapmabenbHyr0 00OJacTh JIETKOW LENH, HMEIOMIYIO MOJUIETITHAHYIO
nocaenoBaTenbHOCTh 13 SEQ ID NO:24.

[00112] B cootBeTcTBHM C APYrMM KOHKPETHBIM aCIEKTOM, M300pETE€HHE OTHOCHTCS K
BBIIEJICHHOMY MOHOKJIOHAJBHOMY aHTHTENY WM €r0 aHTUT€HCBS3bIBAIOIEMY (parMeHTy 1o
N300pETEeHHIO, I7I€ AHTUTEIIO WIIH €r0 AHTUT€HCBS3bIBAIOINUI (PparMeHT SIBJISETCS XUMEPHBIM.

[00113] B cootBeTcTBHM C APYrHMM KOHKPETHBIM acCIEKTOM, M300pETE€HHE OTHOCHTCS K
BBIJIEJIEHHOMY MOHOKJIOHAJBHOMY AHTHTEIY WJIM €r0 aHTUTC€HCBS3bIBAIOIEMY (pparMeHTy 1o
N300pETEHHIO, II€ AHTHTENIO MITH €r0 AHTHUIE€HCBSI3bIBAIOLITNI (PparMeHT sIBJISIETCS YENOBEUECKUM
WM TYMAHU3UPOBAHHBIM.

[00114] B cootBeTcTBHM C APYrMM KOHKPETHBIM aCIEKTOM, M300pEeTE€HHe OTHOCHTCS K
BBIICJICHHOMY T'yMaHU3UPOBAHHOMY MOHOKJIOHaJIbHOMY aHtuteny npotus DLL3 wunu ero
AHTUI€HCBA3BIBAIOIIEMY (PAarMEHTY, i€ BbIIEJIEHHOE I'YMaHW3UPOBAHHOE AHTHUTENO HIJIHM €ro
AHTUT€HCBA3BIBAIOIINN (PPArMEHT COAEPIKUT:

a. BapualenpHyr0  o0NacTp  TSDKENOW — IIeNH, HMEIOLIYI0  MOJUIENTHIHYIO
nocienosatenibHocTh U3 SEQ ID NO:170, u BapuabenbHyr0 00JaCTh JIETKOW LIETH, UMEIOIIYIO
MOJIMMENITHIHYEO TTocienoBarenbHocTh u3 SEQ ID NO:171;

b.  BapuabenbHyr0  OONACTh  TSDKENOW  LENH, HMMEIOMYID  MOJHUIENTHIHYIO
nocnenoBatebHOCTE U3 SEQ ID NO:170, u BapuabenbHyrO 00JacTh JIETKOH LMK, UMEIOIIYIO
MOJUMNENTUIHYIO nocienosaTenbHocTh U3 SEQ ID NO:172; unu

c. BapualenpHYIO  OONAaCTh  TSDKEJNOH  [enu, UMEKIIY  MOJUNENTUIHYEO
nocnenosatebHOCTE U3 SEQ ID NO:170, u BapuabenbHyr0 00JaCTh JIETKOH EeMH, UMEIOIIYIO
NOJUMNENTUIHYIO nocienosBaTenbHocTh U3 SEQ ID NO:173.

[00115] B coorBercTBUM C JAPYrUM KOHKPETHBIM  acCI€KTOM, BbIAEJIEHHOE
MOHOKJIOHAJIbHOE aHTuTeNno nmpoTus DLL3 wmiu ero aHTUreHCBA3BIBAIOIINN (ParMEeHT SIBISIETCS
CrOCOOHBIM ~ WHAYLUPOBAaTb  OMOCPEAOBaHHBIN 3(dexkTopaMu JU3UC KIETOK  OMyXOJH
MOCPEACTBOM AHTUTEJI03aBUCUMOU KJIETOYHOU LUTOTOKCUYHOCTHU (ADCC),
anTuTeno3asucumoro (arounrtoza (ADPC) u koMmruieMeHT3aBucuMoi nutorokcnaHoct (CDC),
W/ ONOCPENOBaTh MPUBJIEYEHHE KOHBIOTUPOBAHHBIX JIEKAPCTBEHHBIX CPEACTB, W/ HIN
¢dopmupoBath Oucnenupuyeckoe aHTUTENO C APYruM MmADb WIM  aHTUTeHCBS3bIBAIOIIUM

¢dbparmMeHTOM € 3PPEKTOM YHUUTOKESHHSI 3JI0KAYECTBEHHBIX OMyXOJIeH.
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[00116] B cooTtBeTcTBHM C APYTMM KOHKPETHBIM acCIeKTOM, M300pETeHHe OTHOCHTCS K

BbIIEJIECHHOMY MOHOKJIOHAJIbHOMY aHTuTeny npotuB CD47 unm ero aHTUI€HCBA3BIBAIOILIEMY

¢dparmenry,

comepxkaiieMy BapuaOenbHYI0 OO0JacTh TSDKENOH Ienu TI'yYMaHU3HPOBAHHOTO

MOHOKJIOHaJIbHOTO aHTurena mnpotuB CD47 wu BapuabGenbHyro 0O0NacTe JIETKOM Lienu

I'YMaHU3UPOBAHHOTO MOHOKJIOHAJIBHOTO aHTUTena nporus DLL3,
arTutesno npotus CD47 uinm ero aHTUreHCBSI3bIBAIOIIHH (PPArMEHT COIEPIKUT:
a. BapualenbHY0O  OONACTh  TSDKEJNOM LMW,  MMEOLIYIO
nocienosatenbHocTh U3 SEQ ID NO:175, u BapuabenpHyr0 001aCTh JIETKOM
MOJIMMENITHIHYEO TTocienoBarenbHocTh u3 SEQ ID NO:171;
b.

nocienosarenbHocTh U3 SEQ ID NO:175, u BapuabenbHyr0 00J1aCTh JIETKOH

BapuabenbHYI0  O0NaCTh  TSDKENOH  IeMH,  MMEIOLIYIO

MOJIMMIENITHIHYEO TTocienoBarenbHOCTh u3 SEQ ID NO:172;

c. BapuabenpHYI0  OONacCTh  TSDKEIOH  IeMH,  HMEKINYIo

nocienosarenbHocTh U3 SEQ ID NO:175, u BapuabenbHyr0 00J1aCTh JIETKOH
MOJIMTIETITUIHYEO TTocienoBarenbHoCcTh u3 SEQ ID NO:173;
d.

nocienosarenbHocTh U3 SEQ ID NO:176, u BapuabenbHyr0 00J7aCTh JIETKOH

BapuabenbHYI0  00NacCTh  TSDKEJIOH  IeNH,  HMEIINYIo

MOJIMMIENITUIHYEO TTocienoBarenbHocTh u3 SEQ ID NO:171;

e. BapuabenpHYI0  OONacTp  TSDKEJIOH  IeMH,  HMENINYIo

nocaenosarenbHocTh U3 SEQ ID NO:176, u BapuabenbHyr0 00J7aCTh JIETKOH
MOJIMMENITUIHYIO TTocienoBarenbHocTh u3 SEQ ID NO:172;

f.  BapmabenpHyr0  00JMacTh  TSDKENOH  LIEMH,  HUMEIOIIYIO
nocienosatenbHocTh U3 SEQ ID NO:176, un BapuabenbHyr0 001acThb JIErKon
MOJIUMIENTHIHYIO mocienoBaTesbHOCTh 13 SEQ ID NO:173;

g.

nocienosatenbHocTh U3 SEQ ID NO:177, u BapuabenbHyr0 001aCTh JIETKOM

BapuabenbHyr0  00JacTh  TSDKEJIOW  LeMH,  HUMEIOINYIo

MOJIMMENITHIHYEO TTocienoBarenbHocTh u3 SEQ ID NO:171;
h.

nocienosatenbHocTh U3 SEQ ID NO:177, u BapuabenbHyr0 00J1aCTh JIETKOH

BapuabenbHYI0  O0NacCTh  TSDKENOH  Lemu,  MMEOLIYIO

MOJIMMENITHIHYEO TTocienoBarenbHocTh u3 SEQ ID NO:172;

i.  BapmalespHYH0  O0JACTh  TSDKEJIOH — LemH,  MMEOLIYIO

nocienosarenbHocTh U3 SEQ ID NO:177, u BapuabenbHyr0 00JacCTh JIETKOH
MOJIMMENITHIHYEO TTocienoBarenbHoCcTh u3 SEQ ID NO:173; unn

j.  BapuabeNbHYHO  O0NacTh  TSDKENIOW  LemH,  HUMEIOIIYIO
nocienosarenbHocTh U3 SEQ ID NO:177, u BapuabenbHyr0 00JaCTh JIETKOH
MOJIMMIENITUIHYIO TTocyenoBarenbHocTh 13 SEQ ID NO:174.

[00117] B Ipyrum

COOTBETCTBHUHU C KOHKPETHBIM

ACIIEKTOM,

ra¢ MOHOKJIOHAJIbBHOC

MOJIMIICIITUAHY O

LeTTH, UMEIOLIYIO

MOJIUNIETITUAHY O

LeTTH, UMEIOLIYIO

MOJIMNICIITUAHY O

LeTH, UMEIOLIYIO

MOJIUNICIITUAHY O

LeTH, UMEIOLIYIO

MOJIUIICITUAHY O

LIeTH, UMEIOLIYIO

NOJTUNENTUAHY O

LIeTTH, UMEIOLIYIO

MOJIUINENTUAHY O

LeTTH, UMEIOLIYIO

TMOJIUNIETITUAHY O

LeTH, UMEIOLIYIO

MOJIUNIETITUAHY O

LeNH, UMEIOLIYIO

MOJIUNIEITUAHY O

LeTH, UMEIOLIYIO

BBIACJICHHOC

MOHOKJIOHAJIbHOE aHTUTeNO npotuB CD47 uinn ero aHTUreHCBSA3BIBAIOIINN (PParMeHT SBISIETCS
crocoOHBIM OnokHpoBaTh cBsi3biBaHUEe (CD47 ¢ CUrHaNBbHBIM PETYJSITOPHBIM OenkoM anbdha
(SIRP).
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[00118] B coorBercTBUM ¢ JAPYrUM KOHKPETHBIM  aCIEKTOM, BBIIEJIEHHOE
MOHOKJIOHAJIbHOE aHTUTeNO npotuB CD47 uimn ero aHTUreHCBS3bIBAIOIINN (ParMEHT SIBISIETCS
CIIOCOOHBIM ~ HMHIYLMPOBaTb  OINOCPENOBaHHBIM  Makpodaramu  Garommro3d  KIETOK
3JI0KQ4E€CTBEHHBIX OIMyXOJICH.

[00119] B cootBercTBUM C IPYyrUM KOHKPETHBIM aCHEKTOM, H300pETeHHe OTHOCUTCS K
BBIZICJICHHOMY T'YMaHM3MPOBAaHHOMY Oucneuunduueckomy antureny nportus CD47/DLL3 wnn
AHTUTEHCBS3BIBAIOIIEMY (DparMeHTy, ConxepiKaleMy IepBblii AHTUI'€HCBSI3bIBAIOIIUI JTOMEH,
cneunduveckn cps3pBaromuii  CD47, npennouturensro, CD47 denoseka, u BTOpOH
AHTUTCHCBS3BIBAIOIIMI TOMEH, crieruduuecku cpsi3biBarouuii DLL3, npennoururensao, DLL3
4yeloBeKa, TIA€ IMepBbli  aHTUIEHCBS3bIBAIOLIMM  JAOMEH  COHEPXKUT  ONpPENeSIOIIyIO
KOMIUIeMeHTapHOCTh oOmacte 1 Tsokenoit wenu (HCDR1), HCDR2, HCDR3, umeromiue
nonunentuaable nocinegoBarenbHoctu w3 SEQ ID NO: 178, 179 wu 180; BTOpOH
AHTUTCHCBS3BIBAIOIIMIA JTOMEH COACPIKUT ONPEAEISIOIIYI0 KOMIUIEMEHTAPHOCTh 00nacts |
tsokesion nenu (HCDR1), HCDR2, HCDR3, umeroniye NOJUNENTHIHBIE MOCIEI0BATEIbHOCTU
u3 SEQ ID NO: 181, 182 u 183; u kaxnplii U3 MEPBOTO AHTUIE€HCBSI3BIBAIOIIETO JIOMEHA H
BTOPOTO AaHTUTE€HCBSI3bIBAIOIIETO JAOMEHA COAEPKUT OMNpPENENAIIyI0 KOMIUIEMEHTapHOCTD
oomacte 1 gerkoii memu (LCDR1), LCDR2 wu LCDR3, wuMmeromue MONMUITENTHAHbBIE
nocnenoBarenbHocTH 3 SEQ ID NO: 184, 185 u 186.

[00120] B cooTtBeTcTBHH C APYTMM KOHKPETHBIM acCHeKTOM, M300pETeHHe OTHOCHTCS K
BBIJIEJIEGHHOMY T'YMaHHU3MPOBaHHOMY Oucnernuduueckomy anruteny nporus CD47/DLL3 wmm
AHTUTeHCBA3BIBAIOIIEMY (DparMeHTy, coaep:kalieMy NepBblii aHTUTE€HCBSI3bIBAIOLINI JIOMEH,
cneunduyeckn cpsspBaromuit  CD47, npennouturenso, CD47 udenoseka, u BTOpOH
AHTUTeHCBA3BIBAIOIINN TOMEH, crienuduyuecku cpsspiBaroluii DLL3, npennoururensuo, DLL3
4el0BeKa, TIA€ IMepBbIi  AHTUICHCBS3bIBAKOLIMI  AOMEH  COAEPXKUT  ONPEAENSIOIIYIO
KOMIUIeMeHTapHOCTh obnacte 1 Tspkenoit wenu (HCDR1), HCDR2, HCDR3, wumeromue
noymnentuaable nocnenoBarenbHocty w3 SEQ ID NO: 187, 188 wu 189; BrOpoH
AHTUTCHCBS3BIBAIOIIMIA JTOMEH COACPIKUT ONPEAeISIOIIYI0 KOMIUIEMEHTAPHOCTh 00nacth |1
tsokesion nenu (HCDR1), HCDR2, HCDR3, umeroliye NOJUNENTHIHbIE MOCIeI0BATEIbHOCTU
u3 SEQ ID NO: 190, 191 u 192; u kaxnplii U3 MEPBOTO AHTUIE€HCBSI3BIBAIOIIETO JIOMEHA H
BTOPOTO AaHTUTE€HCBSI3bIBAIOIIETO JOMEHA COAEPKUT ONpPENENAIOIIyI0 KOMIUIEMEHTapHOCTb
obmacte 1 gerkoii memu (LCDR1), LCDR2 wu LCDR3, wuMeromue MNONMUIENTHIHbBIE
nocnenoBarenbHocTH 13 SEQ ID NO: 193, 194 u 195.

[00121] B cooTBeTcTBUM C APYTMM KOHKPETHBIM aCHeKTOM, U300pETeHHe OTHOCHUTCS K
BBIEJIECHHOMY T'YMaHHU3MPOBaHHOMY Oucnernuduueckomy anrtuteny nporus CD47/DLL3 wmm
AHTUTeHCBS3BIBAIOIIEMY (DparMeHTy, copepikamieMy NepBblii aHTUTE€HCBSI3bIBAIOIINI JTOMEH,
cneunduueckn ces3pBaromuil  CD47, mnpenmouturensro, CD47 wuenoBexka, u BTOpOH
AHTUTeHCBS3BIBAIOIIMN TOMEH, crienududecku ces3biBaromuii DLL3, npennoururensao, DLL3
YeJOBEeKa, IJle NepBbIi AHTHUICHCBS3BIBAIOLINM JOMEH COAEPKHUT BapHadenpbHyK 00JacTh
TSDKEJION LIeNH, UMEIOLIYI0 MOJUMENTUIHYIO MOCJIeI0BAaTeIbHOCTD, 10 MeHblIel Mepe Ha 85%,

npeanouTuTeNbHo, Ha 90%, Oosee mpenmoururenbHo, Ha 95% wnm Oonee, Hanpumep, Ha 95%,
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96%, 97%, 98% wmu 99%, unentnunyro SEQ ID NO:176, u BapuabenpHyO 001acTh JETKOH
Leny, HUMELYI MOJIUMNEeNTUAHYI0 IOCIe0BaTeNbHOCTb, IO MeHblIell Mepe Ha 85%,
npennouTuTesibHo, Ha 90%, Oosnee mpenmodruTeabHO, HA 95% wm Oonee, Hampumep, Ha 95%,
96%, 97%, 98% unu 99%, unentuunyro SEQ ID NO:172; u rie BTOpOil aHTUT€HCBSA3BIBAOLITUI
JIOMEH COAEPKUT BapuabenbHY0 O00JacTh TSKEIOH Lenmd, HMEIOUIYI0 MOJIUNEeNTHAHYIO
NOCJIeIOBATEIbHOCTb, 10 MeHbliel wmepe Ha 85%, mnpemnouyrurensHo, Ha 90%, Oonee
npeanouTuTeNbHo, Ha 95% wunm Oonee, Hampumep, Ha 95%, 96%, 97%, 98% wumm 99%,
unentnunyro SEQ ID NO:170, u BapuabenpHyr0 00JacTb JIETKOW LEMH, HMEIOIIYIO
TIOJIMTIETITHIHYEO TIOCNIEAOBATEIbHOCTD, TIO MeHbIIeH Mepe Ha 85%, npeanouturenbHo, Ha 90%,
Oonee mpeanodYTUTENHHO, HA 95% wnu Oonee, Hanpumep, Ha 95%, 96%, 97%, 98% wunu 99%,
uaentuaHyo SEQ ID NO:172.

[00122] B cootBeTcTBHM C APYTHMM KOHKPETHBIM aCIEKTOM, M300pEeTEeHHe OTHOCHTCS K
BBIIEJICHHOMY TYMaHHU3MPOBaHHOMY Oucnernuduueckomy antuteny nporus CD47/DLL3 wmm
€r0 aHTHIeHCBS3BIBAIOIIEMY (PPArMEHTY, COEpIKaIeMy MEPBbIil AaHTUTCHCBS3BIBAIOIINN IOMEH,
cneundudeckn ces3pBaromuii  CD47, npenmouturensro, CD47 denoseka, u BTOpOH
AHTUTeHCBS3BIBAIOIINN TOMEH, crienuduyuecku cps3pBaroumii DLL3, npennoururensao, DLL3
4eJIOBeKa, e TYMaHU3HpOBaHHOe Oucnenmpuyeckoe antureno nporus CD47/DLL3 wumu ero
AHTUTCHCBS3BIBAIOIINN (PparMeHT sIBISETCA CIOCOOHBIM OJIOKMpoBaTh cBsidbiBaHue CD47 ¢
SIRPa Ha Kkj1eTKax 3J10KaueCTBEHHBIX OMyXoJeH, skcnpeccupyromux kak DLL3, tak u CD47.

[00123] B cooTtBeTcTBHH C APYTMM KOHKPETHBIM acHeKTOM, M300pETeHHe OTHOCHTCS K
BBIJIEJICHHOMY T'YMaHHU3MPOBaHHOMY Oucnernuduueckomy anruteny nporus CD47/DLL3 wmm
€ro aHTUIeHCBSA3BIBAIOIIEMY (PPArMEHTY, COEpIKaIleMy MEePBbIil aHTUTeHCBA3BIBAIOIINN IOMEH,
cneunduyeckn cpsspBaromuii  CD47, npennouturensHo, CD47 wuenoseka, u BTOpOH
AHTUTEHCBS3BIBAIOLINI TOMeH, creuuduyecku casi3piBaromuii DLL3, npennoururensro, DLL3
YyeJIoBeKa, TIe T'yMaHH3MpoBaHHOe Oucneunduueckoe anrurteno nporus CD47/DLL3 wmum ero
AHTUTCHCBS3BIBAIOIIMN (PPATMEHT SIBJISIETCS CIOCOOHBIM MHAYLMPOBATH OMOCPEIOBAHHBIN
Makpodaramu (GaronuTo3 KIETOK 3J0KaYECTBEHHBIX OMyXOJeH, sKcrnpeccupyromux kak DLL3,
tak u CD47.

[00124] B cootBeTcTBHM C APYrHMM KOHKPETHBIM aCIEKTOM, HM300pEeTeHHe OTHOCHTCS K
BBIIEJICHHOMY TYMaHHU3MPOBaHHOMY Oucnernuduueckomy antuteny nporus CD47/DLL3 wmm
€r0 aHTHIeHCBS3BIBAIOIIEMY (PPArMEHTY, COEpIKaIleMy MePBbIil AaHTUTCHCBS3BIBAIOIINN TOMEH,
cneunduueckn ces3pBaromuii  CD47, npenmouturensro, CD47 denoseka, u BTOpOH
AHTUTeHCBS3BIBAIOIINN TOMEH, crienuduyuecku ces3pBarouuii DLL3, npennoururensao, DLL3
YeJioBeKa, rie I'yMaHU3UpOBaHHOe Oucnenudpudeckoe antuteno npotus CD47/DLL3 wnu ero
AHTUTCHCBS3BIBAIOIINN (PArMEHT SBJISIETCS CIIOCOOHBIM CBSI3BIBATH KJIETKH 3JIOKAUECTBEHHBIX
onyxonei, skcnpeccupyrouue kak DLL3, tak u CD47, co CBS3bIBAHUEM C 3PUTPOLIUTAMHU
(RBC) uenoBeka OT MUHUMAJIBHOTO 710 HE MMOIAAIOIIEroCs JETEKINN.

[00125] B ngpyrom oOmem acmnekrte, u300peTeHHE OTHOCUTCS K BBIIEJICHHOH
HYKJIEMHOBOM KHCJIOTE, KOAMUPYIOLIEH MOHOKJIOHaNbHOE aHTuTeno mnpotuB DLL3 wim ero

AHTUIeHCBA3BIBAIOIIMN (PAarMEeHT, MOHOKJIOHAJbHOE aHTuTeno mnpotuB CD47 wumm  ero
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AHTUTeHCBS3BIBAIOIINN (PPArMEHT, HIIM TYMaHU3UPOBAaHHOE OHCTennuuecKoe aHTUTENO TPOTUB
CD47/DLL3 wunu ero aHTUreHCBA3BIBAKOIIMKA (pparmMeHT no uzobpereHmro. Crienuanucry B
JaHHOI OOJIACTH TOHATHO, YTO KOAUPYIOIIYIO IMOCIENOBATENIbHOCTh O€lKa MOXHO H3MEHSTh
(HarpuMep, 3aMeHsTb, [ENEeTUPOBAaTh, BCTABIATb MU T.J.) 0€3 HM3MEHEHHs aMHHOKHCIOTHOM
nocyenoBaTenbHOCTH Oenka. COOTBETCTBEHHO, CHELMAINCTY B JAHHOH OOJACTH MOHSTHO, YTO
NOCJENOBATENbHOCTH  HYKJIEHWHOBOM  KUCJOTBHL,  KOAMPYIOIIME  aHTUTENa WM  HUX
AHTUTEHCBS3BIBAIOIINE (parMeHThl MO M300PETEeHHIO, MOXKHO M3MEHSTh 0Oe3 HM3MEHEeHUs
AMHHOKHUCJIOTHBIX TIOCJIEIOBATEIbHOCTEH OENKOB.

[00126] B npyrom ofuiem acriekte, U300pETEHHE OTHOCUTCSI K BEKTOPY, COAEpIKaIIeMY
BBbIJICJICHHYIO HYKJIEHHOBYIO KHUCJIOTY, KOJUPYIOLIYI0O MOHOKJIOHAJIbHOE aHTuTeNOo nmpotus DLL3
WIN €r0 aHTUT€HCBSA3BIBAIOIINN (PparMeHT, MOHOKJIOHAJIbHOE aHTuTeNno npotuB CD47 unm ero
AHTUTCHCBS3BIBAIOIINN (PPArMEHT, HITH TYMAaHU3UPOBAHHOE OHUCTIeUIECKOe aHTHTENO MPOTUB
CD47/DLL3 wmm ero aHTHUreHCBs3bIBAOLIMA (parmMeHT mo wu3o0pereHHo. MOXKHO
UCTIONB30BATh JIOOO0H BEKTOP, M3BECTHBIN CIIELUATUCTY B TAaHHOW OOJIACTH B CBETE HACTOSIIETO
OMHUCAHMs, TAKOH KakK IUla3MUAa, KOCMHUAA, (paroBelii BEKTOp MM BUPYCHBIH BekTOop. B
HEKOTOPBIX BapHaHTaX OCYINECTBJICHUS, BEKTOP MPEACTaBIsieT COOOH pPEeKOMOMHAHTHBIN
SKCTPECCUPYIOMIHIA BEKTOP, TAKOH Kak Iia3Muaa. BeKTop MOXKET BKJIFOYATh JTFOOOW 3JIEMEHT JIJist
OCYIIECTBIIEHHs OOIIENPUHATON (QYHKIIMH SKCIPECCUPYIOLIETO BEKTOPa, HAIPUMED, IPOMOTOP,
3JIEMEHT I CBSI3bIBAHUS PUOOCOMBI, TEPMUHATOP, SHXAHCEP, CENIEKTUBHBIH MapKep U TOUYKY
Hauasa permmkanuy. [IpoMoTop MOXeT MpencTaBisaTh COOOH KOHCTUTYTHBHBIN, HHAYLIUPYEMBbIi
WIN PeNpeccupyeMblii MpoMoTop. Psn skcnpeccupyromux BEKTOPOB, CHOCOOHBIX K JOCTaBKe
HYKJIEMHOBBIX KHCJIOT B KJIETKY, U3BECTHBI B JAaHHOW 0OJaCTH M MOTYT OBbITh HCIOJIB30BAHBI B
HACTOSIIEM ONMMCAHUM Ui MPOAYKLUH aHTUTENIAa WM €r0 aHTUIeHCBSI3bIBAIOIIErO ()parMeHTa B
kierke. OOmenpuHATEIE CIIOCOOBI KJIOHHPOBAHHUS WM HUCKYCCTBEHHBIH CHHTE3 I'€HOB MOKHO
UCIIONIB30BATh IJIS TTOJY4EHUsI PEKOMOMHAHTHOTO 3KCIPECCUPYIOILIErO BEKTOPa B COOTBETCTBUH
C BapUaHTaMU OCYLIeCTBIIEHHs n300peTenusi. Takue criocoObl XOPOIIO U3BECTHBI CIIEIHAIIICTY B
JTaHHOI 00J1aCTH B CBETE HACTOSLIETO OMUCAHMSI.

[00127] B npyrom oOiiem acrekte, H300peTeHHE OTHOCUTCS K KJIETKEe-XO35HHY,
cojiepsKalleil BBIIENIeHHYI0 HYKJIEHHOBYIO KHCIIOTY, KOAMPYIOIIYI0 MOHOKJIOHAJbHOE aHTHUTEIO
nporuB DLL3 win ero aHTHreHCBSI3bIBAIOLINA (PparMeHT, MOHOKJIOHAJIbBHOE aHTHTEJIO MPOTUB
CD47 unu ero aHTHUIeHCBS3BIBAIOLINK (parMeHT, WM T'yMaHU3UPOBaHHOE Oucrnernudmaeckoe
antuteno npotuB CD47/DLL3 wumu ero aHTUTNE€HCBS3BIBAOINUN (PparMeHT Mo HU300pETEHHIO.
JIro0yr0 KIETKYy-XO35MHA, W3BECTHYIO CIIELHAIUCTY B AAHHOW OOJACTH B CBETE€ HACTOSIIETO
OMHUCAHMs, MOXXHO HCIOJNb30BaTh MJII PEKOMOWHAHTHOW SKCIPECCHH AaHTHTEN WM HX
AHTUTeHCBS3BIBAIOIINX  (parMeHTOB 1o  u3o0pereHM0o. B HEKOTOpPBIX  BapHaHTax
OCYIIECTBJICHUS], KJIETKU-X03seBa mpeactaBisitor coboit kimetku E. coli TGl wmm BL21 (s
skcnpeccun, Hampumep, scFv wmm Fab anturena), xierku CHO-DG44 wiu CHO-KI1, wium
HEK293 (mnsa skcrpeccun, Hampumep, nojHopasMmepHoro antutena 1gG). B coorserctBum ¢
KOHKPETHBIMU BapUAHTAMHU OCYIIECTBJIEHUS, PEKOMOMHAHTHBIM 3KCIPECCHPYIOLINM BEKTOPOM

TPAaHCPOPMUPYIOT KIJIETKHU-XO3s5ieBa OOMICTPUHATBIMUA CIIOCOOAMH, TaKUMH KaK XHUMHUYECKas
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TpaHC(hEKLHUs, TETUIOBOH IIOK WJIHM 3JIEKTPONOpaLus, I1e OH CTaOMIbHO MHTETPHPYET B T€HOM
KJIETKU-XO35IMHA, TAKUM 00pa3oM, 4ToObl peKOMOMHAHTHASI HYKJIEMHOBAsT KUCJIOTa 3()(PEeKTHBHO
JKCIIPECCUPOBAIIAC.

[00128] B nmpyrom obOmem acrnekte, M300peTeHHE OTHOCUTCS K CHOCOOY MOJydeHUs
MOHOKJIOHaJIbHOTO aHtutena npotuB DLL3 wumum ero aHTUreHcBs3bIBarOLIero (parMmexra,
MOHOKJIOHAJIbBHOTO aHTHTena npotus CD47 uim ero aHTUTE€HCBS3BIBAIOLIETO (parMeHTa, WM
r'yMaHu3upoBaHHOro Oucnenuduueckoro antutena mnporus CD47/DLL3  wmm  ero
AHTUIeHCBS3BIBAIOIIETO (pparMeHTa IO HM300PETeHHIO, BKIIHOYANOIIEMY KYJBTHBHPOBAHHE
KJIETKH, COAep’Kalleldl HYKJIEWHOBYIKO  KHCIOTY, KONUPYIOIIYK aHTUTENI0O WJIH €ro
AHTUTeHCBS3BIBAIOIIMK  (pparMeHT, B YCIOBUSIX JUIsI TPONYKIHMHM AaHTUTENAa WJIA €ro
AHTUTeHCBS3BIBAIOIIETO (pparMeHTa IO HW300pPETEHUI0, U BBIACNIEHHE AaHTHUTENa WM €ro
AHTUTeHCBS3BIBAIOIIETO (parMeHTa W3 KIETKH WM KYJbTYypbl KJIETOK (Hampumep, U3
CyINepHATaHTa). JKCIPECCHPOBAHHBIC AHTUTENA WJIM WX AHTHICHCBS3BIBAIOLINE (HParMEeHTHI
MOXKHO cOOMpaTh W3 KIETOK M OYHINATh B COOTBETCTBHU C OOIIENMPUHATBIMH CIIOCOOAMHU,
W3BECTHBIMH B JJAHHOM OOJIACTH, U KaK OMUCAHO B HACTOSIIIEM OMUCAHHH.

dapmaneBTHYECKHE KOMITO3HIIUH

[00129] npyrom oO0mem acmekTe, H300peTeHHE OTHOCUTCS K (papMaleBTHYEeCKOU
KOMITO3HLINH, COAEpIKallel BBIIEIEHHOE MOHOKJIOHANIbHOE aHTuTeno npotus DLL3 wumu ero
AHTUTCHCBS3BIBAIOIINN (PPArMEHT, BBIIEIEHHOE MOHOKJIOHAIBbHOE aHTuTeno npotus CD47 wmm
€r0 aHTHUIeHCBSI3bIBAIOLINI ()parMeHT, MIIH BBIICJICHHOE I'YMaHU3MPOBaHHOE Oucnenuduueckoe
antuteno npotuB CD47/DLL3 wnu ero aHTUTeHCBS3bIBAIOIUNA (PparMeHT MO H300PETeHUI0 U
dapmarieBTHYECKH NpUeMIIeMBIi HOcUTenb. TepMuH «(papmaneBTHUecKas KOMIIO3HLIUSA», B
pamMkax u300pereHust, 0003HaYaeT MPOAYKT, COAEPKALIMN aHTHTENIO IO N300PETEHHIO BMECTE C
(dapmaLeBTHYECKH NMPUEMIIEMbIM HOCUTEJIEeM. AHTHUTENa MO M300PETeHHIO M COIepiKalue MX
KOMITO3ULMHM TaK)X€ MOXKHO HCIIOJIb30BaTh B M3TOTOBJIEHHHU JIEKAPCTBEHHOIO CPEACTBA IS
TEPaNeBTHYECKUX MPUMEHEHHH, YIIOMSHYThIX B HACTOSIIIIEM OMUCAHHH.

[00130] B pamkax wu300peTeHUs, TEPMHH «HOCUTENbY» OTHOCHTCS K JHOOOMY
pacIIUpUTENIO, pa30aBUTEIIO, HATIOJHUTEIO, COH, Oydepy, CTaOUIN3aTOPY, COMFOONIU3ATOPY,
Maciy, JIMMUAY, COAep KaIlei UM Be3UKyJie, MUKpochepe, TUMOCOMHON MHKATICYJISILUN HITH
APYyroMy Marepuajy, XOpOIIO H3BECTHOMY B MJaHHOW o00JNacTH Uil HWCHOJb30BAaHUS B
dapmaneBTHYECKNX cocTaBax. [IOHATHO, YTO XapaKTEPUCTHKW HOCHTENS], HAIMOJHHUTENS WIIH
pa3baBUTENST MOTYT 3aBHCETh OT CIIOCO0a BBENEHUS JJIi KOHKPETHOTO NMPUMEHEHHUs. B pamkax
u300peTeHus, TEePMHH «(papMaleBTUYECKH TNPUEMJIEMBII  HOCHUTENb» OTHOCHUTCA K
HETOKCUYHOMY MaTepHually, KOTOPBIH HE co3haeT momex i 3(p(eKTMBHOCTH KOMITO3HLUH 10
M300pEeTeHNI0 WM Uil OHMOJIOTMYEeCKOH AaKTMBHOCTH KOMIIO3MIMHM MO u3o0pereHuro. B
COOTBETCTBHH C KOHKPETHBIMH BaPHAHTAMHU OCYIIECTBJICHHUS, B CBETE HACTOSLIETO OIHMCAHUS,
moboi  (apmMaLeBTHUECKH TNPUEMIIEMbII HOCHTENb, TNPUTOAHBIA JJIsI HCIOJB30BAHUSA B
bapmareBTHIECKON KOMITO3ULIUHA AHTUTENA, MOXKHO MCIIONIb30BATh MO N300PETEHHIO.

[00131] Ilonyuenue coctaBa (apMaLEBTUUECKH AKTHUBHBIX WHITPEJUEHTOB C

bapMareBTUYECKH TNPHUEMJIEMBIMH HOCHTEISIMM H3BECTHO B JAaHHON OOJAacTH, Hampumep,
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Remington: The Science and Practice of Pharmacy (Hanmpumep, 21st edition (2005), u moObie
Oonee moszmHue wusnaHuws). Heorpanuumsaromue npuMepbl AOMOJHHUTENbHBIX HHIPEIUEHTOB
BKJIIOYAIOT: Oydepsl, pa3OaBUTENH, PACTBOPHUTENH, PETYJIHPYIOIIUEe TOHUYHOCTb CPEICTBA,
KOHCEPBAHTBL, CTAOMIM3aTOpPBl U XenaTupyroumue areHTel. OAWMH  WIH  HECKOJBKO
dapManeBTHUECKH  MPUEMJIEMbIX HOCHTEJIEH MOXHO HCHOJb30BaTb B  COCTaBJICHUH
(apmaLieBTHUECKUX KOMITO3ULHHI 110 H300PETEHNUIO.

[00132] B ongHOM BapuaHTe OCYLIECTBICHUS H300peTeHus, (apmaneBTHecKast
KOMITO3ULUST TIPEICTABIsIeT COOON KUAKUN cocTaB. [IpenmouTHTEIbHBIM MPUMEPOM KHIKOTO
COCTaBa SIBJISIETCS BOIHBIA COCTaB, T.€., COCTaB, CoAep kaiuii Boay. KUIKWI COCTaB MOXKET
COZEPKATh PACTBOP, CYCIIEH3UIO, IMYJICHIO, MUKPO3MYJIbCHIO, TeJIb U T.1. BOIHBINH cOCTaB, Kak
MPABUIIO, CONEPKUT MO MeHbIlner mepe 50% macc./Macc. BOABI WM TIO MeHblned Mepe 60%,
70%, 75%, 80%, 85%, 90%, wnu o MeHbIel Mepe 95% macc./Macc. BOIBL

[00133] B ogHOM BapuaHTe OCYINECTBICHUS, (PapMaeBTHYECKYIO KOMITO3ULIUIO MOYKHO
COCTaBJISATh B HHBELIUPYEMOH (pOpME, KOTOPYIO MOJKHO HHBELIPOBATh, HAIPHUMED, TIOCPEACTBOM
YCTPOWCTBA JUII WHBEKUUH (HampuMmep, LIMNpUIa WK HWH(PY3HOHHOro Hacoca). MHbeKuuio
MO’KHO BBOAHTD, HAIIPUMED, MMOIKOKHO, BHYTPUMBIIIEYHO, BHYTPUOPIOLIMHHO, B CTEKIOBUIHOE
TEJIO VI BHYTPUBEHHO.

[00134] B npyrom BapuaHTe OCYIIECTBICHHs, (apMaleBTUYeCKasi KOMITO3UIIUS
NpeACTaBisieT COOOW TBEPABIM COCTaB, HANPHUMEp, JHOQMIM3HPOBAHHYIO WM BBICYLIEHHYIO
pacrpUIeHHEeM KOMITO3UIHIO, KOTOPYEO MOYKHO HCIOJIB30BaTh KaK €CTh, MM B KOTOPYIO TEPANIEBT
WIN TALMEHT A00aBJIseT PACTBOPHUTEIN W/MIN pa30aBUTENH Iepen UCIOoJb30BaHUEM. TBepble
JIeKapCTBEHHbIE (POPMBI MOTYT BKJIIOUATh TaOJETKH, TaKHE KaK MPECCOBAaHHBbIEC TAOJIETKHU, U/WIH
HOKpPBIThIE TAOJETKH, U KalCyJibl (HampuMep, TBEpHAble MM MATKHE JKeJIATUHOBBIE KarlCyJibl).
dapmarieBTHYECKast KOMITO3HLIMS MOKET TaKKe HaXOIUThCs B (popMe, HarIpuMmep, caie, Jpaxe,
MIOPOLIKOB, I'PaHyJl, MaCTUJIOK WJIN MOPOIIKOB AJIsl pa3BEIACHUS.

[00135] JlexapcTBeHHBIE (POPMBI MOTYT MUMETh HEMEIJIEHHOE BBICBOOOKIECHHE, B 3TOM
cilydae, OHM MOTYT COIEpKaTh BOIOPACTBOPHMBIA WM JTUCTIEPTHPYEMbId HOCHTENb, WA OHH
MOTYT HMEThb OTCPOYEHHOE  BBICBOOOXKICHHE, 3aMEIJICHHOE  BBICBOOOXKACHHE MM
MOIU(HUIIMPOBAHHOE BBHICBOOOKIIEHHE, B 3TOM CJIy4ae, OHH MOTYT COAEPIKaTh HEPACTBOPHMBIE B
BOJIE TIOJHMMEpPBI, KOTOPbIE PETYJIHPYIOT CKOPOCTb PACTBOPEHUS JIEKAPCTBEHHOW (HOPMBI B
JKEJTyJOYHO-KUIIEYHOM TPAKTE WJIH MOJ KOJKEH.

[00136] B nppyrux BapuaHTax OCYIIECTBJICHUS, (PapMalEBTHYECKYI) KOMITO3HIIHIO
MO>KHO JIOCTaBJISITh UHTPAHA3AIbHO, HHTPAOYKKAIBHO HIIH MO BSI3bIYHO.

[00137] pH B BOgHOM cocTaBe MokeT cocTaBisaTh Mexay pH 3 u pH 10. B onnoMm
BapHUaHTe OCYyINeCTBiIeHUs1 m3o0pereHus, pH cocraBa cocrasmser ot mpubnusurensHo 7,0 1o
npubnusutensHo 9,5. B gpyrom BapmaHTe ocyuiecTBieHuss uszobOpereHusi, pH cocrasa
COCTaBJISIET OT NMPHOIM3UTENBHO 3,0 10 mpubnmsurenasHo 7,0.

[00138] B ngpyrom BapwaHTe OCYUIECTBJICHUSI H300peTeHus, QapmalneBTUIecKas
Komrosuius conepxxut Oygep. Heorpannuuparonine npumepsl OyepoB BKIIOYAIOT: aprHHUH,

acIaparuHOBYIO KHUCJIOTy, OWuMH, murtpar, ruapodocdar nuHatpus, (GymMapoByr KHCIOTY,
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TJIULWH, TIUOWITIALAH, THCTUANH, JIU3UH, MaJI€MHOBYIO KHUCJIOTY, SIOJIOYHYIO KHUCJIOTY, aleTat
HaTpus, KapOoHar Harpus, aurunpodochar Hatpus, ¢ocdar HaTpUA, CYKIMHAT,
BUHHOKAMEHHYIO KHUCJIOTY, TPULUH U TPUC(THMAPOKCUMETUI)aMUHOMETaH, U UX cMecH. bydep
MOXeT OBITh NPEACTaBJICH WHAMBUAYAJIbHO WJIM B KOMOMHALMK, B KOHLIEHTpPALMU OT
npubmusutensHo 0,01 Mr/min 1o npubnusurenbHo 50 Mr/mit, HanpuMmep, OT NpuOIM3nuTeNIsHO 0,1
Mr/mi 10 npubnusurenbHo 20 mr/mi. dapmarieBTHYeCKHe KOMITIO3ULUH, COAEPIKAIINe KaK bl
U3 OSTUX KOHKPETHbIX Oy(epoB, COCTABISIIOT AJbTEPHATUBHbIE BApUAHTBHI OCYINECTBIICHUS
nu300peTeHusl.

[00139] B ngpyrom BapuaHTe OCYIIECTBIEHUST H300peTeHus, (apManeBTUYecKas
KOMITO3UIUST COIEPKUT KOHCepBaHT. Heorpannuuparoimye npuMepbl KOHCEPBAHTOB BKITFOYAIOT:
xjgopun OeH33TOHUs, OeH30HHYI0 KHUCIOTYy, OEH3WIOBBbIA Crupt, OpoHOomos, OyTui-4-
TUIPOKCUOEH30aT, XJIOPOYTAHOJ, XJIOPKPE3OJ, XJIOPreKCUAWH, XJOpP(PEeHEe3UH, O-KpPe30oJ, M-
Kpe30J, M-KPe30oJ, ISTHI-4-TUIPOKCHOEH30aT, WMUIOMOYEBHUHY, METHI-4-THAPOKCUOEH30aT,
denon, 2-peHOKcHITAHON, 2-PeHWIdTAHON, MNPONWI-4-THAPOKCUOSH30aT, NeruapoaneTar
HATPUsi, THOMEpOcall U UX cMecu. KoHCepBaHT MOXKeT ObITh MPEACTAaBIICH HHIANBUAYAIBHO WUJIH B
KOMOMHAIMHY, B KOHIEHTpauuu oT npudnusutenbHo 0,01 mr/min no npubnusurensHo 50 mr/mi,
Hanpumep, ot npudausutensHo 0,1 mr/mia no npubnusurensHo 20 mMr/mi. PapmaneBTHUECKHE
KOMITO3UIIH, COAEp)KallNe KaKAblH M3 OTHX KOHKPETHBIX KOHCEPBAHTOB, COCTABISIFOT
aJNIbTEPHATHBHBIE BAPHAHTHI OCYIECTBIEHHS H300PETEHUS.

[00140] B npgpyrom BapwaHTe OCYUIECTBJICHUSI H300peTeHus, QapmaneBTUIecKas
KOMITO3ULIUST  CONEP’KUT  M30TOHMYECKOe  cpenactBo.  HeorpanuumBaromue — npuMepbl
M30TOHMYECKUX CPEICTB BKJIIOUAIOT CONb (TaKy Kak XJOPHJ HATPHsl), aMUHOKHUCIOTY (TaKyro
KaK INIMLUH, TUCTUAWH, apTUHUH, JIM3UH, U30JEeHLMH, acraparuHoBas KHUCJIOTa, TpUNTO(haH U
TPEOHHH), aJbIUT (Takol Kak riuuepuH, 1,2-nmponaHanos NpoNUIeHIJINKONb), 1,3-mponananon
u 1,3-Oyrannuon), momustuneHrmukoab (Hanpumep, PEG400) u ux cmecu. [lpyroii nmpumep
U30TOHMYECKOrO CPEACTBAa BKJIKOYAaeT caxap. HeorpaHMuMBaromue MpUMEpPbl CaXapoOB MOTYT
NPEACTaBISITh COOOW MOHO-, OU- WIM TOJHCAXapUAbl, WJIH BOJOPACTBOPUMBIC TIIOKAHBbI,
BKJIFOYAsi, Harmpumep, (PpyKTo3y, TIIIOKO3y, MaHHO3y, copOO3y, KCHUJIO3y, MaJbTO3y, JIAKTO3Y,
caxapo3y, Tperajody, AeKCTpaH, MyJUTyJiaH, TEeKCTPUH, LUKIOAEKCTpUH, aibda u Oera-HPCD,
PacTBOPUMBIN KpaxMaJl, TUAPOKCHATHIIKPAXMaJ U KapOOKCUMETHIIIEIUTIONI03Y HaTpust. [pyrum
PUMEPOM H30TOHHYECKOTO CPEACTBA SIBJIICTCS CaXapHBIH CIUPT, TAE TEPMHUH «CaXxapHBIH
cnupT» onpenelsitoT kKak C(4-8)yriesompopon, MMEIOMMA 1o MeHblel Mepe ogay -OH-rpynmy.
HeorpannuuBaroniyie mpumepsl CaxapHbIX CHHPTOB BKJIIOYAIOT MAHHHT, COPOWT, WHO3HTOI,
TaJIAKTHT, AYJbLUT, KCWINT U apabut. PapmaneBTHYeCKUe KOMITO3ULNH, COAEpIKaIIue KaKIoe
M30TOHMYECKOE CPEACTBO, TMEPEUHCIEHHOE B 3TOM al3alle, COCTaBISAIOT aJbTEPHATUBHBIE
BaPUAHTBI OCYIIECTBIICHUsI N300peTeHns. M30TOHHYeCKoe CPEeACTBO MOKET OBITh MPENCTABICHO
WHIMBUAYAIBHO WIM B KOMOWHAIMM, B KOHLEHTpauuu oT mpudbmusutensHo 0,01 mr/mm go
npubnusuTensHo S0 Mr/min, Hanpumep, oT npudausurenabHo 0,1 Mr/mn o npubnmsurensHo 20
mr/mia.  PapMaleBTHUECKHE KOMITO3UIIMHM, COAEpIKallfe KakKaoe U3 OTHX KOHKPETHBIX

HN30TOHUYCCKHX CpEACTB, COCTaBJIAOT AJIBTCPHATHBHBIC BapHUAHTHIL OCYHICCTBJICHUA
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u300peTeHusl.

[00141] B pgpyrom BapuaHTe OCYUIECTBJICHUs W300peTeHus, QapmalneBTUIecKas
KOMITO3ULUST COZIEPIKUT XeNaTHPYIOLINi areHT. HeorpaHnuuparomie npuMepsbl XenaTHPYOIUX
areHToB BKJIFOYAIOT  JIMMOHHYIO KUCJIOTY, acraparuHOBYIO KHCJIOTY, conu
sTuneHanamMuHTeTpaykcycHor kuciotel (O[ATA) m ux cmecu. XenaTUpYIOLUH areHT MOKET
OBITb NPENCTABICH MHIUBHAYAIBHO MM B KOMOMHALIMK, B KOHLEHTPALMH OT MPUOIU3UTETBHO
0,01 mr/mn mo mpubmmsurensHo 50 mr/mu, Hampumep, or npuOmusurensHo 0,1 mr/mim no
npubnusuTensHo 20 mMr/mi. PapManeBTHYECKHE KOMIO3HMLIUH, COAEPIKAIUE KaKABIH M3 STHX
KOHKPETHBIX XEeJIATUPYIOIUX areHTOB, COCTABIISIIOT aJIbTEPHATHBHBIC BAPUAHTHI OCYLIECTBICHHS
u300peTeHusI.

[00142] B ngpyrom BapuwaHTe OCYIIECTBIEHUS HW300peTeHus, (QapMaleBTUYecKas
KOMITO3UIIUST  CONEPKUT cTaOmimmsarop. HeorpaHuumBarouie npuUMepbl CTaOWIM3aTOPOB
BKJIFOYAIOT OJIMH HMJIM HECKOJIbKO MHTHOUTOPOB arperanuy, OIWH MM HECKOJIBKO MHTHOMTOPOB
OKHUCIICHHUsI, OOHO WJHM HECKOJBbKO IIOBEPXHOCTHO-AaKTUBHBIX BEINECTB, W/WIM OIWH WU
HECKOJIbKO HHTHOUTOPOB MPOTEa3.

[00143] B npgpyrom BapuwaHTe OCYLIECTBIICHUSI W300peTeHus, (QapMaleBTUIecKas
KOMITO3ULIUST CONEPKUT CTa0MIN3ATOp, TN€ YKa3aHHBbIH CTaOMIM3aTOp MpEeAcTaBisieT coOOit
KapOOKCH-/THAPOKCHUIIEIUTIONI03y U ee mpousBomsble (Takwme kak HPC, HPC-SL, HPC-L wu
HPMC), uMKJIOZEKCTPUHBI, 2-METHJITHOITAHOJ, MOJUATIIIEHTJIMKONb (Takne kak PEG 3350),
NOJMUBUHUIOBBIN crupT (PVA), NMOIMBHHUINIUPPOIUAOH, CONMM (Takue Kak XJIOPHI HATPHs),
cofiep Kalllfie Cepy BEIIeCTBA, TakHe KaK MOHOTHOIJIMIEPUH) WM TUOTJIMKOJEBAs KHCIOTA.
Crabunmuszatop MOKET ObITh NPEACTABIECH MHANBUAYAJIbHO MIIK B KOMOWHALIMY, B KOHLIEHTPALIUH
ot npubmusutenbuo 0,01 mr/mi 1o mpubnusuTenbHo SO MI/MiII, HapUMep, OT MPUOTH3UTETHHO
0,1 mr/mn npo mpubmusutenbHo 20 mr/mu. DapManeBTHUECKHE KOMIO3HMILIMH, COIEpIKallue
KQKIBI M3 3TUX KOHKPETHBIX CTa0MJIM3aTOPOB, COCTaBJISIIOT aJbTEPHATHBHBIE BAapUAHTHI
OCYIIECTBIICHHSI N300pETEeHUsI.

[00144] B crnenyrommx BapuaHTaX OCYIIECTBJICHUS M300peTeHusi, (apMaleBTHUYECKAsI
KOMIIO3UIUSI  COAEPYKUT  ONHO HJIM  HECKOJBKO  IOBEPXHOCTHO-AKTHBHBIX  BELIECTB,
NPEATIOYTUTENIEHO, IOBEPXHOCTHO-aKTUBHOE BEIECTBO, IO MEHBILEH Mepe OHO OBEPXHOCTHO-
AKTUBHOE BEIIECTBO WJIM JIBa PA3JIMYHBIX [MOBEPXHOCTHO-aKTUBHBIX BEINECTBA. 1EepMUH
«TOBEPXHOCTHO-aKTHUBHOE BEIECTBOY» OTHOCHUTCS K JIFOOBIM MOJIEKYJIAM MJIH HOHAM, COCTOSIIIAM
U3 BOAOPACTBOPUMOH (TUAPOPHUIBLHON) HYaCTH M KHPOPACTBOPUMON (IMITO(PHIBHON) YaCTH.
IToBEpXHOCTHO-aKTUBHOE BEIECTBO MOJKET, HAMpPUMeEp, ObITh BHIOPAHO M3 TPYIIIBL, COCTOSIIECH
U3 AHHOHHBIX ITOBEPXHOCTHO-aKTHBHBIX BEIIECTB, KATHOHHBIX ITOBEPXHOCTHO-AKTHBHBIX
BEIIIECTB, HEMOHHBIX MMOBEPXHOCTHO-AaKTUBHBIX BEIIECTB W/WJIHM LIBUTTEPHOHHBIX TOBEPXHOCTHO-
AKTUBHBIX BEIIECTB. IIOBEPXHOCTHO-aKTUBHOE BEINECTBO MOXKET ObITh MPEACTABICHO
WHIMBUAYAIBHO WJIM B KOMOMHAaIMH, B KOHLEHTpauuu OT mnpubmusurensHo 0,1 mr/mm nmo
npudmm3uTenbHo 20 Mr/mut. @apMarneBTHYeCKHe KOMIO3UIMH, COAepIKaIue KaKI0e U3 STUX
KOHKPETHBIX TTOBEPXHOCTHO-AaKTUBHBIX BELIECTB, COCTABJIAIOT AJbTEPHATUBHBIE BApUAHTHI

OCYHICCTBJICHU I/1306peTeHI/I$I.
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[00145] B cnenyromem BapwaHTe OCYLISCTBJICHHsS H300peTeHwms, (apMaleBTUYecKas
KOMITO3ULIUST CONEPKUT OIWH MM HECKOJbKO WHTHOMTOPOB IpOTEa3, HampuMep, TAKUX Kak
OATA w/unu conp Oenzamunnza u consHon kucnotel (HCI). MHrnburop nporeassl MOXeT ObITh
NPEACTABIEH WHAWBUAYAJIbHO WM B KOMOHMHALMHM, B KOHLEHTpauuu oT npudmausurensHo 0,1
mr/min 1o npubnusurenbHo 20 mMr/min. @apManeBTHYECKHEe KOMITO3ULINK, COAEpIKaIre KaxIblid
U3 OTHX KOHKPETHBIX MHIMOMTOPOB TIPOTEa3, COCTABJIAIOT aNbTEPHATHBHbIC BAapUAHTHI
OCYLIECTBJICHHS U300 PETEeHUsI.

[00146] B npyrom oOiuem acrniekte, H300peTEHHE OTHOCUTCS K CIOCOOY MOJy4YeHHs
(hapMaleBTHYECKON KOMITO3MLIUHU, COAepIKalleldi MOHOKJIOHAIbHOE aHTuTeNo nmpotuB DLL3 wm
€ro AHTHUIeHCBS3bIBAIOLINI ()parMeHT, MOHOKJIOHaJbHOE aHTHTENO mnpotuB CD47 wumm ero
AHTUTCHCBS3BIBAIOIINN (PPArMEHT, HIIH TYMaHU3UPOBAHHOE OHUCTe(pruIecKkoe aHTUTENO MPOTUB
CD47/DLL3 wmu ero aHTUT€HCBS3BIBAIOIIUN (ParMEHT MO H300PETeHHIO, BKIIFOYANOLIEMY
Oo0BeTMHEHNE MOHOKJIOHAJIBHOTO AHTUTENIAa WM €ro aHTUTCHCBS3BIBAIOINEro (parMeHTa C
(apMaeBTHUECKH TPUEMIIEMbIM HOCHTENIEM JIJIsl TTOTYUeHHsI (papMaieBTHIEeCKON KOMITO3ULIHH.

Cnoco0b1 npuMeHeHUs

[00147] B npyrom obimem acriekre, U300peTeHrne OTHOCUTCS K CIIOCOOY HAlleJTMBaHUS HA
DLL3 Ha MOBEpXHOCTH KJIETOK 3JIOKQY€CTBEHHBIX OMyXOJIeH Y HYKIAIOIIErocs B 3TOM CyOBbeKTa,
BKJIFOYAIOILIIEMY BBEIEHHE HY KIAIOLIEMYyCsl B 3TOM CYOBEKTY BBIIEIEHHOTO MOHOKJIOHAJBHOTO
aaturena mpotuB DLL3 wunm ero aHTHUreHCBsi3blBaroLIero (parmeHra, crenupuuecKu
ces3pBatomero DLL3, win dapmaneBTudeckoli KOMIO3UIHUHA 1O n300peTeHuto. CBsi3bIBaHUE
MOHOKJIOHAJIbHOTO aHTUTENAa WM €ro aHTUIeHCBs3biBawomero ¢gparmenra ¢ DLL3 moxer
OMOCpPEeAoBaTh  KOMIUIEMEHT3aBUCUMYK0  LUTOTOKCHMYHOCTh (CDC), aHTUTEN03aBUCUMBIN
¢aronuros (ADPC) w/mnu aHTUTENO3aBUCUMYIO KJIETOUHYIO LUTOTOKCHYHOCTH (ADCC), mnn
apyrue 3¢GQekTbl, TpUBOAALIME K THOENM TOJABEPraeMoOil  HALENUBAHUIO  KJIETKH
3JI0KaYECTBEHHON OMyXOJU. MOHOKJIOHAJIBHOE AaHTUTENO MW €r0 AHTUTCHCBS3bIBAIOIIMN
(parMeHT MOXKET, HampuMmep, CIYKUThb I MPHUBJICYEHUS KOHBIOTUPOBAHHBIX JIEKAPCTBEHHBIX
CpeAcTB, W/niu MoxeT popMUpOBaTH OHCTIEHUPUUECKOE AHTUTENO C IPYTHM MOHOKJIOHAJBHBIM
AHTUTEJIOM WM €ro AaHTUIEHCBS3bIBAOINUM (PparMeHTOM, 4YTOOBI OMOCPENOBaTh THOENb
MOJIBEPraeMoOil HalleJTMBaHUIO KJIETKH 3JI0Ka4eCTBEHHON OMyXOJIH.

[00148] B npyrom obmem acnekte, U300peTeHHe OTHOCUTCS K Croco0y OJIOKUpOBaHUS
csizbiBaHusl CD47 ¢ curHanbHbIM perynsaTopHbiM OenkoMm anbda (SIRPo) y Hykmaromerocs B
5TOM CyOBEKTa, BKJIIFOYAIOIIEMY BBEICHUE HYKIAIOLIEMYCsl B 3TOM CYOBEKTY MOHOKJIOHAJIBHOTO
aatutena npotuB CD47 unu ero aHTHreHCBsI3bIBAOLIETO (pparMeHTa, Wi (papMareBTHIECKON
KOMITO3UIINH 110 H300PETEHUIO.

[00149] B npyrom ofmem acmekTe, W300peTEHHE OTHOCUTCS K CIOCO0Y WHAYKLUU
OMOCPENOBAHHOTO Makpodaramu  ¢aronuro3a KJIETOK 3JI0KAYECTBEHHBIX OINYyXOJeH y
HY>KZIAIOLIErocsl B 3TOM CYOBEKTa, BKIIFOUYAIOIIEMY BBEICHHE HYKIAOIIEMYCsl B 3TOM CyOBEKTY
MOHOKJIOHaJIbHOTO aHtuTena npotuB CD47 wnm ero aHTHreHCBs3bIBAIOLIErO (hPparMeHTa, HIIH
bapmareBTHUECKONH KOMITO3ULIIH 110 H300PETEHUIO.

[00150] B npyrom obmem acriekre, n300peTeHne OTHOCUTCS K CIIOCOOY HalleMBaHUS Ha
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DLL3 u CD47 Ha mOoBEpXHOCTH KJIETOK 3JIOKAYECTBEHHBIX OIMYXOJIEH y HYXKIAIOIIErocsl B 3TOM
CyObeKTa, BKIIIOYANOIIEMY BBEACHHE HYKAAIOLIEMYCS B 3TOM CYOBEKTY T'YMaHHU3UPOBAHHOI'O
oucnermduueckoro anrurena npotus CD47/DLL3 unu ero aHTUreHCBs3bIBAIOIIErO (PparMenTa,
CoIepiKallero MepBbld AHTUT'CHCBS3BIBAIOIIMN JOMEH, crienupuyecku cs3biBatomuii CD47,
npeanourutensHo, CD47 yenoBeka, U BTOPON aHTUIEHCBS3BIBAIOLIMM JOMEH, CrEeLU(pUUIECKH
cespBatomuii  DLL3, mnpeamouturensHo, DLL3 uenoBeka, winm  (apManeBTHYECKOH
KOMITO3HLIMH 110 H300PETEHHIO.

[00151] B npyrom obmiem acrnekte, H300peTeHHe OTHOCUTCS K Croco0y OJIOKMPOBaHUS
cesisbiBaHusl CD47 ¢ curHanbHbIM peryyisaTopHbiM Oenkom anbda (SIRPo) Ha kierkax
3JI0Ka4eCTBEHHBIX omyxouiel, skcnpeccupyromux kak DLL3, tak u CD47, y Hyxnatomerocs: B
5TOM CyOBEKTa, BKJIOYAIOLIEMY BBEACHHUE HYXAAIOLIEMYCSl B 3TOM CYyOBEKTY BBIIEJICHHOTO
I'YMaHM3UPOBaHHOrO  Oucneumdudeckoro anturena npotuB CD47/DLL3  wmm  ero
AHTUTeHCBS3BIBAIOIIETO (pparMeHTa, CcoOnep Kamero MepBbl AHTHUIE€HCBSI3bIBAIOLINNA JTOMEH,
cneundudeckn cps3pBaromuil  CD47, npenmouturensro, CD47 wuenoBexka, u BTOpOH
AHTUTeHCBS3BIBAOIIMN TOMEH, crienuduyuecku cesi3pBarounii DLL3, npennoururensao, DLL3
4yenoBeka, WM  (apMaLEeBTHUECKOM  KOMIO3MIMU MO  u3obpereHuro.  CBs3bIBaHHE
I'YMaHM3UPOBaHHOrO  Oucneumduueckoro anrturena npotuB CD47/DLL3  wmm  ero
AHTUTeHCBS3BIBAIOINETO (parMeHTa C KJIETKAaMH 3JIOKAUYeCTBEHHBIX OIyXOJeH  MOXKeT
orocpenosath OjokupoBanue cesi3biBanust CD47 ¢ SIRPa.

[00152] B nmpyrom oOmem acmekTe, M300peTeHHE OTHOCUTCS K CIOCO0y WHAYKLUU
OMOCpPENOBAaHHOTO  MakpodaraMu  (aronuro3a  KJIETOK — 3JIOKAUYECTBEHHBIX  OMyXOJIeH,
skcrnpeccupyromux kak DLL3, tak u CD47, y Hynaromerocsi B 3ToM CyOBbeKTa, BKIIOYAIOIIEMY
BBEJICHUE  HYXJAIOIIEMyCsl B  OTOM  CyOBEKTY  BBIIEJIEHHOTO TIyYMaHHU3UPOBAHHOIO
oucneundrueckoro anturena nporus CD47/DLL3 uiau ero aHTUreHCBA3bIBAIOINEro (pparMenTa,
COZepPIKALIETr0 TEePBbI AHTHIECHCBSI3BIBAIOLINI JOMEH, crenuduuecku cpsizbiBatomuii CD47,
npeanoututenbHo, CD47 4venoBeka, U BTOPOW aHTHIEHCBSI3BIBAIOLIMI JOMEH, CIEU(UUECKU
cessbBatomuii - DLL3, mnpenmouturensho, DLL3 4yenmoBeka, wiu  QapMareBTUYeCKOn
KOMITO3UIIUH 110 H300peTeHn0. CBs3bIBaHNE I'YMaHH3UPOBAHHOTO OUCTIEIN(UIECKOTO AaHTUTENA
nporuB CD47/DLL3 unu aHTUTeHCBS3BIBAIOIIETO (parMEeHTa ¢ KJIETKAMHU 3JIOKAUYeCTBEHHBIX
ONMyXOJiell MOXET WHAYLHPOBAaTh OIOCPENOBaHHBI MakpodaramMu (HarouuTo3 KIETOK
3JI0Ka4€CTBEHHBIX OIMyXOJIEH.

[00153] B apyrom obmem acrekre, m300peTeHHe OTHOCHTCS K CIIOCOOY CBSI3BIBAHUS
KJIETOK 3JIOKa4eCTBEHHbIX Omyxojel, skcrnpeccupyromux kak DLL3, tak u CD47, co
cBsizbiBaHMeM ¢ sputporuramMu (RBC) uenoBeka OT MUHHUMAIBHOTO 1O HE IOANAIOIIErOCs
IETeKUNH, Y HYXXIAKOLIErocss B 3TOM CyOBEKTa, BKJIIOYAIOIEMY BBEICHHE HYKAAIOLIEMYCs B
3TOM CYOBEKTY BBIIEIEHHOTO T'yMaHH3UPOBAHHOTO OHCIENU(PUUECKOr0 aHTUTeNa IPOTHUB
CD47/DLL3 wnu ero aHTUIeHCBSI3bIBAIOLIErO  (pparMeHTa, COAEPIKAILIero  IMepBBId
AHTUTeHCBA3BIBAIOIINN AOMeH, cnenududecku cesasbBatrommii CD47, npeanoururensHo, CD47
YeJOBeKa, U BTOPOM AaHTUTEHCBS3bIBAIOIIMN AOMeH, crernuduuecku cps3bBarommii DLL3,

npeanoututensHo, DLL3 uenoBeka, win ¢papMaLeBTHUECKOH KOMITO3UIUU IO M300pPETEHHUIO.
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I'ymanusupoBanHoe — Oucreuupuyeckoe  antuteno nporuB  CD47/DLL3 wmm  ero
AHTUTCHCBSA3BIBAIOIINN (PparMeHT Mo H300PETEHHIO HMMEET BBICOKYI H30MpaTeIbHOCTh IS
KJIETOK 3JIOKAYECTBEHHBIX OIyxoJiell, co cBs3biBaHueM ¢ sputpouuramu (RBC) yenoseka ot
MUHUMAaJIbHOTO 10 HE MOAJAKOLIErOCs ACTEKIUH.

[00154] @OyHKUMOHANBHYIO AaKTHBHOCTb AHTUTEN W WX AHTUTIE€HCBSI3bIBAIOLIMX
¢parmentoB, cBs3bBaomux DLL3 wmu CD47, uamu OucnermmduUYecKMx aHTUTET MU HUX
AHTUTeHCBS3BIBAIOIINX (PparMeHTOB, cBsizbiBaromx DLL3 u CD47, MOXHO XapaKTepH30BaTh
MOCPEICTBOM CIIOCOOOB, U3BECTHBIX B JAHHOH 00JACTH, M KaK ONMUCAHO B HACTOSIIEM OMHUCAHUU.
CriocoObl XapakTepU3aluy aHTUTEN M WX aHTHTCHCBSI3BIBAIOLIMX (PPArMEHTOB, CBSI3BIBAFOIIUX
DLL3 wnmu CDA47, wiu OucnennupuyecKux aHTUTEN U UX aHTUTCHCBSI3bIBAOIIHNX (PPAarMEHTOB,
cessbBaromux DLL3 u CD47, BkimouaroT, HO 0e3 orpaHuueHus, aHanu3bl apPuHHOCTH U
cnenuduaHoCcTH, BKJFOYast aHanmusbl Biacore, ELISA, FACS u OctetRed. B coorBercTBuM C
KOHKPETHBIMH BAapUAHTAMHU OCYIIECTBJCHHUS, CIIOCOOBI XapaKTepH3alMKd AaHTUTENl M UX
AHTUTeHCBS3BIBAIOIINX (parMeHTOoB, cBsi3biBatoNX DLL3 nimm CD47, nunn Gucnermduyaeckux
AHTHUTEN U WX AHTUTCHCBSA3BIBAIOIINX (parMeHToB, cBs3bBaomux DLL3 u CD47, BKIIOYAOT
CITIOCOOBI, OIUCAHHBIE HIKE.

[00155] B npyrom oOmem acrekte, H300peTeHHE OTHOCHTCS K CHocoOy JieueHus
3JIOKQYECTBEHHOH OIyXOJH y HYXJAIOLIErocss B 3TOM CYOBEKTa, BKIFOUAIOLIEMY BBEICHHE
HY’KIAIOIIEMYCsl B 3TOM CYOBEKTY BBIIEICHHOTO MOHOKJIOHAJIBHOTO aHTHTeno mpotus DLL3
WIN €r0 aHTUT€HCBSA3BIBAIOIIETO (PparMeHTa, BbIIEJIEHHOIO MOHOKJIOHAIBHOTO aHTUTENA TIPOTUB
CD47 unu ero aHTUIeHCBS3BIBAIOLIErO ()parMeHTa, WM BBIAECIEHHOTO T'yYMaHHU3MPOBAHHOIO
oucnerduueckoro anturena npotus CD47/DLL3 unyn ero aHTUreHCBsI3bIBAIOIIEro (hparMeHTa,
wi (papManeBTHYECKOH KOMITO3ULUH MO HM300peTeHUr0. 3JI0KAYeCTBEHHAsl OIMyXOJb MOKET,
Harpumep, ObITh BbIOpaHa, HO 0€3 OrpaHMYEHHs], U3 paKa JErKoro, TAKOro KaK MEJIKOKJIETOYHbIH
pak nerkoro (SCLC), xpynHokjerouHoil HelposHpokpuHHON kapuumHoMbl (LCNEC), paka
JKeNMynKa, paka OOOMOYHON KHIIKH, MEYEHOYHOKJIETOUHON KapLMHOMBI, MOYEUHOKJIETOYHOU
KapLHOMBI, ypOTENHaNIbHON KapLMHOMBI MOUYEBOIO Iy3bIpsi, METaCTa3HUPYIOLIeH MeIaHOMBI,
paka MOJIOYHOM >Kele3bl, paka SIMYHUKA, paka LIeNKH MaTK{, paka TOJIOBBI U IIEH, paka
NOJDKETYIOYHOM  JKeJIe3bl, TJIMOMBI, TJIHOOJAaCTOMBI W APYTHX COJMAHBIX OMyXoJieH, u
HexomkckuHckor uMdomer (NHL), octporo numdonurapHoro jneiko3a (ALL), XpoHHYECKOTO
aumponmraproro  jeiikoza (CLL), xpoHmdyeckoro MuejoreHHoro Jeiikoza (CML),
MHOKECTBEHHON MuesnoMmbl (MM), ocTtporo muenougHoro Jyeikosza (AML) u apyrux sKuAKUX
ONyXOJeH.

[00156] B coorBercTBUM ¢  BapuUaHTAMH  OCYINECTBJICHHS  HM300peTEHUs,
dapmanieBTHYECKasT KOMIIO3HMLIUS COAEPIKUT TepareBTHUeCKH 5((PEeKTHUBHOE KOJIUYECTBO
MOHOKJIOHAJIbHOTO aHtutena npotuB DLL3 wmmum ero aHTHreHcBs3bIBarOLIero (parMexra,
MOHOKJIOHAJIbHOTO aHtuTena npotuB CD47 mnm ero aHTHreHCBsI3bIBaroLIero (parMeHTa, HIn
Ir'YMaHM3UPOBaHHOrO  Oucneumdudeckoro anrurena nporuB CD47/DLL3  wmm  ero
AHTUTeHCBA3BIBAIOINETO (parMeHTa o u3o0pereHuto. B pamkax wu3o0pereHus, TEpMUH

«TEPANCBTUYCCKU B(I)(beKTI/IBHOG KOJIUYCCTBO» OTHOCUTCAA K  KOJIMYCCTBY AKTHBHOTI'O
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UHTPEIUEHTa WM KOMIIOHEHTa, BbI3bIBAIOLIEMY JKEJATENbHbIH OWONOTHYECKUH MM
MEIUIUHCKUI OTBeT y cyOpekra. TepaneBTHueckn 3((PEKTHUBHOE KOJIMYECTBO MOXKHO
OTIPENEeNATh SMIIUPUYIECKH U OOIIENPUHATEIM 00pa3oM, MPUMEHHUTEIBHO K TIOCTABJICHHOHN LIEH.

[00157] B pamkax u3o0pereHusi, MPUMEHHUTENbHO K aHTUTenaMm npotus DLL3 wmm ux
AHTUTeHCBA3BIBAIOIIMM (parMeHTaMm, aHTurenaMm npotuB CD47 umu X aHTUT€HCBS3bIBAIOIINUM
¢parmenram, wumm  Oucnermpuueckum — aHturenam  nporuB  CD47/DLL3  wumm  ux
AHTUTEHCBS3BIBAIOINM (pparmeHTam, TepaneBTH4YecKd 3(PQeKTHBHOE KONNYECTBO 00O3HAYaeT
KOJIMYECTBO aHTHTeNa NMpoTtuB DLL3 win ero aHTHUreHCBA3BIBAIOINErO (parMeHTa, aHTHTEIA
npotuB CD47 wiu ero aHTUreHCBS3BIBAIOIIErO (PparMeHTa, Win OUCTIeHU(PUIECKOTO aHTUTENa
npotus CD47/DLL3 wiu ero aHTUT€HCBA3BIBAIOIIETO (parMeHTa, MOAYJIHUPYIOIIee HUMMYHHBIN
OTBET Y HY)KIAIOIIErocsi B 3ToM cyObekTa. Takke, B paMkax H300peTeHUs, IPUMEHUTENBHO K
anTuTenaM nmpotus DLL3 wiu uX aHTHUreHCBSI3bIBAOLINM (parMeHTaM, antuteny npotus CD47
WIA €ro aHTUTCHCBS3bIBAOIIEMY (parMeHTy, wiu OHcrnenuUUecKuM aHTHTENIaM IPOTUB
CD47/DLL3 wnu WX aHTUTIEHCBS3bIBAOINUM (parMeHTaMm, TepamneBTHYecKH 3(QeKTUBHOE
KOJIMUECTBO 00O3HAUAeT KOJMMYECTBO aHTUTENa MPpoTuB DLL3 winm ero aHTUreHCBSI3bIBAIOIIETO
¢parmenrta, anturena nporuB CD47 wmmum ero aHTUreHCBS3bIBAOINEro (parMeHTa, WIN
oucnermduueckoro anturena npotus CD47/DLL3 uny ero aHTHUreHCBS3BIBAOINETO (hparMenTa,
KOTOpOE MPHUBOAMT K JICYCHUIO 3a00I€BaHNS, HAPYIIEHUS] WJIN COCTOSIHUS; MPEIOTBPALIAET M
3aMeIUIIeT TPOrPEecCHpPOBaHNEe 3a00JIEBaHNs, HAPYLIEHUS! WM COCTOSIHUS, WJIM YMEHbINAET WJIIH
MOJTHOCTBIO O0JIEr4aeT CHMITOMBI, ACCOLMMPOBAHHBIE C 3a00JE€BaHUEM, HAPYLICHUEM WU
COCTOSTHUEM.

[00158] B cooTrBeTcTBHMU C KOHKPETHBIMH BapHaHTaAMH OCYIIECTBJIEHUs, 3a00JeBaHHE,
HAapyLIEHUe WUJIM COCTOSIHUE, MOJIeXalllee JICUEHUIO, NMPECTaBIsseT COOON 3JI0KaueCTBEHHYIO
OIyXOJIb, MPEANOYTHTENBHO, 3JI0KAYECTBEHHYIO OIyXOJb, BHIOPAHHYIO M3 TPYIIIBI, COCTOSIIEH
U3 paka JIETKOro, TAKOro Kak MeJKOKJeTouHbli pak serkoro (SCLC), KpymHOKJIETOYHOMN
HeliposHaokpuHHO kapuuHoMbl (LCNEC), paka skenynka, paka OOONOUYHOM —KHINKH,
MEYCHOUYHOKJIETOYHOH  KapLUUHOMBI,  MOYEYHOKJIETOUHONH  KapLUUHOMBI, YpPOTEIHAIbHOMN
KapLUHOMBI MOUYEBOT'O IMy3bIPsi, METACTA3UPYIOIIEH MENaHOMBI, paka MOJIOUHOH JKese3bl, paka
SIMYHUKA, paka IIeHKU MaTK{, paKa TOJIOBbI U ILIEH, paka MOJKENTYAOYHON Keye3bl, TJIHOMBI,
TJTHOOJIACTOMBI Ml APYTUX COJIUIAHBIX OMyXOJieH, U HeXOMKCKUHCKOH umpombl (NHL), octporo
auMmponurapHoro Jeiko3a (ALL), xponudeckoro jumdoumrapHoro Jjeiikoza (CLL),
XPOHHUYECKOro MuenoreHHoro Jjeidkoza (CML), muoxecTtBenHon wmuenomsl (MM), octporo
MHUEJIOUAHOTO Jieliko3a (AML) u apyrux KUAKHUX OMyXOJeH.

[00159] B cooTBeTCTBHU C KOHKPETHBIMU BapHaHTaMH OCYILECTBJIEHUs], TEPANIeBTHUECKU
3¢ (}eKTUBHOE KOJWYECTBO OTHOCHTCS K KOJIMYECTBY JIEKAPCTBEHHOTO CPENCTBA, KOTOPOE
SIBJIIETCSL TOCTATOYHBIM U JOCTIDKEHHSI OJHOTO, IBYX, TpPEX, YeTblpex wuiu Oojee u3
cnenyromux 3¢¢exTon: (i) yMeHblIeHHe WIN OOJerieHue TSKEeCTH 3a00JIeBaHMs], HAPYIICHHS
WIA COCTOSIHUS, TOJUIEXKALIEr0 JICYEHWIO, WJIM aCCOLMHUPOBAHHOIO € HUM cuMnrToma; (ii)
YMEHBLICHNE TUTEIbHOCTH 3a00JI€BaHNsA, HAPYLIEHUS WIIN COCTOSIHUS, MOMJIEKAINETO JIEYEHHUIO,

WIM acCOLMUPOBAHHOrO ¢ HuUM cumnroma; (ili)) npemoTBpalleHue MpOrpecCUpOBaHUS
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3a00neBaHMs, HAPYIIEHUS WA COCTOSIHMS, MOJJIEKAIIETO JICYSHUIO, UM aCCOLMUPOBAHHOTO C
HUM CUMIITOMA, (1V) BBI3OB perpeccuu 3a00seBaHus, HAPYIIECHUS WIM COCTOSIHUS, MOJIEXKAIIETO
JIEYSHHIO, WM ACCOLIMMPOBAHHOIO C HUM CUMITOMA; (V) IPEAOTBpALIeHNe PA3BUTHS HIIM Hadasia
3a00neBaHys, HAPYIIEHUS WIA COCTOSIHMS, MOJJIEKAIIETO JIEUSHHUIO, UM aCCOLIMUPOBAHHOIO C
HUM cuUMNTOMa; (Vi) NMpemoTBpalleHHe peuuauBa 3a00JeBaHMs, HAPYLIEHUS WM COCTOSHUS,
MOJJIeXKALIEr0 JICUEHHIO, MIIK aCCOLIMUPOBAHHOIO ¢ HUM CUMINTOMA; (Vi) YMEHbIIEHUE CIy4aeB
rOCIUTAIM3AaLUH CYyOBEKTa, UMEIOLIEero 3a00IeBaHe, HapyLIeHHe WM COCTOSIHUE, TTOIeXKaIee
JICYCHHIO, WM AaCCOLMHPOBAHHBIM C HUM CUMOTOM; (Viil) YMEHBbIIEHHE JUIMTEIbHOCTH
TOCTIHUTAIN3ALNN CYOBEKTa, UMEIOIIEro 3a00eBaHNe, HApyLISHHE WM COCTOSIHUE, TIOAJIEKAIIee
JICYSHHIO, MJTH aCCOLIMUPOBAHHBIN ¢ HUM CUMITOM; (iX) YBEJIMUYEHHE BBDKMBAEMOCTH CYOBEKTa C
3a0osieBaHNEM, HAPYLICHUEM WJIH COCTOSTHUEM, TIOMJIEKAIINM JICUEHHIO, HJIH aCCOLIMUPOBAHHBIM
C HAUM CHMIITOMOM, (Xi) MHrUOMpOBaHHE WM YMEHbIIEHHe 3a00JIeBaHUs, HAPYLICHUS WIIH
COCTOSIHUSI, TOJUICXKAIIETO JICYCHUIO, WM aCCOLMHMPOBAHHOTO C HUM CHMIITOMa V CyOBEKTa;
w/wmm  (Xil) yCWIeHHE WM yJy4IleHHe NPOYUIAKTHYECKOTO WM TEPareBTHYECKOTO
s¢pdexra(3hdhexToB) qpyroit Tepanum.

[00160] Tepanesruueckn >¢p(HEeKTHBHOE KONMUYECTBO WM JO3Y MOXKHO MEHSATb, B
COOTBETCTBHH C PAa3JUYHbIMH (aKTOpaMH, TaKUMH Kak 3a0oJeBaHUe, HapyIIEHUE WIIH
COCTOsIHUE, TIOMJIEKAIee JICUSHHIO, CIIOCOOBI BBEAECHUS, YUACTOK-MHIIEHb, (PHU3UOJIOrHYECKOe
cocrosiHue cyObekTa (BKIIFOYAsi, HAITPUMEp, BO3PACT, MACcCy Teja, oOlIee COCTOSTHUE 3OPOBbsI),
ABIIIETCS TN CYOBEKT YEJIOBEKOM WJIN JKUBOTHBIM, APYTHe BBOAMMBIE JIEKAPCTBEHHBIE CPEICTBA,
U TO, SIBJSIETCS JIM JIeYeHHEe NPOQPHIAKTHUECKUM WIN TepaneBTHUeCKUM. J[03bl i JeueHus
ONTUMAJIHO TUTPYIOT JJIsl ONTUMU3ALUHU 0€30MacHOCTH U 3(P(EKTUBHOCTH.

[00161] B cooTBercTBUU ¢ KOHKPETHBIMU BapUAHTAMHM OCYLIECTBJICHHS, KOMITO3ULIUH,
OIMCAHHBIE B HACTOSIIEM OIMCAHUH, COCTABILSIIOT, YTOOBI OHM SIBJSUIMNCH HPUTOJHBIMH JJIS
HaMEe4eHHOTro criocoda BBeneHus cyObekTy. Hanpumep, KOMIO3UIMHY, OMUCAHHBIE B HACTOSIIEM
OMUCAHWH, MOYKHO COCTABJIATb, YTOOBI OHM SIBJSUTUCH MPUIOAHBIMH JJIsi BHYTPUBEHHOTO,
MIOJIKO’KHOTO WJIM BHYTPHUMBILIEYHOTO BBEICHMUS.

[00162] B pamkax u300peTeHusi, TEPMUHBI «JICYHTbY, «JIeueHUe» U «o0paboTka» Bce
npeaHa3HadeHbl Ui 0003HaueHHs! OOJEerdeHusl WM OOpalleHusl 1Mo MeHbIIeH Mepe OIHOTO
NOJNAKOIIETroCsT M3MEPEHUI0 (U3MYECKOro IMapaMeTpa, OTHOCSIIETrocs K 3JI0KAYeCTBEHHOM
OIyXOJIH, KOTOPBIH, HEOOS3aTENbHO, SIBIIIETCS PA3IMYUMBIM y CyOBEKTa, HO MOXKET SIBISITHCS
pa3NMUYUMbIM Yy CyOBekTa. TepMHHBI «JI€UHTHY», «JIeUeHHUe» M «o0paboTKa», MOTYT TakKxKe
OTHOCHUTCSI K BBI3OBY PETPECCHH, MPEAOTBPALICHUIO POTPECCUPOBAHMS WM MO MEHbIIEH Mepe
3aMEUIEHUIO TIPOrPeCcCCUpOBaHMs 3a00JIeBaHUs, HAPYLICHUS WM COCTOSHHs. B KOHKpeTHOM
BapPUAHTE OCYIIECTBICHHS, «ICUHTbY», «JIeUeHHe» U «o0paboTKa» OTHOCATCS K OOJErdeHHo,
NPEAOTBPALICHNIO DPAa3BUTHS WIM Hadyaja, WIM YMEHBIIEHUIO [JIUTEIbHOCTH OIHOTO WM
HECKOJIbKUX CHMIITOMOB, aCCOLMHMPOBAHHBIX C 3a00J€BaHHEM, HAPYLIEHHEM MM COCTOSTHHUEM,
TAKUM KakK OIyXOJb WJIM OOJiee MpeanoYTUTENbHO, 3JI0KAaYeCTBEHHAsl OMyX0Jb. B KOHKpEeTHOM
BApUAHTE€  OCYIIECTBIEHUS, «JIEUUTHb», <«JIe4eHue» u  «oOpaboTka»  OTHOCATCS K

MPEeIOTBPALICHUIO 3a00JieBaHUs, HApPyIIEHUS W COCTOsIHUS. B KOHKpeTHOM BapuaHTe
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OCYIIECTBIIEHHSI, (JIEUUTH», «IEUEHHEe» U «Oo0paboTKa» OTHOCATCS K  YBEIMYEHHIO
BBDKMBAEMOCTH CyOBEKTa, UMeroIero 3aboneBanne, HapylleHne WM COCTOsIHUE. B KOHKpeTHOM
BApUAHTE OCYIIECTBJICHUS, JIECUUTBY, «JICUEHHE» U «00padOTKa» OTHOCATCA K MPEKPAIEHHIO
3a00neBaHysl, HAPYLIEHHUs WM COCTOSIHUS Y CYObeKTa.

[00163] B cooTBercTBUM C KOHKPETHBIMH BapHaHTAMU OCYIIECTBJIEHHS, KOMITO3ULIHUIO,
UCHOJB3YIOT AJId JIeYeHMs] 3J0KaYeCTBEHHOW omyxonu. [Jlng Tepamuu 3710Ka4e€CTBEHHOM
OIyXOJIM, €€ MOXKHO HCIIOJIb30BaTh B KOMOWHALIMU C APYTMM JI€YEHUEM, BKJIIOYas, HO Oe3
orpa"uyeHusi, xummuorepanuro, mAb nporus TIM-3, mAb nporus LAG-3, mAb nmporus CD73,
mAb nporus anenuna, antureno npotus CTLA-4, mAb nporus EGFR, mAb nporus HER-2,
mAb npotus CD19, mAb nporus CD20, mAb npotus CD33, mAb npotus CD47, mAb npoTtus
TIP-1, mAb nporus CLDN18.2, mAb nporus FOLRI, antureno nporus PD-L1, anTureno
npotus PD-1, Ttepanuto PD-1/PD-L1, npyrue HMMyHOOHKOJOTHYECKHE JIEKAPCTBEHHBIE
CpeNCTBa, AHTUAHTMOTEHHOE CPENCTBO, PaJAMOTEpPaINI0, KOHBIOTAT aHTUTEJO-JEKapCTBEHHOE
cpenctso (ADC), HampaBJieHHYHO Tepamnuio WM ApPyrue IMPOTHBOPAKOBbIE JIEKAPCTBEHHbIE
CpencTBa.

[00164] B pamkax n3o0peTeHus, TePMUH «B KOMOWHAINIY», B KOHTEKCTE BBEACHHUS ABYX
win Oonee TepaneBTHUECKUX CPEACTB CYOBEKTY, OTHOCHUTCS K HCIOJB30BAHUIO OOJie€ OJHOTO
TEPANeBTHUECKOro cpeacTsa. lMcmonb3oBaHne TepMUHA «B KOMOMHALMM» HE OTPAHUYHBAET
NOPSIIOK, B KOTOPOM TepameBTHUECKHE CpencTtsa BBOAAT cyOwbekTy. Hampumep, mnepsoe
TEPANeBTHUECKOE CPENCTBO (HANPHUMEP, KOMITO3ULMIO, OMUCAHHYIO B HACTOSIIEM OIHUCAHHH)
MO>KHO BBOJUTH N0 (Hampumep, 3a 5 MuHYT, 15 munyt, 30 Munyt, 45 mMunyT, 1 yac, 2 yaca, 4
yaca, 6 4acoB, 12 yacos, 16 gacoB, 24 4aca, 48 4yacoB, 72 4aca, 96 gyacoB, 1 Hexemo, 2 Henenu, 3
Henenu, 4 Henenu, S Helenb, 6 Henenb, 8 Hepenb uiu 12 Heaenb 10), ONHOBPEMEHHO WU IOCIIe
(manpumep, uepe3 S MuHyT, 15 Munyt, 30 MuHyT, 45 MuHyT, 1 4ac, 2 Jaca, 4 gaca, 6 4acos, 12
4yacoB, 16 yacos., 24 4daca, 48 4aca, 72 4aca, 96 yacoB, 1 Henenro, 2 Hexenu, 3 Heaeau, 4 Heneu,
5 Hemenb, 6 Henmenb, 8 Hemenb WM 12 HemeNnb IMOCHE) BBEAEHHUS BTOPOTO TEPANeBTHYECKOrO
CpencTBa CyObeKTy.

[00165] B npyrom obmiem acrekTe, U300peTeHUe OTHOCHTCS K CIIOCOOY OmpenesieHust
ypoBHs DLL3 y cybwekra. CriocoObl BKJIHOYAOT (a) mojydeHue obOpasua oT cyowekra; (b)
npuBeAeHUE O0pasla B KOHTAaKT C MOHOKJOHAJBHBIM aHTUTENOM npotuB DLL3 wnm ero
AHTUTCHCBS3BIBAIOIINM (PparMeHTOM 1O H300peTeHHto;, U (c) ompenenenue ypoHs DLL3 y
cyOBekTa.

[00166] B pamkax m3oOperenusi, «oOpasemy OTHOCHUTCS K OHUONOrHmYecKomy obOpasimy,
BBIIEJIEHHOMY OT CyOBEKTa, W MOXET BKIKOYaTh, HO 0€3 OrpaHH4YeHHs, LENbHYIO KpOBb,
CBIBOPOTKY, IJIa3My, KIJIETKH KpPOBH, 3HIOTENHANbHbIE KJIETKH, OMONTaThl TKaHU (Hampumep,
TKaHH 3JIOKAYECTBEHHOW OMyXOJIH), JUM(PATUIECKYI0 JKHUIKOCTb, ACLHUTHYIO JKHUOKOCTb,
MHTEPCTULUANBHYIO JKUJIKOCTb, KOCTHBIM MO3I, CIIMHHOMO3TOBYIO JKUAKOCTb, CIIOHY, CJIH3b,
MOKpOTY, TMOT, MOYy WIH JIOOOH Jpyrodl NpOAYKT CEKPEeLWH, SKCKPELUH, WIH Opyrue
¢usnonornueckue xKunkoctu. «OOpasen KpoBU» OTHOCHUTCS K LIEIbHOM KPOBU HJIHM JIIOOOH ee

(dpakumy, BKIIOUYAs KJIETKHU KPOBH, CHIBOPOTKY U IIA3MYy.
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[00167] B xoHKpETHBIX BapUaHTax OCYIIECTBiIEHUs, ypoBeHb DLL3 y cyObekTa MOXKHO
OTpeNeNATh C HCIOJb30BAHUEM AaHAIN30B, BbIOPAHHBIX, HO 0O€3 OrpaHWYEHHUs, U3 aHaJH3a
Becrepn-Onorruara, anmamm3a ELISA  wwm  anammsa  ummyHorucroxummu — (IHC).
OtHOcHUTENBHBIE YPOBHU O€JKa MOXKHO OIpENeNsTh C HCIONb30BAaHHEM aHain3a BectepH-
6norruara u IHC, u abcomoTHble ypoBHHM O€jka MOXKHO OINpPEAENATb C HCIOJIb30BAHHUEM
ananmu3a ELISA. Ilpu onpenenenun otHocutenbHbIx ypoBHel DLL3, yposau DLL3 moxHO
OIIpeNessiTh B CPAaBHEHWH MEXIy IO MEHbIIeH Mepe OBYMs oOpas3laMu, HampuMmep, MEXIy
o0pasiaMu OT OJJHOTO M TOTO K& CYOBeKTa B pa3IMYHbIX BPEMEHHBIX TOYKAX, MEXKAY 00pa3iaMu
U3 PA3IMYHBIX TKAHEH OIHOTO U TOTO K€ CyObeKTa W/WIM MeXAy oOpaslaMu OT Pa3iMYHbIX
CyOBeKTOB. AJIBTEPHATHBHO, MpH OmpeneneHnn aOcomoTHBIX ypoBHeil DLL3, Hanpumep,
nocpencreom ananmusza ELISA, abcomortnbiii ypoBeHb DLL3 B 00pasiie MOKHO OIpenessiTh
NOCPEICTBOM TOJIy4eHHs] CTaHmapta s aHaimmza ELISA 1o TectupoBanms oOpasua.
Crienmanucty B JaHHOW OOJIACTH MOHSTHO, KAKW€ aHATUTHYECKHE CIIOCOOBI MCIIONb30BaTh IS
onpenenenus ypoBHss DLL3 B oOpasme oT cyOBekTa ¢ HCIOIB30BAHHEM AHTHTEN WM HX
AHTUTCHCBS3BIBAIOIINX (PparMeHTOB MO U300PETEHHIO.

[00168] Vcnonp3oBanue criocobos onpenesenns yposHs DLL3 B obpasue ot cydbekra
MOXET TpPHUBOAWTD K JHArHOCTHKE AaHOMAJbHBIX (YBEIMYEHHBIX, YMEHBIIEHHBIX WJIH
HenoctatouHbix) ypoBHedl DLL3 mnpu 3a0oneBaHuM M K TPUHATHIO COOTBETCTBYIOIIMX
TepaneBTHUeCKUX pemeHnil. Takoe 3a0oneBaHHe MOXKET NPEACTaBIATH co00H, HO 0Oe3
OTpaHMYEHUs], 3JI0KAYECTBEHHYI0 Omyxosb. Kpome TOro, mocpeactsoM MOHHUTOPUPOBAHUS
ypoBHeii DLL3 y cyObekra, puck pasBuTHs 3a00ieBaHMs, KaK YKAa3aHO BBIIIE, MOXKHO
OTpeneNATh Ha OCHOBaHWUHU 3HaHUI 00 ypoBHe DLL3 mpu koHKpeTHOM 3a00JN€BaHUHN W/UJU B
XOJIe IPOrPeCCUPOBAHUS KOHKPETHOTO 3a00JIeBaHUsL.

BAPUAHTBI OCYHIECTBJIEHHUSA

[00169] U300peTeHne OTHOCUTCS TaKKe K CIEAYIOIIMM HEOTPAaHUUMBAIOLINM BapHAHTAM
OCYIIECTBJICHUSI.

[00170] Bapuant ocymectsieHus 1 npeacrasiser coOOH BbIIEIEHHOE MOHOKJIOHAIbHOE
antuteno npotuB DLL3 wiu  ero aHTUNEHCBA3BIBAOINUNA  (QparMeHT, COIepsKallue
OTPEAEISIONYI0 KOMITIeMeHTapHOCTh obnacth 1 Tsokeson nenn (HCDR1), HCDR2, HCDR3,
OTPEAEISIONYI0 KoMIieMeHTapHOCTh obnacth 1 jerkoii nenu (LCDR1), LCDR2 u LCDR3,
UMEIOLIe MOJIUIENITHAHbBIE TIOCIeI0BATENILHOCTH U3

(1) SEQ ID NO:25, 26, 27, 61, 62 u 63, COOTBETCTBEHHO,

(2) SEQ ID NO:28, 29, 30, 64, 65 u 66, COOTBETCTBEHHO,

(3) SEQ ID NO:31, 32, 33, 67, 68 u 69, COOTBETCTBEHHO,

(4) SEQ ID NO:34, 35, 36, 70, 71 u 72, COOTBETCTBEHHO,

(5) SEQ ID NO:37, 38, 39, 73, 74 u 75, COOTBETCTBEHHO,

(6) SEQ ID NO:40, 41, 42, 76, 77 u 78, COOTBETCTBEHHO,

(7) SEQ ID NO:43, 44, 45, 79, 80 u 81, COOTBETCTBEHHO,

(8) SEQ ID NO:46, 47, 48, 82, 83 u 84, COOTBETCTBEHHO,

(9) SEQ ID NO:49, 50, 51, 85, 86 u 87, COOTBETCTBEHHO,
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(10) SEQ ID NO:52, 53, 54, 88, 89 u 90, COOTBETCTBEHHO,

(11) SEQ ID NO:55, 56, 57, 91, 92 u 93, COOTBETCTBEHHO, HJTH

(12) SEQ ID NO:58, 59, 60, 94, 95 u 96, COOTBETCTBEHHO,

I7le QHTUTEJO WM €ro aHTUICHCBS3bIBAIOIUN (parMeHT crenuuuyecku CBSI3bIBAET
DLL3, npennoururensHo, cieundudecku ceszbiBaeT DLL3 yenoseka.

[00171] Bapuant ocyiuecTBieHus 2 npeacTasisieT coO0i BhIAEIEHHOE MOHOKJIOHAIbHOE
aututeno mnporuB DLL3 wuam  ero aHTUreHCBs3bIBAIOIIMEI  (parmeHT, copepskamiue
OTIPEAEINSIONIYI0 KOMITJIeMeHTapHOCTh obnacth 1 Tspkeson nenu (HCDR1), HCDR2, HCDR3,
OTPEAENSIONYI0 KoMIieMeHTapHOCTh obnacth 1 jerkoii uenu (LCDR1), LCDR2 u LCDR3,
UMEIOLITNE MTOJUIENTHAHbBIE TOCIeI0BATENIbHOCTH U3

(1) SEQ ID NO:97, 98, 99, 133, 134 u 135, COOTBETCTBEHHO;

(2) SEQ ID NO:100, 101, 102, 136, 137 u 138, COOTBETCTBEHHO;

(3) SEQ ID NO:103, 104, 105, 139, 140 u 141, COOTBETCTBEHHO;

(4) SEQ ID NO:106, 107, 108, 142, 143 u 144, COOTBETCTBEHHO;

(5) SEQ ID NO:109, 110, 111, 145, 146 u 147, COOTBETCTBEHHO;

(6) SEQID NO:112, 113, 114, 148, 149 u 150, COOTBETCTBEHHO;

(7) SEQ ID NO:115, 116, 117, 151, 152 u 153, COOTBETCTBEHHO;

(8) SEQ ID NO:118, 119, 120, 154, 155 u 156, COOTBETCTBEHHO;

(9) SEQ ID NO:121, 122, 123, 157, 158 u 159, cOOTBETCTBEHHO;

(10) SEQ ID NO:124, 125, 126, 160, 161 u 162, COOTBETCTBEHHO;

(11) SEQ ID NO:127, 128, 129, 163, 164 u 165, COOTBETCTBEHHO, UJIU

(12) SEQ ID NO:130, 131, 132, 166, 167 u 168, COOTBETCTBEHHO;

I7le QHTUTEJO WM €ro aHTUIEHCBS3bIBAOIUI (parMeHT crenuuUuyecku CBSI3bIBAET
DLL3, npennoururensHo, cnienuduyecku cesizpiBaeT DLL3 uenoseka.

[00172] Bapuant ocyiuecTBieHus 3 mpeacTaBisieT coO0i BbIIEIEHHOE MOHOKJIOHAJIBHOE
anTuTeno npotuB DLL3 wiM aHTUreHCBSA3BIBAOIIMN (PPArMEHT M3 BapHUaHTa OCYLIECTBIEHHS |
Wi 2, copepkamme BapuabeNbHYK OONACTh TSDKENOW LEeNH, WUMEIOIIYI MOJHIICITHAHYIO
MOCJIEIOBATEIbHOCTD, TTO MeHblIel Mepe Ha 95% unenrnunyro SEQ ID NO:1, 3, 5,7, 9, 11, 13,
15, 17, 19, 21 wnu 23, wiu BapuadeapbHy0 00JaCTh JIETKOW LIEMH, UMEIOIIYIO MOJUIEITUIHYIO
MOCJIEIOBATEIbHOCTB, 0 MeHbInel Mepe Ha 95% unentuunyro SEQ ID NO:2, 4, 6, 8, 10, 12, 14,
16, 18, 20, 22 um 24.

[00173] BapuanT ocymecTBieHus: 4 mpeacTaBisieT COOON BBIIEIEHHOE MOHOKJIOHAIBHO®
aatuteno npotuB DLL3 wmm aHTUreHCBS3bIBAOIUI (parMeHT u3 JOOOro W3 BapHUAHTOB
ocyuiecTBieHus 1-3, conepxarne

(a) BapmalenmpHYr0O  OONACTh  TSDKENOHW  LEeNH, HMEIOMYI  IMOJUNENTUIHYIO
nocnenoBatebHOCTE U3 SEQ ID NO:1, u BapuabenbHyro 001acTh JIETKOW LEMH, WUMEHOIIYIO
MOJIMMIENITUIHYEO TTocienoBarenbHocTh u3 SEQ ID NO:2;

(b) BapuabenpHyr0 005acTh  TSDKENOW  LEMH, HMEIOLIYI  IMOJUNENTHIHYIO
nocnenoBatebHOCTh U3 SEQ ID NO:3, u BapuabenbHyro 001acTh JIETKOW LEMH, WUMEHOLIYIO

NOJIMNENTUIHYIO nocnenosaTenbHocTh U3 SEQ ID NO:4;
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o0JlacTp  TSKENOH

()

nocienosarenbHocTh U3 SEQ ID NO:S, u BapualenbHyr0 00NacTh Jierkon

BapUabETbHYIO Leny, HMEIOLIYIo

NOJMNENTUIHYIO nocnenosaTenbHocTh U3 SEQ ID NO:6;
(d)

nociaenosarenbHocTh U3 SEQ ID NO:7, u BapnaOenbHyr0 00NacThb JIerkoin

BapuabenpHyr0  00JacTh  TSDKENOW — LeMH,  MMEIOLIYIO

NOJIUMENTHIHYIO nocaenosarenbHocTh n3 SEQ ID NO:8§;
(e)

nocienosarenbHocTh U3 SEQ ID NO:9, u BapuabenbHyr0 00NacTh JIErKOW

BapualeNpHyl0  0O0NacTb  TSDKENIOH — Leny, HMEOLIYIO

MOJIUNIENTHIHYIO ocienoBaTenbHocTh U3 SEQ ID NO:10;

®

nocienosatenbHocTh 13 SEQ ID NO:11, u BapuabenpHyro 00acTh JIETKOH

BapuabenpHyr0  O0JNAaCTh  TSDKEJIOH  Lenmd,  HMEOIIYIO

MOJIMTIENITUIHYEO TTocienoBarebHOCTh u3 SEQ ID NO:12;

(&)

nociaenosatenbHocTh 13 SEQ ID NO:13, u BapuabenpHyro 00acTh JIETKOH

BapuabenpHyr0  00JacTh  TSDKENOW — LEMH,  MMEIOLIYIO

NOJUMNENTUIHYIO nocienosaTenbHocTh U3 SEQ ID NO:14;
(h)

nocienosarenbHocTh 13 SEQ ID NO:15, u BapuabenpHyro 00acTh JIErKOH

BapuabenpHyr0  00JacTh  TSDKENOW — LEMH,  MMEIOLIYIO

NOJUINENTUIHYIO nocienosaTenbHocTh U3 SEQ ID NO:16;
()

nociaenosarenbHocTh 13 SEQ ID NO:17, u BapuabenpHyro 00acTh JIETrKOH

BapuabenbHYI0  00NacTh  TSDKENOW — LeNmd,  HMENINYIo

NOJIUNENTUIHYIO nocienosaTenbHocTh U3 SEQ ID NO:18;
G)

nociaenosarenbHocTh 13 SEQ ID NO:19, u BapuabenbHyto 00jacTh JEerkou

BapuabenbHYI0  00NacTb  TSDKENOW — LeNMH,  HUMENINYIo

NOJIUMENTHHYIO nocaenosarenbHocTh u3 SEQ ID NO:20;
(k)

nocienosarenbHocTh 13 SEQ ID NO:21, u BapuabenpHyr0 00JacTh JIErKOM

BapuabenpHyr0  00JacTh  TSDKENOW — LEMH,  MMEOLIYIO

MOJIMMENITHIHYEO TTocienoBarenbHocTh U3 SEQ ID NO:22; unn

)

nocienosarenbHocTh 13 SEQ ID NO:23, u BapuabenpHyr0 00JacTh JIETKOH

BapuabenbHYI0  00JNACTh  TSDKENOW  LEeMH,  HUMEKINYIo

MOJIMMIENITUIHYEO TTocyenoBaTrenbHOCTh 13 SEQ ID NO:24.

MOJIUNICIITUAHY O

L[N}, UMEIOILYIO

MOJINNICIITUAHY O

LIeTIH, MMEOINYI0

MOJIMIICIITUAHY O

LeNH, UMEIOIIYIO

MOJIMIICIITUAHY O

LeNH, UMEIOIIYIO

MOJIMNICIITUAHY O

LeNH, UMEIOIIYIO

MOJIUNICIITUAHY O

LeNH, UMEIOIIYIO

MOJIUIICITUAHY O

LeNH, UMEIOIIYIO

MOJINNICIITUAHY O

LIeTTH, UMEIOIIYIO

MOJIUINENTUAHY O

LeNH, UMEIOIIYIO

IMOJIMIICIITUAHY O

LenH, UMEIOIIYIO

[00174] BapuanT ocymecTBieHUs S TIPpeACTaBiIsieT COOON BBIIEIEHHOE MOHOKIIOHATbHOE

aaturenno npotuB DLL3 wim aHTUreHCBS3bIBaOIUI (parMeHT W3 JOOOro W3 BapHUAHTOB

OCYIIECTBIEHHUsT 1-4, TAe aHTUTEJIO WIM €ro AaHTUTCHCBS3bIBAIOINUN (PParMeHT SBISIETCS

XHUMEPHBIM.

[00175] BapuanT ocymecTBieHus1 6 IpeaCTaBisieT COOON BBIIEICHHOE MOHOKIIOHATBHOE

aatuteno npotuB DLL3 wnm aHTUreHCBs3bIBaOIUil ()parMeHT W3 JOOOro W3 BapUAHTOB

OCYIIECTBIIEHHUsT 1-4, TAe aHTUTEJIO WIM €ro AaHTUTCHCBS3bIBAIOINUN (pParMeHT SBISIETCS

YCJIOBECYCCKUM UJIN T'YMAaHU3UPOBAHHBIM.

[00176] BapuanTt ocymecTBieHus1 7 peacTaBisieT COOON BBIIEICHHOE MOHOKJIOHAJIBHOE

antureno mnporus DLL3 wmm  ero

AHTUIeHCBS3BIBAIOIINKM  (PparMeHT

U3 BapuaHTa
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OCYIECTBIIEHHS 6, I71€ aHTUTENIO UJIH €r0 AHTUT€HCBA3bIBAIOIINHN (PPArMEHT COAEPIKUT:

(a) BapmalenmpHyr0  OONAaCThb  TSDKEJIOHW  LEeNH, MMEIOMYI  IOJUNENTUIHYIO
nocnenosatebHOCTE U3 SEQ ID NO:170, u BapuaOenbHy0 00JaCTh JIETKOH LEMH, UMEIOLIYIO
MOJIMMENTUIHYIO TTocienoBarenbHocTh u3 SEQ ID NO:171;

(b) BapualenpHyr0 00JaCTh  TSDKENOW  LEMH, HMMEIOLIYI  MOJUIEITUIHYEO
nocienosatenibHocTh U3 SEQ ID NO:170, u BapuabenbHyr0 00NaCTh JIETKOW LIETH, UMEIOIIYIO
MOJIMMENTHIHYEO TTocienoBarenbHocTh U3 SEQ ID NO:172; unu

(c) BapwabenpbHyr0  OONACTh  TSDKEJIOW  LEeNH, MMEIOUIYI  MOJUNENTUIHYEO
nocnenoBateibHOCTh U3 SEQ ID NO:170, u BapuabenbHyr0 00JacTh JIETKOH EMH, UMEIOIIYIO
NOJIUNENTHIHYIO nocienoBaTenbHocTh u3 SEQ ID NO:173.

[00177] BapuanT ocyiuecTBieHus: 8 peACTaBisieT cOO0H BIIEIEHHOE MOHOKJIOHAJIBHOE
aaTuTeNno npotuB DLL3 iy ero aHTHreHCBS3BIBAIOLINKA (parMeHT u3 JIOO0ro U3 BapHUAHTOB
ocywiecTBieHuss 1-7, rAae  MOHOKJIOHanpbHOe aHTuTeno mporuB DLL3  wumu  ero
AHTUTCHCBS3BIBAIOIINN (PPArMEHT SIBJISIETCS CIIOCOOHBIM HHAYLHMPOBATH OMNOCPEIOBAHHBIN
s dexTopamu TU3KUC KIETOK OMyXOJIH.

[00178] BapuanT ocymecTsienus 9 npeacrasisier coO0i BbIIEIEHHOE MOHOKJIOHAIBHOE
antuteno npotus CD47 wiu aHTUTEHCBSI3bIBAIOIIMK (PparMeHT, comeprkamue BapuabeTbHYIO
00JlacTh TYMAaHU3MPOBAHHOW TSKEJION LIEMA MOHOKJIOHAJTBHOTO aHTuTena mnpotuB CD47 u
BapHuabeNbHY0 00JIaCTh T'YMaHU3UPOBAHHOMN JIETKOW LI MOHOKJIOHAJIBHOTO aHTUTENA MPOTUB
DLL3, rne MOHOKJIOHAJIbHOE aHTUTENO NPoTUB CD47 Mt ero aHTUTeHCBSI3BIBAIOIN NN (PparMeHT
COIEPIKUT:

a. BapualenbHYI0  OONacTb  TSDKEJNOM  LenM, HMMEKLY  MOJUNENTHIHYIO
nocnenosatebHOCTh U3 SEQ ID NO:175, u BapuaOenbHyr0 00JacTh JIETKOH LETH, UMEIOLIYIO
MOJIUTMIENTHIHYIO mocienoBaTesbHOCTh 13 SEQ ID NO:171;

b.  BapmabenpHyr0  0O0macTp  TSDKEJOH  LENM, HMMEIOIIYI  MOJHUIENTHAHYIO
nocnenoBateibHOCTh U3 SEQ ID NO:175, u BapuabenbHyr0 00JacTh JIETKOH IEMH, UMEIOIIYIO
MOJIMMENITHIHYEO TTocienoBarenbHocTh u3 SEQ ID NO:172;

c. BapualenpHYIO  OONAaCTh  TSDKENOH  Henu, UMEKIIYK  MOJUNENTUIHYEO
nocnenosatebHOCTh U3 SEQ ID NO:175, u BapuabenbHyr0 00JacTh JIETKOH IEMH, UMEIOIIYIO
MOJIMMIENITHIHYEO TTocenoBarenbHOCTh u3 SEQ ID NO:173;

d. BapmabespHyr0  00jacTb  TSDKENOW — LENHM, HMEINY  MOJUNENTUIHYEO
nocnenosatenbHOCTE U3 SEQ ID NO:176, u BapuabenbHyI0 00JaCTh JIETKOH IEMH, UMEIOIIYIO
MOJIMMIETITUIHYEO TTocienoBarenbHocTh u3 SEQ ID NO:171;

e. BapuabenpHYI0  OONacTh  TSDKENOH  IenH, HMEIOINY0  MOJHUIENTHIHYIO
nocnenoBatenbHOCTE U3 SEQ ID NO:176, u BapuabenbHyO 00JIaCTh JIETKOH LEMH, UMEIOLIYIO
MOJIMMIENITUIHYEO TTocienoBarenbHocTh u3 SEQ ID NO:172;

f. BapmalGenpHyr0o  00JacTp  TSKENOW  LENH, HMEIOLIYI  MOJUNENTUIHYIO
nocnenoBatenbHOCTE U3 SEQ ID NO:176, u BapuabenbHy0 00JaCTh JIETKOH LEMH, UMEIOLIYIO
NOJIMNENTUIHYIO nocienoBaTenbHocTh 13 SEQ ID NO:173;

g. BapuabenpHyr0  0o0jmacTb  TSDKENOW — LIeNM, HMEIINYI  MOJUNENTHIHYIO
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nociaenosarenbHOCcTh U3 SEQ ID NO:177, u BapuabenpHyr0 00NaCTh JIETKOW LIETH, UMEIOIIYIO
MOJIMMENITUIHYIO TTocienoBarenbHocTh u3 SEQ ID NO:171;

h. BapmabenpbHyr0  O0macTb  TSDKENOW — LEeNH, HUMEIOIIYI0  IOJUIENTHIHYIO
nocnenosatebHOCTh U3 SEQ ID NO:177, u BapuaOenbHy0 00JaCTh JIETKOH LETH, UMEIOLIYIO
MOJIMMENTUIHYIO nTocienoBareabHocTh u3 SEQ ID NO:172;

i.  BapmalespHYI0  O0JACTb  TSDKENOW  LENM, HMEIOLIYI0  IOJUIENTHIHYIO
nocienosatenbHOcTh U3 SEQ ID NO:177, u BapuabenbHyr0 00NaCTh JIETKOW LIETH, UMEIOIIYIO
MOJIMMENTHIHYO TTocienoBarenbHocTh U3 SEQ ID NO:173; unn

j.  BapuabeNbHYHO  0O0JacTh  TSDKEJOW  LENH,  HMMEIOIIYI0  MOJUIENTUIHYIO
nocienosatenbHOCTh U3 SEQ ID NO:177, u BapuabenpHyr0 00NACTh JIETKOW LIETH, UMEIOIIYIO
NOJUMNENTHIHYIO nocienoBaTenbHocTh u3 SEQ ID NO:174.

[00179] Bapuwant ocymectBienus 10  mpencraBisieT  coOOM  BBIAENEHHOE
MOHOKJIOHaJIbHOE aHTuTeNno npotuB CD47 wunm ero aHTUreHCBs3bIBAOIUI (parMeHT u3
BapUaHTa OCYINECTBJCHHS O, TIe MOHOKJOHaNbHOEe aHTuTeno mnpotuB CD47 wmm ero
AHTUTCHCBS3BIBAIOIINN (PparMeHT SIBISIETCA CIOCOOHBIM OJIOKMpoBaTh cBsidbiBaHue CD47 ¢
CHUTHAJIBHBIM PEryJIsaTOpHbIM OenkoM anbda (SIRPa).

[00180] Bapuwant ocymectBienus 11 mpencraBisier  coOOM  BBIAENEHHOE
MOHOKJIOHaJIbHOe aHTuTeno npotuB CD47 wumu ero aHTUreHcBsi3bIBaOIuil (parMeHT u3
BapUaHTa OCYINECTBJCHHUS O, TIe MOHOKJOHaNbHOE aHTuTeno npotuB CD47 wmm ero
AHTUTeHCBSA3BIBAIOIINN (PParMEeHT SIBISIETCS CIOCOOHBIM HHAYLHMPOBATH OMOCPEIOBAHHBIN
Makpodaramu (parounuTo3 KJIETOK 3JI0KAUECTBEHHBIX OMYXOJIeH.

[00181] Bapmant ocymectBienuss 12 mpexacraBisier  coOOW  BBIAENIEHHOE
ryMaHu3MpoBaHHOe  Oucnernuduueckoe antuteno nporuB  CD47/DLL3 wumm  ero
AHTUTEHCBS3BIBAIOIINI  (parMeHT, CoAepkallue NepBbli AHTUI€HCBS3BIBAIOIIUI JTOMEH,
cnemuduyeckn cesbBarommii  CD47, mnpeanmouturensHo, CD47 4enoBeka, W BTOpOM
AHTUTeHCBS3BIBAIOIIMI TOMEH, crienuduuecku cpsi3biBarounii DLL3, npennoururensro, DLL3
YyeloBeKa, TIAe IMepBbli  aHTUICHCBS3bIBAIOLINM  JOMEH  COIEPXKUT  ONpPENeNsIOIyIO
KOMIUIeMeHTapHOCTh obmacte 1 Tspkenoit wenu (HCDR1), HCDR2, HCDR3, umeromue
nonunentuaable nocinegoBarenbHoctu w3 SEQ ID NO: 178, 179 u 180, BTOpOH
AHTUTCHCBS3BIBAIOIIMIA JTOMEH COACPKUT ONPEAEISIOIYI0 KOMIUIEMEHTAPHOCTh 00nacth |1
tsokesion nenu (HCDR1), HCDR2, HCDR3, umeroniye NOJUNENTHIHbIE MOCIeI0BATEIbHOCTU
u3 SEQ ID NO: 181, 182 u 183; u kaxnplii U3 MEPBOTO AHTUIE€HCBSI3BIBAIOIIETO JIOMEHA H
BTOPOTO AaHTUTE€HCBSI3bIBAIOIIETO JOMEHA COAEPKUT ONpPENENAINyI0 KOMIUIEMEHTapHOCTD
oomacte 1 gerkoii memu (LCDR1), LCDR2 wu LCDR3, wuMmeromue MONMUIENTHIHbBIE
nocnenoarenbHocTH 13 SEQ ID NO: 184, 185 u 186.

[00182] Bapmant ocymectBieHus 13 mpexacraBisier  coOOW  BBIAENEHHOE
TYMaHU3UPOBAHHOE oucneundrueckoe AHTUTEJIO MIPOTUB CD47/DLL3 1581051
AHTUTeHCBSA3BIBAIOIIMN  (pparMeHT, cojepikaliue MepBbIii AHTUICHCBSA3BIBAIOIIUN  JTOMEH,
cneundudeckn ces3pBaromuii  CD47, npennmouturensro, CD47 wuenosexka, u BTOpOH

AHTUTeHCBA3BIBAIOIIMIN TOMEH, crienuduyuecku cpsspiBarouuii DLL3, npennoururensuo, DLL3
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4eloBeKa, TIA€ IMepBbli  aHTUICHCBS3bIBAIOLIMM  JAOMEH  COAEPXKUT  ONPENeNsIOINyIo
KOMIUIeMeHTapHOCTh oOmacte 1 Tspkenmoit menm (HCDR1), HCDR2, HCDR3, umeromue
nonunentuaHsle nociaepaosarenbHoctu w3 SEQ ID NO: 187, 188 wu 189; Bropoi
AHTUTCHCBSA3BIBAIOIIMN JIOMEH COAEPKUT ONPEAESSIOINYI0 KOMIUIEMEHTApHOCTh 00nacTh |
tsokenoit nenu (HCDR1), HCDR2, HCDR3, umeromue nogunenTUaHble MOCIeI0BaTEIbHOCTH
u3 SEQ ID NO: 190, 191 u 192; u kaxaplii U3 NMEPBOrO aHTUTCHCBSI3bIBAIOIIETO JIOMEHA U
BTOPOTO AHTUIEHCBA3BIBAIOLIEIO JOMEHA COAEPKUT OINPEnessIoIyl0 KOMIUIEMEHTAPHOCTh
obmactb 1 gerkoir menu (LCDR1), LCDR2 wu LCDR3, wuMeromue MOJUNENTHIHbBIE
nocaenoBareabHocTH 13 SEQ ID NO: 193, 194 u 195.

[00183] Bapuwant ocymectBienus 14  mpencraBisieT  coOOM  BbIAENEHHOE
ryMaHu3upoBaHHOe  Oucnenuduyeckoe  antureno  mnporuB  CD47/DLL3  wmm  ero
AHTUTeHCBS3BIBAIOIIMK (pparMeHT W3 BapuaHta ocymiecTBieHuss 12 wmm 13, rme mnepsbiid
AHTUTCHCBS3BIBAIOIIMIA JTOMEH CONEP’KUT BapuabeNbHYH0 O0JIACTh TSDKENIOH LeNH, WMEROIYHo
MOJIMNENTUIHYIO TOCJIeN0BaTeNIbHOCTh, MO MeHblIell Mepe Ha 95% wupentuunyro SEQ ID
NO:176, wu BapmalenbHyr0 OONACTh JIETKOM IeMH, HMEIOIIYI  MOJHUIETITHAHYIO
MOCJIEI0BATENBHOCTD, 10 MeHblel Mepe Ha 95% uaentuunyro SEQ ID NO:172; u rae Bropoit
AHTUTCHCBS3BIBAIOIINNA JOMEH CONEPKUT MOJIMNENTUAHYIO TOCIEI0BATENbHOCTD BapuabeIbHON
oOnactu TspKenol menu, mo MeHbmed Mmepe Ha 95% wupentmunyro SEQ ID NO:170, u
BapuabenpHyI0 00JacTh JIETKOH LEeNH, WUMEIOIIYI0 IMOJUIENTHAHYIO MOCIeNOBaTEeIbHOCTD, 10
MeHblel Mepe Ha 95% unentuunyro SEQ ID NO:172.

[00184] Bapumant ocymectBieHuss 15  mpexncraBisier  coOOW  BBIAENIEHHOE
rymMaHusupoBaHHoe Oucnenuduyeckoe  antureno nporuB  CD47/DLL3 wmm  ero
AHTUTEHCBS3BIBAIOIINI (parMeHT u3 MoOOro W3 BApUAHTOB oOcyuiecTBieHus 12-14, roe
ryMaHM3MpoBaHHOe  Oucnernuduueckoe antureno nporuB CD47/DLL3 wumm  ero
AHTUTEHCBS3BIBAIOIINI (PparMeHT SBISIETCS CHOCOOHBIM OJOKMpoBaTh cBsi3biBaHMe CD47 ¢
SIRPa Ha Ki1eTKax 3JI0KaueCTBEHHBIX OIyXOoJei, skcnpeccupyromux kak DLL3, tak u CD47.

[00185] Bapuwant ocymectBieHus 16 mpencraBiasieT  coOOW  BbIAENEHHOE
ryMaHu3upoBaHHOe  Oucnenuduyeckoe  antuteno nporuB  CD47/DLL3 wmm  ero
AHTUTeHCBS3BIBAIOIIMK (parMeHT U3 JIFOOOro W3 BapHaHTOB oOcCyluecTBieHus 12-14, rne
ryMaHu3upoBaHHOe  Oucnenuduyeckoe  antuteno nporuB CD47/DLL3  wmm  ero
AHTUTCHCBS3BIBAIOIIMN (PPArMEHT SIBJSIETCS CIOCOOHBIM HHAYLHMPOBATH OMOCPEIOBAHHBIN
Makpodaramu (paronuTo3 KIETOK 3JOKaYECTBEHHBIX OMyXOJeH, sKkcrpeccupyromux kak DLL3,
tak u CD47.

[00186] Bapuwant ocymectBienus 17  mpencraBisieT  coOOW  BBIAENIEHHOE
ryMaHU3HpoBaHHOe  Oucrenuduyeckoe  antureno mnporuB  CD47/DLL3  wmm  ero
AHTUTeHCBS3BIBAIOIINK (parMeHT u3 JIFOOOro W3 BapHaHTOB oOcyluecTBieHust 12-14, rme
rymMaHu3upoBaHHoe Oucnenuduyeckoe  antureno nporuB  CD47/DLL3  wmm  ero
AHTUTeHCBSA3BIBAIOIINN (PArMEHT SBIJISETCS CIIOCOOHBIM CBSI3BIBATH KJIETKH 3JIOKAUECTBEHHBIX
onyxouei, skcnpeccupyromue kak DLL3, tak u CD47, co CBsI3bIBaHUEM C 3PUTPOLIUTAMHU

(RBC) uenoBeka OT MUHUMAJIBHOTO IO HE TIOJIAIOINETOCs JETEKIHH.
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[00187] BapuanT ocymectsienust 18 npencrasnser coOOH BBIIENEHHYIO HYKIEHHOBYIO
KUCJIOTY,  KOAUPYIOLIYI0O  MOHOKJIOHaJbHOE  aHtuteno npotus DLL3  wmm  ero
AHTUTeHCBSA3BIBAIOIIMN (pAarMEeHT, MOHOKJIOHAJbHOE aHTUTeno mnpotuB CD47 wumm  ero
AHTUT€HCBA3BIBAIOIINN (PPArMEHT, HIIM T'YMaHU3UPOBAaHHOE Oucnennduueckoe aHTUTENO TPOTUB
CD47/DLL3 unu aHTUreHCBsI3bIBAOLUI (pparMeHT U3 r000ro U3 BApUAHTOB OCYIIECTBICHUS -
17.

[00188] Bapumanr ocymectBienuss 19 mnpencrasisier coOOH BEKTOp, COAepIKAIIUN
BBbIJIEJICHHYIO HYKJIEMHOBYIO KHCJIOTY U3 BapUaHTa OCYyILIecTBiIeHus 18.

[00189] Bapuaur ocymectBiaenuss 20 mpencraBiasieT coOOH  KJIETKY-XO3SIMHA,
COZEPIKAIIYI0 BEKTOP U3 BapHaHTa OCYIIEeCTBIEHUS 19.

[00190] Bapuwanr ocymectnenus 21 mnpencraensier coboil  (papmaneBTHYECKYEO
KOMIO3ULIMIO, COAEPKALIYI0 BBIAEJIEHHOEC MOHOKJIOHAJIbHOE aHTUTeno npotuB DLL3 wnm ero
AHTUTCHCBS3BIBAIOIINNA (PAarMEeHT, MOHOKJIOHAJIbHOE aHTHTeno mnpotuB CD47 wumm  ero
AHTUTCHCBS3BIBAIOIINI (PPArMEHT, HITH TYMaHU3UPOBAaHHOE OUCTIeNUIECKOe aHTUTENO POTUB
CD47/DLL3 wunu ero aHTUIEHCBSI3bIBAOINUI (parMeHT u3 J00Oro W3 BapUAHTOB
ocymectsieHus 1-17 u papmaneBTHIECKH PUEMIIEMBIH HOCUTEIb.

[00191] Bapuant ocyuiectBieHusi 22 MpeACTaBIsSET COOOW CIMOCOO HAleNMBaHUS HA
DLL3 Ha MOBEpXHOCTH KJIETOK 3JIOKQY€CTBEHHBIX OMyXOJIeH y HYKIAIOIIErocs B 3TOM CyOBbeKTa,
BKJIFOUAIOLIMI BBEICHHE HYXJAIOIIEMYCs B 3TOM CYOBEKTY (papmarneBTHU4ecKOl KOMITO3HLINY,
colmepiKalllell  BBIACJIEHHOE  MOHOKJIOHAJIbHOE  aHtureno nporus DLL3  wmm  ero
AHTUTCHCBA3BIBAIOIINN (PPArMEHT U3 JIFOOOr0 U3 BAPUAHTOB OCYLIECTBIEHH 1-8.

[00192] BapuanT ocymectBieHuss 23 mpencTaBisieT cobol crocod OIoKHpOBaHUS
csizbiBaHus CD47 ¢ curHanbHbIM perynsaTopHbiM OenkoM anbda (SIRPo) y Hykmaromerocs B
5TOM CyOBEKTa, BKIFOUAIOINUI BBEIEHHE HYKIAIOIIEMYCsl B 3TOM CYOBEKTY (hapMaLieBTHYECKOM
KOMIIO3ULIUY, COJEep’Kallell  MOHOKJOHanbHOe aHtureno nporus CD47  wmm  ero
AHTUTeHCBS3BIBAOIIMI (PPArMEHT U3 JIF0OOOr0 U3 BAPUAHTOB OCyliecTBieHus 9-11.

[00193] Bapuant ocyuiectBieHuss 24 mpencraBisier coOOW  crnocod HHAYKUUU
OMOCPENOBAaHHOTO Makpodaramu  (arouuro3a KJIETOK 3JI0KAYeCTBEHHBIX —ONyXOJeH y
HY KAIOLIErocs B 5TOM CyOBEeKTa, BKIFOYAKOLINA BBEIEHHE HYXKIAIOIIEMYCs B 3TOM CYyOBEKTY
(hapMaleBTHUECKON KOMITO3HIIMU, COJEPKaIlell MOHOKJIOHAIbHOE aHTUTEeN0 poTuB CD47 umu
€r0 aHTUTe€HCBS3bIBAOLINI (pparmMeHT U3 Jr0O0ro U3 BAPHAHTOB OCYINeCTBIeHUS 9-11.

[00194] Bapuant ocyuiectBieHusi 25 mpeacTaBiseT cOOOW CMoco0 HAleNMBaHUS Ha
DLL3 u CD47, xotopbie 00a 3KCIPECCHPOBAHBI HA MOBEPXHOCTU KJIETOK 3JI0KAUYECTBEHHBIX
OIyXOJIeH, y HY>KAAIOLIErOCs B ’TOM CYOBEKTa, BKIIOYAIOIIHHA BBEACHNE HYKIAOIIEMYCSl B 3TOM
CyObekTy (hapMaLeBTUUECKOH KOMIIO3ULMH, COAEpKallel BBIIEIEHHOE T'yMaHH3UPOBAHHOE
oucnermduueckoe antureno nporus CD47/DLL3 unu ero aHTUreHCBSI3bIBAIO LI (PparMeHT u3
1000r0 U3 BAPHAHTOB OCyIIeCcTBIeHus 12-17.

[00195] BapuanT ocymectBieHuss 26 mpencTaByisieT cobol crocod OMOKHpOBaHUS
ces3biBaHusi CD47 ¢ SIRPa Ha kjeTkax 3JI0KaueCTBEHHBIX OIMYXOJIEH, SKCIPECCUPYIOIIUX Kak

DLL3, Tax u CD47, y Hyxnawomerocss B 3TOM CyObBeKTa, BKIIOYAIOLIUI BBEICHHE
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HY)KIAIOLIEMyCsl B 3TOM  CyOBeKkTy (hapMauneBTUYECKOH  KOMITO3WIUH, COnepsKamei
rymMaHu3upoBaHHoe Oucnenuduyeckoe  antureno nporuB  CD47/DLL3 wmm  ero
AHTUT€HCBSA3BIBAIOIINN (PparMEHT U3 JIF0OOr0 U3 BAPHAHTOB OCyliecTBiIeHus 12-17.

[00196] Bapuant ocyumectieHuss 27 TmpencraBisier coOoil  crmocod HHAYKUUU
OMOCpeNioBaHHOrO  MakpodaraMu  (aronurosa  KJIETOK — 3JIOKAUYECTBEHHBIX  OMyXOJIeH,
skcrpeccupyromux kak DLL3, Tak u CD47, y Hy:KAaro1merocst B 5ToM CyObeKTa, BKIFOUAO LI
BBEJICHHE HYKNAIOIIEMYCsl B 3TOM CYOBEKTYy (hapMarieBTHUECKOH KOMITO3MLUH, COnep Kalnen
ryMaHM3MpoBaHHOe  Oucnernuduueckoe  antuteno nporuB CD47/DLL3 wumm  ero
AHTUTCHCBS3BIBAOIIMN (PPArMEHT U3 JIF0OOOro U3 BAPUAHTOB OCyLIecTBIeHus 12-17.

[00197] Bapuant ocymecTBieHus 28 mpeacraBisier coO0O Crnocod CBA3BIBAHUS KIIETOK
3JI0Ka4eCTBEHHBIX OmyXxoJjei, sxcnpeccupyromux kak DLL3, tax u CD47, co cBsi3biBaHuEM C
spurporuramu (RBC) uenoBeka OT MHHUMAJBbHOTO 1O HE MONMAMOIIErocs NETeKUHH, Y
HY KAIOLIEroCss B 3TOM CYOBEKTa, BKIOYAIOLINA BBEIEHHE HYXIAIOIIEMYCs B 3TOM CYyOBEKTY
(apManeBTHUECKOW  KOMIIO3HMLIMHK, COAEp)Kalled TIyMaHW3UpOBaHHOe Oucnernmduueckoe
antuteno npotus CD47/DLL3 wiu ero aHTUTeHCBS3bIBAOIIMKA (PparMeHT u3 Jrdoro us3
BapUAHTOB OcyliecTBiIeHus 12-17.

[00198] Bapuanr ocymectBienus 29 mnpencrtaBisieT Cco0oil  crmocod  JieueHus
3JIOKQYECTBEHHOH OMYXOJH Y HYXKAAKMIErocs B 3TOM CYOBEKTa, BKIIOYAOIINHA BBEIEHHE
HYXKIAIOLIEeMyCst B 3TOM  CyOBeKkTy (apmMaumeBTHYeCKOHl KOMIO3MLMH W3  BapHaHTa
ocyiecTiaeHus 21.

[00199] Bapuant ocymectenenust 30 mnpencrasisier coboli crmoco0 u3 BapHaHTa
ocylecTBIeHHs 29, rne 3JI0KaueCTBEHHAsl OIMyXOJb BbIOpaHa M3 IPYMIbI, COCTOSIIEH M3 paka
JETKOro, Takoro Kak MeJKOKJeTouHblli pak Jserkoro (SCLC), KpyNHOKJIETOYHOMH
HeliposHnokpuHHOH KapuumHoMmbl (LCNEC), paka sxenynka, paka OOOJOYHOM —KHILIKH,
NEYCHOYHOKJIETOYHON  KapLUMHOMBI,  MOYEYHOKJIETOYHON  KAapLUUHOMBI,  YpPOTEIHAJIbHON
KapLHOMBI MOYEBOT'O Iy3bIPsi, METACTA3UPYIOIIEH MENIaHOMBI, paka MOJIOUHOH JKeJe3bl, paka
SMYHUKA, paka IIeHKU MaTK{, paka TOJIOBbI U LIEH, paka IMOJKEeNyJIOYHON KeNe3bl, IITHOMBI
TJTHOONACTOMBI M APYTUX COJNIMIAHBIX OMyXOJieH, U HeXOMKCKUHCKOM uMpombl (NHL), octporo
aumponurapHoro Jjeikoza (ALL), xponudeckoro jumdoumrapHoro Jjeiikoza (CLL),
XPOHHUYECKOro MuenoreHHoro Jeikoza (CML), muoxecTBeHHoW wmuenomsl (MM), octporo
MHUEJIONAHOTO Jieliko3a (AML) 1 qpyrux >KUIKUX OnmyXoJew.

[00200] Bapuwanr ocymectienuss 31 mpencraBisier coboii  cnoco0 TMoNydeHus
MOHOKJIOHAJIbHOTO aHtuTena npotuB DLL3 wmaum ero aHTHreHCBs3bIBAKOLIErO (parMeHrTa,
MOHOKJIOHAJIbHOTO aHTuTena npotuB CD47 unm ero aHTHreHCBsI3bIBarOLIero (parMeHTta, HIu
IrYMaHU3HPOBAaHHOTO  Oucnenuduueckoro anturena npotuB CD47/DLL3  wmu  ero
AHTUTeHCBS3BIBAIOINETO (parMeHTa U3 J000ro W3 BapHAHTOB ocymiecTBieHus 1-17,
BKJIFOUAKOLIUI KyJBTUBUPOBAHUE KJIETKH, COAEp Kallled HYyKJIE€HMHOBYIO KHCIOTY, KOAUPYIOIIYIO
AHTUTEJIO WM €r0 AaHTUT'€HCBSA3BIBAIOINN (PPArMEHT, B YCIOBHAX AJIS MPOAYKLUH aHTUTENA W
€ro  aHTUICHCBS3bIBAIOINEro  (¢parMeHTa, ¢  BbIACJIEHHE  aHTHTENAa WM €ro

AHTUT€HCBSA3BIBAIOIIETO (PparMeHTa U3 KJIETKU WU KyJIbTYPBbI.
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[00201] Bapmanr ocymecteieHuss 32 mpencraBisier cobol  crnocod  MmoydeHus
(bapMaLeBTHUECKON KOMITO3HLIUHU, COAepKaIell MOHOKJIOHAIbHOEe aHTuTeNo npotus DLL3 wm
€ro aHTHUIeHCBS3BbIBAIOLINI ()parMeHT, MOHOKJIOHaJbHOE aHTUTENO npotuB CD47 wumm ero
AHTUT€HCBA3BIBAIOIINN (PPArMEHT, HIIM T'YMaHU3UPOBAaHHOE Oucnennduueckoe aHTUTENO TPOTUB
CD47/DLL3 wmu ero aHTUIeHCBSI3bIBAIOIIMK (QparMeHT wu3 Jr0OOro U3 BapUAHTOB
ocymectBieHus 1-17, Bxmovaromuil oObeTUHEHNE aHTUTENA WM €r0 aHTUT€HCBSI3BIBAIOLIETO
¢dparmenta ¢ papmManeBTUYECKH MPUEMJIEMbIM HOCHTEJIEM Ui MOJy4YeHHs (papManeBTH4eCcKOi
KOMITO3ULIIH.

[00202] BapuanT ocymecTieHus 33 npencraBisieT co0oi cnocod onpeneneHus ypOBHs
DLL3 y cyObekTa, BKIIOYArOIIUHI:

a. moiy4eHue odpasua ot CyObeKTa;

b. mpuBeneHne odpasia B KOHTAKT C BbIACIEHHBIM MOHOKJIOHAIbHBIM AHTHTEJIOM ITPOTHB
DLL3 iy ero aHTHreHCBSI3bIBAOIINM (PparMeHTOM U3 JI0OO0Tr0 M3 BAPHAHTOB OCYIIECTBIICHUS
1-8; u

c. onpenenenne yposHs DLL3 y cyObekTa.

[00203] Bapuant ocymecteineHust 34 mnpencraBiser cobol crmocod H3 BapUaHTa
ocyuiecTBiieHus 33, rae obpasel mpencrasisier codol oOpaser TKaHH.

[00204] Bapuant ocymecteieHust 35 mnpencraBiser cobol crmocod u3 BapHaHTa
ocyuiecTBiieHUs: 34, rae obpasen TKaHU MpeacTaBisier codoil oOpasen TKaHH 3JI0KAaYeCTBEHHOH
OTIyXOJIH.

[00205] Bapuant ocymecteieHust 36 mnpencrasisier cobol crmoco0 M3 BapHaHTa
ocymecTsiieHus 33, rae obpasen nmpencrasisier codboi oOpaser KpoBu.

INPUMEPBI

[00206] IIpumep 1: UaenTH(PUKALNS MOHOKIOHAIBHBIX aHTHTE] npotus DLL3

[00207] Menueii ummyHusuposamu pekomOunanTabiM FLAG-huDLL3 (Adipogen, kat.#:
AG40B-0151), cmuteim OenkoMm u3 BHeksierouHoro aomeHa (ECD) DLL3 yenoBeka ¢ MeTKOH
FLAG na N-xonue. Tutp B mnasme omnpenessuin nocpeactsom ELIS. Ilocne sBranasum,
ceNe3eHKH © JUM(pATHYECKHE Y3JIbl CcOOMpanu st monydeHus rudpunom. [ ubpumomsl
BbIpAIUBAIA B  384-MyHOUHBIX  KYJBTYPaJbHBIX IUIAHLIETAX, H CYINEPHATAHTHl U3
WHAMBUIyalIbHBIX JIYHOK IOJABEprajiu CKpuHUHry nocpernctsoM ELISA ¢ ucnonpzoBaHuem
FLAG-huDLL3, FACS ¢ ucnons3oBanuem crabwmibhbix mysnoB HEK293-huDLL3 u HEK293-
cyDLL3, u anHamu3y ckopoctu pgucconumammu Octet ¢ wucnonb3oBannemM FLAG-huDLL3.
Hawnnyumme nojoxureabHble KIOHBI BBIICISUTH M CEKBEHHPOBAIH.

[00208] ITocnenoBaTenbHOCTH BapuaOeNbHBIX 00JAaCTEH TSKENON W JIETKOH Lenu JJist
MOHOKJIOHAJIbHBIX aHTHTe] poTuB DLL3 npencrasnens! B Tadnunax 1 u 2, u obnactu CDR st
MOHOKJIOHaJIbHBIX aHTHTeN npotus DLL3 npencrasiens! B Tabanuax 3-6.

[00209] Tabnuua 1: [MocnenoBaTenbHOCTH BapuabeNbHBIX O0JacTel TSHKENOW LeMd s

mAb nporus DLL3

Knonsr |VH SEQ
mAb 1D
NO:
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13P9A

EVQLQQSGPELVKPGASVKMSCKASGYTFTSY VMHW VKQKPGQGPD
WIGYINPYNDATKYNEKFKGKATLTSDKSSSTAYMELSSLTSEDSAVY
YCARGGYDYDGDYWGQGTTLTVSS

SA16A

EVOQLQQSGPELVKPGASVKMSCKASGYTFTRYILHWVKLKPGQGLEW
IGYINPYNDGTKYNEKFKGKATLTSDKSSSTAYMELSRLTSYDSAVYY
CARDSSGYGGAYAMDFWGQGTSVTVSS

14L.22A

EVQLVESGGGLVKPGGSLKLSCAASGFTFSSYAMSWVRQTPEKRLEW
VAAINSNGGNTYYPDTVKDRFTISRDNAKNTLYLQMSSLRSEDTALYY
CARHRGGFYYAVDYWGQGTSVTVSS

10P18A

EVQLQQSGPELVKPGASVKISCKASGYSFTGYYIDWVKQSPGKSLEWI
GYIYPSNGETSYNQKFKGKATLTVDKSSSTVNMQLNSLTSEDSAVYYC
ARESYAMDYWGQGTSVTVSS

13P11A

DVQLQESGPGLVKPSQTVSLTCTVTGYSITNGNHWWSWIRQVSGSKLE
WMGYISSSGSTDSNPSLKSRISITRDTSKNQLFLHLNSVTTEDIATYYCA
TTGTWGYFDYWGQGTTLTVSS

3C16A

EVQLQQSGPELVKPGTSVKMSCKASGYTFTSYVMHWVKQKPGQGLE
WIGYVIPYNDGTKYNEKFKGKATLTSDKSSSTAYMELSSLTSEDSAVY
YCARPSNWDEFDYWGQGTTLTVSS

3121A

QVQLQQPGAELVKPGASVKLSCKASGYTFTNYWMNWVKQRPGRGLE
WIGRIHPSDSETHYNQKFKTKATLTVDKSSSTAYIQLSSLTSEDSAVYY
CARYDGYFAYWGQGTLVTVSA

SHSA

QVTLKESGPGILQPSQTLSLTCSFSGFSLSTFGMGVGWIRQPSGKGLEW
LAHIWWDDDKYYNPALKSRLTISKDTSKNQVFLKIANVDIADTATYYC
ARTYDYDEYFDYWGQGTTLTVSS

15K2A

QVQLQQPGAELVQPGASVKLSCKASGYTFTSYWMNWMKQRPGRGLE
WIGRIHPSDSETHYNQKFRTKATLTVDKSSSTAYIQLSSLTSEDSAVYY
CAREDGYYWYFDVWGAGTTVTVSS

SA24A

EVQLQQSGAELVKPGASVKIPCKASGYKFTDFNMDW VKQSHGKSLE
WIGDINPNSGGTIYNQKFKGKATLTVDKSLSTAYMELGSLTSEDTAVY
YCARWDYGNFAYWGQGTLVTVSA

I5P17A

QVQLQQPGAELVKPGASVKLSCKASGYTFTNYWMNWVKQRPGRGLE
WIGRIHPSDSETHYNQKFKSKATLTVDKSSSTAYIQLSSLTSEDSAVYY
CAREDGYYWYFDVWGAGTTVTVSS

21

ISN21A

EVQLVESGGGLVKPGGSLKLSCAASGFTFSSYAMSWVRQTPEKRLEW
VAAINSNGGRNYYPDTVKDRFTISRDNAKNTLYLQMSSLRSEDTALYY
CARHRGGYYYAMDYWGQGTSVTVSS

23

VH: BapuabenbHasi 001aCTh TSKEJION LENH

[00210] Tabnuma 2: IlociaenoBaTeNnbHOCTH BapuaOeNbHBIX O0JACTeN JIETKOW Lenu s
mAb npotus DLL3

KioHBbI
mADb

VL

SEQ I
D NO:

13P9A

DIQMNQSPSSLSASLGDSITITCHASQNINVWLSWYQQKPGNIPKLLIYK
ASNLHTGVPSRFSGSGSGTGFTLTISSLQPEDIATY YCQQGQSYPFTFGS
GTKLEIK

2

SA16A

DIQMTQSPASLSASVGETVTITCRASGNIHNYLAWYQQKQGRSPQLLV
YNAKTLPYGVPSRFSGSGSGTQYSLKINSLQPEDFGSYYCQHFWTTPWT
FGGGTKLEIK

14L.22A

NIMMTQSPSSLAVSAGEKVTMSCKSSQSVLYSSNQKNYLAWYQQKPG
QSPKLLIYWASTRESGVPDRFTGSGSGTDFTLTISSVQAEDLAVYYCHQ
YLSSRTFGGGTKLEIK

10P18A

DIVLTQSPASLAVSLGQRATISCRASKSVSTSGYSYMHWY QQKPGQPPK

o0
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LLIYLASNLESGVPARFSGSGSGTDFTLNIHPVEEEDAATYYCQHSRELP
YTFGGGTKLEIK

13P11A

NIVMTQSPKSMSMSVGERVTLSCKASENVGTY VSWYQQKPEQSPKLLI
YGASNRFTGVPDRFTGSGSATDFTLTISSVQAEDLADYHCGQSYSYPFT
FGSGTKLEIK

3C16A

DIVMTQSQKFMSTSVGDRVSITCKASQNVRTAVAWYQQKPGQSPKALI
YLASNRHTGVPDRFTGSGSGTDFTLTISNVQSEDLADYFCLQHWNYPL
TFGAGTKLELK

3I121A

DIQMTQSSSYLSVSLGGRVTITCKASDHINNWLAWY QQKPGNAPRLLIS
GATSLETGDPSREFSGSGSGKDYTLSITSLQIEDVATYYCQQYWSIPFTFG
AGTKLELK

SHSA

DIVMTQAAFSNPVTLGTSASISCRSSKSLLHSNGITYFYWYLQKPGQSPQ
LLIYQMSNLASGVPDRESSSGSGTDFTLRISRVEAEDVGVYYCAQNLEL
PFTFGSGTKLEIK

15K2A

NIVLTQSPASLAVSLGQRATISCRASESVDIYGNSFMHWY QQKPGQPPK
LLIYLASNLESGVPARFSGSGSRTDFTLTIDPVEADDAATY YCQQNNED
PWTFGGGTKLEIK

SA24A

DIVMTQAAFSNPVTLGTSASISCRSSKSLLHSNGITYLYWYLQKPGQSP
QLLIYQMSNLASGVPDRFSSSGSGTDFTLRISRVEAEDVGVYYCAQNLE
[LPLTFGAGTKLELK

20

15P17A

NIVLTQSPASLAVSLGQRATISCRASESVDSYGNSFMHWY QQKPGQPPK
LLIYLASNLESGVPARFSGSGSRTDFTLTIDPVEADDAATY YCQQNHED
PWTFGGGTKLEIK

22

ISN21A

DIVMSQSPSSLAVSVGEKVTMSCKSSQSLLY SSNQKNYLAWYQQKPGQ
SPKLLIYWASTRESGVPDRFTGSGSGTDFTLTISSVKAEDLAVYYCQQY
YTYLTFGAGTKLELK

24

VL: BapuabenbHast 00J1aCTh JIETKOH LN
[00211] Tabnuma 3: O6nactu CDR 1-3 Tspkenoit nenu nist mAb nporus DLL3

K1oHbI SEQ ID SEQ ID SEQ ID

nAb IHC CDR1 NO: HC CDR2 NO: [HC CDR3 NO:

13P9A (GYTFTSYV P25 INPYNDA 26 ARGGYDYDGDY |27
T

SA16A (GYTFTRYI [28 INPYNDG 29 ARDSSGYGGAYA |30
T MDF

14L22A |GFTEFSSYA j31 INSNGGN [32 ARHRGGFYYAVD 33
T Y

10P18A |GYSFTGYY [34 IYPSNGET[35 ARESYAMDY 36

13P11A |GYSITNGNH 37 ISSSGST 38 ATTGTWGYFDY [39

W

3C16A GYTFTSYV U0 VIPYNDG 41 ARPSNWDEFDY 42
T

3121A |[GYTFTNYW U3 IHPSDSET {44 ARYDGYFAY 45

8H5A |GFSLSTFGM 46 IWWDDD 47 ARTYDYDEYFDY H48

G K

15K2A [GYTFTSYW 49 THPSDSET [50 AREDGYYWYEFDV |51

SA24A (GYKFTDEN [52 INPNSGG [53 ARWDYGNFAY |54
T

15P17A|GYTFTNYW [55 IHPSDSET [56 AREDGYYWYEDV [57

ISN21A|GFTFSSYA [58 INSNGGR [59 ARHRGGYYYAMD |60
N Y

HC: Tsoxenast nenw, CDR: onpenensiomnas KOMIUIEMEHTAPHOCTh 00J1aCTh
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HC CDR s mAb mporue DLL3 ompenensimu ¢ ucnonp3oBanueM crocoba IMGT
(Lefranc, M.-P. et al., Nucleic Acids Res. 1999; 27:209-212).
[00212] Tabnuma 4: O6nactu CDR 1-3 nerkoii uenu nist mAb nporus DLL3

Ks1oHb1 SEQ ID SEQ 1D SEQ ID
mAD L.C CDR1 NO: [LC CDR2 NO: L.C CDR3 NO:
13P9A QONINVW 61 KAS 62 QQGQSYPFT |63
SA16A GNIHNY 64 NAK 65 QHFWTTPWT 66
14L.22A QSVLYSSNQKN [67 WAS 68 HQYLSSRT 69
Y
10P18A KSVSTSGYSY [70 LAS 71 QHSRELPYT [72
13P11A ENVGTY 73 GAS 74 GQSYSYPFT [75
3C16A QNVRTA 76 LAS 77 LOHWNYPLT [78
3121A DHINNW 79 GAT 80 QQYWSIPFT [81
SHS5A KSLLHSNGITY [82 QMS 83 AQNLELPFT [84
15K2A ESVDIYGNSF  [85 LAS 86 QONNEDPWT 87
SA24A KSLLHSNGITY [88 QMS 89 AQNLELPLT 90
15P17A ESVDSYGNSF 91 LAS 92 QONHEDPWT[93
ISN21A QSLLYSSNQKN (94 WAS 95 QQYYTYLT [96
Y

LC: nerkas uenp, CDR: onpenenstoiasi KOMIUIEMEHTAPHOCTh 00J1acTh

LC CDR mms mAb mporuB DLL3 onpemensiin ¢ ucnonb3oBanuem crocodba IMGT
(Lefranc, M.-P. et al., Nucleic Acids Res. 1999; 27:209-212).
[00213] Tabnuma 5: O6nactu CDR 1-3 Tspresoi nenu mist mAb nporus DLL3

Ki1oHb1 SEQ ID SEQ ID SEQ ID

nAb HC CDR1 NO: HC CDR2 NO: [HC CDR3 NO:

I3P9A SYVMH 97 YINPYNDATKYNE 98 GGYDYDGDY 99
KFKG

SA16A RYILH 100 YINPYNDGTKYNE (101 DSSGYGGAYA |102
KFKG MDF

14L.22ASYAMS  |103 AINSNGGNTYYPD (104 HRGGFYYAVD |105
TVKD Y

10P18A|GYYID [106 YIYPSNGETSYNQ (107 ESYAMDY 108
KFKG

13P11AINGNHW [109 YISSSGSTDSNPSL (110 TGTWGYFDY (111

WS KS

3C16A SYVMH (112 YVIPYNDGTKYNE |[113 PSNWDEFDY (114
KFKG

3121A INYWMN (115 RIHPSDSETHYNQK]|116 YDGYFAY 117
FKT

8H5SA [TFGMGYV (118 HIWWDDDKYYNP (119 TYDYDEYFDY (120

G ALKS

I5SK2A SYWMN 121 RIHPSDSETHYNQK]122 EDGYYWYFDV (123
FRT

5SA24A IDENMD (124 DINPNSGGTIYNQK]|125 WDYGNFAY  [126
FKG

ISPI7TANYWMN (127 RIHPSDSETHYNQK]128 EDGYYWYFDV (129
FKS

I5N21 [SYAMS (130 AINSNGGRNYYPD (131 HRGGYYYAM (132

A TVKD DY
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HC: tsoxenas uenb; CDR: onpepensitomas KOMIUIEMEHTapPHOCTh 00J1aCTh

HC CDR pgnst mAb nporus DLL3 onpenensiin ¢ ucnons3zoBanueM crocoda Kabat (Elvin
A. Kabat et al, Sequences of Proteins of Immunological Interest Sth ed. (1991)).

[00214] Tabnuua 6: O6aactu CDR 1-3 nerkoii nenu nist mAb nporus DLL3

K10HbI SEQ ID SEQ ID| SEQ ID
mAb ILC CDR1 NO: [LC CDR2 NO: L.C CDR3 NO:
13P9A HASQNINVWLS 133 KASNLHT |[134 QQGQSYPFT [135
SAI6A RASGNIHNYLA 136 NAKTLPY [137 QHFWTTPWT 138
141L.22A KSSQSVLYSSNQKNYL{139 WASTRES (140 HQYLSSRT |141
A
10P18A RASKSVSTSGYSYMH (142 LASNLES [143 QHSRELPYT [144
13P11A KASENVGTYVS 145 GASNRFT [146 GQSYSYPFT [147
3C16A KASQNVRTAVA 148 LASNRHT [149 LOHWNYPLT 150
3121A KASDHINNWLA 151 GATSLET |[152 QQYWSIPFT [153
SHS5A RSSKSLLHSNGITYFY [154 OMSNLAS [155 AQNLELPFT |[156
15K2A RASESVDIYGNSFMH [157 LASNLES [158 QONNEDPWT|159
SA24A RSSKSLLHSNGITYLY (160 OMSNLAS [161 AQNLELPLT [162
15P17A RASESVDSYGNSFMH (163 LASNLES [164 QONHEDPWT|165
ISN21A KSSQSLLYSSNQKNYL|166 WASTRES [167 QQYYTYLT |[168
A

LC: nerkas uernb; CDR: onpenensitomias KOMILIEMEHTAPHOCTh 00JIaCTh

LC CDR pmns mAb nporus DLL3 onpenensinu ¢ ncnonp3oBanueM criocoda Kabat (Elvin
A. Kabat et al, Sequences of Proteins of Immunological Interest Sth ed. (1991)).

[00215] IIpumep 2: IlpoayKuusi H OYHCTKA XMMEpPHBIX MAb M3 KyJabTypajbHOH
cpeabl TPAaHC(UIHPOBAHHBIX KJIETOK

[00216] J[Inst monydeHuss pPeKOMOMHAHTHBIX xXuMepHbIX mAb mnporus DLL3,
HKCIPECCUPYIOIMMH BEKTOPAMH, COIEpIKAIIMMH MbIIIHHbIe BapuabenbHble obnactu (VH u
VL), cnuThie ¢ KOHCTAaHTHBIME oOnacTsMu Tspkesol nenu IgG1 u nerkoi nenu karra 4eaoBeka,
COOTBETCTBEHHO, BpeMeHHO TpaHchuimposanu kiaetku 293E, ExpiCHO-S wmu Expi293F.
PekoMOMHAHTHBIE aHTUTENA, MPOAYLUPOBAHHBIE B CYCINEH3WH KJIETOK, OYHIIAIH C
UCTIoNb30BaHueM apPuHHOHN Xpomarorpaduu ¢ Oenkom A.

[00217] Ipumep 3: Ananu3 ELISA cBsa3bIBaHUSI OUHIIEHHBIX XUMEPHbIX AHTHTEI

[00218] FLAG-huDLL3 B xapbonaTtHoM Oydepe ms nokpbitus (50 mxa/nyHky npu 0,25
MKI/MJT) MOKpbIBaK riaHmeT st ELISA B Teduenuwe 1 waca mpu KOMHATHOH TeMmIepatype.
ITocne mpombiBku, mianmer mis ELISA OnokupoBamm mocpeactsoM 5% BSA B TBST B
TedeHre | vaca mpu KOMHATHOHM TeMIlepaType M CHOBa NpombiBaiu. J{oOasmsmn mAb mpoTtus
DLL3, mepememuBaiyi U WHKyOMpOBaJM B TeueHWe | Haca MpPU KOMHATHOH Temmeparype.
IMnanmer mpombiBanmu, u cBsisbiBaHUe MAb mpotuB DLL3 ¢ ummoOumm3oBanasiM FLAG-
huDLL3 perexkTupoBaiy MOCPENCTBOM NOOABJIEHUS BTOPUYHOTO AHTUTENA, aHTUTENA MPOTHB
IgG 4yenoseka, koHblorHpoBaHHOro ¢ mnepokcuaasoil xpeHa (hlgG-HRP) (ThermoFisher
Scientific, kar.#: H10007), B 5% BSA B TBST, unkybaumu B Teuenue | dyaca, u 3aTem
npoMbiBku miaHimera. ELISA mposBisian ¢ MCNONb30BAaHUEM pPacTBOpa AJsl OAHOCTAAMMHON

nerekunu (ThermoFisher Scientific, kat.#: 34028) u u3MepsIM Kak ONTHYECKYIO TUIOTHOCTD NIPU
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450 um. Konrponps mzotuna IgGl mAb, xoTOpbIil HE BCTYyHaeT B MEPEKPECTHYIO PEAKLHIO C
DLL3, ucronp30Baiy B Ka4€CTBE OTPHULATEIBHOTO KOHTPOJIS 111 0OecreueHus CrieupuaHOCTH
aHanu3a. Pe3ynbTaTel cBA3bIBaHUA AN XMMepHbIX mAb nporus DLL3 npencrasnens: Ha QUL
1A-1C.

[00219] ITpumep 4: Ananau3 FACS xumepubix mAb nporus DLL3

[00220] JIunuro xneroxk HEK?293, crabumbHo skcmpeccupyroumx DLL3 yenoseka
(HEK-huDLL3), ucnons3oBanu B aHainu3e FACS. Knerku (100000 knmerox Ha nyHKY B 96-
JYHOYHOM IUIAHLIETe) MHKYOUpOBaiMd JIMOO C PacCTBOPOM OUHMIIEHHBIX MAb B pa3nu4HbIX
KOHIeHTpauusix (Hampumep, 666,67 HM, 333,33 HM wmm 66,67 HM), nub0 ¢ KOHTPOJEM
usoTuna B cOajaHcupoBaHHOM cosieBoM pacTBope Xenkca (HBSS), comepxkamiem 0,05% a3un
Hatpus u 0,1% BSA. C ucnonszoBanuem koHbtoruposaHHoro ¢ Alexa Fluor 488 BropuuHoro
anrurena npotus IgG denoseka (ThermoFisher, kat.#: H10120), npucyrcrBue mAb Ha kierkax
HEK293-huDLL3 usmepsimu nocpeactsom FACS (Attune NxT; ThermoFisher, Carlsbad, CA).
Pesynprar aHanusa csssbiBanus ans FACS npencrasnensl Ha OUT. 2A-2C.

[00221] Ipumep S: I'ymanuszanust mAb nporus DLL3

[00222] MbimnHoe antutesno npotus DLL3 13P9A rymaHusupoBaiu sl yMEHbIISHUS
MOTEHLMala UMMYHOT€HHOCTH IIPU MCMOJb30BaHUM y NanueHToB-moael. IlocnenosarenbHocTu
BapuabenbHBIX obOmactel Tspkenplx U Jjerkux wnenedd (VH wm VL) cpaBHuBamm ¢
NOCJIEIOBATENIbHOCTSIMU Y€JIOBEYECKOrO aHTUTeNa B Oaze maHHbIX Protein Data Bank (PDB) u
cTpounu Mozenu romojoruu. CDR kak B TSDKENBIX, TaK M B JIETKUX LEMAX MBIIIHMHBIX MADb
NPUBUBAIM B YEJIOBEYECKHE KApPKAChI, MMEHOLINE HAUBBICIIYIO BO3MOKHOCTb MOJAEpKAHUS
HaJUIeKaleld CTPYKTYpbL, BEPOSTHO, HEOOXOMUMOW s CBs3bIBaHMs aHTHUreHa. OOpaTHbIe
MyTalUd OT YEJOBEUECKUX OCTATKOB JO MBIIIHUHBIX OCTATKOB WJIM Jpyrue MyTaluu
paspabarbiBanu npu HeoOxoaumocTu. [locnenoBaTebHOCTH T'yMaHU3UpOBaHHbIX obnacteit VH
u VL mnokaszanel B Tabmunax 7 u 8. I'ymanmusupoBanHble obOnactu VH m VL ciomBamm ¢
KOHCTAHTHBIMH ~oOjacTsiMu  Tspkenod nenu  IgG4  u  Jlerkoil 1enu Kamma  4eJioBeKa,
COOTBETCTBEHHO. AHTHUTEJA OYMIIAIU W3 BPEMEHHO TpaHCpuuupoBaHHBIX KieTok 293E u
AHAJTM3UPOBAJIU 110 X CIIOCOOHOCTH CBS3bIBATHCA C pekoMOnHaHTHBIM FLAG-huDLL3 yenoseka
Ha 1JiaHmere ¢ wucnoian3oBaHueM ELISA. 3uauenus ECsy mua  cBaswiBanuss DLL3
I'YMaHU3UPOBAHHBIMU MADb npencrasiieHs! B Ta0uue 9.

[00223] Tabmuua 7: IlocnenoBarenbHOCTh BapuabenpbHONH 00JACTH T'yMaHU3UPOBAHHON

Tspkenont nenu mAb nporus DLL3 13P9A

O603Ha SEQ ID
yeHHe VH NO:

EVRLSQSGGQMKKPGESMRLSCRASGYTFTSY VMHW VRQAPGRRPE
H1 WIGYINPYNDATKYARKFQGRATLTSDKYSDTAFLELRSLTSDDTAVY|170
YCARGGYDYDGDYWGRGAPVTVSS

[00224] Tabmuna 8: I[TocnenoBaTenbHOCTH BapuabeNbHBIX 00IaCTe T'yMaHU3UPOBAHHON

nerkoii nenu mAb nporus DLL3 13P9A

Oo603Ha SEQ ID
yeHHue VL NO:
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EIVMTQSPGTLSLSPGERATLSCHASQNINVWLSWYQQKPGQAPRLLI
L1 YKASNLHTGIPDRFSGSGSGTDFTLTISRLEPEDFAVYYCQQGQSYPFT [171
FGQGTKVEIK

EIVLTQSPGTLSLSPGERATLSCHASQNINVWLSWYQQKPGQAPRLLIY
L2 KASNLHTGIPDRFSGSGSGTDFTLTISRLEPEDFAVYYCQQGQSYPFTF (172
GQGTKVEIK

EIVMTQSPATLSLSPGETAIISCHASQNINVWLSWYQQRPGQAPRLLIY
L3 KASNLHTGIPDRFSGSGWGTDFNLSISNLESGDFGVYYCQQGQSYPFT (173
FGQGTKVEIK

EIVMTQSPATLSLSPGETAIISCHASQNINVWLSWYQQRPGQAPRLLIY
L4 KASNLHTGIPDRFSGSGWGTDFNLSISNLESGDFGVYYCQQGQSYPWT|174
FGQGTKVEIK

[00225] Tabnuua 9: 3Hauenust ECsy ans cBszpiBanuss DLL3 rymanusupoBaHHbIME MADb
npotuB DLL3 B ananuze ELISA

mAb ID EC50 (1M)
HILI 0,13
HIL2 0,12
HIL3 0.15

HI1L1 orHOcuTCst K mADb ¢ BapuabenbHO# obnacteio Tspkeno uenn H1 u BapuaGenbHoM
oOnactero sierkod menu L1; mms BceX ApPyrux I'yMaHM3HPOBaHHBIX MAb B Tabnmue npuHsTO
TaKoe ke MPaBUJIO HAMMEHOBAHUS.

[00226] I'ymanusupoanHoe mAb nporus DLL3 HIL2 ananu3upoBaid MOCPEnICTBOM
MPOTOYHOW LUTOMETPHUH IO €ro CrIocOoOHOCTH CBsi3biBaTh DLL3 KJIETOYHOW MOBEPXHOCTH.
Ony6nukoBano, urto kierku SHP-77 skcmpeccupytor DLL3  (Barretina et al., Nature
483(7391):603-7 (2012)) u Takum obOpa3oMm, X ucnojb3oBaIM B aHamuse. Kmerku SHP-77
(ATCC# CRL-2195) (14000 kneTok Ha JIyHKY B 96-TyHOYHOM ILJIAHIIET) HHKYOHpOBaIH JHOO0 C
PacTBOPOM OUHMINEHHOr0O MAb B pasmuuHBIX KOHLIEHTPALMSX, JUOO C KOHTPOJEM H30THIA B
cOanmancupoBaHHOM cosieBoM pactBope Xenkca (HBSS), comepskamem 0,05% a3up Hatpus u
0,1% BSA. C ucnonp3zoBanuemM koHbrorupoaHHoro ¢ PE-Cy7 BTOpUYHOro aHTUTENA MPOTHB
IgG dgenoseka, mpucyrcreue mAb Ha knerkax SHP-77 usmepsiin nocpencrsom FACS (Attune
NxT; ThermoFisher, Carlsbad, CA). Pesyabrat cBsizbiBanus ans FACS npencrasnen va UL 3.

[00227] IIpumep 6: Coopka mADb nporus CD47 ¢ ucnosb3oBaHuemM BapuadebLHOMH
o0JjiacTH TsKe10i Henu rymMaHusupoBaHHoro mAb mnporus CD47 u BapuabGenbHOMH
00J1aCTH JIerkoil enu ryMaHu3uposanHoro mAb nporus DLL3

[00228] {51 oueHKH TOTO, MOTYT Jik BapradenbHbie 00JIaCTH I'YMaHU3UPOBAHHOM JIETKOU
nern (VL) mAb nporus DLL3 u3 tabmuuer 8§ ¢popmuposats mAb ¢ BapuabenbHONH 001aCThIO
msokenoit ueru (VH) mAb nporus CD47 17C6A (onucanHoro B MexayHapOIHOM MaTEHTHOM
3asiske No. PCT/US18/44384), rymanuszupoBaHHbIe TocaenoBaTebHOCTH obnactu VH 17C6A,
npeacrasieHHble B Tabnuie 10, NCrnoap30Bay A SKCIIPECCUN aHTUTeNA. | yMaHU3UpPOBaHHbBIE
obmactu VL mAb nmporus DLL3 u3 tabnuus! 8 1 rymanusuposanHble obnactu VH 17C6A u3
tabmuipl 10 cnuBaiy ¢ KOHCTAHTHBIMU OOJIACTSIMH JIETKOH Lenu Kamnma U Tspkesoi nenu 1gG4
4eJl0BEKa, COOTBETCTBEHHO, U MAb skcnpeccuposanu B kinerkax 293E wnm kinerkax ExpiCHO-

S. PexoMOnHaHTHBIE aHTUTENA, TPOAYLIUPOBaHHbBIE B CycreH3uu kierok 293E mnu B KynbpTypax
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ExpiCHO-S, ounmanu ¢ ucronpzoBanneM addunaHoM XpomaTorpaduu ¢ Genkom A.

[00229] OunmmenHpie mMAb aHATU3UPOBAIM MO HMX CIIOCOOHOCTH  CBSI3BIBATH
BHekJeTouHbli omMeH CD47 (CD47(ECD)) B anammze ELISA crnepyroummm obpazom: CD47
yenoseka (ECD) (AcroBio, kar.#: CD7-HA2E9-50 mkr) B kapOoHaTHOM Oy(epe 1 MOKPhITUS
(50 mxn/nynky npu 1 MKr/mi) nokpsiBanu 96-nynounsnii niuanmer 1 ELISA B Teuenue 1 vaca
npu KOMHATHOH Temmeparype. Ilocie mpoMbIBKH, MJIaHIIET OJIOKHPOBAIN IMOCPEACTBOM 5%
BSA B TBST B Teuenue 1 yaca npu KOMHATHOH TeMIepatype U CHOBA NMPOMBIBAIN. B kaxkmyro
JYHKY TUIaHIIEeTa, M00aBJsUTM aHTHTENIO npu 5O MKI/JIYHKY B Pa3IMYHBIX KOHLIEHTPALMSIX U
UHKYOMpOBaM B TeueHWe | 9aca mpu KOMHATHOH Temmeparype. [lnaHimeT mpombIBaid, U
CBSI3bIBAHME AHTHUTENA C UMMOOMIN30BaHHBIM CD47 neTeKTHpOBaIN NOCPEACTBOM HHKYOALUHU €
anturenoMm npotuB IgG uenoBeka, KOHBIOTMPOBaHHBIM ¢ mnepokcunaszoil xpeHa (hIgG-HRP)
(ThermoFisher Scientific, kar.#: H10007) B Teuenne 60 MUHYT MpH KOMHATHOH TemrepaType.
3arem, nocse npoMbiBKU, ELISA nposiBisiin ¢ HCMONb30BaHUEM pacTBOpa AJs OAHOCTAAUMHON
nerekunu (ThermoFisher Scientific, kat.#: 34028) 1 u3MepsIM KaK ONTHYECKYIO TUNIOTHOCTD NPU
450 um. 3Hauenust ECsy mst CBsI3bIBaHUS MOKa3aHbl B Tabmuie 11. DTH JaHHBIE MTOKA3BLIBAIOT,
YTO TYMaHHU3UPOBAHHBIE JIETKUE Lenmu aHtutena npotuB DLL3 moryT oOpa3oBbeiBaTh Mapel €
I'YMaHU3UPOBAHHBIMU TspKeNbIMUM mersiMu 17CO6A st ¢opmupoBanus mAb ¢ cuIbHON

appunnocTero st CD47.

[00230] Tabmmua 10: ITocnenoBaTenpHOCTH BaprabeTbHbIX oOmacreit
I'YMaHU3UPOBAHHON Tspkenol nenu mAb nporus CD47
O603Ha SEQ ID
yeHHe VH NO:

QVQLVQSGAEVKKPGSSVKVSCKASGYTFTSYWMHWVRQAPGQGLE
KH1  [WIGNIDPSDSETHYAQKFQGRATLTVDKSTSTAYMELSSLRSEDTAVY (175
YCAGTDLAYWGQGTLVTVSS

QVQLVQSGAEVKKPGASVKVSCKASGYTFTSYWMHWVRQAPGQGL
KH2  [EWIGNIDPSDSETHYAQKFQGRVTLTVDKSTSTVYMELSSLRSEDTAV (176
YYCAGTDLAYWGQGTLVTVSS

EVRLSQSGGQMKKPGESMRLSCRASGYTFTSYWMHWVRQAPGRRLE
KH3  [WIGNIDPSDSETHYARKFQGRATLTVDKYSDTAFLELRSLTSDDTAVY (177
YCAGTDLAYWGRGAPVTVSS

[00231] Tabnuna 11: 3nauenus ECsy ans csizpiBanms CD47 rymaHuzupoBaHHBIMUA MADb
npotuB CD47 B ananmuze ELISA

mAb ID EC50 (1M)
KHILI 1,17
KHIL2 0,64
KHIL3 0,76
KH2L1 0,19
KH2L2 0,18
KH2L3 0,09
KH3L1 0,09
KH3L2 0,08
KH3L3 0,18
KH3L4 0,08
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KHIL1 ortHOocutcs k mAb c¢ BapuabenpHON oOnacteio Tspkenmort nern KHI1 nu
BapuabenpHON oOnacThio Jierkod wenmu L1; nist Bcex ApPYrMX TyMaHU3UPOBaHHBIX MADb B
TabJIUIEe IPUHATO TAKOE K€ MPABUIIO HAMMEHOBAHUS.

[00232] IIpumep 7: Dkcnpeccusi U OUYHCTKA OHcenU(PUYIECKHX AHTHTE], HeCyIuX
0o0myIo0 JIerkyo uenb

[00233] Kak ynmomsiHyTO BbIlie, DLL3 monmaeTcst AeTeKIMM HAa TMOBEPXHOCTH KIJIETOK
omyxoJsieil MeJKokJIeToyHoro paka Jjierkoro (SCLC) m KpynmHOKJIETOYHOH HEHpOIHIOKPUHHOH
kapiuHoMbl (LCNEC) (Saunders et al., Sci Transl Med 7(302):302ral136 (2015) u Sharma et al.,
Cancer Res 77(14):3931-41 (2017)). Kpome Toro, CD47, onocpenyrouiuii CUTHAJI «HE €Ilb
MEHsT», CBEPXAIKCIPECCUPOBAH BO MHOXecTBe omyxoJjield, Takux kak SCLC (Weiskopf et al., J
Clin Invest 126(7):2610-2620 (2016)). bucnenmduueckoe aHTUTEIO C OJHUM ILIEYOM,
ceszpiBatomuM CD47, u npyrum tuiedoMm, cesisbiBaroium DLL3 (HasBaHHOe OucnenupuyecKum
anTutesioM npotus CD47/DLL3), MOKHO HUCHONB30BATh sl M30MPATENbHOTO HALCTUBAHUS HA
KJIETKY, SKCIpecCUpyroIyr o0a aHtureHa. Cas3biBaHMe OHCIENU(PHYECKOTrO aHTHTENA C
o0OMMH aHTHI€HaMH HA OOHOW W TOH K€ KJIETKE MOXKET TNPHUBOAWTH K YBEIUYCHHOM
apPUHHOCTH, TO CPaBHEHUIO C JIOOBIM IuIedoM, Omarozmapst aBUAHOCTH. OJKHIAKOT, YTO
Oucrieruyueckoe AHTHTENIO MOXET HUMeTb Oojee crnabyi aKTUBHOCTb IPOTUB KIETOK,
skcnpeccupyromux Tonbko CD47 (Ho He DLL3) u3-3a OTCYyTCTBUS aBUAHOCTH. JTO MOMOTaeT
n30eraTh HalENIMBAHMS HAa HOPMAJbHBIE KIETKH, SKCIPECCHPYIOIIUE ONpeAeSeHHbIE YPOBHU
CD47, bucnienn(puyeckoro aHTUTENA, U YBEJIMYUBATh €r0 O€30MacHOCTh W/HITH MTEPEHOCUMOCTb.
bucnennduueckoe antureno mnpotuB CD47/DLL3 moxer wu3buparenpbHO ONOKHPOBATH
B3aumozeiicteue CD47/SIRPa Ha xierke, skcmpeccupyromei kak CD47, tak u DLL3, u
AKTUBUPOBATb BPOXKACHHYI0 HMMMYHHYIO CHUCTEMY MPOTHUB 3TOH KJIETKHM, TaKOM Kak KJeTKa
3JI0Ka4eCcTBeHHOW omyxomnu. Takum obpasom, Oucnenuduyeckoe antureno nporus CD47/DLL3
MOXET MpencTaBisATh codoit addexTuBHOe TepaneBTuueckoe cpencrtso nporus SCLC, LCNEC
U APYTUX OIMyXOJeH, SKCIPECCHUPYIOIUX 3HauuTeNbHble ypoBHH kKak CD47, tak u DLL3 Ha
KJIETOYHON MOBEPXHOCTH.

[00234] CxonctpyupoBano Oucnenupuueckoe antureno nporus CD47 u DLL3 ¢
UCTIONIb30BaHUEM BapuabenbHON 00J1aCTH TyMaHU3UPOBAaHHON Tspkenon uenu H1 u3 Tabmmueb! 7,
BapuadepbHONW O0OJACTH TyMaHM3UpPOBAaHHOW Tspkenod wnemn KH2 w3z tabmuubr 10 u
BapuadepbHON 00IaCTH 'YMaHU3UPOBAHHOM Jierkor nenu L2 u3 tabmunet 8. O6nmactu CDR nmst
oucneuupuyeckoro mAb KH2/H1/L2 npencrasnens! B Tabnuie 12 u Tadnuue 13. O6nactu VH
u VL Oucrienuduueckoro aHTUTENa CIMBAIU ¢ KOHCTAHTHBIMU obnactsamu Tspkenon nernn 1gGl
U Jerkoi uenu kamma, coorsercrBeHHO. HC, conepkamas KH2, numeer mytaumo T366W st
dbopmupoBanus «BbicTynay, 1 HC, conepxamas H1, umeer myrauuu T366S, L368A u Y407V
1t pOPMHUPOBAHUS «BITAJAMHBDY, TaK YTOOBI OJaronpusTCTBOBATH (POPMHUPOBAHUIO U3 TSIKENBIX
uenel oucnenuduueckoro anrurena ¢ rereporumepHsivu HC (KH2/H1), a He romogumepHBIMU
HC (KH2/KH2 wmu HI1/H1). Ilonyuennoe Owucnenuduueckoe antureno (KH2/H1/L2),
Ha3BaHHOe BAI1, nOmMomHUTENPHO MOIU(HUIMPOBAIN IOCPEACTBOM BBEACHUS LHCTEHHOBOM

myTaru S354C B HC anturena nporus CD47 (KH2) u uucrennosoi myranmu Y349C B HC
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aaturena npotuB DLL3 (H1) ana crabunuzanuy reTepoOAMMEPHOTO CIAPUBAHUS TSKENBIX
neriei KH2 u H1 (Merchant et al. Nat. Biotechnol. 16(7):677-81 (1998)). IlonyuenHoe
oucnerduueckoe anrureno HazsaHo BA1(C). Bapuabenpubie obnactu BA1 Takxke cnuBamm ¢
kapkacom IgG4 ¢ TakumMu ke UUCTeMHOBbIMM MyTauusMu B BAI(C) ana nonydeHus
oucnermduueckoro anrurtena, HazpaHHoro BA4(C). OpHoBpeMeHHas SKCHpeccHs IBYX
TSDKEJNBIX 1IeTIed U JIETKOW LENH B OJHOW M TOW e KJIETKe MPUBOAMIA K SKCIIPECCUH U COOpKe
JKeJlaTeJIbHOro Oucrmenuduueckoro aHtutena, cogep:kamiero miedo nporus CD47 u miedo
npotuB DLL3. Pasnuunbie cootHomenuss JIHK Tspkenpx wnenel  MCroOnb30Balvd IS
ONTUMH3AIMU SKCIIpeccur. bucnenuduueckue aHTUTENA MPOAYLHPOBAIHN B CYCHEH3UH KJIETOK
ExpiCHO-S u ouunmanu ¢ wucnogp3oBaHueM adpuHHOH Xpomartorpapuu ¢ Oenkom A u
MOHOOOMEHHOH XpomaTtorpapuu.

[00235] Tabmuua 12: O6nactu CDR 1-3 Tspkeneix uenei w1 oOlieid JIErkOoW Lenu s

oucnenupUIECKUX aHTUTE

CDR1 (SEQ ID NO:) CDR2 (SEQ ID NO?) CDR3 (SEQ ID NO»)
KH2 GYTFTSYW (178) IDPSDSET (179) AGTDLAY (180)
H1 GYTFTSYV (181) INPYNDAT (182) ARGGYDYDGDY (183)
.2 QNINVW (184) KAS (185) QQGQSYPFT (186)

CDR onpenensinu ¢ ucnosip3oanueM criocodba IMGT.
[00236] Tabmuua 13: O6mactu CDR 1-3 Tspkenslx neneid u oOLiel JIErKOW Lenu aJis

oucnennpUIECKUx aHTUTE

CDR1 (SEQ ID NO3) CDR2 (SEQ ID NO:) CDR3 (SEQ ID NO:)
KH2 [SYWMH (187) NIDPSDSETHYAQKFQG (188) [TDLAY (189)
H1 SYVMH (190) YINPYNDATKYARKFQG (191) |GGYDYDGDY (192)
L2 HASQNINVWLS (193) [KASNLHT (194) QQGQSYPFT (195)

CDR HC u LC onpenensinu ¢ ucnojb3oanueM crocoda Kabat.

[00237] IIpumep 8: XapaxkTepuzanus 6ucnenupuIecKHX AHTUTE

[00238] OuwnineHHble OucnenU(pUUECKHe aHTUTENA AHATU3UPOBATH B MOCTHKOBOM
aHanmuze ELISA, 4ToObl mokaszaTh, 4TO Oucnenuduueckoe aHTHTENO MOXKET CBs3bIBaTh 00a
aHTUreHa B ogHo u TO ke Bpems. FLAG-huDLL3 uenoBeka B kapOoHaTHOM Oydepe mis
nokpbrtus (50 Mxn/nysky npu 0,25 MKr/mi) nokpbiBaiu 96-nyHouHbIH miaHmer st ELISA B
TeyeHue | yaca mpu KOMHATHOU Temrieparype. [lnanimer 6iokupoBanu nmocpeacrsom 5% BSA B
TBST B Teuenue 1 yaca mpu KOMHATHOM TeMrieparype. B kaxayro NyHKy MiaHieTa, 100aBisuu
oucnermuueckoe mAb (50 MKI/IYHKY B pPa3iUYHBIX KOHLEHTPALMSIX) U WHKYOHMpOBaJIH B
TedeHne | waca mpu KoMHaTHOH Temneparype. [locie npoMbIBKH, OHMOTHHHIMPOBAHHBINA
BHeksieTouHbld noMeH (ECD) CD47 uenoseka (AcroBio, kar.#: CD7-H82E9) nobapnsiim B
kKakayro JayHky (50 wmxn/mynky npu 0,05 MKIr/mMi) u UHKYOMpPOBAJ M TMPU KOMHATHOH
temneparype B Tederne 60 MuHyT. [InaHIIeT npoMbIBaIH, U CBSI3bIBAHNE OMOTHHUIIMPOBAHHOTO
CD47 ¢ nMMOOMIM30BaHHBIM OUCHEIM(PUIECKUM AHTHTEJIOM JETEKTHPOBAIH IOCPEICTBOM
noOaBJieHHUs] KOHBIOTUPOBAHHOTO C Mepokcuaa3on xpeHa crpenrtaunuHa (JIR, xar.#: 016-030-
084) n nHKyOaIuy MpU KOMHATHOH TemnepaType B TeueHue 60 MUHYT. 3aTeM, IOCie MPOMBIBKH,

ELISA mposiBJsuIM ¢ UCTIONB30BAHUEM pacTBOpa Juisl ogHocTaauitHon aerexkuuu (ThermoFisher
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Scientific, kar.#: 34028) u uU3MepsIM KaK ONTHYECKYIO IUIOTHOCTH mpu 450 HM. Pesynbrars
moctukoBoro aHanusa ELISA mnsa 6ucneunduuecknx anruren BA1 u BA1(C) mpencrasneHs
Ha OUI". 4A; pesynbratr MocTukoBoro ananusa ELISA mis BA4(C) npencrasnen na ®UIL. 4B.

[00239] Bucnenuduueckne aHTUTENa AHATU3UPOBAIN MO UX CIMOCOOHOCTH CBS3BIBATH
CD47(ECD) umu DLL3(ECD)-6His (R&D, xar.#: 9749-DL-050), uMMOOMIH30BaHHBIE Ha
OOBIMHBIX MJIM TOKPBITBIX HUKeNeM IulaHimerax, B aHamuse ELISA. Pesynbpratel anammsa
cszpiBaHusl CD47 nnsa Oucnenmnduuecknx anruten BA1l, BA1(C) u BA4C npencraBneHs! Ha
OUT". 5 (CD47(ECD) nokpsIThl 00bI4HBIE TUTaHIIETHI). McxonHoe mAb nporus CD47 KH2L.2
(ormeuenHoe kak ucxogHoe mAb mporuB CD47 na ®UI'.) B kapkace IgG4 ucnonb3oBanu B
Ka4yecTBe KOHTpPOJsi. Pe3ynbrarhl aHanmuza cBsidbiBaHus DLL3 nnst Oucnenudpuyeckux aHTHTEN
BA1 u BAI(C) npencrasnensl Ha OUT. 6A (DLL3(ECD)-6His mOKpBHIT OOBIMHBIN MJIAHINET);
pesyabrar aHanusa cBs3biBaHus DLL3 ams BA4(C) npeacrasinen na ©UI. 6B (DLL3(ECD)-
6His mMMOOMIM30BaH Ha MOKPBHITOM HHKeJeM IutaHiere). Mcxogroe mAb nporus DLL3 H1L2
(ormeueHHoe kak ucxogHoe mAb mporuB DLL3 na ®UI'.) B kapkace 1gG4 ucnonb3oBanu B
KadecTBe KOHTpoysi. Pesymbrarel Ha @UI. 5 mokaszanm, uro Oucnenuduyeckue aHTHUTENA,
uMmeromre ogHo twiedo npotus CD47, sismuck criocobubiMu cBsibiBaTh CD47, HO ¢ Oonee
Huskol adpdurHOCTHIO, yeM ncxonuoe mAb KH2L.2, umeromnee nsa miueda npotus CD47 (OUT.
5). IlogoOHeIM 0oOpa3om, pesyiabratel Ha OUI. 6A u 6B mnokaszamu, yro Oucneuupuyeckue
aHTHUTEJa, UMEIoLIe ONHO Tieuo npotuB DLL3, umenn 6osee cimaboe csizpiBanue ¢ DLL3, mo
cpaBHeHHUIO ¢ ucxoausiM mAb nmporus DLL3 H1L2, umeromum nBa nneda nporus DLL3.

[00240] Bbucnenuduyueckne aHTUTENa AHATU3UPOBAIU MO UX CIMOCOOHOCTH CBS3BIBATH
kak CD47(ECD), tak u DLL3(ECD)-6His, xorma OHH OIHOBPEMEHHO MMMOOWJIM30BaHBI Ha
OHOM M TOM >xe ruaHmere (50 Mxn/nynky npu 20 HM nist oOoux aHTHreHoB). Pesynbrarsl
aHamu3a ces3biBanuss CD47/DLL3 nns Oucneumpuyeckux anturen BA1, BA1(C) u BA4(C)
npencrasyieHsl Ha QUL 7.

[00241] Bucnenuduyeckue aHTUTENA aHAIU3UPOBAIM TAKKE IO HX CIIOCOOHOCTH
onoxkupoBarh B3aumoneiicteue CD47/SIRPa B anamuze ELISA. CD47 (ECD) uenoseka
(AcroBio, kar.# CD7-HA2E9-50 mxr) npu 1 Mkr/mi B kapOoHaTHOM Oydepe it TOKPBITUS
noKpeIBaK 96-nyHouHbldd miuanmer (50 mxn/nyHky) npu 4°C B TedeHue Houu. IlmaHmer
onokuposanu nocpenctsoM 5% BSA B TBST B Teuenne 1 yaca mpu KOMHATHOH Temmeparype.
bucnennduueckoe u ncxogHoe mMAb B pasmUUHBIX KOHLEHTPALMSX NOOABJISIN B IUIAHIIET H
UHKYOMpPOBAaJM TPU KOMHATHOW Temriepatype B TedeHne 30 MHUHYT. BHEKIETOUHBIH nOMEH
(ECD) SIRPo, cnutbiii ¢ mbinubabiM Fc (AcroBio, kar.#: SIA-H52A8-100 mkr), nobasmsuiu B
KXY JYHKY (50 MKI/nyHKY npu 1 MKI/MIT) 1 HHKYOHpPOBAJIM MPU KOMHATHOM TEMITEpaType B
teyenrne | uaca. Ilmanmer npombiBanu, u cBs3biBanre SIRPo ¢ mvMmobunuzoBanHbiM CD47
JETeKTUPOBAIM TOCPEACTBOM aHTUTena npotuB IgG  MblM, KOHBIOTHPOBAHHOIO C
nepokcunasoit xpena (mIgG-HRP) (ThermoFisher Scientific, kar.#: A16084) ¢ unkybauueii B
TedeHue 1 yaca mpu KOMHATHOH Temmeparype. 3aTeMm, nocie npombiBku, ELISA mposisiiu ¢
UCTIOJIB30BAaHUEM pacTBopa st omHoctaamitHoi perekiuu (ThermoFisher Scientific, kar.#:

34028) u u3MepsAnM Kak ONTHUYECKYIO IUIOTHOCTb mpHu 450 HM. B cOOTBETCTBHMH C JaHHBIMU



66

anamu3a cesspiBaHuss CD47 B ELISA, Oucnenmduueckne Ab HMEOT yMEHBLIEHHYIO
cnocobnocTe OsokupoBath B3aummozeiictue CD47/SIRPa B stom koHTekcre (DU, 8A).
Amnanu3 nposoxuimm takke, koraa oba CD47(ECD) u DLL3(ECD)-6His Oput OZHOBpEMEHHO
MMMOOMIM30BaHbl Ha OJHOM M TOM >K€ IulaHmere B cootHomenun CD47:DLL3 2:1 (50
MkJ/nyHky ¢ CD47 mpu 40 M u DLL3 npu 20 HM) B Teuenue 1 waca mpu KOMHATHOMN
TeMmmeparype, U IUIaHIIeT OnokupoBanu nocpeactsoM 5% BSA B DPBS. B Ttakux ycioBusix,
Oucnerppuueckue Ab uMenu CXOOHYHO CIOCOOHOCTh OJIOKMPOBATH B3aUMOJEHCTBUE
CD47/SIRPo, no cpaBHeHUI0 ¢ ucxogHbiM mAb mporus CD47 (OUI. 8B), yto mo3BojsieT
NPEATOoJaraTh, 4TO CBA3bIBAHME ¢ UMMOOMIN30BaHHbIM DLL3 Ha miaHmere mocpeacTBOM Iieya
nporus DLL3 kaxporo u3 Owucnenudpuyecknx Ab BHOCUT BKJIan B OJOKHpOBaHUE
B3aumozaeiicteust CD47/SIRPa.

[00242] Bucnenuduyeckue aHTUTENA AHATU3UPOBANN MO UX CIMOCOOHOCTH CBS3BIBATH
kietkn Raji, He umeromue nmoxpnaromeiicss nerekiuu sxcnpeccun DLL3. Knerku Raji (14000
KJIETOK Ha JYHKY B 96-TyHOYHOM IUIaHIIETe) WHKYOHpOBaIK JHOO C PacTBOPOM OYHINEHHOI'O
MADb B pa3MYHBIX KOHLEHTPALMSAX, JIMOO ¢ KOHTPOJIEM H30THNA B COATAHCUPOBAHHOM COJIEBOM
pactBope Xenkca (HBSS), comepxkamem 0,05% asun nHatpust u 0,1% BSA, mpu komHaTtHOMU
temneparype B Tederne 30 munyT. Ilocie nHKyOannu, IIaHIIEThl MPOMBIBAIIM TPU Pa3a TEM XKe
oydpepom. C ucnonpzoBanreM koHbrorupoBaHHoro ¢ PE-Cy7 Bropuunoro anturena npotus IgG
yenoBeka, npucyrcrsue mAb Ha kierkax Raji usmepsiin nocpencrsom FACS (Attune NxT;
ThermoFisher, Carlsbad, CA). Pe3ynbrar ananuza cesizeiBanus ans FACS npencraBneH Ha
OUr. 9.

[00243] CesspiBanue Oucnennpuyeckoro mAb BA1(C) u 1ByX HCXOIHBIX KOHTPOJIbHBIX
mAb ¢ xnerxkamu SHP-77 TtectupoBamu B NPUCYTCTBUM WM B OTCYTCTBHE OJIHOIO W3
KOHKypupyromux F(ab’)2’: ucxomHoro F(ab’)2 mporuB DLL3 (koHeuHass KOHLEHTpauus B
aHanmuse cocrasisuia 25 MkM) u ucxoxHoro F(ab’)2 mporus CD47 (koHeuHast KOHLIEHTPALUS B
aHamm3e cocraBmsuia 10 MxkM). F(ab’)2’ mnonywanmu w3 mAb ¢ HMCHOJB30BaHUEM
ummobum3oBanHoro mnerncuna (Thermo Fisher Scientific, xar.: #20343), B COOTBETCTBHHU C
WHCTPYKIMEeH, W ouuinainud. Pe3ynbTaT aHaiu3a CBs3bIBaHUS mpexacTtaBieH Ha OUI. 10.
Wnrubuposanne cps3piBanusi BA1(C) ¢ knerkamu SHP-77 mocpencrBom obomx F(ab”)2’
NOKAa3bIBAET, 4TO Mieun kak npotuB CD47, tak u nporus DLL3 Oucneunduyeckoro anrurena
BHOCST BKJIaJl B €ro CBsi3bIBaHUE C kieTkamu SHP-77.

[00244] Bucnenuduyeckue aHTHTENAa TECTHPOBAIN MO HX CIOCOOHOCTH CBSI3BIBATH
spurporutsl (RBC) venoseka u siBaHckoro makaka. 14000 RBC pecycnienguposanu B 20 MK
oydepa st FACS (1X HBSS (Thermo Fisher Scientific, kar.#: 14175079) ¢ 0,1% BSA u 0,05%
asupa HaTpusi), COAepIkallero pasBeneHHble mAb, u uHKyOuMpoBanmM TpU KOMHATHOH
temneparype B TedeHne 30 muHyT. [locne wmHkyOaumu, miaHIEeTbl NMPOMBIBATM TPU pasa
oydepom st FACS, u kiieTku pecycrieHaupoBain ¢ KoHborupoBanHbM ¢ PE-Cy7 BTOpUYHBIM
anturenom npotus IgG-Fc uenoseka (BioLegend, kat.#: 409316) u unkyOupoBanu B Te4eHUE
15 MuHYT npu KOMHAaTHOM TemmnepaTrype B TeMHOTe. IlnaHimers! npoMbiBanu 2x Oydepom ans

FACS. Knerku pecycneHAUpOBaIM U MEPEHOCHWIM B 384-IyHOYHBIN IUIAHLIET JJIs aHAIU3a C
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UCIOJB30BaHuEM IporouHoro uuromerpa Attune NxT. Ha ©®UI. 11A-11C noxasaHo
cBsi3bIBaHUE Omcrienuduueckux anturen c¢ spurpountamu (RBC) uenoseka npu cremyrommx
KOHUIeHTparusx mAb: 1600 uM (PUI'. 11A), 533 uM (PUI. 11B) u 178 sM (PUI. 110).
Hcxonuble anturena npotus CD47 u nmpotus DLL3, u uzoruns! IgG1 u IgG4 ucnonszosanu B
Ka4eCTBE KOHTPOJIS.

[00245] Crneunanucty B HaHHOW OOJACTU MOHSITHO, YTO M3MEHEHHUS MOKHO BHOCHTH B
BApUAHTBl OCYINECTBJICHMS, OIMCAHHBIE BbIIIE, ©0€3 OTKJIOHEHHWS OT HX IIHPOKOrO
n300peTaTeNbCKOro 3aMbicia. [IOHATHO, TakuM 00pa3oM, YTO 3TO U300pPETeHHE HEe OrPAaHHUUYEHO
KOHKPETHBIMH OINMCAHHBIMU BaPUAHTAMH OCYLIECTBJICHHs, HO MPEIHA3HAYEHO JUIS BKJIIOUEHHS
MonudUKaMid B Mpeaenax CouepkaHus 1 o0beMa HACTOSIIEr0 U300PETeHNs], KaK OMpPeneIeHo

MOCPEACTBOM HACTOALIETO OMMUCAHUS.
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OOPMYJIA N30BPETEHUA

1. BplaeneHHO€  MOHOKJOHajdbHOE  aHTuTeno npotuB DLL3  wiu  ero
AHTUTEHCBS3BIBAIOIIUN (parMeHT, CoAepIKalue ONMPEeAesIOLIYI0 KOMITIEMEHTAPHOCTh 00JIacTh
1 soxenoit nenu (HCDR1), HCDR2, HCDR3, onpenenstoimyo KOMIIEMEHTapHOCTb 00sacTh 1
nerkoit nenu (LCDR1), LCDR2 u LCDR3, umerouye MOJUNENTHIHbIE MOCIEA0BATEIbHOCTH
u3:

a. SEQ ID NO: 25, 26, 27, 61, 62 u 63, COOTBETCTBEHHO;

b. SEQ ID NO: 28, 29, 30, 64, 65 u 66, COOTBETCTBEHHO,

c. SEQ ID NO: 31, 32, 33, 67, 68 u 69, COOTBETCTBEHHO,

d. SEQ ID NO: 34, 35, 36, 70, 71 u 72, COOTBETCTBEHHO,

e. SEQ ID NO: 37, 38, 39, 73, 74 u 75, COOTBETCTBEHHO,

f. SEQ ID NO: 40, 41, 42, 76, 77 u 78, COOTBETCTBEHHO,

g. SEQ ID NO: 43, 44, 45, 79, 80 u 81, COOTBETCTBEHHO;

h. SEQ ID NO: 46, 47, 48, 82, 83 u 84, COOTBETCTBEHHO,

i. SEQ ID NO: 49, 50, 51, 85, 86 u 87, COOTBETCTBEHHO,

J- SEQ ID NO: 52, 53, 54, 88, 89 u 90, COOTBETCTBEHHO,

k. SEQ ID NO: 55, 56, 57, 91, 92 u 93, COOTBETCTBEHHO, WJTH

1. SEQ ID NO: 58, 59, 60, 94, 95 u 96, COOTBETCTBEHHO,

I7le aHTHUTEJIO WIM €ro aHTUTEHCBSI3bIBAIOLINI (parMeHT crerupuyecku CBSI3bIBACT
DLL3, npennoututensHo, DLL3 yenosexa.

2. BblgeneHHOe — MOHOKJIOHAJbHOE  aHTuUTeno  nportuB  DLL3  wmm  ero
AHTUTE€HCBS3BIBAIOIIUN (PparMeHT, COIepIKallie ONPEeAesIOLIIYI0 KOMITIEMEHTAPHOCTh 00JIacTh
1 Tsoxenoit nenu (HCDR1), HCDR2, HCDR3, onpenensitoinyo KOMILUIEMEHTapHOCTb 00acThb 1
nerkoit nenu (LCDR1), LCDR2 u LCDR3, umerouye MOJUNENTHIHbIE MOCIEA0BATEIbHOCTH
u3:

a. SEQ ID NO: 97, 98, 99, 133, 134 u 135, COOTBETCTBEHHO;

b. SEQ ID NO: 100, 101, 102, 136, 137 u 138, COOTBETCTBEHHO;

c. SEQ ID NO: 103, 104, 105, 139, 140 u 141, cOOTBETCTBEHHO;

d. SEQ ID NO: 106, 107, 108, 142, 143 u 144, COOTBETCTBEHHO;

e. SEQID NO: 109, 110, 111, 145, 146 u 147, COOTBETCTBEHHO;

f. SEQ ID NO: 112, 113, 114, 148, 149 u 150, COOTBETCTBEHHO,

g. SEQ ID NO: 115, 116, 117, 151, 152 u 153, COOTBETCTBEHHO;

h. SEQ ID NO: 118, 119, 120, 154, 155 u 156, COOTBETCTBEHHO;

1. SEQ ID NO: 121, 122, 123, 157, 158 u 159, cOOTBETCTBEHHO;

J- SEQ ID NO: 124, 125, 126, 160, 161 u 162, cOOTBETCTBEHHO;

k. SEQ ID NO: 127, 128, 129, 163, 164 u 165, cOOTBETCTBEHHO, WA

1. SEQ ID NO: 130, 131, 132, 166, 167 u 168, COOTBETCTBEHHO;

I7le aHTHUTEJIO WM €ro aHTHICHCBS3bIBAIOLINI (PparMeHT creruuyecku CBSI3bIBACT
DLL3, npennouturensHo, DLL3 yenosexa.

3. BbloeneHHOe — MOHOKJOHajdbHOe  aHTuTreno nporus DLL3  wmm  ero
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aHTUTeHCBs3bIBAOIUN (pparMenT o 1.1 wiu 2, coneprkaiue BapuadbenbHy0 00JacTh TSKEOH
LeTIH,
unearnanyio SEQ ID NO:1, 3, 5, 7, 9, 11, 13, 15, 17, 19, 21 umu 23, win BapuabeabHYIO

00J1aCcTh JIErKOMH ey, MMCIOIIYI0 MOJUIICTITUAHYI0 MOCICA0BATCIIBHOCTD, I10 MEHbIIIEH MEPE Ha

UMEIOLIYI0 TOJUNENTHIHYIO IOCJIe0BaTeNIbHOCTb, IO MeHblleli Mepe Ha 95%

95% unentuunyto SEQ ID NO:2, 4, 6, 8, 10, 12, 14, 16, 18, 20, 22 unu 24.

4. BrigeneHHoe — MOHOKJOHaNbHOEe — aHTuTeno  nporuB  DLL3  wumm  ero
AHTUTEHCBSI3BIBAIOIIM (PparMeHT 1o JodoMy u3 mi. 1-3, cogeprkaiue:
a. BapualenbHYH0O  OONACTh  TSDKENOH  Lenu, HMMEILYK  MOJUNENTUIHYEO

nocienosarenbHocTh U3 SEQ ID NO:1, u BapuabenbHyr0 00NacTh JIErKOH

MOJIMMENITHIHYEO TTocienoBarenbHocTh u3 SEQ ID NO:2;
b.

nocaenoBarenbHOCTh U3 SEQ ID NO:3,

BapuabenbHYI0  O0NaCTh  TSDKENOH  IemH,  MMEIOLIYIO

U BapuabenbHyI 00JacTh JIETKOH
MNOJUMNENTUIHYIO nocienoBaTenbHocTh U3 SEQ ID NO:4;
c. BapuabenpHYI0  00NacTh  TSDKEJIOH

Leny, HUMEILIyIo

nocienosarenbHocTh U3 SEQ ID NO:S, u BapuabenbHy0 00NacTh JIErKOH
NOJUMNENTUIHYIO nocienosaTtenbHocTh U3 SEQ ID NO:6;
d.

nocnenoBarenbHOCTh U3 SEQ ID NO:7,

BapuabenbHYI0  OONAacCTh  TSDKENOH  Iemu,  MMEIOLIYIO

U BapuabenbHyI 00JacTh JIETKOH
NOJUNENTUIHYIO nocienosaTenbHocTh U3 SEQ ID NO:S;
e. BapuabenpHYI0  00NacTb  TSDKEJIOH

Leny, HUMEILIYI0

nocnenosarenbHocTh U3 SEQ ID NO:9, u BapuaOenbHyr0 00NacTh JIErkon
NOJIMNENTUHYIO nocienosaTenbHocTh U3 SEQ ID NO:10;

f.  BapmalGenpHyro  00JacTb  TKENOH  LeMH, HMEIOLIYIO
nocnenosarenbHOCTh 13 SEQ ID NO:11, u BapuabenbHyro 001acTh Jerkon
NOJIUMENTHIHYIO nocaenosarenbHocTs 3 SEQ ID NO:12;

g.

nocienosarenbHocTh 13 SEQ ID NO:13, u BapuabenpHyro 00JacTh JIETKOH

BapuabenpHyr0  00JacTh  TSDKENOW — LenH,  UMEIINYIo

MOJIUNENTHIHYIO nocienosaTenbHocTh U3 SEQ ID NO:14;
h.

nocienosarenbHocTh 13 SEQ ID NO:15, u BapuabenpHyro 00JacTh JIETKOH

BapuabenbHYI0  O0NacTh  TSDKENOH  IenH,  MMEIOLIYIO

NOJUNENTUIHYIO nocienosaTenbHocTh U3 SEQ ID NO:16;

i.  BapmalespHYH0  O0NAaCTh  TSDKEJIOH  LemH,  MMEIOLIYIO

nocaenosarenbHocTh 13 SEQ ID NO:17, u BapuabenpHyr0 00acTh JIETKOH
NOJUMNENTUIHYIO nocienosaTenbHocTh U3 SEQ ID NO:18;

j. BapuabespHy0  O0JacCTh  TSDKEJIOH  LenH,  HMMEIOLIYIO
nocaenosarenbHocTh 13 SEQ ID NO:19, u BapuabenpHyr0 00acTh JIErKOH
NOJIUMNENTUIHYIO nocienosaTenbHocTh U3 SEQ ID NO:20;

k.

nocaenosarenbHocTh 13 SEQ ID NO:21, u BapuabenbHyro 00acTh JIErKOH

BapuabenbHYI0  OONAacTh  TSDKENOH  Lemu,  MMEIOLIYIO

MOJIMMENTUIHYIO nTocnenoBarenbHocTh u3 SEQ ID NO:22; unn

e, UMEOIIYIO

MOJIUNIETITUAHY O

LeNH, UMEIOIIYIO

MOJIUNICIITUAHY O

LeNH, UMEIOILYIO

NMOJIUNEITUAHY IO

L[N}, UMEIOIIYIO

MOJIUIICITUAHY O

L[eNH, UMEIOILYIO

MOJIMNEITUAHY IO

LIeTTH, MMEIOIIYIO

MOJIMIICIITUAHY O

LeNH, UMEIOIIYIO

MOJIUNIETITUAHY O

LeNH, UMEIOIIYIO

MOJIUNIEITUAHY O

LeNH, UMEIOIIYIO

NMOJIUNIEITUAHY O

LeNH, UMEIOIIYIO

NOJIUNIEITUAHY IO

LeNH, UMEHOIIYIO
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l.  BapmabenpHy0  O0JAacCTh  TSDKEJIOH  LenH, WMLV  MOJUNENTUIHYIO
nocnenosatenbHOCTE 13 SEQ ID NO:23, u BapuabenbHyr0 00JIACTh JIETKOH LEMH, WUMEIOLIYIO
MOJIMMENITUIHYIO TTocnenoBatenbHocTh 13 SEQ ID NO:24.

5. BblgeneHHOe — MOHOKJOHajdbHOe  aHTuTreno nporus DLL3  wmm  ero
AHTUTEHCBS3BIBAIOIINI (parMeHT mo Jrobomy u3 mnm.  1-4, TAe AHTUTENO0 WM €ro
AHTUTEHCBSI3BIBAIOLINH (PPArMEHT SBJIAETCS XMMEPHBIM.

6. BrigeneHHoe — MOHOKJIOHaJNbHOE  aHTUTEeNo  nporuB DLL3  wumm  ero
AHTUIeHCBS3BbIBAIOIIMI  (parMeHT mo mobomy wu3 mm.  1-4, rne aHTHTENO WIM €ro
AHTUTCHCBS3BIBAOIIHNA (PPArMEHT SIBJISIETCS YEIOBEYECKUM HITH TYMaHU3UPOBAHHBIM.

7. BplaeneHHOe — MOHOKJIOHaJbHOE  aHTuTeno  nporuB  DLL3 wmm  ero
AHTUTCHCBS3BIBAIOIIMKA (parMeHT NO 1.6, TA€ AHTHUTENO WM €ro AHTUTCHCBS3BIBAIOIIUN
(parMeHT ConepIKuT:

(a) BapmalenmpHyr0O  OONACTh  TSDKEJIOHW  LEeNH, MMEIOMYI  IMOJUNENTUIHYIO
nocnenosatebHOCTE U3 SEQ ID NO:170, u BapuabenbHyr0 00JaCTh JIETKOH IEMH, UMEIOIIYIO
MOJIMMIENITUIHYEO TTocienoBarenbHocTh u3 SEQ ID NO:171;

(b) BapuabenpHyr0 00JacTh  TSDKENOW LMW, HMEIOLIYI  MOJUNENTUIHYIO
nocnenosatebHOCTE U3 SEQ ID NO:170, u BapnabenbHy0 00JaCTh JIETKOH LEMH, UMEIOIIYIO
NOJUMNENTUIHYIO nocienosaTenbHocTh U3 SEQ ID NO:172; unu

(c) BapmalenmpHyr0  OONACTh  TSDKEJIOHW  LEeNH, HMEIOMYI  IMOJUNENTUIHYIO
nocnenosatenbHOCTh U3 SEQ ID NO:170, u BapnabenbHyI0 00JaCTh JISTKOH LEMH, UMEIOLIYIO
NOJIMNENTUIHYIO nocnenosaTenbHocTh U3 SEQ ID NO:173.

8. BbimeneHHoe — MOHOKJOHanbHOE  aHTuTeno  nporus DLL3  wmm  ero
AHTUTEHCBSI3BIBAIOIINI (PparMeHT 1o oOoMy U3 mm. 1-7, rae MOHOKJIOHAJIbHOE aHTUTENO HIIH
€ro aHTUI'CHCBSI3bIBAIOIINI (parMeHT SBJISIETCSI CIIOCOOHBIM MHAYLHPOBATH ONOCPEIOBAHHBIM
s dexTopaMi JU3HC KIETOK ONYyXOJH, ONOCPENOBaTh IPHBJIEYEHUE KOHBIOTMPOBAHHBIX
JIEKAPCTBEHHBbIX CPENCTB, W/uiau (HOPMHUPOBATh OucrenuUUecKkoe aHTUTENO C JPYyTuM
MOHOKJIOHAJIbHBIM ~ aHTHTEJIOM MJIM AHTUTCHCBS3bIBAIOIIMM  (parmeHToM ¢  3ddexrom
YHHYTOKEHHUS 3JI0KAYECTBEHHBIX OMyXOJIEH.

9. BrigeneHHOe  MOHOKJOHajnbHOe  aHTuTeno  npotuB CD47  wmm  ero
AHTUTCHCBS3BIBAIOIIMN (PparMeHT, coaep:Kalife BapHaOeNnbHYI0 O0JNaCTh T'yMaHHU3WPOBAHHON
TSOKEJIOW [eMd MOHOKJIOHAJIBHOrO aHtutena mnpotuB CD47 wu BapuwabenbHyr0 001acTh
FYMaHU3UPOBAHHOM JIETKOM LEMUW MOHOKJIOHAJNbHOrO aHturena mnporus DLL3, roe
MOHOKJIOHAJIbHOE aHTUTENO NMpoTHB CD47 nin ero aHTUreHCBSA3bIBAIOIIUI (PPArMEHT CONEPIKUT:

(a) BapmalenmpHyr0O  OONACTh  TSDKEJIOHW  LEeNH, HMMEIOLYI  IMOJUNENTHIHYIO
nocnenosatenbHOCTE U3 SEQ ID NO:175, u BapuabenbHYI0 00JaCTh JIETKOH LEMH, UMEIOLIYIO
MOJIMMIENITUIHYEO TTocienoBarenbHocTh u3 SEQ ID NO:171;

(b) BapmabenpHyr0 00JacTh  TSDKENOW  LEMH, HMEIOLIYI  IOJUNENTUIHYIO
nocnenosatebHOCTE U3 SEQ ID NO:175, u BapuabenbHy0 00JaCTh JIETKOH LEMH, UMEIOLIYIO
MOJIMMENITUIHYIO TTocienoBarenbHocTh u3 SEQ ID NO:172;

(c) BapmalenpHyr0  OONacTb  TSDKEJIOHW MM, MMEIOUIYI  IOJUNENTUIHYIO
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nocnenosatenbHOCTE U3 SEQ ID NO:175, u BapuaOenbHy0 00JacTh JISTKOH LEMH, UMEIOLIYIO
MOJIMMIENITUIHYIO TTocienoBarenbHocTh u3 SEQ ID NO:173;

(d) BapuabenpHyr0 00JacTh  TSDKENOW  LENMH, HMEIOLIYK  IOJUNENTUIHYIO
nocnenosatebHOCTE U3 SEQ ID NO:176, u BapuaOenbHy0 00JaCTh JIETKOH LEMH, UMEIOLIYIO
MOJIMMENTUIHYIO nTocnenoBarenbHocTh n3 SEQ ID NO:171;

() BapuabenpbHyr0  OONACTh  TSDKEJIOW  LEMH, MMEIOUIYI  MOJUNENTUIHYEO
nocienosatenbHocTh U3 SEQ ID NO:176, u BapuabenbHyr0 00NaCTh JIETKOW LIETH, UMEIOIIYIO
MOJIMMENITHIHYEO TTocienoBarenbHOcTh u3 SEQ ID NO:172;

(f) BapmabenbHyr0  00NaCTh  TSKENOW  LENMH, HMEIOIIYK  MOJUNENTUIHYEO
nocnenosateibHOCTE U3 SEQ ID NO:176, u BapuabenbHyr0 00JacTh JIETKOH LEMH, UMEIOIIYIO
MOJIMMIENITHIHYEO TTocienoBarenbHOCTh u3 SEQ ID NO:173;

(g) BapualenpHyr0 00JaCTh  TSDKEJNOW  LEMH, HMEIOLIYI  MOJUNENTUIHYEO
nocnenosatebHOCTE U3 SEQ ID NO:177, u BapuabenbHYIO 00JaCTh JIETKOH IEMH, UMEIOIIYIO
MOJIMMIETITHIHYEO TTocienoBarenbHocTh u3 SEQ ID NO:171;

(h) BapuabenpHyr0  007acTh  TSDKENOW  LEMH, HMEIOLIYIO  MOJUNENTHIHYIO
nocnenosatebHOCTh U3 SEQ ID NO:177, u BapuabenbHYIO 00JaCTh JIETKOH EMH, UMEIOIIYIO
MOJIMMIENITUIHYEO TTocienoBarenbHocTh u3 SEQ ID NO:172;

(i) BapuabenpHYRO  O0NAaCTh  TSDKENOW  [EMH, HMEIINYI0  MOJUNENTHIHYIO
nocnenoBatenbHOCTE U3 SEQ ID NO:177, u BapuabenbHyI0 00JaCTh JISTKOH LEMH, UMEIOLIYIO
NOJIUNENTUIHYIO nocienosaTenbHocTh U3 SEQ ID NO:173; unu

(j) BapuabenbHyr0  O0NacTb  TSDKENOW  [EMH, HMEIOIIYI0  MOJUNENTHIHYIO
nocnenoBatebHOCTh U3 SEQ ID NO:177, u BapuaOenbHy0 00JaCTh JIETKOH LEMH, UMEIOLIYIO
NOJIMNENTUIHYIO nocaenoBaTenbHoCcTh U3 SEQ ID NO:174.

10. BelgeneHHOe  MOHOKJOHajmbHOe  aHTuTeno nporus CD47  wmm  ero
AHTUTEHCBS3BIBAIOIINI (parMeHT No 1.9, TAe aHTUTEIO WM €ro AaHTUIC€HCBS3BIBAIOLIMH
(dparmeHT siBJIsIETCS CIOCOOHBIM OJTOKUpOBaTh cBsizbiBaHne CD47 ¢ SIRPa.

11. BelgeneHHoe  MOHOKJIOHalbHOEe  aHTHTeNo npotuB CD47  wmmu  ero
AHTUTCHCBS3BIBAIOIIMKA (parMeHT 1O 1.9, rAe aHTUTENO WM €ro AaHTUTCHCBS3BIBAOIIUN
(parMeHT SBISIETCS CHOCOOHBIM WHAYIMPOBATH OMOCPEIOBAHHBIA Makpodaramu (Garouurtos
KJIETOK 3JIOKAYECTBEHHBIX ONyXOJIEH.

12. BeigenenHoe ryMaHu3npoBaHHOe Oucnenuguieckoe antuteno nporus CD47/DLL3
WM aHTHICHCBS3BIBAIOIIMN (pParMEeHT, COAepKallne MEePBBI aHTUTE€HCBSI3bIBAIOIIUI JTOMEH,
cneundudeckn ces3pBaromuil  CD47, npenmouturensro, CD47 uenosexka, u BTOpOH
AHTUTeHCBS3BIBAIOIINN TOMEH, crienuduyuecku cps3pBaromii DLL3, npennoururensao, DLL3
YeNoBeKa, I7€ TMepBbIi AHTUICHCBA3BIBAIOIIMN  JOMEH  COHEPXKUT  OMpPEHEISIOLIYIO
KOMIUIeMeHTapHOCTh oOmacte 1 Tspkenoit wenn (HCDR1), HCDR2, HCDR3, umeromue
nonunentuaHsle nociaeaosarenbHoctu w3 SEQ ID NO: 178, 179 wu 180; BTOpO#
AHTUTCHCBS3BIBAIOIIMNA JTOMEH COAEPKUT ONPEAENSIOIIYI0 KOMIUIEMEHTApHOCTh 00nacTh |
sokeson nenu (HCDR1), HCDR2, HCDR3, umeroniyie NOJUNENTUIHBIE MOCIEI0BATEIbHOCTU

n3 SEQ ID NO: 181, 182 u 183; u kaxnablii U3 MEPBOrO aHTUIE€HCBS3bIBAIOLLErO JOMEHA U
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BTOPOTO AaHTUTE€HCBS3BIBAIOIIETO JAOMEHA COAEPKUT ONpPENENAINyI0 KOMIUIEMEHTApHOCTD
oomacte 1 gerkoii memu (LCDR1), LCDR2 wu LCDR3, wumeromue MOJMUIENTHIHbBIE
nocnepoBarenbHocTr 13 SEQ ID NO: 184, 185 u 186.

13. BeigeneHHoe rymMaHu3npoBaHHOe Oucnennguyeckoe antuteno nporus CD47/DLL3
WIN aHTUI'€HCBS3BIBAIOIIMN (parMeHT, COoAepiKallie MEepBbIil aHTUTIE€HCBS3bIBAIOLIUI JTOMEH,
cnemuduyeckn cesbBaronmii  CD47, mnpeanmouturensHo, CD47 w4enoBeka, M BTOpPOM
AHTUTEHCBSI3BIBAIOLINH OMeH, crenuduuecku casspBaromuii DLL3, npennoururensro, DLL3
YyelioBeKa, TIA€ IMepBbli  aHTUIeHCBS3BIBAIOLINN  JOMEH  COHEPXKUT  ONpPENeIOINyIO
KOMIUIeMeHTapHOCTh obmacth 1 Tspkenoit wenm (HCDR1), HCDR2, HCDR3, umeromue
nonunentuaable nocinenoBarenbHoctu w3 SEQ ID NO: 187, 188 wu 189; Bropoi
AHTUTCHCBS3BIBAIOIIMIA JTOMEH COACPKUT ONPEAEISIOIYI0 KOMIUIEMEHTAPHOCTh 00nactsh |
tsokesion nenu (HCDR1), HCDR2, HCDR3, umerorniye NOJUNENTHIHbIE MOCIEI0BATEIbHOCTU
u3 SEQ ID NO: 190, 191 u 192; u kaxnplii U3 MEPBOTO aHTUIE€HCBSI3BIBAIOIIETO JOMEHA H
BTOPOTO AaHTUTE€HCBS3bIBAIOIIETO JOMEHA COAEPKUT ONpPENENAIOIyI0 KOMIUIEMEHTAPHOCTD
obmacte 1 gerkoii memu (LCDR1), LCDR2 wu LCDR3, wuMeromue MONMHUIIENTHIHbBIE
nocnenoBarenbHocTH 13 SEQ ID NO: 193, 194 u 195.

14. BeigeneHHOe ryMaHu3MpoBaHHOe Oucnenuguieckoe antuteno nporus CD47/DLL3
WM aHTUTEHCBS3bIBAIOIUN (pparmMeHT mo m.12 wnm 13, rne mepBblli aHTUT€HCBSA3BIBAIOIINN
IOMEH COAEPKUT BapHaOeNbHYI0 O00JacTbh TSDKENOW Lend, MMEIOUIYI0 MOJUIENTHIAHYIO
NOCJIEI0BATENbHOCTD, MO MeHbllell Mepe Ha 95% wugentuunyro SEQ ID NO:176, u
BapuabenbHyI0 00JacTh JIETKOH LEeNH, UMEIOIIYIO IMOJUIENTUAHYIO MOCIEeNOBATENbHOCTD, I10
MeHbled mepe Ha 95% upentuunyro SEQ ID NO:172; u rae BTOpON aHTUI€HCBSI3bIBAIOLIMIMA
JIOMEH COAEPKUT BapHaOenbHY0 O00JaCTh TSKEIOH LenmHd, HMEIOLIYI0 MOJIUNEeNTHAHYIO
IIOCJIEIOBATENbHOCT, MO MeHblnel Mepe Ha 95% wupentuunyro SEQ ID NO:170, u
BapualeNbHyI0 00JACTh JIETKOH LeNH, WMEIOLIYI0 IMOJMIIENTUAHYIO0 IOCIEeN0OBATENbHOCTD, IO
MeHblel Mepe Ha 95% unentuunyro SEQ ID NO:172.

15. BeigenenHoe rymaHusupoBaHHOe Oucnenuguieckoe antuteno nporus CD47/DLL3
WIA €r0 aHTUTCHCBS3bIBAOINUI (pparmMeHT mo modOomy u3 mm. 12-14, rae aHTUTENO WM ero
AHTUTCHCBS3BIBAIOIINN (PparMeHT SIBISIETCS CIOCOOHBIM OyiokMpoBaTh cBsizbiBanue CD47 ¢
SIRPa Ha ki1eTkax 3J10KaueCTBEHHBIX OMyXoJei, skcrpeccupyromux kak CD47, tak u DLL3.

16. BeigenenHoe rymMaHu3npoBaHHOe Oucnenuguieckoe antuteno nporus CD47/DLL3
WIA €r0 aHTUTEHCBS3bIBAOINUI (PparmMeHT no modOomy u3 mm. 12-14, rae aHTUTENO WM ero
AHTUTCHCBS3BIBAIOIINN (PPArMEHT SIBISIETCS CIOCOOHBIM HHAYLHMPOBATH OMOCPEIOBAHHBIN
Makpodaramu (paronuTo3 KIETOK 3JIOKAYECTBEHHBIX OMyXOJeH, sKkcrpeccupyromux kak DLL3,
tak u CD47.

17. BeigenenHoe ryMaHu3npoBaHHOe Oncnenuguieckoe antuteno nporus CD47/DLL3
WIA €r0 aHTUTEHCBS3bIBAOIUI (pparMeHT mo moOomy u3 mm. 12-14, rae aHTUTENO WM ero
AHTUT€HCBSA3BIBAIOIINN (PArMEHT SBIISETCS CIIOCOOHBIM CBSI3BIBATH KJIETKH 3JIOKAUECTBEHHBIX
onyxouei, skcnpeccupyromue kak DLL3, tak u CD47, co CBsI3bIBAaHUEM C 3PUTPOLIUTAMHU

YCJIOBEKAa OT MUHHUMAJIBHOI'O IO HEC NNOAAA0IICTOCA NCTCKIIWH.
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18. BrimeneHHas HYKJIEMHOBas KHUCIOTA, KOAUPYIOLAs MOHOKJIOHAJIBHOE AHTHUTEINO
npotuB DLL3 wmim ero aHTHreHCBSI3bIBAIOLINHI (PparMeHT, MOHOKJIOHAJIBHOE aHTHTEJO MPOTUB
CDA47 nnu ero aHTUIeHCBS3BIBAIOLINK (parMeHT, WM I'yMaHU3UPOBaHHOE Oucnernuduueckoe
anrureno npotus CD47/DLL3 unu ero aHTUreHCBSI3bIBAIOLINH (pparMeHT 1o JiroOoMy U3 mm. 1-
17.

19. BexTop, copep:kaliyi BbIIEIEHHYIO HYKJIEHHOBYIO KUCIIOTY 110 11. 18.

20. KneTka-x03s11H, cofeprkalas BeKTop mo m.19.

21. dapmaneBTHUecKas KOMIIO3HIIMS, COAEpIKalas BbICIEHHOE MOHOKJIOHAJIBHOE
antuteno mnpotuB DLL3 WM ero aHTUIEHCBSI3BIBAIOLINN  (parMeHT, BBIIEIEHHOE
MOHOKJIOHAJIbHOE aHTHTeNo npotuB CD47 unm ero aHTUreHCBA3BIBAIOIIMN (pparMeHT, wiu
BBIJIEJICHHOE TYMaHU3UpOBaHHOe Oucnenmnpuyeckoe antuteno nporus CD47/DLL3 umm ero
AHTUTeHCBs3BbIBAOIIMN (pparmMeHT mo modomy u3 nm. 1-17 u papmaueBTHHYECKH NPUEMIIEMBIIt
HOCUTETIb.

22. Cnocob wHauenmBanus Ha DLL3 Ha NOBEPXHOCTH KIETOK 3JIOKAYECTBEHHBIX
OIMyXOJIeH y HY>KAAOLIEToCs B 3TOM CyOBEKTa, BKIIOYAIOIINN BBEICHNUE HYKAAOIIEMYCS B 3TOM
CcyObekTy (hapMaLeBTHUECKOW KOMITO3UINH, COAEpKallel BBIACICHHOE MOHOKJIOHAJIBHOE
anTuTeno npotuB DLL3 mnm ero anTureHcBsi3piBaromuil pparmeHt no modomy u3 . 1-8.

23. Cnoco0 6nokupoBanusi cesizbiBaHuss CD47 ¢ CUTHANBHBIM PETYJSATOPHBIM OEIKOM
anba (SIRPa) y Hykaaro1merocst B 3ToM CyObeKTa, BKIIIOUAIOLINI BBEEHHE HYKIAIOLIEMYCS B
3TOM CyOBEKTY (papMaleBTUYECKON KOMITO3ULIMH, CONEpsKallell BbIIEIeHHOE MOHOKJIOHAIBHOE
anTuteno nporus CD47 unm ero aHTUTeHCBA3bIBAIOINHN (parMeHT 1o grdomy u3 mm. 9-11.

24. Cnoco® WHAYKUMU OIMOCPEAOBAHHOTO Makpodaramu (HarouuTo3a  KJIETOK
3JIOKQYECTBEHHBIX OMyXOJeH y HYXXAAIOLIErocs B 3TOM CYOBEKTa, BKJIIOYAIOIIUN BBEIEHHE
HY’KIAIOLEMyCsl B 3TOM CYOBeKTy (hapMaleBTHYeCKOH KOMIO3ULMH, COAepIKaIlell BbIIEICHHOe
MOHOKJIOHaJIbHOEe aHTUTeNno npotuB CD47 wmnm ero aHTUreHCBSI3BIBAIOIUK (parMeHT Mo
arobomy u3 mm. 9-11.

25. Cnocob nauenuBanus Ha DLL3 u CD47 Ha NMOBEPXHOCTH KJIETOK 3JIOKAUECTBEHHBIX
OMyXOJIeH y HY>KAAIOLIErocs B 3TOM CyOBEeKTa, BKIIOYAIOIINN BBEICHNUE HYKAAOIEMYCS B 3TOM
CyObeKTy (hapMaLeBTUYECKOW KOMIIO3UIUH, COAEpIKALled BBIIEJICHHOe T'yMaHH3UPOBAHHOE
oucnermduueckoe antureno nporus CD47/DLL3 nian ero aHTHUreHCBSI3bIBAIO LN (PparMeHT 1o
arobomy w3 mm. 12-17.

26. Crioco6 Onokupopanust csizbiBanus CD47 ¢ SIRPa Ha kjeTkax 370Ka4eCTBEHHBIX
omyxouyiel, skcrpeccupyromux kak CD47, tak u DLL3 Ha ki1eTo4yHON NOBEPXHOCTH, Y
HY>KZAIOIIEerocsl B 3TOM CyOBEKTa, BKIFOYAOLINNA BBEIEHHE HYKIAIOIIEMYCS B 3TOM CYOBEKTY
dapmaneBTHUECKON KOMITO3ULINH, cofepkatieit BbIJIEJIEHHOE Ir'yMaHU3UPOBAHHOE
oucniermduueckoe antureno nporus CD47/DLL3 nin ero aHTUreHCBSI3bIBAIOIINN (PparMeHT 1o
nrobomy w3 . 12-17.

27. Cnoco® WHAYKUMM OIMOCPEAOBAHHOTO Makpodaramu (aromuTo’a  KJIETOK
3JI0KaYeCTBEHHBbIX OIyxosel, skcnpeccupyoomux kak CD47, tak u DLL3 Ha knero4yHoi

MOBEPXHOCTH, Y HYKAAOLIETOCA B 5TOM CY6’beKTa, BK.]'II-OLIaI-OH_[I/Iﬁ BBCACHUC HYXXIAKOIIEMYCS B
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3TOM CyOBEKTY (bapmareBTHUECKON KOMITO3ULIUH, cozepskatien BBIJIEJICHHOE
ryMaHM3UpOBaHHOe  Oucnernuduueckoe  antureno nporuB CD47/DLL3 wumm  ero
AHTUT€HCBA3BIBAIOIININ (PparMeHT 1o odomy u3 . 12-17.

28. Cnocol0 CBsI3pIBaHUS KJIETOK 3JIOKAUYECTBEHHBIX OIYXOJIeH, 3KCIPECCUPYIOLINX Kak
DLL3, tak u CD47, co cBsA3bIBaHHEM C SPUTPOLUTAMH 4YEJOBEKAa OT MHUHHMMAJIBHOTIO IO HE
NOANAIOINEr0oCs NETEeKLUH, Y HYXJAIOIIErocs B 3TOM CyOBEKTa, BKIIOYAIOIIUN BBEICHUE
HYKIAIOLEMyCsl B 3TOM CYOBeKTy (hapMalieBTHYeCKOH KOMIO3ULMH, COAepIKaIleil BbIIENICHHOE
ryMaHM3NpOBaHHOe  Oucnernuduueckoe  antureno mnporuB CD47/DLL3 wumm  ero
AHTUTCHCBS3BIBAOIIMI (PpAarMEHT 10 Jro0oMy u3 . 12-17.

29. Cnoco0 ye4eHus 3JI0KAYeCTBEHHOH OIMyXOJH y HYKIAIOIIErocsi B 3TOM CyOBeKTa,
BKJTIOYAIO LM BBEAEHUE CYOBEKTY (PapMarieBTUIeCKON KOMITO3UIUH 1O .21,

30. Crocob mo .29, rae 3710Ka4ecTBeHHAasl OMyXOJib BhIOpaHa U3 TPYIIIbI, COCTOSIIEH U3
paka JIerKoro, TakKOro Kak MeJkokjerouHslli pak Jerkoro (SCLC), KpynHOKIETOYHOMN
HelposHaokpuHHOW KapuumHoMbl (LCNEC), paka skemynka, paka OOOMOYHOHM KHIIKH,
MEYEHOUYHOKJIETOYHON  KapLMUHOMBI,  MOYEYHOKJIETOUYHON  KapLUUHOMBI,  YpOTeIHalbHOMN
KapLUHOMBI MOUYEBOT'O IMy3bIpsl, METACTA3UPYIOIIEeH MENaHOMBI, paka MOJIOUHON JKene3bl, paka
SIMYHUKA, paka IIeHKU MaTK{, paka TOJIOBbI U LIEH, paka MOJKENyJO4YHON >KeNe3bl, TIIHOMBI
rJTHO0IACTOMBI M APYTUX COJNIMAHBIX OMyXOJieH, W HeXOMKCKUHCKOH umMpombl (NHL), octporo
aumbonnrapaoro Jeiko3a (ALL), xponudeckoro jumdouurapHoro Jjeiikoza (CLL),
XPOHUUECKOro MuesoreHHoro Jeikoza (CML), mHoxecTBeHHON Mmuenomsl (MM), octporo
MHUENOUAHOTO Jeliko3a (AML) 1 qpyrux >KUnKux Onyxosew.

31. Cnoco0 momy4deHHss MOHOKJIOHAJNbHOro aHTturena mnporus DLL3 wmm  ero
AHTUIeHCBA3BIBAIOIIErO (parMeHTa, MOHOKJIOHAJbHOro aHtutena npotus CD47 wumm ero
AHTUTEHCBS3BIBAIOLIETO (pparMeHTa, WM TI'yMaHU3HPOBAHHOTO OMCHELM(pUUECKOro aHTUTENa
npotuB CD47/DLL3 unu ero aHTUIreHCBA3BIBAIOLIETO (parMeHta mno modomy u3 mm. 1-17,
BKJIFOYAKOLINI KyJBTUBUPOBAHUE KJIETKH, COAeprKallel HyKJIEHHOBYIO KHCIIOTY, KOAHPYIOIIYIO
AHTHUTEJIO WM €r0 AHTUT'€HCBSI3bIBAIOIUIN (PPArMEHT, B YCIOBHSIX JJISI MPOAYKIUH aHTUTENIA HITH
€ro  aHTUTCHCBS3BIBAIOINEro  ()parMeHTa, W  BBbIACJICHHE  aHTHTENAa WA €ro
AHTUTCHCBS3BIBAIOIIETO (PparMEeHTa U3 KJIETKH WU KYJIBTYPBI.

32.  Cmoco6  momyueHwst  (papManeBTHUYECKOH  KOMIO3MLIMH,  COnepsKainei
MOHOKJIOHAJIbHOE aHTuTeNno mnpornB DLL3 wuiam ero aHTHUreHCBSI3bIBAOLINKA (parMeHT,
MOHOKJIOHaJIbHOE aHTHTeNno mnpoTuB CD47 unm ero aHTUreHCBA3BIBAIOIIMNA (pparMeHT, wiu
Ir'YMaHM3UpOBaHHOEe  Omcreruduueckoe  antureno nporuB CD47/DLL3  wumm  ero
AHTUTeHCBS3BIBAIOIIMKA (QparMeHT mno JroboMy w3 mm. 1-17, BiIrouHaromuii oObeIUHEHHE
aHTHUTENIa WM €ro aHTUIeHCBA3BIBAIOIIEro (parMeHTa ¢ (PapMaLeBTHUECKH TNPHEMIIEMbIM
HOCHUTEIEM ISl TONy4YeHHs (papMaLleBTHUECKOW KOMITO3ULUH.

33. Criocob ompenenenus yposHsi DLL3 y cyObekTa, BKIIIOYArO LITHI:

a. moydeHune odpasua ot CyObeKTa;

b. npuBeneHne odpasia B KOHTAKT C BbIAEJIEHHBIM MOHOKJIOHAIbHBIM aHTHTEJIOM ITPOTHB

DLL3 unu ero aHTUr€HCBA3BIBAIOIINM (pparMeHTOM 1o Jro0omy u3 m. 1-8; u
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c. onpenenenue yposus DLL3 y cyObekTa.

34. Criocob mo .33, rue obpaser npeacrasisier co0oi oOpasen TKaHH

35. Cnmoco6 mo m34, rme oOpasern; TkaHU MpeacTaBisieT coboit obOpasen TKaHU
3JI0KQ4E€CTBEHHOU OIyXOJIH.

36. Cniocob mo .33, rae oOpasew mpeacrasisier codoii oOpaser KPOBH.



565133

111

OUT.1A
2.0
-0~ 10P18A
15 5 - 15K2A
A - 8H5A
s -+ 15N21A

Ty

-&- KoHTponb notuna (IgG1)

0.D. (450 Hm)

o
o
I

0.0+ T = T T T T T !I
0.0001 0.001 0.01 01 1 10 100 1,000
[mAD], HM
1.5
-0~ 13P9A
= O 5A16A
> 1.0 - 14L22A
<3 == 13P11A
a -& KoHTponb nsotuna (IgG1)
o 9.5
0.0 =

T T T T T T 1
0.0001 0.001 0.01 0.1 1 10 100 1,000

[mAb], HM



2111

2.0+
-0- 3C16A
= 15- 1+ 3I21A
; & 5A24A
< 10- = 15P17A
5 -# KoHTponb nsotuna (IgG1)
o

0.5

||
0.0 | | | 1
0.00010.001 001 01 1 10 100 1,000

[mAb], HM

LR AT P ¥
y %"&% bs‘\ Y
QN0 QN Q
N 4:‘",&""@,\“3 fbc" “Qy‘g & %iQ Qs
& ~x~°
&«é\
&
«Qo

{p’b
[mAb] = 666.67 HM



3/11

OUI.2B

1,500
1,000

500

0-
q,V‘\@?"“’Wv\qy‘&\?‘\@t‘i\m?&k?‘é?” p\?'g)?* 0'\\ Ny

a0
K F R R o VSRS S q;-&%,vo

[mAb] = 333.33 UM
dUT.2C

1,000

MFI

[mAb] = 66.67 HM



4/11

1.000 - -~ H1L2 (IgG4)
-# KoHTponb n3otuna (IgG4)
800 -
__ 600- .
L
=
400 -
]
200 -
0 T T 1 1 )
0.01 0.1 1 10 100 1,000
[mAD], HM
2.0-
-+ BA1
= 15- - BA1(C)
= 1.5
T ®  KoHtponb usotuna (IgG1)
S
< 1.0-
a
O s5-
0.0 — — .
0.01 1 100 10,000

[mAb], HM



5/11

OUI.4B

N
(=
1

-o- BA4(C)
- KoHTtponb nzotuna (IgG4)

0.D. (450 Hm)
s &

=
o
1

0.0 r T i
0.1 1 10 100
[mAb], HM
OUl'.5
2.0
-+ BA1
1.54 -~ BA1(C)
=& BA4(C)

=¥ lIcxoaHoe mAb npoTtus CD47
¢ KoHntponb uzotuna (IgG1)
O KoHTponb usotuna (IgG4)

1.0

0.D. (450 Hm)

0.01 0.1 1 10 100 1,000

[mAb], HM



6/11

2.0-
-0 BA1

= 1.6- ' -e- BA1(C)
T 12 -+ [lcxogHoe mADb npotvs DLL3
S vl
< v KoHTponb nsotuna (IgG1)
a 08 ©  KoHTponb u3otuna (IgG4)
o

0.4+

oo -2

0.001 0.01 01 1 10 100 1,000
[mAD], HM

1.5-
= -+ BA4(C)
< 101 -+ cxogHoe mAb npotus DLL3
g ®  KoHTponb u3otuna (IgG4)
a
d 0.5+

0.0-—% - . . —H8,

0.001 0.01 0.1 1 10 100

[mAb], HM



7111

OUr.7

0.D. (450 Hm)
2

@

0.01 0.1 1 10 100 1,000

O BA1
-~ BA1(C)

&~ BA4(C)

=== lcxogHoe mAb npotuns CD47
¢ KoHtponb nsotmna (IgG1)
O Kontponb nsotmna (IgG4)

- BAf

-e- BA1(C)

=i~ BA4(C)

-* lcxogHoe mADb npotvs CD47

¢ KoHTponb nsotmna (IgG1)
O KoHtponb usotuna (IgG4)

0.01 0.1 1 10 100 1,000



8/11

- BA1

-e- BA1(C)

A BA4(C)

=¥~ AcxogHoe mAb npoTus CD47
+ Kontponb n3otmna (IgG1)

O KoHTponb nsotuna (IgG4)

0.D. (450 Hm)

0.01 0.1 1 10 100 1,000

BA1

BA1(C)

BA4(C)

Ncxoaroe mAb npotve CD47
NcxoaHoe mAb npotve DLL3
A KoHtponb nsotuna (IgG4)

o KoHtponb nsotuna (IgG4)

Frten

001 04 1 10 100 1,000
[MAb], WM



OUlr.10

10,000 -
8,000+

6,000 4

MFI

4,000 ~

[mADb]:

CeasbiBalowee mAb:

mm MAD
=3 mAb + uncxogHoe F(ab’)2 npotms DLL3
EE mAb + ncxopHoe F(ab’)2 npotmes CD47

L1/6



OUM.11A

4,000

3,000

2,000

1,000+

G e

ey

o

ST
A

10/11

1
N
x\°&
*®

OUlM.11B

MFI

2,500
2,000+
1,500
1,000+

500 -

| ir;/lf/: o :"/,;"'ﬁ L fé,zf,’kj}}f}_l

[mAb] = 1600 HM

[mAb] = 633 HM

BA1(C)

= BA1

BA4(C)

ucxogHoe mAb npotus DLL3

ncxogHoe mAb npotus CD47
KOHTpOsb nsotuna (IgG1)
KOHTponb n3otuna (IgG4)

= BA1(C)
mm BAT
= BA4(C)

== KOHTPOMb n3oTuna (IgG1)
— KOHTponb n3otuna (IgG4)

N
N
= :;.E gt W

ncxogHoe mAb npotvs DLL3
== nucxogHoe mAb npotvs CD47



1111

oUr.11C

mmm BA1(C)

e=m BA1

BA4(C)

ncxogHoe mAb npotvs DLL3
ncxogHoe mAb npotus CD47

2,000~
KOHTponb n3otmna (IgG1)

I

1,500~ KOHTpOsb n3oTuna (IgG4)
¥

£ 1,000-

777777
)
777

[mAb] = 178 HM



	Bibliographic data
	Abstract
	Description
	Claims
	Drawings

