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OIIMCAHUE U30BPETEHUA
2420-562928EA/019
AHTHUTEJIA IPOTHUB CD47 1 UX IIPUMEHEHHUE JJIAA TEYEHHUA
OHKOJIOTI MYECKUX 3ABOJIEBAHNH

ITEPEKPECTHAX CCBIJIKA HA POACTBEHHBIE 3ABKU

[001] [lanHast 3asiBKa 3asBJIs€T NPUOPUTET MO mnpensapurenbHoil 3asBke CIIIA Ne
62/593712, nonanuoit 1 nexabps 2017 r., KOTOpask BKJIIOYEHA B JAHHBIH JOKYMEHT B ITOJIHOM
o0bemMe U 1ist JIFOOBIX 1eJieli OCPENCTBOM CChUIKH.

OBJIACTH U3OBPETEHUA

[002] J[laHHOe wW300peTeHHe OTHOCUTCS K O00JacTH JIeYeHUs OHKOJOTHMYECKUX
3a00yieBaHMi, OCHOBAHHOH Ha HCIIOJIb30BAHMM AHTUTEN. B HYaCTHOCTH, HaHHOE H300peTeHue
OTHOCHUTCSI K HOBBIM I'YMaHU3UPOBAaHHBIM aHTUTeNaM NpoTuB CD47 1 uX aHTUT€HCBSI3bIBAIOIINM
(parMeHTaM WM UX KOHBIOTATaM, KOTOPbIE HEO0OS3aTENbHO MOTYT OBbITh CBSI3aHBI C IPUTOHBIM
ISl yAAJeHs] SKPaHUPYIOIIMM areHToOM, U MX NPUMEHEHHUIO A JIEYeHHUs] OHKOJOTMYECKHUX
3abo0JIeBaHMiA, XapakTepu3yomuxcs skcnpeccueit CD47.

YPOBEHb TEXHUKHU

[003] Knactrep muddeperunponku 47 (CD47), Takke N3BECTHBIN Kak OeJIOK, CBSI3aHHBIN
¢ unrerpuHoM (IAP - integrin associated protein), mpencrasisier coOOW TpaHCMEMOpPaHHBIN
peentop, NPUHALISKAIMUAN K CymepceMeicTBy OenkoB umMMyHornoOymuHoB. (CD47
MOBCEMECTHO HKCIPECCUPYETCS Ha KJETKaX M CIYXKUT MapKepoM pacrio3HaBaHHUsl "CBOEro",
npenoTBparias (arouuTos, CIyka CUIHAJIOM «He ellb MeHs». CD47 onocpenyer cBou 3G GexThI
NOCPENCTBOM B3aUMOAEHMCTBUS C HECKOJBKUMHU JIPYTrUMU OeskaMu, BKJIKOYasi TPOMOOCTIOHANH
(TSP) u curHanbHbIA peryisaTopHsiii Oenok-anbda (SIRPa). Bzaumoneticteue mexxny SIRPa Ha
darouuTupyromux kinerkax 1 CD47 Ha KJeTKax-MHUIIEHSX IIOMOTaeT T'apaHTHPOBaTh, HTO
KJIETKU-MHUIIEHH He OyyT MOTJIOLIEeHBL.

[004] HekoTtopble BHIbI OHKOJIOTHYECKHX 3a00J€BaHUN HCIOJB3YIOT MEXaHHU3M
YKJIOHEHHUsI KJIETOK OT UMMYHHTeTa, ocHOBaHHbIN Ha CD47, yBenuuuBas skcnpeccuto CD47 Ha
KJIETOYHOW NMOBEPXHOCTU PAKOBOH KJIETKH, TEM CaMbIM H30erasi yaaJeHHss HMMYHHOIH CUCTEMOIH.
OnHako M3BECTHbIE B NAHHOH OOJIACTM TE€XHUKH CIOCOOBI JICYCHUS, HALEJIEHHbIE HAa KIIETKH,
skcnpeccupyromue CD47, y cyObekTa, HalleleHbl KaK Ha PaKOBbIE KJIETKH, TaK U KJIETKH, HE
SIBJIIFOIIMECS] PAKOBBIMH, YTO NMPHUBOIAUT K TOKCUYHOCTHU Y CYOBEKTa, TAaKOH KaK YMEHBIICHHE
KOJIMYECTBA JPUTPOLIUTOB U TPOMOOLUUTOB B mepudepuueckoii kpou. CremnoBaTeNbHO,
CYLIECTBYET MOTPEOHOCTh B KOMITO3UIUSIX M CHIOCO0aX CeJeKTUBHOTO HauennBaHus Ha CD47 B
PaKOBBIX KJIETKaxX O€3 HalleJMBAHMS Ha KJIETKH, HE SBIISIOLINECS PAKOBBIMU.

KPATKOE OIITMCAHME CYIIHOCTHU U30OBPETEHU A

[005] JlaHHOE packpbITHE OCHOBAHO HAa OTKPBITUH HOBBIX T'YMaHU3HUPOBAHHBIX AHTHUTEN
npotus CD47 1 uX aHTHIeHCBS3BIBAIOLINX (PparMeHTOB. B HEKOTOPBIX acmeKkTax H300peTeHHs
NpeJoXKeHbl T'YMaHU3UpOBaHHble aHTUTENna npoTuB CD47 unu uX aHTUIEHCBSI3bIBAIOLIME
(parMeHThl, KOTOPbIE COAEPKAT MPUTOMHBIA Ui YOAJIEHUs SKPAaHUPYIOLUI areHT (Harmpumep,

CyNepCHupaIbHbId 3KPAHUPYIOMUN areHT), KOTOPbIH MPEeNOTBpPALIAeT CBSI3bIBAHHE AHTUTEIN



nporuB CD47 wnm ux aHturencesspBaromux (parmentoB ¢ Oenxom CD47. B HekoTOpBIX
BapHaHTaX peaju3alii JaHHOTO H300pETeHHs], SKPAHUPYIOIIUH areHT MOKEeT ObITh yIaJieH
(HampuMmep, paciieruieH) OnHON wiau Oojiee MoJieKyiaMu (HAmpuUMep, MPOTea3aMH), KOTOpbIE
MPUCYTCTBYIOT B OKpPYXKaloIlleld Cpefe PakOBBbIX KIETOK. YaJeHue >KPaHUPYIOLIErO areHTra
BOCCTaHABIIMBAET CMOCOOHOCTh aHTHTea npornB CD47 wuaM WX aHTUT€HCBSI3BIBAIOIINX
¢parmentoB cBsizbiBaTh CD47, Takum oOpasom, oOecreumnBasi crieruduyeckoe HaLeIUBaHUE
artuten npotus CD47 uian nx aHTUTeHCBSI3bIBAIOINX (parMeHToB Ha Oenok CD47 B KOHTEKCTe
PaKOBBIX KJIETOK.

[006] B HekOTOpbIX BapHaHTaX peaTu3alui JAHHOTO H300pETEHHs MPENIOKEHO
IYMaHU3UPOBAHHOE AHTHUTENIO WJIM €ro aHTHIEeHCBS3BIBAOINUNA  (parMeHT, KOTOpbIe
cnenuduuecku cpsi3biBatoT CD47 denoBeka, MpU 3TOM AHTUTENO WM AHTUTEHCBSI3bIBAKO LM
(dbparMeHT comepkaT BapradeIbHYIO 00JIaCTh JIETKOU LeMU U BapualOelbHYI O0JIACTh TSHKEION
Leny, TpU STOM YKa3aHHas BapuwadesipHas o0jacTe Tsokenod wenu conmepskut HCDRI,
BbIOpanHyro u3 SEQ ID NO: 16, 19, 21 u 23; HCDR2, Bribpannyto u3 SEQ ID NO: 17, 20, 22 u
24; m HCDR3 SEQ ID NO: 18; mpu >ToM yka3aHHasi BapuadejbHasi 00JacTh JIETKOW LEenu
cogepxut LCDRI1, Beiopannyto u3z SEQ ID NO: 31 u 34; LCDR2, BeiGpannyro u3 SEQ ID NO:
32 u 35; u LCDR3, BriOpannyro u3 SEQ ID NO: 33 u 36; npu 3TOM yka3aHHasi BapuadesbHast
00JIacTh TSKEJION LEenu CONEP KUT aMHHOKHCIIOTHYIO IMOCJIENOBATENIbHOCTh C UIAEHTHYHOCTHIO,
no Menbluen mepe, 90%, 91%, 92%, 93%, 94%, 95%, 96%, 97%, 98% wunu 99% OTHOCUTETBHO
AMUHOKUCJIOTHOH mocenosarenbHocTH BhiOpanHoit u3 SEQ ID NO: 2, 3, 4, 5, 6, 7 u 8; npu
S9TOM yKa3aHHas BapuadOenpbHasi o00NacCTh JIETKOH LEeNu CONEPKUT AMHUHOKHCIOTHYIO
MOCJIEIOBATEIBbHOCTh C UAEHTUYHOCTBIO, 110 MeHbIue Mepe, 80%, 85%, 90%, 91%, 92%, 93%,
94%, 95%, 96%, 97%, 98% wunu 99% OTHOCHUTEIHLHO AaMUHOKHCIOTHOH MOCIIEeNOBATEIbHOCTH
BbiOpanHoi u3 SEQ ID NO: 10, 11, 12, 13, 14 u 15.

[007] B HekOTOpbIX BapHaHTaX peaNM3alUdd TAHHOTO M300pETeHUs MPEIJIOKEHO
IYMaHU3UPOBAHHOE AHTHUTENI0 WJIM €ro aHTHIEeHCBA3BIBAIOIIUN  (parMeHT, KOTOpbIe
cnenuduuecku cBsi3biBatoT CD47 denoBeka, NMPU 3TOM AHTHUTENO WM AHTUTEHCBSI3bIBAOIIHUI
(dbparMeHT comepkaT BapradeNbHYIO 00J1aCTh JIETKOH e U BapraOeIbHYI O0JIACTh TSKEION
Leny, TpU OSTOM YKa3aHHas BapuwadesbHas o0jacTb Tsokeiaon wuenu conmepskut HCDRI,
BbIOpanHyro u3 SEQ ID NO: 16, 19, 21 u 23; HCDR2, Bribpannyto u3 SEQ ID NO: 17, 20, 22 u
24; m HCDR3 SEQ ID NO: 18; mpu 3ToM yka3aHHas BapuadenbHasi 00JacTb JIETKOW LEnH
conepsxxkut LCDR1, Beibpannyro u3 SEQ ID NO: 31 u 34, LCDR2, Beibpannyro u3 SEQ ID NO:
32 u 35; u LCDR3, BoidOpannyro w3 SEQ ID NO: 33 u 36; npu 5TOM yka3aHHasi BapuadeIbHast
00JIaCcTh TSKEJION e CONEPIKHT:

KapkacHywo nocienosarenabHocTs IGHV3-23/HJ4 uenoseka, npencrasnennyo B SEQ ID
NO: 88, npu 3TOM MoONOKEHUsT KapkacHO# nocnenoBarenbHocTd H44, H49, H82, H89, HO1 u
H94, B cooTBercTBUM ¢ HyMepanueii mo Kadaty, npeacraBisitor cob0i OCTaTKH JOHOPA, UITH

KapkacHywo nocienosarenbHocTb IGHV3-48/HJ4 uenoseka, npencrasnennyo B SEQ ID
NO: 89, mpu >TOM MOJOXKEHHE KapKacHOM mnocnenoBaTenbHocT H49, B coorBercTBUU €

HyMmepauuei no Kabary, npencrasnser coO0# 0ocTaTOK JOHOpA;, WK



KapkacHywo nocaenosarenapHocTb IGHV3-66/HJ4 uenoseka, npencrasnennyo B SEQ ID
NO: 90, mpu >TOM NOJNOXKEHHUs] KapkacHOW mnocienosarenpHoctd H29, H49, u H82, B
COOTBETCTBHUH ¢ HyMmeparueii o Kabary, npeacrapisitor coO0l OCTaTKU JOHOPA, WU

KapkacHyto nociaenosarenbHoctb IGHV3-74/HJ4 uenoseka, npencrasnennyo B SEQ ID
NO: 91, mpu >TOM mnOJOKEHHE KapKacHOM mnocnenoBaTenbHocT H49, B coorBercTBUU €
Hymepauuei no Kabary, npencrasinser co0oit 0CTaTOK JOHOpA, U

IPY 5TOM yKa3aHHas1 BapradesibHasi 00J1aCThb JIETKOM LEH COAEPIKHT:

KapkacHyo nocienosareabHocTh IGKV6-21/KJ2 venoseka, npeacrasnennyo B SEQ ID
NO: 92, mpu 3TOM TONOXKEHUsT KapkacHoOU mocnenoBarenabHoct L4, L21, L69 u L85, B
COOTBETCTBHUH ¢ HyMeparueii o Kabary, npeacrapisitor coO0l OCTaTKU AOHOPA, WU

KapkacHywo nocienosareiabHocTh IGKV1-27/KJ2 yenoseka, npencrasnennyo B SEQ ID
NO: 93, mpu 5TOM TONOXKEHUA KapkacHOW mocnenoBarenpbHocTn L21, L49 u L69, B
COOTBETCTBUH ¢ HyMmepanueii no Kabary, mpeacrapisitor codol oCTaTKH JOHOPA.

[008] B HekoTOphIX BapHaHTaX pealM3aluyd JTAaHHOTO u300peTeHus, BapuabenbHas
obnacte Tspkenon uenu conepxkutr HCDR1, HCDR2 u HCDR3, BriOpannbsie u3: SEQ ID NO:
16, 17 u 18; SEQ ID NO: 19, 20 u 18; SEQ ID NO: 21, 22 u 18; SEQ ID NO: 16, 20 u 18; u
SEQ ID NO: 23, 24 u 18. B HEKOTOpBIX BapHaHTaX peATH3aLUN AAHHOTO H300pETeHHs,
BapuadenpHast o0nacts nerkoi neru copepxkutr LCDR1, LCDR2 u LCDR3, BeiOpannbie u3: 31,
32 u 33; SEQ ID NO: 31, 32 u 36; u SEQ ID NO: 34, 35 u 33. B HEKOTOpBIX BapHUaHTax
pealu3allid JTAaHHOTO HW300peTEeHHs] AHTUTENI0 WM €ro aHTUTCHCBS3bIBAIOIIHNA (pparMeHT
conep:kat HCDR1, HCDR2, HCDR3, LCDR1, LCDR2 u LCDR3, Beibpannsie u3 SEQ ID NO:
16, 17, 18, 31, 32 u 33; SEQ ID NO: 16, 17, 18, 34, 35 u 33; SEQ ID NO: 19, 20, 18, 31,32 u
33; SEQ ID NO: 19, 20, 18, 34, 35 u 33; SEQ ID NO: 21, 22, 18, 31, 32 u 33; SEQ ID NO: 21,
22,18, 34, 35 u 33; SEQ ID NO: 16, 20, 18, 31, 32 u 33; SEQ ID NO: 16, 20, 18, 34, 35 u 33;
SEQ ID NO: 23, 24, 18, 31, 32 u 33; SEQ ID NO: 23, 24, 18, 34, 35 u 33; SEQ ID NO: 16, 17,
18,31, 32 u 36; SEQ ID NO: 19, 20, 18, 31, 32 u 36; SEQ ID NO: 21, 22, 18, 31, 32 u 36, SEQ
ID NO: 16, 20, 18, 31,32 u 36; u SEQ ID NO: 23, 24, 18, 31, 32 u 36.

[009] B HekOTOpbIX BapHaHTaX peaTu3alui JAHHOTO HW300pETEHHs MPENIOKEHO
IYMaHU3UPOBAHHOE AHTUTENI0 WM €ro aHTHIEeHCBSA3BIBAIOIIUN  (parMeHT, KOTOpbIe
cnenuduuecku cBs3biBaroT CD47 denoBeka, MpPU 3TOM AHTUTENO WM AHTUTCHCBSI3BIBAOLIHI
(dbparMeHT comepkaT BapradeNbHYIO 00JIaCTh JIETKOUW LU U BapHaOelbHYI OOJACTh TSHKEION
Leny, TpU OSTOM YKa3aHHas BapuwadesibHas o0jacTe Tsokeiaod wuenu comepskut HCDRI,
BoiOpanHyro w3 SEQ ID NO: 25, 28 u 29; HCDR2, seidpannyro u3 SEQ ID NO: 26 u 30; u
HCDR3 SEQ ID NO: 27; u nipu 3TOM yKa3aHHast BapraOesbHasi 00acTh JIETKOH LeMu COAEPIKUT
LCDRI, Beibpannyro u3 SEQ ID NO: 37 u 40; u LCDR2 SEQ ID NO: 38; u LCDR3,
BbIOpanHyto 3 SEQ ID NO: 39 u 41; npu 5TOM yKazaHHasi BapuaOenbHasi 00JacTh TSKEON
LEMU CONEPKUT aMUHOKHUCJIOTHYIO TOCIEA0BATENbHOCTD C HICHTUYHOCTBIO, IO MEHbIIEH Mepe,
90%, 91%, 92%, 93%, 94%, 95%, 96%, 97%, 98% unu 99% OTHOCUTEIHLHO AMHHOKHCJIOTHOM
nocnenoBatebHOCTH BbhiOpanHoi u3 SEQ ID NO: 2, 3, 4, 5, 6, 7 u 8, npu 5TOM yKa3aHHast

BapHa6eanaﬂ 0o0acTh JIErKOit oenu COACPKUT aMHUHOKHCJIOTHYHO MOCJICAOBATCIBHOCTL C



UIEHTUYHOCTBIO, 10 MeHbIen Mepe, 80%, 85%, 90%, 91%, 92%, 93%, 94%, 95%, 96%, 97%,
98% wn 99% OTHOCHUTENIBHO aMUHOKHCJIOTHOW TOcCjenoBaTeibHOCTH BbiOpaHHOU n3 SEQ ID
NO: 10, 11, 12, 13, 14 u 15.

[010] B HekoTOpBIX BapHaHTax peaNu3alUd MJaHHOTO H300pPETEHUs MPEeNJIOoKEHO
I'YMaHU3UPOBAHHOE AHTHUTENO MJIHM €ro AHTUI'eHCBA3BIBAIOIIMN  (parMeHT, KOTOpbIE
cnemuduyecku cps3piBatoT CD47 denoBeka, mpu 3TOM AHTUTENO MM AHTHUTCHCBS3BIBAIOLINN
(dparMeHT comep:kaT BapuabeapbHyr 00JacThb JIETKOW Lenu U BapuabesabHyr 00JaCTh TSIKENOM
Leny, TpPU OTOM YKa3aHHas BapuadesbHas o0jacTb Tspkeiaod wnenu comepskut HCDRI,
BbiOpanHyo w3 SEQ ID NO: 25, 28 u 29; HCDR2, Bridpannytro u3 SEQ ID NO: 26 u 30; u
HCDR3 SEQ ID NO: 27; u npu 3TOM yKa3aHHast BapuadesbHas 00J1aCTh JIETKOH e COAEPIKHUT
LCDRI, Boibpannyro u3 SEQ ID NO: 37 u 40; u LCDR2 SEQ ID NO: 38; u LCDR3,
BbIOpanHyto 3 SEQ ID NO: 39 u 41; npu 5TOM yKasaHHasi BapuaOesbHasi 00JacTh TSKEION
LIENU COAEPIKUT:

KapkacHywo nocienosarenpbHocTs IGHV3-23/HJ4 yenoseka, npencrasnernyio B SEQ ID
NO: 88, npu 3TOM MONOKEHHUsT KapkacHOU nocnenoBarenbHoctd H44, H49, H82, H89, HO1 u
H94, B cooTBercTBUM ¢ HyMepanueii o Kabary, mpeacrasnsitor coO0l OCTaTKU JOHOPA, WU

KapkacHyro nocienosarenbHocTs IGHV3-48/HJ4 yenoseka, npencrasnennyro B SEQ ID
NO: 89, mpu >TOM MOJOKEHHE KapKacHOW mocnenoBaTenpbHocT H49, B coorBeTcTBUU €
HyMmepauuei no Kabary, npencrasnser codoit 0cTaTOK JOHOpA, WIIN

KapkacHyro nocienosarenabHocTb IGHV3-66/HJ4 uenoseka, npencrasnennyo B SEQ ID
NO: 90, mpu >TOM mnONOXKEHHUs KapkacHOM mnocieposarenbHocTd H29, H49, u HS82, B
COOTBETCTBHUH ¢ HyMmeparueit o Kabary, npeacrapistor coOol OCTaTKU AOHOPA, WU

KapkacHyo nociuenosarenabHoctb IGHV3-74/HJ4 yenoseka, npencrasnennyo B SEQ ID
NO: 91, mpu 3TOM NOJOXEHHE KapKacHOM mocienosarenbHocTd H49, B cooTBeTCTBUH C
HyMmepauuei no Kabaty, npencrasmiser co0ol 0CTaTOK JOHOPA, U

IPY 5TOM yKa3aHHas1 BapradesbHasi 00J1aCThb JIETKOM LETH COEPIKHT:

KapkacHyo nocienosareabHocTh IGKV6-21/KJ2 venoseka, npeacrasnennyo B SEQ ID
NO: 92, mpu >TOM mONOXKEHUs1 KapkacHoW mnocnenoBarenbHocTd L4, L21, L69 u L85, B
COOTBETCTBUH ¢ HyMmepanueii o Kadary, mpeacrasistoT coO0H OCTaTKH JOHOPA, WK

KapkacHywo nocienosareiabHocTh IGKV1-27/KJ2 yenoseka, npencrasnennyo B SEQ ID
NO: 93, mpu 5TOM mONOXKEHUsT KapkacHOW mocnenoBarenbHocTn L21, 149 u L69, B
COOTBETCTBUH ¢ HyMmepanueii o Kadary, mpeacrapisitor coO0l OCTaTKH JOHOPA.

[011] B HexkoTOpbhIX BapHaHTax pealn3alld NAaHHOTO H300peTeHus, BapuaderbHas
obnacte Tspkenon uenu conepxkutr HCDR1, HCDR2 u HCDR3, BriOpannsie u3: SEQ ID NO:
25,26 u 27, SEQ ID NO: 28, 26 u 27; SEQ ID NO: 29, 30 u 27; u SEQ ID NO: 29, 26 u 27. B
HEKOTOPBIX BapUAHTAX PeajM3aliy JAHHOTO M300peTeHus1, BapradenbHast 00JacTh JIETKOH Lenu
conepsxkut LCDR1, LCDR2 u LCDR3, Beibpannsie u3: SEQ ID NO: 37, 38 u 39; SEQ ID NO:
40, 38 u 39; u SEQ ID NO: 37, 38 u 41. B HeKoTOpBIX BapHaHTAaX peATU3ALNU JAHHOTO
nM300peTEeHNs] aHTHUTENO WUJIM €ro aHTHreHcBs3piBatomnil pparment copepskatr HCDR1, HCDR2,
HCDR3, LCDR1, LCDR2 u LCDR3, Beiopannsie uz SEQ ID NO: 25, 26, 27, 37, 38 u 39; SEQ



ID NO: 25, 26, 27, 40, 38 u 39; SEQ ID NO: 25, 26, 27, 37, 38 u 41; SEQ ID NO: 28, 26, 27,
37,38 u39; SEQ ID NO: 28, 26, 27, 40, 38 u 39; SEQ ID NO: 28, 26, 27, 37, 38 u 41, SEQ ID
NO: 29, 30, 27, 37,38 u 39; SEQ ID NO: 29, 30, 27, 40, 38 u 39; SEQ ID NO: 29, 30, 27, 37, 38
u 41; SEQ ID NO: 29, 26, 27, 37, 38 u 39; SEQ ID NO: 29, 26, 27, 40, 38 u 39; u SEQ ID NO:
29,26,27,37,38 u4l.

[012] B HeKOTOpbIX BapHaHTaX pealu3allM JAaHHOTO W300peTeHus: BapuadenbHas
00J1aCTh TSDKENOH LeTH COAEeP KUT AMHUHOKHCIIOTHYIO TIOCIEA0BATENIbHOCTD, BhIOpaHHYHO U3 SEQ
ID NO: 2, 3, 4, 5, 6, 7 u 8. B HexoTOpbIX BapuaHTaX peajH3alUU JAHHOTO HM300pETEeHHs
BapuabenbHast OOJACTh JIETKOW LENH CONEPKUT AMHUHOKHMCJIOTHYEO TOCIIE€IOBATENbHOCTD,
BbiOpanHyo u3 SEQ ID NO: 10, 11, 12, 13, 14 u 15. B HeKoTOpbIX BapHaHTAX peaTH3ALNH
JAHHOTO M300peTeHus: BapradesbHasi 00NACTh TSHKENON ey U BapuadenbHasi 00JNaCcTh JIETKOH
uenu copepxkat SEQ ID NO: 2 u 10; SEQID NO: 3 u 11; SEQID NO: 3 u 12; SEQID NO: 3 u
13; SEQID NO:3u 14; SEQIDNO: 4u 11; SEQID NO: 4u 12; SEQ ID NO: 4u 13; SEQ ID
NO:4wu 14; SEQIDNO: 5ull; SEQID NO: 5u 12; SEQ ID NO: 5 u 13; SEQ ID NO: 5 u 14;
SEQ ID NO: 6 u 11; SEQ ID NO: 6 u 12; SEQ ID NO: 6 u 13; SEQ ID NO: 6 u 14; SEQ ID
NO:7u11; SEQID NO: 7u 12; SEQ ID NO: 7wu 13; SEQ ID NO: 7u 14; SEQ ID NO: 8 u 11;
SEQID NO: 8 u 12; SEQ ID NO: 8 u 13; SEQ ID NO: 8 u 14; SEQ ID NO: 3 u 15.

[013] B HekOTOpBIX BapHaHTax peaNu3aludl JaHHOTO H300PETEeHUs] MPENJIOKEHO
IYMaHU3UPOBAHHOE AHTHUTENIO WM €ro aHTHIeHCBS3BIBAOIIUN  (pParMeHT, KOTOpbIe
cnenuduueckn cpsizbiBatoT CD47 denoBeka, Mpy 3TOM AHTUTENO WIM AHTHTE€HCBSI3BIBAIOIIUH
¢dbparMeHT comeprkaT BapHaOeNIbHYIO 00JaCTh JIETKOW LU U BapraOenbHYIO 00JacTh TsDKEION
L[Ny, MPU 3TOM yKa3aHHas BapuadespHasi oOnactb Tsokenoit nenu copepxutr HCDR1 SEQ ID
NO: 16, HCDR2 SEQ ID NO: 17, u HCDR3 SEQ ID NO: 18; u npu 3TOM yKa3aHHas
BapuabenbHast obnacth jerkoi nernu copep:xkut LCDR1 SEQ ID NO: 31, LCDR2 SEQ ID NO:
32, u LCDR3 SEQ ID NO: 33; u nmpu 3TOM yKa3aHHasi BapraOesbHasi 00acTh TSDKEJIOH Lenn
CONIEP>KUT aMUHOKHCJIOTHYIO TOCJIeIOBATEIbHOCTD, 10 MeHbiIel Mepe, ¢ 90%, 91%, 92%, 93%,
94%, 95%, 96%, 97%, 98% wnmu 99% wupentuuHoctu oTHocuTeabHo SEQ ID NO: 3, wm
BapuabenbHast 00JAaCTh JIETKOM LEMH COAEPIKUT aMUHOKHCJIOTHYIO IOCJIENOBATEIbHOCTD, IO
menbinei mepe, ¢ 80%, 85%, 90%, 91%, 92%, 93%, 94%, 95%, 96%, 97%, 98% wum 99%
uaeHTudHOCTU OoTHOCUTENHbHO SEQ ID NO: 13; u mpu 5TOM aHTUTENO MMEET MOHMKEHHYIO
reMarnIOTHHALIMIO 3PUTPOLIMTOB N0 CpaBHEHUIO ¢ Ab47. B HEKOTOPBIX BapHaHTaX pean3aliu
JaHHOTO H300peTeHus: BapuadenbHass 00JAacTh TIKENOH Lend COAEPKUT aMHHOKHCIOTHYIO
nocnenosarenbHOCTE SEQ ID NO: 3, u BapuwaOesnpHas 00JacTh JIETKOH IeNHM COHEPIKUT
aMUHOKHCJIOTHYIO nocneaosatenbHocTe SEQ ID NO: 13.

[014] B HexoTOpBIX BapuaHTax peanu3alMd T'YMaHU3UPOBAHHOIO AHTUTENA WJIHN €ro
AHTUTEHCBS3BIBAIOIIETO (pparMeHTa, MPENCTaBJICHHBIX B JAHHOM JOKyMEHTe, BapuadenbHas
00J1aCTh TSKEJION LENH CONEPIKHT:

KapkacHywo nocienosarenbHocTs IGHV3-23/HJ4 yenoseka, npencrasnennyo B SEQ ID
NO: 88, npu 3TOM noNOXKEeHUsT kKapkacHO# nocnenosarenbHoctd H44, H49, H82, H89, HO1 u

H94, B cooTBercTBum ¢ Hymeparueii no Kabary, npeacrasisitor codoi OCTaTKU JOHOPA, WU



KapkacHywo nociaenosarenbHocTs IGHV3-48/HJ4 uenoseka, npencrasnennyo B SEQ ID
NO: 89, mpu >TOM MOJOKEHHE KapKacHOM mnocnenoBaTenbHocT H49, B coorBeTcTBUU €
HyMmepauuei no Kabary, npencrasnser codoit 0cTaTOK JOHOPA, WK

KapkacHyo nociaenosarenbHocTb IGHV3-66/HJ4 yenoseka, npencrasnennyo B SEQ ID
NO: 90, mpu >TOM mNOJNOXEHHUs] KapkacHOW mnocienosarenpHoctd H29, H49, u H82, B
COOTBETCTBHUH ¢ HyMeparuei no Kabary, mpeactapisitoT coO0i OCTaTKu AOHOPA; WK

KapkacHywo nocienosareabHoctb IGHV3-74/HJ4 yenoseka, npeacrasnennyo B SEQ ID
NO: 91, mpu 5TOM MNOJOXKEHHWE KapKacHOW mnochenoBarenbHOocTH H49, B COOTBETCTBUH C
Hymepaiuei mo Kabary, npencrasisieT coO0Ol 0CTaTOK TOHOpA.

B HEKOTOpPBIX TaKMX BapHAHTAX peajlu3aluy AaHHOro mu3odperenus, H29 npexncrasuser
coboii F, H44 npencrasisier cobori R wiu G, H49 npencrasnsier coboii A, H82 nmpencrasisier
coboii M nim I, H89 mpencrasnser codoii [ mmu V, H91 npencrasnsier codoii F wim Y u H94
npencrasisier codoit R, cormacHo Hymeparuu no Kabary.

[015] B HexoTOpBIX BapuaHTax peanu3alMd T'YMaHU3UPOBAHHOIO AHTUTENA WJIH €ro
AHTUTeHCBS3BIBAIOIIETO (PparMeHTa, NPEACTABICHHBIX B JaHHOM JOKYMEHTE, BapHadelbHas
00J1acTh JIETKOH LIeTTH CONEPIKUT:

KapkacHyro nocienosarenabHocTh IGKV6-21/KJ2 venoseka, npencrasnennyo B SEQ ID
NO: 92, mpu 3TOM mNONOXKEHUs1 KapkacHoU mnocnenoBarenpbHoctn L4, L21, L69 u L85, B
COOTBETCTBHUH ¢ HyMepanueii o Kabary, npeactasisitor coO0l ocTaTKU JOHOPA, WUJIH

KapkacHyro nocienosarenabHocTb IGKV1-27/KJ2 venoseka, npencrasnennyo B SEQ ID
NO: 93, mpu 5>TOM TmOJNOXKEHUs KapkacHOW mocnenoBarenpbHoctn L21, L49 u L69, B
COOTBETCTBHUH ¢ HyMmeparueii o Kabary, npencrasisitor cobol ocTaTKku AOHOpPA.

B HexoTOphIX TakMX BapuaHTaxX peanusali AaHHOro m3obperenus, L4 mpencrasiser
coboii M, L21 nmpencrasnser coboii L, L49 mpencrasnsier coboit K, L69 npencrasnsier coboit T
wnu S, u L85 npencrasinsier coboit V unu T, cornmacHo Hymepauuu no KaGary.

[016] B HekoTOpbIX BapHaHTAX peajU3alMH NAaHHOTO M300pETEeHHs aHTUTENO WJIH €ro
AHTUTeHCBS3BIBAOIINN (PparMeHT npenctaBisitoT cobol nzorun IgG1l. B HeKOTOpBIX BapuaHTax
peanu3alMu JAaHHOTO W300pETeHHs] AHTUTENIO WJIM €ro AHTHICHCBS3BIBAIOLIMHA (parMeHT
00J1aar0T MOBBIMIEHHON aHTUTEN03aBUCHMON KJIeTOYHOH 1uToTokcnyHOCThI0 (A3KL], ADCC)
[0 CPAaBHEHUIO C UX MCXOJHBIM aHTUTENIOM. B HEKOTOpBIX BapuaHTaxX peaju3alud JaHHOTO
U300peTeHNs] aHTUTENO WJIM €r0 AHTHUIEHCBSI3bIBAOINUI (hparMeHT OOJaNar0T MOBBILIEHHBIM
AHTHUTEJI03aBUCHMBIM KJIETOYHBIM (parounto3oM (A3K®D, ADCP) no cpaBHEHHIO C UX HCXOIHBIM
aHTHUTEJIOM. B HEKOTOpBIX BapHaHTax peasu3allH JaHHOTO HM300pPETEHUs aHTHTENO WJIHA €ro
AHTUTeHCBS3BIBAIOIIMKA  (parMeHT  0OJamarOT  MOBBIIIEHHOM  KOMILIEMEHT-3aBUCHMOMN
uToTokcYHOCTREIO (K31, CDC) mo cpaBHEHHIO C MX HCXOIHBIM aHTHTEJIOM. B HEKOTOpBIX
BApPUAHTAX pEAIN3aLUU JAHHOTO H300PETEeHHs] aHTUTEJIO WM €ro aHTUI€HCBS3bIBAIOLIUIA
¢dparmenT npexncrasisitor coboii Fab, Fab', F(ab'),, ¢parment Fv, amareno, omHomemnodedHoe
antureno, ¢parmeHT scFv wmmm scFv-Fc. B HekOTOphIX BapuaHTax peanu3alud TaHHOTO
N300pEeTEeHNs] AHTUTENO WM €ro AaHTUTCHCBA3BIBAIOIUN (parMeHT MHAYLHMPYIOT AaronTo3

KJIETOK, 3Kkcnpeccupyrouux CD47, in vitro w/unm in vivo. B HEKOTOpBIX BapuaHTax peaau3aluu



TAHHOTO M300pETEHHs] aHTUTEJIO FJIM €r0 AHTHUIe€HCBS3BIBAIOIINNA (PparMEeHT UMEET MOHKEHHOE
(byKo3uIMpOBaHNE OCTOBA IO CPABHEHUIO C UX MCXOAHBIM aHTUTEJIOM. B HEKOTOPBIX BapHaHTax
peanu3anuyu JAHHOTO HW300pEeTEeHHs] AHTUTENO WM €ro AaHTHIeHCBS3BIBAIOIINHM (parMeHT
ABIsAeTCs ayKO3WJIMPOBAHHBIM. B HEKOTOpBIX BapHaHTaX peanu3aliy JaHHOTO H300peTeHus
AHTUTEJIO WM €r0 aHTUT'€HCBSA3bIBAIOIIUN (pparMeHT OokupyeT B3aumonencTeue mexay CD47
u SIRPo. B HEKOTOpBIX BapuaHTax pealu3alyd JAHHOTO H300PETeHUs] aHTHTENO WM €ro
AHTUTEHCBS3BIBAIOIINI (DParMEHT HMMeeT MOHMKEHHYI0 I'€MarrjiOTHHALMIO SPUTPOLIUTOB IIO
cpaBHEeHHUIO ¢ Ab47.

[017] B HeKOTOpBIX BapHaHTaX peajH3alUd JAaHHOTO H300peTeHHs MPEeaIOKeHa
MOCJIEIOBATENIbHOCTD ~ HYKJIEMHOBOM  KHUCJIOTBL,  KOTOpass  KOAMPYET  AHTUTENO  WUJH
AHTUTCHCBS3BIBAIOIIMNA (pAarMeHT, MpPEACTABJICHHbIE B JaHHOM JOKYMEHTe. B HEKOTOpBIX
BApPHUAHTAX peTN3alUH IaHHOTO H300pPETEeHUs] MPENIOKEH BEKTOpP OKCIPECCHH, KOTOPBIA
COZIEP’KUT YKa3aHHYIO NOCIEN0BATENbHOCTh HYKJIEMHOBON KHCIOTHL. B HEKOTOpBIX BapuaHTax
peanu3anuy JAHHOTO U300PETeHHs MPEIIOKEeHA KIIETKA-XO035UH, KOTOPast COAEPIKUT YKa3aHHYIO
HYKJIEMHOBYIO KHCJIOTY WJIM BEKTOP 3KCIpeccuu. B HEKOTOphIX BapuaHTax peaju3alid JaHHOTO
n300peTeHNs]  TMPEUIOKEHA  KIIETKA-XO3SIMH, KOTOpash  OKCIPECCHUPYET  aHTUTENO MU
AHTUTCHCBS3BIBAIOIINN (pAarMeHT, MpPEACTABICHHBIE B JaHHOM JOKYMEHTe. B HEKOTOpBIX
BapHaHTaX peau3alud JaHHOTO HM300peTeHusT Croco0 TONy4YeHUs aHTUTeNla  WIIH
AHTUTeHCBS3BIBAIOIIETO (parMeHTa, IPEACTABICHHbII B JAaHHOM JIOKYMEHTE, BKJIOYAET
KyJbTUBUPOBaHME KJIETKH-XO35iMHA. B  HEKOTOpbIX BapuaHTax peanu3alud JAaHHOTIO
n300peTeHust  crnocod  JOMOJIHUTENBHO  BKJKOYAET  BBIJEJNICHHWE AaHTUTENa WIH  €ro
AHTUT€HCBS3BIBAIOLIETO (hparMeHTa.

[018] B HekoTOphIX BapHaHTaX pealu3aliil JaHHOTO H300pPETeHUs MPEIJIOKEeHbI
CIIOCOOBI JIEUEHHUST OHKOJIOTMYECKOTo 3a00IeBaHs, Xapakrepusyromerocs skcnpeccueit CD47, y
cyOBeKTa, BKIIOYAIOIIME BBeAEeHHE CYyOBEeKTy TepameBTuueckn 3(dexkTuBHOro konmuectna
antutena npotuB CD47 uioM ero aHTHUrEHCBS3bIBAOLIETO (pparMeHTa, MPenCTaBICHHBIX B
JAHHOM JOKYMEHTE.

[019] B HekoTOpBIX BapHaHTAX peaTU3alMKi JaHHOTO H300pETEHHUs] MPENJIOKEHBI
CTHIOCOOBI JIEUEHHsT OHKOJIOTHYECKOTO 3a00JIeBaHMs, XapakTepusyrouerocs skcnpeccueit CD47, y
CyOBeKTa, BKIIFOYAOIIHE!

uneHTHGuKanus cyObeKTa Kak HMMEIOLIEro OHKOJIOTWYeckoe 3a0oNieBaHHe, KOTOpOe
xapakrepusyercs skcnpeccueii CD47; u

BBEICHUE CYOBEKTY TepaneBTHUeCKH 3(P(EKTUBHOIO KOJMYECTBA AHTUTENA IPOTHB
CD47 nnu ero aHTUreHCBS3BIBAIOIIETO (PparMeHTa, MPEICTaBIEHHOTO B TAHHOM JIOKYMEHTE.

B HEKOTOPBIX TAKMX BapUAHTAX PEANN3aALUH JAHHOTO U300PETEeHNs, STl a) BKIIIOYAET:

1) moyueHne pakoBOM TKAaHU;, U

11) obHapyxenne CD47 B BBIIETIEHHOHN PakOBOM TKaHU.

[020] B HekoTOpBIX BapHaHTAaX peaIU3alUd JaHHOTO H300PETEeHUs] MPENJIOKEHBI
CTIIOCOOBI JIEUeHNsI OHKOJIOTHUYECKOT0 3a00NIeBaHMs, XapakTepusyroerocs skcrnpeccueit CD47, y

CyOBeKTa, BKIIFOYAOIIHE:



uneHTHGHUKanns CyObeKTa C MOBBIIEHHBIMU YPOBHIMH HH(HIBTPALH Makpodaros B
PaKOBOM TKaHHU 10 CPABHEHUIO C TKAHBIO, HE SIBJISIFOLIENCS PAKOBOU; U

BBEICHUE CYOBEKTYy TepaneBTHUeCKH 3(P(EKTUBHOrO KOJINYECTBA AHTHUTENA IPOTUB
CD47 nnu ero aHTUreHCBA3BIBAIOIIETO (PparMeHTa, MPEICTaBIEHHOrO B JAHHOM JIOKYMEHTE.

B HEKOTOpBIX TaKMX BapHUaHTaX peaNn3aluy JaHHOTO U300PETEeHNUs, STl a) BKJIIOYAET:

1) mojydeHHe OT CyOBeKTa PakOBOW TKAHUM U OKPYKAIOIIEH TKaHW, HE SIBILSIOINEICS
PakoBOIi;

i1) oOHapy>xeHne Makpo(aroB B BbIIEJIEHHONH PAKOBOM TKAHU U B TKAHHU, HE SIBJITFOLIEHCS
PaKoBOIL;, U

1i1) cpaBHEHHE KOJIMYECTBEHHON OIIEHKH OKPAIIMBAHUS B PAKOBOW TKAHU IO CPABHEHUIO
C TKaHbKO, HE SBJSIOIIEHCA pakoBOW. B HEKOTOpPBIX BapHaHTax peaau3aluyd JaHHOTO
n300peTeHNs] OKpallMBaHWE MAaKpogaroB MPOBOIAT C HCIHOJIb30BAHHEM AHTHTENA IPOTHB
CD163.

[021] B HexOTOpBIX BapHWaHTaX peajH3aldl JAHHOTO W300pETeHHs] CIOCOOBI JICYSHHSI
OHKOJIOTMYECKOrO 3a00JIeBaHMsl BKIIOYAIOT HASHTHQUKALUIO CyOBEKTa KaK HMEOLIEeTo
OHKOJIOTHYeCcKoe 3aboyieBaHue, xapakrepusyromeecs: skcnpeccueii CD47, u TOBBIIICHHBIE
YPOBHH HWH(HUIBTPALM Makpo(aroB B pakoBOH TKaHH IO CPAaBHEHHIO C TKaHBIO, HE 5
SIBJIAFOLIENCS PAKOBOM.

[022] B HEKOTOPBIX BapuaHTax peaju3aliy JAHHOTO M300pETeHHs MPENJIOKEH Crocod
MHAYKLUU afonTo3a KieTkH, skcnpeccupyromieii CD47, Bxkimrodaromuii KOHTAKTUPOBAaHUE
KJIETKH C aHTUTEJIOM HJIH €r0 aHTUT'€HCBA3BIBAIOIINM (DparMeHTOM, PEACTABICHHBIM B JAHHOM
JIOKyMeHTe. B HEKOTOpBIX BapHaHTaxX peajlu3alliuy JAaHHOTO M300peTeHHUs], KIETKH HaXOAATCs in
vitro. B HEKOTOpBIX BapuaHTax peann3aliy JAHHOTO U300pETEeHNUs, KIETKH HaXOATCs in Vivo.

[023] B HeKOTOpbIX BapuaHTaX pealM3alydy TaHHOIO HM300pETeHUs MPEIJIOKEHO
SKPAHUPOBAHHOE AHTHUTENO, COAEPIKAllee aHTHTENO MM €r0 aHTHIeHCBS3bIBAIOIINI (pparMeHT,
KOTOpbIe crienupuyecku CBs3biBatoTCst ¢ Oenkom CD47 yenoBeka u, MO MEHBIIEH Mepe, OIUH
SKpaHUPYIOUIUN AOMEH, MPU 5TOM, IO MEHbLIEH Mepe, OJUH SKPAHUPYIOLIUI TOMEH COAEPKUT
AMUHOKHCJIOTHYIO MOCJIENOBATEIbHOCTD, BhiOpaHHyto u3 SEQ ID NOs: 44-55, 75-86, 94 u 95. B
HEKOTOPBIX BapHaHTaX peaJH3aldd MaHHOTO H300pEeTeHHs MNPENIOKEHO 3KPaHUPOBAHHOE
AHTHUTEJIO, KOTOPOE CONEPKUT AaHTUTEJO WM €ro AaHTUTCHCBSI3BIBAOINUI  (parMeHT,
MIPENCTABJICHHBIE B HACTOALIEM JOKYMEHTE, U [0 MEHbIIEH Mepe, ONNH 3KPAHUPYIOIIUI JOMEH.
B HexoTOphIX BapHaHTaX pean3alud JAaHHOTO HM300pETeHHs, 1O MEHbIIeH Mepe OAWH,
SKPAHHUPYIOLINHA JOMEH COAECPKUT AMHHOKHCIIOTHYIO TIOCIIEOBATENbHOCTD, BRIOpaHHY0 u3 SEQ
ID NO: 44-55, 75-86, 94 u 95.

[024] B HeKOTOpBIX BapHaHTaX pealu3aliy JAaHHOTO W300pETeHHs], IO MEHbIIeH Mepe
OIWH, OSKPAaHHPYIOIIMH JOMEeH CHWwKaeT apPUHHOCTD CBSA3BIBAHUS AHTHTENA WM
aHTUTeHCBs3BIBarOIIEro (pparmenTa ¢ 6emxom CD47 yenoBeka MO CPAaBHEHUIO C AHTUTENIOM HUIH
€ro aHTUICHCBS3BIBAIOIIMM (parmMeHTOM 03, MO MeHbIIel Mepe, OJHOrO 3KPAHUPYIOLIErO
noMeHa. B HEKOTOpPBIX BapuaHTaxX peaju3aliy JAHHOTO M300peTeHus apPpUHHOCTD CBSI3bIBAHUS

CHIJKAETCs,, MO MeHblIel Mmepe, B 0kojgo 100 pa3 mo CpaBHEHUIO C AHTUTENIIOM WM €ro



AHTUTeHCBS3BIBAIOIINM (pparMeHTOM 0O€3, IO MEHbLIeH Mepe, OJHOTO SKPAaHHPYIOLIEr0 JOMEHA.
B HekoTOpBIX BapHaHTaxX peanu3ald JaHHOrO u300pereHust a(pUHHOCTD CBSI3bIBAHUSA
cHkaercss ot okojo 200 pa3 go okoso 1500 pa3 mo CpaBHEHHIO C AHTUTEJIOM WIIU €ro
AHTUT€HCBA3BIBAIOIINM (PparMeHTOM Oe3, 110 MeHbIIeH Mepe, OJHOrO 3KPaHUPYIOIIEro TOMEHa.

[025] B HexkoTOpBIX BapHaHTaxX peajH3alUy AAHHOTO M300pPETEHUS aHTUTENO WIH €ro
AHTUTEHCBSI3BIBAIOIINI (PparMeHT COAepIKaT TSUKENYIO LIeTb U JIETKYIO Lielb, IPU 5TOM TSDKeNas
LleNb CB3aHA C MEPBbIM 3KPAHUPYIOLIUM AOMEHOM, WIM NPH 3TOM JIeTKas LeNb CBsI3aHA CO
BTOPbIM JKPAaHUPYIOIIMM JOMEHOM, WJIH IpU H3TOM TsDKenas Ielb CBs3aHa C IEePBBIM
SKPAHUPYIOLIUM JAOMEHOM U JIeTKas Ielb CBS3aHa CO BTOPHIM 3KPaHHUPYIOIIMM JoMeHOM. B
HEKOTOPBIX BapHAHTAX pEAJN3aLUN JAHHOTO M300PETeHUs TMEepBbIH SKPAHHPYIOLIMHA JTOMEH
COZIEPKUT AMUHOKHUCJIOTHYIO TIOCIIEIOBATENBHOCTD, BhiOpaHHyto u3 SEQ ID NO: 44, 46, 48, 50,
52, 54, 75, 77, 79, 81, 83, 85 u 94, u BTOPON OSKPAHUPYIOIIMH JOMEH COAEPKUT
AMUHOKHUCJIOTHYIO MMOCJIeoBaTeIbHOCTD, BeiOpanHyto u3 SEQ ID NO: 45, 47, 49, 51, 53, 55, 76,
78, 80, 82, 84, 86 m 95. B HEKOTOPBIX BapUaHTaX PeaTM3aALUN JAHHOTO U300pPETEHHUs MEepPBbIi
SKPAHUPYIOIIUI JOMEH U BTOPOH SKPAHUPYIOUIUH JOMEH TNPEACTABISIOT CO0OM mapy
SKPAHUPYIOMINX TOMEHOB, BbiOpaHHBIX u3: SEQ ID NO: 44 u 45; SEQ ID NO: 46 u 47; SEQ ID
NO: 48 u49; SEQ ID NO: 50 u 51; SEQ ID NO: 52 u 53; SEQ ID NO: 54 u 55; SEQ ID NO: 75
u 76; SEQ ID NO: 77 u 78; SEQ ID NO: 79 u 80; SEQ ID NO: 81 u 82; SEQ ID NO: 83 u 84;
SEQ ID NO: 85 u 86; u SEQ ID NO: 94 u 95. B HEeKoTOpbIX BapuaHTax peaju3alyd JaHHOTO
n300peTeHNs] TePBbIH SKPAHUPYIOMHUA TOMEH CBSi3aH ¢ N-KOHIIOM TSDKEJION IenH, a BTOPOM
SKPaHUPYIOLIUM TOMEH CBsA3aH ¢ N-KOHLIOM JIETKOW LIEeTIH.

[026] B HekoTOpHIX BapuaHTaX pealM3allid JaHHOTO U300pEeTeHUs] Ka)abli
5KPAHUPYIOLIUI JOMEH COAEPKUT MPUTOAHBIN [JIs1 PACLIEIUICEHUs] IPOTEa30l JINHKEP U CBs3aH C
TSDKEJION LIEeTIbIO UJTH JIETKOM LIETIBbIO Yepe3 MPUTOAHBIN AJIs pacllerieHus IpoTea3on JIuHkep. B
HEKOTOPbIX BapUAHTaX peajM3aliy JAHHOTO H300pETEeHHs] NPHUIOAHBIA U PaCIleIUIeHHs
NPOTea30l JIMHKEP CONEPKUT CAlT pacIleruieHus] MaTPUKCHOHM mertasutonporeasoi (MMII). B
HEKOTOPBIX BapUAHTAX pean3alliu JaHHOTO n3o0pereHus cait pacieruienus MMII BeiOpan u3
caiita pacmerienuss MMII2, caitta pacwernienuss MMII7, caiita pacwemienns MMIIO u calita
pacimerieanss MMIT13. B HekOTOpbIX BapWaHTaxX peau3aliyd JaHHOTO HM300peTeHus MOcye
pacmeriernss ¢ nomombilo MMII Tspkenass uenb W/WIM JieTKas LENb aHTUTENA WK €ro
AHTUTCHCBS3BIBAIOIIETO (hparMeHTa CONEpKUT (PParMeHT M3 aMHHOKHCIOTHBIX OCTATKOB CalTa
pacmermernss MMIL. B HeKOTOpBIX BapHaHTaxX peaiu3alliyl JAaHHOTO U300peTeHHs pparMeHT u3
AMUHOKHCJIOTHBIX OCTaTKOB CailiTa paclleIUIeHUsl COAEpKUT mocnenosarenpHocT LRSG, SG
unn VR Ha N-xoH1e aHTUTENA.

[027] B HeKOTOpBIX BapHaHTaX peajH3alMy AAHHOTO M300PETEHHS aHTUTENO WU €ro
AHTUTeHCBS3BIBAIOIIMKA ~ (parMeHT  MPEACTaBISAIOT  COOOH aHTUTENIO WU ero
AHTUTeHCBS3BIBAIOIINN (parMeHT, MpPEACTABICHHbIE B JaHHOM JOKYMEHTe. B HEKOTOpBIX
BapHUAHTaX PEAM3alUU JAHHOTO M300PETEHUs SKPAaHUPOBAHHOE AHTUTENIO CONEPIKUT TSKEIYIO
LleNb, CBSI3aHHYK) C IEPBbIM OSKPAaHUPYIOLIMM JOMEHOM U HMEIOLYI0 AMHHOKHCIOTHYIO

nocnenosatenbHOcTs SEQ ID NO: 42, u nerkyro nens, CBI3aHHYIO CO BTOPBIM 3KPaHUPYIOIIUM
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JOMEHOM M UMEIOIIEH aMUHOKUCIOTHYIO0 nocienosareabHOcTh SEQ ID NO: 43.

[028] B HekoTOpbIX BapHaHTAaX peau3alld JaHHOTO W300pEeTeHHs MPEeaIOKeHa
NOCJIEI0BATENBHOCTD HYKJIEMHOBON KHMCJOTBI, KOTOpash KOAUPYET 3KPAHMPOBAHHOE AHTUTENO,
NPECTaBICHHOE B JIAHHOM JOKyMeHTe. B HeKOTOphIX BapuaHTax pealnu3allid JaHHOTO
M300pEeTeHNs MPEIJIOKEH BEKTOP HKCIPECCHH, KOTOPBIN CONEPKHUT YKA3aHHYIO HYKJIEHHOBYIO
KHCJIOTY. B HEKOTOpBIX BapuaHTax pealu3aliy JaHHOTO M300pEeTEeHHs MpeIOKeHa KIIeTKa-
XO35IMH, KOTOpas 3KCIPECCUPYET SKPAHUPOBAHHOE AHTUTENO, IPEJACTABIEHHOE B JAHHOM
IOKyMeHTe. B HEKOTOpBIX BapuaHTaX peaju3aldd JAHHOTO M300pEeTeHHs! Crocod MOTydeHUs
SKPAHMPOBAHHOTO  AHTHUTENA, TPEACTABICHHbIH B  JAHHOM  JOKYMEHTE, BKJOYaeT
KyJIbTUBUPOBAHUE KJIETKU-XO3fMHA. B  HEKOTOPBIX BapHAaHTaX peaJU3alud  JAaHHOTO
n300peTeHust Crocod AOMOTHUTEIBHO BKIIIOYAET BbIIEIEHUE SKPAHHPOBAHHOTO AHTHUTENA.

[029] B HEKOTOpBIX BapHaHTaX peaNU3alUi JAHHOTO H300pETeHHs TPEIJIOKEHBI
CrocoObI JIeUeHHs] OHKOJIOTHYECKOro 3a00/IeBaHus, XapakTepusyrolierocs skcnpeccueit CD47, y
CyObeKTa, BKIIIOYANOIHE BBEAEHHE CYOBEKTY TepaneBTHYeCKH 3(P(EKTUBHOrO KOJUYECTBA
SKPAaHHUPOBAHHOI'O AHTUTEJNA, IPEJCTABJIEHHOIO B JAHHOM JIOKYMEHTE.

[030] B HekoTOphIX BapHaHTaX peATH3AlNH JaHHOTO H300PETEeHUS MPEIJIOKEHBI
CrocoObI JIeUeHHs] OHKOJIOTHYECKOTro 3a00/IeBaHms, XapakTepusyolierocs skcnpeccueit CD47, y
CyOBeKTa, BKIIFOYAIOIIHE:

a) naeHTu(UKAUI0 CyOBEKTa KaKk MME0INero nosbimeHHble ypoBHH MMII B omyxomnn
10 CPaBHEHMIO C OKPY>KAIOIIEH TKaHBIO, HE SIBJIAIOLIENCS paKOBOW, U

b) BBeneHHE CyOBEKTY TepamneBTUYeCKU 3(PPEKTUBHOIO KOJIUYECTBA SKPAHHPOBAHHOTO
aHTUTEJNA, IPEACTABICHHOIO B JAHHOM JOKYMEHTE, NPU 3TOM KKABIH 3KPAaHUPYIOIUI TOMEH
SKPAHUPOBAHHOI'O AHTHUTEJA COAEPKUT MPUTOAHBIIN IS PACIleNJIeHHUs IPOTea3ol JIMHKep U MpU
5TOM MPUTOAHBIA [Ji PpacCUIeIUIEHUs] NPOTea3Ooil JIMHKEP COAEPXKHUT CaNT paclLIeTIeHUs
MaTpukcHOW Metaiutonporeazoii (MMII). B HekoTopeIx BapmaHTax peanu3alydyd JaHHOTO
u3zobperenust caiit pacmervienuss MMIT BoiOpan u3 caiita pacuierienuss MMII2, caiita
pacuwerienuss MMII7, caitta pacwenniennss MMII9 u calita pacwennenus MMIII3. B
HEKOTOPBIX BapUaAHTaX peaju3aluu naHHoro u3odperenus MMII BeiOpana u3 MMII2, MMII7,
MMII9 u MMII13. B HEKOTOpBIX BapuUaHTaX peaTU3aLUd TAHHOTO H300pETeHHs, STam a)
COZIEPIKUT:

1) mosyueHune oT CyOBeKTa PaKOBOH TKaHU M TKAHH, HE SIBJISTFOLLIEICS PaKoBOIi,

i1) oOHapykenue MMII B BBIIEICHHOW PAKOBOW TKAHM M B TKAHU, HE SIBIISIOIIEHCS
PaKoBOI1;, U

1i1) cpaBHEHHE KOJIMYECTBEHHON OIIEHKH OKPAIIWBAHUS B PAKOBOW TKAHU IO CPABHEHHIO
C TKAHBIO, HE SIBJIAIOLIENCS] pAKOBOM.

[031] B HEKOTOpBIX BapHaHTaX pealU3ali JAHHOTO H300pETeHUs MPEIIOKEHBI
crocoObl JIeUeHHs] OHKOJIOTHYECKOro 3a00/IeBaHms, XapakTepusyrorierocs skcnpeccueit CD47, y
CyOBeKTa, BKIIFOYAIOIIHE:

uneHTHuKanus cyObeKkTa Kak HMEIOLIEro OHKOJOrM4deckoe 3a0ojieBaHHEe, KOTOpOe

xapakrepusyercs skcnpeccueit CD47; u
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BBEICHUE CYOBEKTY TepamneBTHYeCKH 3(PPEKTUBHOIO KOJIUYECTBA HKPAHUPOBAHHOTO
aHTUTEJA, PEICTABIEHHOTO B JAHHOM JIOKYMEHTE.

B HeKOTOpBIX BapUaHTax peasn3aluy JAHHOTO M300PETEeHNUs, STall a) COAEPIKUT:

1) mosnyueHne pakoBOM TKaHU;, U

i1) oOHapyxenue CD47 B BbIIeNeHHOH PaKOBOH TKaHH.

[032] B HeKoTOpBIX BapHaHTaX peaNu3alUl JaHHOTO H300pETeHHs MPEIJIOKEHbI
CIIOCOOBI JIEUEHHUST OHKOJIOTHYECKOro 3a00IeBaHs, Xapakrepusyromerocs skcnpeccueit CD47, y
CcyOBeKTa, BKIIFOYAOIIHE!

uneHTH(HKanus CyObeKTa ¢ MOBBIIEHHBIMUA YPOBHIMH WH(UIBTPALUN Makpo(daros B
PaKOBOM TKaHU IO CPABHEHUIO C TKAHBIO, HE SIBJISAIOLIENCS PAKOBOM; U

BBEICHUE CYOBEKTY TepamneBTUYeCKH 3(P(PEKTUBHOIO KOJIUYECTBA HKPAHUPOBAHHOTO
AHTHTEJIA, PEICTABJIEHHOTO B TAHHOM JIOKYMEHTE.

B HEKOTOpBIX BapHaHTaxX peau3alui JAaHHOTO H300PETeHHUs, STal a) COAEPIKHUT:

1) momyueHHe OT CyObEKTa PAKOBOW TKAHM W OKPYIKAKOIIEH TKAHU, HE SIBJITFOLICHCS
PakoBOH;

11) oOHapy>xeHne MakpodaroB B BbIIEJIEHHONH PAKOBOHM TKaHU U B TKaHHU, HE SBJITFOLIECHCS
PaKoBOM;, U

111) cpaBHEHHE KOJIMYECTBEHHON OLIEHKHM OKPAIIHMBAHUS B PAKOBOHW TKaHM IO CPABHEHUIO
C TKaHbK, HE SBJAIOIIEHCA pakOBOW. B HEKOTOpPBIX BapHaHTax peaau3aluu JIaHHOTO
n300peTeHNs] OKpalIMBaHWE MAaKpoQaroB MPOBOAAT C HCHOJb30BAHHEM AHTHUTENA IPOTHB
CD163.

[033] B HekoTOphIX BapHaHTaX pealu3aliyl JaHHOTO H300PETeHUs P eJIOKEHBI
CIIOCOOBI JIEYEHHUST OHKOJIOTHYECKOro 3a00eBaHs, Xapakrepusyromerocs skcnpeccueit CD47, y
cyOBeKTa, BKIIOYAONNEe HACHTUQUKALMIO CyOBbEeKTa KaK MMEIOLIero (a) MOBBIIEHHbIE YPOBHU
MMII B omyxosiu MO CPaBHEHHIO C OKPY’KAaroIlell TKaHbIO, He SBJsoIneicst pakoBoil u (b)
OHKOJIOTHYeCKOe 3abojieBaHue, xapakrepusyromeecss skcrnpeccueit CD47. B HekoTOpbIX
BApMAHTAX  peaJM3aldd  JAaHHOTO  HM300peTeHHs]  MPEeIJIOKEeHbl  CIOCOObI  JICUEHHs
OHKOJIOrHm4yeckoro 3aboneBaHusi, xapakrepusyromerocsi skcrnpeccueri CD47, y cyObekra,
BKJIFOYAKOIIMEe MACHTU(UKALMIO CYyOBeKTa Kak uMerolero (a) moblmeHHble ypoBHU MMII B
OIMYXOJIH TIO CPABHEHUIO C OKPYIKAIOIIEH TKAHBIO, HE SIBJISIOIIENHCs pakoBOi U (b) MOBBIIIEHHBIE
YPOBHH MakpodarajibHOH HWHPUIBTPALUS B PAKOBOW TKAHH IO CPABHEHUIO C TKAHBIO, HE
SIBJISTIOINENCST  PAaKOBOW. B HEKOTOpBIX BapHaHTaX pealu3aliy JaHHOTO U300peTeHus
NPEAJIOKEHbl  CIIOCOOBI  JIEYEHUS OHKOJIOTMYECKOTO 3a00JIeBaHMS, XapaKTEPU3YIOIIETrOoCs
skcripeccueit CD47, y cyObekTa, BKIFOYAKOIINEe HASHTH(HUKALIMIO CYObEKTa KaKk UMEIINero (a)
OHKOJIOTH4ecKoe 3abojieBaHue, xapakrepmsyroueecs skcrpeccueit CD47 u (b) moBbileHHbIE
YPOBHH HWHPWIbTpAUH MakpodaroB B pakOBOH TKaHM IO CPABHEHHMIO C TKaHBIO, HE
SIBJITIOINENCS  PakOBOW. B HEKOTOPBIX BapWaHTaX peau3alidl JaHHOTO H300peTeHus
NPEAJIOKEHBl  CIIOCOOBI  JIEYEHUSI OHKOJIOTMYECKOTO 3a00NIeBaHMS, XapaKTEPU3YIOIIErocs
skcripeccueit CD47, y cyObekTa, BKIFOYAOLINEe UASHTU()UKALNIO CyObeKTa Kak UMeEroIero (a)

noBbllIeHHbIe ypoBHU MMII B omyxoin 1O CPaBHEHUIO C OKPYXarOLIEd TKaHbIO, HE
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SIBJISTIOINENCST pakoBOH, 1 (b) oHKOOrHUecKkoe 3a00IeBaHme, XapaKTEePU3YIOMIEeCs] SKCIIPECCHEH
CDA47, u (c) noBbIlIEHHBIE YPOBHU MHPUIBTPALIUN MaKPO(aros B pakoBOI TKaHU 11O CPABHEHHUIO
C TKAHBIO, HE SIBJIAIOLIENCS] PAKOBOM.

[034] B HekoTOpbIX BapMaHTax peajH3aldy AAHHOTO HU300pPETEHUs 3KPaHUPOBAHHOE
AQHTUTENIO COJEP>KUT, IO MEHbLIEH Mepe, OAUH SKPAaHUPYIOLIUN JOMEH, COAEep KallHil
IIPUTOHBIN U1 PACLIEIUICEHUs NPOTEa30l JUHKEP, U NMPU 3TOM NPUTOAHBIN AJIsl pacCIlerIeHUs
IIPOTEa30i JIMHKEp PpACIICIUISETCs] B MHUKPOOKPYXXEHMHM ONyXOoJH. B HEKOTOpBIX BapHaHTax
peanu3aluu JAHHOTO H300pETeHUs] MOCie pACIICIVICHUs MPUTOIHOTO JUI  PaCIIEIUICHUs
NpOTea30l JMHKEpa B MUKPOOKPYKEHUU OIMYyXOJIH SKPAHUPYIOIIHHA JOMEH BBICBOOOXKIAETCS U3
antutena npotuB CD47 wim ero aHTUreHCBSA3BIBAIOIIETO (parMeHTa. B HEKOTOpPBIX BapHaHTaX
peanu3ay JAaHHOTO H300PETeHUsT IPUTOHBIN JJIsl PACIIETUICHUS TPOTEa30H JIMHKEP CONEPIKUT
aMHHOKHUCIIOTHYIO nocnenoBareiabHocTh IPVSLRSG (SEQ ID NO: 73) wu GPLGVR (SEQ ID
NO: 57). B HeKOTOpBIX BapHWaHTaX peaTu3alii TaHHOTO U300pETEeHUs] TPUTONHBIA IS
pacLIeIUIeHUs] MPOTea3oll JUHKEp coaepkuT calt pacuemwienns MMIL B HekoTopbix
BapHaHTaX peajr3alluil JAaHHOTO HM300pereHusi caiit pacmerieHnss MMII BeiOpan u3 caiita
pacweriennss MMII2, calita pacmernienus MMII7, caitta pacmensenus MMIIO u caiita
pacmeruieanss MMIT13. B HeKOTOpBIX BapuaHTAaX peaU3allK JaHHOTO W300pEeTeHHs], TMOCe
BbICBOOOKAeHNs aHTHTEeNa MPpoTHB CD47 nminn ero aHTUreHCBSI3bIBAIOIIETO (PparMeHTa, aHTUTENO
npotus CD47 wiu ero aHTUreHCBA3BIBAIO NN (parMeHT uMeeT PParMeHT U3 AMHHOKHCIIOTHBIX
OCTAaTKOB MPUIOAHOTO AJisl pacLIeIIeHHus MNpoTea3oil juHKepa. B HEKOTOpBIX BapuaHTax
peanuzanMu OAHHOTO H300peTeHHs (parMeHT U3 aMHHOKUCIIOTHBIX OCTAaTKOB —CaiTa
paciieruienus conepsxut nocnenosareabHocTb LRSG, SG unu VR Ha N-koHLEe aHTUTENA.

[035] B pa3nuuHbIX BapHaHTaX pealu3aldyd JAaHHOTO H300PETeHHS OHKOJIOTHYECKOe
3aboneBaHue, xapakrepusyroineecs skcnpeccueit CD47, mpencrasisier cobol reMoOacTo3 wiu
CONUAHBIA pak. B HEKOTOPHIX BapuaHTaxX peaju3aluyl JAHHOTO M300peTeHHs OHKOJIOTHYECKOe
3a0osieBanue, Xxapakrepusymoineecs oskcrnpeccueir CD47, BbIOpaHO U3  HEXOMKKHHCKOMU
mumpomel, B-mumdobnactHol nuMpOMbI, B-KJIETOYHOrO XPOHHUUECKOTO JHUM(OLUTAPHOTO
aeiiko3a/muMdombl U3 Manbx JUMQOIUTOB, cuHApoMa Puxrtepa, (HONIHKYISIpHONH JTHUME(OMBI,
MHOKECTBEHHOH MHENIOMbI, MUenopuOpo3a, HICTUHHON MOJUIUTEMUH, T-KJIETOYHOH JTUMGPOMBI
KOXKH, MOHOKJIOHAJIbHOW ~ TaMMamaTUM  HeyCTaHOBJeHHOW  stuoyormu  (MGUS),
MuenogucruiacTudeckoro cuuapoma (MDS), ”MMyHOOIACTHOH KPYMHOKJIETOYHOH JTHM(OMBI,
B-numdobnacTHoro neiikoza w3 KJIETOK-TPEIIIECTBEHHHKOB, OCTPOr0 MHEJNIOHIHOIO JieHKo3a
(AML) 1 aHanaacTH4ecKoi KPyMHOKJIETOUHON JTUM(pOMBI. B HEKOTOPBIX BapHaHTaX pean3alum
TaHHOTO M300pETeHNsI OHKOJIOTHUYECKOEe 3a00JIeBaHNe, XapakTeprsyroieecs sxkcnpeccueit CD47,
BBIOPAHO U3 pakKa JIETKUX, PaKa MO KEyJOUHOHN JKeJe3bl, paka MOJIOYHOH JKeNle3bl, paKka MeueHH,
paka SUYHUKA, paka siMUKa, paka MOYKH, paka MOYEBOrO My3bIps, paka MO3BOHOYHHUKA, paka
rOJIOBHOTO MO3ra, paka ULIeHKH MAaTK{, paka 3HAOMETpPHUs, KOJOPEKTAJIBbHOTO paka, paka
aHAJIbHOTO KaHaja, paka MUIIEBOJA, paka >KeTUYHOIO My3bIps, paka >KelyJOYHO-KUIIEYHOTO
TpaKTa, paka >KelIyAKa, paka TOJIOBbl U IIEH, paka KOXH, MEJIaHOMBI, paka MpPOCTaThl, paka

runousa, paka MaTK{, paka BJIarajviia U paka IMUTOBUAHOI jkene3bl. B HEKOTOPBIX BapuaHTax
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peanu3anuu JAHHOTO M300peTeHHss OHKOJIOTHUECKOe 3a00JieBaHMEe, XapaKTepU3YIOIIeecs
skcripeccueit CD47, BeIOpaHO M3 paka JIETKHX, CAPKOMBI, KOJIOPEKTAJIbHOTO PaKa, paka rojoBbl U
Lley, paka SIMYHUKOB, paka MOMKEIyAOYHON >JKeNe3bl, paka >KelyJKa, MEJaHOMbl M paka
MOJIOYHOM K€JIE3bl.

[036] B HekoTOpbIX BapUaHTaX peaju3alydd JAHHOTO H300pPETeHUs] aHTUTEJIO MPOTHB
CD47 unu ero aHTUIeHCBA3BIBAOIIMN (PparMeHT MM SKPAaHUPOBAHHOE AHTUTENIO BBOIST B
KOMOMHAIIMM C WHTHOUTOPOM MOJIEKYJIbl MMMYHHOH KOHTPOJIBHOW TOYKM, BBIOPAHHOH W3
omHOoro wim Oojiee u3 Oenka 3amporpaMMHpOBaHHOW cMmeptu kjerku 1 (PD-1), nuranga
3anporpamMmmupoBanHoil cmeptu kietku 1(PD-L1), PD-L2, nurorokcuueckoro T-mumdount-
accouuupoBanHoro Oenka 4 (CTLA-4), Oenka 3, comep:Kamiero IOMeHbI T-KJIE€TOYHOTrO
ummyHornoOynmuHa u  mynmHa (TIM-3), ren aktuBaunumm JumdonuroB 3 (LAG-3),
KapLHHOMO3MOPHOHAJIPHON aHTUreH3aBUCHUMOI MosekyJibl kierouHor anresmn 1 (CEACAM-
1), CEACAM-5, V-IOMEHHOr0 HMMYHOIJIOOYJHUHOBOTO CyIpeccopa aKTHBALUU T-KIIETOK
(VISTA), B- u T-numdouunrtaproro arrenroaropa (BTLA), T-ki1eTo4HOr0O HMMyHOpPELENTOpa C
nomenamu Ig u ITIM ( TIGIT), ummyHOr10OY THHO-TTOMOOHOTO PELENTOpa, aCCOLMUPOBAHHOTO
¢ neiikoruramu (tmma 1) (LAIR1), CD160, 2B4 wnmu TGFR. B HekoTOphIX BapuaHTax
peanu3aluu TaHHOTO HM300pereHust aHtuteno npotuB CD47 wim ero aHTUTeHCBSI3bIBAFOIIMIA
(dparMeHT WM 3KpaHUPOBAHHOE AHTHUTEJIO BBOJAT B KOMOMHALIMN C arTOHIUCTUYECKUM aHTUTEJIOM
nporue CD40. B HeKOTOpBIX BapHaHTaX peasu3aliil JaHHOTO M300PETEeHHs] arOHHCTHYECKOe
aatureno nporuB CD40 wumeer HHM3KHME ypOBHM (YKO3MIMPOBAHUS WM  SIBJISETCS
apyKo3UIMPOBaHHBIM. B HEKOTOpPBHIX BapHaHTaX peajH3alUy JAHHOTO M300pETeHHs aHTUTENO
nporuBs CD47 unam ero aHTUreHCBA3BIBAIOLIMK (parMeHT WIM SKPAaHUPOBAHHOE AHTHUTENO
BBOJAT B COYETAHHU C KOHBIOTaTOM AaHTHUTeJO-lekapcTBeHHoe cpenctso (ADC), mpu stom
aatuteno ADC crnemmgpuyeckun CBsA3bIBaeTCS C OEJIKOM, KOTOPBIH OSKCIPECCHPYETCsl Ha
BHEKJIETOYHOW IOBEPXHOCTH PAKOBOM KJIETKM M AHTUTENO KOHBIOTMPOBAHO C COEIUHEHHEM
JUHKEP-JIEKAPCTBEHHOE CPEACTBO, CONEPKALIUM IUTOTOKCHYECKHII areHT. B HekoTopbIxX
BApHUAHTAX peajiM3alMy JaHHOTO W300peTeHHs IMTOTOKCHYECKUH areHT MPEeACTaBisieT COOOM
aypuUCTaTUH. B HEKOTOPBIX BapUaHTAX peaju3aldd NaHHOTO u300pereHusi antureao ADC
KOHBIOTHPOBAHO C COEAMHEHUEM JINHKEP-JIEKapCTBEHHOE CPENCTBO, BbIOpaHHbIM 13 VCEMMAE un
mcMMAF.

[037] B HekoTOpBIX BapHaHTaX pea3aldd JAaHHOTO H300pEeTeHHs] aHTHUTEJIO MPOTHB
CD47 wnu ero aHTUTEHCBS3BIBAOINUI (parMeHT wiam aHtuteno npotuB CD47 wmm ero
AHTUTCHCBS3BIBAIOIINN (PparMEHT 3KPaHHPOBAHHOTO AaHTUTENA TMPOSBISIFOT TMOHIKEHHYIO
reMarrjloTHHALMIO in Vilro Mo CPaBHEHHIO C UX HCXOAHbIM aHTuTesnoMm mnpotus CD47. B
HEKOTOPBIX BApHAHTAX PEATH3ALMH JAHHOTO M300pPETeHHs UCXOJHOE AHTUTENO IMPENCTABIISET
coboit Ab47. B HEKOTOpBIX BapuaHTAX peaju3alyy JAHHOTO M300pETeHUs] BBEACHHE aHTHTENA
nporus CD47 wnn 5KpaHUPOBAHHOTO AHTHUTEJA HE BBI3bIBAET MeMArrjlOTHHALUIO Vv cyObekTa. B
HEKOTOPBIX BapHaHTaX pean3alli JTaHHOrO wu3o0pereHuss antuteno nporuB CD47 wm
SKPaHMPOBAHHOE AHTUTEJNIO BBI3bIBAET AIONTO3 KJIETOK, 3Kcnpeccupyroumx CD47, in vitro u/unm

in vivo. B HEKOTOpBIX BapuaHTax peaju3aldy JaHHOTO M300pereHust antuteno nportus CD47
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WIM SKPAaHUPOBAHHOE AHTUTENIO BBI3BIBAET alOITO3 KJIETOK, sKcnpeccupyromux CD47, in vivo.
B HekoTOpBIX BapuaHTax peajqu3aliy JAHHOTO M300peTeHus KIeTKH, skcnpeccupyromue CD47,
NPEACTABISIIOT COOON PAKOBbIE KIIETKH.

[038] B onHOM acmekTre NpeaioKEHO TyYMaHU3UPOBAHHOE AaHTUTENO WM €ro
AHTUTeHCBA3BIBAIOIIMN (parMeHT, KOoTopble creruduuecku cpsspiBatoT CD47 uenoseka, mpu
5TOM aHTHTEJIO WM AaHTUTCHCBA3BIBAIOIINI (pparMeHT comeprkar BapuadesnbHyro 00JacTh JIErKOH
ey U BapuadenpHyr 00JacTh TSDKENOH Lienu, NMpU 3TOM yKa3aHHas BapuadenbHas 00IacTh
Tsokenoit nenu copepkut CDR, mpencraBnennsie B Bume SEQ ID NO: 16 (GYGMS), 17
(TITSGGTYTYYPDSVKG) u 18 (SLAGNAMDY), u KapKacHyK MOCIEIOBATEIbHOCTb
IGHV3-23/HJ4 yenoseka, npencrasiennyo B SEQ ID NO: 88 [@ur. 1A], mpu 3TOM MOJIOKEHHSI
kapkacHoi nocnenosatenbHocT H44, H49, H82, H89, H91 u HO94, B coorBercTBUU C
HyMepauuei no Kabary, npencraBistor coO0l OCTaTKH AOHOPA.

[039] B npyrom acmekte MNpe;IoKEHO TYMAaHM3UPOBAHHOE AHTUTENO WM €ro
AHTUTCHCBS3BIBAIOIINN (parMeHT, KOoTopble crenuduuecku cpsspiBator CD47 yenoseka, mpu
5TOM QHTUTEJIO WM AHTUTE€HCBSI3BIBAIOLIHH (PParMeHT CoAepIKaT BapHadeIbHY0 001acThb JIETKOH
Lenu U BapuaOenbHYI0 00JacTh TSDKENOH Lenmu, NMPU 3TOM YKa3aHHas BapuadenpHas oOiacTb
Tsokeion uenu comepsxkut CDR, mpencrasnenssie B Buge SEQ ID NO: 16 (GYGMS), 17
(TITSGGTYTYYPDSVKG) u 18 (SLAGNAMDY), U KapKacHyKo IOCIE€I0BATEIbHOCTb
IGHV3-48/HJ4 yenoseka, npencrasiennyio B SEQ ID NO: 89 [Dur. 1B], mpu 5TOM NOJ0KEHHE
KapkacHOi nocnenoBarenpHOcTH H49, B coorBeTcTBHHN ¢ HyMepauuel o Kabarty, npencrasnser
co0oi1 OCTaTOK JOHOPA.

[040] B eme onHOM acnekTe MNPEAJIOAKEHO T'yMAaHU3UPOBAHHOE AHTHUTENIO WJIM €ro
AHTUIeHCBA3BIBAIOIIMN (parMeHT, KOoTopble creruduuecku cpsspiBatoT CD47 uenoseka, npu
STOM aHTHTEJIO WM AaHTUTCHCBA3BIBAIOIINN (pparMeHT copepskar BapuadenbHy0 00acThb JIErKOH
uenu U BapuadenbHYI0 00JacTh TSDKEIOH Liemu, MPU 3TOM yKa3aHHasl BapuadenbHas o0jacTb
Tsokenoit nenu copepxkut CDR, mpencraBnennsie B Bume SEQ ID NO: 16 (GYGMS), 17
(TITSGGTYTYYPDSVKG) u 18 (SLAGNAMDY), U KapKacHyK MOCIeIOBATEIbHOCTh
IGHV3-66/HJ4 yenoseka, npencrasiennyo B SEQ ID NO: 90 [@Dur. 1C], mpu 3TOM MOJOKEHUSI
KapkacHo# nocnenosarenbHocTr H29, H49 u H82, B coorBercTBHM ¢ Hymepanuen no Kabary,
NPEACTABISIIOT COOOM OCTATKH TOHOPA.

[041] B eme onHOM acmekTe MNPEAJIONKEHO T'YMaHH3UPOBAHHOE AHTHUTENO WA €ro
AHTUTCHCBS3BIBAIOIINN (parMeHT, KOoTopble creruduuecku cpsspiBator CD47 yenoseka, mpu
5TOM QHTHUTEJIO WJTH AHTUTE€HCBSI3bIBAIOLINH (PParMeHT CoAeprKaT BapradeTbHY0 001acThb JIETKOH
nenu U BapuadenbHYI0 00JacTh TSDKEJIOH LeMu, MPH 3TOM yKaszaHHas BapuadbenbHast 001acTh
Tsokeon uenu comepxkutT CDR, mpencrasnennsie B Buge SEQ ID NO: 16 (GYGMS), 17
(TITSGGTYTYYPDSVKG) u 18 (SLAGNAMDY), U KapKacHyKo IOCIE€I0BATEIbHOCTb
IGHV3-74/HJ4 uenoseka, npencrasieHnyo B SEQ ID NO: 91 [@ur. 1D], npu 5TOM NOJIOKEHHE
KapkacHoO# nocnenosatenpHOcTH H49, B coorBercTBUM ¢ HyMepauuel o Kabary, npencrasnser
co0oi1 OCTaTOK JOHODA.

[042] B eme onHOM acnekTe MNPEeAIOKEHO TI'yMAaHU3UPOBAHHOE AHTHUTENIO WJIM €ro
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AHTUTeHCBSA3BIBAIOIINN (parMeHT, KOoTopble creruduuecku cpsspiBator CD47 yenoseka, mpu
5TOM aHTHTEJNIO MM AHTUTE€HCBSI3bIBAIOLINH (PparMeHT coaeprkaT BapruadenbHy0 001acThb JIErKoi
Lenu ¥ BapuaOeNbHYI0 00JacTh TSDKENOH Lienmu, NMPU 3TOM yKa3aHHas BapuadenpHas o0jacTb
Tspxeno neru conepkut CDR, npencrasnennsie B Bune SEQ ID NO: 31 (RASQTISDYLH), 32
(FASQSIS) u 33 (QNGHGFPRT), u xapkacHyto mnocnenoBarenbHocTh IGKV6-21/KJ2
yenoBeka, npexacrasyieHHyro B SEQ ID NO: 92 [®ur. 1G], npu 5TOM MONOKEHHUsST KapKaCHOM
nocienosarenbioctu L4, L21, L69 u L85, B coorBerctBuuM ¢ Hymepauueil no Kabary,
NPEACTABISIIOT COOO0M OCTATKU TOHOPA.

[043] B eme onmHOM acmekTe MNPEAIONKEHO T'YMAHU3UPOBAHHOE AHTHUTENIO WJIH €ro
AHTUTCHCBS3BIBAIOIIMN (parMeHT, KOoTopble creruduuecku cpszbiBator CD47 yenoseka, mpu
5TOM aHTUTEJIO MJTH aHTUT€HCBSI3BIBAIOLIHNH (PParMeHT COAepKaT BapHadeTIbHY0 00J1aCTh JIETKOH
Henu U BapuadenbHYI0 00JaCTh TSDKENOW Lenu, NMPH 3TOM YKa3aHHas BapualenbHas o0nacThb
Tsokesion nenu couepxkut CDR, npencrasnennsie B Buae SEQ ID NO: 31 (RASQTISDYLH), 32
(FASQSIS) u 33 (QNGHGFPRT), u kapkacuyro mnocnenoBarenbHocTh IGKV1-27/KJ2
yenoseka, npeacrasieHnyio B SEQ ID NO: 93 [@ur. 1H], npu 5TOM nonoxeHus: KapkacHOU
nocienosarenbHoct  L21, 149 um L69, B coorBerctBum ¢ Hymepanueid mno Kalary,
NPEACTABISIIOT COOOM OCTATKH TOHOPA.

[044] B omHOM BapuaHTe pealu3alUUd NAHHOTO M300PETEHUs MOJIOXKEHHE KapKaCHOM
nocnenoBarenbHocTH L4 3ansito M, L21 3ansto L, L49 3ansTo K, L69 3ansto T unu S, u L85
3ansito V wm T, B cooTBeTCTBUU ¢ HyMepauuei no Kabary.

[045] B opmHOM BapuaHTe peanu3ald HAaHHOTO HW300PETeHHs] AHTUTENIO WJIH
AHTUTeHCBA3BIBAIOIIMN (pparMeHT cozepskaTr BapuadenbHyto obnacte Tspkenoi nenu (HCVR),
UMEIOIIYI0 HIEHTHYHOCTh MOCIEeI0BATENbHOCTH, 0 MeHbIuei Mepe, 90% OTHOCUTENBHO JIFOOOI
u3 SEQ ID NO: 2, 3, 4, 5, 6, 7 u 8, u Bapuabesnpnyto obnacts nerkoii uenu (LCVR), umerorryro
UJIEHTHYHOCTD TIOCJIeIOBATENbHOCTH, 0 MeHbInel Mepe, 90% oTHocutenbHO b0 n3 SEQ ID
NO: 10, 11, 12, 13, 14 u 15.

[046] B opmHOM BapuaHTe peanu3alli MJAHHOTO HW300pPETeHMs] AHTUTENIO WJIH
AHTUTCHCBS3BIBAIOIIMN ()parMeHT IOMOJHUTENbHO comepxur mytauuto G91A B LCDR3, B
COOTBETCTBHUH ¢ HyMepauuei mo Kabary.

[047] B omHOM BapuwaHTe peau3alUud JAHHOTO HW300pPETeHMs] AHTUTENO WJIH €ro
AHTUTCHCBS3BIBAIOIINN (PPAarMEHT MpencTaBisitoT codbol usorun IgG1.

[048] B opmHOM BapuaHTe peanu3ali JAHHOTO W300pPETeHHs] AHTUTENIO WJIH
AHTUTCHCBS3BIBAIOIINN (pparMeHT O0NagaeT NOBBILIEHHONW AaHTUTENIO3aBUCUMONW KJIETOYHOM
UTOTOKCUYHOCTBIO (A3KL]) Mo cpaBHEHUIO € MX HCXOIHBIM aHTUTEIIOM.

[049] B opmHOM BapuaHTe peanu3ali HAHHOTO W300pPETeHHs] AHTUTENIO WJIH
AHTUTCHCBS3BIBAIOIINN (parMeHT 00JalaeT MOBBIMIEHHBIM AHTUTENO3aBHCUMBIM KJIETOYHBIM
¢aronurozom (A3K®D) 1o cpaBHEHUIO C UX UCXOIHBIM AHTUTEJIOM.

[050] B opHOM BapuaHTe peanu3alld HJAaHHOTO W300pPETeHHs] AHTUTENIO WJIH
AHTUTeHCBSA3BIBAIOIIMN  (parMeHT MMEIT TOHIKEHHOe (YKO3MJIMpPOBaHHE OCTOBA IIO

CpaBHCHUIO C UX UCXOAHBIM aHTUTECJIOM.
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[051] B opmHOM BapuaHTe peanu3alld HAHHOTO H300pPETeHHs] AHTUTENIO WJIH
AHTUTeHCBSA3BIBAIOIINN (parMeHT OnokupyeT B3aumozeiicteue mexny CD47 u SIRPa.

[052] B opHOM BapuaHTe peanu3alli HaHHOTO HW300PETeHHs] AHTUTENIO WJIH
AHTUT€HCBA3BIBAIOIIMN (PAarMEHT MMEIOT MOHIKEHHYI TeMarrjiOTHHALMIO 3PUTPOLIUTOB 10
CPaBHEHHIO C €r0 UCXOAHBIM AHTUTEJIOM.

[053] B omHOM acmekte Mpemio’keHa MOCIEeNOBAaTeIbHOCTh HYKJIEMHOBOH KHCJIOTHI,
KOIUPYIOIass TYMaHM3MPOBAHHOE AaHTUTENO WJIM €ro AHTUT€HCBS3BIBAIOLIUK (pparMeHt,
KoTOpbIe crienudruecku cBs3biBatoT CD47 yenosexka.

[054] B onmHOM BapuaHTe peaju3alliy JaHHOTO H300pPETEHHs] aHTUTCHCBSI3bIBAFOIIIMI
¢parment comepxkur Fab, Fab', F(ab'),, ¢parment Fv, nuareno, omHoLenoyeuyHOE AaHTHUTEJO,
¢dparmenT scFv umu scFv-Fe.

[055] B omHOM acmiekTe MpeyIoKeH CIOCO0 JIEYeHHs] OHKOJOTHYECKOro 3a0oJieBaHUs,
xapaktepusyromierocs CD47, y cyObekTa, BKIFOYAOIINI BBEACHHE CYOBEKTY TepaneBTUYECKH
s¢dexTuBHOrO KONMMYecTBa aHTUTEeNa mNpoTuB CD47 wWnu ero aHTHUIeHCBS3BIBAIOLIETO
¢dparmenTa, comepiKallero 3KPAaHUPYIOIIUH areHT (Takke Ha3bIBAEMbBIH «IKPAHUPYIOLINM
IOMEHOMY»), TIPH 3TOM 3KPAaHUPYIOIIUH areHT COXEP’KUT OAMH WM OoJiee CYyNepCIHpaIbHBIX
NENTUIOB, KOTOPbIE CHIDKAIOT a(UHHOCTD CBSI3bIBAHUS AHTUTENA WJIM aHTUT€HCBSI3bIBAIOINETO
¢parmenta ¢ CD47 denoBeka MO CPAaBHEHUIO C AHTHUTEJOM WJIH €r0 AHTUTCHCBSI3bIBAIOIINM
¢dbparmMeHTOM 0e3 IKPaHHPYIOIIEro areHTa.

[056] B onHOM BapuaHTe peanu3aludl AAHHOTO H300peTeHHs NPUTOMHBIA IS
pacuieryieHusi MpoTea3ol JIMHKEepP NMPUCOSAMHSET 3KPAHUPYIOIIUN areHT K aHTUTENy I €ro
AHTUIeHCBA3BIBAIOIIEMY (pparMeHTy.

[057] B onHOM BapuaHTe peanu3aludl AaHHOTO H300peTeHHs] NPUTOMHBIN IS
paclIenIeHns nIpoTea3oi JUHKEP UMEeT aMUHOKHCIOTHYHO TMOCIeI0BATENbHOCTD, COAEPIKALIYIO
IPVSLRSG (SEQ ID NO: 73) unu GPLGVR (SEQ ID NO: 57).

[058] B onmHOM BapuaHTe peanu3aludl JaHHOTO HM300PETeHHsT TPUTOMHBIA IS
pacLIeTUIeHHs TPOTea30M JJUHKEP CONEPIKUT CAUT pacllerIeHUs] MATPUKCHON METaJJIONPOTea3on
(MMII).

[059] B ogHOM BapuaHTe peaM3aluy JAHHOTO U300peTeHus calT pacueruiennss MMIT
BbIOpaH m3 caiita pacuerieHnss MMII2, caiira pacmeruienuss MMII7, caiita pacuieruieHus
MMIIO u caiita pacwennenus MMII13.

[060] B omHOM BapuaHTe peanu3alil JAHHOTO HM300PETeHUs SKPAHUPYIOIUN areHT
BBICBOOOKIaeTcs u3 anTutena npotuB CD47 win ero aHTUTeHCBSI3bIBAOLIETO (hparMeHTa Mocye
paciieruienus caira pacueruieHns MMP B MUKPOOKPY>KE€HHUH OIyXOyH ¢ noMoibro MMIL

[061] B ogHOM BapuaHTe peald3ally JaHHOTO W300peTEeHHs! PacIleIUICHHOE aHTUTEJNO
nporus CD47 umeer ¢pparMeHT 13 aMUHOKHCIIOTHBIX OCTATKOB caiiTa pacuieruieHnss MMIL

[062] B opHOM BapuaHTe peajM3alMM [aHHOTO H300peTeHus (¢QparMeHT u3
AMUHOKHCJIOTHBIX OCTaTKOB CailiTa paclleIUIeHUsl COAEp:KUT mnocnenosarenpHocTb LRSG, SG
unn VR Ha N-xoHLEe aHTUTENA.

[063] B omHOM BapuaHTe peanu3alud MAaHHOTO H300peTeHHst OAMH wWiu Oojee
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CyIepCIupaIbHBIX MENTHIOB COAEPIKAT OAHY MM OOJiee MOCIeA0BATENIbHOCTEH, BHIOPAHHBIX M3
SEQ ID NO: 44, 45, 46, 47, 48, 49, 50, 51, 52, 53, 54 u 55. B ogHOM BapuaHTe peajiu3anuu
TAHHOTO M300peTeHnsl ONUH Wi OoJiee CynepCrnupaIbHbIX NENTUAOB COAEPIKaT OHY UIH Oolee
nocnenoBatenbHOCTel, BeiOpanHbIX U3 SEQ ID NO: 75, 76, 77, 78, 79, 80, 81, 82, 83, 84, 85 u
86. B ogHOM BapuaHTe peaju3aluy JAaHHOrO M300peTeHHs OfMH WM Oojiee CynepCrupaibHbIX
NEeNTUIOB COePKaT ONHY MK Oojiee mocnenoBaTenbHocTei, BeiOpanHbix 13 SEQ ID NO: 94 u
95.

[064] B onHOM BapuaHTe peaiu3allii JaHHOTO M300pETEHUs CBSI3bIBAHME aHTHUTENA WJIH
aHTUreHCBs3bIBaroIIero gparmenta ¢ CD47 ymeHblaercsi, mo MeHblel mMepe, B okojo 100 pas
110 CPABHEHHUIO C AHTUTEJIOM HJIH €r0 aHTUT'CHCBS3BIBAIOIINM (PparMeHTOM 0e3 SKpaHUPYIOLIEro
areHTa.

[065] B onHOM BapuaHTe peaiu3aluy JAHHOTO M300peTEHUs CBSI3bIBAHUE aHTUTENA WU
aHTUreHCBs3bIBaromero pparmenra ¢ CD47 ymenbinaercs ot B okosio 200 pa3 go B okosio 1500
pa3 MO CpPaBHEHHIO C AHTHTEJIOM WM €ro aHTUIeHCBs3bIBalOIIUM (parmMeHToM 0Oe3
SKPAHHUPYIOLIETO areHTa.

[066] B onmHOM BapuaHTe peajgH3aldd JAHHOTO H300pPETeHHs] OHKOJOTHYECKOe
3aboseBanne, xapakrepmsyromeecs: skcnpeccueit CD47, mpencraisier coboil remo0nacros,
KOTOPBIN BBI3BIBAET COJIMJHBIN PaK.

[067] B omHOM BapuaHTe peaju3aliy JAHHOTO M300peTeHus reModacTo3 BhIOpaH W3
HEXOJDKKUHCKOH smmM¢pombl, B-nmumdobnactaolt numdombl, B-kieToyHOro XpOHUYECKOTO
muMmponurapHoro  neiiko3a/numMpoMbl M3 MajibIX  JIMMQOIUTOB, CUHApoMa Puxrepa,
bommukynsapHOM  TUM(OMBI,  MHOXKECTBEHHOW  MHEJNIOMBbL,  Muenopudpo3a, HCTUHHOU
NOJULUTEMHH,  T-KiIeToyHOH — JMM(OMBI  KOXH, MOHOKJIOHAJIbBHOH ~ raMmarnatuu
HeycTaHoByieHHOW stronorun  (MGUS), muenomucrutactuueckoro cunapoma (MDS),
UMMYHOOJIACTHOH KPYIMHOKJIETOYHOH JuMbomel, B-mumdodnacTHoro neiikosa M3 KIETOK-
NPEAIIECTBEHHUKOB, OCTPOro  muejougHoro Jerkosa (AML) wu  aHamjiacTU4ecKoit
KPYITHOKJIETOYHOH JTUM(OMBIL.

[068] B omHOM BapuaHTe peajU3alMd JAHHOTO HW300pPETeHMs] OHKOJIOTHYECKOe
3abosieBanue, Xxapakrepusyroineecs sxkcnpeccueii CD47, npencrassier coOOi CONMMIHBIN pak.

[069] B ogHOM BapmaHTe peayn3alui JAHHOTO M300pPETeHUs] CONUIHBIN paK BBIOpaH U3
paka JIerKHxX, paka MODKEITYJAOYHOH JKeyie3bl, paka MOJIOYHOH KeJe3bl, paka IMEeYeHH, paka
SAUYHHUKA, paka sIMYKa, paka IOYKH, paka MOUEBOrO Ny3bIps, paka IMO3BOHOYHMKA, paka
TOJIOBHOT'O MO3ra, paka IIeWKH MAaTKH, paka SHIOMETPHs, KOJOPEKTAJIbHOrO paka, paka
AHAJPHOTO KaHaja, paka MHUINEBOMA, PaKa JKEJYHOTO IY3bIPs, paka >KeJyJOYHO-KUIIEYHOTO
TPaKTa, paka >KeJNyJKa, CAPKOMBI, paka roJIOBBI U IIEH, MEJIAHOMBI, paka KOXH, paka MpPOCTaThl,
paka runodusa, paka MaTKH, paka BIarajdina U paKa IIUTOBUIHON JKeJe3bl.

[070] B ogHOM BapmaHTe peann3alnuyl JAHHOTO M300pPETEeHUsl CONUIHBIN paKk BBIOpaH U3
paka JIerKHX, CAapKOMBI, paka sSHWYHHMKA, paka TMOKEIYIOYHOM JKene3bl, paka >KeNyaKa,
MEJIAHOMBI, KOJIOPEKTAJIbHOIO PaKa, paka rOJIOBBI U IIEH, U paka MOJOYHOI JKeJe3bl.

[071] B omHOM BapuaHTe peanu3alil JAHHOTO H300peTeHus CyObeKT IMpenCTaBisieT
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co0oli ueoBeka, OOJEFOINEro COMUIHBIM PAKOM.

[072] B onHOM BapuaHTe peanu3alyy JAaHHOTO M300peTeHus aHTuTeno npotus CD47
BBOJIAT B KOMOMHAIIMY C MHTHOUTOPOM MOJIEKYJIbI MMMYHHOH KOHTPOJIBHON TOYKH, BHIOPAHHOM
u3 oxHOro wiam Oojee u3 Oenka 3amporpammupoBaHHON cmepTu kietku 1 (PD-1), muranpa
3anporpamMmupoBaHHOi cmeptu kierku 1(PD-L1), PD-L2, nurorokcuueckoro T-mumdouut-
accoruupoBanHoro Oenka 4 (CTLA-4), OGenka 3, cozep:amero AOMeHbl T-KJI€TOYHOTO
ummyHornoOynuHa u  wmynuHa (TIM-3), ren akrtuBauuu JumdonuroB 3 (LAG-3),
KapLMHOMO3MOPHOHAIBHON aHTUTreH3aBUCHUMOI MoJsiekysibl kierounoi anresun | (CEACAM-
1), CEACAM-5, V-IOMEHHOr0 HMMYHOIJIOOYJHUHOBOTO CyIpeccopa aKTHBALUU T-KIETOK
(VISTA), B- u T-numdouurtaproro arrenroaropa (BTLA), T-ki1eTouHOro MMMyHOpELENnTopa C
nomenamu Ig u ITIM ( TIGIT), umMyHOrIoOYy IHHO-TIOMOOHOTO PELENTOPA, ACCOLMUPOBAHHOTO
¢ neiikounrtamu (tumna 1) (LAIR1), CD160, 2B4 nunun TGFR.

[073] B omgHOM acmekTe MNPe;IOKEHO AHTUTENO WM €r0 AHTUIE€HCBSI3bIBAKOIIUN
¢dbparmMeHT, KoTOpble crnernuduuecku CBs3bIBalOTCS ¢ Oenkom CD47 denmoBeka, KOTOpBIE
COIEPIKAT SKPAHUPYIOIIUN areHT, MPU 3TOM SKPAHUPYIOIUI areHT CONEPKUT OAWH HIIH Oolee
CyHepCrnupagbHbIX MENTHAOB, coaepkamux nocienosarenpHocTe SEQ ID NO: 95
(QGASTTVAQLEEKVKTLRAENYELKSEVQRLEEQVAQLGS) w/wmm SEQ ID NO: 9%
(QGASTSVDELQAEVDQLEDENYALKTKVAQLRKKVEKLGS), u npu 3TOM OauH WU
Ooree cymepcrnupagbHBIX IENTHIOB CHIKAIOT a((PUHHOCTD CBSA3BIBAHMS AHTUTENA WU €ro
aHTUTeHCBsA3BIBaKOIIEro (pparmenTa ¢ 6enxom CD47 yenoBeka MO CPABHEHUIO C AHTUTENIOM HUIH
€r0 aHTUTEHCBS3bIBAIOIIUM (pparmMeHTOM O€3 H3KpaHHPYIOIIEro areHTa.

[074] B opHOM BapuaHTe peanu3alil JAaHHOTO U300peTeHHs AaHTUTENO WU
AHTUTeHCBA3BIBAIOIIMN (parMeHT coxepskaT BapuadenbHyto obnacts Tspkenoil nenu (HCVR),
UMEIOIIYI0 HIEHTHYHOCTh MOCIEN0BATENbHOCTH, 0 MeHbIIel Mepe, 90% OTHOCUTENBHO JIF000i
u3 SEQ ID NO: 2, 3, 4, 5, 6, 7 u 8, u Bapuabenbnyo obnacts ynerkoi nenu (LCVR), nmeromnyro
UJIEHTUYHOCTD MOCNIEA0BATEIPHOCTH, IO MeHblel Mepe, 90% oTHocuTebHO Jr0OoM u3 SEQ ID
NO: 10, 11, 12, 13, 14 u 15.

[075] B omHOM BapuaHTe peamu3alil JAHHOTO HM300pPETeHUs SKPAHUPYIOIUN areHT
NPUCOCIANHSAETCS K aHTUTENy WM €r0 aHTHICHCBSI3bIBAIOLIEMY (PparMeHTy depe3 MpHUrogHBINA
IUTS PACIETIICHUs] TIPOTEa30H JIMHKEP.

[076] B onHOM BapuaHTe peanu3aludl JaHHOTO H300PETeHHsT MPUTOMHBIA IS
paclIeryieHns: POTea30i JIMHKEP UMEET aMUHOKHCIIOTHYIO TIOCIIEIOBATENIbHOCTD, CONEPIKAILYIO
IPVSLRSG (SEQ ID NO: 73) umn GPLGVR (SEQ ID NO: 57).

[077] B onHOM BapuaHTe peanu3aludl JaHHOTO W300PETeHHsT MPUTOMHBIA IS
pacLIeIUIEHHs] TPOTea30M JJMHKEP CONEPIKUT CAUT PACIIEIUICHUs] MATPUKCHONW METAJNIONPOTEa301
(MMID).

[078] B ogHOM BapmaHTe pealu3alnyd JAHHOTO U300peTeHus calT paciieruienns MMIT
BbIOpaH m3 caiita pacueriennss MMII2, caiira pacmenenus MMII7, caiita paciieruieHus
MMIIO u caiita pacwennenus MMII13.

[079] B omHOM BapuaHTe peanu3alil JAHHOTO HM300pPETeHUs SKPAaHUPYIOUUN areHT
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ynansercss u3 anrturena npotus CD47 mocne pacuersieHust caiita pacmeruiennss MMIT ¢
nomoupro MMIL

[080] B omHOM BapumaHTe peanu3aldy JAaHHOTO M300peTeHus aHTuTeno npotus CD47
uMeeT (parMeHT U3 AaMHUHOKHCIOTHBIX OCTaTKOB caiita pacmeruienuss MMII  mnocne
paciieruienus caira pacuieruienrss MMII ¢ nomonsio MMIT

[081] B opmHOM BapmaHTe peanM3alMd JaHHOTO H300peTeHus (parMeHT U3
AMHHOKHUCJIOTHBIX OCTATKOB cCaiiTa paclieryieHust COAep:kKUT mnocienosarenbHocTh LRSG, SG
unu VR Ha N-koHILe aHTUTENA.

[082] B ogHOM BapuaHTe peaqu3aluy JaHHOTO U300peTeHHsI CBSI3bIBAHUE YMEHBIIAETCS,
o MeHbllel wmepe, B oOkono 100 pa3 1no CpaBHEHMIO C AHTUTEJIOM WM  €r0
AHTUT€HCBS3BIBAIOIINM (PPArMEHTOM Oe3 SKPaHUPYIOLIETO areHTa.

[083] B ogHOM BapmaHTe peanu3aliy JAaHHOTO U300pETEeHHs CBA3BIBAHHE YMEHBINASTCS
or B okoio 200 pa3 nmo B okojgo 1500 pa3 mo CpaBHEHUIO C AHTUTEIOM WU €ro
AHTUTCHCBS3BIBAIOIINM (PPArMEHTOM O€3 SKPaHHUPYIOLIETO areHTa.

[084] B omHOM BapwaHTe peaqu3aldyd JAaHHOTO H300pETeHHsl AHTUTENIO WU €ro
AHTUTeHCBS3BIBAIOIINN (PPArMEHT COAep:kaT mocienosarenbHocTh Tsokenol e SEQ ID NO:
42 u nocnenoBaTeNbHOCTh Jerkoi nermu SEQ ID NO: 43.

[085] B opmHOM BapuaHTe peanu3all JTAaHHOTO U300pETeHHs] AaHTHUTENO WU
AHTUTeHCBSA3BIBAIOIININ (PparMeHT cozep:kar BapuaHT Fc-obnmactu, KoTopas npuaaeT yCUIEHHYIO
s dexropuyro pyHkumro, BeiOpanHyto 3 aktuBHOCTH A3KI w/mmu K311,

[086] B omHOM BapmwaHTe peanu3aldyd JaHHOTO H300pPETeHHsT AHTUTENIO WU €ro
AHTUT€HCBSA3BIBAIOIINN (PPArMEHT SIBJISIETCS a)yKO3UIUPOBAHHBIM.

[087] B onHOM acmekTe MNpPeAIoKEHO TYMAaHU3MPOBAHHOE AHTUTENO WM €ro
AHTUTEHCBS3BIBAIOLINI (pparMeHT, KoTopele crneruduyeckn cps3piBaroT CD47 uenoseka, mpu
5TOM aHTHUTEJNIO IpeacTasisier coboit nzorun IgGl.

[088] B omHOM BapuaHTe peanu3ali JAaHHOTO H300pPETEHHs] AHTUTENIO CONEPIKUT
nosbieHHY0 A3KL], mosbimennbiit ASK® n/unu noBbimeHHy0 akTHBHOCTh K311,

[089] B omHOM acmiekTe MpeJIokKeH CIOCO0 JIeYeHHs] OHKOJIOTHMYECKOro 3a00oJieBaHUs,
xapakTepusyrolierocs skcrnpeccueit CD47, y cyObekTa, BKITFOYAIOIIUN 3TAIbI

[090] a) upenTHudUKaMs CyOBEKTa KaK WUMEIOLIEro MOBbIIIEHHbIE ypoBHHU MMII B
OMYXOJIU MO CPABHEHUIO C OKPYIKAIOIIEH TKaHBIO, HE SIBJISIOLIENCA PaKOBOM; U

[091] b) BBemeHme CyOBEKTy TepamneBTHYECKH 3(P(EKTHBHOIO KOJIMYECTBA AHTHTENA
nporue CD47 unm ero aHTUreHCBSI3bIBAOLIETO (parMeHTa, COIEprKallero 3KPaHUPYHOIUN
areHT, MPH S5TOM 3KPAHUPYIOIIUH areHT COAEPKUT CYNepCHHUpaibHbIE MENTHIbL, KOTOpbIC
CHIDKAIOT a(PUHHOCTD CBSI3bIBAHUS AHTHTENA WM aHTUIeHCBs3bIBaromero ¢pparmenta ¢ CD47
YeJIOBeKa IO CPABHEHUIO C AHTHUTEJIOM WJIM €ro aHTHUIeHCBS3bIBAOIIUM (parmeHTOM O€3
SKPAHMPYIOLIETO areHTa, eciu CyObeKT uMeeT mNoBblieHHblE ypoBHH MMII B omyxomu mo
CPaBHEHMIO C OKPY’KAIOLIEH TKAHbIO, HE SIBJISIFOLIEHCS PAKOBOM.

[092] B onHOM BapmaHTe peanusanuu faHHOro nzooperenust MMII BeiOpaHa U3 rpynmsl,
cocrosmen uz: MMII2, MMIT7, MMII9 u MMIII13.
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[093] B ogHOM BapuaHTe peau3aliy JAHHOTO H300pPETeHUs STal a) BKIIOYAET:

[094] 1) nonyyeHne OT CyOBEKTa PAaKOBOM TKAHH U TKAHU, HE SIBJISIOLIEICS] pAKOBOIA,

[095] i1) obHapysxeHne MMII B BblAENIEHHOM PAKOBOI TKAHU U B TKAHU, HE SIBJISTFOLIISHCS
PaKkoBOM, U

[096] 1i1) cpaBHEHHME KOJHYECTBEHHOH OLIEHKH OKpAlIMBAHHWS B PAKOBOH TKaHU IIO
CPaBHEHHUIO C TKAHBIO, HE SIBJISIFOIIENCS PAKOBOM.

[097] B omHOM acmekTe MpensioskeH Crnocod JIeYeHUsT OHKOJIOTMYeCKOro 3aboieBaHus,
xapakTepusyrolerocs skcrnpeccueit CD47, y cyObekTa, BKITIOYAIOIIUN 3TAITbI:

[098] a) upenTuduKamms CyOBEKTa KaKk HMMEIOIIEro MOoBbiIeHHble ypoBHU CDA47 B
OIYXOJIU [0 CPABHEHUIO C OKPY KAIOIIEN TKAHbIO, HE SIBJISAIOIIENCS pAKOBOW, U

[099] b) BBemeHme CyOBEKTy TepamneBTHYECKH 3((PEKTHBHOIO KOJMYECTBA AHTHTENA
npotue CD47 unm ero aHTHUreHCBSI3bIBAIOLIETO ()parMeHTa, COIEpIKaIlero >SKPaHUPYIOIIUN
areHT, MPH S5TOM 3KPAHUPYIOIIUH areHT COAEPKUT CYHepCHHUpAIbHbIE IMENTHIbL, KOTOpbIC
CHIDKAIOT a(PUHHOCTD CBSI3bIBAHUS AHTHTENA WM aHTUIeHCBs3bIBaroero ¢pparmenta ¢ CD47
YeJIOBeKa IO CPABHEHUIO C AHTHUTEJIOM WJIM €ro aHTHUIeHCBS3bIBAOIIUM (parmMeHTOM O€3
SKPAHUPYIOLIETO areHTa, eclii CyOBeKT uMeeT MOBbImeHHble ypoBHu CD47 B omyxomu mo
CPaBHEHMIO C OKPY’KAIOLIEH TKaHbIO, HE SIBJISIFOLIEHCS PAKOBOM.

[0100] B onHOM BapuaHTe peann3aliui JaHHOTO H300PETEeHHUs 3Tl a) BKIIFOYAET:

[0101] 1) momydeHume OT CyOBEKTa paKOBOW TKAaHHM M OKpPYKAKOIIEeW TKaHU, He
SIBJISIFOLLENCSL PAKOBOM,

[0102] i1) obnapy:xeHue CD47 B BbIIeNneHHON pakOBOM TKaHU U OKPY’KarOLIeH TKaHU, HE
SBJISIFOLENCS PAKOBOM;, U

[0103] iii) cpaBHEHHE KOIMYECTBEHHOW OIeHKH okpamuBaHusi CD47 B pakoBOl TKaHH
10 CpaBHEHMIO ¢ okpamusanueM CD47 B TkaHH, He ABIAIOIIENCS paKOBOM.

[0104] B ogHOM acmekTe MpemyiokKeH Crocod JieueHHs] OHKOJIOTUYECKOro 3a00eBaHus,
xapakTepusyrolnerocs skcrnpeccueit CD47, y cyObekTa, BKIFOYAOIIHA STallbI:

[0105] a) wunentudukauus CcyObekTa C TOBBILIEHHBIMH YPOBHAMU HWHQHIBTPALIUH
Makpo(daroB B pakOBOI TKaHH IO CPABHEHUIO C TKAHBIO, HE SIBJISIOINENCS] PAKOBOH; U

[0106] b) BBeneHue cyOBeKkTy TepaneBTHUECKH 3(()EKTHBHOTO KOJIUYECTBA AHTHTENA
nporuB CD47 wmm ero aHTHUreHCBSI3bIBAOINETO (parMeHTa, CONEPIKaIlero SKPaHHPYOLIHI
areHT, NPU 5TOM 3KPAaHUPYIOLINHA areHT CONEPKUT OIUH WK OoJiee CynepCcrnupaibHbIA MENTH],
KOTOPBI CHIDKaeT ad(UHHOCTD CBS3BIBAHMS AHTHTENA WM aHTUTCHCBS3BIBAIOIIETO (PparmMeHTa
¢ CD47 yenoBeka 1o CPaBHEHHUIO C aHTUTEJIOM WJIN €r0 aHTUT€HCBS3bIBAIOIIUM (pparMeHToM Oe3
SKPAHMPYIOLIETO0 areHTa, eciu CyOBeKT WMeeT TIOBBbIIEHHbIE YPOBHU WHQUIBTPALUU
MakpodaroB B OMyXOJIM MO CPABHEHHIO C TKAHBIO, HE SIBIISIOLIEHCS PAKOBO.

[0107] B onHOM BapHuaHTe peanu3alii JaHHOTO N300PETEeHHNs 3Tall a) BKIIFOYAET:

[0108] 1) momydenune OT cCyOBEKTa paKOBOW TKAaHHM U OKPYKAKOLIeH TKaHHW, HE
SIBJISIFOLLENCS. PAKOBOM,

[0109] i1) obnapyxeHue MakpodaroB B BBIIEICHHONH PAaKOBOW TKAaHM W B TKAaHH, HE

SIBJIAFOLIENCS PAKOBOM; U
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[0110] 1i1) cpaBHEHHE KOJIMYECTBEHHOW OLIEHKHM OKPAIIMBAHUS B PAKOBOW TKAaHU IIO
CPABHEHUIO C TKAHBIO, HE SIBJIAIOILEICS PAKOBOM.

[0111] B opmHOM BapwaHTe peanu3aluy [OaHHOTO M300pETeHUs OKpallUBaHUE
Makpo(daroB MpoOBOIAT C HCIIONIB30BaHUEM aHTUTeNa potuB CD163.

[0112] B onHOM acmekTe ryMaHU3UPOBAHHOE AHTUTENIO HIIM €r0 aHTHIe€HCBS3bIBAIOIIUN
(dparmenT, kotopble crenudpuuecku cBs3biBaroT CD47 uenoBeka, COOEPKHUT BapHAOENbHYIO
obsacte Tsokenoi nenn (HCVR), uMeroImyro HAEHTUYHOCTD MOCIEA0BATEIbHOCTH, 0 MEHbIIEH
mepe, 90% otHocurensHO Modoi u3 SEQ ID NO: 2, 3, 4, 5, 6, 7 u 8, u BapuabenbHyr0 00J1aCTh
aerkoit uenu (LCVR), nMeromnyro HIeHTHYHOCTD TOCIEeN0BATENbHOCTH, TI0 MeHbLIeH Mepe, 90%
otHocuTenbHo JrobGoit w3 SEQ ID NO: 10, 11, 12, 13, 14 u 15, mnpu 3TOM aHTHUTENO
JOTIOJHUTENBHO conepkut nocienosarenbHocTb LRSG, SG mmu VR Ha N-xonue HCVR w/unu
LCVR.

[0113] B omgHOM acmekTe TpeyIokeH Crocod JieUeHHsT OHKOJIOTHYECKOro 3a00sIeBaHMsI
NyTeM BBEICHUS KOMOHMHALIMK SKPaHHPOBAHHOrO aHTturena nporuB CD47 mo naHHOMY
n300pETEHHIO C arOHUCTUYECKUM aHTuTeNoM npotus CDA40.

[0114] B ogHOM BapuaHTe peann3alyy JaHHOTO H300PETEHUs] arOHUCTHYECKOE AHTHTENO
nporus CD40 nmeer HU3KHE ypoBHH (PYKO3MINPOBaHMS, Hanpumep, antureio SEA-CD40.

[0115] B omgHOM acmekte MpeyIokeH Crocod JieueHUsT OHKOJIOTHYECKOro 3a00JIeBaHMs
MyTeM BBEIEHHUS] KOMOMHAIMH SKpaHUpoBaHHOTO anturena nporuB CD47 mo m.37 dopmyisl
n300peTeHnsi ¢ KOHBIOraTOM aHTHUTEeJNO-JiekapcTBeHHOe cpeactBo (ADC), mpu 3TOM aHTHUTEINO
ADC cneunguyeckn CBA3BIBAETCA C OEIKOM, KOTOPBIH 3KCIPECCUPYETCs Ha BHEKJIETOYHOMN
MOBEPXHOCTU pAKOBOM KIETKM M AHTUTENO KOHBIOTMPOBAHO C COEAMHEHUEM JIMHKEep-
JIEKapPCTBEHHOE CPECTBO, COAECPKAIIUM LHUTOTOKCUYECKUI areHT.

[0116] B ogHOM BapuaHTe peanu3aliil JaHHOTO W300peTEeHHs] [IUTOTOKCHYECKUI areHT
IPEeCTaBIsIET COOOH aypHUCTATHH.

[0117] B omHOM BapuaHTe peanu3alud JOaHHOrO u3o0pereHus antuteno ADC
KOHBIOTHPOBAHO C COEAMHEHUEM JINHKEP-JIeKapCTBEHHOE CPEeNCTBO, BbiOpaHHbIM 13 VCEMMAE un
mcMMAF.

[0118] Kparkoe ommcanue  pacKpbITHs, ONMUCAHHOTO  BBIIE, HE  SIBJISIETCS
OTPaHMYHUBAIOLINM, U Apyrue MPU3HAKU M IMPEHUMYLIECTBA ONMCAHHBIX AHTUTEN, a TaKXke
CHocO0OB MX M3TOTOBJIEHHSI U MCIIOJIb30BAHUS OyIyT OYEBHIHBI M3 CIEAYIOIIHNX IpaduuecKux
MaTepHajoB, MOAPOOHOrO ONUCAHHS CYI[HOCTH W300pEeTeHus, NPUMEPOB H  (HOpMyJIbI
n300peTeHus.

KPATKOE OITUCAHUE TPAOUYECKHUX MATEPHAJIOB

[0119] Ha ®wur. 1A-®ur. 1J wn300pakeHO BBIPABHUBAHUE IMOCIEAOBATEIHPHOCTEH
aatuten. Ha ®ur.1A n300pakeHO BBIPABHMBAHUE BAPHUAHTOB IIOCIEAOBATENBHOCTU TSKEIION
nenu hB6H12 ¢ monopHoii mocnenoBatenbHOCThi0 VH uenosexka, HV3-23/HJ4. Ha ®wur.1B
n300pakeHO BBIPABHUBAHUE BAPUAHTOB IIOCIEAOBATEIbHOCTH Tspkeno wenu hBOHI2 ¢
noHOpHON mnocnenoBarenbHOCTEI0 VH uenosexka, HV3-48/HJ4. Ha @ur.1C wusobpaxkeHo

BbIPABHHBAHNUE BApUAHTOB IOCIENOBATENbHOCTH Tspkenol uermn hBOH12 ¢ moHOpHOM
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nocienosarenbHocThi0 VH wenoseka, HV3-66/HJ4. Ha ®ur.1D m300pakeHO BBIpABHUBAaHUE
BApPUAHTOB MOCJIENOBATEIBHOCTH TspKeNoH 1enu hBOH12 ¢ moHOpHON mocnenoBaTeIbHOCTHIO
VH uenosexka, HV3-74/HJ4. Ha @ur.1E wu3o0paxeHo BbIpaBHMBAHHE BApUAHTOB
nocienosarenbHocTH  Tspkenod menn hBOHI12. Ha ®ur lF  u3o0pakeHO BbIpaBHUBaHUE
nocienosarenbHocTy Tspkenoit nenun hBoH12.3 (hvH1) o cpasuenuro ¢ mBO6H12 u Ab47. Ha
@ur.1G u300pakeHO BbIpaBHHBAHHME BAPHAHTOB IMOCIENOBATEIbHOCTH Jierkod nenu hB6H12 ¢
IOHOpHOW mocienoBarenbHocThi0 VH uenoBeka, KV1-3/KJ2. Ha @wur.1H wusobpaxkeno
BbIDABHMBAHUE BApUAHTOB IIOCJENOBATENbHOCTH Jierkol 1menu hBOHI2 ¢ noHOpHOI
nocienosarenbHOcTbi0O VH uenoeka, KV1-27/KJ2. Ha @wur.11 u3zo0pakeHO BbIpaBHUBAHUE
BapHUAHTOB MocyenoBarenbHOCTH Jierkoi nenn hB6H12. Ha ®ur.1J u3obpakeHo BbIpaBHUBAHUE
nocienosatenbHocT Jierko e hBoH12.3 (hvK3) no cpaBrenmno ¢ mBOH12 u Ab47.

[0120] Ha ®ur.2A-2C uzobpaxkens! appUHHOCTh U KMHETHKA CBSI3bIBaHUS aHTUTEN. Ha
@ur 2A mobpaken CD47-Hacwhimaromuii kjietounsii (ayopecuentHbii coptunr (FACS) c
TunoBbIMH aHTHTeNaMu npotuB CD47. Ha ®ur.2B uzobpaken CD47-naceimaromuii UPA ¢
tunosbiMH aHTuTenamu npotus CD47. Ha ®@ur.2C u3obpakeHa kuHetnka csizbiBanuss CD47 ¢
TUIMOBBIMU aHTUTeNaMu npotus CD47.

[0121] Ha ®ur.3A-®ur. 3B n3o0pakeH onocpenoBaHHbIi aHTUTENaMu (parouuros. Ha
®ur.3A u ®ur3B uzolOparkeH omnocpenoBaHHbIN aHTUTENaMHU (ArolUTO3 KPACHBIX KIIETOK
kpoBu CD47+ uenoBeka (3pUTPOLUTOB) C TAMMYHBIME aHTUTENamMu npotus CD47.

[0122] Ha @®wur. 4A-Our. 4B wm3o0pakeHa OMNOCpPeNOBaHHAs AHTUTEJIAMHU
reMarrmotuHanmsg. Ha  ®ur4A  mnpencraBieH  CHUMOK — (POPMHMPOBAHHS  THCIIEPCHBIX
HEOCAXKJEHHbIX spurpouutoB. Ha @ur4B mnpencrasieH MNpPOLEHT IeMarrjOTHHALUUA
sputpounToB anturenamu nporus CD47 Ab47 u hB6H12 3.

[0123] Ha ®ur. SA-®ur. 5B uzobpaxkeHa OomocpenoBaHHAS AHTUTEIAMH AKTHBALVS
peuenropoB Fcy. AxrtuBHOCTH mouudepassl, copepkauiein penoprep NFAT, usmepsuin 1o
knerkam Jurkat, TpancuumupoBanubiM FcyRI (®@ur. SA) mnm Beicokoadduuabv FeyRIITa-H
(®ur. 5B), u noxBepraBuIMMCcs BO3aeicTBUIO KieTkaM WIL2S, MOKpPBITHIX ¢ UCHOIB30BAHUEM
yBEJIMUYEHHBIX KOHIEHTpaluii, 1100 MbimmabiMa BOH12, Ab47, nubo hBoH12.3.

[0124] Ha Pur. 6A-®ur.6B uzobpaxkensl omnocpenoBannas NK-kiaerkamu A3KL] u
axtuBauus FcyRIIla. Knerku WIL2S, medenHbie xpomom, mokpbitbie mBOH12, Ab47 wm
hB6H12.3, moneepranmu Bo3nelicTBuro kietok Jurkat, crabunmbHO skcmpeccupyroommux V/V-
BapHuaHT ¢ BbicOkoi ad¢unnocteio FcyRIlla, u akruBanmio penenrtopa oneHuBamn kak NFAT-
3aBucuMyro Jouudepasnyro akTuBHOCTb. A3KL] (®Pur. 6A) u axtuBaumo FcyRIlla (®ur. 6B)
cpaBHuBau Mexkny mBO6H12, Ab47 u hB6H12.3.

[0125] Ha ®wur. 7A-®ur. 7D n3obpaxkeHa cynpeccopHass (yHKIHS aHTUTEN IMPOTHB
CD47. IuddepeHmpoBaHHbIE MOHOLHUTHI C (PEHOTHIIOM Makpo(daroB, acCCOLMHPOBAHHBIX C
onyxonbeio (MAO (TAM)), nokas3anu MOBBILIEHHbIE YPOBHU MAapKEPOB aKTHBALUK Makpodaros
CD86 (®ur. 7A) u MHCII (Pur. 7B) nmpu BosameiictBun anturen mnporus CD47. TCR-
ONOCPEOBAHHYIO aKTHBALMIO T-KJI€TOK OLIEHMBAJIN MyTE€M BbISBJICHHsI TIOBBILIEHHON PEryJsLUU
MHCII (@ur. 7C) u cexperun UH®y (IFNy) (Pur. 7D) B T-knerkax.
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[0126] Ha ®wur. 8A-®ur. 8D usobpaxeno cpaBHeHne mexny hB6H12.3 u antutenom
nporus CD47 5F9. AxrtuBaums FcyRI Obuta oOHapykeHa B kierkax Jurkat, Hecymux
moimpepasubiii NFAT-penoprep (Pur. 8A). Axtusammto FeyRII onenuBanu B kinerkax Jurkat,
Hecyux Jionudepasueiii NFAT-penoprep (Pur. 8B). Ompenenmsiiu NK-omocpenoBaHHYIO
akTuBHOCTb A3KIL] (®ur. 8C). Ouenusanu yposeHb cekpeunu T-knerkamu MH®y (Pur. 8D).

[0127] Ha ®wur. 9A-®ur. 9B u300pakeHbl JaHHBIE MACC-CIIEKTPOMETPUH AJISi TIOBTOPHO
MMII2-akTUBUPOBAaHHOIO 3KPAaHUPOBAHHOrO aHtutTena. IlpencraBnena macca Jerkon LEeNu
nocie aekonBosoruu s Vel-IPV-hB6H12.3 o (®@ur. 9A) u nocne (®@ur. 9B) pacierienus
pexomOuHaHTHOH MMII2 yenoseka. Okumaemoe 3HAYEHUE M/z JJIsi MHTAKTHOW JIETKOW LIETH
cocraByisier 28681 (peructpupyercs: 28680,8). Oxxumaemoe 3Hauennme m/z mus MMII2-
pacmerernoro anturena (LRSG-hB6H12.3) cocrasnsier 23969 (peructpupyercsi: 23968,4).

[0128] Ha ®wur.10 uzobpaxkeHo HacwimeHue aHturenamu npotuB CD47 kiertok paka
Mo4eBOro nmy3bipsi uenoBeka SW780. Anrurena hBOHI12, »sxpanuposanasie Vel-IPV,
TECTUPOBAIM BMecTe ¢ npensapuresbHO  MMII2-akTHUBHUPOBAaHHBIMU — KOMIIAPTOPAMH.
Pacmeriennbie Vel-IPV-antutena comepskanu octarok mnochenoBatenbHocT LRSG Ha N-
KOHIIE aHTUTENA.

[0129] Ha ®wur.11 uzobpaxeHo HacwimeHue aHturenamu npotuB CD47 kierok paka
MoueBoro nmy3eipst uenoBeka SW780. Anrurena hBOHI2, »skxpanuposannsie Vel-IPV,
TECTUPOBAIM BMecTe ¢ npensapuresbHO MMII2-akTUBUPOBAaHHBIMU — KOMIIAPTOPAMH.
Pacmeniennpie Vel-IPV anturena u IPV-anturena ¢ ¢parMeHTOM H3 aMHUHOKHUCIOTHBIX
OCTAaTKOB CalTa pacIlEIIEeHUsl CoAep:kau ocTaTok mnociuenoarenbHOCTH LRSG Ha N-koHLe
aHTuTena. PaciienieHHoe aHTUTeNo ObUIO TOJIYYEHO MyTeM pacllerieHus ¢ nomolibio MMII2,
torga kak IPV-anturena ¢ ¢pparMeHTOM M3 aMHUHOKMCJIOTHBIX OCTATKOB CalTa pacIleryIeHUs
OBUIO MOJTYyUEHO PEKOMOMHAHTHO.

[0130] Ha ®wur.12 usobpaxeHo HachlieHHe aHTurenaaMu npotus CD47 3purpouuTos
yenoBeka. Anrutena hBO6H12, skpanuposanubie Vel-IPV, Obuim mpOTeCTHPOBAHBI BMECTE C
NOBTOPHO  aKkTUBUpOBaHHbIMH  kommaptopamu (IPV-hB6H123 ¢ ¢parmentom  u3
AMHHOKHUCJIOTHBIX OCTaTKOB caiita pacmervienuss win  MMII2-paciennennoe  Vel-IPV-
hB6H12.3). Pacmeriennbie Vel-IPV  antutena wu IPV-antutena ¢ ¢parMeHTOM W3
AMUHOKHCJIOTHBIX OCTAaTKOB caliTa paclleryieHUs] COAeprKalld OCTAaTOK IOCJeN0BaTeNIbHOCTH
LRSG Ha N-koHie antutena. PacmeriieHHOe aHTUTENO ObLIO TIOMYYEHO MyTeM PaCIleryIeHHsI C
nomoinpto MMII2, torga kak IPV-antutena ¢ parMeHTOM M3 aMHUHOKHCIOTHBIX OCTATKOB
caiiTa pacieruieHus: ObUIO MOJYYEHO PEKOMOMHAHTHO.

[0131] Ha ®wur.13 uzobpaxkeHo HachbimeHue aHtutenamu npotuB CD47 puCDA47 c
UCTIONB30BAaHUEM JeTeKTHpoBaHusi ¢ mnomompbio HM®PA.  Vel-IPV-hB6H12.3 mnpossisiio
3HAYUTENBHO oOclabieHHoe CBsi3biBaHUE. (CBs3BIBAHHE MOXET OBbITh BOCCTAHOBJIEHO IIOCIHE
pacweruienns puMMII2.

[0132] Ha ®wur.14 u3obpaxkeHo HacelmeHne anturenamu mpotuB CD47 puCD47 c
nomompo oOHapyxkeHust UPA. Kak hB6H12.3, tak u hB6H12.3 G91A mnokasbBaroT Oonee

BBICOKHI B, uem Ab47.



24

[0133] Ha ®wur.15 uzobpaxkeHo HaceimieHne anturenamu nporus CD47 knerok paka
MoueBoro nmy3eipsi uenoBeka SW780. CesspiBanue Ab47 u hBOHI123 cpaBamBamu ¢
BapuaHtamu, Hecymumu Mytauuo G91A B CDR-L3.

[0134] Ha ®Pwur.16 m3obpaxkeHo HacwiiieHue antutenamu npotus CD47 sputpormros
yenoseka. CesspiBanue Ab47 m hB6H12.3 cpaBHuBanu ¢ BapuaHTaMM, HECYIIUMHU MyTalLHIO
G91A B CDR-L3.

[0135] Ha ®Pwur. 17A-®ur. 17B nzobpaxena aktuBHOCTb aHTuTen npotus CD47 B
KCEHOTpPaHCIUTaHTaTHOM Monenu onyxonmu L1428 y wmpimeit NSG. AHTHTena BBOIWIH
BHYTPUOPIOMIUHHO (B/0) KaXkaple 4eThIpe MHS 1o yeThipe 1036l (q4dx4) o 1 nim 10 mr/kr (Dwur.
17A). AHanu3 omyxoJyeBOM TKAaHU C UCTIOJIB30BAHUEM Mapkepa Makpodaros antu-F4/80 mokaszan
NPUCYTCTBUE MBIIIUHBIX MaKpo(aroB B KCEHOTPAHCILIAHTATHON Mozenu omyxonu L428 (Pwr.
17B).

[0136] Ha ®wur. 18A-Pur. 18D wuzobpaxkeHa akTMBHOCTb aHTUTEeN npotuB CD47 B
KCEHOTPAHCIUIAaHTaTHOW Mozenu onyxoiu 1428 y meimieln NSG. Axturena sBogunmu B/6 q4dx4
(4 mosbl kaxable 4 nHA) ¢ Hcnonb3oBaHue A03upoBkH 1 mimu 10 mr/kr (Pur. 18A). Ananus
OIyXOJIEBOW TKaHH C HMCIIOJB30BaHUEM Mapkepa MakpodaroB antu-F4/80 BbIBUI NMPHCYTCTBUE
MBIIIMHBIX MaKpo(aroB B KCEHOTPAHCIUIAHTATHOW Mojenu omyxoiu Detroit 562 (®@ur. 18B).
Taxxe aHanu3upoBaNu aKTUBHOCTb aHTUTEN NpoTuB CD47-aHTUTEN B KCEHOTPAHCIUIAHTATHOM
monenu omyxonu SUDHL8 y wmeimeit NSG (®@ur. 18C). Anrurena BBogunmu B/0 q4dx4 ¢
UCTIONBb30BaHUEM 103UpoBKH 1 mim 10 Mr/kr. AHamm3 OnyxoJjieBOH TKaHU C HCIOJIb30BAaHUEM
Mapkepa MakpodaroB aHtu-F4/80 mokazanm mpuCYyTCTBHE MBIIMHBIX MakpogaroB B
KCeHOoTpaHcIuiaHTaTHOH Mozenu onyxoiaun SUDHLS (®ur. 18D).

[0137] Ha dwur. 19A-Pur. 19D wuzobpaxkeHa akTuBHOCTh aHtuTen npotus CD47 B
MOZEJSIX ONMyXOJieH, HMEIOIINX HU3KOe CONEepXKaHue BHYTPHOIYXOJIEBBIX MakKpogaros.
IIpencraBnensl monenb paka Pudpocapkombr HT1080 (Pur. 19A u ®ur. 19B) u mozpens
ITewenounokneroynoro paka HepG2 (®@ur. 19C u ®@ur. 19D). Anrurena sBogwiu B/6 q4dx4 ¢
UCTIONIb30BaHUE NO3UPOBKU 10 MI/Kr. AHAJU3 OMyXOJIEBOH TKaHH C MCTMOJB30BAHUEM MapKepa
makpodaroB aHtu-F4/80 mokasan NPUCYyTCTBHE MBIIIMHBIX MakpodaroB B MOIEIH paka
dubdpocapkomsr HT1080 (Pur. 19B) u mopenu IleuenouHoknerounoro paka HepG2 (Puwr.
19D).

[0138] Ha ®wur.20 wusobpaxkeHa akTUBHOCTh aHTuTen mnpotuB CD47 B mopensix
OIyXOJiel, UMEIOINX HHU3KOE CONEp’KaHHe BHYTPHOITYXOJEBBIX MakKpo(daros, KOTOpas MOXKET
OBITh yCHJIEHA B COYETAHWU C KOHBIOrAaTOM aHTUTENO-JieKapcTBeHHoe cpencteo (ADC) -
moHoMmetminaypuctratiioM E (MMAE) (KOTOpbIif, Kak WU3BECTHO, CTUMYJIHPYET HH(PHIBTPALHIO
makpodaros). Autureno nporus CD47 BBomunu /6 q4dx4 ¢ WCMONB30BAHHEM HO3UPOBKH S
MI/KT, B TO Bpemsi kak ¢ ADC MMAE BBoawiu OfyH pa3 ¢ UCIOIb30BAHUEM JO3UPOBKH | MIV/KT.

[0139] Ha ®Pwur. 21A-®ur. 21B u300pakeHO, YTO MBIIHUHOE PEAKTUBHOE AHTUTEINO
nporue  CD47 mIAP301 wmoxxer ObIThb 3KpaHMPOBAHO C HCIIONB30BAaHMEM TEX JKe
nocienosarenbHoctelt VEL u [PV, uro u antureno hBO6HI12.3 uenoseka (Pur. 21A).

9KpaHI/IpOBaHI/Ie 9THUMHU KOHCTPYKIUAMU 6J'IOKI/IpOBa.]'IO CBA3BIBAHHUEC AHTUTECJI C MbIIIWHbBIMUI
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CD47-nonoxurensHbiMu - onyxoisivu - (Pur.21B) u  mpenorepamano  (QyHKIIHOHAIBbHYIO
AKTUBHOCTb, M3MEPEHHYIO C IOMOLIBIO (harommurosa 3pUTPOLUTOB. B Monmemsx omyxonei,
UMEIOIUX HU3KOe BHYTPHOIYXOJEBOE copaep:kaHue Makpodaros, antureno mnporus CD47
BBOIUIM B/O q4dx4 ¢ ucnonp3oBaHMEM A03UPOBKU 5 Mr/kr, B To Bpems kak ¢ ADC MMAE
BBOJIMJIM OJIUH pa3 C UCHOJb30BAHUEM JTO3UPOBKHU 1 MI/KT.

[0140] Ha ®wur. 22A-®ur. 22B wuzobpakeHbl ’H-meuenbie HUCXOJHbIE U
SKPAaHUPOBAHHBIE AHTHTENA, KOTOpble BBOMWIN MbliaM BALB/c. AHTHTENa OLIEHUBAINCH C
UCTIOJIb30BAHUEM CLUHTUJUILUOHHBIX m3MepeHuil. [IpencTaBieHo KOIM4ecTBO TPOMOOLUTOB Y
mbiel (Our. 22A) u GapMakOKHHETHKA C UCTIONIb30BAHUEM MBINIMHBIX aHTUTeN (Dur. 22B).
Ha ®wr. 22B KOHTpOJIbHBII MOMEHT BpeMeHH IJis aHain3a anturena mIAP301 Obut yepes 24
4aca MocJie BBEEHUs MOCIEHEN N03bl AHTUTETA.

[0141] @ue. 23A-@ue. 23D. Autu-mpimmHOe anTureno npotuB CD47 mlIAP301
NPOSIBJIO TIPOTHUBOOIYXOJIEBYKD AaKTHBHOCTh B Mopenu JuMpombl A20, HO BBI3BIBAJIO
COIYTCTBYIOILIIEE YMEHBIIEHUE KOJWYeCTBA OJpUTpouuToB (Pur. 23A). DKpaHUPOBAHHOE
aatuteno Vel-IPV-mIAP301 nposiBIsiiIo CXOIHYKO aKTUBHOCTb, HO HEMTPAJIM30BAJIO BIUSHHE HA
u3MeHeHne kommdectsa osputporutoB (Pur. 23B). Vel-IPV-mIAP301 mnpenorspammano
CBSI3bIBAHME AHTUT€HOB SPUTPOLIUTA, HO MOAAEPKUBAJIO CBsi3biBaHue onyxonu (Pur. 23C u Pur.
23D).

[0142] Ha ®ur.24 n300paxeHo, 4TO aHTH-MbIIHHOE aHTUTeNno npotus CD47 mIAP301
CTUMYJIUPYET TMPOTHUBOOMYXOJIEBYIO AaKTUBHOCTb B MOJENM paka Toscrod kumku MC38,
KOTOpasi, KaK U3BECTHO, YyBCTBUTENIbHA K IMMYHOOHKOorn4eckuM (I/O) arentam. AKTHBHOCTB
5KpaHUpOBaHHOro antutena npotus mIAP301 B »3Toli Mozenun MNpOAEMOHCTPUpOBANA
NPEBOCXOIHYK 3(P(PEKTUBHOCTD COIJIACHO JKUBOTHBIX, NPOSIBJISIOLUINM IIOJHBIA  OTBET.
IToBTOpHOE 3apa’keHHE 3TOrO SKUBOTHOIO NPUBOAMIO K IOJHOMY OTTOP>KEHHUIO OIYyXOJIH,
JE€MOHCTPUPYsI MHAYKLHUIO AOJITOKUBYILErO OTBETa T-KIE€TOK MaMsTH.

[0143] @ue. 25A-@ue. 25B. VcxonHoe aHTUTENIO U HKPAHHUPOBAHHOE AHTU-MBILIHHOE
anTtuteno npotus CD47 mIAP301 BbI3bIBaIN MOBBILIEHHYIO TPOTHBOOMYXOJIEBYIO aKTUBHOCTD B
COYETAaHUH C CypporaTHbIM aHTUTEeNoM mpoTuB PD-1, B pesynabrare uero 4/6 >KUBOTHBIX
nemoHcTpupoBanm  monHble otBeThl  ([1O, CR) (®ur. 25A). HcxomgHoe aHTHTENO U
SKPAaHUPOBAaHHOE aHTHU-MbIINHOE aHTuTeno MpotuB CD47 mIAP301 BbI3bIBail MOBBIIIEHHYIO
NPOTHBOOIYXOJIEBYI0 AKTHMBHOCTb B COYETAHWH C aKTUBHUpYIOIIMM Makpodaru CD40-
Haueneroro SEA-ycunenHoro cypporarabiM anTutenaoM 1C10 (Pur. 25B).

[0144] Ha ®wur.26 wu3zoOpakeHa CTa0MJIBHOCTh PA3NMYHBIX  CyMepCIHpaei,
Ir'yMaHU3UPOBaHHBIX BapuantoB BOH12 y meimieli BALB/c uepes Tpu aHsI mociie BBEIEHUS JO3BL.
CTabunpHOCTH OLIEHHBAJHN C TIOMOIIBIO JEHCUTOMETPUHN Pe3YJIbTATOB BECTEPH-OJIOTTUHIA TTOCIHE
paszeneHns SKpaHUPOBAaHHBIX U HEAIKPAHUPOBAHHBIX TSDKENBIX Lienell ¢ ucnonbp3zosanuem JIHC-
ITAAT B BOCCTaHaBIMBAIOLIUX YCIOBUSIX.

[0145] @ue. 27A-@ue. 27B. bbun ompeneneHbl YPOBHU 3PUTPOLIUTOB  IOCTE
onHOKpaTHOH B/B OomocHOH no3bl 0,1, 1, 10 unm 30 mr/kr rymanusuposanHoro IgG1l hB6H12

«Ab47» (®ur. 27A). J1o3el, npespimaromue 1 Mr/kr, OblIM HE IEPEHOCUMBIMH, U Y SKUBOTHBIX
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IPU BCEX YPOBHSX J03bl HAOIOOANNCH KIMHUYECKHE NMPHU3HAKH, CBSI3aHHBIE C T€MOJIH30M U
BO3JICIICTBUEM MHCIBITYEMbIM MpemnaparoM. lIpencraBneHbl ypOBHH 3pUTPOLUTOB IIOCTE
OfHOKpaTHON B/B OomrocHON mo3bl 0,1, 1 mmm 10 MI/kr anbTepHATUBHO 3KPAHUPOBAHHOTO
rymanusuposanHoro  IgGl  hB6HI12  «Ab47»  Vel-IPV, koropoe neMoHCTpUpyeT
npuOnu3NTENbHO 10-KpaTHYIO MOBBIMIEHHYIO NEPEHOCUMOCTD MPU MAKCHUMAJIbHOM HUCIBITAHHOM
ypoBHe n03bl (Dur. 27B). Bce no3el Vel-IPV-Ab47 Obuld MEepeHOCHMBIMH, M HHKAKUX
KJIMHUYECKUX MPU3HAKOB He ObIJIO0 OOHAPY’KEHO HU MPH KAKOM YPOBHE JO3BI.

[0146] Ha dur. 28 mnpexncraBieHbl ypPOBHU LUPKYJIUPYIOLINX AHTUTEN IOCIE
OIHOKpaTHOH B/B OomocHOM 103kl 1 Mr/kr Ab47 u Vel-IPV-Ab47. B To Bpems kak no3a Ab47 B
1 mr/kr Oputa HWXKe mpenena OOHApYKEHUS TPU HCMOJNb30BaHUU Hecnenugpuyeckoro MDA
anamuza TAb (Bcex antuten) B 3-ii aenp uccinenopanus, 1 mr/kr Vel-IPV-Ab47 moxHO ObLTO
OOHapyKUTh B TEUEHHWE BCEro Kypca HCCIAENOBaHUS, 3aKaHYMBAKOINErocs Ha 15-U neHb
HCCJIEZIOBAHUSI.

[0147] Ha ®wur. 29 mnpencrasieHbl YPOBHU SPHUTPOLUTOB IOCIE OJHOKPATHOH B/B
OoomocHoi m0o3bl 1 Mmr/kr Ab47 wu  Vel-IPV-Ab47. Kak Ab47, Ttak u hB6HI123
MPOAEMOHCTPUPOBANIN YMEHbIIEHHE KOJNYECTBA IPUTPOLIUTOB.

[0148] Ha ®wur. 30 mpencraBieHbl YPOBHU TPOMOOIMTOB IIOCIE OJHOKPATHOH B/B
OomocHoit no3el 1 wmr/kr Ab47, hBO6H12.3 wmm xoTpoms. Ab47 mnpomeMOHCTpUpOBAIO
CHIDKEHHE ypOBHs TpoMOouuToB Ha 60% OTHOCHTENBHO YPOBHS TPOMOOLIUTOB IO BBEIAEHHS
no3bl, Torga kak hB6H12.3 He BbI3BIBANIO CHIKEHHs! YPOBHS TpoMmOomuToB Beimie 20%, 4to
Takke Habmomanoch B KOHTposnbHOU rpymme. M Ab47, u hB6H12.3 mpuBenu K MOBBILIEHUIO
yPOBHS TpOMOOLIMTOB HaunHasi ¢ J[Hs 7 1 10 KOHIa ucciaenosanus, t.e. Jus 15.

[0149] Ha Pwur. 31 mpencrasieHbl YPOBHU SPUTPOLIUTOB IIOCJIE OJHOKPATHOH B/B
GomocHoit no3br 10 mmm 20 mr/kr Vel-IPV-hB6H12.3, kortopas npoaeMOHCTpUpOBaia
npubIM3UTENHHO B 20 pa3 MOBBIMIEHHYIO MEPEHOCUMOCTD 110 CPABHEHUIO C HEIKPAHUPOBAHHBIM
hB6H12.3 ¢ wucnomp3oBaHueM JA03UpPOBKH 1 MI/kr. B fmomonHeHHMe K MOBBIIEHHON
MEPEHOCUMOCTH IO FeéMaTOJIOTMYECKUM IapaMeTpaM, B TPYIax, MOMy4YaBLINX SKPaHUPOBAHHOE
AHTHUTEJO, KJIMHUYECKUX MPHU3HAKOB HE HAOJIOAAJIOCh, B TO BPeMsl KaK OHM HAOJIOJAINCH MPH
UCTIOIb30BAHUM JOHPOBKH | MI/KT [yt HeskpaHupoanHoro hBoH12.3.

[0150] Ha ®wur. 32 mpencrasieHbl YPOBHU SPHUTPOLUTOB IIOCJIE OJHOKPATHOH B/B
oomocHoM no3bl 20 mr/kr Vel-IPV-hBO6H12.3, 20 mr/kr SEA-Vel-IPV-hB6H12.3, 1 wmr/kr
hB6H12,3, u xorTpOst nist cpaBHeHns. Anrurena hBoH12.3, kak skpanuposannabsie SEA, Tak u
sKpaHupoBaHHble He SEA, mepeHOCHINCh ONMHAKOBO, HECMOTpPsI Ha ycuiieHHe 3 (eKTOpHOI
(YHKIMOHATBHOCTH 32 CUET MHXEHEPUH aHTHTEIL

[0151] Ha ®ur.33 wuzoOpakeHo oOOHapyxkeHHe MakpodaroB ¢  TMOMOIIBIO
MMMYHOTHCTOXUMHMH C HCHOJb30BaHUEM aHTuTena npotuB CDI163 B omyxonu MOJOYHOMH
JKeJe3bl 1 00paslax HOPMAJIbHONW TKAaHH MOJIOUHOH JKEeJe3bl.

[0152] Ha ®wur. 34 u3o0pakeHbl MocienoBaTeabHOCTH cynepenupaneir M11, M15 u Vel.
Taxxe n3obpaxkensr MMII2-pacinernisieHMble TTOCIeI0BATEIbHOCTH.

[0153] Ha ®wur. 35A-®Pur. 35B uzobpaxens ypoHu MMII onyxonu B HEKOTOPBIX
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ONMyXOJISIX MBILIEH W YeJNOBEKa OTHOCHTENBHO TeX, KOTOpPblE NPUCYTCTBYIOT B CHCTEMAax
KJIETOYHBIX KYJIBTYP.

[0154] Ha ®ur. 36A-®ur. 36B wusodpaxen ordop MMAE, koTopsiii conmep>KuT
aypuctatuabl  (LIVIA uw CD30) B coueranuun ¢ anturenqom nporus CD47 B
KCEHOTPAHCIUTAHTATHOU Mojenu paka mosounoi xenessl MCSF7 ans ADC LivlA u monenu
mumbombl 1428 nist ADC CD30.

[0155] Ha ®wur. 37A-®ur. 37F wu3obpaxkensl koHueHtparmu mIAP301 wu
skpanupoBaHHbIX Vel-IPV-mIAP301 u Vel-M2-mIAP301 B mna3sme (@ur. 37A u ®@ur. 37B),
cenesenke (Qur. 37C u @ur. 37D) u onyxonu (Pur. 37E u @ur. 37F).

[0156] Ha ®wur. 38A-Pur. 38B mnpencrasieH NPOLEHT pacCLIEINIEHHOTO aHTHUTENA B
wiasme, nedeHd u omyxonu (Pur. 38A). Onyxomu HT 1080, cobpaHHBIE OT MBIIEH, KOTOPBIX
nonsepramu BosnedcTBur0 Ab47 wiu Vel-IPV-Ab47 B Teuenue 4 unu 7 OHEH, moaBepraju
NPOTOYHON LUTOMETPUH Ui OMNpENENICHHsT CTEINeHH aHTUTeNla, KOTOpoe ObLIO CIOCOOHO
CBSI3bIBATHCS] M HACBIIIATD KJIETKH OIYXOJH, KOTOpBhIE 3KkcnpeccupytoT CD47 (®ur. 38B).

[0157] ®ur. 39A-Pur. 39C. IlepenocumocTb 3kpaHupoBaHHOro Ab47 (®@ur. 39A) unn
skpanupoBaHHoro hBO6HI12.3 (®ur. 39B) ompenensnu mnyTeM H3MEPEHUs KOJIMYECTBA
LUPKYJTUPYIOMIETO B TUIa3Me [IUTOKMHA - MOHOLIUTAPHOTO XeMoarTpakTanTHoro 6enka-1 (MXb-
1, MCP-1). ®apmMakOKHHETHYECKUH aHAIN3 ¢ UCTOIb30BaHuEeM Hecrenupudeckoro MDA Bcex
anturen (TAb) npoBoawin Ha S5KpaHupOBaHHOM M HeskpaHupoBanHoM hBO6H12.3 (Pur. 39C).

[0158] Ha ®ur. 40A-Pur. 40B wnzobpakeHa OTHOCHUTENbHAS MPOTHBOOIYXOJIEBAs
aKTUBHOCTb,  ONpEAeJeHHas IyTeM M3MepeHHs  cpegHero oObemMa  OmyXxoiau B
KCeHOTpaHCIUTaHTaTHRIX Monessix Vel-IPV-hB6H12.3 u SEA-Vel-IPV-hB6H12.3, a Taxxke
dbyxosmnmmnpoBanHoro u HepykozunupoanHoro SEA hBOHI12.3 B wMomensx ¢ BBICOKHUM
(Detroit562) (@ur. 40A) u auzkum (HT1080) (Pur. 40B) coneprkanreM mMakpodaros.

[0159] Ha ®ur. 41A-®ur. 41B u3o0paxeHO M3MepeHHE YPOBHEH LUPKYJIUPYIOLINX
uutoknHoB MXb-1 mpu  wucnons3oBanun anturen Vel-IPV-hBO6H12.3 u SEA-Vel-IPV-
hB6H12.3 (®ur. 41A). ®apMakOKUHETHYECKHI aHAU3 C UCTIOIb30BAHUEM HECTIELU(UIECKOTO
UDPA Bcex anturen (TAb) mpoomgmmu wmexay anturenom Vel-IPV-hB6H12.3 ¢ SEA u
antutenoMm Vel-IPV-hB6H12.3 6e3 SEA (®ur. 41B).

[0160] Ha ®wur. 42 wuzobpakeHo wummepenue (arounroza CD47-mONI0KUTENBHBIX
SPUTPOLUTOB YesioBeka mnocye nHkydannu ¢ hBoH12.3 («antureno mporus CD47»), Vel-IPV-
hB6H12.3 («3kpanupoBanHoe antureno nporus CD47»), pacmemnennoe ¢ nomommbo MMIT
Vel-IPV-hB6H12.3 («<MMII-akTHBHPOBaHHOE SKPaHUPOBAaHHOE aHTUTENO npotuB CD47») mmun
npu OTCYTCTBHH aHTHUTENA («be3 BO3nencTBIs»).

[0161] Ha ®Pwur. 43 u300pa’keHbl 3pUTPOLUTHI YEJIOBEKA B KPYIJIONOHHOM IUIAHIIETE
nocie uakyOarun ¢ Vel-IPV-Ab47 («3kpannpoBanHbiM Ab47»), pacLIerNIEHHBIM C ITOMOIIBIO
MMII Vel-IPV-Ab47 («pacmennenabiv  MMII skpanupoBanHeiM  Ab47») wmmu  Oe3
ucnonb3oBaHus antuten («bes BozneiicTBus»).

[0162] Ha ®ur.44 n3o6paskeHO n3MepeHne AHHEKCHUH V-TIOJIOKUTENBbHBIX KJIETOK MOCTe

unkyOarmu ¢ hB6H12 .3, SF9 unu xontponem - nzorunom IgGl.
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[0163] Ha ®wur. 45A-®ur. 45C wusobpaxeHo usMepeHue cpsi3biBaHus Vel-IPV-
hB6H12.3-FITC u hB6H12 3-FITC ¢ o6pa3uom 1enbHOH KpOBU, IPEACTABISIOINUM coboit 16 u3
17 obpasuos maumenTos (Pur. 45A) wim oguH oOpaser ¢ aHOMaJIbHbIM 3HaueHueM (Pur. 45B);
u 3HadueHuss ECS50, monydeHHele ¢ ucnonp3oBaHueM MDA mnocne wuHKyOaruu ImiasMbl ¢
pexomOuHanTHRIMEH CD47 1 hB6H12.3 («donop 1-hB6H12.3, ¢ HaHecenuem») unu Vel-IPV-
hB6H12.3 (TTauuent1-10 ¢ Capxomoii) (®Pur. 45C).

[0164] Ha ®ur. 46A-Pur. 46B n300pakeHO peNpe3eHTATUBHOE MPOAYLIUPOBAHUE
LIUTOKWHOB, HMHIYLUPOBAHHOE WHKyOaluei oOpa3sLoB LEIbHOH KPOBH OOJIBHBIX PAaKOM C
hB6H12.3 umu Vel-IPV-hB6H12.3 B Teuenue 20 wacos mpu 37 °C. Ha @ur. 46A uzobpakeHo
nponyuuposanue [P-10, a Ha @ur. 46B nzobpakeno npoaynuposanue IL-1RA.

[0165] Ha ®wur. 47 n300paxeHO OKpallMBaHUE aHHEKCHMHOM V omyxosesbix Ht1080
KJIETOK U3 KCEHOTpaHCIUIAHTaTHOW Mmonenu onyxonu HTI1080 y wblmeld, KOTOPBIM BBOAWUIN
hB6H12.3, Vel-IPV-hB6H12.3 unu konTponeHbiil m3otun higG1 («u3otum h00»).

NOAPOBHOE OINTMCAHUME CYIIHOCTHU U3OBPETEHUA

[0166] AnTuTena npotus CD47 IgG3, u3BecTHbIe B JaHHOH 00J1aCTH HA MOMEHT TOJA4H
3asBKM, TPOSIBISIIOT TOKCUYHOCTb, TAaKylH) KaK CHIJKEHHE KOJMYeCTBAa JSPUTPOLUMTOB U
TpOMOOLIMTOB B mnepupepryecKod KPOBH, YTO YMEHBIIAET HUX IOJE3HOCTh B KadeCTBE
3((PeKTUBHBIX TEpaeBTUYECKUX CPEACTB MPOTUB 3a00eBanuii, cBsi3aHHbIX ¢ CD47, Takux Kak,
HampUMep, OHKOJIOTMYeCKUX 3abojieBaHUM, Xapakrepusyrommuxcs skcmpeccueit  CD47.
3asBUTENN HEOKUIAHHO OOHAapy>Kmiu HoBble aHTutena npotuB CD47 monpknacca IgGl um mx
AHTUT€HCBA3BIBAIOIINE (PPAarMEHThI, KOTOPbIE MOXKHO aKTMBHPOBATH IyTE€M JI€IKPAHUPOBAHUS B
KOHTEKCTE€ MHKPOOKPYXKEHMsI OIyXOJIH, 4YTOOBbl 3(PQPEeKTHBHO HANpPaBIATh AaHTUTENA U HX
AHTUT€HCBA3BIBAIOIINE (PPAarMEHTHl MO JAaHHOMY H300pETEeHHIO Crelu(UUecKd Ha COJNUAHbIE
onyxony, skcnpeccupyomue CD47. OnucaHHble B JaHHOM JOKYMEHTE I'yMaHU3HUPOBaHHbIE
antutena npotus CD47 u ux aHTUreHCBsI3bIBatOIINe GparMeHTsl (INO0 3KpaHHUPOBAHHBIE, JTHOO
HE3KPAHUPOBAHHBIE) MOJIE3HBI IS JIeUeHHs 3a00eBaHui, cBsi3aHHbIX ¢ CD47, Hanpumep, Takux
KaK OHKOJIOTHUYECKUX 3a00JIeBaHMI, XapaKTepu3yroImuxcs skcnpeccueit CD47.

[0167] B HEKOTOPBIX MIUTFOCTPATHUBHBIX BapUAHTAX pPEATU3ALNHN JAHHOTO HU300peTeHUs
NPEJIOKEHbl AHTUTENa M WX AaHTUTEHCBS3bIBAOINUE (DPArMEHTBbI, KOTOpPbIE COAEpKaT
NPUTOAHBIN JJIsl YAAJIEHHUs SKpaHupyromuil gpparment (Hanpumep, 6appep co CynepCcrupabio),
KOTOPBII OJIOKHPYET CBSI3bIBAHWE AHTHUTENA HJIM €r0 aHTUT'CHCBS3BIBAIOIIETO (PparMeHTa ¢ ero
AHTUTCHHON MHIIEHbI0. B HEKOTOpBIX BapHaHTaX peaju3allMd JaHHOTO H300peTeHus
NPUTOAHBIN U YAANCHHUS 3KPaHUPYIOIIUN (pparMeHT mpukperuisieTcss K N-KOHIy OIHOW WIIN
Ooree TSOKENBIX W/WIN JIETKUX LeTell aHTHTENa WM €r0 aHTUIeHCBS3BIBAIOIIEro (pparmMeHTa
yepe3 JIMHKEPHYIO MOCIEA0BaTEIbHOCTD, PACLIEIUISIEMYI0 MaTPUKCHOM METaJIONpOTENnHa30M
(MMID).

[0168] B MHKPOOKpYXEHMM OIYXOJM H3MEHEHHBbI MpOTEONHU3 MPUBOAUT K
HEPEryJUpyeMOMY POCTY OINYXOJH, PEMOJAEIUPOBAHUIO TKaHU, BOCIIAJIEHUIO, TKAHEBOW MHBA3UU
u meractazupoannto (Kessenbrock (2011) Cell 141:52). MMII npencrasnstoT coboii Hanbonee

BBIPAXKEHHOE CEMENCTBO MPOTEUHA3, CBA3AHHBIX ¢ OHKOreHesom, u MMII onocpenyroT MHOrHe
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U3MEHEHUS B MHKPOOKPYXEHMM OINyXOJIM BO BpeMsl IPOrPECCUPOBAHUS  OMyXOJH.
HononaurenbHO. [Ipyu BO3nEHCTBMM Ha aHTUTENO WIM €r0 aHTUIEHCBSI3bIBAIOLINN (PparMeHT 1o
nanHoMmy wu3obperennro MMII, nunkepHasi mocnenosarenbHocts MMII pacmiemisiercsi, 4to
NO3BOJISIET YAAIUTH SKPAHUPYIOIIMH (pparMeHT Cynepcrnupaiu U JaTh BO3MOXKHOCTb aHTUTEINY
WIN €r0 aHTUTEHCBSI3bIBAIOLIEMY (PPAarMEHTY CBSI3bIBATH CBOM AHTHUI€H-MHIIEHb CIElMDUIHBIM
11 MUKPOOKPY KEHUSI OITyXOJIH 00pa3oM.

[0169] Hoseie anturena npotuB CD47 IgG1 u uX aHTUTeHCBSA3bIBAIOIINE (PPATrMEHTHI 10
JaHHOMY M300peTeHur0 (Kak SKpaHHPOBAHHBIC, TAK U HEIKPAHUPOBAHHBIE) MPEHMYIIECTBEHHO
IEMOHCTPHUPYIOT yBeNU4YeHHe (PapMaKOKMHETHKH U CHUKEHHE IeNeBblX 3((eKkToB 1o
cpaBHeHUt0 ¢ aHtutenamu npotuB CD47 IgG3, u3BeCTHBIMU B NAaHHOW OOJIACTH TEXHUKU Ha
MOMEHT nozgauu 3asBku. HoBble rymanusupoBaHHble aHTuTena npotus CD47, onucaHHble B
JAaHHOM JOKYMEHTE, MPEHMYIIECTBEHHO IEMOHCTPHPYIOT OAHO Wiu Oonee u3: 1) ycuieHue
CBSI3bIBAHUSI AHTUIEHA I10 CPABHEHUIO C OSTAJOHHBIM AHTHTEIOM (HAMpHMEp, HCXOOHBIM
MBIIIMHBIM AHTUTENIOM), 2) VCHJIEHHE AaHTUTEJIO3aBUCHUMOH KJIETOUYHOW LHUTOTOKCHYHOCTH
(A3KL]) mo cpaBHEHHIO C OJTAJOHHBIM AHTUTEJNOM (HANpUMEp, HCXOOHBIM MBIIIHHBIM
aHTUTENIOM); 3) ycrieHue aronurosa (Hanpumep, yCHUIeHNE aHTHTEI0-3aBUCHMOTO KJIETOUYHOTO
¢darouuroza (A3K®)) mo CpaBHEHUIO C OTAJIOHHBIM AHTHTEJIOM (HAMPUMEP, HCXOIHBIM
MBIIIUHBIM AHTUTEJIOM);, 4) CHIDKEHUE TeMarriiroTHHAuU 3putpountoB (I'A) mo cpaBHEHUIO ¢
STAJIOHHBIM AHTUTENIOM (HAIpUMeEp, UCXOAHBIM MBIIIMHBIM aHTUTENIOM);, 5) CBSI3bIBAHHE C TEM
K€ TPEXMEPHBIM (T.€. HelMHelHbIM) snuTornoM CD47.

[0170] Yrobsl u3o0peTeHue ObLIO Jierde MOHATh, HEKOTOPbIE TEXHUYECKHE M HAay4HbIE
TEPMHUHBI KOHKPETHO OIpenieieHbl Hibke. Eciin He yka3aHO MHOe, BCE€ TEXHUYECKHE U HAay4HbIe
TEPMUHBI, MCHOJb3yeMble B JAHHOM IOKYMEHTE, MUMEIOT TO K€ 3HAa4eHHe, KOTOpOoe OOBIYHO
NOHMMAIOT CHIELUAIUCThI B 00JIACTH TEXHUKH, K KOTOPOH OTHOCUTCS JaHHOE U300peTeH e,

I. ONPEAEJIEHUS

[0171] Hcnonp3yeMble B KOHTEKCTE ITAaHHOTO JOKYMEHTA, BKJIIOYAs MMPUJIAraeMytro
dbopmyny  u300peTeHusi,  CYIECTBUTENIbHbIE B  €IMHCTBEHHOM  YHCJE  BKJIFOYAIOT
COOTBETCTBYIOI[HE CYLIECTBUTEJIbHbIE BO MHOKECTBEHHOM YHCIIE, €CJIU B KOHTEKCTE SIBHO HE
yKa3aHO UHaue.

[0172] «KoHbrOraT aHTHUTENO-JIEKAPCTBEHHOE CPEACTBO» OTHOCUTCS K aHTUTENY,
KOHBIOTHPOBAHHOMY C ILUTOTOKCHYECKMM Ar€HTOM WJIM IIUTOCTATHYECKUM areHToM. OObMHO
KOHBIOTAaTbl aHTHUTEJO-JIEKAPCTBEHHOE CPEACTBO CBS3bIBAIOTCA C ILI€JIEBBIM AHTUTE€HOM
(mammpumep, CD47) Ha NMOBEPXHOCTH KIIETKH C IOCIEAYIOIIEeH HMHTEpHANIM3alnuell KOHBIoTaTa
AHTHUTEJIO-JIEKAPCTBEHHOE  CPEACTBO B KJIETKY U TOCJIEAYIOIIUM  BBICBOOOXKIEHUEM
JIEKAPCTBEHHOT'O CPEACTBA B KJIETKY.

[0173] «[lonumenTua» WIM <IIOJHUIENITUAHAS I[EMb» MPEACTaBIsIeT COOOH MoIuMep
AMUHOKHUCJIOTHBIX OCTaTKOB, COEAWHEHHbIX MENTUAHBIMU CBSI3IMH, HE3aBUCUMO OT TOTO,
MOJIyY€H JIM OH NMPUPOAHBIM UM CUHTETHUECKUM myTeM. Ilonunentuasl ¢ okono mMeHee yem 10
AMHHOKHUCJIOTHBIMU OCTATKaMH OOBIYHO HA3bIBAIOT «IIENTHIAMI.

[0174] «benok» mpexncrasisieT cOOOM MaKPOMOJIEKYJy, COAEP KAy OIHY WiH Oojiee
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MOJIMMIENITUIHBIX 1eneil. beok Takke MOXKeT coaepikaTh HEMENTUAHbIE KOMIIOHEHTBI, TAKUE KaK
yrieBonHble rpymbl. Kierka, B KOTOPOH MPOnyHupyeTcs OeIoK, MOXeT 100aBJIsATh yIiIeBOAbI U
ApyTrue HEeMeNnTUAHbIE 3aMECTUTENH, U OHH OyAyT BapbUPOBATbCS B 3aBUCUMOCTH OT THIA
KJeTku. benku omnpeneneHsl B AaHHOM JOKYMEHTE C TOYKU 3pEHUS UX CTPYKTYP
AMHHOKHCJIOTHBIX OCTOBOB. 3aMECTUTEHU, TAKHE KaK YIJIEBOIHBIE IPYIIIbI, OOBIYHO HE YKa3aHBI,
HO, TEM HE MEHEee, MOT'YT IIPUCYTCTBOBATb.

[0175] TepMuHBI «aMHHO-KOHEL» U «KapOOKCH-KOHEI 0003HAYAIOT MOJIOXKEHUS! BHYTPH
MOJIMMENTHIOB. TaM, r7ie MO3BOJISIET KOHTEKCT, 3TH TEPMHUHBI UCIIOJNB3YOTCS CO CCBUIKOW Ha
KOHKPETHYIO TOCJIeIOBATEIbHOCTh HJIM YacTh MOJNUINENTHAA i1 OOO3Ha4YeHHsi OJU30CTH
MO3ULIUM WM OTHOCUTEJIbHON mo3unuu. Hampumep, omnpeneneHHas MOCIENOBATEIbHOCTD,
pacmojioxkeHHasi Ha KapOOKCH-KOHIIE KOHTPOJIbHOH TOCTIeNOBATENIbHOCTH B TMOJUMENTHIIE,
pacrojiokeHa TMPOKCHMalibHee KapOOKCU-KOHIIA KOHTPOJBHOW MOCNIENOBATEIbHOCTH, HO
HeoO0s3aTeIbHO HAXOMUTCS Ha KapOOKCH-KOHIIE TIOJTHOTO MOJIUITENITH/IA.

[0176] B mensix knaccuukalid aMHHOKUCIOTHBIX 3aMEeH KaK KOHCEPBATHBHBIX WJIH
HEKOHCEPBATUBHBIX, CJICAYIOIINE AMHUHOKHCIOTHBIE 3aMEHbl CUYUTAIOTCA KOHCEPBATHUBHBIMHU
3aMEHAMHU. CEPHH, 3aMEIICHHbIH TPEOHWHOM, AaJAHWHOM WA AaclaparuHOM, TPEOHUH,
3aMEIICHHBIN MPOJUHOM WJIM CEPUHOM, acClaparuH, 3aMELIEeHHbI achaparuHOBOW KHUCIOTOM,
TUCTUIMHOM WJIM CEPUHOM, acClaparuHOBasi KUCJIOTA, 3aMEIeHHAs Ty TAMIUHOBOM KUCJIOTON WU
acraparHoM; TJIyTAMMHOBasl ~ KUCJIOTA, 3aMELIeHHas T[JIIOTAMUHOM, JIM3UHOM  WJIH
acCraparvHOBOW KHUCJIOTOW, MIYyTAMHH, 3aMELIEHHbI aprUHUHOM, JIM3MHOM WIHM IIyTaMHUHOBOMW
KHUCJIOTOM, THUCTUIWH, 3aMELICHHBI THUPO3WHOM WM aclapariHOM, apruHUH, 3aMELIeHHBIHN
JU3UHOM WJIM TJIYyTAMUHOM; METHOHHH, 3aMELIEHHBbIN HM30JEeHLUHOM, JIEHIIMHOM WM BaJUHOM,
WU30JIEHIINH, 3aMEIIeHHbIH JEHIIMHOM, BaJUHOM WJIM METUOHUHOM, JIeHIUH, 3aMeIeHHbIH
BAJIMHOM, H30JICMLIMHOM HJIH METHOHWUHOM, (PeHUJIaaHWH, 3aMELICHHBbI THPOSHHOM WJIH
TpunToaHOM; TUPO3UH, 3aMEIIEHHBbIH TPUNTOPAHOM, THCTUAMHOM WIH (EHHIANTAHUHOM,
MPOJIMH, 3aMEIIEHHBbI TPEOHWHOM, AaJlaHWH, 3aMEIIeHHbIH CEPUHOM, JIM3UH, 3aMEIIeHHBIH
TJIyTAMUHOBOHM KHUCJIOTOH, TJIyTAMHHOM HWJIM apPTHHUHOM, BAaJMH, 3aMEIIeHHBbI METUOHUHOM,
U30JICULIMHOM WJIH JICHIIMHOM, M TPUNTO(AH, 3aMeIeHHbIi (HEHUTATAHUHOM WA THPO3UHOM.
KoHcepBaTuBHBIE 3aMEHBI TaKKE€ MOTYT O3Ha4aTh 3aMEHbI MEXKAY aMUHOKHCJIOTAMU B OJTHOM U
ToM ke kiacce. Kmaccnl siBisiroTcst cnepyromumu: ['pynma I (ruppodoOHbie OOKOBBIE 1eTH):
met, ala, val, leu, ile; I'pynma II (HefiTpanbHbie runpoduibHbie OOKOBBIE LIEMH): CYs, ser, thr;
I'pynma III (kucneie GokoBble nenw): asp, glu; I'pynma IV (ocHOBHBIE OOKOBBIE LieNH): asn, gin,
his, lys, arg, I'pynna V (ocraTkuy, BIusirOIIMe Ha OpueHTAUio nenu): gly, pro; u rpynma VI
(apomaruueckue OOKOBBIE LieTn): trp, tyr, phe.

[0177] JiBe aMUHOKHCIOTHBIE TOCienoBaTeabHOCTH HUMET «100% WIeHTHYHOCTH
AMUHOKHCJIOTHOM  TIOCJIEOBATEIbHOCTU»,  €CIU  aMUHOKHUCJIOTHBIE  OCTaTKH  JIBYX
AMUHOKHCIJIOTHBIX TMOCJIEI0BATEIbHOCTEN OAMHAKOBBI MPU BbIPABHUBAHUU JIsI MAKCHUMAJIbHOTO
coorBeTcTBUsi. CpaBHEHHE MOCIENOBATEIBHOCTEH MOXKET OBITh BBITIOJHEHO C HCIIOJIB30BAHHEM
CTaHIAPTHBIX MPOTPaMM, TaKUX KaK T€, KOTOpPbIE BKIOYEHBI B MakeT OHMOMH(POPMATUIECKIX
Boiuncienniit LASERGENE, koropsiii Bemmyckaercs DNASTAR (Madison, Wisconsin). Jlpyrue
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crocoObl CpaBHEHHSI JBYX HYKJICOTHIHBIX WU AMHUHOKHCJIOTHBIX TOCJIEIOBATEIbHOCTEH C
MOMOILBIO OMPENETICHUs] ONTUMAJIbHOIO BBIPABHUBAHUS XOPOLIO H3BECTHBI CIELUATUCTAM B
nanHou obmactu texHukd. (Cm., nanpumep, Peruski and Peruski, The Internet and the New
Biology: Tools for Genomic and Molecular Research (ASM Press, Inc. 1997); Wu et al. (eds.),
“Information Superhighway and Computer Databases of Nucleic Acids and Proteins,” in
Methods in Gene Biotechnology 123-151 (CRC Press, Inc. 1997); Bishop (ed.), Guide to Human
Genome Computing (2nd ed., Academic Press, Inc. 1998).) Cumraercs, uto naBe
AMHHOKHCIJIOTHBIE MOCJIEOBATEIbHOCTH HMEIOT «3HAYUTEJIbHYIO UIEHTUYHOCTD
MOCJIEIOBATEIbHOCTIY, €CJIM ABE TOCIENOBATEIbHOCTH UMEIOT, 1O MeHblel mepe, okosio 80%,
Mo MEHbINEH Mepe, 0KoJo 85%, mo MeHbInen Mepe, okojao 90% wuiu, Mo MEeHbIIeH Mepe, OKOJIO
95% MIEeHTUYHOCTH MOCIEAOBATEIBHOCTU OTHOCUTEIIBHO APYT APYyTa.

[0178] IlpouweHT UAEHTHYHOCTH TMOCJAENOBATEILHOCTEH OMPENeNstoT € IOMOIIBIO
MOCJIEIOBATEIbHOCTEN AHTUTEN, MAaKCUMAJIbHO BBIPOBHEHHBIX B COOTBETCTBUU C KOHBEHIIHEH
Hymepaimn 1o Kabary. Ilocrie BbIpaBHHMBaHUS, €CIM OONAaCTh UCCIEAYEMOrO aHTUTENa
(HampuMmep, Bech BapwaOebHBIA JOMEH TSIKEIOW WJIHM JIETKOH 1eNd) CPAaBHUBAETCS C OMHOU U
TON ke OOJIaCThIO 3TAJIOHHOTO AHTUTENA, MPOIEHTHAs WACHTUYHOCThH IMOCIIENOBATEILHOCTU
MEXIy O0JIACTSIMU UCCIIEYEeMOrO U 3TAJIOHHOTO aHTHUTEJA MPEACTABIISIET COOOH YHUCIIO MO3UIHA,
3aHUMAEeMBbIX OJHOU M TOH k€ aMHHOKHUCJIOTOM B 00J1aCTH KaK UCCIIENyeMOro, TaK M 3TaJJOHHOTO
aHTHUTENa, JIeJICHHOe Ha oOlIee KOJIMYECTBO BHIPOBHEHHBIX MO3HMLIUN ABYX obnacteit 6e3 ydera
npodenos, ymHOKeHHOe Ha 100 st mpeobpa3zoBaHUs B IPOLIECHT.

[0179] Kommosuuu mwim CrnocoObl, «comepikaluey OAWH I Oojiee MepedrCIeHHbIX
3JIEMEHTOB, MOTYT BKJIFOUATh B ceOs APyTue 3JEeMEeHTHI, ClIeHUalbHO He yKa3aHHble. Hampumep,
KOMITO3ULIMSI, KOTOpasl COAEPKUT AHTUTENIO, MOXKET COMAepkKaTb AHTUTENO OTAENbHO WM B
KOMOWHALIMU C IPYTUMH KOMITIOHEHTAMH.

[0180] OGo3HavyeHue nuama3oHa 3HAYEHHWH BKIHOYAET BCE LEJble YHCIa B Mpeaesiax
IUATa30Ha UK OTIPEIESIFOIINE THATa30H.

[0181] B anturenax mam Apyrux Oejkax, OMHCAHHBIX B JaHHOM IOKYMEHTE, CChUIKA Ha
AMUHOKHCIIOTHBIE OCTATKH, COOTBETCTBYIOIINE OcTaTkaM, ykazaHHbM B SEQ ID NO, Bkirouaer
MOCTTPAHCIISIIUOHHBIE MOTU(PUKAIIUN TAKHMX OCTATKOB.

[0182] Tepmun «aHTHTeNno» oOO3HaYaeT OENKM WMMYHOMIOOYJIMHA, MPOAYLUPYEMbIE
OPraHU3MOM B OTBET Ha MPUCYTCTBHE AHTHUTCHA M CBSI3BIBAIOIIMECS C AHTHUTEHOM, a TaKXKe
AQHTUTEHCBs3bIBAIOIME (parMeHTbl W WX BapPUAHTHI, MOJyYEHHbIE CHOCOOAMU TE€HHOMU
ukeHepun. (CrenoBaTelbHO, TEPMHUH «AHTHUTENIO» BKIIIOYAET, HANPUMEP, WHTAKTHBIC
MOHOKJIOHAJIbHbIE ~aHTHUTEJAa (HAmpUMEp, AaHTHUTeJIa, TOJY4YeHHbIE C HCIOJIb30BAHHEM
rHOpUIOMHON TEXHOJIOTHWH) U (ParMeHThl aHTHICHCBS3BIBAIOIINX AHTHUTEN, Takue kak F(ab')s,
¢parment Fv, muarteno, onmHomenodeuHnoe antureno, ¢parmeHt scFv wmm scFv-Fc. Taxxke
BKJIFOUEHBbI T€HETUYECKU CKOHCTPYHPOBAHHBIE WHTAKTHbIE aHTUTENAa M (PPArMeHThI, TaKue Kak
XUMEpHbIE aHTHUTENIa, TyMaHU3UPOBAHHBIE AaHTHUTENA, OJHOLENO4YeYHble Fv-pparMeHTsl,
OJHOLICTIOUEUHbIE AaHTHUTENA, AuaTesla, MUHUAHTUTENA, AHTHUTENA, PACMO3HAIINNE JIMHEIHBIE

STIUTOIBI, TOJIMBAJICHTHBIE WU MyJIbTUCTIELU(UYHbIE (HaripuMep, Oucnennpuinbie) TiOpUIHbIE



32

aHTHUTeNa U ToMy nojoOHoe. TakuM 00pa3oM, TEPMHUH «AHTHTEJIOY» LIMPOKO HUCHONB3YETCs IS
BKJIFOUEHHUS] JIFOOOro Oenka, KOTOPBI CONEPIKUT AHTUIEHCBSI3bIBAIOIIUI CAaWT aHTUTENAa |
cnocobeH creru(puIeCcKr CBSI3bIBATHCS C €r0 AHTUT€HOM.

[0183] TepMuH aHTUTENIO WIIK €r0 AHTUT'€HCBS3BIBAIOIINN (PPAarMEHT BKJIIOUAET «TOJIOe»
AHTUTEJIO WM €r0 aHTHIeHCBS3BIBAIOLINN (hparMeHT, KOTOpble HE CBsi3aH (TO €CThb HE CBs3aH
KOBAJICHTHO WJIM HEKOBAJEHTHO) C 3KPAHUPYIOIIUM COEIMHEHHEM IO JAHHOMY H300pETeHHIO.
TepMuH  «aHTUTENO»  TaKkXke  BKJIIOYAET  «3KPAHUPOBAHOE»  AHTUTENO  HWJIH €0
AHTUTCHCBS3BIBAIOIIMI ()PArMEHT, KOTOPble KOBAJEHTHO WJIM HEKOBAJEHTHO CBS3aH C OJHHUM
win Ooliee SKPAHUPYIOLIMMU COENUHEHHSMH, TAKUMHU KakK, Harlpumep, CyNnepCrupagbHbIMH
NenTHAaM{, KakK OIMCAaHO Jajee B JAaHHOM JOKyMeHTe. TepMHUH aHTUTeNO UM ero
AHTUTCHCBS3BIBAKOIIMNA  (DparMeHT BKIIOYAET «KOHBIOTHUPOBAHHOE» aHTUTENO WM  €ro
AHTUTCHCBS3BIBAIOIINN (DparMeHT WM KKOHBIOTAT aHTUTENO-NIeKapcTBeHHOE cpenctBo (ADC)»,
B KOTOPOM QHTHTEJIO WJIA €r0 aHTHICHCBSI3bIBAIOLINH (PpAarMEHT KOBAJIEHTHO WJIM HEKOBAJICHTHO
CBSI3aHBI C (hapMaLIeBTUYECKIM areHTOM, HAIPUMeEp, C LIUTOCTATHYECKHM MUJIH LIUTOTOKCHYECKUM
JIEKApCTBEHHBIM CPENCTBOM. B HEKOTOpBHIX BapHaHTaxX pealu3alfyl JaHHOTO H300pEeTeHus
AHTHUTEJIO WM €r0 aHTUTCHCBSI3bIBAIOLINI (PparMEeHT MPEACTABISIOT COOON rojioe aHTUTEIIO UITH
AHTUTCHCBS3BIBAIOIIMKA  (pPAarMeHT, KOTOpbIN HEeoOsI3aTeNTbHO ~ KOHBIOTMPOBAH c
dapManeBTHUECKUM areHTOM, HampuMep, C LOUTOCTATHYECKUM WM LUTOTOKCHYECKHM
JIEKapCTBEHHBIM CPEICTBOM. B npyrux BapmaHTax peajiu3anuy JAaHHOTO W300pEeTEeHUs] aHTHTENO
WM €r0 aHTUTEHCBSI3bIBAIOLIHNI (PparMeHT MpeaCcTaBIsFOT COO0H 3KpaHUPOBAHHOE AHTUTEJIO WIIN
AHTUTeHCBSA3BIBAIOIINN  (hparMeHr, KOTOpOe  HeoOs3aTeIbHO  KOHBIOTHPOBAHO  C
(dapMaleBTHUECKUM areHTOM, HamnpuMmep, C LUTOCTATMYECKUM WM LIUTOTOKCHYECKHM
JIEKAPCTBEHHBIM CPEICTBOM.

[0184] TepMuH «reHETUYECKH CKOHCTPYHUPOBAHHBIE AHTUTENA» OTHOCUTCS K AHTHUTEIY, B
KOTOPOM aMHHOKHMCJIOTHas IOCIENOBAaTENbHOCTD OTJIMYAETCS OT  IOCIEN0BATENIbHOCTH
HaTHUBHOTO WJIM HUCXOAHOTO aHTHUTeNa. BO3MOXKHBIX BapualMii MHOTO, U OHH BapbUPYIOTCS OT
3aMEHbl TOJBKO ONHOH WM OoJiee aMHHOKUCIOT JO TMOJIHOTO HM3MEHEHHUS KOHCTPYKLIWH,
HanpuMep, BapradeTbHON MUJIM KOHCTAHTHOM 00nacTu. M3MeHeHus: B KOHCTAaHTHOW O0JIACTH, KaK
MPaBUIO, JEJAI0TCs M YIAY4YLIeHWs] WIM W3MEHEHUs XapaKTepUCTHK, TaKuX Kak, Hampumep,
peaknuy CBSI3bIBAHUS KOMIUIEMEHTa U aApyrux s¢pdexropubix ¢(ynkiuit. Kak mnpasuio,
U3MEHEeHUs1 B BapualOenbHOH 00JacTH BHOCATCA MU YIIVULICHHS AHTUTCHCBS3BIBAKOLINX
XapaKTEPUCTHUK, YIYUYIICHUs] CTaOWIBHOCTH BapwaOenbHONW 00JacTH W/WIIM CHIDKEHUS PHUCKA
MMMYHOT€HHOCTH.

[0185] TepmuH «XuUMEpPHOE AHTUTENO» OTHOCUTCA K aHTUTENy, B KOTOPOM 4YacTb
TSDKENIOW  W/WJIM  JIETKOH [enu HASeHTHYHa WM TOMOJIOTHYHA  COOTBETCTBYIOIIUM
NIOCJIEIOBATENbHOCTSIM B aHTUTEIIE, ITOJIy4EHHOM M3 ONPEAESICHHOTO BHAa (HAIPUMEp, YEJIOBEeKa)
WIM NPUHAAJIEKALEMY K ONpeAeeHHOMY KJacCy WM MOAKIACCY aHTUTEN, TOrJa KaK OCTaTOK
nenu(eil) HIeHTHYeH WM TOMOJIOTHYEH COOTBETCTBYIOLINM MOCIIEN0BATEIbHOCTSIM B aHTUTEE,
NOJIy4€HHOM M3 JPYroro Bujaa (HampuMep, MBIIIHN) WK MPUHAMAJIEKAIEMY K IPYroMy Kiaccy

UM MOAKJIACCY AHTUTEJ, a TaKKe @parMeHTaM TAKUX AaHTUTECJ, IPHU YCJIOBHH, YTO OHU
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NPOSIBIISIIOT JKEJAEMYI0 OHOJIOTHUECKY0 aKTHBHOCTD.

[0186] «AHTHreHCBSI3BIBAIOIIUN CAWT aHTHUTENA» MPEACTaBIseT COOOM Ty 4YacTh
aHTHUTENa, KOTOpas AOCTaTOYHA JJIsI CBSI3bIBAHUS €ro C aHTUIeHOM. MUHHMAalbHAas Takas
o0yacTh OOBIMHO TIpencTaBisieT COO0OW BapuaOeNbHBbIM JOMEH WM €ero TIeHEeTHYeCKH
CKOHCTPYHPOBaHHbIH BapuaHT. CaiThl CBS3bIBAHKS C OAHUM JOMEHOM MOTYT OBITh IOJy4EHBI U3
BepOmoskpux antuten (cM. Muyldermans and Lauwereys, Mol. Recog. 12: 131-140, 1999;
Nguyen et al., EMBO J. 19:921-930, 2000) unu u3 nomeHoB VH apyrux BUIOB sl IOJy4EHUS
onHomoMeHHbIX aHTuTeNn («dAb», cm. Ward et al., Nature 341:544-546, 1989; US Patent No.
6,248,516 to Winter et al). OObIMHO AHTUIEHCBSI3BIBAIOIIUI CANT aHTUTENA COHEPIKUT Kak
BapuabenbHbli oMeH (VH) Tspkenol menu, Tak u BapuadenbHbIil nomeH (VL) nmerkoi wemw,
KOTOpPBIE CBSI3BIBAIOTCS C OOIIMM 3MHUTONOM. B KOHTEKCTE€ AaHHOTO M300PETEHUS aHTHTENO
MOJKET BKJIFOYAaTh ONWH HJIM OOJiee KOMIIOHEHTOB B JOIMOJHEHHWE K AHTUTCHCBS3BIBAIOIIEMY
CaiiTy, HalpuMep, TAKOW KaK BTOPOHW aHTUTCHCBS3BIBAIOIIWHN caliT aHTUTEeNa (KOTOPBIA MOXET
CBSI3BIBATHCS C TEM JK€ WJIM JPYTUM 3IHTOI WU C TEM K€ HJIU APYTHM aHTUT€HOM), TIETITUIHbINA
JUHKEp, KOHCTAHTHYI0  00JacTb  MMMYHOIJIOOYJHMHA, LIAPDHUP  HMMMYHOTJIOOYJIHHA,
ampunatudeckyro crmpanb (cMm. Pack and Pluckthun, Biochem. 31: 1579-1584, 1992),
HeTeNTUIHbIA JuHKep, onuronykieotun (cMm. Chaudri et al, FEBS Letters 450:23-26, 1999),
LIUTOCTATUYECKOE WIIM LIUTOTOKCUYECKOE JIEKAPCTBEHHOE CPENCTBO M TOMY NMOIOOHOE, M MOKET
NPEACTaBIATh COOOW MOHOMEPHBIH WIJIM MyJbTUMEpHBIH Oenok. Ilpumeprel Momnexyd,
COZEPIKALINX AHTUTEHCBS3bIBAIOIUI CAMT aHTUTENa, U3BECTHBI B JAHHOW OOJIACTH TEXHUKH H
BKIIIOUArOT, Hanpumep, Fv, ognonenoueunsie Fv (scFv), Fab, Fab', F(ab')2, F(ab)c, nuarena,
MUHUAHTHTENA, HaHOoaHTHWTeNna, ciusiHus Fab-scFv, Oucneunpuunsie (scFv) 4-IgG wu
oucnermduunsie (scFv)2-Fab. (Cm., nanpumep, Hu et al, Cancer Res. 56:3055-3061, 1996;
Atwell et al., Molecular Immunology 33: 1301-1312, 1996; Carter and Merchant, Curr. Op.
Biotechnol. 8:449-454, 1997; Zuo et al., Protein Engineering 13:361-367, 2000; u Lu et al., J.
Immunol. Methods 267:213-226, 2002.)

[0187] TepMuH «MMMYHOTIJIOOYJIMH» OTHOCHTCSI K O€JIKY, COCTOSLIEMY W3 OJHOTO HIIH
OoJiee MOJUIENTHAOB, B OCHOBHOM KOAMPYEeMbIX reHoM(amu) uMmyHornooyauHa. OxgHa ¢popma
UMMYHOTJIOOYJIMHA TPECTABISET OCHOBHYI CTPYKTYPHYEO €IUHHIY HATHUBHBIX (TO €CTb
NPUPOAHBIX MM UCXOOHBIX) aHTUTEN y TMO3BOHOYHBIX. JlaHHas ¢opma mpencramiseT coOoOH
TeTpaMep M COCTOUT M3 [BYX MACHTUYHBIX Map Ierneld MMMYHOIJIOOYJIMHA, KaKast U3 KOTOPbIX
UMeeT ONIHY JIETKYIO LIeTb U ONHY TDKENyI Ienb. B kaxnmoil mape BapuabenpHblE 00IACTH
aerkoit u Tspkenoi uenu (VL u VH) BMecTe, B epByIO odepenb, OTBETCTBEHHBI 3a CBS3BIBAHHE C
AHTUTEHOM, a KOHCTAHTHBIE OOJACTH MpEeXIe BCErO OTBETCTBEHHBI 32 3P PeKTOpHBIE PYHKUNUU
aHTUTeNa. Y  BBICIIMX IIO3BOHOYHBIX  HMIASHTU(QUIMPOBAHO TMATH  KJIACCOB  OEJKOB
ummyHornoOynuHa (IgG, IgA, IgM, IgD u IgE). IgG otHOCHTCS K OCHOBHOMY KJIACCy M OOBIMHO
HAXOAWTCS B TUIA3Me B Ka4eCTBE BTOPOro Hambojee pacmpocTpaHeHHoro Oenka. Y moxeit IgG
COCTOHT W3 4YeThIpexX moakjaccos, obo3Hayaembix I1gGl, IgG2, 1gG3 u IgG4. Kaxnas Tsokenas
e UMMYyHOrJIOOyJIuHa oOJazaer KOHCTAHTHOH OOJacThiO, KOTOpash COCTOUT U3 OEIKOBBIX

nomeHoB KoHcTaHTHOM obnactu (CHI1, mapuupa, CH2 u CH3; IgG3 Taxxe comepKUT IOMEH
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CH4), koTopbie 10 CyIIeCTBY HHBAPUAHTHBI IJIsI JAHHOTO MOJAKJIACCA Y BUAA.

[0188] ITocnenoBatensHocTH JJHK, Kogupyromue nenu MMMyHOTJIOOYIMHOB YeJIOBEKA U
HE YeJIOBEKa, U3BECTHBI B JaHHOI oOnactu TexHuku. (Cwm., nanpumep, Ellison et al, DNA 1: 11-
18, 1981; Ellison et al., Nucleic Acids Res. 10:4071-4079, 1982; Kenten et al., Proc. Natl. Acad.
Set USA 79:6661-6665, 1982; Seno et al., Nucl. Acids Res. 11:719-726, 1983; Riechmann et al.,
Nature 332:323-327, 1988; Amster et al., Nucl. Acids Res. 8:2055-2065, 1980; Rusconi and
Kohler, Nature 314:330-334, 1985; Boss et al., Nucl. Acids Res. 12:3791-3806, 1984; Bothwell
et al., Nature 298:380-382, 1982; van der Loo et al., Inmunogenetics 42:333-341, 1995; Karlin
et al., J. Mol. Evol. 22: 195-208, 1985; Kindsvogel et al., DNA 1:335-343, 1982; Breiner et al.,
Gene 18: 165-174, 1982; Kondo et al., Eur. J. Immunol. 23:245-249, 1993; u GenBank
Accession No. J00228.) JIns 03HAKOMJIEHHUS] CO CTPYKTYpPOH M (PyHKIHEH MMMYHOTJIOOYJIMHOB
cM. Putnam, The Plasma Proteins, Vol V, Academic Press, Inc., 49-140, 1987; and Padlan, Mol.
Immunol. 31: 169-217, 1994. TepmuH «UMMyHOTIIOOYJIMHY UCMOIB3YETCS B JTAHHOM JOKYMEHTE
IUIs ero o0Iero 3Ha4eHus, 0003HAYAIOIIEr0 HHTAKTHOE aHTUTEJIO, KOMIIOHEHTHI €ro LeneH min
(dparmMeHTsI LieTiel, B 3aBUCHMOCTH OT KOHTEKCTA.

[0189] ITomHOpa3MepHBIE «IeTKue Lenuy UMMyHornoOynuHa (okono 25 k/la umm 214
AMHHOKHCIJIOT) KOAWUPYIOTCSI T€HOM BapuabenbHONH OONacTH Ha aMHHO-KOHIE (KOIUPYIOIIEM
okojo 110 aMHMHOKHCIOT) M T€HOM KOHCTAaHTHOH oOOJacTH Kamma wWid JsaMOma Ha
kKapOOKCHIIbHOM KOHIle. [loTHOpa3MepHbIe «TsKeble Lenny UMMyHorio0yarnHa (okojio 50 k/la
i 446 aMHHOKHUCIIOT) KOIUPYIOTCS T€HOM BapHalenbHOI o0nactu (kogupyroumm okono 116
AMHHOKHUCIJIOT) M T€HOM KOHCTaHTHOM oOjacTh ramma, MO, anbda, AenbTa HIH SICUIIOH
(xonupyromuM okoJio 330 aMUHOKHUCIIOT), MPH 3TOM TOCIEIHUN ONpeaessieT U30THIT aHTHUTENa
kak IgG, IgM, IgA, IgD umu IgE coorBercTBeHHO. BHyTpu nerkoil u Tskenol ueneiu
BapualeNbHble M KOHCTAHTHbIE OOJNACTH COeAMHEHbI o0nacTeio «J» u3 okono 12 umm Goree
AMMHOKHCJIOT, TIPH 3TOM TsDKeNasi LeNb TakXke BKIrodaer odnacte «D» m3 eme okomo 10
aMuHOKHCIIOT. (CMm. B nenom Fundamental Immunology (Paul, ed., Raven Press, N.Y., 2nd ed.
1989), Ch. 7).

[0190] BapuaGenbHasi 0OMacTb JErKOM WM TSDKEIOH LIeMM MMMYHOTJIOOYJIMHA (Takxke
Ha3bIBaeMasi B IAHHOM JIOKYMEHTe «BapualOenbHbI JOMEH Jerkoi nenm» («gomeH VLy») wnmm
«BapualeNbHbI JOMEH TsDKenol nenn» («aoMeH VH») COOTBETCTBEHHO) COCTOMT W3
«KapKacHON» obnacry, npepbIBaeMoit Tpemst «obnactsamu, OTIpeAENAI0LIUMU
komruieMenTapHocTh» uin «CDR». KapkacHeie oOnactu ciyxar ans BeipaBHuBanus CDR mst
cneun(UYecKoro CBSI3bIBAHUS C SIHUTONOM aHTUreHa. Takum oOpasom, TepmuH «CDR»
OTHOCHUTCSI K aMUHOKHUCJIOTHBIM OCTaTKaM aHTHUTeNa, KOTOpble B NIEPBYIO OYepeab OTBETCTBEHHBI
3a cBs3bIBaHUE aHTUTreHa. OT aMHUHO-KOHIA 10 KapOOKCHIIbHOTO KoHIa oba nmomeHa VL u VH
conepskat cnenyromue kapkacHole (FR) u CDR obnactu: FR1, CDR1, FR2, CDR2, FR3, CDR3,
FR4.

[0191] Onpenenenue mo3uLnui aMHHOKUCIIOT B K&KIOM JOMEHe BapuadebHOH 00J1acTH
cooTBeTcTBYeT onpeneneHusiM o Kabary, «Sequences of Proteins of Immunological Interest »
(National Institutes of Health, Bethesda, MD, 1987 u 1991). Cnoco6 Kabara Taxke
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IpeaycMaTpUBaeT IMHUPOKO HCIIONB3YEMOe CorjialeHne o Hymepanuu (Hymepanus o Kadary), B
KOTOPOM COOTBETCTBYIOIUM OCTAaTKAM MeEXIy pPa3JIMYHbIMH BapuaOeNbHBIMH OOJACTIMH
TSDKEJION LIeTH WJIM MEXy pa3IMYHbIMU BapuaOeNbHBIMU OOIACTSIMH JIETKOH LIENH Ha3HA4aeTCs
onuH u 1ot xe Homep. CDR 1, 2 u 3 nomena VL Takke yNOMUHAIOTCS B JAHHOM JOKYMEHTE
coorBerctBeHHO kak CDR-L1, CDR-L2 u CDR-L3. CDR 1, 2 u 3 gomena VH Taxxke
YIIOMHHAIOTCSL B JAHHOM JI0KyMeHTe cooTBeTcTBeHHO kak CDR-H1, CDR-H2 u CDR-H3. Ecnu
Tak orMeueHo, ompexnenenne CDR moxer ObiTh B coorBerctBun ¢ IMGT® (Lefranc et al.,
Developmental & Comparative Immunology 27:55-77; 2003) BmecTo ciocoba Kabara.

[0192] Hymeparmsi KOHCTAHTHOW OOJNIACTH TSDKEJIOW LENMH OCYIIECTBISIETCS C TTOMOLIBEO
unaekca EC, kak ykasano B pabore Kabara (Kabat, Sequences of Proteins of Immunological
Interest, National Institutes of Health, Bethesda, MD, 1987 u 1991).

[0193] Ecnu B KOHTEKCT HE YKa3aHO MHOTO, TEPMUH «MOHOKJIOHAJIbHOE aHTHUTEJIO» HE
OrpPaHUYMBAETCS AHTUTEJAMH, MOJYYEHHBIMU C MOMOIIBI TMOPUAOMHON TEXHOJNOTHH. TepMuH
«MOHOKJIOHAJIbHOE aHTUTEJIO» MOXKET BKJIIOYaTh AHTUTENO, MOJY4YeHHOE W3 OJHOTO KIIOHA,
BKJIFOUAsl JIFOOOH 3YKapHOTHUECKUH, MPOKAPHUOTHUUECKUH Win (paroBblii KJIOH. B KOHKpETHBIX
BapHUAHTAX peaNn3aliil AAHHOTO H300pETEHHs] aHTHTENA, ONMCAHHBIE B JAHHOM IOKYMEHTE,
NPEACTABISIIOT COOOH MOHOKJIOHAJIbHBIE AaHTUTEIA.

[0194] TepmuH «rymMaHu3upoOBaHHbINH foMeH VH» nunu «rymaHusupoBaHHbIH 1oMeH VLY
otHocuTcs K foMeHy VH mimm VL mmmyHornoOynuHa, BKirodaromeMy Hekotopblie nin Bce CDR
NOJTHOCTBIO WJIM B 3HAYUTEIBHON CTENEHU M3 MMMYHOIJIOOYJIMHA-IOHOPA, HE OTHOCALIErocs K
YeJIOBEKy, (HanmpuMep, MBIIIN WK KPBICHI), U KApKAaCHbIE MOCIENOBATENbHOCTH BapuabeIbHOro
ZIOMEHA TOJIHOCTBIO UJIM B 3HAYUTENIbHON CTENEeHU U3 MOCIe0BATEIbHOCTEH HMMYHOIIOOYINHA
yenoBeka. VIMMyHOroOynuMH, He SIBISIOIIMINCS uejoBedeckuM, obecneunBatomuii CDR,
Ha3bIBAETCSl «IOHOPOM», a YENIOBEYECKUH HMMYHOIIIOOYJIHH, O00eCIedYnBarOIINN KapKaCHYIO
NOCJIEI0BATENbHOCTD, HA3bIBAETCSl «aKLENTOPOM». B HEKOTOpBIX Ciydasx I'yMaHU3UPOBAHHBIE
AHTHTENIa COXPAHSIOT HEKOTOPBIE OCTATKH, HE OTHOCSLINECS K YEJIOBEKY, B KAPKACHBIX 00JacTsIX
BapHuabeTbHOrO JOMEHA YeJIOBeKa ISl YJIYYIISHHs HAIJIEXKAIINX XaAPAKTEPUCTUK CBSI3bIBAHHSI
(Hampumep, MOTyT mnOTpedOBaThC MyTalMM B KAPKACHBIX IOCJIEAOBATENIbHOCTIX IS
coxpaHeHHs1 a(PUHHOCTH CBSI3bIBAHUS, KOTIA AaHTHTEJIO TYMAaHU3UPOBAHO).

[0195] «'yMaHU3UpOBaHHOE AHTHUTENO» MPENCTaBJsieT COOOM AHTUTENO, CoNmepsKaliee
OIWH WK 00a ryMaHU3UpOBaHHbIH noMeH VH u rymanusupoBansbiii nomeH VL. KoncranTtHas
o0nacTh(M) WUMMYHOTJIOOyJNMHA He O00S3aTebHO IOJKHBI MPUCYTCTBOBAThH, HO €CIH OHU
MPUCYTCTBYIOT, OHM MOJHOCTBIO WMJIM B 3HAYUTENBHON CTENEHM OTHOCATCS K KOHCTAHTHBIM
00J1acTsIM UIMMYHOTJIOOYJIMHA YEJTOBEKA.

[0196] T'ymaHW3MpOBaHHOE  AHTHUTENO  MPEACTaBIsieT  COOOH  TeHEeTHYeCKH
CKOHCTPYUpOBaHHOE aHTuTeNo, B KoTopoM CDR u3 «10HOpHOr0O» aHTUTENA, HE OTHOCSIIErocs K
YeJIOBEKY, NPUBUTBI K TIOCIENOBATENBHOCTSAM «AKLIENTOPHBIX» AaHTHTEN 4YeloBeka (CM.,
Hanpumep, Queen, US 5,530,101 u 5,585,089; Winter, US 5,225,539, Carter, US 6,407,213;
Adair, US 5,859,205; u Foote, US 6,881,557). IlociaenoBaTeIbHOCTH aKLENTOPHBIX AHTHUTEIN

MOTYT 6bITb, HaIrpuMmep, NOCJICOAOBATCIIBHOCTBIO  3pCJIOr0 4YCJIOBCUCCKOI0  aHTUTEIIA,
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KOMIIO3UIIMEN  TakKUX  IMOCJEeNOBAaTENbHOCTEHM,  KOHCEHCYCHOM  IOCJEAO0BATEIbHOCTBHIO
MOCJIEIOBATENIbHOCTEH  YENIOBEUECKOro  aHTHUTENa WM  IOCIeNOBAaTEIbHOCTBIO  00JacTH
3apoJbILIeBOM TMHUH. YenoBeueckre akIenTOpHbIE IOCIEeA0BATENIbHOCTH MOTYT ObITh BBIOPaHbI
I BBICOKOH CTENEHH HIAEHTHYHOCTH TIOCJIEOBaTENbHOCTE B KapKacax BapHaOeNbHBIX
oOnacTeil ¢ NOHOPHBIMU IOCJIENOBATEIBHOCTAMH, YTOOBI COOTBETCTBOBATb KAHOHHUYECKUM
dopmam mexny akuentopHod u poHopHOW CDR cpemm npyrux kpurepueB. Takum obpaszom,
I'YMaHU3HPOBAHHOE AaHTUTEJNIO MPEACTABISET CO00 aHTHTENO, NMeroniee CDR MoMHOCTBIO WITH B
3HAUUTEIBHON CTENMeHH M3 JOHOPHBIX AaHTUTEN M KapKacHble IMOCIEI0BaTEIbHOCTU
BapuabeNbHBIX 00JIaCTe M KOHCTAHTHBIE OOJIACTH, €CJIM OHH MPHUCYTCTBYIOT, TIOJHOCTHIO MJTH B
3HAUUTEIBHON CTENEeHM OT I[IOCJIeNOBaTeNbHOCTeH aHTUTEN 4ejoBeka. AHAJIOTHYHO,
I'YMaHU3MPOBAaHHAs TsDKenass Lenmb OObiHO wuMmeer Bce Tpu CDR  momHOCTRIO WM B
3HAUUTEIbHON CTEMEeHM U3 TSDKEJOH ILienmM JOHOPHOTO AaHTHUTeNa, a TakkKe KapKacHYIo
NOCJIEIOBATENbHOCTD BapuadeIbHON 00JaCTH TSKEJION e M KOHCTAHTHYIO 00JIaCTh TSDKENOM
LIeNH, €CIU OHU MPUCYTCTBYIOT, B 3HAUMTENIbHOIN CTENEeHU U3 KapKacHOW MOCJIeN0BaTeIbHOCTU
BapuabenbHON 00acTH TSKEION LIeNH YeJIOBEKa U IOCIEAOBATEIbHOCTH KOHCTAHTHOH 001acTH
TSDKEJIOW LEeNH aHTHTENa YesOBeKa. AHAJOTMYHO, T'YMaHH3UPOBAHHAS JIeTKasl Ienb OOBIYHO
umeer Bce Tpu CDR mojmHOCTBIO UM B 3HAYMTENBHOM CTENEHU U3 JIETKOH LeNH JOHOPHOTO
aHTHUTENa W KApPKACHYI0 TIOCJIEAOBATENIbHOCTh BapHaOeNbHOW o0macTH JIerkod Lenu |
KOHCTAaHTHYIO OOJIaCTh JIETKOH LEMH, €CIM OHAa MPUCYTCTBYET, B 3HAUUTENIbHOW CTENEeHH U3
KapKacHON IMOCNeNoBaTeIbHOCTH BapuabeNbHOW OONacTH JIETKOM ILenu 4YeJoBeKa M|
NOCJIEIOBATENIbHOCTH ~ KOHCTaHTHOM  oOjactu  jerkoit  menmu  uenoBeka. CDR B
IYMaHU3UPOBAHHOM AHTUTENE B 3HAYUTENBbHOHN CTENEHU MOJdy4deHbl U3 cooTBeTcTByroueii CDR
B aHTUTEJIC, HE OTHOCSIIErocsl K YeJIOBEKY, MPU 3TOM, IO MeHbIned Mepe, okojo 80%, okoio
81%, oxomno 82%, okoso 83%, okoso 84%, okono 85%, okono 86%, okono 87%, okoyo 88%,
ok0J10 89%, okojio 90%, okoj0 91%, okojyo 92%, okoyo 93%, okono 94%, okono 95%, okoJo
96%, okosio 97%, okonio 98% wunu okoJio 99% COOTBETCTBYIOIIMX OCTATKOB (KaK OMpENeNIeHO
Hymepauueit no Kabary), wnmu npu 3tom okono 100% COOTBETCTBYIOIIMX OCTAaTKOB (Kak
ompeneneHo Hymepauueil nmo KabaTy) SBISIOTCS MACHTUYHBIMH MEXKIY COOTBETCTBYIOLIMMHU
CDR. KapkacHble TMOCIEIOBATEIbHOCTH BapuadeapbHONW 00JacTH UEenu aHTUTEeNa WJIH
KOHCTAHTHOH OONACTH LEeNu aHTUTeNla B 3HAYUTEJIbHOH CTENEeHU IOJYYeHbl U3 KapKaCHOU
NIOCJIEIOBATEIbHOCTH BapHadeNbHOW OONACTH YeIOBeKa WJIM KOHCTAHTHOH OOJacTH aHTUTeNa
YeJIOBEKa COOTBETCTBEHHO, MPHU 3TOM, 1O MeHblei mepe, okoso 80%, okomno 81%, okomno 82%,
okouio 83%, okono 84%, okono 85%, okojo 86%, okoso 87%, okono 88%, okono 89%, okoo
90%, okojo 91%, okono 92%, okoao 93%, okono 94%, okono 95%, okono 96%, okosno 97%,
okoJio 98% wmnmm okoso 99% COOTBETCTBYIOIIUX OCTATKOB (KakK ONpenesieHO HyMepauuei 1o
Kabary mns BapuabenbHON obnactu u HyMepanuein EU ais KOHCTaHTHO#M 00J1aCTH), MITH OKOJIO
100% COOTBETCTBYIOIIMX OCTAaTKOB (Kak ompeneneHo Hywmepauuedr mno Kabary mis
BapuadenpHOW oOmacth u Hymepaumedr EU pans  KOHCTaHTHOW 00JacTH) — SIBJISIFOTCS
UICHTUIHBIMU.

[0197] Xors ryMaHuU3UpOBaHHBIE AHTUTENAa 4YacTo BKIO4aloT Bce wwectb CDR
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(mpenmouturensHO, Kak ompeneneHo no Kabary mim IMGT®) U3 MBIIIMHOTO aHTHUTENA, OHH
Tak)ke MOTYT OBITh TMOJY4YeHBI C UCIIOJIb30BaHHEeM MeHee yeM Bcex mmectu CDR (manpumep, mo
MmeHbiner mepe, 3, 4 wm 5) CDR w3 mbimmboro anrurena (Hampumep, Pascalis et al., J.
Immunol. 169:3076, 2002; Vajdos et al., Journal of Molecular Biology, 320: 415-428, 2002;
Iwahashi et al., Mol. Immunol. 36:1079-1091, 1999; Tamura et al, Journal of Immunology, 164:
1432- 1441, 2000).

[0198] CDR B rymMaHu3upOBaHHOM aHTUTEJIE MOJYYeHA «B 3HAUUTEIHHON CTENEHH H3»
coorBerctBytouiero CDR B aHTUTENE, HE OTHOCALIETOCsS K YeJOBEKY, IIPU 3TOM, MO MEHbLICH
Mmepe, 60%, mo menbiieit mepe, 85%, mo Mmenbieln mMepe, 90%, mo meHblneit Mepe, 95% wunm
100% cootBercTByrOIUX OCTaTKOB (Kak ompeneneno mno Kabary (wnmu IMGT)) sBnsitorcs
UAEHTUYHBIMU ~ Mexny  coorBercTByromuMu  CDR. B KOHKpeTHBIX  Bapuanusx
rymanusuposanHoro gomMeHa VH unu VL, B koropom CDR B 3Ha4NTENBHOI CTENEHU MONyUYEHBI
U3 UMMYHOIJIOOYJIMHA, He oTHOocsmerocss k yenoBeky, CDR rymanusuposannoro VH mimu VL
JOMEHa UMEIOT He OoJjiee mecTu (HanmpuMep, He OoJiee msATH, He OoJiee YeThIpeX, He Dojiee Tpex,
He Oosee naByXx wuiau He Oosee OAHOH) AaMHUHOKHUCIOTHBIX 3aMeH (MPeINnOYTHTENbHO
KOHCEPBAaTUBHBIX 3aMeH) BO Bcex Tpex CDR orHOocurensHO coorBercTByromux CDR VH wmmm
VL, He oTHOCAIUXCS K 4enoBeKy. KapkacHble MOCIEeIOBAaTENbHOCTH BapHadenbHOW obiactu
VH- wmm VL-pomena aHTuTEna WM, €CIAM OHM IPUCYTCTBYIOT, NOCJIEIOBATEIbHOCTH
KOHCTAHTHOH 00JIaCTH UMMYHOTJIOOYJINHA, «B 3HAYUTEJIbHON CTENIEH! MOyYeHbI U3» KapKaCHOU
nocienosarenbHoctTd VH mmm VL yenoBeka MM KOHCTAHTHOH OOJNACTH aHTHUTENA YeJOBEKa
COOTBETCTBEHHO, IMPHU 3TOM, MO MeHbluel Mepe, okojo 80%, okoso 81%, okono 82%, okojo
83%, oxomno 84%, okono 85%, okono 86%, okono 87%, okoyo 88%, okoyo 89%, okoso 90%,
0k0J10 91%, okoji0 92%, ok0j0 93%, okos0 94%, okoso 95%, okoso 96%, okono 97%, okoyo
98% wunn 0ko0Ji0 99% COOTBETCTBYIOLIMX OCTATKOB (Kak ompeneieHo Hymepanueit mo Kabaty
asis BapuadenpHO# obnmactu u Hymeparmedh EU nns koHcTanTHOI obnacty), wiu okono 100%
COOTBETCTBYIOIMX OCTAaTKOB (Kak ompezneneHo Hymeparueit no Kabaty nns BapuabenbHOIM
obnmactu u Hymepauuedd EU namsg  KOHCTaHTHOW OOJACTH) SIBJISFOTCS — MIEHTHYHBIMH.
CnenoBarenbHO, BCE 4YacTH TYMAaHU3HPOBAHHOIO aHTHTeNna, 3a uckmoudenneM CDR, kak
MPABUJIO, MOJIHOCTBIO WJIM B 3HAYUTEIBHOW CTENEHU MOJyYeHbl U3 COOTBETCTBYIOINUX YaCTel
NOCJIEIOBATEIbHOCTEH MPUPOTHOTO UMMYHOTJIOOYJIMHA YeJIOBEKa.

[0199] AnTuTena oObIMHO TpeNIAraroTCsl B M30JMPOBAHHON (popMe. DTO O3HAYAET, UTO
AHTHUTENIO OOBIYHO MMEET YHCTOTY, MO MeHbIneH mepe, okojo 50% mac./mMac. OT MelarIuX
OENKOB M APYTUX 3arpsi3HSAIOLINX BEIIECTB, BOZHUKAIOIINX B PE3yJIbTATE €ro MPOU3BOACTBA HIIH
OUYHCTKH, HO HE HCKJIFOYaeT BO3MOKHOCTH TOTO, YTO AHTUTENO OOBEIUHSIOT C H30BITKOM
(dapMalleBTHYECKH TMPUEMIIEMOTO HOcUTeNsl (HOCUTeNeH) WM JPYyruM  HATOJHHUTEJIEM,
NpeIHa3HAYCHHBIMU Ui OOJIerdeHus WCIOJIb30BAaHUSl aHTUTeNa. MHorma aHTuTena HUMEOT
YUCTOTY, TI0 MEHbIIEH Mepe, okoJio 60%, okono 70%, okosno 80%, okono 90%, okono 95% unu
okoJio 99% wmac./mMac. OT MeImarmux OEeNKOB U 3arps3HsIOIUX BEIIECTB, MOSBISIFOIIUXCS B
pe3yJabpTaTe MPOU3BOACTBA WIJIM OYUCTKH. AHTHTENA, B TOM YHCJE H30JMPOBAHHBIE AHTHUTEIA,

MOTYT OBITD KOHBHOTUPOBAHbI C HUTOTOKCUYCCKHUMU arcHTaMu U TPCACTABJICHbBI B BUIAC
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KOHBIOTATOB JIEKAPCTBEHHOE CPEICTBO-aHTUTENIO W/MIIN SKPAHUPOBAHBI, HATIPUMED, C MOMOIIBIO
COOTBETCTBYIOLUX CylepCrupaei.

[0200] Cremmduueckoe CBs3bIBaHHE AHTHUTENA C €r0 AHTHI€HOM-MHUIIEHBIO OOBIYHO
OTHOCUTCS K a)PUHHOCTH, TIO MEHBIIEH Mepe, OKOJIO 106, OKOJIO 107, OKOJIO 108, oxouo 10° mm
okomo 10" M. Cremduueckoe CBsI3bIBaHHE 3aMETHO BBILIE 10 BEJMYMHE U OTJIMYAETCS OT
Hecrenn(pUUecKoro  CBA3BIBAHUS, MPOUCXOMAINEro, IO MEHbIIeH Mepe, C  OXHOH
Hecrenuguueckord wMumeHbpr0. Crnennguueckoe CBA3bIBAHHE MOXET ObITh pPe3yJbTaTOM
00pa3oBaHUsl CBsI3eH MEXIY KOHKPETHBIMH (PYHKLIMOHAJIBHBIMHU TPYMIAMH WJIN OMpeaeIeHHBIM
NPOCTPAHCTBEHHBIM COOTBETCTBMEM (HampuMmep, THUI 3aMKa H KJIO4Ya), TOrAa Kak
Hecreu(pUIECKOe CBA3BIBAHHE OOBIUHO SIBJISIETCS PE3yJIbTATOM JEHCTBHS BaH-AEP-BaaIbCOBBIX
CHIL

[0201] TepMuH «3MUTOM» OTHOCUTCS K CalTy aHTUI€HAa, C KOTOPBIM CBSI3bIBAETCS
AHTHUTENIO. DMHUTON MOXKET ObIThb 00pa3oBaH W3 CMEXKHBIX AMHHOKHCIOT WM HECMEKHBIX
AMUHOKHCJIOT, PACIOJIOXKEHHBIX PAIOM, IyTEM CBOPAYMBAHUS B TPETUYHYIO CTPYKTYpPY OJHOTO
i 6osee 6emkoB. DMHUTOIBI, 0OPa30BAHHBIC U3 CMEKHBIX AMHHOKHUCIIOT, OOBIYHO COXPAHSOTCS
IIpU BO3AEHUCTBUU JE€HATyPUPYIOIIUX AareHTOB, HApUMEp PacTBOpUTENEH, Toraa Kak SMUTOIb,
0o0pa3oBaHHBIE MYTEM CBEPTBHIBAHUS OENKAa B TPETHUYHYIO CTPYKTYpPY, OOBIMHO TEPSIIOTCS IPH
BO3ACHCTBUM JEHATYPUPYIOIIMMH AareHTaMH, HalpHMep PACTBOPHUTENSIMUA. ODTHUTON OOBIYHO
BKJIIOYAET, 1O MEHbIIeH Mmepe, okoysio 3 u Oojiee, OOBIMHO, MO MEHbBINEH Mepe, OKOJO 5, mmo
MEHBIIEH Mepe, OKOJIO 6, MO MEHbLIEH Mepe, OKOJIO0 7 wiau Okono 8-10 aMMHOKHMCIOT B
YHHUKAJIbHOW NPOCTPaHCTBEHHOH KoH(popmaunu. CriocoObl ompeneneHus NpOCTPAHCTBEHHON
KOH(OpPMaLIMK 3MHTONOB BKJIOYAKOT, HANPUMEpP, PEHTIeHOBCKYI0 KpHCTaiorpagui u
IBYMEpHBIN sIepHBII MarHUTHbIN pe3oHaHc. Cwm., Hanpumep, Epitope Mapping Protocols, in
Methods in Molecular Biology, Vol. 66, Glenn E. Morris, Ed. (1996).

[0202] AnTuTena, KOTOpbIE PACIO3HAIOT OJJMHAKOBbIE MJIN MEPEKPHIBAIOIINUECS STUTOIIB,
MO’KHO MAEHTU(ULUPOBATH MPOCTHIM HMMYHOQHATU30M, MMOKA3bIBAIOIIUM CIIOCOOHOCTH OJTHOTO
aHTHUTENIa KOHKYPHUPOBATh CO CBS3bIBAHUEM JIPYrOoro aHTHTENA ¢ aHTUT€HOM-MULIEHBI0. DIUTOI
aHTHUTENIa TaKXKe MOXKET OBITh ONpeneNeH ¢ MOMOIIBI) PEHTTEHOBCKOH KpHCTauiorpadpuu
AHTHTEJIA, CBA3aHHOTO C €r0 aHTHUT€HOM, JUJIsl UACHTU(DUKAIIMH KOHTAKTHBIX OCTaTKOB.

[0203] AnbpTepHATHBHO, JBa aHTHUTENA HMMEIOT OIMH M TOT JK€ SIUTON, €CJIH BCE
AMUHOKHCJIOTHbIE MyTallid B aHTUI€HE, KOTOpPble YMEHBINAIOT WU YCTPAHSIOT CBSI3bIBAaHUE
OJHOTO aHTHUTEJA, YMEHBIIAIOT WJIK YCTPAHSIOT CBS3bIBAHUE APYroro (TpU YCJIOBHH, UYTO TaKUe
MYTallH HE BBI3BIBAIOT IJI00AJILHOTO M3MEHEHHs CTPYKTYphl aHTUreHa). [[Ba aHTHUTENa UMET
MEPEeKPbIBAIOIINECS 3MUTOMbL, €CJIH HEKOTOpble aMHHOKHCIOTHBIE MYTalluM, KOTOpbIE
YMEHBINAIOT WU YCTPAHSIOT CBS3bIBAHHWE OJJHOTO AHTUTENA, YMEHbBINAIOT WU YCTPAHSIOT
CBSI3bIBAHUE JAPYTOro aHTUTETIA.

[0204] KoHKypeHIIMIO MEXKIy aHTUTEIaMH MOKHO OINPEAENHUTh C MOMOILIBI0 aHAIN3a, B
KOTOPOM TECTUPYEMOE€ aHTHUTEJO MHIHOUpyeT crenupuueckoe CBsI3bIBAHUE HTAJIOHHOTO
aHTHUTeNa ¢ o0ImUM aHTUreHOM (cM., Hampumep, Junghans et al., Cancer Res. 50: 1495, 1990).

Tectupyemoe aHTUTENO KOHKYPUPYET C STAJOHHBIM AHTUTEJIOM, €CJIH H30BITOK TECTHPYEMOIo
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aHTHUTENIa HTHTUOUPYET CBA3BIBAHUE HTAIOHHOTO AHTHUTENA.

[0205] AntuTena, naeHTUGUIMPOBAHHBIE KOHKYPEHTHBIM aHAJIN30M (KOHKYPHUPYIOLIHE
aHTUTENA), BKIFOYAIOT aHTUTENA, KOTOPbIE CBSA3bIBAIOTCSA C TEM K€ 3THUTOIOM, YTO U STAJIOHHOE
AHTUTENIO, W AaHTUTENA, KOTOpbI€ CBS3bIBAIOTCA C COCEAHMM 3IUTONOM, AOCTATOYHO
IPOKCUMAJbHBIM [0 OTHOIIEHUI) K BIUTOMY, CBSI3AHHOMY C 3TAJOHHBIM AaHTHUTENIOM, IS
BO3SHUKHOBEHUsS] ~ CTEPUYECKOTO  HECOOTBETCTBUS.  AHTUTENa,  WUACHTH(OUIMPOBAHHbIC
KOHKYPEHTHBIM aHAJM30M, TaKXe BKJIOYAIOT aHTUTENA, KOTOPble KOCBEHHO KOHKYPUPYIOT C
STAJIOHHBIM aHTUTEJIOM, BbI3bIBasi KOH()OPMAILIMOHHOE H3MEHEHHE B OelIke-MHUIIEeHH, TEM CaMbIM
IpenoTBpalasi CBA3bIBAHUE STAJOHHOTO aHTHUTENA C 3IUTONOM, OTJIUYHBIM OT CBSI3aHHOTO C
TECTUPYEMBIM AaHTUTEJIOM.

[0206] DddexropHas GyHKIMS aHTHTEIA OTHOCUTCSA K (YHKIUH, oOecrieunBaeMoit Fc-
obnactero Ig. Takumu QyHKIUSIME MOTyT OBbITh, HANPUMEpP, AHTUTENIO3ABHCHUMAs KJIETOYHAS
uToToKCHYHOCTh  (A3KII), aHTUTEeNno3aBUCHUMBIN KieTouHbld ¢aroimuto3 (A3K®) wumu
KoMIuTeMeHT3aBucuMas TUTOTOKCHYHOCTh (K3LI). Takas GyHKIUS MOXKET OBbITh OCYIIECTBJICHA,
Hampumep, MyTeM cBs3biBaHusl obmactu Fc ¢ penenropom Fc Ha WMMyHHOH KieTke C
daronMTapHO WM JMTUYECKON AKTUBHOCTBIO WJIM IyTeM CBsi3blBaHusl obmactu Fc ¢
KOMIIOHEHTaMH CHCTeMbl KomruieMeHTa. Kak mnpasuio, s¢¢ekr(s), onocpenyemserii Fc-
CBSI3bIBAIOIUMH KJIETKAMH FJIH KOMIOHEHTAMH KOMIUIEMEHTa, NMPUBOAUT K HHTHOHMPOBAHHIO
w/wmm  ymeHblieHnto konuuectBa CD47-naueneHHelx kietok. Fc-oOmact aHTHTEN MOTryT
peKpyTUpoBaTh KieTku, skcmpeccupytomue Fc-penentop (FcR), u comocraBmsate ux ¢
KJIETKAMHU-MUIIEHSIMHU, MOKPBITBIMU aHTUTeNnaMu. KneTku, skcnpeccupyrolie MnoBEpXHOCTHBIN
FcR nna IgG, sxkmouas FcyRIII (CD16), FeyRII (CD32) u FeyRIII (CD64), MmoryT nelcTBOBaTh
Kak 3¢¢eKkTopHble KIETKH Uil paspylieHus kieTok, MokpbiThix IgG. Taxume s¢dexropHbie
KJIETKU BKJIFOYAIOT MOHOLIUTBI, Makpodaru, HaTypasibHble Kiuuiepbl (NK-kieTkn), HeHTpoduibl
u so3uHOod bl CesizpiBanue FcyR IgG aktuBupyer A3KL mnmu A3K®. A3KIL] onocpenyercs
s dexTopubiMu kieTkamu CD16+ vepes cexperuo MeMOpaHHBIX MOPOOOPa3yIOIUX OEIKOB U
npoTeas, B TO BpeMsi Kak ¢arouutos onocpenyercs s¢pdexkropHsivmu kiaetkamu CD32+ u CD64+
(cm. Fundamental Immunology, 4® ed., Paul ed., Lippincott-Raven, N.Y., 1997, Chapters 3, 17
and 30; Uchida et al., J. Exp. Med. 199:1659-69, 2004; Akewanlop et al., Cancer Res. 61:4061-
65, 2001; Watanabe et al., Breast Cancer Res. Treat. 53: 199-207, 1999).

[0207] B nononnenue k A3KI] u ABK® Fc-ob0nacTu aHTUTEN, CBI3aHHBIX C KJIETKAMH,
TaK)K€ MOTYT aKTHBHPOBATh KJIACCHYECKHUH MyTh KoMIuieMeHTa, uToObl BbBath K3L[. Clq
CHCTEMBbI KOMITJIEMEHTa CBsI3bIBaeTCs ¢ Fc-obnmacTsaMu aHTUTEN, KOraa OHU O0pa3yroT KOMILIEKC
¢ antureHamu. CassbiBaHue Clq ¢ KJIETOYHBIMU AHTUTENAMU MOXET HWHULMUPOBATb KacKaj
COOBITHH, BKIOUAKOIINX mpoTteosnuTHueckyro aktuBaunio C4 u C2 mius renepaunun C3
koHBepTasbl. Pacmennenne C3 B C3b xonBepTaszoii C3 mo3BONIAET aKTHBUPOBATH TEPMHUHAIbHBIE
KOMIIOHEHTBI KoMmiuieMenTa, Bkirodas CS5b, C6, C7, C8 u C9. B coBOKymHOCTH 3TH OeNku
bopMUPYIOT MeMOpPaHHO-aTAKYIOLIHI KOMILIEKC, KOTOPBIH OOpa3OBBIBAET IMOpPBI HA KIIETKAX,
HOKPBITBIX AHTHUTEJIAMU. DTU TOPHI HAPYIIAKOT LEJOCTHOCTh KIETOYHOM MeMOpaHbl, yOuBas

KJeTKy-MuieHb (cM. Immunobiology, 6" ed., Janeway et al, Garland Science, N. Y., 2005,
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Chapter 2).

[0208] TepMuH «aHTHUTENO3aBUCHUMAsl KJETOUHAs LIUTOTOKCUYHOCTBHY Wi «A3KL»
OTHOCUTCSl K MEXaHW3My MHAYKLHH THOETH KJIETOK, KOTOPBIH 3aBHUCUT OT B3aUMOIEHCTBUS
MOKPBITBIX AHTUTEJIOM KJIETOK-MHUIIEHEH ¢ UMMYHHBIMU KJIETKaMH, OOJaJaroIlUMH JTUTUYECKON
AKTUBHOCTBIO (Takke Ha3biBaeMbIMU d(pdexkTopHbiMu kieTkamu). Takue 3¢ dekTopHbIe KIETKH
BKJIIOYAIOT €CTECTBEHHbIE KWJUIEpPBl, MOHOUMTbY/Makpodarn u Heirpodmisl. DddexkropHbie
KJIETKH TpPUKperusitoTes Kk Fc-obmactu Ig, CBsI3aHHOH ¢ KJIETKAMU-MHUIIEHSIMH Yepe3 HX
AHTUTeHCBS3BIBAIOIIKE CaiThl. CMEPTh MOKPBITOM aHTUTEJIOM KJIETKU-MHUIIEHU MPOUCXOAMT B
pe3yabTaTe akTUBHOCTH 3((EKTOPHBIX KJIETOK. B HEKOTOPBIX HILTIOCTPATUBHBIX BapUaHTAX
peanm3anuu AaHHOrO u3o0pereHus: anTureno npotuB CD47 IgGl mo maHHOMY H300peTEHHIO
OrocpenyeT OAUHAKOBYHO MM MOBBIIEHHYI A3KL] OTHOCHTENBHO MCXOMHOTO aHTUTENA /MU
OTHOCHUTeNbHO aHTuTena npotus CD47 1gG3.

[0209] TepmuH «aHTHTENO-3aBUCHUMBINA KJIETOYHbIA (arouuto3y wium «A3KD»
OTHOCHTCS K TIPOLIECCY, TMTOCPEACTBOM KOTOPOT'O MOKPBIThIE AHTHTEIAMH KJIETKH MOTJIAIIAITCS,
MIOJTHOCTBIO HUTH YAaCTHYHO, (haroLUTapHBIMA HMMYHHBIMU KJIETKaMH (Hanpumep, Makpodaramu,
HelTpoduiIaMu W/WIH IEHAPUTHBIMH KJIETKaMH) KOTOpble CBs3bIBatOTCs ¢ Fc-obmacteio Ig. B
HEKOTOPBIX MIUTFOCTPATUBHBIX BAPHAHTAX peajM3alii JAHHOTO M300PETEHUs] aHTUTENO MPOTHUB
CD47 IgGl mo maHHOMY H300pETEHHUIO OMOCPEAYeT OAMHAKOBYIO WM NOBbIIEHHYID A3KD
OTHOCHTEJIbHO UCXOIHOTO aHTHUTENA W/IIIN OTHOCUTENbHO anTtuTena npotus CD47 I1gG3.

[0210] TepMuH «KOMILJIEMEHT-3aBUCUMAasi UTOTOKCUYHOCTEY uin «K3L[» orHOCHUTCS K
MEXaHU3My HHIYKIHM THOEeNu KJIEeTOK, B KOTOpoM Fc-o0nacTe aHTUTEna, CBSI3aHHOTO C
MUIIEHBIO, AKTHBHPYET sl (EePMEHTATUBHBIX PEAKIMH, KyJIbMHUHALMEH KOTOPBIX SBISETCA
o0pa3oBaHHe OTBEPCTHI B MEMOpaHE KJIETKU-MHIIEHH.

[0211] OOBIMHO KOMILIEKCHI AHTUIE€H-AHTUTEIO, TaKHMe KaK KOMILJIEKCHI Ha KJIETKaX-
MHUILEHSX, MOKPBITBIX AHTUTENAMH, CBSI3bIBAIOT U aKTUBUPYIOT KoMMoHeHT Clq KoMIieMeHTa,
KOTOPBIH, B CBOIO OY€peb, AKTUBUPYET KACKaJ KOMILIEMEHTA, MPUBOISLINI K THOETH KIETOK-
MUIIEHEeH. AKTHUBALMS KOMIUIEMEHTAa MOJKET TaKK€ MPHUBECTH K OTJIOKEHHIO KOMIIOHEHTOB
KOMILIEMEHTa Ha TOBEPXHOCTH KJIETKU-MHIIEHH, KOTopble crocoOcTByrOT A3KLI, cBsi3bIBas
peuenTopsl KoMmieMeHTa (Hanpumep, CR3) Ha neiikorurax.

[0212] «IIuToTokcuyeckuii 3(PdexT» OTHOCUTCS K YMEHBIIEHUID KOJIHYECTBa,
SJMMUHALMHA WHIN YHHYTOXKEHUIO KJIETKU-MHUIIEHH. «L[ATOTOKCHYECKHIT areHT» OTHOCHTCS K
COEAMHEHUI0, KOTOPO€ OKa3bIBAeT LUTOTOKCUYECKOE [eHCTBHE Ha KIETKY, TEeM CaMbIM
orocpenysi YMEHbIIEHHE KOJMYECTBA, 3JIMMUHALMIO W/WIH YHUYTOXXEHHE KJIETKH-MULICHH. B
HEKOTOPBIX ~ BAapHAHTaX peAIN3alUdd JAHHOTO H300pETeHHs] LUTOTOKCHYECKHIH areHT
KOHBIOTHPOBAH C AQHTHTEJIOM WJIM BBOOUTCA B KOMOMHAaUMU ¢ aHTurenoM. llomxomsmue
LIUTOTOKCUYECKHE areHThl OMUCAHBI Jjajiee B JAHHOM JJOKYMEHTE.

[0213] «llutocTatndyeckuii 3((eKkT» OTHOCUTCS K HHCHOMPOBAHHIO MPONU(eEpaluu
kjerok. «LluTocTaTMYecKWil areHT» OTHOCHTCS K COEAMHEHHUIO, KOTOPOE€ OKa3bIBaeT
LIUTOCTaTUYECKOE NEeHCTBUE Ha KIJIETKY, TEM CaMbIM OINOCpPEenysh MHrHOWPOBAaHUE POCTa W/MUIH

Pa3MHOXKEHHS KIICTOK OIPEACITICHHOIO THIIA u/unu CY6HOHYJ'I$II_II/II/I KJICTOK. Honxox[smme
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LIUTOCTATUUECKHE areHThI ONUCAHBI Jajee B JaHHOM JIOKyMEHTE.

[0214] TepMuHBI «eIMHULIA 3KCIPECCUM» U «KACCETa HKCIPECCUM» HCIOJBb3YIOTCS B
JAaHHOM JOKYMEHTE B3aUMO3aMEHSeMO M 0003HA4alOT CEerMEeHT HYKJIEHHOBOW KHCIIOTBHI,
KOZUPYIOIIUH MHTEPECYIOLTNH MOIUIIENTH]] U CIOCOOHBIH 0OecreunBaTh SKCIPECCHIO CETMEHTa
HYKJIEMHOBOW KMCJIOTBI B KJI€TKe-X03siuHe. EnnHuma skcnpeccuu 0ObIMHO COAEPIKHUT MPOMOTOP
TPAHCKPUIILIUU, OTKPBITYIO PAMKY CUMUTBIBAHMS, KOAUPYIOLIYI0 MHTEPECYIOIUN MOJUNENTHN, U
TEPMUHATOP TPAHCKPUMLNY, (YHKIMOHAJIBHO CBS3aHHBIA. B 1omojHeHHe K HpPOMOTOpY H
TEPMHUHATOPY TPAHCKPUIHMH, OJOK SKCIPECCHH MOXKET IOMOJIHUTENIBHO BKJIOYATh IPyrue

CEIMCHTHI HyKHCPIHOBOfI KHUCJIOTBI, TaKHE€ KakK HarmpuMmep, OHXAHCEP WM CUTHaJl

,
MOJINAACHUITUPOBAHUS.

[0215] TepMuH «BEKTOp IKCIPECCUU» OTHOCUTCS K MOJIEKYJI€ HYKJICHHOBOM KHCJIOTHI,
JUHEHHON WJIM IMKJIMYECKOH, coiepskalieii OAHy uiu 0Oojiee eNWHUIl JKCrIpeccuu. B
JOTIOJIHEHHE K ONHOW WM Ooyiee €AMHUIAM 3KCIPECCHUH, BEKTOP SKCIPECCHH MOXET TaKKe
BKJIFOYATh JOMOJHHUTEIBHBIE CErMEHThl HYKJIEHHOBOMW KHUCIIOTHI, TAKHE KaK, HAPUMED, OJHY HIIH
OoJee ToOUeK Havaja PETUTMKALIMH WIN OIMH WIH 00Jiee CeNeKTUPYEMbIX MapKEPOB.

[0216] Bekrops! sxcnpeccu 0OOBIMHO MPOUCXOAAT U3 IUIa3MUAHON min BupycHoi JIHK
WJIA MOTYT COZIEPIKaTh 3JIEMEHThI O0OUX.

[0217] TepMuH «HanMEeHT» WIH «CyOBEKT» BKIKOYAET JIOAEH H  JPYrux
MJIEKOIIUTAOLINX, TAKUX KaK MPUMATBI, HE OTHOCSIIIUECS K YEJIOBEKY, KPOJIHMKH, KPBICHI, MBIIIH U
TOMY NMOOOHOE, U UX TPAHCT€HHBIE BHIIbL, KOTOPbIE MOABEPTAOTCS JTUOO MPOPHUIAKTHIECKOMY,
00 TepaneBTUYECKOMY JIEUEHHMIO. B HEKOTOPBIX HIITIOCTPATUBHBIX BAapHAHTAX peaTU3aluu
TAHHOTO HM300peTeHHst CyOBeKT NMpEeAcTaBisieT coO0H MalMeHTa-4eloBeKa, CTPAaroIlero Wiu
MOJBEPXKEHHOTO PUCKY pPa3BUTHS OHKOJOIMYECKOro 3a00NieBaHMs, HalpuUMep COJUAHOM
OMyXOJI, KOTOpas HEeOoOs3aTeNIbHO CEeKPeTHpPyeT OAHy WiIu Oojiee mpoTeas, CHOCOOHBIX
pacIIeIUIATh SKPAHUPYIOIIUH NOMeH (HampuMmep, CyNepCIUpaibHBI SKPAHUPYIOINUN TOMEH)
anTutena nporus CD47, onucaHHOro B JAHHOM JOKYMEHTE.

[0218] Tepmun «3pdeKkTHUBHOE KONUYECTBO» B KOHTEKCTE JiedeHHsl 3a00JeBaHMS,
xapakrepusyromerocst skcrpeccueit CD47, nmyrem BBeaenusi anturena npotuB CD47, kax
OMMCAHO B JAHHOM JOKYMEHTE, OTHOCUTCS K KOJMYECTBY TAKOI'O aHTUTENA, KOTOPOE SIBISIETCS
JIOCTaTOYHBIM JJIi MHTHOUPOBAHHWS BO3HUKHOBEHHUS MM ociablieHust OJHOro wiu Oosee
CUMNTOMOB 3a0oseBaHusi, cesizaHHoro ¢ CD47 (Hanmpumep, OHKOJIOTMYECKOro 3aboieBaHus,
xapakTepusyromierocsi skcrnpeccueit CD47). DddekTuBHOE KOMMYECTBO aHTHTENIA BBOIST IO
«3¢ppexTuBHOM cxeme». TepmuH «3(pdekTrBHAsS cXeMa» OTHOCHTCS K KOMOMHAIIMH KOJIUYECTBA
BBOJIMMOTO aHTHUTEJA U YaCTOThI MPHUEMA, aIeKBATHOM JUI1 OCYINECTBIICHHUS PO HIAKTHIECKOTO
WIA TepameBTHYECKOro JiedeHus1 3aboneBaHus (HampuMep, MNPOPHIAKTUYIECKOTO — HIIH
TEPANeBTUYECKOTO  JIEYEHUS  OHKOJIOTHYECKOro  3a00NeBaHMs,  XapaKTEePHU3YIOIIEerocs
skcripeccueit CD47).

[0219] Tepmun «dapManeBTUYECKH TPHEMJIEMbI» MPEINOYTUTEIBHO OTHOCUTCS K
COEJMHEHHUIO, KOTOPO€ pa3pelleH0 K MEIULUHCKOMY IPUMEHEHHMIO WU  YTBEPKIEHO

peryaupyromum opraHoM PenepanbHOr0 MNpaBUTENbCTBA WM npaBurenbcrBa llltata wim
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BkiroueHo B Papmaxonero CIIA wnm apyryroo oOmenpusHaHHyo (apmakornero. TepmuH
«(apmaneBTHYECKH COBMECTHMBII KOMIIOHEHT» OTHOCHUTCA K (papMarieBTUYECKH MPUEMIIEMOMY
IVITIOEHTY, abIOBAHTY, SKCLUUIHMEHTY WM HAIOJHUTENIO, C KOTOPBIM MPUTOTOBJIEHO aHTHTENO
npotus CD47.

[0220] ®paza «papmaLeBTHUECKH MpUEMIIEMasl COJb» OTHOCUTCA K (papMalleBTHUECKH
NPUEMJIEMBIM OPTraHUYECKUM WJIM HEOPraHUYeCKUM COJIIM. THUMHMYHBIE COJNM BKJIIOYAIOT
cynbhaTHble, LUTPATHBIE, alleTaTHbIC, OKCAJATHBIE, XJIOPUAHBIE, OpPOMHUIHbBIC, WHOTUIHBIE,
HUTpaTHbIe, Oucynbdarubie, pocdarbiTHbie, THAPOdOChaTHBIE, U3OHUKOTHHATHBIC, JTAKTATHBIE,
CAMIMJIATHBIE,  LUTPAaTHbIE, TapTpaTHbIE, OJIeaTHble, TAHHATHBIE, MAHTOTEHATHBIE,
OutapTpaTHble, acKopOaTHble, CYKLWHATHbIE, MalleaTHble, TE€HTHU3WHATHBbIC, (yMapaTHbIE,
IJIIOKOHATHBIE, TJIOKYPOHATHBIE, caxapaTHble, (OpMHATHBIE, OEH30aTHbIE, TJIyTAMATHbIE,
METaHCYIb(QOHATHBIE, STaHCYJIb(OHATHBIE, OEH30JICYb(OHATHBIE, M-TOJNYOJICYJIb(OHATHRIE U
namoatsbele (T.e. 1,1'-merunen-6uc- (2-ruppokcu-3-HadToaTHbIe)) conu. PapManeBTHUECKH
npuemiieMasi CoJib MOKET JOMOJHUTENBHO COAEPKaTh JOMOJHUTEIbHYIO MOJIEKYJY, TaKyIO Kak,
HaIpuMep, aleTaT-uoH, CYKUMHAT-WOH WM JAPYrod NpOTUBOHMOH. IIpOTHBOMOH MOKET OBITH
T0OBIM OPraHMYECKHM WM HEOPraHWYeCKHM (ParMeHTOM, KOTOPBIH CTaOWIM3HUPYET 3apsin
UCXONHOTO coenuHeHus. Kpome Toro, papMarieBTHUECKH pUeMIIeMasi COJIb MOJKET UMEThb Ooee
OJTHOTO 3apsKEHHOTO aTOMa B CBOEH CTPyKType. B Tex ciydasx, Korna HeCKOJbKO 3apsKEHHBIX
aTOMOB SIBJISTFOTCS 4aCThIO (hapMalleBTHUECKH NMPUEMIIEMOI COJIM, OHM MOTYT UMETb HECKOJBKO
npoTuBonOHOB. CnenoBarenbHO, hapMaLeBTHUECKH MpHUeMIIEMast COJIb MOXKET UMETh OAMH WU
OoJee 3apsHKEHHBIX aTOMOB W/WIIM OJJUH UJIM 0OJIee IPOTUBOHOHOB.

[0221] Ecniu U3 KOHTEKCTa HE OYEBUIHO HHOE, KOIJa 3HAUEHHUE BBIPAXKAETCS Kak
«okonoy X mnu «npubau3uTenpHO» X, 3asBIEHHOE 3HaueHHe X OyAeT BOCIPHHUMATHCS C
TOYHOCTBIO 10 = 10%.

[0222] ConpBaTbl B KOHTEKCTe H300peTeHMsT MPEACTABISIOT COOOH Te (POpMBI
COEAMHEHUI MO JTaHHOMY M300PETEeHHUI0, KOTOpbIe 00Pa3yIOT KOMILIEKC B TBEPIOM HIIH YKHIKOM
COCTOSIHUU TIPU KOOPAMHALMHM C MOJIEKYJIaMH pacTBOpUTeNs. ['maparsl mpeacTaBisitoT coOoit
OZHYy 0cO0yI0 (OpMy COJBBATOB, B KOTOPOH KOOPAMHALMS MPOUCXOIUT C BOAOH. B HEKOTOPBIX
WIIFOCTPATUBHBIX BapHAHTaX peaJH3allMd JaHHOTO H300pETeHHs COJIbBAThl B KOHTEKCTE
TaHHOTO M300PETEeHUs MPENCTABIISIOT COOOH THAPATHL.

[0223] TepmuH «reMarrirOTHHALMSD OTHOCUTCS K MPOLIECCY, IPU KOTOPOM 3PUTPOLIUTHI
CIIMMAIOTCS BMECTe. | eMarrimOTUHALMS SIBIISIETCS HW3BECTHBIM HEXKENATeNIbHBIM MOOOYHBIM
s¢pdexrom anturen nporus CD47 B naHHON obnmactu TexHUKH. | yMaHU3MPOBAHHBIC AHTUTENA
nporue CD47 mno paHHOMY H300peTeHHIO HEOOS3aTeNbHO OIMOCPENYIOT CHIKEHHYIO
reMarrIOTHHALIMIO TI0 CPABHEHHUIO C MBIIIMHBIM HCXOAHBIM aHTHTENOM npotus CD47 w/unu mo
CPaBHEHHMIO C OZHMM MK Oonee aHtuTenoM npotuB CD47, M3BECTHBIM B JaHHOW OO0JACTH
TEXHUKH.

I1. AaTutena npotus CD47 u AnTHreHcBsI3bIBalOIue ®parmeHThI

[0224] [JlanHOe wu300peTeHME MpelyaraeT W30JUPOBAHHBIE, PEKOMOMHAHTHBIE H/HIIH

cuHTeTHdyeckue anturena npotuB CD47 uenoBeka, NMpUMAaTOB, I'PbI3YHOB, MIIEKOMUTAIOLIUX,
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XUMepHble, r'yMaHn3upoBanHble w/mau CDR-npuBuThle aHTHTENAa M UX AHTHICHCBS3BIBAIOIINE
(dparMeHTbl, a TaKKe KOMIIO3ULUH M MOJIEKYJbl HYKJIEHHOBBIX KHCJIOT, COAep Kalue, II0
MEHBbLIEH Mepe, OAWH MOJUHYKJICOTH, KOAUPYHIOILIWN, IO MEHbLIEW Mepe, 4YacTb OIHOU
MoJiekyJibl aHtutena npotuB CD47. JlanHoe n300peTeHHe NOMOJHUTENbHO BKIFOYAET, HO He
OrpaHMYMBAETCS MMM, CIOCOOBI MOJNYYEHUs] U MCHOJIb30BAHMS TAKMX HYKJIEHMHOBBIX KHCIOT U
AHTUTEJ, BKJIIOYAsl TUATHOCTUYECKHE U TePAaNeBTUYECKHe KOMITO3HLIMH, CIIOcOObl U n3nenus. B
HEKOTOPBbIX HJUIFOCTPATUBHBIX BAapPHAHTAX peATH3aluy JAaHHOTO H300peTeHUs NPeNJIOKeHbI
rymaHusupoBaHHble aHturena nporus CD47 IgGl. B apyrux WIUIOCTpaTHBHBIX BapUaHTax
peanu3aluu JaHHOTO HM300peTeHHs MPENJIOKEeHbl SKPaHHUPOBAaHHbIC aHTHTeNa npotuB CD47
IgG1. B npyrux WUTFOCTPATHBHBIX BApUAHTAX PEaM3allU JaHHOTO H300PETeHHS MPEIIOKEHbI
rymMaHusupoBaHHble aHtutena nporuB CD47  IgGl, copmepxkamue ¢parmeHnT u3
AMUHOKHCJIOTHBIX OCTaTKOB CaliTa pacllerieHus.

[0225] B KOHKpETHBIX BapHAaHTaX pPEATH3ALMH HAHHOTO H300PETEHUs! MPENJIOKEHBI
Ir'YMaHM3HPOBaHHbIE aHTUTEeNa npotuB CD47, umeromue onHy wim Oonee W3 CIEIYROLIUX
aKTUBHOCTEH: 1) yCHIIEHHE CBS3BIBAHHMSI AHTHUI€HA IO CPABHEHHIO C 3TAJOHHBIM AHTUTEJIOM
(HarpuMep, UCXOOHBIM MBIIIUHBIM AHTUTEJIOM), 2) YCUJICHHE aHTHTEJIO3aBUCUMON KJIETOYHON
urorokcnyHocTH (A3KLI) Mo cpaBHEHHIO C 3TAJOHHBIM AHTUTENOM (HANpPUMEp, MCXOOHBIM
MBIIIMHBIM ~AHTUTEJIOM); 3) YyCWiIeHue ¢arouuroda (Hampumep, AHTHTENIO-3aBUCUMOIO
Knerounoro ®@aroumrto3a (A3K®D)) mo cpaBHEHHIO C STAJOHHBIM AHTUTENIOM (HAIpPHUMeED,
UCXOMHBIM MBIIIUHBIM AHTHUTENIOM);, 4) CHUXXKEeHHe reMarrioruHauuu sputpouutos (I'A) mo
CPAaBHEHHMIO C 3TAJOHHBIM AHTHUTEJIOM (HAampuUMep, HCXOAHBIM MBIIIUHBIM AHTUTENIOM), 5)
CBSI3bIBAHUE C TPEXMEPHBIM (T.€. HeNMHEeHHbIM) sruTornom CD47.

[0226] WnmoctpatuBHble aHTUTena nporuB CD47 M uX aHTHUNEHCBS3BIBAIOLINE
¢dparMeHThl MO JAaHHOMY H300PETEHHMIO BKJIOYAIOT CIEAYIOMIHME Mapbl TSDKENas LeMb/Jerkas
uenb anturena CD47: hB6H12.1 - hvHI1/hvK1; hB6H12.2 - hvHI1/hvK2; hB6H12.3 -
hvH1/hvK3; hB6H12.4 - hvH1/hvK4; hB6H12.5 - hvH2/hvK1l; hB6H12.6 - hvH2/hvK2;
hB6H12.7 - hvH2/hvK3; hB6H12.8 - hvH2/hvK4; hB6H12.9 - hvH3/hvK1l; hB6H12.10 -
hvH3/hvK2; hB6H12.11 - hvH3/hvK3; hB6H12.12 - hvH3/hvK4; hB6H12.13 - hvH4/hvK1;
hB6H12.14 - hvH4/hvK2; hB6H12.15 - hvH4/hvK3; hB6H12.16 - hvH4/hvK4; hB6H12.17 -
hvHS5/hvK1; hB6H12.18 - hvH5/hvK2; hB6H12.19 - hvH5/hvK3; hB6H12.20 - hvH5/hvK4;
hB6H12.21 - hvH6/hvK1; hB6H12.22 - hvH6/hvK2; hB6H12.23 - hvH6/hvK3; hB6H12.24 -
hvH6/hvK4; hBO6H12.3 (nmesamunupoBanHblii MyTanT) - hvHI1/hvK3 G91A; Ab47 - HV3-
7/HJ4/KV3D-11/KJ1; u mB6H12 - vHI/vL. HWniocTpaTuBHBIE MOCIEAOBATEIBHOCTH
BapuadepHON 00JacTH TspKeJIoN enu antuTena npotus CD47, BapuabenbHble 00JaCTH JIETKOU
ueny, CDR Tsokeno memu u CDR  jerkoi memu MOXKHO #Hawth B Tabmumax 1-6.
AMUHOKHUCJIOTHBIE TOCIEAOBATEIbHOCTH JJI TSKENOM Lenu U JIerKOH Lenud TUIIOBOIO
r'yMaHU3UPOBaHHOTO aHTUTeNa npotuB CD47 moxuo Halitu B Tabnuue 7.

Tabmuua 1. BapuaOenbHble NOCIENOBATENBHOCTH TSDKENON LENH, MOJIYyYEHHBIE W3
mpiuHOro anturena B6H12. CDR no Kabaty nomguepknytel, a CDR IMGT BbineneHsl

YKUPHBIM IPUPTOM.
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Bapuant ocaenoBaTeibHOCTH

mB6h12 vH | EVQLVESGGDLVKPGGSLKLSCAASGFTFSGYGMSWVRQTPDKRLE
WVATITSGGTYTYYPDSVKGRFTISRDNAKNTLYLQIDSLKSEDTAIY
FCARSLAGNAMDYWGQGTSVTVSS (SEQ ID NO: 1)

Ab47vH EVQLVESGGGLVQPGGSLRLSCAASGFTFSGYGMSWVRQAPGKGLE
(HV3-7/HJ4) | WVATITSGGTYTYYPDSVKGRFTISRDNAKNSLYLQMNSLRAEDTAV
YYCARSLAGNAMDYWGQGTLVTVSS (SEQ ID NO: 2)

hvH1 EVQLLESGGGLVQPGGSLRLSCAASGFTFSGYGMSWVRQAPGKRLE
WVATITSGGTYTYYPDSVKGRFTISRDNSKNTLYLQMNSLRAEDTAIY
FCARSLAGNAMDYWGQGTLVTVSS (SEQ ID NO: 3)

hvH2 EVQLLESGGGLVQPGGSLRLSCAASGFTFSSYAMSWVRQAPGKGLEW
VATITSGGTYTYYADSVKGRFTISRDNSKNTLYLOQMNSLRAEDTAVY
FCARSLAGNAMDYWGQGTLVTVSS (SEQ ID NO: 4)

hvH3 EVQLLESGGGLVQPGGSLRLSCAASGFTFSSYAMSWVRQAPGKGLEW
VATITSGGTYTYYADSVKGRFTISRDNSKNTLYLQINSLRAEDTAVYF
CARSLAGNAMDYWGQGTLVTVSS (SEQ ID NO: 5)

hvH4 EVQLVESGGGLVQPGGSLRLSCAASGFTFSSYGMNW VRQAPGKGLE
WVATITSGGTYIYYADSVKGRFTISRDNAKNSLYLOMNSLRAEDTAV
YYCARSLAGNAMDYWGQGTLVTVSS (SEQ ID NO: 6)

hvH5 EVQLVESGGGLVQPGGSLRLSCAASGFTFSGYGMSWVRQAPGKGLE
WVATITSGGTYTYYADSVKGRFTISRDNSKNTLYLQINSLRAEDTAVY
YCARSLAGNAMDYWGQGTLVTVSS (SEQ ID NO: 7)

hvH6 EVQLVESGGGLVQPGGSLRLSCAASGFTFSSYGMHW VRQAPGKGLV
WVATITSGGTYTSYADSVKGRFTISRDNAKNTLYLQMNSLRAEDTAV
YYCARSLAGNAMDYWGQGTLVTVSS (SEQ ID NO: 8)

Tabmuua 2. BapuaOenbHble IOCHENOBATEIBHOCTH JIETKOW LEMH, MOJNYYEHHBIE U3
mprrHOro anturena BO6H12. CDR mo Kabary momuepknyTel, a CDR IMGT BblieneHsl

KUPHBIM IPUPTOM.
Bapuant ocaenoBaTeibHOCTH

mB6h12 v | DIVMTQSPATLSVTPGDRVSLSCRASQTISDYLHWYQQKSHESPRLLIK
FASOSISGIPSRFSGSGSGSDFTLSINSVEPEDVGVYYCONGHGFPRTF
GGGTKLEIKR (SEQ ID NO: 9)
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Ab47vL
(KV3D-
11/KJ1)

EIVLTQSPATLSLSPGERATLSCRASQTISDYLHWYQQKPGQAPRLLIK
FASQSISGIPARFSGSGSGTDFTLTISSLEPEDFAVYYCONGHGFPRTFG
QGTKVEIKR (SEQ ID NO: 10)

hvK1

EIVMTQSPDFQSVTPKEKVTLTCRASQTISDYLHWYQQKPDQSPKLLI
KFASQSISGVPSRESGSGSGTDFTLTINSLEAEDAAVYYCQNGHGFPR
TFGQGTKLEIK(R) (SEQ ID NO: 11)

hvK2

EIVMTQSPDFQSVTPKEKVTLTCRASQTISDYLHWYQQKPDQSPKLLI
KFASQSISGVPSRFSGSGSGTDFTLTINSLEAEDAATYYCQONGHGFPRT
FGQGTKLEIK(R) (SEQ ID NO: 12)

hvK3

EIVMTQSPDFQSVTPKEKVTLTCRASQTISDYLHW YQQKPDQSPKLLI
KFASQSISGVPSRFSGSGSGSDFTLTINSLEAEDAATY YCONGHGFPRT
FGQGTKLEIK(R) (SEQ ID NO: 13)

hvK4

DIQMTQSPSSLSASVGDRVTLTCRASQTISNYLAWYQQKPGKVPKLLI
KFASTLQSGVPSRFSGSGSGSDFTLTISSLQPEDVATYYCQNGHGFPRT
FGQGTKLEIK(R) (SEQ ID NO: 14)

hvK3
(G91A)

EIVMTQSPDFQSVTPKEKVTLTCRASQTISDYLHWYQQKPDQSPKLLI
KFASQSISGVPSRFSGSGSGSDFTLTINSLEAEDAATY YCQNAHGFPRT
FGQGTKLEIKR (SEQ ID NO: 15)

Tabnuua 3. [TocnenosatensHocT CDR Tsikenoit uenu Bapuantos anturen (o Kabdary).

CDR IocnenoBaTeibHOCTD

hvH1 & hvH5 HCDRI (mo Kabary) GYGMS (SEQ ID NO: 16)

hvH1 HCDR2 (mo Kabary) TITSGGTYTYYPDSVKG (SEQ ID NO: 17)
hvH1- hvH6 HCDR3 (o Kabary) SLAGNAMDY (SEQ ID NO: 18)
hvH2 & hvH3 HCDRI1 (o Kabarty) SYAMS (SEQ ID NO: 19)
hvH2, hvH3, & hvH5 HCDR?2 (o TITSGGTYTYYADSVKG (SEQ ID NO: 20)

Kabarty)

hvH4 HCDR1 (no Kabary) SYGMN (SEQ ID NO: 21)

hvH4 HCDR2 (mo Kabary) TITSGGTYIYYADSVKG (SEQ ID NO: 22)

hvH6 HCDRI1 (no Kabary) SYGMH (SEQ ID NO: 23)

hvH6 HCDR2 (o Kabary) TITSGGTYTSYADSVKG (SEQ ID NO: 24)
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Tabmuua 4. ITocnenosarensHocT CDR Tspxenoit nenu BapuanTos anturen (IMGT).

CDR

ITocaenoBaTe/IbHOCTDH

hvH1 & hvHS HCDR1 (IMGT)

GFTFSGYG (SEQ ID NO: 25)

hvHI1-hvH3, hvH5-hvH6 HCDR2 (IMGT)

ITSGGTYT (SEQ ID NO: 26)

hvHI- hvH6 HCDR3 (IMGT)

ARSLAGNAMDY (SEQ ID NO: 27)

hvH2 & hvH3 HCDR1 (IMGT)

GFTESSYA (SEQ ID NO: 28)

hvH4 & hvH6 HCDRI1 (IMGT)

GFTFSSYG (SEQ ID NO: 29)

hvH4 HCDR2 (IMGT)

ITSGGTYI (SEQ ID NO: 30)

Tabmuna 5. [Tocnenosarensuoctrt CDR nerkoit nenu Bapuantos anturen (mo Kabary).

CDR

IMocaegoBaTe/IbHOCTH

hvK1-hvK3 LCDRI1 (mo Kabary)

RASQTISDYLH (SEQ ID NO: 31)

hvK1-hvK3 LCDR2 (no Kabary)

FASQSIS (SEQ ID NO: 32)

hvK1- hvK4 LCDR3 (o Kabarty)

QNGHGFPRT (SEQ ID NO: 33)

hvK4 LCDRI1 (mo Kabary)

RASQTISNYLA (SEQ ID NO: 34)

hvK4 LCDR2 (no Kabary)

FASTLQS (SEQ ID NO: 35)

hvK3 (G91A) LCDR3 (1o Kabary)

QNAHGFPRT (SEQ ID NO: 36)

Tabnuua 6. [TocnenosatensHoctu CDR nerkoii nenu Bapuantos antuten (IMGT).

CDR

ITocaenoBaTeIbHOCTDH

hvK1-hvK3 LCDR1 (IMGT)

QTISDY (SEQ ID NO: 37)

hvK1-hvK4 LCDR2 (IMGT)

FAS (SEQ ID NO: 38)

hvK1- hvK4 LCDR3 (IMGT)

QNGHGFPRT (SEQ ID NO: 39)

hvK4 LCDR1 (IMGT)

QTISNY (SEQ ID NO: 40)

hvK3 (G91A) LCDR3 (IMGT)

QNAHGFPRT (SEQ ID NO: 41)

Tabmuua 7. IlonaHbIE MOCIENOBATEIBHOCTH TSKEJIOW U JIETKOW Lienel SKpaHuPOBAHHOTO
anturena npotus CD47 B COOTBETCTBUU € MPENNOYTUTEIbHBIM BAPHAHTOM pealn3alii JAHHOTO
n3o0perenusi. IlocnenoBaTenbHOCTH TSDKENBIX LENel M JIETKUX Lerneil NMpuBeNeHbl B BUAE

npocroro tekcta (SEQ ID NO: 42 u 43 cOOTBETCTBEHHO), SKPaHUPYIOLINE OCIEA0BATEIbHOCTH

BbIEJIEHbl JKUPHBIM  MmpudTom, a

MOAYEPKHYTHL

oCJaea0BaTCIbHOCTHU

paciuerieH s

npoTeasaMu
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ens

IMocaenoBaTeIbHOCTDH
AHTHTEJIA

QGASTSVDELQAEVDQLEDENYALKTKVAQLRKKVEKLGSIPV
SLRSGEVQLLESGGGLVQPGGSLRLSCAASGFTFSGYGMSWVRQA
PGKRLEWVATITSGGTYTYYPDSVKGRFTISRDNSKNTLYLQMNSL
RAEDTATYFCARSLAGNAMDYWGQGTLVTVSSASTKGPSVFPLAPS
SKSTSGGTAALGCLVKDYFPEPVTVSWNSGALTSGVHTFPAVLQSS
Tskenast Llens | GLYSLSSVVTVPSSSLGTQTYICNVNHKPSNTKVDKKVEPKSCDKT
HTCPPCPAPELLGGPSVFLFPPKPKDTLMISRTPEVTCVVVDVSHED
PEVKFNWYVDGVEVHNAKTKPREEQYNSTYRVVSVLTVLHQDWL
NGKEYKCKVSNKALPAPIEKTISKAKGQPREPQVYTLPPSRDELTKN
QVSLTCLVKGFYPSDIAVEWESNGQPENNYKTTPPVLDSDGSFFLY
SKLTVDKSRWQQGNVFSCSVMHEALHNHYTQK (SEQ ID NO: 42)

DKpaHupyromas
nocnenoBarenbH | QGASTSVDELQAEVDQLEDENYALKTKVAQLRKKVEKLGS (SEQ
octb Tskenmoii | ID NO: 94)

Lenu

QGASTTVAQLEEKVKTLRAENYELKSEVQRLEEQVAQLGSIPVS
LRSGEIVMTQSPDFQSVTPKEKVTLTCRASQTISDYLHWYQQKPDQ
SPKLLIKFASQSISGVPSRFSGSGSGSDFTLTINSLEAEDAATYYCQN
GHGFPRTFGQGTKLEIKRTVAAPSVFIFPPSDEQLKSGTASVVCLLN
NFYPREAKVQWKVDNALQSGNSQESVTEQDSKDSTYSLSSTLTLSK
ADYEKHKVYACEVTHQGLSSPVTKSFNRGEC (SEQ ID NO: 43)

Jlerkas Llenb

DKpaHUpPyromas
nocnenosateibh | QGASTTVAQLEEKVKTLRAENYELKSEVQRLEEQVAQLGS  (SEQ
ocThb Jlerkom ID NO: 95)

Lenu

hB6H12.1

[0227] B HEKOTOpBIX WIUTFOCTPATHUBHBIX BapUAHTAX pEANM3alUN JAHHOTO H300peTeHUs
antureno npotuB CD47 unm ero antureHcssasbiBaomnil pparmeHt conepkut CDR 3 HCVR,
npencrasiennabie kak SEQ ID NO: 3 w/mim CDR u3 LCVR, npencrasnennsie kak SEQ ID NO:
11. B gpyrux BapmaHTax peaju3aliy JAaHHOTO m3o0pereHus antureno npotu CD47 umm ero
aHTUreHcBsi3bBaromuii parmeHt comep:xkutr CDR Tskenoit nermn SEQ ID NO: 16, 17 u 18

w/umu CDR nerkxoit nemn SEQ ID NO: 31, 32 u 33. B HEKOTOpPBIX BapHUaHTaX peaU3aliu
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DaHHOTO n300pereHus: aHTHTENO mpoTtuB CD47 mnm ero aHTUIeHCBA3BIBAKOIIMN (PparMeHT
comepsxkut CDR Tsixenoit e SEQ ID NO: 25, 26 u 27 w/unu CDR nerkoii neru SEQ ID NO:
37, 38 u 39. B apyrux BapuaHTax peaju3allMy AaHHOrO M300pereHust antureno nporus CD47
WK ero aHtureHcssizbiBarommii pparment copepxkur mapy HCVR/LCVR SEQ ID NO: 3/SEQ
ID NO: 11. B gpyrux BapuaHTax peanu3aiiyl JaHHOTO M300pereHus: aHtuteno npotus CD47
WIN €ro aHTHreHcBsi3piBatrommi ¢parment comepxkut HCVR, kortopas umeer, mo MeHbLIeH
mepe, okosto 80% romMosoruu Wim uaeHTHIHOCTH (Hanpumep, 80%, 85%, 90%, 91%, 92%, 93%,
94%, 95%, 96%, 97%, 98% wunu 99%) otHocurenpbHo SEQ ID NO: 3 w/unu comepxkut LCVR,
KOTOpasi UMEET, MO MeHbInel mepe, okoyso 80% roMoJoruu WM HUASHTHYHOCTH (HANpuMep,
80%, 85%, 90%, 91%, 92%, 93%, 94%, 95%, 96%, 97%, 98% unu 99%) orHocuTenpHO SEQ ID
NO: 11.

hB6H12.2

[0228] B HEKOTOPBIX MJUTIOCTPATHBHBIX BapUAHTAX PEATU3ALMH JAHHOTO HU300pETEHHs
antuteno npotuB CD47 umm ero antureHcsssbiBaomnil pparmeHT conepkut CDR 3 HCVR,
npencrasiennbie kak SEQ ID NO: 3 w/mnin CDR u3 LCVR, npencrasnennsie kak SEQ ID NO:
12. B apyrux BapHaHTax peaju3aliy JAaHHOTO u3o0pereHus: antuteno npotus CD47 unu ero
aHTUreHCBsi3bIBarouid (parmeHT comep:xkut CDR Tskenoit nermm SEQ ID NO: 16, 17 u 18
w/mmm CDR nerkoit nemn SEQ ID NO: 31, 32 u 33. B HEKOTOpBIX BapHaHTaxX peayu3aliu
TaHHOTO n300pereHus: aHTUTeno npotuB CD47 wuiam ero aHTUreHCBSI3bIBAOIIUI (parMeHT
comep:xkut CDR Tsxenoit e SEQ ID NO: 25, 26 u 27 w/unu CDR nerkoii neru SEQ ID NO:
37, 38 u 39. B apyrux BapHaHTax peajM3allMy AaHHOTO M300pereHus antureno nporus CD47
Wi ero aHtureHcssizbiBarommii pparment copepxkur mapy HCVR/LCVR SEQ ID NO: 3/SEQ
ID NO: 12. B gpyrux BapuaHTax peanu3aluy JaHHOTO u3o0pereHus: aHTUTeno npotus CD47
WIN €ro aHTHreHcBsi3piBarommi ¢parmeHt comepkut HCVR, kortopas umeer, nmo MeHbLIeH
mepe, okosio 80% roMoJIOruH MK UuAeHTUYHOCTH (Harpumep, 80%, 85%, 90%, 91%, 92%, 93%,
94%, 95%, 96%, 97%, 98% unu 99%) otHocurenpbHo SEQ ID NO: 3 w/unu comepxkutr LCVR,
KOTOpasi UMEET, MO0 MeHbInel mepe, okoyo 80% roMoJoruu WM HUASHTHYHOCTH (HAIpuMep,
80%, 85%, 90%, 91%, 92%, 93%, 94%, 95%, 96%, 97%, 98% unu 99%) orHocuTenpHO SEQ ID
NO: 12.

hB6H12.3

[0229] B HEKOTOPBIX WIUTFOCTPATHUBHBIX BAapPHUAHTAX PEATU3ALNH JAHHOTO H300peTeHUs
antuteno npotuB CD47 umm ero antureHcsssbBaomnil pparmeHt conep:kut CDR 3 HCVR,
npencrasiennbie kak SEQ ID NO: 3 w/mim CDR u3 LCVR, npencrasnennsie kak SEQ ID NO:
13. B gpyrux BapwaHTax peaqu3aluyl JaHHOTrO H300pereHus antuteno npotus CD47 wnum ero
aHTUreHCBsi3bBaromuil parmeHT comep:xkut CDR Tskenoit nermm SEQ ID NO: 16, 17 u 18
w/mmm CDR nerkoit nen SEQ ID NO: 31, 32 u 33. B HEKOTOpBIX BapHaHTaX peayu3aliu
JaHHOTO n300pereHus: aHTUTENO npoTuB CD47 MM ero aHTUreHCBSI3bIBAOLINKA (parMeHT
comep:xkut CDR Tsxenoit e SEQ ID NO: 25, 26 u 27 w/unmu CDR nerkoii neru SEQ ID NO:
37, 38 u 39. B apyrux BapHaHTax peajM3allMy AaHHOrO M300pereHust antureno nporus CD47

WIN ero aHtureHcsssbiBaomuil pparment copepxxkut napy HCVR/LCVR SEQ ID NO: 3/SEQ
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ID NO: 13. B gpyrux BapuaHTax peaju3aluy JaHHOTO u3o0pereHus: aHTUTENo npotuB CD47
WIN ero aHTHreHcBs3piBaroumii ¢parment copepxkutr HCVR, koropass ummeer, mo MeHbIIEH
mepe, okosio 80% romogioruu win uaeHTnuHOCTH (Harpumep, 80%, 85%, 90%, 91%, 92%, 93%,
94%, 95%, 96%, 97%, 98% wunmu 99%) orHocurensuo SEQ ID NO: 3 w/unm comepxur LCVR,
KOTOpasi UMeeT, MO0 MeHblIeH Mepe, okoso 80% roMonoruu WM WAEHTUYHOCTH (Hampumep,
80%, 85%, 90%, 91%, 92%, 93%, 94%, 95%, 96%, 97%, 98% nnu 99%) orHocurenrHo SEQ ID
NO: 13.

hB6H12.4

[0230] B HeKOTOPBIX MJUTIOCTPATHBHBIX BAPUAHTAX pPeajH3alMH JAHHOTO HU300pETeHUsI
antureno npotuB CD47 unm ero antureHcsssbiBatonii pparmeHt conep:kut CDR 3 HCVR,
npencrasiennbie kak SEQ ID NO: 3 w/unu CDR u3 LCVR, npencrasnennsie kak SEQ ID NO:
14. B apyrux BapwaHTax peanu3alii JAaHHOTO H300peTeHwst aHTureno npotus CD47 wmu ero
aHTUreHCBs3bIBaromui (parmeHT comep:xkut CDR Tsxkenoit nemn SEQ ID NO: 16, 17 u 18
w/mm CDR nerkoit nemn SEQ ID NO: 34, 35 u 33. B HEKOTOpBIX BapHaHTaX peau3aLiH
maHHOTO n300pereHus: aHTuTeno npotuB CD47 wiam ero aHTHIeHCBS3BIBAOIINKA (parMeHT
conepsxxkut CDR Tsxenoit e SEQ ID NO: 25, 26 u 27 w/unu CDR nerkoii neru SEQ ID NO:
40, 38 u 39. B npyrux BapuaHTax peaqu3ally JAHHOTO M300peTeHus aHTuteno npotus CD47
WK ero aHtureHcBsi3biBarommii pparment cogepxut napy HCVR/LCVR SEQ ID NO: 3/SEQ
ID NO: 14. B gpyrux BapuaHTax peaju3aluy JaHHOTO u3o0pereHus: aHTuTeno npotus CD47
WIN ero aHTHreHcBs3piBaroumii ¢parment copepxkur HCVR, koropas mmeer, mo MeHbIIEH
mepe, okosio 80% romosioruu win uaeHTnuHoCcTH (Hanpumep, 80%, 85%, 90%, 91%, 92%, 93%,
94%, 95%, 96%, 97%, 98% unmu 99%) otHocurensHo SEQ ID NO: 3 w/unu comepxur LCVR,
KOTOpasi UMeeT, MO0 MeHblIed Mepe, okoso 80% roMonoruu WM WAEHTUYHOCTH (Hampumep,
80%, 85%, 90%, 91%, 92%, 93%, 94%, 95%, 96%, 97%, 98% unu 99%) ornocurenrro SEQ ID
NO: 14.

hB6H12.5

[0231] B HEKOTOPBIX MJUTFOCTPATHUBHBIX BAapPUAHTAX PEATN3ALUHN JAHHOTO HU300peTeHUs
antureno npotuB CD47 unm ero antureHcsssbiBatonil pparment conep:kut CDR 3 HCVR,
npencrasiennbie kak SEQ ID NO: 4 w/unu CDR u3 LCVR, npencrasnennbie kak SEQ ID NO:
11. B gpyrux BapwaHTax peanu3alyy JAaHHOTO M300peTeHus aHTureno npotus CD47 wmu ero
aHTUreHcBs3bBaromui (parmeHT comep:xkut CDR Tskenoit nermn SEQ ID NO: 19, 20 u 18
w/mwm CDR nerkoit nemn SEQ ID NO: 31, 32 u 33. B HEKOTOpBIX BapHaHTaxX peau3aLiH
DaHHOTO H300pereHus: aHTHTENO NpoTuB CD47 uiM ero aHTUTeHCBSA3BIBAIOIIMN (parMeHT
conepsxxkut CDR Tsxenoit e SEQ ID NO: 28, 26 u 27 w/unu CDR nerkoii nenu SEQ ID NO:
37, 38 1 39. B apyrux BapuaHTax peajH3alMy JAHHOTO M300pereHus: antureno nporus CD47
WK ero anTureHcBsi3biBarouil gpparment conepskut mapy HCVR/LCVR SEQ ID NO: 4 /SEQ
ID NO: 11. B gpyrux BapuaHTax peaiu3aluy JaHHOTO u3o0pereHus: aHTUTeNo npotus CD47
WIN ero aHTHreHcBs3piBaroumii ¢parment copepxkur HCVR, koropas ummeer, mo MeHbIIEH
mepe, okoiio 80% romogioruu win uaeHTnaHocTH (Hanpumep, 80%, 85%, 90%, 91%, 92%, 93%,
94%, 95%, 96%, 97%, 98% unmu 99%) orHocurenbuo SEQ ID NO: 4 w/unu comepxur LCVR,
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KOTOpasi UMeeT, MO MeHblned Mmepe, okoio 80% TroMoJIOTMH WM WASHTUYHOCTH (Hampumep,
80%, 85%, 90%, 91%, 92%, 93%, 94%, 95%, 96%, 97%, 98% nnu 99%) otHocurensro SEQ ID
NO: 11.

hB6H12.6

[0232] B HEKOTOPBIX MJUTFOCTPATHUBHBIX BAPHAHTAX PEaM3aLUM JaHHOTO H300peTeHus
antureno npotuB CD47 unu ero antureHcsssbiBatoinii pparment conep:kut CDR u3 HCVR,
npencrasnenHble kak SEQ ID NO: 4 u/unu CDR u3 LCVR, npexncrasnennsie kak SEQ ID NO:
12. B apyrux BapuaHTax peanu3alyy JaHHOTO M300peTeHus anturesno npotuB CD47 wmu ero
aHTUreHCBs3bIBatoIui (parmeHT comep:kut CDR Tskenoit nermn SEQ ID NO: 19, 20 u 18
w/mwmm CDR nerkoit nenu SEQ ID NO: 31, 32 u 33. B HEKOTOpBIX BapHaHTaX peajnu3aluu
HaHHOTO n300pereHus: aHTHTENO NpoTuB CD47 miM ero aHTUIeHCBSA3BIBAKOIIMN (PparMeHT
conepsxxut CDR Tsikenoit et SEQ ID NO: 28, 26 u 27 w/unu CDR nerkoii nenu SEQ ID NO:
37, 38 1 39. B apyrux BapuaHTax peajH3alMy JaHHOTO M300pereHus: antureno nporus CD47
WK ero antureHcBsisbiBarouil pparment coneps:xkut napy HCVR/LCVR SEQ ID NO: 4 /SEQ
ID NO: 12. B apyrux BapuaHTax peaiu3aluy JaHHOTO u3o0pereHus: aHTUTENo npoTus CD47
WIN ero aHTHreHcBsi3piBaroumii ¢parment copepxkur HCVR, koropass mMeer, mo MeHbIIEH
mepe, okosio 80% romonioruu win uaeHTHIHOCTH (Hanpumep, 80%, 85%, 90%, 91%, 92%, 93%,
94%, 95%, 96%, 97%, 98% wumu 99%) otHocurensHo SEQ ID NO: 4 w/umm comepxutr LCVR,
KOTOpasi UMeeT, Mo MeHbled Mmepe, okoino 80% TroMoJIOTMH WM UASHTUYHOCTH (HampHuMmep,
80%, 85%, 90%, 91%, 92%, 93%, 94%, 95%, 96%, 97%, 98% umu 99%) otHOocuTenpHO SEQ ID
NO: 12.

hB6H12.7

[0233] B HEKOTOpBIX MJUTFOCTPATHUBHBIX BapHUAHTAX peANU3allli JaHHOTO HU300peTeHUsl
antuteno npotuB CD47 unu ero antureHcsssbiBatoiuii pparment conep:kut CDR 3 HCVR,
npexacrasiennbie kak SEQ ID NO: 4 u/unmu CDR u3 LCVR, npexncrasiennsie kak SEQ ID NO:
13. B apyrux BapuaHTax peanu3aly JaHHOTO M300peTeHus aHturesno npotuB CD47 wmu ero
aHTUreHcBs3bBatoIui (parmeHT comep:kut CDR Tskenoit nenn SEQ ID NO: 19, 20 u 18
w/mwmm CDR nerkoit nemu SEQ ID NO: 31, 32 u 33. B HEKOTOpBIX BapuaHTaX peaqu3aluu
HaHHOTO n300pereHus: aHTUTEN0 mpoTuB CD47 miM ero aHTUreHCBS3BIBAKOIIMN (PparMeHT
conepsxut CDR Tskenoit e SEQ ID NO: 28, 26 u 27 w/unu CDR nerkoii nenu SEQ ID NO:
37, 38 u 39. B apyrux BapuaHTax peajH3aliH AAaHHOTO U300peTeHus antureno npotus CD47
WK ero aHTureHcBsi3biBarouil gpparment coneps:xkut napy HCVR/LCVR SEQ ID NO: 4 /SEQ
ID NO: 13. B gpyrux BapuaHTax peanu3aiuy JaHHOTO u3o0pereHus: aHTUTENo npoTus CD47
WIN ero aHTHreHcBsi3piBaroumii ¢parment copepxxur HCVR, koropass mMeer, mo MeHbIIEH
mepe, okosio 80% romogyioruu win uaeHTnaHocTH (Hanpumep, 80%, 85%, 90%, 91%, 92%, 93%,
94%, 95%, 96%, 97%, 98% wunmu 99%) otHocurenpHo SEQ ID NO: 4 w/umm comepxutr LCVR,
KOTOpasi UMeeT, MO MeHbleH Mmepe, okoio 80% TroMoJIOTMH WM UASHTUYHOCTH (Hampumep,
80%, 85%, 90%, 91%, 92%, 93%, 94%, 95%, 96%, 97%, 98% umu 99%) orHocuTenprO SEQ ID
NO: 13.

hB6H12.8
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[0234] B HEKOTOPBIX HMIUTFOCTPATHUBHBIX BAapPUAHTAX pPEANN3ALNH JAHHOTO H300peTeHUs
antureno npotuB CD47 unm ero antureHcsssbiBaromuil pparment conepkut CDR u3 HCVR,
npencrasiennabie kak SEQ ID NO: 4 w/mnu CDR u3 LCVR, npencrasnennsie kak SEQ ID NO:
14. B npyrux BapHaHTax peaju3alyy JaHHOTO u3o0pereHus aHtureno npotuB CD47 wmu ero
aHTUreHcBsi3bBarouil (pparmeHT comep:xkutr CDR Tskenoit nenn SEQ ID NO: 19, 20 u 18
w/umu CDR nerkoit nenu SEQ ID NO: 34, 35 u 33. B HeKOTOpBIX BapuaHTaX peanu3alun
naHHOrO m3o0pereHus aHTuTesno npotuB CD47 wmnm ero aHTUreHCBSI3BIBAOIIUI (parMeHT
conepsxut CDR Tsixenoit e SEQ ID NO: 28, 26 u 27 w/unu CDR nerkoii nenu SEQ ID NO:
40, 38 u 39. B gpyrux BapuaHTax peaqu3allyl JAaHHOTO M300peTeHus aHTHTeNno npotus CD47
WIN ero aHTUreHCBs3biBaromii pparmeHT conepkut napy HCVR/LCVR SEQ ID NO: 4 /SEQ
ID NO: 14. B apyrux BapuaHTax peanu3aiuy JaHHOTO u300pereHus: aHTUTENo npoTtus CD47
WIN ero aHTHreHcBsi3piBaroLmii ¢parment copepkutr HCVR, koropas mmeer, mo MeHbIneH
mepe, okosio 80% romosyoruu win uaeHTnaHoctH (Hanpumep, 80%, 85%, 90%, 91%, 92%, 93%,
94%, 95%, 96%, 97%, 98% wumu 99%) otHocutenbHo SEQ ID NO: 4 w/unm comepxutr LCVR,
KOTOpasi UMeeT, MO MeHbInel Mmepe, okoio 80% TroMOJNIOTMH WM WASHTUYHOCTH (HampuMmep,
80%, 85%, 90%, 91%, 92%, 93%, 94%, 95%, 96%, 97%, 98% nunu 99%) orHOcuTenpHO SEQ ID
NO: 14.

hB6H12.9

[0235] B HEKOTOpBIX HMIUTFOCTPATHUBHBIX BAapPUAHTAX PEANN3ALUH JAHHOTO H300peTeHUs
antureno npotuB CD47 unm ero antureHcsssbiBaromnil pparment conepxkut CDR n3 HCVR,
npencrasiennbie kak SEQ ID NO: 5 w/min CDR u3 LCVR, npencrasnennsie kak SEQ ID NO:
11. B apyrux BapuaHTax peanu3alyy JAaHHOTO H300pereHus aHtureno npotuB CD47 wmu ero
aHTUreHcBsi3bBaroui (pparmeHT comep:xkutr CDR Tsxenoit nenmn SEQ ID NO: 19, 20 u 18
w/umu CDR nerkoii nenu SEQ ID NO: 31, 32 u 33. B HEKOTOpBIX BapHaHTaX pean3aLfu
naHHOro wu3oOpereHus aHtutesno nporuB CD47 wmnm ero aHTUreHCBSI3BIBAOINUI (parMeHT
conepsxut CDR Tsixenoit e SEQ ID NO: 28, 26 u 27 w/unu CDR nerkoii nenu SEQ ID NO:
37, 38 u 39. B apyrux BapuaHTax peaju3alMy JaHHOTO M300peTeHus: antuteno npotus CD47
WM €ro aHTureHcBsisbiBarouii pparment comepskut napy HCVR/LCVR SEQ ID NO: 5 /SEQ
ID NO: 11. B gpyrux BapuaHTax peanu3aiuy JaHHOTO M300pereHus: aHTUTENo npoTus CD47
WIA ero aHTHreHcBsi3biBarommii ¢parment coxepxxutr HCVR, koropas mmeer, mo MeHbIIeH
mepe, okosio 80% romogyioruu win unaeHrnaHoctr (Hanpumep, 80%, 85%, 90%, 91%, 92%, 93%,
94%, 95%, 96%, 97%, 98% wumu 99%) otHocurenbHo SEQ ID NO: 5 w/unm comepxutr LCVR,
KOTOpasi UMeeT, MO MeHbInel mepe, okono 80% TroMONOTHH WM WASHTHYHOCTH (HAMpHUMEp,
80%, 85%, 90%, 91%, 92%, 93%, 94%, 95%, 96%, 97%, 98% nnu 99%) orHOCcuTenpHO SEQ ID
NO: 11.

hB6H12.10

[0236] B HEKOTOPBIX HMIUTFOCTPATHUBHBIX BAapPUAHTAX PEANN3ALNH JAHHOTO H300peTeHUs
anrureno npotuB CD47 unm ero antureHcsssbiBaromuii pparment copepxut CDR u3 HCVR,
npencrasiensbie kak SEQ ID NO: 5 w/min CDR u3 LCVR, npencrasnennsie kak SEQ ID NO:

12. B apyrux BapuaHTax peanu3alyy JAaHHOTO H300pereHus aHtureno npotuB CD47 wmu ero
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aHTUreHcBsi3bBaromuil (pparmeHT comep:xkut CDR Tsokenoit mern SEQ ID NO: 19, 20 u 18
w/wmn CDR nerkxoit nermm SEQ ID NO: 31, 32 u 33. B HEKOTOpPBIX BapHUaHTaX peaU3aIiH
IaHHOTO n300pereHus: aHTUTENO mpotuB CD47 mnm ero aHTUIeHCBA3BIBAIOIIMN (PparMeHT
comepsxxkut CDR Tsxenoit e SEQ ID NO: 28, 26 u 27 w/unu CDR nerkoii nenu SEQ ID NO:
37, 38 u 39. B apyrux BapuaHTax peaju3alliyd AAHHOrO M300pereHus: antureno nporus CD47
WM €ro aHTUreHcBsi3biBatoIuil ¢pparment coaepxxut napy HCVR/LCVR SEQ ID NO: 5 /SEQ
ID NO: 12. B gpyrux BapuaHTax peaju3alyy AaHHOTO n300pereHus aHTureno npotus CD47
WIN ero aHTHreHcBsi3biBaromuii ¢pparment comepxkutr HCVR, koropas mmeeT, mo MeHbIIeH
mepe, okosio 80% romojyioruu win uaeHTuaHoctH (Hanpumep, 80%, 85%, 90%, 91%, 92%, 93%,
94%, 95%, 96%, 97%, 98% wunmu 99%) otHocurenbHo SEQ ID NO: 5 w/unu comepxutr LCVR,
KOTOpasi UMeEeT, MO MeHblel Mmepe, okojo 80% roMOJIOTMU MU WASHTUYHOCTU (Hampumep,
80%, 85%, 90%, 91%, 92%, 93%, 94%, 95%, 96%, 97%, 98% unu 99%) orHOcuTenpHO SEQ ID
NO: 12.

hB6H12.11

[0237] B HEKOTOPBIX HMIUTFOCTPATHUBHBIX BAapPUAHTAX PEANN3ALNHN JAHHOTO H300peTeHUs
antureno npotuB CD47 unm ero anturencsszbiBatromnid ¢pparment copepskut CDR u3 HCVR,
npencrasiennabie kak SEQ ID NO: 5 w/miu CDR u3 LCVR, npencrasnennsie kak SEQ ID NO:
13. B apyrux BapmaHTax peanu3alyy JAaHHOTO M300pereHus aHtureno npotus CD47 wmu ero
aHTUreHCBsi3bIBaromui ¢parmMeHT comep:;kut CDR Tsoxenoit nemum SEQ ID NO: 19, 20 u 18
w/wm CDR nerkxoit nemm SEQ ID NO: 31, 32 u 33. B HEKOTOpPBIX BapUaHTaX peaTU3aALH
TaHHOTO n300pereHus: aHTUTENo npotuB CD47 mnm ero aHTUIeHCBA3BIBAIOIIMN (PparMeHT
comepxxkut CDR Tsxenoit e SEQ ID NO: 28, 26 u 27 w/unu CDR nerkoii uenu SEQ ID NO:
37, 38 u 39. B apyrux BapuaHTax peaju3alluyd AAHHOTO M300pereHus: antureno nporus CD47
WM €ro aHTUreHcBsi3biBatoIuil ¢pparment coxepxxut napy HCVR/LCVR SEQ ID NO: 5 /SEQ
ID NO: 13. B gpyrux BapuaHTax peaju3alyy AaHHOTO u300pereHus aHtureno npotus CD47
WIN ero aHTHreHcBsi3biBaroumii ¢parment copepxkutr HCVR, koropass umeer, mo MeHbIIEH
mepe, okosio 80% romojyioruu win uaeHrTuaHoctH (Hanpumep, 80%, 85%, 90%, 91%, 92%, 93%,
94%, 95%, 96%, 97%, 98% wumu 99%) otHocutenpbHo SEQ ID NO: 5 w/unu comepxkutr LCVR,
KOTOpasi UMeeT, Mo MeHblned Mepe, okono 80% roMONIOTMM WM WUASHTHYHOCTU (HAmpuMmep,
80%, 85%, 90%, 91%, 92%, 93%, 94%, 95%, 96%, 97%, 98% unu 99%) orHOcuTenpHO SEQ ID
NO: 13.

hB6H12.12

[0238] B HEeKOTOPBIX MJUTIOCTPATHBHBIX BAPUAHTAX pPeaH3alH JAaHHOTO HU300peTeHUs
anTuteno npotuB CD47 unm ero antureHcBs3biBaromuil gpparment copepkut CDR u3 HCVR,
npencrasiennbie kak SEQ ID NO: 5 w/min CDR u3 LCVR, npencrasnennsie kak SEQ ID NO:
14. B npyrux BapwaHTax peanu3alyy JAaHHOTO M300pereHus aHTureno npotus CD47 wmmu ero
aHTUreHCBsi3bIBaromui parmMeHT comep:xkut CDR Tsuxenoit mermm SEQ ID NO: 19, 20 u 18
w/mmm CDR nerkoit nenu SEQ ID NO: 34, 35 u 33. B HEKOTOpBIX BapHaHTaxX peasu3aliu
TaHHOTO n300pereHus: aHTUTENO npotuB CD47 mnm ero aHTUIeHCBA3BIBAIOIIMN (PparMeHT
comepxxkut CDR Tsxenoit nenm SEQ ID NO: 28, 26 u 27 u/unmu CDR nerkoit nuenu SEQ ID NO:
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40, 38 u 39. B npyrux BapuaHTax peaqu3ally JAHHOTO M300peTeHus aHtuteno npotus CD47
WIN €ro aHTUreHCBs3bBaronid gpparmeHT coxepkut napy HCVR/LCVR SEQ ID NO: 5 /SEQ
ID NO: 14. B gpyrux BapuaHTax peaju3aluy JaHHOTO M300pereHwst aHTuTeNno npotus CD47
WIN ero aHTureHces3piBarouii ¢parment copepxkutr HCVR, koropas umeer, mo MeHbIIEH
mepe, okosio 80% roMosioruu UM uaeHTHIHoCTH (Harpumep, 80%, 85%, 90%, 91%, 92%, 93%,
94%, 95%, 96%, 97%, 98% wunu 99%) ornocurenbHo SEQ ID NO: 5 w/unu comepxxutr LCVR,
KOTOpasi UMeeT, MO MeHbluel Mepe, okono 80% roMoJIorMy WIN UAEHTUYHOCTH (Hampumep,
80%, 85%, 90%, 91%, 92%, 93%, 94%, 95%, 96%, 97%, 98% unu 99%) otHocutenpHo SEQ ID
NO: 14.

hB6H12.13

[0239] B HEeKOTOPBIX MJUTIOCTPATHBHBIX BAPUAHTAX pPeaTU3alUU JAaHHOTO U300peTeHUs
antureno npotuB CD47 umm ero antureHcsssbiBaronii pparment conep:kut CDR 3 HCVR,
npencrasiennbie kak SEQ ID NO: 6 w/uniu CDR u3 LCVR, npencrasnennsie kak SEQ ID NO:
11. B apyrux BapmaHTax peanu3alyy JAaHHOTO H300pereHus aHTureno npotus CD47 wmu ero
aHTUreHCcBs3bIBatoui parmeHT conmep:xkut CDR Tskenoit nemum SEQ ID NO: 21, 22 u 18
w/mwm CDR nerkoit nenu SEQ ID NO: 31, 32 u 33. B HEKOTOpBIX BapHaHTaX pealu3aLiu
DaHHOTO n300pereHus: aHTHTENO NpoTuB CD47 mnM ero aHTUTeHCBS3BIBAIOIIMN (PparMeHT
conepsxxkut CDR Tsxenoit e SEQ ID NO: 29, 30 u 27 u/unmu CDR nerkoit nenu SEQ ID NO:
37, 38 u 39. B apyrux BapmaHTax peajH3alMy AaHHOTO M300pereHus: antureno nporus CD47
WIN ero aHtureHcsssbiBaromuil pparment cogepxxkut napy HCVR/LCVR SEQ ID NO: 6/SEQ
ID NO: 11. B gpyrux BapuaHTax peanu3alyy JaHHOTO M300pereHus: aHtuteno npotus CD47
WIN ero aHTureHcBs3piBarouii ¢parment copepxutr HCVR, koropas umeer, mo MeHbIUEH
mepe, okosio 80% roMoJIoruy UM UAEHTUYHOCTH (Harpumep, 80%, 85%, 90%, 91%, 92%, 93%,
94%, 95%, 96%, 97%, 98% unu 99%) ornocurenbuo SEQ ID NO: 6 w/unu conepxkutr LCVR,
KOTOpasi UMeeT, MO0 MeHblIed Mepe, okojo 80% romonoruu WiM WAEHTUYHOCTU (Hampumep,
80%, 85%, 90%, 91%, 92%, 93%, 94%, 95%, 96%, 97%, 98% unu 99%) orHocutenpHo SEQ ID
NO: 11.

hB6H12.14

[0240] B HEKOTOPBIX MJUTFOCTPATHBHBIX BapUAHTAX pEeaTU3aLUN JAHHOTO HM300peTeHUs
antureno npotuB CD47 umm ero antureHcsssbiBaromuil pparment conep:xkut CDR 3 HCVR,
npencrasiennbie kak SEQ ID NO: 6 w/uniu CDR u3 LCVR, npencrasnennsie kak SEQ ID NO:
12. B ppyrux BapwaHTax peaju3aliy JaHHOTO M3o0pereHus antureno npotuB CD47 umm ero
aHTUreHCBs3bIBaromui (parmeHT comep:xkut CDR Tskenoit nermm SEQ ID NO: 21, 22 u 18
w/mm CDR nerkoit nemu SEQ ID NO: 31, 32 u 33. B HEKOTOpBIX BapHaHTaX peasu3aliu
HaHHOTO n300pereHus: aHTHTENO npoTuB CD47 mnm ero aHTUIeHCBSA3BIBAIOIIMN (PparMeHT
comepsxxkut CDR Tsxenoit e SEQ ID NO: 29, 30 u 27 w/unu CDR nerkoii nern SEQ ID NO:
37, 38 u 39. B apyrux BapmaHTax peajH3alMy AAHHOTO M300pereHus: antureno nporus CD47
WIN ero aHTureHcsssbiBaromuil pparment cogepxkut napy HCVR/LCVR SEQ ID NO: 6/SEQ
ID NO: 12. B gpyrux BapuaHTax peaju3aiyl JaHHOTO M300pereHus: aHtuteno npotus CD47

WIN ero aHTureHcBs3piBarouii ¢parment copepxutr HCVR, koropas umeer, mo MeHbIIEH
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mepe, okosio 80% romogioruu win uaeHTnaHocTH (Hanpumep, 80%, 85%, 90%, 91%, 92%, 93%,
94%, 95%, 96%, 97%, 98% wumu 99%) otHocurensHo SEQ ID NO: 6 w/umu comepxutr LCVR,
KOTOpasi UMeeT, M0 MeHblIed Mepe, okoso 80% roMonoruu WM WAEHTUYHOCTH (Hampumep,
80%, 85%, 90%, 91%, 92%, 93%, 94%, 95%, 96%, 97%, 98% nnu 99%) orHocutenrHo SEQ ID
NO: 12.

hB6H12.15

[0241] B HEKOTOPBIX MJUIOCTPATUBHBIX BAPHAHTAX PEATHM3ALMH JAHHOTO M300peTeHUs
antureno npotuB CD47 unm ero antureHcsssbiBatouii pparmeHt conep:kut CDR u3 HCVR,
npencrasiennbie kak SEQ ID NO: 6 w/unu CDR u3 LCVR, npencrasnennbie kak SEQ ID NO:
13. B apyrux BapwaHTax peaju3aliy JaHHOTO u3o0pereHus: antuteno npotus CD47 wnu ero
aHTUreHCBs3bBatomui (parmeHt comep:kut CDR Tskenoit nermn SEQ ID NO: 21, 22 u 18
w/mwm CDR nerkoit nemu SEQ ID NO: 31, 32 u 33. B HEKOTOpBIX BapHaHTaX peau3aLiH
TaHHOTO n300pereHus: aHTUTENno npotuB CD47 wiam ero aHTHreHCBSI3bIBAOIUI (parMeHT
conepsxxut CDR Tsxenoit e SEQ ID NO: 29, 30 u 27 w/unu CDR nerkoii nenu SEQ ID NO:
37, 38 u 39. B apyrux BapmaHTax peajH3alMy JaHHOTO M300pereHus: antureno nporus CD47
WK ero aHtureHcBsi3biBarommid Gparment copepxkur mapy HCVR/LCVR SEQ ID NO: 6/SEQ
ID NO: 13. B gpyrux BapuaHTax peaiu3aluy JaHHOTO u3o0pereHus: aHTUTeNno npotus CD47
WIN ero aHTHreHcBsi3piBaromii ¢parment copepxur HCVR, koropass mMeer, mo MeHbIIEH
mepe, okosio 80% romogyioruu win uaeHTnaHoCcTH (Hanpumep, 80%, 85%, 90%, 91%, 92%, 93%,
94%, 95%, 96%, 97%, 98% unmu 99%) otHocurensHo SEQ ID NO: 6 w/umm comepxutr LCVR,
KOTOpasi UMeeT, MO0 MeHblIed Mepe, okoso 80% roMonoruu WM WAEHTUYHOCTH (Hampumep,
80%, 85%, 90%, 91%, 92%, 93%, 94%, 95%, 96%, 97%, 98% nnu 99%) orHocutenrHo SEQ ID
NO: 13.

hB6H12.16

[0242] B HEKOTOPBIX MJUTFOCTPATHUBHBIX BAPHAHTAX PEaM3aLUM JAHHOTO H300peTeHus
antureno npotuB CD47 unu ero antureHcsssbiBatomuii pparment conep:kut CDR 3 HCVR,
npencrasiennbie kak SEQ ID NO: 6 w/unu CDR u3 LCVR, npencrasnennbie kak SEQ ID NO:
14. B apyrux BapwaHTax peaju3aluyl JaHHOTO M300pereHust antuteno npotus CD47 wmm ero
aHTUreHCBs3bBaromui (parmeHt comep:xkut CDR Tskenoit nermm SEQ ID NO: 21, 22 u 18
w/mwm CDR nerkoit nemu SEQ ID NO: 34, 35 u 33. B HEKOTOpBIX BapHaHTaX peau3aliu
TaHHOTO n300pereHus: aHTUTeNo npoTuB CDA47 MM ero aHTHIreHCBSI3BIBAOLINKA (parMeHT
conepsxxkut CDR Tsxenoit e SEQ ID NO: 29, 30 u 27 w/unu CDR nerkoii nenu SEQ ID NO:
40, 38 u 39. B npyrux BapuaHTax peaju3ally JAHHOTO M300peTeHust aHTuteno npotus CD47
WIN ero aHTUreHcBssbBaromuil pparment copepskut napy HCVR/LCVR SEQ ID NO: 6/SEQ
ID NO: 14. B gpyrux BapuaHTax peaiu3aluy JaHHOTO u3o0pereHus: aHTUTENo npoTtus CD47
WIN ero aHTHreHcBsi3piBarommii ¢parment copepxxur HCVR, koropass mMeer, mo MeHbIIEH
mepe, okosio 80% romosioruu win uaeHTnuHOCTH (Hampumep, 80%, 85%, 90%, 91%, 92%, 93%,
94%, 95%, 96%, 97%, 98% wunmu 99%) otHocurenpHo SEQ ID NO: 6 w/unmm conepxur LCVR,
KOTOpasi UMeeT, MO MeHblIed Mmepe, okono 80% roMoJIOTMH WM UASHTUYHOCTH (Hampumep,
80%, 85%, 90%, 91%, 92%, 93%, 94%, 95%, 96%, 97%, 98% nnu 99%) orHocutenrHo SEQ ID
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NO: 14.

hB6H12.17

[0243] B HEKOTOpBIX WMJUTFOCTPATHUBHBIX BAapUAHTAX pEANN3aLUH JAHHOTO H300peTeHUs
antureno npotuB CD47 unu ero antureHcsssbiBatomuii pparment conepkut CDR u3 HCVR,
npencrasiennbie kak SEQ ID NO: 7 w/mnu CDR u3 LCVR, npencrasnennsie kak SEQ ID NO:
11. B gpyrux BapuaHTax peaju3aliil JaHHOTO M3o0pereHus: antureno nporus CD47 wnu ero
aHTUreHcBsi3bIBatomMi ¢parment comepxxur CDR tsoxenoit nemm SEQ ID NO: 16, 20 u 18
w/umn CDR nerkoit nemn SEQ ID NO: 31, 32 u 33. B HeKOTOpPBIX BapuUaHTaX peau3aivu
OaHHOTO n300pereHus aHtuteno npotuB CD47 wiaM ero aHTHIeHCBSI3BIBAIOLINKA (parMeHT
conepsxkut CDR Tsxenoit et SEQ ID NO: 25, 26 u 27 w/unu CDR nerkoii nenu SEQ ID NO:
37, 38 1 39. B apyrux BapuaHTax peajH3alHMU JaHHOTO M300pereHus: antureno nporus CD47
WK ero aHTureHcBsi3biBarouil gpparment comepskut napy HCVR/LCVR SEQ ID NO: 7 /SEQ
ID NO: 11. B gpyrux BapuaHTax peanu3aiuy JaHHOTO u300pereHus: aHTUTENo npotus CD47
WIN ero aHTHreHcBsi3piBaroumii ¢parment copepxxutr HCVR, koropass mMeer, mo MeHbIIEH
mepe, okosio 80% romojioruu win uaeHTnaHocTH (Hanpumep, 80%, 85%, 90%, 91%, 92%, 93%,
94%, 95%, 96%, 97%, 98% wumu 99%) otHocurenbHo SEQ ID NO: 7 w/unm comepxutr LCVR,
KOTOpasi UMeeT, MO MeHblned Mmepe, okoino 80% TroMOoNIOTMH W WASHTUYHOCTH (HAmpuMmep,
80%, 85%, 90%, 91%, 92%, 93%, 94%, 95%, 96%, 97%, 98% unu 99%) orHOCcuTEeNnpHO SEQ ID
NO: 11.

hB6H12.18

[0244] B HEKOTOPBIX WJUTFOCTPATHUBHBIX BAapPUAHTAX pEANN3aLUH JAHHOTO H300peTeHus
antureno npotuB CD47 unu ero antureHcsssbiBatonii pparmeHt conepxkut CDR u3 HCVR,
npencrasiennbie kak SEQ ID NO: 7 w/unu CDR u3 LCVR, npencrasnennsie kak SEQ ID NO:
12. B gpyrux BapuaHTax peaju3alyyl JaHHOrO u3o0pereHust antureno npotus CD47 wnu ero
aHTUreHcBsi3bIBatomMi (parment comepxxur CDR Tsoxenoit nemm SEQ ID NO: 16, 20 u 18
w/umn CDR nerkoit nemn SEQ ID NO: 31, 32 u 33. B HeKOTOpPBIX BapuUaHTaX peaU3aliu
HaHHOTO n300pereHus aHTUTEN0 TNpoTuB CD47 miM ero aHTUIeHCBSA3BIBAIOIIMN (PparMeHT
conepsxut CDR Tsixenoit e SEQ ID NO: 25, 26 u 27 w/unu CDR nerkoii nenu SEQ ID NO:
37, 38 1 39. B apyrux BapuaHTax peajH3alMU JaHHOTO M300pereHus: antureno nporus CD47
WIN ero aHTUreHcBs3biBaromid ¢pparment conepsxkut napy HCVR/LCVR SEQ ID NO: 7 /SEQ
ID NO: 12. B apyrux BapuaHTax peanu3aiuy JaHHOTO u3o0pereHus: aHTUTeNno npotus CD47
WIN ero aHTHreHcBsi3piBaroumii ¢parment copepxkutr HCVR, koropass mMeer, mo MeHbIIEH
mepe, okosio 80% romogoruu win uaeHTHaHoCcTH (Hanpumep, 80%, 85%, 90%, 91%, 92%, 93%,
94%, 95%, 96%, 97%, 98% wumu 99%) otHocutenpHo SEQ ID NO: 7 w/unu comepxutr LCVR,
KOTOpasi UMeeT, MO MeHblned Mmepe, okoino 80% TroMOJIOTMH W WASHTUYHOCTH (HampuMmep,
80%, 85%, 90%, 91%, 92%, 93%, 94%, 95%, 96%, 97%., 98% nnu 99%) otHocurensro SEQ ID
NO: 12.

hB6H12.19

[0245] B HEKOTOpBIX WMIUTFOCTPATHUBHBIX BAapPUAHTAX pEANN3aLUHN JAHHOTO H300peTeHUs

antureno npotuB CD47 unu ero antureHcsssbiBaomuii pparmeHt conepxxut CDR u3 HCVR,



56

npencrasiennbie kak SEQ ID NO: 7 w/wnu CDR u3 LCVR, npencrasnensasie kak SEQ ID NO:
13. B npyrux BapHaHTax peanu3alyy JAaHHOTO H300pereHus aHtureno npotuB CD47 wmmu ero
aHTUreHcBsi3bBaromuil parmeHT comep:xkutr CDR Tskenoit nermn SEQ ID NO: 16, 20 u 18
w/umu CDR nerkxoit mermn SEQ ID NO: 31, 32 u 33. B HEKOTOpPBIX BapHaHTaxX peajn3aluu
naHHOro wusoOpereHusi aHtutesno npotuB CD47 wmnm ero aHTUreHCBSI3BIBAOIIMI (parMeHT
conepxut CDR tspxenoit nenu SEQ ID NO: 25, 26 u 27 u/umu CDR nerkoii uenu SEQ ID NO:
37, 38 u 39. B npyrux BapmaHTax peaju3aluyl JaHHOTO M300pereHus aHtuteno npotus CD47
WIKM ero aHTureHcBsi3biBarouii pparment comepsxkut napy HCVR/LCVR SEQ ID NO: 7 /SEQ
ID NO: 13. B apyrux BapuaHTax peanusaluy JaHHOTO M300peTeHus: aHTUTeNo npoTuB CD47
WIN ero aHTHreHcBsi3biBaroumii ¢parment copepxkutr HCVR, koropass mMeer, mo MeHbIIEH
mepe, okosio 80% romonoruu win uaeHTHIHOCTH (Hanpumep, 80%, 85%, 90%, 91%, 92%, 93%,
94%, 95%, 96%, 97%, 98% wumu 99%) otHocurenpbHo SEQ ID NO: 7 w/wunu conepxutr LCVR,
KOTOpasi UMeeT, MO MeHblned Mepe, okoio 80% TroMONIOTMM WM WASHTUYHOCTU (HampuMmep,
80%, 85%, 90%, 91%, 92%, 93%, 94%, 95%, 96%, 97%, 98% umu 99%) otHocutenpHO SEQ ID
NO: 13.

hB6H12.20

[0246] B HEKOTOPBIX HMIUTFOCTPATHUBHBIX BAapPUAHTAX PEANU3ALNH JAHHOTO H300peTeHUs
antureno npotuB CD47 unm ero antureHcsssbiBaromnil pparmeHt conepkut CDR u3 HCVR,
npencrasiennabie kak SEQ ID NO: 7 w/mnu CDR u3 LCVR, npencrasnennsie kak SEQ ID NO:
14. B npyrux BapwaHTax peanu3alyy JAaHHOTO H300pereHus aHTureno npotus CD47 wmu ero
aHTUreHcBsi3bBatomuil pparmeHt comep:xkutr CDR Tskenoit nermn SEQ ID NO: 16, 20 u 18
w/wmm CDR nerkxoit nermn SEQ ID NO: 34, 35 u 33. B HEKOTOpPBIX BapuUaHTaX peaH3aiiu
naHHOro wu3oOperenusi aHturesno npotuB CD47 wmnm ero aHTUreHCBSI3BIBAIOIIUI (parMeHT
conepxut CDR tspxenoit nenu SEQ ID NO: 25, 26 u 27 u/umu CDR nerkoii uenu SEQ ID NO:
40, 38 u 39. B apyrux BapuaHTax peaju3aliy JAHHOTO M300pereHus aHtureno nporus CD47
WK ero aHTUreHcBsi3biBarouii pparment comepskut napy HCVR/LCVR SEQ ID NO: 7 /SEQ
ID NO: 14. B apyrux BapuaHTax peaiu3alvy JaHHOTO M300pereHus: aHTUTeNo npoTuB CD47
WIA ero aHTHreHcBsi3biBaroumii ¢parmeHt copepxxutr HCVR, koropas umeer, mo MeHbIneH
mepe, okosio 80% romosyioruu win uaeHTnaHoctH (Hanpumep, 80%, 85%, 90%, 91%, 92%, 93%,
94%, 95%, 96%, 97%, 98% wumu 99%) otHocurenpbHo SEQ ID NO: 7 w/unu conepxutr LCVR,
KOTOpasi UMeeT, MO MeHblned Mmepe, okono 80% roMONIOTMH WM UASHTUYHOCTH (Hampumep,
80%, 85%, 90%, 91%, 92%, 93%, 94%, 95%, 96%, 97%, 98% umu 99%) otHocuTenpHO SEQ ID
NO: 14.

hB6H12.21

[0247] B HEKOTOPBIX WIUTFOCTPATHUBHBIX BAapPHUAHTAX PEANN3ALNH JAHHOTO H300peTeHUs
antureno npotuB CD47 unm ero antureHcsssbiBaomnil pparmeHt conepkut CDR 3 HCVR,
npencrasiennabie kak SEQ ID NO: 8 w/min CDR u3 LCVR, npencrasnennsie kak SEQ ID NO:
11. B apyrux BapmaHTax peanu3alyy JAaHHOTO H300pereHus aHTureno npotuB CD47 wmmu ero
aHTUreHcBsi3bBaromuil pparmeHT comep:xkutr CDR Tskenoit nermn SEQ ID NO: 23, 24 u 18

w/umu CDR nerkoit nemn SEQ ID NO: 31, 32 u 33. B HEKOTOpPBIX BapUaHTaX peaTH3aliu
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DaHHOTO n300pereHus: aHTHTENO mpoTtuB CD47 mnm ero aHTUIeHCBA3BIBAKOIIMN (PparMeHT
comepsxkut CDR Tsxenoit e SEQ ID NO: 29, 26 u 27 w/unu CDR nerkoii neru SEQ ID NO:
37, 38 u 39. B apyrux BapuaHTax peaju3aliy JAHHOTO M300peTeHus aHtuteno npotus CD47
WK ero aHtureHcssizbiBarommii pparment copepxkur mapy HCVR/LCVR SEQ ID NO: 8/SEQ
ID NO: 11. B gpyrux BapuaHTax peanusaluu JaHHOTO u3o0pereHus: aHTUTeno npotus CD47
WIN ero aHTHreHcBsi3piBarommi ¢parment comepxxut HCVR, kxoropas mmeer, Mo MeHbIIEH
mepe, okosto 80% romMosoruu Wim uaeHTHIHOCTH (Hanpumep, 80%, 85%, 90%, 91%, 92%, 93%,
94%, 95%, 96%, 97%, 98% wunu 99%) otHocurenpbHo SEQ ID NO: 8 w/unu comepxkutr LCVR,
KOTOpasi UMEET, MO MeHbIIel mepe, okoyso 80% romMosoruv WM WASHTHYHOCTH (HAmpumep,
80%, 85%, 90%, 91%, 92%, 93%, 94%, 95%, 96%, 97%, 98% unu 99%) orHocuTenpHO SEQ ID
NO: 11.

hB6H12.22

[0248] B HEKOTOPBIX MIUTFOCTPATHUBHBIX BapHUAHTAX PEATN3ALNH JAHHOTO H300peTeHUs
antuteno npotuB CD47 unm ero antureHcsssbiBaromuii pparment conepxkut CDR u3 HCVR,
npencrasiennbie kak SEQ ID NO: 8 w/mniu CDR u3 LCVR, npencrasnennsie kak SEQ ID NO:
12. B apyrux BapwaHTax peanu3alyy JAaHHOTO M300pereHws aHtureno npotus CD47 wmu ero
aHTUreHCBsi3bBaromuid (parmeHT comep:xkut CDR Tskenoit nermn SEQ ID NO: 23, 24 u 18
w/mmm CDR nerkoit nemn SEQ ID NO: 31, 32 u 33. B HEKOTOpBIX BapHaHTaxX peayu3aliu
OaHHOTO n300pereHus: aHTHTENO npoTtuB CD47 mnm ero aHTUIeHCBA3BIBAIOIIMN (PparMeHT
comep:xkut CDR Tsxenoit e SEQ ID NO: 29, 26 u 27 w/unu CDR nerkoii neru SEQ ID NO:
37, 38 u 39. B apyrux BapuaHTax peaju3alMy AaHHOro n3o0pereHust antureno npotus CD47
WIH ero aHtureHcssizbiBarommii pparment copepxkur mapy HCVR/LCVR SEQ ID NO: 8/SEQ
ID NO: 12. B gpyrux BapuaHTax peanu3aluy JaHHOTO u3o0pereHus: aHTUTeno npotus CD47
WIN ero aHTHreHcBs3piBarommi ¢parment comepxur HCVR, kxoropas mMeer, mo MeHbLIEH
mepe, okosio 80% roMoJIOruH MK UuAeHTUYHOCTH (Harpumep, 80%, 85%, 90%, 91%, 92%, 93%,
94%, 95%, 96%, 97%, 98% wunmu 99%) otHocurenpbHo SEQ ID NO: 8 w/unu comepxkutr LCVR,
KOTOpasi UMEET, MO MeHbInel mepe, okoyso 80% roMoJoruv WU UAEHTUYHOCTU (HAampumep,
80%, 85%, 90%, 91%, 92%, 93%, 94%, 95%, 96%, 97%, 98% unu 99%) orHocuTenpHO SEQ ID
NO: 12.

hB6H12.23

[0249] B HEKOTOPBIX MIUTFOCTPATHUBHBIX BAapPUAHTAX PEATN3ALNH JAHHOTO HU300peTeHUs
antuteno npotuB CD47 unm ero antureHcsssbiBaromui ¢pparment copepskut CDR u3 HCVR,
npencrasiennbie kak SEQ ID NO: 8 w/mniu CDR u3 LCVR, npencrasnennsie kak SEQ ID NO:
13. B apyrux BapwaHTax peanu3alyy JAaHHOTO H300pereHus aHtureno npotus CD47 wmu ero
aHTUreHCBsi3bIBatomui ¢parmMeHT comep:;kut CDR Tsokenoit menn SEQ ID NO: 23, 24 u 18
w/mmm CDR nerkoit nen SEQ ID NO: 31, 32 u 33. B HEKOTOpBIX BapHaHTaX peayu3aliu
DaHHOTO n300pereHus: aHTHTENO mpoTtuB CD47 mim ero aHTUIeHCBA3BIBAIOIIMN (PparMeHT
conep:xkut CDR Tsxenoit e SEQ ID NO: 29, 26 u 27 w/unmu CDR nerkoii neru SEQ ID NO:
37, 38 u 39. B apyrux BapHaHTax peajM3allMy AaHHOrO M300pereHust antureno nporus CD47
WK ero aHtureHcssizbiBarommii pparment copepxkur mapy HCVR/LCVR SEQ ID NO: 8/SEQ



58

ID NO: 13. B gpyrux BapuaHTax peaju3aluy JaHHOTO u3o0pereHus: aHTUTENo npotuB CD47
WIN ero aHTHreHcBsizpiBaroumii ¢parment comepxutr HCVR, koropas mMeer, 1Mo MeHbIIEH
Mmepe, okoio 80% romosyioruu win uaeHTnaHocTH (Hanpumep, 80%, 85%, 90%, 91%, 92%, 93%,
94%, 95%, 96%, 97%, 98% unmu 99%) orHocurensro SEQ ID NO: 8 w/umu conepxur LCVR,
KOTOpasi UMeeT, MO0 MeHblIed Mepe, okosno 80% romMonoruu WM UAEHTUYHOCTH (Hampumep,
80%, 85%, 90%, 91%, 92%, 93%, 94%, 95%, 96%, 97%, 98% nnu 99%) orHocurenrHo SEQ ID
NO: 13.

hB6H12.24

[0250] B HeKOTOPBIX MJUTIOCTPATHBHBIX BAPUAHTAX pPeajH3aliH JAHHOTO HU300pETeHUsI
antureno npotuB CD47 unm ero antureHcBszbiBaromii ¢pparment copepxkut CDR u3 HCVR,
npencrasiennbie kak SEQ ID NO: 8 w/unu CDR u3 LCVR, npencrasnennbie kak SEQ ID NO:
14. B npyrux BapwaHTax peanu3alyy JAaHHOTO M300pereHws aHTureno npotus CD47 wmu ero
aHTUreHCBs3bIBaromui ¢parmMeHT comep:;kut CDR Tsxenoit nenn SEQ ID NO: 23, 24 u 18
w/mm CDR nerkoit nemn SEQ ID NO: 34, 35 u 33. B HEKOTOpBIX BapHaHTaX peau3aLiH
maHHOTO n300pereHus: aHTHTENO mpoTuB CD47 miM ero aHTUTeHCBSA3BIBAIOIIMN (PparMeHT
conepsxxkut CDR Tsxenoit e SEQ ID NO: 29, 26 u 27 u/unun CDR nerkoii uenu SEQ ID NO:
40, 38 u 39. B npyrux BapuaHTax peaqu3ally JAHHOTO M300peTeHus aHTuteno npotus CD47
WIN ero aHtureHcesi3biBarommid pparment copepxkur mapy HCVR/LCVR SEQ ID NO: 8/SEQ
ID NO: 14. B gpyrux BapuaHTax peaju3aluy NaHHOTO M300pereHwst aHTUTeNno npotus CD47
WIN ero aHTHreHcBs3piBaroumii ¢parment copepxkur HCVR, koropas mmeer, mo MeHbIIEH
mepe, okosio 80% romosioruu win uaeHrnaHocTH (Hanpumep, 80%, 85%, 90%, 91%, 92%, 93%,
94%, 95%, 96%, 97%, 98% unmu 99%) otHocurensHo SEQ ID NO: 8 w/unu conepxur LCVR,
KOTOpasi UMeEeT, 10 MeHblIeH Mepe, okoso 80% roMoNoruu WiM UAEHTUYHOCTH (Hampumep,
80%, 85%, 90%, 91%, 92%, 93%, 94%, 95%, 96%, 97%, 98% nnu 99%) orHocutenrHo SEQ ID
NO: 14.

HB6H12.3 G91A

[0251] B HEKOTOpBIX MJUTFOCTPATHUBHBIX BAapPUAHTAX pEATN3ALUH JAHHOTO HU300peTeHUs

antureno npotuB CD47 unm ero antureHcsssbiBatonii pparment conep:kut CDR u3 HCVR,
npencrasiennbie kak SEQ ID NO: 3 w/unu CDR u3 LCVR, npencrasnennsie kak SEQ ID NO:
15. B apyrux BapwaHTax peanu3alyy JAaHHOTO M300pereHws aHTureno npotus CD47 wmu ero
aHTUreHcBsi3bBaromui pparmeHt comepkut CDR Tskenoit nemun SEQ ID NO: 16, 17 u 18
w/mmm CDR nerkoit nemn SEQ ID NO: 34, 35 u 36. B HEKOTOpBIX BapHaHTaX peau3aLiH
DaHHOTO n300pereHus: aHTUTENO npoTuB CD47 miM ero aHTUTeHCBS3BIBAIOIIMN (PparMeHT
conepsxxkut CDR Tsxenoit e SEQ ID NO: 25, 26 u 27 w/unu CDR nerkoit nenu SEQ ID NO:
40, 38 u 41. B npyrux BapmaHTax peaqu3ally JAHHOTO M300peTeHus aHTutesno npotus CD47
WIN ero aHtureHcesi3biBarommii pparment copepxkur mapy HCVR/LCVR SEQ ID NO: 3/SEQ
ID NO: 15. B gpyrux BapuaHTax peaju3aluy NaHHOTO M300pereHus: aHtuteno npotus CD47
WIN ero aHTHreHcBs3piBaroumii ¢parment copepxkur HCVR, koropas ummeer, mo MeHbIIEH
mepe, okoio 80% romosioruu win uaeHrnaHocTH (Hanpumep, 80%, 85%, 90%, 91%, 92%, 93%,
94%, 95%, 96%, 97%, 98% unmu 99%) otHocutensro SEQ ID NO: 3 w/unu comepxutr LCVR,
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KOTOpasi UMeeT, MO MeHblned Mmepe, okoio 80% TroMoJIOTMH WM WASHTUYHOCTH (Hampumep,
80%, 85%, 90%, 91%, 92%, 93%, 94%, 95%, 96%, 97%, 98% nnu 99%) orHocuTenpHO SEQ ID
NO: 15.

Ab47

[0252] B HEKOTOpBIX MJUTFOCTPATHUBHBIX BAPHAHTAX PEaTU3ALNM JAHHOTO M300peTeHus
antureno npotuB CD47 unu ero antureHcsssbiBaomuii pparment conep:kut CDR 3 HCVR,
npencrasnenHble kak SEQ ID NO: 2 w/unu CDR u3 LCVR, npexncrasnennsie kak SEQ ID NO:
10. B npyrux BapuaHTax peanu3aliy JAaHHOTO M300peTeHus anturesno npotus CD47 wmu ero
aHTUreHCBs3bIBatoIuid (parmeHT comep:kut CDR Tskenoit e SEQ ID NO: 16, 17 u 18
w/mwmm CDR nerkoit nemu SEQ ID NO: 31, 32 u 33. B HEKOTOpBIX BapHaHTaX peau3aLiH
HaHHOTO n300pereHus: aHTHTENO NpoTuB CD47 miM ero aHTUIeHCBSA3BIBAKOIIMN (PparMeHT
conepsxxut CDR Tsxenoit e SEQ ID NO: 25, 26 u 27 w/unmu CDR nerkoit nenu SEQ ID NO:
37, 38 1 39. B apyrux BapuaHTax peajH3alMy JaHHOTO M300pereHus: antureno nporus CD47
WM ero aHtureHcBsi3biBarommii pparment comepxkur mapy HCVR/LCVR SEQ ID NO: 2/SEQ
ID NO: 10. B gpyrux BapuaHTax peanu3aly JaHHOTO M300peTeHus: aHTuTeno npotus CD47
WIN ero aHTHreHcBsi3piBaroumii ¢parment copepxkur HCVR, koropass mMeer, mo MeHbIIEH
mepe, okosio 80% romogyioruu win uaeHTnaHocTH (Hanpumep, 80%, 85%, 90%, 91%, 92%, 93%,
94%, 95%, 96%, 97%, 98% wunmu 99%) otHocutenbro SEQ ID NO: 2 w/umm comepxutr LCVR,
KOTOpasi UMeeT, Mo MeHbled Mmepe, okoino 80% TroMoJIOTMH WM UASHTUYHOCTH (HampHuMmep,
80%, 85%, 90%, 91%, 92%, 93%, 94%, 95%, 96%, 97%, 98% nnu 99%) orHOcuTenpHO SEQ ID
NO: 10.

mB6H12

[0253] B HEKOTOpBIX MJUTFOCTPATHUBHBIX BapUAHTAX peau3alii JaHHOTO H300peTeHusl
antuteno npotuB CD47 unu ero antureHcsssbiBaomuii pparment conep:kut CDR 3 HCVR,
npencrasnenHble kak SEQ ID NO: 1 w/unu CDR u3 LCVR, npexncrasnennsie kak SEQ ID NO:
9. B npyrux BapwaHTax peaju3aludl JaHHOTO M300pereHus: aHTurenao npotus CD47 wumu ero
aHTUreHcBs3bIBatoIui (parmeHT comep:kut CDR Tskenoit nenmn SEQ ID NO: 16, 17 u 18
w/mwmm CDR nerkoit nenu SEQ ID NO: 31, 32 u 33. B HEKOTOpBIX BapHaHTaX peau3aLiH
HaHHOTO n300pereHus: aHTUTEN0 mpoTuB CD47 miM ero aHTUreHCBS3BIBAKOIIMN (PparMeHT
conepsxxkut CDR Tskenoit e SEQ ID NO: 25, 26 u 27 w/uym CDR nerkoii nenn SEQ ID NO:
37, 38 1 39. B apyrux BapuaHTax peajH3alMU JaHHOTO n3o0pereHus: antureno nporus CD47
WIH ero aHTureHcBsi3biBarommii pparment comepxkur mapy HCVR/LCVR SEQ ID NO: 1/SEQ
ID NO: 9. B npyrux BapuaHTax peaju3alydu JaHHOTO n300peTeHust antutenno npotus CD47 wim
ero antureHcBsizbBaromui GparmeHT comepxkut HCVR, koropas mmeer, mo MeHbIIeH Mmepe,
okoJio 80% roMoJIoruu Wik UAEHTUIHOCTH (Hampumep, 80%, 85%, 90%, 91%, 92%, 93%, 94%,
95%, 96%, 97%, 98% wmm 99%) otHocutenbHo SEQ ID NO: 1 w/wmm comepxkutr LCVR,
KOTOpasi UMeeT, MO MeHbleH Mmepe, okoio 80% TroMoJIOTMH WM UASHTUYHOCTH (Hampumep,
80%, 85%, 90%, 91%, 92%, 93%, 94%, 95%, 96%, 97%, 98% nnu 99%) orHOcuTenpHO SEQ ID
NO: 9.

[0254] AnTturena npotus CD47 u ux aHTHreHCBsI3pIBaroIue (PparMeHThl, OMUCAHHbBIE B
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JAHHOM JOKYMEHTE, MOTYT OBbITh SKCIIPECCHPOBaHbI B MonupuumpoanHoi Gpopme. Hanmpumep,
00JIaCTh JOTMOHUTEIBHBIX AMHHOKUCIIOT, OCOOCHHO 3apsKEHHBIX aMHHOKHCIIOT, MOXKET OBITh
nobasneHa Kk N-koHLy antutena npotus CD47 unu ero aHTUreHCBs3bIBAIOIIEro pparMeHTa A
yJIyYIIEeHUs] CTaOWJIBHOCTH U YCTOMYMBOCTH B KJIETKE-XO3SIMHE BO BPEMsl OYHUCTKU I TPU
nocjenyeM oOpalieHud W XpaHeHuu. Takke mnenTuaHbie (pParMeHTbl MOTyT ObITh
noGasyieHbl K anTutey npoTuB CD47 wiu ero aHTUreHCBsA3bIBaIOIEMY (DparMeHTy Mo JaHHOMY
u300peTeHnto At oOyierdeHus OYHMCTKH. Takue o0nacTh MOryT OBITh  yOAJeHbl [0
OKOHYATEJIbHOTO TIOJIyYeHUsI MOJIEKYJIbI aHTUTeNla WM, IO MEHbIIeH Mepe, OIHOTrO ee
¢dbparmenTa. Takue crocoObl OMUCaHbI BO MHOTHX CTAaHIAPTHBIX JTA0OPATOPHBIX PYKOBOJCTBAX,
Takux kak Sambrook, uutupoBano Bbime; Ausubel, et al., ed., Current Protocols In Molecular
Biology, John Wiley & Sons, Inc., NY, N.Y. (1987-2001).

[0255] Anturena npotuB CD47 min UX aHTUTEHCBA3BIBAIOIINE (DPArMEHTHI, OMMUCAHHbBIE
B JJAHHOM JIOKYMEHTE, OOBIYHO CBsi3bIBat0T CD47 ¢ paBHOBECHOH KOHCTAaHTAHTOW CBSI3BIBAHUS
=1 mxM, "anpumep, =100 uM, npeanoururensbHo, =10 HM u, Gonee npeanouTUTENBHO, =1
HM, KaK M3MEPEHO C MCMOJIb30BAHHEM CTAHIAPTHBIX AHAJIM30B CBS3BIBAHUS, HATIPUMED, aHAITU3
CBSI3BIBAHMSI HA OCHOBE TEXHOJIOTUH Biacore.

[0256] Monekysibl aHTUTEN MO HAHHOMY H300PETEHHUI0 MOJKHO OXapaKTepH30BaTh
OTHOCUTEJNIbHO 3TajJIoHHOro anturena nporus CD47, nanpumep, B6H12, 2D3, MABL, CC2C6
unu BRIC126. Antureno B6H12 onucano, nHanpumep, B nareHteHTax CIIA Ne 5,057,604 u
9,017,675, xommepuecku poctymHo or Abcam, PLC, Santa Cruz Biotechnology, Inc. u
eBioscience, Inc.

BapuanTtb! I TUKO3UINDOBAHUS

[0257] Anrturena npotus CD47 m MX aHTUT€HCBsI3bIBAIOIIUE (HPAarMEHThI MOTYT OBITH
TJIMKO3WJIMPOBAHbI B KOHCEPBATHBHBIX IOJIOKEHUSAX B MX KOHCTaHTHBIX oOnactsax (Jefferis and
Lund, (1997) Chem. Immunol. 65:111-128; Wright and Morrison, (1997) TibTECH 15:26-32).
OnurocaxapuaHbie OOKOBbIE ILIEMH UMMYHOTJIOOYJIMHOB BIUSIOT Ha QyHkiuo Oenka (Boyd et
al., (1996) Mol. Immunol. 32:1311-1318; Wittwe and Howard, (1990) Biochem. 29:4175-4180)
U BHYTPUMOJIEKYJSIPHOE B3aMMOACHCTBUE MEXKIY YacTSAMU TIIUKONPOTEHHA, KOTOPbIE MOTYT
BJIMATh HAa KOH(POPMALMIO U MPEICTABICHHYIO TPEXMEPHYIO IMOBEPXHOCTb TIIIMKOMPOTEHHA
(Jefferis and Lund, muruposano Boime;, Wyss and Wagner, (1996) Current Op. Biotech. 7:409-
416). Onurocaxapuabl TakK€ MOTYT CIYKHTb JJISi HALEJIMBAHUS JAHHOTO TJIMKONPOTEHHA Ha
OTpeNeIeHHbIE MOJIEKYJIbI Ha OCHOBE CHelu(UYeCKHX CTPYKTYp pacno3HaBaHusi. Hampumep,
coolmanoch, dYro B  arajakro3wimpoBaHHoM IgG  ommrocaxapumsblii  QparMeHT
«BBICKaJIb3bIBAET» M3 MpocTpaHcTa Mexkny CH2, u koHIeBble ocTaTku N-aleTHITIIOKO3aMIHA
CTaHOBSITCS NOCTYITHBIMH JJIsS CBsI3bIBaHUs Oeyika, cBsi3biBarolero MaHHo3y (Malhotra et al.,
(1995) Nature Med. 1:237-243). Vnanenue rmukonentuaaszoii onurocaxapunos ni3 CAMPATH-
IH (pexoMOMHAaHTHOrO T'YMAaHM3MPOBAHHOI'O MBIIIMHOIO MOHOKJIOHaJNbHOro antutena IgGl,
KoTopoe pacno3Haer aHTHreH CDwS52 numdormroB yenoBeka), MPOAYLHUPYEMOTO B KJIETKaX
angHuka kutaiickoro xomsuka (CHO), nmpuBOAMIO K TMONHOMY CHIDKEHHIO KOMIUIEMEHT-
onocpenoanHoro jusuca (CMCL) (Boyd et al., (1996) Mol. Immunol. 32:1311-1318), B TO
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BpeMsl KaK CEeJEeKTHBHOE YAAJeHHe OCTATKOB CHAJOBOM KHCIOTBI C HCIOJNb30BAHUEM
HelipamuHuaasel He npusoawio k norepe CMCL. Takke coobmanock, 4To MIUKO3WINPOBAHUE
AHTUTEJ BJIMAET HAa aHTUTEJIO3aBUCUMYIO KJIETOUHYI0 uToTOKCHYHOCTh (A3KLI). B wactHOCTH,
coobmanoce, uyto kiaerku CHO ¢ perymupyemoii terpaumkinHoMm skcrpeccuern ofl,4) -N-
aueTmirmokosaMuauaTpancdepasst 111, rukoszuntpanchepasbl, KaTamH3HpyroIel oOpa3oBaHie
oucektHoro GIcNAc, obnamarot noBbiiieHHONH akTUBHOCTHIO AS3KILI. (1999) Mature Biotech.
17:176-180).

[0258] T'nuko3uaMpoBaHHE AHTUTEN OOBIMHO siBJsieTcsl OO N-cBsizaHHBIM, OO0 O-
CBSI3aHHBIM. N-CBSI3aHHO€ OTHOCHUTCSI K MPUCOENWHEHHIO YIJIEBOAHON 4YacTH K OOKOBOH Liemu
ocTaTKa acraparvta. TpHUIenTHIHbIe TOCIEeI0BATEIbHOCTH acaparii-X-CepruH U acraparuH-X-
TPEOHHH, r7ie X MPEACTaBIsieT cOOOH 0Oy aMHHOKUCIIOTY, KPOME MPOJIMHA, MPENCTABJISIOT
coOOW  TMOCNIENOBAaTEIPHOCTH  PACMO3HABAHUS Ui (PEPMEHTATUBHOTO  NPUCOEIHHEHHS
yTJIEBOIHOTO (hparMeHTa K OOKOBOM LNy acnaparuHa. TakuM oOpa3oM, MPUCYTCTBHE JIFOOOH 13
STUX TPUIENTHAHBIX IOCIENOBATEIBHOCTEH B IMOJNUIENTHAE CO3MAeT IMOTEHLHAIbHBIN CaiT
ruKo3uupoBaHus. O-CBA3aHHOE TIIMKO3MIIMPOBAHUE OTHOCUTCS K MPUCOSAMHEHUIO OJHOTO U3
caxapoB N-aleTWIraTakTO3aMHHA, TaJaKTO3bl WM KCHUJIO3BI K THAPOKCHAMHHOKHUCIIOTE, Yalle
BCEr0 CEPUHY WJIM TPEOHUHY, XOTSI TaK)K€ MOXKHO HCIIOJIBb30BaTh S-THAPOKCUIPOIUH I S-
THOPOKCUITU3UH.

[0259] BapuaHThl TIMKO3WJIMPOBAHUS AHTHUTEN NPEACTABISIIOT COOOW BapHAHTHI, B
KOTOPBIX ~ NAaTTePH  [IMKO3WIMPOBAHUS  aHTUTeNa  u3MeHserca. Ilong  w3MeHeHueM
NOZPa3yMeBaeTCs yaleHne OHON 1 Ooee yriaeBOAHbBIX TPy, OOHAPYKEHHBIX B aHTUTEIIE,
nobasneHue onHOW wuiau Oonee YIJIEBOAHBIX TIPYNI K AaHTUTENY, H3MEHEHHE COCTaBa
TIIUKO3UIINPOBaHUs (ITATTEPH TIIMKO3WINPOBAHUSA), CTETNIEHN TTIMKO3MIIMNPOBAHUS U T. .

[0260] [doOaBneHue calTOB TINIMKO3MIMPOBaHMSA K aHTuTeny npotuB CD47 wunm ero
AHTUTEHCBS3BIBAIOIIEMY  (DparMeHTy  MOXeT OBITb  JOCTUTHYTO IIyTeM  HM3MEHEHUS
AMUHOKHCJIOTHOH TOCIENOBATEIbHOCTH TAKUM 00pa3oM, YTOOBI OHA coep:kaia OnHy Hin OoJjee
ONMUCAHHBIX BBbIIIE TPHUIENTUIHBIX TOCHEAOBaTeNbHOCTEH (s N-CBsI3aHHBIX ~ CAHTOB
TJIUKO3MITUPOBaHus). MI3MEeHEeHHe TakKe MOXKET ObITh OCYIIECTBJICHO MyTeM NOOAaBJICHHUS MU
3aMEHbI OJJTHOTO WU 0oJiee OCTATKOB CEpUHA WIJIM TPEOHHHA K MOCJIENOBATEIbHOCTH HCXOIHOTO
aatutena (mist O-CBA3aHHBIX CAWTOB TIIIMKO3WIMPOBAHUS). AHAJIOTHYHO, yIAaJ€HHE CaHTOB
TJTIUKO3MIIUPOBAHHUS MOXKET OBbITh IOCTHTHYTO MyT€M H3MEHEHHs aMHUHOKHCIOT B HATHBHBIX
caifTax MIMKO3WJIMPOBAHUS aHTUTEIIA.

[0261] AMUHOKHCIIOTHASI TIOCIENOBATEIbHOCTh OOBIMHO M3MEHSIETCS MyTeM H3MEHECHHSI
COOTBETCTBYIOIIEH MOCIEAOBATEIPHOCTH HYKJIEMHOBOH KHUCJIOTBL. OJTH CHOCOOBI BKIIFOYAIOT
BbIJIEJIEHUE U3 TPUPOIHOrO HCTOYHHUKA (B CIydae MPUPOAHBIX BAPHUAHTOB AMHHOKHCIIOTHBIX
NOCJIEIOBATENbHOCTEH) WIIM TIOJyYeHUE C MOMOIIBIO OJIMTOHYKJIEOTH/-OMOCPENOBAHHOTO (MIIH
CalT-HaNpaBJIEHHOTO) MyTareHesa, Mytarenesa ¢ nomombto [P m kacceTHoro myrareHesa
paHee MOJy4YeHHOrO BapUaHTa aHTHUTENA WIN BEPCUH, HE OTHOCSIIEHCS K BADUAHTY aHTHUTEIA.

[0262] I'muxo3unupoBaHue (BKJIIOYAs MATTEPH INIMKO3WIMPOBAHUS) AHTUTEN TaKXKe

MOKET OBITh HM3MEHEHO ©Oe3 H3MEHEHHS] aMUHOKHCJIOTHOMN nocjaeaoBaTCIbHOCTHU  HMJIM
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COOTBETCTBYIOLIEH HYKJIEOTHAHON MOCIENOBATENbHOCTH. | TMKO3MINPOBAHUE B 3HAYUTEIBHOM
CTETEHU 3aBUCHT OT KJIETKU-XO35MHA, UCIOJIb3YEeMOH Ui JKCIpeccuu aHtutena. Ilockonbky
TUI KJIETOK, HCIIOJNB3YEeMbIX MJIsi SKCIPECCHU PEKOMOMHAHTHBIX TJIMKOMPOTEHHOB, HAIPUMEp
AQHTHUTEJ, B KA4eCTBE MOTEHIUAJIbHBIX TEPANEBTUYECKUX CPEACTB, PEAKO SIBIISIETCS HATUBHOM
KJIETKOHM, MOKHO OXKHJIaTh 3HAYUTEJbHBIX U3MEHEHHH B MaTTEPHE TNIMKO3UJIUPOBAHUS aHTUTEN.
Cwm., Harmpumep, Hse et al.,, (1997) J. Biol. Chem. 272:9062-9070. B nononHeHue x BBIOOPY
KJIETOK-X0351€B (haKTOPBI, KOTOPbIE BIHUSIOT HAa TIMKO3UJIMPOBAHUE BO BpeMsi pEeKOMOMHAHTHOM
NPOAYKIMKM AHTHTEN, BKIIOYAIOT PEKHUM pOCTa, COCTaB Cpenbl, IJIOTHOCTb KYJBTYPBI,
OKCUTeHaluIo, pH, cxeMbl OUHUCTKU U TOMY MOAOOHOEe. BbUIH MpemioKeHbl pa3IMuHbIe CIIOCOOBI
U3MEHEHUs] MaTTEePHA TJIUKO3UJIHUPOBAHUS, NOCTUTAEMOr0 B KOHKPETHOM OpTraHU3Me-XO03sUHE,
BKJIIOYAsT BBEICHHE WJIH U30BITOUHYIO SKCIPECCUIO OMpeNesieHHBIX (PepMEHTOB, BOBJIEUEHHBIX B
npoaykuuro  onurocaxapunoB  (marentsl  CIITA  Ne  5047335; 5510261; 5278299).
I'Muko3mmpoBaHUe WK ONPEEIeHHbIE THUITbI TIMKO3UIIUPOBAHUS MOTYT OBbITh (DePMEHTATUBHO
yIaJeHbl W3 TJIHMKOMpPOTEHHA, HAmpuUMep, C HCIONb30BaHMEM sHaormuko3unassl H (Oumo H,
Endo H). Kpome Toro, pekoMOMHAaHTHAasi KJIETKA-XO3SIMH MOXKET OBITh TE€HEeTHYECKU
CKOHCTPYMPOBaHAa, HANpUMeEp, TMOBpPEXAeHa TMpPH MPOLECCHHIe ONPENEeNIeHHBIX THIIOB
nojrcaxapuioB. Takue u nogo0HbIe CrTOcOOBI XOPOIIO U3BECTHBI B JAHHOHN 00JIACTH TEXHUKH.

[0263] CTpykTypa MIMKO3UIMPOBAHUS AHTUTEN MOXKET OBITh JIETKO NMPOAHATU3NPOBAHA C
MIOMOIIBI0 OOBIMHBIX CHOCOOOB aHAIM3a YIJIEBOAOB, BKJIOYAs JIEKTHHOBYIO XpomaTorpaduro,
AMP, Macc-cniekrpomerputo, BOXX (HPLC), I'TIX (GPC), ananu3 coctaBa MOHOCaXapHuAOB,
nocnenosarenbHoe (pepmenratuBHoe pacmerienne U BOAOX-UAJl (HPAEC-PAD), B
KOTOPOM HCIIONIB3YETC aHMOHOOOMeHHass xpomarorpadus ¢ BbicokuM pH nist paszpeneHus
OJIUTOCaxapuaoB Ha ocHoBe 3apsaa. (CrnocoObl BBICBOOOXKIEHHS] OJMIOCAXapUIOB AJIs
AHATUTHYECKUX IeJiell Takke M3BECTHbI M BKIIIOYAIOT, 0e3 orpaHuueHus, (HEepMEHTATUBHYIO
00paboTky (OOBIMHO BBIMOJHSIEMYI) C HCHOJb30BaHUMEM menTua-N-riuko3uaassl  F/aHmo-
BranakTo3unasbl), SJUMHHALMI C HCIOJb30BAHHEM JKECTKOW INEJOYHOM Cpenmbl IS
BBICBOOOKIEHHS] B OCHOBHOM (O-CBSI3aHHBIX CTPYKTYp, M XUMHYECKHE CIOCOOBI C
UCTIONIb30BAaHUEM OE3BOJHOIO THApa3WHa Uil BBICBOOOXKAEHMs Kak N-, Tak u O-CBS3aHHBIX
OJIUTOCAXaPHUIOB.

[0264] TIpenmoututenbHoii Qopmoili MomupUKauKu TIUKO3WIUPOBAHUS AHTUTEI
SIBJIIETCSL CHIDKEHHOE (DYKO3WIIMPOBaHHE OCTOBA. «PYKO3MIMPOBAHHE OCTOBAa» OTHOCUTCS K
nobasneHnro (Gykosnl («pyko3winpoBanHue») k N-amermnrmoko3amuHy («GIcNAcy») Ha
BOCCTaHABIIMBAIOIIEM KOHLIE N-CBS3aHHOTO IJIMKAHA.

[0265] «CnoxHasi N-TIIUKO3HMI-CBSI3aHHAS CaxapHas Mernb» OObIYHO CBs3aHA C
acnaparuHoM 297 (cormacHo Hymepauuu mno Kalaty). B KOHTekcTe MaHHOTO JOKYMEHTA,
cnokHast N-TIMKO3HMI-CBsI3aHHAsl caxapHas LEMb MMeeT OMAaHTEHAPHYIO CIIOXKHYIO CaxapHYHO

LieTlb, B OCHOBHOM UMEIOIIYIO CJAEAYIOIIYIO CTPYKTYPY:
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+/-Fuca
+-Galp1—> 4GIcNAcB1 —>2Mana1 \ l
6 8
+/- GlcNAcB1 —» 4Manp1—» 4GICNACB1— 4GlcNAc

3

/"

+/-Galp1—» 4GIcNACR1—> 2Manal

rae /- yka3bIBaeT, YTO MOJIEKYJIa caXxapa MOKET MPUCYTCTBOBATh MJIM OTCYTCTBOBATH, &
IUQpbl YKa3bIBAOT MOJOKEHUE CBSI3€H MEXIy MOJIEKyJaMH caxapa. B BBIIIEYyNOMSIHYTOM
CTPYKType KOHELl CaxapHOH LeMNH, KOTOPBbI CBS3BIBACTCS C acClmaparnHOM, Ha3bIBAETCS
BOCCTaHABIMBAOIIMM KOHLIOM (CmpaBa), a TMPOTUBOMOJIOKHAS CTOPOHA  HA3bIBAETCS
HEBOCCTAHABJIMBAOIINM KOHLOM. ®Pyko3a OOBIMHO CBfizaHa C N-aleTHITIIOKO3aMHHOM
(«GlcNAc») BOCCTaHABJIMBAIOIIETO KOHIIA, KAK MPABUIIO TIOCPENCTBOM CBsi3u 01,6 (TmonoskeHue 6
GlcNAc cBsizano ¢ nonoskenueM 1 pykossr). «Gal» oTHOCHUTCS K rajakTose, a «Many» OTHOCHTCS
K MaHHO3€.

[0266] «CnoxHast N-rIMKO3UA-CBI3aHHAs caxapHas Lenb» BKIOYAeT 1) KOMITJIEKCHBIH
THUI, B KOTOPOM HEBOCCTAHABJIMBAIOINAsl KOHLEBAsl CTOPOHA CTPYKTYPBI OCTOBA UMEET ONIHY HIIU
Oonee BerBel rajakro3a-N-aleTHITIIOKO3aMHHA (Takke HasbiBaeMoro «gal-GIcNAc») u
HeBOCCTaHaBMBaromas kKoHuesas crtopoHa Gal-GlcNAc HeoOs3aTeNnbHO CONEPIKUT CHAJIOBYIO
kuciory, oucexktHeli GIcNACN-aneTunraoko3aMiH WM TOMY TOAOOHOE, WM 2) THOpUIHBIN
TUMNA, B KOTOPOM HEBOCCTAaHABJIMBAIOLIAsl KOHIIEBAas CTOPOHA CTPYKTYPhl OCTOBa HMeeT 00e
BETBH CaxXapHOH LIEMU C BBICOKUM COZEP’)KAaHHEM MAaHHO3bI, CBSI3aHHOW C N-TTIMKO3UAOM, U
CJIO’KHYIO CaXapHYIO LIeTlb, CBSI3aHHYIO C N-TJIMKO3UIOM.

[0267] B HeKOTOpBHIX BapHaHTaX peaJU3aLUH JAHHOTO H300peTeHHs «CiokHas N-
TJIUKO3MI-CBSI3aHHAsl CcaxapHas Lenb» BKIIOYAeT 1) KOMIUIEKCHBIH THI, B KOTOPOM
HEBOCCTAHABJIMBAOIIAsT KOHIIEBAsE CTOPOHA CTPYKTYPbI OCTOBA HE UMEET MJIM UMEET OJHY WM
Oonee BerBell rajakTo3a-N-aleTHITIIOKO3aMHHA (Takke HasbiBaeMoro «gal-GIcNAc») u
HeBOCCTaHaBiuBaromasi koHrenass cropoHa Gal-GIcNAc HeoOsi3aTeNbHO JTOMOJHUTENBHO
COIEPKHUT CHATIOBYIO KUCIOTY, OncekTHbIH GICNACN-aneTHIrroKo3aMuH WK TOMY OJOOHOE.

[0268] B cooTBercTBHM ¢ TPEACTABIEHHBIMU  CIIOCOOAMH  OOBIYHO  TOJIBKO
HE3HAUUTENIbHOE KOJMYECTBO (DYKO3bl BKIJIIOYAETCS B CIOXKHYIO N-TJIHKO3HI-CBSI3aHHYIO
CaxapHyIo Lemnb(H) T'yMaHU3UPOBAHHBIX, XUMEPHBIX HJIM BEHUPOBaHHBIX aHTUTEeN SG16.17 mm
SG16.45. Hanpumep, B pa3sNUYHBIX BapUAHTAX peaH3allMU JaHHOTO WU300pETeHHs, MEHee YeM
okouio 60%, meHee ueM oko0i0 50%, MeHee ueM okoJio 40%, meHee yeM okosio 30%, MeHee YeM
okosio 20%, meHee yeM Okojio 15%, meHee yeM oko0j10 10%, MeHee deM OKkoJio 5% UM MeHee
geM OKoJIO 3% MOJIeKYyJl aHTHTeNa UMEIT (PyKO3WIMPOBAHHE OCTOBAa C MOMOINBIO (yko3el. B
HEKOTOPBIX BAPHAHTAX PeaN3allii JAHHOTO U300peTeHHst OKOJIO 2% MOJIEKYJI aHTUTENIA UMEeT
(byKO3UIMpOBaHNE OCTOBA C MOMOIIBIO (PYKO3BI.

[0269] B HekoTOpbIX BapHaHTaX peaJu3allid JaHHOTO H300PETeHHSI TOJBKO
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HE3HAUUTENIbHOE KOJHMUYECTBO aHayiora (yko3el (WM MeTabojuTa WM NPOAYKTa AaHaJora
(yKO3bI) BKIIIOUEHO B CIOXKHYK N-TIIMKO3UI-CBSI3aHHYIO caxapHyro uenb(u). Hampumep, B
Pa3NUYHBIX BApPUAHTAX PEAM3allUU JAaHHOTO U300peTeHus, MeHee 4eM okojo 60%, MeHee ueM
okoiio 50%, meHee ueMm okoyo 40%, MmeHee yeM okoJio 30%, mMeHee yeM okoJio 20%, MeHee ueM
okojio 15%, menee yem okoyio 10%, mMeHee uem okoyno 5% wuiIM MeHee 4eM OKoJjio 3%
I'YMaHU3UPOBAHHBIX, XUMEPHBIX WJIN BeHUPOBaHHbIX aHTUTEN SG16.17 umn SG16.45 umerot
($yko3mIMpoOBaHHE OCTOBA AHAJIOrOM (PYKO3bl WJIM METaOOJIMTOM WJIM HPOAYKTOM aHAjiora
¢yko3pl. B HEKOTOpBIX BapuaHTaX peaju3alu JaHHOTO u300pereHHs Okoyno 2%
IYMaHU3UPOBAHHBIX, XHUMEPHBIX WM  BeHUpoBaHHbIX  aHturen SG16.17  umerot
(yKO3UIIMpPOBaHHUE OCTOBA aHAJOroM (PyKO3bl WM METa0OJMTOM WM MPOAYKTOM aHaJora
(byKO3BI.

[0270] Cnocobbl mony4deHHs HEPYKO3WIMPOBAHHBIX AHTHTE]I MYTEM HHKYOaIuH
AHTHUTEIO00PA3YIOINX KJIETOK C aHaJoroM (ykosbl ommcaHbl, Hanpumep, B W(02009/135181.
Bkparie, kjieTku, KOTOpbIe OBUIM CKOHCTPYHPOBAHBI Ul SKCIPECCHU T'YMaHU3UPOBAHHBIX,
XUMEPHBIX WM BEeHUPOBAaHHBIX aHTUTEN SG16.17 HHKYOHPYIOT B IPUCYTCTBHH aHAOTa (HyKO3bI
WIM BHYTPUKJIETOYHOro MeraboiuTa WIM TPOAYKTAa aHaiora (yko3bl. BHyTpHUKIETOYHBIH
METa0OJIUT MOKET MpencTaBysATb coboii, Hanpumep, GDP-monudunupoBanHbli aHamOr WK
MOJTHOCTBIO HUTM YAaCTHYHO Ae3TepuUIMpOoBaHHbIi aHaior. IIpoaykT Moxer ObITh, Hampumep,
NOJTHOCTBIO HJIM YaCTUYHO Je3TePU(PUUIUPOBAHHBIM AHAJIOTOM. B HEKOTOpBIX BapuaHTax
peanu3anuy JaHHOTO M300peTeHHsl aHalIor (PyKo3bl MOKET MHrHOUpoBaTh (pepMeHT(bI) B MyTH
yrunmsanuu  pykosel. Hampumep, ananor ¢Qykosbl (MM BHYTPUKJIETOUHBIH MeTaOONUT HIIN
NPOAYKT aHajora (pyko3bl) MOKET UHIHOMPOBATh aKTUBHOCTh (pykokuHas3sl i GDP-¢yko3a-
nupodochopunasel. B HEKOTOPBIX BapuaHTaxX peasu3aluyd JaHHOTO H300pPETeHHsl aHaJor
($yko3pl (MM BHYTPUKJIETOYHBbIH MeTaOONUT WM TPOAYKT aHanora (PyKo3bl) HHTHOUPYET
dykosunrpanchepasy (npeanoururensHo 1,6-pykosuntpancdepasy, Hanpumep 6enok FUTS8). B
HEKOTOPBIX ~ BapHaHTaxX peaiu3alli JAHHOrO M300peTeHuss aHajior (Qyko3bl  (MiH
BHYTPHKJIETOYHBII METa0OJIUT WIM TNPOAYKT aHajora (yKo3bl) MOXKET HHIHOUPOBAThH
aKTUBHOCTh (pepMeHTa B myTH cuHTe3a de novo mis Gyko3bl. Hampumep, aHanmor ¢pyko3sl (viu
BHYTPUKJIETOYHBI METa0OJIMT WM TPOAYKT aHajora (HyKo3bl) MOXKET HMHTHOUPOBATh
akTUBHOCTh 4,6-merunpata3el GDP-manHO3bI w/nmu cuHTeTaspl GDP-¢gyko3sl. B HexoTopbIx
BApPHUAHTAX pealn3aluil MTaHHOTO H300peTeHust aHaior (ykos3bl (WM BHYTPUKIETOYHBIH
METa0OJIUT WM TPOAYKT aHajora (pyko3pl) MOXKET HHTHOMPOBATh NEPEHOCUUK (PYyKO3BI
(ranmpumep, nepeHocunk GDP-¢yko3br).

[0271] B omgHOM BapuaHTe peaqu3aluu JaHHOTO HW300peTeHus aHayior (yKo3bl
npencrasisier coboit  2-paypodykosy. CrmocoObl HCHOIB30BaHUS AHAIOTOB  (PyKO3BI B
NUTATEIbHOW Cpefe M APYTruxX aHajoros (pykKo3bl ommcaHbl, Hampumep, B W(0O/2009/135181,
KOTOpast BKJIFOUEHA B JAHHBIN JOKYMEHT MOCPEICTBOM CCBUIKH.

[0272] [pyrue cnocoObl KOHCTPYMPOBAHHUS KJIETOYHBIX JIMHUHA JJii CHIDKEHUS
¢dyxo3unmpoBaHuss ocroBa BKIO4anu HokayT (knock-out) renos, «Hokun» (knock-in) renos u

PHK-unTepdpepenumo (PHK-u, RNA1). ITpu Hokayte renos rex, kogupyromuii FUT8 (pepment
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anb(a-1,6-pykosmnrpancdepasy),  uHaktupupyercs. FUT8  karammsumpyer  mepeHOC
¢yxozunpHOrO ocratka n3 GDP-dykoser B monoxkenne 6 Asn-csa3aHHOro (N-CBS3aHHOTO)
GlcNac N-rnukana. CooOmaercs, uyro FUT8 spnserca eOuHCTBEHHBIM (DEPMEHTOM,
OTBETCTBEHHBIM 3a Jo0aBieHne Pyko3nl K N-CBA3aHHOMY OHMaHTEHapHOMY yrieBoay B Asn297.
IIpu «HOKMH» Te€HOB NOOABNAIOT TeHbl, komupyroure (epments:, Takue kak GNTII nm
I'onbmxu-anbha-manHozuaassl 11 . [ToBbimeHne ypoBHs Takux (PEPMEHTOB B KJIETKaX OTBJIEKAET
MOHOKJIOHAQJIbHbIE AHTUTENAa OT MYyTH (YKOZWINPOBAHUS (YTO NPHUBOAUT K YMEHBIIEHHIO
(YKO3MIIMPOBAHUSI OCTOBA) U YBEJIHYMBACT KOJHHYECTBO OMCEKTHBIX N-aleTHITIIOKO3aMHUHOB.
PHK-u, xax npaBuio, Takxe HaleneHa Ha skcnpeccuro reHa FUTS, yTo npuBOANUT K CHIKEHUIO
ypoBHs1 TpaHckpunToB MPHK ujii MONHOCTBIO HapyIaeT dKCIpeccHro reHoB. JIr0oit u3 3Tux
COoCcO0OB MOKET OBITh MCHONB30BAH JUIS CO3JAHMS KJIETOYHOH JIMHUH, KOTOpas Oblaa Obl
croco0Ha TPOAYLUpPOBaTh HEPYKO3MIMPOBAHHOE AHTUTENIO, HAMpPUMEP TYMaHU3UPOBAHHOE,
XHUMEpHOE WM BeHupoBaHHoe aHTuteno SG16.17.

[0273] CymecTByeT MHOKECTBO CIIOCOOOB OMpPENeIeHUsl CTeNeHN (PYKO3MIUPOBAHMS Ha
anrurene. CrocoObl BkimoUaroT, Hanmpumep, JKX-MC ¢ nomompeio xpomatorpaduu Ha PLRP-S u
kBaapynonbHyto MC ¢ snekrpopacnbuintensHol nonusanuei (TOF MS).

CynepcrnupanbHble DKpaHUPVIOMue AreHThl

[0274] B HekOTOpBIX BapUaHTAaX peaH3alfd JAHHOTO U300pETEeHUs aHTUTEIO MPOTHB
CD47 unu ero aHTUT€HCBA3BIBAIOIIUI (PPAarMEHT CBsI3aHbI C CYNepCIUPATbHBIM SKPAHUPYIOLIIM
areHToM (TaKke€ Ha3bIBAEMBIM  «CYMEPCIHMPAIBbHBIM  SKPAHUPYIOLIMM  JOMEHOM» WM
«IKPaHMUPYIOLUIUM IOMEHOM»), KOTOPBIH MPENOTBpaIlaeT CBA3bIBAaHHE aHTHUTENa npotus CD47
WIN €ro aHTUTeHCBs3biBawolero ¢parmenra ¢ CD47. B pasnuuHbIX BapHaHTax pealu3aluu
AaHHOTO u300pereHust antureno npotue CD47 uiam ero aHTUreHCBSA3BIBAIOLIMN (hParMeHT,
CBSI3aHHBIE C SKPAHUPYIOLIUM JOMEHOM, HAa3bIBAIOT «3KPAHUPOBAHHBIM AHTUTEIOM.

[0275] Cynepcriupanb npencraBisieT cOOOH CTPYKTYPHBIH MOTUB B O€lKax M MENTHAAX,
B KOTOpOM 1Be wuiu Ooyiee anbda-cnvpanu OOBHBAIOTCS BOKPYr APYr npyra, oOpasys
cynepcnupaib. B mydke cynepcrnupain MOXeT ObITh J1B€, TPU WJIM YEThIPE CIIUPAJH, W CIIUPAIIH
MOTYT OBITh OPHUEHTHPOBAHBI JIMOO B OJHOM (MapajuIeIbHOM), JIMOO B MPOTHBOIOJIOXKHOM
(aHTHMNApaNIeIbHOM) HANPABICHHSIX .

[0276] Cynepcnimpanu, Kak MPaBHUIIO, COAEPIKAT SJEMEHThI IMOCIENOBATEIbHOCTH U3 TPEX
U YETBIPEX OCTAaTKOB, YbH MAaTTePH TUAPOPOOHOCTH M COCTaB OCTATKOB COBMECTHUMBI CO
CTPYKTYpOi aM(pUMATHIECKIX anb(da-crivpanen. Uepenyrouuecs 3JIEMEHTBI
NOCJIEIOBATENbHOCTH U3 TPEX U YETBIPEX OCTATKOB MPEACTABIISIIOT COOOH renTaHble TOBTOPHI, B
KOTOPBIX aMHHOKHCJIOTBI OOO3HAYEHBI KakK «a», «by», «o», «d», «e», «f» m «g». Ocratku B
MOJIOXKEHHUAX «a» U «d», KaK MPaBUJIO, SIBJSIIOTCS THAPOPOOHBIMU M 00pa3yrOT 3Ur3aroo0pa3HbIi
naTTepH U3 BBICTYNIOB U OTBEPCTUH, KOTOpbIE CLEIUIAIOTCS C aHAJOTHYHBIM NaTTePHOM Ha
Apyroi HUTH, 0Opa3ys IUIOTHO mpuieraromee ruapododroe sapo. M3 ocTaBUIMXCS OCTATKOB,
«by, «c» m «t» kak mpaBmio 3apspkeHbl. CienoBaTeNbHO, 00pa30OBaHUE TENTAJHOTO IMOBTOPA
3aBHCUT OT (PU3UYECKHX CBOHCTB TUAPOPOOHOCTH U 3apsaa, KOTOpele TpeOyroTcs B

ONpEAENEeHHON TMO3ULMK, a He Ha OINpeAeNieHHOW aMUHOKucioTe. B HeKoTOopbIX
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WIIFOCTPATUBHBIX BapHaHTAaX PEATM3aLUN JAHHOTO HM300pPETeHUs] CyNepCIUpaIy MO JaHHOMY
n300peTeHNI0 00pa30BaHbI U3 ABYX MENTUIOB, 00Pa3yIOIIHUX CYNEPCITHPab.

[0277] Ilpumepbl KOHCEHCYCHBIX (OPMYJ Ui TENTagHBIX IOBTOPOB B NENTUAAX,
oOpazyromux cynepcnupaib, npuseaersl B WO 2011034605, BKIIOUEHHON B TaHHBIN TOKYMEHT
B ITOJIHOM 00BbeMe MOCPENICTBOM CChUIKH JJIsl BCEX LieJIeH.

[0278] HmmrocTpaTuBHBIE KOHCEHCYCHBIE (DOPMYyJIbI B COOTBETCTBUU C HEKOTOPHIMH
BapHUAHTAMHU PEATM3ALUU TaHHOTO H300peTEHH sl TPEICTABICHBI HIKE:

dopmyna 1: (X1, X2, X3, X4, X5, X6, X7)n, rae:

X1 npexacrapinser coboii ruapoGoOHYI0 aMUHOKUCIIOTY WJIH acTiapariH,

X2, X3 u X6 npeactasisitoT codoit 00y aMHUHOKHCIIOTY,

X4 npencrapinsieT cobol ruapoGoOHYI0 aAMUHOKHUCIIOTY,

X5 u X7 xaxnplil mpeacTaBiisieT coOOM 3apsiKeHHbIH aMIUHOKHUCIIOTHBIN OCTaTOK; U

1 SIBJISIETCS TIOJIOXKUTEIIBHBIM LIEJTBIM YHCIIOM.

Dopmyna 2: (X1', X2', X3', X4', X5, X6, X7)n, rae:

X1' npencrapinsieT coboii ruipoGoOHYI0 aAMUHOKHUCIIOTY UJTH acliaparuH,

X2' X3 u X'6 kaxxaeiii mpencrasisier codol moOoit aMUHOKUCIIOTHBIA OCTATOK,

X4' npencrainsier cobol ruapoGoOHYI0 aMUHOKHUCIIOTY;

X5 'm X7' KaKIObli IpecTaBisieT coOO0H 3apsiKeHHbIN aMIHOKHCIIOTHBIN OCTAaTOK;

rre n B popmynax 1 u 2 Gosble Uitk paBHO 2; U

1 SABJISIETCS MOJIOXKUTETIBHBIM LIEJTBIM YHCIIOM.

[0279] B HekOTOpBIX BapHaHTAX peaNu3aluu H300pTEHeWs, B KOTOPBbIX IENTUIbl B
@opmyne 1 u Popmyne 2 oOpasyroT cynepcnupanb, X5 B @opmyse 1 MpOTHBOIOIOXKEH IO
3apsany X'7 B @opmyne 2, a X7 B @opmyne 1 mpotusonosnosxkeH no 3apsaay X'S B @opmyine 2.
IenTagHble MOBTOPHI  BHYTPU MENTHAA, OOpasyoLIero Cynepcrupaib, MOTYT  OBITh
OIMHAKOBBIMU WJIM OTJIMYATLCS APYT OT Apyra npu B cooTBeTcTBrH Popmyse 1 w/umm 2.

[0280] Cynepcnupanu MOTyT ObITh TOMOAMMEPHBIMH HJTH T€TepOAUMEPHBIMU. [TprmMepbl
NEeNTUIOB, KOTOPbIE MOTYT OOpa30BbIBATH CYMEPCIHPab B COOTBETCTBHH C HEKOTOPBIMH
TUTMOBBIMH BAapUAHTAMH peAM3alUi JAaHHOrO H300peTeHus, mnpenacraBieHsl B Tabmune 8.
[TenTuaHBIE MOCIENOBATEIPHOCTH MOYKHO MCIIOJB30BATh KaK €CTh, MM UX KOMIIOHEHTbI MOKHO
UCTIOJIb30BaTh B APyrux koMmOuHarwmsix. Hampumep, mentun Vel, oOpasyromuii cynepcnvpalib,
MOXeT  OBITb  HCIOJNB30BAaH C  JPYTUMH  JIMHKEPHBIMH  TOCJIEAOBATEIbHOCTSIMH.
[TocnenoBaTenbHOCTH, MPENCTABJIEHHBIE I JIETKUX LENei, MOTYT TaKKe HCIOJIb30BATHCS C
TSDKENIBIMU LeTISIMH 1 HA00OPOT.

[0281] B HEKOTOPBIX MIUTFOCTPATHUBHBIX BAapPHUAHTAX PEANN3ALNHN JAHHOTO H300peTEeHUs
MPEAJIOKEHO JIBYXBAJICHTHOE aHTUTENIO, COZEpIKallee IBE Maphl JIETKOW U TSKEJNIOW Lenew, npu
5TOM N-KOHIIBI OHON MK O0JIee JIETKUX IeTel 1/IITH TSOKENbIX [eTnel CBsI3aHbl uepe3 JIMHKEPH,
cofiep KalIfe CalT pacIlerUIeHNs IPOTea3ol B MeNTUAax, 00Pa3yIIUX CyNepCIrpatb, KOTOPbIE
CBSI3BIBAIOTCS, O0Opasysi cymepcrupaib, CHrbkas ap@UHHOCTb CBS3BIBAHHS Tapbl JIETKOW H
TSDKENIOW 1enu ¢ MuleHbto. HeoOs3aTenpHO, menTuabl CBA3BIBAIOTCS 0Oe3 oOpa3oBaHus

aUCyNb(UAHOTO MOCTHKA.
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[0282] Heobs3aTenbHo, 1Be Tapbl JIETKUX M TSOKENBIX IeTed  OJMHAKOBBI.
HeoOsi3aTenbHo, ABE maphl JETKUX U TsDKENbIX Lened pasnnuHbel. HeoOs3arenbHo, nerkue nenu
BKJIIOYAIOT BapualenbHYI0 OOJIaCTh JIETKOW Henu U KOHCTAHTHYK OOJacTh JIETKOW LeMH, a
TSDKENbIe LIeTH BKJIIOYAIOT BapHUaOeNbHYI OOJNACTh TSDKENOW IeNU M KOHCTAHTHYIO 00JacTh
Tsokenoi nenu. HeoOszaTenbHO, o0nacTh Tsokesnoil nenu Bkirodaer odmactu CHI, mapHupa,
CH2 u CH3. Heobsi3aTenbHO Be JIerkue Leny CBSA3aHbl C IePBbIM T€TePOJOTUYHBIM MENTHIOM,
a JIB€ TsDKEJIbIe LIEMH - CO BTOPBIM IeTePOJOrHYHbIM MENTHIOM.

[0283] HeoOsi3aTeNnbHO, CAlT pacIleryieHUs] MPOTea30il SBISETCS CAUTOM pacIleryIeHHsI
MMII1 unu MMII2.

[0284] HeoOsi3aTenbHO, MULIEHBIO siBjsieTcst CD47.

[0285] Heobsi3aTenbHO, CBSI3bIBAHUE AaHTUI€HA YMEHBINAETCs, O MeHbInel mepe, B 100
pa3 Omaromapss HaNMYUI 3KPAHUPYIOIEro areHTa (Hampumep, CynepcrnupabHOrO
SKpaHupyromiero arenra). HeobszarensHo, cBsi3biBaHUE aHTUreHa yMeHbInaercss B 200-1500 pa3
Onaronapst HUTMYHIO SKPAHHUPYIOLIETrO areHTa (HampuMep, CyNnepCrnrpaibHOTO SKPAHUPYIOLIETO
arenrta). Heo0s13aTebHO, IMTOTOKCUYHOCTh KOHBIOTATa CHIDKAETCS, MO MeHblnei mepe, B 100
pa3 Omaromapss HANMYUIO 3KPAHUPYIOIIEro areHTta (HampuMmep, CynepcrnupaibHOro
SKpaHHpyromero areHta). Heobs3aTenbHO, LUTOTOKCHYHOCTh KOHBIOTATA CHIDKAETCS, I10
MmeHblneir mepe, B 200-1500 pa3 Omaromapsi HaJU4YUIO SKPAHUPYIOLIETO areHra (Hampumep,
CYIePCIUPATBHOTO SKPAHUPYIOLIETO areHTa).

[0286] Heobs3atenbHO, menTuabl, oOpa3yrolIfe Cylepcrypalb, CBs3aHbl ¢ N-KOHIIOM
TSDKEJION M JIETKOH Lerel B OAMHAKOBOM opueHTaunu. HeoOsi3aTenpHO, menTuasl, 00pasyroLme
Cynepcrnupainb, CBs3aHbl € N-KOHLOM TsDKEJIOM M JIETKOW Lenedl B MPOTHUBOIOJIOXKHBIX
opueHTauusx. HeoOsi3aTenbHO, HECKOJBKO KOMHMH MenTHaa, OOpasyroLIero Cyrnepcrupab,
CBsI3aHbI B TaHAeMe C N-KOHLIOM TsDKEJION U JIETKOH Lenei.

[0287] UnnmrocTpaTuBHBIE JIMHKEPBI MENTHUAOB, OOpasyOIIMX CyHNepCrnupajib, U CANThI
npoTeas B COOTBETCTBUU C HEKOTOPbIMHM BapHAHTAMH pPeajH3alUd TaHHOTO H300peTeHHsI
u3o0pakeHsl Ha Dwur. 34.

[0288] B cooTBercTBHM C HEKOTOPBHIMH THUIOBBIMH BapHaHTAMU pealU3allM JaHHOTO
u3o0perenus, nentun, copepxamuii wim cocrosuuii 13 SEQ ID NO: 51 (Vel LC B Tabnuue 8)
UCTIONB3yeTCs sl (POPMHUPOBAHMS JIMHKEPA, CONEPIKAINero CaHT paclIeIUIeHUs MPOTea3on H
nenTua, OOpa3yroIuid Cynepchupajb, CBS3aHHBIA C N-KOHIIOM JIETKOH Lemu, U TeNnTux
nociaenosatenbHocTd SEQ ID NO:50 (Vel HC B Tabnuue 8) ucnonesyercst 1ist popMHpPOBaHUS
JMHKEpa, COAEPIKaIIero CalT pacIlerUIeHUs] MPOTea3on U NMenTHa, O0pa3yIoInN CynepCnupalb,
CBs3aHHBIH ¢ N-KOHIIOM TsDKenol uenw, win HaodopoT. IlemTwawl, comepskamiue 3TH
MOCJIEIOBATENILHOCTH, MOTYT OBITh CBSI3aHbI C JIIOOBIM M3 AHTHUTEN, ONHCAHHBIX B JAHHOM
JOKYMEHTE.

[0289] B HEKOTOPBIX WIUTFOCTPATHUBHBIX BAapPUAHTAX PEANN3ALNH JAHHOTO H300peTeHUs
AMHHOKHUCJIOTHBIE 3aMEHBl B BapUAHTE MENTHAA, KOTOPBI 00pa3yeT Cymnepcrnupalb, SBISIOTCS
KOHCEPBAaTUBHbIMHU 3aMe€HaMM. B Apyrux MIUIOCTpaTHBHBIX BapUaHTaxX peaju3allid JaHHOTO

n300peTeHNs] TOBTOPSIOIIMNCS TeNTalHbIi NATTEPH COXPAHSAETCS B BapuUaHTE IENTHIA,
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IOCPEACTBOM HYEro NenTHI, oOpasylolmuil cynepcrnupaitb, MOXKET ObITh MNOApa3leNeH Ha
HETIpEpPbIBHBIE T'eNTaHbIE CETMEHTBl B COOTBETCTBUU C (HOPMYJION, KIacCUPUIMPYIOLIEH
AMHHOKHUCJIOTHI, 3aHMMAIOLINE MO3UIMU B (OpMysie MO TUIy AMHUHOKHCIOTBI, TaKk Kak B
®opmyne 1 w/unu B @opmysie 2. B HEKOTOPBIX BapHaHTaxX peajn3aliy AJaHHOTO U300peTeHus B
renTazge aMUHOKUCIOT uMeeTcst He Oonee 1 mium 2 3aMeH, W JIOOble TaKhe 3aMEHBI SIBIISIFOTCS
KOHCEPBaTHBHBIMU. B Apyrux BapuaHTax peanu3aly JAAHHOTO HW300PETeHUs] BAPHAHT MOXKET
UMeThb, N0 MeHblIeill Mepe, okojio 80%, 81%, 82%, 83%, 84%, 85%, 86%, 87%, 88%, 89%,
90%, 91%, 92%, 93%, 94%, 95%, 96%, 97%, 98% wmum 99% HIEHTUYHOCTH
NOCJIEIOBATEIbHOCTEH € MENTHAOM, OOpasyloINUM CyNepCrnupaib, OMHCAHHBIM B JaHHOM
JOKYMEHTE, 1 CrIocoOeH 00pa30oBbIBAThH CYNEPCIUPAb.

[0290] MmmocTpaTUBHBIE MENTUABI, KOTOPbIE O0pa3ylIOT CyNepCHHpav, MPUBEACHBI B
Tabmuue 8A u Tabnuue 8B.

Tabmuua 8A. IlocnenoBaTenbHOCTH SKPAHHUPYIOIIUX JOMEHOB B COOTBETCTBHH C
HEKOTOPBIMU THUIIOBBIMH BapHAHTAMH PeaM3allMU JaHHOTO n3o0pereHus. [TocnenoBarenpHOCTH

pacieruieHyst NOJYEPKHYTHI.

JKpaHUPY O LU MocaenoBaTeibHOCTH
HenTua
A2B1 HC GASTSVDELQAEVDQLOQDENYALKTKVAQLRKKVEKLSEGGGG
GPLGVRGGGGS (SEQ ID NO: 44)
A2B1 LC GASTTVAQLRERVKTLRAQNYELESEVQRLREQVAQLASGGGG
GPLGVRGGGGS (SEQ ID NO: 45)
MI11 HC LEIEAAFLERENTALETRVAELRQRVQRARNRVSQYRTRYGGGG
GPLGVRGGGGS (SEQ ID NO: 46)
M11LC LEIRAAFLRQRNTALRTEVAELEQEVQRLENEVSQYETRYGGGG
GPLGVRGGGGS (SEQ ID NO: 47)
M15 HC LEIRAAFLRRRNTALRTRVAELRQRVQRLRNIVSQYETRYGGGG
GGPLGVRGGGGS (SEQ ID NO: 48)
MI15 LC LEIEAAFLEQENTALETEVAELEQEVQRLENIVSQYETRYGGGGG
GPLGVRGGGGS (SEQ ID NO: 49)
Vel HC GASTSVDELQAEVDQLEDENYALKTKVAQLRKKVEKLGSIPVSL
RSG (SEQ ID NO: 50)
Vel LC GASTTVAQLEEKVKTLRAENYELKSEVQRLEEQVAQLGSIPVSL
RSG (SEQ ID NO: 51)
Fos-Jun HC GALTDTLQAETDQLEDKKSALQTEIANLLKEKEKLEFILAAHGG
GGGPLGVRGGGGS (SEQ ID NO: 52)
Fos-Jun LC GARIARLEEKVKTLKAQNSELASTANMLREQVAQLKQKVMNY
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GGGGGPLGVRGGGGS (SEQ ID NO: 53)

A4B4 HC GKIAALKQKIAALKYKNAALKKKIAALKQGGGGGPLGVRGGGG
S (SEQ ID NO: 54)
A4B4 LC GEIAALEQEIAALEKENAALEWEIAALEQGGGGGPLGVRGGGGS

(SEQ ID NO: 55)

Tabmuma 8B. IlocnemoBaTenbHOCTH BKPAHHPYIOIIMX JOMEHOB B COOTBETCTBUU C
HEKOTOPBIMU THUIOBBIMH BapUAHTAMH peajM3aliy JaHHOTO u3o0perenus. [locnenoBaTenbHOCTH

pacmeruiennst moguepkHyThl. Octatku EAC BKITIOUEHBI.
DKpaHUPY IO LU MocaenoBaTeIbHOCTH

HMenTun

CA2B1 HC EACGASTSVDELQAEVDQLQDENYALKTKVAQLRKKVEKLSEG
GGGGPLGVRGGGGS (SEQ ID NO: 75)

CA2B1 LC EACGASTTVAQLRERVKTLRAQNYELESEVQRLREQVAQLASG
GGGGPLGVRGGGGS (SEQ ID NO: 76)

CM11 HC EACLEIEAAFLERENTALETRVAELRQRVQRARNRVSQYRTRYG
GGGGPLGVRGGGGS (SEQ ID NO: 77)

CM11 LC EACLEIRAAFLRQRNTALRTEVAELEQEVQRLENEVSQYETRYG
GGGGPLGVRGGGGS (SEQ ID NO: 78)

CM15 HC EACLEIRAAFLRRRNTALRTRVAELRQRVQRLRNIVSQYETRYG
GGGGGPLGVRGGGGS (SEQ ID NO: 79)

CMI15 LC EACLEIEAAFLEQENTALETEVAELEQEVQRLENIVSQYETRYGG
GGGGPLGVRGGGGS (SEQ ID NO: 80)

CVel HC EACGASTSVDELQAEVDQLEDENYALKTKVAQLRKKVEKLGSIP
VSLRSG (SEQ ID NO: 81)

CVel LC EACGASTTVAQLEEKVKTLRAENYELKSEVQRLEEQVAQLGSIP
VSLRSG (SEQ ID NO: 82)

CFos-Jun HC EACGALTDTLQAETDQLEDKKSALQTEIANLLKEKEKLEFILAAH
GGGGGPLGVRGGGGS (SEQ ID NO: 83)

CFos-Jun LC EACGARIARLEEKVKTLKAQNSELASTANMLREQVAQLKQKVM
NYGGGGGPLGVRGGGGS (SEQ ID NO: 84)

CA4B4 HC EACGKIAALKQKIAALKYKNAALKKKIAALKQGGGGGPLGVRG
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GGGS (SEQ ID NO: 85)

CA4B4 LC EACGEIAALEQEIAALEKENAALEWEIAALEQGGGGGPLGVRGG
GGS (SEQ ID NO: 86)

JIunkeps! ¥ CaiTel PacinerieHus

[0291] B HekoTOpbIX BapHaHTaX peaju3alli JAHHOTO H300peTeHUsl JIMHKEP
UCTIONIB3YETCSl Uil CBS3BIBAHUS CYIEPCHHPATBHOIO 3KPAHMPYIOIIErO areHTa C aHTHTEJIOM
npotuB CD47 uiau ero aHTUreHCBS3BIBAIOIIMM (pparMeHTOM. JIMHKepamMu MOTYT OBITh JIFOObIE
CEerMEHTbl AMHUHOKHCIIOT, OOBIYHO HCIOJIb3yeMble B KAaueCTBE JIMHKEpa JJIsl MPUCOETHHEHHSI
NEeNTUAHBIX JOMEHOB. [Tonxosimue JUHKEPbl MOTYT BapbUPOBATHCS O JJIMHE, HapuMep ot 1
1o 20, or 2 go 15, or 3100 12, ot 4 no 10, 5, 6, 7, 8, 9 unu 10. HekoTopble Takue JUHKEPHI
BKJIFOYAIOT CErMEHT IMOJIUIIHIKUHA. HekoTopele Takue JMHKEpPBhl BKIIOYAIOT OIUH WM Oojiee
OCTaTKOB CEPHHA, YaCTO B MOJOXKEHUSX, (DIAHKHPYIOLUIMX OCTATKH TNIMIHHA. J[pyrue JTHHKEpHI
BKJIFOYAIOT OAMH WM Ooyiee OCTAaTKOB ajaHWHA. | JIMIUH ¥ TJIUIMH-CEPUHOBBIE TOJHMEPHI
SIBJISIIOTCSL  OTHOCUTENIBHO HECTPYKTYPUPOBAHHBIMU U, CJIEOBATE€NIbHO, MOTYT CIY>KUTb B
KauecTBe HEUTpaibHOMN CBA3H MEXy KOMIOHEHTaMu. [ JTMIMH nojy4aeT AOCTYI K 3HAYUTEIbHO
OoJbIIeMy KOJTUYECTBY phi-psi-MIpOCTPAHCTBA, YeM JaKe aJlaHWH, U TOPa3i0 MEHee OTrpaHUYeH,
4eM OCTaTKh ¢ Ooyiee MMHHbIME OOKOBbIME LernsiMu (cM. Scheraga, Rev. Computational Chem.
11173-142 (1992)). HexoTopsle MILTIOCTpAaTUBHBIE JIMHKEPB! UMeroT popmy S(G)nS, rae n paBHO
5-20. JlpyrumMu THUNOBBIMU JMHKepamMu sABISFOTCS (G)n, TIJIMIUH-CEPUHOBBIE TOJHMEPHI
(Bximouas, Hanpumep, (GS)n, (GSGGS)n [(GSGGS) - SEQ ID NO: 59) u (GGGS)n, [(GGGS) -
SEQ ID NO: 60), rne n mpencrasyisieT coOOH ILesloe YHCIO, 1O MEHbLIeH Mepe, eIUHULLY),
TJIMLMH-JTaHUHOBBIE TIOJMMEpPBI, AJIaHHH-CEPHHOBBIE TOJUMEPBl U Opyrue THOKHe JIMHKEpBHI,
U3BECTHBIE B JAHHOH 00JacTH TeXHUKH. HeKoTOphIMH NpHMepamMH JIMHKEPOB SIBIIIOTCS Ser-
(Gly)10-Ser (SEQ ID NO: 61), Gly-Gly- Ala-Ala (SEQ ID NO: 62), Gly-Gly-Gly-Gly-Ser (SEQ
ID NO: 63), Leu- Ala- Ala- Ala- Ala (SEQ ID NO: 64), Gly-Gly-Ser-Gly (SEQ ID NO: 65),
Gly-Gly-Ser-Gly-Gly (SEQ ID NO: 66), Gly-Ser-Gly-Ser-Gly (SEQ ID NO: 67), Gly-Ser-Gly-
Gly-Gly (SEQ ID NO: 68), Gly-Gly-Gly-Ser-Gly (SEQ ID NO: 69), Gly-Ser-Ser-Ser-Gly (SEQ
ID NO: 70) u Tomy nogoGHoe.

[0292] Calit mpoTtea3bl MPENNOYTUTENBHO PACIIO3HAETCS M PACIIEIUIETCS TMPOTEa30M,
SKCIPECCUPYEeMON BHEKJIETOUHO, NO3TOMY OH CBSI3bIBAETCS C HKPAHUPOBAHHBIM aHTUTENIOM,
BBICBOOOJKIAsi SKPAHUPOBAHHOE AHTHUTENO M TIO3BOJISISL €My CBS3aThCS C €r0 MHUIIEHBIO, TAaKOM
KaK peLienTop BHEKJIETOYHOrO AOMEHa WM pacTBOPUMBIM jurasaoM. [loaxoasmumu sSBISIOTCS
HECKOJIbKO CalTOB MaTrpukcHOW MmertayuonporenHassl (MMII1-28). MMII urpator ponp B
PEMOZIETMPOBAHNN TKaHEH M YYaCTBYIOT B ONMYXOJIEBBIX IPOLIECCAX, TAKHX Kak Mopdorenes,
aHTMOTeHe3 U MeTracTazupoBaHue. HekoTopbIMU TUNOBBIMU caiiTamu mpoteas sBistorcs PLG-
XXX (SEQ ID NO: 71), xopo1Io u3BeCTHasl 3HAOT€HHasI ocienaoBaTenbHocTh Ainst MMIT, PLG-
VR (SEQ ID NO: 72) (W02014193973) u IPVSLRSG (SEQ ID NO: 73) (Turk et al., Nat.
Biotechnol., 2001, 19, 661-667), LSGRSDNY (SEQ ID NO: 74) (Cytomyx) u GPLGVR (SEQ
ID NO: 57) (Chang et al., Clin. Cancer Res. 2012 Jan 1; 18(1):238-47). JlonojaHUTENbHbBIE
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npumepsl MMII npusenensr B US 2013/0309230, WO 2009/025846, WO 2010/081173, WO
2014/107599, WO 2015/048329, US 20160160263 u Ratnikov et al., Proc. Natl. Acad. Sci.
USA, 111: E4148-E4155 (2014).

Tabmuna 9. IlocnenoBaTenbHOCTH paciueruieHus: npoteasoit. Caiir pacmeruiennss MMIT

o0o3HaveH *, a caiitel paciieruieHus: uPA/ Matpunrasolii/seryManHOM 0003HAYEeHBbI **,

Haszsanue Caiita Pacmenyienus ITocaenoBaTeIbHOCTH
M2 GPLG*VR** (SEQ ID NO: 57)
PV IPVS*LR**SG (SEQ ID NO: 58)

CesspiBanne  CynepcrnupaibHBIX  JKPAHUPVIOMUNX AreHToB ¢ AHTurenamu IIpotus

Ch47

[0293] TlenTunbl, obpasyromiue Cymepcrnupaib, CBsi3aHbl ¢ N-KOHIIOM BapuaOelbHBbIX
oOyacTeil aHTHTENa Yepe3 JIMHKED, BKIKOYAIOIINI CaliT pacueruieHust nporeaszoil. TumudHoe
AHTHTEJNIO BKJIFOYAET BapruabeIbHYIO 00IACTh TSDKEIOH U JISTKOW LIENH, U B 3TOM ClIydae MenTus,
oOpa3yromuii Cyrnepcrnupaib, CBsi3aH ¢ N-KOHIIOM KaKAOW Ienu. J[ByXBaJleHTHOE aHTHUTEIO
UMeeT JBa CaiiTa CBSI3BIBAHUS, KOTOPbIE MOTYT OBbITh OJAMHAKOBBIMU WJIM HET. B HOpMambHOM
MOHOCTICLM(HUECKOM AHTHUTENE CANThl CBSI3bIBAHUS OIWHAKOBBI, W AHTUTENO HMEET IBE
WJCHTUYHbBIE Maphbl JIETKOM U TsDKENOW uenu. B 3ToM ciyuae kakaas Tskejas LeNb CBA3aHa C
OHUM U TE€M K€ MENTHUAOM, 0Opa3yIOLINM CyIepCupalib, U KaXaas Jierkas Lenb - ¢ OOHUM U
TEM K€ MENTUIOM, 00pa3yIoLIM Cynepcnupaib (KOTOPBIH MOXKET COBIAATh WIIM HE COBMAAATH
C TIENTU/IOM, CBA3aHHBIM C TsDKENOH nemnbio). B Oucneunguyeckom aHTuTENe CAUThI CBA3BIBAHUS
pa3nu4Hbl U 00pa30BaHBl M3 JIByX PasHBIX Iap TsKENOW M Jierkoil nemned. B takom ciyuae
BapualenpHast 00NaCTh TSDKEJIOH M JIETKOW LeNu OJHOTrO CalTa CBSA3bIBAHUS COOTBETCTBEHHO
CBsI3aHa C MEeNTUAAMU, OOPA3YIOLIMMHU CYNepCIUpalib, Kak 1 BapuadebHble O0NACTH TSIKENOH U
JIETKOM Llenmu Ipyroro caita cBs3biBaHus. OObMHO 00€ BapuabeabHbIe 00JACTH TSDKEJION Lenu
CBSI3aHBI C OJHUM M TEM >K€ THIIOM IeNnTuaa, OOpas3yrollero cymepcnupanb, Kak U obe
BapuadesbHbIe 00ACTH JIETKOM IIETIH.

[0294] Tlentun, obpasyromuii Cymepcrnupaib, MOKET OBbITh CBsi3aH C BapuabeNbHOM
00JIaCThIO aHTHTENA Yepe3 JIMHKEP, BKIFOUAIOLINHA CalT paciieruieHus nporeaszoil. Kak npasuio,
OJIMH U TOT € JIMHKEP C OAHHUM U TE€M e CaliTOM paclleIJIeHHs] TPOTea30il NCIONb3yeTCs ISl
CBSI3bIBAHUS KON BapuaOenbHON 00MacTu TSDKENOW WM JIETKOW Lend aHTUTeNna ¢
cynepcnupaibHbM nentuaoM. CalT pacuieruieHus MpoTeasoil AOUKeH OBbITh TaKUM, KOTOPBIH
MOJKET OBITh PACILICTIJIEH MMPOTEa30H, MPUCYTCTBYIOLIEH BHEKJIETOYHO B MPEAIOIaraeMoi TKaHH-
MUIIEHH WM MATOJIOTHH, TAKOW KaK OMyXOJib, TaK, YTO PACIICIIJICHUE JIMHKEPa BBHICBOOOKIAET
AHTUTEJIO U3 CyNepCnUpalli, SKPAHUPYIOLIEH ero akTUBHOCTb, O3BOJIsIsl AaHTUTENY CBA3BIBATHCS
C €ro ImpeAnojaraeéMoil MHUIIEHbIO, TAKOH KaK AaHTUIeH KJIETOYHONH IOBEpPXHOCTH WU
PaCTBOPUMBII JINTAH.

[0295] Hapsiny ¢ BapuaOenbHbIMH OO0JACTSAMU 5KPAaHUPOBAHHOE AHTUTENIO OOBIYHO

BKJIFOYAET BCIO HJIM YaCTh KOHCTAHTHOM O6J'IaCTI/I, KOTOpasa MOXKET BKJIHOYAThb J'I}O6yl0 HJIn BCC
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KOHCTaHTHbIe obyactu jerkou nemnw, obmacru CHI, mapampa, CH2 u CH3. Kak u B ciy4ae
APYTUX aHTHUTEN, OXuH wiau Oosee C-KOHLEBBIX OCTATKOB MOTYT OBITh HPOTEOJUTHUECKH
o0paboTaHb! MK 1EPUBATU3UPOBAHBI.

[0296] Cynepcniupanu MoryT ObIThb 00pa3oBaHbl W3 OJHOTO M TOTO K€ IENTHIA,
oOpasyroliero roMoauMep, WIM ABYX pPa3HbIX NENTUAOB, oOpasyromux rerepoxumep. s
00pa3oBaHusi TOMOMMEpA JIETKHE U TSDKEINbIe LIeMU aHTHUTEN CBA3bIBAIOTCS C OJHUM U TEM K€
HenTUI0M, o0pasyomuM cynepenupans. st oOpa3oBaHust reTepoauMepa Jerkue U TsDKEIble
LM aHTUTEJ CBSI3bIBAIOTCS C PA3IMYHBIMU TMENTHAAMHU, OOpa3yIOIIUMHU Cynepcrnupaib. Jls
HEKOTOPBIX Map TMENTHAOB, OOpa3yIOMMX CYNepCrnupalib, MPEANOYTUTENbHO, YTOOBl ONMH U3
napel ObUT CBSI3aH C TSDKEJOH LENbO, a APYrod - C JIETKOW IIENbI0 AHTUTENA, XOTS TaKKe
BO3MOYKHA 0OpaTHasi OpHEHTALIHS.

[0297] Kaxxnas nienb aHTUTENA MOXKET OBbITh CBsI3aHA C OJHHUM IENTHAOM, 00pa3yroimum
CyInepcrupaib, WIM MHOTOYHCICHHBIMA TAaKUMH TENTHIAMH B TaHAeMe (Hanpumep, NAByMS,
TpeMsi, YEThIPbMsI WJIH MATHI0 KonusMHU nentuaa). Ecim mocnenHee, TO menTHABl B TAHAEMHON
CBSI3U OOBIYHO OJUHAKOBBI. Takke, €CIIM HMCIONIb3YEeTCA TaHIAEMHAs CBSI3b, JIETKUE U TSDKEJNbIe
e OOBIYHO CBSI3aHBI C OIMHAKOBBIM KOJIMYECTBOM MENTHIOB.

[0298] Ces3biBaHME LIETIEH aHTUTEN C MENTHAAMH, 00Pa3yOIUMH CYyTIePCIIHPAb, MOXKET
cHIKarh aQ(PUHHOCTD CBSI3bIBAHUS aHTHUTENA, IO MEeHbIIEH Mepe, B okoso 10 pas, B okosno 50
pas3, B okoJyio 100 pas, B okono 200 pas, B okosno 500 pas, B okono 1000 pa3 unu B okono 1500
Pa3 OTHOCUTENIBHO TOTO JK€ aHTHTENa Oe3 TaKOH CBsI3U WM MOCIIe PACIIeIUICeHUs TaKo! cBs3H. B
HEKOTOPBIX TaKUX aHTUTeNax ap(UHHOCTD CBSA3BIBAHUS YMEHBIIAETCS B HANA30HE B OKOJIO 50-
1500 pas, B okono 100-1500 pas, B okono 200-1500 pa3, B oxono 500-1500 pas, B okono 50-
1000 pa3, B okono 100-1000 pa3, B okoso 200-1000 pas, B okono 500-1000 pa3, B okono 50-500
pa3 uim B okogio 100-500 pa3. Dddexropuble pyHkimu antutena, takue kak ASKL, ¢parounTtos
u K3I[ uiM IUTOTOKCHYHOCTb B PE3YyJbTaTe CBA3BIBAHUS C JIEKAPCTBEHHBIM CPEICTBOM B
KOHBIOTaTe aHTUTENA C JIEKAPCTBEHHBIM CPEICTBOM MOTYT OBITh CHHJKEHBI C TIOMOIIBIO TEX JKe
(akTOpOB WM B TeX K& AManazoHax. llocie MpOTeONMTHYECKOrO pacCIIeIUIeHUs, KOTOpOe
CIYKUT JUI CHSITHSL OKPaHHMPYIOIIEro (¢parMeHTa C aHTUTeNa WIH HHOTO yOAJICHUs
SKpaHHpPYIOLIEro (parMeHTa M3 aHTHTENA, BOCCTAHOBJICHHOE AHTUTENO, KaK MPABHJIO, MMEET
apdunHOCTh MK 3P PEeKTOPHYIO (PYHKIHMIO, KOTOpask HAXOAUTCS B mipenenax kodddunuenrta 2,
1,5 wiu mpeArnouTUTENPHO HEM3MEHHA B IpelesiaX OLIMOKH 3KCIEPUMEHTa MO CPaBHEHHUIO C
APYTUM HUAEHTUYHBIM KOHTPOJIbHBIM aHTUTEJIOM, KOTOPOE HUKOTa He ObUIO SKPAaHUPOBAHO.

Konrworatel Aatureno-Jlekapcreennoe Cpenctso

[0299] B HekOTOpBIX BapuUaHTaX peau3alld JaHHOTO H300pEeTeHHs aHTHTeNa MPOTHB
CD47 no naHHOMy WU300pETEHHUI0 MOKHO KOMOWHHPOBATh C KOHBEOTATAMH AHTUTENO-
nekapcreenHoe cpenctso (ADC). Konkpernoie ADC Moryt comepskaTb HHUTOTOKCHYECKHE
areHTel  (HampuUMep, XHMHOTEPANEeBTUYECKHUE  areHThl), (EepMeHThl, Mpeodpas3yroire
NPOJIEKAPCTBO, PAJMOAKTHBHbBIE M30TONbI MM COEIWHEHWs WM TOKCHUHBI (3TH TPYIIBl B
COBOKYITHOCTH HAa3bIBAlOT TepaneBTHUecKuMH areHtamu). Hampumep, ADC wmoxer ObITh

KOHBIOTUPOBAH C HUTOTOKCUYCCKHUM ar€¢HTOM, TaKHM KakK XI/IMI/IOTepaHeBTI/ILIeCKI/Iﬁ arc¢HT, HJIn



73

TOKCHUHOM (HampuMep, LUTOCTATUYECKUM HWIJIM LUTOLMIHBIM areHTOM, TaKUM KakK, Hampumep,
aOpuH, pULMH A, TCEBAOMOHAIHBI SK30TOKCUH WM IU(TepuitHbIii TOkCcHH). Ilpmmepsl
MOJIE3HBIX KJIACCOB LIUTOTOKCHYECKHUX Ar€HTOB BKJOYAIOT, HApUMeEp, CBS3YIOLIME BELIECTBa
manoit Oopozaku JHK, ankwmupyromme arentst JIHK u  unruOutopsr TyOynuHa.
HUnnmrocTpaTuBHBIE  LUTOTOKCUYECKHE  ar€HTbl  BKJIIOYAKOT, HANpuUMep, aypUCTaTUHB,
KaMOTOTELMHBI, KaJIUXEaAMULUHBI, TyOKAPMULIUHBI, STOMO3UABI, MaNHTaH3MHOHIBI (Hampumep,
DM1, DM2, DM3, DM4), Ttakcansl, OeHzoamazenuHbl (Hampumep, muppojo [l, 4]
OeH30Ma3enuHbl, HMHIOJMHOSH30HA3eMMHbl W  OKCA30JIMAMHOHOEH30IUAa3eMIHbI  BKITIOYAsI
aumepbl  muppodo[1,4] OeH3omuasenwHa, AWMEPbl WHAOIMHOCH30AMA3ENIMHA U JAWMEpPbI
OKCa30JIMIUHOHOEH30IMA3eMMHA) U aJIKaJIOUIbl OApBUHKA.

[0300] ADC wmoxer ObITb KOHBIOTHPOBaH € (EPMEHTOM, Mpeodpa3yoLIm
nposiekapcTBo. PepMeHT, mpeodpas3yroIuil MPOIEKaPCTBO, MOXKET OBITh PEKOMOMHAHTHO CITUT C
AHTHUTEJIOM WM XUMHYECKH KOHBIOTHPOBAH C HUM C HCIIOJIb30BAHHEM H3BECTHBIX CIOCOOOB.
TunoBeiMu (pepMeHTaMH, PEOOPA3YIOIUMH IPOJIEKAPCTBO, SIBISIOTCS kapOokcunentuaaza G2,
OeTa-rIIOKYpOHHa3a, TMEHUIWUIMH- V-aMuiasa, NeHuIuH-G-amunasa, [-makramasa, [-
TIIFOKO3U/1a3a, HUTPOPEOyKTa3a u KapOokcumnenTuaasa A.

[0301] Crocobbl KOHBIOTHPOBAHHS TEPANEBTUYECKUX AareHTOB ¢ OellkaMu |, B
YaCTHOCTH, C aHTUTENaMU Xopoiio u3BecTHeL (CM., Hanpumep, Alley et al., Current Opinion in
Chemical Biology 2010 14: 1-9; Senter, Cancer J., 2008, 14(3): 154-169.) TepaneBTuueckuii
areHT MOXET ObITh KOHBIOTMPOBAH CIOCOOOM, KOTOPBIH CHH)KAET €ro aKTUBHOCTb, €CJIH OH He
OTLIETUISIETCS. OT aHTUTeNa (HampuMmep, MyTeM THAPOJIN3a, MPOTEOIUTHUECKONH Aerpagalui WIn
PACIIETUISIOIUM areHTOM). B HEKOTOpBIX acmeKkTax TepareBTHUECKUI areHT NMPUCOeNUHIETCS K
AQHTUTENy C TOMOILBIO IPUTOJHOTO AJIA pacIleNeHus] JUHKepa, KOTOPBbIM 4YyBCTBUTENEH K
pacLIEIUICHUIO BO BHYTPHUKJIETOUHOHN Cpene pakoBOH KJIeTKH, sKcrpeccupyromein CD47, Ho mo
CYLIECTBY HE€ YYBCTBUTENIEH K BHEKJIETOYHOW Cpefe, TaK 4YTO KOHBIOTaT OTLIEIUIAETCS OT
aHTHUTEJNa, KOT/la OHO IOIJIOIIEHO PaKOBOM KJETKOH, skcrmpeccupyrowmeit CD47, (manpumep, B
SHIOCOMAJIbHON WM, HampuMep, B 3aBUCUMOCTU OT YyBCTBUTENbHOCTU K pH mmm mporteassl, B
JU30COMAJIBHON Cpelie MM B KaBEOJSIPHOW cpene). B HEKOTOpPhIX BapHaHTaX peaTH3alud
JAHHOTO M300pETEeHUs] TEPANeBTHUECKUI areHT Tak)Ke MOKET ObITh MPUCOSTUHEH K aHTUTENY C
MOMOLIIBbIO HE MPUTOAHOIO IS PacLIeIIeHUs JJUHKepa.

[0302] B HEKOTOpBIX MIUTFOCTPATHBHBIX BAPHAHTAX pPEAN3ALUH JAHHOTO H300peTeHUs
ADC moker BKJIIOUYaTh JUHKEPHYIO 00JIACTh MEXYy LIUTOTOKCHYECKUM N [IUTOCTATHYECKUM
areHToM U aHtutesraoM. Kak oTmeueHO Bblllle, KaK MPaBUJIO, JIMHKEP MOXET PacLIeIIAThCS BO
BHYTPUKJIETOYHBIX YCJIOBHSIX, TAK YTO PaCLIETUIEHHE JINHKEPa BHICBOOOXKIAET TEPANIEBTHUECKUN
areHT W3 aHTUTella BO BHYTPHUKJIETOYHOH cpene (Hampumep, B JIH30COME, 3HIOCOME WU
KaBeosie). JIMHKep MOXeT MpPeACTaBisITh COOON, HAMPUMEp, MENTUANIBHBIA JHHKEP, KOTOPBIH
paciierisiercss BHYTPUKJIETOYHBIM MNENTHAA3HBIM MM MPOTEa3HbIM (PEPMEHTOM, BKIIOUAs
JU30COMAJIbHYK0 WM 3HAOCOMAJIbHYIO MpoTeasy. Paciierusroimue areHTbl MOTYT BKJIHOYATh
karenicuibl B u D u mnasmun (cm., Hanpumep, Dubowchik and Walker, Pharm. Therapeutics

83:67-123, 1999). HaubGonee TUNUYHBIMU SBJSIOTCS IENTUAWIbHBIE JUHKEPBI, KOTOpHIE
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pacieruisiFoTest  (pepMeHTaMH, NPUCYTCTBYIOIIMMH B KJEeTKax, 3kcmpeccupyromux CD47.
Hanpumep, MOXHO HCHOJNB30BATh MNENTHUAWIBHBIA  JIMHKEP, KOTOPBIA  PaCIUEIUISIETCS
THOJ3aBUCUMOM MPOTEa30M KaTEeNCHUHOM-B, KOTOpBIM BBICOKO 3KCIPECCUPYETCSl B PaKOBOU
TKaHU (HanmpuMmep, JuHKep, copepxkamuii nentug Phe-Leu unn Val-Cit).

[0303] PacmennsiemMblii JUHKEpP MOXKET OBbITb YyBCTBUTENbHBIM K pH, TO ectb
qyBCTBUTENbHBIM K THAPOIM3Yy Npu omnpeneneHHbix 3HaueHusix pH. Kax mnpasuno, pH-
YyBCTBUTENIbHBIM JIMHKEP THUAPOJIM3YETCS B KHCJIBIX YCJIOBHMAX. Hampumep, Moxker ObITh
UCTIOIb30BaH KHUCJIOTOJAOUIIBHBIN JIMHKEP, KOTOPBIA THAPOJIM3YETCS B JIM30COME (HAmpuMmep,
THIPA30H, CeMHUKapOa3OH, THOCEMHKAapOa30H, aMUJA IMC-aKOHHUTOBOW KHCJIOTBL, OPTO3(HP,
aleTab, KeTajib Uik Tomy nonodnoe). (Cum., Hanpumep, nateHTsl CIITA Ne5;122,368; 5,824,805;
5,622,929; Dubowchik and Walker, Pharm. Therapeutics 83:67-123, 1999; Neville et al, Biol.
Chem. 264: 14653-14661, 1989.) Takue nHMHKEPHl OTHOCHUTENBHO CTAOWMJIBHBI B YCJIOBHSX
HeliTpagpHOro pH, Takux kak B KpoBHW, HO HectaOwibHbl npu pH mHmwke 5,5 wmm 5,0,
npubnusuTensHOM pH 1HM30COMBL

[0304] dpyrue nuHKEpHI PACIIEIUISIOTCS B BOCCTAHABJIMBAIOIINX YCIOBHAX (HAIIpUMED,
nucyabGuaHb JUHKEp). JucynbpuaHble JUHKEPHl BKIIOYAIOT T, KOTOPbIE MOTYT OBITh
oOpasoBanbl ¢ ucronbzoBaHneM SATA (N-cykuuHumMuani-S-aneruntaoanerara), SPDP (N-
CyKUMHUMHIWI-3-  (2-mupunuigurno)npornuonara), SPDB  (N-cykuumammummn-3-  (2-
nupuannantio)oyrupara) 1 SMPT (N-cykumHUMHINI-OKCHKapOOHMI-anbha-meTmi-anbha- (2-
nupuani-gutro)ronyona), SPDB u SMPT. (Cwm., nanpumep, Thorpe et al., Cancer Res. 47:5924-
5931, 1987; Wawrzynczak et al., In Immunoconjugates: Antibody Conjugates in Radioimagery
and Therapy of Cancer (C. W. Vogel ed., Oxford U. Press, 1987. Cm. Taxxxe nareHt CIIIA Ne
4,880,935.)

[0305] JluHkep Takke MOKET MPEACTaBIsATh cOOOM ManoHaTHbIH uHKep (Johnson et al,
Anticancer Res. 15: 1387-93, 1995), maneumunobenzounbHblii tuHkep (Lau et al., Bioorg-Med-
Chem. 3: 1299-1304, 1995) unu 3'-N-amunssiii ananor (Lau et al., Bioorg-Med-Chem. 3: 1305-
12, 1995).

[0306] JIunkep Taxke MOMKET MPENCTaBJIATh COOOH He MPUTOAHBIA JAJIsl paCIleIUICHHsI
JUHKEp, TaKOM KaKk MaJeUMMHUIO-aJKWJIECHOBBIA WUIN MAJICUMHA-APUIbHBIA JIMHKEP, KOTOPBIN
HETIOCPEACTBEHHO TIPUCOEANHEH K TEepPaneBTUYECKOMY areHTy M BBICBOOOXKHAETCS MPH
NPOTEOJIUTHYECKOH AeTpagallii aHTUTENA.

[0307] Kax mnpaBuio, JIUHKEp He SBJSIETCS CYILIECTBEHHO 4YYyBCTBUTEIbHBIM K
BHEKJIETOYHOW Cpelie, YTO O3Hayaer, 4yTo He Ooyee dem okojo 20%, oObYHO He Oojiee Hem
0k0Ji0 15%, Gonee TunuuHO He Oonee yeM okono 10% u maxke Oojiee TUIIMYHO HE OOJiee YeEM
okoJio 5%, He Oonee yem okono 3% wnu He Oonee yem okono 1% muHkepoB B obpasue ADC
pacmeruisiercsi, korna ADC mpuCyTCTByeT BO BHEKJIETOYHOW cpene (HampuMmep, B IUIa3Me).
SIBnsieTcss M JIMHKEP O CYLIECTBY HE YYBCTBHUTENbHBIM K BHEKJIETOUHOHW Cpene, MOXHO
OTIpeNeNUTh, HalpuMep, MyTeM He3aBUCHUMON MHKyOaruu ¢ miuasmoi kak (a) ADC («obpasen
ADC»), tak u (b) paBHOE MOJSIPHOE KOJMYECTBO HEKOHBIOTMPOBAHHOIO AHTUTENA WU

TEPaNeBTHUECKOr0  areHTa («KOHTPOJbHBI  oOpasem») B TeYeHHE NPEABAPUTEIBHO
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OTpeieNieHHOro mepuona BpeMeHu (Hampumep, 2, 4, 8, 16 wim 24 yaca) u 3aTeM CpPaBHUTH
KOJIMYECTBO HEKOHBIOTMPOBAHHOTO AHTUTENA WIIM T€PAeBTUUECKOr0 areHTa, MPUCYTCTBYIOIEro
B oOpasue ADC, ¢ KOIMM4eCTBOM, NMPUCYTCTBYIOIIUM B KOHTPOJIBHOM OOpasle, U3MEpEeHHBIM,
HarpuMep, ¢ MOMOLIBIO BBICOKO3((EKTUBHON )KUAKOCTHONW XpoMaTorpaduei.

[0308] JIunkep Tak:ke MOXET CTUMYJHMPOBATH KJIETOYHYK) HMHTepHanu3auur. JInHkep
MOXXET CTUMYJIUPOBAaTh KJIETOYHYK) MHTEPHAIMU3ALMIO, KOIZa OH KOHBIOTUPOBAH C
TEpareBTHUECKUM areHToM (TO €CTh B Cpejie KOMIIOHEHTA JINHKep-TepaneBTHueckuii arenr ADC
wiu npousBoaHoro ADC, kak OMUCaHO B TAHHOM JOKYMEHTE). AJIbTEPHATHUBHO, JJMHKEP MOXKET
CTUMYyJHPOBaThb  KJIETOUHYIO HHTEpPHAJIN3aLMI0, KOTJa OH KOHBIOTHPOBAH Kak C
TEpaNeBTHUECKUM areHTOM, Tak U ¢ aHTurenoM (T.e. B cpene ADC, kak ONMUCaHO B JaHHOM
TOKYMEHTE).

[0309] AntHTENno Moxer ObITh KOHBIOTMPOBAHO C JIMHKEPOM Yepe3 TIeTepoaToM
aHTUTeNa. OJTH TeTepoaToMbl MOTYT MpPHUCYTCTBOBaTb HAa aHTUTENE B €ro €CTeCTBEHHOM
COCTOSIHUM WJIM MOTYT OBITh BBEICHBI B aHTHUTENIO. B HEKOTOPBIX acmeKkTax aHTUTENO Oyaer
KOHBIOTMPOBAHO C JIUHKEPOM Uepe3 aToOM a30Ta OCTaTka Ju3uHa. B npyrux acnekrax aHTUTENO
Oymer KOHBIOTMPOBAHO C JIMHKEPOM Yepe3 aroM cepbl ocraTka wnucrenHa. CrocoOsl
KOHBIOTMPOBAHMsI JINHKEpa U JIEKAPCTBEHHOIO JIMHKEpa C aHTUTEJaMH W3BECTHBI B JJAHHOM
00J1aCTH TEXHUKH.

[0310] MnmocTpaTUBHBIE KOHBIOraTbl aHTUTENO-JIEKAPCTBEHHOE CPEACTBO BKIIIOYAIOT
KOHBIOTaThl AHTUTENIO-JIEKAPCTBEHHOE CPENCTBO HA OCHOBE aypUCTAaTHMHA, YTO O3HAYAET, UTO
KOMIIOHEHT JIEKAPCTBEHHOTO CPENCTBA MpPEACTABISAET COOOH JIeKapCTBEHHOE CPENCTBO
aypuCTaTHH. BbUIO MOKa3aHO, YTO aypUCTATUHBI CBSI3bIBAIOT TYOYJIMH, BIHSIOT HA JAUHAMUKY
MHUKpPOTpyOOYeK, NeleHHe sapa U KIETOK M OONaNaroT MPOTHUBOONYXOJEBOH AKTUBHOCTHIO.
OOBIMHO KOHBIOTAT AHTUTEJNO-JIEKAPCTBEHHOE CPEICTBO HAa OCHOBE AypHCTATHHA COAEPIKUT
JIMHKEP MEXAY JIEKapCTBEHHBIM CPEICTBOM aypUCTaTUHOM U aHTHUTeoM npotuB CD47. Jlunkep
MOJKET TPEACTaBJIATh COOOH, HampuMep, MPHUTrOAHBIA U PACIIeIUIeHUs] JUHKep (Hampumep,
NEeNTUAMIBHBIA JIMHKEP) WIM HE TPUTOAHBIA U PacLICIUICHHUs JIMHKep (Harmpumep, JIUHKeEp,
BBICBOOOJKIAEMBIIl MPHU Jerpajaluu antutena). Aypucratusbsl BKIodaloT MMAF u MMAE.
CuHTEe3 W CTPYKTypa WJUTOCTPATUBHBIX AaypUCTATUHOB omucaHbl B myOnmukamusx CIIIA Ne
7,659,241, 7,498,298, 2009-0111756, 2009-0018086, u 7,968, 687, kaxmas M3 KOTOPBIX
BKJIFOUEHA B JAHHBIN JOKYMEHT B TIOJTHOM O0BbEME M ISl BCEX LieJIel MOCPEICTBOM CChUIKH.

[0311] [Hdpyrue WUIFOCTPaTUBHBIE KOHBIOTATBHI AHTHUTENIO-JIEKAPCTBEHHOE CPEACTBO
BKJIFOYAIOT KOHBIOTaThl aHTUTENO-JIEKAPCTBEHHOE CPEACTBO HAa OCHOBE MENWTaHCHUHOWI,
O3HAYAMIIKe, YTO KOMIIOHEHT JIEKAPCTBEHHOTO CPENICTBA IMPEICTABISET COOOH JIEKapCTBEHHOE
CPEACTBO MaWTAHCHUHOMJ, W KOHBIOTaTbl AHTUTENO-JIEKAPCTBEHHOE CPENCTBO HAa OCHOBE
OeH3oaMazenuHa, O3HA4YAMIIUe, YTO JIEKAPCTBEHHBI KOMIIOHEHT TIPENCTaBiIsieT COOOit
OeHzoanazenuH (Harmpumep, JUMEpbI nupposo| 1,4]0eH3onuazennsa, JIMEPbI
WHAOTMHOEH30ANa3eNHA U JUMEPbl OKCa30IHINHOHOEH30ANa3eHA).

[0312] B HekoTOpBIX BapuaHTax peaju3alii JAaHHOTO W300pETEeHUs] aHTUTENO MPOTHUB

CD47 no manHOMy u300peTeHHI0 MOXXHO KomOuHupoBatb ¢ ADC co cnenuduaHOCTBIO
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CBSI3bIBaHUSA C Jpyroil mumensto. Mmmoctpatusasie ADC, koTOpble MOKHO KOMOHMHHUPOBATH C
aaturenom npotuB CD47, Bxmowaror  OpeHtykcumad-enotuH — (aHTu-CD30-ADC),
sHpopTyMad-BenoTHH (aHTH-HEeKTUH-4-ADC), namuparysymad-Benotun (antu-LIV-1 ADC),
nenunrysymab-madonorun (antu-CD19 ADC), rnembarymymad-senorun (antu-GPNMB
ADC), antu-TIM-1 ADC, nonarysymad-senorun (anti-CD79 ADC), antu-MUC16 ADC,
nenatykcusymad MaOOTHH, TeIu30Ty3yMad-BenotuH, aHtu-PSMA ADC, antu-C4.4a ADC,
aatu-BCMA ADC, antu-AXL ADC, tnzorymab BenotuH (aHTH-TKaHeBOMH (axkrop ADC).

Dxcopeccuss Monekyasl AHTUTENA

[0313] HykieuHOBbIE KHCJIOTBI IO JAaHHOMY  HM300pPETEHHIO MOTYT  OBITh
SKCIIPECCUPOBAHBI B KJIETKE-XO35IMHE, KOTopas coxepxut >HnoreHHyr JHK, koaupyromyro
AHTHUTEJIO WM 3KPaHUPOBAHHOE AHTHUTEJIO 1O JaHHOMY H300peTeHHo. Takue crocoObl XOpomo
U3BECTHBI B JIAHHOH OOJIACTH TEXHHKH, Hampumep, kak onucano B mateHte CIIIA Ne 5,580,734,
5,641,670, 5,733,746, u 5,733,761. Takxe cm., Hanpumep, Sambrook, et al., TUTHPOBAHO BHILIE,
u Ausubel, et al., yumuposano sviuie. CnenmanucraMm B NaHHOH OOJIACTH TEXHUKU W3BECTHBI
MHOTOYHCJICHHbIE CHCTEMBI SKCIPECCHUH, NOCTYIHBIEC ISl SKCIPECCHH HYKJIEHHOBOW KHCIIOTBHI,
KomupyroIed Oenok mo JaHHOMY H300peTeHuto. HarisimiHbIMHM KJIETOYHBIMH KYJIBTYpPaMH,
NOJIE3HBIMH ISl TIPOAYLIUPOBAHUS AHTUTEIN, SKPAHHUPOBAHHBIX AHTHTEN, YKa3aHHBIX YacTeH MIIH
UX BapHAHTOB, SIBJSIFOTCS KJIETKH MIIEKONUTAIOIUX. KIIeTOUHbIE CHCTEMbI MIIEKOMUTAFOIINX
9acTo MOTyT ObITh B (POpME MOHOCIOEB KJIETOK, XOTS TaKKe€ MOIYT OBbITb HCIIOJIb30BAHbI
CYCHEH3UH KJIETOK MJIEKONUTAIOIIUX WM OHOpeakTopbl. Psn moaxonmsdmux JUHUN KIETOK-
X0351€B, CITIOCOOHBIX HKCIPECCUPOBATh MHTAKTHBIC MIMKO3WINPOBAaHHbIE OeJiku, ObUT paspaboTaH
B naHHOW obOmactu texHuku u Bkimoudaer COS-1 (wampumep, ATCC CRL 1650), COS-7
(marmpumep, ATCC CRL-1651), HEK293, BHK21 (nanpumep, kaerounslie suanu ATCC CRL-
10), CHO (nanpumep, ATCC CRL 1610) u BSC-1 (nanpumep, ATCC CRL-26), xnerku hep G2,
kinerkn P3X63Ag8.653, SP2/0-Agl4, xnerku Hela u ToMy mnomoOHOe, KOTOpbIE JIETKO
nocTynHbl u3, Hampumep, AmepukaHckoii Komnexkumn Tunoseix Kyneryp (Manaccac,
Buprunusi). Takske MOTyT OBITh HCIIOJIB30BAHBI APOKKEBbIE U OAKTEPHANIbHBIE KIIETKHU-XO0351€Ba,
KOTOpbIE XOPOIIO HM3BECTHbI CIHELUAINCTAM B HAHHOW OONACTH TEXHHWKH. M3BECTHBI W/MIH
IOCTYITHBI M APYTHE KJIETKH, MPUTOAHbIE JJISl MTOJNYYSHHsI HYKJIEMHOBBIX KHCJIOT HJIH OEJIKOB IO
naHHOMy wu300pereHmto, Hanpumep, u3 Karamora Knerounsix Jlunuii u  T[ubpumom
Awmepukanckoit Konmnexiuu Tunoseix KynbTyp unu u3 Apyrux U3BECTHBIX WM KOMMEPUYECKUX
UCTOYHHUKOB.

[0314] BekTopbl 3KCHOpeCcCHHd MOTYT BKJIIOYATh OJHY MM Oojiee W3 CIEAYIONIUX
NOCJIEIOBATENIbHOCTEH KOHTPOJIST SKCIPECCHH, TAKUX KaK, HO HE OrPAaHHUYUBASICh UMH, TOUYKY
Havajia PerIMKaLUN, TPOMOTOp (HampuMep, MO3AHUE WIH paHHHE TpoMoTopbl SV40, mpoMoTop
CMYV (mar. CIIDA Ne 5,168,062; 5,385,839), HSV-tk nmpomorop, pgk (pochormmueparkmnnasza)
npomotop, anbga-nmpomorop EF-1 (mar. CIIHA Ne 5,266,491), mo MeHblieli Mmepe, OOWH
IPOMOTOP UMMYHOTJIOOYJIHA YeJIOBEeKa; SHXAaHCEep W/WIIN CANThI MPOLIECCUHTA, TAKUE KaK CAUTBHI
cBsi3bIBaHUS pubocoM, caiiTel crutalicuara PHK, caiitTel nonnaneHnnupoBanus (Hanpumep, caiT

nobaBneHust NOMM-A K mocienoBaTenbHOocTH  Oonbmoro  T-awturena  SV40) u
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MOCJIEIOBATEIHHOCTH TepMUHATOpa TpaHckpumnuuu). Takske cm., Hanmpumep, Ausubel et al.,
LUTHPOBAHO BbIle; Sambrook, et al., ntuTUpOBaHO BHILIE.

[0315] Bekrtopbl 3Kcmpeccuu HEOOsI3aTENbHO BKJFOYAIOT, O MEHbINEH Mepe, OAUH
CeNeKTUPYeMbIi Mapkep. Takue MapKepbl BKIIOUYAIOT, HATIPUMEP, HO HE OTPAaHUYMBAIOTCS MMH,
merotpekcar (MTX), nurugpodonarpenykrasy (DHFR, mar. CIIIA Ne 4,399,216; 4,634,665;
4,656,134, 4,956,288, 5,149,636, 5,179,017), amnuuwuind, HeomuuuH (G418),
MUKO(EHONIOBYIO KUCIOTY Win riayramuHcuHTerasy (GS, mar. CIIA Ne 5,122,464; 5,770,359 u
5,827,739), yCTOMYMBOCTh K 3YKAPHOTHUECKOW KJIETOYHOW KYJIBTYpe M T'€Hbl YCTOWYMBOCTH K
TETPALMKIMHY WM aMIMLWUINHY U KyJbTuBUpoBanus B E.coli m npyrux Oakrepusx wiu
npokapuorax. [logxonsmme KyJabTypajbHbIE CPEAbl U YCJIOBUS IS BBIIIEOMHUCAHHBIX KJIETOK-
X03s51€B M3BECTHBI B JaHHOW oOmacTu TexHHWkKH. Ilomxozsimue BEKTOpbl OyAyT OYEBUIHBI AJIS
CHEeLHAINCTa B JAHHOW OONACTH TeXHUKW. BBeneHHe BEKTOPHOW KOHCTPYKIHH B KJIETKY-
XO35IMHA MOJKET OCYIIECTBIATbCA TpaHcekmuer ¢ocharoM Kamplusi, TpaHCEKIHEH,
onocpenoBanHoii DEAE-mekcTpanoMm,  TpaHCQeKIHe#d, ONMOCPeNOBaHHOH  KAaTHOHHBIMHU
JUMHAAAMHY, 3JIEKTPONOpalel, TPaHCAYKUWEH, WHQEeKIueW WIH JPYTUMH H3BECTHBIMH
cnocobamu. Takme crmocoObl OmMMCaHBl B AAHHOW OONACTH TEXHHUKH, Hampumep Sambrook,
LIUTUPOBAHO BbIlIe, Ausubel, LUTHPOBAHO BHILIE.

[0316] BcraBka HYKJIEMHOBOH KHCJIOTBI JOJDKHA OBITh (DYHKIHMOHAJIBHO CBSI3aHHA C
COOTBETCTBYIOLINM IPOMOTOPOM. ODKCIPECCHPYIOIINE KOHCTPYKLUH OYAYT AOMOJHHUTEIBHO
cofiepKaTh CaiThl MHULUALNH, TEPMUHALIMN TPAHCKPUIILUK U, B TPAHCKPHOUpPyeMOil obnacty,
CaliT CBsA3bIBAHMUSA PHOOCOMBI A TpaHciasauuu. Koxmpyromas 4acTh 3penblXx TPaHCKPUITOB,
SKCIIPECCUPYEMbIX 3THMM KOHCTPYKLMSMH, MPEANIOUTUTENbHO OyAeT BKIOYATh WHULMALIUIO
TPaHCISIUMK B Hadane W TepmuHupyroumii konoH (Hampumep, UAA, UGA umn UAG),
COOTBETCTBYIOLIMM O0pa3oM pacnojoxeHnHblii B KoHue MPHK mns TpaHcnsuuu, mpu 3TOM
npeanoututenbHbiMu ABIsIOTC UAA 1 UAG 11 5KCIIpeccur B KJI€TKaX MIIEKOMUTAIOIINX WIIH
SYKapHUOT.

[0317] BcraBka HYKJIEMHOBOM KUCJIOTHI HEOOSI3aTENIbHO HAXOAUTCS B PAMKE CUHUTHIBAHMSI
C TIOCJIEZIOBATENIHOCTBIO CYNMEPCIUPAIN W/WIH TOCIENOBATEIbHOCTRIO paciueruienuss MMIT,
Hanpumep, Ha N-KOHIE OHOW uiu OoJjiee MOCIeqOBATeIbHOCTEN TSAKENION e /Ui JIETKOU
nenu. AJIBTEPHATHBHO, IIOCIENOBATEIBHOCTh CYMEPCIUPATN W/HIN  IOCIEN0BATEIbHOCTD
pacmeriernss MMII MoryT ObITh MOCT-TPAHCJSIUOHHO NOOABJIEHBI K AHTUTENY WJIH €ro
AHTUTCHCBS3BIBAIOIIEMY (parMeHTy, HalpuMmep, 4epe3 MAUCYJIb(QUIHYIO CBS3b WIH TOMY
nonoOHoe.

[0318] Korma ucmosb3yroTCsi 3yKapUOTHUECKHE KIIETKU-XO0351€Ba, MOCIENI0BATEIbHOCTH
TEPMHUHATOPA TMOJHUANEHININPOBAHUA WM TPAHCKPUIILMK OOBIYHO BKJIFOYAIOTCS B BEKTOP.
ITpumepom MIOCJIEIOBATENBHOCTH TEPMHHATOPA SIBJIIETCS NOCJIEIOBATENBHOCTD
NOJIMAICHUJIMPOBAHUS U3 T'€Ha TOPMOHA POCTa KPYIHOTO poraToro ckota. I[locnenoBarenbHOCTH
IJii  TOYHOTO CIUIAMCHHTAa TPAHCKPUNTa TakXke MOryT ObIThb BKJIKOYEHbL. IIpumepom
NIOCJIEIOBATENIbHOCTH CIutaiicuHra snsiercs UHTpoH VP1 u3 SV40 (Sprague, et al. (1983) J.

Virol. 45:773-781). Kpome TOro, mocienoBaTelIbHOCTH T€HOB AJIi KOHTPOJIA PEIUIMKALUU B
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KJICTKE-XO3UHE MOTYT OBITh BKJIFOUEHBI B BEKTOpP, KaK U3BCCTHO B I[aHHOfI 00JIaCTH TEXHHUKH.

Brinenenne u Ouncrka AHTHTEN

[0319] Anturena npotus CD47 unn 5KpaHUPOBAaHHbIE AHTUTENA, ONUCAHHBIE B JAHHOM
JIOKYMEHTE, MOTYT OBIThb BBIAENEHbl M OUWIIEHbl U3 PEKOMOMHAHTHBIX KIJETOYHBIX KYJIBTYD
XOpOIIO M3BECTHBIMU CIOCOOAMH, BKJIFOYAs, HO HE OrPAaHHMYUBASCh O3THUM, OYUCTKY C
UCIIOJIB30BAHUEM MPOTEMHA A, OCAKACHHUE CyJb(paTOM aMMOHHUS WM 3TAHOJIOM, KHUCJIOTHYIO
SKCTPAKIMIO, AHMOHHYIO MM KaTHOHOOOMEHHYI Xpomarorpaduio, ¢HochoLeoIo3Hy0
xpomatorpaduro, xpomarorpapuro ¢  ruapodoOHBIM  B3aumonencTBUeM,  apUHHYIO
xpomarorpaduro, XxpoMaTorpapuio ¢ THIPOKCHATIATUTOM U JIEKTHHOBYIO Xpomarorpaduro. Jls
OYHUCTKH TaKXX€ MOXET OBITh MCIOJB30BAHA BHICOKOA((PEKTUBHAS KUIKOCTHASI XpoMaTorpadust
(B2XX). Cwm., nanpumep, Colligan, Current Protocols in Immunology, or Current Protocols in
Protein Science, John Wiley & Sons, New York, N.Y., (1997-2001).

[0320] AHTHTENna W SKpaHHPOBAHHBIE AHTHUTENA, OMHCAHHBIE B JTAHHOM JOKYMEHTE,
MOTYT BKJIFOUATh OYUIIEHHBIC MPOAYKTHI, MPOAYKTHI XUMUYECKUX CHHTETUYECKUX IMPOLECCOB U
NPOAYKTBI, MOJNYYEHHbIE PEKOMOMHAHTHBIMH CHOCOOAMH M3 3YKAPHOTHUECKOTO XO35WHA,
BKJIFOYAsl, HAPUMEP, KIETKH APOKXKEH, BBICIINX PACTEHUH, HACEKOMBIX M MJIEKOMUTAOINX. B
3aBHCHMOCTH OT XO3s5IMHA, HCIOJB3YEMOr0 B TPOLEAYpPEe PEKOMOWHAHTHOTO MOJYYEHUS,
AHTUTEJIO WM HKPAHUPOBAHHOE AHTHUTEJIO IO MJAaHHOMY H300pPETEHHI0 MOXET OBbITh
TJIUKO3MIIMPOBAHHBIM I HETJIMKO3UJIMPOBAHHBIM, IMPH 3TOM MPENNOYTUTENbHBIM SIBIISETCS
IJIUKO3MIIMPOBaHHOE. Takue crocoObl OMMCaHbl BO MHOTMX CTaHAAPTHBIX JIAOOPATOPHBIX
PYKOBOACTBAX, Takux kak Sambrook, uruposaHo Beime, Ausubel, muruposano Boime, Colligan,
Protein Science, UTUPOBAHO BBILIE.

Mognexyabl Hykaennosbix Kucaor

[0321] Monekynbl HYKJIEUHOBOH KHCJIOTHI MO AaHHOMY HM300pETE€HHMIO MOTYT OBITH B
¢dopme PHK, takoii kak MPHK, rsPHK, TPHK unu B mo0oii apyroit popme, nnmu B popme AHK,
BKJIIOYasi, HO He orpaHnumBasch 5tuM, kJAHK u renomnyro JIHK, nonydeHHble nytem
KJIOHUPOBAHHUS WJIM CHHTETUYECKH MPOAYLHPOBAHHbIC, WM JOOble uXx kKomOumHanmu. JIHK
MOKET OBITh TPEXIEMOYEeYHOM, IBYXLEMOUEYHOW WJIM OMHOLENOYEYHOH WM Jro00H ux
koMOuHanmen. Jlrobas uactb, mo Menbliel mepe, onmHoi uenu JIHK wim PHK wmosxer
NPEACTABIATh COOON KOOUPYIOIIYIO IIEMb, TAKXKE M3BECTHYIO KaK CMBICJIOBAs IeMb, WJIH 3TO
MOJKET TIPENCTaBIATh COOOH HEKOOUPYIOIIYI0 ILeMb, TAK)KE HA3bIBAEMYK) aHTHCMBICIOBOM
LENbIO.

[0322] BeineneHHble MOJEKYJIbl HYKJIEHMHOBOH KHCJIOTBI IO JAHHOMY H300pETEHHIO
MOTyT BKJIIOUaTb MOJIEKYJIbI HYKJIEMHOBOH KHUCJOTBI, COJEp’Kallhe OTKPBbITYI0 pPaMKy
cuntbiBaHusi (ORF), HeoOs3arenpHO ¢ omHUM wWin Oojiee MHTPOHAMH, HAMPUMEp, HO He
OrpaHUYMBAsACh 3TUM, [10 MEHBIIEH Mepe, OAHONW YKa3aHHOW YaCThIO, 10 MEHbLIEH Mepe, OAHOU
CDR, Ttakoii kak CDR1, CDR2 w/mm CDR3, no meHblieii Mepe, ONHON TSDKEJIOW ey WU
JErkOoW  Lenu;,  MOJIEKYJbl  HYKJIEMHOBOM  KHUCJOTBI,  COAepkKalue  KOAUPYIOLIYIO
NOCJeN0BAaTENbHOCT aHTUTena npotuB CD47 umum  5KpaHUPOBAaHHOIO AHTUTENA, WM

BapuabenpHON obnmactu antutena npotus CD47 unm sKxpaHUPOBAHHOTO AHTHUTENA; U MOJIEKYJIbI



79

HYKJIEMHOBOM KHCJIOTBI, COJep Kallie HYKJIEOTUIHYIO [OCIEA0BAaTEIbHOCTh, CYLIECTBEHHO
OTJIMYAIOLIYIOCS OT OMMCAHHOM BBIIIE, HO KOTOpAasi, BCIEACTBUE BBIPOKIEHHOCTH F€HETUYECKOTO
KOJla, BCE elle KOAMPYIOT, MO MeHblIeH Mepe, OnHOo aHTtuteno npotuB CD47 wunwm
SKPAaHMPOBAHHOE AHTHUTENO, KaK OMUCAHO B JJAHHOM JOKYMEHTE W/MIHM KaK M3BECTHO B JAHHOMN
o0NacT¥ TeXHWKH. YUWTHIBAas, YTO N€HETUYECKUI KOJ XOpPOLIO W3BECTEH B IAHHOW 00NacTu
TEXHUKH, JJs1 CHEeLUAINCTa B AAHHOHW OOJACTH TEXHUKH SIBJSIETCS] OOBIYHBIM T'€HEPHUPOBATH
TaKWe BBIPOJKICHHbIE BAPUAHTBI HYKJIEMHOBBIX KHCJIOT, KOTOPBIE KOAHPYIOT CrHeLU(PUYIECKUe
anturena npotu CD47 wiu 5KkpaHUPOBAHHBIC AHTUTEJNA TI0 JTAHHOMY M300PETEHHUIO.

[0323] Kak yka3aHO B [JaHHOM JOKYMEHTE, MOJIEKYJbl HYKJIEMHOBOHM KHCJIOTBHI IO
JAaHHOMY H300pETEeHHUI0, KOTOPbIE COAEPIKAT HYKJIEHHOBYIO KHCJIOTY, KOAMPYIOLIYIO MOJIEKYJTY
antutena nporus CD47, MOTYyT BKIIFOUATh, HO HE OTPAHUYHUBAIOTCS 3THUM, MOCJIEI0BATEIbHOCTH,
HETIOCPEACTBEHHO KOAUPYIOLINE aMHHOKUCIIOTHYIO TIOCIIEIOBATENLHOCTD (PparMeHTa aHTUTENA;
KOAMPYIOIIYIO TOCJENOBaTeIbHOCTh BCEr0 aHTUTENa WIM €ro 4YacTH, KOAUPYIOIIYIO
NOCJIEIOBATEIbHOCTh ~ aHTHTENA, (parMeHTa WJIM YacTH, a TaKXe JOMOJHHUTEIbHbIE
NOCJIEIOBATENIbHOCTH, TaKHWE KaK MOCIENOBATEIBbHOCTH OJHOTO MM OOOMX 3KPaHUPYIOIINX
areHToB (HampuMmep, CYNepClyupaibHOIO SKPAHUPYIOLIETr0 areHTa) /WM MOCIeI0BaTeIbHOCTH
pacwerienuss MMII, unm Takyro Kak KOJUPYIOLIYIO MOCJIEN0BATEIbHOCTD, 10 MEHbIIEH Mepe,
OJHOTO JINJEPHOTO CHUTHAJIBHOIO MENTHUAA WIIM NENTUAA CIMSHUSA C UM 0e3 BBIIEYIIOMSIHYThIX
JOTIOJTHUTENBHBIX KOAUPYIOLIUX IOCJIEN0BATENIbHOCTEH, TaKUX KakK, 10 MEHbIIeH Mepe, OAuH
UHTPOH, BMECTE C JOIMOJHUTENbHBIMU HEKOJUPYIOLMMU MOCIEI0BATENLHOCTSIMH, BKJIIOYas, HO
HE OrPaHMYMBAsCh JTUM, Hekoxupyromue 5 u 3' MOCIeNOBaTENbHOCTH, TaKue Kak
TPaHCKPUOUPOBAHHBIE HETPAHCIMPYEMBIE IIOCIENOBATEIBbHOCTH, KOTOpbIE HIPAIOT pOJb B
Tpanckpunuuy, npoueccure MPHK, Bkitouas cursanbl CrulaliCMHra U NOJUAACHUINPOBAHUS
(Hampumep, cBsizbiBaHue pudbocom u crabunbHOCT MPHK), MOMONMHUTENBHYIO KOOUPYIOLIYIO
NOCJIEAOBATENBHOCTD, KOTOPasi KOAMPYET HOINOJHUTEIbHBIE AMUHOKHUCIOTBI, TaKUE KaK Te,
KOTOpble 00ECMeYnBaIOT AOMOJHHUTEIbHbIE (DYHKIHOHAIbHBIE BO3MOMKHOCTH. B HEKOTOpBIX
BapHUAHTAX pPEAJH3aLUN JTaHHOTO M300PETeHUs] MOCIeNOBATENbHOCTb, KOMUPYIOIAs aHTHTEINO,
MOXeT OBbITb CIIUTa C MapKEePHOH MOCIEeIOBATEIBHOCTBIO, TAKOH KaK TMOCIIEIOBATEIbHOCTD,
KOZMPYIOIIAsl IENTUA, KOTOPBI 00Jier4yaer OYNCTKY CJIUTOTO aHTUTENA, COAeprKalero GpparmMmeHT
WM 9aCTb aHTUTENA.

Koncrpyuposanne Hykinennosbix Kuciaor

[0324] BeineneHHbIE HYKJIEHHOBbIE KHCIOTHI MO JAHHOMY H300pPETEHHIO MOTYT OBITH
NOJIy4EeHbl C HCIONBb30BaHHEM (a) PEeKOMOMHAHTHBIX crocoboB, (b) cmocoboB cuHTeE3a, (€)
CHOCOOOB OYMCTKH WJIM WX KOMOWHAIMN, XOPOLIO U3BECTHBIX B JAHHOH OOJIACTH TEXHUKHU.
HyxnenHOBbIE KHCIOTBI MOTYT JIETKO COIEpPIKaTh IOCIENOBATEIbHOCTH B JAONOJHEHHE K
NOJMHYKJICOTHAY 1O JaHHOMY m3o0perenmto. Hampumep, caliT MHOXXECTBEHHOTO
KJIOHUPOBAHMUS, COAEPKAIUI OUH HIH OoJiee CATOB PECTPUKLIUH SHOHYKJIEA3bl, MOJKET ObITh
BCTaBJIEH B HYKJIGMHOBYIO KHCJIOTY JJIs1 TIOMOIIH B BBIIEJICHUH NOJHHYKiIeotuaa. Kpome toro,
TPAHCIMPYEMBIE IIOCIENOBATEIPHOCTH MOTYT OBITh BCTaBJEHBI Ui TIOMOIIM B BBIIEICHUU

TPAHCIMPYEMOrO NOJHHYKJIEOTH 1A 110 TaHHOMY n3o00perenuto. Hampumep, mocnenoBaTenbHOCTD
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reKCca-TUCTHIMHOBOTO Mapkepa olOecrednBaeT yAOOHBIM crmoco0 Ay OYMCTKH OENKOB 110
naHHOMY m300pereHuio. HykienHoBass KHUCIOTa 10 AaHHOMY HM300PETE€HHMIO-UCKIIOYast
KOZIUPYIOIIYIO IOCTIEIOBATEIbHOCTb-HEOOA3aTENbHO SIBJISIETCSI BEKTOPOM, QAaNTepoOM  HIIU
JIMHKEPOM JJIsl KJIOHUPOBAHUS H/MIIH SKCIIPECCUH MOJUHYKIIEOTHIA TI0 JTAHHOMY H300pETEHHIO.
JlononHurenbHbIE NOCJIEI0BATENIbHOCTH MOTYT OBITH no0aByieHbI K  Takum
HIOCJIEIOBATENIbHOCTSIM KJIIOHUPOBAHUS W/HMIIM SKCIPECCHU AJIST ONTUMU3ALMU UX (PYHKIMU MPU
KJIOHHUPOBAHUU W/WJIM OSKCIPECCUH, I TOMOIIM B BBIAEJCHUU MOJMHYKIEOTHIA WIN IUIS
yJIYUYIIeHUS] BBEICHMs TMOJIMHYKIEOTHa B KJeTKy. Mcronb3oBaHME BEKTOPOB KJIOHUPOBAHUS,
BEKTOPOB JKCIPECCUH, aJaNTePOB U JMHKEPOB XOPOIIO U3BECTHO B JAHHOH OOJIACTU TEXHUKH.
(Cwm., Hampumep, Ausubel, muTupoBaHo BbIle, WK Sambrook, IMTHPOBAHO BHIIIE.)

[0325] BelneneHHbIe KOMITO3UIMHM HYKJIEHMHOBBIX KHCJIOT 1O JAHHOMY H300pETEHHIO,
takue kak PHK, k/IHK, renomuas JIHK wim mobast ux koMOUHAIMS, MOTYT OBITh MOJy4€HbI U3
OMONOTNYEeCKUX  HCTOYHMKOB C  HCIOJNB30BAaHUEM JIFOOOTO  KOJMYECTBA  TEXHOJIOTHI
KJIOHUPOBAaHMs, W3BECTHBIX CIEIMAINCTAM B JaHHOH o0macTm TeXHUKU. B  HEKOTOpBIX
BApUAHTAaX peajM3allid HaHHOTO W300pETeHHs OJHMIOHYKJICOTUAHBIE 30HIBL, KOTOpBIE
CENIEKTUBHO THOPHOM3YIOTCS B CTPOTHX YCJIOBUSAX C TIOJMHYKJICOTHAAMH 110 JaHHOMY
M300pETEHNI0, HCIIONB3YIOTCS Il  WACHTU(UKALMK JKEJIAeMOW IOCJIENOBATENbHOCTH B
oubmoreke xk/IHK wmu renomuoii /IHK. Brinenenne PHK u xonctpymposanme x/IHK wu
T€HOMHBIX OHOJIMOTEK XOpOIIO WM3BECTHBI CIELHAUCTaM B JaHHOW obmactu TexHUKH. (Cwm.,
Harpumep, Ausubel, nuTnpoBaHo BbIle, HiIKM Sambrook, MTHPOBAHO BILIE. )

III. TepanesTn4yeckue Ilpumenenus

[0326] H3o00pereHne oOecneuuBaeT CrOCOObI JIEYEHUS HApPYIIEHWH, CBS3aHHBIX C
KJIETKaMH, KOoTophle skcnpeccupyior CD47, Hanpumep oHkosorndeckux 3adoneBanuil. Knetku
MOTYT 3KCIPECCUPOBATh WJIM HE 3KCIPECCUPOBATh MOBbIIEHHbIE YpOBHU CD47 OTHOCHTENBHO
KJIETOK, KOTOpbIE HE CBsI3aHbI C HMHTEPECYIOIIUM HapyuieHueMm. B pesynbprate nszoOpereHue
obecrieunBaeT Ccrnoco0 JiedeHus: CcyObeKTa, Hampumep CyObeKkTa C OHKOJOTHYECKUM
3a0oneBaHreM, C HUCTHOJb30BaHUEM aHTUTeN NpoTHB CD47 mnm SKpaHMPOBAHHBIX AHTHUTEI,
OMHCAHHBIX B JaHHOM nokymeHTe. Crioco® BkioudaeT BBeneHHe 3(P(PEKTHBHOrO KOJIUYECTBA
anturena nporuB CD47 wunu 3KpaHUPOBAHHOTO aHTHUTENA WM KOMIIO3HUIMH, COAEpKallei
antuteno nporu CD47 umu 5KpaHUPOBAHHOE AHTUTEN, CYOBEKTY, HYKIAOIIEMYCSI B 3TOM.

[0327] Hcnonp3yemble B KOHTEKCT€ IOAHHOTO JOKYMEHTa TEPMHHBI «CYOBEKT» H
«MALMEHT» OTHOCATCS K OpraHu3MaM, MOJIeKAIIUM JICYEHHIO CIIOCO0aMM IO JaHHOMY
n3o0perennio. Takne OpraHU3MBI MPEANOYTUTENBHO BKIFOYAIOT, HO HE OrPAaHMYUBAIOTCS MMH,
MJICKOMTUTAOIUX (HAMpPUMep, MbIned, 00e3bsiH, JIOMAnel, KPYIHbIH pOraTblii CKOT, CBUHEM,
co0ak, KOIIeK U TOMy MmoaoOHoe) u Oojiee MPeANOYTUTENLHO BKIFOYAKOT JItoed. Mcnonb3yembie
B KOHTEKCTE JAHHOTO IOKYMEHTA TEPMHHBI «JICUEHHEY, KTePANs» U «BO3AEHCTBHE)» BKIIOYAIOT
B cebst mo0oit 3ddexT, Hanpumep, yMEHbIIEHUEe, BOCCTAHOBJICHHE, MOIYJISILIHIO, HOPMaJTU3ALIHI0
WIN YCTPaHEHHE, KOTOPBIH NMPUBOIUT K YJYYIIEHUIO COCTOSHUS, 3a00JieBaHUS, HAPYIICHUS H
TOMY MOJOOHOMY, WJIM OCJNAOJNEHHIO €ro CHUMITOMA, TaKOro Kak, HampHuMep, YMEHbIIEHUE

KOJIMYECTBA PAKOBbLIX KJICTOK, YMCHBUICHHE pasMEpa OINyXOJH, YMCHBIICHUE CKOPOCTU



81

UHQUIBTPALIMM PAKOBBIX KJIETOK B MepH(epruecKkue OpraHbl WIM CHIKEHHE CKOPOCTH
METACTa3UPOBAHMS OIYXOJI HIIH POCTA OMYXOJIH.

[0328] IlonoxuTenbHble TepaneBTHyeckre 3(P(EKThl IPU OHKOJIOTUIECKOM 3a00/1€BaHIH
MOryT ObITb M3MepeHbl HecKonbkuMu criocodamu (cm. WA Weber, J. Null. Med. 50:15-10S
(2009); Eisenhauer et al., uuTupoBaHO BbIlIE). B HEKOTOPBIX MPEANOYTUTENBHBIX BapHUaHTaX
peanu3any JaHHOTO H300pereHHss OTBeT Ha aHTtuTeno npotuB CD47 wnm skpaHUpOBaHHOE
aHTUTENO OLeHMBAIOT ¢ ucnojb3oBanueM kpurtepuss RECIST 1.1. B HekoTopbIx BapuaHTax
peanu3aluu JaHHOTO HM300pETeHUsl JICYeHHe, AOCTHraeMoe TeparneBTUYeCKU 3P PEeKTUBHBIM
KOJINYECTBOM, MpeacTaBisier codbol mobdoe 3 yactuunbliii otBeT (O, PR), monueiii orser (110,
CR), BppKkHBaeMocTh 0Oe3 mnporpeccupoBanusi 3aboneBanus (PFS), BbpkuBaemocts 0e3
npusHakoB 3aboneBanusi (DFS), oovextuBHbiii orBer (OO, OR) wnm o0mmasi BbLKUBAEMOCTH
(OB, OS). Onucansblii B TaHHOM JOKYMEHTE PEXHM JO3UPOBAHHUS NPU TEPANUHU, KOTOPBIH
3¢ eKTUBEH I JICYSHUS IEPBUYHOTO MJIM BTOPUYHOTO paka MEueHH, MOXKET BapbUPOBATHCS B
3aBHCUMOCTH OT TakuX (PaKTOPOB, KaK COCTOSIHHE 3a0O0JIeBaHMs, BO3PACT W BEC MALMEHTA, a
TaK)Ke€ OT CIIOCOOHOCTH TEPAITUU BBI3bIBATH MPOTUBOPAKOBBINA OTBET y CyOBeKTa. XOTSI BAPHAHT
peamm3anuu crocoda JIEYeHMs, JIEKAPCTBEHHbIE CPENCTBA M TNPUMEHEHHUs IO ITaHHOMY
n300peTeHNI0  MOryT  ObITb  HEI((EKTUBHBIMH B JOCTIDKEHMH  IOJOXXHTEIBHOTO
TepaneBTHYeCKOro 3¢p@dexkra y Kaxaoro cyObekra, OH JOJDKEH AeNIaTh 3TO Y CTaTUCTUYECKH
3HAYUMOT'O YHCIIa CYOBEKTOB, UTO OMPEAEISeTCs JTIOObIM CTATUCTUYECKUM TECTOM, U3BECTHBIM B
TaHHON 00NIacTH TEXHMKH, TakKMM Kak t-kpurepuem CTbpromeHTa, KpuTepueMm xu-ksanpatr, U
kpurepueM ManHa-YutHy, kpurepueM Kpackena-Yomnmuca (H-kpurtepuem), kpurepuem
Jlxonkxuepa-Teprncrpa u kpurepueM Y UIKOKCOHA.

[0329] Hcnonb3yemblii B koHTekcTe paHHOro nokymenra «RECIST 1.1 Kpurepuit
OLIEHKU OTBETa OIMyXOJIW», O3HAa4YaeT omnpeneseHus, usjoxennnie B Eisenhauer et al., E. A. et al.,
Eur. J Cancer 45: 228-247 (2009) nJist ieNieBbIX WIN HELENIEBbIX MOPAKEHH, B 3aBUCUMOCTH OT
CUTYyalllH, B 3aBUCUMOCTH OT KOHTEKCTA, B KOTOPOM OLICHHBAETCSI OTBET.

[0330] «Onyxosb» NPUMEHUTETBPHO K CYOBEKTY C IUArHO30M HWJIM TIOAO3PEHHEM Ha
NIEPBUYHBIN MJI BTOPUYHBIN PaK MEUeHH, OTHOCHUTCS] K 3JI0KAYECTBEHHOMY HJIM MOTEHLIUAJIBHO
3JIOKQY€CTBEHHOMY HOBOOOPA30BaHMIO MJIM MAacce TKaHH Jioboro pasmepa. ConmaHasi OnyXoJb
npeacTaBisier coO0l aHOMAaJIBHBIN POCT WIIM MACCy TKaHH, KOTOpPas OOBIYHO HE CONEPIKUT KUCT
WM KUAKUX obnacted. Pa3nuyHble THUMBI CONUAHBIX ONMYXOJieH HAa3BaHBI 1O THITY KJIETOK,
KOoTOpbIe UX (popmupyroT. [IpumMepamul COTHIHBIX OMYXOJIEH SIBISIOTCS CAPKOMBI, KAPLIUHOMBI U
aumpomsbl. Jlelikemun (pak KpoBH) OOBIMHO HE 00Pa3yIOT CONMMIHBIX omyxoJiei (HaunoHanbHbIM
Hncturyt Paka, CnoBape TepmunoB no Onkonorun). Heorpannuuparomuye HIUTIOCTPATUBHBIE
CapKOMBI BKJIFOUAIOT CAPKOMY MATKHX TKaHEH U OCTEOCApKOMY.

[0331] «OnyxoneBast Maccay, TaKXke Ha3blBaeMasl «OIYXOJIEBOI Harpy3Koi», OTHOCUTCS
K o0IeMy KOJIMYECTBY OIYyXOJEBOH MarepHuaia, PacHpeieseHHOTrO IO BCEMY OPTaHU3MY.
OmnyxoneBasi Harpy3ka OTHOCHTCA K OOILIEMYy KOJHYECTBY PAKOBBIX KJIETOK HJIM K OOImeMy
pa3Mepy OmyXOJH BO BCEM TeJle, BKJIIOUast TUM(paTHUECKHe y3Jbl U KOCTHBIM Mo3r. OmyxoneBas

Harpy3ka MOXeT ObIThb OnpezesieHa pa3IMYHbIMU CIOCOOaMH, U3BECTHBIMU B JAHHOH 00NacTH
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TEXHUKH, TaKUMHM KakK, HalpuMmep, H3MepeHHe pa3MepoB omyxonu(eil) mpu yIoalieHuu y
cyObekTa, HalpuMep, ¢ UCTIOIb30BAHUEM IITAHTCHLUUPKYJIS, UM BO BPEMSI HAXOXKJIEHHSI B TEJIE C
UCIIONb30BAaHUEM  CIOCO0OB  Bu3yanmsauuy, Harmpumep Y3M,  ocreocumHTHrpaduu,
kommnbroTepHoit Tomorpadust (KT) ninn MmarauTHo-pe3oHaHcHOM Tomorpadus (MPT).

[0332] TepmuH «pa3mep OMyXOJIU» OTHOCUTCS K OOLIEMY pa3Mepy OIyXOJH, KOTOPBIH
MOXKET BKJIIOYATh 3aMepbl KaK IUIMHbI TaK M IIUPHHBI OMyXoJH. PasMep omyxomu MoxeT ObITh
OIIpeAeNieH Pa3IMYHbBIMU CIIOCOOAMH, U3BECTHBIMH B IaHHOW OOJIACTH TEXHUKH, TAKUMHU Kak,
HampuMep, H3MEpEeHHe pa3MepoB Omyxoju(eil) mpu ynajeHun y CyObeKkTa, Hampumep, ¢
UCTIOJIb30BAHUEM LITAHTCHLUPKYJS, WIA BO BpPEeMsl HaXOXKACHHUS B Telie C HCIOJb30BAHUEM
cnoco0oB Bu3yanusanuy, Hanpumep, ocreocuuaturpadun, Y31, KT nim MPT.

[0333] Hcnonb3yemblii B KOHTEKCTE€ HAHHOTO IOKYMEHTa TepMHH «3(deKkTuBHOE
KOJINYE€CTBO» OTHOCHUTCS K KOJHMYECTBY COeNUHEeHMs (Hampumep, aHturena nporus CD47 wm
SKPAaHHPOBAHHOI'O AHTUTENA), JOCTATOYHOMY JJISi JOCTHIKEHHUS TIIOJIE3HBIX WJIH JKEJaeMbIX
pe3ynbTaToB. DP(HEKTHBHOE KOJHMYECTBO MOKET OBITh BBEICHO 33 OIHO WM OoJiee BBEIEHUH,
NPUMEHEHUH WM JO3MPOBOK M HE MPEANOiaraeT OrpaHUYeHHs] KOHKPETHBIM IMPEnapaToM HIIH
nyteM BBeneHHs. Kak mpaBuio, TepameBTHUECKH 3(PQPEKTHBHOE KOIMYECTBO AKTUBHOTO
KOMIIOHEeHTa Haxonutcsl B quamna3one ot 0,1 mr/kr no 100 mr/kr, Hanpumep, ot 1 mr/kr go 100
mr/kr, or 1 mr/kr no 10 mr/kr. BBommmasi no3a MOKET BapbHpPOBATHCS B 3aBUCUMOCTH OT
M3BECTHBIX (PAKTOPOB, TAKUX KaK (hapMaKOAMHAMHYECKHE XapAKTEPUCTUKN KOHKPETHOTO areHTa,
a TaKke ero crnoco0a M MyTH BBEIESHMS, BO3PACT, 340POBbE M BEC PELUNHEHTA;, TUIl U CTENECHb
3a0oneBaHMsl WJIM TIOKAa3aHWs K JIUEHHIO, XapakTep U CTENeHb CHMITOMOB, BHJ
COIYTCTBYIOLIETO JIEYEHUs, 4acTOTa Tepanmuu U skenaemblii s¢¢exr. HauanbHas noza Moxxer
OBITH yBEJNIWYEHA 32 MpPEJeNIbl BEPXHErO YPOBHS, YTOOBI OBICTPO JOCTHUYD JKENAEMOTO YPOBHS B
KPOBM WJIM YpPOBHS B TKaHU. AJIbTEPHATHBHO, HAYajJbHAas 1032 MOXET OBITh MEHbIIe
ONTUMAJIBHON, U CYTOYHAs /1032 MOKET ITOCTENEHHO YBEJINUNBATbCS B TEUEHUE Kypca Teparuu.
J103UpOBKa JJIsI YUeJIOBEKa MOXKET ObITh ONTHMHU3UPOBAHA, HAITPUMEP, B OOBIMHOM HCCJIEJOBAHUN
noBbIieHust 103b1 B Paze I, paccuntannubiM Ha 103y ot 0,5 mo 20 mr/kr. Yactora 103upOBaHHUS
MOJKET BapbUPOBATHCS B 3aBHCHMOCTH OT TaKUX (PAKTOPOB, KaK NMyTh BBEACHUS, JTO3UPOBKA,
Nepuo] TOJYBbIBEAEHHUs] AaHTUTENAa U3 CBIBOPOTKM U 3aboieBaHue, KOTOpOE Jieuar.
HNmrocTpaTUBHBIE YaCTOTHI TO3UPOBAHMS COCTABIISIFOT OAMH Pa3 B J€Hb, OJUH pa3 B HEHENO U
OIIMH pa3 Kaxaele 1Be Henenn. CocTaB JIEKapCTB HA OCHOBE MOHOKJIOHAJIBHBIX AHTUTEN U3BECTEH
CHEeLUANCTAaM B JIAHHOW OOJACTH TEXHHWKH. B HEKOTOPBIX BapHaHTax peau3alliil JaHHOTO
U300peTeHNs] MOHOKJIOHAJBHOE AaHTUTENO JHOPUIM3UPYIOT M 3aTeM BOCCTAHABJIMBAIOT B
Oy epeHHOM COJIEBOM PacCTBOPE BO BPEMs BBEACHHUSI.

[0334] B HEKOTOPBIX WILTFOCTPATUBHBIX BAPHAHTAX PeaH3alHU JAHHOTO M300peTeHus,
TaHHOE N300pETeHNEe OTHOCHUTCS K CIOCO0Y JIEUEHHs] OHKOJIOTHUYECKOro 3a00JI€BaHUs B KIIETKE,
TKaHH, OpraHe, >XUBOTHOM MJIM MalieHTe. B KOHKPETHbIX BapHaHTaX pean3alud JAaHHOTO
n300peTeHs], TaHHOE M300peTeHne OTHOCUTCS K CIIOCO0Y JICUEHUsT COJIMIHOTO Paka y YeloBeKa.
TUMOBBIMH OHKOJIOTHUECKUMH 3a00JI€BaHUSAMH SIBJSIFOTCA T€, KOTOPBIE XapaKTepU3YIOTCS

skcnpeccueit CD47 B kiieTke, OTHOCALIEHCS K PakoBOH (TO €CTh KOHKOJIOTUYECKOe 3a00JIeBaHNE,
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xapaktepusyroomeecss skcrpeccueri  CD47»).  Ilpumepsl oOHKONOrmYeckux 3a0o0JieBaHUMN
BKJIFOYAIOT, HO HE OrPAaHUYMBAIOTCS MMM, COJHJIHBIE OITyXOJIM, OIYXOJH MSATKHUX TKaHeH,
reMaTOMOITHUECKUE OMyXOJH, KOTOPBIE BBI3bIBAIOT COJHIHBIE ONMYyXOJHM, M METACTaTHYECKHEe
nopakeHus. [IpuMeppl TreMaTONMO3TUYECKHX OINyXOJied, KOTOpble MOIYT TIPUBECTH K
00pa30BaHMUIO COJIUJHBIX OMYXOJieH, BKIIIOYAIOT, HO HE OrpaHM4YUBaIOTCA UMH, AupdysHyo B-
KkpynHokyerounyto sumpomy (DLBCL), donnukynspayo auMpoMy, MUENTOIUCTIIIACTHIECKUN
curapom (MDS), numpomy, 6one3Hp XOmKKIHA, 3I0KAYeCTBEHHYIO TUM(POMY HEXOJUKKUHCKYIO
mimpomy, numbpomy  Bepkurra, MHOXKECTBEHHYIO  MHEJIOMY, CHHApPOM  Puxrepa
(Tpanchopmarmo PuxTtepa) u Tomy nompodHoe. [IprMepsl COMMIHBIX OMyXOJeH BKIIHOYAIOT, HO
HE OrPaHMYHUBAIOTCS WMH, 3JI0KAYeCTBEHHBIE HOBOOOPA30BAaHMS, HAPUMEP CAPKOMBI (BKITFOUAsT
CapKOMY MSITKHX TKaHEH U OCTEOCAPKOMY), alEHOKAPLIUHOMBI U KAPLITHOMBI PA3JIUYHBIX CHCTEM
OpPTaHOB, HANpPUMEpP TOJOBbI M IIeu (BKJIIOYAS TJIOTKY), IIMUTOBHIHOW JKENe3bl, JIETKOTO
(MENKOKJIETOYHBIH HJIM HeMeNKokJIeTouHblid pak Jjerkoro (NSCLC)), Mono4HO# kenesbl,
TMM(QOUIHBIX TKaHEH, JKeNyIOYHO-KHUIIEUHOrO TpakTa (HampuMep, pPOTOBOH IOJIOCTH,
NUINEBONA, JKENyAKa, TMe4YeHa, MOKENYJOYHONW JKeNe3bl, TOHKOrO KHINEYHHKA, TOJCTOTO
KHIIEYHNKA U TPSMOH KUIIKH, aHAJBHOTO KaHalla), TOJOBbIX OPraHOB U MOYEIOJOBOTO TPAKTa
(HarpuMep, TMOYKH, YPOTENHs, MOYEBOIO Iy3bIPs, SIMYHUKA, MATKH, LEPBUKAJIBHOTO OTHENA,
SHAOMETPUS], MPOCTATHI, SIMYKA), LEHTPAJIbHOW HEPBHOM CHCTEMBI (HANPHMEp, MOPa’KaroIIne
HEpPBHBIC WJIN TJIHAJIbHBIE KJIETKU, HAPUMep, HeHpoOIacToMy WM IIIHOMY), KOXH (Harpumep,
MEJNAaHOMY) M TOMY IonoOHOe. B HEKOTOphIX BapHaHTaxX pealu3aliy JAHHOTO H300pETEHHs
COJIMJIHASI OIyXOJIb MPEACTABIISIET COOOM MONOXKUTENBHYIO 10 oTHOWEHMI0 kK NMDA-penentopy
TepatroMy. B apyrux BapuaHTax peanu3alud JaHHOTO H300peTeHHs OHKOJOIMYecKoe
3a0oJeBaHIe BLIOPAHO U3 PaKka MOJIOYHOMW KeJIe3bl, paka TOJNCTOM KHIIKH, paKa MOKENTyJOYHOM
JKene3bl (Harpumep, HEMPOSHIOKPUHHON omyxonu mnomkenynounoit skenessl (PNET) wmum
aJIeHOKapLITHOMBI TIPOTOKOB MokenynouHoi xenes3bl (PDAC)), paka xenyzaka, paka Matku U
paka SUYHHUKOB.

[0335] B HekOTOpBIX BapuaHTAaX peaju3allH JAHHOTO HU300PETEHUS OHKOJOTMYECKOe
3a0ojieBaHre BBIOPAHO W3, HO HE OrPAHUYUBAETCS OTUM, JIEWKO30B, TaKMX KaK OCTPBIH
mampobnactheiii  neiiko3 (ALL), xponmueckuit mumdornurapubii seiiko3 (CLL), octpsiit
MUENIOTeHHbIH Jieliko3 (AML), xpoHnueckuii MuenoreHHbid jeiiko3 (CML), neiko3 BOpCUCTBIX
kierok (HCL), T-xnerounsni mnpomumbouuntapubiii snetiko3 (T-PLL), nefiko3 u3 Oombrimx
3epHUCTBIX JTUMPOIHUTOB, T-KIETOUHBIA JIEHKO3 B3POCIBIX U OCTPBI MOHOLIMTAPHBINA JIEHKO3
(AMoL).

[0336] B omHOM BapuaHTe pealu3alUd JTAaHHOTO H300PETeHUsT OHKOJIOTHYECKOe
3a0oneBaHne MPEACTaBIseT COOOH COJMHMIHYIO OMyXOJb, KOTOpas CBsi3aHA C aCLUTOM. ACLHT
SIBJIIETCSI CUMIITOMOM MHOTHX BHJIOB OHKOJIOTMUYECKHMX 3a00JIEBAaHMHA M TaKXe€ MOXKET OBITh
BbI3BAaH PSJIOM COCTOSIHHMH, TaKMX KakK Iporpeccupyroliee 3a0ojieBaHUE NeYeHH. HIIbI
OHKOJIOTMYEeCKHX 3a00JeBaHull, KOTOpPbIE MOIYT BbBI3bIBATH ACLHT, BKIIOYAIOT, HO He
OrPaHUYMBAIOTCS WMH, PaK MOJIOYHOM S>KeJe3bl, JIETKOTro, TOJCTOrO KHIIEYHHKA (TOJICTOMN

KUIIKH), JKEeNyJAKa, MNOJUKEeNyAOYHON Kenes3bl, SUYHMKA, MaTKu (SHAOMETpUsi), OpIOIIHOM
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NOJIOCTH U TOMy NOAOOHOe. B HEKOTOpBIX BapHaHTaX peau3aluyd JAHHOTO H300peTeHHs
COJIMJIHAsI OMYyXOJb, CBSI3aHHAsI C aCLIUTOM, BBIOpaHA M3 paka MOJIOYHOMH JKele3bl, paka TOJICTON
KUIIKH, pakKa TIIOKENYIOYHON JKeNe3bl, paka >XeNyJka, paka MaTkd M paka su4YHHKa. B
HEKOTOpBIX BapHUaHTaX peaIM3alliid AAHHOTO H300peTeHHss OHKOJIOTHUYECKOe 3a0oseBaHHe
CBSI3aHO C IUIEBPAJIbHBIMU BBIIIOTAMHU, HAIIPUMEP, PAKOM JIETKOTO.

[0337] JdonojHHUTENbHbIE TeMaTONOTMYECKHe OHKOJIOTMYeckne 3a00JieBaHusi, KOTOpbIE
BBI3BIBAIOT COJIUJHBIE OIYXOJH, BKJKOYAIOT, HO HE OrPaHUYMBAIOTCS WUMH, HEXOIKKUHCKYIO
mumpomy (Hampumep, auddysHyro B-kpynHOKIeTOuHYIO JUM(OMY, MAHTHUHHOKJIETOYHYIO
mimpomy, B-mumpobnacthyro numdomy, nepudepudeckyro T-kieToynyr JgumMpoMy U
mimpomy  Bepkurra);  B-KkJeTouHBIi  XpOHMYECKHH  JUM(OIEHKO3/MENTKOKIETOUHYIO
maMmponurapayo  uMpoMy; JTUMPOIUIA3MOLMTAPHHYK JuMbpoMy;, B-kinerounyro numbpomy
MaprHHAJIBHON 30HBI CeNIe3eHKH (+ BOPCHHYATBHIE JUM(OLUTHI); MIA3MAKIETOYHHIO MHUEIOMY/
IUIA3MOLIUTOMY; 3KCTPAaHONAIBHYIO B-KieTouHyr JUM(pOMY M3 KIETOK MapTUHAJIBHOW 30HBI
tuna MALT; y3n0Byt0 B-kierounyro auM@omMy U3 KIETOK KpaeBOi 30HBI (£ MOHOLIMTOHIHBIE
B-knerkn); ¢ommukynsapHyro smmbomy, nupdysHyro B-kpynHokneTouHyr  mMMGpOMY;
mimpomy bepkurra; T-mumdobnactHyro numMpoMy U3 KIETOK-TIPEALIECTBEHHUKOB, -
kierounyro jgumdomy B3pocnbix (HTLV 1-monoxkwurensHyro), skcTpaHonmanbHyro NK/T-
KJIETOYHYIO JUM(OMY HA3aJbHOTO THIA, T-KJIETOYHYIO JUM(OMY 3HTEPONATHYECKOrO THIIA,
renaToCIUieHHyr Y-8 T-KineTouHyro JuMQpOMy;, TNOAKOXKHYI IMaHHUKYJIUTONONoOHyK T-
KJIeTOuHylo JuMmpomy;, QyHrounsoei wmuko3/ cunzapom Ces3apu, MNEPBHUHYI KOXXKHYIO
aHAIJIACTUYECKYI0 KPYMHOKJIETOUHYI0 JuMpomy ¢ T/0- kineTrkamu, NMEpBUYHYIO CHCTEMHYIO
aHAIJIACTUYECKYI0 KpPYMHOKJeTouHyo suMpomy c T/0-knerkamu; mnepudepudeckyro T-
KJIETOUYHYIO JHM(POMY, HEYTOUHEHHYI, AaHTMOMMMYHOOJACTHYI0 T-KJIE€TOuHyK JumMpomy,
MHO)KECTBEHHYIO MHEJIOMY, HMCTHHHYIO MOJHUIUTEMUI0 WiId MHeIopuoOpo3, koxkHyro T-
KJIETOYHYIO JHM(POMYy, MEJIKOKJIETOYHYI0 Jumbouuntapuyo jgumpomy (SLL), mumdomy
MapruHajibHON 30HBIL, JuMpomy LHHC, uMMyHOOIACTHYIO KpPYMHOKJIETOUHYIO Jumdomy, B-
muM(pOOIaCTHBIN TEHKO3 U3 KIETOK-MPENLUIECTBEHHIKOB U TOMY TOAO0HOE.

[0338] B KOHKpETHBIX BapUaHTaX peau3aliy JAaHHOTO M300PETEHUS OHKOJIOTMYECKOe
3a0oNeBaHKe MPENCTaBJIsAET COOOH CapKOMYy, KOJOPEKTAJbHBI pakK, paK TOJIOBBI M IIEH, paK
JIETKUX, PaK SUYHHUKOB, PaK MODKEIYAOYHOHN JKeNe3bl, paK >KeIyAKa, MENaHOMY H/MIH pak
MOJIOYHOM JKEJIE3bL

[0339] Anturena npotuB CD47 u 3kpaHUpOBaHHBIEAHTUTENA, KaK OMHCAHO B JTAHHOM
IOKYMEHTE, TaKKe MOXHO HCIIONB30BaTh [UJIsl JICYCHHMs HAPYLICHWUH, CBS3aHHBIX C
OHKOJIOTMYECKHM 3a00JIeBaHUEM, HampuMep, 3HIedasonaTuy, BbI3BAHHON OHKOJOTHYECKHUM
3a00J1eBaHIEM.

[0340] CriocoOpl M KOMITO3UIMHU O JAHHOMY H300PETEHHI0 MOMKHO HCIOJB30BaTh B
COYETAaHUH C APYTMMU TEPAaNeBTHYECKHMMM areHTamMu w/win crnocobamu. Ilog TepMuHOM «B
KOMOWHAIIMMY, UCHOJBb3YEMBIM B KOHTEKCTE JAHHOTO JOKYMEHTA, IMOAPA3yMEBAETCs, UTO IBE
(wmn OoJiee) pas3NUYHBIX TEpPANUU MPENOCTABISIIOTCA CyOBEKTy B TedeHHe OOJie3HH CyObekTa

3a0oneBaHueM, Tak 4To 3(pdexTs! Tepanuii narueHTa NepeKpbIBAlOTCS B ONPENEICHHbBIH MOMEHT
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BpeMeHHU. B HEKOTOpBIX BapHaHTaX peau3aliy JaHHOTO W300PETEHUs MPEeJOCTaBICHNUE OTHOM
TEpAaIuy BCE €Ie MPONCXOINT, KOTAa HAUNHAETCS IPEAOCTABIEHIE BTOPOH, TaK YTO CYIIECTBYET
C TOYKHU 3pPEHMs BBEIEHHs IPEnapaToB €CTb HAJIOKEHHE. JDTO MHOITA YIIOMHHAETCS B JAHHOM
JIOKYMEHTE KaK «OJHOBPEMEHHAs» WM «COBMECTHas JOCTaBKa Ipemapara». B npyrux
BapUAHTAX PeaU3aLUN JAHHOTO N300peTeHns MPEeAOCTABICHUE OJHOIN Teparnuu 3aKaH4YNBAETCS
70 Havajla MPeAOCTaBIeHHs APyroil Tepanuy. B HEKOTOPBIX BapUaHTAax peajH3ally TOTO MU
APYroro ciydasi Tepanus siBisiercs: Oosee 3pQGeKTUBHON H3-32 KOMOMHHUPOBAHHOTO BBEIEHUSL.
Hanpuwmep, Bropast Tepanust siyisieTcsi 6onee 3G eKTUBHOMN, HaNMpUMep, SKBUBAJICHTHbIH 3P eKT
HaOJIOIa€TCsl TP MEHBLIEM KOJHYECTBE BTOPOH TeparmuM, WIM BTOpas Tepamusi YMEHbIIAeT
CUMITOMBI B OOJIbIIEH CTEneHH, 4eM 3TO ObUIO Obl, eciii Obl BTOpasi Teparus MPOBOIUIOCH B
OTCYTCTBHE MEPBOM TEpaIuM, WM aHAJIOTUYHAS CUTyalusl HaOMIOJaeTcs ¢ nepBoil Tepanuei. B
HEKOTOPBIX BapUAHTAX PEATH3aLUU JAHHOTO M300pETeHHs MPENOCTABICHUE TEPANHH SIBJISETCS
TAKUM, YTO YMEHBIIEHHE CHUMITOMA MM APYroro napaMeTpa, CBSI3aHHOTO C HapyIIEHHEM,
Oonpine, 4YeM TO, KOTOpOe HaOMomanoch Obl TPU OFHOM Tepamuy, NPEIOCTABIEHHOH B
orcyTcTBHE NpYyrod. ekt nByx Tepanmuil MOKET ObITh YACTHYHO aJAUTHUBHBIM, MOJHOCTHIO
aIOUTHBHBIM WM OONBINMM, 4YeM AaIAUTHBHbIA (TO €CTh CHHEPreTUYEeCKHH OTBET).
IIpenocraBneHne Tepamuy MOXET ObITh TakUM, 4TO 3((eKT OT MepBoil NpenoCcTaBICHHOU
TEpaIuy BCE €€ MOKHO OOHAPYKHUTb, KOT/Ia MPEOCTaBJIEHa BTOPAs TEPATIHSL.

[0341] B omHOM BapwaHTe peanu3aly JaHHOTO H300peTeHus: CrocoObl MO AaHHOMY
n300pETEHNI0 BKIJIOYAIOT BBEIEHHE CyOBekTy aHtutena npotuB CD47 mnu 3KpaHUPOBAHHOTO
aHTHUTENa, KaK ONUCAHO B JAHHOM JOKYMEHTE, HanpuMmep, KOMIIO3UIMU WJIM Tpenapartsl, B
COYETAaHUH C OAHOM MM OoJiee MOMOJHUTENbHBIMH TEpaNUsMHU, HANPUMEP XUPYPrUYECKUM
BMEIIATENLCTBOM, JIyU€BOH Teparueil Win BBEIEHHEM JIPyTroro TeparneBTHIeckoro npenapara. B
OJHOM BapHaHTE peaJH3aluy JAaHHOTO H300peTeHHs [OINOJHHUTENbHAS Teparnus MOXKET
BKJIFOYATh XUMHOTEPAIHIO, HATIpUMep LIUTOTOKCHYECKUH areHT. B oqHOM peanusanun JaHHOTO
n300peTeHus TOMOIHUTENbHAST TePAIUsl MOXKET BKIIFOYATh HATPABICHHYIO TEPAIUI0, HATPHMED
UHTUOUTOpP TUPO3UHKHHA3BI, MHTHOUTOP MPOTEACOMbI WJIM HMHTMOUTOp mpoTea3pl. B omHOM
BapUAHTE peau3alliil JaHHOTO H300pETeHUs] AOMOJHHUTENbHAS Tepamusi MOXET BKJIKOYaThb
NPOTHBOBOCTIAJIMUTEIBHOE, AHTHAHTHOT€HHOE, AaHTU(PHUOPO3HOE WM aHTHNpPOJH(epaTuBHOE
COEAMHEHUE, HalpUMep CTEPOHJ, UMMYHOMOIYJSATOP OHOJOrMYECKOro NEHCTBHSI, TaKOH Kak
UHTUOUTOP MOJIEKYJ] IMMYHHBIX KOHTPOJIBHBIX TOYEK, MOHOKJIOHAJBHOE aHTUTENO, (PparMeHT
antutena, anramep, MHPHK, HedyBCTBUTENbHYIO MONIEKYJy, OEJOK CIUSHHS, IUTOKHUH,
peuenTop LUHUTOKHHA, OPOHXOAMIIATATOP, CTATHH, NMPOTHBOBOCHAINTENBHBIA areHT (Hampumep,
metotpekcar) win NSAID. B gapyrom BapuaHTe peanu3aluyd JTaHHOTO HW300peTeHHs
TOTIONTHUTENIbHASL TEPaNusl MOXET BKJIIOUaTh KOMOMHHUPOBAHHE JIEKAPCTBEHHBIX IPENapaToB
pasHbIx knaccoB. Ilpemapar anturena npotus CD47 unu 5KpaHUPOBAaHHOTO AHTUTENA MU
JOTIONTHUTENbHAS TEPATIHSI MOTYT BBOJIUTBCS] OTHOBPEMEHHO HIIU ITOCIIEI0OBATEIBHO.

[0342] «Monekysia UMMYHHOH KOHTPOJBbHONH TOUKW», KAaK HCIOJNb3YETCs B KOHTEKCTE
TAHHOTO JIOKYMEHTA, OTHOCUTCS K MOJIEKyJie B UMMYyHHOU CHUCT€ME, KOTOpasi JHOO YCHIINBAET

CUTHaJ (CTUMYJHPYIOIAs MOJEKysa), JUOO MOHIKAeT CUrHail (MHIHOMPYOINas MOJEKyJa).
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MHorue BHUAbI OHKOJIOTHYECKMX 3a0oyeBaHMi H30€ratoT MMMYHHOW CHCTEMBbI, ITOAABIISSA
nepenavdy CUrHajioB T-KJIETOK.

[0343] MnnrocTpaTuBHbIE MOJIEKYJIbI UMMYHHOW KOHTPOJIBHON TOYKHU BKJIFOYAIOT, HO HE
OrpPaHUYMBAIOTCS 3THM, O€JOK 3amporpaMMHUpoBaHHOM cmeptu kierku | (PD-1), mmrann
3anporpammupoBaHHoi cMmeptu kinerku 1(PD-L1), PD-L2, uurorokcuueckuit T-nmumdouut-
accoruupoBanubiii  Oenmok 4 (CTLA-4), Oenok 3, conmepskamuii JOMeHbI T-KJI€TOYHOTO
ummyHornoOynuHa u  wmynuHa (TIM-3), ren akrtuBauuu JumdonuroB 3 (LAG-3),
KapLMHOMOSMOPHOHAJIBHYIO aHTHTCH3aBUCHMYIO MOJiekyy kierounoi anresuu | (CEACAM-
1), CEACAM-5, V-OOMeHHbIii WMMYHOTJIOOYJIMHOBBIM CYIpeccop AakTUBALMU T-KJIETOK
(VISTA), B- u T-num¢onurapusiii arrentoatrop (BTLA), T-knerounsiii uMMyHOpeUuenTop ¢
nomeHamu Ig u ITIM (TIGIT), nMMyHOTrIOOY TMHO-TIOAOOHBIH PELENnTOp, aCCOLMHPOBAHHBINA C
neiikouuramu (tuna 1) (LAIR1), CD160, TGFR, A2-penentop aneHosuHa (A2AR), B7-H3
(rakke wmsBectHbld kak CD276), B7-H4 (taxke nHaseiBaembiii VICNI), unHmomamuH-2,3-
mnokcureHasy (IDO), 2B4, uMmyHOrIOOyJIMHNIOAOOHBIH pPELENTOp €CTECTBEHHBIX KHJUIEPOB
(KIR) 1 Tomy mozoOHoe.

[0344] Hcrmonp3yeMblii B KOHTEKCTE€ JAHHOIO JOKYMEHTAa TEPMHH «UHTHOUTOD
UMMYHHOH KOHTPOJBHOH TOYKM» OTHOCHTCA K MOJIEKyJie (HampuMmep, Mallod MOJIEKYJe,
MOHOKJIOHAJIbHOMY aHTHTENy, (parMeHTy aHTuUTeNna W T. 1.), KOTOpas HHTUOMpyeT W/ Wiu
OnoKHpyeT OfHYy HIIH OoJiee MHIMOUPYIOIUX MOJIEKYJT KOHTPOJIBHOM TOUYKH.

[0345] MnnrocTpaTuBHbIE HHTHOUTOPBI UMMYHHOM KOHTPOJIBHOM TOYKH BKJIFOYAIOT, HO
HE OTPaHUYUBAOTCS UMHU, CIEAVIOLINEe MOHOKJIOHAJIbHBIe aHTUTeNna. Marnbutoper PD-1, Takue
kak nemOponusymab (Keytruda, Merck) u nHuBomymab (Opdivo, Bristol-Myers Squibb);
unruburopel PD-L1, Takue kak artesonmusymabd (Tecentriq, Genentech), aBenymad (Bavencio,
Pfizer), nypsanymab (Imfinzi, AstraZeneca); u unruouropsr CTLA-1, Takue kax unuammymad
(Yervoy, Bristol-Myers Squibb).

[0346] UmmrocTpaTHBHBIE LIUTOTOKCHYECKUE ar€HThI BKJIIOYAIOT aHTHMUKPOTPYOOUYKOBBIE
areHThl, UHTUOUTOPBI TOMOU30MEPa3bl, AHTUMETA0OIUThI, UHTMOUTOPBI CHHTE3a M JIerpalaliiu
Oenka, MUTOTHYECKHE HMHTUOMTOPBI, AJKIJIMPYIOIIUE AareHThbl, IUIATUHUPYIOLIHE AareHThI,
UHTUOUTOPBI CHHTE3a HYKJIEHHOBBIX KHUCJIOT, MHIHOWTOPBI MMCTOHIEALETHNIA3bl (MHTHOUTOPBI
HDAC, nampumep, Bopunoctat (SAHA, MKO0683), sarunocrar (MS-275), manoOuHOCTAT
(LBHS589), tpuxocratun A (TSA), mouermnocrar (MGCDO0103), 6emurocrar (PXD101),
pomupencun (FK228, nencunentun)), waruburoper JHK-meruntpancdepasbl, a3oTucTbie
UNPUTBI, HUITPO3OMOYEBUHBI, 3TUICHUMUHBI, aJKHICYJIb(OHATHI, TPHA3eHbI, aHajoru (onara,
aHAJIOTH HYKJICO3UJIOB, MHIHOUTOPBI PUOOHYKJIEOTHAPENYKTA3bl, aJKAJIOHIbl OapBHHKA,
TAKCaHbI, STIOTUJIOHBI, HHTEPKAJIUPYIOIIHUE areHThl, areHThl, CIIOCOOHBIE BMELIMBATHCS B IMYTh
TPAHCAYKLIUU CUTHAJIOB, areHThl, CMIOCOOCTBYIOLINE ArloNTO3y U OOJMYYEHHIO, M KOHBIOTAThI
MOJIEKYJl aHTUTEJ, KOTOPBIE CBS3BIBAIOT IOBEPXHOCTHBIE OENKHM IJIsI TOCTABKH TOKCHYHOTO
areHTa. B ogHOM BapHaHTe OCYIIECTBIEHHS LIUTOTOKCUYECKUN areHT, KOTOPbI MOKHO BBOJUTH
C IpernapaToM, ONMHCAHHBIM B JAHHOM JOKYMEHTe, NpEeACTaBisgeT COOOM areHT Ha OCHOBE

IUTaTUHBI (TAKOH Kak LUCIUIATHH), mukiodochamun, makapOasuH, MeToTpekcar, (GTopypauui,
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reMIuTaOnH, KaneuuTaOuH, THUAPOKCHMOYEBHHY, TOMOTEKaH, HMPUHOTEKAH, a3alUTHIOPHUH,
a3alUTUANH, UKCaOenuiioH, 60pTe30MU0, TakcaHbl (HAPUMeEp, MAKIUTAKCE WA OLEeTaKCeN),
nuToxanasuH B, rpamunuauH D, OpoMHCTBIA 3THOWN, SMETHH, MHTOMHULIMH, 3TOIO3MUI,
TEHOIO3H]l, BUHKPUCTUH, BUHOJACTHH, BHHOPEJNOWUH, KOJNXMLMH, aHTPALUKINHBI (Hampumep,
AOKCOPYOULIMH WIH 3TUPYOUIIMH) NayHOPYOHLIMH, AUTHIPOKCH aHTPALMH TUOH, MHTOKCAHTPOH,
MUTPAMULIUH, aKTUHOMHULMH D, anpuamunus, 1-IeruapoTecTOCTepOH, INIFOKOKOPTHKOHUIBI,
IIPOKaWH, TETPAKAUH, JIUAOKAWH, IPOIPAHOIIOIN, IyPOMHULIMH, PULIUH WA MAUTAaH3UHOMUBIL.

[0347] CriocoObl U KOMMO3ULIMH MO JAHHOMY H300PETEHHI0 MOTYT OBITh MCIOJIB30BAHBI
npu JedeHnHn cyOrekToB ¢ CD47-moNoKUTENbHBIM OHKOJIOTHYECKHM 3abosieBaHreM. B omHOM
BapHaHTe peanuzanuu JaHHOTO u300pereHuss CD47-monoXUTENTbHOE OHKOJOTMYECKOE
3a0o0neBaHMe, XapaKTEPU3YETCsI SKCIIPECCUEH OHOM UiTH 00Jiee MATPUKCHBIX METAJUIONPOTEHHA3
(MMII). Unnroctpatuabie MMIT BKIIFOYAKOT, HO He orpanuyuBaroTcs umu, MMIT1-MMII28. B
yacTHOCTH, wunocTpatuBHble MMII Brmouwaror MMII2 u MMII9. B oaHOoM BapuaHTe
n3obperenust CD47-monoXUTENbHOE OHKOJNOTHUECKOe 3a00ieBaHHe NPEACTaBisieT CcoOoit
OIyXOJIb, B KOTOPOH MPUCYTCTBYIOT HHQUIBTPUPYIOIIHE MAKPODarm.

[0348] Criocobsl 1 KOMIO3ULIMH IO JAHHOMY H300PETEHHIO0 MOTYT OBITh MCIOJIB30BAHBI
npu yedeHuu cyOpekToB ¢ CD47-monoKUTENbHBIM OHKOJIOTHYECKUM 3a00JIeBaHUEM, KOTOPOe
Xapakrepusyercss skcnpeccuerl ogHod miu Oonmee MMII u comepkuT WHOUIBTPUPYIOIIHE
Makpodaru.

[0349] Crnocobsr onpenenenust Hamuuus CD47-TIONOKUTENBHBIX OHKOJOTHYECKHUX
oOpaszoBanuii, skcrnpeccun MMII u Hanmuumus MakpodaroB, HHQHUIBTPUPYIOIIUX OIYXOJIb,
W3BECTHBI B JAHHOH 00JIACTH TEXHUKMU.

[0350] Ouenka CDA47-mONOXUTENBHBIX OHKOJIOTHUECKHX 3a00jeBaHuil y CcyObekTa
MOXeT OBbITh OIpeneneHa OOBMHBIMU CHOCOOAMH, KOTOPBIE BKJFOUAIOT MMMYHOTHCTOXHMUIO
(UI'X), BecTepH-ONOTTUHT, MPOTOYHYIO LUTOMETPUIO0 MM criocoOwl cukseHuposanust PHK. C
nomotneto UI'X, BeCTepH-OJIOTTUHTA M IPOTOYHOM LIUTOMETPHH MOYKHO aHAJIM3HPOBATH JIFOObIE
anturena nporuB CD47, u3BecTHble B JaHHOH OOJACTH TEXHUKH, & TaK)Ke€ aHTHTENA MPOTHB
CDA47, onucanHble B JAHHOM JIOKYMEHTE.

[0351] Ouenka wHpUABTpauMM MakpoaroB B TKAHAX MOXKET MPOBOAHUTHCS MyTEM
MOHUTOPHHIA MOBEPXHOCTHBIX MapKepoB Makpodaros, Bkiarodas F4/80 mis makpodaroB MbImu
wm CD163, CD68 umun CD11b, ¢ moMomp0 TPaaUuLMOHHBIX CIIOCOOOB, KOTOPBIE BKJIFOYAIOT
UMMYHOTHCTOXUMUIO (Urx), BecTepH-ONOTTHUHI, mpoTOYHYH0 IIMTOMETPHIO WM CIIOCOOBI
cukseHuposanust PHK.

[0352] Ouenka mnporea3 B TKaHSIX MOXET KOHTPOJHUPOBATbCA C HCIOJb30BAHUEM
Pa3NIUYHBIX CIOCOOOB, BKIKOYAst KaK T€, KOTOPbIe KOHTPOJIHPYIOT aKTUBHOCTh MPOTEA3bl, TaK U
T€, KOTOpblE MOTYT OOHApPYKUBATh NPOTEOJUTHUECKYIO AKTUBHOCTb. OOBIYHBIE CIOCOOBI,
KOTOpble MOTYT OOHApY’XHThb NMPHUCYTCTBHE IMPOTEa3 B TKAHH, KOTOPbIE MOTYT BKIFOYATh Kak
HEaKTHBHbIE, TaK W akTHBHbIE (Gopmbl mporteassl, BkmouaroT MI'X, cuksenuposanme PHK,
BeCTepH-OJIOTTUHT WK crocoObl Ha ocHoBe UMA. JlonmoaHUTENbHBIE CHOCOOBI MOTYT OBITH

HUCIIOJIB30BAHbI  JJIA O6H&py>l(eHI/I$I AKTUBHOCTH IIPOT€A3bl B TKAHAX, KOTOpasd BKJIHOYACT



88

3uMorpaduro, 3umorpaduro in situ ¢ HCIONb30BaHUEM (PIIyOPECLHEHTHONH MUKPOCKONHH HIIH
UCTIONBb30BaHUE (PIIyOPECIIEHTHBIX MPOTEOIUTHYECKHX cyOcTpaToB. Kpome Toro, ucnonb3oBanue
(bIyOpEeCLEHTHBIX MPOTEOJUTHUYECKHX CYyOCTPATOB MOXET COYETaTbCs C HMMYyHO-3aXBaTOM
cneunguyeckux nporeas. Kpome Toro, aHruresna, HampaBiIeHHblE NMPOTHB AKTUBHOIO caiiTa
IpOTeasbl, MOKHO HCHOJIb30BaTh PA3MYHbIMU criocobamu, Bkmouas UI'X, dayopecuenTHyro
MHKPOCKOIHIO, BeCTepH-010TTHHT, MDA min nporounyro riuromerpuro (cm. Sela-Passwell et al.
Nature Medicine. 18:143-147. 2012; LeBeau et al. Cancer Research. 75:1225-1235. 2015; Sun et
al. Biochemistry. 42:892-900. 2003; Shiryaev et al. 2:¢80. 2013.)

[0353] Bo Bcem omucaHuM, Ile KOMIO3UIMK W HAOOPHI ONMUCAHHBIE KAaK HMMEIOIIHUE,
BKJIFOYAIOLIME WJIM COJEp KAIie KOHKPETHbIE KOMIIOHEHTBI, WM TJI€ TPOLECCHl M CIOCOOBI
ONMHCAHHBIE KAaK WMEIOLIMe, BKIIOYAOLINE WIH CONEpKallie KOHKPETHBIE JTarlbl,
NPEATOIAraeTcsi, 4ro, KpPOME€ TOro, CYINEeCTBYIOT KOMIIO3UIMH M HAOOpbl TO JaHHOMY
n300pETEHHIO, KOTOPBIE IO CYIIECTBY COCTOSIT FJIH COCTOSIT M3 MEPEUUCIICHHBIX KOMIIOHEHTOB, U
YTO CYLIECTBYIOT MPOLECCHI M CHOCOOBI 1O TAHHOMY H300PETEHHIO, KOTOPBIE COCTOST IIO
CYLIECTBY WJIM COCTOSAT U3 NMEPEUNCIICHHBIX 3TAIOB MPOLIECCOB U CIIOCOOOB.

IV. ®apmanesTuyeckue Komnosuunu u Ilpenapartsl

[0354] [Jins TepameBTMYECKOrOo NpHMeHeHus aHtuteno npotuB CD47  umum
SKPAHMPOBAHHOE AHTUTEJIO MPENNOYTHTEIBHO KOMOMHUPYIOT € (hapMaLleBTHUECKH MPUEMIIEMBIM
HocuTeneM. Mcrnonb3yemplii B KOHTEKCT€ IOAHHOTO IOKYHEHTa TEPMHUH «(papManeBTHUYECKH
NpUeMJIEMBbI HOCUTENb» O3HaudaeT Oy(epbl, HOCHTEIM M HAIOJHUTENH, TMOAXOISAINE IS
UCTIONIb30BAHUSI B KOHTAKTE C TKAHSAMH JIIOJEH W JKHUBOTHBIX 0€3 4Ype3MEepHOW TOKCHYHOCTH,
pa3ipaskeHus], AJUIEPTUYECKOr0 OTBETAa WM JPYTUX MPOOJIEM HIIN OCJIOKHEHUH, COPa3MEPHBIX C
Pa3yMHBIM COOTHOLIEHHEM BBITOABI U prcka. Hocurens(u) nomkeH ObITh «ITPUEMIIEMBIM» B TOM
CMBICJI€, UTO OH COBMECTHUM C APYTUMH KOMIIOHEHTAMH IPENapaToB U HE SBJSIETCS BPEAHBIM JUIS
peuunuenta. PapManeBTHYECKH MPUEMIIEMble HOCHTENN BKIIOYAIOT Oydepsl, pacTBOpUTENH,
IUCTIEPCHOHHBIE CPEIbl, TMOKPBITHS, M30TOHHYECKHE M 3aMemisiroinne abCcopOLMI0 areHThl U
TOMY MOAOOHOE, KOTOpbIE COBMECTHMBI C (papMaleBTHHYeCKMM BBeneHHeM. lcrojb3oBaHUeE
TAKUX CPeI M areHTOB JJisi (papMalleBTUYECKH aKTUBHBIX BEIIECTB M3BECTHO B JAHHOH 00JacTh
TEXHUKH.

[0355] CootBercTBeHHO, KOoMmo3uuuu aHtuten npotus CD47 unu 3KpaHUPOBAHHBIX
AHTHUTEN 10 JaHHOMY HM300PETEeHHMI0O MOTYT COAEpKaTh, IO MEHBbIIEH Mepe, OOUH M3 JIFOOBIX
MOIXOJALINX HATOJTHUTENEH, TAKMX KaK, HO HE OIPAaHMYHBAsICh UMM, TWIIOCHT, CBSI3BIBAOLICE
BeIleCTBO, cTabunu3arop, Oydepsl, conu, TUMOQUIbHBIE PACTBOPUTEITH, KOHCEPBAHT, aIbIOBAHT
wii  ToMy rnonobHoe.  DapMaleBTHUECKH  IMPHEMJIEMble  SKCIUIHEHTBl  SIBISIOTCS
NPEATIOUYTUTENbHBIMU. HeorpaHnunBarommue npuMepbl U CIIOCOObI MPHUTOTOBJICHUS] TaKUX
CTEPIJIbHBIX PACTBOPOB XOPOLIO HM3BECTHHI B JAHHOW OOJNACTH TEXHWKH, HAmNpUMep, HO He
OrpaHMYUBasCh 3TUM, onucanable B Gennaro, Ed., Remington’s Pharmaceutical Sciences, 18th
Edition, Mack Publishing Co. (Easton, Pa.) 1990. ®apmanieBTHUECKH NpUEMIIEMbIE HOCUTENN
MOryT OBbITH OOBIMHO BBIOpAaHBI M3 TEX, KOTOPBIE SBISIOTCA MOAXOMSAIIUMH JJIsl criocoba

BBCACHUS, paCTBOPUMOCTU W/ WK CTaOUIbHOCTH MOJICKYJIbI aHTUTEC]IA, (I)parMeHTa WJIM BapuaHTa
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KOMITO3UIIMH, KOTOPbIE XOPOIIO U3BECTHBI B JAHHOW OOJIACTH TEXHUKHU WJIM ONMHCAHBI B JAHHOM
TOKYMEHTE.

[0356] ®apmaneBTHuecKHe OKCUUIMUEHTBI ¥ JTO0AaBKH, HCIOJb3yeMble B JTAHHOM
KOMITO3UIIMH, BKJIFOYAIOT, HO HE OrPAaHUYUBAIOTCS WMMH, OENKM, MENTHAbL, aMHHOKHCIOTBHI,
JUMUABl W YIJIEBOABI (HAampUMep, caxapa, BKJIIOYash MOHOCAXapHuibl, IU-, TPH-, TeTpa- U
OJIMTOCAaxapuAbl, JepUBATU3UPOBAHHBIE Caxapa, TaKHe KaK aJbIWUTbL, aJbJOHOBBIE KUCIIOTHI,
3TepuUIIPOBAHHBIE caxapa W TOMY NOAZOOHOE M MOJMCAXapUIbl MM CaxapHble MOJHMEPHI),
KOTOpPbIE MOTYT MPUCYTCTBOBATh MO OTAECIBHOCTH WJIM B KOMOMHALIMH, COEpP KAIIESH ONMH UJIH B
koMOuHatmu 1-99,99% mno macce mimu oObemy. UiumocTpaTuBHBIE OETKOBBIE KCIMITAEHTHI
BKJIFOYAIOT CHIBOPOTOYHBIN aJbOYMUH, TAKOH KaK YeJOBEUECKUH ChIBOPOTOYHBIH abOyMHH
(HSA), pekomOuHaHTHBIH uenoBeueckuii anbOymuH (rHA), xenaTuH, Ka3enH 1 TOMY OJ00HOE.
HNmmocTpaTUBHBIE KOMIIOHEHTBI MOJIEKYJIbl aMHHOKHCIIOTA/aHTUTENO0, KOTOPBIE TaKKe MOTYT
(GYHKIIMOHHPOBATh B Oy(epHONW €MKOCTH, BKJIIOYAIOT aJlaHWH, TJUIUH, apTUHWH, OeTauH,
THCTHJIMH, TJIyTAMHHOBYIO KHCIJIOTY, AacCHaparduHOBYIO KHUCIIOTY, LUCTEHH, JIU3UH, JICHIIHH,
W30JIeHIMH, BaJINH, METHOHHH, (PeHUJIAIAHHH, acriapTaM 1 TOMY IO00HOe.

[0357] YrneBomHble 3KCIUNHUEHTHI, MOAXONSINUE JJII UCTIOJNB30BAaHUS B M300pETEHUH,
BKJIFOYAIOT, HAIPUMEP, MOHOCAXapHIbl, TAaKMe KakK (PyKTO3a, MaJIbTO3a, rajlakTo3a, TroKo3a, D-
MaHHO3a, copbo3a M TOMY MONOOHOE; AMCAXAPHIbI, TAKHE KaK JIAKTO3a, Caxapos3a, TPerauiosa,
nemtobnoza W TOMy MONOOHOE;, TMOJMCAaXapuiabl, Takue Kak paduHO3a, MeEJIe3uTo3a,
MaJIbTOJIEKCTPUHBI, AEKCTPAHBL, KPaxMallbl U TOMY IMONOOHOE; W ajbJANTHI, TAKUE KaK MAHHUT,
KCWJIUT, MAaJbTUT, JIAKTUT, KCHJIHUT, COPOUT (IJIFOLUT), MHUOMHO3UT W TOMY HOIOOHOE.
IIpennoyTuTeNnbHBIMU ~ YIJIEBOAHBIMU  SKCHMIUEHTAMU JJIsI WUCIOJNB30BAaHUA B  JTAHHOM
n300pEeTEeHNH SBIISIOTCSI MAHHUT, Tperajo3a 1 papuHosa.

[0358] Kommosuumu MOJIeKysl aHTHTEN TakXKe MOTYT BKJIOYATh Oydep WM areHT,
peryaupyromuii pH; oObraHO Oydep mpencrasnsier coOoii COJb, MOTYUYEHHYIO U3 OPraHMYECKON
KHUCJIOTBI WM OCHOBaHus. MimoctparuBHble Oydepbl BKIIOYAT COJIM OPraHUYECKHX KHCIIOT,
TaKHe KaK COJIU JITMOHHOW KUCJIOTBI, YKCYCHOM KUCJIOTBI, aCKOPOMHOBOH KUCJIOTHI, TIIFOKOHOBOH
KHCJIOTBI, YIJIEKHCIOThL, BUHOTPAIHOW KHUCJIOTBI, STHTAPHOH KHCIOTHI WIH (hTAJeBOH KUCIIOTHI,
Tpuc, TpomeramuHa rugpoxyiopua wim pocdarHsie Oydepsl.

[0359] Kpome TOro, KOMIIO3UIIMKA MOJIEKYJI aHTUTEJ 10 JAHHOMY HM300pPETEHHI0 MOTYT
BKJIFOYATh MMOJIUMEPHBIE SKCIUIMUEHTHI/T00ABKH, TAKUE KaK TOJMBHHUIIITAPPOIHIOHBI, (PUKOIIIBI
(TonMMepHbIH caxap), AeKpaThl (HampuMep, [UKJIONEKCTPUHBI, TAaKUe KaK 2-THAPOKCHITPOITIII-3-
LUKJIOAEKCTPHUH),  TOJUATHJEHIJIMKONHM,  apOMAaTHU3aTOpbl,  AHTHUMHUKPOOHBIE  areHTBHI,
NOJICJIACTHUTENN, AHTUOKCHIAHTBI, aHTHCTATHKH, TOBEPXHOCTHO-AKTUBHBIE BEIECTBA (HATIPUMED,
nonucopOatel, Takue kak «TBuH 20» u «TBun 80»), mununsl (Hanpumep, Gocoaumumsl,
JKUPHBIE KHUCJIOTBI), CTEPOHIBI (HATIPUMEp, XOJIIECTEPHH) U XeJNaTHPYIOLINE areHThl (HanpuMmep,
EDTA).

[0360] DTu u nmomonHUTENbHBIE U3BECTHbIE (PapMaleBTUUECKHUE SKCIUIUEHTHI H/HUIIH
n00aBKy, MOAXOASIINE JJIST MCIOJNB30BAHMA B KOMITO3HIMSAX MOJIEKYJ aHTHUTEN IO JAHHOMY

n300pETEeHNIO0, U3BECTHBI B JaHHOW OOJACTH TEXHUKH, HApUMep, Kak yka3zaHo B «Remington:
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The Science & Practice of Pharmacy,” 19th ed., Williams & Williams, (1995), u B “Physician’s
Desk Reference,” 52nd ed., Medical Economics, Montvale, N.J. (1998). IIpennourureabHbIMU
HOCHUTEJISIMU WUJIM SKCLUIMEHTaMH SIBJISIFOTCS KapOoruapaTs! (HarpuMep, caxapuzibl U ajbINUThI)
u Oydeps! (HampuMep, UTPATHBIN) WU ITOJIMMEPHBIE areHThI.

[0361] JlanHOe M300peTeHe OTHOCUTCS K CTAOUIBbHBIM KOMITO3ULIMSM, COEPIKALIUM, TI0
MEHbLIEH Mepe OAHy, MOJIeKyJdy aHtutena nporuB CD47 B ¢apmaneBTHUECKH NpHEMIEMON
kommno3uun. KoHcepBupoBaHHbIe Mpenaparbl COAEPKaT, 10 MEHbLIEH Mepe, OJUH N3BECTHBIH
KOHCEPBAHT WJIM OH HeOOs3aTeNIbHO BHIOpAH M3, IO MEHbINEH Mepe, oqHOoro (eHona, M-Kpe3ona,
I-Kpe3oyia, O-Kpe3oyia, XJIOpKpe3osia, OEH3WJIOBOro CHupTa, (QEeHWIPTYTH  HHUTPHTA,
(dbeHokcu3TaHONA, hopMaNbaeruaa, XJIOopOyTaHONA, XJIOpUaAa Maraus (HarmpuMep, rekcaruapara)
ankwinapabeHa (MeTWI, 3THJ, TPOMWI, OYTHJII M TOMY MOAOOHOE), OEH3aJKOHMS XJIOPUAA,
OeH3eTOHMsI XJIOpHIA, NErHapoareraTa HATPUsl W TUMepOcaja MM HUX CMECH B BOJHOM
mmoeHTe. JlroOast mopxoznsimass KOHLEHTpAHs WIH CMEChb MOJKET HCIOJIb30BATHCS, Kak
U3BECTHO B JaHHOUW oOmactu TexHuku, Hampumep, 0,001-5%, wnm moOOM nHanasoHe WM
3HAYE€HUH B HEM, HAIlpuMep, HO He orpaHuyuBsasch 3tuM, 0,001, 0,003, 0,005, 0,009, 0,01, 0,02,
0,03, 0,05, 0,09, 0.1, 0,2, 0,3, 04, 0,5, 0,6, 0,7, 0,8, 0,9, 1,0, 1,1, 1,2, 1.3, 1.4, 1,5, 1,6, 1,7, 1,8,
1,9,2,0,2,1,2,2,23,24,25,26,2,7,28,29, 3,0, 3,1, 3,2, 3,3, 3.4, 3,5, 3,6, 3,7, 3.8, 3,9, 4,0,
43, 4,5, 4,6, 4,7, 4,8, 4,9 umn moboM nuana3zoHe WIM 3HAYeHUU B HeM. HeorpaHudumBaromiue
pUMEpPHI BKIIIOYAIOT, 0e3 KoHcepBaHTa, 0,1-2% m-kpesona (Hampumep, 0,2, 0,3, 0,4, 0,5, 0,9 unn
1,0%), 0,1-3% 6en3mnosoro cnupra (Hampumep, 0,5, 0,9, 1,1, 1,5, 1,9, 2,0 umm 2,5%), 0,001-
0,5% tumepocana (mampumep, 0,005 wmm 0,01%), 0,001-2,0% d¢enona (mampumep, 0,05, 0,25,
0,28, 0,5, 0,9 uym 1,0%), 0,0005- 1,0% ankunmnapadena(os) (Hanpumep, 0,00075, 0,0009, 0,001,
0,002, 0,005, 0,0075, 0,009, 0,01, 0,02, 0,05, 0,075, 0,09, 0,1, 0,2, 0,3, 0,5, 0,75, 0,9 unu 1,0%),
¥ TOMY NOJ00HOE.

[0362] dapmareBTHUECKHE KOMIIO3MLIUHU, cOpaepskamue aHtuteno npotus CD47 umm
SKPAHHPOBAHHOE AHTHUTENO, KAK OMHCAHO B JAHHOM JOKYMEHTE, MOTYT OBITh MPEICTABIIEHBI B
€IMHUYHON JO3UPOBAHHOHN (OpME U MOTYT OBITh MOJIyYEHBI JEOOBIM MOAXOMASILINM CIIOCOOOM.
dapmaneBTHUECKAs KOMIIO3HLIUS TOJKHA OBITh COCTABJIEHA TaK, YTOOBI OHA ObLJIa COBMECTUMA C
NpeArnojaraéMbM MyTeM BBeneHus. [Ipumepamu myTel BBEOSHHS SIBJISIOTCS BHYTPHBEHHOE
(B/B), BHYTPUKOXXHOE, WHTASIIMOHHOE, TPAHCAEPMAaJbHOE, MECTHOE, TPAHCMYKO3aJbHOE U
peKTambHOE BBeNEHHE. [IpeArnouTHUTEeNbHBIM IyTEM BBEACHUS MOHOKJIOHAJIBHBIX aHTUTEN
sBiisieTcst B/B nH(QYy3us. [Tone3sHplie npemapatbl MOTYT ObITh MOJTYYEHBI CIIOCOOAMHU, U3BECTHBIMU
B obmactu ¢dapmauetuku. Hampumep, cMm. Remington’s Pharmaceutical Sciences (1990),
LIUTUPOBAHO BbIe. KOMMOHEHTHI KOMITO3UIHMH, TTOAXOIAIINE JJIsl TAPEHTEPATBbHOIO BBEICHUS,
BKJIIOYAIOT CTEPWJIbHBIN JUJIFOEHT, TAKOH KaK BOJAA JJIT MHBEKINH, (PU3HUOJOTHIECKHII PacTBOp,
JKUPHBIE MaCia, MOJU3TUICHTJIUKOIH, MIULEPHH, TPOMUICHTIINKOIb WIH IPYTUe CUHTETUIECKNE
pacTBOPUTENH, AHTHOAKTEpUANbHBIE AareHTbl, TaKue Kak OCH3WIOBBIM CHHPT WK
MeTHIapaOeHbl; aHTHOKCUAAHTBI, TAKWe KaK aCKOPOMHOBAas KHUCJIOTA MM OMCYJIb(MUT HATPHSL,
xenatupyromue areHTol, Takue kak JJTA; Oydepsl, Takue Kak aneTaTHbINH, MUTPATHBIA WK

dochaTHbIN; 1 areHThI AJI PEryJINPOBAHUS TOHYCA, TAKUE KaK XJIOPU HATPUS WIIH IEKCTPO3a.
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[0363] Jlnsg  BHYTPUBEHHOTO  BBENCHHUS  MOAXONALIUE HOCUTENIH  BKJFOYAIOT
dusHomOrMUecKuii coneBoil pacTBop, GakTepmocraTHueckyo Bomy, Kpemopop EL™ (BASF,
Parsippany, N.J.) umu ¢ocharHo-conesoii Oydepnsiii pactsop (PBS). Hocurens nomkeH ObITh
CTa0MJIbHBIM B YCJOBUSAX H3rOTOBJIEHMS M XpAaHEHUS M JOJDKEH ObITh 3allUINeH OT
MHKpoopranusmMoB. Hocurenem MoxerT OBITh pPacTBOPUTENb WM IHCIEPCHOHHAS Cpena,
copeprKalasi, HalmpuMep, BOMY, ATAHOJ, MOJHON (HAampuMep, TIMLEPUH, MPONIISHIJIUKOIb U
JKUIKUH NOJMATHIICHTJINKOb) M UX TOAXOAAIINE CMECH.

[0364] dapmaneBTHUECKHE MpenapaTrbl MNPEANOYTHUTENBHO SIBISIOTCA CTEPUIIbHBIMU.
Crepwimzaumss MOXKeT OBITh OCYLIECTBJIEHA JIIOOBIM TMOAXOISAIIUM CHOCOOOM, HampuMep
bunpTpanueii  4epes  crepwibHble  QUIbTpyommue  MemOpanel.  Eciam  koMmo3umms
TMOPWIN3UPOBAHA, CTEPHJIU3ALMI0O Ha (WIBTPE MOXKHO MPOBOAUTH JO WJIH TOCHe
THO(PUIN3ALUN U BOCCTAHOBJICHUSI.

[0365] KoMmno3uuuu o JaHHOMY M300pPETEeHHI0 MOTYT UMETh pasiudHble (GopMbl. OHH
BKJIFOYAIOT, HANpPUMeEp, JKHUIKHE, TOJYyTBEPAble W TBEPAbIC NO3MPOBAHHBIC JIEKAPCTBEHHBIE
¢dopMBI, Takue Kak S>KUAKHE DPACTBOPBI (HANpUMeEp, PacTBOPBI UII MHBEKUUH U UHQY3H),
IUCTIEPCHU WII CYCTIEH3UH U JIUIOCOMBL IIpeanoururenpHast tekapcTBeHHast (hopMa 3aBUCHT OT
NpEeArnojaraeMoro crnocoba BBEACHHS M TEPANEBTHYECKOrO MPHUMEHEHHs. TUImu4YHbIe
NPEATIOYTUTENbHBIE KOMIIO3UIIUN HAXOASATCSA B (POpPME pacTBOPOB JUJIsl MHBEKLUHA MM HHQY3HUII.
[IpenmouTuTenbHBIM ~ CIIOCOOOM  BBENEHUS  SIBJICTCSl  MAapEeHTEpasbHBI  (HAmpumep,
BHYTPUBEHHBIN, MOAKOXKHBINA, BHYTPUIJIA3HOW, BHYTPHOPIOIIMHHBIN, BHYTPUMBIIIEUHbIH). B
NPEATIOYTUTENIEHOM BapHAHTE PeaU3allui JAHHOTO M300PETEeHHs MpernapaTr BBOAST C IIOMOLIBIO
BHYTPUBEHHOW MH(Y3UU UM UHBEKIMHU. B IpeanouTuTeNnbHOM BapHaHTe peau3aliil JaHHOTO
n300peTeHNs MpenapaTr BBOAAT C MOMOIIBIO BHYTPUBEHHON HHPY3UU WM UHBEKLIUH.

[0366] ®pa3bl «mapeHTepajbHOE BBENEHHE» U  «BBOAUTH IAPEHTEPAIBHOM,
UCIIONIb3yeMble B KOHTEKCTE JAHHOTO AOKYMEHTa, O3HAYar0T CIOCOOBI BBEEHHS, OTJIIMYHBIE OT
SHTEPAIILHOTO M MECTHOTO BBEACHMS, OOBIYHO MyTE€M HWHBEKIHMH, M BKJIIOYAIOT, HO HE
OrPaHUYMBASCh UMM, BHYTPHUBEHHYIO, BHYTPUMBIIIECYHYIO, MOIKOXKHYIO, BHYTPUAPTEPUATIBHYIO,
UHTPATEKAIBHYIO, BHYTPHKAIICYJISIPHYIO, UHTPAOPOUTAIBHYIO, UHTPABUTPEATbHYIO,
UHTpaKapIUAIIbHYIO, BHYTPHUKOXHYIO, BHYTPHOPIOLTUHHYO, TPAaHCTPAXEaTbHYIO,
WHTQILAOHHYIO, TOAKOXHYIO, CYOKYTHKYJISIPHYIO, BHYTPHUCYCTaBHYIO, CyOKaICyJsIpHYIO,
cy0apaxHOMIANbHYIO, WHTPACTIMHAIBHYIO, SMUAYPATbHYI0O U WHTPACTEPHAIBHYIO HHBEKLHUIO H
UH)Y3HUIO.

[0367] B nmaHHOM wH300peTeHHMH mpeniaraeTcss HaOOp, COAEp KalMHA YHIaKOBOYHBIH
Marepuag M, 1Mo MeHbIIeld Mepe, OauH (HIaKOH, CONEp’KaIlMi pacTBOp, MO MEHbLIEH Mepe,
onHoro astutena nporuB CD47 unm 5KpaHUPOBAHHOIO AHTHUTENA C IPENyCMOTPEHHBIMU
Oydepamu W/wim KOHCEpBAaHTaMH, HeOOS3aTEIbHO B BONHOM IWIIOCHTE. BOXHBIA AWITIOCHT
HEeOoOs3aTeNIbHO  JTOTIOJIHUTENBHO CONEPKUT  (apMalleBTHYECKH IPUEMJIEMBbI  KOHCEPBAHT.
KoHcepBaHTBI BKIIIOYAIOT T€, KOTOPbIE BBIOPaHbI U3 (PeHONA, M-Kpe3osa, M-Kpe3oJia, O-Kpe3oJa,
XJIOpKpe3oJia, OCH3WJIOBOrO CHHPTA, aJKmiInapadeHa (METWJ, 3TWUJ, HPONWI, OyTHI U TOMY

nonoOHoe), OeH3aJKOHUs XJIOpuAa, OEH3eTOHUs XJIOpWAa, Jeruapoalerara HaTpus W
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TUMepocajla WM uX cMecH. KOHIEHTpauuss KOHCEPBAaHTA, MCIIOIB3yEMOro B IIpernapare,
SIBJIIETCS. KOHLIGHTpaLUUeH, AOCTATOYHOW IJIsi TOJyueHUs: aHTUMHUKpoOHoro s¢ddexra. Takue
KOHLIEHTPALUH 3aBHCAT OT BBIOPAHHOTO KOHCEPBAHTA U JIETKO OMNPEAEISIIOTCS CHEHMAINCTOM B
TaHHOHN 00J1aCTH TEXHUKH.

[0368] [lpyrue OSKCLUMIHEHTHI, HAampuUMep M30TOHMYECKHE areHTbl, Oydepsl,
AHTUOKCHU/IAHTBI, YCHUJIUTEIH KOHCEPBAHTOB, MOTYT OBbITH HEOOS3aTENbHO M MPEANOYTUTEBHO
n00aBJIeHbl B TUIIOEHT. M30TOHMYECKUI areHT, TaKOW Kak TIIHLEpPUH, OOBIMHO HCIIONBb3YeTCs B
U3BECTHBIX KOHIEHTpauusix. @DOHU3HOIOrUYECKH MEePeHOCUMbI Oydep NpennoYTHTEIBHO
n00aBsIOT st yoyutnenus: Koutposs pH. IlpenapaTsl MOTyT OXBaThIBATH IIUPOKUI JUAMA30H
pH, Hanpumep, ot okoso 4,0 no okoso 10,0, ot okono 5,0 1o okono 9,0 wm ot okosno 6,0 1o
okouo 8,0.

[0369] dpyrue nobasku, Takue Kak (papMaleBTUYECKU MPUEMJIEMbIE COFOOUITH3ATOPSI,
takne kak TeuH 20 (monmokcusTiieH (20) copburan MoHodaypart), Teun 40 (OIHMOKCHUITUIICH
(20) copburtan monomamemutar), TBuH 80 (mommokcudyTHIeH (20) copOMTaH MOHOOIEAT),
ITmropornk F68 (6mok-comonmMepsl TMONMMOKCHATUJIEHA M IMOJMOKcHmpomnwieHa) u 1190
(TONMMATUNEHIIMKOIb) WM HEHOHOT€HHBIE IOBEPXHOCTHO-AKTUBHBIC BEILIECTBA, TaKHE Kak
nojucopbar 20 wnu 80 mim monokcamep 184 wmm 188, momumbr Pluronic®, npyrue Onok-
comonuMepsl 1 xenaropsl, Takue kak IATA u DI'TK, moryT ObiTh HEOOsI3aTeIbHO NOOABIICHBI K
npenapaTaM W KOMITO3ULSIM JIJTsI YMEHbIIEHHsI arperaiui. JTH 100aBKH 0COOEHHO MOJIE3HBI,
€CIIM Ul BBEACHHUS IIperapara HCIIONb3yeTCs IMOMIIa WIM IJIACTUKOBas €MKOCTh. Hamuume
(bapMaleBTHUECKH MPHEMIEMOr0 MOBEPXHOCTHO-AaKTUBHOIO BEIIECTBA CHIKAET CKJIOHHOCTH
Oenka K arperaruu.

[0370] PasnuuHble CHUCTEMBI OCTaBKH MOTYT OBITh HCIIOJIb30BAaHBI I BBEIEHUS
aututen mnporuB CD47 wnm  SKpaHUPOBAHHBIX  aHTHTEN CyOBeKTy. B HEKOTOpbIX
WUTIOCTPATHBHBIX BAPHAHTAX peAM3alni JAaHHOTO M300pETeHUs] BBENEHHE aHTUTENA IMPOTUB
CD47 wmu 5KpaHMPOBAHHOTO aHTHUTEJNA OCYIIECTBIISIETCS] ¢ TIOMOLIBIO BHYTPUBEHHON HMHDY3HUH.
B HeKkoTOpBIX BapHMaHTaxX peajH3allH JAaHHOTO M300pEeTeHUs] BBEIACHHE IMPEICTaBISET COOOH
IBYXYACOBYIO BHYTPHBEHHYIO HH(Y3HIO.

[0371] JIroOoe M3 mpenapaToB, OMHMCAHHBIX BBILIE, MOXKET XPAHUTHCS B JKUIAKOHW HIIH
3aMOpPOKEHHON (popMe U MOKET OBITh HEOOs3aTeNbHO MOIBEPTHYTO MPOIecCy KOHcepBalyy. B
HEKOTOPBIX BAapUAHTAX peAN3aldU JAHHOrO H300pEeTEeHUs] Tpenaparbl, ONMHCAHHBIC BBIIIE,
SIBJIIFOTCST TMO(MIIM3UPOBAHHBIMHU, TO €CTh OHHU TOABEPTarTCs JHOpUIM3auuu. B HEKOTOpPBIX
BApPHUAHTAX peaN3ali JaHHOTO H300pPETEeHHsl Mperaparhbl, OMHCAHHBIE BbIIIE, MOABEPTAlOT
NPOIECCY KOHCEPBALMHK, HANpPUMEP JHOPIIN3ALNK, U 3aT€M BOCCTAHABJIMBAKOT IMOIXOISIIEH
KUJIKOCTBIO, Hanpumep Bonoi. Iloxg nmuodunmsanueit nogpasymeBaercs, YTO KOMIO3HIUS ObL1a
mnodmn3upoBaHa B Bakyyme. Jlmodunusanms OOBIMHO JOCTUTAETCS NMyTEM 3aMOPa’KWBAHUS
KOHKPETHOT'O TpernapaTa, TaK YTO PAaCTBOPEHHBIE BELIECTBA OTAEISIOTCS OT PacTBOPUTEIs(ei).
3areM pacTBOPUTEIb YOASIFOT CyOuMarueii (T.e. mepBUYHON CYLIKOH), a 3aTeM necopOrueii (To
€CTh BTOPUYHOM CYIIKOM).

[0372] Ilpemaparbl 1O JaHHOMY HW300PETEHHUIO MOTYT OBITh HCIOJB30BAHBI CO
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croco0amH, ONMHCAHHBIMH B JAHHOM JOKYMEHTE, WU C APYTUMH CIIOcOOaMu JIeUeHHUs
3aboneBanus. [Ipemaparsl antuten npotuB CD47 unm 5KpaHUPOBAaHHBIX AHTUTEN MOTYT OBITH
TIOTIONTHUTEBHO pa30aBIieHbl Iepes] BBEAEHUEM CyOBeKTy. B HEKOTOPBIX BapUaHTax peatu3aluu
JAaHHOTO H300peTeHusl mpenaparsl pa3daBiAOT (PU3NONOTHUECKMM PAacTBOPOM U XPaHAT B
makerax WM IINPULAX sl BHYTPUBEHHOTO BJIMBAHMS IMepel BBEACHUEM CYObBEeKTy.
COOTBETCTBEHHO, B HEKOTOPBIX BapHUaHTaX peajH3aluy JAHHOTO H300peTeHHs Croco0bI
JIEYeHUs] OHKOJIOTMYecKoro 3aboneBaHMs, Xapakrepusyroierocs oskcmpeccuein CD47, vy
cyObekTa OyAyT BKJIIOYATh BBEEHUE CYOBEKTY, HYXKIAIOLIEMYCsl B 3TOM, €KEHEIEIbHON J03bI
(apMaeBTHUECKONW KOMIO3HLIMY, copepskamei anTureao npotus CD47 mimm 3KpaHUpOBaHHOE
AHTUTETIO.

[0373] Cneumanmcram B JaHHOW 00JacTH TEXHUKH OyAET OUYEBHIHO, YTO IPYyrUe
NOAXOAALINEe MOTU(PUKALIMH U aaNTalliy CIIOCOOOB, OMUCAHHBIX B TAHHOM JOKYMEHTE, MOTYT
OBITH BBITIOJHEHBI C MCIIOJIb30BAHUEM IMOIXOMASIINX SKBUBAJICHTOB 0€3 OTKJIIOHEHHs OT oObema
BAPUAHTOB peaN3alli JAaHHOTO H300pETEeHUs, ONMHCAHHBIX B JaHHOM JOKyMeHTe. Temeps,
noApoOHO OMKCaB HEKOTOPbIE BAPHAHTHI PEAU3aliN TaHHOrO M300peTeHus], OHu OyayT Oonee
MOHSITHBI TPU CCBUIKE Ha CJEAYIOLHe IPUMEpbl, KOTOpble BKJIIOUEHBbI TOJBKO B LEJAX
WUIIOCTPAllMM U HE MpeJHa3HadyeHbl JUIsl OrpaHuYeHUs. Bce maTeHThl, MaTeHTHbIE 3asBKU U
CCBIJIKH, OINHCAHHbIE B JAHHOM JOKYMEHTE, BKJIOUEHO B JaHHbII JOKYMEHT IOCPEICTBOM
CCBUIKH B ITOJTHOM O0BEME U IS BCEX LeNeH.

IHPUMEPBI

IIpumep 1: Ionyyenue AHTHTEIA

[0374] b mosyueHbl I'yMaHU3UPOBAHHbBIE BAPUAHThl MBILIMHOIO AHTUTENA MPOTUB
CD47 B6H12. TlocnenoBarenbHOCTH BapuaOenbHBIX JOMEHOB aHTuTen s renepaunu JJHK u
BEKTOpa ObUIM CHHTE3HpOBaHBI C HCHOJb30BaHMeM HemaTtpuunod IIIIP. Ecmm xopotko, TO
IIOCJIEIOBATENIbHOCTh ~ BHPTYAJbHOTO  reHa  mpeoOpasyercs B IOCIENOBATEIbHOCTH
OJIMTOHYKJICOTUJIOB C HCIOJIb30BaHUEM TNATEHTOBAHHOro rmnporpammHoro mnakera ATUM.
OJIUTOHYKJIEOTU/IBI CUHTE3UPYIOTCS, OOBEOUHSIOTC U aMITUGuUupyroTest ¢ momornsto TTLP.
ITonnopa3smepHsbiii aMIIMKOH U3 peakuuu I[P KIOHUPYIOT B BEKTOP C UCMOJIB30OBAHUEM CaliTa
Sapl, TparchopmupyroT B E.coli 1 BRIAENSIOT YHUKAJIbHBIE KOJOHUU. KOJIOHUN BBIPAIIMBAIOT B
TEYEeHHE HOYM B XKUJIKOHU cpene U BeiAessoT miasmuanyto JJHK, ounmmaror ¢ nomomrsio Habopa
Machery-Nagel Midi Prep Kit) u mnocnenoBaTenbHOCT TNPOBEPSIIOT € HCHOJIB30BAHUEM
cukBeHnpoBanusi o Cenrepy. BapuaOenbHble JTOMEHBI JIETKOH IIeNMH KIOHHUPYIOT B BEKTOD
Kappa-Hs, a nomensl Tspkenoit nienu kjaoHupyroT B Bektopbl IgG1.01-Fe-Hs. Jlns skcnpeccun
AHTUTEJT COOTHOILLIEHHE BEKTOPOB TSDKEJIOW W JIETKOW Lenei aHturena 1.1 passomsT B cpene
LifeTech Optimem c¢ pearearom s tpaHcdexmum PolyPlus FectoPro. 3arem peareHt
JHK/rpanchexums nodasmsiror k Atum-creruduueckum kinerkam HEK293 B cpene LifeTech
ExpiExpression ©u  KyapTHUBHpPYROT B  TeueHue S5  gHeil.  Kynerypy — coOmparor
neHTpudyruposanueM u puiasrpanmen uepes nopsl 0,2 Mxm. na ounctku IgG oGs3aTenbHO
ucnone3dyercst MabSelect or GE pns ounctku antuten. Ilepen smoupoBaHHEM CMOJY

npombiBatoT 10CV 1 M NaCl B PBS u 10CV PBS. IgG smoupyot ¢ ucnonszoBanueM 20 MM
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Na-uutpatHoro Oydepa ¢ pH 3,2. Obpazer; 3amensiercss OypepoM ¢ UCTIOIB30BAHUEM KOJOHOK

Zeba ot Pierce B PBS. 3atem obpaszen creprn3yioT Ha QruibTpe mepen Tem, Kak B3Th o0paser

s uccnenosanus. HccnenoBaHueM BKIO4YaeT KoHueHTpaumio A280 u snekrpodopes B

BOCCTAHOBJICHHOM W HEBOCCTAaHOBJIEHHOM COCTOSIHMHM C ucrmosib3oBaHueM Agilent P200 Tape

Station 2200 Ha ynnax Tapescreen p200.

[0375] Cneunduueckue mytauuu ucxoaHoro anrurena B6H12 onucanst B Tabnunax 10-

13, xaKk U3JI0KEHO HIKE.

Tabnuna 10. I'ymanusupyromue Mytaruu B Bapuantax Tsoxenoii e hBoH 12

vH ITocnenoBatenbHOCTH Ocrarku Kapkacuoii | Ocratku
Bapuant Ox3ona AkuenTtopa IGHV | JlonopHoii Mpeimunoit | Aknenropaoit  CDR
IlocnenoBarenbHOCTH ITocnenoBarenbHOCTH
Yenoseka
hvH1 IGHV3-23/HJ4 H44, H49, H89, H91, H94 | orcyTcTBYIOT
hvH2 IGHV3-23/HJ4 H49, H91, H9%4 H31, H33, H60
hvH3 IGHV3-23/HJ4 H49, H82, H91, H94 H31, H33, H60
hvH4 IGHV3-48/HJ4 H49 H31, H60
hvHS5 IGHV3-66/HJ4 H29, H49, H82 H60
hvH6 IGHV3-74/HJ4 H49 H31, H58, H60
Tabnuua 11. I'ymanusupyromme Mytaumu B BapuanTax Jlerkoii Kanma-I{enun hB6H12
Bapuant ITocnenoBarenbHOCTH Ocratku KapkacHotii | OcraTku
vH DK30Ha Axuenropa | JloHopHOI MpeiuuHoit | AkuenropHoit  CDR
IGKV IlocnenoBarenbHOCTH ITocnenoBarenbHOCTH
Yenoseka
hvK1 IGKV6-21/KJ2 L4, 121, L85 OTCYTCTBYIOT
hvK2 IGKV6-21/KJ2 L4, 121 OTCYTCTBYIOT
hvK3 IGKV6-21 /KJ2 L4, 121, L69 OTCYTCTBYIOT
hvK4 IGKV1-27 /KJ2 L21, L49, L69 L31, L34, L53, L54,

L55

Tabmuna 12. Cneunduyeckue Myraunn Mbrmuabix KapkacHeix [TocinenoBarensHocTel

B Bapuanrax Tsoxenoii Lenu hB6H12

Bapuanrt

29 44 49

82 89 91 94

% OcraTkoB

YenoBeueckon




95

ITocnenosarenbHO
CTH

hvH1 F R* A* M I* F* R* 87,8

hvH2 F G A* M v F* R* 92,9

hvH3 F G A* I* v F* R* 91.8

hvH4 F G A* M \" Y R 92,9

hvHS F* G A* I* v Y R 89.8

hvH6 F G A* M v Y R 92,9

*(OCTaTKU MBIITUHON TOCIENOBATEIBHOCTH.
Tabmuna 13. Cneundpuyeckue Mytannn Mermuabix KapkacHeix [TocnenoBarensHocTel

B Bapuanrax Jlerkoit Kanma-I{enu hBoH12

% OcraTkoB
Yenoseyeckoil
Bapuant 4 21 49 69 85 ITocnenoBarenbHOCTH
hvK1 M* L* K T V* 85,3
hvK2 M* L* K T T 86,3
hvK3 M* L* K S* T 85.3
hvK4 M L* K* S* T 89.5

*OcTaTKy MBIIIUHOHN MTOCIEN0BATEIBHOCTH.
Ipumep 2: I'ymanusuposanubie AuTHTeNa [IpoTus CD47

Tlonyuenue AHTHUTEA

[0376] AHTHTENa SKCIIPECCHPOBAIH MTOCPEACTBOM BPEMEHHOM TpaHC(eKInH KiieTok Expi
HEK wunn Expi CHO i crabunbroii Tpanchexkunn CHO-DG44 1 ouniany ¢ UCTOIb30BaHHEM
kojoHok MabSelect SuRe (GE Healthcare). JlomonHuTenbHass MOATOTABIMUBAKOINAS OYHCTKA
criocobaMu 3KCKITFO3UOHHON xpomaTtorpaduu ¢ wucnojb3oBaHueM koJioHOK Superdex (GE
Healthcare) Obi1a mpoBeaeHa st 3KpaHUPOBAHHBIX AHTHUTEN, KOTOpbIe ObLTH MeHee uyeM Ha 90%
MOHOMEPHBIMH.

HccnenoBanne HaChIIEHHE CBA3BIBAHUS C MCIOJIb30BAHHEM MPOTOUHON IIMTOMETPUH U
HDA

[0377] T'ymanusupoBaHHble aHTuTena npotus CD47 BOHI2 c¢ pasnuuHbIMH

NIOCJIEIOBATENbHOCTSIMH TSDKEJIOH M JIETKOH Lienei oleHnBaiy 1o ux ahGpuHHOCTH CBA3bIBAHUS C
CDA47 uenoBeka 1100 ¢ MOMOIIBIO Hachimawinero MPA, nudo ¢ moMoIIbi0 KJIETOYHOIO aHAIH3a

FACS, a raxxke paccunrbiBanin ECS50 wmmm Kd. Tompko aHTHTena, cocrosuiye U3
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nocienosarenbHoctd  Tspkenod  wenun 1 (hvH1)  (rpynma  A;  amturena  1-4) wim
nocienosaresnbHocTH Tspkenoi nenu 5 (hvHS) (rpynma B, anturtena 17-20) Obutn ciocoOHBI
cBsi3biBaThesl ¢ CD47. AHTUTEeNna U3 3THX TPYIN CBs3aHbI ¢ aHANOrn4HON addunnocThIO ¢ Kd
(@ur. 2A) u ECsp (Qur. 2B) xak y wmpnumHoro anturena mBOH12 u anprepHaTHBHOrO
Ir'yMaHU3HPOBaHHOTO aHTuTena Ab47.

[0378] dns xnerounoro ananusa FACS pakossie knerku mumpomsr L450cy nonsepranu
BO3JCHCTBUIO YBEJINYMBAKOLIMMHCS KOHLEHTPALUsIMH TI'yMaHU3UPOBAaHHBIX aHTuTen BOH12,
KOTOpbIe, Kak ObulOo OOHApykeHO, coxpaHsiu cBssbiBanue ¢ CD47 ¢ onpeneneHHbIMU
3HaueHnssMd Kd. AnbrepHaTHBHBIE T'YMaHU3MPOBAHHBIE KapKacHble OOJNACTH COXPaHUIH
cxomHoe cBsisbiBaHME ¢ Kd Kak y  MBIIIMHOTO HMCXOAHOTO U albTEPHATUBHOTO
I'YMaHU3UPOBAHHOTO aHTUTENa Ab47 (Pur. 2A).

[0379] B npomomHeHWE K  KJIETOYHOMY  CBSI3bIBAHUIO, OLIGHKAa ad(PUHHOCTH
ryMaHu3upoBaHHbIX aHTUTeNn BOH12 k CD47 Obuta ompeneneHa ¢ ucnojb3oBaHueM HMDA.
[Tnanmersl, nokpeiTeie CD47 yenoBeka, oOpadaThIBaiy yYBETUUYUBAIOLIMMHUCS KOHLEHTPALUSIMHA
Ir'yMaHM3UPOBaHHBIX aHTUTEN BOH 12, KOoTOpHBIE, Kak ObUIO OOHAPYIKEHO, COXPAHSIIN CBSI3bIBAHUE
c CD47 c onpenenennbiMu 3HaueHUssMU ECsy. AnbTepHaTUBHbIE T'YMaHU3UPOBAaHHbIE KApKaCHBIE
o0yacTH COXpaHWIM CxofmHOe cBsi3biBaHMe ¢ Kd Kak y MBIIMHONO MCXOOHOTO W
aNIbTEPHATHBHOTO T'YMAaHU3UPOBAHHOTO aHTuTena Ab47 (Pur. 2B).

[0380] B monmonnenue k ouenke cBsizbiBaHus EC50 B ananmuze MPA Takike OLlEHUBAJIA
KUHETHKY cBsi3biBaHUs. Heoxxunanuo anturena B I'pynne A (hB6H12.3 u hB6H12 .4) nokaszanu
3HAYUTENBHO OOJiee BBICOKOE 3HAYEHHE MAaKCHMAJIbHOrO cBsA3biBaHUS (BMax), uem mcxomgHoe
anrureno, mBO6H12, anturena B I'pynne B (hB6h12.19 u hB6H12.20) nnu anprepHaTHBHOE
ryMaHu3upoBaHHOe aHTuTeno Ab47 (Pur. 2C).

HccnenoBanue HaChIEHNE CBS3bIBAHUS C HCIOIb30BAHNE MPOTOUHON IUTOMETPUU

[0381] 2x10° ykasaHHbIX KieTok (SW780 Wi SpUTPOLMTOB YeIOBeKa) KOMOUHHPOBAITH
C CEepHIfHbIM pa3BeleHUEeM YKa3aHHOrOo aHTuTeNna B okpamuBaromem Oydepe (PBS, 5% FBS,
0,2% NaN3). OOpa3upl MHKYOUpOBajud B TedyeHue | dvaca Ha JibAy W ABAKIbI MPOMBIBAIU
OXJIAKIEHHBIM OKpammBaromum Oydepom. KieTkn pecycneHAuUpoOBamu C aHTHTEIOM MpPOTHB
IgG uenoseka AF647 (JacksonlmmunoResearch, passenenue 1: 200 B okpamusatoieM 0ydepe)
B TeueHue | uaca Ha npay. KieTku OBakapl MPOMBIBAIN OXJIAKACHHBIM OKPALIHBAIOIIUM
OydepoM U pecycrneHOupOBaIN B OKpamuBaromeM Oydepe. MedeHble KJIETKH UCCIEIOBAIU C
NOMOIIBID TMPOTOYHOH LIUTOMETPUH HAa MpPOTOYHOM IuTtoMerpe Invitrogen Attune NxT,
NPEAHA3HAYEHHOM Ul HCKIIIOYEHHs] HEKHW3HECTIOCOOHBIX KIIETOK, M AHAJIW3UPOBAIH C
UCTIONIB30BaHUEM  mporpammHoro  obecrmeuenusi FlowJo 10, Kd  paccuuteBamm ¢
ucnions3oBanueM GraphPad Prism 6 ¢ ncnosnp3oBanneM HEJTMHEHHON perpeccuu.

HccnenoBanne HachIIEHUE CBI3LIBAHUS C HCIIOab30oBanne MDA

[0382] PactBopumblii pexomMOuHaHTHBIA uenoeueckuii CD47-Fc (R&D Systems)
pa30aBisIM 1O COOTBETCTBYIOIIEH KoHUeHTpaimu B S0 MM kapbonatHoMm Oydepe, pH 9,6. B
KOKAYI0 JyHKY 96-nmyHouHoro tutanmera st MDA Maxisorb pobasmsin 100 Mio

pacTBopumoro antureHa. Ilnanmer 3akpeiBanu u xpaHuiu npu 4 °C B TedeHHe HOYHU. 3aTeM
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wiaHmer npomeiBamu 3-5 pa3 PBS-T Oydepom (PBS, pH 7,4+0,05% TBun-20). JlyHku
onokuposany, ucnonb3ys 300 mxy/nyHky Oydepa PBS-T, conepskamero BSA, B reuenue 1 gaca
IIpY KOMHATHOW TemmepaType, 3areM 3-5 pa3 npombiBaiu PBS-T. Passenenus anruren
rOTOBUIM B OjokupyromeM Oydepe u mo0aBinsiaM B KaxAyl JyHKY B oOpeme 100 MKIL
AnTuTena MHKYOMpOBaNM B TedeHHe | Yaca Mpu KOMHATHOH Temrepatype, a 3arteM 3-5 pas
npombiBaiu PBS-T. 3atem nobGasisin konbtoruposanusie ¢ HRP BTopuunble antuTena (1mbo
npotus Fc yenoseka, 1100 MPOTUB JIETKOI Kamma-Leny YeJ0BeKa) U HHKyOupoBaii B TeueHue |
yaca npu KOMHATHOU Temnepatype. [Lnanmer npombianu 3-5 pa3 PBS-T. MDA Obut BbIOIHEH
nyrem nobaenenus 100 mxn pactBopa TMB u Bblaep:kuBaHUs B TedeHue 3-15 MHUHYT mpu
KOMHATHOMU Temreparype. UToObl OCTAaHOBUTH PEAKIIHIO, B KAXIYIO JIyHKY nodasisutu 100 mx 1
H. cepHO# kuciotel [lornomenue npu 450 HM onpenessyiv C UCMOJIb30BAHUEM IUIAHIIET-PUAEPA
Spectramax 190 (Molecular Biosciences) u qaHHble HAHOCUJIH Ha TpaduK C HUCIOJb30BAHUEM
GraphPad Prism 6.

B6H 12-onocpenosadsbiil haronuros

[0383] bruta npoBeneHa pyHKIIMOHANBbHAS XapaKTEPUCTHKA TYMAHU3HPOBAHHBIX aHTUTEI
nporus BOHI12, Bkmrouas ¢aronuro3 B OSPHUTPOLUTAX UEIOBEKA W T'eMarrIFOTHHALMIO.
OpUTPOLMTBEl  YeNoBEeKa, MeEYeHHble (uyopecreHTHBIM KpacHbIM  Kpacurenem PKH,
ONCOHM3UPOBAIM B TeueHue 30 MUHYT C yBEIWYEHHUEM KOHLEHTPALUH TI'YMaHU3UPOBAHHBIX
anturen nporus BOHI12 u3 I'pynn A u B. OpurpouuTsl mpoMbiBaid U MNOANMTHIBAIU B
cootHomeHnu 10:1 k MoHOIUTApHBIME Makpodaramu B TedeHne 2 yacoB. OOpa3Lbl MPOMBIBAIIH
3 paza Oydepom runoronudeckoro jusuca ACK, KoTopeiii MO3BOJSIET JTU3UPOBATh U YIAJSThH
HETIOTJIOLIeHHbIe 3pUTpoLnThl. OOpasubl MoABEpragu MPOTOYHONH LUTOMETPUH U OLEHHBAJIH
¢darounto3. AHturena u3 Ipynmbl A u B neMOHCTPHpOBaNIM CXONHYK CIOCOOHOCTB
OnocpenoBaTh (parouTo3 SPUTPOLMTOB YeJOBeKa. Y AMBUTEIbHO, uTO aHTuTeno hBOH12.3 u3
I'pynmsl A onocpenoBaio (Garonuros Jydile, 4eM MbIIIHHOE HCXOJHOE aHTHTENO U HApPaBHE C
aNIbTEPHATHBHBIM 'YMaHU3UPOBAHHBIM aHTUTEJIOM Ab47.

[0384] I'ymanusuposannbie antutena BOHI12 w3 I'pynn anturen A u B omocpenyror
¢darouuto3 CD47-m00KUTEIbHBIX SPUTPOLIMTOB YeJIOBEKa aHAJIOrHYHbIM oOpa3zom. hBoH12.3
CTHMYJIUPOBAJI OOJBINYIO  (haronUTO3-CTUMYJIUPYIOIYI0 aKTHBHOCTh, MPH 1 MKI/Mi 1o
cpaBHeHMIO ¢ MbIMHBIM MBOH12 u cxomHyro (aronuro3-CTUMYJIUPYIOIIYI0 aKTHBHOCTH IO
cpaBHeHHIO ¢ Ab47 (®@ur. 3A u @ur. 3B).

B6H12-onocpenoBanHas reMarrjrOTUHALINAS

[0385] OrtmmuurensHol ueptroii BOHI12 sBnsiercs cnocoOHOCTh  CTHMYJHPOBAThH
reMarrjilOTHHALMIO  3PUTPOLIMTOB  YeJOBeKa. [ 'eMarrjroTHHAaLus — sIBJIA€TCS  IPUMEpPOM
FOMOTHUIIHYECKOrO B3aUMOAEUCTBUSA, KOTOPOE MO3BOJIAET ABYM KJIETKAaM, SKCIPECCUPYIOLIUM
CD47, arperupoBaTb WM CIWUIATbCS NPU BO3AEHCTBUM aHTUTenoM mnpotus CD47.
ATTIIOTUHUPYIOIIMI  Kapkac TMOAAEPKUBAET JSPUTPOLUMTAPHYIO MacCy BO B3BELIEHHOM
PACMOJIOXKEHUH, KOTOPOE MOKHO KOJIMYECTBEHHO ONPEAENIUTh BU3YaJbHO C MOMOIIBK) aHAIU3a
M300paKeHNsI UM YPOBHS arperayy, OTCIeKHUBAEMOrO C IMOMOIIBIO IPOTOYHONW LIUTOMETPHUH.

DpUTPOLIUTEl ueJioBeKa, cycneHaupoBaHHble B PBS u nomewmenHbie B 96-1yHOUHBIN
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KPYIJIOAOHHBIN IJIAHIIET, MOJABEPrajiCh BO3JEHCTBUIO MOBBILIEHHBIX KOHIEHTPALUN aHTUTEN
npotus CD47. UYepes 30 munyT npu 37°C remMarrioTHHALUIO KOHTPOJIMPOBAJIN ONTHYECKU IO
WU3MEHEHHUIO IUIOTHOCTH JSPUTPOLIUTOB M C MHCIOJNb30BAHMEM IIPOTOYHOW LMTOMETPUU Kak
yBeJIMYeHUe KJIEeTOUHON arperanuu. AHturtena B I'pynne A, B yactHocTn hB6H12.3, nmokaszanu
CHI)KEHHE TeMarmIIOTHHALMM 10 CpPaBHEHHIO € MCXOAHbIM aHturesoM mBOHI2Z wu
AJIbTEPHATUBHBIM I'YMAaHU3UPOBAHHBIM aHTHTENIOM Ab47 (Pur.4A).

[0386] J1nist OLleHKH reMarriroTHHALMY TPOBOAMIN CTAHAAPTHBIN 3aXBaT M300paKEHUS U
OLIEHUBAJIM OOpa3OBaHUE IUCIEPTUPOBAHHBIX HEOCAKIEHHBIX SpUTPOLUTOB. Kpome Toro,
TUTAHIIEThl CKaHUPOBaIH ¢ ucnonb3oBaHueM aHanusatopa GE In Cell u ouenuBamu nuamerp
BUUMOrO MATHA BHYTPU JyHKU. B LeNsIX OLEHKU reMarriioTUHALUMU B aHalN3e, KOTOPBIH
NOAAETCS I KIMHUYECKOTO MOHUTOPHHIA, Oblla MCIOJNB30BaHA MPOTOYHAS LIUTOMETPHS, U
reMarrjiroTHHAIMS ObUla OlleHeHa Kak obinee yBenudeHue Hadromaemoro mapamerpa SSC/FSC
SPUTPOLIUTOB, KOTOPBIA SIBJISETCS CIIOCOOOM MOHHTOPWHIA arperamui. JTOT crocod Obul
UCIIOJIB30BAH ISl OLIEHKU T'eMarrjloTHHALMK, BbI3BAHHON I'yMaHH3MPOBAaHHBIMU aHTHUTEIAMHU
nporus CD47 hB6H12.3 u Ab47 (@ur. 4A u @ur. 4B).

B6H12-onocpenoBanHas akTUBALMS penentopos Fey

[0387] In vivo MoHOUMTBI, Makpodaru, HEUTPOPUIBI U NEHAPHUTHbIE KIETKH MOTYT
onocpenoBatb A3K® uyepes FcyRIla, FcyRI u FcyRIIla. Xors Bce Tpu peuentopa MOTyT
yuactBoBaTh B A3K®, cumraercs, uro FcyRIla sBisiercs mpeobnagarommm perentopom Fey,
BOBJIEUEHHBIM B 3TOT npouecc. Knerku Jurkat, crabunbHO TpaHC(UIIMPOBAHHBIE YEIOBEUYECKUM
FcyRI wnn Boicokoadpduunbiv FeyRIla-H, csizanHbIM ¢ penoprepHoi koHCTpykimed NFAT-
mouudepaspl, moaBepraiu BoO3AeHCTBUIO KiIeTOK WIL2S, TNOKPBITBIX YBENTWYHBAOITUMHUCS
KOHLIeHTpauusiMu, Jub0 MbimuHbix BOH12, Ab47, nu6o hB6H12.3. AxtuBaumio FcyR
KOHTPOJIMPOBAJIH 10 MPOAYLHUPOBaHUIO Jroumdepassl. Pe3ynbraTel npencraBieHbl Ha Our. SA u
5B. Knerku, nmokpsiThie kak Ab47, Tak 1 hB6H12.3, 10303aBUCUMO aKTHBHPOBAIH PELIENITOP
FcyRI, onnako Toapko hBO6H12.3 6bi1 ciocoben ynpasnsate aktuBanuer FcyRIla-H, penenrtopa,
KOTOPBII HanboJee TECHO CBSI3aH C HEMOCPEACTBEHHBIM OMOCPEAOBaHNEeM aKTUBHOCTH A3K®.

[0388] OmocpenoBaHHy0 aHTHTENAaMH AaKTUBALUIO pelentopoB Fcy, BOBJIEUEHHBIX B
AHTUTENIO-3aBUCUMBIH  KJIETOYHBIN ¢aronuros, OLIEHUBAIN c HCTIOJIb30BaHUEM
CKOHCTpYHpOBaHHBbIX KieTok Jurkat, crabumbHo skcnpeccupyromux FcyRI wmmm FeyRIla-H
(BeIicokoadunuHbIl BapuanT H131), u snemenrta orBera NFAT, ympasistroimero skcrpeccueit
momdepaspl CBETIsIUKA B KadecTBE 3(P(EKTOPHBIX KIETOK. BHONOrHYecKyr0 aKTHBHOCTH
AHTHUTENI ONpPEAENsUIM KOJMYECTBEHHO uepe3 Jouudepasy, MPOAYyLHUPYEMYIO B pe3yJbTare
aktuBaimu nytd NFAT,; aktuBHOCTh soumdepassl B 3Q(PEKTOPHBIX KJIETKaX KOJHYECTBEHHO
OTIPENENSUTH 110 MOKa3aHUsIM JroMuHeceHnnu (Pur.5A u 5B).

Onocpenosangnas NK-knerkamu aktuBHOCTE ACKII

[0389] beuia wuccinenoana omnocpenoBaHHass NK-kjgeTkamMu aHTUTEIO-3aBUCUMAs
kjerouHass nutorokcmuHocTh (A3KL) m aktuBammsa FcyRIIla mB6H12, Ab47 u hB6H12.3.
MeueHHble XpOMOM KiieTKU Wils-2, OKpBIThIE YBETMUUBAIOIIUMUCS KOHLEHTPALMSIMUA AaHTHUTE,

MOJIBEPTaJIl BO3JEHCTBUIO IMEPBUYHBIX ecTecTBeHHbIX Kujuiepo (NK-kierok) B TeueHue 4
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YacOB M OLIEHUBAJIN CIEMU(PUUECKUN JM3UC MO BBICBOOOXKIEHHIO PAaJUOAKTUBHOTO XpOMa B
cpeny KyJIbTypbl TKaHU. AJIBTEPHATUBHO, KJIETKH Wils-2, TMOKpBIThIE YBEIMYUBAIOIIEHCS
koHeHTpanueii mBO6H12, Ab47 wimu hB6H12.3, momsepranu Bo3npelicTBuio kiertok Jurkat,
cTabmipHO 3Kcnpeccupyromux V/V-sapuant ¢ Beicokolt adppunnocteio FeyRIlla, n akTuBanmto
peLenTopa OLEHHMBAIM Kak akTUBHOCTb Jonudepaspl, ympasimsiemyro NFAT. hB6H12.3
nponeMoHcTpuposai oosee Bbicokyro akTuBauuio A3KI] u FcyRIIla no cpaBHeHHIO Kak ¢ Ab47,
TaK U ¢ MBILIUHBIM UCXOAHBIM aHTUTEeI0oM BOH12. Pesynbrars! npencrasnens! Ha Pur. 6A u 6B.
Kapkac IgG1l hB6HI12.3 onocpenyer aktuBHocTh A3KI] u ympasisier nepenadeil CUrHAJIOB
FcyRIIl, pyHKIMOHAIBHOCTD KOTOPOrO OTCYTCTBYET y COBPEMEHHBIX KIMHMYECKHX AHTUTEN
IgG4.

[0390] Hns mpoemenust ananuza A3KL]| oummennsie uenoeueckne NK-kmeTkw,
HeratuBHO oroOpaHHbIe U3 Astarte Biologics, ortauBanu u pecycrnienauposaiu B RPMI/1% FBS
B KOHLEHTPALINHU 7,2><105 CDI16+xnerku/mn (Tak, yToObl 70 MKJI comepskaiid MPUOTU3UTENIBHO
5x10* sddexropubix kmerok). 5x10°  kmerok-mmmeneil (knerok WIL2S)  cobupany,
ueHTpudyrupoanu u pecycrnenauporanun B 100 mxn FBS. K kierkam poGasmsuin 100 Mo
(mpubnmsurensHo 100 MxKu) Cr-51 u ocropokno mepemernnsanu. Knerkun nomemanu B CO;-
uHKyOaTop ¢ cucteMoil yBnaxkHeHust npu 37°C st HaHeceHus: MeTkH Ha 1 dac. Kiietku Bpems
OT BPEMEHH BCTPSXUBAOW, YTOOBI JepKaTb B IOABELIEHHOM COCTOSHHMU. KIIETKH TPHOKAbI
npombiBain  RPMI/1% FBS, cobmromass oCTOpPOXXHOCTB, YTOOBI YIOQIUTH PaJAHOAKTHBHBIHN
CYNEpPHATAHT B COOTBETCTBYIOLIYID €MKOCTb AJI1 OTXOAOB. 3aT€M KJIETKU PECYCHEHAUPOBAIU B
10 M1 RPMI/1% FBS u noacuutsIBaiu. 7,2><105 KJIETOK YAAJSUTH U CYCHIEHANPOBAIH B OOIIEM
o0bpeme aHanuTHueckoi cpeabl 10 mi, Tak uTo 70 MK ObUIO 3KBHUBAJIEHTHO NMPHUOIU3UTENBHO
5x10° KyIeTKAM-MUIIEHSIM.

[0391] [Ins pa3BeneHus aHTHTEN M COOPKH IUIAHIIETA AHTHTENA PA3BOAMIM B CpeAe JUIs
anaimmuza (Prep @ 3X). Anturena no0aBisuiM B IUIAHIIET HEMOCPEACTBEHHO Nepes 100aBIeHueM
Cr-Me4yeHHbIX KJIeTOK-MHIIeHeH. JIJii KOHTPOIS JIYHOK BMECTO aHTHuTen nobasisum 70 MKI U
140 wMkn cpempl myisi aHaNW3a. OTH JIYHKH MPEACTABISIIOT COOOW KOHTPOJb OOINero u
SKCIIEPUMEHTAJIBHOTO BbICBOOOXKIEHHSI, COOTBETCTBEHHO. KIIETKHU-MHIIEHH CMEIIUBAIA H
noGapysim 70 MKJI B KQKAYK TECTOBYIO M KOHTPOJIBHYIO JIVHKY 96-JIYHOYHOrO IUIAHINETA.
Murienu ¢ aHTUTENaMHu UHKYOHpoBasiu B uHKyOatope npu 37 °C B Teuenune 30 MunHyT. 70 MK
(5x10%) 5 ekTOpHBIX KIETOK TOGABISIN B KAKAYK TECTOBYIO NYHKY. B JyHKH ¢ OGiM
BbICBOOOXKAeHNEeM nobasis 70 M 3% Ttpurona X-100 u mUIETHPOBAN TPU pas3a BBEPX H
BHU3 s nepeMeminBanus. [Imanmers! Bo3Bpamanu B 37 °C B CO,-unkybaTop ¢ cucteMoi
yBJIQXXHEHUs Ha 4 4aca.

[0392] B3saTble BMecTe, AaHHbIE NEMOHCTPUPYIOT, YTO HOBBIE T'yMaHU3UPOBAaHHBIE
aaturena mpotuBs CD47 mno panHOMYy u300peTeHHIO O0ONamar0T TMPEBOCXOAHBIMH |
HEOKUJAHHBIMU  CBOHCTBAMH II0 CPAaBHEHMIO C MbIUIMHBIM HMCXOAHBIM  AHTHUTENIOM.
I'ymaHu3upoBaHHbIE AHTUTENA NIPOTUB CD47 IEMOHCTPUPYIOT IIPEBOCXOIHYIO
¢aromurapayo/A3K® cnocoOHOCTh, YTO JEMOHCTPUpPYETCs (HarolUTO30M 3PUTPOLUTOB (Dur.

3B) u mepenaueii curnanos FcyRII (Pur. 5B). I'ymanusupoBannbie antutena nporus CD47
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JEMOHCTPHUPYIOT TMPeBOCXOAHbINH Jn3nc KiIeTok/A3KL], 4TO neMOHCTpPHPYeTCs KIIETOYHBIM
m3ucoM, omnocpenoBaHHbiM NK-kierkamu (Pur. 6A) u nepenaueii curHanos FcyRIII (@ur.
6B). I'ymanusupoBanubie antutena npotuB CD47 neMOHCTPUPYIOT MPEBOCXOAHYIO Mepenady
curHanoB FcyRI (@ur. 5A). M HakoHel, rymMmaHu3npoBaHHble aHTUTena npotus CD47-anturena
TaK)K€ JIEMOHCTPUPYIOT IPEBOCXOMHBIH MpOQMIb TOKCHYHOCTH, 4YTO IEMOHCTPHPYETCs
CHI)KEHHON TIeMarriioTHHALMEH, Kak NPOJEMOHCTPUPOBAHO B AaHAIN3aX TI'€MAarrJHTHHALUU
(Pur. 4A u Qur. 4B). OOHapykeHO, YTO TyMaHH3UPOBaHHOE aHTUTENO mpoTHB (D47,
hB6H12.3, ocobenHo 3¢hHeKTHBHO.

Cvnpeccopnas dyvakums aaruresn nporus CD47

[0393] B nmononHeHue K OJIOKUPOBAHUIO (arOLUTAPHON AKTUBHOCTU B3aMMOIEHCTBHE
CD47 ¢ SIRPo Taxke CHHKaeT BbIPAOOTKY BOCHAJIUTENBHBIX LUTOKHHOB IOCPEACTBOM
aktuBaiuu SHP1 ¥ WHaKTUBAIMM HIKECTOSIIIMX CHUTHAJIOB, TaKuX Kak Vav. MOHOIUTEI
YeoBeKa TNoABepranu Bo3aecTBuro LPS nmns cTumymsiuuy  BhIpaOOTKHM IIMTOKHMHOB B
INPUCYTCTBUM MCXOJHOTO M Pa3IMYHbIX T'yMAaHU3UPOBAaHHBIX aHTutren npotus CDA47.
BosneiictBue Bcemn CD47-HalieneHHBIMU aHTUTEAMH CITIOCOOHO 3HAYUTENBbHO yernuBaTh LPS-
ynpasisieMble TUTOKHHBL. OHUM U3 CIEACTBUMN Jyqinell BbIpaOOTKH [IUTOKUHOB U BPOXKIEHHOU
KJIETOYHOW AaKTHBALMU SIBIISIETCS CIOCOOHOCTh CTUMYJIMPOBATH BTOPUYHBIE T-KJIETOUHBIE
oTBeThl. M3BECTHO, YTO aCCOLMHPOBAHHBIE C OMYyXOJbIO Makpodaru obJafarT MONABISIOMUM
(beHOTUIOM, KOTOpPBII HE CrOocOOeH MOAAEPKUBATh M MOXET aKTHBHO IOIABJISATH BTOPUYHYIO
aktuBanmo  T-kimerok. MOHOHyKJI€apHblE KJIETKH uenoBeka auddepeHIMpoBamn |
nojsipuzoBanu ¢ nomombio IL10 u MSCF, uroObl HanpaBUTh MX K MMMYHOCYIPECCHBHOMY
TAM-nonobnomy ¢enoruny. Otu nuddepeHINpOBaHHbIE MOHOLUTBI CIOCOOHBI TOAABISATH
CD3/CD28-ynpasnsiemyro nposudeparnuio ayTojaorudnbix T-kiaerok. JlobaBneHne Bo3nencTBus
artuten npotus CD47 B oty mapaaurmy crnocoOHO aktuBupoBaTh TAM U mepeMecTuTb UX K
denoruny MO/M1 (ysennuenne CD86/MHCII). Cmotpu, Hanpumep, @ur. 7A, 7B u 7C. Ot0
usMeHenne B TAM-nogoOHOM (peHOTHIIE KOPPETHPOBAIO CO CIOCOOHOCTBIO MOIAEPIKUBATH
CD3/CD28-omnocpenoBannyr mpojudepannto U aktupauuto T-kiaerok. CMOTpH, Hanpumep,
@ur. 7D.

[0394] ns  aHanu3a  CYNmpecCUd  UCIMOJNB30BAJIM  MOHOLIMTBI  YEJIOBEKA,
muddepeHnupoBaHHble B omyxonenonoOHele Makpodarum ¢ IL-10, KoTOpBIE COBMECTHO
KYJIbTUBHPOBAJIN C AYTOJOTHYHBIMU T-KJIETKAMH MU OLIEHHBAJIN CIIOCOOHOCTH MOIAEP KUBATH
OMOCpenoBaHHYIO T-KJIeTOYHBIMU perenTopaMu aktupanuio. CD47 Obut 1o0aBiieH K KyJIbTypam,
U Obuto OOHApy’KEHO, YTO OH BBI3bIBAECT MOBBILEHHYIO PETYJSILHI0 MapKepOB AaKTHUBALIUH
Makpodaros, 4To u3MepsieTcst no nonoxkurenbHor perymsiunu CD86 m MHCIL Kpowme Ttoro,
nonnepxkky TCR-omocpenoBaHHON akTUBalMM T-KJIETOK OLGHMBAJIM IO TOJOXKUTEIbHOMN
perymsimnu MHCII sa T-knerkax u cexperun UH®y (Pur. 7A-@ur.7D).

CpasHeHue ¢ apyrumMu aururena nporus CD47

[0395] hB6H12.3 cpaBHuBanu ¢ APyruMH U3BECTHBIMU aHTUTENamu npotus CD47, SFO
u CC-9002 (cm., WO 2011/143624). B cpaBaenun, aktuBHOCTh FcyRI u FcyRII Obiia nsmepena

B ToM 3xe aHamuze NFAT-moumndepasnpix kierok Jurkat, xak omwmcano Bbime. hB6H12.3
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MIPOAEMOHCTPHPOBANIO MPEBOCXOMHYI crtocoOHocTh akTtuBupoBaTh FCyRI u FcyRII mo
cpaBHeHnto ¢ anturenamu 1gG4 SFO u CC-90002 (Pur. 8A u Pur. 8B).

[0396] Kpome toro, NK-onocpenosannyto cekpeunto A3KL[ u UH®y usmepsinu, xak
omucano Bbime. M cHoBa hBO6HI12.3 mnpomemMoHCTpupoBano MPEeBOCXOAHYIO CHOCOOHOCTH
onocpenoBatb A3KI[ u crumynuposars cexpeunto MH®y no cpaBuenmo ¢ SF9 u CC-90002
(®ur. 8C u Dur. 8D).

IIpumep 3: I'ymanusupoBanHbie AHTHTena IIporus CD47 C DJxpanHupyomum
dparMeHTOM

PaciemieHne  3KpaHUPOBAHHBLIX _ aHTHUTE] ¢ MCIIOJb30BAaHHEM DCKOM6I/IH3.HTHI:IX

yengoeueckux MMIT mis ucciaenoBanus CB3bIBAHUS U DVHKIIMHU

[0397] Bce pexomOunanTHble MMII akTuBUpoBanu myrem uHKyOammu ¢ 1,25 MM 4-
amuHodennn aeratom prytu (APMA) B Tedenue 1-2 wacos npu 37 °C. Kak npasuiio, 1-2 Mkr
akTuBUpoBaHHOH puMMII2 noGaBmsmm k  0,25-0,5 Mr SKpaHUPOBAHHOTO aHTHTENA U
UHKyOHpoBanu B TedeHue 4-16 gacos mpu 37 °C. CreneHp paclieryieHHus aHTUTEN OLIEHUBAJIH,
ucnoyie3ysi  obpamenHo-pazosyro JKX-MC BOCCTaHOBNEHHBIX aHTHTEN, ucnonb3dysi UPLC
Waters Acquity/Xevo, cHaOxenHyro kojiokoir PLRP-MS 3 mxm (Agilent). JlanHbie Obuiu
MPOAHAIM3UPOBAHBl C HCIOJIb30BaHUEM mporpammHoro obecneuenuss UNIFI (Waters).
PeaktuBamust ¢ momombto MMIT  mpuBOomuUT K CalT-CrieHU(UISCKOMY  PACIICTUICHUIO
SKpaHMpyrolero ¢parmMeHTa B IpeArnonaraéMoM caiite pacmerienus. llocne monHOH
peaKkTHBALMU  HSKPAHWPOBAHHBIX  AHTHUTEN  PACIICIJICHHbIE  NPOAYKTHI  OUUINATH  C
ucrnionb3oBaHueM cmonbel MabSelect SuRe Protein A mepen HCHONb30BaHHMEM B aHAJIN3aX
CBSI3bIBAHUS.

[0398] [lanHble Macc-CIIEKTPOMETPUN OBUIM TOJy4eHbl A noBTopHo MMII2-
AKTUBHUPOBAHHOTO SKPAaHMPOBAHHOIO AHTHUTENA. YCTAHOBJIEHA Macca JIErKOH Lenmu Iocne
nekonBomoumu must Vel-IPV-hB6H12.3 no (Pur. 9A) u nocne (Pur. 9B) pacmernnenus
pexomOuHaHTHOH MMII2 yenoBeka. Okumaemoe 3HaYEHUE M/z JJIsi MHTAKTHOW JIETKOW LIETH
coctaBysier 28681 (peructpupyercs: 28680,8). Oxumaemoe 3Hauenwe m/z miust MMII2-
pacmerernoro anturena (LRSG-hB6H12.3) cocrasnsier 23969 (peructpupyercsi: 23968,4).

[0399] Awnturena mnporuB CD47, Hecymme mOCIEAOBAaTENbHOCTh (parMeHTa Hu3
AMHHOKHUCJIOTHBIX OCTaTKOB CaiiTa paciieruieHus: Ha N-KOHIe, KOTOpbIH ocTaBayicss Obl mocie
MPOTEOJIN3a, TaKKe MeHEPUPOBAUCH TyTEM BPEMEHHOM dKcnpeccuu B kieTkax Expi-HEK wmu
Expi-CHO. Hanpumep, Al 5KkpaHUPOBaHHOI'O aHTHUTENA, UCIIOJb3YIOIIEro MOCIe10BaTeIbHOCTD
pacmeriennss MMIT IPVS-LRSG, nocnenoBarensHocTse LRSG ocraercs mocne MMII-
AKTUBALIHH.

OneHka mporeasHoW cnennUIHOCTH MOCIEIOBATEIbHOCTEH paCINerieH!s] Ha OCHOBE
MMIT

[0400] MMII axtuBupoBanu myteM uHKyOammu ¢ 1,25 MM 4-ammuHodeHHN auneratom

prytu (APMA) npu 37 °C B Teuenue 1 yaca u 10 24 yacos. JlerymanH akTUBUPOBAIM Yepe3 2
yaca nHkyOauuu npu 37 °C B 50 MM auerara Hatpust, 100 MM NaCl, pH 4.0.

[0401] Mns oueHku npoduis pacIleryIieHus] IOCIeNOBaTeIbHOCTEH pacIleruieHus
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antutena (10 Mkr) nHKyOMpoBanu B TeueHne Hour npu 37°C ¢ HOpMaJTM30BAHHBIMH MPOTEA3aMHU
400 nmMosb/MUH, KaK YKa3aHO B OTYETAaX, MOJNy4YEHHBIX MTpon3BoanuTesneM. CTeneHpb paciieruieH s
aHTUTEJl OLEHUBAJIU C NMOMOIIBI oOpateHHO-(a3oBoi JKX-MC BOCCTaHOBIEHHBIX AHTHUTEI,
ucnions3yst UPLC Waters Acquity/Xevo, cHabxkeHHyto konoHkoil PLRP-MS 3 mkm (Agilent).
JlaHHBIE OBLIM MPOAHAIM3UPOBAHBI C HUCMOJNB30BaHUEM mporpammuoro odecrneuenust UNIFI
(Waters).

[0402] ITpodunp pacuienyieHus: MpoTea3oi ABYX CalTOB paciierieHus npoteasou (IPV u
M2) TecTHpPOBaIN B CPABHEHUH C MAHENbIO aCCOLIMUPOBAHHBIX C OMYXOJIBIO MPOTEA3, TAKUX KaKk
MMII 4yenoBeka u MbIK/KpbIChI, cemeiicTBa ADAM, uPA, marpunrasa u nerymauH. Kpome
TOTO, pacIleIUIeHHe MOCIeOBATENbHOCTEH BHEKJIETOUHbIME TipoTeazamu tPA u ¢akropom Xa
Takke ObUIO TpoTecTHpoBaHO. IIpodumnm pacimeruieHus mpoTea3ol B 3TUX TpeX calTax
pacinerieHus npoTeas3ol npeacrapyieHsl B Tadmune 14.

[0403] ITenTuaer (N-KOHE KOTOPBIX CIHUT ¢ ocTOoBOM aHtHTena hBU12) uakyOuposamm
npu 37°C B teuernne HOuM ¢ 400 MMOJB/MHH HOPMAJTH30BAHHOHM NPOTEa3bl U OLIGHUBAIN Ha
pacmerienrne. Caiit M2 6bi1 pacieruien oonbmuHcTBOM MMII, a Takske uPA u MaTpuntasoi.
Caiit IPV 6pu1 pacmemnien noutn Bcemu MMII, kpome MMII13, u He ObuLT 3aTPOHYT APYTHUMHU
KJIAaCCaMH TPOTeas.

Tabmuna 14. TIpodunmm paciiernieHus: MpoTeasol B IBYX Pa3HBIX CalTaX PaclIETUICHUs

MIPOTEa30M.
depMeHT IocnexoBarenpHocTh Pacmensnenus:
M2 IPV
GPLG*VR** IPVS*LR**SG

Yenoseueckast ITonHOe pacuienyieHue ITonHoe pacuienyieHne
MMII2
Yenoseueckas IlonHoe paciuernyienue Ilonnoe pacuiernienue
MMIT7
Yenoseueckas Ilonnoe paciueryienne ITonnoe pacuiernienne
MMII9
Yenoseyeckas ITonnoe paciuenyienue MuHuMaNbHOE pacllerieHue
MMIT13
Mpbimunas MMIIT2 IlonHoe pacwenienue YacTu4HOE paciuerieHue
Mpbimnas MMIT7 YacTuuHOE pacluerieHue Ilonnoe pacwennenue
MMII® kpsicel YacTuuHOE paciuerieHue Ilonnoe pacwenenue
uPA YacTu4uHOE pacLiernaeHue OTtcyTcTByeT
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MarpunTtasa Ilonnoe paciuenienue MuHuMaNnbHOE pacllerieHUue
Jlerymaun OtcyTcTBYyeT MunuManbHOE paclleruIeHue
tPA -- OTtcyTtcTByeT
®axTop Xa MuHuManbHOe paciieryieHue OtcytcTByeT
ADAM  (uenosexa, OTtcyTcTByeT OTtcyTcTByer

MBIILIIH )

Caiir  pacmermnennss MMII  obo3Hauen *, a calitel pacwmeruieHuss UuPA/
MaTpunTaszoi/nerymanHoM oOo3HadeHbl **. PaciieryieHuss Ha Jr000M CaiiTeé JTOCTaTOYHO IS
BOCCTAaHOBJICHHUA CBA3BIBAHUA aHTUTEII

Hacrlmenue skpadupoOBaHHBIMU aHTUTEIAMU ipotus CD47

[0404] bru1o BBINONHEHO HAChIIleHHEe aHTUTenaMu npotus CD47 kiieTok paka MOYEBOrO
ny3bips yenoBeka SW780. Arrurena hBoH12, sxpanuposannsie Vel-IPV, TectupoBanu Bmecte
¢ mnpensaputenbHo MMII2-akTHBHPOBaHHBIMU KoMmmapTopamu. Pacmeriennsie  Vel-IPV-
aHTHTENa UMeNN (PparMeHT U3 aMHUHOKHCIIOTHBIX OCTaTKOB caiira pacmeruienus - LRSG Ha N-
koHuax anturena (Pur. 10 u Tabmuna 15).

Tabmuna 15. Omnpenenenue addunnoctu ces3biBanus (Kd) ¢ xmerkamu SW780,

NOJIy4€HHOE MyTeM HachleHns nx anturenamu (Pur. 10).

AHTHUTEN0 Kn (1M)
Pacwmennennoe Vel-IPV-hB6H12.3 11,4
Pacmennennoe Vel-IPV-hB6H12.4 9,2
Pacmeniennoe Vel-IPV-hB6H12.19 26,6
Pacwemnnennoe Vel-IPV-hB6H12.20 30,2
Vel-IPV-hB6H12.3 > 2000
Vel-IPV-hB6H12 4 > 2000
Vel-IPV-hB6H12.19 > 2000
Vel-IPV-hB6H12.20 > 2000

[0405] Amnrurena hBO6H12, skpanupoBannble Vel-IPV, TectupoBamm BMecTe C
npeaBaputenbHo  MMII2-akTuBupoBaHHBIME ~ KoMmnapTopamu. Pacmernennsie  Vel-IPV
antutena u [IPV-anturena ¢ ¢pparMeHTOM M3 aMUHOKHUCJIOTHBIX OCTAaTKOB CaiTa pacIieruieHus
conepxanu octarok mnocienosarensbHocTH LRSG Ha N-koHne anturtena. PaciuerneHHoe
aHTUTENO ObUIO TMOJTYyUYEHO MyTeM paciuerieHus ¢ nomoinbo MMII2, Torna kak IPV-anturena ¢
¢parMeHTOM U3 aMHUHOKHCIOTHBIX OCTaTKOB cafiTa pacileruieHus: ObuI0  TOJy4YeHO

pexomOuHaHTHO (Pur. 11 u Tabmuua 16). HMcnonb3yemplii B KOHTEKCTE JAHHOT'O JOKYMEHTa
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TePMHUH «(parMeHT H3 aMHUHOKUCJIOTHBIX OCTAaTKOB CaiiTa pacLIeTUIeHHs», «aHTHTEJIO C
(¢parMeHTOM 13 aMHHOKUCIIOTHBIX OCTATKOB CaiiTa pacIeIuIeHUs» UIN «AHTHUT€HCBSI3bIBAIOLITHUI
¢parmeHT ¢ (parMeHTOM M3 aMHHOKHCIIOTHBIX OCTaTKOB CalTa pPAacCINEIUIeHUS» OTHOCHTCS K
aHTUTENy WIM aHTUTE€HCBs3bIBaIOIEMY (parmeHTy mnocie paciierienuss MMII wnu antureny
WJIN QaHTUT'€HCBSI3BIBAIOIIEMY (PParMEHTy, KOTOPBIN ObLT MOJTy4eH PEeKOMOMHAHTHBIM CIIOCOOOM,
T. €. ToiuydeH Oe3 CynepcrupanbHOrO MAOMEHa M, CJIENOBATENbHO, pACIIEIUIeHHe He
nposoamiock. Pacmerienne MMII npuBOANT K KOPOTKOMY (parMeHTy aMHHOKHCIOTHOM
NOCJIEIOBATENIbHOCTU caiita pacwmeruienus. [na caiita pacmeruienuss [PV ¢gparment us
AMHHOKHUCJIOTHBIX OCTAaTKOB caita paciueruieHus: noypkeH Obitb LRSG wmmu SG. [{nst caiita
pacueriernss M2 parMeHT U3 aMUHOKHCIIOTHBIX OCTATKOB CaiiTa pacIieryIeHus: TOJKEeH ObITh
VR.

Tabnuna 16. Omnpenenenue adduunoctu ces3biBanus (Kd) ¢ xjmerkamu SW780,

MOJIy4€HHOE MyTEM HAChIIeHHUs nx aHTuTenamu (Pur. 11).

AHTHTE]IO Kn (1M)

hB6H12.3 19,2
Ab47 8.0
Vel-IPV-hB6H12.3 > 2000
¢parmenTIPV-hB6H12.3 18,1
Pacmennennoe Vel-IPV-hB6H12.3 14,2

[0406] Bru1o BhIMONHEHO HAchILEHUE aHTUTENaMu TpoTH CD47 3puUTpOLUTOB YeNoBeKa.
Anturena hB6H12, skpanupoBannbie Vel-IPV, Obutn mpoTecTHpOBaHBI BMECTE C IOBTOPHO
aKkTUBUpOBaHHbIMH Kommaptopamu (IPV-hB6H12.3 ¢ ¢parmeHTOM U3 aMHUHOKHCIOTHBIX
OCTaTKOB caiita pacuierieHust uian MMII2-pacieniennoe Vel-IPV-hB6H12.3). PaciernieHHbie
Vel-IPV anturena u IPV-anturena ¢ (¢pparMeHTOM M3 aMHUHOKHCIOTHBIX OCTAaTKOB CaiTa
paciieruieHnst  comepkanu ocTtatok mnocienosarensbHocTd LRSG Ha N-koHue aHTuUTENA.
PacmerniieHHOe aHTUTENO OBLIO MOJYYEHO MyTeM paciuervienus ¢ momompso MMII2, Torma kak
IPV-anTureno ¢ (parMeHTOM W3 aMHHOKHCIIOTHBIX OCTaTKOB Caita paclIeruieHHust ObLIo
noJiy4eHo pekoMOnHaHTHO (Pur. 12 u Tabnnua 17).

Tabmuua 17. Omnpenenenne adpdunaHocTn cBszbBanus (Kd) ¢ spurpounrtamy,

NOJIy4€HHOE MyTEM HaChIIeHns nx aHTurenamu (Pur. 12).

AHTHTE]IO0 Kn (1M)
hB6H12.3 58.2
Ab47 26,5

Vel-IPV-hB6H12.3 > 2000
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¢parmenTIPV-hB6H12.3 46,8

Pacwmennennoe Vel-IPV-hB6H12.3 41,7

[0407] Hacbimarommee anturenamu npotuB CD47 puCD47 ocyecTBisin ¢ MOMOLIBIO
HUDA. Vel-IPV-hB6H12.3 nposiBIsuI0 3HAYMTENBHO OCiHa0neHHOe cBsi3biBaHUe. CBs3bIBaHUE
MOJKeT OBITh BOCCTAHOBJIEHO Toce paciuerienus puMMII2 (Dur. 13 u Tabnuna 18).

Tabmuua 18. Onpenenenune adpdunnoctu csaspiBanus (Kd) ¢ puCD47 ¢ momomero MDA

(®ur. 13).
AHTHTEJIO Kn (1M)
hB6H12.3 1,7
Vel-IPV-hB6H12.3 1,7
Pacmeniennoe Vel-IPV-hB6H12.3 > 250

[0408] Haceunenue anturenamu npotus CD47 puCD47 ¢ nomotisio MDA nposoauiu ¢
hB6H12,3 G91A, koropeiii nmeeT Toueunyro myrtanmio G91A B LCDR3. Kak hB6H12 3, tak u
hB6H12.3 G91A mnoka3aio 6osee Beicokoe Bmax, uem Ab47 (@ur.14 u Tabnuua 19).

Tabmuua 19. Onpenenenune apdurnoctu cesaszpiBanmst (Kd) ¢ puCD47 ¢ nomompbio UOA

(Pur. 14).
AHTHTE]IO0 Kn (1M)
Ab47 1.0
hB6H12.3 1.4
HB6H12,3 G91A 2,7

[0409] bruto BBIMONHEHO HAChIeHHe aHTUTenaMu npotus CD47 kJeTok paka MOYEBOTO
ny3bipss uenoBeka SW780. CesseiBanne Ab47 u hB6H12.3 cpaBHMBaIM ¢ BapuaHTaMH,
Hecymumu Mytauuio G91A B LCDR3 (@wur. 15 u Tabnuua 20)

Tabmuua 20. Onpenenenne adpdpunnoctu ces3piBanus (Kd) ¢ kinerkamu paka MO4€BOTO

ny3bIps yeraoBeka SW780, monydeHHOe myTeM uxX HacbimeHus (Pur. 15).

AHTHUTEN0 Kn (1M)

Ab47 6.8
Ab47 GI91A 19.8
hB6H12.3 20,5
HB6H12.3 G91A 62,3

[0410] bri1o BBINONHEHO HAChIIEHUE aHTUTENaMu potu CD47 3pUTpoLUTOB YeIOBeKa.

CesspiBanne Ab47 u hB6H12.3 cpaBHuBamu ¢ BapuaHTamu, Hecymumu mytanuo GO91A B
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LCDR3 (®wur. 16 u Tabnuua 21)
Tabmuua 21. Omnpenenenne apdunnoctn cBssbiBanuss (Kd) ¢ spurpoumramy,

NOJIy4€HHBIMU TIyTeM HAaCBIIeHUs UX aHtutenamu (Pur. 16).

AHTHTEN0 Kn (1M)

Ab47 12,1

Ab47 G91A 100,3
hB6H12.3 68.9

HB6H12.3 G91A > 150

IIpumep 4: JxcnepumeHTHI In Vivo

[0411] Ouenka wHpUABTpaMH MakpodaroB B TKAHAX MOXKET MPOBOAHUTHCS MyTEM
MOHUTOPHHIA MOBEPXHOCTHBIX MapKepoB Makpodaros, Bkiarouas F4/80 mis makpodaros Meiim
wim CD163, CD68 umun CD11b, ¢ moMompo TpaaulMOHHBIX CIIOCOOOB, KOTOPBIE BKIIIOYAKOT
UMMYHOTHCTOXUMHUIO (Urx), BecTepH-ONOTTHUHI, mpoTOYHYH0 LHMTOMETPHIO WM CIIOCOOBI
cukseHuposanust PHK.

[0412] Ouenka mnporea3 B TKaHIX MOXET KOHTPOJHUPOBATbCA C HCIHOJb30BAHUEM
Pa3UYHBIX CIOCOOOB, BKIKOYAst KaK T€, KOTOPbIe KOHTPOJIHPYIOT aKTUBHOCThH MPOTEA3bl, TaK U
T€, KOTOpblE MOTYT OOHApPY>KUBATh NPOTEOJUTHUECKYIO AKTUBHOCTb. OOBIYHBIE CIOCOOBI,
KOTOpblE MOTYT OOHApY’XHThb NMPHCYTCTBHE MMPOTEa3 B TKAHH, KOTOPbIE MOTYT BKIIOYATh Kak
HEaKTUBHbIE, TaK W akTuUBHbIE (Qopmbl nporeassl, BimouaroT MI'X, cuksenuposanme PHK,
BeCTepH-OJOTTUHT WK crocoObl Ha ocHoBe UMA. JlonmomHUTENbHBIE CIOCOOBI MOTYT OBITH
UCIIONIB30BAHbl Ui OOHAPYXKEHUs] aKTHMBHOCTH MpOTeasbl B TKAHSAX, KOTOpas BKIOYAET
3uMorpaduo, 3uMorpaduio in situ ¢ HCHOJIb30BAaHHEM (IYOPECLEHTHOH MUKPOCKOIIUM HIIH
UCIIONIb30BaHME (ITyOPECIEHTHBIX IPOTEOIUTHYECKHX cyOcTpaToB. Kpome Toro, ncnosib3oBaHue
(bIIyOpPECLEHTHBIX TMPOTEOJUTHUYECKHX CyOCTPATOB MOXKET COYeTaTbCss C HMMYHO-3aXBaTOM
cneunpuyeckux mnporea3d. Kpome Toro, aHTHTeNa, HAmNpaBJIeHHbIE MPOTHB AKTUBHOTO CaiiTa
NpOTeasbl, MOKHO HCIOJIb30BATh PA3IMUHbIMU criocobamu, Brmouas WMI'X, duyopecuenTHyro
MUKPOCKOIHIO, BeCTepH-010TTUHT, MDA mnu nporounyto nutomerpuro (cm. Sela-Passwell et al.
Nature Medicine. 18:143-147. 2012; LeBeau et al. Cancer Research. 75:1225-1235. 2015; Sun et
al. Biochemistry. 42:892-900. 2003; Shiryaev et al. 2:e80. 2013.)

[0413] boina onpenenena akTUBHOCTD aHTUTeN NpoTuB CD47 Ha KCEHOTpaHCIUIAHTATHOM
moznenu tumdomsl L428 y mpimeir NSG. Jta KCEHOTpaHCIUIAHTATHAST MOZIETb UMEET BBICOKYIO
MakpodaraibHy0 HHQUIBTPALHMIO, YTO MOATBEPIKAAETCS CHIIBHOW CTENEHBIO OKPAIIWBAHUS C
UCTIONBb30BaHNEM Mapkepa Makpogaros mbimu F4/80 npu UI'X. Cmotpu, Hanpumep, Pur. 17B.
AmnTuTena sBoguin B/0 q4dx4 ¢ ucnonbp3oBanueM n03upoBku 1 win 10 Mr/kr. DkpaHHPOBAHHOE
aatureno Vel-IPV-hB6H12.3, a Taxke HeskpaHupoBaHHble aHTtHTena Ab47 u hB6H12.3
3¢ pexTHBHO yMEeHbINATN 00BEM OMYXOJIH B TEUCHHE MEPHOAA UCCIEIOBAHUS C UCTIOIb30BAHUEM

nosupoBku 10 mr/kr. B nmo3e 1 mr/kr xak Vel-IPV-hB6H12.3, tak u HesKpaHUpPOBaHHOE
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hB6H12.3 obecrieunBaroT 3a1ep>KKy pPOCTa OMyXOJH. DKpaHUpoBaHHOe aHTHTeno Vel-IPV-
hB6H12.3 6bU10 HECKOJIBKO MEHEe aKTUBHBIM, YeM HedkpaHupoaHHoe hBOH12.3 B sToit nose.
(®ur. 17A).

[0414] beina onpenenesa akTUBHOCTb aHTUTEN NpoTuB CD47 Ha KCEHOTPaHCIIAHTATHON
MOJIeIH paka royioBel u meu Detroit 562 y mbimeit NSG. Ota KCeHOTpaHCIUTAHTaTHAsT MOJIENb
UMEEeT BBICOKYIO MakpodarajbHyr0 HHPUIBTPALMIO, YTO MOATBEPKAAETCS CUIBHOW CTENEHBIO
OKpAIIMBAHUS C HCIIOIb30BaHHEM Mapkepa Makpodaros mbiurn F4/80 mpu UI'X. Cmotpu Pur.
18B. q4dx4 c ucnonmp3oBanueM NO3UPOBKU 5 MI/Kr. Anturena Ab47, hB6H12.3 u Vel-IPV-
hB6H12.3 3¢ ¢pekTHBHO yMeHbIIATH 00bEM OMyXOJId B T€UYEHHE MepHoaa uccienosanus (Pur.
18A).

[0415] Bruia onpeneneHa akTUBHOCTb aHTUTeN NpoTuB CD47 B KCEHOTpaHCIJIAHTaTHON
moznenu (udpocapkomer HT1080 (Pur. 19A u 19B) M KCEHOTPAHCIUIAHTATHOH MOAEIH
neueHoyHokJerouHoro paka HEPG2 (@ur.19C wu 19D) y wemmeir NSG. 3Otu
KCEHOTPAHCIUIAHTATHBIE MOJAEIH HMEIT HHU3KYI MakpodarajbHYyI0 HHOUIBTPALMIO, O YeM
CBUJIETENICTBYET OrPAHUYEHHOE OKPAIIMBAHNE C UCTIOIB30BAHUEM MapKepa Makpo(haroB MbILIH
F4/80 mpu UT'X. q4dx4 ¢ ucnons3oBanueM no3upoku 10 mr/kr. Aututena Ab47, hB6H12.3 u
Vel-IPV-hB6H12.3 s¢¢dextnBHO yMeHbIIamu 00beM OMyXOJIH W/ HIIA 3aMeJISUTA POCT OIyXOJH B
Te4YeHNe Neproa UCCIIeIOBaHUs.

[0416] B nomonHeHHE K OLEHKE MPOTHUBOOMYXOJIEBOM aKTUBHOCTH U €€ KOPPENsALUU C
MakpodaranpHOl wHpMIBTpauuel, Obutn oneHeHbl YpoBHH MMII B 3THX OMyXOJIsAX, a TaKxKe
KOJINYECTBEHHAsI OLIEHKA IPH YAAJEHHH 3KpaHupyromero ¢parmMenra ¢ anturesn. Onyxoiau u3
KCEHOTPAHCIUIAHTATHBIX W CHUHTE€HHBIX MOeNell ONMyxoiu OTOMpaju WM IOABEPrajH OLEHKe
Oenka u nocnenosarenpHocTH PHK ms monutopunra yposHeit MMII B 3Tux omyxounsx, a
TaKXe JJsl MOHUMaHus koppemsauun Mexxay yposHsimu PHK u Genka B8 TME. Ananus Genxka ¢
UCIIOJIB30BAHUEM MYJIbTHIUIEKCHOW Tuiardopmbl Luminex mokasan, 4YTO BCe OMyXOJIH,
UCTIONIB3yeMbIE [Tl MCCJIENOBAaHUS IPOTUBOOMyXOoyieBol akTuBHOCTH Vel-IPV-hB6H12.3,
comepskaau ycroiunBble ypoBHH Kak MMII2, tak u 9 (Tabnuua 22). KpoMe Toro, korga Mel
cpasHwIM ypoBHH MMII B onyxonu ¢ ypOBHAMM, MPUCYTCTBYIOIIUMHU B CUCTEMAaX KJIETOYHBIX
KYJIBTYp, Mbl OOHApy>KWJIHM 3aMETHOE MOBbIeHHe ypoBHed MMII B jokanu3alyu OMyXoJiy,
KOTOpPO€ 3HAUUTENIbHO TMPEBBIINAJO yPOBHM, HAOJMIOAaeMble TOJBKO B YCJIOBHUSX
KYJIbTUBHPOBAHUS TKaHew in vitro (Pur. 35A u 35B).

Tabnuna 22. Yposau MMII2 u MMII9 B BIOpaHHBIX OMyXOJIsIX (IIT/MIT).

Onyxouan
Kcenorpancniaanrarasie | MMII HT1080 HEPG2 L428
Mope MMII2 7506 787 204
MMII9 2020 771 47
Cunrennbie Moaesu MMII HT1080 HEPG2 L428
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MMII2 8453 27765 47899

MMII9 28137 20845 22661

[0417] AxtuBHOCTb antuTen npotuB CD47-aHTUTEN B MOAENM OMYyXOJU C HU3KUM
BHYTPEHHUM COZep)kaHHEeM MakpodaroB MoxerT ObIThb ycuieHa B coderaHun ¢ ADC-
aypucratut, copepxkamuii MMAE, KOTOpBIN, Kak H3BECTHO, YIpaBJsieT MakpodaraibHOH
uHpuIbTpanuend. 1o OBIIO NPOJEMOHCTPUPOBAHO HA KCEHOTPAHCIUIAHTATHON MOJIENN OIyXOJIN
HepG2 y wmbimeidi NSG. Axtutena nporus CD47 BBogwnu B/6 q4dx4 ¢ MCHOMB30BaHUEM
no3upoBku 5 wmr/kr, B To Bpemss kak ADC MMAE BBoawiu OmuH pa3 ¢ HUCIOJB30BAaHUEM
no3upoBku 1 mr/kr. KomOunanust antuten Obiia Oonee 3hHEeKTUBHON B YMEHBIIEHUH O00beMa
omyxonu, yeM oxHo u3 aHturen (@ur. 20). JlomonHUTENbHBIE SKCIEPUMEHTBI C IPYTUMHU
MMAE-conepxxammumu  aypuctatuaamMu (LIVIA u CD30) mponeMOHCTpUpPOBAIM CXOIHYIO
COBMECTUMOCTD C aHTHUTENIOM NpoTuB CD47 B KCEHOTPAHCIJIAHTATHOM MOJAENH paka MOJIOYHOU
xene3bl MCSF7 nist ADC Livl A u monenn mumdomer L428 niast ADC CD30 (®ur. 36A u 36B).

[0418] Meimunoe peaktuBHOe aHTHTENO npotuB CD47 mIAP301 (Oldenborg et al., J.
Exp. Med. 193:855-861, 2001) MOXHO 3KpaHHPOBATh, UCTIONB3YS TE€ XK€ MOCIECNOBATEIbHOCTH
VEL wu IPV, KOTOpble HCIONB30BAIMCh MJIsi 4YeJloBedeckoro aHtutena hBOH12.3.
OKpaHUPOBAHHUE C HCIIOIB30BAHUEM 3THUX KOHCTPYKIMH OJIOKHUPOBAJO CBS3BIBAHME AHTHUTEN C
MbimuHbIME ~ CD47-nonokutenbabiMu — onyXxojsimu - (purypa  21A) u  mpenoTepariaio
(YHKIIMOHAIBHOCTD, U3MEPEHHYIO C TOMOIIbI0 (paromurosa sputpouutos (Qur. 21B).

[0419] Antu-mbimmbHoe antuteno npotuB CD47 mIAP301 BbI3piBaeT yMeHbIIEHHE
KonudecTBa TpoMOouuToB y Mblmeil BALB/c npu BBeneHun omHOKpaTHOW B/B 103bI 10 MI/KT.
Hanporus, Takoe yMmeHbIIeHHEeM He HaOJIFOaoCh, KOTZa MbIIIAM BBOIMIIN SKPAHUPOBAHHbBIE
antutena Vel-IPV-mIAP301 u Vel-M2-mIAP301 B no3e 10 mr/kr BHyTpuBeHHO (Pur. 22A).

[0420] OxkpanupoBanHoe anTuTen0 Vel-IPV-mIAP301 3Ha4uMTENBbHO — YJIYHIIHIO
(apMakoKuHETHKY B 1a3Me Mbiieii BALB/c no cpaBHeHuto ¢ HeskpanupoBaHHbIM MIAP301,
IEMOHCTPHUPYS, YTO SKPAaHHPOBAHHOE AHTHTENO CIOCOOHO u30ekKaTh OMOCPEAOBAHHOTO
MUIIEHBIO PACIIONIOKEHUSI JIEKAPCTBEHHOTO CPEACTBA, Ha KOTOPOE HATAJIKUBAIOTCSl TUIIHUHBIE
anturena npotuB CD47. Anturena Vel-IPV-mIAP301 u mIAP301 meTnnu ¢ uCnosb30BaHUEM
3H—npoan/IOHaTa NIOCPEICTBOM KOHBIOTALMH C JII3UHOM M BBOAMJIN B/B MblliaM BALB/c B no3e
1 wr/kr. KOHIEHTpaluio AaHTUTEN ONpeNessii C HCHOJIb30BAHUEM CHUHTHIUISILIMOHHBIX
U3MEPEHUI TIa3Mbl, B3ATOH B pa3Hble MOMeHTHI BpemeHH (Pur. 22B). Konnenrpauus mIAP301
B IUTa3Me ObljIa HIDKE ONpPEeAeIsieMbIX KOJHYECTB B T€UeHHE 15 MUHYT, TOrAa Kak KOHLIEHTPALUH
Vel-IPV-mIAP301 mMo:xHO OBIJIO U3MEpsITh 10 7 AHEU MOC/e BBEASHUS TO3bI.

[0421] Bbuopacnpenenenue skpanupoBanHbix Vel-IPV-mIAP301 u Vel-M2-mIAP301 u
HeskpaHupoBanHoro mIAP301 0o mposepeHo Ha Mbimax BALB/c, necymmx A20, c
HCTIONB30BaHHEM ~H-MeueHHBIX aHTHTeN B 103aX 1 1 10 MI/Kr. AHTHTEa BBOJMIIM, KAK TOJBKO
onyxonu pocturmu 250 mMM’. B Ha3HAYEHHBIE MOMEHTBHI BPEMEHU MBbIIIEH yMEPLUBIIUIM, a
KOHLEHTpPALMIO aHTUTEN B IUIa3Me, KPOBH, ONYXOJH, CEJIE€3€HKE U IIEUEHU OINpeAesiih C

UCIIOJIb30BAHUEM CLUHTHIUIALMOHHBIX n3MepeHuil. Kak npeacrasneno Ha @ur. 37A u 37B,
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koHueHTpauus mIAP301 B ma3sme siBisieTCs HE3HAUUTENbHOM B TE€YEHUE OJHOTO Yaca IOCie
BBeZieHUsl. Mexay TeM, 3HAUUTEJIbHO MEHblIEe SKPAHUPOBAHHOIO AHTUTENA NPUCYTCTBYET B
Celie3eHKe 10 CPaBHEHHMIO C HeskpaHHpoBaHHbIM aHTUTENoM mMIAP301 (®ur. 37C u 37D).
AHanoruuHble pe3yabTaThl ObUIH MOJYYEHbI PU UCCIEOBAHUN aHTUTEN B nedeHu. ([laHHble He
nokasansl). Hamporus, wusz0eras OHOCPENOBAHHOIO MHIIEHbIO pacnonoxkenus CD47 B
HOPMAJIbHBIX TKaHsAX, SKpaHupoBaHHble aHTHTena Vel-IPV-mIAP301 u Vel-M2-mIAP301
JE€MOHCTPHUPYIOT TOBBILIIEHHbIE YPOBHH B omyxoju no cpaBHeHur0 ¢ mIAP301 (®ur. 37E u
37F).

[0422]  Antu-mpinuHoe — a”tureno  npotuB  CD47  mlIAP301  nposBisuio
NPOTHBOOIMYXOJIEBYI0 aKTUBHOCTh B Mopaenau JuM(pombl A20, HO BBI3BIBAJIO COMYTCTBYIOLIEE
YMEHbLICHHEe KOJu4ecTBa 3puUTpouuToB (Pur. 23A u dur. 23B). DxkpaHUPOBAaHHOE AHTHUTEIO
Vel-IPV-mIAP301 mposiBAsIO CXOAHYK) AaKTUBHOCTb, HO HEHTpanu30Ballo BIUSHUE Ha
u3MeHeHue KojudectBa dputponutoB. AHTuTeNno Vel-IPV-mIAP301 wu3berano morjomeHus
AHTHUT€HA SPUTPOLIMTOB, HO TAK)KE COXPAHSUIO CBsi3bIBaHUE ¢ onyxoubko (Pur. 23C u @ur. 23D).
Mopnens numpomer A20 Gonee moapodHO ommcana B Donnou et al. (Advances in Hematology,
Article ID 701704, 2012) u Liu et al. (Nature Medicine, 21:1209-1215, 2015).

[0423]  AnTtu-mbiminHOe — a”tureno  nporus  CD47  mlIAP301  nposBisiio
MPOTUBOOIYXOJIEBYID aKTUBHOCTb B MOAeNU paka Tosictoil kumku MC38, koropas, kKak
M3BECTHO, YyBCTBUTEJIbHA K MMMYHOOHKOJIOTMUECKUM areHTaM. AKTUBHOCTb SKPAHHPOBAHHOTO
antutena nporuB mIAP301 B »3TOH MoOzenn mNPOAEMOHCTPUPOBAA MPEBOCXOAHYIO
3¢ (EeKTUBHOCTD COTJIACHO >KUBOTHBIX, MPOSBISIOMUM MoJHBINA orBeT (Pur. 24). IloTOopHOE
3apa)k€Hue 3TOr0 KUBOTHOTIO NMPUBOAMJIO K IOJHOMY OTTOPIKEHMIO OMyXOJH, JEMOHCTPUPYS
UHIYKIMIO JOJNTOXKMBYINEro OTBeTa T-KIETOK MamsTH (HaHHble He MokKa3zaHbl). Monenb paka
tonctoi kuiku MC38 Gonee monpobHo onucana B Liu et al. (yumuposano eviute).

[0424] B nmomonHeHHe K TECTUPOBAHMIO KOMOWMHATOPHON AaKTHBHOCTH YeJIOBEYECKOTO
antutena npotus CD47 ¢ ADC B cpaBHenuu ¢ Livla uam CD30, Mbl Takke OLCHMIIH
KOMOWHATOPHYIO aKTUBHOCTb C APYTHMH UMMYHOMOIYJIHPYIOIUMH areHTaMH. YToOBI TOCTUYb
5TOrO, MbI MEPElN K MOJHOW MMMYHHOH CHCTEME MBIIIH U HCIOJNb30BAd AHTU-MBILIHHOE
cypporatHoe  aHtuteno mlIAP  mporuB CD47. Ucnonwssys wmomens  A20,  MbI
MPOAEMOHCTPUPOBAIM, YTO SKpaHUpoBaHHOe aHtureno nporus (D47  nelicTBoBaTh
CUHEPTUYECKH C CcypporatHeiM aHtutenom mnpotuB PD-1, a Ttaxke ¢ antu-SEA-CD40
anturenoMm, SEA-1C10. DTu naHHble CBHUIETENBCTBYIOT O TOM, UYTO B3aUMOJEHCTBUE Kak
BPOKAEHHOM, TaK U aJaliTUBHOI BETBU UMMYHHOM CHUCTEMbI BMeCTe C 3KpaHupoBaHHbIM CD47-
HalleJIEHHbIM areHToOM CIOCOOHO yCUJINBATh CTUMYJIMPOBaHUE YCTOWYHUBBIX
IIPOTUBOOITYXOJIEBbIX PEAKLUH.

[0425] McxonHoe U 3KpaHUPOBAHHOE aHTU-MbIITHHOE aHTUTeNo npotuB CD47 mIAP301
BBbI3bIBAJIO MOBBILIEHHYIO MPOTHUBOOMYXOJEBYIO AaKTHUBHOCTb B COYETAHMM C CYppPOTraTHBIM
anturesnom npotus PD-1, B pesynbrate uero 4/6 xxuBoTHbIX neMoHcTpuposanu I10 (See, Dahan
et al. Cancer Cell. 28: 285-295. 2015, mns ccbuiku Ha antuteno PD-1, knon RMP1-14) (®ur.

25A). UcxongHoe aHTH-MbIHHOE aHTHTENO NpoTiB CD47 mIAP301 BbI3BIBaJIO MOBBIIEHHYIO
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IPOTHBOOIYXOJIEBYI0 AKTHMBHOCTh B COYETAHWH C akTUBUpyrOIMM Makpodaru CD40-
HaneneHHbIM cypporaTHbiM SEA-ycunennbim antuteniom 1C10 (ecm. WO2016/069919 nns
cceutku Ha aHtureno 1C10; cm. Lindberg et al. J. Biol., Chem. 269: 1567-1570. 1994, nns
ccbutkd Ha antuteno mIAP301) (®ur. 25B).

[0426] JlanHbIe, neMOHCTpUpYIOLIHE BO3elcTBUe aHTUTeNa poTue CD47 B coueTanuu
¢ anturesnoM npotuB PD-1 mnu anturenom nporus CD40, ykas3bBalOT Ha TO, YTO Tepamus C
UCIONb30BaHUeM aHtutena npotuB CD47 MoxeT yCHIMBaTh aKTUBHOCTb AreHTOB, KOTOpBIE
MIOBBIIIAIOT AKTHBHOCTh T-KJIETOK, KaK B KOHTEKCTE AHTUTEN K HHTHOUTOPY KOHTPOJIBHON TOUYKH
(anTutena mpotuB PD-1) a Takke areHTOB, KOTOpPbIC YCHJIMBAIOT AKTUBHOCTh BPOKACHHBIX
kJietok (anturena nporus CD40 uimn npyrue narudburopst CD40). DT0 moaTBep:kaaeT MHEHUE O

ToM, 49ro aHtuteno npotuB CD47  wMoxer ObITh  CHApeHO C  HECKOJbKHMH

>
MMMYHOMOJYJIMPYIOLIMMHU areHTaMH B KJIMHUKE, KOTOPbIe MOJAEPKUBAIOT KaK aJalTUBHbIE, TaK
U BPOX/IEHHbIE BETBU ITPOTHBOOIYXOJIEBOI'O OTBETA.

IIpumep S: CynepcnupaJibHbIi J0MeH IKPAHHPOBAHHBIX AHTHTEJI

[0427] CTabunpHOCTh SKPaHUPOBAHHBIX I'YMaHM3UPOBAaHHBIX aHTHTed BOH12, Hecymux
pasHble CylepcrnupaibHble JTOMEHbI, OLEHUBAIU C HUCIOJb30BAHUEM BHYTPHUBEHHOIO BBEIEHUS
mbimmam BALB/c. AnTuTena BBOOWIM C HWCIHOJb30BaHHE IO3UPOBKU S5 MI/KTr. B 3amaHHBIHI
MOMEHT BpeMeHH (3 1Hs) Tuia3My coOHMpasi y 3apa’keHHBIX MbIIeH. UenoBeuecKoe aHTUTENO
OYMINAIM OT IUIa3Mbl C UCHONb30BaHUMEM cMosbl IgSelect. 3axBaueHHOe aHTHUTENO
BOCCTaHaBIuBaIu U pazaensinu ¢ nomoiubo JICH-ITAAL, a 3aTeM 30HAUPOBAIN C MOMOILIBIO
BECTEPH-OJIOTTHHTA, UCTIONB3Ys KoHbIorupoBanHoe ¢ HRP antuteno nporus yenoseueckoro Fc.
IIpoueHT pacluenaeHHOro aHTUTeNa OLIEHUBAIN MO NEHCUTOMETPHUH MOJIOC, COOTBETCTBYIOIIUX
5KPAHHUPOBAHHBIM U HESKPAaHUPOBAHHBIM TSDKEJBIM LIEMSAM, KOTOPbIE Pa3IN4atoTCs MO pasMepy
npuMepHo Ha 5 k/la (Pur. 26).

[0428] B tabmuue 23 mnokaszaHel 5((exTel SKpaHUPOBAHMS PA3IUYHBIMU IApaMH
MENTHIOB, 00Pa3YIOLUX CYIEPCIUPaib, BKIIOUEHHBIMH B T'YMaHU3UPOBAaHHOE aHTUTEN0 BOH12,
conepxkamee Tsokenyr uenb (SEQ ID NO: 2) u jerkyro uens (SEQ ID NO: 10) wu
MIPOTECTUPOBAHHOE HA PAa3HbIX KJIETOUHBIX JIMHUAX. B mpumepax aHTUTENO TakXe Ha3bIBaeTCs
Ab47. Kd (HM) mokaszaH Ijisi KaKIOrO aHTHUTEIa, KOTOpOe ObLIO TONY4YEeHO B pe3yJibTaTe
HACBIIIEHNs] Ha KaXXAOW COOTBETCTBYIOLIEH KJIETOYHOW JuHUU. Bbicokas koHueHtpauus 2000
HM Obl1a MCHONIB30BaHA AJIST KAXKIOTO SKCIEPUMEHTA MO CBA3BIBAHHMIO. Kak mpencTaBiieHO B
Tabnmune 23, pasnuyHble CymepcrnupalibHble JOMEHbI OBLIM CHOCOOHBI HHTHOMPOBATH
cesasbiBanne Ab47 ¢ CD47, »skcrpeccHpyeMbIM Ha TIOBEPXHOCTH KIETKH, JaXe TpHu
TECTUPOBAHUHU B KOHLIEHTPALUAX, MPEBBILIAIOIINX 2 MUKPOMOIIS, TOrJla KaK HE3KPaHUPOBAHHOE
aaTuTesio Ab47 mokazamno ICsy 3,3 -21 uM.

[0429] CTabuipHOCTP M AKTHBALMIO SKPAHUPOBAHHBIX T'yMAHU3MPOBAHHBIX AHTHTEIN
B6H12, mecymmx cynepcrnupane Vel-IPV 1 mocnenoBaTenbHOCTh pacIlienyieHns], OLEHUBAIN Y
OecTUMYCHBIX MBbIIIEH, HECYLIMX KCEeHOTpaHCIUIaHTaT (QuoOpocapkomsl denoeka HT1080.
AnTHTEna BBOAMIM B/O C HMCNONB30BAaHUE MO3MPOBKH S5 MI/KI. B ompeneneHHble MOMEHTHI

BpeMmeHu (aHu 1, 3, 4) Mblmeil yMepIuBIsUIM M MPOU3BONMIN 3a00p TKaHU U IUIa3Mbl. TKaHU
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TOMOT'€HM3MPOBAJIM W YEJIOBEYECKOE AHTHTENO OYHINAIN OT OWOJIOTHUECKHMX OOpas3loB C
ucronb3oBaHueM cMmodbl IgSelect. 3axBaueHHOE aHTUTENO BOCCTAHABIMBAIN M Pa3AEisUIN C
nomotipio JICH-ITAATL, a 3areM 30HAMPOBAJIIM C TIOMOINBIO BECTEPH-OJOTTHUHTA, UCHOJB3YSI
koHblorupoBanHoe ¢ HRP antureno mporus yenosedeckoro Fc. IlpomeHT pacuienyieHHOro
aHTUTENa OLIEHUBAJIU IO JEHCUTOMETPUH IIOJIOC, COOTBETCTBYIOLIMX HKPAHUPOBAHHBIM U
HEOKPAHUPOBAHHBIM TSDKEJBIM LIEMSIM, KOTOPbIE pa3IMyaroTCs 10 pa3Mepy NMpuMepHo Ha 5 k/la
(®@ur. 38A u 38B). OueHb Majoe KOJUYECTBO HEIKPAHHUPOBAHHBIX aHTHTENa (<5%) ObLIO
OOHapy’KeHO B TUIa3Me WJIM MEYEeHH B JIFOOOW KOHTPOJIbHBI MOMEHT BpeMEHU. Mexay TeM, B
onyxoJisix Obw10 0OHapyskeHo Oosnee 20-30% paciiernyieHns, IpUYeM MaKCUMAJIbHOE KOJHMYECTBO
pacuieryieHus MPOUCXOAUIIO depe3 3-4 mHs mocie BBeAeHHs n03bl. Kpome Toro, omyxosu
HT1080, cobpaHHBIE OT MBIIIEH, KOTOPBIX MoaBepraiu Boszaeiicteuo Ab47 umu Vel-IPV-Ab47
B TedeHue 4 unu 7 AHEW, NOoABeprajyd NPOTOYHONW LUTOMETPUM IJIsl ONPEAENICHUs] CTENEeHU
aHTHUTENa, KOTOpOoe OBUIO CIIOCOOHO CBSI3BIBATBCS M HACHILATH KIETKH OIYXOJIH, KOTOPBIE
skcripeccupyrot CD47 (Pur. 38B).

Tabmuua 23. ApdunanocTs (HM), H3MepeHHAsE ¢ TOMOIIBIO HACBIIIEHUS! COSAMHEHUS TIPU
NPOTOYHOH IUTOMETPHH, TyMaHu3upoBaHHOro anrtutena BOHI12 (Ab47), comepskarero

pa3an4Hble SKPaHUPYIOLINE TOMEHbI AHTUTENA.

Cynepcrniupanb HT1080 SW780 HCT116 Raji
Ab47 21 9.6 7.8 3.3
A2B1 > 2000 > 2000 1775

CA2B1 > 2000 > 2000 > 2000

Vel > 2000 > 2000 > 2000

CVel > 2000 > 2000 > 2000 > 2000
M11 > 2000 > 2000 > 2000

CM11 > 2000 > 2000 > 2000

M15 > 2000 > 2000 > 2000

CM15 > 2000 > 2000 > 2000

Fos-Jun > 2000 > 2000 > 2000

CFos-Jun > 2000 > 2000 > 2000

A4B4 1181 1684 1116 466
Hinge > 2000 476 118 104

AKTHBHOCTb U (baDMaKOKI/IHeTI/IKa I'VYMAaHHU3UPOBAHHBIX AaHTHUTC] IIPOTHB CD47 nu

JEMOHCTPAIIMS VAVUIIEHHON IIePEHOCUMOCTHU 6.]'[211"0[[21[)5[ OKPAHUPOBAHUIO YV MAaKaK IMHOMOJITYC
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[0430] UYroObl mpoBepUTH CIIOCOOHOCTH HKPAHUPYIOIIErO (parMeHTa YIy4LIUTh
(bapMakOKHHETHKY U TIepeHOCUMOCTh BapuaHToB IgG1-anturen nporus CD47, Obuta npoBeneHa
cepusl UCCIENOBAHUN C MCIIOJNB30BAHMEM OJHOKPATHOH B/B MHBEKIMH MaKakaM LMHOMOITYC.
TectupoBannbie IgGl-anturena mporus CD47 Obutn mepekpecTHO-peakTuBHbiMU ¢ CD47
4eJI0BEKAa U MAaKaK [IUHOMOJTYC, KOTOPbIE BBICOKO KOHCEPBATUBHBI Y 3TUX BUJOB IO SKCIPECCUU
U nocienoBarenbHOCTH. OleHKa aKTUBHOCTH NPOTEasbl C MOMOIIBIO I'eJeBOi 3uMorpaduu in
situ MaHenu Makak LHUHOMOJIYC M TKaHEH dYejoBeKa IIOKa3aja, 4YTO YPOBHH AKTUBHOCTH
npoTeasbl Takke ObUIM BBICOKO KOHCEPBATHBHBIMH [UJIsl 3TUX BHIOB. Kpome TOro, makaku
LIUHOMOJITYC UMEIOT O4YeHb cxonHble B3aumopenicteusa FcyR ¢ anturenamu IgGl u cumrarorcs
TOKCUKOJIOTHUYECKH TMPEIUKTHUBHBIME JJIsl CBS3aHHBIX C d¢¢ekropHoit (yHKmer 3¢dexTo
yenoBeyeckux aHturen IgGl, 4ro nmemaer ux monmxomsiied MOAENbrO Ui OLEeHKH 3((eKToB
IgG1l-anturen mporus CD47 (Warncke et al. J. Immunol. 188:4405-4411. 2012). B cBoeii
COBOKYITHOCTH, MaKaka IHHOMOJITYC MPENCTaBJISET COOOH COOTBETCTBYIOIIMHA BUA JJISI OLIGHKH
Pa3NTUYHON akTUBHOCTH aHTUTEN npotuB CD47 u, kpome TOro, 1Jist OLIEHKH KaK 3Ta aKTUBHOCTh
U3MEHSIETCS] IPU SKPAHUPOBAHUU M MOIUUIIPOBaHNH 3 dexTopHOi PyHKIMH.

AJibTepHaTUBHO rymMaHusnuposanHoe B6H12. Ab47

[0431] YroObr onpenenuts mnepeHocumocts 1 ®K BO6HI12 Ha anmpTepHaTHBHO
ryMaHu3upoBaHHONH  koHcTpykumu  IgGl u  nomonHMTENnpbHO  MPOAEMOHCTPHUPOBATH
JOKa3aTeNbCTBO CMOCOOHOCTH 3Kpanmpyromero ¢parmenta Vel-IPV u mocnenoBarenbHOCTH
pacuIeryieHns U3MEHATh EPEHOCUMOCTb U (papMaKOKMHETHUKY, MAaKaKaM LIHHOMOJITYC BBOJMIIU
BHyTpuBeHHO 0,1, 1, 10 u 30 Mr/kr anpTepHaTHBHO r'yMaHu3upoBanHoro anturena IgGl B6H12
nporus  CD47, Ab47. TI'ymanmsupoBanHoe aHtureno Ab47 nHa ocHoBe IgGl
IPOIEMOHCTPUPOBAJIO TOBBIIIEHHYIO AKTUBHOCTb, MPOAEMOHCTPUPOBAHHYIO B BHJE IOTEPH
MAacChl SPUTPOLIUTOB NMPH TE€MATOJOTMYECKOM aHAIN3e, MO CPABHEHMIO C OMyOJIMKOBAaHHBIMU
naHHpIMU aHTUTeNa Ui mBOH12 Ha rymanusupoBannoi miaatdopme IgG4 (Liu, 2015). B To
Bpemsi kak IgG4 BOHI12, y xoroporo orcyTcTByeT 3ddextopHas GyHKUHs i oOecreueHus
Bbicokol aktuBHOCTH ASKII, A3L[® u K31], B nonosHeHue Kk OJIOKMPOBAHUIO B3aUMOICHCTBHI
¢ CDA47, nponeMOHCTpUPOBAI MEPEeHOCUMOCTh 103 10 30 mr/kr y makak muHomounryc (Liu,
2015), Ab47 ue nepenocucs pu 1036l Oonee 1 mr/kr (Pur. 27A).

Ab47 B cpaBHennu ¢ Vel-IPV-Ab47

[0432] YroObl mponeMOHCTPUPOBATh CIIOCOOHOCTh SKpaHupyrouero pparmenta Vel-IPV

YMEHbLIATh aKTUBHOCTb Ab47, makakam mnuHOMOJryc BBOmwiaw no3bl 0,1, 1 m 10 mr/kr.
IIpumedarenpHO, 4TO 03I, TpuOIM3UTEHPHO B 10 pa3 Oosiee BBICOKHE, MEPEHOCHIIUCH JIy4IIE,
4eM He3paHHpPOBaHHOE Ab47, 0 4eM CBHIETEIbCTBYIOT AHAJOTHYHBIC YPOBHH IMOTEPH MAaCChI
SPUTPOLUTOB B 00pasLax KPOBH, COOPAHHBIX I T€MATOJOIMYECKOrO aHajH3a Y JKUBOTHBIX,
nonseprmuxcst Bo3aeiicteuro 1,0 mr/kr Ab47 u 10 wmr/kr Vel-IPV-Ab47 (®ur. 27B).
JKuBoTHbIe, oaBeprimuecs: BO3AeHCTBUIO Ab47, NeMOHCTPUPOBAIN MOCTOSIHHBIE KIMHUYECKHE
NPU3HAKH, CBSI3aHHBIE C T€MOJIM30M M HEOCTATOYHOH NMEPEHOCUMOCTBIO (KPacHBIE BBIAEIICHHS
U3 MOYETIOJNIOBOH CHCTEMBI, T€MOJIM3UPOBAHHbIE 00OpAa3Libl, PBOTA U TMIIOAKTUBHOCTD), B TO BPEMsI

KaK y JKMBOTHBIX, TMOABEPTLIMXCS BO3AECHCTBUIO HSKPAHUPOBAHHBIM AHTHTEJIOM, HaOIIOANIOCh
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MOJIHOE  OTCYTCTBHE  HEXKENAaTEeNbHBbIX  KIMHUYECKMX  IPU3HAKOB. JTO  yBEJIUYEHHE
NEPEHOCUMOCTH C 3KPaHUPOBAHHBIM Ab47 ObUIO Tak)ke MPOAEMOHCTPHPOBAHO B CIIOCOOHOCTH
SKPaHMPYIOLIEero (parMeHTa yMEHbIIATh YBEJIHMUeHHe LIUTOKUHOB, HUPKYJIMPYIOLINX B IUIA3Me,
TAKUX KaK MOHOLIMTApHBIA XemoarTpakTaHTHbIH Oenok-1, MXB-1. Camble BbICOKHE 1O3BI
tectupyemoro Vel-IPV-Ab47 (10 wMr/kr) mnpoaeMOHCTPUPOBANN YPOBHH, aHAJOTHUYHBIE
KOHTPOJIbHBIM U CaMOM HHM3KOH J103bI poTecTupoBaHHOro Ab47, 0,1 mr/kr (@ur. 39A). Kpome
TOTO0, 3KpaHUpOBaHUE 3HaYNTENbHO yiyulmio @K monekynsl. Korga nosza 1 mr/kr Ab47 Obuia
HIDKE Tpezenia OOHAPYXKeHHs TNMpH MCMOb30BaHMU Hecreruduueckoro UPA Bcex aHTUTEN
(obwee anTuTeno) B enp uccnenosanus 3, 1 mr/kr Vel-IPV-Ab47 moxHO ObLIO OOHAPYKUTH B
TE4YeHHUe BCero Kypca uccnenosanust, Jlenb uccnenoBanus 15 (Pur. 28). Ilpu Hecneruduueckom
HU®DA Bcex aHTUTEN UCTIONB3YETCs 96-TyHOUYHBIC TUIAHIIETHI 11T MUKPOTUTPOBAHMSI, TOKPBITHIC
AHTH-YEJIOBEYECKMM MAb MPOTUB JIETKOH Kamma-Lern#, KOTOPOe CBSI3bIBAETCS C JIETKOH Karima-
nenbto yenoBeka Ab47 u Vel-IPV-Ab47. Ono He naet nepekpecTHYIO Peakiuio C JIETKOH Karma-
LeTbI0 00e3bsiHBI UHOMOTYC. Mccnenyembie o0pasubl pa3BOAMIN B AUHAMHYECKOM JHANa30He
anamuza g Ab47 (10 (LLOQ) mo 1280 ar/mn (ULOQ)) umu Vel-IPV-Ab47 (20 (LLOQ) nmo
2560 wur/mn (ULOQ)) c¢ obwvenunennoii KoEDTA mmasmoit OOGe3psiH  IIUHOMOJTYC.
PazbaBnennbie obpasubl BMecTe ¢ QC u kanmuOpOBOYHBIE MapKephl MOABEPTaIH MUHHMAJIBHO
HeoOxomumomy pazbasienuto (MRD) 1:20 ¢ mnomompio Oydepa misg aHamuza mepen
nobaByieHHEM B 3a0JIOKMPOBaHHBIE M MPOMBITHIE TuaHIeThl. [locne mHKyOammm B TeueHue 1
jyaca NPy KOMHATHOH TeMIepaType YallKu MPOMBbIBAIN U JETEKTUPOBAIN CBSI3aHHBIM aHAJIUT
(Ab47 wmmu Vel-IPV-Ab47) ¢ nomompto OMOTHHHJIMPOBAHHOIO AaHTU-YEJIOBEYECKOro mAb
NPOTHB JIETKOH Kamnma-uend (MAeHTUYHOrOo KIOHY B KadyeCcTBE peareHTa 3axsara) C
HOCJEAYIOMM 100aBJIeHHEeM IOJUMEPHOH TMEepPOKCHIa3bl XpPEeHa, KOHBIOTHPOBAHHOH CO
crpentaBuauHoM (monu-HRP-SA). Ilocne makyOanmm u npomsiBku cyOcrpatr HRP 3.3'5,5'-
terpamerrnOensuauH (TMB) nobaBnsiiu B ITaHIIeTHl M OKpamuBaid B TedeHue 10 MUHYT.
Peakiro ocrananuBanu | H. HCl u nmiaHmeTsl CYMTHIBANIM HA TUTAHIIET-puaepe Spectromax
MS5 npu 450-630 HM. UrcTble 3HAYEHHsI TIOTJIOIIEeHUs ObUTH UMIOpTUpoBaHbl B Watson LIMS v.
7.4.2, u OblIa mpoBeneHa HeNluHelHas perpeccust 5-PL mns npeoOpa3oBaHMsi MOTJIOIIEHUS B
HI/MJI BCEX aHTHUTEJ, MPUCYTCTBYIOLINX B 00pa3Lax.
Ab47 B cpaBHennu ¢ hB6H12.3

[0433] I'ymanusuposanHoe BO6H12.3, xotopoe xapakrepusyercs auddepeHunanbHbIM

Kd, mnoBbmmerEsiM Bmax © CHIWKEHHOH reMarriiOTHHALMEH, BBOAMIN OJHOKPATHO
BHYTPUBEHHO OONMIOCHO B m03¢ 1 MI/KI MakakaM LHUHOMOINTYC Ui TECTUPOBAHHS Ha
muddepeHnnaIbHyI0 aKTUBHOCTB in vivo. B To Bpems kak hB6H12.3 u Ab47 B xoHUEHTparmu 1
MI/KT TIPUBOIAT K CXOAHBIM YPOBHSIM YMEHBIICHUS KOJIUUECTBa SputpouutoB (Dur. 29), Ab47
TaK)Ke TPOJEMOHCTPUPOBAIO YMEHbIIEHHE KOJM4YecTBa MpUOMM3UTENbHO 10 40% OT ypOBH:
TPOMOOLMTOB Tiepen BBeAeHHeM a03bl 1 Mr/kr, Torna kak hB6H12.3 BbI3bIBAJIO yMEHBIICHHE
KOJU4ecTBa TOJNBbKO Ha 20%, aHAJOTMYHO KOHTPOJIbHBIM YPOBHSM, BEPOSITHO, M3-32 OIMIMOKH
BbIOOpKkU (Pur. 30). VBenndyeHue KonudecTBa TPOMOOLMTOB, HA4YMHAIOLIEeCs Ha 7-H JeHb

WCCJICZIOBAHMS, HAOMIOAAIOCh TOCTE JiedeHHs 0OOMMH aHTHUTENIaMH, BEPOSITHO, M3-3a OOLIero
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CTUMYJIUPOBAHUSI KOCTHOT'O MO3Ta.
hB6H12.3 B cpasaenuu ¢ Vel-IPV-hB6H12

[0434] YroOb! mponeMOHCTPUPOBATh CIIOCOOHOCTH SKpaHupyrouiero pparmenta Vel -IPV

yMeHbl1aTh aktuBHOCTE hBO6H12.3, mMakakam muHoMonryc BBoawiau n03bl 10 u 20 mr/kr. 20
MI/KT, camas BBICOKas HCIBbITAaHHAs 1033, €€ TIeMaTOJIOrHYeckoe TEeCTHPOBAaHUE
IPOAEMOHCTPUPOBAJIO AHAJOTUYHOE CHI)KEHHE IIOTePHM MAacChl 3PUTPOLIUTOB, KOTOPOE
Habmonmanoce ¢ 1 wmr/kr hB6H12.3, omHako ¢ Oojiee BBICOKOH MEPEeHOCHMMOCTBIO, YeM Y
HeskpaHupoBanHoro hBO6H12.3 mpu B 20-pa3 menbineit noze (Pur. 31). TouHo Tak ke,
skpanupoanue hBOH12.3 Takke mpoaeMOHCTPUPOBANIO CHIDKEHHE LIUPKYJIUPYIOIIUX B TIA3Me
IUTOKMHOB, BKIouasi MXbB-1, TpeOys 20-kpaTHOH n03bl 3KpanupoBaHHoro hBO6H12.3 nmns
NOJIy4EeHUS] OTBETOB, AHAJOTHYHBIX TEM, KOTOpbIE ObUIM JOCTHTHYTBI C HEIKPAHUPOBAHHBIM
hB6H12.3 (®ur. 39B). JKuBorHble, koTopeiM BBOmmiu Vel-IPV-hB6H12.3, He wumenu
KJIMHUYECKUX CHUMIITOMOB, CBSI3aHHBIX C BO3JEHCTBHEM aHTHUTeNa, TOTAa Kak KIMHHYECKHE
CHMIITOMBI, CBSI3aHHBIE C FEMOJIN30M, HAOJIONAIHCh NMPHU HCIONB30BAHUN HEIKPAHHPOBAHHOTO
hB6HI123 B nmgo3e 1 wmr/kr. @PapMakOKMHETHYECKHH aHAIU3 C  HCIOJIb30BAHUEM
Hecreu(pUIECKOro HDA BCEX AHTUTEJI MIPOAEMOHCTPUPOBATL yJIy4IIEeHHBIN
bapMakoOKuHETHIECKHI IPOQIIIb IO CPaBHEHMIO ¢ HedKpaHupoBaHHbIM hB6H12.3 (Pur. 39C).
Vel-1IPV-hB6H12 3 B cpaBHenuu ¢ SEA-Vel-IPV-hB6H12.3

[0435] Jns panpHeiimero ycuieHus akTuBHocTu IgGl skpaHMpoBaHHOrO aHTHUTENA

npotuB CD47, Vel-IPV-hB6H12.3, antureno ObUIO TMOJYYEHO C  HCIOJIH30BAHHEM
3amaTeHTOBaHHOW TexHoyoruu Seattle Genetics 1y MoydeHUsT aHTUTENT C OMNPEIEICHHBIM
rnukosmnupoBanueM, SEA (sugar engineered antibodies), HeQyKO3UIMPOBAHHBIX AHTUTEN C
MOBBILIEHHOMN s¢dexropHOH byHKLMEeH (CHIA). 8163551). OTHOCUTENBHYIO
NPOTHBOOMYXOJIEBYI0 aKTHMBHOCTb B KCEHOTpaHCIUIAHTaTHbIX Moxensx Vel-IPV-hBO6H12.3 u
SEA-Vel-IPV-hBO6H12.3, a Ttakxke ¢QykosumupoBaHHOro u HedykosmanpoBaHHOro SEA-
hB6H12.3 onenuBanu B Mozensix ¢ BoicOkuM (Detroit562) u nuskum (HT1080) conep:xanuem
Makpodaro. YcrpaHeHue (yKO3MIMPOBAHMS OCTOBA M TMOJydYeHHUE B pesysnbrare SEA-
hB6H12.3 u SEA-Vel-IPV-hB6H12.3 He mnpemnocTaBWIO [OKA3aTeIbCTB MPEUMYIIECTB
NPOTHBOOIYXOJIEBOW akTHBHOCTH B 00enx mopemsix (Pur. 40A u 40B). Tak kak 3Tu Mozmenu
paboTaroT Ha OECTHMMYCHBIX MBIIIAX, OHU MOTYT HE B TOJIHOM Mepe MCIOIb30BATh YCUIICHHYIO
s¢dexropHyr0 QyHKIMIO, TpuaaBaeMyro ocToBy SEA, MbIIIMHOE CypporaTHOE aHTHTENO
mIAP301  Ttakke  HeQYKO3WIMPOBAHO, W  NPOTHBOOIYXOJEBYKD  aKTUBHOCTb  C
¢dyxozunrpoBaHHbIM U HedykozmmupoBaHHbIM vel-IPV-mIAP301 tectupoBann Ha CHHreHHON
monenu JjuMpombl A20 C BBICOKOW aKTHBHOCTBIO, a Takke Ha cuHreHHoil monmenun CT26
aKTUBHOCTH C Oojiee HU3KOH aKTUBHOCTBIO. YCTpaHeHHe (PYKO3WIMPOBAHUS OCTOBA IS
nonyueHus: SEA-aHTHTENa, MO-BUAMMOMY, HE IAa€T AOMOJHHUTENBHOTO MPOTHBOOIMYXOJEBOTO
s dexra.

[0436] B 1o Bpemsa kak TexHosorus SEA ¢ [pyrumMu aHTUTENaMH IpHUBeNa K
YBEJIMUEHUIO aKTUBHOCTH, KOTJAa aHTUTENO 3KpaHuposaHo, Bepcun SEA u He-SEA xoporwio

NEPEHOCATCA C aHAJIOTUYHOM HOTepeﬁ MacCChbl SPUTPOLUTOB IMPU IEMATOJIOTMYCCKOM aHaJIM3€ C
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UJICHTUYHBIM HCIBITAHHBIM YPOBHEM MakcHUMaibHOH m03bL, 20 mr/kr. (@ur. 32). Hukakux
HeOJaroNnpHsTHBIX KJIMHHYECKUX MPU3HAKOB HE HAOJIOAAOCh BO BpeMsl BO3AEHCTBHUS JIFOOBIM
AHTHUTEJIOM, OJHAKO YPOBHHU LUpKyaupyromero nuroknHa MXb-1 Obpumn nossitnens! aist SEA-
anturena (Pur. 41A). PapmMakOKMHETUUECKUN aHAIN3 C UCIOJIb30BAHUEM HeCTeLU(pUIECKOro
HNDA Bcex aHTUTEN MPOAEMOHCTPUPOBAT B LIEJIOM CXONHbIE (PapMaKOKMHETHUECKUE MpOoQHIn
mesxny anturenamu SEA u ve-SEA Vel-IPV-hB6H12 .3, npudem o0a aHTHTENA YIYYLIHIUCH MO
CpaBHEHUIO ¢ HedKpaHupoaHHbIM hB6H12.3 (Pur.41B).

Ipumep 6: JleueHue omyxoJiedi y cy0beKTOB € HCIHOJIb30BAHHEM CEJIE€KTHBHBIX
OnomapkepoB

[0437] B packpbITHH TOMOJHUTEIBHO MPEAYCMOTPEHO JIeYeHHE CYOBEKTOB C OMyXOJISIMU
¢ ucrnojbp3oBanrueM antuten npotus CD47 nmo naHHOMY M300pETEHUI0 HAa OCHOBE CEJICKTHBHBIX
OMOMapKepoOB y yKa3aHHBIX CyOBeKTOB. BhIOOp CyOBEKTOB aJisi JIeYeHHsI C HCIOJIb30BAHHEM
aaturen npotuB CD47 mo mamHOMy u3oOpereHuro Oyner ocHoBaH Ha 1) Oosiee BBICOKHX
ypoBHsX U akTuBHOCTH MMII B pakoBON TKaHW MO CPABHEHHIO C OKPYXKAOLIEH TKAHBI), HE
SBIISIIOLICHCS pakoBOH; 2) Ooree BbICOKHE YpoBHU 3kcrpeccun CD47 B pakoBOW TKaHU IO
CPaBHEHHIO C OKPYXKAlOIlel TKaHbIO, HE SIBISFOIIEHCS pakoBOM; U 3) Ooyiee BBICOKHI YPOBEHb
UHQUIBTpa Makpo(daroB B PaKOBOW TKAaHU IO CPABHEHUIO C OKPYKAMOIIEH TKAHBIO, HeE
SIBJIAFOLIENCS PAKOBOM.

[0438] Cnocobbl ompeneneHus: ypoBHEH W AKTUBHOCTH OTHENBbHBIX OHOMAapKepOB
BKJIFOUAIOT MMMYHOTMCTOXUMHUYECKUII M 3H3uUMoJoruueckuil asnanu3. Hampumep, ypoBHHU
UHQUIBTPAH MaKpo(aroB MOTyT OBITH ONpeeseHbl UMMYHOTUCTOXUMHUEH C HCIOIb30BAHUEM
antutena npotuB CD163 B kauecTBe Mapkepa.

[0439] UroObl mpomeMOHCTPUPOBATh CHOCOOHOCTH OOHApPYKMBAaTh Makpodary,
UHQUIBTPUPYIOIIHE ONMyXO0Jb, B 00pa3le pakoBOH TKaHH IO CPABHEHHIO ¢ 0Opa3IOM TKaHH, HE
SBJISIFOIIEECS] PAKOBOW, HCIOJIb30BAIM O0pa3Lbl OMyXOJEBOTO SApa paka MOJIOYHOH Keje3bl
o0pa3ibl HOPMaJbHOH TKAaHM MOJIOUYHOM Keje3bl. VIMMyHOTHMCTOXMMHIO TPOBOAMIIN C
ucnonb3oBaHueM antutena npotus CD163. Pe3yibraThl NEMOHCTPUPYIOT, 4TO Makpodary,
UHQUIBTPUPYIOIIHE OMyXOJib, MOTYT OBITh JIeTKO OOHapyKeHbl B 00pasuax OMyXOJH IO
CpaBHEHHIO ¢ 00pa3LaMu TKaHH, HE SBJSFOIIEHCs pakoBol (Pur. 33).

Ipumep 7: Parouuro3 u remarraTuHAnus CD47-m010KHTENBHBIX KJETOK C
nomouisio Vel-IPV-hB6H12.3

[0440] ®arommro3 CD47-mONOKUTENBHBIX SPUTPOLUTOB KOHTPOJIHPOBAIH, YTOOBI
OLIEHUTH BJIMSHUE SKPAaHUPOBAHMA Ha (YHKIMOHAJIBHOCTb AHTHUTEN. JPUTPOLUTHI YEJOBEKA
MeTHM (GIIyopeceHTHbIM KpacHbIM KpacurenieM PKH u onconusupoBanu B Teuenne 30 MUHYT
¢ 1 mxr/mn mHeskpanuposanHoro hBoH12.3, skpanuposannoro Vel-IPV-hBO6H12.3 wnu MMIT-
aktuBupoBaHHoro Vel-IPV-hBOH12.3. Dpurpouursl npoMbIBaii, 3aTeéM HWHKYOHPOBAIH C
MOHOLIMTapHBIMH Makpodaramu B cootHomennn 10:1 B TeueHHe ABYX 4acoB. 3aTeM OOpa3Libl
TPYOKABI MPOMBIBAJIM TUNOTOHMYECKMM JmsupyronmM Oypepom ACK. Crenens (aromurosa
OLIEHUBAJIM IIyT€M MOHUTOPHUHIA TMOTJIOWEHUs (PIYOPECIEHTHO MEUYEHHBIX JPUTPOLIUTOB

4esoBeka MakpodaraMu 4eIoBeka MOCPECTBOM IPOTOUYHON LIUTOMETPHHL.
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[0441] Kak m3o0paxeno Ha Dur. 42, sxpanupoannoe Vel-IPV-hB6H12.3 xHe mposiBuio
yBeNu4eHus: (aronuro3a Bbille (JOHOBBIX YPOBHEH 3PUTPOLIUTOB, KOTOPBIE HE IOABEPTaJIHChH
Bo3neiicTeuio, Torga kak hB6H12.3 u MMII-aktuBuposannoe Vel-IPV-hB6H12.3 mnokazanu
CXOJIHbIE YPOBHHU (ParouuTo3a 3pUTPOLIUTOB.

[0442] AxTHBHpOBaHHE I'eMarrJIOTHHALUHN SPUTPOLUTOB YEJOBEKAa 3KPAHUPOBAHHBIMU
anturenamu  Ab47 TectupoBaiu, Kak omucaHo B Ilpumepe 2. DpUTPOLMTHI uelOBEKa
NOABEPraJMCh BO3AEHCTBHIO IMOBBIMEHHBIX KOHLEHTpALMi 3>KpaHupoBaHHOro Vel-IPV-Ab47
wiu MMII-pacumennennoro Vel-IPV-Ab47 B Teuenme Ttpuauatu wmunyt npu 37 °C.
I'emarrmoTHHALUIO KOHTPOJIMPOBAIN C IMOMOIIBK ONTHYECKONW OLIEHKH AHaMeTpa BUIUMOTO
MATHA B KOKAOU JIYHKE.

[0443] Kak npencrasieHo Ha @ur. 43, reMarrirOTUHALMS HHTHOUPOBaach, korna Ab47
OBUT SKPaHMPOBAHO, M TE€MArTJIFOTHHALIMS BOCCTAHOBHJIACH, KOTNAa SKPAHHMPYIOLIHHA (PparMeHT
ObLT ynaneHa ¢ nmomoirsro MMIT.

IIpumep 8: hB6H12.3 HenocpeacTBeHHO BBI3bIBAET ANONTO3

[0444] JlurupoBanme CD47 Ha KJIETOYHON MOBEPXHOCTH MOXKET BBI3BIBATH AarOITO3.
Coobmmanocek, uto antuteno npotuB CD47 mAb kinon B6H12 MoskeT BBI3bIBATH allONTO3 TOJIBKO
py UMMOOUJTM3ALMN HAa TIOBEPXHOCTH, oxHako, hB6H12.3 mponeMOHCTpHpOBa armonTO3HYIO
aKTUBHOCTh, He OyyuM CBSI3aHHBIM C MOBEPXHOCTHIO. BOCEMb pa3iMYHBIX KJIETOYHBIX JIMHUM
(A431, HEK293, Hela, HepG2, HPAF11, 1540Cy, MCF7 u THP1) BoiceBanu o 50,000 kyeTok
Ha JyHKY Ha 24 yaca. Knerku moasepramu BosgeiictBuro hB6H12,3, SFO munu KOHTPOJIBHBIM
uzotunioM IgGl B xoHmeHTpammsx ot 5 go 0,05 ur/mn B Teyenwe 18 wacoB. 3areM KieTKH
coOupany, ABKIbl IPOMBIBAJH, OKPAIIMBAIM C HCIOJB30BAaHHEM MapKepa aronros3a
AHHEKCUHHOM V, U aronTo3 ONpPeeNsid KOJIUYECTBEHHO C MTOMOILBIO TPOTOYHON LIUTOMETPHUH.

[0445] Kak nokazaHo Ha ®ur. 44, BO BCeX BOCbMM THUIAX KJIETOK KJIETKH, KOTOPBIE
noasepriucek BosaercTsio hBOH12.3, nemoncTpupoBanu Oojiee BBICOKME YPOBHH arloNTO3a,
YTO ONpENeNseTCs CBSA3aHHBIMU YPOBHSIMU OKPALIMBAaHUS aHHEKCUHOM, Ye€M KJIETKU TOTO Ke
tuna, oopadoranusie SFO umn KOHTPOIBHBIM H30THIIOM IgG1.

Ipumep 9: cradbuabHocTs hB6H12.3 B 1e1bHOM KPOBH M MJ1azMe

[0446] CaexecoOpannble 00pas3ibl 1eabHOH KpoBH (4% uurpara Harpusi) ot 17
NAIMEeHTOB ¢ pa3inuyHbiMEU THamMu paka (10 capkoma, 3 NSCLC, 3 paka ToiCTOH KHIIKU U 1
MmenaHoMa) ObpuM mosdydeHsl ot BiolVT. hB6H12.3 u skpanupoBanHble aHTUTEena Vel-IPV-
hB6H12.3 nenocpencreenHo metmu dayopecueun-uzotuonnanatom (PUTL, FITC). O6pasisr
CBEXEH IEeNbHOW KPOBHM HWHKYOMpPOBANM C  YBEJIMYUBAIOIIMMUCS  KOHLEHTPALUSMH
(mMakcumanbHass koHueHtpauwus, 20 wmkr/mi) OUTIL-meuennoro hB6H12.3 wmm ®UTLI-
meueHHoro Vel-IPV-hB6H12.3, B Teuenne 20 wacoB mpu 37 °C. Cps3plBaHHE AHTHTEN C
KJIETKAMHU KPOBH XapaKTepU30BaAJIOCh C HUCIIOIb30BAHUEM MTPOTOUHOM LINTOMETPHUH.

[0447] Yactp kaxxaoro wm3 o0pas3sloOB IEJBHOW KPOBH OT MAIMIEHTOB C CAapKOMOM
UCTIONB30BAIM U1 OKCTPAKUMU TIUIa3Mbl, W A00aBmsuin K obpasuam miaasmbl 20 MKI/mi
pexomOuHanTHOrO CD47. OO0pasusl mnasmel, coxpepskamue pekoMmOuHaHTHBIH CDA47, 3arem
uHKyoupoBanu ¢ 20 mxr/mn hBO6H12.3 wmm skpanuposannoro Vel-IPV-hB6H12.3 B Teuenue



117

gyerblpex aHed mpu 37 °C. Cremenp pacuieruieHust SkpaHupyromiero ¢parmenta Vel-IPV
ouieHuBanu ¢ ucnonb3zoBaHueM MDA uepes cessbiBanus ¢ CD47, kak onucano B IIpumepe 2.
Vel-IPV-hB6H12.3 He cBs3piBanochk ¢ pekoMOMHaHTHBIM CD47 B KOHIIEHTpanuy, NPOHUKINEH B
mwia3my (20 MKr/min); cienoBarenbHO, JE0Ooe cBsi3biBaHue antuteno-CD47, obHapyskeHHOE B
iazme, uHKyoupoBanHoi ¢ Vel-IPV-hB6H12.3, o0ycnoBieHO CBA3bIBAHUEM pPACIIEIUIEHHOTO
Vel-IPV-hB6H12.3 ¢ CD47.

[0448] U3 17 npoTtecTrpoBaHHBIX 00pa3LoB KpoBH dkpaHupoBanHoe Vel-IPV-hB6H12.3
nponeMoHcTpupoBaio Oonee vem 10%-HOe CBSI3bIBAHME TOJNBKO C OOHHUM O0pasLoM C
aHOMAJIbHBIM 3Ha4yeHHeM (OT manueHTa ¢ capkomoi, cMm. Dur. 45B) mpu MakCHMaibHOM
KOoHUeHTpauun. Hu B omHOoM m3 16 apyrux oOpa3uoB He ObUIO OOHAPYIKEHO CBS3BIBAHHS
skpanuposanHoro Vel-IPV-hB6H12.3 (penpe3eHTaTUBHBIE NaHHbBIE, TPENCTaBIeHHbIe HA Pur.
45A). Kak mpencraneno Ha Pur. 45C, He Gonee 2% skpanupoBanabix Vel-IPV-hB6H12.3
OBLIO paCLIETUIEHO B JIFOOOM U3 IECSTH O0Pa3IOB MIa3Mbl OT MALIMEHTOB ¢ CAPKOMOIA.

IIpumep 10: Beipaborka nutokuHos B oTseT Ha hB6H12.3

[0449] OGpa3ipl cBekell LeTbHON KPOBU OT OONBHBIX C OHKOJIOTHYECKHUM 3a00JIeBaHHEM
(10 ¢ capkomoii, 3 ¢ NSCLC, 3 ¢ pakoM TOJICTOU KUIIKK U 1 ¢ MeIaHOMOW) MHKYOHPOBAIH C
YBEJIMYUBAIOLIUMHCSA KOHLEHTpaUUsIMHU (MakcuManbHast KoHueHtpauus, 20 mxr/mu) PUTLI-
meueHHoro hBO6H12 .3, unu ®UTIL[-meyenHnoro Vel-IPV-hB6H12,3 unu ¢ 0,1 mxr/ma LPS B
teueHue 20 vacos nipu 37 °C. YpOBHH LUTOKMHOB OLIEHUBAJIU C UCTIOJIb30BAHUEM 3 8-TIIEKCHOM
MaHEJN LIUTOKMHOB U X€MOKHHOB Ha OCHOBE MArHUTHBIX LITAPUKOB.

[0450] B OonpIIMHCTBE MPOTECTUPOBAHHBIX 00PA3II0B NALIMEHTOB YMEPEHHAs BbIpaOOTKA
LIUTOKUHOB ~ mHAyuupoBanace hBOHI12.3, wu wMuHuManbHas  BbIpabOTKa  LIUTOKHHOB
unaynuposaiachk Vel-IPV-hB6H12.3. [urokunser IP-10, IL1-Ra, MIP-1a u MIP-1a game Bcero
urayuuposamuce hB6H12.3. Yposuu IL1-Ra (®ur. 46B), MIP-1a u MIP-1B Opimn Huke 200
IIr/MJI TIPH MaKCHMAaJIbHOM KOHLEeHTpauuu Tectupyemoro hB6H12.3, torna xak yposuu IP-10
nocturamu 4000-5000 wr/mn (®ur. 46A). YpOBHM LMTOKHHOB, Npoaynupyembix Vel-IPV-
hB6H12.3, O6butn HIKe, yeM ypoBHH, npoayuupyembie hB6H12.3, Bo Bcex ciy4asix U OOBIMHO
6butn B 100-1000 pa3 Huxe.

IIpumep 11: hB6H12.3 unayuupyer anonto3s in vivo

[0451] BecTUMyCHBIM MbIIIAM, HECYLIIMM OINyXOJIH-KCEHOTPAHCIUTAHTAaTa (PUOPOCAPKOMBI
yenoseka HT 1080, BBogmmu B/6 no3y S mr/kr hB6H12.3, Vel-IPV-hB6H12.3 nin KOHTPOIBHBIH
usotun hlgGl, korna omyxomnu nocruranu 200 v, B onpenesieHHbIe MOMEHTBI BpeMeHH (TIocIie
24 wu 96 4acoB) MbIIIEH yMEPIIBISIM ¥ NPOM3BOAWIN 3abop omyxoned. Omyxomnu
TOMOT€HM3MPOBAJIM, U OMNYXOJIEBbIE KJIETKH KCEHOTpaHCIUIaHTaTa (UOpPOCApPKOMBI YeNOBEKa
HT1080 pecycnennuposanu npu 1 muiH kiaetox/mi B 1 X Oydepe anis okpamnBaHusl aHHEKCHHOM
V (10-xpatHoM Oydepe s okpammBanus, cogepxkamem 50 MM HEPES, 700 MM NaCl, 12,5
MM CaCl2, pH 7,4, ¢ passenenuem 1:10 B Bozme). Knerku mepeHoCHIN B KPYIJIONOHHBIN 96-
ayHouHbIH TuaHmeT (100 MKJI/IYHKY) ¥ B KaXIYIO JIYHKY HOOaBISUIM S5 MKJI OKpPAIIMBAKOLIETO
peareata @UTL] Annekcun V (Annexin V-FITC) m 1 mxn 100 mxr/mn pactBopa ans

ynsTpaduonerosoro okpamusanus Live/Dead. Knetku oxpamuBanu B TeueHue 30 MUHYT MpH
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KOMHaTHOW Temneparype. OOpasupl neHTpudyrupoBanu npu 1550 g B TedeHHe 5 MHHYT,
CYNEpHATaHT VYAASUIM W KIETKH NPOMBIBAIM 3 pa3a 1X OXJOXAEHHbIM Oydepom s
okpamuBaHusi aHHekcuHoM V. Kuerku pecycnenamposamun B 100 mxn 1X Oydepa s
OKpAlIMBAaHUSl aHHEKCMHOM V. AMNONTO3 OLEHUBAIM MPOTOYHON LUTOMETpUEN Ha LIUTOMETpE
LSRII xak NpOLEHT KJIETOK, MOJOKUTENbHBIX MO CBSA3bIBAHNUIO AHHEKCHUHA V C MOBEPXHOCTHBIM
docharununcepurom. Knetku, kotopbie okpaiieHbl nosnokutenbHo Live/Dead kpacurenem,
ObUIM UCKITIOYEHBI U3 aHAJIN3A.

[0452] Kak moxa3zaHo Ha Pur. 47, B ONyXoyAx, MOABEPTIIMXCS BO3IEHCTBUIO Kak
hB6H12.3, tak u Vel-IPV-hB6H12.3, HaOmonanoch yBelMYeHHE AaHHEKCHH V-+arONTO3HBIX
KJIETOK 4epe3 96 4acoB Mocje BO3ASHCTBHS 110 CPABHEHHIO C 00pa3LiaMu OIyXOJieH, KOTOpbIE He
MOJIBEPTaICh BO3IEHCTBUIO UITH MOABEPraiCh BO3AEHCTBUIO KOHTPOJIbHBIM H30TUIIOM.

HekoTtopeie Heorpannuupawinue BapuaHtel Peannu3ain JaHHOTO I/1306D6T6HI/I$I

Bapuant peanuzauuu 1 I'yMaHM3UPOBAHHOE AHTUTENIO WM €r0 AHTUTNCHCBS3BIBAIOIIMI
¢dbparmMeHT, KoTopble crneuupuyuecku CBsi3biBatOT CD47  dyenoBeka, aHTHUTENO WM
AHTUTeHCBS3BIBAIOIIMN (DparMeHT, coneprkamue BapuadeNnbHy0 o0macTh JIEerkoH Lenu |
BapuadepbHy0 00JIACTh TSKENION IerH, MPU 3TOM yKa3aHHas BapuadesbHash OOJACTh TSKENOH
LIENU COAEPIKUT:

CDR, npencrasnennsie kak SEQ ID NO: 16 (GYGMS), 17 (TITSGGTYTYYPDSVKG),
u 18 (SLAGNAMDY); u

KapkacHyto nocienosarenbHocTs IGHV3-23/HJ4 yenoseka, npencrasnennyo B SEQ ID
NO: 88, npu 3TOM nosiokeHUs1 kapkacHO# nocnenosarenbHoctu H44, H49, H82, H89, HO1 u
H94, B cooTBercTBum ¢ HyMmepanueii no Kabary, npeacrasisitor co00H ocTaTKU JOHOPA.

Bapuant peanuzanuu 2 I'yMaHU3MpOBaHHOE aHTUTENO WIM €r0 AHTUICHCBSI3bIBAIO LU
¢parment, kotopble crenuduuecku  cBs3biBalOT CD47  uenoBeka, aHTHTENO WM
AHTUTeHCBS3BIBAIOIIMI (DparMeHT, coneprkaiue BapuadeNbHy0 o0JacTh JIErKOH Lenu |
BapuadesIbHYI 00JIACTDh TSXKENION IEeMu, MPU ATOM yKa3aHHas BapuabenbHasi 00JIaCTh TSHKEION
LIENH COEPIKUT:

CDR, npeacrasinennsie kak SEQ ID NO: 16 (GYGMS), 17 (TITSGGTYTYYPDSVKG),
u 18 (SLAGNAMDY); u

KapkacHywo nocienosarenabHoctb IGHV3-48/HJ4 uenoseka, npencrasnennyo B SEQ ID
NO: 89, mpu >TOM MOJOXKEHHE KapkKacHOW mnocnenoBatenpbHocT H49, B coorBercTBUU €
Hymeparmei mo Kabary, npencrasisier codol 0CTaTOK TOHOpA.

Bapuant peanuzauuu 3 I'yMaHM3UPOBAHHOE AHTUTENIO WUJIM €r0 aHTUT€HCBSA3BIBAIOIIUN
¢dbparmeHT, KoTOopble crneuupuuecku CBsi3biBatOT CD47  dyenoBeka, aHTHUTENO WM
AHTUTeHCBS3BIBAIOIIMN (DparMeHT, coneprkamue BapuadenpHyl0 o0JacTh JIErKoH Lenu |
BapuadepbHYI0 00JIACTDh TSKENION IeTH, MPU 3TOM yKa3aHHas BapuabenbHas 00JIaCTh TSKEJIOH
LIENU COAEPIKUT:

CDR, npencrasnennsie kak SEQ ID NO: 16 (GYGMS), 17 (TITSGGTYTYYPDSVKG),
u 18 (SLAGNAMDY); u

KapkacHyro nociaenosarenbHocTb IGHV3-66/HJ4 uenoseka, npencrasnennyo B SEQ ID
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NO: 90, mpu >TOM NONOXKEHHUs KapkacHOW mnocienosarenbHoctd H29, H49, u HS82, B
COOTBETCTBHUH ¢ HyMeparueii o Kabary, npeacrapisitor coO0l OCTaTKU JOHOPA, WU

Bapuant peanuszauuu 4 I'yMaHM3UPOBAHHOE AHTUTENIO WIM €r0 AHTUICHCBS3BIBAOIIMI
¢parmeHT, koropble crneuupuuecku cBsi3biBatOT CD47  yenoBeka, aHTUTENO WM
AHTUIeHCBA3BIBAIOIIMN (DparMeHT, copepskaliue BapuaOeNnbHYH0 OO0NacTh JIETKOW Lenud u
BapuabenbHyr0 00J1acTh TSDKEJION LenH, PU 3TOM YKa3aHHas BapuadenbHasi 00JNacTh TKENOH
LIENU COACPIKUT:

CDR, npexcrasnennsie kak SEQ ID NO: 16 (GYGMS), 17 (TITSGGTYTYYPDSVKG),
u 18 (SLAGNAMDY); u

KapkacHywo nocienosareiabHoctb IGHV3-74/HJ4 yenoseka, npencrasnennyo B SEQ ID
NO: 91, mpu >TOM MOJOKEHHE KapKacHOW mnocnenoBateiabHocT H49, B coorBercTBUU €
Hymeparmei mo Kabary, npencrasisier cod0Ol 0OCTaTOK TOHOpA.

Bapuant peanuzauuu 5 I'yMaHM3UPOBAHHOE AHTUTENIO WM €r0 AHTUTCHCBA3BIBAIOLIUN
¢parmMeHT 1O NMFOOOMY M3 BApUAHTOB pEATM3ALMK HAHHOTO H300pereHus 1-4, mpu 3TOM
yKa3aHHas BapradenbHasi 00JacTh JIETKOH e CONEPIKUT:

CDR, npencrasnennbie kak SEQ ID NO: 31 (RASQTISDYLH), 32 (FASQSIS), u 33
(QNGHGFPRT); n

KapkacHyo nocienosarenapHocTh IGKV6-21/KJ2 venoseka, npencrasnennyo B SEQ ID
NO: 92, mpu 3TOM MONOXKEHUs KapkacHOW mnocaenoBarenpHoctu L4, 121 L69 u L85, B
COOTBETCTBUH ¢ HyMmepanueit no Kabary, mpeacrasisitor coO0 oCTaTKH JOHOPA.

Bapuant peanuszauuu 6 I'yMaHM3UPOBAHHOE AHTUTENIO WM €r0 aHTUI€HCBSA3BIBAIOLIUN
¢parmMeHT 1o JMHOOOMY M3 BApUAHTOB peATM3aLUU AAHHOrO u3o0pereHus 1-4, mpu 3TOM
yKa3aHHas BapuabesnbHas 00JacTh JIETKOH LEeNnu CONEPIKHT:

CDR, npencrasnennbie kak SEQ ID NO: 31 (RASQTISDYLH), 32 (FASQSIS), u 33
(QNGHGFPRT); u

KapkacHywo nocienosareabHocTb IGKV1-27/KJ2 yenoseka, npeacrasnennyo B SEQ ID
NO: 93, mpu 5TOM TONOXKEHUs KapkacHoW mocnenoBarenapbHocTn L21, 149 u L69, B
COOTBETCTBUH ¢ HyMepanueii no Kabary, npeacrasistoT coO0H OCTaTKH JOHOPA.

BapuaHT peanuzanuu 7 AHTUTENO UM €ro aHTUT€HCBSI3bIBAKO K (PparMeHT o JII0OOMy
U3 BApPUAHTOB peaM3alUu JaHHOTO m3o0perenus 1-4, mpu stom H29 3ansro F, H44 3ansro R
unu G, H49 3ansto A, H82 3ansaro M wmm I, H89 3ansto I mmm V, H91 3ansaro F unu Y u H94
3aHsaTO R, B cooTBeTCTBUM ¢ HyMepalueil mo Kabary.

Bapuant peanuzanmu 8 AHTUTENO MM AHTUTCHCBS3BIBAIOIINN ()PArMEeHT 1O BApHAHTY
peanu3anuu JaHHOTO n3obpeTenus S, mpu 3tom L4 3ansro M, L21 3ausro L, 149 3ansto K, L69
3aasaTo T wiu S, L85 3ansaTo V mnu T, B cooTBeTcTBHM ¢ HyMepanuel o Kadarty.

BapuanT peanuzaunu 9 AHTUTENO WM AaHTUTEHCBS3BIBAIOINNN (pparMeHT mo Jrodomy u3
BApPHAHTOB peajn3alldy NaHHOTrO m3o0pereHus 1-4, comepxkamiee BapuadOeIbHYI OOJACTh
Tsokeol nermm (HCVR), nmeromyro MAeHTHYHOCTh MOCHIEA0BATEIBbHOCTH, M0 MEHbIIEH Mepe,
90% otrOcuTenbHO odoit m3 SEQ ID NO: 2,3, 4, 5, 6, 7 u 8, u BapuadeapHy0 00J1aCTh JIETKOM

nermu (LCVR), umeromyr0 HAEHTUYHOCTb IIOCIEAOBATEIbHOCTH, IO MeHblued wmepe, 90%
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otHocuTtenbHO Mmodoi u3 SEQ ID NO: 10, 11, 12, 13, 14 u 15.

Bapuant peanuzanuu 10 AHTHTENO UM AHTUIEHCBA3BIBAIOIINN (PPArMEHT 110 BapHAHTY
peanu3auuy JaHHOTO U300peTeHus S, MONOJHUTEIbHO BKouatomee mytauuio G91A B LCDR3,
B COOTBETCTBHHM ¢ HyMeparuei o Kabary.

Bapuant peanuzauuu 11 AHTUTENO WM AHTUT€HCBS3BIBAIOIIMK (pparMeHT mo Jrodomy
U3 BApPHAHTOB peAJM3alMM JAHHOrO u3o0pereHuss 1-4, mpu 3TOM AHTHUTENO WM €ro
AHTUTEHCBSI3BIBAIOLINI (PparMeHT MPeACTaBIIOT coOoi nzotumn IgGl.

BapuanT peanuzauuu 12 AHTUTENO WM aHTUIEHCBS3BIBAKOIIUIN ()parMeHT Mo JIOoMy
U3 BapUAHTOB pealu3allM JTaHHOTO u300peTeHus 1-4, TPU 3TOM AHTUTENO WA €ro
AHTUTeHCBS3BIBAIOIIMN (PparMeHT O00Jagar0T TOBBIIEHHOW AHTUTENO-3aBUCUMON KJIETOYHOH
UTOTOKCUIHOCTBIO (A3KL]) Mo cpaBHEHHIO € MX HCXOIHBIM aHTUTEIIOM.

BapuanT peanuzauuu 13 AHTUTENO WM aHTUTEHCBSI3BIBAIOIIUIN ()parMeHT Mo JIroOoMy
U3 BapUAHTOB pealu3alli MNaHHOTO H300peTeHus 1-4, TpU 5TOM aHTUTENO WA €ro
AHTUTCHCBS3BIBAIOIINN (PparMeHT O0Namar0T MOBBIIEHHBIM AHTHTEIO3aBUCHUMBIM KJIETOYHBIM
¢aromurozom (A3K®D) 1o cpaBHEHUIO C UX UCXOIHBIM AaHTHTEIOM.

BapuanT peanuzauuu 14 AHTUTENO WM aHTUTEHCBS3BIBAIOIIUIN (PpArMeHT Mo JIFOOOMY
U3 BAPUAHTOB peAJIM3alMHd HAHHOrO u3o0pereHuss 1-4, wMeOmHe  TNOHIKEHHOE
(byKO3UIMPOBaHNE OCTOBA MO CPABHEHHIO C UX UCXOIHBIM AHTUTEJIOM.

BapuanT peanuzauuu 15 AHTUTENO WM aHTUTEHCBSI3BIBAIOIUN (PparMeHT mo Jirodomy
U3 BapUAaHTOB peaNu3allMd MOaHHOTO u300peTeHus 1-4, TP 3TOM AHTUTENO WA €ro
AHTUTeHCBA3BIBAIOIININ (parMeHT OnokupyeT B3aumoneticteue mexny CD47 u SIRPo.

BapuanT peanuzauuu 16 AHTUTENO WM aHTUTEHCBS3BIBAIOLIUI ()PArMeHT IO JIFOOOMY
U3 BAapUAHTOB pealu3aliy JaHHOrO u3o0pereHust 1-4, mnpu 3>TOM aHTUTENO WU
AHTUTEHCBS3BIBAIOIINI (parMeHT MMEIOT MOHWKEHHYI0 TIeMarrjIOTHHALMIO 3PUTPOLMTOB IO
CPABHEHUIO C UCXOIHBIM aHTUTEJIOM.

Bapuant peanuzanuu 17 IlocnenoBarenbHOCTh HYKJIEUMHOBOM KUCIOTBI, KOIMPYIOIIAs
AHTHUTEJIO WM AHTHUICHCBS3BIBAIOLIMI (parMeHT Mo JIoOOMy M3 BAapUAHTOB peATU3aALUH
TaHHOTO n300pereHus 1-4.

Bapuant peanmzaumu 18 AHTUreHCBs3BIBAIOIIMN ()ParMEHT MO BAPHAHTY pPeaTU3aLUH

naHHoro wu3obperenust 1, comepxkammit Fab, Fab', F(ab'),, ¢parment Fv, nuarerno,

>
OIHOILeIoYeuHOe aHTuTeNo, pparment scFv mu scFv-Fe.

Bapuant peammsammu 19 Crnoco®  JeueHHss  OHKOJOTHYECKOro  3aboyieBaHUs,
xapaktepusyromierocs CD47, y cyObekTa, BKIFOYAOIINKI BBEACHHE CYOBEKTY TepaneBTUYECKH
s¢pdexTuBHOrO KONMMUecTBa aHTUTEeNa mpoTuB CD47 WM ero aHTHIeHCBSI3BIBAIOLIETO
¢dparmenTa, copepiKalero 3KpPaHUPYIOIMUN areHT, IPH 3TOM SKPAHUPYIOIIHHA areHT CONEPKUT
onuH wiu Ooyee CynmepcrnupaIbHBIX MENTHIOB, KOTOPbIE CHIDKAIOT a(pUHHOCTD CBA3BIBAHHS
aHTHUTENa WM AaHTUTeHCBs3bIBaromero ¢parmenra ¢ CD47 denoBeka IO CpPaBHEHHIO C
AHTUTEJIOM WUJIM €r0 aHTUT€HCBS3BIBAIOININUM (PparMeHTOM 0€3 SKPaHUPYIOLIErO areHTa.

BapuanT peamuzanyu 20 Criocob 1o BapuaHTy peanu3anui JaHHOro uzodperenus 19, B

KOTOPOM MPUIOAHBINA JJIsl PACLICIUICEHHUs] MPOTEa30 JIMHKEP INPUCOECIUHSAET 3KPaHUPYIOIUHN
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areHT K aHTUTEJIy WJIM er0 aHTUIE€HCBS3bIBAIOLIEMY (PparMeHTy.

BapuanT peammzanyu 21 Criocob 1o BapuaHTy peanu3anuu JaHHoro uzodperenus 20, B
KOTOPOM TPUTOAHBIA JJIsI pacCINEIUIEeHUs] MPOTea3oil JIMHKEeP HMEeT AaMHHOKHCIOTHYIO
nocyienoBaTebHOCTD, comepxkamyo [PVSLRSG (SEQ ID NO: 73) wniu GPLGVR (SEQ ID NO:
57).

Bapuant peanuzanuu 22 Crioco0 mo BapHaHTy peainu3alid JaHHOTO u3o0perenus 20, B
KOTOPOM MPUTOAHBIN sl PacCIUEIUIeHHs MPOTea3oil JUHKEP COAEPKUT CAUT paclleIIeHUs
MaTPUKCHOMN MeTaionpoTea3oi (MMII).

BapuanT peanuzanuu 23 Croco0b 1Mo BapuaHTy peanu3alud JaHHOro u3o0perenus 22, B
KOTOpoM calT paciieruienuss MMIT BeiOpaH M3 Tpynmbl, COCTOSIIEH W3 caiiTa pacLIerUIeHHs
MMII2, canita pacmermenuss MMII7, caiita pacmerienus MMII9 u caiita pacienneHus
MMITI13.

BapuanT peanuzanuu 24 Crnocob 1Mo BapuaHTy peann3anui JaHHOro u3o0pererHus 22, B
KOTOPOM 3KpPaHUPYIOIIUH areHT BbICBOOOXKmaeTcs w3 aHturena mnpotuB CD47 wmu ero
AHTUTeHCBS3BIBAIOIIETO (parMeHTa ToOCHe paclieruieHust caiita pacmeruieHnss MMIT B
MHUKPOOKPY>KEHUH ONyXOJH ¢ nomMomso MMIL

BapuanT peanmuzanuu 25 Crnocob 1Mo BapuaHTy peann3aiuil JaHHOTO u3o0pereHus 24, B
KOTOPOM paciieruieHHoe aHTuTeno mnpotuB CD47 umeer ¢parMeHT H3 aMHUHOKHCJIOTHBIX
OCTaTKOB caiTa pacuieriennss MMIL

BapuanT peamuzanuu 26 Criocob 1o BapuaHTy peann3anuil JaHHOro u3o0pereHus 25, B
KOTOpOM (parMeHT W3 aMHHOKHCJIOTHBIX OCTaTKOB CailTa pacCIIEIUIEHUS CONEPIKUT
nocienoBarebHOCT LRSG, SG mmn VR Ha N-koHIIle aHTHTENA.

Bapuant peanuzanuu 27 Criocob no BapuaHTy peanusaluy JaHHOTO u3odpereHus 19, B
KOTOPOM OfMH Wiu Ooyee CynepcrHpalbHbIX MENTHAOB COAep)kaT OAHy wiu Oosee
MOCJIeIOBATENbHOCTEH, BBIOpaHHBIX M3 rpymibl, cocrosimeit u3 SEQ ID NO: 44, 45, 46, 47, 48,
49, 50, 51, 52, 53, 54, 55 u 56.

BapuanT peanuzanyu 28 Crnocob 1Mo BapuaHTy peanu3aiui JaHHOro u3odperenus 19, B
KOTOPOM CBSI3bIBAHHME aHTHUTEJA WM aHTUTE€HCBs3bIBatowero ¢pparmenta ¢ CD47 ymeHbIaercs,
no MeHbllel Mepe, B oOkono 100 pa3 ©no CpPaBHEHUMIO C AHTUTENIOM WM  €r0
AHTUTEHCBS3BIBAIOIUM (PparMeHTOM O€3 SKPAHUPYIOIIErO areHTa.

BapuanT peanmuzanuu 29 Crnocob 1Mo BapuaHTy peanu3anu JaHHOro u3odperenus 19, B
KOTOPOM CBSI3bIBAHHE aHTHTENA WM aHTUTCHCBsA3bIBaroImero gpparmenta ¢ CD47 ymenbinaercs
or B okoio 200 pa3 nmo B okojgo 1500 pa3 mo CpaBHEHUIO C AHTUTEIOM WJIM €ro
AHTUTEHCBS3BIBAOIIUM (hParMEeHTOM Oe3 SKPaHHUPYIOIIEro areHTa.

BapuanT peamuzanmu 30 Crioco0 1o BapuaHTy peanu3anui JaHHOro u3odperernus 19, B
KOTOPOM  OHKOJIOTHUYECKOe  3a0ojieBaHWe, xapaktepmusyromeecs skcmpeccueir  CD47,
MPeCTaBIIsIeT CO00I reMo0IacTO3, KOTOPBINA BBI3bIBAET COJIUIHBIN PaK.

BapuanT peamuzanuu 31 Crocob 1o BapuaHTy peanu3anuu gaHHoro uzodperenus 30, B
KOTOPOM TeMo0JIacTo3 BbIOpAH M3 TPYMIbI, COCTOSIIEH W3 HEXOMKKHMHCKOW JiuMpombl, B-

muMpobnacTHOM TMMPOMBI, B-KI€TOUHOr0o XpOHHYECKOro JTUM(POLUTAPHOTO JEHK03a/TMM(POMBI
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3 Majblx JuMponuToB, cuHIpoma Puxrtepa, (GoUMKYIApHOH JTUMQOMBI, MHOKECTBEHHOM
MHUEJIOMBI, MHENOPUOpPO3a, UCTUHHOH TNOJUIUTEMHH, T-KJIeTOYHOH JHUM(OMBI  KOXH,
MOHOKJIOHAJIbHON raMMaraTuu HEYCTaHOBJIEHHON STHOJIOTUU (MGUS),
muenogucruiactudeckoro cusapoma (MDS), mMMyHOONIACTHON KPYNMHOKJIETOYHON JTHUM(OMBI,
B-nmumdobnacTHoro nefiko3a M3 KJIETOK-NMPEALIECTBEHHUKOB, OCTPOrO MHEJIOHIHOIO JIeHKO03a
(AML) 1 aHannacTU4eCKOH KPYyTHOKJIETOYHOM JIUM(POMBI.

Bapuant peanuzanmu 32 Criocob mo BapuaHTy peanu3aliy JaHHOro u3odperenus 19, B
KOTOPOM  OHKOJIOTHYECKOe  3abojieBaHWe, XapakTepusyromeecss akcrpeccuerr  CDA47,
NpeACTaBysieT COOOH CONMMIHBIN paK.

BapuanT peanuzanuu 33 Crnocob 1Mo BapuaHTy peanu3aiud JaHHOro u3o0perenHus 32, B
KOTOPOM COJIMIHBINA PaK BBIOPAH W3 PYIIILL, COCTOALICH M3 paka JIETKHUX, paKa MO KeTyA0YHOMI
JKeJle3bl, paka MOJIOYHOH JKeJIe3bl, paka MEYeHH, paKa sSIMYHUKA, paKa sIMUKa, paka MOYKH, paka
MOYEBOIO My3bIps, paka MO3BOHOYHHMKA, paka TOJOBHOTO MO3ra, paka IIEHKH MAaTKH, paka
SHAOMETPHS, KOJIOPEKTAIBHOIO Paka, paka aHAJBbHOTO KaHalla, paka MHIIEBOAA, Paka JKEITIHOTO
My3bIps, paKa KeMyJOYHO-KUIIEYHOTO TPAKTa, paKa KEeJMyIKa, CApPKOMBI, paKa rOJIOBbI H INIEH,
MEJIAHOMBI, paKka KOXH, paka MpOCTaThl, paka Tunodusa, paka MaTK{, paka BIarajvina U paka
IMATOBUIHOH SKEJIE3bL

BapuanT peamuzanuu 34 Crioco0 1Mo BapuaHTy peann3aiuil JaHHOTO u3o0perenus 32, B
KOTOPOM COJIMIHBIA pak BBIOpAH W3 TPYIIIBL, COCTOSIIEH M3 paka JIETKUX, CAPKOMBI MSATKHX
TKaHel, KOJOPEKTaJIbHOIO PaKa, paka rojOBbI U €U U PaKa MOJIOYHOMN JKeJIe3bl.

BapuanT peammzanuu 35 Criocob 1o BapuaHTy peanu3aluu JaHHOTO n3odpereHus 19, B
KOTOPOM CYOBEKT IpeCTaBiIsieT COOO0M uenoBeka, OOJICIOIIEero COMUIHBIM PAKOM.

Bapuant peanuzanuu 36 Criocod no Bapuanty peanusanuu 19 nanHoro nzoOpereHus, B
KOTOpOM aHTuTeso npotuB CD47 BBOIAT B KOMOMHAILMU ¢ HHTUOUTOPOM MOJIEKYJIbI HMMYHHOH
KOHTPOJIbHOM TOYKM, BBIOPaHHOH W3 onxHOro uiam Oosee u3 Oenka 3amporpaMMHUpPOBAHHON
cmeptu kietku 1 (PD-1), nuranga 3anporpammupoBaHHO# cmeptu kierku 1(PD-L1), PD-L2,
uToTokcudeckoro T-nmumornut-accormupoBanHoro oenka 4 (CTLA-4), Oenka 3, comepskaiiero
nomenbl T-kneroynoro nMmyHornoOyanaa U myuuHa (TIM-3), reH akTuBauuu TUMEQOIUTOB 3
(LAG-3), xapuuHOMOSMOpPHOHAJIBHOW AHTHIE€H3aBUCUMOM MOJIEKYJIbl KJIETOYHOW anre3uu |
(CEACAM-1), CEACAM-5, V-1OMEHHOTO UMMYHOIJIOOYJIMHOBOTO CYIpeccopa akTUBALUH T -
kiaerok (VISTA), B- wu T-nmumdouurapHoro arrenroaropa (BTLA), T-kmerounoro
ummyHopeuenTopa ¢ fomeramu Ig u I[TIM ( TIGIT), nmMyHOTrI00yIMHO-NIOAOOHOTO peLenTopa,
acconumrposanHoro ¢ nefikountamu (trmna 1) (LAIR1), CD160, 2B4 wnmu TGFR.

Bapuant peanuzanun 37 AHTHTENO WIN €T0 aHTUTE€HCBSI3bIBAIOIINHA (PparMeHT, KOTOpPbIe
cneunguyeckn cps3biBaroTcs ¢ Oenkom CD47 yenoBeka, copeprkalnee SKpaHUPYIOUIUIN areHT,
IPU 3TOM SKPAHHUPYIOLIMHA areHT COAEPKUT OAMH WK Oojiee CyNepCHHpasbHBIX TENTHIOB,
CoAep KaLMNX MOCJEA0BATEIbHOCTD SEQ ID NO: 95
(QGASTTVAQLEEKVKTLRAENYELKSEVQRLEEQVAQLGS) w/umun SEQ ID NO: 9%4
(QGASTSVDELQAEVDQLEDENYALKTKVAQLRKKVEKLGS), u npu 3TOM OauH HIU

Oonee CynepCrnrpajibHbIX NEOTUAOB CHHXAIOT a(l)(I)I/IHHOCTb CBA3BIBAHUA AHTHUTECIA HIIM €I'o
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aHTUTeHCBsA3BIBaKOIIEro (pparmenta ¢ 6emxom CD47 yenoBeka MO CPAaBHEHUIO C AHTUTENIOM HUIH
€r0 aHTUTEHCBS3bIBAIOIIUM (pparmMeHTOM O€3 H3KpaHHPYIOIIEro areHTa.

Bapuant peanuzanuu 38 AHTUTENO UM AHTUIEHCBA3BIBAIOIINN (PPArMEHT 10 BapHAHTY
peanu3zaluy TaHHOTO H300pereHust 37, copepikaiiee BapuaOenbHYI O0JAacTh TSDKENOW IerH
(HCVR), wumeromyr HIEHTHYHOCTh IOCIENOBATENbHOCTH, 1O MeHblneld wmepe, 90%
otHocutenbHO Jroboi u3 SEQ ID NO: 2, 3, 4, 5, 6, 7 u 8, u BaprabenbHy0 00JacTh JIETKOM
nerin (LCVR), uMeromyr0 HMASHTUYHOCTb IOCJIEAOBATeIbHOCTH, MO MeHbleid wmepe, 90%
otHocuTenbHO b0k 3 SEQ ID NO: 10, 11, 12, 13, 14 u 15.

Bapuant peanuzanuu 39 AHTHTENO WM AaHTHTCHCBSA3BIBAIOLIMNA ()PATMEHT 1O BAPHAHTY
peanu3anuu TaHHOTO HM300peTeHus 37, MPU STOM SKPAHHUPYIOUIUH areHT MPHUCOEIUHSETCS K
AHTHUTENTy WM €r0 aHTUTCHCBS3BIBAIOIIEMY (parMEeHTy uepe3 MPUTOIHBbIA U pPaCIleTUICHHs
MIPOTEa301 JINHKEP.

Bapuant peanuzanuu 40 AHTHTENO WM AaHTHTCHCBSA3BIBAIOIINN (PPArMEHT 10 BaPHAHTY
peanu3anuu JaHHOTO HM300peTeHus 39, mpu 3TOM MPHUTOAHBIA U PACINEIUICHUs] MpOTea3oi
JIMHKEP UMEET aMUHOKHCIIOTHYIO TIOCIIENOBATENBHOCTD, coaepxkarnyro [IPVSLRSG (SEQ ID NO:
73) numu GPLGVR (SEQ ID NO: 57).

Bapuant peanuzanuu 41 AHTHTENO WM AHTHTCHCBA3BIBAIOIINN (PPArMEHT 1O BAPHAHTY
peanm3anuy TaHHOrO M300pereHus 39, mpu 3TOM MPHUTOAHBIA U PAaCIIEIUIeHUs] MPOTea3oi
JIMHKEP COAEPKUT CalT pacIleryieH!s] MaTPUKCHOM MeTautonpoteas3oi (MMII).

Bapuant peanuzanuu 42 AHTHTENO UM AHTHTCHCBA3BIBAIOIINN (PPArMEHT IO BapHAHTY
peanu3anyuy JaHHOTO n300pereHus 41, npu sToM caiiT paciensienus MMII BeiOpan U3 rpymnmel,
cocrosimien u3 caira pacuennenus MMII2, caitta pacmemnienuss MMII7, calita paciemnienus
MMIIO u catita pacmennenuss MMII13.

Bapuant peanuzaunu 43 AHTUTENO MO BapUAHTY pean3alMy JaHHOTO n3o0pereHus 37,
IIPU 3TOM SKPAHMPYIOLIMH areHT ynajsercs u3 antutena nporu CD47 mocne pacuierieHus
caiita pacweruiennss MMII ¢ nomombsro MMIT.

Bapuant peanuzanun 44 AHTHTENO MO BAPUAHTY PeaM3aLUd JAaHHOTO U300peTeHus 43,
npu 3ToM aHTuUTeNo npotuB CD47 mmeer ¢parMeHT U3 AMHHOKHCIIOTHBIX OCTaTKOB CaiTa
pacueruiennss MMII nocne pacuennenus caiita pacuerienuss MMII ¢ nomombsro MMIT

Bapuant peanuzanun 45 AHTHTENO MO BAPUAHTY PeaM3alUu JaHHOTO U300peTeHus 44,
npu >TOM (parMeHT H3 aMHHOKHCJIOTHBIX OCTATKOB CaiiTa pacLIeIUICHHs COACPIKUT
nociienoBatelbHOCTE LRSG, SG mnu VR Ha N-koHILIE aHTHTENA.

Bapuant peanuzanuu 46 AHTHTENO WM AaHTHTCHCBS3BIBAIOIINN (PPArMEHT IO BAPHAHTY
peanu3anuy JaHHOTO M300peTeHns 37, IpU 3TOM CBsI3bIBAHHE YMEHBINAETCSI, [0 MEHbLIEH Mepe,
B okosio 100 pa3 mo CpaBHEHHUIO C AHTUTENIOM HJIM €r0 aHTHUTE€HCBSI3bIBAIOLINM (parMeHToM Oe3
5KPAaHUPYHOLIEro areHTa.

Bapuant peanuzanuu 47 AHTUTENO UM AaHTHTCHCBA3BIBAIOIINN (PPArMEHT 110 BaPHAHTY
pearu3aluy JaHHOTO H300peTeHus 37, MPU 3TOM CBS3bIBAHHE YMEHbIAaeTcsl OT B 0koJio 200 pas
1o B okoso 1500 pa3 mo cpaBHEHUIO C AaHTUTEJIOM MJIM €r0 aHTUT'€HCBS3BIBAIOIINM (pparMeHToM

0e3 9KpaHUPYIOLIEro areHTa.
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Bapuant peanuzanuu 48 AHTHTENO UM AHTHTCHCBA3BIBAIOIINN (PPArMEHT 110 BaPHAHTY
peanu3anuy JaHHOTO M300pereHus 37, comepskaliee MmocieoBaTeIbHOCTh Tsokenon nenu SEQ
ID NO: 42 u nocaegoBarenbHOCTD Jierkoii enu SEQ ID NO: 43,

BapuanT peanuzauuu 49 AHTUTENO WM aHTUTEHCBS3BIBAIOLIUI ()PArMeHT IO JIFOOOMY
U3 BAPUAHTOB peau3aliu JaHHOro H300pereHus 37-48, comepskainee BapuaHT Fc-obmacrwy,
KOTOpasi mpuaaer ycuieHHyo 3¢dexkropHyro ¢yHkumio, BbiOpaHHyr0 u3 aktuBHOCTH A3KI]
u/vma K311,

Bapuant peanuzanuu 50 AHTHTENO UM AHTHTCHCBSA3BIBAIOLIMN (PArMEHT 1O BAPHAHTY
peanu3anu JaHHOTO n300peTeHus 49, KoTopoe sABIsieTCs a(yKO3UITHMPOBAHHBIM.

Bapuant peanuzauuu 51 ['yMaHU3MPOBAHHOE AHTUTENO WM €TI0 AHTUTCHCBS3bIBAIO I
¢dbparmeHT, koTOphle crenupudecku cBs3biBaloT CD47 denoBeka, TpU 3TOM aAHTHUTEIO
npexacrasisietT coboit m3orun IgGl.

Bapuant peanuzanun 52 AHTHTENO MO BapUaHTy peaimn3auuu 51 maHHoro u3o0pereHus,
conepskamee mopbineHHyr0 A3KI], mnoeepimuenasiii ASK® w/miu MOBBIIIEHHYI) aKTUBHOCTH
K3ILIL.

Bapuant peammsammmu 53 Crnoco®  JeueHHMs  OHKOJIOTMYECKOro  3aboyieBaHUs,
xapakTepusyrolierocs skcripeccueit CD47, y cy0bekTa, BKITFOYAIOIIUN 3TAITbI:

a) uaeHTuuKaLys cyObeKTa KaKk UMEOIIero noBelmenHble yposHrn MMII B onmyxomu 1o
CPABHEHUIO C OKPY>KAIOLIEH TKAHBIO, HE ABJISIFOLIEICS PaKOBOU, U

b) BBeneHne cyObekTy TepamneBTHUECKH (P(HEKTUBHOrO KOJWYECTBA aHTUTENA MPOTHB
CD47 nunu ero aHTUIeHCBSI3bIBAIOLIETO (pparMeHTa, COAEPIKaIlero SKPaHUPYIOLIUI areHT, Mpu
5TOM DHKPAHHUPYIOIIMH areHT COAEPXKUT CYNepCHUpajbHble MEeNTHIbL, KOTOPBIE CHUXKAIOT
apPUHHOCTb CBA3BIBAHUS aHTUTENA WM aHTUTEHCBs3bIBaroLiero gpparmenra ¢ CD47 uenoseka
IO CPABHEHUIO C AHTHUTEJIOM WJIM €r0 aHTUT'€HCBSI3BIBAIOIINM (pparMeHTOM Oe3 SKPaHHPYIOLIEero
areHra, eciu cyOBeKT uMeeT MoBbILEHHble ypoBHH MMII B omyxomu mHo CpaBHEHHIO C
OKpY>Karollel TKAHbIO, HE SBJISIFOIIEICS] paKOBOMA.

BapuanT peanuzanuu 54 Crnoco0b 1Mo BapuaHTy peanu3alidd JaHHOro u3o0peTeHus 53, B
kotopom MMII BeIOpana u3 rpymimsl, cocrosimen uz: MMII12, MMIT7, MMII9 u MMIT13.

BapuanT peanmuzanuu 55 Crnocob 1o BapuaHTy peanu3aiud JaHHOro u3odperenus 53, B
KOTOPOM 3Tal &) BKJIFOYAET:

1) mojy4eHue OT cyObeKTa PaKOBOW TKAHH U TKAHU, HE SIBJISIOIIEHCS] pPaKOBOH,

i1) obHapyskenne MMII B BbIIENEHHON PaKOBOW TKAHU W B TKAHHW, HE SIBIISIFOINEUCS
PaKoBOI1;, U

1i1) cpaBHEHHE KOJIMYECTBEHHON OIIEHKH OKPAIIWBAHUS B PAKOBOW TKAHU IO CPABHEHHIO
C TKAHBIO, HE SIBJIAIOLIENCS] pAKOBOM.

Bapuant peammsammm 56 Crnoco®  JeueHHMs ~ OHKOJIOTMYECKOro  3aboyieBaHUs,
xapakTepusyrolierocs skcrnpeccueit CD47, y cy0beKTa, BKITIOYAIOIUN 3TAITbL:

a) ngeHTuuKanus cyobekTa Kak MMEIOLIero noselieHHble yposaun CD47 B onmyxomu 1o
CPABHEHUIO C OKPY>KAIOLIEH TKAHBIO, HE ABJISIFOLIEICS PaKOBOU, U

b) BBeneHune CyObekTy TepamneBTHUeCKd 3(P(HEKTHBHOrO KOJMYECTBA aHTUTENA MPOTHB
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CDA47 nunm ero aHTUTEHCBSI3bIBAIOLIETO (pparMeHTa, COAEPIKAIlero SKPaHUPYIOLIUI areHT, Mpu
5TOM JKPAHHUPYIOUIMH AareHT COAEPIKUT CYNepCHHpalbHble IENTHIbl, KOTOPBIE CHIDKAKOT
apUHHOCTD CBA3BIBAHUS AHTUTENA WM aHTUTE€HCBsA3bIBarowero gparmenta ¢ CD47 yenoseka
IO CPAaBHEHUIO C AHTUTEJIOM MJIH €r0 aHTUI'€HCBA3BIBAIOIINM (PparMeHTOM 0e3 SKpaHUPYIOLIEro
areHra, eciu CyObeKT HMMeeT NOBbIlIeHHble ypoBHH CD47 B omyXoium 1O CpPaBHEHHIO C
OKPY>KaroIlel TKaHbIO, HE SIBJIAIOIIENCS] pAKOBOM.

Bapuant peanuzanmu 57 Criocob no BapuaHTy peanusaluy JaHHOTO u3o0pereHus 50, B
KOTOPOM 3Tal a) BKIIFOYAET:

1) mojy4deHue OT CyObeKTa PakOBOW TKAHU U OKPYKAKOLIEH TKaHHW, HE SIBJISIOIIEHCS
PakoBOH;

i1) oOHapyxxkenne CD47 B BBIACNCHHOH pPAaKOBOW TKAHM M OKPYXKAKOIIEH TKAaHH, HE
SIBJISIFOLIENCS PAKOBOH;, U

1ll) cpaBHEHHE KOJHMYECTBEHHOW OLEHKH oOkpammBaHus CD47 B pakoBOH TKaHH IO
cpaBHEHHUIO ¢ okpawnBaHueM CD47 B TkaHu, He ABISAIOLIENHCS paKOBOIL.

Bapuant peammsammm 58 Crnoco®  JeueHHMs  OHKOJIOTHYECKOro — 3aboyieBaHUs,
xapakTrepusyrolierocs sxcnpeccueit CD47, y cyObekTa, BKIFOYAOIINAN 3TAIlbl:

a) uaeHTuduKaLus cyobeKTa C MOBBILICHHBIMHA YPOBHIMH HWHPUIBTPALUN Makpo(daros B
PaKOBOM TKaHU IO CPABHEHUIO C TKAHBIO, HE SIBJISIFOLIEHCS PAKOBOU; U

b) BBeneHne cyObekTy TepameBTHUECKU d(P(PEKTHBHOrO KOJUYECTBA AHTUTEIA TPOTHUB
CDA47 unm ero aHTUTEHCBSI3bIBAIOLIETO (pparMeHTa, COAEPIKAIlero SKPAaHUPYIOLIUI areHT, Mpu
5TOM SKPAHHUPYIOLINH areHT COAEPKUT OAMH WU OoJee CynepCHUpaibHbIA MENTH, KOTOPBIH
cHIKaeT apPUHHOCTh CBA3BIBAHUS AHTUTENA MM aHTUT€HCBsA3bIBaroIero ¢parmenra ¢ CD47
YeJOBeKa IO CPAaBHEHMIO C AHTUTEJIOM WM €ro aHTUTeHCBSI3BIBAIOIIUM (parMeHToM Oe3
SKPAHUPYIOLIETO areHTa, eclu CYOBeKT KMeeT IOBBIIEHHbIE YPOBHU WHQPHIBTPALUH
Makpo(aroB B OMyXOJIH MO CPABHEHHIO C TKAHBIO, HE SBILIIOIIEHCS paKOBOIA.

BapuanT peanuzarmu 59 Crnocob 1Mo BapuaHTy peaju3alii JaHHOTO n300peTeHus 58, B
KOTOPOM 3Tal a) BKIIIOYAET:

1) mojy4deHue OT CyObeKTa PaKOBOW TKAHU U OKPYKAKOLIEH TKaHHW, HE SIBJISIOIIEHCS
PakoBOH;

i1) oOHapyxeHne MakpodaroB B BbIIEJIEHHONH PAKOBOH TKAHU U B TKAHHU, HE SIBJITFOLICHCS
PaKoBOIL;, U

1i1) cpaBHEHHE KOJIMYECTBEHHON OLIEHKH OKPAIIMBAHUS B PAKOBOM TKaHH MO CPABHEHHUIO
C TKAHBIO, HE SIBJIAIOLIENCS] pAKOBOM.

BapuanT peamuzanuu 60 Criocod 1Mo BapuaHTy peanns3anu JaHHOro u3odperernus S8, B
KOTOPOM OKpaIliBaHUe MaKpo(daros MPOBOAST ¢ HCIIONIb30BaHUEeM aHTHuTena npotus CD163.

Bapuant peanuzaunu 61 ['yMaHU3MPOBAHHOE AHTUTENO WM €r0 AHTUTNCHCBSA3BIBAOIIMI
¢dbparmeHT, koTopeie cnenuduuecku csizbiBaroT CD47 uenoBeka, comepikaiiee BapraOeIbHYIO
obnacte Tspkenoi nerm (HCVR), umeromnyo uaeHTHIHOCTDb MOCIeI0BATEIbHOCTH, 10 MEHbIIEH
mepe, 90% otHocurenbHO rodoit u3 SEQ ID NO: 2, 3, 4, 5, 6, 7 u 8, u BapuabenbHyro 001acTh

nerkoii nenu (LCVR), nuMmeroimyo nIeHTUIHOCTD NOCIEI0BATEPHOCTH, TI0 MeHbIIel Mepe, 90%
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orHocutenbHo oot w3 SEQ ID NO: 10, 11, 12, 13, 14 u 15, npu 3TOM aHTHUTENO
JOTIONHUTENBHO conepkut nocaenosarenbHocTb LRSG, SG i VR Ha N-xonue HCVR w/unn
LCVR.

Bapuant peamuszaumu 62 Cnoco® JeueHHs OHKOJOTMYECKOro 3a00JIeBaHUs IyTeM
BBEJIEHHMs KOMOHMHAILMKM 3KPAaHUPOBAHHOro aHtutena npotus CD47 mo BapuaHTy peanu3anuu
AaHHOTO M300peTeHus 37 ¢ arOHUCTUYECKUM aHTuTesoM npotus CD40.

Bapuant peanuzanmu 63 Criocob mo BapuaHTy peanusaluy JaHHOTO u3o0pereHus 62, B
KOTOPOM aroHucTudeckoe aHtureno npotuB CD40 mmeer HU3KHE YPOBHU (PYKO3ZHUIMPOBAHUS,
Hanpumep, antutesno SEA-CD40.

Bapuant peamuszaumn 64 Cnoco0 JieueHUs OHKOJOTHYECKOro 3a0OJIeBaHUSI MyTeM
BBEJICHUS] KOMOWHAIIMM 3KpaHUpOBaHHOrO aHtutena npotuB CD47 mo BapmaHTy peanu3anuu
TaHHOTO M300peTeHus 37 ¢ KOHBIOraTOM aHTHTENO-JekapcTBeHHOe cpenctBo (ADC), mpu s3Tom
aaturenno ADC cnemmpudeckn CBs3bIBACTCS C OEJNKOM, KOTOPBIH SKCIPECCUPYETCS Ha
BHEKJIETOYHOW TOBEPXHOCTU PAKOBOM KJIETKM U AHTUTENO KOHBIOTHPOBAHO C COEAMHEHHEM
JIMHKEP-JIEKaPCTBEHHOE CPECTBO, COAEPIKAIIUM IUTOTOKCUYECKUI areHT.

BapuanT peamuzanuu 65 Crnocob 1Mo BapuaHTy peann3aiui JaHHOTO u3o0peTreHus 64, B
KOTOPOM LIUTOTOKCHYECKHH areHT NPeACTaBisAeT coO0H aypuCTaTHH.

Crioco0 mo BapHaHTy peanu3alyu JaHHOTO n3o0pereHus 64, B koropoM antutesno ADC
KOHBIOTHPOBAHO C COEIUHEHHEM JIMHKEP-JIeKAPCTBEHHOE CPENCTBO, BBIOPAHHBIM W3 TPYIIIHI,
cocrosimen u3 veMMAE u mcMMAF.
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®OPMYJIA U3OBPETEHUA

1. I'yMaHU3UPOBAHHOE AHTUTENIO WJIM €r0 AHTHIE€HCBSI3BIBAIOLINI ()parMeHT, KOTOpbIe
cneungpuyeckn cwssbBaoTcs ¢ CD47 denoBeka, mpu 3TOM YKa3aHHbIE AHTHUTENO WIIH
AHTUTeHCBSA3BIBAIOIIMN  (pParMEHT CcOAep’kaT BapHaleNbHY0 00JacTh JIETKOW ILenu |
BapualeNbHyI0 00JIaCTh TSDKEJIOH LieTH, IPH 5TOM yKa3aHHas BapuadenbHast 00JacTh TsHKEION
nenu copepxxutr HCDR1, BeiOpannyto uz SEQ ID NO: 16, 19, 21 u 23; HCDR2, BbiOpanHyto u3
SEQ ID NO: 17, 20, 22 u 24; u HCDR3 SEQ ID NO: 18; npu 3ToM yka3aHHasi BapuaOesbHas
obnactp nerkoi mermu comep:xkut LCDRI, BoiOpannyro uz SEQ ID NO: 31 u 34; LCDR2,
BbIOpanHyto u3 SEQ ID NO: 32 u 35; u LCDR3, BriGpannyto u3z SEQ ID NO: 33 u 36; npu sTom
yKa3aHHas ~ BapualenbHass  OOJNACTh  TSDKENOW  LEeNd  CONEPKUT  AMHUHOKHCJIOTHYEO
MOCJIEIOBATEIbHOCTh ¢ MAEHTUYHOCTBIO, 1O MeHbIel mMepe, 90%, 91%, 92%, 93%, 94%, 95%.,
96%, 97%, 98% unu 99% OTHOCUTETLHO AMUHOKHCJIOTHOM MOC/IEA0BATEIbHOCTH BEIOPAHHON U3
SEQ ID NO: 2, 3, 4, 5, 6, 7 u 8, mpu 3TOM yKa3aHHasi BapuabesibHasi 00aCTh JIETKOU LIeMu
CONIEPKUT AMHUHOKHUCJIOTHYIO TIOCNIEAOBATEIBHOCTh ¢ HICHTUUHOCTBIO, 10 MeHbIel mepe, 80%,
85%, 90%, 91%, 92%, 93%, 94%, 95%, 96%, 97%, 98% wmmm 99% OTHOCHTEILHO
AMUHOKHCJIOTHOH mocienoBarebHocTr BeiOpanHoi uz SEQ ID NO: 10, 11, 12, 13, 14 u 15.

2. I'yMaHM3UPOBAHHOE AHTUTENIO WJIM €r0 aHTHTEHCBS3BIBAIOIIUI ()ParMeHT, KOTOpbIe
cneunpuyeckn ces3piBatoT CD47 uyemoBeka, MpM 3TOM YKa3aHHbIE AHTHUTENO WM
AHTUTeHCBS3BIBAIOIIMN  (PAarMEHT COAep’kaT BapHaleNbHY0 00JacTh JIETKOW ILenmu |
BapuadeIbHYI0 00JIACTD TSKENION e , MPU 3TOM yKa3aHHas BapuabenbHas 00JacTh TsDKEION
uenu conep:xkut HCDR1, Beidbpannyro u3 SEQ ID NO: 16, 19, 21 u 23; HCDR2, BeiOpanHy0 u3
SEQ ID NO: 17, 20, 22 u 24; u HCDR3 SEQ ID NO: 18; npu 5Tom yka3aHHasi BapuabenbHasi
obnacte serkoit mernu comepxkut LCDRI, BeiOpannyro uz SEQ ID NO: 31 u 34; LCDR2,
BeIOpanHyto u3 SEQ ID NO: 32 u 35; u LCDR3, BeiOpannyto uz SEQ ID NO: 33 u 36; npu sTom
yKa3aHHasi BapradesibHasi 00JaCTh TSKEJON LeTH COAEePIKHT:

KapkacHywo nocienosarenabHocTb IGHV3-23/HJ4 yenoseka, npeacrasnennyo B SEQ ID
NO: 88, npu 3TOM NONOKEHUsT KapkacHO# nocnenoBarenbHoct H44, H49, H82, H89, HO1 u
H94, B cooTBeTcTBUM ¢ HyMepalueii mo Kabary, npeacrapistor coO0l OCTaTKU AOHOPA, WU

KapkacHywo nocienosarenabHoctb IGHV3-48/HJ4 uenoseka, npencrasnennyo B SEQ ID
NO: 89, mpu >TOM MOJOXKEHHE KapkKacHOW mnocnenoBaTeinpbHocT H49, B coorBercTBUU €
HyMepauuei no Kabary, npencrasnser codoil 0CTaTOK JOHOPA, HITH

KapkacHywo nocienosarenabHocTb IGHV3-66/HJ4 yenoseka, npencrasnennyo B SEQ ID
NO: 90, mpu >TOM NONOKEHHs] KapkacHOW mocienosarenpHoctd H29, H49, u H82, B
COOTBETCTBHUH ¢ HyMeparueii o Kabary, npeacrapisitor coO0H OCTaTKU AOHOPA, UITH

KapkacHywo nocienosarenabHocTs IGHV3-74/HJ4 uenoseka, npencrasnennyo B SEQ ID
NO: 91, mpu >ToM MOJOKEHHE KapKacHOW mocnenoBaTenpbHocTH H49, B coorBeTcTBUU €
HyMmepanmei mo Kabary, npencrasisier codol OCTaTOK IOHOpA, U

OTJIMYAIOINYIOCS TEM, YTO BapuadenbHast 00JIacThb JIETKON LETH COAEePIKHT:

KapkacHyo nocienosarenabHocTb IGKV6-21/KJ2 yenoseka, npencrasnennyo B SEQ ID

NO: 92, npu 3TOM mNONOXKEeHUs1 KapkacHoW mnocnenosarenapbHoctn L4, L21, L69 u L85, B
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COOTBETCTBHUH ¢ HyMmeparueii o Kabary, mpeacrapisitor coO0H OCTaTKU AOHOPA, WITH

KapkacHyto nocienosarenabHocTb IGKV1-27/KJ2 yenoseka, npencrasnennyo B SEQ ID
NO: 93, mpu 5>TOM TmOJNOXKEHUs KapkacHOW mocnenoBarenapbHoctn L21, L49 u L69, B
COOTBETCTBHUH ¢ HyMmepanueii no Kabary, npeacrasisitor coO0H ocTaTKU JOHOPA.

3. 'yMaHU3UPOBaHHOE AHTHUTEJIO WJIU €r0 AaHTUT'eHCBSI3bIBAIOIINI (pparmenT mo . 1 wiu
2, oTiMyarolieecs TeM, 4yTo BapuabenbHast 00aacTh Tspkenoi uenu conep:xkut HCDR1, HCDR2 u
HCDR3, Bribpannsie u3 SEQ ID NO: 16, 17 u 18; SEQ ID NO: 19, 20 u 18; SEQ ID NO: 21, 22
u 18; SEQ ID NO: 16, 20 u 18; u SEQ ID NO: 23, 24 u 18.

4. I'yMaHU3UPOBAHHOE AHTUTEJIO WJIM €r0 aHTUT'€HCBSI3bIBAIOIINN ()ParMeHT MO JIF0OOMy
u3 . 1-3, omnuyaromieecst TeMm, 4Tto BapuadenbHas obnacth jerkoi uenu comepxkut LCDRI,
LCDR2 u LCDR3, Boibpannsie uz SEQ ID NO: 31, 32 u 33; SEQ ID NO: 31, 32 u 36; u SEQ
ID NO: 34, 35 u 33.

5. I'yMaHU3UPOBAHHOE AHTUTENIO WJTH €r0 AHTUTEHCBSI3BIBAIOINIUN ()ParMEHT MO JIF0OOMY
u3 mm. 1-4, oTiMYaroIieecs TeM, YTO AHTUTENO WJIM €r0 aHTUTCeHCBS3BIBAIOINUN (DparMeHT
conepskat HCDR1, HCDR2, HCDR3, LCDR1, LCDR2 u LCDR3, Boibpanusie u3 SEQ ID NO:
16, 17, 18, 31, 32 u 33; SEQ ID NO: 16, 17, 18, 34, 35 u 33; SEQ ID NO: 19, 20, 18, 31,32 u
33; SEQ ID NO: 19, 20, 18, 34, 35 u 33; SEQ ID NO: 21, 22, 18, 31, 32 u 33; SEQ ID NO: 21,
22,18, 34, 35 u 33; SEQ ID NO: 16, 20, 18, 31, 32 u 33; SEQ ID NO: 16, 20, 18, 34, 35 u 33;
SEQ ID NO: 23, 24, 18, 31, 32 u 33; SEQ ID NO: 23, 24, 18, 34, 35 u 33, SEQ ID NO: 16, 17,
18,31, 32 u 36; SEQ ID NO: 19, 20, 18, 31, 32 u 36, SEQ ID NO: 21, 22, 18, 31, 32 u 36; SEQ
ID NO: 16, 20, 18, 31,32 u 36, u SEQ ID NO: 23, 24, 18, 31, 32 u 36.

6. 'yMaHU3MPOBAaHHOE AHTUTENIO WM €r0 aHTHICHCBS3BIBAIOLINI ()parMeHT, KOTOpbIe
cnenuduueckn cps3biBatoT CD47 denoBeka, MpU 3TOM AHTUTENO WJIM aHTUTCHCBSI3bIBAKO LM
(parMeHT comep:kaT BapuabeabHYI OOJNACTh JIETKOW Lenu U BapuabeIbHYI0 O0JNACTh TKENOH
Leny, NpH 3TOM YyKa3aHHas BapuaOenbHas oOnactb Tspkenoi wermm copepskur HCDRI,
BbiOpanHyo 13 SEQ ID NO: 25, 28 u 29; HCDR2, sribpannyto u3 SEQ ID NO: 26 u 30; u
HCDR3 SEQ ID NO: 27; u npu 3TOM yKa3aHHast BapradesibHasi 00JIacTh JIETKOH LN COAePIKUT
LCDRI, Boibpannyto u3 SEQ ID NO: 37 u 40; u LCDR2 SEQ ID NO: 38; u LCDR3,
BbiOpanHyto 3 SEQ ID NO: 39 u 41; npu 5TOM yKazaHHasi BapuaOesbHasi 00JacTh TSKEIOH
LEMU CONEPIKUT aMUHOKHUCJIOTHYIO TOCIEA0BATENIbHOCTD C MICHTUYHOCTBIO, TIO MEHBIIEH Mepe,
90%, 91%, 92%, 93%, 94%, 95%, 96%, 97%, 98% unun 99% OTHOCUTENTLHO aMHUHOKHCIIOTHON
nocnenoBaTebHOCTH BbhiOpanHoi u3 SEQ ID NO: 2, 3, 4, 5, 6, 7 u 8, npu 3TOM yKa3aHHast
BapuadespHasi 00JacTh JIETKOM WENMu CONEPKUT aMHHOKUCJIOTHYHO TMOCIEIOBATEIBHOCTD C
UIEHTUYHOCTHIO, 10 MeHbIner mepe, 80%, 85%, 90%, 91%, 92%, 93%, 94%, 95%, 96%, 97%,
98% wu 99% OTHOCHUTENIPHO aMUHOKHCJIOTHOW TOCjenoBaTeibHOCTH BbiOpaHHOU 3 SEQ ID
NO: 10, 11, 12, 13, 14 u 15.

7. T'yMaHH3UPOBAHHOE AHTUTENIO WJIM €r0 aHTHIEHCBS3BIBAIOIINI ()parMeHT, KOTOpbIe
cnenuduueckn cpsi3biBatoT CD47 denoBeka, MpU 3TOM AHTUTENO WM AHTUTCHCBSI3BIBAOLIHIA
(dbparMeHT comeprkaT BapHaOeIbHYIO 00JaCTh JIETKOW LU U BapralOenbHYI O0JacCTh TsDKEION

Leny, TpU STOM YKa3aHHas BapualenbHas o0nacTb Tspkenod wenu coxepsxkutr HCDRI,
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BoiOpanHyo w3 SEQ ID NO: 25, 28 u 29; HCDR2, Beidpannyro u3 SEQ ID NO: 26 u 30; u
HCDR3 SEQ ID NO: 27; u npu 3TOM yKa3aHHast BapraOenbHasi 00acTh JIETKOM LeMu COAEPIKUT
LCDRI, Beibpannyro u3 SEQ ID NO: 37 u 40; u LCDR2 SEQ ID NO: 38; u LCDR3,
BbIOpanHyo 3 SEQ ID NO: 39 u 41; npu sToM ykazaHHas BapuaOenbHas 00JacTh TsKEION
LI€NU COAEPIKUT:

KapkacHyro nocnenosarenabHocte IGHV3-23/HJ4 uenoseka, npeacrasnennyto B SEQ ID
NO: 88, mpu 3TOoM nonokeHus: kapkacHol nocnenosarenbHoctu H44, H49, H82, H89, HO1 u
H94, B cooTBeTcTBUM ¢ HyMepalueii o Kabary, npeacrapistor coO0i OCTaTKU AOHOPA, WU

KapkacHywo nocienosareabHoctb IGHV3-48/HJ4 yenoseka, npencrasnennyo B SEQ ID
NO: 89, mpu >TOM TNOJNOKEHHE KapKacHOW mnocienoBaTeiabHocT H49, B coorBeTcTBUU €
HyMmepauueit no Kabary, npencrasnsier codoit 0CTaTOK JOHOpA, WK

KapkacHywo nocienosarenabHocTs IGHV3-66/HJ4 yenoseka, npencrasnennyio B SEQ ID
NO: 90, mpu >TOM TONOXKEHHs KapkacHOW mnocienosarenbHoctd H29, H49, u H82, B
COOTBETCTBHUU ¢ HyMmeparueii o Kabary, mpeacrapisitor coO0H OCTaTKH JOHOPA, WITH

KapkacHywo nocienosarenabHocts IGHV3-74/HJ4 uenoseka, npencrasnennyro B SEQ ID
NO: 91, mpu 3ToM mNOJOXKEHHE KapkKacHOW mnochenoBarenbHocTd H49, B cooTBeTCTBUH C
HyMmeparmei mo Kabary, npeacrasisier cod0ol 0OCTaTOK IOHOpaA, U

OTJIIMYAIOINYIOCS TEM, YTO BapuadebHast 00JIaCTh JIETKOH LETH COAEPIKUT:

KapkacHyro nocienosarenbHocTh IGKV6-21/KJ2 yenoseka, npencrasnennyio B SEQ ID
NO: 92, npu 3TOM mNONOXKEHUs KapkacHoW mnocnenoBarenapbHoctd L4, L21, L69 u L85, B
COOTBETCTBHUH ¢ HyMmeparueii o Kabary, npeacrapisitor coO0l OCTaTKU JOHOPA, WU

KapkacHyo nociuenosarenabHocTb IGKV1-27/KJ2 yenoseka, npencrasinennyo B SEQ ID
NO: 93, mpu 3TOM noOJNOXKEHUs KapkacHOW mocnenoBarenpHocty L21, L49 u L69, B
COOTBETCTBHUH ¢ HyMeparueii no Kabary, mpeactapisitoT coO0i ocTaTku AOHOPA.

8. 'yMaHU3MpOBaHHOE AHTUTEJIO WJIH €r0 AHTUTCHCBS3BIBAIOINUN (PPArMEHT MO M. 6 UK
7, OTIHUYArOIEECcs TeM, YTO BapuadesbHas o0nacTe Tsokenoi neru coaep:kut HCDR1, HCDR2 u
HCDR3, Bribpannbie uz SEQ ID NO: 25, 26 u 27; SEQ ID NO: 28, 26 u 27, SEQ ID NO: 29, 30
u 27, u SEQ ID NO: 29, 26 u 27.

9. I'yMaHU3MPOBAHHOE AHTUTEJIO WJIM €r0 aHTUT'€HCBS3bIBAIOINUI (pparMeHT mno godomy
u3 mm. 6-8, oTmyaroieecst TeM, 4To BapuadenbHas obnacTh Jerkoi uenu comepxutr LCDRI,
LCDR2 u LCDR3, Boibpannsie uz SEQ ID NO: 37, 38 u 39; SEQ ID NO: 40, 38 u 39; u SEQ
IDNO: 37,38 u4l.

10. 'yMaHN3UPOBAHHOE AHTUTEJIO WJIHM €r0 AHTUTCHCBS3bIBAIOIIUI (PparMeHT 1O JI000My
u3 mm. 6-9, oTiMYarIieecs TeM, YTO AHTHUTEJIO WJIM €r0 aHTUT€HCBS3BIBAOIUN (DparMeHT
conepskat HCDR1, HCDR2, HCDR3, LCDR1, LCDR2 u LCDR3, Boibpanusie u3 SEQ ID NO:
25, 26, 27, 37, 38 u 39; SEQ ID NO: 25, 26, 27, 40, 38 u 39; SEQ ID NO: 25, 26, 27, 37,38 u
41; SEQ ID NO: 28, 26, 27, 37, 38 u 39; SEQ ID NO: 28, 26, 27, 40, 38 u 39; SEQ ID NO: 28,
26, 27, 37,38 u 41; SEQ ID NO: 29, 30, 27, 37, 38 u 39; SEQ ID NO: 29, 30, 27, 40, 38 u 39;
SEQ ID NO: 29, 30, 27, 37, 38 u 41, SEQ ID NO: 29, 26, 27, 37, 38 u 39, SEQ ID NO: 29, 26,
27,40, 38 u39; u SEQ ID NO: 29, 26, 27,37,38 u4l.
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11. I'yMaHU3UPOBAHHOE AHTUTEJIO WJIM €0 aHTUTEHCBSI3bIBAIOIINUN (PparMeHT 1o JrodomMy
w3 mm. 1-10, ormimuaromieecst TeMm, 4TO BapuadeibHas O0JAacTh TSDKEJIOW LU CONEPIKHT
AMUHOKHCJIOTHYIO TIOCIIEIOBATEIHHOCTD, BhIOpannyto u3 SEQ ID NO: 2,3, 4,5,6, 7 u 8.

12. I'yMaHU3UPOBAHHOE AHTUTENIO WJIM €r0 aHTUTEHCBSI3bIBAIOIINUN (PparMeHT 1o Jrodomy
u3 mm. 1-11, ornuyaromeecss Tem, uYTO BapuadenbHass OOJACTh JIETKOM ILeMH CONEPIKUT
AMHHOKHUCJIOTHYIO MOCIIEI0BATEIbHOCTD, BbiOpannyto u3 SEQ ID NO: 10, 11, 12, 13, 14 u 15.

13. 'yMaHU3UPOBAHHOE AHTHUTENO UM €r0 aHTUI'€HCBSI3bIBAOINNIT (pparMeHT 1o Jrodomy
u3 . 1-12, oTnuvaroineecss TeM, 4TO BapuadesbHasi 00J1aCTh TSDKEIOW Lenu W BapuadebHast
obnactp nerkoii nernu comepxkatr SEQ ID NO: 2 u 10; SEQ ID NO: 3 u 11; SEQ ID NO: 3 u 12;
SEQ ID NO: 3 u 13; SEQ ID NO: 3 u 14; SEQ ID NO: 4 u 11; SEQ ID NO: 4 u 12; SEQ ID
NO:4u13; SEQIDNO: 4u 14; SEQID NO: Su 11; SEQ ID NO: 5 u 12; SEQ ID NO: 5 u 13;
SEQ ID NO: 5 u 14; SEQ ID NO: 6 u 11; SEQ ID NO: 6 u 12; SEQ ID NO: 6 u 13; SEQ ID
NO: 6 u 14; SEQID NO: 7u 11; SEQ ID NO: 7 u 12; SEQ ID NO: 7 u 13; SEQ ID NO: 7 u 14;
SEQ ID NO: 8 m 11; SEQ ID NO: 8 u 12; SEQ ID NO: 8 u 13; SEQ ID NO: 8 u 14; SEQ ID
NO:3u 15.

14. T'yMaHU3UPOBAHHOE AHTUTENIO WJIM €r0 aHTUT'€HCBSI3bIBAIOIINK (hparMeHT, KOTOPhIE
cneunguueckn cwsspBaroTcs ¢ CD47 denoBeka, mpu 3TOM YKa3aHHbIE AHTHUTENO WIIH
AHTUTEHCBS3BIBAOINUN (PParMEeHT CoAepKaT BapuadeNbHYID O00JacTh JIETKOW Lenu W
BapuadeIbHYI0 00JIACTD TSKENION IeTH, MPU 3TOM yKa3aHHas BapuabenbHash 00JacTh TsDKEION
uenu coaep;kut HCDR1 SEQ ID NO: 16, HCDR2 SEQ ID NO: 17, u HCDR3 SEQ ID NO: 18;
U TIPU 5TOM yKa3aHHas BapuadenbHas obnacts jerkoit nenu cogepkutr LCDR1 SEQ ID NO: 31,
LCDR2 SEQ ID NO: 32, u LCDR3 SEQ ID NO: 33; u npu 3TOM yKa3aHHasi BapuadOenbHas
00JIaCcTh TSKEJIOHN LEeTH COAEePIKUT aMUHOKHUCIIOTHYIO IOCIIEI0BATEIbHOCTD, IO MEHbILEH Mepe, C
90%, 91%, 92%, 93%, 94%, 95%, 96%, 97%, 98% unu 99% uaeHTUYHOCTHU OTHOCUTEIbHO SEQ
ID NO: 3, u BapuabenpHas oOONaCThb JIETKOH LENH COAEPKUT aMHHOKHCIOTHYIO
MOCJIeIOBATEIbHOCTh, UMEIOIIYI0, TI0 MeHbIner mMepe, 80%, 85%, 90%, 91%, 92%, 93%, 94 %,
95%, 96%, 97%, 98% wnu 99% wunentuunoctn otrHocurenbHo SEQ ID NO: 13; u npu 3TOoM
AHTHUTEJIO UMEET MIOHMKEHHYIO TeMarrIFOTHHALIUIO SPUTPOLIMTOB MO CPaBHEHUIO ¢ Ab47.

15. I'yMaHU3UPOBAaHHOE AHTHTENIO WJIM €r0 aHTUIEHCBSI3bIBAOLINI (parMeHT mo m. 14,
OTJIMYAIOIIUECS] TeM, YTO BapuadebHasi 0OJACTh TSIKEJOW IENMH COAEPKUT aMUHOKHCIOTHYIO
nocnenosarenbHOCTE SEQ ID NO: 3, u BapuwaOesnpHas 00JacTh JIETKOW LIEMUA CONEPIKHUT
aMUHOKHUCJIOTHYIO nocneaosatenbHocTe SEQ ID NO: 13.

16. I'yMaHU3UPOBAHHOE AHTUTEJIO WJIM €r0 aHTUTEHCBSI3bIBAIOIINN (DparMeHT mo JFOoMy
u3 . 1-15, oTnuyaromuecs: TeM, 94To BapuadenbHast 001acTh TSKEJION LN CONEPIKUT:

KapkacHyo nocienosarenapbHocTs IGHV3-23/HJ4 uenoseka, npencrasnennyo B SEQ ID
NO: 88, npu 3TOM MoONOKEHUsT KapkacHO# nocnenoBarenbHocTd H44, H49, H82, H89, HO1 u
H94, B cooTBeTcTBUM ¢ HyMepanueil o Kabary, mpeacrapistor coO0l OCTaTKU JOHOPA, WU

KapkacHywo nocienosarenbHocTb IGHV3-48/HJ4 uenoseka, npencrasnennyo B SEQ ID
NO: 89, mpu >TOM MOJOXKEHHE KapKacHOM mnocnenoBaTenbHocT H49, B coorBercTBUU €

HyMepauuei no Kabary, npencrasnser coO0oi 0cTaTOK JOHOPA, HIIN
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KapkacHywo nocaenosarenapHocTb IGHV3-66/HJ4 uenoseka, npencrasnennyo B SEQ ID
NO: 90, mpu >TOM NOJNOXKEHHUs] KapkacHOW mnocienosarenpHoctd H29, H49, u H82, B
COOTBETCTBHUH ¢ HyMmeparueii o Kabary, mpeactapisior coOOH OCTaTKU AOHOPA, UIIH

KapkacHyto nociaenosarenbHocTb IGHV3-74/HJ4 uenoseka, npencrasnennyo B SEQ ID
NO: 91, mpu >TOM mnOJOKEHHE KapKacHOM mnocnenoBaTenbHocT H49, B coorBercTBUU €
Hymepauueit no Kabary, npencrasnser co0oit 0cTaTOK JOHOpA.

17. I'yMaHU3UPOBAHHOE AHTUTENIO WJIM €r0 aHTUI'€HCBSI3bIBAIOIIMI (parmeHT mo m. 16,
otnuyaromuecs: reM, uto H29 npencrasnsier coboii F, H44 npencrasnsier coboii R umu G, H49
npexacrasisier codoit A, H82 mpencrasnsier coboit M unu I, H89 npencrasmnsier codoii I mmu V,
H91 mnpencraBnsier coboit F wim Y u H94 mnpencrasisier coboit R, B coorBercTBHH C
HyMepauuei o Kabary.

18. 'yMaHM3UPOBAHHOE AHTUTEJIO WJIH €r0 AHTUT€HCBS3bIBAIOIIUI (PparMEeHT 1O JTI000My
u3 . 1-17, oTiuyaronuecs TeM, 4To BapuadenbHas 001acTh JIETKOW LEMH COAEPIKHT:

KapkacHyo nocienosarenapbHocTh IGKV6-21/KJ2 venoseka, npencrasnernyo B SEQ ID
NO: 92, mpu 3TOM MONOXKEHUs KapkacHoM mnocnenoBarenpbHoctn L4, L21, L69 u L85, B
COOTBETCTBHUH ¢ HyMeparueii o Kabary, mpeacraBistor coO0l OCTaTKH JOHOPA, WITH

KapkacHyro nocienosarenbHocTh IGKV1-27/KJ2 yenoseka, nmpencrasnernyo B SEQ ID
NO: 93, mpu 5TOM TmONOXKEHUs KapkacHoW mocnenoBarenpbHoctd L21, L49 u L69, B
COOTBETCTBHUH ¢ HyMepanueii no Kabary, mpeacrasisitor codoi ocTaTKu JOHOPA.

19. I'yMaHNU3UPOBAHHOE AHTHUTENIO WJIM €r0 aHTUIE€HCBSI3BIBAIOLINK (parMeHT 1o m. 18,
ornuyaromuecss TemM, uro L4 mpencrasmser coboit M, L21 mpencrasmsier coboit L, L49
npexncrasisier codoit K, L69 npencrasnsier coboit T wim S, u L85 mpencrasnsier coboit V wiu T,
B COOTBETCTBHHM C HyMeparuel o Kabary.

20. AHTUTENO WJIM €r0 aHTUI'€HCBS3bIBAIOINUEN (parMeHT mo Jrbomy u3 mm. 1-19,
OTJIMYAIOIINECS] TEM, YTO AHTHTENO WJIM €r0 aHTHUICHCBS3BIBAIOLINN (parMeHT MpeinCcTaBISIOT
coboii uzorun IgG1.

21. AHTUTENO WM €ro aHTUIe€HCBS3bIBAKOIIUEN (parMeHT o jodomy u3 mm. 1-20,
OTJIMYAIOIIHUECS] TEM, YTO AHTHUTEJIO WJIM €ro aHTUTEHCBS3bIBAOIIUI (PparMeHT oO0JIamaroT
TOBBIIIIEHHONH AHTHUTEO-3aBUCUMON KJIETOUYHON HUTOTOKCHYHOCTBIO (A3KII) mo cpaBHEHHIO C
UX UCXOJHBIM aHTUTEJIOM.

22. AHTUTENO WM €ro aHTUT€HCBS3BIBAIOIIWEN (parMeHT mo jrobdomy u3 mm. 1-21,
OTJIMYAIOIIHUECS] TeM, YTO AHTHUTENIO WM €ro aHTUTEHCBS3BIBAOIIUI (parMeHT OO0JamaroT
NOBBIIIEHHBIM aHTHUTEI03aBUCUMBIM KJIETOUHBIM (harouuTozoM (A3K®) mo cpaBHEHHIO € HX
HCXOAHBIM aHTUTEJIOM.

23. AHTUTENO WM €ro aHTUI€HCBS3bIBAIOINWIN (parMeHT mo jrobdomy u3 mm. 1-22,
OTJMYAIOIIHECS] TeM, YTO AHTHUTENO WJIM €ro aHTUTeHCBS3BIBAOIINI (parMeHT oO0JamaroT
MOBBIIIEHHOH KOMITJIEMEHT-3aBUCHMON IUTOTOKCHYHOCTBIO (K3L[) mo cpaBHeHHMIO € UX
HCXOAHBIM aHTUTEJIOM.

24. AHTUTENO WIM €ro aHTHUIeHCBS3bIBAIOLIUI (parmMeHT o jmodomy u3 mm. 1-19,

OTIMYAaIMUECA TEM, YTO AHTUTCIIO HJIUK €TI0 aHTI/IFeHCBﬂSI:;IBaI-OH_II/Iﬁ (1)paFMeHT MpEACTABIIAAIOT
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coboii Fab, Fab', F(ab'),, dparment Fv, nuareno, onHonenoyeuHoe aHTUTeNO, pparmeHt scFv
unu scFv-Fc.

25. AHTUTENO WM €ro aHTUI€HCBS3bIBAIOIUI (parMeHT mo jrbdomy u3 nm. 1-24,
OTJIMYAIOIIUECS] TEM, YTO YKa3aHHbIE AHTUTENIO WJIM €ro aHTUIEHCBS3bIBAIOLIUI (parMeHT
MHIYLHPYIOT allonTo3 KJIEeTOK, skcrpeccupyromux CD47, in vitro w/unu in vivo.

26. AHTUTENO WM €r0 aHTUI'€HCBS3bIBAIOINUEN (pparMeHT mo Jrbdomy u3 mm. 1-25,
UMeEIOIINe TIOHMKEHHOEe (PYKO3UIMPOBAHKUE OCTOBA MO CPABHEHUIO C UX MCXOIHBIM aHTHTEJIOM.

27. AHTUTENO WM €ro aHTUIeHCBS3bIBAKOIIUIN (parMeHT 1o jodomMy u3 mm. 1-26,
KOTOpBIE SBIISTFOTCS a()yKO3WIUPOBAHHBIMH.

28. AHTUTENO WM €ro aHTUT'€HCBS3bIBAIOIIWEN (parMeHT mo Jrobdomy u3 mm. 1-27,
OTJIMYAIOINHUECS] TEM, YTO YKa3aHHBbIE AHTUTENIO WM €ro aHTUTEHCBS3bIBAOIIUI (hparMeHT
onokupyrot B3aumozeiicreue mexxny CD47 u SIRPa.

29. AHTUTENO WM €ro aHTUI'€HCBS3bIBAIOIIMN (parMeHT mo Jrodomy u3 mm. 1-28,
OTJIMYAIOIIHUECS] TEM, YTO YKa3aHHbIE AHTUTENIO WM €ro aHTUTCHCBS3bIBAOIIUI (parMeHT
UMEIOT MOHWKEHHYIO MeMarriFOTHHALMIO SPUTPOLIUTOB MO CpaBHEHHIO ¢ Ab47.

30. IlocnenoBaTeNnbHOCTb HYKJIEMHOBON KHUCIOTHI, KOAUPYIOLIAas aHTUTENO WU
AHTUTeHCBS3BIBAIOIINN (PparMeHT 1O Jro0oMy u3 . 1-29.

31. BekTop 3KcIpeccuy, CoAep Kalliui HyKJI€HMHOBYIO KUCJIOTY Mo 1. 29.

32. Knerka-xo3sMH, cozepKalljash HYKJIEMHOBYH KHCIOTy o n. 30 uiam BeKTop
SKCIpeccHuu no m. 28.

33. Knerka-xo3suH, KOTOpas SKCIPECCUPYET AHTUTENO WM AHTUT€HCBS3bIBAIOIIUN
¢parmenT no odomy u3 m. 1-29.

34. Crioco0 mosty4eHust aHTHTENA MM AHTUT'€HCBSI3bIBAIOIIETO (hparMeHTa Mo JodoMy 3
nn. 1-23, BKIroYarouil KyJIbTUBUPOBAHNE KIETKU-X0351MHA 10 nl. 32 unu 33.

35. Cnocob6 mo 1. 34, NONMOJHUTEILHO BKJIFOYAIOIIMI BBIAEJIEHHE AHTUTENA WIA €ro
AHTUTEHCBS3BIBAIOIIETO (PparMeHTa.

36. Cnoco0 se4eHHs  OHKOJIOTHYECKOrO  3a0O0JIeBaHMS, XapaKTEPU3YIOIIErocs
skcripeccueit CD47, y cyObekTa, BKIIOYAIOLIMA BBEIEHUE CYOBEKTY TepaneBTHUYECKU
3¢ eKkTUBHOrO KONM4YecTBa anTuTena npotuB CD47 min ero aHTHreHCBSI3bIBAIOIIETO (PparMeHTa
1o Jrobomy u3 . 1-29.

37. Cnoco0 Je4eHHs  OHKOJIOTHYECKOTO  3a0O0JIeBaHMs, XapaKTEPU3YIOIIErocs
skcnpeccueit CD47, y cyObekTa, BKITFOUAIOIIUH:

UIeHTHPHUKAINIO CyOBbEKTa KaK HMMEIOLIEro OHKOJOrHMYecKoe 3aboJeBaHHe, KOTOpOe
xapakrepusyercs skcrpeccueit CD47; a Takske

BBEICHUE CYOBEKTY TepaneBTHUecKH 3(P(EKTUBHOIO KOJMYECTBA AHTUTENA IPOTHB
CD47 nnu ero aHTUreHCBS3BIBAIOIIETO (hparMeHTa no Jrodomy u3 m. 1-29.

38. Criocob o 1. 37, B KOTOPOM 3Tarl a) BKJIFOYAET:

1) mosyueHne pakoBOM TKAHU, a TAKXKe

i1) obHapyxkenue CD47 B BbIAETIEHHON PakOBOH TKaHU.

39. Cnoco0 ne4yeHHs  OHKOJIOTMYECKOrO  3a00NIeBaHMs, XapaKTePU3YIOIIErocs
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skcnpeccueit CD47, y cyObeKTa, BKITFOYAIOIIUH:

ueHTHPHUKAINI0 CyOBeKTa C TOBBIIIEHHBIMH YPOBHSAMH MH(PHIBTPALUN Makpo(aros B
PaKOBOM TKaHU 10 CPABHEHUIO C TKAHBIO, HE SIBJSIFOLIENCS PAKOBOMU, a TAKXKE

BBEICHUE CYOBEKTYy TepaneBTHUecKH 3((EKTUBHOIO KOJMYECTBA AHTUTENA IPOTHB
CD47 unu ero aHTUreHCBs3BIBAIOLIErO (hparMenTa 1o oMy u3 m. 1-26.

40. Cniocob o .39, B KOTOPOM 3Tal a) BKJIFOUAET:

1) mojydeHHe OT CyObeKkTa PakOBOW TKAHM U OKpPY)KAIOIIEH TKAaHH, HE SIBIISIOIIEICS
PakoBOH;

i1) oOHapy>xeHne Makpo(aroB B BbIIEJIEHHONH PAKOBOM TKAHU U B TKAHU, HE SIBJITFOLIEHCS
PAKOBOI1, a TaKXKe

111) cpaBHEHHE KOJIMYECTBEHHON OIIEHKH OKPAIIMBAHUS B PAKOBOW TKAHU IO CPABHEHUIO
C TKAHBIO, HE SIBJIAIOLIENCS] PAKOBOM.

41. Cmoco6 mo m 40, B KOTOPOM OKpalIMBaHHE MakpodaroB MpPOBOIAT C
UCIOJIb30BaHueEM aHTUTena rnpotus CD163.

42. Cnocob mo mobomy u3 mmn. 36-41, B KOTOPOM OHKOJIOTHYECKOe 3a00JieBaHUE,
xapaktepusyrolneecst skcnpeccueri CD47, mpexacrasiser cobol reMoOacTo3 WM COJNUAHBIN
pak.

43. Cnocob mo mobomy u3 mmn. 36-42, B KOTOPOM OHKOJIOTHYECKOe 3a00JieBaHUE,
xapaktepusymolneecst skcrpeccueli CD47, BhIOpaHO W3 HEXOMKKUHCKOW jmMdombr, B-
miMpobnacTHOM TMMEPOMBI, B-KI€TOUHOr0o XpOHNYECKOTo JTUM(POLUTAPHOTO JEHK03a/TMM(POMBI
u3 Manblx JuMdonuTos, cuHapoma Puxrtepa, (QONIMKYISIpHONW JIUMGPOMBI, MHOXECTBEHHOMN
MHUEJIOMBI, MHENOPUOpPO3a, UCTUHHONW TMOJUIUTEMHH, T-KJIeTOYHOH JHUM(OMBI  KOXH,
MOHOKJIOHAJIbHOU raMManaTuu HEYCTaHOBJICHHON 3TUOJIOTUU MGUS),
MueaoaucIiacTuaeckoro cuaapoma (MDS), nMMyHOOIACTHOH KPYIHOKJIETOYHOW JTMM(OMBI,
B-nmumdobnacTHoro nefiko3a M3 KIETOK-NMPEALIECTBEHHUKOB, OCTPOTO MHEJIOHIHOIO JIeHKO03a
(AML) u aHamIacTUYECKOM KPYMHOKIETOYHON JIUM(OMBI.

44. Crnocob mo mwobomy u3 mmn. 36-42, B KOTOPOM OHKOJIOTHYECKOe 3a0oJieBaHUE,
xapaktepusymolieecst skcnpeccueli CD47, BrIOpaHO U3 paka JIETKUX, paka MOIKETyI0YHON
JKeJle3bl, paka MOJIOYHOH JKeJIe3bl, paka MEYeHH, paKa sSIMYHUKA, paKa sIMUKa, paka MOYKH, paka
MOYEBOI'O My3bIps, paka MO3BOHOYHHMKA, paka TOJOBHOTO MO3ra, paka IIEHKH MAaTKH, paka
SHAOMETPHSI, KOJIOPEKTAIBHOIO PaKa, paka aHAJbHOTO KaHalla, Paka MUIIEBOAA, PaKa SKETYHOTO
My3bIPsI, PaKa JKeJyIOYHO-KHIIEUHOTO TPAKTA, paKa JKeJIyaKa, paka roJOBbl U IIEH, paka KOXH,
MEJIAHOMBI, paka MpOCTaThl, paka runodusa, paka MaTKH, paKa BJArajvila U paka IUTOBUIHOM
JKEJe3bL.

45. Cnocob mo mobdomy u3 mm. 36-42, B KOTOPOM OHKOJIOTUYECKOe 3a0oJieBaHUE,
xapaktepusyromieecss  skcrpeccuein  CD47, BbhIOpaHO U3  paka  JIETKUX, CapKOMBI,
KOJIOPEKTAJIbHOTO PakKa, paka TOJIOBBI M IIEH, paka SIMYHUKOB, paka ITOKENyJOYHON JKEeNe3bl,
paka enyJka, MeJIJAHOMBI M paKa MOJIOYHOM KeJe3bl.

46. Croco0® mo mobomy u3 mm. 36-45, B koropoM aHtuteno npotuB CD47 wmm ero

AHTUT€HCBA3BIBAIOIINN (PparMeHT BBOJST B KOMOMHAIIMK C HHTHOUTOPOM MOJIEKYJIbI UMMYHHOM
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KOHTPOJIBHON TOYKH, BBIOPAaHHOW W3 OmHOro uiam Oosmee M3 Oenka 3amporpaMMHpPOBAHHOM
cmeptu kietku 1 (PD-1), nuranna 3anporpammupoBanHoii cmeptu kierku 1(PD-L1), PD-L2,
uTorokcudeckoro T-nmumdorur-accormupoBanHoro Oenka 4 (CTLA-4), Genka 3, comepskariero
noMeHs! T-kneroyHoro nMMyHornoOyianHa u myuuHa (TIM-3), ren akTuBauuu 1MMEQOIUTOB 3
(LAG-3), xapuMHOMO3MOPHOHAJIBHONW aHTHUTE€H3aBUCHMON MOJIEKYJIbI KJIETOYHOW anre3uu |
(CEACAM-1), CEACAM-5, V-10MEHHOr0 MMMYHOTIJIOOYJIMHOBOTO Cympeccopa akTuBanuu T-
kaerok (VISTA), B- wu T-numdonurapHoro arrenroaropa (BTLA), T-xmnerounoro
ummyHopeuenTopa ¢ nomenamu Ig u ITIM (TIGIT), uMmmyHOTr100y TMHO-TIOTOOHOTO peLenTopa,
acconuupoBanHoro ¢ yefikouutamu (tuna 1) (LAIR1), CD160, 2B4 unu TGFR.

47. Crnocob mo mobomy u3 mm. 36-46, B koTtopoM aHTHTeno npotus CD47 wnm ero
AHTUTCHCBS3BIBAOIINN (PPArMEeHT BBOAST B KOMOMHALIMU C aTOHHUCTUYECKUM aHTUTEJIOM MPOTHB
CD40.

48. Croco0 1o 1. 47, B KOTOPOM aroHUCTHUYeCKoe aHTuTeNo npotus CD40 nmeer HU3KHE
yPOBHH (HYKO3WINPOBAHUSI WIIH SIBJSIETCS A yKO3MITMPOBAHHBIM.

49. Crocod mo mobomy u3 mm. 36-48, B kotopoM aHTHTeno npotus CD47 wnu ero
AHTUTCHCBS3BIBAIOIINN ()PArMEHT BBOAAT B COUETAHHH C KOHBIOTATOM aHTUTENO-JIEKAPCTBEHHOE
cpenctBo (ADC), mpu sTtom antureno ADC cnenuduuecku CBS3bIBAETCS ¢ OSNIKOM, KOTOPBIM
SKCIIPECCUPYETCS HA BHEKJIETOYHOH IMOBEPXHOCTU PAKOBOM KJIETKH, U AHTUTENIO KOHBIOTHPOBAHO
C COeMHEHNEM JINHKEP-JIEKAPCTBEHHOE CPECTBO, COEPIKAIUM [IUTOTOKCHYECKUH areHT.

50. Crmoco® mo m. 49, B KOTOPOM IIMTOTOKCHYECKHUH areHT MpeACTaBisieT coOoi
aypHCTAaTHH.

51. Cnoco6 mo m. 50, B xotopoM aHTUTENO ADC KOHBIOTHPOBAHO C COEJUHEHHEM
JIMHKEP-JIEKaPCTBEHHOE CPEACTBO, BBIOPAHHBIM M3 rpymmbl, coctosimmeli u3 VcMMAE u
mcMMAF.

52. Cnoco0 WHAYKIMH amonTo3a KIeTKH, skcmpeccupyromeln CD47, Brrogarommit
KOHTAKTUPOBAaHUE KJIETKM C AHTUTEJOM WJIM €ro aHTUTCHCBS3BIBAIOIIUM (HParMeHTOM IO
nrobomy u3 . 1-29.

53. Criocob mo m. 52, B KOTOPOM KJIETKH HAXOISITCS in Vitro.

54. Criocob 1o 1. 52, B KOTOPOM KJIETKH HAXOISTCS in Vivo.

55. DKkpaHUPOBAHHOE AHTHUTENO, COAEPIKAIEe AHTUTEIIO UITH €r0 aHTHUT€HCBSI3bIBAFOIIINMA
(dbparMeHT, KoTOpble crenuduyuecku CBs3bIBAIOTCSA ¢ OemkoM CD47 denoBeka W, MO MEHBIIEH
Mepe, OMH SKPaHUPYIOLIHUI AOMEH, MPU 3TOM, IO MEHBIIEH Mepe, OWMH 3KPAHUPYIOLIUI JOMEH
CONIEPKUT aMUHOKHCIIOTHYIO TIOCIENOBaTEIbHOCTD, BoiOpanHyo u3 SEQ ID NO: 44-55, 75-86,
94 u 95.

56. DKxpaHUPOBAHHOE AHTHUTEJIO TO M. 55, OTIMYAIOIIEECs] TEM, UTO, MO MEHBIIEH Mepe,
OOWH DJKPAHMPYIOIIMHA JOMeH CHIKaeT aQOUHHOCTD CBSI3BIBAHUS  AaHTUTENA WM
aHTUTeHCBsA3BIBaKOIIEro gpparmeHTa ¢ 6enmxom CD47 yenoBeka Mo CPAaBHEHHIO C AaHTUTEJIOM WU
€ro aHTUICHCBS3BIBAIOIIMM (parmMeHTOM 03, MO MeHbIIel Mepe, OJHOrO 3KPAHUPYIOLIErO
JIOMEHa.

57. DxpaHUpOBAaHHOE AaHTHUTENO MO M. 56, oTinYaromeecs TeM, 4To, adHUHHOCTDH
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CBSI3bIBAHUSI CHHMIKAETCS, IO MeHbLIe Mepe, B 0koi10 100 pa3 mo CpaBHEHHIO C aHTUTEJIOM WU
€ro aHTUTeHCBS3BIBAIOIIMM (parMeHTOM O3, MO MeHbIIel Mepe, OJHOrO 3KPAHUPYIOLIErO
JIOMEHA.

58. DxpaHuUpOBaHHOE aHTUTENO MO M. 56, oTIMYaromeecs TeM, 4To, adPUHHOCTD
CBsI3bIBAHMS CHUKaeTCsi OT 0k0J0 200 pa3 no okoso 1500 pa3 mo CpaBHEHUIO C AHTUTEJIOM UJIH
€ro aHTHICHCBS3bIBAIOIIMM (parMeHTOM Oe3, MO MeHbLIeH Mepe, OIHOIO 3KPaHHPYIOLIEro
JOMEHA.

59. DkpaHUpPOBAaHHOE AHTUTENIO MO JIOOOMYy W3 Tm. 55-58, oTiMYarolneecss TeM, YTO,
AHTHUTEJIO WK €r0 aHTHUIE€HCBSI3bIBAIOLINI ()PArMEHT COAEPIKAT TSIKENYIO LeTb U JIETKYIO LeMb,
MPU 3TOM TsDKEJasi LeMb CBS3aHAa C MEPBBIM SKPAHUPYIOUIAM JOMEHOM, WJIA MPU 3TOM, YTO
Jerkasi LieTlb CBf3aHa CO BTOPBIM 3KPAHUPYIOIIUM JOMEHOM, WJIH IpPU 3TOM TsDKenas Lerb
CBsA3aHa C TMEPBbIM JKPAHUPYIOIIMM JOMEHOM U Jierkas Ielb CBsi3aHa CO BTOPBIM
SKPAHUPYIOLIUM TOMEHOM.

60. DxpaHUPOBAaHHOE AaHTUTENO IO 1. 59, oTnuyaroleecs TEM, 4YTO TMEPBbIN
SKPAHHUPYIOLINHA JOMEH COAEPKUT aMHHOKHCIIOTHYIO TIOCIIEOBATENbHOCTD, BRIOpaHHY0 u3 SEQ
ID NO: 44, 46, 48, 50, 52, 54, 75, 77, 79, 81, 83, 85 u 94; u BTOPOI SKPAHUPYIOLUIUN JTOMEH
COIEPKUT aMUHOKHUCJIOTHYIO TIOCIIeIOBATEIBHOCTD, BeiOpanHyto u3 SEQ ID NO: 45, 47, 49, 51,
53, 55, 76, 78, 80, 82, 84, 86 u 95.

61. DOxpaHupoBaHHO€ aHTUTENO 1O 1. 60, OTAUMYAKOLIeeCss TEM, 4YTO MEPBBIH
SKPAHUPYIOIIUI JOMEH U BTOPOH OHKPAHUPYIOUIMA JOMEH TMPEACTaBISIOT COOOW Tmapy
SKPAHUPYIOMINX TOMEHOB, BbiOpaHHbIX u3: SEQ ID NO: 44 u 45; SEQ ID NO: 46 u47; SEQ ID
NO: 48 u 49; SEQ ID NO: 50 u 51; SEQ ID NO: 52 u 53; SEQ ID NO: 54 u 55; SEQ ID NO: 75
u 76; SEQ ID NO: 77 u 78; SEQ ID NO: 79 u 80; SEQ ID NO: 81 u 82; SEQ ID NO: 83 u 84,
SEQ ID NO: 85 u 86; u SEQ ID NO: 94 u 95.

62. DKpaHMPOBAHHOE AHTHUTENO MO JoOOMy M3 mm. 59-61, oTnu4Yarolieecss TeM, YTO
NEPBBIN SKPAHUPYIOIIUN JOMEH CBsI3aH C N-KOHLOM TSDKENION LeNu, a BTOPON SKPAHUPYIOIIUM
JIOMEH CBs3aH ¢ N-KOHIIOM JIETKOH LIeTH.

63. DKpaHHpPOBAaHHOE AHTHUTENO MO JIOOOMYy M3 mim. 59-62, oTiHMYaromieecs TeM, YTO
KQKIbII SKPAHUPYIOLIUI TOMEH COAEPKUT MPUTOAHBIN sl PacIleIUIeHUs IPOTea30i JUHKEP U
CBSI3aH C TSDKEJIOW LENbH WM JIETKOM LENb0 Yepe3 NMPUIOAHBIN AJs pacLIeNIeHUs] IPOTea3on
JIMHKED.

64. DKpaHMPOBAHHOE AHTUTENO MO M. 63, OTIMYAIOLIEeCSd TEM, YTO MPUTOAHBIN JIs
pacLIeIUICeHHs] TPOTea30 JJUHKEP CONEPIKUT CAUT PaCIIEIUICHUs] MATPUKCHON METAJNIONPOTEa30n
(MMII).

65. DkpaHUPOBAHHOE AHTUTENO MO M. 64, OTIMYAOINEeCs TEM, YTO CANT pacIlerUICHUs
MMII BeiOpan wu3 calita pacmermieanss MMII2, caiita pacmermienuns MMII7, caiita
pacweriennss MMIIO u calita pacmerienus MMIT13.

66. DKpaHUPOBAHHOE AHTUTENO MO M. 64 WK No 1. 65, OTINYAKOLIEECs TEM, YTO IOCHE
pacmeriernss ¢ nomompbio MMII Tspkenas uens W/WiaM Jierkas LENb aHTUTENA WM €ro

AHTUT€HCBA3BIBAIOIIETO (PparMeHTa COAepKUT (PparMeHT U3 aMMHOKHCIOTHBIX OCTaTKOB CalTa
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pacweruiennss MMIL

67. DKpaHUPOBAaHHOE AHTUTENO MO M. 06, OTaMHaroLIeecs TeM, 4TO (parMeHT wu3
AMUHOKHCJIOTHBIX OCTaTKOB CaliTa paclleIUIeHUsl COAEp:KUT mnocnenosarenpHocTb LRSG, SG
unu VR Ha N-xoHLEe aHTUTENA.

68. DKpaHMpPOBAHHOE AHTUTENO MO JMOOOMY M3 mm. 55-67, oTauyaroeecss Te€M, YTO
AHTUTEJIO WIM €r0 aHTHICHCBS3bIBAIOIINN (pParMEeHT NPENCTABISIIOT COOOM aHTUTENIO WM €ro
AHTUTEHCBSI3BIBAIOIINH (pparMeHT no Jrodomy u3 m. 1-29.

69. DKpaHUPOBAHHOE AHTHTEJIO IO JIOOOMY M3 T, 55-68, comepkaliiee TSKENYHO Ielb,
CBSA3aHHYI0 C TEpPBBIM OJKPAHUPYIOIIMM JOMEHOM M HMEHIIYyI0 aMHUHOKHCIOTHYIO
nocnenosatenbHOCT SEQ ID NO: 42, u nerkyro uens, CBI3aHHYIO CO BTOPBIM 3KPaHUPYIOIIUM
JIOMEHOM M UMEIOLIYI0 aMHUHOKHUCIOTHYI0 nocaenosaTenbHOcTh SEQ ID NO: 43.

70. DKpaHUPOBAHHOE AHTUTEJNO, CONEprKalllee aHTUTENO WU €r0 aHTUT€HCBSI3bIBAIOLIUI
¢dparmenT no sr0domy u3 . 1-29 u, Mo MeHbluel Mepe, OUH SKPAHUPYIOLIUI JOMEH.

71. DxpaHUpPOBaHHOE aHTHUTENO 1O M. 70, OTIWYArOLIEeCss TeM, YTO, [0 MEHbIIEH Mepe,
OIIMH 3KPAHHUPYIOLINHA JOMEH CONEPKUT aMUHOKHCIOTHYIO MOCIEeN0OBATEIbHOCTh, BHIOPAHHYIO
u3 SEQ ID NO: 44-55, 75-86, 94 u 95.

72. DKpaHUpOBaHHOE aHTUTeNo no 1. 70, oTnuyaromeecs TeM, 4YTO KaKIblH
SKPAHHUPYIOLINHA JOMEH COAEPKUT AMHHOKHCIIOTHYIO TIOCIIE0OBATENbHOCTD, BRIOpaHHYO u3 SEQ
ID NO: 44-55, 75-86, 94 u 95.

73. DKpaHUPOBAHHOE AHTUTEINO MO JroOoMy U3 . 70-72, oTnnYarolieecs TeM, 4To, I0
MEHbLIEH Mepe OJUH, SKPAaHUPYIOLUUI JOMeH CHIKaeT ah(PUHHOCTD CBSI3BIBAHHS AHTUTENA UITH
aHTUreHCBsA3BIBaKOIIEro gpparmenta ¢ 6enxkom CD47 yenoBeka MO CPABHEHUIO C AHTUTENIOM HJIH
€ro aHTHICHCBS3bIBAIOIIMM (parMeHTOM Oe3, 1O MEHbIIeH Mepe, OIHOrO 3>KPAaHHPYIOLIEro
JIOMEHa.

74. DKpaHMpPOBAaHHOE AHTHUTENO MO M. 73, omIMyaromeecss TeMm, 4To, apPUHHOCTH
CBSI3bIBAHUSI CHIDKAETCS, 10 MeHbleil mepe, B 0kojo 100 pa3 mo CpaBHEHUIO C AHTUTEJIOM WJIH
€ro aHTUICHCBS3BIBAIOIIMM (parMeHTOM O3, MO MeHbIIeH Mepe, OJHOrO SKPAHUPYIOLIErO
IOMEHA.

75. DKpaHUpPOBAaHHOE AHTUTENO MO M. 73, oTiHHaromeecss TeMm, 4To, apPUHHOCTD
CBSI3bIBAHUS CHUKaeTCsi 0T 0KoJio 200 pa3 no okoso 1500 pa3 no CpaBHEHUIO C AHTUTEJIOM WJIU
€ro aHTUTeHCBS3BIBAIOIIMM (parmMeHTOM O3, MO MeHbIIeH Mepe, OJHOrO SKPAHUPYIOLIETO
IOMEHa.

76. DKpaHHPOBAHHOE AHTUTENO MO Jrobomy m3 mm. 70-75, oTiMUaroIieecss TeM, HTO,
AHTHUTEJIO WM €r0 aHTHUIE€HCBSI3bIBAIOLINI (PParMeHT COAEPIKaT TSKENYIO LEMb U JETKYIO LeMb,
IIPU 3TOM TsDXKenas Lielb CBsi3aHa C MEPBBbIM SKPaHUPYIOLIUM JOMEHOM, MU IMPU 3TOM Jierkas
LIeNb CBs3aHa CO BTOPHIM 3KPAHUPYIOLIUM JOMEHOM, WJIM MPHU 3TOM TsDKeNasl Liellb CBsi3aHa C
NEPBBIM SKPAHUPYIOLIMM JOMEHOM M JierkKas Lelb CBsi3aHa CO BTOPBIM 3KPaHHUPYIOIIUM
JOMEHOM.

77. DKpaHHPOBAHHOE AaHTUTEIO MO 0. 76, OTIMYaroLIeecs TeM, 4YTO MepBbIH

SKPAHUPYIOLINI TOMEH COAEPKUT AMHUHOKHCIIOTHYIO MOCIIEIOBATEIbHOCTD, BbIOpaHHY0 n3 SEQ
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ID NO: 44, 46, 48, 50, 52, 54, 75, 77, 79, 81, 83, 85 u 94; u BTOPOI SKPAHUPYIOLUIUN JTOMEH
COIEPKUT aMUHOKHUCJIOTHYIO TIOCIIEIOBATENBHOCTD, BhiOpaHHyto u3 SEQ ID NO: 45, 47, 49, 51,
53, 55,76, 78, 80, 82, 84, 86 u 95.

78. DKpaHUpPOBAHHOE AaHTUTENO MO M. 77, OTIUYAKIeecs TEeM, YTO MePBbIN
SKPAHUPYIOIIMHA JOMEH M BTOPOH OSKpPaHMPYIOIIMII JOMEH NpEeACTaBISIIOT coOol  mapy
SKPAHMUPYIOLINX AOMeHOB, BeIOpaHHbIX 13: SEQ ID NO: 44 u 45; SEQ ID NO: 46 u 47, SEQ ID
NO: 48 u 49; SEQ ID NO: 50 u 51; SEQ ID NO: 52 u 53; SEQ ID NO: 54 u 55; SEQ ID NO: 75
u 76; SEQ ID NO: 77 u 78; SEQ ID NO: 79 u 80; SEQ ID NO: 81 u 82; SEQ ID NO: 83 u 84;
SEQ ID NO: 85 u 86; u SEQ ID NO: 94 u 95.

79. DKpaHUPOBAHHOE AHTHTENO MO JIoOOMy M3 mm. 76-78, oTiM4arolieecss TeM, YTO
NEPBBIM SKPAHUPYIOIIUN JOMEH CBs3aH C N-KOHLOM TSDKENIOH LEeNu, a BTOPON SKPAHUPYIOIIHM
JIOMEH CBs3aH ¢ N-KOHIIOM JIETKOH LIeTH.

80. DxpaHMPOBAaHHOE AHTUTEIO MO JOOOMY M3 M. 76-79, oTiMYaroIIeecss TeM, YTO
KK bl SKPAHUPYIOLIUN TOMEH COAEPKUT MPUTOAHBIN IS paCLIEIUICeHHs] IPOTea30i JIMHKEp U
CBSI3aH C TSDKEJIOW LIENbH WM JIETKOM LEMNbI0 4epe3 NMPUTOAHBIN A pacLIeNIeHus] MPOoTea3on
JIMHKED.

81. DkpanupoBaHHOe aHTUTENO MO M. 80, OTIMYArOLIEeCs TEM, UYTO MPUTOAHBIA IJIs
pacLIeIUICHHs] TPOTea30 JJUHKEP CONEPIKUT CAUT PACIIEIUICHUs] MATPUKCHONW METAJIONPOTEa301
(MMI).

82. DKpaHUPOBAHHOE AHTHUTENO MO M. 81, oTIHMUarOIeecs TeM, YTO CANT pacIlerUIeHUs
MMII BeiOpan u3 caiita pacmervieanss MMII2, caiita pacmerienus MMII7, caiita
pacweruiennss MMIIO u calita paciernnienus MMIT13.

83. DkpaHMpOBaHHOE aHTUTENO MO M. 81 miau no n. 82, OTIMYAroIIEeecs: TEM, UTO MOCIHe
pacmeruiennss ¢ nomomblo MMII Tspkenas nenb WM JierKas LeNb aHTUTENA HIM €ro
AHTUTEHCBS3BIBAIOLIETO (PparMeHTa CONEeP KUT (PparMeHT U3 aMMHOKHCJIOTHBIX OCTATKOB caiita
pacueruiennst MMIT,

84. DKpaHHMPOBAaHHOE AHTUTENO TO M. 83, OoTiHHaroleecss TeM, 4TO (parMeHT wu3
AMUHOKHUCJIOTHBIX OCTaTKOB CailiTa paclleIUIeHHUsl COAEep:KUT mnocnuenosarenbHocTh LRSG, SG
unu VR Ha N-koH1e aHTUTENA.

85. IlocnenoBaTenpbHOCTh HYKJIEHHOBOW KHCJIOTBHL, KOAMUPYIOLAs SKPaHUPOBAHHOE
AHTHUTEJIO WJIM AHTUTEHCBSI3bIBAIOLINN (PparMeHT 1o Jro0oMy u3 mir. 55-84.

86. BekTop skcnpeccuu, coaepkamnuii HyKJIEMHOBYEO KUCIIOTY 1O 1. 85.

87. Knerka-x03siMH, cojepskallas HYKJIEHHOBYIO KHCIOTYy 1O M. 86 WM BEKTOp
SKCIpeccuu no m. 78.

88. Kunerka-xo3suH, KOTOpas OSKCIpPecCUpyeT 3KpPaHMpPOBAHHOE AHTUTENO WU
AHTUTCHCBS3BIBAIOIIMN (PPArMEHT 10 JIEI0OOMY 13 L. 55-84.

89. Cmoco0 moyyueHusi SKPaHUPOBAHHOTO aHTUTENa Mo Jrobomy u3 mm 49-76,
BKJIFOYAIOLIUH KYJIbTUBUPOBAHNUE KJIETKU-XO3sIMHA 0 1. 87 i 1. 88.

90. Cnoco6 mo m. 89, NOMONHUTENPHO BKJIKOYANOIIUI BBIAEIEHHE >KPAHUPOBAHHOTO

AHTUTCIIA.
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91. Cnoco0 ne4eHHs  OHKOJIOTHYECKOTO  3a00JIeBaHUs,  XapaKTEePHU3YIOIIErocs
skcripeccueit CD47, y cyObekra, BKIIOUAIOLINI BBEEHHE CYOBEKTY TepareBTHUYECKU
3¢ (}eKTUBHOrO KOJINYECTBA SKPAHUPOBAHHOTO aHTHUTENA MO JI000My M3 L. 55-84.

92. Cnoco0 nedeHHs  OHKOJIOTMYECKOrO  3a00NIeBaHMs, XapaKTepU3YIOIIErocs
skcrpeccueit CD47, y cyObekTa, BKITFOUAIOIIHI STaTlbl:

a) uneHTuuKams cyobeKTa Kak IMEIOLIero nopbiieHHble yposan MMII B onyxonu mo
CPaBHEHHUIO C OKPYKAIOLIEH TKAHbIO, HE SIBJIIOLIEICS PAKOBOM, a TAK/Ke

b) BBeneHHe CyOBEKTY TeparneBTU4YeCKUd 3PPEKTUBHOIO KOJUYECTBA SKPAHHPOBAHHOTO
aHTHTENA 10 JFOOOMY U3 MIl. 55-84, OTIIMHAIOLIEroCs TeM, YTO KaKIbli SKPAHUPYIOLUINH JOMEH
SKPAHMPOBAHHOTO AHTHTENA CONEPXKUT MPHUTOMHBIA JJI PACLICIUICHUS NPOTEa30il JIMHKED,
OTJIMYAIOLUNACA TEM, YTO NMPUTOAHBIN Uil PACIlEIUIEHHs] MPOTea30l JUHKEP COAEPKUT CAUT
paciieryieHns: MaTPUKCHON MeTtautonpoTeason (MMIT).

93. Cmoco®6 mo m. 92, B koropoMm caiit pacwmeruieHuss MMII BeiOpaH u3 caiita
pacweriennss MMII2, caiita pacmerienus MMII7, caiita pacwennenus MMII9 u calita
pacweriennss MMIT13.

94. Cniocob mo 1. 92 wim . 93, B koropom MMII BeIOpaHa U3 TPYIIIBL, COCTOSIIEH U3:
MMII2, MMI17, MMII9 u MMIT13.

95. Criocob o odomy u3 . 92-94, B KOTOPOM 3Tall a) BKIIOYAET:

1) monyueHue oT CyOBEeKTa PAKOBOM TKAHU U TKAHH, HE SIBJISIOLIEHCS PAaKOBOM;

1) oOnapyxenue MMII B BbIEIEHHOW PAaKOBOW TKAHM M B TKAHU, HE SBISIOIIEHCS
PAKOBOM, a TAKXKe

1i1) cpaBHEHHE KOJIMYECTBEHHON OLIEHKHM OKpAIIMBAHUS B PAKOBOW TKAHU IO CPABHEHHIO
C TKAHBIO, HE SIBJIAIOLIENHCS] PAKOBOM.

96. Croco0 neueHHs  OHKOJIOTMYECKOrO — 3a00JIeBaHMs,  XapaKTEPU3YIOLIErocs
skcrpeccueit CD47, y cyObekTa, BKITFOYAIOIINI:

uneHTH(GUKAIMIO CyObeKTa KaK HMMEIOLIEro OHKOJOrH4Yeckoe 3abojeBaHue, KOTOpoe
xapakrepusyercs skcnpeccueit CD47; a Takke

BBEICHUE CYOBEKTY TepamneBTUYeCKH H(P(PEKTUBHOIO KOJHYECTBA HKPAHUPOBAHHOTO
aHTHTEA IO JIF00OMY M3 M. 55-84.

97. Criocob o m. 96, B KOTOPOM 3Tarl a) BKJIKOYAET:

1) mosyueHne pakoBOM TKAHU;, U

i1) obHapyxkenue CD47 B BBIIETICHHON PakOBOH TKaHH.

98. Cnoco0 ne4eHHs  OHKOJIOTHYECKOTO  3a00JIeBaHMS, XapaKTEPU3YIOIIErocs
skcnpeccueit CD47, y cyObekTa, BKITFOUAO LU

UIeHTH(PHUKAINI0 CyOBeKTa C TOBBIIIEHHBIMH YPOBHSAMH MH(HIBTpALlUH Makpodaros B
PAKOBOM TKaHU MO CPABHEHHUIO C TKAHBIO, HE SIBJIAIOLIEHCSA PAKOBOM; a TaKkKe

BBEICHUE CYOBEKTY TepameBTUYeCKH 3(PPEKTUBHOIO KOJIMYECTBA HKPAHHPOBAHHOTO
aHTHTEJNA TI0 JII00OMyY M3 M. 55-84.

99. Criocob 1o 1. 98, B KOTOPOM 3Tarl a) BKJIFOYAET:

1) monmyuyeHHe OT CyObeKTa PAaKOBOW TKaHM M OKPYXKAIOLIEH TKAaHU, HE SBISIOLIEHCS
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PakoBOH;

11) oOHapy>xeHne MakpodaroB B BbIIEJIEHHONH PAKOBOM TKaHU U B TKaHHU, HE SBIIIOLIEHCS
PaKoBOM, U

1i1) cpaBHEHHE KOJIMYECTBEHHON OLIEHKHM OKpAIIUBAHUS B PAKOBOW TKAHU IO CPABHEHHIO
C TKaHBIO, HE SIBJISIOIIENCS] pAKOBOM.

100. Cmoco6 mo m. 99, B KOTOPOM OKpallMBaHHWE MAakpodaroB MPOBOIAT C
UCIIONb30BaHUeM aHTurena nporus CD163.

101. Cnocob mo nmobomy u3 mm. 91-100, B KOTOPOM OHKOJIOTHYECKOe 3a00JieBaHUE,
xapaktepusymolneecst skcnpeccueri CD47, mpexncrabnser coOoi reMo0acTO3 WM COJUIHBIN
pak.

102. Cnocob mo mobdomy u3 mm. 91-101, B KOTOPOM OHKOJIOTHYECKOe 3a00JieBaHUE,
xapakTtepusymolneecst skcrpeccueii CD47, BbhIOpaHO W3 HEXOMKKUHCKOW jmMdombr, B-
maMpobnacTHOM TMMEPOMBI, B-KI€TOUHOr0o XpOHHYECKOT0 TUM(POLUTAPHOTO JEHK03a/TMM(POMBI
u3 MajblX JuM(QOIUTOB, cuHApoMa Puxrtepa, (GONIHKYIApHOH JUMQPOMBI, MHOKECTBEHHON
MHUEJIOMBI, MHENOPUOpPO3a, UCTUHHOH TMOJUIUTEMHH, T-KJIeTOYHOH JUM(OMBI  KOXH,
MOHOKJIOHAJIbHON raMMaraTuu HEYCTaHOBJICHHON STHOJIOTUU (MGUS),
muenoguciuiacTudeckoro cuuapoma (MDS), nMMyHOONACTHON KPYITHOKJIETOYHOH JTHUM(OMBI,
B-nmumdobnacTHoro neiiko3a w3 KIETOK-MPEIIIECTBEHHHKOB, OCTPOr0 MHEJIOHIHOTO JieHKo3a
(AML) 1 aHammacTU4eCcKOi KPYMHOKJIETOUYHON JIUM(OMBI.

103. Cnocob mo mobdomy u3 mm. 91-101, B KOTOPOM OHKOJIOTHYECKOe 3a00JieBaHUE,
xapakrepusymoleecst skcnpeccueli CD47, BoIOpaHO W3 paka JIETKUX, pakKa MOIKENyIOYHOH
JKeNe3bl, paka MOJIOUYHOH JKeJIe3bl, paka MEeueHH, paka sSIMYHUKA, paKa sIMUKa, paka MOYKH, paka
MOYEBOI'O My3bIps, paka MO3BOHOYHMKA, paka TOJOBHOTO MO3ra, paka INEHKH MAaTKH, paka
SHAOMETPHS, KOJIOPEKTAIBHOIO paka, paka aHaJbHOrO KaHaljla, paka IMHILIEBOA, Paka >KEITIHOro
My3bIpsA, paKa KeJyJOYHO-KUIIEYHOrO TPaKTa, paka >KeJyJKa, CApKOMBI, paka roJIOBbI U ILEH,
MEJIAaHOMBI, paKa KOXH, paka MpOCTaThl, paka runodusa, paka MaTKU, paka Blarajviina U paka
LIUTOBUAHON JKEJIE3bI.

104. Cnocob mo mobomy u3 mm. 91-101, B KOTOPOM OHKOJIOTHYECKOe 3a00JieBaHUE,
xapaktepusyromieecss  skcrpeccuein  CD47, BbhIOpaHO U3  paka JIETKHX, CapKOMBI,
KOJIOPEKTAJIbHOTO PaKa, paka TOJIOBBI M IIEH, paka SIMYHUKOB, PaKa IOKEYJOYHON JKENe3bl,
paka JeyyIka, MeJIAHOMBI M PaKa MOJIOYHOM KeJIe3bl.

105. Cnocob mo modomy mu3 . 91-104, B koropoMm antuteno npotus CD47 BBOIAT B
KOMOWHAIIMM € WHTUOWTOPOM MOJIEKYJIbI MMMYHHOH KOHTPOJBHOM TOYKH, BBIOPAHHOW H3
ogHoro mim Oojee u3 Oenka 3amporpaMMmupoBaHHOW cmeptu kietku 1 (PD-1), nuranma
3anporpamMmmupoBaHHoil cmeptu kietku 1(PD-L1), PD-L2, nurorokcuueckoro T-mumdount-
accouunpoBanHoro Oenka 4 (CTLA-4), OGenka 3, comep:Kamero JIOMeHbI T-KJIE€TOYHOTO
ummyHornoOynmuHa u  mynmHa (TIM-3), rema aktuBammm gumporuros 3 (LAG-3),
KapLMHOMO3MOPHUOHAJIPHON aHTUIeH3aBUCUMOI MoJeKkyJibl kinerouHoi aaresmn 1 (CEACAM-
1), CEACAM-5, V-IOMEHHOrO HMMYHOIJIOOYJHMHOBOTO CyIpeccopa aKTHBAaLUU T-KIIETOK

(VISTA), B- u T-numdouurtaproro arrenroaropa (BTLA), T-ki1eTo4HOro HMMyHOpELENTOpa C
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nomeHamu Ig u ITIM (TIGIT), ummyHOr100yIMHO-NIOAOOHOTO PeLEenTOpa, aCCOLUMUPOBAHHOTO €
netikouuramu (tuna 1) (LAIR1), CD160, 2B4 unn TGFR.

106. Cnoco6 mo mobomy u3 mm. 91-105, B xoropom antuteno nporus CD47 unu ero
AHTUT€HCBA3BIBAIOIIMN (parMeHT WIM SKPAHUPOBAHHOE AHTUTENIO BBOAST B KOMOHMHALIUU C
arOHUCTUYECKUM aHTHUTeNIoM npoTus CD40.

107. Cnocob mo m. 106, B KoTOpOM aroHucrudeckoe antuteno mporus CD40 mmeer
HH3KHUE YPOBHH (HYKO3WINPOBAHUS UIIH SBJIAETCS a(QyKO3MINPOBAHHBIM.

108. Cnocob mo mobomy u3 mm. 91-107, B koropom antuteno nporus CD47 wnu ero
AHTUTCHCBS3BIBAOIIMI ()PArMEHT BBOASAT B COUETAHHH C KOHBIOTATOM aHTHTEJIO-JIEKAPCTBEHHOE
cpenctBo (ADC), mpu sTtom antureno ADC crnenuduuecku CBS3bIBAETCS ¢ OEJIKOM, KOTOPBIM
SKCIPECCUPYETCs Ha BHEKJIETOYHON [MOBEPXHOCTU PAKOBOI KJIETKU U AHTUTENIO KOHBIOTHUPOBAHO
C COeMHEHHUEM JIMHKEP-JIeKapCTBEHHOE CPEACTBO, COAEPIKAIUM LIUTOTOKCUYECKUI areHT.

109. Cnocob mo m. 108, B KOTOPOM LIMTOTOKCUYECKHH areHT MPENCTaBIsieT COOOH
aypHUCTaTHH.

110. Croco6 mo m. 109, B kotopoM anTuUTeN0 ADC KOHBIOTHPOBAHO C COCTUHEHHUEM
JMHKEP-JIEKapCTBEHHOE CPEACTBO, BBIOPAHHBIM M3 TIpymmbl, cocrosimedd u3 veMMAE wu
mcMMAF.

111. Cnmocob6 mo mobomy m3 mm. 91-110, B KOTOPOM S5KpaHHUPOBAHHOE AHTUTEIIO
COIEPIKUT, MO MEHBbLIEH Mepe, OJWH 3KPAHUPYIOLIMM JOMEH, COAEP>KALMUNA MPUTOAHBIA IJIs
paclienyeHys NpoTea3ol JUHKEP, OTIMYAKOLINKICA TeM, YTO MPUTOAHBIN AN paclleIyIeHUs
IIPOTEAa30i IMHKEP PACILEIIISIETCs] B MUKPOOKPYKEHUH OMyXOJIH.

112. Cnoco6 mo n. 111, B KOTOpOM nocie paciieryieHns NPUroJHOrO JJIsl PACIleIUIeHUs
NpoTea3ol JIMHKepa B MUKPOOKPYKEHHUHU OIMYXOJM SKPAHUPYIOLIMH TOMEH BBICBOOOXKIAETCS U3
anturena npotuB CD47 uiu ero aHTUreHCBS3BIBAOIIETO (PparMeHTa.

113. Cnoco6 mo m. 111 mymm . 112, B KOTOPOM NPUTOAHBIN AT pACIIEIUIEH s TPOTea30H
JIUHKEP COAEPKUT aMUHOKHUCIOTHYIO nocienoatenbHocth IPVSLRSG (SEQ ID NO: 73) unu
GPLGVR (SEQ ID NO: 57).

114. Cnocob mo smobomy m3 mm. 111-113, B KOTOPOM NPUTOAHBINA Ui PaCLICTIICHUS
MPOTEA30i JIUHKEP COAEPKUT CalT pacueruieHus MMIT

115. Cnocob mo m. 114, B kotopoMm cailiT pacuieruieHust MMII BeiOpaH W3 TpymIbl,
cocroslen U3 canta pacimemienus MMII2, caiita pacmennenus MMII7, calita paciuenyieHus
MMIIO u caiita pacwennenus MMII13.

116. Crocod mo mobomy u3 nm. 111-115, B koTOpOM mocie BICBOOOKIEHHS aHTHTENA
nporuB CD47 wnu ero anTureHcmszbiBaromero gparmenta, anrurteno nporus CD47 wnm ero
AHTUTeHCBS3BIBAIOIINN ()ParMEHT UMEIOT (PParMeHT U3 AMHHOKHCIIOTHBIX OCTATKOB MPUTOIHOTO
JUIs1 paclleryieHys IpoTea3oil IMHKepa.

117. Cnoco6 mo m. 116, B koTOpoM (pparMeHT M3 aMHHOKHCIOTHBIX OCTAaTKOB CaiTa
paciieruienus coaepskut nocnenosareabHocTh LRSG, SG unu VR Ha N-koHLEe aHTUTENA.

118. Cmoco6 mno mobomy wu3 mm 111-117, B KOTOpOM mocie paciieruieHuss B

MHUKPOOKPY>KE€HHHM ONyXOoJu BbicBOOOamBIIeecs aHTureno mnpotus CD47 wumm  ero
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AaHTUTeHCBS3BIBAOIINN (pparmeHT cBs3biBatoTCs ¢ CD47 ¢ apdurHOCTBIO, MO MEHBIIEH Mepe, B
okosio 100 pa3 Gonee BbICOKOH, ueM ahPUHHOCTb 3KPaHUPOBAHHOTO aHTuTeNa rpotus CD47.

119. Cmocob6 mo mobomy u3 mm. 111-117, B kOoTOpOM moOCie pacIIeruieHus B
MHUKPOOKPY>KE€HHM ONyXOJu BbIcBOOOauBIIeecs aHtureno mnporuB CD47 wmm  ero
aHTUreHCBsA3BIBAOIINN PparmeHT cBsspiBaeTcst ¢ CD47 ¢ apdunHOCTBIO, MO MEHbLIEH Mepe, OT
okono 200 pa3 mo oxomo 1500 pa3 Ooxnee BbICOKOH, yeM adPUHHOCTH SKPaHHPOBAHHOIO
antureno k CD47.

120. Cnioco6 no modomy u3 nm. 36-51 u nm. 91-119, B koTopom antuteno npotus CD47
WIA €ro aHTUTeHCBs3bBalOIUN (parmeHT wiu  antuteno mnpotuB CD47 wmm  ero
AHTUTCHCBS3BIBAIOIIMKA  (pAarMEHT HKPAHUPOBAHHOIO AHTUTENA TMPOSBISIFOT MOHMKEHHYIO
reMarrJroTHHALMIO in Vilro Mo CpaBHEHUIO C UX UCXOAHBIM aHTUTesaoM npotus CD47.

121. Croco® no 1. 120, B KOTOPOM HCXOAHOE aHTUTENO NpeAcTaBisieT codoi Ab47.

122. Cnocob mo mobomy u3 nm. 36-51 u nmm. 91-121, B KOTOPOM BBEIEHHE AHTHUTENA
nporus CD47 win 5KpaHUPOBAHHOTO AHTHUTENA HE BBI3bIBACT T€MATTIIIOTHHALIMIO Y CyOBeKTa.

123. Cnocob o modomy u3 nm. 36-51 u . 91-122, B koTopom antuteno npotus CD47
WM 3KPaHHPOBAHHOE aHTUTEJIO BBI3BIBAET AIONTO3 KIETOK, 3Kcrpeccupyromux CD47 in vitro
W/WjH in vivo.

124. Crmocod® mo m. 123, B kotopoM antuteno npotuB CD47 umm 3KpaHHpPOBAHHOE
AHTHUTEJIO BBI3bIBAET ANONTO3 KJIETOK, 3kcrnpeccupyroumx CD47 in vivo.

125. Cnocob mo m. 124, B KOTOpOM KJIeTKH, dkcnpeccupyomue CD47, npeacrapisior
co0O0i1 paKOBbIE KIIETKH.

ITo noeBepennocTn



Mu BeH1Z vH

Hu IGHV3-23/HJ4
hvHL

hvHZ

hwH3

(DR no Kabary

1MGT CDEs

Mu B6&H1Z vH

Hu IGHV3-23/HJ4
hvHL

hvHZ

hvH3

(DR no Kabary

IMGT CDRs

Mu B6H12 wH

Hu IGHV3-48/HJ4
hvH4

(DR no Kabaty

IMGT CDRs

Mu B&H1Z2 wvH

Hu 1GHV3-48/HJ4
hvH4

(DR no Kabary 3

IMGT CDRs

10 20 30 40 50 60
PR e o e T I e e I [ IR [
EVOLVESGGDLVKPGGSLKLSCAASGETFSGYGMSWVROTPDKRLEWVATITSGGTYTYYPDSVKGRETT
EVOLLESGGEGELVYOPGGESLRLSCAASGFTFSSYAMSWVRDAPGKGLEWYSAT SGEGESTYYADSVKGRETT
EVOLLESGGGLVOPGGSLRLSCAASGETFSGYGMSWY ROQAPGKRLEWVAT ITSGETYTYYPDSVEKGRETL
EVOLLESGGGLVOPGGSLRLSCAASGETFS S YAMSWVROAPGKGLEWVAT ITSGETYTYYADSVEGRETL
EVOLLESGCCLVOPGOSLRLECAASCETFSSYAMEWVRDAPCKCLEWVATITSGETYTYYADSVEGRFTI

de ek ke ke de e ke ke e ko ok ke ke ok ke ok ke ke
bbbt Fhbbbtt
70 a0 30 100 110

Jovanleses]vveence [vasalaveelonvi]vvans lovealoas

SRDNAKNTLYLOQIDELKEEDTAIYFCARSLAGNAMDYWSQGTSVIVES (2EQ ID NO: 1)

SRONSKNTLYLOMNSLRAEDTAVYYCAK-—-—— YFDYWGQGTLYVIVSS (SEQ ID NO: 88)

SEONSKENTLYLCMNS LRAEDTALYFCARSIAGNAMDYWSQGTLYVIVES (SEQ 1D NO: 3)

SRDNSKNTLYLCMNSLRAEDTAVYFCARSLAGNAMDYWGQGTLVTVSS (3EQ ID NO: 4)
(‘ =

SRONSKNTLYLGINSLRAEDTAVYFCARSLAGNAMDYWGQGTLVTVSS (SEQ ID NO:
R EEEEEEE]
bttt bbbt
10 20 30 40 50 &0

P L e T e L e e [ I [ e
EVOQLVESGGDLVEPGGSLEKLICAASGETESGYCMSWVRQTPDKRLEWVAT ITSGCTYTYYPDSVKGRETI
EVQOLVESGGCLVQPGGSLRLSCAASCEFTFS SYEMNWVROAPCGKCLEWVEYISSSGSTIYYADSVKGRETT
EVRQLVESGGGLVQPGGSLRLECAASGFTFSSYGMNWYRDAPGKGLEWVATITSGETY IYYADSVKGRETT

*k kK ok hkkhhkhk ok hkhkohdohkkokkkk
bbb Fobbb b
70 80 S0 100 110
I e T L e L T
SRDNAKNTLYLQIDSLKSEDTAIYFCARSLAGNAMDYWGOGTSVIVSS (SEQ ID NC: 1)
SRONAKNSLYLGMNS LRAEDTAVYY CAR————— YEDYWGQGTLVIVSS (SEQ 1D NO: 83)
SRDNAKNSLYLOMNS LRAEDTAVYYCARSLAGNAMDYWSQGTLVIVSS (SEQ ID NO: 8)

ek ek ke ok ok ke ke

s

dur. 1B

04/l

8C6C95



Mu BEH12 wvH

Hu IGHV3-66/HJ4
hvHS

(DR na Kabary

IMGT CDRs

Mu B€éHlz wvH

Hu ICHV3-66/HJ4
hvHS

(DR na Kabary

IMCT CCRs

Mu BE&H1Z wH

Hu IGHV3-74/HJ4
hvHé

CDR no Kabary

[MGT CDRs

Mu BEH12 vH

Hu LGHV3-74/HJ4
hvH6E

(DR noKabary

IMGT CDRs

10 20 30 &0
B e T T B B I I RS R B I e
EVQLVESGGDLVEPGGS LKLSCAASGFTFSGYGMSWVRQTPDRKRLEWVATITSGGTYTYYPDSVKGRETI
EVOLVESGGGLVOPGGSLRLECAASGETVESNYMSWVRQAPGRKGLEWYSVIYSGGES~TYYADSVEGRET L
EVOLVESGGGLVOPGGSLRLSCAASGFTEFSGYCGMSWVROAPCGKGLEWVAT ITSGETYTYYADSVKGRETL

138
(]
o
L

Hk ke A doode kokoodk de ok kb e de e e ke ke R ke
+HHEEHHE bttt
70 80 90 1060 110

I L I I L | .

SRDNAKNTLYLOIDSLKSEDTALYFCARSLAGNAMDYWGQGTSVIVES (SEQ ID NO: 1)

SRDNSENTLYLOMNSLRAEDTAVYYCAR-———— YEDYWCQOTLVIVSE (SEQ ID NO: 90)

SRDNSKNTLYLQINSLRAEDTAVYYCARSLAGNAMDYWGQGTLYTVSS (SEQ 1D NO: 7)
ok ke ke o e ok ok

ettt bttt

dur. 1C

10 20 30 40 50 60
B R R T T B R I L e I I B R R
EVQLVESGGDLVRPGGSLKLSCAASGETFSGYGMSWYRQTPDKRLEWVATITSGCGTYTYYPDSVKGRETT
EVQLVESGGGLVQPGGSLRLECAASGFTFS SYWMHWYRQAPGKGLVWYSRINSDGS STEYADSVKGRETT
EVQLVESCGCLVQPCGOSLELSCAASGETES Y CMHWVROAPCKGLYVWYAT LTSCCTYTSYADSVKCGRETL

LR ek ok ok ok ok ok ok ke A ke e ok ko ok
HHtbtt bttt
70 80 90 100 110

| [T R E I IR N IS I IO R

SEDNAKNTLYLQIDSLEKSEDTALYFCARSLAGNAMDYWGQGTSVIVES

[SEQ ID NO: 1)
SEDNAENT LY LOMNS LEARDTAVY Y CAR~ — -~ YEDYWGQGTLVIVSES (SEQ LD NO: 91)
SRDNAKNTLYLOMNSLRAEDTAVYYCARSLAGNAMDYWGOGTLVIVSS (SEQ ID NO: 8)
dek ok ke ke k ok ke ok

Fhtbb bt

dur, 1D

96/¢



hvH1
hvH2
hvH3
hvH4
hvHS
hvHéE
CDR no Kabary
IMGT CLCRs

hvH1
hvHZ
hvH3
hvH4
hvHS
hvHe
(DR no Kabary
IMGT CCRs

hBeH12.3 vH
Mu BEH1Z vH
Ab4T wH

CDR no Kabary
IMGT CLCRs

hB6H12.3 wH
Mu BEH1Z2 wH
Ab47 vH

(DR no Kabary
IMGT CDRs

13 20 30 44 50 60
B L L e e T T R I I I, T Y
EVOLLESGGGLVOPGGSLRLSCAASGFTFS GYGMSWYRQAPGKRLEWVATITSGGTYTYYPDSVKGRETI
EVvOLLESGGGLYQPOGSLRLESCAASCGET S SYAMBWVROAF CKGLEWVATITSCCTYTYYADSVKGRET L
EVQLLESGGGLVOPGGSLRLSCAASGETEFS SYAMSWVROAPGKGLEWVATITSGGTYTYYADSVEGRETL
EVQLVESGGGLVOPGES LELSCAASGETES SYGMNWVEDAPGKGLEWVATITSGETY LY YADSVKGRETL
EVOLVESGGGLVOPGGSLRLSCAASGFTFS GYGMSWYRQAPGKGLEWVATITSGGTYTYYADSVKGRETI
EVOLVESGOCLYOPCGSLRLESCAASCETES SYGMHWVROAP GRGLVWVATITSGCTYTSYADSVKGRETL
kkkok ok ke e e e ke ok ok ke ek ek e ke e

e bttt

70 80 90 100 110

S e | [ |
SRDNSKNTLYLOMNSLRAEDTAIYFCARSLAGNAMDYWGQGTLVIVSS (SEQ ID NO:
SRONSKNTLYLOMNSLRAEDTAVYFCARSLACGNAMDYWGQGTLVIVSESE (SEQ ID NO:
SEONSKNTLYLQINSLEAEDTAVYFCARSLAGNAMDYWGQGTLVIVSES (SEQ 1D NO:
SEDNAKNSLYLOMNSLRAEDTAVYYCARSLAGNAMDYWGQOTLVIVSES (SEQ ID NO:
SRDONSKNTLYLCINSLRAEDTAVYYCARSLAGNAMDYWGQCTLVIVSE (SEQ ID NO:
SRDNAKNTLY LOMNSLEAEDTAVYYCARSLAGNAMDYWGQGTLVIVSS (SEQ ID NO:

Hok ok ko ke K

ettt

[saR S B WL S N

dur. 1E

10 20 30 40 50 &0

B e T T I I Y T T I S L I

{hvHl) EVQLLESGGCLVQPCGSLRLSCAASGETFSGYCMSWVRQAPCKRLEWVATITSCCTYTY YPDSVKGRETL
EVQLVESGGDLVKPGGSLKLSCAASGETFSGYCGMSWVRQTPDKRLEWVATITSGGTYTYYPDSVKGRETT
EVQLVESGGGLVOPGGSLRLECAASGH T FSGYGMEWVROAPGKGLEWVAT LTS GGTYTYYPDSVKGRET L

de ok Kk ko *okokdk ke ok ok ok ok ok ok ok ok ok ok
bt ettt
70 860 90 100 116

lvvoodleenilonnnen I B e I E R I

(hvH1) SRDNSKENTLYLQMNSLRAEDTALIYFCARSLAGNAMDYWGQGTLVIVSS (SEQ LD ND: 3)
SEDNAKNTLYLQIDSLKSEDTAIYFCARSLAGNAMDYWGOGTSVIVSES (SEQ ID NO: 1)
SRDNAKNALYLOMNSLRAEDTAVYYCARSLAGCNAMDYWCQCTLVIVSS (SEQ ID NO: 2)

ek e ek ok ke ok

S T

dur. 1F

96/€



Mu BEH1Z vK

Hu IGKV6-21/KJ2Z
hvKl

hvK2

hvK3

(DR no Kabary

IMGT CCRs

Mu BEH12 vK

Hu IGEV6-21/KJ2
hvKl

hvK2

hvK3

CDR no Ka6ary

IMGT CDRs

Mu B6H12 vK

Hu 1GKV1-27/KJ2
hvK4

(DR no Kabary

IMGT CDRs

Mu BEH1Z2 wvK

Hu IGEV1-27/KJ2
hvK4

(DR no Kabary

IMCT CDRs

10 20 30 40 50 &0 70

B B T T I T E T B e e T T I I
DIVMIQSPATLSVIPGDRVSLECRASOTISDY LHWY QOKSHESPRLLIKFASQSISGIPSRFSGSGEGSD
EIVLTOSPDECSVIPKERVTITCRASCSIGSSLHWY CORPDQSPELLIKYASCSISGVPSRFSGEGEGTD
EIVMTOSPDEFCSVIFREKVTLTCRASCTISDYLHWYQQRPDQEPKLLIKFASQSTS3CVPSRFSGSGSGTD
EIVMIQSPDFOSVIPRKEKVT LTCRASOTISDY LHWY QQKPDOSPKLLIKFASQSISGVPSRFSGSGSGTD
EIVMIQSPDFOSVIPREKVTLTCRASOTISDY LHWY QOKPDOSPKLLIKFASQSISGVPSRFSG5GSGSD

ok ok ko ok ok ke ke ke *okodkok ok k&
ettt +4+
80C 90 100

B R S I R KIS I R
FTLSINSVEPEDVGVYYCONGHGFPRTFGGEGETKLEIKR (SEQ ID NO:

Ko

)
FILTINSLEAEDAATYYCHQSSSLP-TFGCGTKLELIKR (SEQ 1D NO: $2)
FTLTINSLEAEDAAVYYCONGHGEFPRTFGQGTKLEIKR (SEQ ID NO: 11)
FILTINSLEAEDAATYYCONGHGEFPRIFGOGTKLELIKR (SEQ ID NO: 12)
FTLTINSLEAEDAATYYCONGHGEFFRTFGCGTKLEIKE (SEQ ID NO: 13)
ek ke ke ek ok ok
+++++++++
10 20 30 40 50 &0 70

R e I T I T T [ L e L I I I I AT R

DIVMIQSPATLSVIPGDRYELECRASQTISDY LHWYQQKSHESPRLLIKFASQSISGIPSRFSGEGSGSD
DIQMIQSPSSLSASVGDRYI LT CRASQGLENY LAWY QQKPGKVPKLLLIYAASTLOSCGVPSRISGSGSGTD
DIOMTOSPSSLSASVGDRVILTCRASOTISNY LAWY QQKPGKVPKLLIKFASTLOSGVPSRFSGSGSGSD

&k ok ok ok b ok ok b ke e heke ok ok ok ok
ottt e+
80 50 100

PR I RN R TS R IR R

FILSINSVEPEDVGVYYCONGHGEPRTFGGGTKLELKR (SEQ 1D NO: &)

FTLTISSLOPEDVATYYCOKYNSAP-TFGCGTKLEIKR (SEQ ID NO: 93)

FILTLISSLOPEDVATYYCONGHGEPRIFGOGTKLELKR (SEQ LD NO: 14)
dokok ke ok ok ko

ottt

dur. 1H

OS/y



hvKL
hvKz2
hvK3
hvK4

(DR no Kabaty
IMGT CDRs

hvKl
hvK2
hwvK3
hvK4

(DR no Kataty
IMGT CDRs

hBEH12.3 vK
Mu BEHL2 vK
Ak4T vK

(DR no Kataty
IMGT CDRs

hB6H12.3 vK
Mu BEHLZ2 wK
Ab47 K

(DR no Kabary
IMGT CDRs

L0 20 30 40 50 60 70
e T T B e e L B R I T T B I
EIVMTQRSPDEQSYIPKEKVILTCRASQTIS DY LHWY QOKPDQEPKLLIKFASQSTISGVPSRIFSGSGSGTD
EIVMTOSPDEQSVIPKERKVILTCRASQTISCY LHWYQQKPDOSPEKLLIKFASQSISGVPSRIFSGSGEGTD
EIVMTOSPDEFOSVIPRERVTLTCRASOTISCY LHWYQOKPDOSPKLLIKFASQST SGVPSRFSGSGEGSED
DIQMTQOSPSSLEASVGDRVILTCRASQTISNY LAWY QOKPGKVPKLLIKFASTLYSGVPSRFSGSGEGSED

A ke ke ke ke ke ke ok ok ok ok ook ok ok ok ok ok
ottt 4
80 90 100

N N e T T T

FTLTINSLEAEDARVYYCONGHCFPRTFGQGTKLEIKR (SEQ ID NO: 11)
FILTINSLEAEDAATYYCQNGHGFPRTFGQGTKLEIKR (SEQ ID NO: 12)
FILTINSLEAEDAATYYCONGHCEFPRIFCQGTKLELKR (SEQ LD NO: 13)
FTLTISSLQPECVATYYCONGHGFPRTEFGQGTKLEIKR (SEQ ID NO: 14)

dedke b e ke keoke ke

B

dur. 11

10 20 30 40 50 60 70
A I NN TR P I RO I B N Y I T B

{hvK3) EIVMIQSPDFQSVIPKEKVILTCRASCTISDYLHWYQOKPDOSPKLLIKFASCSISCVPSRESGEGIGED
DIVMTQSPATLSVIPGDRVSLSCRASQTISDY LHWYQQKSHESPRLLIKFASQSISGIPSRESGSGSGSD
ELVLTQSPATLSLSPCERATLSCRASQTLSDY LHWYQQKPCOQAPRLLLIKEASQSLSCGLPARESGSGIGTD

EEE R R TR R okokok A ok ok
e 4t
80 80 100

O L [ T [ I T e

{hvK3) FTLTINSLEAEDAATYYCQONGHGEPRTEFGQCTKLEIKR (SEQ ID NC: 13}
FILSINSVEPEDVGVYYCONGHGEPRTEGGCTKLELKR (SEQ 1D NC: 9)
FTLTISSLEPEDFAVYYCONGHGEFPRTFGQGTKVEIKR (SEQ ID NC: 10)

de ke ke ke ok ok b ok ok

bttt

dur. 1J

96/G



15

05

KD (HM)

‘mB6H12
| Ab47

1.2
0.5

'hB6H12-1
'hBBH12-2
hB6H12-3
hB6H12-4

09
0.9

0.9

hB6H12-17
hB6H12-18
hB6H12-19
hB6H12-20

1.1
1.3
1.8

h0O0

HC

dur. 2A

96/9



)

~ EC50 (M

CpepHsan EC50 (nM)

' mBBH12 37
| Ab47 16
hB6H12-1 30
hB6H12-2 30
hB6H12-3 31
hB6H12-4 24
hB6H12-17 43
hB6H12-18 38
hB6H12-19 55
hB6H12-20 56

94/.
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MornoweHue (A450 Hm)

o
(&)
1

0.0+
0.001

0.01

8/96

MDA hCD47

0.1 1 10
KonueHTpaums (HM)

dur. 2C

100

IR N

1000

Ab4d7
hB6H12.3
hBE6H12.4
hB6H12.19
hB6H12.20
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9/56

¥ bes Bo3gencTsus
s Ab47

® hB6H12.3

= hB6H12.4

¢ hB6H12.19
< hB6H12.20

bes BO3encTBnA

01 1 1 10
KoHu. aHTUTENA MKI/MN

dur. 3A

daroynTo3 IPUTPOLUTOB

“Ab47  hBBH12.3

our. 3B
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10/56

0.1

0.03

0.01

MKF/MI

FemarrnioTUHUpYolulaa AKTUBHOCTb

* Ab47
s hB6H12-3

¥ Rrrererereelfferees

0 0001003 01 03 1 3 10
KoHu. aHTUTENa MKI/MN

odur. 4B



KpaTHOCTb MO CpaBHEHHIo C (DOHOMBbLIMM

KpaTHOCTb MO cpaBHeHMto ¢ (hOHOMBLIMIA

11/56

AktnBHocTb FcyRI B NFAT nuHum Jurkat

4
O mB6H12 ®
> Ab47 ‘
-+ hB6H12.3
2_
14 O
......................... ..
0.5 . . : .
(.0001 0.001 0.01 0.1 1
KoHu, aHTuTEena mkr/mn
dur. 5A
AktuBHocTb FcyRI B NFAT nuHuu Jurkat
8,
B mB6H12
<% Ab47
4. * hB6H12.3
2
1_
5 T T T T 1
.0001 0.001 0.01 0.1 1 10

KoHLy. aHT1TENa MKr/MN

dur. 5B



KpaTHOCTb MO CpaBHEHWH C POHOBEIMUTIOHOM

12/56

AkTuBHoCcTb FcyRlia-H B NFAT nuHuum Jurkat

8
5
E=a
= T mB6H12
2 & Ab47
5 4 hB6H12.3 -
° S R ¢
=
o 20;
®
&
2
5
& 0 , , , , _ :
0 .001 .01 N 1 10
KoHy,. aHTuTena Mkr/mn
dur. 6A
Mepenava curHana FcyRII
32
164 B mB6H12
< Ab47
g8/ = hB6H12.3
®
4
1 i . 1 ---------------- RS 5 SRR ... R
0.0001 0.001 0.01 0.1 1 10

KoHU. aHTuTena Mkr/mn

dur. 6B
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CD86 Ha Makpodarax, accolyumpoBaHHbIX C OMyXOnbio

CpepnHas WHTeHcuBHOCTL PniyopecueHumn
o
o
2

600+
400+ \
L
2004 Nk
-\\
bes Bo3pelcTBMA Ab47 hB6H12.3
dur. 7A

= MHCII Ha Makpodbarax, accoLUUUpOBaHHLIX C ONYyXOnbio
= 5005
X
@L
o
w0
S 400
>
[
=5
= 300+
3
€I
o
=
£ 200
hOh]
£
=
% 100+
(=3
=4
© 0 ;

bes BosgeiicTBHA Ab47 hB&H12.3
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hB6H12.3

Ab47

dur. 7C
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6000+

5000

4000+

3000+
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20001
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Ab47 hB6H12.3

bes Bo3geicTena

dur. 7D
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= AxtnBHocTb FcyRI B NFAT nuHum Jurkat
= <+ hB6H12.3

§ -+ 5F9 higG1

3 « 5F9 1gG4 ~

S 21 @ cc-e0002

S :

= :

T 14 Bl ;3 R Y SR 1 O, B

2

2

8

=

g 0.5 4 T T 1
> 0.0001 0.001 0.01 0.1 1

KoHu. aHTUTEna MKr/mn

dur. 8A

AktuBHocTb FcyRI B NFAT nuHuu Jurkat — ASK® AKTUBHOCTbL

3 81+ hBEH12.3

ﬁ- © h5F9 IgG1

£ © h5F9 IgG4

= 4] © CC-90002

= N

=

(9] N

o 2 B

= N

S 1 ' S BN \

(4]

2

£

8 05 ———— T ——rrr————— e —————rm
% 0.0001 0.001 0.01 0.1 1 10
& KoHU. aHTuTEena MKr/mn

dur. 8B



NH®Y nr/mn

40-

Makc. NpoueHT Jluanuca

AHanus nogaBneHus cekpeumn T-knetkamm MHODOy

6000

5000+

4000+

3000+

2000+

1000+

0

20;

16/56

NK-onocpegoBaHHasa A3KLl akTMuBHOCTb

+ hB6H12.3
© 5F9 IgG1

o 5F9 IgG4
CC-90002

o P v
P R e ‘t
S N3 R ; N Y i SRR

-Bea sozgeiicrens hB6H12.3  5F9 IgG1

0 .001 .01 .1 1 10
MKr/Mn

dur. 8C

5F91gG4 CC-90002

dur. 8D
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l'eomeTpuueckoe CpenHee (CH

Knetkm SW780

(o~
(=]
S
=]
o
1

20000+

SR RN RE N

0.0000.0010.01 01 1 10 100 100010000

AnTuTEeno (HM)

dur. 10

Vel-IPV-hB6H12.3
Vel-IPV-hB6H12.4
Vel-IPV-hB6H12.19
Vel-IPV-hB6H12.20
Pacwennérroe Vel-IPV-hB6H12.3
Pacuenénioe Vel-IPV-hB6H12.4
Pacwennéroe Vel-|PV-hB6H12.19
Pacwennéroe Vel-IPV-hB6H12.20

06/81



Knetkm SW780

100000+
g
=
S 80000+
8 -~ hB6H12.3
€ 60000+ -~ parmeHT IPV-hB6H12.3
< -~ Ab47
% 40000+ = Vel -IPV-hB6H12.3
z -# - Pacuennénoe Vel-IPV-hB6H12.3
5 20000
=
o
0-

0.001 0.01 041 1 10 100 1000 10000
AHTuTeno (HM)

dur. 11

0G/6)



l'eomeTpuueckoe CpeaHee (CUD)

SpuUTpoLUTbI YenoBeka

200001

15000+

10000+

5000+

0.001 0.01

0.1

-0~
—
-

i

1 10 100 1000 10000
AxTuTeno (HM)

dur, 12

-

hB6H12.3

thparmeHT IPV-hB6H12.3
Ab47

Vel-IPV-hB6H12.3
Pacwennéroe Vel-IPV-hB6H12.3

96/0¢



—

lNornoweHue (A450 HM)
o

(e}
o
1

o
(&3
1

0.001

0.01

UDA hCD47

0.1 1 10
KoHueHTpauusa (HM)

=-4 -% hB6H12.3

100

-= Vel-IPV-hB6H12.3
-B- Paueménoe Vel-IPV-hBO6H12.3

1000

dur. 13

94/1¢



22/36

UDA hCD47
2.57 e hB6H12.3
s -= hB6H12.3 G91A
T 2.0-
o -+ Ab47
w0
ﬁ-
< 1.5-
O
=
S 1.0-
& 1.
=
S 0.54
=
0.0+
0.001  0.01 0.1 1 10 100 1000
KoHueHTpauusa (HM)
dur. 14

Knetku SW780

200000 -
o Ab47 GI1A
1500001 o 1B6H12.3

& hB6H12.3 G91A
100000 -

50000+~

CN® (FreomeTtpuueckoe CpegHee)

0- TTTITATT YT

0.001 0.01 0.1 1 10 100 1000
HM

dur. 15



23/96

ApUTPOLUTLI

8 500000-
5 -~ Ab47
3 4000091 —e- Ab47 GO1A ;
L L
3 300000- -+ hB6H12.3
3 -&- hB6H12.3 G91A 3
2 200000+
O
=
o 100000+
=
o

0-

0.001 0.01 0.1 1 10 100 1000

HM

dur. 16



1000

800

600

400+

200+

Cpepanuin Obbem Onyxonu (mMm?®

24/36

L428 Mogens Onyxonu Jlumdombl

@ bes Bo3aeicTeus

<+ Ab47 (10 mr/kr)
B Vel-IPV-hB6H12.3 10 mMr/kr
¥ Vel-IPV-hB6H12.3 1 mr/kr
+ hB6H12.3 10 mr/kr
# hB6H12.3 1 Mr/kr

-
-

-
-

- -
- -
s -

— i—a—a—a—=8
9 12 15 19 23 28 33 37 4

—_—

[Hu UccneposaHus

dur. 17A

L-428

Makpodar Meiwwm (aetekuus ¢ nomolsto F4/80)

dur. 17B

2



25/36

Detroit562 (KceHoTpaHcnnaHtatHaa Mogenb Paka Nonosbi u Len)

800
‘g @ bes Bo3gelicTBug
2 B Ab47
= goo{ ¢ hB6H12.3 e
8 ¢ Vel-IPV-hB6H12.3
> “*."";”
& Oosa: 5 Mr/kr
s Cxema BBeeHUA [03:
& (4 nosbl kaxable 4 axst) .
=
: 200
g. Q\MQW‘“\“M
U SRR S R TS X EEEEACEE A (e rorens s
0 j 4 T

10 15 21 26 31 35
[Hn UccnenoBanus

dur. 18A

Detroit 562

Makpodbar Mbiwwu (aeTekuus ¢ nomouisto F4/80)

dur. 18B



Cpepnnuit O6vem Onyxonu (Mm®)

1200
1100
1000
900
800
700
600
500
400
300
200
100

26/96

SUDHLS8 (KceHoTpaHcnnaHTaTHans Mogene Jlumcpombi)

QRN

—e— be3 BoafeicTaus
——hB6H12.3 5 mr/kr
~ge\el-IPV-hB6H12.3 § mr/kr
@@ Abd7 & mMrlkr

Cxema BBe[jeHHs [03:
B/0 g4dx4
§ %\““%\\n&\ (4 posbl kaxaple 4 aHA)
o \\.\"\ﬁ : .

15 20 25 30 35 40 45

[OHn NccnegosaHus

dur. 18C

SUDHLS8

dwur. 18D



CpegHuit O6bem Onyxonu (Mm*)

27136

HT1080 (KceHoTpaHcnnantaTHass Mogenb ®ubpocapkomel)

900,

bea Bo3neicTRUS
8001 Ab47
700{ * hB6H12.3
600- < VEL-IPV-hB6H12.3
5001
4001
300
200;
Cxema BBeeHMA [103:

100; B/6 qddx4

0 (4 nosbl kaxpie 4 gHA)

5 9 12 16 19 22

[OHu WccnegoBaHus

dur. 19A

HT1080

Makpodbar Mbitum (neTekums ¢ nomotsto F4/80)

dur. 19B



28/36

HEPG2 (KceHoTpaHcnnaHTaTtHaa Mogens lNeyeHouHokneTouHoro Paka)

§ 9007 o pes BO3AENCTBIS

£ 800{ @ Ab47 )

s + hB6H12.3

§ 7001 & Vel-IPv-nBeH12.3 o

£ 600

@) ]

% 500

& 400;

O 300

¥

T 2001 s Cxema BBE[IeHUS [103:

g 100] & /6 qddx4

8- 0 (4 no3bl kangete 4 aHs)
22 26 28 30 32

[Hn NccnepoBaHua

dur. 19C

HepG2

m : SRR R

Makpodpar Meiwm (aeTekuua ¢ nomotysto F4/80)

dur. 19D



CpenHuin O6bem Onyxonu (Mm3)

900,
800+
700
600+
500+
400
3004
200
100+

Mopens HEPG2

@ be3s Bo3aeAcTBMs

% Ab47

4 anti-Ag1-MMAE

<+ Ab47 + aHtn-Ag1-MMAE

0/6 TMonHwit OTBET

werr% 016 Nonneitt OteET
- 0/6 MonHeiit OTeeT

2/6 MonHbiit OTBeT

15 19 22 26 29

[Hu NccneposaHua

dur. 20

96/6¢



Fleometpuyeckoe CpegHee (CUD)

darounTapHbeln Iugekc

30/56

HT-2 (T-KneTku MbiLln)

2000001 -+ mIAP

150000

100000+

251

20+

151

104

50000

< Vel-IPV-mIAP
&~ PacuiennénHoe Vel

> 2000 HM

P

B Orrerer
0.01 0.1 1 10 100 1000 10000

AHtuTeno (HM)

dur. 21A

daroynTtos ApUTpoLUnUTOB

*
L4
sl I

Bes BosgencTena mIAP Vel-IPV-mIAP

dur. 21B



1400-

1200+

1000+

10°3/mkn

6001

400

200+

CymmapHble AHTuTena (Mmkr/mn)

800+

31/56

TpombGouuTbI Mbiln

Y
\
\
X
\ o8
X o
\ &
kY & )
\\ -©- bes Bo3encTBUS
AN &
kY R
%4\\\\\\\\\\\\\\\\\\6:“ < mIAP301 (1 0 mr/ KI')

-+ Vel-IPV-mIAP301 (10 mr/kr)

4 12 24 48 72 96
Yacol Nocne [Josbl

dur. 22A

®K aHanus3 ¢ ICNonb3oBaHUEM MbILWWHON Moaenu

1 0 7 §
3 \\\\ X
\ g\\\\\\\\\\\m
. —~
M&‘“‘*‘“\\\\\
& M\\\&M\\\m«w\\\“
\s.\\\\\\\\\\\\\\ \@
1
- mlAP301, ' 1mr/kr
% Vel-IPV-mIAP301, 1Mr/kr
.
LOQ
G - 1 L] ] ] E L}
0 2 4 6 8

Bpems (JHu)

odur. 22B



1026/mKkn

15;

—_
Q@

.

CPEOHWW OBBEM OMYXONW (mm?)

bes Bo3aeicTBUA

32/36

KonuyectBo 3putpoumnTtoB

Vel-IPV

Bosgeincrteue

dur. 23A

A20 (numdoma)

1200 <) bes Bo3geicTBUA

1000{ -= mIAP301, 10mr/kr  ©

good & VeHPV, 10 mr/kr

600+~

400-

200 2dx8

. q£ax
0@\“\@ T T 1
0 10 20 30
[Hw©

our. 23B



CUD CD47

500,

400+

300

33/96

CBA3sbiBaHUe aHTUTeN ¢ JputTpountTamu

L §

NI TS
.

D
R

2001
1004
0- A \ )
Bes Bo3aeiicTBus mIAP Vel-IPV
Bosgencreue
dur. 23C
CBsa3biBaHue C onyxonbro
3004
N 200
o T
N
8 .
3 \
100 \
T -~
O_ \\\\\\\ Ny
Be3 Bo3aeiicTBUS mIAP Vel-IPV-mIAP

Bosgencrteue

dur. 23D



34/56

MC38 (CunreHHasa Mogenb Paka Toncrtoin Kuiuku)

1600:
)
H
= 1200
o
x
£
o
$ 800
A
O
o
5
Z 400
2
(>
0

—
o o
o O
o O

CpeoHuin O6em Onyxonu (Mm3)

& bes Bo3geicTBUA
- mIAP301
< MIAP301-Vel-IPV

0/6 MonHbi OTBET

@,«v““"“““““e““\“““\“@ 1 /6 nongM OTBeT

600

4001

200

1 & PD1

1 4 8 11 15 18 22

IOHn UccnepoBaHus

dur. 24

A20 (CuHreHHass Mogensb Jliumdombli)

1 @ Be3 Bo3nelcTsus

mIAP
8 velIPV-mIAP

0/6 Monxbiid OteeT

< mlIAP + PD1

<> Vel-IPV-mIAP + PD1 0/6 MonHbiit OteeT

4/6 Monubii OteeT

4/6 Monubi OtseT

7 10 13 16 20 23 28 34
OHu UccnepgoBaHus

dur. 25A



35/56

A20 (CuHreHHana Mogenb Jinmcgomel)

1200 - .
fﬂg 1100 - —@— 0es BO3OENCTBUA
; 1000 - ~~NIAP301 1 mr/xr
=
Q 90071 -A-SEAACI0 1wk
N i
= 800 ~OSEA1C10 1 mrfkr &
O 700 - MIAP301 1 mr/kr |
=
i 600 -
0 500 -
o)
S 400 -
T 300
)
W 200 -
© 100 | &
Qw&s\”“"‘\
0 . ' ' | |
0 5 10 15 20 25 30 35

% PacuwenneHHbIX TAXenbIX uenem

AHW NMOCHE UMMNINAHTALWKW OIMY XOINnn

dur. 25B

CTabunbHOCTb cynepcnupany,
3 neHb nocne BBeAeHUs 0O3bl

100
kX3
*
TS
50-
——
.
<
TS
* o "3“ -
— —
0-0-«0-’7 ¢
N NN S O
@ ¢ QO Q2 N NS N N



36/96

RBC
Ab47
8-
-o- KoHTponb
2 =@ 0.1 mr/kr
=
2‘5 =1 mr/kr
S =&~ 10 Mr/kr
== 30 mr/kr
0 L] 1 ] 1
0 5 10 15 20
dur. 27A
APUTPOLUANT
Ab47 B cpaBHeHuu c Vel-IPV-Ab47
8-
KoHTponb

-
B8 Ab47 1.0 mr/kr
- [PV-Vel-Ab47 0.1 mr/kr

- |PV-Vel-Ab47 1 wmr/kr
&= |PV-Vel-Ab47 10 wmr/kr

1026/mkn

dur. 27B



37/56

MDA BocnpousBeeHHbIX CYMMapHbIX aHTUTET
Ab47 B cpaBHeHuu ¢ Vel-IPV-Ab47

100000+
=g 1 mr/kr Ab47
100001 = 1 wr/kr Vel-IPV-Ab47
&
,.E &
% 1000 4
z
100+
8
10 | | | | ] |
3 7 11 15
OHKn
dur. 28
SAPUTPOUUT
Ab47 B cpaBHeHun ¢ hB6H13.3
8-
-~ KoHTponb
== Ab47 1 mr/kr
5 & hB6H12.3 1 mr/kr
=
w
<
e
0 ] ] 1 1 1
0 5 10 15 20 25

dur. 29



38/96

Tpomb6ouuTbl (KpaTHOCTE OTHOCUTENBHO UCXOAHOIO 3HaYEeHUS)
Ab47 B cpaBHeHuu ¢ hB6H13.3

N
(2]
1

-~ KOHTpOnb

S —— =~ Ab47 1 Mr/kr
N ) ~8 hB6H12.3 1 mr/kr

g
o
1

KpaTHOCTL OTHOCUTENLHO
rpynnoBoro UCXogHOro 3HaYeHuA

1.5+

1.0-

0.54

0.0 T T r 1

0 5 10 15 20
HeHb
dur. 30

SPUTPOLUT

hB6H12.3 B cpaBHeHuu ¢ Vel-IPV- hB6H12.3

- KoHTponb
- hB6H12.3 1 mr/kr

S . VelIPV-hBEH12.3

§ 10 wmr/kr

S Vel-IPV-hB6H12.3
20 wmr/kr

0 5 10 15 20

dur. 31



CD163 1:50

39/56

APUTPOLMNT
Vel-IPV- hB6H12.3 B cpasHeHuun ¢ SEA-Vel-IPV- hB6H12.3
8-
-8~ KoHTpoSib

6 —— hB6H12.3 1 wmr/kr
S Vel-IPV-hB6H12.3
=z, 20 wrlkr
©
p _ SEA-Vel-IPV-hB6H12.3
- ~ 20 wrkr

2.

0 L} L 1 1

] 5 10 15 20
dur. 32
CD163 akcnpeccupyetca B 20/20 cnyvasix paxa MOSOYHOI Kenesbl MocpencTaom ATX-
Hucrbiii IgG aHanuaa MaTpuyHoro

Habniopaetca cnetuduyeckoe

oKpalinBaie MyNbTUTKaHeBoro Broka
s

NUSNSS onyxonw Mbl TOATBEPANAN
* Hanuume makpodaros
CD163 + B 100% obpastios.

- Okcnpeccusi B HOpManbHbIX
- TKaHSIX 3HAYNTENBHO
MEHbLLUE, YeM B aHaNOMYHbIX
PaKOBbIX TKAHSIX.

HopmasnbHan TKab MONIOUHON Xenesbl
Knon: 10D6, passenenue 150, ygenuuerue 2x, DAB_45FP cnabopom DAB Refine

dur. 33



MMn2-
pacwiennseman nocneoBaTenbHOCTL

M11 CC Nerkan uens -LEIRAAFLRORNTALRTEVAELEQEVORLENEVSOYETRYSGGGEGPLG*WRGEGGS  (SEQ ID NO: 47)
Taenan Lens -LEIEAAFLERENTALETRVAELRORVORARNRYSOYRTRYSGGGGGPLG*VRGGBGGS  (SEQ ID NO: 46)

Mmn2-
pacuiennsemas noulefoBaTeNbHOCTL

M15 GG Nerantens -LEIEAAFLEQENTALETEVAELEQEVORLENAVSQYETRYSGGEGEPLGRGGGEGS (SEQ IDNO:49)
Taxenas uens -LEIRAAFLRRRNTALRTRVAEL RORVORLRNIVEQYETRYSGGGGGPLE*VREGGGS  (SEQ ID NO: 48)

MMR2-
pacwiennsemasn nocnegoBarenbHoctb (IPY)

Vel CC Nerkaa uens -GASTTVAGLEEKVKTLRAENYELKSEVORLEEQVAQLGSIPVS*LRSG (SEQID NO: 51)
Taxenan uens ~GASTSVDELQAEVDQLEDENYALKTKVAQLREKKVEKLGBIPVS*LRSG (SEQ ID NO: 50)

dur. 34

9G/0v



41/56

MbiwuHble MMI

500000+ & MC38
B A20
+ CT26
4000004 $ ¥ lerkoe
N
c 3000004
=
b .
= St
2000001 =
100000+ il
MMP2 MMPQ MMP12 MMP3 MMP8
Jkcnpeccua PHK MmbiwmHbix MM
dur. 35A
MMI1 yenoBeka
50000- & HT1080
B HepG2
40000+ e HPAFII
> ¥ Caki
o
I 300004
=
C
=
E 20000+
100004 “
T o
i s Eed
MMP1 MMP2 MMP7 MMPS MMP10

3kcnpeccua PHK MMIT yenoseka,

dur. 35B



42/56

MCSF7 .
(KceHoTpaHcnnaHTaTHaa Mogenb Paka Morno4yHou Xenesbl)

12507 + Bes BO3EUCTBUA
-+ OKpaHuposaHHoe hBeh12.3

+ hLIV22 ADC
1000] * Masked hB6H12.3+ hLIV22 ADC

750

500

0O6bem Onyxonu (Mm3)

250

0 10 20 30 40

OHn UccnegosaHuna

dur. 36A

L428
(KceHoTpaHcnnaHTaTHaa Mogenb Jliumdombl)

EN
(]
o
(o]

1 - be3 Bo3feincTBus
s~ JKpaHuposaHHoe hB6H12.3

- cAC10 ADC
& Masked hB6H12.3 + cAC10 ADC

750:

500;

250:

Cpentnit O6Lem Onyxonu (Mm°)

0 10 20 30 40 50 60
OHun UccnegoBaHuA

dur. 36B



43/56

Mnasma, 1Mr/kr

100
- — mIAP301

£ = Vel-IPV-mIAP301
3 —+ Vel-M2-mIAP301
=

S 50

=

=

o

as]

om

=2

% BBOAVMON [03bI/MN

0 50 100 150 200 250
Bpems (4)

our. 37A

NMna3ma, 10Mr/kr

150+
-~ mMIAP301
& Vel IPV-mIAP301
1009 =+ Vel-M2-mIAP301
50
0
0 50 100 150 200 250
Bpemsa (4)

dur. 37B



44/56

Cene3éHka, 1 mr/kr

30-
= -~ mIAP301
8 20- = Vel-IPV-mIAP301
é - Vel-M2-mIAP301
% -- |Legend
2 10+
B
0 | | Ll I 1 | |
0 50 100 150 200 250
Bpems (4)
dur. 37C
Cene3éHka, 10 mr/kr
40-

-- mIAP301
- Vel-IPV-mIAP301
- Vel-M2-mIAP301

W
e

% BBOAUMON A03bl/MN
N
.

0 ] 1 ] I 1
0 50 100 150 200 250
Bpems (1)

dur. 37D



45/56

Onyxonb, 1 Mr/kr

8-
-- mIAP301
£ 6 -2 Vel-IPV-mIAP301
§ -+ Vel-M2-mIAP301
S
g 4-
=
g
m
o 2-
R
0 1 L} | | 1 1
0 50 100 150 200 250
Bpems (1)
dur. 37E
Onyxonb, 10 mr/kr
8-
-~ mIAP301
6 - Vel-IPV-mIAP301

-+ Vel-M2-mIAP301

% BBOOMMOWN [O3bIT
-9
1

0 50 100 150 200 250
Bpemsa (4)

dur. 37F



~

W THXKenow uenu

~

% PacuwenneHHo

46/56

MNMpoueHT paciuenneHus 3KpaHMPOBaHHOIO aHTUTeENa
npotus CD

W
o

7] lNnasma
MeveHb
| Il Onyxonb

no
o

-
(e

1 OeHb 3 OeHb 4 neHb

IHu Mocne Bo3gencteus

dur. 38A

CBsi3aHHOE OMYXOJib0 aHTUTETNO
25000 npotus CD47

S [ens 4
® [eHs 7

S S

AbdT Vel iFYV Abd,

bes Bo3gelicTaus

dur. 38B



nr/imn

47/56

MXB-1
2000, @ KOoHTpOnb
< 0 1MIfr
% £ 1.0Mrfkr
¥
1500- f ; & 10 MUK
i = 30 mr/kr
i & VelIPV 0.1 mrlkr
;f f N VelIPV 1.0 mr/kr
1000+ Hi <& VelIPV 10 1 MI/kr
/
j‘}‘ n§\«
5 0 0 1 j{f i \'”\\\\\ ‘
§ B N
w"" a n

15000

10000+

nrimn

5000

\\\\q.w
AR, - a 3
A S "
s v

5 6 7
[eHb UccnepoBaHus

n ot g

11

dur. 39A

MXB-1

& hB6H12.31 mr/kr
& VEL-IPV 101 Mr/xr

/  VEL-IPV 20 mr/kr

Yachbl lNocne BeeaeHun [o3bl

dur. 398



Hecneuudurueckun MDA BocnpousBegeHHbIX
Bcex aHTuten (TAb)

’ - 1 mr/kr hB6H12.3
& o, - 10 mr/kr VEL-IPV hB6H12.3

B,
g, m%‘%\‘ “# 20 mrfkr VEL-IPV hB6H12.3
et i %% /
",
,
™,
“um
100 200 300 400

Yachl Nocne Beeaenusa [osbl

dur. 39C

0G/8Y



CPEOHWW OBEBEM OMYXONU (mm?)

CPEOHWW OBBEM ONYXONW (mm?)

49/56

MpoTtuBoonyxoneBas akTMBHoOcTe SEA —HanpaBneHHbIX

anTuten nporue CD47 B monenu Detroit562

700 1 Cxema BBefeHWA A03:
+B/6 qddx4 }
600 4 (4 0036l kaXgble 4 oHs) —¥— Bes BozgeicTaus 0 mrikr
500 - ——Vel-IPV-hB6H12.3 3 MI/kr
400 ——SEA Vel-IPV-hB&H12.3 3
300 - mg/kg
—6—hB6H12.3 3 Mmr/kr
200 -
—e—SEA hB6H12.3 3 Mr/kr
100 -
0 L‘ T T T T T T T 1
0 5 10 15 20 25 30 35 40
AHW NOCNE UMMNNAHTALMIA OMYXOnn
dur. 40A
MpoTtuBoonyxoneBas akTuBHOCTbL SEA —HanpaBneHHbIX
700 aHTuTen npotus CD47 B mogenu
—x— 0e3 Bo3aencTBIS
600 -
—S—-hB6H12.3.stl 5 mr/kr
500 -

400 | Cxewma BBefeHus 03:

300 -

=i-SEA-hB6H12.3 5 MI/kr

B/6 q3dx4 —o—Vel-IPV-hB6H12.3 5 MI/kr

(4 po3bi kawabie 3 AHA) —e—SEA-VEL-IPV-hB6H12.3 §

MF/KE

0 E_' T T T
0 5 10 15 20 25 30 35 40

AHW NOCNE UMIMNAHTALWK ONMYXOnu

dur. 40B



arimn

50/56

MXB-1
15000
'_ @ hB6H12.3 1 mr/kr
A & VEL-IPV 20 MI/Kr
§ X\
10000+ § \ £ SEA-VEL-IPV 20 Mr/Kr
5000+
0 083 2 6 24 48 144 240 336

Yacel MNocne BeegeHus [o3bl

dur. 41A

Hecneundpunueckmin UPA Bcex antuten (TAb)

-~ 1 Mmr/kr hB6H12.3
-8 20 mrfkr VEL-IPV hB6H12.3
- 20 mrfkr SEA VEL-IPV hB6H12.3

(Hr/mn)

0 100 200 300 400
Yacei MNMocne BeegeHusa o3kl

dur. 41B



MpOLEHT NONOKMTENLHBIX KNETOK

ro
b

—
bl

—
<

il

51/56

Parountos CD47-nonoxurenbHbIX IpUTpoUNTOB YenoBeka

—_1

5
b

\\ \
g\&\ "Q\ 3 \,\‘: :‘}:».\\

bespoagelicteus  PacllennieHHoe  JKpaHMpOBAHHOE
MMI1 3KkpaHupoBaHHoe Abd7
Abd7

dur. 43

MKr/mMmn

001



OkpawimBaHue KNeToK, NoaBepriinxca Bo3aenucTemo, AHHEKCUHOM V

Bl hB6H12.3 W4 HOF9 Waotun

80-

N\

% AHHeKcHH-TTonoXUTENbHLIX KNeTOoK

A431 HEK293

HepG2 HPAF11

dur. 44

1540C

y

MCF7

THP1

96/¢G



CU® (reomeTpudeckoe cpeHee)

C® (reomeTpuyeckoe cpeaHee)

53/56

MauneHT ¢ capkomon (BRH1485511),
KNeTKun KpoBU

250007 @ Vel-IPV-hB6H12.3-FITC

= hB6H12.3-FITC

20000+

15000+

10000+

5000+

0.01 0.1 1 10 100
AHTUTENO, MKI/Mn

dur. 45A

MauneHT ¢ capkomoin (BRH1485511),
KNeTKN KpoBU

40007 -e- Vel-IPV-hB6H12.3-FITC
-= hB6H12.3-FITC
3000+
2000+
|
1000+
01
0.01 0.1 1 10 100

AHTUTENO, MKI/MN

dur. 45B



54/56

20 mkr/mn Vel-IPV-hB6H12.3, go6asneHHoOro B nnasmy nauueHTa

20000+
15000+
10000+

5000+

~
400}
300
200
100-

Hr/mn

odur. 45C



55/56

IP-10 (nu 050218-4)

5000-
a € Vel-IPV-hB6H12.3
4000 i = hB6H12.3
S 3000- 4 LPS 0.1 mkr/mn
E 2000-
1000+
0 1 T T 1
0.01 01 1 10 100
AHTUTENO (MKI/MI)
dur. 46A
IL-1RA (BRH1485516)
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MpoueHT AHHeKCUH-TIONOXUTENbHbIX KNEToK
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