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(57) B HacToslem omuMcaHWM TPEIOKEHBI AHTUTENA U MX AHTUTCHCBS3BIBAIONIME (PPArMEHTHI, KOTOPbIE

crieruuiecku cBsa3biBatoTcs ¢ B7-H4 demoBeka. AHtuTena k B7-H4 wnum WX aHTUTEHCBSI3BIBAIOIINE
(hparMeHTHI SIBISIOTCS IPUMEHUMBIMH, HarpuMep, mpu oOHapyxeHuu B7-H4. [Ins obnapyxenus B7-
H4 moxer ncnonb3oBarsest ummyHorucroxumus (MI'X). B HacTosimeM ormucaHuy Takke MpeaioKeHb
crocoObl AJIs JICUCHHSI paka, IMPH KOTOPOM OBUT OOHAapy»XeH MOBHIIIEHHBIH ypoBeHb B7-H4, mytem
BBEJICHHS TePAIeBTHUECKOTO aHTUTeNa K B7-H4 unm ero aHTHUreHCBA3bIBAIONIETO (pparMenTa.
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AHTHUTEJIA K B7-H4 1 CITIOCOBbI UX IPUMEHEHUWA

OBJIACTH TEXHUKHU

[0001] Hacrosiimee omucaHue OTHOCUTCS K aHTUTENAM, KOTOpbIe CrHelu(uuecKu
cBsi3bIBaOTCSL ¢ B7-H4 denoeeka u k croco®aM TOJyYeHUsS U HCIOJIb30BAHHS STUX AHTHUTEI,

Harpumep, 11t oOHapyskeHust B7-H4.
YPOBEHb TEXHUKH

[0002] B7-H4 (raxxe usBectHbii kak B7x, B7-S1 u VTCNI1) npencrasnser coGoi
MMMYHOPETYJUPYIOIIYIO MOJIEKYJly, KOTOpas pasfesseT TOMOJIOTHIO C JIPYTUMH 4J€eHaMHu
cemeiictea B7, Bkmouas PD-L1. DJrto TpancmemOpanHblii Oenok Tuma I, cocrosmmii w3
skrogoMmeHoB kak IgV, tak u IgC. B To Bpems kak skcnpeccuss B7-H4 B 310pOBBIX TKaHSX
OTHOCHTEJIbHO OTrpaHH4YeHa Ha ypoBHe Oenka, B7-H4 skcnipeccupyercst B HECKOIBKHUX COJNUIHBIX
OMyXOJsAX, TAKUMX KaK THUHEKOJOIMYeCKHe KapLUMHOMBI MOJIOYHOM JKeJe3bl, SMYHUKA U
sHpoMmeTpus.  OJkcrpeccuss B7-H4 B onyxomsix MMeeT TEHAEHLMIO K KOPPENsLUH C
HeOJIaronpusATHbIM TpPOrHO30M.  Penenrrop B7-H4 HeusBecTeH, HO CUMTAETCs, YTO OH
sKcTpeccupyercsi Ha moBepxHOcTH T-kierok. Cuumraercsi, uro B7-H4 HemocpencTBeHHO
UHTUOMPYET aKTUBHOCTD T-KIIETOK.

[0003] [IpuHumass BO BHHMMaHue OSKcmpeccnoo u  QyHkuuro B7-H4, cymectyer
noTpeOHOCTh B AHTUTENAX, KOTOPbIE Crelu(puIecku CBsA3bBaOTCsA ¢ B7-H4, 1 B MCTIOIb30BaHUU
STUX  aHTUTEeN Jjusi  oOHapyxkeHuss B7-H4, Bxmowas, wanpumep, WCIONIb30BaHUE

ummyHorucroxumun (UI'X) oy oOHapyskerus B7-H4 B oOpa3uax paka.

CYIIHOCTD U30BPETEHUA

[0004] B HacrosiimeM HNOKyMEHTE NPEIOKEHbl AHTHUTENA, KOTOpbIe CHEIU(PUIECKH
cBsi3bIBaOTCsl ¢ B7-H4, u ucnosnp3oBaHue 3THX aHTUTEN Ui oOHapyxkeHust B7-H4, Bkiouasi,
Harpumep, ucnonb3oBanne nMmyHoructoxumun (MI'X) nns oOHapyskenust B7-H4 B oOpasmax
paxa.

[0005] B onpeaeneHHbIX BapuaHTaXx OCYLUECTBJIEHUS B HACTOSALIEM JOKYMEHTE
NPEJIOKEHO BBIACNIEHHOE AHTUTENO WM €ro aHTHICHCBS3BIBAIOIINKA ()parMeHT, KOTOpBIE
cnenuduyeckn  cBs3bBalOTC ¢ B7-H4  denoBeka,  comepikamque — OMPEIesIOIIyFO
kommuieMeHTapHocTs obnacte (CDR) 1 BapuwabenpHOU oOmactu Tsokenon nemu (VH),

COIEpIKaIIy0 aMUHOKHUCIOTHYIO TochenoBareapHocTe SEQ ID NO:22, CDR2 obnactu VH,



COIEpIKaIIy0 aMUHOKHUCIOTHYI mochenoBareapHOocTe SEQ ID NO:23, CDR3 obnactu VH,
COIepIKallyl0 aMHHOKHCIOTHYIO mochenoBarenbHocTe SEQ ID NO:24, CDR1 BapuabenbHOMH
obnactu jerkoit memm (VL), comeprkaliyrd aMHUHOKHCIOTHYIO TocienoBatenbHOCTs SEQ ID
NO:25, CDR2 obnactu VL, comepskaiyro aMHHOKUCIOTHYIO mocienoBarenbHocth SEQ ID
NO:26, 27 nnu 28, u nocnenosarenbHocTh CDR3 obnmactu VL, comepikaiyro aMHHOKUCIOTHYIO
nocienoBateabHoCcTh SEQ ID NO:29.

[0006] B onpeneneHHBIX  BapuaHTax  OCYIUECTBJIECHHMS  AHTUTEJIO  WIH  €r0
AHTUTEHCBSA3BIBAIOIINN (pparMeHT comepkuT obmacte VH, comepikainyro aMHHOKHCIIOTHYIO
nocaenosaTenbHocTs SEQ ID NO:6, 7 unu 8. B omnpeneneHHbIX BapuaHTaxX OCYILECTBICHUS
AHTUTENIO WJIM €r0 aHTUTEeHCBS3BIBAIOIMUN (parMeHT comepkur obmactb VL, copepskarnyro
aMHHOKHUCIOTHYIO nociaenosaTenbHocTs SEQ ID NO:9, 10 nmm 11.

[0007] B ompeneneHHbpIx BapuaHTaX OCYIIECTBJIICHHs] B HACTOSINEM JIOKYMEHTE
NPENJIOKEHO BBIICIEHHOE AHTUTENIO HIIM €ro AHTUI€HCBSI3BIBAIOIIUI (parMEHT, KOTOpbIE
cneuupUYeckn  CBs3bIBAIOTCS ¢ B7-H4  yenoBeka, mpuueM  aHTHTENO WM  €ro
AHTUTEHCBS3BIBAIOIINN  (pparMeHT comepkUT BapuabeabHYH0 O00JAaCTh TSDKEIOH Lenu |
BapuabesbHy0 00J1acThb JIETKOH ey, mpudeM BapuadenbHas 00JacTb TSHKEIOW LEmH COAePIKUT
aMHHOKHUCIIOTHYIO nocienoBaTenbHOCTh SEQ ID NO:6, 7 unu 8.

[0008] B ompeneneHHbpIx BapuaHTaX OCYIIECTBJICHHMs] B HACTOSINEM JIOKYMEHTE
NPEJIOKEHO BBIACNIEHHOE AHTUTENO WM €ro aHTHICHCBSI3BIBAKOLINK ()parMeHT, KOTOpBIE
cnenuduyecku cBsA3bIBAIOTCA ¢ B7-H4 uenoBeka, mpuyeM aHTUTENO CONEPIKUT BapuabeNbHYIO
00acTh TsDKEJON 1enu U BapuabesbHy0 00JacTh JIETKOH 1eny, mpudeM BapradenbHas 001acTh
JIETKOH ey COAEP>KUT aMHUHOKHUCIOTHYIO nocyenoBaTebHOcTh SEQ ID NO:9, 10 nnu 11.
[0009] B onpeneneHHbIX BapuaHTaX OCYLUECTBJIICHUS B HACTOSALIEM JOKYMEHTE
NPEJIOKEHO BBIAECIEHHOE AHTUTENO WM €ro aHTHICHCBS3BIBAIOIINKA ()parMeHT, KOTOpBIE
cnieuuduiecku csi3biBatoTCsa ¢ B7-H4 yenoseka, comeprkaiiie BapradebHy0 00JacTh TSKETON
Henu W BapualeNbHy0  00JacTh  JIETKOH  Lenmu, COAepKalue  aMHUHOKHCIOTHBIE
nocnenosatenbHocTH:. (a) SEQ ID NO:6 u 9, coorBercrBenno, (b) SEQ ID NO:6 u 10,
cootrBeTcTBeHHO; (€) SEQ ID NO:6 1 11, coorBerctBenHo; (d) SEQ ID NO:7 u 9, cOOTBETCTBEHHO,
(e) SEQ ID NO:7 u 10, coorsercreenno; (f) SEQ ID NO:7 u 11, coorsercreernHo; (g) SEQ ID
NO:8 u 9, coorBerctBenHo; (h) SEQ ID NO:8 u 10, coorBercrBenHo; (i) SEQ ID NO:8 u 11,
coorBerctBeHHO, (j) SEQ ID NO: 89 u 19, coorserctBenHo; (k) SEQ ID NO: 90 u 19,
cootrBerctBeHHO, Wi (1) SEQ ID NO: 91 u 19, COOTBETCTBEHHO.

[0010] B omnpeneneHHpIX  BapuaHTax  OCYIIECTBJICHHMS  aHTUTEJIO  WJIH  €r0

AHTUTEHCBS3BIBAIOIINN (PPArMEHT JOMOJHHUTENIBHO CONEP’KUT KOHCTAHTHYIO OOJACTh TSIKETION



Heny. B omnpeneneHHbIX BapUaHTAaX OCYIIECTBJICHUS KOHCTaHTHAsl OOJAaCTh TSDKEIOW Lenu
npeacTaBisieT coOOl KOHCTaHTHYI0 obnacTb Tspkenoi nenu IgGr nmm 1gGra Mpimn.

[0011] B OIPEIENEeHHbBIX BapHaHTaX OCYIIECTBIICHUSA AHTHUTEIO 158)05
AQHTUT€HCBS3BIBAIOINNN ()PArMEeHT IOMOJHHUTENBHO COAEPXKUT KOHCTAHTHYHO OOJIACTh JIETKOU
ueny. B omnpeneneHHBIX BapHAHTaX OCYLIECTBICHHsS KOHCTAHTHAas OOJAacTh JIETKOW LENu
npeAcTaBsieT COO0H KOHCTAHTHYIO 00acTh jierkoi nernu [gGk mbimm.

[0012] B onpeneneHHBIX  BapuaHTax  OCYIUECTBJIECHHMS  AHTUTEJIO  WIH  €r0
AHTUT€HCBS3BIBAIOINNN (PPArMEHT COINEPKUT TSDKENYIO LEeMb, COAEPKALIYI0 aMHHOKHUCIIOTHYIO
nocnenoBatenbHocTh SEQ ID NO: 16, 17, 18, 89, 90 unu 91. B omnpeneneHHbIX BapHaHTax
OCYIIECTBJICHHS] aHTUTEJIO WJIM €r0 aHTHUTIC€HCBS3BIBAIOIIUN (PArMEHT COAEPIKHUT JIETKYIO LEllb,
COZIePKAIyI0 aMUHOKUCIIOTHYO nocienoBarenbHocTh SEQ ID NO:19, 30 unu 31.

[0013] B OIIPEIENIEHHBIX BapHaHTax OCYILIECTBIICHUSA AHTUTEIIO 158)05
AHTUTCHCBS3BIBAIOIINN (PPArMEHT JOMOJHUTENBHO CONEPIKUT TSIKENYI0 LEMb M JIETKYHO Lellb,
cozieprKalre aMHHOKUCIOTHBIE TocaenoBaTenbHOCTH: (2) SEQ ID NO:16 u 19, cooTBeTCTBEHHO,
(b) SEQ ID NO:16 u 30, coorBerctBenHo; (¢) SEQ ID NO:16 u 31, coorBerctenHo; (d) SEQ ID
NO:17 u 19, coorBercTBeHHO; (€¢) SEQ ID NO:17 u 30, coorBercrBenno; (f) SEQ ID NO:17 u 31,
coorBercTBeHHO; (g) SEQ ID NO:18 u 19, coorsercrBenno; (h) SEQ ID NO:18 wu 30,
cootrBercTBeHHO, WK (1) SEQ ID NO:18 u 31, COOTBETCTBEHHO.

[0014] B omnpeneneHHbIX BapuaHTaX OCYLUECTBJIICHUS B HACTOSALIEM JOKYMEHTE
NPEJIOKEHO BBbINEJICHHOE AHTHUTENO WM €ro aHTUI€HCBSI3bIBAIOIIMKI (DparMeHT, KOTOpbIe
cnenuduyeckn  cBs3bBalOTCS ¢ B7-H4  denoBeka, mpuyYeM  AHTUTENIO WM €ro
aHTureHcBs3biBaromuil pparment comepxxkutr CDR1 obnactu VH, CDR2 obnactu VH, CDR3
oomactu VH, CDRI1 o6mactu VL, CDR2 obmactu VL u CDR3 oOmacru VL anrurena,
BBIOPAHHOTO U3 IPYIIbL, cocTostmeit uz J512, J513, J514, J515,J516,J517,J518,1519, J520, J521
u J522. B ompenenennbix BapuaHtax ocymectsiennss CDR mpencrasnstor coboit CDR,
onpenenennbie o Kadary, CDR, onpenenennsie no Yotua, uimu CDR, onpenenennsie mo AbM.

[0015] B onpeneneHHbIX BapuaHTax OCYLUECTBJIICHUS B HACTOSALIEM JOKYMEHTE
MPEJIOKEHO BBIIEJICHHOE AHTHUTENIO WJIM €ro aHTUTeHCBSI3bIBAKOIINK (DparMeHT, KOTOpbIe
cenu(uIecKu CBA3BIBAIOTCS C OTHUM U TeM ke 3nutornoM B7-H4 yenoBeka, 4To U aHTUTENIO HITH
€ro aHTUTEHCBSI3BIBAKO LU (PparMeHT, MPEIJIOKEHHBIE B HACTOSIIEM JOKYMEHTE.

[0016] B onpeneneHHbIX BapuaHTax OCYLUECTBJIEHUS B HACTOSALIEM JOKYMEHTE
MPEJIOKEHO BBIICJICHHOE AHTHUTENO WJIM €ro aHTUTeHCBSI3bIBAKOIINK (DparMeHT, KOTOpbIe
KOHKYPEHTHO MHTUOUPYIOT CBS3bIBAHHE AHTUTEJA WJIM €r0 aHTHTEHCBSI3BIBAIOLIETO (hparMeHTa
APYTrOro aHTUTENA WM €r0 aHTUTEHCBSI3BIBAKOIIETO (hparMeHTa, MPEAJIOKEHHOTO B HACTOSIIIEM

nokyMmenre, ¢ B7-H4 gyenoseka.



[0017] B omnpeneneHHBIX  BapuaHTax  OCYIIECTBJICHHMS  AHTUTEJIO  WJIH  €r0
AHTUTEHCBS3BIBAIOIINN  (DparMeHT TMpencTaBisieT COOOH MBIIIMHOE AaHTUTENO WU  €ro
AHTUT€HCBS3BIBAIO NN (PparMeHT.

[0018] B  onpeneneHHBIX  BapuaHTax  OCYINECTBJIECHHMS  AHTUTEJNO  WJIH  €r0
AHTUTEHCBS3BIBAIOIINN (PparMeHT TMpenacTaBiasieT coOOH NOJHOpasMepHOe aHTuTeno. B
OTIpEeNIEHHBIX BapUAHTAX OCYLIECTBIIEHHSI AHTUTEJIO UJIM €r0 aHTUT€HCBSI3bIBAIOINUI (PparMeHT
npencTaBsier CcoOOH  aHTUTEHCBS3BIBAOINUI  (pparMeHt. B ompeneneHHelx BapuaHTax
OCYLIECTBIICHUsT ~ AHTUIeHCBs3bIBArOIIMKA  (parmeHT  comepxkut  Fab, Fab', F(ab"),
oxgHouenovdeuHblii pparmeHT Fv (scFv), cBsazanHbli nucynbunHON cBsi3bio ¢parmeHt Fv,
munauTeNO, F(ab')s, nuareno, (scFv), nmm scFv-Fe.

[0019] B  ompeneneHHBIX  BapuaHTax — OCYIUECTBJIEHHMS  AHTUTEJNO  WJIH  €ro
AHTUTEHCBSA3BIBAIOIIHI (PPArMEHT AOMOIHUTEIBHO COAEPIKUT OOHAPYKUBAEMYIO METKY.

[0020] B ompeneneHHbpIXx BapuaHTaX OCYIIECTBJIICHMs] B HACTOSINEM JIOKYMEHTE
NPEAJIOKEH BbIACICHHBIN IMOJIMHYKJIEOTU A, COAEPKAIIMM MOJIEKYJy HYKJIEHHOBON KHCIJIOTBHI,
KOJUPYIOLIYIO BapuabeIbHyI0 O0JacTh TSKENOW LeNH, MM TSDKENYK LeNb aHTUTeNa, HIIH ee
AHTUTEHCBSA3BIBAIOIIMH (PparMeHT, MpeIoKeHHbIe B HACTOSIIEM JOKyMeHTe. B ompeneneHHbIX
BapUAHTAX OCYLIECTBICHHS MOJIEKYJIa HYKJIEHMHOBOW KUCIOTHI Kopupyet obnacte VH uz SEQ ID
NO:6, 7 unu 8 nmubo Tsxkenyro nernb u3 SEQ ID NO:16, 17 wnu 18.

[0021] B onpeneneHHbIX BapuaHTax OCYLIECTBJEHHUS MOJIEKYJa HYKJIEHHOBON KHCJIOTHI
conep:xut nocnegoarenbHocTh SEQ ID NO: 12, 13, 14, 93, 94 wnum 95.

[0022] B onpeneneHHbIX BapuaHTaX OCYLUECTBJIICHUS B HACTOSALIEM JOKYMEHTE
NPEIJIOKEH BbIACNEHHBIH TMOJUHYKIEOTU I, COMAEPKAIIMM MOJIEKYJ1y HYKJIEHHOBON KHCIOTBHI,
KOIUPYIOIIYIO BapuabenbHyr0 00JacTh JIETKOH LeNu, WM JIETKYK Lelb aHTHTENa, WIA ee
AHTUTCHCBS3BIBAIOIINN (PparMeHT, MpeIoKeHHbIE B HACTOSIIEM JOKYMeHTe. B ompeneneHHbIX
BapHAHTAX OCYIECTBJICHHUS MOJIEKYJIa HYKJIEMHOBOM KUCIOTHI KomupyeT oonacte VL u3z SEQ ID
NO:9, 10 mmu 11 6o nerkyro nens u3 SEQ ID NO:19, 30 wn 31. B onpeneneHHbIX BapuaHTax
OCYIIECTBJICHHUS] MOJIEKYJIa HYKJIEMHOBOU KUCIIOTHI conepskut nocienosarenbHocTh SEQ ID NO:
15, 96 nnm 97.

[0023] B onpeneneHHbIX BapuaHTax OCYLUECTBJIICHUS B HACTOSALIEM JOKYMEHTE
NPEeJIOKEH BbIACNEHHBIN TMOJIUHYKIEOTU I, COJAEPKAIIMM MOJIEKYJy HYKJIEHHOBON KHCIOTBHI,
KOIUPYIOIIYIO BapHaOeNnbHYI0 O0JACTh TSDKENOH LENH, WUIM TSDKENYI Lelb aHTHTENa, WIH ee
AHTUTEHCBS3BIBAIOIINN (PPArMeHT, MPEIIOKEHHbIE B HACTOSIIIEM JOKYMEHTE, U BapuaOeIbHYIO
00JIaCTh JIETKOW LIeTIH WJTH JIETKYIO LIeNb aHTHTENA WIIH €r0 aHTUIe€HCBSI3bIBAIOLIETO (hparMenTa,

NPEATONKCHHBIX B HACTOAIIEM JOKYMCHTC.



[0024] B onpeneneHHbIX BapuaHTax OCYLUECTBJICHUS B HACTOALIEM JOKYMEHTE
MPEJIOKEH BBIAEICHHBIA BEKTOP, COAEPIKALMNA MONMHYKICOTHA, NPEIJIOKEHHBIN B HACTOALIEM
JOKYMEHTE.

[0025] B onpeneneHHbIX BapuaHTax OCYLUECTBJICHUS B HACTOSALIEM JOKYMEHTE
NpPEeMJIOKeHa  KIIETKA-XO3siMH ~ (HampuMep, BBIAENEHHas  KIEeTKAa-XO3iMH), COoAep Kalias
MOJINHYKJICOTUZ, MPEMJIOKEHHBII B HACTOSILIEM JAOKYMEHTE, BEKTOp, NPEIJIOKECHHBIH B
HACTOsILIEM AOKYMEHTE, WJIM NEPBBbIM BEKTOP, COAEP KALIUN MOJUHYKJICOTHH, KOAUPYHOLIUN
BapuabenpHYI0 OONACTh JIETKOH LENMU WM JIETKYIO IeNb, MPEAJIOKEHHbIE B HACTOSIIEM
JIOKYMEHTE, M BTOPOH BEKTOp, COAEp’KAIlUi MOJHHYKJIEOTHUZ, KOAUPYIOIIUN BapHaOeIbHYIO
00JacTh TSDKEJION LeNH WM TSDKENYI0 Lielb, MPEIJIOKEHHbIE B HACTOSIIEM JOKyMeHTe. B
OTIpENeNIEHHBbIX BapHAHTAaX OCYILIECTBIIEHUs KJETKAa-XO3sMH mpeacrasiser coboit kierky CHO
n HEK.

[0026] B ompeneneHHbpIXx BapuaHTaX OCYIIECTBJIICHMs] B HACTOSINEM JIOKYMEHTE
NpeJIOKeH CIIoco0 MOMyYEeHUs] aHTUTENIA MITH €r0 aHTUT'€HCBSI3BIBAIOIIETO (pparMenTa, KOTOphie
cietupuyeckn cpssbBaroTcsi ¢ B7-H4 uyenoseka, Bkmouaromuii B ceOs KyJIbTHBUPOBAHUE
KJIETKU-XO035MHa, NPEIJIOKEHHON B HACTOSIEM AOKYMEHTE, TaK YTO OyZeT 3KCIPEeCCUPOBATHCS
MOJIEKyJIa HYKJIEMHOBOH KHCJIOTBI M OyzmeT BbIpaOaThIBaTbCS AHTHTENO WM €ro
AHTUTCHCBS3BIBAIO LM ()PArMeHT.

[0027] B omnpeneneHHbIX BapuaHTaX OCYLUECTBJIICHUS B HACTOSALIEM JOKYMEHTE
NPEJIOKEHO BBIJCNIEHHOE AHTUTENO WM €ro aHTHICHCBSI3BIBAKOLINK ()ParMeHT, KOTOpBIE
cnenupuIeckn CBs3bIBAIOTCS ¢ B7-H4 w4yenoBeka ©  KOAMPYIOTCS  TOJHHYKJICOTHIOM,
MPEJIOKEHHBIM B HACTOSLEM JOKYMEHTE.

[0028] B onpeneneHHbIX BapuaHTaX OCYLUECTBJIICHUS B HACTOSALIEM JOKYMEHTE
npeioxkeH crnocod oOHapyskeHnus B7-H4 B oOpasiie, BKi04aromuil B ceOst MpUBEAEHHE B KOHTAKT
oOpasma ¢ aHTUTEJIOM MWJHM €ro AaHTUTCHCBA3BIBAIOIIUM (DparMeHTOM, NPEASIOKEHHBIM B
HACTOsILIEM JOKYMEHTE. B onpeneneHHbIX BapuaHTaxX OCYLIECTBICHUS B HACTOSILIEM JOKYMEHTE
npenyioxkeH crnocod oOHapyskenus B7-H4 B obpasie, BKO4aromuil B ceOst MpUBEAEHNE B KOHTAKT
oOpasua ¢ anturenom Kk B7-H4 wnu ero aHTHreHCBsI3bIBAIOIINM (PparMEeHTOM, MPEAJIOKEHHBIM B
HACTOSIIIEM TOKYMEHTE, 1 OOHAPYKEHUE CBSI3bIBAHHS AHTUTENA MM €r0 AaHTUT€HCBS3BIBAIOIIErO
¢dparmenta ¢ B7-H4. B onpeneneHHbIX BapwaHTaX OCYLIECTBJICHHS OOpas3ell MOJyYarT W3
pakoBoro 3aboyieBaHus y CyObekTa. B ompeneneHHbIX BapHaHTAX OCYINECTBICHHS CIIOCO0
JOTIOJTHATENBHO BKIIFOYAET B ce0sl BBEACHHE TEPANeBTUUECKOro aHtutena k B7-H4 wmum ero
AHTUTEHCBS3BIBAIOIIETO parMeHTa cyOpekTy nocie ooHapyskenus B7-H4.

[0029] B onpeneneHHbIX BapuaHTax OCYLUECTBJICHUS B HACTOSALIEM JOKYMEHTE

NpeJIOKEeH CIoco0 JieueHus: paka, skcrpeccupyromero B7-H4, y cybbekra, mpuueM crnocod



BKJIFOUaeT B ce0si BBeAeHHE CYOBEKTy TepameBTHYeCKoro anturena k B7-H4 wmm ero
AHTHUTeHCBS3bIBAIOIIETO (hparmMeHTa, mpudem B7-H4 Obut oOHapy»xkeH B 00pasiie, MOJy4eHHOM U3
pakoBoro 3a0oyieBaHMs, HWCHOJB3Ys AHTHTENO WJIM €ro aHTUIEHCBS3BIBAOIINI (parMeHT,
NpeJIOKEHHbIE B HACTOSALIEM JOKYMEHTE.

[0030] B omnpeneneHHbIX BapUaHTax OCYIIECTBIEHUS CIIOCOO TOTIOIHUTENBHO BKIFOUAET B
cebst obnapyxenne B7-H4 B o0Opasie, moiny4eHHOM U3 pakOBOTO 3a00JIEBAHUSI.

[0031] B omnpeneneHHbIXx BapuaHTaX  OCyILIECTBJIEeHUs OOHapykeHHbII B7-H4
npexacrasisier coboii B7-H4  xmerouHodt memOpaHBbL B onpeneneHHbIx BapuaHTax
ocyecTBiieHns: oOHapyxkeHHblli B7-H4 npencrasmnsier codoit uurormasmarnueckuii B7-H4. B
OTpENeNIEHHBbIX BapHaHTaxX OCyIIeCTBIeHUs: oOHapyxeHHbi B7-H4 mnpencrasmser coboit
LeNnbHOKIEeTOYHbIN B7-H4.

[0032] B onpenenenHpix BapmaHTax ocymectsieHuss B7-H4 oOnapyxuBaercs B
LUPKYJIUPYIOLINX KJIETKAX OMyXOJIH.

[0033] B onpeneneHHbIX BapuaHTaX OCYINECTBIEHHs OOpasel MpencTaByiser CcoOok
COJIUIHYIO TKaHb, OMOIICHIO, aCLIUTHI, aCITUPATHL, SKCTPAKT KUIKOCTH, IUIa3My KPOBH, CHIBOPOTKY,
CMIMHHOMO3TOBYIO KHIKOCTD, TUM(ATHYECKYIO JKUAKOCTb, BHELTHUN CPe3 KOXH, ABIXATEJIbHBIX
MyTeH, KUIIEYHUKA WIM MOYEINOJIOBOIO TPAKTa, CJIE3bl, CIIOHY, MOJOKO, ONyXOJb MU OpPraH,
HOJTyYeHHBIE OT CYOBEKTa.

[0034] B onpeneneHHbIX BapUaHTaX OCYIIECTBJICHHUS paK BBIOPAH U3 TPYIIIbL, COCTOSIIEH
U3 paka MOJIOUHOH 3Kene3bl, MPOTOKOBOM KapLUHOMBI, paka 3HIOMETPUs, paka SIMYHUKOB,
HEMEJIKOKJIETOUYHOIO paka JIETKUX, paka MOJKENyJOUYHOHN Keye3bl, paka IMUTOBUIHON JKeNe3Hl,
paka TMOYKM U paka MOYEBOro My3bips. B ompeneneHHBIX BapuaHTaX OCYLIECTBJICHHS pak
MOJIOYHOH JKee3bl TPEACTaBIsieT COOOH TPUXKIbI HEraTUBHBIA pPAaK MOJIOUHOM KeNe3bl, a
HEMEJIKOKJIETOYHBIH pakK JIETKUX MPEACTaBIsieT COOON TIOCKOKIIETOUHBIH Pak.

[0035] B ompeneneHHbIX BapuaHTaX OCYINECTBJICHUS B Crocobe OOHapy:KeHHs
ucrosb3yercss uMMmyHodepMmeHnTHeild anamn3 (MPA), copTHpoBKa KIETOK C aKTUBHPOBAHHOMN
dayopecuennueit (FACS) unmu ummynorucroxumust (MI'X). B onpeneneHHbIX BapuaHTax
OCYILIECTBIIEHH B CrIoco0e 0OHapyskeHus ucronbdyercs UI'X, a KOHLEHTpays aHTUTeNa WIN €ro
AHTUTCHCBS3BIBAIOIIETO (PparMeHTa, MPEIIOKEHHBIX B HACTOSILIEM IOKYMEHTE, COCTABISIET OT
okoio 1 mo okomo 50 mMkr/mi. B ompeneneHHBIX BapUaHTax OCYLIECTBICHHS KOHIICHTpPALIUS
AHTUTEJA WM €r0 aHTHTCHCBS3BIBAIOIIETO (PparMeHTa, MPEeSIOKEHHBIX B HACTOSIIIEM JJOKYMEHTE,
cocTaByisieT OT okoyo 1 1o okonmo 20 MKr/mi. B ompeneneHHbIX BapHaHTaX OCYIIECTBIICHUS
KOHLIGHTPALMs] AaHTUTENAa WJIM €ro aHTHIeHCBS3BIBAIOLIEro (parMeHTa, MpeIOKEHHBIX B
HACTOSIIIIEM IOKYMEHTE, COCTaBJIsIeT OKOJIo 10 MKI/mit.

[0036] B onpeneneHHbIX BapUaHTaX OCYIIECTBICHUS CYOBEKT SIBISIETCS UETIOBEKOM.



[0037] B onpeneneHHbIX BapuaHTax OCYLUECTBJICHUS B HACTOALIEM JOKYMEHTE
NpeJIOkeH Ha0op, COAepIKALIMA aHTUTEN0 WM €ro AaHTUTCHCBSA3BIBAIOIIMN (parMeHT,
NPEJIO’KEHHBIE B HACTOSIIIEM IOKYMEHTE, U &) PeareHT Al oOHapy»keHus, b) anturen B7-H4, c)
TepaneBTrueckoe antutesno k B7-H4 wnmu d) ux komOuHaImro.

[0038] B ompemeneHHbIX BapMaHTaX OCYIIECTBIIEHUs crmocoba wiu  Habopa,
NPEMJIOKEHHBIX B HACTOALIEM  JOKYMEHTE,  TEpaleBTUYECKOe  aHTUTENO WU
aHTUreHcBsi3biBatomuil gpparmeHt comepxkar CDR1 obmactu VH, CDR2 o6nactu VH, CDR3
obnactu VH, CDR1 obnactu VL, CDR2 o6nactu VL u CDR3 ob6nactu VL 20502 unu 22213. B
onpeneneHHbIX BapuanTax ocymectsieHusi CDR npencrasmsitor coboit CDR, onpenenenHble mo
Kabaty, CDR, onpenenennsie no Horua, uinu CDR, onpenenennsie mo AbM.

[0039] B onpenenennbix Bapuanrax ocymecteineHuss CDR1 obnactu VH, CDR2 obnactu
VH, CDR3 o6nactu VH, CDR1 o6nactu VL, CDR2 o6nactu VL u CDR3 o6nactu VL conepxar
aMUHOKHCIIOTHBIe — mocienoBatenbHocTh  SEQ ID  NO:32-37,  COOTBETCTBEHHO,  HIIU
amuHokucinotTHble nocienosarenbHocT SEQ ID NO:58-63, coorBercTBeHHO. B onpeneneHHbIx
BAPUAHTAX OCYIIECTBJICHUS TEPAIEeBTHYECKOE AHTUTENO WM aHTUI'CHCBSI3bIBAIOIINN (pparMeHT
comep:kaT BapuabeNnbHYI0 O0JIaCTh TSKENOW Lenmd W BapualOenbHYI0 OONACTh JIETKOW LeIH,
npuueM  BapualenpHast — Oo0ONacTb  TSDKEJNOW  LENH  COAEPKUT  aMHUHOKHUCIIOTHYIO
nocnenoBaTenbHocTh SEQ ID NO:54 wnu SEQ ID NO:64. B ompeneneHHBIX BapHaHTax
OCYLIECTBJICHHS] TE€PANEBTUYECKOE AHTUTEJIO WJIM aHTHUIEHCBS3bIBAOLIUI (PparMeHT comepskat
BapHralesIbHYI0 O0JIACTh TSDKENONH Lenud W BapualelbHYyK O0JNACTh JIETKOW LIENd, MpUYeM
BapuadesIbHasi 00J1aCTh JIETKOW LEMU COAEPKUT aMUHOKHCIIOTHYIO mocsienoBareabHocTh SEQ 1D
NO:55 umu SEQ ID NO:65. B onpeneneHHbIX BapHaHTaX OCYLIECTBJIEHUs TepareBTUYECKOE
AHTUTEJIO WIN aHTHTE€HCBSI3BIBAIOLINI (parMeHT comepkar (1) BapradebHy0 00IacTh TSKEION
LIeNH, COAEPIKALIYI0 aMHHOKUCIIOTHYIO nocnenoBarenbHOcTh SEQ ID NO:54, u BapuabenpHyro
00J1acTh JIETKOH Lienu, CONepIKallyd aMHUHOKHUCIOTHYIO mocienoBaTenbHocTh SEQ ID NO:SS,
win (i) BapualenbHyr0 00JacCTh TSDKENOH LEMH, COAEPXKAIIYIHD aMHHOKHUCIOTHYIO
nocnenosatenbHOCTs SEQ ID NO:64, u BapuabenbHYH 001acTh JIETKOW LEMU, COAEPIKAIIYIO
aMUHOKHUCIOTHYHO mnocinenosatenbHocTe SEQ ID NO:65. B ompeneneHHbIX BapuaHTax
OCYLIECTBIICHHUS] TEPANEeBTHUECKOE AaHTHTENO WM €ro AaHTHICHCBS3BIBAIOIINN (parMeHT
COZIEPIKUT TSDKEIYIO IIEMb, COAEPIKALIYI0 aMUHOKUCIIOTHYIO nocienosarenbHOCcTh SEQ ID NO:56
wiu SEQ ID NO:74. B onpezneneHHbIX BapUaHTaX OCYLIECTBJIEHUs TE€PareBTUUECKOE aHTUTENIO
WIN €ro aHTHIeHCBS3BIBAIOIINKA  (parMeHT COAEpPIKUT JIETKYI LeNb, COAEPIKAIIYIO
aMUHOKHUCIOTHYIO nocienosaTenbHocTs SEQ ID NO:57 unu SEQ ID NO:75. B onpeaeneHHbIX
BAPUAHTAX OCYIIECTBIEHUS TEPANeBTUYECKOE AHTUTENO WM €ro aHTUT'€HCBS3bIBAIOIINI

(dbparMeHT ConepKuT (1) TSKENYIO LEeMb, CONEPKAIYI0 aMHHOKHCIOTHYIO TOCENOBATEIBHOCTh



SEQ ID NO:56, u nerkyo 1emnb, ConepKaiyn aMUHOKUCIOTHYIO nocnenoBarenbHocTh SEQ ID
NO:57, umm (ii) TSKENYI 1eb, COAePIKAIly0 aMUHOKHCIOTHYIO TociienoBaTeibHOCTE SEQ ID

NO:74, u nerkyo 1enb, COAEPKaLYI0 aMUHOKUCIIOTHYIO nocnenoBaTenbHocTh SEQ ID NO:75.

KPATKOE OIITMCAHUE I'PAOUYECKHNX MATEPHUAJIOB

[0040] Ha ®wur. 1 nokasanbl u3obpaxenuss okpammBaHusi WX, mnojydeHHBIE C
ucnionb3oBanneM anruren k B7-H4 AS7.1, AET AB J516 u AET AB J512. (Cwm. IIpumep 4)
[0041] Ha ®wr. 2 mnokazaH BbIUUCIUTENbHBbIM aHanmu3 wu3obpaxennii (Definiens)
oxpammusanus UI'X. (Cwm. IIpumep 4)

[0042] Ha ®wur. 3 noka3aHa cerMeHTanus MOJI0KUTENbHbBIX KJIETOK C Pa3HbIMU YPOBHSIMHU
unteHcuBHocTu. (Cwm. Ilpumep 4)

[0043] Ha ®wur. 4 noka3aHO KOJIMYECTBO U COOTHOLIEHUE KJIETOK, CBSI3aHHBIX C KaXAbIM
YPOBHEM MHTE€HCHUBHOCTH OKpPAIlMBAaHUS U IMOJYYEHHBIX C MCIOJNb30BaHMEM aHTuTen k B7-H4
A57.1, AET AB J516 u AET AB J512. (Cwm. Ilpumep 4)

[0044] Ha ®wur. SA-5C nokazaHo cpaBHeHue skcnpeccun B7-H4 (uateHcuBHOCT DAB)
B LIEJIbHBIX KJIETKaX, MeMOpaHax u muromiasMe B7-H4-nonoxurensabix kiaerok. Ha @ur. SA
nokaszana skcrpeccusi B7-H4 (unrencusHocts DAB) ¢ ucnons3oBanuem antutena AS7.1. Ha
@ur. 5B nokazana skcnpeccusi B7-H4 (unterncuBnocts DAB) ¢ ucnonb3oBanuem anturena J512.
Ha ®ur. 5C nokasana skcnpeccusi B7-H4 (unterncuBHocTh DAB) ¢ MCONb30BaHNMEM aHTHTENA

J516. (Cwm. ITpumep 4)

IMOAPOBHOE OITMCAHMUME CYIITHOCTU U3OBPETEHU A

[0045] B HacrosieM NOKyMeHTE MpPeUIOKEHbl aHTHTeNA (Hanpumep, MOHOKJIOHAIbHBIE
AHTUTEJNA) U UX aHTUTEHCBS3bIBAIOINNE (DPArMEHTHI, KOTOPbIE CIIEIU(IUECKU CBSA3BIBAIOTCS ¢ B7-
H4 (nanpumep, B7-H4 uenoseka). Anturtena k B7-H4 u ux aHTHUreHCBsi3bIBaroIue (HparMeHThI
MOTYT UCIIOJIb30BaThCs It 0OHapyxerus B7-H4, Hanpumep, ¢ MOMOIIBI0 HMMYHOTUCTOXHMHH,
B 00Opa3siie paka.

[0046] Takke TpemIoKeHbl BBIIEIEHHBbIE HYKJIEHHOBBIE KUCIIOTHI (TOJHHYKJICOTHIbI),
takne kak kommuieMeHtapHas JIHK (x/IHK), xomgupyromass Takue aHTHUTENa M UX
AHTUTEHCBS3BIBAIOIINE (PparMeHThl.  JOTMONHUTENBHO TPEANIOKEHBI BEKTOPBI (Hanpumep,
BEKTOPBI JKCIPECCHU) W KIETKH (Hanpumep, KIETKH-XO03sieBa), COIEp’Kallie HYKJICHHOBBIE
KUCJOTHI (TTOJMHYKJIEOTH IbI), KOAHPYIOIIHE TaKWe AaHTUTeNla W WX AHTUTCHCBS3BIBAIOIINE
(bparMeHThL Taxke mnpemsnokeHbl CHOCOOBI MONYYEHHs TAaKWX AHTHTEN M HUX

AHTHUI'CHCBA3BIBAOIITUX (I)paFMeHTOB. B APYTrux aCreKkTax B HACTOALIEM JOKYMCHTE NIPCAJIOKCHDBI



cocobbl obHapyskenuss B7-H4, nanpumep, B obpazue paka. Taxke MpenyioskeHbI CBS3aHHbBIE

KOMITO3ULIMH (Hanpumep, KOMITIO3ULMH Uil OOHAPY KEeHUs1) 1 HaOOPBI.
TepmuHoOnOrUs

[0047] Tepmun «B7-H4», B KOHTEKCTE HACTOALIETO JOKYMEHTa, OTHOCUTCS K
nosmnentuaam B7-H4 muiexkonurarolux, BKIIXOYAsi, HO HE OrPaHUYMBASCh 3TUM, HATUBHBIC
nomunentuasl  B7-H4 wu  wsodopmer  mommmentumos  B7-H4. «B7-H4» oxBarbiBaer
TIOJTHOpPa3MepHbIe HeMpoIecCupoBanHbie noymmnentuasl B7-H4, a Takske ¢popMbl mOTUNENTHIOB
B7-H4, xoTtopble BO3HUKAIOT B pe3yjbTaTe MpPOLECCUHra BHYTpU kieTku. Tepmun «B7-H4
YEJIOBEKa», B KOHTEKCTE HACTOSAILIEr0 AOKYMEHTA, OTHOCUTCS K IOJIMIENTHIY, COAEPKALUEMY
aMUHOKHUCIOTHYIO nocneaosarenbHOcTh SEQ ID NO:1. «Ilonunykneorun B7-H4», «nykneorun
B7-H4» unu «nyxnenHosas kuciaora B7-H4» oTHOCUTCA K MONMHYKJIEOTHAY, Koaupyroimemy B7-
H4.

[0048] TepMuH «aHTUTENO» O3HA4YaeT MOJIEKYJy HMMYHOTJIOOYJIMHA, KOTOpast
pacno3HaeT U creu(UIecKy CBI3bIBACTCS C MUIIEHBIO, TAKOH Kak OeJIOK, MOJUIIENTH A, IeNTH],
YIJIEBOJ, MOJMHYKJIEOTH I, JUITU HJIM KOMOMHAIMH BBIIIEYKA3aHHOTO 110 MEHBIIEH Mepe uepes
OIIMH CAalT pacro3HaBaHMs AHTUI'€HA B BapuaOeNbHON OOJACTH MOJIEKYJIbI HMMYHOIJIOOYJIMHA.
TepMuH «aHTUTENO», B KOHTEKCT€ HACTOSINETO JOKYMEHTa, OXBAaTbIBAET HMHTAKTHbIE
MOJINKJIOHAJIbHBIE AHTUTENA, WHTAKTHbIE MOHOKIJIOHAJbHBIE AHTHUTENA, XHUMEPHBbIE AHTUTENA,
I'YMaHU3HPOBAHHBIE AHTUTEJNIA, AHTHUTEIA YEJIOBEKA, CIIUThIE OENKH, COAEepIKalINe aHTHTENO, U
T00YI0 APYTYI0 MOAUDHULIUPOBAHHYIO MOJIEKYJTy HMMYHOTJIOOYJIMHA, TPH YCIOBHH, YTO AHTHTEA
NPOSIBJISIIOT JKEJIAEMYI0 OHMOJIOTHYECKYI0 aKTUBHOCTh. AHTHUTENIO MOXKET ObITh JIFOOBIM U3 TISITH
OCHOBHBIX KJlaccOB MMMyHornoOynuHoB: IgA, IgD, IgE, IgG, u IgM, unm ux momkiaccoB
(mzotunoB) (nanpumep, 1gG1, 1gG2, 1gG3, IgG4, IgA1 u IgA2), Ha OCHOBAaHUYU UASHTUYHOCTU HX
KOHCTAHTHBIX JOMEHOB TSKEJIOW LENH, Ha3bIBAEMBIX ayb(a, JeJbTa, 3MCUJIOH, raMMa U MIO,
COOTBETCTBEHHO. PasjMuHbBIE KJIACCHI HUMMYHOMVIOOYJMHOB HMEKOT OTJIHYHBIE M XOPOLIO
U3BECTHBIE CTPYKTYpbl CYOBEAMHHL, M TPEXMEPHbIE KOH(PUTYypalu. AHTUTENA MOTYT OBITh

«TOJBIMW» UM KOHBOTUPOBAHBI C IPYTUMU MOJIEKYJIAMU, TAKUMH KaK TOKCHUHBI, paguOU30TOIIbI

UT.I.
[0049] TepmuH «(dparMeHT aHTHTENa» OTHOCUTCS K YACTH WHTAKTHOTO AHTHUTEA.
«AHTUIeHCBS3bIBAIOLIUI ¢dparmenT, «aHTUT€HCBS3bIBAIOIINI JOMEH U

«aHTUTCHCBSI3BIBAIOINAST OOJACTh» OTHOCHUTCS K YaCTH WHTAKTHOTO AaHTUTENA, KOTOpas
ceu(UIecKy CBA3BIBACTCS C AaHTUTEHOM. AHTHTEHCBSI3BIBAIOINUEN (PparMeHT MOKET COIEepPKaTh
AQHTUTE€HHBI Y4YaCTOK pACMO3HABaHUS WHTAKTHOTO aHTHUTeNa (Hampumep, OTPENesIoie

komruieMeHTapHocTh  objactu  (CDR), nocrarounble st CrielU(UIECKOTO  CBSI3bIBAHUS
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anTurena).  lIpuMepbl AHTHUIEHCBSI3BIBAOINMNX (PPArMEHTOB AHTUTEN BKJIIOYAIOT, HO HE
orpannuuBaroTcs umu, ¢parmentel Fab, Fab’, F(ab’)2 wu Fv, nunHeiiHple aHTUTENA U
OJHOLIENIOYEYHbIE aHTUTEIA. AHTUTE€HCBSI3bIBAIOIIUI (PPArMEHT aHTUTENIA MOXKET ObITh MOJTy4YeH
U3 JMOOBbIX BHUAOB XXHUBOTHBIX, TAKUX KaK I'PBI3YHBI (Hanpumep, Mblllb, KPbICa WM XOMSK) U
YeJIOBEKa, MJIK MOXKET ObITh MOJy4eH NCKYCCTBEHHO.

[0050] Tepmunbl «antuteno k B7-H4» u «anturteno, koropoe cesspiBaercsa ¢ B7-H4»
OTHOCSITCS] K aHTUTEIy, KOTOpPOe COoco0HO cnenuduyecku csa3piBaThest ¢ B7-H4 ¢ nocraTounoi
ap(UHHOCTBIO, TaK YTO AHTUTEJIO MOXKET OBITh HCIIOJIB30BAHO KAaK JHArHOCTUYECKUN W/HMIU
TEpaneBTHUECKUl areHT ans HauenuBaHus Ha B7-H4. Tepmunbl  «cnenupudecku
CBSI3bIBAIOLIUITY, «UMMYHOCTICIU(UIECKU CBSA3BIBAIOLIUIY, «UMMYyHOCTIEHUPUUECKU
pacIo3HAIIUI» U «CHeu(pUUecKH Pacro3HALIUI, B KOHTEKCTE HACTOSINEro JTOKYMEHTA,
SBJIAIOTCA AHAJIOTMYHBIMM TEPMHHAMH B KOHTEKCTE AHTHUTEN WJIM UX aHTUTCHCBSI3bIBAOLINX
(dparMeHTOB. DTH TEPMHHBI YKa3bIBAIOT, YTO AHTUTEJIO HITH €r0 AHTHICHCBS3bIBAIOIIUH (PparMeHT
CBSI3BIBAETCSI C SMUTONOM Yepe3 €ro aHTUTCHCBSI3bIBAIOLINI JOMEH U UTO CBSI3bIBAHUE BJICYET 32
co00#1 HEKOTOPYIO KOMILJIEMEHTAPHOCTh MEKIy aHTHICHCBSA3BIBAIOIIMM JOMEHOM U SIUTOIOM.
CoOTBETCTBEHHO, aHTUTEJIO, KOTOPOE «crenndpuiecku cesizpiBaetcsi» ¢ B7-H4 yenoseka (SEQ ID
NO:1), moxxeT Taxske cBsizbiBaThCst ¢ B7-H4 npyrux Bunos (Hanpumep, B7-H4 sBanckoro makaxka,
MBIIIH W/WIH KPBICh) w/uan Oenkamu B7-H4, nponyuupyeMbiMu U3 Opyrux ajieneil 4eaoBeka,
HO CTENeHb CBsA3bIBaHMs aHTuTeNa K B7-H4 ¢ HecBsi3aHHBIM OenlkoM, He OoTHOcsuMest k B7-H4
(HampuMep, APYrUMH 4YieHamMu cemeiicTBa OenkoB B7, Takumu kak PD-L1), cocraBnser MmeHee
yeM okosno 10% cesaspiBaHus aHtuTena ¢ B7-H4, kak usmepeHo, wampumep,
paguonmMmyHoanaan3oM (RIA).

[0051] «MOHOKJIOHAIPHOE» AHTUTEJO WU €ro aHTUT'€HCBS3BIBAOIIUN (PparMeHT
OTHOCUTCSI K TOMYJISIHUM TOMOT€HHOTO aHTHTEJIAa WM AHTUT€HCBS3BIBAIOINEro (hparMeHTa,
BOBJICUEHHOTO B BBICOKOCTIEIM(YUIHOE PACIIO3HABAHWE W CBSI3bIBAHME OJHOH AHTHUIE€HHOHN
JIETEPMHHAHTBI MJIH 3MUTONA. DTO OTJIUYAETCS OT MOJHUKJIOHAJIBHBIX aHTUTEJ, KOTOPbIE OOBIYHO
BKJIFOUAIOT Pa3Hble aHTUTEJA, HAIIPABJIEHHbIE IPOTUB Pa3HbIX AaHTUT€HHBIX JIETEPMUHAHT. TepMuH
«MOHOKJIOHAJIBHOE» AHTHTEJIO WM €ro aHTUIEHCBSI3bIBAIOIIUI (ParMEHT OXBATBIBAET Kak
UHTAKTHBIC, TAK U MOJIHOPa3MEepPHbIE MOHOKJIOHAJIbHbBIE AHTHTENA, a TAK)KE (PparMEeHThl aHTUTEN
(rakme kak Fab, Fab’, F(ab’)2, Fv), omnouemnoueunsie (scFv) myTaHThl, ciuTbie Oemkw,
comepiKallie dYacTb AaHTHTENa, H JIOOYH JAPYryR0 MOAM(DHUMPOBAHHYKD  MOJIEKYJY
UMMYHOTJIOOYJIMHA, COIEpPIKAINYI0 YYaCTOK pacro3HaBaHus. Kpome TOro, «MOHOKJIOHAJIBHOE»
AHTUTEJIO WJIK €r0 AHTUTCHCBS3BIBAIOIIMN (DParMEHT OTHOCUTCS K TaKHUM aHTUTENaM M HX

AHTUTEHCBS3BIBAIOIINM (pparMEeHTaM, MOJYYEHHBIM JIOObIM YHCIOM CIIOCOOOB, BKJIIOYAs, HO HE
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OrPaHUYMBASICh MU, THOPUAOMBIL, (haroBblil 0TOOP, PEKOMOMHAHTHAS SKCIIPECCHSI U TPAHCTEHHbBIE
JKUBOTHBIE.

[0052] Tepmunbl «BapuaOenbHas 00NaCTh» WM «BapHAaOENbHBIH JOMEH», B KOHTEKCTE
HACTOSIILETrO JOKYMEHTA, MCIOJB3YIOTCS B3aMMO3aMEHSEMO M SBIISIFOTCS OOIIUMH B AHHOH
oOmnactu TexHuku. BapuabenbHas 001acTh OOBIMHO OTHOCHTCS K YaCTH aHTUTENA, KaK MPaBHIIO,
K 9aCTH JIETKOH WJIN TSDKENOH 1ernu, 0ObMHO K aMUHOKOHIYY OT 110 10 120 aMHHOKHUCIIOT WIIK OT
110 no 125 aMUHOKHUCIIOT B 3peJIoi TsKEION Lenu U oT 0koJo 90 1o 115 aMuHOKUCIIOT B 3pesnon
JIETKOH LienH, KOTOPbIE PAa3JINYarOTCs MO TOCIEA0BATENIbHOCTH CPEN AaHTUTEN U UCIIOIb3YIOTCS B
CBSI3bIBAHUM M CHEUU(UIHOCTH KOHKPETHOI'O aHTHUTENAa K €ro KOHKPETHOMY aHTUIEHY.
H3MeHYMBOCTH B TMOCJIENOBATENbHOCTH CKOHIIEHTPUPOBAHA B TeX OONAcTAX, KOTOpbIE
HA3bIBAKOTCST 00JIACTSMH, orpenessiroumMu komriemMeHnTapHocTs (CDR), B To Bpemsi kak Oosee
BBICOKO KOHCEpBaTHBHbIE OONAacCTH B BapHaOENIbHOM JOMEHE Ha3bIBAIOTCA KapKaCHBIMU
obnactamu (FR). He >xenast ObITb CBSI3aHHBIMU KaKUM-THOO KOHKPETHBIM MEXaHHU3MOM HJIH
Teopuel, nonarart, uro CDR nerkoit u Tspkenoil Leneil HecyT OCHOBHYIO OTBETCTBEHHOCTD 32
B3aUMOJIEHiCTBHE M CHeNU(PUYHOCTh AHTUTENA C AHTUIEHOM. B OmpenenseHHBIX BapHAHTAX
ocyuiecTBIeHHs BapuadesbHas 00JacTh MpeacTaBisieT codoii BapuadenbHyr0 00J1aCTh YeIOBeKa.
B ompeneneHHbIXx BapuaHTax OCYINECTBIIEHHS BapuabenbHas 00JacTh MpeAcTaBisier coOOM
BapuabesbHy0 00J1aCTh IPhI3YHA HJIA MBIIIH.

[0053] Tepmunelr «VL» u «gomen VL» ucCnone3yrTcs B3aMMO3AMEHSEMO IS
o0o3HaveHust BapuadesbHOM 00JIaCTH JIETKOW L[EMH aHTUTENA.

[0054] Tepmunel «VH» u «aomen VH» ucnonb3yroTcs B3aUMO3AMEHSIEMO IS
o0o3HaveHust BapuabesbHOM 00JIaCTH TSIKEJION e aHTUTENA.

[0055] Tepmun «Hymepamms no Kabar» u momoOHbIE TEPMHUHBI U3BECTHBI B JaHHOH
O0NacCT TEXHHKH M OTHOCATCA K CHCTEME HyMepalld aMHUHOKHCJIOTHBIX OCTATKOB B
BapuabeNbHBIX OOJIACTSIX TSDKENION M JIETKOW IeTNH aHTUTENa, WIM €r0 aHTUTCHCBSI3bIBAIOIIETO
¢parmenta. B omnpenenennbix acnektax CDR moryt ObITh OmpeneneHsl B COOTBETCTBUH C
cucremMort Hymepaunu o Kadar (cm., nanpumep, Kabat EA & Wu TT (1971) Ann NY Acad Sci
190: 382-391 u Kabat EA et al., (1991) Sequences of Proteins of Immunological Interest, Fifth
Edition, U.S. Department of Health and Human Services, NIH Publication No. 91-3242).
Ucnonp3ys cucremy HyMepauu no Kabat, CDR B mMonekyie Tsokenoi nenu aHTuTena oObIMHO
NPUCYTCTBYIOT B TOJIOXKEHHSAX aMHHOKHCIOT OT 31 mo 35, KoTopbie HEoOs13aTeNbHO MOTYT
BKJIFOYATh OJHY WJIM JBE JOTMOJIHUTENbHbIE aMUHOKHCIIOTHI, ClieAyroImue 3a 35 (ynoMuHaercs: B
cxeme Hymepauuu no Kabar kak 35A u 35B) (CDR1), monoxkeHussx aMUHOKHCIIOT OT S50 110 65
(CDR2) u nonoxkenusix aMuHOKUCIOT oT 95 1o 102 (CDR3). HMcnonb3ys cucteMy HyMepanuy 1o

Kabar, CDR B Mojekyje Jerkoil Lenmud aHTUTeda OObIMHO NPUCYTCTBYIOT B TOJOXKEHUSX
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amuHokucnotr 24-34 (CDRI1), nmonoxenwsix amuHokucnor 50-56 (CDR2) u monoskeHHsx
amuHokucior 89-97 (CDR3). B konkperHoMm Bapuante ocymectBienuss CDR anrtwuren,
OINMCAHHBIX B HACTOSIIEM IOKYMEHTe, ObUTH ONpeneNieHbl B COOTBETCTBUH CO CXEMOM HyMepaLuu
no KaoOar.

[0056] UYoTua, BMECTO 3TOT0, OTHOCUTCS K PACIIOJIOKEHUIO CTPYKTYpHBIX meTesnb (Chothia
and Lesk, J. Mol. Biol. 196:901-917 (1987)). Koneny netniu CDR-H1 no Yorna npu Hymepauuu
cornacHo cucreme Hymepauuu no Kabary Bapeupyercs mexny H32 u H34 B 3aBucumoctu ot
JUTMHBI TETIU (3TO CBA3aHO C TeM, 4To B cxeme Hymepauuu no Kabar B H35A u H35B
pa3sMeInaroTcs BCTaBKy, ecnu HU 35A, Hu 35B He mpuUCYTCTBYIOT, NETJIsI 3aKaHYMBAeTCs Ha 32;
€CJIM TMPUCYTCTBYET TOJBKO 35A, meTns 3akaHYMBaeTCs Ha 33; eCcliu MPUCYTCTBYIOT 00a 35A u
35B, nerns 3akaHuuBaercs Ha 34). ['unepBapuabenpHble obmactu AbM mpeacTaBisiroT coOoi
xomrpomucc Mexny CDR mo Kabar u crpykTypHbIMU neTisiMu 1o HoTua, MU UCHOJIB3YIOTCS

nporpammubiM obecnieuernem Oxford Molecular nist MonenupoBanust antuten AbM.

ITerns ITo Kabar AbM ITo Yorua
L1 L.24-1L.34 L24-1L.34 1L.24-1.34

L2 L50-L56 L50-L56 L50-L56

L3 L.89-L97 L89-L.97 L.89-L97

Hl H31-H35B H26-H35B H26-H32..34

(Hymepauusa Kadar)

Hl1 H31-H35 H26-H35 H26-H32

(Hymepauus Yortua)

H2 H50-H65 H50-H58 H52-H56
H3 HO95-H102 HO95-H102 H95-H102
[00S7] TepMuHBI «KOHCTaHTHAasi OONACTb» U «KOHCTAHTHBIM JOMEH», B KOHTEKCTE

HACTOSILIEr0 JOKYMEHTA, UCTIOJIB3YIOTCS B3aUMO3aMEHSIEMO U UMEIOT OOLIMe 3HAYSHUS B TaHHOM
obnactu TexHuku. KoOHCTaHTHasi 0o0NacTh MpeACTaBiseT COOOI YacTb aHTHTENA, HANpUMED,
KapOOKCUJIbHYIO KOHLIEBYIO HYacTh JIETKOH W/HIM TSDKENOW IIeNHd, KOTOopas He Y4acTByeT
HEMOCPEACTBEHHO B CBSI3bIBAHMM aHTHUTENIA C AHTHUIEHOM, HO KOTOpas MOXKET MpPOSBIISTH
paziauunbie  3ddexTopHbie QYHKIMM, Takue Kak B3aWMOAEWCTBHE C Fc-perenTopowm.
KoHcranTHast 0051acTh MOJIEKYJIbl UMMYHOJIOOYJIMHA OOBIMHO MMeeT 0oJieeé KOHCEPBATHUBHYIO
AMUHOKHCJIOTHYIO MOCJIEI0BATENIbHOCTD OTHOCHTEJIbHO BapuabesbHOro JIOMeHa

I/IMMYHOF.]'IO6y.]'II/IHa. B OMNMPEACIICHHBIX aClEKTaX AaHTUTEIO WU €ro aHTI/IFeHCBﬂSI:;IBaI-OH_II/Iﬁ
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(parMeHT COAEPKUT KOHCTAHTHYKO OOJacTb WIM €€ 4acTh, JOCTATOUHYK IS
AHTHUTENI03aBUCUMOMN KJIETOYHOOMOCpenoBanHo nurotokcnuHoct (ADCC).

[0058] TepMuH «Tskenass LeOb», B KOHTEKCTE HACTOSAILIETO JOKYMEHTa, MpHU
UCIIOJIb30BAHNH B OTHOLICHWH AHTUTENA MOXET OTHOCUTBCA K JIFOOOMY OTAEIBHOMY THIY,
nanpumep, anbda (o), nmenpra (8), sncwioH (g), ramma (y) U Mo (W), Ha OCHOBAaHUU
AMHHOKHCJIOTHON IMOCJEN0BATEIbHOCTY KOHCTAHTHOIO JOMEHA, KOTOpas NMPUBOAUT K KJaccam
anruren IgA, IgD, IgE, IgG u IgM, cooTBeTcTBEeHHO, BKItOUas noakaaccel IgG, nanpumep, 1gGy,
IgGa, 1gGs, u IgGs. AMMHOKHUCIIOTHBIE MOCIEA0BATENBHOCTH TSKEJIBIX LIETIeH XOPOIIO U3BECTHBI
B JAaHHOM 0ONacTM TEXHUKU. B KOHKPETHBIX BapHaHTaX OCYLIECTBICHMs TsDKENasl Lerb
NPEACTaBIsET COOON TSIKENYIO LeNb YeNOoBeka. B KOHKPETHBIX BapHaHTaxX OCYIIECTBIIECHHUS
TSDKENasi LeTb MPEACTAaBIsIET COOON TSHKENYIO LEeTb IPhI3yHa WIIH MBILIH.

[0059] Tepmun «ierkas nemb», B KOHTEKCTE HACTOSILIErOo JOKYMEHTa, IIpU
UCIIOJIb30BAHMH B OTHOIIEHHH AHTHTEIA MOXKET OTHOCUTBHCS K JIFOOOMY APYroMy THITY, HAIIPUMED,
kanmna (k) win jgambaa (A) Ha OCHOBE aMHHOKHCJIOTHOHN IMOCIENOBATEIbHOCTH KOHCTAHTHBIX
JOMEHOB. AMHHOKUCJIOTHBIE MOCIIEIOBATEIBHOCTH JIETKUX LIeTIel XOPOLIO U3BECTHBI B TAHHOU
o0JlacTh TEXHUKU. B KOHKpETHBIX BapHaHTax OCYINECTBIICHMS JIerKas LeTlb NPeCTaBIsieT coOO0i
JIETKYIO LIeTb Y€JOBeKa. B KOHKPETHBIX BapHUAHTAX OCYLIECTBJICHUS JIETKas LeNb MPEACTaBIAET
co00i1 JIETKYIO LeTb IPhI3yHA UM MBIIIH.

[0060] TepMuH «XMMEpHBbIE» aHTHUTENA WJIM HMX AHTHUICHCBSI3bIBAIOLINE (HParMeHThI
OTHOCSITCSI K aHTUTEJIaM WJIM UX aHTUT€HCBSA3BIBAIOIINUM (pparMeHTaMm, mpudeM aMUHOKHUCIOTHAS
MOCJIEIOBATENIbHOCTh MPOMCXOAUT OT ABYX Wi Oojiee BuaoB. Kak mpaBuio, BapuaOenbHas
00JIaCTh Kak JIETKOH, TaK M TSKEJION LieNel COOTBETCTBYET BapHaOeIbHOI 00JIaCTH aHTUTEN WIN
UX AHTUTEHCBS3bIBAIOIUX (PparMeHTOB, MOJNYYEHHbIX OT OJHOTO BHIA MIIEKOIMHTAOLIHX
(Hanpumep, MBIIN, KPBICHI, KPOJIMKA U T. J.) C XKeJaeMod crneuuPuIHOCThIO0, ahGUHHOCTBIO U
CIIOCOOHOCTBIO, B TO BPeMSI KaK KOHCTAHTHBIE OOJIACTH TOMOJIOTUYHBI TOCJIEAOBATENBHOCTSIM
AHTUTEJ WM WX AHTHI'CHCBS3BIBAIOIIMX (PPArMeHTOB, MOJNYYEHHBIX OT Jpyroro (oOBMHO
YeJIoBeKa), YTOOBI M30€KaTh BbI3IBAHNSI IMMYHHOTO OTBETA Y 3TOTO BHIA.

[0061] TepMuH «TyMaHU3MpPOBAaHHOE» AHTUTENO WM €ro aHTUTEHCBA3BIBAKOLIUN
(parMeHT OTHOCUTCS K (pOpMaM HeueNOBEUeCKHX (Hanpumep, MBILIUHBIX) AHTUTEN WA HX
AHTUT€HCBA3bIBAIOLIUX ¢dparmeHToB, KOTOpbIE SIBJISIFOTCSI cnennpUIeCKIMU
UMMYHOTJIOOYJIMHOBBIMH LIETISIMHA, XUMEPHBIMH HMMYHOTJIOOYJIMHAMH WIH HX (pparMeHTamy,
KOTOpbIE coziepkaT MUHUMaJbHbIE HeueJIOBEeUeCKue (nanpumep, MBILIHHBIE)
nocienoBaTenbHocTd.  Kak  mpaBuio,  ryMaHU3UpPOBaHHbIE — aHTUTeNa  WIM  UX
AHTUTEHCBS3BIBAIOIINE (PPArMEHThl TNPENCTABISIOT COOOH HMMMYHOTJIOOYJIMHBI YeJOBEKa, B

KOTOPBIX OCTaTKH U3 ONpenessomeil koMmmieMeHTapHocTb o0actu (CDR) 3amMeHeHb! ocTaTkaMu
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u3 CDR HeuesnoBeueckux BUAOB (Hanpumep, MBILIH, KPBICHI, KPOJHKA, XOMSIKa), KOTOPBIE HMEIOT
KeJaeMyro crieln(puIHOCTb, aQPUHHOCTH U XapakrepucTuku («c mpusuroit CDR») (Jones ef al.,
Nature 321:522-525 (1986); Riechmann ef al., Nature 332:323-327 (1988); Verhoeyen ef al.,
Science 239:1534-1536 (1988)). B HekoTOpBIX ClydYasx OIpEIeNeHHblE OCTATKH KapKaCHOH
obnactu Fv (FR) nuMMyHOrIoOy/IiHa YeoBeKa 3aMEHSIIOTCS COOTBETCTBYIOLIMMH OCTATKAMH B
aHTUTENe WK (PparMeHTe BUA, He IPUHAJIEKAIIEMY K YeJIOBEKY, KOTOPBIN 00afaeT xenaeMoi
cieunpUIHOCTBIO, ap(UHHOCTBIO M CIIOCOOHOCTHIO. | 'YMaHM3MPOBAHHOE AHTHUTENO WU €ro
AHTUTEHCBA3BIBAIOIINN (PPArMEHT MOTYT OBITh JOTIOJIHUTENBHO MOANDUIIUPOBAHBI ITyTEM 3aMEHbI
JOTIOIHUTENIBHBIX OCTaTKOB JOO B KapkacHoi obmactu Fv, w/mwmm B ocrarkax CDR
HEYEJIOBEUECKOro MPOUCXOXKIEHHS Uil YTOUHEHHsI U ONTUMH3ALNH CHeMPUIHOCTH aHTHUTETA,
€ro aHTUIeHCBs3bIBaroLlero (Qparmenta, apuHHOCTH W/MnM crnocoOHocTH. B oOmew,
TYMaHU3HPOBAHHOE AHTUTENO WM €ro aHTHIeHCBS3bIBAOIIMK (parMeHT Oyner comepikaTh
BapuadesbHbIe JIOMEHBI, COZEp’Kallfe BCce WM No cymectBy Bce obmactu CDR, xoropsle
COOTBETCTBYIOT MMMYHOIJIOOYJIMHY, HE OTHOCSINEMYCS K 4YeJOBEeKy, TOTAa KaK BCE MJIH IO
cymectBy Bce oOnactu FR SBISIFOTCS TakOBbIMH K3 KOHCEHCYCHOHM TMOCJI€IOBATENbHOCTH
UMMYHOIJIOOYJIMHA 4esoBeKa. | YMaHM3UPOBAHHOE AHTUTENIO WM €r0 aHTUI'€HCBSI3bIBAOIIUIT
(dparmMeHT Taxke MOTyT COAEPIKaTh IO MEHbIIEH Mepe 4acTb KOHCTAHTHON O0JIAaCTH WIJIN TOMEHa
ummyHornoOynuna (Fc), oObHO uMMyHOrnoOynuHa uenoBeka. I[lpumepsl  crocoOoB,
HCTIOJIb3YEMBbIX JJIsI CO3/IaHMsI T'yMaHU3UPOBAHHBIX aHTUTEN onucanbl B matente CIIIA. 5225539;
Roguska et al., Proc. Natl. Acad. Sci., USA, 91(3):969-973 (1994) u Roguska et al., Protein Eng.
9(10):895-904 (1996). B HEKOTOPBIX BapHAHTaX OCYILIECTBICHHS «TYMAaHHU3UPOBAHHOE AHTUTENIO»
NpeACTaBIsIeT COOON aHTUTENIO C U3MEHEHHOH MOBEPXHOCTHIO.

[0062] TepMuUH aHTUTENO «4YENIOBEKa» WJIM €ro aHTUT'€HCBS3BIBAIOIIMI (PparMeHT
O3HAYAET AHTUTENIO WJIM €r0 aHTUTCHCBS3BIBAIOINUN (PparMeHT, MMELINe aMHHOKHCIOTHYIO
MOCJIEIOBATENIbHOCTD, MOJYYEHHYIO M3 T€HHOTO JIOKyCa UMMYHOTJIOOYJIMHA YeJIOBEKa, TIe TaKOe
AHTUTEJIO WM AHTUTCHCBSA3BIBAIOLIHNN (PPArMEeHT MOJIYYAOT C UCTIOIB30BAHUEM JIFOOOTO criocoba,
U3BECTHOT'O B JAHHOW 00JIACTH TEXHUKH. JIaHHOE ONpeNieieHNe YeIOBEUECKOro aHTUTEINA HITH €TI0
AHTUTEHCBS3BIBAIOIIETO (PPArMEHT BKJIIOYAET B Ce€0st MHTAKTHBIE MJIH MTOJIHOPa3MEPHBIE aHTUTENA
U uX (pparMeHTHI.

[0063] «A(pGPUHHOCTD CBSI3BIBAHUS» OOBMHO OTHOCHTCS K Cujie OOImeld CyMMBbl
HEKOBAJICHTHBIX B3aWMOJEHCTBUN MEXIy ONHHM CAaHTOM CBSI3BIBAHHSI MOJEKYJbI (Hanpumep,
AHTUTEJIOM WJIM €r0 aHTHIe€HCBS3BIBAIOLINM (DPAarMEHTOM) U €ro MapTHEPOM IO CBS3BIBAHHIO
(nanpumep, anTureHom). Ecnm He yka3aHO WHOE, B KOHTEKCTE HACTOSIIErO IOKYMEHTa,
«a(p(HUHHOCTD CBSI3BIBAHMUSA» OTHOCUTCS K BHYTpeHHell adPUHHOCTH CBSA3BIBAHHSA, KOTOpPas

oTpakaer B3aumozeiicTeue 1:1 Mexay dieHaMu mapbl CBA3BIBAHHS (HAIPUMED, AaHTUTENIOM WJIN
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€ro aHTUTeHCBSA3BIBAIOIIUM (parMeHTOM U aHTHreHoM). AdduHHOCTD MONekynbl X K ee
napTHEpY Y OOBIMHO MOKET OBITh MpeacTaBieHa koHcTanTon aucconuanun (Kp). AddunHocTs
MOXeT OBITh M3MEpPEeHa W/WIN BBIPAKE€HA HECKOJIBKUMH CIIOCOOaMH, M3BECTHBIMH B JAHHOHN
00JIaCTH TEeXHUKH, BKJIIOYasi Oe3 OrpaHWYEHHUs] KOHCTAHTY paBHOBecHOW amuccoumaruu (Kp) u
KOHCTaHTy paBHOBecHOH accormannu (Ka). Kp Beraucisercs uz orHomenus Kott/kon, TOrIA KAk
Ka Bbruucnsiercs u3 oTHOmEHUs Kon/Koff. Kon OTHOCHTCSI K KOHCTAHTE CKOPOCTH aCCOLHAIIHH,
HANpumep, AaHTUTENAa UM €T0 aHTHIeHCBSI3BIBAIOLIETO (PparMeHTa ¢ aHTHUIeHOM, a Koff OTHOCHUTCS
K AVCCOLMALIUH, Hanpumep, aHTUTENa UIIH €r0 aHTUT€HCBSI3bIBAIOIIETO (pparMeHTa ¢ aHTUT€HOM.
kon 1 Koff MOTYT OBITH OmpezneneHsl Croco0amH, M3BECTHBIMU CIIELUAIUCTY B JAHHOM 00JacTH
TexHnKH, Takumu kak BIAcore® mmm KinExA.

[0064] TepMUH «3MUTOM», B KOHTEKCTE HACTOSALLErO JOKYMEHTA, SIBJIAETCS TEPMUHOM B
OaHHOH OOJNacTH TEXHMKM W OTHOCHTCSl K JIOKAJM30BAaHHOH OOJACTH aHTHIeHa, C KOTOPOM
AHTUTEJIO WM €r0 AaHTHICHCBSI3bIBAIO NI (PpAarMEHT MOTYT CIIeLU(PHIESCKH CBSI3bIBATHCS. JMUTOI
MOKET TPENCTaBIATh COOOM, HAMPUMep, CMEKHbIE AMUHOKHCIIOTHI MOTUNeNTHAA (JINHEHHBIH HITH
HETIPEPBIBHBIA 3TMUTOI) WIM SIUTON, HANPUMEpP, MOXKET OObEAMHATBHCS W3 NBYX WM Oosee
HECMEKHBIX O0JacTell MONMIEeNTHAA WM TOJUMIENTHIOB (KOH()OPMAIMOHHBIX, HEJIMHEHHBIX,
NPEPHIBUCTBIX MM HECMEXHBIX 3MUTONOB). B ompeneneHHbIX BapuUaHTaX OCYILECTBJIEHUS
STHTOI, C KOTOPHIM CIELU(PUIECKU CBSI3BIBAETCS AHTHTENO MM €r0 aHTHI'CHCBSI3bIBAOIINN
¢parMeHT, MoxeT ObIThb oOmpeneneH, Hanpumep, ¢ noMouplo AMP-CIeKTpOCKONHH,
UCCJICIOBAHUI PEHTTEHOBCKOM audpakuuoHHo kpuctamiorpaduu, anamn3os MDA, obmeHa
BOJOPOA/AeNTEepU B COYETAHMH C  MAaCC-CIIEKTPOMETpHel (Hampumep, KUIKOCTHON
xpoMmarorpaguu ¢ Macc-CIeKTPOMETpUeH C 3JIEKTPOPACTBbUICHHEM), AHAJIM30B HA OCHOBE
OJIUTOTICTITUTHOTO ~ CKAHUPOBAHUS  W/HWJIM  MyTareHe3HOrO  KapTUPOBaHUs  (Hanpumep,
KapTUPOBaHHUE CalT-HANPABIEHHOIO MyTareHe3a). B ciydae peHTreHOBCKOI kpucrauiorpadun
KPHUCTAJLTU3ALHS MOYKET OCYIIECTBIISITHCS C TIOMOLIBIO JIFOOBIX CIIOCOOOB, M3BECTHBIX B TAHHOH
obmnactu Texuuku (nanpumep, Giegé R et al., (1994) Acta Crystallogr D Biol Crystallogr SO(Pt 4):
339-350; McPherson A (1990) Eur J Biochem 189: 1-23; Chayen NE (1997) Structure 5: 1269-
1274, McPherson A (1976) J Biol Chem 251: 6300-6303). Kpucramisl aHTUTEN0/€ro
AHTUTECHCBS3BIBAIOIINN (PparMeHT: aHTHIeH MOTYT OBITh M3YYEHbI C HCHOJIB30BAHUEM XOPOLIO
U3BECTHBIX CIMOCOOOB AM(PAKLMU pPEHTTEHOBCKUX JIyu€d W MOTYT OBITh YTOYHEHBI C
UCIIOJIb30BAaHMEM KOMIIBIOTEPHOTO MpOorpaMMHOro obecrnedenus, takoro kak X-PLOR (Yale
University, 1992, pacnpoctpansiercst Molecular Simulations, Inc.; em., nanpumep, Meth Enzymol
(1985) volumes 114 & 115, eds Wyckoff HW ef al.,; U.S. 2004/0014194) u BUSTER (Bricogne
G (1993) Acta Crystallogr D Biol Crystallogr 49(Pt 1): 37-60; Bricogne G (1997) Meth Enzymol
276A: 361-423, ed Carter CW; Roversi P ef al., (2000) Acta Crystallogr D Biol Crystallogr S6(Pt
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10): 1316-1323). HccnenoBaHuss MyTareHE3HOTO KapTHPOBAHUS MOTYT OCYIIECTBIATHCS C
UCTIOJIb30BaHUEM JIFOOOTO croco0a, M3BECTHOTO CIELUAINCTY B JAHHOH 00nacTi TeXHUKH. Cam.,
nanpumep, Champe M et al., (1995) J Biol Chem 270: 1388-1394 u Cunningham BC & Wells JA
(1989) Science 244: 1081-1085 nnst onmcaHusi METOZOB MyTareHe3a, BKIIFOYAsi METOJIbI aJIaHHH-
CKaHMPYIOLIErO MyTareHesa.

[0065] AnTuTeno k B7-H4, KoTOpoe «CBSI3BIBAETCS C TEM K€ SITUTOMOMY, YTO U STAJJOHHOE
antuteno k B7-H4, oTHOcUTCA K aHTUTENY, KOTOPOE CBSI3BIBAETCS C TEMH K€ AMUHOKHUCIIOTHBIMU
ocratkamu B7-H4, uto u sTajonHoe antureno k B7-H4. CrnocobHocts anturena k B7-H4
CBSI3BIBATBCS C TEM )K€ SMUTOIOM, UYTO U 3TAJIOHHOE aHTuTeNo k B7-H4, onpenensercst ¢ noMoIpro
a"anusa oomeHa Bogopon/ netiteputi (cm. Coales ef al. Rapid Commun. Mass Spectrom. 2009; 23:
639-647).

[0066] CuuTaercs, 4TO aHTUTENO «KOHKYPEHTHO WHTUOUPYET» CBSI3bIBAHHE 3TAJOHHOTO
aHTUTENa C JaHHBIM OIHUTONOM, €CJIM OHO CBSI3BIBAETCS C TEM K€ OJIUTONOM WIIU
NEePEKPBhIBAIOLIMMCS 3MUTONOM O3TAJOHHOTO AaHTUTENa, TaK 4YTO OHO B HEKOTOPOH CTENeHU
OJOKMpYeT CBsI3bIBAHKME STAJIOHHOTO AaHTUTENa ¢ SMUTOnoM. KOHKypeHTHOoe MHruOMpoBaHue
MOXKET OBITh ONPEEeNIeHO JTI0OBIM CIIOCOOOM, U3BECTHBIM B JAHHOW O0JIACTH TEXHHUKH, HAIIPUMED,
KOHKypeHTHbIM M PA. MOXXHO CKa3aTh, YTO aHTUTEJIO KOHKYPEHTHO MHTHOUPYET CBSI3bIBAHHE
STAJIOHHOTO AHTUTEJNA C JAHHBIM 3IIUTOIOM Ha 1o MeHbLIe Mepe 90 %, no meHnblieit mepe 80 %,
no MeHb1Ieit mepe 70 %, no mensinel mepe 60 %, wiu o Mexbieit mepe 50 %.

[0067] IlonunenTua, aHTUTENO, MOJUHYKJIEOTHZ, BEKTOp, KJIETKAa WJIM KOMIIO3ULIMS,
KOTOpBIE «BBIAEIEHBI», MPENCTABIACT COOON MOJUMENTHA, AHTHTENO, TOJIUHYKIEOTHA, BEKTOD,
KJIETKY WM KOMIIO3ULHIO, KOTOpas HAaxomuTcs B (OpMe, HE BCTpEHarollelcsi B IpPUPOAE.
Brinenennple MONMNENTUAB], AHTUTENA, MOJUHYKJIEOTHIbI, BEKTOPBI, KJIETKAa WJIH KOMITIO3ULIUH
BKJIFOYAIOT T€, KOTOPbIE OBUIM OYHILEHBI IO TAKOH CTETIEHH, YTO OHU OOJIbINE HE MPUCYTCTBYIOT B
TOW (popMe, B KOTOPOH OHHM HAXOIATCS B MpHUpOne. B HEKOTOPBIX BapHaHTaX OCYLIECTBIICHHS
BBIICJICHHBIE AHTUTENO, MOJIUHYKJICOTU, BEKTOpP, KJIETKA WM KOMIO3ULUS SBISIOTCS IO
CyLIEeCTBY 4UCTON. TepMHH «IO CyLIeCTBY YHMCTBIN», B KOHTEKCTE HACTOSILErO IOKYMEHTa,
OTHOCHUTCSI K MaTrepHajly, KOTOPbIi MMEEeT YUCTOTYy Mo MeHbiued mepe 50% (T.e., He COmepIKUT
3arpsi3HEHUH), YUCTOTY 1O MeHblIeld Mepe 90%, YucToTy mo MeHbneil Mepe 95%, 4nucToTy 1o
MeHblel Mepe 98% unu YucToTy no MeHsbluel mepe 99%.

[0068] TepMUHBI «IOTUMENTHIY, HIENTHI» H «OEJOK» HCMONB3YIOTCS B HACTOSIIEM
JOKYMEHTE B3aMMO3aMEHSIeMO IJIsi OOO3HAUEHHs! IMOJIMMEPOB AMHUHOKHCIOT JIFOOOH IJIMHBL
[lomumep MokeT ObITh JHHEWHBIM WM  Pa3BETBIEHHBIM, OH MOXET COHEepKaTh
MOAU(UIMPOBAHHBIE AaMUHOKHUCIIOTBL, U OH MOXKET OBITh pa3fesieH He aMHMHOKUCIoTaMu. Kpome

TOr0, YKa3aHHbIE TCPMHUHBI BKJIHOYAOT AMHUHOKHCIIOTHBIHN MoJIMMED, KOTOprfI ObLI
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MOAU(HUIMPOBAH MPHUPOAHBIM IYTEM MM MYyTEM BMEINATENbCTBA, HANpUMep, 0Opa3oBaHHEM
IUCYITb(PUTHBIX CBsI3eN, IIMKO3UIIMPOBAHUEM, JIUMHAJALUEH, ALETUIINPOBAHUEM,
dochopunrpoBanrem Wi JTFOOBIMHI APYTHMH MAHUTYJISIIUSAMU, WIH MOAU(UKALUSME, TAKHE KaK
KOHBIOTALUS C MEYEHbIM KOMIIOHEHTOM. Tak)Ke TEePMHH BKJIIOUaeT B ceOs, Hampumep,
NOJIMIIENTHABL, COIEp’Kallfe OAWH MM 0oJjieeé aHaJOroB AaMHUHOKHCIJOTHI (BKJIIOYAIOIINE,
HarpuMep, HePUPOIHbIE AMUHOKHCIIOTEI U T. /1.), & TaKXKe Ipyrue Moau(UKalnuy, U3BECTHBIE B
OaHHOM oOnactu TexHUKU. [IOHATHO, YTO TOCKOJBKY TIOJIUMENTHIBl COIJIACHO IaHHOMY
M300pETEHNIO OCHOBAHbI HA AHTHUTENAX, B HEKOTOPBIX BAPUAHTAX OCYILIECTBIICHHS ITOJUTENTHIbI
MOTYT BCTPEYATbCs B BUAE OTAEJbHBIX LIENIEH WU CBS3aHHBIX LIECTICH.

[0069] «IIpoLeHT HOEHTUYHOCTH» OTHOCUTCS K CTENEeHUW HUACHTHUYHOCTH JBYX
MOCJIEIOBATENbHOCTEN (nanpumep, AMUHOKMCIIOTHBIX MOCJIEOBATEIbHOCTEN UJH
NIOCJIEIOBATENIbHOCTEN HYKJIEMHOBBIX KHCJIOT). IIpOHEHT MAEHTUYHOCTH MOXKHO OIpPENEIUTh
IyT€M BbIPABHUBAHUS JBYX IIOCJIENOBATEIbHOCTEH, BBEAECHUs IDIOB AJId MAaKCUMHU3ALUU
UICHTUYHOCTU JIByX IOCIENOBATENbHOCTEH. BpIpaBHMBaHHME MOXKHO CO37aBaTb C MOMOILBIO
IpOrpamMM, HM3BECTHBIX B HAHHOW oOyacTu TexHUKH. JInd menedl HacTosmero u3o0peTeHus
BbIPAaBHUBAHUE HYKJICOTUHBIX NTOCIEA0BATEIbHOCTEH MOKHO BBIIOJIHUTD C IOMOLIb PO PaMMBbl
blastn, HACTPOEHHOH MO YMOJUAHHIO, M BHIPABHUBAHIE AMHHOKHCIIOTHBIX ITOCIIEI0BATENIbHOCTEH
MOYKHO BBINIOJIHUTh C TIOMOLIBK) TPOTrpaMMbl blastn, HACTPOEHHOH MO YMOJYaHUIO (CM.
HanmonanbHblii LieHTp OnorexHosornveckoi nupopmanuu (National Center for Biotechnology
Information — NCBI) Ha unTepHer cafite www.ncbi.nlm.nih.gov).

[0070] TepMuH «KjeTKa - XO35UH», B KOHTEKCTE€ HACTOSIIEro JTOKYMEHTa, MOJKET ObITh
JOOBIM THUIIOM KJIETOK, HAIIPUMEpP, TEPBUYHON KJIETKOH, KJIETKOH B KYJIbTYpe, HIIH KJIETKOH U3
KJIETOYHONW JMHUU. B KOHKPETHBIX BAapUAHTAaX OCYLIECTBJEHUS TEPMUH «KIIETKA-XO3IHH»
OTHOCHUTCSI K KJIETKE, TPAaHC(HUIIUPOBAHHON MOJIEKYJIOH HYKJIEMHOBOH KUCIIOTBI, U TIOTOMCTBY HJTH
NOTEHIMAJIBHOMY TIOTOMCTBY TakKOW KJIeTKH. IIOTOMCTBO TakOW KJIETKH MOXKET He OBITh
UJIEHTHYHBIM POIMTENBCKON KIIETKE, TPAaHC(HHULUHUPOBAHHONH MOJEKYJIOH HYKIEHHOBOW KHCJIOTHI,
Hanpumep, W3-3a MyTallUi WJIN BIUSIHUSA OKPY>KArOLIEH Cpenbl, KOTOPbIE MOTYT MPOU3ONTH B
MOCJIEAYFOLINX MOKOJIEHUSX WX UHTETPaLii MOJIEKYJIbl HYKJIEMHOBOM KHCJIOThI B TEHOM KJIETKH-
XO35HHA.

[0071] Tepmun «cBepxakcnpeccusi» B7-H4 B KOHKpeTHOM 00pasiue OmyxoJd, TKaHH HITH
KJIeTOK oTHocutcs kK B7-H4 (momunentuny B7-H4 wnm HykIeHMHOBOH KHCIIOTE, KOIUPYIOIIEH
TaKOH MOJUMNENTH), KOTOPBIA MPUCYTCTBYET HAa YPOBHE BBIIIE, YEM TOT, KOTOPBIH MPUCYTCTBYET
B HEMOPAXCHHON TKAaHW HJIM KJIETKaX OJHOTO M TOTO JK€ THIA WA MPOHCXOXKACHUS BOIU3U
OIyXOJIN WJIM PAKOBOTO 3a00sieBaHMs. Takasi CBEPXIKCIPECCHSI MOXKET ObITh BBI3BAHA, HATIPUMED,

MyTaluen, aMITuguKanue reHoB, yBeINUEeHNEM TPAHCKPHUIILINH HITH YBEJTHUEHHUEM TPAHCISILAH.
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[0072] TepMuH «IEPBHYHOE» AHTUTENO WM €r0 AHTUTEHCBSI3bIBAOINUI (PparMeHT B
HACTOSIIEM JIOKYMEHTE OTHOCHUTCSI K AHTHUTENy WIH (PparMeHTy, KOTOpble CIenu(pUIecKu
CBSI3bIBAIOTCS. C AHTUICHOM-MHUIIEHbIO B oOpasue. IlepBudyHOE aHTHTENO, KakK IPaBHIIO,
npeacTaBisier coOOH MepBOE aHTUTENO, KOTOPOE HCIMONB3YeTCs B MMMYHOTHCTOXMMHUYECKOH
(UI'X) mpouenype. B onmHOM BapuaHTe OCYINECTBICHUS MEPBUYHOE AHTUTENO SIBISIETCS
€IMHCTBEHHBbIM aHTHUTENOM, KoTopoe ucnoib3yercs B MI'X mpouenype. TepMuH «BTOpUYHOE»
AHTUTENIO WM €r0 aHTUI'€HCBSA3BIBAIOIIMN (PparMeHT B HACTOALIEM JOKYMEHTE OTHOCHTCS K
aHTUTENY WK (PParMeHTy, KOTOpbIe CIELM(PHUUECKN CBA3BIBAIOTCS C NEPBUYHBIM AHTUTEIIOM, TEM
caMbIM O0pa30OBbIBas MOCTHK MEXKAY NEPBUYHBIM AHTUTENIOM M TOCIEAYIOIIMM PEeareHTOM B
cllyyae ero Hanu4ust. BropuaHoe aHTUTENOo, Kak IPaBuIlo, IPEACTaBIsIeT cCOOOH BTOPOE aHTUTEIIO,
KOTOPOE MCTIONb3YETCsl B UMMYHOTUCTOXUMUYECKON npoLienlype. TepMUH « TPETUUHOE» AHTUTENO
B HACTOSIIEM JOKYMEHTE OTHOCHUTCS K AHTUTENy, KOTOpPOoe CHelH(UYECKH CBS3BIBAETCS CO
BTOPUYHBIM AHTUTEJIOM, T€M CaMbIM OOpPa30BBIBasi MOCTUK MEXKAY BTOPUYHBIM AHTUTEJIOM H
MOCJIEAYFOLIUM PEareHTOM B CIIy4ae ero HaJu4usl.

[0073] «O0pase» COrNIaCHO HACTOSIIIEMY HM300pEeTEeHHIO HMeeT OHOJOrHYecKoe
IPOUCXOKAEHUE. B NpennouTuTeNnbHbIX BapHAaHTAaX OCYLIECTBIEHHsI 00paselr] MpeACTaBIseT
coboit obOpasen uenoBeka, OAHAKO OOpas3Lbl *KUBOTHBIX TAKXKE MOTYT HCIIOJNB30BATHCS IPH
OCYLIECTBJICHMM HACTOSIEro u300peTeHHMs Ha mpakTuke. HeorpaHW4ymBaromne HCTOUHUKH
oOpasua IJisi UCMONB30BaHHUS B HACTOSLIEM HW300pEeTEHHH BKJIOYAIOT B cels, Hampumep,
COJMIHYIO TKaHb, OWOICHIO, ACLMTBI, ACMUPAThL, SKCTPAKTBI KUIKOCTH, KPOBb (BKJIIOUAs
LUPKYJUPYIOIINAE OIMyXOJIEBbIe KJIETKH), IUIa3My, CbIBOPOTKY, CHHHHOMO3TOBYKO JKHIKOCTb,
TMM(ATHUECKYI0 JKUIKOCTb, BHEIIHHE Cpe3bl KOXH, IbIXATENbHBbIX MyTeH, KHIIEYHUKA MU
MOYETOJIOBOTO TPAKTA, CJIE3bl, CIIOHY, MOJIOKO, OIyXOJIH, OPTaHbl, KIETOUHBIE KYyJIbTYpPbl W/WIN
KOMITOHEHTBI KJIETOYHBIX KYyJbTyp. «PakoBelii oOpasem» — 3T0 oOpasew, KOTOPBIH COAEPIKHUT
PaKOBYIO KJIETKY.

[0074] JInst nieneii HacTOSIIEro H300peTeHus «cpe3y» oOpaslia TKAHU OTHOCUTCS K OJTHOM
YaCTH WK KyCKy oOpasLa TKaHU, Hanpumep, TOHKOMY Cpe3y TKaHH WIN KJIETKH, BbIPE3aHHOMY U3
oOpasua TkaHu. CrieyeT MOHUMATh, YTO MOKHO TMOJIYYHTb HECKOJIBKO CPe30B 00pa3LOB TKAHU U
NOABEPrHYTh UX aHAJIN3Y B COOTBETCTBHU C HACTOSIIUM H300peTeHHEeM. B HEKOTOPBIX Ciydasix
BBIOPAHHAs! YACTh WM CPe3 TKAHU COIEPKUT TOMOT€HHYIO TIOMYJBILHIO KJIETOK. B npyrux ciydasx
BBIOpAaHHAsl YacTb COAEPKUT OONacTb TKaHW, HANpumep, TIPOCBET B  KadyeCTBE
HEOTPaHMYHUBAIOIIEro npruMepa. BriOpaHHast 4acTb MOKET OBITh TakoW MAaJIeHbKOH, KaK OJIHA
KJIETKa WM JABE KJIETKH, WJIM MOXET MPEeACTaBIATb HECKOJbKO ThICAY KIETOK, Hampumep. B
OONBLUIMHCTBE CliyyaeB cOOp KIIETOK SIBJSIETCSl BA)KHBIM, U XOTsI HAcTOsIIee H300peTeHne ObUIo

OMUCaHO AJisI NMPUMEHCHUSA C LEJbRO O6Hapy}KeHI/IH KJIETOYHBIX KOMIIOHEHTOB, CII0CO0 MOJKET
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TaKXKe MCIIOJIb30BATHCS Il OOHAPYIKEHUsI HEKJIETOYHBIX KOMIIOHEHTOB OpTraHu3Ma (Hanpumep, B
Ka4eCTBE HEOTPAHUIHMBAOILETO MPUMEPA, PACTBOPUMBIX KOMIIOHEHTOB B KPOBH).

[0075] CnoBo «MeTka», B KOHTEKCTE HACTOSIIIETO JOKYMEHTAa, OTHOCUTCA K
OOHApY>KMBAEMOMY COENMHEHHI0O WJIM KOMIIO3MLMH, KOTOpble TPSIMO HJIM KOCBEHHO
KOHBIOTHPYIOTCS C aHTUTENIOM C LIEJIbI0 TIOJYYEeHUsI KMEYEHHOTO» aHTUTeNa. MeTka MOXKeT ObITh
oOHapyxuBaeMoil cama 1o cebe (nanpumep, paauOU30TONHBIE METKH WU (DIyOpeCleHTHbIE
METKH), WIH, €CJIN PeUb UAET O PEPMEHTATUBHON METKE, OHA MOJKET KaTAIM3HPOBATh XUMUYIECKOE
U3MEHEeHHEe CYOCTPATHOTO COEAMHEHHUS IIH KOMITO3UIIMU, KOTOPOE MOKHO OOHAPYKUTb.

[0076] Tepmun «dapmManeBTUHECKHI COCTaB» OTHOCUTCS K IIpernapary, KOTOpBIH
HAXOIUTCS B TakoW ¢opme, 4ToObl 00ecneunTh OHOJOTHYECKYI0 AKTUBHOCTb AKTHBHOI'O
UHIpeOUeHTa, 4YTroObl ObITh 3((EKTHBHBIM, M KOTOPBIH HE COAEPKUT KaKUX-JIHOO
JOMOJHUTEIBHBIX KOMIIOHEHTOB, KOTOpBIE SIBJISIOTCS] HETPUEMIIEMO TOKCUYHBIMU JUTA CyObeKTa,
KOTOpOMy Oyner BBOIUThCS cocTaB. COCTaB MOXKET OBbITh CTEPUIIbHBIM.

[0077] TepMuHBI  «BBOIUTBHY, «BBOAHMMBII», «BBEIEHHE» U TOMY TMOJOOHOE,
UCIIONb3yeMble B HACTOSILEM JOKYMEHTe, OTHOCATCA K crmocobaMm, KOTOpble MOTYT
UCIIONb30BAThCS IS 00ecneueHnsl JOCTaBKH JIEKAPCTBEHHOTO CPENCTBA, HANpUMep, aHTUTeNa K
B7-H4 wnm ero aHTUreHCBS3BIBAIOIIETrO ()parMeHTa B JKEJIAeMbI Y4aCTOK OHOJIOTHYECKOTrO
neficrBus (nanpumep, BHyTpuBeHHOe BBeneHue). CrmocoObl BBEINEHHUS, KOTOPbIE MOXKHO
NPUMEHSTh C aréHTaMU M CIIOCOOAaMHU, OMMCAHHBIMU B HACTOSLIEM JOKYMEHTE, MOXHO HaWNTH,
nanpumep, B Goodman and Gilman, The Pharmacological Basis of Therapeutics, current edition,
Pergamon; u Remington’s, Pharmaceutical Sciences, current edition, Mack Publishing Co.,
Easton, Pa.

[0078] B KOHTEKCTE€ HACTOSINEro IOKYMEHTa TEPMHHBI «CYOBEKT» U «IAllHEeHT»
ynotpebnsoTess B3aumoszamenseMo. CyObekTOM MOXKeT ObITh JKMBOTHOE. B HEKOTOpBIX
BapUAHTAX OCYIIECTBJICHUS CYOBEKT MpeAcTaBiIsieT cOO0i MIEKOMUTAOIIEee, TAKOE KaK OTIMYHOE
OT YeJIOBEKa JKUBOTHOE (Hanpumep, KOpOBa, CBUHBS, JIOMIAb, KOIIKA, cO0aKa, KPbICa, MBIIIb,
o0e3bsiHa WJIM IPYroil MpuMaT, U T.A4.). B HEKOTOpPBhIX BapHaHTaX OCYLIECTBIIEHUs] N300PETEHUS
CYyOBEKT MpeACTaBIisieT cOOO0I uenoBeka.

[0079] Tepmun «TepaneBTHUeCKH 3PPEKTUBHOE KOJUUECTBO» OTHOCHTCS K KOJIHYECTBY
JIEKApPCTBEHHOIO CPEeNCTBa, Hanpumep, anturena Kk B7-H4 unm ero aHTUIEHCBSI3bIBAKOLLETO
¢dparmenTa, 3¢ ¢GeKTUBHOrO IS JIeUeHNsT 3a00JIeBaHMS WIIM PacCTpoiicTBa y cyObekTa. B ciydae
paka TepaneBTUYeCKH 3(PPEKTUBHOE KOJHMUECTBO JIEKAPCTBEHHOTO CPENICTBA MOJKET YMEHBLIUTD
KOJINYECTBO PAKOBBIX KJIETOK, YMEHBIINTh pa3Mep HIJIM HArpy3Ky OIyXOJIM, HHIMOUpPOBATh 1O
HEKOTOPOM cTeneHn HHQUIBTPALMIO PAKOBBIX KJIETOK B IIepU(pepuIecKrie OpraHbl, HHTHOMPOBATh

710 HEKOTOPOH CTENeHH METACTa3UPOBAHKE OITYyXOJIN, HHIMONUPOBATh 10 HEKOTOPOH CTENEHU POCT
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OIyXOJIH;, OOJIETYUTH O HEKOTOPOH CTENeHN OMH WM OOJiee CHMIITTOMOB, CBSI3aHHBIX C PAKOM,
WU TPUBOAAT K ONAronpusTHOMY OTBETY, TaKOMY KakK YBEJIHUYEHHE BBDKHBAEMOCTU Oe€3
nporpeccupoBanus 3aboneBanus (PFS), BbokuBaemoctn 0e3 3abonesanus (DFS), oOmeit
BepkuBaeMoctH (OS), monHoro oreera (CR), wacruunoro orsera (PR) niii B HEKOTOPBIX CIydasix
crabunpHoe 3aboneBaHue (SD), ymenbimeHue mnporpeccupyoomero 3abonesanus (PD),
yMeHbleHue Bpemenu 1o nporpeccuposanus (TTP) wu mobas nx komOuHanusi. B Toii creneny,
B KOTOPOH JIEKAPCTBEHHOE CPEACTBO MOJKET MPEAOTBPAIIATh POCT W/MIIM yOUBATh CYLIECTBYIOIINE
PaKOBBIE KJIETKH, OHO MOXET ObITh IUTOCTATUYECKUM W/WJIA IIUTOTOKCUYECKUM.

[0080] Takue TepMUHBI, KaK «ICUEHHE», <JIeHAIIUN», «JIEUUTbY», «OOJerdarouui» u
«obner41eHne» OTHOCATCS K TePaIeBTUYECKUM MepaM, KOTOpbIE JIeUaT, 3aMeUISIOT, YMEHBIIAIOT
CHUMIITOMbl W/WJIM OCTaHABIMBAIOT NPOTPECCUPOBAHME IATOJOTHYECKOTO COCTOSHUS WU
pacctpoiictBa. TakuMm 00pa3oM, Te€, KTO HyKIAeTCsl B JIEUEHHUH, BKIIOYAIOT T€X, KTO YK€ UMEET
AMArHo3 WM Topo3peHne Ha 3aboneBaHue. B ompeneneHHBIX BapHUaHTaX OCYLIECTBICHHS
CyOBEKT YCHEIIHO <JIEUUTCS» OT paka B COOTBETCTBHH CO CIOCOOAMM IO HACTOSILIEMY
M300pETeHHIO, €CIIM MALMEHT JAEMOHCTPHPYET OAHO WM Oosiee U3 CIEAYIOIIEro: YMEHbIICHUEe
KOJINYEeCTBA MM TIOJIHOE OTCYTCTBUE PAKOBBIX KJIETOK, YMEHbBIIEHHE pa3Mepa OIyXOJiy,
MHIHOMPOBAaHHUE MM OTCYTCTBHE IPOHUKHOBEHHSI PAKOBBIX KIJIETOK B Nepu(pepudecKue OpraHsbl,
BKJIIOYasl, HalpuUMep, PaclpOoCTpaHEHHE paka B MsCKME€ TKAHU U KOCTH, TOPMOXKEHUE WU
OTCYTCTBHE METACTa3MPOBAHMS OMNYXOJH;, TOPMOXKEHHE WJIM OTCYTCTBHE pOCTa OIMyXOJIH,
oOneryeHne OAHOrO WM OOJiee CHUMITOMOB, CBSI3aHHBIX C KOHKPETHBIM PAaKOM,; CHUKEHUE
3a00JIeBAEMOCTH U CMEPTHOCTH, VJIVUIICHHWE Ka4eCTBA >KU3HU, YMEHBIICHHE OHKOT€HHOCTH,
OHKOT€HHOW 4YaCTOThl WJIM OHKOT€HHOH CIMOCOOHOCTH OMYXOJIM, YMEHBLIEHHE KOJHUECTBA WU
YaCTOThl PAKOBBIX CTBOJIOBBIX KJIETOK B OMyXoJH, Au(p(HEepeHLNPOBKAa OHKOTCHHBIX KJETOK B
HEONyXOJIEBOE COCTOSIHME, YBEJWYeHHE BbDKHMBaeMOCTH 0Oe3 mporpeccupoBanus (PFS),
BbDKHBaeMOCTh Oe3 3aboneBanus (DFS), obmast BeokuBaemocts (OS), nomssiii orser (CR),
gactuyHbli oTBeT (PR), crabuipHOe 3aboneBanue (SD), yMeHbIIeHHE MNPOrpecCUPYIOLIEro
3aboneBanust (PD), ymenpimeHHoe Bpemst no mporpeccupoBanust (TTP) wmmu mobas wux
KOMOWHALIHS.

[0081] TepMHHBI «pak» U «PAKOBBIH» OTHOCSATCS WM ONHCBHIBAIOT (PU3NOIIOTHUECKOE
COCTOSIHWE Yy MIICKOINUTAIOIINX, TMPH KOTOPOM TMOMYJISILUS KJIETOK XapaKTepU3yeTCs
HEPETyJMPyeMbIM POCTOM KJIEeTOK. IIpumepbl paka BKIO4aOT B cebs Oe3 OrpaHuYeHUs
T'MHEKOJIOTHYECKNUEe BHUAbI paka (wanpumep, pak MOJOYHOH Kene3bl (BKIFOYAsl TPYOKIBI
HETaTHBHBI paKk MOJIOYHOW JKeJie3bl, MPOTOKOBYIO KapLIUHOMY, pPaK SIMYHUKOB M pak
SH/IOMETPHsI), HEMEJIKOKJIETOUHBIN paK JIETKUX, paK MOKENyIOYHOMN JKeJe3bl, paK LUTOBUIHOM

JKENe3bl, PaK IMOYKH (Hanpumep, MOYEYHO-KJIETOYHAsl KapLUHUHOMA) M PaK MOYEBOTrO My3bIps
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(Hanpumep, XapuUWHOMA YpOTENUAJBHON KieTkH). Pak MoxkeT ObITh «pakoM, KOTOPBIH
skcnpeccupyetr B7-H4» unn «pakowm, skcnpeccupyromum B7-H4». Takue TepMHUHBI OTHOCATCA K
paKy, comeprkalieMy KJIETKU, KOTOpbIe 3kcrpeccupyroT B7-H4. Pak moxeTt npeactaBisiTe coOon
COJIMIHYIO OIyXOJib, KOTOpas 3kcnpeccupyer B7-H4. Pax mMoxeT ObITh MEPBHYHON OMyXOJIBIO
WIIH MOXKET OBITh 3aITyIEHHBIM W METACTATUIECKUM PAKOM.

[0082] «PedpakTepHblii» pak MpeAcTaBisieT COOON pak, KOTOPBIA MPOrPECCUPYET, dake
€CJIU POTUBOOMYXOJIEBOE JIEUEHHUE, TAKOE KaK XMMUOTEPAIUsl, MPUMEHSIOT K OOJIBHOMY PaKOM.
[0083] «PemunuBupyromuii» pak TpenacTaBisier coOOH  pak, KOTOPBIM IOBTOPHO
pPa3BUBAETCsl, MJIM HA HAYAJIbHOM Y4aCTKe WJIA B OTJAJIEHHOM MECTE, ITOCJIEe OTBETA HAa HAYAJIbHYIO
TepaIuo.

[0084] B koHTekcTe HACcTOSIIEro JOKYMEHTa B HACTOSIIEM pacKpeiTUH U (popmyiie
n3o0perenys, GOpMbl €IMHCTBEHHOTO YUCIIA BKIIOYAIOT (POPMBI M1 MHOKECTBEHHOTO YHCIA, €CIIU
KOHTEKCT sIBHO HE MPEIUCHIBAET UHOE.

[0085] Crnenyer moHMMaTh, YTO B CIIy4asix, KOIJla BApUAHTBI OCYILECTBJIEHUS OMUCAHBI B
HACTOSIIIEM JOKYMEHTe ¢ (DOpPMYJIHMPOBKOH «COAEpIKAIlUil», TAaKKe MOTYT IPeIaraThCs
AHAJIOTUYHBbIE BAPUAHTHI OCYINECTBJICHUS, ONUCAHHBIE B TEPMHHAX «COCTOSIIUA M3» W/HIH
«COCTOSIIMHA B OCHOBHOM u3». B HacTOALEM PpAacKpPbITUM «COAEPKUT», «COAEPKALIUIY,
«BKJTFOYAIOIINNY U «UMEIOLIHIT» U TOMY MOJOOHOE MOXKET UMETh 3HAYCHUE, IPUITUCAHHOE UM B
nareHTHOM nipaBe CIIA, 1 MOXKET O3HA4YaTh «BKJIIOYAETY», «BKIIOYAKOLINI» U TOMY MOAOOHOE,
«COCTOSIIIUHN TIO CYIIECTBY M3» HJIM «COCTOSILIUI MO CYIIECTBY» aHAJIOTUYHBIM 00pPa3oM UMeeT
3HaueHue, ykazaHHoe B nareHTHOM npase CLIIA, u TepMuH SBISETCS OTKPBITHIM, YTO JOMYCKaeT
NPUCYTCTBHE OOJBLIETO, YeM TO, YTO YKA3aHO, €CJTH OCHOBHBIE MJTH HOBBIE XapaKTEPUCTHKH TOTO,
YTO FOBOPUTCS HE U3MEHSFOTCSI TPU HATMYUH OOJIee TOro, YTO YKa3aHO, HO UCKITIOYAOT BAPHUAHTHI
OCYULIECTBJICHUS MIPEALIECTBYIOIErO YPOBHS TEXHUKH.

[0086] Ecnu cnenmanpbHO HE yKa3aHO WJIKM HE OUYE€BUAHO U3 KOHTEKCTA, UCTIOJIb3YEMBbIil B
HACTOSIIEM JOKYMEHTE€ TEPMHH «HJIM» TOHHUMAETCs Kak BKIOYAOMUN. TepMuH «u/uim»,
UCTIONB3YeMBIH B (pase, Takol Kak «A u/munu B» B HacTosiiieM JTOKyMEHTe, MpeaHa3HaueH IJis
BKITFOUEHUS «A 1 By», «A wiu By, «A,» u «B». AHaJIOTUYHO, TEPMUH «H/WJINY», UCTIOJIb3YEMBIN BO
bpase, Takoii kak «A, B n/umm Cy, npeqHazHaueH Ui OXBaTa KAKAOTO U3 CIENYIOIUX BAPUAHTOB
ocymectBieHus:: A, BuC, A Bumu C, Amwmmu C, Aumu B; Bum C; AuC,; AuB;BuC; A
(otmenvHO); B (otnenpHO); u C (OTHENBHO).

[0087] TepMUHBI «OKOJIO» U «IPUOIHU3UTEILHO», B KOHTEKCTE HACTOSIIIEr0 TOKYMEHTA,
KOIZla HCHOJB3YIOTCS M1 W3MEHEHHMs YUCIOBOIO 3HAYEHMs] WM YUCJIOBOIO JUAIa30HA,

YKa3bIBaIOT, 4TO OTKJOHEHHs] OT 5% 1o 10% Beime u ot 5% mo 10% Huxe 3HaYESHUS WIH
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Iana3oHa OCTAalOTCs B IMpefeNiaXx MPEAroaraéMoro 3Ha4e€HHE NMPUBEICHHOTO 3HAYEHUS WU
JMara3oHa.

[0088] JIroOble KOMIO3UIMH WM CIIOCOOBI, IPEICTABICHHBIE B HACTOSIIEM JTOKYMEHTE,
MOTyT OBITh OOBENNHEHBI C OAHON MK OoJsiee MOOBIMU APYTMMH KOMITO3MLMUSMHU U CIIOCOOaMH,

MPECTABJICHHBIMU B HACTOSIIEM JOKYMEHTE.
A”TuTena

[0089] B KOHKpETHOM acnekTe B HACTOSAIIEM JOKYMEHTE IMPEAJIOKEHbl AaHTHUTENA
(HarpuMep, MOHOKJIOHAJIbHBIE AHTUTENA) U MX AHTUTEHCBS3bIBAIOIIUE (PparMeHThI, KOTOpBIE
cneundudeckn cessbiBatoTess ¢ B7-H4 (nanpumep, B7-H4 uenoBeka). AMHHOKHCIOTHBIE
nocienosaTenbHocTd Uit B7-H4 denoBeka M3BECTHBI B JaHHOM OONACTH TEXHUKH M TaKKe
npeasoKeHbl B HacTosmeM qokyMmenrte kak SEQ ID NO:1.

B7-H4 uenosexa:
MASLGQILFWSISIIILAGAIALIIGFGISGRHSITVTTVASAGNIGEDGILSCTFEPDIKLSD
IVIQWLKEGVLGLVHEFKEGKDELSEQDEMFRGRTAVFADQVIVGNASLRLKNVQLTD
AGTYKCYIITSKGKGNANLEYKTGAFSMPEVNVDYNASSETLRCEAPRWFPQPTVVWA
SQVDQGANFSEVSNTSFELNSENVTMKVVSVLYNVTINNTYSCMIENDIAKATGDIKVT
ESEIKRRSHLQLLNSKASLCVSSFFAISWALLPLSPYLMLK (SEQ ID NO:1)

[0090] B ompeneneHHbIX BapuaHTax oOCyllecTBieHUs aHtuteno k B7-H4 umm ero
AHTUTEHCBS3BIBAIOIINN (PparMeHT mpeAcTaBisieT coOOH aHTHUTENO, OMMCAaHHOEe B Tadnuue 1, wim
npeacTaBisier coOOM aHTUTENIO WM €ro aHTUIeHCBS3BIBAIOLIMKA (PparMeHT, copepskariue
onpenensoiue koMmrmieMeHTapHocTh obactu (CDR), BapuabenbHyr0 00JacTh TSKENON LeNU
W/ WK BapraOeNbHY0 00J1aCTh JIETKOH e , W/HITH TSUKEIYIO LeTb W/ TN JIETKYIO LIeTb aHTUTENA,

ONMUCAHHOrO B Tabymuue 1.

Tao6auua 1: Tunossie antutea k B7-H4

HH xnona | VH/VL Tun SEQ ID NO
rubpunomel | anturena | CDR VH VL H L
J511 M6 mlgG1 22-26, 29 6 9 89 19
J512 M6 mlgG2a | 22-26, 29 6 9 16 19
J517 M6 — mlgG2a | 22-25, 27,|6 10 16 30
De-N-gly (1) 29
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J518 M6 mlgG2a | 22-25, 28,|6 11 16 31
De-N-gly (2) 29

J513 M1l mlgG1 22-26, 29 7 9 90 19

J514 M1l mlgG2a | 22-26, 29 7 9 17 19

J519 MI11 - mlgG2a | 22-25, 27,|7 10 17 30
De-N-gly (1) 29

J520 M1l mlgG2a | 22-25, 28, |7 11 17 31
De-N-gly (2) 29

J515 M15 mlgG1 22-26, 29 8 9 91 19

J516 M15 mlgG2a | 22-26, 29 8 9 18 19

J521 MI15 - mlgG2a | 22-25, 27,|8 10 18 30
De-N-gly (1) 29

J522 MI15 mlgG2a | 22-25, 28,|8 11 18 31
De-N-gly (2) 29

[0091] B  onpeneneHHbIX  BapuaHTax  OCYLIECTBJIEHUS  aHTUTENO WIM  €ro

AHTUTEHCBS3BIBAIOIINH  (hparMeHTr,

OMUCAHHBIC B HACTOAIIEM JOKYMCHTE, cneun(bnqecxn

cBsi3biBatOTCsl ¢ B7-H4 uenoBeka u comepskat mectb CDR, nepeuncneHHbix B Tabnuie 2, T. €.

mecte CDR u3 SEQ ID NO:22, SEQ ID NO:23, SEQ ID NO:24, SEQ ID NO:25,

MOCJIEIOBATENBHOCTD, BBIOpaHHYIO U3 Tpymmbl, coctosmeid u3 SEQ ID NO:26-28, u SEQ ID

NO:29.

Tadauua 2: AMHHOKHCJI0THBIE mocaeaosareabnoctuy CDR

Onucanue CDR AmMuHokucJ0THas nocjaeaosareabHocTts CDR (SEQ
ID NO)

VH-CDRI1 GFSLSTYG (SEQ ID NO:22)

VH-CDR2 WWNDD (SEQ ID NO:23)

VH-CDR3 VDGYYWYFDV (SEQ ID NO:24)

VL-CDRI1 RSSQSIVHSNRNTYLE (SEQ ID NO:25)

VL-CDR2 NVSNRES (SEQ ID NO:26)

VL-CDR2, De-N- | NVANREFS (SEQ ID NO:27)

ruko3mupoBanHas (1)

VL-CDR2, De-N- | QVSNRES (SEQ ID NO:28)

TJIMKO3MIINPOBaHHAs (2)
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VL-CDR3 FQGSHVPLT (SEQ ID NO:29)

[0092] B onpeneneHHBIX  BapuaHTax  OCYINECTBJICHHMS  AHTUTEJIO  WIH  €r0
AHTUTEHCBS3BIBAIOIINN (PPAarMEHT, ONHCAHHbIE B HACTOALIEM MAOKYMEHTE, CIeHU(pUIEeCKU
cesi3biBatoTcs ¢ B7-H4 wenoseka u coneprkar obnacts VH, npusenennyro B Tabnune 3, nanpumep,

B koMOuHanuu ¢ obnacteo VL.

Tabauua 3: AMHHOKHCJIOTHBIE MOCJEI0BATEIHLHOCTH BapualelbHOH 00J1aCTH TSKeJI0#

uenu (VH)

Ornucanne VH AwmuHokuciotHas nocienosarenbHocts VH (SEQ ID NO)
QVTLKESGPGILQPSQTLSLTCSFSGFSLSTYGLGVGWI
M6 VH RQPSGKGLDWLANIWWNDDKY YNSALKSRLTISKDTS
(J511, 512,517, J518) NNQVFLKISSVDTADTGTYYCAQVDGYYWYFDVWGA
GTTVTVSS (SEQ ID NO:6)
QVTLKESGPGILQPSQTLSLTCSLSGFSLSTYGLGVGWI
Ml11 VH RQPSGKGLGWLANIWWNDDKY YNSALKSRLTISKDTS
(J513,J514, 1519, J520) NNQVFLKISSVDTADTGTYYCAQVDGYYWYFDVWGA
GTTVTVSS (SEQ ID NO:7)
QVTLKESGPGILQSSQTLSLTCSFSGFSLSTYGLGVGWI
MI15 VH RQPSGKGLDWLANIWWNDDKYYNSALKSRLTISKDTS
(J515,J516, J521, J522) NNQVFLKISSVDTADTGTYYCAQVDGYYWYFDVWGA
GTTVTVSS (SEQ ID NO:8)

[0093] B omnpeneneHHBIXx  BapuaHTax  OCYIIECTBJICHHS]  aHTUTEJIO WU  €r0
AHTUTCHCBS3BIBAIOIINN (PPArMEHT, ONMHCAHHbIE B HACTOALIEM MJOKYMEHTE, CIeHU(pUIeCKH
cesi3biBaroTcs ¢ B7-H4 uenoseka u conepskar obnacte VL, nmpuBeneHHyo B Tadauue 4, nanpumep,

B KOMOUHALMU ¢ 00j1acThr0 VH.

Tabauua 4: AMUHOKHCJIOTHBIE NMOCJE0BATEIbHOCTH BAPHAOEIbHOH 00J1aCTH JIErKOH Lenu

(VL)
Omnucanmne VL AmuHokucI0THas nocaenosatenbHocTh VL (SEQ ID NO)
M6, M11, M15 VL DVLMTQTPLSLPVSLGDQASISCRSSQSIVHSNRNTYLE

(J511-J516) WYLQKPGQSPKLLIYNVSNRFSGVPDRFSGSGSGTDFT
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LKISRVEAEDLGVYYCFQGSHVPLTFGAGTKLELK
(SEQ ID NO:9)
DVLMTQTPLSLPVSLGDQASISCRSSQSIVHSNRNTYLE
WYLQKPGQSPKLLIYNVANRFSGVPDRFSGSGSGTDFT
LKISRVEAEDLGVYYCFQGSHVPLTFGAGTKLELK
(SEQ ID NO:10)
DVLMTQTPLSLPVSLGDQASISCRSSQSIVHSNRNTYLE
WYLQKPGQSPKLLIYQVSNRFSGVPDRFSGSGSGTDFT
LKISRVEAEDLGVYYCFQGSHVPLTFGAGTKLELK
(SEQ ID NO:11)

De-N-rnuko3unupoBaHHas
VL (1)
(J517,J519,J521)

De-N-rnuko3unupoBaHHas
VL (2)
(J518, 1520, J522)

[0094] B  onpeneneHHbIX  BapuaHTaxX  OCYLIECTBJIEHUS  aHTUTENO WIM  €ro
AHTUTEHCBS3BIBAIOIINIA (DparMeHT, ONKMCAHHbIE B HACTOSILIEM JOKYMEHTE, CHenu(pUuecKu
cesi3biBatoTCs ¢ B7-H4 venoseka u cogep:xar obnacte VH, npuBenennyto B Tabnuie 3, 1 001acTh
VL, npusenennyo B Tabiuie 4. B onpeneneHHbIX BapHaHTax OCYLIECTBICHHUS aHTUTENIO WK €r0
AHTUTEHCBS3BIBAIOIINNA (DparMeHT, ONHMCAHHbIE B HACTOSIIEM JOKYMEHTE, CHenu(pUuecKu
cesi3bBatOTCs ¢ B7-H4 uenoseka u comepskar obmacte VH, conmep:kainyro WM COCTOSINYIO W3
NOCJIeIOBATENIbHOCTH, TIPUBEIeHHON B Tabnuue 3, 1 obnactb VL, comeprkaiyro Wi COCTOSIIIYEO
U3 MOCJIEA0BATEIbHOCTH, MPUBEASHHON B TabHIIe 4.

[0095] B omnpeneneHHbIx  BapuaHTax  OCYIIECTBJICHHS]  aHTUTEJNO WU  €ro
AHTUTCHCBS3BIBAIOIINN (PPArMEHT, ONMHCAHHbIE B HACTOALIEM MAOKYMEHTE, CIeHU(pUIeCKU
cBsi3bIBatOTCsl ¢ B7-H4 uwenoBeka u comepakat odnacte VH, conmepskainyro MmocieqoBaTebHOCTD,
1o MeHbLIei Mepe Ha 80% uaeHTHUHYIO nocnenoareinbHocT VH u3 Tabmuiet 3, u o6aacts VL,
COZep’Kallyl0  IOCIEeNOBaTENbHOCTb, MO  MeHbled wmepe Ha 80%  HMIOEHTHUHYIO
nocienoBaTenbHOCTH VL u3 Tabnuibl 4. B onpeneneHHbIX BApUaHTaX OCYIIECTBIECHHUS aHTUTEIO
WIH €r0 AaHTUTCHCBS3BIBAIOIINN (PparMeHT, ONMMCAHHBIE B HACTOSIIEM JJOKYMEHTE, CIIeIU(PHIECKH
csi3bIBatOTCsl ¢ B7-H4 uenoseka u comepxkar odnacte VH, conmepskainyro MmocieqoBaTebHOCTD,
1o MeHblIel Mepe Ha 85% upeHTHuHYyI0 nocnenosarenbHocT VH u3 tabmunet 3, u odnacts VL,
COZep’Kallyl0  IOCJIEeNOBAaTENbHOCTb, IO  MeHblled Mepe Ha 85%  HMIAEHTHUHYIO
nocienosatenbHocTd VL u3 Tabnuier 4.

[0096] B omnpeneneHHBIX  BapuaHTax  OCYIIECTBJICHHS  QHTUTEJIO  WJIH  €r0
AHTUTCHCBS3BIBAIOIINN (PPAarMEHT, ONHCAHHbIE B HACTOALIEM MAOKYMEHTE, CIeHU(pUIEeCKU
cBsi3bIBAIOTCsI ¢ B7-H4 denoseka u conep:kat odnacte VH, cOCTOSIIIYIO U3 MOCTEN0BATEIbHOCTH,
1o MeHbIeit mepe Ha 80% uaeHTHYHOU nocienoarenbHocTd VH u3 tabmuusl 3, u odmacts VL,

COCTOSIIYIO M3  [OCNIENOBAaTEIbHOCTH, IO MeHbuled wmepe Ha 80%  uaeHTHYHON
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nocienosatenbHocTH VL 13 Tabnunsl 4. B onpeneneHHbIX BApHaHTaX OCYINECTBJIEHHUS] AaHTHTEIIO
WK €70 AaHTUT€HCBS3BIBAIOIINN (PparMeHT, OMMMCAHHBIE B HACTOSAIIEM JOKYMEHTE, CIIeLIU(PHIECKU
cesi3biBaroTcsl ¢ B7-H4 uenoseka u conepskat obmacts VH, COCTOALIYIO U3 MOCIE0BATENBHOCTH,
1o MeHbIel Mepe Ha 85% uaeHTHYHOU nocnenoarenbHocTd VH u3 tabmuusl 3, u odnacts VL,
COCTOSIIYIO M3  [OCNIEJOBAaTEIbHOCTH, IO MeHblled wmepe Ha 85%  umeHTHUHON
nocnenosatenbHocT VL u3 Tabmmier 4.

[0097] B onpeneneHHBIX  BapuaHTax  OCYIUECTBJIECHHMS  AHTUTEJIO  WIH  €r0
AHTUTE€HCBS3BIBAIOIINN (PPAarMEHT, ONHCAHHbIE B HACTOALIEM MAOKYMEHTE, CIeHu(pUIecKU
csizbiBatoTCsl ¢ B7-H4 uenoseka u comepxar odnacte VH, conmepskainyro mocieqoBaTebHOCTb,
1o MeHblIei Mepe Ha 90% upeHTHUHYIO nocnenosarenbHocT VH u3 tabmunst 3, u o0nacts VL,
COZEp’Kallyl0  IOCIENOBAaTENbHOCTb, MO  MeHblledW Mepe Ha 90%  HOEHTHYHYIO
nocienosaTenbHocTd VL u3 Tabnunbl 4. B onpeneneHHbIX BapuaHTaxX OCYINECTBJIEHUS AaHTUTEIIO
WM €r0 AHTUT'€HCBS3bIBAOINNI () PArMEHT, OITUCAHHbBIE B HACTOSIIEM JOKYMEHTE, CeLU(pUUECKH
cesi3biBatoTCsl ¢ B7-H4 uenoseka u conepskat obnacte VH, comeprkalnyro mocaeqoBaTelbHOCTb,
1o MeHbIneit Mepe Ha 95% uneHTH4HyI0 nocnenosarenbHocTd VH u3 Tadmuet 3, u obnacts VL,
COAEpKALIYI0  IOCHEeNOBaTeNbHOCTb, IO MeHblIeH Mepe Ha 95%  HUOEHTUYHYIO
nocnenoBatenbHocTH VL u3 Tabnuns 4.

[0098] B  onpeneneHHbIX  BapuaHTax  OCYLIECTBJIEHUS  AHTUTENO WIM  €ro
AHTUTCHCBS3BIBAIOIINN (DPArMEHT, ONMHCAHHbIE B HACTOALIEM JOKYMEHTE, CIeHu(pUIeCKU
cBsi3biBatOTCsl ¢ B7-H4 ywenoBeka u comepxkar obnacte VH, comepskainyro MmocienoBaTebHOCTD,
10 MeHbLIeH Mepe Ha 96% uaeHTHuUHYIO nocienoareiabHocT VH u3 tabmunst 3, u o6aacts VL,
COZEp’Kallyl0  IOCIEeNOBAaTeNbHOCTb, IO  MeHblled Mepe Ha 96%  HOEHTHUYHYIO
nocienosatenbHocTH VL 13 Tabnunsl 4. B onpeneneHHbIX BApHaHTaX OCYIIECTBJICHUS] AaHTHTEIIO
WK €r0 AaHTUTCHCBS3BIBAIOIINN (PparMeHT, ONMMCAHHbBIE B HACTOSIIEM JJOKYMEHTE, CIIeLU(pHIECKU
cBsi3bIBarOTCsl ¢ B7-H4 wenoseka u comepxkar odnacte VH, conmepskainyro MmocienoBaTebHOCTD,
10 MeHbLIeH Mepe Ha 97% uaeHTHUHYyIo nocnenosareinbHocT VH u3 tabmunet 3, n odmacts VL,
COZEep’Kallyl0  IOCIEeNOBaTeNbHOCTb, IO  MeHblled Mepe Ha 97%  HUOEHTHUHYIO
nocienosatenbHocTH VL 13 Tabnunsl 4. B onpeneneHHbIX BapHaHTaX OCYIIECTBJICHHUS aHTHTEIIO
WIH €r0 AHTUTCHCBS3BIBAIOIINN (PparMeHT, OMMMCAHHBIE B HACTOSIIEM JJOKYMEHTE, CIIELU(PHIECKH
csi3bIBatOTCsl ¢ B7-H4 uenoseka u comepxkat odnacte VH, conmepskainyro mocieqoBaTebHOCTb,
1o MeHbLIel Mepe Ha 98% upeHTHUHYyIO nocnenosarenbHocTH VH u3 Tabmunet 3, n odmacts VL,
COZIep’Kallyl0  IOCJEeNOBaTeNbHOCTb, MO  MeHblled Mepe Ha 98%  HAEHTHUHYIO
nocienosatenbHocTH VL 13 Tabnunsl 4. B onpeneneHHbIX BapHaHTaX OCYIIECTBJICHHUS] aHTHTEIIO
WM €r0 AaHTUTCHCBS3BIBAIOIINN (PparMeHT, OMMMCAHHBIE B HACTOSAIIEM JJOKYMEHTE, CIIeLIU(PHIECKU

csi3bIBarOTCsl ¢ B7-H4 wenoseka u comepaxkar odnacte VH, conmepskainyro mocieqoBaTeIbHOCTb,
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10 MeHbLIeH Mepe Ha 99% upeHTHUHYI0 nocnenosareinbHocT VH u3 Tabmunet 3, n odnacts VL,
COZIEp’Kallyl0  IOCJIEeNOBAaTENbHOCTb, MO  MeHblled Mepe Ha 99%  HUAEHTUUYHYIO
nocnenosatenbHocT VL u3 Tabmnmier 4.

[0099] B  onpeneneHHBIX  BapuaHTax  OCYINECTBJIECHHMS  AHTUTEJNO  WJIH  €r0
AHTUTCHCBS3BIBAIOIINN (PPAarMEHT, ONHCAHHbIE B HACTOALIEM MAOKYMEHTE, CIeHU(pUIeCKU
cesi3biBatoTcsl ¢ B7-H4 uenoseka u conepskat obmacts VH, cocTosIIy 0 U3 MOCIEI0BATENbHOCTH,
1O MeHbIIel Mepe Ha 96% uaeHTHYHON nocnenoarenbHocTd VH u3 taGmuusl 3, u odnacts VL,
COCTOSIIYIO M3  [OCIEOBAaTEIbHOCTH, IO MeHblled Mepe Ha 96%  uaeHTU4HON
nocienoBaTenbHOCTH VL u3 Tabnubl 4. B onpeneneHHbIX BapUaHTaX OCYIIECTBIIEHUS aHTUTETIO
WK €T0 AaHTUT'€HCBA3BIBAIOIINN (PparMeHT, ONMMCAHHbIE B HACTOSALIEM JJOKYMEHTE, CIIeLIU(PHIECKU
csi3bIBatOTCs ¢ B7-H4 uenoseka u conepxar odnacte VH, cocTosimy o U3 nocieaoBareabHOCTH,
1o MeHbluei Mepe Ha 97% uneHTHUHOM nocienosatebHocTd VH u3 Tabnuiet 3, u obnacts VL,
COCTOALIYI0 W3 IIOCNIEAOBaTENIbHOCTH, 10 MeHblle Mepe Ha 97%  uaeHTHYHOH
nocnenosatenbHocTU VL 13 Tabnuibl 4. B onpeneneHHbIX BApUaHTaX OCYIIECTBICHHUS] AaHTHTEIIO
WIN €r0 AHTUT'€HCBS3bIBAIOINNI () PArMEHT, OITUCAHHbBIE B HACTOSIIEM JOKYMEHTE, CeLn(pUUECKH
cesi3biBatoTCsl ¢ B7-H4 uenoBeka u conepskat 06aacts VH, COCTOALIYIO U3 MOCIEI0BATEIBHOCTH,
1o MeHblineit Mepe Ha 98% uneHTHuHOM nocaenosatenbHocTd VH u3 Tabnuiet 3, u obnacts VL,
COCTOSIIIYI0 U3  TOCNIENOBATEIbHOCTH, IO MeHbled wmepe Ha 98%  umeHTHUHON
nocjaenoBaTenbHOCTH VL u3 Tabnuibl 4. B onpeneneHHbIX BapUaHTaX OCYIIECTBICHHUS aHTUTEIO
WIH €0 aHTUTCHCBS3BIBAIOIINN (PparMeHT, OMMMCAHHbBIE B HACTOSIIEM JJOKYMEHTE, CrIeLU(pHUECKU
cesi3biBatoTCsl ¢ B7-H4 uenoBeka u conepskat 0baacts VH, COCTOALIYIO U3 MOCIEI0BATEIBHOCTH,
1o MeHblel Mepe Ha 99% uaeHTHYHOM nocnenoarenbHocTd VH u3 tabnuibl 3, u odnacts VL,
COCTOSIIIYIO U3  [OCNIENOBAaTEIbHOCTH, IO MeHblled wmepe Ha 99%  umeHTHUHON
nocienosatenbHocTH VL u3 Tabmnmier 4.

[0100] B ompeneneHHBIX acneKTaX aHTUTENO WM €0 aHTUTE€HCBSI3bIBAIOLIUI (PPArMEHT,
OMUCAHHBbIE B HACTOALIEM IOKYMEHTE, OMMCBIBAIOTCA TOJBKO UX JOMeHOM VL, Tonbko ux
nomeHoM VH, toapko mx 3 CDR obnactu VL wmnu toapko ux 3 CDR obmactu VH. Cw.,
Harpumep, Rader C er al., (1998) PNAS 95: 8910-8915, koTtopast BKJIIOYEHAa B HACTOsIIEE
OMUCaHHE TOCPEICTBOM CCBUIKM BO BCEH €€ MOJHOTE M OMMCHIBAET I'YMaHM3ALMI0 MBIIIMHOIO
aHThTEeNa K OVP3 myTeM HOEeHTU(PUKALMK NOMOJHSIOMEH JIErKOW Ienmd WJIH TSOKEJIOH IerH,
COOTBETCTBEHHO, OT JIETKOHM LIeNMH YesoBeKa WM OMOJIMOTEKH TSDKENOW IeNH, MPUBOISIIEH K
BapUaHTaM T'YMaHHW3MPOBAHHOTO aHTUTENA, UMEIuM ah(UHHOCTh HACTOJIBKO K€ WiH Ooee
BBICOKYI0, 4eM adduHHOCTh ncxogHoro antutena. Cam. makace Clackson T ef al., (1991) Nature
352: 624-628, xOTOpas BKIIOUEHA B HACTOsIEe OMMCAHUE IMOCPEACTBOM CCBUIKH BO BCEH €€

[IOJIHOTE M OIUCHIBAET CIIOCOOBI MOJIYYCHUA aHTHUTEJI, KOTOPBIC CHeL[I/I(I)I/ILIeCKI/I CBA3BIBAIOTCA CO
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cenu(UIecKuM aHTUTEHOM ¢ UCTIONIb30BaHueM crienupudeckoro fomeHa VL (wiu nomena VH),
U CKpUHMHT OnOanoTexkn Ha nononHsromui nomeH VH (ummn nomen VL), CkpunuHr npusen k 14
HOBBIM MapTHEpaM st KOHKpeTHOro aomMeHa VH u 13 HOBbIM mapTHepaM 1uisi KOHKPETHOIO
noMena VL, KOTOpbIe CBSI3bIBAIUCH CHIIbHEE, KaK orpeneneHo ¢ nomombo MDA, Cu. makoce
Kim SJ & Hong HJ, (2007) J Microbiol 45: 572-577, kotopasi BKJIFOU€Ha B HACTOSIIEE OMMCAHUE
MOCPEICTBOM CCBUIKH BO BCEHl €€ IMOJIHOTE U OMUCBIBAET CIIOCOOBI MOMYYEeHHsI aHTUTEN, KOTOPbIE
ciennpUIeCKn CBS3BIBAIOT CINEHU(PUUECKUIl AaHTUIeH C HCIOJNb30BAHUEM CHELHU(PUIECKOTO
nomena VH, u ckpunuHra oubnmorexu (nanpumep, oubnunorexku VL yenoBeka) Ha TOMONHSIOLINE
nomensl VL, BbiOpaHHBIE nOMEeHbI VL B CBOIO oOuepenb MOTYT OBITb HCIOJB30OBAHbBI IS
HaINpaBJIEHHOro OTOOpa AOIOJHHUTENIbHBIX KOMIUIEMEHTAapHBIX JaoMeHoB VH (nanpumep,
YeNIOBEKa).

[0101] B ompenenennbix acnexkrtax CDR aHTuTEeNna wiaM €ro aHTUIEHCBS3bIBAIOILETO
(dparmMenTa MOTyT OBITH ONpENeNIeHbl B COOTBETCTBHU CO CXeMOil HyMeparu o Yorua, kotopast
OTHOCHTCSI K MECTOIOJIOKEHHIO CTPYKTYPHBIX NeTeNb HMMYHOIJIOOYJIHHA (CM., Hanpumep,
Chothia C & Lesk AM, (1987), J Mol Biol 196: 901-917; Al-Lazikani B ef al., (1997) J Mol Biol
273: 927-948; Chothia C ef al., (1992) J Mol Biol 227: 799-817; Tramontano A et al., (1990) J
Mol Biol 215(1): 175-82; u matent CIIA Ne 7709226). Kak mpaBuio, mpu UCIHOIb30BAHUH
cuctembl Hymepauuu 1o Kabary nmernst mo Horuna CDR-HI npencraBneHa aMHMHOKHCIOTaMU
Tsokenon uern 26-32, 33 wnm 34, nerns no Yorua CDR-H2 npeacraBieHa aMHHOKHCIOTAMH
TsoKenon uenu 52-56, u netis no Yorua CDR-H3 npencraBiena aMMHOKHCIOTaAMH TSIKEJION IETTH
95-102, B To Bpems kak netis o Yorua CDR-L1 nmpencraBieHa aMMHOKHUCIOTAMU JIETKON LIEMU
24-34, nerns no Yorua CDR-L2 nmpencraBneHa aMuHOKUCIOTaMU Jierkoi nenu 50-56 u netsns no
Yorua CDR-L3 nmpencraBneHa amuHokuciaoramu Jierkoit nenu 89-97. Kownen nernu CDR-H1 no
Yotna npu HyMepaluu corjiacHo cucreme Hymepauuu rmo Kabary sapeupyercs mexay H32 u H34
B 3aBUCUMOCTH OT JUTHHBI IETJIH (3TO CBSI3aHO € TeM, YTO B cxeMe Hymepauuu no Kabar B H35A
u H35B pa3smematorcs BctaBky, eciau HU 35A, HU 35B He npuCYTCTBYIOT, METJIsl 3aKaHYUBAETCS
Ha 32; ecJIi MPUCYTCTBYET TOJNBKO 35A, metTis 3akaHYMBaeTcCsl Ha 33; €CJIU MPUCYTCTBYIOT 00a
35A u 35B, netns 3akaH4nBaeTcs Ha 34).

[0102] B onpeneneHHbIX acnekTax B HACTOSIIIEM JOKYMEHTE NPEJIOKEHbI aHTUTENA U UX
AHTUTEHCBS3BIBAIOIINE (PPArMEHTBI, KOTOpbIE criennpudecku cBs3biBatoTCs ¢ B7-H4 (nanpumep,
B7-H4 uenoseka) u conep:kat CDR obnacteit VH u VL no Hotna anturena. B onpeneneHHbIX
BapUAHTAX OCYLIECTBICHUS aHTHUTENA UM X aHTHTE€HCBSI3bIBAOLIHE (pparMeHTsl crieudpuiecKu
ces3biBatoTcst ¢ B7-H4 (nanpumep, B7-H4 uenoseka) u comepkar onHy uim Oonee CDR, B
koroppix CDR mo Kabary wimm mno Yorna UMEIOT Takyl K€ aMHHOKHCIOTHYIO

NoCJICA0BAaTCIbHOCTD. B OMNMPEACIICHHBIX BapHaHTaX OCYILICCTBJIICHHSA B HACTOALIEM AJOKYMECHTC
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NPEIOKEHBl AHTHTENa W WX AHTUTCHCBS3bIBAOINUE (PPArMEHTBI, KOTOPbIE CIEeHU(PUIECKU
cesi3biBaroTcs ¢ B7-H4 (nanpumep, B7-H4 uenoseka) u cocrost u3 komOunanuiit CDR o Kabary
u CDR 1o Yorua.

[0103] B ompenenennbix acnexktax CDR aHTHTENna WM €ro aHTUTNE€HCBS3bIBAIOILETO
¢parmMeHTa MOTYT OBITH ONpEIeJIeHbl B COOTBETCTBUU ¢ cuctemod Hymepauuu IMGT, kak
ormucaHo B Lefranc M-P, (1999) The Immunologist 7: 132-136 u Lefranc M-P ef al., (1999)
Nucleic Acids Res 27: 209-212, Cornacho cucreme Hymepauuu IMGT VH-CDR1 Haxonutcs B
nonoxkeHusix 26-35, VH-CDR2 naxomutcs B mojioxkeHusx S51- 57, VH-CDR3 nHaxomgutcs B
nonoxkeHusix 93-102, VL-CDR1 naxomurcs B mosioxkeHussx 27-32, VL-CDR2 naxopmutcst B
nojoxkeHusix 50-52, u VL-CDR3 nHaxogutcs B nojoxkeHusix 89-97. B KOHKpeTHOM BapuaHTe
OCYILIECTBIIEHUs B HACTOSILIEM JOKYMEHTE IPEAJIOKEHBl aHTHTENA U UX aHTUT'€HCBSA3BIBAIOIINE
(dparmeHTsl, KOoTOpBIe crieundudecku cesswiBatorcs ¢ B7-H4 (nanpumep, B7-H4 uenosexa) u
copepxxat CDR obnacreit VH u VL mo IMGT anturena, nepeuncnensabie B Tabmuuax 3 u 4,
Harpumep, kak onucano B Lefranc M-P (1999) sviute u Lefranc M-P et al., (1999) sviute).

[0104] B onpenenennbx acmektax CDR aHTuTeNna wiM ero aHTUT€HCBSI3bIBAIOIIETO
(parmenTa MoryT ObITh orpenesneHsl B coorBercTBuu ¢ MacCallum RM ef al., (1996) J Mol Biol
262: 732-745, Cm. maxowce, nanpumep, Martin A. “Protein Sequence and Structure Analysis of
Antibody Variable Domains,” B Antibody Engineering, Kontermann u Diibel, eds., Chapter 31,
pp. 422-439, Springer-Verlag, Berlin (2001). B KOHKpEeTHOM BapuaHTE OCYIIECTBJICHHUS B
HACTOSIIIEM JOKYMEHTE MpPEIJIOKEHbl aHTUTENA MM WX AHTHUIE€HCBS3bIBAIOLINE (PAarMEHTHI,
Kotopble cnenududecku cpsizbiBatotTcss ¢ B7-H4 (nanpumep, B7-H4 uenoseka) u MOryT ObITh
onpeneneHbl MeTonoM, onucanHbiM B MacCallum RM ef al.

[0105] B ompenenennsix acnektax CDR aHTHTENna wiam e€ro aHTUTNE€HCBS3bIBAIOIIETO
¢dparmMeHTa MOTYT OBITH OMpEHeNiEeHbl B COOTBETCTBHM CO CXeMOil Hymepauuu AbM, kortopas
OTHOCHTCSI K TUTiepBapruadbebHbIM 001acTssM AbM, 1 KOTOpasi MPpeaCTaBJISIFOT COO0I KOMITPOMUCC
mexxny CDR mo Kabar u cTpykTrypHbIMEH memisiMd HYoTHa, M HCIONB3YETCS B MPOrPAMMHOM
obecrieuennn 1uist monenupoBanusi anturen AbM Oxford Molecular (Oxford Molecular Group,
Inc.). B KOHKpPETHOM BapHUaHTE OCYILIECTBICHHS B HACTOSIIEM JOKYMEHTE MPEIOKEHBI aHTHTENA
WIN UX AHTHIeHCBS3BIBAIOIINE (parMeHThI, KOTOpbIe crienuduuecku cBs3biBaroTcs ¢ B7-H4
(nanpumep, B7-H4 yenoseka) 1 MOTYT OBITH OIpEENIeHbl B COOTBETCTBUHU CO CXEMOI HyMepaLuu
AbM.

[0106] B omnpeneneHHBIX  BapuaHTax  OCYIIECTBJICHHS  AHTUTEJIO  WJIH  €r0
AHTUTCHCBS3BIBAIOIINN (PPAarMEHT, ONHCAHHbIE B HACTOALIEM MAOKYMEHTE, CIeHU(pUIEeCKU
cBsi3bIBAIOTCS ¢ B7-H4 denoBeka W comep:kaT TsDKENYIO IeNb, MPUBEACHHYIO B Tabiume 5,

Hanpumep, B KOMOWHAINH C JIETKOH LETIBIO.
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Tadauua 5: AMHHOKHCJIOTHBIE IOCJAEA0BATEILHOCTH TS/KEJI0H Lenu

Onucanue TSHKEON enu

AMUHOKHUCJIOTHAsT TIOCIENOBATENIbHOCTD Tspkenon nenu (SEQ

ID NO)

M6 H
Jsin)

QVTLKESGPGILQPSQTLSLTCSFSGFSLSTYGLGVGWI
RQPSGKGLDWLANIWWNDDKYYNSALKSRLTISKDTS
NNQVFLKISSVDTADTGTYYCAQVDGYYWYFDVWGA
GTTVTVSSAKTTPPSVYPLAPGSAAQTNSMVTLGCLVK
GYFPEPVTVTWNSGSLSSGVHTFPAVLESDLYTLSSSVT
VPSSPRPSETVTCNVAHPASSTK VDKKIVPRDCGCKPCI
CTVPEVSSVFIFPPKPKDVLTITLTPKVTCVVVDISKDDP
EVQFSWFVDDVEVHTAQTQPREEQFNSTFRSVSELPIM
HQDWLNGKEFKCRVNSAAFPAPIEKTISKTKGRPKAPQ
VYTIPPPKEQMAKDK VSLTCMITDFFPEDITVEWQWNG
QPAENYKNTQPIMNTNGSYFVYSKLNVQKSNWEAGN
TFTCSVLHEGLHNHHTEKSLSHSPGK (SEQ ID NO:89)

M6 H
(J512,7517,J518)

QVTLKESGPGILQPSQTLSLTCSFSGFSLSTYGLGVGWI
RQPSGKGLDWLANIWWNDDKYYNSALKSRLTISKDTS
NNQVFLKISSVDTADTGTYYCAQVDGYYWYFDVWGA
GTTVTVSSAKTTPPSVYPLAPGSAAQTNSMVTLGCLVK
GYFPEPVTVTWNSGSLSSGVHTFPAVLESDLYTLSSSVT
VPSSPRPSETVTCNVAHPASSTKVDKKIVPRDCGCKPCI
CTVPEVSSVFIFPPKIKDVLMISLSPIVTCVVVDVSEDDP
DVQISWFVNNVEVHTAQTQTHREDYNSTLRVVSALPI
QHQDWMSGKEFKCKVNNKDLPAPIERTISKPKGSVRA
PQVYVLPPPEEEMTKKQVTLTCMVTDFMPEDIYVEWT
NNGKTELNYKNTEPVLDSDGSYFMYSKLRVEKKNWYV
ERNSYSCSVVHEGLHNHHTTKSFSRTPGK (SEQ ID
NO:16)

M11H
(J513)

QVTLKESGPGILQPSQTLSLTCSLSGFSLSTYGLGVGWI

RQPSGKGLGWLANIWWNDDKY YNSALKSRLTISKDTS
NNQVFLKISSVDTADTGTYYCAQVDGYYWYFDVWGA
GTTVTVSSAKTTPPSVYPLAPGSAAQTNSMVTLGCLVK
GYFPEPVTVTWNSGSLSSGVHTFPAVLESDLYTLSSSVT
VPSSPRPSETVTCNVAHPASSTKVDKKIVPRDCGCKPCI
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CTVPEVSSVFIFPPKPKDVLTITLTPKVTCVVVDISKDDP
EVQFSWFVDDVEVHTAQTQPREEQFNSTFRSVSELPIM
HQDWLNGKEFKCRVNSAAFPAPIEKTISKTKGRPKAPQ
VYTIPPPKEQMAKDKVSLTCMITDFFPEDITVEWQWNG
QPAENYKNTQPIMNTNGSYFVYSKLNVQKSNWEAGN
TFTCSVLHEGLHNHHTEKSLSHSPGK (SEQ ID NO:90)

MITH
(J514, 7519, J520)

QVTLKESGPGILQPSQTLSLTCSLSGFSLSTYGLGVGWI
RQPSGKGLGWLANIWWNDDKY YNSALKSRLTISKDTS
NNQVFLKISSVDTADTGTYYCAQVDGYYWYFDVWGA
GTTVTVSSAKTTPPSVYPLAPGSAAQTNSMVTLGCLVK
GYFPEPVTVTWNSGSLSSGVHTFPAVLESDLYTLSSSVT
VPSSPRPSETVTCNVAHPASSTKVDKKIVPRDCGCKPCI
CTVPEVSSVFIFPPKIKDVLMISLSPIVTCVVVDVSEDDP
DVQISWFVNNVEVHTAQTQTHREDYNSTLRVVSALPI
QHQDWMSGKEFKCKVNNKDLPAPIERTISKPKGSVRA
PQVYVLPPPEEEMTKKQVTLTCMVTDFMPEDIYVEWT
NNGKTELNYKNTEPVLDSDGSYFMY SKLRVEKKNWYV
ERNSYSCSVVHEGLHNHHTTKSFSRTPGK (SEQ ID
NO:17)

M15H
(J515)

QVTLKESGPGILQSSQTLSLTCSFSGFSLSTYGLGVGWI
RQPSGKGLDWLANIWWNDDKYYNSALKSRLTISKDTS
NNQVFLKISSVDTADTGTYYCAQVDGYYWYFDVWGA
GTTVTVSSAKTTPPSVYPLAPGSAAQTNSMVTLGCLVK
GYFPEPVTVTWNSGSLSSGVHTFPAVLESDLYTLSSSVT
VPSSPRPSETVTCNVAHPASSTKVDKKIVPRDCGCKPCI
CTVPEVSSVFIFPPKPKDVLTITLTPKVTCVVVDISKDDP
EVQFSWFVDDVEVHTAQTQPREEQFNSTFRSVSELPIM
HQDWLNGKEFKCRVNSAAFPAPIEKTISKTKGRPKAPQ
VYTIPPPKEQMAKDKVSLTCMITDFFPEDITVEWQWNG
QPAENYKNTQPIMNTNGSYFVYSKLNVQKSNWEAGN
TFTCSVLHEGLHNHHTEKSLSHSPGK (SEQ ID NO:91)

M15H
(Js516, 1521, J522)

QVTLKESGPGILQSSQTLSLTCSFSGFSLSTYGLGVGWI

RQPSGKGLDWLANIWWNDDKY YNSALKSRLTISKDTS
NNQVFLKISSVDTADTGTYYCAQVDGYYWYFDVWGA
GTTVTVSSAKTTPPSVYPLAPGSAAQTNSMVTLGCLVK
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GYFPEPVTVTWNSGSLSSGVHTFPAVLESDLYTLSSSVT
VPSSPRPSETVTCNVAHPASSTKVDKKIVPRDCGCKPCI
CTVPEVSSVFIFPPKIKDVLMISLSPIVTCVVVDVSEDDP
DVQISWFVNNVEVHTAQTQTHREDYNSTLRVVSALPI
QHQDWMSGKEFKCKVNNKDLPAPIERTISKPKGSVRA
PQVYVLPPPEEEMTKKQVTLTCMVTDFMPEDIYVEWT
NNGKTELNYKNTEPVLDSDGSYFMYSKLRVEKKNWYV
ERNSYSCSVVHEGLHNHHTTKSFSRTPGK (SEQ ID
NO:18)

[0107] B onpeneneHHpIXx  BapuaHTax  OCYIUECTBJIECHHMS  AHTUTENO  WJIH  €r0
AQHTUTE€HCBS3BIBAIOINNN (parMeHT, OINUCAHHbIE B HACTOALIEM JOKYMEHTE, CreuupuyecKu
cBs3biBatOTCS ¢ B7-H4 uenoBeka W comepikaT JIETKYHO L€Mb, NPUBEACHHYIO B Tabnuie O,

Hanpumep, B KOMOMHAIMHU C TSDKEJIOH LETIbO.

Tadauua 6: AMUHOKHCJIOTHBIE MOCJeA0BATEJILHOCTH JErKoi Lenu

Ornucanue Jerkou nemnu AMUHOKHUCJIOTHAS TIOCJIeI0BATeIbHOCTD Jierkoi nenu (SEQ ID
NO)
DVLMTQTPLSLPVSLGDQASISCRSSQSIVHSNRNTYLE
WYLQKPGQSPKLLIYNVSNRFSGVPDRFSGSGSGTDFTL
M6, M11, M15 L KISRVEAEDLGVYYCFQGSHVPLTFGAGTKLELKRADA
(J511-J516) APTVSIFPPSSEQLTSGGASVVCFLNNFYPKDINVKWKID
GSERQNGVLNSWTDQDSKDSTYSMSSTLTLTKDEYERH
NSYTCEATHKTSTSPIVKSFNRNEC (SEQ ID NO:19)
DVLMTQTPLSLPVSLGDQASISCRSSQSIVHSNRNTYLE
WYLQKPGQSPKLLIYNVANRFSGVPDRFSGSGSGTDFTL
KISRVEAEDLGVYYCFQGSHVPLTFGAGTKLELKRADA
APTVSIFPPSSEQLTSGGASVVCFLNNFYPKDINVKWKID
GSERQNGVLNSWTDQDSKDSTYSMSSTLTLTKDEYERH
NSYTCEATHKTSTSPIVKSFNRNEC (SEQ ID NO:30)
DVLMTQTPLSLPVSLGDQASISCRSSQSIVHSNRNTYLE
WYLQKPGQSPKLLIYQVSNRFSGVPDRFSGSGSGTDFTL
KISRVEAEDLGVYYCFQGSHVPLTFGAGTKLELKRADA
APTVSIFPPSSEQLTSGGASVVCFLNNFYPKDINVKWKID

De-N-rnuko3unupoBaHHas
L)
(J517,J519,J521)

De-N-rnuko3unupoBaHHas
L)
(J518, 1520, J522)




33

GSERQNGVLNSWTDQDSKDSTYSMSSTLTLTKDEYERH
NSYTCEATHKTSTSPIVKSFNRNEC (SEQ ID NO:31)

[0108] B omnpeneneHHBIX  BapuaHTax  OCYINECTBJICHHMS  AHTUTEJIO  WJIH  €r0
AHTUT€HCBS3BIBAIOIINN (PPAarMEHT, ONHCAHHbIE B HACTOALIEM MAOKYMEHTE, CIeHU(pUIeCKU
cs3biBatoTCsl ¢ B7-H4 uenoBeka m cozmepskaT TsDKENYHO LeNb, NMPHUBEAEHHYIO B Tabmuie S5, u
JIETKYIO LIeTb, MPUBEIEHHYIO B Ta0nuLe 0.

[0109] B KOHKpeTHBIX acmekTax B HACTOSILIEM JOKYMEHTE MPEIJIOKEHbl aHTHUTENA,
KOTOPBIE COAEPKAT TSLKENYIO LeNb U JIETKYIO LeNb. YTO KacaeTcs TsKENION LEenu, B KOHKPETHOM
BAapUAHTE OCYLIECTBJICHUs TsKENas LIeNb AHTUTENIA, OITMCAHHOTO B HACTOSALLEM TOKYMEHTE, MOXKET
NPEeACTaBIIATh COOOH TspKeNyo Lenb anbda (o), nenpra (0), ancuioH (g), raMma (y) Ui Mo ().
B KOHKpPETHOM BapuaHTE OCYILNECTBJIICHHS] AHTUTEJO, OMMCAHHOE B HACTOSIUEM AOKYMEHTE,
KOTOpOe MMMyHocnennpuuecku cesizbiBaetcs ¢ B7-H4 (nanpumep, B7-H4 yenosexa), copepxur
TSDKENIYH Lelb, MpPUYEeM aMUHOKHUCIOTHAs IOCIeNOBaTeNbHOCTh aAoMeHa VH comepxur
AMUHOKHCJIOTHYIO TIOCJI€OBATEeIbHOCTh, YKa3aHHyI0 B TaOmune 3, u mpudeM KOHCTaHTHAs
00J1acTh TSKEJIOH LeNH COAEPKUT AMHHOKHCIIOTHYIO TTOCIIEI0BATEIbHOCTh KOHCTAHTHOM 00J1aCTH
Tskenon nernu IgG2a mpim.

[0110] B KOHKpETHOM BapHaHTE OCYILECTBJIEHUs AHTUTENO, OMHUCAHHOE B HACTOSIIEM
JOKYMEHTE, KOTOpOoe HMMyHocneuupudecku cassbiBaercss ¢ B7-H4  (manpumep, B7-H4
YeJIOBEKa), COAEPIKHUT TSDKENYI0 Leb, MPUYeM aMUHOKHCJIOTHAS MOCJIENOBATEIbHOCTh JOMEHA
VH comepXUT aMUHOKHCJIOTHYIO IOCJIEIOBATEIbHOCTh, YKa3aHHyo B Tabmume 3, u mpudem
KOHCTaHTHAs1 O0JIACTh TSKEJION LEeTH COAEPKUT AMHHOKHUCIIOTHYIO nocienoBareabHocTh SEQ ID
NO:87:
AKTTPPSVYPLAPGSAAQTNSMVTLGCLVKGYFPEPVTVTWNSGSLSSGVHTFPAVLES
DLYTLSSSVTVPSSPRPSETVTCNVAHPASSTKVDKKIVPRDCGCKPCICTVPEVSSVFIFP
PKIKDVLMISLSPIVTCVVVDVSEDDPDVQISWFVNNVEVHTAQTQTHREDYNSTLRVV
SALPIQHQDWMSGKEFKCKVNNKDLPAPIERTISKPKGSVRAPQVYVLPPPEEEMTKKQ
VILTCMVTDFMPEDIYVEWTNNGKTELNYKNTEPVLDSDGSYFMYSKLRVEKKNWVE
RNSYSCSVVHEGLHNHHTTKSFSRTPGK (SEQ ID NO:87)

[0111] B KOHKpETHOM BapuaHTE OCYILUECTBIEHUs AHTUTENO, OMUCAHHOE B HACTOSIIEM
JNOKYMEHTE, KOTOpoe HMMyHocneuupudecku casisbiBaercss ¢ B7-H4  (manpumep, B7-H4
YeJIOBEKAa), COAEPIKHUT TSDKENYIO LeMNb, MPUYeM aMUHOKHCIIOTHAS IMOCJIENOBATEIbHOCTh JOMEHA
VH comepXUT aMUHOKHCIOTHYIO IOCIIEOBATENbHOCTh, YKa3aHHyo B Tabmume 3, u mpudem
KOHCTaHTHasT OONACTh TSDKEJNOH LeMu COAEPKUT AMHHOKHCIOTHYIO IIOCJIEA0BATEbHOCTD

KOHCTaHTHOH obnactu Tspkenoit uenu IgG1 mpimm.
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[0112] B KOHKpETHOM BapuaHTE OCYILUECTBJIEHHsS AHTUTENO, OMUCAHHOE B HACTOSILEM
NOKYMEHTE, KOTOpoe€ HMMyHocrneuupudecku casisbiBaercss ¢ B7-H4  (manpumep, B7-H4
YeJIOBEKAa), COAEPIKHUT TSDKENYIO LeNb, MPUYeM aMUHOKHCIIOTHAS IOCJIENOBATEIbHOCTh JOMEHA
VH comepXUT aMHUHOKHCIOTHYIO ITOCIIEOBATENbHOCTh, YKa3aHHyo B TaOmume 3, u mpudem
KOHCTaHTHAas1 O0JIACTh TSKEJION LIETH COAEPKUT AMHUHOKHUCIIOTHYIO nocienoBarenbHocTs SEQ ID
NO:92:
AKTTPPSVYPLAPGSAAQTNSMVTLGCLVKGYFPEPVTVTWNSGSLSSGVHTFPAVLES
DLYTLSSSVTVPSSPRPSETVTCNVAHPASSTKVDKKIVPRDCGCKPCICTVPEVSSVFIFP
PKPKDVLTITLTPKVTCVVVDISKDDPEVQFSWEFVDDVEVHTAQTQPREEQFNSTFRSVS
ELPIMHQDWLNGKEFKCRVNSAAFPAPIEKTISKTKGRPKAPQVYTIPPPKEQMAKDKV
SLTCMITDFFPEDITVEWQWNGQPAENYKNTQPIMNTNGSYFVYSKLNVQKSNWEAGN
TFTCSVLHEGLHNHHTEKSLSHSPGK (SEQ ID NO:92)

[0113] UYro kacaercs Jerkoi Lenu, B KOHKPETHOM BapUAHTE OCYIIECTBIICHUS JIETKasl LieTb
AHTUTEJA, ONIMCAHHOIO B HACTOSILEM JIOKYMEHTE, MPENCTaBIsIeT COOOH JIErKyo Lenb Karma W
JErKyro Lenb JiMOna. B KOHKpeTHOM BapuaHTe OCYINECTBIEHUS AHTUTENO, OMHCAHHOE B
HACTOSIIIIEM TOKYMEHTE, KOTOpoe nMMyHocneruduaecku csispiBaercs ¢ B7-H4 (nanpumep, B7-
H4 genoseka), CONEPIKUT JIETKYIO LIEIb, IPHYEM aMHHOKHCIIOTHAS ITOCIEN0BATEIbHOCTD JOMEHA
VL comepkUT aMHHOKHCJIOTHYIO TOCJIEIOBATENbHOCTb, yKa3aHHyl B TaOmuue 4, u mpuyem
KOHCTaHTHas1 00JIACTh TSKEJION LEeTH COAePKUT AMHHOKHUCIIOTHYIO mocienoBareabHocTh SEQ ID
NO:88:
RADAAPTVSIFPPSSEQLTSGGASVVCFLNNFYPKDINVKWKIDGSERQNGVLNSWTDQ
DSKDSTYSMSSTLTLTKDEYERHNSYTCEATHKTSTSPIVKSFNRNEC (SEQ ID NO:88).
[0114] B npyroM KOHKpPETHOM BapHaHTE OCYILIECTBJICHHs AHTUTENO, OINHUCAHHOE B
HACTOSIIIEM TOKYMEHTE, KOTOopoe MMMyHocneruduiaecku cesispiBaercst ¢ B7-H4 (nanpumep, B7-
H4 uenoseka), comepkuT (1) TSDKEIYHO LeNb, NMPUYEM aMHHOKHCIIOTHAS TMOCJIEIOBATEIBHOCTD
nomena VH comep:kKHT aMHHOKHMCIIOTHYIO IOCJIEOBATEIbHOCTh, YKa3aHHy0 B Tabmune 3, u
NpUYeM KOHCTAHTHAsI O0JIACTh TSDKEJION LENH CONEPKUT aMHHOKUCIIOTHYIO TTOCJIEAOBATEIbHOCTD
SEQ ID NO:87 u (i1) Jerkyro 1emnb, MpHYeM aMUHOKHCIIOTHAS MTOCIIEI0BATEIbHOCTh ToMeHa VL
CONEPIKUT AMHHOKHCJIOTHYIO TIOCJIEOBATENIbHOCTh, yKa3aHHyH0 B Tabmmue 4, u mnpuuem
KOHCTaHTHas1 O0JIACTh TSIKEJION LETH COAEPKUT AMHHOKHUCIIOTHYIO rocienoBarenbHocTh SEQ ID
NO:88.

[0115] B npyroM KOHKpPETHOM BapHaHTE OCYILIECTBJICHHs AHTUTENO, ONHUCAHHOE B
HACTOSIIIEM TOKYMEHTE, KOTOopoe MMMyHocnennduiaecku cesizpiBaercst ¢ B7-H4 (nanpumep, B7-
H4 uenoseka), comepkuT (1) TSDKENIYHO LEeNb, NMPUYEM aMHHOKHCIIOTHAS MOCJIENOBATEIbHOCTD

noMena VH comep:kKUT aMHHOKHMCIIOTHYIO ITOCIIEOBATENbHOCTh, YKa3aHHY0 B Tabmume 3, u
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npu4eM KOHCTAHTHAsI OOJIACTh TSDKEJION LENH CONEPKUT aMHHOKHCIIOTHYIO TTOCJIEAOBATEIbHOCTD
SEQ ID NO:92 u (i1) Jerkyro 1emnb, MpHYeM aMUHOKHCIIOTHAS MTOCIEI0BATEIbHOCTh ToMeHa VL
COMEPIKUT AMHHOKHCJIOTHYIO TIOCJIEOBATENIbHOCTh, yKa3aHHyl0 B Tabmmue 4, u mpuuem
KOHCTaHTHasl O0JIACTh TSKEJION LETH COAEPKUT AMHUHOKHUCIIOTHYIO nocienoBarenbHocTh SEQ ID
NO:88.

[0116] B KOHKpETHOM BapuaHTE OCYILUECTBIEHUs AHTUTENO, OMUCAHHOE B HACTOSIIEM
NOKYMEHTe, KOTOpoe HMMyHocrneuupudecku casisbiBaercss ¢ B7-H4  (manpumep, B7-H4
yenoBeka), comepxkur naomeH VH u ngomen VL, coxepkamue m00yr0 aMHHOKHCIOTHYIO
NOCJIEZIOBATENIbHOCTD, ONMCAHHYIO B HACTOSIIEM JOKYMEHTE, U MPUYeM KOHCTaHTHbIE 00JacTu
comep:kaT aMUHOKHCJIOTHBIE —IOCJIENOBATENbHOCTH KOHCTAHTHBIX  OONacTed  MOJEKYJIbI
ummyHornoOynuna IgG, IgE, IgM, IgD, IgA wmm IgY nubo MBIIHUHON MOJEKYJIbI
ummyHornoOynuna IgG, IgE, IgM, IgD wmu IgA. B npyrom KOHKpPETHOM BapHaHTe
OCYILE€CTBIIEHUS AHTHUTEJIO, OMMCaHHOE B HACTOSLIEM  JTOKYMEHTE, KOTOpOe
uMMyHocnenupuaecku ceszbiBaercst ¢ B7-H4 (nanpumep, B7-H4 yenoseka), cCOnep>KuT 1OMeH
VH u nomen VL, conep:kamue no0yr0 aMUHOKHUCIIOTHYIO TTOCNIEOBATENIbHOCTD, OMUCAHHYIO B
HACTOSALIEM JOKYMEHTe, M TMpHYeM KOHCTaHTHble OO0JNAcTH COAep’kKaT aMHHOKHCIIOTHBIE
MOCJIeIOBATEIbHOCTH KOHCTAHTHBIX 00J1acTeli MoiekyJibl uMMyHornoOynuHa IgG, IgE, IgM, IgD,
IgA umn IgY, moboro knacca (nanpumep, 1gGi, 1gGa, 1gGs, 1gGs, IgA1 u IgAz) umu moboro
noxaknacca (nanpumep, 1gGaa n 1gGrp) MoNekysibl IMMYHOTIOOYIMHA. B KOHKpEeTHOM BapHaHTe
OCYLIECTBJICHHsT KOHCTAHTHbIE OOJACTH COJEp’KAT AMHHOKHCIIOTHBIE TOCJIEAOBATEIbHOCTH
KOHCTaHTHBIX 00JlacTell MBIIIMHOW MOJIeKyJibl nMMyHoroOynuHa IgG, IgE, IgM, IgD umu IgA,
moboro knacca (nanpumep, 1gGi, 1gGr u IgGs,) wnm moboro noaknacca (nanpumep, 1gGra u
IgGap) Monekynbl UMMYHOTJIOOy/IMHA. B KOHKPETHOM BapHaHTE OCYLIECTBIICHUS AHTUTEINO,
OMHCAaHHOE B HACTOSALIEM IOKYMEHTe, KOTOpOe MMMYHOcHenududecku cpsizbiBaercs ¢ B7-H4
(nanpumep, B7-H4 uenoseka), comepxutr nomeH VH um nomen VL, comepxkamue mroOyro
AMUHOKHCJIOTHYIO TOCJIE€I0BAaTENbHOCTh, OMMCAHHYIO B HACTOSLIEM IOKYMEHTE, U MBILIINHbIE
KOHCTaHTHbIE JOMEHbl. B KOHKpETHOM BapuaHTe OCYIIECTBIEHHs AaHTHUTENO, OINMCAHHOE B
HACTOSIIIEM AOKYMEHTE, KOTOpoe UMMyHocnenududecku cesizpiBaercst ¢ B7-H4 (nanpumep, B7-
H4 uenoseka), comepxut nomen VH u nomen VL, conmepxkamue mrOOyH aMUHOKHCJIOTHYIO
MOCJIEI0BATENbHOCTD, ONUCAHHYIO B HACTOSIIEM JOKYMEHTE, U KPOJIUYbH KOHCTAHTHBIE JOMEHHBI.
[0117] B KOHKpeTHBIX  BapuaHTax  OCYILUECTBJIEHUS  AHTUTENO  WUIU  €ro
AHTUTCHCBS3BIBAIOIINN  (parMeHT  comepkuT mocnenoBarenpHocTH VH w VL w3
aMUHOKHCIOTHBIX mochenoBatenbHocTe SEQ ID NO:6 u 9, coorBeTcTBeHHO. B KOHKpETHBIX
BAPUAHTAX OCYLIECTBIEHHMs AHTUTEJIO WM €ro AaHTUICHCBS3BIBAIOIIUN (parMeHT B

CKOHCTPYUPOBAHHOM BAPHUAHTEC aHTUTEIIA UJIU €T0 AaHTUTCHCBA3bIBAOIIETO (1)parMeHTa COACPIKUT
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nocienoBareabHocT VH 1 VL u3 amuaokucnoTHeIx nocnenoaTenbHocTedt SEQ ID NO:6 u 9,
npU4YeM TPU KOHCTPYMPOBAHUHM YOAISETCS ONHMH WM OoJiee CANTOB TNIMKO3WJIMPOBAHUS,
nanpumep, B onHoit mmm Oonee CDR (nanpumep, VL-CDR2). B KOHKpEeTHBIX BapHaHTax
OCYIIECTBJICHUs] ~ AHTUTEJIO WJM €ro  aHTUIeHCBS3BIBAOINUN  (parMeHT  COmep:KuT
nocnegoBaTeabHocT VH 1 VL u3 amuHokucnoTHeix nocienoaTeabHocter SEQ ID NO:6 u 10,
COOTBETCTBEHHO. B KOHKpPETHBIX BapHaHTaX OCYIUIECTBJICHHUS AHTUTEJNO WJIH  €ro
AHTUTEHCBS3BIBAIOIINN  (parMeHT  comepkuT mnocienoBareapHocTh VH w VL m3
aMUHOKHCIOTHBIX nocieaoBatenbHocTeln SEQ ID NO:6 u 11, coorBercTBeHHO. B KOHKpETHBIX
BapHaHTaX OCYILIECTBIICHUS AHTHUTEJO WIM €r0 aHTUTCHCBS3bIBAIOIIMKA (parMeHT (Hanpumep,
AQHTHUTEJIO WM €r0 aHTUIeHCBs3bIBaro LN pparment, cogeprxkamue VH u3 SEQ ID NO:6 u VL u3
SEQ ID NO:9, 10 unu 11) 1onogHATEIPHO COASPKUT KOHCTAHTHBIN JOMEH MBIIIMHOHN TSKEJIOH
uernu IgG1 (nanpumep, J511). B KOHKpeTHBIX BapHaHTaX OCYIIECTBJIECHUS AHTHTEJIO WM €ro
AHTUTEHCBS3BIBAIOIINN  (parMeHT (Hanpumep, AHTUTENO WM €ro aHTUT'€HCBS3bIBAIOIIUI
¢dparment, cogepxanrrie VH u3 SEQ ID NO:6 u VL u3 SEQ ID NO:9, 10 unu 11) 10onosHUTETBHO
COAEP>KUT KOHCTAHTHBII JOMEH MBIIIHUHON Tspkenol uenu 1gGz, (nanpumep, J512).

[0118] B KOHKpETHBIX  BapHMaHTAax  OCYIIECTBJIEHUS  AHTUTEIO MU  €ro
AHTUTCHCBS3BIBAIOIIMN  ()parMeHT  comep:kuT mnocienoBareapHocTH VH wuw VL m3
aMuHOKHUCIOTHBIX nocnenoBatenbHocTedt SEQ ID NO:7 u 9, coorBercTBeHHO. B KOHKpETHBIX
BapMAHTAaX OCYIIECTBJCHUS AHTUTENO WM €ro aHTUI€HCBS3bIBAOIIMK (parMeHT B
CKOHCTPYMPOBAaHHOM BapUaHTE aHTUTENIA UJTH €r0 AHTUIE€HCBS3IBAIOLIETO (hparMeHTa COAEPIKUT
nocienoBateabHocT VH 1 VL u3 amuHOokucnoTHbIX nociaenoBatenbHocTedt SEQ ID NO:7 u 9,
NpUYeM TPU KOHCTPYMPOBAHUHU YOANSETCS ONMH WM OoJiee CAlTOB TIMKO3WJIMPOBAHUS,
nanpumep, B onHoit mmm Oonee CDR (nanpumep, VL-CDR2). B KOHKpETHBIX BapHaHTax
OCYINECTBJICHUS] ~ AHTUTEJIO WJU €ro  aHTUIEHCBS3BIBAOIIUN  (parMeHT  COmEpKUT
nocienoareabHocT VH 1 VL u3 amuHokucnoTHeIX nocienoBaTeabHocteir SEQ ID NO:7 u 10,
COOTBETCTBEHHO. B KOHKPETHbIX BapHaHTaX OCYIIECTBJICHHUS  AHTUTEJIO WJIH  €ro
AHTUTEHCBS3BIBAIOIINN  (parMeHT  comepkuT mnocienoBareapHocTH VH w VL m3
aMuHOKHUCIOTHBIX nocnenosaTenbHocTeil SEQ ID NO:7 u 11, coorBercTBeHHO. B KOHKpETHBIX
BapHAHTaX OCYIIECTBIIEHUS AHTHUTEJO WM €r0 aHTUTEeHCBSI3bIBAIOIIHKA (parMeHT (Hanpumep,
AQHTHUTEJIO WJIHM €r0 aHTHIeHCBs3bIBaro il pparment, cogepxkamue VH u3 SEQ ID NO:7 u VL u3
SEQ ID NO:9, 10 wnu 11) 1onoTHUTETFHO COASPKUT KOHCTAHTHBIN JOMEH MBIIIHMHOHN TSKEJIOH
ueru 1gG1 (nanpumep, J513). B KOHKpETHBIX BapHaHTaX OCYIIECTBJICHUS AHTHTEIO WIH €ro
AHTUTE€HCBS3BIBAOINNN  (parMeHT (Hanpumep, AHTUTENO WIH €ro aHTUTE€HCBS3bIBAIOIIUI
¢dparmenT, cogepskamue VH uz SEQ ID NO:7 u VL u3 SEQ ID NO:9, 10 wnu 11) nononHATEBHO

COIEP>KUT KOHCTAHTHBIN JOMEH MBIIIUHON Tspkenol uenu 1gGza (nanpumep, 1514).
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[0119] B KOHKpeTHBIX  BapuaHTaXx  OCYLIECTBJIEHUS  AHTUTENO  WJIU  €ro
AHTUTEHCBS3BIBAIOIINN  (parMeHT  comepkuT mocnenoBarenpHocTH VH w VL w3
aMUHOKHCIOTHBIX nochenoBatenbHocTet SEQ ID NO:8 u 9, coorBeTcTBeHHO. B KOHKpETHBIX
BApUAHTAX OCYIIECTBIEHHs AHTUTEJIO WM €ro AaHTUICHCBS3BIBAIOIIUN (parMeHT B
CKOHCTPYMPOBAHHOM BapHAHTE AHTUTEJNA WJIM €r0 AaHTUTEHCBSI3bIBAIOIIETrO (PparMeHTa CONEPIKUT
nocnegoareabHocT VH 1 VL u3 amunokucnotHeix nocnenoBatenbHocTedt SEQ ID NO:8 u 9,
npu4eM NpU KOHCTPYMPOBAHWU YAANSETCS ONWH HIM OoJjiee CAaHTOB TIJIMKO3MIIMPOBAHMS,
nanpumep, B onHoil mm Oonee CDR (nanpumep, VL-CDR2). B KOHKpeTHBIX BapHaHTax
OCYLIECTBJIEHUs ~ aHTUTENIO WJIM €r0  AHTUIeHCBA3BIBAIOIIMM  (parMeHT  COAEpIKUT
nocnenoBateabHocT VH 1 VL u3 amunokucnotHsix nocienoareabHoctet SEQ ID NO:8 u 10,
COOTBETCTBEHHO. B KOHKpETHBIX BapHaHTax OCYILECTBJIEHUS AHTUTENO WU  €ro
AHTUTEHCBSA3BIBAIOIINN  (parMeHT comepkuT mnocienoBarenbHocTh VH wu VL wu3
aMMHOKHUCIOTHBIX nocnenoBarenbHocTet SEQ ID NO:8 u 11, cooTBeTcTBeHHO. B KOHKpETHBIX
BAPUAHTAX OCYLIECTBJICHUS] AHTUTEJO WM €ro aHTUICHCBS3BIBAIOINUI (parMeHT (nanpumep,
AHTUTEJIO UJIM ero aHTUreHCBsI3bIBatomui pparment, conepskamue VH u3 SEQ ID NO:8 u VL u3
SEQ ID NO:9, 10 unu 11) 1ONOJHUTENBHO COAEPKUT KOHCTAHTHBINA JJOMEH MBILIMHOMN TSKEIOMH
uenu 1gG1 (nanpumep, J515). B KOHKpeTHBIX BapHaHTaxX OCYIIECTBJICHHsS AHTHTENO WUJIH €ro
AHTUTEHCBS3BIBAIOINNKA (parMeHT (nanpumep, AHTUTENO WM €ro aHTUT'€HCBSI3bIBAIOIIUI
dparmenT, cogepskamue VH uz SEQ ID NO:8 u VL u3 SEQ ID NO:9, 10 unu 11) 1onosHUTETBHO
COAEP KUT KOHCTAHTHBIN JOMEH MBIIIUHON Tskenol uenu 1gGza (nanpumep, J516).

[0120] B KOHKpeTHBIX  BapuaHTax  OCYLIECTBJIEHUS  AHTUTENO WO  €ro
AHTUTEeHCBs3bIBAOIIMN (parmeHT (1) comepxkut mocienosareirbHocTn CDR M6 (nanpumep,
aMHHOKHUCJIOTHBIe TochenosarenbHoctn SEQ ID NO:22-26 u 29), (i) mocnenoBaTelbHOCTH
obmacreit VH mu VL M6 mmm ux De-N-rimuko3miupoBaHHble BapuaHTbl (Hanpumep, VH,
comepkalnasi aMMHOKHCIOTHYIO mnocienosarenbHocte SEQ ID NO:6, u VL, conmepxkammas
aMHHOKHUCIIOTHYI0 mocnenosatenbHocTh SEQ ID NO:9, 10 wmm 11), (iil) mocinenoBaTebHOCTH
TsDKeJNoN U nerkod neneit mpimmuHoro M6 IgG2a unu nx De-N-ruko3unnpoBaHHbIE BapUaHThI
(Hanpumep, TsKeNast LETb, COAEPIKAINAsT AMIUHOKHUCIOTHYIO nocyenosareabHocTh SEQ ID NO: 16,
U JIeTKasl [eTlb, COAepIKaIlas aMUHOKUCIOTHYIO nocnenoBareapHoCcTh SEQ ID NO: 19, 30 mnu 31)
win (1v) TOCIeNOBaTEIbHOCTH TSDKEIOH M Jjierkod uened mpinumHoro M6 IgGl (nanpumep,
TSDKEJasl LeMb, COAepIKaIiasi aMUHOKUCIOTHYI0 nociieaosatenbHOCTs SEQ ID NO:89, u nerkas
L[eTIhb, COMepIKaInasi aMIHOKUCIOTHYO nochenosaTenpbHocTh SEQ ID NO:19).

[0121] B KOHKpeTHBIX  BapuaHTax  OCYILIECTBJIEHUS  AHTUTENO  WIU  €ro
aHTUTEeHCBs3bIBAOIINN (pparmenT (1) comepkut nocienosarenbHocty CDR M11 (nanpumep,

aMHHOKHUCIOTHBIe nocienosarenbHoctd SEQ ID NO:22-25, 27 u 29), (ii) nociaenoBaTenbHOCTH
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obmacreit VH u VL M1l umn ux De-N-rmuko3unupoBaHHble BapuaHTtsl (nanpumep, VH,
comepikalnas aMMHOKHCIOTHYIO mnocienosarenbHocTh SEQ ID NO:7, u VL, conmepxkammas
aMHHOKHUCIOTHYI0 nocnenosarenbHocTh SEQ ID NO:9, 10 mnum 11), (iil) mocnenoBaTenbHOCTH
TsKkesnol u jerkoi unenei MpimuHoro M11 IgG2a nnmn ux De-N-rnuko3uiupoBaHHble BAPUAHTHI
(Hanpumep, TsKeNas LETb, COAEPIKAINAS AMHHOKHUCIIOTHYIO nocyiegosareabHocTh SEQ ID NO:17,
U JIETKasl [eTlb, COAepIKaIlas aMUHOKUCIOTHYIO nocienoBareabHOCTh SEQ ID NO:19, 30 mu 31)
win (1v) TOCIEeNOBaTENbHOCTU TsDKENOW M Jerkoil nemnedt mpimmHOoro M11 IgGl (nanpumep,
TsKEJask Lelb, COAepIKaIlasi aMUHOKUCIOTHYI0 nocieaosatenbHOCTh SEQ ID NO:90, u nerkas
LeTIb, COZlepIKaInasi aMIHOKUCIOTHYIO nochienoBaTenbHOCcTh SEQ ID NO:19).

[0122] B KOHKpeTHBIX  BapuaHTaXx  OCYLUECTBJIEHUS  AHTUTEJNO  WIU  €ro
aHTUTeHCBs3bIBaOIIUN (pparmenTt (1) comepxkut nocienosarenbHocTu CDR MI1S (nanpumep,
amuHOKuCIOTHBIE nocienoBarenbHoctr SEQ ID NO:22-25, 28 u 29), (i1) mocienoBaTeabHOCTU
obmacreit VH u VL MI15 umn ux De-N-rmuko3unupoBaHHble BapuaHthl (nanpumep, VH,
cozepkamasi aMUHOKHCIOTHYIO mnocnenosarenbHocTh SEQ ID NO:8, u VL, comepxkarmas
aMHHOKHUCIOTHYI0 mocnenosatenbHoctb SEQ ID NO:9, 10 wnu 11), (iil) mocnenoBaTebHOCTH
TsKeJIoN U jerkoi neneit MeimrHoro M15 IgG2a nnu ux De-N-rinuko3uinpoBaHHbIE BAPUAHTHI
(nanpumep, TsXENAs LeTb, COAEpIKaINasi aMIHOKHCIOTHYIO nocnenoBatensHocTh SEQ ID NO: 18,
U JIeTKasl 11eTlb, CONlepIKallas aMMHOKUCIIOTHYIO nochenoBareabHocTh SEQ ID NO: 19, 30 wu 31)
win (1v) TOCJIeOBATENbHOCTU TSDKEJOW M Jierkoi nened MeimmHOro M15 IgGl (nanpumep,
TsDKeJask Lelb, CoAeprKaliasi aMUHOKUCIOTHYIO mocienosatenbHOCTh SEQ ID NO:91, u nerkas
LIeTIb, COMepKalasi aMIHOKUCIOTHYIO nochenoBaTeapbHocTh SEQ ID NO:19).

[0123] B 1pyroM KOHKPETHOM BapHUaHTE€ OCYLIECTBJIEHUsS AHTUTEIO WM €ro
AHTUTCHCBS3BIBAIOIINN  (pparMeHT, OMUCAHHbIE B  HACTOSIEM JOKYMEHTE, KOTOpBIE
uMMmyHocnenduyeckn cesispiBatorcss ¢ B7-H4  (nanpumep, B7-H4 denoseka), comep:kar
TSDKENYIO LENb U JIETKYIO 1erb, npudeM (1) Tsokenasi Lenb comep:kut nqomMeH VH, comepskarnuii
aMUHOKHCIIOTHBIE mocnenoBaTenbHocT CDR1 obnactu VH, CDR2 o6aactu VH u CDR3
obmactu VH antuTena, ykazannoro B Tabmuue 1 (nanpumep, SEQ ID NO:22-24); (i1) nerkas uenb
comepskuT noMeH VL, conmepskanuii aMMHOKHCIOTHBIE ocnenosarenbHoct CDR1 obnactu VL,
CDR2 o6mactu VL u CDR3 obnactu VL Toro ke anTHTeNa, yKazanHoro B Tabmuue 1 (nanpumep,
SEQ ID NO:25, 26 u 29, 25, 27 u 29 wumm 25, 28 u 29); (iil) Tspkeasi Uenb JTONOJHUTENBHO
CONEPKUT KOHCTaHTHbIH nomeH IgGl wmpimm (nanpumep, copepkamuil aMHHOKHCIOTHYEO
nocienosatenbHocTb SEQ ID NO:92) mnm koHcranTHbeId nomeH 1gG2a wmbim (nanpumep,
comepKalfii aMUHOKHCIOTHYIO mnocnenoBarenbHOCTe SEQ ID NO:87) m (iv) nerkas wnemb
JOTIOJTHATENBHO COJEPYKUT MBIIIMHBIA KOHCTAHTHBIM OMEH Kamma (Hanpumep, comepkaiui

aMHHOKHUCIIOTHYI0 nocnenoBarenbHocTs SEQ ID NO:88).
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[0124] B npyroM KOHKPETHOM BapHaHTE€ OCYLIECTBJIEHUsS AHTUTEIO WM €ro
AHTUTEHCBS3BIBAIOIINN  (pparMeHT, ONMUCAHHbIE B  HACTOSIIEM JOKYMEHTE, KOTOpBIE
uMMyHocnenduyaeckn cesispiBatorcss ¢ B7-H4  (nanpumep, B7-H4 denoseka), comepikar
TSDKENYIO LEeNb U JICTKYIO 1erb, npudeM (1) Tsokenasi Lelb comep:kut nqoMeH VH, comepskarmumii
AMHMHOKHCIIOTHYIO MTOCIIEIOBATENbHOCT aHTUTENA, YKa3aHHOTo B Tabmuue 1 (nanpumep, SEQ ID
NO:6-8); (i1) mnerkas uemb COmepKUT JgoMeH VL, coxepkammii aMHHOKUCIOTHYIO
NIOCJIEIOBATENIbHOCTD TOTO JK€ aHTUTeNa, ykazaHHoro B Tabmune 1 (nanpumep, SEQ ID NO:9-11);
(111) TspKenast Lenb JOMOJHUTENBHO CONEPKUT KOHCTaHTHbIM nomeH IgGl wmbimm (nanpumep,
cofep Kalii aMUHOKUCIIOTHYIO nocienosaresibHocTh SEQ ID NO:92) iy KOHCTaHTHBIN JOMEH
IgG2a mbitm (Hanpumep, conepKamuil aAMUHOKUCIIOTHYIO nocyieaoBareabHocTh SEQ ID NO:87)
U (1v) erkasi enb AOMOJHUTEIBHO COEPKUT MBIIINHBIA KOHCTAHTHBIN TOMEH Karrma (Hanpumep,
coaep Kaliii aMUHOKUCIIOTHYI0 nocienosaresbHocth SEQ ID NO:88).

[0125] B  onpeneneHHbIX  BapuaHTax  OCYLIECTBJIEHUS  aHTUTENO WIM  €ro
AHTUTEHCBS3BIBAIOINMI  (DparMeHT, ONHMCaHHbIE B  HACTOSINEM JIOKYMEHTE, KOTOpbIE
crietupuyecku cessbiBatotest ¢ B7-H4 (nanpumep, B7-H4 yenoseka), copepskat OAHY, ABE HIH
Oonee kapkacubix obOiacteit VH (FR), uMeroummx amMHHOKHCIOTHBIE MOCIEIOBATEIbHOCTH,
OIMCAHHbIE B HACTOSIIEM JOKYMEHTE JUI aHTUTENa, yKa3aHHble B Tabnuue 7 (nanpumep, SEQ ID
NO:38-49). B HEKOTOPBIX BaApHAHTAX OCYIIECTBIECHUS AHTUTEJIO WU €r0 aHTUTE€HCBSI3bIBAIOLI Uit
(parMeHT, OMMCaHHbIE B HACTOSLIEM TOKYMEHTE, KOTOpbIe Crieln(puIecKu CBsa3biBaroTes ¢ B7-H4
(nanpumep, B7-H4 uenoseka), conepkat onHy, ABe win Oojee kapkacHbix odnacteit VL (FR),
HUMEIOIINX aMUHOKHCIIOTHBIE MOCJIEeIOBATEIbHOCTH, OMMCAHHbIE B HACTOSILEM AOKYMEHTE s
aHTUTENa, yKasaHHele B Tabmuue 7 (nanpumep, SEQ ID NO:50-53). B KOHKpETHBIX BapHaHTax
OCYLIECTBJICHHS] AHTUTEJIO WJIM €r0 AHTHUIeHCBSI3bIBAIOLIHNHA (PPAarMeHT, OMUCAHHBIC B HACTOSIIEM
IOKYMEHTe, KOTOpble crnenupuyecku csizbBaroTcst ¢ B7-H4 (nanpumep, B7-H4 uenosexa),
comep:kaT OIHY, IBE WM Ooyiee KapkacHbIX obOmacreli VH, MMEOIUX aMHHOKHCIIOTHBIE
NIOCJIEIOBATENIbHOCTH, OTNIMCAHHBIE B HACTOSALIEM JOKYMEHTE Il aHTHUTENA, YKa3aHHbIE B TAOIHLIE
7 6viute, W ONHY, NBe WJIU Oojee KapkacHbIX oOjacteil VL, MMEOIMX aMUHOKHCIOTHBIE
MOCJIEA0BATENBHOCTH, ONMCAHHbIE B HACTOSIEM JOKYMEHTE ISl TOT'O JK€ aHTUTENA, YKA3aHHbIE B
tabmuue 7 (nanpumep, SEQ ID NO:38-41 u 50-53; SEQ ID NO:42-45 u 50-53; wiu SEQ ID
NO:46-49 u 50-53).

Tab6auua 7: KapkacHble AMHHOKHCJIOTHBIE MOCJI€10BATEJIbHOCTH

VH/VL FR1 FR2 FR3 FR4
ruépugomsi | (SEQ ID NO) | (SEQID NO) | (SEQ ID NO) (SEQ ID NO)




40

M6 VH QVTLKESGP | GVGWIRQPSG | KYYNSALKSRLTISKD [ WGAGTTVT
GILQPSQTLS | KGLDWLANI | TSNNQVFLKISSVDTA | VSS (SEQ ID
LTCSFS (SEQ | (SEQ ID NO:39) | DTGTYYCAQ (SEQ ID | NO:41)
ID NO:38) NO:40)
Ml11 VH QVTLKESGP | GVGWIRQPSG | KYYNSALKSRLTISKD [ WGAGTTVT
GILQPSQTLS | KGLGWLANI | TSNNQVFLKISSVDTA | VSS (SEQ ID
LTCSLS (SEQ | (SEQ ID NO:43) | DTGTYYCAQ (SEQ ID | NO:45)
ID NO:42) NO:44)
M15 VH QVTLKESGP | GVGWIRQPSG | KYYNSALKSRLTISKD [ WGAGTTVT
GILQSSQTLS | KGLDWLANI TSNNQVFLKISSVDTA | VSS (SEQ ID
LTCSFS (SEQ | (SEQ ID NO:47) | DTGTYYCAQ (SEQ ID | NO:49)
ID NO:46) NO:48)
M6, Ml1, | DVLMTQTPL | YLQKPGQSPK | GVPDRFSGSGSGTDFT | FGAGTKLE
M15 VL SLPVSLGDQ |LLIY (SEQ ID | LKISRVEAEDLGVYY |LK (SEQ ID
ASISC (SEQ | NO:51) C (SEQ ID NO:52) NO:53)
ID NO:50)
[0126] B omnpeneneHHpIx  BapuaHTax  OCYIIECTBJICHHS]  QHTUTEJNO  WJIH  €ro
AQHTUTE€HCBS3BIBAKOINN  (parMeHT, OMHWCAHHbIE B  HACTOSIIEM JOKYMEHTE, KOTOpbIE

cneuududeckn cps3biBatoTcss ¢ B7-H4 (nanpumep, B7-H4 dyenoseka), conmepkaT KapKacHbIE
obmactu VH (FR), numeromue no menbuiei 70%, no menbiuel mepe 75%, no menbLiei mepe 80%,
no MeHblieit mepe 85%, no meHbleil mepe 90%, o MeHbleil Mmepe 95% unu Mo MeHblIel Mepe
98% WOEHTUYHOCTH IOCTIENOBATEIBHOCTH C KapKacHbIMU oOmactsiMu VH, onmmcaHHbIMH B
HACTOSIIIEM TIOKYMEHTe B Tabsuiie 7. B onpeneneHHpIX BApUaHTaX OCYIIECTBIEHHS AHTUTEIIO HITH
€ro AaHTUICHCBS3BIBAIOIIMKA (PparMeHT, ONUCAHHBIE B HACTOSIIEM JIOKYMEHTE, KOTOphIE
cnieundudecku cwsibiBatoTcss ¢ B7-H4 (nanpumep, B7-H4 dyenoseka), comepkaT KapKacHbIE
obmactu VL (FR), nmeromue no menbieit 70%, no menbeit Mepe 75%, o MeHbluel mepe 80%,
no MeHblueil mepe 85%, no Menbleil mepe 90%, o MeHblueil mepe 95% unu Mo MeHblIel Mepe
98% WAEHTHYHOCTH IOCJIEAOBATEIPHOCTH C KapKacHbIMH oOmactssmMu VL, omMcaHHbIMEH B
HACTOSIIEM JOKyMeHTe B Talmuue 7. B HEKOTOpBIX BapHaHTax OCYLIECTBIIEHHS aHTHUTEIO WU
€ro AaHTHIeHCBS3BIBAIOIINKA (PparMeHT,

OMHCAHHBIE B HACTOALIEM OOKYMCHTEC, KOTOPbBIC

cneunduiecku cws3piBatoTcss ¢ B7-H4 (nanpumep, B7-H4 denoseka), comepkaT KapKacHbIE
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obmactu VH (FR), nmeromue no menbiieii 70%, no meHbiuel mepe 75%, no menbliei mepe 80%,
no MeHbleil mepe 85%, no menblueil mepe 90%, no MeHbleil mepe 95% unu Mo MeHblIel Mepe
98% WOEHTUYHOCTH IOCIIENOBATENbHOCTH C KapKacHbIMU oOmactsiMu VH, onmcaHHbIMU B
HacTosIeM JOKyMeHTe B Tabmuue 7 eviute, u xapkacHole odmactu VL (FR), umeromme mo
meHnbluen 70%, mo MeHblueit mepe 75%, o meHbiuel Mepe 80%, nmo Menbinei mepe 85%, 1o
MeHbiie Mepe 90%, nmo Menbuieil Mepe 95% wunu mo meHbiell mMepe 98% wupeHTHUUHOCTU
NOCJIEIOBATENIbHOCTU C KapKaCHbIMU oOyacTsMu VL, ONMMCaHHBIMM B HACTOSINEM JAOKYMEHTE B
Tabmuue 7.

[0127] B npyrom acnekre B HACTOSIIIEM NOKYMEHTE MNPEAJIOKEHbl AHTUTENA WU HUX
AHTUTeHCBS3bIBAIOIINE (DPArMEHThI, KOTOpbIE CBS3bIBAIOT ONMH M TOT ke smuron B7-H4
(nanpumep, srinton B7-H4 yenoseka), 4TO M aHTUTENO WITH €TI0 AHTUT'€HCBSA3BIBAIOIUN (PparMeHT,
OIMCAaHHbIE B HACTOSIIEM OKYMeHTe (nanpumep, J511-J522).

[0128] AHanu3pl KOHKYPEHTHOTO CBS3BIBAHMS MOTYT MCIOJIb30BAThCS [JIs1 ONPENEICHUS
TOTO, CBS3BIBAIOTCS JIM JIBA aHTUTENA C IEPeKphIBAIOIUMUCS snuTonaMu. KoHKypeHTHoe
CBSI3bIBAHUE MOXHO OIPENeNsATh C IOMOIIBIO aHaJlW3a, B KOTOPOM  HCCIIEAYeMbIi
UMMYHOIJIOOYJIMH MHIUOMpYyeT creru(UIecKkoe CBA3bIBAHUE 3TAJOHHOTO aHTHUTENA C O0IuM
aHTUreHoMm, TakuM kak B7-H4. HM3BecTHbl pasiuyHble THUIBl AHAJIU30B KOHKYPEHTHOTO
CBSI3bIBAHUS, HAmNpUMep. TBepAO(a3HbI MPSMONW WM HENPSIMOW PaTUOUMMYHOJOTHUECKUH
ananmu3 (RIA), TBepnodasHblii mpsiMoii WK HENPSIMON (PePMEHTHBIN MMMYHOJIOTUYECKHI aHATN3
(EIA), konkypenTtHblit «connsuu»-ananu3 (cm. Stahli C ef al., (1983) Methods Enzymol 9: 242-
253); npsimoii TBepaodasubiii OuotnH-aBuauHOBBIH EIA (cm. Kirkland TN ef al., (1986) J
Immunol 137: 3614-9); TBepnoda3HbIil NMpsIMOH aHANIKU3 C MEYEHHEM, TBepAO(a3HbIA MPSIMOU
«coHaBUY»-aHamu3 ¢ medeHueMm (cv. Harlow E & Lane D, (1988) Antibodies: A Laboratory
Manual, Cold Spring Harbor Press); TBepnodasusiii npsimoii RIA ¢ npumenenuem merku [-125
(cm. Morel GA et al., (1988) Mol Immunol 25(1): 7-15); mpsimoii TBeprodasHbiii OHOTHH-
asunuHOBbIN EIA (Cheung RC et al., (1990) Virology 176: 546-52) u npsimoii RIA ¢ meueHnem.
(Moldenhauer G et al., (1990) Scand J Immunol 32: 77-82). OObIMHO Takoil aHAJIN3 BKIIIOYAET B
ceOs1 NCTIONTb30BaHNE OUYHINEHHOTrO aHTUreHa (nanpumep, B7-H4, takoro kak B7-H4 yenoseka),
CBSI3aHHOTO C TBEPJOH MOBEPXHOCTHIO, HIIH KJIETOK, COAEpIKAIUX JI0O0H 13 3TUX KOMITOHEHTOB!
HEMEUYEHHOT'O HMCCJIEAYEMOr0 HMMYHOIJIOOYJIMHA U MEUEHHOTO 3TAJOHHOIO HMMYHOTJIOOYJIMHA.
KoHkypeHTHOe WHrHOMpPOBAaHHME MOMKHO HM3MEPUTH IYTEM OINPENETICHUS KOJIUYECTBA METKH,
CBSI3aHHOW C TBEPAOH TOBEPXHOCTBIO WJIM KJIETKAMH, B TIPUCYTCTBHH HCCIIEAYEMOTO
uMMyHornoOynuHa.  OObIMHO HCcenyeMbli MMMYHOTJIOOYJIMH TIPUCYTCTBYET B H30BITKE.
OObIuHO, KOTrJja KOHKYPHUPYIOLIEe aHTUTEIIO MPUCYTCTBYET B U30BITKE, OHO OyneT HHruONpoOBaTh

CHeLII/I(I)I/ILIeCKOG CBA3BIBAHUE 3TAJIOHHOI'O aHTHUTEIIA C O6IJ.II/IM AHTUT'E€HOM II0 MEHbIIEeH MEpPE Ha
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50-55%, 55-60%, 60-65%, 65-70%, 70-75% wunu Gonee. AHaNMU3 KOHKYPEHTHOTO CBSI3bIBAHHUSI
MOKeT ObITh pa3paboTaH B OONBIIOM KOJNMYECTBE Pa3sHBIX (POPMATOB C HCIOJIB30BAHUEM
MEUEHHOTrO aHTHI€Ha WJIM MEUYEHHOro aHTuTena. B olmem BapwaHTe 3TOro aHain3a aHTUTEH
UMMOOHMITN3YIOT Ha 96-nmyHOUHOM IUtaHIere. CriocoOHOCTh HEMEUEHHBIX aHTUTEN OJIOKMPOBATh
CBSI3bIBAHNE MEUEHHBIX aHTUTEJN C aHTUT'€HOM 3aT€M H3MEpPSIOT, UCIOJb3Ys PAIUOAKTHUBHbIE WU
bepmeHTHBIE METKH. JIJIs1 TONy4eHHsI JONOJHUTENBbHOW HH(pOpMarun cv., Harpumep, Wagener
Cetal., (1983)J Immunol 130: 2308-2315; Wagener C et al., (1984) J Inmunol Methods 68: 269-
274; Kuroki M et al., (1990) Cancer Res 50: 4872-4879; Kuroki M et al., (1992) Immunol Invest
21: 523-538; Kuroki M et al., (1992) Hybridoma 11: 391-407 and Antibodies: A Laboratory
Manual, Ed Harlow E & Lane D editors esiute, pp. 386-389.

[0129] B onHOM BapuaHTe OCYLIECTBICHHS] KOHKYPEHTHBIM aHAJIU3 BBINOJIHIKOT C
HCTIONb30BaHNEM TTIOBEPXHOCTHOTO MIa3MOHHOTO pesoHanca (BIAcore®), nanpumep, ¢ momMoImbio
«TaHJEMHOTO TIOAX0Ia», Takoro kak onucaH y Abdiche YN ez al., (2009) Analytical Biochem 386:
172-180, rne anturen B7-H4 uMMOOMIN3YIOT Ha MOBEPXHOCTH YHIIA, HAMPUMEP, CEHCOPHOTO
yuna CMS, a anturena k B7-H4 3arem mponyckaroT yepe3 3ToT umr. UtoObl onpenenurs,
KOHKYPHPYET JIM aHTHTENIO WM €r0 aHTHIeHCBS3BIBAIOLIMK (parMeHT ¢ aHTuTesioM Kk B7-H4,
ONMCAHHBIM B HACTOSLIEM MAOKyMeHTe, aHTureno k B7-H4 cHawana npomyckaroT depes
NOBEPXHOCTh 4YHINA U JOCTIDKEHUS HACBIMEHUS, a 3aTeM JA00aBIAIOT MOTEHLHAIbHOE
KOHKYpUpPYIOLleE  aHTHUTEJIO. Cpsi3piBaHHE  KOHKYPHUPYIOLIErO aHTHUTENa WIH  €ro
AHTUTEHCBS3BIBAIOIIETO ()parMeHTa MOKHO 3aT€M YCTAaHOBUTh M KOJIMYECTBEHHO OIMpPEIENUTh
OTHOCHUTEJIbHO HEKOHKYPHUPYIOIIETr0 KOHTPOJIS.

[0130] B onHOM BapuaHTe OCYILECTBJIEHUSI UCMOJIB3YETCS KOHKYPEHTHOE CBS3bIBAHUE
Fortebio Octet nnst onpeneneHus: TOro, 4to aHTUTENO K B7-H4 unu ero aHTUreHCBS3bIBAKO UM
(parMeHT KOHKYPEHTHO HWHTHOHMpYeT CBsi3bIBaHHME Jpyroro antutena k B7-H4 wmm ero
aHTUTEeHCBs3bIBarOIIEro parmenta ¢ B7-H4.

[0131] B apyrom acnekte B HacTOsALIEM JOKYMEHTE MPEAJIOKEHBbl aHTUTENA, KOTOPBIE
KOHKYPEHTHO HHTHOUPYIOT (Hanpumep, 10303aBUCHMBIM 00pa30M) CBSI3bIBAHUE AHTUTEJIA UITH €70
AHTUT'€HCBS3BIBAIOIIETO (PparMeHTa, ONMHCAHHBIX B HACTOSIEM AOKyMeHTe (nanpumep, JS511-
J522), ¢ B7-H4 (nanpumep, B7-H4 uenoseka), Kak ONpeneseHo ¢ TOMOIIBIO aHAIN30B, H3BECTHBIX
CMELUAIUCTY B JAHHOHN 00JIACTH TEXHUKU WJIM OMMCAHHBIX B HACTOALIEM JOKYMEHTE (Hanpumep,
KOHKYpeHTHble aHanmu3bl M®PA, wnm aHaimM3 METOIOM «suspension array», WIH aHaJIU3
MOBEPXHOCTHOTO TUIA3MOHHOTO PE30HAHCA).

[0132] B KOHKpETHBIX acmekTax B HACTOSIIEM AOKYMEHTE MPEMJIOKEHO aHTUTENIO WU
AHTUTEHCBS3BIBAIOIINN  (DparMeHT, KOTOpbIE KOHKYPEHTHO HWHTHUOUPYIOT  (Hanpumep,

70303aBUCUMBIM 00pa3oMm) cesiseiBanue ¢ B7-H4 (nanpumep, B7-H4 uenoseka) anTHTENA,
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comepskaliero 1oMeH VH, nMerommii aMHHOKHUCIIOTHYIO MOCTIEIOBATEIbHOCTb, IPEICTABICHHYIO
B SEQ ID NO:6, u pomen VL, wumeroumuii aMHUHOKUCJIOTHYIK IOCJIEIOBATENbHOCTD,
npenctasieHHyo B SEQ ID NO:9.

[0133] B KOHKpETHBIX acmekTax B HACTOSIIEM AOKYMEHTE MPEMJIOKEHO aHTUTENIO WU
AHTUTEHCBS3BIBAIOIINN  (parMeHT, KOTOpbleé KOHKYPEHTHO HUHTHUOMPYIOT (Hanpumep,
70303aBUCUMBIM 00pa3zom) cesispiBanue ¢ B7-H4 (nanpumep, B7-H4 uenoseka) anTHTENA,
copeprkaliero 1oMeH VH, nMeromnmii aMHHOKHUCIIOTHYIO MOCTIEIOBATENbHOCTb, IPEACTABICHHYIO
B SEQ ID NO:7, u pomen VL, wumeroumuili amMHUHOKUCJIOTHYIK IOCJEI0BATENbHOCTD,
npenctasieHHyo B SEQ ID NO:9.

[0134] B KOHKpETHBIX acmekTax B HACTOSIIEM AOKYMEHTE MNPEMJIOKEHO aHTUTENIO WU
AHTUTEHCBSA3BIBAIOIINN  (parMeHT, KOTOpbleé KOHKYPEHTHO  HUHrUOUpYIOT (Hanpumep,
J0303aBUCUMBIM 00pa3zoMm) cesispiBanue ¢ B7-H4 (nanpumep, B7-H4 uenoseka) anTHTENA,
copep:kaliero 1oMeH VH, nMeromnii aMHHOKHUCIIOTHYIO MOCJIEIOBATENbHOCTb, IPEICTABICHHYIO
B SEQ ID NO:8, u nomen VL, wumeroumuii amMHHOKHCIOTHYIO IOCJIEIOBATEIBHOCTD,
npexacrasieHHyto B SEQ ID NO:9.

[0135] B KOHKpETHBIX acmeKkTax B HACTOSILIEM JOKYMEHTE MPENJIOKEHO aHTUTENO WIH
AHTUTEHCBS3BIBAIOIMHA  (parMeHT, KOTOpble KOHKYPEHTHO HMHIUOMPYIOT  (Hanpumep,
J0303aBUCUMBIM 00pa3om) cesisbiBanue ¢ B7-H4 (nanpumep, B7-H4 uenoseka) anTHTENA,
copep:kawiero ToMeH VH, nMeromnii aMUHOKHUCIIOTHYIO MOCJIEIOBATEIbHOCTb, MPEICTABICHHYIO
B SEQ ID NO:6, u pomen VL, wumeromuii aMHUHOKUCJIOTHYIK IOCJIEIOBATENIbHOCTD,
npencrasiennyio B SEQ ID NO:10.

[0136] B KOHKpETHBIX acmekTax B HACTOSIIEM AOKYMEHTE MPEIJIOKEHO aHTUTENIO WIIN
AHTUTEHCBS3BIBAIOIIMN  (parMeHT, KOTOpble KOHKYPEHTHO WHTrUOMPYIOT  (Hanpumep,
J0303aBUCUMBIM 00pa3om) cesisbiBanue ¢ B7-H4 (nanpumep, B7-H4 uenoseka) anTHTENA,
copepskaliero 1oMeH VH, nMeronmii aMHHOKHUCIIOTHYIO MOCIIEIOBATENBHOCTb, IPEICTABICHHYIO
B SEQ ID NO:7, u pomen VL, wumeroumuii aMHHOKHUCJIOTHYIK IOCJEIOBATENbHOCTD,
npencrasieHnyio B SEQ ID NO:10.

[0137] B KOHKpETHBIX acmekTax B HACTOSIIEM AOKYMEHTE MPEIJIOKEHO aHTUTENIO WU
AHTUTCHCBS3BIBAIOIINK  (DparMeHT, KOTOpble KOHKYPEHTHO HWHrUOMPYIOT  (Hanpumep,
I0303aBUCUMBIM 00pa3om) cesiseiBanue ¢ B7-H4 (nanpumep, B7-H4 uenoseka) anTHTENA,
copepskaliero 1oMeH VH, nMeronmii aMHHOKHUCIIOTHYIO MOCTIEIOBATENbHOCTb, IPEICTABICHHYIO
B SEQ ID NO:8, u pomen VL, wumeroumuii aMHUHOKUCJIOTHYIK IIOCJEIOBATENbHOCTD,
npencrasneHnyio B SEQ ID NO:10.

[0138] B KOHKpETHBIX acmekTax B HACTOSIIEM AOKYMEHTE MPEMJIOKEHO aHTUTENIO WU

AHTUTEHCBS3BIBAIOIINN  ()parMeHT, KOTOpbIE KOHKYPEHTHO HWHrUOMPYIOT  (Hanpumep,
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J0303aBUCUMBIM 00pa3zoMm) cesiseiBanue ¢ B7-H4 (nanpumep, B7-H4 uenoseka) anTHTENA,
cozepskauiero fomeH VH, nmeromuii aMMHOKUCIIOTHYIO TOCJI€I0BATENbHOCTD, PEACTABIEHHYIO
B SEQ ID NO:6, u pomern VL, wumeroumuii aMHUHOKUCJIOTHYIK IOCJIEIO0BATENBbHOCTD,
npencrasieHnyio B SEQ ID NO:11.

[0139] B KOHKpETHBIX acmekTax B HACTOSIIEM AOKYMEHTE MPEMJIOKEHO aHTUTENIO WU
AHTUTEHCBS3BIBAIOIINN  (parMeHT, KOTOpble KOHKYPEHTHO HUHTrUOMPYIOT (Hanpumep,
70303aBUCUMBIM 00pa3zoMm) cesiseiBanue ¢ B7-H4 (nanpumep, B7-H4 uenoseka) anTHTENA,
cozepskauiero fomeH VH, nmeromuii aMUHOKUCIIOTHYIO MOCJIE€0BATENbHOCTD, IPEACTABIEHHYIO
B SEQ ID NO:7, u pomen VL, wumeroumuili aMHUHOKUCJIOTHYIK IOCJIEI0BATENbHOCTD,
npencrasaeHnyio B SEQ ID NO:11.

[0140] B KOHKpETHBIX acmekTax B HACTOSIIEM AOKYMEHTE MNPEMJIOKEHO aHTUTENIO WU
AHTUTEHCBS3BIBAIOINMI  (pParMeHT, KOTOpble KOHKYPEHTHO MHIUOMPYIOT  (Hanpumep,
N0303aBUCUMBIM 00pa3zoM) cBsisbiBanue ¢ B7-H4 (nanpumep, B7-H4 uenoBeka) aHTHTENa,
cozepskauero fomeH VH, nmeromuii aMUHOKUCIIOTHYIO MOCIEI0BATENbHOCTD, MPEACTABIEHHYIO
B SEQ ID NO:8, u nomen VL, wumeroumuii amMHHOKHCIOTHYIO IOCJIEIOBATEIBHOCTD,
npeacrasiaeHHyo B SEQ ID NO:11.

[0141] B KOHKpETHBIX aCEeKTaxX B HACTOSIIEM JOKYMEHTE MPEJIOKEHO aHTUTEIIO UITH €T0
AHTUTCHCBS3BIBAIO NN (PparMeHT, KOTOpble UMMYHOCTIEIIM(PUYECKH CBSA3BIBAIOTCS C OJHUM U TEM
xe snuronoM B7-H4 (nanpumep, B7-H4 yenoseka), uto u mrodoe u3 J511-J522.

[0142] B KOHKpPEeTHOM acheKTe AaHTUTCHCBS3BIBAIOIIMN (PAarMEeHT, Kak OIHUCAHO B
HACTOSIILIEM TOKYMEHTE, KOTOpbIi HMMyHOCTIennpuiecku cBsazbiBaercs ¢ B7-H4 (nanpumep, B7-
H4 denoseka), BriOpaH u3 rpynmsl, cocrositei u3 Fab, Fab’, F(ab’),, u ScFv, npuuem Fab, Fab’,
F(ab’), umu ScFv comep:KuT MmocCienoBaTebHOCTh BapHaOeNbHONW O0JACTU TSDKEJIOW Lend U
BapuadebHONM 00JaCTH JIETKOH Iemy MOCNeAOBaTeIbHOCTH aHTHTeNna Kk B7-H4 wmu ero
AQHTHTE€HCBS3BIBAIOIIETO (hparMeHTa, Kak OMHCAHO B HacTosmeM aokymente. Fab, Fab', F(ab'),
win scFv MOryT OBITh MOJNYYEHBI ¢ TMOMOINBIO JIFOOOTO crocoba, M3BECTHOTO CIELUAIUCTY B
JIaHHOM 00JIaCTH TEXHHKH, BKIFOYast 0€3 OrpaHMYEeHHUs] OTIMCAHHBIE B pasnene 5.3 Huoice.

[0143] Anrtureno x B7-H4 unu ero aHTUreHCBSI3bIBAOINUI (PparMeHT MOTYT OBITh CITUTHI
W KOHBIOTUPOBAHBI (Hanpumep, KOBAJIEHTHO WJIM HEKOBAJIEHTHO CBS3aHbI) C OOHAPYKUBAEMOMH
MeTKOH Min BemecTBoM. [Ipumepsl 0OHapyKMBAa€MBIX METOK HIIM BEINECTB BKIIFOUAIOT B CeOs
(epMeHTHbIE MEeTKH, TaKue Kak TIIFOKO300KCHa3a; PajHous3oTonsl, Takue kak wox (2°L 121),
yrnepon (*C), cepa (*°S), tputuii CH), unauit (*'In) u texneuuit (*°Tc); MOMHUHECIIEHTHbIE
METKH, TaKHue€ KaK JEOMHHOJ, U (JIyOpEeCLEeHTHbIE METKH, TaKHe Kak (IyopeclenH, POJaMHuH U

OHOTUH. Takue MedeHHBIE aHTHTEJA WIM HX AHTUI'CHCBA3BIBAOIIIHEC (I)paFMeHTbI MOTYT
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UCTIONB30BaThCs AJisl oOHapykeHus o6enka B7-H4 (nanpumep, B7-H4 uenoseka). Cm., nanpumep,

pasnen 5.4.1 nuxce.
IIpon3BoaCTBO aHTUTEN

[0144] AHTUTENA 51 150 AHTUT'€HCBSA3bIBAKOIIINE (bparMeHTHl, KOTOpBIE
uMMyHocnennpuyeckn cpssbiBatorcss ¢ B7-H4 (nanpumep, B7-H4 denoseka), MOryT ObITh
TIOJTyY€HBI JIOOBIM CITOCOOOM, M3BECTHBIM B JAHHOM 00JIACTH TEXHUKH Il CHHTE3a aHTUTEN U HX
AHTUTEHCBS3BIBAIOINNX (PPArMEHTOB, HANpHUMEp, XHMHUYECKHM CHHTE30M WM METOAAMH
pekoMOMHaHTHOHN sKcnpeccuy. CrocoObl, ONMUCAaHHBIE B HACTOSINEM JOKYMEHTE HCIOJB3YIOT,
€CIi He VYKa3aHO HHOe, OOBIYHBbIE METOAbl MOJEKYJIAPHOH OHOJOrHH, MHMKPOOHOJIOTHH,
reHeTudyeckoro ananmsza, pexomomHantHoi JIHK, opranmueckoit xumuu, Omoxummu, ITILIP,
CHHTE3a OJIMTOHYKJICOTHUAOB U X MOAU(HUKALNY, THOPHIN3ALNN HYKJIEHHOBBIX KUCIIOT U METO/IbI
CMEXHBIX oOiacTell B mpenenax OOJACTH TEXHUKU. OTH METOAMKH OIKCAHbI, HANpUMeEp, B
CCBUIKAX, IIUTUPYEMBIX B HACTOSIIIEM AOKYMEHTE, U MOJIHOCTBIO OOBsICHEHBI B uteparype. Cw.,
nanpumep, Sambrook J et al., (2001) Molecular Cloning: A Laboratory Manual, Cold Spring
Harbor Laboratory Press, Cold Spring Harbor, NY; Ausubel FM ef al., Current Protocols in
Molecular Biology, John Wiley & Sons (1987 and annual updates); Current Protocols in
Immunology, John Wiley & Sons (1987 and annual updates) Gait (ed.) (1984) Oligonucleotide
Synthesis: A Practical Approach, IRL Press; Eckstein (ed.) (1991) Oligonucleotides and
Analogues: A Practical Approach, IRL Press; Birren B ef al., (eds.) (1999) Genome Analysis: A
Laboratory Manual, Cold Spring Harbor Laboratory Press.

[0145] B ompeneneHHOM acrmekTe B HACTOSLIEM JOKYMEHTE TMPENJIOKEH CIocod
MOJTyYeHHsI aHTUTENA WM aHTHTEHCBSI3bIBAIOIIETr0 (hparMeHTa, KOTOpble MMMYHOCTIELU(UUECKH
cs3biBatoTCsl ¢ B7-H4 (nanpumep, B7-H4 uenoseka), Bkimrovaromuii B ce0s1 KyJIbTHBHPOBAHNE
KJIETKH WM KJIETKU-XO035IMHA, OMMCAHHON B HACTOSILIIEM JIOKYMEeHTe. B ornpenesneHHOM acrekTe B
HACTOSIIIEM  JOKYMEHTe  TMpPEMIOKEH  Crnoco0  MONy4YeHHWs ~ aHTUTeNa  WIA  €ro
AHTUT'€HCBS3BIBAIOIIETO (PparMEeHTa, KOTOpble MMMYHOCTEeUM(pUYECKH CBsi3biBatoTCs ¢ B7-H4
(Hanpumep, B7-H4 denoBeka), BKIIOYAIOIIUN B ce0s1 SKCIIPeCcCUro (Hanpumep, peKOMOMHAHTHYIO
SKCIPECCHI0) AHTUTENA WM €r0 aHTUICHCBS3BIBAIOIIErO (PparMeHTa, HMCIONB3Yysl KIETKY HIIH
KJIETKY-XO35IMHA, OMIMCAHHYIO B HACTOSILLIEM JOKYMEHTE (Hanpumep, KJIETKY WU KJIETKY-X03sIMHa,
COEPIKALIYIO TOJIMHYKJICOTUBL, KOTUPYIOIIHME AHTUTENO WM €r0 AaHTUTCHCBS3BIBAOIIUN
(parMeHT, OMMCaHHbIE B HACTOSLIEM JOKYMEHTE). B KOHKPETHOM BapHaHTE OCYLIECTBJICHHSI
KJIETKa TPENCTaBiIsAeT COOOH BBINENEHHYIO KJIETKY. B KOHKPETHOM BapHaHTE OCYIIECTBIICHUS

OK30T'CHHBIC TOJIMHYKJICOTUAbI ObLTH BBCACHbBI B KIICTKY. B KOHKPETHOM BAapUAHTE
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OCYILIECTBIIEHUS CHOCOO IOMOJIHUTENBHO BKJIIOYAeT B ceOs 3Tam OUYMCTKH AHTHUTENa WIH
AHTUT€HCBS3BIBAIOIIETO (PParMEHTa, MOJNYYEHHBIX U3 KIJIETKH WIH KIETKH-XO35HHA.

[0146] CriocoObl MOJy4YeHHs] TOJUKJIOHAIBHBIX AHTHTEN W3BECTHBI B JTAHHOW O0JACTH
TexHUKU (cM., Hampumep, rnaBy 11 B: Short Protocols in Molecular Biology, (2002) 5th Ed.,
Ausubel FM et al., eds., John Wiley and Sons, New York).

[0147] MOHOKJIOHAIbHBIE AaHTHUTENA WJIM UX AHTHUTEHCBS3BIBAIOLINE (DparMeHThl MOTYT
OBITH MOJTyYEHBI C UCTIONB30BAHNEM IIHUPOKOTO CIIEKTPAa METOJ0OB, U3BECTHBIX B JAHHOW 00JaCTH
TEeXHHUKH, BKJIIOYAsl HMCIOJIb30BAHUE TEXHOJOTHH THOPUAOMHON, PEKOMOMHAHTHON U (haroBoi
MHJUKALIY, TEXHOJOTHH MPe3eHTAllM Ha OCHOBE JPOXOKEH Miu ux koMOumHaumu. Hanpumep,
MOHOKJIOHAJIbHBIE aHTUTENIA UJTH UX aHTUTE€HCBS3bIBAIOLINE (PPArMEeHThl MOTYT OBITh TIOJYYEHBI C
UCTIONIb30BaHNEM THOPUIOMHBIX METOMOB, BKJIFOYAs M3BECTHbIE B JAHHOM OONACTH TEXHUKU U
onucaHHble, Haripumep, B Harlow E & Lane D, Antibodies: A Laboratory Manual, (Cold Spring
Harbor Laboratory Press, 2nd ed. 1988); Hammerling GJ et al., B: Monoclonal Antibodies and T-
Cell Hybridomas 563 681 (Elsevier, N.Y., 1981), wnu kak onucano y Kohler G & Milstein C
(1975) Nature 256: 495. TIpumeps! cHOCOOOB NPE3EHTALMN HA OCHOBE IPOXIKEH, KOTOPbIE MOTYT
NPUMEHATBCA Ui OTOOpa W MOJy4YeHHs] AHTHTEN, ONHCAHHBIX B HACTOSINEM JOKYMEHTE,
BKJIFOYAIOT B ceOs1 crocoObl, onucaHHble, Hanpumep, B W02009/036379A2; W0O2010/105256 u
WO02012/009568, kakaplii U3 KOTOPBIX B MOJHOM OOBEME BKJIIOYEH B HACTOSILIHI JOKYMEHT
MOCPEICTBOM CCHUTKH.

[0148] B KOHKpeTHBIX BapuMaHTaxX OCYLIECTBJIECHUS MOHOKJIOHAJIbHOE AHTUTENO WU €r0
AHTUTEHCBS3BIBAIOIINN (PArMEHT MOXKHO TOJYYUTh C TMOMOLIBI THOPHIOMHOTO Crocoda,
BnepBbie onucanHoro Kohler ef al., Nature, 256:495 (1975), kak ynoMHHaJIOCh Bbilme. B
THOPUAOMHOM CITOCOO€ MBILIb HITH APYTOe MOAXOISIIEE XKUBOTHOE-XO035IMHA HMMYHU3HPYIOT, KaK
OBUIO OIMUCAHO BBILIE, YTOOBI BBI3BATH BBHIPAOOTKY JIUM(OLUTOB, KOTOPHIE BBIPAOATHIBAIOT WU
CrOCOOHBI BBIPA0ATHIBATH AHTHUTENA, KOTOpPbIE OYAYT CHEU(HUECKH CBS3BIBATBCS C OEJIKOM,
UCTIOJIb3YEMBIM JUII UMMYHU3AIUH, HarpuMep, Oenkom BHekjJerouHoro nomeHa (ECD) B7-H4
(SEQ ID NO:20). JIumpouuTsl 3aTeM CIUBAIOT C KJIETKAMH MHEJIOMBI, UCTIOJIB3Ys MOAXOISIIUN
areHT Ui CIUSHUSL, TaKOW KaK TOJMATHICHIJIUKONb, JUISI MOJYYeHHUs THOPUAOMHON KIIETKH
(Goding, Monoclonal Antibodies: Principles and Practice, pp.59-103 (Academic Press, 1986).
[0149] B KOHKpeTHBIX BapHaHTaxX OCYLIECTBJIEHUS MOHOKJIOHAJIbHOE AHTUTENO WU €ro
AHTUTEHCBS3BIBAIOIINN ()PArMEHT TPENCTABIIACT COOOW AHTUTENO WJIM AHTUTCHCBS3bIBAIOIINI
(dparMeHT, monyueHHbIe U3 KJIOHAJIbHOW KIIETKHU (Hanpumep, THOPUIOMBI HIIH KJIETKU-XO35HHA,
BbIpabaThIBAIOIIEH PEKOMOMHAHTHOE aHTUTENIO UM AaHTUTEHCBSI3BIBAIOIINMA ()PArMEHT), IPUYEM
AHTUTENIO WM aHTUTEHCBS3BIBAIOIIUN (pparMeHT nMMyHocnenuduuecku cBsa3biBatoTcs ¢ B7-H4

(nanpumep, B7-H4 dyenoseka), kak ompeneneHo, nanpumep, ¢ nomompro UPA nmm apyrux
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AHAJIM30B CBSI3bIBAHUSl AHTHI'€HA, M3BECTHBIX B JAAHHOW OONACTH TEXHUKU WM OMHCAHHBIX B
npuMepax, MPeJIOKEHHbIX B HACTOSIIEM IOKYMEHTe. B KOHKPETHBIX BApHAHTAX OCYIIECTBIICHUS
MOHOKJIOHAJIbHOE aHTHUTEJO MM €r0 aHTHIeHCBS3BIBAIOLINKN (ParMEHT MOXKET IMPENCTaBISAThH
co0Ol aHTUTENO IrPhI3yHA WM MBIIIH HIIK €r0 aHTHUTCHCBSI3bIBAIOLINH (PparMeHT. B KOHKpEeTHbIX
BAPUAHTAX OCYIIECTBIEHUS MOHOKJIOHAJIBHOE AHTHTEJIO WJIM €ro aHTUT'€HCBSI3bIBAIOIIUI
(parMeHT MOXET MPENCTaBIATh COOOH XMMEPHOE WM I'YMaHH3HMPOBAHHOE AHTHTENIO WMIIH €ro
AHTUT€HCBSA3BIBAIOIINN  (pparMeHT. B  ompeneneHHBIX  BapHaHTax  OCYIIECTBIICHUS
MOHOKJIOHAJIbHO€ aHTHUTEJO MM €r0 aHTHIeHCBS3BIBAIOLINKN (parMEHT MOXKET IMPENCTaBISATh
coboit Fab-¢pparment wumm F(ab’):-pparmeHT. MOHOKIIOHANIBHBIE AaHTHUTENA WM HX
AHTUT'€HCBSA3BIBAIOIINE (PPArMEHTHI, ONMMCAHHBIE B HACTOSIIEM JOKYMEHTE, MOTYT, Harpumep,
OBITH MOJIyueHB! C OMOIIBI0 TMOPUAOMHOrO criocoda, kak onucaHo y Kohler G & Milstein C
(1975) Nature 256: 495, wnu MoOryt, manpumep, ObITh BblneneHbl u3 (aroBbIX OMONHOTEK,
UCTIONB3YSl, HAIPUMeEpP, CIOCOObI, KaK OMMCAHO B HACTOALIEM JOKyMeHTe. Jlpyrue crocoObl
NOJTY4€HUS KJIIOHAJIbHBIX KJIETOUHBIX JIMHUHN U SKCIIPECCUPYEMbIX MMU MOHOKJIOHAJIbHBIX aHTUTEN
U MX aHTHTeHCBS3bIBAIOIINX (PParMEHTOB XOPOLIO W3BECTHBI B JAHHOW OOJNACTH TEXHHUKHU (CM.,
Hanpumep, riaBy 11 B: Short Protocols in Molecular Biology, (2002) S5th Ed., Ausubel FM ef al.,
svlULe).

[0150] AHTHreHCBSI3bIBAIOLINE (PPArMEHTbl AHTHTEJ, ONUCAHHBIX B HACTOSIIEM
JOKYMEHTE, MOTYT OBbITh MOJIy4EHbI C MOMOLIBIO JIFOOOro crocoda, H3BECTHOTO CIELUANIUCTY B
naHHOM oOmactu TexHuku. Hanpumep, Fab- u F(ab’):-¢parmeHTsl, onucaHHble B HACTOSIIIEM
JOKYMEHTE, MOTYT OBITb IOJIyY€HBI BCIEICTBHE MPOTEOJUTHYECKOTO PACIIEIICHUS MOJIEKYJT
UMMYHOTJIOOYJIMHA, UCTIONB3Ysl (PEPMEHTBI, TAKHUE Kak nanauH (st nony4yenus Fab-gparmeHnTos)
win niencud (nus noiydenus: F(ab’)z-gparmenTo). Fab-gparmMeHT cOOTBETCTBYET OIHOMY U3
IBYX MIEHTHYHBIX IJIEY MOJIEKYJIbI TETPAMEPHOTO aHTUTENIA U COAEPIKUT IMOJIHYIO JIETKYIO LeMb,
cnapennyto ¢ aomeHamu VH u CHI tsmxenoit nerm.  F(ab’)-gparmeHT comep:kut nBa
AHTUT'€HCBS3BIBAIOIINX TUIEYa MOJIEKYJIBI TETPAMEPHOTO AHTUTENA, CBSI3AHHBIX TUCYIb()UIHBIMU
CBSI3SIMH B IIAPHUPHOM 00JIaCTH.

[0151] Bonee Toro, aHTuTENa MM UX aHTUTEHCBS3bIBAOLINE (DpAarMEHTHI, ONMHCAHHBIE B
HACTOSIIEM JOKYMEHTE, MOTYT TakKe OBITh MOJY4eHBI C IOMOLIBI0 PA3UYHBIX CIIOCOOOB
(baroBoli MHAMKALMY W/WIJIN MIPE3CHTALlMH Ha OCHOBE APOKIKEH, M3BECTHBIX B JAHHOW 00JacTh
TexHUKd. B cnocobax ¢arooii nHAMKAINK OENKH OTOOpPaXKaroTCs Ha TMOBEPXHOCTH (ParoBbIX
YacTHUIl, KOTOpbIE HECYT KOAWUPYIOLIME WX TMOJHHYKJICOTHIHBIE TOCIENOBATENbHOCTH. B
yactHocTH, nocnenosarenbHoctu JJHK, konupyromue nomensr VH 1 VL, aMmmuduuupyoT u3
oubmmorexk k/IHK XUBOTHBIX (Hanpumep, 4enOBEYECKHX WM MbIIHUHBIX Oubmuorek k/IHK

nopakenHbix TkaHel). JIHK, xommpyromue nmomenst VH u VL, pekoMOMHUPYIOT BMeCTe C
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muHkepoM scFv myrem ITLP u kIOHHPYIOT B (parMuAHbII BEKTOP. BEKTOp 371€KTpOnopupyoT B
L. coli n E. coli vuapummpyrot xennepHsM ¢parom. @ar, HCHOIB3yEeMBIH B 3TUX CHoco0ax, Kak
MPaBUJIO, MPEACTABIsIET OO0 HUTUaThIN (par, Bkimovas fd u M13, a nomenst VH u VL 00baHO
pekoMOMHAHTHO cuTHI ¢ parobiM reHoM 111 i renom VIIL. @ar, skcnipeccupyromuii aHTUTENO
WK €70 AaHTUT€HCBS3bIBAIOINUI (PParMeHT, KOTOpbIE CEH(PUIECKH CBA3bIBAIOTCS C KOHKPETHBIM
AHTUTEHOM, MOXKET ObITh BBIOpAH MM HACHTH(QHUHUPOBAH C TOMOIIBI AHTUTE€HA, HANpUMED,
UCIIONIb3Ysl MEUEHHBI AaHTUIeH WIM AHTUIEH, CBA3AHHBIA WJIM 3aXBAaY€HHBIM Ha TBEPAOU
NOBEPXHOCTH winu rpanyie. Ilpumepsl crnocoboB ¢(aroBoil WHAWKALWHU, KOTOPbIE MOTYT
UCTIONb30BAThCA Il TOJY4YeHHUs AaHTUTEN WM (ParMEeHTOB, ONMCAHHBIX B HACTOSINEM
JIOKYMEHTe, BKIOYalT B cebs crmocodsl, onucanHble y Brinkman U ef al, (1995) J Immunol
Methods 182: 41-50; Ames RS et al,, (1995) J Immunol Methods 184: 177-186; Kettleborough
CA et al., (1994) Eur J Immunol 24: 952-958; Persic L et al., (1997) Gene 187: 9-18; Burton DR
& Barbas CF (1994) Advan Immunol 57: 191-280; B 3asBke PCT Ne PCT/GB91/001134;
MeKIyHapoaHbIx myOnukanusx Ne WO 90/02809, WO 91/10737, WO 92/01047, WO 92/18619,
WO 93/1 1236, WO 95/15982, WO 95/20401 u WO 97/13844; a Taxcke B marentax CIIIA NeNe
5698426, 5223409, 5403484, 5580717, 5427908, 5750753, 5821047, 5571698, 5427908,
5516637, 5780225, 5658727, 5733743 u 5969108.

[0152] AHTHTENIO MM €r0 aHTHUIeHCBSI3bIBAIOLINI (parMeHT MOTYT OBITh BBIOpaHBI W3
aroboro kyacca uMMyHornoOynuHOB, BKirovast IgM, IgG, IgD, IgA u IgE, a Taxke u3 moboro

n3oruna, Bkmouas 1gGi, 1gG, 1gGs u IgGa.
INonunykneoTuabl

[0153] B ompeneneHHbIX acmekTax B HACTOALIEM  JOKYMEHTE  MPEIJIOKEHBI
NIOJIMHYKJICOTUBL, CONEPIKAIINe HYKJICOTHIHYIO MOCIEeI0BATEIbHOCTh, KOIUPYIOIYIO aHTHTEIO
WIN €r0 aHTUTCHCBS3BIBAIOINUN (PPArMEHT, ONMCAHHBIE B HACTOSIIEM JOKYMEHTE, WIN UX TOMEH
(Hanpumep, BapnadenbHYIO 00JIACTh JIETKOW LIEMH U/ 1T BapuabesbHYI0 00JAaCTh TSHKEJION IeTH),
KOTOpPBI HMMMYHOCTIELM(UIECKH CBsA3bIBaeTCA ¢ aHTUreHoM B7-H4 (nanpumep, B7-H4
YeJIOBEKAa), a TaKXKe BEKTOPBL, HANpUMEp, BEKTOPBI, COAEpKAILINe TAKHE TOJUHYKJICOTUABI IJIs
PEeKOMOMHAHTHOH SKCIpecCHH B  KIeTKax-xo3sieBax (nanpumep, FE. coli wm  xierku
MJTEKOTTHTAIOIIHX ).

[0154] B  KOHKpeTHBIX acmekTax B  HACTOSALIEM  JOKYMEHTE  MPEIJIOKEHBI
NOJIMHYKJICOTUBI, COMEpIKaIe HYKJICOTUIHBIE MOCIENOBATEIbHOCTH, KOAUPYIOLINE aHTUTENA
WIN WX aHTUTCHCBS3BIBAIOIINE (PArMEeHTHI, KOTOPblE MMMYHOCTIEUHU(UIECKH CBSI3BIBAIOTCS C
noyunentaaoMm B7-H4  (nanpumep, B7-H4 udenoseka) W comepkaT aMHHOKHUCIIOTHYIO

NnoCJICAOBATCIIBHOCTD, KaK OINKUCAHO B HACTOALIEM MOOKYMEHTC, a TaKXE QAHTUTCJIA WA
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AHTUTEHCBS3BIBAIOIINE (PPArMEHThl, KOTOpPBbIE KOHKYPHUPYIOT C TAaKUMH aHTUTEIaMH WU
AHTUTEHCBS3BIBAIOIIMMU (pparMeHTamMu 3a CBsi3biBaHHME C nonunentunoM B7-H4 (nanpumep,
JI0303aBUCUMBIM 00Pa30M) HIIN KOTOPBIE CBSI3bIBAIOTCS C TEM XK€ SITUTOIIOM, YTO U TAKHUE AHTHTENA
WM aHTUT€HCBSA3BIBAIOIINE (PPArMEHTHI.

[0155] Taxkke B HacTOALIEM JOOKYMEHTE MNPEMJIOKEH MOJIUHYKJIEOTH, COAEp KaLIun
HYKJIEOTUHYIO MOCJIEIOBATEIbHOCTD, KOAUPYIOLIYIO MOJIUNENTUA, cozmep Kalun
MOCJIEIOBATENBHOCTD, BRIOpaHHYIO U3 rpymibl, cocrosmeit u3 SEQ ID NO:6-8. B HekoTophix
BapUAHTAX OCYLIECTBJICHHUs] aHTUTENIO MM €r0 aHTUIE€HCBS3bIBAIOLIUI (parMeHT, comepskaline
NOJMIIENTH], IMMYHOCTIeLn(pUIeckn cBsi3biBatoTCs ¢ B7-H4.

[0156] Taxke B HacCTOALIEM JOOKYMEHTE MNPEMJIOKEH IOJIUHYKJIEOTU, COAEp KaLIun
HYKJIEOTUIHYIO MOCJIEIOBATEIbHOCTD, KOAUPYIOLIYIO TIOJIUIIENTUL, cozmep Kalun
MOCJIEIOBATENBHOCTD, BbIOpaHHyI0 U3 rpymmsl, cocrosmeii u3 SEQ ID NO:9-11. B HekoTopbIX
BAPUAHTAX OCYILIECTBICHHSI aHTHTEJIO WM €r0 aHTHICHCBS3BIBAIOIIMN (PparMeHT, COAepIKalue
HOJIMNENTU], IMMyHOCIeLu(pUIecKn cBsi3piBatoTcs ¢ B7-H4.

[0157] Taxke B HacToALIEM AOKYMEHTE MpPENJIOKEH IONMHYKICOTUA, COAepKaIlun
HYKJIEOTUIHYIO MIOCJIEIOBATEIbHOCTD, KOAUPYIOLIYIO NIOJIUTIENITU, conep-Kalun
NOCJIeIOBATENIbHOCTb, BBIOpaHHY u3 rpymmnbl, coctosimied u3 SEQ ID NO:22-24, wm
comepxkamuii Bce amuHOKuciaoTel u3 SEQ ID NO:22-24. B HeEKOTOpBIX BapuaHTax
OCYLIECTBJICHHSI aHTUTEJNIO WJIH €r0 aHTUTeHCBS3bIBAIOIIHIA (PPArMEHT, COAepIKAIIUe OTUIISTITH],
uMMyHocnenududeckn ceszbBatoTcs ¢ B7-H4. Takske B HacToseM JOKYMEHTE MpPEIIOKeH
MOJIUHYKJICOTHZ,  COAEpPKALMUNM  HYKJIECOTHUAHYIO  MOCIEAOBATENbHOCTb,  KOAMPYIOLIYIO
MIOJIMIIENITH, COAEPKALTUI TOCIeI0BATENBHOCTD, BBIOPAHHYIO U3 rpymibl, coctosimen u3 SEQ ID
NO:25-29, unu conepxkarnuii Bce uz SEQ ID NO: 25, 26 u 29, Bce uz SEQ ID NO:25, 27 u 29 unu
Bce u3 SEQ ID NO:25, 28 u 29. B HeKoTOpBIX BapuaHTaxX OCYIIECTBJIEHUs AHTUTENIO WU €ro
AHTUTCHCBS3BIBAIOIINN  (ParMEHT,  COJAEplKaIlue  TOJHIENTHI, HWMMYHOCTIEHU(PUIECKU
cBsA3bIBaroTCsA ¢ B7-H4.

[01S8] Takke B HACTOALIEM JOOKYMEHTE MNPENJIOKEH MOJIUHYKJIEOTU I, COAEp KalIui
HYKJIEOTUJHYIO MOCJIEIOBATEIbHOCTD, KOAUPYIOLIYIO MOJUNENTU A, cozep Kalun
MOCJIEIOBATENBHOCTD, BRIOPAHHYIO U3 Tpyibl, cocTosmel n3 SEQ ID NO:16-18, 89,90 u91. B
HEKOTOPBIX BapHUAHTAX OCYLIECTBJICHHsS AHTUTENO HJIM €r0 aHTUTCHCBS3bIBAIOIIUI (ParMeHT,
coieprKalye MOJUNENTHA, UMMyHocTennduuecku ces3piBatoTes ¢ B7-H4.

[0159] Takke B HAcCTOALIEM JOOKYMEHTE MNPENJIOKEH MOJUHYKJIEOTU I, COAEp KalIui
HYKJICOTUJHYIO MOCJIEIOBATEIbHOCTD, KOAUPYIOLIYIO MOJUNENTUN, cozep Kalun

TOCJIEIOBATENBHOCTD, BRIOPAHHYIO U3 rpymmbl, coctosimedt 3 SEQ ID NO: 19, 30 u 31. B
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HEKOTOPBIX BapHUAHTAX OCYLIECTBIICHHsS AHTUTENO WJIM €r0 aHTUTCHCBS3bIBAIOINUI (DPAarMEHT,
coeprKalre MOJUIENTHA, UMMyHocTerduyecku cs3piBatoTes ¢ B7-H4.

[0160] Takke B HACTOSIIEM NOKYMEHTE MPEAJIOKEHBbl MOJMHYKJICOTHABL, COIAEp Kalue
HYKJICOTHIHYIO TIOCJIEAOBATENIbHOCTD, KOMUPYIOIIYIO TSDKENIYIO LeNb WK JIETKYIO Lelb U
NOKa3aHHYIO B Talnuue 8, nanpumep, Te aHTUTENIO UM €r0 aHTHUI€HCBSI3bIBAIOIIUI (parMeHT,
copeprKalie KOIUPYEMYIO TSDKEIYIO IeTb W/HIIH JIETKYIO LIeTlb, CIEU(pUUECKH CBA3BIBAIOTCS C

B7-H4.

Tabmnua 8: IlonuHyK/I€0THAHDBIE MOCAEA0BATENbHOCTH, KOAUPYIOIINE TSKeJIYI0 Lelb H

JIerKyI0 Henb

Antureno | IlonuHykieoTHaHAs OCIEN0BATEIBHOCTD, KOIUPYIOINAS TSXKENYI0/IErKyO LeTb
(SEQ ID NO)

J511T HC ATGGGCAGGCTTACTTCTTCATTCCTGCTACTGATTGTCCCTGCATAT
GTCCTGTCCCAGGTCACTCTGAAAGAGTCTGGCCCTGGGATATTGCA
GCCCTCCCAGACCCTCAGTCTGACTTGTTCTTTCTCTGGGTTTTCACT

GAGCACTTATGGTCTGGGTGTAGGTTGGATTCGTCAGCCTTCAGGGA
AGGGTCTGGACTGGCTGGCCAACATTTGGTGGAATGATGATAAATAC
TATAACTCAGCCCTGAAGAGCCGGCTCACAATCTCCAAGGATACCTC
CAACAACCAGGTATTCCTCAAGATCTCCAGTGTGGACACTGCAGATA
CTGGCACATACTACTGTGCTCAAGTTGATGGTTACTACTGGTACTTCG
ATGTCTGGGGCGCAGGGACCACGGTCACCGTCTCCTCAGCCAAAACG
ACACCACCAAGTGTCTATCCACTGGCCCCTGGATCTGCTGCCCAAAC

TAACTCCATGGTGACCCTGGGATGCCTGGTCAAGGGCTATTTCCCTG

AGCCAGTGACAGTGACCTGGAACTCTGGATCCCTGTCCAGCGGTGTG
CACACCTTCCCAGCTGTCCTGGAGTCTGACCTCTACACTCTGAGCAG

CTCAGTGACTGTCCCCTCCAGCCCTCGGCCCAGCGAGACCGTCACCT
GCAACGTTGCCCACCCGGCCAGCAGCACCAAAGTGGACAAGAAAAT
TGTGCCCAGGGATTGTGGTTGTAAGCCTTGCATATGTACAGTCCCAG
AAGTATCATCTGTCTTCATCTTCCCCCCAAAGCCCAAGGATGTGCTCA
CCATTACTCTGACTCcTAAGGTCACGTGTGTTGTGGTAGACATCAGCA
AGGATGATCCCGAGGTCCAGTTCAGCTGGTTTGTAGATGATGTGGAG
GTGCACACAGCTCAGACGCAACCCCGGGAGGAGCAGTTCAACAGCA
CTTTCCGCTCAGTCAGTGAACTTCCCATCATGCACCAGGACTGGCTC

AATGGCAAGGAGTTCAAATGCAGGGTCAACAGTGCAGCTTTCCCTGC
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CCCCATCGAGAAAACCATCTCCAAAACCAAAGGCAGACCGAAGGCT
CCACAGGTGTACACCATTCCACCTCCCAAGGAGCAGATGGCCAAGG
ATAAAGTCAGTCTGACCTGCATGATAACAGACTTCTTCCCTGAAGAC
ATTACTGTGGAGTGGCAGTGGAATGGGCAGCCAGCGGAGAACTACA
AGAACACTCAGCCCATCATGAACACGAATGGCTCTTACTTCGTCTAC
AGCAAGCTCAATGTGCAGAAGAGCAACTGGGAGGCAGGAAATACTT
TCACCTGCTCTGTGTTACATGAGGGCCTGCACAACCACCATACTGAG
AAGAGCCTCTCCCACTCTCCTGGTAAATGA (SEQ ID NO:93)

1512, J517,
J518 HC

ATGGGCAGGCTTACTTCTTCATTCCTGCTACTGATTGTCCCTGCATAT
GTCCTGTCCCAGGTCACTCTGAAAGAGTCTGGCCCTGGGATATTGCA
GCCCTCCCAGACCCTCAGTCTGACTTGTTCTTTCTCTGGGTTTTCACT
GAGCACTTATGGTCTGGGTGTAGGTTGGATTCGTCAGCCTTCAGGGA
AGGGTCTGGACTGGCTGGCCAACATTTGGTGGAATGATGATAAATAC
TATAACTCAGCCCTGAAGAGCCGGCTCACAATCTCCAAGGATACCTC
CAACAACCAGGTATTCCTCAAGATCTCCAGTGTGGACACTGCAGATA
CTGGCACATACTACTGTGCTCAAGTTGATGGTTACTACTGGTACTTCG
ATGTCTGGGGCGCAGGGACCACGGTCACCGTCTCCTCAGCCAAAACG
ACACCACCAAGTGTCTATCCACTGGCCCCTGGATCTGCTGCCCAAAC
TAACTCCATGGTGACCCTGGGATGCCTGGTCAAGGGCTATTTCCCTG
AGCCAGTGACAGTGACCTGGAACTCTGGATCCCTGTCCAGCGGTGTG
CACACCTTCCCAGCTGTCCTGGAGTCTGACCTCTACACTCTGAGCAG
CTCAGTGACTGTCCCCTCCAGCCCTCGGCCCAGCGAGACCGTCACCT
GCAACGTTGCCCACCCGGCCAGCAGCACCAAAGTGGACAAGAAAAT
TGTGCCCAGGGATTGTGGTTGTAAGCCTTGCATATGTACAGTCCCAG
AAGTATCATCTGTCTTCATCTTCCCCCCAAAGATCAAGGATGTACTCA
TGATCTCCCTGAGCCCCATAGTCACATGTGTGGTGGTGGATGTGAGC
GAGGATGACCCAGATGTCCAGATCAGCTGGTTTGTGAACAACGTGGA
AGTACACACAGCTCAGACACAAACCCATAGAGAGGATTACAACAGT
ACTCTCCGGGTGGTCAGTGCCCTCCCCATCCAGCACCAGGACTGGAT
GAGTGGCAAGGAGTTCAAATGCAAGGTCAACAACAAAGACCTCCCA
GCGCCCATCGAGAGAACCATCTCAAAACCCAAAGGGTCAGTAAGAG
CTCCACAGGTATATGTCTTGCCTCCACCAGAAGAAGAGATGACTAAG
AAACAGGTCACTCTGACCTGCATGGTCACAGACTTCATGCCTGAAGA
CATTTACGTGGAGTGGACCAACAACGGGAAAACAGAGCTAAACTAC
AAGAACACTGAACCAGTCCTGGACTCTGATGGTTCTTACTTCATGTA
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CAGCAAGCTGAGAGTGGAAAAGAAGAACTGGGTGGAAAGAAATAG
CTACTCCTGTTCAGTGGTCCACGAGGGTCTGCACAATCACCACACGA
CTAAGAGCTTCTCCCGGACTCCGGGTAAATAGTAA (SEQ ID NO:12)

J513 HC

ATGGGCAGGCTTACTTCTTCATTCCTGCTACTGATTGTCCCTGCATAT
GTCCTGTCCCAGGTCACTCTGAAAGAGTCTGGCCCTGGGATATTGCA
GCCCTCCCAGACCCTCAGTCTGACTTGTTCTCTCTCTGGGTTTTCACT
GAGCACTTATGGTCTGGGTGTAGGTTGGATTCGTCAGCCTTCAGGGA
AGGGTCTGGGCTGGCTGGCCAACATTTGGTGGAATGATGATAAATAC
TATAACTCAGCCCTGAAGAGCCGGCTCACAATCTCCAAGGATACCTC
CAACAACCAGGTATTCCTCAAGATCTCCAGTGTGGACACTGCAGATA
CTGGCACATACTACTGTGCTCAAGTTGATGGTTACTACTGGTACTTCG
ATGTCTGGGGCGCAGGGACCACGGTCACCGTCTCCTCAGCCAAAACG
ACACCACCAAGTGTCTATCCACTGGCCCCTGGATCTGCTGCCCAAAC
TAACTCCATGGTGACCCTGGGATGCCTGGTCAAGGGCTATTTCCCTG
AGCCAGTGACAGTGACCTGGAACTCTGGATCCCTGTCCAGCGGTGTG
CACACCTTCCCAGCTGTCCTGGAGTCTGACCTCTACACTCTGAGCAG
CTCAGTGACTGTCCCCTCCAGCCCTCGGCCCAGCGAGACCGTCACCT
GCAACGTTGCCCACCCGGCCAGCAGCACCAAGGTGGACAAGAAAAT
TGTGCCCAGGGATTGTGGTTGTAAGCCTTGCATATGTACAGTCCCAG
AAGTATCATCTGTCTTCATCTTCCCCCCAAAGCCCAAGGATGTGCTCA
CCATTACTCTGACTCcTAAGGTCACGTGTGTTGTGGTAGACATCAGCA
AGGATGATCCCGAGGTCCAGTTCAGCTGGTTTGTAGATGATGTGGAG
GTGCACACAGCTCAGACGCAACCCCGGGAGGAGCAGTTCAACAGCA
CTTTCCGCTCAGTCAGTGAACTTCCCATCATGCACCAGGACTGGCTC
AATGGCAAGGAGTTCAAATGCAGGGTCAACAGTGCAGCTTTCCCTGC
CCCCATCGAGAAAACCATCTCCAAAACCAAAGGCAGACCGAAGGCT
CCACAGGTGTACACCATTCCACCTCCCAAGGAGCAGATGGCCAAGG
ATAAAGTCAGTCTGACCTGCATGATAACAGACTTCTTCCCTGAAGAC
ATTACTGTGGAGTGGCAGTGGAATGGGCAGCCAGCGGAGAACTACA
AGAACACTCAGCCCATCATGAACACGAATGGCTCTTACTTCGTCTAC
AGCAAGCTCAATGTGCAGAAGAGCAACTGGGAGGCAGGAAATACTT
TCACCTGCTCTGTGTTACATGAGGGCCTGCACAACCACCATACTGAG
AAGAGCCTCTCCCACTCTCCTGGTAAATGA (SEQ ID NO:94)

7514, 1519,
J520 HC

ATGGGCAGGCTTACTTCTTCATTCCTGCTACTGATTGTCCCTGCATAT
GTCCTGTCCCAGGTCACTCTGAAAGAGTCTGGCCCTGGGATATTGCA
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GCCCTCCCAGACCCTCAGTCTGACTTGTTCTCTCTCTGGGTTTTCACT
GAGCACTTATGGTCTGGGTGTAGGTTGGATTCGTCAGCCTTCAGGGA
AGGGTCTGGGCTGGCTGGCCAACATTTGGTGGAATGATGATAAATAC
TATAACTCAGCCCTGAAGAGCCGGCTCACAATCTCCAAGGATACCTC
CAACAACCAGGTATTCCTCAAGATCTCCAGTGTGGACACTGCAGATA
CTGGCACATACTACTGTGCTCAAGTTGATGGTTACTACTGGTACTTCG
ATGTCTGGGGCGCAGGGACCACGGTCACCGTCTCCTCAGCCAAAACG
ACACCACCAAGTGTCTATCCACTGGCCCCTGGATCTGCTGCCCAAAC
TAACTCCATGGTGACCCTGGGATGCCTGGTCAAGGGCTATTTCCCTG
AGCCAGTGACAGTGACCTGGAACTCTGGATCCCTGTCCAGCGGTGTG
CACACCTTCCCAGCTGTCCTGGAGTCTGACCTCTACACTCTGAGCAG
CTCAGTGACTGTCCCCTCCAGCCCTCGGCCCAGCGAGACCGTCACCT
GCAACGTTGCCCACCCGGCCAGCAGCACCAAGGTGGACAAGAAAAT
TGTGCCCAGGGATTGTGGTTGTAAGCCTTGCATATGTACAGTCCCAG
AAGTATCATCTGTCTTCATCTTCCCCCCAAAGATCAAGGATGTACTCA
TGATCTCCCTGAGCCCCATAGTCACATGTGTGGTGGTGGATGTGAGC
GAGGATGACCCAGATGTCCAGATCAGCTGGTTTGTGAACAACGTGGA
AGTACACACAGCTCAGACACAAACCCATAGAGAGGATTACAACAGT
ACTCTCCGGGTGGTCAGTGCCCTCCCCATCCAGCACCAGGACTGGAT
GAGTGGCAAGGAGTTCAAATGCAAGGTCAACAACAAAGACCTCCCA
GCGCCCATCGAGAGAACCATCTCAAAACCCAAAGGGTCAGTAAGAG
CTCCACAGGTATATGTCTTGCCTCCACCAGAAGAAGAGATGACTAAG
AAACAGGTCACTCTGACCTGCATGGTCACAGACTTCATGCCTGAAGA
CATTTACGTGGAGTGGACCAACAACGGGAAAACAGAGCTAAACTAC
AAGAACACTGAACCAGTCCTGGACTCTGATGGTTCTTACTTCATGTA
CAGCAAGCTGAGAGTGGAAAAGAAGAACTGGGTGGAAAGAAATAG
CTACTCCTGTTCAGTGGTCCACGAGGGTCTGCACAATCACCACACGA
CTAAGAGCTTCTCCCGGACTCCGGGTAAATAGTAA (SEQ ID NO:13)

J515 HC

ATGGGCAGGCTTACTTCTTCATTCCTGCTACTGATTGTCCCTGCATAT
GTCCTGTCCCAGGTCACTCTGAAAGAGTCTGGCCCTGGGATATTGCA
GTCCTCCCAGACCCTCAGTCTGACTTGTTCTTTCTCTGGGTTTTCACT
GAGCACTTATGGTCTGGGTGTAGGTTGGATTCGTCAGCCTTCAGGGA
AGGGTCTGGACTGGCTGGCCAACATTTGGTGGAATGATGATAAATAC
TATAACTCAGCCCTGAAGAGCCGGCTCACAATCTCCAAGGATACCTC
CAACAACCAGGTATTCCTCAAGATCTCCAGTGTGGACACTGCAGATA
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CTGGCACATACTACTGTGCTCAAGTTGATGGTTACTACTGGTACTTCG
ATGTCTGGGGCGCAGGGACCACGGTCACCGTCTCCTCAGCCAAAACG
ACACCACCAAGTGTCTATCCACTGGCCCCTGGATCTGCTGCCCAAAC
TAACTCCATGGTGACCCTGGGATGCCTGGTCAAGGGCTATTTCCCTG
AGCCAGTGACAGTGACCTGGAACTCTGGATCCCTGTCCAGCGGTGTG
CACACCTTCCCAGCTGTCCTGGAGTCTGACCTCTACACTCTGAGCAG
CTCAGTGACTGTCCCCTCCAGCCCTCGGCCCAGCGAGACCGTCACCT
GCAACGTTGCCCACCCGGCCAGCAGCACCAAGGTGGACAAGAAAAT
TGTGCCCAGGGATTGTGGTTGTAAGCCTTGCATATGTACAGTCCCAG
AAGTATCATCTGTCTTCATCTTCCCCCCAAAGCCCAAGGATGTGCTCA
CCATTACTCTGACTCcTAAGGTCACGTGTGTTGTGGTAGACATCAGCA
AGGATGATCCCGAGGTCCAGTTCAGCTGGTTTGTAGATGATGTGGAG
GTGCACACAGCTCAGACGCAACCCCGGGAGGAGCAGTTCAACAGCA
CTTTCCGCTCAGTCAGTGAACTTCCCATCATGCACCAGGACTGGCTC
AATGGCAAGGAGTTCAAATGCAGGGTCAACAGTGCAGCTTTCCCTGC
CCCCATCGAGAAAACCATCTCCAAAACCAAAGGCAGACCGAAGGCT
CCACAGGTGTACACCATTCCACCTCCCAAGGAGCAGATGGCCAAGG
ATAAAGTCAGTCTGACCTGCATGATAACAGACTTCTTCCCTGAAGAC
ATTACTGTGGAGTGGCAGTGGAATGGGCAGCCAGCGGAGAACTACA
AGAACACTCAGCCCATCATGAACACGAATGGCTCTTACTTCGTCTAC
AGCAAGCTCAATGTGCAGAAGAGCAACTGGGAGGCAGGAAATACTT
TCACCTGCTCTGTGTTACATGAGGGCCTGCACAACCACCATACTGAG
AAGAGCCTCTCCCACTCTCCTGGTAAATGA (SEQ ID NO:95)

J516, J521,
J522 HC

ATGGGCAGGCTTACTTCTTCATTCCTGCTACTGATTGTCCCTGCATAT
GTCCTGTCCCAGGTCACTCTGAAAGAGTCTGGCCCTGGGATATTGCA
GTCCTCCCAGACCCTCAGTCTGACTTGTTCTTTCTCTGGGTTTTCACT
GAGCACTTATGGTCTGGGTGTAGGTTGGATTCGTCAGCCTTCAGGGA
AGGGTCTGGACTGGCTGGCCAACATTTGGTGGAATGATGATAAATAC
TATAACTCAGCCCTGAAGAGCCGGCTCACAATCTCCAAGGATACCTC
CAACAACCAGGTATTCCTCAAGATCTCCAGTGTGGACACTGCAGATA
CTGGCACATACTACTGTGCTCAAGTTGATGGTTACTACTGGTACTTCG
ATGTCTGGGGCGCAGGGACCACGGTCACCGTCTCCTCAGCCAAAACG
ACACCACCAAGTGTCTATCCACTGGCCCCTGGATCTGCTGCCCAAAC
TAACTCCATGGTGACCCTGGGATGCCTGGTCAAGGGCTATTTCCCTG
AGCCAGTGACAGTGACCTGGAACTCTGGATCCCTGTCCAGCGGTGTG
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CACACCTTCCCAGCTGTCCTGGAGTCTGACCTCTACACTCTGAGCAG
CTCAGTGACTGTCCCCTCCAGCCCTCGGCCCAGCGAGACCGTCACCT
GCAACGTTGCCCACCCGGCCAGCAGCACCAAGGTGGACAAGAAAAT
TGTGCCCAGGGATTGTGGTTGTAAGCCTTGCATATGTACAGTCCCAG
AAGTATCATCTGTCTTCATCTTCCCCCCAAAGATCAAGGATGTACTCA
TGATCTCCCTGAGCCCCATAGTCACATGTGTGGTGGTGGATGTGAGC
GAGGATGACCCAGATGTCCAGATCAGCTGGTTTGTGAACAACGTGGA
AGTACACACAGCTCAGACACAAACCCATAGAGAGGATTACAACAGT
ACTCTCCGGGTGGTCAGTGCCCTCCCCATCCAGCACCAGGACTGGAT
GAGTGGCAAGGAGTTCAAATGCAAGGTCAACAACAAAGACCTCCCA
GCGCCCATCGAGAGAACCATCTCAAAACCCAAAGGGTCAGTAAGAG
CTCCACAGGTATATGTCTTGCCTCCACCAGAAGAAGAGATGACTAAG
AAACAGGTCACTCTGACCTGCATGGTCACAGACTTCATGCCTGAAGA
CATTTACGTGGAGTGGACCAACAACGGGAAAACAGAGCTAAACTAC
AAGAACACTGAACCAGTCCTGGACTCTGATGGTTCTTACTTCATGTA
CAGCAAGCTGAGAGTGGAAAAGAAGAACTGGGTGGAAAGAAATAG
CTACTCCTGTTCAGTGGTCCACGAGGGTCTGCACAATCACCACACGA
CTAAGAGCTTCTCCCGGACTCCGGGTAAATAGTAA (SEQ ID NO:14)

J511-J516
LC

ATGAAGTTGCCTGTTAGGCTGTTGGTGCTGATGTTCTGGATTCCTGCT
TCCGGCAGTGATGTTTTGATGACCCAAACTCCACTCTCCCTGCCTGTC
AGTCTTGGAGATCAAGCCTCCATCTCTTGCAGATCTAGTCAGAGCAT
TGTACATAGTAATAGAAACACCTATTTAGAATGGTACCTGCAGAAAC
CAGGCCAGTCTCCAAAGCTCCTGATCTACAACGTTTCCAACCGATTTT
CTGGGGTCCCAGACAGGTTCAGTGGCAGTGGATCAGGGACAGATTTC
ACACTCAAGATCAGCAGAGTGGAGGCTGAGGATCTGGGAGTTTATTA
CTGCTTTCAAGGTTCACATGTTCCGCTCACGTTCGGTGCTGGGACCAA
GCTGGAGCTGAAACGGGCTGATGCTGCACCAACTGTATCCATCTTCC
CACCATCCAGTGAGCAGTTGACATCTGGAGGTGCCTCAGTCGTGTGC
TTCTTGAACAACTTCTACCCCAAAGACATCAATGTCAAGTGGAAGAT
TGATGGCAGTGAACGACAAAATGGCGTCCTGAACAGTTGGACTGATC
AGGACAGCAAAGACAGCACCTACAGCATGAGCAGCACCCTCACGTT
GACCAAGGACGAGTATGAACGACATAACAGCTATACCTGTGAGGCC
ACTCACAAGACATCAACTTCACCCATTGTCAAGAGCTTCAACAGGAA
TGAGTGTTAG (SEQ ID NO: 15)
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J517, J519
nJs21 LC

ATGAAGTTGCCTGTTAGGCTGTTGGTGCTGATGTTCTGGATTCCTGCT
TCCGGCAGTGATGTTTTGATGACCCAAACTCCACTCTCCCTGCCTGTC
AGTCTTGGAGATCAAGCCTCCATCTCTTGCAGATCTAGTCAGAGCAT
TGTACATAGTAATAGAAACACCTATTTAGAATGGTACCTGCAGAAAC
CAGGCCAGTCTCCAAAGCTCCTGATCTACAACGTTGCCAACCGATTT
TCTGGGGTCCCAGACAGGTTCAGTGGCAGTGGATCAGGGACAGATTT
CACACTCAAGATCAGCAGAGTGGAGGCTGAGGATCTGGGAGTTTATT
ACTGCTTTCAAGGTTCACATGTTCCGCTCACGTTCGGTGCTGGGACCA
AGCTGGAGCTGAAACGGGCTGATGCTGCACCAACTGTATCCATCTTC
CCACCATCCAGTGAGCAGTTGACATCTGGAGGTGCCTCAGTCGTGTG
CTTCTTGAACAACTTCTACCCCAAAGACATCAATGTCAAGTGGAAGA
TTGATGGCAGTGAACGACAAAATGGCGTCCTGAACAGTTGGACTGAT
CAGGACAGCAAAGACAGCACCTACAGCATGAGCAGCACCCTCACGT
TGACCAAGGACGAGTATGAACGACATAACAGCTATACCTGTGAGGC
CACTCACAAGACATCAACTTCACCCATTGTCAAGAGCTTCAACAGGA
ATGAGTGTTAG (SEQ ID NO:96)

J518, J520
ulJs22 LC

ATGAAGTTGCCTGTTAGGCTGTTGGTGCTGATGTTCTGGATTCCTGCT
TCCGGCAGTGATGTTTTGATGACCCAAACTCCACTCTCCCTGCCTGTC
AGTCTTGGAGATCAAGCCTCCATCTCTTGCAGATCTAGTCAGAGCAT
TGTACATAGTAATAGAAACACCTATTTAGAATGGTACCTGCAGAAAC
CAGGCCAGTCTCCAAAGCTCCTGATCTACCAGGTTTCCAACCGATTTT
CTGGGGTCCCAGACAGGTTCAGTGGCAGTGGATCAGGGACAGATTTC
ACACTCAAGATCAGCAGAGTGGAGGCTGAGGATCTGGGAGTTTATTA
CTGCTTTCAAGGTTCACATGTTCCGCTCACGTTCGGTGCTGGGACCAA
GCTGGAGCTGAAACGGGCTGATGCTGCACCAACTGTATCCATCTTCC
CACCATCCAGTGAGCAGTTGACATCTGGAGGTGCCTCAGTCGTGTGC
TTCTTGAACAACTTCTACCCCAAAGACATCAATGTCAAGTGGAAGAT
TGATGGCAGTGAACGACAAAATGGCGTCCTGAACAGTTGGACTGATC
AGGACAGCAAAGACAGCACCTACAGCATGAGCAGCACCCTCACGTT
GACCAAGGACGAGTATGAACGACATAACAGCTATACCTGTGAGGCC
ACTCACAAGACATCAACTTCACCCATTGTCAAGAGCTTCAACAGGAA
TGAGTGTTAG (SEQ ID NO:97)

[0161]

Taxke B HacTosAlleM JOKYMEHTE IMpPENJIOKEH IONMHYKJIEOTHA, COAep Kallui

HYKJICHHOBYIO KHCJIOTY, KOAHPYIOIIYIO BapHaOeNbHbIH JOMEH TSDKENOH LenH, NpuveM
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HYKJICHHOBAsl KHCJIOTA, KOAUPYOINash BapuaOeNbHbIH JOMEH TSDKENOW LeNmH, COAEPIKUT
kogupyromyro Tpu CDR nocnenosarensuocts SEQ ID NO:12. Takske B HACTOSAIIEM JOKYMEHTE
NpeJIOAKEH  IMOJMHYKJIEOTHA,  COMAEp’KAllUil  HYKJIEMHOBYIO  KHUCJIOTY, KOAWUPYIOILIYIO
BapuaOeNbHBI TOMEH TSDKEJNOM Lend, NpudeM HYKJIEHHOBAs KHUCIOTA, KOAUPYIOINAs
BaprabeNbHBIN TOMEH TSDKENION Lemnu, cofep kUt kogupyomyo Tpu CDR nocnenoBaTensHOCTD
SEQ ID NO:13. Taxxe B HacTOsIIEM AOKYMEHTE MPEAJIOKEH MOIUHYKIEOTH, COAEPKALIMM
HYKJIEMHOBYIO KHCJIOTY, KOAHMPYIOLIYIO BapHaOeNbHbI JOMEH TSDKENOH LenH, NpudeM
HYKJIEMHOBAsl KHCJIOTA, KOAUPYIOIIAas BapuaOeNbHbIH JOMEH TSDKENOW LeNmH, COAEPIKUT
koaupyromyto Tpu CDR nocnenosarensHocTs SEQ ID NO:14. Takske B HACTOSAIIEM JOKYMEHTE
NpeJIOKEeH  MONMHYKJIEOTHA,  COAEp’KAllUil  HYKJIEMHOBYIO  KHUCJIOTY, KOAUPYIOILIYIO
BapuaOeNnbHBIE JTOMEH TSDKEJNOM Lend, NpudeM HYKJIEHHOBAs KHUCIOTA, KOAUPYIOINAs
BapuabeNnbHbIN TOMEH TsDKENON Liemnu, cofepkut kogupyromyo Tpu CDR nocnenoBaTenbHOCTD
SEQ ID NO:93. Taxxe B HAaCTOSIIEM AOKYMEHTE MPEAJIOKEH MOJIMHYKICOTU, COAEPKALIMM
HYKJIEMHOBYIO KHUCJIOTY, KOAMPYIOUIYIO BapHaOENbHBI JOMEH TSDKENOH Lemyu, mpuueM
HYKJIEMHOBAsi KHUCJOTA, KOAMPYIOINAs BapHaOeNbHBIH JOMEH TSDKENOW LeMu, COAEPKUT
kopupyromyro Tpu CDR nocnenosarensHOoCcTh SEQ ID NO:94. Takske B HACTOSIIIEM JOKYMEHTE
NPEAJIOKEH  MONMHYKJIEOTHA,  COAEpPKALMM  HYKJIEMHOBYHO  KHUCJIOTY, KOAHUPYIOLIYIO
BapuaOeNbHBI JOMEH TSDKEJNOM Lenmd, NpudeM HYKJIEHHOBAs KHUCJIOTa, KOJUPYIOINAs
BapuabesbHBIN JOMEH TSDKEJION LIeu, conep kUt koaupyoomyo Tpu CDR nocnenoBaTenbHOCTh
SEQ ID NO:95.

[0162] Takke B HAcCTOALIEM JTOKYMEHTE MNPENJIOKEH TMOJIUHYKJIEOTH I, COAep KalIui
HYKJICHHOBYIO KHCJIOTY, KOJUPYIOIIYIO BapHaOeNbHbIH JOMEH JIETKOW LenH, MpHueM
HYKJICHHOBAsl KHUCJIOTa, KONUPYIOINAsi BapHaOeNbHbI JOMEH JIETKOW LeMH, COAEPIKHUT
kogupyromyro Tpu CDR nocnenosarensuocts SEQ ID NO:15. Takske B HaCTOSAIIEM JOKYMEHTE
NpeJIoKEeH  IMOJMHYKJIEOTHA,  COMAEpKallUil  HYKJIEMHOBYIO  KHUCJIOTY, KOAUPYIOIIYIO
BapuabeNbHBI JTOMEH JIETKOW IenH, TpPUYeM HYKJIEHHOBAas KHCIOTA, KOAHPYOIIas
BapuabeNbHBIN JOMEH JIETKOHW 1enH, conepkut konupyromyw tpu CDR mocnenoBaTensHOCTD
SEQ ID NO:96. Taxxe B HacTOsIleM AOKYMEHTE MPEAJIOKEH MOJIUHYKIEOTH, COAEP KaLIHM
HYKJICHHOBYIO KHCJIOTY, KOOUPYIOIIYIO BapHaOeNbHBbIH JOMEH JIETKOW IenH, MpHYeM
HYKJICHOBAsl KHUCJIOTa, KONUPYIOINAsi BapHaOeNbHbI JOMEH JIETKOW LeMH, COHEPIKHUT
kogupyromyro Tpu CDR nocnenosarensHocTs SEQ ID NO:97.

[0163] Tax:ke B HACTOSIIEM JOKYMEHTE MPENJio’KeHa KOMITO3MLMsS, coaepxkamas (i)
NOJIMHYKJICOTU, COAEP AU HYKJIEHHOBYIO KHCJIOTY, KOAHPYIOLIYIO BapHaOeNbHBIH TOMEH
TSDKEJION LeTH, MPUYeM HYKJIEHHOBAs KHCIOTAa, KOAMPYIOLIas BapHaOeNbHBIH TOMEH TSDKENOH

ueny, conep:xkut komupyromyo Tpu CDR mocnenosarensrocTs SEQ ID NO:12 wmu 93 u (ii)



58

NOJIMHYKJIEOTU, COAEP AUl HYKJIEHHOBYIO KHCJIOTY, KOAHPYIOLIYIO BapHaOeNbHBIH TOMEH
JIETKOH Lieny, MpUYeM HyKJIEWHOBAsI KHCIIOTa, KOAUPYIOIIas Bapuabe bHbIN TOMEH JIETKOH LIeIH,
comepxutr komupyromyro Tpu CDR mnocnemoBarenshHocte SEQ ID NO:15, 96 wmm 97.
HyxknenHoBast kucinora, KOAMPYIOLIas BapuaOenbHBIH AOMEH TSDKENOH LenH, W HyKJICHHOBAs
KUCJIOTA, KOIUPYIOINAs BapuaOeNbHBbI JOMEH JIETKOH LeNu, MOTYT HaXOAWThCS B OJHOM
NOJUHYKJIEOTUIE WINM B pPa3HbIX MONMHYKJIeOTHAax.  HykienHoBas KUCIOTa, KOAUPYHOLIAs
BapuabeNbHBIN TOMEH TSDKENIOH LeNH, W HYKJIEWHOBas KHUCJIOTa, KOAMPYIOIas BapuaOeNbHbIN
JIOMEH JIETKOH LI, MOTYT HaXOJUThCsI B OJJHOM BEKTOPE MJIU B PA3HBIX BEKTOpAX.

[0164] Taxke B HacToAlleM AOKYMEHTE IpPEIOKEHA KOMIO3MLMsA, copepskamas (1)
NOJIMHYKJICOTU, COAEp KAl HYKJIEHHOBYIO KHCJIOTY, KOAUPYIOLIYIO BapHaOeNbHBbIH OMEH
TSDKEJION LIeTIH, NMPUYeM HYKJIEHHOBAs KHCJIOTa, KOAMPYIOLIas BapuaOeNbHBbIH TOMEH TSDKENOH
ueny, conep:xxut komupyrouryto Tpu CDR nocnenosarensrocts SEQ ID NO:13 wmnu 94 u (ii)
HOJIMHYKJICOTHA, CONEpPIKALINH HYKJIEHHOBYIO KHCJIOTY, KOOUPYIOIIYIO BapuaOenbHbIH TOMEH
JIETKOH LMY, IPUYeM HyKJIEMHOBAs KHCJIOTa, KOAUPYIOINas BapuaOesbHbIN TOMEH JIETKOH Leny,
comepxxut komupyroomyro Tpu CDR mocnemosarensrHocts SEQ ID NO:15, 96 umm 97.
HyknenHoBasi KMCJIOTa, KOOUPYIOLIAs BapHaOeNbHBI JTOMEH TSDKENOW LeNH, W HyKJIeHHOBas
KUCIIOTa, KOIUPYIOLast BapuaOenbHbI OMEH JIETKOH LeNnu, MOTYT HaXOAWUThCS B OJHOM
MOJIMHYKJIEOTUIE WJIM B Pa3HbIX MOJMHYKJIEOTHAax.  HykienHoBas KUCIOTa, KOAUPYIOLIAs
BapuabeNbHBIN TOMEH TSDKENIOH LIEeMH, W HYKJICMHOBAs KHCJIOTA, KOIMPYIOIIas BapuaOesbHbIH
JIOMEH JIETKOH LIeTH, MOTYT HaXOJUThCSI B OJJHOM BEKTOPE MJIH B PA3HBIX BEKTOPAX.

[0165] Takxke B HAcTOALIEM AOKYMEHTE MPEUIOKeHAa KOMIO3MLMsA, conepskamas (i)
MOJIMHYKJICOTU, COAEPKAIUN HYKJIEHHOBYIO KHCJIOTY, KOAHPYIOLIYIO BapHaOeNbHbIH TOMEH
TSDKEJIOW LIeTIH, MPHYeM HYKJIEHHOBAs KHCJIOTAa, KOAMPYIOLIAass BapHaOENbHBIA TOMEH TSDKENOH
ueny, conep:xkut komupyromyo Tpu CDR mocnenosatenbrocTs SEQ ID NO:14 wnu 95 u (ii)
NOJIMHYKJICOTU, COAEPKAIUN HYKJIEHHOBYIO KHCJIOTY, KOAHPYIOLIYIO BapHaOeNbHBbIH TOMEH
JIETKOH LienH, MpUYeM HyKJIEUHOBAsI KHCIIOTa, KOAUPYOIas BapuabeTbHbIN TOMEH JIETKOH LeIH,
comepxut komupyromyro Tpu CDR mocnemosarensrocts SEQ ID NO:15, 96 wmm 97.
HyknenHoBast KucnoTa, KOAMPYIOLIas BapuaOeabHBIH AOMEH TSDKENOH LenH, W HYKICHHOBAs
KUCJIOTa, KOIUPYIOINAs BapHaOeNbHBbI JOMEH JIETKOH LeNd, MOTYT HaXOAMThCS B OJHOM
MOJUHYKJIEOTUIE WM B pa3HbIX MOJMHYKJIeoTuAax.  HykienHoBas KUCIOTa, KOAUPYIOLIAs
BapuabeNbHBIN TOMEH TSDKEJION LIeMH, W HYKJICWHOBAas KHCJIOTA, KOAMPYIOIIas BapHaOeNbHBbIN
JIOMEH JIETKOH LIeTH, MOTYT HaXOJUThCsI B OJJHOM BEKTOPE UJIU B PA3HBIX BEKTOpaXx.

[0166] Takxke B HacToseM JOKYMEHTE MNPENJIOXKEH MOJUHYKIEOTH], COAEpKaLUN
HYKJICHHOBYIO KHCJIOTY, KOAHPYIOIIYIO BapHaOeNbHbIH JOMEH TSDKENOH LenH, MpuieM

HYKJIGMHOBAsl KHCJIOTA, KOAWMPYIOINAsh BapuaOeNbHBIH IOMEH TSKEJIOW LEeMH, COIEPIKUT
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KOAMPYIOIYIO BapuabenbHbIi qoMeH nocienosatenbHOCTh SEQ ID NO:12. Takxke B HACTOSIIEM
JOKYMEHTE TMpPeAJIOKEeH MOJNUHYKJIEOTH ], COAEP KAIIUi HYKJIEUHOBYIO KHUCIOTY, KOAUPYIOLIYIO
BapuabeNbHBI OMEH TSDKEJNOM Lenmd, NpudeM HYKJIEHHOBAs KHUCIOTa, KOAUPYIOIIAs
BapuabeNbHBI JOMEH TSDKENOH LeNnH, CONEPXKUT KOMUPYIOIIYI0 BapuabenbHBI JOMEH
nocaenosatenbHocTe SEQ ID NO:13. Taxke B HacToslleM AOKYMEHTE MpPeNJIOKeH
NOJIMHYKJICOTU, COAEP AU HYKJIEHHOBYIO KHCJIOTY, KOAUPYIOLIYIO BapHaOeNbHBbIH TOMEH
TSDKEJION LIeTH, MPUYeM HYKJIEHHOBAs KHCIOTAa, KOAMPYIOLIas BapuaOeNbHBbIH TOMEH TSDKENOH
LIeTH, COAEPIKUT KOAMPYIOLIYIO BapHalenbHbli noMeH nocienosarenbHocTs SEQ ID NO:14.
Taxxke B HacTOALEM IOKYMEHTE NPEUIOKEH IONMHYKIEOTHA, COAEpKAIlUil HYKJIEHHOBYIO
KUCJIOTY, KOJUPYIOINYIO BapuaOeIbHbIN TOMEH TSDKEJIOH Leny, IpUYeM HyKJIEHHOBAas KUCIIOTA,
KOZIUpPYIOIIAasi BapUaOeNbHbIH JAOMEH TSDKENOW LeNH, COAEPKUT KOAMPYIOUIYI0 BapuaOenbHbIN
nomeH nociaenosatenbHocTh SEQ ID NO:93. Taxke B HacTOsIIEM AOKYMEHTE MpPENJIOKEeH
HOJIMHYKJICOTHA, CONEpPIKALINH HYKJIEHHOBYIO KHCJIOTY, KOOUPYIOIIYIO BapuaOenbHbIH TOMEH
TSDKEJIOH IIeTH, NpUYeM HYKJIEHHOBAasl KHUCIIOTa, KOAUPYIOUas BapuaOeNbHbIN JOMEH TSDKEJION
LIeTIH, CONEPIKUT KOMUPYIOLIYIO BapHaOenbHbI noMeH mnocienosatenbHocTh SEQ ID NO:94.
Tax:xke B HacTOALIEM AOKYMEHTE NPEUIOKEH IMONMHYKICOTUA, COAEPKAIlMi HYKJIEHHOBYIO
KUCIIOTY, KOAUPYIOLIYIO BapHaOeIbHbIH JOMEH TSDKEJNOHW LieNH, MPUYeM HYKJIEMHOBAasl KHUCIIOTa,
KOJUPYIOIIasi BapuaOeNbHBI TOMEH TSKENIOH LeMH, COAEPKUT KOAUPYIOUIYI BapHaOeNbHbIH
nmoMeH rociienoBaTesbHocTh SEQ ID NO:95.

[0167] Takxe B HacTOsIEM IOKYMEHTE MPENJIOKEH MOJUHYKJIEOTH, COAEpKaLUN
HYKJICHHOBYIO KHCJIOTY, KOJUPYIOIIYIO BapHaOeNbHbI JOMEH JIeTKOW LenH, MpHueM
HYKJICHHOBAsl KHUCJIOTa, KOMUPYIOINAsi BapHaOeNbHbI JOMEH JIETKOW LeMH, COHEPIKHUT
KOAUPYIOIYIO BapuadepHbIl foMeH nocienosateibHOCTh SEQ ID NO:15. Takke B HaCTOSIIEM
JOKYMEHTE TMpeaJIOKeH MOJNUHYKJIEOTH ], COAEepP KAIlUi HYKJIEHHOBYIO KHUCJIOTY, KOIUPYIOLIYIO
BapuabeNnbHBI JTOMEH JIETKOW IenH, TpPUYeM HYKJIEHHOBAas KHUCIOTA, KOOHPYOINas
BapuabeNnbHBI JOMEH JIETKOW IIeMH, COJEPXKUT KOOUPYIOIIYI BapuabeNbHbIH JOMEH
nocnenoBatenbHocTs  SEQ ID NO:96. Takke B HacrosiieM AOKYMEHTE IIPeNJIOKeH
NOJIMHYKJICOTU, COAEPKAIMUN HYKJIEHHOBYIO KHCJIOTY, KOAHPYIOLIYIO BapHaOeNbHBbIH TOMEH
JIETKOH LienH, MpUYeM HyKJIEUHOBAsI KHCIIOTa, KOAUPYIOIIas Bapuabe bHbIN TOMEH JIETKOH LIeIH,
COIEP KUT KOMHUPYIOIYIO BapuadenbHbIl 1oMeH nocienoarenbHocth SEQ ID NO:97.

[0168] Taxke B HacTOALIEM AOKYMEHTE MPEUIOKEHA KOMIO3HMLMsA, conepskamas (1)
NOJIMHYKJICOTU, COAEPKAIUN HYKJIEHHOBYIO KHCJIOTY, KOOHPYIOLIYIO BapHaOeNbHBbIH TOMEH
TSDKEJION LeTH, MPHYeM HYKJIEHHOBAs KHCIOTa, KOAMPYIOLIas BapHaOENbHBIH TOMEH TSDKENOH
LETIH, COAEPKUT KOTUPYIOIYI0 BapuadenbHblil 1oMeH nocienoBarenbHOCT SEQ ID NO: 12 unmu

93 u (i1) MONMHYKJIEOTUA, COAEPKAIUN HYKJICHMHOBYIO KHUCJIOTY, KOIUPYIOMIYIO BapuadeTbHbIN
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JIOMEH JIETKOH LIeNH, MPUYeM HYKJIEWHOBAsI KUCJIOTa, KOJUPYIOIIas BapruaOe bHbIN JOMEH JIETKOM
LETH, COAEPKUT KOTUPYIOLIYIO BapuadenbHbIi qoMeH nocienosaTenbHocTh SEQ ID NO: 15, 96
win 97. HykjenHoBast KUCJIOTa, KOAMPYIOIIAs BapHaOeNbHbIM OMEH TSDKEJIOH LenH, U
HYKJIEMHOBAsI KHCJIOTa, KOAUPYIOIIasi BapuabenbHbIi TOMEH JIErKOH LIEMH, MOTYT HaXOAUThCS B
OJITHOM TOJIMHYKJIEOTHU/IE UM B Pa3HBIX NONMHYKIeoTHAax. HykienHoBas KMCI0Ta, KOAUPYIOLIas
BaprabeNbHBIN TOMEH TSDKEJION LeNH, W HYKJIEWHOBas KHUCJIOTA, KOAMPYIOIas BapuaOeNbHbIN
JIOMEH JIETKOH LIeTH, MOTYT HaXOJUThCSI B OJHOM BEKTOPE MJIU B PA3HBIX BEKTOpAaX.

[0169] Taxxke B HacToOALIEeM AOKYMEHTE IpPEUIOKeHA KOMIO3MLMsA, conepskamas (1)
NOJMHYKJIEOTU, COAEPKAIIUN HYKJIEHHOBYIO KHCJIOTY, KOAUPYIOLIYIO BapHaOeNbHBIH TOMEH
TSDKEJION LIeTH, NMPUYeM HYKJIEHHOBAs KHCIOTAa, KOAMPYIOLIas BapuaOeNbHBbIH TOMEH TSDKENOH
LETIH, COAEPKUT KOTUPYIOLIYI0 BapuabenbHblil 1oMeH nocienoBaresbHOCT SEQ ID NO: 13 unu
94 u (il) NONMHYKJIEOTHA, COAEPIKAIINN HYKJIEHHOBYIO KUCIOTY, KOJHPYIOLIYIO BapHaOesbHbIH
TOMEH JIETKOH LIeTH, TIPUUeM HyKJIEMHOBas! KMCJIOTa, KOAUPYOIasi BapuabesbHbIN TOMEH JIerKoH
LeNU, CONEPKUT KOMUPYIOLIYIO BapuabenbHbIil oMeH nocienosarenbHocTh SEQ ID NO:15, 96
win 97. HykienHoBas KUCIOTa, KOAMPYIOLIAas BapHaOeJbHbIH IOMEH TSDKENOH LenH, |
HYKJIEMHOBAsI KUCJIOTA, KOAUPYOLIasi BapuaOenbHbIi TOMEH JIErKOH LenH, MOTYT HaXOIUThCS B
OJITHOM MOJUHYKJICOTH/IE UM B Pa3HBIX MONMHYKI€OTHAAX. HykienHoBas KMCI0Ta, KOAUPYHOLIast
BapuabesbHBI TOMEH TSDKENOHM LM, W HYKJIeMHOBAas KHCJIOTA, KOAMPYIOIIas BapuaOesbHbIH
JIOMEH JIETKOH LIeTH, MOTYT HaXOJUThCSI B OJJHOM BEKTOPE WJIU B PA3HBIX BEKTOPAX.

[0170] Takxke B HacTOALIEM AOKYMEHTE MpPEUIOKeHAa KOMIO3MLMsA, conepskamas (i)
NIOJIMHYKJICOTU, COAEPKAIUN HYKJIEHHOBYIO KHCJIOTY, KOAUPYIOLIYIO BapHaOeNbHbIA TOMEH
TSDKEJIONW LIeTIH, MPUYeM HYKJIEHHOBAs KHCJIOTAa, KOAMPYIOLIAass BapHaOENbHBIA TOMEH TSDKENOH
LETH, COAEPKUT KOTUPYIOLIYIO0 BapuadenbHbIil 1oMeH nocienoBaTenbHOCT SEQ ID NO: 14 unmu
95 m (i1) MONMHYKJIEOTUA, COAEPIKAIUN HYKJICHMHOBYIO KHUCJIOTY, KOIUPYIOMYIO BapuadeTbHbIN
JIOMEH JIETKOH LIeNH, MPUYeM HYKJIEWHOBAsI KUCJIOTA, KOJUPYOIIasi BaprHaOeIbHbIN JOMEH JIETKOM
LU, COAEPKUT KOTUPYIOLIYIO BapuadenbHbii qoMeH nocienosaTenbHocTh SEQ ID NO: 15, 96
win 97. HykjienHOBas KHCIIOTa, KOOUPYIOIIasi BapwaOeNbHBIA ITOMEH TSDKEJIOW Lenu, U
HYKJICHHOBAsI KHCJIOTa, KOAUPYIOIIasi BapuabebHbIH TOMEH JIETKOH LIEMH, MOTYT HaXOIUThCS B
OJITHOM TIOJIMHYKJIEOTHIE WM B Pa3HBIX MONMHYKIeoTHAax. HykienHoBas KUCIOTa, KOAUPYIOLIas
BapuabeNbHBIN TOMEH TSDKEJON LIEeMH, W HYKJICWHOBAs KHCJIOTA, KOIMPYIOIIas BapHaOeNbHBIN
JIOMEH JIETKOH LIeTH, MOTYT HaXOJUThCsl B OJJHOM BEKTOPE UJIU B PA3HBIX BEKTOpaXx.

[0171] Takke B HACTOSIIEM NOKYMEHTE MPEAJIOKEHBbl MOJMHYKJICOTHABL, COIAEp Kalue
HYKJIEOTUIHYIO TIOC/IeNOBaTENbHOCTh, KoTopast konupyer SEQ ID NO:6, 7, 8, 9, 10, 11, 22, 23,

24,25, 26, 27, 28 unu 29, COOTBETCTBEHHO.
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[0172] Takke B HACTOSIIEM JOKYMEHTE MPEAJIOKEHbI MOJMHYKJIEOTHABL, KOTOPBIE MO
MeHb1el Mepe Ha okoio 80%, 85% unu 90% uaeHTUYHBI HYKJIEOTUAHON MOCIe0BaTEeNbHOCTH,
kotopass kogupyer SEQ ID NO:6, 7, 8, 9, 10, 11, 22, 23, 24, 25, 26, 27, 28 umm 29,
COOTBETCTBEHHO.

[0173] Takke B HACTOSIIEM JOKYMEHTE MPEAJIOKEHBbl MOJMHYKJIEOTHABL, COIAEp Kalue
HYKJIEOTUJHYIO TOCJIE€IOBATEIbHOCTh, KOTOPasi MO MEHbIIEH Mepe Ha OKojo 95% wuaeHTU4Ha
HYKJIEOTUIHON mocieaoBarenbHOCTH, kKoTopas kogupyer SEQ ID NO:6, 7, 8, 9, 10, 11, 22, 23,
24, 25, 26, 27, 28 wnu 29, COOTBETCTBEHHO. Takke B HACTOSALIEM JOKYMEHTE MPEIIIOKEHBI
MOJINHYKJICOTUIBI, COAEPIKAIUME HYKJICOTHUAHYIO IOCIEAOBATENBHOCTb, KOTOpas IO MEHbLIEH
Mepe Ha OKOJI0 96% UAeHTUYHA HYKJIEOTUHOM OCIeA0BaTeIbHOCTH, KoTopas kogupyet SEQ ID
NO:6, 7, 8,9, 10, 11, 22, 23, 24, 25, 26, 27, 28 unu 29, COOTBETCTBEHHO. Takke B HACTOSIIEM
JOKYMEHTE IIPEAJIOKEHBI TOJUHYKIEOTUIBI, COAEPIKALINE HYKICOTUIHYIO MOCIEN0BATENBHOCTD,
KOTOpasi Mo MeHblIeH Mepe Ha OKONo 97% HIeHTHYHAa HYKJIEOTUAHOW IOCHENOBaTEIbHOCTH,
koropas kogupyer SEQ ID NO:6, 7, 8, 9, 10, 11, 22, 23, 24, 25, 26, 27, 28 wumu 29,
COOTBETCTBEHHO. Taxxke B HACTOSAIIEM JOKYMEHTE NPEAJIOKEHbI TOJIMHYKIEOTUABL, COep Kalue
HYKJIGOTHJIHYIO TIOCJIeIOBATEIbHOCTh, KOTOpasi MO MeHbleld Mepe Ha Okono 98% upeHTHUYHA
HYKJIGOTHJIHOM TocyieoBarenbHOCTH, Kotopas koaupyer SEQ ID NO:6, 7, 8, 9, 10, 11, 22, 23,
24, 25, 26, 27, 28 unu 29, cooTBeTCTBEHHO. Takke B HACTOALIEM NOKYMEHTE IPEIJIOKEHbI
MOJINHYKJICOTU/IbI, COAEpIKAILNE HYKJIECOTHAHYIO IOCIEAOBATENBHOCTh, KOTOpas MO MEHbLIEH
Mepe Ha OKoJIo 99% uaeHTHYHA HYKJIEOTUIHOM NOCIe10BaTeIbHOCTH, KoTopast kogupyer SEQ ID
NO:6,7, 8,9, 10, 11, 22, 23, 24, 25, 26, 27, 28 unu 29, COOTBETCTBEHHO.

[0174] B KOHKpeTHOM BapHaHTe OCYLIECTBJICHHUS NOJHHYKJICOTH WM KOMOWHALIUS
MOJINHYKJIEOTUIOB, MPEJIOKEHHbIE B HACTOSALIEM JOKYMEHTE, COAEP>KAaT HYKJICOTUIHYIO
NOCJIEIOBATENIbHOCTh MM KOMOWHALIMIO HYKJICOTUAHBIX IMOCIENOBATEIBHOCTEH, KOAMPYIOLINX
AHTUTEJI0 WJIM €ro AaHTUTCHCBS3bIBAOINUN (ParMEeHT, KOTOpblE HMMYHOCHEIHU(PHUECKH
ces3piBatoTcsl ¢ B7-H4  (nanpumep, B7-H4 denoBeka), mnpu4YeM aHTHTEIO WJIH €ro
AHTUTCHCBS3BIBAIOIINN (PPArMEHT CONEPKUT TSDKENYIO LIeTb, MPHYEM TsDKeNas Lenb COAePIKUT
BapuaOeJIbHBIA JTOMEH TSKENION LeMHu, CONep Kalquii aMUHOKUCJIOTHYIO MOCHENOBATEIHbHOCTD,
ykazaHHyro B Tadnmue 3 (nanpumep, SEQ ID No:6-8), 1 KOHCTaHTHYIO 00J1aCTh, COAEPIKAIIYIO
AMHHOKHCJIOTHYIO TOCJIEIOBATENbHOCTh KOHCTAHTHOM OOJIACTH TSDKEJIOHN 1enu ramMmma (y) MbIIIu
(nanpumep, 1gG1 nmu IgG2a).

[0175] B KOHKpPETHOM BapHaHTE OCYIIECTBJICHUS NOJHHYKJICOTHI WM KOMOWHALINS
MOJINHYKJICOTUIOB, MNPEJIOKEHHbIE B HACTOALIEM [OOKYMEHTE, COAEP>KAT HYKJICOTUIHYIO
NIOCJIEIOBATENIbHOCTh WM KOMOWHALMIO HYKJICOTUAHBIX IMOCIENOBATEIPHOCTEH, KOAMPYIOMINX

AHTUTENI0 WJIM €ro AaHTUTCHCBS3bIBAOINUN (PAarMEeHT, KOTOpblE HMMYHOCHEHU(PHIECKH
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ces3piBatoTcst ¢ B7-H4  (nanpumep, B7-H4 denoBeka), mnpu4yeM aHTHTENO WIH €r0
AHTUTEHCBS3BIBAIOIINN (PPArMEHT COIEPXKHUT JIETKYIO IIeNb, MPUYEeM JIeTKas LEeNb COAEPIKUT
BapuaOeNbHBI JTOMEH JIErKOH ILeny, COIepKalluii aMUHOKHCIOTHYIO IOCJIENOBATEIbHOCTD,
ykaszannywo B Tabmune 4 (nanpumep, SEQ ID No:9-11), u KOHCTaHTHYIO 00J1aCTh, COAEPIKAIIYIO
AMHMHOKHCIIOTHYIO MTOCJIEI0BATEIbHOCTh KOHCTAHTHON OOJIACTH JIETKOH LN Karlla MBbIIIH.
[0176] B KOHKPETHOM BapuaHTE OCYLIECTBIEHHUSI B HACTOSLIEM JOKYMEHTE MPEIIOKEHbI
MOJINHYKJICOTUIBI, COAEPKAIUNE HYKJICOTUIHYIO MOCIEA0BATENIbHOCTD, KOAUPYIOLIYIO aHTUTENO
k B7-H4 nnu ero aHTUTeHCBA3BIBAIOIINUN (PparMeHT, WK UX JOMEH, 0003HaUEHHBIH B HACTOSIIIEM
TIOKYMEHTe, CM., Hanpumep, Tadbnuny 1.

[0177] Taxke B HaCTOSIIEM AOKYMEHTE MPENJIOKEHbI MOJUHYKJICOTHIbl, KOAUPYIOLIME
antutenno Kk B7-H4 wmnu ero aHTUreHCBSA3BIBAIOIIMN (PPAarMEHT, ONHCAHHBIE B HACTOSINEM
JOKYMEHTE, WIM HMX JOMEH, KOTOpble SBISIOTCS ONTUMU3UPOBAHHBIMH, HAHpUMep, MyTeM
onrrumMu3aiy konoHoB/PHK, 3aMeHbI reTeposIornyHbIMU CUTHAIBHBIMH TTOCIIEIOBATEIbHOCTSIMH,
a TakXe MyTeM ycTpaHeHus: HectaOmibHbIX dyeMeHToB MPHK. CrocoOs! asi reHepupoBaHust
ONTUMU3UPOBAHHBIX HYKJIEHMHOBBIX KHCJOT, KOAMPYHOIIMX aHTtureno k B7-H4 umm ero
AHTUTEHCBS3BIBAIOIINH (PparMeHT WM AOMEH (Hanpumep, TSKENYIO Lelb, JIETKYIO Lelb, JOMeH
VH, wnu nomen VL) niist peKOMOMHAHTHOMN SKCIPECCHH MyTeM BHECEHHUS M3MEHEHHUH B KOJAOHbI
(HanpuMep, M3MEHEHUe KOJIOHA, KOAMPYIOIIEro Ty K€ aMHUHOKUCIOTY H3-32 BBIPOJKAEHHOCTH
TeHEeTUYECKOr0 KOnma) W/WiM yCTpaHeHus: MHruoupyromux obnacreir B MPHK, moskeT ObITh
OCYLIECTBJIEHO MyTeM aJanTalHud CIOCOOOB ONTUMHU3ALUH ONUCAHHBIX, HANpUMED, TaTEHTax
CIITA Ne 5965726; 6174666; 6291664, 6414132; u 6794498, COOTBETCTBEHHO.

[0178] IlonunykneoTun, KOAUPYIOLIUM AaHTUTENO WIM €ro aHTUIE€HCBS3bIBAIOIIUM
(bparMeHT, ONMHMCaHHBbIE B HACTOSALIEM JOKYMEHTE, WJIH €ro JOMEH MOXKET OBITh MOJydeH W3
HYKJICMHOBOW KHCJIOTBI M3 TOAXOJSINEr0 WCTOYHUKA (Hanpumep, THOPHIOMBI), HUCIOIB3Ys
CIoCcO0BI, XOPOLIO U3BECTHBIE B TAHHOU o0sacT TexHUKH (nanpumep, IILP u npyrue cnocoOst
MOJIEKYJIIPHOTO  KJIOHUPOBAHUS). Hampumep, ITP-ammuudukanusi ¢ HCIOIb30BAHHEM
CHHTETHUYECKUX MpaiiMepOB, KOTOpbIE CHOCOOHBI THOPHOM3UPOBATBCA € 3°- M S5 -KOHIAMH
WU3BECTHOH TMOCNIEAOBATEIPHOCTH, MOXET OBITh BBITIOJHEHA ¢ momomblo reHomuou JIHK,
NOJIYYEHHOW M3 KJIETOK TMOPUAOMBI, BBIPA0ATHIBAIOIIUX MPEACTABISIOIIEE MHTEPEC AHTHUTEIIO.
Takue cnocoOw1 ITL[P-ammmndukanny MOryT OBITE HCIIOJB30BAHBI IS ITOJYYCHHST HYKJIEHHOBBIX
KUCJIOT, COAEPIKAIINX MOCIEAOBATENbHOCTD, KOTUPYIOIIYIO JIETKYIO LIETb W/HIIH TSOKENYHO LENb
aHTUTENIA WM €r0 aHTUTeHCBs3bIBaromero ¢parmenra. Takue criocobs ITIP-ammmpukanmum
MOTYT OBITH HCIOJNB30BAHBI JUISI  TOJIYUYEHHUs] HYKJIEHMHOBBIX  KHCIOT, COAEPIKALINX
MOCJIEIOBATENBHOCTD, KOJUPYIOIIYIO BapuadeabHy0 00JIacTh JIETKOM LEenH 1/ i BapruabeTbHYO

o0NacTp  TSDKEJNOM  menmu  aHTUTeNa WM €€  aHTUTCHCBSA3BIBAIOIIUK  (parMeHt.
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AMITUPUIUPOBAHHBIE HYKJIEHMHOBBIE KHCJIOTBHI MOTYT OBITh KJIOHUPOBAHBI B BEKTOPBI IS
SKCIPECCHH B KJIETKAX-X0351€BaxX U JUIsl JAJbHEHIIEro KIOHUPOBAHUs, HAIPUMED, € MOJYy4YEHHEM
XUMEPHBIX WM T'YMaHU3HPOBAHHBIX AHTUTE UJIH UX AaHTHTEHCBSI3BIBAIOIINX (DPATrMEHTOB.

[0179] [MonuHyKIEOTHUABI, TPEIJIOKEHHBIE B HACTOSIIEM IOKYMEHTE, MOTYT OBITb,
nanpumep, B popme PHK nmu B popme JIHK. JIHK Brimrouaer B cebst k/IHK, renomnyro JIHK u
cuarerndeckyro JIHK, a taxke JJHK mosker ObITh NBYXLEMOUEYHOW WM OJHOLICTIOUEYHOM.
bynyun onnouenoueunoi, JIHK MoOxkeT SBIATBCA KOAUPYIOLIEH LENbH WJIM HEKOAUPYIOLIEH
(aHTHCMBICIIOBOI) 1embl0. B ompeneneHHBIX BapuUaHTaX OCYIIECTBICHUS MOJHMHYKJIEOTH]
npexacrasisier codoit k/IHK mnmu JIHK, B koTopoli OTCYyTCTBYeT OAMH WK 0OJiee SHAOT€HHBIX
UHTPOHOB. B onpeneneHHbIX BapHaHTax OCYLIECTBJIEHUS MOJWHYKJIECOTHU MPEACTaBIsAET COOOMH
HE BCTPEYAIOLIUICS B MPUPOAE MOJMHYKIECOTHA. B OnmpenesneHHbIX BapuaHTax OCYLIECTBJIEHUS
NOJIMHYKJICOTU TPOAYLIUPYETCsl peKOMOUHAHTHO. B onpeneneHHbIX BapuaHTaxX OCYIIECTBIICHUS
MOJINHYKJIEOTU/IbI SIBJISIFOTCSI M30JUMPOBAHHBIMU. B ompeneneHHbIX BapuaHTaxX OCYLIECTBJIEHUS
MOJIMHYKJIEOTUAB!  SIBJIIFOTCSL IO CYIUECTBY YUCTBIMH. B ompeneneHHelx BapuaHTax

OCYILECTBJICHHs] MOJUHYKJICOTH]] OUUINAIOT OT PUPOAHBIX KOMIIOHEHTOB.
Knerku u BekTOpBI

[0180] B omnpeneneHHbIx acrekTax B HACTOSIIEM AOKYMEHTE TMPEIJIOKEHbI BEKTOPBI
(Hanpumep, BEKTOPBI SKCIIPECCHU), COAEPIKALINE TTOTHHYKICOTH I, COIEePIKAIINEe HYKIEOTHIHbIE
NIOCJIEIOBATENIbHOCTH, KOAUpYroIue antutena kK B7-H4 1 ux aHTHreHCBs3pIBatoIe parMeHThbl
WIX UX JOMEH, JJisi PeKOMOMHAHTHOH 3KCIPECCHU B KJIETKAX-X035€BaX, MPEANOYTHTEIbHO B
KJIETKaX MJIEKOMUTAIOMMUX. Takke B HACTOSLIEM JOKYMEHTE NMPEANIOKEHbl KIETKU, Hanpumep,
KJIETKH-X035€Ba, COAEPIKALINE TAKUE BEKTOPHI JJIsI PEKOMOMHAHTHOW 3KCIPECCHH aHTHUTEN K B7-
H4 unm ux aHTUTeHCBSA3BIBAIOIIMX (DPArMEHTOB, OMUCAHHBIX B HACTOSIIEM JOKyMeHTe. B
KOHKPETHOM aCIeKTe B HACTOSIIEM JOKYMEHTE MPEIIOKEHBI CIIOCOOB! MOJYYEeHUST aHTUTENA WITH
€ro aHTHIe€HCBSI3bIBAIOLIETO (PParMeHTa, ONMMCAHHBIX B HACTOSINEM JOKYMEHTE, BKJIIOUAIOIIHE B
ceOsl IKCIPECCHI0 TaKOro aHTHTENAa WM €ro aHTHIE€HCBSI3BIBAIOIIETO (PparMeHTa B KJIETKE-
XO3sUHE.

[0181] B ompeneneHHBIX BapHaHTAaX OCYIIECTBIIEHUS PEKOMOMHAHTHAS HKCIPECCHUS
AaHTUTENA, WM €ro AaHTUTCHCBS3BIBAIOINEro (pparMeHTa, WJIM €ro AOMEHa, OINHCAHHBIX B
HACTOSIIIEM JOKYMEHTE (Hanpumep, TSKEJIOW WU JITKOW I[eNH, OMUCAHHOW B HACTOSIIEM
IOKYMEHTE), KOTOphle crienuduyuecku ceszbiBatoTest ¢ B7-H4 (nanpumep, B7-H4 yenoseka),
BKJIFOYaeT B ce0s KOHCTPYHPOBAHHE BEKTOPAa JSKCIPECCHH, CONEPIKAIIero MOJHMHYKJIEOTHI,
KOTOPBII KOIUPYET aHTUTEIIO, WIIN €T0 aHTUT'€HCBA3bIBAIOINN (hparMeHT, uiu ero noMeH. Ilocne

NOJIY4YCHHU TIOJHUHYKIICOTUAA, KOAUPYHOLIECTO AaHTUTEIO, WKW €ro aHTI/IFeHCBﬂSI:;IBaI-OH_II/Iﬁ
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(dparMeHT, WM ero IOMeH (Hanpumep, BapuaOeNbHBIH JAOMEH TSDKEJIOHW WM JIETKOH LemH),
ONMHMCAHHbIE B HACTOSIIEM JOKYMEHTE, BEKTOp [UIsI CO3JaHUsl aHTUTeNa WIH €ro
AHTUTEHCBS3BIBAIOIIETO (parMeHTa MOXKET OBITh TOJYYE€H C MOMOINBI0 TEXHOJOTUH
pexomOunanTHoM JIHK, ucnomnp3yst ¢crmocoObl, XOpOImo U3BECTHBIE B JAHHON O0JIaCTH TEXHUKH.
Takum o0pazoMm, B HACTOSIIEM AOKYMEHTE OIMCAHBI CIOCOOBI MOJy4YeHUs Oeika MyTeM
SKCIPECCHH TIOJIMHYKJIEOTHIA, COAEPIKAIIEero AaHTUTENO, WM €ro aHTHUIeHCBSI3bIBAIOLIUI
(bparMeHT, WiIM ero OOMeH (Hanpumep, JNETKyI LeNb WIH TOKENY Lenb), KOIUPYIOIHe
HYKJIEOTUAHYIO TTOCNIEA0BaTeNbHOCTh. (Croco0bl, KOTOpPBIE XOPOIIO U3BECTHBI CIELUATNCTAM B
JaHHON 00JacTH TEXHHWKH, MOTYT OBbITh HCIIOJNIBb30BaHbI I KOHCTPYMPOBAHHUS BEKTOPOB
JKCIIPECCUH, CONEPIKAIINX AHTUTEINO, UM €r0 AHTUIeHCBA3BIBAIOLINH (PparMeHT, Win ero J0MeH
(Hanpumep, NErKyr Lenb WM TSOKENYK LeNb), KOMUPYIOIIHE IOCIENOBATENbHOCTH, U
COOTBETCTBYIOLINE CUTHAJIBI KOHTPOJIS TPAHCKPUIILIMU U TPAHCISIIUU. DTH CHOCOOBI BKIIFOUAIOT
B ce0s1, nanpumep, meronbl pekomOunantHol JIHK in vitro, MeTonbl CHHTE3a M T€HETHYECKYIO
pekomOuHaumio in vivo.  Takke NpPeNIOKEHbl PEIUULUPYEMble BEKTOPbL, COAepIKaIine
HYKJICOTUIHYIO TIOCJIE€OBATENIbHOCTD, KOJUPYIOIYIO aHTUTENO UM €r0 aHTUIeHCBSI3bIBAIOLIMN
(dparmMeHT, ONMMCaHHBbIE B HACTOSIIIEM JOKYMEHTE, TSDKEIYIO HIIM JIETKYIO Lelb, BapuaOebHbIH
IOMeH Tsbkenod wiam jerkoi nenu 6o CDR Tspkenoit wimm nerkoit nenw, (GyHKIHMOHAJIBHO
CBSI3aHHBIE C TIPOMOTOpOM. Takue BEKTOpBI, HalpuUMep, MOTYT COAEpPKaTb HYKJIEOTUIHYIO
MOCJIeIOBATEIbHOCTh, ~ KOAHMPYIOLIYK) ~ KOHCTAHTHYKO  O0OJlacTh  aHTHTENa WM €ro
AHTHIeHCBS3BbIBAIOLIETO (parMeHTa (CM., Hanpumep, MexayHapomHble nyOmukammu Ne WO
86/05807 u WO 89/01036; a taxxke mareHT CIIIA Ne 5122464), a BapuaOenbHble TOMEHbI
AHTHTEJA WU €T0 AHTUTCHCBSI3bIBAIOIETO (PparMeHTa MOTYT OBITh KIIOHUPOBAHBI B TAKOIH BEKTOP
JUJIs SKCIIPECCUU BCEU TSDKENOW LIeTH, BCEH JIETKOM LEeNU WM KaK BCEeU TSDKENOW, Tak U BCEH
JIErKOH Lenen.

[0182] Bekrop skcnpeccun MoOXeT ObITh NEPEHECEH B KIETKY (Hanpumep, KIETKY-
XO35IMHA) C TIOMOLIbK) OOBIMHBIX METOAMK, M TIOJIyYEHHbIE KIJIETKH MOTYT OBITh 3aTeM
KYJbTHBHPOBAHbI C TOMOINBI) OOBMMHBIX METONOB Ui NOJNYYEHHUsS AaHTHTEIa WIH €ro
AHTUTEHCBS3BIBAIOIIETO (PparMeHTa, ONMMCAHHBIX B HACTOSINEM JIOKYMEHTE (Hanpumep, aHTuTena
WJIM €r0 aHTUTeHCBsI3bIBarOIero (hparmenTa, conepxkamux mectb CDR u3 SEQ ID NO:22-25, 26,
27 wnu 28, u 29, obnacte VH u3 SEQ ID NO:6-8, obnacts VL u3 SEQ ID NO:9-11, obnacts VH
u3 SEQ ID NO:6-8 u obnacte VL u3 SEQ ID NO:9-11, tsoxenyro uenb uz SEQ ID NO:16-18, 89,
90 unm 91, nerkyro uensb u3 SEQ ID NO:19, 30, 31, unu tsoxenyro uens u3 SEQ ID NO:16-18, 89,
90 wim 91 u nerkyro nenb w3 SEQ ID NO:19, 30 uymm 31). Takum obpa3om, B HACTOSIIEM
JOKYMEHTE TIPEAJIOKEHBl KJIETKHU-XO0351eBa, COAEpIKalINe TOJHHYKICOTHI, KOAHPYIOLIHI

AHTUTCJIO HJIN €TI0 aHTI/IFeHCBﬂSI:;IBaI-OH_II/Iﬁ (I)paFMeHT, ONHCAHHBICE B HACTOALIEM JOKYMCHTE,
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HanpuMep, aHTUTENIO WU €r0 aHTUTeHCBSI3bIBAIOIINK (parMeHT, conepskamue mects CDR u3
SEQ ID NO:22-25, 26, 27 unu 28, u 29, obnacts u3 VH SEQ ID NO:6-8, obnacts VL u3 SEQ ID
NO:9-11, obnacte VH u3 SEQ ID NO:6-8 u obnactes VL u3z SEQ ID NO:9-11, Tspkenyro mernb u3
SEQ ID NO:16-18, 89, 90 unu 91, nerkyro uens u3 SEQ ID NO:19, 30, 31, unu TsoKenyro Lemnb
u3 SEQ ID NO:16-18, 89, 90 mmu 91 u nerkyro nenp w3 SEQ ID NO:19, 30 wmm 31,
(YHKIIMOHAJIPHO CBSI3aHHBIE C TPOMOTOPOM JUIsl SKCIPECCHH TaKUX IOCJIEAOBATEIbHOCTEH B
KJIETKE-X O35IUHE. B ompeneneHHpIX BapuaHTax OCYILIECTBJEHUS JJII  3KCIPECCUU
IOBYXIEMOYEHHBIX aHTUTEJ WM UX AHTUTCHCBSI3bIBAIOIINX (PParMEHTOB MOTYT ObITH COBMECTHO
SKCHPECCUPOBAHBI BEKTOPbI, KOAUPYIOLIUE KAK TSIKEIYI0, TaK U JIETKYIO [IENH, UHAUBUYAJIbHO, B
KJIETKe-XO35IMHe JJII 3KCIPEeCCHH BCEro HMMYHOINIOOYJIMHA, KakK OIUCAHO HIKe. B
ONpeNeeHHbIX BapHaHTaX OCYLIECTBJICHUS KJIETKA-XO3MH COAEPKUT BEKTOpP, COAEpP KALIUI
MOJINHYKJICOTU/, KOAUPYIOLIUN TSDKENYK Lenb U JIETKYI0 LEeMb aHTUTENa, OMNUCAHHOIO B
HACTOSIIIEM JOKYMEHTE, WJINM UX JAOMEH. B KOHKpPETHBIX BapHaHTax OCYILECTBJICHMS KJIETKa-
XO35UH COAEP>KUT JIBa Pa3HBbIX BEKTOPA, NMPUYEM IEPBBIM BEKTOP CONEPIKUT MOJUHYKJICOTHUN,
KOIUPYIOIIUN TSDKEIYIO Lelb WM BapuabesbHyr OONaCTh TSIKENON LENmH aHTHTeNa WM €ro
AHTUTCHCBS3BIBAIOIIETO ()parMeHTa, OMHUCAHHOTO B HACTOSIIEM JOKYMEHTE, a BTOPOW BEKTOP
COAEP KUT TOJIMHYKJICOTH], KOAUPYIOIIMI JIETKYIO Lelb WM BapHaOeNbHYI0 00JIaCTh JIErKOH
Leny aHTUTeNa, ONMUCAHHOIO B HACTOSIIEM AOKYMeHTe (Hanpumep, aHTUTENA, COIEpPKaIlero
mectb CDR u3 SEQ ID NO:22-25, 26, 27 unu 28, u 29), unu ux aomeH. B gpyrux BapuaHTax
OCYIIECTBJICHUS]  TepBasi  KJIETKA-XO35IMH  CONEPKUT  TEPBBIM  BEKTOpP,  COAEpIKalIui
MOJIMHYKJICOTH, KOAMPYIOIIUN TSDKENYH LENb WM BapuabeNbHYH OOJacTh TSDKEJIOW LIenmu
AQHTHTEJA WM €r0 aHTUTeHCBSI3bIBAIOIIErO (hparMeHTa, OMHUCAHHOTO B HACTOSIIEM JOKYMEHTE, a
BTOpasi KJIETKA-XO35TUH COMAEPIKUT BTOPOU BEKTOP, CONEP KAIINI MOJUHYKJICOTHU I, KOTUPYIOLIUN
JETKYK0 LeMb Wi  BapuadenbHYyr0  OONACTh  JIETKOH IeNMu  aHTUTeNla WJIM  €ro
AQHTUTE€HCBS3BIBAIOINETO (hparMeHTa, OMUCAHHOTO B HACTOSIIEM JOKYMEHTE (Hanpumep, aHTUTeNa
WINM €r0 aHTHIeHCBsI3bIBarOero gpparmenta, cogepskamero mects CDR u3z SEQ ID NO:22-25,
26, 27 wiu 28, u 29). B KOHKPETHBIX BapUAHTaX OCYIIECTBIEHHS TsDKeJas Lernb/BapuadenpHast
o0jacTh TSOKEJOW LeMu, OJKCIpeccupyeMasi TIepBOM  KJIETKOW, CBsi3aHa C  JIETKOH
1eTTbi0/BapuadeNbHOM 00J1aCcThIO JIETKOW IIeNy BTOPOH KJIeTKH ¢ oOpa3oBaHUeM aHTUTENa K B7-
H4 wnm ero aHTUTIeHCBS3BIBAIOIIErO ()parMeHTa, OMUCAHHOTO B HACTOSINEM JOKYMEHTE
(Hanpumep, aHTUTENA WM €T0 AHTUTEHCBS3BIBAIOLIETO (hparMenTa, conepskamero mectb CDR u3
SEQ ID NO:22-25, 26, 27 unu 28, u 29). B omnpeneneHHBIX BapUaHTaX OCYIIECTBIEHHS B
HACTOSILIIEM JIOKYMEHTE MPEAJIOKEHA MOMYJSIUSl KJIETOK-X035€B, COAep Kallasi TaKyi TMEPBYIO

KJICTKY-XO31MHA U TAKYH0 BTOPYIO KIICTKY-XO3d1HA.
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[0183] B KOHKpEeTHOM BapuaHTe OCYLIECTBJICHHS] B HACTOSALLEM JOKYMEHTE MPEAJIOKEeHA
NOMYJSINMSL  BEKTOPOB, COIEp’Kallasi TMepBBIH  BEKTOpP, COXEPKAIMUK  IOJMHYKIIEOTHN,
KOAMPYIOIMHUN JIETKYIO Ienb/BapradeNbHy0 001acTh JIerkou nenu anturenaa k B7-H4 wnm ero
AHTUT€HCBS3BIBAIOIIETO (PparMeHTa, ONMMCAHHOTO B HACTOSILIEM AOKYMEHTE, U BTOPOH BEKTOD,
CoIep KAl TOJUHYKJICOTH T, KOOUPYIOIIHHA TsDKEYIO IeTh/BapraldebHy0 00JaCTh TSKEION
uenu antureia kK B7-H4 wnm ero aHTUTeHCBSI3bIBAIOIIEro (pparMeHTa, OMMCAHHOTO B HACTOSIIEM
IOKYMEHTe (Hanpumep, aHTUTENA WIN €r0 aHTUTEHCBS3bIBAIOLIErO (parMeHTa, COmep KaIlero
CDR uz SEQ ID NO:22-25, 26, 27 wunu 28, u 29). B anbrepHaTHBHOM BapHaHTE MOXKET
HCTIONIb30BAThCS OJJUH BEKTOP, KOTOPBIN KOIUPYET U CHOCOOEH HKCIPECCHPOBATH MOJUMENTHIbI
TSJKEJION U JIETKOH Lienen.

[0184] Jist 5KCIIpeccur aHTHUTEN U UX aHTUTEHCBSI3bIBAIOLINX ()PArMEeHTOB, ONTUCAHHBIX B
HACTOSAIEM AOKYMEHTEe (Hanpumep, aHTUTENA WIN €ro aHTHUIE€HCBS3bIBAIOLIEro (parMeHTa,
conepskamero CDR u3 SEQ ID NO:22-25, 26, 27 wnu 28, u 29), MO’KHO HCTIOJIb30BATh MHOYKECTBO
BEKTOPHBIX CHCTEM HKCIpEeccCUM xo03siuHa (cM., Hanpumep, nateHt CIIIA Ne 5807715). Takue
CHCTEMbI JKCIPECCHH XO3SMHA SBJISIOTCS HOCHTENSIMH, C IOMOLIBIO KOTOPBIX MOTYT OBITH
MOJIY4€HbI U 3aT€M OYUIIEHbI MPEACTABISIIOIINE UHTEPEC KOAUPYIOLINE MOCIeI0BATENbHOCTH, a
TaKke OHM TMPEACTABISIIOT KIETKH, KOTOpble MpH TPaHCHOpPMALMKU WIH TpaHCHEKIUN
COOTBETCTBYIOLIUMH  HYKJICOTHAHBIMH  KOAHMPYIOIIUMH  IIOCJIENOBATEIbHOCTAMH  MOTYT
SKCIPECCHPOBATh AHTUTEJNIO WIIH €r0 AHTUT'CHCBS3BIBAIO LN (PpAarMeHT, ONMCAHHBIE B HACTOSLIEM
nokyMmenre, in situ. OHH BKIIOYAIOT B ceOst Oe3 OrpaHUYeHUs] MHUKPOOPTaHHM3MbI, TaKHE KaK
Oakrepuu (nanpumep, E. coli w B. Subtilis),), TpanchopMUpOBaHHBIE BEKTOPAMH KCIPECCHU
pexombunanTHoi JIHK 6aktepuodara, mnasmunuont JIHK i kocmunnoi JIHK, conepxatmumu
NIOCJIEIOBATENIbHOCTH, KOAHMPYIOLINE aHTUTENA, NpOXcKu (Hanpumep, Saccharomyces Pichia),
TpaHC(OPMHUPOBAHHBIE  PEKOMOWHAHTHBIMH  JPOXOKEBBIMH  BEKTOPAMH  SKCIIPECCHUH,
COepIKALIMMH TOCIEOBATENBHOCTH, KOTUPYIOIIUE AHTUTENA, CHCTEMbl KJIETOK HACEKOMBIX,
UHQUUUPOBaHHBIE PEKOMOMHAHTHBIMU  BEKTOPAMH  3KCIPECCHH BUPYCOB  (Hampumep,
OakyyoBupyca), cCoAeprKalue IMOCIEeNOBATEeIbHOCTH, KOAUPYIOIIHE aHTHTENA; CHCTEMBbI
PaCTUTENBHBIX KJIETOK (Hanpumep, 3eneHble BOOopocin, Takue kak Chlamydomonas reinhardltii),
UH(pHULUUPOBaHHBIE PEKOMOWHAHTHBIMH BEKTOPAMH 3KCIPECCHU BHPYCOB (Hanpumep, BHPYC
MO3aMKH LBeTHOM KarycThl, CaMV; Bupyc tabaunoii mo3auku, TMV) unu tpancopmMupoBaHHbIE
PEKOMOMHAHTHBIMH  IUIa3MHUIHBIMUA ~ BEKTOpaMu dKcrmpeccun  (nanpumep, Ti-nnazmuna),
COep KALIMMH TIOCTIEIOBATEIBHOCTH, KONUPYIOIINE AaHTUTENA, WM KJIETOYHBbIE CHCTEMBI
mitekorutaromux (nanpumep, knerku COS (wanpumep, COS1 umu COS), CHO, BHK, MDCK,
HEK 293, NSO, PER.C6, VERO, CRL7030, HsS78Bst, HeLa u NIH 3T3, HEK-293T, HepG2,
SP210, R1.1, B-W, L-M, BSC1, BSC40, YB/20 u BMTI10), Hecymue pekOMOMHAHTHBIC
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SKCIIPECCHOHHBbIE KOHCTPYKLUH, COJEp:Kalllie MPOMOTOPBI, MOJy4YeHHbIE U3 I€HOMa KIETOK
MIIEKONUTAOUMX  (Hanpumep, METAUNIOTHOHEWHOBBIH  MPOMOTOP) MM W3  BHUPYCOB
MJIEKONUTAIOLINX (Hanpumep, TIO3THUNA MPOMOTOP aASHOBUpPYCA;, MPOMOTOpP BHUpPyCa KOPOBbEH
ocnel 7,5K). B KOHKpETHOM BapHaHTE OCYIIECTBICHHS KJIETKAMH /ISl SKCIPECCUN aHTHUTEN HITN
UX AHTHICHCBS3BIBAIOIINX (PPArMEHTOB, ONHMCAHHBIX B HACTOALIEM IOKyMeHTe (Hanpumep,
AHTUTEN UM UX aHTHIeHCBsI3bIBAIOIINX (pparmeHToB, conepxamux CDR u3 SEQ ID NO:22-25,
26, 27 umu 28, u 29), seusrores kiaerku CHO, manpumep, xierku CHO 3 CHO GS System™
(Lonza). B KOHKpPETHOM BapHaHTE OCYILIECTBIEHHs KJIETKAMH JJIsi SKCIIPECCUU AHTUTEII,
OMUCAHHBIX B HACTOALLEM JOKYMEHTE, SIBJISIFOTCS KJIIETKU YeJIOBEKA, Hanpumep, KJIeTOYHbIe TNHUU
4enoBeKa. B KOHKpeTHOM BapHaHTE OCYLIECTBJIEHHUS BEKTOP SKCIPECCUU MIIEKOMUTAKOLINX
npenctasisier cobort pOptiVEC™ wunu pcDNA3.3. B KOHKPEeTHOM BapHUaHTE OCYIIECTBIICHUS
OakTepuabHble KJIETKH, Takue Kak fuscherichia coli, unu sykapuoTHUeCKue KIETKU (Hanpumep,
KJIETKH MIIEKOMUTAIOIINX), OCOOCHHO Ui HKCIPECCHUHU LEJOH MOJIEKYJbl PEKOMOMHAHTHOTO
AHTUTEJIA, UCTIONB3YIOTCS AJISl SKCIIPECCUH MOJIEKYJIbI peKOMOMHAHTHOTO anturena. Hanpumep,
KJIETKH MJIEKOTTMTAIOIINX, TAKKe KaK KJIETKU ssindHuKa kutaiickoro xomsika (CHO) B coueranuu ¢
BEKTOPOM, TAaKUM KaK OCHOBHOH D3JIEMEHT MPOMOTOpa MPOMEXKYTOYHOIO PAHHETO IeHa U3
LIUTOMETAJIOBHPYCa YeJIOBEKa, SBIAIOTCS S(P(MEKTHBHOH CHUCTEMOH SKCIPECCHM IJISI aHTUTEI
(Foecking MK & Hofstetter H (1986) Gene 45: 101-105; u Cockett MI et al, (1990)
Biotechnology 8: 662—-667). B omnpeneneHHbIX BapuUaHTaX OCYINECTBJICHUS aHTUTENA WM UX
AHTUTCHCBS3BIBAIOIINE (PPArMEHTHI, OMUCAHHBIE B HACTOSILIEM IOKYMEHTE, BbhIPaOaThIBAIOTCS
knerkamu CHO wnu knerkamu NSO.

[0185] B HEKOTOpBIX BapUaHTaX OCYIIECTBJICHHUS] CUTHAJIBHBIN NENTUA UCIIOIB3YETCs NIPU
KOHCTPYHPOBAHUU BeKTOpa, coxepxkamero obmactb VH wmmm VL antutena wm  ero
AHTUTEHCBS3BIBAIOIIETO (PparMeHTa, NPEAJIOKEHHOrO B HACTOSIIEM JOKYMeHTe. B omHOM
KOHKPETHOM BapHaHTe OCYLIECTBJICHUsI HyKJIE€OTUIHAS MTOCIE0BaTeIbHOCTh U aMUHOKUCIIOTHAS
MOCJIEI0BATENbHOCTD CUTHAJIBHOTO TENTHIA, HCIOJB3YEMOro il KOHCTPYHPOBAHUS BEKTOpa
skcnpeccun st mocnenosarenbHoct VH, mpencrasnenst B SEQ ID NO:2 u 4, COOTBETCTBEHHO.
B npyroMm KOHKpETHOM BapUaHTE€ OCYILIECTBJIEHMs] HYKJIEOTHAHAsl MOCIENOBAaTeNbHOCTh U
AMUHOKHUCIIOTHasl ~ IOCJIE€JIOBATE€IbHOCTh  CUTHAJIBHOTO  MENTHZAA,  UCIOJNB3YeMOro  JJis
KOHCTPYUPOBAHUSI BEKTOPA SKCIIPECCUU IJIsl mocienoBaTenbHocTi VL, mpencrasnens B SEQ ID
NO:3 u 5, COOTBETCTBEHHO.

[0186] B OOHOM KOHKPETHOM  BapUaHTE€  OCYLIECTBJICHUS HYKJICOTUIHAsA
nocjaeaoBaTeNnbHOCTh curHanbHoro nentuaa VH mpencrasnena B Buge ATGGGC AGGCTT

ACTTCT TCATTC CTGCTA CTGATT GTCCCT GCATAT GTCCTG TCC (SEQ ID NO:2). B
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APYroM KOHKPETHOM BapHaHTE OCYINECTBJICHUS AMHHOKHCJIOTHAS IOCJIENOBATENIbHOCTD
curnajpHoro nentuaa VH npencrasnena B Buge MGRLTSSFLLLIVPAY VLS (SEQ ID NO:4).
[0187] B OOHOM KOHKPETHOM  BapuUaHTe  OCYLIECTBJICHUS HYKJICOTUIIHAS
NocJe0BaTeNbHOCTh curHanbHoro nentuna VL mpeacrasneHa B Bune ATGAAG TTGCCT
GTTAGG CTGTTG GTGCTG ATGTTC TGGATT CCTGCT TCCGGC AGT (SEQ ID NO:3).
B npyrom KOHKpETHOM BapuaHTE OCYIIECTBJICHUS AMHUHOKHCIIOTHAs IOCIENOBATEIbHOCTD
curnanpHoro nentuaa VL npencrasnena B Bune MKLPVRLLVLMFWIPASGS (SEQ ID NO:5).
[0188] Kpowme Toro, MoskeT ObITh BEIOpAH ITAMM KJIETKU-XO35IMHA, KOTOPBIA MOAYJIHPYET
SKCIPECCHIO BCTABJIEHHBIX MOCIIEN0OBATENbHOCTEN WM MoauduLupyeT 1 oOpabaTbiBaeT reHHbIH
NPOAYKT  KOHKPETHBIM  JKelaeMbIM  00pa3oM. Takue wmommupuxaumm (nanpumep,
TJIMKO3UJIMPOBAHUE) W TPOLECCUHT (Hanpumep, paciieruieHne) OeKOBBIX MPOAYKTOB MOTYT
criocobcTBoBaTh PpyHKIMU Oenka. C 3TOH LeIbl0 MOTYT OBITh HCIIOJIB30BAHBI HYKAPUOTHUECKHE
KJIETKU-X035€Ba, KOTOpbIe 00Jaal0T KJIETOYHbIM MEXaHU3MOM ISl NPABHJIBHOTO MPOLIECCHHTA
NEePBUYHOTO TPAHCKPHUITA, TIIMKO3UIMPOBAHUS U GOCHOPHIMPOBAHHS T€HHOTO Mponykra. Takue
KJIETKH-X0351€Ba MJIEKOTMTAIOIINX BKIIIOYAOT B cebs Oe3 orpanmyenus kiaerku CHO, VERO,
BHK, HeLa, MDCK, HEK 293, NIH 3T3, W138, BT483, Hs578T, HTB2, BT20 u T47D, NSO
(keToYHass JMHUS MHUEJIOMbI MBILIEH, KOTOpasi YHIOTEHHO He BbIpaOaThIBA€T HUKAKHX Lerei
ummyHornoOynuna), CRL7030, COS (nanpumep, COS1 unu COS), PER.C6, VERO, HsS78Bst,
HEK-293T, HepG2, SP210, R1.1, B-W, L-M, BSC1, BSC40, YB/20, BMT10 u HsS78Bst. B
ONpEeNeNeHHbIX BapUaHTaX OCYLIECTBJEHUs aHTutena k B7-H4, onucanHble B HaACTOSLIEM
TIOKYMEHTe (Hanpumep, aHTUTENIO WIIH ero aHTUIeHCBsI3bIBatoLIuil pparmenT, conepskamue CDR
SEQ ID NO:22-25, 26, 27 wnu 28, u 29), BbIpadaThIBAIOTCS B KJIETKAX MJICKOMUTAIOIINX, TAKUX
kak knetkn CHO.

[0189] B onpeneneHHbIX BapuaHTax OCylLleCTBIeHUs aHTUTena k B7-H4, onucanHble B
HACTOSIIEM JIOKYMEHTE (Hanpumep, AHTUTENO WIH €ro aHTHUICHCBS3BIBAIOLINHA (hPAarMEHT,
conepsxkamue CDR u3 SEQ ID NO:22-25, 26, 27 unu 28, u 29), BbpadaThIBAIOTCS B KJIETKAX
Potelligent® CHOK1SV.

[0190] ITocne TOro Kak aHTUTENO WIH €0 aHTUT'€HCBSI3bIBAIOIINM (DparMeHT, OMICaHHbIE
B HACTOSIIEM JAOKYMEHTE, ObLIH BbIPAOOTAaHBI MyTEM PEKOMOWHAHTHOW 3KCTIPECCHU, OHH MOTYT
OBITH OYHINEHBI JIIOOBIM CHOCOOOM, W3BECTHBIM B JaHHOW OOJIACTH TEXHHUKH JIsI OYHUCTKU
MOJIEKYJIbl IMMYHOIJIOOYJIMHA, HAMpUMep, ¢ MOMOILIbI Xpomartorpaduu (nanpumep, MOHHBIA
oOmeH, adPUHHOCTD, B HaCTHOCTH, 1O apPUHHOCTH K CrIEU(PUUECKOMY aHTHIEHY Iocie Oenka
A, ¥ KOJNIOHOYHasi xpomarorpadusi ¢ pacmpeleieHHeM IO pa3Mepam), HeHTPU(PYTUPOBAHUS,
i depeHIMaIbHON PaCTBOPUMOCTH WJIHM JIFOOOW IPYrod CTaHTAPTHOM METOAWKH OYHCTKH

OenkoB. bornee Toro, aHTHTENa WM WX AHTHIEHCBSI3BIBAIOLINE (DparMeHTHI, ONMHUCAHHBIE B
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HACTOSIIEM JOKYMEHTE, MOTYT OBITh CIUTBI C TIeTePOJOrHYHBIMU  TOJHIIENTHIHBIMU
MOCJIEIOBATENbHOCTSIMY, ONMUCAHHBIMU B HACTOSIIEM JOKYMEHTE WJIM W3BECTHBIMH B JaHHOU
00JIaCTH TEXHUKH JJIs1 OOJIErYeHNsT OUUCTKH.

[0191] B KOHKpeTHBIX  BapuaHTax  OCYLIECTBJIEHUS  AHTUTENO  HWIU  €ro
AHTUTEHCBSA3BIBAIOIINN (PPArMEHT, OIMCAHHbIE B HACTOSINEM JOKYMEHTE, BBIACISIIOT HIIN
ounmaroT. OOBMHO HW30NMPOBAHHOE AHTHUTENO WM €ro aHTUT€HCBSA3BIBAIOIIMN (parMeHT
IpencTaBsieT coboil Takoe, KOTOPOE IO CYLIECTBY HE CONEPXKUT APYTMX AHTUTEN WIH UX
AHTUTEHCBSA3BIBAIOIINX  (ParMEHTOB C AHTUT€HHOW CHEeUU(PUYHOCTBIO, OTJIHMYHOW OT
BBIZIENIEHHOT'O aHTUTEJNA WIIN €r0 aHTUTeHCBs3bIBaloIero gpparmenta. Hanpumep, B KOHKpeTHOM
BapUAHTE OCYINECTBJIEHUS COCTAB AHTHUTENAa WM €ro aHTHUIeHCBS3BbIBAIOLIEr0 (parMeHra,
OTMCAHHBII B HACTOALIEM JJOKYMEHTE, I10 CYLIECTBY HE COAEPIKUT KIETOYHOIO MaTepuana u/uim

XUMHYECKUX TPEIIECTBEHHUKOB.
ITpumenenust u criocoObl
ITpumeHeHust 1151 OOHAPYIKEHUS U TUATHOCTUKH

[0192] Anrtuteno xk B7-H4 unm ero aHTUreHCBS3BIBAIOLINK (PparMeHT, ONHCAHHBIE B
HACTOSIIIEM JOKyMeHTe (CM., Hanpumep, pasmen 5.2), MOTyT HCIOJNb30BaThCS — JAJIsS
KOJIMYECTBEHHOTO OmpeseseHus ypoBHeii Oenka B7-H4 B OuonorudeckoM oOpasiie, UCIOJb3Y sl
Croco0bl, M3BECTHBIE CHELHMAIMCTAM B JAaHHOH OOJIACTM TEXHUKH, BKJIIOYAas UMMYHOAHAJIH3BI,
Takue Kak uMmyHo(pepmeHtHbiii anamu3 (MDA), copTHpOBKa KIETOK C aKTUBHPOBAHHOM
¢dnyopecuennmeri (FACS), ummyHnorucroxumusi (MI'X), UMMyHONpEeHMIUTALMs U BECTEPH-
OJOTTHHT.

[0193] TTogxonmsiue MEeTKU [UIs aHaJIu3a aHTUTEN U3BECTHLI B TAHHOH 00JIaCTH TEXHUKU
U BKIIOHAOT B cebs ¢QepmeHTHbIe MeTKH, Takwe Kak mnepokcupasza xpeHa (HRP) wu
TIIFOKO300KCH1a3a; paauonsoronsl, Takue kak wox (2°L 2'), yrnepon (**C), cepa (*°S), Tpurwit
(*H), unauii (**'In) u Texnenuit (**Tc); ranrensl, GpayopecLieHTHbIE METKH, GOChOpECUpyIONIHe
MOJIEKYJIbI, XEMUJIIOMHHECLEHTBIE MOJIEKYJIbl, XPOMO(DOpPBI, JIOMUHECLIEHTHBIE MOJIEKYJIBL,
¢doroadHUHHBIE MOJEKYJIbI, OKpAIIEHHBIE HYACTHUIBI W/WJIM JIMTAHAbI, TaKhMe Kak OuoTwH. B
HEKOTOPBIX BapHaHTaX OCYIIECTBIICHUS (pepMeHT ((pepMeHTHas MeTKa) OyAeT TreHepHpOBaTh
OKpAIIEHHBIA MPOAYKT MPH KOHTAKTE C XPOMOTrEeHHBIM cyOcTparoM. IIpumepbl moaxomsimux
(bepMeHTOB BKITIOUAIOT B cebsi ypeasdy, menounyr ¢ocdarasy, nepokcuaasy Boaopona (XpeHa)
W/WJTH TITFOKO300KCHIA3Y.

[0194] Takue MeTKM MOTYyT MCHOJB30BaThCS JAJIsl MEUEHHUs aHTUTeJa WJIH €ro

AHTUT'CHCBA3BIBAIOILICI'O @parMeHTa, OMHUCAHHBIX B HACTOAIIEM JOKYMCHTE. AJ'IbTepHaTI/IBHO,
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BTOPOE aHTUTEJIO WIJIM €r0 AaHTUT'€HCBSA3BIBAIOIINN (PPArMEHT, KOTOPBIE PACTIO3HAIOT aHTHUTEJO K
B7-H4 nnu ero aHTUreHCBSA3BIBAIOIINUN (DparMeHT, OMMUCAHHBIE B HACTOSINEM JOKYMEHTE, MOTYT
ObITb TIOMEUEHbl M WCIIOJIb30BaHbl B KOMOMHAamMM ¢ aHTUTeaoM kK B7-H4 wmm ero
AHTUTEHCBS3BIBAIOIINM (PparMeHTOM Ut OOHapykeHus: ypoBHel Oenka B7-H4. B HexoTOphIx
BAPMAHTaX OCYLIECTBJIEHUsS TaKkOe BTOPUYHOE AaHTUTENO WJIM €ro aHTUIEHCBSA3bIBAKOLIUI
bparmMeHT, Hanpumep, aHTUTENO MBIIIM WM TPBI3yHA, MOMEYEHbl (epMeHTOM (Hanpumep,
NEePOKCHIA301 XpeHa) U OOHAPYKUBAIOTCSA C MOMOIIBIO cyOcTpara depmenTa (nanpumep, 3,3'-
nnamuHOOeH3uanHa (DAB)).

[0195] B nannO# 00/1aCTH TEXHUKU U3BECTHO HECKOJIBKO CIIOCOOOB IJIsl MPUCOSANHEHHS
WIIM KOHBIOTALIH aHTUTENIA C €r0 PparMeHTOM KOoHbIorata. Hekoropseie criocoObl mpucoeAMHEeHUs
BKJIFOYAIOT B ce0sl MpUMEHEHHE KOMIUIEKCA XeJIaATOB METAJIOB C HMCIIOJIb30BAaHUEM, HAIPUMED,
OpraHu4eCcKOro XEeJIaTUPYIOLLErO areHra, TaKoro KaK AHTUIPUL
OU3TUNIeHTpUaMuHINeHTaykcycHol kucnotsl (DTPA); sTunentpuamMuHTeTpayKCyCHasi KHUCIIOTA,
N-x0p-n-TojyoscyabpoHamun u/unm TeTpaxyiop-3a-60-audeHUITITUKOYPHII-3,
npucoeanHeHHbIX Kk aHtuteny (mareHTbl CIIIA Ne 4472509 u 4938948, kaxnablii U3 KOTOPBIX
BKJIFOUYEH B HACTOSIIUN JOKYMEHT IOCPEICTBOM CCBUIKH). MOHOKJIOHAJIbHBIE AHTHUTENA TAKXKe
MOIyT pearupoBarb ¢ (EPMEHTOM B NPUCYTCTBUH COYETAIOIIEr0 areHra, TaKOro Kak
rayTapaibaerua uiam nepuopar. KoHbroratel ¢ ¢uyopecuenHOBBIMH MapKepaMH MOJydYaroT B
MPUCYTCTBUM TAKUX COYETAIOIIMX areHTOB WJIM MyTeM peakIH ¢ W30THOLHMaHAaTOM. B mateHTe
CIIIA Ne 4938948 Buzyanmuzamusi OMyxoJiedl MOJIOYHBIX >KeJie3, HalpuMep, AOCTUTAETCS MyTeM
UCTIOJIb30BaHHsI MOHOKJIOHAJIbHBIX aHTUTEN, a OOHApYKHBaeMble (hparMeHThI I BU3YyaIU3aluu
CBSI3bIBAIOTCS C AHTUTEJIOM C ITOMOIIBIO JINHKEPOB, TAKUX KaK METHJI-TI-TUAPOKCHOSH3UMHIAT WITH
N-cykunHUMHUIUI-3-(4-TUAPOKCU( EHUIT ) TPOITHOHAT.

[0196] B nmpyrmx  BapMaHTax  OCYINECTBJIEHHs]  OOCYXJIAeTcsl  JepHBATHU3ALIUS
UMMYHOTJIOOYJIMHOB ~ CEJIEKTUBHBIM BBEICHHEM CyJabpruapuibHbeix rpynn B Fc-oOmacte
UMMYHOTJIOOYJIMHA C HCIIOJIb30BAHHUEM YCJIOBUH PEaKIMH, KOTOpble HE H3MEHSIOT Y4acTOK
CBsI3bIBAHUSA aHTUTeNa. ONUCaHo, YTO KOHBIOTaThl AHTUTEJN, NOJy4YaeMble B COOTBETCTBUU C 3TOH
METOZIOJIOTHEH, MPOSBISIIOT YIIYUYIICHHYIO JOJITOBEYHOCTD, CIIEHU(UIHOCTD U YYBCTBUTEIBHOCTD
(matent CIIIA Ne 5196066, BKJIFOYEHHBIH B HACTOSIIIHIA JOKYMEHT TOCPEICTBOM CChUIKH). CaifT-
cienuduieckoe npucoenuHeHne 3QHEKTOPHBIX WIH PEIIOPTEPHBIX MOJIEKYJI, TTI€ PETOPTEPHYIO
iy 3G PEKTOPHYIO MOJIEKYJTY KOHBIOTHPYIOT € YIIIEBOAHBIM OocTaTkoM B Fc-00macTh, Takke Opu1o
ormcaHo B nuteparype (O'Shannessy ef al., Biotechnol Appl Biochem. 1987 Dec;9(6):488-96).
[0197] IIpoBenenue aHanan3a Ha YpoBeHb dKcrpeccun Oenka B7-H4 npenHasHadeHo 1ist
BKJIFOUEHHS KAUECTBEHHOTO WJIM KOJIMYECTBEHHOTO H3MEPEHUsI UJTH OLIEHKU ypoBHs Oenka B7-H4

B NIEPBOM OHOJIOTHUECKOM oOpa3ie mnpsMo (Hanpumep, TyTEM OIpPENeNeHUs] WIH OLEHKH
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a0COFOTHOTO YPOBHS O€Jka) M KOCBEHHO (Hanpumep, TyTeM CpaBHEHUsI ¢ ypoBHEM Oenka B7-
H4 Bo BTOpOM Omonormdeckom oOpaslie WM 3TaJOHHOM oOpasiue). YpPOBEHb SKCIPECCHH
noymnentiuaa B7-H4 B mepBom OmonormyeckoM obOpasiie MOKHO H3MEPUTh WM OLCHUTHh U
CPAaBHHUTBH C 3TaJIOHHBIM ypoBHeM Oenka B7-H4, mpu 3TOM 3TajOH OnpeneNsitoT Ha OCHOBAaHUU
BTOPOTO HETIOPAKEHHOro Ouonorndyeckoro obpasia WM ONPeNeNsioT INMyTeM YCpPEAHEHUs
YPOBHEH B MOMYJISLUN HETIOPAXXEHHBbIX 00pa3noB. Kak Oyner MOHATHO CrienuaniucTaM B JaHHOM
00JIaCTH TEXHHKH, KaK TOJIbKO OyJIeT M3BECTEH «3TANOHHBII» ypoBeHb noaunentuna B7-H4, ero
MO>KHO CUCTEMAaTHUYECKH UCIIONb30BaTh B KAUECTBE 3TAJIOHA /1JIl CPAaBHEHMS.

[0198] Tepmun «Ouonornueckuii obpasen», B KOHTEKCTE HACTOSIIETO JOKYMEHTA,
OTHOCHUTCS K JIIOOOMYy OHOJIOrH4eckoMy oOpasily, MOJIYYEeHHOMY OT CyOBeKTa, W3 KIETOYHOU
JVMHUM, TKaHU WIM APYroro MCTOYHUKA KJIETOK, MNOTEHLUHAJIBbHO 3Kcmpeccupyrowmux B7-H4.
Heorpannunparoimye UCTOUHUKH OMOJIOTHYECKOro oOpasua IJisi UCHOJNb30BAHUS B HACTOSLIEM
u300peTeHnH BKIIFOYAIOT B ce0si, HApuUMep, CONMAHYK TKaHb, OMOTICHUIO, aCLUTHI, aCMHUPATHI,
SKCTPAKThl SKUAKOCTH, KPOBb (BKJOYAs LUPKYJHUPYIOIIME OIyXOJIEBbIE KIETKH), IUIa3My,
CBIBOPOTKY, CIIHHHOMO3TOBYIO JKUAKOCTb, JTUM(PATHUECKYIO JKHIKOCTb, BHELIHHE CPe3bl KOXKHU,
IBbIXaTENIbHBIX MyTeH, KULIEYHUKAa U MOYENOJIOBOrO TPAKTa, CJE3bl, CIIOHY, MOJIOKO, OIyXOJIH,
OpraHbl, KJIETOYHbIE KYJIbTYPbl /UM KOMIIOHEHTBI KJIETOUHBIX KyJbTyp. CrocoObl moy4eHus
00pa3uoB OUONCHYU TKaHEH U KUAKOCTEH OpraHu3Ma y >KUBOTHBIX (Hanpumep, JFOAe) XOPOLIO
U3BECTHBI B JAHHOW OONacTy TeXHWKH. [Ipumepbl crocoOOB MOMYYEHHs LUPKYJIUPYIOLIHX
onyxonesbix kietok (LIOK) onucansr B Ferreira ef al., Molecular Oncology 10: 374-394, koropast
B TOJJHOM 00beMe BKJIFOUEHA B HACTOSLIMH JOKYMEHT mocpenctsoM ccbliku. Hampumep, LIOK
MOTYT OBITh OOOTAIEHbI U3 00pa3ia KPOBH, UCIIOJB3Ys CTPATErd Ha OCHOBE MMMYHOA()PUHHOCTH
win onogusukn. IOK Takke MOryT OBITh MOJTy4€HbI, UCIIOJIB3YS METOIbI TIPSIMON BU3YaJTH3ALHH.
ITpumepsl crmocoboOB  monydeHuss U 00OpaboOTKM 00pa3suoB OHONCHH, KOTOPbIE MOTYT
UCTIONIb30BaThCst B UMMyHorucroxumudeckux (MI'X) aHanmmsax, NMpeAcTaBiI€Hbl B HACTOSIIIEM
NOKYMEHTe B pumepe 4.

[0199] AnTuTeno k B7-H4, onucanHoe B HACTOSIIIIEM TOKYMEHTE, MOKET UCTIOJIb30BATHCS
B IMATHOCTUYECKUX MPUMEHEHUSX, BKJIIOYasl IPUMEHEHUs i71 Vilro, KOTOPbIE XOPOLIO U3BECTHBI U
SIBIIAIOTCA CTAHAAPTHBIMM IS CHELMAJIUCTa, a TakK)Ke OCHOBAaHbI HAa HACTOSIEM OMHCAHHH.
JlmarHocTHYECKHE aHAIU3bI U HAOOPBI 1Jisi oueHku B7-H4 in vifro MoryT UCHONB30BATHCS AJIS
u3ydeHuss oOpa3sLoB NALMEHTa, BKJIOYAas OOpaslbl, HM3BECTHbIE KaK HMEIOIINE pPaK WA
MOJ03peHMe Ha pak. Takol THUIl MPOrHOCTUYECKOTO U TUArHOCTUYECKOIO MOHUTOPHHTA U OLIEHKU
NPUMEHSIETCS. Ha TIPaKTHKe, HAaNpuMep, Ucronb3ys anturtena k 6enky HER2 npu pake monouHoi
xenesbl (HercepTest™, Dako), rae ananus mpumeHsieTcs AJs OLEHKM MALMEHTA HA TPeaMeT

TEpANNU aHTUTECIIAMU C UCITOJIb30BAHHUEM FepLIeHTI/IHa®.
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[0200] Anturena k B7-H4 u ux aHTUreHCBs3bIBaoIue (PparMeHTHl, ONMHCAHHBIE B
HACTOSIIIEM IOKYMEHTE, MOTYT HECTH OOHAPYKMBAEMYIO HITH ()YHKIIMOHAJIBHYIO METKY. B ciydae
UCTIONIb30BaHMUS (DIIYOPECLIEHTHBIX METOK JAOCTYIHAs B HACTOSINEE BPEMs MHUKPOCKONHS U
copTUpoBKa (hIyopeclueHTHO-aKTHBUPOBaHHBIX KieTok (FACS), wmu xomOuHamusi HAByX
CrocO0OB, M3BECTHBIX B IAHHOW OOJIACTH TEXHHUKH, MOTYT MPUMEHSTHCS I HACHTU(UKALUN U
KOJINYECTBEHHOT'O OIPEENIEHNs YICHOB crieln(puIecKkoro csi3biBanus. AHtutena k B7-H4 wnun
UX AHTUTEHCBS3BIBAIOLINE (PparMeHThl, ONMUCAHHBIE B HACTOSINEM IOKYMEHTE, MOTYT HECTH
¢dnyopecuentHyro MeTky. [Ipumeps! (yOopecCHeHTHBIX METOK BKJIIOYAIOT B ceOsl, Hampumep,
pPEaKTHUBHBIE U KOHBIOTUPOBAHHBIE 30HbL, HANPUMED, AMUHOKYMapUH, (PJIyOpeclienH U TEXaCKHil
kpacHblii, kpacurenn Alexa Fluor, kpacutenu Cy u kpacurenu DyLight. Anrureno x B7-H4
MOJKET HECTH PaJMOAKTHBHYIO METKY, Takyro kak usortomnsl °H, 1*C, 3P, 3°S 3°Cl, 'Cr, °"Co, **Co,
9Fe, 7Cu, Y, ®Tc, Mln, WLy, 1217, 1241, 1257 131 198y 2ULA¢ 213Bj 25A¢ i 136Re. B coryuae
UCIIONIb30BAHKS PAJIMOAKTUBHBIX METOK IOCTYIHbIE B HACTOSINEEe BpeMsl CHOCOObI MOACYeTa,
U3BECTHbIE B JAHHOW OOJIACTH TEXHHKH, MOTYT HCIOJNb30BAThCS U WACHTUQHUKALMHM |
KOJIMYECTBEHHOTO ONpeneNieHns Crenu(uueckoro CBsi3blBaHUs aHTHTena kK B7-H4  wmm
aHTUreHCBs3bIBatoIero ¢parmenta ¢ B7-H4 (nanpumep, B7-H4 uyenoseka). B cinyuae korma
MeTKa MpeacTaBisieT co0ol GepMeHT, OOHApYKEHHE MOXKET BBIINOJHSITHCS C IIOMOIIBIO JIF0O0T0
MEeTOJa, IPUMEHSIEMOT0 B HACTOSIIEEe BPeMsI B JAHHOW 00JIaCTH TEXHUKU: KOJIOPUMETPHUECKOTO,
creKTpodOTOMETPUUECKOT0, (PIIyopoCnekTpoPOTOMETPUIECKOTO, aMIEPOMETPUUYECKOTO HITH
ra30MeTPHUUECKOr0 METO/Ia. ITOr0 MOXKHO JAOCTHYb MyTeM MPUBEIEHUS B KOHTAKT oOpas3ia Wiu
KOHTPOJIBHOTO o0pasua ¢ antutesnioM Kk B7-H4 wnm ero aHTUreHCBA3bIBAIOIINM (pparMeHTOM B
YCJIOBHSIX, KOTOpbIE TIO3BOJIIIOT 00pa3oBaTh KOMIUIEKC MEXKIY AHTUTEJIOM WJIH €ro
AHTUI'eHCBS3bIBAIOIIMM (parmMenToM u B7-H4. Bce komrmuiekcel, 00Opa3oBaHHBIE MEXKAY
AHTHUTEJIOM MM €ro aHTHreHCBs3bIBalOIMM (parmeHTom u B7-H4, oOHapyxuBaroTcs u
CPaBHUBAIOTCS B OOpas3lie M KOHTPOJbHOM oOpasue. B cBere crnenngpuveckoro CBsI3bIBAHUS
AHTHTEJ UJIM UX AHTHTE€HCBSI3BIBAIOLINX (DPArMEHTOB, ONMCAHHBIX B HACTOSIIEM TIOKYMEHTE, ¢ B7-
H4 antWTena wiM WX AHTHIEHCBS3BIBAIOLINE (PAarMEHThI MOTYT HCIIOJNB30BATHCSA IS
cneuuduyeckoro obHapyxkeHusi skcnpeccun B7-H4, nanpumep, B UenbHBIX KIETKax, Ha
KJIETOUHBIX MeMOpaHaX WJIM B LUTOIUIa3Me. AHTHUTENAa WIM WX aHTUTCHCBS3BIBAIOIINE
(bparMeHThI, ONMCAHHbBIE B HACTOSIIEM JOKYMEHTE, TAK)K€ MOTYT HCIOJB30BATHCS JJIsI OUUCTKH
B7-H4 nyrem nmmyHoad) UHHON OUHCTKH.

[0201] B HacTosiiuii TOKyMEHT Tak:ke BKIIFOYEHA CUCTEMA aHAIU3a, KOTOPasi MOKET ObITh
nojy4eHa B Buae Habopa [uid aHamM3a Uil KOJIMYECTBEHHOTO OINPENeeHUs CTENeHU
npucytcteust, Harpumep, B7-H4. Cucrema v Habop Uit aHATN3a MOTYT CONEPIKaTh MEYCHHBIN

KOMIIOHECHT, Hanpumep, MCHCHHOC aHTUTCIIO WU aHTI/IFeHCBSISI:;IBaIOIJ_[I/Iﬁ (I)paFMeHT, d TAKKE€ OUH
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wn 0oJiee JOMONHUTENbHBIX NMMYHOXUMHYECKHUX PeareHToB. JlONMOJHHUTENbHYI0 HHPOPMALIHIO
o Habopax cm., nanpumep, B pasaene 5.4.3 HUxe.

[0202] B Hekotopex acmekTax crocoOsl obHapyxkenus B7-H4 B obpasue in vitro
BKJIFOYAIOT B ce0sl MPUBENEHNE B KOHTAKT 00pa3iia C aHTHTEJIOM HJIH €TI0 aHTUT€HCBS3BIBAIOIIIUM
(parMeHTOM, Kak OIMCAHO B HACTOSINEM IOKYMEHTE. B HEKOTOPBIX acmeKkTax B HACTOSINEM
JIOKYMEHTE MPEIIOKEHO HCIIONIb30BAaHIE AHTUTENA WIIH €r0 aHTHI€HCBSI3bIBAIOIIETO (PparMeHTa,
KaK OINHCAHO B HACTOSALIEM IOKYMEHTe, jisi oOHapyxenus B7-H4 B oOpasue in vifro. B ogHOM
acrmieKTe B HACTOSIIEM JOKYMEHTE MpPENJIOKEHO AHTUTENO WM €ro aHTUIeHCBS3bIBAKOLIUI
(bparMeHT, OnUCaHHbIE B HACTOSALIEM TOKYMEHTE, IJIsl UCIIOIb30BAHUSA C LIENbI0 OOHapy KkeHus B7-
H4 y cyObekra wnu B oOpasie, MOJIYYEeHHOM OT CyObekTa. B OIHOM acmekTe B HACTOSIIEM
JIOKYMEHTE MpPEJIOKEHO aHTUTENO WM €r0 aHTUIEHCBS3BIBAIOLINKN (parMEeHT, ONMHUCAHHbIE B
HACTOSILIEM JOKYMEHTE, [UIsl WCIIOJNb30BaHUsA B LENAX IOUArHOCTHMKU. B onHOM BapuaHTe
OCYIIECTBJICHHUS] AHTUTEJIO COAEPXKHUT OOHAPY)KMBAEMYIO METKy. B OIHOM mpennodTuTebHOM
BapuaHTe ocymectBienusi B7-H4 mnpencraBnser coboit B7-H4 wuwenmoseka. B omgHOMm
NPENNOYTUTEIBHOM BapHaHTEe OCYINECTBIEHUS CYOBEKT NpencTaBiseT coOoi uenoBeka. B
JOMOJHUTEIBHOM BApUAHTE OCYILIECTBIICHUS CyOBEKT, HapUMep, CyObeKT-4eJIOBEK, UMEET Pak.
[0203] B HekoTOphIX acmekTax HacTosllee H300pEeTeHHe pacCMaTPUBAET CIIOCOOBI
UMMYHOJIOTHYECKOTO aHAJIN3a JJIsl CBSI3bIBaHMS U OOHapyskeHust B7-H4. AnTuTena, mony4eHHbIe
B COOTBETCTBHHU C HACTOSIIIMM HM300pETEHHEM, MOTYT MPUMEHSThCS sl oOHapyskeHuss B7-H4.
Hexotopbie cnocoObl MMMYHOJIOTHYECKOTO aHAJIM3a BKJIKOYAOT B Cce0s, MOMHUMO TMPOYEro,
UMMYHOTHCTOXUMHIO, TPOTOYHYK) LIUTOMETPUID, HUMMyHOdepmeHTHbl aHamus (MDA),
PaiMOUMMYHOJIOTHYECKUN aHaJInu3 (RIA), MMMYHOPaJuOMETPUIECKUN aHaJIN3,
UMMYHO(IyOPECUEHTHBIH aHAJN3, XEMWIIOMHHECICHTHbIH aHan3, OHOIFOMHHECIIEHTHBIN
aHAJIN3 U BECTEPH-OJIOTTUHT. DTaIlbl PA3JIMYHBIX CIOCOOOB UMMYHOJIOTHYECKOTO aHaIn3a ObUTH
ONHUCaHbI B HAYYHOU JIUTEpAType, Kak, Hanpumep, B Doolittle M H and Ben-Zeev O, Methods Mol
Biol. 1999;109:215-37;, Gulbis B and Galand P, Hum Pathol. 1993 Dec;24(12):1271-85; u De
Jager R ef al., Semin Nucl Med. 1993 Apr;23(2):165-79, xaxnas U3 KOTOPbIX BKIJIFOYECHA B
HACTOSILIUI JOKYMEHT MyTeM CCBHUIKH.

[0204] B ofmem, crmocoObl MMMYHHOTO CBSI3BIBAHUSI BKJIIOYAIOT B ce0sl TOJy4YeHHe
obpasua, Hanpumep, odpasia, moao3peraeMoro B Hainunu B7-H4, u npuBeneHne B KOHTAKT 3TOT0O
oOpasua ¢ nepBbIM aHTUTENOM K B7-H4 B COOTBETCTBHH C HACTOSALINM H300PETEHHEM B YCIIOBHSIX,
3¢ eKTUBHBIX UIT 00pPa30BaHUSI HMMYHHBIX KOMILJIEKCOB.

[0205] IIpuBeneHne B KOHTAaKT BBIOPAHHOTO OMOJIOTHYECKOro oOpaslia ¢ aHTHTEJIOM B
5 EKTUBHBIX YCIOBUSAX W B TEUEHHE NEPHUOJa BPEMEHH, JOCTaTOYHOrO Ui OOpa3OBaHHUS

UMMYHHBIX KOMILIEKCOB (ITEPBUYHBIX MMMYHHBIX KOMIUIEKCOB), KaK MPABUIIO, BKIIFOYAET B ceOs
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nobasneHne B 00pa3er KOMIO3ULUK aHTUTEN M HHKYOALUI0 CMECH B TEUEHHE MTEPHONIa BPEMEHH,
IOCTaTOYHOTO JJIs1 00Pa30BaHUs aHTUTEJIAMU HMMY HHBIX KOMIUIEKCOB, T. €. JUIS CIIeH(PHIECKOrO
CBsI3bIBaHUs, C JIOObIMH mpucytcTByromumu B7-H4. Tlocne sToro koMmo3umuio oOpasma ¢
AHTUTENIAMH, TaKyI0 Kak cpe3 TKaHu, ruaHmer st UPA, noT-6;10T minn BecTepH-0J10T, OOBIYHO
NPOMBIBAIOT JUIA YIAJNEHUs JHOOBIX HeCNelU(pUUeCKHd CBS3aHHBIX AHTUTEN, IO3BOJISSA
OOHapy>XUBAaTb TOJBKO T€ AHTHUTENA, KOTOpble CHeUU(UYIECKH CBSI3aHbI C MEPBHYHBIMU
UMMYHHBIMH KOMITJIEKCAMU.

[0206] B obmem, obHapy:xeHne o0pa3oBaHMsi HIMMYHHBIX KOMILIEKCOB XOPOIIO H3BECTHO
B JIaHHOM OOJIACTU TE€XHUKHU U MOJKET JIOCTUIaThCS MyTEM NMPUMEHEHUs Pa3IMYHBIX MOIXOIOB.
Taxue criocoObl OOBIMHO OCHOBaHBI HA OOHAPYKEHUM METKU WUJIM MapKepa, TAaKUX Kak Jirodas u3
PamUOAaKTUBHOM, (hIIyOpeCLeHTHON, Ouomorundecko win (pepMEeHTaTUBHON MeTOK. IlaTeHThI
CIIIA, kacarouquecst HCIIOJIb30BaHUS TAKUX METOK, BKJIFOUArOT B ceOst mareHThl CIITA Ne 3817837,
3850752; 3939350; 3996345, 4277437, 4275149 n 4366241, xaxablii U3 KOTOPBIX BKJIIOYEH B
HACTOSILIMI JOKYMEHT IOCPEACTBOM CCBUIKA. B HEKOTOpBIX BapuaHTax OCYILECTBICHUS
BTOPUYHBIN CBSI3BIBAIOIIUIT ar€HT, TAKOH KaK BTOPHYHOE AHTHUTENIO W/WIIM CUCTEMAa CBSI3bIBAHUS
JMraHaoB OHOTHHA/aBHIMHA, MOXKET HCIIOJIb30BaTbCS B COOTBETCTBUH C METOMOJIOTHSIMUY,
W3BECTHBIMH B IaHHOI 00JIACTH TEXHHUKH.

[0207] B HeKOTOpPBIX BapuaHTax OCYIIECTBICHUs IEPBOE AHTUTEJIO, KOTOPOE CBSI3bIBAETCS
B IpeneNiaX NEePBUYHbIX MMMYHHBIX KOMIUIEKTOB, MOXKET OBITh OOHApPY’KEHO MPHU MOMOIIU
BTOPOTO CBSI3BIBAIOLIETO areHTa, oOnmamaromero a@p(@UHHOCTBIO CBSI3BIBAHUSI C AHTHUTEJIOM. B
TaKUX CIy4asix BTOPOW CBSI3bIBAIOLIUI areHT MOXKET ObITh CBSI3aH C OOHAPYKMBAEMOUH METKOIL.
BTopotii CBA3BIBAIOLINI areHT YacTo caM Mo cede SIBJISIETCS] AaHTUTENIOM, KOTOPOe, TAaKUM 00pa3oMm,
MOXET OBITh HAa3BAaHO «BTOPUYHBIM» AHTUTENOM. [lepBUYHBIE WMMMYHHBIE KOMIUIEKCHI
KOHTAKTUPYIOT C MEUEHHbIM BTOPUYHBIM CBSI3BIBAIOIIMM AareHTOM, WJIM AaHTHUTEJIOM, B
5 EKTUBHBIX YCIOBUSX W B TEUEHHE NEPUOJa BPEMEHH, JOCTATOYHOrO Ui OOpasOBaHHUS
BTOPUYHBIX UMMYHHBIX KOMIUIEKCOB. BTOpHYHbBIE HMMYyHHBIE KOMIUIEKCHI 3aT€M, KaK MPaBUJIO,
NPOMBIBAIOT IS YOAJICHUS JIFOOBIX HECTIEUN(UIECKU CBSI3AHHBIX MEUEHHBIX BTOPUYHBIX aHTUTEI
WIN JIMTAHAOB, a 3aTeM OOHApyKMBAIOT OCTABINYIOCS METKY BO BTOPHUYHBIX HMMYHHBIX
KOMILIEKCax.

[0208] JlonojgHHUTENbHBIE CIIOCOOBI BKIIIOYAIOT B ceOst OOHApy>KeHHE IepBHUYHBIX
UMMYHHBIX KOMILUIEKCOB C TMOMOIIBIO JABYX3TAIHOTO MOAXoAa. BTOpoil CBsI3bIBAIOLIMI areHrT,
TaKOM KaK aHTUTEJO, KOTOPbIH 00nanaeT appUHHOCTBIO CBA3BIBAHUS C AaHTHTEJIOM, UCTIOIB3YETCSI
s oOpa3oBaHMUs BTOPUYHBIX MMMYHHBIX KOMIUIEKCOB, Kak Obuto ommcaHo Bbimre. Ilocne
MPOMBIBaHMsI BTOPUUHbIE HMMYHHbIE KOMIUIEKCHI IPUBOAST B KOHTAKT C TPETHUM CBSI3bIBAIOLINM

Ar€¢HTOM UJIN aHTUTCIIOM, KOTOPbBIC O6J'IaI[aI-OT a(l)(l)I/IHHOCTbIO CBA3BIBAHUS CO BTOPbIM aHTHUTECIIOM,
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OMATh-TaKU B 3(PPEKTUBHBIX YCIOBHUAX M B TEUCHHE INEPHOAA BPEMEHHM, JAOCTATOYHOrO IS
00pa3oBaHMsI IMMYHHBIX KOMIUIEKCOB (TPETUYHBIX IMMYHHBIX KOMIUIEKCOB). TpeTuii Turany mim
AHTUTEJIO CBSA3aHbI C OOHAPYKMBAEMOI METKOMH, TIO3BOJISIs OOHAPYIKUBATH TPETUYHBIE UMMYHHBIE
KOMILIEKCBhI, 00pa3oBaHHbIe TaKUM 00pa3oM. Takast cuctemMa MOKeT 0O0eCTIeUUTh aMILTHU() MKATTHIO
CUTHAaJa, €CJIU 3TO XKeNaTeNbHO.

[0209] B npyrom BapuaHTe OCyIIECTBIEHUs] OMOTHHUIMPOBAHHOE MOHOKJIOHAIBHOE WU
NOJIMKJIOHAJIbHOE aHTUTEJIO UCTIONb3YeTCs Al OOHAPYKEHHUsT aHTUIC€HOB-MHILIEHEH, a aHTUTENO
BTOPOT'O 3Tara 3aTeM UCIIONb3YeTCsl AJisl OOHApyKeHHs1 OMOTHHA, PUCOSTUHEHHOTO K KOMITJIEKCY
a"tutena. B atom cnocobe obpaser, nmojiekamuil aHanu3y, cCHadana MHKyOUpYIOT B pacTBOpE,
cofiepskalleM aHTHUTENIO MepBOro 3Tana. B ciydae NMpuCyTCTBUS aHTUI€HA-MULIEHH HEKOTOpbIE
aHTuTeNna CcreunpuUecku CBS3bIBAIOTCA C AHTUTEHOM JUid  OOpa3oBaHUs  KOMILIEKCA
OMOTMHMJIMPOBAHHOI'O AHTUTENA C AaHTUreHOM. KoMriekc aHTuTena C aHTUI€HOM 3aTeM
aMIUTULMPYIOT MyTeM MHKYOAIMU B MOCIEAYIOLINX PACTBOPAX CTPENTABUANHA (MJIN aBUIAMHA)
u OnoruHnmposanHoi JIHK, w/unu komrmiementapHoi OnotnnmmuposanHoit JJHK, npu sTom Ha
KQKAOM JTane K KOMIUIEKCY aHTUTeNa C AHTHICHOM JOOABISFOTCS JOMOJIHUTEJbHBIE CANThI
OuotuHa. Jtanbl aMIITH(UKALUIH TTIOBTOPSIIOT A0 TEX IMOP, ITOKa He OyeT JOCTUTHYT MOAX OIS U
yPOBEeHb aMIUTM(UKALINY, TTOCIIE Yero o0pasel MHKYOHUPYIOT B paCTBOpPE, COAEPIKALIEM aHTUTEIO
BTOPOTO 3Tarna npoTus OnoTrHa. Takoe aHTUTENIO BTOPOTO 3TAla SBJIETCS MEYEHHBIM, HAIpUMep,
(bepMEeHTOM, KOTOpPBIII MOMKET HCIOJb30BATHCS IUII OOHAPYXKEHHs MPUCYTCTBHUS KOMILIEKCA
AHTUTEJNIA C AHTUT€HOM C TMTOMOIIBIO THCTO3H3UMOJIOTHHU, UCTIONB3Ys XpOMOTeHHbIi cyOcTpart. [1pu
NOAXONALIeH aMILTH(HUKALUN MOKHO TOJYYUTh KOHBIOTAT, KOTOPBIA OyAeT MaKpOCKOIMUYECKU
BUIANMBIM.

[0210] B onHOM BapuaHTe OCYINECTBJICHHUS IJIsl UMMYHOJIOTUMECKOTO OOHApY:KEHUs
npumensiercss ummyHorucroxumusi (UI'X). Hcnons3ys UI'X, oOHapyskeHue B obOpasue B7-H4
IOCTHUTaeTCs MyTeM HalleJUBaHIsI Ha 00pasell CBA3BIBAIOIIETO areHTa, Hanpumep, anturena Kk B7-
H4 wmm ero anTureHcsssbiBaromero gpparmenta. CBs3BIBAIOIIUN areHT MOXKET OBITh CBSI3aH,
NPSIMO WJIM KOCBEHHO, C OOHAPYKMBAEMON METKOW WJIM MOXKET OOHAPYKHBATHCS C TOMOLIBEO
APYroro CBS3BIBAIOIIETO areHTa, KOTOPBIH MpPSIMO WJIM KOCBEHHO CBSI3aH ¢ OOHapy>KHBaeMOH
METKOM. B onHom Bapuante ocymectienus B MWI'X ananmse wucnomws3yercs 3,3'-
mrnamuHOOeH3uanH (DAB) st oOHapyskeHUs] TEpBUYHOTO aHTUTENa, cBsi3aHHoOro ¢ B7-H4. B
OHOM  BapuaHTE OCYILUECTBJEHUs KOHLEHTpauuss aHtutensa k B7-H4 wumm  ero
aHTHUTeHCBs3bIBarOIIEro ¢pparmenta B MI'X aHanmu3e cocTaBisieT OT okojio | Mkr/mut 1o okoso 50
MKr/MiI. B OmHOM BapuwaHTe OCYINECTBJICHHs KOHIEHTparusi aHtutena k B7-H4 wmu ero

aHTHUTeHCBs3bIBarOIIero ¢pparmenrta B MI'X aHanmu3e cocTaBisieT OT okojio 1 MKr/mit 1o okoso 20
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MKI/MiI. B OZHOM BapuwaHTe OCYINECTBIIEHHs KOHLEHTpauus aHturena k B7-H4 wmm ero
aHTUTreHCBs3bIBaroero ¢pparmenta B UI'X ananuse cocrasnser okosno 10 MKr/mi

[0211] HI'X MOKeT BBIONHATHCS Ha KJIETKAX, KJIETOYHOM OCaJKe, TKaHIX, Impenaparax
KPOBH, TIa3Me, CHIBOPOTKE WM JIMM(pATHUECKONW XUIKOCTH U T. A. B HEKOTOPBIX BapHaHTax
OCYILIECTBIIEHUs] O0pa3lbl MPEACTABISIOT €000 (uKCHpOBaHHbIE 00pasmbl. B HEKOTOpPBIX
BapHaHTaX OCYLIECTBJICHUS O0pa3Lbl MPEACTABISIIOT COOOH MorpyskeHHble B napaduH oOpasilbl.
B HexkoTOpbIX BapmaHTaX OCYINECTBJIEHHS OOpaslbl MPEACTABISIIOT OO0 (UKCHPOBaHHBIE
(dbopMaTHOM U MOTpyKEeHHBIE B TapaguH 00pasibl.

[0212] B omHOM BapuwaHTe OCYIIECTBJIEHUS MJiI WMMYHOJOTHUECKOrO OOHAPY KEHHS
NPUMEHSIETCS IPOTOYHAs UTOMETPHs. Takum o0pa3oM, HampuMep, YUCIO CBA3aHHBIX aHTUTEN
Ha onHy kyeTky (antibodies bound per cell — ABC) MOXKHO OLIEHUTH C MOMOIIBIO MPOTOYHOMN

LIUTOMETPHH.
TepaneBruyeckne NPUMEHEHUS U CIIOCOObI

[0213] B onHOM acniekTe B HACTOSIIEM JOKYMEHTE MPENCTaBIEHbI CIOCOOBI JIUSHHS paKa,
skcnpeccupyommero B7-H4, y cyObekrta, Bimouarompe B ceOsi BBeIAeHHE CYOBEKTY
TepaneBTHUECKOro aHturena K B7-H4 wiu ero aHTHreHCBS3BIBAIOLIETO (PparMEeHTa, MpUYeM
skcnpeccust B7-H4 Obuta oOHapyskeHa B oOpasiie, MOJyYeHHOM OT 3TOTr0 CyObeKTa, UCIONb3Ys
AHTUTEJIO WM €r0 aHTUTE€HCBSI3bIBAIOIIUI ()PArMeHT, MPEJIOKEHHbIE B HACTOSIIEM JOKYMEHTE.
B HekoTOpbIX BapHaHTaxX OCYLIECTBIEHHsI CIOCOO IOMOJNHHUTENBHO BKJIIOYAET B cels
obHapy:xenune B7-H4 B oOpasiie, mojsy4eHHOM OT CyOBbeKTa.

[0214] B onpeneneHHbIX BapuaHTax OCYILIECTBJICHUsI NPENCTABICHHBI B HACTOALIEM
JOKYMEHTE paK BbIOPAH U3 IPYIIIbL, COCTOALICH H3: paKka MOJIOUHOMH JKee3bl (Hanpumep, TPOUHOU
HETaTHUBHBII PaK MOJIOYHOM jKeJie3bl, TIOJIOKUTENbHBIN Ha penentop ropmoHa (HR) pak MonouHoi
JKeJIe3bl, PaK MPOTOKOB), paKa HIOMETPUS, paKa SIMUHUKA, HEMEJKOKJIETOYHOrO paka JIETKOro
(Hanpumep, TNOCKOKIIETOUHBIN PaK), paka MOKENyIOYHOHN JKeJe3bl, paka IUTOBUIHON JKeJIe3bl,
paka TouYkH (Hanpumep, TOYEYHO-KJIETOUHBIA pPaK) M paka MOYEBOTO My3bIpsi (Hanpumep,
yPOTETNATBbHOKIIETOYHBIH PaK).

[0215] Tepanesruueckue antutena k B7-H4 nnn ux aHTUreHCBsI3bIBatOIue (hparMeHThl
BKJIFOUAIOT B ce0s1, Hanpumep, 20502 u 22213, a Takke UX aHTUT'CHCBSA3BIBAIOIINE (PparMeHTHL
AMMHOKHUCJIOTHBIE M HYKJIECOTHUAHBIE TMOcjenoBaresbHOCTH aHTtuten 20502 u 22213

npencTaBiieHbl B Ta0umax 9 u 10.
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Tabauua 9: AMHHOKHCJIOTHBIE H HYKJICOTHAHBIE MOCJIe10BATEIbHOCTH aHTUTe 1a 20502

Homen anturena | IlocaenosarenbHocts (SEQ ID NO)
(AA/N)
VH CDR1 (AA) | GSIKSGSYYWG (SEQ ID NO:58)

VH CDR2 (AA) | NIYYSGSTYYNPSLRS (SEQ ID NO:59)

VH CDR3 (AA) | AREGSYPNQFDP (SEQ ID NO:60)

VL CDR1 (AA) | RASQSVSSNLA (SEQ ID NO:61)

VL CDR2 (AA) | GASTRAT (SEQ ID NO:62)

VL CDR3 (AA) | QQYHSFPFT (SEQ ID NO:63)

VH (AA) QLQLQESGPGLVKPSETLSLTCTVSGGSIKSGSYYWGWI
RQPPGKGLEWIGNIYYSGSTYYNPSLRSRVTISVDTSKN
QFSLKLSSVTAADTAVYYCAREGSYPNQFDPWGQGTLV
TVSS (SEQ ID NO:64)

VL (AA) EIVMTQSPATLSVSPGERATLSCRASQSVSSNLAWYQQK
PGQAPRLLIYGASTRATGIPARFSGSGSGTEFTLTISSLQS
EDFAVYYCQQYHSFPFTFGGGTKVEIK (SEQ ID NO:65)
VH FR1 (AA) QLQLQESGPGLVKPSETLSLTCTVSG (SEQ ID NO:66)

VH FR2 (AA) WIRQPPGKGLEWIG (SEQ ID NO:67)

VH FR3 (AA) RVTISVDTSKNQFSLKLSSVTAADTAVYYC (SEQ 1D
NO:68)

VH FR4 (AA) WGQGTLVTVSS (SEQ ID NO:69)

VL FR1 (AA) EIVMTQSPATLSVSPGERATLSC (SEQ ID NO:70)

VL FR2 (AA) WYQQKPGQAPRLLIY (SEQ ID NO:71)

VL FR3 (AA) GIPARFSGSGSGTEFTLTISSLQSEDFAVYYC (SEQ ID
NO:72)

VL FR4 (AA) FGGGTKVEIK (SEQ ID NO:73)

Tsoxkenast  wens | QLQLQESGPGLVKPSETLSLTCTVSGGSIKSGSYYWGWI
(AA) RQPPGKGLEWIGNIYYSGSTYYNPSLRSRVTISVDTSKN
QFSLKLSSVTAADTAVYYCAREGSYPNQFDPWGQGTLV
TVSSASTKGPSVFPLAPSSKSTSGGTAALGCLVKDYFPE
PVTVSWNSGALTSGVHTFPAVLQSSGLYSLSSVVTVPSS
SLGTQTYICNVNHKPSNTKVDKKVEPKSCDKTHTCPPCP
APELLGGPSVFLFPPKPKDTLMISRTPEVTCVVVDVSHE
DPEVKFNWYVDGVEVHNAKTKPREEQYNSTYRVVSVL
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TVLHQDWLNGKEYKCKVSNKALPAPIEKTISKAKGQPR
EPQVYTLPPSRDELTKNQVSLTCLVKGFYPSDIAVEWES
NGQPENNYKTTPPVLDSDGSFFLY SKLTVDKSRWQQGN
VFSCSVMHEALHNHYTQKSLSLSPGK (SEQ ID NO:74)

Jlerkas uens (AA)

EIVMTQSPATLSVSPGERATLSCRASQSVSSNLAWYQQK
PGQAPRLLIYGASTRATGIPARFSGSGSGTEFTLTISSLQS
EDFAVYYCQQYHSFPFTFGGGTKVEIKRTVAAPSVFIFPP
SDEQLKSGTASVVCLLNNFYPREAKVQWKVDNALQSG
NSQESVTEQDSKDSTYSLSSTLTLSKADYEKHKVYACE
VTHQGLSSPVTKSFNRGEC (SEQ ID NO:75)

CAGCTGCAGCTGCAGGAGTCGGGCCCAGGACTGGTG
AAGCCTTCGGAGACCCTGTCCCTCACCTGCACTGTCT
CTGGTGGCTCCATCAAAAGTGGTAGTTACTACTGGGG
CTGGATCCGCCAGCCCCCAGGGAAGGGGCTGGAGTG
GATTGGGAACATCTATTATAGTGGGAGCACCTACTAC
AACCCGTCCCTCAGAAGTCGAGTCACCATATCCGTAG
ACACGTCCAAGAACCAGTTCTCCCTGAAGCTGAGTTC
TGTGACCGCCGCAGACACGGCGGTGTACTACTGCGCC
AGAGAAGGATCTTACCCCAATCAGTTTGATCCATGGG
GACAGGGTACATTGGTCACCGTCTCCTCA (SEQ 1ID
NO:76)

VL(N)

GAAATAGTGATGACGCAGTCTCCAGCCACCCTGTCTG
TGTCTCCAGGGGAAAGAGCCACCCTCTCCTGCAGGGC
CAGTCAGAGTGTTAGCAGCAACTTAGCCTGGTACCAG
CAGAAACCTGGCCAGGCTCCCAGGCTCCTCATCTATG
GTGCATCCACCAGGGCCACTGGTATCCCAGCCAGGTT
CAGTGGCAGTGGGTCTGGGACAGAGTTCACTCTCACC
ATCAGCAGCCTGCAGTCTGAAGATTTTGCAGTTTATT
ACTGTCAGCAGTACCACTCCTTCCCTTTCACTTTTGGC
GGAGGGACCAAGGTTGAGATCAAA (SEQ ID NO:77)
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Tabanua 10: AMHHOKHCIOTHBIE H HYKJI€OTHAHBIE MOC/IeJ0BATeIbHOCTH aHTHTe a 22213

Homen antutena | llocaexosarensHocts (SEQ ID NO)

(AA/N)

VH CDRI1 (AA) GSIGRGSYYWG (SEQ ID NO:32)

VH CDR2 (AA) NIYYSGSTYYNPSLKS (SEQ ID NO:33)

VH CDR3 (AA) AREGSYTTVLNYV (SEQ ID NO:34)

VL CDRI1 (AA) RASQSVASSHLA (SEQ ID NO:35)

VL CDR2 (AA) DAVSRAT (SEQ ID NO:36)

VL CDR3 (AA) QQAASYPLT (SEQ ID NO:37)
QLQLQESGPGLVKPSETLSLTCTVSGGSIGRGSYYWGWI

VH (AA) RQPPGKGLEWIGNIYYSGSTYYNPSLKSRVTISVDTSKN
QFSLKLSSVTAADTAVYYCAREGSYTTVLNVWGQGTM
VTVSS (SEQ ID NO:54)
EIVLTQSPGTLSLSPGERATLSCRASQSVASSHLAWYQQ

VL (AA) KPGQAPRLLIYDAVSRATGIPDRFSGSGSGTDFTLTISRL
EPEDFAVYYCQQAASYPLTFGGGTKVEIK (SEQ ID
NO:55)

VH FR1 (AA) QLQLQESGPGLVKPSETLSLTCTVSG (SEQ ID NO:78)

VH FR2 (AA) WIRQPPGKGLEWIG (SEQ ID NO:79)

VHERS (AA) RVTISVDTSKNQFSLKLSSVTAADTAVYYC (SEQ ID
NO:80)

VH FR4 (AA) WGQGTMVTVSS (SEQ ID NO:81)

VL FR1 (AA) EIVLTQSPGTLSLSPGERATLSC (SEQ ID NO:82)

VL FR2 (AA) WYQQKPGQAPRLLIY (SEQ ID NO:83)

VL FR3 (AA) GIPDRFSGSGSGTDFTLTISRLEPEDFAVYYC (SEQ 1ID
NO:84)

VL FR4 (AA) FGGGTKVEIK (SEQ ID NO:98)
QLQLQESGPGLVKPSETLSLTCTVSGGSIGRGSYYWGWI
RQPPGKGLEWIGNIYYSGSTYYNPSLKSRVTISVDTSKN

Toenan e QFSLKLSSVTAADTAVYYCAREGSYTTVLNVWGQGTM

(AA) VTVSSASTKGPSVFPLAPSSKSTSGGTAALGCLVKDYFP
EPVTVSWNSGALTSGVHTFPAVLQSSGLYSLSSVVTVPS
SSLGTQTYICNVNHKPSNTKVDKKVEPKSCDKTHTCPPC
PAPELLGGPSVFLFPPKPKDTLMISRTPEVTCVVVDVSHE
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DPEVKFNWYVDGVEVHNAKTKPREEQYNSTYRVVSVL
TVLHQDWLNGKEYKCKVSNKALPAPIEKTISKAKGQPR
EPQVYTLPPSRDELTKNQVSLTCLVKGFYPSDIAVEWES
NGQPENNYKTTPPVLDSDGSFFLYSKLTVDKSRWQQGN
VFESCSVMHEALHNHYTQKSLSLSPGK (SEQ ID NO:56)
EIVLTQSPGTLSLSPGERATLSCRASQSVASSHLAWYQQ
KPGQAPRLLIYDAVSRATGIPDRFSGSGSGTDFTLTISRL
EPEDFAVYYCQQAASYPLTFGGGTKVEIKRTVAAPSVFI
FPPSDEQLKSGTASVVCLLNNFYPREAKVQWKVDNALQ
SGNSQESVTEQDSKDSTYSLSSTLTLSKADYEKHKVYA
CEVTHQGLSSPVTKSFNRGEC (SEQ ID NO:57)
CAGCTGCAGCTGCAGGAGTCGGGCCCAGGACTGGTG
AAGCCTTCGGAGACCCTGTCCCTCACCTGCACTGTCT
CTGGTGGCTCCATCGGGAGGGGGAGTTACTACTGGGG
CTGGATCCGCCAGCCCCCAGGGAAGGGGCTGGAGTG
GATTGGGAACATCTATTATAGTGGGAGCACCTACTAC
VH (N) AACCCGTCCCTCAAGAGTCGAGTCACCATATCCGTAG
ACACGTCCAAGAACCAGTTCTCCCTGAAGCTGAGTTC
TGTGACCGCCGCAGACACGGCGGTGTACTACTGCGCC
AGAGAAGGATCTTACACAACCGTGTTAAACGTATGG
GGTCAGGGTACAATGGTCACCGTCTCCTCA (SEQ ID
NO:85)
GAAATTGTGTTGACGCAGTCTCCAGGCACCCTGTCTT
TGTCTCCAGGGGAAAGAGCCACCCTCTCCTGCAGGGC
CAGTCAGAGTGTTGCCAGCAGCCACTTAGCCTGGTAC
CAGCAGAAACCTGGCCAGGCTCCCAGGCTCCTCATCT
ATGACGCAGTCAGCAGGGCCACTGGCATCCCAGACA
GGTTCAGTGGCAGTGGGTCTGGGACAGACTTCACTCT
CACCATCAGCAGACTGGAGCCTGAAGATTTTGCAGTG
TATTACTGTCAGCAGGCCGCCAGTTACCCTCTCACTTT
TGGCGGAGGGACCAAGGTTGAGATCAAA (SEQ ID
NO:86)

Jlerkas nenn (AA)

VL (N)

[0216] B HexOTOpBIX BapuaHTax OCYILIECTBJIECHUs TepaneBTU4YecKoe aHtuteno k B7-H4

WK aHTUreHCBsI3bIBaroIui gparment conepskat CDR1 ob6mactu VH, CDR2 ob6nactu VH, CDR3
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obmactu VH, CDR1 o6nactu VL, CDR2 ob6nactu VL u CDR3 obmactu VL anturena 20502.
CDR wmoryT npencrasiate coboii CDR, onpenenennbsie mo Kabary, CDR, onpenenennbie mo
UYorua, uiu CDR, onpenenenHbie mo AbM.

[0217] B HEKkOTOpBIX BapuaHTax OCYLIECTBJIEHUs TepaneBTU4YeCKoe aHtuteno k B7-H4
WK aHTHreHCBs3bIBaromui pparment conepskat CDR1 ob6mactu VH, CDR2 ob6nactu VH, CDR3
obnactu VH, CDR1 o6nactu VL, CDR2 o6nactu VL u CDR3 obnactu VL anturena 22213. CDR
moryT npencrasiath coboii CDR, onpenenennsie mo Kabary, CDR, onpenenennbie nmo Yotua,
unu CDR, onpenenennsie mo AbM.

[0218] B HexOTOpBIX BapuaHTax OCYLIECTBJICHUs TepaneBTU4YecKoe aHtuteno k B7-H4
WwIn aHTUreHeBsi3biBaromuil pparment conep:kat CDR1 o6rmactu VH, CDR2 ob6nactu VH, CDR3
obomactu VH, CDR1 ob6mactu VL, CDR2 obnactu VL u CDR3 obnactu VL, conepsxarrue
aMuHOKHUCIOTHbIE nocnenosatenbHocT SEQ ID NO:32-37, coorBercTBeHHO. B HEKOTOpBIX
BApUAHTaX OCYLIECTBJIEHUs TepaneBTHueckoe aHTuTeno k B7-H4 unm aHTUreHCBs3bIBAIOLIUN
¢parment comepskar CDR1 obmactu VH, CDR2 ob6nactu VH, CDR3 ob6nactu VH, CDR1
obomactu VL, CDR2 ob6nactu VL u CDR3 obnactu VL, comepkaique aMUHOKHCIOTHBIE
nocienoBateabHocTH SEQ ID NO:58-63, COOTBETCTBEHHO.

[0219] B HexoTOpBIX BapuaHTaxX OCYIIECTBJIEHHUs TepaneBTHUecKoe aHtureno k B7-H4
WIN AHTUTEHCBS3BIBAIOIINK (PparMeHT copepkar BapHaOenbHYIO O0JAcTh TSDKENIOH Lenu u
BapHradesIbHYIO 00J1aCTh JIETKOW LeTH, IpUYeM BapuadesibHast 00JACThb TSHKENION LEMH CONEPIKUT
aMUHOKHUCIIOTHYKO mnocaenosatenbHocTe SEQ ID  NO:54. B HekoTOphIX BapuaHTax
OCYLIECTBIIEHHs TeparneBTHYeckoe aHTuTesno K B7-H4 uinm aHTHreHCBSI3BIBAIOLINI (hparMeHT
comepskaT BapuaOeIbHYI0 00JacTh TSOKEJIOW LEenmud W BapuabeNnbHYK0 O0NacThb JIETKOW IIerH,
npudyeM  BapuabenpHast — 00JacTb  TSDKENOW — LEeNmH  CONEPXKUT  aMHHOKHCJIOTHYEO
nocienopareabHOCTE SEQ ID NO:64.

[0220] B HexoTOpBIX BapuaHTax OCYILIECTBJIECHUs TepaneBTUdeckoe aHtuteno k B7-H4
WIN AHTHTEHCBSI3BIBAIOLINKA (PparMeHT conepkaT BapuaOelIbHYIO O00JAacThb TSDKENOW Lend U
BapradesIbHYI0 00JIACTh JIETKOH Lienu, mpudyeM BapuadelibHast 00JACTh JIETKOW LENmu CONEPIKUT
aMUHOKHUCIIOTHYKO mnocienosarenbHocTe SEQ ID  NO:SS. B HekoTOpeIX BapuaHTax
OCYILIECTBIICHHs TeparneBTHdeckoe aHTuteno K B7-H4 unm aHTHreHCBSI3BIBAIOLINI (hparMeHT
colepkaT BapualeIpbHYI0 O0JacTh TKEJIOW Lenmd W BapuabeNbHYI0 OO0NacThb JIETKOW IIerH,
npudeM BapradenbHasi 00IacTh JIETKON LENH CONEPKUT aMHHOKHUCIIOTHYIO TTOCJIEA0BATEIbHOCTD
SEQ ID NO:65.

[0221] B HexOTOpBIX BapuaHTax OCYILIECTBJIEHUs TepaneBTU4YecKoe aHtuteno k B7-H4
WIN aHTUTCHCBS3BIBAIOIIUI (parMeHT comepkaT BapHaOENbHYI OONACTh TSDKENOW ILeTH,

COIEep KAy aMIHOKHUCIOTHYIO nocienoBateibHOCTh SEQ ID NO:54, u BapuabenbHyro 0051acTh
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JIETKON 1enu, COAep Kallyld aMUHOKHCIOTHYH mnocienosaresbHocTe SEQ ID NO:5S5. B
HEKOTOpPBIX BapUaHTax OCYLIECTBJICHUS TepaneBTUYECKOoe aHTutreno K B7-H4 wunum
AHTUTEHCBS3BIBAIOIINN  (pParMEHT coxepikaT BapuaOeNnbHYI0 O0JNACTh TSDKENIOW — IIeTH,
CoZep KAy aMIHOKHUCIOTHYO niocienoBatesibHocTh SEQ ID NO:64, u BapuabenbHyro 00J1acTh
JIETKOH LenH, COAEPIKALIYI0 aMUHOKHUCIIOTHYIO nocienoatenbHOCTh SEQ ID NO:65.

[0222] B HexOTOpBIX BapuaHTax OCYLIECTBJIEHUs TepaneBTU4YecKoe aHtuteno k B7-H4
WIN  aHTUTEHCBSI3bIBAOIIUI  (ParMEHT  COAEPKUT  TSOKENYK  Iellb,  COAEPIKAIIYIo
aMUHOKHUCJIOTHYK nocnefosatenpHocTh  SEQ ID NO:56. B HexkoTOpbIX BapuaHTax
OCYILIECTBIIEHUs TeparneBTudeckoe aHtuteno Kk B7-H4 unm aHTHreHCBs3pIBalOLINi (parMeHT
COZIEPIKUT TSDKENYIO LeTlb, COAEPKALYI0 aMHUHOKHUCIIOTHYO nocieaoBarenbHocTh SEQ ID NO:74.
[0223] B HexOTOpBIX BapuaHTax OCYLIECTBJIEHUs TepaneBTU4YecKoe aHtuteno k B7-H4
WJIN AaHTUT€HCBA3BIBAIOIINN (PPAarMEHT COAEPIKUT JIETKYIO LIeTb, COAEPIKAIYI0 AMHUHOKHCIOTHYIO
nocnenosarenbHocTh  SEQ  ID NO:57. B HekoTOpbIX  BapMaHTax  OCYILECTBJICHUS
TepaneBTuueckoe aHTuTeno K B7-H4 unm aHTUreHCBsI3pIBAIOINI (PparMEeHT CONEPIKHUT JIETKYIO
LeTIb, COEPKAIIYI0 aMHHOKHCIOTHYIO nocienoBaTenbHocTh SEQ ID NO:75.

[0224] B HexoTOpBIX BapHaHTaxX OCYIIECTBJIEHHUs TepaneBTHUecKoe aHtureno k B7-H4
WIM  QHTUTEHCBS3BIBAIOLIMHA  (parMEHT  COAEPKUT  TSOKEIYH  LeNb,  COAEPIKAIIYIo
aMUHOKUCIOTHYIO mocnenosarenbHocTh SEQ ID NO:56, u jerkyroo nenb, ComepiKailyro
aMUHOKHUCIIOTHYKO mnocienosatenbHocTe SEQ ID  NO:57. B HekoTOpBIX BapuaHTax
OCYLIECTBJIEHHs TepareBTHYeckoe aHTuTesno K B7-H4 unm aHTHreHCBSI3BIBAIOLINI (hparMeHT
COZIEPIKUT TSDKENYIO LeTlb, COAEP KAy aMHUHOKHUCIIOTHYO nocienoBarebHOCTh SEQ ID NO:74,

U JIETKYIO LIeTIb, COZIEPIKALIYI0 aMUHOKUCIOTHYIO nocaenosaTenbHocTh SEQ ID NO:75.
Habops1

[0225] B HacrosileM QOKyMeHTe MPemiosKeHbl HaOOpBI, COAepIKalque OTHO WU OoJie
AHTUTEJ WA UX aHTUTE€HCBS3BIBAIOLINX (PPArMEHTOB, OMMCAHHBIX B HACTOSLIEM JOKYMEHTE, HIIH
UX KOHBIOTaTOB (HampuMep, NETEKTHPYIOLINX KOHBIOraTtoB). Kak mpenyio’keHO B HACTOsSIIEM
IOKyMeHTe, HabOpbl MOTYT HCHOJB30BATHCS B CIOCOOAaX MUATHOCTUKU. B omHOM BapuaHTe
OCyLIEeCTBIIEHHs] HAOOp CONEP)KUT AHTHTENIO WM €ro AaHTHIeHCBS3BIBAIOLINKA (parMeHT,
ONMCAHHBIE B HACTOALIEM JOKYMEHTE, NPEANOYTUTENBHO OYMINEHHOE AHTUTEIO WU €ro
AHTUTEHCBS3BIBAIOIINN (PPATMEHT, B OTHOM WJIH 0OJiee KOHTEHHEPOB.

[0226] B KOHKpeTHOM BapHaHTE OCYLIECTBIEHHs HAOOpPBI, ONMHCAHHBIE B HACTOSIIEM
IOKYMEHTE, COZIePIKaT IO CYLIECTBY BbleNeHHbIH aHTUreH B7-H4 (nanpumep, B7-H4 uenosexa),
KOTOPBII MOKET HCIONb30BAaThC B KAaueCTBE KOHTPOJs. B KOHKPETHBIX BapHaHTax

OCyIlecTBJieHUs: HaOOp, MPEIIOKEHHBI B HACTOSIIEM JIOKYMEHTE, MOXET COIepKaTh
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MOJTYYEHHBI PEeKOMOWHAHTHBIM CIIOCOOOM MJTH XUMHUYECKH CHHTE3WPOBAaHHBIN aHTUTeH B7-H4.
Anturen B7-H4, npencraBneHHblii B HaOOpe, Takke MOXET ObITb NMPUCOEAMHEH K TBEPIOM
MOJUJTOKKE.

[0227] B npyroM KOHKDETHOM BapHaHTEe OCYINECTBJIEHUS HAOOpPBI, OIHUCAHHBIE B
HACTOSILIEM JAOKYMEHTE, JAOMOJHUTENbHO COAEP>KAT KOHTPOJBHOE AHTUTEIO WIH €ro
AHTUTEeHCBSA3BIBAIOIINN (parMeHT, KOTOpble HE pearupyroT ¢ aHtureHom B7-H4. B nmpyrom
KOHKPETHOM BapHaHTE OCYINECTBJICHUs] HAOOPBI, ONMCAHHbBIE B HACTOALIEM TOKYMEHTE, COAEPIKaT
OIUH 1K OoJee 3JIEMEHTOB 11 OOHAPYKEHUsS CeM(PUIECKOrO CBA3BIBAHMS aHTUTENA WIIH €r0
AaHTUTEeHCBsA3bIBAIOIEro (¢parmeHra ¢ aHtureHom B7-H4 (nanpumep, antuTENnO UMM ero
AHTUT'€HCBSA3BIBAIOIINN  (parMeHT MOTryT OBITh KOHBIOTMPOBAaHBI C OOHApYKUBAaEMbIM
cyOcTpaToM, TakuM Kak (JIyopecLieHTHOe COequHeHue, GpepMeHT, (epMeHTaTUBHbII cyOcTpar,
pPanvOaKTUBHOE COENUHEHUE WU JFOMUHECLIEHTHOE COEIMHEHUE, WU BTOPOE AHTUTEIIO UM €0
AHTUTEHCBSA3BIBAIOIIMI  (ParMEeHT, KOTOpble pACIO3HAT MEepBOE AHTUTENO WM  €ro
AHTUTEHCBS3BIBAIOIIMIA  (ParMEeHT, MOTYyT OBITh KOHBIOTHPOBaHBI C OOHAPYKMBAEMbIM
cybcTpaTom). B ere onHOM KOHKPETHOM BapUAHTE OCYINECTBICHUS SIEMEHTBI 111 OOHAPY KEHUSI
U3 OMMCAHHOTO BhIIe HAOOpPA BKIIKOYAIOT B CeOs1 TBEPAYIO MOMIOXKKY, K KOTOPOH MPUCOEAHHEH
antureH B7-H4. ITonoOHbIil HAOOp MOXKET Tak’Ke BKIIOUATh B Ce0st HEIPHCOSIMHEHHOE MEUSHOe
penopTepoM aHTUTENIO MBIIIN/TPbI3YHa WM €r0 aHTHIeHCBA3bIBaOLMK (parmeHT. B sTOM
BapUAHTE OCYIIECTBJICHHsI CBSA3bIBAHHE AHTHTENA HJIM €r0 aHTUTCHCBS3BIBAIOINETO (pparmMeHTa ¢
antureHoM B7-H4 wmoxer ObITh OOHapy)KeHO IyTeM CBSI3bIBAHUS YKA3aHHOTO MEYEHOro
pEropTepOM aHTHTENA WK €r0 AaHTUT€HCBSI3bIBAIOIIETO (pparmMeHTa.

[0228] B n1pyroM KOHKDETHOM BapHaHTE OCYINECTBJIEHUS HAOOpPbI, OIHCAHHBIC B
HACTOSIEM JJOKYMEHTE, TOMOJHUTENIBHO COAEPKAT TepaneBTHueckoe antTureno k B7-H4 unu ero
AHTUTCHCBS3BIBAIO NN (PparMeHT ¥ HHOOPMAIHIO O TOM, YTO TEPANEBTHUECKOE aHTUTENO K B7-
H4 nnm ero aHTUreHCBs3bIBAOIUI (pparMeHT NOJDKHBI BBOAUTHCS, Korma B7-H4 oOHapyskeH B
oOpasue, wucnoib3yss aHtureno K B7-H4 wnm ero aHTUreHCBs3bIBAOIUN (parMeHT,

NPEATONKCHHBIEC B HACTOAIIEM JOKYMEHTE.

[0229] Cnenyromue npuMepbl MPUBEAECHBI C LENbIO WUIOCTPALUM, a HE C LEJbI0
OIrpaHUYEHUS.

I[MTPUMEPBI

[0230] ITpumepsr B 3TOM pasnene (TO eCTh B pasnerie 6) MpeniaraloTcs B KadecTBe

WJTIOCTpAaly, a HC B KAYECTBC OTPAHUYCHUA.
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Ipumep 1: Ilosnyyenue rudpuaomMsl

[0231] [Tanenp aHTHUTEN, KOTOPBIE CEJIEKTUBHO CBsi3bIBalOTCs ¢ B7-H4, Obuta monydena ¢
MOMOIIBI0 PEKOMOMHAHTHOTO PAaCTBOPUMOTO BapHaHTa Oenka BHeksieTouHoro nomeHa (ECD) B7-
H4:
MASLGQILFWSISIIILAGAIALIIGFGISGRHSITVTITVASAGNIGEDGILSCTFEPDIKLSD
IVIQWLKEGVLGLVHEFKEGKDELSEQDEMFRGRTAVFADQVIVGNASLRLKNVQLTD
AGTYKCYITSKGKGNANLEYKTGAFSMPEVNVDYNASSETLRCEAPRWFPQPTVVWA
SQVDQGANFSEVSNTSFELNSENVTMKVVSVLYNVTINNTYSCMIENDIAKATGDIKVT
ESEIKRRSHLQLLNSKASGSEPKSSDKTHTCPPCPAPELLGGPSVFLFPPKPKDTLMISRTP
EVTCVVVDVSHEDPEVKFNWYVDGVEVHNAKTKPREEQYNSTYRVVSVLTVLHQDW
LNGKEYKCKVSNKALPAPIEKTISKAKGQPREPQVYTLPPSRDELTKNQVSLTCLVKGFY
PSDIAVEWESNGQPENNYKTTPPVLDSDGSFFLYSKLTVDKSRWQQGNVFSCSVMHEA
LHNHYTQKSLSLSPGK (SEQ ID NO:20).

[0232] B xaxnyro 3aHIO0 TOAYIIEUKY Jansl MbIIU JuHIA NZB/W nnbpennposanu 0enok
ECD B7-H4, pecycnenaupoBannbiii B Sigma Adjuvant System® (Sigma-Aldrich, Inc., r. Cent-
Jlyuc, mrar Muccypu). Uepes 21 neHp mocie NepBOil MHBEKLUH CHIBOPOTKY OTOMpAIU U
TUTPOBAIIK TyTeM UMMyHO(pepMeHTHOTro aHanu3a (MPA), COpTUPOBKH KJIETOK C aKTUBHPOBAHHOM
dbayopecueniueit (FACS) v mpoTOYHOM IUTOMETPHH, YTOOBI 00ECIEYUTh XOPOIIMA UMMYHHBIH
orBer y wMbimu. Ckpuamarn MDA u FACS mnogpoOHO ommcaHel B mpumepax 2 u 3,
COOTBETCTBEHHO. YUepe3 TpU IHS MOCHE MOCHeNHEH WHBEKIMU KJIETKH MOAKOJEHHBIX Y3JIOB,
MOJIYYEeHHBIE OT MBIIEH C MOJOXHUTEIbHBIM TUTPOM, CIUBAIN C JIMHUSIMH MHEJIOMHBIX KJIETOK
mbimu (cm., Hanpumep, Chuntharapai ef al., 1997, Methods Enzymol. 288: 15-27). Bbsuio
NOJIy4eHO 0KO0JIO 2880 rHOPUAOMHBIX KJIOHOB KPBICHI.

[0233] I'uOpunoMHBIE KIJIOHBI, TOJy4YeHHbIE TAaKUM OOpa3oM, 3aTeM TOABEPraju
CKPMHUHTY Ha TPEAMET BBIPAOOTKH MOHOKJIOHAJIbHBIX aHTUTEI, CBs3bIBAarOMXCs ¢ bekom ECD
B7-H4 (SEQ ID NO:20), caursim Fe-6enxom N-xonuesoro IgV-nomena B7-H4 (aMUHOKHCTIOTBI
1-151)-hulgG (SEQ ID NO:21) u ¢ knerkamu HEK 293, cTaOMibHO 3KCIPECCHUPYIOIIUMHU
nojiHopasmepHbiii B7-H4 denoseka (SEQ ID NO: 1) Ha cBoeli TOBEpXHOCTH.
MASLGQILFWSHISIIILAGAIALIIGFGISGRHSITVTITVASAGNIGEDGILSCTFEPDIKLSD
IVIQWLKEGVLGLVHEFKEGKDELSEQDEMFRGRTAVFADQVIVGNASLRLKNVQLTD
AGTYKCYITSKGKGNANLEYKTGAFSGSEPKSSDKTHTCPPCPAPELLGGPSVFLFPPKP
KDTLMISRTPEVTCVVVDVSHEDPEVKFNWYVDGVEVHNAKTKPREEQYNSTYRVVS
VLTVLHQDWLNGKEYKCKVSNKALPAPIEKTISKAKGQPREPQVYTLPPSRDELTKNQV
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SLTCLVKGFYPSDIAVEWESNGQPENNYKTTPPVLDSDGSFFLYSKLTVDKSRWQQGNV
FSCSVMHEALHNHYTQKSLSLSPGK (SEQ ID NO:21).

Ipumep 2: Cxkpuaunar HPA

[0234] Jinst CKpUHMHTAa THOPHIOMHBIX KJIOHOB, TOJYYEHHBIX B MpHUMepe |, BBITOIHIIN
H®DA, B uenom kak onucano B Baker ef al., 2002, Trends Biotechnol, 20:149-156.

[0235] Bkpartue, 96-nyHounsle muaHmers! nokpbiBaau S0 Mk 6enka ECD B7-H4 (SEQ
ID NO:20) nnu N-konnesoro ciuroro Fc-6enka B7-H4 (SEQ ID NO:21) B KOHLEHTpanmu
2 Mkr/mn B nokpsiBaroiieM Oydepe (0,05 M kapOonartueii Oydep, pH 9,6), 3anedareiBanu u
XpaHuiu B TedeHne Houu npu temneparype 40°C. Ilocne ynanenus NOKpeIBAIOLIErO pacTBopa B
KXY JIYHKY 90-1yHOYHOro rJaHuera 100assuy 200 MK aHaJIUTHYECKOT0/OIOKUPYIOIIEro
pacTBOpa, comepskamtero 0,5% Obruumii chiBOpoTOuHBIH anEbymun (BSA) n 0,05% Tween®-20 B
@Cb (pH 7,4) (pa3basurens UPA). ITnanmers HHKyOUPOBAIM NPH KOMHATHOW TEMITEPAType B
TE4YEeHUe OJHOro Jaca c rnepeMernnBaHueM. JIyHku 3areM Tpuxabl npombisanu 300 mxi 0,05%
Tween®-20 B @CB (mpombiBounbiii Gydep). ITocie MpoMbIBaHUs B KAy JYHKY A0OaBIAIM
100 mxn rubpunomHoro cynepHatanra B pazdasurene MDA, u niaHmersl HHKyOMpOBaIU MPH
KOMHATHOH TeMmIepaType B TEUEHHWE OAHOrO0 dvaca ¢ IepeMemuBaHueM. JIyHKH TpHKAbI
IIPOMBIBAJIA IIPOMBIBOUHBIM Oy(depom, kak Obu1o onucaHo Bbime. I1ocie NpOMBIBaHHS B KQXKIYIO
ayHky noOasisuin 100 Mxn passemenust 1:1000 oBeubHMX aHTUTEN MPOTHB MbIIHMHOTO IgG,
COEIMHEHHBIX C MEepOKcHna3oi xpeHa B pasbaButene UPA. [lnaHmeTrsl MHKYOUpOBA M TPHU
KOMHAaTHOH TeMIlepaType B T€UYEeHHE OJHOIrO 4aca ¢ MepeMeIlNBaHHEeM, TPIKIbI MPOMBIBAIU
NPOMBIBOYHBIM Oy(epoM, Kak ObLIO OMUCAHO BBILIEC, M BBHICYIHMBAIU. JIyHKH oOpabaTbiBau
nobasjenreM 100 MKJT MUKPOJYHOYHOTO CyOCTpaTa MepOKCHAA3bl XPeHa TeTpaMeTUIOSH3UTHHA
(TMB) B KaXAyIO JIYHKY ¥ HHKYOaIuel npu KOMHATHOU TeMriepaType B Te4eHue 5-10 MUHYT min
MoKa He MPOUCXOonWio m3MeHeHue rBera. OOpaboTky ocraHaBnuBaimu nodasieHrem 100 MK
cron-pactsopa TMB B kaxxayro nyHky. [Inanmersr ananusuposanu npu 650 HM.

[0236] B kauecTBe KOHTpOJIEH HCMONB30BAIN MPENOTOOP U MONMHUCHIBOPOTKY. OOpasibl
npenoTdéopa CoAepIKad MBIIIMHYIO CBIBOPOTKY 10 UMMYHH3ALMH, & 00pa3ibl MOJIHCHIBOPOTKH
COZiep>Kajy MBIIIMHYI0 AHTHCBIBOPOTKY IOCI€ WMMYyHM3aLuu. AHTUTENa, KOTOpblEe Aaiu
NoJIoKUTENbHBIN curHan MDA, Ot OTOOpaHbI s TIOCIEAYIOMEro CKPUHUHTA ¢ TTOMOIIBIO

COPTHPOBKH KJIETOK C akTHBUpOBaHHOH ¢uryopecuenmueii (FACS).
Ipumep 3: Ckpununr FACS

[0237] JInst nanpHEeWInero CKpUHUHTAa THOPUAOMHBIX KJIOHOB, MOJYYEHHBIX B mIpuMepe 1,

BBIMOJIHWJIA COPTHPOBKY KJIETOK C akTuBHUpoBaHHOU ¢uyopecuennuein (FACS), ucnombsys
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kaetkn HEK 293, crabunpHO 3Kcnpeccupyromue noaHopasmepHeiii B7-H4 yenoseka (SEQ ID
NO:1). Cranpaptabie knerounble JuHun HEK 293 cuyxunm B KauecTBe OTPHLATENBHOTO
koHTpoJsi. Kietku pecycnienauposanu u nertpudyruposanu npu S00g B TedeHHe S MUHYT MPU
temmneparype 40°C. Cpeny acnupupoBaiu, a KIJIETKH pecycrneHaupoBaiun B Oydepe mns
okpamusanust BD FACSFlow™ Stain Buffer (BD Biosciences, Can-Xoce, mrar Kanudopuus) ¢
1% ¢eranpHol Ob1ubeii coiBopoTKoi (FBS) (Oydep ans okpammBaHust KJIETOK) IPH TEMITEPATYPe
40°C. Knerku uentpudyrupoBaiu, kak ObIIO OMUCAHO paHee, CPeay acIUPHUPOBAIU, & KIIETKU
pecycrieHaupoBad B Oydepe mist okpalmrBaHus KieTok npu temmneparype 40°C 1o kKoHeUHOMU
KOHLIEHTPALUU 2x10% keToxk/Mi1. 3areM KJIeTKH MOOABISIM B 96-JlyHOUHBIE [UIAHILETHI C
KPYIJIbIM JHOM B KOHIeHTpauuu S50 wxu/ayHky. 100 Mk cymepHaTtaHTa OT KaKIOTro
T'HOPUAOMHOIO KJIOHA TOOABJISUTH B K&KAYIO JIYHKY, TaK UTO KKl THOPUIOMHBIHN CylIepHATaHT
MHKYOUpOBaJMM C OIHOHM JyHKOH, comepxkamed kietounyro junHuro HEK 293, crabuibho
skcnpeccupyroiyro B7-H4, unu kaeTouHyl0 JIMHUIO OTPULIATENBHOrO KOHTPOJs. IlnaHmmersr
MHKYOMpOBaJIN Ha JbAYy B TeueHue 30 MUHYT U HeHTPH(YTrupoBaiy, Kak ObLJIO ONHCAHO paHee.
3arem cynepHaTaHThl acnupupoBanu. Kaxayro ayHky pecycnenauposanu B 200 Mk Oydepa mist
okpammnBaHus kieTok npu temmnepatype 40°C. [Tocne 3Toro miaHmeTs HeHTPUQyrupoBa, Kak
Obuio ommcaHO paHee, a Oydep Iy OKpalIMBaHMS KJIETOK acmupupoBanu. [locne stama
MIPOMBIBAHMSI KJIETKU B KaXA0U JyHKe pecycneHauposanu B 100 mxa passenenus 1:1000 ko3bero
Fc-pparmenta mnporuB wmeimmHoro IgG, coemuHenHoro ¢ R-¢ukospurpunom (Jackson
Immunoresearch, Bect I'pos, wrar IlencunbBanusi), B Oydepe s OKpamuBaHUs KJIETOK MPU
temneparype 40°C, U miaHmeTsl WHKYOUPOBAJIM B TEMHOTE HA JIbAYy B TeueHne 30 MHUHYT.
[Tnanmers HeHTPUPYrHUPOBAIH, KaKk OBLIO OMHCAHO paHee, a CYNEPHATAHTbI aCTUPHPOBAIIHL
Kaxnyro nyHky pecycnenaupoBanu B 200 Mk Oydepa ansg OKpamIuBaHUs KJIETOK MPH
temneparype 40°C, a mumaHmersl neHTpUuyrupoBaiu, Kak Obuto omucaHo paHee. bBydep mns
OKpallMBaHUs KJIETOK acnupuposanu. KineTku B kaxnol JyHke pecycnenauposanu B 200 Mk
Oydepa s okpammBaHusl KJIeTok npu temneparype 40°C u mepeHOCHSIM B TPOOUPKH ISt
MHUKpOTUTpOBanusi obbeMoM 1,2 mn. FACS somonusnu Ha npubope FACScan™ wmu
FACSCalibur™ (BD Biosciences, Can-Xoce, mrar Kanudopuus). AHTHUTENA, KOTOpBIE
MPOJAEMOHCTPUPOBANIA KJIETOYHOE CBsi3biBaHMe B aHanuze FACS, orOupanu nns nanpHeimero

CKPHMHUHTA C MOMOIIBI0 nMMyHorucroxumuu (UI'X).
IIpumep 4: Ckpununr UI'X

[0238] JInst nanpHEeWInero CKpUHUHTAa THOPUIOMHBIX KJIOHOB, MOJYYEHHBIX B mpuMepe 1,
BBITTOJTHIIIN HIMMYHOTHUCTOXIMUYeckoe (MI'X) okparmmnBanue cpe3oB, MONTYyUYEHHBIX OT CYOBEKTa C

WHBA3WBHOW MPOTOKOBOW KapIMHOMON MOJIOUHOU skejie3bl. DPUKCHpOBaHHbIE (POPMATMHOM U
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norpy>xeHssle B napadus (FFPE) cpessl Bepe3anu Ha pacCTOSHUH S MUKPOH, CYLIFIIN Ha BO3yXe
Ha 3apsDKEHHBIX MPEIMETHBIX cTekyax Superfrost Plus u Beimekanu B TeueHHe OJHOTO 4Haca Mpu
temneparype 60°C. Cpe3bl nenapadiHH3UPOBAIN U OKPAIIUBAJIN Ha aBTOMATHYECKOH CHCTEMe
okpamuBanus Discovery Ultra (Ventana Medical Systems, Tycon, mrat Apusona). Uepes 1 gac
nemackrupoBku anTureHa ¢ nomompio Ultra CC1 mpu temneparype 95°C B7-H4 oOHapysxuBanu
C IOMOIIBIO MBIIIWHBIX NMEPBUYHBIX aHTUTEeN K B7-H4 B Teuenue 1 yaca mpu KOMHATHOU
TEMIeparype ¢ MOCIENYIOIUM HCIONb30BAHHEM CHUCTEMbl OOHApY>KeHHs Ha OCHOBE
aHTUMBIIINHBIX aHTUTEeN Omni-Map, koubproruposanHbix ¢ HRP, 3,3'-nuamuno6ensununa (DAB)
ChromoMap 1 KOHTPACTHBIM OKpAIINBAHHEM I€MaTOKCHIIMHOM B COOTBETCTBHH C HHCTPYKLUSAMU
MPOU3BOAUTEIIS.

[0239] Hcnonp3oBanu ceMb mepBUUYHBIX aHTUTeNn K B7-H4: mectp pekoMOMHAHTHBIX
aHTUTEJI, TTONy4YeHHbIX B npumMepe 1 (B koHueHtpauuu 10 mMxr/mi), a Taxke A57.1 (cMm. mateHT
CHIA Ne 7619068) (B xoHueHTpauuu 1,25 MKI/MJI), KOTOPO€ HMCIHOJb30BAJIOCH B KAa4eCTBE
KOHTpOJsi. J[Ba pekomOuHaHTHBIX antuTena (J516 u J512) obuapyxunu B7-H4 Ha kneTo4HbIX
MeMOpaHax U B LUTOILIa3Me aHaJoru4dHbM ¢ AS57.1 obpasom, npu 3ToM GonbrnacTBO B7-H4-
TIOJIOXKUTENBHBIX KJIETOK HAOMI0NAoch B ONYXOJIEBOM OTAENe, Kak mokazaHo Ha dur. 1 u 2.
PexomMOMHaHTHBIE aHTUTENa OOHAPYKWJIM MeHbIIee KonudecTBo B7-H4-skcmpeccupyromqux
KJIETOK C MHTEHCUBHOCTBIO curHaia 1+, yem A57.1 (35% ¢ momorusto J512 o cpaBHenuto ¢ 35%
¢ nomoteio J516% mno cpasHeHHIO ¢ 58% ¢ momombo AS57.1), kak nokazano Ha @ur. 3 u 4. Ilpu
usMepeHun skcrpeccun B7-H4 ¢ MOMOINBIO  BBIYMCIUTENBHOIO aHalW3a W300paskeHui
(Definiens, KemOpumx, mrat Maccauycerc) JS16 u J512 nmponeMOHCTpUpOBAIM aHAJOTHYHOE
pacnpenenenue curiana B7-H4 no knerounbm otaenam, uro u AS7.1, kak noka3zano Ha Qur. SA-

5C.
IIpumep S: Onpenenenue nocaeroBaTeILHOCTEH

[0240] INocnenosarensrocTH Tskenon nenu (HC) u nerkoii nenn (LC) anturen k B7-H4
M6, M11 u M15, Bce 13 KOTOPBIX MPOAEMOHCTPUPOBaN okpamuBanue MI'X, Opuin onpeneneHsl
B COOTBETCTBHUU CO CIAEAYIOLIEH NpOLeaypOil.

[0241] PHK cobupanu wu3 rubpumom ¢ momormbio pearenta Tpuson (Thermofisher
Scientific, Kapncban, mrar Kamudpopuus), a kJIHK mnonydanu ¢ mnomommpio 0OpaTHOM
tpanckpunrassl Smartscribe (Clontech, Mayatun Brro, mrar Kanudoprus) u momumepasbl
Advantage 2 (Clontech, Mayutun Bero, mrar Kamudopaus). [P BeIONHIN C
ucrniosnb3oBanreM nonumepasnl Phusion Taq (NEB, Mnceuy, mrat Maccadycerc) B CTaHIAPTHBIX
ycaoBusix TILP. IMponyxTer TP 3aTemM KJIOHUPOBAIM C HWCIOJIB30BAHHEM HaOopa s

knonuposanmst Zero Blunt ® TOPO® (Thermofisher Scientific, Kapncban, mrar Kanudopaus).
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IIpoBoauny CKPpUHUHT KJIOHOB Ha MpeIMeT BCTaBOK, U MHOXXECTBEHHbIE KJIOHBI CEKBEHHPOBAJIU
Il TIPOBEPKU HCXOAHBIX TE€HHBIX IIOCJIENOBATENbHOCTEH TSDKEIONW LeNMU U JIETKOW IeMnH.
ITonuHykaeoTUAHBIE TOCIENOBATENbHOCTH, KOAUPYIOLIHE TSDKENYH LeNb U JIETKyH Lellb,
NpeACTaBJIeHbI B TAONMHIIE 8 BhIIIE.

[0242] Bapuabenbubie nomeHbl aHTuTena Kk B7-H4 3arem CyOKJIOHHpPOBAIM B BEKTOPHI
SKCIPECCHH C pa3nuuHbIMU Fc-00macTsiMu ¢ mojy4eHneM aHTHTEN ¢ KOHCTAHTHBIMH OOJIACTSIMU
IgG2a mpbimn u IgG1 meimu. BapuaOenbHble 1oMeHBI TsDKeNnoN nenu anturena Kk B7-H4 3arem
KJIOHUPOBAJIM B BEKTOPBI 3KCIPECCHU C pa3anyHbIMU Fc-00macTsMu ¢ monyuyeHHeM aHTUTEN C
KOHCTaHTHbIMU oOnactsimu 1gG2a mbimu u IgG1 Mbimu. BapuaOenbHble TOMEHBI JIETKOH 1ieTH
antutena k B7-H4 knoHupoBanu B BEKTOPBI 3KCIPECCHU ¢ KOHCTAHTHOH 00nacThio IgK mbrmmm.
ITocne npoBepkU MOCIEA0BATENIBHOCTEN BbIAEIEHHBIM anTuTenaM npucsounu ID J511-J516, kak
yKa3aHo B Ta0juIe | BhIlIe.

* * *

[0243] H300perenne He TOMKHO OBITh OrpaHUuEHO B 00beMe KOHKPETHBIMH BapHAHTAMU
OCYILECTBJICHUs, ONUCAHHBIMM B HACTOSAIIEM MAOKYMeHTe.  JIeHCTBUTENBHO, pa3JIM4HbIe
Moau(pUKAIMA U300PETeHNs], B IOMOJHEHNE K ONMHCAHHBIM, OyAyT OYEBHIHBI CIIEL[HAIICTAM B
OaHHOH OOJaCTH TEXHMKH M3 BbINIEYKA3aHHOTO OINUCAHUS M COMPOBOIUTENBHBIX (QUTYP.
IMompasymeBaeTcs, 4YTO Takue MOAM(MUKALMK BXOOIT B 00BeM mpuiaraeMoi (Hopmyibl
U300peTeHwsl.

[0244] Bce ccpuiku (Hanpumep, nyOnMKanWuy, WK TATE€HTHI, WU MMATEHTHBIC 3asBKH),
LIUTUPOBaHHbIE B HACTOSILIEM JOKYMEHTE, BKJIIOUEHBl B HACTOSIINII JOKYMEHT MOCPENCTBOM
CCBUIKH BO BCEH UX MOJIHOTE H JUIS BCEX LEJIEl B TOM K€ CTEIEHH, KaK €CJIM Obl Ka)KIasi OTAEIbHAs
ccbUlKa (Hanpumep, NMyONUKaUWs, WIN MATEHT, WIM 3asBKa HA TATEHT) ObUIa KOHKPETHO H
WHJUBHUyaJIbHO BKJIFOYEHA IOCPEACTBOM CCBUIKH BO BCEH CBOEH MOJIHOTE JJIsl BCEX LIENEH.
[0245] Jlpyrue BapuaHThl OCYIIECTBIIEHUS] HAXOISATCS B Mpenesiax Claenyrei GopmyJsl

U300peTEHMsI.
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OOPMYVYJIA U3OBPETEHUA

1. BeineneHHOe aHTUTENO WM €r0  AaHTUTCHCBS3BIBAIOIIUN  (PpParMeHT, KOTOpOe
cnenuduueckn  cesi3biBaeTcss ¢ B7-H4  dgenoBeka, comepkamiee — OMPEACISIOLIYIO
komiuieMeHTapaHocTs obsnacte (CDR) 1 BapmabenpHOV oOmactu Tsokenod nemu (VH),
COIEepIKaIIy0 aMHUHOKHUCIOTHYIO TocienoBareapbHocTe SEQ ID NO:22, CDR2 obnactu VH,
COIEpIKAIIyI0 aMHUHOKHUCIOTHYIO TocienoBareapbHOCcTe SEQ ID NO:23, CDR3 obnactu VH,
COZEepIKaIIy0 aMHUHOKHCIOTHYIO mocienoBarenbHocTh SEQ ID NO:24, CDR1 BapuaGenbHOMN
obnactu jerkoit menm (VL), comeprkainyr0 aMHUHOKHCIOTHYIO mocienoBatenbHOcTs SEQ ID
NO:25, CDR2 o6nactu VL, comepskaiyro aMUHOKUCIOTHYIO mocienoBarenbHocth SEQ ID
NO:26, 27 unu 28, u nocnenosarenbHocTb CDR3 obnactu VL, comeprkainyto aMUHOKUCIOTHYIO

nocienosaTeabHocTh SEQ ID NO:29.

2. AHTUTENIO WM €ro aHTHI'eHCBSI3bIBAIOIINN (pparMeHT 1o m. 1, B KOTOpOM aHTHTENO WM
€ro AaHTUTeHCBs3bIBaOIIMK (pparmMeHT coxepxutr VH, comepkamyr aMHHOKHCIOTHYEO

nocnenoBatenbHOCTE SEQ ID NO:6, 7 wnm 8.

3. AHTHUTENO WM ero aHTUIC€HCBS3bIBAIOIMUN (parMeHT mo m. 1 wim m 2, B KOTOPOM
AQHTUTEJI0O WJIM €ro aHTUIEHCBSI3bIBAKOLIMK  (parMeHT comepkuT VL, comep:kamyro

aMUHOKHCIIOTHYI0 nocnenoBaTeibHOCTh SEQ ID NO:9, 10 unu 11.

4. BblneneHHOe  aHTUTENO WM €ro  AaHTUTCHCBS3BIBAIOIIUN  (PpPAarMEHT, KOTOpOe
cnenuduyeckn  cBs3piBaeTcs ¢ B7-H4  denoBeka, TmpuYeM — aHTUTENO WM €ro
AHTUI'€HCBS3BIBAIOIINN  (pparMeHT comepkuT BapuabenpHYI0 00JacTh TSDKENIOH Lenu u
BapHradesIbHYIO 00J1aCTh JIETKOW LeTH, pUYeM BapuadesibHast 00JACTh TSHKENION LEmH COMEPKUT

AMUHOKHCIIOTHYIO nocieaoBaTenbHOCTh SEQ ID NO:6, 7 wnu 8.

5. BrineneHHoe aHTHTENO WM €ro  AHTUTCHCBS3BIBAOINMN  (PparMeHT, KOTOpoe
cnenuduyecku cps3piBaeTcs ¢ B7-H4 denoBeka, mpudyeM aHTUTENO COAEPKUT BaprUabebHYIO
00J1acTh TsDKEJOH 1eny U BapuabenpHy0 00JacTh JIETKOH 1eny, MpudeM BapradenbHas 001acTh

JIETKOH ey COAEP KUT aMUHOKHUCIIOTHYIO nocnenoBaTenbHocTh SEQ ID NO:9, 10 nnu 11.

6. BrineneHHOe aHTHTENO WM €r0  AHTUTCHCBS3BIBAOINMN  (PparMeHT, KOTOpoe

cnenuduiecku ceszbiBaeTcsi ¢ B7-H4 yenoseka, comepxkainee BapuadbesbHy0 00JIaCTh TSKEIOH
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nend W BapualesnbHyr0  0o0macTe  JIETKOW — LEMH,  COAEprKallhe  aMHHOKHCIIOTHBIE
MOCJIEIOBATEIbHOCTH:

(a) SEQ ID NO:6 u 9, COOTBETCTBEHHO;

(b) SEQ ID NO:6 u 10, COOTBETCTBEHHO;

(c) SEQ ID NO:6 u 11, COOTBETCTBEHHO;

(d) SEQ ID NO:7 u 9, COOTBETCTBEHHO;

(e) SEQ ID NO:7 u 10, COOTBETCTBEHHO;

(f) SEQ ID NO:7 u 11, COOTBETCTBEHHO;

(2) SEQ ID NO:8 u 9, COOTBETCTBEHHO;

(h) SEQ ID NO:8 u 10, cOOTBETCTBEHHO, WU
1) SEQ ID NO:8 u 11, cOOTBETCTBEHHO.

7. AHTHTENIO UM €r0 aHTHIeHCBSA3bIBAIOIINN (PparMeHT no Jrodomy u3 mi. 1-6, B KoTopoM
AHTUTEJIO WM AHTHICHCBSI3BIBAIOIIMI (DPAarMEHT JOMOJHHUTENIBHO COMEPXKHUT KOHCTAHTHYIO

00J1aCTh TSKENON Liemu.

8. AHTHUTENIO WM €ro aHTUI'eHCBS3BIBAIOIIUN (PparMeHT mo m. 7, B KOTOPOM KOHCTaHTHAs
00MacTh TSKEJION LIeMu MpeAcTaBisieT coOOH KOHCTaHTHYI oOyacTh Tspkesnol uenu IgGr wm

IgGaa MbIIN.

9. AHTHTEJIO UM €r0 aHTHIeHCBS3bIBAIOMINK (parMeHT no odomy u3 nm. 1-8, B KoTopoM
AHTUTEJIO WJIM AHTUTCHCBSI3bIBAIOIMUN (parMeHT MAOMOJHHUTEIBHO CONEPXKUT KOHCTAHTHYIO

00JIaCTh JIETKOU LIETIHU.

10. AHTHTENO WM €r0 aHTUI'€HCBSA3BIBAIOIIMN (pparMeHT mo m. 9, B KOTOPOM KOHCTaHTHAs

00J1acTh JIETKOH LT IpencTaBiIsieT coO0H KOHCTaHTHYIO 00acTh jerkor nenu IgGK Mprmm.

I1. AHTHTEJIO UM €r0 aHTHIeHCBS3BIBAIOIINH (PparMeHT o Jrodomy u3 nim. 1-6, B KOTOpoM
AHTUTENIO WA €r0 aHTHI'CHCBS3BIBAIOIINN (PPArMEHT CONEPKUT TSDKENYIO IIelb, COAEPIKAIIYEo

aMUHOKHCIOTHYIO nocieaoBatenbHocTs SEQ ID NO:16, 17, 18, 89, 90 unm 91.

12. AHTHTENIO WIN €ro aHTUIeHCBS3bIBAIOLINNA (pparmMeHT mo modomy u3 mm. 1-6 wim 11, B
KOTOPOM AaHTUTEJIO HJIM €ro AaHTUTCHCBSA3BIBAIOIIMN (ParMeHT COAEPIKUT JIETKYIO IIeTlb,

COZIePKAIIYI0 aMUHOKUCIIOTHYO nocienoBarenbHocTs SEQ ID NO:19, 30 unu 31.
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13. AHTHTEJIO UM €r0 aHTHTeHCBS3BIBAIOIINHA (PparMeHT 1o Jrodomy u3 nm. 1-6, B KOTOpoM
AHTUTENIO WM AHTUTCHCBS3BIBAIOIINN (PPAarMEHT COAEPKUT TSDKENYI0 LeNb U JIETKYIO Ielb,
coieprKalre aMUHOKHUCIIOTHBIE ITOCJIENOBATEIbHOCTH

(a) SEQ ID NO:16 u 19, cOOTBETCTBEHHO;

(b) SEQ ID NO:16 u 30, COOTBETCTBEHHO;

(c) SEQ ID NO:16 u 31, COOTBETCTBEHHO;

(d) SEQ ID NO:17 u 19, cOOTBETCTBEHHO;

(e) SEQ ID NO:17 u 30, COOTBETCTBEHHO;

§3) SEQ ID NO:17 u 31, COOTBETCTBEHHO,

(2) SEQ ID NO:18 u 19, coOTBETCTBEHHO;

(h) SEQ ID NO:18 u 30, cOOTBETCTBEHHO;

1) SEQ ID NO:18 u 31, cOOTBETCTBEHHO;

() SEQ ID NO: 89 u 19, COOTBETCTBEHHO;

(k) SEQ ID NO: 90 u 19, coOoTBeTCTBEHHO; WU

0 SEQ ID NO: 91 u 19, cooTBeTCTBEHHO.

14.  BbluejeHHOE AHTHUTEJIO WJIM €ro0  AHTUTEHCBSI3BIBAIOINUN  (parMEeHT, KOTOpOe
cneuupuvyeckn  CBsi3piBaeTcsi ¢ B7-H4  denoBeka, mpuyYeM  AHTHUTENO MM  €ro
aHTureHcBs3biBaromuil pparmedt comepxxkutr CDR1 obmactu VH, CDR2 obnactu VH, CDR3
oomactru VH, CDRI1 o6mactu VL, CDR2 o0mactru VL u CDR3 oOmacru VL anrurena,
BBIOPAHHOTO U3 IPYIIbL, cocTosmeit uz J512, J513, J514, J515,J516,J517,J518,J519, J520, J521
uJ522.

15. AHTHTEIO WM €ro aHTUTeHCBsi3bBapIui (parment mo m. 14, B koropom CDR
npenctaBisiroT coboii CDR, omnpenenennsie mo Kadary, CDR, onpenenennsie no Yorna, wiu

CDR, ompenenennbie mo AbM.

16. BrineneHHoe aHTHTENO WM €ro  AHTUTCHCBS3BIBAOINMN  (PparMeHT, KOTOpoe
crenu(UIeCcKu CBSI3bIBAETCS C OMHUM U TeM ke snuTornom B7-H4 yenoBeka, 4To ¥ aHTUTENO WU

€ro aHTUTe€HCBSI3bIBAOIINH (PparMeHT o modomy u3 m. 1-15.

17. BrineneHHOEe aHTUTENO WITH €0 aHTUT€HCBS3BIBAIOINNN (PParMeHT, KOTOPOE KOHKYPEHTHO
UHTHOUPYET CBSI3bIBAHHE AHTUTENA WM €r0 aHTUT€HCBS3BIBAIOINEro ()parMeHTa mo JrdoMy H3

om. 1-15 ¢ B7-H4 uenoBeka.
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18. AHTHTEJIO WIN €r0 aHTUTE€HCBSI3bIBAOIINI (pparMeHT 1o odomy u3 m. 1-17, B KOTOpoM
AHTUTENIO WM €r0 aHTHUIeHCBS3BIBAIOLINHA (PparMeHT MpencTaBisieT COOOH MBIIIMHOE aHTHTEIO

WIN €r0 aHTHTe€HCBSI3bIBAIOIINI (pparMeHt.

19. AHTHTENIO WM €ro aHTUT€HCBS3BIBAIOIIUN (parMeHT 1o nrodoMy u3 mm. 1-18, koropoe

NPENCTABISIIOT COOOH MOTHOPa3MEPHOE aHTUTEJIO.

20. AHTHTENIO WM €r0 aHTUI'€HCBA3BIBAIOIINN (parMeHT 1o Jrodomy u3 nm. 1-18, xoropsrii

NpeACTaBysieT COOON aHTUT€HCBSA3BIBAIOIIUN (PPArMEHT.

21. AHTHreHCBs3bIBAOLINH (pparMeHT 1o 1. 20, B KOTOPOM aHTUT'€HCBA3BIBAIOIINN (PparMeHT
conep:xut Fab, Fab', F(ab'),, omHouenoveunsiii pparment Fv (scFv), cBa3anHblii qucynbGuaHONR

cBs3bi0 pparment Fv, munureno, F(ab')s, nuareno, (scFv): unu scFv-Fc.

22. AHTHTENO WM €ro AaHTHIeHCBSA3BIBAOLIMN (parMeHT Mo Jjodomy wu3 mm. 1-21,

JOTIOTHUTEIIBHO COZlepIKaIie OOHAPY KHBAEMYIO METKY.

23. BrineneHHbIl MONMHYKJIEOTUZ, COIAEPXKAIIMM MOJIEKYJly HYKJIEHHOBOH KHCJOTHI,
KOJUPYIOLIYIO BapuabeIbHyI0 O0NacTh TSKENOW LeNH, WM TSDKENYK LeNb aHTUTeNa, HIIH ee

AHTUTEHCBS3BIBAIO NN (PPArMEHT 1O JIF00oMy U3 . 1-22.

24. BrineneHHbI NOMUHYKIECOTHA MO M. 23, B KOTOPOM MOJIEKYJia HYKJIEUHOBON KHUCJIOTHI

konupyet odsacte VH SEQ ID NO:6, 7 wnu 8 nubo Tsikenyro nenb SEQ ID NO:16, 17 uu 18.

25. BrineneHHbIl NOMUHYKIECOTHA MO M. 24, B KOTOPOM MOJIEKYJla HYKJIEUHOBON KHUCJIOTBI

conepxut nocnegosarenbHocTh SEQ ID NO:12, 13, 14, 93, 94 unm 95.

26. BrineneHHbII MONMHYKJIEOTUZ, COAEPXKALIMK MOJIEKYJly HYKJIEHHOBOH KHCJOTHI,
KOJUPYIOIIYIO BapHaOeNbHyr0 OONacTb JIETKOW LeNu, WM JIETKYK LeNb aHTUTeNa, WIH ee

AHTUTCHCBS3BIBAIOIINN (PPArMEHT 1O JIF00oMy U3 . 1-22.

27. BrineneHHbIN NOMUHYKIEOTHA MO M. 26, B KOTOPOM MOJIEKYJla HYKJIEUHOBON KHUCJIOTHI

koaupyet odiacte VL SEQ ID NO:9, 10 unu 11 nubo nerkyro uens SEQ ID NO:19, 30 v 31,
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28. BrineneHHbI NOMUHYKIEOTHA MO M. 27, B KOTOPOM MOJIEKYJla HYKJIEUHOBON KHUCJIOTBI

conepxut nocnegosatenbHOCTh SEQ ID NO: 15, 96 unm 97.

29. BriaeneHHblii  MOJUHYKJIEOTHA, COAEPKAIIMI MOJIEKYJly HYKJIEUHOBOW KHCJIOTSI,
KOZIUPYIOIIYIO BapHaOeNnbHYI0 00JaCTh TSDKENOH LENH, WUIM TSDKENYIO Lelb aHTHTEeNa, WU ee
AHTUTEHCBSA3BIBAIOIINN (parMeHT o JrodoMy u3 mm. 1-22 u BapualenbHy0 00IacTh JIErKOH

LECMH, UK JICTKYIO LICTIb aHTUTEIA, NI €€ aHTI/IFeHCBHSI:;IBa}OH.[I/Iﬁ (l)paFMeHT 1o .]'II06OMy U3 1. 1-

22.

30. BoinenenHblil BEKTOp, coAep KaIiuii NOJMHYKJICOTH T 1O JIF00oMy U3 . 23-29.

31. Knerka-x03si1H, copepskamias MOJHHYKJIEOTH ] 1o irodomMy u3 . 23-29, Bektop no 1. 30
WIN TIEPBBII BEKTOP, COAEPIKALIUI MOJMHYKJICOTUA 110 JIoOoMy u3 mm. 23-25, u BTOPOH BEKTOP,

cofep KaLIHi MOJUHYKJIEOTH I 1o oOomy u3 mi. 26-28.

32. Knetka-xo3siie 1o 1. 31, koropas npeacrasisiet codboit kiaerky CHO umn HEK.

33. Crioco® monyudeHus aHTHUTENa WM €ro aHTUT€HCBSI3bIBAIOINErO (parMeHTa, KOTOpOe
cieuuduveckn CBsi3biBaeTcsi ¢ B7-H4 dyenoBeka, BKIFOHAKOLIWI KyJbTUBHPOBAHHE KJIETKH-
x03siuHa 1o 1. 31 wiu 32 TakuM 00pa3oM, YTOOBI HKCIPECCHPOBATACH MOJIEKYJIAa HYKJIEHHOBOM

KHUCJIOTHBI U Bblpa6aTbIBaJ'IOCb AHTUTEJIO UJIU €0 aHTI/IFeHCBSISBIBaIOH_[I/Iﬁ (bpaFMeHT.

34. BrineneHHOe aHTHTENO WM €ro  AHTUICHCBS3BIBAOINUN  (parMeHT, KOTOpoe
cnenuduyecku cBs3biBaeTcs ¢ B7-H4 yenoBeka u KOOUpPyeTCs MOJMHYKJIEOTUIOM IO JTEOOOMY U3

. 23-29.

35. Cmocob obnapyxenuss B7-H4 B oOpasue, BKIFOUAIOLIUI PUBEICHNE B KOHTAKT 00pasna
C aHTUTEJIOM WIH €r0 aHTHIeHCBS3BIBAIINM (pparmMeHToM 1o jrodomy u3 mm. 1-22 umm 34,
HeoO0s13aTeNIbHO IIPH 5TOM CIIOCO0 TOTIOTHUTENBHO BKIIIOYAaeT OOHAPYKEHUE CBA3BIBAHUS AHTUTENA

WK €r0 aHTHIeHCBsI3bIBatoLIero ¢pparmenta ¢ B7-H4.

36.  Cnocob mo 1. 35, B koTopoM oOpasell MoJydaroT OT CyObeKTa, HMEIOIIEro pak.
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37. Criocob o m. 36, OMOJHUTETPHO BKITFOYAKOIINI BBEACHUE TEPAIEBTUYECKOTO aHTUTENA

k B7-H4 wnu ero aHTUTreHCBS3BIBAIOIETO (hparMeHTa CyobeKTy mociie oOHapy:xkerust B7-H4.

38. Cmocob nedenuss paka, skcmpeccupyromero B7-H4, y cyObekTa, mpudeMm crocod
BKJIFOYAaeT BBEIACHHE CyOBeKTy TepameBThdeckoro anturena Kk B7-H4 wmm  ero
AHTHUTeHCBS3bIBAIOIErO (hparmMeHTa, npudem skcrpeccusi B7-H4 Opia oOHapyskeHa B obpaslie,
NOJYYEHHOM OT CyOBeKTa € HCIOJB30BAHUEM AHTHUTENA WM €ro aHTUT€HCBS3BIBAIOIIErO

¢dparmenTa no modomy u3 mm. 1-21 wmm 33.

39. Cnoco06 mo m. 38, momoiHHUTENbHO BKIOHaromui obOHapyxeHune B7-H4 B obOpasie,

NOJIY4€HHOM U3 PAKOBOT'O 3a00JI€BaHMSI.

40.  Cnocob no mobomy u3 . 35-39, B koTopom oOHapyskeHHbIi B7-H4 npencrasnsieT coboit

B7-H4 knerouHol MeMOpaHbI.

41.  Cnocob no mobomy u3 . 35-39, B koTopom oOHapyskeHHbIi B7-H4 npencrasnsieT coboi

nurorasMaruueckuii B7-H4.

42, Cnocob mno mobomy u3 mm. 35-39, B kotopom B7-H4 oOnapyxuBaercs B LEIbHBIX
KJIETKaXx.
43, Cnocob no mobomy u3 mim. 35-42, B kotopoMm B7-H4 o0Hapy kuBaeTcs B IUPKYJIUPYIOLIHX

OMyXOJICBbIX KJIETKAX.

44, Cnocob mo mobomy u3 mm. 35-43, B KOTOpOoM obOpasel MpeacTaBisieT COOOM CONMHUIHYIO
TKaHb, 6I/IOHCI/II'O, ACHUTHI, IJIa3My KPOBH, CBIBOPOTKY, J'[I/IM(l)aTI/I'-ICCKy}O JKUAKOCTD UJIN OIyXOJIb,

NOJIY4E€HHBIE OT CYObEKTa.

45.  Cnocob no mobomy u3 mi. 36-44, B KOTOPOM pak BEIOPAH U3 IPYIIIbI, COCTOSALICH U3 paka
MOJIOUYHOM  »KeJie3bl, MPOTOKOBOW KAapLMHOMBI, paka SHIOMETpHs, paka SUYHUKOB,
HEMEJIKOKJIETOYHOTI'O PaKa JIETKOT0, paKa IMOJKETyJOYHON JKelle3bl, paKa IUTOBHIHON JKeJe3bl,

paka MOYKH U paka MOYCBOIO IMy3bIPA.
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46.  Cnocob mo m. 45, B KOTOPOM pak MOJIOYHOH JKeJe3bl MPENCTaBiIsieT COOOH TPHIKIbI
HETAaTUBHBIN paK MOJIOYHOH >KeJie3bl, a HEMEJKOKJIETOUYHBIN pPaK JIETKUX MPenCcTaBjsier coOou

IUIOCKOKJIETOYHBIN PaK.

47.  Cnocob mo mobomy u3 mi. 35-46, B KOTOPOM B crioco0e OOHapy»KEeHHUsI MCIIONb3YyeTCs
TBepaoda3Helii MMMyHO(pepMeHTHbIH aHanu3 (TBepaodasubiii MPA), cOpTUPOBKA KIETOK C

akTuBrpoBaHHOH (ayopecuenuueit (FACS) mnmn nmmynorucroxumus (MI'X).

48.  Cnocod mo m 47, B koTopoM B cmocoOe oOHapykeHus ucnoib3yercs MI'X, a
KOHLIEHTPALMsI aHTUTEA WIIM €r0 aHTUNe€HCBSI3bIBAIOLIEro (pparmMeHTa no modomy u3 m. 1-21 wnun

34 cocrasisieT OT 0k0J10 1 1o 0koJ10 50 MKr/mu.

49. Crioco6 mo 1. 48, B KOTOPOM KOHLIEHTPALMsI aHTHTEIA MM €r0 aHTUTE€HCBSI3bIBAIOLIETO

(pparMeHTa COCTaBISIET OT OKOJIO 1 10 0KOJIO 20 MKI/MJI.

50. Cnoco6 mo 1. 49, B KOTOPOM KOHLIEHTPALUSI AHTHTENA WM €r0 aHTUI'€HCBSI3bIBAIOIIETO

¢dparmenTa cocrasisier 0koyio 10 MKr/mit.

51.  Cnocob o mobomy u3 rm.47-50, B KOTOPOM B criocode oOHapykeHus ucnogb3yercs UI'X,

a U1t OOHapyskeHust ucnop3yercs 3,3'-nnamMmuHoben3uauH (DAB).

52. Crnioco6 no mrobomy u3 m. 36-51, OTIUYArOIUICS TEM, YTO CYOBEKT SBJISIETCS YEJIOBEKOM.

53.  HaOop, conepskaiuii aHTUTENIO MITH €r0 AHTUTCHCBS3BIBAIOIUN (PPArMEHT 110 JIIOOOMY U3
nm. 1-21 uimu 34 u a) peareHT st oOHapykeHus, b) anturen B7-H4, c) TepameBTudeckoe

arrutenio k B7-H4 unu d) komOunanuio arodoro us mm. (a)-(c).

54.  Cnocob nnum Habop no modomy u3 mir. 37-53, B KOTOPOM TEPANEBTHUECKOE AHTUTEIIO HITH
anTureHcBs3biBaromuil pparment conepxkutr CDR1 obmactu VH, CDR2 o6mactu VH, CDR3
obmactu VH, CDR1 obxactu VL, CDR2 obaactu VL u CDR3 ob6mactu VL 20502 wnmm 22213.

55. Cnoco6 unu Habop o 1. 54, B koropoM CDR npencrasisitoT coboit CDR, onpenenennbie

no Kabary, CDR, onpenenennsie mo Yorna, wim CDR, onpenenennsie mo AbM.
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56.  Cnoco6 wiu Habop o 1. 55, B koropom CDR1 o6nactu VH, CDR2 o6nactu VH, CDR3
obmactu VH, CDRI1 obnmactu VL, CDR2 ob6mactu VL u CDR3 obmactu VL conepsxkar
aMUHOKUCIIOTHbIE — mocnenoBarenbHocTH  SEQ  ID NO:32-37,  COOTBETCTBEHHO, WIIH

aMUHOKUCTIOTHBIE nocaenoBareabHoCcTH SEQ ID NO:58-63, cOOTBETCTBEHHO.

57.  Cnoco® nnu Habop no modomy u3 mir. 37-56, B KOTOPOM TEPANEeBTHUECKOE AHTUTENIO HITH
AHTUTE€HCBS3BIBAIOINNN (parMeHT CONep:KUT BapualenbHYK0 OOJACTh TSDKEJNIOH Lemu u
BapualeIbHYI0 00J1acTh JIETKOW LeTH, IpUYeM BapuadesibHast 00JIaCThb TSHKENION LEenH COOepKUT

aMUHOKHCIOTHYI0 nocieaoBaresbHOCTh SEQ ID NO:54 unu SEQ ID NO:64.

58.  Cnoco0 nnu Habop no modomy u3 mir. 37-56, B KOTOPOM TEpaIreBTHYECKOE AHTUTENIO HIIH
AHTUICHCBSI3BIBAIOIINIT  (DparMeHT comepKUT BapHaOenbHYH0 O0NacTh TKEIOH Lenu u
BapuabesbHy0 00J1acTh JIETKOW LIeMH, npuyeM BapuadesbHas 00acTh JIETKOW LEMu COAePIKUT

aMHUHOKUCIOTHYIO TocienoBaTenbHOCTh SEQ ID NO:55 unmu SEQ ID NO:65.

59.  Cmnoco6 nmn Habop no mobomy u3 mm. 37-56, B KOTOPOM TepPareBTHUECKOE aHTUTENO WU
AHTUTEHCBS3bIBAIOIIMN  (pparmMeHT comepxut (i) BapualenbHYHO 00JAacTh TSKENOH LemnH,
CoAep KAy aMUHOKHCIOTHYIO nocenoBateibHocTh SEQ ID NO:54, u BapuabenbHyo 001acTh
JIETKOU 1IeMH, COAEPIKaIlyl) aMHHOKHCIOTHYIO mocienoBaTenbHocTh SEQ ID NO:SS, umu (ii)
BapuabesbHy0 00JIaCTh TSIKENION IeNH, COAEePIKAIYI) aMUHOKHCIOTHYIO MOCJIEA0BATEIbHOCTD
SEQ ID NO:64, u BapuabenbHytr0 00JacTh JIETKOH LEMH, COMEPIKALIYI aMUHOKHCJIOTHYIO

nocienoBateabHocTh SEQ ID NO:65.

60.  Cmnocob nmm Habop no modomy u3 mir. 37-56, B KOTOPOM TEPANEBTHUECKOE AHTUTEIIO HITH
€ro aHTUT'CHCBSI3bIBAIO LI (PPArMEHT COAEPIKUT TSDKEINYIO LIETb, COAEPIKALIY0 aMUHOKUCIOTHYIO

nocienoBareabHocTh SEQ ID NO:56 nm SEQ ID NO:74.

61.  Cnocob nmm Habop mo modomy u3 mir. 37-56, B KOTOPOM TEPANEBTHUECKOE AHTUTEIIO HITH
€ro aHTHI'eHCBSI3bIBAIOLININ (PArMEHT CONEPIKUT JIETKYIO LieMb, COASPIKAILYI0 aMUHOKUCIIOTHYIO

nocienoBateabHocTh SEQ ID NO:57 nnm SEQ ID NO:75.

62.  Cnocob nmm Habop no modomy u3 mrr. 37-56, B KOTOPOM TEPANEBTHUECKOE AHTUTEIIO HITH
€ro aHTUTCHCBS3BIBAOIIMN  (parMeHT Ccomep:kuT (1) TSKENyr LeMb, COIEpPKAIIYIo

aMUHOKHCIOTHYI0 TmocnenoBaTeapbHocTh SEQ ID NO:56, u nerkywo 1emnb, COAEpKaIIyo
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AMUHOKUCIIOTHYIO mocienoBaTeibHOCTE SEQ ID NO:57, wiu (i1) TSDKEeNnyro LeMb, COAeP KAy
aMUHOKHCIOTHYI0 TmocnenoBateabHocTh SEQ ID NO:74, u nerkywo uemnb, COAEPKaLIYIo

aMHHOKHCIIOTHYIO0 nocnenosatenbHocTs SEQ ID NO:75.
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