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AHTUTEJIA TIPOTUB LAG—-3 U CIIOCOEH MX IPMMEHEHNUA

1. CBA3AHHHE 3AABKU

[0001] IaHHas 3asgBKa MCCIpallMBAaeT IPUMOPUTET IpeldBapUTeJIbEHOMU
zasgBku CIIA N 62/406766, mnomaHHOM 11 oxkTabps 2016 1.; wu
62/420280, mnomauuHou 10 Hogb6ps 2016 1., Kaxmas U3 KOTOPHIX
BKJIOUEeHa B IaHHBM OOKYMEHT IIOCPedCTBOM CCHJIKM B IIOJIHOM ofbeMe.

2. OBJIACTH TEXHMKU

[0002] IHanHHOe wu3B0OOpeTeHMEe OTHOCUTCH K aHTUTeJlaM, KOTOPHE
crneunuduueckm cBA3HBawTCA C LAG-3 (Hampumep, LAG-3 uUeJloBeKa), U K
crocofbaM MX IIpPUMEHEHUID.

3. YPOBEHE TEXHUKU

[0003] TeH axKTMBAUMM JHUMPOLMTOB 3 (LAG-3 - lymphocyte
activation gene 3), TaKXe  M3BEeCTHHIM kak CD223, ABJISETCH
MeMOpaHHBEIM OeJIKOM TUIa 1 B CYIepcCeMelCTBe MMMyHOTJIOOYJIMHOBR (Ig),
KOTOPEM COCTOUT ns3 UeTHpeX BHEKJIE TOUHHX IOOMEHOB Ig u
IMTOIJIasMaTUUECKOTO IOOMeHa, CoIepXamero KOHCEPBATUBHEM IIOBTOPHLIM
MOTMB EP M OIMH KOHCepBaTMBHEM MOTMB KIEELE (Triebel et al.,
(1990) J Exp Med, 171: 1393-405; Workman et al., (2002) J
Immunol, 169: 5392-5). LAG-3 5BKCIOpeccCHUpyeTCda Ha aKTUBUPOBAHHBIX

20dexkTOopHEX T-JsmMbpoumTax (Teff), aKTUBMPOBAHHEX PeTYJSATOPHBX T-—

JIMMPOLIUTax (Treqg), aKTUBUPOBAHHEIX B-JjuMmbpoumTax, IIOOMHOXEeCTBEe
IIOKO AMUXC A eCTeCTBEeHHHX KUJIJIEPOB (NK) " IIOKO AMUXC I
[JIa3MOLUMTOMIOHEIX OEeHIPUTHHX KJeTkax (PDC) (Huang et al., (2004)

Immunity, 21: 503-13; Workman et al., (2009) J Immunol, 182:
1885-91; Kisielow et al., (2005) Eur J Immunol, 35: 2081-8;
Baixeras et al., (1992) J Exp Med, 176: 327-37; Workman et al.,
(2002) Eur J Immunol, 32: 2255-63). B yCJOBMAX IIOCTOSHHOTO
AHTUTEHHOTO  BO3OENCTBUSA, TakKoOI'O KaK XpPOHMUEeCKMe  IIaTOI'€HHEE
MHOeKINU MIIN B MUKPOOKPYXEHUN Oy XOJIN (TME - tumor
microenvironment), SKCIpeccus LAG-3 nonoepxmBpaeTCcsa Ha T—
PETYJNIATOPHEX KJeTkax Turna 1 (Trl) M Tak Ha3HBaeMbX MCTOIEHHEX
AHTUTeH—Clelupmuueckmux T-KIIeTKax (Park et al., (2012) Cell
Immunol, 278: 76-83; Gagliani et al., (2013) Nat Med, 19: 739-
46; Blackburn et ali., (2009) Nat Immunol, 10: 29-37).

[0004] LAG-3 OQyHKUMOHUPYET TakuM o00pasoM, UTO HeTlaTUBHO



peryJMpyeT aKTUBUPOBaHHHE T-kKJeTKM. JuMranmoMm s LAG-3 sABJIAeTCHA
TKI'C xJjacca II, D2KCIPeCcCHUPYEeMHM Ha aHTUTEeHIIPEe3eHTUPYIIUX KJIeTKax
(APC) wm akTuBUpPOBaHHHX T-krieTkax (Roche and Furuta (2015) Nat
Rev Immunol, 15: 203-16). BszamMomeMcrBMe Mexny LAG-3 um eTro
JIMTaHOOM MHIUOUPpYeT IIpojudepaluio M CeKpelMio LUTOKMHOB CD4+ mu
CD8+ KJIe TKaMM Teff (Macon—-Lemaitre and Triebel (2005)
Immunology, 115: 170-8; Huard et al., (1997) Proc Natl Acad Sci
U S A, 94: 5744-9). LAG-3 B Treg m PDC crnocobCcTByeT HeTaTUBHOM
perynauum OyHKUUMM T-kJeTok (Huang et al., (2004) Immunity, 21:
503-13; Workman et al., (2009) J Immunol, 182: 1885-91). B
COOTBETCTBMKM C €eI'0 pPOoJibld B I[IOONepXaHMM MMMyHHOI'O I'OMeocTasa,
neduumuT LAG-3 UMHOYUMPORAJN JEeTajJbHHEM MMOKAPIMUT Y MHIIENW, TaKxe
TeHeTUUeCKM IedUUMTHEX 1o PD-1 (Okazaki et al., (2011) J Exp
Med, 208: 395-407). Kpome Toro, OJOKama IiIn VIiVO MOHOKJIOHAJELHEBM
aHTuTeJIOM IOpoTuB LAG-3 MM B coueTaHum cC ©OJjgokamom PD-1,
ofecrieumjia CHUHepTMUYeCKUN 20bekT IJd YCUIJIEeHUMS OPOTHMBOOIYXOJIEBOTO
VMMYHUTETa Ha MOINeJIgxX OIyxXOoJIell CHMHITeHHHX Memeln (Woo et al.,

(2012) Cancer Res, 72: 917-27).

[0005] YUunTHBAaA POJIb LAG-3 B MOOYJIMPOBaHUN VMIMMY HHEIX
peaxkumi, TepalleBTUUECKNKE aTr'eHTH, npenHasHaUeHHBEe OJId
IPOTUBOLOENCTBUA rnepengaue CUITHaJIOB LAG-3, VIMET foJibmne

IIepCHeKTVBE OJIsA JiedeHuda 3abdojieBaHMM, KOTOpHe BkJIoUalnT LAG-3-
OIIOCPelOBaHHYID MMMYHHYI CYIPeCcCH.

4. CYIHOCTB MBOEPETEHNMA

[0006] HanHHOe wu3B0OOpeTeHMEe OTHOCUTCH K aHTUTeJlaM, KOTOPHE
crneumuduueckm cpBA3HBawTCad C LAG-3 (HanpmuMep, LAG-3 4YeJloBeKa) H
OpOoTHUBOOEeNMCTBYIT O¢yHKUMM LAG-3, HanopuMmep, LAG-3-onocpeldoBaHHOM
VMMYHHOM CyNpeCcCHun. Taxxe npenocTaBJIeHH bapmMalleBTUUECKNUE
KOMIIO3ULIWKM, COIOepXalle HOaHHHE aHTUTEeJa, HYKJIEUMHOBHE KUCJIIOTH,
KOIVpyKIMe ITaHHBEE aHTUTeJa, BEKTOPH BKCIPEeCCUM M KJIETKM—-XO349eBa
OJI9 TIOJIydeHMsS JaHHBHX AaHTUTEJ, W CIOCOOHE JileueHuUsa CyOBekKTa C
VCIIOJIL30BaHMEM HaHHHX aHTuTeJl. OnMcaHHEE B IOaAaHHOM JOKYMEHTE
aHTUTeJla OCOOEeHHO IIOJIE3HE NIJIS YBeJIMUYeHMHA aKTUBaluuM T-KJIEeTOK B
OTBET Ha aHTuUIreH (HalOpuMep, OIIYXOJIEBHM aHTUIeH WM aHTUTeH
VHQEKIMOHHOTO 3aboJieBaHNnA) n/ oJis CHIWKEHU A Treg-

ONOCPEeNOBaHHOW MMMYHHOM CyIpeccuu, U, CJeIOoBaTeJIbHO, MOJIS JieUeHUd



paka y Cy0OBeKTa, WIM JIEUEeHMS WIM OpodUMJIaKTHMKa WHPEKUMOHHOTO
3aboJieBaHMUA Y CYDBEeKTa.
[0007] CoOTBETCTBEHHO, B OIHOM acIlleKTe IOaHHOe WU300peTeHMe

OTHOCHUTCA K AHTUTEILY I BEHIIOEJIEHHOMY aAHTUTEJY , colepXxameMy

BapuabesIbHYIO obJacThb T SKEJION nuenm, comepXxalymo obJjacTH,
onpenesganuue KOMILJIEMEHTAPHOCTD CDRH1, CDRH2 n CDRH3, u
BapuadbesIbHYIO obJyacTb JeTKOoM! nemnm, comepxalyio obJyacTu,

omnpenejydpmue KoMIlJiIeMeHTapHoCcTks CDRL1, CDRL2 m CDRL3, rne:

(a) CDRH1 CONEPXAUT AMMHOKMUCIIO THYIO [IOCJIeOOBaTEJIbBHOCTE
DX1YX2X3 (SEQ ID NO: 140), rme

X1 npencraBjgeT cobou T mam N,

X, npencrTaBJjgeT cobov I mam M, a

X3 npencrTaBJjgeT cobo¥t H, Y maum D;

(b) CDRH2 CONEPXNUT AMMHOKUCIIO THYI [IOCIIEenOBaTEJIbBHOCTE

X1IDPANX2X3X1X5X6X7PXgX9QX10 (SEQ ID NO: 142), rome

X1 npencrTaBJjfgeT cobou E, R, S wmau K,
X2 mpencraBygeT cobou D mim G,

X3 npencraBJygeT codbom N mam H,

X4 mpencraBygeT cobom T wmam S,

Xs npencraBJsgeT cobom K wmam H,

Xe mpencrTaBygeT cobon Y wmam F,

X7 mpencrTaByggeT cobou D mam A,

Xg mnpencramBijgeT codbom K mam R,

X9 mnpencramjsgeT cobou F mam L, a

X109 OpencrTaBjsgeT cobor G muiau D;

(c) CDRH3 CONEPXAUT AMMHOKMUCIIO THYIO [IOCJIeOOBaTEJIbHOCTE
YX1X2X3YX4VGGXsDY (SEQ ID NO: 144), rne

X1 nOpencrTaBJjgeT cobon Y, F wmam S,

X, mpencraByageT cobou Y mau D,

X3 mpencraByigeT cobou K mam R,

X4 mpencrTaBygeT cobo¥ D mim E, a

Xs mpencraByigeT cobor F wmim C;

(d) CDRL1 CONEPXAUT AMMHOKHUCIIO THYIO IOCJIEOOBATEJIBHOCTE
SVSSX1ISSSX2LXs (SEQ ID NO: 147), 1mme

X1 mpencrarBjgeT cobom S wuau G,

X2 npencraBjgeT codbor N miam T, a



X3 npencrTaBJjgeT cobor H mam Y;

(e) CDRL2 CONEPXUT AMMHOKHUCJIIO THYIO [IOCJIEOOBATEJIBHOCTE
GTSNLAS (SEQ ID NO: 104); a

() CDRL3 COOEPXUT AMMHOKMCJIO THYIO [IOCJIEDOBATEJIBEHOCTE
QOWX1X2YPX3T (SEQ ID NO: 149), rome

X1 mpencTaByageT cobom S, N wmiau R,

X2 mnpencramJsgeT cobom S, T miam R, a

X3 npencramJjseT cobom F, L, H uaum W.

[0008] B gmOpyroM acHoekTe B »OaHHOM M300peTeHuM OIpelJIOXeHO
AHTUTEJIO W BHIIEJIEHHOE aHTUTEJIO, KOoTOopoe crieuudmuIecKu
cBA3EBaeTcsa C LAG-3 UeJiIoOBeKa, colIepXalmee BapuabellbHy© 00JIacTb
TSKEJIOM Llell), CcolepxXalyl o0JlacTy, OIpelelidolle KOMIIJIEMEHTAPHOCTE
CDRHI1, CDRH2 wum CDRH3, u pBapuabesbHyl 006JacTb JeT'Ko¥ Lewu,
comepxamyl oO0JlacTM, OIpemeJidrmye KoMrueMeHTapHocTk CDRL1, CDRLZ2
u CDRL3, B KOTOPOM:

(a) CDRH1 CONEPXNUT AMMHOKHUCIIO THYI IIOCJIEOOBATEJIBHOCTE
DX1YX2X3 (SEQ ID NO: 140), rme

X1 npencraBJygeT cobom T mam N,

X2 mpencrarjgeT cobor I mim M, a

X3 npencraBJjgeT cobom H, Y wmuam D;

(b) CDRH2 COnEePXUT aAMMHOKMCJIOTHYIO [I0CJIeIOBaTEeJIBLHOCTE

X1IDPANX2X3X4XsX6X7PXgX9QX10 (SEQ ID NO: 142), rzme

X1 npencramjsgeT cobon E, R, S wmau K,
X2 mpencTaByageT cobou D mau G,

X3 mpencrTaBiageT cobou N wmam H,

X4 TmipencTaBigeT cobou T mam S,

Xs mpencraBiageT cobou K wmam H,

Xe TipencTarBygeT cobou Y maum F,

X7 mpencrTaByigeT cobou D mam A,

Xg mpencrTarBygeT cobou K mam R,

Xg mpencrarBygeT cobo¥ F mim L, a

X109 OpencrTaBJjgeT cobort G mam D;

(c) CDRH3 CONEPXAUT AMMHOKHUCIIO THYIO IOCJIEOOBATEJIBHOCTE
YX1X2X3YX4VGGXsDY (SEQ ID NO: 144), rne

X1 npencrTaBJjgeT cobom Y, F wmiam S,

X2 npencraBJgeT cobou Y mam D,



X3 npencraBJygeT cobou K mam R,

X4 mpencrarBygeT cobo¥ D mim E, a

Xs mpencrarjgeT cobou F wmim C;

(d) CDRL1 COOEPXUT AMMHOKMCJIIO THYIO [IOCJIeDOBaTEeJIbBHOCTD
SVSSX1ISSSX2LX3 (SEQ ID NO: 147), rnoe

X1 mOpencraBJjsgeT cobou S uam G,

X2 mpencraByageT cobo¥ N mim T, a

X3 npencrapjsgeT codbor H mam Y;

(e) CDRL2 CONEPXAUT AMMHOKMUCIIO THYIO [IOCJIeOOBaTEJIbBHOCTE
GTSNLAS (SEQ ID NO: 104); a

(f) CDRL3 CONEPXNUT AMMHOKMCJIO THYIO rIocJlefoBaTeJILHOCTD
QOWX1X2YPX3T (SEQ ID NO: 149), rme

X1 npencrTaBJjgeT cobou S, N mam R,

X2 mpencrTaBJjfgeT cobon S, T mam R, a

X3 npencrTaBJjgeT cobowm F, L, H muam W.

[0009] B omnpelneJIeHHEIX BapraHTax OCVyIeCTBJIEHUS CDRH1
COOEPXUT aMMHOKMUCIIOTHYID IIOCJemOoBaTeJIbHOCTE DX1YXoXs (SEQ ID NO:
141), 1me X1 mpencrarjaseT cobow T wmam N; X2 mnpencrabiseT cobom I
mwm M; a X3 mnpencraejaseT cobor H mam Y. B oNpenelIeHHHX BapMaHTax
ocymecTBJieHMA CDRH2 cCoOOepXMT aMUHOKUCIIOTHYK IIOCJIeIOBaATEJIbHOCTD
X1IDPANX2X3X4KXsX6PX7FQXgs (SEQ ID NO: 143), rme X1 IIpPeOCTaBJIAET
cobom E, R mam S; X2 mnpencraBjgeT cobor D miam G; X3 NOpencTaBjigeT
cobom N wmiam H; X4 npexpcrariasgeT cobor T miam S; Xs ODpencTaBiigeT
cobom Y wmiam F; X mOpencrarjasgeT codbor D wmiam A; X7 OpencTaBjigeT
cobom K miam R; a Xg HOpencrTarjsgeT cobor G miam D. B onpenejieHHHX
BapraHTax OCYyIleCTBJIEHUA CDRH3 COOEPXUT aMVHOKMCJIO THYIO
IOCJIeOOBaTEJIbHOCTE  YX1X2X3YDVGGX4DY (SEQ ID NO: 145), r1mme X1
opencraBJygeT cobom Y, F wmam S; X, OpencTaBjsgeT cobor Y wmiam D; Xas
OopencTaBjysgeT cobom K miam R; a X4 OpencraBjasgeT cobom F miam C. B
onpeneJiIeHHEX BapMraHTax OCymeCTBJIEHN A CDRH3 COIOEPXUT
AMMHOKMCJIOTHYID IIOCJeoBaTeJIbHOCTE YYYX1YXoVGGEDY (SEQ ID NO:
146), 1Tme X1 mpencrTaBaseT cobor K mam R; a X OpencTaBJfgeT cobon
D mim E. B olpeleJIeHHHX BapMaHTax ocymecTBJieHMA CDRL1 cCcoOmepXuT
AMMHOKMCJIOTHYIO IIOCJIeHOoBaTeJILHOCTE SVSSSISSSNLX: (SEQ ID NO: 148),
Tne X1 mOpencraejgseT cobom H wmam Y. B  OHOpeHelJIeHHEX BapuaHTax

ocyimecTBJeHMd CDRL3 comepXuT aMMHOKMCIIOTHYI IIOCJIeIOBaTeJIbHOCTD



QOWX1SYPX2T (SEQ ID NO: 150), rme Xi mpemcrTaBjageT cobom S, N mam
R; a X, mpencraBjageT cobom F, L wmiam H.

[0010] B omnpemeJIeHHEX BapMaHTaxX OCYWEeCTBJIEHUAD:

(a) CDRH1 comepXuT aMUHOKUCIIOTHYI IIOocJieloBaTeJIbHOCTE DTYIH
(SEQ ID NO: 79);

(b) CDRH2 COOEPXUT AMMHOKMCJIOTHYIO [I0CJIeDOBaATEJIBLHOCTE
EIDPANDNTKYDPKFQG (SEQ ID NO: 90);

(c) CDRH3 CONEPXAUT AMMHOKMUCJIIO THYIO [IOCJIEOOBATEJIBHOCTE
YYYX1YXoVGGEDY (SEQ ID NO: 146), rme Xi: mnpezncrarjisgeT cobor K wmiaum
R; a X: mnpemcrTaBjsgeT coboy D miau E;

(d) CDRL1 CONEPXNUT AMMHOKMUCIIO THYIO IOCJIeOOBaTEJIbHOCTE
SVSSSISSSNLH (SEQ ID NO: 100);

(e) CDRL2 CONEPXUT AMMHOKMCJIO THYIO [IocJlefoBaTeJIbLHOCTD
GTSNLAS (SEQ ID NO: 104); a

(f) CDRL3 CONEPXUT AMMHOKMCJIO THYIO rIocJjlefoBaTeJIbLHOCTE
QOWSSYPFT (SEQ ID NO: 105).

[0011] B omnpemeJieHHEX BapMaHTax ocymecTBJeHrMsa CDRH1, CDRHZ2
u CDRH3 comepxar AMMHOKMCJIO THEIE IIOCJIeJOBATEJILHOCTH,
nopencrTaBJieHHEe B SEQ ID NO: 79, 90 wm 98, COOTBeTCTBEHHO. B
OIlpeIeJIeHHEIX BapraHTax OCYIeCTBJIEHUA BapmrabesibHa4g 00JIaCThb
TAXEJIOM LelM CONEPXMT aMMHOKMCIIOTHYK I[IOCJIeHOBaTeJIbHOCTh, KoTopasd
o MeHbmem wMmepe Ha 75%, 80%, 85%, 90%, 95%, 97%, 98% wm 99%
MOSHTMUYHA aMMHOKMCJIOTHOM IocjenoBaTesbHOCTH SEQ ID NO: 65 wiam
220. B omnpeleJileHHHX BapMaHTax OCYMEeCTBJIeHUsa BapuabeljibHasa o00JacTb
TSXEJIOM LelM COOEePXUT aMMHOKMCIIOTHYI IIOCJIeNOBaTeJIbHOCTL, KOoTopas
1o MeHbIen Mepe Ha 98% MIOEeHTUUHA AMUHOKMCJIO THOM
nocjenmorarTejbHoCcTM SEQ ID  NO: 65 wmim  220. B olpeleJIeHHBX
BapMaHTax  OCylNeCTBJIeHUsa  BapuabelbHasda  oBJacThb TSXKEJION — Lelu
COIEepXUT aMMHOKMCJIOTHYK I[IoCJeloBaTeJIbHOCTE SEQ ID NO: 220. B
onpeneJIeHHEX BapMaHTax OCYIIEeCTBJIEHU I BaprabesnbHa4gd 00JIaCThb
TOKEJION LenM COOEPXUT aMMHOKMCIIOTHYI II0CJIelNoBaTelIbHOCTE SEQ ID
NO: 65. B omopeneJleHHEX BapMaHTax OCYyUIecCTBJIeHUd BapuabesbHas
0oBJIacTb TSEXeJIONM LelM CONEePXUT aMMHOKMUCIOTHYI II0CJeOOoBaTeJIbHOCTE
SEQ ID NO: 220. B oIpeleJIeHHEX BapMaHTaxX OCYIEeCTBJIEHUSA aHTUTEJIO
COOEPXUT T KEIIYIO Lenb, CcomepXallylo AMUHOKMCJIO THYIO

nocyienoBaTeJibHOCTE SEQ ID NO: 226. B oONpemesyIeHHEX BapMaHTax



OCYIEeCTBJIEHU A AHTUTEJIO COIEepPXUT T KEJIYIO ek, COoIepXallyo
AMMHOKMCJIOTHYIO IIOocJemoBaTeJIbHOCTE SEQ ID NO: 169.

[0012] B omnpemeJieHHEX BapMaHTax ocymecTBJeHrMsa CDRL1, CDRLZ2
u CDRL3 comepxar AMMHOKMCJIO THEHIE rocjiegoBaTeJIbHOCTH,
nopencraBJeHHEHe B SEQ ID NO: 100, 104 m 105, COOTBeTCTBEHHO. B
oInpeneJIeHHEIX BapMaHTax OCylecTBJIeHUMsa BapuabesbHas o0JacTh JIeTKOM
el COIOEePXMT aMMHOKMCIIOTHYID IIOCJIedOoBaTeJIbHOCTE, KOoTOopasd IO
MeHbIe¥ Mepe Ha 75%, 80%, 85%, 90%, 95%, 97%, 98% wm 99%
MIeHTUMUYHa aMMHOKMCJIOTHOM IIocJejoBaTeJibHoCcTM SEQ ID NO: 73 wmim
221. B oIpeleJiIeHHHX BapMaHTax OCyMeCTBJIeHUs BapuabeljibHasa o00JacTb
JeTKOM LelM COIEePXUT aMMHOKMCIJIOTHYID II0CJIelOoBaTeJIbHOCTL, KOoTopasd
1o MeHbIIen Mepe Ha 98% MIOEHTUUHA AMUHOKMCJIO THOM
nocjemoraTesbHOCTM SEQ ID  NO: 73 wmim  221. B oIpemeJIeHHHX
BapMaHTax OCYIEeCTRBJIEHUA BapuabeJibHAaA oByacTb JerKou Lenm
COIEepXMUT aMMHOKMCJIOTHYK IIOCJeloBaTeJIbHOCTE SEQ ID NO: 221. B
omnpeneJleHHHX BapMaHTax OCYINeCcTBJIeHMSa BapuabesbHas o00JacTh JIeTKOM
el COOEPXUT aMMHOKMUCJIOTHYIO [IocJiemoBaTeJlbHOCT:L SEQ ID NO: 73. B
OIpelleJIEHHEX BapMaHTax OCYIEeCTBJIEHMSI AaHTUTEJIO COOEPXUT JIeTKY
Lens, cooepxallylnw aMMHOKMCIIOTHYK IIocJiemoBaTeJibHOCTE SEQ ID NO:
228. B oIpelejyleHHBX BapMaHTax OCYHEeCTBJIEHMS aHTUTEJIO COLEPXUT
JIeTKyI Lellb, CcomepXallyld aMUHOKUCIIOTHYI I[IO0CJIenoBaTeJIbHOCTE SEQ ID
NO: 187.

[0013] B OIpeneJIeHHEX BapMaHTax OCYIIEeCTBJIEHUI CDRH1
COOEePXUT aMMHOKMCJIOTHYK IIOCJIedOBaTeJIbHOCTL, BHOPaHHYK W3 IDPYIIIH,
cocTosamenr wu3 SEQ ID NO: 78-82. B omopemeJsieHHEX BapuaHTax
ocymecTBJIeHusa CDRH2 cCcomOepXMT aMMHOKMCJIOTHYK II0CJIEeNOBaTEJIbHOCTE,

BEIOpaHHYK U3 TPYIIIIH, cocTodmen U3 SEQ ID NO: 83-93. B

OonpeneJIeHHEX BapMraHTax OCyWeCTBJIEHN A CDRH3 COIOEPXUT
AMUHOKHUCJIO THYIO [IOCJIeIOBATEJILHOCTE, BHOPaHHYIO nu3 TPYIIIIH,
cocTosamen wu3 SEQ ID NO: 94-99, B omopenmeJsieHHHX BapuaHTax

ocymecTBJieHVA CDRL1 CoOmepXMT aMUHOKUCJIOTHYI IIOCJIeHOBaTEeJILHOCTE,
BEIOpaHHYK W©3 TPYIIIH, cocTodmer w3 SEQ ID NO: 100-103. B
onpeneJieHHEX BapMraHTax OCymeCTBJIEHN A CDRL3 COIOEPXUT
AMVHOKMUCJIOTHYIO [IOCJIeIOBATEJIBHOCTE, BHOPaHHY ns3 TPYIIIIH,
cocrosamen m3 SEQ ID NO: 105-112.

[0014] B omnpemeJieHHEX BapMaHTax ocylmecTBJeHrusa CDRH1, CDRHZ2



u CDRH3 comepxaT aMMHOKMCIIOTHHE IocJenoBaTesibHOCTM CDRH1, CDRH2
u CDRH3, COOTBeTCTBEHHO, IIpencTaBJieHHEe B SEQ ID NO: 78, 83 wu
94; 78, 85 m 95; 78, 86 m 96; 78, 86 m 97; 78, 91 m 94; 78, 92 mu
96; 79, 84 m 95; 79, 88 m 95; 79, 89 m 95; 79, 90 m 95; 79, 90 m
98; 79, 90 m 99; 80, 85 um 96; 81, 87 m 96 mam 82, 93 m 95.

[0015] B ompemeJleHHHX BapuaHTax ocymecTejeHus CDRL1, CDRL2
u CDRL3 comepXaT aMMHOKMCJIOTHHE IocJenmoBaTesJibHOCTM CDRL1, CDRL2
u CDRL3, COOTBEeTCTBEHHO, IIpeIcTaBJieHHHe B SEQ ID NO: 100, 104 wu
105; 100, 104 m 106; 100, 104 m 107; 100, 104 m 109; 100, 104 wm
110; 101, 104 m 108; 102, 104 m 105; 102, 104 m 112 wnym 103, 104
n 111.

[0016] B omnpeneleHHBX BapMaHTax ocymecTBJeHusa CDRH1, CDRHZ,
CDRH3, CDRL1, CDRL2 " CDRL3 comepxart AMVMHOKMCJIO THEIE
[IOCJIeNOBATEJIbHOCTHY, IIpencTaBJieHHEle B SEQ ID NO: 78, 83, 94, 100,
104 n 105; 78, 85, 95, 100, 104 m 105; 78, 86, 96, 100, 104 wu
105; 78, 86, 96, 100, 104 m 109; 78, 86, 96, 100, 104 m 110; 78,
86, 96, 101, 104 wn 108; 78, 8¢, 96, 103, 104 w 111, 78, 86, 97,
102, 104 wn 112; 78, 91, 94, 100, 104 wun 107; 78, 92, 96, 100, 104
n 105; 78, 92, 96, 100, 104 w 109; 79, 84, 95, 100, 104 m 105;
79, 84, 95, 100, 104 w 106; 79, 84, 95, 102, 104 w 105; 79, 88,
95, 100, 104 m 105; 79, 89, 95, 100, 104 u 105; 79, 90, 95, 100,
104 wn 105; 79, 90, 98, 100, 104 wm 105; 79, 90, 99, 100, 104 wu
105; 80, 85, 96, 100, 104 m 105; 81, 87, 96, 100, 104 m 105; 81,
87, 96, 100, 104 w 107 wmm 82, 93, 95, 100, 104 wm 105,
COOTBETCTBEHHO.

[0017] B @mpyroM aclekTe »OaHHOe M300peTeHMe OTHOCUTCHS K
AHTUTEJY WM  BHIEJIEHHOMY aHTUTeJy, CoOepXalleMy BapMadelbHYK
ofJylacThb T SIKEJION nenu, ComepXxallyrn obyacTH, Olpeneydrmme
KoMILIeMeHTapHoCcTs CDRH1, CDRH2 m CDRH3, m BapuabelbHy® o0O0JIacTb
JIeTKOM LellM, comepXallylo o0JacTu, Oolpeleidplye KOMILJIEMEHTapHOCTD
CDRL1, CDRL2 wm CDRL3, rme CDRH1, CDRHZ2, CDRH3, CDRL1, CDRL2 wm
CDRL3 comepxaT aMMHOKMCJIOTHEIE IIOCJIeHOBATEJIEHOCTH, YKa3aHHHE B
SEQ ID NO: 79, 90, 95, 100, 104 m 105, CcoOTBEeTCTBEHHO.

[0018] B nmpyroM acllekTe »OaHHOe M300peTeHMe OTHOCUTCH K
AHTUTEJY VIV BHIEJIEHHOMY aAHTUTEJY, KOTOpoOe crieumudrUueCcKm

cBA3BBaeTca ¢ LAG-3 ueJloBekKa, coIepxameMy BapuabelbHYID 00JacTb



TSIKEJIOM LenM, CcomepXamykl o8JacTy, OoNpenesdolye KOMILJIEMEHTAapHOCTD
CDRH1, CDRH2 wm CDRH3, wu BpBapuabesbHyl 006JacTb JeTKoW Lenu,
comepxamyl o0JlacTM, OolpemeJidrilre KoMILleMeHTapHocTs CDRL1, CDRLZ2
n CDRL3, rme CDRH1, CDRH2, CDRH3, CDRL1, CDRL2Z m CDRL3 comepxXarT
AMMHOKMCJIOTHEE IIOCJIeHOBaTeJIbHOCTHM, YyKa3aHHele B SEQ ID NO: 79,
90, 95, 100, 104 m 105, COOTBETCTBEHHO.

[0019] B @mpyroM aclekTe »OaHHOe Mu300peTeHMe OTHOCUTCS K
AHTUTEJYy WM BHIOEJEHHOMY aHTUTEeJY, comepxaleMy BapunabeJIbHYIO
obJjiacThb T SIKeJION uenu, comepXxamyno obJjiacTH, onpenedrmre
KoMILIeMeHTapHoCcTs CDRH1, CDRH2 m CDRH3, m BapuabelbHy© o00JIacTb
JIeTKOM 1llenu, coIepxXxamyln o6JacTy, oIpelellgalmMye KOMILJIEMEHTAPHOCTD
CDRL1, CDRL2 wm CDRL3, rme CDRH1, CDRHZ2, CDRH3, CDRL1, CDRL2 wm
CDRL3 coIepXaT aMMHOKMCJIOTHHE IIOCJIENOBATEJBEHOCTM, YKa3aHHEE B
SEQ ID NO: 79, 90, 98, 100, 104 m 105, CcoOOTBeTCTBEHHO.

[0020] B n@mpyroM acIekTe »OaHHOe M300peTeHMe OTHOCUTCH K
aHTUTEJTY VIV BEIIIEJIEHHOMY aHTUTEJY, KOTOpoOe crieuudruueCcKu
ceazpBaeTCcad ¢ LAG-3 deJioBeka, cCcolepXalleMy BapradOelJIbHy o00JacTb
TSOKeJIOM LeNM, CcomepXamykl ofJacTy, OoNpenesdiolye KOMILJIEMEHTAPHOCTD
CDRH1, CDRH2 wm CDRH3, wu BpapuabesbHyI 00JacTbk JeT'KoW Lenu,
comepxamyilo o0JjlacTM, OolpemeJidrilMe KoMIlJleMeHTapHocTs CDRL1, CDRLZ2
u CDRL3, 1rme CDRH1, CDRH2, CDRH3, CDRL1l, CDRL2 um CDRL3 comepXar
AMMHOKMCJIOTHEIE IIOCJIeHOoBaTeJIbHOCTHM, YyKa3aHHele B SEQ ID NO: 79,
90, 98, 100, 104 m 105, cooTBeTCTBREHHO.

[0021] B omnpenellIeHHHX BapMaHTax OCYIEeCTBJIeHMS BapuadbellbHad
0BJIaCTh TAXKEeJION LelV CONEePX UT aMMHOKMCIJIOTHYK IIOCJIedOBaTeJIbHOCTE,
KoTopasa IO MeHbled Mepe Ha 75%, 80%, 85%, 90%, 95%, 97%, 98% wu
99% wuIOeHTMUHa AaMMHOKMCIIOTHOM TMocJemoBaTejibHocTM SEQ ID NO: 65
mm 220, B olpeleJlIeHHEHX BapuaHTax OCyIMeCTBJIeHUsa BapuabelibHad
0BJIaCTh TAXKeJION LEelV COHNEPX UT aMMHOKMCIJIOTHYK IIOCJIeOOBaTeJIbHOCTE,
KoTopasa IO MeHblle Mepe  Ha 98% UMIOeHTHMYHa  aMMHOKMCJIOTHOM
nocjenorarTejibHOCTM SEQ ID  NO: 65 wmim  220. B olpeleJIeHHBX
BapuaHTax OCYWeCTBJIEHUI BapuadbesibHa4d o6JjlacThb TSIKEJION — Lelu
COIEepPXUT aMMHOKMCJIOTHYK IIOCJeloBaTeJIbHOCTE SEQ ID NO: 220. B
onpeneJjie HHEX BapMaHTax OCYIWeCTBJIEHNA BapuabesyibHaA oBJ1acThb
TAXKEJION el COOePXUT aMMHOKMCIIOTHYI IIOCIeIoBaTeJIbHOCTE SEQ ID

NO: ©65. B OIIpeneJIeHHEIX BapHMaHTaX OCYMeCTBJIEHMA aHTHUTeJIO COOEePXUT
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TOKEJIYD LEelb, COOepXallyl aMUMHOKMCJIOTHYK IIOCJIelOBaTeJIbHOCTE SEQ
ID NO: 226. B omopenejleHHHX BapMaHTax OCYWLEeCTBJIEHUS aHTUTEJIO
COIEPXUT T SKEJIYIO ek, CoIepXallyo AMVHOKMCJIOTHYIO
nocjienoraTeJibHOCTE SEQ ID NO: 169.

[0022] B omopenejieHHHX BapMaHTax OCYIEeCTBJIEHUA BapuabesbHad
0BJlaCcThb JIETKOM IelM COOEPXUT aMMHOKMUCJIOTHYI IIOCJIedOoBaTeJIbHOCTE,
KoTopas IO MeHblle Mepe Ha 75%, 80%, 85%, 90%, 95%, 97%, 98% wu
99% wMIeHTMUHa aMMHOKMCJIOTHOM IIocjiejoBaTejJibHocTM SEQ ID NO: 73
mm 221. B olOpeleJIeHHHX BapuaHTax OCYyIeCTBJIeHUsa BapuabelibHad
06JlacTh JIeT'KOM LelM COIOEePXUT aMUHOKMCIIOTHYI II0CJIedOoBaTeJIbHOCTL,
KoTopas IO MeHblle¥ Mepe  Ha 98% MIOeHTMYHa AaMUHOKMCJIO THOM
nocjyjenmoraTejbHoCcTM SEQ ID  NO: 73 wmim  221. B oIpemeJIeHHHX
BapMaHTax OCYIEeCTRBIJIEHUSA BaprabeJsibHAaA oByacTb JleTKou Lenmu
COIEepXUT aMMHOKMCJIOTHYK I[IOoCJeloBaTeJIbHOCTE SEQ ID NO: 221. B
onpeneJIeHHHX BapMaHTax OCYINeCcTBJIeHMSa BapuabesbHasg o00JacTh JIeTKOoM
el COOEPXUT aMMHOKMUCJIOTHYI [IocjiemoBaTeJlbHOCTL SEQ ID NO: 73. B
OIIpelleJIEHHEIX BapMaHTax OCYIEeCTRBJIEHMS AaHTUTEJIO COOEPXUT JIEeTKY
ey, cooepXallyln aMMHOKMCIIOTHYK IIocJiemoBaTeJibHOCTE SEQ ID NO:
228. B OIpeleJIeHHBIX BapMaHTax OCYIHEeCTBJIEHMS aHTUTEJIO COLEPXUT
JeTKYI Lellb, ComepXallyld aMMHOKMCIIOTHYIO IIOCJIeOOoBaTeJIbLHOCTE SEQ ID
NO: 228. B orpeneJleHHEX BapMaHTax OCYIIeCTBJIEHU A AHTUTEJIO
COOEPXUT JIETKYIO nemns, comepxallyio AMUHOKUCJIJIOTHYIO
nmocJenmoBaTeJibHOCTE SEQ ID NO: 187.

[0023] B omopenellIeHHHX BapMaHTax OCYIEeCTBJIeHMS BapuadbellbHad
06JIacTh TIXKEJIONM LelM COIEePXUT aMMHOKMCJIIOTHYID II0CJIeIOoBaTeJIbHOCTL,
KoTopasa IO MeHbled Mepe Ha 75%, 80%, 85%, 90%, 95%, 97%, 98% wu
99% WMIeHTHMUHA aMMHOKMCJIOTHOM IIocJeloBaTelJibHoCTM SEQ ID NO: 65
WMJIN 220, a BapmabeJibHada oBJlacTb JIeTKOM LIenm CONEPXUT
AMMHOKMCJIOTHYI IIOCJedoBaTeJIbHOCTL, KoTopas IIo MeHbIleM Mepe Ha
75%, 80%, 85%, 90%, 95%, 97%, 98% m 99% UIeHTMUYHa aMMHOKMCJIIOTHOM
nocjenorarTejibHOCTM SEQ ID  NO: 73 wnmim  221. B oIpemeJIeHHHX
BapMaHTax OCYIECTRBJIEHUA BaprabeJibHAaA oBJyacTb T SXEeJION Lenm
COOEPXUT aMMHOKMCIIOTHYIO IIOCJIedoBaTeJIbHOCTL, KOTOopasd II0 MeHblIen
Mepe Ha 98% uOeHTHMYHa aMMHOKMCJIOTHOM IocleloBaTeJibHOCTM SEQ ID
NO: 65 wmimm 220, a BapuabenbHas o00JacTb JeEeT'KOW LelM COOEPXUT

AMVHOKMCIJIOTHYK IIOCJIeIoBaTeJIbHOCTE, KoTOpada IIO MeHbIen Mepe Ha
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98% wmMIOIeHTMUHa AaMMHOKMCIIOTHOM TIocJenoBaTejbHocTM SEQ ID NO: 73
mnm 221, B OIpeleJIeHHHEX BapuaHTax OCYIMeCTBJIeHUAa BapuabelibHad
o6JIacThk TAXEJION LenM COOEPXUT aMMHOKMCJIOTHYI I[IOCJIeOOBaATeJIbHOCTD
SEQ ID NO: 220. B OIpeneJyIeHHEIX BapMaHTax OCYIleCTBJIEHNA
BapuabesibHaA oBJjlacThb T SKEJION nenmu COOEePXUT aMVHOKMCJIOTHYIO
nocjienoBaTesibHOCTE  SEQ  ID NO: 65. B oInpenesiIeHHBEX BapMaHTax
OCyWeCTBJIEHU A BapuabeJsibHaA oBJjacTb JIeTKOM nenm COOEepPXUT
AMMHOKMCJIOTHYID IIocjlefoBaTeJibHOCTE SEQ ID NO: 73 wmim 221. B
olpeleJIeHHHX BapMaHTax OCYIeCTBJIeHMS BapuadbesibHas o00JacTh JIeT'KoM
el COHOEPXUT aMMHOKMUCJIOTHYI IIOCJeXOoBaTeJIbHOCTE SEQ ID NO: 73.
[0024] B 1#OpyToM acleKTe B »OaHHOM M300peTeHuM IPpelJIOXeHO
BHIOEJIEHHOE aHTUTEJIO, KOTOopoe ClIelMdUMUyecCKM CBsA3beBaeTcsa C LAG-3
ueJIoBeka, comepxallee BapuabelIbHYK oByacTb T SXKeJION Lenu,
comepXxamyl aMMHOKUMCIJIOTHYK IIocJemoBaTeJibHOCTE SEQ ID NO: 65 wmim
220. B oIpenejleHHBX BapMaHTax OCYIEeCTRBJIEHMS AaHTUTEJIO COOEPXUT
BaprabelbHy 00JIaCTb JIeTKOM Lenwu, comepxamyrn aMMHOKMCIIOTHYI

IocjeIoBaTeJILHOCTL, KOTopas IIo MeHbmeM Mepe Ha 75%, 80%, 85%,

90%, 95%, 97%, 98% " 99% MIOEeHTHUYHAa AMMHOKMCJIO THOM
nocjyenopaTeJsbHOCTM SEQ ID  NO: 73 wmim  221. B oOIOpemeJyIeHHHX

BapMaHTax OCYIMEeCTRBJIEHUA aHTUTEJIO COLEPXUT BapuabeJsibHyl o00JlacTb
JleTKom nerny, comepXxamymn AMMHOKMCIIO THYIO [IoCcJyIenoBaTeJIbHOCTD,
KoTopas IO MeHbIleM Mepe Ha 98% UOeHTUYHA AMUHOKMCJIO THOM
nmocjlemoraTeJibHOCTM SEQ ID NO: 73 mam 221.

[0025] B gmOpyroM acHneKkTe B »OaHHOM M300peTeHuM OIpelJIOXeHO
BHIOEJIEHHOEe aHTUTEJIO, KOTOopoe CcIHelMdMUuecKM CBsSA3EBaeTcsa C LAG-3
yeJIOBEKa, comepxainee BapmabeJIbHYI oBJacThb JleTKom nenu,
comepxamyl aMMHOKMCJIOTHYK IIocJemoBaTeJibHOCTE SEQ ID NO: 73 wmim
221. B oIpenejyleHHBX BapMaHTax OCYIMEeCTBJIEHMS aHTUTEJIO COOEPXUT
BapuabeslbHylD 00JIacTh TAXeJION Lelr, CcoIepXallyld aMMHOKMCJIIOTHYIO

IocjeloBaTeJILHOCTL, KOTopas IIo MeHbmel Mepe Ha 75%, 80%, 85%,

90%, 95%, 97%, 98% " 99% MIOEeHTHUYHAa AMMHOKMCJIO THOM
nocjenorarTeJsbHOCTM SEQ ID  NO: 65 wmim 220. B olpeleJIeHHBX

BapMaHTax OCYMeCTBJIeHUA aHTUTEeJIO CONepPXUT BapuabellbHy 00JacTb
TAXeJIOM — Lenu, comepXamyl aMMHOKMCJIOTHY IIOCJIeIOBAaTeJIbHOCTD,
KoTopasd IO MeHbmeM Mepe Ha 98% uOeHTHMYHa  aMMHOKMCJIOTHOM

rocjlemoBaTeJibHOoCcTM SEQ ID NO: 65 mmm 220.
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[0026] B ompenesieHHHIX BapMaHTax OCYIIECTBJIEHMSI aHTUTEJO
COmepXuUT BapuabellbHyID 00JIacTh TAKeJION LelM, COOepXalyld KapKacCHEHEe
oBJlacTM IOCJIemOoBaTeJILHOCTH BapuabelbHOM ofJacTu TsaxeJon Lenm SEQ
ID NO: 151 wmm 222. B OIpemeJyIeHHHEX BapMaHTax OCYIEeCTBJIEHNUHA
AHTUTEJIO COINEepPXUT BapuadbellbHY O00JIaCTh TAXKEJION LelM, COoIOepXallylo
AMMHOKMCJIOTHYIO IIoCcJlemoBaTeJibHOCT: SEQ ID NO: 151 wmimm 222. B
omnpeleJle HHEIX BapmMaHTax OCYIIEeCTRBJIEHU A AHTUTEJIO COOEepPXUT
BapuabesibHylD 00JIacTh TSXKEJIOM llelM, COoImepXallyld KapkacHbe o0JjlacTu
IOCJIENOBATEJLHOCTY BapuabelbHOM objgacTy Taxeson uenu SEQ ID NO:
218 wim 223. B OIpeleJIeHHHX BapMaHTax OCYWeCTBJIEHUA aHTUTEeJIO
COIEepPXUT BapmrabeJIbHYIO oBjacTb T AXEeJION nenu, cCoIepXallyo
aAMMHOKMCJIOTHYID IIocJenoraTeJlbHOCTL SEQ ID NO: 218 wmim 223. B
ompeleJIe HHBIX BapuaHTax OCYIECTRBJIEHUA AHTUTEJIO COIEepPXUT
BapuabeslbHylD 00JIacTh TAXEJION Lelr, CcoIepXallyld aMMHOKMCJIJIOTHYIO
IocjeloBaTeJIbHOCTL, KOTopas IIo MeHbmeM Mepe Ha 75%, 80%, 85%,
90%, 95% wmmm 100% uMOeHTHMYHa AaMMHOKMCJIOTHOM IIOCJIeIOoBaTeJIbHOCTH,
BHIOpaAaHHOM M3 TpPyMNNH, cocToAmer u3 SEQ ID NO: 56-72 m 220. B
OIpelleJIEHHBIX BapMaHTax OCYIIECTBJIEHUA BapuabeJsibHaA oBJlacThk
T XKEJION nenu COIEPXUT AMMHOKMCJIOTHYIO [IOCJIeNOBaATEJIbHOCTE,
BHOPAHHYI M3 TPYIINE, cocTodAmer u3 SEQ ID NO: 56-72 m 220. B
onpeleJIe HHEIX BapMaHTax OCYIIEeCTBJIEHUA BapuabeJsibHaA oBJlacThb
TSKEJION LelM COIOePXUT aMUHOKMCIIOTHYI II0CJIefoBaTeJIbHOCTL SEQ ID
NO: 220. B omnOpeleJIeHHEHX BapuaHTax OCYIMEeCTBJIeHUsa BapuabeJibHad
06JIacTh TSXKEJION LelM COOEPXUT aMUHOKMCJIIOTHYID IIOCJIeOOBATEeJIbLHOCTD
SEQ ID NO: 65. B omIpelleJIeHHBEX BapMaHTax OCYMEeCTBJEHUS aHTUTEJIO
COIEepPXUT T KEJIYIO ek, comepxamymo AMMHOKMCJIO THYIO
[IOCJIeIOBATEJILHOCTEL, BHOPAHHYI M3 TIPYIINHE, cocTogme mu3 SEQ ID NO:
168-186 wm 225-227. B omopenesyieHHBEIX BapMaHTax  OCYIEeCTBJIEHUA
AHTUTEJIO COOepPXUT BapuadbeslbHYID 00JIacTh TEReJION Lely, VMEIYo
KapkacHHe oO6JacTu, [IOJIYYEHHHE OT UYeJIOBEKa. B omnpenejieHHBX
BapMaHTax OCYMEeCTBJIEHMS aHTUTEJIO COIEPXUT BapuabellbHYyK KapKaCHY
obJacTh  TSKeJOM - llenu, KOoTOopasd ABJAETCH WM [IPOUCXOIUT  OT
AMMHOKMCJIOTHOM IIOCJIeIOoBaTeJIbHOCTHM, KOIMPYeMOM TeHOM ueJjloBeka,
IpMyeM YyKa3aHHas aMMHOKMCJIOTHad IIOCJIemOBaTeJIbHOCTE BHOpaHa M3
TPYINH, cocTodmer m3 IGHV1-46*01 (SEQ ID NO: 153), IGHV1-69-2*01
(SEQ ID NO: 154), IGHV1-3*01 (SEQ ID NO: 155), IGHV1-24*01 (SEQ
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ID NO: 156), IGHV1-2*01 (SEQ ID NO: 157), IGHV1-45*01 (SEQ 1ID
NO: 158) wm IGHV1-18%*01 (SEQ ID NO: 159). B oIpeneJiIeHHBEX
BapMaHTax OCYIECTBJIEHUA aHTUTEJIO COLEPXUT BapMabellbHYy KapKacHYI

oBJlacThb TOKEJION — Lenu, KoTopasd IoJIydeHa M3  aMUHOKMCJIOTHOM

nocjienoBaTesbHoCcTM IGHV1-46*01 (SEQ ID NO: 153), [npuueM IO
MeHbIIeM Mepe onoHa aMMHOKMCJIOTa B aAMVHOKMCJIO THOM
[IOCJIeOOBaTEJIbHOCTHU IGHV1-46*01 (SEQ ID NO: 153) 3aMelleHa
AMUHOKMCJIOTOM B aHaJIOTUYHOM [IOJIOXEHUM B COOTBETCTBYKMEN

BapuabeJIbHOM KapkKacHOM o00JacTu TSKeJIOM Lenu, IIOJYYeHHOM He OT
JeJIoBeka. B oONpenelIeHHHX BapMaHTax OCYMeCTBJIEHUS aMMHOKMCIIOTHASA
3aMeHa HaXOOMTCAd B  aMMHOKMCJIIOTHOM  TIOJIOXEHWMU, BHOPaHHOM U3
Tpynmne, cocrosmen wus 4, 5, 12, 23, 27, 28, 29, 30, 48, 69, 71,
75, 76, 80, 81 m 94, npuueM aMMHOKMCIIOTHOE IIOJIOXEHME YKa3aHO B
COOTBETCTBUU C CUCTeMOM HyMepaluuu Kabat. B onpeleJIeHHBIX
BapMaHTax OCYIMEeCTRBJIIEHVMSA aMMHOKMCIIOTHAS 3aMeHa BHOpaHa W3 IDPYIIIH,
cocTogme w3 4M, 5K, 12v, 23T, 27F, 28N, 29I, 30K, 48I, 691,
71A, 758, 76N, 80L, 81Q m 94T, mnpuueM IOJOXeHMEe aMUHOKMCJIOTHOMN
3aMeHH YKa3aHO B COOTBETCTBMM C CHCTeMOoM HyMepaumuu Kabat. B
oIpeleJIeHHBIX BapuaHTax OCVYIIEeCTBJIEHUA aMMHOKMCJIOTHA A 3aMeHa
HaxXOoIUTCS B aMMHOKMUCJIOTHOM IIOJIOXEHUM, BHIOpPaHHOM U3  TPYIIIH,
cocrosamen wus 4, 27, 28, 29, 30, 69, 71 wmn 94, opuyeM
AMMHOKMCJIOTHOE IIOJIOXeHMe YyKa3aHO B COOTBEeTCTBUM C CUCTEeMOM
HyMepaluu Kabat. B omnpeleJIe HHHX BapraHTax OCYyIeCTBJIEHN A
aMMHOKMCJIOTHAS 3aMeHa BuOpaHa M3 TPYINOeE, cocTodmen u3 4M, 27F,
28N, 29I, 30K, ©9I, 71A um 94T, npuueM IOJIOXeHME aMVMHOKMCJIIOTHOM
3aMeHH YKa3aHO B COOTBETCTBUM C CHUCTeMOM HyMepauuu Kabat.

[0027] B ompenejieHHHIX BapMaHTax OCYIIECTBJIEHUMSI aHTUTEJO
COmepXuT BapuadesibHYyI 00JacTh JeTKOoM lLelM, CcoIepxalyln KapKacCHHEe
o6JlacTMU IIOCJHIeIOoBaTeJILHOCTU BapuabesJbHOM o00JacTu JieTKoM unemnm SEQ
ID NO: 152 wum 224. B OIpemeJIeHHEX BapuaHTax OCYIeCTBJIEHUA
AHTUTEJIO COIHePXUT BapuadeJlbHy o00JIacTb JeTKoW Lelr, CcoIepXallyo
aAMMHOKMCJIOTHYIO IIocJenmoraTeJlbHOCTL SEQ ID NO: 152 wmmm 224. B
oTIpeleJIeHHBIX BapuaHTax OCYIIECTBJIEHUA aHTUTEJIO COIEPXUT
BapuabeslbHylD 00JacTb JIeT'KoW Lenu, comepxamyrn aMMHOKMCIIOTHYI
IoCJIeIOBaTEeJILHOCTEL, KOTopas IIo MeHbmeM Mepe Ha 75%, 80%, 85%,

90%, 95% wmmm 100% uMOeHTHMYHa aMMHOKMCJIOTHOM IIOCJIeIOoBaTeJIbHOCTH,
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BHOpPAaHHOM M3 TPYIINE, cocTodmer u3 SEQ ID NO: 73-77 m 221. B
OIpeHeJIeHHEIX BapMaHTax OCYMeCTBJIeHMA BapuabelibHas o00JacThb JIeTKOMU
el COHEPXUT aMMHOKMCIIOTHY I[IOCJIeOOBaTeJIbHOCTE, BHOPaHHYKR U3
TPyNIH, cocTodamen wn3 SEQ ID NO: 73-77 m 221. B oHOpeleJIeHHHX
BapmaHTax OCYIIEeCTBJIEHN A BapuadbesibHaA obJjiacThb JeTKOM nenm
COOEPXUT aMMHOKMCIIOTHYIO IIOCJIedOoRaTelbHOCTE SEQ ID NO: 221. B
oIpeneJIeHHEIXx BapMaHTax OCyMecTBJIeHMa BapuabelJibHasa o0JacTh JIeTKOM
el COOEePXUT aMMHOKMCIIOTHYIO IIocJedoBaTeJIbHOCTE SEQ ID NO: 73. B
OIpeleJIeHHHX BapMaHTax OCYIECTBJIEHMA aHTUTEJIO COLEPXUT JIEeTKYIO
Lellb, COoHepXallyld aMMHOKMUCJIOTHYI IIOCJIENOBaTEJIbHOCTL, BHOPaHHYI U3
TPYIIEL, cocTodmen U3 SEQ ID NO: 187-191. B omnpenejyieHHEIX
BapMaHTax OCYWEeCTBJIEHUSA aHTUTEJIO CONepXUT BapuabellbHyK OOJIacThb
JIeTKOM LelM, UuMeKIyl KapKacHHe o0JacTy, IIOJyUYeHHHEe OT UeJIOBeKa.
B onpeneJjie HHEIX BapMuaHTax OCylleCTRJIEHU S aHTUTEJIO COOEPXUT
BaprabellbHY KapKacHyK o00JIacTb JIeTKOMW llelM, KOoTopas HABJSAEeTCS WU
IPOUCXOOUT  OT AMMHOKMCJIOTHOM  IIOCJIeOOBRaTeJIbHOCTH, KOOUPYeMOM
T'eHOM JeJIoOBeKa, npuuyeM yKazaHHad aMVHOKMUCJIOTHA A
IOCJIeIOBATEJILHOCTE BHOpaHa M3 TPYIINE, cocTodamen u3 IGKV3-20*01
(SEQ ID NO: 160), IGKV3D-15*01 (SEQ ID NO: 161), IGKV3-15*01
(SEQ ID NO: 161), IGKV3D-20*01 (SEQ ID NO: 162), IGKV3D-7*01
(SEQ ID NO: 163), IGKV1-9*01 (SEQ ID NO: 164) m IGKV3-11*01 (SEQ
ID NO: 165). B oIpeneJIeHHHX BapMaHTax OCYWEeCTBJIEHUS aHTUTEJIO
comepxmuT BapuabeJIbHYID KapkacHyl 00JlacTb JeTKOM Lelu, KoTopasd
IPOUCXOOUT U3 aMMHOKMCJIOTHOM IocjiefoBaTesibHOCTM IGKV3-20*01 (SEQ
ID NO: 160). B omnpemejleHHHX EBapMaHTax OCYIMECTBJIEHUS aHTUTEJIO
cComepXxmT BapuabelJIbHYKD KapkKacHyl 00JlacTb JeTKOM Lelu, KoTopasd
[IoJiydyeHa M3 aMMHOKMCJIOTHOM IocjiejoBaTeJibHoCTM IGKV3-20*01 (SEQ
ID NO: 160), 1mnpuyeM TIO MeHBIIeWM Mepe OIHa aMMHOKMUCJIOTa B
AMMHOKMCJIOTHOM IocJiemoBaTeJibHOoCTM I1GKV3-20*01 (SEQ ID NO: 160)
3aMelleHa aMMHOKMCIIOTOM B aHaJIOTMUHOM IIOJIOXKEeHUM B COOTBETCTRYKIEN
BaprabelIbHOM KapKacCHOM of0JlacTM JIeTKOM Lenu, [IOJIYydeHHOM He OT
JeJIOBeka. B OIpemeJIeHHEX BapMaHTax OCYHIeCTBJIEHUSA aMMHOKMCIIOTHASA
3aMeHa HaxXOOUTCA B  aMMHOKMCJIIOTHOM  IIOJIOXEHUM, BHIOPAHHOM U3
TpyInH, cocrodmew wus 3, 22, 36, 43, 47, 58, 70 m 71, nOpuueMm
AMMHOKMCJIOTHOE IIOJIOXKEHMe YyKa3aHO B COOTBETCTBUM C CUCTeMOM

HyMepalunu Kabat. B onpenejyleHHEX BapuaHTax OCYIEeCTBJIEHUS
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aMMHOKMCJIOTHASA 3aMeHa BeOpaHa WMW3 TpPYyIHOe, cocTodmew u3 3L, 22T,
36F, 43S, 47w, 58V, 70S m 71Y, nOpuueM IOJIOXeHMEe aMUMHOKMCJIOTHOMN
3aMeHH YKa3aHO B COOTBETCTBMM C CHUCTeMoM HyMepauuum Kabat.

[0028] B nOpyroM aclekKkTe, ITaHHOe M300peTeHMe OTHOCUTCH K
QHTUTEJIY WM BHIOEJIEHHOMY aHTUTEIY, comepxaleMy BapurabellbHYI
oBJjacTb T SIKEJION nenu, comepxallyio aMUHOKMUCJIJIOTHYIO
IOCJIeIOBATEJILHOCTE, BHOPAHHYID M3 TPYIIILE, cocTodmer m3 SEQ ID NO:
56-72 m 220. B oIpeleJIeHHEX BapMaHTax OCYIEeCTBJIeHUS BapuabeslbHadd
06JIacTh TSEXEJION LelM COOEPXUT aMUHOKMCJIOTHYID IIOCJIeOOBATeJIbLHOCTD
SEQ ID NO: 220. B ompeneJIe HHEIX BapmMaHTax OCVYIeCTBJIEHNA

BapmuabesibHaA oBJjlacThb T SKeJION nenmu COOEPXUT AMUHOKMCJIOTHYIO

nocyienoBaTeJibHOCTE  SEQ ID NO: 65. B olpelleJIeHHEX BapMaHTax
OCYIIEeCTBJIEHUA QHTUTEJIO COLEPXKUT T AKEIIYIO Lenk, COnepXallylo
AMUHOKUCJIIO THYIO [IOCJIENOBATEJIEHOCTE, BHIOPaHHYI ns TPYILIH,

cocTosamer w3 SEQ ID NO: 168-186 wmu 225-227. B oHOpeneJIeHHBX
BapMaHTax OCYIEeCTRBJIEHUA AHTUTEJIO COIEepPXUT T SKEJIYTO ek,
comepXxamyl aMMHOKMCIIOTHYK IIocJenmoBaTesJlbHOCTE SEQ ID NO: 225. B
OIpelleJIEHHEX BapMaHTax OCYIHEeCTBJIEHMS aHTUTEJIO COLOEPXUT TIKEIIY
Lens, cooepxallylnw aMMHOKMCIIOTHYK IIocJiemoBaTeJibHOCTE SEQ ID NO:
168. B oIpenesyieHHEX BapMaHTaxXx OCYIECTBJIEHUSA aHTUTEeJIO COINEPXUT
TOKeJIYD Lellb, CcomepXallyld aMUHOKMCJIOTHYK I[IOCJelOoBaTeJIbHOCTE SEQ
ID NO: 226. B oInpeneJiIeHHHX BapMaHTax OCYWEeCTBJIEHUS aHTUTEJIO
COOEePXUT T KEJIYIO emnb, comepxamymo AMMHOKMCJIO THYIO
nocyjenoBaTeJIbHOCTE SEQ ID NO: 169. B oIpemeJIeHHEX BapMaHTax
OCYIEeCTBJIEHUSA AHTUTEJIO COOEepPXUT T KEeJIYIO enb, coIepXallyo
AaMMHOKMCJIOTHYK IIOCJemoBaTeJIbHOCTE SEQ ID NO: 227. B omnpemejleHHHX
BapMaHTax OCYIEeCTBJIEHUA AHTUTEJIO COIEepPXUT T SDKEJIYIO ek,
comepxamyl aMMHOKMCIIOTHYIO IIOoCJeloBaTeJlbHOCTE SEQ ID NO: 170.
[00289] B n@mpyroM aclekTe »OaHHOe M300peTeHMe OTHOCUTCH K
AHTUTEJTY VIV BEIIIEJIEHHOMY AHTUTEIY, KOTOpoe crneunuueckKm
CBA3EBaeTCH c LAG-3 yeJIOBEKa, [IpUYEeM aHTUTEJIO COIEPXUT
BapuabellbHylD 00JIacTh TAXeJIOM Lelr, CcomepXallyld aMMHOKMCJIJIOTHYIO
IOCJIeIOBaATEJILHOCTE, BHOPAHHYI M3 TPYINHE, cocTogmen mu3 SEQ ID NO:
56-72 m 220. B oOIpeleJIeHHEX BapMaHTax OCYLeCTBJIeHNA BapuabeslbHad
o6JIacTh TAXEJION LelM COOEPXUT aMMHOKMCJIOTHYI I[IOCJIeOOBaTeJIbHOCTD

SEQ ID NO: 220. B OIpeneJIeHHEIX BapmMaHTax OCYIeCTBJIEHNA
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BapmrabeJsibHaA oBJylacThb T SKeJION nenu COOEPXUT AMVHOKMCJIOTHYIO

nocjienoBaTeJibHOCTE  SEQ ID NO: 65. B oOlOpelleJIeHHEX BapMaHTax
OCYIeCTBJIEHUA AHTUTEJIO COOEPXUT T AKEJIYIO Lenkb, COonepXallylo
AMUHOKMCJIO THYIO [IOCJIENOBATEJIEHOCTD, BHIOPaHHYIO ns TPYIIIH,

cocrosmen w3 SEQ ID NO: 168-186 wum 225-227. B oIopeOeJieHHHX
BapMaHTax OCYIeCTBJIEHU A aHTUTEJIO COOEPXUT T SKEJIYIO uemns,
comepxamyl aMMHOKMCJIOTHYI IocJemoBaTesJlbHOCTE SEQ ID NO: 225. B
omnpeleJIeHHEIX BapMaHTax OCYIMEeCTBJIEHMS aHTUTEJIO COOEPXUT TIKEeJIYO
nens, comepXalylnw aMMHOKMCIIOTHYK IocJemoBaTeJibHOCTE SEQ ID NO:
168. B ompenejieHHEIX BapMaHTaxX OCYIECTBJIEHMS aHTUTEJIO COIOEPXUT
TAXKeJIYD 1Lelb, COOepXallyl aMUMHOKMCJIOTHYK I[IOCJIelOoBaTeJIbHOCTE SEQ
ID NO: 226. B omopenejleHHHX BapMaHTax OCYWLEeCTBJIEHUS aHTUTEJIO
COIEepPXUT T SKEJTYIO LIENE, cComepxXamy AMVHOKMCJIOTHYO
nocyienoBaTeJibHOCTE SEQ ID NO: 169, B oOlpeRelIeHHEX BapMaHTax
OCYIEeCTBJIEHU A AHTUTEJIO COIEepXUT T KEJIYIO LENb, COoIepXallyo
aMMHOKMCJIOTHYK IIOocCJemoBaTesJIbHOCTE SEQ ID NO: 227. B omnpemellIeHHHX
BapMaHTax OCYIECTRBJIEHUA AHTUTEJIO COIEPXUT T SKEJIYTO ek,
comepxalyl aMMHOKMCIIOTHYI IIOCJieloBaTeJlbHOCTE SEQ ID NO: 170.
[0030] B gnOpyroM aclekKkTe, ITaHHOe M300peTeHMe OTHOCUTCH K
QHTUTEJIYy WJIM  BHIEJIEHHOMY aHTUTEIY, comepxameMy BapurabeJlbHYI
oBJjlacTb JIeTKOM uenu, comepxallyio aMVHOKMUCJIOTHYIO
I0CJIeIOBATEJIbHOCTEL, BHOPAaHHYI M3 TPYIIH, cocTosmelr m3 SEQ ID NO:
73=-77 m 221. B oIpeleJIeHHHEX BapMaHTax OCYINEeCTBJIeHUS BapuabeslbHaA
o6JlacTh JIeTKOM LelM COOEPXMUT aMMHOKUCIJIOTHYIO IIOCJIeOOBATEeJIbLHOCTD
SEQ ID NO: 221. B oIpeneJIe HHEIX BapMaHTax OCYIeCTBJIEHNA

BapMa@eﬂbHaH oBJjlacThb JeTKoM el COIOEPXNT AMVMHOKMCIIOTHYO

nocyienoBaTeJibHOCTE SEQ ID NO: 73. B olpellelJIeHHEX BapMaHTax
OCYIEeCTBJIEHUA QHTUTEJIO COOEPXKUT JIETKYIO Lenkb, COnepXallylo
AMUHOKUCJIJIO THYIO [IOCJIENOBATEJIEHOCTE, BHIOPaHHYI ns TPYILIH,

cocTosamen m3 SEQ ID NO: 187-191 m 228. B oIpeneJIeHHHX BapuaHTax
OCYIWeCTBJIEHUA AHTUTEJIO COOEPXUT JIETKYIO Lellb, comepXxalyo
aMMHOKMCJIOTHYK IIOoCJemoBaTesJIbHOCTE SEQ ID NO: 228. B omnpemellIeHHHX
BapuaHTax OCYWeCTBJIEHUI aHTUTEJIO COOEPXUT JIETKYIO uernb,
comepXxalyln aMMHOKMCIIOTHYI IIOCJIeloBaTeJIbHOCTE SEQ ID NO: 187.
[0031] B nmpyroM aclekTe »OaHHOe M300peTeHMe OTHOCUTCH K

AHTUTEIIYy M BEIODEJIEHHOMY aHTMTEeIly, KOTOpoOe CHGHM@MQ@CKH
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CBA3EBaETCH C LAG-3 JeJIOBeKa, npuuyeM AHTUTEJIO COOEPXUT
BaprabenbHy 00JIaCTb JIeTKOM LelM, CoIepXallyld aMMHOKUCIIOTHYIO
[IOCJIeIOBATEJILHOCTE, BHOPAHHYI M3 TPYINHE, cocTodmen mu3 SEQ ID NO:
73=77 m 221. B oOIpelesIeHHBX BapMaHTax OCYIeCTBJEeHVA BapurabeslbHad
oBJacTb JIeTKOM LelM COOepXUT aMMHOKMCJIOTHYK II0CJeHoBaTeJIbHOCTDL
SEQ ID NO: 221. B onpeneJsyieHHEX BapMaHTax OCYIeCTBJIEHNA

BapmaéenBHaH oBJjlacThb JIeT KoM el COIOEePXNT AMVMHOKMCIIOTHYIO

nocyjenoBaTeJIbHOCTE SEQ ID NO: 73. B oOHOpelleJIeHHEX BapMaHTax
OCYyIIEeCTBJIEHUI aHTUTEJIO COOEPXUT JIETKYIO uensb, ConepXallylo
AMUHOKUCJIJIO THYIO [IOCJIENOBATEJIEHOCTE, BHIOPaHHYI ns TPYIIIH,

cocTosamer m3 SEQ ID NO: 187-191 m 228. B onpeneJIeHHHX BapMaHTax
OCYWEeCTBJIeHN AHTUTEJIO COOEPXUT JeTKYI Lenb, COIepXallyo
aMMHOKMCJIOTHYK IIOCJemoBaTesJIbHOCTE SEQ ID NO: 228. B omnpemelleHHHX
BapMaHTax OCyIeCTBJIEHUS AHTUTEJIO CONEepPXUT JIeTKY emnkb,
comepxamyl aMMHOKMCIIOTHYI IIOCJeloBaTeJlbHOCTE SEQ ID NO: 187.

[0032] B n@mpyroM acIlekKTe »OaHHOe M300peTeHMe OTHOCUTCH K
AHTUTEJY WM BBHIOEJEeHHOMY aHTUTeJly, CcoOepXalleMy BapMabellbHYIO
oBJlacTb TAOXeJIONM Lelr M bBapuabeJlbHYK 00JacTb JIETKOM Lenu, IIpUdeM
BaprabesibHad oO0JacTh TAXEJIONM Lenu U BapuabesbHasa o0JlaCcTh JIeTKOMU
Lenu, COOTBETCTBEHHO, comepXxar AMUHOKMCJIO THEE
[IOCJIeDOBAaTEeJIbHOCTM, YKasaHHHe B SEQ ID NO: 56 m 73; 56 m 74; 56
n 75; 56 u 76; 56 u 77; 57 wu 73; 57 wm 74; 57 w 75; 57 m 76; 57 wu
77; 58 m 73; 58 wm 74; 58 wm 75; 58 m 76; 58 m 77; 59 m 73; 59 wu
74; 59 m 75; 59 m 76; 59 m 77; 60 m 73; 60 m 74; 60 m 75; 60 u
76; 60 m 77; 61 m 77; 62 wm 77; 63 m 73; 64 um 73; 65 m 73; 220 u
73; 65 m 221; 220 wm 221; 66 mu 73; 67 m 73; 68 m 73; 69 m 73; 70
n 73; 71 m 73 mim 72 m 73. B HEKOTOPHX BapMaHTax OCYIeCTBJIEHUA
BapuabenbHasd o0B0JacTh TAXeJIONW Lelu ¥ BapuabesbHasda o00JacTh JIeTKOM
enu, COOTBETCTBEHHO, comepXxar AMUHOKMCJIO THHE
[IOCJIeNOBAaTEeJIbHOCTHY, IpencTaBJieHHEe B SEQ ID NO: 65 wm 73. B
HEeKOTOPHX BapMaHTax OCYmeCTBJIeHMA BapuabelbHasd o0B0JacTh TSXeJION
Leny u BapuabeybHasd  o0JacTb  JIeTKOM  LelN, COOTBETCTBEHHO,
comepXaT AaMMHOKMCJIOTHEE IIOCJIEIOBATEJIEHOCTM, IIpelCTaBJIeHHEEe B SEQ
ID NO: 220 m 73; 65 m 221 wmu 220 n 221.

[0033] B OpyroM acnexkTe TaHHOEe pPacKpPHTHEe OTHOCUTCH K

AHTUTEJY WM BHIEJIEHHOMY AaHTUTeJy, CcoIepXaleMy BapuabeslbHYIo
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oBJlacTb TOXeJIONM LelM ¥ bapuabeJlbHYK 00JacTb JIETKOW Leny, IIpUYeM
AMMHOKMCJIOTHEE IIOCJIeNOBaTeJIbHOCTM BapuabesIbHOM 00JlacTy TsaXeJIoN
Lnenu M BapuabeJIbHOM 0O0JlaCcTM JIeTKOM LelM, COOTBETCTBEHHO, COCTOAT
M3 aMMHOKMCJIOTHHIX I[IOCJIeOOBaTeJILHOCTEN, IpelcTaBJIeHHEX B SEQ ID
NO: 56 m 73; 56 m 74; 56 m 75; 56 m 76; 56 wm 77; 57 mu 73; 57 wu
74; 57 w 75; 57 w 76; 57 w 77; 58 m 73; 58 wm 74; 58 m 75; 58 wu
76; 58 m 77; 59 wm 73; 59 wm 74; 59 wm 75; 59 m T76; 59 m 77; 060 wu
73; 60 m 74; 60 m 75; 60 m 76; 60 m 77; 61 m 77; 62 m 77; 63 u
73; 64 n 73; 65 m 73; 220 m 73; 65 m 221; 220 m 221; 66 m 73; 67
n 73; 68 m 73; 69 m 73; 70 wm 73; 71 wm 73 wmm 72 m 73. B
HEeKOTOPHIX BapraHTax OCylmeCTBJIEHU S AMUHOKMCJIO THHE
[IOCJIENOBATEJNILHOCTH BapuabeJbHON obracTu TIKeJION Henm u
BapuabesbHOM o0OJlACTM JIeTKOM LelM, COOTBeTCTBEHHO, COCTOAT U3
AMMHOKMCJIOTHEX IIocJemoBaTeJIbHOCTeM, YyKa3aHHEX B SEQ ID NO: 65 u
73. B HeKOTOPHIX BapraHTax OCyeCTBJIEHU S AMUHOKMCJIO THEIE
[IOCJIENOBATEJILHOCTH BapuabesbHOM obrnacTu TSIKeJION Henm u
BapuabesbHOM oOJlaCTM JIeTKOM LelM, COOTBEeTCTBEHHO, COCTOAT U3
AMMHOKMCJIOTHEIX IIOCJIeOOoBaTeJIbHOCTEeM, YyKa3aHHEX B SEQ ID NO: 220 u

73; 65 m 221 mam 220 u 221.

[0034] B mpyr'oM acllekTe »OaHHOe M300peTeHMe OTHOCUTCH K
aHTUTEJY MJIN BEIOEJIEHHOMY aHTuTeIy, KOTOpoOe creuupuueCcrm
CBSA3HBaeTCHd c LAG-3 yeJIoBeKa, IprueM aHTUTEJIO COOEepPXUT

BapuabeslbHylD 0O0JIaCTh TIKeJION LelrM M BapuabellbHyl o00JIaCcTh JIeTKOM
nenyu, InpudyeM BapuabelbHas o06JacTh TSXeJOWM Lenu ¥ BapuabesbHad
oBJjacTb JIeTKOM LellX, COOTBEeTCTEEHHO COHepXaT aMMHOKMWCJIOTHEE
[IOCJIeOOBATEJIbHOCTHM, IpencTaBJieHHBle B SEQ ID NO: 56 m 73; 56 wm
74; 56 m 75; 56 m 76; 56 m 77; 57 w 73; 57 wm 74; 57 m 75; 57 u
76; 57 w 77; 58 wm 73; 58 m 74; 58 m 75; 58 m 76; 58 m 77; 59 mu
73; 59 m 74; 59 m 75; 59 m 76; 59 mu T77; 60 m 73; 60 m 74; 60 mu
75; 60 m 76; 60 wm 77; 61 wm 77; €2 wm 77; 63 m 73; 64 m 73; 65 u
73; 220 m 73; 65 m 221; 220 wm 221; 66 m 73; ©7 m 73; 68 m 73; 69
nw 73; 70 w 73; 71 m 73 wmam 72 m 73. B HEeKOTOPHX BapMaHTax
OCymeCTBJIeHNs BapuabesibHass o0OJACTh TAXKeJIOM LelM M BapuabellbHad
oBJjacTbs JIeT'KOM LlelM, COOTBETCTBEHHO, COIepXaT aMMHOKMCJIIOTHEE
[IOCJIeIOBATEJIbHOCTHY, IpencTaBJieHHEHe B SEQ ID NO: 65 wm 73. B

HEeKOTOPEX BapMaHTaxX OCYyIeCTBIIEHUA BapmaéenhHaH oBJlacThk TAXeJIOn
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Lenon u BapuabeJbHad o6JlacThb JeTKOM  Lenwu, COOTBETCTBEHHO,
comepXaT AaMMHOKMCJIOTHEE IIOCJIEIOBATEJIEHOCTM, IIpelCTaBJIeHHEEe B SEQ
ID NO: 220 m 73; 65 m 221 wmam 220 m 221.

[0035] B OpyroM acrnexkTe ITaHHOEe pPacKpPHTHEe OTHOCUTCH K
aHTUTEJIY VIV BHIEJIEHHOMY AHTUTEIY, KOTOpoOe crieuudrUueCcKm
cBA3HBaeTcsa C LAG-3 ueJloBeKa, colepxalleMy BapuabelJlbHYKD o00JacThb
TSKEJOM uenu u  BapuabesbHyl  00JacTb  JIeTKOM - llenu, IpuyeM
AMMHOKMCJIOTHEE TIIOCJIeNOBATEJLHOCTY BaprabellbHOM 00JlaCcTU TsXKeJIon
nenu M BapuabeJibHOM 006JlacTM JIeTKOW 1ellM, COOTBETCTBEHHO, COCTOAT
M3 aMMHOKMCJIOTHHX I[IOCJIeOoBaTeJIbHOCTEeM, IIpelcTaBJIeHHEIX B SEQ ID
NO: 56 m 73; 56 m 74; 56 m 75; 56 m 76; 56 m 77; 57 m 73; 57 u
74; 57 wm 75; 57 m 76; 57 wm 77; 58 m 73; 58 m 74; 58 m 75; 58 u
76; 58 m 77; 59 m 73; 59 m 74; 59 m 75; 59 m 76; 59 m T77; 60 u
73; 60 m 74; 60 m 75; 60 m 76; 60 m 77; 61 m T7; 62 m T7; 63 u
73; 64 m 73; 65 m 73; 220 m 73; 65 m 221; 220 m 221; 66 m 73; 67
nu 73; 68 m 73; 69 wm 73; 70 wmw 73; 71 wm 73 wmmm 72 m T3. B
HEKOTOPHIX BapMaHTax OCYWeCTBJIEHNA aMVHOKMCJIO THEIE
[IOCJIeDOBATEJILHOCTH BaprabebHOM obJjiacTu TSKeJION nenu u
BapuabesbpHOM 0O0JacTM JeTkKoM LelM, COOTBETCTBEHHO, COCTOAT U3
AMMHOKMCJIOTHEIX IIOCJIemoBaTeJIbHOCTEeM, YyKa3aHHEX B SEQ ID NO: 65 u
73. B HEKOTOPHIX BapMaHTax OCYWEeCTBJIEHNA AMVHOKMCJIO THEIE
[IoCJIenoOBaTeJIbHOCTH BapuadesIbHOM obJjlacTu TSXKEJION uenu u
BapuabelbHOM oOJacTy JerkoM Ilelu, COOTBETCTBEHHO, COCTOAT U3
AMMHOKMCJIOTHEX IIOCJIemoBaTeJIbHOCTeM, YyKa3aHHEX B SEQ ID NO: 220 u
73; 65 m 221 wmum 220 m 221.

[0036] B omnpenejleHHBEX BapMaHTax OCYIMEeCTBJeHUd JoOoTro U3
BHIIEYIIOMSAHYTEX AacCIleKTOoB, I'Ie »T0o IOpuMeHMMo, X B SEQ ID NO: 220
opencraBJgeT cobol Q. B oopeneJleHHHX BapMaHTax OCYMeCTBJIEHUS
JIIOOOTO M3 BHIIEYIIOMAHYTHX AacCleKTOB, I'Ie STO IpuMeHMMO, X B SEQ ID
NO: 220 nIpencraBJIsgeT cobomn IVMpOoIJIyTaMar. B onpeneJIeHHEIX
BapMaHTax OCYWeCTBJIeHMA JKOOT0O M3 BHIIEYIIOMAHYTHX acIlleKToB, I'Ie
3TO HOpuMeHuMoO, X B SEQ ID NO: 221 mnpexncrabjsgeT cobor E. B
OlIpelneJIeHHHX BapMaHTax OCYIMeCTBJIeHNAa JIOOT'0 W3 BHIIEYIIOMAHY THX
acIleKToOB, I'Ie D2TO IIpuMeHMMO, X B SEQ ID NO: 221 nOpelcTaBJIgeT
cobom OMpoITJIyTamarT. B omopenejsyieHHEX BapMaHTax  OCYIMeCTBJIeHUA

JIHOOOTO M3 BHIIEYIIOMAHYTHX acCleKTOB, I'Ie STO IOpuMeHMMO, X B SEQ ID
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NO: 220 mpencramBjsgeT cobo¥ Q, a X B SEQ ID NO: 221 mnpencrTarjdeT
cobom E. B oIpenesyieHHHX BapMaHTax OCYHMEeCTRBJIeHUS JO0To U3
BHIIEYIIOMAHYTEX acCIlleKTOB, I'Ie 5»T0 IpuMeHMMO, X B SEQ ID NO: 220
IpencrTaBjysgeT coboum Q, a X B SEQ ID NO: 221 mnpencrabBjgeT cobon
oMpoIJIyTaMaT. B oopenejieHHHX BapMaHTax OCYWeCTBJIeHUd JIoOoTo U3
BHIIEYTIOMSAHYTHX acCIeKTOB, I'Ie 2TO OpuMeHuMo, X B SEQ ID NO: 220
npencraBJjgeT cofo¥M OMpoIJIyTamMaT, a X B SEQ ID NO: 221
npencTaBjsgeT codoM E. B ONpemeJIeHHEX BapMaHTax OCyMeCcTBJIeHUS
JIIOOOTO M3 BHIIEYIIOMAHYTHX acCleKTOBR, I'Ie 5STO IpuMeHMMO, X B SEQ ID
NO: 220 mnpemcTaBjsgseT coboM ouponJyTamMaT, a X B SEQ ID NO: 221
nopeIcTaBJgeT COOOM MNUPOTJIYTaMarT.

[0037] B n@mpyroM acllekTe »OaHHOe M300peTeHMe OTHOCUTCH K
AHTUTEeJIY WM BHIOEJIEHHOMY AaHTUTeJly, CoIepXalleMy TsaXeJlyln Lellb,
comepXxamyl aMMHOKMCJIOTHYK IIOoCJenoBaTellIbHOCTE SEQ ID NO: 168 wmim
225, ¥ JeTrKyon lLelb, COOepXallyln aMUMHOKMCIIOTHYI IIO0CJIENOBATEJIBHOCTD
SEQ ID NO: 187 mimm 228.

[0038] B @mpyr'oM acIllekTe »OaHHOe M300peTeHMe OTHOCUTCH K
QHTUTEJIY WM BHIOEJIEHHOMY aHTUTeJly, CoIepXalleMy TAXeJlyln Lellb,
comepxalyl aMMHOKMCIJIOTHYK IIocJemoBaTeJibHOCTE SEQ ID NO: 168, wu
JeTKYI Lellb, ComepXallyld aMMHOKMCIIOTHYIO IIOCJIeOOoBaTeJIbLHOCTE SEQ ID
NO: 187.

[0039] B 1OpyroM acleKTe JaHHOe pPacKpHTMEe OTHOCUTCH K
AHTUTEJY WU BEIIEJIEHHOMY aHTUTEJY, KOTOpoOe crieuudruydeCcKu
ceaspBaeTCca C LAG-3 dYeJiOBeKa, IIPUUEM AaHTUTEJIO COOEPXUT TIKeJIYIO
nens, comepXalylnw aMMHOKMCIIOTHYK IIocJiemoBaTeJibHOCTE SEQ ID NO:
168 WJIIN 225, " JIETKYIO ens, comepxamyn AMMHOKMCJIO THYIO
nmocjenmoraTeJibHOCTE SEQ ID NO: 187 mam 228.

[0040] B IOpyroM acrnekTe JaHHOe PacKPHTHe OTHOCUTCH K
AHTUTEJTY VIV BEIIIEJIEHHOMY aHTUTEJY, KOTOpOe crieuudpruUeCcKu
ceaspBaeTcda C LAG-3 dUeJioOBeKa, [IpUUeM aHTUTEJIO COLOEPXUT TAXKeJIYIO
ey, cooepxallyln aMMHOKMCIIOTHYKR IIocJiemoBaTeJibHOCTE SEQ ID NO:
168, u Jerkymo Lelb, COIepXallyll aMMHOKMCJIOTHYK IIOCJIEOOBATEJIbHOCTH
SEQ ID NO: 187.

[0041] B nmpyr'OM acIlleKkTe »OaHHOe WU300peTeHMe OTHOCUTCH K
QHTUTEJIY WM BHIOEJIEHHOMY AaHTUTeJY, CoIepXalleMy TAXeJyl Lellb,

comepXxalyld aMMHOKMCIJIOTHYK IIocjlenoBaTellIbHOCTE SEQ ID NO: 169 wmim
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226, ¥ JeTKyn Lelb, COOepXallyl aMMHOKMCIIOTHYI II0CJIENOBATEJIBHOCTD
SEQ ID NO: 187 mum 228.

[0042] B @mpyr'OM acIlleKkTe »OaHHOe WU300peTeHMe OTHOCUTCH K
QHTUTEJIY WM BHIOEJIEHHOMY AaHTUTeJY, CoIepXalleMy TAXeJyln Lelb,
comepXallyld aMMHOKMCJIOTHY IIOCJemoBaTeJIbHOCTE SEQ ID NO: 169, u
JETKY Lellb, CoepXallyld aMMHOKMCIIOTHYK IocjenoeaTesibHOCTL SEQ ID
NO: 187.

[0043] B 1Opyr'OM acIlleKTe JIaHHOe pPacKpHTMe OTHOCUTCH K
AHTUTEJY VIV BEIIEJIEHHOMY AHTUTEJY, KOoTopoe crieuudruueCcKu
CBA3BBaeTcsa C LAG-3 uUeJloBeKa, I[IpUMUEeM aHTUTEJIO COIEPXUT TIKEIIYO
Lnens, comepXxalyln aMMHOKMCIIOTHYK IIocJiemoBaTeJibHOCTE SEQ ID NO:
169 WJIN 226, " JIETKYIO ens, comepxamyn AMMHOKMCJIO THYIO
nocjenoraTeJibHOCTE SEQ ID NO: 187 mam 228.

[0044] B 1»OpyI'OM acIlleKkTe JaHHOe pPacCKpHTUe OTHOCUTCH K
AHTUTEJTY VIV BEIIIEJIEHHOMY AHTUTEIY, KOTOpoe crieuudpruueCcKu
CBA3EBaeTcsa C LAG-3 UeJloOBEeKa, I[IPUUEM aHTUTEJIO COIEPXUT TIKEIYO
Lens, comepXxallyrn aMMHOKMCIIOTHYK IIocJiemoBaTeJibHOCTE SEQ ID NO:
169, u Jerkypo Lelb, COIepXallyll aMMHOKMCJIOTHYK IIOCJIeOOBaATEJIbHOCTD
SEQ ID NO: 187.

[0045] B mpyroM acllekTe OaHHOe MU300peTeHMe OTHOCUTCH K
AHTUTEJIY WM BHIOEJIEHHOMY AaHTUTeJY, CoIepXalleMy TAXeJylo Lelb,
comepXallyld aMMHOKMCJIOTHY IIocJiemoBaTeJIbHOCTE SEQ ID NO: 170 wiwm
227, wn JeTrKyon lielb, COOepXalyl aMUMHOKMCIIOTHYIO IIOCJIeIOoBaTeJIbHOCTDb
SEQ ID NO: 187 mim 228.

[0046] B @mpyroM aclekTe »OaHHOe M300peTeHMe OTHOCUTCHS K
AHTUTEeJIY WM BHIOEJIEHHOMY aHTUTeJY, CoIepXalleMy TsIXeJlyln Lellb,
comepxamyl aMMHOKMCJIOTHYK IIocJemoBaTeJibHOCTE SEQ ID NO: 170, wu
JeTKYK Lellb, ComepXallyld aMMHOKMCIIOTHYI IIoCJlefoBaTeJIbHOCTE SEQ ID
NO: 187.

[0047] B IOpyroM acrnekTe JaHHOEe PacKPHTHe OTHOCUTCH K
aHTUTEJTY VIV BEIIIEJIEHHOMY AHTUTEIY, KOTOpoOe crieuudruUeCcCKu
CBA3EBaeTcsa C LAG-3 UeJloOBEeKa, I[IPUUEM aHTUTEJIO COIEPXUT TIKEIY
Lerns, comepxallyln aMMHOKMCIIOTHYK IIocJiemoBaTeJibHOCTE SEQ ID NO:
170 WJIN 227, u JIETKYIO ens, comepXxamyn AMMHOKMCJIO THYIO
nocjienoraTeJibHOCTE SEQ ID NO: 187 wmam 228.

[0048] B OpyroM acrnexkTe TaHHOEe pPacKpHTHEe OTHOCUTCHA K
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aHTUTEJTY VIV BEIIIEJIEHHOMY AHTUTEIY, KOTOpoOe crneunduuecKm
CBA3EBaeTCcsa C LAG-3 UeJloBeKa, I[IpPUUEM aHTUTEJIO COIEPXUT TIKEIIYO
Lens, coIepXallyln aMMHOKMCIIOTHYK IIocJiemoBaTeJibHOCTE SEQ ID NO:
170, u Jerxkyn Lelb, CcolepXallyld aMMHOKMCJIOTHYK IIO0CJIeODOBATEJIbHOCTD
SEQ ID NO: 187.

[0049] B @mpyroM acIleKTe »OaHHOe M300peTeHMe OTHOCUTCH K
AHTUTEJY WM BHIOEJEHHOMY aHTUTeJy, coIepXalleMy TsSIKeJyln Lelb U
Jerkyio Lelb, IIpUMUueM aMUMHOKMCJIOTHAaS II0CJIedOoBaTeJIbHOCTEL TIXeJIon
Henmu COCTOUT n3 aMUHOKMCJIOTHOM [IoCJIeIOBaTeJIbHOCTH,
opencraBJeHHo B SEQ ID NO: 168 wmam 225, a aMMHOKMCIIOTHAaSA
[IOCJIeOOBATEJIbHOCTE JIeTKOoM Lenmu COCTOUT nus3 AaMUHOKMCJIO THOM
IocJjleOoBaTeJILHOCTHM, YykKasaHHoOM B SEQ ID NO: 187 mam 228.

[0050] B IOpyroM acrnekTe JaHHOe PacKPHTHe OTHOCUTCH K
AHTUTEJY WIM BHIOEJIEHHOMY aHTUTEeJY, COoIepXalleMy TaKeJyln Lelb U
Jerkyn lLelb, IpUMUeM aMMHOKMCJIOTHBEE IIOCJIedOBaTeJIbHOCTHY TIXeJIon
HennM wu JeTKOoW Lienoy, COOTBeTCTBEHHO, COCTOAT M3 aMMHOKMCJIIOTHHX
mocJjiegoBaTeJIbHOCTEM, YKa3aHHHX B SEQ ID NO: 168 m 187.

[0051] B nmpyroM aclekTe »OaHHOe WU300peTeHMe OTHOCUTCH K
aHTUTEJY VIV BEIIEJIEHHOMY AHTUTEIY, KOTOpoOEe creuudmuuecKm
cBA3EBaeTcsa ¢ LAG-3 UeJloBeka, colepXalleMy TaXeJlyl Lelb U JEeTKYO
Lens, npryeM aMMHOKUCJIOTHAS I[I0OCJIeOoBaTeJIbHOCTE  TSXKEeJIOM  Lelu
COCTOUT U3 aMMHOKMCIIOTHOM IIOCJIeOOBaTeJIbHOCTHM, IIPeaCTaBJIeHHOM B
SEQ ID NO: 168 wmmm 225, a aMMHOKMCJOTHAad IIOCJelIOoORaTeJIbHOCTD
JleTKOom Lenmu COCTOUT n3 AaMUHOKMCJIOTHOM [IOCJIeOOBaTEeJIbHOCTH,
ykazaHHOM B SEQ ID NO: 187 mum 228.

[0052] B IOpyroM acrnekTe JaHHOEe PacKPHTHEe OTHOCUTCH K
aHTUTEJY VIV BEIIIEJIEHHOMY AHTUTEIY, KOTOpoe crneunuduueckKm
CcBA3EBaeTcsa C LAG-3 UYeJloBeKa, COIepXalleMy TMIKeJyl Lelb U JEeTKYD
lenb, IOpuUYeM aMMHOKMCIJIOTHHE IIOCJIeIOBaTEeJIbHOCTM TAXeJION Lelu U
JeTKou enu, COOTBETCTBEHHO, COCTOAT n3 aAMMHOKMCJIO THEIX
mocjlegoBaTeJIbHOCTEM, YKa3aHHHX B SEQ ID NO: 168 m 187.

[0053] B n@mpyroM acIekTe »OaHHOe M300peTeHMe OTHOCUTCH K
AHTUTEJY WM BHIOEJIEHHOMY aHTUTEJY, COIepXalleMy TIKeJyln Lelb U
Jerkyn lLelb, IpMYeM aMMHOKMCJIOTHAad IIOCJedOoBaTeJIbHOCTEL TIXeJIon
Henmu COCTOUT nu3 aMMHOKMCJIO THOM [IOCJIeNOBATEJILHOCTH,

npencraBJeHHon B SEQ ID NO: 169 wmam 226, a aMMHOKMCIIOTHAHA
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[IOCJIENOBATEJIbHOCTD JeTKOoM LEenmu COCTOUT n3 aMUHOKMCJIO THOM
IocJleOBaATEeJILHOCTHM, YykKasaHHOM B SEQ ID NO: 187 wmam 228.

[0054] B OpyroM acHnexkTe TaHHOEe pPacKpPHTHEe OTHOCUTCHA K
QHTUTEJY WM BHIOEJIEHHOMY aHTUTeJY, CcolepXalleMy TaXeJyln Lelb |
Jerkyn Lelb, IpHUYeM aMMHOKMCJIOTHEE I[IOCJelOBaTeJIbHOCTU TIXeJION
Henu u JeTrKOoW lelr, COOTBeTCTBEeHHO, COCTOAT M3 aMMHOKMCJIIOTHHX
IocJiegoBaTeJIbHOCTEM, YKasz3aHHEX B SEQ ID NO: 169 m 187.

[0055] B g@mpyroM aclekTe »OaHHOe M300peTeHMe OTHOCUTCHS K
AHTUTEJY VIV BEIIEJIEHHOMY AHTUTEJY, KOoTopoe crneunuduueckKm
cBA3BBaeTcsa C LAG-3 UYeJjloBeka, CoOIepXalleMy TMIKeJIyl Lelb U JEeTKY
ek, opuyeM aMMHOKMCIJIOTHAaS IIOoCJIeIOoBaTEeJIbHOCTL  TSEXKeJION  Lelu
COCTOMT M3 aMMHOKMCIJIOTHOM IIOCJIeOOBaTeJIbHOCTM, IIpelCcTaBJIEHHOM B
SEQ ID NO: 169 wmmm 226, a aMMHOKMCJOTHAad II0CJelOoBaTeJIbHOCTDL
JeTKou LEenn COCTOUT n3 aMUHOKMCJIOTHOM [IOCJIeNOBaTEJILHOCTH,
yKazaHHOM B SEQ ID NO: 187 mum 228.

[0056] B IOpyroM acHnekTe JaHHOe PacKPpHTHe OTHOCUTCH K
aHTUTEJTY VI BEIIIEJIEHHOMY AHTUTEIY, KOTOpoOEe creunudruuecKm
CBA3EBaeTcsa C LAG-3 UeJloBeKa, CoOIepXalleMy TIKeJyl Lelb U JEeTKY
1enb, IOpuUYeM aMMHOKMCIJIOTHHE IIOCJIeIOBATEJIbHOCTM TAXEJION Lelu U
JIeTKOM uernu, COOTBETCTBEHHO, COCTOAT ns3 aMVHOKMCJIO THEIX
mocjlegoBaTeJILHOCTEM, yKasaHHBEX B SEQ ID NO: 169 m 187.

[0057] B @mpyroM acleKTe JOaHHOe M300peTeHMe OTHOCUTCH K
AHTUTEJY WMJIM BHIOEJEHHOMY aHTUTeJy, coIepXalleMy TSIKeJyln Lelb U
Jerkyio lLelb, IIpUMUeM aMMHOKMCJIOTHAaS IIOCJIedOoBaTeJIbHOCTE TIXeJIon
Henmu COCTOUT n3 aMUHOKMCJIOTHOM [IoCJIeIOBaTEeJIbHOCTH,
opencraBJeHHo B SEQ ID NO: 170 wmam 227, a aMUMHOKMCJIIOTHASA
[IOCJIEeOOBATEJILHOCTE JIeTKOoM Lenmu COCTOUT nus3 aMUHOKMCJIO THOM
[IOCJIEOOBATEJILHOCTM, YyKaszaHHOM B SEQ ID NO: 187 mim 228.

[0058] B IOpyroM acrnekTe JaHHOe PacKPHTHe OTHOCUTCH K
AHTUTEJY WM BHIOEJIEHHOMY aHTUTEeJY, CoIepXalleMy TaKeJIyln Lelb U
Jerkyn lLelb, IpUMUeM aMMHOKMCJIOTHBEE IIOCJIedOBaTeJIbHOCTHY TIXeJIon
HenM M JeTKOoW 1Lieny, COOTBeTCTBEHHO, COCTOAT M3 aMMHOKMCJIIOTHHX
I[IOCJIeDOBAaTEeJIbHOCTEM, VYKa3aHHEX B SEQ ID NO: 170 m 187.

[0059] B nmpyroM aclekTe »OaHHOe M300peTeHMe OTHOCUTCH K
aHTUTEJY VIV BEIIIEJIEHHOMY AHTUTEIY, KOTOpoOEe creunuduueckKm

cBA3EBaeTcsa ¢ LAG-3 UeJloBeka, colepXalleMy TaXeJlyld Lellb U JIeTKYIO
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lerns, opuyeM aMMHOKMCIIOTHAas IIOCJIeIOBaTEeJIbHOCTL  TSSKeJION Lelu
COCTOUT M3 aMMHOKMCIJIOTHOM IIOCJIeOOBaTeJIbHOCTM, IIpelCcTaBJIEHHOM B
SEQ ID NO: 170 wmym 227, a aMMHOKMCJOTHas II0CJeloBaTeJIbHOCTD
JIeTKOM nenm COCTOUT ns3 aMMHOKMCJIO THOM nocjyiefoBRaTeJIbHOCTH,
ykasaHHoM B SEQ ID NO: 187 wmim 228.

[0060] B 1Opyr'OM AacleKTe JaHHOe pPacKpHTMEe OTHOCUTCH K
AHTUTEJIY I BEIIEJIEHHOMY AHTUTEIY, KOoTOpoe crieumnpuuecrm
cBA3EBaeTcsa C LAG-3 UeJjloBeka, coIepXalleMy TSKeJyln Lelb U JeTKY
lenb, OpUYeM aMUMHOKMCIJIOTHHE II0CJIeHOBATEJIbHOCTM TAXeJION Lelu U
JleTKom nenu, COOTBETCTBEHHO, COCTOMAT nus AMUHOKMCJIO THEIX
mocjlegoBaTeJIbHOCTEM, YKas3aHHHX B SEQ ID NO: 170 m 187.

[0061] B omnpelelleHHBEIX BapMaHTax OCYmMEeCTBJIeHUd JoOoTro U3
BHIIEYIIOMSAHYTEX AacCIlleKToB, I'Ie »TOo IOpuMMeHMMO, X B SEQ ID NO: 225
opencraBJgeT cobor Q. B oopeneJleHHHX BapMaHTax OCYMeCTBJIeHUS
JIIOOOTO M3 BHIIEYIIOMAHYTHX AacCleKTOB, I'Ie STO IOpuMeHMMO, X B SEQ ID
NO: 225 IpencraBJIsgeT cobon IVpOoIJIyTaMar. B onpeneJIeHHEIX
BapMaHTax OCYWeCTBJIeHUI JIIOOTO M3 BHIIEYIIOMAHYTHX AacClIeKTOoB, TIIe
5TO HOpuMeHMMO, X B SEQ ID NO: 228 mnpexmcrasjfgeT cobow E. B
OIIpemeJIeHHEX BapMaHTax OCYyWeCTBJIeHUI JIOOTO M3 BHIEYIIOMAHYTHX
aclleKToB, I'Ie 5STO IIpuMeHMMO, X B SEQ ID NO: 228 rmnpencrapJigeT
cofboy OUPOTJIYyTaMmar. B omopepnejsieHHBEX  BapuaHTax OCYIeCTBJIEHUA
JIOO0OTO M3 BHIIEYIIOMAHYTEX acCIlleKTOB, I'Ie DTO IpuMMeHMMO, X B SEQ ID
NO: 225 mpencraBjsgeT cobor Q, a X B SEQ ID NO: 228 mnpencTaBJdeT
cobom E. B omnpelesyleHHHX BapMaHTax OCYIMEeCTBJIeHMS Jodoro uU3
BHIIEYIIOMSAHYTEX AacCIeKTOoB, I'Ie 2TO OpuMMeHMMO, X B SEQ ID NO: 225
npencTaBJsgeT cobor Q, a X B SEQ ID NO: 228 mpencTaBjgeT cobou
oupoTJyTaMaT. B omOpellelJIeHHEX BapraHTaxX OCYIIEeCTRJIEeHUI JIOoTo M3
BHIIEYIIOMSAHYTEX AacCIleKToB, I'Ie »TOo OpuMMeHMMO, X B SEQ ID NO: 225
opencraBJageT cobo¥ OMpoIJyTaMaT, a X B SEQ ID NO: 228
OpencraBygeT cobor E. B oopelelJleHHHX BapMaHTax OCYMeCTBJIeHUS
JIIOOOTO M3 BHIIEYIIOMAHYTHX AacCleKTOB, I'Ie STO IOpuMeHMMO, X B SEQ ID
NO: 225 mnpemcTaBjisgeT coboM oOuponJyTamMaT, a X B SEQ ID NO: 228
opencraBJgeT co®oM NUPOTJIyTaMar.

[0062] B oIpelleJIeHHBIX BapMaHTax OCYIEeCTBJIeHUd JOOOTO U3
BHIIEYIIOMSAHYTEX acCIlleKTOB, I'Ie 2T0 IpuMeHMMO, X B SEQ ID NO: 226

opencraBJjgeT coborm Q. B omopenejieHHHX BapMaHTax OCYMeCTBJIEHUSA
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JIHIOOOTO M3 BHIIEYIIOMAHYTHX AacCleKTOB, I'Ie STO IOpuMeHMMO, X B SEQ ID
NO: 226 IpencraBJIgeT cobon IVMpoIJIyTaMarT. B onpeneJIeHHEIX
BapMaHTax OCYWEeCTBJIeHUI JIOOTO M3 BHIIEYIIOMAHYTHX AacClIeKTOoB, I'Ie
5TO0 HOpuMeHMMO, X B SEQ ID NO: 228 mnpexmcrasjfgeT cobom E. B
OIpelleJIeHHEX BapMaHTax OCYHeCTBJIEHUS JIOOT0 M3 BHIIEYIIOMAHY THX
acCIIeKTOB, TI'Ie »5BTO IHOpuMeHMMO, X B SEQ ID NO: 228 OpenOcCTaBRJIAET
cobom nOMpoOIJIyTaMaT. B ompenejyieHHBEX  BapuaHTax OCYIIECTBJIEHU A
JIIOOOTO M3 BHIIEYIIOMAHYTHX acCIeKTOBR, I'Ie 5STO IpuMeHMMO, X B SEQ ID
NO: 226 mpencrTaBJsgeT cobor Q, a X B SEQ ID NO: 228 mnpencTaBJdeT
coborm E. B onpeleJjleHHHX BapMaHTax OCYHMeCTBJIeHMI Jodoro uU3
BHIIEYIIOMSAHYTEX AacIleKTOoB, I'Ie »TOo IpuMeHMMO, X B SEQ ID NO: 226
opencTaBJysgeT cobou Q, a X B SEQ ID NO: 228 mnpencrTaBjageT cobou
oupoTJyTaMaT. B omOpellelIeHHEX BapraHTaxX OCYIIEeCTRBRJIEeHUA JIOoTo M3
BHIIEYIIOMSAHYTEX acCIleKTOB, I'Ie »TO IpuMMeHMMO, X B SEQ ID NO: 226
opencraBJageT cobo¥ OMpoIJyTaMaT, a X B SEQ ID NO: 228
opencraByggeT coborm E. B oopelejleHHHX BapMaHTax OCYMeCTBJIeHUA
JIHIOOOTO M3 BHIIEYIIOMAHYTHX AacCleKTOB, I'Ie STO IOpuMeHMMO, X B SEQ ID
NO: 226 mnpemcTaBjasgeT cobor ouponJyTamMaT, a X B SEQ ID NO: 228
opencraBJgeT CcoboM NUPOTJIyTaMmar.

[0063] B ompelelJleHHBX BapMaHTax OCYIeCTBJIeHUd JIIoOOTO U3
BHIIEYTIOMSAHYTHX AacCIeKTOB, I'Ie BDTOo OpuMeHMMO, X B SEQ ID NO: 227
npencraBjseT codo¥ Q. B oONpemeJIeHHEX BapuaHTax OoCyMeCcTBJIeHUS
JIIOOOTO M3 BHIIEYIIOMAHYTHX acCIeKTOBR, I'Ie 5STO IpuMeHMMO, X B SEQ ID
NO: 227 IpenCcTaRJISgET cobomn OVMpOTJIyTaMar . B oIpeneJIeHHEIX
BapMaHTax OCYWEeCTBJIEHUS JIOOTO M3 BHIIEYIIOMAHYTHX AaCIeKTOB, IIe
»TO nOpuMeHuMo, X B SEQ ID NO: 228 mnpemncraBjsgeT cobor E. B
OlpemelJIeHHEIX BapMaHTaxX OCYmMeCTBJIeHUS JIOOTO M3 BHIEYIIOMSIHY THX
acrieKkToB, TI'Je 2TO IOpuMeHMMO, X B SEQ ID NO: 228 nOpelcTaBJIgeT
cobor nuMpoTJyTaMarT. B ompeneJyieHHHX  BapuaHTax OCYIIeCTBJIEHUSA
JIIOOOTO M3 BHIIEYIIOMAHYTHX AacCleKTOB, I'Ie STO IpuMeHMMO, X B SEQ ID
NO: 227 mnpemcTaBjseT cobor Q, a X B SEQ ID NO: 228 mnpencTaBJIgeT
cobom E. B onopeleJleHHBHX BapMaHTax OCYyMecTBJIeHud Jodoro u3
BHIIEYIIOMSAHYTHX acCIlleKTOB, I'IOe 2TO IpuMeHMMO, X B SEQ ID NO: 227
opencTaBJysgeT coboum Q, a X B SEQ ID NO: 228 mnpencrabBjgeT cobon
onuporjyTaMaT. B omopelefieHHBEX BapMaHTax OCYIEeCTRBJIEHUA JI00oTo M3

BHIIEYIIOMSAHYTEX acCIlleKTOB, I'Ie STOo IpuMeHMMO, X B SEQ ID NO: 227
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opencraBJageT cobo¥ OMpoTJyTaMaT, a X B SEQ ID NO: 228
nopencTaBJsgeT cobor E. B ONpeHeJIeHHEX BapMaHTax OCYINeCTBJIEHUS
JHOOOTO M3 BHIIEYIIOMAHYTHX AacCleKTOB, I'Ie STO IOpuMeHMMO, X B SEQ ID
NO: 227 mnpemcTaBjsgeT cobor oupolJiyTamMaT, a X B SEQ ID NO: 228
opencrTaBjsgeT coBo¥ HOuUpoIJIyTamaT.

[0064] B oIpenejyieHHHX BapMaHTax OCYWeCTBJIEHMA aHTUTEJIO
COOEPXUT KOHCTAHTHYID 00JacTh TSKeJIOM Lellr, BHOPaHHYID M3 TPYIIIH,
cocrosamen wu3 I1gGi, IgGz, IgGs, IgGs, IgA1 m IgAr ueJjlOBeka. B
ONpeneJIeHHEIXx BapMaHTax OCYMeCTBJIEHMA KOHCTaHTHas o06JlacTb TAXeJION
Henu npelcTaBJgeT cobor I1gGi. B HeEKOTOPHX BapMaHTax OCYMeCTBJIEHUS
aMUHOKMCJIOTHAaSA IIOCJIenoBaTeJIbHOCTE I1gGi comepxuT MyTauuw N297A,
IPOHYMEPOBAHHYID B COOTBETCTBMM C CHUCTeMOM HyMepaumum EU. B
onpeneJieHHEX BapraHTax OCYyWeCTBJIEHN A aHTUTEJIO COOEPXUT
KOHCTaAHTHYK 00JlaCThk TAXeJION Lenu, comepxamlyln  aMMHOKMCIIOTHYIO
nocjenorarTeJjibHoOCTE  SEQ ID  NO: 194, B HeKOTOpPHX BapuaHTax
OCYWEeCTBJIEHMA aMUHOKMCJIOTHAaA I[IOCJeNOBaTeJIbHOCTE I1gGi  COOepXuT

MyTanmio  N297Q, IPOHYMEPOBAHHYID B COOTBETCTBUM C  CUCTEMOM

HymMepauum  EU. B onpeneJyieHHHX BapMaHTax OCyleCTBJIEHUA IgG:
npencraBjigeT cobon adyKO3UIUPOBaHHEN IgG:. B onpeneJIieHHEIX
BapmaHTax OCVYIIEeCTBJIEHUA KOHCTaHTHAa4 oBJacThb T SIKEeJION Lnenu

npencraBjseT cobor IgGs. B HEKOTOPHX BapMaHTax OCYMeCTBJIEHUS
AMMHOKMCJIOTHAaA I[IOCJIeNOoBaTeJIbHOCTE 1gGs ComepXuT MyTauuwon S228P,
IIPOHYMEPOBAHHYIO B COOTBETCTBMM C CUCTeMOV HyMepaumm EU. B
omnpeleJle HHEIX BapMaHTax OCYIIEeCTRBJIEHU A AHTUTEJIO COIOEepPXUT
KOHCTAHTHYID 00JIacThk  TSKeJION Lenu, comepxamyrn aMMHOKMCIIOTHYIO
nmocjJiemoBaTeJibHOCTE SEQ ID NO: 196.

[0065] B ompenejieHHHIX BapMaHTax OCYIIECTBJIEHUMSI aHTUTEJO
COOEPXMUT KOHCTAHTHYID 00JacTb JeI'KoM ey, BHOpaHHYID M3 IPYIIIH,
cocTosamenn wu3 IgGk u IgGA dYeJjloBeka. B oONpenesIeHHHX BapMaHTax
OCYMeCTBJIEHMSA KOHCTaHTHasd o6JlacTb JIeTKOM lLlenu OpelcTaBjgeT cobon
IgGk. B omnpenejyleHHEIX BapMaHTax OCYINEeCTBJIEHMS aHTUTEJIO COINEPXUT
KOHCTaHTHYID o06JacTb JIeTKou  Lenu, comepxamyrn  aMMHOKMCJIJIOTHYIO
nocjyienoBaTeJibHOCTE SEQ ID NO: 198. B oOlpeRelIeHHEX BapMaHTax
OCYMeCTBJIEHUSA aHTUTEJIO COIEepPXUT KOHCTAHTHY 006JacThb JIeTKOM lienwu,
comepxalyl aMMHOKMCIJIOTHYK IIocJemoBaTesJlbHOCTE SEQ ID NO: 219. B

OIlpeneJIeHHEX BapMaHTaX OoCYyleCTBJIEHNMA KOHCTaHTHAaA obJlacThs JeTKoMu
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Leny OpeXcTaBJjsgeT cobol IgGA.

[0066] B I»Opyr'OM acIleKTe TaHHOe PacCKpHTMe OTHOCUTCH K
QHTUTEJIY WJIM  BHIEJIEHHOMY AaHTUTEIY, KOTOpOe KOHKYypUPpYeT 3a
CBA3EBaHMe ¢ LAG-3 uyeJloBeKa C aHTUTEJIOM, KaK OIIMCaHO B HOaHHOM
OOKYMEHTE. B HEKOTOPHIX BapmaHTax OCYIleCTBJIEHU S OaHHOe
n300peTeHrue OTHOCUTCH K aHTUTEJY WM BBEIOEJIEHHOMY aHTUTeJy,
KOTOpOEe KOHKYpUPpYeT 3a CBA3EBaHMe Cc LAG-3 uUeJloBeKa C aHTUTEJIOM,
comepXxammm aAMMHOKMCJIO THEIE [IOCJIeIOBaTEeJIbHOCTHU BapuabesibHOM
oBJlaCcTU TAXKeJIOM ¥ JIeTKOM leny, IpelcTaBJeHHEe B SEQ ID NO: 15 u
16, COOTBeTCTBEHHO. B HEKOTOPHX BapMaHTax OCYIEeCTBJIEHUS IOaHHOE
n3o00peTeHrMe OTHOCHUTCHA K aHTUTeJYy WM BHIOEJIEHHOMY aHTUTEeIY,
KOTOpOEe KOHKYPUPYET 3a CBA3EBaHUe C LAG-3 dUeJloBeKa C aHTUTEJIOM,
comepxamuMm AMMHOKMCJIO THEIE [IOCJIeIOBaTEJIbHOCTHU BapuabebHOM
oBJlacTM TSXeJIOM UM JIeTKOW lenM, IpelcTaBJeHHEe B SEQ ID NO: 65 u
73; 220 m 73; 65 m 221 mim 220 m 221, COOTBETCTBEHHO.

[0067] B I»Opyr'OM acIlleKTe JTaHHOe pPacCKpHTUe OTHOCUTCH K
AHTUTEJY WJIM BHIEJIEHHOMY aHTUTeJy, KOTOpOe CBSA3HBAeTCHd C TEM Xe
sruTornoM LAG-3 dYeJIoOBeKa, UYTO M AaHTUTEJIO, PacCKpHTOEe B IaHHOM
OOKYMEHTE. B OIIpeneJIeHHEIX BapmaHTax OCYIIECTBJIEHUS OaHHoOe
n3o0bpeTeHUe OTHOCUTCH K aHTUTeJY WM BHIOEJIEHHOMY aHTUTeIY,
KOTOpOe CBABHBAETCH C TeM Xe znmurtornoM LAG-3 UYeJloBeKa, UTO U
aHTUTEeJIO, comepxalee aMMHOKMCJIO THEIE [IOCJIeOBATEJIbHOCTH
BapuabeJyIbHOM 0B8JIaCTM TAIXeJION M JIeTKOM lienu, IIpeOcTaBJIeHHHe B SEQ
ID NO: 15 m 16, COOTBETCTBEHHO. B OIpemesIeHHEX BapuaHTax
OCYIEeCTBJIEHMS ITaHHOe u300peTeHMe OTHOCUTCA K aHTUTEeJY WK
BHIOEJIEHHOMY aHTUTeJly, KOTOpOe CBA3HBAeTCAa C TeM Xe BIOUTOIoOM LAG—
3 yeJioBekKa, UToO u aHTUTEJIO, comepxaiee aMVMHOKVCJIO THHE
IOCJIeIOBATEJILHOCTM BapMuadeJIbHOM of0JlacTu TaXeJ oM M JIeTKOM lienwu,
npencTaBJieHHEe B SEQ ID NO: 65 m 73; 220 m 73; 65 m 221 wnam 220
M 221, COOTBeTCTBEHHO.

[0068] B n@mpyroM aclekTe »OaHHOe M300peTeHMe OTHOCUTCH K
aHTUTEJTY VIV BEIIIEJIEHHOMY AHTUTEIY, KOTOpoOe CBA3BEBAaeTCH,
HalpuMep, CHeluduUuecKkr CBA3HBaAeTCHd C 2OMTonoM LAG-3 dJeJioBeKa. B
OIlpelleJIEHHEX BapuaHTax OCYIEeCTBJIEHMS AaHTUTEJIO CBA3HEBaeTCsa C
SIUTOIIOM, PacCIIOJIOXEeHHEIM B objlacTu LAG-3 UYeJIOBeKa, COCTOAlMM U3

AMMHOKMCJIOTHOM IIocJjiemoBaTesibHOCTM SEQ ID NO: 216. B oNpeXeJIeHHHX
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BapuaHTax OCYWeCTBJIEHUI AHTUTEJIO CBA3EBaETCH C BIOUTOIIOM,
PacCIIOJIOXEHHEIM B obrlacTu LAG-3 yeJiOBeKa, COCTO AWM nus3
AMMHOKMCJIOTHOM IocJlemoBaTesibHOCTM SEQ ID NO: 215. B oHOpeOeJIeHHHX
BapMaHTax OCYIEeCTBJIEHN A AHTUTEJIO CBA3EBaETCHA C BOUTOIIOM,
PAacCIOJIOXEeHHEIM B oBysacT LAG-3 ueJIOBEeKa, COCTOAMNM nus3
AMMHOKMCJIOTHOM IocJjlefoBaTeJibHOCTM SEQ ID NO: 214. B omnpelejlIeHHHX
BapuaHTax OCYWEeCTBJIEHUSI AHTHUTEJIO CBA3EBaeTCH c BIOUTOIIOM,
PacIIOJIOXeHHEIM B obJylacTuU LAG-3 yeJioBeKa, COCTOAINUM nus3
AMMHOKMCJIOTHOM TIocJiemoBaTesibHOCTM SEQ ID NO: 213. B onpenejieHHHX
BapuaHTax OCYWeCTBJIEHUSI aHTUTEJIO CBSA3EBaAETCH c BIUTOIIOM,
PacIIOJIOXEeHHEM B obracTu LAG-3 yeJioBeKa, COCTOAINM nus3
AMMHOKMCJIOTHOM TocJemoBaTesibHOCTM SEQ ID NO: 212. B omnpenejIeHHHX
BapuaHTax OCYWeCTBJIEHUSI AHTUTEJIO CBA3EBaETCH C BIUTOIIOM,
PacCIIOJIOXEeHHEM B obacTu LAG-3 yeJioBekKa, COCTOAINUM ns3
aMMHOKMCJIOTHOM IMocJemoBaTeJibHOoCTM SEQ ID NO: 211.

[0069] B IOpyroM acHnekTe JaHHOe PacKPpHTHe OTHOCUTCH K
AHTUTEJY VIV BHIEJIEHHOMY aHTUTEJY, KOTOpoOe crieuudruUeCKu
CBA3HBaeTCcd C TeM Xxe »sanmMrornoM LAG-3 deJjioBekKa, UYTo U Jwoboe
AHTUTEJIO I[I0 HOaHHOMYy M300peTeHMD. B omnpelleJIeHHEIX BapMaHTax
OCYIWEeCTBJIEHMA AaHTUTEJIO CBA3HBaeTCA C DIUTOIOM, PAaCIOJIOXKEHHEIM B
objlacTu LAG-3 yeJIOBEKA, COCTO UM nus3 AMMHOKMCJIO THOM
nocjienoBaTesbHocT SEQ ID NO: 216. B oIpeIeljleHHEX BapMaHTax
OCYWEeCTBJIEHMSA AaHTUTEJIO CBSA3HBaeTCAa C DIUTOIOM, PAaCIOJIOXEHHEIM B
oBJacTu LAG-3 yeJlOBeKa, COCTO MMM us aMMHOKMCJIOTHOM
nocyenoBaTeJibHOCTM SEQ ID NO: 215. B oOIpemelIeHHEX BapMaHTax
OCYWeCTBJIEHMA AaHTUTEJIO CBA3HBaeTCAa C DIUTOIIOM, PAaCIOJIOXKEHHEM B
obJacTu LAG-3 yeJjIOBeKa, COCTO MMM us AMMHOKMCJIOTHOM
nocyenoBaTeJyibHOoCTM SEQ ID NO: 214. B oOlpemelIeHHEX BapMaHTax
OCYWEeCTBJIEHUA AaHTUTEJIO CBA3HBaeTCsAa C DIUTOIOM, PAaCIOJIOXKEHHEM B
obJacTH LAG-3 yeJjIOBeKa, COCTO MMM us AMMHOKMCJIOTHOM
nnocyienoBaTeJqibHocT  SEQ ID NO: 213. B oOlpemelIeHHEHX BapMaHTax
OCYIWEeCTBJIEHMA AaHTUTEJIO CBA3HBaeTCAa C DIUTOIIOM, PAaCIOJIOXKEHHEM B
obJacTu LAG-3 yeJjIOBeKa, COCTO MMM us AMMHOKMCJIOTHOM
nnocyienoBaTesibHocT SEQ ID NO: 212. B oOlpeReJIeHHHEX BapMaHTax
OCYIWEeCTBJIEHMA AaHTUTEJIO CBA3HBaeTCA C DIUTOIIOM, PAaCIOJIOXKEHHEM B

obJacTu LAG-3 yeJIOBeKa, COCTO SIIUM us aAMMHOKMCJIJIOTHOM
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nocJyenoraTeJpHOoCTM SEQ ID NO: 211.

[0070] B @mpyroM acIllekTe »OaHHOe M300peTeHMe OTHOCUTCH K
AHTUTEJY, KOTOpOe IPpM CBA3HBaHMM C OejikoM LAG—3 dYeJloOBeKa WM eTo
dparMeHTOM, CoIepXallMM aMMHOKMCJIOTHYK IIocCJleDoBaTelIbHOCTE SEQ ID
NO: 217, ymeHbmaeT OOMeH BOIOPOL/IelTepuiti B 00JACTMU, COCTOAmENn
Y3 aMMHOKMCJIOTHOM IIOCJIeIOBATEeJILHOCTM, IIpeAdcTaBJeHHoM B SEQ ID
NO: 216 OTHOCUTEJILHO oBMeHa BOOOpPON/ menTepnin B oBysacTH,
cocTofAmey M3 aMMHOKMCJIOTHOM IIOCJIeNOoBaTeJIbHOCTM, IMIpelCcTaBJIEHHOM B
SEQ ID NO: 216 B OTCYTCTBME aHTHUTeJa, KakK oIpelelJIeHO aHaJlu30M
BoIopon/menTepuii. B OpyT'OM aclekTe »JaHHOe M300peTeHMe OTHOCUTCH
K aHTUTeJly, KOTOopoe IpM CBA3EBaHuUM C OejgkoM LAG-3 dUeJIoOBeKa WU
ero (QparMeHTOM, COIOepXallMM aMMHOKMCJIOTHYK IIOCJIeIOoBaTeJIbHOCTE SEQ
ID NO: 217, yMeHbIlaeT O0OMeH BOOOPOI/IelTepuir B  oOJacTH,
cocToAmer M3 aMMHOKMCJIOTHOM IIoCJIeNoBaTelIbHOCTM, IOIpelcTaBJIEHHOM B
SEQ ID NO: 215 oTHOCUMTeNbHO OOMeHa BoIopom/menTepuit B 00JaCTH,
cocTodAmer M3 aMMHOKMCJIOTHOM IIOCJIeNOoBaTeJIbHOCTM, IMOIpelcTaBJIEHHOM B
SEQ ID NO: 215 B OTCYTCTBME aHTHUTeJla, KaK OIpelelJIeHO aHaJlu30M
BOIopoOn/menTepnii. B OpyTOM aclekTe IaHHOe M300peTeHMe OTHOCUTCH
K aHTUTeJly, KOTOpoe IIpM CBA3HBaHUKM C OeJIkoM LAG-3 UeJIOBeKa WU
ero ¢parMeHTOM, COImepXallMM aMMHOKMCJIOTHYK IIOCJIeIOBaTeJIbHOCTE SEQ
ID NO: 217, yMeHbIlaeT oOMeH BoIopomn/melTepuit B 00JACTH,
cocToAmeN M3 aMMHOKMCJIOTHOW II0CJIeOOoBaTeJIbHOCTHM, IMIPpeIdCTaBJIEHHOM B
SEQ ID NO: 214 oTHOCUTeJIbHO OOMeHa BOIOpon/melTeputt B 00JacCTH,
cocTofAme M3 aMMHOKMCJIOTHOM IIOCJIeNOoBaTeJIbHOCTM, IMIpelCcTaBJIEHHOM B
SEQ ID NO: 214 B OTCYTCTBME aHTHUTeJa, KaK olIpelelJIeHO aHaJlu30M
BoIopon/menTepuii. B OpyT'OM aclekTe JaHHOe M300peTeHMe OTHOCUTCH
K aHTUTeJly, KOTOopoe IpM CBA3EBaHuUM C OejgkoM LAG-3 dUeJIoOBeKa WM
ero (QparMeHTOM, COIOepXallMM aMMHOKMCJIOTHYK I[I0OCJIeIOoBaTeJIbHOCTE SEQ
ID NO: 217, YMEeHbIIaeT ofMeH BoOmoOpon/IelTepuir B  oOJacTH,
cocToAmer M3 aMMHOKMCJIOTHOM IIoCJIeNoBaTelIbHOCTM, IOIpelcTaBJIEHHOMW B
SEQ ID NO: 213 oTHOCUTeNLHO oOOMeHa BoImopon/menTeputt B 00JaCTH,
cocToAmer M3 aMMHOKMCJIOTHOM IIoCJIeNOoBaTeIbHOCTM, IMOIpelcTaBJIEHHOMW B
SEQ ID NO: 213 B OTCYTCTBME aHTHUTeJla, KaK OIpelelJIeHO aHaJlu30M
BOIoOpOn/menTepnii. B OpyTOM aclekTe IaHHOe M300peTeHMe OTHOCUTCH
K aHTUTeJly, KOTOpOoe IIpM CBA3HBaHUKM C OeJIkoM LAG-3 UeJIOBeKa WU

ero ¢parMeHTOM, ComepXallMM aMMHOKUCIIOTHYI IIOCJIeDOBaTeJIbHOCTL SEQ
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ID NO: 217, YMEeHbIIaeT ofMeH Bomopon/IelTepuir B  oOJacCTH,
cocToAmeN M3 aMMHOKMCJIOTHOM IIOCJIeNOoBaTeJIbHOCTM, IMIpelCcTaBJIEHHOM B
SEQ ID NO: 212 oTHOCUTeJILHO oOMeHa BoIopon/melTepuyt B 00JacCTH,
COCTOAmMEN M3 aMMHOKMCJIOTHOM IIOCJIENOBaTEeJIbHOCTM, IMIpelCTaBJIEHHOW B
SEQ ID NO: 212 B OTCYTCTBME aHTHUTeEJa, KaK OIpelelJleHO aHaJM30M
BOOOpON/meliTepuii. B OpyT'oOM aclleKTe IaHHOoe Hu300peTeHMre OTHOCUTCH
K aHTuUTeJly, KOTopoe IpM CBA3EBaHuUM C OejkoM LAG-3 dUeJIoOBeKa WK
ero (parMeHTOM, COIOepXallMM aMMHOKMCJIOTHYK II0CJIeIOBaTeJIbHOCTE SEQ
ID NO: 217, YMeHbIIaeT ofMeH BoOmoOpon/IelTepuir B  o6JacTH,
cocTodAmeN M3 aMMHOKMCJIOTHOM IIocJIeHoBaTeJIbHOCTM, IOIpelcTaBJIEHHOM B
SEQ ID NO: 211 oTHOCHUTeNBLHO OOMeHa BoOIopon/melTeputt B 00JaCTH,
cocTodmey M3 aMMHOKMCJIOTHOM IIoCJIeNoBaTeJIbHOCTM, IOIpelcTaBJIEHHOM B
SEQ ID NO: 211 B OTCYTCTBME aHTHUTeJa, KaK OIpelelJ]IeHO aHaJlM30M
BOIOPON/merTepnii. B HEKOTOPHX BapMaHTax OCYIeCTBJIEHUS yMeHbIeHMe
oBbMeHa BOIOPOL/ OelTepuii V3MEP AT c VICTIOJIE 30BaHMEM obMeHa
BomopoI—menTepun (HDX), HalOpuMmMep, KaK OIMCAaHO B OaHHOM IOKYyMeHTe
B IIpUMEpax.

[0071] B IOpyroM acHnexkTe TaHHOe PacKpPHTHe OTHOCUTCH K
aHTUTEJY VIV BEIIEJIEHHOMY AHTUTEIY, KOTOpoOEe creuudmuuecKm
CBSA3HBaeTCca C TeM Xxe »snmMronomM LAG-3 deJjiloBeka, UYTo U Jwoboe
QHTUTEJIO IO HOaHHOMYy M300peTeHU. B omIpeneljyieHHEX BapuaHTax
OCYMEeCTBJIEHMSA aHTUTEJIO IIpM CBA3HBaHUM C OenkoM LAG-3 uUeJioBeKa
Wi ero (parMeHTOM, COOepXallMM aMMHOKMCJIOTHYI II0CJIelOoBaTeJIbHOCTh
SEQ ID NO: 217, yMeHbmaeT oOMeH Bomopon/melTepuit B o00JacTH,
cocTofAme M3 aMMHOKMCJIOTHOM IIOCJIeHoBaTeJIbHOCTM, IMIpelCcTaBJIEHHOM B
SEQ ID NO: 216 oTHOCUTeJILHO OOMeHa BoOIopon/melTeputt B 00JacCTH,
cocTodmey M3 aMMHOKMCJIOTHOM IIoCJIeHoBaTeJIbHOCTM, IMOIpelcTaBJIEeHHOM B
SEQ ID NO: 216 B OTCYTCTBME aHTHUTeJa, KaK OIpeleJ]IeHO aHaJlMu30M
BOIOPON/ OerTepnii. B ompeleJIeHHHX BapMaHTax OCYIEeCTBJIEHNA
AHTUTEeJIO IIpM CBA3BBaHMM C OejgkoM LAG-3 4deJioBeka WM €TI0
dpparMeHTOM, CoIepXallM AaMMHOKMCJIOTHYK IIOCJIeDOoRaTelIbHOCTE SEQ ID
NO: 217, yMeHbImaeT OOMeH BOIOPOL/IelTepuii B o00JacTU, COCTOLmen
13 aMMHOKMCJIIOTHOM IIOCJIeNOBRaATeJIbHOCTM, IpeAcTaBJieHHOM B SEQ ID
NO: 215 OTHOCUTEJIEHO oOMeHa BOOOpPON/ menTepni B oBJslacTH,
CoCTOAmeN M3 aMMHOKMCJIOTHOM IIOCJIeNOoBaTeJIbHOCTM, IMIpelCcTaBJIEHHOMW B

SEQ ID NO: 215 B OTCYyTCTBMEe aHTHUTeJla, KaK OIlpeleJIeHO aHaJlu30M
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BOOOPON/IeTepnit. B onpeneJIeHHEIX BapuaHTax OCYIeCTBJIEHNUA
AHTUTEeJIO IIpM CBA3BBaHMM ¢ OejnkoM LAG-3 UeJjioBeKa WJIM €TI0
dpparMeHTOM, CoOIepXallM aMMHOKMCJIOTHYK IIocCJleDoRaTelIbHOCTE SEQ ID
NO: 217, yMmeHbmaeT oOOMeH BOIOPOL/IelTepuii B 00JACTMU, COCTOAmeNn
Y3 aMMHOKMCJIOTHOM IIOCJIeIOBATEeJILHOCTM, IIpeAdcTaBJeHHoM B SEQ ID
NO: 214 OTHOCUTEJILHO obMeHa BOIOPON/ IenTepnn B obJjiacTH,
cocTOoAmMeN M3 aMMHOKMCJIOTHOWM II0CJIeOOoBaTeJIbHOCTHM, IMIPpeIdCTaBJIEHHOM B
SEQ ID NO: 214 B OTCYTCTBME aHTHUTeJla, KakK oIpeleJIeHO aHaJlu30M
BOOOPON/IeTepni. B onpeneJIeHHEIX BapuaHTax OCYyIeCTBJIEHUA
aHTUTEeJIO IIpU CBA3EBaHMM C OejgxkoM LAG-3 deJiloBeKa WM €TI0
dparMeHTOM, CcoIepXallM AaMMHOKMCJIOTHYK I[IOoCJIemoORaTelIbHOCTE SEQ ID
NO: 217, yMeHbmaeT OOMeH BOIOPOL/IelTepuii B o060JacTU, COCTOLmen
13 aMMHOKMCJIOTHOM IIOCJIeNOBRATeJILHOCTY, MpeAdcTaBJeHHOM B SEQ ID
NO: 213 OTHOCUTEJILHO oOMeHa BOOOpON/ menTepnin B oBylacTH,
COCTOAMEN M3 aMMHOKMCJIOTHOM IIOCJIeNOBRaTeJIbHOCTHM, MPeldCTaBJIEHHOM B
SEQ ID NO: 213 B OTCYTCTBME aHTHUTeJa, KaK OIpeleJIeHO aHaJlu30M
BOOOPON/IeTepnit. B onpeneJIeHHEIX BapuaHTax OCYIeCTBJIEHNUA
AHTUTEeJIO IIpM CBA3BBaHMM ¢ OejgkoM LAG-3 uUeJjioBeKa WJIM €TI0
dpparMeHTOM, CoOIepXallM aMMHOKMCJIOTHYK IIOoCJleDoBaTelIbHOCTE SEQ ID
NO: 217, ymeHbmaeT oOOMeH BOIOPOL/IelTepuiti B 00JACTMU, COCTOLmeNn
Y3 aMMHOKMCJIOTHOM IIOCJIeIOBATeJIbHOCTM, IIpeAdcTaBJeHHoM B SEQ ID
NO: 212 OTHOCUTEJILHO obMeHa BOOOPONL/ IenTepnn B obJjiacTH,
cocToAmeN M3 aMMHOKMCJIOTHOM II0CJIeOOoBaTeJIbHOCTHM, IMIPpeIdCcTaBJIEHHOM B
SEQ ID NO: 212 B OTCYTCTBME aHTHUTeJla, KakK oIpeleJIeHO aHaJlu30M
BOOOPON/IeTepni. B onpeneJIeHHEIX BapMaHTax OCyIeCTBJIEHUA
aHTUTEeJIO IIpK CBA3BBaHMM C OejqkoM LAG-3 deJiloBeKa WM €TI0
dparMeHTOM, CcoIepXallM AaMMHOKMCJIOTHYK IIOoCJiemOoRaTelIbHOCTE SEQ ID
NO: 217, yMeHbmaeT OOMeH BOIOPOL/IelTepuii B o060JacTHU, COCTOLmen
13 aMMHOKMCJIOTHOM IIOCJIeNOBRATeJILHOCTH, MpeAcTaBJeHHOM B SEQ ID
NO: 211 OTHOCUTEJILHO obOMeHa BOOOpON/ menTepnin B oBjslacTH,
COCTOAMEN M3 aMMHOKMCJIOTHOM IIOCJIeNOBaTeJIbHOCTHM, MIPeldCTaBJIEHHOM B
SEQ ID NO: 211 B OTCYTCTBME aHTHUTeJa, KaK OIpelelJIeHO aHaJlu30M
BOOOpPON/ImenTeprii. B HEKOTOPHX BapMaHTax OCYMEeCTBJIEHUS YMeHbIIeHUE
oOMeHa BOIOpPON/ DenTepn M3MEeP AT C MCIIOJIb 30BaHNeEM oBbMeHa
BOmopon—nmenTeputt (HDX), HaopuMmep, KaK ONMCAHO B OaHHOM HOOKYMEHTe

B IIpUMepax.
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[0072] B ompenesieHHHIX BapMaHTax OCYIIECTBJIEHMSI aHTUTEJO
opencraBygeT coboM TIyMaHMBMPOBaHHOE AaHTHUTeJIO. B  olpenejleHHHX
BapMaHTax OCYMeCTBJIeHMS aHTUTeJIO IpPenOcTaBjsgeT coboM  MBIIMHOE
AHTUTEJIO . B onpeneJieHHBIX BapmaHTax OCYIIECTRBJIEHU I AHTUTEJIO
npencrTaBjseT coBoM XUMepHOe aHTUTeJO. B oIpemelfIeHHHX BapMaHTax
OCYMEeCTBJIEHMSA AaHTUTEJIO ABJSAETCS AaHTAT'OHMCTHMYEeCKMM 1Jsa LAG-3
JeJIOBEKa. B OoIpeneJIeHHEX BapmaHTax OCYIIECTRBJIEHUS AHTUTEJIO
Ie3aKTUBUPYET, CHMXaeT WMIM MHIUOMUPpYeT aKTHMBHOCTE LAG-3 UeJIOBeKa.
B omnpelleJIeHHEHIX BapMaHTax OCYIEeCTBJIEHUSA  aHTUTEJIO MHIUOUPYET
cBA3EBaHMe LAG-3 wuyejioBeka ¢ I'KI'C xjacca I1I. B omopenejieHHBEX
BapMaHTax OCYIEeCTRBJIEHUA AHTUTEJIO MHIOYLHUpyeT BHpaboTky IL-2
MOHOHYKJI€apHEMN/ KJIeTKaMu nepubepmUdecKom KPpOBU (MKIIK) ,
CTUMYJIMPOBaHHEMU SHTEPOTOKCHUMHOM A CTadMUIIOKOKKA (SEA) . B
onpeleJIe HHEIX BapraHTax OCYIEeCTBJIEHU A AHTUTEJIO VHIOYLUPYET
BEpaboTrky TNFa JmMmbpoumMTamm, VHOUIILE TPUPYRIVMY — OIIYXOJIb (TIL),
CTUMYJIMPOBAHHEIMY aHTUTeJlaMM HpoTHueE CD3 u npotus CD28.

[0073] B IOpyroM acHnexkTe JaHHOe PacKpPpHTHe OTHOCUTCH K
AQHTUTEJIY WM  BHIOEJIEHHOMY  aHTUTeJy, Kak  OIMCaHO B IOaHHOM
OOKYMEHTEe, KOHBOIMPOBAHHOMY C LMUTOTOKCUUECKMVM aTeHTOM.

[0074] B OpyroM acrnexkTe TaHHOEe pPacKpPHTHMEe OTHOCUTCHA K
AQHTUTEJIY WM  BHIOEJIEHHOMY  aHTUTely, Kak  oIoMcaHoO B  IOAaHHOM
OOKYMEHTe, KOHBOIMPOBAHHOMY C LMTOCTATUUECKMM aT'eHTOM.

[0075] B 1OpyI'OM acIleKTe JaHHOe pPacKpHTMe OTHOCUTCH K
AHTUTEJIY WM  BHIOEJIEHHOMY  aHTUTeJY, Kak  OIMCaHO B  IOAaHHOM
OOKYMEHTE, KOHBOIUPOBAHHOMY C TOKCHMHOM.

[0076] B O»Opyr'oM acIlleKTe JIaHHOe pPacKpHTMe OTHOCUTCH K
AHTUTEJIY WM  BHIOEJEeHHOMY  aHTUTeIy, Kak  OIMCaHO B  IOAaHHOM
OOKYMEHTEe, KOHBOIVMPOBAHHOMY C PaIMOHYKIIMIOM.

[0077] B IOpyroM acrnekTe JaHHOe PacKPHTHe OTHOCUTCH K
AHTUTEJIY WM  BHIOEJEHHOMY  aHTUTeIy, Kak  OIMCaHO B  IOaHHOM
OOKYMEHTe, KOHBOIMPOBAHHOMY C IOEeTeKTHPYyeMOM MeTKOM.

[0078] B IOpyroM acHnexkTe JaHHOe PacKpHTHe OTHOCUTCH K
AHTUTEJIY WM  BHIOEJEHHOMY  aHTUTeIy, Kak  OIMCaHO B IOAaHHOM
OOKYMEHTe, B KOTOPOM N-KOHILIeBOM aMMHOKMCJIO THEIM OCTaToK
BaprabesIbHOM oBJjslacTH T SIKeJIOU Lnenmu npencrapjigeT cobon

IIMpoIJiyTaMaT (Hanpyﬂvlep, B pesysisTaTe HOCTTpaHCJ'IF[LU/IOHHOﬁ
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LUMKJIM3alUuMY CBOOOIHOM aMMHOTPYINH N-KOHIIEBOTO OCTaTKa E wmim Q
BapuabeslbHOM o0OJlacTM TSXKeJOWM Lelr). B IOpyI'oM acleKTe »OaHHoe
PaCKpPHETHUE OTHOCUTCH K AaHTUTEJY WM BHIEJEHHOMY aHTUTeJY, Kak
ONMCAaHO B MHOaHHOM IOKYMEHTe, B KOTOpPOM N-KOHIEBOV aMMHOKMCJIIOTHHIM
OCTAaTOK TSKEeJIOM LelM OpelncTaBjseT coboM OupoIJyTaMaT (HalpuMmep,
B pe3yJibTaTe INOCTTPAaHCHIALUMOHHOM NIMKIM3aLUUM CBOOOIHOM aMMHOTPYIIIIH
N-KOHIIEBOTO OCTaTKa E miam Q TSKeJIOM Lemnu) .

[0079] B IOpyroM aclekTe JaHHOEe PacCKPHTHEe OTHOCUTCH K
AHTUTEJY WJIM  BHIOEJIEHHOMY aHTUTEJY, KakK OIMCaHO B JaHHOM
OOKYMEHTE, B KOTOPOM N—-KOHLIeBOM AMMHOKMCJIO THEIM OCTaTOK
BapuabeyibHOM o00JlacTM JIeTKOM lLenlM OpedcTaBligeT coboM OUPpOIJIyTaMaT
(HanpuMep, B pes3yJjbTaTe INOCTTPAHCIALUMOHHOM NIMKJIM3aLUM CBOOOIHOM
aAaMMHOTPYIINE N-KOHIIEBOTO ocTaTka E wmam Q BapuabeabHOM o6JacTu
Jerkom uenu). B OpyToM aclekTe »OaHHOe PacKpPHTHMEe OTHOCUTCHI K
AHTUTEJY WM  BHIOEJIEHHOMY aHTUTEIY, KakKk OIMCaHO B  JaHHOM
IOKYyMeHTe, B KOTOpOM N-KOHIEBOW aMMHOKMCJIOTHEIM OCTATOK JIeT'KOM
lenu mnOpencTaBJigeT coboM NUPOIJIyTaMaT (HadpuMep, B pesyjbTaTe
IIOCTTPAHCIAIMOHHON LMKJIM3aUUKYM CBOOOOHOM aMMHOTPYIINH N-KOHIIEBOTO
ocraTka E miam Q JIeTkoM lenu) .

[0080] B OpyroM acrnexkTe TaHHOEe pPacKpPHTHMEe OTHOCUTCHA K
QHTUTEJY WM  BBIOEJIEHHOMYy aHTUTEeIY, KakK OIMCaHO B  JaHHOM
IOOKYMEHTe, B KOTOPOM TaxeJasd lelb ABJIAeTCHaS alJMKOBUIMPOBAHHOMNM.

[0081] B 1Opyr'oM acIleKTe JIaHHOe pacKpHTMEe OTHOCUTCH K
bapMalleBTUUECKOM KOMIIOBMIUMM, CoOIepXalel aHTUTeJIO, PacCKpPHETOe B

IJaHHOM IJOKRYMeHTe, n @apmaueBTquCKm HpMeMHeBABIIZ HOCUTeJIb MJin

SKCLUUIIMEHT.
[0082] B IOpyroM acrnekTe JaHHOe PacKPHTHEe OTHOCUTCH K
[IOJIMHYKJIEOTUIY MJIN BHIOEJIEHHOMY MIOJIMHYKJIEOTUIY, KOIVPYKIEMY

TAXeIJIYI I/I/I/I.J'H/I JIETKYIO I1eIlb aHTHTeJla, Kakr OIIMCaHO B IJaHHOM

OOKYMEeHTe. B IOpyTroM aclIekTe »OaHHOe PAaCKPHTHME OTHOCUTCHS K
BEKTOPY, CoIepXaleMy IIOJIMHYKJIEOTHI. B »IPpyTOM AacIlekKTe »OaHHOe
nsofbpeTeHne OTHOCUTCH K PeKoMOMHAHTHOM KJIeTKe—X03A1HY,

conepmamef/l IIOJIMHYKJIEO TN . B IOpyrroM acIliekTe »TaHHOe M306peTeHme
OTHOCHUTCHA K peKOMGMHaHTHOﬁ KIIETKe—XO034AMHY, conepmameﬁ
IIOJIMHYKJIEO TN . B IpyroM aclekTe ITaHHOEe pPacCKPHTHE OTHOCUTCH K

Criocofy NOJIydeHud aHTuTesa, KakK PpacCKPETO B OaHHOM IOOKYMEHTE,
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npmdyeM crnoco® BKJKOUAET KYJbTUMBUPOBAHME KIIETKM—XO3AMHa, TaK UYToO
[IOJIMHYKJIEOTHUIT BKCIPECCUPYETCS M IMNIPpOoOyLUMpyeTCs aHTUTeJIO. B OIOHOM
BapMaHTe OCYmMeCTBJIEHUSI CIoco® mOpemncTarJjseT cobor crnocod 1Iin
vitro.

[0083] B omHOM BapMaHTe OCYMeCTBJIEHMSA HOaHHOe u300peTeHHue
OTHOCUTCHA K aHTUTeJly [0 U300peTeHMb, i  dbapMalleBTUUECKOM
KOMIIOBULMKM II0 M300peTeHM0, WJIM K IIOJMHYKJIEOTHMIY I10 M300peTeHMD,
WIM K BEKTOPY II0 U300peTeHunn, WIM K PeKOMOMHAHTHOM KJIeTKe-—
XO3AMHY [0 M300peTeHMI IOJIA [IPMMEeHeHMS B KadeCTBe JIeKapCTBEHHOTO
CpencrTrBa.

[0084] B onmHOM BapMaHTe OCYIECTBJIEeHMSA JIaHHOe U300peTeHNre
OTHOCUTCH K aHTUTeJy [0 MU300peTeHun, i  dapMalleBTUUeCKOM
KOMIIOBULIUKX IO M300pPeTeHM, WJIM K I[IOJMHYKJIEOTHIOY I10 M300peTeHMD,
MIM K BEeKTOpYy IO u300peTeHUD, MWIM K PeKOMOMHAHTHOM KJIeTKe-—
XO3AMHY I10 M300peTeHMK OJS IMIPVMMEHEHMS B IOMAaTHOCTUKM.

[0085] B Opyr'OM acIlleKTe JTaHHOe pPacCKpHTMe OTHOCUTCH K
crnocofy VYBeJMUEeHMS aKTuBaluuM T—-KJIEeTOK B OTBET Ha aHTUTEeH Y
CcyOBeKTa, IIpMUUeM CIOoCOO BKIIKOUAEeT BBelOeHMVe CyOBeKTy 20OeKTUBHOITO

KOJIMUYeCTBa aHTHUTeJla WMIIN @apMaHeBTquCKOﬁ KOMIIO3MIIMNM, KakK OIIMCaHO

B IJaHHOM HOKyMeHTe. B IpyroM acleKkTe »aHHoOe wu300peTeHUe
OTHOCUTCS K CIIocoBy JleueHMsa paka Y CcyObeKTa, BKJIOUAKIEMY
BBeIOeHUe CYyOBeKTy 20DeKTUBHOTO KOJIMUeCcTBa aHTUTEeJIa WJIIN

@apMaHeBTquCKOﬁ KOMIIOBUIIMM, KakK OIMCaHO B »OaHHOM IOKYyMeHTe. B
OoIlpeneJIeHHEX BapraHTaxXx OCYyImeCTBJIEHMA BHEIIEM 3JIOXKEHHBIX criocofoB
aAHTUMTEeJIO M @apMaHeBTquCKyD KOMIIO 3MILINIO BBOIOAT IIOOKOXHO . B
OIlpeneJIEHHEX BapraHTaxXx OCYyIeCTBJIECHMA BEIIEM 3JIOXKEHHEBIX CcriocofosB
AHTHTeJIO WMJIN @apMaueBqueCKym KOMIIO3MIIVMIO BBOIOAT BHYTPHMBEHHO. B
OIlpeneJIEHHEX BapraHTaXx OCyImeCTBJIECHMA BEIIEM 3JIOXKEHHEIX CrIoCcoOBOB
AHTHUTEeJIO WJIN @apMaueBqueCKym KOMIIO3MUIVIKD BBOIOAT BHYTPUMOIIYXOJIEBO.
B OIlpeleJIEHHEX BapMaHTaX OCYmeCTBJIEHMA BHIIESYIIOMAHY TEIX CIIOCODOB
AHTUTEeJIO nJin @apMaueBqueCKym KOMIIO 3UILINIO JOCTaBJIAKT B
ﬂMM@aTquCKMﬁ y3eJl, npeHMpymmMﬁ OITYyXOJIb . B OIlpeeJIEHHEX
BapMMaHTax OCyImeCTBJIECHNA BEHIIEV 3JIOXKEHHEIX CIIOCODOB aHTUTEeJIO I
@apMaueBqueCKym KOMITO SULINIO BBOIOAT BHyTpHMapTepPMaJIEHO . B
OIlpeneJIeHHEX BaprMaHTaXx OCYyIeCTBIJIECHMA BEIMIENM 3JIOXKEHHEIX CrIoCcofoB

AHTHUTEeJIO WMJIN @apMaueBqueCKym KOMIIO3VMIIMIO BBOIAT VMHTPAHa3aJIBHO.
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[0086] B oOoHOM acHnexkTe ITaHHOe M300peTeHMe OTHOCUTCH K
AHTUTEJY, I[IOJMHYKJIEOTHUIY, BEKTOPpY, PeKOMOMHAHTHOM KJIETKe—-XO3AUHY
n/ i dapMaleBTUUECKOM KOMIIOBMLMM I[IO0 ITaHHOMY M300peTeHMro IJId
[IpMMEeHeHMsa B Clocofe YyBeJIMUEeHUS aKTuBaluuM T—-KJIEeTOK B OTBeT Ha
AHTUTEH.

[0087] B oOHOM acleKTe »OaHHOe u300peTeHMEe OTHOCUTCH K
AHTUTEJY, IIOJMHYKJIEOTHUIY, BEeKTOPY, PeKOMOMHAHTHOM KJIETKEe—-XO3AUHY
/i QapMalleBTUUECKONM KOMIIOSMLMM IO TaHHOMY M300peTeHMrD OJId
IpMMeHeHMs B crnocobe YyBeJIMUYEHMS aKTMBaluuM T-KJIeTOK B OTBeT Ha
aAHTUTEeH Yy cyObeKTa.

[0088] B oOoHOM acnekTe JaHHOe M300peTeHMe OTHOCUTCA K
AHTUTEJY, I[IOJMHYKJIEOTHIY, BEeKTOPY, PeKOMOMHAHTHOM KJIETKe-XO3AUHY
/M QapMalleBTUUECKONM KOMIIO3SMLMM I[IO0 IJaHHOMY M300peTeHMrD OJId
IpMMeHeHMs B crocobe YyBeJIMUYEHMS aKTHMBaluuMM T—-KJIETOK B OTBeT Ha
AHTUTEeH Yy CyOBeKTa, BKJKNUAKIEM BBeOeHMe CyOBeKTYy 300eKTUMBHOIO
KOJIMYeCTBa aHTUTeJa, [NOJIMHYKJIeOoTHIa, BEKTOpPA, peKoMOVHAaHTHOM
KJIIETKU—-XO3AMHa M/UIM dapMaleBTUUeCKOM KOMIIOSULUKM II0 M300peTeHUD.

[0089] B omHOM acHnexkTe TaHHOe M300peTeHMe OTHOCUTCH K
AHTUTEJY, I[IOJMHYKJIEOTHUIY, BEKTOPY, PeKOMOMHAHTHOM KJIETKEe—-XO3AUHY
n/ i GapMaleBTUUECKONM KOMIIOBMLMM I[IO0 ITaHHOMY M300peTeHMro OJId
IpMMeHeHMsa B CIocobe JiedeHMA paka.

[0090] B opOmHOM aclekKTe »OaHHOe u300peTeHMe OTHOCUTCH K
AHTUTEJY, IIOJIMHYKJIEOTHUIY, BEKTOPY, PeKOMOMHAHTHOM KJIETKEe—-XO3AUHY
/. QapMalleBTUUECKOM KOMIIOSMLUMM I[IO0 JaHHOMY M300peTeHMrD OJId
IpMMeHeHMs B crocobe JiledeHUA paka Yy CyOBekKTa.

[0091] B oOHOM acHnekTe JaHHOe M300peTeHMe OTHOCUTCH K
AHTUTEJY, I[IOJMHYKJIEOTHIY, BEeKTOPY, PeKOMOMHAHTHOM KJIETKe-XO3AUHY

/M QapMalleBTUUECKOM KOMIIOSMLMM IO ITaHHOMY M300peTeHMrD OJId

IpUMeHeHU I B criocobe JleueHUsa paka Yy CyOBeKTa, BKJIIOUAKIEM
BBeIOeHue CcyOBEeKTyY 20beKTUBHOE KOJIMUeCTBO a”HTuTesa,
[IOJIMHYKJIeOTHUIa , BEKTOpPAa, PEKOMOMHAHTHOM  KJETKM—-XO03aMHa U/UINU

bapMalleBTMUYECKOV KOMIO3UIIMK 10 M308peTeHU.

[0092] B OIIHOM BapMaHTe OCyeCcTBJIEHUS AHTUTEJIO,
[IOJIMHYKJIEOTU], BEKTOP, pexoMOMHaHTHAa A KJIeTKa—X034aMH "/ M
bapmMalleBTHUUECKASA KOMIIO 3UILIM A oJjig [IpVMeHeHM A 1o IODaHHOMY

MBO@peTeHMIO, aHTnTeJIo, INoOJIMHYyKJIeOo T O, BEKTOpP, peKOM6I/IHaHTHYIO
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KRIIETKY—XO34dVHa M/MHM @apMaueBqueCKym KOMIIOSUIIMI BBOIAT IIOOKOXHO

MJin BHYTPVMBEHHO. B OIOIHOM BapMaHTe OoCymeCTBJIEHMA aAHTUTEJIO,
IIOJIMHYKJIEO T, BEKTOpP, peKOMGMHaHTHaH KRIIEeTKa—X034VH n/Uiam
@apmaueBTquCKaq KOMIIO3MIINMA IOJIA I[IPVMIMEHEHNM A I10 IJaHHOMY
MSO@peTeHMD, aHTUTEeJIO, IIOJIMHYRKJIEOTHU , BEeKTOpP, peKOM6MHaHTHym
KIIETKY—XO34MHa M/MHM @apMaueBTquCKym KOMIIO SMLIVIIO BBOOAT
BHYTPHUOITYXOJIEBO nJin BHyTpHapTepMaJIEHO . B OIOHOM BapMaHTe
oCymeCTRBJIEHMA AHTUTEJIO, IIOJIMHYKJIeOTNT , BEKTOpP, peKOMGMHaHTHaH

KJIeTKa-X03auH M/UiIM OdapMaleBTHUUeCcKasd KOMIO3UUIUL OJd IIPUMEeHeHUI
1o OaHHOMY n3odbpeTeHun, aHTUTeJIO, IOJIMHYKJIEOTUI, BEeKTOp,
PEeKOMOMHAHTHYID KJIETKY—X03IMHa U/UIM dapMalleBTUUECKYD KOMIIOSULINIO
BBOIAT MHTpaHa3aJIbHO.

[0093] B HekKOTOPHX BapMaHTax OCYINEeCTBJIEHMSA BHIIEYIIOMSHY THE
CIIOCOOH IOOIOJIHUTEJILHO BKJIOUAIT BBeldeHMe CyObLeKTY OOINOJHUTEJLHOTO
TepaleBTUUeCKOTO areHrTa. CllemoBaTeJIbHO, B OOHOM BapuaHTe
OCYMeCTBJIEHUSA aHTUTeJla, IIOJMHYKJIeOoTMIOa, BeKTopa, pPeKOoMOMHaHTHOM
KJIETKU-XO3AMHa U/WIM (QapMalleBTUUYECKOM KOMIIOSULUM IOJIS IIPUMeHeHUS
B crnocobe 10 @»OaHHOMY M300peTeHMI CIoCco0 IOOMNOJHUTEJIBHO BKJIOUAaeT
BBeleHMe CyOBeKTy IOIMOJHUTEJLHOTO TepaleBTUMUeCcKOT'O al'eHTa.

[0094] B omDHOM acCIlleKTe JIaHHOe Uu300peTeHMe OTHOCUTCHA K (a)
AHTUTEJY, I[IOJMHYKJIEOTHIY, BEeKTOPY, PeKOMOMHAHTHOWM KJIeTKe—XO03AUHY
u/unu  hapMalleBTUUEeCKOM KOMIO3MLMM I[10 ITaHHOMy wM300peTeHuo u (b)
IOIIOJIHUTeJIbHOMY TepaleBTUUeCKOMY areHTy nJIs IpUMeHeHU I B
KauecTBe JIeKapCTBEHHOT'O CpelCcTBa.

[0095] B omHOM acHnekTe IaHHOe mu300peTeHMe OTHOCUTCS kK (a)
AHTUTEJY, I[IOJMHYKJIEOTHUIY, BEKTOPY, PeKOMOMHAHTHOM KJIETKe—-XO3AUHY
n/ i papMalleBTUUYECKOM KOMIIOSUUIMM II10 HaHHOMY HM300peTenmo u (b)
IOOINOJIHUTEJILHOMY TepalleBTHUeCKOMY aleHTy OJd IpuMeHeHuS B crocobe
JleueHMs paka.

[0096] B oOoHOM acHnekTe JaHHOe M300peTeHMe OTHOCUTCH K
bapMalleBTHUUECKOMN KOMIIO 3ULINHA, Habopy nIn Habopy JacTen,
comepxameMy (a) aHTUTEeJO, I[IOJMHYKIIEOTUI, BEKTOP, PeKOMOMHAaHTHYIO
KJIETKY—-XO3aMHa U/UiIM  dapMalleBTUUECKYD KOMIO3MLMIO [0 OaHHOMY
nz30bpeTeHMiO U (b) IONOJHUTEJIBEHEIN TepalleBTUUEeCKUMM al'eHT.

[0097] B OIpeneJIeHHEIX BapMaHTax OCYIIEeCTBJIEHUA

OOIIOJIHUT &JIb HEI TepaHeBTquCKMﬁ alreHT InpeancTaBJIidaeT cobomn
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XUMMOTEpAalleBTUUEeCKOoe CpeICcTBrO.B OIpeneJIeHHEIX BapMraHTax
OCYmMEeCTBJIEHUSA NOINOJIHUTEJILHEY TepalleBTUUECKUY aTl'eHT [OpelCcTaBJIAeT
cofbol pamgMoTepalleBTUUECKOe CPeXICTBO.

[0098] B OIpeneJyIeHHEIX BapMaHTax OCYIIEeCTBJIEHU I
OOIIOJIHUTEJILHE TepalleBTUUeCKMM aTleHT IOpelcTaBjigeT coBo¥ areHT,
HalleJIeHHHY Ha  KOHTPOJIBHHE  TOUKMU. B omnpenejyieHHEX  BapuaHTax
OCyleCcTBJIEHUS aTleHT, HalleJJeHHBEM Ha KOHTPOJIBHEE TOUKM, BHOMPAT
M3 TPYIINHE, COCTOAMEN M3 aHTaTrOHUCTUMUYEeCKOT'O aHTUTeJla NpoTuB PD-1,
AHTATOHUCTUUECKOT'O aHTUTeJla npoTus PD-LI, AHTAT'OHUCTUUYECKOTO
aHTuTeJia HOpoTuk PD-L2, aHTAarOHMCTMUECKOI'O aHTuTeJa OpoTuB CTLA-
4, aHTaA'OHUCTUUYECKOI'O aHTuTeja HpoTuB TIM-3, aHTal'OHUCTUUYECKOTIO
aHTUTEeJa IIPOTUB LAG-3, AHTAT'OHUCTUUYECKOT'O aHTUTEJa IPOTUBR
CEACAM]1, aroHMUCTMUECKOTO aHTuTeJla OpoTMB GITR, aroHMCTUMUECKOTO
aHTuTeJia npoTuB O0OX40, aHTaArOHMCTUMUECKOTO aHTuTesa npoTtmuB TIGIT,
aTOHMCTUUYECKOT'O aHTUTEIa PO TUR cDh137, AHTaT'OHUCTUUYECKOTO
aHTuTeJla NpoTuB VISTA, aHTaAlOHUCTUUECKOIT'O aHTHUTeJla HOpoTuB CD73 u
AHTATOHUCTUUECKOTO aHTUTeJla NpoTMeE CDY96.B olopellelIeHHHEX BapMaHTax
OCYmMEeCTBJIEHUS MNOIOJIHUTEJILHEY TepalleBTUUEeCKUY aTl'eHT [OpelCcTaBJIAeT
cobon aHTUTEJIO IIPOTUB PD-1. B onpeneJjyieHHHX BapMaHTax
OCyIeCTBJIEHUSA aHTUTEJIO IIPOTUB PD-1 npencraBJIgeT cobon
neMOposmsymMatd. B omopenesieHHBX BapMaHTax OCYIMEeCTBJIEHUMA aHTUTEJIO
IpOTUB PD-1 npencraejgaeT cobomn HUBOJIyMab. B olpeneJIeHHEIX
BapMaHTax OCYIEeCTBJIEHMS HOOINOJHUTEJBHEM TepaleBTUUeCKUM  aTeHT
npencraBidgeT cobon aHTUTEJIO IIPOTUB PD-L1. B OIlpeneJIeHHEX
BapMaHTax OCYIEeCTBJIEHMS HOONOJHUTEJBHEM TepaleBTUUeCKUM  aTeHT
npencTaBJsgeT CcoOoM aHTUTeJio NpoTuB CTLA-4.

[0099] B OIpeneJIe HHEIX BapMaHTax OCYIECTBJIEHU A
OOTIOJIHUTEJILHEY TepaleBTUUYeCKUM aTeHT COIEepXMT Mallyl MOJIEKYIJy. B
OIpeneJieHHEIX BapMaHTax OCYIEeCTBJIEHUA IOTIOJIHUTE&JIL HEM
TepalleBTUUYeCKUN areHT npencTaBJIdgeT cobomn HU3KOMOJIEKYJISPHEMN
MHIUOUTOP MeTabojmueckoro oyTu PD-1. B oIpemejleHHEHX BapMaHTax
OCYmMEeCTBJIEHUS NOIOJIHUTEJILHEM TepaleBTUUECKUY aT'eHT [OIpelCTaBJIgeT
cofOOM HUBKOMOJIEKYJSAPHEM MHTUOMUTOp PD-1 miam PD-L1.

[00100] B OIpeneJIeHHEIX BapMaHTax OCYIIECTBJIEHU A
OOTIOJIHUTEJIE HEM TepalleBTUUeCKUN areHT npencraBJigeT cobon

VHTUOUTOP MHOOJIaMMH—2, 3—OMOKCHUI €Ha 3kl (IDO) . B OIpeneJIeHHEIX
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BapMaHTax OCYINEeCTBJIEHVSA MWHTUOMUTOP BHOUPAT M3 TPYINOHE, COCTOAMEeN
M3 »BroakagocTaTa BMS-986205 (Takxe wmM3BeCcTHOro kKak F001287, cwM.
npumep 19 WO 2016/073770, KOTOPHM IIOJHOCTLIO BKJIOUEH B IaHHOE
OonMcCaHume [IOCPEenCcTBOM CCBUIKHM) , MHIOKCHUMOIA n NLG919. B
orIpeleJIe HHEIX BapMaHTax OCYIIECTBJIEHUSA  MHIUOUTOP IpencTaBJgeT
cobom slakamocTarT. B orpeleJIeHHEX BapraHTax OCYlleCTBJIEHU A
MHIUOUTOP npelcTaBJigeT cobomn BMS-986205. B onpeleJIeHHEIX
BapMaHTax OCYIEeCTBJIEHUS MUHITUOUTOP IpelcTaBligeT CcoBoM MHIOKCUMOI .
B omnpenejleHHHX BapMaHTax OCYINeCTBJIeHUMS MHIMOUTOP I[IpeIcTaBJsgeT
cobom NLG919..

[00101] B ompeneJIeHHEIX BapmMaHTax oCyleCcTBJIEHUSA
OOIIOJIHUT &JIb HEIM TepaleBTUUeCKUN areHT npelcTaBJIgeT cobomn
mHruburop ARG, LSD1, CD112, CDI112R wmm VEGF. B omnpemejIeHHHX
BapMaHTax OCYIeCTBJIeHUS OOIOJHUTEJILHEM  TepalleBTUUeCKUM  aTl'eHT
IpencTaBJIAeT cobomn AT OHUCT CTUMYJIATOPA TeHOB MHTepdepoHa
(STING). B omnpeleJIeHHBEX BapMaHTax OCYMEeCTBJIEHUS OOMIOJIHUTEJLHBM
TepalleBTUUECKUM aTeHT NpencTaBjigeT cobom Bejok CD8O-Fc.

[00102] B OIpeneJIeHHEIX BapmUaHTax OCVYIeCTBJIEHUSA
OOIIOJIHUTEJILHEY TepaleBTUUeCKMY areHT IpedcTaBJgeT coboy BaKLUMHY.
B ornpeleJIeHHBIX BapMaHTax OCYIeCTBJIEHU S BaKLMHAa COIEePXUT
NenTUOHLEY KOoMILJIekc ©OeJika TeIloBoTro moka (HSPPC), coIepxamun
OeJIOK TeIJIOBOT'O WOKa B KOMILJIEKCe C aHTUIeHHBM I[IedTumoM. B
omnpelneJle HHBEIX BapMaHTax OCYIIEeCTRBJIEHU A feJiok TEeIJIOBOTO moKa
IpencTaBJIgAeT cobom hsc70 " oBpazyeT KOMILJIEKC C
0TIy X0JIeaCCOUMUPOBaHHEM AHTUT €HHEIM IenTUIOM. B omnpeleJIeHHEIX
BapMaHTax OCYIeCTBJIeHKS OeJIOK TellJIOBOTO IMOoKa IIpencTaBJjsgeT cobon
gp926 wm ofOpasyeT KOMILUIEKC C OIIYyXOJIeaCCOUUMMPOBAHHEIM aHTUI'€HHEM
IIelITruIoM, npmueMm HSPPC 1nojydanT U3 OIIYXOJIU, [IOJIYUYEeHHOM OT
cybbeKTa. B oInpelelleHHBIX BapMaHTax OCYMEeCTBJeHMHA OeJIOK TEeIJIOBOTO
moKa IpencTaBJIsgeT cobom gp96 u oBpazyeT KOMILJIEKC C
OIIyX0JIeaCCOUUUPOBaHHEM AHTUIT €eHHEM IIelITUOoM, pruuemM HSPPC
IoJydainT M3 OIyxXOoJM, I[OJy4UeHHOM OoT cy®beKkTa. B olIpenejleHHBX
BapuaHTax OCYIEeCTBJIEHUS  OOIOJHUTEJILHHEM  TepaleBTHUUeCKUM  aTl'eHT
comepxuT TCR (T-KJIETOUYHEM pelenTop). B onpenejleHHHX BapMaHTax
OCYMEeCTBJIEHUSA OONOJIHUTEJILHHM TepalleBTUUYeCKUM aTl'eHT OpelcTaBJisgeT

cobom pacTeopuMell TCR. B omopenejleHHHX BapMaHTax OCYIECTRBJIEHUSI
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OOTIOJIHUTEJILHEY TepalleBTUUECKUY aTeHT OpeAdcTaBJigeT coBoM KIEeTKY,
sKcIpeccupyomyin  TCR. B oIpeneJIeHHEX BapMaHTax OCYILleCTBJIEeHUI
OOIOJIHUTEJILHEY TepalleBTUUECKUY aTleHT IIpeAdCTaBJigeT CcoBoM KJEeTKY,
SKCIPECCUPYHIIYID XMMEPHHI aHTHUIEHHEM pelenNTop. B  OIpeXelIeHHEBX
BapruaHTax OCYmeCTBJIEHUS  OOINOJIHUTEJILHHM  TepalleBTUUECKUM aTleHT
npelncTaBigeT CcoOOM aHTUTEeJIO, KOTOpoe CIeuudMuuecKM CBA3BBaeTCAd C
koMmigiekcoM HenTtun—-I'KI'C. B omopeleJIeHHEIX BapMaHTax OCYIeCTBJIEHUA
OOTIOJIHUT &JIb HEM TepalleBTUYeCKUN areHT IpelcTaBJIgeT coBour
anbloBAHT. B OOHOM acleKTe HOaHHOe M300peTeHMe OTHOCUTCA K (a)
AHTUTEJY, [OJMHYKJIEOTHIY, BeKTOPY, PEeKOMOMHAHTHOM KJIETKe—-XO03AUHY
u/ i papMalleBTUUECKOM KOMIIOSUUIMM II10 HaHHOMY HM300peTenHmo u (b)
BaklLyHe IJd [pMMeHeHMs B KaudeCTBe JIeKapCTBEHHOTO CpPelncTBa,
HanpuMep, IJiS [OpYMMeHeHMe B ClIocofe JleyeHUd pakKa, IIpUM 3TOM
BakKlLMHa COOEPXUT TEeNTUIOHHENM  KOMIJIeKC  0Oejlka  TEeIJIOBOTO  IIoKa
(HSPPC), conmepXxanmM OeJioK TEeIlJIOBOTO moxa B KOMILJIEKCE C
AHTUTEHHEM  TIENTUIOOM. B OIOHOM  acIleKTe DaHHOE n300peTeHue
OTHOCHUTCSH K OdapMalleBTMUECKOM KOMIIO3UUMM, Habopy WIM Habopy
yacrTeu, coepXxammx (a) aHTUTeJIo, [IOJIMHYKJIEOTUI, BEKTOP,
PEKOMOVHAHTHY KJIETKY—-X03AMHa W/ MiIu QapMalleBTUUEeCKYD KOMIIO3UIINIO
10 OaHHOMy u300peTeHMIO U (b) BakuMHe, HeoO43aTeJIbHO IIPU DTOM
BaKUMHa  COIEPXUT IIeNTUOHHN  KOMIJIeKCc  ©OeJjlka  TeIlJIOBOTO  MoKa
(HSPPC), coIepXammin DeJioK TEeIlJIOBOT'O moxa B KOMILJIEKCE C
AHTUTEeHHLIM TIeITUIOM.

5. KPATKOE OIIMCAHUE TPA®UYECKUX MATEPHUAJIOB

[00103] dur. 1A, 1B m 1C 1pelCTaBJALT cobom  Habop
TMcTOIpaMM, IOKa3HBaKlMX CEBA3BBaHMe Fab nportus LAG-3 C KJeTKaMu
Jurkat 1mnuxoro THMNa WM KJeTkamMu Jurkat, CKOHCTPYMPOBAHHEMU MJISA
sKcopeccun LAG-3 YeJioBeKa, I[I0 JaHHBEM [OIPOTOYHOM LMUTOMeTpum. Fab
npotue LAG-3, MOPOTECTUMPOBAHHEE B JaHHOM MCCJeIOBaHMM, BKIOUAT
PO1A12, P0O1CO9, PObSEO1, P13A04, P13A06, PI13B0O1, P13B02, PI13BO3,
P13B11, P13CO6, P13C08, P13C10, P13D04, P13D0O5, P13E02, PI13FO01,
P13F02, P13F06, P13F09, P13G0O1l, P13G04, P13G05, P13HO05, P14A04,
P14B0O7, P14C04, P14F01, P14F06, P14G01, P14G03, P15B06, P15CO02,
P15E06, P15F06, P15G05, P1l6D04 m P16HODL.

[00104] dur. 2A n 2B npencTaBJjgnT cobom rpadukm,

I[TOKa3HBaKmme Pe3yJIETAaTE aHaJIM30B, B KOTOPHX InpoBepAadeTCcHAd
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criocobHocTs Fab nporme LAG-3 wmiam Fab oTpullaTelIbHOT'O KOHTPOJIA, He
CHeUQUUHEIX 0Jis LAG-3, BJIOKNPOBAaTE CBA3BBaHNE [IOIIEePEeYHO—
CBA3AaHHOTO PEKOMOMHAHTHOTO LAG-3-6His C KJIETKU Pamxu,
sKCIOpeccupyommmy  I'KI'C  kJjacca II. OQdur. 2A TOpencTaBJgeT cobou
TMCTOTpaMMy, I[IOKa3HBaAKIMYI I[IPOLEHT OJOKMPOBaAHMA, OIOCPemOBAHHOTO
OTpHullaTeJIbHEIM KOHTpoJeM Fab wmam Fab nporms LAG-3 P13B02, P13CO08,
P13C10, P13E02, P13F02, PO1Al2, P13B01, POLSEO1 wmmm PO1CO9.
durypa 2B TIOpencTaBageT CcoOoM JIMHEMHHM «TIpaduk, IIOKa3HBaMUM
OpoLeHT CcBA3HBaHua LAG-3 B I[IPpUCYTCTBMM HO3H TUTpOBaHuMA Fab
npotur LAG-3 PO1Al2, PI13A06, P13BO1, P13B02, P13C06, P13CO08,
P13C10, P13E02 mmm P14C04, mam Fab oTpuMLIaTellbHOTO KOHTPOJIA.

[00105] dur. 3 npelcTaBJIgeT cobou JIVMHeHBI Trpaduk,
aHaJIOTMYHHY  Tpaduxy, [IOKasaHHOMY Ha  our. 2B, Ha  KOTOpPOM
opencraBJieH  [IPOLIEHT CBS3EBAHNSA LAG-3 c TUTPOBAHMEM  ITO3H
[IOJIHOPA3MEPHOTO XMMEPHOTO aHTuTeJa npoTtuB LAG-3 P13A06, P13BO1,
P13B02, P13C06, P13C08, wmmm PI3E02 wmiIM aHTUTeJa KOHTPOJIBHOTO
M30THUIIA .

[00106] dur. 4 1pencraBageT cobon Tpadux, [IOKa 3BIB alomMn
npomykumio IL-2 B MOHOHYKJIEAPHEIX KJI€ETKax IIepudepuuecKor KpOBU
yejioBeka (MKIIK) @0Opu CTUMYJIALUM SHTEPOTOKCHMHOM A CTadMIIOKOKKA
(SEA) B OTCYTCTBME KakKOT'O—JMOO aHTUTeJla WIM B IIPUCYTCTBUNU
AHTHUTeJla M30TUIIMUECKOTO KOHTPOJIA WM XMMEPHOTO aHTUTeJla IPOTUB
LAG-3 P13BO02.

[00107] dur. 5A m 5B 1npencraBJag0T Cco0O0M  BHPABHMBAHUA

[IoCJIefOBaTeJILHOCTEN TYMAaHM3UMPOBAHHEIX BapuabelJbHHX ofbjlacTeld C

COOTBETCTBYIVMA MBIV HEMMA [IOCJIEDOBATEJIEHOCT AMUA u
[IOCJIeIOBATEJILHOCTAMY 3apOolblleBOM JIMHMM dejloBeka. Ha ¢ur. 5LA
[IOKAa3aHo BEPABHMBAHHKE mocjienoBaTeJILHOCTEN, CPaBHUEB AKX

BapuabesibHHe 00JIaCTM TI'YMaHM3UPOBAHHOM TaxeJio uLemnm HO-H4 (SEQ ID
NO: 56-60 cooTBeTCTBeHHO), BapuabelbHyl 00JIaCcThb TEKeJION Lenu
MBEIIMHOTO aHTMTejsia P13B02 (SEQ ID NO: 15) m mnocjJeloBaTeJIbHOCTHU

3apoIHIIeBOM JIMHUM UYeJloBeka I1GHV1-46*01 (SEQ ID NO: 153) u

IGHJ1*01 (SEQ ID NO: 200). Ha o¢mur. 5B [nokazaHO BHpaBHUMBaHUE
mocJemoBaTeJIbHOCTEN, CpaBHMEBAaKIMX BapuabeJibHElE oBJylacTu
TYMaHU3UPOBaHHOM JeTKomn enm LO-1L4 (SEQ ID NO: 73-77

COOTBETCTBEHHO) , BapuabeJibHYK  0B0JIacThb JerkoM lLeloM  MBIIMHOI'O
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anTuTeJa P13B02 (SEQ ID NO: 16) M N0OCJHeOoBaTeJILHOCTM 3apOIHIMeBON
JIMMHUM dYeJioBeka I1IGKV3-20*01 (SEQ ID NO: 160) m IGKJ1*01 (SEQ ID
NO: 201). ToukuM HOPEemnCcTaBJIAKRT OCTATKM, MIEHTUUHHE COOTBETCTBYIIVM
ocratkaM B HO (¢mr. 5A) wmmm LO (¢mr. 5LB). UepToukm o00O0O3HAUAT
OTCYTCTBME AaMMHOKMCIIOTHHX OCTaTKOB IIO cCpaBHeHuo ¢ HO (¢mr. 5A)
mwin LO (pur. 5B).

[00108] dur. 6A u 6B npencTapJIgnT cofou rpadmurm,
IIoKaseBakwIre CBA3HBaHUE aHTUTEJI IIPOTUB LAG-3 ¢ T-rJjeTkamm
yeJIoBekKa, aKTUMBMPOBAHHEIMM D3ZHTEPOTOKCHMHOM A CcTaduiokokka (SEA),
npu M3MepEeHUn C IIOMOIIEBIO IPOTOUHOM LUUTOMETPUA . dur. 6A
nopencTaBJsgeT cobor Habop THUCTOTPaMM, TeCTUPOBAHUA XUMEPHOTO
anTureJyia P13B0O2 (IgGi1) ¥® TyMaHM3MPOBAaHHEX aHTuTes P13B02-06
(IgGi), P13B0O2-07 (IgG:), P13BO2-16 (IgG:), ©P13B02-25 (IgGi),
P13B02-26 (IgGi), P13B02-27 (IgGi), P13B02-30 (IgG: Glml7 N297A)
n P13B02-30 (IgGa) . dur. 6B IpencTaBjigeT cobom rpadux,
IOKa3HBaKMUM CBSA3HBaHMe aHTUTeJa IpoTuB LAG-3 P13B02-16 (IgGi)
NI aHTHTeJIa MU30TUIINUECKOTO KOHTPOJIA C AKTHBVPOBAaHHEIMY
[IEPBUUYHEIMM  UeJIOBEeUeCKUMU CD4+ T-KJIeTKaMM . SHaueHUsd cpenHeMn
MHTEHCUBHOCTUK QiyopecueHuun (MFI) nOpencTaBJieHE B 3aBUCHUMOCTM OT
KOHLEeHTpaluuM aHTUTEeJI.

[00109] émr. 7A m 7B npencraryigoT cob®o¥ JIMHEVHHEe I'paduiru,
aHaJIOTMUYHEE TeM, KOTOpHEe IoKasaHe Ha our. 2B, Ha KOTOPHIX
NpencrTaBJieH IIPOlLeHT CBA3HBaHMA LAG-3 [OPOTME  Pa3JIMUHEX O3
M30TUIIMUECKOTO KOHTPOJIBHOT'O aHTUTeJa, XMMEPHOI'O aHTuTeja P13B02
(IgG1), TI'yMaHM3MPOBaAHHOTO aHTuUTeja P13B02-06 (IgGi), P13B02-07
(IgGi), P13B0O2-16 (IgGi), PI13B02-26 (IgG:i) wnmm P13B02-27 (IgGi)
(pur. 7A) wWMIM TYMaHMBUMPOBAHHOTO aHTHUTena P13B02-30 (IgG: Glml7
N297A) (¢omur. 7TB).

[00110] dur. 8A n 8B npencTaBpJjgnT codomr rpadmukm,
[IOKas3HBaye OpoOykUvw I1L-2, MHIOYUMPOBAHHYK AaHTUTEJIOM IIPOTUB
LAG-3 WM aHTUTEJIOM KOHTPOJIBHOT'O M30THUIIa B MOHOHYKJI€APHEIX
KJIeTKax IepudpeprnuecKoy KpPOBM UeJlOBeKa (MKITIK) IpY CTUMYJIALUU
SHTEPOTOKCHMHOM A uejioBeka (SEA). Ha omr. 8A OpoTeCTHUPOBaHHOE
aHTUTEeJIO NOpoTHuB LAG-3 mnpencraBjadeT cobom P13B02-30 (IgGi). Ha
¢ur. 8B aHTHUTesiO nOpoTuB LAG-3 P13B02-16 (IgGi) wWMIM aHTUTEJIO

M3O0TUIINMYECKOTI'O KOHTPOJIA TeCTrpoOoBalll B IIPpMCyTCTBUNA nJin B
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OTCYyTCTBUE aHTUTeJa npoTur PD-1, nemOpoinmszymaba (IlemMObpo) WM
HuBOJIyMaba (HuBO), aHTUTesa npotue PD-L1 WM 1, N 2 wmwim N 3 wmiu
aHTuTeJia npotme CTLA-4 unuammyma® (Mnm) .

[00111] dur. 9A n 9B npencrTapjgnT codom rpadukm,
[IOKa3bEBaKIre IPOOYKILMIO TNFx [IePBUYUHEMM OIlyXOJI€ BEIMI
MHOUIIb TpupylomuMy  JuMpoumuTamvm  (TIL), MHOYUMPOBAHHEMKM aHTUTEJIOM
IPOTUB LAG-3 P13BR02-30 (IgG: G1lm3 N297A) NI AHTUTEJIOM

M3OTUIINYEeCKOT'O KOHTPOJIA, OTOeJILHO MJIMM B COUeTaHUMM C aHTUTeJIOM

npotue PD- 1 nembpoamn3zyMat ([lembpo). TIL ObUIM BHOEJEHH U3
OIIyXOJIeM [IOYEeUYHO—KJIETOUHON KapLUMYHOME (pur. 9A) MIIN
KOJIOPEKTAJIEHOTO paka (our. 9B) ® aKTUBMPOBAHE MUKPOLlAPUKAMU

npoTuB CD3/CD28.

[00112] dur. 10 n 10B NpencTaBJIsgoT cobomr rpadmukm,
IoKas3eBawmMe, 4YTO aHTUTeJa OpoTuB LAG-3 P13B02-30 (IgG: GIm3
N297A) vycuiamBaJiO akKTHMBalMio T-KJIETOK B aHaJlM3e IIoOaBJIeHUS KIIETOK,
OTIOCPeOBaHHEX LAG-3. KieTku Jurkat-NFAT-mounpepaza—LAG-3
VHKYOUpOBaJIM B  I[IPUCYTCTBUU TUTPOB CeKCTyJIeTHOM  OOo3H  Jmbo
aHTUTeJla HOpoTMB LAG-3 (UepHHE TOUKM), JMOO aHTUIIea MU30TUIINUECKIO
KOHTpoJa (6eJitle TOUkKkM), OUKCHMPOBAHHOM KOHIEHTpaluM KJIeTOK Rajli u
OMKCHMPOBAHHOM KOHLEeHTpallM SHTEepPOTOKCHMHa E craduiokokka (SEE). B
[IEPBOM DKCIIEpUMMeHTe OBJIM [IPOTECTUPOBAHH KOHIEHTpalUur aHTUTeJ
0,2-50 MKT'/MJI (our. 10A) . Bo BTOPOM DKCIIEPUMEHTE OBLIIN
IPOTEeCTUPOBAHE KOHLUeHTpauuu aHTHuTes 0,1-100 wMmxr/mMia (¢ur. 10B).
RLU=0THOCUTEJILHEIE CBETOBEE EOMHUIE JIOLUMepasHOT'O peropTepa.

6. [OOPOEBHOE OIIMCAHUE

[00113] HanHHOe wu3B00peTeHMEe OTHOCUTCSA K aHTHUTeJlaM, KOTOPHE
crneunuduueckm cCcpBA3HBawTCad C LAG-3 (HanpmMep, LAG-3 4YeJloBeKa) U
OpOoTHUBOOEeNCTBYIT O¢yHKUMM LAG-3, HanopuMmep, LAG-3-onocpenoBaHHOM
VMMYHHOM CylpeCcCHun. Taxxe npenocTaBJIeHH bapMalleBTUUECKNUE
KOMIIO3ULIWKM, COIOepXalMe HOaHHHE aHTUTEeJa, HYKJIEUMHOBHE KUMCJIOTH,
KOIVpyKIMe ITaHHBEE aHTUTeJa, BEKTOPH BSKCIPEeCCUM M KJIETKM—-XO349eBa
OJIS TIOJIyUYeHMsS JaHHHX aHTUTEJ, W CIOCOOH JieueHuUsa CyOBekKTa C
VCIIOJIE30BaHMEM HOaHHBEX aHTuTell. OnMcaHHEE B IOaAaHHOM JOKYMEeHTEe
aHTHUTeJla OCODOEeHHO IIOJIE3HE NIJIS YBeJIMUeHMHA aKTuBaluuM T-KIETOK B
OTBET Ha aHTuUreH (HalpuMep, OIIYXOJIEBHM aHTUIeH WM aHTUTeH

MHOEKUIMOHHOTO 3aboJieBaHMA) M, CJeOoBaTeJIbHO, IJIS JeUeHUSd Para y
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CyDBEKTA WM JIEYEHMS WIM OpodUJIaKTMKa MHOEeKIMOHHOTO 3aboJlIeBaHU4
y cyOmekTa. Bce cilyyaM <«BHIOEJIEHHEIX aHTUTEJ», OIMCAHHHX B IaHHOM
OOKYMEHTE, IOIOJIHUTEJIBHO pacCMaTpMBalTCAa KaK aHTuTeJla, KOTOpHE
MOTYT OHTE, HO He oBg3aTeJIbHO, BEIOEJIEHHEIMU . Bce cilydyan
«BHIOEJIEHHEIX IIOJIMHYKJIEOTUIOBY, OIIMCaHHEX B IOaHHOM IOKYMEHTe,
OOIIOJIHUTEJIBHO paccMaTpMUBaKRTCAd KaK IIOJIMHYKJIEOTHIOE, KOTOPHE MOTYT
OEITH, HO He 0043aTeJIbHO, BHIOEJIeHHEIMM. Bce cJiydau <«aHTUTe»,
ONMCAaHHHX B JaHHOM JIOKYMeHTe, IOINOJIHMTEJIBHO PpPacCMaTpMBaKlTCad Kak
aHTMUTeJla, KOTOpHE MOI'yT OBTE, HO He 0043aTesJIbHO, BHIOEJEHHBEMA.
Bce ciay4yaM <«IOOJMHYKJIEOTHMIOB», OIMCAHHEIX B HOaHHOM IOKYMEHTe,
OOIOJIHMTEJIbHO PacCMaTPUMBAKTCA KaK I[IOJMHYKJIEOTHIOE, KOTOPHE MOTYT
OHTBH, HO He 00SA3aTeJIbHO, BHIEJIEHHEMH.

6.1 Onpenpenenus:

[00114] UVcrnones3yeMeHe B JaHHOM JOKYMEeHTE TePMUHBE «OKOJIO» U
KIPUOIMBUTEJIBHO», KOT'Ja OHM MCIIOJB3YKRTCSH OJS M3MeHEeHUS UYMCIIOBOTO
3HAUEHMSA WJIM UYMCJIIOBOT'O OMalla30Ha, YKas3HBaKnT, UYTO OTKJIOHEHUS OT
5% mo 10% OoJsbme (HamopuMmep, o 5% mo 10% Oojyeme ) m Ha 5-10%
MeHblle (HalpuMep, Ha 5-10% MeHbIle) OT 3HaAuUeHUS WIM OUalla30oHa
oCcTaKnTCAd B npenpejyax npenrojlaraeMoro 3HaAUEHUSA [IPUMBEOEHHOTO
3HaAUEeHUd WM IOuallas3oHa.

[00115] MWcmooJb3yeMelM B IOaHHOM JIOKyMeHTe TepMuH «LAG-3»
OTHOCHUTCS K TeHy aKTuBalMM JMMOOLUMTOBR 3 (TakKXe M3IBECTHOMY Kak
CD223) . Mcrnojb3yeMelM B IAaHHOM HOOKYyMeHTe TepMMH «LAG-3 ueJoBeKa»
oTHoCcUTCa k Oejaky LAG-3 deJIOBeKa, KoIupyeMoMy TeHoM LAG-3
JyeJjioBeKa OVKOTO THUIIA, Hanpumep, HOMEP mocryria GenBank ™
NM 002286.5. IlpuMep He3peJIOM aMMHOKMUCJIOTHOM I[IOCJIeHOBaTEJIEHOCTHU
LAG-3 wuejioBeka IpelcTaBJjieH kak SEQ ID NO: 166. TuUIMUHEE 3peJible
aMVUHOKMCJIOTHEIE IIOCJIenOoBaTeJIbHOCTM LAG-3 udeJioBeKa IIpeldCcCTaBJIeHE
kak SEQ ID NO: 167 m SEQ ID NO: 210.

[00116] McnoJsp3yeMele B JaHHOM JOKYMEHTE TEPMMHH «aHTUTEJIO»
u «KaHTUTeJIa» BKJIIOUAIT MNOJIHOPa3MepHEEe aHTUTeJa,
AHTUTeHCBA3HBAKMME QPaTrMeHTH IIOJIHOPAa3MEPHBEIX AaHTUTEJI M MOJIEKYJIH,
comepxamre CDR a”HTHUTejsia, oOjacTu VH wmim objgactm VL. [IpMMepE
aHTUTEJI BKJIOUY AT MOHOKJIOHAJIE HElE aHTUTeJa, PEKOMOMHAHTHO
IPOOYyLMPYEMEIE aHTUTeJa, MOHOCIeUudUUIeCcKmre aHTUTeJIa,

HOJ'H/ICH@LH/I@MT:‘[GCKMQ aHTHTeJIa (BrIIOUA A GMCHGHM@MT{HGCKVIG aHTMTeJ’[a),
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deJIOBeUEeCKIUe aHTmTreJla, I'YMaHNM3VMPOBaHHEIE aHTHTeJla, XVIMEPHEE
aHTrTeJIa, MBIIIMHEIE aHTHTeJIa, MMMYHOT'JIOOYJIMHH, CYMHTEeTHM4YeCKN1e
aHTHTeJla, TeTpaMepHBEIle aHTHUTEeJla, CcoepXalle IBe MOJIEKYJIEI T XKeJION
melim M nOoBe MOJIEKYJIE JeTKOM e, MOHOMEP JIETKOM Lelu aHTuruTeJla,
MOHOMEP TSKEJION nellM a”HTuTeJla, IOVMMep JeTKon mellM aHTHTeJla, IVMeP

TSKEJION  Lenu aHTmuTeJla, I1apy TAXeJlad LOellb aHTUTeJla—-JieT'Kad Lellb

aHTuTeJa, MHTpaTea, TeTepPOKOHBIOTaTHHE anTuTesa, KOHBIOT'aTH
AHTUTEJIO—JIeKapCTBEHHOE CpeIncTro, OOHOIOMEHHEE aHTmuTeJa,
MOHOBAJIEHTHEE aHTmuTesa, OIOHOLIeIIOUEeUHEEe aHTuTeJa 2R
OIHOLIEIIOUEUHEIE Fv (scFv), BEPOIIIOXL U aHTuresa, abduresa,

bparMeHTH Fab, o¢parmenTH F (ab’ )., oucyabdMIO-CBsS3aHHBE Fv (sdFv),
AHTUMONOTUNIMUECKKe (aHTM—1d) aHTuTela (BKJIOUad, HaIpuMMep, aHTU-
aHTM—Id—-aHTUTeJa) M aAHTUT'eHCBA3HBaKIMMe OparMeHTH  JIOOTO U3
BHIIEYKA3aHHHX. B ONpeleJIeHHHX BapMaHTax OCYMeCTBJIEHMS aHTUTeIa,
OTIMCaHHHE B IOaHHOM OOKYMEHTE, OTHOCATCH K MIOIIYJIALMAM
MOJIMKJIOHAJIb HBIX AHTUTEJ. AHTHUTEIA MOTYT OHITH JI60TO0 TUIIa
(Hanpumep, 1gG, IgE, IgM, IgD, IgA wmwm IgY), JmboM KJacca
(HanpuMep, IgGi, IgGz, IgGs, IgGs, IgA:1 wmimm Ighz) win Joboro
nonkjiacca (Hamnpmumep, 1gGza miam IgGzp) MOJIEKYJIEL MMMYyHOTJIOOYJIMHa. B
OIlpelleJIeHHEIX BapMaHTax OCYIeCTBJIEHUS  aHTuUTesa, ONMCaHHHE B
DaHHOM IOKYMEHTe, IMIpeOcTaBJfanT coboM aHTuTesla 1gG MIM MX KJIacc
(HanpuMep, IgG: wmam I1gGs dYeJioBeKa) WM I[IOOKJacC. B KOHKpPeTHOM
BapuaHTe OCyIeCcTRBJIEHUS AHTUTEJIO npencTaBJIsgeT cobom
T'YMaHM3MPOBAHHOE MOHOKJIOHaJIbHOEe aHTUTeJI0. B IOpyrroM KOHKPETHOM
BapMuaHTe OCyIeCTRBJIEHUS AHTUTEJIO nIpencTaBJIgeT cobom
MOHOKJIOHAJIbLHOE aHTHUTEJIO UeJIOBeKa.

[00117] MVcnome3yeMble B HOaHHO MIOKYMEHTE TepMMHE «OOJIacThb
VH» m «objacTb VL» OTHOCATCA K BapuvaBelbHEM OOJIaCcTAaAM TSIKeJIOU U
JerkoM lLeny OIHOTO aHTuTeJa, COOTBEeTCTBEHHO, comepxamuM  FR
(kapkacHele oOjactu) 1, 2, 3 m 4 m CDR (oBGimacTu, onpelelydomue
KOMILJIEMEHTAPHOCTE) 1, 2 um 3 (cMm. Kabat et al., (1991) Sequences
of Proteins of Immunological Interest (NIH Publication No. 91-
3242, Bethesda), xoTopas TIIOJHOCTBK BKJIKUeHa B JaHHOEe OIMCaHMue
[IOCPEenCTBOM CCHUJIKH) .

[00118] MWcrnosb3yeMHM B OaAaHHOM IOOKyMeHTe TepMuH «CDR» wMJu

«obJacTsy, oripenesidimad KOMIIJIEMEHTAPHOCTE» O3HadaeT CaTH CMEXHHIX
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AHTUTEHHHX COeIOWHEHUN, oOHapyXeHHEle B RapuabejgpHOM  oO6JjacTu
IOJIUIIENTUIOB Kak TIKeJIOM, TakK M JIeTKOM Uelr. OTU KOHKPETHHE
objlacTu OBUIM onoMcaHH B Kabat et al., J. Biol. Chem. 252, 6609-
6616 (1977) and Kabat et al., Sequences of protein of
immunological interest. (1991), B Chothia et al., J. Mol. Biol.
196:901-917 (1987) m B MacCallum et al., J. Mol. Biol. 262:732-
745 (19906), BCe ns3 KOTOPHIX BKJIIOUEHH B IOaHHOe onMcaHue
IIOCPEenCTBOM CCHJIKM B IIOJIHOM OOBeMe, IIpuUeM OolIpeneJieHMsa BRKJIUAT
IepekpHBamMMecs MM  OOOTPYINHE  aMMHOKMCJIIOTHEIX OCTaTKOB opu
CpaBHeHUM IOpyT C IOpyToM. B oIpeleJIeHHHX BapMaHTax OCYMeCTBJIIEeHUI
TepMMH «CDR» mnOpencTaBJjsgeT cobo¥ CDR, kak omnpeleneHo B Kabat et
al., J. Biol. Chem. 252, 6609-6616 (1977) and Kabat et al.,
Sequences of protein of immunological interest. (1991). B
OIlpeneJIeHHEIX BapMaHTax OCYIeCcTRBRJIeHMAd TepMMH «CDR» IpencTaBJigeT
cobom CDR, kak omopenejieHo B Chothia et al., J. Mol. Biol.
196:901-917 (1987) . B ompeneJIeHHEIX BapmUaHTax OCVYIeCTBJIEHUA
TepMH «CDR» mnpencrarisgeT cobom CDR, Kak omnpenejeHo B MacCallum
et al., J. Mol. Biol. 262:732-745 (1996) wm Martin A. “Protein
Sequence and Structure Analysis of Antibody Variable Domains,” B
Antibody FEngineering, Kontermann and Dibel, eds., Chapter 31,
pp. 422-439, Springer-Verlag, Berlin (2001).

[00119] VICTIOJIb 3y eMBI B OaHHOM OOKYMEHTEe TepMUH
«aMMHOKMCJIOTHEE OCTaTkM kapkaca (FR)» OTHOCUTCS K aMMHOKMCJIOTaM
B KapKacHOM ofJjJacTu el UWMMYHOTJIODyJIMHa. TepMMH <«KapKacHasd
oblacTe» wMIM «oBjacTk FR», MCHOJNB3YEMHY B HOaHHOM »IOKYMeEHTe,
BRJIOUAET AMMHOKMCJIO THHE OCTaTKH, KOTOPHE ABJIAITCH YaCThIo
BapuabeyibHOM 006JacTM, HO He HABJATCAI YacThi CDR  (Hamopumep, C
MCIOJIb30BaHreM omnpenejyieHusa CDR Kabat miam Chothia).

[00120] VICTIOJIL By EMELE B IaHHOM OOKyMeHTe TEPMVHEL
«BapuabesbHasa 00JlaCTb» U «BapuabeJIbHHM  IJOMEeH»  MCIOJIb3YyKRTCH
B3aMMO3aMeHIeMO U ABRJIARTCHA O0mMMM B HaHHOW 00JlJacTM TeXHUKU.
BapuabesibHasa o6OJacTbk OOBUHO OTHOCUTCA K YacTM aHTUTeJla, Kak
IpaBUJIO, K YaCTU JIETKOWM WMJIM TIKEJIOM LelM, OOBUHO K aMMHOKOHILY OT
110 mo 125 aMMHOKMCIIOT B 3peJioM TaXeJIoM Lenu M oT okoJio 90 mo
115 aMMHOKMCJIOT B 3peJioM JIETKOM ILellM, KOTOPHE CHUIIBHO pasjMyalTCHd

I10 TIoCJIegoBaTE&JIBHOCTUM Cpelr aHTHUTeJI WM MCIIOJBE3YITCHA B CBASHBAHUNU
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u CIIeuUPUUIHOCTU KOHKPETHOT'O aHTUTeJa nJis ero KOHKPETHOTO
aHTUI'eHa. JVIBMEHUMBOCTE B I[IOCJIEIOBATE&JIbLHOCTU CKOHIEHTPUPOBaHa B
Tex oBJjlacT4ax, KOTOPHE Ha3HEBaKnTCH oBJjlacTaMu, ornpel el Sl MM
KOMILJIEMEHTAPHOCTE (CDR), B TO BpeMAa Kak boJiee BEICOKO
KOHCepBaTHUBHEE oBysacT B BapuabeJIbHOM OOMEeHEe Has3HEBaKwTCHA
KapkacHeMM oOJjiacTaMu (FR) . He xejlad OBTE CBA3aHHBMM KaKUM—JHMOO
KOHKPETHEM MeXaHM3MOM WM Teopuel, noJjiarapoT, uTo CDR JeTkoW u
TOXEJION lielel HeCcyT OCHOBHYI OTBETCTBEHHOCTHL 3a B3aVMMOOEMCTBUE U
CneuM@UUHOCTE aHTUTeJla C aHTUITeHOM. B olIpeleJIeHHHX BapMaHTax
OCYIEeCTBJIEHUSA BaprabeJibHAaA oBjacTb nperncTaBJIAeT cobom
BaprabesIbHYIO oBJjlacThb YeJIOBEKA. B OIpeleJIeHHEIX BapMaHTax
OCYIIEeCTRJIEHMA BapuabeslbHasg o6jJacThk BrJIoUaeT CDR TI'PHEB3YHOB WU
MHIIM WM KapKacHele obJacTu uyejioBeka (FR). B KOHKPEeTHHX BapuaHTax
OCYIEeCTBJIEHUSA BaprabeJibHAaA oBiacTb IpelncTaBJIgeT cobomn
BaprabesibHY© o0O0JlacThb [IpMMaTa (HalpuMep, I[IpuMaTa, OTJIMYHOTO OT
yeJIoBEeKa) . B oONpelesIeHHEX BapuMaHTax OCYMEeCTBJeHMS BapuabelJibHaA
obJjlacThk BKJIOUaeT CDR TPHB3YHOB MJIM MBIIEeM M KapkacHbe objgacTu (FR)
IpMMaTOR (HalpuMep, IIPMMaTORBR, OTJIMYHEIX OT UYeJIOBEKA) .

[00121] TepMMHEL «VL» nu «KIOOMeH VL» MCIIOJIE 3YITCHA
B3aMMO3aMeHsaeMO OJa o0003HaueHMsa BapuabeJlbHOM oB0JacTM JIETKOM Lelu
aHTuTeJa.

[00122] TepMUHEL «VH>» u «IOOMEH VH» VICIIOJIb 3YIOTC A
B3aMMO3aMeHseMO mOJig ofos3HaueHMsS BapuadbeslbHOM 00JIlacTH  TsXeJION
HenuM aHTuTeJa.

[00123] VICIIOJIb By EMEIE B IaHHOM IOOKyMeHTe TEPMVHEL
«KOHCTaHTHAasA oBJgacTb» u KKOHCTAaHTHBIM OOMEH» ABJIAKTCSA
B3aMMO3aMeHsSeMEIMM UM PacHpocTpaHeHH B ITaHHOM oBJlacTM TexXHUKMU.
KoHcTaHTHasa ofjlacTh NOpenOcTakjsgeT co®oM YacTb aHTUTeJla, HalpuMep
KapOOKCUJILHYID KOHIIEBYI YacCTh JEeTKOM M/UIM TIKeJION Lellr, KoTopad
HEe YydYacCTBYeT HENOCPEINCTBEHHO B CBAS3EBaHUM aHTUTeJla C aHTUIeHOM,
HO KOTOpad MOXeT IMPOSABJIATH pa3JIMUHBEE 30PEeKTOPHEE QYHKIWM, TaKue
KakK B3auMOIeicTBUe C Fc—penenTopom (HanpuMep, Fc TaMMa—
peuenTopoM) . KoHCTaHTHas o006JlaCThk MOJIEKYJIE MMMYyHOTJIOOYJIMHa OOBYHO
VMeeT 0oJiee KOHCEPBATHUMBHYK aMMHOKMCIIOTHYK IIOCJIENOBATEJIBHOCTE
OTHOCUTEJIBHO BapuabeJIbHOT'O IOOMEHa MMMYyHOIJIOOYJIMHA .

[00124] MWcnoab3yeMHM B »OaHHOM JIOKYMEHTe TepMMH «TaKeJasd
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Lelb» IOPM MCIOJIL30BaHUM B OTHONEHMM aHTHUTeJla MOXeT OTHOCUTHLCHI K
JIOOMY OTIOeJIbHOMY TMIIY, Halpumep aljbda (o), »nejabTa (O), DSIICUIIOH
(e), TaMMa (v) u MIO (1), Ha OCHOBe AaMMHOKMCJIOTHOM
[IOCJIeOOBATEJIbHOCTYM  KOHCTaHTHOT'O  IOMEHa, KoTopasd MOPMBOOUT K
kJjaccaM aHTuTes IgA, IgD, IgE, IgG m IgM COOTBeTCTBEHHO, BKJKUad
nopkJjiacce IgG, HanpumMmep, 1gGi, IgGz, IgGs m IgGsa.

[00125] MHcrnoJb3yeMelM B IaHHOM IOKYMEeHTe TepMMH «Jlerkasd
Lelb» IIPM MCIOJIL30BAaHUM B OTHONEHMM aHTHUTeJla MOXeT OTHOCUTLCSI K
JoboMy OpyTroMy TUIIY, HalopuMmep, Kanmna (k) wim Jgaumboa  (A)  Ha
OCHOBE AaMMHOKMCJIOTHOM IIOCJIeIOBATEJILHOCTM KOHCTAHTHHEX ITOMEHOB.
AMMHOKMCJIOTHEE IIOCJIeIOBATEJILHOCTM JIETKOM ILelM XOPOIMO M3BEeCTHH B
OaHHOM 0B0JIacTU TEeXHUKMU.

[00126] MWcnoab3yeMHM B »OaHHOM IOKYMeHTe TepMMH «CHUCTeMa
HyMepaummu EU» OTHOCUTCH K coTJiameHuKn O HyMepaummn EU o4
KOHCTaHTHHEX o0fJlacTel aHTuTeJla, Kak oomcaHo B Edelman, G.M. et
al., Proc. Natl. Acad. USA, 063, 78-85 (1969) m Kabat et al.,
Sequences of Proteins of Immunological Interest, U.S. Dept.
Health and Human Services, 5th edition, 1991, xaxOwlM M3 KOTOPHX
BKJIIOUEH B IOaHHHEM OOKYMEHT IOCPEeOCTBOM CCHJIKM IIOJJHOM ofheMme.

[00127] TepMmuH «addMHHOCTL CBAS3EBaAHMA» OOBUHO OTHOCUTCSH K
cuijie ofmelr CyMMH HEKOBaJIEHTHHX B3aMMOIEMCTBUNM MeXOy OIHMM CalToM
CBASBBAaHMA MOJIEKYJIH (HaIpUMep, aHTUTEJIOM) WM €TI0 IIapTHEepPOM IIO
CBS3EBAHUIO (HampuMmep, AHTUTEeHOM) . Ecimu He yKas3aHo MHOEe,
VICIIOJIb 3y eMa s B OaHHOM OOKYMeHTe «abdMHHOCTE CBASHBAHUSI»
OTHOCUTCS K BHYTPeHHeM addMHHOCTM CBSI3HBAHMUI, KOTOpas oTpaxaeT
B3auMomedcTBMe 1:1 MexOy WleHaMM TIIapbel CBAS3HBaHUA (HaopuUMep,
AHTUTEJIOM M aHTUTeHOM) . ADIMHHOCTEL MOJIEKYJIH X K CBOeMy IIapTHepy
Y oOnuHO MOXeT OHTL OpedcTaBJieHa KoHcTaHToM muccoumaumm (Kp) .
APPMHHOCTL MOXeT OHThL M3IMepeHa U/UJIM BHpakeHa  HECKOJbKUMHA
criocobaMy, WM3BEeCTHHMM B JaHHOM oB0JacTM TexHMKM, BKJIOUas, HO He
OTpaHMuUMBasAChL D2TUM, KOHCTAaHTY paBHOBecHOW nuccoumauum (Kp) wm
KOHCTAaHTy paBHOBecHOM accoumauum (Ka). Kp paccumMTHBaeTCcsd Kak
yacTHOe Koff/Kon, B TO BpeMd KakK Ka pPacCuMTHBaAeTCS KaK UYacCTHOe
kKon/kKoff. Kon OTHOCHTCS K KOHCTAHTE CKOPOCTM accolualluy, HalpuMep,
aHTHTeJla K aHTUTEeHY, a Koff OTHOCUTCHA K KOHCTaHTe CKOPOCTHU

Ormccoumauvim, HallpyMep, aHTUTeJla K aHTUI'eHY . Kon " Korr MOXeT OHTH
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ompenejyieHO MeToIaMM, W3BECTHHMM CleluaJucTy B »OaHHOM objacTtH,
TakuM kak BIAcore® miam KinExA. VCHOJL3YyeMbl B IOaHHOM IOOKYMEHTe
TepMUH «OoJiee HM3Kag addMHHOCTE» OTHOCHUTCS K 0Oojbpmen Kp.

[00128] VICTIOJIE 3y EMELE B IOaHHOM OOKYMeEHTe TEPMMHEL
«crneunpmuuecku CBA3EBaeT», «crneunpmuueckKu pacrio3HaeT»,
KUMMYHOCIHEeUOUUECKM CBA3HBaAET» UM «KUMMYHOCIEUMOUUECKM pacllo3HaeT»
ABJIATCA aHaJIOTUMUHBEIMM TepMMHaAMM B KOHTEKCTe aHTUTEeJl M OTHOCATCH
K MOJIeKyJlaM, KOTOpHE CBA3HBBAKTCA C aHTUIeHOM (HalpuMep, SOMUTOIIOM
MIM  VMMYHHHM  KOMILJIEKCOM) B TakKOM  3HadyeHWuU, KakK IIOHMMAaeT
creuMaJMCT B IaHHOM 00JIacTM TexXHMKM. HamnopmuMmep, MOJekKyJa, KoTopasd
crneumMduueck CBA3BHBaAEeTCA C  aHTUI'eHOM, MOXeT CBSA3BBATBCHA C
IPYTVMMY MelTUIaMy WM IIOJIMIIeNTUIaMM, KaK IIpaBujio, C 0oJiee HUBKOM
addMHHOCTELIO, Kak olIpelejlieHO, HalpuMep, MWMMyHoaHaJM30M, BIAcore®,
KinExA 3000 instrument (Sapidyne Instruments, Boiice, mTaT
Amaxo), WY  OPpYTMM  aHaJIM30M, M3BECTHEIM B »OaHHOM ofOJacTu
TexXHVKM. B KOHKpPEeTHOM BapMaHTe OCYIECTBJIEHMS MOJIEKYJIE, KOTOPHE
CneunMdrUUeCcKM CBSA3HBAKTCHS C AaHTUI'EHOM, CBAS3HBAKTCHA C aAHTUIEHOM C
Ka, KOTOpas COCTaBJAeT IO MeHbmeM Mepe 2 log (T.e. KOOOMLIMEeHTOM
10), 2,5 log, 3 log, 4 log wunmum OoJaple, uyeM Ka, KOI'Ia MOJIEKYJIH
CBABEBATCA HECHelUMOMUHO K IPYI'OMY aHTUIeHY .

[00129] B OIpy I oM KOHKPETHOM BapuaHTe OCYIIeCTBJIEHNHA
MOJIEKYJIBL, KOTOpPHEe chHeuudpmuueckyr CBASEBAKTCA C aHTUI'€HOM, He
[IEPEKPEeCTHO pealupyloT C IOpyI'MMM OejiIkaMM I[IPM CXOIOHEX YCJIOBUAX
CBA3BBaHMA. B IOpyT'OM KOHKPETHOM BapMaHTe OCYIEeCTBJIEHMS MOJIEKYJIH,
KOTOPHE crneuuduUuecKk CBABEBAKTCH c LAG-3, He BCTyHawnT B
[IEPEKPECTHYD peakluio C »IpyrMMu He—-LAG-3 O6ejgkaMvM. B KOHKPETHOM
BapMaHTe OCYMEeCTBJIEHMS B JaHHOM IOKYMeHTe IMpenOcTaBJIEHO aHTUTEJIO,
KOTOpoe CBsA3mBaeTcsa ¢ LAG-3 (HanpmMmep, LAG-3 uyejoBeka) cC 0oJiee
BEHICOKOM ad®dMHHOCTBI, UYeM C OPYI'MM HepOICTBEeHHHM aHTUITEHOM. B
oTpeleJIe HHBIX BapMaHTax OCYIECTRBJIEHUA B OaHHOM OOKYMEHTE
IpencTaBJIeHO aHTUTEJIO, KOTopoe CcBA3mBaeTcsa ¢ LAG-3 (HanpumMmep,
LAG-3 wueJyoereka) c¢ 20%, 25%, 30%, 3b%, 40%, 45%, 50%, 55%, 60%,
65%, 70%, 75%, 80%, 85%, 90%, 95% mum OoJlee BHCOKOM ad@dPMHHOCTEHIO,
UyeM K JIpyI'OMYy, HE CBS3aHHOMY aHTUITeHyYy, KaK M3MEPEHO, HalpuMep,
pPanuvouMMyHOaHaJIM30M, [IOBEPXHOCTHEM IIJIa3MOHHEIM pPEe30HAHCOM WJIM

aHaJIM30M KMHETMUYEeCKOTI'O MCKRJIIKUEHNMA . B KOHKPETHOM BaplraHTe



49

OCyIeCTBJIEHU A CTEIIeHbL CBSASLEIBAHUA aHTUTeJa IIPOTUB LAG-3,
OIIMCaHHOTO B IOaHHOM HOOKYMEHTE, C HEPOINCTBEeHHEIM OeJIKOM, He
ABJIARIIMMC 1 LAG-3, CcOoCTaBJIAET MeHee 10%, 15% WJIN 20% oT
CBA3EBaHMA aHTUTeJa ¢ LAG-3 0Oelka, Kak WM3MEepeHOo, HallpuMep,
PangvoOUMMyHOaHaJIU30M.

[00130] VICIIOJIb 3Y MBI B OaHHOM OOKYMEHTe TepMUH
«adyKOBUIMPOBAHME» VI «adyKoO3UIMPOBaHME» B KOHTEKCTE Fc
OTHOCUTCSH K CymeCcTBEHHOMY HEOOCTATKY dyKO3H, KOBAJIEHTHO
IpUcoenrHeHHOY, OPsAMO MJIM KOCBEHHO, K oCcTaTkRy 297 objxactu Fc IgG:
yeJIoBeka, I[IPOHYMepOBaHHOM COIJIaCHO CcUcTeMe HyMepauuu EU, wiu
COOTBETCTBYIIUY OCTATOK B MMMYHOIUIOOYJMHAX, OTJIMUHHX OT I1gGi MK
IgG:i ueJjyioBeka. TakuMmM o00pasoM, B KOMIIO3MIMM, Ccomepxalel MHOXeCTBO
adyKOBUIMPOBAHHEIX AaHTUTEJI, 10 MeHbmel Mepe 70% aHTUTesl He OyOyT
GYKO3UIMPOBAaHH, 1P MO VI KOCBEHHO (HanmpuMep, yepes
[IPOMEeXyTOUHEIE caxapa) B ocTaTrke 297 obinactm Fc aHTUTENI, U B
HEeKOTOPHX BapMaHTax OCYIeCcTBJIeHMS B II0 MeHbmel Mepe 80%, 85%,
90%, 95% mim 99% He OynoyT OYKO3WJIMPOBAHH, I[IPAMO WMJIM KOCBEHHO, B
ocraTke 297 objactu Fc.

[00131] MWcrnosb3yeMHM B @»OaAaHHOM JOKYMEHTEe TEepMMH «DIIUTOII»
ABJISETCHA TEepMMHOM B IaHHOM 06JIaCTM M OTHOCUTCH K JIOKAJIM30BaAHHOMU
oBJjacTu aHTUTeHa, C KOTOpPOM aHTUTEJIO MOXeT crieunudomuueckKm
CBABHBATLCA. ONMUTOII MOXEeT IMIPeICTaBJIATL Ccobo¥, HalpuMep, CMeXHHEe
AMUHOKMCJIOTH IOJMIENTrIa (JIMHEMHBI WM HEeIPEePHBBHBEIM SIUMTOI) WK
SIUTOI, HaOpuUMep, MOTYT OOBEeOMHATLCHA M3 IOBYyX WM ©OoJiee HeCMeXHEBIX
obJjacTen MIOJIMIIENTUIA WIIN IOJIUIIETITUIOB (KOHQOPMALIMOHHEIM,
HeJIMHEWHEM, [PEePHBUCTHY WM HEeCMEeXHHM SIOMTON). B  HEeKOTOPHX
BapMaHTax OCYMEeCTBJIEHMS BIMUTOI, C KOTOPHM CBA3HBAETCH AaHTUTEIO,
MOXeT OHTBb OIpeneJieH, HalpuMep, C OoMombl AMP-CIekTpOCKOINH,
uccJenoBaHum PEHTTeHOBCKOM IOPaKIMOHHOM KpUcTaJJiorpadmu,
aHaimu30B ELISA, oOMeHa BONOPOI/IeWTepui B COUYETaHUM C Macc—
ClleKTpoMeTpuen (HanpuMep, Macc-ClIeKTpoMeTpren C XKUOKOCTHOM
XpoMaToTpadpuen, 2JIEKTPOPACIEUINTEJIEHOM Macc-CcIleKTpoMeTpuen) ,
MaTPUYHBM aHaJIM30M  Ha OCHOBE OJIUTOTIETITUIHOT O CKaHVpPOBaHUA
(HanpuMep, OT'paHMuUeHNe IIelITUIOOB C MCIIOJIE 30BaHMEM CLIPS
(xuMmMUueckasd CBA3b [IEenNTUIOB C KapkKacamm) OJIsg KapTUpOBaHUA

TP EPHEBUMCTHEX nJin KOH@OpMaLU/IOHHBIX SIIMTOIIOB T/[/T/[.J'H/[ KapTrMpoeBaHMUE
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MyTareHesa (HanmpuMep, KapTUpoOBaHue calT—HalpaBJIEHHOTO
MyTareHesa) . [JIS PeHTIeHOBRCKOM KpUCTalJlorpadum KpUCTaJJM3alns
MOXeT OHTH BEHIIOJIHEHa C MCIOJb30BaHMeM JIOOTO U3 M3BECTHHX B
OaHHOM ofJjlacTM MeTonoB (Hanpumep, Giegé R et al., (1994) Acta
Crystallogr D Biol Crystallogr 50(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, BCe us
KOTOPHIX BKJIOUEHH B HOaHHHM OOKYMEHT IIOCPEeOCTBOM CCHJIKM B IIOJIHOM
obbeMe) . Kpucrayje  aHTUTEJIO:aHTUI'eH MOI'yT OHTb  M3Y4YeHH C
MCIIOJIb30BaHMEM XOPOIO M3BECTHHEX MeTOHOB IMUOPaKUUM PEeHTIeHOBCKUX
Jqydyer ¥ MOTYT OBTb YTOUYHEHH C MCIOJL30BaHMEM KOMIILIOTEPHOTO
OpoTrpaMMHOTO of0echnedueHMsa, Takoro Kak X-PLOR (Yale University,
1992, pacrnpocTpaHsaeTcsd Molecular Simulations, Inc.; CM.,
HanpuMep, Meth Enzymol (1985) wvol. 114 & 115, eds Wyckoff HW et
al.,; U.S. 2004/0014194) wu 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 et
al., (2000) Acta Crystallogr D Biol Crystallogr 56(Pt 10): 1316-
1323), BCe U3 KOTOPHX BKJIUEHH B JaHHHM JOKYMEHT IIOCPEeIdCTBOM
CCHUIKM B IIOJIHOM OO0OBbeMe. lccieloBaHMA KapTUpOBaHUA MyTal'eHes3sa
MOTYT OBITH BEBIIOJIHEHH C MCIOJBE30BaHMEM JIIOOOTO MeToIa, WM3BEeCTHOTO
crnelnMaJucTy B IaHHOM o6JacTM TexHUMKM. CM., Hanopumep, Champe M et
al., (1995) J Biol Chem 270: 1388-1394 u Cunningham BC & Wells
JA (1989) Science 244: 1081-1085, xaxOwi M3 KOTOPHX BKJIOUEH B
DaHHOE OllMCaHMe B KaudyeCTBe CCHJIKM B IIOJIHOM OOBeMe IJIsi OIMCaHUA
MeTOOVK MyTal'eHe3a, BKJYasd MeTOOMKM aJIaHMHOBOI'O CKaHUPYKRIEeIO
MyTareHesa. CLIPS (Xummueckad CBA3b IIeITUIOOB c KapkKacaMmum)
IpencTaBJisgeT COOOM TeXHOJIOTMID LJiS [NPpelCTaBJIeHMs OINHOTO MM OoJjiee
INenTUuOOB B CTPYKTYPHO OTPaHMUeHHOW KOHOUIypaluM, KOTOPHE BeIyT
cebsa KakK QYHKUMOHAJIbHBEE MMUTATOPE CJIOXHEIX OeJIKOBHIX IOMeHOB. CM.,
HamnpyMmep, nOyoJaukanmumM naTedHToB CIA N US 2008/0139407 Al wum US
2007/099240 Al, u mnareHT CIA N 7972993, KaxXOuli M3 KOTOPHX
BKJIOUEH B JOaHHEM JIOKYMEHT I[IOCPEeNCTBOM CCEJIKM B IIOJJHOM OOBeMe. B
KOHKPETHOM BapMaHTe OCYWeCTBJIEHUA OSBIWTOI aHTHUTeJla OIpelellanT C
JMCIIOJIb30BaHMEM MCCJeNOBaHMM aJlJaHMHOBOI'O CKaHUPYKIeI'o MyTal'eHesa.

B KOHKpPEeTHOM BapMaHTe OCYWEeCTBJIEHMA DIUTOIl aHTUTeJla OIpenesidiT C
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UCIIOJIb30BaHMeM oOMeHa BOIOPON/IerTepryt B COUYeTaHMM C MacC-—
CIIeKTPpOMeTpUEN . B KOHKpPEeTHOM BapMaHTe  OCYUEeCTBJIEHUS  SIUTOII
aHTUTeJla OIpenesidnT C MCIOJb30BaHMEM TeXHOJIOTUMM KapTUPOBAaHUSI
snuTonoB CLIPS oT Pepscan Therapeutics.

[00132] MWcnoJb3yeMelM B OaHHOM IOOKYMEHTe TepMMH «BIIMUTOII,
PacCIOJIOXeHHEM B obJjlacTu LAG-3 UeJloBeKa», COCTOAMeM U3 KOHKpPEeTHOM
AMUHOKMCJIOTHOM  IIOCJemOoBaTeJIbHOCTM MM  Hadopa AMMHOKMCJIO THEIX
OCTaTKOB, OTHOCUTCSA K BIUTOIY, comepxameMy OIMH WM 0OoJiee
AMMHOKMCJIOTHEIX OCTATKOB YyKasaHHOM o6JacTu, IOpM DSTOM YKa3aHHad
06JIacTh COIEPXUT IIepPBHY YKa3aHHHY aMMHOKMCJIOTHHEIM OCTAaTOK WU
IocJeoHUMN yKasaHHBM aMVUHOKMCJIO THEI OCTaTOK oBJygacTu LAG-3
yeJIoBeKa. B ONpelelJIeHHHEX BapMaHTax OCYIEeCTBJIEHUSA D2IUTOIN COOEPXUT
KaxIOHl M3 aMUHOKMCJIOTHEIX OCTATKOB, PACIOJOXEHHHX B YyKa3aHHOM
oByjacTu. B omopemeJsIeHHEX BapMaHTax OCYMeCTBJIEHUS OIOMH WM O0oJiee
OOIIOJIHUT &JIb HEIX AMMHOKMCJIO THEIX OCTaTKOB LAG-3 yeJioBeKa BHE
yKasaHHOM o06JacTM CBSA3HBaARTCA C aHTUTEJIOM BMeCcTe C DSIMTOIIOM,
PAacCIIOJIOXEeHHEM B YKa3aHHOM ofJjacTu.

[00133] Mcnojab3yeMeEHle B JaHHOM JOKYMEHTE TEePMMHE «PeLelTop
T-xJeToKk» U «TCR» MCIOJB3YITCHA BR3aMMO3aMeHIeMO WM OTHOCATCA K
[IOJIHOPAa3MEPHEIM TeTeponuMepHsM TCR off miam yO, aHTUIEHCBSA3HEBAaKIMM

bparMeHTaM TIoJIHOpa3MepHEX TCR u MoJekyJaM, comepxamrM CDR TCR

ZN)R%! BapuabeJsibHEE objlacTu. [TprMepEL TCR BKJIOUAKOT, HO He
OT'paHMUMBaKRTCA MU, [IOJIHOPAa3MepHEe TCR, AHTUTEeHCBA3HBAKIME
bparMeHTH TIIOJIHOPa3MEPHEIX TCR, PacTBROPUMEIE TCR, JINMEeHHEIE

TpaHCMeMOpPaHHBX U LXUTOILJIa3MaTHUUecKkux objgacTel, OIHOILeNOUeUHHEe
TCR, conepxamme BapmabelibHEEe obJjacTu TCR, OPpUCOeOMHEHHEE TIHUOKUM
JIMHKEPpOM, Lenmu TCR CBA3aHHEE C [IOMOIIEBI0 CKOHCTPYUPOBaHHOM
IUCYyJIbEOUIOHOM CBA3U, MOHOcCHeuubpmueckre TCR, MyJbTUCIeLUOUUIECKHUE
TCR (BrJimouasa Oucneuupmuueckme TCR), camTee TCR, uyejsioBeueckue TCR,
ryMaHMsMpoBaHHEe TCR, xuMepHble TCR, pPeKOMOMHAHTHO IIOJiydeHHEX TCR
n cuHTeTHMueckme TCR. TepMmMH oxBaTeBaeT TCR 1gukoro Tuna m TCR
TeHeTUUeCKHA CKOHCTPYMUPOBaAHHOTO (HanpuMmep, XVIMEPHEM TCR,
comepXamuil XMMepHyK Lenb TCR, KOToOpas COIEpXUT IIepByK dYacThb OT
TCR HepBOT'O BMIOaA M BTOPYyK YacTb oT TCR BTOPOITO BMUIOA) .

[00134] MWcnoab3yeMble B IOaHHOM IOOKYMEHTEe TEepMMHH «IJIaBHBEM

KOMILJIEKC TMCTOCOBMECTUMOCTU» " «I'KI'C» MCIIOJIE3YIOTCHA
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B3ayMo3aMeHIeMO U OTHOCSTCAa K MoJlekyisle I'KI'C kJjlacca 1 u/uim
MoJlekyJle I'KI'C wkJjacca I1.

[00135] MWcrnosb3yeMHM B OaAHHOM IOOKYMEHTEe TEepMUH «IIeITUI—
koMmriekCc I'KI'C» oTHoCcHUTCA K MoJiekyJie I'KI'C (I'KI'C kJjacca I wmim I'KI'C
kJacca II) Cc MenTuioM, CBSA3aHHHM B M3BeCTHOM B »OaHHOM 00JlacTu
NenTunceA3bBameM kKapMaHe I'KI'C.

[00136] Mcrnoabp3yeMeli B OaHHOM IOKYMEHTEe TepMUH «JIeUUTLY,
«JledeHMe» U «IIpOollecC JIeUeHMA» OTHOCUTCH K TepaleBTUUEeCKUM WK
OIpodMIakKTUUECKMM MepaM, OIMCaHHEM B JaHHOM »OOkKyMeHTe. CrIocoOH
«JIeUueHUI» BKJIOUAT BBeIOeHue aHTUTeJa CyOBEKTY, VMEeKIeMyY
3aboJjieBaHMe WM PaCCTPOMCTBO, WM OPelpacIloJIOXeHHOMY K TaKoMy
3aboJieBaHMI0 WMJIM  PacCTPOMCTBY, oJIg TpeloTBpPalleHud, JleueHus,
3aIepXKM, YMEeHBIeHUS TSKeCTH WM ocjaablieHrMd OOHOTO wmiIm 0OoJiee
CUMIITOMOB  3aboJjieBaHMAa MM PacCTPpOoMCTBa WIM PelUUIUBUPYIMETO
3aboJyieBaHMAa WJIM PacCTpoOMCTBa, WM OJ4 TOoro, UYTOOB OPOIJUTDH
BEHKMBAEMOCTE CyOBEeKTa CBepxX OXUIaeMOoI'o B OTCYTCTBME TaKOTO
JIEUEeHUS .

[00137] Vcnosab3yeMHM B IOaHHOM OOKYMeHTe TepMMH «3bbeKTHMBHOE
KOJIMUECTBO» B KOHTEeKCTe BBeIeHUA JIeKapCTBEHHOTO cpencTea
CyDOBEKTY OTHOCUTCSH K KOJIUUECTBY JEeKapCTBEHHOIT'O CpencTBa, KOTOopoe
oocTuraeT KeJlaeMoT'o IpodUIIakKTUUYECKOT O NI TepalleBTUUYEeCKOT'O
s2dbexTa.

[00138] MWcrnoab3yeMel B IOaHHOM IOKYMEHTEe TepPMMH «CyOBheKT»
BKJIDUaeT JIOOOTO UYeJloOBeKa WM XMBOTHOEe, He ABJIAKIeeCsd UeJIOBEKOM.
B oIOHOM BapMaHTe OCYIEeCTBJIeHUS CyObLekT IIpencTaBJigeT cobon
JeJIoBeka WMIM MJIeKoIMTakKlee, OTJIMYHOE OT UYeJIoBeKa. B OIOHOM
BapuaHTe OCYMeCTBJIeHMA CYOLeKT MIpedcTaBJjigeT coBoM ueJilOBeKa.

[00139] OmnpenejyieHMe «IPOLEHTHOM UISHTUUHOCTU» MexXOy IBYMS
[IOCJIeOOBATEJIbHOCT AMU (HanpuMep, AMMHOKMCJIO THEIMM
[IOCJIeNOBATEJIbHOCT AMU VI [IOCJIeIOBATEJIbHOCT AMU HYKJIEMHOBEIX
KMCJIOT) MOXeT OHTH BEHIIOJIHEHO C MCIOJb30BaHMEM MaTeMaTUUeCKOTO
ajlropmTMa. KOHKPEeTHEM HeOT'PaHMUMBAKIMUM I[IPVMMEPOM MaTeMaTUUYeCKOT'O
aJIToOpUTMa, MCIOJL3YyeMOoT'O IJIS CpPpaBHeHMSa OBRYX I[IOCJIemoBaTeJIbHOCTEeN,
apasetrca ajgropuT™ Karlin S & Altschul SF (1990) PNAS 87: 2264-
2268, MomDMOMUMPOBaAHHEM Kak B Karlin S & Altschul SF (1993) PNAS

90: 5873-5877, KaxOEM W3 KOTOPHEX BKJIOUEH B OaHHOe OIMCAaHME B
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KauecTBe CCBUIKM B IIOJJHOM Of6beMe. TakoM aJIlOPUTM BKJIOUEH B
nporpaMmel NBLAST m XBLAST Altschul SF et al., (1990) J Mol BRiol
215: 403, KOTOPHM BKJIOUEH B OaHHOEe OIMCaHMe B KaudeCTBe CCHUIKM B
[IOJIHOM oOOBeMe. IlloMCck HYKJeoTunoB BLAST MoOXeT OHTB BHIIOJHEH C
Ha®opoM IapaMeTpPpOB HYKJIeOTMIOHOM NOporpaMMel NBLAST, Halpumep, IJd
nokaszsareysa=100, OJIMHEL  CcJIoBa=12, UTOOH  IIOJIYUUTHE  HYKJIEOTUIHBE
IIOCJIeIOBATEJILHOCTHM, T'OMOJIOTMUHEE MOJIEKYJIlaM HYKJIEMHOBOM KMCJIOTH,
OIIMCAaHHEIM B IOaHHOM »IOOKyMeHTe. Ilouck ©OeJjika BLAST w™MoxeT OHTH
BLIIIOJIHEH C YCTaHOBJIEHHEIMMY rapaMeTpaMu IPOTPaMMEL XBLAST,
HalpuMmep, OJIsa OlLIeHKU 50, OJIMHa cJoBa=3, YTOOEL IIOJIYUUTE
aAMMHOKMCJIO THEIE [IOCJIeIOBaTEeJILHOCTH, T'OMOJIOTMUHEIE OINIMCAaHHOM B
IOaHHOM JOKYyMeHTe MOJIeKyJie OeJka. I8 TI[OJy4dYeHUS BHPaBHUBaAHUA C
T'3TI0OM IOJIS CPaBHEHMS MOXHO MCIIOJBE30BaThk Gapped BLAST, kak OIMCaHO
B Altschul SF et al., (1997) Nuc Acids Res 25: 3389-3402,
KOTOPHM BKJIOUEH B @IaHHOe OIMCaHMe B KaueCTBe CCHJIKM B IIOJIHOM
obweMe. AJILTEPHATUBHO, PSI BLAST MOXeT MCIIOJIE30BATECSA oJid
BHIIIOJIHEHMSA MWTEPaTHMBHOTO IIOMCKa, KOTOPHM oOOHapyXMBaeT OTIaJIeHHLe
OTHOIMEHMA MexOy MoJekyJjaMu (Id). IlpM MCIHOJBb30BaHUM IIpoT'paMM
BLAST, Gapped BLAST m PSI Blast MOXHO MCIOJBL30BaTh [IapaMeTpHl II0
YMOJIUaHMIO COOTBETCTBYHIMUX IpoT'paMM (HamnpuMmep, XBLAST m NBLAST)
(cM., Hanopumep, HalMOHAJILHEM LeHTP OMOTEeXHOJOTMUeCKOM MHOoOpMalmUu
(NCBI) BO BceMMpHOM ceTu ncbi.nlm.nih.gov). IOpyI'MM KOHKPETHHM
HeOoT'PaHWUNMBaKIMM IIPMMEepPOM MaTeMaTUUdeCKOTO aJITOPUTMaA,
VICIIOJIL 3YEeMOT O oJsa CpaBHeHUSA nmocJjiegoBaTeJIbHOCTEN, ABJIAETCSA
ajropuTM Myers and Miller, 1988, CABIOS 4: 11-17, KOTOPHM
[IOJIHOCTBLI0 BKJIOUEH B »OaHHOEe OlIMcaHMe IIOCPeICTBOM CCHUIKM. TakKou
aJITOPUTM BKJIOUeH B Opor'paMMmy ALIGN (Bepcua 2.0), KoTOopad
ABJIAETCH YacCThbl IIaKeTa IMIpOoTpaMMHOTO of0ecrieueHUS OJIS BHPABHMBAaHUA
nocyienopaTesibHOCTM GCG. IlpM MCHOOJIB30BaHMM HOporpaMMel ALIGN o4
CpaBHeHMS aMMHOKMCJIOTHEIX IIOCJedoBaTelIbHOCTEe MOXHO MCIIOJIL30BAThH
TabJaMlly BECOBHX OCTaTkKoB PAM120, mTpad 3a yIJIMHEeHMe T'2Ila, PaBHBM
12 u mTpad 3a o0, paBHEM 4.

[00140] [MpoleHT MOEHTUYHOCTHU MeXnoy OBYMSA
[IOCJIEOOBATEJIbHOCTAMM  MOXeT  OHTH OIpelleJIJEH C  MCIIOJIb30BaHMEM
MEeTOIMK, aHaJIOTMUHHIX OIMCAHHEM BHIIe, C WIM 0e3 ydeTa I'SH0B. Ilpu

pacueTe IIpoLeHTa MIESHTUYUYHOCTIN OOBUHO YUMTHBAKTCA TOJIBKO TOUHHE
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COBRIaeHNVA.

6.2 AHTUTeNa HNpoTuB LAG-3

[00141] B oOHOM acIlleKTe »OaHHOe WU300peTeHMe OTHOCUTCH K
aHTUTeJlaM, KOTOpHE CIeludruuyeckM CBA3HBamwTCcAd ¢ LAG-3 (HalpuMmep,
LAG-3 ueJlOBeKa) ¥ NPOTHUBOOEMCTBYIT OYHKUMM LAG-3. AMMHOKMCJIOTHHE
[IOCJIeOOBRATEJIbHOCTY TUIIMUHEIX aHTUTEJI IIPUBEOEHEl B OaHHOM IOOKYMeHTe
B Tabismuax 1-7.

CneluMaJIMCT IIOo¥MMeT, UYTO N-KOHLEBOM aMUHOKMCIJIOTHHM OCTATOK E
VI Q MOXeT npu oTmpeneJIeHHEIX YCJIOBUAX CaMOIIPOM3BOJIBLHO
IpeBpalaTbCsa B OMPOTJIyTaMaT» IIyTeM IIOCTTPAaHCHALMOHHOM ULUMKJIM3ALIUKU
CBOBOOHOM aMMHOTPYIIINE C oOpasoBaHMeM JakTaMa. COOTBETCTBEHHO, B
ompeleJIe HHEIX BapMaHTax OCYIECTRBJIEHUA OaHHOE n3obpeTeHue
OTHOCHUTCSA K aHTUTeJlaM, CcoIepxXxallMM BapuadellbHYy o00JaCcTb TaXReJION
el aHTuUTeJla WMIM BapuabellbHyl 00JacTb JIeTKOoW llell, PacCKpPHTHEe B
OaHHOM  IOOKYMEeHTEe (HanpuMep, SEQ ID NO: 56-72 u 73-77,
COOTBETCTBEHHO) WM IIOJIHOPA3MEPHYK TIKEJIYyH ILelb WM JIeTKyKD Ielb,
PacCKpPETEIE B OaHHOM »OOKYyMeHTe (HamnpumMmep, SEQ ID NO: 168-186 wu
187-191, COOTBETCTBEHHO) , npruyeMm N-KOHIIeBOM AMMHOKMCJIO THEIA
ocTaTok E miam Q HOperBpalleH B OIUPOIUIyTaMaT (HallpMMep, B pe3yJbTaTe
IIOCTTPAHCIAUMOHHOM LMKJIM3alMUM CBOOOOHOM aMMHOTPYINH N-KOHIIEBOTO
ocTraTka E mim Q).

Tabnuia 1. AMMHOKMCJIO THHE [IOCJIeIOBATEJIbHOCTHU TUIINYHEIX

aHTHUTeJ npoTus LAG-3.

SEQ
ID OnmcaHue AMIMHOKMUCIIOTHAS I[IOCJIeNOBaATEJIBHOCTE

NO:

QVOLKOSGAELVKPGASVKLSCTASGEFNIKDTYMYWVK
OQRPEQGLEWIGRIDPANGNTKYDPKLOGKATITADTSS
1 VH P0O1CO9S
NTVYLQLSSLTSEDTAVEYCVIYSYRYDVGGEDYWGQG

TTLTVS

VL P0O1CO09, VL EIVLTOSPAIMAASPGEKVTITCSVSSSISSSNLHWYQ
2 P13F01, VL P13G05, | QKSGTSPKLWIYGTSNLASGVPVREFSGSGSGTSYSLTI
VL PO5SEO3 SSMEAEDAATYYCQOWSSYPEFTEGSGTKLEIK

DVOQLVESGAELVKPGASVKLSCTASGEFTIKDTYIHWVK
3 VH PO5EO1L
QRPEQGLEWIGEIDPANGNTKYDPKFQGKATITADTSS
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NTAYLOQLSSLTSEDTAVYYCATYYYRYDVGGEDYWGQG
TTLTVS

DIVLTQSPALMAASPGEKVTITCSVSSSISSSNLHWEQ

4 |VL PO5SEO1 OKSGTSPKLWIYGTSNLASGVPVRFSGSGSGTSYSLTI
SNMEAEDAATYYCQQOWNSYPLTFGAGTKLELK
EVQLQOQSGAELVKPGASVKLSCTASGFNIKDTYMYWVK
ORPEQGLDWIGRIDPANGNTKFDPKFQGKATITADTSS

5 |VH PO1A12
NTAYLQLSSLTSEDTAVYYCSTYYYRYDVGGFDYWGQG
TTLTVS
DIVLTQSPALMAASPGEKVTITCSVSSSISSSNLHWYQ

6 | VL PO1A12 OKSGTSPKLWIYGTSNLASGVPVRFSGSGSGTSYSLTI
SSMEAEDAATYYCQQWSSYPFTFGSGTKLEIK
EVQOLQQSGAELVKPGASVKLSCTASGFNIKDTY IYWVK
ORPERGLEWIGRIDPANGNTKFDPKFQGTATITADTSS

7 | VH P13BO1
NTAYLQLSSLTSEDTAVYYCTTYFYRYDVGGFDYWGQG
TTLTVS
ENVLTQSPALMAASPGEKVTITCSVSSSISSSNLHWYQ

VL P13B01, VL
8 OKSGTSPKLWIYGTSNLASGVPVRFSGSGSGTSYSLTI
P14C04, VL P14B07
SSMEAEDAATYYCQQWSSYPFTFGSGTKLEIK
VH P13C10, VH
OVQLQQSGAELVKPGASVELSCTASGFNIRDTYMYWVK
P15C02, VH P16D04,
ORPEQGLEWIGRIDPANGNTKFDPKFQDRATMTADTSS

9 |VH P13G05, VH

NTAYLQLSSLTSEDTAVYYCTTYFYRYDVGGFDYWGQG
P13F06, VH P14F01,
TTLTVS
VH P16HO1
VL P13C10, VL
ENVLTQSPALMAASPGEKVTITCSVSSSISSSNLHWEFQ
P13E02, VL P13F02,
10 OKSGTSPKLWIYGTSNLASGVPVRFSGSGSGTSYSLTI
VL P13B03, VL
SSMEAEDAATYYCQQOWSSYPFTFGSGTKLEIK
P13H05, VL P13G04
OVOLKQSGAELVKPGASVKLSCTASGFNIKDNY THWVK
ORPEQGLEWIGS IDPANGNTKYDPKFQGKASITADTSS

11 | VH P13CO08
NTAYLQLSSLTSEDTAVYYCASYFYRYDVGGFDYWGQG
TTLTVS
DVVMTQTPALMAASPGEKVTITCSVSSSISSSNLHWEFQ

12 | VL P13C08 OKSGTSPKLWIYGTSNLASGVPVRFSGSGSGTSYSLTI

SSMEAEDAATYYCQOQWSSYPFTEFGSGTKLEIK
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13

VH P13EO02

QVOLOOPGAELVKPGASVKLSCTVSGENIKDTYIHWVK
QRPEQGLEWIGEIDPANGNSKYAPRFOGKATITADTSS
NTAYLOLSSLTSEDTAVYYCATYYYRYDVGGEDYWGQG
TTLTVS

14

VH P13F02

QVOLOOPGAELVKPGASVKLSCTASGEFNIKDTYIHWVK
QRPEQGLDWVGEIDPANGHTKYDPKFQGKATITADTSS
NTAYLOLSSLTSEDTAVYYCATYYYRYDVGGEDYWGQG
TTLTVS

15

VH P13B0O2

QVOMKOSGAELVKPGASVKLSCTASGEFNIKDTYIHWVK
OQRPEQGLEWIGEIDPANDNTKYDPKFOQGKATITADTSS
NTAYLOLSSLTSEDTAVYYCATYYYRYDVGGEDYWGQG
TTLTVS

16

VL P13BO2

EILLTOSPAIMAASPGEKVTITCSVSSSISSSNLHWEQ
QKSGTSPKLWIYGTSNLASGVPVRESGSGSGTSYSLTI
SSMEAEDAATYYCQOWSSYPEFTEGSGTKLEIK

17

VH P13A06

QVQLKOSGAELVKPGASVKLSCTASGEFNIKDTYMYWVK
QRPEQGLEWIGRIDPANGNTKYDPKFOQGKATITADTSS
NTVYLOLSSLTSEDTAVEYCVIYSYRYDVGGEDYWGQG
TTLTVS

18

VL P13A06

ENVLTQSPALMAASPGEKVTITCSVSSSISSSNLHWYQ
QKSGTSPKLWIYGTSNLASGVPVRESGSGSGTSYSLTI
SSMEAEDAATYYCQQWSSYPHTFGGGTKLEIK

19

VH P14C04

QVOLOOPGAELVKPGASVKLSCTASGEFNIKDTYMYWVK
ORPEQGLDWIGRIDPANGNTHFDPKFQGKATITADTSS
NTAYLOLSSLTSEDTAVYYCSTYEFYRYDVGGEDYWGQG
TTLTVS

20

VH P14A04,

VH

P13F01, VH P15EO06

QVOLOOPGAELVKPGASVELSCTASGEFNIRDTYMYWVK
OQRPEQGLEWIGRIDPANGNTKFDPKFOQDRATMTADTSS
NTAYLOLSSLTSEDTAVYYCTTYEYRYDVGGEDYWGQG
TTLTVS

21

VL P14A04,
P14GO1

VL

DIVLTOQSPALMAASPGEKVTITCSVSSSISSSNLHWEQ
QKSGTSPKLWIYGTSNLASGVPVRESGSGSGTSYSLTI
SSMEAEDAATYYCQOWSSYPEFTEFGSGTKLEIK

22

VH P15F06

QVQLKOSGAELVKPGASVELSCTASGEFNIRDTYMYWVK
QRPEQGLEWIGRIDPANGNTKEFDPKFODRATMTADTSS
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NTAYLOQLSSLTSEDTAVYYCTTYEYRYDVGGEDYWGQG
TTLTVS

23

VL

P15F06

ENVLTOQSPAILMAASPGEKVTITCSVSSSISSSTLHWEQ
QKSGTSPKLWIYGTSNLASGVPVRESGSGSGTSYSLTI
SSMEAEDAATYYCQQWSSYPWTFGGGTKLEIK

24

VH

P13B03

EVOLOOSGAELVKPGASVKLSCTASGENIKDTYIHWVK
OQRPEQGLEWIGEIDPANGNTKYDPKFQGKATITADTSS
NTAYLOLSSLTSEDTAVYYCATYYYRYDVGGEDYWGQG
TTLTVS

25

VL

P15C02

DVVMTQTPALMAASPGEKVTITCSVSSSISSSNLHWYQ
QKSGTSPKLWIYGTSNLASGVPVRESGSGSGTSYSLTI
SSMEAEDAATYYCQOWSSYPEFTEFGSGTKLEIK

26

VL P1eD04,

P16HO1

VL

ENVLTOSPAIMAASPGEKVTITCSVSSSISSSNLHWYQ
QKSGTSPKLWIYGTSNLASGVPVRESGSGSGTSYSLTI
SSMEAEDAATYYCOQOWSSYPLTEFGAGTKLELK

277

VH

P13A04

QVOLOOPGAELVKPGASVELSCTASGEFNIRDTYMYWVK
OQRPEQGLEWIGRIDPANGNTKEFDPKFOQDRATMTADTSS
NTAYLOQLSSLTSADTAVYYCTTYEFYRYDVGGEDYWGQG
TTLTVS

28

VL

P13A04

DIVLTQSPALMAASPGEKVTITCSVSSSISSSNLHWYQ
QKSGTSPKLWIYGTSNLASGVPVRESGSGSGTSYSLTI
SNMEAEDAATYYCQQWSSYPFTFGSGTKLEIK

29

VH

P16HOS

QVOLOOPGAELVKPGASVKLSCTASGEFNIKDNY IHWVK
ORPEQGLEWIGSIDPANGNTKYDPKFQGKASITADTSS
NTAYLOLSSLTSEDTAVYYCASYEFYRYDVGGEDYWGQG
TTLTVS

30

VL

P16HO5

EIVLTOSPAIMAASPGEKVTITCSVSSSISSSNLHWYQ
QKSGTSPKLWIYGTSNLASGVPVRESGSGSGTSYSLTI
SSMEAEDAATYYCQOWSSYPHTEFGGGTKLEIK

31

VH

P13F09

QVOLOOSGAELVKPGASVKLSCTASGEFNIKDNY IHWVK
QRPEQGLEWIGSIDPANGNTKYDPKFQGKASITADTSS
NTAYLOLSSLTSEGTAVYYCASYEFYRYDVGGEDYWGQG
TTLTVS

32

VL P13F09, VL

P14F06

EIVLTOSPAIMAASPGEKVTITCSVSSSISSSNLHWEQ
QKSGTSPKLWIYGTSNLASGVPVRESGSGSGTSYSLTI
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SSMEAEDAATYYCQOWSSYPEFTEGSGTKLEIK

33

VH P13GO1,
P15G05

VH

EVOLOOSGAELVKPGASVELSCTASGEFNIRDTYMYWVK
QRPEQGLEWIGRIDPANGNTKEFDPKFODRATMTADTSS
NTAYLOLSSLTSEDTAVYYCTTYEYRYDVGGEDYWGQG
TTLTVS

34

VL P13GO1

QIVLTQSPALMAASPGEKVTITCSVSSSISSSNLHWYQ
OQKSGTSPKLWIYGTSNLASGVPVRESGSGSGTSYSLTI
SSMEAEDAATYYCQQWSSYPFTEFGSGTKLEIK

35

VH P13HO5

QVOLOOPGAELVKPGASVKLSCTASGEFNIKDTYIHWVK
QRPEQGLEWIGEIDPANDNTKYDPKFOQGKATITADTSS
NTAYLOLSSLTSEDTAVYYCATYYYRYDVGGEDYWGQG
TTLTVS

36

VH P13D04

QVOLOOSGAELVKPGASVKLSCTASGEFNIKDNYMDWVK
OQRPEQGLEWIGKIDPANGNTKYDPKFQGKATITADTSS
NTAYLOLSSLTSEDTAVYYCATYYYRYDVGGEDYWGQG
TTLTVS

37

VL P13D04

DIVLTOQSPALMAASPGEKVTITCSVSSSISSSNLHWEQ
QKSGTPPKLWIYGTSNLASGVPVRESGSGSGTSYSLTI
SSMEAEDAATYYCQOQWSSYPFTEFGSGTKLEIK

38

VH P14GO01,
POSEO3

VH

QVQLKESGAELVKPGASVELSCTASGEFNIRDTYMYWVK
QRPEQGLEWIGRIDPANGNTKFDPKFQDRATMTADTSS
NTAYLOLSSLTSEDTAVYYCTTYFYRYDVGGEDYWGQG
TTLTVS

39

VH P14GO3

QVOMKQOSGAELVKPGASVKLSCTASGEFNIKDTYIHWVK
ORPGOGLEWIGEIDPANGNTKYDPKFQGKATITADTSS
NTAYLOLSSLTSEDTAVYYCATYYYRYDVGGEDYWGQG
TTLTVS

40

VL P14GO3

DIVLTQSPALMAASPGEKVTITCSVSSSISSSNLYWEQ
QKSGTSPKLWIYGTSNLASGVPVRESGSGSGTSYSLTI
SSMEAEDAATYYCQOWSSYPEFTEGSGTKLEIK

41

VL P13F06

EILLTOSPAIMAASPGEKVTITCSVSSSISSSNLHWYQ
QKSGTSPKLWIYGTSNLASGVPVRESGSGSGTSYSLTI
SSMEAEDAATYYCQOWSSYPEFTEGSGTKLEIK

42

VH P13B11

QVOLOOPGAELVKPGASVKLSCTASGEFNIKDNYMDWVK
QRPEQGLEWIGKIDPANGNTKYDPKFQGKATITADTSS
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NTAYLOQLSSLTSEDTAVYYCATYYYRYDVGGEDYWGQG
TTLTVS

43

VL

P13B11

QIVLTOSPALMAASPGEKVTITCSVSSSISSSNLHWEQ
QKSGTSPKLWIYGTSNLASGVPVRESGSGSGTSYSLTI
SSMEAEDAATYYCQQWSSYPFTFGSGTKLEIK

44

VL

P14F01

ENVLTQSPALMAASPGEKVTITCSVSSSISSSNLHWYQ
OQKSGTSPKLWIYGTSNLASGVPVRESGSGSGTSYSLTI
SSMEAEDAATYYCQOQWSTYPFTEFGSGTKLEIK

45

VH

P14F06

QVOMKOSGAELVKPGASVKLSCTASGEFNIKDNY IHWVK
OQRPEQGLEWIGSIDPANGNTKYDPKFQGKASITADTSS
NTAYLOLSSLTSEDTAVYYCASYEFYRYDVGGEDYWGQG
TTLTVS

46

VH

P13D05

QVOLOOPGAELVKPGASVELSCTASGEFNIRDTYMYWVK
OQRPEQGLGWIGRIDPANGNTKEFDPKFODRATMTADTSS
NTAYLOLSSLTSEDTAVYYCTTYEYRYDVGGEDYWGQG
TTLTVS

47

VL

P13D05

EIVLTOSPAIMAASPGEKVTITCSVSSSISSSNLHWER
QKSGTSPKLWIYGTSNLASGVPVRESGSGSGTSYSLTI
SSMEAEDAATYYCQOQWSSYPFTEFGSGTKLEIK

48

VH

P13G04

EVKLMESGAELVKPGASAELSCTASGEFNIRDTYMYWVK
QRPEQGLEWIGRIDPANGNTKFDPKFQDRATMTADTSS
NTAYLOLSSLTSEDTAVYYCTTYFYRYDVGGEDYWGQG
TTLTVS

49

VL

P15E06

ENVLTQSPAIMAASPGEKVTITCSVSSGISSSNLHWYQ
OKSGTSPKLWIYGTSNLASGVPVRESGSGSGTSYSLTI
SSMEAEDAATYYCQOQWSRYPWTEFGGGTKLE IK

50

VL

P15G05

EIVLTOSPAIMAASPGEKVTITCSVSSSISSSNLHWYQ
QKSGTSPKLWIYGTSNLASGVPVRESGSGSGTSYSLTI
SSMEAEDAATYYCQOWSSYPLTEFGAGTKLELK

51

VH

P15B06

EVOLOOSGAELVKPGASVKLSCTASGEFNIKDTYMYWVK
QRPEQGLDWIGRIDPANGNTHFDPKFQGKATITADTSS
NTAYLOLSSLTSEDTAVYYCSTYEYRYDVGGEDYWGQG
TTLTVS

52

VL

P15B06

QILLTOSPALMAASPGEKVTITCSVSSSISSSNLHWYQ
QKSGTSPKLWIYGTSNLASGVPVRESGSGSGTSYSLTI
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SSMEAEDAATYYCOQOWSSYPLTEFGAGTKLELK

53

VH P14B0O7

QVOLOOPGAELVKPGASVKLSCTASGEFNIKDNY IHWVK
QRPEQGLEWIGSIDPANGNTKYDPKFOQGKASITADTSS
NTAYLOLSSLTSEDTTVYYCASYEFYRYDVGGEDYWGQG
TTLTVS

54

VH P13CO06

QVOMKOSGAELVKPGASVELSCTASGENITDTYMYWVK
OQRPEQGLEWIGRIDPANGNTKEFDPKFODRATMTADTSS
NTAYLOLSSLTSEDTAVYYCTTYEFDKYDVGGCDYWGQG
TTLTVS

55

VL P13CO06

EIVLTOSPAIMAASPGEKVTITCSVSSSISSSNLYWEQ
HKSGTSPKLWIYGTSNLASGVPVRESGSGSGTSYSLTI
SSMDAENAATYYCQOWRSYPEFTEFGSGTKLEIK

56

HO

QVOLVOSGAEVKKPGASVKVSCKASGENIKDTYTIHWVR
QAPGQGLEWMGEIDPANDNTKYDPKFOQGRVTMTRDTST
STVYMELSSLRSEDTAVYYCARYYYRYDVGGEDYWGQG
TLVTVSS

57

H1

QVOLVOSGAEVKKPGASVKVSCKASGENIKDTYIHWVR
QAPGQGLEWMGEIDPANDNTKYDPKFOGRVTITADTST
STVYMELSSLRSEDTAVYYCATYYYRYDVGGEFDYWGQG
TLVTVSS

58

H2

QVOLVQOSGAEVKKPGASVKVSCKASGEFNIKDTYTIHWVR
QAPGQGLEWMGEIDPANDNTKYDPKFQGRVTITADTSS
NTVYMELSSLRSEDTAVYYCATYYYRYDVGGEDYWGQG
TLVTVSS

59

H3

QVOMKOSGAEVKKPGASVKVSCTASGEFNIKDTYIHWVR
QAPGOGLEWMGEIDPANDNTKYDPKFQGRVTITADTSS
NTVYMELSSLRSEDTAVYYCATYYYRYDVGGEDYWGQG
TLVTVSS

60

H4

QVOMKOSGAEVVKPGASVKVSCTASGENIKDTYIHWVR
QAPGOGLEWIGEIDPANDNTKYDPKFQGRVTITADTSS
NTVYLQLSSLRSEDTAVYYCATYYYRYDVGGEDYWGQG
TLVTVSS

6l

H4 R98K

QVOMKOSGAEVVKPGASVKVSCTASGENIKDTYIHWVR
QAPGOGLEWIGEIDPANDNTKYDPKFQGRVTITADTSS
NTVYLOLSSLRSEDTAVYYCATYYYKYDVGGEDYWGQG




6l

TLVTVSS

62

H4 D100OE

QVOMKOSGAEVVKPGASVKVSCTASGENIKDTYIHWVR
QAPGOGLEWIGEIDPANDNTKYDPKFQGRVTITADTSS
NTVYLOLSSLRSEDTAVYYCATYYYRYEVGGEDYWGQG
TLVTVSS

63

H1 R98K

QVOLVQOSGAEVKKPGASVKVSCKASGENIKDTYIHWVR
QAPGOGLEWMGEIDPANDNTKYDPKFQGRVTITADTST
STVYMELSSLRSEDTAVYYCATYYYKYDVGGEDYWGQG
TLVTVSS

64

H1 R98K K23T

QVOLVOSGAEVKKPGASVKVSCTASGEFNIKDTYIHWVR
QAPGQGLEWMGEIDPANDNTKYDPKFOQGRVTITADTST
STVYMELSSLRSEDTAVYYCATYYYKYDVGGEDYWGQG
TLVTVSS

65

H1 R98K L4M

QVOMVOSGAEVKKPGASVKVSCKASGENIKDTYIHWVR
QAPGQGLEWMGEIDPANDNTKYDPKFOGRVTITADTST
STVYMELSSLRSEDTAVYYCATYYYKYDVGGEDYWGQG
TLVTVSS

220

H1 R98K L4M

XVOMVQSGAEVKKPGASVKVSCKASGENIKDTYTHWVR
QAPGQGLEWMGEIDPANDNTKYDPKEFQGRVTITADTST
STVYMELSSLRSEDTAVYYCATYYYKYDVGGEDYWGQG
TLVTVSS,

roe X=roayTaMvMH (Q) WMIM OMpoOIJIyTaMmaT

(PE)

66

H1 R98K L4M K23T

QVOMVQOSGAEVKKPGASVKVSCTASGEFNIKDTYIHWVR
QAPGQGLEWMGEIDPANDNTKYDPKFOQGRVTITADTST
STVYMELSSLRSEDTAVYYCATYYYKYDVGGEDYWGQG
TLVTVSS

6’7

H1 R98K L4M VSK

QVOMKOSGAEVKKPGASVKVSCKASGEFNIKDTYIHWVR
QAPGQGLEWMGEIDPANDNTKYDPKFOQGRVTITADTST
STVYMELSSLRSEDTAVYYCATYYYKYDVGGEDYWGQG
TLVTVSS

68

H1 R98K L4M V5K K2
3T

QVOMKOSGAEVKKPGASVKVSCTASGENIKDTYIHWVR
QAPGQGLEWMGEIDPANDNTKYDPKFOQGRVTITADTST
STVYMELSSLRSEDTAVYYCATYYYKYDVGGEDYWGQG
TLVTVSS
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69

H1 R98K V5K

QVOQLKOSGAEVKKPGASVKVSCKASGENIKDTYIHWVR
QAPGQGLEWMGEIDPANDNTKYDPKFOGRVTITADTST
STVYMELSSLRSEDTAVYYCATYYYKYDVGGEFDYWGQG
TLVTVSS

70

H1 R98K V5K K23T

QVOLKOSGAEVKKPGASVKVSCTASGENIKDTYIHWVR
QAPGOQGLEWMGEIDPANDNTKYDPKFQGRVTITADTST
STVYMELSSLRSEDTAVYYCATYYYKYDVGGEDYWGQG
TLVTVSS

71

H2 R98K

QVOLVQOSGAEVKKPGASVKVSCKASGEFNIKDTYIHWVR
QAPGOGLEWMGEIDPANDNTKYDPKFQGRVTITADTSS
NTVYMELSSLRSEDTAVYYCATYYYKYDVGGEDYWGQG
TLVTVSS

12

H3 R98K

QVOMKOSGAEVKKPGASVKVSCTASGEFNIKDTYIHWVR
QAPGOGLEWMGEIDPANDNTKYDPKFQGRVTITADTSS
NTVYMELSSLRSEDTAVYYCATYYYKYDVGGEDYWGQG
TLVTVSS

73

LO

EIVLTOSPGTLSLSPGERATLSCSVSSSISSSNLHWYQ
QKPGOAPRLLIYGTSNLASGIPDRESGSGSGTDEFTLTI
SRLEPEDFAVYYCQQWSSYPFTEFGQGTKVEIK

221

LO

XIVLTOQSPGTLSLSPGERATLSCSVSSSISSSNLHWYQ
QKPGOAPRLLIYGTSNLASGIPDRFSGSGSGTDFTLTI
SRLEPEDFAVYYCQQWSSYPFTFGQGTKVEIK, roe

X=pjgyramar (E) i nouporjyTamaT (pE)

74

L1

EIVLTOSPGTLSLSPGERATLSCSVSSSISSSNLHWYQ
OKPGOAPRLLIYGTSNLASGIPDRESGSGSGTSYTLTI
SRLEPEDFAVYYCQOQWSSYPFTEFGQGTKVEIK

75

L2

EILLTOSPGTLSLSPGERATLSCSVSSSISSSNLHWEQ
QKPGOAPRLLIYGTSNLASGIPDRESGSGSGTSYTLTI
SRLEPEDFAVYYCQQOWSSYPEFTEFGOQGTKVEIK

76

L3

EILLTOSPGTLSLSPGERATLSCSVSSSISSSNLHWEQ
QKPGOAPRLWIYGTSNLASGVPDRESGSGSGTSYTLTI
SRLEPEDFAVYYCQOWSSYPEFTEFGOQGTKVEIK

77

L4

EILLTOSPGTLSLSPGERATLTCSVSSSISSSNLHWEQ
QKPGOSPRLWIYGTSNLASGVPDRESGSGSGTSYTLTI
SRLEPEDFAVYYCQQWSSYPFTEFGQGTKVEIK
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78 | CDRH1 DTYMY

79 | CDRH1 DTYIH

80 | CDRH1 DTYIY

81 | CDRH1 DNYIH

82 | CDRH1 DNYMD

83 | CDRH2 RIDPANGNTKYDPKLQG
84 | CDRH2 EIDPANGNTKYDPKFQG
85 | CDRH2 RIDPANGNTKEDPKFQG
86 | CDRH2 RIDPANGNTKEFDPKEQD
87 | CDRH2 SIDPANGNTKYDPKEQG
88 | CDRH2 EIDPANGNSKYAPRFQG
89 | CDRH2 EIDPANGHTKYDPKFQG
90 | CDRH2 EIDPANDNTKYDPKFEQG
91 | CDRH2 RIDPANGNTKYDPKFQG
92 | CDRH2 RIDPANGNTHEFDPKEFQG
93 | CDRH2 KIDPANGNTKYDPKEFQG
94 | CDRH3 YSYRYDVGGEDY

95 | CDRH3 YYYRYDVGGEDY

96 | CDRH3 YEYRYDVGGEDY

97 | CDRH3 YEFDKYDVGGCDY

98 | CDRH3 YYYKYDVGGFDY

99 | CDRH3 YYYRYEVGGEDY

100 | CDRL1 SVSSSISSSNLH

101 | CDRL1 SVSSSISSSTLH

102 | CDRL1 SVSSSISSSNLY

103 | CDRL1 SVSSGISSSNLH

104 | CDRL2 GTSNLAS

105 | CDRL3 QOWSSYPET

106 | CDRL3 QOWNSYPLT

107 | CDRL3 QOWSSYPHT

108 | CDRL3 QOWSSYPWT

109 | CDRL3 QOWSSYPLT

110 | CDRL3 QOWSTYPET

111 | CDRL3 QOWSRYPWT
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112 | CDRL3 QOWRSYPEFT
113 | FR1 VH QVOLVQSGAEVKKPGASVKVSCKASGENIK
114 | FR1 VH QVOMKQSGAEVKKPGASVKVSCTASGENIK
115 | FR1 VH QVOMKQSGAEVVKPGASVKVSCTASGENIK
116 | FR1 VH QVQLVQSGAEVKKPGASVKVSCTASGENIK
117 | FR1 VH QVOMVQSGAEVKKPGASVKVSCKASGENIK
118 | FR1 VH QVOMVQSGAEVKKPGASVKVSCTASGENIK
119 | FR1 VH QVOMKQSGAEVKKPGASVKVSCKASGFENIK
120 | FR1 VH QVQLKQSGAEVKKPGASVKVSCKASGFEFNIK
121 | FR1 VH QVQLKQSGAEVKKPGASVKVSCTASGFEFNIK
122 | FR2 VH WVRQAPGQGLEWMG
123 | FR2 VH WVRQAPGQGLEWIG
124 | FR3 VH RVITMTRDTSTSTVYMELSSLRSEDTAVYYCAR
125 | FR3 VH RVTITADTSTSTVYMELSSLRSEDTAVYYCAT
126 | FR3 VH RVTITADTSSNTVYMELSSLRSEDTAVYYCAT
127 | FR3 VH RVTITADTSSNTVYLQLSSLRSEDTAVYYCAT
128 | FR4 VH WGQGTLVTVSS
129 | FR1 VL EIVLTQSPGTLSLSPGERATLSC
130 | FR1 VL EILLTOQSPGTLSLSPGERATLSC
131 | FR1 VL EILLTOQSPGTLSLSPGERATLTC
132 | FR2 VL WYQQKPGQAPRLLTIY
133 | FR2 VL WEQQKPGQAPRLLIY
134 | FR2 VL WEQQKPGQAPRLWIY
135 | FR2 VL WEQQKPGQSPRLWIY
136 | FR3 VL GIPDRFSGSGSGTDEFTLTISRLEPEDFAVYYC
137 | FR3 VL GIPDRFSGSGSGTSYTLTISRLEPEDFAVYYC
138 | FR3 VL GVPDRFSGSGSGTSYTLTISRLEPEDFAVYYC
139 | FR4 VL FGQGTKVEIK
DX1YX2X3, 1Tme:
X1 npencraBageT cobtom T wmiam N;
140 | xoHceHcyc CDRHI1
X, mpencraBaseT cobom I miam M; a
X3 npencraByageT cobom H, Y mjam D
DX1YX2X3, 1Tme:
141 | xoHceHcyc CDRHI1

X1 mpencraeyaseT cobom T wmim N;
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X, mpencraBaseT cobom I miam M; a

X3 mpencraejgseT cobom H miam Y

XlIDPANX2X3X4X5X6X7PX8X9QX10 , T'oe:

X1 npencraByageT cobom E, R, S wmwimu K;

X, mpencrapBJjsgeT cobou D wmiam G;
X3 mpencraBageT cobom N mam H;
X4 TipencrTaBageT cobom T wmam S;
142 | koHCceHCcyc CDRH2 Xs mpencraBageT cobom K miam H;
Xe TIpencTaBageT cobow Y wmam F;
X7 mpencTaBasgeT cobow D miam A;
Xg npencraByageT cobon K mam R;
X9 mnpencraByageT cobom F mim L, a

X10 mpencTarygeT cobo¥ G miam D

X1 IDPANX2X3X4KXsXcPX7FQXs, TIHOe:

X1 npencraBageT cobou E, R mam S;

X2 mpencTaBasgeT cobow D mim G;
X3 mpencraejasaeT cobom N wmim H;

143 | xkoHCceHcyc CDRHZ2 X4 npencraByageT cobom T mam S;
Xs npencraBygeT cobom Y wmiam F;
Xe¢ mpencraeygsaeT cobom D mim A;
X7 mpencraByasgeT cobom K mam R, a
Xg HOpencraBJsgeT codol G mam D

YX1X2X3YX4VGGX:sDY, roe:

X1 npencraBageTr cobom Y, F wmim S;

X2 mpencTaBageT cobow Y mam D;
144 | xoHceHcyc CDRH3

X3 mpencraBageT cobom K mam R;

X4 npencraByageT cobom D mwiam E, a

Xs mpencTaBasgeT cobou F myam C

YX1X2X3YDVGGX4DY, r1rHe:

X1 npencraBageT cobom Y, F wmiam S;
145 | koHceHCcyc CDRH3 Xo mpencTaBasgeT cobom Y mim D;

X3 npencraBageT cobom K mim R, a

X4 TipencTaBJasaeT cobom F wmyim C

YYYX1YX2VGGFDY, roe:
146 | koHceHcyc CDRH3
X1 npencraBiygeT cobom K mim R, a
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X2 npencraByageT cobow D mwim E, a

SVSSX1ISSS5X2LXs, rTHoe:

X1 mpencraejgsaeT cobom S mim G;

147 | koHceHcyc CDRL1
X2 npencraBjygeT cobowm N mim T, a
X3 OpencraBJjsgeT cobtou H mim Y
SVSSSISSSNLX:, 1Toe:
148 | xoHceHcyc CDRL1
X1 mpencraBggeT cobom H miam Y
QOWX1X2YPX3T, 1Tme:
X1 npencraBageT codom S, N mam R;
149 | xoHceHcyc CDRL3

Xy npencraBiyageT codom S, T mam R, a

X3 npencraByageT cobom F, L, H mam W

150

KOHCceHcyc CDRL3

QOWX1SYPX.T, rme:
X1 npencraBiageT codom S, N mam R, a

Xo npencraByageT cobom F, L mam H

151

T'YMaHM3UPOBaHHLI

KOHceHcyc VH

QVOX1X205GAEVX3KPGASVKVSCKASGENIKDTY ITHW
VROAPGQGLEWXsGEIDPANDNTKYDPKEFQGRVTXeTX7
DTSXgXgTVYX10X11LSSLRSEDTAVYYCAX12YYYX13Y
X14VGGEFDYWGQGTLVTVSS, rme:

X1 mpencraejseT cobom M wmiu

~e

X2 mpeXcTaBJigeT coOoM WUIIn

~e

X3 mpencTapiygeT CcoboM WUIIU

e

X4 TpencTapigeT coOoM UIIU

~e

Jin

Ne

Xe TIpencTaBageT cobom
X7 npencraeisgeT cobon W

Xg mpencTaBJigeT coOou I

2 n " H 3 ®"

\%
K
K
Xs mpencraBjggeT cobom M uiu
I
A
T
S

X9 TpencTaBIAeT coBou
X10 mOpencTaBJgeT cobor M mim L;
X11 OpencraBageT cobou E wmam Q;
X12 mpencTarygeT cobon T miam R;
X13 OpencraBiageT codbou K mam R, a

X14 TpencrTarygeT cobor D miu E

218

T'yMaHMU3UPOBaHHHM

KOHceHcycCc VH

OVOX1X20SGAEVX3KPGASVKVSCX4ASGEFNIKDTYIH
WVRQAPGQGLEWXsGEIDPANDNTKYDPKFQGRVTXeT
X7DTSXgXoTVYX10X11LSSLRSEDTAVYYCAX12YYYX1




6’/

3YX14VGGEDYWGQGTLVTVSS, rme:

X1 mpencraejgsaeT cobom M wmim L;
X, npencraByageT cobom V mim K;
X3 mpencraejgsaeT cobom K mim V;
X4 OpencrarBJjsgeT cobom K wmim T;
X5 mpencraByggeT cobom M miam I;
X¢ npencrapjgeT cobom I wmam M;
X7 mipencTaBageT cobou A mam R;
Xg mpencTaBageT cobou T wau S,
X9 mnpencraByageT cobom S wmau N;
X10 OpencraByageT codom M mam L;
X11 OpencraByageT codbon E wmam Q;
X12 OpencraBageT codom T mam R;
X13 OpencraBiageT codbon K mam R, a

)/

X14 TpelcTaBJgeT Ccobou mwm E

T'YMaHM3UPOBaHHLIM

X1VQOX2X3Q0SGAEVX 4 KPGASVKVSCKASGEFNIKDTYTH
WVRQAPGOQGLEWXsGEIDPANDNTKYDPKEFQGRVTXgT
X7DTSXgXoTVYX10X11LSSLRSEDTAVYYCAX12YYYX1
3YX14VGGFDYWGQGTLVTVSS, ToHoe:

X1 npelncTaBjigeT cobom Q VI PE
(muMporayTamarT)

X2 mpencraeyfgeT cobon NI
X3 HOpencraBjisgeT coboMn W

X4 mpencTaBjgeT coOou I

n "2 P H R RS R

L
K
v
T
nian M;
R
S
N

222 Xs mpencTaBageT cobomn wim I;
KOHceHcycCc VH
Xe TIpencTaBIAeT cobom
X7 HOpencraBJisaeT CcoOOM i R;
Xg HIpencraBJsaeT CcoOOM wm S,
X9 HOpencraBJsaeT CcoOOM i N;
X109 OpencraBageT codbom M mam L;
X11 OpencraBageT cobon E wmam Q;
X12 OpencraBageT cobom T mam R;
X13 OpencraBageT cobom K mim R, a
X14 HmpencrarygeT cobor D mim E
223 | T'yMaH3MPOBAaHHEMN X1VOX2X3Q0SGAEVX 4 KPGASVKVSCXsASGFNIKDTYI
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KOHCceHcyc VH

HWVRQAPGQOGLEWX¢GEIDPANDNTKYDPKEFQGRVTX~
TXgDTSX9X10TVYX11X12LSSLRSEDTAVYYCAX13YYY
X14YX15VGGFDYWGQGTLVTVSS, Tme:

X1 npelcTaBjigeT cobour Q VI PE

(mmMporayTamarT)

X2 mpencraByageT cobom M mam L;
X3 npencrapiyageTr cobom V miaum K;
X4 TipencTaBageT cobom K wmiam V;
X5 npencraByageT cobdom K wmim T;
X¢ OpencraByageT cobom M wmam I;
X7 mpencTaBasgeT cobom I wmiam M;
Xg npencraBageT cobdon A mam R;
X9 mipencTaBasgeT cobow T mam S;
X10 OpencraByageT codon S mam N;
X11 OpencraBageT cobom M wmiam L;
X12 OpencraByageT cobou E wmiam Q;
X13 OpencraBageT codbom T mam R;
X14 OpencraByageT cobom K mim R, a
X15 mpencrarjgeT cobor D mim E

152

T'YMaHM3UPOBaHHLIM

KOHceHcyc VL

EIX:LTOSPGTLSLSPGERATLX,CSVSSSISSSNLHW
X3Q0KPGOX4PRLXsIYGTSNLASGXePDRFSGSGSGTX
7XgTLTISRLEPEDFAVYYCQOWSSYPFTFGQGTKVET
K, rmoe:

X1 HOpencraBJjisgeT CcobOoMn NIz
X2 HOpencraBJisgeT CcoOoOM W
X3 HOpencraBJisaeT CcoOOM W
X5 HOpencraBJiseT CcoOOOM W

Xe TIpencTaBIAeT cobou

\% L
S T
Y F
X4 TipencTaBasgeT cobou A mam S;
L W
I mum V
D

X7 mpencTaBJigeT CcoOoM wm S; a

Xg mpencTaByasaeT cobom F mim Y

224

T'yMaHM3UPOBaHHHM

KOHceHcyCc VL

X1IXoLTOSPGTLSLSPGERATLX3CSVSSSISSSNLHW
X1QOKPGOXsPRLX ¢ IYGTSNLASGX7PDRESGSGSGTX
sXoTLTISRLEPEDFAVYYCQOWSSYPFTFGOGTKVET

K, roe:
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X1 opencraBJisgeT cobon E W PE
(mMporyTaMaT)

X, mpeXcTaBJigeT coOoM I

.
14

X3 mpencTaBJigeT coOoM WUIIN

.
14

X4 HOpencraBjsgeT cobomn W

.
4

Xe mpencTaBjgeT coOou I

X7 mpencTaBjigeT coOou I

nwim S; a

A\ L

S T

Y F

Xs HOpencrapBJjsgeT codbor A wmiau S;

L W

I \
Xg mOpencraBiygeT codom D
F

X9 TIpencTaBIAeT cobomn mwm Y

168

TAXeJIad Lellb
IIOJIHOPpas3MepHOT'O

IgG1 H1 R98K L4M

QVOMVOSGAEVKKPGASVKVSCKASGEFNIKDTYIHWVR
QAPGOGLEWMGEIDPANDNTKYDPKFQGRVTITADTST
STVYMELSSLRSEDTAVYYCATYYYKYDVGGEDYWGQG
TLVTVSSASTKGPSVEFPLAPSSKSTSGGTAALGCLVKD
YFPEPVTVSWNSGALTSGVHTEFPAVLOSSGLYSLSSVV
TVPSSSLGTQTYICNVNHKPSNTKVDKRVEPKSCDKTH
TCPPCPAPELLGGPSVEFLEFPPKPKDTLMISRTPEVTCVY
VVDVSHEDPEVKENWYVDGVEVHNAKTKPREEQYNSTY
RVVSVLTVLHODWLNGKEYKCKVSNKALPAPIEKTISK
AKGOPREPQVYTLPPSREEMTKNQVSLTCLVKGEYPSD
IAVEWESNGQPENNYKTTPPVLDSDGSFFLYSKLTVDK
SRWOOGNVESCSVMHEALHNHYTQKSLSLSPG

225

TAXeJIad Lellb
IIOJIHOPpas3MepHOT'O

IgG: H1 R98K L4M

XVOMVQSGAEVKKPGASVKVSCKASGENIKDTYTIHWVR
QAPGQGLEWMGEIDPANDNTKYDPKFQGRVTITADTST
STVYMELSSLRSEDTAVYYCATYYYKYDVGGEDYWGQG
TLVTVSSASTKGPSVEFPLAPSSKSTSGGTAALGCLVKD
YFPEPVTVSWNSGALTSGVHTFPAVLOSSGLYSLSSVV
TVPSSSLGTQTYICNVNHKPSNTKVDKRVEPKSCDKTH
TCPPCPAPELLGGPSVFLFPPKPKDTLMISRTPEVTCVY
VVDVSHEDPEVKENWYVDGVEVHNAKTKPREEQYNSTY
RVVSVLTVLHOQDWLNGKEYKCKVSNKALPAPTIEKTISK
AKGOPREPQVYTLPPSREEMTKNQVSLTCLVKGEYPSD
IAVEWESNGQPENNYKTTPPVLDSDGSFEFLYSKLTVDK
SRWOOGNVESCSVMHEALHNHYTOKSLSLSPG,

rne X=rmayTamyH @ (Q) WIM OIMPOTJIYTaMaT
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(PE)

169

TaxeJslagd lLellb N297A
[IOJIHOPa3MEPHOTO

IgG: H1 R98K L4M

QVOMVQOSGAEVKKPGASVKVSCKASGENIKDTYIHWVR
QAPGOQGLEWMGEIDPANDNTKYDPKFQGRVTITADTST
STVYMELSSLRSEDTAVYYCATYYYKYDVGGEFDYWGQG
TLVTVSSASTKGPSVFPLAPSSKSTSGGTAALGCLVKD
YFPEPVTVSWNSGALTSGVHTFPAVLOSSGLYSLSSVV
TVPSSSLGTQTYICNVNHKPSNTKVDKRVEPKSCDKTH
TCPPCPAPELLGGPSVFLFPPKPKDTLMISRTPEVTCV
VVDVSHEDPEVKENWYVDGVEVHNAKTKPREEQYASTY
RVVSVLTVLHODWLNGKEYKCKVSNKALPAPIEKTISK
AKGOPREPQVYTLPPSREEMTKNQVSLTCLVKGEYPSD
IAVEWESNGOQPENNYKTTPPVLDSDGSEFFLYSKLTVDK
SRWOOGNVESCSVMHEALHNHYTQKSLSLSPG

226

TaKeJlad Lelb N297A
[IOJIHOPa3MEPHOT'O

IgG: H1 R98K L4M

XVOMVQSGAEVKKPGASVKVSCKASGEFNIKDTYIHWVR
QAPGQGLEWMGEIDPANDNTKYDPKFQGRVTITADTST
STVYMELSSLRSEDTAVYYCATYYYKYDVGGFDYWGQG
TLVTVSSASTKGPSVFPLAPSSKSTSGGTAALGCLVKD
YFPEPVTVSWNSGALTSGVHTFPAVLQSSGLYSLSSVV
TVPSSSLGTQTYICNVNHKPSNTKVDKRVEPKSCDKTH
TCPPCPAPELLGGPSVFLFPPKPKDTLMISRTPEVTCV
VVDVSHEDPEVKEFNWYVDGVEVHNAKTKPREEQYASTY
RVVSVLTVLHQDWLNGKEYKCKVSNKALPAPIEKTISK
AKGQPREPQVYTLPPSREEMTKNQVSLTCLVKGFYPSD
IAVEWESNGQPENNYKTTPPVLDSDGSFFLYSKLTVDK
SRWQQGNVFEFSCSVMHEALHNHYTQKSLSLSPG,

roe X=TDJyTaMMH (Q) WM OMPOTJIyTaMaT

(PE)

170

TaxeJlad lLelb S228P
[IOJIHOPa3MEPHOT'O

IgGs H1 R98K L4M

QVOMVOSGAEVKKPGASVKVSCKASGENIKDTYIHWVR
QAPGQGLEWMGEIDPANDNTKYDPKFOQGRVTITADTST
STVYMELSSLRSEDTAVYYCATYYYKYDVGGEDYWGQG
TLVTVSSASTKGPSVEFPLAPCSRSTSESTAALGCLVKD
YFPEPVTVSWNSGALTSGVHTEFPAVLOSSGLYSLSSVV
TVPSSSLGTKTYTCNVDHKPSNTKVDKRVESKYGPPCP
PCPAPEFLGGPSVFLFPPKPKDTLMISRTPEVTCVVVD
VSQEDPEVOFNWYVDGVEVHNAKTKPREEQENSTYRVV
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SVLTVLHODWLNGKEYKCKVSNKGLPSSIEKTISKAKG
QPREPQVYTLPPSQEEMTKNQVSLTCLVKGEFYPSDIAV
EWESNGOQPENNYKTTPPVLDSDGSFEFLYSRLTVDKSRW
QEGNVESCSVMHEALHNHYTQKSLSLSLG

227

TaxeJlad Lelb S228P
[IOJIHOPa3MEPHOT'O

IgGs H1 R98K L4M

XVOMVQSGAEVKKPGASVKVSCKASGEFNIKDTYIHWVR
QAPGOGLEWMGEIDPANDNTKYDPKFQGRVTITADTST
STVYMELSSLRSEDTAVYYCATYYYKYDVGGFDYWGQG
TLVTVSSASTKGPSVFPLAPCSRSTSESTAALGCLVKD
YFPEPVTVSWNSGALTSGVHTFPAVLQSSGLYSLSSVV
TVPSSSLGTKTYTCNVDHKPSNTKVDKRVESKYGPPCP
PCPAPEFLGGPSVFLFPPKPKDTLMISRTPEVTCVVVD
VSQEDPEVQFNWYVDGVEVHNAKTKPREEQEFNSTYRVV
SVLTVLHQDWLNGKEYKCKVSNKGLPSSIEKTISKAKG
QPREPQVYTLPPSQEEMTKNQVSLTCLVKGEFYPSDIAV
EWESNGQPENNYKTTPPVLDSDGSFFLYSRLTVDKSRW
QEGNVFESCSVMHEALHNHYTQKSLSLSLG,

roe X=mayTaMyMH @ (Q) WM OIMPOTJIyTaMaT

(pE)

171

TaxeJagd Lenbs N297A
I[IOJIHOPa3MEePHOTO

TgG: HO

QVOLVOSGAEVKKPGASVKVSCKASGENIKDTYIHWVR
QAPGOGLEWMGEIDPANDNTKYDPKFQGRVIMTRDTST
STVYMELSSLRSEDTAVYYCARYYYRYDVGGFDYWGQG
TLVTVSSASTKGPSVFPLAPSSKSTSGGTAALGCLVKD
YFPEPVTVSWNSGALTSGVHTFPAVLOSSGLYSLSSVV
TVPSSSLGTQTYICNVNHKPSNTKVDKRVEPKSCDKTH
TCPPCPAPELLGGPSVFLFPPKPKDTLMISRTPEVTCV
VVDVSHEDPEVKENWYVDGVEVHNAKTKPREEQYASTY
RVVSVLTVLHODWLNGKEYKCKVSNKALPAPIEKTISK
AKGOPREPQVYTLPPSREEMTKNQVSLTCLVKGEYPSD
IAVEWESNGOQPENNYKTTPPVLDSDGSEFFLYSKLTVDK
SRWOOGNVESCSVMHEALHNHYTQKSLSLSPG

172

TaxKeJlad Lelb N297A
[IOJIHOPa3MEPHOT'O

IgG: H1

QVOLVOSGAEVKKPGASVKVSCKASGENIKDTYIHWVR
QAPGQGLEWMGEIDPANDNTKYDPKFOGRVTITADTST
STVYMELSSLRSEDTAVYYCATYYYRYDVGGEDYWGQG
TLVTVSSASTKGPSVEFPLAPSSKSTSGGTAALGCLVKD
YFPEPVTVSWNSGALTSGVHTFPAVLOSSGLYSLSSVV




12

TVPSSSLGTQTYICNVNHKPSNTKVDKRVEPKSCDKTH
TCPPCPAPELLGGPSVFLFPPKPKDTLMISRTPEVTCV
VVDVSHEDPEVKENWYVDGVEVHNAKTKPREEQYASTY
RVVSVLTVLHODWLNGKEYKCKVSNKALPAPIEKTISK
AKGQPREPQVYTLPPSREEMTKNQVSLTCLVKGEFYPSD
IAVEWESNGQPENNYKTTPPVLDSDGSFFLYSKLTVDK
SRWOOGNVESCSVMHEALHNHYTQKSLSLSPG

173

TaxeJlad Lelb N297A
[IOJIHOPa3MEPHOTO

TgG: H2

QVOLVQOSGAEVKKPGASVKVSCKASGEFNIKDTYIHWVR
OQAPGOGLEWMGEIDPANDNTKYDPKFQGRVTITADTSS
NTVYMELSSLRSEDTAVYYCATYYYRYDVGGEDYWGQG
TLVTVSSASTKGPSVEFPLAPSSKSTSGGTAALGCLVKD
YFPEPVTVSWNSGALTSGVHTFPAVLOSSGLYSLSSVV
TVPSSSLGTQTYICNVNHKPSNTKVDKRVEPKSCDKTH
TCPPCPAPELLGGPSVFLEFPPKPKDTLMISRTPEVTCVY
VVDVSHEDPEVKEFNWYVDGVEVHNAKTKPREEQYASTY
RVVSVLTVLHOQDWLNGKEYKCKVSNKALPAPTIEKTISK
AKGOPREPQVYTLPPSREEMTKNQVSLTCLVKGEYPSD
IAVEWESNGQPENNYKTTPPVLDSDGSFEFLYSKLTVDK
SRWOOGNVESCSVMHEALHNHYTQKSLSLSPG

174

TaxeJlagd Lelnb N297A
[IOJIHOPa3MEePHOTO

IgGi H3

QVOMKOSGAEVKKPGASVKVSCTASGENIKDTYIHWVR
QAPGOGLEWMGEIDPANDNTKYDPKFQGRVTITADTSS
NTVYMELSSLRSEDTAVYYCATYYYRYDVGGEDYWGQG
TLVTVSSASTKGPSVFPLAPSSKSTSGGTAALGCLVKD
YFPEPVTVSWNSGALTSGVHTFPAVLOSSGLYSLSSVV
TVPSSSLGTQTYICNVNHKPSNTKVDKRVEPKSCDKTH
TCPPCPAPELLGGPSVFLFPPKPKDTLMISRTPEVTCV
VVDVSHEDPEVKEFNWYVDGVEVHNAKTKPREEQYASTY
RVVSVLTVLHODWLNGKEYKCKVSNKALPAPIEKTISK
ARKGOPREPQVYTLPPSREEMTKNQVSLTCLVKGEYPSD
IAVEWESNGQPENNYKTTPPVLDSDGSEFFLYSKLTVDK
SRWOOGNVESCSVMHEALHNHYTQKSLSLSPG

175

TaxeJlad Lelb N297A
[IOJIHOPa3MEPHOT'O

IgGi H4

QVOMKOSGAEVVKPGASVKVSCTASGENIKDTYIHWVR
QAPGOGLEWIGEIDPANDNTKYDPKFQGRVTITADTSS
NTVYLOLSSLRSEDTAVYYCATYYYRYDVGGEDYWGQG
TLVTVSSASTKGPSVFPLAPSSKSTSGGTAALGCLVKD
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YFPEPVTVSWNSGALTSGVHTEFPAVLOSSGLYSLSSVV
TVPSSSLGTQTYICNVNHKPSNTKVDKRVEPKSCDKTH
TCPPCPAPELLGGPSVFLFPPKPKDTLMISRTPEVTCV
VVDVSHEDPEVKENWYVDGVEVHNAKTKPREEQYASTY
RVVSVLTVLHQDWLNGKEYKCKVSNKALPAPIEKTISK
AKGQPREPQVYTLPPSREEMTKNQVSLTCLVKGEFYPSD
IAVEWESNGQPENNYKTTPPVLDSDGSFFLYSKLTVDK
SRWOOGNVESCSVMHEALHNHYTQKSLSLSPG

176

TaxeJlad Lelb N297A
[IOJIHOPa3MEPHOT'O

IgG: H4 RISBK

QVOMKQOSGAEVVKPGASVKVSCTASGEFNIKDTYIHWVR
QAPGOGLEWIGEIDPANDNTKYDPKFQGRVTITADTSS
NTVYLOLSSLRSEDTAVYYCATYYYKYDVGGEDYWGQG
TLVTVSSASTKGPSVEFPLAPSSKSTSGGTAALGCLVKD
YFPEPVTVSWNSGALTSGVHTEFPAVLOSSGLYSLSSVV
TVPSSSLGTQTYICNVNHKPSNTKVDKRVEPKSCDKTH
TCPPCPAPELLGGPSVFLEFPPKPKDTLMISRTPEVTCVY
VVDVSHEDPEVKEFNWYVDGVEVHNAKTKPREEQYASTY
RVVSVLTVLHOQDWLNGKEYKCKVSNKALPAPIEKTISK
AKGOPREPQVYTLPPSREEMTKNQVSLTCLVKGEYPSD
IAVEWESNGQPENNYKTTPPVLDSDGSFEFLYSKLTVDK
SRWOOGNVESCSVMHEALHNHYTQKSLSLSPG

177

TaxeJlagd Lelb N297A
[IOJIHOPa3MEPHOTO

TgG: H4 D100OE

QVOMKOSGAEVVKPGASVKVSCTASGENIKDTYIHWVR
QAPGQGLEWIGEIDPANDNTKYDPKEFQGRVTITADTSS
NTVYLOLSSLRSEDTAVYYCATYYYRYEVGGEDYWGQG
TLVTVSSASTKGPSVFPLAPSSKSTSGGTAALGCLVKD
YFPEPVTVSWNSGALTSGVHTFPAVLOSSGLYSLSSVV
TVPSSSLGTQTYICNVNHKPSNTKVDKRVEPKSCDKTH
TCPPCPAPELLGGPSVFLFPPKPKDTLMISRTPEVTCV
VVDVSHEDPEVKEFNWYVDGVEVHNAKTKPREEQYASTY
RVVSVLTVLHODWLNGKEYKCKVSNKALPAPIEKTISK
ARKGOPREPQVYTLPPSREEMTKNQVSLTCLVKGEYPSD
IAVEWESNGOQPENNYKTTPPVLDSDGSEFFLYSKLTVDK
SRWOOGNVESCSVMHEALHNHYTQKSLSLSPG

178

TaxeJlad Lelb N297A
[IOJIHOPa3MEPHOT'O

IgG: H1 _R98K

QVOLVOSGAEVKKPGASVKVSCKASGENIKDTYIHWVR
QAPGQGLEWMGEIDPANDNTKYDPKFOGRVTITADTST
STVYMELSSLRSEDTAVYYCATYYYKYDVGGEFDYWGQG
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TLVTVSSASTKGPSVEFPLAPSSKSTSGGTAALGCLVKD
YFPEPVTVSWNSGALTSGVHTEFPAVLOSSGLYSLSSVV
TVPSSSLGTQTYICNVNHKPSNTKVDKRVEPKSCDKTH
TCPPCPAPELLGGPSVFLFPPKPKDTLMISRTPEVTCV
VVDVSHEDPEVKEFNWYVDGVEVHNAKTKPREEQYASTY
RVVSVLTVLHQDWLNGKEYKCKVSNKALPAPIEKTISK
AKGOPREPQVYTLPPSREEMTKNQVSLTCLVKGEYPSD
IAVEWESNGQPENNYKTTPPVLDSDGSFFLYSKLTVDK
SRWOOGNVESCSVMHEALHNHYTQKSLSLSPG

179

TaxeJlad Lelb N297A
[IOJIHOPa3MEPHOT'O

TgG: H1 R98K K23T

QVOLVOSGAEVKKPGASVKVSCTASGEFNIKDTYIHWVR
QAPGQGLEWMGEIDPANDNTKYDPKFOQGRVTITADTST
STVYMELSSLRSEDTAVYYCATYYYKYDVGGEDYWGQG
TLVTVSSASTKGPSVEFPLAPSSKSTSGGTAALGCLVKD
YFPEPVTVSWNSGALTSGVHTEFPAVLOSSGLYSLSSVV
TVPSSSLGTQTYICNVNHKPSNTKVDKRVEPKSCDKTH
TCPPCPAPELLGGPSVEFLFPPKPKDTLMISRTPEVTCVY
VVDVSHEDPEVKENWYVDGVEVHNAKTKPREEQYASTY
RVVSVLTVLHOQDWLNGKEYKCKVSNKALPAPIEKTISK
AKGOPREPQVYTLPPSREEMTKNQVSLTCLVKGEYPSD
IAVEWESNGQPENNYKTTPPVLDSDGSFFLYSKLTVDK
SRWOOGNVESCSVMHEALHNHYTQKSLSLSPG

180

TaxeJas Lenb N297A
[IOJTHOPa3MEPHOTO
TgG:

H1 R98K L4M K23T

QVOMVQOSGAEVKKPGASVKVSCTASGENIKDTYIHWVR
QAPGOGLEWMGEIDPANDNTKYDPKFQGRVTITADTST
STVYMELSSLRSEDTAVYYCATYYYKYDVGGEDYWGQG
TLVTVSSASTKGPSVEFPLAPSSKSTSGGTAALGCLVKD
YFPEPVTVSWNSGALTSGVHTFPAVLOSSGLYSLSSVV
TVPSSSLGTQTYICNVNHKPSNTKVDKRVEPKSCDKTH
TCPPCPAPELLGGPSVFLEFPPKPKDTLMISRTPEVTCVY
VVDVSHEDPEVKEFNWYVDGVEVHNAKTKPREEQYASTY
RVVSVLTVLHOQDWLNGKEYKCKVSNKALPAPTIEKTISK
AKGOPREPQVYTLPPSREEMTKNQVSLTCLVKGEYPSD
IAVEWESNGOQPENNYKTTPPVLDSDGSEFFLYSKLTVDK
SRWOOGNVESCSVMHEALHNHYTQKSLSLSPG

181

TaXeJlad Lelb N297A

IIOJIHOPpasMepHOTI'O

QVOMKOSGAEVKKPGASVKVSCKASGENIKDTYIHWVR
QAPGQGLEWMGEIDPANDNTKYDPKFOGRVTITADTST
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IgG:
H1 R98K L4M VSK

STVYMELSSLRSEDTAVYYCATYYYKYDVGGEDYWGQG
TLVTVSSASTKGPSVEFPLAPSSKSTSGGTAALGCLVKD
YFPEPVTVSWNSGALTSGVHTEFPAVLOSSGLYSLSSVV
TVPSSSLGTQTYICNVNHKPSNTKVDKRVEPKSCDKTH
TCPPCPAPELLGGPSVFLEFPPKPKDTLMISRTPEVTCV
VVDVSHEDPEVKENWYVDGVEVHNAKTKPREEQYASTY
RVVSVLTVLHODWLNGKEYKCKVSNKALPAPIEKTISK
AKGOPREPQVYTLPPSREEMTKNQVSLTCLVKGEYPSD
IAVEWESNGQPENNYKTTPPVLDSDGSFFLYSKLTVDK
SRWOOGNVESCSVMHEALHNHYTQKSLSLSPG

182

TaxeJas Lenb N297A
[IOJIHOPa3MEPHOTO
IgG:

H1 R98K L4M V5K K2
3T

QVOMKOSGAEVKKPGASVKVSCTASGEFNIKDTYIHWVR
QAPGOGLEWMGEIDPANDNTKYDPKFQGRVTITADTST
STVYMELSSLRSEDTAVYYCATYYYKYDVGGEDYWGQG
TLVTVSSASTKGPSVEFPLAPSSKSTSGGTAALGCLVKD
YFPEPVTVSWNSGALTSGVHTEFPAVLOSSGLYSLSSVV
TVPSSSLGTQTYICNVNHKPSNTKVDKRVEPKSCDKTH
TCPPCPAPELLGGPSVEFLEFPPKPKDTLMISRTPEVTCVY
VVDVSHEDPEVKENWYVDGVEVHNAKTKPREEQYASTY
RVVSVLTVLHODWLNGKEYKCKVSNKALPAPIEKTISK
AKGOPREPQVYTLPPSREEMTKNQVSLTCLVKGEYPSD
IAVEWESNGQPENNYKTTPPVLDSDGSFFLYSKLTVDK
SRWOOGNVESCSVMHEALHNHYTQKSLSLSPG

183

TaxeJlad Lelb N297A
[IOJIHOPa3MEPHOTO

IgG: H1 R98K V5K

QVOLKQSGAEVKKPGASVKVSCKASGEFNIKDTYIHWVR
QAPGQGLEWMGEIDPANDNTKYDPKFQGRVTITADTST
STVYMELSSLRSEDTAVYYCATYYYKYDVGGEDYWGQG
TLVTVSSASTKGPSVEFPLAPSSKSTSGGTAALGCLVKD
YFPEPVTVSWNSGALTSGVHTFPAVLOSSGLYSLSSVV
TVPSSSLGTQTYICNVNHKPSNTKVDKRVEPKSCDKTH
TCPPCPAPELLGGPSVFLFPPKPKDTLMISRTPEVTCVY
VVDVSHEDPEVKENWYVDGVEVHNAKTKPREEQYASTY
RVVSVLTVLHOQDWLNGKEYKCKVSNKALPAPTIEKTISK
AKGOPREPQVYTLPPSREEMTKNQVSLTCLVKGEYPSD
IAVEWESNGQPENNYKTTPPVLDSDGSFEFLYSKLTVDK
SRWOOGNVESCSVMHEALHNHYTQKSLSLSPG

184

TaXKeJlad Lelb N297A

QVQLKOSGAEVKKPGASVKVSCTASGENIKDTYIHWVR
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IIOJIHOPpas3MepHOT'O
IgGiH1 R98K V5K K2
3T

QAPGOGLEWMGEIDPANDNTKYDPKFQGRVTITADTST
STVYMELSSLRSEDTAVYYCATYYYKYDVGGEFDYWGQG
TLVTVSSASTKGPSVEFPLAPSSKSTSGGTAALGCLVKD
YFPEPVTVSWNSGALTSGVHTFPAVLOSSGLYSLSSVV
TVPSSSLGTQTYICNVNHKPSNTKVDKRVEPKSCDKTH
TCPPCPAPELLGGPSVFLEFPPKPKDTLMISRTPEVTCV
VVDVSHEDPEVKENWYVDGVEVHNAKTKPREEQYASTY
RVVSVLTVLHODWLNGKEYKCKVSNKALPAPIEKTISK
AKGOPREPQVYTLPPSREEMTKNQVSLTCLVKGEYPSD
IAVEWESNGOQPENNYKTTPPVLDSDGSEFFLYSKLTVDK
SRWOOGNVESCSVMHEALHNHYTQKSLSLSPG

185

TaXeJlad Lelb N297A
[IOJIHOPa3MEPHOT'O

I1gG:H2 RI8K

QVOLVOSGAEVKKPGASVKVSCKASGEFNIKDTYIHWVR
QAPGOGLEWMGEIDPANDNTKYDPKFQGRVTITADTSS
NTVYMELSSLRSEDTAVYYCATYYYKYDVGGEDYWGQG
TLVTVSSASTKGPSVEFPLAPSSKSTSGGTAALGCLVKD
YFPEPVTVSWNSGALTSGVHTEFPAVLOSSGLYSLSSVV
TVPSSSLGTQTYICNVNHKPSNTKVDKRVEPKSCDKTH
TCPPCPAPELLGGPSVFLFPPKPKDTLMISRTPEVTCV
VVDVSHEDPEVKENWYVDGVEVHNAKTKPREEQYASTY
RVVSVLTVLHODWLNGKEYKCKVSNKALPAPIEKTISK
AKGQPREPQVYTLPPSREEMTKNQVSLTCLVKGEFYPSD
IAVEWESNGQPENNYKTTPPVLDSDGSFFLYSKLTVDK
SRWOOGNVESCSVMHEALHNHYTQKSLSLSPG

186

TaxeJlad Lelb N297A
[IOJIHOPa3MEPHOTO

IgG:H3 RI8K

QVOMKQOSGAEVKKPGASVKVSCTASGEFNIKDTYIHWVR
QAPGOGLEWMGEIDPANDNTKYDPKFQGRVTITADTSS
NTVYMELSSLRSEDTAVYYCATYYYKYDVGGEDYWGQG
TLVTVSSASTKGPSVEFPLAPSSKSTSGGTAALGCLVKD
YFPEPVTVSWNSGALTSGVHTFPAVLOSSGLYSLSSVV
TVPSSSLGTQTYICNVNHKPSNTKVDKRVEPKSCDKTH
TCPPCPAPELLGGPSVFLEFPPKPKDTLMISRTPEVTCVY
VVDVSHEDPEVKEFNWYVDGVEVHNAKTKPREEQYASTY
RVVSVLTVLHOQDWLNGKEYKCKVSNKALPAPTIEKTISK
AKGOPREPQVYTLPPSREEMTKNQVSLTCLVKGEYPSD
IAVEWESNGQPENNYKTTPPVLDSDGSFEFLYSKLTVDK
SRWOOGNVESCSVMHEALHNHYTQKSLSLSPG
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187

IIOJIHOpasMepHaAa

Jerkasdg uens LO

EIVLTOSPGTLSLSPGERATLSCSVSSSISSSNLHWYQ
QKPGOAPRLLIYGTSNLASGIPDRESGSGSGTDEFTLTI
SRLEPEDFAVYYCQOQWSSYPFTEFGQGTKVEIKRTVAAP
SVFIFPPSDEQLKSGTASVVCLLNNEFYPREAKVOWKVD
NALQSGNSQESVTEQDSKDSTYSLSSTLTLSKADYEKH
KVYACEVTHQGLSSPVTKSEFNRGEC

228

IIOJIHOpasMepHad

Jerkasg uLens LO

XIVLTQSPGTLSLSPGERATLSCSVSSSISSSNLHWYQ
QKPGQAPRLLIYGTSNLASGIPDREFSGSGSGTDFTLTI
SRLEPEDFAVYYCQOWSSYPFTFGQGTKVEIKRTVAAP
SVEFIFPPSDEQLKSGTASVVCLLNNFEFYPREAKVQWKVD
NALQSGNSQESVTEQDSKDSTYSLSSTLTLSKADYEKH
KVYACEVTHQGLSSPVTKSENRGEC,

e X=muyTamaT (E) wIM #OuporJiyTamaT

(PE)

188

IIOJIHOpasMepHada

Jerkasg uLenb L1

EIVLTOSPGTLSLSPGERATLSCSVSSSISSSNLHWYQ
QKPGOAPRLLIYGTSNLASGIPDRESGSGSGTSYTLTI
SRLEPEDFAVYYCQOWSSYPFTEFGOGTKVEIKRTVAAP
SVFIFPPSDEQLKSGTASVVCLLNNEFYPREAKVOWKVD
NALQSGNSQESVTEQDSKDSTYSLSSTLTLSKADYEKH
KVYACEVTHQGLSSPVTKSEFNRGEC

189

IIOJIHOpasMepHad

Jerkas uLenb L2

EILLTOSPGTLSLSPGERATLSCSVSSSISSSNLHWEQ
QKPGOAPRLLIYGTSNLASGIPDRFSGSGSGTSYTLTI
SRLEPEDFAVYYCQQWSSYPFTEFGOGTKVEIKRTVAAP
SVFIFPPSDEQLKSGTASVVCLLNNEFYPREAKVOWKVD
NALQSGNSQESVTEQDSKDSTYSLSSTLTLSKADYEKH
KVYACEVTHQGLSSPVTKSEFNRGEC

190

IIOJIHOpasMepHaAa

Jerkad Lelnb L3

EILLTOSPGTLSLSPGERATLSCSVSSSISSSNLHWEQ
QKPGOAPRLWIYGTSNLASGVPDRESGSGSGTSYTLTI
SRLEPEDFAVYYCQOWSSYPFTEFGOGTKVEIKRTVAAP
SVFIFPPSDEQLKSGTASVVCLLNNEFYPREAKVOWKVD
NALQSGNSQESVTEQDSKDSTYSLSSTLTLSKADYEKH
KVYACEVTHQGLSSPVTKSEFNRGEC

191

IIOJIHOpasMepHad

Jerkasdg Lelnb L4

EILLTOSPGTLSLSPGERATLTCSVSSSISSSNLHWEQ
QKPGOSPRLWIYGTSNLASGVPDRESGSGSGTSYTLTI
SRLEPEDFAVYYCQOQWSSYPFTEFGQGTKVEIKRTVAAP
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SVFIFPPSDEQLKSGTASVVCLLNNEFYPREAKVQWKVD
NALQSGNSQESVTEQDSKDSTYSLSSTLTLSKADYEKH
KVYACEVTHQGLSSPVTKSEFNRGEC

192

Ajutotun Glm3 IgG:
yeJioRBeka (Bes C-—

KOHIIeBOT'O JIM3MHA)

ASTKGPSVEFPLAPSSKSTSGGTAALGCLVKDYFPEPVT
VSWNSGALTSGVHTFPAVLOSSGLYSLSSVVTVPSSSL
GTQTYICNVNHKPSNTKVDKRVEPKSCDKTHTCPPCPA
PELLGGPSVFLFPPKPKDTLMISRTPEVTCVVVDVSHE
DPEVKFNWYVDGVEVHNAKTKPREEQYNSTYRVVSVLT
VLHODWLNGKEYKCKVSNKALPAPIEKTISKAKGQOPRE
POVYTLPPSREEMTKNQVSLTCLVKGEFYPSDIAVEWES
NGOPENNYKTTPPVLDSDGSEFEFLYSKLTVDKSRWQOGN
VESCSVMHEALHNHYTQOKSLSLSPG

193

AjutoTunn Glm3 IgG:

deJioBeKa

ASTKGPSVEFPLAPSSKSTSGGTAALGCLVKDYEFPEPVT
VSWNSGALTSGVHTFPAVLOSSGLYSLSSVVTVPSSSL
GTQTYICNVNHKPSNTKVDKRVEPKSCDKTHTCPPCPA
PELLGGPSVEFLFPPKPKDTLMISRTPEVTCVVVDVSHE
DPEVKFNWYVDGVEVHNAKTKPREEQYNSTYRVVSVLT
VLHODWLNGKEYKCKVSNKALPAPIEKTISKAKGQPRE
POVYTLPPSREEMTKNQVSLTCLVKGEFYPSDIAVEWES
NGOPENNYKTTPPVLDSDGSFEFLYSKLTVDKSRWQOGN
VESCSVMHEALHNHYTQKSLSLSPGK

208

Amutorun Glml7 IgG:
yeJjloBeka (Bes C-—

KOHIIEeBOT'O JIM3MHA)

ASTKGPSVFPLAPSSKSTSGGTAALGCLVKDYFPEPVT
VSWNSGALTSGVHTFPAVLOSSGLYSLSSVVTVPSSSL
GTQTYICNVNHKPSNTKVDKKVEPKSCDKTHTCPPCPA
PELLGGPSVFLFPPKPKDTLMISRTPEVTCVVVDVSHE
DPEVKFNWYVDGVEVHNAKTKPREEQYNSTYRVVSVLT
VLHODWLNGKEYKCKVSNKALPAPTIEKTISKAKGOPRE
POVYTLPPSRDELTKNQVSLTCLVKGEFYPSDIAVEWES
NGOPENNYKTTPPVLDSDGSEFEFLYSKLTVDKSRWQOGN
VESCSVMHEALHNHYTOKSLSLSPG

209

Ajutotunn Glml7 IgG:

deJiIoBeKa

ASTKGPSVEFPLAPSSKSTSGGTAALGCLVKDYEFPEPVT
VSWNSGALTSGVHTEFPAVLOSSGLYSLSSVVTIVPSSSL
GTQTYICNVNHKPSNTKVDKKVEPKSCDKTHTCPPCPA
PELLGGPSVFLFPPKPKDTLMISRTPEVTCVVVDVSHE
DPEVKFNWYVDGVEVHNAKTKPREEQYNSTYRVVSVLT
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VLHODWLNGKEYKCKVSNKALPAPTIEKTISKAKGQPRE
POVYTLPPSRDELTKNQVSLTCLVKGEYPSDIAVEWES
NGOPENNYKTTPPVLDSDGSFEFLYSKLTVDKSRWQOGN
VESCSVMHEALHNHYTQKSLSLSPGK

194

N297A IgGi1 (Bes C-—

KOHIIeBOT'O JIM3MHA)

ASTKGPSVFPLAPSSKSTSGGTAALGCLVKDYFPEPVT
VSWNSGALTSGVHTFPAVLOSSGLYSLSSVVTVPSSSL
GTQTYICNVNHKPSNTKVDKRVEPKSCDKTHTCPPCPA
PELLGGPSVFLFPPKPKDTLMISRTPEVTCVVVDVSHE
DPEVKFNWYVDGVEVHNAKTKPREEQYASTYRVVSVLT
VLHODWLNGKEYKCKVSNKALPAPTIEKTISKAKGQOPRE
POVYTLPPSREEMTKNQVSLTCLVKGEFYPSDIAVEWES
NGOPENNYKTTPPVLDSDGSEFEFLYSKLTVDKSRWQOGN
VESCSVMHEALHNHYTOKSLSLSPG

195

N297A IgGi

ASTKGPSVEFPLAPSSKSTSGGTAALGCLVKDYEFPEPVT
VSWNSGALTSGVHTEFPAVLOSSGLYSLSSVVTVPSSSL
GTQTYICNVNHKPSNTKVDKRVEPKSCDKTHTCPPCPA
PELLGGPSVEFLFPPKPKDTLMISRTPEVTCVVVDVSHE
DPEVKFNWYVDGVEVHNAKTKPREEQYASTYRVVSVLT
VLHODWLNGKEYKCKVSNKALPAPIEKTISKAKGOPRE
POVYTLPPSREEMTKNQVSLTCLVKGEFYPSDIAVEWES
NGOPENNYKTTPPVLDSDGSFEFLYSKLTVDKSRWQQOGN
VESCSVMHEALHNHYTQKSLSLSPGK

196

S228P I1gGs (6e3 C-

KOHIIeBOT'O JIM3MHA)

ASTKGPSVEFPLAPCSRSTSESTAALGCLVKDYFPEPVT
VSWNSGALTSGVHTFPAVLOSSGLYSLSSVVTVPSSSL
GTKTYTCNVDHKPSNTKVDKRVESKYGPPCPPCPAPEF
LGGPSVFLFPPKPKDTLMISRTPEVTCVVVDVSQEDPE
VOFNWYVDGVEVHNAKTKPREEQFNSTYRVVSVLTVLH
QDWLNGKEYKCKVSNKGLPSSIEKTISKAKGQPREPQV
YTLPPSQEEMTKNQVSLTCLVKGEYPSDIAVEWESNGQO
PENNYKTTPPVLDSDGSEFFLYSRLTVDKSRWOQEGNVES
CSVMHEALHNHYTQOKSLSLSLG

197

S228P IgGs

ASTKGPSVEFPLAPCSRSTSESTAALGCLVKDYEFPEPVT
VSWNSGALTSGVHTFPAVLOSSGLYSLSSVVTVPSSSL
GTKTYTCNVDHKPSNTKVDKRVESKYGPPCPPCPAPEF
LGGPSVFLFPPKPKDTLMISRTPEVTCVVVDVSQEDPE
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VOFNWYVDGVEVHNAKTKPREEQFNSTYRVVSVLTVLH
QDWLNGKEYKCKVSNKGLPSSIEKTISKAKGQPREPQV
YTLPPSQEEMTKNQVSLTCLVKGEFYPSDIAVEWESNGQ
PENNYKTTPPVLDSDGSFFLYSRLTVDKSRWQEGNVES
CSVMHEALHNHYTQKSLSLSLGK

AjgroTun Km3

KOHCTAaHTHOM RTVAAPSVFIFPPSDEQLKSGTASVVCLLNNEFYPREAK
198 | oByacTu JleTKOM VOWKVDNALQSGNSQESVTEQDSKDSTYSLSSTLTLSK

Len Kalllla ADYEKHKVYACEVTHQGLSSPVTKSFNRGEC

yejioBeka IGKC*01

AjutoTun Km3

KOHCTAaHTHOM GTVAAPSVFIFPPSDEQLKSGTASVVCLLNNEYPREAK
219 | objacTu Jerkou VOWKVDNALQSGNSQESVTEQDSKDSTYSLSSTLTLSK

Ilellll Kalllla

yeJioBeka I1IGKC*01

ADYEKHKVYACEVTHOQGLSSPVTKSENRGEC

Tabamiza 2. AMMHOKMCJIOTHEE IIOocJiemoBaTeJibHOCTM CDR  TaxeJion
el TUIMYHBEIX aHTUTeJ OpoTuB LAG-3. *
CDRH1 (SEQ CDRH2 CDRH3
VH
ID NO:) (SEQ ID NO:) (SEQ ID NO:)

RIDPANGNTKYDPKLQG YSYRYDVGGFDY
VH P0O1CO0O9 DTYMY (78)

(83) (94)

EIDPANGNTKYDPKFQG YYYRYDVGGFDY
VH PO5EO1 DTYIH (79)

(84) (95)

RIDPANGNTKFEFDPKEQG YYYRYDVGGFDY
VH PO1Al12 DTYMY (78)

(85) (95)

RIDPANGNTKFEFDPKEQG YEYRYDVGGFDY
VH P13BO1 DTYIY (80)

(85) (96)

RIDPANGNTKFEFDPKEQD YEFYRYDVGGFDY
VH P13C10 DTYMY (78)

(86) (96)

SIDPANGNTKYDPKFEQG YEFYRYDVGGFDY
VH P13CO08 DNYIH (81)

(87) (96)

EIDPANGNSKYAPRFEQG YYYRYDVGGFDY
VH P13EO02 DTYIH (79)

(88) (95)

EIDPANGHTKYDPKEFEQG YYYRYDVGGFDY
VH P13F02 DTYIH (79)

(89) (95)
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EIDPANDNTKYDPKFQG |YYYRYDVGGEDY
VH P13B02 DTYIH (79)

(20) (95)

RIDPANGNTKYDPKFQG |YSYRYDVGGEDY
VH P13A06 DTYMY (78)

(91) (94)

RIDPANGNTHFDPKFQG |YFYRYDVGGEDY
VH P14C04 DTYMY (78)

(92) (96)

RIDPANGNTKFDPKFQD |YFYRYDVGGEDY
VH P14A04 DTYMY (78)

(86) (96)

RIDPANGNTKFDPKFQD |YFYRYDVGGEDY
VH P15F06 DTYMY (78)

(86) (96)

EIDPANGNTKYDPKFQG |YYYRYDVGGEDY
VH P13B03 DTYIH (79)

(84) (95)

RIDPANGNTKFDPKFQD |YFYRYDVGGFDY
VH P15C02 DTYMY (78)

(86) (96)

RIDPANGNTKFDPKFQD |YFYRYDVGGFDY
VH P16D04 DTYMY (78)

(86) (96)

RIDPANGNTKFDPKFQD |YFYRYDVGGEDY
VH P13F01 DTYMY (78)

(86) (96)

RIDPANGNTKFDPKFQD |YFYRYDVGGEDY
VH P13A04 DTYMY (78)

(86) (96)

SIDPANGNTKYDPKFQG |YFYRYDVGGFDY
VH P16HO5 DNYIH (81)

(87) (90)

SIDPANGNTKYDPKFQG |YFYRYDVGGFDY
VH P13F09 DNYIH (81)

(87) (96)

RIDPANGNTKFDPKFQD |YFYRYDVGGEDY
VH P13GO01 DTYMY (78)

(86) (96)

EIDPANDNTKYDPKFQG |YYYRYDVGGEDY
VH P13HO5 DTYIH (79)

(90) (95)

KIDPANGNTKYDPKFQG |YYYRYDVGGFDY
VH P13D04 DNYMD (82)

(93) (95)

RIDPANGNTKFDPKFQD |YFYRYDVGGFDY
VH P14G01 DTYMY (78)

(86) (96)

EIDPANGNTKYDPKFQG |YYYRYDVGGEDY
VH P14GO03 DTYIH (79)

(84) (95)
VH P13G05 DTYMY (78) |RIDPANGNTKFDPKFQD |YFYRYDVGGEDY
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(86) (96)
RIDPANGNTKFDPKFQD |YFYRYDVGGEDY
VH P13F06 DTYMY (78)
(86) (96)
KIDPANGNTKYDPKFQG |YYYRYDVGGEDY
VH P13B11 DNYMD (82)
(93) (95)
RIDPANGNTKFDPKFQD |YFYRYDVGGEDY
VH P14F01 DTYMY (78)
(86) (96)
SIDPANGNTKYDPKFQG |YFYRYDVGGFDY
VH P14F06 DNYIH (81)
(87) (96)
RIDPANGNTKFDPKFQD |YFYRYDVGGEDY
VH P13DO05 DTYMY (78)
(86) (96)
RIDPANGNTKFDPKFQD |YFYRYDVGGFDY
VH P13G04 DTYMY (78)
(86) (96)
RIDPANGNTKFDPKFQD |YFYRYDVGGFDY
VH P15E06 DTYMY (78)
(86) (96)
RIDPANGNTKFDPKFQD |YFYRYDVGGEDY
VH P15G05 DTYMY (78)
(86) (96)
RIDPANGNTHFDPKFQG |YFYRYDVGGEDY
VH P15B06 DTYMY (78)
(92) (96)
SIDPANGNTKYDPKFQG |YFYRYDVGGFDY
VH P14B07 DNYIH (81)
(87) (96)
RIDPANGNTKFDPKFQD |YFYRYDVGGFDY
VH PO5EO3 DTYMY (78)
(86) (96)
RIDPANGNTKFDPKFQD | YFDKYDVGGCDY
VH P13CO06 DTYMY (78)
(86) (97)
EIDPANDNTKYDPKFQG |YYYRYDVGGEDY
HO DTYIH (79)
(90) (95)
EIDPANDNTKYDPKFQG |YYYRYDVGGFDY
H1 DTYIH (79)
(90) (95)
EIDPANDNTKYDPKFQG |YYYRYDVGGFDY
H2 DTYIH (79)
(90) (95)
EIDPANDNTKYDPKFQG |YYYRYDVGGEDY
H3 DTYIH (79)
(20) (95)
EIDPANDNTKYDPKFQG |YYYRYDVGGEDY
H4 DTYIH (79)
(20) (95)
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EIDPANDNTKYDPKFQOG |YYYKYDVGGFDY
H4 R98K DTYIH (79)
N (90) (98)
EIDPANDNTKYDPKFQOG |YYYRYEVGGFDY
H4 D100E DTYIH (79)
N (90) (99)
EIDPANDNTKYDPKFQG |YYYKYDVGGFDY
H1 R98K DTYIH (79)
B (90) (98)
EIDPANDNTKYDPKFQG |YYYKYDVGGFDY
H1 R98K K23T |DTYIH (79)
- o (90) (98)
EIDPANDNTKYDPKFQG |YYYKYDVGGFDY
H1 R98K L4M DTYIH (79)
- o (90) (98)
EIDPANDNTKYDPKFQG |YYYKYDVGGFDY
H1 RO9SK L4M K23T |DTYIH (79)
- - - (90) (98)
EIDPANDNTKYDPKFQG |YYYKYDVGGFDY
H1 R98K L4M V5K |DTYIH (79)
- o o (90) (98)
Hl R98K L4M V5K EIDPANDNTKYDPKFQG |YYYKYDVGGFDY
- — =  —|DTYIH (79)
K23T (90) (98)
EIDPANDNTKYDPKFQOG |YYYKYDVGGFDY
H1 R98K V5K DTYIH (79)
- - (90) (98)
EIDPANDNTKYDPKFQG |YYYKYDVGGFDY
H1 R98K V5K K23T |DTYIH (79)
o o o (90) (98)
EIDPANDNTKYDPKFQG |YYYKYDVGGFDY
H2 R98K DTYIH (79)
B (90) (98)
EIDPANDNTKYDPKFQG |YYYKYDVGGFDY
H3 RI98K DTYIH (79)
N (90) (98)

*OnpenesiSeTCcd B COOTBETCTBMM C CUCTEeMOM HyMepaluuu Kabat.

Tabauita 3. AMMHOKMCIJIOTHEE IocJenoBaTeJibHocTM CDR  Jjerkon

el TUIWYHBEX aHTUTeJ NpoTuB LAG-3. *

CDRL1 CDRL2 CDRL3
VL
(SEQ ID NO:) (SEQ ID NO:) (SEQ ID NO:)

SVSSSISSSNLH

VL PO1CO9 GTSNLAS (104) |QOWSSYPFT (105)
(100)
SVSSSISSSNLH

VL PO5EO1 GTSNLAS (104) |QOWNSYPLT (106)
(100)
SVSSSISSSNLH

VL POI1Al2 GTSNLAS (104) |QOWSSYPFT (105)
(100)
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SVSSSISSSNLH

VL P13BO1 GTSNLAS (104) |QOWSSYPFT (105)
(100)
SVSSSISSSNLH

VL P13C10 GTSNLAS (104) |QOWSSYPFT (105)
(100)
SVSSSISSSNLH

VL P13CO08 GTSNLAS (104) |QOWSSYPFT (105)
(100)
SVSSSISSSNLH

VL P13EO02 GTSNLAS (104) |QOWSSYPFET (105)
(100)
SVSSSISSSNLH

VL P13F02 GTSNLAS (104) |QOWSSYPFET (105)
(100)
SVSSSISSSNLH

VL P13B0O2 GTSNLAS (104) |QOWSSYPFT (105)
(100)
SVSSSISSSNLH

VL P13A06 GTSNLAS (104) |QOWSSYPHT (107)
(100)
SVSSSISSSNLH

VL P14C04 GTSNLAS (104) |QOWSSYPFT (105)
(100)
SVSSSISSSNLH

VL P14A04 GTSNLAS (104) |QOWSSYPFT (105)
(100)
SVSSSISSSTLH

VL P15F06 GTSNLAS (104) |QOWSSYPWT (108)
(101)
SVSSSISSSNLH

VL P13B03 GTSNLAS (104) |QOWSSYPFT (105)
(100)
SVSSSISSSNLH

VL P15C02 GTSNLAS (104) |QOWSSYPFET (105)
(100)
SVSSSISSSNLH

VL P16D04 GTSNLAS (104) |QOWSSYPLT (109)
(100)
SVSSSISSSNLH

VL P13F01 GTSNLAS (104) |QOWSSYPFT (105)
(100)
SVSSSISSSNLH

VL P13A04 GTSNLAS (104) |QOWSSYPFT (105)
(100)
SVSSSISSSNLH

VL P16HOS GTSNLAS (104) |QOWSSYPHT (107)
(100)
SVSSSISSSNLH

VL P13F09 GTSNLAS (104) |QOWSSYPFT (105)
(100)

VL P13GO1 SVSSSISSSNLH GTSNLAS (104) |QOWSSYPFT (105)
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(100)
SVSSSISSSNLH

VL P13HO5 GTSNLAS (104) |QOWSSYPFT (105)
(100)
SVSSSISSSNLH

VL P13D04 GTSNLAS (104) |QOWSSYPFT (105)
(100)
SVSSSISSSNLH

VL P14GO1 GTSNLAS (104) |QOWSSYPFT (105)
(100)
SVSSSISSSNLY

VL P14GO3 GTSNLAS (104) |QOWSSYPFEFT (105)
(102)
SVSSSISSSNLH

VL P13GO05 GTSNLAS (104) |QOWSSYPFT (105)
(100)
SVSSSISSSNLH

VL P13F06 GTSNLAS (104) |QOWSSYPFT (105)
(100)
SVSSSISSSNLH

VL P13B11 GTSNLAS (104) |QOWSSYPFT (105)
(100)
SVSSSISSSNLH

VL P14F01 GTSNLAS (104) |QOWSTYPFT (110)
(100)
SVSSSISSSNLH

VL P14FO06 GTSNLAS (104) |QOWSSYPFT (105)
(100)
SVSSSISSSNLH

VL P13DO05 GTSNLAS (104) |QOQWSSYPFT (105)
(100)
SVSSSISSSNLH

VL P13G04 GTSNLAS (104) |QOWSSYPFET (105)
(100)
SVSSGISSSNLH

VL P15E06 GTSNLAS (104) |QOWSRYPWT (111)
(103)
SVSSSISSSNLH

VL P15G05 GTSNLAS (104) |QOWSSYPLT (109)
(100)
SVSSSISSSNLH

VL P15B06 GTSNLAS (104) |QOWSSYPLT (109)
(100)
SVSSSISSSNLH

VL P14BO7 GTSNLAS (104) |QOWSSYPFT (105)
(100)
SVSSSISSSNLH

VL PO5SEO3 GTSNLAS (104) |QOWSSYPFT (105)
(100)
SVSSSISSSNLY

VL P13CO6 GTSNLAS (104) |QOWRSYPFT (112)

(102)
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SVSSSISSSNLH

LO GTSNLAS (104) |QOWSSYPFT (105)
(100)
SVSSSISSSNLH

Ll GTSNLAS (104) |QOWSSYPFT (105)
(100)
SVSSSISSSNLH

L2 GTSNLAS (104) |QOWSSYPFT (105)
(100)
SVSSSISSSNLH

L3 GTSNLAS (104) |QOWSSYPFET (105)
(100)
SVSSSISSSNLH

L4 GTSNLAS (104) |QOWSSYPFET (105)
(100)

*OnpenesiSeTCcad B COOTBETCTBMM C CUCTEeMOM HyMepauuu Kabat.

Tabmauiia 4.

KapkacHee (FR)

AMVHOKMCJIOTHEE IIOCJIEeOOBRaTEJIEHOCTU

TOKEJION LeNM TUIWUHHX aHTUTeJ OpoTuMB LAG-3. *

VH

FR1 VH
(SEQ ID NO:)

FR2 VH
(SEQ ID
NO:)

FR3 VH
(SEQ ID NO:)

FR4 VH
(SEQ ID
NO:)

HO

QVQLVQSGAEVKKP
GASVKVSCKASGEN
IK (113)

WVROAPG
QGLEWMG
(122)

RVIMTRDTSTSTVYM
ELSSLRSEDTAVYYC

AR (124)

WGQGTLV
TVSS
(128)

H1

QVOLVQSGAEVKKP
GASVKVSCKASGEN
IK (113)

WVRQAPG
QGLEWMG
(122)

RVTITADTSTSTVYM
ELSSLRSEDTAVYYC
AT (125)

WGQGTLV
TVSS
(128)

H2

QVQLVQSGAEVKKP
GASVKVSCKASGEN
IK (113)

WVROAPG
QGLEWMG
(122)

RVTITADTSSNTVYM
ELSSLRSEDTAVYYC
AT (126)

WGQGTLV
TVSS
(128)

H3

QVOMKOSGAEVKKP
GASVKVSCTASGEN
IK (114)

WVROAPG
QGLEWMG
(122)

RVTITADTSSNTVYM
ELSSLRSEDTAVYYC

AT (126)

WGOQGTLV
TVSS
(128)

H4

QVOMKOSGAEVVKP
GASVKVSCTASGEN
IK (115)

WVROAPG
QGLEWIG
(123)

RVTITADTSSNTVYL
QLSSLRSEDTAVYYC
AT (127)

WGOGTLV
TVSS
(128)

H4 R98K

QVOMKOSGAEVVKP
GASVKVSCTASGEN
IK (115)

WVROAPG
QGLEWIG
(123)

RVTITADTSSNTVYL
QLSSLRSEDTAVYYC
AT (127)

WGQGTLV
TVSS
(128)

H4 D100OE

QVOMKQOSGAEVVKP

WVRQAPG

RVTITADTSSNTVYL

WGQGTLV
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GASVKVSCTASGEN

IK (115)

QGLEWIG
(123)

QLSSLRSEDTAVYYC

AT (127)

TVSS
(128)

H1 R98K

QVQLVQSGAEVKKP
GASVKVSCKASGEN

IK (113)

WVROAPG
QGLEWMG
(122)

RVTITADTSTSTVYM
ELSSLRSEDTAVYYC

AT (125)

WGQGTLV
TVSS
(128)

H1 R98K K23T

QVOLVQSGAEVKKP
GASVKVSCTASGEN

IK (11le)

WVRQAPG
QGLEWMG
(122)

RVTITADTSTSTVYM
ELSSLRSEDTAVYYC

AT (125)

WGQGTLV
TVSS
(128)

H1 R98K L4M

QVOMVQSGAEVKKP
GASVKVSCKASGEN

IK (117)

WVROAPG
QGLEWMG
(122)

RVTITADTSTSTVYM
ELSSLRSEDTAVYYC

AT (125)

WGQGTLV
TVSS
(128)

H1 R98K L4M K23
T

QVOMVQOSGAEVKKP
GASVKVSCTASGEN

IK (118)

WVROAPG
QGLEWMG
(122)

RVTITADTSTSTVYM
ELSSLRSEDTAVYYC

AT (125)

WGOGTLV
TVSS
(128)

H1 R98K L4M V5K

QVOMKOSGAEVKKP
GASVKVSCKASGEN

IK (119)

WVROAPG
QGLEWMG
(122)

RVTITADTSTSTVYM
ELSSLRSEDTAVYYC

AT (125)

WGOQGTLV
TVSS
(128)

H1 R98K L4M V5K
_K23T

QVOMKQOSGAEVKKP
GASVKVSCTASGEN

IK (114)

WVROAPG
QGLEWMG
(122)

RVTITADTSTSTVYM
ELSSLRSEDTAVYYC

AT (125)

WGQGTLV
TVSS
(128)

H1 R98K V5K

QVOLKQOSGAEVKKP
GASVKVSCKASGEN

IK (120)

WVRQAPG
QGLEWMG
(122)

RVTITADTSTSTVYM
ELSSLRSEDTAVYYC

AT (125)

WGQGTLV
TVSS
(128)

H1 R98K V5K K23
T

QVQLKQSGAEVKKP
GASVKVSCTASGEN

IK (121)

WVROAPG
QGLEWMG
(122)

RVTITADTSTSTVYM
ELSSLRSEDTAVYYC

AT (125)

WGQGTLV
TVSS
(128)

H2 R98K

QVQLVQSGAEVKKP
GASVKVSCKASGEN

IK (113)

WVROAPG
QGLEWMG
(122)

RVTITADTSSNTVYM
ELSSLRSEDTAVYYC

AT (126)

WGOQGTLV
TVSS
(128)

H3 R98K

QVOMKQOSGAEVKKP
GASVKVSCTASGEN

IK (114)

WVROAPG
QGLEWMG
(122)

RVTITADTSSNTVYM
ELSSLRSEDTAVYYC

AT (126)

WGOQGTLV
TVSS
(128)

* KapkacHble o00OJIacTM TSXeJOM Lenu,

OoIipeneJiIAnTCA Ha OCHOBe TI'PaHHMLI CHMCTEMEI

Ipy TvMm

cJioBaMu,

CDR VH

olipeneJIdnTCA C

omnmMcaHHEHe B Tabimuie 4,

HyMepauumu Kabat nmga CDR.

IIOMOIIBIO

Kabat, a



88

KapkKacHbe o0OJlacTM OPenCTaBidanT CcoO0M aMMHOKMCJIOTHEE OCTaTKM,
okpyxawmue CDR B BapmabenbHoM objlacTu B ¢opmMmaTe FR1, CDR1, FRZ,
CDR2, FR3, CDR3 u FRA4.

Tabmmitza 5. KapkacHele (FR) aMMHOKMCIIOTHHE I[IOCJIEeOOBATEJIEHOCTHU

JIeTKOM LeNy TUIMYHEX aHTUTeJ NpoTue LAG-3. *

FR2 VL FR4 VL
FR1 VL FR3 VL
VL (SEQ ID (SEQ ID
(SEQ ID NO:) (SEQ ID NO:)
NO:) NO:)
EIVLTQSPGTLSLS GIPDRFSGSGSGTDFT
WYQOKPGQAPR FGOGTKVEI
LO PGERATLSC LTISRLEPEDFAVYYC
LLIY (132) K (139)
(129) (1306)
EIVLTQSPGTLSLS GIPDRFSGSGSGTSYT
WYQOKPGQAPR FGOGTKVETI
L1 PGERATLSC LTISRLEPEDFAVYYC
LLIY (132) K (139)
(129) (137)
EILLTQSPGTLSLS GIPDRFSGSGSGTSYT
WEQQOKPGQAPR FGOGTKVETI
L2 PGERATLSC LTISRLEPEDFAVYYC
LLIY (133) K (139)
(130) (137)
EILLTQSPGTLSLS GVPDRFSGSGSGTSYT
WEQOKPGQAPR FGQGTKVEI
L3 PGERATLSC LTISRLEPEDFAVYYC
LWIY (134) K (139)
(130) (138)
EILLTQSPGTLSLS GVPDRFSGSGSGTSYT
WEQOKPGQSPR FGQGTKVEI
L4 PGERATLTC LTISRLEPEDFAVYYC
LWIY (135) K (139)
(131) (138)

*  KapkacHble ofjlacTu JeI'KoM lenM, OoIMcaHHHe B Tabjauie 5,
ONIpelelJIalTCSa Ha OCHOBe TIpaHMull CHUCTeMel HyMepaluum Kabat mias CDR.
IpyrmuMm CcJIOBaMu, CDR VL OIpenesyianTcAa C nomomeilo  Kabat, a
KapkacHbe 00JlacTM TMpPencTaBJIAglnT CcoOOM aMUMHOKMCIIOTHHE OCTaTKH,
okpyxawmue CDR B BapmabesbHoOM objlacTu B ¢opmaTe FR1, CDR1, FR2Z,
CDR2, FR3, CDR3 m FRA4.

Tabauila 6. TUNMUHEE MBIIMHHE aHTHUTeJa NPpOoTUR LAG-3.

BapuabenvHasi 06j1acTb BapuabenrHasi ofj1acTb
AuTHUTEJIO
Taxeynon Lenu SEQ ID NO: JNerxom uenu SEQ ID NO:
P0O1CO09 1 2
POS5SEO1 3 4
PO1Al12 5 6




89

P13BO1 7 8
P13C10 9 10
P13CO8 11 12
P13EO2 13 10
P13F02 14 10
P13B02 15 16
P13A06 17 18
P14C04 19 8
P14A04 20 21
P15F06 22 23
P13B03 24 10
P15C02 9 25
P16D04 9 26
P13FO01 20 2
P13A04 277 28
P16HOS 29 30
P13F09 31 32
P13GO1 33 34
P13HO5 35 10
P13D04 36 37
P14G0O1 38 21
P14G03 39 40
P13GO05 9 2
P13F06 9 41
P13B11 42 43
P14F01 9 44
P14F06 45 32
P13D0O5 46 47
P13G04 48 10
P15E06 20 49
P15G05 33 50
P15B06 51 52
P14BO0O7 53 8
POSEO3 38 2
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P13C06 54 55

Tabauuia 7. TUIOMUHBHE IyMaHM3MPOBAHHEIE aHTUTeJa NOpoTuB LAG-3.

BapmnafGenbHast objacTe TsxesnoM | BapmuabenbHast ofllacTb
AHTHUTEJIO Lenm Jerkom uernm SEQ ID
(SEQ ID NO:) NO:)
P13B02-01 HO (56) LO (73)
P13B02-02 HO (56) L1 (74)
P13B02-03 HO (56) L2 (75)
P13B02-04 HO (56) L3 (76)
P13B02-05 HO (56) L4 (77)
P13B02-06 H1 (57) LO (73)
P13B02-07 H1 (57) L1 (74)
P13B02-08 H1 (57) L2 (75)
P13B02-09 H1 (57) L3 (76)
P13B02-10 H1 (57) L4 (77)
P13B02-11 H2 (58) LO (73)
P13B02-12 H2 (58) L1 (74)
P13B02-13 H2 (58) L2 (75)
P13B02-14 H2 (58) L3 (76)
P13B02-15 H2 (58) L4 (77)
P13B02-16 H3 (59) LO (73)
P13B02-17 H3 (59) L1 (74)
P13B02-18 H3 (59) L2 (75)
P13B02-19 H3 (59) L3 (76)
P13B02-20 H3 (59) L4 (77)
P13B02-21 H4 (60) LO (73)
P13B02-22 H4 (60) L1 (74)
P13B02-23 H4 (60) L2 (75)
P13B02-24 H4 (60) L3 (76)
P13B02-25 H4 (60) L4 (77)
P13B02-26 H4 RO98K (o01) L4 (77)
P13B02-27 H4 D100OE (02) L4 (77)
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P13B02-28 H1 R98K (63) L0 (73)
P13B02-29 H1 R98K K23T (64) L0 (73)
P13B02-30 H1 R98K L4M (65) L0 (73)
P13B02-31 H1 R98K L4M K23T (66) L0 (73)
P13B02-32 H1 R98K L4M V5K (67) L0 (73)
P13B02-33 H1 R98K L4M V5K K23T (68) L0 (73)
P13B02-34 H1 R98K V5K (69) L0 (73)
P13B02-35 H1 R98K V5K K23T (70) L0 (73)
P13B02-36 H2 R98K (71) L0 (73)
P13B02-37 H3 R98K (72) L0 (73)

Tabmmiza 8. IlocjiedoBaTeJILHOCTHU BapO,JIB]lHeBOﬁ JIMMHVIM 4YeJIOBEKa.

SEQ
ID Ormcaxuue AMMHOKMCIIOTHAS IIOCJIENOBaTEJIBHOCTD
NO:
QVOLVQSGAEVKKPGASVKVSCKASGYTFTSYYMHWY
153 IGHV1-46*01 ROAPGQGLEWMGIINPSGGSTSYAQKFQGRVTMTRDT
STSTVYMELSSLRSEDTAVYYCAR
EVOLVOSGAEVKKPGATVKISCKVSGYTEFTDYYMHWV
154 IGHV1-69-2*01 QOAPGKGLEWMGLVDPEDGETIYAEKFQGRVTITADT

STDTAYMELSSLRSEDTAVYYCAT

QVOLVQOSGAEVKKPGASVKVSCKASGYTFTSYAMHWVY
155 IGHV1-3*01 ROAPGORLEWMGWINAGNGNTKYSQKFQGRVTITRDT
SASTAYMELSSLRSEDTAVYYCAR

QVOLVQOSGAEVKKPGASVKVSCKVSGYTLTELSMHWV
156 TGHV1-24*01 ROAPGKGLEWMGGFDPEDGETIYAQKFOQGRVTMTEDT
STDTAYMELSSLRSEDTAVYYCAT

QVOLVOSGAEVKKPGASVKVSCKASGYTEFTGYYMHWY
157 IGHV1-2*01 ROAPGOGLEWMGRINPNSGGTNYAQKFQGRVTSTRDT
SISTAYMELSRLRSDDTVVYYCAR

OMOLVOSGAEVKKTGSSVKVSCKASGYTETYRYLHWY
158 IGHV1-45*01 ROAPGOALEWMGWITPENGNTNYAQKFODRVTITRDR
SMSTAYMELSSLRSEDTAMYYCAR

QVOQLVOSGAEVKKPGASVKVSCKASGYTETSYGISWY
159 IGHV1-18*01 ROAPGQGLEWMGWISAYNGNTNYAQKLOGRVTMTTDT
STSTAYMELRSLRSDDTAVYYCAR
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200 IGHJ1*01 AEYFQHWGQGTLVTIVSS
EIVLTOQSPGTLSLSPGERATLSCRASQSVSSSYLAWY

160 IGKV3-20*01 QOKPGQAPRLLIYGASSRATGIPDRESGSGSGTDETL
TISRLEPEDFAVYYCQQYGSSP
EIVMTQSPATLSVSPGERATLSCRASQSVSSNLAWYQ

IGKV3D-15*01 wmim
16l QKPGQAPRLLIYGASTRATGIPARFSGSGSGTEFTLT
IGKV3-15*01

ISSLOSEDFAVYYCQQYNNWP
EIVLTQSPATLSLSPGERATLSCGASQSVSSSYLAWY

162 IGKV3D-20*01 QOKPGLAPRLLIYDASSRATGIPDREFSGSGSGTDFTL
TISRLEPEDFAVYYCQQYGSSP
EIVMTQSPATLSLSPGERATLSCRASQSVSSSYLSWY

163 IGKV3D-7*01 QOKPGQAPRLLIYGASTRATGIPARFSGSGSGTDEFTL
TISSLOQPEDFAVYYCQQODYNLPP
DIQLTQSPSFLSASVGDRVTITCRASQGISSYLAWYQ

164 IGKV1-9*01 QKPGKAPKLLIYAASTLQSGVPSRESGSGSGTEFTLT
ISSLOPEDFATYYCQQLNSYP
EIVLTQSPATLSLSPGERATLSCRASQSVSSYLAWYQ

165 IGKV3-11*01 QKPGQOAPRLLIYDASNRATGIPARFSGSGSGTDFTLT
ISSLEPEDFAVYYCQQRSNWP

201 IGKJ1*01 WITFGQGTKVEIK

Tabauua 9. JIUIOCTPpaTUMBHBEE I[OocjenoBaTeJbHOoCTM LAG-3.

SEQ ID
NO:

Onmcanuue

AMMHOKMCIIOTHAS IIOCJIeNOBATENIBbHOCTD

le66

Hespesawit 6eJiok
LAG-3 4yeJlOBeKa

(P18627-1)

MWEAQFLGLLFLOQPLWVAPVKPLQPGAEVPVVWAQEG
APAQLPCSPTIPLODLSLLRRAGVIWQHQPDSGPPAA
APGHPLAPGPHPAAPSSWGPRPRRYTVLSVGPGGLRS
GRLPLOPRVOLDERGRQRGDFSLWLRPARRADAGEYR
AAVHLRDRALSCRLRLRLGOQASMTASPPGSLRASDWY
ILNCSEFSRPDRPASVHWEFRNRGOGRVPVRESPHHHLA
ESFLFLPQVSPMDSGPWGCILTYRDGEFNVSIMYNLTV
LGLEPPTPLTVYAGAGSRVGLPCRLPAGVGTRSEFLTA
KWTPPGGGPDLLVTGDNGDEFTLRLEDVSQAQAGTYTC
HIHLOEQOQLNATVTLAIITVTPKSFGSPGSLGKLLCE
VIPVSGQERFVWSSLDTPSORSEFSGPWLEAQEAQLLS
QPWOCOLYQGERLLGAAVYFTELSSPGAQRSGRAPGA
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LPAGHLLLFLILGVLSLLLLVTGAFGFHLWRROWRPR
RESALEQGIHPPOQAQSKIEELEQEPEPEPEPEPEPEP
EPEPEQL

167

SpeJitit 6eJIokK

LAG—-3 ueJloBeka

VPVVWAQEGAPAQLPCSPTIPLODLSLLRRAGVTWQH
QPDSGPPAAAPGHPLAPGPHPAAPSSWGPRPRRYTVL
SVGPGGLRSGRLPLOPRVQLDERGROQRGDEFSLWLRPA
RRADAGEYRAAVHLRDRALSCRLRLRLGOASMTASPP
GSLRASDWVILNCSEFSRPDRPASVHWERNRGQGRVPV
RESPHHHLAESFLFLPQVSPMDSGPWGCILTYRDGEN
VSIMYNLTVLGLEPPTPLTVYAGAGSRVGLPCRLPAG
VGTRSFLTAKWTPPGGGPDLLVTGDNGDEFTLRLEDVS
QAQAGTYTCHIHLOQEQOLNATVTLAIITVTPKSEGSP
GSLGKLLCEVTPVSGQERFVWSSLDTPSQRSESGPWL
EAQEAQLLSQPWOCOLYQGERLLGAAVYFTELSSPGA
QRSGRAPGALPAGHLLLFLILGVLSLLLLVTGAFGEFH
LWRROWRPRRESALEQGIHPPOAQSKIEELEQEPEPE
PEPEPEPEPEPEPEQL

210

SpeJitlit 6eJIoK

LAG—-3 ueJioBeka

LOPGAEVPVVWAQEGAPAQLPCSPTIPLODLSLLRRA
GVTWQHOPDSGPPAAAPGHPLAPGPHPAAPSSWGPRP
RRYTVLSVGPGGLRSGRLPLOQPRVQLDERGROQRGDES
LWLRPARRADAGEYRAAVHLRDRALSCRLRLRLGQAS
MTASPPGSLRASDWVILNCSEFSRPDRPASVHWERNRG
QGRVPVRESPHHHLAESFLEFLPQVSPMDSGPWGCILT
YRDGENVSIMYNLTVLGLEPPTPLTVYAGAGSRVGLP
CRLPAGVGTRSFLTAKWTPPGGGPDLLVTGDNGDFEFTL
RLEDVSQAQAGTYTCHIHLOEQQLNATVTLATIITVTP
KSFGSPGSLGKLLCEVTPVSGQERFVWSSLDTPSQORS
FSGPWLEAQEAQLLSQPWOCOLYQGERLLGAAVYFTE
LSSPGAQRSGRAPGALPAGHLLLFLILGVLSLLLLVT
GAFGFHLWRROWRPRRESALEQGIHPPOAQSKIEELE
QEPEPEPEPEPEPEPEPEPEQL

217

dparMeHT LAG-3

deJioBeKa

LOPGAEVPVVWAQEGAPAQLPCSPTIPLODLSLLRRA
GVIWQHOPDSGPPAAAPGHPLAPGPHPAAPSSWGPRP
RRYTVLSVGPGGLRSGRLPLOPRVQLDERGRORGDES
LWLRPARRADAGEYRAAVHLRDRALSCRLRLRLGQAS
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MTASPPGSLRASDWVILNCSEFSRPDRPASVHWERNRG
QGRVPVRESPHHHLAESFLEFLPQVSPMDSGPWGCILT
YRDGEFNVSIMYNLTVLGLEPPTPLTVYAGAGSRVGLP
CRLPAGVGTRSFLTAKWTPPGGGPDLLVTGDNGDETL
RLEDVSQAQAGTYTCHIHLOQEQQLNATVTLAITITVTP
KSFGSPGSLGKLLCEVTPVSGQEREVWSSLDTPSQRS
FSGPWLEAQEAQLLSQPWQCQLYQGERLLGAAVYFTE
LSSPGAQRSGRAPGALPAGHL

ITernia ms 30
199 aMMHOKMCJIOT LAG— | GPPAAAPGHPLAPGPHPAAPSSWGPRPRRY

3 ueJIOBeka

211 saouTon LAG-3 PTIPLQOD

212 saouTon LAG-3 SPTIPLQOD

213 saouTon LAG-3 SPTIPLODL

214 souTon LAG-3 SPTIPLODLS

215 snuTon LAG-3 SPTIPLODLSL

216 souTon LAG-3 SPTIPLODLSLL

[00142] B omnpeneJiIeHHEIX BapraHTax OCVYIeCTBJIEHUS OaHHoOe

n300peTeHNre OTHOCUTCH K BHIEJIEHHOMY AHTUTEIY, KOTOpoOe

creunudmuueckm cpas3pBaeTcad ¢ LAG-3  (HanpuMmMep, LAG-3 dJeJioBeKa),
npryeM IOaHHOE aHTUTEeJIO COIHepXuT noMmMeH VH, coIepxamui OOHY, IBe
i Bce Tpu u3 CDR pmoMeHa VH, ykKa3aHHHX B Tabmuuax 1, 2, 6 m 7 B
OaHHOM IOIOKYyMEeHTe. B omnpeleJie HHHX BapMaHTax OCYIeCTBJIEHN A
aHTuTeJiO0 comepxuT CDRH1 omHOTO M3 JoMeHOB VH, YKAa3aHHEIX B
Tabiauuax 1, 2, 6 m 7. B onpenesieHHHX BapMaHTax OCYIEeCTBJIEHUSA
aHTuTeJio comepxuT CDRH2 omHOTO m®3 JoMeHOB VH, YKa3aHHEIX B
Tabiauuax 1, 2, 6 m 7. B oIpenesyleHHHX BapMaHTax OCYIEeCTBJIEHUA
aHTuTeJio comepxuT CDRH3 opmHOTOo w®3 J1goMeHoB VH, YKa3aHHEIX B
Tabauuax 1, 2, 6 um 7.

[00143] B omnpelneJIeHHEIX BapMaHTax OCVyIeCTBJIEHUS oaHHoOe
nz3obpeTeHUe OTHOCUTCH K BHIIEJIEHHOMY aHTUTEIY, KOTOopoe
crneuud@ruueckm cCpsa3uBaeTca C  LAG-3 (HanpmuMep, LAG-3 dJeJIOBeKa),
opuyeM »OaHHOEe aHTUTeJIO COIepXUT »noMeH VL, comepxXxamui OIHY, IBe
i Bce Tpu mu3 CDR pmoMeHa VI, yKas3aHHHX B Tabimuuax 1, 3, 6 mu 7 B

JaHHOM IJOKYMEHTeE. B OolipeneJIe HHEIX BapMMaHTax OoCymeCTBIJIECHNUA
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aHTuTeJio comepxuT CDRL1 omHOTO M3 JoMeHOB VI, YKa3aHHEIX B
Tabimmuax 1, 3, 6 m 7. B olIpenesileHHHX BapMaHTax OCYIEeCTBJIEHUSA
aHTuTeJiO comepxuT CDRL2 opmHOTO W©3 JOMeHOB VI, YKa3aHHEIX B
Tabimmuax 1, 3, 6 m 7. B olpenesjieHHHX BapMaHTax OCYIeCTBJIEHUSA
aHTuTeJOo comepxmuT CDRL3 opgHOTO M3 I»OoOMeHoB VL, YKa3aHHEIX B
Tabiauuax 1, 3, 6 u 7.

[00144] B omnpemeJIeHHHX BapMaHTax ocymecTBJieHus CDR aHTUTeJla
MOTYT OBITH OIlpeneJieHsl corJjlacHo Kabat et al., J. Biol. Chem. 252,
6609-6616 (1977) wm Kabat et al., Sequences of protein of
immunological interest (1991), KaxXxOeM M3 KOTOPHX BKJIKUEH B
OaHHEM OOKYMEeHT [IOCPEeNCTBOM CCHUIKM IIOJIHOM OOLeMe.

[00145] B ompeleJIeHHEIX BapraHTax OCVyIeCTBJIEHUS ODaHHoOe
n3obpeTeHre OTHOCUTCH K BHIEJIEHHOMY aHTUTEJY, KOTOpOe
crneunud@uueckm cCpBsAa3HBaeTca C  LAG-3 (HanpmuMep, LAG-3 dJeJIOBeKa),
opuyeM DTO aHTUTeJio comepxuT CDR VH Kabat w3 VH, pacKpHTHE B
Tabimmuax 1, © m 7 B OAHHOM IOOKYMeHTe. B omopenejieHHHX BapraHTax
OCYIIECTBJIEHUA OaHHOe nsobpeTeHMne OTHOCUTCHA K BHIOEJIEHHOMY
AHTUTeJY, KOTOopoe cleludrMueCKM CBA3HBaeTCca ¢ LAG-3 (HamopuMmep,
LAG-3 uyeJioBeKa), OpUUeM 5STO aHTUTeJIo comepxuT CDR VL Kabat wus
VL, packpeTEHe B Tabmmuax 1, 6 m 7 B HaHHOM JOOKyMeHTe. B
onpeneJjieHHEX BapMaHTax OCYIeCTBJIEHUA OaHHOe nsobpeTeHNne
OTHOCUTCHA K BHIEJIEHHOMY AHTUTEIY, KOTOpoOe CcrieumudprUUeCcKm
ceaspBaeTCca C LAG-3 (HanpuMmep, LAG-3 deJioBeKa), IIpUUEeM OaHHOE
aHTuTeJ0 comepxmuT CDR VH Kabat wu CDR VL Kabat axHTHUTela,
PacCKpETEHEe B Tabiuilax 1, 6 M 7 B OaHHOM IOKYMeHTE.

[00146] B omnpemeJIeHHHX BapMaHTax ocymecTBJieHus CDR aHTUTeJa
MOTYT OHTL OIpelleJIeHH B COOTBETCTBUM CO CXeMOM  HyMepaluuu
Chothia, xoTopas OTHOCUTCS K PacCHOJIOKEHMI CTPYKTYPHEX IIeTellb
UMMyHOTJIOOYJIMHa (cM., Hamnpumep, Chothia C & Lesk AM, (1987), J
Mol Biol 196: 901-917; Al-Lazikani B et al., (1997) J Mol Biol
273: 927-948; Chothia C et al., (1992) J Mol Biol 227: 799-817;
Tramontano A et al., (1990) J Mol Biol 215(1): 175-82 m mnareHT
cma N 7709226, BCe M3 KOTOPHX BKJIOUEHH B MHOaHHBEM IJOKYMEHT
IIOCPEnNCTBOM  CCHUIKU B [IOJIHOM  0OBeMe) . Kaxk IpaBuio, npu
MCIIOJIL30BAHUM CcoTIJlalleHMsa o HyMmepauum Kabat nersas CDRH1 Chothia

OPUCYTCTBYET B AaMMHOKMCIIOTax TAXeJon unemu 26-32, 33 wiam 34,
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neTyga CDRH2 Chothia mnpucyTcTBYyeT B aMMHOKMCJIOTAX TAXEJION Lelu
52-5¢, n 1ergs CDRH3 Chothia mpucyTcTByeT B aMMHOKMCIIOTAax
TaKeJIOM Uenu ¢ 95 mo 102, B TO BpeMa kak neraa CDRL1 Chothia
IPUCYTCTBYET B aMMHOKMCJOTax Jerkoy uenu 24-34, mnetras CDRL2
Chothia mpucyTcTBYyeT B aMMHOKMCJOTax Jerkol uenmu 50-56, a mnerius
CDRL3 Chothia mnpucyTcTBYeT B aMMHOKMCJIOTa oT 89-97 Jjerko¥ Lenu.
KoHerl reTJjmn CDRH1 Chothia pu HyMepalum C MCIIOJIE30BaHMEM
comJjlameHuss O HyMepauum Kabat peapvupyer Mexny H32 wu H34 B
3aBUCMMOCTM OT IJIMHE TIIeTJM (3TO CBA3aHO C TeM, 4YTO CXeMa
HyMepauuu Kabat pa3smemaeT uHCepumm B H35A m H35B; eciim HeT HU
35A, HM 35B, meTyd 3aKaHUMBAeTCHd Ha 32, E€CJIM IPUCYTCTBYET TOJIBKO
35A, meTysa 3akaHUMBaAEeTCd Ha 33; eCclIM OpucyTcTBy©T oba 35A m 35B,
IeTJid 3aKaHuUMBaeTCd Ha 34).

[00147] B omnpeleJIeHHEIX BapraHTax OCVYIeCTBJIEHUS OoaHHoOe
nz3obpeTeHUe OTHOCUTCH K BHIIEJIEHHOMY AHTUTEIY, KOoTopoe
crneuud@uueckm cpsa3pBaeTca C  LAG-3 (HanpmuMep, LAG-3 dJeJIOBeKa),
IprUYeM 5TO aHTUTeJIO coepxuT CDR VH Chothia m3 VH, pacKpHTHE B
Tabimuax 1, © M 7 B IaHHOM OOKYMeHTe. B onpenesieHHHX BapMaHTax
OCYIIeCTBJIEHUA OaHHoOe n3obpeTeHme OTHOCUTCH K BEIIIEJIEHHOMY
aHTUTEeJy, KOTOpoe CIeludpruuyeckM CBA3EBaeTCcd ¢ LAG-3 (HalpuMmep,
LAG-3 deJIOBeKa), IIpuUYeM BTO aHTUTeJo comepxuT CDR VL Chothia wus
VL, ©packpeTee B Tabmuuax 1, 6 M 7 B OaHHOM IOOKyMeHTe. B
omnpelneJle HHBEIX BapMaHTax OCYIIEeCTRBJIEHU A OaHHOE n3obpeTeHMne
OTHOCUTCSH K BEIIEJIEHHOMY AHTUTEJY, KOoTopoe crneundpmuuecku
ceasplBaeTca ¢ LAG-3 (HanpuMmep, LAG-3 deJioBeKa), IIpHUUeM HOaHHOE
anTuTeJo comepxuT CDR VH Chothia m CDR VL Chothia auturena,
PacCKpHETEE B Tabauiax 1, ©6 M 7 B OaHHOM OOKYMeHTe. B omnpenesIeHHHX
BapMaHTax OCYyIeCTRBJIEHUS aHTUTeJa, KOTOPHE crneunduueckKm
ceaspBanTCa C LAG-3 (HanpuMep, LAG-3 uejioBeka), cCcoIepXaT OIOHY
uim ©BoJjiee CDR, B koTopux CDR Chothia u Kabat wuMmenT OOMHAKOBYIO
AaMMHOKMCJIOTHYK  I[IOCJIeIOBaTEeJIbHOCTE . B  omnpenejyleHHHX  BapMaHTax
OCYIEeCTBJIEHU A OaHHOEe n3obpeTeHme OTHOCUTCH K BHIIEJIEHHOMY
aHTUTEJy, KOTOpOe CIelUMdUUeCcKM CBA3HBaeTcd C LAG-3 (HalpuMmep,
LAG-3 dyeJIOBeKa) UM coIepxmuT kKoMmOmHaluum CDR Kabat m CDR Chothia.

[00148] B omnpenejleHHHX BapMaHTax ocCcylmecTeJieHMsa CDR aHTUTeJa

MOTYT OBTE OINpPeneJleHH B COOTBETCTBMM C CUCTeMOM HyMepauuu IMGT,
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kKak ommcaHo B Lefranc M-P, (1999) The Immunologist 7: 132-136 wu
Lefranc M-P et al., (1999) Nucleic Acids Res 27: 209-212, xaxnowi
M3 KOTOPHX BKJIOUEH B INaHHOEe OIMCaHMe B KadeCTBe CCBUIKM B IIOJIHOM
obremMe. CornJjiacHO cxeMe HyMepaluumn IMGT, CDRH1 HaxoIOuTCsa B
I[IOJIOXeHMax 26-35, CDRH2 HaxogMTcd B IIoJOoXeHMsax 51-57, CDRH3
HaxoOuTcsa B MoJoxeHMsaAx 93-102, CDRL]1 HaxoOMTCHa B TIIOJOXeHUAX 27—
32, CDRL2 HaxoIMTCa B IoJioxeHMax 50-52 wm CDRL3 HaxoIMTCA B
IOJIOXeHnAax 89-97.

[00149] B ompeneJiIeHHBIX BapraHTax OCVyIeCcTBJIEHUS OoaHHoOe
n3obpeTeHKEe OTHOCUTCH K aHTUTEeJaM, KOTOPEHE crieuudruUeCcKu
cBA3mBawTCca C LAG-3 (Hamnpumep, LAG-3 dejoBeka) u comepxaT CDR
aHTUTeJIla, PaCKpHTHEe B Tabauuax 1, 6 um 7, Kak OIpenelJIeHO CHUCTeMOM
HyMepauuu IMGT, HalpuMmep, kak omnmcaHo B Lefranc MP (1999) Brme wu
Lefranc MP et al. (1999) sBrme.

[00150] B omnpenmejleHHHX BapMaHTax ocCcylleCcTeJieHMs CDR aHTUTeJa
MOTYT OHTL OIpeleJIeHH B COOTBETCTBMM CO CXeMOoM HyMepauuu AbM,
KOTOopad OTHOCUTCA K TIulepBapuabelibHEM oOjlacTaM AbM, KOTOpPHe
OpencTaBJgT coboM koMIpoMmcc Mexny CDR Kabat M CcTpyKTYypPHBMA
neraaMm Chothia, u mucnoae3ywoTcsa OporpaMMHBEIM obecrneuenHreM Oxford
Molecular nnga mMomenmmMpoBaHMA aHTHUTesl AbM (Oxford Molecular Group,
Inc.). B KOHKpPeTHOM BapMaHTe OCYIeCTBJIeHMA »IaHHOe M300peTeHue
OTHOCUTCSH K aHTUTeJlaM, KOTOpPHEe ClheludpmMuecCKM CBA3HBalTCa ¢ LAG-3
(HanpuMep, LAG-3 uejioBeka) M colepxaT CDR aHTUTeJla, pPacCKpPHTEHE B
Tabauuax 1, 6 u 7, Kak olNpelesjIeHO CcxeMOoM HyMepauuu AbM.

[00151] B ompenmejleHHHX BapMaHTax ocylmecTBJeHMsa CDR aHTUTeJa
MOTYT OHTB OIpemejleHH B cooTeeTcTBUM ¢ MacCallum RM et al.,
(1996) J Mol Biol 262: 732-745, KOTOPHM BKJIOUEH B IOaHHOE
OlMCaHMe B KaudeCTBEe CCHUIKM B IIOJIHOM 0OOBeMe. CM. TakKxe, HaIpUMEDP,
Martin A. “Protein Sequence and Structure Analysis of Antibody

(4

Variable Domains,” B Antibody Engineering, Kontermann and Diubel,
eds., Chapter 31, pp. 422-439, Springer-Verlag, Berlin (2001),
KOTOPEM BKJIOUEH B OaHHOE OIMCAaHMe B KaueCTBe CCHJIKM B IIOJIHOM
ofrbeMe.. B KOHKPETHOM BapMaHTe OCYIMECTBJIEHMS OaHHOe M300peTeHUe
OTHOCHUTCS K AaHTHUTeJIaM, KOTOPHE ClIeuMdprMuecKM CBA3wBaiTcsa ¢ LAG-3

(HanpuMep, LAG—-3 uejioBeka) M conmepxaT CDR aHTUTeJla, pPacCKPHTHE B

Tabmuax 1, © u 7, Kak omomcaHo B MacCallum RM et al., (1996)
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BHIIE .

[00152] B omnpeneJiIeHHEIX BapraHTax OCVYIeCTBJIEHUS OaHHoOe
nz3o0bpeTeHMe OTHOCUTCSA K BHOEJIEHHOMY aAHTUTEIY, KOTOpoOe
creunudmuueckm cpas3pBaeTca Cc  LAG-3  (HanpuMmep, LAG-3 dJeJioOBeKa),
IpyUyYeM aHTUTEJIO CONEePXUT BapuabOeJlbHYyK o00JlacTbk TsXeJION Lelwu,
comepXallyld  aMMHOKMCJIOTHHE  IIOCJlefoBaTeJIbHOCTM  oBjacTu  CDRHI,
CDRH2 m CDRH3 gpmomeHa VH, ykasaHHHe B SEQ ID NO: 1, 3, 5, 7, 9,
11, 13, 14, 15, 17, 19, 20, 22, 24, 27, 29, 31, 33, 35, 36, 38,
39, 42, 45, 46, 48, 51, 53, 54, 56, 57, 58, 59, 60, 61, 62, 63,
64, 65, 66, 67, 68, 69, 70, 71 wmam 72, m BapuabelbHYyK 00JIAaCTb
JleTKOM Lemnu, CoIepXallyo AMMHOKMCJIO THHE [IOCJIeIOBATEJIEHOCTH
objtacTtm CDRL1, CDRL2Z m CDRL3 poMmMeHa VL, ykaszaHHHe B SEQ ID NO:
2, 4, ¢, 8, 10, 12, 16, 18, 21, 23, 25, 26, 28, 30, 32, 34, 37,
40, 41, 43, 44, 47, 49, 50, b2, 55, 73, 74, 775, 76 wumm 77,
npuueM KkKaxnasd CDR  olpepnejileHa B COOTBETCTBUMM C  OlpeleJieHUMeM
Kabat, omnpenesenmem Chothia, xoMOuHaumel omnopenejeHusa Kabat wu
onpemeyeHrueM Chothia, cucTemoln Hymepaumu IMGT, onpemnejieHrueM AbM
mnm omnpenejeHueM CDR MacCallum.

[00153] B ompeneJiIeHHBIX BapraHTax OCVYIeCTBJIEHUS OaHHoOe
n300peTeHMe OTHOCUTCHA K BHIOEJIEHHOMY aHTUTEIY, KOTOpoOe
crneuudmuuecKu CBA3HBaeTcsa < LAG-3 (HamnpuMmep, LAG-3 uUeJioBeKa),
IpruueM aHTUTEeJIO COLEPXUT:

(a) CDRH1 COIEPXNUT AMMHOKMCJIO THYIO [IoCJIeDOoBaTeJIBLHOCTD
DX1YX2X3 (SEQ ID NO: 140), rme

X1 mpencrTaByageT cobou T wmiam N,

X2 npencrTaBJjgeT cobou I mam M, a

X3 mpencrTaByaseT cobom H, Y wiam D; u/uim

(b) CDRH2 CONEPXUT AMMHOKMUCIIO THYI IIOCJIeOOBaTEJIbBHOCTE
X1IDPANX2X3X1XsXeX7PXsXo0X10 (SEQ ID NO: 142), rne

X1 npencrTaBJygeT cobou E, R, nm K,
X2 HOpencraByisgeT coBoM W
X3 HopencrasjsgeT coBoM W
X4 TipencTaBJIgeT CoOou
Xs mpencTaBJgeT CcoOoM

MJIn

Xg IpencTaBJIgeT CoOou W

U < X 23 2 U"

S
G,
H,
wim S,
H,
E,
win A,

X7 mpencTaBJgeT CcoOou
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Xg mpencrTaBJgeT cobou K mam R,

X9 mpencrarygeT coboy F mim L, a

Xi10 mOpencTapygeT cobo G mamu D; u/uam

(c) CDRH3 COOEPXUT AMMHOKMCJIIO THYIO [IOCJIeDOBaTEeJIbBHOCTD
YX1X2X3YX4VGGXsDY (SEQ ID NO: 144), rnoe

X1 mpencrTaByageT cobom Y, F wam S,

X2 npencramJygeT cobon Y maum D,

X3 npencramiygeTr codbom K mam R,

X4 npencrTaBJysgeT codbou D maum E, a

X5 mpencrTaByseT cobom F wuim C; wn/wiam

(d) CDRL1 CONEPXNUT AMMHOKMUCIIO THYIO IOCJIeOOBaTEJIbHOCTE
SVSSX1ISSSX2LXs (SEQ ID NO: 147), rnoe

X1 mpencrTaByigeT cobou S mau G,

X2 npencrTaBjfgeT cobo¥ N mam T, a

X3 mpencraBiaseT cobor H wmim Y; wu/wiam

(e) CDRL2 CONEPXNUT AMMHOKHUCIIO THYI IIOCJIEOOBATEJIBHOCTE
GTSNLAS (SEQ ID NO: 104); u/umm

() CDRL3 COOEPXUT AMMHOKMCJIO THYIO rIocJjlenoBaTeJIbLHOCTE
QOWX1X2YPX3T (SEQ ID NO: 149), rme

X1 npencraBJjgeT codbom S, N mam R,

X2 mpencraBygeT cobom S, T miam R, a

X3 mpencraByggeT cobom F, L, H miam W.

[00154] B orpeleJiIeHHEIX BapraHTax OCVyIeCcTBJIEHUS CDRH1
COOEPXUT aMMHOKMUCIIOTHYID IIOCJeIOoBaTeJIbHOCTE DXi1YXoXs3s (SEQ ID NO:
141), 1me X1 mpencrTaBiasgeT cobou T wuam N; Xz mnpencTabjseT cobom I
i M; a X3 mOpencrTaBasgeT cobor H mam Y. B onpenesieHHHX BapMaHTax
ocymecTBJIeHMa CDRH2 comepXmT aMUMHOKUCIIOTHYKR IIOCJIeIOBATEJIBHOCTE
X1IDPANX2X3X4KXsXePX7FQXs (SEQ ID NO: 143), 7r1me X1 TIpelCTaBJIAET
cobom E, R mim S; X, mpemncraBjgeT cobol D mam G; X3 IOpeacTaBJIgeT
coborm N wmiam H; X4 nOpencrasiasgeT coborm T miam S; Xs OpencTaBigeT
cobom Y wmim F; X OpencrabiasgeT cobol D miam A; X7 NOpencTaBJgeT
cobom K mmm R; a Xg HOpencrabjseT cobor G miam D. B omOpeneJIeHHHX
BapraHTax OCyleCTBJIeHUA CDRH3 COOEPXUT aMVHOKMCJIO THYIO
nocjiemnopaTeJIbHOCTE  YX1X2X3YDVGGX4DY (SEQ ID NO: 145), rme X1
opencraBygeT cobom Y, F wmim S; X, mpemncTaBjsgeT cobom Y miam D; Xs

OopencraBjfgeT cobom K mim R; a X4 Opencrasjser cobom F mim C. B
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onpeneJieHHEX BapMraHTax OCymeCTBJIEHN A CDRH3 COIOEPXUT
AMMHOKMCIJIOTHYI IIOCJIeOOBATEJIBHOCTDE YYYX1YX2VGGEFDY (SEQ ID NO:
146), 1me X1 mpencrarjgseT cobor K wmiam R; a Xz OpencTaBjfgeT cobon
D mum E. B oIpenesIeHHHX BapMaHTax ocymecTBJieHMA CDRL1 COOepXuT
AMMHOKMCJIOTHYIO IIOCJIeIOBaTeJIbHOCTL SVSSSISSSNLX: (SEQ ID NO: 148),
roe Xi: IHOpencTaBjafgeT cobod H wmiam Y. B oONpellejIeHHHX BapMaHTax
ocymecTBJIeHS CDRL3 COOEPXMUT aMUHOKUCIIOTHYK IIOCJIEeIOBATEJIEHOCTD
QOWX1SYPX2T (SEQ ID NO: 150), rme Xi mpemcrTaiBjigeT cobom S, N miam
R; a X mpencraBjsgeT cobom F, L wmiam H.

[00155] B ompeneJiIeHHBIX BapMaHTax OCVyIeCTBJIEHUS ODaHHoOe
n3o0bpeTeHMe OTHOCUTCSA K BHOSJIEHHOMY aHTUTEIY, KOTOpoOe
crneunuduueckm cCcpBsA3HBaeTca C  LAG-3 (HanpmuMep, LAG-3 dJeJIOBeKa),
IpruyueM aHTUTEJIO COOEPXUT:

(a) CDRH1 comepXuT aMMHOKMCIIOTHYK IIOCJeloBaTeJIbHOCTE DTYIH
(SEQ ID NO: 79); wn/wmu

(b) CDRH2 CONEPXNUT AMMHOKHUCIIO THYI IIOCJIEOOBATEJIBHOCTE
EIDPANDNTKYDPKFQG (SEQ ID NO: 90); u/uim

(c) CDRH3 COOEPXUT AMMHOKHUCIIO THYIO [IOCJIEDOBATEJIBHOCTE
YYYX1YXoVGGEDY (SEQ ID NO: 146), rme Xi: mpencrTarJjsgeT cobom K wmiau
R; a X2 npexncraBigeT cobor D wim E; u/nim

(d) CDRL1 COnEePXUT aAMMHOKMCJIOTHYIO [I0CJIeIOBaTEeJIBLHOCTE
SVSSSISSSNLH (SEQ ID NO: 100); u/wiu

(e) CDRL2 COIEPXNUT AMMHOKMCJIIO THYIO [IOCJIEOOBATEJIBHOCTE
GTSNLAS (SEQ ID NO: 104); u/umm

(f) CDRL3 CONEPXAUT AMMHOKMCJIO THYIO [IocJlefoBaTeJBLHOCTE
QOWSSYPFT (SEQ ID NO: 105).

[00156] B OIpeneJIeHHEIX BapMaHTax OCYIIECTBJIEHUI CDRH1
COINEPXUT aMMHOKMUCIIOTHYI IIOCJIeNOBATENILHOCTL, BHOPaHHY M3 TPYIIIH,
cocTosamen wu3 SEQ ID NO: 78-82. B omnpenmeJsieHHHX BapuaHTax
ocymecTeJeHrs CDRH2 comepXuT aMMHOKMCJIOTHYK IIOCJeOOBaTEJIEHOCTE,

BEIOpaHHYK U3 TPYIIIH, cocTodmen U3 SEQ ID NO: 83-93. B

onpeneJieHHEX BapMraHTax OCymeCTBJIEHN A CDRH3 COIOEPXUT
AMMHOKMCIIOTHYIO [IOCJIenOBaTEeJIbHOCTE, BHIOPaHHYIO nus3 TPYIIIIH,
cocTosamenm wu3 SEQ ID NO: 94-99, B omnpenmeJsieHHEHX BapuaHTax

ocymecTBJeHd CDRL1 COOEepXUT aMMHOKMCJIOTHYK IIOCJIENOBATEJIBHOCTE,

BEIOpaHHYI W®3 TPYIIIH, cocTodmen w3 SEQ ID NO: 100-103. B
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onpeneJieHHEX BapMraHTax OCymeCTBJIEHN A CDRL3 COIOEPXUT
AMUHOKMCJIO THYIO [IOCJIeNOBATEJIEHOCTE, BHIOPAHHY us TPYIIIIH,
cocTosamen 3 SEQ ID NO: 105-112.

[00157] B omnpeneJieHHEIX BapraHTax OCVYIeCTBJIEHUS OaHHOe
n300peTeHNre OTHOCUTCH K BHIEJIEHHOMY AHTUTEIY, KOTOpoOe
crneuudmuueckKu CBA3HBaeTcsa < LAG-3 (Hamnpumep, LAG-3 ueJioBeKa),
opruyeM aHTUTEeJIO COOePXUT 1JoMeH VH, comepxamui aMMHOKMCJIOTHHE
nocjyenmoBaTesqbHoCTM CDRH1, CDRH2 m CDRH3, npemcrTaBJieHHBe B SEQ ID
NO: 78, 83 m 94; 78, 85 m 95; 78, 86 m 96; 78, 86 m 97; 78, 91 mu
94; 78, 92 m 96; 79, 84 um 95; 79, 88 m 95; 79, 89 m 95; 79, 90 mu
95; 79, 90 m 98; 79, 90 m 929; 80, 85 m 96; 81, 87 m 96 umm 82,
93 m 95, COOTBeTCTBEeHHO. B olpenejleHHHX BapMaHTax OCYyleCTBJIEHUMA
DaHHOe M300peTeHre OTHOCUTCSA K BHIOEJIEHHOMY aHTUTeJly, KOTopoe
crneunud@uueckm cCpBsAa3HBaeTca C  LAG-3 (HanpmuMep, LAG-3 dJeJIOBeKa),
IpruueM aHTUTeJIO COHOepPXUT JoMeH VH, comepXamni aMMHOKMCJIIOTHHE
nocjyenoraTesgpHoCcT CDRH1, CDRH2 m CDRH3, npencraBJieHHBle B SEQ ID
NO: 79, 90 m 95, COOTBETCTEEHHO. B olpemejieHHEIX BapMaHTax
OCYIEeCTBJIEHUA OaHHOe nsobpeTeHMne OTHOCUTCHA K BHIIEJIEHHOMY
AHTUTEJY, KOTOopoe CclIeludrnueCKM CBA3HBaeTCcda ¢ LAG-3 (Hamopumep,
LAG-3 uyeJiOBeKa), IpUUeM aHTUTEeJIO COIepXUT noMeH VH, coIepXamumn
AMMHOKMCJIO THEIE [IOCJIegoBaTEeJIbHOCTHU CDRH1, CDRH2 u CDRH3,
npencraBJeHHEe B SEQ ID NO: 79, 90 m 98, COOTBETCTBEHHO.

[00158] B orpeneJyieHHBIX BapraHTax OCVyIeCcTBJIEHUS ODaHHoOe
n3obpeTeHKe OTHOCHUTCH K BHIEJIEHHOMY aHTUTEJY, KOTOpoOe
crneuuduUueckm cCBsA3HBaeTca C  LAG-3 (HanpmuMmep, LAG-3 dJeJIoBeKa),
opruyueM aHTUTEeJIO COOepPXUT JoMeH VL, comepXamui aMMHOKMCJIIOTHHE
nocjyenoraTesbHoCcT CDRL1, CDRLZ2 m CDRL3, npemcrTaBJieHHBe B SEQ ID
NO: 100, 104 m 105; 100, 104 m 106; 100, 104 m 107; 100, 104 wu
109; 100, 104 m 110; 101, 104 m 108; 102, 104 m 105; 102, 104 wu
112 mmm 103, 104 m 111, COOTBEeTCTBEHHO. B OINpeleJIeHHHX BapMaHTax
OCYIIEeCTBJIEHUA OaHHOe nsobpeTeHMne OTHOCUTCH K BHI&JIEHHOMY
aHTUTeJYy, KOTOopoe cleludrnueCKM CBA3bHBaeTCcsa ¢ LAG-3 (Hamopumep,
LAG-3 uyeJIOBeKa), IIpUYeM aHTUTEeJIO COIepXUT »OoMeH VL, coIepXamuin
AMVMHOKMCJIO THEIE [IOCJIEOOBATEJIBHOCTHU CDRL1, CDRL2 u CDRL3,
npencrTarJieHHEle B SEQ ID NO: 100, 104 m 105, COOTBETCTBEHHO.

[00159] B ompeneJiIeHHEIX BapraHTax OCVYIeCTBJIEHUS OaHHOe
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n300peTeHMe OTHOCUTCSA K BHIOEJIEHHOMY AHTUTEIY, KOTOpoOe
crneuuduueckm cpsa3pBaeTca C  LAG-3 (HanpuMmMep, LAG-3 dJeJiIOBeKa),
IpuyeM aHTUTEJIO CONepXUT BapuabeJbHYy© o00JlacTbh TAXKeJIOM Lelu,
comepxamyio objiactm CDRH1, CDRHZ m CDRH3, u BapuabeJibHYI 00JIacTb
JerkoM 1enmu, comepxamyio objgactu CDRL1, CDRL2 wu CDRL3, npuuem
objiactm CDRH1, CDRH2, CDRH3, CDRL1, CDRL2 wu CDRL3 comepxarT
AMMHOKMCJIOTHEIE IIOCJIeNOBaTEeJILHOCTHM, IpencTaBJieHHEe B SEQ ID NO:
78, 83, 94, 100, 104 wu 105, 78, 85, 95, 100, 104 u 105; 78, 8¢,
96, 100, 104 um 105; 78, 86, 96, 100, 104 uw 109; 78, 86, 96, 100,
104 wn 110; 78, 86, 96, 101, 104 m 108; 78, 86, 96, 103, 104 wu
111; 78, 86, 97, 102, 104 w 112; 78, 91, 94, 100, 104 u 107; 78,
92, 96, 100, 104 wm 105, 78, 92, 96, 100, 104 wm 109; 79, 84, 95,
100, 104 mu 105; 79, 84, 95, 100, 104 u 106; 79, 84, 95, 102, 104
n 105; 79, 88, 95, 100, 104 wm 105; 79, 89, 95, 100, 104 m 105;
79, 90, 95, 100, 104 w 105; 79, 90, 98, 100, 104 m 105; 79, 90,
99, 100, 104 m 105; 80, 85, 96, 100, 104 um 105; 81, 87, 96, 100,
104 »n 105; 81, 87, 96, 100, 104 m 107 wmm 82, 93, 95, 100, 104 nu
105, COOTBETCTBEHHO. B OIpeleJiIeHHHX BapMaHTax OCyMeCTBJIEHUS
DaHHOe M300peTeHMe OTHOCHUTCSA K BHIOEJEHHOMY aHTUTeJy, KOTOopoe
crneuudmuueckm cpaspBaeTcd Cc  LAG-3  (HanpuMmep, LAG-3 dJeJioBeKa),
IpyUdYeM aHTUTEJIO CONEepPXUT BapuabOeJlbHYK o00JlacTbk TsXeJION Lelwu,
comepxamyn obisactu CDRH1, CDRH2 m CDRH3, u BapmabesibHyK 00JacTb
Jerkom uenu, comepxamyio objgactu CDRL1, CDRL2 wm CDRL3, mOopuueMm
objacTtm CDRH1, CDRH2, CDRH3, CDRL1, CDRL2 wu CDRL3 comepxaT
aAMMHOKMCJIOTHEIE IIOCJIeNOBaTeJILHOCTHU, IpencTaBJieHHBEe B SEQ ID NO:
79, 90, 95, 100, 104 wmu 105, COOTBeTCTBEHHO. B oOpenejlIeHHHX
BapMaHTax OCyWeCTBJIeHU ODaHHOe n300peTeHUe OTHOCHUTCSH K
BHIIEJIEHHOMY aHTUTEeJy, KOTopoe clhHeludruiecky CBA3HBaeTcsa ¢ LAG-3
(HanpuMep, LAG-3 yeJIOBEKa) , npruyeMm aAHTUTEJIO CONEPXUT
BapuabesibHylD o00JlacTh TSXKeJON lienu, colepxamyio objgactu CDRHI,
CDRH2 m CDRH3, u BapuadbelibHYyH o00JIacTb JeTKOoW Lelr, COoIOepXallyo
oBmacTtum CDRL1, CDRL2 wm CDRL3, npumueMm objgactu CDRH1, CDRHZ,
CDRH3, CDRL1, CDRL2 " CDRL3 comepxart AMMHOKMCJIO THEIE
[IOCJIeOOBRATEJIbHOCTH, IIpencTaBJieHHEle B SEQ ID NO: 79, 90, 98, 100,
104 m 105, CoOOTBETCTBEHHO.

[00160] B ompeneJiIeHHEIX BapraHTax OCVYIeCTBJIEHUS OaHHOe
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n300peTeHre OTHOCUTCH K BHIEJIEHHOMY aHTUTEJY, KOTOpoOe
crneuuduueckm cpsa3pBaeTca C  LAG-3 (HanpuMmMep, LAG-3 dJeJiIOBeKa),
IpUUeM aHTUTEeJIO COIEPXUT BapuabeslbHYI o00JlacTh TsaxeJon uenu (VH),
comepXxamyrn OOHY, IBe MM BCce Tpu M3 CDR VH aHTMTesla B Tabjullax
1, 2, 6 wm 7. B HeKOTOPHX BapMaHTaxXx OCYULeCTBJIeHUA aHTUTEJIO
COOEPXUT OOHY, IOBe, TpM WIM BCe UeTHpe KapKacCHEX objlactu VH,
ONVICaHHHX B OaHHOM IOOKYMEHTE. B KOHKPETHHX BapMaHTax
OCYWEeCTBJIEHUSA aHTUTEJIO COONEePXUT OHOHY, IBE, TPU MM BCe UYeTHpe U3
KapkKacHHxX o6JacTey (FR) VH, yKa3aHHHX B Tabiauue 4 (Haopumep,
OOHY, IBe, TPpM WIM UYeTHpPe KapKacHHX o06JlacTM B OIOHOM paOy B
Tabmmue 4) , B OIpelleJIeHHHX BapMaHTax OCYWeCTBJIEHUA aHTUTEeJIO
COOEPXUT OOHY, InOBe, TpU WIXM BCe UeTHpEe KapKacCHEX o00JlacTu
IOCJIENOBATEJBHOCTY BapuabelbHOM objgacTy Tsxeygon uenu SEQ ID NO:
151 wim 222. B oOIpemeJleHHHX BapMaHTax OCYWMEeCTBJIeHUS aHTUTEeJIO
COOEPXUT OOHY, IOBe, TpU WIXM BCe UeTHpe KapKacCHEX 00JlacTu
IOCJIENOBATEJBHOCTY BapuabellbHOM objgacTy Tsaxeyon uenu SEQ ID NO:
218 wmim 223. B OIpeleJIeHHHX BapMaHTax OCYWeCTBJIEHUA aHTUTEeJIO
COOEPXUT OnHY, IoBe, TPU W YeTHpe KapKaCHHX obJjlacTu
IIOCJIENOBATEJILHOCTY BapualelIbHOM 0O0JIaCTM TSXeJIOM LellM, KOTOpHeEe Ha
no MeHbmem Mepe 75%, 80%, 85%, 90%, 95% wmmam 100% (HanpuMmep, IO
MeHbIIEV Mepe 86, 87, 88, 89, 90, 91, 92, 93, 94, 95, 96, 97, 98
i 99%) MIEeHTHMYUHH OXOHOM, @OBYM, TPeM WIM UYeTHpPpeM KapKaCHHM
oBJjlacTaAM I[OCJEelNOBaTEeJIbHOCTL Bapuad®ellbHOM 00JlacTU TsXKeJOM Ilenu,
BHIOpaHHBIM M3 TPYIMNH, cocToAmer u3 SEQ ID NO: 56-72 m 220. B
onpeneJieHHHX BapMaHTax OCyWeCTBJIEHUSI aHTUTEJIO COHOEPXUT
BaprabellbHY KapKacHyl o00JlaCcThk TAXeJIOW I1enM, KoTopas SABJIAeTCH
WM HOPOUCXOOUT U3 aMMHOKMCJIOTHOM IMOCJelOBAaTEJILHOCTHM, KOIOUPYeMOM
T'eHOM UYeJIOBeKa, IIpMUYeM aMUHOKMCJIOTHAaS I[IOCJIelOBaTeJIbHOCTE BHOpaHa
nus3 TPYIIEL, cocrTodmen nus3 IGHV1-46 (HanpuMep, IGHV1-46*01,
HanpuMep, MVMeKmel aMMHOKUCJIOTHYKR IIoCJiefoBaTesJlbHOCTE SEQ ID NO:
153), IGHV1-69-2 (HanpuMep, IGHV1-69-2*01, HaIopuMmMep, KVMeoIen
AMMHOKMCJIOTHYIO IIOCJIeIOBaTeJIbHOCTD SEQ ID NO: 154), IGHV1-3
(HanpuMmep, IGHV1-3*01, HalIpUMep, VMeKIe AMUHOKMUCJIJIOTHYIO
nocyjienoBaTeJibHOCTE SEQ ID NO: 155), IGHVI1-24 (HanpumMmep, IGHV1-
24*01, HanpuMep, }MeKlel aMMHOKMCIJIOTHYK IIOCJIeOOoBaTeJIbHOCTE SEQ

ID NO: 156), IGHV1-2 (HanpuMmep, IGHV1-2*01, HaIpuMep, UMeKIeN
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AMMHOKMCJIOTHYIO IIocJemoBaTelJibHOCTE SEQ ID  NO: 157), IGHV1-45
(HanpuMep, IGHV1-45*01, HalpuMep, MMeKIe AMUHOKMUCJIIOTHYIO
nocyenoBaTeJibHOCTE SEQ ID NO: 158), m IGHV1-18 (manpmmep, IGHV1-
18*%01, HamopuMmep, HUMeKIeM aMMHOKMCJIOTHYI IIOCJIedOoBaTeJIbHOCTE SEQ
ID NO: 159). B KOHKPeTHEX BapMaHTax OCYILeCTBJIeHMA BapuabelibHad
KapkacHasga oO0JlacTb TAXeJIOM LelM, KoTopas I[oJlydeHa M3 yKasaHHOU
AMUHOKMCJIO THOM [IOCJIENORATEJNLHOCTH, COCTOUT ns yKa3aHHOM
AMMHOKMCJIO THOM [IOCJIENORBATEJNBEHOCTH, c IPUCYTCTBUEM oo 20
AMMHOKMCJIOTHHX 3aMeH, IeJlelUri /MM UHCePLMUM, IPelloUTHUTEJbHO IO
20 aMMHOKMCJIOTHEIX 3aMeH. B KOHKPETHOM BapMaHTe OCYIeCTBJIIEHUS
BapuabellbHasd KapKacHasd o00JacTb TAXKeJIOW 1LenM, KOoTopasd IIoJIydeHa U3
YyKa3aHHOMU AMMHOKUCJIO THOM [IOCJIENOBATEJIEHOCTH, COCTOUT ns
yKa3aHHOM aMMHOKMCJIOTHOM IocJemoBaTeJlsHoCTM ¢ 1, 2, 3, 4, 5, o,
7, 8, 9, 10, 11, 12, 13, 14, 15, 16, 17, 18, 19 wumm 20
AMMHOKMCJIIOTHEX OCTATKOB, 3aMeHAKIMX aMWMHOKMCJIIOTY, HalleHHYyKD B
AHAJIOTMYHOM I[IOJIOKEHMM B COOTBETCTBRYyKMEeN BapuabeJIbHOM KapKaCHOM
of0JlacTMU TAXeJIOM LelM, IIOJIYYeHHOM He OT UeJloBeKa. B HeKOTOPHX
BapMaHTax OCYIWEeCTBJIEHNA aHTUTEJIO COLNEPXUT BapuabelIbHyKn KapKacCcHYIO
obJjiacThb TIKeJION ey, KoTopasd HoJiydeHa M3  aMMHOKMCJIOTHOM
nocjyenoBaTengbHoCcT SEQ ID NO: 153), npuueM IO MeHBIIEM Mepe OOHa
aAMMHOKMCJIOTa B aMMHOKMCJIOTHOM IIocJiedoBaTeJibHoCcTM SEQ ID NO: 153
3aMeleHa aMMHOKMCJIOTOM B aHaJJOTMUHOM IIOJIOXKEHMM B COOTBeTCTBYyIeN
BaprabelbHOM 0O6JacTM TAXKEJIOW lLeny, I[IOJIYUdeHHOW He OT ueJiloBeka. B
KOHKPETHOM BapMaHTe OCYyWeCTBJIEHUSI aMMHOKMCJIOTHA A 3aMeHa
HaxOOUTCHA B aMMHOKMCIIOTHOM IIOJIOXKEHMM,  BEHOPaHHOM W3  TPYIIIH,
cocrodqmen wu3 4, 5, 12, 23, 27, 28, 29, 30, 48, 69, 71, 75, 76,
80, 81 u 94, npuyeM  aMMHOKMCJIOTHOE [IOJIOXEHME  YKa3aHOo B
COOTBETCTBUM C CHUCTeMOM HyMepalum Kabat. B KOHKpeTHHX BapMaHTax
OCymeCTBJIeHUS aMMHOKUCJIOTHaSA 3aMeHa BuOpaHa M3 TPYINH, COCTOAMEN
ns 4M, bK, 12v, 23T, 27F, 28N, 29I, 30K, 48I, 691, 71A, 75S,
76N, 80L, 810 wm 94T, mnpuueM IOJOXeHME aMMHOKMCJIOTHOM 3aMeHEH
yKa3aHoO B COOTBETCTBUM C CUCTeMOM HyMepauuu Kabat. B 1npyrom
KOHKPETHOM BapMaHTe OCYWeCTBJIEHNA aMVUHOKMCJIOTHA A 3aMeHa
HaxXOOUTCHA B AaMUHOKMCJIIOTHOM IIOJIOXEHWMM,  BEHOPaAHHOM W3  TPYIIIH,
cocTodgmen wus 4, 27, 28, 29, 30, 69, 71 w94, IprYeM

AMVMHOKMCIIOTHOE ITOJIOXEHNE YKasaHoO B COOTBETCTBUNA C CUCTeMOMn
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HyMepalnmn Kabat. B KOHKPETHOM BapuaHTax OCYIeCTBJIEHNUA
aMMHOKMCJIOTHASA 3aMeHa BHOpaHa M3 TpPYyINOe, cocTodmew u3 4M, 27F,
28N, 29I, 30K, ©69I, 71A m 94T, npuueM IOJIOXeHME aMMHOKMCJIIOTHOM
3aMeHH YyKas3aHO B COOTBETCTBMM C CUCTeMOM HyMepauum Kabat.

[00161] B omnpenejieHHEHX BapmaHTax ocylleCcTBJIEHMSI  OaHHOe
n300peTeHNre OTHOCUTCH K BHIEJIEHHOMY AHTUTEIY, KOTOpoOe
crneumudmuueckm cBA3HBaeTca ¢ LAG-3 (HanpmuMmep, LAG-3 dJeJIoBeKa),
IpuyeM aHTUTEeJIO COHOepPXUT BapuadbesbHylo ofbjlacTb Jilerkom uemnm (VL),
comepXxamyrn OOHY, IBe MM BCe Tpu M3 CDR VL aHTUTeJsla B Tabjauiax
1, 3, 6 m 7. B HeKOTOPHX BapMaHTax OCYWeCTBJEHUI aHTUTEeJIO
COOEPXUT OIOHY, IBe, TpU WIM BCe UeTHpe KapkKacCHEX objlactu VL,
OV CAaHHHX B OaHHOM OOKYMEHTE., B KOHKPETHHX BapMaHTax
OCYWEeCTBJIEHUA aHTUTEJIO COLNePXUT OHOHY, ILBe, TPU MM BCe UeTHpe U3
KapkKacHHxX ob6JacTe (FR) VL, yKa3aHHHX B Tabiauie 5 (Hanopumep,
OOHY, IBe, TpM WIM UYeTHpe KapkKacCHHEX o00JlacTM B OIOHOM pAaAOy B
Tabjuue 5) , B oOlpellelJIeHHHX BapMaHTax OCYWeCTBJIEHUA aHTUTeJIO
COOEPXUT OOHY, IOBe, TpU WIX BCe UeTHpe KapKacCHEX o00JlacTu
IIOCJIENOBATEJIBHOCTY BapuabellbHOM oB0JacTu JeTrkonm uUenmu SEQ ID NO:
152 wmm 224. B oONIpemejleHHHX BapMaHTax OCYIMEeCTBJIEHUA aHTUTEJIO
COOEPXUT OnHY, IoBe, TPH NI UeTHpe KapKaCHEX obJjlacTu
IOoCJIeNOBaTeJIbHOCTY BapuabesibHOM o6JacTy JIeTKOM LenyM, KOTOpHeEe Ha
no MeHbme¥ Mepe 75%, 80%, 85%, 90%, 95% wmim 100% (Hanopumep, IO
MeHbIIeM Mepe 86, 87, 88, 89, 90, 91, 92, 93, 94, 95, 96, 97, 98
i  99%) WMIEeHTMYHH OXOHOM, HOBYM, TpPeM WIM UYeTHpPpeM KapKaCHHM
oBJacTAM IIOCJIeNOoBaTeJIbHOCTEL BapuabelbHOM o006JacTM JIeTKOM I1enu,
BHIOPAHHEM U3  I'PYIIIH, cocTosmerr wm3 SEQ ID NO: 73-77. B
onpeneJie HHEX BapraHTax OCyWeCTBJIEHU I aHTUTEJIO COOEPXUT
BaprabellbHY KapKacHyK o00JIacTb JIeTKOMW llelM, KOoTopas HABJISAETCS WU
IPOUCXOOUT U3 AMMHOKMCJIOTHOM  IIOCJIeOOBaTeJIbHOCTH, KOOVPYeMOoM
T'eHOM UYeJIOBeKa, IIpHUYeM aMUHOKMCJIOTHAaS I[IOCJIelOBaTeJIbHOCTE BHOpaHa
nus TPYIIEL, cocrTodmen nus3 IGKV3-20 (HanpuMep, IGKV3-20*01,
HanpuMep, MVMeKmel aMMHOKUCJIOTHYKR IIoCJiefoBaTesJlbHOCTE SEQ ID NO:
160), IGKV3D-15 (HanmpuMep, IGKV3D-15*01, HallpuMep, VMenmen
AMMHOKMCJIOTHYIO IIocJiemopaTelJilbHOCTE SEQ ID  NO: 1lel), IGKV3-15
(HanpuMmep, IGKV3-15*01, HalIpuMep, MMeKnIe AMMHOKMUCJIOTHYIO

nocyenoBaTeJibHOCTE SEQ ID NO: 161), IGKV3D-20 (HanpuMmep, IGKV3D-
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20*01, HamnpuMep, UMeKlel aMMHOKMCIJIOTHYK IIOCJIeNOBaTeJIbHOCTE SEQ
ID NO: 162), IGKV3D-7 (Hanpumep, IGKV3D-7*01, HalopuMep, MMeKIeN
AMMHOKMCJIOTHYIO IIOCJIeIOBaTEeJIbHOCTD SEQ ID NO: 163), IGKV1-9
(HanmpuMep, IGKV1-9*01, HalpuMep, MMeKne AMMHOKMCJIIOTHYIO
nocjenoBaTesbHOCTE SEQ ID NO: 164), m IGKV3-11 (Hanpumep, IGKV3-
11*01, HaopuMep, }WMeKmelY aMMHOKMCJIOTHYK I[IOCJIelNoBaTeJIbHOCTL SEQ
ID NO: 165). B KOHKpPeTHHX EBapMaHTax OCYIECTEBJIeHMa BapuabeJibHaAd
KapkacHas ofjlacTk JeI'koM lLenM, KoTopas IIoJydeHa M3 YKa3aHHOM
AaMUHOKMCJIO THOM IoCJIeIOBaTEeJIbHOCTH, COCTOUT nus3 yKasaHHOM
AMUHOKMCJIO THOM IOoCJIeIOBaTEeJIbHOCTH, c IPUCYTCTBUEM oo 20
AMMHOKMCJIOTHEX 3aMeH, »IeJIelui ¥/WUIM MHCEepLWi, OPpelloUuTUTEJILHO OO
20 aMMHOKMCJIOTHHIX 3aMeH. B KOHKPEeTHOM BapMaHTe OCYMeCTBJIEHUSI
BapuabesibHasa kKapkacHasg o6JacTb JeTKo¥W lielM, KoTopas I[IoJydeHa U3
yKasaHHOU aMVHOKMCJIO THOM [IOCJIeIOBATEJILHOCTH, COCTOUT n3
yKa3aHHOM aMMHOKMCJIOTHOM IocJemoBaTeJlsHOCTM ¢ 1, 2, 3, 4, 5, o,
7, 8, 9, 10, 11, 12, 13, 14, 15, 16, 17, 18, 19 wumm 20
AMMHOKMCJIOTHEIX OCTATKOB, S3aMeHAKNMX aMMHOKMCJIOTY, HalIeHHYI B
aHaJIOTMUYHOM IIOJIOXEHVM B COOTBETCTBYyKIelN BapuabelIbHOM KapkKacHOM
obJjiacTyM JIeTKOM lenu, IIOJIydeHHOM He OT uYeJloBeKa. B HeKOTOPHX
BapMaHTax OCYIEeCTBJIEHUSI aHTUTEJIO COIEPXUT BapuabellbHYyl KapKaCHYI
oBJjlacTb JeTKOM uenu, KOoTOpad [IoJIyuyeHa ns3 AMUHOKMCJIO THOM
nocyjenoBatTeJbHOCTM SEQ ID NO: 160, npuueM IO MeHBIIEM Mepe OIHAa
AaMMHOKMCJIOTa B aMMHOKMCJIOTHOM IIocjlefoBaTeJibHOCTM SEQ ID NO: 160
3aMeneHa aMMHOKMCJIOTOM B aHaJIOTMUHOM IIOJIOXEHMM B COOTBEeTCTBYIIEN
BapuabesyibHOM o006JacTu JIeTKOM LelM, II0JIyUdeHHOM He OoT ueJjloBeka. B
KOHKPETHOM BapraHTe OCVYIIECTRBJIEHUA aAMMHOKMCJIOTHA S 3aMeHa
HaxXxoOUTCAd B aMMHOKMCJIOTHOM TIIOJIOXEeHUM, BHIOpPaHHOM W3 TPYIIIH,
cocTodmen wu3 3, 22, 36, 43, 47, 58, 70 w71, IprYeM
AMMHOKMCJIOTHOE  IIOJIOXeHMe yKasaHo B COOTBETCTBMM C CHUCTEeMOM
HyMepaluum Kabat. B KOHKPETHOM BapMaHTax OCYIECTBJIEHNA
aMMHOKMCJIOTHAS 3aMeHa BeOpaHa M3 TpPYyIOe, cocTodmer u3 3L, 22T,
36F, 43S, 47w, 58V, 70S m 71Y, nOpuueM TIOJIOXeHMEe aMUHOKMCIIOTHOMN
3aMeHH YKa3aHO B COOTBETCTBMM C CHUCTeMOM HyMepauum Kabat.

[00162] B omnpelneJIeHHEIX BapraHTax OCVYIeCTBJIEHUS OoaHHoOe
n3obpeTeHue OTHOCUTCH K BHIEJIEHHOMY AHTUTEIY, KOoTopoe

crneunudmuueckm cpas3pBaeTcd ¢ LAG-3  (HanpuMmep, LAG-3 dJeJioBeKa),
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opuyeM aHTUTEeJIO COOepXUT BapuabellbHyl o06JlacTb Taxejon uemnmu (VH),
comepXamyrn OOHY, IBe MM BCe Tpu M3 CDR VH aHTUTesla B Tabjauilax
1, 2, 6 wm 7 (HampuMep, CDR VH B OOHOM pdAny TabiauUel 2) WU
BapuabesyibHy© oO0JlacTb JeTrkoy Lenmu (VL), comepxalyln OOHY, IBe WIK
Bce Tpu CDR VL aHTuTesyla B Tabmuus 1, 3, 6 m 7 (HanpuMmep, CDR VL
B OOHOM pany Tabauubsl 3). B HEKOTOPHX BapMaHTax OCYymeCTBJIeHUA
AHTUTEJIO COIEPXUT KapKacHee objJactTu VH M KapkacHbee objgactu VL,
OTIMCAaHHHE B OaHHOM OOKYMEHTe. B KOHKPE&THEIX BapraHTax
OCYIIECTBJIEHMA AaHTUTEJIO COINEPXUT KapKacHee oBJacTu (FR) VH,
yKazaHHEe B Tabjguue 4 (HanopuMmep, OIOHY, -OBe, TpWM WIM UYeTHpEe
KapkKacCHHX 0O0JJaCTM B OIOHOM psany B Tabiuie 4), UM KapkKacHHe o00JacTu
(FR) VL, ykaszsaHHHe B Tabiuie 5 (HampuMmMep, OOHa, IOBe, TPpU WIK
UeTHpEe KapKacCHHX 00JJacTM B OIOHOM pany B Tabiauie 5).

[00163] B omnpeleJIeHHEIX BapraHTax OCVYIeCTBJIEHUS OoaHHoOe
nz3obpeTeHUe OTHOCUTCH K BHIIEJIEHHOMY AHTUTEIY, KOoTopoe
crneuud@uueckm cpsa3pBaeTca C  LAG-3 (HanpmuMep, LAG-3 dJeJIOBeKa),
IpuyeM aHTHUTeJIO COOepXuT IJoMeH VH, comepXamui aMMHOKMCJIIOTHHE
nocjyenoratTesgpHocT CDRH1, CDRH2 m CDRH3, npencraBJieHHBle B SEQ ID
NO: 79, 90 m 95; mmm 79, 90 m 98, COOTBETCTBEHHO. B OlIpelelIeHHHX
BapMaHTax OCYIEeCTBJIEHUA aHTUTEJIO COOEepPXUT OIOHY, IOBe, TPpU WU BCe
UeTHpe KapkKacHHX obJjlacTu VH, HDOJIydeHHHX M3 VH aHTUTeJla UYeJjloBeKa
Wiy  npuMarTa. B HEKOTOPEHX BapMaHTax OCYIeCTBJIEHUA aHTUTEJIO
COIOEPXUT KapKacHee obJjlacTy VH aHTUTeJa, NOpeldcTaBJIeHHHEe B Tabjule
4.

[00164] B ompeneJiIeHHBIX BapraHTax OCVyIeCcTBJIEHUS ODaHHoOe
nz3obpeTeHue OTHOCUTCH K BHIIEJIEHHOMY AHTUTEIY, KOoTOopoe
crneumud@uueckm cCcpBsA3HBaeTca C  LAG-3 (HanpmuMep, LAG-3 dJeJIoOBeKa),
opuyeM aHTHUTeJIO COOepXuT IJoMeH VL, comepxXamui aMUMHOKMCIIOTHHE
nocyenoraTesqpHocT CDRL1, CDRL2 m CDRL3, npenmncraBJieHHBle B SEQ ID
NO: 100, 104 wmu 105, cooTBeTCTBEHHO. B oIpelleJIeHHEX BapHaHTax
OCYIECTRBJIEHVUA aHTUTEJIO COIEepPXUT OIOHY, IOBe, TpU WIM BCe UeTHpPe
KapKacHEX objlacTu VL, T[OJYyUYeHHEX M3 VL aHTUTeJla UYeJloBeKa WIn
IprMaTa. B HEKOTOPHX BapMaHTax OCYIEeCTBJIEHMS aHTUTEJIO COINEPXUT
KapkacHee ofOjiacTv VL aHTUTeJa, NpeOCcTaBJIeHHEHEe B Tabiule 5.

[00165] B ompeneJiIeHHEIX BapraHTax OCVYIeCTBJIEHUS OaHHoOe

MBO@peTeHMe OTHOCUTCA K BEIOEJIEHHOMY aHTHUTEeIly, KROTOpOe
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crneuudnuueckmM cpesa3pBaeTca C  LAG-3 (HanpuMep, LAG-3 dJeJIOBeKa),
IpUUeM aHTUTEJIO COIOepXUT BapuabeJlbHyK o00JIacTh TAXeJIONM Lenu,
comepxamyilo obisiacTtm CDRH1, CDRHZ m CDRH3, u BapuabeJibHYK 00JIacTb
JIeTKOM Lenu, colepxamyo objgactu CDRL1, CDRL2 wm CDRL3, OpuueMm
objiactm CDRH1, CDRH2, CDRH3, CDRL1, CDRL2 wu CDRL3 comepxaT
AMMHOKMCJIOTHEIE [IOCJIeDOBaTeJIbHOCTHM, pencTaBJieHHBle B SEQ ID NO:
79, 90, 95, 100, 104 m 105 wmm 79, 90, 98, 100, 104 wm 105,
COOTBETCTEBEHHO. B oOlpellelJIeHHHX EBapuaHTax OCYUIEeCTRJIEHUS aHTUTEJIO
COOEPXUT OIOHY, IBe, TpU WIM BCe UeTHpe KapkacCHEHe objlactu VH,
[IOJIy4deHHEe M3 VH aHTHUTeJla 4YeJIOBEKa WM I[IpMMaToB, U OIHY, IBe,
TPU WM BCe UeTHpe KapKacHpee objactM VL, [OOJydYeHHEHe M3 VL
aHTHUTeJla JeJIoOBekKa VI [IPUMATOB . B HEKOTOPHX BapMaHTax
OCYWEeCTBJIEHVA AaHTUTEJIO CONEPXUT KapKacHee ofjlacTu VH UM KapkKacCHEE
obJlacTu VL aHTuTeJa, npencTaBJIeHHEE B TabJmilax 4 " 5
COOTBETCTBEHHO.

[00166] B omnpemeJIeHHEX BapMaHTax OCYMEeCTBJIEHUMS B JTaHHOM
N300peTeHNM IIPpelJIOKEeHO BHIEJIEHHOEe aHTUTEJIO, KOTOpoe CIelUudruecKU
cBAa3HBaeTca ¢ LAG-3 (HanpuMep, LAG-3 uyeJjioBeka), comepxalee
BaprabesylbHYy O0O0JIaCThk TAXeJOM Lely, CoOepXallyld aMUMHOKUCIIOTHYIO
nnocyenoBaTeJsibHoCcTs  SEQ  ID NO: 151 wmam 222. B ONpemejIeHHHX
BapuaHTax OCYIIeCTBJIEHN A B OaHHOM n300peTeHnn IPenJjIoXeHO
BHIOEJIEHHOE AaHTUTEJIO, KOTOpOoe CIHeLuudrMuyecKM CBA3bBaeTcad C LAG-3
(HanpuMep, LAG-3 ueJjiOoBeKa), comepxallee Bapuab®eJIbHYID 00JlacThb
TSKEJION LelM, CcoIepXalyl aMMHOKMCIIOTHYI IIOCJIedoBaTeJIbHOCTE SEQ
ID NO: 218 wmium 223. B oOIpemeJyIeHHHX BapMaHTax OCYyIeCTBJIEHUA
DaHHOe M300peTeHre OTHOCUTCSA K BHIOEJIEHHOMY AaHTUTeJly, KOoTopoe
crneumud@uueckm cCcpBsA3HBaeTca C  LAG-3 (HanpmuMep, LAG-3 dJeJIoOBeKa),
comepxalleMy  BapuabOeJIbHYIO o6JjiacThb TOKeJIOM — 1Lenwu, comepXxamyo
AMMHOKMCIIOTHY IIOCJIeNOBRaTeJIbHOCTE, KOTopasd Ha IO MeHBIel Mepe
75%, 80%, 85%, 90%, 95% wmam 100% (HanopuMep, IO MeHbIel Mepe 86,
87, 88, 89, 90, 91, 92, 93, 94, 95, 96, 97, 98 wmmm 99%)
MOEHTMYHA aMMHOKMCIIOTHOM TIIOCJeIOoBaTeJILHOCTM, IIpuBeleHHOM B SEQ
ID NO: 56, 57, 58, 59, 60, 61, 62, 63, 64, 65, 220, 66, 67, 68,
69, 70, 71 wimm  72.B  oOIpemeJIeHHHX BapuaHTax OCYIEeCTBJIEHUS
AHTUTEJIO COIEPXUT BapuabeslbHYI O0O0JIaCcThk TKEJION Lely, UMeKIyk

aMMHOKMCJIOTHYIO IIOCJIelOBaTeJIbHOCTE, IIpuBeleHHYI B SEQ ID NO: 56,
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57, 58, 59, 60, 61, 62, 63, 64, 65, 220, 66, 67, 68, 69, 70, 71
w12, HeoOA3aTeJIbHO, IpM STOM aMMHOKMCJIOTHEIM OCTaTOK B
nojioxeHnr 1 Bapuab®ellbHOM 0OO0JlaCcTM  TAXEeJIOW LelM IIpeBpalleH B
OVMpoIJIyTaMaT. B ONpelelIeHHEIX BapMaHTaxX OCYHIEeCTBJIEHMI aHTUTEJIO
COOEPXUT BapradesIbHYI obJjlacTb TSXKEeJION nenu, VMeKIYIO
AMMHOKMCJIOTHY IIOCJIeOOBaTeJILHOCTEL, IpPpMEBeOeHHYH B SEQ ID NO: 65.
B onpeneJieHHEX BapMaHTax OCYIEeCTRJIEHMU A aHTUTEJIO COOEPXUT
papuabeJlbHy  006JacThb T SKeJION uenmu, MMERIYI0 AMUHOKMCJIOTHYIO
[IOCJIeOOBATEeJIbHOCTEL, HIpUBeIOeHHy® B SEQ ID NO: 220. B omnpeneliIeHHHX
BapMaHTax ocymecTBJIeHUs X B SEQ ID NO: 220 mnpezncrabjsgeT cobon Q.
B omnpeleJIeHHEIX BapMaHTax ocymecTBJeHusa X B SEQ ID NO: 220
npencraBjsgeT cobon IVMpOIJIyTaMar. B olpeneJIe HHEIX BapMaHTax
OCYIWeCTBJIEHUA AHTUTEJIO COOEPXNT T AXKEIIYIO Lerlsb, VIMEeRIY
aMMHOKMCJIOTHYK IIOCJIeOOBaATEJIbHOCTE, IpMBemeHHy® B SEQ ID NO: 168,
225, 169, 226, 170, 227, 171, 172, 173, 174, 175, 176, 177, 178,
179, 180, 181, 182, 183, 184, 185 wmumm 186, HeoOA3aTeJLHO IIPU
5TOM aMMHOKMUCJIOTHHEIM OCTATOK B IIOJIOXKeHMM 1 TaXeJIOW LenM IpeBpalleH
B OMpoOIJlyTaMaT. B OlpeleJIeHHEIX BapMaHTax OCYLeCTBJIEHUA aHTUTEJIO
COOEPXUT T AXEIIYIO Lelnb, VIMEKIYIO AMVHOKMCJIOTHYIO
[IOCJIeOOBRATEJIbHOCTEL, IIpMUBelOeHHyH B SEQ ID NO: 168. B onpeneliIeHHHX
BapMaHTax OCYIEeCTBJIEHNA aHTUTEJIO COLNEPXUT TaOKeJyl Lelb, JMERIYIO
AMMHOKMCJIOTHY IIOCJIeOOBATeJIEHOCTEL, IPMEeOeHHYyH B SEQ ID NO: 225.
B ompeneJieHHEIX BapMaHTax ocymecTBJeHus X B SEQ ID NO: 225
npencTaBjysgeT codol Q. B ompelelleHHHX BapMaHTax OCYMeCcTBJIeHUS X B
SEQ ID NO: 225 mnpencraBjgeT coOoM OMPOTJIyTaMaT. B oIpeneJIeHHHX
BapMaHTax OCYHNEeCTBJIEHUSA aHTUTEJIO COOEPXUT TIKeJylD Lellb, JMEOIY
aAMMHOKMCJIOTHYK II0CJIeOOBaTEeJILHOCTL, NpuBendeHHy®© B SEQ ID NO: 169.
B omnpenejleHHHX BapMaHTax OCYWECTBJIEHUS aHTUTEJIO COLNEPXUT TIXeIJIYI
Lellb, KVMEeRIyn aMUHOKMCJIOTHYH IIOCJHelOBaTEeJIbHOCTEL, IIPUBEIEHHYKD B
SEQ ID NO: 226. B omnpemeJIeHHHEHX BapMaHTax oOCymecTBJeHUs X B SEQ
ID NO: 226 mnOpencrabjasgeT cobol Q. B oIpelesIeHHHX BapMaHTax
OCVyIeCTBJIEHUS X B SEQ ID NO: 226 npencTaejgeT cobom
OVpoIJiyTaMaT. B OlpeleJIeHHEIX BapMaHTax OCYWeCTBJIEeHUI aHTUTEeJIO
COOEPXUT T AXKEIIYIO Lelb, VIMEKIYIO AMVHOKMCJIOTHYIO
[IOCJIeNOBRATEJIbHOCTEL, IIpMUBeOeHHyK B SEQ ID NO: 170. B onpeneJiIeHHHX

BapMMaHTaxX OCymeCTBJIEHMA aHTHUTEeJIO COIOepXUT TAXeEeIJIYID Lellb, NVMEKIYIO
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aMMHOKMCJIOTHYK IIOCJIeOOBaTEeJIbHOCTL, MNIpuBeldeHHy®© B SEQ ID NO: 227.
B ompelleJIeHHEHIX BapMaHTax ocymecTeJeHus X B SEQ ID NO: 227
opencraBJgeT cobor Q. B omnpenejleHHHX BapMaHTax OCYIecTBJeHUS X B
SEQ ID NO: 227 mpencrarjgeT coOo¥ OUpOIJIyTaMar.

[00167] B omnpenejieHHHX BapMaHTax OCYMEeCTBJIEHVMS B HOaHHOM
N300peTeHUN IIPeNdJIOXEeHO BHIOEJIEHHOE aHTUTEJIO, KOTOopoe ClIeludruuecKu
cBAasHBaeTca ¢ LAG-3 (HanpuMep, LAG-3 ueJiOBeka), comepxalee
BapuabesyibHylo 00JacTb JeI'KoM Lenu, comepxamyrn aMMHOKMCJIIOTHYIO
nocyjenoBaTeJibHOCTE SEQ ID NO: 152 wmium 224, B oOIpenejleHHHX
BapMaHTax OCYIEeCTBJIEHU A OaHHOE nz3obpeTeHue OTHOCUTCSH K
BHIOEJIEHHOMY aHTUTeJy, KOTOpoe CIelUuM@UUeCKM CcBA3HBaeTcd C LAG-3
(HanpuMep, LAG-3 UeJjloBeka), CcoIepXameMy BapuabellbHY©LD 00JIacThb
JleTKou Henu, cCoIepxXalyo AMMHOKMCJIOTHYIO [IOCJIEIOBATEJIBHOCTE,
KoTopasa Ha IO MeHbme¥ Mepe 75%, 80%, 85%, 90%, 95% wmam 100%
(HanpuMep, IO MeHbmeu Mmepe 86, 87, 88, 89, 90, 91, 92, 93, 94,
95, 90, 97, 98 MJIN 99%) MIOEeHTHUYHAa AMMHOKMCJIO THOM
IocjieIoBaTeJILHOCTH, IIpuBemeHHoM B SEQ ID NO: 73, 74, 75, 76 wum
77. B oIpelleJIeHHHX BapMaHTax OCYIECTBJIEHMSA aHTUTEJIO COOEPXUT
BapurabeJIbHYI oBJlacThb JIeTKOM nenu, VIMEIYIO AMVHOKMCJIOTHYIO
[IOCJIeOOBRATEJIbHOCTEL, IIpuBeleHHYID B SEQ ID NO: 73, 74, 75, 76 wniuwu
77, HeoBsa3aTeJIbHO, IIPU STOM aMMHOKMCIIOTHEIM OCTATOK B IOJIOXeHUM 1
BapuabesbHOM o0O6JacTM JIeTKOM LelM I[IpeBRpalleH B IMpOIJIyTaMaT. B
omnpelneJle HHBEIX BapmMaHTax OCYIIEeCTRBJIEHU A AHTUTEJIO COOEepPXUT
BapuabesIbHYID oBJjlacThb JIeTKOoM nemnu, VIMEKITYI0 AMMHOKMCJIO THYIO
[IOCJIeIOBAaTEeJIbHOCTEL, IIpMBemeHHy® B SEQ ID NO: 73. B omnpemeJjIeHHHX
BapMaHTax OCYMeCTRBJIEHUS aHTUTEJIO COIEepPXUT BapuabellbHYKD o00JIacThb
JleTkou uenu, VIMEITYI0 AMUHOKMCIIO THYIO [IOCJIeIOBaTEJILHOCTE,
IPpUBEOEHHYD B SEQ ID NO: 221. B  ompenejyieHHEIX BapMaHTax
ocymecTBJeHua X B SEQ ID NO: 221 npemncrTaBjaseT cobom E. B
OIIpenelJIeHHEX BapMaHTax ocymecTBJieHuda X B SEQ ID NO: 221
IpencTaBJIAEeT cobomn oMpoTJIyTaMaT. B oTrpelleJIe HHEIX BapMaHTax
OCYMEeCTBJIEHUSA AaHTUTEeJIO COIepXUT BapuabdellbHYH 00JIacTh JIeTKOM
LEeNM, WVMEKIYKR aMMHOKMCIIOTHYI IIOCJIeOOBaTEeJIbHOCTE, IIPUMBEIEHHYH B
SEQ ID NO: 187, 188, 189, 190 mmm 191, Heoba3aTeJIbHO, IIPU DBTOM
AMMHOKMCJIOTHEIM OCTAaTOK B TIIOJOXeHMM 1 JIeTKOM lLenu I[IpeBpalleH B

IIMpoIJIlyTaMaT . B OIipeneJIeHHEX BapMaHTaX OCyIeCTBJIEHMA aHTUTeJIO
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COOEPXUT BapuadesIbHYK o6JjiacThb JeTKOu uenu, VIMEY10
aMMHOKMCJIOTHYK IIOCJIeOOBaTeJIbHOCTL, IIpuBeldeHHy®© B SEQ ID NO: 187.
B OIpeIeJIeHHEIX BapraHTax OCyWEeCTBJIEHNA aHTUTEJIO CONEPXUT
BapuabeJIbHYI oBJiacThb JIeTKON nenu, VIMEILYIO AMUHOKMCJIOTHYIO
[IOCJIeIOBATEJIbHOCTE, IpMBeIeHHYI B SEQ ID NO: 228. B omnpenejleHHHX
BapMaHTax ocymecTBJIeHMsa X B SEQ ID NO: 228 mnpencTarBjsgeT cobom E.
B omnpeneJieHHBEIX BapMaHTax ocymecTBJeHusa X B SEQ ID NO: 228
npencTaBJsgeT CcoOOM MNUPOTJIYTaMarT.

[00168] B omnpenejieHHEHX BapMaHTax OCYHIEeCTBJIEHMSA B HOaHHOM
n300peTeHU MOPenJIOXeHO BHIOEeJeHHOe aHTUTEJIO, KOoTopoe clIeluudruecKu
cBAa3HBaeTca ¢ LAG-3 (HanpuMep, LAG-3 ueJlOBeKka), comepxalee

BapmrabeJIbHY ofJIacThb T IXeJION nelin, cooepXxalyio AMMHOKMCIIOTHYIO

riocJienoBaTeJIbHOCTE SEQ ID  NO: 151 wmmm 222, wu BapuabelJIbHYD
obJjiacThb JIeTKOM nenu, comepxalyn aMVHOKMVCJIOTHYIO
nocyienoBaTeJibHOCTE  SEQ  ID NO: 152 wmium 224, B oOIpemeJjleHHHX
BapuaHTax OCYWeCTBJIEHUI B OaHHOM n300peTeHnn IpenJjIoXeHO

BHIOEJIEHHOE AaHTUTEJIO, KOTOpOoe CIelMdMUeCKM CBsA3eBaeTcsa C LAG-3
(HanpuMep, LAG-3 deJjiOBeKa), comepxallee BapuadbeJIbHYI 00JIacThb
TOKeJIOM LelM, ComOepXallyld aMMHOKMCIIOTHYK IIOCJIeNOBaTeJIbHOCTE SEQ
ID NO: 218 wam 223, u BapuabeJibHy© 006JlacTb JeTKOoM lenu,
comepXallyld aMMHOKMCJIOTHYI IIOoCJemoBaTeJIbHOCTE SEQ ID NO: 152 wiwm
224. B oIpelleJIeHHBX BapMaHTax OCYIeCTBJIeHMA OaHHOe U300peTeHUe
OTHOCUTCSH K BEIIEJIEHHOMY AHTUTEJY, KOTOpoOe crieuudruydeCcKu
cBAas3HBaeTca ¢ LAG-3 (HanpuMep, LAG-3 deJioBeka), cCcoIepXxaleMmy
BapuabelbHy O0B0JIacThk TAXeJOW Lenr, CcoIepXalyl aMUHOKMCIIOTHYIO
IocjleIoBaTeJILHOCTL, KOTopas Ha IIo MeHbmel wMepe 75%, 80%, 85%,
90%, 95% mam 100% (HanpuMmep, IO MeHbIeM Mepe 86, 87, 88, 89, 90,
91, 92, 93, 94, 95, 96, 97, 98 mium 99%) MIeHTHMUHa aMUHOKMCJIIOTHOM
mocjeloBaTeJILHOCTH, IIpuBemeHHom B SEQ ID NO: 56, 57, 58, 59, 60,
61, 62, 63, 64, 65, 220, 66, ©7, 68, ©9, 70, 71 wm 72, wu
BaprabenbHy 00JIaCcTb JIeTKOM Lenwu, comepXallyld aMUHOKUCIIOTHYK
IocjeloBaTeJIbHOCTL, KOTopas IIo MeHbmeM Mepe Ha 75%, 80%, 85%,
90%, 95% mium 100% (HampmuMep, IO MeHbleM Mepe Ha 86, 87, 88, 89,
90, 91, 92, 93, 94, 95, 906, 97, 98 wmym  99%) MOEHTUYHA
aMMHOKMCJIOTHOM IIOCJIeOOBaTeJIbLHOCTH, IOIpMBemeHHOM B SEQ ID NO: 73,

221, 74, 75, 76 wmam 77. B oIpelelIeHHEX BapMaHTax OCYIEeCTBJIEHUSI
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AHTUTEJIO CONEepXUT BapuabelJlbHYK 00JacTb TEXeJOM Lell, MJMeIyo
aMMHOKMCJIOTHY I[IOCJIeIOBaTeJIbHOCTE, IIpMBeleHHY© B SEQ ID NO: 56,
57, 58, 59, 60, 61, 62, 63, 64, 65, 220, 66, 67, 68, 69, 70, 71
WA 72, u BapmrabeJIbHYI oBJacThb JeTrkom Lernu, VIMEIIYIO
AaMMHOKMCJIOTHY IIOCJIeIOBaTeJIbHOCTL, IIpMBeOeHHYI B SEQ ID NO: 73,
221, 74, 75, 76 wmam 77. B oIpeleJIEeHHEX BapMaHTax OCYIeCTBJIEHUSI
aAHTUTEJIO COIEPXUT BapuadesIbHYD oBJyacTb TSKEJION enm u
BaprabeJIbHY o0JlaCcThb JIeTKOM enu, VIMEIOY 10 AMMHOKMCJIO THHE
[IOCJIeOOBaTEeJIbHOCTHY, MIpuBeneHHHe B SEQ ID NO:56 m 73; 56 m 74; 56
n 75; 56 nu 76; 56 nu 77; 57 wn 73; 57 w 74; 57 w 75; 57 wm 76; 57 u
77; 58 m 73; 58 m 74; 58 m 75; 58 m 76; 58 m 77; 59 m 73; 59 mu
74; 59 m 75; 59 m 76; 59 m 77; 60 m 73; 60 m 74; 60 m 75; 60 m
76; 60 w 77; 61 m 77; 62 wm 77; 63 wm 73; 64 m 73; 65 m 73; 220 u
73; 65 wm 221; 220 wm 221; 66 m 73; 67 wm 73; 68 m 73; 69 m 73; 70
nw 73; 71 w 73 wmwum 72 wm 73, COOTBETCTBEHHO. B oOIpenejleHHHX
BapMaHTaxXx OCYHNEeCTBJIEHUA aHTUTEJO COLOepXUT BapuabellbHYyD 00JIacTb
TAOKEJIOM Uenor ¥ BapuabeJbHYyH 00JacTk  JIETKOM Lely, MMeRIykl

AMVMHOKMCJIOTHEIE I[IOCJIeODOBATEJILHOCTHY, IIpMBeOeHHEe B SEQ ID NO:56 u

73, COOTBETCTBEHHO. B oNpelesIeHHHX BapMaHTax OCYIeCTBJICHNUS
AHTUTEJIO COOEPXUT BaprabeJbHYI oBJlacTb T SKEeJION Lenm u
BaprabeJIbHYID  00JIacThb JIeTKOM 1enm, VIMEIOIY 0 AMMHOKMCJIO THHE

riocJienoBaTeJIbHOCTH, IpUBeIeHHEe B SEQ ID NO:220 u 221,
COOTBETCTBEHHO. B olIpenejyieHHEX BapuaHTax ocymecTrBJeHud X B SEQ
ID NO: 220 1pencraBJgeT cobo Q. B oIpemeJIeHHHX BapuaHTax
oCVyleCcTBJIEHUS X B SEQ ID NO: 220 npencTarJigeT cobom
nuponjyramMaT. B oIpeleJIeHHEX BapMaHTax ocylmecTeBJeHMda X B SEQ ID
NO: 221 IpencrTaBJIsgeT cobom E. B olnpeneJleHHHX  BapMaHTax
OCVyIeCcTBJIEHUS X B SEQ ID NO: 221 npencTarjgeT cobom
nuponJyraMaT. B oIpeleJiIeHHEX BapMaHTax ocylmecTrBJeHMa X B SEQ ID
NO: 220 mpencrTamBjysgeT cobo¥ Q, a X B SEQ ID NO: 221 mnpencTarBJdeT
cobom E. B ompelellIeHHHX BapMaHTax ocymecTBJeHMsa X B SEQ ID NO:
220 mpezncraBJygeT cobo¥ Q, a X B SEQ ID NO: 221 mnOpencTaBJgeT
cofboM mnOMpoTJIyTaMaT. B oOpelelleHHHX BapMaHTax OCylecTBJIeHUS X B
SEQ ID NO: 220 mpencTaiByageT coboy nuporjayTamMaT, a X B SEQ ID NO:
221 mnpencrarjgeT cobom E. B omopelelleHHHX BapMaHTax OCYMeCTBJIEHUS

X B SEQ ID NO: 220 mnpencraBjgeT cobol nuporjgyTamMaT, a X B SEQ ID
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NO: 221 npelCcTaBJIgeT cobom noMporJIyTaMarT. B onpeleJIeHHBIX
BapMaHTax OCYMEeCTBJIEHUS AaHTHUTEJIO COOEPXUT BapuabellbHYKD 00JIaCThb
TOKeJIOM Uenu U BapuabeJibHyK 00JIaCcTb JIeTKOM LelM, UMeIYy

AMMHOKMCJIOTHEIE IIOCJIeODOBATEJILHOCTHY, IIpMBeOeHHEle B SEQ ID NO:56 u

74, COOTBETCTBEHHO. B omopemeJsieHHEIX BapuaHTax  OCYIeCTBJIeHUA
aHTUTEJIO COLEePXUT BapnabeJIbHYID oBJacTb T IXKEeJION Lnenm u
BapuabesIbHYID oBJjlacThb JIeT KoM nemnu, VIMEIOY IO AMMHOKMCJIO THEIE
riocjlenoBaTeJIbHOCTHU, NpUBEeOeHHHE B SEQ ID NO: 56 " 75,

COOTBETCTBEHHO. B oOlpellelJIeHHEX BapuaHTax OCYIeCTRBRJIEHUS aHTUTEJIO
COmepXUT BapuabelJlbHy 0O0JJACTh  TAXKeJIOVM LelM ¥ BaprabelbHYD
oBJlacTb JIeTKOM LelM, MKMeKIyld AaMWHOKMCIIOTHBEE II10CJeNOBaTeJIbHOCTH,
npuBeleHHble B SEQ ID NO:56 m 76, COOTBeTCTBEHHO. B OlIpeneJIeHHEIX
BapMaHTax OCYIMEeCTBJIEHMA aHTUTEJIO COOEPXUT BaprabelJlbHYD O00JlacThb
TOKeJIOM LenrM M BapuabelbHYyH 00JacTk JIeTKOM LelM, MMelIykl

AaMVUHOKMCJIOTHEIE IIOCJIeODOBATEJILHOCTHU, IpuBeldeHHEe B SEQ ID NO:56 u

77, COOTBETCTRBEHHO. B omnpeneJsIeHHEIX BapuMaHTax  OCYIEeCTBJIEHUA
aHTUTEJIO COIEePXUT BapmrabeJsIbHYI oBJyacTb T XeJION Lenmn u
BapmrabesIbHYID oBJylacThb JeTKOM nenu, VIMEIITY 0 aAMMHOKMCJIO THEIE
riocJjlenoBaTeJIbHOCTHU, NnprUBeOeHHEE B SEQ ID NO:57 nu 73,

COOTBETCTBEHHO. B olpemesIeHHHX BapMaHTaxXx OCYIEeCTBJIEHUSA aHTUTEJIO
COmepXuT BapuabeJIbHYI 00JIacThb TSKeJIOM LenuM U BapuabesbHY
0BJlaCcThb JIETKOM IllelM, MMEKMylD aMMHOKMUCJIOTHHE IIOCJIedoBaTeJIbHOCTH,
npuBemeHHEle B SEQ ID NO:57 m 74, COOTBETCTBEHHO. B oIpelelIeHHBX
BapMaHTax OCYMeCTBJIEHUS aHTUTEeJIO COIepXuT BapuabellbHYKD o00JIacThb
TaXEeJION LenM U BapuadbesibHy® 006JlacTh  JIeTKOM  Lenu, VIMEITYI0

AaMVUHOKMCJIOTHEIE I[IOCJIeODOBATEJILHOCTHK, IIpMBeOeHHEe B SEQ ID NO:57 u

75, COOTBETCTBEHHO. B omnpenmeJsieHHEIX BapuMaHTax  OCYIEeCTBJIEHUA
AHTUTEJIO COIEepPXUT BapmrabesIbLHYIO oBiacTb T KeJION Lenmn u
BaprabesIbHYID oBJacTb JeTKoM Lenu, VIMEIIY 0 AMMHOKMCJIO THEIE
riocJjlenoBaTeJIbHOCTHU, NpUBeOeHHHE B SEQ ID NO:57 " 76,

COOTBETCTBEHHO. B oOlpellelJIeHHEX BapuaHTax OCYWeCTBJIEHUS aHTUTEeJIO
comepxuT BapuabeJlbHy 0O0JJaCTh  TAXKeJIOVM Lenor ¥ BapuabeJlbHYD
oBJlacTb JIETKOM Lely, MWMEeoIylD AaMWHOKMCIIOTHBEE II0CJeNOoOBaTeJIbHOCTH,
npuBeneHHele B SEQ ID NO:57 m 77, COOTBeTCTBEHHO. B oOlIpeneJleHHEX
BapMaHTax OCYINECTBJIEHMA AaHTUTEJIO COOEPXUT BaprabellbHYID 00JlacThb

TOKEJION LenuM UM BapuadeJbHyn o6JlacTh  JIETKOM  LenM,  MMEWIY
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aAaMVUHOKMCJIOTHEIE I[IOCJIeODOBATEJILHOCTHY, IIpMBeOeHHEe B SEQ ID NO:58 m

73, COOTBETCTBEHHO. B oOOpelesIeHHEX BapMaHTax OCYIeCTBJIeHUS
aHTUTEJIO COIEPXUT BapuabesIbHYID ofJacTb T SKEJION Lenu u
BapuabeJIbHYD ofyacThb JIeTKOM’ Lemnu, VIMEIOITYIO AMMHOKMCJIO THEIE

rocJenoBaTeJIbHOCTH, [IpUBeIeHHEe B SEQ ID NO: 58 u 74,
COOTBETCTBEHHO. B oOlIpelleJIeHHEX BapuaHTax OCYIeCTBJIEHUAI aHTUTEJIO
comepxmuT BapuabeslbHYH 00JIaCTb  TAXeJION LelM U BapuadellbHYI
oBJlaCcThk JIeTKOM IllelM, MMEKMyln aMMHOKMUCJIOTHHE IIOCJIedOoBaTeJIbHOCTH,
npuBeleHHbEle B SEQ ID NO:58 m 75, COOTBeTCTEBEHHO. B oOIpeneJjleHHBIX
BapMaHTax OCYINEeCTBJIEHUSA aHTUTEJIO COONepXUT BapuabellbHyK o0OJIacThb
TOKeJIOM Uenu ¥u  BapuabelibHYKD 00JIaCcTh JIETKOM LelM, UMEeKIY

aAaMVUHOKMCJIOTHEIE IIOCJIeOOBATEJILHOCTHU, IpuBeldeHHEe B SEQ ID NO:58 u

76, COOTBETCTBEHHO. B omnpenmeJsIeHHEIX BapuMaHTax  OCYIEeCTBJIEHUA
aHTUTEJIO COIEepPXUT BapmrabesIbHYIO oBjacTb T KeJION Lenn u
BapmrabesIbHYI oBJacTb JeTKom Lenu, VIMEIIY 0 AMMHOKMCJIO THEIE
riocJjlenoBaTeJIbHOCTHU, NpUBeOeHHHE B SEQ ID NO: 58 " 77,

COOTBETCTBEHHO. B oOlpelleJIeHHEX BapuaHTax OCYIEeCTBJIEHUS aHTUTEeJIO
ComepXxuUT BapuabeJibHy o0O0JIaCThb TAXKeJIOM Lelr U BapuabellbHYD
oBJlacTb JIETKOM Lely, MMEKIyln aMWUHOKMCIIOTHBEE II0CJeNoBaTeJIbHOCTH,
npuseneHHsle B SEQ ID NO:59 m 73, COOTBETCTBEHHO. B oOlpenejleHHBX
BapMaHTax OCYIWECTBJIEHMA AaHTUTEeJIO COOEPXUT BapuabelIbHYID O00JlaCcThb
TAXKeJIOM LenrM ¥  BapuabesibHyl 00JlacTb JIETKOM LelM, MMeKIyo

aMMHOKMCJIOTHEIE IIOCJIeOOBATEJILHOCTHM, IIpMBeOeHHEHe B SEQ ID NO:59 u

74, COOTBETCTBEHHO. B omnpemeJieHHEIX BapuMaHTax  OCYIEeCTBJIeHUA
AHTUTEJIO COOEepPXUT BapmrabeJIbHYIO oBJyacTb T IXKEeJION Lenmn u
BapuabesIbHYID obJjlacTb JeTKoM enu, VIMEIOMY 0 AMMHOKMCJIO THEIE
rocJjlenoBaTeJIbHOCTHM, NpUBeOeHHHE B SEQ ID NO:59 " 75,

COOTBETCTBEHHO. B oOlpellelJIeHHEX BapMaHTax OCYWeCTBJIEHUS aHTUTEeJIO
comepxuT BapuabellbHy 0O0JJACThH  TAXeJIOVM LenlM ¥ BapuabelbHYD
oBJacTb JIETKOM LelM, MKMEeKIylD AaMWHOKMCIIOTHBEE II0CJIeNoOBaTeJIbHOCTH,
npuBeleHHble B SEQ ID NO:59 m 76, COOTBeTCTBEHHO. B oOlIpeleJIeHHEX
BapMaHTax OCYINECTBJIEHMA AaHTUTEJIO COOEPXUT BaprabelJIbHYID o00JlacThb
TAKEJIOM Uenr M BapuabeJbHYyH 00JlacTk  JIETKOM Lely, MMeRIyl
AMVHOKMCJIOTHEIE I[IOCJIeODOBATEJILHOCTHY, IIpMBeOeHHEe B SEQ ID NO:59 m
7, COOTBETCTBEHHO. B omopenejsyieHHEX BapMaHTax  OCYIMeCTBJIeHUA

AHTUTEJIO COIEPXUT BaprabesbHYO oBJjlacThb T SKEJION Henmn n
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BaprabelbHY oBJlacThb JIeTKOu nenu, VIMEIY 0 AMMHOKMCJIO THHE
riocJjlenoBaTeJIbHOCTHU, NpUBeOeHHEE B SEQ ID NO: 60 nu 73,
COOTBETCTBEHHO. B OIpeHeJIeHHEIX BapMaHTax OCYMeCTBJIEHUSI aHTUTEJIO
COOepXUT BapuabellbHYyH 00JIaCTb  TsXKEJION LelM U BapuabellbHY
oBJlacTb JIETKOM lLelM, MUMEKIyld aMUHOKMCIIOTHHE II0CJedoBaTeJIbHOCTH,
npuBeneHHEle B SEQ ID NO:60 m 74, COOTBeTCTBEHHO. B oIpellelIeHHEX
BapMaHTax OCYMEeCTBJIEHUMS aHTUTEJIO COOePXUT BapuabesbHYID 00JIaCTb
TSKeJOM uUenu u  BapuabesibHyKD 00JIaCTh  JIETKOM  Lenu, UMy

AaMUHOKMCJIOTHEIE IIOCJIeODOBATEJILHOCTH, IIpMBeOeHHEe B SEQ ID NO:60 u

75, COOTBETCTBEHHO. B omnpenmeJsieHHEIX BapuMaHTax  OCYIEeCTBJIEeHUA
AHTUTEJIO COIEePXUT BapmrabesIbHYIO oBjacTb T KeJION Lenmn u
BapmrabesIbHYID oBJjacTb JeTKOoM Lenu, VIMEIIY 0 AMMHOKMCJIO THEIE
riocJjlenoBaTeJIbHOCTH, npUBeOeHHHE B SEQ ID NO: 60 " 76,

COOTBETCTBEHHO. B oOlpelleJIeHHEX BapuaHTax OCYIWeCTBJIEHUS aHTUTeJIO
comepxuT BapuabellbHy 0O0JJACTh  TAXeJIOVM Lendr ¥ BapuabeJlbHYD
oBJacTb JIEeTKOM Lely, MKMeKIyld AaMWHOKMCIOTHBEE II0CJeNoOBaTeJIbHOCTH,
npuBeleHHele B SEQ ID NO:60 m 77, COOTBeTCTBEHHO. B oOlIpeneJIeHHEX
BapMaHTax OCYINECTBJIEHMA AaHTUTEJIO COOEPXUT BaprabelIbHYID 00JlacThb
TAKEJIOM LelrM M BapuabeJbHYyH o00JlacTh JIETKOM Lely, MMeRIy

AMVHOKMCJIOTHEIE I[IOCJIeODOBATEJILHOCTHY, IIpMBeOeHHEle B SEQ ID NO:6l m

77, COOTBETCTBEHHO. B omopepmeJsieHHEIX BapuaHTax  OCYIeCTBJIeHUA
aHTUTEJIO COOEepPXUT BapmrabeJIbHYI oBJacTb T IXKEeJION Lnenm u
BapuabesIbHYI oBJjlacThb JIeTKOM nemnu, VIMEIOHY IO AMMHOKMCJIO THEIE
rocjlenoBaTeJIbHOCTHU, NpUBEeOeHHHE B SEQ ID NO: 062 " 77,

COOTBETCTBEHHO. B oOIlpelleJIeHHEX BapuaHTax OCYIEeCTRJIEHUS aHTUTEJIO
COOepXUT BapuabeJlbHy 0O0JJACTh  TSAXKeJIOVM LelM ¥ BaprabelbHYD
oBJlacTb JIEeTKOM Lely, MKMeKIyld AaMMHOKMCIIOTHBEE II10CJeNOBaTeJIbHOCTH,
npuBeleHHble B SEQ ID NO:63 m 73, COOTBETCTBEHHO. B oOlIpeneJIeHHEIX
BapMaHTax OCYIMEeCTBJIEHMA aHTUTEJIO COOEPXUT BapuabelJlbHYID O00JlacThb
TOKEJIOM UenM U BapuabelbHyH 00JacTk JIeTKOMW LelM, MMelIykl

aAaMVUHOKMCJIOTHEIE I[IOCJIeOOBATEJILHOCTHY, IpuBeldeHHEe B SEQ ID NO:64 u

73, COOTBETCTRBEHHO. B omnpeneJsIleHHEIX BapuaHTax  OCYIEeCTBJIEHUA
aHTUTEJIO COIEePXUT BapmrabeJIbHYI oBJyacTb T XKeJION Lenm u
BapmrabeJIbHYID oBJylacThb JeTKOM Lenu, VIMEIITY 0 AMMHOKMCJIO THEIE
riocJjlenoBaTeJIbHOCTHU, NpUBeOeHHEE B SEQ ID NO: 65 " 73,

COOTBETCTBEHHO. B OIipeneJIeHHEX BapMaHTaX OCYyIeCTBJIEHMA aHTUTeJIO
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comepxuT BapuabeJibHy 0O0JJaCTh  TAXeJIOM Lenr ¥ BapuabeJbHYD
oBJlacTb JIETKOM Lely, MWMEeoIylD AaMWHOKMCIIOTHBEE II0CJIeNoOBaTeJIbHOCTH,
npuBeneHHele B SEQ ID NO:66 m 73, COOTBETCTBEHHO. B OIpeneJjIeHHEX
BapMaHTax OCYINEeCTBJIEHMA AaHTUTEeJIO COOEPXUT BapuabellbHYID 00JlacThb
TAXeJIOM LenrM ¥ BapuabesibHyl 00JacTb JIETKOM LelM, MMeKIyko

AMUHOKMCJIOTHEE IIOCJIeHOBaTeJILHOCTHY, IIpubeneHHble B SEQ ID NO:67 wu

73, COOTBETCTBEHHO. B omnpemeJsieHHEIX BapuMaHTax  OCYIEeCTBJIeHUSA
AHTUTEJIO COOEepPXUT BapmrabeJIbHYIO oBJjacTb T IXKEeJION Lenm u
BapuabesIbHYI oBJjlacThb JeTKOoM nenu, VIMEIOY IO AMMHOKMCJIO THEIE
rocjlenoBaTeJIbHOCTHU, NpUBeOeHHHE B SEQ ID NO: 68 " 73,

COOTBETCTBEHHO. B oOIlpelleJIeHHEX BapuaHTax OCYWeCTRBJIEHUS aHTUTEeJIO
COomepXxuUT BapuabeJlbHy 0O0JJAaCTh  TSAXeJIOVM LelM ¥ BapuabelbHYD
oBJacTb JIeTKOM Lely, MKMEeKIylD AaMWHOKMCIIOTHBEE II0CJeNOoBaTeJIbHOCTH,
npuBeleHHble B SEQ ID NO:69 m 73, COOTBETCTBEHHO. B oOlIpeleJIeHHEX
BapMaHTax OCYINEeCTBJIEHMA AaHTUTEJNIO COOEPXUT BaprabellbHYID o00JlacThb
TAKEJIOM Uenr M BapuabOeJbHYyH 00JacTk  JIETKOM Lely, MMe Iyl

AaMVUHOKMCJIOTHEIE IIOCJIeODOBATEJILHOCTHY, IIpMBeOeHHEe B SEQ ID NO:70 m

73, COOTBEeTCTBEHHO. B OoIipeneJI€eHHEIX BapMMaHTax OCyeCTBJIeHMNA
AHTHUTEJIO COOEPXUT BapuabeslbHYIo obJsacThb T SXKeJION enm u
BapuabesIbHYIO obJjacThb JIeTKOM nemnm, VIMEINYIo AMMHOKMCJIO THHE
nocjienoBaTeJIbHOCTH, [IpUBeIeHHEe B SEQ ID NO:71 u 73,

COOTBETCTBEHHO. B OIpeleJIeHHEIX BapMaHTax OCYMEeCTBJIEHUSI aHTUTEeJIO
comepxmuT Bapuab®eslbHYH 00JIaCTb  TAXeJIoN Lelu U Bapuad®ellbHYI
oBJlaCcThk JIeTKOM IllelM, MMEKMyln aMMHOKMUCJIOTHHE IIOCJIedoBaTeJIbHOCTH,
npuBeleHHbEle B SEQ ID NO:72 m 73, COOTBETCTBEHHO. B OIpeneJjIeHHBIX
BapMaHTax OCYmEeCTBJIeHUS aMUHOKMCIIOTHEIM OCTaTOK B IIOJIOXeHUMr 1
BapuabelbHOM 0OJacTM TAXeJIONM LenM I[IpeBpalleH B OMPOTJIyTaMaT. B
ONpeneJIeHHEIX BapMaHTax OCYMeCTBJIeHUS aMMHOKMKCIIOTHEIM OCTaTOK B
noJioxeHur 1 Bapua®enbHOM  o0JacTM JIETKOM 1LenM IIpeRBRpaleH B
OUMpPOTJIyTaMaT. B onpeneJIeHHEX BapMaHTax OCyIleCTBJIEHUS
AMMHOKMCJIOTHEIM OCTAaTOK B TIOJIOXKeHUM 1  BapuabesbHOM  obJacTu
TSKEJIOM llelM I[OpeRpalleH B OIMPOIJIyTaMaT, a aMMHOKMUCJIOTHHEIM OCTaTOK
B TIIOJIOXeHMM 1 BapuabeJIbHOM 06JacTM JIeTKOM LelM IIpeBpalleH B
OUpOTJIyTaMarT.

[00169] B ompeneJiIeHHEIX BapraHTax OCVYIeCTBJIEHUS OaHHoOe

MBO@peTeHMe OTHOCUTCA K BEIOEJIEHHOMY aHTHUTEeIly, KROTOpOe
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KOHKYpPUPYEeT 3a cCcpea3bBaHue ¢ LAG-3 (Hamnpumep, LAG-3 deJjioBeKka) C
aHTUTEJIOM, comepxallyM AMUHOKMCJIO THEIE IIOCJIENOBATEJNILHOCTHU
BapuabeslbHOM o0O0JIaCTM TAXEeJIOM M JIeTKOM llenu, IIpeacTaBJieHHHe B SEQ
ID NO: 1 mw 2; 3 mwd4; 5umuwo6;,; 7n 8; 9wm 10; 11 n 12; 13 n 10; 14
n 10; 15 u 16; 17 n 18; 19 m 8; 20 m 21; 22 u 23; 24 nu 10; 9 mu
25; 9 m 26; 20 wu 2; 27 wn 28; 29 n 30; 31 m 32; 33 m 34; 35 m 10;
36 m 37; 38 m 21; 39 m 40; 9 um 2; 9 u 41; 42 u 43; 9 um 44; 45 u
32; 46 u 47; 48 m 10; 20 m 49; 33 m 50; 51 m 52; 53 mu 8; 38 u 2
VI 54 u 55, COOTBETCTBEHHO. B oIpelneJIe HHEIX BapMaHTax
OCYIIEeCTBJIEHUA OaHHOe n3obpeTeHMe OTHOCUTCH K BHIIEJIEHHOMY
aHTUTeJlYy, KOTOpOe KOHKypMpyeT 3a CBA3HBaHMe C LAG-3 (Hampumep,
LAG-3 yeJIOBekKa) c AHTUTEJIOM, comepXxallnm AMMHOKMCJIO THHE
[IOCJIeNOBATEJIEHOCTU BapuabeJIbHOM 00JacTM TsXKeJIOM M JIeTKOM Lelu,
npencTaBJieHHEe B SEQ ID NO: 56 m 73; 56 m 74; 56 m 75; 56 m 76;
56 mw 77; 57 w 73; 57 w 74; 57 wm 75; 57 w 76; 57 w T77; 58 m 73;
58 m 74; 58 m 75; 58 m T76; 58 m 77; 59 m 73; 59 m T74; 59 m T5;
59 m 76; 59 m 77; 60 m 73; 60 m 74; 60 m 75; 60 m T76; 60 m T7;
6l m 77; 62 n 77; 63 m 73; 64 mu 73; 65 wm 73; 220 m 73; 65 m 221;
220 m 221; 66 m 73; 67 m 73; €8 m 73; 69 m 73; 70 m 73; 71 m 73
uwimm 72 m 73, COOTBETCTBEHHO.

[00170] B omnpenejieHHEHX BapmaHTax ocyllecTBJIEHMSI  OaHHOe
n300peTeHNre OTHOCUTCHA K BHIEJIEHHOMY AHTUTEIY, KOTOpoOe
CBA3HBAaETCHd C TeM Xe CcaMeM WM IIepeKpHBakmMMCS SOMTonoM LAG-3
(HanpuMep, »ouTornoM LAG-3 uUYeJloBekKa), KaK aHTUTeJIO, OIMCaHHOe B
IDaHHOM HOOKYMeHTe, HallpuMMep aHTUTeJIO, colepXalee TIKeJs U JIeTKUN
AMMHOKMCJIOTHEE I[IOCJeOOBATEJIEHOCTM BapuabesIbHOM  objlacTu  Lely,
npencTaBJieHHEHe B SEQ ID NO: 1 m 2; 3 m 4; 5w 6; 7 mu 8; 9 u 10;
11 w 12; 13 n 10; 14 »n 10; 15 » 16; 17 mu 18; 19 mu 8; 20 m 21; 22
n 23; 24 n 10; 9 m 25; 9 m 26; 20 u 2; 27 wmu 28; 29 m 30; 31 u
32; 33 m 34; 35 m 10; 36 m 37; 38 m 21; 39 m 40; 9 m 2; 9 um 41;
42 w 43; 9 wm 44; 45 wm 32; 46 wu 47; 48 m 10; 20 m 49; 33 m 50; 51
n 52; 53 m 8; 38 m 2 mim 54 m 55, COOTBETCTBEHHO. B oIpenejleHHHX
BapMaHTax OCYyIeCTBJIEHU A DaHHOe n300peTeHNre OTHOCUTCHA K
BHIOEJIEHHOMY aHTHUTeJlYy, KOTOopoe CBA3HBaeTCda C TeM Xe CaMeEM WK
I[IePeKPHBAalMIVMC I SIMTOIIOM LAG-3 (HanpuMmep, SIOMTOIIOM LAG-3

quOBeKa), KakK aHTHUTeJIO, OIIMCaHHOEe B IOaHHOM IOKYMeHTe, HallpVyMep
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AHTUTEJIO, comepxalee T SKe JIBI n JeTKUn aMVHOKMCJIO THEIE
[IOCJIeNOBATEJIbHOCTU BapuabeJlbHOM o00JlacTK Lely, I[IpelCTaBJIEHHEE B
SEQ ID NO: 56 m 73; 56 m 74; 56 m 75; 56 m 76; 56 mu 77; 57 u 73;
75; 57 w 76; 57 wm 77; 58 m 73; 58 m 74; 58 m 75;
77; 59 m 73; 59 m 74; 59 wm 75; 59 m 76; 59 um 77;
74; 60 m 75; 60 m 76; 60 w 77; 61 wu 77; 62 wu 17;
73; o5 wm 73; 220 m 73; 65 m 221; 220 m 221; 66 u

57 u 74; 57
58 mu 76; 58
60 m 73; 60
63 n 73; 64
73; ©7 um 73; ©8 m 73; 69 m 73; 70 m 73; Tl m 73 wmwim 72 mu 73,

S N NN

COOTBETCTBEHHO. B HeKOTOPHX BapMaHTax OCYmMeCTBJeHMS  SIUTOII
aHTUTeJa, MOXeT OHTL OlpelnesieH, HalpUMEeDp, c nowmomeio  AMP-
CIIEKTPOCKOINNM, TIOBEPXHOCTHOTO IIJIasMOHHOTO pesoHaHca (BIAcore®),
MCCJIenOoBaHUM PEHTTeHOBCKOM IMOPaKIVOHHON KpUcCcTaJlmoTrpadun,
aHaimu30oB ELISA, of0OMeHa BONOPOIL/IeWTepui B COUYETaHUM C Macc—
CIIEKTPOMETPHUEN (HammpuMep, MacCC—CIHeKTPOMEeTPpHUen c KUIOKOCTHOM
XpoMaTorpaduen, BJIeKTPOPaCHEIINTEIbLHON MaCC—CIEeKTPOMETPUEN) ,
MATPUUHBEIM aHaJIM30M Ha OCHOBE OJIMTOMNENTUIHOTO CKaHWPOBAHUA U/UIU
KapTUpoBaHUE MyTaTreHesa (HanlpuMep, KapTUpoBaHUE canT-—
HanpaBJIeHHOTO MyTareHesa). [JId pPeHTIeHOBCKOM KpuUcCTalioTrpadmuu
KpUCTAaJIM3aluusa MOXeT OBTH BHIIOJHEeHa C MCIOJb30BaHMeEM JIOOOTO U3
M3BECTHEX B IaHHOM ofjlacTM MeToIoB (Hampumep, Giegé R et al.,
(1994) Acta Crystallogr D Biol Crystallogr 50(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, Bce M3 KOTOPHX BKJIOUEHH B IAaHHHM OOKYMEHT IIOCPEeICTBOM
CCHBUIKM B IIOJIHOM OOBeMe) . KpucTaJJibl aHTUTEJIO:aHTUIeH MOTYT OHTH
M3YyUYeHH C MCHOJIB30BaHMEM XOPOMO M3BECTHHX MeTOIOB IMbpakuuu
PEHTTeHOBCKUX JIydel ¥ MOTYT OBTb YTOUHEHH C MCIOJIb30BaHUEM
KOMIIBTEPHOT'O IIpOoTIpaMMHOI'O OOecliedueHus, Takoro kak X-PLOR (Yale
University, 1992, pacnpoctpaHserca Molecular Simulations, Inc.;
CM., HamnpmMep, Meth Enzymol (1985) wvol. 114 & 115, eds Wyckoff
HW et al.,; nyommuxkaumsa CIA N 2004/0014194) m 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 et al., (2000) Acta Crystallogr D Biol Crystallogr
56 (Pt 10): 1316-1323), BCce M3 KOTOPHX BKJIUEHH B HOaHHBEM OOKYMEHT

InocpenCTBoM CCBUIKM B TIIOJIHOM obweMe. VccrienoBaHMA KapTUpOBaHMA
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MyTareHes3a MOTYT OHBTEL BHIIOJIHEHH C MCIOJL30BaHMeM JIOOOTO MeTona,
M3BECTHOTO CIelraJMuCcTy B IOaHHOM o0JjlacTy TexXHUukKu. CM., HaIpuMep,
Champe M et al., (1995) Beme m Cunningham BC & Wells JA (1989)
BHIle IOJISS OIMCAHMS MEeTOOOB MyTareHesa, BKJOUas MeTOOH MyTareHe3a
aJJaHMHOBOT'O CKaHMPOBaHMA. B KOHKpPeTHOM BapMaHTe OCYHIeCTBJIEHUSI

SIIMTOII aHTHTeJla OoInpeneJidnT C VICIIOJIE 3OBaHMEM MccJenoBaHum

aJIAaHMHOBOTO CKaHMpyKmero MyTareHeza. Kpowme TOTO, aHTUTeJa,
KOTOPHE pPacro3HaKT u CBAS3HBAKTCA o} OIMHaKOBEMU I
[IepekKpHBaARMMUCA 2OUToNamMu  LAG-3 (HanpuMep, LAG—-3 ueJlOBeka),

MOTYT OHTL MUISHTUPULUMPOBAHEL C IIOMOMBI PYTUMHHHX MeTOIOB, TaKUX
Kak ¥VMMyHOaHaJu3, HaopuMep, oyTeM OeMOHCTpalMM  CIIOCODHOCTH
OOHOTO aHTUTeJla K OJOKMPOBaATE CBA3HBaAHME »OPYT'OT'O aHTUTeJa C
AHTUTeHOM—MMIIEeHbD, T.e. aHaJM3 KOHKYPEHTHOT'O CBA3HBAaHWA. AHAJNM3H
KOHKYPEHTHOTO CBA3LIBAHUA Takxe MOXHO MCIIOJIL30BATH IJIs
onpenejyieHMsa TOTO, MMelT JM IBa aHTUTeJla CXOIOHYID CHeUM(UUHOCTD
CBASBBAHUSA SOUTOoNA . KoHKypeHTHOe CBAS3EBaHUE MOXeT OHITE
ompenejyleHO B aHaJu3e, B KOTOPOM TeCTUPYEMHM MMMYyHOTJIOOYJIMH
MHTUOMPYeT chHeuudpruecKoe CBA3HBaHME 5STAJIOHHOTO aHTUTeJla C ofmyMm
aHTUIEeHOM, TakuM kak LAG-3 (HanpuMmep, LAG-3 uejioBeKa). V3BeCTHEH
MHOTOUMCJIEHHEIE TUIIH aHaJM30B KOHKYPEHTHOT'O CBSA3HBAaHMSA, HaIPUMEP:
TBepOobasz3HEM  NPAMOM MM HEeNOpAMOM  paIloUMMMyHOaHaJIM3 (RIA),
TBepOodasz3HLEM MIPSAMOV WM HeNpsaMoM VMMyHObepMeHTHHM aHalmu3 (EIA),
COHIBUU—-KOHKYPEHTHEIM aHalm3 (cMmM. Stahli C et al., (1983) Methods
Enzymol 9: 242-253); TBepmo®a3HHM OpAMOM OMOTMH—aBUOMH EIA (cM.
Kirkland TN et al., (1986) J Immunol 137: 3614-9); TBepmobasHLM
aHaJM3 C IOIpAIMBIM MeueHMeM, TBepHodasHHM aHaJlM3 C OPpAMbEIM MeUueHVeM
(cm. Harlow E & Lane D, (1988) Antibodies: A Laboratory Manual,
Cold Spring Harbor Press); TBepnodaszHel RIA ¢ OpaAMBEIM MeUyeHMEeM C
MCIIOJIbL30BaHMeM MeTkM I1-125 (cMm. Morel GA et al., (1988) Mol
Immunol 25(1): 7-15); TeBepnodasueli EIA C OpAMBIM MeudueHMeM (CM.
Cheung RC et al., (1990) Virology 176: 546-52) m RIA C OpAMBEM
MedueHMeM (cM. Moldenhauer G et al., (1990) Scand J Immunol 32:
77-82), BCce M3 KOTOPHX BKJIOUEHH B IaHHHM ITOKYMEHT IIOCPEedCTBOM
CCHUJIKM B TIOJIHOM obweme. OBLIUHO Taxkom aHaJn3 BKJIOUAET
MCIIOJIb30BaHMEe OUMIIEHHOT'O aHTMI'eHa (HanpuMmMep, LAG-3, TakKoI'o Kak

LAG-3 ueJIOBeKa), CBSA3AaHHOTO C TBepIOoM IIOBEPXHOCTHI, WMJIM KJETOK,
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Hecymux Jio®or M3 HUX, HeMeUeHHMW TeCTOBHM UMMYyHOTJIOOVJIMH U
MeUeHHM KOHTPOJILHENM UMMMYyHOTJIOOYJIMH. KOHKYypeHTHOe MHIUOUPpOBaHMUE
MOXeT OBITH V3MEPEHO nyTeM OIpelelJIeHU A KOJIMUeCTBa MeTKH,
CBA3aHHOM C TBEPOOM I[IOBEPXHOCTBLI WM KJIeTKaMu B I[IPUCYTCTBUU
TeCTUPYEMOTO MMMYyHOTIJIOOYJIMHA . OBBIUHO TeCcT Ha MMMYyHOTIJIOOYJIMH
IpUCYTCTBYyeT B M30HTKe. OOBUHO, KOI'Ia KOHKypUPpYKIlee aHTUTEJIO
IPpUCYTCTBYET B M3OHTKe, OHO OyIoeT MHIMOMPOBATH CIeluduueckoe
CBASHBAHME DSTaJIOHHOTO aHTHUTeJa C OoOmMMM aHTUIEeHOM IIO MeHbIlel Mepe
Ha 50-55%, b55-60%, 60-65%, 65-70%, 70-75% wmium OoJiee. AHaJIU3
KOHKYPEHTHOTO CBA3EBaAHUA MOXeT OHBTE CKOHOUIYPUMPOBAH B OOJIBIIOM
KOJIMUEeCTBEe pPas3JIMUYHEIX O(OopMaTOB C MCIOJb30BaHMeM JMOO MEUeHOTO
aHTureHa, JMUOO MeUeHOTO aHTHTeJa. B oOOBUYHOM BepcUM STOTO aHalu3a
AHTUTEeH KMMMOOMJIM3OBAH  Ha 96—JIYHOUHOM ILJIaHIeTe. CIIoCoBHOCTE
HEMEUEHEIX aHTUTeJ OJIOKMPOBaTh CBSA3HBaHME MEUEeHBIX AaHTUTEJ C
AHTUT€HOM 3aTeM M3MepPAKnT C MCIOJIbB30BaHMEM PalIMOaKTUBHHEX WMJIU
bepMeHTHEX MeTOK. [IJI4 IIOJyUeHMS MOOMINOJIHMTEeJILHOM MHOOpMaluMM CM.,
HanpuMmep, Wagener C et al., (1983) J Immunol 130: 2308-2315;
Wagener C et al., (1984) J Immunol 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 m Antibodies: A Laboratory Manual, Ed Harlow E &
Lane D editors Beme, pp. 386-389, BCe M3 KOTOPHX BKJIOUEHH B
OAaHHEM OOKYMEHT IIOCPEeICTBOM CCHJIKM B IIOJIHOM oOBeMme.

[00171] B orpeneJiIeHHBIX BapraHTax OCVyIeCcTBJIEHUS ODaHHoOe
nz3obpeTeHue OTHOCUTCH K BHIOEJIEHHOMY AHTUTEIY, KOoTOopoe
crneunudmuueckm CcpBA3HBaeTca C  LAG-3 (HanpmuMmep, LAG-3 dJeJIOBeKa),
IprdeM aHTUTEJIO, COOEepPXUT T KEJIYIO ek, CoIepXally
AMMHOKMCJIOTHYI IIOCJIeHOBRaATEeJILHOCTL, [IpencTaBlieHHY© B SEQ ID NO:
168, 225, 169, 22¢, 170, 227, 171, 172, 173, 174, 175, 176, 177,
178, 179, 180, 181, 182, 183, 184, 185 maum 186, HeoDsa3aTeJIbLHO
OpM STOM aMMHOKMCJIOTHHI OCTAaTOK B TIIOJOXeHUMM 1 TaEReJION Lelu
[IpeBRpalleH B IMPOTJIyTaMaT. B OIpelelJIeHHHX BapMaHTax OCYIEeCTBJIEHUA
aHTUTEJIO COIEPXUT T SKEJIYIO LEeTb, ComepxXalyo AMVHOKMCJIOTHYIO
[IOCJIeNOBATEJIbHOCTEL, IpMBeIOeHHy® B SEQ ID NO: 168. B onpenellIeHHHX
BapraHTax OCYIIECTBJIEHUA AHTUTEJIO COIEPXUT T SKEJIYIO ek,

comepXxalyld aMMHOKMCJIOTHYI I[IOCJIemOBaTeJIbHOCTL, IpMBeIeHHYI B SEQ
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ID NO: 225. B olpeIeJIeHHBEX BapuaHTax ocyllecTrBJeHusa X B SEQ ID
NO: 225 OpencTaBJIgeT cobom Q. B olIpeneJieHHHX  BapMaHTax
OCVYIeCTBJIEHUS X B SEQ ID NO: 225 npencrTaejdgaeT cobom
oupoIrJiyTaMaT. B oOIpelelJIeHHBIX BapMaHTax OCYIEeCTBJIEHUS aHTUTEJIO
COOEPXUT T SKEJIYIO nemns, comepxallyio aMVHOKMUCJIOTHYIO
[IOCJIeIOBATEJIbHOCTE, IpMBeIeHHYK B SEQ ID NO: 169. B omnpenejleHHHX
BapMaHTax OCYIEeCTBJIEHU A AHTUTEJIO COOEePXUT T TKEJIYIO emnb,
comepXxalyld aMMHOKMCJIOTHYI I[IOCJIeODOBaTeJIbHOCTEL, IIpMBeleHHYK B SEQ
ID NO: 226. B omopeIeJIeHHEX BapMaHTax ocCymecTBJeHus X B SEQ ID
NO: 226  IpencTaBJISET cobom Q. B oIpeneJIeHHHX  BapMaHTax
OoCVyIeCcTBJIEHUS X B SEQ ID NO: 226 npencTarjigeT cobom
IMpoOTJIyTaMaT. B oOINpeleJIeHHBX BapMaHTax OCYINeCTBJIEHUS aHTUTEJO
COIEepPXUT T SKEJTYIO LIENE, cComepxXamy AMVHOKMCJIOTHYO
[IOCJIeNOBATEJIbHOCTEL, NpUBemeHHy® B SEQ ID NO: 170. B omnpenelIeHHHX
BapMaHTax OCYIECTRBJIEHUA AHTUTEJIO COIEepPXUT T SKEJIYTO ek,
comepXallyld aMMHOKMCJIOTHYI I[IOCJIeODOBaTeJIbHOCTL, IPpUMBeIeHHYI B SEQ
ID NO: 227. B olpeIeJIeHHEX BapuaHTax ocylmecTBJeHusa X B SEQ ID
NO: 2277 IpencraBJIgeT cobom Q. B olIpeneJIeHHHX  BapMaHTax
OCVYIeCTBJIEHUS X B SEQ ID NO: 227 npencrTaejdgeT cobom
oupoIJiyTaMaT. B oOIpelelleHHBIX BapMaHTax OCYIeCTBJIEHUS aHTUTEJIO
COOEPXUT T SKEJIYIO nemns, comepxallyio aMVHOKMUCJIOTHYIO
[IOCJIeIOBATEJIbHOCTEL, IpMBeIeHHYK B SEQ ID NO: 171. B omnpenejleHHHX
BapMaHTax OCYIEeCTBJIEHU I AHTUTEJIO COOEePXUT T TKEJIYIO emnb,
comepXxallyld aMMHOKMCJIOTHYI I[IOCJIeOOBaATEeJIbHOCTL, IIpMBeIeHHYK B SEQ
ID NO: 172. B omopenejleHHHX EBapMaHTax OCYIEeCTBJIEHUS aHTUTEJIO
COIEepPXUT T KEJIYIO ek, comepxamymo AMMHOKMCJIO THYIO
[IOCJIeIOBATEJIbHOCTEL, HIpUBemeHHy® B SEQ ID NO: 173. B omnpenellIeHHHX
BapMaHTax OCYIEeCTRBJIEHU A AHTUTEJIO COIEepPXUT T SKEJIYTO ek,
comepXallyld aMMHOKMCJIOTHYI I[IOCJIEODOBaTEeJIbHOCTEL, IIpUMBeIeHHYK B SEQ
ID NO: 174. B omnpelejleHHHX BapMaHTax OCYWEeCTBJIEHUS aHTUTEJIO
COIEepPXUT T SDKEJTYIO LIENE, CoIepxXamy aMVHOKMCJIOTHYIO
[IOCJIeNOBRATEJIbHOCTL, NpMBeImeHHy® B SEQ ID NO: 175. B omnpeneJlIeHHHX
BapMaHTax OCYIECTRBJIEHUA AHTUTEJIO COIEpPXUT T SKEJIYTO ek,
comepXxallyldo aMMHOKMCIJIOTHYI I[IOCJIeODOBaTeJIbHOCTL, IpMBeIeHHYI B SEQ
ID NO: 176. B omopenejleHHHX BapMaHTax OCYWMEeCTBJIEHUA aHTUTEJIO

COOEepPXNnT TAXEIIYIO nellb, coepxalrylto AMVHOKMCIIOTHYIO
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[IOCJIeNOBATEJIbHOCTEL, IHpUMBeIOeHHy® B SEQ ID NO: 177. B onpelelIeHHHX
BapraHTax OCYIIECTRBJIEHUA AHTUTEJIO COIEepPXUT T SKEJIYIO ek,
comepXxallyldo aMMHOKMCJIOTHYI I[IOCJIeODOBaTeJIbHOCTL, IPpUMBeIeHHYI B SEQ
ID NO: 178. B omopenejieHHHX BapMaHTax OCYWMEeCTBJIEHUI aHTUTEJIO
COOEPXUT T SKEJIYIO nemns, comepxallyio aMVHOKMUCJIOTHYIO
[IOCJIeIOBATEJIbHOCTE, IpMBeIeHHYK B SEQ ID NO: 179. B omnpenejleHHHX
BapMaHTax OCYIEeCTBJIEHU A AHTUTEJIO COOEePXUT T TKEJIYIO emnb,
comepXxalyld aMMHOKMCJIOTHYI I[IOCJIeODOBaTeJIbHOCTEL, IIpMBeleHHYK B SEQ
ID NO: 180. B omopenejieHHHX EBapMaHTax OCYIEeCTBJIEHUS aHTUTEJIO
COIEepPXUT T SKEJIYIO ek, comepXxamym AMMHOKMCJIOTHYIO
[IOCJIeIOBAaTEeJIbHOCTEL, HIpUMBeImeHHy® B SEQ ID NO: 181. B omnpeneliIeHHHX
BapMaHTax OCYIEeCTRBJIEHU A AHTUTEJIO COIEepPXUT T SKEJIYTO ek,
comepXallyld aMMHOKMCJIOTHYI I[IOCJIEeODOBaTEeJIbHOCTL, IpUMBeIeHHYK B SEQ
ID NO: 182. B omnpenejleHHHX BapMaHTax OCYWEeCTBJIeHUS aHTUTEJIO
COIEepPXUT T SKEJTYIO LIENE, CoIepXaly AMVHOKMCJIOTHYIO
[IOCJIeNOBATEJIbHOCTEL, HpMBemeHHy® B SEQ ID NO: 183. B omnpenellIeHHHX
BapMaHTax OCYIECTRBJIEHUA AHTUTEJIO COIEPXUT T SKEJIYTO ek,
comepXxallyldo aMMHOKMCJIOTHYI I[IOCJIemDOBaTeJIbHOCTL, IpMBeIeHHYI B SEQ
ID NO: 184. B omnpenejieHHHX BapMaHTax OCYWLEeCTBJIEHUA aHTUTEJIO
COOEPXUT T SKEJIYIO Lemns, comepxallyio aMVHOKMUCJIOTHYIO
[IOCJIeIOBATEJILHOCTEL, IpMBeIeHHYI B SEQ ID NO: 185. B omnpenejleHHHX
BapraHTax OCYIeCTBJIEHU A aHTUTEJIO COOEPXUT T SKEJIYIO uemns,
comepXxallylo aMMHOKMCJIOTHYI I[IOCJIeOOBaTeJIbHOCTL, IIpMBeleHHYK B SEQ
ID NO: 186.B omnpenejiIeHHHX BapraHTax OCYMEeCTBJIEHUSA aMUHOKMCJIIOTHHMN
OCTATOK B IIOJIOXEHMM 1 TsKeJION lLenM IpeBpaleH B OIMPOIJIYyTaMaT.
[00172] B omnpeneJyiIeHHBIX BapraHTax OoCVyIeCcTBJIEHUS ODaHHoOe
nz3obpeTeHue OTHOCUTCH K BHIIEJIEHHOMY AHTUTEIY, KOTOpoe
crneunuduueckm cCpBsA3HBaeTca C  LAG-3 (HanpmuMep, LAG-3 d4eJIOBeKa),
IpUYeM aHTUTEJIO, COIEPXUT JIeTKyKn Ilelb, COIepXallyld aMMHOKMCIIOTHYIO
[IOCJIeIOBATEJIbHOCTEL, IpencTaBJieHHy© B SEQ ID NO: 187, 228, 188,
189, 190 mmm 191, HeoOg3aTeJIbHO, OPM 2TOM AMMHOKMCJIOTHEIM OCTAaTOK
B [TOJIOXEHUN 1 JIeTKOM tSYnaZi IpeRpalmeH B noUpoTJIyTamMarT . B
OIIpelleJIEHHEIX BapMaHTax OCYIEeCTRBJIEHMS AaHTUTEJIO COOEPXUT JIEeTKY
LENb, COIepXallylx aMMHOKMCIIOTHYI IIOCJIeIOBaTeJIbHOCTE, IIPUBEIEHHYID
B SEQ ID NO: 187. B oOIpemeJleHHHX BapuaHTax OCYIeCTBJIeHUA

AHTUTEJIO COIOEepPXnUT JIET'KYIO nelib, coepxalrylio AMVHOKNMCIIOTHYIO
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[IOCJIeNOBATEJIbHOCTEL, IHpUMBeOeHHy® B SEQ ID NO: 228. B onpelelIeHHHX
BapMaHTax ocCymecTBJeHMA X B SEQ ID NO: 228 mnpezncrabiseT cobou E.
B ompelleJIeHHEX BapMaHTax ocymecTejeHus X B SEQ ID NO: 228
npencraBJigeT cobon ouporJyraMarT. B orpelleJIe HHEIX BapMaHTax
OCYIIeCTBJIEHU A AHTUTEJIO COOEePXUT JIETKYIO Lerb, comepxamyio
AMMHOKMCJIOTHY IIOCJIeOOBAaTeJILHOCTL, IPMEeOeHHYyH B SEQ ID NO: 188.
B omopenesieHHEIX BapMaHTax OCYIEeCTBJIEHMSA aHTUTEeJIO COINEPXUT JIeTKYIo
ek, CcoepXallyld aMMHOKMCIIOTHYI II0CJeIOBaTeJIbHOCTEL, IIPUBEIEeHHYIO
B SEQ ID NO: 189. B oIpeneJleHHHX BapuaHTax OCYIEeCTBJIeHUA
AHTUTEJIO COIEepPXUT JIETKYIO Lenb, comepXxamym AMMHOKMCJIOTHYIO
[IOCJIeIOBAaTEeJIbHOCTEL, HIpUMBemeHHy® B SEQ ID NO: 1920. B omnpeneliIeHHHX
BapMaHTax OCYIEeCTRBJIEHU A AHTUTEJIO COIEepPXUT JIETKY ek,
comepXallyld aMMHOKMCJIOTHYI I[IOCJIEeODOBaTEeJIbHOCTL, IpUMBeIeHHYK B SEQ
ID NO: 191. B OIpeneJIeHHEIX BapMaHTax OCYIIEeCTBJIEHNA

AMMHOKMCJIOTHEIM OCTAaTOK B IIOJIOXKeHMM 1 JIeTKOoM Lelu IIpeBpaleH B

oupoTJIyTamMart .
[00173] B ompeneJIeHHEIX BapraHTax OCVYIeCTBJIEHUS ODaHHoe
n3obpeTeHue OTHOCUTCSH K BEIOE&JIEHHOMY aHTUTeIy, KOoTOpoe

crneuudmuueckm cpaspeaeTcd Cc  LAG-3 (HanpuMmep, LAG-3 dJeJiIOBeKa),
IpryueMm aHTUTEJIO, COOEPXUT T AXKEIIYIO Lelb, comepxXxaumyo
aMMHOKMCJIOTHYI IIocJemoBaTeJIbHOCTE SEQ ID NO: 168, u Jerkyo lLelb,
comepXallyld aMMHOKMCIJIOTHYI I[IOoCJemoBaTeJIbHOCTE SEQ ID NO: 187. B
onpeneJieHHHX BapMaHTax OCyMeCTBJIEHUSI OaHHOE n3obpeTeHNne
OTHOCUTCSH K BEIIEJIEHHOMY AHTUTEJY, KOTOpoOe crieuudruUeCcKu
cBA3BBaeTcsa ¢ LAG-3 (HampuMmep, LAG-3 UYejioBeka), I[IPUUEM aHTUTEJIO,
COOEPXUT T SKEJTYIO Lelb, comepxamyn AaMUHOKMCJIO THYIO
nmocjemoBaTeJibHOCTE SEQ ID NO: 225, u JeTKyo ILellb, COIepXallyk
aMMHOKMCJIOTHYK IIOCJemoBaTesJIbHOCTE SEQ ID NO: 228. B omnpemelleHHHX
BapMaHTax oOCymecCcTBJeHrsa X B SEQ ID NO: 225 npemncrariaseT cobou Q,
a X B SEQ ID NO: 228 1npemncraBJgeT coboy IOMpoTrJiyTamMaT. B
OIpemeJIeHHEX BapMaHTax ocymecTBJeHrua X B SEQ ID NO: 225
opencraBJageT cobo¥ OMpoTJIyTaMaT, a X B SEQ ID NO: 228
nopencTaBjysgeT cobol E. B omnpelelleHHHX BapMaHTaxX OCYMEeCTRJIeHUS X B
SEQ ID NO: 225 mpencraByageT cobo¥ nuporjgyTamMaT, a X B SEQ ID NO:
228 npencraBJgeT CcoOOM NMUPOTJIyTaMar.

[00174] B ompeneJiIeHHEIX BapraHTax OCVYIeCTBJIEHUS OaHHOe
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n300peTeHre OTHOCUTCH K BHIEJIEHHOMY aHTUTEJY, KOTOpoOe
crneuuduueckm cpsa3pBaeTca C  LAG-3 (HanpuMmMep, LAG-3 dJeJiIOBeKa),
[IprdeM aHTUTEJIO, COOEPXUT T AXKEIIYIO Lerlb, comepxaumyo
AMMHOKMCJIOTHYI IIocJeloBaTeJIbHOCTE SEQ ID NO: 169, um JleTkKyo Lellb,
comepXallyld aMMHOKMCJIOTHYI I[IOoCJemoBaTeJIbHOCTE SEQ ID NO: 187. B
onpeleJIe HHEIX BapMaHTax OCYIWEeCTBJIEHNA OaHHOeE n3obpeTeHNKe
OTHOCUTCSH K BEIIEJIEHHOMY AHTUTEJY, KOoTopoe crneundpmuueckm
cBA3BBaeTcsa ¢ LAG-3 (HampuMmep, LAG-3 UYejloBeka), IIpUUEM aHTUTEJIO,
COOEPXUT TKEJTYIO Lelb, comepxamyn aMUHOKMCJIO THYIO
nmocjenoBaTeJibHOCTE SEQ ID NO: 226, u JeTKyo lellb, CcoIepXallylk
AaMMHOKMCJIOTHYK IIOCJemoBaTesJIbHOCTE SEQ ID NO: 228. B omnpemelleHHHX
BapuaHTax ocymecTBJeHMsS X B SEQ ID NO: 226 npemcraBigeT cobdon Q,
a X B SEQ ID NO: 228 1npemncraBJgeT coboy IIMpoTrJiyTamMaT. B
OTIpeneJIeHHEX BapMaHTax ocymecTBJeHruda X B SEQ ID NO: 226
opencraBJageT cobo¥ OMpoIJyTaMaT, a X B SEQ ID NO: 228
nopencTaBJysgeT cobol E. B ompelelleHHHX BapMaHTax OCYMEeCTRJIEHUS X B
SEQ ID NO: 226 mpencTaBJgeT cobo¥ nuporjgyTamMaT, a X B SEQ ID NO:
228 mnpencraBJgeT CcoOoM NMUPOTJIyTaMar.

[00175] B ompeneJiIeHHBIX BapraHTax OCVYIeCTBJIEHUS OaHHoOe
n300peTeHNre OTHOCUTCH K BHIEJIEHHOMY AHTUTEIY, KOTOpoOe
crneuudmuuecKu CBA3HBaeTcsa < LAG-3 (HamnpuMmep, LAG-3 uUeJioBeKa),
IpmrueM aHTUTEJIO, COOEPXUT T AXEIIYIO Lelb, comepxamyio
AMMHOKMCJIOTHYIO IocJeloBaTelbHOCTE SEQ ID NO: 170, u JleTKYID Lelb,
comepxamyl aMMHOKMCJIOTHYK IocJemoBaTesJlbHOCTE SEQ ID NO: 187. B
omnpeleJle HHEIX BapMaHTax OCyWeCTBJIEHUSI OaHHOE n3obpeTeHNUe
OTHOCUTCH K BEIIIEJIEHHOMY AHTUTEIY, KOTopoe crneunduueckKm
cBA3EBaeTcsa ¢ LAG-3 (HampuMmep, LAG-3 UyeJjioBeka), IIPUUEM aHTUTEJO,
COOEPXUT TSKEJTYIO Lelb, comepxamyn AMUHOKMVCJIO THYIO
nmocjenoraTeJibHOCTE SEQ ID NO: 227, u JeTKyo IlLellb, COIepXallyk
aMMHOKMCJIOTHYK IIOoCJemoBaTesJIbHOCTE SEQ ID NO: 228. B omnpemellIeHHHX
BapMaHTax OCymecCcTBJeHrsa X B SEQ ID NO: 227 mnpemcrarjiaseT cobou Q,
a X B SEQ ID NO: 228 1npemncraBJgeT coboy IMpoTrJiyTamMaT. B
OIIpemeJIeHHEX BapMaHTax ocymecTBJieHua X B SEQ ID NO: 2277
opencraByageT cobo¥ OMpoTJIyTaMaT, a X B SEQ ID NO: 228
nopencTaBJfgeT cobol E. B omopelelleHHHX BapMaHTaxX OCYHMEeCTRBJIeHUS X B

SEQ ID NO: 227 mpencraiBJygeT coboy nuporjgyTamMaT, a X B SEQ ID NO:
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228 mnpencraBygeT CcoOOM NMUPOTJIyTaMar.

[00176] B omnpeneJiIeHHEIX BapraHTax OCVYIeCTBJIEHUS OaHHoOe
n3obpeTeHue OTHOCUTCH K BHIIEJIEHHOMY aQHTUTEIY, KOoTOpoe
creunudmuueckm cpas3pBaeTca Cc  LAG-3  (HanpuMmep, LAG-3 dJeJioOBeKa),
IpmryueM AHTUTEJIO, COOEePXUT T SKEJIYIO emns, comepXxallyo
AMMHOKMCJIOTHYIO IIocJeloBaTelJibHOCTE SEQ ID NO: 171, u JleTKYID Lelb,
comepxamyl aMMHOKMCJIOTHYI IocJemoBaTesJlbHOCTE SEQ ID NO: 187. B
omnpeleJle HHEIX BapMaHTax OCYIIEeCTRBJIEHUA OaHHOE n3obpeTeHMne
OTHOCUTCH K BEIIEJIEHHOMY AHTUTEJY, KOoTopoe crneunuduueckKm
cBA3BBaeTcsa ¢ LAG-3 (HampuMmep, LAG-3 UYeJjioBeka), I[IPUUEM aHTUTEJO,
COIEepPXUT T SKEJIYIO LEenkb, comepxamymo AMVHOKMCJIO THYIO
nmocjienoBaTeJibHOCTE SEQ ID NO: 172, u JeTKyow IlLellb, COIepXallyk
aMMHOKMCJIOTHYK IIOoCJemoBaTesJIbHOCTE SEQ ID NO: 187. B omnpemelleHHHX
BapMaHTax OCYIEeCTRBIJIEHUA OaHHOE nz3obpeTeHme OTHOCUTCH K
BHIEJIEHHOMY aHTUTEeJY, KOTOpOoe CIelUuMPUUeCKM CBA3HBaeTcd C LAG-3
(HanmpuMep, LAG-3 uUeJjloBeKa), IIPUUYEM AaHTUTEJIO, COIEPXUT TIKEIY
Lens, comepXxallyrn aMMHOKMCIIOTHYK IIocJiemoBaTeJibHOCTE SEQ ID NO:
173, u Jerkypo Lelb, COoIepXallyld aMMHOKMCJIOTHYK IIOCJIeOOBaATEJIbHOCTD
SEQ ID NO: 187. B OIpelleJIEHHHX BapuaHTax OCYIEeCTRBJIEHUS IaHHOE
n3obpeTeHue OTHOCUTCH K BHIIEJIEHHOMY aHTUTEIY, KOoTOpoe
crneuudmuuecKu CBA3HBaeTcsa < LAG-3 (HamnpuMmep, LAG-3 uUeJioBeKa),
IpmrueM AHTUTEJIO, COOEPXUT T SIKEJIYIO ek, comepXxallyio
AMMHOKMCJIOTHYIO IIocJeloBaTelJbHOCTE SEQ ID NO: 174, u JIeTKYID Lelb,
comepxamyl aMMHOKMCJIOTHYK IocJemoBaTesJlbHOCTE SEQ ID NO: 187. B
omnpeleJle HHEIX BapMaHTax OCYIIEeCTRBJIEHUA OaHHOE n3obpeTeHMne
OTHOCUTCH K BEIIIEJIEHHOMY AHTUTEIY, KOTopoe crneunduueckKm
ceaspiBaeTca ¢ LAG-3 (Hanpumep, LAG-3 dUeJioBeka), IIpUUEM aHTUTEJIO,
COIEepPXUT T SKEJTYIO LEeNb, comepxammym aMVHOKMCJIO THYIO
nmocjenoraTeJsibHOCTE SEQ ID NO: 175, m JeTKyow ILellb, COIepXallyl
aMMHOKMCJIOTHYK IIOocJemoBaTesJIbHOCTE SEQ ID NO: 187. B omnpemelleHHHX
BapMaHTax OCYIECTRBJIEHUA OaHHOE nz3obpeTeHme OTHOCUTCH K
BHIEJIEHHOMY aHTUTEeJY, KOTOpOe CIelUuMPUUeCKM CBA3HBaeTcd C LAG-3
(HanpuMep, LAG-3 uyeJjloBeKa), IIPUUYEM AaHTUTEJIO, COIEPXUT TIKEIIY
ey, comepXallyln aMMHOKMCIIOTHYK IIocJiemoBaTeJibHOCTE SEQ ID NO:
176, u Jlerkyn Lelb, ColepXallyll aMMHOKMCJIOTHYK IIO0CJIeODOBATEJIbHOCTD

SEQ ID NO: 187. B oOIpelleJIeHHHX BapuaHTax OCYIEeCTBJIEHVS IaHHOe
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nz3obpeTeHue OTHOCUTCH K BHIEJIEHHOMY aHTUTEIY, KOoTOpoe
crneuuduueckm cpsa3pBaeTca C  LAG-3 (HanpuMmMep, LAG-3 dJeJiIOBeKa),
[IprdeM aHTUTEJIO, COIEePXUT T SKEJIYIO ek, CoIepXallyo
aMMHOKMCJIOTHYIO IIocJemoBaTeJibHOCTL SEQ ID NO: 177, m Jerkywo lLelb,
comepXallyld aMMHOKMCJIOTHYI I[IOoCJemoBaTeJIbHOCTE SEQ ID NO: 187. B
onpeleJIe HHEIX BapMaHTax OCYIIEeCTBJIEHUA OaHHOe n3obpeTeHMe
OTHOCUTCH K BHIIEJIEHHOMY AHTUTEJY, KOoTopoe crneundpmuueckm
cBA3BBaeTcsa ¢ LAG-3 (HampuMmep, LAG-3 UYejloBeka), IIpUUEM aHTUTEJIO,
COOEepPXUT T KEJIYIO ek, comepXxamymo AMMHOKMCJIO THYIO
nmocjenoBaTeJibHOCTE SEQ ID NO: 178, u JeTKyo ILellb, COoIepXallylk
AaMMHOKMCJIOTHYK IIOoCJemoBaTesJIbHOCTE SEQ ID NO: 187. B omnpemelleHHHX
BapMaHTax OCYIEeCTRBJIEHU A OaHHOE nz3obpeTeHme OTHOCUTCH K
BHIOEJIEHHOMY aHTUTeJYy, KOTOpOoe CIeluPUUeCKM CBA3HBaeTcd C LAG-3
(HanmpuMep, LAG-3 uyeJjloBekKa), IIPHUUYEM AaHTUTEJIO, COIEPXUT TIKEIIY
nens, comepxalyrn aMMHOKMCIIOTHYK IIocJiemoBaTeJibHOCTE SEQ ID NO:
179, m Jerkymo Lelb, COIepXallyll aMMHOKMCJIOTHYK IIOCJIEOOBATEJILHOCTD
SEQ ID NO: 187. B OIpelleJIEHHHX BapuMaHTax OCYIEeCTRBJIEHVS IaHHOE
n3obpeTeHue OTHOCUTCH K BHIEJIEHHOMY aHTUTEIY, KOoTOpoe
crneuudmuueckm cpaspeaeTcd Cc  LAG-3 (HanpuMmep, LAG-3 dJeJiIOBeKa),
IpryueMm AaHTUTEJIO, COOEePXUT T SKEJIYIO Lemns, coIepXallyo
AMMHOKMCJIOTHYIO IIocJeloBaTelJibHOCTE SEQ ID NO: 180, u JleTkyID Lellb,
comepXallyld aMMHOKMCIJIOTHYI I[IOoCJemoBaTeJIbHOCTE SEQ ID NO: 187. B
omnpelneJle HHBEIX BapMaHTax OCYIIEeCTRBJIEHU A OaHHOE n3obpeTeHMne
OTHOCUTCH K BHIOEJIEHHOMY AHTUTEJY, KOoTopoe crneundpmuuecku
cBA3BBaeTcsa ¢ LAG-3 (HampuMmep, LAG-3 UYejioBeka), I[IPUUEM aHTUTEJIO,
COIEepPXUT T KEJIYIO ek, comepxamymo AMMHOKMCJIO THYIO
nmocjenoraTeJibHOCTE SEQ ID NO: 181, u JeTKyo ILellb, COIepXallyk
aMMHOKMCJIOTHYK IIOoCJemoBaTesJIbHOCTE SEQ ID NO: 187. B omnpemelleHHHX
BapMaHTax OCYIECTRBJIEHUA OaHHOE nz3obpeTeHme OTHOCUTCH K
BHIEJIEHHOMY aHTUTeJYy, KOTOpOoe CIeluPUUeCKM CBA3bHBaeTcd C LAG-3
(HanmpuMep, LAG-3 uUeJjloBeKa), IIPUUYEM AaHTUTEJIO, COIEPXUT TIKEIY
Lens, comepxallylnw aMMHOKMCIIOTHYK IIocJiemoBaTeJibHOCTE SEQ ID NO:
182, u Jerkypn Lelb, COIepXallyll aMMHOKMCJIOTHYK IIOCJIEeOOBaATEJIbHOCTD
SEQ ID NO: 187. B OIpelleJIEHHHX BapuaHTax OCYIEeCTRBJIEHVS IaHHOE
n3obpeTeHue OTHOCUTCH K BHIEJIEHHOMY AHTUTEIY, KOoTopoe

crneunudmuueckm cpas3pBaeTcd ¢ LAG-3  (HanpuMmep, LAG-3 dJeJioBeKa),
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[IpUYeM aHTUTEJIO, COIEepPXUT T KEJIYIO LENE, COoIepXallyo
AMMHOKMCJIOTHYID IIocJeloBaTeJIbHOCTE SEQ ID NO: 183, u JleTKyID Lelb,
comepxalyl aMMHOKMCIIOTHYK IocJjemoBaTeslbHOCTE SEQ ID NO: 187. B
oIpeleJIe HHEIX BapMaHTax OCVYIIeCTBJIEHUA OaHHOe n3obpeTeHme
OTHOCUTCH K BEIIEJIEHHOMY QHTUTEIY, KOTOpoe crieuudomuueckKm
ceaspBaeTcad ¢ LAG-3 (Hanpumep, LAG-3 UeJlOBeKa), IIPUUEM aHTUTEJIO,
COOEePXUT T KEJIYIO Lemnb, comepxammymo AMMHOKMCJIO THYIO
nmocjenmoBaTeJlbHOCTE SEQ ID NO: 184, wu JeTKyo lellb, CcoIepXallyi
AMMHOKMCJIOTHYK IIOCJemoBaTeJIbHOCTE SEQ ID NO: 187. B omnpemelleHHHX
BapMaHTax OCYIEeCTBJIEHU A OaHHOE nz3obpeTeHue OTHOCUTCSH K
BHIOEJIEHHOMY aHTUTeJy, KOTOpoe CIelUuM@UUeCKM CcBA3HBaeTcd C LAG-3
(HanmpuMep, LAG-3 uyeJjloBeka), IIPHUUYEM AaHTUTEJIO, COIEPXUT TIKEIY
Lens, comepxalyrn aMMHOKMCIIOTHYK IIocJiemoBaTeJibHOCTE SEQ ID NO:
185, m Jerkymo Lelb, COIepXallyld aMMHOKMCJIOTHYK IIOCJIEOOBaATEJIbHOCTH
SEQ ID NO: 187. B omnpelelleHHHX BapMaHTax OCYWLEeCTBJIEHUS HOaHHOeE
n3obpeTeHUe OTHOCUTCH K BHIIEJIEHHOMY aHTUTEIY, KOTOpoe
crneuudnuueckm cpesa3pBaeTca C  LAG-3 (HanpuMmep, LAG-3 dJeJIOBeKa),
[IpUydeM aHTUTEJIO, COIEPXUT T SKEJIYIO ek, COoIepXally
AMMHOKMCJIOTHYI IIocJeloBaTelJIbHOCTE SEQ ID NO: 186, M JIeTKYD Lellb,
comepxallyld aMMHOKMCIIOTHYK IocJjemoBaTesJlbHOCTE SEQ ID NO: 187. B
OIpeneJIeHHEX BapMaHTax OCYMEeCTBJIEHUS aMMHOKMCIIOTHEM OCTAaTOK B
[IOJIOXEHUN 1 T SKeJION nenmu IpeepallieH B ouporJjyramMartT. B
OlpelneJIeHHHX BapMaHTax OCYmMeCTBJIEHUMS aMMHOKMCJIOTHHI OCTaToOK B
IIOJIOXEeHVM 1 JIeTKOM LeNM IIpeBpalleH B OIUMPOIJIYTaMaT. B olpelneJIeHHHX
BapMaHTax OCYmMeCTBJIeHUS aMUHOKMCJIOTHEM OCTAaTOK B IIOJIOXeHUM 1
TAOXEeJION LelM IIpeBpalleH B IMPOIJIyTaMaT, a aMMHOKMCIJIOTHHM OCTaTOK
B TOJIOXeHUM 1 JIeTKOoM lLenM NpeBpalleH B OMPOIJIyTaMarT.

[00177] Jiobasa KOHCTaHTHAa4d oBJacTb Ig MOXeT OHITE
VCIIOJIE30BaHa B aHTUTeJlax, PAaCKPHTHX B JTaHHOM JOKyMeHTe. B
OIIpelleJIEHHEIX BapMaHTax OCYIeCTRBJIeHMS oO0JacTk g OpeacTaBJISeT
cofoM MOJIEKYJy UMMMyHOTJIOOyJamHa I1gG, IgE, IgM, IgD, IgA wmimu IgY
yeJioBeka, JwoboM kJjacc (Hanpumep, I1gGi, IgGz, IgGs, IgGs, IgA1 u
IgA2), wimm Jwobom nomkjacc (HanpuMmep, IgGza U IgGp) MOJIEKYJIH
MMMYHOTJIOOYJIMHA .

[00178] B ompeneJiIeHHEIX BapraHTax OCVYIeCTBJIEHUS OaHHoOe

MBO@peTeHMe OTHOCUTCA K BEIOEJIEHHOMY aHTHUTEeIly, KROTOpOe
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crneuudnuueckmM cpesa3pBaeTca C  LAG-3 (HanpuMep, LAG-3 dJeJIOBeKa),
opuyeM aHTUTEeJIO, COIOEePXMT KOHCTaHTHYID o0JlacTh TSKeJOM lenwu,
comepXxalyl aMMHOKMCJIOTHYK IIocJiemoBaTeJibHOCTE SEQ ID NO: 192,
193, 194, 195, 196, 197, 208 wmmm 209. B OIpeleJIeHHEX BapMaHTax
OCYIIeCTBJIEHU A OaHHOe n3obpeTeHMe OTHOCUTCH K BEIIIEJIEHHOMY
aHTUTeJy, KOTopoe cHeluudrndyeCKM CBA3HEBaeTcsa ¢ LAG-3 (Hamopumep,
LAG-3 udeJIOBeKa), IOpuUUYeM aHTUTEeJIO, COIEePXMUT KOHCTAHTHYI o00JacThb
TOXKEJION LelM, CcoIepXallyld aMMHOKMCIIOTHYI IIOCJIeOOoBAaTeJIbHOCTE SEQ
ID NO: 194. B oIOpelleJIeHHHX BapMaHTax OCYWeCTBJIEHMS IaHHOE
nz3obpeTeHUe OTHOCUTCH K BHIIEJIEHHOMY AHTUTEIY, KOoTOopoe
crneumuduueckm cCcpBsA3HBaeTca C  LAG-3 (HanpmuMmep, LAG-3 dJeJIOBeKa),
opuyeM aHTUTEeJIO, COIOePXMT KOHCTAHTHYID o0JIacTh TSOKeJOWM Ilenu,

comepxamyl aMMHOKUMCIIOTHYK IIocJemoBaTesJlbHOCTE SEQ ID NO: 195. B

ompeleJIe HHBIX BapMaHTax OCYIECTRBJIEHUA OaHHOE n3obpeTeHue
OTHOCUTCH K BEIOEJIEHHOMY aHTUTeIY, KOTOpoe crneunpmuyIecKm
cBA3EBaeTcsa C LAG-3 (HampuMmep, LAG-3 uyejioBeka), IIPUUEM aHTUTEJO,
COIEepPXUT KOHCTaHTHYI oBiacTb JeTKOM nenu, COoIepXally

aMMHOKMCJIOTHYK IIocJemoBaTesJIbHOCTE SEQ ID NO: 198. B omnpemellIeHHHX
BapMaHTax OCYIIECTBJIEHUA OaHHoOe nz3obpeTeHue OTHOCUTCH K
BHIOEJIEHHOMY aHTUTeJIYy, KOTOopoe CleluduuecKM CBA3bBaeTCcd C LAG-3
(HanpuMmep, LAG-3 yeJIOBeKaA) , nopryueM aHTUTeJIo, COLEepPXUT
KOHCTaHTHyl o06JacTb JIeTKOo¥ lenu, comepxamyrn  aMUHOKMUCIJIOTHYIO
nmocJermoBaTeJibHOCTE SEQ ID NO: 219.

[00179] B omnpemeJIeHHHX BapMaHTax OCYMeCcTBJIeHUS, OIHY, IBe
uim BoJlee MyTalUuM (HaIpUMep, aMMHOKMCJIOTHHE 3aMeHB) BBOIOAT B Fc-
oBJlacTk aHTUTeJla, OINIMCAHHOTO B OaHHOM IOKyMeHTe (HalpuMep, IOOMeH
CH2 (ocTaTkm 231-340 IgG: uejoBeka) u/uam moMeH CH3 (ocTaTkmu 341-
447 IgGi uUeJyioBeka) U/MIM MapHUPHYHD 0B6JIacTh, HYMEPOBaHHYH B
COOTBETCTBUM C CHUCTeMOV HyMepaluu EU O #M3MeHeHMSI OIOHOTO WU
BoJee OYHKIIMOHAJIEHEIX CBOMCTB aHTUTeJa, TaKMX Kak epuon
[IOJIYXM3HM B CHBOPOTKe, OQUKCcCaLMA KOMILJIEMEHTa, CBA3BBaHuMe C Fc—
PEeLenTopoOM U/UJIM aHTUTeH-3aBUCUMasgd KJIeTOUHAasd LMUTOTOKCUUHOCTD.

[00180] B omnpelelleHHBIX BapuMaHTax OCYMeCTBJIEHUS OIHY, IBe
i BoJee MyTauuy (HaopuMep, aMMHOKMCJIOTHHE 3aMeHH) BBOOAT B
mapHUPpHY oB6jlacTes Fc-oBisactn (moMeH CHI1) Tak, UYTO KOJMUECTBO

OCTaTKOB IMCTEeNMHa B HIapHI/IpHOﬁ obJjacTu MSMEHAEeTCA (HaHpMMep,
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YBEJIMUEeHO WJIM yMeHBIIEeHO), Kak OIMCaHO, HalpuMmep, B aTeHTe CIA N
5677425. KoJlnueCcTBO OCTATKOB ILMCTEeMHa B MapHUMPHOM oBOJlacTy IOoMeHa
CH1 wmoxeT OHTHL WM3MEeHEHO, HalpuMep, OJIA o6JjerueHUA COOPKU JIeTKOMU
M TSKEJION Ueley WM IOJA W3MeHeHMA (HalpuMep, YBeJMUeHUS WK
YMEHBUIeHUA) CTabMJIBHOCTU aHTUTeJa.

[00181] B KOHKpPeTHOM BapMaHTe OCYHMEeCTBJIEHMSA OIOHY, IBe WU
BoJjiee aMMHOKMCJIOTHHIX MyTalul (HaopuMep, 3aMeH, MWHCepUuuM WK
neJjielui) BBOOAT B KOHCTAHTHHIM OOMeH I1gG mMiaM ero FcRn—CBg3HBalmuUi
dparMeHT (IPemIouTUTEJIbHO O(oparMeHT noMeHa Fc wmiam mapHup-Fc) niasa
M3MeHEHU I (HanpuMep, YMEHBIIeHM A VI YBEeJIMUYEeHUS ) nepuona
IIOJIYXU3HM  aHTUTeJa in vivo. CM., HallpuMep, MeXIYyHapOIHEE
nyoimkauum N WO 02/060919; WO 98/23289 m WO 97/34631, U IIaTeHTH
CIIA N 5869046, 6121022, 6277375 wm 6165745, Bce W©3 KOTOPHX
BKJIOUEHH B JIaHHOe OIMCaHue B KadeCcTBe CCBUIKM B IIOJIHOM OOBeMe,
OJIS [OPMMEPOB MyTallMlM, KOTOPHE WM3MeHAT (HalpuMep, YyMeHBIAalnT WU
YBEJIMUVBAKT) M[Iepuol TOJYyXM3HM aHTUTeJla 1n Vivo. B olpelelleHHHX
BapMaHTax OCyWeCTBJIEHMA OOHY, IBe MWK 0oJiee  aMUHOKMCJIIOTHEIX
My Talni (HampumMep, 3aMeH, VMHCEPUMM WM  OeJiellui) BBOOAT B
KOHCTaHTHEM IOMEeH IgG Wi ero FcRn-cBsA3EBaKIUA dparMeHT
(IpennouTUTEeJIEHO bparmeHT OOMeHa Fc W mapHUup—Fc) 0JId
YMEeHbIIeHV A  [Iepuola  IOJYXM3HM  aHTuTesla 1n  VIvo. B 1mpyrmux
BapMaHTax OCYWeCTBJIEHMA OOHY, IOBe MWK 0oJjiee  aMMHOKMCJIIOTHBIX
MYy Talmni (Hanpumep, 3aMeH, VMHCepUMM WIM  OeJielui) BBOOAT B
KOHCTAaHTHEIM IOMEH IgG NI ero FcRn—-CBSA3HBaLMUA bparMeHT
(IpennouTUTEIBEHO bparmMeHT IoOoMeHa Fc NI mapHUp—Fc) 0JId
YBEJIMUEHUS Iepuola IIOJYXMBHM aHTUTejla 1n Vivo. B KOHKPETHOM
BapMaHTe OCYWEeCTRBJIEHUS aHTUTeJla MOI'YyT WMMeTh OIOHYy WiIn 0oJiee
AMMHOKMCIJIOTHEX MyTalul (HalpuMep, 3aMeH) BO BTOPOM KOHCTaHTHOM
(CH2) onomeHe (ocTmaTku 231-340 IgG: uUeJioBekKa) W/MWIM B TpPeTbeM
KOHCTAaHTHOM (CH3) OOMeHe (ocTaTkm 341-447 IgG1 wueJyioBeka),
IPOHYMEPOBAHH B  COOTBETCTBMM C CUCTeMOM  HyMepauuu EU. B
KOHKPETHOM BapMaHTe  OCYWMeCTBJIeHUS  KOHCTaHTHasd  ofJlacThb IgG:
aHTuTesNa, ONMCAaHHOTO B IOaHHOM IOOKYMEHTE, COLEPXUT 3aMeHy
MeTMOHMHa (M) Ha TuposuH (Y) B IOJOXeHMM 252, 3BaMeHy cepuHa (S)
Ha  TPpEeOHMH (T) B IIOJIOXeHUM 254 U TPEOHMH. (T) 3aMeHOM’

TJIYyTaMMHOBOM KMCJIOTH (E) B HnoJjoxeHuu 256, [IPOHYMEpPOBAaHHOM B
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COOTBETCTBUM C CUCTeMOM HyMepauuu EU. CMm. nateHT CIIA N 7658921,
KOTOPHM IIOJIHOCTBLIO BKJIIOUEH B IaHHOEe OIMCaHMe B KaudeCTBe CCHUIKM B
[IOJIHOM o00BbeMe. BrUIO TI@IOKa3aHOo, YTO BTOT TUIl MyTaHTHOTO IgG,
Has3EBaeMoI'o «MyTaHTOM YTE», IMNIpodBJISeT UeTHPexXKpaTHOe YBeJIMUeHUe
nepuona IOJYXM3HM II0 CPaBHEHMIO C BepCUAMM TOT'O Xe aHTuTela
ouxoro Tumna (cMm. Dall'Acqua WE et al., (2006) J Biol Chem. 281:
23514-24, xoTopasd BKJOUEHa B ITaHHOM OIIMCaHME IIOCPEeNCTBOM CCHUIKU
B [IOJIHOM  0OBemMme) . B ompeneJIeHHEIX BapMaHTax OCYIEeCTBJIEHN A
AHTUTEJIO COOEePXUT KOHCTAHTHHM poMeH I1gG, coIepxammy onOHY, IBe,
TP WM 0OoJlee aMMHOKMCJIOTHHX 3aMeH aMMHOKMCJIOTHEIX OCTAaTKOB B
[IOJIOXKEHM AX 251-257, 285-290, 308-314, 385-389 u 428-436,
IIPOHYMEPOBAHHEX B COOTBETCTBMM C CHCTeMOM HyMepauuu EU.

[00182] B HEeKOTOPHX BapMaHTax OCYMeCTBJIEHUSA, OIHY, IBe WIN
BoJjlee MyTaluM (HaopuMep, aMMHOKMCJIOTHEE 3aMeHEH) BBOOAT B Fc-
oBJlacThk aHTUTeJla, OINMCAHHOTO B IOaHHOM JIOKyMeHTe (HalpuMep, IOOMeH
CH2 (ocTaTkm 231-340 IgG: uejoBeka) u/uiam moMeH CH3 (ocTaTkmu 341-
447 T1gGi1 dUeJIOBeKa) n/WUIY  WapHUpHYD 00JacThb, HYMEPOBaAHHYK B
COOTBETCTBUM C CUCTeMOM HyMepauum EU 10ga yBeJMUEeHUS WU
YMEHBIIEHN A cpoIcTea aHTUTeJIa K Fc—peuenropy (HanpuMep,
AKTUBMPOBaAHHOMY Fc—-pellenTopy) Ha I[IOBEepXHOCTU »0PEeKTOPHOM KIIETKM.
MyTaumumu B Fc—-oOjlacTM aHTUTeJla, KOTOPphEe YyMeHbIalT WM yBeJIMUMBaklT
CPOLOCTBO aHTUTeJla K Fc—-peluenrtopy, ® CIHOCOOH BBeIEeHMA TaKUX
MyTaluui B Fc-peluenrtop WM eT0 (QparMeHT WM3BECTHH CIeluMaJlMcTy B
DaHHOM o0BJlacTV TexXHUKM. IIpuMepH MyTalumui B Fc-pellenTope aHTUTeJa,
KOTOPHE MOTYT OHBTH CHOEJIaHBE OJS M3MeHeHUuS addMHHOCTM aHTUTeJla K
Fc-pelnenTopy, ONMCaHH, HaopuMmep, B Smith P et al., (2012) PNAS
109: 6181-6186, rraTeHTe CIA e 6737050, u MeXIYHapPOIHBIX
nyoamkaumax N WO 02/060919; WO 98/23289 m WO 97/34631, BCce wus
KOTOPEIX BKJIOUEHE B HOAHHEM OOKYMEHT IIOCPeOCTBOM CCHUIKM B IIOJIHOM
obweme.

[00183] B @OONOJIHUTEJIBHOM EBapMaHTe OCYmMeCTBJEeHMS OIHY, IBe
iy ©0oJiee aMMHOKMCJIOTHEIX 3aMeH BBOIOAT B Fc—-o6JjacTk KOHCTAHTHOTO
noMeHa 1gG, 4YTOOB M3MEeHUTH BOPEKTOPHYHR OYHKLIVD (M) aHTUTeJa .
Hanpuwmep, OIOHY W BoJiee aMMHOKMCJIIOT, BEHIOPAHHEIX us3
AMMHOKMCJIOTHEIX OCcTaTkoe 234, 235, 236, 237, 297, 318, 320 m 322,

IIPOHYMEPOBaAHHEX B COOTBEeTCTBUNM C CUCTEeMOM HyMepalln EU, MOXHO
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3aMeHUTh JOPYITMM  aMMHOKMCJIOTHEIM OCTAaTKOM, TaKk UTO  AaHTUTEJIO
[IOJIYUUT M3MEHEHHYIO abPMHHOCTE K 20beKTOPHOMY JUTaHumy, HO
COXPaHUT aHTUTEeHCBA3HBAKIYK CIOCOOHOCTE POIUTEJIBCKOT'O aHTUTEIA.
S0PeKTOPHEM JIMI'aHO, K KOTOpOoMYy u3MeHAeTCcHd adPMHHOCTE, MOXeT
OBITEL, HalpuMep, Fc—-pelenTopoM MJIM KOMIIOHEHTOM KoMrJeMeHTa Cl.
SToT mnomxon 6oJiee HNoOpoOHO omMcaH B HaTeHTax CIA N 5624821 wu
5648260, xaxOul M3 KOTOPHX BKJIOUEeH B JIaHHOEe OIMCaHMe B KaudecCTBe
CCEUIKM B TIIOJJHOM OOBeMe. B HeKOTOPHX BapMaHTax OCYIeCTBJIEeHUSA
neJjeumsa WM MHaAKTUBALKMS (IIOCPeOCTBOM TOUEUHHX MyTaluM WX IPpYIUX
CpeICcTB) IOOMeHa KOHCTaHTHOM of8JlacTM MOXeT CHWXATh CBA3HBaHue Fc-—
pelenTopa UUPKYJINPYKIMETO aHTUTeJa, TeM CaMBIM YBeJINYYBagd
JokaJmzauupn onyxoJm. CM., HamnopuMmep, naTeHTer CIIA N 5585097 wu
8591886, xaxOel M3 KOTOPHX BKJKNUEeH B OaHHOe ONMCaHMe IIOCPeICTBOM
CCHJIKM B IIOJIHOM 0O0BeMe, @OJ4 OIMCAaHMA MyTalul, KOTOpHe YIaJlfgioT
MM MHAKTUBMPYIOT KOHCTAHTHHEM »OOMEeH M TeM CaMbBM YBeJIMUMBAIT
JIOKaJIMU3alui OIIyXOJiM. B oHnpemesIeHHHX BapMaHTax OCYIMEeCTBJIEHMS OIHa
iy 0OoJiee aMMHOKMCIIOTHBIX 3aMeH MOT'yT OHTBH BBeIOeHH B Fc—o0JjlacTb
aHTUTeJa, OIIMCaHHOTO B OaHHOM OOKYMEHTE, nJisg yIoaJleHUu s
IIOTEeHUMAJILHEX CalToOB IUIMKOBWJIMPOBaHMA B Fc—objacTu, KOTOPHE
MOTYT CHMXaThb CBA3HBaHMEe C Fc-penentopoM (cM., HanopuMmep, Shields
RL et al., (2001) J Biol Chem 276: 6591-604, KOTOPHM BKJIOUEH B
OaHHBEM OOKYMEHT IIOCPedCTBOM CCHJIKM B TIOJIHOM oObeMe). B pa3JIMuHBX
BapMaHTax OCYIEeCTBJIEHMA MOXeT OBTL OCYIeCcTBJIeHa oOHa wuiIu 0oJiee
13 CJenyolMx MyTaluMi B KOHCTAHTHOM 006JacTM aHTuUTeJa, OIMCAHHOTO
B IOaHHOM HOOKyMeHTe: 3aMeHa N297A; =3ameHa N297Q; =amMeHa L235A u
3aMeHa L237A; 3amMeHa L234A m 3BameHa L235A; 3BameHa E233P; 3ameHa
L234V; 3BamMeHa L235A; ynajeHmMe C236; 3BamMeHa P238A; 3ameHa D265A;
3aMeHa A327Q; wmiu 3aMeHa P329A, OPOHYMepOBAHHEE B COOTBETCTBUU C
cucTeMoM HyMepauuu EU. B omopeneljleHHHX BapMaHTax OCYIEeCTBJIeHUSI
MyTalusa, BHOpaHHas M3 TPYIINE, cocToAmed mu3 D265A, P329A u wux
KOMOMHAaLWM, MOXeT OHTL OCYHecTBJIeHa B KOHCTAHTHOM  ofJjlacTu
aHTUTeJla, OINMCaHHOT'O B JaHHOM IOOKYMEHTE.

[00184] B KOHKPETHOM BapMaHTe oCyleCcTBJIEHUS AHTUTEJIO,
OnNMcaHHOe B IaHHOM IOOKYMeHTe, COOEepPXMT KOHCTaHTHHM »OoMeH IgGi C
AMMHOKMCJIOTHOM  3aMeHoMm N297Q wmam N297A, IIPOHYMEPOBAHHEN B

COOTBETCTBMM C cCUCTeMOM HyMepalln EU. B OIOHOM BaplraHTe
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OCYIECTRBJIEHUA aHTUTEJIO, OIMCAaHHOEe B JaHHOM JOKyMeHTe, COIEepXUT
KOHCTAHTHHEM »OoMeH IgGi ¢ MyTaluey, BHOpaHHOM M3 TPYINIH, COCTOAMEN
n3 D265A, P329A mM uMX KOMOMHaLWM, I[IPOHYMEPOBAHHEIX B COOTBETCTBUU
C cucTeMoMm HyMepauumu EU. B IOpyroM BapMaHTe OCYIECTBJIEHUS
AHTUTEJIO, OIIMCaHHOEe B IaHHOM JOKYMEHTe, COIepPXUT KOHCTAHTHHM
nomMeH IgGi: C MyTaumeyM, BHOpaHHOM M3 TPYINHE, cocTodmer mu3 L234A,
L235A u umx kKoMOMHALUM, IIPOHYMEPOBAHHHX B COOTBETCTBUM C CHUCTEMOM
HyMepaluun EU. B ompenejie HHHX BapMaHTax OCYIEeCTBJIEHN A
AMMHOKMCJIOTHEIE OCTATKM B KOHCTAHTHOM o06JacTM aHTuTeJa, OIMCAaHHBE
B IOaHHOM JOKYMeHTe, B IIOJIOXKEeHUAX, COOTBEeTCTBYKIMX II0JIOXEHVIM
1234, L235 um D265 B Taxeyon uenm I1gGi uUeJioBeKa, IIPOHYMepOBaHHHE B
COOTBETCTBUM C MHIeKCOM HyMepaumm EU, He 4gBjadworca L, L, m D
COOTBETCTBEHHO. OTOT IIOOXOH IIOOPOBHO OIMcCaH B MeXIyHapoIoHOM
oyoaukauuy N WO 14/108483, KoTopasd IOJHOCTBI BKJOUeHa B IJaHHOE
OnMCaHue TIOCPENCTBOM CCEUIKM. B KOHKPETHOM BapMaHTe OCYIECTBJIEHUS
AMMHOKMCJIOTE, COOTBETCTBYIIMe IIoJIoXeHMaM L1234, L235 m D265 B
TaxeJon uemnm IgGi UeJioBekKa, IIpencTaBJgainT cobow F, E m A; miam A, A
n A COOTBETCTBEHHO.

[00185] B omnpemeJieHHEIX BapuaHTax OCYUWECTBJIEHUS OIOHY WK
foJjiee aMMHOKMCJIIOT, BHOPaHHEX M3 aMMHOKMCJIOTHEIX OCTaTkKoB 329, 331
M 322 B KOHCTaHTHOM oO6JlacTM aHTHUTeJa, ONMCaHHOM B OaHHOM
IOOKYMEeHTe, IIPOHYMEPOBAHHOW B COOTBETCTBMM C CUCTEMOM HyMepaluu
EU, MOXHO 3aMeHUThL »OPYI'MM aMMHOKMCJIOTHEIM OCTaTKOM, TakK UYTo
AHTUTEJIO IOJIYUMT WM3MeHeHHOe CBA3nBaHMa Clg M/MWIM YMEHBLIIMT WJIU
OTMEHUT KOMILJIEMEHT3ABUCUMYKR LIUTOTOKCHUUYHOCTE (CDC). D3ToT HOIOXOND
BoJjiee monpoBHO omMcaH B HnaTeHTax CHIA W 6194551 (Idusogie et al),
KOTOPHM BKJIOUEH B IaHHOe OlIMCaHMe B KaueCTBe CCHJIKM B IIOJIHOM
oBbeMe. B HeKOTOPHX BapMaHTax OCYMeCTBJIeHUS OOMH wWiIu 0OoJiee
AMMHOKMCJIOTHEIX OCTATKOB B AMMHOKMCJIOTHHX IIOJIOXeHUAX Cc 231 mo 238
B N-koHIeBOM objlacTu »noMeHa CHZ2 aHTUTeJla, OIMCAHHOTO B ITaHHOM
OOKYMEeHTe, M3MEeHEeHH, yTOoOE ~TEeM CaMbM = M3MEHUTH CIIoCOOHOCTB
aHTUTeJla O(QUKCHMPOBATH KOMILJIEMEHT. OTOT MOOXOX IMNOOPOOHO OIMCaH B
MexIyHapoIOHoM - nyoiamkaumum N WO 94/29351, KOoTopasa IIOJIHOCTLIO
BKJIOUEHaA B JaHHOe OIMCaHMe IIOCPeICTBOM CCHIIKM. B OIpeleJIeHHHEX
BapMaHTax OCYIEeCTBJIeHMS Fc—-o6JjacTks aHTUTeJa, OIMCAHHOTO B JaHHOM

IJOKYMEHTE, MO,HI/ICI)I/ILU/IpOBaHa OJI YBeJIMUEeHUA CIOCOBOHOCTM aHTUTeJa
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OTIOCPeloBaTh AHTUTEJIO3AaBUCHUMYK KIJIIETOUHYK LIMTOTOKCHUYHOCTBL (ADCC)
U/ OJd YBeJuueHMS addMHHOCTM aHTHUTeJa K pelenTopy Fcy IyTeMm
My Taln oOHOM VI BoJiee AMMHOKMCJIO TH (HanpuMep, BBOIA
AMMHOKMCJIOTHEIE 3aMeHH) B CJAely KX IIOJIOXeHMAxX: 238, 239, 248,
249, 252, 254, 255, 256, 258, 265, 267, 268, 269, 270, 272, 276,
278, 280, 283, 285, 286, 289, 290, 292, 293, 294, 295, 296, 298,
301, 303, 305, 307, 309, 312, 315, 320, 322, 324, 326, 327, 328,
329, 330, 331, 333, 334, 335, 337, 338, 340, 360, 373, 376, 378,
382, 388, 389, 398, 414, 416, 419, 430, 434, 435, 437, 438 wiwu
439, NOPOHYMEpPOBAHH B COOTBETCTBMM C CUCTeMOV HyMepaluu EU. 3TOT
IOOXOon IMIOOPOOHO ONMCaH B MeXIYHapomoHoM nyojamkaumm N WO 00/42072,
KOTOpad IOJIHOCTBI BKJIOUEHA B IaHHOEe OIMCaHMe [IOCPEelCTBOM CCHUIKM.

[00186] B omnpelelleHHEX BapMaHTax OCYMEeCTBJIEHMS aHTUTEJO,
ONIMCaHHOEe B IOaHHOM IOKYMEHTE, COOEPXUT KOHCTaHTHYK 00JlacTb
aunTuTeJa 1gGs, M CepMH B aMMHOKMCJIOTHOM OCTaTKe 228 TaxeJloM lenu,
IPOHYMEPOBAaHHEM B COOTBETCTBUMU C cucTeMom HyMepaluum EU,
3aMeHeHHHM Ha TI[OPpOoJIMH. B olpenejleHHHX BapMaHTax OCYIeCTBJIeHUSI
ODaHHOe U300peTeHMe OTHOCUTCH K BHOEJEHHOMY aHTUTeJly, KOoTopoe
crneuudmuueckm cpaspeaeTcd Cc  LAG-3 (HanpuMmep, LAG-3 dJeJiIOBeKa),
OpuyeM aHTUTEJIO, COIOEPXMT KOHCTaHTHYKR o0JlacThb TSKeJOM Lenwu,
comepXallyld aMMHOKMCJIOTHYI I[IOCJemoBaTeJIbHOCTE SEQ ID NO: 196. B
onpeleJIe HHEIX BapMaHTax OCYIWEeCTBJIEHNA OaHHOE n3obpeTeHNue
OTHOCUTCSH K BEIIEJIEHHOMY AHTUTEJY, KOoTopoe crneunudpmuueckKm
cBA3BBaeTcsa ¢ LAG-3 (HampuMmep, LAG-3 uyejloBeka), IIPUUEM aHTUTEJIO,
COOEepPXUT KOHCTAaHTHYIO o6JjacThb T SKeJION Lenu, comepXxamyo
AMMHOKMCJIOTHYO IocJeloBaTelJIbHOCTE SEQ ID NO: 197.

[00187] B omnpelelIeHHEIX BapraHTax OCVyIeCTBJIEHUS JIOOBIE
MyTallMM WJIM MOOMOMKALMMY KOHCTAHTHOM o6JlacTM, OIMCAaHHBE B OaHHOM
OOKYMEHTe, MOTYT OHBTE BBeIeHH B OIHY MIM o0e KOHCTaHTHHE o0O0JIacTu
TAXEeJION Lelr aHTUTeJla, OIMCaHHOTO B MHOaHHOM IOKYMEHTe, UMeKMeTo
IBEe KOHCTAHTHHEe o00JIacTM TIKeJION lLelu.

[00188] B omnpeleJIeHHEIX BapraHTax OCVYIeCTBJIEHUS ODaHHoe
nz3obpeTeHue OTHOCUTCH K BHIIEJIEHHOMY aHTUTEIY, KOTOpoe
crneunudnuueckm cpas3pBaeTcd Cc LAG-3 (HanpuMmMep, LAG-3 d4eJloBeKa) H
OYHKUMOHUPYET B KadeCTBe aHTal'OHMCTA.

[00189] B ompeneJiIeHHEIX BapraHTax OCVYIeCTBJIEHUS OaHHOe
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n300peTeHre OTHOCUTCH K BHIEJIEHHOMY aHTUTEJY, KOTOpoOe
crneunudnuueckm cpepas3pBaeTcd Cc LAG-3  (HanpuMep, LAG-3 4eJloBeKa) H
CHMXaeT aKTMBHOCTEL LAG-3 (Hanpumep, LAG-3 dYeJIOBeKa) IO MeHbIIEM
Mepe Ha 5%, 10%, 15. %, 20%, 2b0%, 30%, 35%, 40%, 45%, 50%, 55%,
60%, ©5%, 70%, 75%, 80%, 85%, 90%, 95%, 98% wmam 99%, olleHMBaeMbe
criocobamy, ONMCAaHHLBIMM B  IOAaHHOM IOKYMeHTe ¥/MUiY  M3BECTHHBMU
crelMaJMCcTy B IaHHOM 00JIJacTM TexXHUKM, OTHOCHUTEJIBHO aKTHMBHOCTH
LAG-3 (HanpuMmep, LAG-3 uejioBeka) 06e3 KakoIo—JMOO aHTHUTeJla MM C
HepOOCTBEHHEM AHTUTEJIOM (HanpuMep, aHTUTEJIO, KOTOpoOe
crneunud@uueck He CBA3EBaeTcd ¢ LAG-3 (Hampumep, LAG-3 dYeJjioBeKa)) .
B onpeneJie HHEX BapMaHTax OCYWIeCTRJIEHUS  HOaHHOe  M300peTeHue
OTHOCUTCS K BHIEJIEHHOMY aHTUTEJY, KOTOpoOe crieuuprUueCcKu
cesasplBaeTca ¢ LAG-3 (HanpuMmep, LAG-3 deJiOBeka) VM CHMXAET
akKTMBHOCTL LAG-3 (HamnpuMmep, LAG-3 dJejioBeKa) B II0 MeHLBIeM Mepe
okoJjio 1,2 paza, 1,3 paza. 1,4 paszsa, 1,5 paza, 2 paz3a, 2,5 pasza,
3 pasza, 3,5 paza, 4 paza, 4,5 paza, 5 pas, 6 pas3, 7 pas, 8 pas,
9 paz, 10 pas, 15 pas, 20 pas, 30 pas, 40 pas, 50 pas, 60 pas,
70 paz, 80 paz, 90 pasz mmmu 100 pas, UYTO OleHMBaeTCHda crocobamu,
ONMCAHHBEIMM B HaHHOM IOKYMEeHTe W/WJIYM U3BECTHHEMM CIelUMuaJiMcTy B
DaHHOM oB0JacTy TexXHUKM, OTHOCUTeJIbHO LAG-3 (Hanpmummep, LAG -3
yeJioBeKa) aKTUBHOCTB Bes KakKoTo—Jubo aHTHUTeJIa VI C
HepOOCTBEHHEM AQHTUTEJIOM (HallpuMep, AHTHUTEJIO, KOTOpoOe
crneumudmuueckm He CBA3BBaeTcsa ¢ LAG-3 (Hampumep, LAG-3 UYeJloBeKa)) .
HeorpaHuumpBamoime OpUMepPH  akTMBHOCTM  LAG-3 (HanpuMmep, LAG-3
yeJIOBEeKa) MOTYT  BKJIOUATH LAG-3 (HanpuMep, LAG-3 dJeJIOBeKa)
CUTHAJIMHT, LAG-3 (HanpuMep, LAG-3 UeJIOBekKa) CBA3EBaHMKE c
JurannoMm LAG-3 (HanpuMmep, LAG-3 uejiobeka) (HanpuMmep, I'KI'C kJjacca
I11), ¥ UHTUOMPOBAHME MNPOINYKIMM IUTOKMHOB (Hampumep, I1L-2 u/mim
TNF-) . B onpeneJIeHHEX BapmaHTax OCYIeCTBJICHNA ODaHHOe
n3obpeTeHre OTHOCUTCH K BHIEJIEHHOMY aHTUTeJY, KOTOpOe
crneunudnuueckmM cCpBsA3HBaeTca C LAG-3 (HanpmMep, LAG-3 4YeJloBeKa) U
oe3aKkTUBUPYET, CHUXaeT NI MHIUOMPpYeT aKTHMBHOCTb LAG-3
(HanpuMep, LAG-3 uejioBeka). B KOHKPETHEX BapMaHTax OCyleCTBJIeHUA
CHWXEeHMVe aKTMBHOCTM LAG-3 (HanpuMep, LAG-3 UeJiIOBeKa) OLEHUBAWT,
KakK OIMCaHO B IIpMMepax HUXE.

[00190] B KOHKPETHEIX BapraHTax OCVYIeCTBJIEHU S OaHHOe
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n300peTeHre OTHOCUTCH K BHIEJIEHHOMY aHTUTEJY, KOTOpoOe
crneunudnuueckm cpepas3pBaeTcd Cc LAG-3  (HanpuMep, LAG-3 4eJloBeKa) H
yMeHbllaeT CBA3EBaHue LAG-3 (HanpuMep, LAG-3 uUeJjloBEeKa) C ero
JuraHnoM (HanpuMep, I'KI'C kjacca II) Ha IO MeHBIIEM Mepe OKOJIO 5%,
10%, 15%, 20%, 25%, 30%, 35%, 40%, 45%, 50%, 55%, 60%, 65%, 70%,
75%, 80%, 85%, 90%, 95%, 98% wmmm 99%, KaK OlleHMBaAeTCd C IIOMOIbI
crioco6oB, OIMCAHHBIX B IOaHHOM IOOKyMeHTe (CM. IIPMMEPH HWXe), WA
M3BECTHEIX CIelMaJuCTy B IaHHOM o06JlacTu TeXHUKM, OTHOCUTEJILHO
LAG-3 (HanpmuMmep, LAG-3 uyeJiIOBEKa) CBA3EBaeTCHd CO CBOMM JIMI'aHIOM
(HanpuMep, I'KI'C «kjacca II) 06e3 kKakoro—JmubO aHTUTeJla WM C
HepOICTBEHHEM aHTUTEJIOM (HanpuMep, aHTUTEJIOM, KOTOpoOe

crneunud@ruueckm He CBA3EBaeTcd ¢ LAG-3 (Hampumep, LAG-3 dYeJjioBeKa)) .

B KOHKPE THBIX BapMaHTax OCymeCTRBJICHUS OaHHOE n3obpeTeHue
OTHOCUTCH K BEIOEJIEHHOMY aHTUTeIY, KOTOpoe crneuupmuyIecKm
cBA3HBaeTrca ¢ LAG-3 (HanpuMep, LAG-3 UeJioBEeKa) ¥ YMEHBIIaeT

CBA3EBaHMe LAG-3 (HanpuMmep, udeJopeueckoro LAG-3) C ero JMI'aHIoM
(HanpuMep, I'KI'C kJjacca I1I) B IO MeHbBIIeM Mepe okoJo 1,2 paza, 1,3
paza. 1,4 paza, 1,5 pasza, 2 pazsa, 2,5 pasza, 3 paza, 3,5 paza, 4
pazsa, 4,5 paza, 5 pas, 6 pas3, 7 pas, 8 paz, 9 pasz3, 10 pazs, 15
pas, 20 pas, 30 pas, 40 pas, 50 paz, 60 paz, 70 pas, 80 pas, 90
pa3z miu 100 pa3, UYTO OLEHUBAKT C IIOMOmBLI CIOCOOOB, OIMCAHHEX B
OaHHOM HOOKyMeHTe (CM. I[OPUMEPH HMWXE) WM WM3BECTHHX CIEUMaJIUCTY B
DaHHOM 0BJIacTM TeXHUKM, OTHOCHUTEJILHO CBA3HBaHMsg LAG-3 (Hanpumep,
LAG-3 uyeJlOBeKa) C ero JurahHmom (Hampumep, I'KI'C kjacca II) 06e=z
Kakoro—Jmbo aHTUTeJla WJIM C HEepONCTBEeHHEIM aHTHUTEJIOM (HalprMep,
AHTUTEJIOM, KoTOpoOe crieumMpmuuecKu He CBA3EBaAEeTCHA C LAG-3
(HanpuMep, LAG-3 deJiOBeKa) ) .

[00191] B KOHKpPETHEIX BapMaHTax OoCVyIeCcTBJIEHU S OoaHHoOe
nz3obpeTeHUe OTHOCUTCH K BHIIEJIEHHOMY AHTUTEIY, KOTOpoe
crneunudmuueckmM cCpBA3HBaeTca C LAG-3 (HanpmMep, LAG-3 4YeJloBeKa) U
yBeJIMUMBaeT NPOOYKIMIO LUTOKMHOB (Hamopumep, I1L-2 u/uiau TNF-o) Ha
10 MeHblle¥ Mepe okoJo 5%, 10%, 15%, 20%, 25%, 30%, 35%, 40%,
45%, 50%, bb%, 60%, 65%, 70%, 75%, 80%, 85%, 90% 95%, 98% wmm
99%, KakK OlleHMBaeTCd C I[IOMOMBI CIIOCODOB, OIMCAHHHX B IaHHOM
OOKYyMeHTe (CM. IMOPMMEPH HWXe) WM M3BECTHHX CHelMaJIMCTy B IOaHHOM

ofJlacTM TEeXHWUKH, OTHOCHTEJIBHO IIpOOYRKLINMM LIMTOKIMHOB 0es KakKoro-—
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JmBo aHTUTeJIa VI C HEePOLCTBEHHEM aHTUTEJIOM (HampuMep,
AHTUTEJIOM, KoTOpOE CrenpnuUueCcKuU He CBA3LIBAeTCHA C LAG-3
(HanpuMep, LAG-3 JeJIoBeKa) ) . B KOHKPETHEBIX BapMaHTax

OCYIIeCTBJIEHUA OaHHoe n3obpeTeHme OTHOCUTCH K BEIIIEJIEHHOMY
aHTUTeJy, KOTopoe cHeluudrMuyeCKM CBA3HBaeTcsa Cc LAG-3 (Hamopumep,
LAG-3 uyeJlOBeKa) M yBeJMUMBaAET NPOOYKUMI LUTOKMHOB (HamopuMmep, IL-
2 n/mimm TNF-o) B IO MeHBIIeM Mepe okoJo 1,2 pasa, 1,3 pasa. 1,4
pazsa, 1,5 paza, 2 paz3a, 2,5 paza, 3 paza, 3,5 pasza, 4 paza, 4,5
paszsa, 5 pas, 6 paz, 7 pa3, 8 paz, 92 paz3, 10 paszs, 15 paz, 20 pas,
30 pas, 40 pas, 50 pas, 60 pas, 70 pas, 80 pas, 90 paszs mam 100
pas, dYTO OlLEeHMBaKLT C IIOMOIBK CIOCOOOB, OIMCAHHHX B ITaHHOM
IOOKyMeHTe (CM. IMOIpMMepH HWXe) WM M3BECTHHX CIelMaJIMCTy B IOaHHOM
oBJlacTM TexXHUKM, OTHOCUTEJIEHO IIPONYKIMM LIMTOKMHOB 0e3 KaKoI'o—
harZiele) aHTUTeJa VI C HEPOIOCTBEHHEM aHTUTEJIOM (HanmpuMep,
AHTUTEJIOM, KoTOpOEe CIleumMpmuueCcKu He CBA3EIBaeTCHAd C LAG-3
(HanpuMep, LAG—-3 deJiOBeKa) ) .

[00192] B KOHKPETHEIX BapraHTax OCVYIeCTBJIEHU S ODaHHoe
n3obpeTeHue OTHOCUTCH K BHIEJIEHHOMY aHTUTEIY, KOoTOpoe
crneunudmuueckm cpas3pBaeTcd C LAG-3 (HanpuMep, LAG-3 4eJioBeKa) H
JINBOo OTIOeJIbHO, Bjiziele) B coueTaHuUmM C AQHTUTEJIOM IIPOTUB PD-1
(HanpuMep, OeMOposmM3yMad®oM WMJIM HMBOJYMa®OoM), AaHTUTEJIO NPOTUBR PD-—
L1l (HanpuMmep, aBeJiyMat, oypeajlyMat W aTesoau3ymMmad) MJIN
aHTUTEJIO IIPOTUB CTLA-4 (Hanpumep, UNMIMMyMa 0 ) yBeJIMunuBaeT
nponykimio IL-2 B MOHOHYKJICAPHHX KJeTKax IIepudpepruuecKkor KpPOBU
JyeJjioBeKa (MKIIK) B OTBeT Ha CTUMYJIALIVIO SHTEPOTOKCHMHOM A
cradpmiiokokka (SEA) B IO MeHbNle¥ Mepe okoJjio 1,2 pasa, 1,3 pasa.
1,4 paza, 1,5 paza, 2 paza, 2,5 paza, 3 pas3a, 3,5 paza, 4 pasa,
4,5 paza, 5 pas3, 6 pas, 7 pasz, 8 paz3, 9 pas, 10 pas, 15 paz, 20
pas, 30 pas, 40 pazs, 50 pas, 60 pazs, 70 pas, 80 pas, 90 pa3s wm
100 pas, 4YTO OlLEHMBaWwT C IIOMOMBK CIOCOOOB, OIMCAHHHX B IaHHOM
OOKyMeHTe (CM. IMOIPMMEepPH HWXe) WM M3BECTHHX CIHelMaJMCTy B IOaHHOM
oBJlacTM TEeXHWMKM, OTHOCUTEJIBHO TIpolykKuum I1L—-2 06e3 kakoro-Jmbo
aHTUTeJla WIM C HepoICTBEHHHM aHTUTEJIOM (HalIpuMMep, aHTUTEJIOM,
KOTOpOe chHeuuduUUIecKM He CeBA3EBaeTcad ¢ LAG-3 (Hanpumep, LAG-3
yeJIoBeKa) ) .

[00193] B OIpeneJIeHHEIX BapuaHTax OCVYIIeCTBJIEHUSA
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MOHOHYKJIeapHEEe KJEeTKM I[epudpeprueckol KpPOBM UejloBeka (MKIIK) ,
CTUMYJIMPOBAaHHEIE SHTEPOTOKCHMHOM A CTadUIIOKOKKA (SEA) B
IPUCYTCTBUM aHTUTeJla, OIMCAaHHOT'O B HOaHHOM JIOKYMEHTe, KOTOpoe
creunudmuueckm cpas3pBaeTca Cc  LAG-3  (HanpuMmep, LAG-3 dJeJioOBeKa),
MMET IIOBHIIEHHEM YPOBEHL MNIPOOYUMPOBaHMS IL-2 B IO MeHbIlleM Mepe
okojio 1,2 pasza, 1,3 pazsa. 1,4 paza, 1,5 paza, 2 paza, 2,5 paza,
3 pasa, 3,5 paza, 4 paza, 4,5 paza, 5 pas, 6 pasz3, 7 pas, 8 pas,
9 paz, 10 paz, 15 pas, 20 pas, 30 pas, 40 pas, 50 pas, 60 pas,
70 pasz, 80 pas, 90 pa3s wmmm 100 pas3, UYTO OLUeHUBAKT C IIOMOILI
criocof0oB, OIMCAaHHEIX B JaHHOM JOKyMeHTe (CM. IIPUMEPH HMXe) WA
M3BECTHEIX CIelMaJIMCTy B IJaHHOM o080JlacTM TeXHUKM, OTHOCUTEJILHO
PBMC CTUMYJUPOBAHHEX TOJLEKO SEA ©e3 KakoToO—JMOO aHTUTeJla WU C
HEPONCTRBEHHBEM AHTUTEJIOM (HanpuMep, aHTUTEJIOM, KOTOpOe
cCrieumM@uUueckM He CBA3EBaeTcd C LAG-3 (Hamnpumep, LAG-3 uyeJjioBeka) ),

KaK OlleHMBaeTcd crnocobamm, OIIMCaHHEIMM B »OaHHOM IOKYMeHTe (cMm.

[IPVMEPH  HMXE) MM MBBECTHHEMM CIelUMaJIMcCTy B IaHHOM o6JacTu
TeXHUKN .

[00194] B KOHKPETHEIX BapraHTax OCVYIeCTBJIEHU S OaHHoOe
n3obpeTeHuUe OTHOCUTCH K BELOEJIEHHOMY AHTUTEJY, KOoTOpoe

crneunudmuueckm cpas3pBaeTcd Cc LAG-3 (HanpuMep, LAG-3 UyeJioBeKa) H
JIndo  oTImeJILHO, Jmbo B CcoYeTaHMM C aHTUTeJIOM HOpoTue PD-1
(HanpuMmep, neMOposimsyMadoMm ZNRZN HUBOJIYMadOoM) yBeJIMuruBaeT
nponykumio TNEFx B UMHOUIBTPUPYKIIMX OINYXOJE JIMMOOUMUTAaX (TIL) B

OTBET Ha CTUMYJALMI aHTUTeJ HOpoTue CD3 m aHTUTes HOpoTue CD28 B

N

10 MeHblley Mepe okoJio 1,2 paza, 1,3 pasa. 1,4 pasza, 1,5 pasza,
paza, 2,5 paza, 3 paza, 3,5 paza, 4 paza, 4,5 paza, 5 pas, 6
pas, 7 pa3, 8 pas, 9 pasz3, 10 pas, 15 pazs, 20 paszs, 30 paz, 40
pas, 50 pazs, 60 pazs, 70 paz3, 80 paz, 920 paz wmam 100 pazs, UYTO
OLlIEHVBAKT C IIOMOMBI CIIOCOOOB, ONMCAHHHX B IaHHOM IOKYMeHTe (CM.
IPUMMEPH HMXe) WMIM M3BECTHEX CHelMaJuMCcTy B  HOaHHOM  obJjacTu

TeXHVKM, OTHOCUTEJIEHO IOponoykummu TNFa 6e3 Kakoro—JImMbo aHTUTela,

KOTOpOe CclleuudpmdeckKM CeBA3bEBaeTcad ¢ LAG-3 (HanpuMmep, LAG-3
yeJloBeka). B oOHOM BapuaHTe ocymecTBJeHuda TIL OpeacTaBIglT cobomn
OIIYyXOJIb IIOUEeUHO—KJIETOUHOM KapLUMHOMEH . B OpyIT'OM BapMraHTe

OoCymeCTBJIEHNMA TIL npencraBJIAKRT cobom OITYyXOJIb KOJIOPERTAaJIEHOTI'O

paka.
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[00195] B HeKOTOpPHX BapMaHTax OCYIEeCTBJIeHUA  JUMOOLMTH,
VHOWJIE TpUpyKIMe onyxoJis (TIL), CTUMYyJIMPOBaHHEE aHTUTEeJIaM/ I[IPOTUB
CD3 m mnpotme CD28 B NPUCYTCTBUM aHTUTEeJa, OIMCAHHOTO B IaHHOM
OOKYMEHTE, KOTOpOe CIlelUudUUeCKM CBA3HBaeTCd C LAG-3 (HalpuMep,
LAG-3 ueJlOBeKa), MMeT I[OBHIIEHHOEe HIponyuuposaHue TNFx B IO
MeHbIIEe Mepe okoJjyio 1,2 paza, 1,3 pasa. 1,4 paza, 1,5 pasza, 2
pasa, 2,5 paza, 3 paza, 3,5 pasa, 4 paza, 4,5 paza, 5 pas, 6
pas, 7 pa3, 8 pas, 9 pasz3, 10 pas, 15 pazs, 20 pazs, 30 paz, 40
pasz, 50 paz, 60 pas, 70 paz, 80 paszs, 90 paz wmmm 100 pas
OoTHOCUTeJIbHO TIL, CTUMYyJIMPOBAHHHX TOJIBKO aHTUTeJlaMM HpoTuB CD3 u
npoTme CD28 ©06e3 aHTHUTeJa, KOTOpoe CHelMdMUecKM CBA3HBaeTCda C
LAG-3 (HanpuMep, LAG-3 u4eJioBeka), KakK OLeHMBaART C IIOMOWBLI
crioco0oOB, OINMCAHHEIX B JaHHOM JOKyMeHTe (CM. IIPUMEPH HMWXe) WU
VM3BECTHEIX CIelUMaJIMCTy B IOaHHOM oBJlacTM TexXHMKM. B OoOHOM BapHuaHTe
ocymecTBJIeHsa TIL OpelcTaBJIALT COOOM OINyX0oJb I[I0UeUHO—KJIETOUHOM
KapuUMHOMEL, B @OpyroM BapMaHTe ocymecTrJieHud TIL I[OIpencTaBJIdoT
coboM OmyxoJib KOJIOPeKTaJIbHOTO paka.

6.3 dapMalleBTUUYECKME KOMIIOSBULIUU

[00196] B IOaHHOM OOKYMeHTe npencTaBJIeHH KOMIIO 3ULINNA
(HanpuMep, bapMalleBTUUECKME  KOMIIO3ULUU) , comepXxalmye  aHTUTEJIO
npotus LAG-3 (HanpuMep, LAG-3 ueJjioBeka), OIMCaAHHOe B ITaHHOM
OOKYMEHTe, MMeKlee XeJlaeMyl CTeleHb UMCTOTHE B  OU3MOJOTMUUECKU
IpMueMJIEMOM HOCHUTeJIe, HalloJHUTeJle WIu cradbuiausartope (Remington’s
Pharmaceutical Sciences (1990) Mack Publishing Co., Easton, PA).
[lpyeMJieMble  HOCUTEJIM, DKCUUIIMEHTE WJIM CTaOUIM3aTOPHE  SABJISTCH
HETOKCUUHEIMM IOJIS PEeUMIVMEeHTOB IIPM MCIOJb3YEMHX HOO3UMPOBKAX WU
KOHIeHTpallMaxX U BKJ0OUaT Oydeph, Takue Kak Q(ocOaTHHM, LUUTPaTHHM
u opyrue OpTaHuYeCKMre KMCJIOTH ; AHTMOKCUIAHTH, BKJIOUA g
ACKOPOMHOBYK KMUCJOTY ¥ METMOHMH; KOHCEPBAHTH (TakuMe KaK XJIOPUI
OKTalelVJIOAuMe TUJIOEeH3UIIaMMOHN A ; XJIOPU TeKCaMeTOHUSA ; XJIOPUT
OeH3aJIKOHKA, xJopun OeH3eToHMA; OGeHOoJI, OYTWUJIOBHM WIM OeH3UJIOBHM
CIIMPT; aJkminapaOeHH, TaxKue KakKk MeTWJI WIM nponuinapabeH;
KaTexoJl; Pe30PLUMHOJI; LMKIOTEeKCaHOJI; 3-IEeHTaHOJ; WM M—Kpes3oJ);
HM3KOMOJIEKYJIAPHEE (MeHee uYeM OKoJIo 10 oCTaTKOB) [IOJIMIIENTUIH;
OeJiku, TakKue Kak CHIBOPOTOUHLIM aJibOyMUH, KeJiaTH VI

MMMYHOT'JIOOYJIVHEH ; PM,]IpO@MJ'Ib HEIE I[1OJIMIMEPEI, TaxKune KakK
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NOJIMBUHUIINIMPPOJIMIOH,; aMWMHOKMCIIOTH, Takue KaK TJIMUMH, ITUIyTaMMH,
acriaparmMH, TIUCTUIVH, apIMHUH WM JIM3VH; MOHOCaxXapWUIH, OMCaxapUIbl
U IOpyI'ue YIUJIEBOIH, BKJIYad IJIOKO3Yy, MaHHO3Y WM HOEKCTPWUHH;
xXeJjlaTooOpasywure al'eHTH, TakrMe kak O3IOTA; caxapa, TaxkMe Kak
caxapoza, MaHHUT, TperaJjosa W copdur; coJieobpasynmme
IIPOTUBOMOHE, TaKMe KaK HaTpui; KOMILJIEKCH MeTaJlJIoB (HaopuMmep,
KOMILJIEKCEI Zn—0eJIoK) ; n/nnm HEeVOHHHE [IOBEPXHOCTHO—aKTMBHEE
BellecTra, Takme kKak TWEEN™, PLURONICS™ maM IIOJIUMBDTUIIEHTJIMKOJIb
(I1=1) .

[00197] B oIpemeJIeHHHX BapMaHTax OCYHMeCTBJIEHMSA KOMIIO3ULUAI
COOEPXUT OIOHO MM ©OoJiee aHTUTeJ OpoTuk LAG-3 (Hanpumep, LAG-3
yeJioBeka), KkKak OINMCAHO B JaHHOM JIOKYMeHTe, T'Ie B UYaCTM aHTUTEJ
N-KOHLIEBOM aMMHOKMCJIOTHEIM OCTaTOK (OCTaTKM) TSKeJION Lelu u/WUin
Jerkom lenu OBJI IOpeBpameH B IMPOTJIYTaMarT (HanmpuMep, Kak
pe3yJbTaT IOCTTPAHCHAIMOHHOM LIMKIM3aUUMM CBOOOOHOM aMMHOTPYIINHE N-—
KOHIIEBOTO oCcTaTka E I Q) . B onpeneJieHHEX BapMraHTax
ocymecTBJIeHMS N-KOHIIEBOM AaMUHOKMUCIIOTHHM OCTATOK II0 MeHbIlel Mepe
50% (HampumMmep, 0o MeHbmew wMepe 60%, 70%, 75%, 80%, 85%, 90%,
95%, 96%, 97%, 98% wmum 99%) TaAXeJHX Lele¥ B KOMIOBULUUM ORI
IpeBpalleH B OMPOIJIyTaMaT.B olIpeleJIeHHEX BapMaHTaxX OCYUleCTBJIeHUA
N—-KOHIIEBOM aMMHOKMCJIOTHEM OCTAaTOK He OoJjiee ueMm 50% (Hanpumep, He
Bojyiee uem 1%, 2%, 3%, 4%, 5%, 10%, 15%, 20%, 25%, 30% wmmm 40%)
JeTKux leley B KOMIOBMUMM Ol IIpeBpalleH B OMpoIJyTamMaT. B
olpeneJIeHHHX BapMaHTax OCYMeCTBJIeHMSS N-KOHLEeBOM aMUMHOKVCJIIOTHRIM
OCTaTOK II0 MeHbIer Mepe 50% (HampuMmMep, OO MeHbmel Mepe 60%, 70%,
75%, 80%, 85%, 90%, 95%, 96% 97%, 98% wmim 99%) TOKeJILIX LeIel B
KOMITIO 3ULIUA OBLIIO IpeBRpameHo B OMpoTJIyTamMaT, a N—-KOHIIeBOM
AMMHOKMCJIOTHEIM OCTaTOkK He O0oJjiee ueM 50% (HaopuMmep, He 0OoJiee ueM
1%, 2%, 3%, 4%, 5%, 10%, 15%, 20%, 25%, 30% wmium 40%) JerKmux
lerney¥ B KOMIOBUIMM OBUIM MIPEeBPalleHH B OIMPOIJIYTaMaT.

[00198] B KOHKPETHOM BapMaHTe OCYIIEeCTBJIEHNA
bapMaleBTHUUECKME  KOMIIO3ULIMKM  COIepXaT aHTUTeJo nOpoTuB  LAG-3
(HanmpuMep, LAG-3 uUeJlOBEeKa), OIMCAHHOE B IaHHOM JIOKYMEHTe, WU,
HeoOdg3aTeJIbHO, OIOMH WM ©OoJiee OIOJIHUTEJIBHEIX NIPOOUIIaKTUUeCKUX
VI TepalleBTUYECKUX areHTOB B bapMalleBTUUYECKHA npreMJIEMOM

HocuTeJile. B KOHKPEeTHOM BapPlMaHTe OCYyIeCTBIIEHUA q_)apMaU,eBTI/IquKMe
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KOMIIOBULIUMK comepXaT 5QOeKTMBHOE KOJMUECTBO aHTUTEJa, OIIMCAHHOTO
B OaHHOM OOKYMEHTE, ", HeoOA3aTeJIBHO, OIVH WJIN BoJiee

OOIIOJIHMTEeJIbHEIX HpO@MHaKTquCKMX i TepalleBTHMYEeCKMX aIl'eHTOB B

@apMaHeBTquCKM InprnemMjIieMOoOM HOoCHUTEeJIle. B HeKOTOPRIX BapMMaHTax
OCYymeCTBJIEHNA aHTUTeJIO ABJIAETCHA eIMHCTBEeHHEM AKTVMBHEM
VHTpeIMeHTOM, BKJIIOYESHHEBEIM B @apMaueBqueCKym KOMIIOSMIIVIO .

OnmcaHHEE B -OaHHOM OOKYMeHTe OdapMalleBTHUUeCKMEe KOMIIOBUUMM MOT'YT
OBITE IIOJIE3HH IJISS MHIMOMPOBaHMA aKTMBHOCTM LAG-3 (Hanpumep, LAG-3
UeJIOBeKa) U JedeHusd COCTOAHMUSA, TaKoT'O KaK pakK WiIM MHOEeKLUMOHHOE
zaboJjieraHue.

[00199] dapMalleBTMUECKM IpUeMJIEMBIE HOCUTEJM, WMCIOJIbE3YEMHE B
[IapeHTepaJibHEIX IIpelapaTax, BKJIOYAKnT BOIOHEE HOCUTEJM, HEBOIHHE
HOCUTENM, AaHTUMUKPOOHEE aI'€HTH, M30TOHUUECKMEe aTl'eHTH, Oydepsl,
QHTUMOKCUIOAHTH, MeCTHEHE AHECTEeTUKH, CYyCIHeHIVpyomme u
OUCIIepTIUpylIMe aT'€HTH, SMyJbIVpyllie aT'eHTH, WI0JUPyRIne WU
XeJjlaTupynmme AT E€HTH 1z opyrue bapMalleBTUYECKHU npreMIIeMEe
BelleCTBa. lIpMMepH BOIHHX HOCUTEJIEM BKJIOUAKRT MHBEKIMOHHEN PacTBOP
XJjiopmuona  HaTpu4, MHBEKLUMOHHHY  pacTBOp PuHTepa, VMHBEKUVOHHEIN
PacTBOP M30TOHMUECKOM IeKCTPO3H, CTEPUJIBHYKD BOIY IJIS WMHBEKIUN,
MHBEKLUMOHHE pacTBOP IHOeKCTPO3H M JlakTaTa PuHrepa. HeBOIHHe
[lapeHTepaJibHEle HOCUTEJIM  BKJIIOUYAT KUMPHEE Macjla pPacTUTEJIBHOTO
[IPOUCKOXIOEHNI, XJIOIIKOBOE  MacJo, KYKYypy3HOe MacJo, KYHXYTHOE
MacJio u apaxmcoBoe MacJo. AHTVMUKPOOHEE aT'eHTH B
DaKTEPUOCTATUUYECKUX MM QYHIUCTATUUECKMX  KOHULUEHTpalUMax MOTyYT
OBTE HoOaBJIeHBl K IIapeHTepaJibHBEIM IIpellapaTaM, YIIaKOBAHHEIM B
KOHTEeMHEepH C HEeCKOJbBKMMM »OO3aMM, KOTOPHE BKJUAKLT OGeHOJH WK
Kpe30JIsL, PTYTHEE COenoUHEeHud, BeH3UIIOBHM CIUpPT, SOUPH
XJIOopOyTaHoJa, MeTWUII 7 IPOINII I-TUIPOKCUOEH30MHOM KMCJIOTEL,
THUMepOoCcaJl, XJopKuI OeH3aJIKOHMA M XJIOpuI OeH3eTOHMA. V30TOHUUECKUE
AQTUeHTH BKJIOUAKT XJIOPUI HaTpMd ¥ ITeKCTpo3y. Bydeps BKIIOUAKT
bochaTHEIML M LUTPaTHHM. AHTMOKCUIAHTH BKJILUAT OUCYJILOaAT HaTpHULA.
MecCcTHEHEe aHeCTEeTUKM BKIIOUAT I'MIPOXJIOPUI IIpoKauHa. CyCHeHIVpyKlue
n OUCIIepTIUpylIMe AT E€HTH BKJIOUYAT HaTPUEBYIO COJIb
KapBOOKCHUMe TUJILLEJIJIIOJIO 31, TUIPOKCUIIPOIINIIME TUIILEJIIIINIIO 3Y n
NOJIMBUHWIINIVMPPOJMIOOH . OMyJIbIMPYKRIIME aleHTH BKJIUaKT nojucopdar 80

(TWEEN® 80). CekBeCcTpUpYyIIMM WM XejlaToofpal3yllui aleHT MOHOB
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MeTaJIJIOB BkJuaeT 3OTA. dapMalleBTUUeCKME HOCUTEJIM TakKXe BKJIIOUaKnT
DTUJIOBHIMN CIOMpPT, [IOJIND TUJIEHTJIMKOJIb u IPONMJIEHTJIMKOJIb oJjig
CMemmMBalMMUXCsA C BOOOM HOCUTEJeW; ¥ THUIPOKCUI HaTpULd, COJSHYIO
KMUCJIOTY, JIMMOHHYI KHWCJIOTY WM MOJIOUHYID KMUCJIOTY IJIA PeryJIMpOBaHUA
PH.

[00200] OdapmMmaleBRTHMUEeCKasa KOMIIO3MUMA MOXeT OBTH COCTaBJIEHA

oJjig  JioboTro IIyTM BBeleHuda CyObekTy. KOHKpeTHHE I[IPMMEPH [IYyTeu

BBeIeHNA BKJIKYAKT MHTpaHaBaJ’IbHBIﬁ, nepopaﬂbeHZ, J'_[eI‘OT{HbHZ,
TpchnepMaanLHZ, MHTpa,HepMaJ'H::HBIﬁ n HapeHTepaﬂbeHZ .
[TapeHTepalibHOE BBelIcHlEe, XapakKTepnusyeMoe JIMoo HO,]IKO?KHO?I,

BHYTPUMHIIEUHOM WMJIM BHYTPUBEHHOM MHLEKIMelM, TakKXe paccMaTpuBaeTcs
B OaHHOM OOKYyMEeHTe. VHBeuUpyeMHEe npernapaTH MOTYT OHITEL
IIPUTOTORJIEHE B OOBUHHX QOopMax, JMOO B BUIe XUIKMX PaCTBOPOB WM
CYCIIeH3UM, TBepIHxX GopM, MNOOXOOANMX OJS pacTBopa WMIM CYCIeH3UM B
XUOKOCTM IIepel MWHBekluuel, Jubo B BUIe BMyJbLCUM. VHBeuupyeMHe,
PAaCTBOPHEH M BMYyJBCUM TaKXe COIepXaT OIMH WM 06o0Jiee DKCUUIIMEHTOB.
[TooxonamyMm SKCUUIIMEHTaMN ABJIARTCA, HalpuMep, BOIa,
dMBMOJIOTUUECKUM pPacTBOpP, IOeKCTpo3a, IJIMIUepMH WM 5STaHoJ. KpowMme
TOT'O, €eCJM XeJlaTeJIbHO, O¢apMalleBTUUeCKMe KOMIIO3MUMM IJIS BBEIEHUS
MOTYT TaKXe COOepXaThb He3HAUMTEeJIbHEE KOJMUeCTBa HEeTOKCUUHEIX
BCIIOMOTATeJIbHEX BelleCTB, TaKMX KaK CcMauMBaple WIM 5SMyJbIUpyRlne
aTr'eHTH, pPH-OydbepHEEe aTr'eHTH, CTadbuImn3aTOPHL, YCUJIUT eJIU

PacTBOPVMMOCTHM WM JpyIrue TaKMe aTl'eHTEHI, Kak, HallprMep, HanMTZ.

auerar, copbuTaHMOHOJIaypaT, TPUDTAHOJIaMUH oJjleaT u
LUVKJIOOEKCTPWHE .
[00201] IIpemnapaTe IJis IIapeHTepalJIbHOT'O BBENEHUS aHTUTeJa

BKJIOUAKT CTEPUIIBHEIE pPAaCTBOPE, TOTOBEE K WHBEKLUM, CTEPWUJILHEE
CyxXMe PpacCTBOPMMHE MIPOOYKTEH, Takue KakK JMOQUIM3UPOBAHHEE IIOPOMKMH,
TOTOBHE K OOBEOMHEHMI C pPacCTBOPUTEJIEM HeIOCPEeINCTBEHHO IIepen
VICIIOJIL 30BaHUEM, BKJIIOUA S TabJIeTKK OoJIs IIOOKOXHEIX MHBEKILNWN,
CTEPUJIBHEIE CYCIIEH3UMH, TOTOBHE K MHBEKLUUH, CTEPUIIBHEIE CyXUe
HepacTBOPVMEE MPOIOYKTE TOTOBHE K VICIIOJIE 30BaHMUID BMeCTE C
HOCHUTEJIEM HEIOCPEAOCTBEHHO IIepell MCIIOJIB30BaHMEM U  CTepPWUJIbHEE
SMYJIECUM . PacTBOPH MOT'YT OHTE BOIHEIMU MJIM HEBOIHEIMMU .

[00202] Tpn BHYTPMBEHHOM BBEeIeHUU MIOOXOOAlne HOCHUTEeJIN

BKJIOUAT OUBMOJIOTHMUECKUM COJIEBOM PACTBOP WM  OUBUOJOTHUUECKUM
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pacTBop ¢ dochbaTHEM OydepoM (PBS) M pacTBOPEH, comepxamme
3arymapmye U COJIOMIIM3UP YR E aTeHTH, TakKue KakK TJIKO33a,
[IOJIUD TUIIEHTJIMKOJIb M IIOJIUIIPONMIIEHTJIMKOJIE, U UX CMEeCH.

[00203] CmMecHm mJjsg MeCTHOTO IIPMMEHeHUd, CcomepXallye aHTUTEJIO,
TOTOBAT, KakK oOIMCaHO IJsg MeCTHOTO M CUCTEMHOI'O BBEeIOEeHUd.
[loJlydyeHHass CMeCh MOXeT IMpedcTaBJIAThL coBoM pacTBOpP, CYCIeH3Uuo,
SMYJILCUID WMJIM TOMy TIomo®HOoe M MoxeT OHTh COCTaBJIeHa B BUIe
KpeMoB, TeJlel, Masel, b5BMyJbCHUlM, PacTBOPOB, BJIUKCUPOB, JOCLOHOB,
CYCIIeH3UM, HacToek, IacT, IIeH, abspos30Jiel, UPPUTALMOHHEX CpelCcTB,
CIIpeeB, CYIIIO3UTOPUER, [IOBA30K, KOXHHX IIJIJACTHPEeV MM  JIOOHIX
IPYTMX COCTaBOB, IOOXONAMMEe IJIA MeCTHOT'O IIPMMEHEHU.

[00204] AHTMTeJO npoTuB LAG-3 (HanpmMmep, LAG-3 dJeJiIOBeKa),
ONIMCaHHOE B JIaHHOM JIOKYMEHTe, MOXeT OBTE [IPUTOTOBJIEHO B BHIE
ampos30Jid IOJSA MECTHOT'O IIPUMMEeHeHWUs, HallpuMMep, [OyTeM WHIaJlslun
(cMm., HanpuMmep, natedHTe CIIA N 404412¢0, 4414209 wm 4364923,
KOTOPHE OIMCHBAKT aspOo30JIM IJId IIoCTaBKa CTepouma, IIOJIE3HOTO MIJIA
JIeUueHn s BOCIIaJIMTEJIbHEIX 3aboJyieBaHUM, B YaCTHOCTHU aCTMEHI, u
BKJIOUEHHEIX [IOCPEICTBOM CCBUIKM B IIOJIHOM OOBeMe). 3TM COCTaBH IJIA
BBEIOEeHUS B HOHXATEJIBHEE I[OIYyTHM MOTYT OHTE B QOpMe anpo30Jia WK
pacTBOopa OJd HebyJjaMz3epa MIM B BUIEe MeJIKOOMCIIEPCHOTO IOpOoMKa MOJIA
MHCYODIAUMM, OTHEJIbHO WMJIM B KOMOMHALIMM C MHEPTHHM HOCUTEJIEM,
TakKMM KakK JakKTo3a. B TakoM cCJydae UYaCTHMUHE IIpellapaTa B OIHOM
BapMaHTe OCYIeCcTBJIeHMA OyIyT MMeTh OuaMeTphl MeHee 50 MMKPOH, B
OOHOM BapMaHTe OCylmecCTBJIeHudI MeHee 10 MMKPOH.

[00205] OmmMcaHHOe B @OaHHOM IOKYMeHTe aHTUTeJIO OpoTuB LAG-3
(HanmpuMep, LAG-3 dyeJioBeKa) MOXeT OHTHb IIPMIOTOBJIEHO IJIE MECTHOTO
WY JIOKAJIbHOTO IIPUMMEHEeHWUA, HalpMUMep, OJI4d MeCTHOI'O IIPUMEHEHMI Ha
KOXe ¥ CJAM3UCTHX ofoJioukax, TakMx Kak IJlaza, B OQopMe TeJewn,
KpeMa u JIOCBbOHA u oJis HaHeCeHus Ha rasa, VI oJs
VHTPallMCTEPHAJIBHOTO WM MHTPACIMHAJIBHOTO IIPUMEHeHMS. MecTHOe
BBeleHMe MOpelHa3HaueHO OJ4 TpaHcIepMaJlbHOM IOCTaBKM, a Takxe OJ4g
BBelIeHMSI B TJla3a WIM CIM3UCTYID OOO0JIOUKY WMIM IOJIS MHITAJISUMOHHOM
Tepalliu. MOXHO TakKxe BBOIOUTH Ha3zaJlkHEEe PacTBOPE  aHTUTeJIa
OTIOEeJIbHO WM B KOMOMHaALMKM C OPpYyI'MMM OQapMalleBTUUeCKU IIpUeMIIEeMBEMA
DKCUUIIMEHTaMN .

[00206] UpeCKOXHEE ILJIacTepU, BKJIIOUAS MOHOQOpEeTUUeCKMre U
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2JIeKTpodpopeTUuUecKre YCTPOMCTRBAa, XOPOMO WM3BECTHH CleluaJucTaM B
OaHHOM o06JacTM TexXHMKM W MOTYT MCIHOJL30BaTLCA IOJIS BBEeIOeHUMA
aHTuTeJa. Hanpumep, TakMe IIJIaCTHPM PacCKPHTH B HaTeHTax CHIA N
6267983, ©201595, 6256533, 6167301, 6024975, 6010715, 5985317,
5983134, 5948433 m 5860957, Bce u3 KOTOPHX BKJIOUEHH B IaHHHMN
OOKYMEHT IIOCPENCTBOM CCEUJIKM B IIOJIHOM OOLeMe.

[00207] B OIpeneJIe HHEX BapMaHTax OCYIeCTRBJIEHU A
bapMalLeBTHMUEeCKasa KOMIIO3ULIMA, CcoIepXalmas aHTUTeJIO, OIMCaHHOe B
IOaHHOM MOOKYMeHTe, IMIpencTaBJgeT cofoM JMOPUIMBUPOBAHHEM IIOPOIOK,
KOTOPHM MOXeT OHTb BOCCTAHOBJEH IJIS BBeleHMS B BUIEe PacTBOPOB,
SMYJILCUM ¥ OPYTMX CMecel. O5To MOXeT Takke OBThL BOCCTAHOBJIEHO U
chopMyIMPOBAHO KakK TBepOble BeMecCTBa WIM Ter. JIMOoOMIM3UPOBaHHBM
[IOPONWOK TIIOJydalnT pPacCTBOPEeHMEM aHTUTeJla, OIMCAHHOTO B HOaHHOM
OOKYMEHTE, WM €eTo (QapMalleBTUUECKM IIPMEMIIEMOTO IIPOUM3BOIHOTO B
[IOOXOOAMEM PacTBOPUTEJIE. B HEeKOTOPHX BapuMaHTax OCYIEeCTBJIEHUA
JIMOOUIVBUPOBAHHEM  IIOPOMOK  ABJIAEeTCH CTEPUJILHEM. PacTrOpPUTEJIb
MOXeT COIepXaTb SKCUMUIMEHT, KOTOPHM yJydlaeT CTabuJIbHOCTL, WK
IpyTol GapMakKoJOTHMUECKMM KOMIIOHEHT IIOpOollKa WMJIM BOCCTAHOBJIEHHOTO
pacTrBopa, IPUIOTOBJIEHHOTO M3 IIOPOIKAa. OJSKCUUIMEHTH, KOTOPHE MOTYT
OBITE VCIIOJIbL 30BAHH, BKJIOUAT, HO He OT'PaHUUMBaKTCA VMU,
IeKCTPpOo3y, Ccopdur, G(pyKTO3y, KYKYPYS3HHEM CUPOI, KCUJIUT, TJIMLEPUH,
IJIOKO3Y, Caxapos3y WM HOpyToM MNOAXOOAMM aleHT. PacTBOPUTEJb
MOXEeT TakKxe coIepxaTb Oydep, TakoM kak uUMUTpaT, o¢ochaT HaATPpUI WU
Kaausga, Wi »OIpyroM Takoi 0Oybep, MB3BEeCTHHM cClHelMaJucTaM B IaHHOM
oBJacTM TexXHUKM, B OIHOM BapMaHTEe OCYIMECTBJIeHMSA C OpUubIIM3UTEeJIBHO
HelTpaldbHeM pH. Ilocienmyomasa cTepuJibHasd O(ouiIbTpaluusa pacTBopa C
nocjenyome JuopuIMzalvel B 2 CTAHOAPTHHX VYCJIOBUAX, M3BECTHHX
crneumaJMcTaM B IaHHOM of0JlacTy TexHMKM, OaeT XeJlaeMHM cocTaB. B
OIOHOM BapMaHTe OCYIECTRBJIEHUA [IOJIYYEeHHBM pacTBOp Byner
pacrnpenejieH BO (GJaKOHE IJA JMoOMIM3aummM. Kaxoet o¢JjakoH Oymer
comepXaThb OnHY oo3y VI HEeCKOJIBKO 0o3 COEeNVHEHNUS .
JIMOPUIMBUPOBAHHEI IIOPOMOK MOXHO XPaHUTL B IIOOXOOAMUX YCJIOBUAX,
HaopuUMep IIpKU TeMIepaType OT OKoJio 4 °C mo KOMHAaTHOM TeMIepaTyphH.
BoccTaHOBJIeHME 3TOTO JIMOPUIIN3UPOBAHHOT'O [IopouKa BOIOM  OJ4
MHBEeKIUM obecrneurBaeT COCTAaB NJIA I[IPpUMeHeHUS IIpKM IIapeHTepaJlbHOM

BBeIneHMM. [JId BOCCTAHOBJIEHUA ﬂMO@MHMSMpOBaHHBIﬁ IIOPOImOK DOOaBJIAKT
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B CTepWJIBHYKD BOINYy WJIM IOPpyTOM [HOOXOIOAMMY  HOCHUTEJb. TouHOe
KOJIMUECTBO 3aBUCUT OT BHOPaAHHOT'O COeIMHeHMsa. TakKoe KOJMUeCTEBO
MOXeT OBTB OIIPEelNeJIEHO OIIBTHBM IIYTEM.

[00208] AHTHUTeJla OpoTMB LAG-3 (HanpuMmep, LAG-3 dyeJiOBeKa),
OIIMCaHHHE B OaHHOM OOKYMEHTe, n opyrue KOMIIO 3ULIH,
IpencTaBJIEHHEE B IOaHHOM OOKYMeHTe, TakXe MOI'YT OHTb COCTaBJIEHEH
Tak, UYTOOHB OHTHL HalleJJeHHBEIMM Ha KOHKPEeTHYKR TKaHb, pPelelTop WM
oIpyryn o06JacTek TeJla CcyObeKTa, IOoOJexalero JedeHM. MHOTMe Takue
CIIOCOOHE  HalleJIMBAHMSA  XOPOWO MBBECTHH  CclelMajJrucTaM B IaHHOMU
oBJacTM TexXHUKM. Bce Takme CHocCOOH HalleJUMBaHUA pacCMaTpMBaKTCH B
OaHHOM IOKYyMEHTE oJs VICIIOJIb30BaHMSA B BHCTPOPAaCTRBOPVMMEIX
KOMIIOB3ULMAX . HeoTpaHMUMBAKIME IIPMMEPE CIIOCOOOB HAalleJIMBaHMA CM.,
HamnpuMep, B naTeHTax CIIA N 6316652, 6274552, 6271359, 6253872,
6139865, ©131570, 6120751, 6071495, 6060082, 6048736, 6039975,
6004534, 5985307, 5972366, 5900252, 5840674, 5759542 u 5709874,
BCe M3 KOTOPHX BKJIOUEHHE B IaHHHM IOKYMEeHT IIOCPeICTBOM CCHJIKM B
[IOJIHOM 0OO0BeMe. B KOHKPETHOM BapMaHTe OCYMeCTBJIEHUS aHTUTEJIO,
OIIMCaHHOE B JaHHOM IOOKYMEHTe, HalleJIeHO Ha OIyXOJib.

[00209] KoMmmosmuumm, MCIOJbL3YeMHe @OJId BBeOeHMa 1In Vivo,
MOTYT OHTB CTEPUIJIBHEIMM. 3TO JIET'KO OOCTHUIaeTCsda IIyTeM OWMJIbTpalun
uepes, HallpuUMep, CTepUJIbHEEe O(OUIILTpyRIMe MeMOPaHEH.

6.4 CnocofH MCHOJILBOBAHUS M IIPUMEHEHUE

[00210] B @mpyroM acIlekTe JaHHOe Mu3o00peTeHMe OTHOCUTCH K
crnocofy JeueHMsa CyOBeKTa C MCIOJb30BaHMEM aHTUTeJ OpoTuB LAG-3
(HanpuMep, LAG-3 uUeJilOBeKa), PAaCKpPHTHX B ITaHHOM HOOKyMeHTe. JliobOoe
3aboJjieBaHMe WM PacCTPOMCTBO Yy CcydObeKTa, KOTopoe IMIOJYUMJIO O
[IOJIBL 3Y oT VHITUOUPOBAHUA GYyHKRUINM LAG-3 (HanipumMmep, LAG-3
yeJIoBEeKa), MOXHO JIEUMTE C MCIOJB30BAHMEM aHTUTeJ OpoTUMBR LAG-3
(HanpuMep, LAG-3 u4eJoBeKa), OTIMCaHHEX B JaHHOM JIOKYMEHTe.
A"uTuTeJsyia npotue LAG-3 (HanpuMmep, LAG—3 ueJioBeKa), PAaCKpPHTHE B
OaHHOM IOKYMEHTE, ocoBeHHO [IOJIE 3HH OJIs VHTUOUPOBaHU A
YCTOMUMBOCTM MMMYyHHOWM CHUCTEMHE K ONYyXOJIAM M, COOTBETCTBEHHO,
MOTYT MCIIOJIB30BaTbECA B KaudueCTBe MMMYyHOTepalMu OJIsS CyOBEKTOR,
OOJIBHEIX pPakKoM. Hamnpumep, B OIpPeleJIeHHEX BapMaHTax OCYIEeCTBJIEHUS
OaHHOe WM300peTeHMre IPeloCTaBJIgeT CIHOoCO0 yBeJMUeHUS akKTupaumm T-—

KJIETOK B OTBEeT Ha aHTUIeH Yy cCcyOBeKTa, nprnuem crioco® BRJIKUAaAET
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BBelleHUe CyOBeKTYy 5SOQeKTUBHOIO KOJMUeCTBa aHTUTeJa OpoTus LAG-3
(HanipuMep, LAG- 3 dYejioBekKa) MM eTo dapMalleBTHMUECKOM KOMIIO3ULUM,
Kak OIMCaHO B JOaHHOM HOOKyMeHTe. B omnpemeJjyleHHEX BapMaHTax
OCYIWEeCTBJIEHMA ITaHHOe M300peTeHMe OTHOCUTCA K CIOCOoBy JieueHUA
paka Yy CcyOBeKTa, BKJIKOUaKIeMy BBeleHMe CYOBeKTY 5BOQPeKTUBHOI'O
KOJIMUYEeCTBa aHTHUTeJa MWIM (QapMalleBTUMUeCKOM KOMIIO3MLUMM, Kak OINMCAaHO
B OaHHOM IOKYMEHTE.

[00211] Pakxmu, KOTOPHE MOXHO JI€UMTH C IIOMOIBI aHTUTEJ IIPOTUB
LAG-3 (HampuMep, LAG-3 JeJIOBeKa) W bapMalleBTUUECKUX
KOMIIO 3ULINM, PaCKPBITEX B ODaHHOM  JOKYMEeHTe, BRJIOUAT, Btes
OTpaHMUYEeHNVsa, COJUIHYK OINyXOoJb, IeMaTOoJIOTMUeCKUM pak, JeuKos,
JIMMOOMY , OCTeOCapKoOMy, padooMrMoCcapKoMy, HeVpo6JjacToMy, pax
[IOUKM, pakK IIOYeUHHX IIepexXOmOHHX KJIETOK, pak MOUeBOI'O IIY3HpPS, pak
BuibeMa, pak SAWUHMKORBR, IIaHKpeaTUUeCKMM pakK, pakK MOJIOUHOM XeJle3H
(HanmpyMep, XapakTepusyommuucs MmyTalmert B BRCA1 wu/uim BRCA2), pak
IpOCTaTH, pPakK KOCTHM, pak JIeTKOoTro (HaopuMep, HEeMeJIKOKJIETOUHEM pak
JIETKOTO VIV MEeJIKOKJIE TOUHEIN pax JIETKOTO) , pak KeJlynoka,
KOJIOPEKTAJIbHEI pak, pak MeMKM MaTKM, CHHOBMAJILHYKR CapkKOMy, pak
TOJIOBH UM  1Iewu, IJIOCKOKJIETOUHEM  pak, MHOXECTBEHHYID  MMEJIOMY,
[IOUEeUHO—KJIE TOUHHM praxk, peTruHOBJIacTOMY , renaTodbjacToMy,

TernaToleJUIDISPHYD KapLUMHOMY, MeJIaHOMY, pPadmoUIHYl OIIYyXOJIb IIOUKIM,

capkoMmy Ouura, XOHIPOCapKOMYy, pak Mo3Ta, TymobJjacToMy,
MEHMHIMOMY , ameHOMY runodmsa, BeCTHUOYIIAPHYIO MBaHHOMY,
IPVIMUTUBHYIO HeMpOBKTOIepMaJlbHYIO ONYyXOJIb, MenyJiofJjacToMy,
ACTPOLMUTOMY , aHaIJIaCTUYECKYIO ACTPOLUTOMY , OJIMTOIEHOPOTJIMOMY ,
SIEHOMMOMY, IalMJIJIOMEL COCYOMCTOM OOOJIOUKM, I[OJUMLUTEMMIO Bepa,

TPOMOOLUTEMHUIO, MUIMOIATUYECKMUNM MMeJipnbpo3, CcapkoMy MATKMX TKaHel,
pPakKk mMMTOBMOHOM XeJIe3H, pak DSHIOMETPHMS, pakK KaplUuMHOMIAa, Pak
IeYeHM, pak oSINUTeJHMS ¥ pak OpomMHE. B OIpelelIeHHEX BapMaHTax
OCYImEeCTBJIEHUSI pPak I[OIpelcTaBJIgeT cobort MeTacTaTUYeCKMUM  pPak,

HallprMep, paBHOBMHHOCTeﬁ, OIIMCAaHHEIX BEHIIEC.

[00212] B omnpeleJIeHHEIX BapraHTax OCVYIeCTBJIEHUS pak
IpencTaBJIAeT cobon COJIMOHYIO OIIyXOJIb, TreMaToJIOTHMUeCKUM pak
(HanpuMep, JIeMKo3, JIMMPOMY , MM EeJIOMY ) M MX MeTacTaTHMuecKoe

[opaxeHre. B OIDHOM BapMaHTe OCYUWEeCTBJIEHMA paK IIpencTaBJIdeT cobon

COJIMIOHYIO OITYyXOJIb . Hpmmepm COJIMIOHEBIX onyxoneﬁ BRJIIOY AT
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3JI0KauyeCTBEeHHEEe HOBOOOpal30BaHMA, HalpUMep CapKOMBEl M KapLMHOME
(HanpuMep, aIeHOKAapPLMHOME) pas3JIMUHEIX CUCTEM OPITaHOB, TaKMe Kak
mopaxammme  JIeTKUe, MOJIOUHYK  XeJles3y, JIMMOOUIOHELE, KeJIYyIOUHO—
KUIIeUHEe WMJIM KOJIOPeKTAaJIbHEE, IIOJIOBHE OPTaHHE M MOUYEIOJIOBHE IIYTU
(HanpuMep, KJEeTKM IIOUeK, YpoTesusa, MOUYeBOI'O IYy3Hpd) ), ITJIOTKa,
ITHC (HanpuMep, MO3T, HEepBHEE WJIM  TJIMAJIbHEE  KJIETKH), KOXa
(HanpuMep, MeJjlaHoMa), TOoJIoBa M Imesd (HaopuMmep, I[IJIOCKOKJIETOUHLIM
pak ToJOoBH M mem (HNCC)) wm nOomxeJlymoodyHasd XeJjesa. Hanopumep,
MeJlaHOMa, pak TOJICTOM KUIKM, pakK XeJlyIkKa, Ppak IOpsaMOM KUIKHY,
[IOUeUHO—KJIETOUHHM  Pak, pPaxK  MOJIOUHOM  XeJle3H (HampumMmep, pak
MOJIOUHOM XeJIe3H, KOTOPHM He DSKCIpeccupyeT OOMH, IBa WIM BCe
PEeLenTOpH 3CTpOT'eHa, pelLenTop IporecTepoHa VI Her2/neu,
HalpyMep, TPOMHOM HeTaTMBHHM pakK MOJIOUHOM XKeJIe3H), pakK IIeueHH,
paxk JIeTKOTO (HanpuMep, HeMeJIKOKJIETOUHEM pakK JIeT'KOoTo (HMPJI)
(HanpuMep, HMPJI C LJIOCKOKJIETOUHOMN u/Uim IIJIOCKOKJIE TOUHOM
TUCTOJIOTHEN) WM MeJIKOKJIETOUHEM pak JeTrkKoTo), Ppak IIpoCTaTH pak
TOJIOBH WJIM meu (HamopuMep, BIU+ IIJJOCKOKJIETOUHEM pak), pakK TOHKOMU
KUIIKM M pak OUIeBoOIa.

[00213] B oOHOM BapMaHTe OCYHMeCTRBJIEHMS pak IIpPelCcTaBJISgeT
coboM  T'eMaToJIOTMUEeCKUM  pPak, HanpuMep  JIEMKO3, JuMboMy  WJIIU
MMeJIoMy . B OIHOM BapraHTe OCYUeCTBJIeHUS pakK I[IpelcTaBygeT cobou
JerKko3, HalpuMep, ocTpeM JuMbodaacTHEM Jenkos (OJJI), OCTpHM
MUEJIOTeHHEM Jierkos (OMJI), OCTpHM MMeJIOBJaCTHRM Jieko3  (OMJI),
XPOHMUECKUY JIUMOOLUUMTAPHEI Jelkos (XJIJI), XPOHMUECKUM MMKeJIOTeHHLM
JIeMKO?3 (XMJI) , XPOHUUYECKMM MMeJiouI JIeMKOS3 (XMJI) , XPOHUUECKUMN
MM EJIOMOHOLIUTapPHBM JeMKo3 (XMMIT) , XPOHUYECKUN JIVMOOLIUTaPHEM
Jerkos (XJUJI) wMIM BOJIOCATOKJIETOUHHM JIeMKO3. B OIHOM BapHaHTe
OCymeCTBJIEHMSA pPak IOpencTaBJgeT cobor JuMmbomy, HallpuMmep, B-
KJIETOUHYIO JINMOOMY , INOOY3HVIO KPYIIHYIO B—KJIETOUHYIO JINMOOMY
(DLBCL), axTMBMpPpOBaHHYK B-kjeTouHyw (ABC) 1mmddy3HYL KpPYyIHYyH B-—
KJIETOUHYID JINMOOMY , B—KJI€ TOUHBI 3apOoOLIleBEI LIeHTP (I'KB) ,
OIMOOY3SHYD OOJIBIIYIO B-kJjieTOUuHad JINMOOMY , MaHTUVHO—KJIE TOUHYIO
auMboMy, JUMboMy XOIKKMHA, HEXOIXKMHCKYD JIMMOOMY, PelUUIVMBUPYIYO
HeXOIXKMHCKYIO JuMboMmy, pedpakTepHYO HEXOIXKMHCKYIO JmMMpoMy ,
PEIUIMBUPYMYID  QOJUIMKYJIAPHYID  HEeXOmXKKMHCKYID  JUMbOMY, JIMMOOMY

Bepkurra, Majgyn JuMbaTUUeCcKy JUMbOMY, OQOJJIMKYJIAPHYI JMMOOMY,
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JIMMOOIIJIaCTUUECKYID JIMMOOMY MM BHEY3eJIKOBYID JMMOOMY KpaeBOM 3SOHH.
B omHOM BapMaHTe OCYIEeCTBJIeHUS Ppak IOpelcTaBjigeT cobor MMeJloMy,
HalpuUMep MHOXECTBEHHYK MUEJIOMY .

[00214] B omnpeneJieHHEIX BapraHTax OCVYIeCTBJIEHUS OaHHOe
n3obpeTeHuUe OTHOCUTCH K CIIOCOBDY OpodUIIaKTUKN WA JIeueHNn 4
MHPEKLMOHHOTO 3aboJieBaHud |y CyOBEKTa, BKJIDUAKIEMY  BBeOeHUe
CYyDBEeKTY 50PEeKTUBHOTO KoJIMueCcTBRa aHTUTeJIa IIPOTUR LAG-3
(HanpuMep, LAG-3 uejioBeka) MIM eTro QpapMalleBTUUEeCKOM KOMIIO3ULUU,
KakK PpPacKpHTO B HOaHHOM [OOKYMeHTe. B OIHOM BapMaHTe OCYIIeCTBJIEHUA
B IJaHHOM OOKYMEHTe IIPemOJoXeHH CIOCOOH MNpeloTBpalleHud /U
JeueHusa MHPEeKLUNn (HanpuMep, BUPYCHOM MHOeKINVH, BakTepralbHOM
VHOeKIVM, TPpUOKOBOM MHOeKUUM, MHOEeKIMM, BHEH3BAHHOM IIPOCTEeWIMMHI
WM TIapas3uTapHoM uHOeKLUMM) . Mudperkums, npenoTBpamaeMasd u/WIn
Jevamasacsa B COOTBeTCTBMM CO crnocobawmu, MOXeT OBTBH BH3BaHa
MHPEKIMOHHEM aT'eHTOM, MUWISHTUOUUIVPOBAHHEIM B IJTaHHOM IOOKyMeHTe. B
KOHKPETHOM BapMaHTe OCYIIECTBJIEHU A AHTUTEJIO IpOTUB LAG-3
(HanmpuMep, LAG-3 d4eJIOBeKa), OIMCaAHHOE B JaHHOM JOKYMEeHTEe, WK
ero KOMIIOBULMA S[BJIAETCHI eIMHCTBEHHBEIM AaAKTMBHEIM al'€éHTOM, BBOIMMEM

CYyOBEKTY . B HEeKOTOPEX BapMMaHTaX OoOCYyHeCTBJIEHNMA aHTUTeJIO IIPOTHUB

LAG-3 (HanpuMep, LAG-3 dyeJiOBeKa), OIMCAHHOEe B IOaHHOM IOKYMeHTE,
W ero KOMIIO3ULIM I VCIIOJIE 3y EeTCHa B KOMOMHaLMU C
IIPOTUBOVHPEKIVOHHEMA BMellaTeJlbCTBaMA (Hampumep,
IIPOTUBOBUPY CHEIMA, aHTuOaKTepMaJlbHEMA, IIPOTURBOTPUOKOBEMHA ZAR%S
PO TURBO TJIMC THEIMA cpencTBaMM) OJIs JeueHHne VHPEeKIMOHHBIX
3aboJieBaHUM .

[00215] VMHOeKUMOHHEE 3aboJieBaHUM, KOTOPHE MOXHO JIEUUTH

U/ WM TOpeloTBpamlaTh ¢ IIOMOMBD aHTUTeJI OpoTuB LAG-3 (HamopuMmep,
LAG-3 ueJloBeKa) WIM OpapMalleBTUUECKUX KOMIIOBULIMM, OINMCAHHHX B
OaHHOM IOKYMEeHTe, BHS3HBAKTCA MHOEKIMOHHEIMMU aleHTaMM, BKJIKUad, HO
He oOoT'paHMUMBASACH UMM, OakTepuM, IIapa3UTH, IpubKK, OIpOoCTeNlmre U
BUPYCH. B KOHKpPETHOM BapuUaHTe OCYIeCTRBJIEHU A MHPEKUMOHHOE
3aboJieraHMe, KOTOpOe JiedyaT WM OpeldoTBpallaeT IIPU IIOMOIM aHTUTeJla
[IPOTUB LAG-3 (HanmpuMep, LAG-3 UeJIOBEeUEeCKOe  UJeJlOBekKa) VI
bapMalleBTUMUECKOM  KOMIIO3UILINN, PACKPETHX B OaHHOM  OOKYMEHTe,
BEI3BAHO BUPYCOM. BupycHEe 3abojieBaHUA WM BUPYCHBEE MHOeKUUN,

KOTOPHEE MOXHO InpenoTBpraTmThb M/MHM JIEUNTb B COOTBETCTBHUMN CcO
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criocobawmu, ONMCAHHEIMM B JaHHOM HOOKyMeHTe, BKJIOUAT, HO He
OTpaHMUMBAaKLTCA WMMM, 3abojieBaHMs, BH3BaHHHE TelaTUTOM TUlla A,
rernaTMTOM TuUIla B, renatuTroM Tula C, TI'PUIIIIOM (HaIpuUMep, IPUIIIIOM A
WM TpuUIIoM B), BeTpSHOM OCIOM, aIeHOBUMPYCOM, BUPYCOM IIPOCTOTO
reprieca 1 Tuna (HSV-I), BupycoM NOpocToro Tepmneca 11 Tuna (HSV-
IT), uyMOM KpPYIHOTO POTaTOTO CKOTa, PUHOBUPYCOM, BXOBUPYCOM,
pPOTaBUPYCOM, pPecnmpaToOpHO—CUHIIMTHAJIbHEIM BUPYCOM, BUPYCOM
IarmJIJIOMH, BUPYCOM  IIalloBa, LHMTOMET AJIOBUPYCOM, DXMHOBUPYCOM,
apboBUpPyCOM, XYHTaBUPYCOM, BUPYCOM Kokcakwu, BUPYCOM
DIUOEMUUECKOTO [IapoTUTa, BUPYCOM KOPM, BUPYCOM KpacHYXWU, BUPYCOM
[IOJIMOMMUEJINTA, ocIriou, BUPYCOM SnmreHa-Bapp, BUPYCOM
VMMYHOIOedULMUTa dYeJioBeka Tuna 1 (BMU-I), BHMPYCOM MVMMyHOIedUUIMTA
yeJjioBeka Tuna I1I (BUU-II) M areHTH BUPYCHEX 3abdojieBaHuM, TaKux
KakK BMPYCHHM MeHMHIUT, 5SHIedalIuT, JMXopaldka IeHTe WM OcCIla.
[00216] BakTepuallbHble MHOEeKLUMM, KOTOPHE MOXHO IIpelOTBpaTUTh

WU/MUIN  JIeUMTL, BKJIOYAT MHOEKINWM, BH3HBaeMule FEscherichia coli,

Klebsiella pneumoniae, Staphylococcus aureus, Enterococcus
faecalis, Proteus vulgaris, Staphylococcus viridans n
Pseudomonas aeruginosa. BakTepualJlbHHe 3a00JleBaHMsI, BHIB3HBaEMEHE

BakTepuaMmu (Hanopumep, FEscherichia coli, Klebsiella pneumoniae,
Staphylococcus aureus, Enterococcus faecalis, Proteus vulgaris,
Staphylococcus viridans n Pseudomonas aeruginosa), KOTOPHE MOXHO
NpeIOoTBPaTUTh /Ui JIeUnTh B COOTBETCTBUK co criocoBamu,
ONMCAHHEMM B  OAaHHOM IOKYMeHTe, BRJIOUAT 0e3  oT'paHUUEeHUS:
Mycobacteria rickettsia, Mycoplasma, Neisseria, S. pneumonia,
Borrelia burgdorferi (BoJIesHb JlarmMa) , Bacillus antracis
(cubupckasa a3Ba) , CTOJIOHAK, Streptococcus, Staphylococcus,
MUKOBaKTepnn, KOKJIKII , XOJIepy, uymy, oupTepmn, XJIaMUIONO3, S.
aureus M JeTHUOHeJIYy .

[00217] TIIpoTo30MHHe 3abojieBaHMA WM OIPOTO30MHEE MHOEKIINUM,
BHISBAHHEE IMPOCTEeMIMMM, KOTOPHE MOXHO IpenynpeXIaTh W/WIM JIeUUTh
B COOTBETCTBMM C OIMCaAHHEMM B IOaHHOM IOKYyMeHTe crnocobamu,
BKJIOUAT, HO He OT'paHMUMBaKRTCA UMM, JIeMnMaHNIo, KOKIMINO3,
TPUINIAHOCOMY, IMCTOCOMY WM Majiapuio. IllapasuTapHbe 3aboJieBaHUSa WK
napasuTapHee  MHOEeKLUUM, BHI3BaHHHE Iapa3uTaMu, KOTOPHE  MOXHO

InpenooTBpraTUTb I/I/I/LJ'H/I JIEUNVTb B COOTBETCTBUNA co criocobawmm,
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ONMCaHHEIMM B HOaHHOM JOKYMEHTe, BKJIKUAKT, HO He OIPaHUUMBAKTCH
UMM, XJIaMMOMO3 U PUKKEeTCHU.

[00218] 3aboJsieBaHud, BHI3BAaHHEE Irpudamm I T'PUOHEE
MHOEeKUNM, KOTOPEHE MOXHO IpeloTBpallaTh u/Uim JIEUUTH B
COOTBETCTBUM CO cIocobamy, ONMCaHHBEMM B  HOaHHOM IOKYMeHTe,
BKJIIOYAIOT, HO He OI'paHuUuMBalTCAd UMM, WHOeKUMM, BH3BaHHHe Candida,
B3UTOMMKO?3, KaHIUIOO3HHY MaACTUT, OIPOTPEeCCUPYINMY IMCCEeMUHUPOBAHHHM
TPUXOCIOPOHO3 C JIATEHTHOV TPUXOCIIOPOHeMMelM, OUCCEMUHUPOBAHHHM
KaHOMIo3, JeTouHbe 3abojieBaHMA, MNapaKoKUIUMIOMUIOMMKO?3, JIE€TOUHHM
acrnepruijies, I[IHEBMOUUCTHY TIHEBMOHMU., KPUITOKOKKOBHM MEHUHIUT,
KOKUMIMOUOAJILHEY  MEeHMHTOBDHIehalIUuT UM  CHOMHHOMO3TOBOWM BaCKYJUT,
MHQeKLIWHM, BHI3BAHHHEe Aspergillus niger, Fusarium keratitis,
MMKOSBE TlapaHa3allbHOT'O CHMHYyCa, DHIOKAapIWUT, BH3BaHHHYM Aspergillus
fumigatus, OoabpmebeplloBYK IMCXOHOPOIJIA3MI, BaTMHUT, BH3BAHHBIM
Candida glabrata, XaHOVIO3 POTOIJIOTKM, X-CBA3aHHHY XPOHUYECKUN
TpaHyJjieMaTo3, IOepMOOUTHIO CTOINE, KOXHEM KaHAOMIO3, MUKOTHUUECKUM
JIalleHTUT, OVCCEeMVHUPOBAaHHEIN TPUXOCIOPOHO3, aJIJIepTUIeCKUM
OPOHXOJIETOUHEM  aClepTUIJIe3, MUKOTHUUECKUM  KepaTur, MHbeKLUN,
BHI3BAHHLE Cryptococcus neoformans, TPUOKOBHIM IEepPUTOHUT,
MHOEeKUNN, BEI3BaHHEE Curvularia geniculata, CTadMIIOKOKKOBHI
SHOOGTAJEMUT, CIOPOTPUXO3 U IepMaToduTo3.

[00219] B omnpenejieHHEX BapMaHTax oCylleCTBJIEHMS  OaHHOe
n3obpeTeHue obecleuMBaeT CIOCOO IMIpenoTBpalleHrd WM JIeUeHUd
3abojiIeBaHMAa MM PacCTPOMCTBa HEPBHOW CUCTEeMH Yy CcyObekTa, IIpUUueM
crioco®  BRJKUYAET BBEeeHUE cy®dBekTy  500eKTMBHOTO  KOJMUECTBA
aHTuTeJia HoOpoTue LAG-3 (HanpuMep, LAG-3 ueJjiOBeka) WU  ero
bapMalleBTMUECKOM KOMIO3MIMM, KaK ONMCaHO B HOaHHOM IOKyMeHTe. B
HEeKOTOPHX BapMaHTax 3abojieBaHUe WM PacCTPOMCTBO HEPBHOM CUCTEMEH
npencraBjsgeT cobon CUHYKJIEMHOIATHIO . B  HeKOTOPHX BapMaHTax
3abojleRaHMe WM PacCCTPOMCTBO HEPBHOW CHUCTEMH IpeldcTaBJigeT cCcobou
BoJie3Hb [lapKMHCOHA.

[00220] B HEKOTOPHX BapMaHTax OCYWeCTBJIEHMSA IOaHHEE CIOCOOE
OOTIOJIHUTEJIEHO BRJIOUAIT BBeIeHUe CyOBeKTy IOTIOJIHUTEJILHOTO
TepalleBTUUEeCKOT'O arleHTa. B oOINpenelIeHHHX BRapMaHTax OCYIeCTBJIIeHUI
OOTIOJIHUTEJIE HEM TepalleBTUUeCKUN areHT IpencTaBJifgeT cobon

XMI\MOTepaHGBTquCKVIﬁ areHT, panMOTepaneBqueCKmﬁ areHT MJin
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areHT, HalleJIEeHHBM Ha KOHTPOJILHEIE TOUKM. B oOIpenesleHHHX BapuaHTax
OCYIleCTBJIEHNI XYMMOTepalreBTUUYeCKUM areHT npencraBjdeT cobon
TUIIOME TMJIMPYRIMWM  aTeHT (HalpuMep, a3aluuTHuIVH). B olpeleJIeHHHX
BapMaHTax OCYMEeCTBJIEHMSA aleHT, HalleJIEHHEM Ha KOHTPOJIBHHE TOUKMU,
BHIOMpPAT M3 TPYIIE, COCTOAMEN M3 aHTaTOHUCTUUECKOTO aHTUTesa
IIpOTUB CTLA-4, AHTAT'OHUCTUUECKOTO aHTUTeJa IIPOTUB PD-L1,
AHTATOHUCTHUUYECKOT'O aHTuTejla OpoTuMB PD-L2, AHTATOHUCTUUECKOTO
aHTUTeJla NOpoTuB PD-1, aHTaArOHMCTUMUECKOTO aHTuTeJla OopoTuB TIM-3,
AHTATOHUCTHUUYECKOT'O aHTuTejla OpoTuR LAG-3, AHTATOHUCTUUECKOTO
aHTuTeJa npotmuB CEACAM]1, aroHMCTHMUYECKOTO aHTuTeJla oOpoTukR GITR,
AT'OHUCTUUECKOT'O aHTHUTEeJIa [IPOTUR 0X40, AHTATOHUCTUUECKOTO
aHTuTeJa npoTuB TIGIT, aroHUMCTHMYECKOTO aHTuTesa nOpotus CD137,
AHTATOHUCTUYUECKOTO aHTUTeJla OpoTuB VISTA, AHTATOHUCTUYUECKOTO
aHTuTreJla NpoTuB CD73 M aHTATOHUCTUUYECKOI'C aHTUTeJla NpoTue CDI6.
[00221] B oOnOHOM BapMaHTE OCYMEeCTRBJIEHMS JIaHHOe M300peTeHMe
OTHOCUTCSA K aHTUTeJy U/UiIKM  dapMalleBTUUECKOM  KOMIIOSUIMKM IO
OaHHOMY  M300peTeHU onig [IpUMeHeHU d B criocobe 1o ODaHHOMY

MBO@peTeHMD, InprnyeM crioco® IOJOIIOJIHMTEJIEHO BRJIOUaeT BBeIIcHNE

OJOITOJIHMTEJIBEHOT'O TepalleBTMUYeCKOTI'O areHTa CyOBEeKTY. B OIOIHOM
BapnmaHTe OCymeCTBJIEHMA OJaHHOe M306peTeHme OTHOCHUTCHA K (a)
aHTUTeIJIy M/MHM @apMaHeBTquCKOﬁ KOMIIO 3L I10 IOTJaHHOMY

nzobperTeHrn ¥ (b) DOONOJHUTEJNBEHOMY TepaleBTUUECKOMY aTeHTy MOJIA
IpMMeHeHMsI B KaueCTBe JeKapCTBEeHHOT'O CpenOcTBa. B oIHOM BapHMaHTe
OCVYIIECTBJIEHMA HOaHHOe M300peTeHMe OTHOCUTCA K (a) aHTUTesy Wu/WUin
bapMalleBTUUECKOM  KOMIIO3MUIUM  IIO OaHHOMY  M300peTeHron U (b)
OOIOJIHUTEJIbHOMY TepaleBTUUeCKOMY al'eHTy IJIA IIPpMMeHeHUsS B crocobe
JIeUueHUs paka. B Opyr'oM BapMaHTe OCYIMEeCTBJIEHMS OaHHOe WM300peTeHNe
OTHOCHUTCSA K (papMalleBTUUECKOM KOMIIOBMLMM, Habopy WM Habopy
yacrTen, coepxalmemy (a) AHTUTEJIO u/nnm bapMaleBTUUECKYIO
KOMIIO 3ULIMIO 10 IOaHHOMY N300peTeHN u (b) IOOIIOJIHUT €JIbL HEI
TepaleBTUUeCKUN areHT. B OIOHOM BapmaHTe OCYIECTBJIEHNA
IOIIOJIHUT &JIb HEM TepaleBTUUeCKUM areHT nIpelCcTaBJIgeT cobomn
XVIMMOTepaleBTUUeCKUMN areHT, panuoTepaneBTUUECKUN areHT VI
areHT, HalleJIEHHBM Ha KOHTPOJILHEE TOUKMU.

[00222] B omnpepneJyieHHEX BapMaHTax OCYUWEeCTBJIEHUSI aHTUTEJO

IIpOoTHE PD-1 MCIIOJIBE3YIT B cClocobax, PACKPEITEHX B ITaHHOM ITOKYMEHTE.
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B  HeKOTOpHX BapMaHTax OCYWeCTBJIEHNSA  aHTUTeJio nOpoTuB  PD-1
opencraBJgeT cob®oM HMBOJyMad, TakKXe M3BECTHHM Kak BMS-936558 wmim
MDX1106, ©paspaboTaHHelt Bristol-Myers Squibb. B omnpenejleHHEX
BapMaHTax OCYMEeCTBJIEHUA aHTUTeJIO IpoTuB PD-1 mnOpencrariseT coboun
nembposmsyMad, Takxe M3BEeCTHHM kak Jambpoinsymad wnuiam MK-3475,
paspaboTaHHu Merck & Co. B onpemeJIeHHEIX BapMaHTax OCYMeCTBJIEHUS
AHTUTEJIO NpoTuB PD-1 mnOpexncrarjseT cobo¥ nouimamsaymad, Takxe
u3BeCTHEM kKak CT-011, paspaboranusit CureTech. B onpenejleHHHX
BapMaHTax OCYMeCTBJIEHUS aHTUTeJO IIpoTuB PD-1 mnpencTaBiasgeT cobomn
MEDIO0680, TakXxe MB3BeCTHHM Kak AMP-514, paspadoTaHHblM Medimmune.
B omnpemeJyleHHHX BapMaHTax OCYWEeCTBJIEHUS aHTUTeJio OpoTue PD-1
nIperncTaBJIgeT cobom PDROO1, pa3zpaboTaHHLM Novartis
Pharmaceuticals. B omopeneJlIeHHHX BapMaHTax OCYNeCTBJIEHUSA aHTUTeJIO
npoTue PD-1 mnpencrTaBjseT cobort REGN2810, paspaboTaHHEM Regeneron
Pharmaceuticals. B omopeIelleHHEHX BapMaHTax OCYMEeCTRBJIEeHUS aHTUTEJIO
[IPOTUR PD-1 npencrapjigdeT cobon PF-06801591, praszpaboTaHHHN]
Pfizer. B oNpeHeJIeHHEX BapMaHTax OCYWMEeCTRBJIeHVS aHTUTEeJIO [IPOTHUB
PD-1 n1npencraBJjsgeT cobom BGB-A317, paspabdoTaHHHM BeiGene. B
OIIpeHeJIeHHEIX  BapMaHTax OCYIWeCTBJIEHNA AHTHUTEJIO IIPOTHUB PD-1
npencraBJygeT cobom TSR-042, paspaboTaHHEM AnaptysBio m Tesaro. B
OIpeneJIeHHEIX  BapMaHTax OCYIWEeCTBJIEHNA AHTHUTEJIO IIPOTUB PD-1
opencraBjsgeT cobor SHR-1210, paspadoTaHHblM Hengrui.

[00223] IONOJIHUTEJIbHEIE  HeOoTpPaHUUMBaKIIMe IIPUMMEPH aHTUTEJI
npotue PD-1, KOTOpPEHE MOXHO MCIIOJb30BaTE B crocobax JieueHusd,
PACKPEITEIX B IOaHHOM IOKYMEHTE, PAaCKPHETHE B CJIEeOyRIMX IIaTeHTax U
IaTeHTHHX 3afgBKax, BCe U3 KOTOPHX BKJKOUEHH B IaHHBEM JOKYMEHT
[IOCPEenCTBOM CCHUIKM B IIOJIHOM oObeMe: nareHT CHIIA N 6808710; maTeHT
CIIA N 7332582; mnarvenT CIA N 7488802; mnartenT CIA N 8008449;
nmaTedT CHIA N 8114845; mnaredT CHIA N 8168757; mnaredr CIA N
8354509; mnarenT CIIA N 8686119; narenT CIIA N 8735553; mnarentT CIA
Ne 8747847; mnaredT CHIA N 8779105; mnarvenT CIIA N 8927697; HaTeHT
CA N 8993731; mnarvrent CHA N 8102727; nartenT CIHA N 9205148;
nyoimkaumsg CHIA N US 2013/0202623 Al; ny6aukaumsa CIHA N US
2013/0291136 Al; nyoiukaumsga CIIA N US 2014/0044738 Al; nyobamMKalLMd
CIIA M US 2014/0356363 Al; nyoaukaumsg CIIA N US 2016/0075783 Al u
nyoamukaumga PCT N WO 2013/033091 Al; nyomgmukaumsa PCT N WO



152

2015/036394 Al; nyoamukaumsga PCT N WO 2014/179664 A2; nyoaMKalLMd
PCT M WO 2014/209804 Al; nyoamumkauma PCT N WO 2014/206107 Al;
nyoamkaumsg PCT N WO 2015/058573 Al; ny6iamkaumsg PCT N WO
2015/085847 Al; nyobamukaumsg PCT N WO 2015/200119 Al; nyoamMKalLusd
PCT N WO 2016/015685 Al um ny6iumuxalmsa PCT N WO 2016/020856 Al.

[00224] B omnpeneJIeHHEX BapMaHTax OCYIECTBJIEHUS aHTUTEJIO
npoTtue  PD-L1  WMCIOOJB3YIT B criocoBax, PACKPHTEX B  IOaHHOM
IOOKYyMeHTe. B omopemeJIeHHHEX BapuaHTax  OCYNeCTBJIEHUS  aHTUTEJIO
npotur PD-L1 mnpencTaBjsgeT coboM aTesou3yMmad, paspadoTaHHBM
Genentech. B omOpeneJleHHEX BapMaHTaxX OCYWNeCTBJIEHMS aHTUTEJO
IPOTUBR PD-L1 npencTaBjigeT cobon oypeajgyMa, praspaboTaHHHM
AstraZeneca, Celgene wu Medimmune. B oOHOpeneJIeHHHX BapuaHTax
OCYWEeCTBJIEHUS aHTUTeJO HNpoTuB PD-L1 npencraeifgeT cobol apellyMat,
TaKXe WM3BeCTHHM KkKak MSB0010718C, paspabtoTaHHHM Merck Serono wu
Pfizer. B oIpemeJIeHHEX BapMaHTax OCYMEeCTRBJIeHVS aHTUTEeJIO I[IPOTHUB
PD-L1 mnpencraBjageT cobor MDX-1105, paszpaborTaHHeM Bristol-Myers
Squibb. B omnOpemejieHHEX BapMaHTax OCYMEeCTRBJIeHVS aHTUTEeJIO [IPOTHUB
PD-L1 nmnpezncraBJjgeT cobdbon AMP-224, paspaboTaHHHM Amplimmune u
GSK.

[00225] HeorpaHnumMBammme IIpMMEPE aHTUTeJ OpoTus PD-L1,
KOTOPEIE MOXHO MCIOJIE30BaTh B crIocofax JiedeHusd, PaCKPHTHX B
OaHHOM IHOOKYMEHTe, PacCKpPHETE B CJeIyIMX [aTeHTax W I[IaTeHTHEHX
3agBKax, BCe M3 KOTOPHX BKJIOUEHH B HOaHHHM »OOKYMEHT IIO0CPelCTBOM
CCHUIKM B IIOJIHOM oOO0OBeMe: IHnaTeHT CIIA N 7943743; mnarvenT CIA N
8168179; mnarenT CIIA N 8217149; narenT CIIA N 8552154; mnarenT CHA
N 8779108; mnareHT CHIIA N 8981063; mnarenT CHA N 9175082;
nybgmraums CHA N US 2010/0203056 Al; nybmamukaumsa CIIA N US
2003/0232323 Al; nyoimkaumsa CIIA N US 2013/0323249 Al; nyOjaMKaLMd
CIIA N US 2014/0341917 Al; nyoiamxaumsa CIA N US 2014/0044738 Al;
nybamraums CHA N US 2015/0203580 Al; nybmamkaumsa CIIA N US
2015/0225483 Al; nyoimkaumsa CIIA N US 2015/0346208 Al; nyobjamMKalLMsd
CIIA N US 2015/0355184 Al u ny6umkaumsa PCT N WO 2014/100079 Al;
nyoamkaumsg PCT N WO 2014/022758 Al; ny6amkaumsa PCT N WO
2014/055897 A2; nyobamukaumga PCT N WO 2015/061668 Al; nyoamMKalLud
PCT M WO 2015/109124 Al; nyoamkauma PCT N WO 2015/195163 Al;
nybamukaumsgs PCT N WO 2016/000619 Al wu nybamumkauma PCT N WO
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2016/030350 Al.

[00226] B omnpeneJyieHHEX BapMaHTax OCYUEeCTBJIEHUSI aHTUTEJO
IIPOTUB CTLA-4 MCIIOJIE 3YI0T B criocobax, PaCKPEITEIX B IDaHHOM
OOKYMEHTE. B  oIpemeJyleHHEX BapuaHTax OCYWEeCTBJIEHVA  aHTUTEJO
npotus CTLA-4 nOpencrabjsgeT cobol  MIMIuMMyMat, paszpaboTaHHEM
Bristol-Myers Squibb. B omopenejleHHHX BapMaHTax OCYMeCTBJIEHUS
aHTUTEJIO IIPOTUB CTLA-4 npencraBjgeT cobomn UNUInMyMat,
pazpadboTaHHul Bristol-Myers Squibb. B onpenesyieHHBHX BapMaHTax
OCVYIIeCTBJIEHUA AHTUTEJIO IIPOTUR CTLA-4 IpencrTaBJjideT cobom
TpeMeMMyMa®, paspabdoTaHuHuy Pfizer m Medimmune.

[00227] HeorpaHMuUMBawmue NOIPUMEPH aHTUTeJ nOpoTue CTLA-4,
KOTOPEE MOXHO MCIIOJIE30BaTh B CclIocoBax JiIeueHUs, PacKpPHTHEX B
DaHHOM IOOKYMeHTe, PacCKPHTH B CJHeIyKIMX I[IaTeHTax M T[aTeHTHHX
3adBKax, BCe U3 KOTOPHX BKJKUEHH B OaHHHM OOKYMEHT IIOCPEeICTBOM
CCHUIKM B IIOJIHOM OOBeMe: IHaTeHT CHA N 6984720; mnarenT CIA N
7411057; mnaTenT CHA N 7034121; mnaTtenT CIHA N 8697845; nyoOimrKalMsg
CIIA N US 2009/0123477 Al; nyoamumkaumsa CIA N US 2014/0105914 Al;
nybamkaumsg CIHA N US 2013/0267688 Al; nybamukaumsg CIIA N US
2016/0145355 Al; nyommukauma PCT N WO 2014/207064 Al u nyobjamMrKalusg
PCT M WO 2016/015675 Al.

[00228] B omnpenelIeHHEIX BapMaHTax OCYNECTBJIEHUS aHTUTEJIO
npotue LAG-3 (HanpuMmep, LAG-3 UeJIOBeKa), pPacKpHTOe B IOaHHOM
IOOKYMEeHTe, BBOIAT CYOBEeKTYy B KOMOMHAaIIMM C COoelIMHeHMeM, KOTopoe
HalleJIeHO Ha VIMMY HOMO Iy JIMP Y IO bepmeHT (H) , Taxkom Kak IDO
(MHDoJIaMMH—- (2, 3) —IMOKCHUIT'eHa3a) W/ NIn TDO (TpunrTodpaH-2, 3—
IOVOKCUI'eHasa). B oOlIpelelJIeHHHX BapMaHTax OCyWeCTBJIEHUS TaKoe
coeIMHeHMe BHOpPaHO M3 TPYIIEHE, COCTOAlleM M3 »BHakanmocTaTa (Incyte
Corp; cM., Hamopumep, WO 2010/005958 xoTopasd OJHOCTLI BKJIOUeHa B
OaHHOe ONMCaHume IOCPEenCcTBOM CCBUIKM) , BMS-986205 (Flexus
Riosciences/Bristol-Myers Squibb), wHmokcumon (NewLink Genetics)
u NLG919 (NewLink Genetics). B oIHOM BapraHTe OCYMeCTBJIEHUH
coeIMHeHMe IIpencTaBjisgseT coBo¥ »BHakagocTaT. B IOpyI'OM BapuaHTe
OCYyMeCTBJIEHMSA CoelIMHeHMe MOpelcTaBJjigeT cobom BMS-986205. B mpyrom
BapMaHTe OCYHMEeCTBJIEHUA COeIMHEHMe I[IpelCcTabligdeT COOOM MHIOOKCHUMOI.
B IpyroM BapMaHTe OCYWLeCTBJIeHMs COeOMHEHMe IIpelCcTaBJigeT CcoOou

NLG919. B KOHKpPETHOM BapMaHTe OCYIEeCTBJIEHMA aHTUTEeJIO NpoTUB LAG-
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3 (manpmmep, LAG-3 dJeJloBeKa), PacKpHTOe B [IOaHHOM IOKYMEHTe,
BBOIOAT CyOBEKTY B KOMOMHALMUM C MHIMOMTOpOM IDO mJjd JieueHMA paka.
Muruburop IDO, kKak ONMCAHO B IOAaHHOM IJOKyMeHTe OJId I[IPMMEeHEeHUd IIPU
JedueHUM  paka, INPUCYTCTBYET B TBEPOOM  JIeKapCTBEeHHOU dopme
bapMalleBTHMUECKOM KOMIO3MUMUM, Tako¥ KkKak TabjleTka, NOWIOJIS WK
KarncyJja, npuueM oO¢apMalleBTMUeCKad KOMIIO3MLIMA BKJIIKUAET MWHIUOUTOP
IDO u GdapMaleBTUUECKM IIpUEeMJIeMBM  SKCLUUIMEHT. Kak TakoBoeg,
AHTUTEJIO, KaK OIMCaHO B TaHHOM IOOKYMeHTe, U uHIuourtop IDO, Kak
OIIMCaHO B OaHHOM OOKYMeHTe, MOXHO BBOIUTE OTHOeJIBHO,
[IoCcJyienoBaTeJIbHO MM OIOHOBPEMEHHO B BMIEe OTHOEJIBHEX JIeKapCTBEeHHEIX
dbopmMm. B OIHOM BapMaHTe OCYIeCTBJIEHUA AHTUTEJIO BBOIOAT
[IapeHTepalJibHO, a MHIuouTtop IDO BEBOIAT IIepopalibHO. B KOHKPETHHX

BapMMaHTaX OCyleCTBJIEHUA MHPM@MTOp BBI@paH M3 TPYIIIE, cocTodmen mu3

srakagocTaTa (Incyte Corporation), BMS-986205 (Flexus
Biosciences/Bristol-Myers Squibb), VMHIOKCHMOIA (NewLink
Genetics) wm NLG919 (NewLink Genetics). OSmnakagmocTaT OIMCaH B

nyoaukauuy PCT M WO 2010/005958, xoTopasg IOJHOCTBI BKJOUeHA B
OaHHOE onMCaHue [IOCPenCcTBOM CCBUIKM . B OIOHOM BapuaHTe
OCYMEeCTBJIEHUS MHIUOMTOP IIpencTaBjigeT coboM »hoakagocTaT. B Ipyrom
BapMaHTe OCYHWeCTBJIeHUA MHIMOUTOP IIpedcTaBJjsgeT cobom BMS-986205.
B @mpyroM BapMaHTe OCYIEeCTBJEeHMS UMHITUOMTOP IIpelcTaBJjseT codon
VHIOOKCHUMOT . B OpYyT'OM BapMaHTe OCYIIECTBJIEHU A VHITUOUTOP
npencraBjseT codoym NLGI19.

[00229] B orpeneJiIeHHBIX BapraHTax OCVyIeCcTBJIEHUS ODaHHoOe
nz3obpeTeHue OTHOCUTCH K BHIOEJIEHHOMY AHTUTEIY, KOoTOopoe
crneunudnuueckm cCBA3HBaeTcad C LAG-3 (HanpuMmep, LAG-3 dJeJIoOBeKa) B
KOMOMHAaLWM C aHTUTEJOM OpoTUMBR PD-1 (HanopuMmMep, nOeMOposms3yMaboMm
WV HMBOJyMa®oM) M MHIMOMTOPOM MHIOJaMWMH-2, 3—OMOKCUI'eHasws (I1DO).
B ompeneJieHHEIX BapMaHTax OCYIMECTBJEHMSA aHTUTeJ IO OpoTuB PD-1
opeIcTaBJgeT cobon mneMmbposamnsymabd. B omnpenmeJsieHHEIX BapuaHTax
OCYMeCTBJIEHUSA aHTUTeJIO OpoTHMB PD-1 nOperncrTarjsgeT cobol HuUBOJIyMad.
B omnpenejleHHBHIX BapMaHTax OCYIECTBJIeHUMA MHIMOMTOp 1DO BHOMpPpamwT U3
TPYIIH, COCTOAmMeN M3 2IakajgocTaTa, BMS-986205, wuHIOOKCHMMOODa U
NLG919. B omnpenejleHHHX BapMaHTax OCYWeCTBJeHUda uHIUOuTOop IDO
npencrTaBJIgeT cobon 2riakagocTarT. B oripelleJIeHHBIX BapraHTax

ocymecTBJIeHMSA MHITHOMTOPp IDO mnOpencrasjgeT cobom BMS-986205. B
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OIIpelleJIEHHEIX BapMaHTax OCYIeCTRBJIeHMS UMHIMOMTOp IDO npencTaBJISeT
co6oM MHOOKCHUMOT .

[00230] B omnpepnesyieHHEX BapMaHTax OCYUWEeCTBJIEHUSI aHTUTEJO
nporme LAG-3 (Hanpumep, LAG-3 UeJilOBeKa), PacKpHTOe B IOaHHOM
OOKYMEHTe, BBOOAT CyYyOBEeKTY B KOMOMHaALMM C IPYI'MM I[IPOTHUBOPAKOBHM
areHToM. THUIOMUHEHE IIPOTUBOPAKOBEE al'€HTH BKJIOUAKT aHTUTeJa, TaKue
Kak TpacTysymMab (repleldTHH), aHTUTeJla K KOCTUMYJIMPYIOMVM WJIN
KOMHIMOMPYKIIMM MOJIEKYJlaM, TakuM KkKak CTLA-4, CD137 wm PD-1, wm
aHTMUTeJla K LUMTOKMHaM, TakuMm kak I1L-10 m TGF-B.

[00231] B ompeneJIe HHEIX BapmMaHTax oCyleCcTBJIEHUA
OOIIOJIHUT &JIb HEI TepaleBTUUeCKUN areHT npelcTaBJIgEeT cobom
VHTUOUTOP JAK, PI3Kdelta, BRD, PI3Kgamma wim Axl/Mer. B
ompeleJIe HHBIX BapMaHTax OCYIECTRBJIEHUA IOTIIOJIHUT &JIb HEIM

TepalleBTUYECKUM arleHT OpencTarjigeT cobor wmHTubuTop JAK, BKJIOUASL

JAK1 /U JAK?2. B onpeneJyieHHEX BapraHTax OCYyIeCTBJICHUSA
OOTIOJIHUT&JIE HEM TepalleBTUUeCKUN areHT npelcraBJisgeT cobon
mHruomuTop PI3Kdelta. B omopenejieHHHEHX BapraHTax OCYIeCTBJIEHUA
OOTIOJIHUT&JIE HEM TepalleBTUUeCKUN areHT npelcraBJifgeT cobon
MHIUOUTOP BRD B onpeneJyieHHEIX BapMaHTax OCylleCTBJIEHUA
OOTIOJIHUT eJIb HEM TepalleBTUUeCKUN areHT npencraBiisgeT cobon
nHTuouTop PI3Kgamma. B omnpenesyieHHHX BapMaHTax OCYIeCTBJIEHUA
TOIIOJIHUTeJIb HEM TepalleBTUYeCKUN areHT npencraBiigeT cobon

uHruoéuTop Axl/Mer.

[00232] HOTIOJIHU T €JIL HEle IPMMEDEL IIPOTUBOPAKOBEIX aTr'eHTOB
BKJIOUAKT Te, KOTOpHE OJOKMPYRT MUTPaALUID WMMMYyHHEX KJETOK, TaKue
KaK aHTal'OHMCTH XeMOKMHOBEIX pelelTopok, BrJwuass CCRZ2 m CCR4, wu
Te, KOTOpPHE YyCUMJIMBAKRT MMMYHHYID CUCTeMY, TakMe KaK albloBaHTH WU
alOIITVBHEE I[IepPeHOCH T-KJIETOK.

[00233] OmmH wmam OoJee IOOIOJHUTEJILHEX MOIOYJIATOPOB WMMYyHHOMN
KOHTPOJILHOM TOUKM MOXHO MCIOJBE30BaTE B KOMOMHAUMM C aHTUTEJIOM
npotme LAG-3 (Hanpumep, LAG-3 UyeJiIOBeKa), PaCKPHTEM B ITaHHOM
OOKYMEHTE, OJIsS  JiedeHMsa JoOHxX  3abojleBaHUM, PaCCTPOMCTB WA
COCTOSHUM, OINMCAHHEHX B IaHHOM IOKYyMeHTe, Halpumep 3abojieBaHUM,
PAaCCTPOMCTB MM [HATOJIOTMUECKUX COCTOSHUM, CBA3aHHEIX C TAM.
TUNMUHEE MOIYJIATOPEL VIMMYHHOM KOHTPOJILHOMU TOUKMU BKJIIOUAIT

MOIOYJIATOPEL IIPOTUEB MOJIEKYJI Ml\/ll\/lyHHOﬁ KOHTpOJ’[bHOﬁ TOUKM, TaKMX Kak
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cb2z27, Cb28, CcDb40, CDl22, CD9e¢, CD73, CD47, CD96, CD137, 0X40,
GITR, CSF1R, JAK, PI3K genbTa, PI3K ramma, TAM, aprmHaszsa, CD137
(Takxkxe wMB3BecTHHM kak 4-1BB), ICOS, A2AR, B7-H3, B7-H4, BTLA,
cTL,a-4, LAG-3, TIM-3, TIGIT, VIsTA, PD-1, PD-L1 wm PD-L2. B
HEKOTOPHX BapMaHTax OCYMEeCTBJIeHMA MOJIeKyJla MMMyHHOM KOHTPOJILEHOM
TOUKM I[IPeICTaBJIgeT CcoBOOM MOJIeKYJly KOCTUMYyJIMpyKIe KOHTPOJILHOM
TOUKM, BHOpaHHYIO M3 CD27, CD28, CD40, ICOS, 0X40, GITR m CD137.
B HEeKOTOPHX BapMaHTax OCyHeCTRJIEHMU S MOJIEKYJIA VIMMYHHOM
KOHTPOJILHOM TOUKM TIIPencTaBjigeT CcoOOM KOMHITUOUPYKIYD MOJEKYIY
KOHTPOJILHOM TOUKM, BHOpaHHyl M3 A2AR, B7-H3, B7-H4, BTLA, CTLA-
4, IDO, KIR, PD-1, TIM-3 wm VISTA. B HeKOTOPHX BapMaHTax
OCYWeCTBJIEHUA aHTUTeJIO HpoTuB LAG-3 (HanpmuMmep, LAG-3 uyeJlOBeka),
PacKpETOEe B HOaHHOM IOKYMEHTe, MOXeT WMCIIOJIE30BaThHCSA B KOMOMHAaLNWU
C OODHMM WM 0OoJiee areHTaMM, BEOPAaHHEMM W3 MHIUOUTOpOoB KIR,
VHIUOUTOPOB TIGIT, MHITUOUTOPOB LAIRI, MHIUOUTOPORB CD160,

MHIUOUTOPOE 2B4 u mHruomTopoer TGEFR Oera.

[00234] B HEeKOTOPHIX BapmraHTax OCYIIECTRBJIEHUA  MOOYJIATOP
MOJIEKYJIEL MMMYHHOM KOHTPOJILHOM TOUKU IpencTaBJIgeT cobom
aHTaAaTOHMCTHUUECKOEe aHTUTEJIO [IPOTHUB PD1, aHTATOHMCTHUUECKOE

aHTUTeJio HOpoTuB PD-L1 WM aHTaTl'OHUCTHUUECKOEe aHTUTEJIO IIPOTUB
CTLA-4.

[00235] B  HEeKOTOPHX BapMaHTax OCYIIECTBJIEHUA  MOOYJIATOP
MOJIEKYJIEl MMMYHHOM KOHTPOJILHOM TOUKM IIPencTaBjigseT co0oM aTl'OHUCT
GITR, HamnpmuMep, al'OHUCTHUUECKOe aHTUTeJIO HNpoTuB GITR. B HEeKOTOPHX
BapMaHTax OCYIEeCTRBJIEHMA  aTOHUCTUUEeCKOoe anTuresio nportmur GITR
npencraBJygeT cobor TRX518 mium MK-4166.

[00236] B HEKOTOPHIX BapmMaHTax OCYIIECTBJIEHUA  MOIOYJIATOP
MOJIEKYJIEL MMMYHHOM KOHTPOJILHOV TOUKM IIPeOCTaBJigeT Cco0oM aTOHUCT
0X40, HaopuMep, aroHUCTUUeCKOe aHTUTeJIo OpoTuB OX40 wWMiIM CIAMTHMA
Besyiok 0OX40L. B HeKOTOPHX EBapMaHTax OCYWeCTBJIEHUA alOHUCTUUECKUM
aHTUTeJIO InpoTuB O0X40 npemcraBjseT codbor MEDIOL62. B HeKOTOPHIX
BapMaHTax OCYmMeCTBJIeHUI CIUTEM 0ejiok O0X40L mnpencrTaBjsgeT cobon
MEDI®6383.

[00237] OmnmMcaHHOEe B IOAHHOM HOOKYMeHTe aHTUTeJIO NpoTue LAG-3
(HanpuMep, LAG-3 UYeJloOBEeKa) MOXHO MCIIOJB30BaTh B COUeTaHUU C

OOHUM MJIM 0OoJiee areHTaMM OJd JIeUeHMHI TakKux BaGOHeBaHMﬁ, KaK pPak.
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B HeKOTOpPHX BapMaHTax OCYMeCcTBJIeHMA aTeHT IIpelcTaBjsgeT cobon
ANKUIIMPYIMUY — aTeHT, MHITUMOUTOP TIIPOTEeacOMbl, KOPTUKOCTEepOUI WM
VMMYyHOMOOYJIVPYIIMMM areHT. IIpyuMepH aJKUIMPYRIero al'eHTa BKRJUAalT
unrjgodpochammun (CY), wmesgdpanaH (MEL) m OeHOaMyCTMH. B HeKOTOPHX
BapMaHTax OCYIEeCTBJIeHUS MHIUOMTOP IIpOoTeacoMsl IpeIcTaBJiseT cobomn
KapduiazoMnd. B HEKOTOPHX BapMaHTax OCYIECTBJIEHUA KOPTUKOCTEpOUXD
npencrTaBjseT codoM IOekcamMeTasoH (DEX). B HeKOTOPHX BapraHTax
OCYIEeCTBJIEHUS VIMMY HOMO Iy JIMP Y IO areHT npencrTaBJgeT cobom
JeHanmmupoMmmn (LEN) wmiam nomMmMaampommn (POM) .

[00238] B omnpeneJyieHHEX BapMaHTax OCYIEeCTBJIEHUS aHTUTEJO
nporne LAG-3 (HanpmuMmep, LAG-3 ueJioBeka), pPacCKpHTOe B IaHHOM
IOKYMeHTe, BBOOAT CYyOLekTy B KoMOMHaLMM C BaKIMHOM. BaklMHa
MOXeT OHTL, HaIpMUMep, IIeNTHMOHOM BakumHoOM, IOHK-BakumHOM wMiIu PHK-
BaKIIMHOMN . B omnpeneJIeHHHX BapmaHTax OCYIECTBJIEHUS BaKLMHa
opencraBJgeT coboM MOIPOTMBOOIYXOJIEBYID BaKIMHY Ha OCHOBe 0OeJka
TeIJIOBOTO OKa WM [HAaTOTeHHYK BakKIUMHY Ha OCHOBe OeJiIka TeIlJIOBOTO
moKa. B KOHKPeTHOM BapMaHTe OCYIEeCTBJIIEHMS aHTUTEeJIO OpoTuB LAG-3
(HanpuMep, LAG-3 UYeJloOBEKa), PaACKPHTOEe B JaHHOM IOOKYMEHTe, BBOIAT
cyOBekTy B KOMOMHaALMM C TIPOTUMBOOIIYXOJIEBOM BaKIMHOM Ha OCHOBE
Bejika TeIJIOBOTO WOKa. beJyiku TellioBOTO Wmoka (HSP) npencraBigoT
cobom CeMeMCTBO BEICOKOKOHCEPBAaTUBHEIX OeJIKOB, BCTpEeUaKlnxC g
[IOBCEMECTHO CpelIM BCeX BUIOB. JX DBKCIpeccCUud MOXeT OBEThL CUJIBHO
MHIOYyLMPpOBaHa IO TIopa3no 0oJlee BHCOKMX VYPOBHeM B pesyJjbTaTe
TellJIOBOTO ImMOKa WM IpyIrux ©QOpM CTpecca, BRJOUAsS BO3IENCTBHUE
TOKCUHOB, OKUCIHIUTEJLHEM CTpecc WM IelpuBaluio TJIOKO3H. I[ISTb
ceMeMCcTB ObUIM KJIACCUPULMPOBAHE 10 MOJIEKYJISPHOM Macce: HSP-110, -
90, -70, -60 m -28. HSP gpmocTaBJIAKRT MMMYyHOTEeHHEE IIelNTUIE UYepes
IyThE IIEPEKPECTHOTO IPelCTaBJIEHMS B aHTUTEHIIPE3EeHTUPYIMUX KJIIETKaX
(APC), TaKMX Kak MakpodparM ¥ OeHIOPUTHHEE KJIEeTKU (DC), yTo
OPUBOOUT K aKTuBauum T-kKJeToK. HSP (QYyHKUMOHUMPYIT B KadueCTBe
HOCUTeJIeM—manepoHOB aCCOLMUPOBaHHBIX c OTIYXOJIBIO AHTUT €HHEX
NenTunoR, oBpa3yrmmx KOMILJIIEKCEI, CIIoCcOOHHE VHOYLUPOBATE
OIIyxoJiecCleludpruuecKuUl MMMyHUTEeT. IlocJie BHCBOOOXIEHUS M3 YyMYPAaMMUX
OITY XOJIEBBIX KJIETOK KOMILJIEKCEHI HSP—-aHTuUreH oTJIoManTC A
AHTUT eHIIPpEe3eHTUPRYIMMM KJIeTKaMM1 (APC), B KOTOPEIX AHTUIT €HH

npeBpamanTCca B IIENTMOBE, KOTOPHEe CBA3HBaklT MOJekyJH I'KI'C kijlacca I
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n wijacca II, UTO NPUBOOUT K aKTHBaALUUM IIPOTHUBOOIYXOJIeBHX CD8+ u
CD4+ T-kKJIETOK. VIMMyHMTET, BHS3BAHHEM KOMIJIekKcamm HSP, [IOJIyYeHHBEMM
n3 OIIYXOJIEBEIX npenapaTos, CreundpnuUuIeCcKuU HalpabBJieH IPOTUBR
YHUKAJIBHOTO AaHTUTEHHOTO IeNTHUIOHOTO pelepTyapa, SKCIPEeCcCCUpyeMoIo
pakoM KaxXxnooro cyOwekTa. I[losToOMy B OIHOM BapMaHTe OCYUleCTBJIEeHUA
OaHHOe n3obpeTeHMe OTHOCUTCH K (a) aHTUTEJTY n/Uim
bapMaleBTUUECKOM KOMIIO3MIUIUM I10 OaHHOMY M300peTeHMio M (b) BakluHE
OJIS TIPMMEHEHMSA B KauecTBe JIeKapCTBEHHOT'O CpencTBa, HalpuMmep, OJdgd
IpUMeHeHU I B criocobe JleueHusa paka. B OIOHOM BapMraHTe
OCYyMeCTBJIEHKSA OaHHOe u300peTeHMe OTHOCUTCA K dapMaleBTHUUECKOM
KoMIIoOBUlIMM, Habopy wuIM Habopy uYacTel, coIepxamemMy (a) aHTUTEeJIO
u/ M papMalleBTUUYECKYD KOMIOSUIMI II10 HaHHOMY HM300peTenmo u (b)
BakKIMHY. B OIOHOM BapMaHTe OCYIEeCTRJIEHMI BaKlUMVHa OpeldcTaBjgeT
coboM MNPOTUMBOOIYXOJIEBYID BaKIMHY Ha OCHOBe OeJika TeIlJIOBOTO IoKa.
B oIOHOM BapMaHTe OCVYIeCTBJeHMS BaklMHa IOpenOcTaBJgeT cobon
IPOTUBOIATOTEHHYK BaKIMHY Ha OCHOBe OeJIKka TellJIOBOTO IMOKa.

[00239] IlenTuOHBEDIM KOMILJIeKC O€eJIKOB TeIlJloBoro moka (HSPPC)
npencraBygeT cobol OeJIKOBHM MNelNTUIHHM KOMILJIeKC, COCTOAmMMA U3
OeJika  TeIJIOBOT'O IIOKaE, HEeKOBaJIeHTHO of0pasynlero KOMILJIEKC C
AHTUTEeHHEMM IenTupnamMm. HSPPC BHS3HBaT Kak BPOXIEeHHEE, TakK U
amalTMBHEE MMMyHHEE OTBETH. B KOHKPEeTHOM BapMaHTe OCYIleCTBJIeHUdI
AHTUTEeHHBM [IenTUn (Bl) [OPOSBJIAEeT AaHTHMTEeHHOCTL B OTHOMEHUM paka,
nomjiexamero JiedeHuwo. HSPPC »dodexkTMBHO 3axBaTeHBawTCca APC uepes
MeMOpaHHEHE pPelelTopH (IJjiaBHEM oOpaszoM CD91) wmam CBA3HBAKTCA C
Toll-nmOOOBHEMM  pelelTopaMun. MurepHammzaumga HSPPC nOpuBOIMT K
OYHKLIMOHAJEHOMY CO3pEeBaAHUD APC C IponyKuuemn XEeMOKMHOB u
IMTOKVMHOB, UTO IIPUBOIUT K aKTUBALMM eCTEeCTBEHHEIX KJIETOK—KUJIJIEPOB
(NK), w™oHoumToB M Thl m Th-2-omocpemoBaHHEX WMMMYyHHBEIX OTBETOB. B
onpeneJiIeHHEX BapMraHTax OCyWeCTBJIEHN A HSPPC, MCIIOJIE 3y eMELIE B
criocobax, PAaACKPHTHX B IJaHHOM IOOKYMEHTe, COomepXaT OIMH WiIn O0oJjee
BeJIKOB TeIlJIOBOTO IIOKa M3 CTPeCCOBHX OeJIKOB ceMelcTBa hspé60,
hsp70 mwin  hsp90, o0pas0BaHHEIX B KOMILJIEKCEe C AHTUT €HHEIMA
lenTumaMm. B olpeleJIeHHEX BapuaHTax ocyllecTrJieHrd HSPPC BrJouamwnT
hsc70, hsp70, hsp90, hspllO, grpl70, gp96, KaJLPETUKYJIMH WU
KOMOMHaAUUM OBYX WM DoJjiee U3 HUX.

[00240] B KOHKPETHOM BapMaHTe OCVyIeCTBJIEHUS [IeIITUIOHBI
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KOMILJIeKC OeJika TelioBoro moka (HSPPC) comepXxuT peKOMOMHaHTHEE
OeJIKM TeIlJIOBOTO IoKa (HanpuMep, hsp70 wmmm hsc70) WM  eTo
NeNTUICBA3HBAMMY  OOMEH, KOMILJIEKCUPOBAHHHM C peKoMOMHAaHTHHMNU
QHTUTEeHHEIMY IelTuIaMu. PeKOMOMHaHTHEHE OeJIKM TeIllJIOBOTO MoKa MOTYT
BEITH TIOJIYUEHBE C IIOMOIMBI TexXHOJIOTUM pekKoMOuHaHTHOM [HK, HanpuMmep,
C MCIOJIb30BaHMEM IIOCJEeIOBATEJILHOCTU dYeJioBeueckoro hsc70, kak
ommcaHo B Dworniczak and Mirault, Nucleic Acids Res. 15:5181-
5197 (1987) u HoMep mocTyla GenBank P11142 wu/miam Y00371, KaxOwll
M3 KOTOPHX BKJKOUEeH B IaHHOe OIIMCaHMe B KaueCTBe CCHBUIKM B IIOJIHOM
oBBeMe. B ompeneJle HHHX BapMaHTax OCYIEeCTBJIEHN A
nmocjienoBaTeJibHOCTM Hsp70 gBIATCA TaKMMM, Kak onrMcaHo B Hunt and
Morimoto Proc. Natl. Acad. Sci. U.S.A. 82 (19), ©455-6459 (1985)
U HOMep m»ocTyla GenBank PODMVS8 um/miam M11717, KaxXOeli M3 KOTOPHX
BKJIOUEH B JaHHOE OIMCaHMe B KaueCTBEe CCBJIKM B TIIOJJHOM OOBeEMEe.
AHTUT eHHEE MIeITUOH Takxe MOTYT OHTH [IOJIyYeHH MeTOoaMM
pekoMOMHaHTHOM IHK, M3BeCTHHEMM B IaHHOM 06JJaCTM TexXHUKU.

[00241] B omnpelelleHHBX BapMaHTaX OCYIEeCTRBJIEHVUS aHTUI'eHHHE
IIENTUOE COOEepXaT MOOMOUMUMPOBAHHYK aMMHOKMCJIOTY. B oOlIpelelIeHHHX
BapMaHTax OCYIeCTBJIeHMI MOIMOUUIMPOBaAHHASA aMUHOKUCIIOTa COINEPXUT
[IOCTTPAaHCJALUMOHHYIO MOIMOUKALINI . B OoIpeleJIe HHEIX BapMaHTax
OCYIIECTBJIEHUA MOOUOUUUPOBaAHHAA  aMMHOKMCIIOTa COLEPXUT  MUMETUK
IIOCTTPAHCIHALMOHHON MOIUOUKALINN . B OIpeleJIe HHEIX BapraHTax
OCYMEeCTRBJIEHUS MOIUOULMPOBaAHHAS aMMHOKMCIJIOTAa IIpencTaBJigeT cobon
Tyr, Ser, Thr, Arg, Lys wmam His, xoTopre ObUIM GOCHOPUIIMPOBAHH IIO
BOKOBOM LenM IMIPOKCUIIA WJIM aMMHa. B olIpeleJIeHHBX BapMaHTax
OCYMeCTBJIEHUS MOIUGULMPOBaHHAS aMMHOKMCJIOTa IIpendcTaBJisgeT cobon
MUMETUK aMUHOKMCJIOTH Tyr, Ser, Thr, Arg, Lys wmiu His, KoTope
Opuin QochopUIIMpPOBaHE IO OOKOBOM LelM I'MIPOKCUIIa WM aMMHa .

[00242] B KOHKPETHOM BapMaHTe OCYWeCTBJIEHUS aHTUTEJIO [IPOTUB
LAG-3 (Hanpmumep, LAG-3 ueJjiOBeka) , PAaCKPHTOe B IaHHOM OIMCAaHWUMU,
BBOOAT CyOBEeKTy B KoMOMHALIMM C IIENTUMIOHBEIM KOMILJIEKCOM OeJiKka
TellJIOBOTO IIOKa (HSPPC), Hanpumep, INeNTUIOHBEIM KOMILJIEKCOM OeJIka
TEeIlJIOBOT'O moka—96 (HSPPC-96) , OJis JIeueHn A paka. HSPPC-96
comepxmuT OeJIoOK TellJloBOoTO moka (Hsp) 96 kIa, dgp96, obpasyomun
KOMILJIEKC C AHTUT €HHEIMU InenTugaMm. HSPPC-96 aBJjideTcd

MMMYHOTepanuen paka, M3TOTOBJIEHHOM M3 OIYXOoJM CcyOnekKTa, u
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COOEPXUT AaHTUTEeHHHM «OUHTEPIPMHT» Ppaka. B HEKOTOPHX BapuaHTax
OCYIIECTBJIEHNA D3TOT QUHTEPIPUMHT COIEPXUT YHMKAJIbHEIE AaHTUIEHH,
KOTOPHE I[IPUCYTCTBYIRT TOJIEKO B CIHeUMPUUECKUX PaKOBEX KJIIETKax
OaHHOT'O KOHKPEeTHOI'O CyOBeKTa, U MHBEKUMSA BaKLUMHE IIpelHa3HayueHa
O0JIS  CTUMYJIMPOBAHMSA  MMMYyHHOM  CHCTeMH CyObekTa paclo3HaeT U
arTakyeT JioObBle KJIETKM C OIlpeleJIeHHEIM PaKOBHEHM (QUHIEPIIPUHTOM.
CJlemoBaTeJIbHO, B OIOHOM BapMaHTe OCYIeCTBJIeHMS IaHHOe Mu300peTeHue
OTHOCUTCHA K aHTUTeJy U/uinm  dapMalleBTUUECKOM  KOMIOSULMM IO
OaHHOMY M300peTeHMI B COUeTaHMM C IeNTHOHBEM KOMILJIEKCOM ©OeJika
TerJioBOoro moka (HSPPC) 1mnysa OpuMeHeHMS B KadeCTBe JIeKapCTBEHHOTO
cpeICTBa U/MIM OJA IPpMMeHeHUd B clIocobe JieueHUd paka.

[00243] B ompeleJIeHHEIX BapraHTax OCVyIeCTBJIEHUS HSPPC,
HanopuMep, HSPPC-96, noJydamnT M3 OIyX0oJeBOM TKaHM cCcydbekTa. B
KOHKPEeTHOM BapMaHTe ocymecTrJieHus HSPPC (HanmpuMep, HSPPC-96)
moJiyyamT M3 OIyXOJM THIla paka WIM eT'0 MeTacTa3MpOoBaHMuAg,
[IoOBepIraeMoITo JIEUeHVO . B IpYyT'OM KOHKPETHOM BapMaHTe
ocymecTBJeHnd HSPPC (Hamnpumep, HSPPC-96) 4dBisgeTcsa ayTOJOIMUHEM
nJis cybBeKTa, KOTOPOTO Jeuart. B OIIpelleJIEeHHEIX BapMaHTax
OCYMEeCTBJIEHMSA OIyxoJleBas TKaHb IMIpelcTaBJIgeT CcoOOM HEeKPOTUUECKYIO
OIIYXOJIEBYK TKaHbL. B oOlpelellIeHHHX BapMaHTax OCYIeCTBJIEHUS IIO
MeHbIIeY Mepe 1 TpamMMm (HalopuMep, II0 MeHblle Mepe 1, II0 MeHbIeM
Mepe 2, IO MeHbIeV Mepe 3, IO MeHbmel Mepe 4, IO MeHbmel Mepe 5,
10 MeHbIleM Mepe 6, II0 MeHblleM Mepe 7, IO MeHblled Mepe 8, IO
MeHbIIe Mepe 9 MM IO MeHbmer Mepe 10 I'paMM) TKaHM HEeKPOTUUEeCKOM
OTIYXOJIU VCIIOJIb 3YIOT oJs IOJIYYEeHU S CXEMEI BaKLUMHALNNA . B
ompeleJle HHEIX BapMaHTax OCYIECTBJIEHUA rmocje XUPYPTUUECKOM
pe3eKlUrM TKaHb, OTJMUHYID OT HEeKPOTHMUEeCKOM OIyXoJM, 3aMopaxXuBalioT
Iepen MCIOJIE30BaHMEM B IIpelapaTe BaKIMHE. B HEeKOTOPHX BapMaHTax
ocymecTBJIeHusa HSPPC, Hanpumep, HSPPC-96, BHOEJAT M3 OIYyXOJIeBOM
TKaHM MeTOoIoaMM OUMCTKM, OMILTPYT M TOTOBAT IJS MWHBLEKIMOHHON
BaKLMWHE. B ONpenejIeHHHX BapMaHTaxX OCYIECTBJIeHMA CyOBEeKTy BBOOAT
6-12 0o3 HSPPC, HaIpHUMep, HSPCC-96. B TaKUX BapMaHTax
ocymecTBJIeHMS 103k HSPPC, HalpuMmep, HSPPC-96, MOXHO BBOIMUTHL
eXeHeNeJIbHO MIJIA IepBHX 4 mo3, a 3aTeM pas B IOBe HeleJlu mJjsa 2-8
OOIIOJIHUTEJIbHEIX HOO3.

[00244] [HOonosiHUTeJIbHEIe HOpuMeptel HSPPC, KOTOpHEe MOT'YT OHTBH
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VICIIOJIE30BAHEL B COOTBETCTBUM CO crnocofbamMy, OINMCAHHEIMM B IaHHOM
OOKYMEHTE, PaCKPHTH B CJIEOYKIMX IIaTeHTax M IIaTeHTHHX 3asdBKax,
BCEe M3 KOTOPHX BKJIKUEHH B IJaHHOE OIMCaHME IIOCPEeICTBOM CCHJIKM B
[IOJIHOM OOBbeMe: mnaTeHTH CIA N 6391306, 6383492, 6403095, 6410026,
6436404, 6447780, 6447781 m 6610659, BCce M3 KOTOPHX BKJIOUEHH B
ODAaHHBEM OOKYMEHT IIOCPedCTBOM CCHUJIKM B IIOJIHOM OoOBeMe.

[00245] B omnpeneJyieHHEX BapMaHTax OCYIIECTBJIEHUS aHTUTEJIO
npotmMB LAG-3, pacKpeTOe B IaHHOM OIMCaHMM, BBOOAT CyOBEKTY B
KOMOMHAaLUN c AOBIOBAHTOM. PaszanuHLe Ao BoBaHTH MOTYT OHTEL
VICIIOJIbL 30BAHE B 3aBUCHMOCTH oT KOHTEeKCTa JIeUueHUs .
HeorpaHnumBawmMe OIPMMEPH IOOXOOANMX aIblBAHTOR BKJKUYAKT, HO He
OTpaHMuUMBalTCAa UMM, IIOJIHEM aObioBaHT OdpelHIa (CFA), HEeIIOJIHEIM
aoeoBaHT dperHIa (IFA), MOHTAaHUL ISA (HeIoJIHEM Ao BoOBAHT
CenTuka), aOboOBaHTHYID cHcTeMy Putu (RAS), Titer Max, MypaMUJIbHBEE
IIelITUOE, cocCcTasn Syntex—aObwoBaHTa (SAF), KBAaCIIEL (TMIOpPOKCUL
aJioMMHMS u/uiau  dochaT aJIOMUHULA), AaOBOBAHTE C COJIBID aJIOMUHMKA,
aoBoBaHTE Gerbu®, aHTUIEeH, abcopbupoBaHHLM HUTPOILEJIJIIJIO 301,
VMHKAIICYJIMPOBAHHEM WMJIM BaxXBaueHHHMW aHTuUTreH, 3 De-0—aluJIMpOBaHHEMN
MOHODOCHOPUITIIUIIN A (3 D-MPL) VIMMYHO CTUMY JIMP YK e
OJIMTOHYKJIEOTUOE, JIMTaHOE TOJIJI-TIOODODOHOTO pelenTopa (TLR), JIMIaHOEH
MaHHaH—-CBA3ERBAKIETO JIeKTHUHAa (MBL) , aTOHMUCTEL STING,
VMMYHOCTUMYJIMPYOIME KOMIIJIEKCHE, TakKMe KaK CcaloHMHE, Quil A, QS-
21, Qs-17, ISCOMATRIX wmu pmpyrue. IpyTMe  ambBoBaAHTH — BKJIOUAKT
OJIMTOHYKJIeOTUOE CpG M MOJEeKYJH »OBRYyXlLernoueuHod PHK, Takmue Kak
noau (A) m nojaum (U). Takxe MOIYT OBTb MCIOJIL30BaHH KOMOMHALIM
BHIIEYKA3aHHEX alblBaHTOB. CM., HalpuMep, HaTeHTH CIA N 6645495;
7029678 wm 7858589, BCce M3 KOTOPHX BKJIOUEHH B OaHHHM OOKYMEHT
[IOCpPenCcTBOM CCBUIKMU B [TOJIHOM oBBeMe. B OIOHOM BapraHTe
OCYIEeCTBJIEHUA aOBIOBAaHT, VICIIOJIb 3Y MBI B IOaHHOM OOKYMEHTe,
npencTaBJysgeT codboum QS-21 STIMULON.

[00246] B omnpenelyiIeHHEX BapMaHTax OCYIEeCTBJIEHUSI aHTUTEJO
npoTe LAG-3, pacKpHTOE B JaHHOM OIMCaHWM, BBOOAT CyOBEKTY B
KOMOMHALUKM C OOIOJIHUTEJIBHEM TepalleBTUUYECKMM aleHTOM, BKJIOUAaKIUM
TCR. B onpeneJiIeHHEIX BapMaHTax OoCyIeCTBJIEHU A OOIIOJIHUT &JIb HEIM
TepalleBTUUECKUM aTleHT OpelcTaBjsgeT cobol pacTBopuMell TCR. B

OoIlpeneJIeHHEX BaplaHTax OCYyIeCTBIIEHMA OOIIOJIHU T &JIb HEIM
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TepaleBTUUECKUM aTreHT OpedcTaBJgeT cobo¥ KJIEeTKy, BKCIPpeCCUPYIYI
TCR. CilemoBaTeJIbHO, B OOHOM BapuaHTe OCYIeCTRJIEHMA  IaHHOe
n3obpeTeHue OTHOCUTCH K AHTUTEIY n/nam bapMalleBTHUUECKOMN
KOMIIOBULUKM IIO0 IOaHHOMY WM300pPEeTEeHMI B COUeTaHUMM C OOIIOJIHUTEJILHEM
TepalleBTUYEeCKMM al'eéHTOM, priouanmyMm  TCR, 0JId  IIpUMEeHeHus B
KaueCTBe JIEKapCTBEHHOTO CpenOcTBa u/UIM OJd [IpUMeHeHMS B clocobe
JedueHUsa paka.

[00247] B omnpeneJyieHHEX BapMaHTax OCYIEeCTBJIEHUS aHTUTEJIO
npoTue LAG-3, pacKpHTOe B IaHHOM IOOKYMEHTe, BBOIOAT CYyOBEKTY B
KOMOMHAaUUM e KJIeTKOM, SKCIOpecCUpylme  XMMEPHHM  aHTUTEHHHM
peuenTtop (CAR). B oIOpeleJIeHHHX BapMaHTax OCYMeCTBJIEHUS KJeTKa
opencraBygeT cobol T-KJIeTKY.

[00248] B omnpenelyiIeHHEX BapMaHTax OCYUEeCTBJIEHUSI aHTUTEJO
npoTe LAG-3, pacKpHTOEe B JIaHHOM JIOKYMEHTe, BBOIAT CYyOBEKTY B
KOMOUHaLUM c aHTHUTEJIOM, MMV TUPYIOIMM TCR. B OIIpeneJIeHHEX
BapMaHTax OCYImMEeCTBJIEHUA aHTUTeJIO, uMuTHupyomee TCR, npencrTaBJISeT
coboM aHTUTeJIO, KOoTopoe cHeuudruuecKM CBA3HBaAETCAI C KOMIIJIEKCOM
nentun—I'KI'C. HeoTrpaHMUMBAaKIMe IIPMMEepPH MMHUTHUPpyoIMx TCR a”HTHUTes
CM., HalpuMep, B naTeHTe CIA N 9074000 m B nyobmaumraumax CIA N US
2009/0304679 A1l m US 2014/0134191 Al, BCe M3 KOTOPHX BKJIOUEHH B
OaHHOE OIMCaHMte IIOCPEeOCTBOM CCBUIKM B IIOJIHOM OOBeMe.

[00249] A”THUTesO HOpOoTUE LAG-3 (Hanpumep, LAG-3 UeJloBekKa) U
IOIIOJIHUT €JIb HEI TepaleBTUUeCKUM areHT (HanpuMep,
XVMUOTEPAalleBTUUECKUM, paIuoTepaleBTUUECKHUM, al'eHT, HalleJIEHHB Ha
KOHTPOJIbHEIE TOUKM, MHIUOMTOp IDO, BaKUMHY, aldblOBaAHT, PAaCTBOPUMEIM
TCR, KJIETKY, BSKCIPeCCUPYIIILYIO TCR, KJIETKY, BKCIPEeCCUPYIILYIO
XUMEPHEI AaHTUTEeHHH pelenTop W/MIXM aHTUTeJIO, UMUTHUpyiomee TCR),
MOXeT BBOOUTBLCH OTIEJBHO, I[IOCJeIOBaTeJIbHO WM OIJHOBPEMEHHO B
BUIE OTIeJIbHHBX JIeKapCTBEHHHX dbopm. B OIIHOM BapraHTe
OCYIMECTRBJIEHUA aHTUTeJIO OpoTuB LAG-3 (Hampumep, LAG-3 UeJjiloBekKa)
BBOIOAT IapeHTepallbHO, a MHTHuOUTop IDO BBOOAT MNepOopallbHO.

[00250] OnmcaHHOEe B IaHHOM OOKYyMeHTe aHTUTEeJIO WMIIn
bapmMaleBTHMUeCKaS  KOMIO3MIMSA MOTYT  OHTH OOCTABJIEHE CyOBEKTY
pPasJMuHEIMM OyTaMu. OHM  BKJKOUYAKT, HO He OI'PaHUMUMBAKRTCHd MMMK,
IapeHTepallbHEM, MHTpaHa3aJIbHBEM, BHYTPUTPaxeaJlbHBEM, [IepopaJibHBI,

BHY TPUKOXHEIM, MeCTHHIM, BHY TPUMBIIEUHLI , BHY TPUOPIOMMHHEI,
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TpaHCIOepPMaJlbH B, BHYTPUBEHHEI, BHYTPUOIIYXOJIEBEHI,
KOHBIOHKTVBAJILHEY, BHYTPMAPTEPMAJILHEY M IIOOKOXHE IIYTM. JeTouHOe
BBeIeHMe TakKXe MOXHO IIPMMEeHATL, HalpuMep, C MCIOJIb30BaHMeM

VMHT'aJIATOpa WJIM paclleginTeJId W KOMIIO3VMINMNM C alpPpO30JIbHEIM al'€HTOM

IOJIA IIPVMIMEHEHN A B KaduecCTBe Cliped. B OoIipeneJIeHHEIX BapMaHTax
OCYmeCTBJIEHNA aHTMTeJIO I @apMaueBTquCKyzo KOMIIO3MIINMA,
OIIMCaHHEIe B IJaHHOM OTJOKYMeHTe, JOCTAaBJIAIT IIOOKOXHO MJIN

BHYTPMBEHHO. B omnpeleJIeHHEX BapMaHTax OCYIeCTBJIeHUS aHTUTEeJIO WK
bapMalleBTUUECKYD  KOMIIO3ULMA, ONMCaHHbe B OaHHOM  OOKYyMEHTe,
OOCTAaBJIAKRT BHYTPUOIIYXOJIEBO. B ompeneJle HHEIX BapMaHTax
OCYIIECTBJIEHUSA AHTUTEJIO MJIN bapMalleBTUUECKY KOMIIO3MLMS,
ONIMCaHHHE B JaHHOM HIOOKYMEHTe, OOCTaBJIAKT BHYTpMapTepMallbHO. B
ompeneJIeHHEIX BapMaHTax OCYIIECTBJIEHU A AHTUTEJIO MM
bapMalleBTUUECKYK  KOMIIO3ULMA, ONMCaHHEEe B OaHHOM  OOKYyMEeHTe,
OOCTaBJIART B JIMMba THUUe CcKIUM y3e, IPEeHUP YoM Oy XOJIb . B
ompeneJIeHHEIX BapMaHTax OCYIIEeCTBJIEHN A AHTUTEJIO WM
bapMalleBTUUECKYK  KOMIIO3ULMA, ONMCaHHEEe B OaHHOM  OOKYyMEeHTe,
OOCTAaBJIAKRT MHTpaHa3aJIbHO.

[00251] KogmuecTBO aHTUTEJAa WIM KOMIIO3ULMUKM, KOTOpoe OyIeT
SOOeKTUBHEIM TPV JieUeHUM U/MiIM OpoduIakKTUKEe COCTOSHUA, oymeT
3aBUCETH oT HOpuponb  3abojieBaHMA U MOXET OHTH onpenejyieHo
CTaHIOAPTHEMM KJIMHUUECKVMY MeTOIaMM.

[00252] TouHas pmosza IOJiA NIPMMEHEeHMS B KOMIIO3ULMM Takxke OymoeT
3aBMUCEeTL OT IIYTM BBeIeHUS ¥ Cepbe3HOCTM BHBBBAeMOM €0 MHOeKLIUU
niamn 3aboJieBaHUAa, U ee CJenyeT BHOMPpaThk B COOTBETCTBUM C MHEHUEM
IpaKTUKYRIeT o Bpaua u oBcTOoATEeJIECTBAMA KaXmgoIro cyObBeKTa.
Hampumep, »00eKTMBHEE IO3H TakXe MOTYT BapbMPOBATE B 3aBUCUMOCTU
oT criocoba BBEeOeHMd, 1IeJIeBOT O yyacTKa, OUBUOTIOTUUECKOTO
COCTOSHMA IallMeHTa (BKJKYas BO3pacT, MacCy TeJla M COCTOSHUE
300POBBA), OT TOTO, SHABJAETCH JM IallMeHT UYeJIOBEKOM WM XMBOTHHM,
IPYTMX BBOIOVMMEIX JIEKAPCTB WJIM OT TOT'O, HABJISAETCS JM JIeUeHNe
NpOOMIIaKTUUYECKMM WM TepaneBTUUeCcKMM. OOBUYHO IIallMEHTOM SBJISETCSH
UeJIOBEK, HO MIEKOoIMTaKrmMe, He ABJAKIMECS UeJIOBEKOM, BKJIIUad
TPAaHCI'€HHEIX MJIEKONIMTAKIKMX, TaKXe MOT'YT IIOOBEPTraThbCd JIEeUeHMD.
HO3HE JleueHMAd ONTHMAJIbHO NOOOMpAalTCAa IJA ONTUMMM3aLMKM ©0e30MIaCHOCTHU

n 20OeKTUBHOCTH.
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[00253] OmnmcaHHOe B MOaHHOM JIOKYMEHTEe aHTUTEeJIO OpoTuB LAG-3
(HanpuMep, LAG-3 ueJjioBeKa) TakKXe MOXHO MCIOJNBE30BaTh IJIA aHaju3a
ypoBHen 6Oesnka LAG-3 (Hamnpumep, LAG-3 dyejloBekKa) B OMOJOTMUECKOM

O@paBLLe C MCIIOJIE3OBaHMEM KJIaCCHMUYECKUMX VIMMYHOTVCTOJIOTMYECKIMX

MeTOOOB, M3BECTHHX cregmMagmucTaM B OaHHOM obJjacTu TEeXHUKU,
BKJIOUA L MMMYyHOAaHAaJIM3H, Takue Kak VIMMYHO Qe pMeHTHEHM aHaJns3
(ELISA), MMMYHOIpelUUunmMTanumg nJin BECTEPH—OJIOTTUHT . IToogxonmdmme

MEeTKM IJIS aHajluM3a aHTUTeJI M3BEeCTHH B HOaHHOW o00JacTV TexXHUKU U
BRJIOYAT bepMeHTHEE MEeTKU, Takue Kak TJIIOKO300KCHOa3a ;
PAaIMOMBOTOIIR, TakMe Kak mom (1251, 121T), yroagepoxn (14C), cepy (3°S),
TpouTur  (3H), wmHOomm @ (121In) wu  TexHeum#m  (°°Tc); JIOMMHECLIEHTHEHE
MeTKM, TaKue KakK JIOMMHOJ ¥ QIIyOpeCLeHTHEe MeTKM, TaKMe Kak
bpayopecueMH ¥ pPoOOaMMH, " OMOTHUH . TaxkrMe MeTKM MOIYT OHTH
MCIIOJIE30BAaHE IJIsI MEeTKM aHTHUTeJla, OIMCAHHOI'O B IaHHOM INOKYMEHTE.
AJIbTEPHATUBHO, BTOPOe aHTUTEJIO, KOTOpoe pacllo3HaeT aHTUTEJIO
nporne LAG-3 (HanpmuMep, LAG-3 ueJjioBeka), OIMCaHHOe B IaHHOM
OOKYMEHTe, MOXeT OHTbH I[IOMeUeHO WM MCIOJIE30BaHO B KOMOMHaUUM C
AHTUTeJIOM HNpOoTHME LAG-3 (HanpuMmep, LAG—3 UeJioBeKa) aHTUTEJIOM IJid
oOHapyXeHUsa ypoBHA Oejika LAG-3 (HanpuMmep, LAG—-3 ueJiOBeKa) .
[lToesToMy B OOHOM BapuaHTe OCYyWeCTBJEHMA OaHHOe M300peTeHUe
OTHOCUTCA K IIPMMEHEHMI aHTUTeJa [0 HaHHOMYy M300peTeHM IJiA
oBHapyxeuma in vitro ©Geaka LAG-3 (HanpuMmep, Benxka LAG-3
UeJIOBeka) B OMoJOoTMYeCKOM ofpa3le. B IOONOJIHUTEJIEHOM BapMaHTe
OCYWeCTBJIEHMA IaHHOe M300peTeHMe OTHOCUTCS K IIPMMEHEeHMI aHTUTela
IIpOTUB LAG-3—-aHTUTEIa 10 N300peTeHUn njida aHaJm3a n/Uim
oOHapyXeHUsI YpoBHeM Oejka LAG-3 (Hanpumep, LAG-3 ueJlOBeKa) B
BroJiorMueckoM ofpazile In Vvitro, HeofA3aTesJIbHO, KOT'Ia aHTUTEJO
npoTuB LAG-3 KOHBOITMPOBAHO C PaIMOHYKIMAOM WIM »OeTeKTUpYyeMOu
METKOM, W/UJIM HEeCeT MEeTKYy, OIMCAaHHY B HOaHHOM MHOOKyMeHTe, W/UIu
TIIe MCHOJNBb3YEeTCS UMMYyHOTUCTOJIOTHMUECKUM MeTOoI.

[00254] IlpennoJjaraeTcsd, 4YTO aHaJllM3 YPOBHHA DBKCIOpeccum OeJkKa
LAG-3 (HanpuMep, LAG-3 deJjiOBeKa) BKRJIOUAET KaueCTBEHHOEe WU
KOJIMYUEeCTBEHHOE n3MepeHue W OLIEHKY YPOBHHA OeJika LAG-3
(HanpuMmep, LAG-3 JeJioBeka) B [IEPBOM OMOJIOTUYECKOM JInBOo
HeIlIOCPEeOCTBEHHO (HanmpuMep, nIyTeM onpenejyieHn A W OLLEHKMU

abCoOJIIOTHOTO YypoOBHA Oejka), JUOO OTHOCUTEJIEHO (HalpuMep, IIyTeM
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CpaBHeHUSS C YpOoBHeM O0OeJlKka, acCCOLMMPOBAaHHEM C 3aboJjleBaHUeM, BO
BTOPOM OMOJIOTMUECKOM ofbpas3le). YPOBeHb DHDKCIPEeCCHUM IOJMUIIENTHUIA
LAG-3 (HanpuMmep, LAG-3 ueJiOBeKa) B I[IepBOM OMOJOIMUYECKOM o0pasle
MOXHO M3MEPUTL WMJIM OLEHUT:L M CPaBHUTL CO CTaHIApPTHEM YPOBHEM
Besnka LAG-3 (HanpuMep, LAG-3 uejioBeka), IIpMUeM CcTaHIapT OepeTcd
M3 BTOPOTO OMOJOTMUEeCKOT'O ofpaszla, IIOJYYEeHHOTO OT MHIMBUILYYMA,
He UMeKnmero pacCTpOMCTRBa, WIM OlpelesiseMHl OyTeM YyCpeOHeHUS
YPOBHEV M3 MONyJAUMM JMl, He JMeKlMxX paccTpoMcTBa. Kak ©Oymer
IIOHATHO B HOaHHOM o00JlacTU TexXHUKM, KOTJa M3BeCTeH CTaHOapTHHM
YPOBEeHE Hnojmnentuna LAG-3 (HanpuMmep, LAG-3 deJloBeKa), eI'0 MOXHO
MHOT'OKPaTHO MCIOJIE30BaTE B KauecTBe CTaHIapTa MOJs CpaBHEHUA.
CllenoBaTeJIbHO, B ClenyriaeM BapMraHTe OCyWleCTRBJIEHUS OaHHOe
usobpeTeHrMe OTHOCUTCAS K CHocody 1in vitro miad aHaluM3a u/Win
oOHapyXeHMs YpOBHeM Oejyka LAG-3», HalpuMep YypoBHeM Oejka LAG-3
JeJioBeka, B OMOJOIMUYeCKOM of0pasle, BKJIOUAKIEM KadeCTBEHHOE WU
KOJIMYeCTBEHHOE n3MepeHue NI OLlEHKY  YPOBHHA DeJika LAG-3,
HallpuUMep, DeJika LAG-3 JeJioBekKa, B OMOJIOTUYECKOM oBpasle
VMMYyHOTHUCTOJIOTUUECKUM MeTONOM.

[00255] VICTIOJIb 3y eMEIN B OaHHOM OOKYMEHTE TEepPMUH
BuoJIoTMUYeCKUM obpas3ell OTHOCUTCA K JioboMy OMoJIoTMUeCKOoMy oO0pasly,
IIOJIYUEeHHOMY OT CyOBeKTa, KJIeTOUHOM JIMHUM, TKaHU WIM »OPpyToTo

MCTOUHMKA KJIETOK, I[IOTEHIMaJIbHO DKCcIpeccupyiommx LAG-3 (HampuMmep,

LAG-3 yeJIOBekKa) . Crioco6u [IOJIyUYeHMs OMoncum TKaHeM u
OUMOJIOTMUECKUX  XUIOIKOCTEM  XMBOTHEX (HanpuMmep, Joment) XOPOMOo
M3BECTHE B  OaHHOM  o0O0JlacTM  TeXHUKMU. EroJjioruueckue  oOpasLbl

BKJIOUAIT MOHOHYKJI€ApPHEE KJIETKU HepudpeprueCKON KPOBU.

[00256] OmnmMcaHHOe B @OaHHOM IOKYMEHTe aHTUTeJIO OpoTuB LAG-3
(HanipuMmep, LAG-3 JeJioBeka) MOXeT OLITE VCIIOJIL30BAaHO o4
IPOTHOCTUUECKNX, IMAaTHOCTUUECKUX, MOHUTOPUHTOBHX U CKPUMHMHITOBHX
IpUMMEeHeHnY, B TOM UMKCJe IJId [OpuMMeHeHWM 1in Vvitro m 1In Vivo,
XOpPOMO M3BECTHHEX M CTaHOApTHHX OJA ClHellMallMcTa B IaHHOM obJacTu
TEXHUKH, u OCHOBA@HHHX Ha OINCaHUM OAaHHOTO n300peTeHnd.
[IporHOCTUUECKME, OUATHOCTUUECKME, MOHMTOPMHIOBHE U CKPUHMHIOBHE
aHaJIM3E ¥ HaBOpH OJIS OLEeHKM in Vitro M OlleHKM COCTOSHMUSA MMMYyHHOM
CUCTEeMB UM/UJIM  VMMYHHOTO OoTBeTa  MOTYT VCIIOJIb30BaTLCHA 014

IIPOTHO3MPOBaHMA, IMAT'HOCTUMKM W MOHMTOPMHI'a IJIA OLEHKIN o6pa3u05
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naluMeHToOB, BKJOUAag Te, O KOTOPHX M3BECTHO, UYTO OHM WMEKT WU
MMeT IIONO3peHre Ha HaluuMe IUCOYHKIUM UMMYHHOM CUCTEeMH WM B
OTHOWMEHUM OXMOAEMOTO WM XeJjlaeMOoT'0 OTBeTa MMMYyHHOW CUCTEMH,
OTBeTa Ha AaHTUTeH WJIM OTBeTa Ha BakKUuHy. OleHKa U olIpenejieHUe
COCTOAHMSA MMMYHHOM CUCTEMH W/UJIY MMMYyHHOTO OTBEeTa TakKXe IOoJIe3Ha
0JIS OIpeleJieHUsa IMIPUTOIHOCTM I[alYeHTa OJS KIMHUUECKOT'O MCIBETaHUS
JIEKapCTBEHHOTO cpeIncTBa NJIIN OJ1s BBeIEeHUSI KOHKPETHOTO
XUMUOTEPAIIEeBTUUECKOTO aleHTa, pPaguoTepalleBTUUeCKOTO aTleHTa WK
aHTHTeJa, BKJOUAs KOMOMHAIIMM €T0, B OTJIMUME OT IPpYyToTro areHTa
WM  aHTUTeJa. OTOT TUIl IIPOTHOCTHMUECKOTO U IMATHOCTUUECKOTO
MOHMTOPMHTA M OIEeHKM VYXe Ha [IPpaKTMKe MCIOoJb3yeT aHTUTeJla IIPOTHB
Beska HER2 mnOpu pake MOJIOUHOM xeJie3n (HercepTest™, Dako), rTOoe
aHaJM3 TakKxe WUCIOJL3yeTCcHd IJg OleHKM TIalMeHTOB Ha Tepaluio
aHTHUTEeJlaMM C MCHOJb30BaHveM TepuenTtuHa®. IlpuMeHeHMda In  VIiVo
BKJIOUAIT HalpaBJIeHHYID KJIETOUHYK Tepaluin ¥V MOOYJALVID WMMYHHOM’
CHUCTEeME, a TakxXe paIVOUBU3YyaIM3allMio WMMYHHEX OTBEeTOB. TakuM
oBpas3oM, B OIHOM BapMaHTe OCYHMEeCTBJIeHUS IaHHoe u300peTeHUe
OTHOCUTCH K  aHTUTeJly HOpoTuB LAG-3 wu/mam  dbapMalleBTHUUeCKON
KOMIIO3ULIMKM IIO HaHHOMY M300peTeHMI MOJIS I[IPUMEeHeHMd B KauecTBe

OIMaTHOCTUUECKOTO CpelCcTBa. B OIDHOM BapMaHTe OCYUWEeCTBJIEHMA OaHHOe

n300peTeHNre OTHOCUTCHA K AHTUTEJY IIPpOTHUB LAG-3 u/mamn
bapMalleBTHUECKON KOMIIO 3ULIUN 1o ODaHHOMY n300peTeHUD 0JI1d
[IpMMeHeHU A B criocobe IIPOTHO3MPOBAHMA, OMaTHOCTUKHA n/Uim

MOHUTOPMHI'a CyOBEeKTa, MUMeKnmero WM I[IoJo3peBaeMOoTr'o Ha HaJnuue
OUCOYHKLIMM MMMYHHOM CHUCTEeMH MW/WJIM B OTHOWEHMM OXUIAEeMOI'O WJIU
XeJaeMoT'0 OTBeTa MMMyHHOM CHMCTeMb, OTBeTa Ha aHTHUIeH WJIM OTBeTa
Ha BaKUMHY. B »OpyrroM BapMaHTEe OCYIECTBJEHMA IaHHOe M300peTeHUEe
OTHOCUTCH K IIPMMEHEHMI aHTHUTeJla NPpoTUMBR LAG-3 1o u300peTeHMD OJId
IPOTHO3UPOBAaHUA, OMAaTHOCTHUKHA n/miam MOHMTOPMHT A cybmekTa,
VMemero MJIM I[IoOOo3peBaeMorc Ha HaJluuue OUCOYHKUUM  MMMYyHHOMU
CUCTEeMEl W/MJIM B OTHOWEHMM OXMIAEeMOTO MM JKeJjlaeMOI'oO OTBeTa
VMMYHHOM CUCTEeMEl, OTBeTa Ha aHTUTeH MJIM OTBeTa Ha BaKLUMHY IIyTeM
aHaJlM3a u/uiau OOHapyXeHMS YpPoBHel Oejka LAG-3 B OMOJOTUUECKOM
obpasue cydOwpekTa in vitro.

[00257] B omHOM BapMaHTE OCYIUECTBJIEHMSA aHTUTEJIO NpOoTUB LAG-

3 (HampumMep, LAG-3 yeJIOBEeKa) MOXHO MCIIOJIE30BaThH B
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UMMYHOTUCTOXVUMUU ofpas3LoB OMOIICUNA . B OIpYyTOM BapuaHTe
OCVYIIECTBJIEHUA aHTUTeJIO OpoTuB LAG-3 (HamnpuMmep, LAG-3 uyeJjiloBeka)
MOXeT OHBTE MCIOJBb30BaHO IJA OlIpelesleHusa ypoBHer LAG-3 (Hanopumep,
LAG-3 wueJiOBeKa) WIM YPOBHEM KJIETOK, KOTOpHEe conmepxaT LAG-3
(HanpuMep, LAG-3 ueJjioBeka) Ha HuxX MeMOpPaHHOM IIOBEPXHOCTM, YPOBHU
KOTOpPOTO 3aTeM MOI'yT OHBTbL CBA3aHB C OIIpelOeJIeHHEMM CHMITOMaMM
3abojieraHua. OINMCaHHEE B HOaHHOM IOOKYMEHTE aHTuUTeJa NpoTuB LAG-3
(HanpuMep, LAG-3 yeJIOBeKa) MOTYT MMEeTb OeTeKTUPpYEeEMYD WU
OYHKLIMOHAJBHYI MeTKy. Korma MCIOJB3YRTCS QQIYOPEeClLIeHTHEE MeTKH,
OOCTYIIHa4d B ODaHHOe BpeMmAa MUKPOCKOIIMA u GIIyOopeCcClleHTHO—
AKTMBMPOBAHHEI aHaJM3 COPTUPOBKM KJIeTok (FACS) wmiIM kKoMOMHALMSI
060UX MeTOIOB, M3BECTHEIX B IaHHOM 006JacTu TexXHUKM, MOTYT OHTH
VCIIOJIL30BAHE  OJId MOEHTUOUKALUKM ¥ KOJUUECTBEHHOTO OlIpelelleHUd
CrieundpmnueCKmUx CBA3HBAaKIMX BJIEMEHTOR., OnmMcaHHBE B ODaHHOM

OOKYMEHTEe aHTHUTeJla NpoTuB LAG-3 (HanpuMmep, LAG-3 dUeJIoOBeKa) MOTYT

VIMeTBb q_myopecueHTHon MeTKY . TUIIMUHLIE @ﬂyopecueHTHHe MeTKNV
BKJIODUAKRT, HallprMep, PEeaKTHMBHEIE " KOHTEBROIT'MIPOBaHHEE 30OHIEL,
HallprMep, AMVHOKYMapVH, c]_myope ClieVH " TexaCCKUM KpaCHbIﬁ 7

KpacuTesqn Alexa Fluor, Kkpacurean Cy u kpacureamu DyLight.
AnTMUTeJI0O TpoTuB LAG-3 (HanpuMmep, LAG-3 ueJjloBeka) MOXeT HeCTH
padloaKTUBHYI MeTKy, TaKylo kak wusorons °H, *C, 32p, 3535, 36Cl,
51Cr, 57CO, 58CO, 59Fe, 67CU., 9OY, 99TC, lllIl‘l, 117LU., 1211, 1241, 1251,
3lr,  1%%Au, 2HAt, 213Bi, 22°Ac  m  18%Re. Korga UCIOJbL3YIOTCH
paIuoakKTUBHEE MeTKM, [OOCTYIIHEE B HacCTodllee BpeMsa [IPOLelypH
noncueTa, M3BECTHEE B OaHHOM obylacTu TEeXHUKN, MOTYT
MCIIOJIb30BATLECA OJA MISHTUOUKALUUM U KOJMUECTBEHHOI'O OlIpeleJIeHUA
ClieIM@UUeCKOT'O CBSA3HBaHMA aHTUTeJa nOpoTue LAG-3 (Hanpumep, LAG-3
yeJjioBeka) ¢ LAG-3 (Hanpumep, LAG-3 deJjioBeka). B cilydae, KoI'za

MeTKa npencraBideT cobon bepMeHT, oBHapyXeHMe MOXeT OBITH

BHIIOJIHEHO JTIOOBIM nus VICIIOJIb 3Y €MEIX B HacTosmee BpeMs
KOJIOPUMETPUUECKHUX , CIIEKTPOOOTOMETPUUECKIXK,
biryopocnekTpodoToOMETPUUECKUX, aAMIIEPOMETPUYUECKIUX VI

Ta30MeTPUUEeCKMX METOHNOB, MBBECTHEX B HOaHHOW 0O0JlaCcTM TEeXHUKM. ITO
MOXeT OHTb OOCTUIHYTO IIyTeM I[IpMBelOeHMsa B KOHTaKT obpasla Win
KOHTPOJIBHOTO ofpas3la C aHTUTeJioM HOpoTuB LAG-3 (Hamnpumep, LAG-3

yeJIOBEeKa) B YCJIIOBUAX, KOTOPHE OOIyCcKawnT ofOpaszoBaHMe KOMILJIeKCa
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Mexnoy aHTuTeJoM M LAG-3 (HanpumMmep, LAG-3 d4yeJioBeka) . JlobOwe
KOMILJIEKCEH, OOpa30BaHHBE MeXOy aHTuTeJsioM M LAG-3 (Hamnpumep, LAG-3
JeJioBeka), OOHapyXMBaoT M CpaBHMBAKT B o0pas3lle M KOHTpoJie. B
CBeTe CIHeuMdMuMUueCcKOIr'o CBA3EBaHUA aHTUTEJ, OINMCAHHEX B ITaHHOM
ooxkyMeHTe mjsa LAG-3 (HanpuMep, LAG-3 UeJioBeKa), aHTUTeJla MOXHO
MCIIOJIb30BATE IJIA CHelUMdMUeCKOI'o olpelejleHUA BrcOpeccum LAG-3
(HanpuMep, LAG-3 dJeJIOBeKa) Ha IIOBEepPXHOCTHM KJIeTok. OIMCcaHHEE B
OaHHOM JIOKYMeHTe aHTHUTeJla Takke MOXHO MCIIOJLbE30BaTh OIS OUMCTKU
LAG-3 (HampuMep, LAG-3 ueJlOBeKa) C I[IOMOmbI MMMyHOAbOMHHOM
ouMcTKM. TakXe B IaHHHM OOKYMEHT BKJIOUeHa aHaJlMuTHUUecKas CUcCTeMa,
KOTOpad MOXeT OBThL IIPUIOTOBJIEHA B BUIe Habopa OJA4 TeCTUPOBAaHUA

0JI1 KOJIMYeCTBEHHOI'O aHajiM3a CTelleHM [IPUCYTCTBMSA, HalpuMmep, LAG-3

(HanpuMep, LAG-3 u4eJOBeKa) IV  JIMTaHIOHBIX  KOMILIEKCOB  LAG-3
(HanpyMmep, LAG-3 uenoBeka)/LAG-3 (HanpuMmep, LAG-3 ueJjioBeka).
CucremMa WJIM TeCTOBHM Habop, HaGop wmIM Habop dYacTeW MOTYT

comoepXaTb MeUeHHM KOMIIOHEHT, HallpMMep MeueHOe aHTUTEJIO, U OIOUH
i 0oJiee IOOIOJIHUTEJILHEX MMMYyHOXVMUUYECKHUX peal'eHTOB.

6.5 IONMMHYKJIEOTHIOEH, BEeKTOPH M CIOCOOH IIOJNYyYeHMS AaHTUTEJ
nporus LAG-3

[00258] B mpyroM acllekTe B JaHHOM IOOKYMEHTe IIpelCTaBJIeHE

[IOJIMHY KJIEOTUIEL, comepxamme HYKJICOTUIOHYIO [I0CJIeIOBaTEeJIbHOCTE,
KOIMPYKIYID aHTUTeJIO, OIMCaHHOe B IOaHHOM IOOKYMeHTe, WM eTIo
bparMeHT (HanpumMmep, BaprabeybHyl 00JlacTb JIETKOM Lenu u/uiun
BaprabeJIbHY oBJjlacThb T IXKEeJION uemnm) , KoTOpada crieumnpmuuecKm
CBA3EBaAEeTCAd C AaHTUI'€HOM U BekTopaMu LAG-3 (HanpuMep, LAG-3
UeJIOBekKa), HallpMMep BeKTOopaMM, ComepXallMM/ Takye IIOJMHYKIIEOTUIEL

I0JII PEeKOMOMHAHTHOM DSKCIPEeCcCUMM B KJIeTKax—xo3geBax (Haopumep, B
KJeTkax E.coll ¥ MIEKOIMTAIMX). B ODaHHOM IOKYMEHTe IIpeIdCTaBJIeHEH
IOJIMHYKJIEO TUIEL, comepxamme HYKJIEO TUIHEE [IOoCJIeIOBaTEeJIbHOCTH,
KOIVpyKomme TOKEJIYI0O U/MIKM JIeTKYID  Lelb JoboTro M3 aHTUTeJ,
IpeICTaBJIEHHEX B IaHHOM IOOKYMEHTEe, a TaKXe BEeKTOPH, CoIepXalue
TakKMe IIOJMHYKJIEOTHMIHEE IIOCJIeIoBaTeJILHOCTH, HaIllprMep, BEKTOPEH
SKCHOpeccur nJaa Ux 200eKTMBHOM DSKCIPEeCcCHUMM B KJIeTKaxXx—x031geBax,
HalpMyMep, B KJeTKaxX MJIEeKONIMTAKIMX .

[00259] Vcrnosb3yeMHM B OaHHOM OOKYMEHTEe TepMMH «BHIOEJIEHHBII»

TTOJIMHYRIISCO TV MJIin MOJIeKYJIa HyKJ’IeMHOBOﬁ KMCIJIOTHEL IIpencTraBjideT
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coboM MOJIEKYJY, KOoTopasa oTIeJleHa OT OPpYTMUX MOJIeKYJlI HYKJIEeMHOBOMU
KMCJIOTE, KOTOPHE IMNIPUCYTCTBYKRT B IIPUMPOOHOM MCTOUYHMKE (HaAIpUMeEp, VY
MBIIM WMJIM YeJIOBeKa) MOJIEKYJIH HYKJIEeMHOBOM KMCJIOTH. Kpome ToTO,
«BHIOEJIeHHaa» MOJIeKyJla HYKJIEMHOBOM KMCJIOTH, TakKad KaK MoJIeKyJa
kIHK, wMoxeT OBTHL IIO CYMEeCcTBY CBOOOIHOW OT OPYTOTO KJIETOUHOTO
MaTepuaa WA KyJIbTYpaJbHOM Cpent, ecIun OHa npom3BelneHa
PEKOMOMHAHTHEIMM  MeTOoIoaMu, W, 1o CYIIECTRY, He comepxaThb
XUMUUECKUX TIPedlleCTBEHHUKOR WM IPYIUX XUMUUECKMX BeEIeCcTB, KoT'Ia
XUMUYUECKU CHUHTe3MpOBaHa. Hanpumep, BEpaXeHue «IIO CymeCcTBY
CBODOIOHBI» BKJIIOUAET npenapaTH MNOJIMHYKJIEOTHUIA VI MOJIEKYJIEL
HYKJIEMHOBOM KMCJIOTH, MMeKllIMVe MeHee ueM oOkoJio 15%, 10%, 5%, 2%,
1%, 0,5% mmm 0,1% (B YacTHOCTM, MeHee uyeM oOkoJyio 10% ) IOpyTroTro
MaTepualsla, HalpuMep KJIeTOUHOT'O MaTepMala, KyJbTypaJbHOM CpemnH,
IPYTUX MOJIEKYJI HYKJEMHOBOW KUCIJIOTH, XUMUUECKHUX IIpelleCTBEeHHUKOB
n/mniam OPpYyTHUX XUMUUE CKUX BEMeCTs. B KOHKPETHOM BapMraHTe
OCYIIEeCTBJIEHUSA MOJIeKyJia (H) HYKJIEMHOBOM KMCJIOTH, KOoOMpyoiaga
AHTUTEJIO, OINMCaHHOe B INaHHOM IOKYMeHTe, BHIOSJAKT WJIM OUMIAaT.

[00260] B KOHKPETHHIX acrekTax B IOaHHOM OOKYMEeHTEe
npencTaBJIeHH NOJIMHY KJIEOTUIEL, comepXxaumme HYKJIEOTUIOHEE
IOoCJIeDOBaTEeJIbHOCTH, KOOUPYKIMEe aHTUTeJla, KOTOpHEe CIHelUnMdruuecKHr
CBA3HBaTCA C noJmnentuinomM LAG-3 (Hanpumep, LAG-3 dYeJioBeKa) U
comepXaT aMMHOKMCJIJIOTHYI IIOCJIeNOBATEeJILHOCTL, KaK OIMCaHO B IJaHHOM
OOKYMEHTE, a Takxe aHTuTesa, KOTOPHE KOHKYPUPYIT C TaKuMU
aHTHUTeJlaM/ OJIS CBA3HBaHMA C HoJimnentunoM LAG-3 (Hamopumep, LAG-3
yeJIOBEeKa) (HanpuMep, B 3aBUCMMOCTM OT  OO3H) WUIM  KOTOPHM
CBASHBAETCHI C TeM Xe& DIUTOINOM, UTO M Y TaKMX aHTUTEI.

[00261] B ompeneJIeHHEIX aclrekTax B IOaHHOM OOKYMEHTE
npencTaBJIeHH MOJIMHY KJIEOTUIHL, comepxamme HYKJIIEOTUOHYIO
INOCJIenOBaTEJIbHOCTE, KONUPYKRIYI JIeTKyKn Lelb WIXM TaSXeJIyn Lelb
aHTHUTEeJla, ONMCAHHOTO B JaHHOM »OOKyMeHTe. I[IONMUMHYKJIECOTUIOE MOTYT
comepXaTh HYKJeOTHIOHEE IIOCJIeNOBaTeJILHOCTH, KOOUpyKre  JIETKY
1ersb, comepxamyio FR VL wm CDR a”HTHUTEJ, OIIMCAHHEIX B IOAaHHOM
OOKYMEHTE (cMm., Halpumep, Tabauue 1, 3, 5, 6 u 7), WJIN
HYKJICOTUIOHEE IOCJIenOBaTEeJIbHOCTH, KoOupymoimre T AXKEJIYIO Lernb,
comepxamyio FR VH m CDR aHTUTeJI, OIMCAHHEX B TaHHOM IOOKYMEHTEe

(cM., Hanpumep, Tabmuue 1, 2, 4, 6 u 7).
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[00262] B OaHHOM OOKYMEHTe TaKxe IpencTaBJIeHE
[IOJIMHYKJIEOTUIOE, KOOUPYKRIME aHTUTeJIO NPpOoTHUE LAG-3 (HanpuMmMep, LAG—
3 UeJIOBeKa), KOTOPHE OITUMUBUPYIOTCH, HAIIPUMEpP, IIyTeM OITHMMM3alU
xkomoHa/PHK, 3aMeHEL T'eTepOoJIO TMUHEIMHA CUTHAaJIbHEIMU
[IoCJIeDoBaTEeJIbHOCTAMM U yIaJleHMA »BJeMeHTOB HecTabujibHocTM MPHK.
CriocoOBul [IOJIYyUYeHU A OIITUMU3UPOBaHHEIX HYKJIEMHOBEIX KUCJIOT,
KOIMPYKIMUX aHTUTeJIO OpoTMB LAG-3 (Hamopumep, LAG-3 dUeJioBeka) WK
ero @QparMeHT (HaOpuMmep, JeTKyl Ilelb, TSKeJyl Lelb, ooMeH VH wuin
noMeH VL) @OJg PeKOoMOMHAHTHOM DSKCIPeCcCUM IIyTeM BBeIeHUS M3MeHeHUM
KOIOOHOB U/MIM yCTpaHeHMe MHTUOUPYIUX objacTeld B MPHK MOXeT OHTL
OCYIWEeCTRBJIEHO IIYTeM aJalTaluy CIOCODOB ONTUMU3ALMM, OINMCAHHHX,
HamnpuMep, B naTeHTax CHA N 5965726; 6174666; 6291664; 6414132; mu
©794498, COOTBETCTBEHHO, BCe U3 KOTOPHX BKJIOUEHH B OaHHBMN
OOKYMEHT moCcpelCcTBOM CCBUIKMU B [TOJIHOM obbeme. Hampumep,
[IOTEHIIMAJIE HEIE CanTH CIlaicuHTa u DJIEMEHTH HeCTabMJIbLHOCTHU

(HanpumMmep, ©Oorateie A/T wummu A/U  3jJeMeHTH) B PHK MoOTyT OHTBH

My THUPOBAHE Oes N3MeHeHUsd aMMHOKMCJIIOT, KOIOMPYEMEIX
IIOCJIeDOBaTEeJILHOCT AMA HYKJIEMHOBEIX KMCJIOT, oJiAa I[IOBHIIEHU A
CTabOUIIBHOCTHA PHK njidg PeKOMOVHaHTHOM SKCIpeCcCHun. VIsMeHeHUd
MCIIOJIE 3YIOT BEIPOXIEHHOCTD TeHeTUUYeCKOTO konma, HalpuMep,
VICIIOJIL30BaHme aJIb TEPHATUBHOI'O KOIOOHAa njisa MOeHTUYHOM

aMMHOKMCJIOTE. B HEKOTOPEHX BapMaHTax OCyUWeCTBJIEHUS MOXeT OHTb
XeJlaTeJIbHO M3MEeHUMThL OIMH WMIM 0oJiee KOOOHOB IJIS KOIMPOBAHUA
KOHCEPBATUBHOM MyTaluuM, HalpuMmep, aHaJOI'MUHOM aMMHOKMUCJIOTH C
aHaJIOTMUHOM XMMMUECKOM CTPYKTYPOM M CBOMCTBaMM U/MiIM QYHKLMEN B
KauecTBe MCXOOHOM aMMHOKMCJIOTH. TakKue CHOCOOH MOTYT YBEJIUUUTLH
SKCIPpEeCCHd aHTuTejia OpoTuB LAG-3 (Hanpumep, LAG—-3 UeJlOBeKa) WK
ero @parMeHTa IO MeHbIeM Mepe B 1 pas, B 2 pa3a, B 3 pasa, B 4
paza, B 5 pazs, B 10 pas, B 20 pa3, B 30 paz3, B 40 pas, B 50 pas,
B 60 pa3, B 70 pa3, B 80 pa3, B 90 paz mwiu B 100 wmiam OoJjiee pas3

OTHOCUTEJIEHO BKCIpeCcCHuM aHTuTesia OpoTuk LAG-3 (HanpuMmep, LAG-3

yeJioBekKa) , KOIOUPYEMOTO [IOJIMHYKJIEO T OaMH, KOTOpPHE He OBLIIU
ONTUMN3UPOBAHEH.
[00263] B OIpeneJIeHHEIX BapMaHTax OCYIIECTBJIEHU A

OIITMMMIVMPOBaHHAA IIOJIMHYRJIEOTHMIHAA IIOCJIedOoBaTeJIbHOCTE, KOIMpYyIlaAd

aHTUTeJIO OpoTMB LAG-3 (HanpmMmep, LAG—3 dJeJiOBeKa), OIMCaHHOE B
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OaHHOM IOKYMEHTe, MM eTo ¢parMeHT (HanopuMmep, IOoMeH VL u/uUiIu
noMeH VH) MOXeT I'MOPUIOM30BATBCS C AHTUMCMBICJIOBEM IIOJIMHYKJIEOTUIOM
(HanpuMep, KOMILJIEMEHTAaPHEM) HeOITUMU3UMPOBAHHOM IIOJMHYKJIIEOTUIHOM
[IOCJIeIOBATEJIbHOCTHM, KOOUPYKIENW aHTUTeJOo OpoTuB LAG-3 (HaopuMmep,
LAG-3 dyeJiOBeKa), OIMCaHHOe B IaHHOM IOKYMeHTe, WM eIo QparMeHT
(Hanpumep, InoMmeH VL u/miau pgomeH VH). B KOHKPETHHX BapuaHTax
OCYIEeCTRBJIEHUS OITUMMM3MPOBaHHAS HYKJIeOoTHMOHAas IIOCJIedOoBaTeJIbHOCTE,
Kooupyllasd aHTUuTeJio OpoTuk LAG-3 (HanpuMmep, LAG-3 deJloOBeka),
OnIMCaHHOEe B JaHHOM IOKYMeHTe, WIM O(¢parlMeHT TUOPUIMU3YEeTCHS B
YCJIOBUAX  BHCOKOM  XeCTKOCTM C  aHTUCMHECJIOBBEIM  IIOJIMHYKJIEOTUIOM
HeOITUMV3UPOBAHHOMN IOJIMHYKJIEO TUOHOM [IOCJIeIOBaTEJIbHOCTH,
KoOUpyKIel aHTUTeJIo NpoTuB LAG-3 (Hanopumep, LAG-3 ueJloOBekKa),
ONIMCaHHOEe B JIaHHOM HIOOKYMEHTe, WMIM eTo O¢parMeHT. B KOHKPETHOM
BapMaHTe OCYIECTRBIJIEHUA OTITMMM3VPOBaHHA A HYKJIEOTHUIHAA
[IOCJIeNOBATEJIbHOCTE, KOIMPpyKIlas aHTUTeJO NOpoTuB LAG-3 (HanpuMmep,
LAG-3 d4eJilOBeKa), OIMCaHHOEe B IaHHOM IOKYMEHTe, WM eTo (QparMeHT,
TUOPUON3YEeTCSH B YCJIOBUAX TUOPUONBALUN BHICOKOM KEeCTKOCTH,
IPOMEXYTOUHOM  WJIM BoJiee HM3KOM  XEeCTKOCTU C aHTMCMEICJIOBHM
[IOJIMHY KJIEO TUIIOM HEeOINITUMN3UPOBAHHOM HYKJIEOTUIHOMN
[IOCJIeIOBATEJILHOCTHM, KOOUPYKIENW aHTUTeJO OpoTuB LAG-3 (HaopuMmep,
LAG-3 dyeJiOBeKa), OIMCaAHHOE B IaHHOM OOKyMeHTe, WMJIM €TI0 dparMeHT.
VubopMalumsa, Kacawmasacs YCJIOBMM Tubpuams3alum, OBJIa OoIMcaHa, CM.,
HaopuMmep, OyoOIuKaluMio 3agBKM Ha HaTedT CIA N US 2005/0048549
(HanpuMep, OYHKTHE 72-73), KOTOpasa BKJKUeHa B HOaHHOe OIMCaHue
[IOCPEeInCTBOM CCHUJIKM B IIOJIHOM OOBeMe.

[00264] IIOJMHYKJIEOTUIOE MOTYT OBTL IIOJIYUEHH, M HYKJIeOTUIHAasd
[IOCJIENOBRATEJIbHOCTE IIOJIMHYKJIEOTHMIOB MOXeT OHTH OlpelelleHa JIIOHM
criocoboM, M3BECTHEIM B ITaHHOM o8JlacTM TexXHUMKM. HyKJIeOTHUIHEHE
[IOCJIeIOBaTEJIbHOCTH, KOoOMpyKImMe aHTuTesa, ONIMCaHHEIE B JaHHOM
IOKYMEHTE, HalpuMep, aHTuUTeJla, OIMCaHHHe B Tabmuuax 1, 6 m 7, u
MOIMOUIMPOBAHHEIE BEPCUM DTUX aHTUTEJ MOT'YyT OBTB OIPEeNeJIEHHE C
VICIIOJIE30BAHMEM MeTOIOR, XOpOomoO M3BEeCTHEIX B IOaHHOM  ob6JacTu
TeXHUKM, TO €eCThb HYKJIEOTHIHBEE KOJIOHH, KOTOPHE, KaK WM3BECTHO,
KOINPYT KOHKPETHHE AMMHOKMCJIIOTHL, coOpaHE B Takou crioco6
TeHepMPORBATh HYKIJIIEMHOBYK KMCJIOTY, KOTOpad KOoOUPpYeT aHTUTEJO.

Tako¥ IMOJMHYKJIEOTUI, KOOUPYIINMY aHTUTeJIO, MOoXeT OhTh cobpaH Hu3
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XUMUYUECKNU CUHTE3UPOBAHHKIX OJIUTOHYKJIEOTULOOB (HanmpuMep, Kak
omcaHo B Kutmeier G et al., (1994), BioTechniques 17:242-6,
KOTOpad BKJOUeHa B HOaHHOEe OlIMCaHMe IIOCPeICTBOM CCBUIKM B IIOJIHOM
oBbeMe) , KoTOopad BKparTie, BKJIIOUAET CUHTE?3 [IEPEKPHBAKINXC A
OJIUTOHYKJIIEOTULOOB, comepxammx y4acTKU [IOoCJIeIOBaTEeJIbHOCTH,
KoOUpyKIey aHTUTeJIO, OTXKUT U JIMITUPOBaHME BTUX OJUTOHYKJIEOTUIOB,
a 3aTrTeM aMIIMOMKALMI JIMTUMPOBAHHEIX OJIMIOHYKJIEOTHMIOB C IIOMOUBLIO
[P .

[00265] AJNbTepHATHMBHO, IIOJMHYKIIEOTUI, KOIUPYINUNM aHTUTEJO,

OIIMCaHHOEe B IAaHHOM OOKYMEHTe, MOXeT OHTL IIOJIYUEeH M3 HyKJ’[eMHOBOﬁ

KMCJIOTEL M3 IIOOXOOAmMEIrO  MCTOUHUKA (HanpuMmep, TUOPUOOME) C
WCIOJIbE30BaHVEeM CHOCOBOB, XOpPOmO M3BEeCTHHX B JIaHHOM of6jJacTu
TEeXHUKNU (HanpuMmep, [gp u IpYyTUX MEeTOIOB MOJIEKYJIAPHOTO
KJIOHMPOBaAHUA) . Hanpuwmep, aMIInmUramg e c MCIIOJIE30BaHMEM
CMHTeTHUUYECKHUX I[IparMepoBR, THUOpHUIM3yMUXCAa ¢ 3'- u  5'-KoHUamu
W3BECTHOMU [IOCJIeOBaATEJIbHOCTH, MOXeT OBITE BHIIOJIHEHA C

MCIIOJIb30BaHMeM T'eHoMHOM [IOHK, ToJIydeHHOM M3 KJIeTOK TUOPUIOMH,
OPOOYLUMPYIINX MHTepecylllee aHTUTeJIO. TakKue CIOCOOH aMILIMOUKaLUNU
[p MOXHO MCIIOJIL30BATH oJjidg [IOJIYUYEeHU A HYKJIEMHOBEIX KMCJIOT,
comepXammx IIOCJIeNOBaTeJILHOCTL, KOIUPYRIYD JeTKyon Lelb u/Uian
TSOKEJIYID Lellb aHTUTeJla. Takue CrHocobe amiinpurkaumm P MOXHO
MCIIOJIL30BAaTh oJjig [IOJIYUYeHMU g HYKJIEMHOBEIX KMUCJIOT, comepXxalmx
IOCJIeIOBATEJILHOCTEL, KOOUPpYIYy BapuabellbHyD 00JacTb JEeT'KOM Lelu
n/mnim BapmrabeJIbHYI oBJlacThb T IXEeJION enm aHTUTEeJa.
AMIIIIMOUUIMPOBAHHEE HYKJIEMHOBHE KUCIOTH MOTYT OHBTH KJIOHMPOBAHH B
BEeKTOPH IJIS DSKCIPEeCcCUuM B KJIeTKax—xo3geBax U IJa JaJlbHeMmeTo
KJIOHUPOBAHUS, HallpuMmep, oJjig [IOJIY4eHU XUMEPHBIX u

I'YMaHNM3VIPOBAHHEIX aHTHTEJII.

[00266] Ecim KJIOH, comepxammumn HYKJIEMHOBYID KMCJIOTY,
KOIVPYIY KOHKpPETHOE aHTUTEJIO, HeNOCTYIIeH, HO
[IOCJIENOBATEJILHOCTE MOJIEKYJIH AHTHUTEJA M3BeCTHa, HYKJIEMHOBYIO
KMCJIOTY, KOOVPYIITYI MMMYHOTJIOOYJIIMH, MOXHO XMWY ECKHU

CUMHTE3MPOBATE WM IIOJYYMTH K3 IIOOXONAMETO MCTOUYHMKA (HalpUMep,
oubnmorTexkn kKIHK aHTHTeJla wWwin oOmbamorTexkm kKIHK, CO3OaHHOM U3
HYKJIEMHOBOV KMCJIOTH WM, OPEedlouTUTeNIbHO, HNOoJMA+PHK, BHOeJIeHHOM

13 Jiodoy TKaHU WK KJIETOK, OSKCIIpeCCHUpylIrMX aHTUTeJIO, TaKMX Kak
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KJIETKM THUOPUIOOME, OTOOpPAaHHEE IJII HSKCIPEeCCUM aHTUTeJla, ONMCAHHOTO
B IOaHHOM JIOKyMeHTe), nyreMm IlIP-aMiamdmUrKaumMy C MCIOJIb30BaHUEM
CUHTEeTUUYECKHUX [IpaliMepoB, TMOpUON3yeMEx ¢ 3'— m  5'— KOHLOB
[IOCJIeDOBaTEeJIbHOCTM  WJIM IIYyTeM  KJOHMpOBaHMA C  MCIIOJIE30BaHMeM
OJIMTOHYKJIEOTUIHOT'O 30HIAa, CrneumdmUUHOTO njd KOHKPEeTHOM
[IOCJIeIOBRATEJIbHOCTY T'eHa, IOJI UIeHTHuOMKaluuuM, HalpuMmep, KJIoHa KIHK
n3 oumbiamoTeku KIHK, koTopad KOOMPYET aHTUTEeJIO. AMIIUOUUUPOBaAHHEE
HYKJIEMHOBHE KMUCJIOTH, IIOJIYUeHHEEe C nomomesilo I[P, MorTyT OHBTBE 3aTeM
KJIOHMPOBAHH B pPeIJIMLIMPYEMBEe KJIIOHMPYIIMEe BEeKTOPH C MCIOJb30BaHMUEM
JIoBOOTO MeToma, XOPOIMo M3BECTHOT'O B HOAaHHOM 00JIaCTU TEeXHUKM.

[00267] IHK, xomupyrmasd aHTHUTeJla OpoTuB LAG-3 (HaIopuMmep,
LAG-3 d4eJIOBeKa), OIMCaHHEHE B JIaHHOM JIOKyMeHTe, MOXeT OBTh JIET'KO
BHIOEJIeHa WM CeKBEeHUpOoBaHa ¢ MUCIOJbL30BaHMEM OOBUHHIX IPOLEenyp
(HanmpyMep, C MCIOJIE30BaAHMEM OJMUIOHYKJIEOTHUIHHX 30HIOB, KOTOPHE
CIIOCOOHH CHelMdUUeCKM CBA3EBATHLCA C I'eHaMM, KOOUPYIIMMU TIKeJIBEe
M JIETKME LIellM aHTUTeJa NOpoTMkR LAG-3 (Hanpumep, LAG-3 uyeJjioBeka) .
KimeTxku THOPUOOME MOTYT CJIYXMUTL MCTOUHMKOM Takoum JTHK. Ilocie
BrHOeJieHVMsa JHTHK MoxeT OBTE I[IOMElleHa B HSKCIPpeCcCHUpyKlre BeKTOPH,
KOTOPHE 3aTeM TPaHCOUUMPYITCHA B KIETKM-XO03fAeBa, TaKue KaK KIIETKU
E. coli, wjgeTku COS o00es3bsHH, KJIETKM SUUHMKA KUTAMCKOTO XOMSUKAa
(CHO) (HanpumMmep, kJeTkum CHO wm3 cumcteMul CHO GS™ (Lonza) )) wWiu
KJIeTKU MM EeJIOME], KOTOpPHE nHaue He NpoOoyLuupyKnT OeJioK
MMMYHOTJIODYJIMHA, oJIg TIOJIydeHMS CHMHTe3a aHTUTeJ OpoTuB LAG-3
(HanpuMep, LAG-3 uyeJjloOBeKa) B PeKOMOMHAHTHHX KJIeTKax—x03deBax.

[00268] O co3ITaHMAa LUeJlEX aHTUTeJl MOXHO  MCIIOJIbB30BaTh
npaviMeps I[P, BRJOUAKIME HYKJIeOTUIHHE IIO0CJIedoBaTeJIbHOCTY VH WM
VL, caT pecTpUKUMM ¥ (QJAaHKUPYIYO IOCJIeOOBaATeJIbHOCTL IJIS SBallMTH
caiTa pecTpMKUMM, OJI aMIIMOUKalMM [IocJemoBaTeJibHoCcTeM VH miam VL
B KJIOHaxX scFkv. Vcnionesy4d MeTOIE KJIOHVpOBaAHUL, U3BECTHEE
crieumMaJmMcTaM B ITaHHOM 0o6JacTu TexXHUKHU, AMILUIMOUIIMPOBAHHEE C
noMomeilo [P moMeHm VH MOTYT OHTH  KJIOHMPOBAHEL B BEKTOPH,
BSKCIpeccupylmme KOHCTaHTHYK 0B8JacThb TAXEeJION — Lenu, HallpuMep
KOHCTaHTHy® ofJjlacTb TaMMa—-4 YeJjloBekKa, a aMIIMOUMUUMPOBAHHEE C
noMomelo [P pmoMeHsl VL MOTYT OHTH  KJIOHMPOBAHEL B BEKTOPH,
BSKCIpeccupylmme KOHCTaHTHYI oBJacThb JIeTKOM Luemnu, HalpuMmep

KOHCTaHTHEEe O0JlacTM Kalllla WK JaMOOa uYeJjioBekKa. B oopenesieHHEBIX
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BapMaHTax OCYIEeCTBJIEHMI BeKTOPH IJA SKCIpeccuM noMeHoB VH wmiam VL
comepxaT HOpoMoTop EF-la, cCuHI'HaAJ CekKpeluuM, cCcalT KJIOHMPOBAHUA MOJII
BapuabesibHOM 00JIacTM, KOHCTAHTHHE OOMEHH UM MapkKep CceJIekKluuu,
TakoM KakK HeoMMUMH. HOoMeHH VH M VL TakXe MOTYT OHTH KJIOHMPOBAHE
B OIMH BEeKTOP, DSKCIPecCHUPYIIMM HeOoOXOIMMHE KOHCTAaHTHHE o00JIacTH.
3aTeM BEeKTOPH IIPpeBpalleHMs TaXeJIONW LelyM M BEeKTOPH IpeBpalleHMUs
JIeTKOM llelM COBMECTHO TPaHCOUUIUMPYIOT B KJIETOUHHE JIMHUM, UTOOH
TeHEPUPOBATE CTabUIJIbLHEE WJIM BPEMEHHBE KJIETOUHHE JIMHUM, KOTOPHE
BSKCIPEeCCUPYIT aHTHTeJa TIOJIHOM OJIVHEL, Hanpumep, IqgG, C
MCIIOJIL30BaHMEM MeTOINOB, M3BECTHEX CclelyajlucTaM B »TaHHOM o6JacTu
TEXHUKN .

[00269] [@IHK Takxe MOXeT OBTH MOIMOUIIMPOBAaHAa, HalpUMep,
IyTeM 3aMeHH KoIMpyolmelr IIocIeloBaTeJIbHOCTU  IOJIA KOHCTAaHTHHX
OIOMEHOB T SKEeJION " JeTKOoM Lenm yeJIoBEeKa BMECTO MBIV HEIX
IocjeIoBaTeJILHOCTENM WM I[IYyTeM KOBaJIEHTHOTO IPpUCOeNUHEHN I K
KoOuUpyKIen I[IOoCIelOoBaTeJIbLHOCTHM UMMMYHOTJIODYJIMHA BCeM WMJIM YacTHu
KoOupyoimen NOCJIeOOBATEJIEHOCTHU oJisa He KoIMpyoomen
IIOCJIEOOBATEJIbHOCTH IIOJIMIIENITULI MMMYHOTJIOOYJIMHAE .

[00270] Taxkxe npenocTaBJIEHE [IOJIMHY KJIEOTUIEL, KOTOPHE
TUOPUONIYIOTCSA B YCJIOBUAX TUOPUAM3ALNMM BEHCOKOM CTPOTOCTH, CpeldHeln
WM  HUBKOM XKECTKOCTM C IIOJMHYKJIeOTHUIaMM, KOTOPHE  KOOUPYIIOT
AHTUTEJIO, OIMCaHHOEe B ITaHHOM »OOKYyMeHTe. B KOHKpPEeTHHX BapMaHTax
OCYIIECTBJIEHUA  I[IOJIMHYKJIEOTUIEL, ONIMCaHHEIE B OaHHOM IOKYMEeHTe,
TUOPUON3YIOTC A B YCIIOBUAX TUbpUOM3alnun BHICOKOM KECTKOCTH,
IPOMEXYyTOUHOM MM 0oJlee HUBKOM XKeCTKOCTM C IIOJUMHYKJIeOTUIaMM,
KOIUPYMMMM OoMeH VH u/uiam pnoMmMeH VL, OpedocTaBJIeHHEE B TaHHOM
OOKYMEHTE.

[00271] VYcaoBua TuUbpuIM3alMM OBJIM OINMCAaHE B OaHHOM o0JacTu
TeXHUKM W M3BECTHH ClIeluuaJucTy B  HaHHOM 00JlacTM  TexXHUKU.
Hanpuwmep, TUdpUOM3almnsg B KECTKUX YCIJIOBUAX MOXET BKJIOUATH
TUOPUION B AL C IOHK, CBA3aHHOM C OUIIL TPOM, B ox XJIOPUL
HaTPVA/1IUTPaT HaATPUA (SSC) npy TeMmrnepaType okojo 45°C ¢
nocjienymmer omHOM MM ©OoJee TnpoMelBKaMmu B 0,2xSSC/0,1% SDS mnpu
TeMoeparType okoJjyio 50-65 °C. ; 1ubpumMsaumMd B OUEHL KECTKUX
YCJIOBUAX MOXEeT BKJIOUYATL TUOPUOM3ALMIO C HYKJIEMHOBOM KMCJIOTOM,

CBA3aHHOM C QOMILTPOM, B 6xSSC mpu okojio 45°C ¢ mocjemyomen oOmHOM
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Ui ©OoJiee ImpoMeBKamMy B 0,1xSSC/0,2% SDS mnpu okoJio 68  °C.
Tnbpuomuszalumsa B OPYIMX XEeCTKMX YCIOBUAX THUbpUIM3aALUM M3BEeCTHAa
TeM, KTO M OBUIM OIMCaHH, CM., HalpuMep, Ausubel FM et al., eds.,
(1989) Current Protocols in Molecular Biology, Vol. I, Green
Publishing Associates, Inc. u John Wiley & Sons, Inc., Heo-Vopxk
Ha cTpaHMuax 6.3.1-6.3.6 m 2.10.3, KOTOpPHE I[IOJHOCTBK BKJIOUEHH B
IDAaHHBEM OOKYMEHT IIOCPEeIOCTBOM CCHUJIKM.

[00272] B ompeneJIeHHEIX acrexTax B IDaHHOM OOKYMEHTE
IpencTaBJIEHE KJEeTKM (HaopuMep, KJIEeTKM—-XO03dgeBa), »>DKCIpeccupynmme
(HanpuMep, pPeKOMOVHAaHTHEIE ) aHTUTeJa, OTIMCaHHHE B IOaHHOM
OOKYMEHTE, KOTOPHE CIelUuMPUUeCKM CBA3HBanTCd Cc LAG-3 (HaopuMep,
LAG-3 wuyeJjioBeKa) W POOCTBEHHEIMM I[IOJIMHYKJIEOTHUIAMM U BeKTOpaMM
DKCIIPecCCUM. B @IOaHHOM OOKYMEHTe I[pPelOcTaBJIeHH BEeKTOPH (HAIPUMeED,
BEKTOPEH BKCIIPEeCcCCUn) , comepxamme MOJIMHY KJIEOTUIIEL, comepxamye
HYKJIEOTUIOHEE IIOCJIEDOBATEJIbBHOCTHM, KOIOMpYyKIMe aHTUTeJla IpoTuB LAG-—
3 (HanpuMmep, LAG-3 ueJioBeka), WIM O(QparMeHT OJS PeKOMOMHaAHTHOM
DKCIIPEeCCUn B KJIeETKax—xo3sgeBax, NIPennouyTUTEJIBEHO B KJIeTKax
MJIEKONIMTAKIMX . B HOaHHOM JIOKYMEHTe TakXe IIpPelCTaBJIEHE KJIETKU-—
X034eBa, CcoIepxXamye Takue BEeKTOPH OJI4 PeKOMOMHaHTHOM BSKCIPEeCCUM
aHTUTeJ nOpoTuB LAG-3 (HanpuMep, LAG-3 UeJloBeKa), OIMCaHHHEX B
OaHHOM HOOKyMeHTe (HalpuMep, UYeJIOBeUeCKOT'O WIM I'YMaHU3UPOBAHHOTO
aHTHTeJla) . B KOHKPETHOM acIlleKTe B IaHHOM IOKYMEHTe IpeljaralnTcd
CIIOCOOB TIIOJIYYEeHMS aHTUTeJa, ONIMCaHHOTO B JaHHOM IOKYMeHTe,
BKJIDUAKIME SKCIPEeCCHUI TaKoT'o aHTUTeJla M3 KJIeTKM—X034MHa.

[00273] PexoMOMHaHTHasa DKCIOpPeCcCHMSa aHTUTeJla, OIMCAHHOTO B
IOaHHOM HOOKYMeHTe (HalpuMmep, IIOJIHOPAa3MepHOT'O aHTuTeJa, TIXeJIoNn
U/ JIeTKOM  Lenr aHTuTeJa WIM aHTKTeJla ¢ OOHOM  Lelblo,
ONIMCAaHHOTO B JaHHOM OOKYMEHTe), KOTOpOe CIelUMPUUeCcKM CBA3HBaeTCHd
¢ LAG-3 (HanpmmMmep, LAG-3 deJiOBeka), BKJIOUaeT KOHCTPYUPOBaHUE
BeKTOpa BKCIIPeCCUn, comepXxamero MMOJIMHYKJIEOTHU, KOOUP YOI
aHTUTEJIO . Kak TOJIBKO MMOJIMHYKJIEOTU, KOOUPYIOmMUM MOJIEKYITY
aHTHUTeJa, TaSXeJIYyiD W/ MM JeTKyln leldb aHTUTeJla MJIM eTo (QpaTMeHT
(HanpuMep, BapuadeJbHEEe 00JlacTM TSKeJIONM U/WiaK JIeTKOM lienu),
ONMCAaHHHM B »OaAaHHOM HOKYMeHTe, IIOoJIyUeH, BEeKTOp IJA TIIOJyUYeHUd
MOJIEKYJIEL aHTUTeJla MOXeT OBTh IIOJIyYeHE C IIOMOIBI TEeXHOJIOT'UM

peKOMGMHaHTHHX IOHK ¢ wmcrnoJsibs30BaHMeM MeTOINOB, XOpomo WVM3BECTHEIX B
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oaHHoM o6JlacTu TexHMKM. TakuM o00pasoM, B OaHHOM IOKYMEeHTe
OIIMCAaHE CIIOCOOB IMOJIydeHMd OeJika IIYTEeM BKCIPeCCHUM IIOJMHYKIIeOTHuna,
comepXxamero aHTUTEeJIO WM O(parMeHT aHTUTeJla (HalpuMep, JerKyo
Lenb NI T SKEJIYIO uens) , KOOUP YU HYKJIEOTUIHYIO
[IOCJIeOOBRATEJIbHOCTE . Crioco0sl, KOTOPHE XOPOLO M3BECTHH
crnelyMaJucTaM B OaHHOM 006JIacCTM TeXHUKM, MOTYT OHBTH MCIIOJE30BAaHH
oJis KOHCTPYUPOBAHUSA BEKTOPOB DKCIIPeCcCUn, coepxammx
[IOCJIeOOBATEeJIbHOCTHY, KOIOMPpYyKIMe aHTUTeJIO WM OJ¢parMeHT aHTHUTeJa
(HanmpuMep, Jerkyn Lelb WIM TaSXeJyln lLelbk), W COOTBETCTRBRYKIN/E
CUTHAJIEL KOHTPOJIA TPaHCKPUIILUN u TPAaHCJIALNMA . S| CIIOCOOEH
BKJIOUAT, HaIPMMeEp, MeTOIOH pekoMOMHaHTHOM JIHK in vitro, MeTOIH
CHMHTE3a U TeHeTHMUeCKYI pekoMOMHalMD in vivo. Takxe IpedoCTaBJIeHEH
PEILINIINPY EMEIE BEKTOPEHL, comepxamme HYKJIEOTUIIHYIO
[IOCJIeIOBATEJIbHOCTE, KOIMPYKIYID MOJIEKYJY aHTUTeJla, OIMCaHHYKD B
IOaHHOM IOOKYMEHTEe, TIKeJyln WM JIETKYK Iellb aHTUTeJla, BapuabelIbHYI
0o6JIacTh TAXKEJIOM WM JIeTKOM lLenM aHTUTeJla MIM eTro ¢palMeHTa WK
CDR TAXKEeJION WM JIeTKOM Lenu, GYHKIMOHAJIBEHO CBSA3aHHHE C
IpoMOTOPOM. Takme BEKTOPH MOTYT, HallpMMeP, BKJIOUATE HYKJIEOTUIHYIO
[IOCJIeIOBATEJIbHOCTE, KOIMPYKIYID  KOHCTAHTHYK  00JlaCThk  MOJIEKYJIH
aHTuTeJsa (CM., HaIpuMep, MeXIyHapomoHbHe nyojamkaunmumu N WO 86/05807
u WO 89/01036; m marenT CHNA N 5122464, KOTOPHE BKJIOUEHHB B HaHHHI
OOKYMEHT TIIOCPENCTBOM CCHJIKM B IIOJJHOM o0O0BeMe) U BapuabeJlbHBEE
oBJlacTM aHTUTeJla MOTYyT OHTbL KJIOHMPOBAHE B TakoM BeKTOP IJiA
SKCIPEeCCUM BCeM TSXeJOM LelM, BceM JIerkKoM LelM WIM KaK BCceu
TAaXEJION, Tak U JIeTKOW lLelu.

[00274] BekTOop B3KCIPEeCcCUM MOXeT OBTE IIepeHeceH B KIJIETKY
(HanmpuMep, KIEeTKY—XO034aMHa) OOBUHHMM MeTOoOaMW, W IIOJIydeHHEEe B
pesyJbTaTe KIEeTKM MOTYT OBTE 3aTeM KYJIBTUBUPOBAHE  OOBUHEMU
MeTOoIaMM IJIS T[IOJIYYEHMS aHTUTeJla, OIMCAaHHOT'O B IOaHHOM JOKYMeHTE,
VI ero bparMeHTa. Taxkum oBpazoM, B OaHHOM OOKYMEHTE
npencTaBJIEHH KJIETKM—XO34eBa, comepxamme MOJIMHYKJIEO TUII,
KOOUPYIMM aHTUTEeJIO, OIMCaHHOe B »OaHHOM HOKyMeHTe, WJIM €eTo
dparMeHTH, WM €TI0 TAXEeIYR WIM JeTrKyKn Ilelb, WIM eTro QparMeHT,
WV  OIHOILIEIIOUEeUYHOE AaHTUTEJIO, OIIMCaHHOe B HOaHHOM IOOKYMEHTe,
OYHKUMOHAJIEHO  CBA3aHHHE C IIPOMOTOPOM IOJIS  BKCIPEeCCUM  TakKux

[IOCJIeIOBATEJILHOCTENM B KJIETKe-xX034AMHe. B OllipeneJIeHHEX BapMaHTaxXx
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OCymeCTBJIeHU MOJIS BDKCIPeCCUM aHTUTeJI C JIBOMHOM LEeNbld BEKTOPH,
KoOupywlMe Kak TaXeJyln, Tak M JeTrKyl lLelu, 10 OTIeJILHOCTM, MOTYT
COBMECTHO BKCIPECCHUPOBATHCHA B KJIEeTKe—-XO3fAMHe IJIS DKCIPEeCCUM BCeM
MOJIEKYJIE VMMYHOTJIOOYJIMHE, Kak IIOOPOOHO OIIMCaHOo HIMXe . B
OIpeneJieHHEX BapMaHTax OCyIEeCTBJIEHUSA KJIeTKa—-xX034AUH COOEPXUT
BEKTOP, COIepXalul I[IOJIMHYKIEOTUI, KOOUPYIMMM Kak TIKeJyln Lelb,
TaKk ¥ JIeTKyl Lelb aHTUTeJla, OIMCAHHOTO B IOAaHHOM IOOKYMEHTe, WU
ero ¢parMeHT. B KOHKPETHHX BapMaHTax OCYIEeCTBJIEHMI KIeTKa—-XO034UH
COOEPXUT oBa Pas3sHBIX BeKTOpPa, IIepPBEM BEKTOD, conepxammun
INOJMHYKJIEOTU, KOIUPYINUNM TIXKeJIYID Lelb WM BapuabellbHyl o00JacTb
TOKEJIOM LelM aHTUuTeJla, OIMCAHHOTO B MHOaHHOM MHOOKYyMeHTe, WM eTo
bparMeHTa, M BTOPOY BEKTOpP, COIOepXallMli MNOJMHYKJIEOTUI, KOIUPYIIUN
JerKyn Lenb WIXM BapuabelbHYH 00JlacThk JIeTKOWM Lenu aHTUTeNa,
ONIMCAaHHOTO B IOAaHHOM HOOKYMeHTe, MWIM eI'o ¢parMeHTa. B Ipyrux
BapMaHTax OCYMeCTBJIEHUA IepBafd KJIETKa—X03AMH COIEPXUT IIepPBHU
BEKTOpP, COOepXallMi M[IOJMHYKJIEOTUD, KOOUPYKIWY TIKeJIyl Lelb WK
BaprabellbHYy 0O0JacTh TAXEJIOM LeNM aHTUTeJa, ONMCAaHHOTO B ITaHHOM
OOKYMEHTe, WM eI'o ¢parMeHTa, a BTopafd KJIeTKa—-XO034MH COLNEPXUT
BTOPOM BEKTOP, COIepXallMi I[IOJMHYKJIEOTUI, KOIUPYIIUM JeTKyl Lelb
i BapuabeJibHyI 00JlaCThk JIETKOM LUelM aHTUTeJla, OIMCAaHHOTO B
ODaHHOM IHOOKYMeHTe. B KOHKPETHHX BapMaHTax OCYIeCTBJIEHMAI TaKeJasd
uenb/BapuabesbHas oOJIaCTh TSXEJOM LelM DKCIPeCcCUpyeTcsa IIepBOH
KJIETKOM, acCCOLUUMMPOBAHHOM C JeTKOoM Lenbl/BapuadelIbHOM 00JIacTbio
JIeTKOM LienM BTOPOM KJIEeTKM, C oOpasoBaHMeM aHTuTeJla NpOoTUB LAG-3
(HanpuMep, LAG-3 uyeJjioBeKa), OIMCAHHOTO B IaHHOM IOOKyMeHTe. B
olpeneJyieHHEIX BapMaHTax OCYIleCTBJIEHUA B ODaHHOM OOKYyMEeHTe
npencTaBJieHa IIONYJIALMA KIEeTOK—X034eB, BKJKUaKmad TakKyn IIepBYD

KIIETKY—XO34VMHa VM TakKYyKR BTOPYK KIIETKY-XO3A4AVHa.

[00275] B KOHKPEeTHOM BapMaHTe oCymeCcTBJIEHUS B OaHHOM
IOOKYyMeHTe IIpelcTaBJieHa IIONyJIdUMsa BeKTOPOB, BRJOUAKMAS IIepPBHM
BEKTOP, comepxammi [IOJIMHYKJIEOTUI, KOOUP YU JIETKVYIO

lenb/BaprabelibHyD  00JIacTh  JIeTKOM IlelIM aHTuTeJla OpoTuB LAG-3
(HanmpuMep, LAG-3 4YeJlOBEeKa), OIMCAHHOTO B JaHHOM JIOKYMEeHTe, U
BTOPOW BeEKTOp, comepXxamuh IOJMHYKJIEOTUD, KOIVPYIOMUM  TSEKeJIYVIO
lenb/BaprabelibHyo  00JIaCTh TSXKEJION Lely aHTuTejJa OpoTuB LAG-3

(HanpuMep, LAG-3 uyeJjioBeKa), OIMCAHHOT'O B IOaHHOM IOKYMeHTE.
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[00276] s DBKCHOPEeCCUMM MOJIEKYJI aHTUTEJ, OIMCAaHHHX B JaHHOM
OOKYMEHTE, MOXHO MCIIOJIE30BATE MHOXECTBO BeKTOPHHX CUCTEM—XO3SIEB
BKCIpeCcCcun (cMm., HalpMUMep, nmatTedT CHA N 5807715, KOTOPHM
[IOJIHOCTBIO BKJIOUEH B HOaHHOe OIlMCaHMe B KaueCTBEe CCHBUIKM B IIOJIHOM
obreMme). TakKMe CUCTEeMH-X03deBa BSKCIPeCcCUuM IIpelcTaBJisginT cobomn
HOCUTEH, c IIOMOIILIO KOTOPEHIX MHTepecymue KoOoupyolmme
[IOCJIeOOBATEJIbHOCTY MOTYT OHRTH I[IOJIYUEHE M BIIOCJEINCTBUM OUMIEHEH,
HO TaKxe npelCTaBJIgT cobom KJIETKH, KOTOPEE MOTYT npu
TpaHCchoOpMalMM MJIM TpPaHCOEeKIMM COOTBETCTBYKIMMY  HYKJIEOTUIHEMA
KOIVPYOIMMA IOCJIeIOBATEJIbLHOCT AMU DKCIIPeCCUpPOBaTh MOJIEKYITY
aHTUTEeJIa, OIMCAHHYI B OAaHHOM OOKYMeHTe In situ. OHM BRJIOUAKT, HO
He OTpaHMUMBAKRTCH  WMU, MUKPOOPTaHW3MH, TakMe Kak OakKTepumu
(HanpuMmep, E. coli u B. subtilis), TpaHChOPMMPOBAHHEE

pexoMOuHaHTHOM JTHK OGaxTepuodara, mnasMupnHou ITHK wniImM BekTOpaMu

SKCIpeccun KOCMUIOHOM IOHK, coepxammuMm KoIoupyoume
[IOCJIENOBATEJIbLHOCTM  aHTUTEJI; OPOXKU (HanpuMep, Saccharomyces,
Pichia), TPaHCOOPMUPOBAHHEE PeKOMOMHAaHTHEMU OPOXKE BEIMU
BSKCIPEeCCUPYIUMA BeKToOpaMy, comepXxamymm Kooupympmme
[1O0CJIeDOBaTEeJIbHOCTHA aHTUTEJI; CUCTEeMEL KJIETOK HaCeKOMEBIX,

T/IH@_)T/[LI,T/IpOBaHHbIe BeKTOpaMM1 SKCIIpeCCHUNA peKOMGMHaHTHHX BUPYCOB

(HanpuMmep, BaKyJIOBUPYC) , comepxalue KOoOMpyomme
[I0CJIenOBaTEJILHOCTHU QHTUTE; CUCTEeME] pPacTUTeJIbHEIX KJIETOK
(HanpuMep, 3eJIEHHE BOIOPOCJH, Takue Kak Chlamydomonas
reinhardtii), VHOUILIMPOBAaHHEE BeKTOpaMu BKCIIPEeCCUN
PEKOMOVMHAHTHOTO BUPYCa (Hanpumep, BUPYCOM  MO3aMuKM  IIBEeTHOMU
KamyCcTH, CaMV; BUPYCOM MO3auKU Tabaka, T™V) MJIn

TpaHCOOPMMPOBAHHEIE BeKTOpaMM DKCIPeCCUM PeKOMOMHAHTHOM I1JIa3MUIH
(HaTipuMep, TJla3MUIOE Ti), comepxamye KoIMpyomye aHTUTEeJAa
IIOCJIeNOBATEJIEHOCTH ; W KJIe TOUHHE CUCTEeMEH MJIEKOTIU T AKX
(HanmpuMep, COS (Hampumep, COS1 wmmm COS), CHO, BHK, MDCK, HEK
293, NSO, PER.C6, VERO, CRL7030, HsS78Bst, Hela um NIH 3T3, HEK-
293T, HepG2, SP210 xjgerxku R1.1, BW, IM, BSCl, BSC40, YB/20 wu
BMT10), Hecymye  pPeKOMOMHAHTHEE  DKCIpecCHupyllre  KOHCTPYKLUM,
comepXallie IIPOMOTOPEH, IIOJIyUeHHHE M3 TeHOMa KJIeTOK MIeKONMUTAIMX
(HanmpuMmep, IPOMOTOP MeTaJIJIOTMOHEMHA ) WK us3 BUPYCOB

MJIEKONIUTAMMUX (HalopuMep, I[IO3OHUM [IPOMOTOP alleHOBMpyCa) IIPOMOTOP
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BUpyCa KOpOBbeM ocmnu 7.5K). B KOHKPETHOM BapMaHTe OCYMeCTBJIEHUI
KJIETKM IOJII DSKCIPeCcCUuM aHTUTeJl, OINMCaHHEEe B IaHHOM HOOKYMeHTe,
NpeICcTaBJAlT cobon kjgeTku CHO, Hanpumep kjaeTku CHO M3 CHUCTEMEH
CHO GS™ (Lonza). B omopenelieHHBX BapMaHTax OCYIECTBJIEHUA TaXeJasa
lens u/uiaM JerkKas lelb aHTuTesa, OIpooyuupyeMoTo kKJjeTkou CHO,
MOXET VIMEeTb N-KOHLIEBOM OCTaTOK TJIy TaMMHa W nJyTamara,
3aMeHeHHHM OUPOTJIyTaMaToM. B KOHKPEeTHOM BapMaHTe OCYIeCTBJIeHUS
KJIETKM HOJIS DSKCIPEeCCUuM aHTUTEJ, OIMCaHHEEe B IaHHOM HOOKYyMeHTe,
ONpeIcTaBJIAT CcoO0oM KJIEeTKM UYeJiloBeka, HalpuMep, JUHUM KJIEeTOK
UeJIoOBeka. B KOHKPEeTHOM BapMaHTe OCYWeCTBJIEHMHA BeKTOP BSKCIPpeCCUU
MJIEKOTIMTAKMETO IMpencTaBadeT cobom pOptiVEC™ wmiam pcDNA3.3. B
KOHKPETHOM BapMaHTe OCYIeCTBJIeHMsa OaKTepMallbHEE KJIeTKM, TaKue
kak FEscherichia coli, WM B32YKAPHMOTUYUECKME KJIETKM (HaOopuMmep,
KJIETKM MIEKOIUTAKIMX), OCOOEHHO OJf DKCIPEeCCUM MOJIEKYJE LeJIbHOT'O
PEKOMOMHAHTHOT'O AaHTUTeJla, MUCIOJB3YyRT IJSA DBKCIPeCCUUM MOJIEKYJIEL
PEKOMOMHAHTHOT'O aHTuTeJa. HalpuMep, KIeTKM MIEKOIUTaIMX, Takue
Kak KJIeTKM SAWYHMKa KUTarckoro xoMsaduka (CHO), B codyeTaHUMM C
BEKTOPOM, TaKMM KaK OCHOBHOM TIIPOMEXYTOUHEM pPaHHUM [IPOMOTOPHEM
3JIEMEHT T'eHa M3 LUTOMeTlaJIoBUpyCa UYeJIoBeKa, ABJfAeTcsa >0OeKTUBHOM

CUCTeMOM BKCIpeccuM nJjsa aHTuTes (Foecking MK & Hofstetter H

(1986) Gene 45) . : 101-5 wm Cockett MI et al., (1990)
Biotechnology 8(7): 662-7, KaxOuy M3 KOTOPHX BKJIOUEeH B IaHHOEe
onMcaHMe B KaueCTBe CCHJIKM B IIOJJHOM of0meMe). B onpelejIeHHBIX

BapMaHTax OCYIMeCTRBJIEHMS aHTUTeJla, OINMCAaHHEEe B IaHHOM IOKYMeHTE,
npomnyumpymoTrcsa kjgeTkamu CHO wmiam  kJjgeTkaMu NSO. B KOHKpeTHOM
BapMaHTe OCYIEeCTBJIEHMA BKCIPeCCUS OIMCAaHHHX B OaHHOM IOOKYMEHTEe
HYKJIEOTUIHHEX IIOCJIeIOoBaTeJIbHOCTEeN, KOOMPYIIMX aHTUTeJla, KOTOpPHEe
crielnpnUueCcKu CBA3HEBAKT LAG-3 (HanpuMep, LAG-3 yeJIOBeKa) ,
pPeryJupyeTcsad KOHCTUTYTMBHEIM IIPOMOTOPOM, MWHIOYLMOEJBHEM IIPOMOTOPOM
WV TKaHeCHeUMPUUHBEM IIPOMOTOPOM.

[00277] B ©OakTepMallbHEIX CHCTeMax pPHaO BeKTOPOB BKCIPEeCCHUM
MOXHO IIPerMyIEeCTBEHHO BHOMpPaAThL B 3aBMCHMMOCTM OT [IPMMEHEeHWSd,
nIpelHa3HaudeHHOTO s SKCIPpEeCCUpyeMom MOJIEKYJIH aHTUTEJIAa.
HampumMmep, KoI'la HeOoOXOOMMO IIOJIYUMTE OOJIBIIOe KOJMUECTBO TaKoTIo
aHTUTeJa, OJI9 COo3OaHuMda GapMalleBTUUECKMX  KOMIIO3ZUMUMUM  MOJIeKYJIH

aHTrTeJla, MOT'YT OHTH XeJlaTeJlbEHEL BEKTOPH, KOTOPERIE HallpaBJIAKT
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SKCHOPEeCCHI0 BHCOKMX VYPOBHEM MNIPOOYKTOB CJIMTOTO 0OeJika, KOTOpHe
JIETKO ouMmalnTcsa. TakuMe BEeKTOPH BKJIOUAKT, HO He OI'pPaHUuYMBAaKTCH
VMM, BeKTOp DSKchopeccum E. coli pUR278 (Ruether U & Mueller-Hill B
(1983) EMBO J 2 1791-1794), B KOTOpOM KoOupywola g
[IOCJIeOORATEJIbHOCTE aHTUTeJla MOXeT OHTH JIMI'MPOBaHa MWHIOMBUIOYAJBLHO
B BEKTOP B paMkKe C kojupykmel ofjacThkio lac Z, Tak uTo obpas3yeTcsd
CIUTHY ©6eJioKk; BekKToph PIN (Inouye S & Inouye M (1985) Nuc Acids
Res 13: 3101-3109; Van Heeke G & Schuster SM (1989) J Biol Chem
24: 5503-5509) m Tomy mnomoBHOE, BCEe M3 KOTOPHX BKJIOUEHH B OaHHBIM
OOKYMEHT IIOCPEIOCTBOM CCHUJIKM B IIOJIHOC oOBeMe. Hamnpumep, BeKTOPH
PGEX TaKxXe MOXHO VCIIOJIL30BAaTh oJs DKCIIPECCUN UyXEPOIHEIX
IIOJIMIIENITUIOR B BUIe OeJIKOB CJHAMAHMA C TJIyTaTUMOH-S5—TpaHchepas3on
(GST) . Kak mnpaBWJIO, TaKMe CJUTHe OeJIKM PpacCTBOPMMEL M MOTYT OBTH
JIETKO OUMIEHEl  OT JIMBUPOBaHHBIX KJIETOK nIyTeM azgcopbumm u
CBA3EBaHUA c MaTPUKCHEMU TpaHyJiaMu TJIYTaTUMOH—arapO 3k C
[IOoCJIeOyRIM 2JIOMPOBaAHMEM B I[NIPUCYTCTBMM CBOOOIHOTO TUIyTaTHMOHA.
BexTope  pGEX KOHCTPYUPYIOT Tak, UTOOH OHU BRJIIOUAJIN CanTH
pacllelljeHn g IpoTeas3son TpoMOMHAa W baxkTOpa Xa, UTOOH
KJIOHMPOBAaHHEIM NIPOOYyKT IeHa—MUIIEHNU MOT BEHICBOOOXIOATECA nu3
dpparmeHTa GST.

[00278] B cucTeMe HaCeKOMHX, HallpuMep, BUPYC  AOEPHOTO
nogusnposa Autographa californica (AcCNPV) MOXeT MCIIOJL30BATLCHS B
KauecTBe BeKTOopa IJA DKCIPeCCUM UYXepOOHHX I'eHOB. BuHMpyC pacTeT B
KJeTkax Spodoptera frugiperda. Komupywomas I[IOCJemoBaTeJIbHOCTD
aHTUTeJla MOXeT OBTb MHIMBUIYAJIEHO KJIOHMPOBaHa B HeCYIeCTBEHHHE
oByjacTu (HanpuMep, TeH TIOJMBIPMHA) BMPyCa WM TIOMENEeHH TII0J
KOHTPOJIb MpoMoTopa AcCNPV (Haopumep, OIpOMOTOpa MNOJMB3IOPMHA) .

[00279] B kJeTKax—X03geBaxX MIEKOIMTAMMX MOXHO MCIIOJIBL30BATDH
PA0 BMPYCHEX CUCTEM BKCIpecCuM. B cilydadx, KoI'la aJleHOBUPYC
VCIIOJIE3YIT B KauyeCTBE BeKTOpa 3KCIIPeCCUM, MIPeOCTaBJIAKIYIR MHTepecC
KOIVPYKIYK  [MOCJIeIOBaTeJIbHOCTE aHTUTeJa MOXHO JIUTUPOBATE C
KOMILJIEKCOM KOHTPOJIA TPAaHCKPUILUKY/ TPAaHCIIALUNA aleHOBMpPYyCa,
HalpuMep MMO3OHUM [IPOMOTOPOM u TPpexXCTOPOHHEN JIMOepHOM
IOCJIeIOBATEJILHOCTEID. 2OTOT XMMEPHHM T'eH 3aTeM MOXeT OHBTL BCTaBJIEH
B TeHOM aleHOBMPYCa IIYyTeM perKoMOMHaUMM 1in Vitro wiaM 1in Vivo.

BcTaBka B HeCyleCcTBeHHYID 00JIacTb BUPYCHOTO TI'eHOMa (HaopuMmep,
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oBjacTe El mim E3) nOpuBeOeT K IMNOJYUEeHMED PeKOMOMHaHTHOTO BUpPYCa,
KOTOPHM ABJIAETCA  XM3HECIOCOOHEM U criocobeH BKCIpecCUupoBaTh
MOJIEKYJIY aHTHUTeJla B MHOUUMPOBAHHEX XO03fgebBax (HalpuMmep, cM. Logan
J & Shenk T (1984). PNAS 81 (12): 3655-9, KOTOpPHM BKJIOUEH B
ODaHHOe onMcaHue IIOCPEenCTBOM CCREUIKMK B I[IOJIHOM obweMme) .
CreuudpuuecKre CHUTHaJBE MHULIMALUM TakKXe MOTYyT I[IoTpeboBaTbCAa OJIA
S0PEeKTUBHON TPAHCIHALUUM KOOIUPYIIMMX II0CJIeOOBATEJILHOCTEN BCTPOEHHEX
AHTUTEJI. OTUM CHUIHAaJBE BKJIOYAT UHULUIMKMPYIOMUY KoOOH ATG M CMEeXHBE
[IOCJIEOBATEJIBHOCTHA . Kpowme TOT'O, VHULUUPYOMMNNA KOIOOH LOOJIXEH
HaxoOuThLCId B dasze C paMKOM CUMTHBAHMA KeJlaeMOo¥ KOIOMpPYyIMen
[IOCJIeIOBATEJILHOCTM, UTOOH o0ecCHeuMTh TPaHCHIdLUMIO BCeM BCTaBKU.
3T 5BK30TEeHHHE TPaHCIAUMOHHLEE KOHTPOJIBHEE CHUITHAJIEL M MHUIUKPYIIKUE

KOIOOHE MOIT'YT MMEeTE pPasJIMYHOEe IIPOMCXOXIceHMe, KaK IIpMpPpOOHOe, TaK U

CYHTeTHUYeCcKoe. OSbOeKTUMBHOCTL DBKCIPEeCcCCHUM MOXeT OBTL IIOBHIIEHA
Iy TeM BKJIIOUEHU A COOTBETCTBYIIMNX BJIEMEeHTOB SHXaHCcepa
TPAHCKPUIILIUKY, TEepMUHATOPOBR TPAaHCKPUILIUM U T.n. (CM., HaIpuMmep, .,

Bitter G et al., (1987) Methods Enzymol. 153: 516-544, KOTOpPHM
BKJIOUEH B JaHHOe OIMCaHMEe B KadeCTBe CCHJIKM B IIOJIHOM OOBeMe) .
[00280] Kpome TOTO, MOXeT OHTEH BHOpPaH NTaMM KJETKU—XO349UHA,
KOTOPHM MOOYJIMPYET DSKCIPECCHI0 BCTABJEHHHX II0OCJIEeOOBaATEJIbHOCTEN
Wi  MomuouumupyeT m obpabaTHBaeT IIPOOYKT T'eHa  OlpelelIeHHHM
xeJjlaeMeM ofpasoM. Takue MoOAMOUMKALUMM (HAIpUMep, INIMKO3UJIMPOBaHNE)
¥ TPOLEeCCHMHI (HalopuMep, pacHeljieHue) ©OeJIKOBEX IIPOOYKTOB MOTYT
OHTBE BaXHEMM »OJIS OVHKUMM ©OeJika. PasJIMuHbBEe KIEeTKM—XO03sgeBa MMEKT
XapaKTepHEe U CHeluuMPUUecKre MexXaHM3MB IJA I[IOCTTPAaHCIALUMOHHOTO
npoliecca u MoouMpukaluuy OeJIKOB WM TI'€HHHX [OPOOYKTOB. llogxomdnme
KJIETOUHHE JIMHUM WJIM CUCTEMH-XO3g9eBa MOTYT OBTh BHOpPaHH OJI4
oBecrnieueHnd IpaBUJILHOM MOIMOUKALINN u IpolleCCHHTa
SKCIPEeCCUPOBAHHOTO UyXepoOHoTo ©Oejka. C 2TOM 1LeJbld MOTYT OHTH
VICIIOJIE30BAHE BYKaAPUOTUUECKHMe KIIETKM—-XO39eBa, KOTOpHe oO6JamarnT
KJIE TOUHEM MeXaHW3MOM nJis IpaBUJILHOM oBpaboTKu MIEPBUYHOTO
TPaHCKPUIITa, TJIMKO3MJIMPOBAHM A u bochopmUIMpPOBaHMUA TeHHOTO
nponykTa. Takue KIETKM—XO03geBa MIeKONIUTanIMX BKJIOYAKT, HO He
orpaHMumMpawnTca wMmu, CHO, VERO, BHK, Hela, MDCK, HEK 293, NIH
3T3, W138, BT483, Hsb78T, HTB2, BT20 wm T47D, NSO (kJeTouHasda

JIMHUSA MBIIMHOM MMeJIOMEL, KOTOpaA OSHIOOI'€HHO He IIpoaylMnpyeT HUMKaKUX
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leney uMMMyHOTJIOOyJIMHa), kJeTku CRL7030, COS (Hanpumep, COS1 wmiam
C0S), PER.C6, VERO, HsS78Bst, HEK-293T, HepG2, SP210, R1.1, B-W,
L-M, BSC1, BSC40, YB/20, BMT10 wm HsS78Bst. B olpeleJIeHHHX
BapMaHTax OCYWeCTBJIeHMA aHTuTesia OpoTuk LAG-3 (HanpuMmep, LAG-3
yeJiIOBeKa), OIMCAaHHEE B HOaHHOM IOOKYMeHTe, IPOOYyLUMPYITCS B KJIeTKax
MJIEKONIMTAlIMMX, TaKMxX Kak kJeTkm CHO.

[00281] B KOHKPETHOM BapMaHTe oCVyleCcTBJIEHUS aHTuTeJa,
ONMCaHHBE B IaHHOM OOKYyMeHTe, MMelT IIOHMXeHHOe coIaepXaHre OGOyKO3H
WM OTCYTCTBUEe coIepXaHusd OykKos3e. TakMe aHTUTeJla MOTYT OHTH

IIOJIYYEeHEL C MCIIOJIb 30BaHMeEM MeTOIONK, VM3BEeCTHEIX CllelINMaJIMCTy B

IaHHOM oBJjacTu TeXHUKN . Hanpumep, aHTHUTeJa MOTYT OBITE
SKCIPEeCCUPOBAHH B KJIeTKax, OeOUIIMTHEX WA  He  oBJaIalmux
CIIOCOBHOCTBEI (QYKOBUIMPOBATH. B  KOHKpPEeTHOM IIpMMepe  KJIEeTOUHHE

JUHMM C HOKayToM obomux ajuiener ol, 6—dpykosuiaTpaHchepass MOXHO
VICIIOJIE30BATE IOJIS TIOJIYyUeHMSa AaHTUTEJ C I[IOHWXEHHBM COJIepXaHUeEM
bykosel. Cucrema Potelligent® (Lonza) gBJjsgeTcsa OIPMMEPOM TaKoOM
CUCTEME, KOTOPYK MOXHO WCIIOJIE30BATE JIA I[IOJIYUEHUS aHTUTeJ C
[IOHW)XXEHHEM COIEPXaHMEM QYKO3H.

[00282] [Oid OIUTEJBHOTO IIOJIYYEHMS PeKOMOUMHAHTHEX OEJIKOB C
BEHICOKVMM BHXOIOOM MOT'YT OHTH I[IOJIYYeHH CTabMJIbHEE DKCIPEeCCUPYIINE
KJIeTKM. HanpuMmep, MOT'yT OHTbL CKOHCTPYMPOBAHHE JIMHUM  KJIETOK,
KOTOPEEe CTabMJIBHO BSKCIPECCUPYIT aHTUTEJIO NPpOoTUB LAG-3 (HalpuMmep,
LAG-3 deJIOBekKa), OIMCaHHOe B IJaHHOM IOKyMeHTe. B KOHKPETHHX
BapMaHTax OCYIEeCTBJIEHU A KJIeTKAa, nperncTaBJIeHHASA B OaHHOM
OOKYMEHTE, CcTabuJILHO DKCIIPEeCCUPYET JeTKYn lielb/BapradelIbHyo
00JIacTL JIETKOM LelM M TIKeJIyD lLelb/BapuadelbHyln o00JlacTh TaXKeJION
IIEIM, KOTOPHEE CBA3HBAKTCA C o0OpasoBaHMEeM aHTUTeJla, OIMCAHHOTO B

IJaHHOM IOOKYMeHTe.

[00283] B omnpeleJIeHHEIX acriekTax BMeCTO VCIIOJIE 30BaHU A
BEKTOPOB DKCIpPEeCcCcun, KOTOPHE comepxaT BUPYCHHE VCTOUHUKMU
perMKanmu, KJIETKM—X039eBa MOXHO TPaHCOOPMUPOBATH IHK,

KOHTpOHMpyeMOﬂ COOTBeTCTBYyKIIMMIM S2JIEMEHTaMIM KOHTPOJIA SKCIIpeCCHUHA

(HammpuMep, IIPOMOTOPOM, DHXAHCEPOM, mocjenoBaTesJIbHOCTAMA,
TEePMMHATOPAMU TPAHCKPUIILNWKY, CcauTaMy [IOJIMANeHMJIMPOBAHMA M T.O.) U
CeJIeKTHUBHEM MapKepoOM. Ilocye BBeIOeHUSd UYyKePOIHOM

IHK/ODOMMHYKJIEOTUIA CKOHCTPYUPOBAHHHE KJIeTKM MOTYT pacTu B
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TeueHre 1-2 CcyTok B oOoTameHHOM cpene, C IIocJelyllelr IIepecankon
Ha CeJIeKTHMBHYI cpely. CeJIeKTHUPYEeMHM Mapkep B pPeKoMOMHaHTHOM
wlasMmuoe IOpuaaeT YCTOMUMBOCTBL K CeJIeKUMM M II0O3BOJIAEeT KJeTKaM
CTabMJIBbHO MHTEIPUMPOBATH IJIasMMAY B MX XPOMOCOME M pacTH, obpas3yd
oyarym, KOTOpPHE, B CBOK ouepedb, MOT'YT OHBTb KJOHMPOBAHHE WU
Pa3MHOXEHH B KJIETOUHHE JIMHMM. 39TOT CIOCOO MOXeT IMIPpeVMyleCTBEeHHO
UCIIOJIL30BATLCS IOJIS KOHCTPYUPOBAHUS  KJIETOUHHX JIMHUM, KOTOpPHIE
BKCIPECCUPYRT aHTUTEeJIO HNpoTuB LAG-3 (HanpmuMmep, LAG-3 uyeJloBeka),
omnMcaHHOe B OaHHOM IOOKYyMeHTe, nIn ero bparMmeHT. Takue
CKOHCTPYMPOBAHHEE KJIETOUHHEE JIMHUM MOTYT OHTE OCOOEHHO II0JIe3HEH
IpM CKPUHMHIE U OlleHKe KOMIIO3UIMM, KOTOpHe IOIPAMO WJIM KOCBEHHO
B3aMMOIEMCTBYIT C MOJIEKYJIOM aHTUTeJa.

[00284] MoxHO WMCIOJIE30BaTH pPAI cCcucTeM oTOopa, BKJIKOYag, HO

He OT'PaHNUYMBAaACE STVIM, TUMVMIOIVHKMHA3y BHMpyCa IIpoCTOI'O reprlrieca

(Wigler M et al., (1977) Cell 11 (1): 223-32),
TUIIOKCaHTUMHI'YaHMHPOChopMbOo3MITpaHCchepasy (Szybalska EH &
Szybalski W (1962) PNAS 48 (12): 2026-2034) " T'eHEL

aneHuHpochopubozunTpaHchepas3s (Lowy I et al., (1980) Cell 22
(3): 817-23) B tk—, hgprt- mium aprt-xjerTkax, COOTBETCTBEHHO, BCe
M3 KOTOPHX BKJIOUEHH B IaHHHM OOKYMEeHT IIOCPEeICTBOM CCHUIKM B
nojHOM oBweMe. KpoMe TOT'O, YCTOMUMBOCTL K aHTHUMeTaBoJMTaM MOXEeT
OHITE MCIIOJIB30BaHa B KadeCTBe OCHOBH OJIA OTOOpa CJlelyllMxX I['eHOB:
dhfr, KOTOpHM IIpUIaeT YCTOMUMBOCTL K MeTOTpekcaTy, (Wigler M et
al., (1980) PNAS 77(6): 3567-70; O’Hare K et al., (1981) PNAS
78: 1527-31); gpt, KOTOPHM OpHIaeT YCTOMUMBOCTL K MMKOPEHOJILHOM
kucjgorTe (Mulligan RC & Berg P (1981) PNAS 78(4): 2072-6); neo,
KOTOPHEM HOpUIOaeT YCTOMUMBOCTL K aMMHOTJIMKO3MAy G-418 (Wu GY & Wu
CH (1991) Biotherapy 3: 87-95; Tolstoshev P (1993) Ann Rev
Pharmacol Toxicol 32: 573-596; Mulligan RC (1993) Science 260:
926-932 m Morgan RA & Anderson WF (1993) Ann Rev Biochem 62:
191-217; Nabel GJ & Felgner PL (1993) Trends Biotechnol 11(5):
211-5); wn hygro, KOTOpPHM MNpUOaAeT YCTOMUUBOCTE K TUIPOMUIINHY
(Santerre RF et al., (1984) Gene 30(1-3): 147-56), Bce U3
KOTOPEIX BKJIOUEHH B HOaHHHM OOKYMEHT IIOCPEONCTBOM CCHJIKM B IIOJIHOM
obremMe. MeToOnH, ofmen3BeCTHHE B obJlacTH TEeXHOJIOTUNA

pPekxoMOVHAHTHEX IOHK, MOTYT OBBIUHO IPYMEHATECS 0JIs BHIOOPA
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xejlaeMoT o  PeKOMOMHaHTHOTO KJIOHA, M TakMe MeTOOB  OIMCAaHH,
HanopuMep, B Ausubel FM et al., (eds.), Current Protocols 1in
Molecular Biology, John Wiley & Sons, NY (1993); Kriegler VN,
Gene Transfer and Expression, A Laboratory Manual, Stockton
Press, NY (1990) wu B 1mJnamax 12 u 13, Dracopoli NC et al.,
(eds.), Current Protocols in Human Genetics, John Wiley & Sons,
NY (1994); Colbére-Garapin F et al., (1981) J Mol Biol 150: 1-
14, KOTOpHE BKJIOUEHH B IaHHHM ITOKYMEHT IIOCPEeICTBOM CCHBUJIKM B
[IOJIHOM OOBeMe.

[00285] VYpoBHM BKCIPEeCCHMM MOJIEKYJIEI aHTUTeJla MOT'yT OHTHb
YBeJIMUEeHH C IIOMOmbBI BEeKTOPHOM aMImMdurkauuu (OJjs odszopa CM.
Bebbington CR & Hentschel CCG, The use of vectors based on gene
amplification for the expression of cloned genes in mammalian
cells in DNA cloning, Vol. 3 (Academic Press, New York, 1987),
KOTOpasa BKJIOUeHa B »OaHHOe OIMcaHue IIOCPedCTBOM CCHUIKM B IIOJIHOM
obweMe). Korma MapkKep B BEeKTOPHOM CHCTeMe, DSKCIpecCcHUupyllen
aHTUTeJIO, aBJIgeTCH aMILIMOUILINPY EMEIM, yBeJIMueHure YPOBHSA
MHTUOMTOPAa, IIPUCYTCTBYKIETO B KyJbType KJIeTKM-XO03aMHa, IIPUBEOeT
K YBeJMUEHMI  KOJIMUeCcTBa  KOIMM MapKepHOTO TeHa. [IOCKOJBKY
aMIIMOUIMPOBaHHaad o0JlacThk CBfA3aHa C T'€HOM aHTUTeJla, [OIPOOYKUMSI
aHTHUTeJla Takxe 0OymeT yBeJIMuMBaThcsa (Crouse GF et al., (1983) Mol
Cell Biol 3: 257-66, ©oTopasd I[OJHOCTLI BKJIOUeHa B IaHHOE
onMcaHMe IIOCPeInCTBOM CCBIJIKM) .

[00286] KieTka—-x034AMH MOXeT OHTb COBMECTHO TpaHCOMUMpOBaHa
OBYyMsS wJIM 0oJiee BeKToOpaMM SKCIPeCCUuM, OIMCAHHEMM B  ITAaHHOM
IOOKYMEeHTe, IIePBHM BeKTOP, KOIUPYINMM IIOJMUIISNTUI, I[IOJIYUEHHEM U3
TAXEJION Lelr, ¥ BTOPOM BEeKTOP, KOIUPYINMUY IOJUIIESNTUI, I0JIYyUeHHBM
us Jerkom - lenm. IBa BekTopa MOTyT comepXaTh UIeHTUUHLE
CceJIeKTHUPpYEeMEHe MapKeph, KOoTophe ofecleuMBalnT PaBHYD DKCIPEeCCHU
IOJIUIIEIITUIOB TIXEeJOM UM JIeTKOM  Lelu. KileTknu—-xo0349eBa  MOXHO
COBMECTHO TpPaHCOUMUMPOBATL PABJIMUHHMU KOJUUEeCTBaMM OBYX WMIM 0DoJiee
BEKTOPOB DKCIPEeCCUN. Hanpumep, KJIETKM—-XO03g9eBa MOTYT OHITE
TPaHCOUIMPOBAHH JIIOOBIM M3 CJeOyllMxX COOTHOIIEHUM IIepBOTO BeKTopa
DKCIIPEeCCUM M BTOPOI'O BEeKTOpa »kcropeccum: 1:1, 1:2, 1:3, 1:4,
1:5, 1:¢, 1:7, 1:8, 1:9, 1:10, 1:12, 1:15, 1:20, 1:25, 1:30,
1:35, 1:40, 1:45 wmim 1:50.
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[00287] AJIE TEPHATURHO, MOXHO  MCIOJIE30BaTE OIOMH BEKTOD,
KOTOPHM KOIMPYET U CHOCOBOeH BKCIPeCcCHPOBaATEL MNOJUIENTUIH Kak
TAXEJIONW, TaK M JIeTKOoM lLenlM. B Takux CUTyallMax JeTrKyl Ilelb
cilenyeT IIOMECTHTHL Iepen TsSKeJIOM lLenbkld, UYToOH wu3bexaTb M30BTKA
CBOOOOHOM OT TOKCMHOB TaxeJolm Lenu (Proudfoot NJ (1986) Nature
322: 562-565 m Kohler G (1980) PNAS 77: 2197-2199, xaxnoweli u3
KOTOPHEX BKJIOUEH B IaHHHM JTOKYMEHT IIOCPEeIOCTBOM CCHJIKM B IIOJIHOM
obweMe) . Komupyomme IIOCJEeNOBaATEJIBHOCTM OJIS TSXEJOM U JIeTKOM
eney¥ MoIyT BkJoUaTh KIHK miauM TedHoMHyil ITHK. BekKTOp BKCIPeCCUM
MOXeT OBTH MOHOLMCTPOHHBEM WM MYJbETUIMCTPOHHEM. MyJIbTUUMCTPOHHASA
KOHCTPYKUMSA HYKJIEMHOBOM KMCJIOTH MOXeT KoIoupoBaTt 2, 3, 4, 5, 6,
7, 8, 9, 10 mmm OoJyiee, WM B @1OManazoHe 2-5, 5-10 mmm 10-20
TEeHOB/HYKJICOTUIHHX IIOCJeloBaTeJIbHOCTel. HanpuMmep, OUIUCTPOHHAS
KOHCTPYKUMSA HYKJEMHOBOM KMUCJIOTE MOXeT CcoIepXaTh B CJelylleM
IopgaaoKe IIPOMOTOpP, IEepBHM TeH (HaopuMep, TSXeJIyD Ilelb aHTuTesa,
ONMCAaHHOTO B MOaHHOM OOKYyMeHTe) UM BTOPOM TeH U (HaopuMmep, JeTKY
LETb aHTHUTeJa, OIIMCaHHOTO B IOaHHOM  HOOKYMEHTEe) . B TaKOM
DKCIIPECCUOHHOM BEKTOpE TPaHCKPUIILM A oBomx T'eHOB MOXeT
YIOPaBJATBECSA IIPOMOTOPOM, TOoI'la Kak TpaHcagauusa MPHK w©m3 [epBOTO
T'eHa MOXEeT OCYWEeCTBJIATECH C IIOMOWBI K3II-3aBUCUMOTO MeXaHM3Ma
CKaHMpOBaHMA, a TpaHchadumsa MPHK M3 BTOpPOT'O T'eHa MOXET C IIOMOIBI
KBII-He3aBUCHMMOTO MexXaHM3Ma CKaHMpoBaHMA, HalpuMep, IRES.

[00288] Kak TOJIBKO MOJIeKyJla aHTUTeJa, OoIIMcaHHasgS B IaHHOM
IOOKYMeHTe, IIoJIyueHa pPeKoMOMHAHTHOM SKCIpeccHuey, oHa MOXeT OHTh
oummeHa JIOOBIM CIIOCODOM, M3BECTHHM B HOAHHOM 00JIaCcTM TEexXHUKM, IJIA
OUUCTKU MOJIEKYJIE VMMYHOTJIOOYJIMHA, HaIlpuMep, XpoMaToTpaduen
(HanpuMep, WoOHOOMeHHOM, abdMHHOM, B UYaCTHOCTM, C addMHHOCTBI K
KOHKPETHOMY AHTUTEeHY rmocye Belyka A u KaJIMOPOBOUHOM
XpoMaToTpadpuein) , LHeHTPUOYTHUPOBaAHMEM, nnbdepeHIMAJILHOM
PacCTBOPUMOCTB WM JIOOEM »OPYTMM CTaHIOAPTHEIM MEeTOIOM OUMCTKU
BenkoB. Kpome TOTrO, aHTUTeJa, OIMCaAHHEE B JaHHOM JIOKYMeHTe,
MOTYT OHITH CJINTH c T'eTepPOoJIO TUUYHEIMHA [IOJIUIIE NI T I HEMMI
[IOCJIENOBATEJIbHOCTAMM, OIMCAHHEIMM B IOaHHOM JOKYMeHTe, WIM OPpYI'VMU
criocobaMM, M3BECTHEMM B IaHHOM o0OJacTM TexXHUKM, IJa obJerdeHud
OUMCTKU.

[00289] B  KOHKpPeTHHX BapMaHTax OCYIEeCTBJIEHUA aHTUTeJIO,
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OIIMCaHHOEe B JaHHOM IOKYMeHTe, ABRJIAeTCS BHIOESJEeHHHM WMJIM OUMIIEeHHEM.
OBLUHO BHIOEJIEHHOE aHTUTEeJIO IIPpenOcTaBJigeT cobo¥ aHTUTeJIO, KOoTopoe
1o CYIEeCTBY He COOEPXUT OIPYyTUX AHTUTEJI C AHTUTeHHOM
CIHeUMOUUHOCTRIO, OTJIMUHEIX OT BHIOEJIEHHOTO aHTuTeJla. HalpuMmep, B
KOHKPETHOM BapMaHTe OCYMeCTBJIEHUS IpernapaT aHTUTeJla, OIMCAHHHM B
OaHHOM JIOKYyMeHTe, IIO CYUWeCTBY He COOEPXUT KJIeTOUHOI'O MaTepuala
U/ WM XMMHUYUECKUX [IpellleCTBeHHMKOB. BHpakeHMe «IO CYIecTBY He
COOEepPXUT KJIETOUHOTO MaTepualla)» BKJUaeT IIpelapaTH aHTUTeJa, B
KOTOPHX AaHTUTEJIO OTIOeJIeHO OT KJEeTOUHEX KOMIIOHEHTOB KJIETOK, U3
KOTOPHX OHO BHIOEJIEHO WM IIOJIYUEeHO PeKOMOMHaHTHEM crocotoM. Takum
oBpa30oM, aHTUTEeJIO, KOTOopOoe IO CYINeCTBY He COINEPXUT KJIETOUHOTO
MaTepMalla, BKJKUYaAeT IIpelapaTH aHTUTeJla, WMeKlMe MeHee YeM OKOJIO
30%, 20%, 10%, %, 2%, 1%, 0,5% wmwmm 0,1% (1o cyxoMm Macce)
TeTepoJioTMueckoro ©OeJjika (TakXxe Ha3HBaeMHlM B HTaHHOM OOKYMeHTe
«3aTrpA3HAI0IUM BeJIkoM» ) n/nnm BapMaHTH aHTHTeJIa, HaopuMep,
PasJIMUHEE IIOCTTPAHCIALMOHHEE MOIMOUIIMPOBAHHEE QOPMEl aHTUTEJA WU
OIpyTMe pPas3HBE BapMaHTH aHTUTeJa (HaopuMep, OparMeHTH aHTUTela) .
Korma aHTUTEeJIO IMoJydarnT pPekKOMOMHaHTHHM CIIOCOOOM, OHO TakKXe, Kak
OpaBUJIO, IO CYIEeCTBY He COOepXUT KyJbTypaJlbHOM Cpelb, TO eCThb
KyJIbTypaJlbHad cpela CoCTaBJIIeT MeHee ueM okoJjio 20%, 10%, 2%, 1%,
0,5% mmm 0,1% oT ob6bemMa OeJIKOBOTO IpenapaTa. Korga aHTHUTeJO
[IOJIy4yalnT XUMUUECKMM CHMHTE30M, OHO, KaK IIpaBMJIO, IIO CYyIeCTBYy He
COOEPXUT  XUMUUECKMX IIpellleCTBEeHHUMKOB WM OPYTUX  XUMUUECKUX
BemeCcTB, TO €CTb OHO OTIEJIEHO OT XMMUUEeCKUX [IpellleCTBEHHUKOBR WIIN
IPYTUX XVMMUECKMUX BemMeCcTB, KOTOPHE Yy4YacTBYKT B CHHTese OeJika.
CoOTBEeTCTBEHHO, Takue IpelapaTH aHTUTeJla CcoIOepXaT MeHee UeM
okoJio 30%, 20%, 10% wmim 5% (o cyxoMm Macce) XVIMMUECKUX
IpenmeCcTBEeHHUKOB WJIM COeIMHEeHMM, OTJIMUHHX OT IIpelcTaBJIgnmero
VHTEepeC aHTUTeJla. B KOHKPEeTHOM BapMaHTe OCYIEeCTBJIEHMSA aHTUTeJa,
OTIMCaHHHE B OaHHOM OOKYMEHTe, ABJIFITCS BHIIEJIe HHEIMMA WIIN
OUMIEHHEIMMA .

[00290] AHTHUTeNla WIM UX QpPaTrMeHTH, KOTOPHE CIeUUPUUIECKHU
CBA3EBawTCA C LAG-3 (HanpmuMep, LAG-3 UeJIOBEKa), MOXHO IIOJYUMUTH
JIIOOEM  M3BECTHHIM B OaHHOM o0B6JlacTM CIOoCcOoOOM CHMHTEe3a aHTUTeJ,
HalpuMep XUMMUYE CKUM CUHTE30M W MeToIaMu PEeKOMOVHAHTHOM

SKCIIpeCClH1N . MeTOomnE!, OIIMCaHHEIE B ITaHHOM ITOKYMEHTeE, MCIIOJIBE 3YKT,
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ecM He yKaszaHO MHOe, OOMeNpMHATEE MEeTOHOE B  MOJIEKYJISPHOM
BMoJIOTUM, MUKPOOMOJIOTMM, TeHeTHUYeCKOM aHajluze, pPeKOMOMHaHTHOM
IOHK, opraHmMyeckom xummuu, OmoxmumMmm, IIIIP, CHMHTe3e ¥ MOOIMOMKALIUM
OJIMTOHYKJIEOTUIOB, TIMOPUIM3ALUM HYKJIEMHOBHEHX KMCJIOT W  CMEXHEX
oBJjacTax B Ipenejax OaHHOM o6JlacTM TexXHUKM. OTU MEeTOIUKU
OIMCaHBl, HaIpMUMep, B CCHUIKax, LUUTUPYEMEX B IaHHOM IOKYMeHTe, U
[IOJIHOCTBLI0 OOBACHEeHH B JUTepaType. CM., HalpuMmMep, Maniatis T et
al., (1982) Molecular Cloning: A Laboratory Manual, Cold Spring
Harbor Laboratory Press; Sambrook J et al., (1989), Molecular
Cloning: A Laboratory Manual, Second Edition, Cold Spring Harbor
Laboratory Press; Sambrook J et al., (2001) Molecular Cloning: A
Laboratory Manual, Cold Spring Harbor Laboratory Press, Cold
Spring Harbor, NY; Ausubel FM et al., Current Protocols in
Molecular Biology, John Wiley & Sons (1987 wm  exXeTOIHEHEe
oBHOBJIeHUs) ; Current Protocols in Immunology, John Wiley & Sons
(1987 um exeromHble oOHOBJeHMA) Gait (ed.) (1984) Oligonucleotide
Synthesis: A Practical Approach, IRL Press; Eckstein (ed.)
(1991) Oligonucleotides and Analogues: A Practical Approach, IRL
Press; Birren B et al., (eds.) (1999) Genome Analysis: A
Laboratory Manual, Cold Spring Harbor Laboratory Press, Bce u3
KOTOPHX BKJIOUEHH B MHOaHHBM HOOKYMEHT I[IOCPEelNCTBOM CCHUIKM B IIOJIHOM
oOweMe.

[00291] B KOHKPETHOM BapMaHTe OoCVyleCcTBJIEHUS aHTUTEJIO,
ONMCaHHOe B IaHHOM IOKYMeHTe, IpelcTaBJiseT CcoOOM aHTUTEJO
(HamipuMep, peKoMOMHaHTHOE aHTUTEJIO) , [IOJIy4YeHHOeE,
SKCIPEeCCUPOBAHHOE, CO3IOaHHOE WJIM BHIEJIEHHOe JIOOBIM CIIOCOBOM,

KOTOpBIIZ BRJIDUaeT CO3IOaHMe, HallpvMMep, IOCpeICTBOM CHMHTES3a, TeHHOM

UHXeHepuM IocjemoBaTesibHOCTeM  ITHK. B oIpeneJyieHHEX BapuaHTax
OCYIeCTBJIEHN L Taxkoe QHTUTEJIO COOEPXUT [I0CJIeDOBaTEeJIbEHOCTH
(HanmpuMep, IIOCJIEOIOBRATEJILHOCTU IOHK MJin AMMHOKMCJIO THEIE
[IOCJIeNOBATEJILHOCTH) , KOTOpPHE B rpupone He CYIIEeCTBYIT B
peliepTyape 3apOOHIMeBON JIMHUN aHTUTEeJa KMBOTHOTO WMJIn

MJIEKOIIMTaKmMero (HaopuMmep, dYeJloBeKa) 1in vivo.
[00292] B oHmOHOM acIekTe B IaHHOM JOKYMeHTEe I[IpeIcTaBJIEH
crioco® IIOJIyYeHMS aHTUTeJa, KOTopoe CIeludUUeCKM CBA3HBaeTCHd C

LAG-3 (HampuMep, LAG-3 d4eJjioBeKka), BKJIOUAKIMIM  KYJIbETUBMPOBAaHMUE
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KJIETKM WU KJIEeTKM—X0O34AMHa, OIMCAHHEX B OaHHOM IOKYMeHTe. B OIOHOM
BapuaHTe OCYHmeCcTBJIEHUS CHOCOO BHIIOJHAT In Vitro. B olpenejieHHOM
acCIeKTe B MHOaHHOM IOOKYMEHTe IMPenJIOKeH CIOoCOoO IMOJIyYeHMA aHTUTela,
KOTOpOe  ClIeuudpmueckKkM CceBAsbBBaeTcad ¢ LAG-3 (HanpuMep, LAG-3
yeJIOBEKA) , BKJIIOU AN SKCIPECCUR (HanpuMep, PEKOMOMHAHTHYIO

SKCHpeCCMIO) aHTuTeJla C MCIIOJIE30BaHMeM KIIETKM WMJIM KIIETKM—-XO34MHa,

OIIMCAaHHEIX B IJaHHOM JOKRYMeHTe (HaanMep, KJIeTKa mJin KRJIeTKRa—
XO34MH, coepXxammnx IIOJIMHYKJI€O TV IOEL, KoIompyKomme AHTUTEeJIO,
OIIMCaHHOe B IJaHHOM ,JIOKyMeHTe) . B KOHKPETHOM BaplaHTe

OCYyMeCTBJIEHMS KJIeTKa I[IpeldcTaBJjgeT CcoBoM BHIOEJEHHYID KJIeTKy. B
KOHKPETHOM BapMaHTe OCYIEeCTBJIEHUSA 3K30TEHHHE IIOJIMHYKJIEOTUOH ORI
BBEIOEHE B KJEeTKYy. B KOHKPETHOM BapMaHTe OCYMeCTBJIEHUS CIOCOo0
OOIOJIHMTEJIBHO BKJIUAET CTaIMiK OUMCTKUM aHTUTeJa, IIOJYUYeHHOTO U3
KJIeTKM MJIM KJIeTKN—-XO3SAMHAa.

[00293] Croco®H OOJYYeHMS IIOJIMKJIOHAJLHEX aHTHUTeJI M3BEeCTHH B
ODaHHOM 00JlacTM TEeXHUKU (cMm., Halpumep, rjJaBy 11 B: Short
Protocols in Molecular Biology, (2002) 5th Ed., Ausubel FM et
al., eds., John Wiley and Sons, New York, KOTOPHM BKJIOUEH B
OaHHOE OIMCaHMe B KaueCTBe CCHJIKM B IIOJIHOM OOBeMe) .

[00294] MOHOKJIOHAJIBHEE aHTHUTeJa MOI'YyT OHTB IIOJIYUEeHH C
MCIIOJIb30BaHMEM mMPOKOTO CIeKTpa MeTOIMK, WM3BEeCTHHX B ITaHHOM
0BJlaCTM TexXHMKM, BKJOUAS MCIOJb30BaHMe TexXHOJOTUM TUOPUIOMHOM’,
PeKOMOMHAHTHOM M (aroBOM MHIMKALMM WIM UMX KoMOMHauuM. Hampumep,
MOHOKJIOHAJIbHEIE aHTUTeJla MOTI'yT OBTE I[IOJIydeHH C MCIOJIb30BaHMeEM
TUMOPUOOMHEIX MEeTOHOOB, BKJIOUas Te, KOTOPHE M3BEeCTHH B OaHHOMU
oBJacTM TexXHUKM WM OIMCAaHE, HamnopuMmep, 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),

KaxOoell U3 KOTOPEHX BKJIOKUEH B IOTaHHOE OIIMCaHMe B KadeCTBe CCEJIKM B

IIOJIHOM obweMe. VcrioJis BVGBM:IIZ B IJaHHOM ITJOKYMeHTe TEePMIMH
KMOHORJIOHAJIEHOE AHTUTEIIO» He OTpaHMnMYMBaeTCA aHTHTeJIaMI1,
ITIOJIYY e HHEIM C ITOMOIIBIO PM@pMHOMHOﬁ TEeXHOJIOTUN . Hanpyﬂvlep,

MOHOKJIOHAaJIbEHEE aAHTHUTEeJIa MOIT'YT OHTH IIOJTYYEeHEI peKOMGMHaHTHO ns
KJIETOK—X0O34€eB, SK30T'€HHO OSKCIIpeCCHpPpyIMX aHTMTeJIo, OIlMCaHHOE B

IJaHHOM IOKYMeHTe, WJIM €TI0 (bpaI‘MeHT, HallprMep, JIeT'KYyI Lellb I/I/I/LJ'H/I
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TOKEJIYD Iellb TaKoT'o aHTUTeJa.

[00295] B KOHKPEeTHHX BapMaHTax OCYIEeCTBJIEHMS MOHOKJIOHAJIbHOE
QHTUTEJIO, KaK MCIOJIB3YeTCHd B ITaHHOM HOOKYMEHTe, IIPelCTaBJISgeT
codbom aHTUTeJIo, IponoyumpyemMoe OIOHOM KJIeTKOM (HanpuMep,
TUOPUIOOMOM MM KJIETKOM—XO3AMHOM, [IpOoOyLUMpyolel pekoMOVMHAaHTHOEe
AHTUTEJIO) , IIpMUYEeM aHTUTeJIO CIeluuduuecky CBA3bBaeTca C LAG-3
(HanpuMep, LAG-3 dJeJIoOBeKa) Kak oIpeleJleHO, HalpuMep, C IOMOULIO
ELISA wmiM »Opyroro aHaliM3a aHTUIeHCBA3BBaKIEeI'O WJIM KOHKYPEHTHOIO
CBASHBAHMSA, M3BECTHOTI'O B IaHHOM o00JlacTM WM B IPUBEIOEHHEX B
IOaHHOM IOKYyMEeHTe IpHMepaxXx. B KOHKPETHEX BapMaHTax OCYIeCTBJIeHUA
MOHOKJIOHAaJIbHOE AHTUTEJIO MOXeT NIpenCcTaBJATh cobou XUMEPHOE
AHTUTEJIO WM TYMaHM3MPOBAHHOE AaHTUTEJIO. B OIpelesIeHHHX BapMaHTax
OCYIEeCTBJIEHUA MOHOKJIOHAJIEHOE AHTUTEJIO IpencTaBJIAEeT cobomn
MOHOBAJIEHTHOE AHTUTEJIO VIV MHOTOBAJIEHTHOE (HanmpuMep,
IBYXBAJIEHTHOE) AaHTUTEJIO. B KOHKPETHEX BapMaHTax OCYIEeCTBJIEHUA
MOHOKJIOHAJILHOE aHTUTEeJIO IOpelcTaBJjigeT coboM MoHOcHeUuudprUUuecKoe WIN
MyJIE TUCIIeIUIUUIECKOE AHTUTEJIO (HanpuMep, OucrnendmUUIeCcKroe
aHTUTEJIO) . MOHOKJIOHAJIb HEIE aHTUTeJa, OTIMCaHHHE B OaHHOM
OOKYMEHTEe, MOT'YyT OBTH IIOJIYUEeHBl, HallpuMep, IUOPUIOMHEM CIIOCOOOM,
Kak omnmcaHo B Kohler G & Milstein C (1975) Nature 256: 495,
KOTOPHEM BKJIOUEH B IaHHOe OIMCaHMe B KauecTBe CCHJIKM B IIOJIHOM
oBBbeMe, WM MOTYT OBTL, HallpMMep, BHIOeJIeHH M3 (aroBHX OUOJIMOTEK,
HalpMuMep, C MCIOJIb30BaHMeM OIIMCAaHHHX B JaHHOM OOKYMEHTe MEeTOIMUK.
Ipyrue CITIOCOOH MIOJIYYEeHU S KJIOHAJIb HEIX KJI€ TOUHEIX JIMHUM u
DKCIPECCUPYEMEX MMM MOHOKJIOHAJIBHHX aHTUTEeJ XOPpOolWlo WM3BECTHH B
ODaHHOM o00JlacTM TexXHUKU (cMm., HalpuMmep, rJjJaBy 11 B: Short
Protocols in Molecular Biology, (2002) 5th Ed., Ausubel M et
al., Bome).

[00296] CrnocofOH TOJYUEeHUS M CKPMHMHI'A CIHeUMOUUECKMX aHTUTEI
C MCIIOJIb30BaHVeM I'HMOPUIOMHOM TexXHOJIOTUM ABJILITCS CTAaHIAPTHHEMMY U
XOPOomoO  M3BEeCTHH B OaHHOM oBjlacTu  TexXHUKHU. Hanpumep, npu
TUOPUIOOMHOM CIiocofe MBI WM OPpYT'Oe IIOOXOLAllee XMBOTHOE—XO3AMH,
Takoe KakK OBIla, KO3a, KPOJIMK, KpEICa, XOMSAK WJIM MakKaka,
VMMYHUSUPYIOT OJS BHSABJIEHMS JMMQOLUTOB, KOTOPHE IIPOOYLMPYIRT WM
CIIOCOOHEH NpOoOoyLUMpOBaTh aHTUTeJa, KOTOPHE creumnpmuueckKm

CBA3EBATCA C OeJIkoM (HanmpuMep, LAG-3 (HanpmmMep, LAG-3
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yeJioBekKa) ), VICIIOJIb 3y EMEIM oJis VIMMYHUBaLIUN . AJIETEPHATUBHO,
JIVMOOLMTE. MOTYT OBTH MWMMYyHM3UPOBAHH I1In VvVitro. 3areM JMMOOIIMTEH
CIIMBaKT C KJIeTKaMyM MUEJIOMEL C MCIIOJIb30BaHMEM IIOOXONAMETO al'eHTa
CIIMSAHMA, TaKoT'o KaK IIOJMBTUIIEHIJIMKOJEL, IOJA oO0pa30BaHMUA KJIIETKU
TubpunoMel (Goding JW (Ed), Monoclonal Antibodies: Principles and
Practice, pp. 59-103 (Academic Press, 1986), KOTOPHM BKJIOUEH B
IDAaHHEM IOOKYMEHT B KaueCTBe CCHJIKM B IIOJJHOM of6beMe) . Kpome ToOTO,
OJI9 MMMYyHM3alMM XMBOTHOTO MOXeT OBTE MCIOJb30BaHa MeTooMkKa RIMMS
(IOBTOPHAaa MMMyHM3alLMag HeCKOJbKMX canTor) (Kilpatrick KE et al.,
(1997) Hybridoma 16:381-9, koTopas BKJOUeHa B OaHHOe OIMCaHMue B
KaueCTBe CCHJIKM B IIOJIHOM OOBeMe) .

[00297] B HeKOTOPHX BapMaHTax OCYIEeCTBJIEHUSI  MBIIU (1M
IpyTMe XWMBOTHEE, TakMe KakK KpPBCH, o00Oe3bsaHE, OCJE, CBWUHBM, OBIEH,
XOMSAKMU VI cobakm) MOTYT OBEITH VIMMYHU3UPOBaHE AHTUTEeHOM
(HanpuMep, LAG-3 (HanpuMep, LAG-3 ueJiOBeKka)) M  OIOHOKpPAaTHO
OoOHapPYXMBAT MVMMYHHEM OTBET, HalpuMep, aHTUTeJla, ChOelUuMOUUHHEe IJI4
aHTUI'eHa, OOHAPYXMBAKT B CHBOPOTKE MHIM, COOMpAaKwT CeJIe3eHKY MBI
n BHIOEJISAT CILJIEHOLIVTHI . CILJIEHOLMTH 3aTeM CIIMBanT XOPOIIO

M3BEeCTHEMA criocobamMm C JIOBEIMU IO IO XO O AIVIMIA KRIJIeTKaMM1 MIMeJIOMEIL,

HalpuMep KJIeTKaMu us3 JIMHUN KJIETOK SP20, OOCTYIIHEIMU nu3
AMEPMKAHCKOM KOJJIEKLUMM THUIIOBHX KyJbTyp (ATCC®) (MaHaccac, mTarT
BupruHusa) , ojsa ofpasoBaHUA  I'MOPUIOM. T'mbpunomel oTOMpanT U
KJIOHUPYIOT nyTeM OTPAaHNUYEHHOTO pasBeneHnd. B onpeneJIeHHEIX

BapmMaHTax OCYIEeCTBJIEHU A JIMMbaTUUECKIUE Y3JE  MMMYyHU3UPOBAaHHBIX
MBIIEM COOMpalnT M CAMBAT C KJIeTKaMM MueJioMmbel NSO.

[00298] IlojydyeHHHEe TakuM 0Opa30oM KJIeTkM IUOPUIOME BHCEBAIT
u BEIPAIMBAKT B IIoOxonamen KYJIbTYypaJlbHOM cpene, KoTOpada
NPenrnouTUTEJILHO CONEePXUT OIHO WU DoJiee BeIleCTE, KOTOPHE
MHTUOUPYIOT POCT WJIM BHXXMBAHME He CJMTHX KJIETOK POIUTENLCKOM
MM EJIOMEHI. Hanpuwmep, ecnmn B KJIeTKax POINTEJILECKOM MM EeJIOMEL
OTCYTCTBYET bepmMeHT TUIIOKCAHTUH-TYyaHVH—pochopmubos3muITpaHchepaza
(HGPRT wmam HPRT), KyJbTypalbHad cpela Oad TUudtpuaoM OOBUHO
BKJIOUAET TIUIIOKCAHTUH, aMMHOITEPMH M TUMMUIMH (cpena HAT), KOTOpPHE
npendarcTeyioT pocTy HGPRT-medUMUUMTHEIX KJIETOK.

[00299] B KOHKPETHBEX BapMaHTax OCYIEeCTBJIEHUS MCIIOJb3YITCH

KRIIETKMU MIMeJIOMEIL, KOTOPHE 9®®GKTMBHO CJIMBarwnTC4Ad, IIoOOoepXmMBaKnT
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CTaOMJIBHY® IPOOYKIMI aHTHUTEJ Ha  BBHCOKOM YPOBHE  BHOpPaHHBMMU
AHTUTEJIONPOOYLIUPYIRIMMM KJIETKaMM W UYYyBCTBUTEJILHH K cCpelle, Takou
Kak cpema HAT. CpenoM 92TUX JMHUM KJIETOK MUEJIOMEl MMETCS JVHUU
MMEJIOMEL MHIIY, TakKMe KaK JMHUA KJIeTok NSO WM JIMHUK, I[IOJIYUEeHHHE
13 onyxoJjen wemey MOPC-21 m MPC-11, KOTOpHE MOXHO IIPUOBPEeCcTU B
ITeHTpe pacopenejgeHus kJjJeTok Salk Institute, Can-Iuero, mTar
Kamupopumusa, CIA, u xJeTku SP-2 wmiam X63-Ag8.653, HOOCTyIHEE U3
AMEPUMKAHCKOM KOJIJIEKLUUM TUIIOBHX KYJLTYP, POKBUIL, MmTaT MspuJieHIH,
CHA. JIMHMM KJIETOK MHUEJIOMEl UeJIOBeKa M I'eTepPOMMEeJIOMEl MEIM—-YeJIOBekKa
TaKxe OBLIIN OTIMCaHE oJs [IOJIy4YeHU q MOHOKJIOHAJIB HEIX AHTUTEI
yejioBeka. (Kozbor D (1984) J Immunol 133: 3001-5; Brodeur et
al., Monoclonal Antibody Production Techniques and Applications,
pp. 51-63 (Marcel Dekker, 1Inc., New York, 1987), Kxaxowy u3
KOTOPHX BKJIOUEH B JIaHHOE OIMCaHMe B KaueCTBe CCHJIKM B IIOJIHOM
oBBeMe) .

[00300] KynbTypalbHy  Ccpeny, B KOTOPOM pacTyT KJIEeTKU
TUOPUIOOMEl, aHalIM3VPYKT Ha IPOOYLMPOBaHME MOHOKJIOHAJIBHBIX AaHTUTE],
HalpaBJIEHHEIX NIPOTUB LAG-3 (HanpuMmep, LAG-3 JeJjioBeka) .
CrieuM@UUHOCTE CBA3BBaHMA MOHOKJIOHAJIBHEIX aHTUTEJI, [IPONYLUPYEMBIX
KJeTKaMy TUOPUIOOME, OINpelesigiT crnocobamMu, W3BECTHHMM B ITaHHOM
oBJjlacTu  TeXHUKH, HanpuMep, KVMMYHOIpeuUMIMTauuMer WX  aHaJIM30M
CBABHBaHMA 1n Vitro, TakMM Kak palIloOMMMyHOaHAaJIn3 (RIA) NI
bepPMEeHTHEM MMMYHOCOPOEeHTHHM aHasm3 (ELISA).

[00301] Ilocyge TOTO, Kak OyIoyT MIEHTUOULMPOBAHE KJIETKU
TUOPUOOME, KOTOPHE MIPOOYUUPYIOT aHTUTeJla XeJaeMOoM CcIelUUMdUuUuHOCTH,
addPMHHOCTM U/MIM aKTUBHOCTM, KJIOHE MOTYT OHTL CYOKJIOHMPOBAHEH
IyTeM OTPaHMUYEeHMA IMIPOoLenyp pas3BelleHMSA W BHpAalleHH CTaHIapTHEMU
MeTomamMu (Goding JW (Ed), Monoclonal Antibodies: Principles and
Practice, Bmme). IoOxomdmye KyJbTypaJbHHE Cpens IJS DToM lLeJu
BKJIOUAKT, HanpumMmep, cpeny D-MEM wimm RPMI  1640. KpomMe TOTO,
KJIEeTKM TIMOPUIOOMEL MOT'YT OHTE BHPANEHH In Vivo B BUIE ACLUTHHX
OIIYXOJIEM Y XMBOTHOTO.

[00302] MOHOKJIOHAJILHEIE AaHTHUTEJa, CeKpeTUpyeMeHe CYOKJIOHaMU,
COOTRBETCTBYIMM oBpa3oM OTHEJIAIT oT KyJIbTypaJib HOM CpenHl,
ACLUMTHOM KMIOIKOCTM MWMJIM CHBOPOTKM C IIOMOmBLI OOBUHHX OIPOLEeayp

OUMCTKM MMMYHOIUIOOYJIMHA, TakKMX Kak, HallpVvMep, XpOMaTOPpaCDI/IH Ha
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Bejiok A-cedpapose, IMAOPOKCUIIAIaATUT, I'eJib—2JIeKTpodopes, IOUaJin3s WIn
addmMHHaag xXpoMaTorpadmsa.

[00303] AHTMTeJIa, OIMCAHHHE B @»OaHHOM »OOKYMEHTe, BKJIOUAT
bparMeHTH aHTUTEJ, KOTOPHE pacrosHawnT crieumMdmUueCcKuUm LAG-3
(HanpuMep, LAG-3 dYeJloOBekKa) M MOTYT OBTH IIOJIYUEeHH JIOOBM CIOCOBOOM,
MB3BECTHEIM ClHelraJucTaM B OaHHOM o6JacTu TexHMKM. Hamnpumep,
dparmMeHnTEl Fab u F(ab’)2, oIMcaHHEE B OaHHOM IJOKYMeHTEe MOTYT OHTH
IIOJIYUeHE oyTeM IPOTEOJIUTUUECKOT O pacmenjeHmns MOJIEKYJI
VMMYHOTJIOOYJIMHa C MCIOJb30BaHMEM (QEepMeHTOB, TaKMxX kKak IallauH
(ojsg [noJiydyeHrsa  QParMeHTOB Fab) WMJIM  IIelICUH (OJis [OOoJIydeHMuS
bparMeHnTOB F(ab’)2). OdparmMeHT Fab cooTBeTCTBYeT OOHOMYy M3 IBYX
MIOEHTUUYHHX IIJIeY MOJIEKYJIE aHTUTeJla M COIEePXUT IOJIHYID JIETKYK ILEelb
B Iape ¢ pgoMeHamu VH wu CH1 Taxejgo¥ uenm. OparMeHT F(ab’):
COIEepPXUT oBe AHTUTEeHCBA3HEBaKIMe BETBU MOJIEKYJIE aHTUTeJa,
CBA3aHHEEe IUCYJLOUIHHMMY CBA3AMM B MAPHUPHOM OOJIacTH.

[00304] Kpome TOTO, aHTHUTEJa, OIMCAHHEE B JIaHHOM JOKYMeEHTE,
TakKXe MOTYT OBTBH IIOJYyUYeHH C MCIOJb30BaHMEM pPas3JIMUHEX CIOCODOB
baroBoTrOo IMCILIeS, M3BECTHHX B HOaHHOM 006JacTM TexXHUKM. B crnocobax
baroporo nOucried OQYHKUMOHAJIBHEIE IOMEHE aHTUTEJI OToOpaXawnTCcsd Ha
[IOBEPXHOCTHU daroBHX JyacTull, KOTOPHE HEeCyT KOoIUpyoime UX
[IOJIMHY KJIEO TUIHEE [IOCJIeOBaTeJIbHOCTH . B YaCTHOCTH,
nmocjyiemoraTesibHOCTM [IOHK, komupywomMe noMeHuH VH m VL, aMimmOULIMPYIOT
n3 6ubmmoTrek KIHK XMBOTHHX (HaopuMep, ©OmbamoTek kIHK nopaXeHHHX
TKaHeM ueJioBeka wmiIM wMemy) . IOHK, xomupyiomasa #pomMedHn VH wu VI,

PEKOMOMHUPYETC A BMeCTe C JIMHKEPOM sckv C noMomen  IIHOP u

KJIOHMPpYeTca B (aTrMUMOHLEN BeKTOP. BeKTOp SJEeKTpOolopUupyeTcsd B
E.coli, a E.colil MHOULIMPYeTCHd GaroM—IIOMOIIHMUKOM . dar,
MCIIOJIb 3y €MBIA B DTUX criocobax, OBOBIUHO npencrTarjigeT cobom

HUTeBMUIOHEM ¢ar, Brkimouad fd mu M13, m pgoMedn VH u VL O0OBHUHO
PEKOMOMHAHTHO CJMBAaKRTCA ¢ TeHoM ¢ara IIT miam rTeHom VIITI. oar,
SKCHPEeCCUPYMUY aHTUTEeHCBA3HBAKIMM IOMEeH, KOTOPHM CBA3HEBAETCHS C
KOHKPETHEIM aHTUI'€HOM, MOXeT OBTb BHOpaH WJIM WISHTUOUIMPOBAH C
aHTUT'€HOM, HallpMMep, C MCIOJIBE30BaHMEM MEUeHOT'O aHTUI'eHa WIn
aHTHUTeHa, CBSA3aHHOTO MM 3axBaueHHOTO Ha TBepOoM IIOBEPXHOCTU WM
mapmke . [lprMepH  CIIOCODOB barosoro OUCILIEes, KOTOPHE  MOXHO

MCIIOJIE30BaTh IJIA IIOJIYUEHNMA aHTrTes , OIIMCAaHHEIX B IJaHHOM
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IOOKYMEHTe, BKJWOYAKT CHOCOOH, packKpeTHe B Brinkman U et al.,
(1995) J Immunol Methods 182: 41-50; Ames RS et al., (1995) J
Immunol Methods 184: 177-186; Kettleborough CA et al., (1994)
Fur J Immunol 24: 952-958; Persic L et al., (1997) Gene 187: 9-
18; Burton DR & Barbas CF (1994) Advan Immunol 57: 191-280;
nyoarkaiusg PCT N PCT/GB91/001134; wMexoyHaponHas nyoJamkaimsg N WO
90/02809, WO 91/10737, WO 92/01047, WO 92/18619, WO 93/1 1236,
WO 95/15982, WO 95/20401 m WO 97/13844; u narenT CIA N 5698426,
5223409, 5403484, 5580717, 5427908, 5750753, 5821047, 5571698,
5427908, 5516637, 5780225, 5658727, 5733743 u 5969108, BCe wu3
KOTOPHEIX BKJIOUEHH B OaHHHM »OOKYMEHT IIOCPEeOCTBOM CCHJIKM B IIOJIHOM
oOBeMe.

[00305] Kaxk omnmMcaHO B T[IPMBEOEHHEX BHIIE CCHJIKAx, IIOCJe
oTbopa Odara KooupywiMe oOJaCTM aHTUTeJla U3 Odpara MOTYT OHTH
BHIOEJIEHE WM MCIIOJIB30BAHEL IJISI  CO3HOaHMA LeJIEX aHTUTEeJ, BKJIoJYasd
aHTUTEeJa JeJloBeka VI Jobon IpyTon KeJlaTeJIb BN
AHTUTEeHCBAZHBAKINM QparMeHT, U BSKCIPEeCCHUPOBAHH B JIOOOM XeJlaeMOM
X034MHe, BKJIOUAA KJETKM MISKONUTAKIUX KIETKM HaCeKOMBX, KJIETKU
pacTeHuM, OPOXKM U 0OakKTepuu, HalpuMep, KakK OIMCaHO HMXe.
MeTOOMKM PEeKOMOMHAHTHOTO IIOJIYYeHMA QpalMeHTOB aHTUTeJ, TakKMxX Kak
dparmMeHTH Fab, Fab’ m F(ab’): Taxkxe MOT'YT OBTH MCIOJb30BAaHH C
MCIIOJIE30BAHMEM MEeTONOB, M3BECTHHX B IOaHHOM 00JacTM TexXHUKH,
TakKMx KaK PacKpHTHeEe B Oybjamkaumm PCT N WO 92/22324; Mullinax RL
et al., (1992) BioTechniques 12(6): 864-9; Sawai H et al.,
(1995) Am J Reprod Immunol 34: 26-34 m Better M et al., (1988)
Science 240: 1041-1043, BCce ¥3 KOTOPHX BKJIOUEHH B IaHHBM
OOKYMEHT IIOCPeICTBOM CCHUIKM B IIOJIHOM OOBEMEe.

[00306] B omnpemeJIeHHHX BapMaHTaxX OCYMeCTBJIEHUS IJS CO3IaHUA
eJIBIX  aHTUTEJ  MOXHO MCIOJB30BaTh NOpakMmeps P, BRJIOU AN/ E
HYKJIEOTUIHEE TocCJeloBaTelbHOCTM VH wmiam VL, caliT pecTpUKUMU U
bIIaHKMPYRIyD TIOCIeOOBaTeJIbHOCTE NOJIS 3allMTH callTa pecTPpUKLUUM, OJId
aMIIMOUKaLuMKY IIocjiefoBaTeNbHocTe VH wmam VL M3 MaTpMLBE, HaIpUMep
KJIOHOB scFkFv. Vcnomnbesy4a MeTOOUKN KJIOHVPOBAaHUSA, MU3BEeCTHEE
creluMaJucTaM B OaHHOM 0O0JlacTM TexXHUKM, aMIJIMOMUMPOBAHHEE C
noMmomelo [P pmoMeHsl VH MOTYT OHTH  KJIOHMPOBAHEL B BEKTOPH,

SKCIpeccHUpyllMe KOHCTAaHTHYW ofjlacTs VH, ¥ aMIJIMOUMUVPOBAHHHE C
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noMomelo [P pmoMeHH VL MOTYT OHTH  KIJIOHMPOBAHEL B BEKTOPH,
SKCHpeccHupynmye KOHCTaHTHYyI of6JjacTb VL, HaOpuMmMep, KOHCTaHTHHM
ofbJlacTM Kalla M JaMOma dejioBeka. JToMeHrl VH m VL Takxe MOT'YT OHTBH
KJIOHUPOBAHEL B OOUH BEKTOP, SKCIPEeCCUPYIUA HeOoOXOoOMMEIEe
KOHCTaHTHHe o06JacTu. 3aTeM BeKTOPH IIpeBpalleHMsa TIKeJIoW Lenn u
BEKTOPH IpeBpalleHrs JeI'koM Lelr COBMEeCTHO  TpaHCOUUMPpYT B
KJIETOUHHE JIMHMM, UYTOOB TI'eHepMpPOBaTh CTaOMJIBHEIE WMJIM BPEeMeHHEBe
KJIETOUHHE JIMHUM, KOTOPHE DSKCIPEeCCUPYIOT aHTUTeJa IIOJIHOW IJIMHE,
Hanpumep, IgG, C MCIOOJB30BaHMEM MEeTOIOB, M3BECTHHX ClelMaJiucTaM
B OaHHOM 006JacTU TexXHUKH.

[00307] XumMmepHOe aHTHUTEeJO INOpelcTaBjsgeT cobo¥ MOJIeKyJly, B
KOTOPOM pPa3HHe uYacTM aHTUTeJla I[OJIYUeHH M3 pPasHBX MOJIeKYJI
VMMYyHOTUIOOYJIMHa . Hamnpumep, XUMepHOe AaHTHUTEJIO MOXeT CoIoepXaThb
BapuabesibHyl 06JIacTh MOHOKJIOHAJIBHOTO AaHTHUTEeJIa MBIIYM WM KPEICH,
CINTYIO C KOHCTAaHTHOM oBJIacTLR aHTUTeJa UeJIOBEKaA. Crioco0u
IOJIYUEeHM XUMEPHEIX aHTUTeJ M3BEeCTHH B IJaHHOM o00JlacTu TeXHUKU.
CMm., Hamnpumep, Morrison SL (1985) Science 229: 1202-7; 0i VT &
Morrison SL (1986) BioTechniques 4: 214-221; Gillies SD et al.,
(1989) J Immunol Methods 125: 191-202; m nartedHTta CIA N 5807715,
4816567, 4816397 m 6331415, Bce M3 KOTOPHX BKJIOUEHH B IaHHHM
OOKYMEHT IIOCPEeNCTBOM CCEUJIKM B IIOJIHOM OOLeMe.

[00308] TI'ymMaHM3MPOBAHHOE AaHTUTEJIO CIOCOOHO CBA3HEHBATBHCH C

3apaHee OIpelleJIEHHEIM aHTUITEeHOM W COIEPXUT KapKacHywon o6JacTs,

VIMEIIYIO, 1o CymecTBY, AMMHOKMCIIO THYIO [IOCJIENOBATEJIBHOCTE
MMMYHOTJIOOYJIMHAa yeJIoBeKa, " CDR, HMemme, 1o CylmecTBY,
AMMHOKHUCJIIO THYIO MIOCJIegOBATEJIbLHOCTE HEeUeJIOBEUeCKOT'O
VMMYHOTUIOOYJIMHa (HalOpuMep, MWMMyHOTJIOOYJIMHa MBIM) . B KOHKPETHHX
BapMaHTax OCYyIMEeCTRBJICHU I T'YMaHM3UMPOBaHHOE AHTUTEJIO Takxe
COIEepPXUT, infe} MeHbIIeMn Mepe, JacThb KOHCTAaHTHOM obJyacTu
MMMYHOTIUIODYJIMHA (Fc), o0OBUHO YacThk MMMYyHOIJIOOYJIMHa dYeJIOBeKa.

AHTHTEJIO TaKXe MOXeT BKJIKUaTh oOJacTk CH1, mapHMpHYKL 006JacThk,
objactu CH2, CH3 u CH4 TaxeJo¥ ULenm. I'YMaHUMBUPOBAHHOE aHTUTEJIO
MOXeT OHTL BHOPAHO M3 JIOOOTO KJjacca WMMyHOIUJIOOYJIMHOB, BKJIKOUAad
IgM, IgG, IgDh, IgA m IgE, u goboro msoTulla, BKJwouas 1gGi, I1gGz,
IgGs m IgGye. T'yMaHMBMPOBAHHEIE aHTUTEJIa MOI'yT OBTB IIOJIYYeHH C

VCIIOJIE3OBaHMEM Pag3JIMYHEX MeTOINK, M3BECTHEX B OaHHOM ob6JacTu
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TeXHUKM, BKJIOUYaA, HO He OoI'paHMuMBasgCh DTUM, TpaHclaHTaumio CDR
(eBpomneVickuy mnaTeHT N EP 239400; wMexOoyHapoOHad Oyojamkauma N WO
91/09967 wm nateHTn CHA N 5225539, 5530101 wu 5585089),
BEHMPOBAHME WM WU3MeHeHMe IIOBEPXHOCTHM (eBPOIeMCKMe IHaTeHTH N EP
592106 m EP 519596; Padlan EA (1991) Mol Immunol 28(4/5): 489-
498; Studnicka GM et al., (1994) Prot Engineering 7(6): 805-814
n Roguska MA et al., (1994) PNAS 91: 969-973), maddpauuHr uemnemn
(maTenT CHMA N 5565332), ® MeTOOMKM, PaCKPHTHE B, HalpMuMep,
naTeHte CHIA N 6407213, mnaTeHTe CIIA N 5766886, MexOIyHapPOIHOM
oyoamraumm N WO 93/17105; Tan P et al., (2002) J Immunol 169:
1119-25; Caldas C et al., (2000) Protein Eng. 13(5): 353-60;
Morea V et al., (2000) Methods 20(3): 267-79; Baca M et al.,
(1997) J Biol Chem 272 (16): 10678-84; Roguska MA et al., (1996)
Protein Eng 9(10): 895 904; Couto JR et al., (1995) Cancer Res.
55 (23 Supp): 5973s-5977s; Couto JR et al., (1995) Cancer Res
55(8): 1717-22; Sandhu JS (1994) Gene 150(2): 409-10 m Pedersen
JT et al., (1994) J Mol Biol 235(3): 959-73, Bce u3 KOTOPHX
BKJIOUEHH B JaHHHBM HOOKYMEHT IIOCPEeICTBOM CCHJIKM B IIOJJHOM OOBEMe.
CM. Takxe OyoJaukalmio 3agaBky CIA N US 2005/0042664 Al (Feb. 24,
2005), xoTopas BKJKUEeHa B HOaHHHM HOOKYMEHT IIOCPEICTBOM CCHJIKM B
[IOJIHOM OOBeMe.

[00309] Crioco0Oul IoJIydeHU MOJIUCIIeIUPUUE CKUX (HampumMmep,
BucreunMdrMUecKmMx aHTUTEeJ) OBJIM OINMCAaHE, CM., HalpMMeEp, IIaTeHTH
CImA N, 7951917; 7183076; 8227577; 5837242; 5989830; 5869620;
6132992 m 8586713, Bce U3 KOTOPHX BRJIOUEHH B IOaHHHM TOKYMEHT
[IOCPENCTBOM CCBUIKM B IIOJIHOM OOBLeMe.

[00310] OnmHOODOMEHHHE aHTUTEeJa, HalIpUMEp, aHTUTeJa, JMUIEeHHHES
JeTKUX llene¥, MOTYT OHTH [IOJYUeHH ClocofaMM, XOpOUo M3BEeCTHHMU B
OaHHOM ofJjacTu TexHUkM. CM. Riechmann L & Muyldermans S (1999) J
Immunol 231: 25-38; Nuttall SD et al., (2000) Curr Pharm
Biotechnol 1(3): 253-263; Muyldermans S, (2001) J Biotechnol
74 (4) 277-302, raTeHTe CIA Ne 6005079, u MeXIOYHapOOHEIX
nyoiamkaumax N WO 94/04678; WO 94/25591 m WO 01/44301, BCe wus
KOTOPEIX BKJIOUEHH B HOaHHHM OOKYMEHT IIOCPEONCTBOM CCHJIKM B IIOJIHOM
oOrBeMe.

[00311] Kpowme TOTO, aHTUTEeJa, KOTOPHE CreumMdpmuueCcKu
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CBA3HBAaKTCA C aHTUreHoM LAG-3 (Hamnpumep, LAG-3 uyeJjioBeKa), MOTYT,
B CBOK OUepelnb, MCIOJB30BaThLCA IJIA CO3HOaHMSd aHTUUAUOTUIINUECKUX
QHTUTEJI, KOTOPHE UVMUTUPYIT aHTUIeH, MCIOJb3YS METONE, XOPOlo
M3BECTHEE ClIelMalIucTaM B OaHHOM of0JjlacTy TexXHUuku. CM., HaIpuMep,
Greenspan NS & Bona CA (1989) FASEB J 7(5): 437-444 u Nissinoff
A (1991) J Immunol 147(8): 2429-2438, axXOhl M3 KOTOPHX BKJIOUEH
B IaHHOe OIlMCaHMe B KaueCTBe CCHJIKM B IIOJIHOM ofBmeMe.

[00312] B KOHKpPETHHX BapMaHTax OCVYIEeCTBJEHUS aHTUTEJO,
OomIMCaHHOEe B JaHHOe IOKyMeHTe, KOTOopoe CBA3HBaAeTCd C TeM Xe
suTonoM LAG-3 (Hanpumep, LAG-3 dYeJiIoBeKa), YTO M aAHTUTEJIO IPOTHUB
LAG-3 (HanpumMep, LAG-3 JeJIoBekKa) , OIIMCaHHOE B HacTodleM
IOOKYyMeHTe, IOIpelcTaBJjigeT cobo¥ aHTUTeJIO ueJloBeKa. B KOHKPETHHX
BapMaHTax OCYMEeCTBJIEHMS aHTUTEJIO, OIMCAHHOEe B JIaHHOM JOKYMeHTE,
KOTOpOEe KOHKYPEHTHO OJIOKUMPYET (HanpuMep, 3aBUCUMBEIM OT  IIO3H
oBbpazoM) Jmwboe OOHO M3 aHTUTEJI, OIMCAHHHX B JIaHHOM IOOKYMEHTE&, OT
CBA3EBaHua C LAG-3 (HanpuMep, LAG-3 UeJloOBeKa), I[IpPeIncTaBJSgeT
coboM aHTUTeJIO UYeJjloBeKa. AHTHUTeJa YeJloBeKa MOTYT OHTE IIOJIYUEHH C
MCIIOJIE30BaHMeM Jioboro MeTona, M3BECTHOTO B @»OaHHOM objacTu

TEeXHMKNM . HaHpMMep, MOXHO MCIIOJIBE30BATE TPaAaHCI'€HHEX Mmmeﬁ, KOTOPEE

He CIIOCOOHH SKCIIPpeCCHMpPpOBaThb OYHKUMOHAJIbHEE SHIOOIT'€HHEIe
VIMMYHOTJIOOYJIMHEHL, HO KOTOPEIE MOTYT SKCIIpeCCHpoBaThb I'eHEI
VMMYHOTJIOOYJIMHA JeJIOBeKa. B JacTHOCTH, I'eHHEIe KOMIIJIEKCEI

VMMYHOTJIOOYJIMHOB TSXeJIOM M JIeTKOM Lielleld uYeJlIoBeKa MOTYyT OHThb
BBeIeHH CJIyuaVHbeM o0pasoM WM IIYyTeM IT'OMOJIOTUMUHOM pekoMOMHALUM B
sMOpPMOHAJILHEIE CTBOJIOBHE KJIETKM MHIM. AJIETEePHATUMBHO, BapuabejbHas
o6JlacTh uUeJloBeka, KOHCTaHTHas o00JlacTb UM BapMaHTHas ofJjlacTb MOTYT
OBITL BBeOeHH B SMOPMOHAJILHEIE CTBOJIOBHE KJIETKM MBIIM B OOIOJIHEHMUE
K T'eHaM TSXeJIOM M JIeTKOM lLenM uyejloBekKa. I'eHH MMMYyHOIJIOBOYJIMHOB
TOXKeJION ¥ JIeTKOM IlLiellel MeIMeM MOI'YT CTaTbhb He(dYHKIMOHAJILHBEMU II0

OTIOEeJIEHOCTM WMJIM OIDHOBPEMEHHO C BBeIc€HMEeEM JIOKYyCOB VMMYHOTJIOOYJIMHA

deJIOBeKa IIyTEeM TOMOJIOTUMUHOM peKOMGMHaLU/H/I . B JYaCTHOCTHM,
I'OMO3MI'OTHAaA neJjielinnd oBnacTu Ju InpenooTepalmaeT BpraGOTKy
SHIOOT'€HHEIX AHTHUTEJI. MO,JII/I(:DI/ILU/IpOBaHHBIe SMépMOHaﬂbHBIe CTBOJIOBEIE

KIIETKMU PasMHOXaKnTCA " MVKOPOMHEBEUVPDYITCA B OJIaCTOLMCTEL IJIA
IIOJIy4YeHMA  XVIMEPHEIX MBIIEN . 3aTeM XVIMEPHEIX MBI e paspongAaAT OJIA

IIOJIYy4YEeHMA I'OMOSHMIT'OTHOI'O InoromMcTBA, KOTOpoOe SKCIIpeCCcHrpyeT
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aHTHTeJla  dJeJioBekKa. TpaHCTEeHHEX  MBIIEM  MMMyHU3UPYIOT OOBIUHBEIM
o0pas30M BHOPAHHEM aHTUMI'€HOM, HallpMMep, BCeM WJIM 4YacCTbl aHTUI'eHa
(HanpuMep, LAG-3 (Hanpumep, LAG-3 dejyioBeka)). MOHOKJIOHAJIbLHEE
aHTHTeJla, HallpaBJIEHHHE IIPOTMB aHTUIeHa, MOI'YyT OBTH IIOJIYYeHB OT
VMMYHUBMPOBAHHEX  TPAaHCTEeHHBX MHIIEeM C MCIOJb30BaHMEM OOBUHOM
TEeXHOJIOTUA TMOPUIOOMEHL . TpaHCTeHH VIMMYyHOTJIOOYJIMHA JeJioBekKa,
KOTOPHE  HECYT TPaHCT'€HHEE  MHIM, lepecTpauBalTCad BO  BpeMd
oIndbdepeHIMPOBKHA B-kJjleTOK u BIIOCJIEOCTBUMU monBepramnTcd
[IEPEeKJIVUEHVI KJIACCOB M COMaTUUYECKMM MyTaluuaM. TakuMm oBpasoM,
MCIIOJIE3Y S TaKyln MeTOOUKY, MOXHO IIOJIYUMTH TepalleBTUUECKMU II0JIE3HEE
anTuTesa I1g9gG, IgA, IgM m IgE. JIns of30pa 2TOM TEeXHOJOTUM MOJId
IIPOM3BOACTBa aHTUTEJ UYeJjloBeka cM. Lonberg N & Huszar D (1995)
Int Rev Immunol 13:65-93, BKJIUEHHEE B IO aHHBI OOKYMEHT
IIOCPENCTBOM CCHJIKM B IIOJJHOM OOBeMe. IlonpoBHoe O0OCyXIOeHMe BTOU
TeXHOJIOTUM IIOJIYYEHUA aHTUTEJI 4YeJlIOBeKa UM MOHOKJIOHAJIBHEIX aHTUTEel
JeJIoBeka M IIPOTOKOJIOB I[IOJIYUeHMA TaKMxX aHTUTeJl CM., HallpuMep, B
MeXIOIYHapOIOHHX Oyoaukaumsax N WO 98/24893, WO 96/34096 wum WO
96/33735 u mnarvenTax CHIA N 5413923, 5625126, 5633425, 5569825,
5661016, 5545806, 5814318 m 5939598, BCe M3 KOTOPHX BKJIIOUEHH B
OaHHEM HOOKYMEHT IIOCPeICTBOM CCHUIKM B IIOJJHOM 0O0BeMe. IIpMMepH
MEIIEN , CIIOCOOHBEIX NPOOYyLUMPOBAaTEH aHTHUTeJla UYeJIOBEKa, BKJIIOUAOT
Xenomouse™ (Abgenix, Inc.; mnaTtenT CIIA N 6075181 m 6150184),
HuAb—-Mouse™ (Mederex, Inc./Gen Pharm; natedr CIA N 5545806 wu
5569825), Trans Chromo Mouse™ (Kirin) u KM Mouse™
(Medarex/Kirin), Bce ©3 KOTOPHIX BKJIOUEHH B OaHHEM JOKYMEHT
[IOCPelCTBOM CCHUIKM B IIOJIHOM OOBEME.

[00313] AHTMUTeJIa UeJIOBEeKa, KOTOPHE CHelMdMUeCKM CBA3HBAKTCH
c LAG-3 (HanpumMmep, LAG-3 yeJIOBEKA) , MOTYT OBITH [IOJIYUEHH
PasJIMUYHEIMM CcrHocoB®amMv, M3BEeCTHEIMM B JaHHOM oB0JlacTM  TEeXHUKMU,
BKJIOUYA 4 CIIOCOOH daroBorTO OUCILIe s, OIIMCaHHEE BHIIE, C
MCIIOJIb 30BaHUEM OUOIIMOTEK aHTUTeJ, [IOJIYYEeHHEBIX n3
IOCJIENOBATENBHOCTEN MMMYyHOTUIOOYJIMHa UYeJloBeKa. CM. TakXe I[IaTeHTH
CIIA N 4444887, 4716111 m 5885793, m MexOyHapOIOHEEe NOyOaukauum N
WO 98/46645, WO 98/50433, WO 98/24893, WO 98/16654, WO 96/3409¢,
WO 96/33735 m WO 91/10741, BCce ¥3 KOTOPHX BKJIOUEHH B IaHHHIM

JOKYMEHT TIIoCpeIlCTBOM CCEUJIKM B IIOJIHOM obwemMe.
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[00314] B HEKOTOPHIX BapraHTax OCVyIeCTBJIEHUS aHTUTeJa
yeJjioBekKa MOTI'yT OBTB I[IOJIYYEHH C MCIOJB30BaHMEM I'MOPUIOM MHIIb—
yeJloBek. Hanpumep, JHMMOOLMTH Iepudpeprueckor KpPOBU UeJIOBEKa,
TpaHCcOOPMMPOBAHHEE BUPYCOM OnmTelHa-Bappa (EBV), MOTYT  OHTBH
CJIMTEL C KJIeTKaMM MMEJIOMEL MEBIIM OJIS I[IOJIYyUYeHMSa TIUOpUIOM MBIIL—
UeJIOBEK, CeKpeTHUPYIMX MOHOKJIOHAJIbBHEE aHTUTeJla UYeJIOBeKa, M 5BTHU
TUOPUIOOMEl MEIIL—UEJIOBEK MOT'yT OBTL I[IOOBEPTHYTH CKPUMHMHIY IJIS
omnpeleJleHMS TexX, KOTOPHE CeKpeTHUPYIRT MOHOKJIOHAaJIbHHE aHTUTeJa
yeJIoBekKa, KOTOPHE CHeludUMUueCKM CBSA3HBAKTCA C aHTUI'eHOM—MMIIEHBI
(ranpuMep, LAG-3 (Hanpumep, LAG-3 dJeJioBeka)). Takume CHocoOH
M3BECTHEl M OIMCAaHH B »OaHHOM o0B8JlacTu TexXHUKM, CM., HaIpuMmep,
Shinmoto H et al., (2004) Cytotechnology 46: 19-23; Naganawa Y
et al., (2005) Human Antibodies 14: 27-31, KaXOuM M3 KOTOPHX
BKJIOUEH B JaHHOe OIMCaHMEe B KaueCTBe CCHJIKM B IIOJIHOM OOBeME.

6.6 Habopmu

[00315] Taxxe TMpenocTaBJIeHE HaOOpPH, CcoIepXalle OIHO WK

DoJiee aHTUTeJI, OIIMCAaHHEIX B IJaHHOM ITJOKYMEHTe, MJIn
(]_)apMaLI,eBTquCKYIO KOMITO 3L MJIn nx KOHTEII'ATEHI. B KOHKPETHOM
BapnmaHTe OCymeCTBJIEHMA B OJaHHOM JOKYMEHTE IIpenocCcTaBJIeHa

bapMaleBTHUUECKMM Habop, comepXammy oOuH WM 06o0Jiee KOHTEVHEpPOB,
3alOJIHEHHEIX  OOHMM MM  0oJjiee  MHITpeIMeHTaMM  OdapMalleBTUUEeCKUX
KOMIIO3ULMY, OIMCAHHHX B HaHHOM HOOKYMeHTe, TakKMMM KakK OINHO WM
BoJlee aHTUTeJI, I[IPpelCTaBJIEHHEX B TaHHOM IOOKYMeHTe. B HEKOTOPHX
BapraHTax OCYIeCTBJIEHU A HaBboOpPH comepxaT bapMalleBTUUECKYIO
KOMIIO 3ULIMIO, OIIMCAaHHYIO B OaHHOM OOKYMEHTe, u Jodon
OpodUIIaKTUUECKUM WM TepaleBTUUECKUY aTleHT, TakKoM KaK ONMCaHHHE
B IOaHHOM IOOKYMeHTe. B HEeKOTOPHX BapMaHTax OCYWMEeCTBJIEHMI HaOOPH
MOTYT COOEepPXaTh MUTOT'€H T-KJIEeTOK, TaxKou Kak, HaOpHUMep,
brToremarmymoTvHVH (PHA) wu/wiam  dopbos mmpucTaTaneTaT (PMA), wiIu
aHTUTEJIO, CTUMyJIMpyKllee KoMmiiexkc TCR, Takoe KaK aHTUTeJIO IIPOTUB
CD3 ™ aHTUTeJIO HOpoTuB CD28. Ipu XejJaHMM C TakKyMM KOHTEMHepOM
(amm) MoOXeT OBTBH CBA3aHO YReIOMJIeHMe B QopMe, MNIpedlNMCaHHOMU
IpaBUTeJIb CTBEHHEM ATEeHTCTBOM, PeTYIIMPYIONM IIPOU3BOLCTEO,
VCIIOJIL30BaHUe VI oponaxy bapMaLleBTUUECKMUX IpernapaTos VI
OMOJIOTNYECKUX NIPOOYyKTOB, npryueM 3TO yBeIOoMJIeHME oTpaxaerT

ono@peHme areHTCTkBa IIO IIPOM3BOIOCTBY, MCIIOJIBE3OBAHNMID WIIM IIpOIaXe



199

0JI1 BBEeOEHMA UeJIOBEKOM.

[00316] Takxe NpenoCcTaBJIARTCA HaObOpH, KOTOPHE MOXHO
MCIIOJIb30BaTh B OIMCAHHEIX  BHIle clocobax. B oOHOM BapuaHTe
OCYIWeCTBJIEHMA Habop COOEpPXUT aHTUTEJIO, ONIMCaHHOE B  IOaHHOM
OOKYMEHTe, IIPellOoUTUTEJIEHO OUMIIEHHOEe aHTUTEeJIO, B ONHOM WM OoJjiee
KOHTelMHepaxX. B KOHKPeTHOM ERapMaHTe OCyUeCTBJIEHMS OIMCAaHHEE B
DaHHOM MOOKyMeHTe Ha®opH comepXaT II0 CYMEeCcTBY BHOSJIEHHEM aHTUTeH
LAG-3 (Hanpumep, LAG-3 dYeJilOBeKa) B KaudyeCTBe KOHTPOJIA. B IpyIoMm
KOHKPETHOM BapMaHTe OCYWeCTBJIEHMS OIMCaHHEE B IaHHOM IOKYMeHTe
HaOOpPHE HOOIIOJIHUTEJIBHO COHNEPXAaT KOHTPOJIBHOE aHTUTEJIO, KOTOpoe He
pearupyeT C aHTUI'eHoOM LAG-3 (Hanpumep, LAG-3 uyeJioBeka). B Opyrom
KOHKPETHOM BapMaHTe OCYWeCTBJIeHUS OIMCaHHEE B IaHHOM IOKYMeHTe
Ha®OpPE comepXaT OOMH WM 0OoJiee  HBJIEMeHTOB IJig ODHapyXeHUHA
CBA3EBAHNMA aHTUTeJla C aHTMI'eHOM LAG-3 (HanpuMmep, LAG—3 dUeJlOBeka)
(HallpuMep, aHTUTeJIO MOXeT OHTb KOHBOIMPOBAHO C HOeTeKTUPYEeMEM
cyBcTpaToM, TakKuMM Kak QJIyOopecllieHTHOe COeIMHeHMre, GepMeHTaTUBHHM
cybcTparT, paluoakKTMBHOE COeIMHEHMEe WM JIOMMHECLEeHTHOe COelVHEeHMe
WM BTOPOE AaHTUTEJIO, KOTOpOe pacllo3HaeT IepBoe aHTUTEJIO, MOXET
OBITE KOHBOIMPOBAHO C »OeTeKTHMPYeMbBM CcyOCcTpaToM). B KOHKPETHEHX

BapMMaHTaxX OCYyIeCTBJIEHMA npenﬂaraeMbHZ B IaHHOM IJOKYMEHTeEe Haéop

MOXeT ComepXaThb PEKOMOVHAHTHO IIOJTyYeHHEM NI XVIMUYEeCKU
CHMHTE3UPOBaHHLIN aHnTureH  LAG-3 (HalpuMep, LAG-3 JeJioBeka) .
AuTureH LAG-3 (HanpuMep, LAG-3 deJioBeKa), IpeacTaBJIEHHHM B

Habope, TakKxke MOXeT OHTH IPMKpPeIlJIeH K TBepIoM IIOOJIOXKe. B 0OoJee
KOHKPETHOM BapMraHTe OCyWeCTBJIEHUSI CPeICTRO OOHapyXeHUI
ONMCaHHOTO BHIMIe Habopa BKJIOYAEeT TRepOyl IIOOJOXKY, K KOTOpOM
OpuKperieH aHTureH LAG-3 (HampuMep, LAG-3 uejioBeka). Takol Habdop
TakXe MOXeT BKJIOUATL HEIPUKPEIJIEHHOE MEUEHOEe pPellOpTepoOM aHTU-—
YyeJIOBEUECKOEe AaHTUTEJIO WM AaHTY-MBIMHOE/KPHCHMHOE  aHTUTeJIO. B
DAaHHOM BapMaHTe OCYIWEeCTBJIeHMsa CBA3HEBaHME aHTUTeJla C aHTUI'E€HOM
LAG-3 (HampuMep, LAG-3 YyeJIOBEKaA) MOXHO ODHaAPYXUTH Iy TeM
CBASEBAHNMA YKAa3aHHOTO MEUeHHOT'O PpPellopTepOoM aHTuTeja. B OOHOM
BapMaHTe OCYWeCTBJIEHUA OaHHOEe M300peTeHMe OTHOCUTCHA K IIPMMEHEeHUIO
HaBopa IO OaHHOMY W300peTeHMI IJIA aHaJlu3a W/WIy oOHapyXeHMd 1in
vitro aHTureHa LAG-3 (Hampumep, LAG-3 uejloBeka) B OUOJIOTUUECKOM

obpasle.
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7. TPUMEPHI

[00317] [lpMeps B 2TOM pa3nelie (To ecTb, paszgeax o6)
npenjaralnTcsa B KauecTBe WIJIIC Tpaluun, a He B KauecTBe
OTpaHVYeHusd .

7.1 IpuMmep 1: CoBmaHMe M XapaKTePUCTMKA HOBHX aHTUTEI

npoTuB LAG-3 uejioBeKa

[00318] D3ToT MNpMMep OIMUCHEHBAaeT CO3IOaHMe U XapaKTepUCTUKY
aHTHUTeJI, KOTOPHE CBA3HBAKTCA C TI'eHOM aKTHMBaluuM JMMOOLIMTOB 3
yeJjioBeka (LAG-3), Takxe M3BeCTHHEM kKak CD223. B UYacTHOCTHM, DBTOT
IpUMep OIMCHBaeT CO30aHMe aHTUTeJI MHIIM, KOTOPHE CIelUpUuUeCcKU
CBA3EBAKTCHA C LAG-3 yeJIOBeKa " VHTUOUPYIOT OYHKLINMIO LAG-3
JeJIOBEKA.

7.1.1 Cosmaume aHTUTeN NpoTUB LAG-3

[00319] AuTHTeJa IpPOTUBR LAG-3 UOEeHTUOUUUPOBAJIM  IIYTEM
cosmaHuMa u oTbopa UMMYyHMBUPOBAHHOM OUBINOTEKU Fab-gparosoro
oucried. CHauvaJjJla cyMMmMapHynn PHK oummangm W3 CYyCIeH3UMM OTHOeJIbHEIX
KJIETOK CIJIEHOLMTOB OT Tpex OTIOeJIbHEX MHIEN, [OpedBapUTEJILHO
VMMYyHV3UPOBAHHEIX PEKOMOMHAHTHEM OejikoM LAG-3-Fc uejioBeka (R & D
Systems, Cat N 2319-L3-050) u pexkoMOMHaHTHEM OejyikoM LAG-3-FcC
ABAHCKOTO Makaka. (Evitria, UVHOMBMOyaJIbHEM 3akasz) . g Memmy Oblla
cosZaHa OubimoTeka Fab ¢ nomombio cJjydalHo-NpalMuMpoBaHHOM kIHK c
VCIIOJIE30BaHMEM CyMMapHoM PHK B kaduecTBe MaTPMUB IOJS aMIIMOMKaLUNA
BaprabesdbHEIX of6JiacTel M3 T'eHOB aHTUTEeJ MBIM. AMIIJIMKOHH TSXeJION U
Kanna-uenu OoOOBEOMHANIM W KJIOHMpPpOBaJIM B OQaIMMOHBE BEeKTOPH. Tpu
payHIa CeJIeKUUM BHIIOJHAJIM I[IPOTUB PeKOMOMHaHTHHX Oejkob LAG-3
(LAG-3-Fc ueJjioBeka, LAG-3-6His uejyioBeka u/miM 30—-aMUMHOKMCJIIOTHEI
nentun LAG-3  deJioBeka) u/ UM KJIEeTOK, SKCHpeccupybommx  LAG-3
ABAHCKOI'O MakKaka IJisg MIOeHTHMOMKauMy LAG-3-ClHeUM@UUHEIX KJIOHOB Gara
Fab. Ientun LAG-3 ueJoBeka U3 30 aMMHOKMCJIOT IIpPeOCcTaBgeT cobom
BMO TUHUIIMPORBaHHEM IelTums, conepXxammi aMVHOKMWCJIOTHYIO
nnocyienoBaTeJibHOCTE GPPAAAPGHPLAPGPHPAAPSSWGPRPRRY (SEQ ID NO:
199) . IlepuriasMaTUdeCcKMe DKCTPaKTH OTOOpaHHEX Fab—KIJIIOHOB 3aTeM
NOOBEepTadM CKPUHMHTY C TOoMombk ELISA MM OPOTOUYHOM LUTOMETPUM.
B3aTeM I[IPOBOOMIIM CEKBEHMPOBaHUE QHTUTEeJI ¥  aHaJns3 CKOPOCTHA
ouccoumraumu Ha Fab nportus LAG-3.

[00320] Habop MBIIMHEX aHTUTEJ, KOTOpHe CcBa3uBawnTCcad C LAG-3
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yeJioBeKa, OvJI MIOeHTUOMUIMPOBaH M oOo3HaueH kak PO1A12, P0O1CO09,
PO5SEO1, POLSEO3, P13A04, P13A06, P13B0O1, P13B0O2, P13B03, PI13B11,
P13C0O6, P13C08, P13Cl10, P13D04, P13D0O5, PI13E0O2, P13F01, PI13F02,
P13F06, P13F09, P13G01, P13G04, P13G0O5, P13HO5, P14A04, P14BO7,
pP14c04, P14¥01, P14F06, P14GOl, P14G03, P15B0O6, P15C02, P15EO06,
P15F06, P15G05, P16D04 m P16HOL. MHpopMaumsa O IIOCJIeOOBATEJIbHOCTHU
BaprabesIbHEIX ofJiacTel 2TUX aHTHUTeJl NpuBeldeHa B Tabjuie 6.

7.1.2 CepsisuBaHmMe Fab nporme LAG-3 ¢ LAG—3—-3KCIpeCCHUPYIONMMA
KJIeTKaMMN

[00321] Fab nporme LAG-3 M3 I[IepUIJIa3MaTUUECKUX BKCTPaKTOB
TeCcTUpOBaJIM Ha CBA3HBaHME C KJIeTKaMM, »HSkKcIpeccupyomyMuy LAG-3, C
MCIOJIb30BaHMEeM TIPOTOYHOM LUMTOMeTpuMM. BkpaTile, KJeTku Jurkat,
SKCIOpeccHupyomme LAG-3 OVNKOTO TUIIa W  UeJIOBeKa, BEICEBaAJIXL B
KoJMuecTBe 2x10° KJIeTOK/JYHKa B Ovdep miag obpas3uobB. (PBS (Gibco,
kar.M 10010-015)+ 0,5% @&BC (Gibco, xar.N 10270-106)) B 96—
JIYHOUHHIX U-oBpasHBX JIaHIEeTax (Sarstedt) . 22 MKJI
IepuIlJiasMaTUUYeCKOT'0  BKCTpakTa Fab nporme LAG-3 m 83 MKJ
pasBelleHHOTO aHTUTeJla NOpoTMB c-myc (Gentaur, xJjoH N 9E10, kar.M
04-cmyc—-9E10) wuHKyOUpOBalXM B TeudeHMe 30 MMHYT IOIpM KOMHATHOMU
TeMreparype. 100 MKJI CMeCH IMepHuIlJIa3MaTUUYeCKUM DSKCTPakT/aHTUTEeJIO
IPOTUE C—MyC HOOaBJANIM K KJETKaM M 3aTeM MHKyOMpoOBaJiM B TeueHUe
OOHOTO Yyaca Ha Jbnoy. KieTxnu TPWXOE — [IPOMHBaJM U 3aTeM
MHKYyOUpPOBAJIM C KOBbMM aHTHMMBEIMHEIM APC (BD Biosciences, karT.W
550826) B TeueHme 30 MMHYT Ha JbOy. KJIeTKM OPOMEBaJIM TPU pasa u
3aTeM aHaJIM3upoBaJiM Ha almnapaTe FACS (BD Accuri6).

[00322] Kak nokaszsaHo Ha o¢ur. 1A-1C, BCe TMIpPOTeCTHUMPOBaHHHE
Fab nporme LAG-3 TI[pOABJIAIM CBA3BBaHMe ¢ kKJjgeTkamu Jurkat,
SKCIpeCcCUPYIIMMA LAG-3 JyeJIOBEeKa. OueBUIHLM HU3KUMN YPOBEHDL
ceaspBanusa POSEOL, BO3MOXHO, OBJI OOYCJIOBJIEH HM3KOM KOHIeHTpalluen
Fab B »nepuiiasMaTUUYeCKMX HBKCTpakTax. CegaspBaHue POSEOL  OwuIO
IIOOTBEPXIEHO B 0OO0Jiee MO3OHUX HKCIepUMMeHTax (OaHHHEe He I[IOKa3aHH) .

7.1.3 AKTMBHOCTEL OJIOKMPOBaHMe JiMI'aHOa Yy Fab wmium aHTHMTen
nporus LAG-3

[00323] Fab mnportus LAG-3 TecTUpOBaJIM Ha WMX CIOCOOHOCTBL
OJIOKMPOBATH CBA3HBaHUE PEKOMOMHAHTHOT'O LAG-3 JeJioBekKa C

KJIeTKaMM, DSBKcopeccupyiommmu I'KI'C  kjacca II. LAG-3-6His (Acro
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Biosystems, xarT. N LA3-Hb222) npenBapuUTesJIbHO MHKYyOMpPOBaJIM B
kOoHUeHTpauuyu 10 MrT/MI C aHTu-His ©OumormHOM (Genscript, wJjoH N
A00186, xar. W A00613) mnpm 6 MKD/MI B TedeHre 10 wmmHyT. 1pu 4
°C. DTy cMechb 3aTeM MHKyOupoBasm ¢ 10000 HD/Mi  (our. 2A) uin
CepuMHEIM pas3BeneHmem (21170, 7056,6, 2352,2, 784,0, 261,3, 87,1,
29,0 wmm 9,7 HD/MI) (Qur. 2B) Fab moporur LAG-3 wmiIu B
oTpMlIIaTeJIbHOM KOHTpoJe Cc Fab, HecneumdmuHeM 1Ji2 LAG-3 B TeueHHUe
60 mMmuyT npm 4 °C, a 3areM uHKyOupoBasim ¢ 50000 xieTok Raji B
TeueHre eme 60 MuHYT npu 4 °C. KyJabTypH IOBaXOL IPOMHBaJIM OydepoM
o4 0Bpas3LoB (PBS+2% ®BC+0, 09% asuna HaTpud) u 3aTeM
VMHKYOMPOBAJIM CO CTpenTaBuAMHOM—PE (Biolegend, xaT. N 405204) B
6ybepe miad obpasuoB B Tededue 30 MuHyT npm 4 °C. KieTkM OBaXIL
IIPOMEIBAJIM M 3aTeM aHaJM3MpoBaJM C IIoMombn LuToMeTpa  FACS
Fortessa (Becton Dickinson).

[00324] Kak mnokaszsaHO Ha Oour. 2A m 2B, BCe NINpOTEeCTHUMPOBAaHHHE
Fab nportue LAG-3 OJOKMPOEBAJM CBA3HBaHKE CULIMUTOTO PeKOMOMHAHTHOI'O
LAG-3-6His ¢ kJjeTkaMM Rajl MOJOXUTENBLHEIMM OTHOCUTENBHO I'KI'C
kJjacca II.

[00325] BapmabOeJibHEHEe 00JaCcTM BHOpaHHEX Fab OBIM KIIOHMPOBAHEL
B KOHCTaHTHHe ob6JjlacTM TsSxeJol Lemnm (Chl, Ch2 m Ch3) uejioBeka u
JIeTKOW  Lenu (CL) M SKCIOPEeCCHPOBAaHH B BUIOe IIOJHOPAa3MEPHEBIX
XVMEPHBIX aHTUTeJl 1gGl ¥ OpoTeCTHPOBAHEL B aHAJIOTMUYHOM aHaJiu3e
BJIOKMPOBAHUA JuraHna, Kak OIMCAaHO BHIIE, pu pPa3JIMUYHEIX
KOHUeHTpauumu (96360, 48180, 24090, 12045, 6022, 3011, 1505, 753,
376, 188 wmym 94 ur/mi) .

[00326] Bce NIpOTeCTUPOBAHHEE MIOJIHOPa3MepPHEBE XVMEePHHE
aHTHUTeJa [IPOTHUB LAG-3 BIIOKUPOBAJIN B3auMMOOeNCTBMUE MeXIy
pexoMOMHaHTHEM LAG-3 u kJeTkaMu Raji, »sKcoOpeccupybommuMmu TKI'C
KJacca I1I (our. 3).

7.1.4 BnusiHMe aHTUTeJNIa HIpoTuB LAG-3-Ha PBMC uyenoBekxka IIpu
CTUMYJISLINY DHETPOTOKCMHOM A crapmunokokxa (SEA)

[00327] OYHKUMOHAJNBHYK aAKTUBHOCTE XUMEPHOTO aHTUTeJa IIPOTUB

LAG-3 P13B02 TeCTUPOBAJIN C VCIIOJIb30BaHMEM [IEPBUYHEIX
MOHOHYKJI€aPHEIX KJIETOK IepudpepruuecKomn KpOBM UeJIOBeKa (MKIIK) ,
CTUMYJIMPOBAHHBIX BSHTEPOTOKCHMHOM A cTadmiiokokka (SEA). BkparTie,

KpHMOKOHCepBHUpOoBaHHEe MKIIK uejsioBexka (Research Blood Components)
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BHICeBaJIM B KoJmMuecTBe 10° kjeTok/jiyHka B RPMI1640 ¢ poOaBijieHUEM
Normocin™ (Invivogen, xaT. N ant-nr-1) um 10% MVHakKTUBUPOBaAHHOMU
HarpeBaHueM OBC (Thermo Fisher Scientific, xar. N 26140079) B
96-JIyHOUHEIE ILJIQHIIETH C OeJibTa-IloBepxHOCTEID NUNCLON (NUNC™,) .
KineTku KyJbTUBUpoBaimu ¢ 100 ur/miu SEA (Toxin Technologies, kar.
M atlOlred) wm 10 w~xr/min P13B02 WM aHTUTEJIOM, KOHTPOJIBHOTO
U30TUIIa, B TeudeHMe 5 cyrTok mnpu 37 °C, 5% COz m 97% BJIAXHOCTH.
OCBEeTJIEHHHI CyIepHaTaHT cofupanau M xXpaHuiam 1npu  -80 °C  mo
aHaJu3a. YpoBHM IL-2 oOpenejsalM C MCIOoJb30BaHMeM AlphalLISA
(Perkin Elmer, xar. N AL221C).

[00328] Kakxk mnokaszsaHoO Ha oOur. 4, aHTHUTeJo nOpoTuB LAG-3
P13R02 YBEJIMUMBAJIO NIPOOYKIIVK IL-2 B PBMC yeJIoOBEeKa,
CTUMYJIMPOBAHHEIX CYIIEepaHTUIeHOM SEA.

7.2 IpuMep 2: CoBIaHMEe UM XapPaKTEpPUCTHUKA I'YMaHMSMPOBAHHEX
aHTUTEeN HpoTuB LAG-3 uejioBeKa

[00329] STOT HnpMMep OMNMCHBAeT I'yMaHM3allM MHIIMHOTO aHTUTeJla
P13B02 M xXapaKTepUCTUKY I'YMaHM3VPOBAHHEX AHTUTEJ.

7.2.1 T'yMaHMBaLMs MBIMHOI'O aHTuUTellia P13B02

[00330] T'omogiorTuueckoe COoIloCTaBJIeHME VCIIOJIL 30BaJIn OJIA
BHOOPA aKLEITOPHEX KapKaCHHX obJyacTen yeJIoOBeKa OJId
TpaHCcIJIaHTauum CDR  MBIIMHOTO  aHTUTeJa PI13B02. Bas3el OaHHHX,

HanopuMmep, ©0asa IaHHHX BapuabeJIbHEIX TI'€HOB 3apOOHIMEeBOM JIMHUM U3
JJOKYCOB MMMYHOIJIOOYJIMHAa dYeJIoBeKa M  MBIIM (Baza JDaHHBHX IMGT
(MexoyHapooHas MHOOPMallMOHHAas cucreMa ImMunoGeneTics)®; Lefranc
MP et al., (1999) Nucleic Acids Res 27(1): 209-12; Ruiz M et
al., (2000) Nucleic Acids Res 28(1): 219-21; Lefranc MP (2001)
Nucleic Acids Res 29(1): 207-9; Lefranc MP (2003) Nucleic Acids
Res 31(1): 307-10; Lefranc MP et al., (2005) Dev Compo Immunol
29(3): 185-203; Kaas Q et al., (2007) Briefings in Functional
Genomics & Proteomics 6(4): 253-64) wmiam VBASE2 (Retter I et al.,
(2005) Nucleic Acids Res 33, Database issue D671-D674) wmuam 0Basa
mDaHHex Kabat (Johnson G et al., (2000) Nucleic Acids Res 28:
214-218)) wiun nyOiaukauum (HanpuMmep, 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), BCe ™3 KOTOPHX BKJIOUEHE I[IOCPEOCTBOM CCBUIKM B
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[IOJIHOM obBeMe, MOT'YT MCIIOJIE30BaATLCA 014 UIOEeHTUQUKALIUN
IIOOCEMEVCTE UYeJIOBeKa, K KOTOPHM OTHOCATCA BapuabesibHEEe o00JacTu
TOKEJIOM M JIeTKOM LenM MHIM, W OIpelelleHMA HauboJiee NOOXOOAUeEN
CTPYKTYPHE  3apOIOHIMEBOM  JIMHMUM  UeJIOBeKa  IJIS  MCIOJIb30BaHMUSA B
KadecTee MOJIEKYJIEI—aKLenTopa . Britop IocjieqoBaTeJIbHOCTEN
Bapua®eJIbHEHX o0B0JlacTel TSXKeJOM M JIeTKOM  lLelel BHYTPU  BTHUX
IOACeMeMCTB MOJIS MCIOJb30BaHMA B KaudecTBe akllelTopa MOXeT OHTH
OCHOBaH Ha TOMOJIOTUM  I[OCJeNOBaTeJIbHOCTer  u/Uiu COBIIaOEeHUU
CTPYKTYPEL obJlacTen CDR1 " CDR2, YTOOLL IIOMOUb COXPaHUTHL
COOTBETCTRBYKIlee OTHOCUTEJIEHOEe IIpedcTabBJieHMe mecTu CDR 1nocle
TpaHCIJIaHTaluu .

[00331] Tlouck B ©0a3e maHHBX IMGT, B3arpyxeHHonm c¢ IMGT.org, cC
IIOMOIIEIO penakTopa BHPABHUBAHNSA IocJIienoBaTeJBHOCTEN BioEdit
(Hall, T.A. 1999. BioEdit: a user—-friendly biological sedquence
alignment editor and analysis program for Windows 95/98/NT.
Nucl. Acids. Symp. Ser. 41:95-98, BKJIIOUEHHHM B JaHHHM IOKYMEHT
[IOCPeICTBOM CCHJIKM B  IIOJIHOM OOBeMe) yKas3eBaeT Ha XOpOoWyKn
TOMOJIOTHIO MeXOy KapKacHOM o0JlaCcThklo BaprablelIbHOM 0B0JIaCcTU TsXeJIoON
nenu P13B02 u ujeHaMM [OOTPYHNNH Bapuab®esJbHOM 0O0JIaCTU TSXeJION
uenu dejioBeka IGHV1. CaMele BHCOKME TOMOJIOTMUM ¥ MIEHTUUHOCTHU Kak
CDR, Tak U KapKaCHEX IIocjiefOBaTeJIbLHOCTEN HaOJonaanuch noJisa
IIOCJIeNOBAaTEJIbHOCTENM 3apOolbmeBoM JmMHUM: IGHV1-46*01 (SEQ ID NO:
153) (62% MOeHTUMUYHOCTM,; 61 aMMHOKMCIJIOTHHIX ocTaTka M3 98); IGHV1-
69-2*01 (SEQ ID NO: 154) (63% wumeHTMUHOCTM; 62/98); IGHV1-3*01
(SEQ ID NO: 155) (64% wmmeHTMUHOCTM; 63/98); IGHV1-24*01 (SEQ ID
NO: 156) (61% wmmeHTmuHocTH; 60/98); IGHV1-2*01 (SEQ ID NO: 157)
(60% wmpmenTHMu”HOCTM; 59/98); IGHV1-45*01 (SEQ ID NO: 158) (59%
UOEHTUUYHOCTH ; 58/98) nm IGHV1-18*01 (SEQ ID NO: 159) (60%
UOeHTHUUHOCTH; 59/98) .

[00332] VicrioJib 3y A TOT xe rogxomn, rIocJlenoBaTeJIbLHOCTE
BapuabesbLHOMU obJacTu JIeTKOM enm P13B02 oxasala XOPOITYO
TOMOJIOTHMIO C UJIeHaMM Kalla-HNoOTpyNNnH Bapuad®elJbHOM 00JacTU JIeTKOM
uenr 4JeJjioBekKa IGKV3 u IGKV1. CaMrle BLEICOKME TOMOJIOTHUM U
MOeHTUuYHOoCTM kKak CDR, TakK WM KapKaCHHX IIOCJIeNOoBaTeJIbHOCTEN
HaboOoagMchk IOJIS  IIOCJeHOBaTeJILHOCTEM 3apolblleBOoM JMHUM: IGKV3-

2001 (SEQ 1ID NO: 160) (59% wmpeHTHMUHOCTHM,; 57 aMMHOKMCJIIOTHHEX
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ocTaTkoR M3 96); IGKV3D-15*01 m IGKV3-15*01 (SEQ ID NO: 161)
(58% wmpmenTMuHOCTU; 56/96); IGKV3D-20*01 (SEQ ID NO: 162) (59%

MIOIEHTUUHOCTH 57/96) ; IGKV3D-7*01 (SEQ 1D NO: 163) (58%
MIOIEeHTUUHOCTH 56/96) ; IGKV1-9*01 (SEQ 1D NO: 164) (63%
MOEHTUYHOCTH ; 61/96) n  IGKV3-11*01 (SEQ ID NO: 165) (60%

UOEHTUYHOCTHM; 58/96) .

[00333] B kauecTBe OTIPABHOM TOUKM IIpollecca I'yMaHM3aluU
Opla co3OaHa Bepcuda VH MM C TpaHCIUlaHTMpoBaHHBEMM CDR P13B02 c
MCIIOJIL30BaHMEM KapKacHBX ofjacted 1,2 mu 3 dYejloBeueckoro IGHV1-
46*01 (SEQ ID NO: 153) wum xapkacHoM o6jgacTy 4 UYeJIOBEUeCKOTO
IGHJ1*01 (SEQ ID NO: 200) B KauecTBEe UeJIOBEUECKOTO aKIEeITOPHOTO
Kapkaca. BRJI OCYymWeCTBJIeH paO OOpaTHHX MyTaluM B IOJIOXEHUAX,
KOTOPHE MOT'YT BJMATE Ha KoHpopMaumio CDR  wmiM VYIAKOBKY MeXOy
BaprabeJib HEIMU obJacTaMu ", cJlemoBaTeJIbHO, MOTYT VMETBH
CTPYKTYPHOE 3HaueHMe MOJIA TOONepXaHMs IIOJIHOM aKTUBHOCTHM aHTUTeJa
(HO-H4; SEQ 1ID NO: 56-60 wum 220 CcoOOTBeTCTBEHHO) (pur. DHA).
[lomoBHemM oO0pasoM, CDR-mpuBuryn Bepcuwno VL memm P13B02 coszmaBaim C
MCIIOJIb30BaHMEeM KapKacHHX objacTter 1, 2 m 3 IGKV3-20*01 uejoeeka
(SEQ ID NO: 160) m kapkaca 4 yejoBeueckoro IGKJ1*01 (SEQ ID NO:
201) B KauecCcTBe UeJIOBEUECKOI'O aklelTopa kKapkaca (LO; SEQ ID NO:
73) (Qur. 5B) . OBpaTHBEle MyTaluu ObBJIM CO3IOaHH B Pa3JIMUHEX
nojioxenuax (L1-L4; SEQ ID NO: 74-77, coorTBeTcTBeHHO) (dour. 5B).
[locaenoBaTeJIbHOCTU I'yMaHU3UpoBaHHHX VH HO-H4 ¥ IDyMaHM3MPOBAaHHEX
VL LO-L4 rmpencrarjeHs B Tabmuue 1. B Tabmmue 10 1okasaHH
[IOJIOXEHN S, KOTOpPEHE paszauyanTcad MeXOy  KapKaCHEMM  ofJjlacTaMu
AHTUTEJI MBIIM ¥ UYeJioBekKa M IOoABeprakTcd of0paTHOWM MyTaluM IO
MeHblel Mepe B OIHOM M3 ITYMaHM3UMPOBAHHEIX VH wmiam VL, ONMCAHHEBIX
Belle. B mTabiuue 11 [noka3aHel I[IOJIOKEHMS, KOTOPHE pasjiMdamnTcs B
KapKaCHHX 0f0JlacTaAX aHTUTEeJ MHIIM M dJeJloBeka U I[IoOBeplaknTCcHd
obpaTHOM MyTaumy B H1 RO98K L4M.

Tabmmiza 10. 0OO030p KapkKacHHEX OOpaTHHX MyTaluy I[I0 MeHbIen

Mepe B OIOHOM M3 TYMaHM3UPOBaHHHX VH wmam VL.

BapuabesbHada o0JIacTh TSEXeJION leln

IToJioXeHMe rno | VH P13B02 IGHV1-46*01 (SEQ ID NO: 153)
Kabat
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H4

H5

H12

H23

H27

H28

Hl 2 =1 J3 < R =

H29

H30

=~

H48 I

Ho69

—

H71

H75

H76

H80

H81

T oE| =R n A W R R 8 = 43 < )R < B

Mol B =] nl e

HO94

BaprabesbHasa oOJIacTh JIETKOM Lenu

IToJioXeHMe rno | VL P13B02 IGKV3-20*01 (SEQ ID NO: 160)
Kabat

L3

L22

L36

L43

Hl 2 < 0 <

L47

158

wn| < = n| = 4 e

L70 D

L71 Y F

Tabmmua 11. 0030p KapKacCHHEX OOpaTHEX MyTauurr B H1 RO98K L4M.

IToJioXeHMe o | VH P13BRO02 IGHV1-46*01 (SEQ ID NO: 153)
Kabat

H4 M L

H27 F Y

H28 N T

H29 I F
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H30 K T
H69 I M
H71 A R
HOo4 T R

[00334] Kpome TorT0, HCDR3 wm3 P1l3BR02 comepXxuT MOTUB «RYDy»,
KOTOPEIM, Kak OBJIO MNIPOOEeMOHCTPUPOBAHO PpaHee, UVMUTUPYET MOTUB
CBASHBAHUA MHTeTpMHa «RGD». UTOOH IIPOBEPUTHL, MOXeT JIM MOTUB
«RYD» OBTL VyIajieH 0e3 BJMSHMA Ha CBA3bBaHMe ¢ LAG-3, B TSXeJIVI
LIelb OeLIa BBeIeHa AMMHOKMUCJIOTHA A 3aMeHa RO98K wmym DI1O0OE,
I[IPOHYyMepOBaHHasd B COOTBETCTBUM C oOllpeleJieHreM Kabat.

[00335] TaHenas m3 37 I'YMaHUBUPOBAHHHX aHTUTEJ, OO0OO3HAUEeHHEX
or PI13B02-01 mo P13B02-37, OBJIM CKOHCTPYMPOBAHE Ha OCHOBE

IIPMBEIOEHHOTO BHIIIE OIIMCaHMA " CO3IOaHE B BUOe TIOJIHOPpasMePHEIX

AHTUTEJI IgG:. P13B02-30 OBJIM  T[IOJIYUEHHE B Tpex BapMaHTax:
IIOJIHOpAa3MepHoOe AHTUTEJIO, comepxallee aJIJIo TUII IgG: Glml7,
oBosHauaemoe kak P13B02-30 (IgGi); T[OJHOpPasMepPHOE AaHTUTEJIO,

comepxalee aJuioTunl I1gGi Glml7 ¢ MyTaumen N297A, oboszHavaeMoe Kak
P13B02-30 (IgGa Glml7 N297A) ; u IIOJIHOpAa3MepHoe QHTUTEJIO,
comepxalmee aJuloTUll IgGi Glm3 ¢ MyTaumem N297A, ob6o3HauaeMoe Kak
P13B02-30 (IgG: Glm3 N297A). HMHdopMaLmMdg O IIOCJEeOOBaTeJIbHOCTHU
Bapuab®esbHHX of6JjacTe oT P13B02-01 mo P13B02-37 mnpuBemeHa B
Tabsmiie 7. IBe napTmm P13B02-30 (IgG: G1lm3 N297A) OBLIIN
MCCJIeDOBaHH Ha IIOCTTPAaHCHIALMOHHHM IPOLIECCUHT B KJIeTKax—
nponyleHTax. Bce »TM 37 ITyYyMaHM3UPOBAHHHX aHTUTeJla COXPaHAIU
CBA3HBaHME C PEeKOMOMHAHTHEIM  UYeJioBeueckuM LAG-3 B  aHaJu3e
IIOBEPXHOCTHOTO ILJIa3MOHHOT'O pPes3s0OHaHCa (OaHHHeEe He I[IOKa3aHH) .

7.2.2 CBsBSHBaHME TI'YMAaHUSMPOBAHHHX aHTUTEN OpoTMB LAG-3 cC
yenoBeueckuM LAG-3

[00336] AHTHUTesla OpoTMB LAG-3 TeCTHpPOBaJIM Ha CBA3BBaHME C
IepBUYHEMM  T-KJeTKaMM  dJeJIoBekKa C  WCHOJb30BaHMEeM MIPOTOUHOM
LUTOMETPOHUN . KprokoHCepBUPOBAaHHEE  uUejioBeueckue  MKIIK (Research
Blood Components) BrceBaJM B KoJauuecTBe 10° xjeTok/mMiI B RPMI1640
c mobBamJjieHMeM NormocinTM (Invivogen, xaT. N ant-nr-1) u 10%
MHaKTUBMPOBAHHOM HarpeBaHueM OBC (Thermo Fisher Scientific, xar.

M 26140079) B koJgby T-75 (Corning) B npucytcrBur 100 HT/Mia SEA
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(Toxin Technologies, kxat. N atlOlred) B TeueHue 5 cyTok npu 37
°C, 5% COz m 97% BuaxHocTU. KynbTuBupyemele MKIIK 3aTeM BLHCEBaJU II0O
10° xJjeTokK/JyHKa B 96-JIYHOUHHE IIJlaHmeTH C U-ofpa3HeM OHOM (Nunc) .
Kinerku wmHKyOuMpoBanmu Cc 10 MKIT/MJII aHTUTesa OpoTMB LAG-3 B TeueHue
30 MuMHYT Ha JbOy. KieTkM TPMXOE [IPOMHBAJIM M 3aTeM MHKYOMpOBaJ M C
auTuTesoM TInpoTuB CD4-PE/Cy7 (Biolegend, wJjon N OKT4, kar. N
317414), c auTuTeJOM npoTue CD8-FITC (Biolegend, xJjioH N RPA-TS,
kaT. N 301060), c aHTUTeJsIOM OpoTmB CD3 —-APC (BD Biosciences,
kJioH N SP34-2, xaT. N 557597), LIVE/DEAD®, (UKCUPYIIUM KpaCUTeJIeM
I0JISI MEPTBHX KJIeTOK B OJmxHeM MK-nmanasoHe (Life Technologies,
kaT. N L10119), ©6JgokupaTopoM Fc (BD Biosciences, xar. N 422302)

M KO3bUM aHTH-4YeJioBeueCKuMM I1gG-PE (ThermoFisher, xar. N PAl-

74408) . KileTkr wMHKYyOMpOBaJIM B TeueHMe 30 MMHYT Ha JbIoy,
IIPOMEEAJIM WM aHaJin3MpoBaJiM Ha amnmnapare FACS (BD Canto). Kak
[IOKa3aHo Ha our. 6A, XUMEPHOE QHTUTEJIO P13B0O2 u BCE
IPOTeCTUPOBaHHEE T'YMaHN3VPOBAaHHEE aHTuTeJla OeMOHCTPUPOBaJIN
CBA3BBaHUE C [IePBUYUHEMI CDh4+ UeJIOBeUueCKMMU T-rJjleTKaMM,

CTUMYJIMPOBAHHEIMM CyllepaHTureHoMm SEA.

[00337] 3arTeM yeJIOBeUeCKHue MKIIK AKTUBUPOBAJIN c
MCIIOJIb30BaHMEM CyllepaHTuI'eHa SEA aHaJJOTMUHO TOMY, KakK OIIMCaHO
BHIIE, M MUHKYOUPOBAJIM C CepuMHO pa3BemeHHbmMu (50000, 15000, 4500,
1350, 407, 122, 37 wmm 11 ur/mi) P13B02-16 wmJIM aHTUTEJIOM
M30TUIIMUECKOTO KOHTPOJIA. CBA3HBaHME aHaJIM3MPOBaJM C  IIOMOIBLIO
uuToMeTpa FACS Fortessa (Becton Dickinson). I'vyMaHM3UPOBAaHHOE
aHTuTeJio P13B02-16 CBA3HBAJIOCE C aKTUBMPOBAHHHEMU [I€PBUUHEMA
uejioBeueckuMn CD4* T-kJjleTkaMM 3aBUCHMMEIM OT -HO3H oOpas3oM (our.
6B) .

7.2.3 BrioKMpymolas JIUTaHLO aKTUBHOCTEL TYMaHUBUPOBAHHEX
aHTUTEeNn npoTtmB LAG-3

[00338] BaTem cCrnocoBHOCTE TI'YMaHUBUPOBAHHHEX aHTUTEJ IIPOTUB
LAG-3 BJIOKUPOBATE B3aVMMOIEeNCTBUE MexXnoy [IOIIePEeYHO— CIIN TEMI
pekoMOMHaHTHEMM LAG-3-6His m TKI'C kjacca II, BKCIpeCCHUPYRIUMA
KJIETKHA Raji, OBlIIa muccJjengoBaHa, Kak OIIMCAaHO BHIIE .
I'yMaHM3MPOBAaHHEE aHTUTEeJIa P13B02-06, P13B02-07, P13B02-16,
P13B02-26 m P13B02-27, BCe U3 KOTOPHX BKJIOUAKT KOHCTAHTHYI

oBJjlacThk UYejioBeueckoro 1gGi, TecTuporasu npu 57820, 28910, 14455,
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7228, 3613, 1807, 903, 452, 226, 113 wmu 56 wur/mu (bur. 7A).
'yMaHM3MpOBaHHOE AHTUTEJIO P13B02-30 (IgGa Glml7 N297A)
TecTHUpoBas M npm 96360, 48180, 24090, 12045, 6022, 3011, 1505,
753, 376, 188 m 94 ur/mia (dur. 7B).

[00339] Kak mnoka3aHO Ha ¢ur. 7A m 7B, BCce NPOTEeCTUMPOBAaHHEE
T'YMaHM3MPOBAaHHEE aHTUTeJa 200eKTHMBHO OJIOKMpPpOBAJM CBA3HBaHMe LAG-
3 ¢ MNOBUTHBHEMM OTHOCUTeJIbHO I'KI'C rJjlacca II kJjeTkamm Raji.

7.2.4 BnustHMe aHTUTeNa OpoTMB LAG-3-Ha PBMC uyejsioBeka IIpu
CTUMYJISILINYM DHETPOTOKCHMHOM A crabminokokxa (SEA)

[00340] OYHKLUMOHAJIBEHVYIO AKTUBHOCTD TYMaHU3UPOBAHHOTO
anTureJia P13B02-30 (IgGi) oOULeHMBaAJIM C MCIOJB30BaHMEM II€PBUYHEIX
PBMC u4eJiOBeKa, CTUMYJIMPOBAHHEIX SHTEPOTOKCHMHOM A CTadmMIIOKOKKA
(SEA) . KpnokoHcepBupoBaHHEle  MKIIK  uejioBeka (Research  Blood
Components) BHCeBaJlM B KoJuuecTBe 10° KJIeTOK/JIyHKa B RPMI1640 c
nobarygeHrueM Normocin™  (Invivogen, kaT. N ant-nr-1) wu 10%
VMHaKTUBMPOBAHHOM HarpeBaHueM OBC (Thermo Fisher Scientific, xar.
N 26140079) B 96-JIyHOUHBIE ILJIAHIETH C IOeJIbTa-IOBEepPXHOCThK NUNCLON
(NUNC™) . KieTku KYJIb TUBUPOBaJIN o} 100 HT'/MJI SEA (Toxin
Technologies, xar. M atlOlred) m 10 mxr/min P13B02-30 (IgGi) wuim
AHTUTEJIOM, KOHTPOJILHOTO M30TUIla, B TedeHue 5 cyrTok mnpu 37 °C, 5%
CO2 m 97% BjgaxHocTM. OCBETJIEHHHM CylIepHaTaHT Ccofupa M U XPaHWUIIU
npym —-80 °C mo aHammMsa. YpoBHM I1L-2 onpenessaiM C MCIOJb30BaHMEM
AlphaLISA (Perkin Elmer, kaT. N AL221C).

[00341] Kaxk 1okaszsaHO Ha OouIr. B8A, aHTHUTeJlO OpoTMB LAG-3
P13B02-30 (IgGi1) ycuamuBaJo BuHpaboTky IL-2 B PBMC u4eJlOBeKa,
CTUMYJIMPOBAHHEIX CYIIepaHTUI'eHOM SEA.

[00342] B  aHaJIOTMUHOM 5BKCIepPMMEeHTe  KPUOKOHCEPBUPOBAHHEE
yeJioBeuecKue PBMC kyJIbTUBMpPOBAJIM C 100 H ™I SEA (Toxin
Technologies, xar. N atlOlred) m 10 mMxr/min P13B02-16 (IgGi) wuim
AHTUTEJIOM M30TUIMUECKOT'O KOHTPOJISA B IIPUCYTCTBUM WU B OTCYTCTBUE
5 MKT/MJI aHTUTeJla OpoTuB PD-1 nembposmsymad (Pembro) (Myoderm),
aHTuTeJa npoTuB PD-1 HMBOJyMa® (Nivo) (Myoderm), Tpex pas3JIMUHBIX
aHTuTeJ nOpoTuB PD-L1 mam auTuTelsa OpoTMB CTLA-4 unminMymat® (Ipi)
(Myoderm) B TeueHue 5 cyTok mnpu 37 °C, 5% CO2 m 97% BJIaXHOCTH.
OCBeTJIEHHHI CylepHaTaHT cobupajau M xpaHuau 1npu  -80 °C  1mo

aHaimMza. YpoBHM IL-2 olOpeneisailnM C MUCIOoJb30BaHveM AlphalISA
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(Perkin Elmer, xaT. N AL221C). AHTMTeJIO OpoTMB PD-L1 N 1 Onuio

IIOJIYy4YEeHO Ha OCHOBe IocjiefoBaTEJIbHOCTEN BapmaéenhHoﬁ obJjlacTu

aHTuTeJsa A09-246-2, NNpencTaBJIEHHEX B IyOJMKaLMM 3asgBKM Ha IIaTeHT

CIIA N US2014/0341917 (mOJIHOCTRIO BKJIOUEHHOM B HaHHBM JOKYMEHT

IIOCPEnCTBOM CCHUJIKM) . AHTUTeJIO NpoTuB PD-L1 N 2 OBJIO [IOJIYYeHO Ha

OCHOBEe rnocJjiefoBaTeJIbHOCTEN BapradbesIbHOM obJjlacTu aHTUTeJa
2.14HS0PT, mnpenocTaBJIeHHEIX B IHaTeHTe CIA N 8779108 (IOJHOCTBIO
BKJIIOUEHHOTO B HAHHBEM IJOKYMEHT IIOCPeICTBOM CCHJIKM) . AHTUTEJIO

npotrue PD-L1 N 3 ObJlIO IIOJYYEeHO Ha OCHOBe IIocJleIoBaTeJIbHOCTeM,

IpenCcTaBJIEHHHX B HnaTeHTe CIMA N 8217149 (MIOJHOCTBK BKJIIUEHHOM B

IO aHHBIM IJOKYMEHT IIOCpellCTBOM CCBUIKM) . l[locysenoBaTeJILHOCTHU STUX

Tpex aHTuTeJl nNpoTuk PD-L1 npmBeneHe B Tabjuue 12.

Tabauiia 12. IlocJeloBaTEJILHOCTM aHTUTeJ HpoTue PD-L1

SEQ
ID Onmcanuue AMMHOKMCIIOTHASA IIOCJIENOBaTEJIBHOCTE
NO:
EVOQLLESGGGLVQPGGSLRLSCAASGFTEFSSYIMMWVRQAPGK
GLEWVSSIYPSGGITEFYADTVKGRETISRDNSKNTLYLOMNSL
RAEDTAVYYCARIKLGTVTTVDYWGQGTLVTVSSASTKGPSVE
TaXeJad PLAPSSKSTSGGTAALGCLVKDYFPEPVTVSWNSGALTSGVHT
Lemnb FPAVLQSSGLYSLSSVVTVPSSSLGTQTYICNVNHKPSNTKVD
202 | aHTHTeJIa KRVEPKSCDKTHTCPPCPAPELLGGPSVFLFPPKPKDTLMISR
npoTur PD- TPEVTCVVVDVSHEDPEVKEFNWYVDGVEVHNAKTKPREEQYNS
Ll N 1 TYRVVSVLTVLHQDWLNGKEYKCKVSNKALPAPTEKTISKAKG
QPREPQVYTLPPSREEMTKNQVSLTCLVKGFYPSDIAVEWESN
GOQPENNYKTTPPVLDSDGSFEFLYSKLTVDKSRWQQGNVESCSV
MHEALHNHYTQKSLSLSPG
QSALTQPASVSGSPGQSITISCTGTSSDVGGYNYVSWYQQHPG
Jerkas Lelb
KAPKIMIYDVSNRPSGVSNREFSGSKSGNTASLTISGLQAEDEA
aHTHTeJa
203 DYYCSSYTSSSTRVEGTGTKVIVLOQPKANPTVTLFPPSSEELQ
npotuB PD-—

n ANKATLVCLISDEFYPGAVTVAWKADGSPVKAGVETTKPSKQSN
bLwd NKYAASSYLSLTPEQWKSHRSYSCOQVTHEGSTVEKTVAPTECS
TAaXeJad EVOQLVESGGGLVQPGGSLRLSCAASGFTFSRYWMSWVRQAPGK

204 Lierb GLEWVANIKQDGSEKYYVDSVKGREFTISRDNAKNSLYLOMNSL
aHTHUTeJa RAEDTAVYYCAREGGWEGELAFDYWGQGTLVTVSSASTKGPSV
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npotuB PD-—

Ll w2

FPLAPSSKSTSGGTAALGCLVKDYFPEPVTVSWNSGALTSGVH
TFPAVLOSSGLYSLSSVVIVPSSSLGTQTYICNVNHKPSNTKY
DKRVEPKSCDKTHTCPPCPAPELLGGPSVFLFPPKPKDTLMIS
RTPEVTCVVVDVSHEDPEVKEFNWYVDGVEVHNAKTKPREEQYN
STYRVVSVLTVLHODWLNGKEYKCKVSNKALPAPIEKTISKAK
GOPREPQVYTLPPSREEMTKNQVSLTCLVKGEYPSDIAVEWES
NGOPENNYKTTPPVLDSDGSFFLYSKLTVDKSRWQOGNVESCS
VMHEALHNHYTQKSLSLSPG

205

Jerkasd Lelb
aHTUTeJa
npotus PD-—

Ll w2

EIVLTOQSPGTLSLSPGERATLSCRASQRVSSSYLAWYQQOKPGO
APRLLIYDASSRATGIPDRESGSGSGTDEFTLTISRLEPEDEFAV
YYCOQQYGSLPWTFGQGTKVEIKRTVAAPSVEFIFPPSDEQLKSG
TASVVCLLNNEFYPREAKVOWKVDNALQSGNSQESVTEQDSKDS
TYSLSSTLTLSKADYEKHKVYACEVTHQGLSSPVTKSENRGEC

206

TaXeJiasd
LIenb
aHTuTeJa
npotmuB PD-

L1 N 3

EVOQLVESGGGLVQPGGSLRLSCAASGFTEFSDSWIHWVROAPGK
GLEWVAWISPYGGSTYYADSVKGREFTISADTSKNTAYLOMNSL
RAEDTAVYYCARRHWPGGEFDYWGQGTLVTVSSASTKGPSVEPL
APSSKSTSGGTAALGCLVKDYFPEPVIVSWNSGALTSGVHTEP
AVLOSSGLYSLSSVVTIVPSSSLGTQTYICNVNHKPSNTKVDKR
VEPKSCDKTHTCPPCPAPELLGGPSVEFLFPPKPKDTLMISRTP
EVTCVVVDVSHEDPEVKEFNWYVDGVEVHNAKTKPREEQYNSTY
RVVSVLTVLHOQDWLNGKEYKCKVSNKALPAPIEKTISKAKGQP
REPOQVYTLPPSREEMTKNQVSLTCLVKGFYPSDIAVEWESNGQ
PENNYKTTPPVLDSDGSFFLYSKLTVDKSRWOOGNVESCSVMH
EALHNHYTQKSLSLSPG

207

Jerkasd lelb
aHTUTeJa
npotus PD-—

Ll W 3

DIOMTQSPSSLSASVGDRVTITCRASQDVSTAVAWYQQOKPGKA
PKLLIYSASFLYSGVPSRESGSGSGTDFTLTISSLOPEDFATY
YCOOYLYHPATFGQGTKVEIKRTVAAPSVEIFPPSDEQLKSGT
ASVVCLLNNEYPREAKVOWKVDNALQSGNSQESVTEQDSKDST
YSLSSTLTLSKADYEKHKVYACEVTHQGLSSPVTKSENRGEC

[00343]

Kak mokaszsaHo Ha o¢ur. 8B,

P13B02-16 (IgGi),

WM B KOMOMHALMM C AHTHTeJIOM OpoTuB PD-1 neMmOpoams3ymMadoM WA

HMBOJIyMaboM,

aHTuTeJioM npoTuB CTLA-4 wunmiammyma,

AHTUTEJIOM TIIPOTHEB

PD-L1 N 1, N 2 wmm N

[IOBHIIAJIO IponoyLuuMpoBaHMe I1L-2

B PBMC uyejioBeKa B IIPUCYTCTBUM CyllepaHTUI'eHa SEA.

7.2.5 BnusHMe T'YMaHMBMPOBAHHOI'O aHTUTeJNa OpoTuB LAG-3 Ha

OTIOeJIBEHO

3 wuim
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BHPaBOTKY LIMTOKMHOB OIIYXOJIEBEMM MHOMIIETPUPYIOWMMHA JIMMOOLIMTaMM
[00344] Ax”TUTesiO npoTuB LAG-3 PI13B02-30 (IgG: GIm3 N297A)
najlee OLIEHMBaJIM Ha €TI0 CIOCOOHOCTL CTUMYJIMPOBATE  BHPaOOTKY
LIMTOKMHOB aKTUBUPOBaHHEMA [Ie PBUYHEMU OITYyXOJI€ BEMU
MHOUIIL TpupylmuMy  JuMboumuTamm (TIL), OTOeJJbHO WMJIM B KOMOMHaUUM C

aHTUTeJIOM IIPOTHUB PD-1. CycHeH3uMM OTHOEJILHEX KJIETOK U3 OHYXOJ'IGTZ

cBexen [IOYEeUHO—-KJIETOUHON KapLUMXHOME (RCC) (cTamnmug 1) MIIN
KoJIOpeKTaJIbHOTO paka (CRC) (cragus II) (UMass Medical School,
Bycrep, mTaT MaccauyceTc) BHIOEJIAJIM C  IIOMOUWBID MeXaHMnJyeCcKOoM

MUKPOOUCCEKLUMM. B HEKOTOPHX CJly4dasax, B 3aBUCHMOCTM OT YPOBHHA
dubposza, ObBUIO HeoOxXOoIMMO O(GepMeHTaTUBHOe pachmellyienre (Liberase wm
DNAseI, Roche). KieTkM OCTaBJAJM B I[IOKOe B KOHIeHTpauum 5x104
KJIETOK/JyHKa B RPMI1640 ¢ pmoGabBjeHueM Normocin™ (Invivogen, karT.
M ant-nr-1), peKOoMOMHaAHTHOTO uejoBeueckoro I1L-2 (20 en/mi, R&D
Systems, xar. N 202-I1L-010), m 10% MHaKTMBUPOBAHHOW HaTpeBaHUEM
®BC (Thermo Fisher Scientific, xar. N 26140079) B 96—JIYHOUHHX
[JIaHIIETaxX C OeJibTa-ToBepxHOCThH NUNCLON (NUNC™, kaT. N 143761) B
TedeHMe 1 cyTok. Ha clenyommve CyTKM ofpas3lbl LUeHTPpUudyIMpoBaln MU
IoJIydajii CBeXyl KyJbTypallbHYI Cpeny, ComepXallyln IIpencTaBJIArIue
MHTepec aHTUTesia, P13B02-30 (IgG: Glm3 N297A) B koHUeHTpauum 20
MKT/MJI ¥ aHTUTeJIO NpoTue PD-1 nembposmsymad (Pembro) (Myoderm)
npr 5 MKT/MJI ¥ MMKpoOmapukamuM OpoTue CD3/CD28 (CooTHOUEeHHKE
TpaHyJiel 1:1 KJeTkM) »DoBaBJSIM B KoOHeuHoM OO0weMe 100 MKJI U
OCTaBJIAJM Ha 3 CYTOK mJa wMHKy®aumm npm 37 °C um 5% CO2.
BecKJIETOUHHI CyIepHaTaHT cobupaiau U Xpadwiau npu —-80 °C  mo
aHam3a. YpoBHM TNFo onopenelsdaiamM C MCOoOJb30BaHuMeM AlphalLISA
(Perkin Elmer, xar. N AL208C).

[00345] Kak nokazaHo Ha ¢our. SA m 9B, aHTHUTesOo OpoTuB LAG-3
P13B02-30 (IgGa Glm3 N297A) YCHUJIMBAET IPOOYKIIMI TNFo
AKTUBYPOBAHHEIMU TepBUUHEMM TIL m3 omnyxojen RCC mam CRC.

7.2.6 AHTHUTENO HNPOTMB LAG-3 ycuIMBaeT aKTHUBALMIO T—-KJIeTOK B
aHanuse nomaBlieHNsS LAG—3—-ONOCPeIOBAaHHEIX KJIETOK

[00346] B »TOM HOpMMepe MCIIOJIB30BaJIM PEelopTepHyl JMHMID NEFAT-
Jouuepass OJIA OLEeHKM MHIMOMpyKRmeTo 3d0deKTa aHTHUTeJia IpoTubk LAG—
3 P13B02-30 (IgGi Glm3 N297A) mnportue LAG-3 B aHaJlM3e IIONaBJIEHUA

KJIeTOK. [IBa SKCIIEPVMEHTa OBJIM BEHIIIOJIHEHEI, KaK OIMCAaHO HIWXe.
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[00347] B kaxIoM M3 OBYX D3KCIEepPMMEeHTOB KJeTKu Jurkat-NFAT-

LAG-3 cychneHmupoBaJM nOo 2,5x pabouell koHIeHTpaluuy 1x10° wkjeTok/MII

B Cpemoe OJj4 aHaJMza (RPMI+10% MHaKTUMBMPOBAHHOM HaTpeBaHMUEM
®BC+1% Pen/Strep). Kiuerku Rajili cycnenmmporBanmu po 3,33x pabouen

KOHIleHTpaunu 1x10° kjJeTok/MJI B cCpele IOJIS aHalr3a. DHTEPOTOKCHH E
cradpmiokokka (Toxin Technology) TOTOBUJIU npu 10x pabouen
KOHIleHTpalunu, paBdor 0,04 HTD/MI B cpeme mJjd aHaluza. CepuiiHoe
pa3zBeleHMe aHTUTeJla NpoTUE LAG-3 MM aHTHUTeJa M30TUulla IOTOBUIIN B
cpele IJisg aHajM3a. B I[IepBOM 5SKCIEPUMMEHTE KOHIUEHTpaluM aHTUTE
HaxoOuianuck B OuanasoHe 0,2-50 MkT/MJI. BO BTOPOM 5SKCIEPUMEHTE
KOHIIEHTpaluK aHTHUTeJI HaxXoOuJIuchk B IOuanasodHe 0,1-100 wMKD/MII.
[IocJjie TIPUTOTORJIEHUS CEepPUMUHHX pasBeleHUM aHTuTes 40 MKI KJIETOK
Jurkat-NFAT-LAG-3 wm 20 MKJ pacTBOpa aHTUTeJI I[IpelBapUTelIbHO
MHKYyOUpoBalIn B TeueHue 30 mMuHyT npm 37 °C m 5% C0O2 B 96-JIYHOUHHX
mjaHmeTax ¢ U-oBpasHeM JpgHoM. 30 M kjgeTok Raji m 10 MK
DHTEPOTOKCUHa E CcTadMJIOKOKKa Jo0aBJIAIM B 96-JIYHOUHEBE IIJIAHIMETH WU
VHKYOUpPOBaJ M B TeueHMe 5—-6 UYacoB. 3aTeM B KaxXOylw JIYHKY I00aBJIAIIU
100 MKJI Jmourdepa st Bio-Glo (Promega) 7 JIIOMMHE CLLEHLIAIO
PETUCTPUPOBAJIN C MCIIOJIb30BaHMEM  puUIOepa [LJIaHIIETOB EnVision
(Perkin Elmer) uepes 10-15 mMmHYT.

[00348] Kak mokazaHo Ha ¢ur. 10A m 10B, aHTUTEJO IIPOTUB
LAG-3 B3HaAuUMUTEJILHO YBEJIMUMBAJIO CHUTHAJ penopTepHou NFAT-oLuMbepasH
OTHOCUTEJILHO aHTUTeJla M30TUIMUECKOTO KOHTPOJISA 3aBUCHUMEIM OT HO3H
obpasoM.

7.3 MpuMmep 3: KapTupoBaHME BIMTOIOB aHTHUTENa OpoTHUB LAG-3

[00349] B »TOM IHOpHMepe BIUTOII aHTMTeJla HNpoTuk LAG-3 P13B02-
30 OBl OxXapakKTepu30BaH, KaK ONMCaHO HUXE.

7.3.1 KapTupoBaHue DIINTOIIOB aHTUTEeJIa  IIPOTUB LAG-3 c
UCIIONIBE30BaHNEM MaCC—CIeKTPOMe TPUM c BOOOPOIHO— e TePUEeBEM
obMenHoM (HDX)

[00350] F(ab’)2 mporme LAG-3 OB nojgydeH mu3s P13B02-30 (IgGs
S228P) C wmucHnoJgp30BaHMeM Habopa FragIT (Genovis, kxaT N A2-FR2-
100) . BzaumMomemncTBue F(ab’): nmpormur LAG-3 C dYejloOBeueCKuM LAG-3
n3ydajgu C IIOMOWBK MaCC—CIeKTPOMETPUM C BOINOPOIHO—IEMTepUeBHM
obmMmeHoMm (HDX) .

[00351] Hiisa paclernjeHmna IelNCrHOM/IpOoTeas0m XITIT OBLJIO



214

OeHaTypupoBaHO 7,9 MKI pPeKOMOMHAHTHOI'O UYeJIOBEeUeCKOI'O—MEUeHHOT'O
LAG-3 (Sino Biological, KaT. Ne 16498-HO8H) B 125 MKJI
KOHTPOJIBHOTO Oybepa (50 MM docdar, 100 MM xjopun HaTpuga, pH
7,4). pmobamjgasa 125 mxia 4 M rmumpoxJjiopuna I'yaHunuHa, 0,85 M Oydepa
TCEP (xoHeuHem pH 2,5) ¥ uMHKYOUPYS CMeChb B TeueHMre 5 MMHYT IIpHu
20 °C. BaTeMm CMeChb nonBepranm paclernjeHn Ha KOJIOHKE
nencuH/nporeasa XIII C KCIOJb30BaHMEM CaMOCTOSTEJIBHO HaduTon
KOJIOHKM IelncuH/mpoTeasa XIII (macca/mMmacca, 1:1) M I[oJyUYeHHHE
IIeIITUOE aHaJIM31pOBaJA C MCIIOJIbE30BaHMEM CUCTEeMEL CB3BXX-MC,
cocTosamern u3 Waters UPLC Acquity coeIMHeHHOM C THUOPUIOHBM
KBaIpPyIlOJIbHEM OpPBOUTPATIOBEM MacC—CIeKTPOMETPOM Q-Exactive™
(Thermo) . IlenTunael pa3moesidajM Ha KoJoHke C8 pasmepoM 50MM x 1 MM C
19-MUHYTHEIM TpangueHTOM OT 2-30% pactBopuTesa B (0,2% MypaBbMHOU
KMCJIOTEL B alleTOHUTPpWIIEe) . MOeHTHOMKaAUVKD IIelTHUIOB IPOBOOWIIM IIyTeM
rnoucka pmaHHelx MC/MC mno nocjenoBaTesibHOCTM LAG-3  uejloBeka C
Mascot. Jomnyck IO Macce IJida I[IpOoKypcopa M IOpolykKTa cocTabjain 10
yacTelM Ha MWMoH u 0,05 Ja CcoOOTBEeTCTBEHHO.

[00352] 20 wMxjag LAG-3 uyeJjioBeka (7,9 mMr) mim 20 MKJI CMeCcHU
LAG-3/F(ab’ )2 uesoBeka (7,9 Mxr: 15,8 MKT) uHKyOMpoBaau c 105 Mk
Bbybepa g MaAapKMPOBKM OKcHIa IenTepusa (50 MM docdara HaTpmsa, 100
MM xJiopuna HaTpusa, pD 7,4) B TeueHue 0 cexyHn, 60 cexkyHn, 300
cexkyHn, 1800 cexyum, 7200 cexyHnm u 14400 cexkyupn npu 20 °C. O6MeH
BOOOpON/melTepuis Tacuim pobarjienueMm 125 Mg 4 M rumpoxJjopuma
I'yaHuInHa, 0,85 M Oyodepa TCEP (KkOHeuHHM  pH 2,5). 3aTeMm
IoTalle HHEle oBpasLkl nonBepralm paclerjeH N Ha KOJIOHKE
nencud/mnporeasa XIII u aHamuzy XX-MC, KakK OINMCaHO BHIe. Macc-—
CIIEKTPH PEeTUCTPUPOBAJIM TOJIBEKO B pexyMe MC. HeobpabGoTaHHEHE HOaHHEE
MC ofbpabaTeHBaJIMCk C McHoJb30BaHueM HDX WorkBench, nporpaMMHOIO
obecrieuenus nJas aHalvsa H/D-obMena paHHex MC (J. Am. Soc. Mass
Spectrom. 2012, 23 (9), 1512-1521, BKJOUEeHHHNM B OaHHEM IOKYMeHTa
[IoCpelCTBOM CCREUIKU B [IOJIHOM o0OLeMe) . YpOoBHU nevrTepus
paccumTHBalM, UCIIOJIbE3Y 4 CpeIHIK pa3Huly Macc MeXxny
IeVTEPMPOBAHHEM [NelTUIOM M eT'0 HaTHMBHOM dopmomn (to) .

[00353] OxBaT 1ocJemoBaTeJIbHOCTEM, NOCTHUMIHYTHM 10Jg LAG-3
yeJIOBEeKa, COCTaBMJI 96, 6%. B TO BpeMsa Kak OOJIBIMMHCTRBO

UeJIOBeUeCKMX IIeIITrMaoOB LAG-3 IIoKasaJit MIOeHTWYHEIE mJjinm CXOIHEIEe
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YPOBHM mOenTepusa C u 0es F(ab’)2 nporur LAG-3, OwJIO OOHapyXeHO,

UTO HEeCKOJIBEKO IIelITMIHEIX CeI'MeHTOB 3HaAUMTEJIBHO CHIMXalT BRJIIKOUEHIME

oenTepmsa OpM CBA3HBaHMM F(ab’)2. CuUJIbHOe CHWMXeHMe I[IOTJIOmMEHUA
nerTepmsa HabjomaJlock B 00JlacTM, COCTOAmMEN M3 aMUMHOKMCIIOTHOM
ocyienoBaTeJibHOCTH  SEQ ID NO: 215 (SPTIPLQDLSL) . OcTaTku

IIPOHYMEepOBaHH B cooTBeTcTBMM C SEQ ID NO: 166.

[00354] UszobpeTeHMe He TOOJPKHO OBTH OTpPaHMUEHO B o0OBeMe
KOHKPETHHMM  BapMaHTaMM  OCYMeCTRJIEHUS, ONMCAaHHLEIMM B  IaHHOM
OOKyMeHTe. [JIeMCTBUTEJILHO, pPa3JIMuHEe MOIMbMKalUM U300peTeHUusd B
OOTOJIHEHVE K ONMCAHHBEM CTaHyT OUEBMAHBEIMM IJIS CHelMaJIMCTOBR B
DaHHOMU obJyacTu TEeXHUKU ns npelmecTBRYIETO onMcaHus u
CONpOBOXIaKMUX ouUTyp. IlpennojaraeTcs, UYTO Takue MOOUOUKALIUU
noanamamnT Hon o0beM HpujaraeMol GOpMyJIH M300peTeHMUd.

[00355] Bce cCccCrUIKM (HaopuMep, OyOJIMKaLUUM WM [IaTeHTH WU
IaTeHTHHE 3asgBKM), LIUTHUPOBAHHEE B JIaHHOM OOKYMeHTe, BKJIOUEHH B
DaHHOE OIMCaHMe TOCPeOCTBOM CCHUIKM B MX IIOJIJHOM O0O0BeMe UM OJIS BCeX
neJjle B TOM Xe CTelleHM, Kak ecjau OB KaxkOas oTHeJilbHas CCHEJIKa
(HanpuMep, NOyOauMKaluMsa WM [aTeHT WM 3asBKa Ha HaTeHT) Oblla
KOHKPETHO ¥ MHIMBMIYaJIbHO YyKas3aHa, KaK BKJOUeHHasd IIOCPEeICTBOM
CCBUIKM B IIOJIHOM OOBeMe IJIS BCeX LeJiel.

[00356] [IOpyrme BapMaHTH OCYIMECTBJIEHMSA HaxXOOATCHA B IOIpelejlax

cienyomert GOpMyJIEH M300peTeHMU .



$OPMYJIA MBOBEPETEHNUA
1. BHOeJIEHHOE aHTUTEJIO, KOTOopoe cCIneludrMuecKM CBA3HBaAeTCH C
LAG-3 deJjyioBeka, I'IHe YyKa3aHHOEe aHTUTeJIO CONepPXUT BapuabelbHY
0oBJlacTb TSEXeJIONM Lell, COomepXallyld OIpelelidllle KOMILJIEeMeHTapHOCThb
ob6jiactm CDRH1, CDRH2 m CDRH3, u BapuabesibHyI 00JacTb JIeTKOW lenwu,
comepxalyrn OolpeneJsidrlye KOMILJIEMEHTAPHOCTE objilacTu CDRL1, CDRL2 m
CDRL3, rme:
(a) CDRH1 comepXmMT aMUHOKMUCIIOTHYI IIOCJIENOBATEJIEHOCTE DX1YX,X;
(SEQ ID NO: 140), rgme
X, npencraBjygeT cobom T wmim N,
X, mpencraejaseT cobom I miam M u
X3 mpencrTaByggeT cobom H, Y wmiam D;
(b) CDRH2 COOEPXUT AMVMHOKMCJIO THYIO IIO0CJIEOOBATEJIBLHOCTE
X1 IDPANX,X3X 1 X5XeX7PXgX QX9 (SEQ ID NO: 142), 1zme
X, mpencrTaBasgeT cobom E, R, S wm K,
X, HOpencramJjsgeT codoy D miu G,
X5 mpencrapiyfgeT cobon NI
X, OpencraBJjseT cobon W
Xy HOpencraBJjisieT cobon WK
Xe¢ TpencTaBageT cobom
X, mpencTaBageT coboun

M1

Xy OpencTaBJigeT coOou VI

H R U < XN 4 Z

H
S
H
mwin F,
A
R
L

Xg TipencTaBageT coboun VI u
X9 OpencrTaBjsgeT cobon G mam D;
(c) CDRH3 CONEPXUT AMUHOKHUCJIIO THYIO MIOCJIENOBATEJIBHOCTE
YX 1 X,X3YX,VGGXsDY (SEQ ID NO: 144), rme
X, OpencraBjgeT cobom Y, F wmam S,
X, npencraBygeT cobom Y wmiam D,
X3 mpencTaBasgeT cobom K mau R,
X, TipencTaBaseT cobom D mam E u
Xs mpencTaBasgeT cobom F mmam C;
(d) CDRL1 CONEPXUT AMUHOKUCJIIO THYIO MOCJIeNOBATEJIBHOCTE
SVSSX,ISSSX,1X3 (SEQ ID NO: 147), rmne

X, mpencTaBageT cobom S uau G,

X, mpencrtaBaseT cobom N miau T u



X3 mpencTaBaseT cobom H mmm Y;

(e) CDRL2 COOEepXMT aMMHOKMCIIOTHYK IMOCJIemoBaTeJIbHOCTE GTSNLAS
(SEQ ID NO: 104); u

(f) CDRL3 COONEepPXUT AMMHOKMCJIO THYIO IoCcJIejoBaTeJIbHOCTE
QOWX1X,YPXsT (SEQ ID NO: 149), rme

X, npencraByageT cobom S, N miau R,
X, npencraBJygeT cobom S, T mam R u

X3 npencraByageT cobom F, L, H mam W.

2. BHIOeJIeHHOe aHTUTeJIO IO II.l, TIe:

CDRH1 comepXuT aMMHOKMCJIOTHY IIOCJIeNOBaTeJIbHOCTE DX 1YX,X53 (SEQ
ID NO: 141), rme: X; mnpezncrarjsgeT cobom T wmiam N; X, OpenOcTaBJISET
cobom I wmam M; u X3 mnpencraBjasgeT cobor H mam Y;

CDRH2 COOEPXUT AMUHOKMCJIOTHYIO IIOCJIEOOBATEJILHOCTE
X1IDPANX,X3X KXsXPX7FQXg (SEQ ID NO: 143), rme: X; I[IpPeOCTaBJIAET
cobom E, R miam S; X, mnpencraBygeT cobor D mim G; X3 OpeacTaBJisgeT
cobom N mnm H; X, npencrarisgeT codbor T miam S; Xs IpencrTaBygeT cobom
Y min F; Xe npencTaBygeT cobor D mim A; X5 OpeXcTabBjysgeT cobor K wmiam
R; u Xz npemcrTaByisgeT cobort G miam D;

CDRH3 COOEPXUT AMMHOKMCJIOTHYIO IIOCJIEOORATEJILHOCTD
YX 1 X,X3YDVGGX,DY (SEQ ID NO: 145), rme: X, mopencrTaBjgeT coboum Y, F
mwim S; X, npezncrTarjigeT cobom Y miam D; X3 opencraBiygeT cobon K wmiam
R; n Xy IpencTaBJideT cofou F mJIn C MJIn AMMHOKUCJIJIOTHYIO
mocjemoBaTeJIbHOCTE YYYX,YX,VGGFDY (SEQ ID NO: 146), rme: X,
opencraBJygeT cobor K miau R; u X, OpencraBjgeT cobom D mam E;

CDRL1 COOEPXUT AMMHOKMCJIJIOTHYIO IIOCJIEIORATEJILHOCTE
SVSSSISSSNLX; (SEQ ID NO: 148), rme: X, mOpencTaBjgeT cobou H wuim
Y; n/or

CDRL3 COOEPXUT aMMHOKMCIIOTHYK IIOCJIEOOBATEJIEHOCTE QQWX,SYPX,T
(SEQ ID NO: 150), rme: X, mpencraBjgeT cobom S, N mwm R; u X,
OpencraBygeT cobom F, L wmiam H.

3. BogeJjleHHOe aHTMTeJIO IO II. 1 umim 2, The:

(a) CDRH1 CONEPXUT AMVHOKMUCJIOTHYI [IOCJIEOOBATEJIBHOCTE,
BHOPAaHHYID M3 TPYIIH, cocToAmelr m3 SEQ ID NO: 78-82;

(b) CDRH2 CONEPXUT AMVHOKMUCJIOTHYIO [IOCJIEOOBATEJIBHOCTE,

BHOPAaHHYID M3 TPYINH, cocTodAmel m3 SEQ ID NO: 83-93;



(c) CDRH3 COONEepPXUT AMVMHOKMUCJIOTHYIO [IOCJIEOOBATEJIBHOCTE,
BHOPAaHHYID M3 TPYIIH, cocTodmel m3 SEQ ID NO: 94-99;

(d) CDRL1 COONEPXUT AMVMHOKUCJIOTHYIO [IOCJIEOOBATEJIBHOCTE,
BHIOPAHHYI M3 TPYINH, cocTodmer m3 SEQ ID NO: 100-103; u/wmau

(e) CDRL3 COONEPXUT AMVMHOKUCJIOTHYIO [IOCJIEOOBATEJIBHOCTE,
BHOpPAaHHYID M3 TPYIIH, cocTodmer m3 SEQ ID NO: 105-112.

4. BroigeJjleHHOe aHTHTeJIO IIo JiodboMy M3 HOIo. 1-3, T'Oe:

(a) CDRH1, CDRH2 " CDRH3 comepxartT AMMHOKMCJIO THEIE
[IOCJIEDOBATEJIbBHOCTHU CDRH1, CDRH2 u CDRH3, COOTBETCTBEHHO,
npencrarJieHHHe B SEQ ID NO: 78, 83 m 94; 78, 85 um 95; 78, 86 m 96;
78, 86 m 97; 78, 91 m 94; 78, 92 m 96; 79, 84 m 95; 79, 88 m 95;
79, 89 m 95; 79, 90 m 95; 79, 90 m 98; 79, 90 m 99; 80, 85 m 96;
81, 87 m 96; myum 82, 93 um 95; u/wm

(b) CDRL1, CDRL2 u CDRL3 comepxart AMMHOKMCJIO THEIE
[IoCcJyiIenoBaTeJIbHOCTHU CDRL1, CDRL2 u CDRL3, COOTBETCTBEHHO,
opencrarBJeHHee B SEQ ID NO: 100, 104 m 105; 100, 104 m 106; 100,
104 w 107; 100, 104 m 109; 100, 104 mw 110; 101, 104 wm 108; 102,
104 m 105; 102, 104 m 112; wmmm 103, 104 m 111.

5. BoeJlIeHHOe aHTHUTeJIO II0 JiwdomMy M3 . 1-4, Toe:

(a) CDRH1 comepxmuT aMMHOKMCJIOTHYK IIOCJemoBaTeJIbHOCTE DTYIH
(SEQ ID NO: 79);

(b) CDRH2 COIOEPXUT AMMHOKHUCJIJIO THYIO MIOCJIENOBATEJIBHOCTE
EIDPANDNTKYDPKFQG (SEQ ID NO: 90);

(c) CDRH3 CONEPXUT AMUHOKHUCJIIO THYIO MIOCJIENOBATEJIBHOCTE
YYYX,YX,VGGFDY (SEQ ID NO: 146), rme X; npencraBigeT cobom K mam R;
n X, OpencraBjdgeT codor D mim E;

(d) CDRL1 CONEPXUT AMUHOKHUCJIIO THYIO MOCJIENOBATEJIEHOCTE
SVSSSISSSNLH (SEQ ID NO: 100);

(e) CDRLZ2 coIepXuUT aMMHOKMCJIOTHYK IIOCJemoBaTeJIbHOCTE GTSNLAS
(SEQ ID NO: 104); u

(f) CDRL3 CONEPXUT aAMMHOKMCJIO THYIO rocJlenoBaTeJIbHOCTE
QOWSSYPFT (SEQ ID NO: 105).

6. BHIOeJleHHOe aHTUTeJIO Mo JioboMy M3 nmn. 1-5, rme CDRH1, CDRHZ,

CDRH3, CDRL1, CDRL2 u CDRL3, COOTBETCTBEHHO, comepxart



aMMHOKMCJIOTHEIE T[IOCJIEIOBATEJIBHOCTH, NpencTaBJieHHBle B SEQ ID NO: 79,
90, 98, 100, 104 u 105.

7. BHIOEeJIEHHOEe aHTUTEJIO IO JiboMy M3 In.l-6, I'Ie BapuabellbHad
oBJacThb TAXeJIOM ULenmmM M BapuabesbHasg o6JlacTk  JIeTKOM  Llenu,
COOTBETCTBEHHO, comepxatT aMVHOKVCJIO THEIE [IOCJIeNOBATEJIBHOCTH,
nopencrabBjieHHue B SEQ ID NO: 65 m 73.

8. BrIOeJIeHHOe aHTUTeJIO o JwboMy M3 . 1-7, IDIOe yKasaHHOoe
AHTUTEJIO CONEPXUT :

(a) KOHCTaHTHYIH 0O6JacTb TAXeJIOM ey, BHOPaHHYI W3 ITPYIIIH,
cocrosamen wu3 IgGy, IgGy, IgGs, IgGy, IgA; m IgA, UYeJIOBeKa,
Heo®sa3aTelIbHO T'IOe YyKas3aHHas KOHCTaHTHas o0JlacTb TAXeJOoM Lelu
opencraBjsgeT CcoOOM:

(1) IgGq, comepxamyn MyTauuio N297A, [IPOHYMEPOBaHHYI B
COOTBETCTBMM C CUCTeMOM HyMepauuu EU, HeoOsa3aTeJIbHO COIepXallyio
AMMHOKMCJIOTHYIO IIocJiefoBaTeJIbHOCTE SEQ ID NO: 194;

(ii) IgGy, comepxamyrn MyTauuon N297Q, OPpOHYMEPOBAHHYK B
COOTEETCTBUM C CHUCTEMOM HyMepaluuu EU;

(i1i1) HedbyrozUIMPOBAHHEM 1gG;; u/UiIu

(iwv) IgGy, comepxamyln MyTaluuon S228P, MNPOHYMEPOBAHHYID B
COOTBETCTBUKM C CHCTeMOV HyMepaluu EU, Heo®43aTeJIbHO COIepXallyio
KOHCTAaHTHYID 00JacTh TsSXeJoOn lLenu, coepXamyln aMMHOKMCJIOTHYIO
nmocjJemoBaTeJibHOCTE SEQ ID NO: 196;

n/mim

(b) xoHCTaHTHYID O00JlacThb JerKoM LelM K WIM A UeJIOBeKa,
HeoOsa3aTelIbHO T'Ie YyKaz3aHHas KOHCTaHTHasga o6JlacTb JIeTKOM Lelu
COIEePXUT aMMHOKMCJIOTHYK IIOCJemoBaTeJIbHOCTh SEQ ID NO: 198 mmm 219.

9. BmIeJIEHHOEe aHTUTeJIO Mo JwboMy M3 mnmn. 1-8, I'Ie ykKas3aHHOE
AHTUTEJIO COIOEPXUT TIKEJIYK Lelb UM JIeTKYKR lLelb, IOe TaXeJasa Lelb U
JerKasda LENb, COOTBETCTBEHHO, comepxaT AMMHOKMCJIO THEIE
[IOCJIeIOBATEJIbHOCTHY, IpelcTaBJieHHHe B SEQ ID NO: 169 m 187.

10. BrIDeJIeHHOE AaHTHUTEJIO, KOTOpOe IEePeKPEeCTHO KOHKYPUPYET 3a
CBA3HBaHMe ¢ LAG-3 uUeJjlIOBeka C aHTUTeJIOM II0 JiodoMy M3 III.1-9.

11. BrImesiIeHHOE aHTUTEJIO, KOTOPOe CBA3HBAETCH C TEM Xe BIIUTOIIOM

LAG-3 yeJlOBeKa, UYTO M AaHTHUTeJIO II0 JiodoMy M3 III.1-9.



12. BrOeJsieHHOe AaHTUTeJIO IIo JiwdboMy M3 . 1-9, Ime yka3z3aHHOe
AHTUTEJIO :

(a) mnOpezncrarjsgeT coboM TI'yMaHU3MPOBaHHOE AaHTUTEJIO, MBIMKMHOEe
AHTUTEJIO WM XMMEePHOE aHTUTEJIO;

(b) ABJISETCHA AHTATOHUCTUUECKMM IIO OTHomeHM®©n K  LAG-3
yeJIOBEKa;

(Cc) IOeaKTHUBMPYET, CHMXaeT WIM UMHIUOUPYeT aKTMBHOCTL LAG-3
yeJIOBEKa;

(d) mHIMMOMpyeT cBa3bBaHMe LAG-3 uejioBeka ¢ I'KI'C kjlacca II;

(e) MHOYLUPYeT  BEHpaboTky WJI-2 MOHOHYKJIEAPHEIMM  KJIETKaMU
nepudpepndeckor KpoBm (MKIIK), CTUMYyJIMPOBAHHEIMM D2HTEPOTOKCHMHOM A
cradpuiiokokka (SEA);

(f) muHOyumpyeT BHpaboTky TNFx JgumMboLnTamMr, WHOUIILTPUPYOIMMA
onyxoJis (TIL), CTHUMYyJMPOBAHHEIMM aHTUTeJaMu OIpoTuB CD3 ¥ OpOTHUB
CD28.

13. OQapMalleBTMUEeCKasd KOMIIO3MLMA, COOepXallasd aHTUTEJIO IIO
JgoboMy m3 nOn.l1-9 u  dapMalleBTUMUECKM [IpMeMJIEMBE HOCUTEeJIb WK
SKCLUUIIMEHT .

14. BoOeJIeHHHM IOJIMHYKJICOTUI, KOIUPYIOMMM

(a) BapmabesibHyD O00JIaCTh TAXEJION LenM WIXM TSEXKeJIYID Lelb
aHTHUTeJa [0 JioboMy M3 M. 1-9; u/wuim

(b) BapmabesbHy 00JIaCTb JIeTKOM Lelr MM JIeTKYID lLelb aHTUTela
no Jgobomy m3 mm. 1-9.

15. BekxTop, colepXamu¥ MNOJIUMHYKJIeOTHUn 1o Im.14.

16. PexoMOMHaAHTHAaSA KJIETKa-XO3AMH, coIepXallasd:

(a) ODoOIMHYKJIeOTMI IIOo II. 14;

(b) BexkToOp 1O m.15;

(Cc) MOJIMHYKJIIEOTUI, KOIOMPYIMMM BapuadelJlbHYI O00JIacTh TEXReJION
enM U BapuabeJlbHYID 00JacTb JIeTKOW LelM WM TSKeJIYVID Lelb M JIeTKY
LIenb aHTuTeJla o JmwdboMy M3 momn. 1-9;

(d) [nepBHl TIOJMHYKIIEOTHI, KOOMPYIMMUM BapuabellbHYID 00JIacTb
TAXEJION Lely MM TAXeJIyl Lelb aHTUTeJla o JimobomMy M3 Omn. 1-9, wu
BTOPOM MOJIMHYKIIEOTUI, KOOMPYIMUM BapMadelbHY O00JIacTh JIETKOM LellM

MM JIeTKy llellb aHTUTeJla 1o JiodoMy M3 omn. 1-9;



(e) BekTOp, coIepXalU¥ MNOJMHYKJIEOTHI, KOOVPYIMNUM BapuadellbHYI
06JIacTh TAKEJION LielnM UM BapMadelibHYy 00JIacThb JIETKOM LelM WM TIXeJIYIO
LEeNbE M JIeTKYK ILEelb aHTUTeJa 10 JiboMy M3 M. 1-9; uim

(f) IepPBHM BEeKTOp, comepxamui IIepPBEM MOJIMHYKJIEOTHU,
KOoOuUpymu BapuabellbHylD o00JlacTh TSXKeJON LenrM WIM TIXeJIyD Lelb
aHTHUTeJa o JboMy M3 M. 1-9, M BTOPOM BEKTOP, CoIepXallM BTOPOM
IIOJIMHYKJIEOTUN, KOoIUpylIMM BapuabdelibHYy o00JlacThk JeTKOM Lenou WiIn
JIETKYyK Lelb aHTUTeJla aHTUTEeJIO IIo JiwboMy M3 . 1-9.

17. Crioco® TIIoJydyeHMs aHTuUTesa, cBA3HBawmerocsa ¢ LAG-3
yeJioBeKa, B KJIIOY alommi KyJIE TUBMPOBaHME  PeKOMOMHAaHTHOM KJIETKU~—
X035MHAa, BKJUAaIeN:

(a) TOJMHYKJIEOTHI, KoIOMpyoIMi Bapuad®ellbHY 00JIacThb TIXKeJION
nenu M BapuabelbHyl 00JIaCTb JIETKOM Leny MIM TIKeJYD Lelb U JEeTKYIO
ek aHTUTeJa 10 JiodoMy M3 momn. 1-9;

(b) mnepBHM OOJMMHYKJIIEOTHUI, KOIMUpPyIUM Bapuad®ellbHY 00JIaCThb
TSKEJIOM Leny WIM TIXeJY Lelb aHTuUuTeJa 1o JwodoMy M3 On. 1-9, u
BTOPOM IOJMHYKJIEOTHI, KOIUPYINMUM BapuabelbHyl 00JIacTb JIeTKOM Lenu
MJIM JIeTKy lellb aHTUTeJa 10 JiwdomMy M3 . 1-9;

(c) BekTOp, coIepXaluy MOJIMHYKJIEOTHI, KOOMPYIMUM BapuadellbHYIo
06JIacTh TIKEeJION LielM UM BapMuadelibHYy 00JacThb JIETKOM LelM MM TXKeJIYIO
ek M JIeTKyKR lLelbk aHTUTeJa 10 JiboMy M3 HOo. 1-9; uiu

(d) [IepPBLM BEKTOP, comepxamui IePBLIM MNOJIMHYKJIEOTHUI,
KOoOuUpymui BapuadbellbHyln o00JIacTh TSEXKeJION LelM WIM TIXeJIYID Lelb
aHTUTeJa 1o JboMy M3 Hmn. 1-9, M BTOPOM BEeKTOpP, CoIepXalllii BTOpPOM
IIOJIMHYKJIEOTUI, KOoIuUpyllMM BapuadelJibHYI o00JlacTh JIeTKOoM Lenu WiIn
JIeTKYID lLlellb aHTUTeJla aHTUTeJIo o JmboMy M3 omn. 1-9,

TakK, UYTO MNPOOYLMPYETCS aHTUTEJO.

18. IllpMMeHeHMEe BHIOEJIEHHOTO aHTUTeJa IO JboMy M3 M.1-9 wuim
bapMalleBTUUECKOM KOMIIOBULMM IO II.13 IOJig IIOBHIMEHMSA aKTuBauuy T-
KJIETOK B OTBET Ha aHTUIeH y CcyOBeKTa.

19. IllpMeHeHMEe BHIOEJIEHHOTO aHTUTeJa [0 JboMy M3 M.1-9 wuim
bapMalleBTUUECKOM KOMIIOBUINVM IO II.13 OJ4 JeueHMsa paka y cydbekTa.

IIo DOBEepPeHHOCTHU
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OTYET O IATEHTHOM ITOUCKE HoMmep eBpaszuiickoif 3asBKH:
(crates 15(3) EAIIK u HpaBEHjl(‘)[[g ITaTeHTHOI HHCTPYKITMHU K 202390827

A. KITACCUOUKAITMA TIPEIMETA U30BPETEHMA:

CM. JIOTIOTHUTENHHBIA JIUCT

b. OBJIACTD ITOMCKA:

CO7K 16/28, C12N 15/13, 15/63, A61K 39/395, A61P 35/00

DnekTpoHHAs 0a3a JJAHHPBIX, UCTIONB30BABITIAsICS TP IIOUCKE (Ha3BaHHUE Gasbl U, €CIIU BO3MOXKHO, UCIIOB3Y €Mble ITOMCKOBBIE TEPMUHBI)
Espacenet, EAPATIS, Google, Reaxys

B. JOKYMEHTEI, CUMTAIOINUECSH PEJIEBAHTHBIMM

Kateropus* CChUIKU Ha JIOKYMEHTBI € YKa3aHHEM, T/Ie 5TO BO3MOKHO, PEIIeBaHTHBIX YacTeit OTHOCHUTCSI K ITYHKTY Ne
X (WO 2016028672 A1 (MERCK SHARP & DOHME CORP.) 25.02.2016, 10, 11
Y dopmyna, ctparuret 2, 7, 41, ctpoku 10-13, ctparviist 47, 48, 66, ctpoku 26-32, 1-4,8, 12-19
A ctpanuria 68, ctpoku 30-32, mpumepst 11, 13, 14, urypsr 5A, B, 7, 8 5-7.9
Y US 2016/289332 A1 (STEMCENTRX INC) 06.10.2016, SEQ ID NO: 69 1-4,8,12-19
Y CN 105669859 A (BEIJING KANGLEWEISHI BIOLOGICAL TECH CO LTD) 15.06.2016, 1-4,8,12-19
SEQID NO: 7
Y (US 9078878 B2 (ALDERBIO HOLDINGS LLC) 14.07.2015, SEQ ID NO: 413 8
Y (WO 2007/076391 Al (ELI LILLY AND COMPANY) 05.07.2007, SEQ ID NO: 25 8
Y GenBank: AAAS59000.1, PRI 26-JUL-2016. cDNA of the immunoglobulin kappa chain of af 8
[Epstein-
Barr virus-transformed human lymphoid cell line: partial sequence determination and bacterial
expression
Y 8
(WO 2007/085814 A1 (DOMANTIS LIMTED et al.) 02.08.2007, SEQ ID NO: 211
Y 12
IMARCEL J. Flens et al. Efficient expansion of tumor-infiltrating lymphocytes from solid tumorp
by
stimulation with combined CD3 and CD28 monoclonal antibodies. Cancer Immunol Immunother]
A 1993, vol.37(5), pp-323-328, pedepart, ctpanmira 327, mpaBast KOJTOHKa 1-19
A RU 2178306 C2 (GHCTUTIO I'TOCTAB PYCCH u 1p.) 20.01.2002 1-19
EA 005405 B1 (BHCTUTIO I'TOCTAB PYCCU u aip.) 24.02.2005

I:I TTIOCJIEAYIOIUE TOKYMEHTHI YKa3aHbI B ITPO JOJKEHUN rpa(bm

* Oco0ble KATETOPUH CCBUIOYHBIX JIOKYMEHTOB:

«A» - TOKYMEHT, OLPE/ICIISIONIU OOIHH YPOBSHb TEXHUKH

«D» - TOKyMeHT, NIpHUBeACHHBIN B eBpa3uiickoil 3asBke

«E» - Gosiee paHHUI TOKYMEHT, HO ONMyOJIMKOBAHHBIN Ha ATy HOJAUH

€Bpa3HicKOH 3asiBKU WM IIOCHIe Hee

«O» - TOKYMEHT, OTHOCSIIIUHCS K YCTHOMY PaCKpPBITHIO, SKCIIOHUPOBAHHIO)
H T

"P" - TOKyMEHT, OIyGIUKOBAHHBIN JIO JIAThI HOJIAUH €BPA3HICKON 3a5BKH,
HO TOCJIC JaThl HCTIPANIUBACMOTO MpUopuTeTa”

«T» - Goslee MO3AHUN JOKYMEHT, OIyOIHKOBAHHBIN MOC)Ie JaThl IPHOPUTETA H NIPH-
BeJIeHHBIH JUIS1 HOHUMAHHUS H300pSTeHHSI

|« X» - JOKYMEHT, HMeIoIUH HanGosiee GIM3K0e OTHOMEHHE K IIpeIMeTy IIOHcKa,
MOPOYAN[HH HOBU3HY HIIH H300peTaTeNIbCKUH YPOBEHb, B3SITHIH B OTASILHOCTH

«Y» - TOKYMeHT, UMeIoIUH HanGosiee GIM3K0e OTHOMCHHE K IIpeIMeTy IIOHUcKa,
MOpOYaI[UH H300peTaTeNLCKHH YpOBeHb B COUCTAHHH ¢ JPYTUMH JOKyMEHTAMH
TOH JKe KaTerOpHHU

«&» - TOKYMEHT, SIBIAIOMHNCS TaTeHTOM-aHaJIOTOM

«L» - JOKYMeHT, IpHBeJCHHBIN B JPYTHUX MeJLIX

Jlata mpoBeieHud IlaTeHTHOTO Ioncka: 20 deppamst 2024 (20.02.2024)

: Hopssony pognacas
FREE TR0 PR R

Copmgwear 1683140433539
YIIOTHOMOYEHHOE JTUTIO; fzages CH=lsepkHeE L.
HavanbHuk YImpaBIeHus SKCIIEPTH3EL it 03.05.2023-02:05.2024 | CE. ABepkues




OTYET O HATEHTHOM INOUCKE
(ZomOTHUTEJILHBIH JIUCT)

IHomep eBpazuiickolt 3asBKU:

202390827

KJIACCUOUKAIUSA TTPEIMETA M30BPETEHUS (mpojonxenue rpadsr A)

MIIK:

CO7K 16/28
CI2N 15/13
CI2N 15/63
A61K 39/395
AG61P 35/00

(2006.01)
(2006.01)
(2006.01)
(2006.01)
(2006.01)

CIIK:

C07K 16/2803
A61K 39/3955
C12N 15/63
A61P 35/00
A61K 2039/505
CO7K 2317/24
C07K 2317/33
C0O7K 2317/51
CO7K 2317/515
CO7K 2317/52
CO7K 2317/56
CO7K 2317/565
CO7K 2317/71
CO7K 2317/76
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