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AHTUTEJIA, PACIIO3HAIOIIIME TAY
ITEPEKPECTHAA CCBIJIKA HA POACTBEHHBIE 3A5BKU
[0001] Hacrosiimast 3asiBka UCIpallMBaeT MPUOPUTET Ha OCHOBAHHUM IPEIBAPUTEIILHOMN
3assBkH Ha mateHT CIITA Ne 62/813126, nonannoii 3 mapta 2019 r., npeaBapuTenbHON 3a8BKH Ha
nareHt CIIIA Ne 62/813137, nogannoii 3 maprta 2019 r., u npeaBapuTeIbHON 3asBKH HA ATEHT
CHIA Ne 62/838159, nonannoii 24 anpenst 2019 r., kaxxaast U3 KOTOPBIX MOJHOCTHIO BKIIIOUEHA B

HaCTOAIIYHO 3asABKY IMMOCPEACTBOM CCBIJIKU IJISA BCEX LeJIeH.

CCBLJIIKA HA TIEPEYEHb ITOCJEJOBATEJIbHOCTEM

[0002] Hacrositmasi 3asiBKa BKJIFOYAET SJICKTPOHHBIA TEPEUYEHb IMOCIENOBATEIbHOCTEH,
3anvcaHHbIi B (aiine ¢ HazBaHueM 536323WO_ST25.TXT, co3nanHoMm 24 despains 2020 roaa,
coctaBisitorieM 168875  Qaiit, KOTOpBIH IOJNHOCTBEO BKIKOYEH B HACTOSALIYIO 3asBKY
NOCPECTBOM CCBUIKH /IS BCEX LIETIEH.

YPOBEHb TEXHUKN

[0003] Tay mpencrapnsier coOO# XOPOLIO M3BECTHBIN OEJIOK 4YeNoBeKa, KOTOPBIH MOXKET
cyuiectBoBath B (hocopunmupoBaHHbIx dopmax (cM., Hampumep, mydnukauuu Goedert, Proc.
Natl. Acad. Sci. U.S.A. 85:4051-4055(1988); Goedert, EMBO J. 8:393-399(1989); Lee, Neuron
2:1615-1624(1989); Goedert, Neuron 3:519-526(1989); Andreadis, Biochemistry 31:10626-
10633(1992). CooOmanoce, 4T0 Tay Wrpaer pojb B CTAOWUIM3ALUU MUKPOTPYOOUYeK, B
YaCTHOCTH, B LEHTpanbHOM HepBHOH cucreme. Cymmapueii Tay (c-tay, T.e,
dochopumupoBanHas u HedochopunupoBanHHas ¢Gopmel) u  docho-tay (P-tay, T.e.
(dochopuIMpoOBaHHBI Tay) BBICBOOOXIAETCS TOJOBHBIM MO3IOM B OTBET Ha HEHPOHAJIbHOE
NOBPEXKIACHUE M HEWpOJereHepaluoo, M, Kak CcooOLIaNoCh, TOBBIIIEHHBIE YPOBHU Tay
HaOmonatorcst B CMXK (CIMHHOMO3rOBO# KHIKOCTH) MALMEHTOB, CTPANAKINUX OT OOJIe3HH
AnprreriMepa, mo cpaBHeHuto ¢ obmei nomynsiuuen (Jack et al., Lancet Neurol 9: 119-28
(2010)).

[0004] Tay siBNsieTCS Ba’KHEWIIUM KOMIIOHEHTOM HEUPOPUOPUIUISAPHBIX KIIYOKOB,
KOTOpbIe HapsAny ¢ OJsIIIKaMy SIBJSIFOTCS XapakTePHBIM NPU3HAKOM OoJie3HH Aublreiimepa.
KnyGkn oOpasyroT aHoManbHble (UOPHIIIBI, KOTOpBIE COCTaBISAOT 10 HM B amamerpe,
BCTPEUAIOLINECS B TMapaXx ¢ MEPEeBUBAIOIINECS CHOUPAIBHBIM O00pa3oM C pPeryJisipHOM
nepuoguuHocTei0 80 HM. Tay B HelpohuOpWIUIApHBIX KIyOKax SBISIETCS AHOMAJIBHO
dochopumpoBanneiM  (runepdocopunupoBaHHbiM),  npuueM  ¢GocdarHble  TPYMIBI
NPUCOEANHEHbl K crenupuyHbM caiitaM Ha Mojekyne. llpu Oone3snm Ambrreiimepa

3HAYUTENIbHOE MPUCYTCTBUE HeHpopuOpMUSIpHBIX KIIyOKOB HabOmomaercst B cioe Il HelipoHOB

SHTOPHMHAJIBHOM obnactu kopsl, B 00nacTax CAl u obnacTsx OMOPHOM CTPYKTYPhl TUIIOKAMIIA,
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MUHJAJIEBUAHOTO Tena U B Oosee riybokux cnosix (cimou I, V u mosepxHOCTHBIA VI)
HeokopTekca. Taxxke coobmanock, uto runepdocHoprinpoOBaHHbIN Tay MPEMSTCTBYET COOpKe
MHKPOTPYOOUEK, YTO MOXKET BbI3BaTh pa3pylleHHe HEHPOHHOM CeTH.

[0005] BxiroueHus Tay SIBJISIOTCA 4YacTbIO OINpenNeeHHs] HEBPOMATOJIOIMH HECKOJbKUX
HeWponereHepaTuBHbBIX ~ Ooie3Hell, Bkmrodas Oone3Hb AJburefiMepa, JIOOHO-BUCOYHYIO
JT00apHYIO IeTeHepaLHIO, IPOrPECCUPYIOLTIH HaabsAepHbIi napanny u Oose3Hb [1uka.

KPATKOE OITMCAHUE 3AABJIAAEMOI'O U30BPETEHUA

[0006] B omHOM acriekTe B HACTOSIIEM H300PETEHUH TMPEINIOKEHO BBIIEIEHHOE
AHTUTEJO, CIIEIM(PUIHO CBSI3BIBAIOIIEECS C Tay UEJIOBEKa, COAEpIKaIlee 3pENy0 BapHaOeIbHYIO
obnacte Tspkenod mernw, comepxkamyro CDR-HI1, comepxamyro SEQ ID NO:8, CDR-H2,
conepxkammyo SEQ ID NO:9 unu SEQ ID NO:149, u CDR-H3, conepxamyro SEQ ID NO:10,
npyu 3TOM BapualenbHas 00JAaCTh TSKENOW LeMu sIBISETCS 1O MeHbined mepe Ha 90%
unentuadoii SEQ ID NO:18; u 3penyro BapuabeNbHYI O0NacTh JIETKOW IETH, COIEPKaIIyIO
CDR-L1, conmepxamyro SEQ ID NO:12, CDR-L2, congepxxamyro SEQ ID NO:150, 151, 153,
156, 158, 159, 160, 163, 165, 166, 167, 168, 169, 170, 171, 172, 173 wmu 174, u CDR-L3,
comepxkamyro SEQ ID NO:14, mpu sTom BapuaOenbHast 00JacTh JIGTKOW ILENU SBISIETCS IO
MeHb1el Mepe Ha 90% unentuunoit SEQ ID NO:122.

[0007] B HexoTOpBIX aHTUTENAX MO MeHbLIEH Mepe onHO u3 nonokenuit H12, H13, H17,
H24, H40, H43, H48, H66, H67, H76, H80, H81 u H91 mosxer ObiTh 3ansiTO V, K, T, A, R, Q, [,
R, A, D, L, Q u F, cOOTBETCTBEHHO, U MO MeHblIel Mepe oaHO u3 nojoxkenuit L2, L12, L15,
L37, 139, L45, L60 u L100 mosxer ObiTh 3aHsTO V, P, L, Q, R, R, D 1 Q, COOTBETCTBEHHO.

[0008] B mexoropeix anturenax CDR-L2 comepxxutr SEQ ID NO:150, 151, 163, 167,
168 unu 169. B HekoTOpBIX aHTHTEaX BapuabdeabHas o0nacTh Tsokeson uenu cogepxut SEQ ID
NO:18, u BapuabenpHas obnacts yerkoit nemu conepxkut SEQ ID NO:110, 121, 122 unu 123.

[0009] B HekoTOphIX aHTUTENAX BapuadeabHas 00acTh jerkoi uemu cogepxut SEQ ID
NO:110. B HekoTopbIx aHTUTeNax BapuabenbHas obnacth Jierkou uenu copepxutr SEQ ID
NO:121. B HekoTOpbIX aHTUTeNax BapuabenbHas obnacth Jierkoi nemu coxepxutr SEQ ID
NO:122. B HekoTOpbIX aHTUTeNax BapuabenbHas obnacth Jierkou nenu comepxutr SEQ ID
NO:123.

[0010] B HekoTopbIx aHTUTENAaX BapuadeabHasi 00nacTh TspKenol nenu comepkut SEQ
ID NO:146, u BapuabenpHast obnacte jnerkoi uenu comepxutr SEQ ID NO:94 wmm 122. B
HEKOTOPBIX aHTUTENax BapuadenbHas oOmacth Jerkod wnenu coxepxxut SEQ ID NO:94. B
HEKOTOPBIX aHTHUTENAx BapuabenbHas o0nacTh erkoit nemnu copepxxut SEQ ID NO:122.

[0011] B HekoTopbix aHTUTENax BapuabenbHas o0nacTh TspKenol nenu comaepxkut SEQ

ID NO:18 unu 146, u BapuabenpHast o0nacTh jnerkoii nenu cogepxut SEQ ID NO:122.
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[0012] B npmpyrom acrekre B HACTOSIIEM W300PETEHUH MPEMJIOKEHO aHTHUTENO,
crenupUUHO CBS3BIBAIOLIEECS C Tay HYEJOBEKa, COAEeplKallee 3peiylo BapuadelbHyr 00JacTh
Tspkenon nenu, coaepxkauryro CDR HI, H2 u H3, comepxamue SEQ ID NO:8, 9 u 10,
COOTBETCTBEHHO, 33 UCKJIFOUEHHEM TOro, 4To nosoxkeHue H28 mosker Obith 3aHsTO N mam T,
H54 mosket 6biTh 3aHsT0 N i D, HS6 moxker ObiTh 3ausTo D wnm E, nonoxxenne HS8 3ansiTo
V umu I, u nonoxxenne H60 mosker ObiTh 3ansito D unu E, u 3penyro BapuabenbHyr0 0071aCTh
nerkoit nerwm, comepxkamyro CDR L1, L2 u L3, comepxxamue SEQ ID NO:12, 13 u 14
COOTBETCTBEHHO, 3a MCKJIIOUEHHMEM TOI0, 4TO mojokenne L24 moxker ObiTh 3aHsATO K mimn R,
nososkerne L50 mosker ObiTh 3aHsaTo L, E. D, G unu V, nosoxenue L52 MoxeT ObITh 3aHITO S
wi G u nonoxkenue L.54 mosxker ObiTh 3ansT0 L, D, G, N, E, Q, K, R, T, V wnu S, npu 3T70M 1o
MEHBIIIEH Mepe OJHO M3 CIENYIOIIUX MOJOKEHUH 3aHATO aMUHOKHUCJIOTOM, Kak ykasaHo: HI
3ansaTro Q, HS zanmsto Q, H11 3ansaro L, H20 3ansaro L, H23 3ansaro T, H38 3ansaro K, H75
3ansaTto S, H56 3ansaro E, HS8 3ansto I, H60 3ansto E, H82¢ 3ansaro V, L10 3ansto T, L17
3ansaTo E, 124 3ansto R, L37 3ansto Q, L47 3ansato G, N, D, E, P, T, S unu A, L48 3ansto G
umu D, 149 3ansaro E, L50 3ansto E, D, G wim V, L52 3ansto G, L54 3ansto D, G, N. E, Q, K,
R, T, Vunu S, L83 3ansaro L, L86 3ansaro H, L100 3ansito Q, L106 3ansiTo L.

[0013] B npyrom acmekre B HACTOSIIEM HM300PETEHUH TMPEIJIOKEHO BBIACIEHHOE
MOHOKJIOHAJIbHOE aHTUTEJIO, CBsI3bIBAIOLIEeCs ¢ Tay uesoBeka, conepskaiee Tpu CDR nerkoit
uenu 1 Tpu CDR Tsxenoil nenu MOHOKJIOHaNbHOTO anturena 3D6, npu atom 3D6 npeacrasiser
co0Oi MBIIIMHOE AHTUTEJIO, XapaKTepusyrolneecs BapHaOeIbHONW OO0NACTBIO TSKENION IenH,
UMEIOIIe aMUHOKHCIOTHYIO —IOCJIeNOBaTeNbHOCTh, comepkamyo SEQ ID NO:7, u
BapuabenbHON OOJACThIO JIETKOW LEenH, MMEOLIeH aMHHOKUCIOTHYIO IOCIEI0BATENbHOCTD,
conepskamyo SEQ ID NO:11, 3a uckjiroueHreM TOro, 4to noyokenue H27 moxker ObITh 3aHSATO
F unmu Y, nonoxxenue H28 mosker ObiTh 3aHsTO N miau T, nmonoskenue H29 mosker ObITh 3aHsTO 1
umi F, nonoxkernne H30 moxker ObiTh 3anssTo K wnu T, nonoxxenne HS1 moxker ObiTh 3aHsTO |
umi V, nojoxenue H54 moxer ObiTh 3aHaT0 N win D, monoxxenne H60 mosker ObITh 3aHsATO D,
A umu E, nonoskernne H61 mosker ObITh 3aHsaTO P uan E, nmonokenne H102 MoxkeT ObITH 3aHSITO
F unn Y, nonosxkenne L50 moxket Obith 3ansto L, E. D, G unu V, nonosxkenue L52 mokeT ObITh
3aHsaTo S uiu G u nojoxkenue L54 moxer Obirh 3ausiTo L, D, G, N, E, Q, K, R, T, V unu S, nipu
5TOM O MEHbLIENH Mepe OHO U3 CIECAYIOIINX MOJOXKEHUHN 3aHITO AMUHOKHUCJIOTOM, KaK YKa3aHO:
L37 3anaro Q, L47 3ansato G, N, D, E, P, T, S muu A, L48 3ansaro G unu D, L49 3ansto E, L50
3aHsaTo E, D, G umm V, L52 3ansto G, L54 3aasto D, G, N. E, Q, K, R, T, V i S, L100 3ansito
Q, H60 3ansto E, H82¢ 3ansaTo V.

[0014] B HEKOTOPBIX AHTUTEJIax CDR-H1 MMeEEeT AMHUHOKHUCJIOTHYHO

nocyienoBaTeIbHOCTh, coaepkairyo SEQ ID NO:86. B nekoropsix antutenax CDR-H2 umeer
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AMUHOKHUCJIOTHYIO MOCIEA0BAaTEeNbHOCTD, conepxkamtyo SEQ ID NO:87, SEQ ID NO:88, SEQ ID
NO:92 nmu SEQ ID NO:149. B Hekortopeix anTturenax CDR-L2 nmeer aMHHOKHCIOTHYHO
MOCJIEIOBATEIBHOCTD, copepxkainyro modyio u3 SEQ ID NO:150 - 175. B HEeKOTOpBIX aHTUTENaX
CDR-L1 umeeT aMHUHOKHMCJIOTHYIO MOCJE€IOBATENbHOCTh, conepxkamyo SEQ ID NO:89. B
HekoTopbix aHTUTenax CDR-HI1 nMeeT aMHHOKHCIIOTHYIO MOCIENOBATEIBHOCTD, COAEPIKAIIYIO
SEQ ID NO:86, u CDR-H2 nmeer aMHHOKHCIOTHYIO MOCJIEN0BATENbHOCTD, conepskaiyo SEQ
ID NO:87. B nekoropbix anturenax CDR-H1 uMmeer aMMHOKHCIIOTHYIO MOCIEAOBATENbHOCTD,
conepxkamyro SEQ ID NO:86, u CDR-H2 umeer aMUHOKHMCIOTHYIO MOCJIE€IOBATEIbHOCTD,
comepkamyo SEQ ID NO:88. B nekoropsix antutenax CDR-HI nMeer aMHHOKHUCIOTHYIO
nocyienoBaTebHOCTh, coxepxkamyro SEQ ID NO:86, u CDR-H2 umeer aMUHOKHCIOTHYIO
nocyenoBaTeIbHOCTh, coaepkairyro SEQ ID NO:92. B nekoropsix antutenax CDR-HI1 umeer
AMUHOKHUCJIOTHYIO MOCTEA0BAaTENbHOCTD, conepxkamnyo SEQ ID NO:42, SEQ ID NO:58, SEQ ID
NO:59 umu SEQ ID NO:60. B Hexortopeix anTuTenax CDR-H2 umeer aMHUHOKHCIOTHYIO
nocyienoBaTeIbHOCTD, coaeprkamryro SEQ ID NO:43, SEQ ID NO:61, SEQ ID NO:62, SEQ ID
NO:63, SEQ ID NO:64 win SEQ ID NO:149. B nexoropeix antutenax CDR-H3 wumeer
AMUHOKHUCJIOTHYIO TOCIEA0BaTeNbHOCTh, coaepxkaiyro SEQ ID NO:65. B HekoTophix
anturenax CDR-L2 umeer aMHHOKHCIIOTHYIO TOCIEIOBATEIBHOCTD, COAEPXKAIIYIO JIFOOYIO M3
SEQ ID NO:150 - 175.

[0015] Hekoropble aHTUTENAa TMPEACTABISIOT COOONW TIyMaHU3HUPOBAHHOE AHTHUTENIO,
BEHHUPOBAHHOE aHTUTENO WJIK XUMEPHOE aHTUTEJIO.

[0016] HekoTopbie aHTUTENA COAEP:KAT T'yMaHU3MPOBAHHYIO 3pENyr0 BapuaOeIbHYIO
o0nacTh TSHKENOH ey, MMEIOINYI0 aMUHOKUCIIOTHYIO NOCJIe0BATEeIbHOCTD, [0 MEHBIIEH Mepe
Ha 95% unentuynyo modoit 3 SEQ ID NO:76-80 u SEQ ID NO:90-91, u ryMaHH3UPOBAHHYIO
3penyr0  BapualenbHYr0  00JacTh  JIETKOH — LEMH,  UMEINYK0  aMHHOKUCIOTHYIO
NOCJIEIOBATENILHOCTB, 110 MeHbIIeH Mepe Ha 90% unenTrnunyto modoit u3 SEQ ID NO:83-85.

[0017] HekoTopble aHTUTENA COAEPKAT TYMAHH3UPOBAHHYIO 3pENyl0 BapHaOeTbHYIO
00JIaCTh TSDKEJION LIeNH, HMEOLIYI0 aMUHOKHCIIOTHYIO TTOCJIEA0BATEIbHOCTD, IO MEHBIIEH Mepe
Ha 95% upentuunyro modoit 3 SEQ ID NO:18 u SEQ ID NO:146-148, u ryMaHH3UPOBaHHYIO
3penyr0  BapualenbHYr0  00JacTe  JIETKOH — LEMH,  HMEINYI  aMHHOKUCIOTHYIO
NIOCJIEIOBATENILHOCTD, 110 MeHbIIeH Mepe Ha 90% unenTrunyto ro00i u3 SEQ ID NO:93-145.

[0018] B HeKkOTOpbIX aHTUTENAX MO MEHbIIEH Mepe OJHO U3 CIEAYIOLIUX MOJOXKEHUN B
obmactm VH 3aHATO aMHUHOKHCIOTOW, Kak ykazaHo: H93 szanmsto S m H94 3amsaro T. B
HEKOTOpbIX aHTuTenax nonoxenus H93 u H94 zanmsaret S u T, coorBeTcTBeHHO. B HEKOTOPBIX

agTuTenax nojoxenue H91 B o6nactu VH 3austo F.
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[0019] B HekOoTOpbIX aHTUTENAX MO MEHbIIEH Mepe OJHO U3 CIEAYIOLUX MOJOXKEHHUH B
obiactu VH 3aHsTO aMUHOKUCIIOTOMH, Kak ykazano: H1 3ausro E, HS 3ausro V, H11 3ausTo V,
H20 3ansro I, H23 3ansaro K, H38 3ansito R, H42 3ansito G, H43 3ansTo K, H66 3ansaro R, H75
3anaro T, H76 3anwaro D, H81 szamaro E, H108 3aumaro L, HI09 3anaro V. B HekoTOpBIX
anturenax nonoxkenust H1, HS, H11, H20, H23, H38, H42, H43, H66, H75, H76, H81, H108 u
H109 B o6actu VH 3austel E, V, V, L K, R, G, K, R, T, D, E, L u V, COOTBETCTBEHHO.

[0020] B HEKOTOpBIX aHTUTEAX MO MEHbIIEH Mepe OJHO U3 CIAEAYIOIIUX TMOJIOKEHUH B
obsiactu VH 3aHATO aMUHOKHCIIOTOM, Kak yka3aHo: H17 3ansaro T, H80 3ausito M, H83 3ausTO
R. B Hekoropsix anTutenax nonoskenuss H17, H80 u H83 B obnactu VH 3ansitet T, M u R,
COOTBETCTBEHHO.

[0021] B Hekoropbix anTuTenax nonoxenue H58 B obnacru VH 3ansro L

[0022] B HEeKOTOpbIX aHTUTENAX MO MEHbIIEH Mepe OJHO U3 CIEAYIOLIUX IMOJOXKEHUN B
obmacti VH 3aHATO aMUHOKHCIIOTOH, Kak yka3aHo: H28 3ansTo T, H67 3ansaTo V. B HekoTOphIX
anTuTesax nonoxxenus H28 u H67 B obnactu VH 3anstel T 1 V, COOTBETCTBEHHO.

[0023] B HEKOTOpBIX aHTUTENAX MO MEHbIIEH Mepe OJHO U3 CIEAYIOLIUX MOJOXKEHUN B
obmacti VH 3aHATO aMUHOKHCIIOTOH, Kak yka3aHo: H54 3ansaTo D, H56 3anmsaro E. B HekoTopbIx
anTuTeax nonoxenus H54 u H56 B o6nactu VH 3anster D u E, cooTBeTCTBEHHO.

[0024] B HEKOTOpBIX aHTUTENAX MO MEHbIIEH Mepe OJHO U3 CIEAYIOLIUX MOJOXKEHUN B
obiactu VH 3aHsATO aMuHOKUCIOTOH, Kak ykasaHo: H1 3ausro Q wmm E, HS 3ansaro Q wiu V,
H11 3ansaro L wim V, H17 3ansaro S unu T, H20 3ausaro L wim I, H23 3ansaro T wimn K, H28
3ausTo N nmn T, H38 3ansto K wnu R, H42 3ansro E unu G, H43 3ansaro Q wnu K, H54 3ansto
N umu D, H56 3ansto D unu E, H58 3ansaro V unum I, H60 3ausTo D wim E, H66 3ansto K unu
R, H67 3ansTo A unmu V, H75 3ansaro S wiau T, H76 3ansto N unn D, H80 3ansTo L wiim M, HS1
3ansato Q wiu E, H82¢ 3ansto L unu V, H83 3ansaro T wnm R, H91 3ansro F wim Y, HO93 3ansTo
S, H94 3ansaro T, H108 3ausro T v L, H109 3ansto L v V.

[0025] B HeKOTOpBbIX aHTUTENAX MO MEHbIIEH Mepe OJHO U3 CIEAYIOLIUX IOJOXKEHUH B
obiactu VH 3aHsTO aMUHOKUCTOTOM, Kak yka3zaHo: H10 3ansto E v D, H12 3ansto K wiu V,
H13 3ansaro K mimm R, H17 3ansaro T, L wiu S, H24 3ansto V i A, H27 3ansto F unn Y, H28
3ansato N wm T, H29 3ansto [ wnmm F, H30 3ansto K wnm T, H38 3ansaro Q wim R, H40 3ansTo A
umu R, H42 3ansro G wmm E, H43 3anasTo K unu Q, H48 3auaro M nmu I, HS1 3ansro V unu 1,
H54 3ansaro N unu D, H60 3ansaro D, A wnm E, H61 3ansto P mumm E, H66 3ansTo R mmm K, H67
3aHaro V wimu A, H76 3ansito D nnu N, H80 3ansaro M wnm L, H81 3ansaro E wim Q, H82a
3ansaTo S unu G, H82¢ 3ansaro L wm V, H83 3ansaro T v R, H91 3ansto Y wnm F, H93 3ansTo

A unu S, H102 3ansito F unu Y, H108 3ansto T wm L, H109 3ansito L v V.
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[0026]B Hekoropbix antutesnax nonokenns H91, HO3 u H94 B obnactu VH 3ausitel F, S

u T, COOTBETCTBEHHO.

[0027] B nexotopeix anturenax nosnoxenus H1, HS, H11, H20, H23, H38, H42, H43,
H66, H75, H76, H81, H91, H93, H94, H108 u H109 B obnactu VH 3ansatel E, V, V, I, K, R, G,
K, R, T,D,E F, S, T,L u V, coorBerctBeHH0. B HekoToprix anTuTenax nonoxenus H1, HS,
H11, H17, H20, H23, H38, H42, H43, H58, H66, H75, H76, H80, H81, H83, H93, H94, H108 u
H109 B obmactu VH zaustet E, V, V, T, K, R, G, K, L R, T, DM, E, R, S, T, Lu V,
COOTBETCTBEHHO. B HexoTophIx anTuTenax nonoxenus H1, HS, H11, H17, H20, H23, H28, H38,
H42, H43, HS8, H66, H67, H75, H76, H80, H81, H83, H93, H94, H108 u H109 B obnactu VH
samatel E, V, V. T, LK, T, R, G, K, L R, V, T, D, M, E, R, S, T, L u V, coorBercTBeHHo. B
HeKoTOpbIX aHTuUTenax nojaokenus HI, HS, H11, H17, H20, H23, H28, H38, H42, H43, H54,
H56, HS8, H66, H67, H75, H76, H80, H81, H83, H93, H94, H108 u H109 B obnmactu VH
3amatel E, V, V. T, LK, T,R, G, K, D,E, LR, V, T, D,M, E,R S, T, L u V, cOOTBeTCTBEHHO.

[0028] B mekotopeix anturenax nonoxenuss H1, HS, H11, H17, H20, H23, H28, H38,
H42, H43, H54, H56, H66, H67, H75, H76, H80, H81, H83, H91, H93, H94, H108 u H109 B
oomactu VH 3ausatel E, V, V, T, LK, T, R, G, K, D, E, R, V, T, D M,E, R, F, S, T, LuV,
COOTBETCTBEHHO. B HexoTOphIxX anTuTenax nonoxenus H1, HS, H11, H17, H20, H23, H28, H38,
H42, H43, H54, H56, H66, H67, H75, H76, H80, H81, H83, H93, H94, H108 1 H109 B o0nactu
VH3zauatel E, V, V, T, LK, T,R, G, K, D,E,R, V, T,D,M, E,R, S, T, L u V, cooTBeTCTBEHHO.

[0029] B nHexoropbix aHTuTenax nojoxeHue HO60 3ansto E. B HekoTopbIx aHTUTENAX
nonoxkeHue H82C 3ansTo V. B Hekotopsix anturenax nonoxenns HO60, HZ0, H81, H82c u H83
3aasaThl E, M, E, V u R, cooTBeTCTBEHHO.

[0030] B HEKOTOpBIX aHTUTENAX MO MEHbIIEH Mepe OJHO M3 CIAEAYIOIUX TMOJIOKEHUH B
obsiactu VL 3aHITO aMHUHOKHCIIOTOM, Kak ykazano: L7 3ansto S, L10 3ansro S, L15 3ansto L,
L83 3ansTo V, L86 3ansaTo Y u L106 3ansato I. B HekoTophix anTuTenax nonoxenus L7, L10,
L15,1L83, L8 u L106 3anster S, S, L, V, Y 1 Y, COOTBETCTBEHHO.

[0031] B HEKOTOPBIX aHTUTENAX MO MEHbILIEH MEpPe OJHO U3 CIAEAYIOIIUX TMOJIOKEHUH B
obmacti VL 3aHATO aMUHOKHCIOTOH, Kak ykazaHo: L7 mpencrasmser coboit T wmm S, L10
npencrasisier codoit T wu S, L15 npencrasnsier codoit I wm L, L17 npencrasnsier coboit Q
wm E, L24 npencraBmsier cobdoit K wmmm R, L37 mnpencraBnser coboit L wmm Q, L45
npencrasisier cobort K wmu R, L47 npencrasisier coboii L, G, N, D, E, P, T, S wym A, L48
npexacrasisier coboit I, G umm D, 149 npencrasnsier coboit Y mnu E, L50 npencrasusier coboit

L, E, D, G wm V, L52 npencrasnsier codoit S wnu G, L54 npencrasmisier codoii L, D, G, N, E,
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Q, K, R T, Vumu S, L83 mpencrasnsier codoit L wim V, L86 npexncrasmisier codoit H mn Y,
L100 mpencraginsier coboit A wm Q, L106 npencrassier codoit L wmm L

[0032] B HEKOTOpBIX aHTUTENAX MO MEHbIIEH Mepe OJHO U3 CIEAYIOLIUX MOJOXKEHUH B
obmact VL 3aHATO aMHHOKHCIOTOH, Kak ykaszaHo: L2 mpencrasnser cobort V mmm I, L7
npexacrasysier codboit S wnu T, L12 npencrasnsier coboit P umu S, L15 nmpencrasnsier codoit L
w [, L36 npencrasnsier coboit L, L37 mpencrasnsier codoii L mnu Q, L45 npencrasisier coboi
R wnu K, L47 npencrasmsier coboii L, G, N, D, E, P, T, S unu A, L48 npencrasmsier coboii I, G
wi D, L49 npencrasnsier coboii Y wiu E, L50 npencrasnsier coboii L, E, D, G unmu V, L52
npencrasisier coboit S unu G, L54 mpencrasnsier coboii L, D, G, N, E, Q, K, R, T, V, L60
npencrasisier codoit D unu S, L100 npencrasinsier cobori G wu Q.

[0033] B HekoTopeix antutesax monoxenust L7, L10, L15, L83, L86 u L106 B obnactu
VL zanstet S, S, L, V, Y u I, coorBercTBeHHO. B HekoTopsix anTuTenax nonoxenus: L7, L10,
L15, L17, 124, L37, L45, L83, L86, L100 u L106 B obnmactu VL 3auster S, S, L, E, R, Q, R, V,
Y, Q u I, cOOTBETCTBEHHO.

[0034] B HekoTOpbIx aHTUTeNnax nojokeHue L54 3anaro D. B HEKOTOpBIX aHTUTENIax
nonokenue 154 3ansaro G. B Hekotopbix aHTuUTenax mnojoskeHue L54 3ansaro N. B HexoToOpbIX
anTuTenax nosoxenue L54 3anaro E. B nexoropeix antutenax nosoxenue L50 3ansaro E. B
HEKOTOpPBIX aHTuTenax mnojoxkeHue L54 3anaro Q. B HekoTopbix anTuTenax nonoxenue L50
3aHsAT0 D. B Hekoropeix aHTuTenax nonoxeHue LS54 3amsto K. B HEKOTOpBIX aHTUTENax
nonoxkenue L54 3ansato R. B HekoTopbix anturenax nosnoxxenue L54 3ansato T. B HekoTOphIX
antuTenax nonoxenue L50 3anaTo G. B Hekoropbix anTHTenax nojoxenue L48 3ansaro G. B
HEKOTOPBIX aHTuTenax mnojoxkeHue L48 3anaro D. B HekoTophIx anTUTEnax nonoxenue L47
3aHsaT0 G. B Hekoropwix aHTuTenax mnonoxenue 149 3anaro E. B HekoTOopbIX aHTHTENax
nonokeHue L.54 3anaro V. B HekoTopbIx aHTUTENax nojoxkenue L54 3ansaro S.

[0035] B HekoTopbIx aHTUTenax mnojiockeHue L52 3anaro G. B HEKOTOpBIX aHTUTEIaxX
nonoxenue 147 3anaro N. B HekoTOphIX aHTUTenax nojoxxkeHue L47 3anaro D. B HekoTOpBIX
anTuTenax nosoxenue L47 3anaro E. B HexoTopbix aHTUTenax nonosxkenue L47 3zansto P. B
HEKOTOpBbIX aHTuTenax nosnoxenue L47 3amsato T. B HexkoTopbIX aHTUTEnax nosoxenue L47
3aHaTO S. B HekoTopbix aHTUTenax nojokeHue L47 3anHsaTo A. B HeKOTOpbIX aHTUTENax
nonoxenue L50 3ausaTo V.

[0036] B Hekoropsix anTuTenax mnosoxkenust L37, LS50 u LS54 zamsarer Q, G u R,
COOTBETCTBEHHO. B HekoTopbix anTuTenax nojokenuss L37, LS50 u LS54 zanmsater Q, G u G,
COOTBETCTBEHHO. B HekoTopbix anTuTenax nojokenus L37, L52 u LS54 zanmsater Q, G u G,
COOTBETCTBEHHO. B HekoTophix anTuTenax mnojoxkenus 137, L52 u L54 3ansater Q, G u R,

COOTBETCTBEHHO. B HekoTopbix aHTuUTenax mnosoxkenuss L37, L52 u L54 zanater Q, G u T,
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COOTBETCTBEHHO. B HekoTopbix anTuTenax nojoxkenuss 137, L52 u LS54 zansater Q, G u D,
cooTBeTCTBEHHO. B HekoTophix aHTUTENax L37 u L54 3ansatel Q u R, coorBeTcTBEHHO.

[0037] B Hexotopbix antutenax noynoxenus L37 u L54 3ansater Q u G, COOTBETCTBEHHO.
B Hekoropsix anTUTenax nojoxxkeHus: L37 u L54 3ausatel Q u D, cooTBeTCTBEHHO. B HEKOTOpBIX
antutenax nosoxkenus: L37 u LS50 3anater Q u G, cooTBETCTBEHHO. B HEKOTOPBIX aHTHUTENAX
nonioxkeHust L.37 u L50 3ausater Q u D, cooTBeTcTBEHHO. B HEKOTOPBIX aHTUTENAX MOJOKEHHUS
L37 u L54 3auarel Q u T, coorBeTrcTBeHHO. B HekoTOphix aHTHTenax nosoxeHus L37 u L52
3ausaTel Q u G, cooTBeTcTBeHHO. B HEekoTOphIX anTHTeNnax nonoxenus L37 u L54 3ansater Q u E,
COOTBETCTBEHHO. B HeKOTOpBIX aHTUTENax B HekoTOpbIX anTUTeNnax nonoxenus L.37, L50 u L54
3ausATel Q, D u G, coorBercTBeHHO. B HekoTOphix aHTHTenax nojoxkenus 137, LS50 u L54
3anaTel Q, D u R, cooTBeTcTBEHHO.

[0038] B Hekoropsix anTuTenax mnonokenuss 137, LS50 u L54 zamsarer Q, E u G,
COOTBETCTBEHHO. B HekoTopbix anturenax mnonoxenuss L37, L50 u LS54 zanster Q, E u R,
COOTBETCTBEHHO. B HekoTophix aHTUTenax nojoskenust L.37, L50, LS54 u 1100 3ansatet Q, G, R u
Q, cootBercTBeHHO. B HekoTOphIx anTUTenax nmonoxenus 137, LS50, L54 u L100 3ausars Q, G,
G u Q, coorBercTBeHHO. B HekoTophix anTuTenax nonoxkeHus L37, L52, L54 u L100 3ausrs Q,
G, R u Q, cootrBercTBeHHO. B HekoTopbIx aHTUTENax nojoxkenust L37, L52, L.54 u L100 3aHATbI
Q, G, D u Q, coorBercTBeHHO. B HekoTophix aHTUTenax nonoxkenus L37, L50, L54 u L100
3ausATel Q, D, G u Q, coorBercTBeHHO. B HekoTOpbIX antuTenax nosnoxenus: L37, L50, L54 u
L100 3ansater Q, D, R u Q, coOOTBETCTBEHHO.

[0039] B mekoropbix anTuTenax nojoxkenust L37, L50, L54 u L100 3anare1 Q, V, D u Q,
COOTBETCTBEHHO. B HekoTopbIX aHTUTEeNnax nojoxenue L37 3anaro Q. B HekoTOpbIX aHTUTENIAX
nojioskenue 1100 3ansito Q.

[0040] B HeKkOTOpBIX aHTUTENAX 3penas BapuadenbHas 00JaCTb TSHKENOW LeNH UMeEeT
AMUHOKHCJIOTHYIO TIOCJIENOBATENIbHOCTh cornacHo Jirobor u3 SEQ ID NO:76-80 u SEQ ID
NO:90-91, u 3pemasi BapuabenbHasi OONACTb JIETKOH IeMM UMEET AMUHOKHUCIIOTHYIO
NOCJIEOBATENILHOCTD cornacHo Jirobo n3 SEQ ID NO:83-85. B HEeKOTOpBIX aHTUTENax 3penast
BapuadesbHast 00J1aCTh TSKEJIOW e UMEeT aMUHOKHCIIOTHYIO TIOCIEIOBATEIbHOCTD COTJIACHO
nro6oii u3 SEQ ID NO:18 u SEQ ID NO:146-148, u 3penast BapuabenbHast 00J1aCTh JISTKOH Lenu
UMeET AMUHOKHCIIOTHYIO MOCIIeI0BATEIbHOCTh coriacHo moboit m3 SEQ ID NO:93-145.

[0041] B HekoTOpBIX aHTUTENAX 3penas BapuadesbHash 00JIACTh TSDKEJIOW LM UMeEeT
aMUHOKHCIIOTHYEO TochenosateibHOCTE SEQ ID NO:76, u 3penasi BapuaOenbHass 00JacTh
JIETKON LM MMeeT aMUHOKHUCIOTHYHK mnocienoBaTenbHocTe SEQ ID NO:83. B HexkoTopbIx
aHTHTeNaX 3pejas BapuabenbHas OOJACTh TSDKEJIOW LEenu HMMeeT AMHUHOKHUCIIOTHYIO

nocnenosareibHOCTE SEQ ID NO:76, u 3penas BapuaOenbHas 00JacThb JIETKOW LENH HUMEET
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aMUHOKUCIOTHYIO0 mnochenoatenbHOCT SEQ ID NO:84. B HekoTOpbIX aHTHTENax 3pesast
BapuabenbHasi 00JaCTh TSHKENIOW LIETTH MMEEeT aMHHOKHCIIOTHYIO mocienoBareinbHocTs SEQ ID
NO:76, wu 3penmas BapuaOenpHasi 00JacTh JIETKOW [eMd HMMEEeT aMHHOKHCIOTHYIO
nocaeaosaresbHOCTh SEQ ID NO:85.

[0042] B HeKkOTOpBIX aHTUTENAX 3penas BapuadenbHas 00JaCTb TSDKENOW e UMeeT
aMHHOKHUCIIOTHYI0 mocnenoBareabHocTh SEQ ID NO:77, u 3penas BapuabenbHas 007acTh
JIETKON LI MMeeT aMHUHOKHCIIOTHYI0 mocienoBatenbHocTh SEQ ID NO:83. B HekoTopbx
aHTUTEeNax 3penas BapuadenbHass OO0JACTh TSKENOW LENM WMeeT aMHHOKHCIIOTHYIO
nocnenosateibHOCTE SEQ ID NO:77, u 3penas BapuabenbHas 00JacThb JIETKOH LENMU UMEET
aMUHOKUCIIOTHYIO0 mochenoaTenbHOCT SEQ ID NO:84. B HekoTOpbIX aHTHTENax 3pesas
BapuabenbHas 00JaCTh TSHKENIOW e UMeeT aMHUHOKUCIIOTHYIO nocienosarenbHocts SEQ 1D
NO:77, w 3penas BapuabOenpHasi 00OJacTh JIETKOW [eMA HWMEET aMHHOKHCIOTHYIO
nocaenoatenbHOCTh SEQ ID NO:85.

[0043] B HekoTOpBIX aHTUTENAX 3penas BapuadenbHass 00JIACTh TSDKEJIOW LM UMeEeT
AMUHOKHCIIOTHYO TochenosatenibHOCTE SEQ ID NO:78, u 3penasi BapuaOenbHass 00JacTh
JIETKON LM MMeeT aMUHOKHUCIOTHYI0 nocienosareiabHocTe SEQ ID NO:83. B HekoTopbIx
aHTUTEeNax 3penas BapuaOenbHast OO0NACTh TSDKENOM Lenu HWMEEeT aMHHOKHCIOTHYIO
nocnenoBateibHOCTE SEQ ID NO:78, u 3penas BapuaOenbHas 00JacTh JISTKOW ILENH HUMEET
aMUHOKUCIOTHYIO0 mnocienoBatenbHOCT SEQ ID NO:84. B HekoTOpbIX aHTHUTENax 3pesast
BapuabenbHass 00JaCTh TSDKENIONW LIeNH MMeeT aMHHOKUCIIOTHYIO nocienosareiabHocTh SEQ ID
NO:78, wu 3penas BapuabenbHasi OONACTh JIETKOW ILEMA WMEET aMHUHOKHCIOTHYIO
nocyenoBatebHOCTh SEQ ID NO:85.

[0044] B HeKOTOpBIX aHTUTENAX 3penas BapuadenbHas 00JacThb TSDKENOW LEeNH UMeeT
aMUHOKHCIIOTHYO TochenoBateibHOCTE SEQ ID NO:79, u 3penasi BapuaOenbHas 00JacThb
JIETKON LIeTU HUMeeT aMUHOKHCJIOTHYI mnocienoBaTenbHocTe SEQ ID NO:83. B HexkoTopbIx
aHTUTEeNax 3penas BapuadenpHAass OONACTh TSDKEJNOW LEeNmM HWMeeT aMHHOKHCIIOTHYIO
nocnenosateibHOCTE SEQ ID NO:79, u 3penas BapuaOenbHasi 00JacTh JIETKOH LENMH UMEET
aMUHOKUCIIOTHYI0 mochenoatenbHOCT SEQ ID NO:84. B HekoTOpbIX aHTHTENax 3pesas
BapuabenbHass 00IacTh TSHKENOW e UMEET aMHUHOKUCIIOTHYIO nocienosarenbHocts SEQ ID
NO:79, wu 3penas BapuabenpHasi 0OMacTh JIETKOW IeMM HWMEET aMHHOKHUCIIOTHYIO
nocaenoarenbHocTh SEQ ID NO:85.

[0045] B HeKkoTOpBIX aHTUTENAX 3penas BapuadenbHash 00JIACTh TSDKEJIOW LIEMA UMEeT
aMUHOKHCIIOTHYO TochenoBateibHOCTE SEQ ID NO:80, u 3penasi BapuaOenbHasi 00JacTh
JIETKON LM MMeeT aMUHOKHCIOTHYH mnocienoBaTenbHocTe SEQ ID NO:83. B HexkoTopbIx

aHTuUTEeNax 3penas BapualOenbHas OO0NACTb TSDKENOM LENu HMEEeT aMHHOKHCIOTHYIO
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nocnenoBateibHOCTE SEQ ID NO:80, u 3penas BapuaOenbHass 001acTh JISTKOW ILENH HUMEET
aMUHOKUCIOTHYIO0 mnocienoatenbHOCT SEQ ID NO:84. B HekoTOpbIX aHTHUTENax 3pesas
BapuabenbHast 00JaCTh TSHKENION LIeN MMeeT aMHHOKUCIIOTHYIO nocienosarenbHocTs SEQ ID
NO:80, wu 3penmass BapuaOenbHasi 00JacTh JIETKOW [EeNMd HMMEET aMHHOKHCIOTHYIO
nocyenoBateabHOCTh SEQ ID NO:85.

[0046] B HekOTOpBIX aHTUTENAX 3penas BapuadenbHas 00JacTb TSDKENOW LenH UMeeT
aMUHOKHUCIIOTHYO TochenoBaTeibHOocTh SEQ ID NO:90, u 3penasi BapuabenbHas 00JacThb
JerKON Llenu MMeeT aMUHOKHCJIOTHYI mnocienoBaTenbHocTe SEQ ID NO:83. B HekoTophix
aHTUTEeNax 3penas BapuadenpHass OONACTh TSDKENOW LEeNmM HWMeeT aMHHOKHCJIOTHYIO
nocnenosateibHOCTE SEQ ID NO:90, u 3penas BapuaOenbHas 00JacThb JIETKOW IENH UMEET
aMUHOKUCIIOTHYIO0 mochenoaTenbHOCT SEQ ID NO:84. B HekoTOpbIX aHTHTENax 3pesas
BapuabenpHass 00JaCTh TSHKENIOW LIeMH UMEET aMHHOKUCIIOTHYIO nocienosarenbHocts SEQ ID
NO:90, wu 3penas BapuabOenpHasi 0ONacTh JIETKOW IeMd HWMEET AMUHOKHUCJIOTHYIO
nocaenoarenbHoCcTh SEQ ID NO:85.

[0047] B HeKkoTOpBIX aHTUTENAX 3penas BapuadenbHass 00JIACTh TSDKEJIOW LM UMeEeT
AMUHOKHCIIOTHYEO TochenoBatenibHOCTE SEQ ID NO:91, u 3penasi BapuaOenbHass 00JacThb
JIETKON LM MMeeT aMUHOKHCIOTHYH mnocienoBaTenbHocTh SEQ ID NO:83. B HexkoTopbIx
aHTUTEeNax 3penas BapuaOenbHass OONACTh TSDKENOM LEeNuM HMEEeT aMHHOKHCIOTHYIO
nocnenoBareibHOCTE SEQ ID NO:91, u 3penas BapuaOenbHas 00JacTh JIETKOW LENH HUMEET
aMUHOKUCJIOTHYIO0 mnochenoBatenbHOCTh SEQ ID NO:84. B HekoTOpbIX aHTHTENax 3pesast
BapuadespHast 00JIACTh TSKEJIOHN LeNu MMeeT aMHHOKHUCIOTHYIO mocienosatensHoctb SEQ ID
NO:91, wu 3penas BapuabenbHasi OONACTh JIETKOW ILEMA HMEET aMHUHOKHCIOTHYIO
nocaenoBateabHoCcTh SEQ ID NO:85.

[0048] B HEeKOTOpBIX aHTUTENAX 3penas BapuadenbHas 00JaCThb TSHKENOW LeNH HMeEeT
aMUHOKHCIIOTHYK TochenoBatenbHOCTh SEQ ID NO:18, u 3penasi BapuaOenbHas 00JacTh
JIerKoN Lenu MMeeT aMHUHOKHUCIOTHYI0 nocienosartenbHocTs SEQ ID NO:122. B HekoTophIx
aHTUTEeNax 3penas BapuadenbHass OONACTh TSDKEJNOW LEeNM HWMeeT aMHHOKHCIIOTHYIO
nocnenosatenibHocTh SEQ ID NO:18, u 3penas BapuaOenbHas 00JacTh JIETKOW IENH HUMEET
aMHHOKHCIIOTHYO nocnenosaTenbHocTs SEQ ID NO:123.

[0049] B HekoTOpBIX aHTUTENAX 3penas BapuadesbHash O0JIACTh TSDKEJIOW LM UMEeT
aMUHOKHCIIOTHYEO mocnenosareapHOocTh SEQ ID NO:146, u 3penas BapuabenbHasi 00JacTh
JIETKOH LIeTH UMEET aMHUHOKHUCIIOTHYIO nocienoBaTeabHocTs SEQ ID NO:122.

[0050] B HekoTOpBIX aHTUTENAaxX 3penas BapuadenpHas 00JACThb TSHKENOW e UMeEeT
aMUHOKHCIOTHYO TochenoBatenibHOCTE SEQ ID NO:18, u 3penasi BapuaOenbHass 00JacThb

JIETKON LeNMM MMeeT aMUHOKHUCJIOTHYI0 nocienoarenbHocTb SEQ ID NO:121. B HexkoTopbIx
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aHTUTEeNax 3penas BapuadenbHass OONACTh TSDKENOM LEenu HMeeT aMHHOKHCIIOTHYIO
nocnenosateibHOCTE SEQ ID NO:18, u 3penas BapuaOenbHas 001acTh JISTKOW ILENH HUMEET
aMUHOKHUCIOTHYO0 nocienosarenbHocTh SEQ ID NO:110.

[0051] B HexkoTOphIX aHTUTENax 3penas BapuadenbHas 00JACTb TSDKENOW LENH UMeEeT
AMHHOKHUCIIOTHYI0 mocnenoBaTenbHocTe SEQ ID NO:146, u 3penast BapuabenbHas 007acTh
JIETKOM 1IenH UMeeT aMHUHOKHCIIOTHYIO nocienosatesbHocTh SEQ ID NO:94.

[0052] B HekoTOpBIX aHTUTENAX 3penas BapuadesbHash O0JACTh TSDKEJIOW LEMUA UMEET
aMUHOKHCIIOTHYO TochenoBaTeibHOCTh SEQ ID NO:18, u 3penasi BapuabenbHas 00JacThb
JIETKOH e UMeeT aMHHOKHUCJIOTHYIO nocnenoBaTeabHocTs SEQ ID NO:103.

[0053] Hampumep, aHTUTENIO MOXKET MPEACTABIATh COOON XMMEPHOE, BEHUPOBAHHOE HITH
I'YMaHU3UPOBAHHOE aHTUTEJNO.

[0054] AHTUTEIO MOKET MPEIACTABNIATh COOON MHTAKTHOE XMMEPHOE, BEHUPOBAHHOE WU
I'YMaHU3UPOBAHHOE AHTHUTEJO WM CBA3BIBAIOIIMK (pparMeHT, omHouenoueuHslii Fab-pparment
antutena, Fab’2-pparment winm omHomenodeuHbii Fv. HekoTopbie M3 aHTUTENT OTHOCSATCS K
mzotuny IgGl denoBeka, Torga kak Apyrue MOTyT OTHOcUThes K uzotumy 1gG2 wnm IgG4
yenoBeka. HekoTopele aHTUTENna CconmepikaT 3peNyr0 BapHalenbHyr0 00JacTh JIETKOW Iery,
CIIUTYI0 ¢ KOHCTAaHTHOW OOJACTBIO JIETKOW IeTH, U 3peNyl0 BapuabesbHy O0JIACTh TsDKENOH
LIeTH, CIUTYI0 C KOHCTAHTHOW 00NacThio Tspkenoi nenu. KoHcTaHTHAs 001acTh TsOKENOH Lenu
HEKOTOPBIX aHTUTEJ MPENCTABISAET COO0 MyTaHTHYIO (OPMY NMPUPOAHON KOHCTAHTHOM 00J1acTH
TSDKEJION LIeNU 4YeJIOBEKa, KOTOpasi XapaKTepu3yeTCsl IOHUKEHHBIM CBSI3bIBAHUEM C PELIENTOPOM
Fcy o cpaBHEHHUIO ¢ NPUPOTHON KOHCTAHTHOW OOJIACTBIO TSKEION LIEIH YeIOBeKa.

[0055] B HeKOTOpbIX aHTHTENaX KOHCTaHTHAas OOJAacThb TSOKENOW Lend HUMeeT
aMUHOKUCIIOTHYIO0 TocsenoBaTebHOCTE SEQ ID NO:176. B HekoTOphIX aHTUTENaxX 3pesas
BapuabenbHast 00JIaCTh TSDKEJION LEeNH, CIUTas ¢ KOHCTAHTHOH OONACThIO TSDKEJION LI, HMeeT
aMUHOKHCIOTHYKO — mnocnenoBarenpHocTh SEQ ID NO:178.  Hexoropele  aHTHTENna
JOTIOTHUTEJIBHO COIEP KaT CUTHAJIbHBIN MENTHMA, CIUTBIH CO 3pesioil BapuadenbHOU 00JacThiO
TSDKEJIONW M/MJIH JIETKOW 1enu. B HEKOTOPBIX aHTHTENaX TsKesas elb UMEeT aMUHOKHCIOTHYIO
nocienosatesibHOCTE SEQ ID NO:180. B HEKOTOpBIX aHTUTENaX KOHCTAHTHAsE OOJNACTh JIETKOH
LEeMd UMEET aMUHOKUCIOTHYIO nocsienoBaTenbHOCTh SEQ ID NO:177. B HEKOTOpBIX aHTHTENAX
3penast BapuabenbHas OONACTh JIETKOH LENH, CIUTasi ¢ KOHCTAHTHOM OOJIACTBIO JIETKOH LiemH,
UMeeT aMUHOKHUCIOTHYI mnocienoBaTenbHOCTh SEQ ID NO:179. B HexkoTOphIX aHTUTenax
Jerkasi Leflb MMeeT aMHHOKHMCIOTHYI0 mnocienosarenbHocTs SEQ ID NO:181. B HexoTophIx
AHTUTEJAX TsDKeas Lelb UMEET aMHUHOKHUCIOTHYIO mnocienosarenbHocTh SEQ ID NO:178, u

Jerkasi Lelb MMeeT aMMHOKHMCIOTHYI0 nocienosarenbHOcTh SEQ ID NO:179. B HexoTOphIX
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AHTUTEJaX TsDKeas Lelb UMEET aMHUHOKHUCIIOTHYHO mnocienosarenbHocTh SEQ ID NO:180, u
Jierkasi Iernb UMeeT aMUHOKHUCIIOTHYIO nocaenoBarenbHocTs SEQ ID NO:181.

[0056] Hekoropble aHTUTENa MOTYT COAEPKAaTh MO MEHbLIEH Mepe OAHY MYTAlUK B
KOHCTAQHTHOM 00JIaCTH, TaKyl Kak MyTalMs, KOTOpas CHIKAET (PUKCAIMIO WM AKTUBALHIO
KOMIUIEMEHTa KOHCTAHTHOW OOJNAcCThiO, HAalpUMep, MYTALUIO B OJHOM HWIJIM HECKOJBKUX U3
nonoxkeHuit 241, 264, 265, 270, 296, 297, 318, 320, 322, 329 u 331 cornacuo nymepauuu EU.
Hexoropeie anTuTena congep:kar ajaHuH B nonoxkeHusix 318, 320 u 322. Hekotopbie aHTUTENA
MOTYT SIBJISITBCSI TIO MEHbLIeH Mepe Ha 95% wmacc./mMacc. YHUCTBIMH. AHTUTENO MOXET OBbITh
KOHBIOTHPOBAHO c TeparneBTHUECKUM, LIUTOTOKCUYECKUM, LIUTOCTATUYECKUM,
HEHPOTPOPUIECKUM HITH HEUPOIIPOTEKTOPHBIM CPEICTBOM.

[0057] B npyrom acmekTe B HAcTOsIIEM H300peTeHHH MPeasioskeHa (hapMareBTHUECKast
KOMITO3UIMSL, COAepiKaiasi Jiro0oe M3 AHTHUTEN, OMHCAHHBIX B HACTOSAIIEM JOKYMEHTE, |
(apMarieBTUIECKH MPHEMIIEMbI HOCUTENb.

[0058] B nmpyrom acrekTe B HACTOSINEM H300pPETEHUH MpPEUIOKEeHa HYKJISCHHOBAs
KUCJIOTA, KOIUPYIOIIAs TSHKEIYIO Lelb W/UJIH JIETKYIO LeTb JI000ro U3 OMUCAHHBIX B HACTOSLICH
3asiBKE€ aHTUTEJ, PEKOMOWHAHTHBIN BEKTOP SKCIPECCHH, COAEP KA HYKJIEHHOBYIO KHCIOTY, U
KJIETKA-X 035IMH, TPaHC(HOPMHUPOBAHHAS PEKOMOMHAHTHBIM BEKTOPOM SKCIIPECCHH.

[0059] B HEKOTOpPBIX HYKJIEUHOBBIX KHCJOTax  TsDKEJIash LeMb  KOAUPYETC
NOCJeI0BaTeNbHOCTBIO, copepxkameln SEQ ID NO:182, u nerkas uenb Kogupyercs
MOCJIEIOBATEIbHOCTHI0, conepskainein SEQ ID NO:183.

[0060] Takke  mpemIOKeHBI  CHOCOOBI  TOJYYeHHs ~ aHTHUTEN,  TaKuX  Kak
IYMaHU3UPOBAHHbBIEC, XUMEPHbIE WJIM BEHHPOBAHHBIE AHTUTENA, HAIPUMEP I'YMaHU3UPOBAHHBIE,
XUMEepHbIe WM BeHHpoBaHHbIe (opMbl 3D6. B Takux cnocobax KiIeTKH, TPaHCHOPMHUPOBAHHBIE
HYKJIEHHOBBIMU KHCJIOTaMH, KOAUPYIOLIUMH TSKENY0 U JIETKYIO LIeTTH aHTUTENa, KYJIbTHBUPYIOT
TaKUM 00pa3oM, YTOOBI KJIETKH CEKPETHPOBAIN AHTUTENO. 3aTeM aHTUTEJO MOKHO OYHCTUTH U3
Cpenbl A1l KyJIbTUBUPOBAHUS KJIETOK.

[0061] KnerouHble TMHUY, TPOAYLUPYIOIIUE JIFOO0E U3 OMUCAHHBIX B HACTOSIIEH 3asBKE
AHTUTEJ, MOTYT OBITh MOJIyY€HBI IIyTEM BBEICHHS BEKTOPA, KOJUPYIOIIETrO TSHKENYIO U JIETKYHO
LIed aHTHUTENa, U BBIOMPAEMOro Mapkepa B KJETKH, IMyTeM Pa3MHOXKEHHsI KJIETOK B YCIOBHUSX
st 0TOOpa KJIETOK C YBEJTMUEHHBIM YHCIIOM KOIMUH BEKTOPA, BBIIEICHUS OTJENbHBIX KIETOK M3
BBIOPAHHBIX KJIETOK; M CO3JaHMs OaHKa KJIETOK, KIIOHMPOBAHHBIX U3 OJHOHN KIJIETKH, BBIOpAHHON
Ha OCHOBE BBIXOZIa aHTUTENA.

[0062] B gpyrom acrniekte B HACTOSIIEM M300PETEHUH MPEIIOKEH BEKTOP, COAESPIKAIIUN
HYKJIEMHOBYIO KHCJIOTY, KOAMPYIOLIYIO 3peiyr0 BapuabenpHyr o00JacTh TSKENOW Lenu U

3penyr BapuabenbHY0 O0JNacTh JIerkoi menw, (PYHKIHMOHAJIBHO CBSI3aHHYIO C OJHOH WU
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HECKOJIbKIMH PETYJIITOPHBIMH TIOCIIEIOBATEIbHOCTSIMU, YTOOBI BIIMSITh HA SKCIIPECCHIO JTFOOOTO
U3 aHTUTEN, ONMUCAHHBIX B HACTOSINEH 3asBKe, B KJIETKE MJIEKOMHTAIOIEro. B HEKOTOpPBIX
BEKTOpax J3KCIpeccupyeMoe aHTuTesno npencraBiser coboit scFv wmm Fab-pparment. B
HEKOTOPBIX BEKTOpax OXHA WM O0Jjiee PeryJsiTOPHBIX MOCIENOBATEILHOCTEH BKIIIOYAIOT OAMH
win Ooyiee M3 MPOMOTOpA, YHXAHCEpa, CaiTa CBSI3bIBAHHMS PUOOCOMBI M CHTHAJla TEPMHUHALUH
TPaHCKPUILUU. B HEKOTOPBIX BEKTOpaxX HYKJIEHHOBAas KHCJIOTA OMOJHUTEIBHO KOIUPYET
CUTHAJIbHBIC TENTHIbI, CIUThIE CO 3PEJbIMH BapHaOeNbHBIMU OOJIACTSMHU TSDKEJIOW U JIETKOM
ueneii. B HEKOTOPBIX BEKTOpPAaX HYKJIEHHOBAs KHUCJIOTAa ONTHMH3UPOBAaHA MO KOIOHAM ISl
JKCTPECCHH B KJIETKE-XO3sSMHE. B HEKOTOpBIX BEKTOpax OAHAa Wik Oojiee PeryJsTOPHBIX
MOCJIEIOBATEIBHOCTEN  BKJIFOYAIOT 3YKAPUOTHYECKUN MPOMOTOP. B  HEKOTOpBIX BEKTOpax
HYKJIEHHOBAsI KUCJIOTA TOTIOJTHUTENIbHO KOJUPYET BhIOPAHHBIN IeH.

[0063] [0064] B npyrom acrmekTe B HACTOSIIEM HM300PETEHUH MPEIJIOKEHBbI CIIOCOOBI
SKCMPECCHH AHTUTENNA B KJIETKE MJICKOMHUTAIOIIErO, BKIIIOUAIONINE BBEIACHHE HYKJICHHOBBIX
KUCJIOT, OTMHMCAHHBIX B HACTOSIIEH 3asBKe, B T€HOM TPAHCTEHHOTO JKMBOTHOTO, MOCPEICTBOM
Yero aHTUTEJIO SKCIIPECCUPYETCS.

[0065] B eme omHOM acmekTe B HACTOSLIEM H300PETEHWH NPEMJIOKEHBI TMEPBBIA U
BTOPOU BEKTOPBI, COOTBETCTBEHHO, CONEPIKALINE HYKICUMHOBbIE KUCIIOTHI, KOIUPYIOLINE 3PEIIYI0
BapralebHYI0 00JIACTD TSKEJION e | 3pelyt0 BapralOenbHy0 00JIACTh JIETKOH Lenu, Kaxaas
U3 KOTOPBIX (PYHKIMOHAJIBHO CBSI3aHa C OJHOW WM HECKOJbKUMHU PeryJSITOPHBIMU
MOCJIEIOBATEIBHOCTSIMU IS BO3AEHCTBHS HA SKCIIPECCHIO JIFOOOTO M3 OMUCAHHBIX B HACTOSIIEH
3asiBK€ aHTHUTEJI, U KJIETKa-XO35UH, ColepKalasi HyKJIeMHOBbIE KUCIOTEL. B HEKOTOPBIX mepBOM
U BTOPOM BEKTOpPaX HYKJIEHMHOBBIE KHCJIOTHl COOTBETCTBEHHO JIOTOJHUTENbHO KOIUPYIOT
KOHCTAHTHYIO O0JIACTb TSDKEJIOW LEMH, CIAUTYIO CO 3pejiol BapuaOeNbHON O0JIaCThIO TSKEJOM
LENH, ¥ KOHCTAHTHYIO 00JIaCTh JIETKOH LIEMH, CIIUTYIO CO 3peioil BapradesbHasi 001acTh JIETKOM
1eny. B HEKOTOpPBIX MEPBOM U BTOPOM BEKTOpPaX KOHCTAHTHAsi 00JaCTh TSDKEOW LeMH MMEeT
nocnenoBateabHOCTh SEQ ID NO:176 ¢ C-KOHIEBBIM JTH3MHOM MM O€3 HEro, U KOHCTaHTHas
00JacTh JIerkoi Lenu uMmeet nocinenosareabHocth SEQ ID NO:177.

[0066] B eme omHOM acmekTe B HACTOSINEM HM300PETEHHM MPENJIOKEHBI CIIOCOOBI
SKCIPECCHH AHTHUTENIla B KJIETKE MJICKOMMTAIONIETro, BKJIIOYAIOINNE BKJIIOYEHHE 000N u3
HYKJIEHHOBBIX KHCJIOT, OMUCAHHBIX B HACTOSIIEH 3asiBKe, B T€HOM TPAHCT€HHOI'O *KHBOTHOTO,
MOCPEICTBOM HEro aHTUTEJIO SKCIIPECCUPYETCS.

[0067] Tak:ke  mPemNOKEHbI  CHOCOOBI  TOJMYYEHHWs]  aHTUTEN, TaKUX  Kak
IYMaHU3UPOBAHHOE, XHUMEPHOE WJIM BEHHPOBAHHOE aHTUTENO0. B Takux cmocobax KIIEeTKH,
TpaHCPOPMUPOBAHHBIC HYKJIEMHOBBIMU KHUCJIOTAMH, KOTUPYIOLIUMH TSDKEIYIO M JIETKYIO LIeTH

aHTUTENa JIIOOOr0 U3 aHTHUTEN, ONMMCAHHBIX B HACTOSIIEH 3asBKE, KyJbTUBUPYIOT TaK, YTOOBI
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KJIETKH CEKPETUPOBAJIM AaHTUTEJIO. 3aTeM aHTUTEJIO MOXHO OUUCTUTb W3 Cpeabl JJi
KYJIbTUBUPOBAHMUSI KJIETOK.

[0068] JIuHuM KJIETOK, MPOAYLHPYIOLINE JIF0OOe U3 AHTUTEN, PACKPBITHIX B HACTOSIIEM
JOKYMEHTE, MOKHO IOJIyYUTb IIOCPEICTBOM BBENEHUS B KIETKH BEKTOpPAa, KOAUPYIOLIETO
TSDKENYIO U JIETKYIO LIeNH aHTHTeNa 1O M. 1, U BbIOMpaeMoro Mapkepa, pasMHOXKEHHUS KJIETOK B
YCIOBUSIX ANl OTOOpa KIIETOK, CONEPIKAIIMX YBEJINYEHHOE KOJIWYECTBO KOMUH BEKTOpa,
BBIJICJICHUs] E€IMHUYHBIX KJETOK U3 OTOOpaHHBIX KJIETOK, W CO3JaHHe OaHKa KJIETOK,
KJIOHUPOBAHHBIX M3 €AUHIUYHON KJIETKU, OTOOPAaHHOW Ha OCHOBAHHMH BbIXOJA AHTHUTEJA.

[0069] HekoTopbie KIETKU MOKHO PAa3MHOXKHTh B CEJICKTUBHBIX YCJIOBHSIX U MPOBECTH
CKPUHUHT B OTHOIIEHWHM JIMHUI KJIETOK, €CTECTBEHHBIM OOpa3oM SKCIPECCHPYIOIUX U
CEKPETHPYIOLINX AHTHTENO B KOJHUYECTBE MO MeHbiuei mepe 100 mr/n/10° kinerox/24 waca. U3
OTOOPaHHBIX KJIETOK MOJKHO BBIIEIUTh €IUHUYHBIC KJIETKH. 3aTeM KJETKH, KIOHHPOBAHHbBIE M3
€IMHUYHONW KIJIETKH, MOJKHO HCIIONIBb30BaTh Ul CO3AaHusl OaHKa KJeTOK. ENMHWYHbBIE KIIETKU
MOKHO OTOOpaTh B 3aBUCHMOCTH OT JKEJIAEMbIX CBOMCTB, TAKUX KaK BBIXOZ aHTUTeNa. IIpumepsl
JUHUH KJIETOK TPEACTaBIIIOT CcOo0OM JMHMM KIETOK, JKcrnpeccupyroumme 3D6, wmm
ryMaHU3UpPOBaHHbIE Bepcuu 3D6.

[0070] B HacTosiemM HM300peTeHHH TaK:Ke MPEINIOKEeHbI CIIOCOObI MHTUOMPOBAHUS HJIH
CHIDKEHHSI arperaiuy Tay y cyObeKTa, KOTOPBIH CTpajgaeT OT ONOCPEIOBAHHOIO Tay aMHJIONI03a
WIA TOABEPKEH PHUCKY Pa3BUTHsI OMNOCPEAOBAHHOIO Tay aMWJIOMA03a, MPUYEM YKa3aHHBIE
CrIOoCOOB! BKJIIOYAIOT BBeAECHHUE CYOBEKTY 3((EKTHBHOTO peXrMMa aHTUTeNa, PACKPBITOTO B
HACTOSIIEM JIOKYMEHTE, M TIOCPEICTBOM 3TOr0 MHIMOMPOBAHHUE WM CHIDKEHUE arperaluuu Tay y
cyOpexra. [IpuMepbl aHTUTEN BKIIIOYAIOT TYMaHU3UPOBaHHbIe Bepcuu 3D6.

[0071] Takke npenyioKeHbl CIOCOOBI JIEYEHUS] MM OCYLIECTBJICHUS MPOPUIAKTUKU
BBI3BAHHOTO Tay 3a00JIeBaHUsI y CyOBEKTa, MPUUYEM YKa3aHHbIE CIIOCOOBI BKIIFOYAIOT BBEICHUE
3¢ (EeKTUBHOrO pekuMa aHTHTENA, PACKPHITOTO B HACTOSIIIEM JOKYMEHTE, U MOCPEACTBOM 3TOTO
JICYSHHE WM OCyLIEeCTBJIeHHUE MpoduiakTuku 3adonesanus. [Ipumepamu Takoro 3aboseBaHuUs
ABJSIFOTCST  OOJIe3Hb AunbLreiiMepa, cuHApPoOM JlayHa, JIerKO€ KOTHUTHBHOE HapyIIeHHE,
nepBUYHAas BO3pacTHasl Taymnartus, NOCTIHLE(PATUTHIECKU T HNapKUHCOHU3M,
NOCTTPaBMAaTUYECKast IEMEHIUsI WK JeMeHUus1 Ookcepos, Oone3nb Iluka, 6onesnr Humanna-
IMuka Tima C, HaOBSIIEPHBIN Mapajind, JOOHO-BUCOYHAS AEMEHIUs, JOOHO-BUCOYHAs JIoOapHast
nereHepanysi, OOJ€3Hb aprupoQUIBHBIX 3€peH, TNOOyJspHas T[JIHAJbHAs — TaymlaTus,
aMHOTPO(IMUECKUN JIaTepaIbHBIA CKJIEPO3/KOMIUIEKC MApKUHCOHU3M-IeMeHLUs [ 'yam, KOpTHKO-
6azanbhas nerenepanus (KbJ1), nemenuns ¢ Tenbuamu JleBu, Bapuant 60s1e3HU AsbrrerimMepa ¢
tenpiamu  Jlesu (Lewy body variant of Alzheimer disease, LBVAD), xponuueckas

tpaBMmatnueckass sHuedanonatust (CTE), rnmoOynspuas rnmanbhHas taynatus (GGT) wnmm
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nporpeccupyrommii Haabsaepusiii napanud (ITHIT). B HekoTopbhix cnocobax BBI3BAHHOE Tay
3a0oneBaHue TMpeACTaBiseT coOol Oone3sHb AnbureiiMepa. B HekoTOphIX cmocolax ManueHT
npezacrasisieT coboit Hocurenst ApoE4.

[0072] Takske mpemIoXKeHbl CIOCOOBI CHIKEHHUS] HapyIIEHHOHW mepenadd Tay, MpuueM
yKa3aHHbIE CHOCOOBI BKIIFOYAIOT BBefeHHE 3(D()EKTHBHOrO pexkuMa aHTUTENA, PACKPBITOrO B
HACTOSLIEM JJOKYMEHTE, U ITIOCPEICTBOM 3TOTO CHUKEHHE TIepeiady Tay.

[0073] Takske mpensioxeHbl CrOcOObl MHAYKIMK (Daromuro3a Tay, MpUYeM yKa3aHHBIE
CHoco0Bl BKJIOYAKOT BBeACHUE 3(PPEKTUBHOIO PEKUMA aHTUTENA, PACKPBITOTO B HACTOSIIIEM
JIOKYMEHTE, H IOCPEICTBOM 3TOTO MHAYKLHUIO (aronurosa Tay.

[0074] Takske mpemioxkeHbl CIOCOOBI MHIMOMPOBAHUS arperaldy WA HAKOTUICHUS Tay,
npu4deM yKa3aHHbIE CHOCOOBI BKIIIOYAIOT BBelneHHE 3(P(PEKTUBHOrO peKuMa aHTHTENa,
PACKPBITOTO B HACTOSIIIEM JOKYMEHTE, M MOCPEICTBOM 3TOTO MHTMOMPOBAHUE arperanuy Win
HAKOIIJICHHUS Tay.

[0075] Takke mnpenyioskeHbl CHOCOOBI WHTHOUPOBaHUS OOpa3OBaHUS KJIYOKOB Tay,
npu4deM yKa3aHHbIE CHOCOOBI BKIIIOYAIOT BBeneHHE 3(P(EKTUBHOrO peKuMa aHTHTENA,
PACKPBITOTO B HACTOSIIIEM TOKYMEHTE.

[0076] B HacTosieM M300peTEeHNH TaKKe MPEIOKEH CIIOco0 OOHAPYKEHUS OTIIOKEHHUH
Tay-0enka y cyObekTa, CTpaJaroIlero OT MK MOABEPIKEHHOTO PUCKY 3a00JI€BaHUsI, CBA3aHHOTO C
arperanyei WM HaKOIUIEHUEM Tay, IPUYEM YKa3aHHbIE CTIOCOOBI BKJIFOYAIOT BBEACHUE CYOBEKTY
AHTUTENA, PACKPBITOTO B HACTOSINEM JOKYMEHTe, 1 OOHapy)KeHHE aHTHUTEJA, CBS3ABLIErOCs C
Tay, y cyobekra. IIpumepamu takoro 3aboneBaHus ABISIOTCSA Oojie3Hb AJbLreiiMepa, CHHIPOM
JlayHa,  Jjerkoe  KOTHUTHBHOE  HapylleHHe, [epBUYHAas  BO3pacTHas  Taymarus,
NOCTIHUE(PANTUTHUECKUN MAPKUHCOHM3M, TOCTTPaBMAaTUYECKass MAEMEHLUS WM JISMEHLHs
OokcepoB, Oonesnp Iluka, Oonesnp Humanua-Iluka tuna C, HambsaepHbl mapanudy, JIOOHO-
BUCOYHAs JeMEHIIMs, IOOHO-BUCOYHAsI JoOapHas AereHepanusi, 00Jie3Hb aprupO(UIIbHBIX 3epeH,
ro0yJsipHasl TAHANbHAsl TaymaTus, aMHOTPOQHUECKHH JIaTepaJbHBIA  CKIIEPO3/KOMILIEKC
NapKUHCOHU3M-eMeHIns ['yam, koptuko-OaszanmpHast nereHepauust (KBJl), nemenums c
tenbuamu Jlesn, BapuanT Oone3nu Aunbireiimepa ¢ tenbuamu Jlesu (LBVAD), xponudeckas
TpaBmatnueckass sHuedanonatust (CTE), rmoOynspHas rmmanbhHas taynatust (GGT) wnmm
nporpeccupyrommii  HagbsiaepHsid  mapanwd  (ITHIT). CormacHO HEKOTOpPBIM — BapUaHTaM
peanu3aluy aHTUTENIO BBOASAT B OPraHU3M CyOBEKTa MOCPENCTBOM BHYTPHUBEHHOW WHBEKIIHH.
CornacHO HEKOTOPHIM BapHUaHTAM PEAU3ALUU AHTUTEIO BBOAST HEMOCPEACTBEHHO B FOJIOBHOM
MO3r CyOBEKTa MOCPEICTBOM BHYTPHUEPENHOM HWHBEKLUWH WM TOCPEICTBOM CBEPJICHHS
oTrBepcTusi B deperne cyObekra. CoOriacHO HEKOTOPBIM BapHAaHTAM pealu3alliil AHTHTEJO

sBiisseTcss MedeHbIM. CoryracHo HCKOTOPbIM BapHUaHTaM pealu3alluil AaHTHUTCIIO SABJISICTCA
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MEUYEHHBIM (PIIyOPECLEHTHOH METKOH, MapaMarHUTHOW METKOH WM PaJuOaKTUBHOW METKOM.
CormacHo HEKOTOPBIM BapUAHTAM peATM3alUN PAAMOAKTUBHYIO METKY OOHApy)XHMBAKOT C
NPUMEHEHHEM  TO3UTPOHHO-3MHCCHOHHONW  Tomorpaduu (IIDT) wmm  ogHOdOTOHHON
SMHUCCUOHHOM KoMnbroTepHOH ToMorpadpun (ODPIKT).

[0077] B HactosimmeM u300peTeHMM TakKe MPEAJIONKEH CrIocod  H3MepeHus
3¢ (HEKTUBHOCTH JieUeHHs y CyOBEeKTa, KOTOPBIN MOJIy4aeT JieueHue 3a00JeBaHUsI, CBSI3AHHOTO C
arperaryeil WM HAaKOIUICHHEM Tay, MPHYeM YKa3aHHbBIH Croco0 BKIFOYAET M3MEPEHHE MEePBOTO
YPOBHs OTJOXKEHHH Tay-Oeynka y CyObekTa 10 JIeYeHHs TOCPEICTBOM BBEINEHHs CYOBEKTY
aHTUTENA, PACKPBITOTO B HACTOSIIEM JOKYMEHTE, M OOHAPY>KEHHE TIepPBOro KOJIUYECTBA
aHTUTEJA, CBS3ABILETOCS C Tay, Y CYOBEKTa, BBENCHUE CYOBEKTY JICUSHUs], H3MEPEHHE BTOPOTO
YPOBHSI OTJIOKEHHH Tay-OelKa y CyObeKTa IOCie JEUEHHs MOCPENCTBOM BBEICHUS CYOBEKTY
aHTUTENa, U OOHAPY)KEHHE AHTUTENA, CBA3ABLIETrOCS C Tay, Y CyObeKTa, NMpPUYEM CHUKECHHE
YPOBHS OTJIOKEHHH Tay-0eJKa CBUIETEIbCTBYET O MOJIOKUTEIbHOM OTBETE HA JICYCHHUE.

[0078] B HacrosimeM  H300peTEeHMM TakXke TPEUIOKEH Crnoco0  HU3MEepeHus
s¢pexTuBHOCTH JleueHHs y CyObeKTa, KOTOPBIN MOJy4YaeT JiedeHue 3a00JIeBaHus], CBI3aHHOTO C
arperanyiel WM HaKOIUIEHHEM Tay, MPHYEM YKa3aHHbBIN Crocod BKIIIOYAET M3MEPEHHE MEPBOTO
YPOBHs OTJOXEHHH Tay-Oenka y CcyObekTa OO JIEYeHHMs IOCPEINCTBOM BBEINEHHs CYOBEKTY
aHTUTENA, PACKPBITOTO B HACTOSIIEM JOKYMEHTe, M OOHapy>KeHHe IepPBOro KOJIUYECTBA
aHTUTENA, CBS3ABIIEIrOCs C Tay, Y CyObeKTa, BBEA€HHE CYOBEKTY JIeUueHHs], H3MEPEHHE BTOPOTO
YPOBHs OTJIOKEHHH Tay-Oelka y CyObekTa IOcCie JEeUeHHs MMOCPENCTBOM BBEIEHUs CYOBEKTY
aHTUTENA, 1 OOHApY)KEHHE BTOPOrO KOJMYECTBA AHTHUTENA, CBSA3ABLIErOCS C Tay, Y CyOBeKTa,
IpuYeM OTCYTCTBHE M3MEHEHMs YPOBHS OTJIOXKEHHH Tay-Oelka WM He3HAYUTEJIbHOEe
yBEJIMYEeHUE OTJIOKEHUH Tay-0eJka CBUIETEeIbCTBYET O MOJIOKUTENIbHOM OTBETE Ha JICYCHHUE.

[0079] B npyrom acrekte B HACTOSIIEM H300PETEHUH MPEAJIOKEHBI CIIOCOOBI TIOTyYeHUS
aHTUTENA, KOTOPOE CHELU(PUIHO CBA3BIBAETCS C Tay YEJOBEKa C SMUTONOM B Mpeaesiax MOTHBA
dopmyner KXXSXXNX(K/H)H (SEQ ID NO:191) umun KIGSLDNITH (SEQ ID NO:194),
BKJTFOUAOLITHI MMMYHHU3ALHUIO KHBOTHOTO Tay YEJIOBEKA WM €ro (JparMeHTOM sl TIOTYy4eHHUs
AHTUTE] W CKPUHUHT TPOAYLUPYEMBIX AaHTHTE]I HA AaHTUTENa, KOTOpble CHeuu(pUuIHO
CBSI3bIBAIOTCSI C MOTUBOM. B pyrom acriekre B HACTOSIIEM H300PETEHHH MPEIJIOKEHbI CITOCOOBI
NOJIYYEHHUS] AaHTHUTENA, KOTOPOE CIELU(PUUHO CBSI3BIBAETCS C MENTHIOM, COIEPIKAIIUM OCTaTKH
KXXSXXNX(K/H)H (SEQ ID NO:191) nimu KIGSLDNITH (SEQ ID NO:194), Brirogarouimii
UMMYHH3AIHI0 JKUBOTHOIO Tay YEJNOBEKa WJIM ero (parMeHTOM Ui NOJYYEeHUs aHTUTEN |
CKPUHUHT TPOAYLHPYEMbIX AHTHUTE] HA AHTHUTENA, KOTOpPble CHEUU(UYHO CBS3BIBAOTCS C
nentuaoM. B npyrom acnekte B HAacToseM H300pPETEHUH MPEIOKEHbI CIIOCOOBI MONyUYEHHS

aHTHUTEJIA, KOTOpOoe Crenu(puuHO CBsi3bIBaeTCsi anutonoM, coxepxkamum KXXSXXNX(K/H)H
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(SEQ ID NO:191), BxmoHammuii HMMYHHM3aLUIO JKUBOTHOTO Tay 4YeJOBEKa WM €ro
(¢parMeHTOM AN TOJYYEHHS AHTUTEN W CKPUHHHI MPOAYLUPYEMBIX AHTHTE] HA AaHTUTENA,
KOTOpbIE CENM(PUIHO CBSI3BIBAIOTCS C SITUTOIIOM.

[0080] B HexoTophIX crocobax >KMBOTHOE HMMYHH3UPYIOT Tay dejoBeka u3 383
amuHOkucyotT (4RON). B Hekoropeix crocoba Tay denoBeka comepkur myrtauuio P301S. B
HEKOTOPBIX CIIOco0ax Tay 4ejoBeKa sBJsIeTCs peKoMOMHAHTHBIM ¢ His-meTkoi Ha N-KOHIIe.

[0081] B HekoTOpbIX crocob0ax CKPUHUHI OMpenessieT creuuuueckoe CBsI3bIBAHUE
MEXKAy AHTUTEJIaMH M OJHUM WM Ooyiee MEeNTUAAMH, COAEPKAIIMMU a0 15 aMHUHOKHCIIOT,
Barouas KIGSTENLKH (SEQ ID NO:188), KCGSKDNIKH (SEQ ID NO:192),
KCGSLGNIHH (SEQ ID NO:193) coOTBETCTBEHHO WM JIFOOOH Ipyroil KOHCEHCYCHBIH MOTHB,
npexacrasieHaplii KXXSXXNX(K/H)H (SEQ ID NO:191). B HekoTopsIx criocobax OIUH WIN
6onee mentunos coxepxkar KIGSTENLKH (SEQ ID NO:188) mmu KCGSKDNIKH (SEQ ID
NO:192) unmu KCGSLGNIHH (SEQ ID NO:193), coorBercTBeHHO. B HEKOTOpBIX criocodax
KHBOTHOE HMMYHHU3UPYIOT (parMeHTOM Tay ™3 |5 aMHHOKHCIOT, Cconep Kaium
KXXSXXNX(K/H)H (SEQ ID NO:191), cBazanHbIM ¢ HOcHTENeM. B HEKOTOphIX crocobax
nentux npencrasisier codorr KIGSTENLKH (SEQ ID NO:188) nmn KCGSKDNIKH (SEQ ID
NO:192) unmu KCGSLGNIHH (SEQ ID NO:193).

BRIEF DESCRIPTION OF THE DRAWINGS

[0082] Ha ®urype 1 mpeacraBieHbl pe3yibTaThl SKCIIEPUMEHTOB, pa3paOOTaHHBIX MJIs
KapTUPOBAHMSI SMTUTONA(OB), CBSI3aHHOT'O MBIIIMHBIM MOHOKJIOHAJIBHBIM aHTUTENIOM 3D6.

[0083] Ha ®urype 2 moka3aHO BbIpaBHUBaHHE BapHaOENbHbIX 00JACTeH TSHKENON Lienu
mbimuHOro anrutrena 3D6 (SEQ ID NO:7) m ryMaHH3MpOBaHHBIX Bepcuil antutena 3D6
(hu3D6VHvb1, hu3D6VHvb2, hu3D6VHvb3, hu3D6VHvb4, hu3D6VHvbLS, hu3D6VHvbO u
hu3D6VHvVb7) ¢ nmocnenoBaTelbHOCThIO BapuaOeNIbHOM 001acTH TSIKEION LEMH 3apObIIIEBOMH
auann venoeka IGHV1-69-2*%01 (SEQ ID NO:25) u mocnenoBaTeIbHOCTBIO BapHuadeTbHON
obmactu obmactu Tspkenod meru akuenrTopa udenoBeka 2RCS VH hFrwk (SEQ ID NO:75).
hu3D6VHvb1 npencrasnser codoit SEQ ID NO:76, hu3D6VHvb2 npexncrasnser coboit SEQ ID
NO:77, hu3D6VHvb3 mpencrasnsier codoit SEQ ID NO:78, hu3D6VHvb4 nmpencrasmisier coboi
SEQ ID NO:79, hu3D6VHvbS mpencrasmusier coboit SEQ ID NO:80, hu3D6VHvb6
npexncrasisier coboir SEQ ID NO:90 u hu3D6VHvb7 mpencrasnsier coboit SEQ ID NO:91.
CDR, ompeneneHHble COMIACHO CBOAHOMY ompeneneHuto Kadora/Horua, BbIIENEHBI KUPHBIM
mpudrom.

[0084] Ha ¢urype 3 moka3aHO BeIpaBHHMBaHHE BapuaOelbHBIX O0JacTel JIErKOH Lenu
mbiHOro anturena 3D6 (SEQ ID NO:11) u rymanu3upoBaHHBIX Bepcuil antutena 3D6

(hu3D6VLvb1, hu3D6VLvb2 n hu3D6VLvb3) ¢ nocienosaTenbHOCTBIO BaprabenbHON 00IacTu
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JeTKOH Lenu 3apoeiesoi tuHuH Yenoseka IGKV2-30*02 (SEQ ID NO:27) u ¢ uenoBedeckum
akuenropoMm ARX71335 VL hFrwk (SEQ ID NO:82). hu3D6VLvb1 npencrasnser coboii SEQ
ID NO:83, hu3D6VLvb2 npencrasnsier coboii SEQ ID NO:84 u hu3D6VLvb3 npencrasnsier
coboit SEQ ID NO:85. CDR, kak onpeneneno corimacHo Ka0oTy, BeleneHbl )KUPHBIM M PU(TOM.

[0085] Ha ¢urypax 4A, 4B u 4C mnokaszaHbl pe3yJbTaThl CKPHHUHIOBBIX AHAJIH30B
ELISA nuist BBIOpaHHBIX MBIIIMHBIX MOHOKJIOHAJIBHBIX AHTUTEN POTUB Tay.

[0086] Ha  ¢urype S nmpeacraBieHa  KHHETHKA  CBSI3bIBAHHMS ~ OTOOpPaHHBIX
MOHOKJIOHAJIbHBIX aHTHTEJI MBILIH MTPOTHB Ty ¢ PeKOMOMHAHTHBIM Tay 4eJOBEKa.

[0087] Ha ¢urype 6 mnpencraBiieHbl pe3yJbTaThl (PYHKIIHOHAIBHBIX OJOKHPYOLINX
aHAJTN30B OTOOPAHHBIX MOHOKJIOHAJBHBIX AHTHTEJ MBILIH IPOTUB Tay.

[0088] Ha ¢urype 7 mpencraBieHbl pe3yJbTaThbl aHAIN30B Jl€3arperauil OTOOpaHHBIX
MOHOKJIOHAJIbHBIX aHTHTEJ MBILIH ITPOTHB Tay.

[0089] Ha ¢urype 8 mpencraBiieHbl pe3yJbTaThl 3KCIEPHUMEHTOB, AEMOHCTPHPYIOLIHE,
yro 3D6 u 5G8 MMMyHHBIM CHOCOOOM 3axXBaThIBAIOT Tay W3 TKAHH, MOPAKEHHOH OOJIE3HBIO
AnpLreiiMepa 4eoBeKa.

[0090] Ha ¢urypax 9A u 9B nokaszanbl BeIpaBHUBaHHS BapruabeIbHON 00NacTH TsHKEION
neru wmbimuHOro 3D6 (SEQ ID NO:7) m rymMaHM3MpOBaHHBIX Bepcud aHturena 3D6
(hu3D6VHvb1, hu3D6VHvb2, hu3D6VHvb3, hu3D6VHvb4, hu3D6VHvbS, hu3D6VHvb6,
hu3D6VHvb7, hu3D6VHv1bAll, h3D6VHvb8 u h3D6VHvVbY) ¢ mnocienoBaTenbHOCTHIO
BapradenpbHON 00JIaCTH TsKENOHN 1enu 3apoabimeBoit unun yenoseka IGHV1-69-2*%01 (SEQ
ID NO:25) u nocnenoBaTebHOCTBIO BaprabeabHON 001aCTH 00NACTH TSIKENION LeMH aKenTopa
yenoeka 2RCS VH hFrwk (SEQ ID NO:75). hu3D6VHvb1 npencrasnsier coboit SEQ ID
NO:76, hu3D6VHvb2 npencrasnsier codoii SEQ ID NO:77, hu3D6VHvb3 npencrasisier coboii
SEQ ID NO:78, hu3D6VHvb4 mpencrasisier coboii SEQ ID NO:79, hu3D6VHvbS5
npenctasisier codoit SEQ ID NO:80, hu3D6VHvb6 npencrasnsier coboit SEQ ID NO:90,
hu3D6VHvb7 npencrasisier codoit SEQ ID NO:91, hu3D6VHvVIbAI11l npencrasnsier coboi
SEQ ID NO:18, h3D6VHvb8 mnpencranser coboit SEQ ID NO:146 u h3D6VHvb9
npexacrasisier codoit SEQ ID NO:148. OctaTky, HAEHTUYHbIE OCTaTKaM BapuadeNbHONH 00IacTh
Tsokenor nernu MbimuHOro 3D6 (SEQ ID NO:7), o6o3nauensr 3HakoM “.” CDR, onpeneneHHble
COTJIaCHO CBOAHOMY ompeneneHuto Kabora/YoTna, BeIgeneHbl JKUPHBIM MPUGTOM.

[0091] Ha ¢urypax 10A, 10B, 10C u 10D mokaszaHbl BbIpaBHUBaHUSI BapHaOEIbHOM
o0nacTy JIeTKOM Lenu TyMaHM3HPOBAaHHBIX Bepcuil aHturena 3D6: hu3D6VLv2 (SEQ ID
NO:21), hu3D6VLv2 L37Q (SEQ ID NO:143), hu3D6VLv2 L50G (SEQ ID NO:103),
hu3D6VLv2 S52G (SEQ ID NO:110), hu3D6VLv2 L54G (SEQ ID NO:94), hu3D6VLv2 L54D
(SEQ ID NO:93), hu3D6VLv2 L54K (SEQ ID NO:100), hu3D6VLv2 L54R (SEQ ID NO:101),
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hu3D6VLv2 LS54T (SEQ ID NO:102), hu3D6VLv2 L37Q L50G (SEQ ID NO:128),
hu3D6VLv2 L37Q L50D (SEQ ID NO:129), hu3D6VLv2 L37Q S52G (SEQ ID NO:131),
hu3D6VLv2 L37Q L54G (SEQ ID NO:126), hu3D6VLv2 L37Q L54R (SEQ ID NO:125),
hu3D6VLv2 L37Q L54T (SEQ ID NO:130), hu3D6VLv2 L37Q L54D (SEQ ID NO:127),
hu3D6VLv2 L37Q L54E (SEQ ID NO:145), hu3D6VLv2 L37Q L50G L54R (SEQ ID
NO:119), hu3D6VLv2 L37Q L50G L54G (SEQ ID NO:120), hu3D6VLv2 L37Q L50D L54R
(SEQ ID NO:133), hu3D6VLv2 L37Q LSOD L54G (SEQ ID NO:132), hu3D6VLv2
L37Q _S52G L54D (SEQ ID NO:124), hu3D6VLv2 L37Q S52G L54G (SEQ ID NO:121),
hu3D6VLv2 L37Q S52G LS54T (SEQ ID NO:123), hu3D6VLv2 L37Q S52G_L54R (SEQ ID
NO:122), hu3D6VLv2 L37Q L50D L54G G100Q (SEQ ID NO:140), hu3D6VLv2
L37Q L50D L54R_G100Q (SEQ ID NO:141), hu3D6VLv2 L37Q L50G L54G_G100Q (SEQ
ID NO:137), hu3D6VLv2 L37Q L50G L54R G100Q (SEQ ID NO:136), hu3D6VLv2
L37Q L50V_L54D _G100Q (SEQ ID NO:142), hu3D6VLv2 L37Q _S52G _L54D G100Q (SEQ
ID NO:139) u hu3D6VLv2 L37Q S52G L54R_G100Q (SEQ ID NO:138). Ocratky,
UJIEHTHYHBIE OcTaTkaMm BapuabenpHON oOmactm nerkoit nenm hu3D6VLv2 (SEQ ID NO:21),
obo3nauensl 3HakoM “.” CDR, kak ompeneneHo cormacHO K300Ty, BbIIeneHbl >KHPHBIM
mpudToMm..

[0092] Ha ®@urype 11 noka3aHsl pe3ybTaThl aHAIN3a HHTEPHAIM3ALNH U1l BBIOPAHHBIX
I'YMaHU3UPOBAHHBIX BapuaHTOB 3DO.

[0093] Ha Purypax 12A u 12B mnokasaHbl pe3yjbTaTbl SKCIIEPUMEHTOB KapTHUPOBAHUS
3aMeH Ha Mukpouunax. Ha ®@urype 12A mokasaH rpaduk s¢dexra 3amensl, u Ha Ourype 12B
IIOKA3aHO BBIPABHMBAHME YaCTeH MOBTOPOB CBSA3BIBAHUS Tay MHUKPOTPYOOUEK C BbIIENECHHBIMU
BaXXHBIMU OCTaTKaMH JJisi CBsizbiBaHUs 3D6. OcrtaTtkm amMuHOKHCIOT 255-271 mpencraBisitOT
coboit SEQ ID NO:184, ocratku amuHokuciot 286-302 npexncrasinsitot codboii SEQ ID NO: 185,
ocraTku aMiHHOKUCTOT 317-333 mpencrapinstot codori SEQ ID NO: 186 u ocTaTKu aMUHOKHUCIIOT
349-365 npencrasmsor codoit SEQ ID NO:187.

[0094] Ha ®urype 13 mnokasaHbl pe3yJbTaTbl 3KCIEPUMEHTOB HMMYHOTHCTOXHMUH,
KOTOpBIE TIOKA3bIBAIOT, Kak 3DO CBs3pIBa€TCS C Tay B HOPMAJIBHOW TKAaHU (BEPXHsisl TAHENb) U B
TKaHU NP OoNe3HN AJbureiiMepa (CpeaHsst U HIDKHSS TTaHENHN ).

[0095] Ha ®@urype 14 nokaszaHbl pe3yabTaTbl 3KCIIEPUMEHTOB MAacC-CIIEKTPOMETPUU JJIs
OLICHKH CTEXUOMETPUH CBsA3bIBaHUA 3D6.

[0096] Ha ®urype 15 nmokazano, uro 3D6 npepriBaeT 0OpasoBaHHEe 3€PEH Tay B MOIEIH

Oose3Hu AnbLreiimepa in vivo.
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[0097] Ha ®urype 16 mnoka3aHo, 4YTO TIyMaHM3UpPOBaHHble BapuaHTel 3D6
hu3D6VHvV1bA11/hu3D6VLV2 u hu3D6VHvV1bA11/L2-DIM4 OnokupyrOT B3aUMOAEHCTBHE
MEXKIy Tay U TeTIapUHOM.

[0098] Ha @urype 17 mnoka3aHo, 4YTO TyMAaHM3UPOBaHHbIE BapuaHTel 3D6
hu3D6VHv1bA11/hu3D6VLv2 u hu3D6VHv1bA11/L2-DIM4 CBSI3BIBAIOTCS c
bubpunsipHBIME (POPMAMU TaY.

KPATKOE OITMCAHUE ITOCJIEJIOBATEJILHOCTEH

[0099] B SEQ ID NO:1 npencraBieHa aMHHOKHCJIOTHAsI —IOCIEIOBATEIbHOCTD
u3odopMbl Tay denoBeka (Swiss-Prot P10636-8).

[0100] B SEQ ID NO:2 mnpencraBieHa aMHHOKHCJIOTHAs TIOCIEIOBATEIbHOCTD
u3odopMmsbl Tay denoeka (Swiss-Prot P10636-7).

[0101] B SEQ ID NO:3 mnpencraBieHa aMHHOKHCJIOTHAs TIOCJEIOBATEIbHOCTD
u3odopmsl Tay denoseka (Swiss-Prot P10636-6) (Tay uenosexka 4RON).

[0102] B SEQ ID NO:4 npencraBieHa aMHMHOKHCJIOTHAs TIOCIEIOBATEIbHOCTD
u3zodopMel Tay denoBeka (Swiss-Prot P10636-5).

[0103] B SEQ ID NO:5 npencraBieHa aMHMHOKHCJIOTHAs TIOCIEI0BATENbHOCTD
n3odopmsl Tay yenoseka (Swiss-Prot P10636-4).

[0104] B SEQ ID NO:6 npencraBieHa aMHMHOKHCJIOTHAs TIOCJIEI0BATEIbHOCTD
u3zodopmsl Tay denoBeka (Swiss-Prot P10636-2).

[01I05] B SEQ ID NO:7 mnpencraBieHa aMMHOKHCJIOTHAs IOCIEI0BATEIbHOCTD
BapuabenbHOI 00MacTH TSDKENION Henu antuTena 3D6 Mbiiiw.

[0106] B SEQ ID NO:8 npencrasieHa aMHHOKHCIOTHasA nocienoBaTenbHocTs CDR-HI
anThTesa 3D6 MbIM corjacHO CBOIHOMY onpeaenennto Kadora/Uorua.

[0107] B SEQ ID NO:9 npencraBiena aMUHOKHCIIOTHAs TocnenoaTenbHOcTh CDR-H2
anTutena 3D6 mbim cornacHo Kabory.

[0108] B SEQ ID NO:10 npeacraBiaeHa aMUHOKHUCIOTHAs mocnenoatenbHocTh CDR-H3
anTuTena 3D6 mbim cornacHo Kabory.

[0109] B SEQ ID NO:11 npencraBieHa aMUHOKHCJIOTHAsI TOCIEIOBATEIbBHOCTD
BapuadepbHON 00acTu jierkoit nenu antutena 3D6 mbiu u antuTena 6A10 M.

[0110] B SEQ ID NO:12 npencraBiena aMUHOKUCIOTHasE nocheaoarenbHOCTs CDR-L1
anTuTena 3D6 mbim u anTuTena 6A10 mbimu cormacuo Kabory.

[0111] B SEQ ID NO:13 npencraBiena aMUHOKUCIOTHas nocieaoBaresbHOCT CDR-L2
antutena 3D6 mbim u anturena 6A 10 mpimu cornacHo Kadory.

[0112] B SEQ ID NO:14 npencraBieHa aMUHOKUCIOTHasI nocieaoBaresbHOCT CDR-L3

anTutena 3D6 M u anTuTena 6A 10 mbimu cornmacao Kabory.



PCT/US2020/020704 21 WO 2020/180819

[0113] B SEQ ID NO:15 npencraBieHa aMHUHOKHUCJIOTHAs IOCIEI0BATENbHOCTD
BapuabenpHOI 00IacTH TSDKENION Lenu ryMaHu3upoBaHHoro anrurena 3D6 hu3D6VHvI.

[0114] B SEQ ID NO:16 npencraBieHa aMHUHOKHUCIIOTHAs IOCIEI0BATEIbHOCTD
BapuabenbHOI 00IacTy TSDKENON ey r'yMaHu3upoBaHHoro antutena 3D6 hu3D6VHv2.

[0115] B SEQ ID NO:17 mnpencraBieHa aMHUHOKHCIIOTHAsl TOCJIENOBATENbHOCTD
BapuadeNbHOI 001aCTH TSHKENON LeTn T'yMaHu3upoBaHHOro antutena 3D6 hu3D6VHv1b.

[0116] B SEQ ID NO:18 mnpencraBieHa aMUHOKHCJIOTHAs IOCJAEIOBATEIbHOCTD
BapuadesIbHON 00J1aCTH TSHKEIION Lienu r'yMaHUu3upoBaHHOro antutena 3D6 hu3D6VHvVIbATL.

[0117] B SEQ ID NO:19 npencraBieHa aMUHOKHCJIOTHAs TIOCIEAOBATEIbHOCTD
BapuabenbHOI 00MacTH TSDKEJION ey TyMaHu3upoBaHHoOro antutena 3D6 hu3D6VHyVS.

[0118] B SEQ ID NO:20 npencraBieHa aMUHOKHCJIOTHAs TIOCJIEIOBATEIbHOCTD
BapuabenpbHOI 0OACTH JIETKOH LeNH I'yMaHU3UPOBaHHOTO aHTHTENa 3D6 hu3DO6VLVI.

[0119] B SEQ ID NO:21 npencraBieHa aMHUHOKHCJIOTHAs TIOCIEIOBATENbHOCTD
BaprabenbHOI 0OIaCTH JIETKOH LN I'YMaHU3UPOBaHHOTO aHTHTENa 3D6 hu3DOVLV2.

[0120] B SEQ ID NO:22 npencraBiieHa aMUHOKHCJIOTHAs TOCAEIOBATEbHOCTD
BaprabenbHOI 00IaCTH JIETKOH LeNH I'yMaHU3UPOBaHHOTO aHTHTENa 3D6 hu3DOVLV3.

[0121] B SEQ ID NO:23 npencraBiieHa aMHUHOKHUCJIOTHAs IOCIEI0BATENbHOCTD
BapuabenpbHOI 00IaCTH JIETKOH LenH I'yMaHU3HUPOBaHHOTO aHTHTENa 3D6 hu3DO6VLv4.

[0122] B SEQ ID NO:24 npencraBjieHa aMUHOKHUCIIOTHAs IOCJIEI0BATENbHOCTD
BapuabenbHOI obnacTu TspKesol nenu akuenropa ¢ yuetH. Ne BAC01986.1.

[0123] B SEQ ID NO:25 mnpencraBieHa aMUHOKHCIIOTHAsl TOCJIENOBATENIbHOCTD
BapuabenbHOl obnactu Tspkesol nenu akuenropa ¢ yaetd. Ne IMGT# IGHV1-69-2*01.

[0124] B SEQ ID NO:26 mnpencraBieHa aMUHOKHCJIOTHAs IOCJAEIOBATEIbHOCTD
BapuabenpHOI obnactu Tspkenol uenu akienrtopa ¢ yuetH. Ne IMGTA#IGKJI1*01.

[0125] B SEQ ID NO:27 npencraBieHa aMUHOKHCJIOTHAs IOCJIEIOBATEIbHOCTD
BapuabenbHOI obnactu ierkoi nernu akuenropa ¢ yuetH. Ne IMGT#IGKV2-30*02

[0126] B SEQ ID NO:28 mnpencraBieHa aMUHOKHCJIOTHAsE TIOCIEIOBATENbHOCTD
BapuabenpHOI obnacTu jterkoi nenu akuentopa ¢ yaetH. Ne IMGT#IGKJ2*01.

[0127] B SEQ ID NO:29 npencraBieHa aMUHOKHCJIOTHAs TOCIEIOBATEIbHOCTD
BapuabenbHOI 00MacTH JIerko 1enu akuentopa ¢ yaetH. Ne AAZ09048.1.

[0128] B SEQ ID NO:30 mpexncrasjeHa MOCIEA0BATENbHOCTh HYKJIEUHOBON KUCIOTHI,
KOAMPYIOIeH BapradenpbHy0 00J1acTh TsKeIoN 1enu antutena 3D6 Meimu.

[0129] B SEQ ID NO:31 mpexncrasjieHa MOCIEAOBATENbHOCTh HYKJIEUHOBON KUCIOTHI,

KOAMpPYIOIIeH BapradenbHy0 00JIacTh JIETKOH Lenu antureina 3D6 MbImu.
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[0130] B SEQ ID NO:32 npeacrasieHa aMUHOKUCIOTHAs mocneaosarenbHocTh CDR-H1
anTuTena 3D6 mbimm cormacHo Kabory.

[0131] B SEQ ID NO:33 npeacrasieHa aMUHOKUCIOTHas mocieaosarenbHocTh CDR-H1
anturena 3D6 mbiu cornacHo Yorua.

[0132] B SEQ ID NO:34 mpencraBiena aMUHOKHCIIOTHAs nocienosarenbHocts CDR-H2
antutena 3D6 mbimu cornacHo Yorua.

[0133] B SEQ ID NO:35 npeacraBiaeHa aMUHOKHUCIOTHAs ocnenoarenbHocTh CDR-H2
anTutesia 3D6 mbim coracHo AbM.

[0134] B SEQ ID NO:36 npencraBiena aMUHOKUCIOTHasE nocheaoarenbHocTh CDR-L1
aHTuTtesna 3D6 MbIIIN COTJIACHO KOHTAKTHOMY OIpPEESIEHHUIO.

[0135] B SEQ ID NO:37 npencraBiena aMUHOKUCIOTHasI nocieaoBatesibHOCT CDR-1L2
aHTutena 3D6 MbIIIM COTJIACHO KOHTAKTHOMY OIpPEESIEHHUIO.

[0136] B SEQ ID NO:38 npencraBiena aMUHOKUCIOTHasI ocieaoareibHOCT CDR-L3
aHTuTtesa 3D6 MbIIIU COMNIACHO KOHTAKTHOMY OMNPEESIEHHUIO.

[0137] B SEQ ID NO:39 npeacrasieHa aMUHOKUCTOTHAs ocieaosarenbHocTs CDR-H1
aHtutena 3D6 MbIIM COTJIACHO KOHTAKTHOMY OINPEEIEHHUIO.

[0138] B SEQ ID NO:40 npeacrasiaeHa aMUHOKUCIOTHAs mocieaoatenbHocTs CDR-H2
aHtutesna 3D6 MbIIIY COMIACHO KOHTAKTHOMY OIPEEIEHHUIO.

[0139] B SEQ ID NO:41 npeacrasiaeHa aMUHOKUCIOTHAs mocienaosatenbHocTs CDR-H3
aHtutesna 3D6 MbIIY COTNIACHO KOHTAKTHOMY OIpPEAEIEHHUIO.

[0140] B SEQ ID NO:42 npencraBjieHa aMUHOKHCIIOTHAsl TIOCJIENOBATENbHOCTD
anprepratuBHoro CDR-H1 rymanusupoBanHoro anturena 3D6 (kak B hu3D6VHVS,
hu3D6VHv1bA11B6G2, hu3D6VHvIbA11B6H3, hu3D6VHvle u hu3D6VHvIf) cormacuo
cBogHOMY omnpenenenuto Kabora-Horna.

[0141] B SEQ ID NO:43 mnpencraBieHa aMUHOKHCJIOTHAsi TOCIEIOBATEIbHOCTD
anprepHatuBHOro CDR-H2 rymanusupoBanHoro anrtutena 3D6 (kak B hu3D6VHVS wu
hu3D6VHv1bA11B6H3) cornacuo Kabory.

[0142] B SEQ ID NO:44 npencraBieHa KOHCEHCYCHash  aMUHOKHUCJIOTHAs
NOCJIEIOBATENILHOCTD BapHadenbHbIX oOnacTell Tspkenod uenu 3DO Mplim U OTOOPaHHBIX
rymMaansupoBanHbix aHturen 3D6 (VHvl, VHv2, VHvlb, VHv1bAll u VHvVS) (ormeuena
«bonpmuHCcTBOY Ha urype 2 B PCT/IB2017/052544).

[0143] B SEQ ID NO:45 npencraBieHa KOHCEHCYCHash  aMUHOKHUCJIOTHAs
MOCJIEIOBATEIBHOCTh  MEXAy BapuabenbHbIMH oOnacTssMu Jierko uenu 3D6 mbimu u
O0TOOpaHHBIMU I'YMaHU3HPOBAHHBIMU aHTUTENaMu 3D6 (ormeuena «bonpinHCTBOY Ha durype 3

B PCT/IB2017/052544).
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[0144] B SEQ ID NO:46 npencraBjieHa aMHUHOKHUCJIOTHAs TIOCJIEIO0BATENbHOCTD
BapuabenpHON ~ obmacTh  TSDKENOH — Lemud  TyMaHU3UPOBAaHHOro  aHturena  3D6
hu3D6VHv1bA11B6G2.

[0145] B SEQ ID NO:47 npencraBjieHa aMUHOKHUCIIOTHAs IOCIEI0BATEIbHOCTD
BapuabenpHON ~ o0macTh  TSDKENOM — IemM  T'yMaHU3UpOBaHHOrO  aHtutena  3D6
hu3D6VHv1bA11B6H3.

[0146] B SEQ ID NO:48 mnpencraBieHa aMUHOKHCJIOTHAs IOCJIEIOBATEIbHOCTD
BapuabenbHOI 00IacTH TSDKENION ey r'yMaHu3upoBaHHoro antutena 3D6 hu3D6VHvlc.

[0147] B SEQ ID NO:49 mnpencraBieHa aMUHOKHCJIOTHAs TIOCJEIOBATEIbHOCTD
BapuabenpbHOI 00IacTH TSDKENION ey T'yMaHu3upoBaHHoro antutesa 3D6 hu3D6VHv1d.

[0148] B SEQ ID NO:50 mnpencraBieHa aMUHOKHCJIOTHAs TIOCJEIOBATEIbHOCTD
BapuabenbHOI 00IacTH TSOKEJION 1eny T'yMaHu3upoBaHHoro anturtena 3D6 hu3D6VHvle.

[0149] B SEQ ID NO:51 npencraBieHa aMUHOKHCJIOTHAsi TOCIEIOBATENbHOCTD
BapuabenpHOI 00IacTH TSKENOHN Henu ryMaHu3upoBaHHoro antutena 3D6 hu3D6VHv 1.

[0150] B SEQ ID NO:52 npencraBieHa aMHUHOKHCJIOTHAs IIOCJIE€I0BATENbHOCTD
BapuabenpbHOI 00MacTH TSDKEJION ey T'yMaHu3upoBaHHoro antutena 3D6 hu3D6VHV3.

[0I51] B SEQ ID NO:53 mnpencraBieHa aMUHOKHUCIIOTHAs TIOCIEI0BATENbHOCTD
BapuabenbHOI 00IacTH TSDKENON Lenu ryMaHu3upoBaHHoro antutena 3D6 hu3D6VHv3b.

[0152] B SEQ ID NO:54 npencraBjieHa aMUHOKHUCIIOTHAs IOCJIEI0BATEIbHOCTD
BapuabenbHOI 00IacTH TSDKENON Lenu ryMaHu3upoBaHHoro antutena 3D6 hu3D6VHv3c.

[0153] B SEQ ID NO:55 mnpencraBieHa aMHUHOKHCIIOTHAsl TOCJIENOBATENbHOCTD
BapuadeNbHOI 001aCTH TSDKENION LIenn T'yMaHU3UpoBaHHOro antutena 3D6 hu3D6VHv4.

[0154] B SEQ ID NO:56 mnpencraBieHa aMUHOKHCJIOTHAs IOCJAEIOBATEIbHOCTD
BapuabenbHOI 00IacTH TSDKEJION ey r'yMaHu3upoBaHHoro antutesa 3D6 hu3D6VHv4b.

[0155] B SEQ ID NO:57 npencraBieHa aMUHOKHCJIOTHAsI TIOCIEIOBATEIbHOCTD
BapuabenbHOI 00IacTH TSDKENION Henu ryMaHu3upoBaHHoro antutena 3D6 hu3D6VHv4c.

[0156] B SEQ ID NO:58 mnpencraBieHa aMUHOKHCJIOTHAsl TOCEIOBATEbHOCTD
anvrepHatuBHOro CDR-H1 rymanmsuposannoro anturena 3D6 (kak B hu3D6VHIc) cornmacuo
cBogHOMY ompenenenuto Kabora-Horna.

[0157] B SEQ ID NO:59 npencraBieHa aMHUHOKHCJIOTHAs TOCIEIOBATEIbHOCTD
anprepHatuBHoro CDR-H1 rymanumsupoBansoro antutena 3D6 (xkak B hu3D6VHvld,
hu3D6VHv3¢ u hu3D6VHv4c) cornacHo ceogHoMy onpeneiennto Kabora-Horua.

[0158] B SEQ ID NO:60 mnpencraBieHa aMHUHOKHCJIOTHAs IOCJIE€IOBATEIbHOCTD
anprepHatuBHoro CDR-H1 rymanmsupoBanHoro anrutena 3D6 (xak B hu3D6VHv3b u

hu3D6VHv4b) cornacHo cBonHOMy onpenenenuto Kadora-Uorua.
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[0159] B SEQ ID NO:61 npencraBieHa aMHUHOKHCJIOTHAs IOCIEI0BATENbHOCTD
anvrepHaTuBHOro CDR-H2 rymanmsupoBanHoro antutena 3D6 (kak B hu3D6VHvV1bA11B6G2)
cornacHo Kabory.

[0160] B SEQ ID NO:62 npencraBjieHa aMUHOKHUCIIOTHAs IOCIEI0BATEIbHOCTD
anprepHatuBHoro CDR-H2 rymanusupoBanHoro anturena 3D6 (kak B hu3D6VHvlc,
hu3D6VHv3b u hu3D6VHv4b) cornacHo Kabory.

[0161] B SEQ ID NO:63 mnpencraBieHa aMUHOKHCJIOTHAsl IOCAEIOBATEIbHOCTD
anvrepHaTuBHOro CDR-H2 rymanmsuposannoro antutena 3D6 (monydeno kak B hu3D6VHv1d,
hu3D6VHv1f, hu3D6VHv3c u hu3D6VHv4c) cornacHo Kabory.

[0162] B SEQ ID NO:64 mnpencraBieHa aMUHOKHCJIOTHAsl TIOCIEIO0BATEIbHOCTD
anvrepHaTuBHOro CDR-H2 rymanusupoBanHoro antutena 3D6 (kak B hu3D6VHvle) cormacuo
Kaborty.

[0163] B SEQ ID NO:65 mnpencraBieHa aMUHOKHCJIOTHAs TIOCIEIOBATEIbHOCTD
anvrepHatuBHOro CDR-H3 rymarmsuposannoro antutena 3D6 (kak B hu3D6VHv1{) cornmacuo
Ks6orty.

[0164] B SEQ ID NO:66 npencraBieHa aMUHOKHCJIOTHAs TIOCIEI0BATEbHOCTD
BapuradepbHON 001acTu TspKeNnon uenu anrurena 6A 10 Mbimm.

[0165] B SEQ ID NO:67 npeacrasieHa aMUHOKUCIOTHAs nocieaosarenbHocTh CDR-H1
anTurena 6A10 Meimu cornacHo cBogHOMY onpenenennto Kadora/Horua.

[0166] B SEQ ID NO:68 npeacrasieHa aMUHOKUCIOTHAs nocieaosatenbHocTh CDR-H2
antutena 6A10 mbimu cornacuo Kadory.

[0167] B SEQ ID NO:69 nmpencrasiena aMuHOKHCIOTHAs nocienosatenbHoctTs CDR-H3
antutesa 6A10 meimu cornacHo Kadory.

[0168] B SEQ ID NO:70 npexncraBiieHa aMUHOKHCIIOTHAS TIOCIENOBATEIBHOCTh 00JIaCTH
VH anturena meimm (kox pdb 1CR9Y), koTOpyro HCMONB30BaM B KAa4eCTBE CTPYKTYPHOH
MaTPHLBI JIs] TYMaHU3AUU TSDKEJIOHN eI .

[0169] B SEQ ID NO:71 npencraBieHa KOHCEHCYCHash ~ aMUHOKHUCJIOTHAs
NOCJIEIOBATEILHOCTD BAPHAOENbHBIX 00IACTEH TSKENOH e OTOOPaHHBIX I'YMaHH3UPOBAHHBIX
aatuten 3D6 (VHvl, VHvlb, VHvlbAll, VHv1bA11B6G2, VHvIbA11B6H3, VHvlc,
VHvld, VHvle, VHv1f, VHv2, VHv3, VHv3b, VHv3c, VHv4, VHv4b, VHv4c u VHvS) (Ha
¢urypax 4A u 4B ormeuena «bonbumacTBO» B PCT/IB2017/052544).

[0170] B SEQ ID NO:72 npencraBiieHa aMUHOKHUCIIOTHAS TTOCIEI0BATEIbHOCTD TSKEION
LIeN1 XUMEPHOro anturena 3D6.

[0171] B SEQ ID NO:73 mpencraBieHa aMUHOKUCIOTHASI TIOCJIEOBATENIbHOCTD JIETKON

LIeNU XUMEPHOro anturena 3D6.
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[0172] B SEQ ID NO:74 npencraBieHa aMHUHOKHCJIOTHAs TMOCJEA0BATENIbHOCTD
BapuabeNbHON CTPYKTYPHON MOAenu TsoKenon tenu ¢ yuetH. Ne SMYX-VH mSt.

[0173] B SEQ ID NO:75 npencraBjieHa aMUHOKHUCIIOTHAs IOCJIEI0BATEbHOCTD
BapuabenpHOro akienropa Tsokenon nenu ¢ yuerH. Ne 2RCS-VH huFrwk.

[0174] B SEQ ID NO:76 mnpencraBieHa aMHUHOKHCJIOTHAs TOCJIENOBATEIbHOCTD
BapuadeNbHOI 00JIaCTH TSDKENION LeTn T'yMaHU3upoBaHHOro antutena 3D6 hu3DO6VHvb1.

[0175] B SEQ ID NO:77 mnpencraBieHa aMUHOKHCJIOTHAs IOCJIEIOBATEIbHOCTD
BapuabenbHOI 00IacTH TSDKEJION ey T'yMaHu3upoBaHHOro antutesa 3D6 hu3D6VHvVD2.

[0176] B SEQ ID NO:78 mnpencraBieHa aMUHOKHUCJIOTHAs TIOCJIEIOBATEIbHOCTD
BapuabenpbHOI 00IacTH TSDKENION ey TyMaHu3upoBaHHOro antutesa 3D6 hu3D6VHvVD3.

[0177] B SEQ ID NO:79 npencraBieHa aMUHOKHCJIOTHAs TIOCIEIOBATEIbHOCTD
BapuabenbHOI 00acTH TSDKEJION ey TyMaHu3upoBaHHoro anturtesna 3D6 hu3D6VHvb4.

[0178] B SEQ ID NO:80 mnpencraBieHa aMUHOKHCJIOTHAs TIOCIEIOBATEIbHOCTD
BapuabenbHOI 00MacTH TSDKEJION Lenu TyMaHu3upoBaHHoro antutena 3D6 hu3D6VHvDS.

[0179] B SEQ ID NO:81 mnpencraBieHa aMHUHOKHCJIOTHAs TOCIEIOBATEIbHOCTD
BapuabeNnbHOI CTPYKTYPHOU Mojenu Jierkoi nenu ¢ yuetH. Ne SMYX-VL mSt.

[0180] B SEQ ID NO:82 mnpencraBieHa aMHUHOKHUCJIOTHAs IOCIEI0BATEIbHOCTD
BapuabenpHOro akienropa Jierkoi nenu ¢ yuet. Noe ARX71335-VL huFrwk.

[0181] B SEQ ID NO:83 mnpencraBieHa aMUHOKHCJIOTHAs IOCJIE€IOBATENbHOCTD
BapuraleTbHON 001acTH JIETKOH 1enH ryMaHu3upoBaHHoro antutesna 3D6 hu3D6VLvb1.

[0182] B SEQ ID NO:84 mnpencraBieHa aMHUHOKHCIIOTHAsl TOCJIENOBATENbHOCTD
BapuadenbHOI 001aCTH JIErKol Lenyu ryMaHu3upoBaHHoro anturena 3D6 hu3D6VLvb2.

[0183] B SEQ ID NO:85 mnpencraBieHa aMUHOKHCJIOTHAs IOCJIEIOBATEIbHOCTD
BapuradeIbHON 00J1aCTH JIETKOH 1eTnH r'yMaHu3upoBaHHOTO aHTuTeNa 3D6 hu3D6VLvb3.

[0184] B SEQ ID NO:86 mpeacrasieHa aMUHOKUCTOTHAs mocneaosatenbHocTh CDR-H1
aNbTEePHATUBHOIO T'yYMAaHU3UPOBAHHOrO aHTuUTena 3D6 cormacHO CBOAHOMY OIPENENICHUIO
Ks6ora/Yoruna (kak B hu3D6VHvb4 1 hu3D6VHVDS).

[0185] B SEQ ID NO:87 npexacrasieHa aMUHOKUCIOTHAs mocnenoatenbHocTh CDR-H2
aNbTEPHATUBHOTO T'yMaHU3UpoBaHHOTO aHTHTeNa 3D6 cornacHo Kaboty (kak B hu3D6VHvD3 u
hu3D6VHvb4).

[0186] B SEQ ID NO:88 npeacrasieHa aMUHOKUCIOTHAs mocienaoatenbHocTh CDR-H2
aJbTEPHATUBHOTO T'YMaHU3UpPOBaHHOTO aHTUTena 3D6 cornacHo Kaborty (kak B hu3D6VHVDS).

[0187] B SEQ ID NO:89 npencraBiena aMUHOKUCIOTHas nocheaosarenbHocTh CDR-L1

aNbTEPHATUBHOTO T'YMaHU3UPOBaHHOTO anTuTena 3D6 cornacHo Kaboty (kak B hu3D6VLvD3).
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[0188] B SEQ ID NO:90 npencraBieHa aMHUHOKHUCIOTHAS

WO 2020/180819

nocCJaeaoBaTCIbHOCTD

BapuabenbHOI 00IacTH TSDKENON Lenu ryMaHu3npoBaHHoro antutena 3D6 hu3D6VHvD6.

[0189] B SEQ ID NO:91 npencraBieHa aMUHOKHUCIIOTHAs

nocCJaeaoBaTCIbHOCTD

BapuabenbHOI 00IacTH TSDKENON Lenu ryMaHu3upoBaHHoro antutena 3D6 hu3D6VHvD7.

[0190] B SEQ ID NO:92 mpencraBiena aMUHOKHCIIOTHAs nocienosatenbHocTs CDR-H2

aNIbTePHATHBHOTO I'YMaHU3UPOBaHHOTO anTuTena 3D6 cornacHo Kabory (kak B hu3D6VHVD6 u

hu3D6VHvb7).
[0191] B SEQ ID NO:93 mnpencraBieHa aMUHOKHUCIIOTHAS
BapuabenpHOI obnactu erkoi nenu hu3D6VLv2 BapuanTa L54D.
[0192] B SEQ ID NO:94 npencraBieHa aMUHOKHUCJIOTHAS
BapuabenpHOI obnactu erkoi nenu hu3D6VLv2 BapuanTa L54G.
[0193] B SEQ ID NO:95 mnpencraBieHa aMUHOKHUCIOTHAS
BapuabenpHOI obnacru erkoi nenu hu3D6VLv2 BapuanTa L4SN.
[0194] B SEQ ID NO:96 npencraBieHa aMUHOKHUCJIOTHAS
BapuabenbHOI obnacru nerkoi nenn hu3D6VLv2 BapuanTa L54E.
[0195] B SEQ ID NO:97 npencraBieHa aMHUHOKHUCJIOTHAS
BapuabenpHOI obnacru erkoi nenu hu3D6VLv2 BapuanTta LSOE.
[0196] B SEQ ID NO:98 mnpencraBieHa aMHUHOKHCJIOTHAs
BapuabenpHOI obnactu nerkoi nenu hu3D6VLv2 BapuanTa L54Q.
[0197] B SEQ ID NO:99 mnpencraBieHa aMHUHOKHCJIOTHAs
BapuadenpHOI obnacTu nerkoit nenu hu3D6VLv2 Bapuanrta L50D.
[0198] B SEQ ID NO:100 npencraBieHa aMHHOKHUCIOTHAs
BapuabenpHOI obnactu erkoi nenu hu3D6VLv2 Bapuanta L54K.
[0199] B SEQ ID NO:101 mnpeacraBieHa aMHUHOKHCIIOTHAs
BapuabenbHOI obnactu erkoit nenu hu3D6VLv2 Bapuanta L54R.
[0200] B SEQ ID NO:102 mnpeacraBieHa aMHUHOKHCIIOTHAs
BapuabenpHOI obnactu serkoi nenu hu3D6VLv2 BapuanTta L54T.
[0201] B SEQ ID NO:103 mnpeacraBieHa aMHUHOKHCIIOTHAs
BapuabenpHOI obnactu nerkoi nermu hu3D6VLv2 BapuanTa L50G.
[0202] B SEQ ID NO:104 mnpeacraBieHa aMHUHOKHCIIOTHAs
BapuabenbHOI obnactu erkoi nerm hu3D6VLv2 BapuanTa 148G.
[0203] B SEQ ID NO:105 mnpeacraBieHa aMHUHOKHCIIOTHAas
BapuabenbHOI obnactu nerkoi nermm hu3D6VLv?2 BapuanTa 148D.
[0204] B SEQ ID NO:106 mnpencraBieHa aMHUHOKHCJIOTHAas

BapuabenbHOI obnactu nerkoi nenu hu3D6VLv2 BapuanTa L47G.

noCJaea0BaTCIbHOCTD

noCJaEa0BaTCIbHOCTD

noCJaEa0BaTCIIbHOCTD

noCJaEa0BaTCIbHOCTD

nocCJaea0BaTCIbHOCTD

nocCJaeaoBaTCIbHOCTD

nocCJaeaoBaTCIbHOCTD

nocjaeaoBaTCIbHOCTD

noCJaea0BaTECJIbHOCTD

MoCJaea0BaTCIbHOCTD

MnoCJaEa0BaTCIbHOCTD

nocCJaea0BaTCIbHOCTD

nocCJaeaoBaTCIbHOCTD

nocjaeaoBaTCIbHOCTD
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[0205] B SEQ ID NO:107 npeacraBieHa aMUHOKHCIIOTHAs
BapuabenpHOI obnacru nerkoi nenn hu3D6VLv2 Bapuanta Y49E.
[0206] B SEQ ID NO:108 mnpencraBieHa aMHUHOKHUCJIOTHas
BapuabenpHOI obnactu nerkoi nenu hu3D6VLv2 Bapuanta L54V.
[0207] B SEQ ID NO:109 npexncraBieHa aMHHOKHUCIOTHAsS
BapuadenbHOI obnactu erkoit nenu hu3D6VLv2 Bapuanrta L548S.
[0208] B SEQ ID NO:110 mnpeacraBieHa aMUHOKHCIIOTHAas
BapuabenbHOI obnactu erkoii nenu hu3D6VLv2 BapuanTa S52G.
[0209] B SEQ ID NO:111 mnpeacraBieHa aMHUHOKHCIIOTHAas
BapuabenpHOI obnactu serkoi nenu hu3D6VLv2 BapuanTa L47N.
[0210] B SEQ ID NO:112 mnpeacraBieHa aMHUHOKHCIIOTHAs
BapuabenpHOI obnactu serkoi nenu hu3D6VLv2 BapuanTa L47D.
[0211] B SEQ ID NO:113 mnpeacraBieHa aMHUHOKHCIIOTHAas
BapuabenbHOI obnactu erkoi nenu hu3D6VLv2 BapuanTta L47E.
[0212] B SEQ ID NO:114 mnpeacraBieHa aMHUHOKHCIIOTHAas
BapuabenpHOI obnactu erkoi nenu hu3D6VLv2 BapuanTta L47P.
[0213] B SEQ ID NO:115 mnpeacraBieHa aMHUHOKHCJIOTHAs
BapuabenpHOI obnactu nerkoi nenu hu3D6VLv2 BapuanTta L47T.
[0214] B SEQ ID NO:116 mnpeacraBieHa aMHUHOKHCJIOTHas
BapuabenpHOI obnactu nerkoi nenu hu3D6VLv2 BapuanTa L47S.
[0215] B SEQ ID NO:117 npeacraBieHa aMHHOKHCIOTHas
BapuadenbHOI obnacTu serkoit nenn hu3D6VLv2 Bapuanrta L47A.
[0216] B SEQ ID NO:118 mnpeacraBieHa aMHUHOKHCIIOTHAs
BapuabenbHOI obnactu erkoi nenu hu3D6VLv2 BapuanTta L50V.

[0217] B SEQ ID NO:119 mnpeacraBieHa aMHUHOKHCIIOTHAas

WO 2020/180819

nocCJaeaoBaTCIbHOCTD

nocJaeaoBaTCIbHOCTD

nocjaeaoBaTCJIbHOCTD

noCJea0BaTEIbHOCTD

noCJaea0BaTCIbHOCTD

noCJaea0BaTCIbHOCTD

nocCJaea0BaTCIbHOCTD

nocCJaea0BaTCIbHOCTD

nocCJaea0oBaTCIbHOCTD

nocJaeaoBaTCIbHOCTD

nocaeaoBaTCJIbHOCTD

oCJaea0BaTEIbHOCTD

noCJaea0BaTCIbHOCTD

BapuabenpHOI obnacru sterkoi nenu hu3D6VLv2 BapuanTta L37Q L50G_L54R.

[0218] B SEQ ID NO:120 mnpeacraBieHa aMHUHOKHCIIOTHAs

noCJaea0BaTCIbHOCTD

BapuadepHOl obactu erkoit e hu3D6VLv2 Bapuanta L37Q L50G L54G.

[0219] B SEQ ID NO:121 npeacraBieHa aMHUHOKHCIIOTHAs

noCJaea0BaTCIbHOCTD

BapuadepHOl obactu serkoit nermn hu3D6VLv2 Bapuanta L37Q S52G L54G.

[0220] B SEQ ID NO:122 mnpeacraBieHa aMHUHOKHCIIOTHAs

nocCJaeaoBaTCIbHOCTD

BapuabenpHOI obnacru serkoi nenu hu3D6VLv2 BapuanTta L37Q S52G L54R.

[0221] B SEQ ID NO:123 mnpeacraBieHa aMUHOKHCJIOTHAs

nocCJaeaoBaTCIbHOCTD

BapuabenpHOI obnactu nerkoi nermu hu3D6VLv2 BapuanTta L37Q S52G L54T.
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[0222] B SEQ ID NO:124 mnpencraBieHa aMUHOKHUCJIOTHAs IOCIEI0BATENbHOCTD
BapuabenpHOI obnactu nerkoi nenu hu3D6VLv2 BapuanTta L37Q_ S52G L54D.

[0223] B SEQ ID NO:125 mnpencraBieHa aMHUHOKHUCJIOTHAs IOCIEI0BATENbHOCTD
BapuabenpHOI obnactu nerkoi nenu hu3D6VLv2 Bapuanta L37Q L54R.

[0224] B SEQ ID NO:126 npexacraBieHa aMHHOKHUCIOTHAs IOCJIEIOBATEbHOCTD
BapuabenbHOI obnactu erkoii nenu hu3D6VLv2 Bapuanta L37Q L54G.

[0225] B SEQ ID NO:127 npeacraBieHa aMUHOKHCIIOTHAs IOCIEIOBATENbHOCTD
BapuabenbHOI obnactu serkoit nenu hu3D6VLv2 Bapuanta L37Q L54D.

[0226] B SEQ ID NO:128 mnpeacraBieHa aMUHOKHCIIOTHAs IOCEIOBATEbBHOCTD
BapuabenbHOI obnactu serkoi nenu hu3D6VLv2 BapuanTta L37Q L50G.

[0227] B SEQ ID NO:129 npencraBieHa aMHUHOKHCIIOTHAs TOCJEIOBATEIbHOCTD
BapuabenbHOI obnactu serkoi nenu hu3D6VLv2 BapuanTa L37Q L50D.

[0228] B SEQ ID NO:130 mnpeacraBieHa aMHUHOKHCIJIOTHAsl TOCJEIOBATEIbHOCTD
BapuabenbHOI obnactu nerkoi nenn hu3D6VLv2 Bapuanta L37Q L54T.

[0229] B SEQ ID NO:131 mnpeacraBieHa aMHUHOKHCJIOTHAs TOCIEIOBATEbHOCTD
BapuabenpHOI obnactu nerkoi nenn hu3D6VLv2 BapuanTta L37Q S52G.

[0230] B SEQ ID NO:132 mnpeacraBiaeHa aMUHOKHCJIOTHAs TOCIEIO0BATENbHOCTD
BapuadenpHO obactu serkoit ner hu3D6VLv2 Bapuanta L37Q L50D L54G.

[0231] B SEQ ID NO:133 mnpexncraBieHa aMUHOKHUCJIOTHAs IOCIEI0BATENbHOCTD
BapuabenpHOI obnactu nerkoi nenu hu3D6VLv2 Bapuanta L37Q L50D L54R.

[0232] B SEQ ID NO:134 mnpexacraBiieHa aMHHOKHUCIOTHAs IOCJIEIOBATEbHOCTD
BapuadenbHOI obnactu serkoit nenu hu3D6VLv2 Bapuanra L37Q LSOE L54G.

[0233] B SEQ ID NO:135 mnpeacraBieHa aMHUHOKHCIIOTHAs IOCAEIOBATEIbHOCTD
BapuabenbHOI obnactu serkoi nenu hu3D6VLv2 Bapuanta L37Q LSOE L54R.

[0234] B SEQ ID NO:136 mnpeacraBieHa aMHUHOKHCIIOTHAs TOCJIEIOBATEbHOCTD
BapuabenbHOI obnactu erkoi nerm hu3D6VLv2 BapuanTa L37Q L50G _L54R_G100Q.

[0235] B SEQ ID NO:137 mnpencraBieHa aMHUHOKHCIIOTHAs TOCJEIOBATEbHOCTD
BapuabenbHOI obnactu serkoi nenu hu3D6VLv2 Bapuanta L37Q _L50G L54G_G100Q.

[0236] B SEQ ID NO:138 mnpencraBieHa aMHUHOKHCIIOTHAsl TOCJEIOBATEIbHOCTD
BapuabenbHOI obnactu nerkoi nenu hu3D6VLv2 BapuanTta L37Q_S52G _L54R_G100Q.

[0237] B SEQ ID NO:139 mnpencraBieHa aMHUHOKHCJIOTHAs TOCEIOBATEbHOCTD
BapuabenpHOI obnactu ierkoi e hu3D6VLv2 Bapuanta L37Q S52G L54D G100Q.

[0238] B SEQ ID NO:140 mnpencraBieHa aMUHOKHUCIIOTHAs TIOCEI0BATEIbHOCTD

BapuabenpHOI obnactu nerkoi e hu3D6VLv2 BapuanTta L37Q L50D L54G G100Q.
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[0239] B SEQ ID NO:141 npeacraBieHa aMUHOKHCJIOTHAs IOCIEIO0BATEIbHOCTD
BapuabenpHOI obnactu nerkoi e hu3D6VLv2 Bapuanta L37Q L50D L54R G100Q.

[0240] B SEQ ID NO:142 mnpencraBieHa aMHUHOKHUCJIOTHAsi IOCJIEI0BATENbHOCTD
BapuabenbHOI obnactu nerkoi e hu3D6VLv2 Bapuanta L37Q LS50V _L54D G100Q.

[0241] B SEQ ID NO:143 mnpexacraBiieHa aMHHOKHUCIOTHAs IOCJIEIOBATEbHOCTD
BapuadenpHOI obnactu erkoit nenu hu3D6VLv2 Bapuanra L37Q.

[0242] B SEQ ID NO:144 mnpencraBieHa aMHUHOKHCIIOTHAs TOCIEIOBATENIbHOCTD
BapuabenbHOI obnactu erkoi neru hu3D6VLv2 BapuanTa G100Q.

[0243] B SEQ ID NO:145 mnpencraBieHa aMHUHOKHCIIOTHAs TOCJEIOBATENbHOCTD
BapuabenbHOI obnacru erkoi nenu hu3D6VLv2 Bapuanta L37Q L54E.

[0244] B SEQ ID NO:146 mnpencraBieHa aMUHOKHCIIOTHAs TOCJEIOBATEbBHOCTD
BapuabenpHOl obnactu Tsokenor mermu hu3D6VHv1IbA11 Bapuanta DOOE, Takke M3BECTHOTO
kak h3D6VHvVbS.

[0245] B SEQ ID NO:147 npencraBieHa aMUHOKHCIJIOTHAsl TOCJEIOBATEbHOCTD
BapuabenpHOI obnactu Tsokenoit nenu hu3D6VHvVIbA11 BapuanTa L82cV.

[0246] B SEQ ID NO:148 mnpencraBieHa aMUHOKHCJIOTHAsl TOCIEI0BATEbHOCTD
BapuabenbHOMN oOmacTu TSDKEJION LEeTH hu3D6VHv1bA1l BapHaHTa
D60E L80M Q8I1E L82cV T83R, Taxke m3BectHoro kak h3D6VHvbHI.

[0247] B SEQ ID NO:149 mnpencraBieHa aMUHOKHUCJIOTHAs IOCJIEI0BATENbHOCTD
anprepHaTuBHOoro CDR-H2 rymanmsuposannoro antutena 3D6 no Kabory (kak 8 h3D6VHvVHS
u B h3D6VHVDI).

[0248] B SEQ ID NO:150 mnpencraBieHa aMHHOKHUCIOTHas IOCJIEIOBATENbHOCTD
anvrepHaTuBHOro CDR-L2 rymanusupoBanHoro antutena 3D6 mo Kabory (kak B hu3D6VLv2
L54D u B hu3D6VLv2 L37Q L54D).

[0249] B SEQ ID NO:151 mnpeacraBieHa aMHUHOKHCIIOTHAs TOCIEIOBATEbHOCTD
anvrepHaTuBHOro CDR-L2 rymanusupoBannoro antutena 3D6 mo Ksbory (kak B hu3D6VLv2
L54G u B hu3D6VLv2 L37Q_L54G).

[0250] B SEQ ID NO:152 mnpeacraBieHa aMUHOKHCIJIOTHAs TOCJEIOBATEIbHOCTD
anvrepHatuBHOro CDR-L2 rymanmsupoBannoro antutena 3D6 mo Ksbory (kak B hu3D6VLv2
L54N).

[0251] B SEQ ID NO:153 mnpeacraBieHa aMUHOKHCJIOTHAsl TIOCIEIOBATEIbHOCTD
anprepHatuBHOro CDR-L2 rymanmsuposansoro antutena 3D6 mo Ksbory (kak B hu3D6VLv2

L54E u 8 hu3D6VLv2 L37Q L54E).
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[0252] B SEQ ID NO:154 mnpencraBieHa aMUHOKHCJIOTHAsl TIOCIEI0BATENbHOCTD
anprepHaTuBHOro CDR-L2 rymanmsuposanHoro antutena 3D6 mo Ksbory (kak B hu3D6VLv2
L50E).

[0253] B SEQ ID NO:155 mnpencraBieHa aMHUHOKHUCJIOTHAsi IOCIEI0BATENbHOCTD
anvrepHaTuBHOro CDR-L2 rymanusupoBannoro antutena 3D6 mo Kaboty (kak B hu3D6VLv2
L54Q).

[0254] B SEQ ID NO:156 mnpeacraBieHa aMHUHOKHCIIOTHAs IOCIEIOBATEIBHOCTD
anvrepHaTuBHOro CDR-L2 rymanusupoBannoro antutena 3D6 mo Kabory (kak B hu3D6VLv2
L50D u B hu3D6VLv2 L37Q L50D).

[0255] B SEQ ID NO:157 npencraBieHa aMHUHOKHCJIOTHAs TOCEIOBATEIbHOCTD
anvrepHatuBHOro CDR-L2 rymanmsupoBannoro antutena 3D6 mo Ksbory (kak B hu3D6VLv2
L54K).

[0256] B SEQ ID NO:158 mnpencraBieHa aMHUHOKHCIIOTHAsl TIOCJEIOBATEIbHOCTD
anvrepHatuBHOro CDR-L2 rymanmsupoBannoro antutena 3D6 mo Kabory (kak B hu3D6VLv2
L54R u B hu3D6VLV2 L37Q_L54R).

[0257] B SEQ ID NO:159 mnpencraBieHa aMUHOKHCIIOTHAsl TOCIEIOBATEbHOCTD
anprepHatuBHOro CDR-L2 rymanmsuposansoro antutena 3D6 mo Ksbory (kak B hu3D6VLv2
L54T u 8 hu3D6VLv2 L37Q L54T).

[0258] B SEQ ID NO:160 mnpeacraBieHa aMUHOKHCJIOTHAas IOCIEI0BATENbHOCTD
anprepHaTuBHOro CDR-L2 rymanusuposanHoro antutena 3D6 no KsGory (kak B hu3D6VLv2
L50G u B hu3D6VLv2 L37Q L50G).

[0259] B SEQ ID NO:161 npexacraBieHa aMHHOKHUCIOTHas IOCJIENOBATENbHOCTD
anvrepHaTuBHOro CDR-L2 rymanusupoBanHoro antutena 3D6 mo Kabory (kak B hu3D6VLv2
L54V).

[0260] B SEQ ID NO:162 mnpeacraBieHa aMHUHOKHCIIOTHAs TOCIEIOBATEIbHOCTD
anvrepHatuBHOro CDR-L2 rymanmsupoBansoro antutena 3D6 mo Ksbory (kak B hu3D6VLv2
L54%).

[0261] B SEQ ID NO:163 mnpeacraBieHa aMHUHOKHCIIOTHAs TOCEIOBATEbHOCTD
anvrepHatuBHOro CDR-L2 rymanmsupoBannoro antutena 3D6 mo Ksbory (kak B hu3D6VLv2
S52G u B hu3D6VLv2 L37Q_S52G).

[0262] B SEQ ID NO:164 mnpencraBieHa aMUHOKHCIIOTHAs TIOCIEIOBATEbHOCTD

anprepHatuBHOro CDR-L2 rymanmsuposansoro antutena 3D6 mo Ksbory (kak B hu3D6VLv2

L50V).
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[0263] B SEQ ID NO:165 mnpeacraBieHa aMUHOKHCJIOTHAsl TOCIEI0BATENbHOCTD
anvrepHaTuBHOro CDR-L2 rymanmsuposanHoro antutena 3D6 mo Ksbory (kak B hu3D6VLv2
L37Q L50G L54R u hu3D6VLv2 L37Q L50G L54R_G100Q).

[0264] B SEQ ID NO:166 mnpencraBieHa aMHUHOKHUCJIOTHasi IOCIEI0BATEIbHOCTD
anvrepHaTuBHOro CDR-L2 rymanusupoBannoro antutena 3D6 mo Kaboty (kak B hu3D6VLv2
L37Q L50G L54G uBu B hu3D6VLV2 L37Q L50G L54G_G100Q).

[0265] B SEQ ID NO:167 npeacraBieHa aMHUHOKHCIIOTHAs IOCJIEIOBATEIbHOCTD
anvrepHaTuBHOro CDR-L2 rymanusupoBannoro antutena 3D6 mo Kabory (kak B hu3D6VLv2
L37Q _S52G_L54G).

[0266] B SEQ ID NO:168 mnpeacraBieHa aMHUHOKHCJIOTHAs IOCIEIOBATEbHOCTD
anvrepHatuBHOro CDR-L2 rymanmsupoBannoro antutena 3D6 mo Ksbory (kak B hu3D6VLv2
L37Q _S52G L54R u B uB hu3D6VLv2 L37Q S52G_L54R_G100Q).

[0267] B SEQ ID NO:169 mnpencraBieHa aMHUHOKHCJIOTHAsl TOCJEIOBATEIbHOCTD
anvrepHatuBHOro CDR-L2 rymanmsupoBannoro antutena 3D6 mo Kabory (kak B hu3D6VLv2
L37Q _S52G _L54T).

[0268] B SEQ ID NO:170 mnpencraBieHa aMUHOKHCJIOTHAsl TOCIEIOBATEIbHOCTD
anprepHatuBHOro CDR-L2 rymanmsuposansoro antutena 3D6 mo Ksbory (kak B hu3D6VLv2
L37Q S52G L54D u B hu3D6VLv2 L37Q S52G _L54D_G100Q).

[0269] B SEQ ID NO:171 npeacraBieHa aMHUHOKHUCJIOTHAsi IOCJIEI0BATEIbHOCTD
anprepHatuBHoro CDR-L2 rymanusuposanHoro antutena 3D6 no Kabory (kak B hu3D6VLv2
L37Q L50D L54G u B hu3D6VLv2 L37Q L50D L54G_G100Q).

[0270] B SEQ ID NO:172 npexacraBiieHa aMHHOKHUCIOTHas IOCJIEIOBATENbHOCTD
anvrepHaTuBHOro CDR-L2 rymanusupoBanHoro antutena 3D6 mo Kabory (kak B hu3D6VLv2
L37Q L50D L54R u B hu3D6VLv2 L37Q L50D L54R_G100Q).

[0271] B SEQ ID NO:173 mnpeacraBieHa aMHUHOKHCIIOTHAs TOCIEIOBATEbHOCTD
anvrepHatuBHOro CDR-L2 rymanmsupoBansoro antutena 3D6 mo Ksbory (kak B hu3D6VLv2
L37Q L50E L54G).

[0272] B SEQ ID NO:174 mnpencraBieHa aMUHOKHCIJIOTHAs TOCJEIOBATEIbHOCTD
anvrepHatuBHOro CDR-L2 rymanmsupoBannoro antutena 3D6 mo Ksbory (kak B hu3D6VLv2
L37Q L50E L54R).

[0273] B SEQ ID NO:175 mnpeacraBieHa aMUHOKHCIIOTHAs TOCIEIOBATEIbHOCTD
anprepHatuBHOro CDR-L2 rymanmsuposansoro antutena 3D6 mo Ksbory (kak B hu3D6VLv2
L37Q L50V_L54D_G100Q).

[0274] B SEQ ID NO:176 mnpencraBieHa aMUHOKHUCJIOTHAs TIOCIEI0BATEIbHOCTD

KOHCTaHTHOM obnactu Tsokenoi nenu (IgG1: annorun G1m17,1)
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[0275] B SEQ ID NO:177 npeacraBieHa aMUHOKHCJIOTHAs TIOCIEI0BATEIbHOCTD
KOHCTaHTHOH 00JyacTy Jierkoi 1eny (Karmrma)

[0276] B SEQ ID NO:178 npeacrasieHa aMUHOKHUCIIOTHAS TIOCIEA0BATEIbHOCTD 3PENIOn
TsDKEJION 1enu rymanusuposanHoro Bapuanta 3D6 (hu3D6VHvIbA11 IgGl Glm17 annorun)

[0277] B SEQ ID NO:179 npencrasieHa aMIHOKHUCIOTHAS TTOCJIEI0BATEIbHOCTD 3PEJIOi
JIETKOH 1enu ryMaHusupoBaHHOro Bapuanra 3D6 (hu3DO6VLv2 Bapuant L37Q S52G L54R,
L2-DIM4 kanma)

[0278] B SEQ ID NO:180 mnpeacraBieHa aMHUHOKHCIIOTHAs IOCIEIOBATEIbHOCTD
TSDKEJION Lienu ryMaHu3upoBanHoro Bapuanta 3D6 (hu3D6VHvI1bAL1 IgGl G1m17 annorun) ¢
CHUTHAJIbHBIM TMENTUAOM ObIdbero anb(da-nakraapOymuHa Ha N-KOHLE

[0279] B SEQ ID NO:181 npeacraBineHa aMHHOKHUCIIOTHASI TIOCJEAOBATEIbHOCTD JIETKON
1eny rymanusuposaHHoro Bapuanta 3D6 (hu3D6VLv2 Bapuant L37Q S52G L54R, L2-DIM4
Karma) ¢ CUTHaJbHBIM MTENTHIOM OBIYbero anb(a-nakrarbOyMuHa Ha N-KOHIE.

[0280] B SEQ ID NO:182 mnpencraBieHa HYKJICOTHIHAs TOCIEAOBATENIBHOCTD,
KOIUPYIOINAs TSDKENYI0 Lenb r'ymMaHusupoBaHHoro sapuanta 3D6 (hu3D6VHvIbAll IgGl
G1m17 annotumn) ¢ CUTHAJIBHBIM MENTHIOM ObIdbero aib(pa-nakraapsOymuaa Ha N-KOHLE

[0281] B SEQ ID NO:183 mnpencraBieHa HYKJIEOTHAHAs TOCIEAOBATENIBHOCTD,
KOIUpPYIOINAsl JIETKYI0 Ienb TIyMaHusupoBaHHoro Bapuanta 3D6 (hu3D6VLv2 BapuaHT
L37Q S52G L54R, L2-DIM4 xanma) ¢ CHTHaJdbHbIM NENTUAOM Obldbero  anbga-
JaxkTanbOymMuHa Ha N-KOHLe

[0282] B SEQ ID NO:184 mnpexncraBieHa aMHHOKHUCIOTHAs IOCJIENOBATENbHOCTD
nosTopa 1 obmactu CBA3BIBAHMS MHUKPOTPyOOUek Tay (ocTaTku aMHHOKHUCIOT 255-271 SEQ ID
NO:1)

[0283] B SEQ ID NO:185 mnpeacraBieHa aMHUHOKHCIIOTHAs TOCIEIOBATEIBHOCTD
noBTOpa 2 00NacTH CBA3BIBAHMS MUKPOTpyOouek Tay (octaTku amuHOkHCcHIoT 286-302 SEQ ID
NO:1)

[0284] B SEQ ID NO:186 mnpeacraBieHa aMHUHOKHCIIOTHAs TOCJEIOBATEIbHOCTD
noBTopa 3 o0nacTu CBA3BIBAHHUS MUKPOTpyOouek Tay (ocratku amuHokuciotr 317-333 SEQ ID
NO:1)

[0285] B SEQ ID NO:187 mnpencraBieHa aMUHOKHCIIOTHAs IOCJEIO0BATEIbHOCTD
noBTopa 4 o0nacTu CBA3BIBAHMSI MUKPOTpyOOUek Tay (OcTaTKu aMUHOKHCIOT 349-365 SEQ ID
NO:1)

[0286] B SEQ ID NO:188 mnpeacraBieHa aMUHOKHCJIOTHAs IOCIEI0BATENbHOCTD

koposoro motusa Tay B MBTR 1, cesasannom ¢ 3D6
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[0287] B SEQ ID NO:189 mpexncraBieHa aMUHOKHCIIOTHAsl IOCJIE€NIOBATEIbHOCTh N-
KOHLIA TOCJIEAOBATENIbHOCTH Tay IIO OTHOLIEHMIO K KOpoBoMy MoTtuBy Tay B MBTR 1,
cBs3aHHOM ¢ 3D6

[0288] B SEQ ID NO:190 npencraBieHa aMHUHOKHCJIOTHAasl NOCHIENOBaTelbHOCTh C-
KOHLIA MOCJEA0BATEIbHOCTU Tay IO OTHOIIEHUIO K KOpoBomy MoTuBy Tay B MBTR 1,
cBsi3aHHOM ¢ 3D6

[0289] B SEQ ID NO:191 mnpeacraBieHa aMHUHOKHCIIOTHAs IOCIEIOBATENIbLHOCTD
snutomna 3D6

[0290] B SEQ ID NO:192 mnpeacraBieHa aMHUHOKHCIIOTHAs TOCJIEIOBATENbHOCTD
koposoro motusa Tay B MBTR 2, cesazannoMm ¢ 3D6

[0291] B SEQ ID NO:193 mnpencraBieHa aMHUHOKHCIIOTHAs TOCJEIOBATEbHOCTD
koposoro motusa Tay B MBTR 3, cessannom ¢ 3D6

[0292] B SEQ ID NO:194 mnpencraBieHa aMUHOKHCIIOTHAsl TOCJEIOBATEIbHOCTD
koposoro motusa Tay B MBTR 4, ceszannom ¢ 3D6

OITPEJIEJIEHUA

[0293] MoHOKJIOHA/IbHBIE aHTHTENIA WIH Jpyrue OWOJOTHYeCKHe MOJIEKYJIbl, Kak
NPaBUJIO, TIPENCTABJIEHBI B BbIIENEHHOW (popMe. DTO O3HA4YAeT, YTO AHTUTENO WM Jpyras
Ouonornueckass MOJIEKyJa, Kak IPABUJIO, SIBJSIFOTCS MO MeHblueld mepe Ha 50% macc./macc.
YHCTBIMU OT MHTEP(EPUPYIOLUINX OENKOB U APYTHX 3arpsI3HAIOLINX BELIECTB, OOPa3YIOIIUXCS B
IpoLecce UX MOJTy4YeHHs] UM OYMCTKHU, HO HE HUCKJIOYAaeT BO3MOXHOCTH, YTO MOHOKJIOHAJIBHOE
AHTUTEJIO OOBETUHEHO C M30BITKOM (hapMaLEBTHYECKH MPUEMIIEMOTO HOCUTENSI WIIM HOCUTENeH
aub0 APYroro HAMOJHUTENS, NPEeJHA3HAYEHHOro sl OOJIerdeHus NPHMEHEHUS aHTUTENA.
HNHorna MOHOKJIOHAJIbHBIE AHTUTENA SIBJISIIOTCS MO MeHbinel mepe Ha 60%, 70%, 80%, 90%,
95% wnnu 99% macc./Macc. YUCTBIMH OT UHTEPPEPUPYIOIINX OEITKOB U 3arpsI3HSIOLINX BEIIECTB,
00pa3yroIMXCsi B MPOLECCEe MOJYYCHUS MU OYUCTKH. HacTO BBIIEIEHHOE MOHOKJIOHAJIBHOE
AaHTUTEJI0  WJIM  Jpyras  OuWoJjormdeckass  MOJIEKyJa  SIBJSIETCS  JOMHHUPYIOIIUM
MaKpPOMOJIEKYJISIPHBIM KOMIIOHEHTOM, OCTAIOLIUMCS TIOCTIE €r0 OUUCTKH.

[0294] CnenududHoe CBsS3bIBAHHE AHTHUTENA C €r0 AHTHUT€HOM-MHIIEHBIO O3HA4YaeT
adGHHHOCTD W/WIIH aBUIHOCTB, COCTABISIOMIYIO o MeHbreii Mepe 10°, 107, 10°, 10%, 10", 10",
wm 10" M. CrneuuduyHoe CBsI3bIBAaHUE SIBJISIETCS OOHApy:kMBaeMoO OoJjiee BBICOKUM IIO
BEJINYMHE U PA3IHMYUMBIM OT HECHEHH(PHYHOrO CBA3BIBAHUS, BO3HHMKAIOLIETO C MO MEHbLIEH
Mepe OJHOW HepOACTBEHHOH MumeHpt0. CrneunpuyHoe CBSI3bIBAHHE MOXKET SIBISTHCS
CJIEICTBUEM OOpa30BaHMsI CBS3€H MEXIy KOHKPETHBIMH (DYHKIIMOHAJBHBIMH TIPYMIIAMHU N
KOHKPETHOH NPOCTPAHCTBEHHOH YKJAAKOH (HampuMep, IO THUITy 3aMKa M KJIO4a), TOrna Kak

Hecnienn(pUHOE CBS3BIBAHHE OOBIYHO SIBJISIETCS CJIENCTBHEM BaHAEPBaalbCOBBIX Chi. OgHAKO
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cienn(pUIHOE CBA3BIBAHUE HE 00sI3aTENbHO MOAPA3yMEBAET, YTO AHTHUTEJIO CBSA3BIBAETCS C OJHON
Y TOJIBKO OTHOM MULIEHBIO.

[0295] OcHOBHOM CTPYKTYpPHOH €AMHHULICH AHTUTENA SIBJISIETCS] TeTpamep CyOBbearHMII.
Kaxxaplit TeTpaMep COAEPKUT ABE UACHTUYHbIE MApbl MOJUNENTUAHBIX LeTel, mpudeM Kaxaas
mapa COHEpPXKHUT OAHY <JIerkyroo» (mpuOmusutenbHo 25 kJla) M OOHY «TSDKEIYIO» Lelb
(mpubmmsurensro 50 — 70 k/{a). AMUHOKOHIIEBAst YaCTh KaXKIOH LIEMH COAEPKUT BapruaOeTbHYIO
obnacte u3 mpubnusurespHo 100 — 110 wnu Oojiee aMHUHOKHCJIOT, OTBEYAKOIIMX, TJIABHBIM
oOpa3oMm, 3a pacno3HaBaHue aHTHreHa. JlanHas BapuaOenbHass 00JACTh W3HAYAIBHO
SKCIIPECCUPYETCS CBSA3AHHOM C OTIIEIUIIEMBbIM CUTHAJIBHBIM HenTuaAoM. Bapuadenbayro 001acts
0e3 CHUrHaJIbHOTO MENTHIA WHOTAA HAa3bIBAIOT 3peiioil BapuadenbHO# obnacTeio. Takum oOpazom,
HampuMep, 3penasi BapuaOenbHas O0JACTh JIETKOW Lienmu O3Ha4daeT BapuabenapHYH 00JacTb
JIETKOM 1enu 0e3 CUTHaJbHOrO menTHaa Jierkod nenu. KapOokcHKoHIeBass 4acTh KaKAOH Lenu
onpenensieT KOHCTAHTHYHO OOJIacTh, OTBEYAIONIYIO, TJIaBHBIM OOpasoMm, 3a 3¢ deKkTopHyro
byHKLIHIO.

[0296] Jlerkue menu kiaccupUUUPYIOT HA Kanma WK JaMoaa. Tspkesble 1ernu, KOTOpbie
KJIacCU(PUIMPYIOT HA TaMMa, MIO, aib(]a, AebTa MK 3MCUIOH, ONPEACISIFOT M30THIT aHTUTENa
kak IgG, IgM, IgA, IgD u IgE, coorBercTBeHHO. B mpenenax lerkux M TsDKENBIX Lenel
BapuabenbHble M KOHCTAHTHbIE OOJNACTH CBsI3aHbI «J»-00macTho, cocrosimed n3 12 wmm Oonee
AMMHOKHUCIIOT, TPU 3TOM TsDKeNnas ILenb TakXke Comepkur «D»-o0macTh, COCTOSIIYIO
npubm3utTenbHo u3 10 wim Oomee amuHOoKkuCiHOT. (CM., B OOmMUX dYepTax, PYKOBOACTBO
Fundamental Immunology, Paul, W., ed., 2nd ed. Raven Press, N.Y., 1989, Ch. 7 (monHOCTbIO
BKJIFOYEHO MOCPEICTBOM CCBUIKH ISl BCEX LIeNieit)).

[0297] BapuabenbHasi 00JacTh JIETKOH WIIH TSKEJION LEMH UMMYHOTJIO0YJIHHA (KOTOPYIO
TaKKe HA3bIBAIOT B HACTOSIILEM JJOKYMEHTE «BapuadesbHbII JOMEH Jierkoi nenmy («xomer VL)
WIN «BapHaOeNbHBI JOMEH TsDKeJIoH menu» («1oMeH VH»), COOTBETCTBEHHO) COCTOUT U3
«kapkacHoro» yvactka (framework, FR), koropeiii mnepemexkaercsi TpeMsi «y4acTKaMHu,
ONpeneNsIIUMH KoMIuteMeHTapHocThy i «CDR» (complementarity determining regions).
Kapkachble yuacTku ciyskat st BeipaHuBaHus CDR ¢ nenpro cnennuyHOro CBSA3BIBAHUSA C
snuronoM antureda. CDR copepikaT OCTaTKH aMUHOKHCJIOT aHTUTENA, OTBEYANOINUE, TJIABHBIM
oOpazowm, 3a cBsizbIBaHUE ¢ aHTHreHOM. OT aMHHOKOHIA K KapOOKCHKOHIYYy KaK JoMeHbl VL, Tak
u nomenbl VH copepskar cnenyromue kapkacuble (FR) yuactku u yuactku CDR: FR1, CDRI1,
FR2, CDR2, FR3, CDR3 u FR4. CDR 1, 2 u 3 nomena VL Takike Ha3bIBalOT B HACTOAIIEM
nokymenTte, coorBerctBeHHO, CDR-L1, CDR-L2 u CDR-L3; CDR 1, 2 u 3 npomena VH Ttakxe
Ha3bIBAIOT B HacTosilIeM NoKyMeHTe, cooTBeTcTBeHHO, CDR-H1, CDR-H2 u CDR-H3. Korza B

3asBKe omnucaHa mocienoBaTeabHocTh VL ¢ R B kawectBe C-koHIEeBoro ocratka, R
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aJIETEPHATHBHO MOKHO paccMaTpuBaTh Kak N-KOHIIEBOH OCTATOK KOHCTAHTHOW OOJIACTH JIETKOM
neri. Takum 00pa3oM, HACTOSIIIYIO 3asBKY TakKXKe CIEAYeT IOHMMAThb Kak OIHMCaHUe
nocienosatenbHocTd VL 6e3 C-konnesoro R.

[0298] Pacnpenenenre aMMHOKUCIIOT K Kaxaomy u3 nomeHos VL u VH mpoucxoaur B
COOTBETCTBUH C MOOBIM oOmenpuHaTeiM onpenenenrneM CDR. OOmenpuHsThie OnpeneneHus
BKIOUaroT omnpenenenue Ksbora (Kabat, Sequences of Proteins of Immunological Interest
(National Institutes of Health, Bethesda, MD, 1987 and 1991), onpenesnenne Horua (Chothia &
Lesk, J. Mol. Biol. 196:901-917, 1987, Chothia et al., Nature 342:878-883, 1989); cBomgHOe
onpenenenne CDR Yorma u Ksbora, B koropom CDR-HI1 mnpencraensier coboii CBOIHOE
ompenenenne CDR Yorua u Ks0ora, ompenenenune AbM, wucmonp3yemMoe B MPOrPaMMHOM
o0ecreyeHnn sl MOJIEKYJIIPHOTO MopeinpoBanus aHtutesn OKCPOPACKOro YHHUBEPCHUTETA, U
KOHTAaKTHOe ompenenenue cormacHo Martin et al (bioinfo.org.uk/abs) (cm. Tabmumy 1).
Omnpenenenne cornacHo Ks0oTy obecneunBaeT MHPOKO HCIONB3YEMYK CHUCTEMY HYMeEpaluH
(aymepanuto Kabota), B KOTOPOI COOTBETCTBYIOILIIUM OCTaTKAM MEKIY Pa3IMYHBIMU TSKEJIBIMHU
LeMsIMH WM MEXKIY Pa3JUYHBIMU JISTKUMH LIETsIMHA MPUCBAMBAIOT OAMHAKOBBIH HoMep. Korna
roBopsT, 4To anTuteno coaepxkutr CDR coriacHo koHkpeTHOMY onpenenernto CDR (Hanpumep,
Ks06o0Ty), naHHOe ompeneieHue YKa3blBaeT HAa MHUHUMalbHOE KonndecTBO octatkoB CDR,
npucyrcrByromux B antutene (T.e. CDR cornmacno Ka6oTy). D10 He HCKIIIOYAET TOTO, YTO TAK)Ke
NPUCYTCTBYIOT JPYT'H€ OCTATKH, MONafaroiue noj apyroe obmenpunstoe onpenenesne CDR,
HO 3a TMpenejaMu ykaszaHHOro onpeaneneHus. Hanpumep, antureno, coxpepxkamee CDR,
omnpeneneHHble corigacHo K»0o0Ty, BKIIOYAeT, cpeau IOpyrux BO3MOXKHOCTEH, AHTHUTENO, B
xoropoM CDR copepxkart ocratku CDR cornacuo Ksboty u e comepskar npyrue ocratrku CDR,
u antuteno, B koropom CDR HI mnpencrasnser coboit CDR HI cormacHo cBomHOMY
onpenenenuro Yorna-Kabora, a npyrue CDR conepsxat ocratku CDR cormacuo Kaboty u He

cofiep>kaT fonoaHuTenbHble octaTk CDR Ha OCHOBaHUM ApYrUX OnpeaeneHuil.

[0299] Tabmuua 1
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OObmenpunsateie onpenenenus CDR ¢ npumenennem Hymepaunu Ka0ora

CsonHoe
ompeneneHue KonrakTHOE

Iletnsa Kabor Yotua AbM

Yorua u onpenesneHue

Ks6ora
L1 L24--L34 L24--1.34 L24--1.34 L24--1L.34 L30--L36
L2 L50--L56 L50--L56 L50--L56 L50--L56 L46--L55
L3 L89--L.97 L89--L.97 L89--1L.97 L89--L.97 L89--1L.96
H1 H31--H35B |H26--H32. H34* |H26--H35B* H26--H35B H30--H35B
H2 H50--H65 H52--HS6 H50--H65 H50--H58 H47--H58
H3 H95--H102 | H95--H102 H95--H102 H95--H102 H93--H101

*CDR-H1 cornacio Yorna mosker 3akanuuBaTtbesi Ha H32, H33 wmm H34 (B

3aBHCUMOCTH OT JJIMHBI NETNIN). ITO OOYCIOBIEHO TEM, YTO CX€Ma HyMepaluH

Ks60Ta pa3meriaer BCTaBKH TOMOJHUTEIbHBIX OCTaTKOB B 35A u 35B, Torna kak

Hymepanuss Yorua pasmemaer ux B 31A u 31B. Ecniu vu H35A, vu H35B

(mymepauus Ksbora) e mpucyrcrytot, nemiss CDR-H1 Yorua 3akaHumBaercs

Ha H32. Ecmu npucyrcrByer Ttonbko H35A, naHHas meTnist 3akaHYMBaeTCsl Ha

H33. Ecnu npucytersyroT kak H35A, tax u H35B, nannas nerns 3akaHuuBaeTcs

Ha H34.

[0300] TepMUH «aHTHUTENO» BKIIOYAET HWHTAKTHBIE AHTHUTENIAa U WX CBS3BIBAIOIINE

¢parmenTer. Kak mpasuio, GparMeHTbl KOHKYPUPYIOT C MHTAKTHBIM aHTHUTEJIOM, M3 KOTOPOTO

OHU OBbLTH MOJIYyYECHBI, 3a CHeLII/I(bI/ILIHOG CBA3BIBAHUEC C MUIICHBIO, BKJIKOYasA OTACIIbHBIC TAXKEIIbIC

uenw, jerkue nenu Fab, Fab', F(ab'),, F(ab)c, Dab, nanorena u Fv. ®parmMeHTbl MOKHO

MOJIYYUTh TIOCPENCTBOM MeToank pekomOmHanTHOH JIHK munm mocpencTsom epMeHTaTHBHOTO

UK XUMHUYECKOr0 pPasacCj€HUSA HMHTAKTHBIX I/IMMYHOF.]'IO6y.]'II/IHOB. TepMI/IH KAHTUTEIIO» TaAKKE

BKJIFOUaeT OucnenudpuyHOe aHTUTENO W/WIM I'YMaHM3HPOBaHHOE aHTHUTENo. bucneundudnoe
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Wi On(yHKIIMOHAIBHOE aHTUTEJNO MPENCTaBIsAeT cOOOH MCKYCCTBEHHOE MMOPHIHOE aHTHUTEJIO,
KOTOPO€ COIEPXKUT JBE pA3JIUYHbIE MMapbl TSDKEJIOW/JIETKOW Iiemell W J1Ba Pa3JIMYHBIX
CBSI3bIBAIOLINX caiiTa (cM., Hampumep, myOmmkammu Songsivilai and Lachmann, Clin. Exp.
Immunol., 79:315-321 (1990); Kostelny et al., J. Immunol., 148:1547-53 (1992)). B HekoTopbIx
OucnennpuyUHBIX AHTUTENAaX JBE PA3JIMYHbIE Mapbl TSKEJOW/JNErkod Iemei comep:kar mapy
TSDKEJION LeTH/JIerKOi 1enu rymaHusuposaHHoro 3D6 u mapy Tspkenoil nenw/merkoit uenu,
creu(UIHYI0 B OTHOLIEHUH OTIMYHOTO STIUTOIA HA TAY, YeM TaKOBOH, C KOTOPBIM CBSI3bIBAETCS
3D6.

[0301] B HekoTOpbIX Oucrenu(pUIHBIX AHTHTEIAX OIHA TMapa TSKENON Uemu/IerKou
LIeTH TIPEACTaBIsieT OO0 r'yMaHU3HMPOBaHHOE aHTUTENo 3D6, xak Oojee mogpoOHO pacKpbITO
HIDKE, a Ipyrasi napa TsDKeJIOH Lenn/Ierkoi ey nojy4eHa U3 aHTUTeNa, KOTOPOe CBSI3bIBACTCS
C PpeLenTopoM, KOTOPBI 3KCIPECCHPOBaH HAa reMaTodHUEedanTnueckoM Oapbepe, TaKUM Kak
WHCYJIMHOBBIN PELenTop, perentop HHCyInHOononooHoro dakropa pocra (MDP), nenTuHOBBIH
peuenTop WIN JUIMONPOTENHOBBIN penentop, uian TpaHcdeppunoseiii peuentop (Friden et al.,
Proc. Natl. Acad. Sci. USA 88:4771-4775, 1991; Friden et al., Science 259:373-377, 1993).
Takoe OucnennpUUHOE AHTUTENIO MOKET IEPEHOCUTHCS Yepe3 reMaTodHLedannueckiii Oapbep B
pe3ynbTaTe  pPeLenTOp-OIMOCPEAOBAaHHOrO  TpaHcuurosa. llormomenne OucnennduvaHOro
AHTUTEJIA TOJIOBHBIM MO3TOM MOXKHO JIOTIOJHUTENIbHO YCUJIMTh MOCPEACTBOM KOHCTPYHUPOBAHUS
ouceuuUUHOrO aHTUTENAa C IeNbl0 CHIKeHHs: ero apQuHHOCTH K  peuenTopy
rematosHUedanudeckoro 6apbepa. CHmxenHas ahpPUHHOCTD K pelenTopy mpuBOAMIa K Oonee
IIUPOKOMY paCIpelesIeHHI0 B FOJIOBHOM Mo3re (CM., Hampumep, nyOnukanun Atwal et al., Sci.
Trans. Med. 3, 84ra43, 2011; Yu et al, Sci. Trans. Med. 3, 84ra44, 2011).

[0302] TIpumepsl OucnerupuUHBIX AHTUTENT MOTYT TakKXKe MNpPeACTaBsTh coboi: (1)
AHTUTENIO C ABOWHBIM BapuabenbHbiM noMeHOM (dual-variable-domain antibody, DVD-Ig), B
KOTOPOM KasKZasi JierKasi LIeb U TSDKEJast Lelb CONEPIKUT [Ba BapuabebHbIX JOMEHA B TAHIEME
yepe3 KOpOTKyr mnentuaHyro cBsidb (Wu et al., Generation and Characterization of a Dual
Variable Domain Immunoglobulin (DVD-Ig™) Molecule, In: Antibody Engineering, Springer
Berlin Heidelberg (2010)); (2) Tandab (TanmeMHOe aHTUTENO), KOTOPOE MPEACTABISIET COOOM
CITUSIHAE JBYX OIHOLETIOUEYHBIX AMATEN C TOJYyYeHHEM TEeTPAaBaJEHTHOro OucrenupuuaHOro
aHTUTENA, CONEPIKAINErO J1BA CBS3BIBAIOIINX CalTa Ui KaKIOrO M3 aHTUT€HOB-MHUIIEHEH, (3)
antuteno flexibody, koropoe mnpencraBmser cobol komOumHammioo scFv ¢ nmuarenom ¢
NOJyYeHUEM MYJIbTHBAJIEHTHOH MOJEKYJNbL, (4) Tak Ha3bIBAEMYK0 MOJIEKYy, MOJYYEHHYIO
meronoM «3amka Ha mnpuuane» («dock and lock»), Ha ocHOBe «noOMeHa AMMEpH3ALMU U
JIOKWHra» B NPOTEMHKHHAa3e A, KOTOpas mnpu npuMeHeHuu ¢ Fab mno3BonseT moayduTh

TPUBAJIEHTHBIH OncrienpUUHBIN CBS3BIBAIOIINN OEJIOK, COCTOSIUI U3 ABYX HAeHTU4YHbIX Fab-
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(parMeHTOB, NPHUCOENWHEHHbIX K OTiIn4HOMYy Fab-pparmenty; mmm (5) Tak Ha3bpIBaeMyro
MoOJIeKyJTy Scorpion, conepskainyro, Hampumep, nBa scFv, ciourbix ¢ obommm koHuamu Fc-
obmactu denoseka. Ilpumepsl mIaTHOpM, TPUTOAHBIX MJII TOJY4YEHHs] OUCTIEU(PUIHBIX
anturen, Bkio4daroT BITE (Micromet), DART (MacroGenics), Fcab u Mab2 (F-star), Fc-
ckoHcTpyuposanHblii IgG1 (Xencor) niu DuoBody (Ha ocHOBe 3amens! mieda Fab, Genmab).

[0303] TepMuH «3TUTOM» O3HAYaeT CAWT HA AaHTUIEHEe, C KOTOPBIM CBSI3bIBAETCS
AHTUTENIO. DMUTON MOXKET ObIThb 00pa3OoBaH W3 CMEKHBIX AMHHOKHCIOT WM HECMEKHBIX
AMHHOKHCJIOT, KOTOpble COJM3WJIMCh B pe3yjibTaTe TPETHYHOrO (OJIIUHTa OHOTO WM
HECKOJIBKUX O€JKOB. DMUTOMBI, 0Opa30BAHHbBIE CMEKHBIMA AMUHOKHCJIOTAMU (TaK»Ke U3BECTHBI
KaK JIMHEWHBbIC STIHUTONbBI), KAaK NPABUJIO, YCTOWYHMBBI K BO3JCHCTBUIO IEHATYPHUPYIOIIUX
pacTBOpUTENEH, B TO BpeMsl KaK STHUTOIBI, 00pa30BaHHBIE B PE3yJIbTATE TPETUYHOTO (HOIIUHTA
(Tak:ke M3BECTHBI KaK KOH()OPMAIMOHHBIE SIMUTOMNBI), OOBIYHO pa3pylIaOTCs Npu oOpaboTke
JICHATYPHUPYIOLIUMH PACTBOPUTENSIMU. JIUTOIN, KaK MPABUJIO, CONEPXKUT MO MEHbLIEH mepe 3
wi Oonee, dame He MeHee S5 Wi 8 — 10 aMMHOKHCIIOT B YHUKAJIbHOH NPOCTPAaHCTBEHHOM
koH(popmanun. Crnoco0bl  ompeneneHUss MPOCTPAHCTBEHHOH KOH(OpMAIMM  3THMTOIOB
BKJIFOUAIOT, HAIIPUMED, PEHTTE€HOBCKYIO KPUCTALIOTPadUi0 U ABYMEPHBIN sII€PHBIN MarHUTHBIHN
pesonanc. Cm., Hanpumep, pykosoacteo Epitope Mapping Protocols, in Methods in Molecular
Biology, Vol. 66, Glenn E. Morris, Ed. (1996).

[0304] AHTuTENa, KOTOpPBIE PACMIO3HAIOT OAMHAKOBbIE WJIHM MEPEKPBIBAIOIIUECS SMTUTOIIbI,
MOXHO HAEHTH(QHULIUPOBATh C IOMOIIBIO OOBIMHOTO MMMYHHOTO AaHAJM3a, BbIABJISIOLIETO
CIIOCOOHOCTh OJHOT'O AHTUTENa KOHKYPHUPOBATh CO CBSI3bIBAHMEM JpPYroro aHTUTeNda C
AHTUT€HOM-MUINEHBIO. OTHTON AaHTUTENa MOXKET OBITh TaKXKe ONpedesieH C IOMOIIbIO
PEHTI€HOBCKOW KpHCTa/Iorpa¢uu  aHTHTENA, CBSI3aHHOTO CO CBOMM AHTUTCHOM, JJIst
UIeHTU(HKAMN KOHTAKTHBIX OCTATKOB. B KauecTBe aqbTepHATUBBI, 1BA AHTHTEJNA HAIICJICHBI HA
OJIMH M TOT K€ 3IHTOII, €CJIU BCE MYTAallMd AMHHOKHUCIIOT B AHTUT€HE, KOTOPbIE YMEHBIIAKOT HJIH
YCTPAHSIOT CBSI3bIBAHWE OJHOTO AHTUTENA, TAKXKE YMEHBLIAIOT WM YCTPAHSIOT CBSI3bIBAHUE
Apyroro aHtutena. /[Ba aHTUTENa HALENIEHbl Ha NEPEKPBIBAIOIIHNECS SMUTOIBI, €CIH MYTaL[HH
HEKOTOPBIX AMUHOKHCIIOT, KOTOPbI€ YMEHBIIAIOT UM YCTPAHSIOT CBSI3bIBAHUE OHOTO AHTUTENA,
YMEHBIIAIOT WIH YCTPAHSIOT CBSI3bIBAHUE IPYTOrO aHTUTENA.

[0305] KoHKypeHLMIO0 MEXTy aHTUTENAMH ONPEAENSIOT C TOMOIIBIO aHAJIN3a, B KOTOPOM
UCCIIElyeMOe AaHTUTENI0 HMHTHOMpyeT Crnenu(puuHOe CBS3bIBAHHE 3TAJOHHOIO AaHTHTENAa C
U3BECTHBIM aHTUTeHOM (CM., Hampumep, myOnukanuio Junghans et al.,, Cancer Res. 50:1495,
1990). Hccnenyemoe aHTHUTENO KOHKYPHUPYET C OTAJOHHBIM AaHTUTEJIOM, €CIH H30BITOK
UCCIIElyeMOro aHTUTeNa (HampuMmep, 1o MeHbIIeH Mepe 2-KpaTHbIH, S-KpaTHbIH, 10-KpaTHBIH,

20-xpatHblii miau 100-kpaTHBIN) WHIHOMPYET CBSI3bIBAHUE STAJOHHOTO AHTHTENA MO MEHbIIeH
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mepe Ha 50% mo pe3ynbTaTaM M3MEPEHHUs B aHAJHM3€ KOHKYPEHTHOTO CBs3biBaHUs. Hekotopble
UCCIIelyeMble aHTUTENIa UHTUOUPYIOT CBA3BIBAHUE HTAJIOHHBIX AHTUTEN [0 MEHbINEH Mepe Ha
75%, 90% wunu 99%. AnTUTENa, UAEHTU(UIUPOBAHHBIE C IOMOLIBI0O KOHKYPEHTHOTO aHAJIH3a
(KOHKYpHUPYIOIINE aHTUTENA), BKJIIOYAIOT AaHTUTENA, CBA3BIBAIOIIMECS C TEM K€ SITUTOIOM, YTO U
STAJIOHHOE AHTHUTEJIO, U AHTUTENA, CBSI3BIBAIOLINECS CO CMEXKHBIM 3IIUTOINOM, PaCIONIOKEHHBIM
JOCTaTOYHO MPOKCHUMAJIBbHO IO OTHOIIEHHIO K AIUTOINY, C KOTOPBIM CBSI3bIBAETCSI 3TAJOHHOE
AHTUTEJIO, 1JI1 BOSHUKHOBEHHS CTEPUIECKOro Oapbepa.

[0306] Tepmun  «(papMaLEBTUYECKH TPUEMJIEMBIH»  O3HAYaeT, YTO HOCHTEb,
pa3baBUTENIb, BCIOMOTAaTEIbHOE BEIIECTBO MJM BCIOMOTAaTEIbHOE CPEACTBO  SIBJISETCS
COBMECTHMBIM C JIPYTMMH KOMIIOHEHTAMH COCTaBa M HE SIBJIIETCS] MO CYLIECTBY BPEIHBIM B
OTHOILIEHHUHU €T0 PELIUITHEHTA.

[0307] TepMuH  «manMEHT»  BKJIIOYAeT YejIOBeKAa WM  JAPYruX  CyOBEKTOB-
MJIEKONUTAIOLINX, ITOJYHAOIINX NMPOGUIAKTUIECKOE HITH TEPAIIEBTUIECKOE JICUCHHE.

[0308] MunuBuayyM TOABEPIKEH YBEIMUYEHHOMY DPHUCKY Pa3BUTHsS 3a00JIEBaHUS, €CIIU
CyOBEKT XapaKTepU3yeTcsl MO0 MEHbIIEH Mepe OOHUM HM3BECTHBIM (PaKTOPOM pHICKa (Hampumep,
TeHEeTHYECKUH, OMOXUMUYECKHUI, CEMEHHBIN aHAMHE3 U BO3AECHCTBUE CUTYALIMOHHBIX (PAKTOPOB),
KOTOPBII MOABEPraeT MHAMBHIYYMOB C AaHHBIM (PAaKTOPOM PHUCKA CTATHCTUYECKH 3HAUUMOMY
OonblLIIeMy PUCKY Pa3BUTHS 3a00JI€BaHUS MO CPABHEHUIO C MHAUBUAYYMaMu 0e3 (akTopa pucka.

[0309] Tepmun «Ouomornyeckuii obOpaszew» oO3Ha4daeT oOpaszer OHOJOTHYECKOro
Marepuanga B OMOJIOTMYECKOM HCTOYHHKE MJIHM IMOJTYy4aeMOro U3 OMOJIOTHYECKOrOo HCTOYHHKA,
HanpuMep dYejioBeKa WM cyObekTa-miekonuraromero. Takue oOpasubl MOTYT NPenCTaBIATH
coboil opraHbl, OpraHesUIbl, TKAaHH, CPe3bl TKaHEH, XKHIKOCTU OpPTraHu3Ma, NepudpepHIecKyro
KPOBb, TUIA3My KPOBH, CHIBOPOTKY KPOBH, KJIETKH, MOJIEKYJIb, TAKHE KaK OCJIKU U MEeNTUAbI, U
moOble 4YacTH WM KOMOMHALMM, TOJNY4YeHHbIE W3 YKa3aHHbIX o0Opa3uoB. TepmuH
«Ononornyeckuii odpazem» MOKET TAaKXKe OXBAaThIBATh JIIOOOW Marepual, NOJYYEeHHBbIH B
pesyabTate oOpaboTku obOpasua. ITonydeHHBIH MaTepual MOKET BKIIIOUATh KIETKH WA UX
noroMcTBO. OOpaboTka Ouosornueckoro o0pasna MOXKET BKJIIOYATh OJHY HIIM OoJiee omepanuit
u3 (QUIbTpalUy, AMCTHULILINH, KCTPAKLUH, KOHLEHTPUPOBAHMS, (PUKCAIIMHM, WHAKTHBALUH
UHTEePPEPUPYIOIUX BEIIECTB U T.11.

[0310] TepMuH «KOHTPOJBHBIN OOpaser» O3Ha4YaeT OMOJIOTUYECKHUI 0Opasel, KOTOPBIH,
KaK HM3BECTHO WJIM KaK MOJO3PEBAIOT, HE COAEPKHUT OOJACTH, MOPAKEHHBIE BBI3BAHHBIM Tay
3a0oneBaHNeM, WM KOTOPBI IO MEHbINEH Mepe, KaKk M3BECTHO WM KakK IOJI03PEBAOT, HE
COIEPIKUT TMOpaXKeHHbIe 3a0oneBanneM obaacTu naHHoro tumna. KoHTponapHbIEe 00pa3iibl MOXKHO
NOJIyYUTh OT MHAMBHIYYMOB, HE CTPAJAIOIIMX OT BBI3BAHHOIO Tay 3a0oneBaHus. B kauectse

AJBTCPHATUBBI, KOHTPOJIbHBIC O6pa3L[bI MOKHO IMOJYYUTb OT MNAOUCHTOB, CTpaAarOlIUuX OT
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BBI3BAHHOTO Tay 3aboseBaHusi. Takwe o0Opasmbl MOXKHO TMOJYYHTh OZHOBPEMEHHO C
OuonornueckuM 0Opas3loOM, KOTOPBIH, KAaK CUUTAIOT, COAEPIKUT BbI3BAaHHOE Tay 3aboieBaHueE,
Wi B npyroii pas. buonorndeckuii obOpaszel; U KOHTPOJIBbHBIA 00pa3el MOXHO IMOJNY4YHTb W3
onHON TKaHU. lIpeaAmnmouTHTENPHO, KOHTPOJbHBIE OOpa3lbl COCTOAT W3 IO CYIIECTBY MWIIH
HOJIHOCTBIO HOPMAJIbHBIX, 3IOPOBBIX O0JNACTeH, W MX MOXKHO TNPHMEHSTh NPH CPABHEHUH C
OuonornyeckuM 0Opa3LOM, KOTOPBIH, KaK CYHTAIOT, CONEPXKHUT OOJacTH, NOpaKEHHbIE
BBI3BAaHHBIM Tay 3a0oneBaHueM. [IpennouruTenbHO, TKaHb B KOHTPOJIBHOM 00pasiie OTHOCUTCS K
TOMY K€ THIy, YTO M TKaHb B OuojormdeckoM oOpasue. IIpeamodrurenbHO, MOpakeHHbIE
BBI3BAHHBIM Tay 3a00JI€BaHUEM KJIETKH, KOTOPBIE, KaK CUHUTAIOT, HAXOASTCS B OMOJIOTHYECKOM
oOpasue, BOSHHMKAIOT M3 TOrO K€ TUMA KJIETOK (Hampumep, HEWPOHOB WJIM TJIMH), YTO M THI
KJIETOK B KOHTPOJIbHOM 00pasue.

[0311] Tepmun «3abojeBaHHe» O3HA4aeT JOOOE AHOMAJIBHOE COCTOSIHHE, KOTOPOe
Hapyuiaetr (PU3MONIOTHYECKYI0 (PYHKUUIO. TepMUH HCMONB3YeTCs B LIMPOKOM CMBICIE, YTOOBI
OXBAaTHUTh JOOOE HapyIIEHHE, HE3JOPOBbE, AaHOMAJHIO, IATOJIOTHIO, OOJIe3Hb, COCTOSTHUE WIIH
CHHIPOM, IIPU KOTOPOM HapymeHa (pu3nonorudeckas GyHKUUsS, BHE 3aBUCHMOCTH OT IPUPOJIBI
STUOJIOTUU.

[0312] TepMHH «CUMNITOM» OTHOCUTCA K CYOBEKTUBHOMY NPOSIBIEHHIO 3a00JI€BaHUS,
TAKOMY KaK M3MEHEHHas II0XO/Ka, BOCIPUHHMaeMoMy cyObekToM. «IIpm3Hak» OTHOCHTCSA K
O00BEKTUBHOMY MPOSIBICHUIO 3a00JI€BaHMsI, HAOII01aEMOMY BPAuOM.

[0313] TepMHH «TIONOKUTENBHBINA OTBET Ha JieueHUE» O3Ha4daeT Oojiee OraronpusTHBIN
OTBET Y HWHAMBUAYAJIbHOIO TMAaLUEHTAa WM CPEAHUN OTBET B MNOMyJSIUUM MNALUEHTOB IO
CPaBHEHHUIO CO CPEIHUM OTBETOM B KOHTPOJIBHON MOMYJIALNN, HE NOJYy4YaroLIEeH JIEYeHHE.

[0314] C uenbto kmaccuPUKALMM aMUHOKHCIOTHBIX 3aMEH Ha KOHCEPBATHUBHBIE WU
HEKOHCEPBATUBHBbIE AMHMHOKHUCIIOTBI CrPYNIIUPOBAHBI CieAyomuM obpasom: [pymma [
(ruppodobubie OokoBble Lenn): met, ala, val, leu, ile; I'pynmna II (HefiTpanpable THAPOPHIEHBIE
OokoBele 1enn): cys, ser, thr; I'pynma III (kucnbie Ookoeble memwm): asp, glu; I'pymma IV

(ocHOBHBIE OOKOBBIE Lemw). asn, gin, his, lys, arg; I'pynma V (octatku, BIUsFOIINE HA

)
opuernraipro nenu). gly, pro; u I'pynma VI (apomarmueckue OOkoBbIe Lienu): trp, tyr, phe.
KoHcepBaTuBHBIE 3aMEHBI BKJIIOYAIOT 3aMEHbl MEXIy aMHHOKHCIOTAMH OIHOTO KJacca.
HekoHcepBaTuBHBIE 3aMEHBI MPENCTABISAIOT COOOW 3aMeHbl aMHHOKHCIIOT OIHOTO Kjlacca Ha
AMHHOKHCIIOTBI IPYTOTO KJlacca.

[0315] IIpoueHT UAEHTHYHOCTU TMOCIEAOBATENBHOCTEH ONPENENSIIOT C  MOMOILIBIO
MOCJIEIOBATENILHOCTEH AHTUTEN, MAKCHMAaJIbHO BBIDOBHEHHBIX C HCIIOJIb30BAHHEM CHCTEMBI

Hymepauuu Ka6ora. ITocne BbpaBHUBaHMSA, €CIM 001ACTh NPEACTABIIAIOLIErO HHTEPEC aHTUTENA

(HampuMep, MOJHYIO 3pEIyI0 BapHaOeNbHY0 00JacTh TSKEION WM JIETKOH LIENH) CPABHUBAIOT C
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TOM K€ O0JIACTBIO 3TAJOHHOTO aHTHTEJNA, MPOLEHT UACHTUYHOCTH MOCIIEN0BATENbHOCTEN MEKAY
O0NacTsIMH  MPENCTABISAIOIIEr0 HHTEPEC M OSTAJOHHOTO AaHTHUTENAa IPEACTaBIseT CoOOi
KOJIMYECTBO TOJIOXKEHUH, 3aHATHIX OAMHAKOBBIMH aMHUHOKHCIOTAMH, B 0OJacTAX Kak
NPEACTABJSIIOEr0 HHTEPEC, TaK M 3TAJOHHOTO aHTHUTENA, Pa3lieIeHHOe Ha o0Inee KOJINYEeCTBO
BBIPOBHEHHBIX TMOJIOKEHUI BYX oOnacTeii, 6e3 moacuera pa3pbiBOB, yMHOKeHHOe Ha 100 st
npeoOpa3oBaHusl B MPOLICHTBI.

[0316] KoMmo3uuuu Wik CrocoObl, «COAEpIKAIMe» WIH «BKIHOYAIOIINE» OIWH WU
Oonee yKa3aHHBIX 3JIEMEHTOB, MOTYT CONIEpKaTh MM BKJIOYATH APYTHE 3JIEMEHTHI, KOHKPETHO
He ykas3aHHble. Hampumep, KOMMO3ULIMS, KOTOpas «COAEPKUT» WIH «BKIIOUYAET» AHTHUTENO,
MOXET COZEp)KaTh AHTHTENIO CaMmo MO ce0e MM B KOMOWHAIMM C JPYTMMHU KOMIIOHEHTAMH.
Korpma omnucanue OTHOCUTCS K TMPU3HAKy, COAEpXKALEMYy OINpEIeNeHHbIE 3JIEMEHTHI,
anbTepHATUBHOE OMMCAaHUE CJeyeT MOHMMAaTh KaK OTHOCSINeeCs K MPU3HAKY, COCTOSIIEMY IO
CYLIECTBY U3 YKa3aHHBIX 3JIEMEHTOB MJIU COCTOSIIEMY U3 HUX.

[0317] Yka3anue nuanazoHa 3Ha4€HUI BKJIOYAET BCE LeJIble 3HAUYEHUs BHYTPU WIM B
npeenax yKa3aHHOrO AMana3oHa U BCe MOJAUana3OHbl, ONpeeeHHble LeJIbIMU 3HAYEHUSMU
BHYTPH JIHaIa3oHa

[0318] Ecntm  oOpatHoe He sBJISIETCS  OYEBHUAHBIM M3  KOHTEKCTa, TEPMHH
«TPUOIM3UTENHHO» OXBATHIBAET HECYINECTBEHHbIE BapUALMM, TAKHE KaK 3HAUEHUs B Ipeaeax
crannaptHoii morpemHocty (Hampumep, COC — craHmapTHOW OWIMOKU CpPEOHEero) OT
YCTaHOBJIEHHON BEJIMYUHBI

[0319] Craructudeckasi 3HaUMMOCTh 03Ha4yaet p<0,05.

[0320] ®opMbl €IUHCTBEHHOTO YHWCJA BKJIIOYAIOT YIOMHHAHUS OOBEKTOB  BO
MHOKECTBEHHOM YHCJIE, €CJTH KOHTEKCT OJHO3HAYHO He AMKTyeT obparHoe. Hampumep, TepmuH
«COEAVHEHHE» WJIM «IO MEHbIIeH Mepe OAHO COEAMHEHHE» MOXKET BKJIYaThb MHOXKECTBO
COEMHEHHI, B TOM YHUCJIE UX CMECH.

ITOIPOBHOE OITMCAHUME U30BPETEHHA

I. Obmas yactob

[0321] B HacTosimeM HM300peTeHHH TPEIJIOKEHBl AHTUTENNA, KOTOPBIE CBSI3BIBAIOTCS C
Tay. HexoTopelie aHTHTENa CIIEMU(PUYHO CBSA3BIBAIOTCS C SMUTONOM HIJIM 3THTONAMU B 00JacTH
cBsi3biBaHUsl MuKpoTpyOouek (MTBR) Ttay denoseka, ompeneneHHOH NPHOIM3UTEIBHO
ocratkamu 244-372 B SEQ ID NO:1. Ilockombky obmacte MTBR comepxut moBTOpBI
MOCJIEIOBATEIBHOCTH, OJTHO AHTUTENIO MOXKET CBSI3bIBATHCS C HECKOJBKUMH MOBTOPSIOLIMMHUCS
caiitamu B 3TOoi obOmactu. Hekoropele aHTuTENna crneun(pUYHO CBSI3bIBAIOTCS C 3IHUTOIOM
KXXSXXNX(K/H)H (SEQ ID NO:191). Hekoropble aHTHTENa CBS3BIBAIOTCS B IpeAenax
ocratkoB 199-213 w/mnu 262-276 SEQ ID NO:3 (coorBercTByromux ocratkam 257-271 wnu
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320-334, coorserctBeHHO, B SEQ ID NO:1). Hexotopbie aHTUTENa CBS3BIBAIOTCS B MpEAesiax
octaTkoB 259-268 w/mnu 290-299 n/nmm 321-330 w/umm 353-362 B SEQ ID NO:1. B HekoTOopbIx
aHTUTEeNax cBs3biBaHHe ¢ 00jacTbio MTBR 4 mo ocrarkam 353-362 cnabee, ueM CBsI3bIBAaHUE C
MTBR 1, 2 u 3. Hekoropble aHTUTENa CBS3BIBAIOTCS C Tay BHE 3aBUCUMOCTH OT CTaryca
dochopunrpoBanus. HekoTopble aHTHTENA COTJIACHO HACTOSLIEMY H300pPETEHMIO BBICTYHAIOT
IJIs1 UHFUOMPOBAHUS WIJIM OTCPOYMBAHUS CBSI3AHHBIX C Tay MATOJOTHH U CBA3AHHBIX YXYAIIEHUH
cUMNTOMOB. HecMOTpsi Ha TO, YTO JJIsl peaju3allyi HACTOSIIEro M300peTeHHs Ha MPaKTHKE
NOHUMAHUE MEXaHU3Ma HE€ SBIISIETCS HEOOXOOUMBIM, CHIDKEHHE TOKCHUYHOCTH MOXKET
BO3HHUKHYTbH B Pe3yJIbTaTe HHAYLUPOBAHHOTO AHTUTEJIOM (DAarouTo3a Tay, MHIHOMPOBAHUS MEK-
WIM BHYTPUMOJIEKYJIIDHOW arperaudd Tay WIM CBS3bIBAHUS C JAPYTHMH MOJIEKYJIaMHU,
NOCPEACTBOM CTAOMJIM3ALMU HETOKCUYHOW KOH(OPMALMH, TOCPEACTBOM HHIHOUPOBAHHUS
MEKKJIETOUHOW WJIM BHYTPHKJIETOYHOW Tepenavyd MaTOreHHOH (OpMbl Tay, MOCPEACTBOM
onmokaas! HochopUTUpPOBaHUS Tay, MOCPEACTBOM MPEAOTBPAIICHUS CBSI3bIBAHUS Tay C KJIETKAMHU
WM TIOCPENCTBOM HMHIAYKIMHM TPOTEONUTHYECKOTO PACIIEIUICHUSI Tay, IOMHMO JpPYTUX
MEXaHU3MOB. AHTHTENAa COTJIACHO HACTOSIIEMY HW300pPETEHUI0 WM CPENCTBA, KOTOPBIE
UHIYLUPYIOT TaKHE AHTHTENIAa, MOXXHO NMPUMEHSTHh B CIOCO0aX JIEUEHUsS! WIIM OCYLIECTBICHUS
npoduakTUKU OoNe3HN AJbLreiiMepa 1 Apyrux 3ad00neBaHu, CBA3aHHBIX C Tay.

IL. Monexyibl-MULIEHU

[0322] Ectn w3 KOHTEKCTa HE O4YeBUOHO OOpaTHOe, YyKa3aHWe Ha Tay O3Ha4aer
NpUPOAHYI0 (GopMy Tay denoBeka, BKJIO4Aas BCe M30(OPMbI, BHE 3aBUCUMOCTH OT TOrO,
NPUCYTCTBYET JIM TMOCTTPAHCISILMOHHAs Moaudukanus (Hanpumep, ¢dochopunrpoBanue,
IJIMKUPOBaHWE WM anerunuposaHue). CymecTByeT LIeCTh OCHOBHBIX H30(opM (cruiaiic-
BapUAHTOB) Tay, OOpa3yIOIMUXCs B TOJOBHOM Mo3re 4ejoBeka. CaMblil JUIMHHBIA M3 JaHHBIX
BApPUAHTOB COMEPKUT 441 aMHUHOKHUCIIOTY, M B HEM OTIIEIICH HaYaIbHbIA ocTaTOK met. Ocratku
HYMEpPYIOT B COOTBeTCTBUU C uszodopmori 441. Takum oOpasom, Hampumep, YNOMHUHAHHE
dochopunupopanusi B monokenun 404 o3Havaer mnojoxkenue 404 wmzodopmbr 441 wnm
COOTBETCTBYIOLIIEE MOJIOKEHHE JIFOOOH Apyrol n30(popMbl MPH MAKCUMAJIBHOM BBIPABHUBAHUH C
u3odopmoit 441. AMHUHOKHCIIOTHBIE TOCJIEAOBATENLHOCTH HM30(OPM U HOMepa 0a3bl JaHHBIX

Swiss-Prot ykazaHbI HIKE.
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P10636-8 (SEQ ID NO:1)

10
MAEPRQEFEYV
30
SETSDAKSTP
130
HYTOARMYVSE
190
TEFSSEEFPPE
250
SRLOTAEVEM
310
PGGGSVOTVY
370
THVEGGGHEK
430
CEPOLATLAD

20
MEDHAGTYGL
20
TREDVTAPT.Y
140
SEDGTGSDDR
200
SEDRSGYSER
260
PLLKENVKSKI
320
KPVNT.SKVTS
380
IETHKLTFRE
440
EVEASLAKOG

P10636-7 (SEQ ID NO:2)

10
MAEEROEFEY
g
SETSDAKSTE
130
KIATEPRGAAF
190
SETESLPTED
250
PEGGEKVOIIN
310
HEPGGGQVEY
370
AETVYKSEVY

20
MEDHAGTYGL
g0
TAEAEEAGIG
140
PGQKGOANAT
200
TREPKEVAVY
260
EKLDLSNVES
320
KSEKLDFKCR
380
SGDTSPRHLS

43

30
GDREDIGGYT
ah
DEGAPGECAR
150
FAKGADGHTE
210
ESPETRGSES
270
GETENLKHGE
330
KCGST.GNTHH
390
NAKEKTDHGR

L

30
GDRKDOGEYT
80
DTFSLEDEAR
150
RIFAKTPPAE
210
BTDEKAPSSA
O
KESSKDNTKH
330
VQSKIGSLEN
390
NVSSTGSICM

47
MHQDQEGCTD
107
AQPHTRIFPREG
162
IATPRGAMEE
221
ETFSLPTFET
283
GEORVOT INK
347
KPGGGOVEVE
403
EIVTKSEVVS

41
MHODARSETD
]
GHYTOARMYS
163
KTPPASGEPE
223
KSRLOTADPVE
28
VEGEGESYC IV
347
ITHVPGGGNE
403
VDSPOLATLA

P10636-6 (4RON Tay uenoseka) (SEQ ID NO:3)

10
MAEPRQEFEY
|
AGIVTOARMY
130
PKTFPSSGEP
190
AKSRLOTAPRY
250
HYPGGEEVOT
310
NITHVEPGGGN
370
MVD3PJLATL

20
MEDHAGTYGL
a0
SKSKNGTGSE
140
PK3GDRIGYS
200
EMEDLENVES
260
VYKDPVDLSKY
320
KEIETHELTFE
380
BDEVSASLAK

P10636-5 (SEQ ID NO:4)

a0
GDREDOGGYT
a0
DEKAKGARDGK
150
SPGSPGTEGS
210
KIGSTENLEH
270
TEKCGELGHT
330
FEENAKAETLH

QGL

47
MHQDOQEGCTD
1o
TKTATPRGAR
1632
RSRTPSLETE
223
OPGGEKVGT T
283
HHKPGGGOVE
343
GAEIVYHSPEV

WO 2020/180819

[a
AGLKESPLOT
110
TTARFAGTGD
170
GOKCOANATR
230
FEFEEWVEVYE
230
KLDLSNVQOSK
350
SEKI.DFENRY
410
GDTSPRHLSN

a0
AGLKESPLOT
110
KSKDGTGSDD
170
KSGDREGYSS
230
MEDLKNVESK
290
Y RPVDLSKVT
350
KIETHKLTFR
414Q
DEVSASIBKG

ha
AGLKAEEAGI
110
PPGORGCANA
170
PTREPKEVAV
230
NKKLDLSNVE
230
VKSEKLDEKD
350
VEGDTSPRIL

&0
PTEDGSEEFG
120
TPSL.ECFRAG
180
IPAKTFPEAFK
240
TFEKSF35AK
300
CGSKDNIKHY
3€D
QSKETGSTIONT
120
VESTGSIDMY

c0
PTEDSSEERG
120
KKAKGADGKT
180
PGIPGTPGSE
240
IGATENLEHD
300
SKEGSLGNTH
3e0
ENARKAKTDHG

=L

&0
GDTPSLEDEA
120
TRTPAKTFFA
180
VRTPPKSESS
740
SKCGSKDNIE
300
RVOSKIGSLD
360
SHVSSTGIID
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10 2D 30 43 50 €0
MAEFRGEFEY MEDHAGTYGL GODRKDOGHYT MHQDOEGLTD AGLEKESPLOT PTEDGSEEERG
70 &80 ap 103 110 120
SETSDAKSTF TAEDVTAPLY DEGAPGKCAM AQPHTEIPEG TTAEEAGIGD TESLECEMG
130 1490 1510 L&l 174 150
HVTQARMVSK SKDGTGSDDK KAKGADGKTHK IATPRGAAPF GOEGOANATR IPAKTFPPAFK
190 200 210 222 230 240
TPPSSGRPPK SGNRSGYSSP GSPGTPGSRS RTPSIPTPPT RREPKEVAVVR TPPKSPSSAK
250 260 270 282 230 300
SELOTARPVEM EDLENVESKI GATENLKHGE GHEEEYVOQIVYE PVDLSEVTIK CGSLGHNIHHE
310 320 330 341 350 €0
POGGOVEVKS EKLDFKDRVG SKIGSLDNIT HVPGGGNKEI ETHELTFREN AKAKTDHGAE
370 380 390 103 410
TVYKSPVVSG NTSPRHLSNY S5STGSTDMVD SPOIATLADE VSASTAKQGL
P10636-4 (SEQ ID NO:5)
10 20 D 43 50 €0
MAEFRQEFEY MEDHAGTYGL GDRKDOGGYT MHQDOEGLCTD AGLKESPLOT PTEDGSEEEG
70 20 =1 JREN L1 120
SETSCDAESTE TAEBREEAGLS DTPILEDEASA GRAVTOAPMYS KSREDGETGEDD HEAKGADGKT
130 140 150 16l 170 180
K1ATPRGAAY PGOKGOANAL RLFPAKIPPAP KIUPPSSGEPP KSGLRSGYSS PGSPGIPGSR
130 200 210 221 230 240
SRTESLPTEPP TREPKKVAVY RTPPKSPSSA KSRLOTAPVE MPDLENVKSE IGSTEMLKHO
250 260 270 283 239 300
PGEGEYVQIVY EKEVLRLSENVTS ECGSLGNIHH KPGGEOVEWE SEELDEPRDEY OSEIGSLDNI
310 320 330 349 350 30
THVEGGGHEKE IETHKLTFRE NAKAKTDHGE EIVYKSPEVVS GDTSPRHLAN VSSTGSIDMY
370 330
C5POLATLAD EVSASLAKCG L
P10636-2 (SEQ ID NO:6)
10 21 30 40 Lo G0
MAEFRQETEY MEDHAGTYGL GDREDQGEYT MHQDOEGCTD AGLEAEEAGI GDTPSLEDEA
70 a0 S L3 L1 Lz20
ACAVTOARMY SESKDGTGSD DKKAKGADGK TKIATPRGAR PPGOEKGCANA TRIDAKTELA
130 140 150 lel L7 L20
DKTEDPSSEED PKSGDREGYS SEGYPETDGE ESRTESLDTE DTREDEKVAV WRTDDKSDSS
1903 20 2L 221 234 2410
EKSELOTADYV PMEDLENVES KIGSTENLKH OPGGGEVGIV YKPVDLSKVT $KCGSIGNIH
250 260 270 289 230 300
HKEGCCOVEY KSEKLDFKDR VOSKIGSLDN ITHVPCCONK KIETHKLTFR ENAKAKTDHG
310 320 330 341 350
ABEIVYESPEYY SGDTSPRHLS WVISTCOIIDM VDSPLOLATLA DEVSASLAKD CL

[0323] Yka3aHue Ha Tay BKIFOYAET U3BECTHBIC MPUPOIAHBIE BapPHALINHU, MPUOIUZUTEIHHO
30 U3 KOTOPBIX MepedncieHsl B 0a3e naHHbIX Swiss-Prot, u X mepMyTanuy, a TaKke MyTalUH,
CBsI3aHHBIE C TATOJIOTUSMH Tay, TAKUMH Kak JeMeHLus1, Oone3Hb [1nka, HaxbsiAepHbIi napaind 1
T.A. (cM., Hampumep, Oa3y maHHbIX Swiss-Prot u myGmukauumto Poorkaj, et al. Ann Neurol.

43:815-825 (1998)). Hexoropble mnpumepbl MyTalHil Tay, HTPOHYMEPOBAHHBIX COIJIACHO
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uszodopme 441, npencTapisiFOT COOON MyTalHMIO JIM3UHA HA TPEOHWH B OCTaTKE aMUHOKHUCJIOTBI
257 (K257T), myranuio n3oneHIMHa Ha BaJIWH B MOJOXXEHUH aMUHOKHCIOTHI 260 (I1260V);
MYTaLMIO MIMIMHA Ha BAJIMH B MOJIOXKEHUHA aMUHOKUCIIOTHI 272 (G272V); MyTanuio acraparuHa
Ha JIM3MH B MOJOXEHUH aMUHOKHCIOTHI 279 (N279K); Myranuio acrnapariHa Ha THCTUAMH B
HOJIO)KEHUH aMUHOKUCIOTHI 296 (N296H), Myranmio mNpoJMHA HAa CEpUH B MOJOXKEHHH
amuHOkuCcoTh 301 (P301S); MyTauuio npojuHa Ha JIEWLIHH B MOJOXEHUH aMUHOKUCIOTHI 301
(P301L); MyTauuio rMUMHA HAa BAJUH B MOJIOKEHHUH aMUHOKHCIOTHI 303 (G303V); myraruro
cepuHa Ha acmaparud B nonokeHud 305 (S305N); MyTanuo rMOUHA HA CEPUH B MOJOKEHUU
amMuHOKHCIOTH 335 (G335S);, Myraumio BajuHa Ha METHOHMH B monoskeHuu 337 (V337TM),
MYTallMI0 TJIyTAMHUHOBOHN KUCJIOTHI HAa BaJUH B mojoxeHuu 342 (E342V); MyTauuio JTu3uHA Ha
W30JIEHIMH B TOJIOKEHHH aMUHOKHUCIOTHI 369 (K3691); mMyTraumioo riuuuHa Ha aprUHUH B
noJjioxkeHnu aMHHOKHUCIOTHI 389 (G389R); m MyTanuio apruHuHa Ha TPUNTO(PAH B MOJOKEHUU
aMHHOKHUCIOTHI 406 (R406W).

[0324] Tay moxeT sBIATBCA (HOCHOPHIMPOBAHHBIM IO OJHOMY WJIM HECKOJBKUM
OCTaTKaM aMHUHOKHUCJIOT, BKJIFOYasl TUPO3UH B MOJIOKEHUSX aMUHOKHUCIOTHI 18, 29, 97, 310 un
394, cepuH B MOJOKEHUSX aMUHOKHUCIOTHI 184, 185, 198, 199, 202, 208, 214, 235, 237, 238,
262, 293, 324, 356, 396, 400, 404, 409, 412, 413 u 422; U TPEOHUH B IOJIOKEHUSX
amuHOKuCHoThl 175, 181, 205, 212, 217, 231 u 403. Eciu U3 KOHTEKCTa HE OYEBUIHO OOpaTHOE,
yKa3zaHHWe Ha Tay WIM WX (parMeHTbl BKIKOYAaeT NPUPOAHbIE aAMHUHOKHCIOTHBIE
NIOCJIEIOBATENILHOCTH Y€JIOBEKA, BKJIIOYAst UX U30(OPMBbl, MyTaHTHI U aJJIeJIbHbIE BAPHAHTBL

I1I. AHTHTENA

A. CneunduyuHOCTD CBsI3bIBAHMA U (YHKIIMOHAIBHBIE CBOWCTBA

[0325] B HacTosiieM HM300peTeHUU TPEIJIOKEHbl aHTUTENA, KOTOPbIE CBSI3BIBAKOTCS C
tay. Hekoropple aHTUTENa COEMU(PUYHO CBS3BIBAOTCS C OSMOUTONOM B Tpenesax
KXXSXXNX(K/H)H (SEQ ID NO:191). Hekotopble aHTHTENIa CBS3BIBAIOTCS C TENTHIOM,
COZEPIKAIIUM, COCTOSILIUM IO CYLIECTBY MM COCTOSILUM U3 OCTAaTKOB AMUHOKHUCJIOT 259-268 u3
441 amunokucnot tay-0enka (SEQ ID NO:1). HekoTopsle aHTHTENA CBS3BIBAIOTCS C MENTUIIOM,
COZCPIKALINUM, COCTOSLIUM MO CYIIECTBY MJIM COCTOSILIMM M3 OCTaTKOB aMUHOKHCIOTATKOB 290-
299 u3 441 amumnokucnotr Tay-Oenka (SEQ ID NO:1). Hekotoprle aHTHUTENA CBSI3BIBAIOTCS C
NENTUAOM, COAEpXKAlMM, COCTOAIMM IO CYLEeCTBY WM COCTOSIIUM M3  OCTAaTKOB
amMuHOKHCIOTaTKOB 321-330 w3 441 ammuokucior tay-Oenka (SEQ ID NO:1). Hekoropeie
AQHTUTEJIA CBS3BIBAIOTCSI C MENTUAOM, COAEPKALIUM, COCTOSIUMM MO CYLECTBY WJIH COCTOSIIIUM
U3 OCTAaTKOB aMHHOKHUCJIOTAaTKOB 353-362 u3 441 amuuokucnor tay-Oenka (SEQ ID NO:1).
Hexkoropble anTuTENna CBSI3bIAIOTCS C ABYMs, TPE€Ms WM BCEMH YETBIPbMS U3 3TUX MENTUIOB.

Hexoropeie aHTUTENna CBS3BIBAIOTCS C SIUTONOM B Ipenenax ocratkoB 199-213 wusz 383
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amuHokuciotr 4RON rtay-6enka uyenoseka (SEQ ID NO:3) (coorBercTByromux ocratkam 257-
271 B SEQ ID NO:1). HekoTopele aHTHTENA CBSI3bIBAIOTCS C SMUTOINOM B IpPEAENax OCTATKOB
262-276 u3 383 amuuokucior 4RON rtay-0Oenka denoseka (SEQ ID NO:3) (coOTBETCTBYIOMHX
ocratkam 320-334 B SEQ ID NO:1). HekoTopsie aHTHUTENA COTJIACHO HACTOALIEMY H300pETEHHIO
CrelU(pUIHO CBSI3BIBAIOTCS C TIENTUAOM, COCTOSIIIIMM U3 OCTaTKOB 257-271 u3 441 aMUHOKHCIIOT
tay-Oenka (SEQ ID NO:1). Hekoropsle aHTHTEeNa COIJaCHO HACTOSINEMY H300pPETEHHIO
crieu(UIHO CBSA3BIBAIOTCS C MENTUIOM, COCTOSIINM U3 O0cTaTKOB 320-334 u3 441 aMUHOKHUCIIOT
tay-Oenka (SEQ ID NO:1). Hekoropble aHTHTENa COTJIACHO HACTOSIIEMY HW300PETEHHIO
crieru(UYHO CBSA3BIBAIOTCS C MENTUIAOM, COCTOSIIIUM U3 OCTaTKOB 259-268 u3 441 aMUHOKHUCIIOT
tay-0enka SEQ ID NO:1, a umenno KIGSTENLKH (SEQ ID NO:188). Hexortopsie aHTUTENA
COTJIACHO HACTOSIEMY HM300pPETeHHIO CHEeLM(PUYHO CBS3BIBAIOTCS C MENTHIOM, COCTOSIIIUM H3
octaTkoB 290-299 u3 441 amuHokucnot Tay-Oenka SEQ ID NO:1, a umenno KCGSKDNIKH
(SEQ ID NO:192). Hekotopble aHTUTENA COIJIACHO HACTOSILEMY H300PETeHHIO Crenu(UuIHO
CBSI3BIBAIOTCS ¢ TIEMTHIOM, COCTOSIIUM 13 OCTaTkoB 321-330 u3 441 aMUHOKHUCIOT Tay-Oenka
SEQ ID NO:1, a umenno KCGSLGNIHH (SEQ ID NO:193). HekoTopsie aHTUTENa COTJIACHO
HACTOSAIIEMY HM300PETEHHIO CHENM(PUIHO CBS3BIBAIOTCS C MENTHAOM, COCTOSIIIUM W3 OCTAaTKOB
353-362 u3 441 amuuokucior tay-Oenka SEQ ID NO:1, a umenno KIGSLDNITH (SEQ ID
NO:194). Hekortopsle aHTUTENa COINIACHO HACTOSIIEMY H300pETEHHIO  Crenu(HIHO
CBSI3BIBAIOTCS C MENTUAOM, COCTOALIUM M3 KoHceHcycHoro motuBa KXXSXXNX(K/H)H (SEQ
ID NO:191). HexoTtopsie aHTHTENA CBA3BIBAIOTCS C SMMUTOIOM, COAEPKAIUM OCTaTKu 259, 262,
265, 267, 268, ocratku 290, 293, 296, 298, 299, ocratku 321, 324, 327, 329, 330 wiu ocraTku
353, 356, 359, 362 u3 441 amuuokucnor tay-Oenka SEQ ID NO:1. Hekoropeie anTuTena
CBSI3BIBAIOTCSI C Tay BHE 3aBHCHMOCTH OT craryca (ocdopumupoBanus. HekoTopsie aHTuTENna
CBSI3BIBAIOTCS C STHTOINOM, HE CONEPIKAIUM OCTaTOK, MOIJIeKaui (HochOpUIHPOBAHUIO.
JlaHHBIE aHTUTENAa MOXKHO TOJNYyYUTh MOCPENCTBOM HMMMYHHM3ALMU TOJUIENTHAOM Tay,
OYHMINEHHBIM M3 TMPUPOJHOTO HWCTOYHUKA WM 3KCHPECCHPOBAHHBIM PEKOMOMHAHTHBIM
crnocoOoM. MOKHO TPOBECTH CKPUHUHT AHTUTENl B OTHOLICHWH CBS3BIBAHHS C Tay B
HedochopmmpoBannoii Gopme, a Takke B Gopme, B KOTOPOH OOWH Wi OoJjiee OCTaTKOB,
nognaromuxcs  GocGopuarpoBaHnio, SABISIOTCS (ochopunrpoBaHHbIMU. Takue aHTHUTENa,
NPEATNOYTUTENBHO, CBA3BIBAIOTCS C HEOTIUYUMBIMU a((@HUHHOCTAMHU WJIM IO MEHBLIEH Mepe B
npenenax 1,5-, 2- wim 3-kpatHoi BemmuuHbl aduHHOCTH C (HOCHOPHIMPOBAHHBIM Tay IO
cpaBHeHUIO ¢ He(ochHOpUITUPOBAHHBIM Tay (T.€. SBISIIOTCS «MaHCTEMUPUIHBIMUY). 3D6
NpeAcTaBisieT coOOW MpuMep MaHCHenM(pUIHOTO MOHOKIIOHAJBHOTrO aHTuTena. B HacTosmem
n300pEeTEeHNH TaKXKe MPEJIOKEHbI aHTUTENA, CBSI3bIBAIOLIUECS C TEM K€ SITUTOIIOM, YTO U JI000e

W3 BBILIEYIIOMSIHYTBIX AHTUTEJ, TaKuM Kak, Hanpumep, snuron 3D6. Takke BKIHOUEHBI
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aHTUTENA, KOHKYPHUPYIOIIHE 3a CBSI3bIBAHUE C Tay C JIOOBIM M3 BBIEYNOMSHYTHIX AHTHUTEI,
TaKue KaK, HalpuMep, KOHKypupyooue ¢ 3D6.

[0326] BeumeynoMmsiHyTble aHTHTENAa MOIYyT OBITh TOJNy4eHBl de novo myTtem
UMMYHU3ALUM TENTUAOM, BKIIOYAKOLINM, COCTOALIUM IO CYINECTBY HJIHU COCTOSIIIMM U3
octatkoB 199-213 mmm 262-276 B SEQ ID NO:3 (coorBercTByromux ocrtatkam 257-271 wmu
320-334 cootBerctBeHHO, B SEQ ID NO:1), nnu nyreM MIMMYHH3ALMH TENITHIOM, COCTOSILIHM
MO CYIIEeCTBY WJIM COCTOSIIIUM M3 OCTAaTKOB 259-268, 290-299, 321-330 unu 353-362 B SEQ ID
NO:1, uin myTeM UMMYHH3ALUH TTOJTHOPA3MEPHBIM MOJIMIENTUAOM Tay WIH €ro (PparMeHTOM,
COZEpIKALINM TaKHe OCTATKH, U MyTeM CKPHHUHIA Ha CIeHU(PHUUECKOE CBSI3bIBAHUE C MENTUAOM,
BKJIIOYAIOIINM Takue OcTaTku. Takue menTuabl NpeAnoYTUTENbHO MPUCOENNHEHbI K MOJEKYyJe
r€TePOJIOTHYHOTO KOHBIOraTa, KOTOpasi IIOMOTaeT BhI3BATh OTBET OOpPA30BaHUSI AHTUTEIN MPOTUB
nenruna. [IpucoenuHeHne MOXKeT OBITh MPSIMBIM WM 4epe3 CHEHCEPHBIA TMEeNnTHI I
amMuHOKHCIO0TY. LlycTenH ncnonp3yercs B KauecTBe ClieliCepHON aMUHOKHCIIOTBI, TTOCKOJIBKY €T0
cBobonHass rpymma SH oOnerdaer mnpukperjieHHe MOJIEKYJIbI-HOCUTENSA. TakKe MOXKHO
UCTIONIb30BaTh TOJIUTJIMIUHOBBIA JIMHKEP (HampuMmep, 2-6 OCTaTKOB TJIMIMHA) C OCTaTKOM
LIICTENHA MEXAY OCTATKAMHU TJIMLMHA U MENTHAOM Win 0e3 Hero. MoneKyia-HOCHTENb CITYKUT
s obecriedeHnss T-KJIETOYHOTO S3IUTOINA, KOTOPBIA IMOMOTraeT BbI3BaThb OTBET OOpa3OBaHUs
anTuTen mnpoTuB mnentuaa. OObMHO HCHONB3YIOTCS HECKOJBKO HOCHTENEH, B YaCTHOCTH
remounanuH ¢ucypems! (KLH), ssnunblii anbOyMuH 1 ObI4mii CbIBOPOTOUHBIH anbOymuH (BSA).
IlenTunHele cnelicepbl MOTyT OBbITh [JOOAaBIE€HBI K MENTHIHOMY HMMYHOreHy Kak 4YacThb
TBepAO(Aa3HOro MenTUAHOro cuute3a. Hocurenmn oOObIMHO NOOABISIOT MyTeM XHMHYECKOTO
ciuuBaHus. HekoTopble mnpumepbl XHUMHMYECKHX CIIMBAIOLIMX AareHTOB, KOTOpPbIE MOXKHO
UCTIOJIb30BaTh, BKJIIOYAIOT KPOCC-N-MaeMMHI0-6-aMIHOKATIPOMJIOBBIN CIIOJKHBIA 3(UP UIH M-
MaJIenMUI00eH30MIT-N-TUIPOKCUCYKIIUHUMUAHBIN  cloxkHbI 3gup (MBS) (cMm, Hampumep,
Harlow, E. et al., Antibodies: A Laboratory Manual, Cold Spring Harbor Laboratory Press, Cold
Spring Harbor, N.Y. 1988; Sinigaglia et al., Nature, 336:778-780 (1988); Chicz et al., J. Exp.
Med., 178:27-47 (1993); Hammer et al., Cell 74:197-203 (1993); Falk K. et al., Inmunogenetics,
39:230-242 (1994); WO 98/23635; u Southwood et al. J. Immunology, 160:3363-3373 (1998)).
Hocurens u crelicep, €ciii OHU MPUCYTCTBYIOT, MOTYT OBITh NMPUCOCANHEHBI K JIFOOOMY KOHIY
UMMYHOT€HA.

[0327] ITentun ¢ HeOOsI3aTENBHBIM CIIEHCEPOM M HOCUTEJIEM MOKHO HCIOJBb30BATh JISI
UMMYHH3AIMH JJa0OpaTOPHBIX KMBOTHBIX WM B-kiieTok, kak Oosee moppoOHO OMHUCAHO HUXKE.
CynepHaTaHTbl THOPHIOM MOTYT OBITh IPOTECTUPOBAHBI HA CIIOCOOHOCTH CBS3BIBATH OMH HIIU
OoJjiee MeNTHIOB, BKIIOYAIOLINE, COCTOSIIINE IO CYIIECTBY M3 MJIM COCTOSIIINE U3 OCTaTKOB 199-

213 wmm 262-276 B SEQ ID NO:3 (coorBercTByromux ocratkam 257-271 umm 320-334,
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coorBerctBeHHO, B SEQ ID NO:1) unmu BKITFOUArOIINe, COCTOSIINE TI0 CYIIEeCTBY WIJIH COCTOSIINE
U3 octatkoB 259-268, 290-299, 321-330 wumu 353-362 B SEQ ID NO:1, w/unu
dochopunmupoBannple U HepochopuampoBaHHble (POpMBI Tay, TaKOW Kak, Hampumep,
nojiHOpasMepHas u3zodopma tay ¢ nojoxenuem 404 B pochopunuposannoit ¢popme. Ilentun
MOXKET OBITh MPUCOEAMHEH K HOCUTENIO WM IPYyrod MeTke A OOJerdyeHuss CKPUHHHIOBOTO
aHaiu3a. B 3TOM ciydae HOCHTENb WM METKA MPEANOUYTHTENbHO OTIMYAeTCsl OT KOMOMHAIMN
crieficepa U MOJIEKYJIbl HOCUTEJNIS, UCTIOJIb3YEMON JIJI1 MMMYHU3ALUHU JI1 YCTPAHEHUs] aHTUTEN,
ceun(pUYHbIX IJIs crieficepa MM HOCUTENS, a He Tay-nenTuaa. MOKHO MPUMEHSTh JFOOYI0 13
u30(popM Tay.

[0328] Hacrosiimee u300peTeHHe OTHOCUTCST K  MOHOKJIOHAJBHBIM  QHTUTEJIAM,
CBSI3BIBAIOLIUMCS C 3MHUTONAMH Tay-Oenka. AHTHUTEN0, 0003HaueHHoe 3D6, sBnsercs OnHUM H3
TaKUX TUIUYHBIX aHTHTEN MbIIIH. ECIM M3 KOHTEKCTa HE OUEBHUAHO OOpaTHOE, YIIOMUHAHHUE O
3D6 cnenyer MoOHNMATh KaK YIOMHUHAHHE O JIFOOOH M3 MBIIIMHOW, XUMEPHOH, BEHUPOBAHHON H
I'YMaHU3UPOBAHHON (OPMBI JaHHOTO aHTUTENa. AHTHTENO ObUIO nenonupoBaHo kak [HOMEP
JEITOHUPOBAHHA]. 3rto  aHTUTENno  cnenuuYHO  CBSI3BIBAETCSIT € SIUTOIOM
KXXSXXNX(K/HH (SEQ ID NO:191). D10 aHTHTENO CHEHU(pUIHO CBS3BIBAETCS C
AMUHOKHCIIOTHBIMU ocTaTkaMu 199-213 w/unm 262-276 u3 383 amunokucior 4RON Tay-Oenka
yenoseka (SEQ ID NO:3) (cooTBeTcTByeT aMHHOKHUCIIOTHBIM octaTkam 257-271 w/mnu 320-334,
coorBerctBeHHO, B SEQ ID NO:1). 3OT10 aHTHTENn0 CrnenupuUHO CBA3BIBAECTCA C
AMHHOKHCJIOTHBIMH OcTaTKaMu 259-268 nnu 290-299 mnu 321-330 mnm 353-362 B SEQ ID NO: 1
U KOMOMHALMSAMU JTIOOBIX U3 2, 3 WM BCeX ueThipeX. JJaHHOe aHTUTENO TaKiKe XapaKTepU3yeTcs
CIIOCOOHOCTBIO CBSI3bIBATHCS KakK ¢ (pocdopunnpoBaHHbIM, TaK U ¢ HePOCHOPUITUPOBAHHBIM Tay,
KaK C HeMaTOJIOTHYECKOW, TaK U C MaTOJOTHYECKOW (opMamMu M KOH(POpMALUSMH Tay, U C
HETIPaBHJIbHO CBEPHYTHIMHU/arperupoBaHHbIMUA (popmamu Tay. AHTHUTENO, 0003HaYeHHoe 6A10,
SIBJISIETCS OTHUM TaKUM IPUMEPOM aHTHUTeNa MbIlU. ECiin U3 KoHTeKcTa He O4eBUIHO OOpaTHOE,
ynomuHanue o 6A10 cienyer MOHMMAaTh Kak YINOMHHaHHE O JIO00H w3 (opMbI MbIIIH,
XUMEpPHOH, BEHHUPOBAHHOW W T'YMaHHM3MPOBAaHHOW (popmbl maHHoro anturena. CDR Tspkenoit
et 6A10 cornacHo cBomHOMY onpeanenennto Kabora/Horuna oboznauens SEQ ID NO:67, 68 u
69, coorBetcTBeHHO, 1 CDR nerkoii nermu 6A10 cormacuo Kaboty o6o3Hadenst SEQ ID NO:12,
13 u 14, coorBercTBeHHO. 6A 10 MBIIIN XapaKTepU3yeTCsl UIEHTUUHOCTBIO MOCIEA0BATENbHOCTH
VH 82,1% wu unmentu4HOCTBHIO mocnenoBarenbHocTH VL 100% ¢ menmpto VH m membsio VL,
COOTBETCTBEHHO, 3D6 MbIiu.

[0329] Hekoropble aHTHUTEJIA COTJIACHO HACTOSIIEMY HM300PETEHUIO CBS3BIBAIOTCS C TEM
K€ WIM TEPEeKPbIBAIOIIUMCS  SIUTONOM, 4YTO M aHTUTeNno, oOo3HaueHHoe 3DO.

ITocnenoBaTenbHOCTH 3peJbIX BapHaOeNbHBIX O0JNACTEH TSKEJOW M JIeTKOH Ienedl JaHHOTO
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anturena obosznadersl SEQ ID NO:7 u 11, coorBercTBeHHO. [[pyrue anturtena, oOiamarome
TAKOM CIEU(PUUHOCTHIO CBA3BIBAHHS, MOTYT OBITh MOJyY€HbI TyTEM UMMYHH3AIHK MbIIIEH Tay
WM €0 YaCTH, BKIFOYAIOLIUMH, 10 CYIIECTBY COCTOSILIMMU U3 WJIK COCTOSIIIUMH U3 XKEJIAeMOTo
snurona (Harmpumep, 199-213 w/umu 262-276 B SEQ ID NO:3, uT0 COOTBETCTBYET OCTaTKam
257-271 w/unu 320-334, coorBerctBeHHo, B SEQ ID NO:1; unu nanpumep, 259-268 unu 290-
299 wnu 321-330 wnu 353-362 B SEQ ID NO:1, nro6oii komOuHaImu 13 2,3 WK BCeX 4 U3 HUX)
U CKPMHHUHTA TMOJYYEHHBIX aHTHTEJ Ha CBS3BIBAHHE C Tay, HEOOS3aTEbHO KOHKYPHPYIOLIUM C
AHTHUTEJIOM, UMEIOLIUM BapuadenbHble 00acTu MbimHoro 3D6 (IgG1 kamnmna). @parMeHTsI Tay,
BKJIFOYAs JKEJIAeMbIH S3MHTOI, MOTYT OBITh CBSI3aHBI C HOCHTEJIEM, KOTOPBIA IOMOTaeT BbI3BATh
OTBeT OOpa3oOBaHUsl aHTUTE K (PparMeHTy, W/WiH MOTYT ObITh OOBENUHEHBI C AJTBIOBAHTOM,
NIOMOTAIOIIMM BbI3BaTh TAaKOHW OTBET. Takue aHTUTENa MOXHO TOJABEPTHYTh CKPUHUHTY Ha
npeaMer IuQQEepeHINaTbHOrO CBA3BIBAHUS C Tay WM €ro ()parMeHToM IO CPaBHEHUIO C
MyTaHTaMH [0 YyKa3aHHBIM ocTtaTkaM. CKPUHUHT TPOTHB TAaKHMX MYTaHTOB OoOjee TOYHO
onpenenseT Crequ(pUUHOCTD CBA3BIBAHUS, YTO TIO3BOJSIET HMIASHTH(UIUPOBATH AHTUTEINA,
CBSI3bIBAHHUE KOTOPBIX HHTHOMPYETCS] MyTareHe30M OIPEAETICHHbIX OCTaTKOB M KOTOPBIE,
BEPOSITHO, 00Nafar0T (PYHKIHOHAIBHBIMU CBOHCTBAMH APYTMX TUIHYHBIX aHTUTEN. MyTtanuu
MOTYT MPENCTABIATh COOOH CHCTEMATUYECKYIO 3aMEeHY Ha ajlaHWH (MJTH CEPHH, €CITU aJJaHUH yXKe
NPUCYTCTBYET) IO OHOMY OCTaTKy €AMHOBPEMEHHO MJIH depe3 Oojiee MUPOKHUE HHTEPBAJIBL, 110
BCEM MUINEHH WUJIM IO €€ YYaCTKy, B KOTOPOM, KaK W3BECTHO, HaxoauTcs snurorn. Eciau onun u
TOT kK€ HabOp MyTalMil 3HAUYUTENbHO CHIJKAET CBS3bIBAHWE IBYX AHTUTEJN, ABAa AHTUTENA
CBSI3bIBAIOT OJIUH U TOT K€ SIUTOIL

[0330] AnTuTena, obnanarore Cren(pUIHOCTBIO CBSI3bIBAHUS BBIOPAHHOTO MBIIIHHOTO
antutena (Hampumep, 3D6), Takke MOryT OBbITb MOJNY4YEHBI C HCIOJb30BAHHEM BapHAHTA
cniocoba ¢arosoro aucries. Cm. Winter, WO 92/20791. 3toT cniocod 0cOOEHHO MOAXOIUT ISt
MOJIYYEHHUST YeJIOBEUECKUX aHTUTeNl. B 3ToM cmoco0e B KadecTBE HCXOMHOTO MarepHuaia
UCTIOJIb3YIOT BapHaleNbHYI0 00JacTh TSDKEJIOH MM JIETKOM Lend BBIOPAHHOTO MBILIHHOTO
anThTena. Eciu, HanpuMep, B Ka4eCTBE MCXOMHOTO MaTepuaia BbiOpaHa BapuadenbHast 00acTh
JIETKOHN 1enu, co3marT (paroByro OMOIMOTEKY, UJIEHbI KOTOPOH OTOOpaKarOT ONHY M Ty JKe
BapuabenpHYI0 O00NacTp JIerkoW wenu (T.e. HUCXOOHBIH MaTrephal MbIH) H APYTYIO
BapualepHyI0 00JacTh TsKENOW mernu. BapwaOenbHble OONACTH TSDKENOHW LEMH MOXKHO,
HanpuMep, NOIY4YUTh U3 OMOJIHOTEKH MeperpynnupoOBaHHBIX BapuabeNbHbIX 00JacTeil TsUKeIoN
Heny 4eyioBeka. BriOuparoT ¢ar, JeMOHCTPUPYIOIIHIA CHIIBHOE CIeHU(pUIECKOe CBSI3bIBAHUE C
Tay WK ero gparmMeHToM (Harpumep, Mo MeHbIIeH Mepe 10° u NPEANOYTUTEIBHO MO MEHbLIEH
mepe 10° M™). BapuaGenbHasi 061aCTh TSDKEION LeMH 3TOro dara 3aTeM CIYXKHT HCXOXHBIM

MaTepuajioM JJisi KOHCTPYMPOBAHWs JOMOJHUTEIbHOW (paroBoii Oubnuoreku. B sToii
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Ooubnoreke Kaxabld ¢ar orodOpakaeT OAHY W Ty k€ BapHalOeiabHYI 00JIaCTh TSDKEIOW IeTH
(r.e. oOnacte, wHAEHTUOULIMPOBAHHYIO W3 IepBOHl OuOMMOTEKHM AMCIUIes) U APYTYIO
BapralenpHy0 00JacTh Jierkoi nernu. BapuaOenbHble 001aCTH JIETKOHM LENMU MOXHO TOJYYHTh,
HampuMmep, u3 OHOJIMOTEKH MeperpynnupoBaHHbIX oOyacTell BapuaOenbHOR JEerkol wLemnu
yenoBeka. OmaATb ke, BbIOMpaOT (ar, AEMOHCTPHUPYIOLIHI CHJIbHOE crenupuIeckoe
CBsI3bIBaHUE C Tay Wi ero ¢parmeHToM. [TonyueHHble aHTUTENa OOBIYHO OOJIATAIOT TAKOU Ke
VI CXOTHOMW 3MUTOMHOM CeUU(PUIHOCTBIO, YTO U MBILIMHBIA UCXOIHBIA MaTEPUaL.

[0331] CDR Tsxenoit nenu 3D6 cornmacHo cBomHOMy omnpeneneHutro Ksbora/Yorua
oboznauensl SEQ ID NO:8, 9 u 10, coorBerctBenno, u CDR nerkoii nenu 3D6 cormacHo
Ka6oty ob6o3Hauenst SEQ ID NO:12, 13 u 14, COOTBETCTBEHHO.

[0332] B Tabnuue 2 npeacrasnensl CDR 3D6 cornacHo onpenenenusim Kabora, Uorua,
cBogHOMY omnpenesennto Kabora u Horna (Takske Ha3bIBAIOT B HACTOSIIEM JOKYMEHTE «CBOIHOE

onpenenenue Ksbora/Yornay), AbM 1 KOHTAKTHOMY OTIPENEIICHHUIO.
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[0333] Tabmuua 2: CDR 3D6 cornacHo ompenenenuto Ksbora, Yortma, cBOIHOMY

onpenenenuro Yorua u Kabora, AbM 1 KOHTaKTHOMY OIIpeIeNeHHIO

Csognoe
OnpenesIeHue KonraktHOE
Ilerna Ks6ot Yorua AbM
Yotua u omnpeneneHue
K»6ota
L24--1.34
L24--1.34 L24--1.34 L24--1.34 L30--L36
L1 SEQ D
SEQID NO:12 [SEQID NO:12 | SEQ ID NO:12 [ SEQ ID NO:36
NO:12
L50--L56
L50--L56 L50--L56 L50--L56 L46--L55
L2 SEQ D
SEQ ID NO:13 SEQ ID NO:13 | SEQ ID NO:13 | SEQ ID NO:37
NO:13
L89--L.97
L89--1L.97 L89--L.97 L89--L.97 L89--L.96
L3 SEQ D
SEQ ID NO:14 [SEQID NO:14 | SEQ ID NO:14 [ SEQ ID NO:38
NO:14
H31--H35B
H26--H32 H26--H35B H26--H35B H30--H35B
Hl SEQ ID
SEQ ID NO:33 SEQ ID NO:8 |SEQIDNO:8 |[SEQID NO:39
NO:32
H50--H65 H52--HS6 HS50--H65 H50--HS8 H47--HS8
H2
SEQ ID NO:9 |SEQ ID NO:34 |[SEQID NO:9 |SEQID NO:35 [SEQ ID NO:40
H95--H102
H95--H102 H95--H102 H95--H102 H93--H101
H3 SEQ D
SEQ ID NO:10 [SEQID NO:10 | SEQ ID NO:10 [ SEQ ID NO:41
NO:10
[0334] [Ipyrue aHTUTeNa MOKHO MOJIY4YUTh mnocpenctsoM MytareHesa k/JIHK,

KOAUPYIOLIEH TSDKEIYH M JIEFKYK0 LEeNd TUIUYHOIO aHTUTEA,

TaKOIo

kak 3D6.
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MOoOHOKIOHAJIbHBIE aHTHUTENA, KOTOpbIe N0 MeHblel Mepe Ha 70%, 80%, 90%, 95%, 96%, 97%.,
98% wumu 99% wupentnuHsl 3D6 MO aMHHOKHUCIOTHON MOCHEAOBATENIBHOCTH 3PENbIX
BapuabenbHbIX O0NacTel TsHKENOW W/WIHM JIETKOW Lemneil U COXPaHSIT X (YHKLHOHAJIbHbIE
CBOWCTBA, W/WIM KOTOpBIE OTJHMYAIOTCS OT COOTBETCTBYIOLIErO aHTHUTENa HEOOIbLIINM
KOJIMYECTBOM  (DYHKLMOHAJIBHO  HECYINECTBEHHBIX  3aM€H  aMUHOKHCIOT  (HampuMmep,
KOHCEpPBATHUBHBIX 3aMeH), JeJeLnil UM BCTABOK, TAK)KE BKIIFOYEHBI B HACTOsLIEEe H300peTEeHHeE.
Taksxe BKIIOYEHBI MOHOKJIOHAJIbHBIE aHTUTENA, COAEPIKAINe 110 MEHbIIEH Mepe OAMH WIH BCE
mectb CDR  cormacHo moOomy oOLIENpPUHITOMY ONpPEAENIEHHIO, HO, MPEANOYTHUTENBHO,
cormacHo Kaborty, kortopbie Ha 90%, 95%, 99% wnu 100% unenTr4uHbI cootBeTcTBYrOIMM CDR
3D6.

[0335] B HacTosmeM W300peTeHUU TaKKe TPEIJIOKEHbl AaHTUTENIA, COAepIKallue
HEKOTOpBhIe WK Bee (Hampumep, 3, 4, S u 6) CDR, nony4eHHbIe TOJIHOCTBIO WIIH IO CYILIECTBY H3
3D6. Takue aHTHTENAa MOTYT COIEpKaTh BapuabelbHYIO OOJIACTh TSDKENOH LemnH, KOTopas
COIEP KT N0 MEHbIIEH Mepe aBa, HO 00buHO Bee Tpu CDR, monmydeHHble MOJHOCTHIO WM TIO
CyLIeCTBY U3 BapuabenbHOU obnacty Tskenoi uenu 3D6, w/wnu BapuadeapHy0 00J1acTh JIETKOM
L[eny, KOTOpasi COIAEPKUT MO MeHbIneld Mmepe aBa, HO oObraHO Bce Tpu CDR, momydennbie
TIOJTHOCTBIO HUIM TIO CYLIECTBY M3 BapwalenbHON obyactu yierkoit nenu 3D6. AHTuTEeNna MOryT
colepkaTb Kak TsDKenyr, Tak u Jerkyro uenu. CDR mno cymectsy mnonaydeH U3
cootsercrBytomero CDR 3D6, korna on cogepxut He Oosee 4, 3, 2 win 1 3aMeH, BCTaBOK UJIH
nenenui, 3a uckmouenueMm toro, yto CDR-H2 (mpu onpenenenun corimacHo KsGory) moxer
comep:kate He Oogee 6, 5, 4, 3, 2 unu 1 3aMeH, BCTaBOK Wiu aejennii. Takue aHTUTENa MOTYT
XapaKTepU30BaThCsl UAEHTHYHOCTHIO MO MeHblel mepe 70%, 80%, 90%, 95%, 96%, 97%, 98%
wim 99% c¢ 3D6 aMUHOKHCJIOTHOM IOCNEAOBATEIbHOCTH 3peibIX BapuadebHbIX 00JacTei
TSDKEJIOW W/WJIM JIETKOHM Ierned M COXpaHsATh MX (DYHKIHMOHAJIbHBIE CBOWCTBA, W/HIU MOTYT
ommyatbess 0T 3D6 HeOoMbIMM  KOMMYECTBOM (DYHKIHMOHAJIBHO HECYIIECTBEHHBIX 3aMEH
AMHHOKUCJIOT (HarpuMep, KOHCEPBATUBHBIX 3aMEH), IeJIeLIUI U BCTABOK.

[0336] HekoTopple aHTHUTENA, WACHTU(PUUUPOBAHHBIE B TAKUX AHAJIN3aX, MOTYT
CBA3BIBATBCS  C  MOHOMEPHBIMH,  HENPaBWIBHO  CBEPHYTHIMM,  arperupoBaHHBIMH,
¢dochopunrpoBaHHEIMU HTH HeoCchHOPUIHPOBAHHBIMU (HOPMAMH Tay WM HHBIMH (popMamu.
AHaJOrM4HO, HEKOTOpbIE aHTUTENA SBJSIOTCA UMMYHOJIOTMYECKH PEAKTUBHBIMU B OTHOLIEHHUU
HETaTOJIOrMYeCKOH U MaToiorudeckoit popmel u koHpOpMaImii Tay.

B. Amnturena, oTIMYHbBIE OT AHTUTEN Y€JIOBEKa

[0337] IlonyyeHne nOPyrux AHTUTEJN, OTJIUYHBIX OT AHTUTEN YEJIOBEKAa, HaIpUMep,
AHTUTEJ MbIIIEH, MOPCKUX CBUHOK, IIPUMATOB, KPOJIHMKOB HJIM KPBIC, IPOTUB Tay-OeJKa WJIN €ro

¢dparmMeHTa (Hampumep, OCTaTKOB aMUHOKHCIOTATKOB 199-213 wmnu 262-276 B SEQ ID NO:3,
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COOTBETCTBYIOIIUX aMHUHOKUCJIOTHBIM ocTaTkaMm 257-271 unu 320-334, coorBeTcTBeHHO, B SEQ
ID NO:1; unu aMMHOKHCIOTHBIM ocTtaTkaM 259-268 umu 290-299 unn 321-330 wim 353-362 B
SEQ ID NO:1) MOXHO OCYLIECTBIISATh, HAPUMEDP, IyTEM UMMYHU3ALUH SKUBOTHOTO Tay WJIH €r0
¢parmenTom. Cm. Harlow & Lane, Antibodies, A Laboratory Manual (CSHP NY, 1988)
(BKJIFOUEHO TMOCPEICTBOM CCBUIKH I BCeX 1eneif). Takol MMMyHOreH MOXKHO TMOJNyYdTh W3
NPUPOJHOTO UCTOYHHUKA, IMyT€M CHHTE3a MENTHIOB WM MyTeM PEKOMOWHAHTHOW 3KCIPECCHU.
HeoO0s3aTennbHO, UMMYHOT€H MOKHO BBOJIUTBH CIUTBIM HJIH B (OpPME MOJYYEHHOTO HHBIM
oOpazom komriekca ¢ OenkoM-HocuteneM. HeoOsi3aTenbHO, MMMYHOTE€H MOXHO BBOJAWTBH C
aabIOBAHTOM. MOXKHO MCIMOJIb30BaTh HECKOJIBKO THUIOB aqbIOBAHTA, KaK OMUCAHO Hmke. Jis
UMMYHU3ALMH JTA0OPATOPHBIX *KUBOTHBIX MPEANOYTHTENIbHO UCTOIB30BATh MOJHBIN aIbIOBAHT
OpeliHaa ¢ NMOCIENYIOIINM HETOJHBIM aAbIOBAHTOM. KPOJIMKOB MM MOPCKHX CBUHOK OOBIYHO
UCTIOJIB3YIOT JJIsl TIOJIYYEHUs MOJMKJIOHANBHBIX aHTHTEN. Mplmeid OOBMHO HCHOJB3YIOT IS
MOJIyYCHUs] MOHOKJIOHAJbHBIX AHTUTEN. AHTUTENAa TMOJBEPrar0T CKPUHHUHTY Ha TPEIMET
crienuUIecKoro CBSI3BIBAHUS C Tay WM SIUTONOM BHYTPH Tay (HampuMep, SIUTOIOM,
CoIep KallM OIUH Wi Oojiee OCTaTKOB aMUHOKHUCIOTATKOB 199-213 mmu 262-276 B SEQ ID
NO:3; cOOTBETCTBYIOLIUX aMUHOKHUCIOTHBIM ocTtatkaM 257-271 unu 320-334, COOTBETCTBEHHO,
B SEQ ID NO:1 wiu 3muTomnoM, copepikaiuM OANH WiH 00jiee OCTATKOB AMHUHOKHCJIOTATKOB
259-268 nmm 290-299, 321-330 wmnu 353-362 B SEQ ID NO:1). Takoii CKpuHUHT MOXeET OBITh
MPOBEACH MyTeM OIpENesieHUs] CBSA3BbIBAHUS aHTUTENa ¢ HaOOPOM BApUAHTOB Tay, TAKUX Kak
BApUAHThI Tay, COIEpXKallMe OCTaTKU aMUHOKUCHOT 199-213 umm 262-276 B SEQ ID NO:3
(COOTBETCTBYIOIINE AMUHOKUCIOTHBIM octaTkam 257-271 wmm 320-334 | COOTBETCTBEHHO, B
SEQ ID NO:1) unu BapuaHTOB Tay, COAEPKALINX OCTATKU aMHUHOKHCIOT 259-268, 290-299 unu
321-330 wmm 353-362 B SEQ ID NO:1, unu MyTauuu B 3TUX OCTaTKax, U MyTeM OMNpeIeNIeHus,
KaK{e BapHWaHThI Tay CBS3bIBAIOTCS ¢ aHTUTEJIOM. CBSI3bIBAHHE MOXKHO OLIEHUTb, HANPUMeEp, C
nomomeio BecrepH-osorTuHra, FACS mmn ELISA.

C. TI'ymaHW3UpOBaHHBIE AHTUTENA

[0338] I'yMaHM3UpPOBAaHHOE AHTUTEJIO MPEACTABISIET COOOH TEHHOMH)KEHEPHOE aHTUTEIIO,
B koTopoM CDR oOT «10HOpHOTO» aHTHUTENA, OTIUYHOTO OT AHTHUTENA YEJIOBEKA, MEPEHOCST B
«aKIETTOPHBIEY» TOCIeIOBATEIbHOCTH aHTHTENA YeioBeka (CM., Harpumep, myonukanuu Queen,
US 5530101 u 5585089; Winter, US 5225539; Carter, US 6407213; Adair, US 5859205; u
Foote, US 6881557). IlocnemoBaTenbHOCTH AaKLENTOPHOIO AHTHTENAa MOTYT IPENCTAaBISAThH
co0OH, HampuMep, 3peNyi TMOCIeNOBATENbHOCTh AHTHTENA YeNOBeKa, OOBENMHEHHE TaKHX
MOCJIEIOBATENIBHOCTEH, KOHCEHCYCHYIO IOCJEN0BaTENbHOCTh IOCIEN0BATENbHOCTEN aHTUTENA
4YeJoBeKa WM  IOCIENOBAaTENbHOCTh  3apoiplmieBoii  obmactu.  Takum  obpasom,

I'yMaHH3HPOBAHHOE AHTUTEJNO MPEACTaBIAeT COOOM aHTHUTENO, COAeprKallee 10 MEHbIIEeH Mepe
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Tpu, deThipe, mATh Wi Bce CDR, mosyueHHbIE MOJHOCTHIO HIIM IO CYLIECTBY W3 JOHOPHOTO
aHTUTENA, U TOCIENOBATEIbHOCTH KAPKACHOTO y4acTKa BapHaOeNbHON 00IaCTH U KOHCTAHTHBIE
oOmacTy, B cClIy4ae TMPHUCYTCTBUSA, IOJYYEHHbIE TIIOJIHOCTBIO WJIM IO CYIIECTBY U3
NIOCJIEIOBATENILHOCTEN aHTHUTENA 4YeNOBeKa. AHAJOTMYHO, T'YMAaHW3UPOBAHHAsI TsDKeNnas LEnb
COZIEPIKUT 1O MEHbLIEH Mepe OfuH, aBa U 00bdHO Bce Tpu CDR, monyueHHbIe MOJTHOCTHIO HITH
IO CYLIECTBY U3 TSDKEJNOW LeNH JOHOPHOTO aHTUTENA, W IOCIEA0BATENbHOCTh KapKacHOTO
y4acTKa BapuaOeNbHOW OONACTH TSDKEJIOW LMW M KOHCTAHTHYIO O0JIacTh TSDKEJIOW LIemH, B
cily4yae TPUCYTCTBUSI, MOTyYEHHbIE MO CYIIECTBY M3 MOCIENOBATENbHOCTEH KAPKACHOTO y4acTKa
BapuadebHONH OOJIACTH M KOHCTAHTHOM O00JaCTH TSDKENOW Iend 4YesOBeKa. AHAJOTHYHO,
I'YMaHU3UPOBAHHAS JIETKAasl IeMb COJAEPIKUT MO MEHbLIEH Mepe OAMH, 1Ba M OOBIYHO BCE TPH
CDR, mony4eHHbIE TOJHOCTBIO WM IO CYIIECTBY M3 JIETKOW IIENU JOHOPHOTO AaHTUTENA, U
NIOCJIEIOBATEIbHOCTD KAPKACHOTO Y4aCTKa BapHabeabHON 00J1acTH JIETKOH e U KOHCTAHTHYIO
oOmacTp JIETKOH 1memw, B Ciydae TNPUCYTCTBHs, TNOJYYEHHbIE IO CYIIECTBY U3
MOCJIEIOBATEIBHOCTEN KapKACHOTO y4acTKa BapuaOeNbHON 00JacTH M KOHCTAaHTHOH 00JacTH
JIETKOM 1enu yenoseka. B ommane ot HaHoTeNn u dAb, ryMaHM3MPOBAHHOE AHTUTENIO COAEPIKUT
I'YMAaHU3UPOBAHHYIO TSDKENYI0 Lenb M TyMaHW3UpoBaHHyK Jerkyroo 1nernb. CDR B
I'YMaHU3UPOBAHHOM aHTHTEJE MOJYYEHBI 10 CyIIecTBy u3 coorBercTByromero CDR B anTurene,
OTJINYHOM OT aHTUTEJIa 4ejioBeKa, koraa mo MeHblue mepe 85%, 90%, 95% wunu 100%
COOTBETCTBYIOIIMX OCTaTKOB (COrIacHO JroOOMYy OOIIENIPUHATOMY —OINpPENENeHUI0, HO,
NPEANOYTUTENBHO, OIpeaeNeHHbIX coriacHo Ks00Ty) SBISIOTCA MIASHTUYHBIMH - MEXIY
cootBercTBytomumMu CDR. TlocnenoBaTenbHOCTH KapKacHOTO y4yacTka BapuabenbHOW obnactu
Lery aHTHUTEeNAa WM KOHCTAHTHas O0JacTh LMW AaHTUTENa IOJNy4YeHbl IO CYINECTBY U3
MIOCJIEIOBATEIbHOCTH KApKACHOTO y4acTKa BapuabeNbHOM 00aCTH 4YeNIOBeKa WM KOHCTAHTHOM
o0jlacTu 4YeyoBeKa, COOTBETCTBEHHO, Korma 1o MeHblued mepe 85%, 90%, 95% wumu 100%
COOTBETCTBYIOLINX OCTaTKOB, ONMPENEJIeHHBIX corjiacHo Ka0oTy, SABISIOTCS MAeHTUYHBIME. J1Jist
KJacCU(pUKAMM B KAa4eCTBE TIyMAaHU3UPOBAHHOTO B COOTBETCTBHH C  OIpEIEJIEHUEM
I'YMaHU3UPOBAHHBIX AHTUTEJl COTJIACHO MEXKIYHAPOAHBIM HEMATEHTOBAHHBIM HAUMEHOBAHHSIM
(MHH) Bcemuproii opranusamuu 3apaBooxpaneHus (BO3) or 2014 r., aHTHUTENnO IOJKHO
XapaKTepPU30BaTbCS HMACHTHYHOCTBIO MO MeEHbIIeH wMepe 85% ¢ MOcCaenoBaTeNbHOCTSIMU
aHTUTEJNA 3aPOIbIIIEBON JIMHUH YeJIOBEKa (T.€. 1O COMaTHYeCKOW runepmyrtanui). CMelmaHHble
aHTUTENA MPEACTABISIIOT COOOH aHTHUTENa, B KOTOPBIX O/IHA LIeNb aHTUTENa (HApUMep, TshKenas
IIeTlb) COOTBETCTBYET NPEIETbHOMY 3HAYEHHUIO, HO Jpyras Lemnb (HampuMmep, Jierkas Lelb) He
COOTBETCTBYET NPEACTHbHOMY 3HAYEHHMIO. AHTHTENO KIACCU(PUIMPYIOT KaK XUMEPHOE, €CIIU HU
OlHa U3 LieNel He COOTBETCTBYET MPEAENbHOMY 3HAYEHHUIO, AK€ €CNIM KapKacHbIE y4acTKU

BapualenpHONH oOmacTu myiss oOeux wLered ObUIM TMOJIydeHBbI IO CYIIeCTBY OT YeJoBeKa C
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HEKOTOPBIMU OOpaTHBIMU MyTarusiMu Mbimd. Cm. nmyOnmkanmto Jones et al. (2016) The INNs
and outs of antibody nonproprietary  names, mAbs  8:1, 1-9, DOL
10.1080/19420862.2015.1114320. Cm. Taxxe nyomukauuro “WHO-INN: International
nonproprietary names (INN) for biological and biotechnological substances (a review)”
(uHTEpHET) 2014. JoctynHa o anpecy http://www.
who.int/medicines/services/inn/BioRev2014.pdf), BkiroyeHa B  HACTOSIIUI  JOKYMEHT
IIOCPEZICTBOM CCBUIKU. Bo m3bekaHune COMHEHHH TePMUH «T'YMAaHH3UPOBAHHOE» B HACTOSINEM
JOKYMEHTEe He OrpaHHYeH OllpelesieHHeM T'yMaHU3UpOBaHHBIX aHTUTen corsacio MHH BO3
2014 r. Hexoropsle U3 ryMaHU3UPOBAHHBIX AHTUTEJ, MPEAJIOKEHHBIX B HACTOSIIIIEM JOKYMEHTE,
XapaKTepU3yIOTCsl  UAEHTHUYHOCTBIO  IOCIEAOBAaTEIbHOCTH IO  MeHblled wmepe  85%
MOCJIEIOBATENBHOCTSIM 3aPOJBIILIEBOI JIMHUM YeNOBeKa, U HEKOTOpble U3 I'yMaHU3UPOBAHHBIX
aHTUTEJ, TPEAJIOKEHHBIX B HACTOSLIEM JOKYMEHTE, XapakTepU3YIOTCS HAEHTUYHOCTBHIO
MOCJIEIOBATENILHOCTH MeHee 85% MOCIeAoBaTeNbHOCTAM 3apOAbIIIEBOM JIMHUM 4YeJOBeKa.
Hekoropble u3 TspkenbIx Lienell T'yMaHU3UPOBAHHBIX AHTUTEN, NMPEAJIOKEHHBIX B HACTOALIEM
TIOKYMEHTE, XapaKTepU3yITCs HASHTUYHOCTBIO MOCIE0BATENBHOCTH OT NpUOIM3nuTeNbHO 60%
1o 100% c¢ mocnenoBaTeNbHOCTSIMU 3apOABILIEBON JIMHUM YE€JIOBEKa, TaKUe Kak, Halmpumep, B
auana3one ot npudmausurenbao 60% mo 69%, ot 70% o 79%, ot 80% mo 84% wumu ot 85% no
89%. HekoTopsle TsxKenble Lenu He AOTATUBAOT 10 onpeneneHus cornmacio MHH BO3 2014 r.
U XapaKTEePHU3YIOTCs, HaIpUMep, HUIEHTHYHOCTBIO MOCIENOBATENIbHOCTH MPHOIU3UTENBHO 64%,
65%, 66%, 67%, 68%, 69%, 70%, 71%, 72%, 73%, 74%, 75%, 76%, T7%, 78%, 79%, 80%,
81% wmu 82%, 83% wnu 84% ¢ mocnenoBaTebHOCTSMU 3aPOJBIIIEBON JTHHUU YeJIOBEeKa, TOrAa
KaKk ApYyrue TsDKeble LIeNU COOTBETCTBYIOT ompeneneHuto cornmacio MHH BO3 2014 r. u
XapakTepusyrTCs npudbau3uTenbHo 85%, 86%, 87%, 88%, 89% wnu Oombiueil HAEHTHYHOCTBIO
MIOCJIEIOBATENIBHOCTH C MOCJIEA0BATEIbHOCTSMU 3apOAbILIEBON TNHUHN YenoBeka. Hekoropble u3
JEerKUX Leneil T'yMaHU3HUPOBAHHBIX AaHTHUTEN, TMPEAJIOKEHHbIX B HACTOSALIEM JOKYMEHTE,
XapaKTePU3YIOTCA MASHTHYHOCTBIO MOCIENOBATENbHOCTH OT npuOamsuTenbHo 60% no 100% c
MOCJIEIOBATEILHOCTSIMU 3aPOJBILIEBON JIMHUN YeJOBeKa, TAKUMHU Kak, HallpuMep, B Juana3oHe
ot npubnmusutensHo 80% 1m0 84% wnn ot 85% no 89%. HekoTopsle erkue nenu He TOTATUBAIOT
no omnpenenenust cornmacio MHH BO3 2014 r. u xapakTepu3yroTcsl, HalpuMep, UIEHTHUYHOCTBIO
nocJieIoBaTeIbHOCTH TpuOm3uTeibHo 81%, 82%, 83% win 84% ¢ mocinenoBaTeIbHOCTSIMHU
3apOABILIEBON JIMHUU YeJIOBEKa, TOrZla Kak JApYyrue JIerKHe LM COOTBETCTBYIOT OIpENeIeHHIO
cormacio MHH BO3 2014 r. u xapakrepusyroTcsi mpudausureapHo 85%, 86%, 87%, 88%, 89%
Wi OONbIIel MIEHTHYHOCTBIO IMOCIENOBATEIBHOCTH C IOCIENOBATEIbHOCTIMH 3aPOABIIIEBOM
JUHUM 4YenoBeka. HekoToprple I'yMaHM3HMPOBAaHHBIE AHTHUTENA, NPEIJIOKEHHbIE B HACTOSIIEM

AOKYMEHTE, KOTOPBIC SBJIAOTCA «XUMCPHBIMHU» B COOTBETCTBUH C OIPEACIICHUEM COrJIaCHO
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MHH BO3 2014 r., conmepxaT TsbKelble LeNM C WIAEHTUYHOCTBIO MeHee 85% c
MOCJIEIOBATENIbHOCTSIMU  3aPOABILIEBON JIMHUM 4YeJIOBEKa, CIapeHHble C JIETKUMU LEMsIMH,
KOTOpBbIE  XapaKTePU3YIOTCS UACHTHUYHOCTBIO MeHee 85% ¢ MOcCienoBaTeslbHOCTAMU
3apOABIIIEBON JIMHUU 4eoBeka. HekoTopple r'yMaHU3MpPOBaHHBIE AHTUTENA, MPEJIOKEHHbBIE B
HACTOSILIEM AOKYMEHTE, SIBJIIOTCS «CMELIAaHHBIMU» B COOTBETCTBUU C ONPEAENIEHUEM COTJIACHO
MHH BO3 2014 r, Hampumep, COAEpXaT TKENYH LeNb € HASHTUYHOCTBIO
MOCJIEIOBATEIHOCTH IO MeHbIuel mepe 85% ¢ mocienoBaTeTbHOCTSMH 3aPOMBIIIEBON JTUHUU
YelioBeKa, CIApEeHHYI C JIETKOW IeNblo, KOTOpas XapakTepu3yeTcss WAEHTHUYHOCTBIO
MOCJIEIOBATENILHOCTH MeHee 85% C IMocieqoBaTeNIbHOCTAMM 3apOJbIIEBON JMHUM 4eIOBeKa,
wi Haobopor. Hekoropele T'yMaHU3HPOBAHHBIE AHTUTENA, MNPEIJIOKEHHbIE B HACTOALIEM
JOKYMEHTE, COOTBETCTBYIOT OIPENENICHHUI0 «TYMaHM3UPOBAHHOro» aHTuUTena coriacio MHH
BO3 2014 r. u comepkat TsDKENYHO LENb C HICHTHYHOCTBIO MOCJIENOBATEIbHOCTH MO MEHbINEH
Mepe 85% cC mocneaoBaTeNbHOCTAMM 3apOJBIIIEBON JTUHUM YeNOBEKa, CIApEHHYI0 C JIErKOH
LIENbl0, KOTOpasi XapaKTepU3yeTcs WASHTUYHOCTBIO IOCJIEOBATEIbHOCTH MO MEHbIIEH Mepe
85% ¢ mocienoBaTeNbHOCTSIMH — 3apOABbIIIEBON  JIMHUM  4esnoBeka. JlomojHuTenbHbIE
I'YMaHU3UPOBAHHBIE AHTUTENA COTJIACHO  HACTOSIIEMY  HM300PETEHHIO  COOTBETCTBYIOT
OTpPENEeIeHUI0 «CMeIIaHHbIx» anturen cornacio MHH BO3 2014 r.

[0339] HecmoTpst Ha TO, YTO T'YMaHU3UPOBAHHbIE AHTUTENA YACTO COJEPKAT BCE IIECTh
CDR  (ompenmeneHHbIX  COrJlaCHO  JEOOOMY — OOLIETIPUHSATOMY  ONPEAENICHUIO,  HO,
NPEANOYTUTENBHO, COrJlacHO ompeneneHnio K»0ora) U3 aHTUTENa MBILIIM, HX TAKXKE MOXKHO
nojyuuth He co Bcemu CDR (Hanmpumep, no menbiueit mepe ¢ 3, 4 uiu 5 CDR) u3 anrurena
mbinu (Hanpumep, Pascalis et al., J. Immunol. 169:3076, 2002; Vajdos et al., J. of Mol. Biol.,
320: 415-428, 2002; Iwahashi et al., Mol. Immunol. 36:1079-1091, 1999; Tamura et al, J.
Immunol., 164:1432-1441, 2000).

[0340] B HekoTopbix aHTHTenax Tojbko 4dacTh CDR, a mMeHHO moarpymma OCTaTKOB
CDR, nHeoOxomuMbIX st CBs3bIBaHUs, OOO3HA4aeMbix SDR, HeoOXOmuMBI IJisi COXpaHEHHSI
CBSI3bIBAHUS B rymMaHu3upoBaHHOM aHTutene. Octatku CDR, He OCyLIECTBISIOIUE KOHTAKT C
aHTUTEHOM H He oTHocsmuecss K SDR, MoxHO wuneHTHQHUIMpPOBATP HA OCHOBAaHUH
NPEAIIECTBYIOIINX HcclenoBannii (Hampumep, ocratku H60 — H65 B CDR H2 wacro He
SBISTIOTCST HeoOxonumbimu), u3 obnacteit CDR cornmacHo Ks0oty, nexamux 3a mpenenamu
runiepapuabenpHpix  nerenb Yorma (Chothia, J. Mol. Biol. 196:901, 1987), meromom
MOJIEKYJISIDHOTO MOZENUPOBAHUS W/WIM SMIMPHUYECKH, WM KaK ONHCAHO B MyOJIMKAIL[UH
Gonzales et al., Mol. Immunol. 41: 863, 2004. B Takux ryMaHM3HpPOBAaHHBIX AHTHUTEIAX B
MOJIOXKEHUSAX, B KOTOPBIX OTCYTCTBYIOT OAMH WM Oosee NOHOpHbIX octatkoB CDR wmnu B

KOTOpPBIX INpomnylleH Bechb AoHOpHbI CDR, amMMHOKMCIIOTa, 3aHMMAOINasl MOJIOKEHUE, MOXKET
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NPEACTaBIATh COOOH aMUHOKHCIOTY, 3aHHMAIOLIYI0 COOTBETCTBYIOLIEE MOJIOKEHHE (COTJIacHO
HyMeparuu K>001a) B mocieoBaTeIbHOCTH aKLeNTOPHOro anTutena. KonnyecTso Takux 3amMeH
akuenropa amMuHOKMciIoTamMu joHopa B CDR  ans  BrimroueHuwst orpakaer OanaHc
KOHKYpUPYIOLINX cooOpaxkeHnH. Takue 3aMeHbI SIBJIAIOTCS NOTEHIUAIBHO ONaronpusTHBIMHU JUIS
CHIDKEHMSI KOJINYEeCTBA AMUHOKUCIIOT MBILIM B T'YMAaHU3UPOBAHHOM AHTHUTENE U, KaK CIIEICTBUE,
CHIDKEHUsS] TOTEHLHUAIBHOH HMMYHOT'€HHOCTH, W/WIM JJIi COOTBETCTBUSl  OINPENENICHHIO
«ryMaHusupoBaHHoro» anrurena cornmacio MHH BO3. OnHako 3aMeHBbI MOTYT TaK)ke BbI3bIBATh
u3MeHeHus: apPUHHOCTH, W 3HAYUTENIHOrO CHIDKEHUs a(p@UHHOCTH, NPEANnoOYTHTEIHHO,
u3beraroT. [lonoxenus st 3amensl B penenax CDR u aMUHOKHCIOTHI TSl 3aMEIIEeHUsT TaKKe
MOYKHO BBIOPATh SMITUPUIECKH.

[0341] ITocnenoBaTebHOCTH AKLIEITOPHOTO AHTUTENIA YEIOBEKa MOXKHO HEOOS3aTeNIbHO
BBIOpaTh CpEeOM MHOXECTBA W3BECTHBIX IIOCJIEAOBATENIPHOCTEH AaHTUTENA YeJOBEeKa JUIs
MOJIY4EHHUSI BBICOKOW CTENEHH MASHTUYHOCTH ITOCIIENOBATEIbHOCTH (HAIPUMED, WACHTUYHOCTH
65 — 85%) mMexnay KapKaCHBIMH Y4YacTKaMu BapuaOenpbHOH 00JacTH  aKLEeNTOPHOM
NOCJIEIOBATEILHOCTH Y€JIOBEKa U COOTBETCTBYIOIIMMH KapPKACHBIMH yYaCTKaMH BapuaOelnbHOM
00JacTH €Ny JOHOPHOTO aHTUTENA.

[0342] HekoTopble r'yMaHM3UPOBAHHBIE U XMMEPHBIE AHTUTENA 00JIaJaI0T OAMHAKOBBIMU
(B mpenmenax SKCHEPUMEHTAIBPHOW OMMOKH) WM  YJYYIIEHHBIMH (PYHKLHOHAJIBHBIMU
CBOMCTBaMH, Hampumep, a(pQPUHHOCTBIO CBSI3bIBAHHMS C Tay 4YeJIOBEeKa, HWHTHOUPOBAHHEM
MHTEPHAJIM3AlUK Tay B HEMPOHBI, KaK OMHMCAHO B MPUMEPAxX, KaKk M MbIIINHbIE aHTHUTENA, U3
KOTOpPBIX OHM ObutM moONy4deHbl. Hampumep, HEKOTOpble TI'YMAaHHU3UPOBAHHBIE M XHMEPHBIE
aHTuTena obnmanaror apPUHHOCTBIO CBsI3bIBAHMA B 3, 2 Miau 1 pa3 BbIE [0 CPABHEHUIO C
MBILIMHBIM AaHTHTEJIOM, U3 KOTOPOTO OHU ObLTH MOJTy4YeHbl, WU ad(PUHHOCTHIO, HEPA3IUIUMOIT B
npeaenax 3KCIepuMeHTaIbHOW OOk, HeKoTopbie T'yMaHU3HPOBAHHBIE M XUMEPHbBIE aHTUTEIA
UHrHOMPYIOT MHTEPHAIM3ALMWIO Tay B HEHPOHBI, KaK OMHMCAHO B mpumepax, B 3, 2 wmm 1 pas
OoJblIle MBIIIMHOTO AHTUTENA, U3 KOTOPOrO OHHM ObUIM TOJIYYEeHBI, WJIM WHTHOUPYIOT TO XKe
camoe B IpeesiaXx SKCIePUMEHTATBHON OIIUOKH, YTO U MBIIIMHOE aHTHTENO, U3 KOTOPOrO OHH
Obun mony4deHsl. HekoTopele T'yMaHW3WPOBaHHBIE AHTHUTENA IEMOHCTPUPYIOT MOHMKEHHYIO
UMMYHOT€HHOCTb, TOBBIIIEHHYIO a(p(UHHOCTb, TOBBILIEHHYIO TEPMOCTAOUIBHOCTh H/MIIH
YIYUYIIEHHYI0 JKCIPECCHI0 IO CPAaBHEHHIO C paHee OMUCAHHBIMU T'YMaHH3HUPOBAHHBIMU
dopmamu  anTurena 3D6 (em. WO  2017/191560). hu3D6VHvV1bA11/L2-DIM4
IPOEMOHCTPUPOBAIH YIYULIEHHYIO a(UHHOCTD, O YeM CBHIIETEJILCTBYET 3HAUEHUE CKOPOCTH
acconmaumy, ckopoctu aucconmauuu U Kd mo cpaBHenuro ¢ mcxomasiM hu3D6VHvIbA11/
hu3D6VLv2. hu3D6VHv1bA11/L2-DIM4 MPOJIEMOHCTPHUPOBAT bonee BBICOKYIO

TEPMOCTAaOMIIBHOCTD U TUTP MO CpaBHEHHIO ¢ HcXoaHbIM hu3DO6VHVIbA11/ hu3D6VLv2.
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[0343] IIpumep axkuenTOpHON MOCNENOBATEIbHOCTU ISl TSKENOHM Lenu MpeaCcTaBsieT
co0oii 3penyro BapradenpbHy 00JIACTh TSKENION Lenu YesioBeka rymanusuposanHoro 48G7 Fab
¢ yuetHeiM kogoM PDB 2RCS-VH huFrwk (SEQ ID NO:75). BapuabenpHbie nomens! 3D6 u
48G7 Fab Takke wumeroT oauHakoByro uuHy and nerens CDR-H1, H2. Ilpumepom
AKLENTOPHOW  TOCJENOBAaTENIbBHOCTH  TSDKEJIOM Lienu  SIBJsIeTCsl  4YejloBeueckas — 3penas
BapuabenbHass obnacte Tsokenoi nenu IMGT# IGHV1-69-2*%01 (SEQ ID NO:25). IMGT#
IGHV1-69-2*%01 (SEQ ID NO:25) umeer kanonuueckyr ¢popmy CDR-H1 u H2 wmbimmHOMN
msokeno nenu 3D6. IMGT# IGHV1-69-2*01 (SEQ ID NO:25) npunamieskut k noarpyrmrme 1
TSKEJION 1enu 4enoseka. [IpumepoM akLenTopHON MOCIeN0BaTENbHOCTH JIETKON LIeTIH SIBISETCS
3penasi BapuadenpHasi 0OJIACTh JIETKOW IIEMH YelIoBeKa ¢ yueTHbiM kKomoM PDB uenoseueckoe
aatutenno ARX71335 VL (SEQ ID NO:82). BapuaGenbHblli Jlerkuil joMeH antutena 3D6 u
ARXT71335 Ttaxkke uMeeT onuHakoByr anuHy ans nereinb CDR-L1, L2 u L3. Ilpumepom
aKLENTOPHOW TMOCIEeNOBATEIbHOCTH JIETKOH IIenu SIBISiETCsS 3penas BapuadenbHas o0JacThb
aerkoit nenu yenoseka ¢ IMGT# IGKV2-30%02 (SEQ ID NO:27). IMGT# IGKV2-30*02 (SEQ
ID NO:27) umeer te xe kaHonmueckue kjaccol aist CDR-L1, CDR-L2 u L3, 9T0 1 MbIIIHHOE
3D6. IMGT# IGKV2-30*02 (SEQ ID NO:27) npuHaajIeKuT K MOArpyIine 2 Karmra 4eJI0BeKa.

[0344] Ecnu BbiOpaHbl OoJiee OMHOH aKIENTOPHOW TOCIENOBATEIbHOCTH aHTUTENA
YeJOBeKa, MOXXHO TPUMEHATh OOBEIUHEHWE WM TUOPUA JAaHHBIX AaKLEeNTOpOB, U
AMUHOKHCJIOTBI, HCMOJb3y€Mble B  PA3IMYHBIX MOJOXKEHUAX B  TYMaHU3UPOBAHHBIX
BapuabenbHbIX OOJACTSAX JIETKOW LIeNMM M TSKENOW Ienu, MOTYT ObITh B3STHI U3 JHOOOH U3
HCIOJIBb3yEeMbIX MOCIEN0BATEIbHOCTEH AaKLENTOPHOIO aHTHUTeNa 4enoBeka. Hampumep, 3penbie
BapuabenbHble oOnacTu Tspkenoit uenu uenoseka IMGT# IGHV1-69-2*01 (SEQ ID NO:25) u ¢
yuetHbiM komom PDB # 2RCS-VH huFrwk (SEQ ID NO:75) mpumeHssim B Ka4yecTBe
AKLENTOPHBIX TMOCJIENIOBATEIbHOCTEH Ui TyMaHW3alMU 3pesioil  BapuabenbHOW o00nacTu
Tsxkenol nenu 3D6. Ilpumep mosio:keHH, B KOTOPBIX AAHHBIE ABA aKLENTOpPa OTJIUYAKTCS,
Brirouaer nonokenne H17 (T wmmu S). I'ymanusupoBaHHbIe BepcHH BapuadOenbHO oOjacTu
Tsokenod nermu 3D6  Moryt comepkarh JIFOOBIE  AMUHOKHCIOTBI B JAHHOM  IOJIOKEHHH.
Hamnpumep, 3penbie BapuadbenbHble oOnacTu yierkoit nenu yenoseka IMGT# IGKV2-30*02 (SEQ
ID NO:27) u PDB nomep # ARX71335-VL_huFrwk (SEQ ID NO:82) nmpumeHsin B KadecTBe
AKLENMTOPHBIX MOCIENOBATEIbHOCTEH ISl TYMAaHU3ALKWK 3PEJIoN BapuabenbHON 00IacTH JIETKOM
uermu 3D6. IIpumepoM mnonoxeHus, B KOTOPOM 3TH ABA aKLENTOPA Pa3IN4yarOTCs, SIBJIAETCA
nonoxenne L100 (Q mnu A). 'ymanu3upoBaHHble BepCcUH BapruabenbHONH 00JIaCTH JIETKOH LI
3D6 MoOryT BKIIFOYATH JIFOOYI0 aMUHOKHUCIIOTY B 3TOM ITOJIOKEHHH.

[0345] OnpeneneHHble aMUHOKHCIOTHI U3 KaPKACHBIX OCTAaTKOB BapualeabHOU o0jacTu

YCJIOBCKa MOXXHO BbI6paTb A 3aMCIICHUA Ha OCHOBAHMHM HX BO3MOXXHOI'O BJIMAHHUA Ha
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koHpopMmanmro CDR w/mnu CBsI3bIBaHHWE C AHTUTEHOM. lccienoBaHMe TaKMX BO3MOKHBIX
BIUSHUN  OCYLIECTBIISIIOT  IOCPEICTBOM  MOJEJIMPOBAHUS, M3YYEHHUS  XapaKTEPUCTHK
AMMHOKHCIIOT B KOHKPETHBIX PACIIONIOKEHHUAX WM SMITUPUYECKOro HabmoaeHus 3a sgdexramu
3aMEeHBl WIM MyTareHe3a KOHKPETHBIX aMHUHOKHUCIIOT.

[0346] Hampumep, korma aMHUHOKHCIIOTA OTJIMYAETCS MEXKIY KapKaCHbIM OCTAaTKOM
BapuadeNpbHOl 00JIAaCTH MBIIIK U BBIOPAHHBIM KapKACHBIM OCTaTKOM BapuaOeNbHOH o0nactu
YeJIOBEKa, KapKACHYI0 aMHUHOKHCJIOTY 4eJIOBEKa MOXKHO 3aMEHUTb SKBUBAJIEHTHOW KapKacHOU
AMHMHOKHCJIOTOH U3 aHTHTENA MBILIH, KOrAa 000OCHOBAHHO OXKHJIAOT, YTO AMUHOKHCIIOTA!

(1) HEKOBAJEHTHO HATIPSIMYIO CBS3BIBACTCS C AHTUT€HOM,

(2) npuneraer k yuactky CDR nnm B npenenax CDR cornacHo onpenenennto Yotua, HO
He Kobora;

(3) unbpIM criocoboMm B3ammonelicTByeT ¢ ydactkom CDR (Hanmpumep, Haxomurtcs B
npenenax mpubmusuTensHo 6 A or ywactka CDR) (Hampumep, uYTO MAEHTHPUIEPOBAHO
MIOCPEICTBOM MOJIEJIMPOBAHUS JIETKOH WIIM TSDKENIOH Ienmd Ha paciiu(poOBaHHOW CTPYKType
TOMOJIOTMYHON M3BECTHOM LIEMH HUMMYHOTJIOOYJINHA); WIH

(4) mpencrasisier cCOOOM OCTaTOK, YYAaCTBYIOUIUH B MOBEPXHOCTH B3auMOneHcTBUsT VL-
VH.

[0347] CornacHO BapuaHTy pealu3alud T'yYMaHU3UPOBAHHBIE MOCJIEIOBATEIbHOCTH
NOJIy4eHbl C TNPUMEHEHHeM AByxsTanHoro mnporokona ITLP, koTopelii MO3BONAET BBOIUTH
HECKOJIbKO MyTalMM, JeNeluil U BCTAaBOK C NPUMEHEHHEM CaiT-HalpaBJIEHHOIO MyTareHes3a
QuikChange [Wang, W. and Malcolm, B.A. (1999) BioTechniques 26:680-682)].

[0348] KapkacHeie octaTtku u3 knaccoB ¢ (1) o (3) cornmacuo onpenenenuto Queen, US
5530101 wmHOrma B KauecTBe aJbTEPHATUBbI HA3bIBAIOT KAHOHUYECKUMHU U BEPHbEPHBIMHU
ocratkamu. KapkacHble OCTaTKH, KOTOPbIE TIOMOTAIOT onpeaenutb koHpopmauuto neraun CDR,
UHOrza HasbpiBaloT kaHoHWuUeckumu octatkamu (Chothia & Lesk, J. Mol. Biol. 196:901-917
(1987); Thornton & Martin, J. Mol. Biol. 263:800-815 (1996)). KapkacHble 0CTaTKu, KOTOpBIE
NOJ/IEPKUBAIOT KOH(OPMAIIMIO AHTUTEHCBS3BIBAIOINEH TMETIIM W HUIPAOT POJb B TOHKOM
HACTPOHKE COOTBETCTBUSI AHTUTENA AHTUTECHY, MHOTJA HA3bIBAIOT BEPHBEPHBIMU OCTATKAMH
(Foote & Winter, J. Mol. Biol 224:487-499 (1992)).

[0349] [pyrue kapkacHble OCTaTKH, KOTOpbIE SIBJISIOTCS KaHAWAATAMU Uil 3aMEHbI,
MPEICTABIISIFOT COOOM OCTaTKH, 0Opasyrollne MOTEHINANbHBIA CAWT INKO3WInpoBanus. Elre
OOHUMH KaHIWAATAaMH Ui 3aMEHbl SIBISIFOTCS AaKLENTOPHbIE KapKacHbIE aMHHOKHCIIOTBI
YeJIOBEKa, KOTOPbIE SIBIIAIOTCS HEOOBMHBIMH JJIs1 MMMYHOIJIOOYJMHA 4YeJNOBeKa B JAHHOM

ITOJIOKCHUU. HaHHbIe AMHMHOKHCJIOTBI MOXXHO 3aME€HHUTH aMHHOKHCJIIOTAMH H3 3KBHBAJICHTHOI'O
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MOJIOKEHHUSI TOHOPHOTO aHTHUTENA MBIIIN MM U3 SKBHUBAJEHTHOTO MOJIOXKEHUsI O0Jiee TUITHYHBIX
UMMYHOTJIOOYJIMHOB Y€JIOBEKA.

[0350] [pyrue kapkacHbleé OCTaTKU, KOTOpbIE SIBJIAIOTCA KaHAWAATAMU [JIs 3aMEHBI,
NpeAcTaBisIOT coOoi N-kOoHUEBble ocTaTKu riuyramuHa (Q), KOTOpble MOXXHO 3aMEHUTHb
riyTaMuHOBOM KucioToi (E) mist MUHUMU3aluyn BO3MOXKHOCTH KOHBEPCUH nuporiyramara [ Y.
Diana Liu, et al., 2011, J. Biol. Chem., 286: 11211-11217]. KoHuBepcusi riiyTaMHHOBOM KHUCIIOTBI
(E) B mupornyramart (pE) npoucxoaut 6onee MenieHHo, 4em riiytamuna (Q). B ¢Bs3u ¢ yTpaToii
NEPBUYHOTO aMHHA MPU KOHBEPCUU TiyTamMuHa B PE aHTHTEna cTaHOBsATCS Oonee KucabiMu. B
pesyJbTaTe HETMOJIHOM KOHBEPCUU B AaHTUTENIE BO3HHUKAET I'eTePOreHHOCTh, KOTOPYK) MOYKHO
HaOJMIOIaTh B BUJI€ MHOXECTBA MHKOB C NMPUMEHEHHEM aHATUTHYECKHX CIOCOOOB Ha OCHOBE
3apsna. Paznuuusi B reTeporeHHOCTH MOTYT CBUIETENbCTBOBATH O HEAOCTATOYHOM KOHTpPOIIE
nporecca.

[0351] UnmrocTpaTuBHBIE  T'yMaHW3UPOBAHHBIE  AHTUTENA  NPEACTABISIIOT — COOOM
ryMaHu3upoBaHHble popmbl 3D6 Mbin, o0o3HaueHHBIe HU3D6.

[0352] ArtuTteno 3D6 Mblmu comep:kKuT 3penble BapuabenbHble O0JACTH TIKENOH U
JIETKOM Lienel, cojeprkaliie aMUHOKUCIIOTHBIE MOCNIEN0BaTeIbHOCTH, KOTOphle copepxkar SEQ
ID NO:7 u SEQ ID NO:11, coorBerctBeHHO. B HacTosmemM H300peTeHUH MPEIJIOKEHBI
I'yYMaHU3UpPOBaHHbIE (OPMBI MBIIMHOTO aHtuTena 3D6, Bxmouas 10 WITIOCTPATUBHBIX
I'YMaHU3UPOBAHHBIX 3peibIX BapuabenbHbIX obnactel Tspxenoi nenu (hu3D6VHvb1 (SEQ ID
NO:76), hu3D6VHvb2 (SEQ ID NO:77), hu3D6VHvb3 (SEQ ID NO:78), hu3D6VHvb4 (SEQ
ID NO:79), hu3D6VHvbS (SEQ ID NO:80), hu3D6VHvb6 (SEQ ID NO:90), hu3D6VHvb7
(SEQ ID NO:91), hu3D6VHv1bA1l D60OE (h3D6VHvb8, SEQ ID NO:146), hu3D6VHv1bA1l
L82cV (SEQ ID NO:147) wu hu3D6VHvIbAlIl D60E L80M Q81E L82cV T83R
(h3D6VHVbY9, SEQ ID NO:148)) u 56 WUIIOCTPATUBHBIX TYMaHU3UPOBAHHBIX 3PENbIX
BapuabenpHbIx obnacreii nerkoit nenu (hu3D6VLvb1 (SEQ ID NO:83), hu3D6VLvb2 (SEQ ID
NO:84), hu3D6VLvb3 (SEQ ID NO:85), hu3D6VLv2 L54D (SEQ ID NO:93), hu3D6VLv2
L54G (SEQ ID NO:94), hu3D6VLv2 L54N (SEQ ID NO:95), hu3D6VLv2 L54E (SEQ ID
NO:96), hu3D6VLv2 L50E (SEQ ID NO:97), hu3D6VLv2 L54Q (SEQ ID NO:98), hu3D6VLv2
L50D (SEQ ID NO:99), hu3D6VLv2 L54K (SEQ ID NO:100), hu3D6VLv2 L54R (SEQ ID
NO:101), hu3D6VLv2 L54T (SEQ ID NO:102), hu3D6VLv2 L50G (SEQ ID NO:103),
hu3D6VLv2 148G (SEQ ID NO:104), hu3D6VLv2 148D (SEQ ID NO:105), hu3D6VLv2 L47G
(SEQ ID NO:106), hu3D6VLv2 Y49E (SEQ ID NO:107), hu3D6VLv2 L54V (SEQ ID
NO:108), hu3D6VLv2 L54S (SEQ ID NO:109), hu3D6VLv2 S52G (SEQ ID NO:110),
hu3D6VLv2 L47N (SEQ ID NO:111), hu3D6VLv2 L47D (SEQ ID NO:112), hu3D6VLv2 L47E
(SEQ ID NO:113), hu3D6VLv2 L47P (SEQ ID NO:114), hu3D6VLv2 L47T (SEQ ID NO:115),
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hu3D6VLv2 L47S (SEQ ID NO:116), hu3D6VLv2 L47A (SEQ ID NO:117), hu3D6VLv2 L50V
(SEQ ID NO:118), hu3D6VLv2 L37Q L50G L54R (SEQ ID NO:119), hu3D6VLv2
L37Q L50G L54G (SEQ ID NO:120), hu3D6VLv2 L37Q S52G L54G (SEQ ID NO:121),
hu3D6VLv2 L37Q S52G _L54R (SEQ ID NO:122), hu3D6VLv2 L37Q S52G L54T (SEQ ID
NO:123), hu3D6VLv2 L37Q_S52G L54D (SEQ ID NO:124), hu3D6VLv2 L37Q L54R (SEQ
ID NO:125), hu3D6VLv2 L37Q L54G (SEQ ID NO:126), hu3D6VLv2 L37Q L54D (SEQ ID
NO:127), hu3D6VLv2 L37Q L50G (SEQ ID NO:128), hu3D6VLv2 L37Q LS0D (SEQ ID
NO:129), hu3D6VLv2 L37Q L54T (SEQ ID NO:130), hu3D6VLv2 L37Q S52G (SEQ ID
NO:131), hu3D6VLv2 L37Q L54E (SEQ ID NO:145), hu3D6VLv2 L37Q L50D L54G (SEQ
ID NO:132), hu3D6VLv2 L37Q L50D L54R (SEQ ID NO:133), hu3D6VLv2
L37Q L50E L54G (SEQ ID NO:134), hu3D6VLv2 L37Q L5OE L54R (SEQ ID NO:135),
hu3D6VLv2 L37Q L50G_L54R_G100Q (SEQ ID NO:136), hu3D6VLv2
L37Q _L50G L54G_G100Q (SEQ ID NO:137), hu3D6VLv2 L37Q_S52G _L54R_G100Q (SEQ
ID NO:138), hu3D6VLv2 L37Q S52G L54D G100Q (SEQ ID NO:139), hu3D6VLv2
L37Q L50D L54G_G100Q (SEQ ID NO:140), hu3D6VLv2 L37Q L50D L54R_G100Q (SEQ
ID NO:141), hu3D6VLv2 L37Q L50V_L54D G100Q (SEQ ID NO:142), hu3D6VLv2 L37Q
(SEQ ID NO:143) u hu3D6VLv2 G100Q (SEQ ID NO:144)).

[0353] Ha @urypax 2 u 3 mOKa3aHO BbIpaBHUBAHHE BapuabENbHON OONACTH TSDKEION
enu U BapuabesbHOW 00JacTH JIETKOU IIeNH, COOTBETCTBEHHO, MBIMHMHBIX 3DO6 U pasiudHbIX
rymaHuzupoBanHbix aHtuten. Ha @urypax 9A u 9B mnokas3aHo BblpaBHUBaHHE BapuabeIbHOMN
obnactu TspkeIo# 1enu MpiuuHOro 3D6 ¢ BapuabenbHONH 00JaCThIO TSKENIOH LEeTH PasIHIHbIX
rymMaHu3upoBaHHbix aHtuten. Ha @durypax 10A, 10B, 10C u 10D noka3aHo BbIpaBHUBAHHE
BapuabenbHON oOnactu jerkoil nenu hu3D6VLv2 ¢ BapuabenbHOW 0OOJACTBIO JIETKOW IIETH
Pa3IMYHBbIX TYMaHU3UPOBAHHBIX AHTHUTEIL.

[0354] TTo mpu4rHaM, TaKUM KakK BO3MOKHOe BiusiHUEe Ha KoH(popmaimro CDR w/umu
CBSI3bIBAHUE C AHTUT'€HOM, OMOCPENOBaHNE B3aUMOAEUCTBUS MEKAY TSKENON U JIETKOHW LernsiMH,
B3aMMOJIECTBHE C KOHCTAHTHOW O0JIACThIO, TIpeCcTaBieHne coO0l caiiTa s JKkenaTeTbHOU HITH
HEKeJIATeNIbHON TOCTTPAHCISIIMOHHON MOAU(UKALINN, TPEICTaBIeHHe CO00H HEOOBIYHOTrO
OCTaTKa JJisl CBOEro MOJIOXKEHHS B TOCJIEAOBATENBHOCTH BapuabenpHON OOJNAacTH uenoBeKa U
BCJIEZICTBHE 3TOT0 — MOTEHLUAIBHO HMMYHOTE€HHOTO, NMPHOOpeTeHrne NOTeHINaNa arperauu, u
N0 JPYyr'MM TPUYMHAM CIEAyIoImHe 35 KapKacHbIX MOJOXEHUH BapuaOenbHON o0macTu
NOCYHTAIN KaHAUAATAMH JJISl 3aMEH B 50 WIUTIOCTPATHBHBIX 3PEJbIX BapuabeTbHBIX O0IACTIX
JIETKOM 1ernu 4denoeka U 10 MIUTFOCTPATUBHBIX 3pEJbIX BapUAOENbHBIX O0JNACTSX TSHKEJION Lern
YeJIOBEKa, JOTOJIHUTENPHO YKa3aHHbIX B mpumepax: L7 (T7S), L10 (T10S), L15 (I15L), L17
(Q17E), L37 (L37Q), L45 (K45R), L47 (L47G, L47N, L47D, L47E, L47P, L47T, L47S wmu



PCT/US2020/020704 62 WO 2020/180819

L47A) , L48 (148G umm 148D), L49 (Y49E), L83 (L83V), L86 (H86Y), L100 (A100Q), L106
(L106I), H1 (QIE), H5 (Q5V), H11 (L11V), H17 (S17T), H20 (L20I), H23 (T23K), H38
(K38R), H42 (E42G), H43 (Q43K), H66 (K66R), H67 (A67V), H75 (S75T), H76 (N76D), H80
(L80M), H81 (Q8I1E), H82c (L82cV), H83 (T83R), HO1 (Y91F), H93 (A93S), H94 (S94T),
H108 (T108L) u H109 (L109V). Cnenyromue 9 CDR mnonoxenuii BapuabenbHON obmacTu
NOCUUTANM KaHAMJATAaMH JJIsl 3aMEH B 56 MJUIIOCTPATHUBHBIX 3pPENbIX BapuaOenbHBIX 00IacTsIX
JIETKOM Lienu 4yesioBeka U 10 WITFOCTPAaTUBHBIX 3peJibIX BapUaOeNbHbIX O0JACTSIX TSKENION LEenH
YeJIOBEKa, NOMOMHUTENBHO YKa3aHHbIX B mpuMepax: 124 (K24R), L50 (LSOE, L50D, L50G wnu
L50V), L52 (S52G), L54 (L54D, L54G, L54N, L54E, L54Q, L54K, L54R, L54T, L54V unmu
L54S), H28 (N28T), H54 (N54D), H56 (DS6E), H58 (V58I) u H60 (D60E). B HekotopbIx
rymaansupoBanHbix 3D6 amtutenax CDR-H2 cormacno K»0oTy mMeeT aMHHOKHCIOTHYIO
nocyenoBaTesbHOCTh, copepxaiyo SEQ ID NO:87. B HekoTOpbIX I'yMaHH3UpOBaHHbIX 3D6
aatutenax CDR-H2 cormacho K»s00oTy wuMeer aMHHOKHCIOTHYIO —MOCJIEIOBATEIBHOCTD,
coxepskamyo SEQ ID NO:149. B Hexkoropbix rymaHusupoBaHHbix 3D6 antutenax CoriacHo
CBOTHOMY ONPENEICHUI0 Ks06orta-Horua CDR-H1 UMeeT AMUHOKHCJIOTHYO
nociiefoBaTeIbHOCTh, conepskamyo SEQ ID NO:86, u CDR-H2 cormacHo Ksbory umeer
AMUHOKHUCJIOTHYIO TOCIEA0BaTeNbHOCTh, coaepxkaiyro SEQ ID NO:87. B HekoTopbix
r'yMaHU3UpOBaHHBIX 3D6 aHTHUTENAX coriacHo cBonHOoMy onpeaneneHnto Kabdora-Horua CDR-HI
UMeeT aMHUHOKHCJIOTHYIO MOCIEeA0BaTeIbHOCTD, copepxkamyro SEQ ID NO:86, u CDR-H2
cornacHo K300Ty nMeeT aMMHOKHCIIOTHYIO MOCIIEN0BATENbHOCTD, cofepskamyo SEQ ID NO:88.
B HekoTOpbIX ryMaHM3MpOBaHHBIX 3DO6 aHTHTENax COrjiacHO CBOAHOMY omnpeneneHmoo Ksbora-
Yorna CDR-HI1 nmeer aMHHOKHUCIIOTHYIO MOCHIEN0OBATENbHOCTD, coaepxkamyo SEQ ID NO:86,
u CDR-H2 cornacHo K»300Ty mMeeT aMHHOKHCIOTHYIO MOCJIEAOBATEIbHOCTD, CONEPIKAIIYIO
SEQ ID NO:92. B HekoTopbix ryMaHn3upoBaHHbix 3D6 anturenax CDR-L1 coriacHo Kaboty
UMeeT aMHHOKHCIOTHYIO INOCHenoBaTeNbHOCTh, coAepskamyo SEQ ID NO:89. B HekoTopbIx
rymaHusupoBanHbix 3D6 antutenax CDR-L2 cornacno K300Ty comepkUT aMUHOKHCIOTHYIO
MOCJIeIOBATEIBHOCTD, BRIOPAHHYIO U3 TPyIIbI, coctoseit u3 SEQ ID NO:150-175.

[0355] 3mech, kak U B APYroM MecCTe, YIOMSHYTBIH MEPBbIM OCTATOK MpPEACTaBsIeT
co0OH OCTAaTOK T'YMaHHM3MPOBAHHOTO aHTUTENa, OOpa3oBaHHBIA mocpenctBoM mepenoca CDR
cormacHo Kabory wim CDR coriacHo cBogHoMy omnpenenennio Horna-Ksbora B ciyqae CDR-
H1l B akuenTopHbIi KapKacCHBbIM Y4YaCcTOK 4YEJNOBEKAa, W YHNOMSHYTBIH BTOPBIM OCTaTOK
NPEACTaBIsIeT COOOH OCTATOK, pACCMAaTPUBAEMBIN Il 3aMEHBI TAKOTO OCTaTka. Takum oOpasom,
B Ipefenax KapKaCHBIX Y4YacTKOB BapHaOeNbHOW OONACTH YHOMSHYTBHIH IEPBBIM OCTaTOK
npeacTaBisieT coOOM ocTaTok uenoBeka, a B mpeaenax CDR ynoMsHYTbIM HEpBBIM OCTATOK

MPEICTaBIIET COOOI OCTATOK MBIIIIH.
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[0356] MnmrocTpaTHBHBIE aHTHUTENA BKIKOYAIOT JIOObIE MEPMyTalUU WM KOMOWHALIUU
WLTIOCTPATUBHBIX 3pENIbIX BapHaOeNbHbIX oOnacTedl Tsokenoil u jerkoi neneit VHvb1/VLvbl,
VHvb1/VLvb2, VHvb1/VLvb3, VHvb2/VLvbl, VHvb2/VLvb2, VHvb2/VLvb3,
VHvb3/VLvbl, VHvb3/VLvb2, VHvb3/VLvb3, VHvb4/VLvbl, VHvb4/VLvb2,
VHvb4/VLvb3, VHvb5/VLvbl, VHvb5/VLvb2, VHvb5/VLvb3, VHvb6/VLvb1,
VHvb6/VLvb2, VHvb6/VLvb3, VHvb7/VLvbl, VHvb7/VLvb2, VHvb7/VLvb3.
WnnmrocTpaTuBHbIE — aHTUTENAa  BKJIIOYAIOT  JIEOOblE  HepMyTaluu  WIM  KOMOWHALUH
WUTIOCTPATUBHBIX 3pelibIXx BapuabenbHbIXx obnacteit Tsokenbix teneii hu3DO6VHvb1 (SEQ ID
NO:76), hu3D6VHvb2 (SEQ ID NO:77), hu3D6VHvb3 (SEQ ID NO:78), hu3D6VHvb4 (SEQ
ID NO:79), hu3D6Hvb5 (SEQ ID NO:80), hu3D6VHvb6 (SEQ ID NO:90), hu3D6VHvb7 (SEQ
ID NO:91), hu3D6VHvb7 (SEQ ID NO:91), hu3D6VHvIbA1l D60E (h3D6VHvbS, SEQ ID
NO:146), hu3D6VHvIbAl1l L182¢V (SEQ ID NO:147) wu hu3D6VHv1bAIll
D60E L80M Q81E L82cV _T83R (h3D6VHvVb9, SEQ ID NO:148) ¢ moObiMu U3 CIEIYIOLINX
BapuabenpHbIX OoOyacTell serkoi uenu rymaHusupoBaHHoro 3D6VL: hu3D6VLvbl (SEQ ID
NO:83), hu3D6VLvb2 (SEQ ID NO:84), hu3D6VLvb3 (SEQ ID NO:85), hu3D6VLv2 L54D
(SEQ ID NO:93), hu3D6VLv2 L54G (SEQ ID NO:94), hu3D6VLv2 L54N (SEQ ID NO:95),
hu3D6VLv2 L54E (SEQ ID NO:96), hu3D6VLv2 L50E (SEQ ID NO:97), hu3D6VLv2 L54Q
(SEQ ID NO:98), hu3D6VLv2 L50D (SEQ ID NO:99), hu3D6VLv2 L54K (SEQ ID NO:100),
hu3D6VLv2 L54R (SEQ ID NO:101), hu3D6VLv2 L54T (SEQ ID NO:102), hu3D6VLv2 L50G
(SEQ ID NO:103), hu3D6VLv2 148G (SEQ ID NO:104), hu3D6VLv2 148D (SEQ ID NO:105),
hu3D6VLv2 L47G (SEQ ID NO:106), hu3D6VLv2 Y49E (SEQ ID NO:107), hu3D6VLv2
L54V (SEQ ID NO:108), hu3D6VLv2 L54S (SEQ ID NO:109), hu3D6VLv2 S52G (SEQ ID
NO:110), hu3D6VLv2 L47N (SEQ ID NO:111), hu3D6VLv2 L47D (SEQ ID NO:112),
hu3D6VLv2 L4A7E (SEQ ID NO:113), hu3D6VLv2 L47P (SEQ ID NO:114), hu3D6VLv2 L47T
(SEQ ID NO:115), hu3D6VLv2 L47S (SEQ ID NO:116), hu3D6VLv2 L47A (SEQ ID NO:117),
hu3D6VLv2 L50V (SEQ ID NO:118), hu3D6VLv2 L37Q L50G L54R (SEQ ID NO:119),
hu3D6VLv2 L37Q L50G _L54G (SEQ ID NO:120), hu3D6VLv2 L37Q_S52G_L54G (SEQ ID
NO:121), hu3D6VLv2 L37Q_S52G_L54R (SEQ ID NO:122), hu3D6VLv2 L37Q_S52G L54T
(SEQ ID NO:123), hu3D6VLv2 L37Q S52G L54D (SEQ ID NO:124), hu3D6VLv2
L37Q L54R (SEQ ID NO:125), hu3D6VLv2 L37Q L54G (SEQ ID NO:126), hu3D6VLv2
L37Q L54D (SEQ ID NO:127), hu3D6VLv2 L37Q _L50G (SEQ ID NO:128), hu3D6VLv2
L37Q L50D (SEQ ID NO:129), hu3D6VLv2 L37Q L54T (SEQ ID NO:130), hu3D6VLv2
L37Q S52G (SEQ ID NO:131), hu3D6VLv2 L37Q L54E (SEQ ID NO:145), hu3D6VLv2
L37Q L50D L54G (SEQ ID NO:132), hu3D6VLv2 L37Q L50D L54R (SEQ ID NO:133),
hu3D6VLv2 L37Q L50E L54G (SEQ ID NO:134), hu3D6VLv2 L37Q L50E L54R (SEQ ID
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NO:135), hu3D6VLv2 L37Q L50G L54R G100Q (SEQ ID NO:136), hu3D6VLv2
L37Q L50G L54G_G100Q (SEQ ID NO:137), hu3D6VLv2 L37Q S52G L54R_G100Q (SEQ
ID NO:138), hu3D6VLv2 L37Q S52G L54D G100Q (SEQ ID NO:139), hu3D6VLv2
L37Q L50D L54G _G100Q (SEQ ID NO:140), hu3D6VLv2 L37Q L50D L54R G100Q (SEQ
ID NO:141), hu3D6VLv2 L37Q L50V_L54D G100Q (SEQ ID NO:142), hu3D6VLv2 L37Q
(SEQ ID NO:143) m hu3D6VLv2 G100Q (SEQ ID NO:144).

[0357] UnnrocTpaTUBHBIE aHTUTENA BKJIIOYAIOT JIFOObIE MEPMyTal[MH HJIM KOMOWHALIMU
WUTFOCTPATUBHBIX 3pelibIX BapuabenbHbIXx obnacteit Tsokenbix teneit hu3DO6VHvb1 (SEQ ID
NO:76), hu3D6VHvb2 (SEQ ID NO:77), hu3D6VHvb3 (SEQ ID NO:78), hu3D6VHvb4 (SEQ
ID NO:79), hu3D6Hvb5 (SEQ ID NO:80), hu3D6VHvb6 (SEQ ID NO:90), hu3D6VHvb7 (SEQ
ID NO:91), hu3D6VHvb7 (SEQ ID NO:91), hu3D6VHv1bA1l D60E (h3D6VHvbS, SEQ ID
NO:146), hu3D6VHv1bAl1l L82cV (SEQ ID NO:147) wu hu3D6VHvVIbAIl
D60E L80M Q81E L82cV _T83R (h3D6VHvVb9, SEQ ID NO:148) ¢ moObiMu U3 CIEIYIOLINX
BapuabenpHbIX oOOacTeil jerkoil wmenmu rymanusupoBanHoro 3D6VL: hu3D6VLvl (SEQ ID
NO:20), hu3D6VLv2 (SEQ ID NO:21), hu3D6VLv3 (SEQ ID NO:22) u hu3D6VLv4 (SEQ ID
NO:22). WnmrocTpaTUBHbIE AHTUTENA BKJIOYAIOT JIOObIE NEPMyTallMd WA KOMOHMHALIUH
WUTFOCTPATUBHBIX 3peNbIX BapwadenpHbIX obmacteit nerkux wnereid hu3D6VLvbl (SEQ ID
NO:83), hu3D6VLvb2 (SEQ ID NO:84), hu3D6VLvb3 (SEQ ID NO:85), hu3D6VLv2 L54D
(SEQ ID NO:93), hu3D6VLv2 L54G (SEQ ID NO:94), hu3D6VLv2 L54N (SEQ ID NO:95),
hu3D6VLv2 L54E (SEQ ID NO:96), hu3D6VLv2 L50E (SEQ ID NO:97), hu3D6VLv2 L54Q
(SEQ ID NO:98), hu3D6VLv2 L50D (SEQ ID NO:99), hu3D6VLv2 L54K (SEQ ID NO:100),
hu3D6VLv2 L54R (SEQ ID NO:101), hu3D6VLv2 L54T (SEQ ID NO:102), hu3D6VLv2 L50G
(SEQ ID NO:103), hu3D6VLv2 148G (SEQ ID NO:104), hu3D6VLv2 148D (SEQ ID NO:105),
hu3D6VLv2 L47G (SEQ ID NO:106), hu3D6VLv2 Y49E (SEQ ID NO:107), hu3D6VLv2
L54V (SEQ ID NO:108), hu3D6VLv2 L54S (SEQ ID NO:109), hu3D6VLv2 S52G (SEQ ID
NO:110), hu3D6VLv2 L47N (SEQ ID NO:111), hu3D6VLv2 L47D (SEQ ID NO:112),
hu3D6VLv2 L47E (SEQ ID NO:113), hu3D6VLv2 L47P (SEQ ID NO:114), hu3D6VLv2 L47T
(SEQ ID NO:115), hu3D6VLv2 L47S (SEQ ID NO:116), hu3D6VLv2 L47A (SEQ ID NO:117),
hu3D6VLv2 L50V (SEQ ID NO:118), hu3D6VLv2 L37Q L50G L54R (SEQ ID NO:119),
hu3D6VLv2 L37Q L50G _L54G (SEQ ID NO:120), hu3D6VLv2 L37Q S52G _L54G (SEQ ID
NO:121), hu3D6VLv2 L37Q_S52G L54R (SEQ ID NO:122), hu3D6VLv2 L37Q_S52G L54T
(SEQ ID NO:123), hu3D6VLv2 L37Q S52G L54D (SEQ ID NO:124), hu3D6VLv2
L37Q L54R (SEQ ID NO:125), hu3D6VLv2 L37Q L54G (SEQ ID NO:126), hu3D6VLv2
L37Q L54D (SEQ ID NO:127), hu3D6VLv2 L37Q L50G (SEQ ID NO:128), hu3D6VLv2
L37Q L50D (SEQ ID NO:129), hu3D6VLv2 L37Q L54T (SEQ ID NO:130), hu3D6VLv2
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L37Q _S52G (SEQ ID NO:131), hu3D6VLv2 L37Q L54E (SEQ ID NO:145), hu3D6VLv2
L37Q L50D L54G (SEQ ID NO:132), hu3D6VLv2 L37Q L50D L54R (SEQ ID NO:133),
hu3D6VLv2 L37Q L50E L54G (SEQ ID NO:134), hu3D6VLv2 L37Q L50E L54R (SEQ ID
NO:135), hu3D6VLv2 L37Q L50G L54R G100Q (SEQ ID NO:136), hu3D6VLv2
L37Q L50G L54G _G100Q (SEQ ID NO:137), hu3D6VLv2 L37Q S52G L54R_G100Q (SEQ
ID NO:138), hu3D6VLv2 L37Q S52G L54D G100Q (SEQ ID NO:139), hu3D6VLv2
L37Q L50D L54G_G100Q (SEQ ID NO:140), hu3D6VLv2 L37Q L50D L54R_G100Q (SEQ
ID NO:141), hu3D6VLv2 L37Q L50V_L54D G100Q (SEQ ID NO:142), hu3D6VLv2 L37Q
(SEQ ID NO:143) u hu3D6VLv2 G100Q (SEQ ID NO:144) ¢ moObIMH U3 CIEAYIOLIUX
BapuabenbHbIX O0JacTel Tspkenoi wnenm rymanusuposaHHoro 3D6: hu3D6VHv1 (SEQ ID
NO:15); hu3D6VHv2 (SEQ ID NO:16); hu3D6VHv1b (SEQ ID NO:17); hu3D6VHv1bA1l
(SEQ ID NO:18); hu3D6VHvS (SEQ ID NO:19); hu3D6VHv1bA11B6G2 (SEQ ID NO:46),
hu3D6VHv1bA11B6H3 (SEQ ID NO:47); hu3D6VHvl1c (SEQ ID NO:48); hu3D6VHv1d (SEQ
ID NO:49); hu3D6VHvle (SEQ ID NO:50); hu3D6VHvI1f (SEQ ID NO:51); hu3D6VHv3 (SEQ
ID NO:52); hu3D6VHv3b (SEQ ID NO:53); hu3D6VHv3c (SEQ ID NO:54); hu3D6VHv4
(SEQ ID NO:55); hu3D6VHv4b (SEQ ID NO:56); u hu3D6VHv4c (SEQ ID NO:57).

[0358] B HacTosimeM  W300peTeHWH  MPENIOKEHO  AHTUTENO, B  KOTOPOM
r'yMaHU3UpOBaHHas BapuabenpHast oonacts Tspkenoi nenu hu3D6VHvIbAL1, Taxke usBectHas
kak h3D6HuS, (SEQ ID NO:18) obbenuHeHa ¢ ryMaHH3UPOBAHHOW BapHaOeIbHOU 00JacThIO
aerkoit nerm hu3D6VLv2 L37Q S52G L54R (L2-DIM4, SEQ ID NO:122). B Hacrosmem
M300peTeHNH TNPEUIOKEHO aHTUTENO, B KOTOPOM T'yMaHHM3MpOBaHHAs BapuabenbHas o0macTb
msokenod nenu hu3D6VHVIbAILL, Ttakke wusBectHass kak h3D6HuS, (SEQ ID NO:18)
oObenvHeHAa C TyMaHU3UPOBAHHON BapuadeabHONW oOnacTero Jerkod uenu hu3DO6VLv2
L37Q _S52G L54T (L2-DIMS, SEQ ID NO:123). B nHactosmeMm u300peTeHHH MPEIIOKEHO
AHTHUTEJIO, B KOTOPOM T'yMaHU3WpOBaHHAs BapuadesnbHast odyactk Tskenoi nenu h3D6VHvHS
(SEQ ID NO:146) obbenniHeHa ¢ TyYMaHU3UPOBAHHON BapuabeNbHON OOJNACTBHIO JIETKOW IeTH
hu3D6VLv2 L37Q S52G L54R (L2-DIM4, SEQ ID NO:122). B Hacrosimuem u300peTeHUN
NPEJIOKEHO aHTHUTENIO, B KOTOPOM T'yMaHHW3MPOBaHHAsi BapuabenbHast 001acTh TSDKEJION LIenH
hu3D6VHvV1bA1l, Ttakxke w3BectHass kak h3DO6HuS, (SEQ ID NO:18) oObenuHena c
Ir'YMaHM3UPOBAaHHOW BapuabenpHON obmacteio jerkoi menu hu3DO6VLv2 L37Q S52G L54G
(L2-DIM3, SEQ ID NO:121). B HacrosimeMm u300peTeHUN MPEIIOKEHO aHTUTEN0, B KOTOPOM
r'yMaHHU3UPOBaHHas BapuabenpHast oonacth Tsokenoi uenu hu3D6VHvIbAL1, Takke nu3BecTHas
kak h3D6HuS, (SEQ ID NO:18) obbeauHeHa ¢ ryMaHU3WPOBAHHOW BapHaOebHOM 00JacThIO
aerkoit mernu hu3D6VLv2 S52G (L2-DIM9, SEQ ID NO:110). B nHactosiimem mn3obpereHun

NPEAJIOKEHO aHTHUTENO, B KOTOPOM T'yMaHHW3MPOBaHHasi BapuabenbHast 00JacTh TSDKEION LienH
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h3D6VHvb8 (SEQ ID NO:146) obbenuHeHa ¢ TYMaHU3UPOBAHHON BapualenbHON OOJACTHIO
nerkori merm hu3D6VLv2 L54G (L2-DIM7, SEQ ID NO:94). B nHactosimmeMm un300peTeHUU
NPEAJIOKEHO aHTHUTENO, B KOTOPOM I'yMaHW3MPOBaHHAsi BapuabenbHast 00NacTh TSDKETION Lienu
hu3D6VHvV1bA1l, Taxxke wu3BectHass kak h3D6HuS, (SEQ ID NO:18) oOwpenunena c
I'YMaHH3HPOBAHHOI BapuabenbHOW oOmacthio serkoit memn hu3D6VLv2 L50G (L2-DIM22,
SEQ ID NO:103).

[0359] B HacTosiieM M300peTeHUM TPEINIOKEHO AaHTUTENO, B KOTOPOM Jirodas u3
WUTIOCTPATHBHBIX I'YMAHU3UPOBAHHBIX BapHaOeNbHBIX 00JacTell Tsokenol nenu oObeanHeHa ¢
KOHCTAHTHOH OOJaCThIO TSDKENOW Lenu uejoBeka. WMIumocTpaTuBHAas KOHCTaHTHasi 00JacTh
TSDKENON 1enu 4ejioBeka mpencrtaBiena kak SEQ ID NO:176 (IgGl: ammorun GIlml71).
Hamnpumep, B SEQ ID NO:178 mpencrasieHa aMMHOKHMCIOTHAs IOCJIEAOBATEIbHOCTh 3peJon
TSDKEJION 1ieny TyMaHu3upoBaHHoro Bapuanta 3D6 (hu3D6VHvVIbAI11 IgGl Glm17 annorumn).
Hamnpumep, B SEQ ID NO:180 npencraBieHa aMUHOKHUCIOTHAs MOCJIEN0BATENbHOCTD TsDKEJION
nenu rymaHusupoBaHHoro BapuanHta 3D6 (hu3D6VHvIbAll IgGl Glml7 ammorum) c
CHUTHAJIBHBIM TENTHAOM Obldbero anb(a-makranbOymuHa Ha N-koHue. B Hacrosimem
U300pEeTeHNH  TPEUIOKEHO  aHTHUTENO, B  KOTOPOM  Jro0as W3  HIUIFOCTPATHUBHBIX
I'YMaHU3UPOBAHHBIX BapuabenpHbIX oObOnmacrel Jerkoil mnenu oObeAMHEHAa C KOHCTAHTHOM
oOmnacTero Jerkoi menu. MIumocTpaTHBHAsE KOHCTAHTHAsE 00JIaCTh JIETKOW IIETH MPEACTaBJIeHA
kak SEQ ID NO:177 (xanma). Harmpumep, 8 SEQ ID NO:179 npencraBneHa aMMHOKHCIIOTHAs
IIOCJIEIOBATENILHOCTD 3PENIOi JIerkoW Lienmu rymaHuzuposaHHoro apuanta 3D6 (hu3D6VLv2
Bapuant L37Q S52G L54R, L2-DIM4 kanmna). Hanpumep, B SEQ ID NO:181 npencrasneHa
aMHHOKMCJIOTHasl MOCJIEI0BAaTeNbHOCTh JIETKOW LEeNu TIyMaHU3UpPOBAaHHOro BapuaHta 3D6
(hu3D6VLv2 Bapuant L37Q S52G_L54R, L2-DIM4 kanmna) ¢ CUTHAJIBHBIM NENTUAOM ObIUbETro
anb(a-nakranbOyMuHa Ha N-KOHIIE.

[0360] B HacrosiieM W300peTeHHH TMPENJIOKEHbl BApUAHThI T'YMAaHU3HUPOBAHHOTO
antuTena 3D6, B KOTOPBIX T'yMaHHW3MPOBaHHAs 3penas BapuabenbHast 00JaCTh TSIKENON LenH
JeMOHCTpUpyeT mno MeHblieil Mepe 90%, 95%, 96%, 97%, 98% umu 99% HUAEHTUYHOCTU C
hu3D6VHvb1 (SEQ ID NO:76), hu3D6VHvb2 (SEQ ID NO:77), hu3D6VHvb3 (SEQ ID
NO:78), hu3D6VHvb4 (SEQ ID NO:79), hu3D6HvbS (SEQ ID NO:80), hu3D6VHvb6 (SEQ ID
NO:90), hu3D6VHvb7 (SEQ ID NO:91), hu3D6VHvb7 (SEQ ID NO:91), hu3D6VHvV1bA1l
D60E (h3D6VHvbS, SEQ ID NO:146), hu3D6VHvIbAll L82cV (SEQ ID NO:147) umu
hu3D6VHv1bA1l D60E L80M Q81E L82cV T83R (h3D6VHvbY, SEQ ID NO:148), u
I'yYMaHU3UPOBAHHAsI 3pernasi BapuadenbHast 0ONacThb JIETKOW IeNH AEMOHCTPHPYET MO MEHbLIEH
mepe 90%, 95%, 96%, 97%, 98% wumu 99% unenrnunoctu ¢ hu3D6VLvb1 (SEQ ID NO:83),
hu3D6VLvb2 (SEQ ID NO:84), hu3D6VLvb3 (SEQ ID NO:85), hu3D6VLv2 L54D (SEQ ID
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NO:93), hu3D6VLv2 L54G (SEQ ID NO:94), hu3D6VLv2 L54N (SEQ ID NO:95),
hu3D6VLv2 L54E (SEQ ID NO:96), hu3D6VLv2 L50E (SEQ ID NO:97), hu3D6VLv2 L54Q
(SEQ ID NO:98), hu3D6VLv2 L50D (SEQ ID NO:99), hu3D6VLv2 L54K (SEQ ID NO:100),
hu3D6VLv2 L54R (SEQ ID NO:101), hu3D6VLv2 L54T (SEQ ID NO:102), hu3D6VLv2 L50G
(SEQ ID NO:103), hu3D6VLv2 148G (SEQ ID NO:104), hu3D6VLv2 148D (SEQ ID NO:105),
hu3D6VLV2 L47G (SEQ ID NO:106), hu3D6VLv2 Y49E (SEQ ID NO:107), hu3D6VLv2
L54V (SEQ ID NO:108), hu3D6VLv2 L54S (SEQ ID NO:109), hu3D6VLv2 S52G (SEQ ID
NO:110), hu3D6VLv2 L47N (SEQ ID NO:111), hu3D6VLv2 L47D (SEQ ID NO:112),
hu3D6VLv2 L47E (SEQ ID NO:113), hu3D6VLv2 L47P (SEQ ID NO:114), hu3D6VLv2 L47T
(SEQ ID NO:115), hu3D6VLv2 L47S (SEQ ID NO:116), hu3D6VLv2 L47A (SEQ ID NO:117),
hu3D6VLv2 L50V (SEQ ID NO:118), hu3D6VLv2 L37Q L50G L54R (SEQ ID NO:119),
hu3D6VLv2 L37Q L50G _L54G (SEQ ID NO:120), hu3D6VLv2 L37Q S52G L54G (SEQ ID
NO:121), hu3D6VLv2 L37Q_S52G L54R (SEQ ID NO:122), hu3D6VLv2 L37Q_S52G L54T
(SEQ ID NO:123), hu3D6VLv2 L37Q S52G L54D (SEQ ID NO:124), hu3D6VLv2
L37Q L54R (SEQ ID NO:125), hu3D6VLv2 L37Q L54G (SEQ ID NO:126), hu3D6VLv2
L37Q L54D (SEQ ID NO:127), hu3D6VLv2 L37Q L50G (SEQ ID NO:128), hu3D6VLv2
L37Q L50D (SEQ ID NO:129), hu3D6VLv2 L37Q L54T (SEQ ID NO:130), hu3D6VLv2
L37Q _S52G (SEQ ID NO:131), hu3D6VLv2 L37Q L54E (SEQ ID NO:145), hu3D6VLv2
L37Q L50D L54G (SEQ ID NO:132), hu3D6VLv2 L37Q L50D L54R (SEQ ID NO:133),
hu3D6VLv2 L37Q L50E L54G (SEQ ID NO:134), hu3D6VLv2 L37Q L50E L54R (SEQ ID
NO:135), hu3D6VLv2 L37Q L50G L54R G100Q (SEQ ID NO:136), hu3D6VLv2
L37Q L50G L54G G100Q (SEQ ID NO:137), hu3D6VLv2 L37Q S52G L54R_G100Q (SEQ
ID NO:138), hu3D6VLv2 L37Q S52G L54D G100Q (SEQ ID NO:139), hu3D6VLv2
L37Q L50D L54G_G100Q (SEQ ID NO:140), hu3D6VLv2 L37Q L50D L54R_G100Q (SEQ
ID NO:141), hu3D6VLv2 L37Q L50V_L54D G100Q (SEQ ID NO:142), hu3D6VLv2 L37Q
(SEQ ID NO:143) nnmu hu3D6VLv2 G100Q (SEQ ID NO:144). B HEKOTOPBIX TaKUX aHTHTEIAX
coxpaHsieTcs 1o MeHbIuen mepe 1, 2,3, 4,5,6,7, 8, 9,10, 11, 12, 13, 14, 15, 16, 17, 18, 19, 20,
21, 22,23, 24, 25, 26, 27, 28, 29, 30, 31, 32, 33, 34, 35, 36, 37, 38, 39, 40, 41, 42, 43 unu Bce 44
u3 oOpaTHbIX MyTanuii win apyrux mytauuid B SEQ ID NO:76-80, SEQ ID NO:90-91, SEQ ID
NO:146-148, SEQ ID NO:83-85 u SEQ ID NO:93-145.

[0361] B HexkoTOpbIX rymMaHU3HMpoBaHHBIX 3D6 aHTHUTENax MO MeHblIEH Mepe OJHO U3
CIEAVIOIINX MONIOKeHNH B 00nactu VH 3aHATO aMUHOKMCIOTOH, Kak yka3aHo: H93 3ansTo S u
H94 3amaro T. B Hexkotopeix rymaHusuposanHblx 3D6 anturenax nonoxxenus H93 u HO94

3aHATHI S ¥ T, COOTBETCTBEHHO.
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[0362] B HekoTOpBIX ryMaHU3HpoBaHHBIX 3D6 antuTenax nonoxenue HO91 B obmactu
VH 3ansTo F.

[0363] B HexkoTOpBbIX I'yMaHU3UpOBaHHBIX 3D6 aHTHUTENax MO MeHbIIEH Mepe OJHO U3
CenyoImuX nojioskeHui B obnmactu VH 3aHsATO aMUHOKHCTIOTOH, Kak ykazano: H1 3austo E, HS
3ansaTo V, H11 3ansto V, H20 3ansro I, H23 3ansto K, H38 3ansto R, H42 3ansaro G, H43
3ansaTo K, H66 3ansto R, H7S 3ausaro T, H76 3ansro D, H81 3ansito E, H108 3ansTo L, H109
3aHATO V. B HekoTophx rymanusupoBaHHbIX 3D6 anTurenax nonoxenus H1, HS, H11, H20,
H23, H38, H42, H43, H66, H75, H76, H81, H108 u H109 B o6nactu VH 3anstel E, V, V, I, K,
R,G, K, R, T,D,E, L uV, cooTBeTCTBEHHO.

[0364] B HexkoTOpbIX rymMaHU3HMpOBaHHBIX 3D6 aHTHUTENnax mo MeHblIeld Mepe OJHO U3
CIey0IUX NoJioskeHui B obnacti VH 3aHATO aMHUHOKHCIIOTOH, kKak ykasaHo: H17 3aunsito T,
HB80 3anaro M, H83 3ansaTo R. B HEKOTOpBIX r'yMaHU3upOBaHHBIX 3D6 aHTUTENax MONOXKEHUs
H17, H80 u H83 B obnactu VH 3anstel T, M u R, cOOTBETCTBEHHO.

[0365] B HekoTOpBIX 'yMaHU3HPOBaHHBIX 3D6 antuTenax nonoxenue HS58 B obmactu
VH 3ansTo L

[0366] B HexkoTOpbIX I'yMaHU3UpOBaHHBIX 3D6 aHTHUTENax MO MeHblIEH Mepe OJHO U3
CIIeNYIOIUX ToJiokeHui B obnacti VH 3aHATO aMHUHOKHUCIIOTOH, Kak yka3aHo: H28 3ausito T,
HO67 3anmaTro V. B HekoTOpBIX ryMaHU3upoBaHHBIX 3DO6 anTuTenax nonoxenus H28 u H67 B
obnactu VH 3anstel T u V, COOTBETCTBEHHO.

[0367] B HexkoTOpBbIX I'yMaHU3UPOBaHHBIX 3D6 aHTHUTENax MO MEHbIIEH Mepe OJHO U3
CIIeNYIOLNX TONIOKeHnH B obnact VH 3aHATO aMMHOKHCIIOTOMH, Kak ykasaHo: H54 3ansTo D,
HS56 3anmaro E. B HekoTOphIX r'yMaHu3upoBaHHbIX 3D6 antutenax nosoxxenus H54 u HS6 B
obnactu VH 3ansitel D u E, cOOTBETCTBEHHO.

[0368] B HexkoTOpbIXx rymMaHU3UpOBaHHBIX 3D6 aHTHUTENnax mo MeHblIelH Mepe OJHO U3
CIeYIOIUX TIOJIOKEHHH B oOnactu VH 3aHATO aMMHOKHUCIIOTOM, Kak yka3aHo: H1 3ansaro Q uimu
E, HS 3anaro Q wnu V, H11 3ansro L wnu V |, H17 3ansro S wim T, H20 3ansto L unu [, H23
3ansaTo T wnu K, H28 3ansto N i T, H38 3ansTo K wnu R, H42 3ansTo E unu G, H43 3ansTo
Q wm K, H54 3ansto N unu D, H56 3ansaro D nim E, H58 3ansro V wmm I, H66 3ansaro K wm
R, H67 3ansTo A unmu V, H75 3ansaro S wiau T, H76 3ansto N mim D, H80 3ansto L witm M, H81
3ansTo Q wm E, H83 3ansto T wnu R, H91 3ansTo F unu Y, H93 3ansTo S, H94 3ansto T, H108
zansito T unu L, H109 3ansito L unu V.

[0369] B HekoTopbIx rymaHusnpoBaHHbiXx 3D6 anturenax nmonoxkenus H91, H93 u H94
B obmactu VH 3amstet F, S u T, coorBercrBeHHo, kak B huVHvbl. B HekoTtopsix
rymanusupoBaHHbix 3D6 anturenax nonoxenus H1, HS, H11, H20, H23, H38, H42, H43, H66,
H75, H76, H81, HO91, H93, H94, H108 u H109 B o6nactu VH 3amsarsl E, V, V, L K, R, G, K, R,
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T, D, E, F, S, TL u V, coorBercrBerHo, kak B huVHvb2. B HEKOTOpBIX r'yMaHU3HPOBAHHBIX
3D6 anturenax nonoxenus H1, HS, H11, H17, H20, H23, H38, H42, H43, H58, H66, H7S,
H76, H80, H81, H83, H93, H94, H108 u H109 B o6nactu VH zausatel E, V, V, T, K, R, G, K, I,
R, T, D, M, E, R, S, T, L u V, coorBerctBeHHO, kak B huVHvb3. B HekoTopbIx
rymaHusupoBaHHbix 3D6 anturtenax nonaoxkenus H1, HS, H11, H17, H20, H23, H28, H38, H42,
H43, H58, Ho66, H67, H75, H76, H80, H81, H83, H93, H94, H108 u H109 B obaactu VH
sausaTel E, V. V. T, LK, T, R, G, K, LR, V., T,D, M, E, R, S, T, L u V, COOTBETCTBEHHO, KaK B
huVHvb4. B HekoTopbIx rymanusupoBaHHbIXx 3D6 anturenax monoxenws H1, HS, H11, H17,
H20, H23, H28, H38, H42, H43, H54, H56, H58, H66, H67, H75, H76, H80, H81, H83, HO3,
H94, H108 u H109 B obnactu VH 3amsatel E, V, V, T, LK, T, R, G, K, D, E,L R, V, T, D, M, E,
R, S, T, L u V, coorBerctBenHo, kak B huVHvbS5. B HekoTOpbhIX rymMaHU3HpOBaHHBIX 3D6
antutenax nonoxkenwst H1, HS, H11, H17, H20, H23, H28, H38, H42, H43, H54, H56, H66,
H67, H75, H76, H80, H81, H83, H91, H93, H94, H108 u H109 B o6nactu VH 3austel E, V, V,
T, LK, T, R, G K D E R V, T,D, M E R F,S T,LuV, coorBerctBeHHO, kKak B huVHvVb6.
B HexoTopbix rymanusupoBaHHbIXx 3D6 anturenax mosoxenus HI1, HS, H11, H17, H20, H23,
H28, H38, H42, H43, H54, H56, H66, H67, H75, H76, H80, H81, H83, H93, H94, H108 u H109
B odmactt VH zansatel E, V, V, T, LK, T, R, G, K, D, E,R, V, T, D, M, E R, S, T, LuV,
COOTBETCTBEHHO, Kak B huVHvb7.

[0370] B HexoTopbix rymMaHusupoBaHHbIX 3D6 anturenax nonoxenue H60 3ansato E,
kak B hu3D6VHv1IbAll D60E (h3D6VHvbS8). B Hekoropbix rymanusupoBaHHbIX 3D6
anturenax mnonoxenne H82C 3amsro V, kak B hu3D6VHvIbA1ll L82cV. B Hekoropsix
rymMaHu3upoBaHHblx 3D6 anturenax nonoxxenus H60, H80, H81, H82¢c u H83 3ansate E, M, E,
VuR, kak B hu3D6VHv1IbA11l D60E L80M Q81E L82cV _T83R (h3D6VHVDI).

[0371] BapuabenbHasi 00JaCTh TSKENON LEMU JEOOOTO M3 YIOMSHYTHIX BbIIIE aHTUTEN
MOXeT ObIThb MOAM(HLIMPOBAHA AJISI JAJbHEHINEro CHIDKEHUS] MMMyHOTeHHOCTH. Hampumep, B
HEKOTOPBIX TYMaHU3HPOBAHHBIX aHTHUTENax nojokenne H80 3ansaTo M w/unn nonokenne H82¢
3aHATO V.

[0372] B HexkoTOpbIX r'ymMaHU3HMpOBaHHBIX 3D6 aHTHUTENnax mo MeHblIel Mepe OJHO U3
CIIeYIOIUX MOJIOKeHuH B o0iactu VL 3aHATO aMUHOKHCIIOTOH, Kak ykasano: L7 3ansito S, L10
3ausito S, L15 3anmsaro L, L83 3amsto V, L86 3amaro Y u L106 3amsito I. B HexoTOpBIX
rymMaHu3upoBaHHbIX 3D6 anTuTenax nonoxkenust L7, 110, L15, L83, L86 u L106 3ansiter S, S, L,
V,Y uY, COOTBETCTBEHHO.

[0373] B HexkoTOpbIX I'yMaHU3UPOBaHHBIX 3D6 aHTHUTENax MO MeHblIEH Mepe OJHO U3
CJIEAYIOIINX MOJOXKEHUH B o0nacti VL 3aHATO aMHHOKMCIIOTOMN, Kak yka3zaHo: L7 npencrasnser

coboit T wmm S, L10 npencrasmnsier codoit T wnu S, L15 npencrasnsier codoit I wim L, L17



PCT/US2020/020704 70 WO 2020/180819

npencrasisier coboit Q mu E, L24 nmpencrasnsier codoit K mmm R, L37 npencrasnsier coboii L
wm Q, L45 mnpencraBnser coboit K wmmm R, L83 mpencrasmsier coboit L umm V, L86
npexacrasisier codoit H nmm Y, L100 npencrasnser codoit A mnu Q, L106 npencrasnser coboit
Lumu L

[0374] B HekoTOpBIX ryMaHu3upoBaHHbIX 3D6 anTutenax nonoxenus L7, L10, L15,
L83, L86 u L106 B obmactu VL 3ausater S, S, L, V, Y u I, coorBercTBeHHO, kKak B huVLvb2. B
HEKOTOPBIX T'YMaHU3UpoBaHHbIX 3D6 anturenax nonoxenus L7, 110, L15, L17, L24, L37, L45,
L83, L86, L100 u L106 B obmactu VL 3ausater S, S, L, E, R, Q, R, V, Y, Q u I, cooTBETCTBEHHO,
kak B huVLvb3.

[0375] Bapuabenpnass oOyacTh JIETKOH Lienu JEOOOro W3 YIOMSIHYTBIX BBIIIE AHTUTEN
MOXeT ObIThb MOAM(HLIMPOBAHA JJISl JAJbHEHIIEro CHI)KEHUs MMMyHOreHHOCTH. Hampumep, B
HEKOTOPBIX T'YMaHH3UPOBaHHBIX aHTUTENax nonoxkenne L47 3anaro G, N, D, E, P, T, S unu A;
nosnoxkenne 148 3ansaro G wim D; monoxkenne L49 3zansro E; monoxkenue LS50 3ansaro E, D, G
umn V; nonoskenue L52 3ausato G; u/unu nonoxkenue LS54 3ansaro D, G, N, E, Q, K, R, T, V unu
S. BapuabenpHast 00acTh TSKEION e JF0O0TO U3 YIOMSHYTBHIX BBIIIE AHTUTEN MOXKET OBITh
MOAU(HUIMpPOBaHA MU JAJbHEHINEro CHIKEHUs] UMMyHOTeHHOCTH. Hampumep, B HEKOTOPBIX
I'YMaHU3UPOBAaHHBIX aHTHTeNax nojoxenne H80 3ansaTro M n/umm nonoxernne H82¢ 3ansaTo V.

[0376] B HexkoTOpbIXx r'yMaHu3upoBaHHbIX 3D6 anTurenax nonoxenue L54 3ansaro D,
kak B hu3D6VLv2 L54D. B HekoTopbIx rymMaHu3npoBaHHbIX 3D6 anTurenax nonoskenue L54
3anAT0 G, kak B hu3D6VLv2 L54G. B HekoTtopbIx rymaHusupoBaHHbIXx 3D6 anTHTEenmax
nonoxxenne L54 3anaro N, kak B hu3D6VLv2 L54N. B HekoTOpBIX r'yMaHM3MPOBaHHBIX 3D6
anturenax mnonoxenue LS54 3amaro E, kak B hu3DO6VLv2 LS5S4E. B HekoTopbIX
rymMaHu3upoBaHHbIX 3D6 anTuTenax mojoxenue LSO 3ansro E, kak B hu3D6VLv2 L50E. B
HEKOTOPBIX I'YMaHU3UPOBaHHBIX 3D6 aHTuTeNnax nonoxenue .54 3ansto Q, kak B hu3D6VLv2
L54Q. B HexoropbIix rymanusupoBaHHbIXx 3D6 antutenax monoxkeHue LS50 3anaro D, kak B
hu3D6VLv2 L50D. B HekoTopbIx ryMaHu3npoBaHHbIX 3D6 anTHTENax monoxkxenune L54 3aHsTo
K, xak B hu3D6VLv2 L54K. B HekoTOphIX r'yMaHN3upOoBaHHBIX 3D6 anTHTENnax nojoxenue L54
3apAT0 R, kak B hu3D6VLv2 L54R. B HekoTOphIX TI'yMaHM3HpPOBaHHBIX 3D6 aHTHTENmax
nonoxkenne L54 3amaro T, kak B hu3DO6VLv2 L54T. B HeKkOTOpBIX T'yMaHM3HPOBaHHBIX 3D6
antuTenax mnonoxkenne LS50 3amaro G, xak B hu3D6VLv2Z L50G. B HekoTOphIx
ryMaHu3upoBaHHbIX 3D6 anturenax monoxkenue L48 zamsro G, kak B hu3D6VLv2 148G. B
HEKOTOPBIX I'YMaHU3HPOBaHHBIX 3D6 anTuTenax monoxenue L.48 3ansto D, kak B hu3D6VLv2
148D. B Hexoropeix rymaHusupoBaHHbIX 3D6 anturenax nosoxenue L47 3anaro G, kak B
hu3D6VLv2 L47G. B HekoTopbIX ryMaHu3npoBaHHbIX 3D6 anTHTeNnax nonoxkenne 149 3ansro

E, xax B hu3D6VLv2 Y49E. B HeKOoTOpbIX T'yMaHU3UpOBaHHBIX 3D6 anTHTENax nonoxenue L54
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3aaaAT0 V, kKak B hu3D6VLv2 L54V. B HekoTopbIX rymMaHu3upoBaHHbIX 3D6 aHTHTENmax
nonoxkenue L54 3amsaro S, kak B hu3DO6VLv2 L54S. B HekoTopbIx rymMaHmn3upoBaHHbIX 3D6
antuTenax mnonokeHue L52 3amato G, kak B hu3D6VLv2 S52G. B HekoTOpbIX
rymMaHu3upoBaHHbix 3D6 anTutenax mnosnoxenue L47 3anaro N, kak B hu3D6VLv2 L47N. B
HEKOTOPBIX T'YMaHH3UPOBAaHHBIX 3D6 anTHTeNnax monoxkeHue L47 3austo D, kak B hu3D6VLv2
L47D. B HekoTOpbIX I'yMaHU3UpOBaHHbIX 3D6 anTutenax mnosaoxkeHue L47 3amaro E, xak B
hu3D6VLv2 L47E. B HekoTOpBIX T'yMaHU3upOBaHHbIX 3D6 antuTenax nojoxkenue L47 3aHaTO
P, kak B hu3D6VLvV2 L47P. B HEKOTOpPBIX T'yMaHU3UPOBaHHBIX 3D6 aHTHUTeNnax nonokenue L47
3anaTo T, kak B hu3D6VLv2 L47T. B HekoTOpHIX T'yMaHuW3HpoBaHHBIX 3D6 aHTHTENax
nonoxkenne L47 3ansro S, kak B hu3DO6VLv2 L47S. B HekoTOpbIX T'yMaHH3UpOBaHHBIX 3D6
aHtuTenax nonoxkenne L47 3amaro A, kxak B hu3D6VLv2 L47A. B HEKOTOpBIX
ryMaHU3UpOBaHHBIX 3D6 anTuTeNnax nonoxkenue L50 3ansaro V, kak 8 hu3D6VLv2 L50V.

[0377] B HexoTOpbIx rymMaHu3upoBaHHbIX 3D6 antutenax nonosxkenus L37, L50 u L54
3aaaTel Q, G m R, coorBerctBenHo, kak B hu3D6VLv2 L37Q L50G L54R. B HekoTOpbIX
rymMaHu3upoBaHHbix 3D6 anturenax mnonoxkenuss L37, LS50 u L54 zamsater Q, G u G,
cootBeTcTBeHHO, Kak B hu3D6VLv2 L37Q L50G L54G. B HeKoTOpBIX TI'yMaHH3HUPOBAHHBIX
3D6 anturenax mnonoxkenwst L37, L52 u LS54 zansater Q, G m G, COOTBETCTBEHHO, Kak B
hu3D6VLv2 L37Q S52G L54G. B HekoTOpbIX TyMaHU3UpOBaHHBIX 3D6 aHTHTENax
nonokenus: L37, L52 u L54 3aumarel Q, G u R, coorBercrBeHHO, kak B hu3D6VLv2
L37Q S52G L54R. B HekoTopbIx ryMaHu3upoBaHHbIX 3D6 antutenax nonoxenus L37, L52 u
L54 zanarer Q, G u T, coorBercTBenHo, kKak B hu3D6VLv2 L37Q S52G L54T. B HekoTophIX
rymaHuzupoBaHHblx 3D6 anTutenax mnonoxenus L37, L52 u L54 3amarer Q, G u D,
COOTBETCTBEHHO, kak B hu3D6VLv2 L37Q S52G L54D.

[0378] B HexoTopbIx TymMaHu3upoBaHHbIX 3D6 anturenax mnonoxenus L37 u LS54
3aaTel Q w R, coorBerctBeHHO, kak B hu3D6VLv2 L37Q L54R. B HekoTopbIxX
rymMaHu3upoBaHHbIx 3D6 antutenax nonoskenust L37 u L54 3anster Q u G, COOTBETCTBEHHO,
kak B hu3D6VLv2 L37Q L54G. B HEKOTOPBIX 'yMaHH3UPOBAHHBIX 3D6 aHTHTENAX MOJIOKEHUS
L37 u L54 3ansarer Q u D, coorBercrBeHHo, kak B hu3D6VLv2 L37Q L54D. B HekoTOpbIX
rymMaHu3upoBaHHbIx 3D6 antutenax nomoskenust L37 u LS50 3anster Q u G, COOTBETCTBEHHO,
kak B hu3D6VLv2 L37Q L50G. B HEKOTOphIX r'yMaHU3UPOBaHHBIX 3D6 aHTHTENAX MOJIOKEHUS
L37 u L50 3anmsarer Q u D, coorBercrBeHHo, kak B hu3D6VLv2 L37Q L50D. B HekoTOpbIX
rymMaHu3upoBaHHbIX 3D6 anturenax nojoxkerust L37 u L54 3ansater Q u T, COOTBETCTBEHHO, Kak
B hu3D6VLv2 L37Q L54T. B HEeKOoTOpBIX r'yMaHU3HpOBaHHBIX 3D6 anTuTenax nonoxenus L37

u L52 zamaret Q u G, coorBerctBeHHO, kak B hu3D6VLv2 L37Q S52G. B HekoTOpbIX
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rymMaHu3upoBaHHbIx 3D6 anturenax nojoxkerust L37 u L54 3ansater Q u E, COOTBETCTBEHHO, Kak
B hu3D6VLv2 L37Q L54E.

[0379] B HekoTOpbIX ryMaHu3upoBaHHbIX 3D6 antuTenax nonosxkenus L37, L50 u L54
3aaATel Q, D u G, coorBerctBeHHO, kak B hu3DO6VLv2 L37Q L50D L54G. B HekoTOpbIX
rymMaHu3upoBaHHbelx 3D6 anturenax mnonoxenus 137, LS50 u L54 3amsater Q, D u R,
COOTBETCTBEHHO, Kak B hu3D6VLv2 L37Q L50D L54R. B HexoTOpBIX I'yMaHH3MPOBAHHBIX
3D6 anturenax monoxkenuss 1L37, L50 u L54 zamsarer Q, E u G, COOTBETCTBEHHO, KaK B
hu3D6VLv2 L37Q LSOE L54G. B HekoTopblx ryMaHu3upoBaHHbIX 3D6  aHTHTEnax
nonockenust 1L.37, L50 u LS54 3amstet Q, E m R, coorBercrBeHHO, kak B hu3D6VLv2
L37Q LS5OE L54R.

[0380] B mekotopeix rymanu3upoBaHHbIx 3D6 anturenax nonoskenwst L37, LS50, LS54 u
L100 3ansarer Q, G, R u Q, coorBercTBeHHO, Kak B hu3D6VLv2 L37Q L50G L54R G100Q. B
HEKOTOPBIX r'yMaHU3upoBaHHbIX 3D6 anTuTenax monoxenus: L.37, L50, L54 u L100 3ansTer Q,
G, G u Q, coorBercTBerHo, kak B hu3D6VLv2 L37Q L50G L54G_G100Q. B HekoTopbIx
rymMaHu3upoBaHHbIX 3D6 anTutenax monoxkenust L37, 152, 1L.54 u L100 3ansater Q, G, R u Q,
COOTBETCTBEHHO, Kak B hu3DO6VLv2 L37Q S52G L54R G100Q. B  HekoTOphIxX
rymMaHu3upoBaHHbIx 3D6 antutenax nonoxkenust L37, L52, 154 u L100 3ansater Q, G, D u Q,
COOTBETCTBEHHO, Kak B  hu3D6VLv2 L37Q S52G L54D G100Q. B  HekoTOpbIX
rymMaHu3upoBaHHbIx 3D6 antutenax nonoxkenust L37, LS50, L54 u L100 3anster Q, D, G u Q,
coOTBEeTCTBEHHO, kak B  hu3D6VLv2 L37Q L50D L54G G100Q. B  HekoTOpbIX
rymMaHu3upoBaHHbIX 3D6 anturTenax monoxkenus L37, L50, L54 u L100 3ansare Q, D, R u Q,
COOTBeTCTBeHHO, Kak B  hu3D6VLv2 L37Q LS0D L54R _G100Q. B  HekoTOpbIX
rymMaHu3upoBaHHbIX 3D6 anTuTenax nonoxkenust L37, LS50, L54 u L100 3anster Q, V, D u Q,
COOTBETCTBEHHO, kKak B hu3D6VLv2 L37Q L50V_L54D_G100Q.

[0381] B Hexoropbix rymaHusupoBaHHbIX 3D6 anTurenax mnonoxenue L37 3ansaro Q,
kak B hu3D6VLv2 L37Q. B HekoTOpBIX r'yMaHH3UpoBaHHbIX 3D6 aHTHTEeNnax monoxkenue L.100
3ausaTo Q kak B hu3D6VLv2 G100Q.

[0382] Hekoropble rymanuzupoBaHHbie 3D6 aHTUTENA COMEpIKaT 3pENyr0 BapHadeTbHYIO
obracte Tspkenoit nerw, conepxkamyr CDR H1, H2 u H3, conep:xamue SEQ ID NO:8, 9 u 10,
COOTBETCTBEHHO, 3a HCKJIIOUEHHEM TOro, 4To Mojiokenne H28 moxker ObiTh 3aHsaTo N miu T,
H54 moxet 6biTh 3ansT0 N miin D, H56 Mosker ObiTh 3ansT0 D unu E, nonoskenre H58 3aHsTO
V wmu 1 u nonoskenne H60 moxer ObiTh 3ansTo D miu E, u 3penyro BapuabenbHYIO 00J1aCTh
nerkoil uernu, comepxkamyro CDR L1, L2 u L3, cogepxxamme SEQ ID NO:12, 13 u 14
COOTBETCTBEHHO, 3a MCKJIFOYEHHEM TOro, 4To mojiokeHre L24 moxeT ObiTh 3aHaTo K mim R,

nosnokenue LS50 mosker ObiTh 3ansTO L, E. D, G unu V, nosoxkenue L52 MoxeT ObITh 3aHITO S
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w G u nonoxenue L54 mosxker ObiTh 3ansT0 L, D, G, N, E, Q, K, R, T, V mnut S, npu 3T70M 110
MEHBIIEH Mepe OJHO M3 CIECAYIOLIUX MMOJOKEHUH 3aHATO aMHUHOKHMCIIOTOW, Kak ykaszaHo: Hl
3anaTo Q, HS zanmsto Q, H11 3ansaro L, H20 3ansaro L, H23 3ansaro T, H38 3ansaro K, H75
3aHaTo S, H56 3ansaro E, H58 3ansto I, H60 3ansto E, H82¢ 3ansaro V, L10 3ansto T, L17
3ausATO E, 124 3ansaTo R, L37 3ansto Q, L47 3ansaro G, N, D, E, P, T, S wuu A, 148 3ansto G
uiu D, 149 3ansaro E, L50 3ansto E, D, G unn V, L52 3ansto G, L54 3ansto D, G, N. E, Q, K,
R, T, Vunu S, L83 3ansro L, L86 3ansto H, L100 3ausTo Q, L106 3ausaro L.

[0383] Hekoropsie rymanusnpoBaHubie 3D6 anTutena conepxkar tpu CDR nerkoit nenu
u tpu CDR Tspxenoi nenu MOHOKJIOHanbHOro anrurena 3D6, mpu stom 3D6 mpencrasiser
cO0OI MBIIIMHOE AHTHUTENIO, XapaKTepusyrolneecss BapuadeapbHONW OOJACTBIO TSKEJOH LemnH,
UMEIOIe aMHUHOKHCIIOTHYIO —TOCIEN0BAaTeNbHOCTh, conxepxkamyo SEQ ID NO:7, wu
BapuabenpbHON OONACThIO JIETKOW LEeNH, MUMENIedl aMHHOKHUCIOTHYIO ITOCJIEAO0BATENbHOCTD,
conepskamyro SEQ ID NO:11, 3a uckJiro4eHreM TOro, 4to noyoskenue H27 Moxer ObITh 3aHSTO
F unu Y, nmonoxxenue H28 mosker ObiTh 3aHsTO N mnu T, nmonosxkenue H29 mosker ObITh 3aHsATO 1
umi F, nonoskenne H30 moxker ObiTh 3ansTo K mnu T, nonoxkxenne HS1 moxket ObiTh 3aHsTO |
umn V, nojoxenue H54 moxer ObITh 3aHaT0 N wnu D, monoxenne H60 mosker ObITh 3aHsATO D,
A nmu E, nonoxkenne H61 mosker ObITh 3aHsaTO P un E, nonokenne H102 MoxkeT OBbITH 3aHSTO
F win Y, nonoxkenne LS50 moxket Obith 3ansT0 L, E. D, G nnu V, nonosxkenue L52 moker ObITh
3ansaTo S uinu G u nonoxenue L54 moxer Obirh 3ansito L, D, G, N, E, Q, K, R, T, V unu S, npu
5TOM IO MEHbIIIEN Mepe OAHO U3 CIEAYIOLINX MOJOKEHUH 3aHATO AMUHOKUCIIOTOMN, KaK YKa3aHO:
L37 3ansto Q, L47 3anato G, N, D, E, P, T, S wnu A, L48 3austo G unu D, L49 3ansro E, L50
3aHsTo E, D, G umm V, L52 3ansro G, L54 3ansto D, G, N. E, Q, K, R, T, V mnm S, L100 3ansiT0
Q, H60 3ansTo E, H82¢ 3ansTO V.

[0384] B HekoTOpbIX ryMaHH3upoBaHHbIX 3D6 anTuTenax BapuabesnbHas o0gacTb
TSDKEJION LIeTIH XapaKTepHU3yeTCsh UIEHTUYHOCTBIO MOCHIEAO0BaTEIbHOCTH ueioBeka > 85%. B
HEKOTOPBIX T'YMaHU3UPOBaHHBIX aHTHTeNax 3D6 BapmabenbHas o0NacTh JIETKOH Lemu
XapaKTEePU3yeTCsl HUAEHTUYHOCTBIO TOCIEAOBATEIbHOCTH uejoBeka > 85%. B HekoTophix
IYMaHU3UPOBAHHBIX aHTUTeNax 3D6 kakmas w3 BapwaOeNnbHOH OO0JACTU TSDKENION Lenu |
BapradeTbHOH O0JIACTU JIETKOW IeNH XapaKTepU3yeTCss WASHTHYHOCTBHIO MOCIEIOBATEIBHOCTH
3apOAbILIEeBON JIMHUY YesioBeka > 85%. B HEKOTOpBIX r'yMaHM3HMpPOBAaHHBIX aHTUTENax 3D6 Tpu
CDR Tspxenoil uenu sBIAIOTCS TAKUMHU, KaK OMPENESIEHO COTJIACHO CBOAHOMY OIPENENICHUIO
Ks6ora/Hotna (SEQ ID NO:8, 9 u 10), u tpu CDR nerkoii menu sIBASIOTCS TaKUMH, Kak
OTIpeNIeNIEHO COorNIacHO cBogHOMY ompenenenuto Kadora/Horua (SEQ ID NO:12, 13 u 14); npu
ycaoBud, 4to nojoxxkenue H28 3anaro N wnu T, nonoxxenne H54 3ansaro N win D, nonoxxenue

H56 zansito D unu E, nonoxenne HS8 3ansto V unu I, nonoxenue H60 3anaro D unu E,
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nosnoxkerne 124 3ansto K mmm R, monoxkenne L50 3ansro L, E, D, G unu V, nonoxenue L52
3ansATO S mim G, u nonoxenue L.54 3ansaro L, D, G, N, E, Q, K, R, T, V unu S. B Hexotopsix
rymanuszupoBanHbix 3D6 anturenax CDR-H1 cornacno cBogHoMy onpenenenuto Kabora/Horua
MMeeT aMMHOKHUCJIOTHYIO MOCJenoBaTeNbHOCTh, conepxkainyo SEQ ID NO:86. B HekoTopbix
rymaHm3upoBaHHbix 3D6 anturenax CDR-H2 cormacho Ks0oTy mmeeT aMHHOKHCIOTHYIO
nocyenoBaTesbHOCTBD, conepskatryo SEQ ID NO:87, SEQ ID NO:88, SEQ ID NO:92 unu SEQ
ID NO:149. B HekoTtopeix rymanusupoBaHHbix 3D6 antutenax CDR-L1 cormacHo Kaborty
UMEeeT aMHHOKHUCJIOTHYIO MOCienoBaTenbHOCTh, conepxkainyo SEQ ID NO:89. B HekoTopbix
rymaHu3upoBanHbix 3D6 antutenax CDR-L2 cornacno K»>00Ty comepKUT aMHHOKHCIOTHYIO
NIOCJIEIOBATEILHOCTD, BBIOPAHHYIO U3 rpymmbl, cocrosineii n3 SEQ ID NO:150-175.

[0385] Yuactku CDR  Takux TIyMaHU3UPOBAHHBIX AHTUTEN MOTYT  SIBJISITBCS
UACHTUYHBIMU WJIH NO cyliecTBy uaeHTHUYHbIMU ydacTkamM CDR 3D6. Yuactku CDR mokHO
OTNPENeNIUTh COTJIaCHO JFoOOMy OOIIenpuHATOMY ompeneieHuro (Hampumep, Yorma wim
cBogHOMY ompenenennto Yorna u Ka0ota), HO, MpeanOYTUTENBHO, OHU ONPENENIeHbl COTIIACHO
onpenenennio Kadora.

[0386] KapkacHble MonokeHUs] BapHaOENbHBIX OOJACTe COOTBETCTBYIOT HYMEpalHuu
Ks6ora, ecnu He ykasaHo oOparHoe. Jlpyrue Takue BapHaHTBI, KaK MPABHJIO, OTIMYAOTCS OT
MOCJICIOBATEIBHOCTEH WJUTIOCTPATHBHBIX TSDKENONH W Jyierkoi ueneir Hu3D6 nHeOompimmm
KOJIMYECTBOM (Hampumep, Kak npasmio, He dosee 1, 2, 3, 5, 10 unm 15) 3amewmenuii, nenemmii
WM BCTaBOK. Takue pasnuuus OOBIMHO MPUCYTCTBYIOT B KAPKACHOM YYacTKe, HO MOTYT TaKKe
Bo3HMKaTh B CDR.

[0387] BO3MOKHOCTb JOMOJHUTEIBHON Bapualuy B 'yMaHU3UPOBAaHHBIX BapuaHtax 3D6
3aKJIFOYAETCSl B JOMOJHHUTEIBHBIX OOPATHBIX MyTAalMAX B KapPKACHBIX ydacTKaxX BapuabeabHOH
obnacti. MHOKECTBO KapKAaCHBIX OCTATKOB, KOTOpblE He OcymecTBisitoT KOHTakT ¢ CDR B
rymann3upoBanHHoM MAT (MOHOKJIOHAJIBHOM  aHTHUTENE), MOTYT COHEp’KaTb 3aMEHBI
AMHUHOKHCIIOT U3 COOTBETCTBYIOIIUX MOJOKEHUNH HJOHOpHOrOo MAT MbIIM WM APYTUX aHTUTEN
MBIIIM WJIM 4YeJoBeka, M Jake MHOTMe MOTeHLHualbHble ocylnecTisitomye koHTakTr ¢ CDR
OCTaTKH Takke mojnaroTcs 3ameHe. Jlaxke amuHokuchaotel B npeneinax CDR MoxHO 3aMeHUTS,
HanpuMep, OCTaTKaMH, OOHapy)XeHHbIMH B COOTBETCTBYIOLIEM TIOJOXKEHHUH AKLENTOPHOM
NIOCJIEZIOBATEIbHOCTH UEJIOBEKa, HCIIOJNb30BAHHON 11 OOecreueHHs] KapKaCHBIX YYacCTKOB
BapuabenpHOl obmactu. [IoMUMO 3TOro, MOKHO TMPUMEHSTHh AJbTEPHATUBHBIE AKLETITOPHBIE
MOCJICIOBATEIBHOCTH  YEJIOBEKa, HampuMmep, Uil TsDKENOH w/mimu  Jerkod nemei. Ecim
NPUMEHSIOT PA3JINYHbIE AKLENTOPHBbIE IMOCIEeNOBATEIbHOCTH, OAHY WM Ooyiee U3 OOpaTHBIX
MyTallii, PpEKOMEHIOBAHHBIX BbILIE, MOKHO HE OCYLIECTBJISIThb, IIOCKOJIbKY COOTBETCTBYIOLINE

AOHOPHBIC U AKLEINITOPHBIC OCTATKH YIKE ABJIAIOTCA OANHAKOBBIMHA 0e3 O6paTHbIX MyTaLIPIﬁ.
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[0388] IlpenmouTuTenpHO, 3aMEHbl WJIM OOpaTHbIE MYTAalMHd B TI'yMaHH3HPOBAHHBIX
BapuaHtax 3D6 (Oyab TO KOHCEpBAaTUBHBIE WM HET) HE OKA3bIBAIOT CYIIECTBEHHOTO 3¢ ¢ekTa B
oTHOWWeEeHNN apPUHHOCTH CBS3BIBAHHS HJIM aKTUBHOCTH rymaHusupoBaHHoro MAT, To ects, B
OTHOLLIEHHUH €r0 CITIOCOOHOCTH CBSI3bIBATHCS C Tay.

[0389] I'ymanusupoBaHHble aHTHTeNa 3DO NONOJHUTENBHO XapakKTEpU3YIOTCA UX
CIIOCOOHOCTBIO CBSI3BIBATHCS KaK C (GOCHOPUIMPOBAHHBIM, TaK U ¢ HEPOCHOPHIMPOBAHHBIM TAY
Y HEMIPABHJILHO CBEPHYThIMHU/arperupoBaHHbIME (POpPMaMHU Tay.

D. XumepHble 1 BEHUPOBAaHHbIEC AHTUTENA

[0390] B HacTosiieM W300peTEHUU TakKe MPeasiOKEHbl XUMEPHAash W BEHHPOBAHHAS
(GOpMBI aHTUTEN, OTJIUYHBIX OT AHTUTEN 4YeJIOBeKa, B HYaCTHOCTH, aHTthTen 3D6 cornmacHo
npuMepam.

[0391] XumepHOE aHTHUTENIO TMPEACTABISET COOOW AaHTHTENO, B KOTOPOM 3pelible
BapuabenbHble 00JIaCTH JIETKOH M TSDKEJOHN Lenel aHTUTeNa, OTJIMYHOTO OT aHTUTENa YeJIoBeKa
(HampuMep, MbIIHN), OOBEOMHEHbI C KOHCTAHTHBIMH OOJACTSIMH JIETKOM M TSDKENOH Lemneit
4yenoBeka. Takue aHTUTeNa MO CYLIECTBY WM TOJHOCTBIO COXPAHSIOT CIEHU(PHIHOCTD
CBSI3bIBAHUS AHTHUTEJNA MBILIH M COCTOSIT MPHOJIU3UTEIBHO HA BE TPETHU U3 MOCIEN0BATEIBHOCTH
yenoeka. CorjacHO BapwaHTy pealu3aluyd XUMepHoe aHTtutesno 3D6  comepskur
AMHHOKHCJIOTHYIO TOciefoBaTeabHoCcTh Tskenon uenu SEQ ID NO:72 m aMUHOKHCIIOTHYIO
nocaeaoBaTebHOCTD Jierkoi nenu SEQ ID NO:73.

[0392] BennpoBaHHOE AHTUTENO MPEACTaBIsIET COOOW THUI TYMaHU3HUPOBAHHOIO
aHTUTENA, KOTOPbIA COXpaHsieT HeKOTopble M 00bI4HO Bce n3 CDR 1 HEeKoTOphIe M3 KapKaCHBIX
OCTATKOB BapuadeNpHOH 00JacTH, OTJIIMYHBIX OT OCTATKOB YEJIOBEKA, aHTHUTENA, OTJIUYHOIO OT
aHTUTENIa 4YeJIOBeKa, HO B KOTOPOM Jpyrue KapKacHble OCTaTKU BapuabenbHOW objacTwy,
KOTOpbI€ MOTYT BHOCHUTb BKJIaJ B B- nnn T-kiieTouHbIe SMIUTOMNBI, HAIPUMEP, SKCIIOHUPOBAHHBIE
ocratku (Padlan, Mol. Immunol. 28:489, 1991), 3amMeHeHbl OCTaATKAMH M3 COOTBETCTBYIOIIUX
MIOJIO’KEHUI TIOCIIeIOBATeIbHOCTU AHTHUTENa 4eJioBeKa. Pe3yibTaToM SBISIETCS AHTUTENO, B
koTopoM CDR mnonyueH mOJHOCTBIO WJIM MO CYLIECTBY U3 aHTHUTENA, OTIUYHOIO OT aHTUTENa
YeJIOBEeKa, U KapKacHbIE YYaCTKH BapHaOeNbHOH OOJNACTH aHTHUTENA, OTJIMYHOTO OT aHTUTENA
YeJIOBEKa, SIBJISIIOTCS OoJiee MOHOOHBIMH YeJIOBEKYy Osaromapsi 3ameHaMm. BeHupoBaHHbIe pOpMBbI
anTuTeNa 3D6 BKIIFOYEHBI B HACTOSIIEE H300pETeHHE.

E. Anrturena yenoseka

[0393] AHTUTEeNa dYeloBeKa MPOTUB Tay Wik ero (parmMeHra (HampuMep, OCTATKOB
amuHOKHCIOT 199 — 213 w/umm 262 — 276 B SEQ ID NO:3, COOTBETCTBYIOIIUX OCTaTKam
aMuHOKUCTOT 257 — 271 w/umm 320 — 334, coorBercTBeHHo, B SEQ ID NO:1, unu ocratkam

aMUHOKUCTOT 259-268 wnmu 290-299 wnm 321-330 wnm 353-362 B SEQ ID NO:1 unu moboi
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koMOuHammu 2, 3 win Bcex 4) MPeasioKeHbl MOCPEACTBOM MHOMKECTBA METOIMK, OMHCAHHBIX
Hwke. Hekoropble aHTHUTENa dYenoBeka OTOOpaHBI IMOCPENCTBOM KOHKYPEHTHBIX aHAJIH30B
CBSI3bIBaHUS, MTOCPENCTBOM criocoba (arosoro aucruies: cornacHo Winter, CM. BbILI€, UM UHBIM
croco0oM, YTOOBI JaHHBIE AHTUTENA XaPAKTEPU3OBAIMCH TOH e SMUTOMHON CIIEU(PHUIHOCTBIO,
YTO U KOHKPETHOE AHTHUTEJO MBILIHM, TAKOE KaK OJHO W3 MOHOKJIOHAJbHBIX AHTUTEN MBILIH,
ONMCAHHBIX B NpuMepax. MOXHO Takke MPOBECTU CKPUHHUHI AHTHTEN 4eJIOBEKa B OTHOLICHUU
KOHKPETHOW 3THMTOMHON CHeUu(UYHOCTH TMOCPEACTBOM TPUMEHEHUS B KAueCTBE AHTUICHA-
MHIIEHH TOJBKO ()parMeHTa Tay, TaKOro Kak ()parMeHT Tay, COAEp KAIlUi HMCKIIFOYHTEIBHO
octaTku aMHUHOKHCIOT 199 — 213 unu 262 — 276 B SEQ ID NO:3 (COOTBETCTBYIOT OCTaTKaM
amMuHOKHCIOT 257 — 271 wnm 320 — 334, coorBercrBenno, B SEQ ID NO:1), unu conepsxauii
HCKJTFOYUTENIbHO OCTaTKA aMUHOKHUCIIOT 259-268 mnmm 290-299 wnm 321-330 umm 353-362 B SEQ
ID NO:1, B kauecTBe aHTHUI€HA-MHUIIEHH, W/WJIH MIOCPEACTBOM MPOBEACHUSI CKPUHUHTA aHTUTEN
IIPOTUB COBOKYITHOCTHU BapHaHTOB Tay, TAKMX KaK BapHaHTbl Tay, COAEp Kallle pas3jIHyHbIe
MyTallMl B MpEAeNax OCTaTKOB amMuHOKuchaor 199 — 213 wmm 262 — 276 B SEQ ID NO:3
(COOTBETCTBYIOT OCTaTKaM aMHUHOKHUCIIOT 257 — 271 umm 320 — 334, coorBercTBeHHO, B SEQ ID
NO:1) wnu B mpenenax oCTaTKOB aMHHOKHUCIOT 259-268 wumu 290-299 wnmm 321-330 umm 353-362
B SEQ ID NO:1.

[0394] CriocoObl mONTyueHUs] aHTHTEN YeJIOBEKA BKIIFOYAIOT CIIOCOO TPHOMBI COTJIACHO
nyonukanusm Oestberg et al., Hybridoma 2:361-367 (1983); Oestberg, marenty CIIHA Ne
4634664; u Engleman et al., marentr CIIA 4634666, nmpuMeHeHHE TPAHCTEHHBIX MBbIIICH,
COZIepIKAIMX T'eHbl MMMYHOIIOOYJIMHA YenoBeka (CM., Harpumep, nyonukanuu Lonberg et al.,
W093/12227 (1993); US 5877397, US 5874299; US 5814318, US 5789650; US 5770429, US
5661016, US 5633425; US 5625126, US 5569825; US 5545806; Neuberger, Nat. Biotechnol.
14:826 (1996); u Kucherlapati, WO 91/10741 (1991)), cnocoOwl arosoro mgucmiest (cm.,
Hanpumep, nyonaukammu Dower et al., WO 91/17271; McCafferty et al., WO 92/01047;, US
5877218; US 5871907, US 5858657, US 5837242; US 5733743; u US 5565332); u cnocoOwl,
onucanHble B nmyonaukanuu WO 2008/081008 (Hanmpumep, UMMOpTaiu3auus B-kieTok mamsty,
BBIJISJICHHBIX OT YeJIOBeKa, HampuMmep, ¢ nomotnsio BOb (Bupyca Onmreitna-bapp), mposenenue
CKPUHUHTA B OTHOIICHUH JKEJIAEMbIX CBOWMCTB U KJIOHHPOBAHUE M SKCIPECCUST PEKOMOMHAHTHBIX
dbopm).

F. Bsi0op koHCTaHTHOI obnmactu

[0395] BapuabenbHble 00aCTH TSKEOW W JIETKOW IeNeill XMMEPHOTO, BEHUPOBAHHOTO
WIA TYMaHU3UPOBAHHOIO AHTUTEN MOKHO IPUCOEAUHUTb K IO MEHbIIEH Mepe 4YacTH
KOHCTAaHTHOHM obOnactu 4enoBeka. BbIOOp KOHCTaHTHON 0OJAacTH 3aBUCHT OTYaCTH OT TOTO,

ABJIAKOTCA JIn KEIaTCIbHBIMU AHTUTCJIO3aBUCHUMan onocpeaoBaHHast KJICTKaMH
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LIUTOTOKCUYHOCTDb, aHTUTEJIO3aBUCUMBIN KJIETOYHBIN (Haroluro3 W/ MM KOMILIEMEHT3aBUCUMAsT
uuToToOKCMUHOCTh.  Hampumep, wusotunsr IgGl u  IgG3  uyenoBeka xapakTepuU3yOTCA
KOMILUIEMEHT3aBUCUMON IIUTOTOKCHYHOCThIO, a wu3otunbl IgG2 u IgG4 uyenoBeka — He
xapakrepusyrorces  er0. IgGl u  IgG3 uenoBeka Takke BBI3BIBAIOT OoJiee  MOIIHBIE
ornocpenoBaHHble KineTkamu 3¢dexropusie pynkuny, yem IgG2 u IgG4 yenoseka. KoncranTHble
o0nacTu JIerkux Ieneil MOryT MpeAcTaBisATh coOoi msiMOna nim kanma. CHCTeMbl HyMepaluu
IUTsl KOHCTaHTHBIX oOnacteit BkmoyvaroT Hymepaiuio EU (Edelman, G.M. et al., Proc. Natl. Acad.
USA, 63, 78-85 (1969)), nymepauuto Kadora (Kabat, Sequences of Proteins of Immunological
Interest (National Institutes of Health, Bethesda, MD, 1991), yuukansayto Hymepauuto IMGT
(Lefranc M.-P. et al., IMGT unique numbering for immunoglobulin and T cell receptor constant
domains and Ig superfamily C-like domains, Dev. Comp. Immunol., 29, 185-203 (2005) u
HyMeparuo 3k30H0B IMGT (Lefranc, ccpiika Bbime).

[0396] Onna wnu Gojiee aMUHOKHUCIIOT Ha aMUHO- WM KapOOKCHIIBHOM KOHIIE JIETKOM
W/WITK TSDKENON 1erny, Takue Kak C-KOHLEBOW JIM3WUH TSDKENIOW LeTH, MOTYT OTCYTCTBOBATh HIIU
MOTYT OBbITh IEpPUBATU3NPOBAHHBIME B YACTH MOJIEKYJI UJIM BO BCEX MOJIEKyJax. B KOHCTaHTHbIE
o0yacTi MOTYT OBITH BHECEHBI 3aMEHBI IJIs1 CHYKEHHUS WIIH TIOBBIIEHUs 3((eKTOpHON PyHKINH,
TAKOH Kak OIMOCPENOBaHHAs KOMIUIEMEHTOM LUTOTOKCHYHOCTh i A3KL[ (cm., Hampumep,
nyOomukanuu Winter et al., matrert CIIIA No. 5,624,821; Tso et al., marent CIIIA No. 5,834,597,
u Lazar et al., Proc. Natl. Acad. Sci. USA 103:4005, 2006), niau st yBEJIHUEHUsT MEpHOAA
TIOJTY>KU3HU Y desioBeka (cM., Hampumep, nmyonukaruio Hinton et al., J. Biol. Chem. 279:6213,
2004). UmmoctpatuBHble 3aMeHbl BKIrodaroT Gln B nmonoxxennu 250 w/mmn Leu B monoxkeHuu
428 (B nmanHoM al3ame il KOHCTAHTHOM oOjacTu ucnonbdyercs Hymepauuss EU) mns
yBEJIMUYEHUS MTEPUOA MONYKU3HU aHTUTeA. 3aMeHa B JJI0OOM MM BCeX MOJIoxkeHusx 234, 235,
236 w/unu 237 cHuwxkaer ahHUHHOCTh B OTHOLIEHUH perentopoB Fcy, B 4acTHOCTH, peLentopa
FcyRI (cm., Hanpumep, US 6624821). 3ameny ajanunHa B mojioskeHusix 234, 235 u 237 IgGl
YeJIOBeKa MOKHO NMPUMEHSITh Uil CHIDKeHHus 3¢ dekTopHbix ¢yHkumii. Hexoropeie anTHTEna
conmep:kaT 3aMeHy allaHuHa B moJockeHusix 234, 235 u 237 IgGl uenoBeka sl CHUKEHUS
s dexropubix Pynkumit. HeobszarenvHo, monoskenust 234, 236 w/unu 237 B IgG2 yenoseka
3aMelleHbl aJJaHMHOM, a ToJioskeHue 235 — riyramuHoM (cM., Hampumep, myOnukanuro US
5624821). B HEKOTOpBIX AHTUTENAX NPUMEHSIOT MYTALHI0 B OJHOM WJIM HECKOJNbKUX W3
nonoxkeHuit 241, 264, 265, 270, 296, 297, 322, 329 u 331 IgG1 yenoBeka coriiacCHO HyMepauu
EU. B HEKOTOpBIX aHTUTENAX NPUMEHSIOT MYyTalUI0 B OJHOM WJIM HECKOJBKUX U3 MOJIOKEHUU
318, 320 u 322 IgG1 yenoseka cornacHo HyMepauuu EU. B HEKOTOpBIX aHTUTENAX MOJIOKEHUs

234 w/umu 235 3aMeleHbl aJaHUHOM, W/WIIM TOJOXKeHHe 329 3aMelieHo MHIMHOM. B
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HEKOTOPBIX aHTUTENAax MOoxkeHus 234 u 235 3aMelleHbl aJaHuHOM. B HEKOTOPBIX aHTUTENaX
usotumn npencrasisier coboi IgG2 nnu IgG4 yenosexka.

[0397] AHTUTENa MOKHO SKCIPECCUPOBAaTh B BHIE TETPAMEPOB, COIAEPIKAIIUX [BE
JIETKHE W JIB€ TsDKEJble LIENHU, B BHIE OTAENbHBIX TSKENbIX IIenel, Jerkux nernel, B Bune Fab,
Fab', F(ab")2 u Fv unu B Buie ONHOLIETIOYEYHBIX AHTUTEN, B KOTOPBIX 3pejible BapuaOesbHbIe
TOMEHBI TSKEJION U JIETKOM Lienel COeIMHEHbI IOCPEACTBOM Creicepa.

[0398] KoHcTaHTHBIE 00J1aCTH YeJIOBEKA NEMOHCTPUPYIOT AJUIOTHITMYECKYIO BaPHALIMIO U
M30aJJIOTUITMYECKYIO0 BapUALMI0 MEXIy Pa3JU4YHbBIMU HHIWBUIAYYMaMH, 3TO O3HA4YaeT, 4TO
KOHCTaHTHbIE OOJIACTH Yy pAa3jM4YHBIX HWHAWBUAYYMOB MOTYT OTJIMYAaTbCS B OJHOM HUIH
HECKOJIBKUX TMOJIMMOP(HBIX MOJOKEHUAX. M30aJUIOTUIIBI OTIIMYAIOTCS OT AJUIOTHUIIOB TEM, YTO
CBIBOPOTKA, PACIIO3HAIOINAsT M30AJUIOTHUIIL, CBSI3bIBACTCS € HEMOJUMOpP(HOI 00NacThIO OIHOTO
WIN HECKOJIBKHMX APYTHX W30THUIIOB. TakuM o0pa3oM, HampuMmep, Apyras KOHCTaHTHasi 00JacTh
Tsokenon nenw nosydeHa u3 G1lm3 IgGl ¢ C-koHUEeBbIM TU3HHOM WK O€3 Hero. Y IOMHHAHUE O
KOHCTAHTHOH 00JacTH YeNoBEeKa BKJIFOYAET KOHCTAHTHYKO 00JacTbh € JIIOOBIM TMPHUPOIHBIM
JIOTUIIOM WJIM JIFOOOH mepMyTalMed OCTaTKOB, 3aHUMAIOINUX IIOJIOKEHHS B TPHPOIHBIX
annorunax. MiumocTpaTuBHasi KOHCTAaHTHAs 00JIACTh TsDKENON enu npencrasnser coboit SEQ
ID NO:176, ¢ C-KOHLIEBBIM JIM3UHOM WJIH 0€3 Hero, U WUIIOCTPATHUBHAS KOHCTaHTHAas 00JIACTh
nerkoii nernu npencrasisier codboit SEQ ID NO:177.

G. Dxcnpeccusi peKOMOMHAHTHBIX aHTUTE

[0399] M3BeCTHO MHOXECTBO CHOCOOOB MOJYYEHUS XUMEPHBIX U I'yMaHH3UPOBAHHBIX
AHTUTEJ C MPUMEHEHUEM HKCIPECCUPYIOLIeH aHTHTENA JIMHIK KJIETOK (Hampumep, THOpPHIOMBI).
Hanpumep, BapuaOenbHbple 00MacTH UMMYHODJIOOYJMHA AHTUTEN MOXKHO KIOHHUPOBATH |
CEeKBEHHPOBATh C TPUMEHEHHEM XOpOLIO U3BECTHBIX cnocoboB. B  omHOoM cmocobe
BapuadespHyto obnacte VH Tspkenoii nernu kioHupyroT nocpeactsom OT-ITHP (monumepasHoi
LIETTHOM peakuuu ¢ oOpaTHOM TpaHCKpumuei) ¢ npumeHenneM MPHK, nosiy4eHHO U3 Ki1eTok
rubpunomMel. KoHCEHCYCHBIE TIpaliMepbl MPUMEHSIOT B OTHOLIEHHH JIMAEPHOTO MENTHAA 00JIacTH
VH, conepxaimero KOAOH HHULHMAINY TPAHCISIMK B KadecTBe S'-mpaiiMepa U criequ(UUHbINA K
KOHCTaHTHOH obnactu g2b 3'-mpafimep. MiumtocTpaTuBHbIE MpaiiMepsl ONMUCaHBI B MyOJIUKALUN
nateara CIIIA US 2005/0009150 aBropa Schenk et al. (3mece u nanee «Schenk»).
IlocnenoBaTenbHOCTH M3 MHOXKECTBA HE3aBHUCUMO IOJIYYEHHBIX KJIOHOB MOKHO CpPaBHMUTD,
9To0Bl yOeAWThCS, HYTO B TeueHHWe aMmIiuinpukanud He ObUIM BBEOEHBI W3MEHEHUS.
ITocnenoBarenpHOCTh 0OMacT VH MOXKHO Takke ONpeneuTb WIH MOATBEPANTH MOCPEICTBOM
cekBeHupoBanus ¢pparmenta VH, momyuenHoro nocpeacrsom merogosoruu 5'-RACE OT-TILIP

u 3' g2b-creruduuHOro mpaiimepa.
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[0400] BapuabenpHyro oOmacte VL serkodl menu MOXKHO KJIOHHPOBATH AHAJIOTUYHBIM
ciocoboM. CornacHO OHOMY MOAXOAY pa3padaThIBAOT HAOOP KOHCEHCYCHBIX IpaitMepoB IJIs
ammnpukanmu  obmacreii VL ¢ mnpumenenmem  5’-mpaiimepa, pa3pabOTaHHOTO IS
rubpuamzauuu ¢ odnacteio VL, comepskalnero KOAOH MHULMALMN TPAHCISIIMY, U 3'-mipaiiMepa,
cneupuynoro k obmnactu Ck, HIXKe MO TedeHHI0 OT coepunstomeit obmacru V-J. CormacHo
BTOpOMY noaxony ajs kiaonuposBanus kJIHK, koxupyromei VL, npuMeHsIOT METOAOIOTHIO 5'-
RACE OT-IILP. UnnrocTpaThBHBIE MpaiiMepbl OMKcaHbl B myOnukanuu Schenk, ccbika BbIle.
3areM KJIOHUPOBAHHBIE TMOCJIENOBATENBHOCTH OOBENUHSIOT C  MOCJIENOBATEIbHOCTSMH,
KOZUPYIOIIMMHU KOHCTAHTHBIE 00JIACTH YeJIOBeKa (MJIU APYTHX BUIOB, OTJIMYHBIX OT YEJIOBEKA).

[0401] CornacHo omHOMY momxoay BapuadOesbHble O0JACTH TSDKEJOW M JIETKOW Herneil
NEPEKOHCTPYHUPYIOT, YTOOBI OHU KOAMPOBAIH CIUIAHC-TOHOPHBIE TOCIEAOBATEIbHOCTH HUXKE 110
TEUEHHUIO OT COOTBETCTBYIOUIMX coenuHeHuil VDJ unn V], 1 KJIOHUPYIOT B BEKTOP 3KCIPECCUU
Mlekonurarouero, Tako kak pCMV-hyl s Tsoxeno nenm u pCMV-Mcl nst nerkoii nenu.
JlaHHBIE BEKTOPbI KOAMPYIOT KOHCTaHTHbIe obmactu yl m Ck uenoBeka B BHAE 3K30HHBIX
(bparMeHTOB HIDKE IO TEYEHUIO OT BCTPOEHHOW KacceThl BapuwadenpHOU obmactu. Ilocre
noaTBepkaeHus nocienosarenbHocTH KieTku CHO MOXXHO KOTpaHC(HUIMPOBATH BEKTOPAMHU
SKCIPECCUM TSKEJNOM ILlemuM U JITKOW 1Lenu A TOJNy4YeHHUs XHMMEPHBIX aHTUTEN.
KonpunmonupoBaHHyto cpeny cobuparot depe3 48 yacoB mociie TpaHC(HEKUUN U aHAIU3UPYIOT
METO/IOM BECTEpHOJIOTTUHIAa B OTHOLIEHWH MNPOAYKUMH aHTUTena uiau MerogoM ELISA B
OTHOLIEHUU CBSI3bIBAHMS C AHTUIE€HOM. XHMMEpHbIE aHTUTENA SBJIAIOTCA T'YMaHU3UPOBAHHBIMH,
KaK OIMCAHO BBILIE.

[0402] XumepHble, BEeHUPOBaHHbIE, T'YMaHU3UPOBAHHBIE AHTUTENIA U AHTUTEJNA YEJIOBEKA,
KaK TPABUJIO, TMOJYYAIOT TIOCPEACTBOM PEKOMOMHAHTHOW SKCrIpeccuu. PeKOMOMHAHTHbIE
MOJIMHYKJIEOTUIHbIE KOHCTPYKLMH, KaK IPaBHJIO, COIEPKAT IMOCIEeNOBATENIbHOCTh KOHTPOJIS
SKCIIPeCCuH, (YHKIMOHAIBHO CBSA3aHHYK) C KOAMPYIOIIMMHU TOCJIENOBATEIbHOCTSAMHU LEeTen
aHTUTeNla, BKJIOYasl CBSI3aHHblE B IMPUPOJNE WM TeTEePOJOTHYHbIE 3JIEMEHTbl KOHTPOJIS
SKCIpeccuM, Takue Kak mnpomorop. IlocnenoBarenbHOCTH KOHTPOJS 3KCIIPECCUU MOTYT
NPEACTaBIATh COOOI CHCTEMBI MPOMOTOPOB B BEKTOpaX, CIOCOOHBIX K TpaHC(HOpMAaLUH WU
TpaHC(HEKIUH 3YKAPUOTHYECKUX WJIM TPOKAPUOTHYECKUX KIETOK-x03seB. llocie Toro kak
BEKTOP OBLT BCTPOEH B COOTBETCTBYIOINETO XO3fMHA, XO3SIMHA TOANEP)KUBAIOT B YCIOBHSX,
NOJXOSIINX ISl BBICOKOTO YPOBHS 3KCIPECCHN HYKJIEOTUAHBIX MOCIEN0BATEIbHOCTEHN 1 cOopa
Y OYMCTKH NEPEKPECTHO-PEAKTUBHBIX aHTUTEIL.

[0403] /lanHBIE BEKTOPBI SKCIPECCHUH, KaK IPAaBUJIO, SBISAIOTCA PEIUIMLIUPYEMbIMU B
OpraHM3Max XO03s€B B BHUJIE BIMHCOM WM COCTaBHOM uactu XpomocoMHou JIHK xo3smna.

OOBIUHO BEKTOPBI SKCIIPECCUU COMEPKAT CEJNEKTUBHBIE MAapKEpPhbl, HAIpUMep, YCTOMUUBOCTh K
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AMIOUIIUIMHY WIH YCTOWYHUBOCTh K TUTPOMHIMHY, 4TOOBI oOecrednTh OOHApyKEeHHE Tex
KJIETOK, KOTOpBIe ObLIH TpaHC(HOPMHUPOBAHBI XKeyaeMbIMu rocienoarenbHoctssMu JTHK.

[0404] E. coli mpencrasinisier coO0# OAUH U3 MPOKAPUOTUIECKUX XO35€B, IPUTOAHBIX JJIS
SKCIPECCHUHM AHTUTEJ, B YAaCTHOCTH, (PparMeHTOB aHTUTeNa. MUKPOOPraHU3MBI, TaKHe Kak
APOKKH, TAKKe MPUTOIHBI ISl SKCIpeccun. Saccharomyces npeactasisieT coO0H OPOsKKEBOrO
XO03MHA C MOAXOASIIMMH BEKTOPAMH, KOTOpbIE MO JKEJIAHUID COIEpKAT MOCIEAOBATENIbHOCTU
KOHTPOJISL SKCOPECCUM, TOYKY Hadajia PerIMKalUuH, MOCIENOBAaTEIbHOCTU TEPMUHALMU U T.II.
TunuuHbie TPOMOTOPBI BKIIOYAKOT 3-pochornuiepaTtkuHazy W APyrHe TIUKOJIUTHYECKHE
dbepmentbl. UHOynmMOETbHBIE TIPOMOTOPBI APOKEH BKIFOYAIOT, CPEAM MPOYUX, MPOMOTOPHI U3
AJIKOTOJIbACTUAPOreHasbl, usonuToxpomMa C U (EpPMEHTOB, OTBEHYAIOIIUX 33 YTHJIU3ALMIO
MaJIbTO3bI M TAJaKTO3bI.

[0405] KyeTkn MIJIEKONMUTAOIINX MOXHO TMPUMEHSATH ISl SKCIMPECCHH HYKJICOTHIHBIX
CEerMEHTOB, KOIUPYIOIIUX HMMYHOTJOOYJUHBI win uxX (parmedTsl. CM. pPyKOBOICTBO
Winnacker, From Genes to Clones, (VCH Publishers, NY, 1987). bwruio paspaboraHo
MHOKECTBO TMOAXOMSINUX JIMHUH KJIETOK-XO0351€B, CIOCOOHBIX CEKPETUPOBATh HMHTAKTHBIC
reTepoJIOTHYHbIe OeNKM, W Takhe JUHUHU KJIETOK-XO03sieB BKoUaroT JuHUH Kietok CHO,
paznuunble JguHUM kietok COS, knerku Hela, knerku HEK293, L-knetku u He
NPOAYLUPYIOLINEe aHTUTeNa Muenombl, BKro4as Sp2/0 m NSO. Knerku MOryT SIBISTHCS
OTJINYHBIMH OT KJIETOK 4eJioBeka. BeKTOphl skcpeccuu JjIsl JaHHBIX KJIETOK MOTYT COAEPKaTh
MOCJIEIOBATEIbHOCTU KOHTPOJISI SKCIIPECCUH, TAKHE KaK TOYKAa Haudaja periuKaluu, MpoMOoTop,
suxaHcep (Queen et al., Immunol. Rev. 89:49 (1986)), u HeoOxomumble HH(POPMALMOHHBIE
CaiThl POLIECCHHTA, TAKHE KAK CAWThI CBSI3bIBAHUS pHOOCOMBI, caiThl crutaiicuara PHK, caiite
MOJINAICHUITUPOBAHUS u MOCJIeIOBATEIbHOCTH TePMHUHATOpPA TPAHCKPHUITLIHH.
ITocnenoBaTenbHOCTH KOHTPOJIST SKCIPECCHU MOTYT COIEp:KaTh MPOMOTOPBI, TMOJy4YEHHBIC U3
SHJIOTEHHBIX T€HOB, LUTOMeranoBupyca, SV40, ageHoBUpyca, ObIYBETO MAMWILIOMaBUpPYCa, U
.. Cm. nmybnukanmro Co et al., J. Immunol. 148:1149 (1992).

[0406] B xadyecTBe anbTepHATHUBbI, KOAUPYIOLIHE AHTUTENO NOCIEN0BATEIbHOCTH MOKHO
BCTPOUTHh B TPAHCTEHBbI NJII BBEACHUS B T'€HOM TPAHCTEHHOTO JKUBOTHOTO M TOCIEAYOIIEH
SKCTPECCHH B MOJIOKO TPAHCTEHHOTO JKUBOTHOTO (cM., Hampumep, mateHT CIITA Ne 5,741,957,
nateHt CIIIA Ne 5,304,489; u matent CIIIA Ne 5,849,992). Ilogxoasituue TpaHCTEHBI BKITFOYAKOT
KOZIMPYIOIIME TOCIENOBATENbHOCTH I JIETKOW W/WIN TSDKENOH 1eneld, (yHKIHMOHAIBHO
CBSI3aHHBIE C TIPOMOTOPOM M HHXAHCEPOM U3 T'eHa, CHenu(PUIHOTO K MOJOYHOMU KeJie3e, TAKOro
KaK Ka3euH min 0eTa-1akTorio0yIvH.

[0407] Bexropsl, comepxkamue cermentsl JIHK, mnpeacTamistouue HUHTEpPEC, MOXKHO

NEPEHECTU B KIICTKY-XO351UH CHOCO6aMI/I, KOTOpPBIC 3aBUCAT OT THUIIA KJICTOYHOIO XO3dMHA.
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Hanpumep, ays mpoKapHOTHUECKUX KJIETOK OOBIYHO NPUMEHSIOT TPaHC(EKUHMI0 Ha OCHOBE
XJIOpU/Ia KaJlbLUs, B TO BpeMs Kak s APYTUX KIIETOYHBIX XO035€B MOXHO IPHUMEHSTh
0o0paboTky ¢ocdhaToM  KambLus, SJEKTPONOPALNI0, JUMO(PEeKIuo, OauITUCTUIECKYIO
TpaHCPEKIMIO WIH TPaHCHEKIMI0 Ha OCHOBE BHPYCOB. Jlpyrue crocoObl, UCIOJIb3yeMble ISt
TpaHCOpMaMK KJIETOK MIIEKOMMTAIOIINX, BKJIIOYAIT NPUMEHEHHE NONIUOpeHa, CIMsHUE
IPOTOILIACTOB, JIUIIOCOM, 3JIEKTPONOPALMIO U MUKPOMHBEKLMIO. JIj1s1 mosydeHns TpaHCTeHHBIX
JKMBOTHBIX TPAHCTE€HBI MOXXHO MHKPOMHBEKIPOBATh B OIUIOOTBOPEHHBIE OOLIMTHI UJIM MOYKHO
BCTPOMTh B TE€HOM 5MOPHOHAJIBHBIX  CTBOJIOBBIX  KJIETOK WJIH  HMHAYLHPOBAHHBIX
IUTFOPUIIOTEHTHBIX  CTBOJIOBBIX KieTok (iIPSC), u sApOo TakMX KIJIETOK TMEPEeHeCTH B
SHYKJICHPOBAHHBIE OOLUTBHL.

[0408] ITocne BBemEHUS BEKTOpa WJIM BEKTOPOB, KOAUPYIOLINX TsDKENbIe U JIETKUE Lenu
aHTUTENA, B KJIETOYHYIO KYJBTYPY, MOKHO NMPOBECTH CKPUHHUHT ITYJIOB KJIETOK B OTHOIICHUH
NPOAYKTHUBHOCTH POCTA M KAUeCTBA MPOAYKTA B OECCBIBOPOTOUHOM Cpefie. 3aTeM MyJIbl KIETOK C
BBICOKOW TPOIYKTHBHOCTBIO MOJKHO MOJBEPTHYTH OAHOKJIETOYHOMY KJIOHHPOBAHHUIO Ha OCHOBE
FACS nnst co3naHust MOHOKJIOHAJIBHBIX JIMHAH. MOKHO IPUMEHSTH yIeNbHbIE POAYKTUBHOCTH
6onee 50 nr uiam 100 nr Ha KIETKY B J€Hb, YTO COOTBETCTBYET THUTPaM Ipoxaykra doxee 7,5 1/n
KYJBTYpbl. AHTUTENA, IPOAYLIHPYEMbIE OHOKJIETOUYHBIMU KJIOHAMH, TaK)K€ MOKHO HUCCIIEIOBATh
B OTHOLIEHWH MYTHOCTH, (UIBTPALMUOHHBIX CBOUCTB MerogoMm ITAAID (snextpodopesa B
nojuakpunaMuaHoM rene), U@ (u3osaexrpuueckoro (pOKycUpOBaHUs), CKAaHUPOBaHUS B Y D-
obmnacty, BbICOKO3((PEKTHBHON 3KCKIMO3UOHHON Xpomartorpapun (BO3X), yranesogHO-
OJIMTOCAXapUHOTO KapTHUPOBAHUS, MACC-CIIEKTPOMETPUM U aHAJIN3a CBS3BIBAHMS, TAKOTO Kak
ELISA wmm Biacore. OToOpaHHBIH KJIOH MOXKHO 3aT€M MHCHOJNb30BAaTh IS CO3JaHMs OaHKa
KJIETOK BO MHOXKECTBe (DJIAKOHOB M XPAHHUTh B 3aMOPOKEHHOM BHIE Ui MOCIEIYIOLIETO
UCTIOJIb30BAHMSL.

[0409] TTocne 3KCIpecCHH aHTHUTEJa MOTYT OBITh OYHIINEHBI B COOTBETCTBUU CO
CTaHIAPTHBIMHU CIOCOOAMH, U3BECTHBIMHU B JAHHOW OOJIACTH TEXHUKH, BKJIFOYAs 3aXBaT OEJIKOM
A, ounctky BOXX, konoHOUHYIO XpomaTorpaduro, refb-ajekTpodopes u T.m. (CM., B 00mux
yepTax, pykoBoucTBo Scopes, Protein Purification (Springer-Verlag, NY, 1982)).

[0410] MOXHO MPUMEHATH METONOJOTHU JUIsi KOMMEPYECKOTO TMOJYyYEHUS aHTHTEN,
BKJIFOYAsl ONTUMH3ALNIO KOJIOHA, OTOOP MPOMOTOPOB, OTOOP 3JEMEHTOB TPAHCKPHIILHH, OTOOP
TEPMUHATOPOB, OECCHIBOPOTOYHOE OJHOKIETOYHOE KJIOHHPOBAHHE, CO3/laHHEe OaHKOB KIIETOK,
UCTIOJIb30BAaHHE CEJIEKTHBHBIX MApKepOB sl aMrutndukanmu uynucna konuid, tepmuHarop CHO
WIN yJIy4IIeHHue TUTPOB OenkoB (cMm., Hanpumep, nyonukanun US 5786464; US 6114148; US
6063598; US 7569339; W02004/050884; W02008/012142; W02008/012142; W02005/019442;
W02008/107388; W02009/027471; u US 5888809).
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IV. AxTuBHBIE UMMYHOT€HbI

[0411] CpencTBo, mnpuUMeHseMOe MJsi AKTUBHOW HMMMYHHU3allUM, BBICTYMaeT MAJis
UHAYKUUN y TalMeHTa TeX >K€ TUIIOB AHTUTENa, KaK ONHUCAHO BbIlIE€ IPUMEHUTENBHO K
naccuBHOW MMMyHH3auuu. Cpenctsa, NpUMeEHsieMble AJisl AKTUBHOM HMMMYyHHU3allUM, MOTYT
OTHOCUTBCSI K TE€M K€ TUIIlaM HMMYHOI€HOB, KOTOpbIE€ MPUMEHSIOT A NPOAYKLHH
MOHOKJIOHAJIBHBIX aHTHUTEN y J1a0OpaTOPHBIX *KMBOTHBIX, HApUMep, nentun u3 3 — 15, wim 3 —
12, wiu 5 — 12, v 5 — 8 CMeKHBIX aMHUHOKHCIIOT U3 00JIaCTH Tay, COOTBETCTBYIOIEH OCTaTKamM
199 — 213 unm 262 — 276 B SEQ ID NO:3 (coorBercTBYIOT OocTaTkam 257 — 271 wnu 320 — 334,
cootBercTBeHHO, B SEQ ID NO:1), Takoii kak, HampuMep, MENTHN, CoAepKamuii octatku 199 —
213 wmm 262 — 276 B SEQ ID NO:3 (coorBercTByroT ocratkam 257 — 271 umm 320 — 334,
cootBercTBeHHO, B SEQ ID NO:1), Takoi kak, HarpuMep, NenTHz, coaepxamuii ocratku 199-
213 wumm 262-276 B SEQ ID NO:3 (coorBerctBytoT octatkam 257-271 wmm 320-334,
cootBerctBeHHO, B SEQ ID NO:1), wiu u3 o0nactu Tay, COOTBETCTBYIOMIEH ocTaTkam 259-268
wi 290-299 wmm 321-330 wmmu 353-362 of SEQ ID NO:1, takoil kak, Hampumep, MENTHi,
conepxkamuii octatku 259-268 umm 290-299 wmm 321-330 unu 353-362 B SEQ ID NO:1. Jns
WHAYKLNN aHTUTEJN, CBSA3bIBAIOLINXCS C TEM K€ WUJIM MEePEeKPbIBAIOLINMCS 3IUTOINOM, 4To U 3D6,
MOYKHO KapTHUPOBaTh CIEU(PHYHOCTD SMUTOMNA ISl JAHHBIX aHTHUTEN (HapuMep, MOCPEACTBOM
UCCIIEIOBAHNS CBSI3bIBAHUS C CEPUSMHU IEPEKPHIBAIOIINXCA MENTHAOB, OXBATHIBAIOIIUX Tay).
3arem (QparmMeHT Tay, COCTOSIIIMA W3 OIHUTONA, WIA COAEPXNAIMUNA JSMUTOIN, WJIH
NEPEeKPBhIBAIOIIMICA C 3IUTONOM, MOXHO TPUMEHATb B KadecTBe HMMYHOreHa. Takue
(parMeHThI, KaK NMPaBHJIO, MPUMEHSIOT B He(OCHOpHIMPOBAHHOH opme.

[0412] I'eTeponOruuHbBIi HOCHUTENb M aIbIOBAHT B CJIy4yae HCIONb30BAHUS MOTYT
SIBJIATBCS TAKUMU K€, KOTOPble NMPUMEHSIN JJISl MOJyuYeHHUs MOHOKJIOHAJIbHOTO aHTHUTENa, HO
MOTYT TaKke OBITh BBIOPAHHBIMH ISl Jiydined (papMaueBTUYECKOH MPUTOAHOCTH C LEJIBIO
NPUMEHEHUs1 y deJoBeka. lloaxonsinme HOCUTENN BKJIOYAIOT CHIBOPOTOUYHBIC abOYMHHBI,
IeMOLIMAaHUH (PUCYpesIbl, MOJIEKYJbl HMMMYHOIJIOOYJIMHA, THPOIJIOOYJIUH, OBaJIbOYMUH,
CTOJIOHSIYHBIM AHATOKCHH WJIM AaHATOKCHH JAPYrod MAaTOreHHOW OaKTepuH, TaKOW Kak
mudrepuiinbii aHatokcuH (Harnpumep, CRM197), anarokcun E. coli, xonepusiit mim H. pylori,
WIA aTTEeHYUPOBAHHOE IPOU3BOJHOE TOKCHHA. T-KJIETOYHbIE SMUTONBI TaKXKe SIBJISIFOTCS
NOAXOMAIINMU MOJIEKYJIaMHU-HOCUTENSIMH. HeKkoTopble KOHBIOTaThl MOTYT OBITH OOpa3OBaHbI
NOCPENCTBOM  CBSI3bIBAHMSI ~ CPEACTB  COTJIACHO  HACTOALIEMY  H300pPETeHHI0  C
UMMYHOCTHMYJIUPYIOIIEH TOJMMEPHOW MOJIEKYJION (HAIpUMEp, TPHUIAIbMUTOMI-S-TIIHLEPUH
ucrenHoM (Pam;Cys), MaHHaHOM (TTOTMMEPOM MaHHO3bI) Wi Tr0KaHoM (B 1—2 momumep)),
uuroknHamu (Hanpumep, MJI-1, anpda- u B-nentupamu UJI-1, UJI-2, y-INF, UJI-10, TM-KC®

(rpanynouuTapHO-MaKpodaraJbHbIM KOJOHHECTUMYJIHUPYIOLUIUM (AaKTOPOM)) U XEMOKMHAMU
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(mammpumep, MIP1-a u B, u RANTES). IMMyHOreHbl MOTYT OBITh COSIMHEHBI C HOCHUTEISIMU
MIOCPENCTBOM CIEHWCEPHBIX aMUHOKHCIIOT (Hanmpumep, gly-gly) nnm 6e3 Hux. JlomonHuTenpHbIE
HOCHUTENI BKJIFOYAIOT BHUpycononoOHble yacTulpl. Bupycomomobubsie uactuusl (BITY), Taxke
Ha3bIBa€Mbl€ TICEBJOBUPHOHAMH WJIHM IOJYYEHHBIMH W3 BHUPYCOB YAaCTULIAMH, IPEACTABISIOT
co00ii cyObeIMHINYHBIE CTPYKTYPBI, COCTOSLIINE U3 MHOXKECTBA KOIMI BUPYCHOT'O KaIrCHaa W/Uin
Oenka oOosyouku, crocobHoro k camocOopke in vivo B BITH onpenenenHoit chepuueckoit
cummerpuu. (Powilleit, et al, (2007) PLoS ONE 2(5):e415.) B kauecTBe aJlbTEpPHATHUBBI,
NEeNTHUAHbIE HMMYHOT€HbI MOXKHO MPUCOEIUHHUTD K TIO MEHbIIEH Mepe OTHOMY HUCKYCCTBEHHOMY
T-knero4HOMy STUTOMNY, CIOCOOHOMY K CBSI3bIBaHWIO ¢ Oosbliol uacThto Monexkyn MHC
Knacca II, Takomy kak yHuBepcanbhblii DR-snmuron («PADRE»). PADRE onmcan B
nyonmukamusx US 5736142, WO 95/07707 u Alexander J et al, Immunity, 1:751-761 (1994).
AKTUBHBIE MMMYHOT€HBI MOTYT OBITh IPENCTaBIEHbl B MYJbTHMEPHOH (Gopme, B KOTOPOH
MHOKECTBO KOMUI1 IMMYHOT'€HA H/HJIH €r0 HOCUTEIIS IPEACTABIICHbI B BHE OJHOH KOBAJIEHTHOM
MOJIEKYJIBI.

[0413] dparMeHTB 4acTO BBOIAT C (papMaleBTUYECKH MPUEMIIEMBIMH aTbIOBAHTAMH.
AZBIOBAHT TMOBBIIIAET THTP HWHAYLIMPOBAHHBIX aHTHTEN WHIN apPUHHOCTH CBSI3BIBAHUS
MHIYLMPOBAHHBIX AHTUTEN MO CPABHEHUIO C CHUTyallMel, KOraa MenTHA NMPUMEHSIOT caM IO
ceOe. MHOXECTBO aqbIOBAHTOB MOXKHO NPUMEHATh B KOMOMHALMM C HMMMYHOT€HHBIM
¢parmMeHTOM Tay JANd  BbI30BA HMMMYHHOro oOTBera. llpeamodrurenbHble aqbIOBAHTHI
YBEJINYUBAIOT BHYTPEHHUH OTBET HA MMMYHOI'€H, HE BbI3bIBasi KOH(POPMALIMOHHBIX U3MEHEHUH B
UMMYHOTEHE, BIUSIOIINX Ha Ka4eCTBEHHYI (opmy orBeta. IIpeamouTurenbHbIe aablOBaHTHI
BKJIIOYAIOT COJIM AJIOMUHMS, TaKHe Kak HApOKcuz amomunus u ¢pocdar amomunws, 3 De-O-
auipoBanHbli MoHOGochopum-mumx A (MPL™) (ecm. GB 2220211 (RIBI ImmunoChem
Research Inc., l'amunbToH, MoOHTaHa, ceituac yacth Corixa). Stimulon™ QS-21 MIPENCTABIISET
cOoOOH TPUTEPNEHOBBI TNIMKO3WA WM CallOHWMH, BbIAENEHHBbIH u3 Kopel aepeBa Quillaja
Saponaria Molina, pactymero B FOxxHoit Amepuke (cm. nyonukamuio Kensil et al., in Vaccine
Design: The Subunit and Adjuvant Approach (eds. Powell & Newman, Plenum Press, NY,
1995); US 5057540), (Aquila BioPharmaceuticals, ®pamunren, Maccauycerc, -ceituac
Antigenics, Inc., Heto-Hopxk, Heto-Hopk). JIpyrue amploBaHThl MPEACTABISIOT COOOM SMyIbCHH
«Maciio B Bozie» (Takue Kak CKBAJIeH WJIM apaxXMCOBOE MAcCO), HEOOs3aTeNIbHO B KOMOMHALIUU C
UMMYHOCTHMYJIUPYIOIIMMUA ~ CPEACTBAMH, TaKUMU Kak MoHodochopmi-mumuag A (e
nyonukanuio Stoute et al., N. Engl. J. Med. 336, 86-91 (1997)), mitopOHUKOBbIE MOJUMEPHI U
yOuThle MukoOakTepuu. AnbproBaHTbl Ribi mpencTaBisiroT cOOOH 3MyNbCHH «Macyio B BOIEY.
Ribi conepxut meTabonmmsupyemoe mMaciio (CKBaJIeH), MyJIbIUPOBAHHOE C COJIEBBIM PACTBOPOM,

cogepxxauM Tween 80. Ribi Taxke comepkUT OYMIIEHHbIE MUKOOAKTEPUAIbHbBIE MPOIYKTHI,
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KOTOpble IEHCTBYIOT B KayeCTBE HMMYHOCTHMYJIMPYIOIIMX CPEACTB, U OaKkTepHabHbIHI
moHodochopmt-munun A. Jdpyrum agvtoBantom siisiercss CpG (WO 98/40100). AnbroBaHTbI
MOXKHO BBOJIUTbH B BHJE€ KOMIIOHEHTOB TEPANEBTHYECKONW KOMIO3HMLIUU COBMECTHO C aKTHBHBIM
CPEACTBOM HWJIM MOXHO BBOJIUTb OTHAEIbHO TIE€pel, BO BpeMs WM II0CJIE€ BBEICHHS
TEPAINeBTHUECKOrO CPEACTBA.

[0414] Taxke MOXXHO MPUMEHSATh AHAJOTH NPUPOAHBIX (PArMEHTOB Tay, KOTOpBIE
WHIYLUPYIOT aHTUTENA MPOTHUB Tay. Hampumep, B Takux nentuaax oaHy wuiu Oonee nudo Bee L-
AMHHOKHCJIOTBI MOXKHO 3aMeHHThb D-amMuHOKMCIOTamMu. Takke MOKHO HM3MEHHUTh MOPSIIOK
AMHHOKHCJIOT Ha TPOTUBOIIOJIOKHOE HampasieHue (perpo-nentuxa). HeobszarenpHO, menTwn
comepkuT Bce D-aMHHOKHCIOTBI B OOpaTHOM MOpsiAKe (peTpO-WHBEPCHUPOBAHHBIN MENTHL).
IlenTuael ¥ Apyrue COEAMHEHUs, KOTOpPble HEOOS3aTEIbHO XapPAKTEPU3YIOTCS 3HAUYUTENbHBIM
noo0reM aMHHOKHCIIOTHOW TOCIIENOBATENIbHOCTH € NENTHAAMU Tay, HO, HECMOTpPS Ha 3TO,
BBICTYMAIOT B KAYECTBE MHUMETHKOB MENTHIOB Tay W WHAYIUPYIOT AHAJIOTHYHBIA MMMYHHBINA
otBeT. Takke MOKHO MPUMEHATb AHTUUIUOTHUIIMYECKUE AHTHUTENA MPOTHB MOHOKJIOHAJIBHBIX
aHTUTENI TPOTUB Tay, KaK OMHMCAaHO Bbime. Takue aHTH-Id aHTHUTENa WMHUTHPYIOT aHTUIEH U
BbI3BIBAIOT OOpa3OBaHWEe HWMMYHHOTO OTBeTa mNpoTtuB Hero (cMm. mnybOmukauuio Essential
Immunology, Roit ed., Blackwell Scientific Publications, Palo Alto, CA 6th ed., p. 181).

[0415] ITentuasl (W, HEOOSA3aTEIBPHO, HOCUTENb, CIUTHIA C MENTHIOM) TaKXKE MOXHO
BBOIUTb B (OpME HYKJIEMHOBOM KHCJIOTHI, KOAMPYIOLIEH MNEeNTHA, U SKCIPECCHPOBAaTh B
nanyeHTe in situ. CerMeHT HYKJIEMHOBOH KHUCIJIOTBI, KOAUPYIOIIMHA MMMYHOT€H, KakK IPaBUJIO,
NPUCOENHEH K PEryJsTOPHBIM 3JIEMEHTAaM, TaKUM Kak IPOMOTOP M JHXaHCEp, KOTOpbIE
obecneunBaroT skcrpeccuto cermenta JIHK B mpeaHa3HaueHHbIX KJIETKaX-MULICHSIX MAaLUEHTA.
JIIsl SKCIPeCcCHH B KJIETKAX KPOBH, YTO SIBJSIETCS JKEJATEebHBIM IJIi MHAYKLIUH UMMYHHOT'O
OTBETA, »JJIEMEHThl NPOMOTOpPAa U SHXAaHCEpa U3 TE€HOB JIErKOW WM TOKENOW Lened
UMMYHOTJIOOYJIMHA WJIM OCHOBHOTO HEMENJIEHHO-PAaHHEro mnpoMoTopa W dHxaHcepa [[MB
(LUMTOMETANIOBHPYCA) SIBJIAFOTCS  MOAXOMSAIIUMHU Il TpsiMOH  skcnpeccuu.  CBsi3aHHbBIE
PEryJSITOPHBIE 3JIEMEHThl M KOAUPYIOIIHUE MOCIEN0BATEIbHOCTH YaCTO KJIOHUPYIOT B BEKTOPE.
AHTHTENa TaKke MOXKHO BBOIUTH B (POPME HYKJIEHHOBBIX KHCJIOT, KOIUPYIOIIUX TSKEIYIO
W/WITK JIETKYIO LenH aHThTeNa. Eciu mpUCyTCTBYIOT Kak TspKenas, TaK M JIerKas Lenu, Lerd
NPEATNOYTUTENIbHO COEANHSAIOT B BUI€ OQHOLENOYEYHOIO aHTUTENA. AHTUTENA Ul TAaCCUBHOTO
BBEICHUSI MOKHO TaKKe€ MOJY4YHTb, HAmpumep, mocpenctsoM aduHHONW Xpomarorpaduu us3
CBIBOPOTKH MAIEHTOB, KOTOPbIE MOJYYad MEeNTHAHbIE UMMYHOTEHBI.

[0416] JHK MOXHO HOCTaBUTb B «OrojieHHOW» (opme (T.e. 0e3 KOJUIOMAHBIX WU
MHKAICYJUPYIOIIUX MaTepuajoB). B kauecTBe anbTepHATHBBI, MOXXHO NPUMEHSATb HECKOJBKO

CHCTEM BHUPYCHBIX BEKTOPOB, BKJIIOUasl PETPOBUPYCHBIE CUCTEMBI (CM., HAIIPUMED, IyOIHKALHIO
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Lawrie and Tumin, Cur. Opin. Genet. Develop. 3, 102-109 (1993)); aneHOBHPYCHBIE BEKTOPHI
{cm., Hampumep, nyOnukanuro Bett et al, J. Virol. 67, 591 1 (1993)); Bkimro4ass BEKTOPHI,
NOJIlyueHHbIE U3 peTpoBHpYycoB, Takux kak MMLV, HIV-1 u ALV, aaeHoaccOLMUpPOBaHHbIE
BUPYCHBIE BEKTOPBI {CM., HanpuMmep, nyonukauuto Zhou et al., J. Exp. Med. 179, 1867 (1994)),
JEHTUBUPYCHbIE BEKTOpbL, Takue Kak Bekropbl Ha ocHoBe HIV wm FIV  gag-
IIOCJIEIOBATENILHOCTEH, BUPYCHBIE BEKTOPBI U3 CEMENCTBA MOKC, BKJIIOYasi BUPYC OCIIOBAKLUHbBI U
NOKCBUPYCHI TTHUI], BHPYCHbIE BEKTOPBI M3 poja anb(pa-BUPYCOB, TaKhWe KaK TAKOBBIE,
nojiyueHHbele u3 BHpycoB Cunaduc u Bupyca jeca Cemumku (CM., Hampumep, MmyOJIHKAIHIO
Dubensky et al., J. Virol. 70, 508-519 (1996)), Bupyc BeHeCy3JbCKOTO dHIedamuTa omanei
(cm. US 5643576) u paOmoBupyCHI, Takue Kak BUPYC BE3UKYJsipHOro cromarura (cm. WO
96/34625) u nammyutomasupychel (Ohe et al., Human Gene Therapy 6, 325-333 (1995); Woo et al,
WO 94/12629 u Xiao & Brandsma, Nucleic Acids. Res. 24, 2630-2622 (1996)).

[0417] JHK, xomupyroomyr HMMYHOT€H, WJIH KOOUPYIOIIHE TSKENYI0 W/WIH JIETKYIO
LIENU aHTUTENa, WM BeKTop, coaepsxkamuil JIHK, moxxHO ynakoBare B nunocomsl. [loaxoasimue
JUNHIBI U POIACTBEHHBbIC aHAJOrH omucanbl B myOsmkamusx US 5208036, US 5264618, US
5279833 u US 5283185. Bekropsl u JAHK, xonupyroiryro MMMYHOIeH, WM KOAUPYIOLIUE
TSDKEITYIO0 W/WITK JIETKYIO LIeTIH aHTUTENa, MOKHO TaK)Ke€ HaHECTH Ha HOCUTENH B (hOpMe HacTHI]
WIN CBSI3aTh C TAKUMHM HOCHTEJSIMH, NPUMEPbl KOTOPBIX BKJIKOYAIOT IMOJUMEPBl HA OCHOBE
NOJMMETWIMETAKpUIaTa M TOJMJIAKTHABL, a TakXKe MOJU(JIAKTUA-KO-TJIMKONUAbI) (CM.,
Hanpumep, nyonukanuo McGee et al., J. Micro Encap. 1996).

[0418] BekTophl MM MX CErMEHTHI, KOAMPYIOLIME TSDKEIYI0 WK JIETKYHO LIemd
AHTUTEJIA, MOTYT OBITh BKIIFOUEHBI B KJIETKH €X VIVO, HaPUMep, B KJIETKH, SKCIUIAHTHPOBAHHBIE
OT OTIENBHOTO MalueHTa (Hanpumep, JUMQOLHUTHI, aCTUPAThl KOCTHOTO MO3Ta, OUOTICHUS TKAHH)
WIN YHUBEPCAJbHBIE JOHOPCKHE TIeéMaTOMO3THYECKHE CTBOJIOBBIC KIETKH C MOCIEeIYOLIeH
MOBTOPHOW HUMILIAHTALMEH KJIETOK MAaleHTy, OOBIMHO TMOcie OTOOpa KJIETOK, B KOTOpBIE
BKJIFOUEHBI TpaHCreHsbl. (cM., Hampumep, WO 2017/091512). TIpumeps! KIE€TOK, MOJYYEHHBIX OT
NAIMEHTA, BKIFOYAIOT MMOJYYSHHbIC Y MAMeHTa HHYIHPOBAHHBIE TUTFOPUITIOTEHTHBIE CTBOJIOBBIC
kiaetkn (1IPSC) wnm apyrue THUIBI CTBOJIOBBIX KJIETOK (3MOpPHOHAJIBbHBIC, T€MaTOMO3THUECKHUE,
HEPBHBIC TN ME3CHX UMAJIbHBIE).

[0419] BekTop miH €ro CerMeHT, KONUPYIOIIUH TSKENYEO W/ WJTH JISTKYIO I[eTd aHTUTENa,
MOYKHO BBECTH B JIFOOYIO MPEACTABIAIOLIYI0 MHTEPEC O0JIACTh KJIETOK €X VIVO, TaKyK Kak IeH
anpOymMuHa wiu  Apyroil OesomacHblii reH. Kierkw, BKIIOYAOIIME BEKTOP, MOXKHO
UMIUIAaHTUPOBATh C TMpeaBapuTesnbHON nuddepeHnupopkoii nnn 6e3 Hee. KieTku MokHO
UMIUIAaHTHPOBATh B KOHKPETHYIO TKaHb, TAKYIO KaK CEKPETOPHAs TKaHb MJIM MECTO MAaTOJIOTHH,

WIM CHCTEMHO, Hampumep, nyTeM wuH(Qy3un B KpoBb. Hampumep, KIETKH MOXHO
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UMIUIAHTHPOBATh B CEKPETOPHYIO TKaHb MAI[MEHTa, TAKYK KakK I€4eHb, HEOOs3aTeNbHO C
npeaBapuTenbHol nudQepeHIUPOBKON B KJIETKH, NMPUCYTCTBYIOIINE B 3TOW TKaHH, TaKHE Kak
renaToOLMThI B CIy4ae MeueHU. JKCIPECCHsl aHTUTeNa B IEYeHH IPUBOANUT K CEKPELIUU aHTUTENa

B KPOBb.

H. CxpuHUHrOBbIE aHANNU3BI AHTUTEN

[0420] MoxHO mTepBOHAYaJbHO TIPOBECTH CKPUHUHI AHTHUTENl B  OTHOLIEHUU
NpeAHA3HAYSHHOW CIelM(UIHOCTU CBSI3bIBAHUS, KaK OMUCAHO BBIIE. AHAJOTHYHBIM CIIOCOOOM
MOXKHO TPOBECTH CKPUHUHI AKTUBHBIX HMMYHOT€HOB B OTHOIIEHHH CIOCOOHOCTH
UHIYLHUPOBATh AHTUTENA C TAKOH CIelM(PUIHOCTBIO CBSI3bIBAHMS. B TaHHOM Cilyyae akTHBHBIH
UMMYHOT€H MPUMEHSIOT sl MMMYHHU3ALUH J1a0OpPaTOPHOTO JKMBOTHOTO, W TOJYYEHHYIO B
pe3yibTaTe ChIBOPOTKY HCCIEAYIOT B OTHOIIEHHWH COOTBETCTBYIOINEH CHEeHU(PUIHOCTH
CBSI3bIBAHUS.

[0421] 3atem aHTUTENa, KOTOpPbIE XapaKTEPU3YIOTCS JKETaeMOH Crenu(pUIHOCTHIO
CBSI3bIBAHUS, MOKHO HMCCJIEZIOBATh Ha KJIETOUHBIX MOAENAX M MOJENSIX Ha >KUBOTHBIX. KneTky,
KOTOpble MPHMEHSIOT ISl TAKOrO CKPUHHUHTA, MPENINOYTHTENbHO, MPEIACTABISIIOT COOOM
HelpoHHble KieTkd. Coo0Imanoch O KJIETOUHOW MOAENH MAaTOJOTUU Tay, B KOTOPOH KIETKH
HEMpoONIacTOMbl TPaHCHUUMPOBAIM JTOMEHOM YETBIPEX IOBTOPOB Tay, HEOOSA3aTeNbHO C
MyTalMel, CBA3aHHOM ¢ martojorued Ttay (Hampumep, aenpra K280, cm. nybOmukaruro
Khlistunova, Current Alzheimer Research 4, 544-546 (2007)). B napyroii monmenu Tay
VMHAYLUHUPYIOT B JIMHUH KJIETOK HefipoOmacTombl N2a mocpeacTBOM 100aBiIeHHs JOKCHIMKIIMHA.
Knerounele Mozmenu MO3BOJSAIOT M3YYUTh TOKCUYHOCTb Tay B OTHOLIEHMH KIJIETOK B
pacTBOPHMMOM WJIM AarperupoBaHHOM COCTOSIHMM, BO3HUKHOBEHHE arperatoB Tay IIOCTe
BKJIFOUEHHUS] JKCIIPECCUM T€Ha Tay, PAacTBOPEHUE arperaToB Tay CHOBa IIOCJE BBIKJIFOYECHMUS
sKCIpeccur rela U 3(pQekTUBHOCTh aHTUTEN NPU MHTUOUPOBAHUN OOpPA30BAHUS arperaToB Tay
WIN UX Jie3arperauum.

[0422] Takke MOKHO MpPOBOAMTH CKPUHUHI AHTUTEN WM aKTUBHBIX MMMYHOT€HOB Ha
Mozensax 3aboJeBaHUl, CBSI3aHHBIX C Tay, Ha TPAHCTE€HHBIX JKUBOTHBIX. Takue TpaHCTEHHbIE
JKUBOTHBIE MOTYT COAEpKaTh TPAaHCTeH Tay (Hampumep, OOy u3 m30(opM dYeloBeKa) U
HeoOsi3aTenbHO TpaHcreH APP  denoBeka, cpeam mpoumx, TakoW Kak KHHAa3a, KOTOpas
dochopummpyer Tay, ApoE, mnpecenmnmH win anbda-cuHykiaenH. Takue TpaHCTEHHBbIE
JKUBOTHBIE MPEIPACIIONOKEHbI K Pa3BUTHIO 110 MEHBLIEH Mepe OHOro MPU3HAKa WM CUMIITOMA
3a00ieBaHmMs, CBS3aHHOTO C Tay.

[0423] UmtrocTpaTUBHOE TPAHCTEHHOE JKUBOTHOE MPEACTABISIeT COOOH JIMHUIO MBbIIICH

K3 (Itner et al.,, Proc. Natl. Acad. Sci. USA 105(41):15997-6002 (2008)). JlaHHbIE MBIIIN
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CoIepIKaT TpaHCreH Tay 4enoBeka ¢ mytanued K 369 I (myrauwmst cBs3ana ¢ Oonesnbto [Tuka) u
npomotop Thy 1.2. JlaHHast mMonenb OEMOHCTPUpPYET OBICTpOE TeueHHe HeHpOoaereHepaluu,
IBUTaTeNbHbIA nedekT U nereHepauuio ap@epeHTHbIX BOJOKOH M TIPAHYJSIPHBIX KJIETOK
Mo3keuka. J[pyroe MIUIIOCTPaTHBHOE KUBOTHOE MpeacTaBiisieT cobol juHuio Mbimeld JNPL3.
JlaHHBIE MBIIIK CONEPKAT TPAHCTeH Tay uejoBeka ¢ myranued P301L (myranus cesizaHa ¢
J00HO-BHCOUHOM aemenIueli) u npomotop Thy 1.2 (Taconic, Germantown, N.Y., Lewis, et al.,
Nat Genet. 25:402-405 (2000)). JlaHHbIe MBIIIM XapaKTEPU3YIOTCsS Oojiee CTyMeHYaThIM
TEYeHHEeM HelponereHepanuu. Y MbIIIeH pa3BUBAOTCA HeHpohuOpmUIsipHbIe KIyOKH B
HECKOJIBKUX 00JIaCTSAX TOJIOBHOT'O MO3Ta U CITMHHOTO MO3ra, MyOJIMKALHSI TIOJTHOCTBIO BKJIFOUEHA
NOCPEACTBOM CChUIKH. JlaHHAass Monenb NpeAcTaBisieT coOOi NPEBOCXOMHYID MOIENb IS
UCCIIEIOBAHMS TIOCJIEACTBUN PA3BUTHUS KJIIYOKOB U JUIsl CKDUHHHTOBOM TEPaIiM, KOTOPAsi MOKET
UHruOUpOBaTh OOPa30BaHUE NAHHBIX arperatoB. JpyruM NpenMyIecTBOM AaHHBIX JKHBOTHBIX
SIBJISIETCS. OTHOCHTEJBHO pPaHHSS MaHH(pecTanys maTojorud. B roMO3WrOTHOH JMHUU MOYHO
HaOJIIO1aTh MOBEEHUECKHNE aHOMAJINH, CBSI3aHHBIE C TIATOJIOTHEH Tay, 10 MEHbIIEH Mepe yKe B
3 Mecsilia, HO KMBOTHbIE OCTAIOTCS OTHOCUTEbHO 3/J0POBBIMH 10 MEHbILIEH Mepe A0 Bo3pacTa 8
MecsneB. /Jpyrumu cioBamu, B 8 MecsL€B JKUBOTHbIE NEPEIBUTAIOTCS, MUTAIOTCA U MOTYT
BBITTOJIHATh TIOBEJEHUYECKHUE 3aJaHUSl JTOCTATOYHO XOpOWIO st OOecredeHHss MOHHMTOPHHIA
s¢dexToB eyeHns. AKTHBHAsT UMMYHH3aLUs JAHHBIX Mbled B TedeHne 6 — 13 mecses ¢
novompto Al wl KLH-PHF-1 mnosBomsina monyuuTs TUTpBl mnpubnusurensHo 1000 u
NPOAEMOHCTpUpOBasia Ooyiee penakue HeUpopuOpUIUIApHBIE KIyOKH, MeHbime pSerd22 wu
YMEHBIIEHHOE CHIKEHHE BECa 10 CPAaBHEHUID C KOHTPOJIBHBIMH MBIIIAMH, KOTOpBIE HE
NOJTy4aJH JeUEHUE.

[0424] AKTUBHOCTh AHTUTEN WM AKTUBHBIX Ar€HTOB MOXXHO OIEHUTb TMOCPEACTBOM
pa3JMuYHBIX  KPUTEPUEB, BKJIIOYAs CHIDKEHHE  KOJWYECTBA CYMMapHOro Tay WM
¢ochopUIMPOBAHHOTO Tay, CHU)KEHHE IPYTUX IaTOJIOTHUYECKUX XapaKTEPUCTHK, TaKUX Kak
OTIOXKEHUs1 amuionia AP, U MHrHOMPOBaHUE WM OTCPOYMBAHME TOBEICHYECKOTO Ne(HIHTA.
AKTUBHbIE UMMYHOT€HBI TaKX€ MOXHO HMCCIENOBaTh Ha MHAYKLMIO aHTUTEN B ChIBOpoTke. 1
NacCUBHblE, U AaKTHBHbIE HMMYHOTI€Hbl MOXXHO HCCJIEOBATb B OTHOIIEHUHU IPOXOKACHMUS
aHTUTEN Yepe3 remMatosHuedanuueckuii 6apbep B TOJOBHOM MO3I TPAHCTEHHOTO >KMBOTHOTO.
AnTHTena wWiM (parMeHThl, MHAYLHUPYIOIIUE AHTHTEJIO, MOXHO TakKKe HCCIIeoBaTh Ha
IpUMaTax, OTJIMYHBIX OT YeJIOBEeKa, Y KOTOPBIX IMPUPOJHBIM IIyTEM WM B Pe3yJIbTaTe UHAYKIUU
Pa3BUBAIOTCA CHMITTOMBI 3a0OJI€BaHUH, KOTOpble XapakTepu3yrorcs Tay. MccinemoBanus B
OTHOLIEHUH AHTHUTEJA WM aKTMBHOTO areHTa OObIYHO MPOBOAAT B COUETAHUU C KOHTPOJIEM, B
KOTOPOM MPOBOJAT NapauIeNbHBbIM 3KCIEPUMEHT, 32 UCKJIIOUEHUEM TOr0, YTO AHTUTENO WU

AKTUBHOE CpPEICTBO OTCYTCTBYeT (HampuMep, 3aMEHEHbl HAIOJHUTENIeM). 3aTeM CHIDKEHUE,
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OTCPOYMBAHUE WM HMHIMOMPOBAHME MPU3HAKOB MM CHMIITOMOB 3a00JIEBAHUS, BBI3bIBAEMOE
AHTUTEJIOM WJIM aKTHUBHBIM CPEICTBOM, UCCJIEAOBAHHE KOTOPOTO MPOBOAAT, MOKHO OLIEHUTH I10
CPaBHEHHIO C KOHTPOJIEM.

V. TlamueHTsl, MOANAOIIHUECS JIEUSHUIO

[0425] ITpucyTrcTBue  HeWpopHOPUIUIAPHBIX  KJIYOKOB  Obui0  OOHapykeHO mpu
HECKOJIbKMX 3a00JIeBaHMsAX, BKJIOYas Ooje3Hb Aublrefimepa, cuHzapom [layna, jerkoe
KOTHUTUBHOE HApyLIEHHWEe, IEPBUYHYI0 BO3PACTHYIO TAayNaTHIO, MOCTIHIE(DATUTHIECKUIT
NMApKUHCOHU3M, MOCTTPABMATHUECKYIO JEMEHIUIO MM AeMEHIHI0 OokcepoB, Oonesnp Iluka,
6onesnp HumanHa-ITuka tuna C, HaxbsaepHbIi napanny, JJOOHO-BUCOYHYIO TEMEHLIUIO, JOOHO-
BHUCOYHYIO JIOOAPHYIO JereHepauo, 001e3Hb aprupoUIbHBIX 3epeH, MIO0YISIPHYIO TIIHATBHYIO
TAyMaTHIO, aMHOTPO(PHUYECKUI JaTepaibHBIA CKJIEPO3/KOMIUIEKC MapKUHCOHU3M-IEMEHIIHSI
I'yam, koptuko-0asampHyro naereHepauuio (KbJ), memenuwuro ¢ Tenpramu JleBw, BapuaHT
Oonesnn AumbureiiMepa ¢ Ttenbuamu Jlesn (LBVAD), XpOHHYECKYIO TpPaBMaTHUYECKYHO
suedanonatiro (CTE), rmobynsapryro rmuanehyto taynatuto (GGT) m mporpeccupyrommii
HanbsinepHbiil napamny (ITHIT). Pexxumbl cormacHO HacTosmeMy H300pPETEHHIO MOXKHO TaKXKe
NPUMEHSTh TPHU JICUEHUH WK NMPOoQUIaKTUKE JF000ro u3 naHHbIX 3aboneBanuil. [lo mpuunHe
IIMPOKO PACIPOCTPAHEHHOH acCOLMAallUM MEXIy HEBPOJOTHYECKUMH 3a00NIeBaHUSIMH U
COCTOSIHUSIMH U Tay PEKUMBI COTJIACHO HACTOSIIEMY H300pPETEHHI0 MOXKHO NPUMEHATH INPH
JIeUeHUH WU npodruiakTuke y J000ro cyobekTa, y KOTOPOro HaOJIONAIOTCS TOBBIIICHHBIE
ypoBHU Tay wiu (ochopunupoBanHoro tay (Hanpumep, B CMIK), mo cpaBHEHHIO CO CpelHUM
3HAYeHHEeM VY MHAMBUAYYMOB Oe3 HeBpojoruueckux 3adoneBaHuil. PexuMbl COrjacHo
HACTOSIIEMY M300pPETEHHI0O MOXKHO TaKKe INPUMEHATh MNP JIEYEHUH W NpoQUIaKTHKe
HEBPOJIOTHUECKOTO 3a00JIeBaHUST Y UHAMBHIYYMOB, CONEPIKAIUX MYTALHIO B Tay, CBSI3AHHYIO C
HEeBpOJIOTHUECKUM 3a0oseBanneM. CriocoObl COTJIACHO HACTOSIEMY HM300PETEHUIO SIBIISTFOTCS B
0COOEHHOCTH TMOAXOMIINUMHU Ul JIeYeHHUs WM NpoduiIakTHKu Oone3HH AublreriMepa, |
0COOEHHO y MAIMEeHTOB.

[0426] TTauneHTbI, TOANAIOIIUECS JICUEHUIO, BKIIIOUAIOT HHANBUIYYMOB, MTOABEPKEHHBIX
PHICKY pa3BHUTHs 3a00JI€BaHHS, HO Y KOTOPBIX HE HAOIIOMAIOTCS CUMIITOMBI, & TAKXKE MALllUEHTOB,
y KOTOPBIX Ha CETOAHSIIHUI IeHb HAOMIOAAI0TCS CUMITOMBI. [lanineHTsl, MOABEPIKEHHBIE PHCKY
pasBuTHA  3a00J€BaHMs, BKJIIOYAIOT TAKOBBIX, KOTOpPbIE IIOABEPIKEHBI  M3BECTHOMY
TEHEeTHYECKOMY PHCKY pPa3BUTHs 3a0ojeBaHus. Takne WHAWBUAYYMBI BKJIIOYAIOT TaKOBBIX,
POACTBEHHUKH KOTOPBIX CTPAAaNd OT JAHHOTO 3a00JIeBaHMS, M TAKOBBIX, PUCK KOTOPBIX ObLI
OTIpeIieNieH B PE3YJIbTaTe aHAJIHN3a TeHETUYECKIX MIM OMOXMMHUYECKHX MapKepoB. I eHeTnueckue
MapKepbl PHCKa BKJIOYAIOT MyTALMU B Tay, TaKUe Kak MyTaluH, OOCY>KAABIIMECS BBILIE, a

TAKXKE€ MyTalluh B APYTUX I'CHAX, CBA3aHHBLIC C HEBPOJIOTMYCCKHUM 3a00JIeBaHHEM. Haan/IMep,
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annens ApoE4 B rerepo3urotHol, a eme Oonee B rOMO3ZUTOTHOH (opMe CBsi3aHa C PUCKOM
pasButus Oonesnu Aunblrefimepa. Jlpyrue mapkepsl pucka Oone3Hu AnplreiiMepa BKIIIOYAIOT
myTauuu B reie APP, B wacTHOCTHM, MyTauuu B nonoxeHuu 717 u nonoxenusx 670 u 671,
KoTopble HasbiBalOT MytauusmMu Hardy m Swedish, coorBercTBeHHO, MyTaumum B reHax
npecenwnnaa, PS1  u  PS2, cemeiinbiii  anamHes BA  (Oomesnum  Aunbureiimepa),
TUNIEPXOJIECTEPUHEMUIO WJIN aTepocKkiepo3. MHAMBUIYYyMOB, KOTOpbIE HA CETOAHSIUIHUN ACHb
CTpagaroT OT OOJie3HH AJbLIreiiMepa, MOJKHO Paclo3HaTh NMocpencTBoM Busyaauzanuu [19T, Ha
OCHOBAHUH XaPAKTEPHON AEMEHINH, a TAKXKe MPUCYTCTBUS (DAKTOPOB PUCKA, OMTUCAHHBIX BBILIE.
[Momumo 3TOrO, ISt MAEHTH()UKAIMK WHAMBUAYYMOB, KOTOpBIE CTpafarwT oT BA, mocrymHo
MHO>KECTBO JUArHOCTHUYECKUX TeCTOB. J{aHHbIE TECThl BKJIIOUAIOT U3MEpPEHUE YPOBHEH Tay WM
docto-tay u AP42 B CMXK. IloBblneHHbIE YPOBHH Tay WK (Goco-Tay U CHIKEHHbIE YPOBHHU
AP42 cBuperenbcTBYIOT O mpucytcTBuM BA. HekoTtopele MyTaumu CBsi3aHbBl C OOJI€3HBIO
IMapkuracona. C 6onesnsto [lapkuHcoHa cBsizanbl Ala30Pro wim AlaS3 nubo myTtanuu B Apyrux
reHax, TaKhuxXx Kak KuHa3za ¢ OorarbiMu JeidnuHoM moBTopamu, PARKS. Jloboe wu3
HEBPOJIOTHUECKUX 3a00NIeBaHMUM, YMOMSHYTBIX BBILIIE, MOXKHO TaKK€ IHArHOCTHPOBATH Y
UHIUBUAYYMOB Ha ocHoBaHmM KpurepueB DSM IV TR (Diagnostic and Statistical Manual of
Mental Disorders, fourth edition, text revision, JIHarHOCTUYECKOE U CTATUCTUYECKOE
PYKOBOZCTBO I10 TICUXHUYECKUM PacCTPONCTBAaM, YeTBEPTas peAAKIMs, IEPECMOTPEHHAs).

[0427] ¥V OeccuMNTOMHBIX TMAIMEHTOB JIEUEHHE MOXHO HAYMHATH B JIFOOOM BO3pacre
(manmpumep, 10, 20, 30). OnHako 0OBIMHO HEOOSA3aTENbHO HAYMHATH JIEYEHHE IO TeX MOp, MoKa
nauuMeHT He pgocturHer Bospacta 40, 50, 60 wnmmu 70 ner. JleyeHuwe, kak TNpPaBuIIO,
IpeayCMaTpUBaeT HECKONbKO 103 B Te4YeHHEe Mepuoja BpEeMEHU. JledeHue MOKHO
KOHTPOJINPOBATh MOCPENCTBOM OLIEHKH YpOBHEH aHTHUTeNa B TeueHue BpeMeHU. Ecim oreer
CHIDKAETCsl, oKa3aHa OycTep-no3a. B ciydae moTeHIMaNbHBIX MalMEHTOB ¢ CHHAPOMOM JlayHa
JIeYeHHEe MOXKHO HadaTh 1O POKIAEHHUsS MOCPENCTBOM BBEACHUS TEPareBTHUYECKOrO CPElNCTBa
MaTepu WU Cpasy Mociie POXKIECHHUS.

. HyxkJienHOBbIE KUCIIOTHI

[0428] B HacTosimieM WU300peTEHUU TaKkKe MPeIIOKEHbl HYKJICHHOBBIE KHCIIOTHI,
KOIUpYIOIKe 00y U3 TSDKEJIOH W JIETKOW Liernel, onucaHHbX Bbime (Hampumep, SEQ ID
NO:7, SEQ ID NO:11, SEQ ID NO:76-80, SEQ ID NO:90-91, SEQ ID NO:146-148, SEQ ID
NO:83-85, SEQ ID NO:93-145 u SEQ ID NO:178-181). IIpumMepoM HYKJIEHMHOBOW KHCIIOTBHI,
KOAMPYIOIIEH TsOKEYIO LeNb COrJIaCHO HactosieMy n3ooperenuto, sisjisiercss SEQ ID NO: 182,
U TPUMEPOM HYKJIEHHOBOM KHCJIOTOH, KOIUPYIOLIEH JErKylo LeNb COIVIACHO HACTOSIIEMY
uzobperenmto, sisisiercs: SEQ ID NO:183. HeoOsi3aTeIbHO Takue HYKJICHMHOBBIE KUCIOTBI TAKXKe

KOOUPYIOT CUTHAJIbHBIN nenTug, U HUX MOXHO 3KCIPECCUPOBATH C CUTHAJBHBIM IMCIITUAOM,
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NPUCOEAMHEHHBIM K BapradenbHoM obnactu. Kogupyromue mocnenoBaTeIbHOCTH HY KIIEHHOBBIX
KUCJIOT MOTYT OBbITh (PYHKLIMOHAJIBHO CBSI3aHBI C PErYJIATOPHBIMU IMOCIENOBATEIBHOCTAMHU IS
o0ecrieyeHns SKCIPECCUH KOAMPYIOLIMX IIOCIEAOBAaTENbHOCTEH, TaKHX KakK IPOMOTOP,
SHXAHCEp, CalT CBs3bIBAHUS pPHOOCOMBI, CHUTHAJ TEPMHHALMHN TPAHCKPUIILMM M T.IL
PerynaropHeie TIOCJIEZIOBATENILHOCTH MOTYT BKJIFOYaTh IPOMOTOP, Harpumep
NPOKapUOTUYECKUH TMPOMOTOP MIJIM 3YKapHOTHUECKUN mnpomMorop. HykienHOBbIE KUCIIOTBHI,
KOJUPYIOIINE TSDKEJble WM JIETKHe LeNH, MOTYT OBITh ONTHMH3HPOBAHBI IO KOJOHAM IS
SKCIIPECCUH B KJIeTKe-X03siuHe. HyKJIenHOBBIE KUCIOTHI, KOTUPYIOIINE TSDKEJIbIE U JIETKHE LIS ,
MOTYT KOZIMPOBAaTh BbIOPAaHHBIN reH. HyKJIEeMHOBbIE KHCIOThI, KOAUPYIOLIHE TSHKENYIO U JIETKYIO
LI, MOTYT CYLIECTBOBATh B BBIIEJIEHHON (opMme MO0 MX MOKHO KJIOHHPOBATH B OJHOM HJIH
HECKOJIBKMX BeKTOpax. HyKIeHmHOBbIE KHCIOTBI MOXHO CHHTE3HPOBATH MOCPEICTBOM,
Hanpumep, Teepaodasnoro cunrtesda win [11[P ¢ mepekpbIBaOIUMUCS OJUTOHYKJICOTHIAMH.
HykienHOBBIE KHCIIOTBI, KOAUPYIOIINUE TSDKEIYIO M JIETKYIO LETH, MOYXHO COEAMHUTH B BHJIE
OJHON HENpepbIBHONH HYKJIEHHOBOH KHCIOTBI, HAMPUMEDP, B BEKTOPE SKCIIPECCHU, W TaKUe
HYKJICHHOBBIE KUCJIOTBI MOTYT SIBJISITBCS] OTAEJIbHBIMY, HAIIPUMED, KAKAYIO U3 HUX KJIOHUPYIOT B
CBOH COOCTBEHHBIN BEKTOP SKCIIPECCHH.

J. KOoHBIOrupOBaHHBIE AHTUTENA

[0429] KoHBIOTHPOBAHHBIE  AHTUTENA, KOTOpbIe CHEU(UYHO  CBS3BIBAOTCA C
AHTUT€HAMH, TAaKUMH KaK Tay, SIBJISIOTCS MOAXOMNSALIMMHU AJI OINpPENENEHHs NMPUCYTCTBUS Tay,
KOHTPOJISI U OLEHKU 3(P(PEeKTUBHOCTH TepameBTUYECKUX CPEACTB, MPUMEHSEMBIX U JICUEHHS
NAaLMEeHTOB, Y KOTOPBIX ObLIa TUarHocTupoBaHa Oone3Hb AjbureiiMepa, cuHApoM JlayHa, jgerkoe
KOTHUTUBHOE HAapylIeHWe, IepBUYHAS BO3pACTHAasl TaymaTHs, NOCTIHLEPATUTHIECKUIT
NApKUHCOHU3M, TOCTTPABMATUYECKAsh AEMEHLUs WU JeMeHIus OokcepoB, Oone3np Iluka,
6onesnp Humanna-ITuka tuna C, HagbsaepHbId napajind, JOOHO-BHCOYHAS AEMEHLHs, JIOOHO-
BUCOYHAs JioOapHasi AereHepanus, O0le3Hb aprUpOUIIBbHBIX 3€peH, MIOOYJsipHAs TIHaIbHAs
TaymaTHsi, aMIOTPOPUUECKUH JIaTePaTbHBIN CKIIEPO3/KOMILIEKC TAPKUHCOHU3M-1eMeHIus ['yam,
koptuko-6azanbHass nerenepanus (KbJ[), nemenumss ¢ Tenbuamu JleBu, BapwaHT OoJie3HH
Anbureiivepa ¢ tensuamu Jlesn (LBVAD), xponmdeckas TpaBMaThdeckas >SHLE(DaIONATHS
(CTE), rnoGynspuas rmaneHas Taynarus (GGT) wmm mporpeccHpyrounil HaabsAepHBINA
napanmud (ITHIT); nnst uHruOupoBaHMA WM CHIDKEHMs arperaniy Tay, WHrHOMPOBAHUS WIIH
CHIDKEHHMsT 00pa3oBaHMSI BOJIOKOH Tay, CHIDKGHUS WM YCTPAaHEHHUS OTJIOKEHHWH Tay;
CTa0MIN3alMi  HETOKCHYHBIX KOH(pOpMauMi Tay, WIM JIEYeHHs WIH OCYIIECTBJICHUS
npodunakTuku Oonesnu AnblreliMepa, cuHAapoma JlayHa, JIETKOro KOTHUTHBHOTO HApYIIECHUS,
NEePBUYHOMN BO3PACTHOMN TayIaTHH, MOCTHLE(PATUTHIECKOTO NapKUHCOHU3MA,

MOCTTPABMATUYECKON EMEHIUH WK AeMeHuun Ookcepos, Oonesnn I[1uka, 6one3nn HumanHa-
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IMuka tunma C, HaaBSNEpPHOro mapaiuya, JOOHO-BUCOYHOW JAEMEHLUH, JIOOHO-BUCOUHOMN
no0apHO# aereHepauuu, OOJE3HNU aprHPOPIIIBHBIX 3epeH, TNIOOYJISIPHON TIIHATBbHON TaynmaTHH,
aMUOTPO(PUYECKOrO  JIATEPANIbHOTO  CKJIEPO3a/KOMILIEKCAa MapKUHCOHM3M-AeMeHuus ['yam,
kopTuko-6azanpHoi nerenepaumnu (KbJ/[), memenuun c Ttenpuamu JleBu, BapuaHta OoJe3HH
Anbrreiivepa ¢ tensuamu Jlesu (LBVAD), xpoHuueckoil TpaBMaTu4eckol sHIedamonaTuu
(CTE), rnoOymsapuoit rmmanbHod Taynatuu (GGT) uiam mporpeccupyromero HaabsfAepHOrO
napanuya (ITHIT) y mauuenta. Hanpumep, Takue aHTUTENla MOXXHO KOHBIOTHPOBAThH C APYTHMH
TEPArieBTUUECKMMU  areHTaMu, JPYrMMH  OellkaMu, OPYTUMH  aHTUTEJaMH  W/WIH
oOHapyxkuBaeMbiMu MeTkamu. Cm. nyOmukammun WO 03/057838; US 8455622, Takwue
TeparieBTUUECKHE areHThl MOTYT MPEACTABISTh COOOW JF000Ee CPeacTBO, KOTOPOE MOKHO
NPUMEHSTh JJIsl  JiedeHHs, OopbObl, OOJerdeHusi, MPENOTBPALICHUS] WIH  YJIYYLISHUS
HE’KeJIaTeIbHOIO COCTOSIHUS MK 3a00JIeBaHus Y MAaLMeHTa, TAKOro Kak 0osie3Hb AubLreiimepa,
cunapoM JlayHa, Jerkoe KOTHHTHUBHOE HApylLIeHHe, T[epBUYHAS BO3PACTHAS TayIaTws,
NoCTOHIePATUTHYECKUH MApKUHCOHM3M, MOCTTPaBMATH4YeCKas [OEMEHLUS WIH JIeMEHLUs
Ookcepos, Oonesnp Iluka, 6onesap HumanHa-IIlnka tuna C, HambpsaepHbI mapannd, JOOHO-
BUCOYHAs JeMEHIIHsI, IOOHO-BUCOYHAsI IoOapHas AereHepanusi, 00Jie3Hb aprupO(IIIbHBIX 3epeH,
rao0ynsipHasl TMaibHAasl TaynmaTus, aMUOTPO(PHUYECKUH JaTepalibHbIA CKJIEPO3/KOMILIEKC
NapKUHCOHU3M-neMeHIus ['yam, koptuko-OaszanpHas pgereHepanmst (KBJ[), nemenuus c
tenbuamu Jlesu, BapuanT Oone3nu Aunblreiivepa ¢ tenbuamu Jlesu (LBVAD), xponudeckas
tpaBMatnueckass sHuedanonatust (CTE), rnmoOynspuas rmmanbHas taynatus (GGT) wnmum
IpOorpeccupyromui HanbsaepHeiii napamya (ITHIT).

[0430] KonbrorupoBaHHbIE TepareBTUYECKUE AreHThI MOTYT BKJIFOYATh
LUTOTOKCUYECKHE CPEINCTBa, LMTOCTATUYECKUE CPENCTBA, HEWpoTpoduUecKkue Cpencraa,
HEWpPOMPOTEKTOPHBIE CPENCTBA, PAAMOTEPANEBTUYECKUE CPENCTBA, HUMMYHOMOIYJHUPYIOLIHE
CpencTBa WK JiFoOble OUOJOrMYeCKH aKTHBHBIE CPEICTBA, KOTOPhIE O0JIErYaroT MM YCHIHBAIOT
aKTHBHOCTh aHTUTeNa. L{UTOTOKCHYECKOe CpeACTBO MOKET MPEACTaBiIsATh Co0OH Jroboe
CPENCTBO, KOTOpOE SIBJISIETCS] TOKCHYHBIM B OTHOLIEHHM KJeTKU. LluTocTarudyeckoe CpeacTBo
MOKET TPEACTaBNIATh COOOH JH0O0e CPeaCcTBO, KOTOpOe MHTHOUpyeT mponudepanuro KIETOK.
Hetiporpoduueckoe CpeacTBO MOKET MPEACTaBNATh COo0OW Jr000e CpPeacTBO, BKIFOYAs
XHUMHYECKHe HJIN OeJKOBble CpPeACTBA, KOTOPOE CTHMYJHPYET COXpPaHEHHe, POCT WIH
middeperumanmro HeiipoHoB. HelponmpoTekTOpHOE CPEACTBO MOXKET MPEACTABIATh COOOH
CPEeINCTBO, BKJIOYAs XUMHYECKHE HJIM OEJNKOBBIE CPEICTBA, KOTOPOE 3allMINAeT HEWPOHBI OT
OCTPOTO MHCYJIbTA WJIM JET€HEPATHBHBIX MPOLECCOB. FIMMYyHOMOAYJISATOP MOXET MPEACTABIATh
co0oii moboe CpencTBO, KOTOPOE CTUMYJIUPYET WU WHTHOUPYET Pa3BUTHE WJIH MOIAEpPKaHHUE

HUMMYHOJIOTUYECKOr0 OTBETA. PaI[I/IOTepaHeBTI/ILIeCKOe CpPE€ACTBO MOKET MNPEACTABJISATH coboii
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moOyr0 MOJIEKyJly WM COeAWHEHHe, KOTOpOoe HCIycKaeT wu3jiaydyeHue. Ecmu Takue
TEPANEeBTHUECKHE areHThl COEOUHEHbI CO CHeNM(UUHBIM AHTUTEJOM IPOTHB Tay, TaKHUM Kak
aHTUTENA, ONMCAHHbIE B HACTOSIIEM IOKYMEHTE, NPUCOCAMHEHHBbIE TePANeBTHUYECKHE AreHThI
OyayT obnanars crierupuaHoN ahPUHHOCTHIO B OTHOLIEHHH KJIETOK, MOPAKEHHBIX BbI3BAHHBIM
Tay 3a0oneBaHMEM, 1O CPAaBHEHUIO C HOpPMaJbHbIMU KieTkamu. Kak cienctsue, BBeAeHHUE
KOHBIOTMPOBAHHBIX aHTHUTEJ HETOCPEACTBEHHO HALIENINBAETCS Ha KJIETKU paka ¢ MUHUMAJbHBIM
MOBPEXKIEHUEM OKPY’KaIoIeld HOPMAJIbHOM 3M0pOBOM TKaHU. JlaHHBIM MOAXOA MOKET ObITh B
0COOEHHOCTH TOAXOISINMM JUIi TEPANEeBTUUYECKUX AareHTOB, KOTOPbIE SIBJISIIOTCS CIHIIKOM
TOKCHYHBIMH, YTOOBI MX MOKHO OBUIO BBOAUTH camu 10 cebe. ITIoMHMMO 3TOro, MOKHO
NPUMEHSTh OOJiee HIU3KHE KOJMYECTBA TEPANIeBTHYECKUX areHTOB.

[0431] HekoTopble Takue aHTHUTENA MOXKHO MOIU(HUIIUPOBATH, YTOOBI OHU JIEHCTBOBAIU
B KauecTBe€ MMMYHOTOKCHHOB. CM., Hanpumep, nateHT CIIJA Ne 5194594, Hanpumep, puius,
KJIETOUHBIH TOKCHH, TIIOJNYYEHHbI W3 pPACTEHHH, MOXXHO OOBEAMHHUTH C AHTHTEJIAMHU C
NpUMEHEHNEM ON(YHKLHOHAIBHBIX PEAKTHBOB S-alleTHIMEPKANTOSHTAPHOIO aHTHAPUAA IS
aHTUTENAa U CYKUMHUMHUIOWI 3-(2-MUPHOMIANTHO)IPONHOHATa g puimHa. CM. myOIuKaIuro
Pietersz et al., Cancer Res. 48(16):4469-4476 (1998). OObenuHeHHE TPUBOAUT K yTpaTe
CBSI3bIBAOLIEH aKTUBHOCTU B-1ienmu puuyHA, MpHU 3TOM HE Hapyluash HU TOKCHYHBIA MOTEHIIHA
A-uenu  pULIMHA, HU AaKTHBHOCTb AaHTUTeNA. AHAJOTMYHO, CANOpPHH, WHIHOUTOp COOpKH
puOOCOM, MOXHO TPUCOEOUHHUTh K AHTHTENIAaM IOCPEACTBOM AMNCYJIbGUIHON CBS3U MEXIY
BBEICHHBIMU XUMHYECKHUM CIIOCOOOM cynbdruapmnbHbiMu rpynnamu. Cum. nybnukammo Polito
et al., Leukemia 18:1215-1222 (2004).

[0432] HexoTropble Takye aHTUTENA MOXKHO IPUCOEAUHUTD K PAJUOAKTUBHBIM H30TOIAM.
TIprMepbl PaaHOAKTHBHBIX H30TOMOB BKJIKOUAOT, HApUMep, uTTpuit - (90Y), numuii''! (1111n),

3

Bl % paanoakTHBHOe cepebpo-111, panmoaktuBHOEe cepebpo-199 u  Guemyr” .

2

mTec,
[IpucoenuHeHne pagUOAKTUBHBIX M30TOMOB K AHTHTEJIAM MOXKHO OCYLIECTBUTH MOCPEICTBOM
OOIIeNPHUHATHIX OU(PYHKLHNOHAIBHBIX XeNaTOB. JJIsl MPUCOEANHEHHs] PalMOAKTUBHOTO cepedpa-
111 u pammoaxkTuBHOrO cepedpa-199 MOXKHO NPUMEHSATH JIMHKEPbl Ha OCHOBE cepbl. CMm.
nyonukanuo Hazra et al., Cell Biophys. 24-25:1-7 (1994). IlpucoennHeHne pagnoaKTUBHBIX
U30TONOB cepedpa MOXKET BKIOYaTh BOCCTAHOBJICHHE HMMMYHOIJIOOYJIMHA aCKOPOHWHOBOI
KUCIOTON. JJIA paanoakTUBHBIX H30TOMNOB, Takux Kak 111In u 90Y, MOXHO mNpUMEHSTH
uOpUTyTOMAa0 THYKCETaH, KOTOPBIH OyAeT BCTYNaTh B PEAKIHMI0O C TAKUMH H30TONAMH C
obpazoBannem 111In-ubpuryromaba Tuykcerana wu 90Y-uOpuryromaba THyKCETaHa,

cootBercTBeHHO. CM. myOmmkanuio Witzig, Cancer Chemother. Pharmacol., 48 Suppl 1:S91-S95

(2001).
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[0433] HexoTopble Takue aHTUTENAa MOKHO NMPUCOENUHUTH K JPYTUM TEparneBTHYECKUM
areHTaM. Takue TepanmeBTHUYECKHE areHTbl MOTYT SIBJSITHCS, HANpPUMEP, LIUTOTOKCHUYECKUMHU,
LIUTOCTATUYECKUMH, HEHpOTpOopHUecKUMH WM HeHponmpoTekTopHbiMU. Hampumep, anTutena
MOXHO KOHBIOTMPOBaTb C TOKCHYHBIMM  XMMHOTEPAIIEBTUYECKUMHU  JIEKAPCTBEHHBIMU
npernapataMy, TaKMMH KaK MaWTaHCHH, TeIaHAMULMH, WHTHOUTOpPBI TyOy/lHMHA, Takue Kak
CPENCTBa, CBsI3BbIBAIOIIUE TYOYJIMH (HAapUMep, aypUCTaTHHBI), WIN CPEICTBA, CBSI3bIBAIOIIUECS C
Majioli OOpO3/OH, Takue Kak KajluxeaMHIWH. J[pyrue THUIIMYHBIE TepaneBTUYECKHE AareHTHI
BKJIFOYAIOT CPEJICTBA, KOTOPBIE, KAK U3BECTHO, SIBIIIOTCS MOAXOISIIUMH JUIS JICYCHUS], BEIEHHSI
win obserdenus: OonesHu Anbureiimepa, cuaapoma JlayHa, Ierkoro KOrHUTHBHOTO HAPYLICHUS,
NePBUYHOMN BO3PACTHOH TayTaTHH, MOCTHLE(PATUTHIECKOTO APKUHCOHU3MA,
MOCTTPaBMATUYECKOHN TEMEHIUU WK AeMeHInn OokcepoB, Oonesnu [Tuka, 6one3nn HumanHa-
IMuka Thma C, HamBANEPHOrO mapannuya, JOOHO-BHCOYHOW IEMEHLUH, JOOHO-BUCOYHOM
nobapHO# nereHepanuu, OOJE3HNU apTHPOPIIIBHBIX 3epeH, TNIOOYISIPHON TIIHATbHON TaynmaTHH,
aMHOTPO(PHUECKOrO  JIATEPATBHOTO  CKJIEPO3a/KOMILIEKCA MapKUHCOHM3M-IeMeHUus ['yawm,
kopTuko-6azanpHoi nereHepaunu (KbJ[), nemenuun ¢ tenpuamu JleBu, BapuaHTa OONE3HH
Anbureiimepa ¢ tenbuamu Jlesn (LBVAD), xpoHuueckoil TpaBMaTHUeCKOW 3HLe(aIonaTuu
(CTE), rnobymsipuoit rmmanmpHOM Taynatuu (GGT) wiam mporpeccupyromero HaabsiAepHOro
napanuua (ITHIT).

[0434] AnTuTeNna Takke MOXHO OOBENUHHUTD C ApyruMu Oenkamu. Hanpumep, antuTena
MOXHO 0OpenuHuTh ¢ (¢uHOMepamMu. DUHOMEpPHI NPEACTABISIIOT CcoOOH  HebosblIue
cBsi3bIBarOIMecs Oenku (Hanpumep, pasmepoMm 7 k/la), momydenHsle u3 nomena Fyn SH3
yejgoBeka. DUHOMEpPBI MOTYT SIBISITbCS CTAOMJIBHBIMH M PACTBOPUMBIMH, U B HHUX MOIYT
OTCYTCTBOBATh OCTaTKM LMCTEHMHA W JIUCYJIbQUAHbIE CBs3H. DHUHOMEpPH MOTryT OBITh
CKOHCTPYHMPOBAHBI TaK, YTOOBI CBSA3BIBATHCS C MOJIEKYJIAMU-MHIIEHSIMH C TOH k€ a(PUHHOCTHIO
u cnenupuIHOCTRIO, 4YTO W aHTUTena. OHM SBIAIOTCA TOAXONAIIMMH JUIS  CO3JAHHS
MyJIbTUCTIEIHU(DUYHBIX CIUTBIX O€JIKOB Ha OCHOBEe aHTUTEN. Hampumep, (uHOMEpBH MOTyT
SBJISITBCSL  CIIUTBIMA ¢ N-TepMUHAIBbHBIM /KM C-TePMUHAIBHBIM KOHLIAMH aHTHUTEN IS
cozmanust Ou- u tpucneunpudHbx FynomAb ¢ paznmuHol apxutekTypoil. @PUHOMEPBI MOXKHO
BBIOpaTh C TPUMEHEHHEM OHONMHOTeK (UHOMEPOB TMOCPENCTBOM METOAMK CKPUHHMHIA C
npumenenneM FACS, Biacore w aHanmM30B Ha KJIETKAaX, KOTOPbIE MO3BOJISIIOT TMPOBECTH
s¢¢exTuBHBI 0TOOP (UHOMEPOB € onTUMaNbHBIMH CcBoiicTBamu. [lpumepsl ¢GuHOMEPOB
packpbiTel B mybnmukanusx Grabulovski et al.,, J. Biol. Chem. 282:3196-3204 (2007);,
Bertschinger et al., Protein Eng. Des. Sel. 20:57-68 (2007); Schlatter et al., MAbs. 4:497-508
(2011); Banner et al., Acta. Crystallogr. D. Biol. Crystallogr. 69(Pt6):1124-1137 (2013); u Brack
et al., Mol. Cancer Ther. 13:2030-2039 (2014).
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[0435] AHTUTENA, PACKPBITHIE B HACTOSAILIEM JOKYMEHTE, MOKHO TaKke OOBEIUHUTD WJIH
KOHBIOTHPOBAThH C OHUM HJIM HECKOJIBKHUMH IPYTHMHU aHTUTENAMH (HarpuMep, ¢ 00pa3oBaHUEM
IeTEPOKOHBIOTaTOB aHTUTEN). Takue Apyrue aHTUTENa MOTYT CBS3BIBATHCS C OTIMYHBIMU
SMUTOMNAMHU B TIPEieNiax Tay UM MOTYT CBSI3bIBATHCS C OTIIMYHBIM aHTUT€HOM-MHILIEHbIO.

[0436] AHTuTena MOXHO TaKke OOBemUHUTH C OOHapykuBaeMol Merkoi. Takue
aHTUTEIA MOXXHO NPUMEHSTh, HalpUMep, Ul JHArHOCTUKU OOe3Hu AjbureliMepa, CHHIPOMA
JlayHa, JIeTKOTO  KOTHUTUBHOTO  HApyLIEHWs, TMEPBUYHON  BO3PACTHOM  TaymaTuw,
NOCTHLE(PATUTHIECKOTO TTAPKUHCOHU3MA, TOCTTPABMATUYECKON MEMEHIUH WU JeMEHIUH
Ookcepos, Oonesnn I[Tuka, 6onesan Humanna-ITuka tuna C, HanbsimepHOro mapanuya, JOOHO-
BUCOYHOH JeMeHIHH, JIOOHO-BHCOUHOW JIO0ApHOW JnereHepanuu, OOJEe3HH aprupoQUIIbHBIX
3epeH,  MIOOYJNSApPHOH  TIMANBPHOW  TaymaTWH,  aMHOTPO(PHUECKOrOo  JIATePAbHOTO
CKJIEpO3a/KOMIUIEKCA TAPKUHCOHU3M-1eMeH1us [ 'yam, kopruko-6azanpHol nerenepaunu (Kb/T),
IeMeHIuH ¢ TenbuaMu JleBu, BapuaHTa Oonesnm Anbureiimepa ¢ tenbuamu Jlesun (LBVAD),
xpoHndeckor TpaBmarndeckoil sHuedanomatun (CTE), rnoOynsapHOH ruanbHOM TaynmaTuu
(GGT) wmm nporpeccupyromero HagbsiaepHoro mnapanuda ([THIT), w/wnmu nns oneHku
s¢dexTuBHOCTH JseueHusi. Takue aHTHTENa SBISAIOTCS B OCOOEHHOCTH TMOAXOISAIIMMHU IS
OCYLIECTBIIEHUsT TAKOTO OMNpeNeleHuss y CyOBeKTOB, KOTOpble CTPAmalT OT WIH
NpeapacroNokeHbl K Oone3sHu Aunblreiimepa, cuHapoMy JlayHa, JerkuM KOTHHUTHBHBIM
HApYLICHUSIM, TEPBHUYHON BO3PACTHON TaymaTUH, MOCTIHIE(ATUTUIECKOMY MapKUHCOHU3MY,
MOCTTPaBMATUYECKON IeMEHIIMU WK AeMeHIH Ookcepos, Oone3nu [luka, 6onesnn HumanHna-
IMuka Tuma C, HagbsimEpHOMY mMapajudy, JOOHO-BUCOYHOW IEMEHIMH, JIOOHO-BHCOUYHOH
no0apHOW nereHepalyy, OONE3HN aprupOPHUIBHBIX 3€peH, MIOOYISPHON IIHANIbHON TaylaTHH,
aMHOTPOPHUECKOMY JIATEPATbHOMY CKJIEPO3Y/KOMIUIEKCY TMAapKUHCOHU3M-AeMeHIHs ['yam,
koptuko-6azanbHoi nereHepauuu (KBJ[), memenuun ¢ Tenbuamu JleBw, BapuaHTy OOJIe3HH
Anbureiivepa ¢ tenbuamu Jlesn (LBVAD), xpoHuueckoil TpaBMaTHUECKOW 3HLE(AIONaTuu
(CTE), rnoOynsiproii rnmanbhoi Taynatuu (GGT) miam mporpeccupyromeMy HaabsaepHOMY
napanuuy (ITHIT), wiu B COOTBETCTBYIOIIMX OMOJOTHYECKUX OOpaslax, MOJYYEeHHBIX OT TaKUX
cyObekToB. TunuuHble OOHAPYKUBAEMbIE METKH, KOTOPBIE MOXXHO OOBEIUHHUTb C AHTHTEIOM
WM TIPUCOENUHUTDh K aHTHUTENY, BKIOYAIOT Pa3MYHble (PEPMEHTHI, TaKHE KaK MEePOKCHUIa3a
XpeHa, menodHas ¢pocdarasza, Oera-ralakTo3uaa3a Win aleTUIXOJIHHICTEPa3a; MPOCTETHIESCKHE
IPYIIIBL, TaKW€ KaK CTPENTaBUIWH/OMOTMH M aBUAWH/OMOTHH; (PIIyOpECLEHTHbIE MaTepHalbl,
Takne Kak ymbOemmudepon, ¢uyopecueuH, ¢uyopecuenHa HM30THOLMAHAT, POJAMUH,
IVXJIOPTPHA3UHIWIAMUH (DIIyOpecIienH, NaHCHI XJOPHI HIN (PUKO3PUTPUH, JIFOMUHECIIEHTHBIE
MaTepHasbl, TAKHEe Kak JEOMHHOJ, OMONIOMUHECLIEHTHBIE MaTepHalibl, TaKue Kak JroLudepasa,

monudeprH U 3KBOPHUH, PalMOaKTHBHbIE MaTepHAIIbl, TAKUE KaK paJuoaKkTUBHOE cepedpo-111,
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3 131 125 123 121
R M

pajIMoaKTHBHOE cepebpo-199, Guemyt™ ", mon ( L), yraepon (“'C), cepa (S),

2

tputuit CH), unguit (‘PIn, 'PIn, "In, "''In,), texmermit (*Tc), Tammmit (*°'Ti), rammmit (**Ga,

%"Ga), mamnamuit (‘“Pd), momubnen (’Mo), kcenon (’Xe), drop (*°F), " Sm, 'Lu, ’Gd,

149 1407 175 166 90y, 47q. 186 . 1885 . 142p 105p1. 97p,, 68, ST 65 85, 32
Pm, "La, “Yb, "Ho, 7Y, "'Sc, "Re, "Re, "“Pr, Rh, 'Ru, “Ge, 'Co, "Zn, “Sr, P,

2 2

153Gd, 169Yb, ICr, **Mn, 7SSe, 3¢n u 117Tin; MO3UTPOHHO-AKTHBHbIE METAJUJIbI C IPUMEHEHUEM
pasNMYHBIX ~ BAPUAHTOB  IO3UTPOHHO-3MHUCCHOHHOW  TOMOrpaduu,  HEPaAMOAKTHUBHbBIE
IIapaMarHUTHbIE HOHBI METAJIJIOB, M MOJIEKYJIbI, KOTOPBIE SIBJISIOTCSA PAANOAKTUBHO MEYEHHBIMU
WK KOHBIOTHPOBAHHBIMHU CO CIIELU(UUHBIME PAaIHOAKTUBHBIMH M30TOMAMH.

[0437] TlpucoenuHenne paguOaKTUBHBIX HM30TOMOB K AHTHTEJAM MOXHO OCYIIECTBUTh
NOCPEACTBOM  OOIICTIPUHSTHIX ~ OU(PYHKUMOHAJIBHBIX  XenaToB. Jnsg  mpucoennHeHHs
pamuoakTuBHOTrO cepedpa-111 u panuoakruBHoro cepedpa-199 MOKHO MPUMEHSITH JIUHKEPHI HA
ocHoBe ceprl. Cm. mybnukamo Hazra et al., Cell Biophys. 24-25:1-7 (1994). Ilpucoenuaenue
PaTMOAKTUBHBIX H30TOMNOB cepedpa MOXKET BKIIIOYaTh BOCCTAHOBJIIEHHE HMMYHOIJIOOYJIHHA
aCKOpOWHOBOW KHUCIOTOW. J[JIsi pamuoakTUBHBIX H30TOMNOB, Takux kak 111In um 90Y, moxkHO
NPUMEHSTh HOPUTYTOMAaO0 THYKCETaH, KOTOPbI OyAeT BCTymaTh B pPEAKIHI0 C TaKUMH
mzoronamMu ¢ oOpasosanueMm 111In-ubpuryromaba Tuykcerana u 90Y-ubpurtyromaba
TUyKceTaHa, coorBercTBeHHO. Cm. myOmmkauumio Witzig, Cancer Chemother. Pharmacol., 48
Suppl 1:S91-S95 (2001).

[0438] TepaneBruueckue ¢parMeHTbl, Apyrue Oenku, Jpyrue aHTuTeNna W/uim
oOHapy)XuBaeMble METKH MOTYT ObITb OOBEAMHEHBI MM KOHBIOTUPOBAHBI HANPSIMYIO HWIJIN
OIOCPENOBAHHO C NPHMEHEHHEM MOCPeIHUKa (HAampuMep, JIMHKepa) C aHTUTEJIOM COTrJIACHO
Hactosimemy usooperenuto. Cm., Hanpumep, nydnukanuu Arnon et al., "Monoclonal Antibodies
For Immunotargeting Of Drugs In Cancer Therapy," in Monoclonal Antibodies And Cancer
Therapy, Reisfeld et al. (eds.), pp. 243-56 (Alan R. Liss, Inc. 1985); Hellstrom et al., "Antibodies
For Drug Delivery," in Controlled Drug Delivery (2nd Ed.), Robinson et al. (eds.), pp. 623-53
(Marcel Dekker, Inc. 1987); Thorpe, "Antibody Carriers Of Cytotoxic Agents In Cancer
Therapy: A Review," in Monoclonal Antibodies 84: Biological And Clinical Applications,
Pinchera et al. (eds.), pp. 475-506 (1985); "Analysis, Results, And Future Prospective Of The
Therapeutic Use Of Radiolabeled Antibody In Cancer Therapy," in Monoclonal Antibodies For
Cancer Detection And Therapy, Baldwin et al. (eds.), pp. 303-16 (Academic Press 1985); u
Thorpe et al., Immunol. Rev., 62:119-58 (1982). ITogxopsiiue TUHKEPH! BKIKOYAKOT, HAIPUMED,
OTIIETUISIEMbIE U HEOTLIETIIsIEMble JIMHKEPbl. MOJKHO MPUMEHATD PA3JIMYHbIE IMHKEPBI, KOTOPbIE
BBICBOOOXKIAIOT TPUCOCAMHEHHBbIE TEPAIeBTHUECKHUE AareHThl, OENKW, aHTUTeNna W/
OoOHapy>KMBaeMble METKH B KHCJIBIX WJH BOCCTAHABJIHMBAIOIIUX YCJIOBUSX, NMPHU BO3ACHCTBUH

crieln(pUYHBIX POTEA3 WIN NPHU IPYTUX ONPEAESICHHBIX YCIOBUSX.
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VI. ®apmaneBTHYECKHE KOMIO3HIIUU U CITIOCOOBI MPUMEHEHHS

[0439] Ilpu mpouIakTHUECKUX BapUaHTAaX NMPUMEHEHMS AHTUTENO WM CPENCTBO IS
UHIYKIUU aHTHUTENA WK (papMalieBTHIECKYI0 KOMITO3ULUIO, COMEPIKAINYIO0 YKA3aHHBIE AaHTUTEIO
WIN CPENCTBO, BBOIAT MALIUEHTY, IPEAPACIIONOKEHHOMY HIJIH HHBIM CIIOCOOOM IO/IBEPKEHHOMY
puicKy pa3BuTHs 3a0oneBanus (Hampumep, Oone3Hu AsblreliMepa), B pexume (103e, 4aCcToTe U
IyTH BBeNEHHs), 3PPEKTUBHOM ISl CHHKEHUS] PUCKA, YMEHBIIEHUSI TSHDKECTH HITH OTCPOUNBAHUS
MaHU(DECTAIMU IO MEHbINEH Mepe OAHOTO MPU3HAKA WM CUMIITOMA 3a00JieBaHus. B yacTHOCTH,
PEKUM, TPEANOYTHTEIBHO, SIBJIAETCS 3(PQEeKTHBHBIM 1JIs1 MHTHOUPOBAHUS WM OTCPOYHMBAHUS
Tay Wik pocdo-Tay ¥ CapeHHbIX BOJOKOH, OOPAa30BAHHBIX W3 HUX, B FOJOBHOM MO3Te, W/HIU
UHrUOMPOBAHUSI WJIM OTCPOYHMBAHUS WX TOKCHYHBIX 3(P(PEKTOB, WM HHTHOWUPOBAHHS/ HITH
OTCPOYMBAHUS PAa3BUTUSL MOBeNeHYecKoro nedunura. Ilpw TepameBTUUECKHX BapUaHTax
NPUMEHEHUs AHTHTENO WM CPEeACTBO JUII HMHAYKUWM AHTHTENa BBOAST TALUEHTY,
MPEIpacloNoKeHHOMY K 3a00JIeBaHHIO WM YKe CTpajaroiieMy oT 3abojieBaHusi (Hampumep,
Oonesnn AunpureiimMepa), B pexkume (03e, 4acTOT€ U NMyTH BBeneHUs), 3(P(PEKTUBHOM IS
oOJyierdeHus1 WM 1O MEHbLIeH Mepe WHIMOMPOBAaHUS MANbHEWIIEro yXyJIIIeHUs MO MeHbIIeH
Mepe OIHOTO MPHU3HAaKa MM CUMITOMA 3a00JieBaHMA. B 4aCTHOCTH, peXXHM, MPEANOYTHTEIbHO,
ABJsieTCsl S3PPEKTUBHBIM JIs1 CHIDKEHHS WM MO0 MEeHbIIeH Mepe MHrHOUPOBAHUS TabHEHIIero
TIOBBILIICHHUST YpOBHEW Tay, ¢ocho-Tay MM CHAPEHHBIX BOJIOKOH, OOpAa30BaHHBIX U3 HHX,
CBSI3aHHON TOKCUYHOCTHU W/HMJIH MOBEIEHYECKOro AeuunTa.

[0440] PesxxuM cUMTalOT TepameBTHUECKH WU NPOopUIakTHUeCKH 3()(PEeKTUBHBIM, €Ciu
VHIMBHUIYAJIbHBIN MALMEHT, MOJYYAOIINi JeYeHue, nocturaer oonee OJaronpusiTHOrO UCXOAa,
4eM CpPeJHHUI HCXO0J B KOHTPOJBHOMN MOMYJISLUY CPABHUMBIX MALMEHTOB, KOTOPBIE HE MOJy4alu
JieYeHne Croco0aMu COTJIACHO HACTOSIIEMY M300PETEHMIO, WJTH €CJIH Y TMOJYYaBIIUX JICYCHUE
nanueHToB Habmromaercs: Oosee ONArOnpUATHBIA MCXOH MO CPABHEHUIO C KOHTPOJbHBIMH
NAalMEHTaAMH B KOHTPOJIUPYEMOM KJIMHHYECKOM HCCIIEIOBAHUH (HANpUMeEp, UCCIeNOBaHUU (asbl
11, dazer I/ wmu daser 1) mpu yposre p < 0,05 wnm 0,01, wim gaxe 0,001.

[0441] DddexTuBHBIE 03Bl BAPbUPYIOT B 3aBUCHMOCTH OT MHOXECTBA PAa3JIMYHBIX
(akTOpPOB, TAKMX KakK CIOCOObI BBENEHHs, CAHT-MUIIEHb, (PUIUOJOTHUECKOE COCTOSTHUE
NALMEHTa, MPENCTABISET U co00H mauueHT Hocurelst ApoE, npeacrasisier in coOOi marueHT
YeJIOBEKa WM JKUBOTHOE, IPYTHe BBOJMMBIE JIEKAPCTBEHHbIE MIPENapaThl, SBISETCS JIU JIEUCHUE
NPOPHUIAKTHUECKUM HITH TEPATIEBTHYECKUM.

[0442] UnnrocTpaTUBHBIE THAMA30HBI 103 JJIsl AHTUTEN COCTABJISIFOT OT MPUOTM3UTEIBHO
0,01 go 60 mr/kr, wiu ot npudmusurensHo 0,1 o 3 mr/kr, wm 0,15 — 2 mr/kr, wimu 0,15 — 1,5
MI/KI Macchl Tejla MalueHTa. AHTUTENIO MOYKHO BBOJUTh B TAKHUX J103aX €XKEIHEBHO, Uepe3 JIeHb,

CIKCHEACIIbHO, OAHH pa3 B ABC HEACIIN, OAUH pPa3 B MECAL, OAWH pa3 B TpU MECALIA WU COTIIACHO
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mo00My IpPyroMy paclHCaHHUIO, OIpPENENIEHHOMY IOCPEACTBOM JSMIHMPUYECKOTO aHaIu3a.
HUnnmrocTpaTuBHOE Jieue€HUE IPENyCMAaTpPUBAeT BBEACHHE B HECKOJBbKUX [103aX B TEUEHHE
JUINTEJIbHOTO TEpUoja BPEMEHM, HalpuMmep, IO MEHbLIell Mepe IIeCTH MECSILEB.
JlononHuTENbHbBIE WITFOCTPATUBHBIE PEKUMBI JIEUEHHsI IIPEyCMAaTPUBAIOT BBEIEHUE OIUH pa3 B
7B HEJeJH, WIN OAMH pa3 B MECsIL], U1 OAUH pa3 B 3 — 6 MeCsLEB.

[0443] KonuuecTBO cpencTBa Iuisi akTUBHOTO BBeneHus Bapbupyer ot 0,1 — 500 Mkr Ha
naipenTa u, 6osee 4acto, ot 1 — 100 wim 1 — 10 MKr Ha MHBEKLUIO ISl BBEIEHUS YEJIOBEKY.
Bpemsi mMexxny BBeIeHHEM UHBEKLUN MOKET BapbUPOBATh B 3HAUUTEIBHON CTENEHU OT OIHOTO
pasa B IeHb 10 OIHOTO pa3a B roji, 0 OAHOIO pa3a B 1eCATh JieT. TUMUYHBINA PEXXUM COCTOUT U3
UMMYHH3AIHH C MOCIEAYIOMIME OyCTep-MHBEKIUSIMHI Yepe3 MHTEPBajbl BPEMEHH, TAKHE Kak
UHTEpBaJbl 6 Henmenb WM ABa Mecsua. JIpyrol pexuM COCTOMT W3 HMMMYHHU3AaLUU C

NMOCNeNYIOUMHE ~ OycTep-uHbekuussMu  4depe3 1, 2 wu 12 wmecsueB. [lpyroéi pexum

>
NpenyCMaTpUBAaeT HMHBEKLUK) OJWH pa3 B JBa Mecsla B TedeHHe KU3HU. B KkadecTse
aJNIbTEPHATHBBI, OyCTEP-UHBEKIIMH MOKHO BBOJUTH HEPETYJSIPHO, KaK MOKAa3aHO HAa OCHOBAHUH
MOHUTOPUHIAa IMMYHHOT'O OTBETA.

[0444] AHTuTena Wiu CpeACTBA AJId MHAYKLUUU AHTUTEN MPENNOYTUTEIbHO BBOAST
nepudepruIeckuM myTeM (T.€. eIHHNLA, B KOTOPOH BBOAAT MIIM KOTOPAas MHAYLHPYET aHTUTEJO,
nepecekaeT remMarosHuedannyeckuii Oappep sl AOCTIDKEHHs NMpEeJHa3HAYeHHOTO y4yacTKa B
roJioBHOM Mo3re). IlyTu BBeneHMs BKJIIOYAIOT MECTHBIM, BHYTPUBEHHBIH, IEepOPaJIbHBIM,
MOAKOXKHBIH, BHYTPHUApPTEPHAIbHBIN, BHYTPHUYEPEITHOMN, UHTPAaTEKaJIbHBbIMH,
UHTPANEPUTOHEANIbHBIM,  WHTPAHA3aJbHBIM,  BHYTPUIVIA3HOW  WIM  BHYTPHUMBILICUHBIM.
IIpennodturenpbHbIMU MYTSAMH BBEACHMs AHTUTEN SIBISAIOTCS BHYTPUBEHHBIH U IOAKOXKHBIMN.
[IpennodrurenpHbIMU MYTSAMU JUIsI aKTUBHOW WMMMYHH3ALUH SIBJSIFOTCS TOAKOXHBIA U
BHYTPUMBILIEUHbIA. JIaHHBIA THI MHBEKUUH HanOOJIee YacTO OCYIIECTBIISIOT B MBIIILBI IJIeYa
WM HOrH. B HEKOTOpBIX crocobax CpeacTBa MHBELUPYIOT HEMOCPENCTBEHHO B KOHKPETHYIO
TKaHb, B KOTOPOM HAKOMWIUCh OTJIOKEHHUS, HAIMpUMep, IOCPEACTBOM BHYTPHUYEPETTHOMN
UHDBEKLUH.

[0445] dapmaneBTUUYECKHE KOMIO3ULINU JUTS MapEeHTEPATBHOTO BBEICHUS,
MPEANOYTUTENBHO, SIBJISIFOTCS CTEPUJIBHBIMU U 110 CYLIECTBY U30TOHUYECKUMHU, U UX MPOU3BOIST
B ycioBusix GMP (Good manufacturing practices, Haayexammeld MpOU3BOACTBEHHON MPAKTUKH).
dapmaneBTHYECKHE KOMITO3ULIMHA MOTYT OBITh MPEIJIOKEHbI B €IMHUYHON JO3UPOBAHHON (hopme
(T.e. mO3€ ISt OMHOKPATHOTrO BBeAeHMs ). PapManeBTHIECKUE KOMITO3ULIUI MOYKHO TIPUTOTOBUTH
B COCTaB C MPUMEHEHHEM OJHOTO WJIM HECKOJBKHX (PU3UOJOTMUYECKU NMPUEMIIEMbIX HOCUTEINEH,
pa3baBuTeNel, BCIIOMOraTeIbHBIX BEIIECTB MM BCIIOMOraTeNbHbIX cpencTB. COCTaB 3aBUCHT OT

BbI6paHHOFO IMyTU BBECACHUS. I[.]'If[ HUHBCKIUN aHTHUTEJIA MOKHO IMIPUTOTOBUTH B COCTAB B BOAHBIX
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pacTBOpax, MPEANOYTUTENBHO, B (PHU3HOJOrHYECKH COBMECTUMBIX Oy(depax, TAKMX KakK pacTBOP
XeHkca, pactBop Punrepa miu GpuU3HOIOrHUeCKHid COJIEBOI pacTBOP WM aleTaTHbIN Oydep (s
CHIDKEHMsI HETPHUSITHBIX OINYLIEHUH B Yy4YacTKe HHBbEKUWH). PacTBOop MOKeT coaepiKarb
BCIIOMOTATEIbHbIE BEIIECTBA, TaKHe Kak CYCHEHAUPYIOIUe, CTa0WIN3UPYIOIINE W/UIH
JMCTIEPTUPYIOIIUE CpeNcTBA. B KkadecTBe ajbTepHATHUBBI, AHTHUTEIA MOTYT HAaXOAUTbCA B
aopUIM3UPOBAaHHOW (opMe JUIsI BOCCTAHOBJICHUS] TIepel NPUMEHEHHEM NOAXOSIIUM
HaIOJHUTEIEM, HalPUMED, CTEPUIIbHON almupOreHHON BOAOM.

[0446] Pesxumbl COTJIACHO HACTOSIIIEMY M300PETEHHIO MOYKHO BBOJUTH B KOMOMHALIUH C
APYTUM CpencTBOM, 3(P(EKTUBHBIM IMPH JICUEHUH I NPOoQHIaKTHKE 3a00JeBaHUs, JICUCHUE
KoToporo mnpoBoasaT. Hampumep, B ciydae Ooje3HH AubLreliMepa pPeKUMBI COTJIACHO
HACTOSAIIEMYy  H300pETeHHI0  MOXKHO  CO4YeraTb ¢  HMMYyHOTepamued  mnpotuB AP
(W0/2000/072880), mHrHONTOpPaMH XOJHHICTEPA3bl WIM MEMAHTHHOM, WU B Clydae OOJe3HH
[TapkrHCOHAa — ¢ IMMYHOTepanuel mpoTuB anbda-cuaykiaenHa W0/2008/103472, neBononow,
aroanctamu nodammna, uaruouropamun COMT, uarnOuropamu MAO-B, amantagnHoM wim
AHTUXOJIMHAPTHUECKUMH CPEICTBAMH.

[0447] AnTuTena BBOIAT B 3(PPEKTUBHOM PEKHME, UTO O3HAYAET 03y, MyTh BBEACHHS U
94aCTOTy BBEIEHUS, KOTOPbIE OTCPOUMBAIOT MAaHU(ECTALINIO, YMEHBINAIOT TSLKECTh, HHTHOUPYIOT
JanpHelInee yxyalleHne W/wid oOJerdaroT MO MEHbIIeH Mepe ONUH NPU3HAK WIM CHUMITOM
HapYLICHHUs, JIeueHHe KOTOpOoro npoBoAsT. Ecnu manueHT yxe cTpajaer OT HapyILICHUs, PEKUM
MOTYT Ha3blBaTb TepaneBTUYECKH 3(PQPeKTUBHBIM pexuMoM. Ecnm maumeHT mnoaBepikeH
HOBBILIEHHOMY PUCKY Pa3BUTHS HAPYIIEHHs MO CPABHEHMIO ¢ OOIIel MomyJisiiuel, HO ToKa He
UCIIBITBIBAET CUMIITOMOB, PEXXHUM MOTYT Ha3bIBATh MPOPUIAKTHYECKH 3(PPEKTUBHBIM PEKIMOM.
B HEKOTOpBIX Clydasx TepameBTUYECKYH WM NPOQUIAKTHYECKYIO 3(P(PEKTUBHOCTH MOXKHO
NPONEMOHCTPUPOBATh Y WHAMBHAYAJbHOIO TMALMEHTa IO CPABHEHHIO C HCTOPHYECKUMHU
KOHTPOJISIMH HJIM TIPOILIBIM OMBITOM TOTO K€ MAalMeHTa. B Apyrux ciydasx TepaneBTHUECKYHO
WK TPOQUIAKTHYECKYIO 3(PPEKTUBHOCTh MOKHO MPOIEMOHCTPHUPOBATH B JOKJIMHHYECKOM HITH
KJIMHAYECKOM HCCIIEIOBAHUHN Ha MOMYJILUH ITOTYYarOIIHX JIEYEHUE MALUEHTOB 10 CPABHEHHIO C
KOHTPOJIBHOH MOMYJISILUEN HEe MONTYYaOINX JICYCHNE MAUeHTOB.

[0448] UmmrocTpaTuBHBIE 03I aHTHTENA cOCTaBIsAOT 0,1 — 60 mr/kr (Hampumep, 0,5, 3,
10, 30 wnu 60 mr/kr), umm 0,5 — 5 Mr/kr maccesl Tena (Hanpumep, 0,5, 1, 2, 3, 4 wim S mMr/kr), uinu
10 — 4000 mr 6o 10 — 1500 mr B Bume GukcupoBaHHOU 1036l J[03a 3aBHCUT OT COCTOSIHUSI
NAlMEeHTa U OTBETA Ha MPEALIECTBYIOIIEE JICUCHNE, B CIyYae ero HaJIM4us, OT TOTO, SIBIISIETCS JTU
JeyeHne NPOQUIAKTHYECKUM WM TEPaNeBTUYECKUM, W OT TOTO, SIBIISIETCS JIM HapylIEHUe

OCTPBIM WJIM XPOHUYECKUM, TIOMHUMO JIPYTUX (PaKTOpOB.
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[0449] BeeneHue MOXET sIBIATbCA MapeHTEpPajbHbIM, BHYTPUBEHHBIM, MEPOPAJIbHBIM,
MOJIKOXKHBIM, BHYTpUAPTEPUATIbHbIM, BHYTPUYEPEIHBIM, MUHTPATEKaAJIbHBIM,
UHTPANEPUTOHEAIbHBIM, MECTHBIM, WMHTPAaHA3aJbHbIM WJIM BHYTpUMBbIIEYHBIM. HekoTopsie
aHTUTENIA MOXXHO BBOJIUTH B CHCTEMHOE KPOBOOOpAILEHHE MOCPENCTBOM BHYTPHUBEHHOIO WIIH
NOJKOXKHOTO BBeJEHUs. DBHYTpHUBEHHOE BBEIEHHE MOJKHO OCYLIECTBJISATb, HaIpUMED,
NOCpeACTBOM MH(Y3UH B TEUEHUE MEPHOA BpeMEHH, TaKOoro Kak 30 — 90 MuH.

[0450] YacTroTa BBemeHMsI 3aBUCUT OT TEpHOJA TOJYKHU3HM AHTUTENAa B COCYIHUCTOM
pyciie, COCTOSIHUSI MALMeHTa U MyTH BBENEHUs, NMOMUMO Ipyrux ¢aktopoB. YacTtora MOKET
NPEACTaBJISTh COOOH BBENEHHE €KEIHEBHO, €KEHEACIbHO, OJUH pa3 B MECSI], OAWH pa3 B TPU
MecCsilla WJIM BBEAEHUE C HEPEryJsipHbIMM HHTEPBAIaMH B OTBET HAa WU3MEHEHUsI COCTOSHHUS
MaLMEeHTa WIK NPOrpecCUpOBaHNe HAPYIIEHUs, JIEUeHHEe KOTOporo nposoasaT. MnmocrpaTusHas
4acTOTa JJIs1 BHYTPUBEHHOI'O BBEICHUS COCTABJISIET OT BBEAEHUS €KEHEEIbHO 10 OAHOIO pasa B
TPU MeECALIA B TEYEHUE HEMPEPBIBHOIO Kypca JIEYeHHUsl, HECMOTPsI Ha TO, YTO TaK:K€ BO3MOXKHO
Oonee miM MeHee 4acToe BBeACHHE 103. JJ1si MOJKOKHOTO BBENEHHS WILTFOCTPATUBHAS YacTOTa
BBEJICHUsI 103 COCTABJIAET OT BBEACHUS €XEAHEBHO N0 OAHOIO pas3a B MeCsL, HECMOTPs Ha TO,
YTO TAK)K€ BO3MOKHO 0OJiee WIIM MEHee YacToe BBEICHHUE J103.

[0451] KonnuecTBO BBOAMMBIX 03 3aBUCUT OT TOTO, SIBJISIETCS JIM HAPYLIEHUE OCTPBIM
WM XPOHMYECKUM, M OT OTBETAa HApYILIEHUs Ha JiedeHue. B ciiydae OCTpBIX HapylLIeHUH WU
OCTPBIX 00OCTPEHUH XPOHUUECKOTO HAPYIIEHHs YacTO JOCTATOYHBIMH BISIIOTCS OT 1 10 10 103.
WHorpa oxgna GomrocHas 103a, HEOOS3aTeNbHO pas3felieHHas], ABISETCS JHOCTaTOYHOW B Ciydae
OCTPOTrO HApPYLIEHUS WM OCTPOro OOOCTPEHHS XPOHUUECKOro HapyuieHus. JleueHne MOXKHO
HOBTOPATH B CJIy4ae MOBTOPHOTO MOSIBJICHUSI OCTPOTO HAPYLIEHUs WK OCTporo obocrpenus. B
clly4ae XpPOHMYECKUX HAPYLIEHUN AHTUTENO MOKHO BBOAUTH C PETYJAPHBIMU HHTEPBAJIaMH,
HaIlpUMeEDp, €KEHEAENbHO, OMH pa3 B JIB€ HENENH, OJUH pa3 B MECAL, OAUH pa3 B TPU MeCALA,
OJIMH pa3 B LIECTb MECSALIEB B TEUEHUE MO MeHbIel Mepe 1, 5 unu 10 jeT, unu B TeUeHue KU3HU
MaLMEHTA.

A. CrocoObl THarHOCTUKH 1 MOHUTOPUHTA

CriocoObl BH3yaTM3aliuy, JUArHOCTHKH 1N VIVO U ONTHMU3ALUH HMMYHOTEPAITUN

[0452] B HacTosimeM u300peTEeHUH TPEIJIONKEHBI CIIOCOOBI BU3YATU3ALUUA OTIOKCHUN
Tay-Oenka (Hampumep, HeHpoPHOPUIUIAPHBIX KIYOKOB M BKJIFOUEHHH Tay) V MAaLMEHTa in Vivo.
CriocoObl OCYIIECTBIISIFOT MOCPENCTBOM BBEACHHUS PEAreHTa, TaKOro Kak aHTHUTEJO, KOTOpOe
CBSI3bIBA€TCsl C Tay (HANPUMEpP, MBIIIMHOE, T'YMaHU3UPOAHHOE, XUMEPHOE WJIM BEHHPOBAHHOE
3D6 aHTHTENO), MALMEHTY, U 3aT€M ITOCPEACTBOM OOHAPYIKEHUs areHTa TOCHe €ro CBSI3bIBAHUS.
AHTHTENa, CBS3BIBAIOLIMECS C 3MUTONOM Tay-Oejika B IpenesnaXx OCTATKOB aMHHOKHCIIOTATKOB

199-213 nnu 262-276 SEQ ID NO:3 (COOTBETCTBYIOIMX aMHHOKUCJIOTHBIM OcTaTkam 257-271
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w 320-334 8 SEQ ID NO:1) unu B npenenax 0oCTaTKOB AMUHOKHCIOTATKOB 259-268 wmn 290-
299 umm 321-330 mnu 353-362 B SEQ ID NO:1 sBnsAr0TCS NpennouTuTeNbHbIMU. B HEKOTOPBIX
croco0ax aHTUTEJNO CBA3BIBAETCS C 3MUTOIOM B MPEeNaX OCTATKOB aMHUHOKHUCIOTATKOB 199-213
SEQ ID NO:3 (cooTBeTcTBYOLINX aMUHOKUCIOTHBIM ocTatkam 257-271 B SEQ ID NO:1) unu B
npenenax aMuHOKHCIOT 262-276 B SEQ ID NO:3 (cooTBeTCTBYyeT aMUHOKHCIOTHBIM OCTaTKaM
320-334 B SEQ ID NO:1). B HekoTopbIX crnoco0ax aHTHTENO CBA3bIBAETCS C SIHUTONOM B
npenenax OCTaTKOB aMUHOKUCIOTATKOB 259-268 B SEQ ID NO:1, B mpenenax aMHHOKHCIIOT
290-299 B SEQ ID NO:1, B npenenax amuaokuciot B 321-330 SEQ ID NO1 unu B npenenax
amuHOKHCIOT B 353-362 SEQ ID NO:1. KnupuHroBoro oTseTa Ha BBEIEHHbIE aHTHUTEIA MOKHO
u30exaTh WM €ro MOXKHO CHU3UTh C NpPUMEHEHHeM (parMeHTOB AHTHTENAa, B KOTOPBIX
OTCYTCTBYET MOJHOpa3MepHasi KOHCTaHTHas1 obnacTh, Takux kKak Fab. B HekoTopsix crmocobax
OITHO U TO K€ aHTUTENIO MOXKET BBICTYNATh B KAYECTBE PEAKTHUBA KaK JUIA JICYCHUS, TaK M IS
IMarHOCTHKH.

[0453] luarHOCTHUYECKHE pPEaKTHBbl MOKHO BBOJIUTH IIOCPEACTBOM BHYTPUBEHHOM
UHBEKLUN B OPraHU3M IMALHEeHTa JIMOO HETOCPENCTBEHHO B TOJIOBHOH MO3r C ITOMOLIBIO
BHYTPUYEPENHON MHBEKIMH WIN TIOCPEACTBOM CBEPJIEHHs OTBEepCTHs B uepene. Jlo3a peakTusa
JOJDKHA HAXOAUTHCS B TEX K€ TUAra30Hax, Kak v i crnoco0oB neueHns. Kak mpaBmiio, peakTus
ABJISIETCS. MEYEHbIM, HECMOTPS Ha TO, YTO B HEKOTOPBIX CIOCOOAaX MEPBUYHBIN PEAKTUB C
ap(PUHHOCTBIO B OTHOLICHUHU Tay SIBISETCS HEMEUYEHBbIM, U JJI CBS3bIBAHHUSA C IEPBUYHBIM
PEaKTUBOM TNPUMEHSIOT BTOPUYHOE CPENCTBO MeueHHs. BbIOOp MeTKM 3aBHCHUT OT CIOCOOOB
obnapyxxenus. Hanpumep, ¢ayopecueHTHass MeTKa SIBJISAETCS MOAXOASILIEH U ONTHYECKOrO
obHapyxeHus. IlpumMeHeHHMe MapaMarHUTHBIX  METOK  SIBJAETCS  MOAXOAAIIMM  JUIS
ToMorpaduueckoro oOHapyskeHus 0e3 XHUPYPru4eckoro BMeIaTebCTBa. PalnOakTHBHbBIE METKH
MOYKHO TaKKe OOHAPYKHUTh C MPUMEHEHHUEM MO3UTPOHHO-IMUCCHOHHOHN ToMorpaduu (I19T) wu
0IHO(OTOHHOIN SMUCCHOHHON KOoMITbIOTepHOM ToMorpaduu (ODPIKT).

[0454] CrniocoObl BU3yaM3aIMu OTJIOKEHUH Tay-0eNKa in Vivo SIBJISTFOTCS MOAX ONSIIUMU
IUISl TUATHOCTUKH WJIM TIOATBEP)KIASHHS AMArHO3a TaylaTHUH, TAaKOH Kak Oone3Hb AubLreimMepa,
JT00HO-BHCOUHAs JI0OApHAs JereHepalys, IPOrPeCCUPYIOIINN HAAbAASPHBIA Mapaiud 1 O0JIe3Hb
IMuka, wiIM TPEAPACONOKEHHOCTH K TakoMmy 3aboneBaHuro. Hampumep, cmocoObl MOXKHO
NPUMEHSTh B OTHOIIEHHH MAIMEHTa, Y KOTOPOro HaOMIOMAI0TCS CHMITOMBI neMeHuuu. Ecim y
NalMeHTa NPUCYTCTBYIOT AaHOMAaJbHble HEHpOoQUOpPMILUIsIpHbIE KIYOKH, TOTAAa MAIHEHT,
BEPOSITHO, CTpafaeT OT Oone3Hu AjbureiiMepa. B xauecTBe anbTepPHATUBBI, €CIM Y MAIMEHTA
NPUCYTCTBYIOT aHOMAJbHBIE BKJIFOUEHHS Tay, TOTAA, B 3aBUCHMOCTH OT PAaCIOJIOKEHHS
BKJIFOUEHUH, MalMEeHT MOXKET CTPaaaTh OT JIOOHO-BUCOUHOH JiobapHO nereHepaunu. CriocoObl

MOXHO TAaKXK€ IIPUMCHATh B OTHOILICHHUN 0eCCUMIITOMHBIX IMalTCHTOB. HpI/ICYTCTBI/Ie OTJIOKEHUH
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aHOMAJIPHOTO Tay-Oelka CBHIETENbCTBYET O IPEAPACIIONOKEHHOCTH K IOCIEAYIOIIEMY
CHUMIITOMaTHYeCKOMY  3a0oneBaHmio. CnocoObl Takke SBIAIOTCS  MOAXOMSIIIUMH IS
MOHUTOPHHIA TPOrpecCUpOoBaHMs 3a00NeBaHUsI W/WIM OTBETa HAa JIEUEHHE Y MAIUeHTOB, Y
KOTOPBIX paHee ObIJIO IUAarHOCTUPOBAHO BbI3BAHHOE Tay 3a00JeBaHNUE.

[0455] lnarHOCTHKY MOKHO OCYIIECTBJISITh IOCPEICTBOM CPaBHEHHUS] KOJIUYECTBA,
pasmMepa W/WIM HWHTEHCHBHOCTH MEUEHOr0 JIOKyCa C COOTBETCTBYIOIUMMH HCXOJHBIMH
3HA4YEeHMsIMU. MICXOzHbIe 3HAU€HHs MOTYT NPENCTABIATh COOOH CpenHHe YPOBHU B HOMYJISLIUH
He CTpajaromux OT 3a0oieBaHUs WHAMBUAYYMOB. VICXONHBIE 3HAYEHHs MOTYT TaKXkKe
NPEACTaBJISITh COOOH MPEeNUIeCTBYIOIIUE YPOBHH, ONPENEJICHHbIE Yy TOTO K€ MaIHeHTa.
Hampumep, ucxonHble 3Ha4YeHUs MOXHO OINpeneuTbh y TMaldeHTa [0 Hadala JIeYeHMs
UMMYyHOTepanueil Tay, a IOcjle 3TOr0o H3MEpEHHble 3HaueHUs] CPaBHUTb C HCXOIHBIMU
3HaueHusAMHU. CHUXKEHHE 3HAa4eHHUiIl 10 CPAaBHEHHIO C HCXOAHBIM YPOBHEM CBUIETENLCTBYET O
MOJIO’KUTEIBHOM OTBETE Ha JIeUeHUE.

[0456] ¥  HEKOTOpBHIX TMALMEHTOB MUATHOCTHKY TAayNaTHH MOXKHO  OOJerduTh
nocpencTsoM ocyuectsienus ckanuposanus [19T. CkanupoBanue [T9T MOKHO OCYIIECTBUTH C
NPUMEHEHUEM, HampuMep, OOMeNpHHATOro ammapara i Bmsyammsamuu  1IO9T
BCTIOMOTaTeabHOro obopynosanus. CkaHMpPOBaHUE, KaK MPABUJIO, OXBATHIBAET OAHY MU Ooee
o0nacTell rOJOBHOTO MO3Ta, KOTOpPbIE, KaK W3BECTHO, OOBIYHO CBSI3aHBI C OTJIOKEHHMSIMU Tay-
Oenka, u onHy miu Oonee oOnacreli, B KOTOPBIX, KaK INPAaBHJIO, NMPUCYTCTBYET HEOOJbINOE
KOJIMYECTBO, B ClIy4ae HaJIU4us, OTJIOKEHHI, U KOTOPbIE BBICTYIAIOT B KAY€CTBE KOHTPOJIEH.

[0457] Curnan, oOHapyskeHHbIH npu ckanupoBanuu 19T, MOXKHO mpeACTaBUTH B BUIE
MHOTOMEpPHOTO H300paskeHnss. MHOroMepHoe M300paskeHHe MOXKET OBITh MPEACTABICHO B IBYX
U3MEPEHUsIX, MPENCTABJSIOUINX COOOW MONepevyHoe CeueHUe TOJOBHOTO MO3ra, B Tpex
U3MEPEHUsIX, MPENCTABIAIOUINX COOOH TpexMepHbI TOJIOBHOH MO3T, WM B 4YeTbIpeX
U3MEPEHUSIX, MPEACTABISIOMNX COOOH M3MEHEHHUs] B TPEXMEPHOM T'OJIOBHOM MO3T€ B TCUCHHE
BpeMeHH. MOXXHO TPUMEHSTh KOJIOPUMETPUUECKYI0 MIKAJy C pPa3IMYHbIMH LBETAMH,
YKa3bIBAOIIMMH Ha PA3JUYHbIC KOJUYECTBA METKH, M JOTMYECKH BbIBEIEHHOE OOHApy>KEHHOE
OTJIOXKEHHE Tay-Oenka. Pe3ynbTaThl CKaHHUPOBAHUS MOXHO TaKXKE TPENCTABUTH B YHCIOBOM
BBIPAKEHUH C LHU(PpPaMu, OTHOCSIIIUMHUCS K OOHApy>KEHHOMY KOJIMYECTBY METKH, H, Kak
CJIEICTBUE, KOJHMYECTBY OTJIOKEHUH Tay-Oenka. MeTKy, NpPUCYTCTBYIOLIYIO B O0JacTH
TOJIOBHOTO MO3ra, KOTOpasi, Kak W3BECTHO, CBSI3aHA C OTJIOKEHUSMHU B CJydae KOHKPETHOM
Taynatuu (Hanpumep, Oone3Hn AnpareiiMepa), MOKHO CPaBHHUTh C METKOMH, MIPUCYTCTBYIOIIEH B
o0nacTy, KOTOpasi, KaKk W3BECTHO, HE CBSI3aHA C OTJOXEHUSMH, JJIsI TIOJYYEHUSI COOTHOILICHUS,

CBUJICTEJIbCTBYIOIIErO O CTEMEeHU OTJIOKEHHWH B MepBoil oOmactu. Jljis OOHOTO M TOTO XKe
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PaIMOAKTUBHO MEYEHHOIO JIMTaHAAa TAaKHE€ COOTHOLIEHHs O0eCHeunBalOT COMOCTABUMBIN
NOKa3aTeNb OTIOXKEHUH Tay-0eNka U ero N3MEeHEeHHH MEXY Pa3IMYHbIMU MallUEHTaMU.

[0458] B Hekoropbix crnocobax ckaHupoBanue [IDT mpoBomsT OZHOBPEMEHHO MM B
XOZle¢ TOro K€ BH3UTA IMAlMeHTa, 4To U ckaHuposaHue MPT (MarHUTHO-pe30HAHCHON
tomorpadun) i KT (komneroreproii Tomorpaduu). Cxkanuposanne MPT wnu KT nossonser
noinyuutb Oonpine MHGOpPMALMM OO0 AHATOMUYECKUX JEeTasIX TOJOBHOTO MO3ra, 4YeM
ckanupoBanue [19T. OmHako wuzoOpaskeHue OT ckanupoBaHus [19T MOKHO HAJOKUTH Ha
uzobpaxkenne or ckanupoBaHusi MPT wmu KT, utoObl Oonee TOYHO yKas3aTh pacroOKEHUe
nuraiaa 19T u noruyecku BpIBENEHHBIX OTJIOXKEHMHM Tay MO CPAaBHEHHUIO C aHATOMHYECKUMHU
CTPYKTypaMH B FOJIOBHOM Mo3re. HekoTopeie mpuOOpsl MOTYT OCYILIECTBISITh KAK CKAHUPOBAHUE
9T, Tax u ckanupoanue MPT wmu KT 0e3 u3MeHEHHs TOJIOKEHUS TAMEHTa MEXKIY
CKaHMPOBAHUEM, YTO 00JIer4aeT HaJlOKeHHe H300paskeH .

[0459] Ilopxonsimme maurannsl [19T BiIIOYAIOT MEYEHHBIC PATUOAKTUBHOM METKOU
aHTUTENAa COTJIACHO HACTOALIeMY H300peTeHHMto (Hampumep, aHTuTeno 3D6  wbimwy,
I'YMAaHU3UPOBAHHOE, XHMEPHOE WM BEHHpOBaHHOe aHTHTeno 3DO6). Hcmonblyemsiit
PaMOAKTUBHBIA M30TON MOXKET IMPENCTaBJsITH COOOH, Hampumep, CH, NB, 015, F"® wm I'7.
Wnurepsan mexay BeeneHueM auranaa [19T u ocyiiecTBieHneM CKaHUPOBaHUs MOXKET 3aBUCETh
ot quradaa I[I9T u, B 4acTHOCTH, €ro CKOPOCTH MOIJIOIIEHUsI U KJIMPEHCA B FOJOBHOW MO3T, a
TaKKe NEPUOAA MONYKU3HU €r0 PaMOaKTUBHON METKH.

[0460] CxanupoBanue IIOT  MoOxHO  Takke  OCYLIECTBISITh B KadyecTBe
npoUIAKTHUECKOH Mepbl y OECCHUMITOMHBIX MAaIMEeHTOB WM MALMEeHTOB, y KOTOPBIX
HAOJIIOAIOTCSl CUMIITOMBI JIEPKOIO KOTHUTHBHOTO HApYLIEHHs, HO KOTOPBIM eme He Obul
MOCTaBJIeH JUAarHO3 TaynmaTHH, KOTOPbIEe, OJHAKO, MOBEP KEHBI MMOBLIIIEHHOMY PUCKY Pa3BUTHS
Taynatiud. B ciydae OeCCMMITOMHBIX MAIIEHTOB CKAHUPOBAHUE SIBISIETCS B OCOOCHHOCTH
MOIXOMSIIUM ISl MHAUBUAYYMOB, KOTOPbIE, KAK CUMTAIOT, MOJIBEP KEHbI MOBBIIIEHHOMY PHUCKY
Pa3BUTHS TAyMATUU B CBSI3U C CEMEHHBIM aHAMHE30M, F€HETUYECKHMMHU MM OMOXHMMHYECKUMHU
¢akTopamu pucka WM 3penbiM Bo3pacToM. K mpouiakTH4ecKoMy CKaHHUPOBAHHIO MOXKHO
MPUCTYNATh, HAIPUMEP, Y MALUEHTOB B BO3pacTe OT 45 a0 75 ner. Y HEKOTOPBIX MALUEHTOB
MepPBOE CKAaHUPOBAHKE NMPOBOIAT B Bo3pacte S0 jer.

[0461] IlpodunakTHueckoe CKaHUPOBAHHE MOXKHO OCYINECTBIIATh C HWHTEPBAJIAMH,
HaIpumep, OT LIECTH MECSLEB N0 AECATH JIeT, NPEANOYTUTENBbHO, | — 5 jeT. Y HeKOTOpBIX
MAIMEHTOB NMPOPUIAKTHYECKOe CKAaHUPOBAHUE MPOBOIAT exkeronHo. Ecnu ckanuposanue 19T,
NPOBENEHHOE B KayecTBe MPOPUIAKTUIECKONH MEphl, CBHIETEIbCTBYET 00 aHOMAJIbHO BBICOKHX
YPOBHSAX OTJIOXKEHUH Tay-Oenka, MOJKHO HaUYWHATh NMPUMEHEHHEe UMMYHOTEPAIUU U MPOBOAUTH

nocienyroume ckanupoanus 19T, kak s manMeHTOB, Y KOTOPHIX ObUla JTUArHOCTUPOBAHA
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taynatust. Ecim ckanmpoBanue I1DT, mpoBenmeHHOe B KadecTBE NPOPUIAKTUYECKOH MepHI,
CBHJIETEJILCTBYET 00 YPOBHSX OTJIOKEHHH Tay-Oeika B Ipeaenax HOPMbI, MOXKHO IPOBOAMTH
nociaeayrwomue ckaHuposaHus IIDT ¢ uHTepBamamMu OT IIECTHM MeCSLEB [0 [ECATH JIET,
NPEANOUTUTENBHO, 1 — 5 JeT, Kak U paHee, TM0O0 B OTBET Ha MOSIBIEHUE TPU3HAKOB U CUMIITOMOB
TaymaTUU  WJIM  JIETKOrO  KOTHUTUBHOro  Hapymenus.  Ilocpeactsom — coueraHus
NpO(UIAKTHUECKOrO CKAaHUPOBAHMS C BBEJCHUEM HAIIPABJICHHON HAa Tay UMMYHOTEPAINH, €CIIN
u korma ObutM OOHApY)KEHbI OTJIOKEHHs Tay-Oelika BbIIIE HOPMAaJbHOTO YPOBHS, YPOBHHU
OTJIOXKEHUH Tay-OejKa MOYKHO CHU3UTh IO HOPMAJIbHBIX YPOBHEH WM OJHM3KO K HUM, WIH IO
MEHbLIeH Mepe MHIMOUpPOBATh MX IMOBBILICHHE B JAJbHEHIIEM, W MAIlMEHT MOXKET OCTaBAThCS
CBOOOIHBIM OT TAyMaTHH B TeUeHUE OoJiee JTUTENBHOIO MEPHO/Aa BPEMEHHU, YeM B Cllydae, eCIH
OH He MoJy4aeT NpoQUIAKTHYECKOe CKAaHUPOBAHHME U HANPABJIEHHYIO Ha Tay MMMYHOTEPAITHIO
(mampumep, o Mensblinei mepe S5, 10, 15 wmu 20 neT, WA B TEYEHHE OCTABIIEHCS KU3HU
MAIEeHTA).

[0462] HopmanbHbIe YPOBHU OTJIOKEHUN Tay-Oejika MOKHO ONPENeSuTh Ha OCHOBAHHH
KOJIMYeCTBA HEWPOUOPWIIAPHBIX KJIYOKOB WM BKJIIOYEHMH Tay B TOJIOBHOM MO3Tre
penpe3eHTaTHBHOrO oOpas3lia OT WHAWBUAYYMOB B OOIIEH NOMYJSIIMH, Y KOTOPBIX HE Oblia
IMarHOCTHPOBAaHA KOHKPETHAasl TaymnaTus (Hampumep, Oone3Hb AuplreiiMepa) U KOTOpBIE, Kak
CUMTAIOT, HE IOJBEPKEHBI IMOBBIIIEHHOMY PUCKY Pa3BUTHs Takoro 3adojeBaHus (Hampumep,
perpe3eHTaTUBHBIN 00paser] He CTPaJaroIiX OT 3a00JieBaHUSI HHIUBUAYYMOB B Bo3pacTe A0 S0
ner). B xadecTBe anbTepHATUBBl, HOPMAJIbHBIH YPOBEHb MOXHO ONPENENHTbh Y
WUHIMBHAyaJbHOrO mnauuenrta, ecnu curHan IIOT B coorBercTBUHM CO CcrocoOaMu COTJIACHO
HACTOSIIEMy H300peTeHHI0 B O0JACTH TOJIOBHOTO MO3rd, B KOTOPOH, Kak H3BECTHO,
Pa3BUBAIOTCS OTJOXKEHUsl Tay-Oenka, He OTin4aercs (B Mpenenax TOYHOCTH HM3MEPEHHs) OT
cUrHayia u3 obJacTy roJOBHOTO MO3ra, B KOTOPOii, KaK U3BECTHO, TAKHE OTJIOKEHHsI B HOPME HE
pa3BuBarOTCs. lIOBBILIEHHBI YpPOBEHb y HMHAMBUAYYMa MOKHO OINPEAEIUTb MOCPEACTBOM
CpPaBHEHHs C HOPMAJbHbIMU YPOBHAMH (HAmNpUMep, 3a NpeAe]aMH CPEeIHEero 3HAueHUs |
BapUaIH CTAaHIAPTHOTO OTKJIOHEHHWS) MJIM MPOCTO HA OCHOBAHWH TOBBIIIEHHOTO CHUTHAJA 32
npefeNaMu TOTPELIHOCTH 3KCIEePUMEHTa B O0JAaCTH TOJIOBHOIO MO3Tad, CBSI3aHHOW C
OTJIOXKEHUSIMH Tay-Oellka, 1O CPaBHEHUIO C OOJACThIO, KOTOpas, KaK M3BECTHO, HE CBs3aHA C
omnoxkeHusiMA. C IebI0 CPaBHEHHUS YPOBHEH OTIOXEHWH Tay-Oenka y WHAWBHAyYMa H
NOMYJSIIANA OTJIOKEHHUS Tay-OeJika, MPeAOYTUTENBHO, TOJDKHBI OBITh ONpeneNieHbl B OMHOH U
TOW ke OONacTH WM OOJNACTSIX TOJIOBHOTO MO3ra, NMPUYEM AaHHbIe OOJNACTH BKIOYAKOT IO
MEHbIIEH Mepe OfHYy 00JacTh, B KOTOPOH, KaK M3BECTHO, OOpa3yroTCs OTIOKEHUsS Tay-Oelka,

CBsI3aHHBbIE C KOHKPETHOH Taymaruedl (Hampumep, Ooje3Hbto Adnbureiivepa). I[lanumenr, y
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KOTOPOro HaOJIFOAAeTCsl MOBBIICHHBIH YPOBEHb OTJIOXEHHH Tay-Oelka, sIBJISETCS] KaHAHIATOM
IUTsl Ha4ajla MMMYHOTEpaIuu.

[0463] ITocne Hayaia UMMYHOTEpAINK CHIDKEHUE YPOBHS OTJIOKEHUH Tay-0ejka MOKHO
CHauasia HaOMIOaTh KakK CBHIETENBCTBO TOIO, YTO JIEUEHHE MPOU3BOAMT KelaeMbIi 3P QeKT.
Habmonaemoe CHIkeHHE MOKET HaXOAUTHCS, Hanpumep, B nuamnazone 1 — 100%, 1 — 50% wnn
1 — 25% ot ucxogHoro 3HaueHus. Takue 3¢ (HexTsl MOKHO U3MEPATh B OMHOM MIJIM HECKOJIBKUX
o05acTsX rOJIOBHOTO MO3ra, B KOTOPBIX, KaK M3BECTHO, OOPa3ylOTCs OTJIOKEHMS, WM MOXKHO
U3MEPSATh M3 CpenHero 3HadeHui Takux obOsacted. CymmapHbii 3Qdext neueHusr MOKHO
NpUOJIMIKEHHO BBIYHCIUTh MOCPEICTBOM NOOABJIEHUS] MPOLIEHTA CHIDKEHHS 1O CPABHEHHIO C
UCXOIHBIM YPOBHEM K TOBBILICHHIO OTJIOKEHHH Tay-Oejika, KOTOpOoe B IMPOTHBHOM Clilydae
MIPOU3OMUIIET Y CPEAHErO HE MOJIYYABIIErO JICUEHNE NALUEHTA.

[0464] CoxpaHeHHe OTIOXKEHHMH Tay-Oenka Ha NPUOJH3UTENPHO MOCTOSHHOM YPOBHE
WIM  JaXe  HEe3HAUUTENIbHOEe  YBEJIMYEHHE  OTJOXKEHHH  Tay-Oelka  MOXKEeT  Takke
CBHJIETEJILCTBOBATh 00 OTBETE Ha JieUE€HHUE, NMyCTh Aake M CyOONTHMalbHOM oOTBeTe. Takue
OTBETHI MOJKHO CPaBHUTh C BPEMEHHOW JMHAMUKOW YpPOBHEH OTJIOXKEHHWH Tay-Oenka y
NAlMEHTOB C KOHKPETHOH Taymatueil (Hampumep, OONe3Hbr0 AJbUreiiMepa), KOTOpble He
NOJIyYAKOT JIEUEHHWE, JUI OIpPENeNIeHHs] TOro, MPOM3BOAUT JIU HMMMYyHoTepamus 3¢dext B
OTHOLIEHUH UHI'UOUPOBAHUS ITOCIIEAYIOIIETO MOBBILIEHNUS OTIOXKEHUH Tay-0enka.

[0465] MOHUTOPHHT U3MEHEHUN OTJIOKEHHH Tay-Oejika MO3BOJISIET OTKOPPEKTHPOBATH
UMMYHOTEpANU0 WU APYrOl pEeXUM JieueHus B OTBeT Ha JjedeHue. Monutopunr IIOT
obecneynBaeT yka3aHue Ha MPHUPOAY U CTENEHb OTBETA HA JIEYeHUE. 3aTeM MOKHO OIPENEINTh,
HYy)KHO JIM KOPPEKTHpPOBaTh JIEYEHHWE, U B Ciydyae HEOOXOAMMOCTH JIEYEHHE MOKHO
OoTKOppekTHpoBath B oTBeT Ha MouutopuHr I[IDT. Takum obpasom, monutopunr I[I9T
MO3BOJISIET OTKOPPEKTHPOBATh HAIPABIECHHYK) Ha Tay MMMYHOTEPANMIO WIM APYrOH peXxuM
JeYeHuss JO0 TOro, Kak apyrue Ouomapkeppl, MPT wHauM KOTHUTHUBHBIE IOKa3aTesln
NPOIEMOHCTPUPOBAIA OOHAPYKUBAEMbIE OTBETHL. 3HAYMTEIBHOE HM3MEHEHHE O3HA4YaeT, 4TO
CpPaBHEHHE 3HAYEHMs IapameTrpa IOCe€ JIEYEHUs] IO CPABHEHUI0 C HCXOIHBIM YPOBHEM
o0ecrieynBaeT HEKOTOPOE JOKa3aTeJIbCTBO, YTO JICUEHHWE IMIPHBEJIO WM HE TPHBENIO K
OnaronpusitHoMy 3¢ dexTy. B HEKOTOPBIX Ciydasx N3MEHEHHE 3HAUSHUH apaMeTpa y NanueHTa
caMo mo cebe obecreunBaeT OKAa3aTeNIbCTBO, YTO JICYCHHE INPUBEJIO WM HE TPHUBENIO K
OnaronpusitHoMy >¢dekty. B apyrux ciydasx u3MeHEHHE 3HAYEHWH, B Cllydae HAJIUYUsA, Y
MaLUEeHTa CPAaBHUBAKOT C W3MEHEHUEM 3HA4YE€HWUH, B Cllyd4ae HaJIu4Wsi, B PENPE3eHTATUBHOU
KOHTPOJIbHOHM NMOMYJISILUY MALMEHTOB, KOTOPBIE HE MOJIy4ald UMMyHOTepanur. PasHuna mexny
OTBETOM KOHKPETHOT'O MAaIlMeHTa U HOPMAJIbHBIM OTBETOM KOHTPOJILHOTO MalMeHTa (HanmpuMmep,

CpenHee 3HAaueHHe IUIIOC AUCIEPCHs CTAHAAPTHOTO OTKJIOHEHHs) MOXET Takke OOeCreyuuTb
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JOKa3aTeJIbCTBO, YTO PEKUM UMMYHOTEPANH AOCTHT OJaronpusTHOro ¢ ¢exra 1l nanrueHTa
WJIN HE JOCTHUT €ro.

[0466] ¥V HEKOTOPBIX MALIMEHTOB MOHUTOPUHI CBUIETENILCTBYET 00 OOHApy>KHUBAEMOM
CHIDKEHHU OTJIOKEHHMH Tay-OeJka, HO AaHHBIH YPOBEHb OTJIOKEHMH Tay-OeKa OCTaeTcs BbIIIE
HOpMaJIbHOTO. JIJIs1 TAKUX MALEHTOB, €CJIU HenpHeMieMble modo4yHble 3G QeKkThl OTCYTCTBYIOT,
PEeXHUM JIEYeHUs] MOXKHO TNPOAOIDKUTH 0€3 M3MEHEHUH MM Jake C YBEIMYEHHEM YacTOTHI
BBEJICHHS W/MJIM J103bI, €CJIH JICYEHHE YK€ He IPOBOISAT NMPH MAKCUMAJIBbHOW PEKOMEHyeMOH
no3e.

[0467] Ecni MOHMTOPUHI CBHUJAETENBLCTBYET OO0 YpPOBHSX OTJIOKEHHH Tay-Oenka y
NAIUEHTa, KOTOPbIE YK€ ObUTH CHIDKEHBI 10 HOPMAJbHBIX YPOBHEW WMJIM HAXOISTCS BOJM3H OT
HOPMaJIbHBIX ~ yYPOBHEW  OTJOXEHHWH  Tay-OenKa, peKUM  HUMMYHOTEpallid  MOYKHO
OTKOPPEKTHPOBAThH C TAKOBOTO ISl MHAYKIUH (T.€. KOTOPBIH CHUKAET YPOBEHb OTJIOKEHUH Tay -
Oenka) K TaKOBOMY Uil COXpaHEeHHs (T.€. KOTOPBIH MOAAEPKUBAET OTJIOKEHHs Tay-Oenka Ha
NpUOM3UTENBHO TOCTOSIHHOM ypoBHE). Ha Takoil pekuM MOKHO BIHSTH MOCPEICTBOM
CHIDKEHHSI JO3bI W/UJTH YaCTOThI BBECHUS HMMYHOTEPAITHH.

[0468] ¥V  npyrux MalMEeHTOB MOHUTOPUHI MOXET  CBUJETENbCTBOBaTb, UTO
UMMYHOTEpANUsl ~ XapakTepU3yeTcss  HEKOTOpbIM  OmaronpusTHeIM  3¢¢eKkToM,  HO
cybontumanbHbM 3 dekToM. OntumanpHbelii 3G(EeKT MOXKHO ONpPeNeNuTh Kak IPOLIEHT
CHIDKEHMsI YPOBHSI OTJIOKEHHH Tay-Oenka B TNpenenax BepXHeW IOJOBUHBI WIM KBAapPTHIISA
U3MEHEHUs] OTJIOKEHHUI Tay-Oeika (M3MEpEeHHOrO MM PACCYUTAHHOIO ISl BCErO TOJIOBHOTO
MO3ra WJIH €ro penpe3eHTaTHBHOW o0mactu win o0jacTeil, B KOTOPBIX, KaK H3BECTHO,
o0pa3yroTcst OTJIOKeHHs Tay-Oenka), HaOMoZaeMoro B peNpe3eHTaTHBHOM obpasue ot
MAalMeHTOB, CTPAjalolUX OT TayNnaTHH, KOTOpblE IOJNYyYaloT HWMMYHOTEPAlU0 B JaHHYIO
BPEMEHHYIO TOUYKY IIOCJe Hauaja Tepanuu. llarueHTa, KOTOPBIH WCIBITHIBAET MEHbLIEe
CHIDKEHHE, WJIM TAlMeHTa, OTJIOXKEHHUS Tay-Oelika Yy KOTOPOro OCTAOTCS MOCTOSIHHBIMH HITH
Jla’ke TOBBIIIAIOTCS, HO B MEHBLIEH CTeNeHH, YeM OXKUAAETCS MPU OTCYTCTBUU UMMYHOTEpaiu
(HampuMep, Kak M3MEPEHO B KOHTPOJBHOM TPYIE MAlMEeHTOB, KOTOPbIM HE BBOIST
UMMYHOTEPAIHIO), MOJKHO KJIACCH(QULIMPOBATh KaK JEMOHCTPUPYIOIIETO IMOJIOKUTEIbHBIN, HO
cyOOnTHMabHBIN OTBET. TaKUM MalMeHTaM MOJKHO HEOOsI3aTeNIbHO OTKOPPEKTUPOBAThH PEIKUM,
IPY 5TOM YBEJIMYNBAsi 103y W/WJIHM YaCTOTY BBEICHHS CPEICTBA.

[0469] ¥ HEKOTOpBIX MALMEHTOB OTJOXKEHHUs Tay-OejKka MOTYT TOBBINATBCS B
AHAJIOTHYHON MM OOJNBLIEH CTETIEHU 10 CPABHEHHIO C OTJIOKEHUSIMH Tay Y NMAlUEHTOB, KOTOPbIE
He TOJy4aloT MMMyHoOTepanuio. Eciu Takoe NoBbIlIeHHE MPOJAOJIKAETCS B TEUEHUE Nepuona

BPEMCHH, TAKOI'O KakK 18 MECALICB UJIN 2 roga, Oaxke mnocje JIH000r0 TMOBBIIIEHHUsT YaCTOThI MJIN
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J03bI CPENCTBA, UMMYHOTEPAITUI0 MOXKHO NPU HEOOXOAMMOCTH NPEKPATUTh B IOJIb3Y APYIUX
BapPUAHTOB JICUEHHUSI.

[0470] BeieynoMsiHyTO€ ONHMCAHWE OUATHOCTHKH, MOHMTOPMHIAa U KOPPEKTHPOBKHU
JIeUeHHsl TaymaTui, TJIaBHBIM 00pa3oM, C(OKyCHPOBAaHO Ha NMpuUMeHeHuH ckaHuposanus I10T.
OnHako ISl OCYLIECTBJICHUS] TAKUX CIIOCOOOB MOKHO NMPUMEHSATH JIFOOYI0 IOPYIYI0 METOIHKY
IUIST BU3YJIM3aLUU W/UJIM U3MEPEHUsST OTJIOKEHNUH Tay-0esKa, MOAXOIAINYIO AJIsl IPUMEHEHHUS C
AHTUTEJIAMU TIPOTUB Tay COIJIACHO HACTOSIIEMY H300peTeHHIO (HAIpuMep, aHTHTEJIOM MBbILIH,
I'YMaHU3UPOBAHHBIM, XUMEPHBIM WUJIM BEHUPOBAHHBIM aHTUTENOM 3D6), BMECTO CKaHMPOBaHUS
I19T.

[0471] Takke mpemIoKeHbl COCOOBI OOHAPYKEHHsSI UMMYHHOTO OTBETa MPOTHB Tay Y
MAlMEHTa, CTPAJAIOINEro OT WM MPEAPACIONOKEHHOTO K 3a00JIEBAHHSM, CBS3aHHBIM C Tay.
CrocoObl  MOXXHO  TPUMEHATb JJIsi MOHHTOPWHTAa TEYEHHS  TEPareBTHUYECKOrO U
NpOQHUIAKTHUECKOTO JIEYEHUSI CPENCTBAMHM, TMPEIJIOKEHHbBIMU B HACTOSILIEM IOKYMEHTE.
[Ipodunp aHTUTENAa TOCIE MACCHBHOW MMMYHH3ALUH, KaK MPABUIIO, AEMOHCTPHUPYET OBICTPBIN
MUK KOHLIEHTPALlUU aHTUTENa C MOCJIEAYIOIUM 3KCIOHEHIMaNbHbIM cniafoM. Ilpu orcyTeTBUM
CenyOLEeNn M03bl Craj JOCTUTHET YPOBHEH N0 Hayaja JICYEHHs] B TEUCHHE NEepPUOJa BPEMEHHU
JUINTEJbHOCTBIO OT AHEM 10 Mecslla B 3aBUCUMOCTU OT MEpHOAA MONYKU3HH BBOJUMOTO
antutena. Hanpumep, nepuon mosy>kM3HU HEKOTOPBIX AHTUTEJ YEJIOBEKA COCTaBJISIET NMOPsIKa
20 nHen.

[0472] B HeKOTOpBIX CrIOCO0ax U3MEPEHUe aHTUTENa IPOTUB Tay Ha UCXOIHOM YPOBHE Y
cyOBeKTa MPOBOMST 1O BBENEHHs, BTOPOE H3MEpPEHHE IPOBOIST BCKOPE IOCTE 3TOrO IS
OIIpeAeIeHUs] NMUKOBOTO YPOBHS AHTHUTENA, W OXHO WM Oojiee MOCIENYIOUINX H3MEepeHHH
MIPOBOJST uepe3 WHTEPBaJIbl BPEMEHU IS MOHUTOPUHTra CHI)KEHUs ypoBHeW aHTutena. Kornma
YPOBEHb AHTHUTENA CHU3WICA A0 HCXOJHOTO YPOBHS WJIM 3apaHee ONpPENeJ€HHOIO MNpPOLIEHTa
nUKa MeHee MCXOmHOoro yposHs (Hampumep, 50%, 25% wmm 10%), mpoBOAST BBEHECHUE
CJIeAYIOIIeH N03bl aHTHTENA. B HEKOTOPBIX croco0ax MUKOBBIE MK MOCIEAYIOLUINE H3MEPEHHbBIE
ypOBHH MeHee (POHOBOTO YPOBHS CPAaBHUBAIOT C OTAJOHHBIMH YPOBHSIMH, paHee
OTNpENeNIEHHbIMH, YTOObI COCTaBUTh OJIATONPUATHBIA PEKUM NPOPUIAKTHYECKOTO  HIIH
TEPANEeBTHYECKOrO JIEUeHUs] My Apyrux cyOwbekToB. Ecnu m3MepeHHBI YpOBEHb aHTHTENA
SBJISIETCS B 3HAYUTEIIbHON CTENIEHW MEHBIIHNM, YeM 3TaJOHHBIA YPOBEHb (HANPUMEpP, MEHBIIUM,
4eM Cpe/iHee 3Ha4eHHe MUHYC OAHO WU, IPEANOYTUTENbHO, ABA CTAHAAPTHBIX OTKJIOHEHHsS OT
STAJIOHHOTO 3HAUEHUs! B MMOMYJISILUU CYOBEKTOB, MOJYYAIOLINX IOJIb3Y OT JICUEHHS ), TIOKA3aHO
BBEJICHHUE JOMOJHUTEIbHON 103bl aHTUTENA.

[0473] Takke mpemIOKEeHBI CIIOCOOBI OOHApyXKeHHsi Tay y CyObekTa, Hampumep,

IIOCPENCTBOM M3MEPEHHUsl Tay B oOpaslie OT CyOBEKTa HJIM MOCPEACTBOM BU3YaIHU3aLMU Tay Y
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cyObekTa in vivo. Takue cmocoObl SIBISIFOTCS TMOAXOASIIUMU JJIi JHArHOCTUKH WM
NOATBEP)KAEHUS IUarHo3a 3a00JeBaHMM, CBA3AHHBIX C Tay, HJIM TNPEAPACIIONOKEHHOCTH K
yKa3aHHbIM 3a00sieBaHusIM. CTIOCOOBI MOJKHO TaKKe MPUMEHSITh B OTHOIIEHUH OeCCUMITTOMHBIX
cyObekToB. IlpucyTcTBHE Tay CBHUIETENBCTBYET O IPEIPACHONIOKEHHOCTH K Oyaymemy
cuMnToMatuueckoMy  3aboneBaHmioo. CrnocoObl  TakXke SBISIFOTCS — MOAXOMSIIUMU  JUIS
MOHHTOPHHIA TPOTPECCUPOBAaHUS 3a00NeBaHMs W/WIM OTBETA HA JIEYEHUE y CyOBEKTOB, y
KOTOpbIX paHee Obula JMACHOCTHPOBAaHA Ooye3Hb AJbureiiMepa, cunzapoM JlayHa, jerkoe
KOTHUTHBHOE HApyLICHHWe, TMEepBUYHAsl BO3pACTHAs TaymaTHs, MOCTIHUE(PATUTHUECKUN
NApKUHCOHU3M, TOCTTPABMATUYECKAs AEMEHLUs WU JeMeHIus OokcepoB, Oone3Hp Iluka,
0osne3np HumanHna-ITuka tuna C, HagbsiAepHbId mapannd, JOOHO-BUCOUHASI JEMEHIHs, JTOOHO-
BUCOYHAsl JoOapHasi AereHepanus, O0le3Hb aprUpO(UIBbHBIX 3epeH, TIOOyJsipHAsl TIIHaTbHAsI
TaymaTHsi, aMIOTPOPUUECKUH JIaTePaTbHBIN CKIIEPO3/KOMILIEKC TAPKUHCOHU3M-1eMeHIust [ 'yam,
koptuko-6azanbHass nerenepanus (KbJ[), nemenumss ¢ Tenbuamu JleBu, BapwanT Ooyie3HH
Anbureiivepa ¢ tensuamu Jlesu (LBVAD), xpoHudeckas TpaBMaTudeckas 3HLe(aIonaTus
(CTE), rnoOymsipras rmaneHas taynatus (GGT) wmmm mporpeccHpyrounil  HaabsAepHBINA
napanuy (ITHIT).

[0474] MOXHO OCYIIECTBHTh KOHTAKT OWOJOTHYECKUX OOpa3LoB, MOJYYEHHBIX OT
cyObeKTa, CTPAJAIOLIEro, Kak IOAO03PEBAIOT, CTPAJAIOINEro, WIM TOABEPXKEHHOTO PHUCKY
pasButus Oone3Hu Aunblreiimepa, cuHzapoMa JlayHa, Jerkoro KOrHMTHMBHOIO HapyLICHHS,
NepBUYHOM BO3PACTHOM TaynaTHH, NOCT3HLE(PATUTHIECKOTO NapKUHCOHU3MA,
HOCTTPABMATUYECKOH JAEMEHLIMN WK AeMeHLuN Ookcepos, Oonesnu ITuka, 6onesnn HumanHna-
IMnka tuma C, HaaBAnEpPHOro mapagnya, JOOHO-BUCOYHOW JAEMEHLMH, JIOOHO-BUCOUYHOH
nobapHO# nereHepanuu, OOJE3HU aprUPOPUIIBHBIX 3epeH, TIOOYNISAPHON TIHATBHON TaynmaTHH,
aMHOTPO(HUYECKOrO  JIATEPAJBHOTO  CKJIEPO3a/KOMILIEKCA MapKUHCOHM3M-IeMeHLus: ['yawm,
kopTuko-6azanpHoi nereHepaumu (KbJ]), nemenuun ¢ Tenbuamu JleBu, BapuaHTa OONIE3HU
Anbureiivepa ¢ tenbuamu Jlesu (LBVAD), xpoHuueckoil TpaBMaTHUECKOW 3HLE(AIONaTuu
(CTE), rnobymsipuoit rmmanmeHo# Taynmatuu (GGT) wiam mporpeccupyromero HaabsaepHOro
napanmuya (ITHII), ¢ aHTHTEnaMu, pacKpbITBIMH B HACTOSIIEM JOKYMEHTE, IUIsl OLIEHKH
NpUCyTCTBHs Tay. Hampumep, ypoBHH Tay y TakuX CyOBEKTOB MOXKHO CPAaBHUTBH C TaKOBBIMH,
NPUCYTCTBYIOIIMMHU y 3/I0POBBIX CYOBEKTOB. B KadecTBe anbTEepHATHBBI, YPOBHH Tay y TaKUX
CyOBEKTOB, KOTOpBIE TOJYYAKOT JieUeHHe 3a00JeBaHUs, MOXHO CpPaBHUTb C TAaKOBBIMH
cyOBEKTOB, KOTOPBIE HE MOJIydaIH JiedeHne Oone3Hu Anblreiimepa, cuaapomMa JlayHa, jgerkoro
KOTHUTHBHOTO HApyIIEHUs, MEPBUYHONH BO3PACTHOH TaymaTHH, MNOCTIHLUE(PATUTHIECKOTO
NApKUHCOHU3MA, IMOCTTPABMATHUYECKOW AEMEHIMM WIM AeMeHImHu Ookcepos, OonesHu Iluka,

6one3nun Humanna-Iluka Tuna C, HagbsaepHOro napainnya, JOOHO-BUCOUYHON TeMEHLNH, JIOOHO-
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BUCOYHOH JI0OapHOH nereHepanuu, OOJe3HH aprHpOo(QUIbHBIX 3€peH, TJIOOYISAPHON IIIHAIbHOM
TayNmaTHH, aMHOTPOPUUECKOro JIATEPAIBbHOIO CKIIEPO3a/KOMILIEKCA MapKUHCOHU3M-AEMEHIIHS
I'vam, xoptuko-0asanbhoii nperenepauuu (KBJl), memenuum c¢ Ttenbuamu JleBw, BapuaHTa
Oonesnu Aunprreiivepa ¢ tensuamu Jlesu (LBVAD), xponuueckolf TpaBMaTH4eCKOil
suiedanonatuu (CTE), rnoOymnspHoii rnuanbhoit Taynatuu (GGT) wiu mporpeccupyroiero
HanbsiiepHoro napanuya (ITHIT). HekoTopble Takue MCCIENOBaHMS BKJIFOYAOT OUOTICHIO TKAHHU,
MOJIYYEHHOUW OT Takux CyObekToB. AHamuzbl ELISA MOryT Takike SIBISTHCS IMOIXOISIIAMHU
crioco0aMu, HarpuMep, Uil OLIEHKHU Tay B KUJIKHX 0Opas3iax.

VII. HaGopsl

[0475] B HacrosimeM U300peTeHHM TaKXke MpPEedIoskeHbl HaOOpbl  (Hampumep,
KOHTEHHEPHI), COAEPIKAIINe AHTUTENA, PACKPBITHIE B HACTOSLIEM JOKYMEHTE, U COMyTCTBYIOIIUE
MaTepHuajbl, TaKHe€ KaK HWHCTPYKUUH TIO TPUMEHEHHIO (HampuMep, JIMCTOK-BKJIAIBILI).
WHCTpYyKIIMM TIO TPUMEHEHHIO MOTYT COAEp:KaTh, HANpPUMeEpP, HHCTPYKIHH IO BBEIECHHIO
aHTUTENAa U HEOOSA3aTENbHO OJHOTO MJIM HECKOJBKHX JOMOJHUTENbHBIX cpeacTB. KoHTelHepsl
AHTUTEJI MOTYT NPEACTaBIsATH COOOW O3Bl HA OAMH TpPHEM, VIAKOBKH OOJbIIOro odbema
(HampuMep, MHOTOI030BbIE YIIAKOBKH), FJTH 103bl, MEHBLIHE, Y€M /1038 Ha OJJUH ITPHEM.

[0476] JIucTOK-BKJIAABIII O3HAYaE€T HHCTPYKLUH, KOTOpPbIE OOBIYHO BKJIAIBIBAIOT B
KOMMEpUYECKHE YIAaKOBKH TEPANEBTUYECKUX IMPOAYKTOB M KOTOpPbIE COnIEpKaT HWH(POPMALHIO
OTHOCHUTEJIbHO TOKa3aHWUH, TPUMEHEHMs, [03bl, BBENEHUs, MPOTHBONOKA3aHUN W/ UM
NPEAOCTEPEKEHUH OTHOCUTENIBHO IPUMEHEHHSI TAKUX TEPANEBTHYECKUX MPOIYKTOB.

[0477] HaGopsl MOTyT TakKe COAepXkKaTb BTOPOH  KOHTEHHep, COAep Kalluii
¢dapmaneBTHYECKH npUeMIIeMblli Oydep, Takol Kak OakTepuocTaTHdeckasl BOAA AJIST MHBEKIHH
(bacteriostatic water for injection, BWFI), docdarno-OydepHsiii coneBoit pacTBOp, pacTBOp
Punrepa um pactBop nekctpo3pl. Habopel MOryT TakxkKe COAEp:KaTh JAPYrHE MaTepHAaIbL,
JKeJaTeJIbHbIE ¢ KOMMEPYECKOH TOYKHU 3PEHUS] U TOYKH 3PEHHs MOTPeOUTENs, BKIFOYAsl APyrue
Oydeprl, pazdaBuTeny, GUIBTPBI, UIITBI U IITTPHLIBL.

VIII. Jlpyrue BapuaHTbl IPUMEHEHUS

[0478] AHTUTEa MOXKHO MPUMEHSTh IJIsi OOHAPY:KEHUs Tay WM ero (parMeHTOB B
KOHTEKCTe KIMHHYECKOW JMAarHOCTUKHM WJIM JICUEHHs, WM B HCCIenoBaHMsAX. Hampumep,
aHTUTENIAa MOJKHO NMPUMEHSTh Ml OOHAPY)KEHUS MPUCYTCTBUS Tay B OMOJIOTHYECKOM 0Opasie
KaK CBHJIETEJIBCTBA TOTO, YTO OMOJOTHMYECKHI 00pa3er CONepKUT OTIOXKeHUs Tay. CBA3bIBaHHE
aHTUTEl C OWOJNIOTHYECKUM O00pa3loM MOXKHO CpPaBHUTh CO CBS3bIBAHHEM AaHTUTEN C
KOHTPOJIbHBIM 00pa3noM. KoHTpomnbHbIi 00pazen u OHOJOrHyecKnii 00pasen MOryT COnep KaTh
KJIETKH, KOTOpBIE MPOMCXOAAT M3 OAHOH TkaHU. KOHTpOJbHBIE OOpasipl M OMOJOrHMYECKHUE

O6paSI_IbI MOXHO TITOJy4YUTb OT OAHOIO HWHAUBUAYYMAa HWIH pPA3JIMYHbIX HWHAWUBUAYYMOB



PCT/US2020/020704 109 WO 2020/180819

OJHOBPEMEHHO WJIHM B pa3jH4yHble NEepUOAbl BpeMeHu. [Ipm HEOOXOOUMOCTH, HECKOJBKO
Ouonornueckux OOpa3LOB M HECKOJIBKO KOHTPOJIbHBIX OOpa3lOB OLEHMBAIOT B PA3JINYHbIE
NepUObl BPEMEHH /IS 3aIUThI OT CIy4aiiHON Bapually BHE 3aBUCHMOCTHU OT Pa3IMYUi MEXIy
oOpa3zuamMu. 3aTeM MOXHO IPOBECTH MPSIMOE CPaBHEHME MEXy OMOJIOrHYeCKUM 00pa3IioM UIIH
o0pasuamMy M KOHTPOJIBbHBIM 00pasLioM MM oOpasuaMu AJisi ONpPENeNieHUs] TOrO, YBEJIUYEHO,
CHIDKEHO WJIM SIBJIIETCS AHAJIOTMYHBIM CBSA3BIBAHWE aHTHTeNa (T.e. TPUCYTCTBHE Tay) C
OuoJIOrMUecKuM O00pa3loM MM O0pa3laMu MO CPABHEHUIO CO CBSI3bIBAHUEM AHTHUTENA C
KOHTPOJBHBIM ~ 00pa3lioM WM oOpasuaMd. YBEJIMYEHHOE CBSI3bIBAHME AHTUTENA C
OuosiormuecknuM 00pasloM WM O0paslaMH IO CPABHEHHIO ¢ KOHTPOJBHBIM O0pas3loM WM
oOpa3lamMu CBUAETEIHCTBYET O NMPUCYTCTBHH Tay B OMOJIOTMYeCKOM obOpasie uiu oOpasuax. B
HEKOTOPBIX CIIy4asiX YBEJIMYEHHOE CBSI3BIBAHHE AHTHTENA SIBIISIETCS CTATHCTUYECKU 3HAYHMBIM.
HeoOs3aTenbHO, CBsI3bIBaHNE aHTHTENA C OMOJOrMYECKHMM OOpas3loM Mo MeHblueil mepe B 1,5
pasa, 2 pasa, 3 pasa, 4 pasa, 5 pas, 10 pas, 20 pa3 unu 100 pa3 Bbile, UeM CBA3bIBAHUE aHTUTEIIA
C KOHTPOJIbHBIM 00Pa3IoM.

[0479] TloMuMO 3TOrO, aHTHTENA MOKHO MPUMEHSATH JUIsi OOHAPYKEHUS MPHUCYTCTBUS
Tay B OMONMOrn4eckoM odpasie Ayl MOHUTOPUHTA U OLEHKU 3((EKTUBHOCTH TEPAIEBTUIECKOTO
CpeACTBa, KOTOPOE NMPHUMEHSIOT IJIS JICYeHMs MAlMeHTa, Y KOTOpOro Oblia JAMAarHOCTHPOBAHA
Oonesnp Agnbureiimepa, cuHzapoMm JlayHa, Jerkoe KOTHUTHBHOE HapyIIEHHUE, MepBHYHAS
BO3pPACTHAsl TAyIaTHsl, MOCTIHIE(PaTUTUIECKHUI MAPKUHCOHU3M, MTOCTTPABMATHUYECKas! 1EMEHIIHS
Wi nemeHuuss Ookcepos, Oone3nb Iluka, Oone3nr Humanna-Iluka tuna C, HaabsgepHbIA
napanu4, JOOHO-BUCOYHAs JEMEHIMs], JIOOHO-BUCOYHAsl JioOapHas JaereHepauusi, OOJie3Hb
aprupoguIbHBIX 3€peH, MIOOyJsIpHas IJIMaNbHAsl TAayNaTHs, aMHOTPO(MUUECKHH JaTepabHbIA
CKJIEPO3/KOMIUIEKC TapKUHCOHU3M-IeMeHImst ['yam, koptuko-Oasanbhas nereHepauus (KbJI),
neMeHIusi ¢ Tenblamu JleBw, Bapuant Oone3Hu Aubureiimepa ¢ tenbuamu Jlesn (LBVAD),
xpoHndeckast TpaBmatuueckas sHuepanonarus (CTE), rinoOymspHas rimaibHas TaynaThs
(GGT) unmu mporpeccupyromuii Haabsaepusiii napanud (ITHIT). Buonorudeckuii obpasenr ot
NAlMEeHTa, Y KOTOpOro Obula AMArHOCTHPOBaHa 0oJie3Hb Aublrelimepa, ciaapoM JlayHa, nerkoe
KOTHUTHBHOE HApyILICHHWE, TMepBUYHAs BO3pPACTHAs TaylaTHs, IOCTIHLEPATUTHIECKUI
NApKUHCOHU3M, IIOCTTPaBMATHYECKash AEMEHLHMs WM JeMeHnus OokcepoB, Oone3Hb Iluka,
6onesnp Humanna-ITuka tuna C, HagbsaaepHbId napajind, JOOHO-BHCOUHAS AEMEHLHs, JIOOHO-
BUCOYHAsI JloOapHas nereHepaiusi, O0Jie3Hb aprupoQUIbHBIX 3epeH, TI00yIsApHas TiHajbHas
TaynaTHsi, aMIOTPOPUUECKUH JTaTePATbHBIN CKIIEPO3/KOMILIEKC TAPKUHCOHU3M-1eMeHIwst ['yam,
kopTuko-6azanpHas nperenepauus (KbJ/I), nemenums c¢ tenpuamu JleBu, BapuaHT Oone3HH
Anbureiimepa ¢ tenbuamu Jlesu (LBVAD), xponudeckas TpaBMaThdeckas 3HLE(aNONaTus

(CTE), rnoOymsapuas rmanbHas taynatus (GGT) wnm mporpeccupyrouiuil HaabsaepHbIH
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napanud (ITHIT), oueHuBAarOT AN YCTAHOBJIEHUSI MCXOIHOTO YPOBHSI CBS3BIBAHUSI AHTHUTEN C
oOpasuom (T.e. HCXOIHOTO YpOBHS MNPHUCYTCTBHS Tay B o0pasle) A0 Havaja Tepanmuu
TEPANEeBTHUECKUM CPEICTBOM. B HEKOTOPBIX CIydasx HECKOJBbKO OMOJOrMYecKHx o0pasLoB OT
NalMeHTa OLEHHWBAIOT B pAa3IM4YHbIE NEPUOJbl BPEMEHM JUIs YCTAHOBJIEHUS KaK HMCXOIHOTO
YPOBHS, TaKk W T[OKa3aTeisl CJIy4aliHON Bapualuy, HE 3aBHUCSIEH OT JIeYeHHUs. 3aTeM
TEPANeBTHYECKOE CPEJCTBO BBOAAT B pexuMe. PexXUM MOXKeT BKIJIIOYAaTh HECKOJIBKO BBEAECHUN
CpencTBa B TeueHue nepuona BpeMeHn. HeoOsi3aTenbHO, CBsI3bIBAHUE aHTUTEN (T.€. IPUCYTCTBHE
Tay) OLICHUBAIOT B PA3JIMYHbIC TEPUOIbI BPEMEHH B HECKOJIbKMX OHMOJIOrMYecKUx oOpasuax oT
MAlMEeHTa KaK JJIsl YCTAHOBJICHUS TIOKA3aTeNsl CIyd4aliHOW BapUalliH, TaK U JJIST IEeMOHCTPALIUH
TEHJCHLMH OTBETa HA MMMYHOTEPAaNHI0. 3aTeM CPAaBHUBAIOT PA3JIMYHbIE OLIEHKH CBS3BIBAHHSI
aHTUTeNa ¢ Omoyormueckumu odpasramu. Eciiin nmpoBOASAT TOJIBKO BE OLEHKH, MOJKHO MPOBECTH
NpPsSIMOE CPAaBHEHHE MEXKAY JBYMsI OLIEHKaMH Uil ONPEAENIEHHs] TOTO, YBEJIUYECHO, CHIKEHO HIIH
OCTaeTCsl AaHAJIOTUYHBIM CBSI3bIBAHUE aHTUTENA (T.€. MPUCYTCTBUE TAY) MEXAY JABYMS OLICHKAMH.
Ecnu npoBozmst Oonee nByX M3MEpPEeHHH, H3MEPEHHsI MOJKHO NMPOAHAIN3UPOBATh BO BPEMEHHON
IVMHAMUKE, Ha4YWHAasi OT MOMEHTA 0 JICUEHHs] TepParleBTMYECKHM CPEICTBOM H NPONOJIKAS B
TE4YEeHHE Kypca Tepanuu. B ciydae manueHTOB, Y KOTOPBIX CHU3WJIOCH CBS3BIBAHHE AHTHTENA C
OunosormueckuMu  oOpasmamu (T.€. TPHUCYTCTBHE Tay), OyAer cHelaHO 3aKIYeHHe, YTO
TEpANeBTHUECKOE CpPeACTBO Obuto 3¢ (eKTUBHBIM NpU JedeHUH Oose3Hu AublrelimMepa,
cuHapoma JlayHa, JIerkoro KOTHHUTHBHOI'O HApyLIEHMs, INEPBUYHONH BO3PACTHOH TaymaTwuy,
NOCTIHLE(PATUTHIECKOTO TMAPKUHCOHU3MA, IOCTTPABMATUYECKONH AEMEHLUH WIH IeMEHLUH
6okcepos, Oonesnu Iluka, 6onesnn Humanna-Iluka tuna C, HanbsaepHOro mapanuya, JIOOHO-
BHCOYHOH JE€MEHLMH, JIOOHO-BUCOUHON JIOOApHOH aAereHepanyy, OOJIE3HH aprupOUIBHBIX
3epeH,  MIOOYJNSPHOH  TJMANBbHOW  TaymaTWd,  aMHOTPO(PHUUECKOTrO  JIaTepaIbHOTO
CKJIEpO3a/KOMIUIEKCa MApKUHCOHU3M-1eMeH1us ['yam, kopruko-6azanpHol nerenepauuu (Kb/T),
IeMeHIuH ¢ TenbluaMu JleBu, BapuaHTa Oonesnn Anbureiimepa ¢ tenbuamu Jlesun (LBVAD),
xpoHndyeckor TpaBmarudeckoil sHuedanonatun (CTE), rnoOynsapHOH ruanbHON TaynmaTuu
(GGT) wmu mporpeccupyromero HagbsaepHoro napanuda (ITHIT) y manuenta. CHukeHue
CBSI3bIBAHUSI AHTHTENA MOJKET SIBJISATBCS CTATUCTHYECKH 3HauuMbIM. HeoOs3aTtensHo,
CBSI3BIBAHUE CHIDKAETCSA MO MeHbIuel mepe Ha 1%, 2%, 3%, 4%, 5%, 10%, 15%, 20%, 30%,
40%, 50%, 60%, 70%, 80%, 90% unu 100%. OueHKy CBS3bIBAHUS AHTUTEJIA MOKHO MPOBOAUTH
B COYETAHHMM C OLEHKOH IPYTrUX MPU3HAKOB M CHMITOMOB OONe3HH AjbHreiimMepa, CHHIpOMa
JlayHa, JIETKOrO  KOTHMUTHBHOIO  HApyLUEHWs, [EPBUYHONM  BO3PAaCTHOH  TaymnaTuy,
NOCTIHLE(PATUTHIECKOTO TMAPKUHCOHU3MA, MOCTTPABMATUYECKOH MEMEHLUH WJIH IeMEHLUH
Ookcepos, Oonesnu Iluka, 6onesan Humanna-ITuka tuna C, HanbsnepHOro mapanuya, J0OHO-

BHUCOYHOH JeMeHIMH, JIOOHO-BUCOUHOW JI0OapHOW nereHepanuu, OOJE3HM aprupoUIIbHBIX
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3epeH,  MIOOYJNSApPHOH  TIHANbHOW  TaymaTud,  aMHOTPO(PHUYECKOTO  JIATEPAJbHOTO
CKJIEpO3a/KOMILIEKCa MApKUHCOHU3M-1eMeH1us ['yam, kopruko-6azanpHol nerenepaunu (Kb/I),
IeMeHIH ¢ TenbluaMu JleBu, BapuanTa Oone3nu Anbureiimepa ¢ tenbuamu Jlesu (LBVAD),
xpoHudeckol TpaBmarndeckoil sHuedanonatun (CTE), rnoOynsapHON rmuanbHOM TaynmaTuu
(GGT) unu nporpeccupyroiero Haabsaepuoro napanuya (ITHIT).

[0480] AHTUTENa MOXKHO TaK>Ke MPUMEHSTh B KaUeCTBE UCCIIEIOBATEIbCKUX PEAKTUBOB
s TabOpaTOPHOrO MCCIIENOBaHMs TpU OOHAPY)KEHWH Tay WM ero ¢parmMeHTOB. B Takmx
BApUAHTAX MPUMEHEHUS aHTUTEIa MOJKHO MOMETHTh (HIyOpPECUHEHTHBIMH MOJIEKYJIaMHU, CITHH-
MEUEHHBIMH MOJIEKYJIaMH, (EepMeHTaMHU WJIM pPAIUOAKTUBHBIMH HW30TOMAMH, H MOXKHO
NpeIoKuTh B (popme Habopa co BceMU HEOOXOAUMBIMH PEAKTUBAMH ISl TIPOBEICHHS aHAJIH3a
OOHapykeHHs. AHTUTENa MOXHO TakKe IPHUMEHSTh Ui OYHCTKHM Tay WM TapTHEPOB
CBSI3bIBAHUS Tay, HANPUMeEpP, MeTOIOM adpUHHON Xpomarorpadum.

[0481] Bce mateHThI, BeO-CalThI, Apyrue MyOJUKALUH, YIETHbIE HOMEpPA H T.II., CCBUIKH
Ha KOTOpPBIE COMEPIKATCS BBILIE WM HIDKE, MOJHOCTBIO BKJIFOUEHBI TOCPEACTBOM CCBUIKH JUIS
BCEX LieJIel B TOH JK€ CTETIeHHU, KaK €CJIH Obl K&Kl U3 TaHHBIX JOKYMEHTOB ObLIT KOHKPETHO U
WHIUBUAYAIBPHO YKa3aH KaK BKJIOUEHHBIH TMOCPEACTBOM CChUIKH. ECu pa3nudHble BepCHU
MIOCJIEIOBATEIbHOCTH CBsI3aHbl C YYETHBIM HOMEPOM B pPa3HOE BpeMsl, TO IOAPAa3yMEBAETCS
BEPCHs, CBsI3aHHAsl C YYETHbIM HOMEPOM Ha NEHCTBHUTEIBHYIO AATy MOJAYd AAHHOH 3asBKU.
JlelicTBUTENbHAs J1aTa TOAA4YM 3asBKH O3Ha4daeT Oojiee PAHHIO W3 JEHCTBUTENBHOW IaThl
NOJIaYM UJIM AAThl MOJJA4X MPUOPUTETHOMN 3as1BKH, CChIJAIOLIEICS HA yUETHBIN HOMEp, €CJIU 3TO
NPUMEHUMO. AHAJOTMYHO, €CJH pa3jIU4Hble BepcHM mNyOnuKauuu, BeO-caliTa wWiId T.IL
OIyOJIMKOBAaHBl B PAa3HOE BpeMs, TO IMOAPA3yMEBAETCsl BEpPCHs, ONYyOIMKOBaHHAs CaMOH
NOCJIeIHEeH Ha NEHCTBHUTENBbHYIO NaTy MOAA4YH 3asBKH, €CJIM He ykazaHo obOparHoe. JIro0oii
NPU3HAK, CTAMs, SJIEMEHT, BAPUAHT PeajH3aluy HIIH aCIEeKT HACTOSIIEro N300pETeHUsT MOKHO
NPUMEHSTh B KOMOMHALMU C JEOOBIM JIPYTHM, €CJIM CIEHaJbHO HE yKa3aHO oOpaTHOoe.
Hecmotpst Ha TO, 4TO Hacrosimee U300pETeHHe ONMHMCAHO JAOCTATOYHO MOAPOOHO MPHU MOMOIIU
WITIOCTPALlMK M TIPUMeEpa C IEJbI0 SICHOCTU M MOHUMAaHMsA, OyJeT OYeBHIHO, YTO HEKOTOpbIC
U3MEHEeHUs] U MOOU(UKALMH MOTYT OBbITb NMPOU3BEIEHBI B Ipenenax oObema NpuiiaraeMon
(bopMyJIbI H300pETEeHUSI.

I[MTPUMEPBI

[0482] IIpumep 1. HnenTudukanmys MOHOKJIOHAIbHBIX AHTHTE]I IIPOTUB Tay

[0483] MoHOKJIOHA/IbHBIE aHTHTENA MPOTHUB Tay MOJyYald CISAYIIIM 00pa3oM.
HNMmyHH3a1uu MpOBOAWIIA C NMPUMEHEHHEM JMOO PEeKOMOMHAHTHOIO Tay 4YeJOBEKa Pa3MepoM
383 ax., ammuuokucnor (4RON), ¢ mpucoenunenuem His-meTkn Ha N-KOHLE, conmepiKalnero

myTtauuio P301S [ummynoren A], nuOo pekOMOWMHAHTHOrO Tay 4YesioBeKa pasmepoMm 383 a.k.
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(4RON), comepsxkamero myranmo P301S, B kotopom orcyrcrBoBana N-koHuesas His-meTka
[ummyHoreH B]. IMMyHOreHs! aMynbrupoBaiu B axbroBante RIBL

[0484] Camoxk wmbrmeit Balb/c B Bo3pacTe mATE Hemenb  HUMMYHH3HPOBAIU
UHTPATNepUTOHEATbHBIM CIIOCOOOM 10 25 MKT UMMyHOreHa A B aeHb O u o 10 MKT UIMMyHOTeHa
A B xaxnabii u3 aneit 7, 14, 21, 27, 34, 48, 55 u 62. Mpiueit ummyHusuposanu no 10 mxr
uMMyHoreHa B B mHu 76 u 90. B muu 43 u 98 y mblmeit otOupaan KpoBb U TUTPOBAIU MPOTUB
uMMyHOreHa A; B neHb 101 >KUBOTHBIM ¢ HAMBBICIIMMU THUTPAMH BBOAWINA OyCTEP-HHBEKIIHIO
MOCPEACTBOM KOHEYHONW HMMyHM3auuu S50 MK MMMyHOreHa B, koropselii pocraBisnu 2
UHTPATNIEPUTOHEATbHBIM CIIOCOOOM M Y2 BHYTPHBEHHbIM criocoboM. IIpoBomwmiin CKpUHMHT
ciuthix TuOpunoM mocpeactsoM ELISA mpotuB o00MX MMMYHOT€HOB, U Y TOJIOKUTENBHBIX
JKMBOTHBIX C HAUBBICIIMM CHUTHAJIOM MPOBOIMIN KapTUpoBaHUe smuTomna (cMm. mpumep 2). 3D6
BCTYMAJO B PEAKLMIO C MENTHIAMH, COOTBETCTBYIOLIMMH OCTaTKaM aMHUHOKHCJIOT 199 — 213
SEQ ID NO:3 u ocrarkam amuHOKHCIOT 262 — 276 SEQ ID NO:3 (cornacHo HymMepanuu camon
muaHoM B [IHC w30 opmbl Tay, 3TO COOTBETCTBYET OocTaTkaM aMuHOKHCIOT 257 — 271 SEQ ID
NO:1 u ocratkam amuHOKHCTOT 320 — 334 SEQ ID NO:1).

[0485] IIpumep 2.  Kaptuposanue snurtona antutena 3D6

[0486] Inss  xapTupoBaHusi  aHTuTena 3D6  MBIIM  OPUMEHsUIM  JUANa3oH
NEePEKPHIBAIOININUXCS OMOTUHUIINPOBAHHBIX MENTHIOB, OXBATHIBAIOIINX BECh Tay-O€JIOK YeloBeKa
4RON pasmepom 383 a.x. JIONONHUTENbHBIE NENTUABI MNPUMEHSUIM AJI1 MOAEIUPOBAHUS
NOTEHIMAIBbHBIX MOCTTPAHCILMOHHBIX Mogudukanuii C- u N-TepMHUHAIBHBIX KOHIIOB OeJKa.

[0487] buoTuHUIMPOBAaHHBIE MENTUbI MPUCOSANHSUIN K OTIEIbHBIM JYHKaM IUIAHIIETa
mnst ELISA, cencuOmnusumpoBaHHOrO  crpentaBuanHOM. IlmaHmer OnokupoBamu U
obpabarbiBasiu 3D6 MbIu ¢ mocaeayomei nHKyOauneil ¢ KOHbIOTHPOBAHHBIM € TIEPOKCHIA30M
XpeHa AHTUTEJIOM NPOTHB WMMYHOMIOOYJWHOB MbIH. Ilocne TImaTteapbHOH NPOMBIBKH Ha
miaHmer HaHocwiu OPD u nosBomsn peakuuu pas3BuThbes. CUUTHIBAHHE HA IUIAHIIETAX
npoBoawu npu noromennn 450 HM. BpruuTtanme (oHAa NPOBOIMIM C HUCIOJIB30BAHUEM
3HAUEHUI TMOTJIOIIEHUs M3 JIYHOK, HE COAepXKalluX IEepBHYHOE AaHTUTENO, U MOpOor s
MOJIOKUTENBHOTO  CBSA3BIBAHMSI yCTaHaBIMBalIU Ha ypoBHe 0,2 eAuHUIBI MOIJIOLIEHUS.
[TonoxxutenpHOE CBsA3BIBAHHE OBUIO OOHAPY)KEHO ISl MENTHAA, OXBATHIBAIOILETO OCTaTKH
amuHokucnor 199 — 213 (SEQ ID NO:3) u ocratku amurOokuciot 262 — 276 (SEQ ID NO:3). C
NPUMEHEHNEM HyMepaliH MOJHOpa3MepHoro Ttay-Oenka denoBeka 4R2N (441 ammuHOKHCIOT)
TaHHbIE MENTHIBl COOTBETCTBYIOT OCTaTKaM amMuHOKucior 257 — 271 (SEQ ID NO:1) u 320 —

334 (SEQ ID NO:1). (Durypa 1).
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[0488] IIpumep 3.  JlusaiiH ryMaHU3UpOBaHHBIX aHTUTEN 3D6

[0489] UcxonHON TOYKON WJIM JOHOPHBIM AHTUTENIOM [JIsi TyMaHU3aLHWH SBJISIIOCH
aHTHTeNI0 3D6 MBI, AMHHOKHCIIOTHAS [TOC/IEOBATEIbHOCTD BapuabeIbHON 001acTH TSKEIOH
uernu 3penoro m3D6  mpeacraBnena B Buzne SEQ ID  NO:7. AMUHOKHCIOTHas
HIOCJIEIOBATENILHOCTD BapHabebHOM o0nacTy sierkoii uenu 3penoro m3D6 npencrasieHa B BUze
SEQ ID NO:11. Amunokucnotablie nocienosateabHoctd CDR1, CDR2 u CDR3 Tspkenoi uenu
coracHo cBomHoMy ompexaenenuto Ksbora/Uorua mpencrasiensl B Bume SEQ ID NO:8-10,
COOTBETCTBEHHO. AMMHOKHCIOTHBIE nocienoBarenbaocty CDR1, CDR2 u CDR3 nerkoii nemnu
cornmacHo Kabory npencrasnensr B Buae SEQ ID NO12-14, cooTBeTcTBeHHO. Besne mpuMeHsFoT
HyMmeparuio Kabora.

[0490] Bapuabenpnas obnacte kanma (Vk) 3D6 nmpuHamiexuT K MOATPyIe 2 MbIIH
cormacHo K»00Ty, koTOpas COOTBETCTBYeT MOATpyIIe 2 dejoBeka cormacHo Kaborty, wu
BapuabenpHass obnacTe Tspkenod nenu (Vh) mpuHamiexur K moarpymne 2¢ MBIIIH COTJIACHO
Ks6oty, koTtopast coorBercTByeT moarpymme | udenoseka corsmacHo Ksbory [Kabat E.A , et al,,
(1991), Sequences of Proteins of Immunological Interest, Fifth Edition. NIH Publication No. 91-
3242]. CDR-L1 cornacHo Yorua u3 16 ocTaTkoB NpUHAANEKUT K KAHOHHYECKOMY Kiaccy 4,
CDR-L2 cornacHo Yotna u3 7 ocratkoB — kjaccy 1, CDR-L3 cormacuo Yoruna u3 9 ocratkos —
kiaaccy 1 B Vk [Martin A.C, and Thornton J. M. (1996) J. Mol. Biol. 263:800-15. [Martin &
Thornton, 1996]. CDR-HI1 cornacuo Yorna u3 10 ocratkoB npuHaanexut knaccy 1, CDR-H2
cornacHo Yorua u3 17 ocratkoB — kinaccy 2 [Martin & Thornton, 1996]]. CDR-H3 He comepxut
KaHOHMYECKUX KJ1accoB. IIpoBOMMIM OMCK CPEAH MOCIEA0BATENbHOCTEH O€IKOB B 0a3e TaHHbBIX
PDB [Deshpande N, et al., (2005) Nucleic Acids Res. 33: D233-7.] anst HaxOXIeHUS CTPYKTYP,
KOTOpble OyayT obecrieuyuBaTh MPUMEPHYIO CTPYKTYpHYH Moznenb 3D6. Jlns moctpoenus Fv
mozenu 3D6 ucnonb3oBanu CTPyKTypy antutena Fab c#24 mporus nmpornyramar-adera (pdb
code SMYX) [Piechotta, A. etal., 2017, J Biol Chem. 292: 12713-12724] ¢ pa3pemienuem 1,4 A.
OHna coxpaHsieT Ty ke KAHOHUYECKYIO CTPYKTYpY AJIs IleTenb, Kak u 3D6.

[0491] KapkacHass obmacte 3D6 VH wuMeeT BBICOKYIO CTENeHb CXOJCTBA
NIOCJIEIOBATENILHOCTEH C COOTBETCTBYIOLIUMH OOnacTsiMu rymanusnposanHoro 48G7 Fab PDB:
2RCS, pazpadorannoro Wedemayer, GJ., et al. (1997, Science 276: 1665-1669).
Bapuabenbubie nomensl 3D6 u 48G7 fab Takke MMEIOT OAMHAKOBYIO JMHY nerenb st CDR-
H1, H2. Ananorn4yasiM o0pa3om, kapkacHble oonactu 3D6 VL o0namaroT BBICOKOW CTETEHBIO
CXOJICTBA IOCJIENOBATENBHOCTEH C COOTBETCTBYIOLIUMH OOJACTSIMH YeJIOBEYECKOrO aHTHUTENa

ARX71335 VL, xnonupoBanHoro Dafferner, A.J., et al. (2017;,. Direct Submission).

2

BapuabenbHbrii nerkuii nomeH antutena 3D6 m ARX71335 Takke UMeeT OIMHAKOBYIO JJIUHY

ans nerenb CDR-L1, L2 u L3. CoorBercrBenHo, kapkacHble oonactu 48G7 VH (2RCS-VH) u
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ARX71335 VL Obutn BBIOpaHBI B Ka4eCTBE aKLIENTOPHBIX nocienosareiabHocTel aist CDR 3D6.
Mogens CDR 3D6, npuBUTBEIX K COOTBETCTBYIOLINM YEJIOBEUECKUM KapKAaCHBIM O0JAaCTAM IS
VH u VL, Obula mocTpoeHa M HCHOJb30Bajach B KauyeCTBE PYKOBOJACTBA I AAJIbHEHUIINX
00OpaTHBIX MyTaLUil.

[0492] BapuaHThI ociaenoBaTeIbHOCTEH TSDKEIION U JIErKOH Lernel, KOTOpble MOyYHIIN
B pe3yJIbTaTe MpoLecca I'yMaHU3aluy aHTUTENIA, 3aTEM BBIPABHUBAIH C ITOCIEIOBATEIbHOCTSMHU
3apOMbIIIeBON JIMHUM 4eyioBeka ¢ nmpuMeHeHueM uHcTpymenta IMGT Domain GapAlign mns
OLIEHKH CTETeHH TyYMaHM3alMK TSOKEIOM M JIErKOW Iernei, Kak M3J0)KEHO B PYKOBOJACTBAX
komutera MHH BO3. (WHO-INN: International nonproprietary names (INN) for biological and
biotechnological substances (a review) (untepner) 2014. JlocTtymHo mo anpecy http://www.
who.int/medicines/services/inn/BioRev2014.pdf) Ocratku 3ameHssM Uil BBIPABHHBAHUS C
COOTBETCTBYIOLIEH MOCIENOBATEIBHOCTBIO 3apONBIMIEBON JIMHUM YEJIOBeKa, KOrga STO
BO3MOJKHO, [JIsl YCHJICHHS CTEMEHM TyMaHU3alMM W JJIsl CHIKEHHUs] TMOTEHLHMAJIbHON
UMMYHOT€HHOCTH. JIJIi TyMaHU3HMpOBaHHBIX BapuaHToB VLvb2 m VLvb3 Oputn BBemeHsI
MyTalllid, 4YTOOBI CHENaTh MOCJIENOBATENILHOCTH Oo0Jiee CXOXHMU C T€HOM YeJOBEYECKOH
3apomeimesoit muaMKM IGKV2-30%02 (SEQ ID NO:27). ind ryMaHU3UpOBaHHBIX BapUAHTOB
VHvb2, VHvb3, VHvb4, VHvbS, VHvb6 u VHvb6 myTanum Obutn BBeneHbI, 4TOOBI ClENaTh
NIOCJIEIOBATENILHOCTH 00JIee CXOKUMHU ¢ FeHOM desioBedeckoi 3apoapiieBoit iuauu IGHV1-69-
2*01 (SEQ ID NO:25).

[0493] Bepcun hu3D6-VH wu hu3D6-VL Obumn paspaboranel Ui o0ecriedeHus
BO3MOJKHOCTH OLIGHKH Pa3IMYHbIX KapKACHBIX OCTATKOB HA MPEAMET UX BKJIAJa B CBSI3bIBAHHE
AHTUTeHa, TePMOCTAOMIBHOCTH M MMMYHOT€HHOCTH, W Ul ONTHMH3ALMU TJIMKO3MIMPOBAHMUS,
arperaiuu, N-KOHLIEBOW Te€TEPOreHHOCTH, TEPMOCTAOMIIBHOCTH, YYaCTKOB C OOHA’KEHHBIM
3apsiiOM HAa TIOBEPXHOCTH, Y4YaCTKOB ¢ OOHQKEHHbIM 3apsiiOM Ha I[OBEPXHOCTH,
Ne3aMUHUPOBAHKS M YYBCTBUTEIBHOCTH K mpoTenHase. [lonoskeHus, paccMaTpuBaeMble Ha
NpeaMeT MyTaLUH, BKIIOYAIOT TaAKHe TOJIOKEHHSI, KOTOpPbIE:

— onpenensiroT kaHoHu4eckne koHpopmanmum CDR (kpatko wu3nokeHO B Martin,
A.CR. (2010) Protein sequence and structure analysis of antibody variable domains. In:
Kontermann R and Dibel S (eds). Antibody Engineering. Heidelberg, Germany: Springer
International Publishing AG.),

— Haxomarcs B 3oHe Bepube (Foote J and Winter G. (1992) Antibody framework
residues affecting the conformation of the hypervariable loops. J Mol Biol. 224(2):487-99.),

—  JIOKQJIM30BYIOTCS Ha TIOBEPXHOCTH B3ammopeicTBus aomeHa VH/VL (xpatko
usnoxkeHo B Léger OJP and Saldanha J. (2000) Preparation of recombinant antibodies from

immune rodent spleens and the design of their humanisation by CDR grafting. In: Shepherd P
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and Dean C (eds). Monoclonal Antibodies: a Practical Approach. Oxford, UK: Oxford
University Press.),

— YyBCTBUTENbHBl K  IOCTTPAHCIALMOHHBIM  MOAM(HKALMAM, TaKUM  Kak
TTIMKO3WJINPOBAHKE HITH MUPOTIIIOTAMHHHPOBAHHE,

— 3aHATBl OCTAaTKaMH, KOTOpbIe MpeArnonoxkuTenbHo koHuukTyior ¢ CDR, B
cootBercTBuH ¢ Moziesibio CDR 3D6, mpusuToii Ha kapkacHble obnacta VH u VL, unn

— 3aHATHI OCTAaTKAMH, KOTOPbIE PEIKO BCTPEYAIOTCS CPEeOud CEKBEHMPOBAHHBIX
YeJIOBEYECKHX AaHTUTEJ, I/ie JIMOO POAUTENbCKUN MBIIUHBIA OcTaToKk 3D6, mubo kakoh-nmndo
APYToi OCTATOK ropasno Oojiee pacrpoCTPaHEeH B CIEKTPE YEIOBEUECKUX aHTHTEN.

[0494] BripaBHuBaHUS MbIIHHBIX 3D6 U pasiauyHBIX T'YMaHU3HUPOBAHHBIX aHTUTEIN
NIOKa3aHbl [T BapraOenbHbIX oOnactei jgerkoit nenu (Tabmuma 4 u @urypa 3) u BapuabenpHbIX
obnacreii Tsokenoi nenu (Tabmumna 3 u @urypa 2).

[0495] KoncTpymnpoBanu 7 BapuaHTOB TyMaHH3UPOBAaHHOH BapuabenpHON oOJacTu
TSOKEJIOW Lermd W 3 BapHaHTa T'YMAaHM3MPOBAHHON BapuaOenbHON 00JacTH JIETKOH Iemy,
comepskamue paziuyHbie mepmytanuu 3amen: hu3D6VHvb1, hu3D6VHvb2, hu3D6VHvb3,
hu3D6VHvb4, hu3D6HvbS, hu3D6VHvb6 nnmm hu3D6VHvb7 (SEQ ID NO:76-80 u 90-91,
coorBercTBeHHO), U hu3D6VLvbl, hu3D6VLvb2, umn hu3D6VLvb3 (SEQ ID NO:83-85,
cootBercTBeHHO) (Tabmmub! 3 u 4). MiuroctpaTuBHble An3aiiHbl rymMmann3upoBanHbelx Vk u Vh ¢
0oOpaTHBIMH MyTallUsSMU U APYTUMH MYyTaLUSMH Ha OCHOBE OTOOPAaHHBIX KapKacHBIX oOjacTeil
yeJioBeKa mpencrasieHbl B Tabnumax 3 u 4, COOTBETCTBEHHO. BbiieneHHble )KUPHBIM HIpU(TOM
obnactu B Tabnunax 3 u 4 ormeuator CDR cornacHo cBoguomy onpenenenmo Kabora/Yorua.
SEQ ID NO:76-80 u SEQ ID NO:90-91 conepsxatr oOpaTHble MyTallMy U Jpyrue MyTaLUH, KaK
MoKa3aHo B Tabyuie 5. AMHMHOKHCIOTBI B moyioxkeHusix B hu3D6VHvbl, hu3D6VHvb2,
hu3D6VHvb3, hu3D6VHvb4, hu3D6VHvbS, hu3D6VHvb6 u hu3D6VHvb7 nepeuricieHsr B
Tabnume 6. AMHHOKHCIOTHI B mojioskeHusx B hu3D6VLvbl, hu3D6VLvb2 u hu3D6VLvb3

nepeunciersl B Tabnume 7.



116 WO 2020/180819

PCT/US2020/020704

[0496] Tabnuua 3

(16:0N I OdS) LIAHA 9dENH

(06:0N I OFS) 99AHA 9dENH

(08:ON dI OFS) SAHA 9dENH

(6L:ON dI OdS) ¥9AAHA 9dENH

(8L:ON dI OFS) €9AHA 9dENH

(LL'ON I OFS) Z9AHA 9dENH

(9L:ON I OFS) 19AHA 9dENH

(SL'ON I OFS) IMIIny HA-SDUT

(SZ:ON dI OFS) 10+2-69- 1 AHDI #LONI

G
Y

(L:ON dI OFS) uman A 9d€

G
F

N

O UK Y

Frl

Frl

Frl

Frl

Frl

Frl

Frl

Frl

Frl

Frl

Frl

Frl

Frl

Frl

Frl

Frl

Frl

Frl

Frl

Frl

Frl

Frl

Frl

Frl

Frl
CDR-H1

CDR-H1

CDR-H1

BMLRLOO G\ UITHUOHU][
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12
13
14
15
16
17
18
19
20

21

22
23

24
25

26
27

28
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Fr2
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Fr2
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CDR-H2| W
CDR-H2

CDR-H2[ D

CDR-H2| P

CDR-H2
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CDR-H2| E

CDR-H2| N

CDR-H2| G
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CDR-H2| V

CDR-H2| Y
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[0497] Tabnuua 4
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(#$:ON dI OHS) TIAVTA9AENH
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(LZZON dI OdS) 20x0E-TAMDIHLONI

(Z8:ON dI OdS) YMIINY TA-SEETLX AV
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95 100 |CDR-L3 P P P P P P
9SA CDR-L3 - - - - - -
9SB CDR-L3 - - - - - -
95C CDR-L3 - - - - - -
9SD CDR-L3 - - - - - -
9SE CDR-L3 - - - - - -
9SF CDR-L3 - - - - - -
96 101 |CDR-L3 Y L Y Y Y Y
97 102 |CDR-L3 T T T T T T
98 103 Fr4 F F F F F F
99 104 Fr4 G G G G G G
100 105 Fr4 G A Q A A Q
101 106 Fr4 G G G G G G
102 107 Fr4 T T T T T T
103 108 Fr4 K K K K K K
104 109 Fr4 L L L L L L
105 110 Fr4 E E E E E E
106 111 Fr4 I L I L I 1
106A 112 Fr4 K K K K K K

[0498] Tabmuma S5: OOpaTHple MyTanmd U Apyrue MyTauud Vg, Vo Ui

ryMaHu3uposaHHoro 3D6
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Bapuant Vy unu Vi

DK30H aKLEeNnTOpHON

MOCJIENOBATEILHOCTH Vy Win Vi

H3mMeHeHus o CpaBHEHHUIO C
OCTaTKaMH aKLENTOPHOTO
kapkacHoro ydactka (mm CDR)
(1a ocHose CDR cormacuo

CBOZHOMY OTIPENENIEHHIO

Ka6ora/Horua)
PDB ID 2RCS-VH huFrwk (SEQ
Hu3D6VHvb1 ID NO:75)
HO1, H93, H94
(SEQ ID NO:76) IMGT# IGHV1-69-2*01 (SEQ (ID
NO: 25)
PDB ID 2RCS-VH_huFrwk (SEQ
H1, HS, H11, H20, H23, H38,
Hu3D6VHvb2 ID NO:75)
H42, H43, H66, H67, H7S, HT6,
(SEQ ID NO:77) IMGT# IGHV1-69-2*01 (SEQ (ID
HS81, H91, H93, H94
NO: 25)
PDB ID 2RCS-VH huFrwk (SEQ | H1, H5, H11, H17, H20, H23,
Hu3D6VHvb3 ID NO:75) H38, H42, H43, H58, H66, H67,

(SEQ ID NO:78)

IMGT# IGHV1-69-2*01 (SEQ (ID
NO: 25)

H75, H76, H80, H81, H83, H93,
H94, H108, H109

PDB ID 2RCS-VH_huFrwk (SEQ

H1, H5, HI1, HI7, H20, H23,

Hu3D6VHvb4 ID NO:75) H28, H38, H42, H43, H58, H66,
(SEQ ID NO:79) IMGT# IGHV1-69-2%01 (SEQ (ID | H67, H75, H76, H80, H81, H83,
NO: 25) HO3, H94, H108, H109
HI, H5, HI1, HI7, H20, H23,
PDB ID 2RCS-VH huFrwk (SEQ
H28, H38, H42, H43, H54, H56,
Hu3D6VHvbS ID NO:75)

(SEQ ID NO:80)

IMGT# IGHV1-69-2*01 (SEQ (ID
NO: 25)

H58, H66, H67, H75, H76, HS0,
H81, HS83, H93, HY4, HI0S,
H109

Hu3D6 VHvb6 (SEQ
ID NO:90)

PDB ID 2RCS-VH huFrwk (SEQ
ID NO:75)

IMGT# IGHV1-69-2*01 (SEQ (ID
NO: 25)

H1, HS, H11, H17, H20, H23,
H28, H38, H42, H43, H54, H56,
H66, H67, H75, H76, HS0, HS1,
H83, HOl, H93, H94, H108,
H109




PCT/US2020/020704

124

WO 2020/180819

PDB ID 2RCS-VH_huFrwk (SEQ

H1, H5, HI1, HI7, H20, H23,

Hu3D6 VHvb7 (SEQ | ID NO:75) H28, H38, H42, H43, H54, H56,
ID NO:91) IMGT# IGHV1-69-2*01 (SEQ (ID | H66, H67, H75, H76, H80, H81,

NO: 25) HS83, H93, H94, H108, H109
I PDB ID ARX71335-VL huFrwk

(SEQ ID NO:83)

(SEQ ID NO:82); IMGT#IGKV2-
30*02 (SEQ (ID NO: 27)

Hu3D6VLvb2
(SEQ ID NO:84)

PDB ID ARX71335-VL_huFrwk
(SEQ ID NO:82); IMGT#IGKV2-
30*02 (SEQ (ID NO: 27)

L7, 110, L15, L83, L86, L106

Hu3D6VLvb3
(SEQ ID NO:85)

PDB ID ARX71335-VL_huFrwk
(SEQ ID NO:82); IMGTH#IGKV2-
30*02 (SEQ (ID NO: 27)

L7, L10, L15, L17, 124, L37,
145,183, L86, L100, L106

[0499] Tabmuua 6: Hymepaums no K»boty ocratkoB kapkacHoro y4actka (mmum CDR)

(na ocHoe CDR cornacHo cBogHOMy onpeneneHno Ksbora/Horua) s oOpaTHBIX MyTauui U

APYTUX MyTaLUN B TSKEJBIX LEMAX T'YMaHU3UPOBAHHBIX aHTUTeN 3D6

(SEQ ID NO:75)

Ocrarok
2*01 (SEQ ID NO:25)

-VH huFrwk

3D6 mbimu (SEQ ID NO:7)
Hu3D6 VHvb1 (SEQ ID NO:76)
Hu3D6 VHvb2 (SEQ ID NO:77)
Hu3D6 VHvb3 (SEQ ID NO:78)

Hu3D6 VHvvb4 (SEQ ID NO:79)

Hu3D6 VHvbS5 (SEQ ID NO:80)
Hu3D6 VHvb6 (SEQ ID NO:90)
Hu3D6 VHvb7 (SEQ ID NO:91)

Hl1

H5

H11

H17

H20

H23

H28

= z| =8| | »| =| o] o] 2RCS

H38

QR 3l A T A < <| T (Taxenas uens)IMGT# IGHV 1-69-

= z| =l | = = o] =
= z| 3| o] » o o o
= z| & —| w| < <| ™
= z| =~ 8| < <] ™
= 2 w7 Bl < <] ™

AR T A < < '
Al R T A < < '
AR T A <L < T
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(I16:0ON dI OdS) LIAHA 9dEnH

(06:0ON dI OdS) 99AHA 9 ENH

(08:ON dI OdS) SGAHA 9 EnH

(6L:0ON A1 OdS) Y9AAHA 9dEnH

(8L:ON A1 OdS) €9AHA 9 <nH

(LL'ON dI OdS) ZT9AHA 9d<nH

(9L:0ON dI OdS) 19AHA 9 £nH

(L:ON dI OdS) uIman 9(¢

(ST:ON 1 OFS) 1042
-69- T AHOI #LOINI(ILS BRIOXK )

L

(SL:ON 1 OFS) M1y HA-SDWUT

MOLBID()

H42
H43
H54
H56
HS58
Ho66
Ho67
H75
H76
H80

H81

HS83

H91

H93
H%4

H108 | T

H109 | L
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[0500] Tabnmma 7: Hymepammst KsGora kapkacHbix octatkoB (Ha ocHoBe CDR cormacHo
cBogHOMY ompenenenuto Kabora/Horua) nist oOpaTHbIX MyTauMi M APYyTUX MYTalUi B JIETKHX

LEISIX TYMaHU3UPOBAHHBIX aHTUTEN 3D6

(a\]
2 z 2 g @
o & = % ® o
53| \ — o) o o
Z S S Z Z Z
¥ 4 8 g A A A
. g a
° 2 |8 S o 9 9 3
S £ O 0 2 2 2
S S A2 o] s z < 2
: 54| z > > >
> 5 a = = =
% 5 z = Z
=
L7 T S T T S S
L10 T S T T S S
L15 I L I I L L
L17 Q Q Q Q Q E
L24 K R K K K R
L37 L 0 L L L Q
L45 K R K K K R
L33 L A L L \Y \Y
L86 H Y Y H Y Y
L100 A Q G A A Q
L106 L 1 1 L I 1

[0501] ITonoxenus, B KOTOPBIX KaHOHHYECKHUE, BEPHbEPHbIE OCTATKU WM OCTaTKU
MOBEPXHOCTH B3aUMOJEHUCTBUS OTIMYAOTCS MEXAY AKLENTOPHBIMH IOCIEA0BATENIBHOCTIMHU
MBILIH 151 4eJIOBEeKa, SIBJISIFOTCS KaHIUJaTaMU U1t 3aMEHBI. IIpumepsnr
KaHOHWYeckux/B3aumozeicTeyromux ¢ CDR ocrarkoB BKIOUArOT octatku corjacHo Kabory
H54 u H94 B tabmune 3. Ilpumeps! ocraTkoB BepHbe BrimouaroT ocratku corsnacHo Kabory
H28, H67, H93 wu H94 B Tabmuue 3. Ilpumepsl OCTaTKOB IOBEPXHOCTHU
B3aumoyeiicTus/octatko ynakosku (VH+VL) Bkmowaror ocratku corsmacHo Kadory H91 u
HO93 B Tabnume 3.

[0502] OcHoBaHus 11t BBIOOpA IMOJOKEHHUH, YKa3aHHBIX B Ta0juue 3 B BapraOeIbHOU

00JIACTH TSKEJIOM LEH B KQYCCTBE KAHAWAATOB IJI 3aMCHBI, SABJIAIOTCA CIICAYIOLUMU.
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[0503] BapuabenbHbIE OOJACTH TSKEIOHN IeTH

[0504] hu3D6VHvb1

- cocrout u3 CDR-HI, H2 u H3 nerens 3D6-VH, npuBuUTBIX Ha KapKacHYIO
obmacte 48G7-VH (RCS-VH), ¢ obparapiMu mytamnusimu B nonokeHusix H91 (Y91F), HO3
(A93S) u H94 (S94T).

[0505] hu3D6VHvb2

OTMEHEHbl BCE 3aMEHbl B KapKaCHOH OOJACTH B TMOJIOKEHHSIX, KOTOPBIE SIBJISIOTCS
KJIFOYEBBIMU JUIsl ONpENENIeHUss KaHOHWYECKHX KJIACCOB cOrnacHO YoTua, SBISIOTCS YacThIO
30HbI BepHbe WM JIOKATM3YIOTCS Ha IMOBEPXHOCTH B3amMopewcTBusi pomena VH/VL, wnmm
CrOCOOCTBYIOT CTPYKTYypHOU cTaduiapHOCTH. 3D6-VH vb2 BKITIOWaeT oOpaTHbIE MyTaIlMH WJIH
zamenbl Q1E, Q5V, L11V, L201I, T23K, K38R, E42G, Q43K, K66R, S75T, N76D, Q81E,Y91F,
A93S, S94T TIO08L u L109V panst OLeHKH BKJIana 3TUX MOJIOKEHHH B AHTUT€H-CBS3BIBAOLIYIO

ap(pUHHOCTD U UMMYHOTE€HHOCTb.

[0506] hu3D6VHvb3, hu3D6VHvb4, hu3D6VHvbS, hu3D6VHvb6 n hu3D6VHvb7

COCTOUT W3 JONOJHUTENBHBIX 3aMeH U JH0O0 yBeNIW4YMBaeT CTaOWIBHOCTb AHTHUTENA,
WM ONTUMH3UPYET TIJIMKO3WIMPOBAaHUE, arperanuio, N-KOHLEBYIO T'€T€pPOr€HHOCTb,
TEPMOCTAOMIIBHOCTb, YYaCTKH C OOH&)KEHHBIM 3apsAJOM HAa TIOBEPXHOCTH, YYaCTKH C

00OHaKEHHBIM 3apssAOM Ha MOBEPXHOCTH, AC3AaMUHUPOBAHNUEC U YyBCTBUTCJIbHOCTD K IIPOTCHUHA3C.

[0507] Q1E: QI1E: npenacraBisier co0Oi MyTaLWIO, MOBBIMIAKIIYID CTA0OHUJIBHOCTD IS
CHW)KEHUs MOoTeHLrana odpa3zoBanus nuporiayramara (Liu, supra).

[0508] Q5V: mpencraBysieT co00il 4acTO BCTPEYAIOINYIOCS U MYTALUIO BBIPABHUBAHUS
3apofpIlIeBoi TMHUHN. Val HanboJjee 4acTo BCTPEYAETCs B YEJIOBEUECKUX MOCIEN0BATEIbHOCTSIX
B JJAHHOM TOJIOKeHUH. Val HaxomwuTcsi B reHe 3apoableBoi uauu yenoseka IMGT# IGHV1-
69-2*01 (SEQ ID NO:25) B JaHHOM NOJIOKEHHH.

[0509] L11V: npencrasnsier coO00il MyTallliO BbIPABHUBAHUS 3apOABIIIEBON JHUN. Val
HAXOOUTCS B reHe 3apozbiiieBoii muann denoseka IMGT# IGHV1-69-2*01 (SEQ ID NO:25) B
JTAHHOM TOJIO>KEHUU.

[0510] S17T: mpencrasnsier coOOH MyTAaLMIO BBIPABHUBAHUS 3apOAbIeBoi uHUU. Thr
HAXOIUTCS B reHe 3apozbiiieBoii muann denoseka IMGT# IGHV1-69-2*01 (SEQ ID NO:25) B

JAHHOM ITIOJIOKCHHH.
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[0511] L20I: mpencraBnsier coOOH MyTauMiO BbIPAaBHUBAHUS 3apOABIIIEBON JuHUU. lle
HAXOIUTCS B reHe 3apozbiiieBoii nuaun venoseka IMGT# IGHV1-69-2*01 (SEQ ID NO:25) B
JAHHOM IOJIO>KEHUU.

[0512] T23K: mpencraBisieT OO0 4aCTO BCTPEHAIOINYIOCS M MYTAL[UIO BbIPABHHBAHUS
3apoableBoii tuHuK. Lys Hanbonee 4acTo BCTpeyaeTcsl B JAHHOM IMOJIOKEeHUH. Lys Haxoaurces
B reHe 3apoppiuieBod nuHuM yenoBeka IMGT# IGHV1-69-2*01 (SEQ ID NO:25) B nanHOM
TMIOJIO’KEHUH.

[0513] N28T: Ilpencrasisier coboti 3ameny B ocratrke CDR-H1 Ha Thr.

[0514] K38R: mpencrasisier coOOH 4acTO BCTPEYAOIIYIOCS OOPATHYIO MyTalUI). Arg
HanboJjiee YacTO BCTPEUaeTcs B JAHHOM MosiockeHUH. [lo mporHos3am, 4to Arg B JaHHOM
nojoxkeHuu cosznaet ase H-cessu ¢ Glu 46 B nononHenue k ogHoi H-cBsizu, kaxnas ¢ Asp86 u
Tyr 90 B TsKeNOW LENU, CIeNOBATENIbHO, 3aMeIleHne Arg MOXKET MOBBICUTh CTAOUIIBHOCTD IO
cpaBHEHMIO ¢ Lys B JaHHOM MOJIOKEHUH.

[0515] E42G: mpencraBisieT coOO# 4acTO BCTPEHAIOINYIOCS M MYTAIMIO BbIPABHUBAHUS
3aponbieBoii mann. Gly HaxoauTes B reHe 3apojbimeBoit uHun denoseka IMGT# IGHV1-
69-2*01 (SEQ ID NO:25) B nanHoMm nonoxkeanu. Gly Hambonee yacto BCTpedaeTcsi B JaHHOM
nosioskeHuu. 3amena Gly, mo nmporHosam, He BiIHsIET HA CTA0OUIIBHOCTb.

[0516] Q43K: IIpennonaraercs, uro OokoBas 1enb Lys B JTaHHOM MOJIOKEHUH o0pasyer
H-cesa3p ¢ G42, nomumo ocHOBHOI ey, obpasyromeit H-cesisu ¢ Gln 39 u Arg 40, takum
oOpazom, 3amerenue Lys MoxeT NoBbIaTh CTaOUIBHOCTD 10 (Q B TaHHOM TOJIOXKEHUH.

[0517] N54D u D56E npencrasinsitot codoit 3amensl ocratkoB CDR, u npennonaraercs,
YTO OHM HE OYOyT KOHTAKTUPOBATH C AHTUI'€HOM B COOTBETCTBHU C MOJEIBIO T'OMOJIOTHH.
IIpennonaraercsi, 4to 3aMeHbl N54D u DSOE cTaOuausupyroT CTPYKTYpy aHTUTENA.

[0518] V58I npencrasnsier coboii 3ameny octatka CDR-H2. I'en 3apoablineBoil TUHUH
IMGT# IGHV1-69-2*01 (SEQ ID NO:25) umeer Ile B nannom nonokenuu. [Ipennonaraercs,
YTO OCTATOK HE KOHTAKTHUPYET C aHTUT€HOM.

[0519] K66R: mpenmonaraercs, 4To Arg B JaHHOM TOJIOskeHUU obpasyetr H-cBsizu ¢ Ser
82a u Thr 83 nmomumo obpazoBanust H-cBsi3u u coneBoro moctrka ¢ Asp 86.

[0520] A67V: sBnsieTcs 3aMeHON B ocTartke 30HbI BepHbe. ['eH 3apoapilieBON JUHUU
IMGT# IGHV1-69-2*01 (SEQ (ID NO:25) umeer Val B 1TaHHOM THOJOXEHUH.

[0521] S75T: npenmonaraercsi, YTo Ser B JaHHOM moyoxeHun obpasyer H-cBsi3b ¢ Asp
72 n Tyr 76. Ilpeanonaraercsi, uto Thr B TaHHOM IMOJIOKEHUH TaKXKe 0Opa3yeT 3TH CBSI3U, HO

NPpUCYTCTBHUE OCTATKa Thr na MOBEPXHOCTU MOXKET MOBLILIATH CTaOUJILHOCTh aHTUTEJIA.
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[0522] N76D: Asp mpencrasinsier coO0H MyTalMiO0 BbIPAaBHUBAHUS 3aPOIBIIIEBOM JIMHUH.
Asp HaxonmuTCs B TeHe 3aponblmeBoil suHuu uenoseka IMGT# IGHV1-69-2*01 (SEQ (ID
NO:25) B 1aHHOM TOJIOKEHUH.

[0523] L8OM: Met npencrasisier OO0 MyTalMiO BbIPABHUBAHUS 3aPOABIIICBON JIMHHH.
Met Haxomutcss B reHe 3apozbimieBoit jguauu uenoBeka IMGT# IGHV1-69-2*01 (SEQ (ID
NO:25) B 1aHHOM MOJIO’KEHUH.

[0524] Q 81E: npennonaraercsi, uro Glu obpasyer H-cBsi3b u coneBoii moctuk ¢ K19;
nosToMy Glu B JaHHOM MOJIOXKEHUH YCHUIIMBAET CTA0MIIBHOCTD aHTUTEIIA.

[0525] T83R yBenuuuBaeT TEPMOCTAOMIIBHOCTb M YBEJIMYHBAET CTEIEHb I'yMaHH3ALHH.
Arg npexacraBisieT COOOH MyTaIMIO BbIPABHUBAHUS 3aPOJBILIEBON JIMHIH. ATg HAXOIUTCS B TeHE
3aponeimeBoll jguHMM 4enoBeka IMGT# IGHV1-69-2*%01 (SEQ (ID NO: 25) B pmaHHOM
NOJIOXKEHUH. Arg HanOoJiee YacTO BCTPEUYAETCS B TAHHOM TMOJIOKEHHH.

[0526] FO1Y: mpenctapnsier coOOi MyTal[Ui0 OCTaTKa TIOBEPXHOCTH B3aUMOAEUCTBUS U
MPEICTaBIsIET COOOM YacTO BCTPEUAIOLIYIOCS OOpaTHYI0 MyTanuio. Tyr OOBIMHO HAaXOOUTCS B
TAHHOM TIOJIO’KEHUH U MOXKET YBEIMYNBATh CTAOUIBHOCTD AHTHUTENA.

[0527] A93S: mpencraBnsier coboli 00paTHYIO MyTalMiO 30HBI BepHbE M OCTAaTKa 30HBI
MOBEPXHOCTH B3aMMOJIEHCTBHSI.

[0528] S94T: mpencrasisier cobol OOPATHYIO MYTAlMI0O KAHOHUYECKOTO CTPYKTYPHOTO
octaTka cornacHo Yotua u ocratka Bepabe.

[0529] T108L: Leu npencraisieT cOOOM MyTalMIO BIPABHUBAHUS 3aPOABILIEBON JIMHHH.
Leu Haxomutcsi B reHe 3apopsbiieBoii junHuu uenoseka IMGT# IGHV1-69-2*01 (SEQ ID
NO:25) B nganHom nonoxenuu. Ilpenmonaraercs, uro Leu B JaHHOM IOJOXXEHUM JeNaeTr
AHTUTEJIO MEHEe UMMYHOTEHHBIM M HE BJIUSIET HA CTAOMIIBHOCTD aHTUTEIIA.

[0530] L109V: npexncrasiseT co0Oi 4acTO BCTpedarolyrocs Mytauuto. Val Haubomee
4acTO BCTPEYAETCs B JAHHOM IOJIOKEHUU.

[0531] OcHoBaHus misi BLIOOpA MOJOKEHHUH, YKa3aHHBIX B Tadjwie 4 B BapradeIbHOU
00JIaCTH JIETKOH LIeNH B Ka4eCTBE KaHAUIATOB JUJIsl 3AMEHBI, SIBJIOTCS CIEAYIOLIIMU.

[0532] BapuabenbHbie 0OJACTH JIETKOW LIEMH Kammna

[0533] hu3D6VLvb1
- cocroutr u3 CDR-L1, L2 u L3 nerenpr 3D6-VL, nmpuBuUTOro Ha KapKacHYIO

obmacte ARX71335 VL.

[0534] hu3D6VLvb2 and hu3D6VLvb3
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- OTMEHEHBI BCE 3aMEHbI B KAPKACHON 00JIaCTH B MOJIOKEHUSIX, KOTOPBIE SIBISIFOTCS
KJIFOYEBBIMU Il ONpPENENIeHUs KAaHOHWYECKHX KJIACCOB COINacHO YoTua, SBISIOTCS 4YacThIO
30HbI BepHbe WM JIOKaIU3YIOTCS Ha MOBEPXHOCTH B3aumopeincTeusi nomena VH/VL. Hu3Do6-
VLvb2 & Hu3D6-VLvb3 Takxke BKIHOYAOT 3aME€HbI, KOTOpbIE CIIOCOOCTBYIOT CTPYKTYPHOMH
crabunbHOocTH, hu3D6-VL vb2 Bkitouaer obOparneie mytaumu T17S, I15L, L83V, H86Y u
L106I, nns OueHKM BKJIAAa OSTUX IOJOXKEHUI B aHTHIeH-CBS3BIBAIOINYI0 adduHHOCTE U
MMMYHOT€HHOCTb.

Hu3D6-VL vb3 Bkjro4aer BCe 3aMeHbl, YIOMSIHYTbie [Jsi vb2 BMecTe C

nononHuTeIbHbIMU U3MeHeHusiMA B Q17E, K24R, L37Q, K45R u L1061

[0535] T7S: npencraBisier coOOH MyTaLMIO BbIPABHUBAHMS 3apPOABIIIEBON JIMHHUU. Ser
HAXOMUTCS B TeHe 3apoppiieBoii nuHMK denoseka IGKV2-30*02 (SEQ ID NO:27) B nanHOM
MOJIO’KEHUH.

[0536] T10S: npexncrasisier coOOW YaCTO BCTPEYAOINYIOCS M MYTALMIO BbIPABHUBAHHUS
3apOBIIIEBON JIMHUU. Ser 4aCcTO BCTPEYAETCs] B NAHHOM IMOJOKEHUU. Ser HaXOAUTCS B TEHE
3apoppieBoit tuHIK yenoseka IGKV2-30%02 (SEQ ID NO:27) B naHHOM MOJOKEHUH.

[0537] I15L: npencrasisier coOOi MyTallMI0 BbIpABHUBAHMS 3apOAbIIeBOi uHUHN. Leu
HAaxXOIuTCs B reHe 3aponpieBoii muHun denoseka IGKV2-30*%02 (SEQ (ID NO:27) B nanHOM
MOJIO’KEHUU.

[0538] Q17E: mpenmnonaraercs, uro Glu B nannom nosnoxenun odpasyer H-ces3pb ¢ T14
u cojeBoil MocTuk ¢ Lys 107, nBymsi ocTaTKaMH JIETKOW LIETH, ¥ YBEJIHUYMBAET CTa0MIIBHOCTH
aHTUTENA.

[0539] K24R: mpencraBnsier coboii myrtanuio ocratka CDR. Kak Lys, Tak u Arg,
npenanonaraercs, oOpa3yrT H-cBs3b u coneBoit Moctuk ¢ Asp 70 B JIerkod Liemnu.
IMpenmonaraercsi, 4to Arg OoJjblle MOIXOOUT sl OaHHOW KoHpoOpManuu. Arg Takke
NPEACTaBJsIeT COOOW MYTAI[MIO BBIPABHHBAHUS 3aPOABIIIEBON JIMHUM. Arg HAXOIUTCS B T'€HE
3apopeiieBoi tuHNK Yenoseka IGKV2-30%02 (SEQ (ID NO:27) B JaHHOM MOJIOKEHUH.

[0540] L37Q: IIpenmonaraercsi, 4TO OH MpeACTaBisieT cOOOH TIIyOOKO PacHoOIOKEHHBIH
OCTaTOK, mpexmnojaraercs, 4ro Leu He OyneT B3anMOneHCTBOBATE C OKPYIKAIOLINMH OCTaTKAMHU,
toraa kak npennojaraercs, 4yto Gln obpasyer H-ceszu ¢ Q38 u Asp 82 B nerkoit nenu. Gln
TaKXKe SIBJIIETCSI MyTalued BBIpABHMBAHUS 3apoablmeBoil JuHUHN.Gln HaxomuTcs B TeHE
3apoppieBoii muHNK Yenoseka IGKV2-30%02 (SEQ (ID NO:27) B 1aHHOM MOJIOKEHUH.

[0541] K45R: Xots npennonaraercs, 4to Lys obpasyeTt BomopoaHsbie cBsizu ¢ S56 u Gly
57; npennonaraeMoe B3aUMOAEHUCTBHE Arg C COCEIHUMH OCTaTKaMU HAMHOro Oosee OOIIMpPHO,

MOCKOJIbKY TPEATIONaraeTcsi, YTo OH oOpas3yer coyieBble MOCTHKU ¢ D55, H-cBsizb ¢ Argd6 u
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nsoiiabie H-cBsa3u ¢ S56. Arg Takske sBiseTCs MyTalueil BbIpaBHUBAHUS 3apOAbIIIEBON JIMHUU.
Arg HaxomuTcs B reHe 3apopablmeBoil juHuu denoseka IGKV2-30*02 (SEQ (ID NO:27) B
TAHHOM TIOJIO>KEHHH.

[0542] L83V: Ona mpencrasisier COOOM YacTO BCTPEUAOLIYIOCS MYTALHIO OCTATKa,
KOTOPBIH, 1O MPOrHO3aM, OyeT HaXOAUTHCS Ha MOBEPXHOCTH. Val Takxke sIBISIeTCS MyTaLuen
BBIPABHUBAHUS 3apOABIEBON JIMHUU. Val HaXOAMTCS B T'€HEe 3apOABIEBOH JIMHUU YelIOBEKa
IGKV2-30*02 (SEQ (ID NO:27) B 1aHHOM TOJIOKEHUH.

[0543] H86Y: 3D6 VL wmbimu wumeer Tyr B maHHOM mOJOKeHMH. Tyr Takke
npeaCcTaBIsieT CO00i HauboJiee YaCTO BCTPEUAIOLIUICSA OCTATOK B IAHHOM IMOJIOKEHHH.

[0544] A100Q: Ala penko BcTpevaercst B JTaHHOM nosioskeHuu. [Ipennonaraercs, uro Ala
NpEeACTaBsieT COOOH OCTaTKM Ha IMOBEPXHOCTH W HE B3AMMOACHCTBYET C OKPYKAIOIIUMH
ocratkamu. GIn Hambonee 9acTo BCTpeyaeTcs B JAHHOM IOJIOKEHHM, W TaKXKe SIBIISIETCS
MyTaliel BbIPABHUBAHUS 3apofblineBoii JuHUU. Gln HAXOAWTCS B TeHEe 3apOIBILICBON JIMHUU
yenoseka IGKV2-30*02 (SEQ (ID NO:27) B nanHom nojoxkenun. IIpenmnonaraercs, uro Gln
oOpasyer H-cBsi3b ¢ Ser 7, crabunusupyst Lienb H3HYTPH.

[0545] L106I: mpencraBnsier cOOOH 4acTO BCTPEUAFOIIYIOCS M MYTALMIO BBIPABHUBAHUS
3apozpiieBoii TuHUM. [le Haubonee yacTo BCTpedyaeTcss B JaHHOM mojoxkeHuu. lle HaxoxuTes B
reHe 3aponpimenoii tuHun yenoseka IGKV2-30*02 (SEQ (ID NO:27) B tTaHHOM NOJOKEHUHU.

[0546] Quzalinbl Ha OCHOBE JaHHBIX KapKaCHbIX oO0JacTell deloBeKa SIBJSUIUCH
CENYIOIHUMHU:

BaprabenbHble 00JACTH TSDKEIOH Lenu

>hu3D6VHvb1 (SEQ ID NO:76)

QVQLQQSGAELVKPGASVKLSCTASGFNIKDYYLHW VKQRPEQGLEWIGWIDPE
NGDTVYDPKFQGKATITADTSSNTAYLQLSSLTSEDTAVYFCSTLDFWGQGTTLTVSS

>hu3D6VHvb2 (SEQ ID NO:77)

EVQLVQSGAEVVKPGASVKISCKASGFNIKDYYLHW VRQRPGKGLEWIGWIDPE
NGDTVYDPKFQGRATITADTSTDTAYLELSSLTSEDTAVYFCSTLDFWGQGTLVTVSS

>hu3D6VHvb3 (SEQ ID NO:78)

EVQLVQSGAEVVKPGATVKISCKASGFNIKDYYLHW VRQRPGKGLEWIGWIDPE
NGDTIYDPKFQGRATITADTSTDTAYMELSSLRSEDTAVYYCSTLDFWGQGTLVTVSS

hu3D6VHvb4 (SEQ ID NO:79)

EVQLVQSGAEVVKPGATVKISCKASGFTIKDYYLHWVRQRPGKGLEWIGWIDPE
NGDTIYDPKFQGRVTITADTSTDTAYMELSSLRSEDTAVYYCSTLDFWGQGTLVTVSS

>hu3D6VHvbS (SEQ ID NO:80)
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EVQLVQSGAEVVKPGATVKISCKASGFTIKDYYLHW VRQRPGKGLEWIGWIDPE
DGETIYDPKFQGRVTITADTSTDTAYMELSSLRSEDTAVYYCSTLDFWGQGTLVTVSS
>hu3D6VHvb6 (SEQ ID NO:90)
EVQLVQSGAEVVKPGATVKISCKASGFTIKDYYLHW VRQRPGKGLEWIGWIDPE
DGETVYDPKFQGRVTITADTSTDTAYMELSSLRSEDTAVYFCSTLDFWGQGTLVTVSS
>hu3D6VHvb7 (SEQ ID NO:91)
EVQLVQSGAEVVKPGATVKISCKASGFTIKDYYLHW VRQRPGKGLEWIGWIDPE
DGETVYDPKFQGRVTITADTSTDTAYMELSSLRSEDTAVYYCSTLDFWGQGTLVTVSS
BapuadesbHbIe 00IACTH JETKOH IeNy Karia
hu3D6VLvb1 (SEQ ID NO:83)
DVVMTQTPLTLSVTIGQPASISCKSSQSLLDSDGKTYLNWLLQRPGQSPKRLIYLV
SKLDSGVPDRFSGSGSGTDFTLKISRVEAEDLGVHYCWQGTHFPYTFGAGTKLELK
>hu3D6VLvb2 (SEQ ID NO:84)
DVVMTQSPLSLSVTLGQPASISCKSSQSLLDSDGKTYLNWLLQRPGQSPKRLIYL
VSKLDSGVPDRFSGSGSGTDFTLKISRVEAEDVGVYYCWQGTHFPYTFGAGTKLEIK
>hu3D6VLvb3 (SEQ ID NO:85)
DVVMTQSPLSLSVTLGEPASISCRSSQSLLDSDGKTYLNWLQQRPGQSPRRLIYLV
SKLDSGVPDRFSGSGSGTDFTLKISRVEAEDVGVYYCWQGTHFPYTFGQGTKLEIK

[0547] I'ymaHu3upOBaHHBIE TIOCIENOBATEIbBHOCTH OBLUIM TOJIYYeHbI C MPUMEHEHHUEM
ABYX3TAHOro nporokosa IIP, kOTopbli MO3BOJSAET BBOAUTL HECKOJIBKO MYTALUM, A€IELUN U
BCTABOK C TMpHMEHeHHeM caiT-HampaBieHHoro wmytareHesa QuikChange [Wang, W. and
Malcolm, B.A. (1999) BioTechniques 26:680-682).

[0548] TTpumep 4. MOHOKJIOHAIbHBIE AHTHUTENA MBI CBS3BIBAIOTCS C Tay B
ananuzax ELISA

[0549] Cnocober: Henpsimoit ELISA: 96-myHOUHBIE TOJUCTUPOJIbHBIE IUIAHIIETHI
CEeHCUOMJIM3UPOBAJIM  3aXBaThIBAOLIMMH aHTUTeNaMu 1npotuB OxHis (Purypa 4A) wm
NOJHMKJIOHATBHBIME  aHTUTeNnamu  nporuB  T1ay  (Dako  NeA0024, Durypa 4B),
cycneHaupoBaHHbIMH B 1x ®BP, B Teuenne 2 4 mpu K.T. (KOMHaTHOH Temmnepatype) win 16 4
npu temrepatype 4°C. HaneceHHbIl MaTeprasn yaaisiy, U IUIAHIIEThl OJJOKUPOBAIH B TeueHHE |
qaca 1% BCA B 1x ®BP ¢ nocnenyromieii nHKyOamuel ¢ peKOMOWHAHTHBIM Tay YeJIOBEKa C
MOJIMTUCTUANHOBON MeTkOH Ha N-koHue Oenka (Purypa SA) wiu 6e3 Hee (Purypa 4B). ITocne
NPOMBIBKH TUIAHIIETHl HHKYOHPOBAJHU C YKa3aHHBIMU aHTUTENIAMH, TPOMBIBAJIM U HHKYOHPOBAJIH
¢ koHbrorupoBaHHbM ¢ [IX (mepokcuma3oli XpeHa) BTOPUYHBIM AHTHUTEJIOM KO3bI IPOTHB
UMMYHOTJIOOYJIMHOB MbIIK. Peakuuio B IuaHmerax samyckainn pobasneHneM TMB, u Auso

U3MEPSIIIHN C TIOMOLIBIO CIIEKTPOGOTOMETPA [T IPOUTEHHSI IIJIAHIIETOB.
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[0550] CannBuu-ELISA: 96-nyHOYHBIE MOJIMCTUPOJIbHBIE MJIAHUIETBI
CEeHCUOMTM3UPOBAJIN AHTUTENIAMH NPOTHB UMMYHOTJIOOYJUHOB MblK B 1X @BP B Teuenue 2 9
npu K.T. unu 16 4 npu temmneparype 4°C. HaneceHHbIl MaTepuan yAansiy, U IUIAHIIETHI
OonokupoBanu B TeueHne 1 uaca 1% BCA B 1x ®BP. 3arem muaHmer MHKyOUpOBanmu C
YKa3aHHBIMH AaHTUTEJAMHM B HAEHTUYHBIX KOHLEHTpalusx, passeneHHeiMu B 0,1% BCA B Ix
@®bP. Ilnanmersl moOCIENOBAaTENbHO 00OpadaThiBAIM Tay 4YeNOBEKa, MOJUKJIOHAIbHBIMU
aHThTeNaMu kpojmka npotus Tay (Dako NeA0024) u koHbrOrupoBaHHbIM ¢ [TX aHTUTEIOM KO3bI
NPOTUB MMMYHOTJIOOYJIMHOB KPOJIMKA, BCEe M3 KOTOpbIX Obuth passeneHsl B 0,1% BCA B ®bBP, ¢
NPOMBIBKAMH MEXAY KakIbIM dTarnoM. JloGasmsinn crpentaBuanH-I1X, peakiuio B miaHImeTax
3amyckamu pobaenenneM TMB, u Aysp U3MepsiMm € TMOMOINBIO CHEKTpodoTOoMeTpa A
npouteHus mwianmeros. Cm. Ourypy 4C.

[0551] Pesynbrater: [Tanens npoayupOBaHHBIX THOPUIOMON aHTUTEN aHAJTU3UPOBAIU B
OTHOLICHWU CBS3BIBAHUSI C Tay C TOMOIIBIO HECKONBKUX pa3nudHblx (opmaros ELISA.
OOHapyskeHHe Tay MOATBEPKAATIN ¢ IPUMEHEHHEM HenpsiMoro gopmara, ¢ MpUMEHEHHEM Tay -
Oenka, UMMOOMJTM30BAHHOTO TIOCPENICTBOM €ro CIUTON ¢ N-KOHIIOM TOJUTHCTUAUHOBON METKH
(®urypa 4A). Taxke MOATBEPKIANIH CBSI3bIBAHWE C HATHBHBIM HEMeUeHbIM Oenkom (Durypa
4B). Hnsa oueHkn adPUHHOCTH pa3MYHBIX AHTHTEI B PACTBOPE HCIONB30BAIN (opMar
counsuu-ELISA, B koTOpOM Hccnenyemble aHTHTENa THOPHIOMBI NPUMEHSJIH B KauecTBe
3axBaTbIBarOLINX peakTrBoB (Durypa 4C).

[0552] Ilpumep 5. A PUHHOCTD MOHOKJIOHAJIBHBIX AHTUTEJ MBIIIN B OTHOLIEHUHU Tay

[0553] CnocoObr: ananusz Meromom [IIIP (NOBEPXHOCTHOrO TIJIA3MOHHOTO PE30HAHCA)
NPOBOAWIN C MpuMeHeHueM npubopa Biacore T200 nnsi onpeneseHuss KUHETUKU CBSI3bIBAHUS
AHTUTEJT MBIIIA C PEKOMOMHAHTHBIM Tay d4eyoBeKka. JJisi MOATOTOBKH MOBEPXHOCTH CEHCOpa
antuTeno npotuB ummyHornoOynuHoB Mbimu (GE Life Sciences) mvmoOmnmzoBanu Ha
ceHcopHbIl matynk CMS mocpencTBOM aMHUHHOTO COYETaHUs, W aHTUTEJO 3aXBaThIBAd Ha
YPOBHE, KOTOphIH oOecmeunBayn MakcuManbHoe cBs3biBanue S50 E.O. (emunmn oreera). Han
3aXBAYCHHBIM JIMTAHAOM TMPONYCKAJIH pAa3JIMYHble KOHLIEHTPALMH pPEKOMOMHAHTHOTO Tay,
Bapbupyromue ot 10 — 0,14 HM, npu ckopoctu noroka 50 Mxy/mMuH. B Oydepe s anammsa
(HBS + 0,05% P-20, 1 mr/mn BCA) B Teuenue 180 cek. accounanmu u 900 cex. TUCCOLMALINU.
JlaHHbIE COOTHOCHMJIM JIBaX/bl KaK K HEPEJEBAHTHOMY CEHCOpPY, HE€ COAeprKallleMy JMIaHAd
aHTUTeNla, TaK U K KOHLeHTpauuu aHanuta 0 HM and yudera aAuccouuany JIMTaHAa OT
3axXBaTHIBAIOIIEH MOJIEKYJIBL. 3aTeM JaHHblE AHAJIU3UPOBAIA C TNPUMEHEHHEM TJI00aJbHON
noaronku 1:1.

[0554] Pesynbrarel: Heckosbko aHTHTEN MBIMIM ObUIM BBIOpaHBI B TPYIIE aHAJIU30B

ELISA Ha OCHOBaHMHU HX XapaKTEPUCTHUK, U MX apPUHHOCTU CBA3BIBAHUS OLIEHUBAIH METOAOM
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IIITP. AHTuTena wuccienoBald B MapajfieNbHbIX TIPyIIax, U HUX CKOPOCTU acCCOLMALUU U
IVCCOLMALIMKM  CBSI3BIBAHUSI CPAaBHUBAIM C BbIOPAHHBIM AHTHTEJIOM C HAWBBICIIUMHU
CBSI3bIBAIOLIMMH CBOMCTBAMHU C PEKOMOHMHAHTHBIM Tay uenoBeka. Haupbicuryro adp@puHHOCTB
CBsI3bIBaHUS HaOMIOAIM [uisl KJIoHA aHTtuTena 3D6. AQduHHOCTH CBS3bIBAHUS MPEICTABIECHBI HA
Qurype 3.

[0555] Ilpumep 6.  MOHOKJIOHAJIbHBIE AHTUTENA MBILIN MPENOTBPAILAIOT CBSI3bIBAHNE
Tay 4eJIOBEKa C MOBEPXHOCTHI) NMMOPTAIN30BAHHBIX HEHPOHHBIX KJIETOK

[0556] Crniocobbr: MHrnbupoBaHue CBsI3bIBAHUS Tay ¢ KJIeTKamu Hetipobnactomsr B103 ¢
MOMOIIIBIO MOHOKJIOHAJIBHBIX aHTUTEJN IIPOTUB Tay

1.Knerku B103 pecycnennuposanu B ®bP B koHueHtpauuu 5 X 10° kmerox/mn. B
mwianmer MSD High Bind BeiceBanu mo 50 Mk cycneH3uM KJIETOK Ha JyHKy. [lomydanw
koHUeHTpauuo 25K knerox/mynky. IlmaHmer HakpelBainM, © TO3BOJSUIM  KJIETKAM
npucoeauHuThes npu Temnepatype 37°C, 5% CO,, B Teuenue 2 u.

2.Ilocne mnpucoenuHeHus: KJIETOK M3 JyHOK ypamum ®ObP  nmocpenctsom
NepEeBOPAYMBAHMS TUIAHIIETa U aKKYPAaTHOTO MOCTYKUBAHMA IS yAaneHus n30eiTka Oydepa. B
KaXnyro ayHKy nodasisuu SO mxn 3% bnokaropa A MSD B @BP wnn npyroro momxozsimero
Onokupyromero Oydepa ¥ HHKYOMpPOBajM IUIaHLIET MpU K.T. B TeueHne | dyaca Oe3
BCTPSIXHUBAHUS.

3.B Teuenue stana OJOKHMPOBAHUSA IIJIAHIIETa COBMECTHO MHKYOUPOBAJIM Tay U aHTHTENA
NPOTHUB Tay CIAEAYIOIIUM 00pa3oM:

a. Haumsanu c aHTHTENa NMPOTHB Tay B KOHLEHTPAUMd 2 MI/MJI ¥ TOTOBUIJIH
cepuiiHble pa3BeneHus B ®bP, B cootHowmenuu 1:2, ans 7 AOMOJHUTENBHBIX pa3BEAEHUI.

b.  Passomwmu tay B ®BP no xonuentpanuu 20 HM. KoHueHTpauus Tay B KaXKIou
JIyHKE SIBJISITIaCh MIOCTOSIHHOM.

c. IlepememnBanu Tay W aHTUTENO MPOTHUB Tay B COOTHOWIEHUH 1:1 1O KOHEYHOMU
KOHUEeHTpauu Tay 10 HM 1 Ha4aibHON KOHLIEHTPALMH AHTHTENA IPOTHUB Tay 1 Mr/miL.

d. HukyOupoBanum cmechb B TeU€HHE MPHONIM3UTENbHO 1 Y mpu K.T. TpHU
BerpsixuBanuu (600 00./MuH.).

4 Tlocne OMOKMpPOBaHUS IUIAHINETA, 3Tam 2, U3 JIYHOK yHajsuu Ojokupyrommii Oydep
MOCPEACTBOM [E€peBOpaUYMBAaHMs IUIAHIIETa M AaKKypaTHOrO TIOCTYKUBaHUST U JABAXKIBI
npombiBasin maHmer ®BP ¢ mpuMeHeHHMEM MHOTOKaHAJNBbHOW NHIETKH. Y OeXIalInuch, 4YTO
u30bITOK Oydepa Obul momHOCTRIO yhaneH. Ilepen moOaBieHHeM KOMIUIEKCOB Tay: AHTHTENO
IIPOTHUB Tay OXJIAXKAAJIU BbICESIHHbIE KJIETKH 10 TeMrepatypsl 4°C.

5.K BBICESIHHBIM KJIETKaM O00aBisui 50 MKJ OXJIAKIEHHOTO KOMILIEKCa, 3Tam 3, U

MHKYOMpOBAJIN HA JIbAY B TeueHHe 30 MUHYT.
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6. /IBa>x1ibl MPOMBIBAJIM IUIAHLIET OXJaxaeHHbIM PBP, xak onucaHo paHee.

7. Jobassmu 50 mxn 16BS.SULFO-TAG Ha nyHKy misi oOHapy>KeHHsI CBSI3aHHOTO C
MOBEPXHOCTBIO KJIETOK Tay. MTHKyOnpoBanu Ha b1y B TeueHue 30 MUHYT.

8.CHOBa BaX/1bl IPOMBIBAJIN TIAHLIET OXJaxaeHHbIM PBP, kak onucaHo paxee.

9. lo6aBmsmn 150 mkn Ha ayHky 1X Oydepa nist cuutbiBanHuss T 0e3 MOBEPXHOCTHO-
akTHBHOrO BemecTBa (passeneHHoro B H,O) n He3amMemInTenbHO NMPOBOAMIM CUMTHIBAHHE HA
npubope MSD SECTOR™ 600. U3beranu oOpa3oBaHust My3bIpbKOB MpU no0aBiaeHun Oydepa
IUIs CYUTBIBAHUS.

10. @ukcupoBanu curHaisl MSD B 3aBUCUMOCTH OT KOHILEHTpPALMH aHTUTENa

IIPOTHUB Tay.

[0557] Uccnenyembie aHTHTENA PENCTABISUIH cOOOl aHTHTea poTuB Tay 3D6, 16G7,
3HO9, 4CS5 u 5G8 u u30TUNUYECKUM KOHTPOJIb.

[0558] PesynbraTsr:

[0559] Cumxenune curnana SulfoTag mporus Tay, HaOmromaBiieecs NpU YBEITHUCHHU
KOHLIEHTPALIMH HCCIIEAYEMOr0 aHTUTENA, CBUAETEIbCTBYET O (PYHKIIMOHAIBHOM OJIOKHPOBAHUHU
CBSI3bIBAHUS Tay C MOBEPXHOCTSIMH HEHPOHHBIX KJIETOK. B ciiydae M30THIMUYECKOrO KOHTPOJIS,
16G7 wmum 3H9 OnokwpoBaHuss He HAOMIOAANOCh. YBEIWYHBANOIIUECS KOJIUYECTBA
byHKUMOHANBHON Onokupyromeil akTuBHOCTH Habmomanu B ciydae 4CS, 5G8 u 3D6. 3D6
IPOIEMOHCTPUPOBAJIO Haubosee riryOoKyro ONOKUPYIOLIYIO aKTUBHOCTD CPEIU MCCIIENOBAHHBIX
antuten. Cm. @urypy 6.

[0560] IIpumep 7.  AKTUBHOCTB Jie3arperaluu

[0561] CnocoObr: Arperauusi peKOMOMHAHTHOrO Tay. OUHUINEHHBIH PEKOMOMHAHTHBIH
tay ¢ N-kOoHIeBOW MeTkoii OxHis coyeraqm ¢ SKBUMOJISIPHBIMH — KOJHUYECTBAMHU
HU3KOMOJIEKyJisipHOro renapuna B 1x ®bP (pH 7,4) u unkybuposanu npu temneparype 37°C B
TeyeHne 96 4 Ha Imelikepe-kadajike. Arperauuio oOpas3la MONTBEPKIATH TOCPENCTBOM
cBsi3bIBaHus ¢ THO(IaBuHOM T.

WnkyOamust ¢ aHTHTENnaMu. AHTUTENla HMHKYOMpPOBAIM C  arperHpOBaHHBIM
PEeKOMOMHAHTHBIM Tay B YKa3aHHBIX MOJIIPHBIX COOTHOLICHUSX, WHKYOHpPOBAIU TIpU
temrneparype 37°C B Tedenme 96 u Oe3 BpalleHHWs WM TOKadyWBaHUsA. [l0 OKOHYAHUU
SKCIIEPUMEHTAa HW3MEpsUIM  arperauio MOCPencTBOM HHKyOammu oOpasuoB ¢ 25 MM
trodaBuHoM T U u3MepeHus ucmyckaemon Quyopecuenunn (BO30yKIACHHE/ HCITyCKAHUE
450/482). U3 curnanos Berautainu Gpon odpasuos Oydepa.
3D6

2 2

[0562] Pesynbrarel: Kak mnoxazano Ha @urype 7 MPEANOYTUTENBHO,

neacceMONMpPyeT MHTAKTHbIE BOJIOKHA Tay. Bapbupyromue MoJsipHble cooTHomeHus 3D6
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(TpeyrosbHUKHN), W30TUIHYECKUH KOHTponb (kpyru) u 16G7 (kBagpaTel) MHKyOMpOBaNIU C
aMHJIONI-COZIEP KALIIMH BOJIOKHAMU Tay B TeueHue 96 yacos. I10 OKOHYaHUM JaHHOTO NepUoaa
BPEMEHH OLIEHMBAJIHM CTEIEHb arperaniy IOCPEACTBOM CBs3bIBaHUs ¢ THoduaBuHOoM T. 3D6,
NPEANOYTUTENbHO, CHIDKaeT curHan tuoduasuHa T, npucyrcTByromuii B obOpasue, 1o
CPAaBHEHMIO KaK C aHTUTEJIOM H30TUIINYECKOTr0 KOHTPOJIs, Tak U ¢ 16(G7, aHTUTENIOM IIPOTUB Tay,
KOTOPOE CBS3BIBAETCSI C OTJIMYHON 00JIACTHIO Tay.

[0563] TTpumep 8. 3D6 u 5G8 uUMMyHHBIM CIOCOOOM 3aXBaThIBAIOT Tay U3
NOpakeHHOH 3a00JIeBaHIEM TKaHH YEJIOBEKA.

[0564] CniocoObr: PacTBOpeHHBIE B BBICOKOKOHIIEHTPUPOBAHHOM COJIEBOM PAacTBOpE
¢pakuuy Oenka TOTOBWJIM B KOHIEHTpauuu 1 mr/mut s Kakaod MMMYyHONPELUNHTALUH
ucnosnb3oBau 200 MKr obpasua. 10 MKr yka3aHHOTO aHTuTeNa (M30TUITHYECKHI KOHTPOIIb, 3D6
wi  aHtutreno nporuB Tay SG8)  pmobamnsnmm Kk mpemapatam  o0Opasna B
BBICOKOKOHLICHTPHPOBAHHOM COJIEBOM PAacTBOPE W HMHKYOHMpOBaJ M B Te4deHHE 2 4. 3aTeM K
CMeCsIM TOOaBIISLTH MarHuTHbe OycuHbI ¢ OenkoM G U MHKYOMpOBaIM elle B TEUSHHE Jaca s
3axBaTa KOMIUIEKCOB aHTUTeNno/anTureH. O0pasupl TmaTeabHO npoMbiBain 1x ®BP, u Oycunsl
KUTISATHIN B BOCCTaHABIIUBAIOLIEM/ IeHaTypupyromeM Oydepe ais odpasna st BBICBOOOKICHHS
3axBaueHHbIX OenkoB. IlonyueHHble B pe3yibrate oOpasubl pasnernsuin meronom [TAAT-JICH
(3nexTpodopesa B NOMMAKPUIAMUAHOM Trejie ¢ AOAELMIICYJIb(AaTOM HATPUsl) U TPOBOIMIH
BECTEPHOJIOTTHHT C MPUMEHEHHEM IMOJIMKJIOHAJIBHOTO aHTuTeNa mpotus Tay (Dako, NeA0024).

[0565] Pesynbrarsl: Kak nmokazano Ha ®@urype 8, 3D6 u 5G8 nmMmmMyHOnpeLunuTupoOBain
Tay W3  TKaHW, TOPaKEHHOW  3abojeBaHueM  AunburefiMepa.  PacTBopeHHble B
BBICOKOKOHIIEHTPUPOBAHHOM COJIEBOM pacTBOpe (Gpakiiy 0Opa3oBbIBAIN UMMYHOIPELUITUTAT C
YKa3aHHBIM aHTUTEJIOM, U UX OOHAPY)KUBAJIH C TIOMOILIBIO MOJHMKJIOHAIBHOTO aHTUTENA TIPOTUB
Tay, HAaNpaBJIEHHOTO MPOTUB OTHEIbHOW 00JACTH MOJIEKYJbI Tay M3 CBSI3BIBAIOLIMX CAWTOB IS
3D6 u anTuTena A nportuB Tay. 3D6 HamekHO 3axBaThiBad Tay W3 HaHHOU (pakumu. OOpasubl
Ha BXoae (pPacTBOPEHHBbI B BBICOKOKOHIIEHTPHUPOBAHHOM COJIEBOM pacTBOpe obpasen)
IIPECTaBJICHbI CIIPaBa.

[0566] TTpumep 9. HMMMyHOrHCTOXMMHUYECKOE HUCCIAEAOBAHUE HMMYHOPEAKTUBHOCTH
3D6

[0567] Kopy ronoBHOTO Mo3ra JIOOHO-BHCOYHON OOJIACTH IMOJTy4Yajd OT MAI[UEHTOB, HE
CTPaalOLINX OT HeHpoJereHepaTHBHOrO 3a00NeBaHUs, WM CTPAJalOIIuX OT OOJe3HH
AnprreliMepa, 4TO MOATBEPKAAIN B XOJ€ MOCMEPTHON OLEHKH. MMMYyHOIHCTOXHMMHYECKOE
WCCJICZIOBAHNE TIPOBONMJIN Ha Cjierka (PUKCUPOBAHHBIX AIleTOHOM KpUocpe3ax ToimuHou 10
MKM, 3aKpeIJIeHHbIX Ha cTekje. Bce sTambl okpamuBaHUs NPOBOAUIM C IOMOILBIO

aBTOMATHUYECKOr0 ycTpoiicTa st okpamuBanusi Leica BOND Rx ¢ nmpuMeHeHHeM pacxOmHbBIX
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marepuanoB Leica. @opmy 3D6 Mblmu wiu 4enoBeka MHKYOUPOBAIM CO Cpe3aMU TKAaHU C
NOCJIENYIOUINM J00aBIEHUEM COOTBETCTBYIOINUX BUAY BTOPUUHBIX AHTUTEN, KOHBIOTHPOBAHHBIX
¢ mnomumepoMm IIX. JIng mnpenoTBpamieHuss HeCeUU(UYHOTO CBA3BIBAHUS OSHAOTE€HHBIX
UMMYHOTJIOOYJIMHOB TPU TNPUMEHEHUH T'YMAaHW3UPOBAHHBIX AHTUTENl HAa TKAaHM 4YeJOoBeKa
aHTUTENA Nepel MHKyOanneil ¢ TKaHbI0 HEKOBAJICHTHO METHJIM KOHBIOTHPOBAHHBIM ¢ OMOTHHOM
MOHOBaJIeHTHbIM Fab-(parMeHTOM NpOTHB MMMYHOIIIOOYJIMHOB YejoBeka in vitro. Tkaus,
MEUEHHYK) KOMILJIEKCOM II€PBHYHOE aHTUTEeNo — Fab-¢parMeHT ¢ OHOTHHOM, 3aTeM
aMITU(GUIMPOBATH € TPUMEHEHHEM CHCTEMbl aMIUTUpUKauuy aBuAuUH-OMoTHH (Vector
Laboratories, Bypnunreiim, Kamudopuwus). OxpaimuBaHue BH3YaTU3UPOBAINA C TOMOIIBIO
xpomorena DAB, KOTOpBIii BBI3BIBAJ 00pa30BaHUE OCaIKa KOPUYHEBOTO LBeTa. OTpHLIATEIbHBIN
KOHTPOJIb 3aKJIIOYaCs B OCYIIECTBIEHUM BCEeH HMMYHOTHCTOXHMHUYECKOM NpOLEeaypbl Ha
NpUIeXKalUX cpe3ax ¢ aHTUuTeaoM IgG U30TUITHYEeCKOro KOHTPOJIS.

[0568] Mccnenyemble aHTUTENna npeactaBisuin codorr CD6 wmbimm, xumepHoe 3D6
(xotropoe comepxkano VH u VL u3 aHTHUTENa MBIIIM ¢ KOHCTAHTHBIMH OOJIACTSIMU HYEJIOBEKa,
Tsoxenyio nernb SEQ ID NO:72 u nerkyro uenb SEQ ID NO:73) u ryMaHM3UpPOBaHHBIN BapUAHT
hu3D6VHvS5/hu3D6VLv2.

[0569] OxpamuBanue, KOTOpPO€ IMPOBOAWIN C AaHTUTEJOM MBIIIK, XHMEPHOW H
rymMaHu3upoBaHHol (opmamu 3D6, KauecTBEHHO CpPaBHUBAJIM M OLEHMBAIM B OTHOLIEHUH
YCTONYMBOCTH U MHTEHCUBHOCTU OKPAIUMBAHUSA, & TAKXKe JOKAIU3aLUd UMMYHOPEAKTHBHOCTH.
HHTEeHCHBHOCTD OKpaIIMBaHUs OblIa aHAJOTWYHOHN Ui XMMEPHOH M I'yMaHU3HPOBAHHOH (opm
3D6 u neMOHCTpUpOBaja AHAJIOTMYHBIN XapakTep JIOKAJIM3aLUU MO CPaBHEHUIO ¢ (hopmoii
aTuTena Mblmu. Tay Obpur OOHapykeH B HeHpoUOPHIUIAPHBIX KIyOKax, BOJIOKHAX, HUTSIX
HeWponwied W B JereHepupyroIiux akcoHax. Takke HaOMIOANOCh 3aMETHOE COMATHYECKOe
OKpaLINBaHUE.

[0570] Ilpumep 10. AdPUHHOCTH T'YMaHU3UPOBAHHBIX BAPUAHTOB B OTHOLICHUH Tay

[0571] Cnocober. Henpsimoit ELISA. 96-nyHOUYHBIE TOJMCTUPOJIBHBIC —IUIAHIIETHI
CEeHCUOMITM3UPOBAIM PEKOMOMHAHTHBIM Tay YEJIOBEKa, CYCIEHANPOBaHHbBIM B Ix ®BP, B
TedeHue 2 4 mpu K.T. unu 16 4 npu temneparype 4°C. HaHeceHHBIH MaTepuan yaaasuiv, U
riaHmeTel Onokuposanu B TeueHune | 4 1% BCA B 1x ®BP. B mnnanmersr nobasisuu
I'YMaHU3UPOBAHHBIA BapuaHT aHTUTEN B KoHUeHTpaunu | mkr/mi B 0,1% BCA B 1x ®BP B
TedeHue | gaca ¢ mocCienymLel IpOMBIBKOH, 1 100aBsuM KOHBIOTHpoBaHHOE ¢ I1X aHTHTENO
KO3BI NTPOTHB MMMYHOTJIOOYJIMHOB YeJIOBeKa. Peaklnio B MIIaHIIETaX 3amyCKaiu Jo0aBIeHUEM
TMB, u A4sp U3MepsUTH C TOMOIIBIO CIIEKTPOGOTOMETPA AJISI TPOUTSHHUS TIJIAHIIETOB.

[0572] ConnBuu-ELISA 96-nyHOYHBIE MOJIUCTUPOJIbHBIE MJTAHIIETHI

CEeHCUOMTM3UPOBAJIN AHTHUTEJIAMHU IIPOTHB UMMYHOIJIOOYJIMHOB 4yenoBeka B 1x ®BP B Teuenue 2



PCT/US2020/020704 138 WO 2020/180819

9 npu K.T. uau 16 4 npu temnepatype 4°C. HaHeceHHbIII MaTepuasn yAajisid, U IUIAHLIETHI
OnmokmpoBamu B Teuennme | wuaca 1% BCA B 1x ®BP. B mnanmerst pobaBisim
IYMaHU3UPOBAHHBIN BapUaHT AHTUTEN B BAPbUPYIOLIMX KOHLEHTpALUAX, KakK YyKa3aHo,
passenenHsie B 0,1% BCA B 1x ®BP, B reuenne 1 u ¢ nocnenyroimel NpOMbIBKOH, U 100aBIsLIU
OMOTHHMIMPOBAHHBIM PEKOMOWHAHTHBIN Tay desoBeka, pa3BeneHHblid B 0,1% BCA B 1x ®BP.
ITocne mnpombiBKM po0aBmsi  crpenTaBuAuH-IIX, peakuuio B IUIAHIIETaX —3aMyCKaH
nobasiennem TMB, u Ayso uU3Mepsuid C TOMOLIBK CHEKTPOGOTOMETpA IJIsl MPOUTEHHS
TUIAHIIETOB.

[0573] Anamu3 metomom [P npoBonumu ¢ npumeHenuem npudopa Biacore T200 st
omnpeneneHus KHHeTUKU CBs3biBaHUsT h3D6-VHVS-L2 ¢ pekoMOuMHaHTHBIM Tay 4enoBeka. Jliist
MOATOTOBKU TMOBEPXHOCTU CEHCOpa Ha CEHCOpPHbIH maryuk CMS MMMOOMIM30BAIM aHTHUTENO
npotuB uMMyHornoOynnHoB yenoseka (GE Life Sciences) mocpencTBoM aMHHHOTO COYETAHUS,
U TYMaHU3UPOBAHHBII BAPHAHT AHTHUTENA 3aXBAaThIBAIM HAa YPOBHE, KOTOpPBIH obecrednBaeT
MakcumanbHoe cBssbiBaHue 50 E.O. Hap 3axBaueHHBIM JIMTaHAOM MPOMYyCKaJlIU pas3jiHuHbIE
KOHLIEHTPALIMH PEKOMOMHAHTHOTO Tay, Bapbupyromuecs ot 10 — 0,14 HM, npu CKOPOCTH MOTOKA
50 mxs/muH B Oydepe nist anammza (HBS + 0,05% P-20, 1 mr/mn BCA) B Teuenue 180 ¢ s
accounamuu 1 900 ¢ g auccounanuu. JJaHHbIE COOTHOCHIIM ABAXIbl KaK K HEPEJIEBAHTHOMY
CEHCOpY, HE COfep KalleMy JIMIaH] aHTUTeNa, TaK U K KOHLeHTpauuu aHanuta O HM ans ydera
AUCCOLMALMM JIMTaHAa OT 3axBaTbIBAIOIIE MOJIEKYJbl. 3aTeM J[aHHblE aHAIU3UPOBAIU C
pUMeHEeHHeM r100anbHOM moaroHky 1:1.

[0574] ITpumep 11 ~ MmmyHOreHHOCTH  BapualenbHOW  00JAacTH  JIETKOW — LieNH
hu3D6VLv2

[0575] AMMHOKHUCJIOTHBIE TOCJIENOBATEILHOCTH BapuabeNbHOW 00JacTH JIETKOH ILemnu
hu3D6VLv2 (SEQ ID NO:21) ananuzupoanu ¢ npumeHerneM iedb.org Deimmunization Tool
(Dhanda et al, Immunology. 2018 Jan;153(1):118-132). B Tabmuue 9 moka3aHbl NMENTUIbI,
KOTOpbIE MOTYT OBITh BbIOpaHbI 11 neuMmyHm3anmu hu3DOVLv2, T.e. yka3zaHbl o0nactu, B
KOTOPBIX MOTYT OBITh CHENaHbl AOIMOJHUTEIbHBIE 3aMEHBbl JJISI CHIDKEHHsS NOTEHIMAJIbHOM
MMMYHOT€HHOCTH.

[0576] Tabmuua 9. PesynbraThl aHalM3a WMMYHOT€HHOCTH JUIS  BBISIBJICHHSI

NMOTCHUUAJIbHBIX MENTUAOB IJIA JCUMMYHU3alUHU

HauanpHoe Koneunoe Menuanueriii Ilentun

MOJIOKEHUE MIOJIOXKEHUE MIPOLICHTUIIb

(TMHEHBIH) (JIuneinbIii)

1 15 14,845 DVVMTQSPLSLPVTL
51 65 15,745 RLIYLVSKLDSGVPD
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46 60 18,58 GQSPRRLIYLVSKLD

[0577] Ha ocHOBe pe3yibTaTOB aHajiu3a, IOKa3aHHbIX B Tabmume 9, Obum
CKOHCTPYHMPOBaHbI BapuaHThl BapuabenbHOU obOmactu Jjerkod uenu hu3DO6VLv2, npuuem
MHIICHBIO SIBJISUINCh OCTATKM aMHUHOKHCIIOT, BbLIeNeHHbIe KUpHbIM mpudtom B Tabmume 10.
Kaxxnplii BapuaHT BKJIOYAaeT OJHY W3 CIEAYIOLUX 3aMEH aMHUHOKUCJIOT, KaK IOKa3aHO B
Tabmuue 11.

[0578] Tabmuua 10. Ocratku aMuHOKUCIOT B hu3DOVLV2, SBASIOUINECS MULIEHBIO TSI

3aMCHBI.

OcTtaTku-MUIIeHN BaprabeNbHONW 00MacTu OpwuruaanbHas
nerko¥ nenu hu3D6VLv2 SEQ ID NO
DVVMTQSPLSLPVTLGQPASISCKSSQSLL

DSDGKTYLNW LLQRPGQSPRRLIYLVSKLD
SGVPDRFSGSGSGTDFTLKISRVEAEDVGV
YYCWQGTHFPYTFGGGTKLEIK

21

[0579] Tabmuua 11. 3amensr amuHOokuCHOT B hu3D6VLVv2, CKOHCTpyUpOBaHHBIE IS

CHUKCHUA UMMYHOTI'CHHOCTHU

JIunenn | Homep | HasBanue BapuaHnTa SEQ ID NO nonyueHHOMH
HBII o BapuadeIpbHON obnactu
Homep | Kabory JIETKOU LN

hu3D6VLv2 L54D (taxxe | SEQ ID NO:93
L59D | L54D

u3BecTHbIN kak L2-DIM21)

hu3D6VLv2 L54G (taxke | SEQ ID NO:94
L59G | L54G

u3BecTHbIN kak L2-DIM7)
L59N | L54N hu3D6VLv2 L54N SEQ ID NO:95
L59E L54E hu3D6VLv2 L54E SEQ ID NO:%96
L5SE L50E hu3D6VLv2 L50E SEQ ID NO:97
L59Q [ L54Q hu3D6VLv2 L54Q SEQ ID NO:98
L55D | LsS0D hu3D6VLv2 L50D SEQ ID NO:99
L59K | L54K hu3D6VLv2 L54K SEQ ID NO:100
L59R [ L54R hu3D6VLv2 L54R SEQ ID NO:101
L59T L54T hu3D6VLv2 L54T SEQ ID NO:102

hu3D6VLv2 L50G (taxke | SEQ ID NO:103
L55G | L50G

u3BeCTHbIN Kak L2-DIM22)
153G 148G hu3D6VLv2 148G SEQ ID NO:104
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I53D 148D hu3D6VLv2 148D SEQ ID NO:105
L52G | L47G hu3D6VLv2 L47G SEQ ID NO:106
Y54E | Y49E hu3D6VLV2 Y49E SEQ ID NO:107
L59V | L54V hu3D6VLv2 L54V SEQ ID NO:108
L59S L54S hu3D6VLv2 L54S SEQ ID NO:109
576 | 3506 hu3D6VLv2 S52G (taroke | SEQ ID NO:110
n3BecTHbIN kak L2-DIM9)
L52N | L47N hu3D6VLv2 L47N SEQ ID NO:111
L52D | L47D hu3D6VLv2 L47D SEQ ID NO:112
L52E | L47E hu3D6VLv2 L47E SEQ ID NO:113
L52P L47P hu3D6VLv2 L47P SEQ ID NO:114
L52T L47T hu3D6VLv2 L47T SEQ ID NO:115
L52S L47S hu3D6VLv2 L478S SEQ ID NO:116
L52A | L47A hu3D6VLv2 L47A SEQ ID NO:117
L55V | L50V hu3D6VLv2 L50V SEQ ID NO:118

[0580] bputl CKOHCTPYHMPOBAHBI JOMOJHHUTEIbHBIC BapUAHTHI BapuadeNbHON o0jacTu
nerkoit e hu3D6VLv2, kak nokazano B Tabnune 12, KOTOpble BKIFOYAIOT 3aMEHBI Y OJHOTO
WIN JIByX OCTaTKOB aMHHOKHUCIOT, BblAeneHHbIX B TaOmuue 10. Hexkoropele BapuaHThl B
Tabmuue 12 taxke Bkimovarot 3ameny L37Q (SEQ ID NO:119 -135 u 145) unu xak 3ameHy
L37Q, Tax u 3ameny G100Q (SEQ ID NO:136-142).

[0581] ObocHoBanue BbiOOpa nmonosxkeruii L37Q u G100Q kak, ykazano B Tabmurne 12 u
Tabnune 13, B BapuabenpHONW 00JACTU JIETKOH LIEMU B KayeCTBe KAHIMOATOB IJIsi 3aMEHBI,
SIBIIIFOTCS CIENYIOIIUMU.

[0582] L37Q nmpencraBisier coOOM  MyTalMio, MOBBIMMAIIYK  'YMaHU3ALMIO
nocienosatesnbHocTd. Gln mpeacrasisier coO0i MyTaLMIO BEIPABHUBAHHUS 3aPOIbIIIEBON JIMHUH.
Gln maxogurcs B reHe yenosedeckol 3aponeimesoit auann IGKV2-30*02 (SEQ (ID NO: 27) B
JTAHHOM TOJIO>KEHUU.

[0583] G100Q mpencraBnsier coOOH  MyTalMIO, TIOBBIMIAIOINYK) T'YMaHU3ALHIO
nocienosatenbHocTH. Gln mpencrasisier codoif MyTaLMIO BEIPABHUBAHMS 3aPOBILIEBON JIMHUH.
Gln maxomgurcs B reHe yenoseueckoi 3aponpimenoi auann IGKV2-30*02 (SEQ (ID NO: 27) B
JTAHHOM TOJIO>KEHUU.

[0584] Tabmuma 12: 3amensl amuHokucior B hu3D6VLv2, ckoHCTpyupoBaHHBIE IS

CHUKCHUA HMMYHOI'CHHOCTHU
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3aMeHbl B IOMOJHUTEbHBIX HasBanue BapuanTa
SEQ ID NO:
BapuanTax B hu3D6VLv2,
MOy YE€HHOU
CKOHCTPYHUPOBAHHbBIE J1JIsI
BapuadeTbHOU

CHUXXCHUA UMMYHOICHHOCTHU

(ykazaH HoMep myTanuu(ii) 1o

00J1acTH JIErKoi

Lernu
K»6oty)
hu3D6VLv2 L37Q L50G L54R
L37Q L50G L54R SEQ ID NO:119
(Taxske m3BecTHbIH kKak L2-DIM1)
hu3D6VLv2 L37Q L50G L54G
L37Q L50G L54G SEQ ID NO:120
(Taxcke m3BecTHbIN Kak L2-DIM?2)
hu3D6VLv2 L37Q S52G L54G
L37Q S52G L54G SEQ ID NO:121
(Taxcke m3BecTHBIN Kak L2-DIM3)
hu3D6VLv2 L37Q S52G L54R
L37Q S52G L54R SEQ ID NO:122
(Taxcke m3BecTHBIN Kak L2-DIM4)
hu3D6VLv2 L37Q S52G L54T
L37Q _S52G L54T SEQ ID NO:123
(Taxcke m3BecTHBIN Kak L2-DIMS)
hu3D6VLv2 L37Q S52G L54D
L37Q S52G L54D SEQ ID NO:124
(Taxcke u3BecTHbIN Kak L2-DIM6)
L37Q L54R hu3D6VLv2 L37Q L54R SEQ ID NO:125
137Q L54G hu3D6VLv2 L37Q L54G SEQ ID NO:126
hu3D6VLv2 L37Q L54D (takxe
L37Q L54D SEQ ID NO:127
u3BecTHbIN kak L2-DIM12)
hu3D6VLv2 L37Q L50G (takxke
L37Q L50G SEQ ID NO:128
u3BecTHbIN Kak L2-DIM13)
hu3D6VLv2 L37Q L50D (taxxe
L37Q L50D SEQ ID NO:129
u3BecTHBIN Kak L2-DIM14)
L37Q LS54T hu3D6VLv2 L37Q L54T SEQ ID NO:130
L37Q S52G hu3D6VLv2 L37Q S52G SEQ ID NO:131
L37Q L54E hu3D6VLv2 L37Q L54E SEQ ID NO:145
hu3D6VLv2 L37Q L50D L54G
L37Q L50D L54G SEQ ID NO:132
(Takske m3BecTHBIN Kak L2-DIM17)
hu3D6VLv2 L37Q L50D L54R
L37Q L50D L54R SEQ ID NO:133

(Taxske m3BecTHbIN Kak L2-DIM18)
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3aMeHbI B IOTIOJIHUTEIbHBIX HasBanue BapuanTa
SEQ ID NO:
BapuanTax B hu3D6VLv2,
MOy YE€HHOU
CKOHCTPYHPOBAHHBIE 1JIS
BapuadeTbHOU
CHIYKEHUSI UMMYHOT€HHOCTH
obnacTu Jerkoi
(ykazaH HOMep MyTauuu(ii) mo
Lenu
K»6oty)
hu3D6VLv2 L37Q L50E L54G
L37Q L50E L54G SEQ ID NO:134
(Takske m3BecTHBIN Kak L2-DIM19)
hu3D6VLv2 L37Q L50E L54R
L37Q L50E L54R SEQ ID NO:135
(Takske m3BecTHBIN Kak L2-DIM20)
hu3D6VLv2
L37Q L50G L54R_G100Q SEQ ID NO:136
L37Q L50G L54R_G100Q
hu3D6VLv2
L37Q L50G L54G_G100Q SEQ ID NO:137
L37Q L50G L54G_G100Q
hu3D6VLv2
L37Q S52G L54R _G100Q SEQ ID NO:138
L37Q S52G _L54R_G100Q
hu3D6VLv2
L37Q S52G L54D G100Q SEQ ID NO:139
L37Q S52G L54D_G100Q
hu3D6VLv2
L37Q L50D L54G_G100Q SEQ ID NO:140
L37Q L50D L54G_G100Q
hu3D6VLv2
L37Q L50D L54R_G100Q SEQ ID NO:141
L37Q L50D L54R_G100Q
hu3D6VLv2
L37Q L50V L54D G100Q SEQ ID NO:142
L37Q L50V L54D G100Q

[0585] HomonHuTteapHbIe BapuaHThI BapuadeapbHOU obmactu jierkou nemu hu3D6VLv2

ObLTH ckoHCTpyHpoBanbl 11st BKitoueHust L37Q (SEQ ID NO:143) unmu mis Bxirouenust G100Q
(SEQ ID NO:144), xak noka3ano B Ta0muie 13.

[0586] Tabmuua 13: JlomosHUTENbHBIE 3aMeHbl aMUHOKHCIIOT B hu3D6VLV2

3aMeHBbI B TONIOJHUTEIBHBIX
BapuaHTtax B hu3D6VLv2
(ykazan HoMep myTanuu(i) 1o

Ks6oty)

Hassanue BapuaHra
SEQ ID NO: nony4eHHoMH

BapuabenbHON 00acTH

JIETKOU e
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hu3D6VLv2 L37Q (taxxke SEQ ID NO:143
L37Q u3BecTHbIN Kak L2-DIMS)
G100Q hu3D6VLv2 G100Q SEQ ID NO:144

[0587] Ha ®urypax 10A, 10B, 10C u 10D mnokasaHbl BbIpaBHMBAHHs BapHaOeIbHOI
obmacTu JIeTKOW Ienmu TI'yMaHW3WPOBAaHHBIX Bepcuil antutena 3D6: hu3D6VLv2 (SEQ ID
NO:21), hu3D6VLv2 L37Q (SEQ ID NO:143), hu3D6VLv2 L50G (SEQ ID NO:103),
hu3D6VLv2 S52G (SEQ ID NO:110), hu3D6VLv2 L54G (SEQ ID NO:94), hu3D6VLv2 L54D
(SEQ ID NO:93), hu3D6VLv2 L54K (SEQ ID NO:100), hu3D6VLv2 L54R (SEQ ID NO:101),
hu3D6VLv2 LS54T (SEQ ID NO:102), hu3D6VLv2 L37Q L50G (SEQ ID NO:128),
hu3D6VLv2 L37Q L50D (SEQ ID NO:129), hu3D6VLv2 L37Q S52G (SEQ ID NO:131),
hu3D6VLv2 L37Q L54G (SEQ ID NO:126), hu3D6VLv2 L37Q L54R (SEQ ID NO:125),
hu3D6VLv2 L37Q L54T (SEQ ID NO:130), hu3D6VLv2 L37Q L54D (SEQ ID NO:127),
hu3D6VLv2 L37Q L54E (SEQ ID NO:145), hu3D6VLv2 L37Q L50G L54R (SEQ ID
NO:119), hu3D6VLv2 L37Q L50G L54G (SEQ ID NO:120), hu3D6VLv2 L37Q L50D L54R
(SEQ ID NO:133), hu3D6VLv2 L37Q L50D L54G (SEQ ID NO:132), hu3D6VLv2
L37Q _S52G L54D (SEQ ID NO:124), hu3D6VLv2 L37Q S52G L54G (SEQ ID NO:121),
hu3D6VLv2 L37Q S52G L54T (SEQ ID NO:123), hu3D6VLv2 L37Q S52G_L54R (SEQ ID
NO:122), hu3D6VLv2 L37Q L50D L54G G100Q (SEQ ID NO:140), hu3D6VLv2
L37Q L50D L54R _G100Q (SEQ ID NO:141), hu3D6VLv2 L37Q L50G _L54R_G100Q (SEQ
ID NO:136), hu3D6VLv2 L37Q L50G L54G G100Q (SEQ ID NO:137), hu3D6VLv2
L37Q L50V_L54D _G100Q (SEQ ID NO:142), hu3D6VLv2 L37Q _S52G_L54D_G100Q (SEQ
ID NO:139) m hu3D6VLv2 L37Q_S52G_L54R_G100Q (SEQ ID NO:138).

[0588] ITpumep 12 Mmmynorennoctb hu3D6VHvIbALl (BapuabenbHass 00yacThb
TSDKEJION 1IeTn )

[0589] Bbutn CKOHCTPYHMPOBAHBI JOMOJHHUTENbHBIE BaPUAHTHI BapuadeNbHON oOjacTu
Tsokenord nen hu3D6VHvVIbALL (takke m3BectHoro kak h3D6HuS) (SEQ ID NO:18), kak
nokasaso B Tabmuue 14.

[0590] Ha ®@urypax 9A u 9B noka3aHbl BbIpaBHUBAaHUS BapuabeIbHON O0IACTH TSKEION
neru mbeimuHoro 3D6 (SEQ ID NO:7) m rymMaHM3HpOBaHHBIX Bepcuil aHturena 3D6
(hu3D6VHvb1, hu3D6VHvb2, hu3D6VHvb3, hu3D6VHvb4, hu3D6VHvbS, hu3D6VHvb6,
hu3D6VHvb7, hu3D6VHv1bAll, h3D6VHvb8 u h3D6VHvVbY) ¢ mocienoBaTelbHOCTBIO
BapuabenpHOI 00MacTh TsDKENoH 1enu 3apoxbimeBol auHMK denoseka IGHV1-69-2*01 (SEQ
ID NO:25) u nocnenoBaTebHOCTH BapraOeabHON 00J1acTH TSKENION LIeTH aKLENTopa YeloBeKa

2RCS VH hFrwk (SEQ ID NO:75). hu3D6VHvbl mnpencrasnsier coboit SEQ ID NO:76,
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hu3D6VHvb2 npencrasmsier codoit SEQ ID NO:77, hu3D6VHvb3 npencrasnsier codoit SEQ ID
NO:78, hu3D6VHvb4 npencrasisier codoit SEQ ID NO:79, hu3D6VHvbS npencrasmisier coboii
SEQ ID NO:80, hu3D6VHvb6 mpencrasmsier coboit SEQ ID NO:90, hu3D6VHvb7
npencrasisier codoit SEQ ID NO:91, hu3D6VHvIbA11 npencrasnsier coboit SEQ ID NO:18,
h3D6VHvb8 npencrasisier coboit SEQ ID NO:146 u h3D6VHvVbY npencrasnsier coboit SEQ ID
NO:148.

[0591] Tabmuma 14: JlonojgHUTE bHBIE 3aMeHbl aMUHOKHCJIOT B hu3D6VHvIbAIL1

(Takske m3BecTHOM Kak h3D6HuUS)

3aMeHBbI B IOTIOJTHUTENIbHBIX Haspanue Bapuanra SEQ ID NO
Bapuantax B hu3D6VHvIbAT1 MOy 4YeHHON
(yxazan HoMep myTanuu(i) 1o BapuabenpbHON
Ks6o0ty) 001acTH TSKENON
LeTH
hu3D6VHv1bA11 D60E (Takxke
D60E
u3BecTHbIN Kak h3D6VHvDY) SEQ ID NO:146
L82cV hu3D6VHv1bA1l L82cV SEQ ID NO:147
hu3D6VHv1bA1l
D60E L80M QS1E L.82cV T83R
D60E L80M QS1E L82cV T83R SEQ ID NO:148
(Taxke U3BECTHBIN Kak
h3D6VHvb9)

[0592] OGocHoBaHMs BBIOOpA MOJOKEHUN, Kak yka3zaHO B TaOmuue 14, B BaprabenbHOM
00NaCTH TSKEJION LEeNH B KA4eCTBE KAHIUAATOB JUIsI 3aMEHbI, SIBJISTFOTCS CJIEAYFOIIUMHU.

[0593] DO60OE: nnsi CHUXKEHUS MOTEHLUATbHOIO MPOTeosu3a. M3BECTHO, YTO MOTHUBBI
Asp-Pro  sABnAIOTCS MOTEHLMANbHBIMHU CaliTaMd TPOTEOJIUTUYECKOro paclieruieHus. B
hu3D6VHv1bA1l (h3D6HuUS) VH umeercst motus Asp-Pro B monoxennn 60-61 no Ks6ory. Ha
ocHOBe Mozenu romosorun 3ameHa Glu B monoxkeHnm 60 cuMTaeTcs COXpaHsIOMEH
koH(popmanmro. CrenoBarenbHo, 3aMeHa DO0E npon3BoanTCs ISl CHUKEHUSI TIOTEHIUAIBHOTO
IIPOTEOIN3a.

[0594] Q81E, mist mOBBIMIEHUs] TEPMOCTAOMIBHOCTA M ryMaHu3auuu. [Ipeamnomaraercs,
uyro Glu obpasyer H-cBsi3p u coneBoii Moctuk ¢ K19, cnenoarensro, Glu B 3TOM moyioskeHUU
nosblmaer crabunpHOCTh aHTuTena. Glu npexacraBisier coOoff MyTanuri BBIPABHUBAHUS
3apoppieBoii muHuKM. Glu HaxoauTcs B reHe 3apoabimeBoil muHuK denoseka IMGT# IGHV1-

69-2*01 (SEQ (ID NO: 25)B 5TOM MOJIOKEHHUH.
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[0595] L82¢cV st CHWXKEHUS MMMYHOTE€HHOCTH. AHamm3 in silico MMMYHOT€HHOCTH
rymannsuposanHoro hu3D6VHv1bA11 (h3D6HuS) ¢ ucnonp3oBaHnEM WHCTPYMEHTA aHAH3a
umMmyHoreHHoctd [EDB (0a3a naHHBIX MMMYyHHBIX 3MMTOINOB) NPEACKa3all MOTEHIHAIbHBIN
MMMYHOT€HHBIM menTua, KoTtopelii Bikmodan L82c. 3amena L82cV mnpenHasHaueHa s
CHIDKEHUS] IMMYHOT'€HHOCTH. 3aMeHa Ha BAJHH B 3TOM IOJIOKEHUU COXPAHSET KOH(POPMALHIO
HETIIN.

[0596] L8OM nnsi CHM)KEHHs] MMMYHOT€HHOCTH, W TIOBBIIIEHUS rymaHusanuu. Met
npeAcTaBysier co0OW MYTAlUIO BbIPABHUBAHUS 3apOABIIIEBOI JUHUH. Met HaXOOUTCS B TeHE
3aponpieBoi uHuK Yenoseka IMGT# IGHV1-69-2*01 (SEQ (ID NO: 25) B 3TOM MOJOKEHUH.

[0597] T83R nist MOBBILIEHHS TEPMOCTAOMJIBHOCTH W TIOBBIIEHHS] TYMAaHU3aLUU. Arg
NPEACTaBJsieT COOONW MYTAIMIO BBIPABHUBAHMS 3apPOABIIICBON JIMHUH. Arg HaXOIUTCS B T€HE
3aponeimeBoii uenoseka IMGT# IGHV1-69-2*01 (SEQ (ID NO: 25) B 3TOM NOJNOXEHUH. Arg
HanboJiee YacTO BCTPEYAETCS B STOM MOJIOKESHHH.

[0598] IIpumep 13 AHanu3 BapUaHTOB 'yMaHU3UpOBaHHOTO 3D6

[0599] I'ymaHu3upoBaHHble BapuaHTbl 3D6 ¢ npenckasaHHbIMU JE€UMMYHU3UPYIOIIUMU
3aME€HaMH aHAJM3UPOBAIM [0 HECKOJBKHUM XapaKTePUCTHUKaM, BKIo4as apPUHHOCTH
CBSI3bIBAHUS C MHIIEHBIO, AKTUBHOCTb B KJIETOUHBIX aHAJIM3aX, TEPMOCTAOMIBHOCTD,
XapaKTepUCTHKHU SKCIIPECCUU U KOJIUYECTBO 3aMeH. Bo Bcex ciydasx pe3ysbTaThl CPABHUBAIU C
ucxomgHod mocnenoBatebHOCTEIO  hu3DOVHVIbAILL/ hu3D6VLvV2, 4robel ompenenurs,
OTMEUEeHa JIU NOTePsI AKTUBHOCTH MJIU CTAOMIIBHOCTH.

[0600] AHanmu3 CBsI3bIBAHUSI MULIEHH BBIMOJHSUIM C MCIONb30BaHueM Biacore T200 s
cpaBHeHUs a(PUHHOCTHU CBA3bIBAHUS I'YMaHM3UPOBAHHBIX BApHAaHTOB 3DO6 ¢ peKOMOWHAHTHBIM
tay-Oenkom 4RON uyenoBeka. AHTuUTENO NpoTuB FC uenoBeka MMMOOUIM30BATIN HA CEHCOPHOM
naryrike CM3 mocpencTBOM aMUHHOTO COYETaHUs, U T'yMaHHU3UPOBaHHbIE BapuaHThl 3D6 Obutn
3aXBA4Y€HBbl 10 HKBHBAJICHTHBIX ypOBHEW. Pa3uuHble KOHIEHTpALUU PEKOMOMHAHTHOIO Tay-
6enxa 4RON uenoseka (B auanazone ot 0,02 HM no 12,5 HM) nponyckaiu uyepe3 3aXBaueHHbIH
JUra"g co ckopocTeio 50 Mki/mMuH B pabouem Oydepe (HBS + 0,05% P-20, 1 mr/mn BSA) B
teyenne 180 cexyHn accommarmu / 420 ceKyHA AUCCOLMUAIMU B ONHOM LuKJie. M3 HaHHBIX
BBIUMTAIM KaK JlaHHblE HEpPEJEeBAHTHOIO CEHCOpa, HE COAepXKalllero aHTuTena, Tak U
KOHIeHTpanuu aHanmuta 0 HM. AHajau3 NPOBOIUJIN C IPUMEHEHHEM r100aibHON MOATrOHKH 1: 1
C MOMOIIBIO MTporpaMMHOro obecrieuenus Biacore Evaluation.

[0601] Onpenenenne apPUHHOCTH BBIIBWIIO PsiA AEMMMYHHU3UPOBAHHBIX BapHUAHTOB,
KoTtopble coxpaHmmm adpduaHOCTE ncxomHoro hu3D6VHvIbA1l/ hu3D6VLv2, xoropyro
onpenensii myTeM cpaBHeHuss Kp kaxporo antutena ¢ Kp mcxomnoro hu3D6VHvIbA11/

hu3D6VLv2. Awnrurtena, ansd KOTOpbIX omnpeaeneHo, uto Kp cpaBHuMa ¢ 4-KpaTHbIM
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hu3D6VHv1bA11l/ hu3D6VLv2 (Tabmuma 15), sxmouaror hu3D6VHv1bA11/L2-DIM4,
hu3D6VHv1bA11/L2-DIMY, hu3D6VHv1bA11/L2-DIMS, hu3D6VHvI1bA11/L2-DIM3,
h3D6VHvb8/L2-DIM4, hu3D6VHv1bA11/L2-DIM7, h3D6VHvb8/L2-DIM7, h3D6VHvb8/L.2-
DIM8, hu3D6VHvIbA11/L2-DIM12, hu3D6VHv1bA11/L2-DIM21 u hu3D6VHvI1bA11/L2-
DIM22. hu3D6VHv1bA11/L2-DIM4 nemoHCTpupyeT yiaydlleHHYI0 apQPUHHOCTb, O HYeM
CBHIETEJIbCTBYIOT 3HAYEHHUs] CKOPOCTH accouuanuy, ckopoctd pauccoumammu u Kd mo
cpaBHeHuUto ¢ ucxoaabiM hu3D6VHvVIbA11/ hu3D6VLv2,

[0602] Tabmuua 15. AQpPUHHOCTD T'yMaHU3HPOBAHHBIX BApHAHTOB 3D6

I'ymanmsuposannbiii BapuanT 3D6 | K, (1/Ms) | Kq (1/s) Kp M)

hu3D6VHv1bA11/ hu3D6VLv2 4.17E+06 | 7.40E-04 | 1.81E-10
hu3D6VHv1bA11/L2-DIM4 5.65E+06 [ 535E-04 |9.48E-11
hu3D6VHv1bA11/L2-DIM9 4.63E+06 | 7.40E-04 | 1.60E-10
hu3D6VHv1bA11/L2-DIMS5 4.02E+06 | 7.35E-04 | 1.83E-10
hu3D6VHv1bA11/L2-DIM3 3.93E+06 | 7.81E-04 | 1.99E-10
h3D6VHvb8/L2-DIM4 451E+06 | 1.02E-03 | 2.26E-10
h3D6VHvb8/L2-DIM7 431E+06 | 1.19E-03 |2.75E-10
hu3D6VHv1bA11/L2-DIM7 3.46E+06 |9.71E-04 |281E-10
h3D6VHvb8/L2-DIM8 3.28E+06 | 1.40E-03 |4.27E-10
hu3D6VHv1bA11/L2-DIM 12 2.74E+06 | 1.33E-03 | 4.85E-10
hu3D6VHv1bA11L2-DIM21 2.15E+06 | 1.49E-03 | 6.96E-10
hu3D6VHv1bA11/L2-DIM22 3.54E+06 |2.51E-03 | 7.08E-10
hu3D6VHv1bA11/L2-DIM1 3.02E+06 | 2.60E-03 | 8.59E-10
hu3D6VHv1bA11/L2-DIM13 3.15E+06 | 2.85E-03 |9.04E-10
hu3D6VHv1bA11/L2-DIM-17 524E+10 | 5.42E+01 | 1.03E-09
h3D6VHvb8/L2-DIM1 6.19E+06 | 6.41E-03 1.04E-09
h3D6VHvb8/L2-DIM2 1.03E+10 | 1.46E+01 | 1.42E-09
hu3D6VHv1bA11/L2-DIM6 3.08E+06 | 4.61E-03 1.49E-09
h3D6VHvb8/L2-DIM6 3.79E+09 | 5.67E+00 | 1.50E-09
hu3D6VHv1bA11/L2-DIM 14 7.69E+10 | 1.18E+02 | 1.53E-09
hu3D6VHv1bA11/L2-DIM2 573E+06 | 9.33E-03 1.63E-09
hu3D6VHv1bA11/L2-DIM19 3.28E+09 | S.88E+00 | 1.79E-09
hu3D6VHv1bA11/L2-DIM-18 1.51E+06 | 3.78E-03 | 2.51E-09
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hu3D6VHv1bA11/L2-DIM20 2.60E+05 | 9.35E-03 3.60E-08

[0603] Kpome TOro, B KayecTBE BTOPUYHBIX  XaPaKTEPUCTUK JUII  BCEX
JI€MMYHM3UPOBAHHBIX BAPHAHTOB AHAJINU3UPOBAIM TEPMOCTAOUIBHOCTb M THUTP. Y POBHHU
TEPMOCTa0MJIPHOCTH W THUTPAa CPAaBHUBAJIU JJISI AHTUTEN, KOTOpble OBLIM COMOCTaBHMBI C
hu3D6VHv1bA11/ hu3D6VLV2, Ha ocHoBe m3mepennii apdunHocTy, u antuTena B Tabmuue 16
MEPEeYUCIIEHbl B TOpSIKE, OCHOBAHHOM Ha OTKjJOHeHHH ot T, of hu3D6VHvIbA1l/
hu3D6VLV2.

[0604] 3HaueHusT TepMOCTAOMIBLHOCTH OMpPENENsUId ¢ TOMOINbI U depeHIHaTBbHOMN
ckanupyromieit kanopumetpun (JICK). Bee ckanuposanne DSC BBITONHSIIN ¢ UCTIOIB30BAHHEM
cucrembl VP-Capillary DSC (Malvern). Bce oOpasipl ObUTH MPUTOTOBJIEHBI ¢ KOHIIEHTPAIHEH
0,5 mr/mn B 1x®BP u otHocutenbHo 1X®DBP. IMpubmusurensHo 0,5 mu pactBopa Oenka u
Oydepa BBOmWIM B OOpa3ell W KOHTPOJBHYIO sueiiky. Kamopumerpudeckoe CKaHHUPOBAHUE
BBITTOJIHSUIA TIpU cKopoctu ckanupoBanust 60 °C/gac, ot 25 °C nmo 110 °C mpu moCTOSHHOM
IaBeHUH. AHaIW3 TPOBONMJIM C  HCIOJb30BAHHEM  CIIEU(PUUECKOTO  MPOrpPaMMHOIO
obecrieuenusi. CooOlmaeMple 3HAUYEHUS TPENCTABISAIOT COOOH Temmeparypy, NpU KOTOPOM
pEerruCTPUPYETCsl MAKCUMAaIbHAs TEIJIOEMKOCTh nHka Fab.

[0605] Tutp onpenenstu cienyromum odpasom. ITocie sxcripeccuu B CyCIIeH3UH KIIETOK
293, aHTUTENA OUYUINAIM C IPUMEHEHHEM Xpomarorpaduu Ha OCHOBe Oenka A, ¢ IpUMEHEHUEM
cTaHAapTHBIX cnocoOoB. Ilocne oumctku aHturena 3amesssin Ha Ix®BP, u kxoHueHTpaimio
Oenka ompenemsm no nommomenuto npu 280 HM. TuTpel paccyuThIBaNIM MyTeM AENEHUS
KOHEYHOTO BBIXO/Ia OYUINEHHOTO Oeika Ha HadaJbHBIH 00BEM 3KCIPECCUPYIOLIEH KyJIbTYpPbl, U
BbIpaKaiu B MuwumMrpamMax Ha Jjutp. hu3D6VHvIbA11/L2-DIM4 nemoncTpupyer Oonee
BBICOKYIO TE€PMOCTAaOMJIBHOCTH W THTP OTHOCHUTENbHO wucxomHoro hu3D6VHvIbA11/
hu3D6VLvV2. TepMOCTaOMIBHOCTD U BpPEMEHHBIE YPOBHH JKCIPECCUU (TUTP) SIBJISIOTCS

BKHBIMH (haKTOPAMHU MpHU pa3paboTKe JEKaPCTBEHHBIX CPEACTB.

[0606] Tabmuua 16. TepMOCTaOMIBHOCTD U TUTP T'YMaHU3HPOBAHHBIX BAPHAHTOB 3D6

T (°C)—
OTKJIOHEHHE OT TUTP
I'ymanunsuposaHHbIl BapuaHT 3D6
hu3D6VHv1bA11/ (mr/m)
hu3D6VLv2
hu3D6VHv1bA11/ hu3D6VLv2 0,00 456,00
hu3D6VHv1bA11/L2-DIM4 0,08 467,00
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h3D6VHvb8/L2-DIMS8 -0,38 301,00
h3D6VHvb8/L2-DIM4 -0,78 445,00
hu3D6VHv1bA11/L2-DIM22 -1,23 570,00
hu3D6VHv1bA11/L2-DIM9 -2,19 290,00
hu3D6VHv1bA11/L2-DIMS -3,34 383,00
hu3D6VHv1bA11/L2-DIM7 -4,24 231,00
h3D6VHvb8/L2-DIM7 -4.,83 271,00
hu3D6VHv1bA11/L2-DIM3 -5,01 283,00
hu3D6VHv1bA11/L2-DIM21 -5,17 81,00

hu3D6VHv1bA11/L2-DIM12 -5,47 94,00

[0607] Ha ocHOBaHMM aHajM3a MPUBENCHHBIX BBIIIE PE3YJIBTATOB, HEUTPAIU3YIOIIAS
AKTUBHOCTh CceMH aHTuTen B Tabmuue 16 Obuta BeIOpaHa &l NajbHEHINIEro aHaiu3a B
KJIETOYHONH MOJAENU HHTEpHaIu3allU{ Tay: OTMEUEHbl 3aMeHbl B TSDKENIOM U JIETKOH Liemsx
oTtHOCcUTENbHO ucxonHoro hu3D6VHvIbA11/ hu3D6VLv2.

[0608] st oueHKH CIIOCOOHOCTH Pa3IMUHBbIX AHTHTEN OJOKHPOBATh MHTEPHATU3ALIUIO
Tay B HeHpoHax ObUI TMPOBENEH AaHAJIN3 WHTEPHAIU3ALMH C HCIOJb30BAHUEM COPTHPOBKU
aktuBupoBaHHbIX (uyopecuenumedi kinerok (FACS). Awntutena, KoTopble OJOKHPYIOT
MHTEPHAJIN3ALMIO, BEPOSITHO, OJIOKUPYIOT Iepeaayy Tay.

[0609] ArperaTtel pacTBOPUMOrO Tay TOJy4Yalud HMHKyOanuel peKOMOMHAHTHOTO
MOJIHOPA3MEPHOIO Tay € 3KBUMOJISIPHBIMH KOJMYECTBAMU HU3KOMOJIEKYJSIDHOTO TeNapuHa B
teuenue 3 e npu 37 °C. Iocne nHKyOaLUM HEPACTBOPUMBINA M PACTBOPUMBIN Tay OTAEISIIH
uentpudyruposanuem npu 10 000 g B TeueHwe 15 MuHYT. 3aTeM CymepHATAHT pa3AesLIA
npenapaTMBHOW  OKCKJIFO3UOHHOW  Xpomatorpadueit, coOupaid W  KOHIEHTPUPOBAJIH
arperupoBanHble muku (Oonee 100 x[a). s wu3MepeHuss uWHTEpHAIM3AIMU (PpaKLIUEO
pPacTBOPUMOTO arperara METHJIN CYKLIMHUMHUIUIOBBIM CIOKHBIM 3¢upom pHrodo Red, kotopsrit
¢yopecuupyer npu HHTEPHATU3ALNH B 3HIOJHN30COMHBIH My Th.

[0610] Meuensrit mocpenctsom pHrodo pacteopumsiii omuromep 4RON Tay P301L
4esoBeka (KOHeYHast KOHLEHTpanus 1,5 MKr/min) mpeaBapuTesbHO HHKYOHPOBAIN C aHTHTEIAMHU
NpOTHUB Tay (THUTPOBAHUE MO3bI. HaudalbHas KOHLEHTpauus 80 MKI/MIJI C TOCIEAYIOIINMHU 4-
KPaTHBIMU CEPUIHBIMH Pa3BeEeHUSIMH) B TeueHne 30 MUH MPU KOMHATHOM TEMIIEpaType B cpene
IUI KyJIbTUBHPOBAHUS KJIETOK. 3aT€M CMECh Tay/aHTUTeNa AOOABISAIM K KIETOYHBIM JIMHHUSAM
HelipoOnactombel B103 npu xoneuHo# koHueHtpaunu 500 000 kieTok/Mi U MHKYOMpOBAH B

tedyeHue 3-4 gacos mpu 37 °C B uHKyOarope 1yt KynbTyp Tkaneil (5% CO2). 3arem kieTku
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NPOMBIBAIN 3 pa3a KyJbTypPaJbHOHN Cpenoi, 3aTeM MHKyOupoBanmu 10 MUHYT B KyJbTYpajJbHON
cpene u nmpombiBain 2 paza Oydpepom FACS (1% FBS B PBS). Knerku pecycnenauposainu B 100
Mk Oypepa FACS u cpenneli mnreHcuBHoctu (puyopecuenunn Texas Red, m3mepenHo# ¢
nomoueto FACS LSR II. ®ayopecuenuus Texas red u3 pHrodo axrusupyercst Huskum pH,
CBSI3aHHBIM C HHJIOJIM30COMHBIMU KOMIAapTMeHTaMu npu uHTtepHamm3auuu. Ilockonpky FACS
obHapyxuBaer kierku, u pHrodo duyopecuupyer TONBKO TpU  HMHTEPHAIN3ALMY,
OOHapy)XMBaeTCsl TOJNBKO WHTEPHAJIM3OBAHHBIN KJIETKAaMH Tay. UeM HUXKe CpenHss
WHTEHCUBHOCTh (DJIYyOPECIICHLIMH, T€M MEHbIIE KOJIMYECTBO HMHTEPHAIM30BAHHOTO Tay, YTO
npeanonaraer 0ojiee BHICOKYIO OJOKHPYIOLIYI0 aKTUBHOCTb UCCIIEyEeMOTO aHTUTENA.

[0611] 3a uckmouenuem hu3D6VHvIbA11/L2-DIM22, Bce uccienoBaHHbIE BapHAHTHI
NPOSIBJISIA BBICOKYIO CTENeHb MHTHOUPYIOIIEH AKTUBHOCTH B MOJENHM HHTEPHAJIH3AIMU Tay-
Oenka npu SKBUBaNIEHTHON KOHIEeHTpauuu (Purypa 11 u Tabnuna 17).

[0612] Tabmuua 17. I'ymanu3upoBaHHble BapraHThl 3D6, HccienoBaHHBIE B KIETOYHOM

AHAIN3E€ UHTCPHATIU3AlUA TAy

I'ymanusupoBaHHbI 3aMeHbl TsDKeJoH 3aMeHbI JIerkou Wurubuposanne
BapuaHTt 3D6 Lenu LN KJIETOYHOMN
OTHOCHUTEJIBHO OTHOCHUTEJIHO UHTEpHATU3aLMH (TIpu
HUCXOJHOTO HUCXOIHOIO KOHLIEHTpaLuu
hu3D6VHvI1bA1l hu3D6VLv2 anturena 133 M, %

I/IHFI/I6I/IpOBaHI/I$[ oT
MaKCHUMAJIbHOI'O
cursHaja

bayopecueHIuu +

CTaHIapTHOE
OTKJIOHEHHE)
hu3D6VHvIbA11/ 872+ 1,6
hu3D6VLv2
hu3D6VHv1bA11/L2- L37Q S52G L54R 922+24
DIM4
hu3D6VHvIbA11/L2- L37Q S52G L54T 92,7+3,6
DIMS
h3D6VHvb8/L2-DIM4 D60E L37Q S52G L54R 89,4+26

hu3D6VHv1bA11/L2- L37Q S52G L54G 87,4+3,6
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DIM3

hu3D6VHv1bA11/L2- S52G 96 £3,5
DIM9

h3D6VHvb8/L2-DIM7 D60E L54G 93,2+1,3

hu3D6VHv1bA11/L2- L50G 8,7+8,6
DIM22

[0613] IIpumep 14 YTouHeHune kapTupoBanus snurona 3D6

[0614] IlepBoHayanbHOE KapTUPOBAaHUE IMENTHAOB IOKaszajno, 4yTo snuron ansi 3D6
HAXOAWTCS B MOBTOpe o0yacTu cBsizbiBaHUsT Mukpotpydbouek (MTBR, @urypa 1). Kpome Toro,
KapTUPOBaHUE MENTHUIOB MOKa3ajo, 4To 3D6 cBs3bIBaeTCA ¢ HECKOJBKUMHU CaliTAMU B IIpenenax
MTBR, npennonarasi IOBTOPSIFOLIUNICS U NPEPBIBUCTBIA SITUTOI.

[0615] TlockonbKy B HMCXONHOW MENTHIHOW KapTe, UCIONb3YeMOW sl UCCIEAOBaHHUI
SMUTONOB, ObUIM HCIIOJNIb30BAHbl MEPEKPBIBAIOIIMECS TENTUABL, KOTOPbIE HE COIEpIKaln
MHTAKTHBIX TIOBTOPOB CBSI3BIBAHUSI MHKPOTPYOOUeK, OBUIO BBIMOJHEHO IOMOJHHUTEIBHOE
KapTUPOBAaHHE NENTUAOB C OTACNbHBIMA HMHTAaKTHBIMH  IIOBTOPAMH MHKPOTPYOOUEK.
buoTuHMIMPOBAaHHBIE MENTUBI, COOTBETCTBYIOLINE AMUHOKUCIOTAM il nOBTOpoB 1-4 MTBR,
n00aBIsANM B MOKPBITHIN cTpenTaBuaAuHOM IuaHiueT 1 ELISA, nmpomeiBanu u O10kupoBaiu B
1% BSA/PBS. 3arem Ha muaHmere MHKyOUpOBaJIH pa3jinyHble Konmuyecta 3D6 (B nuamazoHe
ot 50 mkr/mn no 10 mr/mn). Ilocne npombiBanus B mianmer ainst ELISA nobasnsnu antuTena
k0o3pl K aHrturtenam Mbim HRP, npombBanu u mnposiBisau ¢ ucnojbzoBaHuem OPD.
ITornomenue onpenensinu npu 490 HM, U KpUBBIE CBSA3BIBAHUS CTPOWJIU C UCIOJIB30BAHUEM 4-
napamMeTpHUYecKor JorapupMudeckoit kpuBol s onpeaenenus 3HaueHnin EC50 (Tabmuua 18).
3D6 cs3biBaeT MTBR 1-3 oTHOCHTENBHO 3KBHBAJEHTHO cO 3HadeHussMu ECS50 725, 355 m
25,1 ur/min, coorBercTBeHHO. OnHako cBsizbiBanue ¢ MTBR 4 Obuto mpumepno B 60-170 pas
Hwke, ¢ oueBuaHor ECS50 4309 ur/mn. Bapuamum mociaenoBaTenbHOCTH IMOBTOPSIFOIIErOCs
snutrona B MTBR 4 u3 MTBR 1, 2, 3 u 4 moryT o0bsicaaATh Oosiee ciaboe cBszbiBanne ¢ MTBR

4.

[0616] Tabmuua 18
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Komuectso AMUHOKHCIIOTHI (C TPUMEHEHHEM
MIOBTOPOB HyMepaLuu 1o NOJHOpa3MepHOn ECS50 (ar/mn anturena)
MUKPOTPyOOUeK uzodpopme Tay SEQ ID NO:1)
1 244-274 72,5
2 275-305 35,5
3 306-336 25,1
4 337-368 4309

[0617] dnst 6osee TOYHOTO OMpeneeHs] KOHKPETHBIX aMUHOKHCIIOT, OTBETCTBEHHBIX 32
cBsi3piBaHue 3D6, KkapTHpOBaHWE 3aMEH C TIOMOLIBIO MHKpPOUYHIA OBLIO BBINOJHEHO C
ucnionbzoBanreM nentuna NVKSKIGSTENLKHQPG (SEQ ID  NO:184), koropsri
NPEACTaBIsieT COOOW IMOCIENOBATEIBbHOCTh OCTAaTKOB 255-271 ¢ HMCMONB30BAaHMEM HYMEpaLUU
NOJIHOpa3MepHol m3o(¢opMbl Tay. B Xoxe aHanmm3a kakpas M3 aMHHOKHCIOT B NENTHAHOH
MOCJIEOBATEIPHOCTH 3aMeHsnach BCceMu 20 aMHHOKHMCIOTAaMHU A ONpPENeNIeHUss KOPOBOIO
snurona Ajs 3D6 ¢ BBICOKOM CTeNneHbr0 TOYHOCTH. Ha MUKpOYMD HaHeC/Iu BCe MENTUABI B TPEX
NOBTOpax BMeCTE C KOHTposbHbIMU mentuzamu HA nns obecriedeHus BOCIIPOM3BOIMMOCTH
aHanmusza. Jlnsg mposeneHus aHanu3a yun uHKyOuposanu ¢ 3D6 (10 mkr/mu) B Gnokupyromem
oydepe, nmpombiBasin PBS-T ¢ mocnenyromeli nakydauueli ¢ BTOPUYHBIMU aHTHTEJIAMH KO3bI K
aHTUTEJIaM MBI, KOHbIOrupoBaHHbIMU ¢ DyLight-680. Kpome Toro, Mukpounn HHKyOupoBaiu
c antu-HA anturenom 12CAS, HenocpeacTBeHHO KOHBIOTHpoBaHHBIM ¢ DyLight-800.
Mukpo4HIibl CKaHUPOBAIK € moMoubio ckanepa LiCor U yCpenHslM MHTEHCUBHOCTH B TpeX
MOBTOpax.

[0618] BnusHue 3aMeHBl AN KaXIOTO OCTaTKa PACCUMUTBHIBAINA IyTEM OIpeeIeHUs
OTHOLUEHHUs1 MNOTEpU CBs3blBaHUA 3D6 mpu MyTaluMm HAaTHUBHOIO OCTaTKa K CyMMeE BCeX
octanbHbIX 19 amuHOKMCHOT. PesynbraTel npeacrasnenbl Ha Purype 12A. Ilorepst cBaA3bIBaHUSA
bonee 50% (MyHKTUpHAS JIMHHS) O3HAYAET BaJKHBIN OCTATOK JJisi CBsi3biBaHMsI 3DO6. CBsi3bIiBaHUE
NenTUAHOTO 30HAa (octaTku 255-271 uzodopmer u3 441 a.x.) ¢ 3D6 BBIIBIIIO KAPTHHY 3aMEHBI
snuTona KoHcepBaTHBHBIM KopoBbIM MoTHBOM KIGSTENLKH (SEQ ID NO:188), okpyXKeHHbIM
BapuabenpHbiME N- n C-xonueBbiMu yvyactkamu NVKS (SEQ ID NO:189) u QPG (SEQ ID
NO:190), oba 3 KOTOPBIX HE BaKHBI JJISI CBS3bIBAHUSA. B 3TOM KOPOBOM SIUTOINE OCTATKH, HE
IOIYyCKAIOIUE 3aMEHBbl, BKJIKOYAKT Lyss, Asn'' u His14; KpOM€ TOro, mnoJiokeHue 13
JIEMOHCTPHUPYET MOHIKEHHYIO YCTOHYMBOCTb K 3aME€HE JJIl OCTaTKOB, OTJIMYHBIX OT Lys u His.

B nomnonHeHne k 3TUM Ba)XKHBIM OCTaTKaM Serg JOMYCKAET TOJbKO OTPAaHUUYEHHYIO 3aMEeHY. JTO
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npuBonuT K npepsiBucromy snurony KXXSXXNX(K/H)H (SEQ ID NO:191), kak moka3aHo Ha
@urype 12B. CooTBeTCTByIOIIME VYYAaCTKU TIOBTOPOB CBSI3BIBAHUS MHUKPOTPYyOOUEK Tay
IIPEICTABJICHbl B BbIPABHUBAHUU C BBIAECIEHHBIMU BaXKHBIMHU CBSI3bIBAIOIIMMM ocTaTkamu 3D6.
ITo cpaBHEHMIO C NMOBTOpPAMH MHKPOTPYOOUEK B Tay, BaXKHbIE OCTATKH MPUCYTCTBYIOT BO BCEX
NOBTOpaX, 3a MCKIIOUEHHEM NPeNIociIeaHero mnojoxeHus B KopoBoMm osnutone (K/H,
o0o3HaueHo 3HaKoM ). B 3TOM mojokeHu#n MnoBTOp 4 COAEPIKUT TPEOHUH, KOTOPBIH MOXKET
oTBeuaTh 3a Oojiee Hu3koe cBs3biBanue 3D6 ELISA. KopoBeiii 3muTOn oOmnpeneieH Kak
KIGSTENLKH (SEQ ID NO:188, ocratku 259-268 B SEQ ID NO:1, B nmosrope 1 MBTR),
KCGSKDNIKH (SEQ ID NO:192, ocrarku 290-299 8 SEQ ID NO:1, B nosrope 2 MBTR),
KCGSLGNIHH (SEQ ID NO:193, ocrarku 321-330 8 SEQ ID NO:1, B nmosrope 3 MBTR), ¢
oonee Huskum cesizbiBaHueM B KIGSLDNITH (SEQ ID NO:194, ocrarku 353-362 B SEQ ID
NO:1, B nosrope 4 MBTR).

[0619] Ilpumep 15 3D6 wmblmu CBs3bIBa€T OOpas3ubl MAIMEHTOB C  OOJIE3HBIO
AnprreliMepa, IMMYHOTMCTOXUMUYECKHE SKCIIEPUMEHTBL

[0620] byioku ayTOTNCHH CBEXE3aMOPOKEHHBIX 00pa3LOB T'OJIOBHOTO MO3ra YejioBeka (~
0,5 r) nomemanu B OCT u pa3pesann ¢ MOMOIIBIO KPUOCTATA JJIsA TTOJyUEHUsS] CPE30B TOIIUHON
10 mxm. Cpespl moMeInanu B pacTBOP TIIFOKO300KCHAA3bl M OeTa-D-riitoko3bl B MPHCYTCTBUU
asuzna HaTpus A1 OJNIOKMPOBAHMS SHAOTEHHOW mepokcupaasbl. Ilociie mpuUroToBiIeHUs CPE3OB
TKaHHM UX OKpalIMBaIM C NpuMeHeHueM 3DO6 B yka3aHHBIX KOHLIEHTPAaLMAX C UCIOJIb30BaHUEM
AHTUMBIIIMHOTO TONMMepa W Habopa st oOHapyxeHust Ha ocHoBe DAB (HaGop mus
obnapyxenuss Leica BOND) B coOTBETCTBUM C MHCTPYKLMSMH IPOU3BOAUTENS. Pe3yiabraTs
nokasanel Ha Purype 13.

[0621] B Tkanu manueHTOB ¢ Oone3Hbro Aublireiimepa 3D6 CBs3bIBaeT XapaKTepHBIE
NAaTOJIOTUYECKUE TPHU3HAKK Tay, BKJIKOYas HelpopuOpuuisapHble KIyOKH, a TaKxke
auctpodudeckue HelipuTel. Kpome Toro, 3D6 cBs3bIBaET PaCTBOPUMBII BHYTPHKJIETOYHBIHN Tay,
00 5TOM CBUZIETENIbCTBYET OKPAIINBAHUE HOPMAJIbHOM 3J0POBOI KOHTPOJIbHOW TKaHH.

[0622] IIpumep 16 3D6 Mbliiu CBSI3bIBAET PACTBOPUMBIE arperaThl Tay, UCCIEAOBAHUS C
IIpUMEHeHHeM mMacc-criekTpoMeTpur ciiuBku MALDI ¢ Bbicoko# Maccoii.

[0623] Urobsl onpenenuts, cesi3biBaeT i 3D6 onHy uimu Oonee cyObeawHMI Tay, AJIS
OLIEHKH CTEXHMOMETPHH CBSI3bIBAHUS MCIONb30BAIN U Macc-criekTpomerpuro cuimBkd MALDI c
BbICOKON Maccoil. CimBka TMO3BOJNsSIET NPOBOAUTH NPSMON aHAINW3 HEKOBAJIEHTHOIO
B3aumozeiicteus. [lyrem cmemmBanus oOpasua Oenka, COAEpPIKALIEro HEKOBAJIECHTHbIE
B3aumozeiicTeus, co cmuparomei cmecreio (Bich, C et al. Anal. Chem., 2010, 82 (1), pp 172—

179), wmoxHO crnenuduuecku OOHAPYKUTh HEKOBAJIEHTHBIE KOMIUIEKCHI C  BBICOKOH
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qyBCTBUTEIBHOCTHIO. B 3TOM aHanmse Obu1o mpoBepeHo B3anmozeiicteue 3D6 ¢ pacTBOpUMBIMU
arperatamMu Tay. PacTBOopuMBIEe arperaTbl Tay INOJydYadu HHKyOauuel peKOMOMHAHTHOTO
MOJIHOPA3MEPHOIO Tay € 3KBUMOJISIPHBIMU KOJIMYECTBAMU HU3KOMOJIEKYJIIPHOTO TelaphHa B
teueHue 3 e npu 37 °C. Ilocne nHKyOaLMyu HEPACTBOPUMBIN U PACTBOPUMBII Tay OTAEISUIN
ueHtpudyruposanuemM npu 10 000 g B TedeHue 15 MuHYT. 3aTeM CyHepHATaHT pa3iessiIH
NpernapaTUBHON 3KCKJIIO3MOHHON Xpomarorpaduei, coOupanu arperupoBaHHble Uk (Oonee
100 k/Ia) 1 KOHLIEHTPUPOBAJIH.

[0624] 3D6 cMemunBanu ¢ pa3IMYHBIMA COOTHOLIEHUSIMUA PAaCTBOPUMOIO Tay-arperara u
oOHapy:KMBaM ¢ MOMOIIbI Macc-criektpomeTpurn MALDI ¢ Bbicokoii maccoii. Kpome Toro,
ObUIM TIPOBENEHBbl KOHTPOJIbHBIE SKCIEPUMEHThI C OTAENbHBIMA KOMIIOHEHTAMH, YTOOBI
o0ecreYnTh MPABIIIbHYI0 MAPKUPOBKY OOHAPYKEHHBIX MUKOB. AHAIN3 MPOBOIIIH B JINHEHHOM
NOJIOXKUTEIBHOM pekuMe ¢ moxyseM B3aumozeiicteuss HM4 (CovalX) co cranmapTHbIM
a30THBIM J1a3zepoM, ¢ (OKyCHpOBKOH Ha auana3zone macc 0-1500 x/la.

[0625] PesynbraTel moka3ansl Ha Purype 14. B KOHTpONBHBIX pe3ynabpTaTax (HECIIUTHIX
o0pa3uoB) oOHapyKeHbl Kak Tay, Tak u 3D6 kak oraenpHble equaULBl 40,93 n 146,938 x/la,
cooTBeTcTBeHHO. OJHAKO Ipu CIIMBaHMM MUK aHTUTena anst 3D6 wucueszaer, Torma Kak
MOSIBJISIFOTCA [1BA HOBBIX IUKA, NpeACTaBsomux 3D6, B3auMOAEHCTBYOIUE C OOHUM U ABYMs
anTureHamu (mpu 194,788 u 228,963, coorBercTBeHHO.) Kak 00Hapy)keHO NP HAJOKEHUH, TTHK
3D6 npu 146,938 k/la 3aMeTHO OTCYTCTBYET B CIIUTBIX O0Opa3lax. TH AaHHbIE MPENIONAraroT,
yTt0 3D6 OueHb MPOYHO CBSA3BIBAECT PACTBOPUMBIE arperarel Tay M OCYLIECTBISIET 3TO
MIOCPEACTBOM CBSI3BIBAHUSI OHOIO UJIU ABYX KOMILIEKCOB Ha OHO aHTUTEJIO.

[0626] ITpumep 17 3D6 bl mpepbIBaeT 0Opa3oBaHUE 3ePEH Tay B MOJENU MAaTOJOTHH
Oosie3Hu AnbLreiMepa in vivo.

[0627] CnocobHocTs 3D6 mpepriBaTh 00pa3oBaHue Tay OblIa MCCIEOBaHA HA MOJIEIH
pacripoctpaHenus natojoruu bA in vivo. [TaTonorudeckue 3epHa Mmoyydanu ¢ UCMOJIb30BAHUEM
rOoMOreHaToB cTBOJIa Mo3ra MbImeit hTauP301L Ha KOHEYHO CTaTUU MITH KOHTPOJIbHBIX MBIIIEH
auKoro tuna. YtoObl BBI3BATh MATOJIOTHIO, 3€PHA BBOAMJIM B OJHY CTOPOHY B THIIOKamIm 3,5-
MECSYHBIX MBIIIEH, 3a70Jro IO Hadajla MPOrpecCUpPOBAHUs €CTECTBEHHOW maTonorud. YroOsl
IPOBEPUTH CITIOCOOHOCTb AHTUTEJ BIUATH HA OOPa30BaHKE 3€PEH Tay, AHTUTEJNA NPEIBAPUTEIHHO
MHKYOHpOBaNu mepen uHbekuued. Uepes oauH Mecs KOJMYECTBO 3€PEH Ha MIICHUIIATEPabHON
CTOpPOHE MBILIEN OLIEHUBAJIM 0 UMMyHOpeakTUBHOCTH AT8; onpenensnu KoIu4ecTBO HEHPOHOB
Ha Cpe3€ B TMIINOKaMIIE.

[0628] Pesynbrarhl mokazaHbl Ha Purype 15. Ilo cpaBHeHHIO € H30TUIMYECKUM
KOHTPOJIEM, INpenBapUTeNIbHas MHKyOalus 3epeH Tay ¢ 3D6 cMmoria 3HaYUTEIbHO YMEHBIIUTH

KOJINYECTBO 3€PCH, O6H&py>l(eHHbIX y MBIITIeH Hepe3 OAUH MECAL, YTO CBUACTCIIBCTBYET O
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NPEepPbIBAHUN MHTEPHAIU3aLUU Tay MPOKCHUMAJIbHO OT MECTa MHBEKLUHU U MPEANOJaraer, uTo
3D6 MoxeT yXyamaTh NOTJIOIIEHUE U YBEJIUYEHUE KOJIMYECTBA Tay.

[0629] IIpumep 18 3D6 wMbliM M TyYMaHU3UPOBaHHBIE BapUAHTHI MPEPBIBAIOT
B3aMMOJIEHICTBUE TAY C FEMAapUHOM in Vitro.

[0630] Heckonbko HcCIeNOBaHUI IMOKA3bIBAKOT, YTO WHTEPHAIM3aLUsl Tay B KIJIETKU
OMOCPENYyeTCsl HaudajdbHbIM B3aUMOACHCTBHEM Tay C IOBEPXHOCTHO-aCCOLMUPOBAHHBIMU
renapuHCcyiabdaTtHeiMu  nporeornukaHamMu (HSPG), u 4uto 3T0 B3auMomelCTBHE SBISETCS
BOKHBIM HAYaJbHBIM 3TATOM, BEAYLIMM K MOTJIOIIEHUIO, OOPA30BAHUIO 3€PEH U PA3MHOKEHHIO
tay-Oenka (Holmes et al., PNAS, 110(33), 2013; Katsinelos et al., Cell Rep, 23, 2018).
CrnenoBarenbHO, ONAronmpUATHBIM CBOWCTBOM TEPANEBTHYECKOTO AHTHTENIA MPOTHB Tay OyneT
CHOCOOHOCTh OJIOKMPOBATh B3aMMOJEHCTBHE MEXIYy Tay W TeMapruHOM, KOTOPOE MOXKET
IIPUCYTCTBOBAThH HAa MOBEPXHOCTH KJIETOK.

[0631] YUrobbl mpoBEepUTH CIOCOOHOCTh MBIITMHOTO U T'YMaHU3HPOBAHHOTO BapUAHTOB
3D6 mnpepsiBaTh B3auMOAelcTBHE Tay ¢ remnapuHoM, muaHmersl s ELISA, nokpeiteie
HU3KOMOJIEKYJISIPHBIM TemapuHOM, cHadana Omokuposanu 2% BSA B PBS B Teuenue 2 yacos
npu KOMHaTHON Temneparype. Ilnanmerst npombBanu mnocpenctsoM TBST. TIlocne
ONOKMPOBaHUS IUIAHLIETHI HMHKYOWpOBa M € OHOTHHWIMPOBAHHBIM PEKOMOWHAHTHBIM Tay
BMECTEe C YKa3aHHBIMHU KOHIEHTpaLUsiMH HemedeHoro aHturena B 1% BSA/PBS B Teuenue
OTHOTO 4Yaca MNpU KOMHATHON Temneparype. IlnaHimeTel cHOBa NpOMBIBANIH, U 3aTEM
uHKyOunposanu co crpentaBuanH-HRP B 0,1% BSA/PBS B Teuenue 45 MunyT. 3aTeM MiaHIIEThI
NPOMBIBAIN U MPOsABIsUIUA ¢ nomoupto OPD, ontuyeckyro miuoTHOCTh u3Mepsan npu 490 HM.
KpuBble  MHrHOMpPOBAaHUS  AQHANM3HPOBAIM  C  HCIIOJAb30BAHHEM  4-TlapaMeTpuuecKon
JorapuMUIECKOH anmpoKCUMALIHH.

[0632] PesynbraTel mokaszanel Ha Purype 16 u B Tabmuue 19. Mpimum, a Taxxke obe
ryMaHu3upoBaHHble (Gopmbl 3D6, mpoTecTHpOBaHHBIE B aHAIM3E, IMOKA3ajdH CHOCOOHOCTH
OJIOKMPOBATh B3aUMOACHCTBHE Tay/T€NapHH, YTO YKa3bIBAET HA TO, 4TO 3mHToN 3D6 BakeH A
3TOTO B3aUMOJEHCTBUS, M YTO aHTUTEJA CIIOCOOHBI HHIHONPOBAaTh JAHHOE B3AMMOJECHCTBHE. JTO
NpPEAroiaraeT CrocOOHOCTh MPEPBIBATh 3aXBaT Tay KJIETKAMU. XOTS BCE NMPOTECTHPOBAHHBIE
aHTUTENAa TIPOSBISIM WHTHOMPYIOLIYIO aKTUBHOCTh, BapuanT hu3D6VHv1bA11/L2-DIM4
COXPAaHsUI aKTUBHOCTD Onke K MbIiHOM opme antutena (IC50 = 4227 nM no cpaBHEHHIO C
409,2 oM nna merimuHOH ¢Gopmer). B ortmmume ot storo, hu3D6VHvVIbA11/hu3D6VLv2
poieMOHCTpUpoBa Oosee HU3KYK HHrubupyromyro aktuBHocth (IC50 = 564,6 mM) mo
cpaBaeHuio ¢ hu3D6VHvV1bA11/L2-DIM4, uto yka3eiBaer Ha 1O, uto hu3D6VHvVIbA11/L2-

DIM4 wumeer Oonee BBICOKYIO CTENEHb COXPAHEHUs] CBOICTB MBIIIMHOIO AaHTUTENA, W



PCT/US2020/020704 155 WO 2020/180819

CBHJIETEJILCTBYET O MOBBbIMIEHNH UHruOupyromeit akrusHocty hu3D6VHV1IbA11/L2-DIM4, n3-
3a BapuaHTOB aMuHOKHUCIOT B CDR nerkoii uemnu.

[0633] Tabmuua 19

AHTHUTENO IC50 (pM)
MbItnHOe 3D6 409,2
hu3D6VHv1bA11/ hu3D6VLv2 564,6
hu3D6VHv1bA11/L2-DIM4 4227

[0634] TIpumep 19 TI'ymanusupoBaHHble BapuaHTbl 3D6 CBs3bIBaOT (HUOPUIIISIPHBIE
dbopmbl Tay

[0635] PexomOuHaHTHBIE Tay-QUOPUIUIBI MONy4Yaaud JUOO TMyTeM HWHKyOamum ¢
SKBUMOJISIPHBIMH KOJINYECTBAMH HU3KOMOJIEKYJSIPHOTO TemapuHa, JHOO ¢ Tay ¢ 4-IOBTOpaMu
(«pubprsApHBIN Tay»), TMOO C TOMOIIBIO BBIPAIIUBAHKS C 3aTPABKOH Tay ¢ 3 U 4 MOBTOpaMu
(«cmemannble ¢uOpmby). Tay wHKyOupoBanu B TeueHue 3-5 mued mpu 37 °C. Jns
BbIZeNIeHNs] (PUOPHIUT MOATOTOBIEHHBIE 00pasubl yibTpaueHTpudyruposanu npu 100000 g B
tedeHue 30 MUHYT. ['paHysbl peCcyCrieHAUPOBAIN B UCXOIHOM O0bEMeE Mepe]] XpaHEHUEM TpH -
80 °C mepen UCHIOIB30BAHUEM.

[0636] Ilnanmersr ans ELISA mnokpbiBamu mpenBapuTenbHO  C(OPMHUPOBAHHBIMU
¢ubpmmnamu (B teuenne Houn npu 4 °C B 50 MM kapOonatHo-OukapboHatHOM Oydepe, pH
9,6), mpomeiBaiu u Onokuposamu 1% BSA B PBS. Ilocne OnokupoBaHMs IJIAHIIETHI
MHKYOUPOBAJIM C YKa3aHHBIMU KOHLIEHTPALMSIMU OMOTHHIIIPOBAHHOTO MIEPBUYHOTO aHTHTENA B
0,1% BSA/PBS B Teuenue 1 yaca mpu KOMHaTHOH Temmepartype. IlnaHImeTs! mpoMbIBaIu U
3areM uHKyOHMpoBaiu co crpentaBuauH-HRP B 0,1% BSA/PBS B Teuenue 45 munyT. 3atem
IUTAHLIETH MPOMBIBATM U MposBisIN ¢ nomoinbo OPD, mornomenue msmepsinu npu 490 HM.
KpuBble  CBsI3bIBAaHMSI ~ QHAJM3UPOBAIM €  HCIOJB30BAaHHEM  4-TIapaMeTpHUECKOU
JorapupMUIECKOH anmpoKCUMALIHH.

[0637] Pesyabrarel noka3ansl Ha urype 17 u B Tabmuue 20. OGe rymMaHU3UPOBAHHBIE
¢dopmbl 3D6, uccrenoBaHHBIE B aHAIN3E, MOKA3AIH CUJIBHOE CBS3bIBAaHUE ¢ (PUOPHILISIPHBIMU
¢dopmamu Tay, HE3aBHCUMO OT TOTO, conepskar i Gpudpmuisl Tonpko Tay 4R nnm oba tay 3R u
4R. Bapuant hu3D6VHvV1bA11/L2-DIM4 mnoka3an mNpennoyTeHne CBSA3BIBAHHA C OOOMMH
Bunamu (EC50 = 191,8 nM) no cpasrenuto ¢ hu3D6VHv1bA11/hu3D6VLv2 (EC50 = 236,7
nM), 4TO yKa3bIBaeT Ha yJy4YIIeHHe cBs3piBaromeil criocooHoctn hu3D6VHvV1IbA11/L2-DIM4
M3-3a BapuaHTOB aMUHOKHUCIOT B CDR nerkoit nemnu.

[0638] Tabmnuua 20
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AHTHUTENO Ces3pBanue ¢ pudpmutamu 4R Tay: EC50 (mM)
hu3D6VHv1bA11/L2-DIM4 191,8
hu3D6VHv1bA11/ hu3D6VLv2 236,7

[0639] IIpumep 20 UnmoctpaTusHbie CDR
[0640] UmmroctpaTtuBHbie CDR — aHTHUTE COTJIACHO  HACTOSIIEMY  HM300PETEHHUIO

npezacrasieHbl B Tabmuue 21.

[0641] Tabmuua 21: Unmoctparusabie CDR

CDR u AMHHOKHCIIOTHAs SEQ IIpumepnas VH unu VL, B
onpeneneHue nocnenosarenbHocTe CDR ID KoTOphIX npucyrcteyer CDR
NO:
HCDRI1 no GFNIKDYYLH 8 MmbimnuHas 3D6 VH
Ks6oty/Yorna
HCDR2 1o WIDPENGDTVYDPKFQG |9 mbimuHas 3D6 VH
Kaboty
HCDR3: no LDF 10 mbimnHasg 3D6 VH
Kaboty
LCDRI1 no KSSQSLLDSDGKTYLN 12 mbimuHas 3D6 VL
Kaboty
LCDR2 no LVSKLDS 13 mblmuHas 3D6 VL
Kaboty
LCDR3: o WQGTHFPYT 14 mbimuHas 3D6 VL
Kaboty
CDR-HI no DYYLH 32 MmbitnHas 3D6 VH
Kaboty
CDR-HI no GFNIKDY 33 MmbimnHas 3D6 VH
Yorua
CDR-H2 no DPENGD 34 MmbiminHas 3D6 VH
Yorua
CDR-H2 AbM | WIDPENGDTV 35 Mouse 3D6 VH
CDR-L1 cornacuo | KTYLNWL 36 MmbinHas 3D6 VL
KOHTaKTHOMY
OTIpeAENICHUIO




PCT/US2020/020704

157

WO 2020/180819

Ks6oty-Hotna

CDR u AMHHOKHCIIOTHAs! SEQ IIpumepnas VH unu VL, B
onpeneneHue nocneposarenbHocTe CDR ID KoTOpbIX npucyrcTByer CDR
NO:
CDR-L2 cornacuo | RLIYLVSKLD 37 MmbinHas 3D6 VL
KOHTAKTHOMY
OTIPEAEICHUIO
CDR-L3 cornacuo | WQGTHFPY 38 MbimuHas 3D6 VL
KOHTAKTHOMY
oTpeeNeHUI0
CDR-HI1 C KDYYLH 39 MmbitnHas 3D6 VH
COTJIaCHO
KOHTAKTHOMY
OTpeieNIeHUI0
ontact
CDR-H2 WIGWIDPENGDTV 40 mpimHas 3D6 VH
COTJIaCHO
KOHTAKTHOMY
OTIpeAENICHUIO
CDR-H3 STLD 41 mbinHas 3D6 VH
COIJIaCHO
KOHTAKTHOMY
OTIPEAETICHUIO
CDR-HI1 o GFTIKDYYLH 42 hu3D6VHVS,
Kas6oty-Hotua hu3D6VHvV1IbA11B6G2,
CDR-H1 hu3D6VHv1bA11B6H3,
hu3D6VHvle u hu3D6VHv1{
CDR-H2 no WIDPEDGDTVYAPKFQG | 43 hu3D6VHVS n
Ks6oty hu3D6VHv1bA11B6H3
CDR-HI1 mno GFNFKDYYLH 58 hu3D6VHIc
Ks6oty-Hotna
CDR-H1 mno GYTFTIDYYLH 59 hu3D6VHv1d, hu3D6VHv3c u
Ks6oty-Hotna hu3D6VHv4c
CDR-H1 no GYNFKDYYLH 60 hu3D6VHv3b n hu3D6VHv4b
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CDR u AMHHOKHCIIOTHAs! SEQ IIpumepnas VH unu VL, B
onpeneneHue nocneposarenbHocTe CDR ID KoTOpbIX npucyrcTByer CDR
NO:
CDR-H2 no WVDPEDGDTVYAPKFQG | 61 hu3D6VHv1bA11B6G2
Ks6oty
CDR-H2 no WIDPENGDTVYDEKFQG | 62 hu3D6VHvlc, hu3D6VHvV3b u
Ks6ory hu3D6VHv4b
CDR-H2 no WVDPEDGDTVYAEKFQG | 63 hu3D6VHv1d, hu3D6VHvf,
Kaboty hu3D6VHv3¢ u hu3D6VHv4c
CDR-H2 no WIDPENGDTVYAEKFQG | 64 hu3D6VHvle
Kaboty
CDR-H3 mno LDY 65 hu3D6VHv1f
Kaboty
Cormnacuo GLNIKDYYIH 67 mbimuHast 6A10 VH
CBOJHOMY
OTIPENIEIEHUIO
Ks6oTta-Hotna
CDR-H1
CDR-H2 no WIDPENDDTEYAPKFQG | 68 mbimmHasg 6A10 VH
Kaboty
CDR-H3 no LDY 69 MmbimuHast 6A10 VH
Kaboty
CormnachHo GFTIKDYYLH 86 hu3D6VHvb4 u hu3D6VHvbS
CBOJHOMY
OTIPENEIEHUIO
Ks6ota-Horna
CDR-H1
CDR-H2 o WIDPENGDTIYDPKFQG | 87 hu3D6VHvb3 n hu3D6VHvb4
Kaboty
CDR-H2 no WIDPEDGETIYDPKFQG 88 hu3D6VHvbS
Kaboty
CDR-L1 no RSSQSLLDSDGKTYLN 89 hu3D6VLvb3

Kabory




Kabory

PCT/US2020/020704 159 WO 2020/180819
CDR u AMHHOKHCIIOTHAs! SEQ IIpumepnas VH unu VL, B
onpeneneHue nocneposarenbHocTe CDR ID KoTOpbIX npucyrcTByer CDR
NO:
CDR-H2 no WIDPEDGETVYDPKFQG | 92 hu3D6VHvb6 n hu3D6VHvb7
Ks6oty
CDR-H2 no WIDPENGDTVYEPKFQG | 149 h3D6VHvb8 n h3D6VHvVbHI
Kabory
CDR-L2 no LVSKDDS 150 hu3D6VLv2 L54D u
Ka6oty hu3D6VLv2 L37Q L54D
CDR-L2 no LVSKGDS 151 hu3D6VLv2 L54G u
Ks6oty hu3D6VLv2 L37Q L54G
CDR-L2 no LVSKNDS 152 hu3D6VLv2 L54N
Kaboty
CDR-L2 no LVSKEDS 153 hu3D6VLv2 L54E n
Ks6oty hu3D6VLv2 L37Q L54E
CDR-L2 no EVSKLDS 154 hu3D6VLv2 L50E
Kaboty
CDR-L2 no LVSKQDS 155 hu3D6VLv2 L54Q
Kabory
CDR-L2 no DVSKLDS 156 hu3D6VLv2 L50D u
Ks6oty hu3D6VLv2 L37Q L50D
CDR-L2 no LVSKKDS 157 hu3D6VLv2 L54K
Kabory
CDR-L2 no LVSKRDS 158 hu3D6VLv2 L54R u
Ka6oty hu3D6VLv2 L37Q L54R
CDR-L2 no LVSKTDS 159 hu3D6VLvV2 L54T u
Ks6oty hu3D6VLv2 L37Q L54T
CDR-L2 no GVSKLDS 160 hu3D6VLv2 L50G u
Ks6oty hu3D6VLv2 L37Q L50G
CDR-L2 no LVSKVDS 161 hu3D6VLv2 L54V
Kaboty
CDR-L2 no LVSKSDS 162 hu3D6VLv2 L54S
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CDR u AMHHOKHCIIOTHAs! SEQ IIpumepnas VH unu VL, B
onpeneneHue nocneposarenbHocTe CDR ID KoTOpbIX npucyrcTByer CDR
NO:
CDR-L2 no LVGKLDS 163 hu3D6VLv2 S52G u
Ks6oty hu3D6VLv2 L37Q S52G
CDR-L2 no VVSKLDS 164 hu3D6VLv2 L50V
Kabory
CDR-L2 no GVSKRDS 165 | hu3D6VLv2 L37Q L50G _L54R
Kaboty u hu3D6VLv2
L37Q L50G L54R_G100Q
CDR-L2 no GVSKGDS 166 | hu3D6VLv2 L37Q L50G L54G
Kaboty u hu3D6VLv2
L37Q _L50G _L54G_G100Q
CDR-L2 no LVGKGDS 167 | hu3D6VLv2 L37Q_S52G L54G
Kaboty
CDR-L2 no LVGKRDS 168 | hu3D6VLv2 L37Q S52G_L54R
Kaboty u hu3D6VLv2
L37Q_S52G L54R_G100Q
CDR-L2 no LVGKTDS 169 | hu3D6VLv2 L37Q S52G L54T
Kaboty
CDR-L2 no LVGKDDS 170 | hu3D6VLv2 L37Q S52G L54D
Kaboty u hu3D6VLv2
L37Q _S52G _L54D_G100Q
CDR-L2 DVSKGDS 171 B hu3D6VLv2
L37Q L50D L54G u
hu3D6VLv2
L37Q L50D L54G_G100Q
CDR-L2 no DVSKRDS 172 | hu3D6VLv2 L37Q L50D L54R
Kaboty u hu3D6VLv2
L37Q L50D L54R_G100Q
CDR-L2 no EVSKGDS 173 | hu3D6VLv2 L37Q LSOE L54G
Kaboty
CDR-L2 no EVSKRDS 174 | hu3D6VLv2 L37Q L50E L54R
Kaboty
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CDR u AMHHOKHCIIOTHAs! SEQ IIpumepnas VH unu VL, B
onpeneneHue nocneposarenbHocTe CDR ID KoTOpbIX npucyrcTByer CDR
NO:
CDR-L2 no VVSKDDS 175 hu3D6VLv2
Ka6ory L37Q L50V_L54D G100Q

Ilepeuyens nocnenoBaTeNbHOCTEN

[0642] P10636-8 (SEQ ID NO:1)

MAEPRQEFEVMEDHAGTYGLGDRKDQGGYTMHQDQEGDTDAGLKESPLQTPT
EDGSEEPGSETSDAKSTPTAEDVTAPLVDEGAPGKQAAAQPHTEIPEGTTAEEAGIGDTP
SLEDEAAGHVTQARMVSKSKDGTGSDDKKAKGADGKTKIATPRGAAPPGQKGQANAT
RIPAKTPPAPKTPPSSGEPPKSGDRSGYSSPGSPGTPGSRSRTPSLPTPPTREPKKVAVVRT
PPKSPSSAKSRLQTAPVPMPDLKNVKSKIGSTENLKHQPGGGKVQIINKKLDLSNVQSKC
GSKDNIKHVPGGGSVQIVYKPVDLSKVTSKCGSLGNIHHKPGGGQVEVKSEKLDFKDR
VQSKIGSLDNITHVPGGGNKKIETHKL TFRENAKAKTDHGAEIVYKSPVVSGDTSPRHLS
NVSSTGSIDMVDSPQLATLADEVSASLAKQGL

[0643] P10636-7 (SEQ ID NO:2)

MAEPRQEFEVMEDHAGTYGLGDRKDQGGYTMHQDQEGDTDAGLKESPLQTPT
EDGSEEPGSETSDAKSTPTAEAEEAGIGDTPSLEDEAAGHVTQARMVSKSKDGTGSDDK
KAKGADGKTKIATPRGAAPPGQKGQANATRIPAKTPPAPKTPPSSGEPPKSGDRSGYSSP
GSPGTPGSRSRTPSLPTPPTREPKKVAVVRTPPKSPSSAKSRLQTAPVPMPDLKNVKSKIG
STENLKHQPGGGKVQIINKKLDLSNVQSKCGSKDNIKHVPGGGSVQIVYKPVDLSKVTS
KCGSLGNIHHKPGGGQVEVKSEKLDFKDRVQSKIGSLDNITHVPGGGNKKIETHKLTFR
ENAKAKTDHGAEIVYKSPVVSGDTSPRHLSNVSSTGSIDMVDSPQLATLADEVSASLAK
QGL

[0644] P10636-6 (4RON Tay uenoseka) (SEQ ID NO:3)

MAEPRQEFEVMEDHAGTYGLGDRKDQGGYTMHQDQEGDTDAGLKAEEAGIGD
TPSLEDEAAGHVTQARMVSKSKDGTGSDDKKAKGADGKTKIATPRGAAPPGQKGQAN
ATRIPAKTPPAPKTPPSSGEPPK SGDRSGY SSPGSPGTPGSRSRTPSLPTPPTREPKKVAVV
RTPPKSPSSAKSRLQTAPVPMPDLKNVKSKIGSTENLKHQPGGGKVQIINKKLDLSNVQS
KCGSKDNIKHVPGGGSVQIVYKPVDLSKVTSKCGSLGNIHHKPGGGQVEVKSEKLDFK
DRVQSKIGSLDNITHVPGGGNKKIETHKLTFRENAKAKTDHGAEIVYKSPVVSGDTSPR
HLSNVSSTGSIDMVDSPQLATLADEVSASLAKQGL

[0645] P10636-5 (SEQ ID NO:4)
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MAEPRQEFEVMEDHAGTYGLGDRKDQGGYTMHQDQEGDTDAGLKESPLQTPT
EDGSEEPGSETSDAKSTPTAEDVTAPLVDEGAPGKQAAAQPHTEIPEGTTAEEAGIGDTP
SLEDEAAGHVTQARMVSKSKDGTGSDDKKAKGADGKTKIATPRGAAPPGQKGQANAT
RIPAKTPPAPKTPPSSGEPPKSGDRSGYSSPGSPGTPGSRSRTPSLPTPPTREPKKVAVVRT
PPKSPSSAKSRLQTAPVPMPDLKNVKSKIGSTENLKHQPGGGKVQIVYKPVDLSKVTSK
CGSLGNIHHKPGGGQVEVKSEKLDFKDRVQSKIGSLDNITHVPGGGNKKIETHKLTFRE
NAKAKTDHGAEIVYKSPVVSGDTSPRHLSNVSSTGSIDMVDSPQLATLADEVSASLAKQ
GL

[0646] P10636-4 (SEQ ID NO:5)

MAEPRQEFEVMEDHAGTYGLGDRKDQGGYTMHQDQEGDTDAGLKESPLQTPT
EDGSEEPGSETSDAKSTPTAEAEEAGIGDTPSLEDEAAGHVTQARMVSKSKDGTGSDDK
KAKGADGKTKIATPRGAAPPGQKGQANATRIPAKTPPAPKTPPSSGEPPKSGDRSGY SSP
GSPGTPGSRSRTPSLPTPPTREPKKVAVVRTPPKSPSSAKSRLQTAPVPMPDLKNVKSKIG
STENLKHQPGGGKVQIVYKPVDLSKVTSKCGSLGNIHHKPGGGQVEVKSEKLDFKDRV
QSKIGSLDNITHVPGGGNKKIETHKLTFRENAKAKTDHGAEIVYKSPVVSGDTSPRHLSN
VSSTGSIDMVDSPQLATLADEVSASLAKQGL

[0647] P10636-2 (SEQ ID NO:6)

MAEPRQEFEVMEDHAGTYGLGDRKDQGGYTMHQDQEGDTDAGLKAEEAGIGD
TPSLEDEAAGHVTQARMVSKSKDGTGSDDKKAKGADGKTKIATPRGAAPPGQKGQAN
ATRIPAKTPPAPKTPPSSGEPPKSGDRSGY SSPGSPGTPGSRSRTPSLPTPPTREPKKVAVV
RTPPKSPSSAKSRLQTAPVPMPDLKNVKSKIGSTENLKHQPGGGKVQIVYKPVDLSKVTS
KCGSLGNIHHKPGGGQVEVKSEKLDFKDRVQSKIGSLDNITHVPGGGNKKIETHKLTFR
ENAKAKTDHGAEIVYKSPVVSGDTSPRHLSNVSSTGSIDMVDSPQLATLADEVSASLAK
QGL

[0648] SEQ ID NO:7; amunokucnoTHas mocyienoarenbHocTh VH mbimunoro 3D6:

EVQLQQSGADLVRPGALVKLSCKASGFNIKDYYLHWVRQRPEQGLEWIGWIDPE
NGDTVYDPKFQGKATITADTSSNTAYLQLGSLTSEDTAVYFCSTLDFWGQGTTLTVSS

[0649] SEQ ID NO:8; HCDR1 no Ks6oty/Yorua:

GFNIKDYYLH

[0650] SEQ ID NO:9; HCDR2 no Ka6oty:

WIDPENGDTVYDPKFQG

[0651] SEQ ID NO:10; HCDR3 1o Ka6orty:

LDF

[0652] SEQ ID NO:11; amuHOKUCIOTHAs HoCaeA0BaTeNbHOCTh VL MblnHOro 3D6:
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DVVMTQTPLTLSVTIGQPASISCKSSQSLLDSDGKTYLNWLLQRPGQSPKRLIYLV
SKLDSGVPDRFTGSGSGTDFTLKISRVEAEDLGVYYCWQGTHFPYTFGGGTKLEIK

[0653] SEQ ID NO:12; LCDR1 mpiuu o Ka6ory:

KSSQSLLDSDGKTYLN

[0654] SEQ ID NO:13; LCDR2 wmbiuu o Ka6ory:

LVSKLDS

[0655] SEQ ID NO:14; LCDR3 wmbiuu o Kabory:

WQGTHFPYT

[0656] SEQ ID NO:15; hu3D6VHv1:

EVQLVQSGAEVVRPGALVKVSCKASGFNIKDYYLHW VRQAPEQGLEWIGWIDP
ENGDTVYDPKFQGKATITADTSTNTAYLQLSSLTSEDTAVYFCSTLDFWGQGTLVTVSS

[0657] SEQ ID NO:16; hu3D6VHv2:

EVQLVQSGAEVKKPGASVKVSCKVSGFNIKDYYLHWVRQAPEQGLEWMGWID
PENGDTVYDPKFQGRVTITADTSTNTAYMELSSLTSEDTAVYYCSTLDFWGQGTLVTVS
S

[0658] SEQ ID NO:17; hu3D6VHv1b:

EVQLVQSGAEVVRPGALVKISCKASGFNIKDYYLHWVRQRPEQGLEWIGWIDPE
NGDTVYDPKFQGKATITADTSTNTAYLQLGSLTSEDTAVYFCSTLDFWGQGTLVTVSS

[0659] SEQ ID NO:18; hu3D6VHvI1bA11:

EVQLVQSGAEVVKPGATVKISCKASGFNIKDYYLHWVRQRPGQGLEWIGWIDPE
NGDTVYDPKFQGRATITADTSTDTAYLQLGSLTSEDTAVYFCSTLDFWGQGTLVTVSS

[0660] SEQ ID NO:19; hu3D6VHVS:

EVQLVQSGAEVVKPGATVKISCKASGFTIKDYYLHW VRQRPGQGLEWIGWIDPE
DGDTVYAPKFQGRATITADTSTDTAYLQLGSLTSEDTAVYFCSTLDFWGQGTLVTVSS

[0661] SEQ ID NO:20; hu3D6VLv1:

DVVMTQSPLSLSVTLGQPASISCKSSQSLLDSDGKTYLNWLLQRPGQSPKRLIYL
VSKLDSGVPDRFSGSGSGTDFTLKISRVEAEDVGVYYCWQGTHFPYTFGGGTKLEIK

[0662] SEQ ID NO:21; hu3D6VLv2:

DVVMTQSPLSLPVTLGQPASISCKSSQSLLDSDGKTYLNWLLQRPGQSPRRLIYL
VSKLDSGVPDRFSGSGSGTDFTLKISRVEAEDVGVYYCWQGTHFPYTFGGGTKLEIK

[0663] SEQ ID NO:22; hu3D6VLv3:

DVVMTQSPLSLPVTLGQPASISCKSSQSLLDSDGKTYLNWLLQRPGQSPRRLIYL
VSKLDSGVPSRFSGSGSGTDFTLKISRVEAEDVGVYYCWQGTHFPYTFGGGTKLEIK

[0664] SEQ ID NO:23; hu3D6VLv4:
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DIVMTQTPLSLSVTIGQPASISCKSSQSLLDSDGKTYLNWLLQKPGQSPKRLIYLV
SKLDSGVPDRFSGSGSGTDFTLKISRVEAEDVGVYYCWQGTHFPYTFGGGTKLEIK

[0665] SEQ ID NO:24 ; BapuaOenbHbIii akuentop Tsxkenoi nenu Acc.# BAC01986.1

QVQLQQSGAEVKKPGSSVKVSCKASGGTFGSYAISWVRQAPGQGLEWMGRIIPI
LGIATYAQKFQGRVTITADKSTSTAYMDLSSLRSEDTAVYYCARGKGEFEGMDVWGQG
TTVTVSS

[0666] SEQ ID NO:25 ; BapuabenbHbIii akuenTop Tsokenoi nenu Acc.# IMGT# IGHV1-
69-2*01

EVQLVQSGAEVKKPGATVKISCKVSGYTFTDYYMHWVQQAPGKGLEWMGLVD
PEDGETIYAEKFQGRVTITADTSTDTAYMELSSLRSEDTAVYYCAT

[0667] SEQ ID NO:26
IMGT#IGKJ1*01

QHWGQGTLVTVSS

[0668] SEQ ID NO:27; BapuabenbHbiii akuenTop jerkod uenu Acc. # IMGT#IGKV2-
30*02 Acc. # IMGT#IGKV2-30*02

DVVMTQSPLSLPVTLGQPASISCRSSQSLVHSDGNTYLNWFQQRPGQSPRRLIYK
VSNRDSGVPDRFSGSGSGTDFTLKISRVEAEDVGVYYCMQGTHWP

[0669] SEQ ID NO:28 ; BapuaOenbHblIii akuenTop jerkoit uenu Acc. # IMGT#IGKJ2*01

YTFGQGTKLEIK

[0670] SEQ ID NO:29; BapuabenbHblil akuenTop jerkoii uenu Acc. # AAZ09048.1

DVVMTQSPLSLTVTLGQPASISCRSSQSLVYSDGNTYLNWFQQRPGQSPRRLIYR
VSHWDSGVPDRFSGSGSGTDFTLKISRVEAEDVGVYYCMQGTYWPLTFGQGTKLEIK

[0671] SEQ ID NO:30 ; aykneorugHas nocienoBareabHocTh VH mbimuHoro 3D6:

GAGGTTCAGCTGCAGCAGTCTGGGGCTGACCTTGTGAGGCCAGGGGCCTTAG
TCAAGTTGTCCTGCAAAGCTTCTGGCTTCAACATTAAAGACTACTATTTGCACTGGG
TGAGGCAGAGGCCTGAACAGGGCCTGGAGTGGATTGGATGGATTGATCCTGAGAAT
GGTGATACTGTATATGACCCGAAGTTCCAGGGCAAGGCCACTATAACAGCAGACAC
ATCCTCCAATACAGCCTACCTGCAGCTCGGCAGCCTGACATCTGAGGACACTGCCGT
CTATTTCTGTTCTACCCTTGACTTCTGGGGCCAAGGCACCACTCTCACAGTCTCCTCA

BapuadOebHBIM  aKLUENTOp TsbkenoW uenu  Acc.#

2

[0672] SEQ ID NO:31; aykneorunHas nocjaenoBareabHocTb VL mpimuHoro 3D6:
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GATGTTGTGATGACCCAGACTCCACTCACTTTGTCGGTTACCATTGGACAACC
AGCCTCCATCTCTTGCAAGTCAAGTCAGAGCCTCTTAGATAGTGATGGAAAGACATA
TTTGAATTGGTTGTTACAGAGGCCAGGCCAGTCTCCAAAGCGCCTAATCTATCTGGT
GTCTAAACTGGACTCTGGAGTCCCTGACAGGTTCACTGGCAGTGGATCAGGGACAG
ATTTCACACTGAAAATCAGCAGAGTGGAGGCTGAGGATTTGGGAGTTTATTATTGCT
GGCAAGGTACACATTTTCCGTACACGTTCGGAGGGGGGACCAAGCTGGAAATAAAA
CGT

[0673] SEQ ID NO:32; CDR-H1 wmbimu o Kabory

DYYLH

[0674] SEQ ID NO:33; CDR-HI1 mpiu o Yoruna

GFNIKDY

[0675] SEQ ID NO:34; CDR-H2 mpimu o Yoruna

DPENGD

[0676] SEQ ID NO:35; CDR-H2 mbiiim AbM

WIDPENGDTV

[0677] SEQ ID NO:36; CDR-L1 MbIiu cOriacHO KOHTAKTHOMY OMPEIETIECHUIO

KTYLNWL

[0678] SEQ ID NO:37; CDR-L2 mbliu cOriacHO KOHTAKTHOMY OMNPEIETIEHUIO

RLIYLVSKLD

[0679] SEQ ID NO:38; CDR-L3 Mbliu cOriacHO KOHTAKTHOMY ONPENETIeHUI0

WQGTHFPY

[0680] SEQ ID NO:39; CDR-H1 wmbIim corjiacCHO KOHTAaKTHOMY OIpeeIeHHI0

KDYYLH

[0681] SEQ ID NO:40; CDR-H2 wmpiiu corjjacHO KOHTAaKTHOMY OTPEeSIEHUIO

WIGWIDPENGDTV

[0682] SEQ ID NO:41; CDR-H3 wmpiiu corjjacHO KOHTAaKTHOMY OTNPEEIEHUIO

STLD

[0683] SEQ ID NO:42; AnvreprarusHas CDR-HI1 cornacHo Kabory-Uoruna

GFTIKDYYLH

[0684] SEQ ID NO:43; Anvreprarusnbsiii CDR-H2 cornacuHo Kaboty

WIDPEDGDTVYAPKFQG

[0685] SEQ ID NO:44; xoHCeHCyCHass aMMHOKHCJIOTHas mociiefaoBareabHOCTh VH u3
Quryper 2 PCT/IB2017/052544

EVQLVQSGAEVVXPGALVKISCKASGFNIKDYYLHWVRQRPEQGLEWIGWIDPE
NGDTVYDPKFQGXATITADTSTNTAYLQLGSLTSEDTAVYFCSTLDFWGQGTLVTVSS
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[0686] SEQ ID NO:45; koHCEHCyCHasi aMHUHOKMCIIOTHAsl MOCAeaoBaresbHOCTh VL 13
Quryper 3 PCT/IB2017/052544
DVVMTQSPLSLSVTLGQPASISCKSSQSLLDSDGKTYLNWLLQRPGQSPKRLIYL
VSKLDSGVPDRFSGSGSGTDFTLKISRVEAEDVGVYYCWQGTHFPYTFGGGTKLEIKR
[0687] SEQ ID NO:46; hu3D6VHv1bA11B6G2:
EVQLVQSGAEVVKPGATVKISCKASGFTIKDYYLHWVRQRPGKGLEWIGW VDP
EDGDTVYAPKFQGRATITADTSTDTAYLELGSLTSEDTAVYFCSTLDFWGQGTLVTVSS
[0688] SEQ ID NO:47; hu3D6VHv1bA11B6H3:
EVQLVQSGAEVVKPGATVKISCKASGFTIKDYYLHW VRQRPGKGLEWIGWIDPE
DGDTVYAPKFQGRATITADTSTDTAYLELGSLTSEDTAVYFCSTLDFWGQGTLVTVSS
[0689] SEQ ID NO:48; hu3D6VHvlc:
EVQLVQSGAEVKRPGALVKISCKASGFNFKDYYLHWVRQRPEQGLEWMGWIDP
ENGDTVYDEKFQGRVTITADTSTNTAYLQLGSLTSEDTAVYFCSTLDFWGQGTLVTVSS
[0690] SEQ ID NO:49; hu3D6VHv1d:
EVQLVQSGAEVKRPGALVKISCKASGYTFTDYYLHW VRQRPEQGLEWMGWYVD
PEDGDTVYAEKFQGRVTITADTSTNTAYLQLGSLTSEDTAVYFCSTLDFWGQGTLVTVS
S
[0691] SEQ ID NO:50; hu3D6VHvle:
EVQLVQSGADVvVkPGALVKISCKASGFTIKDYYLHWVRQRPEQGLEWIGWIDPE
NGDTVYAEKFQGRVTITADTSTNTAYLeLGSLTSEDTAVYFCSTLDFWGQGTTLTVSS
[0692] SEQ ID NO:51; hu3D6VHv1f:
EVQLVQSGADVVKPGALVKISCKASGFTIKDYYLHWVRQRPGQGLEWIGW VDP
EDGDTVYAEKFQGRVTITADTSTDTAYMELGSLTSEDTAVYFCSTLDYWGQGTTLTVSS
[0693] SEQ ID NO:52; hu3D6VHv3:
EVQLVQSGAEVKKPGATVKISCKVSGFNIKDYYLHWVRQAPGKGLEWMGWIDP
ENGDTVYDPKFQGRVTITADTSTDTAYMELSSLRSEDTAVYYCSTLDFWGQGTLVTVSS
[0694] SEQ ID NO:53; hu3D6VHv3b:
EVQLVQSGAEVKKPGALVKISCKVSGYNFKDYYLHWVRQAPGKGLEWMGWID
PENGDTVYDEKFQGRVTITADTSTNTAYMELGSLRSEDTAVYYCSTLDFWGQGTLVTV
SS
[0695] SEQ ID NO:54; hu3D6VHv3c:
EVQLVQSGAEVKKPGALVKISCKVSGYTFTDYYLHWVRQAPGKGLEWMGWVD
PEDGDTVYAEKFQGRVTITADTSTNTAYMELGSLRSEDTAVYYCSTLDFWGQGTLVTV
SS
[0696] SEQ ID NO:55; hu3D6VHv4:
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EVQLVQSGAEVVKPGATVKISCKVSGFNIKDYYLHWVRQRPGKGLEWIGWIDPE
NGDTVYDPKFQGKATITADTSTNTAYLELGSLTSEDTAVYYCSTLDFWGQGTLVTVSS

[0697] SEQ ID NO:56; hu3D6VHv4b:

EVQLVQSGAEVVKPGALVKISCKVSGYNFKDYYLHW VRQRPGKGLEWMGWID
PENGDTVYDEKFQGRVTITADTSTDTAYLELGSLTSEDTAVYYCSTLDFWGQGTLVTVS
S

[0698] SEQ ID NO:57; hu3D6VHv4c:

EVQLVQSGAEVVKPGALVKISCKVSGYTFTDYYLHW VRQRPGKGLEWMGW VD
PEDGDTVYAEKFQGRVTITADTSTDTAYLELGSLTSEDTAVYYCSTLDFWGQGTLVTVS
S

[0699] SEQ ID NO:58; AnsrepnatuBnbiii CDR-H1 cornacno Ks6ory-Uoruna, (kak B
hu3D6VHIc¢).

GFNFKDYYLH

[0700] SEQ ID NO:59; Ansrepnatunbiii CDR-H1 cornacio Ks6ory-Uorua, (kak B
hu3D6VHv1d, hu3D6VHv3c u hu3D6VHv4c).

GYTFTDYYLH

[0701] SEQ ID NO:60; Ansrepnatuubiii CDR-H1 cornacno Ks6ory-Uorua, (kak B
hu3D6VHv3b u hu3D6VHv4b)

GYNFKDYYLH

[0702] SEQ ID NO:61; AnsrepHaruBubii CDR-H2 cormacHo K»sbory (kak B
hu3D6VHv1bA11B6G2).

WVDPEDGDTVYAPKFQG

[0703] SEQ ID NO:62, AunbrepHaruBHbiii CDR-H2 cormacio K»abory (kak B
hu3D6VHvl1c, hu3D6VHv3b u hu3D6VHv4b.

WIDPENGDTVYDEKFQG

[0704] SEQ ID NO:63; AnprepnatuBnbiii CDR-H2 cormacho K»nboty kak B
hu3D6VHv1d, hu3D6VHv1f, hu3D6VHv3¢c u hu3D6VHv4c).

WVDPEDGDTVYAEKFQG

[0705] SEQ ID NO:64; AnsrepHatuBHbii CDR-H2 cormacHo K»sbory (kak B
hu3D6VHvle).

WIDPENGDTVYAEKFQG

[0706] SEQ ID NO:65; AmnsrepHatuBHbii CDR-H3 cormacHo K»sbory (kak B
hu3D6VHv1f)

LDY

SEQ ID NO:66, BapuabenbHast 00J1aCTh TsKeON 1enu anturena 6A10 mMbiim.
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EVQLQQSGAELVRSGASVKLSCTASGLNIKDYYIHWVKQRPEQGLEWIGWIDPE
NDDTEYAPKFQGRATLTTDTSSNTAYLQLSSLTSEDTAVYYCTPLDYWGQGTSVTVSS

[0707] SEQ ID NO:67, CDR-HI cornacao cBogHoMy omnpeneneHuto Ksbora/Yortua
antutena 6A10 mpiy.

GLNIKDYYIH

[0708] SEQ ID NO:68; CDR-H2 cornacuo Ka6oty antutena 6A10 mbimu.

WIDPENDDTEY APKFQG

[0709] SEQ ID NO:69; Kabat CDR-H3 anturena 6A10 Mbiinu

LDY

[0710] SEQ ID NO:70; Mus VH crpykrypnas marpuna (PDB#1CR9 _H)

KVKLQQSGAELVRSGASVKLSCTASGFNIKDYYIQWVKQRPEQGLEWIGWIDPE
NGNSEYAPRFQGKATMTADTLSNTAYLQLSSLTSEDTAVYYCNADLHDYWGQGTTLT
VSS

[0711] SEQ ID NO:71; xoHCeHCyCHass aMHHOKHCJIOTHas TociieqoBareabHOCTh VH u3
Quryp 4A u 4B u3 PCT/IB2017/052544

EVQLVQSGAEVVKPGALVKISCKASGFNIKDYYLHWVRQRPGQGLEWIGWIDPE
NGDTVYDPKFQGRVTITADTSTNTAYLELGSLTSEDTAVYFCSTLDFWGQGTLVTVSS

[0712] SEQ ID NO:72; Tspxenas uenb XuMepHOro antutena 3D6

EVQLQQSGADLVRPGALVKLSCKASGFNIKDYYLHWVRQRPEQGLEWIGWIDPE
NGDTVYDPKFQGKATITADTSSNTAYLQLGSLTSEDTAVYFCSTLDFWGQGTTLTVSSA
STKGPSVFPLAPSSKSTSGGTAALGCLVKDYFPEPVTVSWNSGALTSGVHTFPAVLQSSG
LYSLSSVVTVPSSSLGTQTYICNVNHKPSNTKVDKKVEPKSCDKTHTCPPCPAPELLGGP
SVFLFPPKPKDTLMISRTPEVTCVVVDVSHEDPEVKFNWYVDGVEVHNAKTKPREEQY
NSTYRVVSVLTVLHQDWLNGKEYKCKVSNKALPAPIEKTISKAKGQPREPQVYTLPPSR
EEMTKNQVSLTCLVKGFYPSDIAVEWESNGQPENNYKTTPPVLDSDGSFFLYSKLTVDK
SRWQQGNVFSCSVMHEALHNHYTQKSLSLSPGK

[0713] SEQ ID NO:73; nerkast nens xumepHoro anturena 3D6

DVVMTQTPLTLSVTIGQPASISCKSSQSLLDSDGKTYLNWLLQRPGQSPKRLIYLV
SKLDSGVPDRFTGSGSGTDFTLKISRVEAEDLGVYYCWQGTHFPYTFGGGTKLEIKRTV
AAPSVFIFPPSDEQLKSGTASVVCLLNNFYPREAKVQWKVDNALQSGNSQESVTEQDSK
DSTYSLSSTLTLSKADYEKHKVYACEVTHQGLSSPVTKSFNRGEC

[0714] SEQ ID NO:74; aMHUHOKHCJIOTHAsl TOCJIENOBATEIbHOCTh CTPYKTYPHONW MOAENHU

BapuabenpHOI obnactu Tsokenoit nenu Acc.# SMYX-VH mSt
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EVQLQQSGAELVRPGSSVKISCKASGYIFNNYWINW VKQRPGQGLEWIGQIYPG
DGDTNYNGKFKGKATLTADKSSSTAYMQLSSLTSEDSAVYFCAREGYIVYWGQGTLVT
VSA

[0715] SEQ ID NO:75; aMHHOKHCIIOTHAsI TIOCIENOBATENbHOCTh BapuabeIpbHOM obiacTu
Tsokenon uenu akuenropa Acc.# 2RCS-VH_huFrwk

QVQLQQSGAELVKPGASVKLSCTASGFNIKDTYMHW VKQRPEQGLEWIGRIDPA
NGNTKYDPKFQGKATITADTSSNTAYLQLSSLTSEDTAVYYCASYYGIYWGQGTTLTVS
S

[0716] SEQ ID NO:76; aMUHOKHCIIOTHAsI TIOCIENOBATENbHOCTh BapuabeabHOM 00nacTu
TSDKEJION ey ryManu3upoBanHoro 3D6 antutena hu3D6VHvb1

QVQLQQSGAELVKPGASVKLSCTASGFNIKDYYLHW VKQRPEQGLEWIGWIDPE
NGDTVYDPKFQGKATITADTSSNTAYLQLSSLTSEDTAVYFCSTLDFWGQGTTLTVSS

[0717] SEQ ID NO:77; aMUHOKHCIIOTHAsI TIOCTIENOBATEIBHOCTh BapuabeabHOM 00iacTu
TSDKEJION ey ryMaHu3upoBaHHoro 3D6 antutena hu3D6VHvb2

EVQLVQSGAEVVKPGASVKISCKASGFNIKDYYLHW VRQRPGKGLEWIGWIDPE
NGDTVYDPKFQGRATITADTSTDTAYLELSSLTSEDTAVYFCSTLDFWGQGTLVTVSS

[0718] SEQ ID NO:78; aMHHOKHCIIOTHAsI TIOCIENOBATEIBHOCTh BapuabeapbHOM o0iacTu
TSDKEJION 1ieny ryMaHu3upoBanHoro 3D6 antutena hu3D6VHvD3

EVQLVQSGAEVVKPGATVKISCKASGFNIKDYYLHWVRQRPGKGLEWIGWIDPE
NGDTIYDPKFQGRATITADTSTDTAYMELSSLRSEDTAVYYCSTLDFWGQGTLVTVSS

[0719] SEQ ID NO:79; aMHMHOKHCIIOTHAsI MTOCIENOBATEIbHOCTh BapuabeabHONH 00IacTH
TSDKEJON Lienu ryMaHusupoBaHHoro 3D6 anturena hu3D6VHvb4

EVQLVQSGAEVVKPGATVKISCKASGFTIKDYYLHW VRQRPGKGLEWIGWIDPE
NGDTIYDPKFQGRVTITADTSTDTAYMELSSLRSEDTAVYYCSTLDFWGQGTLVTVSS

[0720] SEQ ID NO:80; aMUHOKHCIIOTHAsI TIOCIENOBATENBHOCTh BapuadeabHOM 00nacTu
TSDKEJION ey ryMaHu3upoBanHoro 3D6 antutena hu3D6VHvbS

EVQLVQSGAEVVKPGATVKISCKASGFTIKDYYLHW VRQRPGKGLEWIGWIDPE
DGETIYDPKFQGRVTITADTSTDTAYMELSSLRSEDTAVYYCSTLDFWGQGTLVTVSS

[0721] SEQ ID NO:81; aMHHOKHCIOTHAsI TMOCJIENOBATEIbHOCTh CTPYKTYPHOU MOAENH
BapuabenbHOI obnactu nerkoi nermm Acc.# SMYX-VL mSt

DVVLTQTPLTLSVTIGQPASISCKSSQSLLYSNGKTYLNWLLQRPGQSPKRLIYVV
SKLDSGVPDRFTGSGSGTDFTLKISRVEAEDLGVYYCVQGTHFPFTFGSGTKLEIK

[0722] SEQ ID NO:82; aMHHOKHCIIOTHAsI TIOCIENOBATEIBHOCTh BapuabeIbHOM 00iacTu

nerkoi uenu akuentopa Acc.# ARX71335-VL huFrwk
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DVVMTQTPLTLSVTIGQPASISCKSSQSLLYSNGKTYLNWLLQRPGQSPKRLIYLV
SKLDSGVPDRFSGSGSGTDFTLKISRVEAEDLGVHYCEQGTHFPLTFGAGTKLELK

[0723] SEQ ID NO:83; aMHHOKHCIIOTHAsI TIOCIENOBATEIbHOCTh BapuabeabHOM 00acTu
JIETKOM Lenu rymaHu3upoBanHoro 3D6 anturtena hu3D6VLvb1

DVVMTQTPLTLSVTIGQPASISCKSSQSLLDSDGKTYLNWLLQRPGQSPKRLIYLV
SKLDSGVPDRFSGSGSGTDFTLKISRVEAEDLGVHYCWQGTHFPYTFGAGTKLELK

[0724] SEQ ID NO:84; aMHHOKHCIIOTHAsI TIOCIENOBATENIBHOCTh BapuadeabHOM 00NacTu
JIETKOM Lenu rymaHu3upoanHoro 3D6 antutena hu3D6VLvb2

DVVMTQSPLSLSVTLGQPASISCKSSQSLLDSDGKTYLNWLLQRPGQSPKRLIYL
VSKLDSGVPDRFSGSGSGTDFTLKISRVEAEDVGVYYCWQGTHFPYTFGAGTKLEIK

[0725] SEQ ID NO:85; aMUHOKHCIIOTHAsI TIOCTIENOBATEIBHOCTh BapuabeabHOM 00nacTu
JIETKOH Lenu rymaHu3uposanHoro 3D6 antutena hu3D6VLvb3

DVVMTQSPLSLSVTLGEPASISCRSSQSLLDSDGKTYLNWLQQRPGQSPRRLIYLV
SKLDSGVPDRFSGSGSGTDFTLKISRVEAEDVGVYYCWQGTHFPYTFGQGTKLEIK

[0726] SEQ ID NO:86;, aMMHOKHUCJIOTHAas TTOCJIEI0BATEIbHOCT abTepHaTuBHON CDR-
H1 cornacxo cBomHOMy onpenenernto Ksbora-Uorna rymarnsupoanHoro anrurena 3D6 (kak
B hu3D6VHvb4 u hu3D6VHvVDS)

GFTIKDYYLH

[0727] SEQ ID NO:87, aMUHOKHCJIOTHAsI TTOCJIEOBATENbHOCTD ajbTepHaTuBHOM CDR-
H2 rymanusuposannoro antutena 3D6 no Kaboty (kaxk B hu3D6VHvb3 1 hu3D6VHvb4)

WIDPENGDTIYDPKFQG

[0728] SEQ ID NO:88; aMHHOKHCIIOTHAs MOCJIEA0BATENbHOCTD ajnbrepHaTuBHOM CDR-
H2 rymanusuposanHoro antutesa 3D6 mo Kadoty (kak B hu3D6VHvDS)

WIDPEDGETIYDPKFQG

[0729] SEQ ID NO:89; aMHMHOKHUCJIOTHAsI TTOCJIE0BATEIbHOCT anbTepHaTuBHON CDR-
L1 no Ksboty rymanmsuposanHoro 3D6 antutena (kak B hu3D6VLvb3)

RSSQSLLDSDGKTYLN

[0730] SEQ ID NO:90; aMUHOKHCIIOTHAsI TIOCTIENOBATENIBHOCTh BapuabebHOM 00iacTu
TSDKEJION Lieny ryMaHu3upoBaHHoro 3D6 antutena hu3D6VHvb6

EVQLVQSGAEVVKPGATVKISCKASGFTIKDYYLHWVRQRPGKGLEWIGWIDPE
DGETVYDPKFQGRVTITADTSTDTAYMELSSLRSEDTAVYFCSTLDFWGQGTLVTVSS

[0731] SEQ ID NO:91; aMUHOKHCIIOTHAsI TIOCIENOBATEIBHOCTh BapuabebHOM o0iacTu
TSDKEJION 1ieny ryMaHu3upoBanHoro 3D6 antutena hu3D6VHvb7

EVQLVQSGAEVVKPGATVKISCKASGFTIKDYYLHW VRQRPGKGLEWIGWIDPE
DGETVYDPKFQGRVTITADTSTDTAYMELSSLRSEDTAVYYCSTLDFWGQGTLVTVSS
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[0732] SEQ ID NO:92; aMUHOKHCIIOTHAsI TTOCJIE0BATENbHOCTD ajdbTepHaTuBHOM CDR-
H2 rymanusuposannoro anturena 3D6 no Kaboty (kak B hu3D6VHvb6 1 hu3D6VHvb7)

WIDPEDGETVYDPKFQG

[0733] SEQ ID NO:93; BapuabenpHast obmacth serkoii uenu hu3D6VLv2 BapuanTa
L54D, Taxxe u3zBectHas kak L2-DIM21

DVVMTQSPLSLPVTLGQPASISCKSSQSLLDSDGKTYLNWLLQRPGQSPRRLIYL
VSKDDSGVPDRFSGSGSGTDFTLKISRVEAEDVGVYYCWQGTHFPYTFGGGTKLEIK

[0734] SEQ ID NO:94;, BapuabesnbHasi oOmacth jerkoi mnenu hu3D6VLv2 BapuanTa
L54G, Taxke n3pectHas kak L2-DIM7

DVVMTQSPLSLPVTLGQPASISCKSSQSLLDSDGKTYLNWLLQRPGQSPRRLIYL
VSKGDSGVPDRFSGSGSGTDFTLKISRVEAEDVGVYYCWQGTHFPYTFGGGTKLEIK

[0735] SEQ ID NO:95; BapuabenpHast obmacts jerkod mnemu hu3D6VLv2 BapuanTa
L45N

DVVMTQSPLSLPVTLGQPASISCKSSQSLLDSDGKTYLNWLLQRPGQSPRRLIYL
VSKNDSGVPDRFSGSGSGTDFTLKISRVEAEDVGVYYCWQGTHFPYTFGGGTKLEIK

[0736] SEQ ID NO:96, BapmabenpHasi obmacte serkoii nemu hu3D6VLv2 BapuanTa
L54E

DVVMTQSPLSLPVTLGQPASISCKSSQSLLDSDGKTYLNWLLQRPGQSPRRLIYL
VSKEDSGVPDRFSGSGSGTDFTLKISRVEAEDVGVYYCWQGTHFPYTFGGGTKLEIK

[0737] SEQ ID NO:97, BapuabenpHast obmacth serkoit nenu hu3D6VLv2 BapuanTa
L50E

DVVMTQSPLSLPVTLGQPASISCKSSQSLLDSDGKTYLNWLLQRPGQSPRRLIYE
VSKLDSGVPDRFSGSGSGTDFTLKISRVEAEDVGVYYCWQGTHFPYTFGGGTKLEIK

[0738] SEQ ID NO:98; BapuabesnbHasi obmacth jerkoi nemu hu3D6VLv2 BapuanTa
L54Q

DVVMTQSPLSLPVTLGQPASISCKSSQSLLDSDGKTYLNWLLQRPGQSPRRLIYL
VSKQDSGVPDRFSGSGSGTDFTLKISRVEAEDVGVYYCWQGTHFPYTFGGGTKLEIK

[0739] SEQ ID NO:99;, BapuabenpHasi obmacte jerkodi nemu hu3D6VLv2 BapuanTa
L50D

DVVMTQSPLSLPVTLGQPASISCKSSQSLLDSDGKTYLNWLLQRPGQSPRRLIYD
VSKLDSGVPDRFSGSGSGTDFTLKISRVEAEDVGVYYCWQGTHFPYTFGGGTKLEIK

[0740] SEQ ID NO:100; BapuabenbHasi obmacte jerkod uenu hu3D6VLv2 BapuanTa
L54K

DVVMTQSPLSLPVTLGQPASISCKSSQSLLDSDGKTYLNWLLQRPGQSPRRLIYL
VSKKDSGVPDRFSGSGSGTDFTLKISRVEAEDVGVYYCWQGTHFPYTFGGGTKLEIK
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[0741] SEQ ID NO:101; BapuabenbHass obmacte jerkoi uenu hu3D6VLv2 BapuanTa
L54R

DVVMTQSPLSLPVTLGQPASISCKSSQSLLDSDGKTYLNWLLQRPGQSPRRLIYL
VSKRDSGVPDRFSGSGSGTDFTLKISRVEAEDVGVYYCWQGTHFPYTFGGGTKLEIK

[0742] SEQ ID NO:102; BapuabenbHasi obnacth jerkor uenu hu3D6VLv2 BapuaHTa
L54T

DVVMTQSPLSLPVTLGQPASISCKSSQSLLDSDGKTYLNWLLQRPGQSPRRLIYL
VSKTDSGVPDRFSGSGSGTDFTLKISRVEAEDVGVYYCWQGTHFPYTFGGGTKLEIK

[0743] SEQ ID NO:103; BapuabenbHast obnacth jerkod uenu hu3D6VLv2 BapuanTa
L50G, Takxe n3BecTHas kak L2-DIM22

DVVMTQSPLSLPVTLGQPASISCKSSQSLLDSDGKTYLNWLLQRPGQSPRRLIYG
VSKLDSGVPDRFSGSGSGTDFTLKISRVEAEDVGVYYCWQGTHFPYTFGGGTKLEIK

[0744] SEQ ID NO:104; BapuabenbHast obmacth jerkoi uenu hu3D6VLv2 BapuanTa
148G

DVVMTQSPLSLPVTLGQPASISCKSSQSLLDSDGKTYLNWLLQRPGQSPRRLGYL
VSKLDSGVPDRFSGSGSGTDFTLKISRVEAEDVGVYYCWQGTHFPYTFGGGTKLEIK

[0745] SEQ ID NO:105; BapuabenbHast obnacte jerkoi uenu hu3D6VLv2 BapuanTa
148D

DVVMTQSPLSLPVTLGQPASISCKSSQSLLDSDGKTYLNWLLQRPGQSPRRLDYL
VSKLDSGVPDRFSGSGSGTDFTLKISRVEAEDVGVYYCWQGTHFPYTFGGGTKLEIK

[0746] SEQ ID NO:106; BapuabenbHasi oOnacth jerkor uenu hu3D6VLv2 BapuaHTa
L47G

DVVMTQSPLSLPVTLGQPASISCKSSQSLLDSDGKTYLNWLLQRPGQSPRRGIYL
VSKLDSGVPDRFSGSGSGTDFTLKISRVEAEDVGVYYCWQGTHFPYTFGGGTKLEIK

[0747] SEQ ID NO:107; BapuabenbHasi obnacth jerkod uemu hu3D6VLv2 BapuanTa
Y49E

DVVMTQSPLSLPVTLGQPASISCKSSQSLLDSDGKTYLNWLLQRPGQSPRRLIELV
SKLDSGVPDRFSGSGSGTDFTLKISRVEAEDVGVYYCWQGTHFPYTFGGGTKLEIK

[0748] SEQ ID NO:108; BapuabenbHast obnmacth jerkoid uenu hu3D6VLv2 BapuanTa
L54vV

DVVMTQSPLSLPVTLGQPASISCKSSQSLLDSDGKTYLNWLLQRPGQSPRRLIYL
VSKVDSGVPDRFSGSGSGTDFTLKISRVEAEDVGVYYCWQGTHFPYTFGGGTKLEIK

[0749] SEQ ID NO:109; BapuabenbHasi obmacte jerkoi uenu hu3D6VLv2 BapuanTa
L54S
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DVVMTQSPLSLPVTLGQPASISCKSSQSLLDSDGKTYLNWLLQRPGQSPRRLIYL
VSKSDSGVPDRFSGSGSGTDFTLKISRVEAEDVGVYYCWQGTHFPYTFGGGTKLEIK

[0750] SEQ ID NO:110; BapuabenbHas obnacte jerkoi uenu hu3D6VLv2 BapuanTa
S52G, Takke n3BecTtHas Kak L2-DIM9

DVVMTQSPLSLPVTLGQPASISCKSSQSLLDSDGKTYLNWLLQRPGQSPRRLIYL
VGKLDSGVPDRFSGSGSGTDFTLKISRVEAEDVGVYYCWQGTHFPYTFGGGTKLEIK

[0751] SEQ ID NO:111; BapuabenbHasi obnacth jerkoi uenu hu3D6VLv2 BapuaHTa
L47N

DVVMTQSPLSLPVTLGQPASISCKSSQSLLDSDGKTYLNWLLQRPGQSPRRNIYL
VSKLDSGVPDRFSGSGSGTDFTLKISRVEAEDVGVYYCWQGTHFPYTFGGGTKLEIK

[0752] SEQ ID NO:112; BapuabenbHast obnacth jerkod uenu hu3D6VLv2 BapuanTa
L47D

DVVMTQSPLSLPVTLGQPASISCKSSQSLLDSDGKTYLNWLLQRPGQSPRRDIYL
VSKLDSGVPDRFSGSGSGTDFTLKISRVEAEDVGVYYCWQGTHFPYTFGGGTKLEIK

[0753] SEQ ID NO:113; BapuabenbHast obmacts jerkoi uenmu hu3D6VLv2 BapuanTa
L47E

DVVMTQSPLSLPVTLGQPASISCKSSQSLLDSDGKTYLNWLLQRPGQSPRREIYL
VSKLDSGVPDRFSGSGSGTDFTLKISRVEAEDVGVYYCWQGTHFPYTFGGGTKLEIK

[0754] SEQ ID NO:114; BapuabenbHasi obnacte jerkoi uemu hu3D6VLv2 BapuanTa
L47P

DVVMTQSPLSLPVTLGQPASISCKSSQSLLDSDGKTYLNWLLQRPGQSPRRPIYLV
SKLDSGVPDRFSGSGSGTDFTLKISRVEAEDVGVYYCWQGTHFPYTFGGGTKLEIK

[0755] SEQ ID NO:115; BapuabenbHasi obnacth jerkoi uermu hu3D6VLv2 BapuanTa
L47T

DVVMTQSPLSLPVTLGQPASISCKSSQSLLDSDGKTYLNWLLQRPGQSPRRTIYL
VSKLDSGVPDRFSGSGSGTDFTLKISRVEAEDVGVYYCWQGTHFPYTFGGGTKLEIK

[0756] SEQ ID NO:116; BapuabenbHass obnacth jerkod uemu hu3D6VLv2 BapuanTa
L47S

DVVMTQSPLSLPVTLGQPASISCKSSQSLLDSDGKTYLNWLLQRPGQSPRRSIYLV
SKLDSGVPDRFSGSGSGTDFTLKISRVEAEDVGVYYCWQGTHFPYTFGGGTKLEIK

[0757] SEQ ID NO:117; BapuabenbHasi obnmacte jerkoi uenu hu3D6VLv2 BapuanTa
L47A

DVVMTQSPLSLPVTLGQPASISCKSSQSLLDSDGKTYLNWLLQRPGQSPRRAIYL
VSKLDSGVPDRFSGSGSGTDFTLKISRVEAEDVGVYYCWQGTHFPYTFGGGTKLEIK
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[0758] SEQ ID NO:118, BapuabenpHasi obnacth jerkoi nenu hu3D6VLv2 BapuanTa
L50V
DVVMTQSPLSLPVTLGQPASISCKSSQSLLDSDGKTYLNWLLQRPGQSPRRLIYV
VSKLDSGVPDRFSGSGSGTDFTLKISRVEAEDVGVYYCWQGTHFPYTFGGGTKLEIK
[0759] SEQ ID NO:119; BapuabenbHast obnactb serkoit nenu hu3D6VLv2 BapuanTa
L37Q L50G L54R, Ttakxe nzectHas kak L2-DIM1
DVVMTQSPLSLPVTLGQPASISCKSSQSLLDSDGKTYLNWLQQRPGQSPRRLIYG
VSKGDSGVPDRFSGSGSGTDFTLKISRVEAEDVGVYYCWQGTHFPYTFGGGTKLEIK
[0760] SEQ ID NO:120; BapuabenbHass obnacth jerkoi uenu hu3D6VLv2 BapuanTa
L37Q L50G L54G, taxxe nzBectHas kak L2-DIM?2
DVVMTQSPLSLPVTLGQPASISCKSSQSLLDSDGKTYLNWLQQRPGQSPRRLIYE
VSKGDSGVPDRFSGSGSGTDFTLKISRVEAEDVGVYYCWQGTHFPYTFGGGTKLEIK
[0761] SEQ ID NO:121; BapuabenbHast obnmacte jerkoi uenu hu3D6VLv2 BapuanTa
L37Q S52G_L54G, Taxxke usBectHas kak L2-DIM3
DVVMTQSPLSLPVTLGQPASISCKSSQSLLDSDGKTYLNWLQQRPGQSPRRLIYL
VGKGDSGVPDRFSGSGSGTDFTLKISRVEAEDVGVYYCWQGTHFPYTFGGGTKLEIK
[0762] SEQ ID NO:122; BapuabenbHasi obnmacte jerkoi uenu hu3D6VLv2 BapuanTa
L37Q S52G _L54R, takxe nssectHas kak L2-DIM4
DVVMTQSPLSLPVTLGQPASISCKSSQSLLDSDGKTYLNWLQQRPGQSPRRLIYL
VGKRDSGVPDRFSGSGSGTDFTLKISRVEAEDVGVYYCWQGTHFPYTFGGGTKLEIK
[0763] SEQ ID NO:123; BapuabenbHasi obnacth jerkor uenu hu3D6VLv2 BapuaHTa
L37Q S52G L54T, Taxxe usBectHas kak L2-DIMS
DVVMTQSPLSLPVTLGQPASISCKSSQSLLDSDGKTYLNWLQQRPGQSPRRLIYL
VGKTDSGVPDRFSGSGSGTDFTLKISRVEAEDVGVYYCWQGTHFPYTFGGGTKLEIK
[0764] SEQ ID NO:124; BapuabenbHast obnacth jerkod uenu hu3D6VLv2 BapuanTa
L37Q S52G_L54D, Taxxke usBectHas kak L2-DIM6
DVVMTQSPLSLPVTLGQPASISCKSSQSLLDSDGKTYLNWLQQRPGQSPRRLIYL
VGKDDSGVPDRFSGSGSGTDFTLKISRVEAEDVGVYYCWQGTHFPYTFGGGTKLEIK
[0765] SEQ ID NO:125; BapuabenbHast obmacte jerkoi uenu hu3D6VLv2 BapuanTa
L37Q L54R
DVVMTQSPLSLPVTLGQPASISCKSSQSLLDSDGKTYLNWLQQRPGQSPRRLIYL
VSKGDSGVPDRFSGSGSGTDFTLKISRVEAEDVGVYYCWQGTHFPYTFGGGTKLEIK
[0766] SEQ ID NO:126; BapuabenbHast obmacth jerkod uenu hu3D6VLv2 BapuanTa
L37Q L54G
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DVVMTQSPLSLPVTLGQPASISCKSSQSLLDSDGKTYLNWLQQRPGQSPRRLIYL
VSKGDSGVPDRFSGSGSGTDFTLKISRVEAEDVGVYYCWQGTHFPYTFGGGTKLEIK
[0767] SEQ ID NO:127; BapuabenbHass obnacth jerkoi uenu hu3D6VLv2 BapuanTa
L37Q L54D, taxxxe ussectHas kak L2-DIM12
DVVMTQSPLSLPVTLGQPASISCKSSQSLLDSDGKTYLNWLQQRPGQSPRRLIYL
VSKDDSGVPDRFSGSGSGTDFTLKISRVEAEDVGVYYCWQGTHFPYTFGGGTKLEIK
[0768] SEQ ID NO:128; BapuabenbHass obnacth jerkoi uenu hu3D6VLv2 BapuaHTa
L37Q L50G, takxe n3BectHas kak L2-DIM13
DVVMTQSPLSLPVTLGQPASISCKSSQSLLDSDGKTYLNWLQQRPGQSPRRLIYG
VSKLDSGVPDRFSGSGSGTDFTLKISRVEAEDVGVYYCWQGTHFPYTFGGGTKLEIK
[0769] SEQ ID NO:129; BapuabenbHast obnacth jerkod uenu hu3D6VLv2 BapuanTa
L37Q L50D, takxe n3BectHas kak L2-DIM 14
DVVMTQSPLSLPVTLGQPASISCKSSQSLLDSDGKTYLNWLQQRPGQSPRRLIYD
VSKLDSGVPDRFSGSGSGTDFTLKISRVEAEDVGVYYCWQGTHFPYTFGGGTKLEIK
[0770] SEQ ID NO:130; BapuabenbHasi obmactes jerkoi uenmu hu3D6VLv2 BapuanTa
L37Q L54T
DVVMTQSPLSLPVTLGQPASISCKSSQSLLDSDGKTYLNWLQQRPGQSPRRLIYD
VSKLDSGVPDRFSGSGSGTDFTLKISRVEAEDVGVYYCWQGTHFPYTFGGGTKLEIK
[0771] SEQ ID NO:131; BapuabenbHasi obmacte jerkoii uemu hu3D6VLv2 BapuanTa
L37Q _S52G
DVVMTQSPLSLPVTLGQPASISCKSSQSLLDSDGKTYLNWLQQRPGQSPRRLIYL
VGKLDSGVPDRFSGSGSGTDFTLKISRVEAEDVGVYYCWQGTHFPYTFGGGTKLEIK
[0772] SEQ ID NO:132; BapuabenbHas obnacth jerkoi uemu hu3D6VLv2 BapuanTa
L37Q L50D L54G, taxxe nzBectHas kak L2-DIM17
DVVMTQSPLSLPVTLGQPASISCKSSQSLLDSDGKTYLNWLQQRPGQSPRRLIYD
VSKGDSGVPDRFSGSGSGTDFTLKISRVEAEDVGVYYCWQGTHFPYTFGGGTKLEIK
[0773] SEQ ID NO:133; BapuabenbHast obnacth jerkod uenu hu3D6VLv2 BapuanTa
L37Q L50D L54R, Taxxe usBectHas kak L2-DIM18
DVVMTQSPLSLPVTLGQPASISCKSSQSLLDSDGKTYLNWLQQRPGQSPRRLIYD
VSKRDSGVPDRFSGSGSGTDFTLKISRVEAEDVGVYYCWQGTHFPYTFGGGTKLEIK
[0774] SEQ ID NO:134; BapuabenbHasi obnmacte jerkoi uenu hu3D6VLv2 BapuanTa
L37Q L5SOE L54G, takxe nzpectHas kak L2-DIM19
DVVMTQSPLSLPVTLGQPASISCKSSQSLLDSDGKTYLNWLQQRPGQSPRRLIYE
VSKGDSGVPDRFSGSGSGTDFTLKISRVEAEDVGVYYCWQGTHFPYTFGGGTKLEIK
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[0775] SEQ ID NO:135; BapuabenbHast obmacte jerkoi uenu hu3D6VLv2 BapuanTa
L37Q L5SOE L54R, taxxe u3BectHas kak L2-DIM20
DVVMTQSPLSLPVTLGQPASISCKSSQSLLDSDGKTYLNWLQQRPGQSPRRLIYE
VSKRDSGVPDRFSGSGSGTDFTLKISRVEAEDVGVYYCWQGTHFPYTFGGGTKLEIK
[0776] SEQ ID NO:136; BapuabenbHasi obnacth jerkor uenu hu3D6VLv2 BapuaHTa
L37Q L50G _L54R_G100Q
DVVMTQSPLSLPVTLGQPASISCKSSQSLLDSDGKTYLNWLQQRPGQSPRRLIYG
VSKRDSGVPDRFSGSGSGTDFTLKISRVEAEDVGVYYCWQGTHFPYTFGQGTKLEIK
[0777] SEQ ID NO:137; BapuabenbHast obnacth jerkoi uenu hu3D6VLv2 BapuanTa
L37Q L50G L54G _G100Q
DVVMTQSPLSLPVTLGQPASISCKSSQSLLDSDGKTYLNWLQQRPGQSPRRLIYG
VSKGDSGVPDRFSGSGSGTDFTLKISRVEAEDVGVYYCWQGTHFPYTFGQGTKLEIK
[0778] SEQ ID NO:138; BapuabenbHast obnmacth jerkoid uenu hu3D6VLv2 BapuanTa
L37Q S52G L54R _G100Q
DVVMTQSPLSLPVTLGQPASISCKSSQSLLDSDGKTYLNWLQQRPGQSPRRLIYL
VGKRDSGVPDRFSGSGSGTDFTLKISRVEAEDVGVYYCWQGTHFPYTFGQGTKLEIK
[0779] SEQ ID NO:139; BapuabenbHast obnacte jerkoi uenu hu3D6VLv2 BapuanTa
L37Q S52G L54D_G100Q
DVVMTQSPLSLPVTLGQPASISCKSSQSLLDSDGKTYLNWLQQRPGQSPRRLIYL
VGKDDSGVPDRFSGSGSGTDFTLKISRVEAEDVGVYYCWQGTHFPYTFGQGTKLEIK
[0780] SEQ ID NO:140; BapuaGenbHasi obnacth jerkor uenu hu3D6VLv2 BapuaHTa
L37Q L50D L54G _G100Q
DVVMTQSPLSLPVTLGQPASISCKSSQSLLDSDGKTYLNWLQQRPGQSPRRLIYD
VSKGDSGVPDRFSGSGSGTDFTLKISRVEAEDVGVYYCWQGTHFPYTFGQGTKLEIK
[0781] SEQ ID NO:141; BapuabenbHast obnacth jerkod uenu hu3D6VLv2 BapuanTa
L37Q L50D L54R_G100Q
DVVMTQSPLSLPVTLGQPASISCKSSQSLLDSDGKTYLNWLQQRPGQSPRRLIYD
VSKRDSGVPDRFSGSGSGTDFTLKISRVEAEDVGVYYCWQGTHFPYTFGQGTKLEIK
[0782] SEQ ID NO:142; BapuabenbHast obnmacts jerkoid uenu hu3D6VLv2 BapuanTa
L37Q L50V_L54D G100Q
DVVMTQSPLSLPVTLGQPASISCKSSQSLLDSDGKTYLNWLQQRPGQSPRRLIYV
VSKDDSGVPDRFSGSGSGTDFTLKISRVEAEDVGVYYCWQGTHFPYTFGQGTKLEIK
[0783] SEQ ID NO:143; BapuabenbHasi obmacth jerkoi uenu hu3D6VLv2 BapuanTa
L37Q, Taxxe n3BectHas kak L2-DIMS
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DVVMTQSPLSLPVTLGQPASISCKSSQSLLDSDGKTYLNWLQQRPGQSPRRLIYL
VSKLDSGVPDRFSGSGSGTDFTLKISRVEAEDVGVYYCWQGTHFPYTFGGGTKLEIK

[0784] SEQ ID NO:144 BapuabenbHasi oOmactb Jyierkoil nemu hu3D6VLv2 BapuanTa
G100Q

DVVMTQSPLSLPVTLGQPASISCKSSQSLLDSDGKTYLNWLLQRPGQSPRRLIYL
VSKLDSGVPDRFSGSGSGTDFTLKISRVEAEDVGVYYCWQGTHFPYTFGQGTKLEIK

[0785] SEQ ID NO:145 BapuabGenbHasi obnacts Jyierkoii mernu hu3D6VLv2 BapuanTa
L37Q L54E

DVVMTQSPLSLPVTLGQPASISCKSSQSLLDSDGKTYLNWLQQRPGQSPRRLIYL
VSKEDSGVPDRFSGSGSGTDFTLKISRVEAEDVGVYYCWQGTHFPYTFGGGTKLEIK

[0786] SEQ ID NO:146; BapuabenbHass obnacte Tspkenoi nemn hu3D6VHvIbATI
Bapuanta D60E, Taxke nzsectHas kak h3D6VHvbHS

EVQLVQSGAEVVKPGATVKISCKASGFNIKDYYLHWVRQRPGQGLEWIGWIDPE
NGDTVYEPKFQGRATITADTSTDTAYLQLGSLTSEDTAVYFCSTLDFWGQGTLVTVSS

[0787] SEQ ID NO:147 Bapuabenbnas oOnacte Tsikenoit menu hu3D6VHvVIbALI
BapuanTa L82¢cV

EVQLVQSGAEVVKPGATVKISCKASGFNIKDYYLHWVRQRPGQGLEWIGWIDPE
NGDTVYDPKFQGRATITADTSTDTAYLQLGSVTSEDTAVYFCSTLDFWGQGTLVTVSS

[0788] SEQ ID NO:148; BapuabenbHass obmacte Tspkenoi nermm hu3D6VHvVIbATI
Bapuanta D60E L80M QS81E L82cV T83R, taxke usBectHas kak h3AD6VHvbO

EVQLVQSGAEVVKPGATVKISCKASGFNIKDYYLHWVRQRPGQGLEWIGWIDPE
NGDTVYEPKFQGRATITADTSTDTAYMELGSVRSEDTAVYFCSTLDFWGQGTLVTVSS

[0789] SEQ ID NO:149; aMMHOKUCJIOTHAS TIOCIEA0OBATEIbHOCTh anbTepHaTHBHON CDR-
H2 rymanusuposannoro antutena 3D6 no Kaboty (kak B h3D6VHvDS u B h3D6VHvVbHI)

WIDPENGDTVYEPKFQG

[0790] SEQ ID NO:150; aMMHOKHUCJIOTHAsI TIOCJIEI0BATEIbHOCTh anbTepHaTHBHON CDR-
L2 rymanmsupoBannoro anturena 3D6 mo Kabory (kak B hu3D6VLV2 L54D u B hu3D6VLv2
L37Q L54D):

LVSKDDS

[0791] SEQ ID NO:151; aMMHOKUCJIOTHAs TIOCIEA0OBATEIbHOCTh anbTepHaTHBHON CDR-
L2 rymanmsupoBanHoro anturena 3D6 mo Ksbory (kak B hu3D6VLV2 L54G u B hu3D6VLv2
L37Q_L54G):

LVSKGDS

[0792] SEQ ID NO:152; aMMHOKHUCJIOTHAs TIOCJIEN0OBATENbHOCTh ajbTepHaTUBHON CDR-

L2 rymanusuposannoro anturena 3D6 no Kabory (kak B hu3D6VLv2 L54N):
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LVSKNDS

[0793] SEQ ID NO:153; aMMHOKHUCJIOTHAs TOCJIE0BATEIbHOCTh ajnbTepHaTUBHON CDR-
L2 rymanusuposanHoro antutena 3D6 nmo Ka0ory (xax B hu3D6VLv2 L54E u B hu3D6VLv2
L37Q L54E):

LVSKEDS

[0794] SEQ ID NO:154; aMuHOKHUCIIOTHAsI TTOCIEA0BaTENbHOCTD anbTepHaTuBHON CDR-
L2 rymanuszupoBanHoro antutena 3D6 mo Kabory (kak B hu3D6VLv2 L50E):

EVSKLDS

[0795] SEQ ID NO:155; aMMHOKUCJIOTHAS TIOCIIEA0OBATEIbHOCTh anbTepHaTHBHON CDR-
L2 rymanmsuposannoro anturena 3D6 no Kabory (kak B hu3D6VLv2 L54Q):

LVSKQDS

[0796] SEQ ID NO:156; aMMHOKHUCJIOTHAs TIOCIEAOBATEIbHOCTh anbTepHaTHBHON CDR-
L2 rymanmsupoBanHoro anturena 3D6 mo Kabory (kak B hu3D6VLvV2 L50D u B hu3D6VLv2
L37Q L50D):

DVSKLDS

[0797] SEQ ID NO:157; aMMHOKHUCJIOTHAs TIOCJIEA0OBATENbHOCTh anbTepHaTHBHON CDR-
L2 rymanmsuposannoro anturena 3D6 no Kabory (kak B hu3D6VLv2 L54K):

LVSKKDS

[0798] SEQ ID NO:158; aMMHOKHUCJIOTHAs TOCJIEN0BATENbHOCTh ajnbTepHaTUBHON CDR-
L2 rymanusupoBanHoro anturena 3D6 no Ksbory (kak B hu3D6VLv2 L54R u B hu3D6VLv2
L37Q _L54R):

LVSKRDS

[0799] SEQ ID NO:159; aMMHOKUCJIOTHAs TIOCIEA0OBATEIbHOCTh anbTepHaTHBHON CDR-
L2 rymanusupoBannoro antutena 3D6 nmo Kabory (kak B hu3D6VLv2 L54T u B hu3D6VLv2
L37Q L54T):

LVSKTDS

[0800] SEQ ID NO:160; aMMHOKHUCJIOTHAs TIOCIEA0OBATEIbHOCTh anbTepHaTHBHON CDR-
L2 rymanmsupoBanHoro anturena 3D6 mo Kabory (kak B hu3D6VLV2 L50G u B hu3D6VLv2
L37Q_L50G):

GVSKLDS

[0801] SEQ ID NO:161; aMMHOKHUCJIOTHAs TOCIEA0BATENbHOCTh anbTepHaTHBHON CDR-
L2 rymanmsuposannoro anturena 3D6 no Kabory (kak B hu3D6VLv2 L54V):

LVSKVDS

[0802] SEQ ID NO:162; aMMHOKHUCJIOTHAs TOCJIEN0BATENbHOCTh ajnbTepHaTUBHON CDR-

L2 rymanusupoBanHoro antutena 3D6 mo Kadory (kak B hu3D6VLv2 L54S):
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LVSKSDS

[0803] SEQ ID NO:163; aMMHOKHUCJIOTHAs TOCIEN0BATENbHOCTh ajnbTepHaTUBHON CDR-
L2 rymanusupoBanHoro anturena 3D6 no Ksbory (kak B hu3D6VLv2 S52G u B hu3D6VLv2
L37Q _S52G):

LVGKLDS

[0804] SEQ ID NO:164; aMuHOKHUCIIOTHAs MOCIeA0BaTeIbHOCTD anbTepHaTuBHON CDR-
L2 rymanuszupoBanHoro antutena 3D6 mo Kadory (kak B hu3D6VLv2 L50V):

VVSKLDS

[0805] SEQ ID NO:165; aMMHOKHUCJIOTHAs TIOCIEA0OBATEIbHOCTh anbTepHaTHBHON CDR-
L2 rymanmsupoBanHoro antutena 3D6 mo Kabory (kak B hu3D6VLv2 L37Q L50G L54R u
hu3D6VLv2 L37Q L50G L54R_G100Q):

GVSKRDS

[0806] SEQ ID NO:166; aMMHOKHUCJIOTHAsI TIOCIEA0OBATEIbHOCTh anbTepHaTHBHON CDR-
L2 rymanusuposannoro antutena 3D6 mo Kaboty (kak B hu3D6VLV2 L37Q L50G L54G u B
hu3D6VLv2 L37Q L50G L54G_G100Q):

GVSKGDS

[0807] SEQ ID NO:167; aMMHOKHUCJIOTHAsI TIOCIIEA0BATENbHOCTh anbTepHaTHBHON CDR-
L2 rymanusuposannoro anrurena 3D6 o Kadory (kak B hu3D6VLV2 L37Q S52G L54G):

LVGKGDS

[0808] SEQ ID NO:168; aMMHOKHUCJIOTHAs NOCJIEN0BATENbHOCTh ajnbTepHaTUBHON CDR-
L2 rymanmsuposannoro anrutena 3D6 no Kabory (kak B hu3D6VLv2 L37Q S52G L54R u B
hu3D6VLV2 L37Q S52G L54R _G100Q):

LVGKRDS

[0809] SEQ ID NO:169; aMMHOKHUCJIOTHAs TIOCIEA0BATEIbHOCTh anbTepHaTHBHON CDR-
L2 rymanmsuposannoro anturesna 3D6 o Kabory (kak B hu3D6VLV2 L37Q _S52G L54T):

LVGKTDS

[0810] SEQ ID NO:170; aMMHOKHUCJIOTHAsI TIOCIEAOBATEIbHOCTh anbTepHaTHBHON CDR-
L2 rymanusuposannoro antutena 3D6 mo Ksboty (kak B hu3D6VLv2 L37Q S52G L54D u B
hu3D6VLv2 L37Q S52G _L54D_G100Q):

LVGKDDS

[0811] SEQ ID NO:171; aMMHOKHUCJIOTHAs TOCIEA0BATENbHOCTD anbTepHaTHBHON CDR-
L2 rymanusuposannoro anturtena 3D6 mo Kaboty (kak B hu3D6VLV2 L37Q L50D L54G u B
hu3D6VLv2 L37Q L50D L54G_G100Q):

DVSKGDS
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[0812] SEQ ID NO:172; aMMHOKHUCJIOTHAs TOCIEA0BATENbHOCTh anbTepHaTHBHON CDR-
L2 rymanusuposannoro anturena 3D6 mo Ksboty (xkak B hu3D6VLv2 L37Q L50D L54R u B
hu3D6VLv2 L37Q L50D L54R_G100Q):

DVSKRDS

[0813] SEQ ID NO:173; aMUHOKHUCIIOTHAsI TTOCIEA0BaTENbHOCTD anbTepHaTuBHON CDR-
L2 rymanmsupoBanHoro antutena 3D6 o Ksboty (kak B hu3D6VLv2 L37Q LSOE L54G):

EVSKGDS

[0814] SEQ ID NO:174; aMMHOKUCJIOTHAsI TIOCIENOBATEIbHOCTh anbTepHaTHBHON CDR-
L2 rymanmsuposannoro anturesna 3D6 no Kabdory (kak B hu3D6VLv2 L37Q LS50E L54R):

EVSKRDS

[0815] SEQ ID NO:175; aMMHOKUCJIOTHAs TIOCIIEAOBATEIbHOCTh anbTepHaTHBHON CDR-
L2  rymanusupoBanHoro aHtmrena 3D6 mo  Ksbory (kak B hu3D6VLv2
L37Q L50V_L54D G100Q):

VVSKDDS

[0816] SEQ ID NO:176; aMUHOKHCJIOTHAsI MOCJIEA0BATEIbHOCTh KOHCTAHTHON 00JlacTH
sokenor e (IgG1: amnorun GIm17,1):

ASTKGPSVFPLAPSSKSTSGGTAALGCLVKDYFPEPVTVSWNSGALTSGVHTFPA
VLQSSGLYSLSSVVTVPSSSLGTQTYICNVNHKPSNTKVDKKVEPKSCDKTHTCPPCPAP
ELLGGPSVFLFPPKPKDTLMISRTPEVTCVVVDVSHEDPEVKFNWYVDGVEVHNAKTKP
REEQYNSTYRVVSVLTVLHQDWLNGKEYKCKVSNKALPAPIEKTISKAKGQPREPQVY
TLPPSREEMTKNQVSLTCLVKGFYPSDIAVEWESNGQPENNYKTTPPVLDSDGSFFLY SK
LTVDKSRWQQGNVFSCSVMHEALHNHYTQKSLSLSPGK

[0817] SEQ ID NO:177, aMUHOKHUCJIOTHAS MOCJEA0BATEIbHOCTh KOHCTAHTHON 00J1acTh
JierKoM 1ernu (Karra):

RTVAAPSVFIFPPSDEQLKSGTASVVCLLNNFYPREAKVQWKVDNALQSGNSQE
SVTEQDSKDSTYSLSSTLTLSKADYEKHKVYACEVTHQGLSSPVTKSFNRGEC

[0818] SEQ ID NO:178; aMUHOKHCJIOTHAS MOCIENOBATEIbHOCTD 3PEJION TSDKENION Lenu
rymannsuposanHoro Bapuanta 3D6 (hu3D6VHvIbA1ll IgG1l G1m17 annotumn)

EVQLVQSGAEVVKPGATVKISCKASGFNIKDYYLHWVRQRPGQGLEWIGWIDPE
NGDTVYDPKFQGRATITADTSTDTAYLQLGSLTSEDTAVYFCSTLDFWGQGTLVTVSSA
STKGPSVFPLAPSSKSTSGGTAALGCLVKDYFPEPVTVSWNSGALTSGVHTFPAVLQSSG
LYSLSSVVTVPSSSLGTQTYICNVNHKPSNTKVDKKVEPKSCDKTHTCPPCPAPELLGGP
SVFLFPPKPKDTLMISRTPEVTCVVVDVSHEDPEVKFNWYVDGVEVHNAKTKPREEQY
NSTYRVVSVLTVLHQDWLNGKEYKCKVSNKALPAPIEKTISKAKGQPREPQVYTLPPSR
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EEMTKNQVSLTCLVKGFYPSDIAVEWESNGQPENNYKTTPPVLDSDGSFFLYSKLTVDK
SRWQQGNVFSCSVMHEALHNHYTQKSLSLSPGK

[0819] SEQ ID NO:179, aMMHOKHUCJIOTHasl MOCJIEAOBATENbHOCTD 3PEJION JIETKON Lenu
rymanuzuposanHoro BapuaHta 3D6 (hu3D6VLv2 Bapuant L37Q S52G L54R, L2-DIM4
Karma)

DVVMTQSPLSLPVTLGQPASISCKSSQSLLDSDGKTYLNWLQQRPGQSPRRLIYL
VGKRDSGVPDRFSGSGSGTDFTLKISRVEAEDVGVYYCWQGTHFPYTFGGGTKLEIKRT
VAAPSVFIFPPSDEQLKSGTASVVCLLNNFYPREAKVQWKVDNALQSGNSQESVTEQDS
KDSTYSLSSTLTLSKADYEKHKVYACEVTHQGLSSPVTKSFNRGEC

[0820] SEQ ID NO:180; aMHHOKHCIOTHAas TOCIEAOBATENIbHOCTh TSDKEJIONH —Lenu
rymaansuposanHoro Bapuanta 3D6 (hu3D6VHvV1bA1l IgGl Glm17 amnorumn) ¢ CUTHAJIBHBIM
nenTuaoM Obubero ainbda-aakranbOymMuHa Ha N-KOHIIE

MMSFVSLLLVGILFHATQAEVQLVQSGAEVVKPGATVKISCKASGFNIKDYYLH
WVRQRPGQGLEWIGWIDPENGDTVYDPKFQGRATITADTSTDTAYLQLGSLTSEDTAV
YFCSTLDFWGQGTLVTVSSASTKGPSVFPLAPSSKSTSGGTAALGCLVKDYFPEPVTVS
WNSGALTSGVHTFPAVLQSSGLYSLSSVVTVPSSSLGTQTYICNVNHKPSNTKVDKKVE
PKSCDKTHTCPPCPAPELLGGPSVFLFPPKPKDTLMISRTPEVTCVVVDVSHEDPEVKFN
WYVDGVEVHNAKTKPREEQYNSTYRVVSVLTVLHQDWLNGKEYKCKVSNKALPAPIE
KTISKAKGQPREPQVYTLPPSREEMTKNQVSLTCLVKGFYPSDIAVEWESNGQPENNYK
TTPPVLDSDGSFFLYSKLTVDKSRWQQGNVFSCSVMHEALHNHYTQKSLSLSPGK

[0821] SEQ ID NO:181; aMHHOKHCIOTHAasi TOCJIEIOBATENIbHOCTh JIETKOH Lenu
rymanusupoBanHoro Bapuanta 3D6 (hu3D6VLv2 Bapuant L37Q S52G L54R, L2-DIM4
Karma) ¢ CUTHaJbHBIM MENTHIOM Obl4bero anb(a-iakraibOyMuHa Ha N-KOHLE.

MMSFVSLLLVGILFHATQADVVMTQSPLSLPVTLGQPASISCKSSQSLLDSDGKT
YLNWLQQRPGQSPRRLIYLVGKRDSGVPDRFSGSGSGTDFTLKISRVEAEDVGVYYCW
QGTHFPYTFGGGTKLEIKRTVAAPSVFIFPPSDEQLKSGTASVVCLLNNFYPREAKVQWK
VDNALQSGNSQESVTEQDSKDSTYSLSSTLTLSKADYEKHKVYACEVTHQGLSSPVTKS
FNRGEC

[0822] SEQ ID NO:182; mocienoBaTeqbHOCTh HYKJEOTHIIOB, KOAUPYIOLIAS TIKETYIO
nenb rymanusupoBaHHoro Bapuanta 3D6 (hu3D6VHvIbA1l IgGl Glml7 ammorum) c
CHUTHAJIbHBIM TENTUAOM ObIdbero anb(da-nakraapOymuHa Ha N-KOHIE

ATGATGTCCTTTGTCTCTCTGCTCCTGGTTGGCATCCTATTCCATGCCACCCAG
GCCGAGGTGCAGCTGGTGCAGTCTGGGGCAGAGGTTGTGAAGCCAGGGGCCACAGT
CAAGATCTCCTGTAAGGCTTCTGGCTTCAACATTAAAGACTACTATCTGCACTGGGT
GCGGCAGAGGCCTGGACAGGGCCTGGAGTGGATTGGATGGATTGATCCTGAGAATG
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GTGATACTGTGTATGACCCGAAGTTCCAGGGCAGGGCCACTATAACAGCAGACACA
TCCACCGACACAGCCTACCTGCAGCTCGGCAGCCTGACATCTGAGGACACTGCCGTC
TATTTCTGTTCTACCCTGGACTTCTGGGGCCAAGGCACCCTTGTCACAGTCTCCTCAG
CCTCCACCAAGGGCCCATCGGTCTTCCCCCTGGCACCCTCTAGCAAGAGCACCTCTG
GGGGCACAGCGGCCCTGGGCTGCCTGGTCAAGGACTACTTCCCCGAACCGGTGACG
GTGTCGTGGAACTCAGGCGCCCTGACCAGCGGCGTGCACACCTTCCCGGCTGTCCTA
CAGTCCTCAGGACTCTACTCCCTCAGCAGCGTGGTGACCGTGCCCTCCAGCAGCTTG
GGCACCCAGACCTACATCTGCAACGTGAATCACAAGCCCAGCAACACCAAGGTGGA
CAAGAAGGTTGAGCCCAAATCTTGTGACAAAACTCACACATGCCCACCGTGCCCAG
CACCTGAACTCCTGGGGGGACCGTCAGTCTTCCTCTTCCCCCCAAAACCCAAGGACA
CCCTCATGATCTCCCGGACCCCTGAGGTCACATGCGTGGTGGTGGACGTGAGCCACG
AAGACCCTGAGGTCAAGTTCAACTGGTACGTGGACGGCGTGGAGGTGCATAATGCC
AAGACAAAGCCGAGAGAGGAGCAGTACAACAGCACGTACCGTGTGGTCAGCGTCCT
CACCGTCCTGCACCAGGACTGGCTGAATGGCAAGGAGTACAAGTGCAAGGTCTCCA
ACAAAGCCCTCCCAGCCCCCATCGAGAAAACCATCTCCAAAGCCAAAGGGCAGCCC
CGAGAACCACAGGTGTACACCCTGCCCCCATCCCGGGAGGAGATGACCAAGAACCA
GGTCAGCCTGACCTGCCTGGTCAAAGGCTTCTATCCCAGCGACATCGCCGTGGAGTG
GGAGAGCAATGGGCAGCCGGAGAACAACTACAAGACCACGCCTCCCGTGCTGGACT
CCGACGGCTCCTTCTTCCTCTATTCCAAACTCACCGTGGACAAGAGCAGGTGGCAGC
AGGGGAACGTCTTCTCATGCTCCGTGATGCATGAGGCTCTGCACAACCACTACACGC
AGAAGAGCCTCTCCCTGTCTCCCGGGAAATGATGAGATCTCGAG

[0823] SEQ ID NO:183; nocienoBaTelbHOCTb HYKJIEOTHUAOB, KOAUPYIOIIAs JIETKYIO LeTb
rymanusupoBanHoro BapuaHTa 3D6 (hu3D6VLv2 Bapuant L37Q S52G L54R, L2-DIM4
Karma) C CUTHaJbHBIM MENTHIOM Obl4bero anb(a-iakraibOymMuHa Ha N-KOHLEe

ATGATGTCCTTTGTCTCTCTGCTCCTGGTTGGCATCCTATTCCATGCCACCCAG
GCCGATGTTGTGATGACCCAGTCTCCACTCTCTTTGCCCGTTACCCTTGGACAACCTG
CCTCCATCTCTTGCAAGTCAAGTCAGAGCCTCTTAGATAGTGATGGAAAGACATATT
TGAATTGGTTGCAACAGAGGCCAGGCCAGTCTCCACGGCGCCTAATCTATCTGGTGG
GCAAACGGGACTCTGGAGTCCCTGACAGGTTCAGTGGCAGTGGATCAGGGACAGAT
TTCACACTGAAAATCAGCAGAGTGGAGGCTGAGGATGTGGGAGTTTATTATTGCTG
GCAAGGCACACATTTTCCGTACACGTTCGGAGGGGGGACCAAGCTGGAAATAAAAC
GAACTGTGGCTGCACCATCTGTCTTCATCTTCCCGCCATCTGATGAGCAGCTTAAGT
CCGGAACTGCTAGCGTTGTGTGCCTGCTGAATAACTTCTATCCCAGAGAGGCCAAAG
TACAGTGGAAGGTGGATAACGCCCTCCAATCGGGTAACTCCCAGGAGAGTGTCACA
GAGCAGGACAGCAAGGACAGCACCTACAGCCTCAGCAGCACCCTGACGCTGAGCAA
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AGCAGACTACGAGAAACACAAAGTCTACGCCTGCGAAGTCACCCATCAGGGCCTGA
GCTCGCCCGTCACAAAGAGCTTCAACAGGGGAGAGTGTTAGTGAGATCTCGAG

[0824] SEQ ID NO:184; aMHHOKHMCIIOTHAsl MOCJEAOBATEIHHOCTh IOBTOpPA 00JACTH
CBSI3bIBaHUS MUKPOTpYyOOuek Tay 1 (ocraTtku amuHokucnor 255-271 B SEQ ID NO:1)

NVKSKIGSTENLKHQPG

[0825] SEQ ID NO:185; aMHHOKHCJIOTHasi MOCJEIOBATEIbHOCTh IOBTOpa OOJACTH
CBSI3bIBAHUSI MUKPOTPYOOUeK Tay 2 (octatku amuHOKHCTIOT 286-302 of SEQ ID NO:1)

NVQSKCGSKDNIKHVPG

[0826] SEQ ID NO:186; aMUHOKHMCIOTHAs MOCJEAOBATEIBHOCTh MOBTOpPA 00JACTH
CBSI3bIBAHUSI MUKPOTPYOOUek Tay 3 (octaTtku amuHOKUCHIOT 317-333 of SEQ ID NO:1)

KVTSKCGSLGNIHHKPG

[0827] SEQ ID NO:187, aMUHOKHCIOTHAas TMOCJEAOBATEIHPHOCTh MOBTOpPA 00JACTH
CBSI3bIBAHUSI MHUKPOTPYOOUeK Tay 4 (octaTku aMuHOKUCIOT 349-365 of SEQ ID NO:1)

RVQSKIGSLDNITHVPG

[0828] SEQ ID NO:188; aMUHOKHCIIOTHAs MOCJEI0BATEIbHOCTh KOPOBOTO MOTHBA Tay,
cBsA3aHHOrO ¢ 3D6

KIGSTENLKH

[0829] SEQ ID NO:189; aMHHOKHCJIOTHasi  IOCJIE€NOBATEIbHOCTh  N-KOHLA
MOCJIEOBATEIbHOCTH Tay IO OTHOLIEHHUIO K KOPOBOMY MOTHUBY Tay, CBA3aHHOMY ¢ 3D6

NVKS

[0830] SEQ ID NO:190; amuHOKHCIOTHass  mocjienoBaTenbHOCTh  C-KOHIA
MOCJIEIOBATENIBHOCTH Tay 10 OTHOIIEHUIO K KOPOBOMY MOTHUBY Tay, CBA3aHHOMY ¢ 3D6

QPG

[0831] SEQ ID NO:191; aMiMHOKHUCIIOTHAs IMOCIENOBATENIbHOCTD sniuTona 3D6

KXXSXXNX(K/H)H

[0832] SEQ ID NO:192; aMUHOKHCIIOTHAsI MTOCIE0BATEIbHOCTh KOPOBOTO MOTHBA Tay,
cBsA3aHHOrO ¢ 3D6

KCGSKDNIKH

[0833] SEQ ID NO:193; aMUHOKHCIIOTHAsI MTOCJIEI0BATEIbHOCTh KOPOBOTO MOTHBA Tay,
cBsA3aHHOrO ¢ 3D6

KCGSLGNIHH

[0834] SEQ ID NO:194; aMUHOKHCIIOTHAsI MOCJEI0BATEIbHOCTh KOPOBOTO MOTHBA Tay,
cBsA3aHHOrO ¢ 3D6

KIGSLDNITH
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DOOPMVIJIA NU30BPETEHHA

1. BelmeneHHoe aHTUTENO, CcHeNM(UYHO CBS3BIBAIOLIEECS C Tay YEJOBEKa,
coieprKaliee:

3penyro BapuabenbHYH 00nacTh Tskenon uernw, cogepxkamyro CDR-HI, kotopas
comepxkut SEQ ID NO:8, CDR-H2, koropas conepxxut SEQ ID NO:9 unu SEQ ID NO:149, u
CDR-H3, xoropas conepkut SEQ ID NO:10, nmpu 3Tom BapuabenbHasi 00J1aCTh TSHKEJIOW LEH
siByIsieTCst o MeHbInel mepe Ha 90% unentuunoit ¢ SEQ ID NO:18; u

3penyr0 BapuadenbHYK o0nacTe Jerkod wemnu, comepsxkamyw CDR-L1, kortopas
conepxut SEQ ID NO:12, CDR-L2, xotopas comepxkut SEQ ID NO:150, 151, 153, 156, 158,
159, 160, 163, 165, 166, 167, 168, 169, 170, 171, 172, 173 wmu 174, u CDR-L3, kortopas
comepsxkut SEQ ID NO:14, mpu sToM BapuabenbHasi 00JacTb JIETKOW LEMU SIBJSIETCS IO
MeHblel Mepe Ha 90% uaentuuHoii ¢ SEQ ID NO:122.

2. Awntureno mno n. 1, oTnuyaroineecs T€M, YTO MO MEHbLIEH Mepe OAHO U3 MOJIOKEHUN
H12, H13, H17, H24, H40, H43, H48, H66, H67, H76, H80, H81 u H91 moxet ObITh 3aHsTO V,
K, T,A,R, Q, LR, A D,L, QuF, cooTBeTCTBEHHO, U 110 MEHbILIEH MEPE OTHO U3 MOJOKEHUN
L2, L12, L15, L37, L39, L45, L60 u L100 moxer ObiTh 3ansiT0 V, P, L, Q, R, R, D u Q,
COOTBETCTBEHHO.

3. Awntuteno no n. 1, ornuyaromeecss tem, uro CDR-L2 copepxxut SEQ ID NO:150,
151, 163, 167, 168 nnm 169.

4. AHTHUTENO MO M. 3, OTJIMYAoLIeecs TeM, YTO BapuadenabHas 00JacTh TSDKENOH Lenu
cogepxxut SEQ ID NO:18, u BapuabenbHast obacte yerkoii nenu copepxkutr SEQ ID NO:110,
121, 122 wnum 123.

5. AwntuTesno mo m. 4, oTaMyaronieecs TeM, 4To BapuabenbHas 00NACTh JIETKOH LienH
conepxut SEQ ID NO:110.

6. AHTHTENO mO M. 4, OTJIMYAKoLIeecs TeM, 4To BapuabenbHast 00NacTh JIETKOH LienH
conepxut SEQ ID NO:121.

7. AHTHTENO TO M. 4, OTJIIMYAKOLIeeCs TeM, YTo BapuabenbHast 00NacTh JIETKOH Lenu
conepxut SEQ ID NO:122.

8. AwnTHTENO MO m. 4, OTIMHAroIIeecs TeM, YTo BapuabenbHast 00NACTh JIETKOH LienH
conepxut SEQ ID NO:123.

9. AHTHTENO MO 1. 3, OTJIMHAIOLIEECs TEM, 4TO BapualenbHas 00NaCTh TSHKEJONW LenH
comepxkut SEQ ID NO:146, u BapuabenpHasi o0nactsb jerkoi uenu comep:xkut SEQ ID NO:94
umu SEQ ID NO:122.
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10. Antmreno mo m. 9, oTiHMUaromieecs: TeM, 4TO BapuabelibHash 00JacTh JIETKOH Iernu
conepxut SEQ ID NO:94.

11. Antureno mo m. 9, oTiHuaroieecs: TeM, 4TO BapuabesbHash 00JacTh JIETKOH Henu
conepxut SEQ ID NO:122.

12. AHTHTENO MO M. 3, OTNIMYAKOLIeecs TeM, YTO BapuadeabHas 00JacTh TSDKENOH Lenu
cogepxxut SEQ ID NO:18 wnu 146, u BapuabenbHast 00nacThb jerkoi uenu cogepxut SEQ ID
NO:122.

13. AHtureno no modomy u3 mm. 1-12, oTiauyaromeecss TeM, YTO YKa3aHHOE aHTHTEJNO
NpeACTaBisieT COOOH XUMEPHOEe, BEHUPOBAHHOE WJIM TYMaHU3UPOBAHHOE AaHTUTEJIO.

14. Antureno mo mobomy u3 mm. 1-13, koTopoe mpencramisier coOOH WHTAKTHOE
AHTUTEJIO.

15. Anrtureno no mobomy u3 mm. 1-13, xoTopoe mpencTaBisieT cOOOW CBSI3BIBAIOIIUN
¢dparmeHT.

16. Antmreno mo m. 15, oTaudaromeecs: TeM, YTO YKa3aHHBIA CBSI3bIBAOINHN ()parMeHT
npeacTasisier cobol ogHoenouedHoe antuTeno, Fab wim Fab’2 ¢parment.

17. Antureno mo modomy u3 nim. 1-13, kotopoe npeacrasisiet codoit Fab ¢pparmeHT miu
OIHOLENOYeUHbIN Fv.

18. AHTHTENO Mo MOOOMY M3 MPENIIECTBYIOIINX IyHKTOB, OTJIMYAIOIIEECS TEM, YTO
U30THUI npenacTasiser coboit IgG1 uenosexa.

19. I'ymaHM3MpPOBAHHOE AHTUTENO MO Jr0OoMy u3 mm. 1-14 u 18, ornmyaromieecs tewm,
4TO 3penasi BapuadebHas 00JacTh JIETKOH LIEMH CIMTa ¢ KOHCTAHTHOM OOJIACThIO JIETKOM LIeTIH,
¥ 3penast BapuabenbHast 00J1aCTh TSDKENIOH e CIUTa ¢ KOHCTAHTHOH O0JIACTBIO TSHKETION LIemH.

20. I'ymMaHM3UpPOBAaHHOE AHTUTENO MO M. 19, oTnMyarolmeecs TeM, YTO KOHCTAHTHAas
O0JNacTh TSKENION LeMu MPEeACTaBiIsieT COOOW MYTaHTHYIO (OpMY NPHPOJHONW KOHCTAHTHOM
00JIaCTH TSDKEJION LIENH YeJIOBeKa, KOTOpasi MeeT MOHIKEHHOE CBSA3BIBAHME C perentopom Fcy
IO CPABHEHHIO C MPUPOAHON KOHCTAHTHON OOJNACTHIO TSIKEJION LETH YeJIOBEKa.

21. I'ymanusupoBaHHOe aHTUTENO mo M. 19 wnmm n. 20, oTiauuaromeecss TeM, YTO
KOHCTaHTHAas1 00J1aCTh TSLKENION Henu npenactasisier codoit uzorum IgGl.

22. I'ymMaHM3UpPOBAHHOE AHTUTENO MO M. 21, oTnMHarolmeecs TeM, YTO KOHCTAHTHAas
00JIaCTh TSKENON LeTTH UMEET AMUHOKHUCIIOTHYIO nocnenoBarenbHocTs SEQ ID NO:176.

23. I'ymaHnu3supoBaHHOE AaHTUTENO MO 0. 19, ommmMuaromeecs TeMm, 4YTO 3penas
BapuabenbHast 00JIaCTh TSDKENOH LEeNH, CIUTas ¢ KOHCTAHTHON OOJNIACThIO TSDKEJION LIENH, IMEeT
aMHHOKHCIIOTHYO nocnenosaTenbHocTs SEQ ID NO:178.

24, I'yMaHM3UPOBAHHOE AHTUTEJIO MO M. 19, NONMOIHUTENBHO COAEpIKaLlee CUTHAJIbHBIN

NENTUA, CIUTBIN CO 3pesioi BapuabenbHON 00JACThIO TSXKEONW W/WIIN JIETKOH LeTH.
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25. I'ymMaHM3UpPOBAaHHOE AHTUTENO MO M. 23, OTIHMYAKOLIEECs TeM, YTO TsDKeJas Lelb
MMeEeT aMUHOKUCIOTHYIO nocaenosarenbHocTh SEQ ID NO:180.

26. I'yMaHM3UpPOBAHHOE AHTUTENO MO M. 19, oTnMUarolmeecs TeM, YTO KOHCTAHTHAasi
00acTh JIETKOH LIeTT UMeeT aMUHOKUCIIOTHYO nocnenosaTenbHocTh SEQ ID NO:177.

27. I'yMaHU3UpOBAHHOE aHTUTENO MO M. 19, ommuaroleecs TeM, YTO 3penas
BapuadenpHass 00JacTh JIErKOH LeNH, CIUTas ¢ KOHCTAHTHOH OOJAaCTBIO JIETKOW IIeTIH, MMEeT
aMUHOKHUCIIOTHYIO nocaenosarenbHocTh SEQ ID NO:179.

28. I'ymMaHM3MPOBAHHOE AHTUTEJIO MO M. 27, OTINYAIOLIEECS TEM, YTO JIErKasl LieTlb UMEET
aMUHOKUCITIOTHYIO nocaenosarenbHocTh SEQ ID NO:181.

29. I'yMaHM3MPOBAaHHOE AHTUTENO MO M. 23, OTIHUYAKOLIEECs TeM, YTO TsKeas Lelb
UMEeT aMHMHOKHCIOTHYH mnocienosarenbHocTs SEQ ID NO:178, u nerkas uemb umeer
aMUHOKUCIIOTHYO nocaenosarenbHocTh SEQ ID NO:179.

30. I'yMaHM3UPOBAHHOE AHTUTENO MO M. 25, OTAMYaroUleecss T€M, YTO TshKenas LeNb
UMEeT aMHMHOKHCIOTHYHO mnocienosareabHocTs SEQ ID NO:180, u nerkas uenb uMeeT
aMUHOKUCIOTHYIO nocaenosarenbHocTh SEQ ID NO:181.

31. AHTHTENO MO JIFOOOMY M3 MPEALIECTBYIOIUX MYHKTOB, HMEIOIIee 110 MEHBIIEH Mepe
OJIHY MyTallMIO0 B KOHCTAHTHOH 00JacTH.

32. AHtuteno no m. 31, oTiMuarolmeecs TeM, YTO YKa3aHHas MyTalUsl CHIDKAeT
(uKcaIMIO UM AKTUBALMIO KOMIUIEMEHTA KOHCTAHTHOH 00J1acThIO.

33. AntHTeno 1o m. 32, copeprKalee MyTalHio B OTHOM UJH Oosee u3 rnonoskeHun 241,
264, 265, 270, 296, 297, 318, 320, 322, 329 u 331 cornacHo nHymepauuu EU.

34. AntuTeno no n. 33, coaeprkallee ajJjaHuH B nonoxeHusx 318, 320 u 322.

35. Antureno mo mobomy u3 mm. 1-20, oTnuvaronieecs TEM, YTO YKa3aHHBIM M30THIT
otHocurcs k uzoruny IgG2 unu IgG4 yenoseka.

36. AntHTeno mo JsroboMy u3 mm. 1-35, oTiMyaromeecs TeM, 4TO YKa3aHHOE aHTUTEINO
SIBJISIETCS TTO MeHbIIEH Mepe Ha 95% Macc./Macc. YUCThIM.

37. AHTtHTENno mo JOOOMY H3 MPEOMIECTBYIOIINX MyHKTOB, OTIMYAIOINEECS TEM, YTO
YKa3aHHOE€  aQHTUTENO  KOHBIOTMPOBAHO € TEPANeBTHYECKUM,  LIUTOTOKCUYECKHUM,
LIUTOCTATUYECKUM, HEHPOTPOYHUECKIM MU HEHPOIIPOTEKTOPHBIM CPENICTBOM.

38. dapmarneBTHUECKass KOMIIO3HIIHS, CONEpsKaIIasi aHTUTEJO, KaK OMPEAENICHO B JIIOOOM
u3 . 1-37, u papManeBTHYECKH IPUEMJIIEMbIH HOCUTEINb

39. HyksiemHOBasi KHCIOTA, KOOUPYIOIIAS TSDKENYIO LEeMNb 1/ JIETKYIO IIeTlb aHTUTeNa,

KaK OMUCAHO B Jr00oM u3 o 1-38.
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40. HyxneunHOBas KMCIOTA 0O M. 39, OTIIMYAOLIAACS TEM, YTO TsKeJas Lenb KOAUPYETCs
NocJeI0BaTeNbHOCTBI0, copepxkameln SEQ ID NO:182, u nerkas nenb Kogupyercs
MOCJIEIOBATEIbHOCTHI0, conepskainein SEQ ID NO:183.

41. Cnoco0 nonyueHusi 'yMaHU3UPOBAHHOTO aHTUTENA, BKIIIOYAIOIIUI:

(a) KyIbTUBUPOBAHHUE KJIETOK, TPAHC(OPMUPOBAHHBIX HYKJIEMHOBOW KUCIIOTOM 1o 1. 40,
TaKUM 00Pa3oM, UTO KJIETKH CEKPETHPYIOT YKa3aHHOE aHTUTEJIO; 1

(b) ounCTKY aHTUTENA OT CPEbl KYJbTHBUPOBAHUS KIIETOK.

42. Cnoco0 mnony4yeHHst KJIETOYHOH JIMHHMM, NPOAYLUHUPYIOWEH TIyMaHU3UPOBAHHOE,
XUMEPHOE MJTH BEeHUPOBAHHOE aHTUTEJIO, BKITFOUAKO LITHIA

(a) BBemeHHE BEKTOPA, KOMUPYIOIIErO HYKJIEWHOBYIO KHCIOTY 1o 1. 40, U BBIOPAHHOTO
MapKepa B KIETKH;

(b) pasMHOKeHHE KJIETOK B YCIOBUSIX ISl OTOOPA KJIETOK C YBEJTMYSHHBIM YHCIIOM KOMUH
BEKTOPA,

(c) BEIOENIEHNE OTAENBHBIX KJIETOK U3 BHIOPAHHBIX KJIETOK; U

(d) co3nanne OGaHKa KJIETOK, KJIOHUPOBAHHBIX U3 ONHOMN KJIETKH, BHIOPAHHON Ha OCHOBE
BBIXOJIa AHTHUTETIA.

43. Cnoco0 modyueHUs: TyYMaHW3MPOBAHHOTO, XHUMEPHOTO WM BEHHUPOBAHHOTO
AHTUTEJA, BKIIFOUAROIHM:

(a) KyJIbTHBHpPOBAaHHE KJIETOK, TPAaHC(POPMHUPOBAHHBIX HYKJIEUHOBOW KHCIJIOTOM,
KOZUPYIOIIEH TSDKENYI0 M JIETKYHO LenH Mo 1. 1, TakuMm o0pa3oM, YTO KJIETKH CEKPETHPYIOT
yKa3aHHOE aHTUTENIO; U

(b) ouncTKy aHTHUTENA OT CPeNbl KyJIbTUBUPOBAHUS KJIETOK.

44. Cnoco0 modydeHUs: TYMAaHU3UPOBAHHOTO, XHUMEPHOTO WM BEHHPOBAHHOTO
AHTHUTEJA, BKITFOYAROIIHN:

(a) BBemeHHE BEKTOPA, KOMUPYIOIIErO TSDKEIYIO M JIETKYHO e aHTHTeNa mo m. 1, u
BBIOPAHHOTO MapKepa B KIIETKH;

(b) pasMHOXKeHHE KJIETOK B YCIOBUSIX JIJIsl OTOOPA KJIETOK C YBEJTMYSHHBIM YHCIIOM KOMUH
BEKTOPA,

(c) BEIAENIEHNE OTAENBHBIX KJIETOK U3 BHIOPAHHBIX KJIETOK; U

(d) cosnanue GaHKa KJIETOK, KJIOHHUPOBAHHBIX U3 ONHOHN KJIETKHU, BRIOPAHHON HAa OCHOBE
BBIXOJIa AHTHUTEJIA.

45. Cnoco0 WHrHOMpPOBaHWS WM CHWJKEHHUS arperauud Tay y CyOBeKTa, KOTOpPBIH
CTpajiaeT OT ONOCPEAOBAHHOIO Tay AaMWJIOWAO3a WM TIOABEPXKEH pPHUCKY Pa3BUTHS

OMOCPENOBAHHOTO Tay AaMHJIOWZIO03a, IPHYeM VYKa3aHHBIH Crnoco0 BKIIOYAET BBEICHHE
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yKa3aHHOMY CyObekTy 3¢ (eKTUBHOrO pekuma aHThTena 1o Jrobomy w3 mm. 1-38 wu
MOCPEICTBOM 3TOr0 MHIMOMPOBAHNE MITH CHU)KEHUE arperalyy Tay y YKa3aHHOTO CyObeKTa.

46. Crocob mo m. 45, OTIMYAIOIIUICS TeM, YTO YKa3aHHOE AHTUTENIO TMPEACTaBISET
co0ol ryMaHHU3UpOBaHHYIO Bepcuto 3D6.

47. Croco0 JneyeHHsT WM OCYLIECTBJICHUS INPO(QHUIAKTUKU CBSI3aHHOTO C  Tay
3aboneBanuss y CyObeKkTa, MpPUYEM yKa3aHHBIH CHOCOO BKIIOYAaeT BBeneHHE 3(PQPEeKTHBHOTrO
pe’kMMa aHTUTENa KakK OIMpenesieHo B JII0OOM u3 mm. 1-38 U moCpeacTBOM 3TOro JieUeHUe WU
OCyIIeCTBJIeHHE MPOPHUIAKTUKH YKA3aHHOTO 3a00JIeBaHUS.

48. Crnocob mo 1. 47, OTIHYAIOIIUICS TeM, YTO YKa3aHHOE CBsI3aHHOE ¢ Tay 3a00jeBaHue
npezacrasisier coboii Oone3Hp AnblLreiiMepa, cHHAPOM JlayHa, JIerkoe KOTHUTUBHOE HAPYIIEHUE,
NEPBUYHYIO BO3PACTHYIO TayMaTHIo, NOCTIHLE(DATUTHIECKU T APKUHCOHU3M,
MOCTTPABMATHYECKYIO AEMEHIIUIO WIH TeMEHIN0 OokcepoB, Oone3nb [Tuka, 60ne3np HumaHHa-
IMuka Tuma C, HagbpsAepHBI mapanud, JOOHO-BUCOYHYK IEMEHLHUIO, JIOOHO-BHCOYHYIO
Jno0apHy0 AereHepaunto, OO0Ne3Hb aprupoUIbHBIX 3€peH, TJIOOYJSIPHYID —[IIHAJIBHYIO
TAyMaTHIO, aMHOTPOPHUECKUI JaTepajbHbIH CKJIEPO3/KOMIUIEKC MapKUHCOHU3M-IEMEHIIHS
I'yam, koptuko-0asampHyro npereHepaunio (KbJ), memenuuto ¢ Tenpramu JleBw, BapuaHT
Oonesnn AumburetiMepa ¢ Ttenbuamu Jlesn (LBVAD), XpOHHMYECKYIO TpPaBMaTHUYECKYHO
sHuedanonarmo (CTE), rmoOynsapuyro rnuanbhyto taynataio (GGT) wnm mporpeccupyrommii
HanbsiepHbIii napamny (ITHIT).

49. Crnocob no 1. 47, OTIIMYAOIIUICS TeM, YTO YKa3aHHOE CBSI3aHHOE C Tay 3a00JieBaHHe
npencTasisier coboit OonesHp AnbLreliMepa.

50. Cnoco6 mo m. 49, OTIMYAIOLIMICS TeM, YTO YKa3aHHBIH MAIMEeHT IPEeACTaBIseT
coboii Hocurenst ApoE4.

51. Coco® CHIKeHHMs HApYLUIEHHOW Tiepefadyd Tay, NpHYeM YKa3aHHBIA Crocod
BKJTIIOYaeT BBeneHue 3(h(HEeKTUBHOIO peKrMa aHTUTENA, KaK OnpeneseHo B irodom u3 nm. 1-38, u
NIOCPEICTBOM 3TOTO CHIDKEHHUE Mepeauu Tay.

52. Cnoco® wHaykuuu ¢aronurosa Tay, MNPHYEM YKa3aHHBIH Crnoco0 BKIFOYAET
BBeZieHHEe 3((EeKTUBHOrO peKMMa aHTHUTEIA, KAk OmnpenesieHo B JrobOom u3 mm 1-38, u
NOCPEICTBOM 3TOr0 HHAYKIHIO (ParomuTo3a Tay.

53. Crioco® wHruOMpOBaHUsS arperauyl WIM OTJOXEHHUsS Tay, NpPUYeM YKa3aHHbIA
criocob BKIIFOYaeT BBeneHue 3PPEKTUBHOTO pesKuMa aHTHUTENA, KaK OMPEAesieHO B JIF0OOM M3 I,
1-38, 1 mocpencTBOM 3TOro MHrMOMPOBAHNE arperalii IIM HAKOTUICHUS Tay.

54. Cnoco6 mHrnbupoBanusi oOpa3oBaHusl KIYOKOB Tay, MPUYEM YKa3aHHBIA CHOCOO

BKJIIOUYAeT BBeeHHe 3P eKTHBHOTrO peKuMa aHTUTEA, KaK OMPENeIeHO B JIIoOoM u3 mi. 1-38.
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55. Cnocob® oOHapykeHHsI OTJIOKEHUN Tay-Oelka y CyOBeKTa, CTPagaroliero OT WU
MIOJBEPXKEHHOTO PUCKY PAa3BUTHSI 3a00JI€BaHNs, CBS3aHHOTO C arperanyel Win OTJIOKEHHEM Tay,
IpUYeM VYKa3aHHBIH Crnocod BKIKOYAET BBEJAEHHE YKa3aHHOMY CYOBEKTY aHTUTeNna, Kak
ompeneneHo B JgoOoM u3 mm. 1-38, m oOHapykeHHMe aHTWUTENa, CBSI3aBLIErOCS C Tay, Y
YKa3aHHOTO CyOBeKTa.

56. Cnocob mo m. 55, OTMUYAOLIMICA TE€M, YTO YKa3aHHOe 3a00JIeBaHUE, CBSI3AHHOE C
arperauuedl WM OTJIOKEHHEM Tay, MPEACTaBiisieT coOoi Oosie3Hb AJiblreiiMepa, CHHIPOM
JlayHa, Jerkoe  KOTHUTMBHOE  HApyLIEHHE, TMEePBUYHYIO  BO3PACTHYK  TayIMaTHIoO,
NOCTIHLE(PATUTHUECKUN MAPKUHCOHM3M, TOCTTPABMATUYECKYIO JAEMEHIHMI0O WA JIEMEHIIHIO
Ookcepos, Oonesnp I[luka, Oonesap HumanHa-Iluka tuna C, HambsaepHbIH mapannd, JIOOHO-
BHCOYHYIO JEMEHIUIO, JIOOHO-BHCOUYHYIO JIOOAPHYIO JereHepainuro, 0oJie3Hb aprupopUIIbHBIX
3epeH,  TIOOYJSIPHYIHO — DIHAJbHYK  TAayNmaTHIO,  aMUOTPOHUUECKHUH  JaTepasbHbIA
CKJIEPO3/KOMIUIEKC MapKHHCOHM3M-IeMeHLus [ 'yam, kopTuko-6asanbhyto nerenepauuio (KbJI),
IeMEHIMI0 ¢ Tenblamu JleBw, BapuanT Oomesnn Anbureiimepa ¢ tembiamu Jlesu (LBVAD),
XpOHUYECKYI0 TpaBMaTtudeckyro sHuedanonaruio (CTE), rmolynspHyo TTHANBHYIO TayHmaTHEO
(GGT) unu nporpeccupyromui HaabsaepHbli napamud (ITHIT).

57. Cnoco® mo m. 55, OTAMYAKOIIMHCS TeM, 4YTO YKa3aHHOE AaHTUTENO BBOMST
NOCPEICTBOM BHYTPUBEHHON MHBEKIUH B OPIraHU3M CYOBEKTa.

58. Cmoco®6 mo m. 55, OTAMYAKOIIMACS TeM, 4YTO YKa3aHHOE AaHTHUTENO BBOMST
HETIOCPEACTBEHHO B TOJIOBHOH MO3r CyOBEKTa MOCPENCTBOM BHYTPHUYEPEITHOW HMHBEKLUU WUIIH
TIOCPE/ICTBOM CBEPJICHUS OTBEPCTHSI B Yepere cyObeKTa.

59. Cnoco0 1o 1. 55, OTIMYArOIUICS T€M, YTO YKa3aHHOE AHTHUTEJIO SIBJISIETCS] MEYEHBIM.

60. Cnocob mo m. 59, OTNMUAIOLIMICA TEM, YTO YKAa3aHHOE AHTUTENO SIBJISETCS
MEUYEHHBIM (PJTyOpECIIEHTHOW METKOM, MTapaMarHUTHON METKOW WJIN PaHOaKTHBHON METKOIA.

61. Cnocob mo m. 60, OTIMYAIOINUICS TeM, YTO YKA3aHHYI0 PATUOAKTUBHYIO METKY
OOHApY)KUBAIOT C TPUMEHEHHEM TNO3UTPOHHO-3MHCCHOHHOW Tomorpadpuu (I19T) wm
0nHO(OTOHHOH SMUCCHOHHON KOoMITbIOTepHOM ToMorpaguu (ODPIKT).

62. Crnoco® wu3mepeHus: 3(PpPeKTHBHOCTH JieueHUs y CyObeKTa, KOTOPBIA IOIyYaeT
JeyeHne 3a00JIeBaHUs, CBSI3AHHOTO C arperanuedl Wid OTJIOKEHHEM Tay, NMPUYeM yKa3aHHBINA
CHoco0 BKJFOYAET

(a) u3MepeHHE TEPBOTO YPOBHS OTJIOKEHUN Tay-Oejlka y YyKa3aHHOTrO CyObekTa -0
JIEYSHHS TIOCPENICTBOM BBENIEHHS YKa3aHHOMY CYOBEKTY aHTUTENA, KaK ONPENeIeHO B JIIOOOM M3
nn. 1-38, u oOHapy)keHUs MEPBOr0 KOJUYECTBA AHTHUTENA, CBSI3ABLIETOCS C Tay, Y YKa3aHHOTO
CyOBeKTa,

(b) BBEEeHME YKa3aHHOMY CYOBEKTY JICUEHHUs,
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(c) m3mMepeHHe BTOPOTO YPOBHS OTJIOKEHHMH Tay-OejiKa y YKa3aHHOrO CyOBeKTa Iocie
JIEYeHHsl TIOCPEACTBOM BBEIECHUS YKA3aHHOMY CYOBEKTY aHTHTENa, U OOHAPYKEHHs] aHTHUTEJA,
CBSI3aBLIETOCS C TAy, Y YKa3aHHOTO CYOBeKTa,

NpUYeM CHUKEHUE YPOBHS OTJIOXKEHUH Tay-Oenka CBHAETENbCTBYET O IMOJOXKHUTEIHbHOM
OTBETE HA JICYEHUE.

63. Cnoco® wm3mepeHus: 3(P(GEKTUBHOCTH JIEYEHUs] Y CyObeKTa, KOTOPBIH IOJydaeT
JedeHue 3a00JIeBaHMs, CBSI3aHHOTO C arperauueil Win OTIOXKEHUEeM Tay, NPUYeM YKa3aHHBIH
croco0 BKIIOYAET

(a) u3MepeHHME MEPBOrO YPOBHS OTJIOKEHHH Tay-Oelka y YKa3aHHOTO CyObeKTa 0
JICYSHHS TIOCPENICTBOM BBENIEHHS YKa3aHHOMY CYOBEKTY aHTUTENA, KaK ONPENeIeHO B JIIOOOM M3
nn. 1-38, u oOHapy)keHHe NEepBOro KOJMUYECTBA aHTUTEINA, CBSI3ABIIETOCS C Tay, Y YKa3aHHOTO
CyOBeKTa,

(b) BBemeHHe YKa3aHHOMY CYOBEKTY JICUEHHUS,

(c) m3mMepeHHe BTOPOrO YPOBHS OTJIOKEHHMH Tay-OelKa y YKa3aHHOrO CyOBeKTa IMocie
JIEYSHHsT TOCPEICTBOM BBEICHUS YKAa3aHHOMY CYyOBEKTY aHTHUTeNa U OOHapy)KeHHE BTOPOTO
KOJINYECTBA aHTUTENA, CBSA3ABIIETOCS C TAy, Y YKA3aHHOTO CYOBbeKTa,

NpUYeM OTCYTCTBHE W3MEHEHHs! YPOBHs OTJIOKEHHH Tay-Oejlka I He3HAYMTEIbHOE
YBEJINYEHUE OTJIOKEHUH Tay-0eIKa CBHIETENbCTBYET O MOJIOKUTENBHOM OTBETE Ha JICUEHHUE.

64 Cnocob nmony4eHus: aHTUTeNa, KOTOPOe CIeHU(pUIHO CBS3bIBAETCS C Ty YEJIOBEKA C
snuronioM B mpexpenax MmortuBa (opmynsr KXXSXXNX(K/H)H (SEQ ID NO:191) wumum
KIGSLDNITH (SEQ ID NO:194), Bkimro4arouui HMMyHH3aLMIO KUBOTHOTO Tay Ye€JIOBEKa UJIH
ero (parMeHTOM JJIs TTOJYYEeHUS] aHTUTEN M CKPUHHUHT MTPOAYLIUPYEMbIX aHTUTEJ HAa aHTHUTENA,
KOTOpbIe CrelM(PUIHO CBSI3bIBAIOTCS C YKA3aHHBIM MOTHBOM

65. Cnoco® moJydeHus: aHTHTENa, KOTOpPOe CHEeHU(UYHO CBSA3BIBAETCS C MENTHUIOM,
coctosiuuM u3 octatkoB KXXSXXNX(K/H)H (SEQ ID NO:191) wnmu KIGSLDNITH (SEQ ID
NO:194), BKIOUAIOLIMA MMMYHHU3ALHUIO KHBOTHOTO Tay YeJOBEKa WM ero (parMeHTOM IJIst
NOJIY4EHUS] AaHTUTEJ M CKPUHUHT MPOAYLUPYEMBIX aHTUTEN HA aHTUTENA, KOTOpPbIe Crieln(pUIHO
CBSI3bIBAIOTCS C TTETITHIOM.

66. Crioco® mOJydeHUs aHTHTENA, KOTOPOE CIELM(PUIHO CBS3BIBAETCS C JIHTOIOM,
comepxkammM KXXSXXNX(K/H)H (SEQ ID NO:191), Brmodaromuid HUMMYHH3AIHUIO
KUBOTHOTO Tay WJHM €ro (parMeHTOM M CKPUHUHI Ha aHTHTEJNa, KOTOpble Crenu(uyHO
CBSI3bIBAIOTCS C YKA3aHHBIM 3ITHTOIIOM.

67. Cnocod mo mgrboM w3 mm.  64-66, OTIWYAKOIIMICA TEM, 4YTO KHBOTHOE

UMMYHHU3UPYIOT Tay denoBeka u3 383 amunokucnor (4RON).
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68. Cnocob mo m. 67, OTIMYAKIIUICA TeM, YTO Tay YeJNIOBEKa COAEPIKUT MYTALHIO
P301S.

69. Cnoco6 mo m. 68, omMYaomuUiics TeM, YTO Tay YeJNOBeKa SIBJIAETCS

pexoMOuHaHTHBIM ¢ His-meTkoii Ha N-koHIe.

70. Cnocob mo m. 66, OTIMYArOINUIICA TeM, YTO CKPUHHHL ONpenenseT crenuduueckoe
CBSI3BIBAHME MEXIYy AHTUTENAaMH W OIHHM MM Oojiee NeNnTHAAMH, COxepKamuMu 1o 15
amuHokucor, Bkmodas KIGSTENLKH (SEQ ID NO:188), KCGSKDNIKH (SEQ ID NO:192),
KCGSLGNIHH (SEQ ID NO:193) coOTBETCTBEHHO HJIN JIFOOOH Ipyroil KOHCEHCYCHBIH MOTHB,
npeacrasieHHpii KXXSXXNX(K/H)H (SEQ ID NO:191).

71. Cnocob mo . 70, OTJIMYArOLIUICS TeM, YTO OAWH WU OoJiee MENTUAOB COIEpIKaT
KIGSTENLKH (SEQ ID NO:188) miu KCGSKDNIKH (SEQ ID NO:192) nnu KCGSLGNIHH
(SEQ ID NO:193), cOOTBETCTBEHHO.

72. Cnocob 1o 1. 66, OTIMYAOIIUHCS TeM, YTO KHBOTHO€ HMMYHHU3HPYIOT ()parMeHToM
Tay, copepkamuM a0 15 amuHOKMCIOT, BKIFodas KXXSXXNX(K/H)H (SEQ ID NO:191),
CBSI3aHHBIM C HOCHUTEJIEM.

73. Croco® mo m. 72, OTIUYAIOIIUACS TEM, YTO TeNTHI MPencTaBisieT coboi
KIGSTENLKH (SEQ ID NO:188) nu KCGSKDNIKH (SEQ ID NO:192) nnu KCGSLGNIHH
(SEQ ID NO:193).
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durypa 128

MNMosTop 1 obnacTi cBA3LIBAHUA MUKpOTpyDouek (aa 255~271)
lMoBTop 2 obnacTu cBA3LIBAHUA MUKpOTPYBoUeK {aa 2B6-382}

[MoeTop 3 obnacTy cBA3LIBAHUA MUKpOTPYBoueK (aa 317~333}
MosTop z}lﬁq@j‘gpj'ﬂ CBA3bIBAHWA MUKpOTpyBouek , 349-365)

BakHble ocTaTKu ANK cBA3bIBaHWA 3D6

A BaxHblil OCTaTOK, HE U3MeHReMbIil B noBTope 4

,»‘("U"-,
-
I—-
®
b 150+
Q
)
= O
B
5% 100
Eﬁ
83
Q-
T S 507 .- R .B..... : .
<5
C m
m &
o)
[ &) ) .
-© '}41-%{-&@%4%%;{@@@@&

moxoz o2
<< <<
D - o=

TRy
OO T m

T
v www
00 oo

AVL AUMOIVHEOLIDVd ‘VIIALULHY

618081/020C OM

¥0L0T0/020CSN/LOd

14!



PCT/US2020/020704 15 WO 2020/180819
AHTUTEIJIA, PACITIO3HAIOIIME TAY

s ]

[e]

o 1] (13}
= = Q.
b = @
o O s
= o2 =
_— s o 5
= = L0 - =
0 = 2 s
n = g = D E
D.W o v .MM
g - 3 :
© C =
= ] m
2 i 5
% Lo
L]

=

o

[e]

T

3

durypa 1

3AMEHSIOIIWM JIUCT
K OTBETY Ha yBegomuieHue ot 29.11.2021



12027 11 67 1O SQUHALWOIAgA BH ALJ4.LO X

TATITA TITIN T TATT/T T TTATY T

100-
-

60-

KoHTPOIb — Hex.
40.??2\ [-06pas)
Tavoaur ) 40.930 Yeeanuenne 0-300 xJa [~ HCX.
100' Iﬂ\_ Tay —0bpab.
B
14ﬁi938 603 145i933
106 ] -0
4] H
]
0 L M U\"’\“’V‘J u — =
K A " 0 i 100 150 200 250 J00
fJ O | 0 150
®dur. 14A

AVL AUIIOIVHEOLIDVd ‘VIMALULHY

618081/020C OM

¥0L0T0/020CSN/LOd

91



100-

1202 11 67 1O QUHIUWOIgA BH ALJELO X
LOUIf TUITIOIBHAINVE

ca K MHHYT _ Hex.
45?54 Cmuaexa K200 360 3 Im
N Tay 15 Veeanuenne 140-260 k/la 23T 980 ~Hex.
] —Oobpab.
30_ [Mpimuabiii mAB1-2 Tay] If ‘
E /1
251 /
| /
20 L j
] i
151 [3D6- Tay] = § } /
B0 5 P /
ﬁ"\ [3D6°2 Tay] 10'; i /
B ] i ‘ .‘r
: i ' i H
i ! ! 5 ‘ \ ; |
Ll b  ZA WS S N S S
i R T Y M
S 500 - o 150
®ur. 14B

AVL AUIIOIVHEOLIDVd ‘VIMALULHY

618081/020C OM

¥0L0T0/020CSN/LOd

L1



12027 11 67 1O SQUHALWOIAgA BH ALJ4.LO X

ray

LOUIr UUITIOIBHANVE

100

— KoHaTpoan

Haaoxkenne
« CHIHBKa

40

3]

| 1608
5]

” - 3D6

Kontpo.b

— KonTtpouis|

Yeeanduenne 140-260 kJa ’7
- CHHBKa

[3D6-2 Tay-oanr]

228i963

[3D6* Tay-oanr]

1 /

®ur. 14C

AVL AUIIOIVHEOLIDVd ‘VIMALULHY

618081/020C OM

¥0L0T0/020CSN/LOd

81



PCT/US2020/020704

durypa 15

WO 2020/180819

AHTUTEIJIA, PACITIO3HAIOIIME TAY

DEPBSGEEHHE 3EPeH B runnokamne mMbilli

19
&
I 7
_.M % <
R ZA
; 7
i x, %
W ¢ ﬂu
2z, .
i I )
* T %nv N ®
; © <
Wff/ﬁ!&rfﬁ?ﬁ?{?@éfé&t&&fff/&?
_l %,
fe) .
S o
% &
nw..”
] L] ] _MP.
=] = = (=]
7] =) (1]
- b o
(9UrodiHON MMIOShMLMLOEN 94)
£2d0/80HOdNSH +81V
3AMEHSIOIIWM JIUCT

K OTBETY Ha yBegomuieHue ot 29.11.2021



12027 11 67 1O SQUHALWOIAgA BH ALJ4.LO X

LOUIr UUITIOIBHANVE

ray

% oT Makcumyma

100-

o
T

Tay: CBA3blBaHWe renapuHa

w —8—  3D6 MbilLK
> -m- hu3D6VHV1bAL1l/hu3D6VLv2

-4~ hu3D6VHv1bAll/L2-DIM4

| ]
-10 -8 -6 -4

[aHTuTEno] log M

durypa 16

AVL AUIIOIVHEOLIDVd ‘VIMALULHY

618081/020C OM

¥0L0T0/020CSN/LOd

0¢



12027 11 67 1O SQUHALWOIAgA BH ALJ4.LO X

LOUIr UUITIOIBHANVE

ray

% OT Makcumyma

% oT Makcumyma

100~

]
T

CeasbiBaHue pubpunnspHore Tay

- hu3D6VHv1bAll/12-DIM4
- hu3D6VHv1bALL /hu3DeVLvZ

-1

CeA3biBaHWe cmellaHHbix oubpunn

100+

)
T

T
10

[aHTuTEno] log M

-9

-8

-7

- hu3D6VHv1bALLl/LZ2-DIM4
- huldD6VHvIbALL/hulD6VIiv2

-7

durypa 17

AVL AUIIOIVHEOLIDVd ‘VIMALULHY

618081/020C OM

¥0L0T0/020CSN/LOd

1C



	Bibliographic data
	Abstract
	Description
	Claims
	Drawings

