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2420-574080EA/026
T'YMAHUBVPOBAHHOE AHTUTEJIO IOJIA JIEYEHMA WM [IPEIOOTBPAIIEHMSA
KOT'HUTUBHBIX PACCTPOﬂCTB, CIIOCOB ET'O IMNOJIYUEHUA M ATEHT IOJA
JIEUEHMSI MJIM TPEIOTBPAIEHNMS KOTHUTMBHBIX PACCTPOMCTB C ETO
[IPUMEHEHWEM
[IEPEKPECTHHE CCHJIKM HA POICTBEHHHE 3SAABKU
[0001] IaHHas 3afgdBKa MCIpallMBaeT IIPUOPUTET IO 3adBKe Ha
nateHTt AmoHum N 2017-035594, nopmaHHOM 27 gdeBpana 2017 1.,
comepXaHMe KOTOPOM BKJIOUEHO IIOCPEOCTBOM CCHUIKM B IIOJIHOM OOBEMe.
[IEPEUEHEL IIOCJIENOBATEJIBHOCTEN
[0002] IaHHasa 3asBkKa COHOEPXUT IIepeueHb II0oCJIemoBaTeJIbHOCTEMN,
IIOJAHHHM B BJEKTPOHHOM BuIe B ¢oopMaTe ASCII ¥ BKJIKOUYEHHHM B
OaHHHM HOOKYMEeHT B IIOJIHOM oO0beMe I[IOCPelNCTBOM CCHJIKM. VYKas3aHHasd
kommsa B dopmMaTe ASCII, co3maHHasa 27 o¢erpasnga 2018 1., Has3HBaeTCH
063785-06-5002-WO-SegLstg— ST25.txt m mMeeT pasmep 323584 OCanr.
OBJIACTE TEXHUKU
[0003] Hacrosamee wuz30OpeTeHMEe OTHOCUTCHA K IT'YMaHM3UMPOBAHHOMY
AHTUTEJY OJS TPpUMeHeHUS IpM TepaleBTUUeCKOM WM OPpoduiIaKTHUUeCKOM
JleueHUn KOTHMTUBHEIX PaccTpoOMCTB, criocoBy IOJIy4YeHU
TYMaHV3UPOBAHHOTO aHTUTeJa, TepaleBTUUECKOMY WIIN
IpodUIakTUUECKOMY aTeHTYy OT KOTHUTHBHHX pPaCCTPOMCTB, B KOTOPOM
VCIOJIBE3YEeTCHa  yKa3aHHOe aHTUTEJIO, u criocofaM  JIeUeHUSd  UIU
IpeloTBpalleHsS KOTHUTHMBHHX PAaCCTPOMCTB C IIOMOMBI TepaleBTUUeCKUX
ATeHTOB, PAaCKPHTHX B IaHHOM MOOKYyMeHTe. BoJjlee KOHKPETHO, IaHHOe
n300peTeHrMe OTHOCUTCSA K HOBOMY I'yMaHMU3MPOBAHHOMY AaHTUTEIY OIPOTHUB
dpochopmIIMpOBaAHHOTO Tay—0elika, obJjajawnieMy IIPeBOCXOIOHEM D0deKToM
VIIyUImeH g KOTHUTUBHOMU byuxumnm, crocoBy OJIy4YeHHU S
TYMaHV3UPOBAHHOTO aHTuTesa, TepaleBTUUECKOMY NI
IpodUIIaKTUUECKOMY aTeHTy OT KOTHUTUBHEIX PaCCTPOMCTB, cCoIepXaleMy
TYMaHM3UPOBAHHOE aHTUTEJIO, U crnocobaMm JieueHUS WM IpPelOoTBpalleHUS
KOTHMTUBHEIX pPacCCTPOMCTB C IIOMOMBIL TYMaHM3UMPOBAHHHX  aHTUTEJ
OPpOTUBR QOCHOPUIIMPOBAHHOTO Tay—0eJika.
YPOBEHE TEXHUKU
[0004] KOTHMUTHMBHOE PpPacCTpOMCTBO WM cJjaboyMue IIpencTaBisgeT
coBoM COCTOSHMe, IIPpM KOTOPOM Pa3BUTHM MWHTEJJIEKT yXyOMlaeTCs IO

KakoM—-To TIIpuoBpeTeHHOW MNpPpUUMHE, UYTO IMIPUBOIMUT K 3aTPydHEeHUSAM C



couMaJibHOM amanTalel. KOTHUTUMBHEE PacCTPOMCTRBa KIACCUOUUMPYITCH
Kak HeUpoIOeTeHepaTWUBHEHe  3abojieBaHUA, COCYOMCTHE  KOTHMTUBHEE
3aboJIeBaHMs, IHIPMOHHHEe 3aboJieBaHMA, MHOEeKUMOHHHe 3ab0oJieBaHUA,
MeTabonmueckye/ SHIOKPUHHEE 3aboJjieRaHNus, TpaBMaTUUECKHUE u
LepebpalibHEE XUPypPIUMUeCKMe 3abojleBaHMA UM TOKCHMUeCKkMe 3abojiIeBaHusA
(cM. Toshifumi Kishimoto & Shigeki Takahashi (Edit.), “STEP
Series Seishinka” (dAnoHckul pokyMmeHT), 2th Edition, Kaibashobo,
2008, PP . 103-104) . [lo cocrogHmr Ha 2010 rTom B  SHOHUHU
HaCUMTHBAJOCE OKOJIO 2,1 MWJIJIMOHAa [AalMEeHTOBR C IOeMeHLMeMN, IIPU STOM
[IoKaszsaTeJlb pPaclpOCTPaHeHHOCTHM 3afojileBaeMOCTM COCTaBJIAJ OT 8 IO
10% miam paxe OoJiee 10% cpenM HOXWIIEIX JIoOeM cTaplme 65 JjleT, M 3TO

ORLIIO IIPM3HAaHO CprGBHOﬁ HpO@HeMOI\/JI BO BCeEMMPOHOM CcTaperimeM

obmecTBe (Takashi Asada, “Igaku no Ayumi” (ANOHCKMM HOOKYMEHT),
supplementary volume, "Cognitive disorders", Ishiyaku
Publishing, 2011, pp. 5-10). IOaHHHe 00 OCHOBHHX 3aboJiIeBaHUAX

KOTHUTUBHEX PAaCCTPOMCTB I[OKAa3HBalT, UYTO OOJIBIIMHCTBO M3  HUX
ABJIAIOTCA HeMpoleTleHePaTUBHEIMM 3abojleBaHMAMM, TakKuMM Kkak ©OO0JIe3Hb
AsnpurelMepa  (BA) um JI0OHO-BUCOUHasa Jio®apHas nereHepaumsa (JIBJIO),
opu 2ToM okoJio 35% aBasgoTcsa BA, okoJjio 15% 4gBjasgoTcsa kKoMOMHaluueu
EA u uepeBpoRBackKyJIApHOTO 3abojiepaHusa u 5% gaejsaworca JIBJIO (Id.)
KOTHMTHUBHEE paccTpoycTBa, CBA3aHHEE c HelVponeTreHepaTUBHEMU
3aboJjieBaHUAMHA, XapaKTepu3yonTCcsa  He3aMeTHHM yXYyOIeHMeM  IIaMATH
U/UIN MBMEHEeHUAMU JIMUHOCTM, KOTOpOe IMPpOoTpPecCHpyeT B TeUueHUue IIO
MeHBIIE Mepe IecTM MecsdaleB wWiIM 0OoJiee. HelponeTreHepaTUBHEE
IIPOILIECCH CUJIBHO KOPPeJIMPYIT CO CTeleHbl HapylmeHUsd KOTHUTHUBHOM
byuxumm, a CBA3aHHEE c HUMU CUCTEeMHEEe XapaKTepUCTUKN
IpenCcTaBJIAT cobom Hajume HeVpobUOPUIIIAPHBIX KJIyOkoOB (NEFT)
(Alistair Burns et al. (Edit.), Dementia, 3rd Edition, 2005, CRC
Press, pp.408-464).

[0005] Tay-06eJiok mnpencTaBjisgeT coboi OeJIok, KOOUPYEMEM TeHOM
MAPT, KOTOPHM HaxOIMUTCSI Ha xXpoMocoMe 17 (179g21) B T'€HOMe
yeJIOBEKa. Tay—-06eJiok ABJISeTCHd OOHMM U3 OeJIKOB, CBA3HEBAaKIIMNX
MUKPOTPYOOUKM, B M3OHETKe DSKCOPEeCCUPYEMHEX B ILEeHTPaJIbHOM HepBHOMU
cucTeMe. BHJIO OOHapyXeHO, UYTO Tay SHABJIAETCS OCHOBHHM COCTARJISKIMM
BeJIKOM B IapHHX CIOMPaJbHHEX (OUIaMeHTax M [OIpPAMEX (QMJIaMeHTax,

oDpasyrlmMx NFT pu EA, OIOHOM nus HamboJiee BHIPAaXEHHEX



HelpoleTreHepaTUBHEX 3abojyieBaHuUM, a ero BHYTPUKJIETOUHOE
HaKOIJIEHNE OBLIIO IPOIEMOHCTPUPOBAHO npu PasINUYHEX
HEBPOIIATOJOTUUECKUX COCTOAHMAX .

[0006] Tay ©OBUI BIIEPBHEe CBHA3aH C HelVpoleTl'eHepaTUBHEMU
3aboJiIeBaHMAMM Ha OCHOBAHMM CBA3M MeXIy MyTaluaMuM B T'eHe MAPT wu
HaKOIJIeHMeM Tay IOIpM JOOHO—BUMCOUHOM IEeMeHLUUM C [DapKMHCOHMS3MOM,
CllellJIeHHOM C Xxpomocomoum 17 (FTDP-17). Coobmasock o Oojee ueMm 40
TeHHHX MyTaluax B TI'eHe MAPT B oTHomeHuM FTDP-17 (Tetsuaki Arai,
“Shinkei ©Naika” (AmoHcku »OokyMmeHT), Vol.72, special number,
(Suppl.o), 2010, pp.46-51). IlpennoJjaraercHd, UyTO BTU T'eHHHE
MyTalli[d WM3MeHST COOTHOIEeHMSA MexXny Hu3ohopMaMM Tay WM W3MeHSKT
CTPYKTYPY ¥ M3MEHAKT B3aMMOINEMCTBME MeXIOy MyTaHTHHEM Tay WU
MUKPOTPpYyDOUKaMM, CIIOCOOCTBYSA TeM CaMbM pPa3BUTUID [IaTOJIOTUNM.
OmHako, B oTIIMUME oT HacJIeICTBEHHEBIX HeVponereHepaTUBHEIX
3abosieBaHuM, MyTaluuyu B MAPT penko HadomaloTcd OIpM CHopaanudecKUx
HeVponeTreHepaTUBHEX 3afoJleBaHMAX, Takux Kak BA. Kpome Toro, Tay,
HaKOILJIeHHEIM npu HeVpoIeTeHepaTUBHEX 3ab0JIeBaHUAX,
XapakTepusyeTcs BEICOKOM CTEelEeHbIo MOINOUKALIUN oyTeM
bochopusmpoBaHmua. KpomMe TOTO, Yy HAlMEHTOB C JIETKMMM KOTIHUTUBHEMMN
HapylIleHU ASMU (MC1I) HabJjmomaeTcs KoppeJsaumsa MeXxnay YPOBHEM
bochopUIMPOBAHHOTO Tay B CIMHHOMO3TOBOM XUIKOCTM U CTelleHbI
aTpodum rurodmnsza, uTo IIO3BOJIAET NIPennoJIOXKUTE, uTo
bochopUIMpPOBaHHEM Tay ABJIAEeTCH BEICOKOHA I EXHEM froMapKepoM
HeVponeTreHepalluM Yy IalMeHTOB C Taymnatuen (Wendy Noble et al.,
Expert Opinion on Drug Discovery, 2011, Vol.6, No.8, pp.797-
810). Ha ocCHOBaHMM DTUX pPe3yJIETATOBR OBUIM I[IPEOIPUHATE IIOIIETKHA
paspaboTaTh JIeUEeHMe C MCIOJIbB30BaHMEM UWHIMOMTOPOB IIPOTUB KMHASZ,
KOTOPHE HABJIALTCA QepMeHTaMM, YYaCTBYRIVMMM B (GOCOOPMIMPOBaAHUM, U,
B YacCTHOCTHM, HOpoTuB ©OeTa GSK-3, 1jag MHIUOUPOBaAHUSA MU3OEHTOUHOTO
dbochopusmmpoBanmua Tay (Id). OmHakKo CTOMT BOIPOC O BO3MOXHHX
rno®ouHux sddpekTax, [IOCKOJIBKY  KMHAa3H, Takme Kak 0OeTa GSK-3,
Y4acTBY©OT He TOJBKO B IaTOJOTMUECKUX COCTOSAHUAX, HO ¥ B
peryadaumnum byHKLNUM B HOPMAaJIbHBIX OM3BUOJIOTUUECKUX npoleccax.
PakTUUEeCKM, HEeKOTOpHEe CcalTH, B KOTOPHX Tay o¢ochopuaupyeTcsa C
noMomeo Gera GSK-3, coBmnamaioT c caTaMu dochopuIIMpOoBaHMA Tay,

HabJooaeMBEIMA B SMOPMOHAJIEHOM " HOPMaJIbHOM MO3Te yeJioBeKa



(Burnes, et. al., Bome), UYTO YKa3HBaeT Ha BO3MOXHOCTL TOI'O, UTO
2Ta cTpaTerud MOXeT BJIMATL Ha HOPMaJbHYD (QYHKLUMID Tay.

[0007] XoTsa cumMTalJiloChb, UYTO IIPOMCXOXIEHME BHEKJIETOUHOTO Tay
CBA3aHO c yTeukon U3 IeTreHepUpPOBaHHEIX HEepPBHEIX KJIETOK B
pesyJbTaTe IUOeNM KIJIEeTOK, HeOaBHME MCCJIEeNoBaHMAg IIoKas3aJiM, 4To
rocJe M30EITOYHOT'O BHYTPUKJIETOUHOTO bochopuampoBaHmsa Tay
IpoLIeCCUPYeTCH, a 3aTeM  aKTMBHO CeKpeTupyeTcsd mu3 KJIETKH .
CumMrTaeTcsa, UYTO GQOCOOPMIMPOBAHHHM Tay, CeKPeTHUPYEeMHM U3 KJIeTKHU,
nebpochopuiiMpyeTcss B  OIpeleJIeHHHX cauTax (oCchopuIMpOoBaHUSA U
BIIOCJIEOCTBMM IOeNCcTBYyeT Ha MyCKapMHOBEE pelenTopel M1 wum M3
OKpYyXallMx KJEeTOK, UYTO IPUBOIUT K pas3JMuHeEM 5d0deKTaM, TaKMM Kak
CTUMYJIMPOBaHUe BHY TPUKJIETOUHOTO bochopmampoBaHmAa Tay u
comevicTBMe TMbOes M KJIeTok. (Miguel Diaz-Hernandes et al., Journal
of Biological Chemistry, 2010, Vol.285, No.42, pp.32539-32548 u
Venessa Plouffe et al., PLoS ONE, 2012, Vol.7, p.36873).
Coobmajiock 00 DKCIepUMMeHTax, CBS3aHHHEX C MMMyHOTepaluey TaylaTun
C MCIOJB30BaHMeM Tay-0ejlka B KaudecTBe MMIIeHM, KaK IIOIHTKax,
HanpaBJIeHHBX Ha BHIIOJHEHMEe CHeluruduueckoro mOeMCTBUSA I[OIPOTHUB Tay
(cM. Noble, Brme, Kishimoto, Brpme, Asada, Bmme M Burns, Bome).

[0008] OCHOBHEIMU CHMIITOMaMM KOTHUTUBHEX PacCTpPOMCTB
yeJIoBeka ABJADTCA YXyIOIleHMe T[IaMAaTy ¥ HapylleHre  KOTHUTUBHBIX
OYHKLMM, UYTO OCOBEHHO BaXHO C YUeTOM POJIM KOTHUTHUBHOM O(QYVHKLUUM B
CIIOCOOHOCTM K CYXIeHMI, KOMMYHUKALWUM W MCIOJIHEHMIO Ha OCHOBe
naMaTu. C IOpyTo¥ CTOPOHHE, MOTOPHAas QYHKLUMS, XOTA OHa U SABJISETCH
CUMIITOMOM, XapaKTepHHM nJis JIOOHO-BUCOUHOM OeMeHIUN c
IapKMHCOHU3MOM, CILEIJIeHHOM C xXpomocomor 17 (FTDP-17), u ©0Je3HU
AJlblTelMepa B TepMMHaJ bLHOM CcTaiuM, He 0043aTeJIbHO ABJISEeTCH
OCHOBHBIM CHUMIITOMOM, IMIPOSABJISOMMUMCS IIPM KOTHUTHBHEIX pPacCcTpoMCcTBax.
CllejoBaTeJIbHO, OCHOBHOM NpoBJeMoM, KOTOPYK CJelyeT YUUTHBATL IIPU
JleUeHY KOTHMTMBHHX PAaCCTPOMCTB, ABJIAETCHS YJYUlleHMe KOTHUTUBHEIX
byHKRUMM. IlpyM 2TOM B HacTodlee BpeMsa CYIEeCTBYIT IIOOXOOAMUE
XMBOTHEIE MOIEeJM IJIS MCCIeIOBaHMA HapylleHMM KOTHUTHMBHOM QYHKUMUMU,
CBA3aHHEIX C TaylaTuel, KOTOpHe IMO3BOJMIM OH UWISHTUOUIIVMPOBATH
TepaleBTUUeCKUM WIn opoduIakTUUeCKUN areHT OJIs JleueHms
KOTHUTUBHEIX PaCCTPOMCTRB. Kpome  TOTO, He CYmMeCcTBYET TaKoTO

aTeHTa, KOTOPHM HNPOABJIA OB CIeuMdMUeCKMe M [IPeBOCXOIHEE 2hOeKTEH



IIPOTUE KOTHUTHBHEIX PaCCTPOMCTE.

[0009] B c¢BA3M ¢ TepaneBTUUECKUMMM U IPOPMIIaKTUUYECKMMU
IpUMEeHEeHUAMM IIPOTUB KOTHUTHBHEX PAaCCTPOMCTB Yy JIOIEeW CymecTBYeT
noTped®HOCTh B T'YMaHM3MPOBaHHOM aHTUTEJIe [IPOTUB
bochopuamMpoBaHHOTO Tay—0eJika, KOTOopoe He TOJIbKO obJamaeT BHECOKOM
adPMHHOCTBIO CBA3LIBAHUA C bochopUIMPOBAHHEM Tay, HO TaKxe
[IPOABJISET I[MOHMXEHHYK aHTUI'€HHOCTBL IJIS OpTlaHM3Ma JYeJjloBekKa.

CymHOCTE U300peTeHusd

[0010] Ha »ToM QOHe cpenmu OoJbIOTO uYucia (GOCOOPUIIMPOBaHHEX
camToB B Tay-—-0OeJke, KOTOPHE MOTYT IIOOBEepraTbCsa aHOMaJIbHOMY
bochopUIMPOBRaHMID B YCIOBMAX 0OoJie3HM AJIBLUTEVMEpPa, aBTOPH OaHHOTO
n300peTeHra COCPemOTOUMIMCE Ha O(ochopMIMpOBaHHOM cCalTe ocTaTKa
cepuHa B IHoJoxeHum 413 (Serdl13) ¥ IOpeychoenu B IIOJIYUYeHUU
[IOJIMKJIOHAJIBHOTO  aHTUTeJla KpoJiMKa ¥  MOHOKJIOHAJIBHOTO  aHTUTela
MBIIM, KOTOPHE ABRJIAOTCHA CHeUMOUUHEMM kK Serdl3-0ochopuiIMpOBaHHOMY
Tay. ABTOPE OaHHOTO M300peTeHUsa TakKXe BBOOWUIIM MOHOKJIOHAJILHEE
aHTUTEeJa MBIIM MOIEJIbHEIM MBIIaM C KOTHUTUBHHMM pPacCTPOMCTBaMM,
KOTOPHE IOeMOHCTPUPOBAJIM aHOMAJIBHYK DBKCIpeccuin GochopUIIMpOBaHHEX
Tay-0eJIKOB, M MNOOTBEPIMIIM, UYTO HaOJoOaJIoCh YJyUdlleHMe KOTHUTMBHEIX
byHrUMI (WO2013/180238A) .

[0011] B HEKOTOPEHIX BapMaHTax oCyleCcTBJIEHUSA ODaHHoOe
nz3obpeTeHMe OTHOCUTCH k 0OeJikaM, TaKyuM KakK aHTUTeJla, KOTOPHE
comepxaT AHTUT eHCB A3HB ALYy JacTh, KOoTOopad crneumuduuecKu
CBABHBaeTCad C Tay—-0eJIKOM, KOTOPHM 4ABJIIeTCsS (QOCOOPUIMPOBAHHEM 10
OCTaTKy cepuHa 413 (pS413-Tay) . B HEKOTOPEHIX BapMaHTax
OCYIEeCTBJIEHU A B IOaHHOM  M300peTeHUNn P enJIOXEHE HYKJIEMHOBEIE
KMCJIOTE, KoOupywomue OeJIKM. B HEeKOTOPHX BapMaHTax OCYMEeCTBJIEHUS B
OaHHOM WM300peTeHUM [IPeIJIOXKEHHE KJIETKM, KOTOPEE CcOoIepXaT TaKue
HYKJIEMHOBEIE KMUCJIOTH, KoOupykmMre ©OeJIkM. B HEeKOTOPHX BapMaHTax
OCYIIECTBJIEHMA B JaHHOM M300peTeHUM TIPelJIOXEHE CIIOCOOB JeUueHUH
TaynaTum (HanpuMep, BoJIe3Hn AJblLITeliMepa) nyTeM BBEeIeHUA
HYXIaIeMyCcsa B DTOM IIaluMeHTy OeJIKOB, HYKJIEMHOBHX KMCJIOT WM
KJIETOK, OIIMCaHHHX B JaHHOM JIOKYMEeHTE.

[0012] CoOOTBETCTBEHHO, B HEKOTOPHX aclekTax u300peTeHue
OTHOCHUTCH K TI'YMaHM3MPOBAHHOMY aHTUTEYy WIM eT'0o (parMeHTy WK

IIPOM3BOOHOMY , KOTOpOEe BEISHBaAaceT peaKUIVMio aHTHUI'eH—aHTUTeJIO C Tay—



BeJIkOM WM Tay-IenTunoM, OG(oCchopMIMpPOBaHHEIM II0 MeHbIlel Mepe B
aAMMHOKMCJIOTHOM OCTAaTKe, CoOoTBeTcTBylmeM Serdl3 SEQ ID NO:1. B
HEKOTOPHX CJy4dafax I'YMaHU3UPOBAHHOE AaHTUTEJIO MM eTo (QparMeHT WU
[IPOM3BOIHOE MMEET PAaBHOBECHYK KOHCTAaHTY IOMUCCOLMAallMM, pPaBHYy©O 1,86
x 1078 M mam MeHee, nJjda Tay—-0ejika WM Tay-IMelTHUIa.

[0013] B IOONIOJHUTEJBHEX acCleKTax I'YMaHU3UPOBAHHOE aHTUTEJIO
WM €70 (¢paIl'MeHT WM IIPOM3BOIOHOE MMEET YIIYUINEeHHYK CEeJIEKTUMBHYI
addmMHHOCTE C (QOCOOPMIIMPOBAHHEIM Tay—-0eJIKOM (MM Tay—I[elTUIOM,
HanpuMep, SEQ ID NO:8) O CpaBHEHMIK C HedpoCOOPMIMPOBAHHEM Tay-—
OeJIKOM (MJIM Tay-IHenTunoM, Hamnpumep, SEQ ID NO:69).

[0014] B OOIOJHUTEJIEHOM aclleKTe I'yMaHUM3MPOBaHHOE aHTUTEJIO
Wi ero ¢parMeHT WM I[IPOM3BOIOHOE, OIMCAaHHHE B OaHHOM IOKYMEHTE,
obJlamalnT YJIYUlleHHOM CHOCOBHOCTBIO IIPOHMKATHL B MO3IT IIPM BBEeIeHUU B
KPOBL .

[0015] B O[OOHNOJHUTEJBHOM AacIlleKTe I'YMaHM3MPOBAHHOE aHTUTEJIO
Wi ero ¢parMeHT WM IIPOM3BOIOHOe cCcomepXaT cienywomue CDR: B
KauecTBe [IO0CJIeIOBATEJIbHOCTHU CDR-H1 AMUHOKUCJIJIOTHYIO
[IoCJIenoBaTeJIbHOCTh, VIMEILY O 80% MIIN BoJiee TOMOJIOTUMA C
mocjegoBaTeJIbHOCTRID 1M B KauecCcTBe IIocjlemoBaTeJIbHOCTM CDR-H2
AMMHOKMCJIO THYIO [IOCJIeOOBRAaTEeJIbHOCTE, VIMEITYIO 84% VI BoJee
TOMOJIOT UM C [I0CJIeOBaATEJIbBHOCTHIO 2M WJIN 2H1; B KauecTBe
rIOCJIeNOBATEJIBHOCTU CDR-H3 AMMHOKMUCJIOTHYIO IOCJIEOOBATEJIBHOCTE,
Menmyl 80% wmiam 0OoJilee TOMOJIOTMM C IIOCJenoBaTeJIbHOCTBI 3M; B
KauecrTee rocJienoBaTeJIbHOCTHU CDR-L1 AMMHOKUCJIJIOTHYIO
[IOCJIeIOBATEJILHOCTE, VIMEKITY0 87% VI BoJee T'OMOJIOTUM c
nocjiemopaTeJibHOCTRI 4L1 wmiam 4M; B KauecTBe IIOCJIedOoBaTeJIbLHOCTHU
CDR-L2 aMMHOKMCJIOTHYI IIOCJIeIOBaTeJIbHOCTL, UMewomyln 85% wuiam 0OoJiee
T'OMOJIOTUM c [IOCJIENOBATEJILHOCTELIO 5M; n B KadeCcTBe
rIoCJIenOBaTEeJIbHOCTU CDR-L3 AMMHOKUCJIOTHYIO IOCJIeOOBaTEJIbBHOCTE,
uMenmyn 77% uiam 06oJiee TOMOJIOTMM C IIOCJIeOOBAaTeJIbHOCTBI 6M.

[0016] B IOONOJHUTEJNBHOM AacllekKTe TI'yMaHM3MPOBaHHOE aHTUTEJIO

I ero OGparMeHT WM IIPpOM3BOIOHOE colepXaT cJenywomme CDR: B

KayvecTBe IIOCJIEDOBATEJIEHOCTU CDR-H1 AMUHOKMCIIO THVYIO
riocJjlenoBaTeJIbHOCTE rIocJjlenoBaTeJIbHOCTU 1M; B KauecTBe
[IOCJIEDOBATEJILHOCTHA CDR—-H2 AMMHOKMCJIOTHVYIO IIOCJIEOOBATEJILHOCTD

I10CJIenOBaATEJIBHOCTHU 2H1 I AMMHOKMCIIOTHYK IIOCJIeIOBaTeJIbLHOCTE,



KOTOpad OTJIMYaeTcd OT IocjenoBaTelbHOCTM 2H1 Tem, uyTOo Ala B
noJioxeHu 15 B3amMeHeH Ha Asp; B KadeCcTBe IocJenoBaTeJibHoOCTM CDR-
H3 aMMHOKMCJIOTHYK I[IOCJIeIOBaTEeJIbHOCTE IIOCJIeNOoBaTeJIbLHOCTM 3M; B
KauecTee IIO0CJIeIoBaTeJIbLHOCTHU CDR-L1 AMMHOKMCJIJIO THYIO
[IOCJIeIOBRATEJIBHOCTE  IocJelmoBaTeJibHOCTM 4L1 wmMiIM  aMMHOKMCJIIOTHYI
[IOCJIEIOBATEJIBHOCTE, KOTOpas OTJIMYaeTCsa OT IocjiemoBaTeJibHOCTM 4L1
TeM, uTOo Ser B IIOJIOXeHUM 5 3aMeHeH Ha Asn; B KauecTBe
[IoCcJenoBaTeJIbHOCTHU CDR-L2 AMMHOKUCJIOTHYIO [I0OCJIeDOBaTEeJIbLHOCTE
nocJjiegoBaTeJIbHOCTM OLM; M B KaduecTBe IocjiemoBaTesibHoOCcTM CDR-L3
AMMHOKMCJIOTHYO I[IOCJIeIOBATEeJIbHOCTE IIOCJIeHOBaTEeJIbLHOCTHU ©6M.

[0017] B IOOIOJHUTEJIEHOM aclleKTe I'yMaHU3MPOBaHHOE aHTUTEJIO

WM ero oQparMeHT WM IIpOM3BOOHOe uMelT cienywommre CDR: (1) B
KauecTBe [1oCJIeDOBaATEJIbHOCTHU CDR-H1 AMMHOKMCJIJIOTHYIO
[IoCJenoBaTeJIbHOCTE 1M; B KauecCcTBe IocJemoBaTeJibHoOCTHM CDR-H2
AMMHOKMCJIO THYO [IOCJIeOOBaTEeJIbHOCTE 2H1; B KauecTBe

nocjenoraresbHoCTM CDR-H3 aMMHOKMCJIOTHYH IIOCJIedOBaTeJIbHOCTL 3M;

B KauecTBe [IoCJIenoBaTeJIbHOCTU CDR-L1 AMUHOKUCJIO THYIO
nmocjlemoraTeJIbHOCTE 4L1; B kKauecTBe IocJejoBaTelJibHOCTM CDR-L2
AMMHOKMCJIIO THYIO IocJIenoBaTeJIbHOCTD 5M; u B KauecTBe

nocjlemoraTeJibHOCTM CDR-L3 aMMHOKMCJIOTHYIO IIOCJIeOoBaTeJIbHOCTEL 6M,
WJIIN (2) B KauecTBe IIocJiegoBaTeJibHOCTM CDR-H1 aMMHOKMCIIOTHYIIO
IIOCJIEDOBATEJIEHOCTE 1M; B KauecTBe IocJemoBaTeJibHOCTM CDR-H2
AMMHOKMCJIO THYIO riocJjlenoBaTeJIbHOCTb 2H1; B KauecTBe
nocjiemopaTeJibHOCTM CDR-H3 aMMHOKMCJIIOTHYIO IIOCJIeOOBATEJIbHOCTE 3M;
B KauecTee IIoCJIenoBaTeJIbHOCTHU CDR-L1 AMMHOKUCJIJIOTHYIO
IIOCJIEDOBATEJIEHOCTE aM; B KauecTBe TIocJemoBaTeJibHOCTM CDR-L2
AMMHOKHUCIIO THYO [IOCJIEDOBATEJIBHOCTE 5M; u B KauecTBe
nocjienopaTeJibHOCTM CDR-L3 aMMHOKMCJIOTHYIO IIOCJIeIOoBaTeJIbHOCTEL 6M,
WJIIN (3) B KauecTBe IocjemoBaTeJibHOCTM CDR-H1 aMMHOKMCIIOTHYIO
IIOCJIEDOBATEJILHOCTE 1M; B KauecTBe TIocJenoBaTeJibHOCTHM CDR-H2
AMMHOKHUCIIO THYO IIOCJIenOBaTEeJIbHOCTE 2M; B KauecTBe
nocjienopaTeJibHOCTM CDR-H3 aMMHOKMCJIOTHYIO IIOCJIeOOBATEJIbHOCTE 3M;
B KauecrTee IIO0CJIenoBaTeJIbHOCTHU CDR-L1 AMMHOKMCJIJIOTHYIO
IIOCJIEDOBATEJILHOCTE aM; B KauecTBe TIocJenoBaTeJibHOCTHM CDR-L2
AMMHOKHUCIIO THYO [IOCJIEDOBATEJIBHOCTE 5M; u B KauecTBe

nocjyienopaTeJibHOCTM CDR-L3 aMMHOKMCJIOTHYI IIOCJIeODOoBaTeJIbHOCTE ©6M.



[0018] B IONOJHUTEJNBHEX acCleKTax I'YMaHU3UPOBAHHOE aHTUTEJIO

VI ero bparmeHT WIM  [IPOU3BOIHOE COIOEPXUT : B KauecTBe
BapuabesIbHOM obJjacTu T SXEeJION enu AMVHOKMCJIOTHYIO
IoCenoBaTesIbHOCTE, VIMEONTYIO 90% WK BoJiee TOMOJIO UM c

rlocJlefoBaTeJIbHOCTLIO, BHOpPaHHOM nu3 ocJIegoBaTeJIbHOCTEN VH11,
VH12, VH47, VH61l, VH62, VH64 m VH65; M B kauecTBe BapuabellbHOM
obBJiacTM JIeTKOM lelM, aMMHOKMCJIOTHYI IIOCJIeOOBATeJIbHOCTL, MMEKMYyIo
90% wmiam ©OoJiee TOMOJIOTMM C IOCJIENOBATEJIbLHOCTLID, BHOPaHHOM U3
nmocJjiegoBarTejsibHocTem VL15, VL36, VL46, VL47, VL48 m VL50.

[0019] B IOOIOJHUTEJIEHOM aclleKTe I'yMaHU3MPOBaHHOE aHTUTEJIO
WM ero dparMeHT WM IPpOM3BOOHOE COOEPXUT : B KauecTBe
BapuabesIbHOM obJjacTu T SXKeJION nenu, AMMHOKMCJIO THYIO
[IOCJIEIOBATEJILHOCTEL IIOCJHelOoBaTeJIbHOCTM VH6L mMiIM aMMHOKMCIIOTHYIO
[IOCJIEIOBATEJILHOCTE, KOTOopad OTJMYAEeTCHa OT IIOCJeOOoBaTeJIbHOCTHU
VH65 BrJOUeHVEeM OoIHOM wuiau O0oJiee 3aMeH, BHOPaHHBEIX W3 TPYIIIH,
cocTofAmen M3 3aMeHH Ala Ha Thr B nojioxeHun 28 (HyMepauusa Kabat:
H28), 3ameHeHH Asn Ha Ser B nojoxeHuu 30 (HyMepaumsa Kabat: H30),
3aMeHeHH Val Ha Gly B noJjsoxenuu 49 (wymepaums Kabat: H49),
3aMeHeHH Ala Ha Asp B noJioxeHunm 64 (Hymepaumsa Kabat: H61l) wu
3aMeHeHH Gln Ha Lys B noJjioxeHum 78 (HyMepauusa Kabat: H75); u B
KauecTBe BapuadbesIbHOM obJjlacTu  JIeTKOM  llemnu, AMVHOKMCJIO THYIO
IocJyleIoBaTEJILHOCTL IIocJieloBaTeJIbHOCTM VL4A7 MM aMUHOKMCIIO THYIO
mocJjiefoBaTeJIbHOCTD, KoTopas OoOTJMYaeTCsa OT IIOCJedoBaTeJIbHOCTH
VL47 BKJOUEeHVEeM OIOHOM wuiIu ©0oJiee 3aMeH, BHOPAaHHHX U3 ITPYIIIH,
CoCcTOAmeN M3 3aMeHeHH Asp Ha Glu B noJjgoxeHum 17 (HyMepalusd
Kabat: 1L17), B3BamMeHeHH Ser Ha Asn B IIOJIOXeHMM 28 (HyMepalusd
Kabat: L27A), 3BameHeHE Gln Ha Leu B noJoxeHuu 42 (HyMepalusd
Kabat: L37), 3BamMeHeHH Gln Ha Arg B nojoxeHun 50 (HyMepauusd
Kabat: L45) wm 3BamMeHeHH Arg Ha Leu B nojioxeHum 51 (HyMepauusd
Kabat: 1L46).

[0020] B QOONOJHUTEJNBHOM AaclleKTe TI'yMaHM3VMPOBaAHHOE aHTUTEJIO
UiIM ero OQparMeHT WM I[IPOM3BOOHOE COoIepXaT JIodbHe U3 CJIeOyomnux
KoMOMHALIMM TIOCJIeOoBaTeJIbHOCTEN (a) mocJyemoBaTeJIbHOCTE VHI1 B
KauecTBe BapuabdeJIbHOM o0B0JJacTM TaReJION LelM M IOCJIeOOoBaTeJIbHOCTD
VL15 B KauecTBe BaprabelbHOM oBJlacTM  JIeTKOM Henu; (b)

rocJjienoBaTeJJbHOCTE VH11 B KauecTBe BapuabeJIbHOM 0B6JIaCTM TIXeJION



el ¥ IOoCJIemoBaTeJIbHOCTEL VL36 B KauecTBe BapuadeJbHOM o06JacTu
JerkoM uLenm; (c) nocjenoBaTellbHOCTL VH11 B kauecTBe BapuadeJIbHOM
obJacTM TSKeJOM el U IIocjJedoBaTellbHOCTL VL46 B KauecTBe
BapuabesgbHOM oOJacTu Jerkoum uLenu; (d) mocjedoBaTeJlbHOCTL VHI1 B
KaueCcTBe BapuabesJJbHOM 0O0JIaCTM TAXEJIOM LelM M I[IOCJeIOBaTEeJIBHOCTH
vL47 B KayecTBe BaprabeIbHOM oBJjlacTM  JIeTKOM Henu; (e)
mocjiegoBaTeJIbHOCTE VH11 B kauecTBe BapuabesIbHOM 00JIacTU TIXeJIon
HenM M IOoCJIemOoBaTeJIbHOCTE VL48 B kKauecTBe BapuabeJlbHOM o06JacTu
Jerkom uemnu; (f) nocjsenmoraTesbHOCTL VH11 B kauecTBe BapuabeJbHOM
obJacTM TSKEJOM LenouM M IIocjJedoBaTellbHOCTL VL50 B kKauecTBe
BapnabesylbHOM oB0JlacTU JIeTKOM Lenu; (g) I[IocjemoBaTeJJbHOCTL VHIZ2 B
KaueCcTbBe BapuabesJIJbHOM 0O0JIaCTM TAXEJIONM LelM M II0CJelOBaTeJIbHOCTH
VL3148 B KauecTBe BapuadesbHOM objacTy  JIeTKOM Lenu; (h)
IocjiefoBaTeJIbHOCTE VH47 B kaueCcTBe BapuabeJbHOM 0O0JacTU TIXeJIONn
Henu u IocjeloBaTelJIbHOCTL VL48 B KauecTBe BapuabeJbHOM o6JacTu
Jerkoy uenu; (1) nocjenoBaTeJIbHOCTL VH61 B kKauecTBe BapuabeJbHOM
oBjacTM TSXKeJIOM LUelM U I[IOCJIeODOBaTeJIbHOCTL VL48 B KauecTBe
BapuabeslbHOM oB0JlacTM JIeTkKoM Lenu; (J) I[ociemoBaTeJIbHOCTEL VH62 B
KauecTBe BapuabesbHOM 00JaCTM TIXKEJIOM Leny UM II0CJeldoBaTeJIbHOCTDH
VL48 B KauecTee BaprabesbHOM obJjacTtu JeTKOu LEenn; (k)
mocjlegoBaTeJIbHOCTL VH64 B kauecTBe BapuadesIbHOM 00JIacTU TIXeJIon
el ” IoCJemOoBaTeJIbHOCTE VL47 B KauecTBe BapuadeJbHOM 00JacTu
Jerkom uenmu; (1) nocjenoBaTellbHOCTL VH64 B kKauecTBe BapuabdeJbHOM
obJlacTH T AXEeJION Lnenm u [1oCcJIefoBaTeJIbHOCTD V1%148, " (m)
mocjlefoBaTeJIbHOCTL VH65 B kauecTBe BapuabesIbHOM 00JIacTU TIXeJIon
el M IIOCJIenoBaTeJIbLHOCTE VL47.

[0021] B [OOHNOJIHUTEJIBHOM acllekTe wM300peTeHMe OTHOCHUTCH K
areHTy IJA JIeUeHMI WIM [OPpedoTBpalleHMsS IeMeHLMWM, COoIepXalleMy
T'YMaHM3MPOBaAHHOE AaHTUTEJIO WJIM eTro (QparMeHT WM I[IPpOM3BOIOHOE, Kak
ONIMCaHO B JaHHOM IOOKYMEHTE.

[0022] B IOOIOJHUTEJBHOM acllekTe u300peTeHMe [IpeloCTaBJISeT
CIIOoCOOEl M AaTeHTH »OJ4 JieueHMdI WMIM [OIpeOoTBpalleHMa IeMeHUIUM WK
TaylnaTum, BKJIOUAa 4 DoJIe3Hb AjblLTenMepa, KOpTUKODa3aJIbHY
oereHepallMio, OIPOTPEeCcCUPYIIMUY HaIbiIepHBM OIapajnud, BoJjes3Hb Iuka,
apIMpodUIIEHYI 3EePHUCTY IEeMEHIIVD (apTMPOPMIILHYIO 3EPHUCTY

BoJie3HL) , MHOXeCTBEeHHVYIO CHUCTeMHYIO TayIaTHio c IpeceHnJILHOM
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oeMeHLuen (MSTD) , JJOOHO—BUCOUHYI OeMeHILIW 171 IIapPKMHCOHM3M,
CLeIlJIeHHEIEe c XPOMOCOMOM 17 (FTDP-17), IoeMeHLMIO c
HeVpobUOPUIINIAPHEIMK  KJIIyOKaMu, IUbOdy3HEHEe HeVpodUOPUIISPHEE KIYOKU
c kajlbumbomraumer (DNTC), Taynatuio OeJloro BelecTBa C TUIOOYJIAPHBMU
TJIMAJILHEIMM ~ BKJIIOUEHM AMU (WMT-GGI) UM  JIOOHO—BUCOUHY JIOOAPHYI
oereHepallMio C HnartoJjiormerm Tay (FTLD-Tay) .

[0023] B IOOIOJHUTEJIEHOM acCIleKTe B MU300peTeHUM IIpelJIOXeHH
bapmalleBTHUUECKNE KOMIIO 3ULINY, conepxamye T'YMaHM3MPOBaAHHOE
AHTUTEJIO MM eT0o (QpalMeHT MM [IPOM3BOIHOEe, KaK OIMCaHO B IaHHOM
OOKYMEeHTe, U dapMalleBTHUUECKM IPUEMIIEMEI HOCUTEJb .

[0024] B [OONOJIHUTEJIBHOM acIlleKkTe WM300peTeHre OTHOCUTCH K
aHTHUTeJlaM OpOoTuB pSerdl3 Tay, coIepXamuM: a) BapuabOellbHB IOOMeEH
TOXKEJION  Lelu, comepxamuyt  vhCDR1, comepxamyioo SEQ ID NO:86,
vhCDR2, copmepxamylo SEQ ID NO:115, m vhCDR3, cozmepxamyio SEQ ID
NO:88; wu b) BapuabesJbHHNM »IOOMeH JeTrKOoM Lenu, coIepxamum Habdop
v1CDR, BHOpPaHHBEM M3 TPYIIH, cocTosamer u3: 1) vI1CDR1, coIepxamen
SEQ ID NO:102, vVvI1ICDR2, comepxamer SEQ ID NO:82, wu vVvI1CDR3,
comepxamerr SEQ ID NO:83; 1ii) vVvI1ICDR1l, cozmepxamel SEQ ID NO:91,
v1CDR2, cogmepxamelnr SEQ ID NO:82, u vVvI1ICDR3, comepxame SEQ 1ID
NO:83; 41ii) wv1CDR1l, comepxamen SEQ ID NO:92, v1CDR2, coIepxamel
SEQ ID NO:82, wm vVICDR3, comepxame SEQ ID NO:83; iv) v1CDR1,
comepxamer SEQ ID NO:93, vVvICDR2, comepxamet SEQ ID NO:82, wu
v1CDR3, comepxame SEQ ID NO:83; v) vVICDR1l, cozmepxamelr SEQ ID
NO:94, v1CDR2, comepxamey SEQ ID NO:82, u v1CDR3, comepxameln SEQ
ID NO:83; vi) v1CDR1, comepxamer SEQ ID NO:95, v1CDR2Z,
comepxamer SEQ ID NO:82, um v1CDR3, comepxamel SEQ ID NO:83; wvii)
v1CDR1, comepxametr SEQ ID NO:96, vI1CDR2, comepxamer SEQ 1ID
NO:82, n VI1CDR3, comepxamer SEQ ID NO:83; viii) v1CDR1,
comepxame SEQ ID NO:97, vVvICDR2, comepxame SEQ ID NO:82, wm
v1CDR3, comepxame SEQ ID NO:83; 1ix) v1CDR1l, comepxamet SEQ ID
NO:98, vI1CDR2, comepxamey SEQ ID NO:82, u v1CDR3, comepxamel SEQ
ID NO:83; x) VI1ICDR1l, comepxame¥ SEQ ID NO:99, v1CDR2, comepxameln
SEQ ID NO:82, wm vVvICDR3, comepxamen SEQ ID NO:83; xi) v1CDRI1,
comepxamer SEQ ID NO:100, vI1ICDR2, comepxamen SEQ ID NO:82, wm
v1CDR3, comepxame SEQ ID NO:83; m xii) vVvI1ICDR1, cozmepxamel SEQ
ID NO:101, v1CDR2, cogmepxamel SEQ ID NO0O:82, m v1CDR3, comepxamemn
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SEQ ID NO:83. B HeKOTOPHX CJy4dadx aHTUTEJIO WMEeT OTHOIIEHHUE
CBASEBAHKA aHTUTeJla C QOCOOpPMIIMPOBAHHEM IenTunoM SEQ ID NO:8
CBASEBAHNID aHTUTeJla C HedpochopmmpoBaHHEM HentunoM SEQ ID NO:69,
paBHOe IO MeHbIleM Mepe okoJo 40.

[0025] B IONOJHUTEJNBHEX aclekKTax Mu300peTeHMrMe OTHOCUTCA K
aHTHUTeJlaM [IPpOTHUB pSerdl3 Tay, coIepXamuM: a) BapuabelIbHB ITOMeH
TAXeJIOM Lenu, BHOpaHHEM M3 SEQ ID NO:116 m SEQ ID NO:117; u b)
BapuabesIbHHM IOOMEeH JIeTKOoM Lenmu, BeOpaHHEM M3 SEQ ID NO:103, SEQ
ID NO:104, SEQ ID NO:105, SEQ ID NO:106, SEQ ID NO:107, SEQ 1ID
NO:108, SEQ ID N0:109, SEQ ID NO:110, SEQ ID NO:111, SEQ 1ID
NO:112, SEQ ID NO:113 m SEQ ID NO:114. B HeKOTOPHX CJydasax
AHTUTEJIO MMeeT OTHOUEeHMEe CBA3HBaHMA aHTUTeJla C (oCchopUIMpOBaHHEM
nentunoM SEQ ID NO:8 K CBAS3HBaAHMI aHTUTeJla C HedoCchopUIMPOBaHHEM
nentugoM SEQ ID NO:69, paBHOe IO MeHblleM Mepe okojio 40.

[0026] B [MOONOJHUTEJILHOM AacCIlleKTe aHTuUTeJa IO MU300peTeHU’
comepXaT KOHCTAHTHEM IOMEeH TaXeJioM Lenu, BeHOpaHHHM u3 SEQ ID
NO:135, SEQ ID NO:136, SEQ ID NO:137, SEQ ID NO:138, SEQ 1ID
NO:139, SEQ ID NO:140, SEQ ID NO:141, SEQ ID NO:142 m SEQ ID
NO:144.

[0027] B »OONOJIHUTEJILHOM AacCIeKTe aHTUTeJla I[I0 UM300peTeHU’o
comepXaT KOHCTAHTHHM IOMEH JIeTkKOoM Lenyu, BHOpaHHHM w©u3 SEQ ID
NO:792 m SEQ ID NO:80.

[0028] B HOOHNOJIHUTEJIBHOM acCIeKTe aHTUTeJla I[I0 UM300peTeHUro
comepXaT KOHCTAHTHHM IOMEeH JIeDkKOoMW Lenyu, BHOpaHHHM w©u3 SEQ ID
NO:116 m SEQ ID NO:117.

[0029] B HOOHNOJIHUMTEJIBHOM AaCIeKTe aHTUTeJla I[I0 M300peTeHUro
comepxaT Bapuad®eJIbHBEIM OOMeH JIeTKOM lLenu, BHOpaHHEM M3 SEQ ID
NO:103, SEQ ID N0:104, SEQ ID NO:105, SEQ ID NO:106, SEQ 1ID
NO:107, SEQ ID N0:108, SEQ ID NO:109, SEQ ID NO:110, SEQ 1ID
NO:111, SEQ ID NO:112, SEQ ID NO:113 m SEQ ID NO:114.

[0030] B OONOJHUTEJILHOM AacClleKTe aHTUTeJla COoIepXaT TaXeJEe U
JeTKMe 1enu, BeHOpaHHHe M3 nap LC SEQ ID NO:184 wm HC SEQ 1ID
NO:144; ILC SEQ ID NO:184 m HC SEQ ID NO:145; LC SEQ ID NO:184 wu
HC SEQ ID NO:146; LC SEQ ID NO:184 m HC SEQ ID NO:147; LC SEQ ID
NO:184 m HC SEQ ID N0O:148; LC SEQ ID NO:184 m HC SEQ ID NO:149;
LC SEQ ID NO:184 m HC SEQ ID NO:150; LC SEQ ID NO:184 m HC SEQ
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ID NO:151; LC SEQ ID NO:184 m HC SEQ ID NO:152; LC SEQ ID NO:184
um HC SEQ ID NO:153; LC SEQ ID NO:184 m HC SEQ ID NO:154; LC SEQ
ID NO:184 m HC SEQ ID NO:155; LC SEQ ID NO:184 m HC SEQ 1ID
NO:156; LC SEQ ID NO:184 m HC SEQ ID NO:157; LC SEQ ID NO:184 wu
HC SEQ ID NO:158; LC SEQ ID NO:184 m HC SEQ ID NO:159; LC SEQ ID
NO:184 m HC SEQ ID NO:160; LC SEQ ID NO0O:184 m HC SEQ ID NO:161;
LC SEQ ID NO:185 m HC SEQ ID NO:144; ILC SEQ ID NO:185 m HC SEQ
ID NO:145; LC SEQ ID NO:185 m HC SEQ ID NO:146; LC SEQ ID NO:185
u HC SEQ ID NO:147; LC SEQ ID NO:185 m HC SEQ ID NO:148; LC SEQ
ID NO:185 m HC SEQ ID NO:149; LC SEQ ID NO:185 m HC SEQ 1ID
NO:150; LC SEQ ID NO:185 m HC SEQ ID NO:151; LC SEQ ID NO:185 m
HC SEQ ID NO:152; LC SEQ ID NO:185 m HC SEQ ID NO:153; LC SEQ ID
NO:185 m HC SEQ ID NO:154; LC SEQ ID NO:185 m HC SEQ ID NO:155;
LC SEQ ID NO:185 m HC SEQ ID NO:156; LC SEQ ID NO:185 m HC SEQ
ID NO:157; LC SEQ ID NO:185 m HC SEQ ID NO:158; LC SEQ ID NO:185
n HC SEQ ID NO:159; LC SEQ ID NO:185 m HC SEQ ID NO:160 m LC SEQ
ID NO:185 m HC SEQ ID NO:16l.

[0031] B OONOJIHUMTEJIBHOM acleKTe aHTUTEeJIO 10 M300peTeHM o
VMeeT JIeTKyI lelb, COoOepXalyl WMIM cocTodamyiln uM3 SEQ ID NO:184, u
TOXeJIYID Lellb, colepXallyld MIM cocTodamyln m3 SEQ ID NO:144.

[0032] B HOOHNOJIHUTEJIBHOM acCIeKTe aHTUTEeJIO II0 UM300peTeHU’
VMeeT JIeTKYI lelb, COoOepXalyl WMIM cocTodamyn m3 SEQ ID NO:184, u
TOXeJIYD Lelb, colepXallyl MIM cocTodamykln m3 SEQ ID NO:152.

[0033] B [OOHNOJIHUTEJIBHOM aclleKkTe M300peTeHMe OTHOCHUTCH K
KOMIIO 3ULIUAM HYKJIEMHOBEIX KMUCJIOT, CoIepXallM : a) IIePBYD
HYKJIEMHOBYI KUCIIOTY, KOOMPYKIIYK JIETKYK ILelb, BHOpaHHYID U3 SEQ ID
NO:162, SEQ ID NO:163, SEQ ID NO:164, SEQ ID NO:165, SEQ 1ID
NO:166, SEQ ID NO:167, SEQ ID NO:168, SEQ ID NO0O:169, SEQ 1ID
NO:170, SEQ ID NO:171, SEQ ID NO:172, SEQ ID NO:173, SEQ 1ID
NO:174, SEQ ID NO:175, SEQ ID NO:176, SEQ ID NO:177, SEQ 1ID
NO:178, SEQ ID NO0:179, SEQ ID NO:180, SEQ ID NO0O:181, SEQ 1ID
NO:182, SEQ ID NO0:183, SEQ ID NO:184 wm SEQ ID NO:185; u b)
BTOPYK HYKJIEMHOBYK KUCJOTY, KOOVMPYHIYK TIXKeJIyl Ilelb, BHOpPaHHY
n3 SEQ ID NO:144; SEQ ID NO:145; SEQ ID NO:146; SEQ ID NO:147;
SEQ ID NO:148; SEQ ID NO:149; SEQ ID NO:150; SEQ ID NO:151; SEQ
ID NO:152; SEQ ID NO:153; SEQ ID NO:154; SEQ ID NO:155; SEQ ID
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NO:156; SEQ ID NO:157; SEQ ID NO:158; SEQ ID NO:159; SEQ 1ID
NO:160 m SEQ ID NO:161.

[0034] B [OONOJIHUTEJIBHOM aclleKkTe WM300peTeHrMe OTHOCUTCH K
KOMIIOBUIIMAM BeKTOpa DBKCIpeccuu, coepXamyM IIepBYK W  BTOPYL
HYKJIEMHOBYIO KVCJIOTY, [IpUYeM rnepeasd HYKJIEMHOBASA KMCJIOTa
COIEpPXUTCS B IIepBOM BeKTOPE BKCIPeCCUM, a BTopasd HYKIeMHOBasd
KMCJIOTa COIEPXUTCS BO BTOPOM BEKTOPE BKCIPEeCCUM.

[0035] B [OONOJIHUTEJIBHOM acIlleKkTe WM300peTeHrMe OTHOCUTCH K
KOMIIOBUILIMM BeKTOopa DKCIpecCur, B KOTOPOM IepBasd HYKJIEMHOBAHA
KMCJIOTa M BTOpasd HYKJIEMHOBAad KUCJIOTa COOepXaTCcCsd B OIOHOM BeEKTOpe
DKCIIPECCUN .

[0036] B [OONOJIHUTEJIBHOM acIlleKkTe M300peTeHrMe OTHOCUTCH K
KJIeTKaM—x03dgeBaM, CcolepXallMM KOMIIO3ULMI BeKTOopa DKCIpecCuu, U
criocoBaM IIOJIydeHMsS aHTuTeJla NOpoTuB pSerd4l3 Tay, BKJIKUAKIUM
KyJIbTUBMPOBaHME KJIIETKM—XO3fAMHa B YCJOBMUAX, B KOTOPHX YyKa3zaHHOe
AHTUTEJIO BKCIPECCUPYETCH, U BHIOEJIEeHMEe YKa3aHHOT'O aHTuTela.

[0037] B [HOONOJHUTEJILHOM acllekTe u300peTeHMe OTHOCUTCA K
crocobaM JieueHMd TaynatTumM |y CyOBeKTa, BKJIOUAKIMM  BBeIeHNe
AHTUTEJI 10 M30D0pPeTeHUD.

KPATKOE OIIMCAHVE T'PAOMUECKUX MATEPHMAJIOB

[0038] UzobBpeTeHMe MOXeT OBTH Jiydlle IIOHATO M3 CJleoyKimero
IoOpoBHOTO onMCaHmA npu [IPOYTEHUN BMeCTe c npuJiaTraeMBEIMU
rpadmuuecKMMM  MaTepurallaMu . B rpaduueckme MaTepMaJb  BKJIOUEHE
crienyomyre QUIYPH :

[0039] &ur. 1A m dur. 1B BMeCcTe IOEeMOHCTPUPYIT BHPABHUBAaHUE

PasJIMUYHEX MSO@OpM Tay—0eJika JeJIOBeKa, IIOJIYUEeHHOe C IIOMOIIEBO

ClustalWw.
[0040] dur. 2A OEMOHCTPUPYET BHpAaBHMBaHME
IIOCJIeNOBATEJILHOCTEN BapuabeJIbHOM obJjlacT JeTKOM nenm C

BEIOEJIEHUEM mocJjienoBaTeJIbHOCTEN CDR11, CDR-L2 " CDR-L3 B
COOTBETCTBUNA c cCUCTeMOM HyMepaluun Kabat OJis HEeCKOJIbKMUX
CBABHBaKIMX 0OeJIKOB NPpOoTUB pS413-Tay B COOTBETCTBUM C HEKOTOPHMMU
BapMaHTaMM OCYMeCTBJIEHUS M300peTeHUsd.

[0041] dur. 2B OEeMOHCTPUPYET BEHPABHMBAaHUE
mocjiefoBaTeJIbHOCTEN BapuabesbHOM obyacTu T IXeJION LHenm C

BEIOEJIEHUEM mocJjienoBaTeJIbHOCTEN CDRH1, CDR-H2 " CDR-H3 B
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COOTBETCTBUMA C cucTeMom HyMepalln Kabat IJIA HeCKOJIBKHMX
CBAS3HBAaKIMX OEJIKOB IIPOTHE pS413—Tay B COOTBeTCTBMM C HeKOTOPEMN

BapMmMaHTaMM OCYyIeCTBJIEHNA MSO@peTeHMH .

[0042] dur. 3 WIJIOCTPUPYET abPMHHOCTE CeJIEKTUMBHOT'O
CBA3HBaHUA HECKOJIBKUX aHTUTEJI IPOTUBR pS413-Tay K
dOoCHOPUIINPOBAHHOMY IenTmuny PD17P OTHOCUTEJILHO

He)OCOOPMIMPORBAHHOTO TIenTuna PD17 B COOTBETCTBUMM C HEKOTOPHEMU
BapMaHTaMM OCYIEeCTBJIEHUS MU300peTeHUs.

[0043] éur. 4 wumocTpupyeT addMHHOCTBE CBA3HBAHMA HECKOJBKUX
aHTUTeJl OpoTuB pS4l3-Tay K 0GoCOOpPUIIMPOBAHHOMY Tay B T'OMOT'eHaTe
TKaHM TOJIOBHOT'O MO3Ta OT HalMeHTa C OoJie3HbI AJbBLTeNMepa B
COOTBETCTBMM C HEKOTOPEMM BapMaHTaMM OCYIeCTBJIEHUS M300peTeHUd.

[0044] &ur. B5A wm dur. 5B [OeMOHCTPUPYILT OGapMaKOKMHETUKY
BapMaHTOB I'YMaHUBUPOBAHHEIX aHTUTEJI B IJla3Me MBI B TeUeHUe
BpeMeHu. dur. B5A OeMOHCTpPpMPYET, UTO TIATh MCXOOHEIX BapMaHTOR
T'YMaHM3MPOBAHHEIX aHTUTed 2, 5, 6, 9 m 10 [OpoOeMOHCTPUPOBAJIU
ORICTPOE BEHBeIeHMe M3 IJIlasMel Memyv. $ur. 5B IeMOHCTPUMPYET, UYTO TPU
mo3xe paszpab®oTaHHEIX BapMaHTa I'yYMaHM3MPOBAHHEIX aHTuTeJ L15HI11,
L46H11 wm L47H65 [OpOoIeMOHCTPMPORBaIM Opoduim QapMaKOKMHETHKH,
COIIOCTAaBMMEIE C XMMEPHHMM aHTUTEeJIaMM.

[0045] émr. 6A m dur. 6B IeMOHCTPUPYIRT, UTO pPas3JIMUHEE
BapMaHTH T'YMaHM3UPOBAaHHEIX aHTUTEJI XapakKTepu3ynTcs pasHoMm
MHTpallepebpalibHOM MUI'paluey. &éur. 6A IeMOHCTPUMPYEeT KOHILEeHTPAalLMO
PasJIMUHEIX TI'yMaHM3MPOBAHHEIX AHTUTEJ B TOMOTeHaTe TKaHM TOJIOBHOTO
Mo3Ta. dur. 6B OeMOHCTPMPYET OTHOIMEHMEe YPOBHSA pelpe3eHTaTUBHEX
T'YMaHM3UPOBAaHHEIX aHTUTEJI B TOJIOBHOM MO3Te K YPOBHIO
COOTBETCTBYKIIMX aAHTUTEJ B ILJa3Me.

[00406] dur. 7TA u dur. 7B nOpencTaBJISOT BEHPABHMBAaHUE
aAaMMHOKMCJIOTHEIX IIOCJedoBaTeJIbHOCTel BapuabellbHOM o00JlacTu JIeT'Kou
nenu (éur. 7A) u BapuabeJbHOM o06JacTu Taxejon uenu (émr. 7B)
perpe3eHTaTUBHEX BapMaHTOB TYMaHM3UMPOBAHHEIX AHTUTEJ c
POOMUTEJIECKMM aHTUTEJIOM MBIIN .

[0047] émr. 8A - &ur. 8D IIeMOHCTPUPYIRT, UYTO POIUTEJIECKOe
aHTuTeJio MemuM ($mr. 8A m 8B) M XMMepHOe aHTUTeJio (dmr. 8C m 8D)
CBA3EBATCA C QochopmMpOBaHHEM IHenTunoMm (éur. 8A m 8C), HO He C

HepoCOOpPUMIMPORBAHHEIM aHaJioToM (émur. 8B m 8D) .



15

[0048] dur. oA - dur. 9C OEMOHCTPUPYIT CBSA3EBaHME
Perpe3eHTaTUBHEX BapWMaHTOB I'yMaHM3MPOBAHHEIX aHTUTEJ C IIelITHUIOM

pS413.

[0049] dur. 10 - dur. 10E OEeMOHCTPUPYIT CpaBHMMEE
XapaKTepUCTUKM CBA3HBAHUA POOUTEJIECKOI'O aHTUTeJla  MBIU (bur.
10A), XMMEPHOTO aHTuUTeJa (dmr. 10B) » BHOpPAHHEX BapUaHTOB

I'YMaHM3MPOBAHHEX aHTUTes ($éur. 10C-10E) ¢ S413-dpochopmuimnpoBaHHEM
Tay—0eJIKOM B I'OMOT'eHaTax TKaHM TOJIOBHOI'O MO3Ta OT [alMeHTOB C
BoJie3HB AJIBELTeVMepa.

[0050] dur. 11A - éur. 11E Q»OeMOHCTPUPYIT BapuabeJibHBE
ofOJlacTM TSXeJIEIX Lelell U BapuabeJibHEHe 00JacTU JIeTKUX Lelen
HEeKOTOPHX M3 TIyMaHU3MPOBAHHBIX aHTUTeJl NpOoTUB pSerdl3-Tay-0eska
10 M300peTeHUD.

[0051] @&wmr. 12 1»OeMOHCTPUPYET PpPAO Pa3JIMYHEIX KOHCTAHTHHX
IOOMeHOB IgG dYeJloBeKa, KOTOPHE HaxXOoOAT IPpMMEHeHMEe B KOMOMHaLMAX
Bapua®eJIbHHX IOMEHOB TSIXeJIHX Lellel ¥ BapuabeJIbHHX IOMEHOB JIeTKUX
nerner aHTUTeJl NOpoTuB pSer4l3 Tay. «Human IgGl » mnpencraBjfgeT
coBoM KOHCTaHTHBEI noMeH (CHl-mapHup—-CH2-CH3) uesioBeueckoro IgGl
OUKOTO THUIIA . «Human IgGl L234A L235A» npelcTaBJigeT cobon
KOHCTAHTHEM nOoMeH (CHl-mapHup-CH2-CH3) dyejioBeueckoTro I1gGl OMKOTO

THIIA C »OBYMS aMMHOKMCJIOTHEIMM 3aMeHamm, L234A wum L235A (uMHOTIa

Ha3bIBaeMbIMU My Tall M1 «LALA») , KOTOPHE CHMXAT/YCTPaHIT
20OEeKTOPHYD OYHKLMIDO . «Human IgGl _L234A L235A D2655»
IpencraBJIsgeT cobom KOHCTAaHTHEM OOMeH (CHl1-mapuup-CH2-CH3)

yeJjioBeUuecKoro 1gGl OMKOTO TUIla C TpeMd aMMHOKMCJIOTHHMM 3aMeHaMM,
L234A, L235A um D265S, KOTOpHE CHMWXAT/YyCTpaHIonT 30PeKTOpPHYO
GYHKUIMID. «Human IgGl YTE » VI «Human IgGl YTE

(M252Y S254T T256E)» mpencTabjdeT COOOM KOHCTAHTHEM noMeH (CHI-

mapHup—CH2-CH3) UeJIOBEUEeCKOTO IgGl OUKOTO TUIIa C TpeM4A
AMVMHOKMCJIO THEIMMA 3aMeHaMu, M252Y, 52547, T256E, KOTOPHE
YBEeJIMUYNEAKT epmon [IOJTY XU 3HU aHTUTEJI B CEIBOPOTKE.

«Human IgGl N297A » mnpencrabigeT CcOOOM KOHCTaHTHEM pomMeH (CHI-
mapHup-CH2-CH3) ueJjioBeueckoro IgGl IMKOTO THUIa C aMMHOKMKCIIOTHOMU
3aMeHOoM  N297A, KOTOopasd yCTpaHsaeT CcaWT TJIMKO3ZWJIMPOBAHUA U
CHMXaeT/yCcTpaHdaeT 20OEeKRTOPHYID OYHKILMD. «Human IgGl N297Q »

npencraBJjisgeT cobomn KOHCTAaHTHEM OOMeH (CHl-mapump-CH2-CH3)
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yejioBeueckoro I1IgGl OMKOTO THIIa C aMMHOKMCJIOTHOM 3amMeHo¥ N297Q,
KoTopasd YyCTpaHdeT caluT ITJMKO3UIMPOBAHMA UM CHWXaeT/yCTpaHdeT
20OEeKTOPHYID OYHKLIMD . « Human IgGZ2» pencraBideT cobon
KOHCTaHTHEM OoMeH (CHl-mapHup-CH2-CH3) dejoBeUecCckoTo 1gG2 OUMKOTO
Tuna. <« Human IgG4» mnpencTabjdeT COOOM KOHCTaHTHEM mnoMeH (CHI1-
mapHup—CH2-CH3) YeJIOBEeUeCKOTIo IgG4 OUKOTO THUIIA .
«Human IgG4 S228P » mnpencrabjideT CcOOOM KOHCTaHTHEM pomMeH (CHI-
mapHUp-CH2-CH3) ueJjioBeueckoro I1gG4 IMKOTO THUIAa C aMMHOKMKCIIOTHOMN
3aMeHOoM S228P @mjd HOpeloTBpalleHMsa oOOMeHa IJIedaMu.

[0052] &mur. 13 [OeMOHCTPUPYET IIOJIHOPA3MEPHEE TIXKeJIHe L ellu
0jsa BapuabesibHEIX oO6jacTey H11 m H65 B coueTaHuM C KapkKacaMu C
dur.12. «Kocasg» («/») yKaswBaeT Ha COeIMHEeHMVe BapuadeJIbHOTO u
KOHCTAHTHOT'O OOMeHOB, a CDR NOOUepPKHYTH.

[0053] ®mr. 14 OeMOHCTPUPYeT IOJIHOPa3MEepHHEe JelkMe Lelu IJsd
12 pasaMUHHX Bapuab®eJIbHHX IOMEHOB JIeTKOM lLelr C KOHCTaHTHHMU
ImoMeHaMy JIeTKOM LelM Kalllla WX Jamboa uejloBeka. «Kocasa» («/»)
YKas3eHBaeT Ha CcoeIMHeHMe BapuabelJIbHOT'O M KOHCTAHTHOTO OOMEHOB, a
CDR HOOUEpPKHYTH.

[0054] dur. 15 wuzobpaxaeT MaATPULY BOBMOXHLEX KOMOMHALIUM
TAXEJIHX UM JIeTKUX Lelel 10 M300peTeHMI. «A» B IIoJIe yKas3HBaeT, UTO
UCIIOJNIE3YeTCA KOHCTaHTHEM OOMeH Takejion Lenr «Human IgGl  ». «B»
B IIoJIe VYKa3HBaeT, UTO MUCHOJbL3YyeTCS KOHCTAHTHHY »OOMEeH TsIXKeJION
Lernm «Human IgGl L234A L235A». «C» B roJie yKas3eBaeT, yTo
UCIOJbL3YeTCH KOHCTAaHTHLM IOMEH T IXeJION enu «Human IgGl
_L234A L235A D265S5». «D» B TI1I0oJIe O0O3HaudaerT, yTO MCIOJIb3yeTcHd
KOHCTaHTHEI MHOMeH TaxeJjior uenu «Human IgGl YTE ». «E» B noJe
Oo3HayvaeT, UTO MCIOJb3YeTCd KOHCTAHTHBM IOOMEeH  TSKeJION  Lelun
«Human IgGl N297A ». «F» B 1oJle O3HavaeT, UTO MCHOJIb3YeTCH
KOHCTaHTHEI MHOMeH Takejion uemu «Human IgGl N297Q ». «G» B moJie
O3HayvaeT, UTO MCIOJb3YeTCd KOHCTAHTHHBM IOOMEeH  TSKeJION  Lenu
« Human IgG2Z2». «H» B moJjle o3HadvaeT, UYTO MUCIOJbL3YyeTCH KOHCTaHTHEI
OIOMeH TakeJion uenm « Human IgG4». «I» B 1oJle O3HavaeT, UTO
UCIIOJNIE3YeTCA KOHCTaHTHEI OOMeH TakeJion uenu «Human IgG4 S228P ».
“J” B 1oJe o3HavaeT, UYTO MCIHOJL3YyeTCHa KOHCTaHTHHM noMeH IgGl
yeJjlOBeka ¢ oT 1, 2, 3, 4, 5, 6, 7, 8, 9 mim 10 aMMHOKMCJIIOTHBMM

3aMeHaMIM .
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[lonpoBOHOe oONMCaHMe CYIMHOCTM M300peTeHUA

OBszop

[0055] HacTosamee mM300peTeHMe OTHOCUTCSH K aHTUTeJlaM, KOTOPHE
comepxaT AHTUTeHCRB A3HEB Ay JacTh, KOoTOpasd creumM@uuecKu
CBA3EBaeTCcad C Tay—-0eJIKOM, KOTOPHEM 4ABJIgeTCa QOCOOPMIMPOBAHHEM II0
ocrarky cepmHa 413 (pSerdl3-Tay). Takxe NOPelJIOXKEHH HYKJIEMHOBHE
KMCJIOTE, KoIMpykolue OeJIkM, ¥ KJIEeTKM, KOTOPHEe CcoIepXaT TaKue
HYKJIEMHOBEIE KVCJIOTHI . B HEKOTOPEIX BapMaHTax OCYIIECTBJIEHUA
[IPEeOJIOKEHHEE  CIOCOOH M  KOMIIO3MUMM MCIOJB3YTCA IJI4 JIeUeHUd
TaynaTum (Haopumep, Oo0Jie3HU AJbLTeVMepa) .

[0056] T'en MAPT, kooupyomu¥ Tay, OBJI MIESHTUOMUIMPOBAH Kak
cocroAmmMy M3 13 BK30HOB, PACIOJOXEHHHX B TI'eHOME, KOTOPHE MOTYT
DKCIIPeCCUpPOBaATHECA B BUIOEe MHOXeCTBa pPas3JIMUHEIX U3000opM OeJika
IIOCPenNCcCTBOM aJlbTEePHATUMBHOTO CIJlaicuMHTa (cMmM. Arai, Beme). Tay-—
BeJiok comepxuT N-KOHLEeBOM KUCJIOTHEIM  IOMEH, comepxamuit  0-2
IIOBTOPAKNIMUXCSI  [IOCJeOoBaTeJIbHOCTU (N) nu3 29 AMUHOKUCJIIOT B
3aBUCHMOCTHY OT aJIbTepHaTMBHOTO CILJIaiCMHI'a DK30Ha 2 U DK30Ha 3
(NO-N2), IIpOMEeXyTOUHHM IOMeH, OOoTaThM IMIPOJIMHOM, U C—-KOHLEeBOM
IOOMEeH, CBA3HBaIMM MUKPOTPYOOUKM (KOIOMPYEeMHM 5BK30HaMu 9-12),
comepxamuyt 3 (3R) wmam 4 (4R) [OBTOPAKIMXCS IIOCJIEeIOBaTEJILHOCTHU
(R), KOTOpHEe CHOCODOCTBYIT CBA3HBaHMI MUKpOTpyOouek (Burns, Brine
u Arai, Bmme). CllegoBaTeJIbHO, Tay UeJIOBeKa MuMeeT MeCTb TUIIMUHBIX
nzopopm: 3RON (352 ammHOKMCJIIOTH), 3RIN (381 ammHOKMCIOTa), 3R2N
(410 aAMMHOKMCJIOT) , 4RON (383 AMMHOKMCJIOTH) , 4R1IN (412
AMMHOKMCJIIOT ) u 4R2N (441 aMMHOKMCJIOTa) , B  3aBUCUMOCTU OT
KoJIMuecTBa 29—-aMMHOKMCIJIOTHHX IIOBTOPAKIMXCS IIOCJIedOoBaTeJIbHOCTEN
(N) u CBA3BEBAaKIMX MUKPOTPYOOUKHU MOBTOPRAKMUXC S
nmocjiegoBaTeJibHOCTeM (R), KOTOPEE OH COIEPXUT. M3 THUxX HU30DOPM
ToJIbKO 3RON mpucyTcTByeT B 5SMOPMOHaJIbLHOM MO3Te, ToT'ga Kak BCe
mecTs M30Q0OPM MPUCYTCTBYKRT B MO3Te B3POCIOIO uUeJiloBeka, InpuueM 4R
apJsgeTca HauboJiee paclOpocTpaHeHHOM (Burns, Bmme). PasHMIAa MexOy
nzopopmamm 3R m 4R oOycJIOBJIeHa  TeM, yoaJeH JmM 2K30H 10
IIoCpelCTBOM aJIbTepHaTMBHOTO CIlaicuHIa (3R) WMIM [OPUCYTCTBYET
(4R) . Ehijele)ai OIOHO3HAYHO MIOEHTUOULIMPOBATH [TOJIOXEHUE
aAMMHOKMCJIOTHOTO OCTaTka B Jodoy u3 2Tux usodpopM Tay, HoOMepa

aMMHOKMcCJIOT (oT 1 mo 441) camMo¥ HOJIMHHOM wmM300opME, T. e. 4R2N
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(onpernmeJsienHo B SEQ ID NO:1), HMCIOOJIB3YIOTCA B KauecTBe pedepeHca.
Hanpumep, «Ser4dl3» OTHOCHUTCHA K OCTATKy CepMHa B aMUMHOKMCIIOTHOM
oJjioxenmm 413 B 4R2N (onpemesienHom B SEQ ID NO:1), yTo
COOTBETCTBYeT CcepMHY B nojiokeHur 384 B 4RIN (ompenejeHHoM B SEQ
ID NO:2), B mnomoxeHum 355 B 4RON (ompemesieHHoM B SEQ ID NO:3), B
nojioxeHuu 382 B 3R2N (omnpenesdgerca B SEQ ID NO:4), B IIOJOXEHUU
353 B 3RIN (omnpenmesieHHom B SEQ ID NO:5) m B mojoxenum 324 B 3RON
(onpenmeJsieHHo B SEQ ID NO:6).

[0057] Tay muMeeT 0GOCOOPUIMPOBAHHBIN aMMHOKMUCJIOTHEIM OCTaTOK B
T[IOJIOXEHUHN , COOTBETCTRBYyKIIEM OCTaTKy CepHuHa B IIOJIOXEHUU 413
(Serdl3 npu OQochopuUIIMpPOBaHMM Ha3HBAETCHd B HOaHHOM HOOKYMEHTe
«pSerdl3») aMMHOKMCIIOTHOM IIOCJIENOBATEJIbHOCTM, olpenejieHHOM B SEQ
ID NO:1 (m, TakuM oOpas3oM, Tay-0eJiok, G(oCchopUIMPOBAHHLIM IIO
Ser413, mnpencraBJsgeT cobon «pSerdl3 Tay» wan <«pSerdl3-Tay»),
KOTOPHIM SABJIAETCHA CcalToM, cheluudpnuecku GochopmuIMpoBaHHEM IIpu BA.
Kak nokasaHO paHee B WO 2013/180238, BBeIeHMe aHTHUTEJ, KOTOPHE
YY4acTBYRT B CHeUMIUMUeCKMX peaKUMAxX aHTUTeH—-aHTUTeJIo ¢ PSerdl3-
Tay, TPaHCI'eHHEM MeIIaM, Y KOTOPHX IIpM CO3peBaHUM pas3BUBaeTCH
HapylmeHue KOTHUTUBHOM  OYHKUMUM, OPUBOOMIIO K  BOCCTAHOBJIEHUIO

KOT'THM TV BHEIX @yHKHMﬁ IIO4YTM IO TOI'O Xe YPOBHA, WTO M Y KOHTpOHbHOﬁ

T'PYIIIIEL. NuTepecHO, dTo BBeIlleHNVe Takom xe KOHILIeHTpaluum
MOHOKJIOHaJIEHOT'O aHTHTeJla IIPOTUB Tay—-0eJka, mMermeIro
@OC@OpMHMpOBaHHHﬁ aMUHOKMCJIO THEIN OCTaToOK B IIOJIOXEeHN1N ,
COOTBETCTBYKIIEM Ser396 AMUHOKMCJIOTHOM II0CJIefoBaTeJIEHOCTH,

olpenejieHHo¥ B SEQ ID NO:1, xoTopoe uMeeT OoJblyln addMHHOCTL K
SKBMBAJIEHTHOMY aHTUTEeHy, ueM BHIIEYKA3aHHOE AHTUTEJIO, He
IPUBOIONIIO K OOCTaTOUYHOMY YIIydine HUKD KOTHMTUBHEIX byHKRLMM .
I[IoCKOJIbKY He OHJIO KOHKpeTHOM wuHbpopMaluum o6 objlacTu, BRJIOUAKIEN
AMMHOKMCJIOTHEIM  OCTaTOK B  IIOJIOXEHUM, cooTBeTCcTBYyKMmeM Serdl3
AMMHOKMCJIOTHOM IIOCJIeIOoBaATeJILHOCTHU, OolpenejieHHo¥ B SEQ ID NO:1, B
OTHOIMEHUN CTPYKTYPH u byHKLINUM Tay, 2TO OBLIT COBEPIIEHHO
HeOXMIAHHHM pes3yJbTaT, UTO aHTUTEeJIO, KOTopoe CBA3HBaeTCd C DSTOoMu
obJacThio, UMMEJIO TaKoM CUMJBHBEM 20bekT VYyJIYUMeHMS KOTHUTUBHOM
OYHKLIUNA .

[0058] CoOOTBETCTBEHHO, IaHHOe wM300peTeHMe HalpaBJIeHO Ha

I'YMaHM3VMPOBaHHEIE WM OIITVMMUIVMPOBaAHHEIE aHTHTEJIa IIPOTHUB pSer413—Tay,
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IIPUTOOHEIE B KayeCcTBE TepalleBTUUYECKOTO WM OPpOoQUIIaKTUUYeCKOT'O
areHTa OJa JeuyeHMS KOTHUTHMBHEIX PacCTPOMCTB, TaKMxX KaK TaynaTud,
Yy CyBBeKTa—-4JeJIOBeKa.

[0059] T'yMaHUBUPOBAHHOE AaHTUTEJIO IIPOTUB (OCHOPUIMPOBAHHOTO
Tay 1o ODaHHOMY N300peTeHND [IPOABJIAET BEICOKYIO adpdMHHOCTE
CBABEHBaHMA C  (GOCOOPUIIMPOBAHHEIM  Tay, B TO Xe BpeMd UMesd
SHAUUTEJIEHO CHWKEHHYK AaHTUIE€HHOCTHL [JIS OpTlaHuM3Ma UYeJlIoBeKa, WU
MOXeT 5QOeKTUMBHO IIPUMEHATHECSA B KaudyecTBEe TepalleBTUUYECKOT'O WK
OpodUIIakKTUUEeCKOTO aTleHTa IIPpM KOTHUTHMBHEIX pPacCTPOMCTBaxX, TaKUX
Kak Tayhatusg, y cyObekTa-deJloBekKa. KpoMe TOTO, MOOUOUKALIUN
aAMMHOKMCJIOT B CDR 1o CPaBHEHUIO C  MBIIMHBEIMU CDR CHMWXAaIT
oe3aMUOVpPOBaHue, IIPMBONOSA K IIOBBIIEHHOW CTa®MILHOCTM,; CM. IIPUMEPEH
8, 9 m 10.

OnpenejieHUA

[0060] B KOHTeKCTe @»DaHHOTO OOKYMEeHTa KaxXOHl M3 CJIeIyIIMx
TEPMMHOB MMeeT 3HaueHMe, I[IPUIIMCHBaeMOe eMy B BTOM pa3nelie.

[0061] B KOHTeKCTe HOaHHOTO JOOKyMeHTa ¢opMa eIOMHCTBEHHOIO
uycijia MCIOOJNb3yeTCcHd OJia O0O03HaueHMda OOHOTO WM 0Oojiee YeM OIOHOTO
(Tr. e. TIIO MeHblleV Mepe OIHOTO) IpaMMaTHUUecKoro ofwekTa. B
KauecTBe IpUMepa «2JIEMEHT» O3HauaeT OIOMH BSJIeMeHT wuiIn 0oJiee
OOHOTO BJIeMEeHTa.

[0062] B KOHTeKCTe IaHHOTO OOKYMeHTa IoIpas’yMeBaeTCsd, UYUTO
TEepPMUH «OKOJIO», MCIIOJIbL3YEMEY B OTHOMEHUM M3MEepseMOoT'o 3HaueHud,
TaKoT'O KaK KOJMYeCTBO, BpeMeHHas OJUTEJIBHOCTbL M T. II., BKJKOUAET
Bapmauuu * 20% mam = 10%, OoJee NOpeldloUuTUTEJIBHO I %, eme OoJee
opennouTuTeJIbHO + 1%, um eme O6oJiee mOpenmnourTmresibHOo * 0,1% o7
YKa3aHHOTO 3HadeHMda, TaK KaK TakKue BapralMM SABJISOTCSH TOIXOIANMMA
OJIS OCYIEeCTBJIEHMSA PACKPHETEX CIOCOOOB.

[0063] Tlom «abjadumed» B IaHHOM IOKYMeHTe IIoIpa3yMeBaeTcd
CHWXEHMEe WIM YyCTPpaHeHMe aKTUBHOCTM. TakuMmM oO0pasoM, HalpuMep,
«abjaauusa cBA3WBaHMA FcocyR» osBHauvaeT, UYTO aMMHOKMCIIOTHHM BapMaHT
Fc-oBmacTtu xapakTepusyeTcsa MeHee uyeM b50% HadYaJIbHOT'O CBSA3BBaHUA
10 cpaBHeHHMI C Fc—obJjacThio, He coIepxXamel KOHKPeTHHM BapMaHT,
npu STOM  HPEelNoUTUTEeJILEHOM aBJjdeTcd norep4 70-80-90-95-98%
aKTMBHOCTM, M, B O0OmMeM Ccllydyae, AaKTUBHOCTE HaAXOIOMUTCS HMXKEe YPOBHSA

BHIABJIAEMOT O CBSA3HBaHMA B aHaJlMze Biacore.
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[0064] TepMrH KA3KII» M KaHTUTeJIO—3aBUCHMa A
KJIETOUHOOIIOCPpenNOBaHHAa A IUTOTOKCUUYHOCTE » B KOHTEKCTe OaHHOTO
IOOKYMEeHTa O3HauaeT KJIeTOUHO-OIOCPeOOoBaHHY peaklMio, B KOTOpOMu
HecneunpnueckmMe LUTOTOKCUUECKME KIIETKM, KOTOPHE DBKCIPeCCUPYIT
FcvR, pacIriosHanT CBA3aHHOe AHTUTEJIO Ha KJIeTKe—MUIIEHN u
BIIOCJIEOCTBMM BEBHBAKT JIM3UC KIeTKU-MUIleHM., ASKI KoOoppeJlupyeT cCo
cBAsHBaHMeM C FcyRIITa; HDOBHIIEHME CBA3EBaHMA C FcyRIITa OpMBOOUT
K IOBHIIeHMIO akTuMBHOCTM AS3KIl. Kak obcyxmaeTcsd B JaHHOM OOKYMEHTe,
MHOTME BapMaHTH OCYIEeCTBJIEHUA M300peTeHuAa IIOJIHOCTB YCTPpaHgnT
AKTUBHOCTE A3KI.

[0065] TepMmH KABKD» MJIN AHTUTEeJIO—3aBMUCUMEI KJIETOUHO—
OIIOCPEeNOBaHHEM (QarolMTo3 B KOHTEKCTe MHOaHHOTO MHOOKyMeHTa oO3HauaeT
KJIETOUHO—OIIOCPEeNOBaHHYID pearumo, B KOTOPOM Hecneuupmueckme
LUUMTOTOKCHUUECKHME KJIETKM, KOTOPHe 3KcIpeccupyioT FcyR, pacnozHawoT
CBA3aHHOE AaHTUTEeJIO Ha KJIeTKe-MUIIEeHM ¥ BIOCJIEOCTBUM  BEIBHBAT
dparounTo3 KJIETKU-MUIIEHM.

[0066] Ilom «aHTUI'e€HCBAI3HBAIMM IOMeHOM» WMIM «ACI» B IOaHHOM
OOKYMEHTE nompasyMeBaeTCHd Habop us mecTu OIpeneJI Al
KOMILJIEMEHTapHOCThb obJjacTen (CDR, oT aHTJI. "Complementary
Determining Regions"), KoOTOpbe, HABJASICH YaCTbl IOJUIIEITUIHOM

[OCJIenoBaTeJIbHOCTH, CIeUMdUUeCKM CBA3EBAKT 1eJIeBOM AHTVI'eH, Kak

odbcyxkmaeTcd B OaHHOM OOKyMeHTe. TakuM oBpasoM,
KAHTUTEHCBA3HBAINMI  OOMEH» CBA3LHBaeT IlLeJIeBOM  aHTHUIeH, Kak
OIMCaHO B IaHHOM JOKyMeHTe. Kak WM3BEeCTHO B HaHHOM o6JacTu

TeXHVUKHM, 5T CDR OOBUHO IMIPUCYTCTBYKT B BUIe IIepBOoT0 Habopa CDR
BapuabeJIbHOTO IoMeHa TaxeJior uemnu (vhCDRs mim VyCDR mim CDR-HC) wm
BTOpoTo Habopa CDR BapuabelbHOT'O »OoOMeHa Jierkou uenu (v1CDR wmim
ViCDR miam CDR-LC), KaxXOeM M3 KOTOPHX coIepxuT Tpu CDR: vhCDRI1,
vhCDR2, VhCDR3 pmjs TaxejoM uenu m v1CDR1, VvI1CDR2 u v1CDR3 mjs
Jerxko¥ uHemnu. CDR HOpUCYTCTBYIT B BapuabeJIbHHX JIOMeHax TIKeJoNn
uenu ¥ Bapua®elIbHEIX OOMeHax JIeTKOWM 1lenu, COOTBEeTCTBEHHO, U
BMeCTe of0pasybonr Fv-obiacTb . TakuM o00pa30M, B HEKOTOPHX ClIydadx
mecTs CDR aHTUIeHCBA3HBAKIIET'O IOOMeHa IIpelCTaBJIeHH BapuabellbHEM
IOIOMEHOM TAXeJION ¥ BapuabeJIbHEHM IOOMEHOM JIeTKoM Lenu. B dopmaTe
«Fab» HabGop m3 6 CDR mpencTaBJIEH IOBYMS pPa3JIMUHBMU [TOJIMIIENTUIHEMU

IIocjienoBaTeJIbHOCTAMI, BapmaéeﬂbeM IOOMEHOM TSXeJIoN Lenn (vh wniam
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Vy; comepxamyM VhCDR1, vhCDR2 u vhCDR3) u papuaOeJIbHEM IOMEHOM
Jerkoy nenu (vl miam Vy; conepxamum v1CDR1, vI1CDR2 m v1CDR3), c C-
KOHIIOM IOMeHa Vh, IOpucoedIVHeHHHM K N-KOHIy noMeHa CH1 TaSxeJon
Lenu, n C—KOHIIOM IooMeHa vl, IpUCOeOMHEeHHBEM K N—-KOHILY
KOHCTAaHTHOTO MOOMeHa JieTKou unemnu (M, TakuMmM obpas3oMm, oBpa3yolyM
JerKywn lLenk). B ¢dopmaTre scFv pmomMeHRl Vh M v1  KOBAaJIEHTHO
COENMHAKTCHA, KakK IIpaBUJIO, IIOCPeICTBOM MCIIOJIB30BaHMA JIMHKEpa, Kak
yKas3aHo B OaHHOM IOOKYMEHTE, B oOnoHY MIOJIUTIENI TUIHYIO
IOCJIeIOBATEJIbHOCTEL, KOTOpas MOXeT MOpedCcTaBJIATE coboy (HaumHas C
N-xoHULa) vh-jguHkep-vl wmuimu vl -JuMHKep-vh, IOpMUeM I[IepBHM BapMaHT
OBOBIUHO ABJIAETCH OpPennouYTUTeJIbHEM (BrIOUA A HeoOsa3aTeJIbHEE
IOOMeHHEHE JIMHKEPH Ha KaxIon CTOPOHE, B 3aBUCHUMOCTHU oT
UCIOJb3YeMOTOo o¢opMaTa. Kak M3BEeCTHO B HaHHOM 00JlaCTM TexXHUKU,
CDR pasleJieHH KapKacHBMM OO0JlaCcTAMM B KaXIOM U3 BapuabeJIbHHX
IOMEHOB TaXeJIoN Lenu U Bapuad®esIbHEX IOMEHOB JIeTkoM uenm: FR1-
v1CDR1-FR2-v1CDR2-FR3-v1CDR3-FR4, u IJ4 BapuabeJIbHOT'O  OOMEeHa
TSXKEJIOM LelM OHM OpencTaBJsaAwT codol FR1I-vhCDR1-FR2-vhCDR2-FR3-
VhCDR3-FR4, Cc KapkKacHbEMM OOJIaCTAMM, OEMOHCTPUPYIRIMMM  BHCOKYIO
UISHTUUHOCTL C IIOCJIeNOBATEJIbLHOCTAMM SBapOolbIIeBOM JIMHUM UYeJIOBeKa.
AHTUTeHCBA3HBaKIME JOMEHH II0 M300peTeHMI BKJoUalT Fab, Fv mu
sckv.

[0067] Ilon «KMOIMPUK AL B OaHHOM OOKYMeHTE
nompasyMeBaeTCsS aMMHOKMCJIOTHasd 3aMeHa, BCTaBKa M/WIM »OeJlelrd B
IOJIMIIEITUIHOM [IOCJIeOOBATEeJIbHOCTHU VI M3MeHeHMe bparmMeHTa,
XVMUUECKM CBSA3aHHOTO ¢ ©OeJkoM. Hanpumep, MoOIMOMUKALMSI  MOXET
IpencTaBJIaATh coboM M3MeHeHHYI YIJIEBOIOHVID WMIM IIST-CTPYKTYPY,
opucoenrHeHHyD K 0OeJiky. IIoo «aMMHOKMCJIOTHOM MoOMMKaALMel» B
IOaHHOM IOKYMeHTe IoIpa3yMeBaeTCsa aMMHOKMCJIOTHasd 3aMeHa, BCTaBKa
U/ NI OeJlella B INOJMIENTUOHOM IIOoCJIemoBaTeJIbHOCTU. [JIS SLCHOCTH,
ecJIM He YyKa3aHO WMHOe, MOIMOMKAaIMS aMMHOKMCIIOTE BCeTr'Ja OTHOCUTCSH
K aMMHOKMCJIOTe, koaumpyeMmou [IHK, Hampumep, kK 20 aMMHOKMCIOTAaM,
KOTOpHE mMMelT KOOOHE B ITHK m PHK.

[0068] Ilom «aMMHOKMCJIOTHOM 3RaMeHOM» WM «3aMeHOM» B IaHHOM
OOKYMEHTe TIIoIpa3yMeBaeTCcsa  3aMeHa  aMMHOKMCIIOTEH B  KOHKPETHOM
IIOJIOXEHVM B POIUTEJILCKOM MIOJUIIENITUMIHOM II0CJeloBaTeJIbHOCTU OpYyIoln

aMMHOKMCJIOTOM. B YJaCTHOCTHM, B HeKOTOPHX BapMaHTaX OCYIeCTBJIEHMA
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3aMeHa IIpenOcTaBjgeT coOoM aMMHOKMCJIOTY, KOTOopas He BCTpeudaeTCcsa B
IpMpole B KOHKPETHOM IIOJIOXKEeHUM, JIMOO He BCTPeYaeTCd B IIPUPOIEe B
YKa3aHHOM OpTlaHM3Me Wi B JioOOM oOpraHuU3Me. HamnpuMmep, 3aMeHa
M252Y oTHOCUTCSA K BapMaHTy IIOJUIIEeNTHIa, B IaHHOM Cllydae k Fc—
BapMaHTy, B KOTOPOM METMOHMH B IIOJIOXKeHUMM 252 3aMeHeH THUPO3MHOM.
IOna dcHocTH, OeJIoOK, KOTOpPHEM OBJI CKOHCTPYMPOBaAH C M3MEeHEeHMNEM

Konmpymmeﬁ HYKHGOTMHHOﬁ I1ocjienoBaTeJIbHOCTM, HO He C UM3MEeHEHNMEM

MCXOIOHOM AMVMHOKMCJIO TEI (HanpuMep, 3aMeHa CGG (KOOMpPYKIIETO
ApPTUHUH) Ha CGA (Takxe KOOUPYKIMM apTMHMH), IOJ4 I[IOBHIIEHUS
YPOBHEN BKCIPpEeCCUm B opTraHu3Me X034MHa) , He aBJISeTCH

«aMMHOKMCJIOTHOM 3aMeHOMW»; TO eCThb, HEeCMOTpS Ha Cco3daHMe HOBOTO
TeHa, KOoOMpyKIMero TakoMm xe O0eJlok, ecJu OeJIOK MMeeT TaKyl Xe
AMMHOKMCJIOTY B YKa3aHHOM KOHKPETHOM IMOo3MLMM, KoTopas OmJla B HeM
M3HavaJIbHO, BTO He ABJISAEeTCS aMMHOKMCJIOTHOM 3aMeHOM.

[0069] B KOHTEeKCTe OaHHOTO IOOKYMEHTa ron TEePMUHOM
«BapUaHTHBEMN BeJIoK» WU «BapMaHT BeJika», W «KBapMaHT»
nompaszyMeBaeTcsa 0eJIOK, KOTOPHM OTJIMUAETCS OT POOUTEJILCKOTO OeJjka
3a CcueT IO MeHblleM Mepe OIHOM aMMHOKMUCJIOTHOM MOOMOUKALIUMA .
BapuaHT ©OeJika MOXeT OTHOCHUTLCS K camMoMy OeJIKy, KOMIIO3UILIUM,
comepxamen  OeJIOK, MIM K  aMMHOKMCJIOTHOM  IIOCJIeIOoBaTeJILHOCTH,
KoTopasa ero komoupyeT. IIpedlouTHUTeJIbHO, BapuaHT ©OeJika MMeeT IIO
MeHbIlel Mepe OIHY aMMHOKMCJIOTHYID MOIMOUKALIMIO II0 CPaBHEHUID C
POOIUTEJILCKUM  OeJIKOM, HanpuMmep, oT OKOJIO onoHOM oo OKOJIO
ceMMuOecaTy  aMUHOKMCIJIOTHHX MOIUOUKALNMM, ¥ OPeIlIoUuTUTEeJIEHO OT
OKOJIO OIOHOM OO OKOJIO IIATM  aMMHOKMCJIOTHHX  MOOMOMKALMNM  IIO
CPpaBHEHMIO C POIOUTeJIbCKUM OejikoM. Kak oIMcaHO HWXe, B HEKOTOPHX
BapuaHTax OCyMeCTBJIEHUS POINTEJLCKUM TIOJIUTIEITHU, HalpuMep,
POIOINTEJILCKUM noJmunentun Fc, opencraBJageT coboy UeJJOBEeUeCKYID
[IOCJIeIOBaTeJIbHOCTE IMKOTO TUIa, TaKyn Kak Fc-obimactu wmzs I1gGl,
IgG2, IgG3 wmimm IgG4. BapmaHT IIOCJIeOOBAaTEeJILHOCTM OeJika B ITaHHOM
OOKYMeHTe IMNIpelllouTHUTeJIbHO OymeT objlagaTh I[IO0 MeHbIeM Mepe OKOJO
80% WMIEHTHMUYHOCTM C TIIOCJIENOBATEJILHOCTBD pPOIMTEJIbCKOTO OeJyika u,
HauboJee IPennouTUTEeJILHO, 10 MeHbIIen Mepe OKOJIO 90%
UISHTUUHOCTHM, OoJiee IMNIPeOlouTUTeNIbHO, II0 MeHbllel Mepe OKoJIo 95%-—
98%-99% wmMIeHTUMUYHOCTM. BapumaHT ©OeJika MOXET OTHOCUTBCH K CaMoMy

BapMaHTy beJika, KOMIIO3MIIMAM, CoImepXalliM BapMaHT teJika, MJIn
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rocjyienoBarTesicHoCcTH [HK, kKOTOpad e€ro KOIOUPYEeT.

[0070] CooTBeTCTBEeHHO, B KOHTEKCTe IaHHOTO »OOKYMeHTa IIOn
«BapMaHTOM aHTUTeJIa» WM «BapMaHTHBM aHTUTEJIOM» IIoIpa3yMeBaeTCH
AHTUTEJIO, KOTOpOe OTJIMYaeTCsa OT POAUTEJIECKOTO aHTUTeJla 3a CUeT
IO MeHblley Mepe OOHOM aMMHOKMCJIOTHOM MOOMMKalLMM, B KOHTEeKCTe
OaHHOT'O IOKYMeHTa IO «BapuaHToM 1gG» WM «BapuMaHTHEM 1gG»
nonpasyMeBaeTCsd AaHTUTEJIO, KOTOopoe OTJIMYaeTCsa OT POIUTEJbECKOIO
IgG (omgaThp Xe, BO MHOI'MX CJydadx OT IocjienoBaTeJIbHOCTU 1gG
yeJioBekKa) 3a cuerT II0 MeHBIEW  Mepe OOHOM  aMMHOKMCJIIOTHOMU
MOIMOMKALMM, M B KOHTEKCTe JaHHOT'O IOKYMEHTa IIOI <«BapuaHTOM
VMMYHOTJIOOYJIMHAa » NI «BapUaHTHEM VIMMYHO TJIO Oy JIMHOM»
nonpasyMepaeTcsd [IOCJIeOOBRATEJIbHOCTD VMMYHOTJIOOYJIMHE, KOoTOopad
OTJIMUaeTCsa OT IIOCJeIOBaTeJIbHOCTU POOUTEJIECKOTO MMMYyHOTJIOOYJIMHA
3a CuUeT II0 MeHblleM Mepe OOHOM aMMHOKMCJIOTHOM Moamduraumum. B
KOHTEKCTe IOaHHOTO OOKYMeHTa IIOL «BapMaHToOM FcC» WMWiK «BapUaHTHHM
Fc» nompasyMeBaeTcsa 0eJIOK, comepXamrM aMMHOKMCIIOTHYO MOOUOUKALINMIO
B Fc—moMeHe . Fc-BapMaHTH I[IO0 IOaHHOMY M300peTeHMI OIIpeldeJiIeHHE B
COOTBETCTBUU C aMVUHOKMCJIO THEIMIA MOIVQUKALIMAMA, KOTOPHE X
cocraBagpT. TakuMm ob6pasoM, HalopuMmep, M252Y wmam 252Y nOpencTapBJisgeT
cobom Fc—BapMaHT C 3aMeHOM TUPO3MHa B IIOJIOXeHUM 252 OTHOCUTEJILHO
poouTesIbCKOTO Fc—nogunentuma, B KOTOPOM HyMepalrMad COOTBETCTBYET
uHnexcy EU. AxHajJorMuHo, M252Y/S254T/T256E onpemensdgeT Fc—-BapuaHT
c BaMeHamu M252Y, S254T m T256E OTHOCHUTEJBHO pPOOUTEJILCKOTO Fc—
NOJIMIIENTUIA . MVIOEHTUMUYHOCTH AaMMHOKMCJIOTE OT (OMKOTO THUIIa) MOXET
OBITL HeolNpeleJIeHHOM, ¥ B STOM CJiydae BHIIEYIIOMSHYTHM BapMaHT
obosHauaeTca Kak 252Y/254T/256E. CilemyeT OTMETUTL, UYTO IIOPSIOK,
B KOTOPOM TIIPMBEINEHE 3aMEHE, SBJIAeTCH I[IPOMU3BOJIBHEM, TO €&CThb,
Haopumep, 252Y/254T/256E sgBjgeTcd TeM Xe Fc—BapMaHTOM, UYTO U
254T/252Y/256E, M Tak pajiee. JJg BCexX IIOJIOKEHUM, OOCYXIaeMHX B
OaHHOM WM300peTeHMM, KOTOPEHE OTHOCATCHA K aHTuUTeJlaM, eCJM He
yKasaHO MHOe, HyMepalusa aMMHOKMCJIOTHHEX IIOJIOXEHUM COOTBETCTBYET
Kabat nnga vymepauuu BapuabeJIbHHX JIOMEHOB UM COOTBETCTBYET WMHIEKCY
EU @mJjid KOHCTAHTHEIX IOMEHOB, BKJuUasa Fc—gomMeH. VHOexkc EU wmim EU-
VMHIOEeKC B CcxeMe HyMepalmu Kabat wmm EU oTHOCHMTCA K HyMepaluuwu
anturesl EU (Edelman et al., 1969, Proc Natl Acad Sci USA 63:78-

85, I[IOJIHOCTRLIO BKJIOUEHHAsS B JaHHHEM IJOKYMEHT TIIOCpeIlCTBOM CCHUJIKM . )
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MomudpmraumMsa MOXeT I[IPedCcTaBJIATL cobol pobaBJeHHMe, IeJeluio WK

3aMeHy. 3aMeHH MOTYT BKJIIOUATH aMMHOKMCJIO TH IIPUPOIHOTO
MIPOUCXOXIEHU S u, B HEKOTOPHIX cIaydaax, CHMHTEeTHUUEeCKUE
aMMHOKMCJIOTEHI.

[0071] B KOHTEeKCTe IOaHHOTO OOKYyMeHTa TepPMUH «KBeJIoK»

0O3HavaeT I[I0 MeHbIel Mepe IBe KOBaJIEHTHO CBSA3aHHHE aMMHOKMCIIOTH,
uTo BKJIOUAET BeJiku, [IOJIUIIENITUIHL, OJIMT'OIIENITUIOE W  IIelITUIOH.
[lenTuoMiibHasag TpPYyIIda MOXET COOepXaThb aMUHOKMUCIIOTH IIPUPOIOHOT'O
[IPOUCKOXIOEHNUSI UM IIEIITUIHEE CBA3U.

[0072] B KOHTEeKCTe IOaHHOTO OOKYMeHTa infe}i! «Fab» WMJIIn
«obiyacTrio Fab» nompasyMeBaeTCcsa  IIOJMIIEIITHUI, KOTOPEM  COOEPXUT
oomMeHel VH, CH1, VL um CL wumMMyHOIJIOOYJIMHa. Fab MoOXeT OTHOCUTHBCH K
sTOM  oBJlacTM  OTHEeJIbHO MJIM K »ToM  ofjJacTu B KOHTEeKCTe
[IOJIHOPAa3MEPHOTO aHTUTeJa, o¢parMeHTa aHTUTella WM CJIUTOTO OeJika
Fab.

[0073] B KOHTEKCTe IOaHHOT'O IOKYMeHTa TepMMH «Fv», «bparmMeHT
Fv» wmiam «objacTe Fv» o3HavaeT IMOJUIIENTHUI, KOTOPHM COIEPXUT
ooMeHel VL ¥ VH oOIHOTO aHTUI'eHCBA3HBalmero pJgoMeHa (ACH). Kak
BymeT IIOHATHO CIelMaJIMcCTaM B »OaHHOM o00JlacTM TexXHUKM, OHM, Kak
IpaBMJIO, COCTOAT M3 OBYX lLeley MM MOTYT OHTbL OObeIMHEeHH (OOBUHO
C TIIoOMOWmBK JIMHKepa, Kak ofbcyxdaeTcd B »OaHHOM »OOKYMeHTe) 1OJA
obpasopaHuUsa sckv.

[0074] B KOHTeKCTe OaHHOTO IOOKYMEHTa TEePMMHE «aMMHOKMCJIOTa»
M «UIEHTUYHOCTE aMMHOKMCIIOTH» O3HadalT OoIoHy u3 20 aMMHOKMUCIIOT
NIPUPOOHOTO IIPOMUCXOXIeHMA, KOTOphe konupyworcda ITHK m PHK.

[0075] Ilon «sbdexTOopHOM OQYHKLUMENV» B KOHTEKCTe IaHHOTO
OOKYMEHTa nmonpasyMeBaeTCcd BUMOXUMHUUECKOE CcoBHTHE, KOTOopoe
BOBHMKaAET B pe3yJjbTaTe B3aMMOOeMCTBMA Fc-objlacTu aHTUTeJa C Fc—
PEeLernTopoM WMIM JMT'aHOoM. 9S0PeKTOopHHE OQYHKIVM BKJIOYAKT, HO He
Oor'paHmMuMeanTCcd, AlI3K, ABKO m K3II.

[0076] Tlom «Fc—ramma-—-penenTopom», <«FcyR» wmim «FcgammaR» B
KOHTeKCTe OaHHOTO OOKyMeHTa IIoIpa3yMeBaeTcd JIoDOW UJieH ceMelcTBa
DeJIKOB, KOTOPHM CBA3HBaeT Fc—objacTb aHTUTeJa IgG M KooupyeTcs
redoM FcyR. V¥V Jome¥t »TO CeMeMCTBO BKJOUaeT, 0e3 oI'paHMueHud,
FcyRI (CD64), Brawuasg uzsopopMu FcyRIa, FcyRIb, m FcyRIc; FcyRII

(CD32), Brawuaa uzo@opMu FcyRITa (BrJmodas ajutoTunel H131 m R131),
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FcyRIIb (Brimouas FcyRIIb-1 m FcyRIIb-2), wu FcyRIIc; m FcyRIII
(CD16), Brawuaa uzo@opMe FcyRIITa (BrkJwuYasd ajuioTune V158 m F158)
n FcyRIIIDb (BrRIIIOUA A aJ1JIO TUIIEL FcyRIIb-NA1 u FcyRIIb-NAZ2)
(Jefferis et al., 2002, Immunol Lett 82:57-65, IIOJIHOCTBIO
BKJIOUEHO TIOCPEICTBOM CCHJIKM), a TakKxXe JIOEEe HeM3BEeCTHHe FcyR wmim
M30QOPME WM aJIJIOTUIIHL FcyR uYejsioBeka. B HEKOTOPHX CJydasax, Kak
yKaszaHo B IOAaHHOM IOOKYMEeHTe, CBA3EBaHME C OIOHMM wWiIn 0OoJiee
peluenTopamMm FcyR CcHMXaeTCa MM yCTpaHdAeTCcsa. HanpuMmep, YMeHLIeHWe
ceaspBaHua ¢ FcyRIITIa cHuxaeT AS3KI, a B HEKOTOPHX CJydasax
XeJjlaTeJIbHO yMeHblleHMe CcBA3bBaHuAa ¢ FcyRIITa m FcyRIIDb.

[0077] B KOHTEKCTe [OaHHOTO -HOOKYMeHTa TepMUH «FcRn» wiu
«HeOHaTaJIbHEM Fc-pelenTop» oO3HauvaeT OeJIOK, KOTOPHM CBA3BBaeT Fc-—
objlacTb aHTHTeJsla 1gG M KOIMpyeTcsd, II0 MeHbIeW Mepe uYacTUUHO,
redoM FcRn. FcRn mMoxeT OHTE M3 JIOOOTO OplaHM3Ma, BKJIKOUasg, HO He
OTpPaHUUMBASACH BTUM, JIOIEeM, MeIel, KpPHC, KPoOJMKOB U ofe3bsaH. Kak
MB3BECTHO B JaHHOM o0O6JacTu TexXHMKM, OYHKUMOHAJILHEM ©OeJjlok FcRn
COOEepPXUT OBa IOJUIIENTHIa, KOTOPHE YacTO Ha3HBAalT TIKEJOM Lenbilo U
JIeTKOM Lemnko. Jlerkaga Lenb npencraBjigeT codbon Bera-2-
MUKPOTJIODYJIMH, a TaXejasd Lellb KooupyeTrcsa TreHoM FcRn. Eciau B
OaHHOM IOKYyMeHTe He VYyKasz3aHO MHoe, FcRn wmiam ©ejiok FcCcRn oTHOCUTCH
K KOMILJIEKCY TsSxeJion el FcRn ¢ 6eTa—2-MUKPOITJIOOYJIMHOM.

[0078] B KOHTeKCTe IaHHOTO IOKYMeHTa IOl «POIOUTEeJIbCKUM
MOJIUIIENI T IOM nompasyMeBaeTCsd VCXOIHEIM MOJIUIIENTHUL, KOTOPHM
BIIOCJIEOCTBUM MOOMIUUUPYIOT OJIS IIOJIYUeHMS BapuaHTa. PoOMUTeJIbCKUM
MOJIUIIENITHUL MOXeT nIpencTaBJsaTh cobom MOJIUIIENTUI NIPUPOOHOTO
MIPOUCXOXKIOEHN I VI BapMaHT, I CKOHCTPYMUPOBAHHYIO BEPCUIO
IOJIUIIENITUIAa [IPUPOOHOTO IMNIPOUCXOXIEHVS. POOUTEJLCKUM IIOJUIENTHUI

MOXeT OTHOCHUTECHA K caMOMy IIOJINIIeIITHOY , KOMIIO 3MIIMAM, KOTOPEE

comepxatT pOHMTeﬂbCKMﬁ IIoJIUIIeII T g , MJin K AMMHOKMCJIJIOTHOM
II0CJIenoBaTeJIEHOCTH, KOoTOpad ero ROoOIMpyeT. COOTBETCTBEHHO, B
KOHTEKCTEe ITaHHOTO OJOKYMEHTAa «pOHMTeHBCKMﬁ VMMYHOTJIOOYJIMH»

O3HadaeT HeMonM@MHMpOBaHHHﬁ [IOJIUIIENTULI WMMMYyHOTJIOOYJIMHAE, KOTOpHﬁ
MOHM@MHMPOBaH OJId TIOJIyYeHMA BapMaHTa, a «PoIrMTeJIECKOE aHTUTEeJIO»
B KOHTEeKCTe ITaHHOTO OJOKYMEHTa O3HadaeT HeMOHM®MHMpOBaHHOG
aHTUTEJIO, KOTOpOe MOHM@MHMPOB&HO IJIA IIOJIYUEeHNA BaplMaHTa

aHTuresia. CllegyeT OTMETUTHL, UTO «(POOUTEeJIbCKOEe aHTUTEJIO» BKJIoUaeT
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M3BECTHEIE KOMMEPUECKME, PEeKOMOMHAHTHO TPONyLMPYEMHE aHTUTEJa,
KaK OIMCaHO HUWXEe.

[0079] Ilomo «KOHCTaAHTHOM 00JaCTbl TOKEJION LelM» B IOTaHHOM
OOKYMEHTe Tonpas3yMeBaeTcsa 4dacTb CHIl-mapHup-CHZ2-CH3 aHTHUTeJla, Kak
npaswio, m3 IgGl, IgG2 wmam I1gG4 dejioBeka.

[0080] B KOHTeKCTe [OaHHOTO IOOKYMeHTa TepMUH «aHTUTEeH—
MUIIEHB»  O3HaAYaeT MOJIEKYILY, KoTopasd ClIeuMpuMuecKr CcBs3aHa C
BapuabesbHOM 00JIacThI IOaHHOTO aHTKUTeJla. B OaHHOM CcJiydae aHTUTeH—
MUIIEHEb [pencraBideT cobour Tay—0eJIoK, bochopmIMpOBaHHEM B
nojioxeHum Serdl3 («pSerdl3-Tay») .

[0081] B KOHTEeKCTe IOaHHOTO IOKYMEeHTa II0I <«KJIETKOM—MMUIIEHBLIO»
nonpasyMeBaeTCsd KJeTKa, KOoTopas BKCIpecCUpyeT aHTUIeH-MUIIEHL .

[0082] Tlom «eapuabesibHOM 0B0JacTbio®» B KOHTEKCTe IaHHOTO
OOKYMEHTa nmonpasyMeBaeTcd oBJjlacTb VMMYHOTJIOOYJIMHE, KOoTOopad
COOEPXUT OIOMH MM OoJjiee Ig—IOOMEHOB, IIO0 CYIECTBY KOIOUPYEMBIX JIOOBM
u3 TeHoB V.kappa., V.lamda. wu/mim VH, KOTOPEE COCTaBJIAKT
TeHeTUUeCKHUe JIOKYCEL Karrma, JaMbna u T SKeJION nenmu
VMMYHOTJUIOOYJIMHOB COOTBETCTBEHHO.

[0083] lNon «IOMKMM THUIIOM WM JOT» B IOaHHOM JOKYMEHTe
nmoopasyMeBaeTCcs aAMMHOKMCJIOTHA S IoCcJIeIOBaTeJIbHOCTE VI
HYKJIeOTHOHASA IIOCJIeIOoBaTeJIbHOCTL, KOTOopas BCTpedyaeTcs B IOIpuUpole,
BKJIIOUA A aJljeJsib HEle BapualumM. Besmox IOT wumMeerT AMUHOKUCIJIOTHYIO
[IOCJIeIOBATEJIbHOCTE MM HYKJEOTHMIHYI II0CJemoBaTeJIbHOCTh, KoTopasd
He OBJIa HaMepeHHO MOIMIUIMPpOBAaHA.

[0084] B KOHTeKCTe @OaHHOTO MOOKYMeHTa TepMMH «Tay—0eJIOK»
O3HauvaeT JOyn M3 mecTM u3o0popM Tay—-0eJjika UeJIoBeKa, MWMEKMX
aAMMHOKMCJIOTHEIE TIOCJIeIOBaTEeJIbHOCTHM, olIpenejieHHee B SEQ ID NO:1-6,
T. e. 4R2N (omnpepnejieHa B SEQ ID NO:1), 4RIN (omnpenejieHa B SEQ ID
NO:2), 4RON (onpemesieHa B SEQ ID NO:3), 3R2N (omnpenmeneHa B SEQ
ID NO:4), 3RIN (ompenejieHa B SEQ ID NO:5) m 3RON (omnpenelsieHa B
SEQ ID NO:6), a TakXe WUX TeHHBEe BapMaHTH. Kak OOBLIACHEHO B
pasneye «YPOBREHL TEXHVKM M3OEPETEHWA», Beme, c FTDP-17, KoToOpoe
ABJISETCSH HacJIeICTBEHHEM HelpoIeTreHepaTUBHEM 3aboJIeBaHNEM,
CBA3aHHEIM C KOTHUTMBHEIMM pPacCTPOMCTBaMM, OBJIO CBS3aHO Oojee 40
My Talui. OmHako CamTH MYy Talui B Tay—0eJke He IO OJDKHEI

OTpPaHNuUMBAaATLECA yyuacTKaMu, CB43aHHBEMU C FTDP-17. UncJio
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aAMMHOKMCJIO THEIX My Talui, BBeIEeHHEX B aMMHOKMCJIO THEIE
nocjyenoraresqpHOoCTM SEQ ID NO:1-6, He »OOJDKHO OBTE OI'PAaHMUEHO, HO
MOXeT cocTaBJaare oT 1 mo 50, B uyacTHocTM oT 1 mo 30, ©OoJee
KOHKPETHO oT 1 oo 10. OmHakKo AMMHOKMCJIO THEIM OCTaToOK,
COOTBETCTBYIMNUMA aMMHOKMCIIOTHOM IIOCJIelOoBaTeJIbHOCTHM, OlIpeleJIeHHOM
B OCTaTKe CepMHa B IoJioxeHum 413 SEQ ID NO:1 (Serdl3),
OPEenIouTUTEJIbHO OOJIXeH OHTL coxXpaHeH. Tay—0eJIoOK COIJIaCHO ITaHHOMY
M300peTeHN TaKkxe BKJIIOUAET OeJiky, “MenIme CXOIOCTBO MJIN
MIOEeHTUYHOCTE, cocTapJagomme 80% wmam  BoJee, C  aMMHOKMCJIOTHOM
IOCJIeIOBaTEJIbHOCTEID Tay—-0eJika ueJIoBeka, olpelejieHHoM B SEQ ID
NO:1 B cooTBeTCcTBMM C MeTomoM BLAST (c yciaoBusammu PBLAST 110
YMOJIUaHU, IIpelocTaBJieHHEIMM NCBI), u ux M3000OpMH. Takue Tay-
OeJIKM BKJIOUAKT Tay, IIOJIYyYeHHEEe OT BUIOB, OTJIMUHEIX OT UeJIOBeKa,
TaKMx KaK [KUMIIaH3e, MaKaku, Jomanu, CBUHBU, cobakM,  MBIMU,
KPOJIUKHA u KPEICHI . MOXHO [IOJIYUUTh TepalleBTUYeCKUN W
npoduiIakTUUEeCKUM aTreHT, HalleJIeHHHM Ha Tay, I[IOJIYYeHHHM OT TaKoT'o
OTJIMUHOTO OT ueJIOBeKa XMBOTHOTO, C LeJlblo YIJIYUNeHUSI KOTHUTUBHOM
GYHKUIMU LeJIeBOTO XUBOTHOTO.

[0085] B KOHTEeKCTe HOaHHOTO OOKYMeHTa TepMMH «Tay-IelTui»
O3HadvaeT NernTum, comepxamui JyacThb AMMHOKMCJIO THOM
mocjlefoBaTeJILHOCTM Tay-0eJjika. I[loJIoXeHMe U IJIMHa aMUHOKMCIIOTHOM
IocjlefoBaTEJILHOCTM Tay-IelTuna, I[IoJyuyeHHOM u3 0Oejika Tay, He
OOJDKHEI OHTH OTPaHMUEeHH, HO INIPeldlOUTHUTEJIbHO OOJIKHE COoOepXaTh,
HaopuMep, Ccepun K3, II0 MeHbllel Mepe, Tpex II0ocJedoBaTeJIbHHX
aAMMHOKMCJIOT, B YaCTHOCTHM, IIO MeHbIleM Mepe, IMISTH II0CJIeIOoBaTeJIbHBX
AMMHOKMUCJIIOT, DoJiee KOHKPETHO, 1o MeHbIIemn Mepe, BOCBMMU
nocyenoBaTeJIbHEIX AMMHOKMCJIOT, MIOJIYYEeHHEIX u3 aMMHOKMCJIO THEIX
OCTaTKOB, COOTBETCTBYKIMX HOMepaM aMMHOKMcJOT c 410 no 421 SEQ
ID NO:1, 1o MeHbHeM Mepe, BKJIOUAsS aMUMHOKMCIIOTY, COOTBETCTBYIIIYIO
Serd413. JamHa Tay-IHNenTMma TaKXe He JoJDkHa OHTb OT'paHM4YeHa, HO
NIpennouTUTEeJIbBHO OOJIKHA IMEThb OJIMHY B YyeTHpe ZANEZ! DoJiee
AMMHOKMCJIIOT, B YaCTHOCTM WeCThs MM 0oJiee, 0OOJiIee KOHKPETHO BOCEMb
unm BoJiee.

[0086] MHcmoJab3yeMbel B OaHHOM IOKYMEHTe TepMMH «Tay» B LeJIOM
O3HavaeT Tay—-0eJIOK MM Tay-IHelTHul.

[0087] TepMmH «BOeJIOK HOpPOTUE pSerd4dl3—-Tay» oO3HadaeT aHTUTEJIO,
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OoInMcaHHOe B OaHHOM OOKYMEeHTe, KOTOpoe NIPennoudTUTEJIbEHO
CBABEBAaeTCH C Tay—-0eJIKoM, boCchoOPUIMPOBaAHHEM 1o CEepUHYy B
[1OJIOXEHUN 413, igfe) CPaBHEHUVI CO CBA3HBaHMEeM Tay-—0eJika, He
boCcOoOpUIIMPOBAHHOTO I[IO CEPMHY B IoJioxeHum 413. Bejiok Tay,
bochopuIMpOBaHHEL IO Ser4l3, MoxeT OHBTL UeJIOBEUECKMM U/UJIU
MBI HEIM .

[0088] B KOHTeKCTe ITaHHOT'O [HOOKYMeHTa IO  «IIOJIOXEeHUEeM»
nonpasyMeBaeTcsd MeCTOIIOJIOXEHUE B [IoCJIeIOBaTEJIbHOCTHU Oelka.
[ToJloXeHUs  MOTYT OHITH [IPOHYMEPORBAHH  I[IOCJIeNOBATEJIBHO  WMJIU B
COOTBETCTBMM C YCTaHOBJIEHHEM QOpMaTOM, HalpuMep, uMHOekcoM EU nisa

HyMepallrr aHTUTEJI.

[0089] B KOHTEeKCTe IOaHHOTO OOKYMeHTa infe}i! KOCTaTKOM»
nompasyMeBaeTCd [IOJIOXEHNE B Deske u CBA3aHHAadg c HUM
AMMHOKMUCJIOTHAd MIOEHTUUYHOCTL. Hamopumep, achapaluH 297 (Takxe
HazbBaeMu¥ Asn297 wau  N297) opencTaBJisgeT CcoOOM OCTaTOK B

noJioxeHum 297 aHTuTesna 1gGl uyeJioBeKa.

[0090] B KOHTEeKCTe OAaHHOT'O n300peTeHnd I[IOJIOXEeHMEe
AMUHOKMUCJIOTHOTO OCTaTKa B Tay—-0ejlke WIM Tay-IlelTule YyKasbEBaeTCHd
IIOCPeNCTBOM HOMepa aMMHOKMUCIIOTH, KOTOPHI OINpPeleligeTCd Ha OCHOBEe
AMMHOKMCJIOTHOM IIOCJIeNOBATEJILHOCTHM, OolpenejieHHo¥ B SEQ ID NO:1, B
1eJiixX SACHOCTHM. HampuMmep, aMMHOKMCIIOTHEM OCTaTOK, COOTBETCTBYIIMUN
Ser413 SEQ ID NO:1, o3HauaeT OCTaTOK cepMHa B noJioxeHun 413 SEQ
ID NO:1 (4R2N), mnoJjoxeHmumm 384 SEQ ID NO:2 (4R1IN), mnoJjgoxeHum 355
SEQ ID NO:3 (4RON), noJjsioxeHum 382 SEQ ID NO:4 (3R2N), II0OJIOXEeHUMU
353 SEQ ID NO:5 (3RIN) wmam 1noJoxeHum 324 SEQ ID NO:6 (3RON).
COOTBETCTRBUE IIOJIOKEHUM aMMHOKMCIJIOTHHX OCTATKOB MexXOy Hu3obopMaMu
Tay IIOKazaHO B Tabamie 1 HMxe.

Tabmuiua 1: MsopopMmul Tay—-0ejika uejioBeka

Msodopma 4RZ2N 4R1IN 4RON 3R2N 3RIN 3RON

IlocsepoBaTesibHo | SEQ ID | SEQ ID | SEQ ID | SEQ ID | SEQ ID | SEQ ID

CThb NO:1 NO: 2 NO:3 NO: 4 NO:5 NO: 6
AMVHO

KM CJIO THHM AMVHOKMCJIOTHEM HOMEP

OCTaTOK

Asn 410 ‘381 ‘352 |379 ‘350 ‘321
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Val 411 382 353 380 351 322
Ser 412 383 354 381 352 323
Ser 413 384 355 382 353 324
Thr 414 385 356 383 354 325
Gly 415 386 357 384 355 326
Ser 416 387 358 385 356 327
Ile 417 388 359 386 357 328
Asp 418 389 360 387 358 329
Met 419 390 361 388 359 330
Val 420 391 362 389 360 331
Asp 421 392 363 390 361 332

[0091] Xora B Tabimie 1 IIOKa3aHHE IIOJOXEHMS aMMHOKMCJIIOTHEX
OCTAaTKOB B»TUX M30QOPM, COOTBETCTByKmMe IHoJioxeHMAM Cc 410 mo 421
AMMHOKMCJIOTHOM II0CJIeNOBAaTeJIbHOCTH, OlpeneJieHHOM B SEQ ID NO:1,
COOTBETCTBME IIOJIOKEHUM AaMUHOKMCIIOTHEX OCTATKOB B IPYyIHMX o0B0JacTax
MOXHO JIET'KO TIIOHATHL Ha OCHOBaHUM, Hamopumep, Oour. 1A wu 1B.
CrieumaymcT B OaHHOM oBJjlacTu TeXHUKU CMOXET OIpPenelJInThb
COOTBETCTBYKIIME IIOJIOXKEHMS aMMHOKMCIIOT B M30popMax WMJIM ToMoOJoTax,
MCIIOJIbE3Y S IIolapHOoe BHPAaBHMBAHME IIOCJIeOoBaTeJIbHOCTEM, Takoe Kak
MeToxn HuomMaHa—-ByHa nJin MeTOoI CvurTa-yorTepMaHa, MJIn
MHOXEeCTBEeHHOE BHPAaBHMBAHME IIOCJIeOOoBaTeJILHOCTEM, Takoe Kak MeTon
ClustalW W METO PRRP. B KauecTBe npuMepa aHamza
COOTBETCTRBYIMMUX IIOJIOXeHUM Ha dur. 1A m 1B nokasz3aHO BHPaBHMBaHUE
AMMHOKMCJIOTHEIX IIOCJIeIoBaTeJIbHOCTEeM mecTu u30dopM uUejioBeka (C
oBosHaueHeM OIOHOOYKBEHHHM KOIOM) Ha ocHoOBe ClustalW. 3TM ourypH
YKasHBaoT, UTo CTPYKTypPa BOKpPYT AMMHOKMCIJIOTHOT'O ocTaTKa,
COOTBETCTBYKIIET O Serd13 AMMHOKMCJIO THOM IOCJIeIOBaTEJIbHOCTH,

onpemeyneHHom B SEQ ID NO:1, 4aBJIAeTCS KOHCEPBATHMBHOM Cpenu MecTU

n30popM.
[0092] AHTHMTeJla IIO JIaHHOMy wM300peTeHMIK OOBUYHO HABJIAKTCSH
BHII &JIe HHEIMM WM pPeKoOMOVHAaHTHEMMA . TepmuH «&BHIOEJICHHBI,

VICIIOJIb SVGBABHZ IOJI4 OIIMCaHMA Paz3JIMYHEX IIOJIMIIESIITVMIOORB, OIIMCaHHEIX B
IJaHHOM ITOKYMEeHTeE, O3HadaeT IIOJIUIIEIITN ], , KOTOpBIﬁ OBLII
I/I,HeHTI/I(l)MLU/IpOBaH M oTHgeJieH I/I/I/IJ'H/I M3BJIeUeH M3 KJIEeTKM MM KJIIETOUHOM

KYJIETYPE, W3 KOTOpOﬁ OH OBUI SKCIIpeCCHMpPORBaH. OBBIUHO, BHIIIeJIeHHEIM
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INOJIUMIIENITUO TIIOJIyYaklT C IIOMOmbLI II0 MeHbIle Mepe OIHOTO BTala
OUMCTKM. <«BEIEJIEHHOE aHTUTEJIO» OTHOCUTCH K aHTUTEeJy, KOTOopoe IIO
CymeCTBY He COOEPXUT IpYyTUX aHTUTeJ, VIMEIOMMX pas3JnyHbEe
AHTUT eHHHEe crieumMdUUHOCTH . «PeKOoMOVHaHTHEM» O3HauvaeT, uTo
aHTHTeJla CO3IOaHE C MCIOJb30BaHMEM TeXHOJIOTUNM peKOoMOMHAHTHBX
HYKJIEMHOBHX KMCJIOT B SK30TEeHHHX KJIeTKax—xXo3deBax.

[0093] «IIponeHT (%) MOEHTUUHOCTHA aMMHOKMCJIO THOM
[IOCJIeIOBAaTEJIbHOC T B OTHOIIEHUU [IoCJIeNOBaTEJIbHOCTHU feJika
ompeneynsaeTcsa KakK IIPOLIeHT aMMHOKMCJIOTHHEHIX OCTATKOB B KaHIMOATCKOM
[IOCJIEIOBATEJIbHOCTHM, KOTOPHE MIEHTUUHH AaMMHOKMCJIIOTHHM OCTaTKaM B
KOHKPETHOM (pPOAMTEJILCKOM) IIOCJEeIOBaTEJIbHOCTM I[IOCJIe BHPaBHMBAHUA
[IOCJIEIOBATEJILHOCTENM ¥ BBeIeHMS I'BIO0B, ecJqu Heo®OxXoIMMO,  OJ4
OOCTVKeHUSI HauboJbIer'o IIPOLEHTa MWIEHTUYHOCTHM IIOCJIeIOoBaTeJIbHOCTHU
n tes yuerTa KaKUX—Jmbo KOHCEepPBaTUBHEX 3aMeH Kak JacTu
UIOEHTUUHOCTHU [IOCJIeIOBATEJILHOCTH . BrlpaBHMEAHMUE B HeJyax
orpeleJleHU A IpolleHTa UOEeHTUYHOCTU aMMHOKMCJIO THOM
[IOCJIeOOBATEJIbHOCTY MOXeT OBTH BEIIOJIHEHO Pa3JIMUHEIMKM CcIlIocofaMi,
MB3BECTHEIMM CHelraJIMCTy B HOaHHOM o00JlacTM TexXHMKM, Halpumep, C
IoMombln  0oBmemoCTYIIHOTO MpoTrpaMMHOTO ofecrneudyeHud, Takoro Kak
BLAST, BLAST-2, ALIGN wmiuu Megalign (DNASTAR). CnoeumMaJJUCTH B
DaHHOM 006JlacTM TexXHUMKM MOTYT OIpeleJIMTh HyXHHe IapaMeTpH OJId
BHPaBHMUBAHNS, BRJIIOUA I JIOOHE AJITOPUTMEHL, HeoOXOOMMEIe oJs
OOCTVXEeHMSI MaKCHMaJIbLHOTO BHPABHMBAHMSA IO BCeM IJIMHE CPaBHMBAaEMHX
IoCcJIeNOBaTENILHOCTEN . OnHoM KOHKPETHOM’ IpOoTpPaMMoOn ABJIAEeTCH
nporpamMa ALIGN-2, omomcaHHas B OyHKTax [0279]-[0280] nyobauMkauum
CIIA N 20160244525, BKJOUEHHOV B HOAHHBM JOKYMEHT IIOCPeIdCTBOM
CCBUIKM . Ipyroe OpUdbIN3UTEeJILHOE BHIpaBHMUBAHNE nJIs
IocJyleIoBaTEJIbHOCTEN HYKJIIEMHOBHX KUCJIOT obeclieuMBaeTCd aJITOPUTMOM
JIOKaJIbHOM ToMoJioTuu CMMTa UM YoTepMaHa, Smith and Waterman,
Advances in Applied Mathematics, 2:482-489 (1981). 3TOoT aJlOPUTM
MOXeT OBTb TIPMMeHeH K aMMHOKMCJIOTHHM IIOCJIeIOBaTeJILHOCTAM C
WCIOJb30BaHMEM OILIeHOUHOM MaTpulb, paspadoTaHHou Dayhoff, Atlas
of Protein Sequences and Structure, M.0O. Dayhoff ed., 5 suppl.
3:353-358, National Biomedical Research Foundation, Washington,
D.C., USA, M  HoOopMaJM30BaHHOM  Gribskov, Nucl. Acids Res.

14(6):06745-6763 (1986).
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[0094] TlpuMmep pealdM3allMM BSTOTO aJITOpUMTMa IJIS OlIpelelIeHus
IPOLIeHTa MIOEHTUUHOCTM I[IOCJIeNOBaTeJBEHOCTM [OpelocTaBJieH Genetics
Computer Group (MammcoH, BrMCKOHCHH) B CJyXeOHOM IIPUJIOXKEHUN
«BestFit». IlapaMeTpH I[IO YMOJUaAHMIO -OJIS DS2TOTO MeToma OIMCAaHH B
Wisconsin Sequence Analysis Package Program Manual, Bepcus 8
(1995) (mocTtynHasga oT Genetics Computer Group, MsIMCCOH, MTAaT
BuCKOHCHH) . [pyToM CHOCOO YCTaHOBJIEHMS I[IPOLEeHTa MIOSHTUUHOCTU B
KOHTEeKCTe HOaHHOTO M300peTeHMd 3aKJouaeTCsa B MCIOJbL30BaHUM IIakKeTa
nporpamM MPSRCH, 3alMIEeHHOTO  aBTOPCKMM [OIpabBOM  3SOUHOYPI'CKOI'O
YHUBEpCUTeTa, pas3paborTaHHOTo [IxoHOM @©. KojummH3oM UM lerHOM C.
CTyppOoKOM M pacnpocTpaHsgseMoro IntelliGenetics, Inc. (MayHTUH
Bero, wrar KamudpopHmsa). Uz >5T0or0 Habopa [akKeTOB MOXeT OBTb
MCIIOJIE30BAH ajilTopuTM CMUTa-yoTepMaHa, eCiM OJS OLEeHOUHOM TabJIMLE
MCIOJIL3YITCA IIapaMeTpPH I[I0 yMOJIUaHMI (HalpuMep, mTpad 3a OTKPHTHE
T'sra, paBHEM 12, mTpad 3a OpomjeHMe TI'SIa, PaBHEM OOHOMY MU I'BII,
PAaBHHIM MmecTH) . M3 CTeHepMPOBAHHHX ITaHHHX 3HaUeHMe «COOTBEeTCTBUEN
(agTa. - «Match») oTpaxaeT «UOEHTUUHOCTL IIOCJIeIOBAaTEJIBHOCTU.
Ipyrme nonxondmye IOpOTpaMMEl IOJIS BEUMCIIEHMSA IIPOLeHTa MISHTUUHOCTU
WM CXOOCTBa MeXOy IIOCJIeIOBaTeJIbHOCTAMM B 1LIE€JIOM M3BECTHH B
IDaHHOM 06JlacTU TexXHUKM, HalpuMep, IPpYyTo¥ OpOoIpaMMOM BHPaBHUBAHNSA
ABJIAETCHA BLAST, MCIIOJIE3yeMas C rapamMeTpaMm 10 YMOJIUAHUIO .
Hanpumep, BLASTN m BLASTP MOI'YT MCIOJIB30BaTbCA C MCIOJB30BaHUEM
clenynmmMx IIapaMeTpoB II0 YMOJIUaHMI: TeHeTHMUeCKMM KOO=CTaHOapT;
OUIIE TP=0TCYTCTBYET; ernb=o6e; oTceueHmne=60; oxmpaHmne=10;
MaTpuua=BLOSUM62; onucanusa=50 nocjemoBaTeJIbHOCTEM,; COPTUPRPOBATLH
ro=BHCIINA BAJII; Baser ODaHHEIX=HeollpeneJjieHHad,
GenBank+EMBL+DDBJ+PDB+I1epeBOIE GenBank CDS+Swiss
protein+Spupdate+PIR. IlompobHyl MHOOpMaLML 00 STUX OIpoTrpaMMax
MOXHO HaWTK II0 aIlpecy B MHTepHeTe, IocTaBuMB http:// mnepen
blast.ncbi.nlm.nih.gov/Blast.cgi.

[0095] CTelreHb MOEHTUYHOCTHU MEeXIy aMMHOKMCJIO THOM
[IOCJIeNOBATEJIBHOCTEID 10 ITaHHOMY WM300PEeTEeHUKD (KIIOCJIeOOBATEeJIEHOCTHI
n300peTeHUAa») ¥ POIOUTEJILCKOM aMMHOKMCJIIOTHOM IIOCJIeNOBATEJbHOCTHIO
PacCUMTHEBAT KaK UMCJIO TOUHHX COBIAaOeHMM B BHPABHMBAHUM IOBYX
IOCJIeNOBaTEJBEHOCTEN, OeJIeHHOE Ha OJIMHY [IOCJIENOBATEJIEHOCTH

<<M306peTeHMFI>>, 2NNz OJIMHY pO,JIT/ITeJ'[bCKOI\/JI IIoCJIefoBaTeJIEHOCTH, B
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3aBUCMMOCTHM OT TOTO, UTO HBJSEeTCHd CaMbM KOPOTKMM. Pes3yJesTarT
BHpAXamnT B IIPOLEHTax MIEHTUUYHOCTH.

[0096] B HEeKOTOPEX BapuaHTax OCYHNEeCTBJIEHUS IOBe WM 0oJiee
AMMHOKMCJIOTHEIX I[IOCJIeOOoBaTeJILHOCTEM MMenT II0 MeHbmer Mepe 50%,
60%, 70%, 80% wmim 90% MIOEHTMYHOCTM. B HEKOTOPHX BapMaHTax
OCymeCcTBJIEHMA »OBe WK 0oJjiee aMMHOKMCJIOTHHX IIOCJIeIOBaTeJIbHOCTEN
VMelT IO MeHbmen wMepe 95%, 97%, 98%, 99% wmim maxe 100%
UIOEHTUUHOCTH .

[0097] «Crieunupmuecroe CBSA3HBaHME» NI «CcreunupmueckKm
CBA3HEBaeTCI» NI «crneunprudeCcKuUmn B OTHOIIEHUM» KOHKPETHOT'O
aHTUI'eHa WM DIUTOolla O3HavaeT  CBA3BEBaHUE, KOTOpOe  3aMeTHO
OTJIMYaeTCad OT HecHeuMduuecKoTIo B3aMMOIEeMCTBUA. Crieumnpmuueckoe
CBABEBaHMEe MOXeT OHThL WM3MEPEeHO, HallpuMep, I[IyTeM OolIpenelieHusd
CBABHBAHMA MOJIEKYJIH II0 CPaBHEHUIO CO CBS3HBaHMEM KOHTPOJILHOM
MOJIEKYJIE, KOoTopas OOBUHO IpedcTaBJgeT coboM MOJIEKYJIy CXOIOHOM
CTPYKTYPE, KOTOpasa He objladaeT aKTMBHOCTBI CBA3BBaHUA. Hampumep,
crneuudpmuuecrKoe CBA3BEBaHME MOXeT OHTH OIpelelIeHO IIyTeM KOHKYpPeHLUU
C KOHTPOJILHOM MOJIEKYJIOM, CXOOHOM C MHUIIEHBLIO.

[0098] TepMMH «Kiss0c» MM «K,» B KOHTEKCTEe IOAaHHOTO OOKYMEeHTa
OTHOCHTCS K CKOPOCTM accoluMaluMy KOHKPEeTHOI'O  B3aMMOOEMCTBUSA
AHTUTEJIO—aHTUIEeH, ToI'dla KaK TepMUH «Kgis» MIM «Kg» B KOHTEeKCTe
OaHHOTO JOKyMeHTa OTHOCUTCHA K CKOPOCTM IOMUCCOLMALMM KOHKPETHOTO
B3aUMMOIENCTBUSA aHTUTeJIO—aHTureH. TepMuH «Kp» B KOHTEKCTe ITaHHOTO
OOKYMEHTa IIpelHa3HadeH mOJid 00O03HaueHMsa KOHCTAHTH OMCCOLUMAalLUM,
nojiyyaeMor wu3 cooTHomeHMsa Ky ¥ K, (T.e., Ky/K,) ¥ BHpaxaeTca B
MOJISPHOM  KOHIEeHTpalumn (M) . BHaueHus Kp @OJI8 aHTUTEJ  MOXHO
OIIpeneJIMTL C MCIOJb30BaHMEM MeTOINOB, XOPOIO M3BECTHHX B IaHHOM
oBJacTM TexXHMKM. B HEeKOTOPHX BapMaHTax OCYIeCcTBJIeHMSa CcIocod
ompeleJIeHU a Kp aHTUTeJa 3aKJInJYaeTCH B VICTIOJIb 30BaHUN
[IOBEPXHOCTHOTO IIJIAa3MOHHOT'O pes30HaHCa, HallpuMMep, C MCIOJbE30BaHUEM
BMOCEeHCOPHOM CHCTeMH, TaKoM kak cucTemMa BIACORE®. B omnpelnelJieHHBX
BapMaHTax OCYIECTBJIeHMA 3HadeHMe Kp UMBMepsaonT C (OCOOPUIIMPOBAaHHHEM
Tay-0eJIKOM. B HeKOTOPHX BapMaHTax OCYMeCTBJIEHMS 3HadeHMe Kp
U3MEPART C QOCOOPMIIMPOBAHHEIM IIEeITHUIOM. B HEeKOTOPHX BapMaHTax
OCYIIECTRBJIEHMA 3HaueHre Kp MBMepsaoT C UMMMOOMIIM3OBAHHBEIM AaHTUI'E€HOM

(HanpuMep, GoCcOopMIMPOBaHHEM Tay—0eJIKOM Wi (oChOopUIIMPOBaHHEM
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IIENTUIOM) . B IOpyI'MxX BapMaHTax OCYIEeCTBJIeHMSA 3HadeHMe Kp M3MepHaroT
C UMMOOMJIMBOBAHHHM AaHTUTEJIOM (HaAIpMMEp, POOUTEJIECKMM aHTUTEJIOM
MBIIN , XYMEPHBIM AHTUTEJIOM  WJIM BapMaHTaMn T'YMaHU3UPOBaHHOTO
aHTUTeJla) . B IpyTuMx BapMaHTax OCYMeCTBJIEHUS 3HaudeHre Kp M3MepsdaoT
c QoCchopUIIMPOBAHHEIM Tay—-0OeJIKOM B KauecTkBe aHaJluMTa. B OpyTuUx
BapMaHTax OCYIeCTBJIeHMS 3HaueHre KD usMepsaonT C (OoCOOPUIIMPOBAaHHBM
[IENTUIOM B KauecTBe aHaJmTa. B OTIIpeneJIEHHHIX BapMaHTax
OCVYIIECTBJIEHMA 3HaueHue KD WM3MepsawT B pPeXVMe IOBYXBAJIEHTHOTO
CBABEBaHUA. B OPpYyITMX BapMaHTax OCYIECTRBJIEHU S 3HaUEeHue KD
VU3MEPHAT B PeXMMe ONHOBAJIEHTHOT'O CBSA3HBAHUA.

[0098] «BaboJjieraHMe» BKJIOUAET COCTOSHME 3IOOPOBLSA XMBOTHOTO,
BKJIOUAA UeJIOBeKa, IIPpUM KOTOPOM XMBOTHOE He MOXeT IIOOOepXMBATh
roMeocTas, n ecau 3abojieBaHMe He yJydllaeTcHd, TO 3O0POBLE
KXMBOTHOTO IIPONOJIKaAEeT yXyIOllaTbCHd.

[00100] HanpoTus, «PacCTpOoMCTBO» Y  XMBOTHOTO, BKJIOUA A
JeJIOBEeKa, BKJIUaeT COCTOAHME 3I0POBLA, IIPU KOTOPOM XUBOTHOE
CIIOCOOHO IOOOepXUBaThL I'OMeOCTas, HO COCTOAHME 3O0POBLA XUBOTHOTO
MeHee OJaronpuaTHOEe, uYeM OHO OvbJIo OH B OTCYTCTBME PacCCTpPOMCTRBA.
I[Ipy OTCYTCTBUM JIeUeHUS PacCTPOMCTBO He o0043aTeJIbHO IIPUBOOUT K
naJibHelleMy YXYIOIEeHUI0 COCTOSHUS 3I0POBbS XMBOTHOTO.

[00101] TepMMHH <«JIeUeHME», «IIPOLIeCC JIEUEHUA», «KJISeUUTbL» U
TOMy TIOOOOHOE OTHOCATCHA K IIOJYYEHMID XeJjlaeMOoTo (apMaKoJIOTMUeCKOTI'O
n/miam OUBUOJIOTUUECKOT'O sbderTa. S0dperT MOXeT OBITH
OpodMIaKTHUUECKMM C TOUKU 3peHusd TIOJIHOT'O WIIN YaCTUYHOTO
nIpenoTBpaleHns 3aboJieBaHUA WU ero CHMMIITOMa  WJIU CHMWXEHU S
BepPOATHOCTM 3abojieBaHMd WX eTo CHUMITOMa M/WIM MOXeT OHTb
TepalleBTUUYECKMM C TOUKM 3pPeHMS UYaCTHUUYHOTO WMJIM IIOJIHOTO U3JIEUEeHUS
zaboJjieBaHugd U/WIM  HeBJaroONpUMATHOTO BO3IOEMCTBMA, CBA3aHHOTO C

3aboJIeBaHrEeM. B KOHTeKCTe IOaHHOI'O IOOKYMEeHTa TepMUH «JIeUeHUeE»

OXBaTHBAELT Jodoe JleueHMe saboJjieBaHUAa Yy  MIeKOIMTanlUX, B
YAaCTHOCTHM, VY UeJIOBeKa, M BKJOUaeT B ceBg: (a) OpemoTBpalleHMe
IO ABJIEHUS 3aboJyieBaHmg y cybnekTa, KOTOPEI MOXEeT BHITE

IpelpacrioJioXeH K 3abojieBaHMi, HO Yy KOTOPOTOo 3TO 3aboJIeBaHMe ele
He OVMaTHOCTHUPOBAHO,; (b) VHTUOUPOBaHNUE 3aboJIeBaHMA, T. e.
IpekKpaleHue eIo pPasBUTHUA WIM [OPOTPECCUM; WU (c) obJleryeHue

3aboJIeraHMAa, T. €. perpeccurn 3abojieBaHUA n/ i ofJerdeHUe OOHOTO
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niay ©OoJiee CHMIITOMOB 3aboJieBaHMA. «JleueHMe» Takxke IIoIpas3yMeBaeT
OOCTaBRKy areHTa nJg obecnedeHMsa (QapMaKOJOTMUeCKOTO »0dpeKTa maxe
B OTCYTCTBUE 3aboJIeBaHMUA VI MaToJIOTUUYECKOT O COCTOSHUA.
HampumMmep, «JIeUeHMe» BKJUYAET IOOCTABKY KOMIIO3UIMM, KOTOpas MOXET
BHI3EHIBATL MMMYyHHHM OTBEeT WJIM I[IpUIaBaTh MMMYHMTET, B OTCYTCTBUE
OOJIE3HEHHOT'O COCTOSHMS, HaIpUMep, B Cliydae BaKUMHaLIUU.

[00102] VICIIOJIB 3y eMBI B IOaHHOM OOKYMEeHTEe TepPMUH
KMJIEKOINIMTAKIIEE» OTHOCUTCH K JIOOOMY MIEKONMUTAKIEMY, BKJIKOUYad, HO
He OTI'paHMYMBASCH STUM, MIEKONIMTAKIMUX oTpsana Rodentia, TakuMx Kak
MBIIM WM XOMSAKM, U MIEKONMTamUxX OoTpana Logomorpha, TaKuMx Kak
KPOJIUKHA . B HeKOTOpPHX BapMaHTax OCYUWeCTBJIEHUS  MIeKOIUTaKIne
OTHOCATCSA K oTpsany Carnivora, BKJOUAs KOMAauMx (KOMKM) M cofaubUx
(cobakm). B HeKOTOPHX BapMaHTax OCYMeCTBJIeHMI MIeKONMTaKmue
OTHOCATCA K oTpany Artiodactyla, BkJoUasd KPYIHHM POTATHM CKOT
(KOpPOBH) ¥ CBMHeM (CBMHBM), WM oTpan Perssodactyla, BRJoUYasd
JIola OVMHEBIX (Jomanm) . HauboJee NpelnlnouTUTeJILHO, UTOOH
MIlekonuTanmme OwIM M3 oTpana Primates, Ceboids wiam Simoids
(06e3LgHH) , WIM M3 oTpsama Anthropoids (JoOM ¥ BHCHIME IIPUMATH) . B
HEKOTOPEIX BapMaHTax OCYIEeCTBJIeHS MJIeKoIMTaplee IIpelCcTaBJIgeT
cobom ueJjiOBeKa.

[00103] NMcnoJsb3yeMelM B IaHHOM HOOKYMEHTE TepMUH «PeIlpecCUsay,
a TakKxe eTro IIPOM3BOIHEE CJIOBa, He ob4d3aTesJibHO noapasyMmeBailT 100%
WM IOJIHyK peTrpeccuin. Ckopee, CYymMeCTBYIT pPa3JIMUHHE CTeleHU
perpeccun, KOTOPHE CIeluMaJIMCTH B OaHHOM obJjacTu TeXHUKU
pacleHMBalnT Kak MMelMe IIOTeHUIMAJILHYIO IIOJIb3Y WM TepaleBTUUeCKUN
s2bdbexT. B 5BTOM OTHOIMEHMM PAaCKPHTHE CIOCOOE MOTYT OOeCHeuuTh
Joboe KOJIMYECTBO JI0B0TO YPOBHHA perpeccun TaynaTum N4
MIIeKonMTaKmero. KpomMe Toro, perpeccusa, ofbecneurMBaeMas CIOCcOoO0OM
10 M300pPEeTeHMI, MOXeT BKJIKUAThL pPerpeccrMr OIJHOTO wMIM 0OoJee
IaTOJIOTUUECKUX COCTOSHUM WMJIM CHUMIITOMOB 3abojieBaHMA, HaIpuUMep
Taynatum. Kpome Toro, B LeJIIX HaHHOT'O OIIMCaHUSA «(PEeTpPeCcCHa» MOXET
BKJIOUATH 3aIepPXKy Hayvaja 3aboJieBaHUA, 3aIePXKY MO ABJIEHUSA
CHUMIITOMa M/UJIM 3alePXKy Hauvajla IaToJIOTMUEeCKOTO COCToSHUA. UYUTo
KacaeTcsHd IPOTPECCUPYRIMX 3aboJieBaHUM u pPaccTponCTE, TO
«perpeccusa» MOXeT BKJIOUATH 3aMellJIeHue MIPOTPECCUPOBaHNA

3aboJieBaHmAa i paCCTpOﬁCTBa, sSaMeJIeHNEe IIpoIrpeCCrMpOBaHMA
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CUMIITOMAa 3ab0oJIeBaHnAg W paccTpoycTBa n/Uim 3aMelJIeHNE
IPOTPeCCUPOBaHmsa IaTOJIOITNUEeCKOT'O COCTOSHUA.

[00104] «IOPderTUBHOE KOJIMUeCTBO» I «TepaleBTUUEeCKNU
S0PeKTUBHOE KOJIMUECTBO» KOMIIO3ULMM BKJIOUaAET TaKoe KOJMUUeCTBO
KOMIIO 3ULIVN, KOTOpoOEe ABJISETCH OOCTaTOUHBIM oJis OKaszaHMA
BJIaTONPUATHOTO B0bekTa mJA CyObekKTa, KOTOPOMY BBONAT KOMIIO3ULMIO.
«ObdeKkTHUBHOE KOJIMYECTBO» CpeICcTBa OOCTaBKU BKJIIOUAET 3TO
KOJIMYECTBO, IOOCTATOUHOe IJId 30PeKTMBHOI'O CBSA3HBAHUA WM JOCTaBKU
KOMIIO 3ULIUMN .

[00105] I[Ioo «UHIMBUIYYMOM», KXOBAMHOM», «CYDBEKTOM» WJIN
«IalMeHTOM» IoIpasyMeBaeTcsda Jobol CcyObeKT-MIIeKOoIUTaKnIee, 0JI4
KOTOPOTO TpebyeTcsHa OMaTrHOCTHUKE, JleueHMe VI Tepalmnsd, B
ocobeHHOCTHU Jonu. OpyrMe CcyOBLeKTH MOTYT BKJIOUATL KPYIIHHM pPOTaThHM
ckoT, cobak, KOMekK, MOPCKMX CBMHOK, KPOJIMKOB, KpPHC, MBIIEH,
Jomamney M Tak najiee.

[00106] B KOHTeKCTe HOAaHHOTO IOKYMeHTa TepMMH «B KOMOMHALNU
C» OTHOCHMTCHA K I[IPpMMeHeHMAM, B  KOTOPHX, HalpruMep, nepeoe
JleKapCTBeHHOEe CPEeOCTBO BBOIUTCA B TeueHMe BCeIO Kypca BBeIeHUd
BTOPOTO JIEKAPCTBEHHOT'O CPeICTBa; B KOTOPHX IIepBOe JeKapCTBeHHOE
CPeICTEO BBOIOUTCSH B TedueHNE nepuona BpeMeHH, KOTOPHIM
[IepekKpHBaeTCs C [IepPUOOOM BBelleHUd BTOPOTO JIEKAPCTBEHHOTO
CpelCcTEBa, HallpuMep, KoTma BBEIeHUe [IepBOTO JIEKAPCTBEHHOTO
CpeICTBa HauMHaeTCs OO BBeleHMS BTOPOI'O JIEKAPCTBEHHOI'O CpelcTsBa
M BBEeIOEHMEe IIepBOT'0 JIeKapCTBEHHOI'O CpPenOcTBa 3akKaHuMBaeTCsa IO
3aBepIleHMS BBEeOEeHUS BTOPOTO JIEeKAapCTBEHHOTO CpPencTBa; B KOTOPHX
BBelleHMe BTOPOI'O JIEKAPCTBEHHOI'O CpPenOCcTBa HauMHaeTCHd IO BBEeIOEHUHA
[IepBOTO JIEKAPCTBEHHOTO CpeICcTBa u BBeleHUE BTOPOTO
JIEKAPCTBEHHOT'O CpelcTBa 3aKaHuMBaeTCsa OO 3aBeplleHVs BBeIeHUd
[IepBOT'O JIEKAPCTBEHHOTO CpelCcTeBa; B KOTOPHX BBeIOeHMEe IIepBOTO
JIEKAPCTEBEHHOTO CpeICTBa HauMHaeTCcsd oo BBeIeHNA BTOPOTO

JIEKAapPCTBEHHOTI'O cpencTBa, a BBell€eHNEe BTOPOTIO JIEKapCTBEHHOTI'O

cpeIcCTBa S3aKaHuUMBaeTCHAd oo 3aBeplIeHNA BBeIIcHNA IIepBOIO
JIEKAapPCTBEHHOTI'O cpencTBa, B KOTOPEHX BBeIIcHNe BTOPOTIO
JIEKAapPCTBEHHOTI'O cpencCcTBa HadlMHaeTCAd oo BBeIIcHNA IIepBOIO

JIEKapCTBEHHOTI'O cpencTBa, a BBell€eHNEe IIepBOIO JIERapCTBEHHOTI'O

cpellcCTBa SaKaHUMBaeTCHAd oo SaBeplieHNn A BBeIIcHNA BTOPOTIO
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JIEKapCTBEeHHOTO cpelcTBa. COOTBETCTBEHHO, TEPMMH «B KOMOMHALMM»
TakKXe MOXeT OTHOCHUTBCHA K peXuMaM, I[IpellnojalaniyM BBeIeHMe IBYX
iy ©oJiee JIEKApCTBEHHHX CPeICTB. B KOHTEKCTEe IaHHOTO JOKyMeHTa
TEPMMH «B KOMOMHAalMM C» TaKXe OTHOCUTCHA K BBeJIeHMKD IBYX WU
foJiee JIEKAPCTBEHHHX CPENCTB, KOTOPHE MOT'YT BBOIOMUTHBCS B OINHOM WIIM
B Pas3HBIX COCTaBax, OIMHAKOBHM WJIM Pa3HBEMU IIyTAMM, a TaKXe B
OOVMHaAKOBOY MM Pas3HOM HOO3MPOBAHHOM dopMe.

[00107] TepMmH KKOOUP YU OTHOCUTCHA K XapaKTepHOMY
CBOMCTBY KOHKPE THBIX IocjienoBaTeJIbHOCTEN HYKJIEOTUIOOB B
[IOJIMHYKJIeOTHne, TakoM kak TeH, kIHK wmiam MPHK, [nOpenHasHaueHHOM,
UTOOH CJYXUTE B KauecTbBe MaTpUL IJIA CUHTe3a OPpYyI'UX IIOJIMMEPOB M
MaKpOMOJIEKYJI B OMOJIOTMUECKMX IIpolleccax, UMeKleM OlpelelJIeHHYIO
[IOCJIeIOBATEJIbHOCTEL HYKJeOoTHMOnor (7. e., pPHK, TPHK wu w™MPHK) wiu
OIpeleJIeHHYIO [IOCJIeOOBRATEJIBHOCTD aMUHOKMUCJIIOT, a TaKxe K
BUOJIOTUUECKMM CBOMCTBAaM, BHTeKalmyMM K3 2Toro. Takum odpasoM, I'eH
KomoupyeT Oe€eJIOK, eCJiM, HalpMMep, TPaHCKPpMILUMA M TpaHcaaumsa MPHK,
COOTBETCTBYKIMEN SToOMy I'eHYy, IIPUBOAMUT K BHpad®oTke Oejlka B KJIETKe
nIm IpyTon BUOJIOTHUUECKOM cucrTeMe . Kak KOIMpYyoa g Lelb,
HYKJIeOTHOHAa A [IOCJIeOOBAaTEeJIbHOCTE KOTOpOM MOEeHTUYHAa
nociyenoraTesbHOCTM MPHK ¥ OOBHUHO TI[IpefoCTaBJIAeTCA B IIepeuHax
mocjlegoBaTeJILHOCTEM, TakK ¥ HekKoIoMpyomas lLelb, MCIoJb3yeMasa B
KauecTBe MaTPHULE — OJA TPaHCKPUIILUA TeHa VI kIIHK, MOTYT
paccMaTpMBaATLCA Kak KoOupyomue OeJIOK WM IOPpYyIoM OPOIOYKT BSTOTO
TreHa M kIHK.

[00108] TepMHMH <«HYKJIEMHOBaSd KMCJIOTa» BKJOUAeT MOJIeKYJIEl PHK
ninm IOHK, wuMmenmye ©0o0Jiee OIOHOTO HYKJeOTMIa B Jodou ¢opMe, BKIOUAL
OIOHOIIEIIOUEUHYIO, IBYXIEIIOUEUHYIO, OJIMTOHYKJIEOTUL VIV
[NOJIMHYKJIeOTHI . TepMMH «HYKJIeOTUIOHAad IIOCJIENOBATEJIBHOCTLE» BKJIOUAET
YIIOpAOoUeHVe HYKIJIeOTUIOB B OJUIOHYKJIEOTUIE WM IIOJMHYKJIEOTHIE B
OOHOlIeIoOUeUHOM QopMe HYKJIEMHOBOWM KMCJIOTH.

[00109] Ilon KKOHCTpPYKIMEN HYKJIEMHOBOM KM CJIO THI»
moIpas3yMeBaeTCa II0CJelOoBaTeJIbHOCTL HYKJIEMHOBOM KMCJIOTH, KOTopasd
OHJIa CKOHCTPpYMpOBaHa  Tak, yTOOH COIepXaTk OIHY WIM 0OoJee
GYHKIIMOHAJIEHEIX  eIVHMUII, He BCTpeUYaKnmMxCcsa BMEeCcTe B IIpuUpoOIe.
[IpuMepH BKJIOUAKT KOJLIIEBHEe, JMHEMWHHe, »OBYXIelOUeUHEe MOJIEKYJIE

BHeXpOMOCOMHOM IHK (mIas3Mmoel), KOCMMOH (ILJIA3MMIOH, COIepXalume
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nocjenorarespbHOCTH COS u3 dara jgaMblia), BUPYCHHE T'€HOMH, BKJOUAA

HeHaTHMBHEE IoCcJIeDoBaTeJIbHOCTU HYKJIEMHOBEIX KIMCJIOT, u TOMY
rnogo®Hoe.
[00110] VICIIOJIB 3y eMBIA B IOaHHOM OOKYMEeHTEe TepPMVH

«@yHKHMOHaHBHO CBS3AHHHM» BKJIOUAET IIOJIMHYKJIeOTIN , @yHKHMOHaﬂbHO

CBSRAaHHHM CO BTOPEIM IIOJIMHYKJIEOTMIOM, HaIIpVMEeP OIOHOLIEIIOUEYUHE MJIM

nByxuenoqeqHHﬁ @parmeHT HyKHeMHOBOﬁ KIMCIJIOTHL, conepmammﬁ IBa
IIOJIMHYRKJIeOTMOa, PacCIIOJIOXEHHEX BHYTPU @paPMeHTa HYKﬂeMHOBOﬁ
KMCJIJIOTEL TaKVIM O@paBOM, dTo I10 MeHbIIen Mepe OIOVIH nus IBYX

IIOJIMHYKJIEOTUOOBR CIOoCOOeH OKa3HBaTh O(OU3MOJOTMUYECKOoe BO3OeNCTBUE,
KOTOPEIM OH XapaKTepusyeTcHd, Ha JIpyTou. Hanpuwmep, IIPOMOTODP,
OYHKILMOHAJILHO CBA3aHHHM C KoIupyomelr o6JacTblo T'eHa, CcrnocobeH
CTUMYJIMPOBATH TPaHCKPUIILINIO Koaupyomen oBjlacTu. [Mopsanox,
omnpenmeJIeHHEM IHIpM yKa3aHuM  OYHKUMOHAJLHOM  CBA3U, He BaXeH.
Hanpumep, ¢pash: «IPpOMOTOP OYHKIMOHAJLHO CBS3aH C HYKJIEOTHUIHOM
rocJjenoBaTeJIbHOCTRIO» u KHYKJIeOTHIOHAad IIOCJIeDOBATEJIBEHOCTE
OYHKLIMOHAJIBHO CBdA3aHa C IIPOMOTOPOM»  MCIIOJIE3YITCA B OaHHOM
OOKYMEHTe B3aMMO3aMeHAaeMO n cumTanTcd SKBMBAJIEHTHEIMHA . B
HEKOTOPEIX cJy4dyaiax, KoIma HYKJIEMHOBASA KMCJioTa, KoOUpyola g
xeJjlaeMelr  ©eJIok, OOIOJIHUTEJIEHO  COHOEPXUT IIPOMOTOR/pPerysIaTopHYIO
[IOCJIeDOBaTEJIbLHOCTE, [IpoMOTOP/peryJiasTopHad [IOCJIeOOBaATEJIbHOCTE
pacrojiaraercsa Ha 5'-koHIIEe xeJiaeMom KoIUpYyomen OeJlok
mocjlefoBaTeJILHOCTM, TaK UYTO OHa YIpaBJdeT BKCIpeccHuel XeJjaeMoTo
feJIka B KJIETKe.

[00111] TepPMVHE KOJIMT'OHYKJIEOTUI», KIIOJIMHYKJIEO TUI» "
«MOJIeKyJla HYKJIEeMHOBOM KMUCJIOTEDY, B3aMMO3aMeHIeMO YyIoTpebJjigeMble B
IOaHHOM OOKYMeHTe, OTHOCATCSA K IIOJMMEepHOM (opMe HYKJIEOTHMIOB Jiodol
OJIMHEL, KaK PUOOHYKIIEOTUIOOER, TakK U Oe30KCUPUOOHYKIIEOTUIOOE. TaKuM
oBbpasoM, HSTOT TEePMMH BKJKOUaAeT B Ccebd, HO He OTpaHUUMBaeTCd DTUM,
OIOHO—, IOBYX— WM MHOTollennoueunyrw [JTHK wiam PHK, reHomuyion ITHK,
xkIHK, ubpunsl  OHK-PHK wmiam #DoJamMmep, comepXxamui I[OYPUHOBHE WU
NIMPUMMIOMHOBEIE OCHOBaHMA WM JpyTMe IIPUPOOHEE, XUMMHMUESCKM WU
OMOXVMMUUE CKHU MOIUOUUMPOBAaHHEE, HeIPUPOIHEE MJIN
OeprBaTU3UPOBAHHEE HYKJIEOTUIHEE OCHOBaHMUA. OCcHOBHa4d LIelb
[IOJIMHY KJIeOTH oA MOXeT comepxaThb caxapa u dbochaTHEE TPYTIIIIE

(KkoTOpPERIE OBDOBIUHO MOTYT OBITH HalgeHH B PHK wim IIHK) M
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MOOUOUUMPOBAHHEE WM 3aMelleHHBEEe caxapHble WM (ochaTHEE IPYIIIH.
[00112] TepMmH «PpeKOMOVMHAaHTHEI» IPYMEHUTEJILHO K

IIOJIMHYKJIEOTHMOY O3HadaeT, UTO IIOJIMHYRJIEOTHIO ABJIA€TCHA TIIPOOYKTOM

PasJIMUYHEX KOMOMHAaLIMN STalloB RIJIOHMPOBAHMA, pPeCTPUMRLINNA MJIn
JIMTMPOBAaHMA n OIPYITHUX Impouenyp, IIPMBOOAINMX K ITOJIYYEHHNMIO
KOHCTPYKUIMNM, OTJINUHOM T/I/T/IJ'H/I oTJIMYanIencs oT IIOJIMHYKJIeOTH O a ,

oOHapyXMBaeMoTO B IpMUpode. 3TM TEepPMMHE, COOTBETCTBEHHO, BKJUAIT
PEIJIUKU MCXOIOHOM [IOJIMHYKJIEO TUIHOM KOHCTPYKLUN u IIOTOMCTBO
VMCXOIHOM BUPYCHOMW KOHCTPYKLUMU.

[00113] M¥cmooab3yeMblI B HaHHOM IOOKYMEHTE TepMMH «IIPOMOTOPR»

BKJIIOUAET IIOCJIeIOBaTeJILHOCTD IOHK, OYHKLUMOHAJIBEHO CBA3aHHYIO C
[IOCJIeDOBaTEeJIbHOCTEIO HYKJIEMHOBOM KMCJIOTHI, nmonJjiexalemn
TPaHCKPUOMPOBAHMID, TakKom Kak TIIOCJIeIOBaTEJIbLHOCTE HYKJIEMHOBOM
KMCJIOTHI, Kooupywola g XejlaeMyno MOJIEKYIIY . [IpomMmoTOpP OBBIUHO
PacCIOJIOXeH BHOIE [IOCJIeIOBaTeJIbHOCTH HYKJIEMHOBOM KMCJIOTHI,
noaJsiexamen TPaHCKPUOUPOBAaHUD, u obecrieunBaeT cantT oJjidg

CrleuudmuUecKoTo CBA3bBaHMA PHK-nosgmMmepasor ¥ IOpyIuMu dakTopaMu
TPaHCKPUIILUA .

[00114] «BexkTOop» CnocoBeH IIepPeHOCUTH IIOCJeIOBaTeJIbHOCTHU
TeHOB B KJIeTKM-MMIIeHUM. Kak T[OIpaBUIIO, «BEeKTOpHas KOHCTPYKLMI»,
KBEKTOP DBKCIPECCUM» U «BeKTOp IIepeHOoCa TI'eHa» O3HadaonT Jooyo
KOHCTPYKLUMIO HYKJEMHOBOM KMCJIOTH, CIHOCOOHYI YIPaBJIATE DKCIpeccuen
IpencTaBJIAKmLeTo MHTepecC TeHa u KOTOopasd  MOXET [IEPEeHOCUTH
[IOCJIENOBATEJIBHOCTM  T'€HOB B KJIEeTKU—MUIEHY, UTO  MOXET OBITE
OOCTUTHYTO IIyTeM TeHOMHOM MHTeTpallMM BCeTO WJIM dYacTu BeKTopa,
NI BPEMEHHOTO NI HacJeoyeMoI'O nonnepXaHn BeKTOpa Kak
BHEXPOMOCOMHOT'O D3JIeMeHTa. TakuM o0pa3oM, 5BTOT TepMMH BKJIOUaeT
KJIOHUPpYIIME W DKCIPECCUOHHEE HOCUTEIM, a TaKXe UHTelpUpyllnecsd
BEKTOPEHL.

[00115] VICIIOJIBL 3y MBI B IOaHHOM OOKYMeHTEe TepPMUH

<<peI‘YJ'IFITOpHBIﬁ SJIEMEHT>» BRKJIIOUWaeT HYKJIEOTHMIHYIO IIOCJIeIOBaTEeJIBHOCTE,

KoTOopad KOHTPOJIMPYEeT HEeKOTOpPEIEe ACIIEKTEL BKCIpeCcCUun
nocjiegoBaTeJIbHOCTEM  HYKJIEMHOBHX  KMCJIOT. IIpyMepPHE  pel'yIJIATOPHEIX
B3JIEMEHTOER B KaueCTBe WJIOCTpaUMM BKJIIOUAKT SHXAHCEP, YYacToOK
BHYTpeHHeN rocainkm PMOOCOMEL (IRES), MHTPOH, TOUKY Hauala

pellyimKaurm, CHI'HaJI IIOJIMaIleHWMJIMPOBaHMA (pA) ; IIPOMOTOP, DSHXaHCep,



39

IIOCJIEeOOBATEJIEHOCTE TEePMMHAIIMI TPaHCKPUIIIVNM n BHIIEJISXKAMNNA
pePyﬂHTOpHHﬁ IJOMEH, KOTOPEE BHOCAT BKRJIan B pellJInKkalumo,
TPOAaHCKPUIILINMIO M/MHM HOCTTpaHCKpMHHMOHHHﬁ IIpoLneCCHHT
II0CJIeIOoBaATEeJIEHOCTHU HyKﬂeMHOBOﬁ KIMCJIOTHL. B HEeKOTOPEX CJIydaAax

PeTVYIIATOPHEE HBJIEMEHTE MOT'YT TakKXe BKJIOUATE LUC—PEeTlyJISTOPHEE
3JieMeHTH JHK, a mTakxe TIIOOBIMXHEE »JjeMeHTH (II9). CHeluMaJIMCTH B
OaHHOM oBJJacTM TexXHUKM CIOCOOHH BHOpPaTh M MCIOJL30BATE D2THU U
IpyITre PeTryJIATOPHHE SBJEeMEeHTH B DSKCIPECCUMOHHOM KOHCTPYKUMM C
IIOMOIWBI OOBMUHEIX HSKCIEPUMEHTOB. OJKCIPECCUMOHHEE KOHCTPYKLIVM MOTYT
OHITL TIOJIYUEeHH C MUCIOJB30BAaHMEM TeHEeTUUeCKOTO PeKOMOMHaHTHOTO

Imooxona MJinm CHMHTETMYECKM C MCIIOJIE 3OBaAHMEM XOopoumo M3BECTHOM

METOIOOJIOTHUNA .

[00116] «KOHTPOJILHEI 3JIEMEHT» MJIN KKOHTPOJIbHAA
[IOCJIENOBATEJILHOCTE » OpencTaBJIgeT cobomn HYKJIEOTUIHYIO
[IOCJIENOBATEJILHOCTE, y4acTBYKIYI BO B3aMMOIIeNCTBUNA MOJIeKYJI,

CIIOCOBOCTBYIIMX GYHKIUMOHAJILHOM PeryJIaluuKy IIOJMHYKJIeOTHIa, BKJIOUASL
pennukaumo, IOYIIMKalLMo, TPAHCKPUIILU, CIUIaCUHT, TPaHCJIALMID WIIU
merpajaluio  [IOJMHYKJIEOTHIA . PeTyJuMpoBaHme  MOXeT BJIMATH Ha
YacToTy, CKOPOCTbL WM CHelIMdMUHOCTL Ipollecca M MOXeT OHTh
YCUJIMBAKMYM MM UHTUOMPYOMMM I[IO0 CBOeM I[npupole. KOHTPOJIbLHEE
SJIEMEHTEH, M3BECTHHE B  HaHHOM  0OJlacTM  TexXHUKWU, BKJIOU AT,
HamnpyMep, PeTryJIATOPHHE [IOCJIeIOBATEJILHOCTY TPAaHCKPUIILNKM, TakKue
KaK I[IPOMOTOPHE ¥ SHXaHCEepH. IIpoOMOTOP IIpelcTaBJigeT coOo¥ o006JacThb

IOHK, crnocoBHy®n B OIpeIeJIeHHHX YCJIOBMAX CBSA3HBATL PHK-noJmMepasy

n MHULIUMPOBATH TPaHCKPUIILIMII KoOupymomen obJjlacTH, OOBIYHO
PACIOJIOXEHHOM HWXe II0 XOIOy TPpaHCKpUIIUMM (B HalpabBjeHuu 3') oOT
IIpoOMOTOPA .

[00117] B KOHTEKCTe IaHHOTO JIOKyMeHTa YTBEPXIEeHMe O TOM,
UTo AMMHOKMCJIO THEIN OCTaToOK ABJIAETCSA «KDoCHOPUIMPOBAHHEIM,
0o3HavaeT, UTo ¢ocdaTHasa Tpylla CcBA3aHa CJIOXHODOUPHOM CBA3LID C
DOKOBOM I1Lellbl0 AMMHOKMCJIOTHOTO OCTaTKa. TUIMUHEE aMMUMHOKMCJIIOTHEHE
OCTaTKM, KOTOPHE MOTYT OHTb QOCOOPMIMPOBAHE, BKJIKOUAKT CEPUH
(Ser), Tpeonun (Thr) m TuposmH (Tyr).

AHTHUTEJIa

[00118] HacTosamee wm300peTeHMe OTHOCUTCHA K aHTUTeJlaM U

AHTHVI'€HCB A 3EIB alllViIM @paPMeHTaM, KOTOPEHE CBASEIBAKT Tay—0eJIoK
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yeJloBeka, KOTOopuM Ovl pochopuiamMpoBaH B IHoJoxeHum 413.

[00119] TpalMUMOHHEHE CTPYKTYPHHE eOUMHMIE aHTHUTeJla OOBYHO
comepxaT TeTpaMep. Kaxowli TeTpamMep O0OBUYHO COCTOMT M3 OBYX
UISHTUUHHX TIap [OOJUIIENTUMOHEX lielel, Kaxoasd IIapa uMeeT OIOHY
«JIeTrKkyn» (OOHUHO MMEKIYK MOJIEKYJIAPHYKR Maccy OKoJio 25 kla) M OIHY
KTAKEJIYI» 1Lellb (OOBUYHO MMEKIYK MOJIEKYJIAPHYK Maccy okojio 50-70
klla) . JleTkme LenoM UYeJIOBEKa KJIACCUOUMUMPYITCS KaK JIeTKMe Lelu
Kamnrna u JgaMbna. HacTosmee wM300peTeHMe OTHOCUTCA K aHTUTEJaM,
OOBUHO Ha OCHOBe kJacca 1gG, KOTOPHM MMeeT HeCKOJIBKO IIOIKJIaCCOB,
BKJIOUAA, HO He OoI'paHuUuMeBascb uMy, IgGl, IgG2, IgG3 m IgG4. B
uejgioM, IgGl, IgG2 m IgG4 wmucCHodab3ywTCcsa uyame, uYeM 1gG3. Clemyer
OTMETUTL, UYTO I1gGl mMeeT pasHEE aJUIOTUIE C IIOJMMOPpOM3IMOM B 356
(D mwm E) m 358 (L mam M). IlocjeloBaTeJIbHOCTM, IIPUBEeIOEHHHE B
IDaHHOM HOOKYMeHTe, MCIOoJb3ylT ajuioTun 356D/358L, oIOHaAKO IpyTon
aJIJIO TUIL BKJIOUEH B I aHHBIM OOKYMEHT. To eCcThb, Jobas
[IOCJIEOOBATEJILHOCTE, comepxamasda Fc—oomeH IgGl, BKJIOUeHHBIN B
IOAaHHHM OOKYMEHT, MOXeT MMeThL aJuioTurn 356E/358M, 3aMeH g0
356D/358L.

[00120] Kak ©OymeT I[IOHATHO CIlelMaJMcTaM B IaHHOM o06JjlacTu

TeXHWMKI, TOUWHaAd HyMepalld WM pasMeleHle CDR MOTYT OTJIMUATBLCHI B

pPas3HBIX cucTeMax HyMepallun . OmHakKo cienyer IIOHMMATE, UTo
PacKpETHE [IOCJIeIOBaTEeJIbHOCTHU BapuadesIbHOM T SXeJION n/nnm
BapuabelbHOM JerkKou nenmu BKJIIOUAET PaCKpPHTUE CBSA3aHHBEX

(xapakTepHEX) CDR. COOTBETCTBEHHO, PAaCKPHTHE KaxIoW BapuabdeJbLHOU
oBJlacTM  TAXeJIOWM lelM  ABJISeTCd  packpeHTueM VhCDR (HanpuMep,
vhCDR1, vhCDR2 wu vhCDR3), a pPacCKpHTHE KaxIoW BapuabelIbHOMU
oBJlacTM JIETKOM Lenr HABJISAeTCS packpeTueM VICDR (Hamnpumep, VICDRI1,
v1CDR2 m v1CDR3) .

[00121] Crnoco®n UIOeHTHOMKALMKKM II0CJIeOOBATEJILHOCTM KaxXIoM M3
CDR-HI, CDR-HZ2, CDR-H3, CDR-L1, CDR-L2 wm CDR-L3 aHTHUTeJla
erJmouanT: Merom Kabat (Kabat et al., The Journal of Immunology,
1991, Vol.147, No.5, pp.1709-1719) u mMetom Chothia (Al-Lazikani
et al., Journal of Molecular Biology, 1997, Vo0l.273, No.4,
Pp.927-948). 35TM MeTOOH WM3BECTHH CclelrajJucTaM B »OaHHOM o6JacTu
TEeXHUKM, UX KpaTKOoe M3JIOXKeHMe IOCTYIIHO, HalpuMep, Ha Beb-calTe

Dr. Andrew C.R. Martin’s Group (http://www.bioinf.org.uk/abs/).
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[00122] Tlojye3HOe cCpaBHeHMe HyMepauuu CDR [OIpMBeIeHO HUXE,
cMm. Lafranc et al., Dev. Comp. Immunol. 27(1):55-77 (2003):
TABJIMIA 1
Kabat+
IMGT Kabat AbM Chothia | KoHTakT
Chothia
vhCDR1 26-35 27-38 31-35 26-35 26-32 30-35
vhCDR2 50-65 56-65 50-65 50-58 52-56 47-58
vhCDR3 95-102 105-117 95-102 95-102 95-102 93-101
v1CDR1 24-34 27-38 24-34 24-34 24-34 30-36
v1CDR2 50-56 56-65 50-56 50-56 50-56 46-55
v1CDR3 89-97 105-117 89-97 89-97 89-97 89-96
[00123] B @maHHOM OIMCaHMM CHUCTeMa HyMepauum Kabat oOvuHO

VICIIOJIE3YyeTCHA OJIA

(MpUbIMBUTEJILHO,

oBo3HaUeHMd

oCcTaTKa B

u ocTraTku 1-113 BapuabeJbHOM o0B0JacTM TSEKeJOM Lenu),

HyMepauun EU #i4a
Kabat et al.,
[00124]

(HanpuMep,

Habtopos CDR.

IJaHHOe

KOHCTaHTHEIX

B »TOM cJiayuae

BEHIIE

n3obpeTeHUe

obJjacren,

(1991)).

«IIOJIHE Habop CDR»

TakKMmxX Kak

opemocTaBJgeT pAn

BaprabeJIbHOM JIOMeHe
ocraTku 1-107 BapuabesibHOM o006JacCTM JIeTKOM Lelu
a cucreMma

Fc—obmacTu

Pa3JIMUHEIX

comepxmuT Tpu CDR

BapuabesIbHOTO IOMeHa TsaxeJioM uenu ¥ Tpu CDR Baprab®eJIbHOT'O IOMeHa

JeTKoMn
vhCDR3.

JeTKoMn

Lenm,

OHM MOTYT

HanpuMmep,

OHITH

WV T SXeJION Lelilr,

v1CDR1,

COOTBETCTBEHHO.

IIOJIHO OIIMCaHO B IaHHOM IOKYMeHTe,

el u

OTOeJIbEHEIX

JleT'Ka4d

ellb

BapmabeJIbHEEe

IIOJINIICIITV I HBIX

(HanpuMep,

IJOMEHEL

enax,

JeTKOM

v1CDRZ,

KOoI'oa

JacTei OOJIbIIEeTO

el MOI'WyT

KOoI'mJa MCIIOJIE3YKRTCA

v1CDR3,

Fab),

vhCDR1,
BapnabesIbHOT'O
Kpome TOTO,

BapmabeJIbHEe JOMEHH

MCIIOJIE3YyEeTCA

IIOJIMIIENITUOHON lLel B cJlydyae IIOoCJIenoBaTeJIbHOCTU sScEv.

[00125]
W, foJiee
KOIUTOII»

KOHKPETHO,

OTHOCHTCA K @»OeTepMMHaHTe,

SIIMTOII-CBA3HBAKIIEI'O

camrTa

MJin

vhCDR2 u

IJOMEHa

kak OoJiee

T SKeJION

HaXOINMTbBCHA B

TAXeJIad n

B OIHOM

CDR BHOCAT BKJIaI B oOpa30BaHMEe aHTUIEeHCBAS3HBAKIETO

aHTUTEJI.

ROTOpad BBaMMOHeﬁCTByeT CcoO

crnelndmUUeCcKMM AaHTUTEHCBASHBAKIMM CalToM B BaprabeJIbHOM 00JIacTu

MOJIEKY JIEI

cofbo¥ TPYIIH

caxapa,

aHTnuTeJla,

MOJIEKYJI,

M3BECTHOM KaK IapaToll.

TaKMX KaK aMMHOKMCIIOTEL

SIIUTOIIBL

InpencTaBJIART

MM OOKOBEIE IlIellM

M OOHUHO MMEKT CHGHM@MHGCKHG CTPYKTYPHEIE XapaKTepPUCTUKM,
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a TakKXe CIeluPUUeCKMre XapaKTepUCTHUKM 3apdnma. OOMH aHTUIEH MOXET
MeThs O6oJiee OIOHOTO DZIMTOIA.

[00126] B IOaHHOM cayuae SIIUTOIL CONEPXUT He TOJILKO
aAMMHOKMCJIOTHEIE OCTaTKM, HEINOCPEINCTBEHHO YUaCTBYKIME B CBA3HBaHUU

AHTUTEJI T10 M30DPETEHMIO, HO TakXe QochopuiiMmpoBaHue 1o Serdl3.

[00127] KapbokCcukoOHIIeBad yacThb Kaxmooy  lLelnu omnpeneydeT
KOHCTaHTHYD oBJjlacTh, B [IEPBY oduepenb OTBETCTBEHHYIO 3a
20OEeKTOPHYD OYHKLIMDO . Kabat et al. cobpalim  MHOTOUMCJIEHHEE

[IePBUUHEE I[I0CJIeIOBaATEJILHOCTU BapMabeJIbHHX o6JacTel TSKeJEX lelen
7 JIETKUX eneu. OCHOBHBAaACh Ha CcTelleHu KOHCEepPBaTUBHOCTHU
[IOCJIEIOBATEJILHOCTEN, OHM KJIACCUQULMPOBAJIM OTIOEJIbHEE [IepPBUYHEE
nocjyienoparTesibHOCTM kKak CDR M KapKacHyKn o00JjlacTb M COCTABMIIM MX
cnmcok  (cMm. SEQUENCES OF IMMUNOLOGICAL INTEREST, b5th edition,
NIH publication, No. 91-3242, E.A. Kabat et al., [OJHOCTBI
BKJIIOUEHA IIOCPEeICTBOM CCBUIKM) .

[00128] B mnomkjacce MMMyHOTJIOOYJMHOB IgG MMeeTCsa HECKOJBKO
OOMEHOB VMMYHOTUIOOYJIMHOB B TSKEJION uenu. llonm «IOMEHOM
MMyHOTUIOOyJIMHa (Ig)» B IOaHHOM IOKYMeHTe IoIpasyMeBaeTcsa o00JlacTb
VMMYHOTJIOOYJIMHA, VMeKnlasa xXapakKTepHYID TPpeTUUHYID CTPYKTYpy. B
IDaHHOM M300peTeHUM MHTepec IOPpelCcTaBJIST OOMEeHH TSXKeJIOM Lelu, B
TOM UMCJIe KOHCTAHTHHE OOMeHH TsaxeJon uenu (CH) M mapHUPHBEE
OOMeHHE. B KOHTekcTe aHTUTeJ IgG KaxXIeM W30THUIOB 1gG MMeeT Tpu
obnacTt CH. COOTBETCTBEHHO, IOOMeHH «CH» B KOHTekCTe I1gG 4BJISOTCH
ciyenviommMMm: «CHI1» oTHOCUTCHS K IIOJIOXeHMSAM 118-220 B COOTBeTCTBUU
Cc MHIekcoM EU, kak B Kabat. «CH2» oTHOCUTCHS K IIOJIOXeHMAM 237-340
B COOTBETCTBUM C MHIOekcoM EU, kak B Kabat, a «CH3» oTHOCUTCH K
noJjioxeHuaMm 341-447 B cooTBeTCTBMM C MHOekcoM EU kak B Kabat.

[00129] OIpyTruM THUIIOM IOMeHa Ig TSXeJloM Lelu ABJIdeTcsd
mapHUpHasa objacTb. [IoO «IapHUPOM» WM «MapHUPHOM o00JacTbioy», WK
«MapHUPHOM oBJacTeio aHTUTEeJIa», VIV KIMapHUPHOM oloNir-Teli=y:e)
VMMYyHOTJIOOVJIMHAa» B  OaHHOM OOKYyMeHTe IoIpas’syMeBaeTcsa  IUOKUM
MIOJIUIIENTUL,, comepXamui  aMMHOKMCIIOTH MeXOy IIepPBEIM U BTOPHM
KOHCTAaHTHEMUA IoMeHaMM aHTuTeJa. CTPYKTYPHO IOMeH CH1 IgG
3akaHuMBaeTcsa B HoJoxeHuu 220 no EU, a momMeH CH2 IgG HauMHaeTCsd
C ocTaTka B IoJioxeHum 237 no EU. Takum obpaszoM, mJjsa 1gG mapHUp

aHTHTeJla B IOaHHOM OIIMCaHMM OlIlpeleJIeH Kak BKJIOUANMIM TIOJIOXEHMS OT
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221 (D221 B IgGl) no 236 (G236 B IgGl), roe HyMepauud
COOTBeTCTBYyeT WMHIOekcy EU, xak B Kabat. B HeKOTOpPHX BapuaHTax
OCymeCcTRBJIEHMA, HalpuMep, B KOHTeKCcTe Fc-objacTy, BRJOUEH HMXHUN
mapHUp, OIPpUUYeM «HVWXHUM IapHUP» OOBUHO OTHOCUTCH K IIOJIOXEeHMAM 226
i 230. Kaxk oTMeueHO B JaHHOM IOOKyYMeHTe, B MapHUPHOM o6JacTu
TakKXe MOTYT OHTB OCYIEeCTBJIEHH pPl-BapMaHTH.

[00130] JleTkad lLIerlb OBBIUHO COOEPXUT oBa IOMeHa :
BapraleJIbHEIM I»OOMEH JeTKoM Uenm (comepxamut CDR JIeTKOM ULelou U
BMeCcTe C BapuabeJIbHEMM »OOMeHaMM TIXeJioM Lenu, obpasyomum Fv—
o6JlacTh) M KOHCTAHTHYyK o00JlacTb JIeTKOoM lLenM (YacTo HasHBaeMmyo CL
min Cx) .

[00131] Opyrom o0JlacThIO, npencTaBJIgKRMen MHTepecC oJisa
OOTOJIHUTEJILHEX 3aMeH, OINMCaHHOM HWXe, sABJIgeTca Fc-obJjacThb.

[00132] TakuMm oBpasoM, OaHHOe WM300peTeHue OTHOCUTCHA K
pPasJMUHEIM OOMeHaM aHTUTeJl. Kak oouMcaHoO B »OaHHOM HOOKYMEHTe U
MB3BECTHO B IaHHOM of8JacTu TexXHUKM, aHTHUTejla [0 MU300peTeHUo
comepXaT paszJIMUHHEe OOMEeHH B TSXKeJOM M JIeTKOM Ilelnsax, KOTOopHe
TaKxe MOT'YT [IepeKpPLBaTHCA. STU IOOMEHEL BKJIOUAOT, HO He
oTpaHMUMBaTCa UMM, JoMeH Fc, nomen CH1, nmomeH CH2, momen CH3,
IMapHUPHBY OOMeH, KOHCTAHTHHY »OOMeH TaxeJioM unenm (moMen CHI1-
mapHup-Fc wmau CHl-mapHup—-CH2-CH3) Bapua®elIbHEM OOMEH TIXeJION
leny, Bapuab®eJIbHBIM IOMEH JIeTKOM LellM, KOHCTAHTHHM IOMeH JIeT'KoMn
Ieny, IOOMeHH Fab m gomMmeHH Sckv.

[00133] Taxum oOpazsoM, «IOoMeH Fc» comepxuT pomeH -—-CH2-CH3
u, Heo®a3aTeJIbHO, MapHUPHBY  OOMEeH. TsaxeJlad  Lelb COOEepPXUT
BapuabeJIbHHM IJOMeH TSXeJIOM LelM ¥ KOHCTAHTHBEM JOMEeH, KOTOPHM
comepxuT nomeH CHl-mapHup-Fc, comepxammuti CH2-CH3. Jlerkasd I1elb
COOepXnUT BapMadeJIbHEM IOMEeH JIeTKOM el M KOHCTAHTHHM IOOMeH
JeTkoM lLenu. ScFv CcomepxuT Bapuab®eJIbHHM OOMeH TSXeJIoM lLenu,
JMHkep scFv u BapuaBesIbHHM OOMeH JIeTKOM Lelr. HeKOoTOopHe BapMaHTH
OCYMeCTBJIEHMA M300peTeHMI coIepXaT II0 MeHblle Mepe OIOMH IOMeH
scFv, KOTOpPHM, XOTS UM He BCTpeuaeTCcsa B IpupoIe, OOHUHO BKJIOUAET
Bapra®eJIbHEIM IOMeH TaXeJIOM LeluM U BapuabeJIbHHM OOMeH JIeTKOu
IIeM, CBA3aHHHE BMecCcTe JIMHKepoM sScFv. Kak yKa3aHO B JIaHHOM
OOKYMEeHTe, B TO BpeMd KaK »OoMeH scFv of6wuHO oT N- no C—KOHIa

OPMEHTMPOBaAH Kak vh—scFEv J'H/IHKep—Vl, STOT IIOPAIOOK MOXHO WVM3SMEHNTH
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oJjsa Jiodoro M3 IOOMeHOB sScFv (MM OOMEeHOB, CKOHCTPYMPOBAHHHX C
MCIIOJIL30BaHMeM IocjlefoBaTejlbHOCTe vh m vl m3 Fab) Ha vl-scEv
JIMHKep—Vh.

[00134] Kak mnoka3aHO B JaHHOM JOKYMeHTe, CYINeCTBYET pPHan
IOOXOOAMUX JIMHKEepOoB ScFv, KOTOpHEe MOXHO MCIOJIL30BaThL, BKJIOUAHA
TpaIULMOHHEE IeITUIHEE CBA3MU, co3maBaeMue PeKOMOVHAHTHEMA
TeXHOJIOTUAMM . JIMHKEPHHM IM[IelNTUO MOXeT I[IpeuMymeCTBEeHHO COOepXaTh
cJlenyoime AMMHOKMCJIOTHEIE OCTaTKNU: Gly, Ser, Ala wmim Thr.
JIMHKEePpHBM IIeNTHul IOOJDKEeH MMeTh OJIMHY, IOOCTaTOUHYI IJIS CBA3BBAaHUA
IOIBYX MOJIEKYJI TaKuMmM ofOpas3oM, UYTOOH OHM M[IPMHMMAJM [OIPaBUJILHY
KOHbOpMALMIKD  OTHOCUTEJILHO opyr IOpyra, UyTOOE  OHU COXPaHAIN
xejlaeMyl aKTMBHOCTL. B OOHOM BapMaHTe OCYMEeCTBJIEHMS JIMHKEP MMeeT
OJMHY OT okoJio 1 mo 50 aMMHOKMCIIOT, MOPEeldlouTHUTEeJIJbHO OT OKOJIO 1
oo 30 aMMHOKMCJIOT . B o»OHOM BapMaHTe OCYIECTRBJEHMS MOTYT
MCIOJIL30BATHECA JIMHKEPH IOJMHOM oT 1 mo 20 aMMHOKMCJIOT, IIpuueM B
HEKOTOPHX BapMaHTax OCYHMEeCTBJIEHMS MOTYT MCIOJB30BaThLCA OT OKOJO
5 mo okosio 10 ammHOKMCIOT. IloJle3HBIEe JIMHKEPH BKJIOUAKT ITUIMLIWH-
CEepPMHOBHE IIOJIMMEPHI, BKJIoUad, HamnopuMmep, (GS)n, (GSGGS)n, (GGGGS)n
n (GGGS)n, 7rme n mnOpencTaBJsgeT coboM leJioe UMCIJO, I[I0 MeHblen
Mepe, emguHMUY (M, KakK IOpaBujlo, oOT 3 @»mo 4), TDJIMUMH-aJIaHMHOBEE

IIOJIMMEPEI, aJIaHMH—CEePMHORBEIE IIOJIMMEPE MM IOpyIT'Hne TuoKMe JIMHKEPH . B

aJIb TepPHATUBHOM BapraHTe PasJIMUHEE HelpOTerHOBHE [IOJIMMEPH,
BKJIOUAS, HO He OTPaHMUMBAACE STHUM, IIOJIUSTUIIEHTJIMKOJIL (1131,
NOJIMIIPONMIIEHTJIMKOJIE , IOJIMOKCHAJIKMIIE HEL W COIOJIMME P

MNOJIMBTUIIEHTJIMKOJIA M IIOJMUIPONMIIEHTJIMKOJIS, MOTYT OHBTH MCIIOJIb30BAaHE
B KauecTBe JIMHKEPOB.

[00135] pyrmMe JMHKEPHHE IIOCJIENOBATEJBHOCTM MOTYT BKJIIKOUATH
JIOOVI0 [IOCJIeOBaTeJILHOCTE JIoOoM OJaMHE poMeHa CL/CH1, HO He Bce
ocTarku gpoMmMeHa CL/CHl; HamopuMmep, TIepBHe 5-12 aMMHOKMCJIIOTHEX
oCcTaTKkoB nJoMeHoB CL/CHL. JIMHKepH MOTYT OHTL IIOJYUYEHH M3 JIeTKOM
e MMMYyHOTUIOOyJMHa, HanpuMep Cxkx wmiam CA. JIMHKeph MOTYT OHTB
IIOJIYUEeHH M3 TOXKeJEX lLelel MMMyHOIJIoOyJIMHa JiodoTro  M30THUIIAE,
BKJIOUad, Hamnpumep, Cyl, Cy2, Cy3, Cy4, Col, Cox2, CO, Ces m Cn.
JIMHKEPHHE TIOCJIEOOBATENBEHOCTU TakXke MOTYT OHBTE IIOJIYyUeHH M3 IPYIUX
BeJIkOB, Takux kKak Ig-nnomoOHele Oeynku (Hanpumep, TCR, FcR, KIR),

IOCHEeNoOBaTEJILHOCTH, I[OJIyUeHHHe U3 MapHUpHOM o6JjlacTu, U IpyTue
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[IPUPOIOHEIE [OCJIEIOBATEJIbHOCTY U3 OPYyIMX OeJIKOB.

[00136] B HEKOTOPHIX BapmMaHTax OoCyleCTBJIEHUSA JIMHKEP
IpencTaBJIgeT cobom «IOOMEHHEM JIMHKEP, MCIIOJIb 3Y eMEIN oJis
CBABEBaAHMSA BMeCcTe JIOHX »OByX IOMEHOB, Kak OINIMCAHO B JaHHOM
OOKyMeHTe. XOTd MOXeT OHTb MCIOJb30BaH JOOM MNOOXOOAMUNM JIMHKEpP,
BO MHOTMX BapMaHTax OCYIEeCTBJIEHUS MCIOJbL3YyeTCsaS TJIMLUMH—CEePUHOBHM
[IOJIMMEP, BKJKUag, HalpuMep, (GS)n, (GSGGS)n, (GGGGS)n m (GGGS)n,
Toe N SABJSAeTCd LeJIHM UMCJIOM, PaBHHM, II0 MeHBIIEeM Mepe enuHulle (U
OOBIUHO oT 3 oo 4 oo 5), a TakKxe Jobag renTmuoHag
[IOCJIeIOBATEJIbHOCTE, KOTOpad obecrieunBaeT PeKOMOMHaHTHOE
opucoenrHeHMe OBYX IOOMEHOB C IOCTATOUYHOM MOJIMHOM U TUMOKOCTHIO,
UTOOH KaXOBEM IOMEH COXpPaHMaJI CBOK OMOJIOTMUECKY QYHKIMIO.

XUMepHEE U TI'yMaHM3MPOBAaHHBEE aHTUTeJIa

[00137] B HEeKOTOPHX BapMaHTax OCYMeCTBJIEHMS aHTUTeJa B
OaHHOM IOOKYMEHTe MOTYT OBTH IIOJIYYEeHE M3 CMeCHM OT pasHHX BUIOB,
HalpyMep XUMepHOe aHTUTeJIO U/WiIXM TYyMaHM3MPOBAaHHOE aHTUTeJIO. B
LeJioM, Kak «KXVIMEPHEIe aHTUTeJIa», Tak u KTYMaHU3UPOBaHHEE
aHTUTeJIa» OTHOCATCA K aHTUTeJladM, KOTOpee OOBeOIUHAT o0JlacTHu
foJjlee ueM OOHOTO BUIa. HamopuMep, «XMMepHBEEe aHTUTeJla» TPalUIMOHHO
BKJIOUAT BapuabelJlbHy© o00JacTh (0o6JacTu) OT MBIIM (MM KPHCH, B
HEKOTOPEIX CJy4dafax) M KOHCTaHTHyH oO0JjlacTb (ofJjacTu) OT UdeJIOBeKa.
«I'yMaHM3MPOBAHHEIE AaHTHUTEeJa» OOBUHO OTHOCHATCS K HeueJlJoBeUueCKMM
aHTUTeJlaM, Yy KOTOPHX KapKacHEe o0JlacTu BapuabeJIbHOTO OOMeHa OBJIM
3aMeHeHH Ha II0CJIeIoBaTeJIbHOCTH, ODHapyXMBaeMHEe B aHTUTeJIax
yeJioBeKa. Kak MOpaBuUJIO, B I'YMaAaHM3MPOBAHHOM aHTUTeJIe BCe aHTHUTEJIO,
Kpowme CDR, KoOoMpyeTcsa IIOJIMHY KJICO TV I OM YyeJIOBeUeCKOT'O
[IPOUCXOXIOEHUS WM  ABJSETCS MIEHTUMYHBEIM TaKoOMy AaHTHUTEIY, 3a
MCKJIIOUeHMEeM  eT'o CDR. CDR, HEeKOTOpHEe WM BCe U3 KOTOPHX
KOIVMPYITCS HYKJIEMHOBHMM KMCJIOTaMM, M[IPOUCXOOANMMM W3 OpIlaHu3Ma,
OTJIMYHOTO OT UYeJIOBEeKa, I[IPMBMBAKTCA B Kapkac 0eTa—-CKJIagdaTOCTU
BapuabesibHOM o00JJacTM aHTUTeJla ueJJoBeKa IJig Cco3IaHusda aHTuTesa,
CHEeUUOUUHOCTE KOTOPOTO olpeneysfgeTrcsa HOpuBuUTEMM  CDR. CosznmaHue
TakKMxX aHTHUTeJI OIMcaHo, HaopuMmep, B WO 92/11018, Jones, 1986,
Nature 321:522-525, Verhoeyen et al., 1988, Science 239:1534-
1536, BCe TIIOJIHOCTBK BKJIOUEHO TIOCPEeNCTBOM CCHUIKM. <«OOpaTHad

My TalamAa» BBI@paHHBIX aKIOeIITOPHEIX KapKaCHEIX OCTaTKOB Ha
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COOTBETCTBYKIINE IDOHOPHEIE OCTaTKU 4acTo TpebyeTcd 0Jia
BOCCTAHOBJIEHU A abdmHHOCTH, YTEepSAHHOMU B VCXOOHOM IPUBUTON
koHCcTpykuMm (US 5530101; US 5585089; US 5693761; US 5693762; US
6180370; US 5859205; US 5821337; US 6054297; US 6407213, B=BcCe
IIOJIHOCTBI BKJIIOYEHEL IOCpPelCTBOM CCHUIKN) . OnTHMaJbHO
TYMaHM3MPOBAHHOE AaHTUTEJIO Takxke OyIoeT CcoOoepXaThb, IO MeHbIEeN
Mepe, JacTb KOHCTaHTHOM obJjlacTu MMMYHOTJIOOYJIMHA, OOBIUHO
MMMYHOTJIOOYJIMHA yeJIOBEeKa, ", TaKMM obpasoM, OBOBIUHO oyoeT
comepXaTb Fc—-ofbjacTe UYeJjioBeKa. I['YMaHM3MPOBAHHEE aHTUTeJIa TakKxke
MOTYT OHTB I[IOJIY4eHEH C MCIOJIE30BaHMeM MeIIeM C TeHeTUUYeCKU
CKOHCTPYUPOBAHHOM VMMMYHHOM CUCTeMOM . Roque et al., 2004,
Biotechnol. Prog. 20:639-654, T[OJIHOCTBI BKJIOUeHa IIOCPeICTBOM
CCBUIKM . PaszHooOOpasHHe MeTOIMKM U MeTOOb I'yMaHM3aluM U W3MeHeHUH
bopMEL HeueJIOBEUECKMX aHTUTeJI XOPOIO WM3BEeCTHH B HaHHOM o0JacTu
TeXHUKU (cM. Tsurushita & Vasquez, 2004, Humanization of
Monoclonal Antibodies, Molecular Biology of B Cells, 533-545,
FElsevier Science (USA) ¥ CCHJIKM, LUTUPYEMHE TaM, BCe IeJIMKOM
BKJIOUEHH IIOCPeICTBOM CCHUJIKM) . MeTOHE I'yMaHM3alUM BKJIOUYAKT, HO He
OTpaHMUMBAaTCAa MMM, MeTONE, OIMCaHHEHe B Jones et al., 1986,
Nature 321:522-525; Riechmann et al.,1988; Nature 332:323-329;
Verhoeyen et al., 1988, Science, 239:1534-1536; Queen et al.,
1989, Proc Natl Acad Sci, USA 86:10029-33; He et al., 1998, J.
Immunol. 160: 1029-1035; Carter et al., 1992, Proc Natl Acad Sci
USA 89:4285-9, Presta et al., 1997, Cancer Res. 57(20):4593-9;
Gorman et al., 1991, Proc. Natl. Acad. Sci. USA 88:4181-4185;
O’ Connor et al., 1998, Protein Eng 11:321-8, BCe TIOJIHOCTLIO
BKJIOUEHH [IOCPENCTBOM CCHEUIKM. ['yMaHM3auusa WIM OpyTve CIOCOOH
CHMXeHUSA VMMYyHOTEHHOCTM BapuabelIbHEIX o0O0JiacTel HeueJlOBEUeCKOTO
aHTUTeJla MOTYT BKJIKUATL MeTOIOH  M3MeHEeHMS TIIOBEepXHOCTH, Kakx
onMcaHo, HalpuMep, B Roguska et al., 1994, Proc. Natl. Acad.
Sci. USA 91:969-973, MNOOJHOCTBLI BKJIOUeHa INOCPEeICTBOM CCHIJIKMU.
[00138] B HeKOTOPHX BapMaHTax OCYIEeCTBJIEHMS aHTHUTeJa II0
n300peTeHN CcomepXaT BapuabeJibHy o0OJJaCTh  TAXeJIOM Lelu U3
KOHKPETHOTO TeHa TIKeJION Leny MMMYyHOTJIOOYJMHa 3apOoOBIeBOM JIMHUU
u/unu  BapuabelbHy® 00JlaCTh JIeTKOM IeNM W3 KOHKPEeTHOTO TeHa

JeTKoM Lelu MMMYHOTJIODYJIMHA BapOHBHHeBOﬂ JIMMHWI . Hanpmmep, Takrne
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aHTHUTeJla MOTYT COIepXaThk WM COCTOSATh M3 aHTUTeJla YeJlIoBEeKa,
comepxamero BapuabesbHBEe 00JacTM  TSEReJOW WJIM JIeT'KoM  lenwu,
KOTOpPHE ABJARTCA (IPOOYKTOM» WM «IIOJYUYeHH M3» OolIpeleJIeHHOM
[IOCJIeIOBaATEJIbHOCTM 3apOoOBIeBOM JIMHUM. AHTHUTEJIO UeJIoBeKa, KoTopoe
ABJISETCSH KIIPOOYKTOM» VI KTIOJIYYEeHO n3» [IOCJIENOBATEJIBHOCTHU
VIMMYHOTJIOOYJIMHA 3apOoOHIeBOM JIVTHUW yeJIOBEKa, MOXHO
UISHTUOUIIMPOBATE KakK TaKoBOe IMIyTeM CpaBHeHMS aMMHOKMCJIOTHOM
[IOCJIeIOBATEJIbHOCTHU aHTUTeJa yeJIOBEKa c aAMMHOKMCJIO THEIMU
IOCJIeIOBATEJIbHOCTAMY MMMYyHOTJIOOYJIMHOB 3apOIHIMEBOM JIMHUM UYeJIoOBekKa
¥ BHOOpa IIOCJeIOBaTEJBHOCTM MMMYyHOTJIOOYJIMHA 3apOIBIMEeBOM JIMHUU
yeJiOBeKa, KoTopasa Haubojiee OJM3Ka IO IIOCJEeOOBaTeJIbHOCTM (TO eCcThb
VMeeT HauOoJbIMM % MOEHTUYHOCTHM) K IIOCJIEeOOBATEJIbHOCTM aHTUTeJa
yeJioBeKa. AHTUTEJIO UYeJIOBeKa, KOTOopoe HABJISEeTCH «IPOOYyKTOM» WMJIM
«IIOJIYUEeHO U3» OolIpeleJIeHHOV I[IOCJelOoBaTeJIbHOCTM MMMYyHOTJIOOYJIMHA
3apPOOHIEeBOV  JIMHMM  UeJIOBeKa, MOXeT comepXaThb AMUHOKMCJIO THEIE
pasJIMursa [0 CpPaBHEHMIO C I[I0CJIeNOBATeJIbHOCTBHIO 3apOodbmeBOM JIMHUM,
HalpuMep, BCJIEOCTBUE €CTEeCTBEHHEX COMATUUECKMUX MyTalul  UJIK
npegHaMepeHHOT O BBEeOeHUSA caMT—-HallpaBJIEHHOM My Taluu . OmHako
T'YMaHU3UPOBAHHOE AaHTUTeJIO, KaK IIpaBWJIo, II0 MeHbllell Mepe Ha 80%
UISHTUYUHO I[I0 AaMMHOKMCJIOTHOM IIOCJIeOOBATEJILHOCTM aMMHOKMCJIOTHOM
IoCJIeIOBaATEJILHOCTM, KOIUPYEMOM I'€HOM MMMYyHOIJIOOYJIMHAa 3apolbIleBOoM
JMHUY  UYeJloBeKa, W COIOEepPXUT aMMHOKMCJIOTHHE OCTaTKM, KOTOPHE
UISHTUOULVPYIOT aHTHUTeJIO KaK I[IPpOoMCXOoOslee M3 II0CJeloBaTeJIbHOCTeM
JeJIoBEeKa, IIpM CPaBHEHUM C aMMHOKMCIIOTHHIMM IIOCJIENOBATEJIBHOCTAMU
VMMYHOTJIOOYJIMHA 3apOoOuIIeBOM JIMHUA OIPpYyITUx BUIOOB (HanpuMep,
IOCJIeIOBATEJILHOCTAMM  3apOoIbIIeBOM JIMHMM MBIIM) . B oOIpedesIeHHHX
cIydaax ITYMaHM3UMPOBAHHOE AaHTUTEJIO MoXeT OHTL, I[I0 MeHbllel Mepe,
Ha 95, 96, 97, 98 wmium 99% wmiIM »Daxe, IO MeHbIeM Mepe, Ha 96%,
97%, 98% mam 99% UIOEHTMUHEM II0 aMMHOKMCIJIOTHOM II0CJIeIOBaTeJIbHOCTHU
AMUHOKMCJIOTHOM [IOCJIeOOBATEJILHOCTH, KOIMPYEeMOM T'eHOM
VMMYyHOTJIOOVJIMHA 3apolblleBOM JMHUM. Kak OpaBUIJIO, I'YMaHM3UPOBAaHHOE
aHTUTEJIO, [IOJIYYEHHOE n3 KOHKpEeTHOM MOCJIEIOBAaTEJIBHOCTHU
3apOoOHIeBOM JIMHUMA yeJIoBeKa, oyner MMEeThb He BoJiee 10-20
AMMHOKMCJIOTHEIX  OTJIMUMM OT aMMHOKMCIJIOTHOM IIOCJIedOoBaTeIbHOCTHU,
KOOUPpYeMOM TeHOM WMMyHOIJIOOYJIMHa 3apolblleBOM JMHUM udejloBekKa. B

HeKOTOPEX CdJIydaAdX TIT'YMaHM3MPOBaHHOEe aHTUTeJIO MOXeT NMMeTb He DoJiee
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5 miam paxe He 0Oojiee 4, 3, 2 wmwin 1 aMMHOKMCJIIOTHOTO OTJIMUMA C
aMUHOKMCJIO THOM [IOCJIENOBATEJIBHOCTRIO, KOIMPYEeMOM T'eHOM
VMMYyHOTJIOOVJIMHA 3apOoNbMeBOV JIMHUM .

[00139] B OIIHOM BapMaHTe OCylleCTBJIEHUSA POINUTEJIECKOE
AHTUTEJIO WMMeeT COo3peBmyl adpdMHHOCTL, Kak M3BECTHO B IJaHHOM
oBJlacTM TeXHUMKM. [Jd TyMaHM3aluu M cCco3peBaHMd adOMHHOCTU MOTYT
OHTBE MCIIOJIBE30BAaHH CTPYKTYPHO—-OPMEHTUMPOBAHHEE MEeTOIH, HallpUMeDp,
Kak OIMCaHO B IHnaTeHTe CIA N 7657380. MeToIel Ha OCHOBe CeJIeKLUMU
MOTYT OHTH MCIIOJIbL30BAHE  OJIA TyMaHM3alUumM  1/UiIn co3peBaHusa
addPrHHOCTHU BapuabeJIbHEX oBJjlacTen AHTUTEJI, BKJIOUA S, Hes
orpaHM4YeHMsa, MeTOHOH, OIMcCaHHEe B Wu et al., 1999, J. Mol. Biol.
294:151-162; Baca et al., 1997, J. Biol. Chem. 272(16):10678-
10684; Rosok et al., 1996, J. Biol. Chem. 271(37): 22611-22618;
Rader et al., 1998, Proc. Natl. Acad. Sci. USA 95: 8910-8915;
Krauss et al., 2003, Protein Engineering 16(10):753-759, Bce
IIOJIHOCTBIO BKJIIOUEHE [IOCPEOCTBOM CCHUIKM. [dpyI'Me MeTOOH I'yMaHM3allu
MOTYT BKJIOUATHL IPMBUBAaHME TOJbKO uacTen CDR, BKJIOUAS, tes
oTpaHMUeHMusa, MeToIe, oIucaHHele B Tan et al., 2002, J. Immunol.
169:1119-1125; De Pascalis et al., 2002, J. Immunol. 169:3076-
3084, BCce IOJIHOCTBI BKJIOUEHH I[IOCPEICTBOM CCHUJIKM.

[00140] TepMMH «aHTUTEJIO» MCIOJIB3YyeTCd B CaMOM IUPOKOM
CMEICJIE ¥  BKJIOUaeT, HalpuMep, MHTAKTHEY  MMMYHOIJIOOYJIMH  MJIM
AHTUITEeHCBABHBAKIYD YacCTb. AHTUIEHCBISHBAKIME YUYaCTKM MOIYT OHTHL
TIOJIYUEHH C IIOMOIIE IO TeXHOJIOT UM PEeKOMOMHAHTHEIX IOHK MJIn
bepMeHTaTUBHOTO WMIM XVMMMUECKOT'O pPacHellJJeHUMS MHTAKTHHX aHTUTE.
TakuMm o06pa30M, TepMMH aHTUTEJIO BKJKUaeT TPpalMIMOHHEE TeTpaMepHEe
aHTUTeJla M3 IOBYX TOKeJHX lLelel M »OBYX JIeTKMX ILelel, a Takxe
AHTUTeHCBA3EBAKIME (paTrMeHTH, Takme kKak Fv, Fab m scFv. B
HEKOTOPHIX Clly4daax n3obpeTeHUe OTHOCUTCH K frucneumMpmrue CcKmUM
aHTUTeJIaM, KOTOPHE comepxatT infe) MeHbIIen Mepe OIOVH
AHTUTEeHCBA3HBALINMY OOMeH, Kak yKasz3aHOo B IOaHHOM IOKYyMeHTe.

[00141] T'yMaHM3MPOBAHHOE AaHTUTEJIO IPOTHUB (OCHOPUIMPOBAHHOTO
Tay IIO JIOaHHOMYy M300peTeHMKD MIPeAlloUTUTEJIEHO HOOJDKHO IIPOABJIATH
VIYUIIEeHHYD KMHEeTHMKY B IJla3Me. VYJyudlleHMe KUMHeTHMKM B ILJla3Me
I'YMaHM3VMPOBAHHOTO AaHTUTEJIa B HTaHHOM HOOKYMEHTe O3HadaeT, 4YTo

IlapaMeTp, Hpe,JICTaBJ'IF[IOH_U/Iﬁ KMHEeETHRY TI'YMaHM3IVMPOBAHHOI'O aHTUTEJIa B
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IJjlasMe, MWM3MeHAeTCA IIO0 CPaBHEHNMK C Hel'YMaHM3IVMPOBAHHEIM aHTHWTEJIOM,
COOTBETCTBYKIIMM TI'YMaHVM3MPOBaHHOMY aHTUTEILY . Hlevlepr IIapaMeTpORB,
InpencCcraBJjiIdnIMX KMHETHUKY B IJIa3Me, BKJIJIOYAKT: IIeprMon IIOJIYXM3HM B

IJlasMe, CpelHee BpeMA YIEPXaHMA B IJIasMe W KIIMPpeHC W3 IIJIasMH.

TakoM  IapaMeTp, KakK  «M3MeHeHHHM»  oOo3HauvaeT, uTO  IapaMeTp
yBeJIMUYBaeTCad WM  yMeHbIlaeTca. HeTl'yMaHU3UPOBaHHOE  aHTUTeJIO,
«COOTBETCTBYyIEeE» TyMaHU3UPOBaAHHOMY aHTUTEIY, o3Hauvaer

HeT'YyMaHUBUMPOBAHHOE AaHTUTEJIO, MCIOJIbE3YyeMOoe B KaueCTBe OCHOBH OJ4
NOJIYUEeHUA TYMaHM3MPOBAHHOTO AaHTUTeJla, HalpuMep aHTUTeJla MBI WU
XUMEePHOTO aHTuTesa.

[00142] TepMMH «XMMEPHOE aHTUTEJIO» OTHOCUTCHA K aHTUTEeIY,
KOTOpOEe COIEepXMUT OIOHYy wWiIu ©0OoJjiee obJjacTey M3 OIOHOTO aHTUTeJla U
onHy wmImM 0oJiee obJacTel M3 OOHOTO WIM 0OoJiee OPYIMX aHTUTE.
KAHTUTEJIO C NPV BU TEMMA CDR» npencraBjgeT coBou aHTUTEJIO,
comepxamee OIOHY MJIN BoJiee CDR, TIOJIYUYEeHHEIX nus AHTUTEJIa
OIIpeneJIEeHHOTO BUIOa WIM M30THUIIAa, M KapkKac Ipyroro aHTUTeJla TOoTo

Xe MM Jpyroro BMoa WMJIM M3O0THUIIA.

Komriosuumm

[00143] B 1maHHOM M300peTeHMM IIPenJjioXeH pPAO  pPasJIMUHBIX
AHTUTEeHCBA3HBAKIMX  JIOMEHOB (OBHUHO  BKJIOUAEMHX B aHTUTeJa) ,
KOTOPHE CBABEBATCA C Tay—0eJIKOM yeJIOBEeKa, KOTOPHM
pochopunmpyeTcd 1o Ser4dl3 (pSerdl3), B «peaxkuum AHTUT eH—
AHTUTEJIO» .

[00144] . «Peakuusa AHTUTEeH—aHTUTeJIO» U3MepsaeTCcHd I10
adPMHHOCTHU aHTUTEeJa K bochopUIMPOBAHHOMY Tay—0eJIKy WJIn

bochopuanMpoBaHHOMY Tay-IHelTuny, TO eCTh II0 PaBHOBECHOM KOHCTAaHTe
omucconmvauum (Kp) . B omnpellelIeHHEIX BapMaHTax OCYINEeCTBJIEHMS 3HaueHMe
Ky m3MepsaoT ¢ QoCchopUIIMPOBAHHEIM Tay—0eJIKOM. B HEeKOTOPHX BapraHTax
OCYIIECTRBJIEHUA 3HaueHMe Ky mU3MepdaonT ¢ O(oCcOoOpMIMPOBaAHHEIM Tay-—
IenTruioM. B oOHOM BapuaHTe ocymecTBJIeHUS (OoCchOpUIMPOBAHHEM Tay-—
nentmn GocPopMIMPOBaAH TOJBKO B OIHOM OCTaTKe (Hanopumep, SEQ ID
NO:75). B IOpyroM BapMaHTe OCVYIeCTBJIeHUS (oCOopUIMPOBAHHLEI IIeITHUI
bochopuIMPOBaAH BO MHOXECTBE OCTATKOB (HanpuMep, SEQ ID NO:76 wmim
SEQ ID NO:78). B HeKOTOPHX BapMaHTax OCYIMEeCTBJIeHMSa 3HaueHue Kp
M3Mep AT C VIMMO OUJIM30BaHHEM AHTUT EeHOM (HanpuMep,

bochopUIUPOBAHHEM Tay—-0eJIKOM VI dochopmIMpPOBaHHEM Tay—



50

IENTUIOM) , M B BTOM Cllydyae M3MepeHMe adPUMHHOCTU  BKJIOUAET
KOMIIOHEHT AaBUIHOCTM, T. €. IPOUCXOIUT B pPeXumMe IBYXBAaJIEHTHOTO
CBABEHBaHMA. B OpyI'Mx BapMaHTaxX OCYMeCTBJIEHUS 3HaueHue Kp MBMepsdaoT
C UMMOOMJIMBOBAHHEM AaHTUTEJIOM (HAIpMMEp, POOUTEJIECKMM aHTUTEJIOM
MBI, XYMEPHBIM AHTUTEJIOM  WJIN BapraHTaMn T'YMaHU3UPOBaAHHOT'O
aHTUTeJla), W B DTOM CJydae WM3MepeHre adPMHHOCTM He BKJIIKUAET
KOMIIOHEHT aBUIHOCTM, T. €. IPOUCXOIUT B pPeXumMe OIHOBAJIEHTHOTIO
CBABEBaHMA. B OpyI'Mx BapMaHTax OCYHNEeCTBJIEHUS 3HaueHue Kp MBMepST
C VMMOOMIIMBOBAHHEIM AHTUTEJIOM M C (OCOOPMIIMPOBAHHEIM Tay—0eJIKOM B
KauecTBe aHaJluTa. B »OpyI'MxX BapMaHTax OCYIEeCTBJIeHMS 3HaueHre Kp
MU3MEPART C MMMOOMIIMBOBAHHBIM AHTUTEJIOM UM C (QOCOOPUIIMPOBAaHHBEIM Tay-—
[IEeNTUIOM B KauecTBe aHaJuTa. B orpeneJIeHHHX BapMaHTax
OCVYIIECTBJIEHMA  3HaueHMe Kp U3MepsaonT B pPeXMMe IOBYXBAaJIEHTHOTO
CBABEBaHMA. B OpyI'Mx BapMaHTax OCYIeCTBJIEHUS 3HaueHue Kp MBMepdaT
B pexXyMe OIOHOBAJIEHTHOI'O CBA3HBAHUA.

[00145] Taxkmum oBpas3omM, B oIpeneJieHHHX BapMaHTax
OCyWEeCTBJIeHNA 3HaueHMe K, cocrTaejgger 5x10°8M wmmm MeHee; B
HEKOTOPHX BapMaHTaxX OCYIleCTBJIeHMS 3HaueHMe Kp cocrabjger 5x107°M
Wi  MeHee; B IpyI'MxX BapuMaHTax OCyMeCTBJIEHUS 3HaueHue  Kp
cocrabyigeT 5x1071°M wmim MeHee; B IOpyI'MX BapMaHTax OCYIEeCTBJIEHUS
sHaueHue Kp cocramBigerT 1,86x10°M wuim MeHee; B IOpPYyIMX BapuaHTax
OCYIeCTBJIEHUA 3HaueHMe K, cocraBjgeT 2x107°M wmiaM MeHee; B IOPYIUX
BapMaHTax OCylleCTBJIeHMA 3HadveHue Kp cocraBjgeT 2x1071°M mumu MeHee.
B KOHKpPETHOM BapMaHTe OCYMeCTBJIEHMS aHTUTEJIO, OIMCAaHHOe B IaHHOM
OOKYMEHTE, CBA3EBaeTCH c boCchopUIMPOBAHHEM  Tay—-0eJIKOM  WJIM
bochopMIIMpPOBaHHEM Tay-IenTumoM ¢ Kp, paBHOM 5x10°°8M wumm MeHee,
V3MEepeHHOV ¢ MMMOOUJIM3OBAHHEIM aHTUTEJIOM U (GOCOOPUIIMPOBAHHEIM Tay-—
e IkoM MIM QOCOOPMIIMPOBAHHEIM Tay-TelTHIOM B KadeCcTBe aHaJluTa. B
IPYT'OM KOHKPETHOM BapMaHTe OCYIEeCTBJEHVMS aHTUTEJIO, OIMCAaHHOEe B
IOaHHOM JIOKyMeHTe, CBSA3HEBaeTCsa C QOCOPOPMIMPOBAHHEIM Tay—0eJIKOM WM
bochopMIMpOBaHHEM Tay-IHenTumoM ¢ Kp, paBHOM 5x10°M wumm MeHee,
u3MepeHHOW ¢ (oChOpPUMIMPOBAHHEIM Tay—0eJIKOM MM (OoChOpUIMPOBAaHHEM
Tay-TIelITUIOM M aHTUTEJIOM B KadeCTBe aHaJMTa. B OpyI'OM KOHKPETHOM
BapMaHTe OCYINEeCTRBJIEHMS aHTUTEJIO, OIMCaHHOe B JaHHOM JOKYMEHTe,
CBA3EHBaeTCAad C (QOCOOPMIMPOBAHHEM Tay—0eJIKOM WM (QOCOOPpUIIMPOBaHHEM

Tay-nentmunoM ¢ Kp, paBHOM 2x10°M wmiIM MeHee, U3MepeHHOM C
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GOCHOPUIIMPOBAHHEIM Tay—0eJIKOM WM (OCOOPUIIMPOBAHHEIM Tay—[NelTUIOM
VM AaHTHUTEJIOM B KadecTBe aHaJlMTa. B »OPYyI'OM KOHKPETHOM BapuaHTe
OCYIECTBJIEHUA aHTUTEJIO, ONMMCaHHOE B IOaHHOM OOKYMEHTE,
CBA3BHBaeTCA C QOCOOPMIIMPOBAHHEM Tay—0eJIKOM WM (QOCOOPpUIIMPOBaHHEM
Tay-nenrtumgoM ¢ Kp, paBHoM 5x107'°M muM  MeHee, WU3MEpPEeHHOM C
GOCHOPUIINMPOBAHHEIM Tay—0eJIKOM WM (OCOOPUIIMPOBAHHEIM Tay—[NelTUIOM
M aHTUTEJIOM B KadecTBEe aHaJluTa. B »OPYyT'OM KOHKPETHOM BapuaHTe
OCVYIIEeCTBJIEHUA aHTUTEJIO, ONnMCaHHOE B OaHHOM OOKYMEHTE,
CBA3BEHBaeTCAa C QOCOOPUIIMPOBAHHEIM Tay—0eJIKOM WM (QOCOOpUIIMPOBaHHEM
Tay-HenTugoM ¢ Kp, paBHOM 2x107'°M wmim  MeHee, M3MEepPeHHOM C
GOCOHOPUIIMPOBAHHEIM Tay—0eJIKOM WM (OCOOPUIIMPOBAHHEIM Tay—[NelTUIOM
¥ aHTUTeJIOM B KadeCTBe aHaJMTa.

[00146] Kpome ToOTO, Kak VyKal3aHO B »OaHHOM IOOKYMeHTe,
aHTUTeJla I[I0 M300peTeHMI0 IIPeOlouTUTEJIbHO CBA3HBAalTCA C  Tay-—
nenTuigamMu wuiay ©OeJiKaMy, KOTOphHe GoChopMIMPOBAHE B IHOJIOXeHMM S413,
[I0 CpaBHeHMK C OeJjIkaMM WM IelTHuIaMu, KOTOpPEEe He comepxaT odocdar
B TnioJioxeHum 413.

[00147] T'yMaHM3UPOBAHHOE aHTUTEJIO MNPOTHB (OCHOPMIMPOBAHHOTO
Tay II0 IOaHHOMY M300peTeHMI0 IIpelcTaBJjigeT co0oM aHTUTEeJIO, KOoTopoe

MOXeT BEISEIBATE peaKIMIO aHTUMI'eH—aHTUTeJIO C @OCCDOpMJIMpOBaHHBI_M Tay—

feJikoM M dpochopUIMPOBaAHHEM Tay—IelTuIoM infe) OaHHOMY
N300peTeHU.
[00148] dochopUIIMPOBAHHEE Tay—0eJIKu u Tay-—IelTUIH, C

KOTOPHMM TI'yMaHM3MPOBAHHOE AaHTUTEJIO NPOTUB QOCOOPMIMPOBAHHOTO Tay
10 IOaHHOMY M300peTeHMI MOXET BHB3HBATH pPeaKLUUD aHTUIeH—aHTUTEJIO,
pencTaBJIgnT cobom Te, KOTOPEHE dochopUIIMPOBAHE 1o
AMMHOKMCJIOTHOMY OCTAaTKY, KOTOPHM chHeluduuecku dochopuiInpyeTcs
Ipu HelMpoIeTeHepaTUMBHHX 3abojleBaHMAX, TaKuMx kak BA. B uacTHOCTH,
Takme Tay—-0eJIKM UM Tay-HelTUIs (oCchOOpMIIMPOBAHH IO MeHLIIeM Mepe II0
CEepMHOBOMY OCTaTKy B [TOJIOXEHUU 413 aMVHOKMCJIO THOM
mocjlefoBaTeJIbHOCTHM, olpenejleHHOM B SEQ ID NO:1 (Serdl3), u Takxe
MOTYT OHTB (QOCOOPMIMPORBAHH II10 OIHOMY WM 0OoJiee M3 aMUMHOKMCJIIOTHEX
OCTaTKOB, COOTBETCTBYKIMX HOMepaM aMMHOKucjoT oT 410 mo 421, .
e. oIoHOMYy WM O6oJiee aMMHOKMCJIOTHHM OCTaTKaM, COOTBETCTBYKIUM
OCTaTKy CepuMHa B 1noJioxeHum 412 (Serdl2), ocTaTky TpeOoHMHa B

nojioxeHum 414 (Thrdl4d) m ocTaTky CcepuHa B noJioxeHum 416 (Serdlo)
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AMMHOKMCJIOTHOM IIOCJIeNOBaTeJIbHOCTHY, OlIpenejleHHOM B SEQ ID NO:1.
TUIMUHEIE TakKue boCcOOPUIIMPOBAHHEE  IMENTUOE  BKJKOUYAKT, HO He
OT'PaHUUYMBATCA VIMI : pSerdl12/pSerdl3 (Cys—), KOTOPHM VMeeT
AMMHOKMCJIOTHYK IIOCJIeOOBaTEJILHOCTE, OlpenejieHHy© B SEQ ID NO:7;
pSerdl3 (Cys—), KOTOPHM MMeeT aMMHOKMCJIOTHYI IIOCJIeIOBaTeJIbHOCTE,
omnpenmeJyieHHyl B SEQ ID NO:8, u pSer409/pSerdl2/pSerd4l3 (Cys—-),
KOTOPHEM MMeeT aMMHOKMCJIOTHYI I[IOCJIedOoBaTeJIbHOCTL, OIpelelIeHHYID B
SEQ ID NO:9.

[00149] Q0oCOOPUIMPOBAHHEM Tay-IeNTuUl 10 OaHHOMY W300peTeHM’o
MOXHO  MCIIOJIB30BAaTh IOJIS IIOJIYYEHMS T'yMaHM3MPOBAHHOT'O aHTUTeJa
OpoTUE (OCOOPMIIMPOBAHHOTO Tay IIO TaHHOMY WM300peTeHuI WK B
KauecTBe aHTUI'eHa IJII M3YUeHUS PeaKTMBHOCTU.

[00150] QdoChopMIMPOBAHHEY Tay-IelTul 10 IaHHOMY M300peTeHM o
MOXeT OHThL IIOJIYUYeH CclIelMaJMCTOM B IaHHOM o06JacTu TexXHUKU C
MCIIOJIE30BaHMEM COOTBETCTBYKIMX MeTOINOB CHMHTe3a WM MeTOIOB
TeHHOV UuHXeHepUM. IIpUMeph CIOCOOO0OB MoJIydeHUsa GoCchopUIMPOBaHHOTO
IenTyOga I[OCPEeNCTBOM CMHTesa BKJOUalT MeTon Boc (Wakamiya T.,
Chemistry Letters, Vol.22, p.1401, 1993), Fmoc method (Perich,
J. W., International Journal of Peptide and Protein Research,
Vol.40, pp.134-140, 1992) wum JP3587390B, mu W02013/180238, xoT4
crieuMaJMCT B IOaHHOM o00JlacTM TexXHMKM MOXeT MCIOJIbL30BAThL JIoObe
OIpyTMe CIHOCOOE B 3BaBUCHUMOCTM OT OOCTOATEJIbCTRB. [IpMMepH CHOCOOOB
IOJIyUeHrsa (oCOOopUMIMPOBAHHOTO IMelTuIa C IIOMOIbLI I'eéHHOM MHXeHepUM’
BKJIIOUAT CIocod, B KOTOPOM IOJyYalT TIeHeTHUueCKuM wMmaTepuals (IHK
W PHK) , VIMEeomM [IOCJIeOOBATEJIbHOCTE HYKJIEMHOBOM KMCJIOTHL,
KOOUPYIY IIOJydaeMbld MNeldTul WJIXM eT'o OpellleCTBEeHHUK, U IIocJe
HeoOd3aTeJIbHHX BSTalloB, TakMxX KaK BHEeCeHMEe B BEKTOP BKCIPEeCCUM U
nobaBJieHMEe  IIOCJIeIOBaTeJIbHOCTM  [IPOMOTOPa, BHOCAT B OpPTaHMU3M
INIOOXOOAmero XO3AaMHa -IJId BSKCIPeCCHUM MM HoIBepTrainT ©OeCKJIIeTOUHOMY
criocody CHMHTEe3a feJka. B 5TOM ciyuyae IIernTus MOXHO
dpochopUIIMPOBATE B XKeJlaeMOM camnure, BHI3EIBA L peaxumnn
bochopuIIMPOBaAHMA B OpPTaHM3ME XO34MHa C IIOMOMBbK (QEPMEHTOB, TaKMX
KaK KWHa3b, KOTOPHE MOTYT OHTH JMOO NPUCYIUMMU XO3AMHY, JHMOO UX
SKCHpeccusa MoOXeT OHTL OO0YCJOBJIeHa TeHHOM MHXeHepHueM, WM BHOeIAA
1IeJIeBOM TIIelTHUO M3 OopTaHM3Ma xX03AMHa WM 3aTeM BHBHBBASA pPeakKIMrio

bochopMIIMPOBAHMS C MCIOJIBE30BaHMEM (QEepPMeHTOB, TakKMx KakK KMHaB3H. B
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IocJiegHeM cJiyyae pearums (ochopMIMpOoBaHUS MOXET OBTH BH3BaHA 1N
Vitro myTeM BO3IEMCTBMSA Ha LeJIeBOM IenTtun depMeHTa, KOTOPHM, Kak
M3BECTHO, WIpaeT pPOJibk B peakKuum GochopmiImpoBaHMA Tay, TaKoT'o Kak
TJIMKOTEHCHMHTa3akmMHaza 3 (GSK3) wmiIM LIMKJIMH3aBMCHMMad [IPOTEMHKMHAa3a
5 (CDKb5). M3 umcia nenTunoB, QOCOOPMIIMPYEMEX B OPIaHM3Me XO3iaMHa
UiIM in vitro B COOTBETCTBMM C BHIIeyKal3aHHEMM crocodamMu, I[IeIlITUOH,
GOoCHOPUIIMPOBAHHEE II0 XeJjlaeMOMy aMMHOKMCJIIOTHOMY OCTaTKy, MOTYT
OHITL BBIOEJIEHE, HalopuMep, IIyTeM BHOOpa TeX, KOTOPHEe CIelUrdruuecKHr
CBASHBAKTCA C AHTUTEJIOM NPOTUE (QOCOOPMIIMPOBAHHOTO Tay, YKas3aHHBM
BHIIE, I[IOCPENCTBOM pPeaKUMM aHTUTEJIO—aHTUITEHH.

[00151] QOoCOOPMIMPOBAHHEM Tay-IeNTuUl 10 OaHHOMY W300peTeHU’
MOXeT OHTb MOOIMOMUMPOBAH IO CBoel N-KOHIIEBOM IIOCJIeOOBaTeJIEHOCTHU
u/unu C—KOHIIEBOM IIOCJIeOOBATEeJILHOCTY BeMeCTBOM, MVMenIUM IpyTue
byHKUIUM, NoOxXondimme oJid KeJjlaeMbIX neJjemn. Hanpuwmep,
boCcHOPUIIMPOBAHHEIM Tay-IelTrul 10 ITaHHOMYy M300peTeHu MOXeT OHTb
IomnoJiHeH B N-koHLe u/miau C-KOHIle, HAaIpVMep, OCTaTKOM MEeTMOHMUHA,
aneTuUJILHOM TPYIINON WU IUPOTJIY TAMUHOBOM KMCJIOTOM, W
MoOudMLIMpPpOoBad B N-kKOHUe u/uiau C-KOHIe, HaIpuMmep, OGiIyopecleHTHEM
MaTepuaJoM. B aJlbTepHaTMBHOM BapuaHTe N-koHel u/miam C—-KoOHell
pochopUIIMPOBAHHOTO  Tay-IHelnTuma I[I0 JaHHOMY M300peTeHMI  MOXHO
MOIUOUUIMNPOBATE, HAIPUMEP, IMIelTUIOM WM OeJIKOM. IIpMMepH NelTUOOB,
IPUTOOHEIX oJjidg TakKoMn MOIOIMPUKALIM, BKJIIOUAIT MOOXOOAmne
[IOCJIEOOBATEJIbHOCTM MEeTOK (OOBUHO TIUCTUIOMHOBYID METKY WJIM MeTKY
FLAG), IIelITuOe, nMeKnme AMMHOKMCJIO THEIE II0CJIeJOBRaATEeJIbLHOCTH,
KOTOPHE MOTYT Ppaclio3HaBaTbCcsa T-KJIeTOUHBEIM pelenTopoM (TKP) wim
TJIaBHBEIM KOMILJIEKCOM TIMCTOCOBMecTMMocTHM (I'KI'C), ©OeJkM, I[IOJyUYeHHEe
"3 BUPYCOB W BakTepul, WJIN [IEeITUOH, MMeInme
NOCJIenoBaTeJIbHOCTHY, IIOJIYUeHHBHEe M3 Takux OeJkoB. KpomMe ToOTO,
bochopUIMpPOBaHHEY Tay-IelTUI 10 OaHHOMY M300peTeHMI0 BKJIOUaeT Te,
KOTOpPHE MMelT, II0 MeHbIleM Mepe, OIOMH aMMHOKMCJIOTHHEM OCTaTOK,
OTJIMUHEIM OT N-KOHIEeBHX M C-KOHIEBEX OCTATKOB, MOIMOMUMUMPOBAHHLM
JIOOEM  OIPpYyTMM COeIMHeHMeM WM HOenTumoM. ChoelunajJucT B 2 OaHHOM
oBracTu TeXHUKN CMOXeT OCYIIECTBUTH TaKym MO IOUQUK A LN
GOCHOPUIIMPOBAHHOTO Tay-nenTmna, MCIIOJIE 3y 4 JIIOOBIE M3BECTHHE
MEeTOIE, TakrMe KaK MeTOOH, omMcaHHHEe B Hermanson et al.,

“Bioconjugate Techniques”, (US), Academic Press, 1996.
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[00152] CrneumaiauMcT B OaHHOM 006JacTM TexXHUKM CMOXeT IIPOBeCTU
VU3MepeHre peakKUuM aHTUTeH—aHTUTEeJIO, BHOpaB IOOXOOANMUNM aHaJIu3

CBAS3EBEIBaAaHMA B CHUCTeMe TBepHOﬁ @aBH MM XUIKOM @aBH. HpMMepH TaKMX

aHaJIM30B  BKJIOYALT, HO He OT'PaHUuYMBAaKRTCHA VMN: TBepnodas3HLM
UMMyHOQEPMEHTHHY  aHaJu3 (TBepmodazHElL  VIOA), VIMMyHOQepMeH THHIM
aHaJim3 (V10A) , [IOBEPXHOCTHEM I1J1a 3MOHHEIV pPe30HaHC (IITIP) ,

PEe30HAHCHHM IIepeHOoC sHepruu oiayopecueHuur (FRET) ¥ pesOHaAHCHHEM
rIepeHocC DHepIumn JIIOMMHE CLLeHIIUU (LRET) . VzsMepeHue adpdmHHOCTHU
CBA3SHBAHMA AHTUTEH—aHTUTEJIO MOXeT OBTL  BHIIOJIHEHO, HallpuMmep,
IyTeM MeueHMS aHTuUTeJla W/WUIM aHTUTeHa, HalpuMmep, O(epMeHTOM,
GdJIyopeClLeHTHEM MaTepralioM, JIOMMHE CLIe HTHEIM MaTepmraJjoM ZNRZN
PaInoOmU30TOIIOM, n olnpenejyieHnuAa peaxkumum AHTUTeH—aHTUTEJIO C
MCIIOJIE30BaHMeM MeTOoHn, I[IOOXOLAlero IJId OlpelelJleHUud (QUB3UUeCKUX
U/UIN XYMAYECKUX CBOMCTB, XapaKTepPHHX IJIS MUCIIOJbL3YyeMOM MeTKIN.
[00153] T'ymMaHM3MPOBAHHOE AaHTUTEJIO MIPOTUB QOCOOPUIIMPOBAHHOTO
Tay 1o OaHHOMY n300peTeHUD NPEenIouTUTEeJIbHO OOJIKHO UMeThb
YIIYUIIe HHYIO abdrHHOCTE CeJIEKTUBHOTI'O CBA3EBaHUA C
bochopUIUPOBAHHEIM Tay—0eJIKOM MM Tay-IIelTHUIOM IO CpaBHEHMI C eTro
addMHHOCTEI CBSA3EBaHMA C HeQOCOOPUIIMPOBAHHEM Tay—0eJIKOM MM Tay-—
NenTuooM. YJayudlleHre addMHHOCTU CeJIEKTUBHOT'O CBSA3BBaAHMUA aHTUTEJa
C GoCchHoOpMIIMPOBAHHEIM Tay—0eJIKOM MM Tay-IelTUIOM B STOM KOHTEKCTEe
O3HaudaeT, uTo OTHOIIEHUE abdmMHHOCTHU CBA3BEIBAHUA aHTUTEJIa C
GOCOHOPUIIMPOBAHHEIM Tay—0eJIKOM WM Tay-TelTUuIoM K ero addmMHHOCTHU

CBAS3EBIBAHMA C COOTBeTCTBYKIIMM He@oc@OpMﬂMpOBaHHHM Tay—0eJIKOM WJIn

Tay—IIellITUOOM yBeJIMuMBaeTCA. Takaga CeJIeKTVMBHa4A a@@MHHOCTb
CBA3SEBIBAHMA MOXeT OBITH IIPpOaHaJIM3VpoOBaHa, HallprMep, C
MCIIOJIE 3OBaHMeEM IJIaHImeTa, Ha KOTOPOM MMMOOUIIN30BaH

bochopUIMpPOBaHHEM Tay—-0eJIoKk WIM Tay-[OenTun, U IIJIaHmeTa, Ha
KOTOPOM UMMOBOUIMB0OBaAH COOTBETCTRYKINY HedoCOOPUIUMPOBAHHEM Tay-—
OeJIok WM Tay-I[HelTun, IyTeM §u3MepeHMa addMHHOCTM CBA3BBAHUA
QHTUTeJIa K KaXIoOMy M3 5THUX OeJIKOB WM [NeNTUIOB, HalpuMep, C
ITOMOIIEBI0 TBEePpIOdas3HOTO QA (HanpuMep, B BUIE 3HaAUEHUSA OlIl
(OIITMYECKOM IIJIOTHOCTMU) I[IOTJICWEHUS  OJIMHEL BOJIHEL  M3JIy4eHUd) u
neJjleHusa 3HadeHUd ad@MHHOCTU CBA3HEBaHMA (HanopuMep, 3HadeHuda OII
IIOTJIOWEHUA) , IIOJYUYEeHHOTO MONd QoCchopMIMpOBaHHOTO OeJika Tay WK

IeliTrma Tay, Ha SHaUeHNre, IIOJIYy4YEeHHOe IOJI4 COOTBEeTCTBYKIIET'O
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He@oChOopUIUPOBAHHOTO Tay—0eJika WJIN Tay-IHenTuma. KoHkpeTHEe
YCJIOBUA IJI Teepnod®aszHoro MVOA mMoryT OHTH TaKMMM, KaK OIMCAaHO B
pa3zneiie «IlpMMepE» HMXE.

[00154] T'yMaHM3MPOBAHHOE aHTUTEJIO IPOTUB (OCHOPUIMPOBAHHOTO
Tay COIJIACHO JOAaHHOMY M300peTeHM IIPellIOUTUTEJIEHO IOJIKHO MMETh
OTHOIIEHVE CeJIEKTUBHOM addMHHOCTM CBA3HBaAHUA K (GOCOOPUIMPOBAHHOMY
Tay—0eJIKy VI Tay-TelTumny K addMHHOCTHU CBA3HBaHUA oJis
HepoChOopUIIUPOBAHHOTO Tay—0eJika WJIN Tay-I[enTuna, paBHOE rio
MeHbBIIEM Mepe, okoJo 40 wmiam ©6oJiee, B YaCTHOCTHM, IIO MeHBIIeW Mepe,
okoJgio 50 wmam ©OoJjee, 0OoJiee KOHKPETHO, IIO MeHbIIEM Mepe, OkoJjo 60
i ©oJjiee, IIpPU YCJOBUM, UTO CeJIeKTHMBHasa ad®dMHHOCTL CBA3BBaHUA
nojlyyaeTcss B COOTBETCTBMM CO CIOCOOOM, OIMCaHHEM B I[lpuMepe 2
HUXe. B OIDHOM BapMaHTe OCYUeCTBJIEHMSA OTHOIIeHMEe pPacCCUMTHBAKT
oyTeM cpaBHeHMS addMHHOCTM CBSA3HBAHMA aHTUTeJ OpOoTUB pSerdl3 c
boCchOopUIMPOBRaHHEIM INEeNTUIOM, TakuM kak SEQ ID NO:8, ¢ addMHHOCTBIO
CBA3HBaHUA C HedoCOOopMIIMPOBaHHEM HenTumoM SEQ ID NO:69.

[00155] T'ymMaHM3MPOBAHHOE AaHTUTEJIO IPOTUB QOCOOPUIIMPOBAHHOTIO
Tay I[IO I»OaHHOMY M300peTeHMID MIPeOIOUTUTEJIbHO HOOJIKHO I[IPOABJIATH
VIIYUIIeHHY0 CIOCOOHOCTE IIPOHMKAThL B MO3I IIPpM BBEeIEHMM B KPOBb.
YIyulmeHMe CIOCOOHOCTHM aHTUTeJla IIPOHMKAThE B MO3I I[IPM BBeOeHUM B
KpOBE B 2TOM KOHTEKCTe O3HauaeT, UYTO KoI'Ja aHTUTEeJIO BBOIOAT B
KPOBb UeJIOBEKa WM JIOOOTO IOPpyToTl'0 MIeKONMTarmerlo (HalpMMep, MBIINU
VI KPEICH) , COOTHOIIEeHNE KOHLEHTpalumsa AHTUTEJI B MO3Te K
KOHILEeHTpalUuK aHTUTEJI B JjiasMme YBeJIMUBaeTCH. CroCOBDHOCTE
aHTUTeJla IIPOHMKATh B MO3T MOXeT OHTH [IPOaHaJIM3UPOBaHAa, HAIPUMED,
IyTeM BBeIeHMS aHTUTeJla XMBOTHOMY (HaIpMMEpP, MBIIM WJIM KPHCE)
uepe3 KpPOBH U, [IOCJIe IpelBapMUTeJIbHO  OIpelNeJIeHHOT'O  Ilepuona
(HanlpuMep, OOHa HeneJid), cbopa KpPpOBUM U IOATOTOBKM I'OMOT'eHaTa
TKaHM  MO3Ta, VM3MEPEHUSS  KOHUEHTpaluuM aHTUTEeJI B  KaXIOM U3
[IOJIYYEeHHOT'O ofpas3la IJa3Me UM I[IOJIYyJdeHHOT'O ofpas3la I'oMOoI'eHaTa
MO3T'a C MCIOJIb30BaHMeM M3BEeCTHOI'O MeToHa (HalpuMmep, CsHOBUUY-VOA
C MCIOJIE30BaHMEM IIOJIMKJIOHAJIEHOT'O aHTUUEeJIOBeUeCKOI'0 aHTUTeJla) WU
IOeJIeHMd KOHIIeHTpallMM aHTUTeJla B MO3T'e Ha KOHIEeHTpalVKn aHTUTeJa B
mnasMa. KOHKpeTHHEe YCIOBUMA OJd TBepnmodpaszHoro HWOA wMorTyT OHTH
TakvMM, KaK olMcaHO B paszngesie «lIpuMeprer» Huke. MV3BeCTHO, UTO

KOHLIEeHTpaurMd aHTruTEeJla, IIoCTyIlapmero B MO3T, OOBIUHO COCTAaBJIAET
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okoJio 0,1-0,3% OT KOHILEHTpalMM B IlJla3Me.

[00156] T'yMaHM3MPOBAHHOE AaHTUTEJIO IPOTUB (OCHOPMIMPOBAHHOTO
Tay COIJIACHO HOaHHOMY WM300peTeHUI0 [IPEeNIOUTUTEJSIEHO LOJDKHO MMETh
OTHOLIEHVE KOHLEHTpaluM aHTUTeJla B MO3Te K KOHUeHTpaluM aHTuTeJa
B ILJIasMe KpoBMu, papHoe 0,30% wmiam OoJjiee, B uyacTHOCTM O0,35% wim
BoJjiee, ©OoJyee KoHKpeTHO 0,40% wmium OoJiee, eme 0o0JiIee KOHKPETHO,
0,45% wmiam OoJee, opnu yCcJOBUHY, YyTO COOTHOIEeHMEe IIOJIYUEeHO B
COOTBETCTBMM CO CIOCOOOM, OIMCaHHBEIM B «[7] oOpuMepa 7»: AHaIU3
«BHYTpULlepeBpaJIbHOM MUIPALUU»BE pas3nejie IPMMEPOB HIXEe.

AHTUTEHCBA3HBAKIINME OOMEHB 10 M300peTeHMIO

[00157] B paHHOM M300peTeHMM [IPeIJIOXKEHE aHTUITeHCBSI3HBaKlne
OOMEHEl, KOTOPHE IMIPEenIouTUTEJIbHO CBA3HBAKTCA C Tay—-0eJikoM pSerdl3
JeJIOBeKa I[I0 CpaBHEHMI C Tay—-0ejikaMM, KOTOPEEe He (QochopMInpoOBaHE
B Ser4l3, KaK OIMCaHO B IOaHHOM IOKyMeHTe.

[00158] B onHOM BapmMaHTe OCYIMEeCTBJIEHMA B M300pPEeTeHUN
IpeIJIOXeHEl aHTUITEeHCBAS3HEBAKIMe IOMEHE, KOTOpHe colepxaT VvVI1CDRI,
uMelomyio SEQ ID NO:91, vI1ICDR2, wumenmyio SEQ ID NO:82; vI1CDR3,
uMelomyio SEQ ID NO:83; vhCDR1, wumenmyio SEQ ID NO:86; vhCDRZ,
uMelomyio SEQ ID NO:115, m vhCDR3, wumelomyio SEQ ID NO:88.

[00159] B onmDHOM BapMaHTe OCYWEeCTBJIeHUA B U300peTeHUN
IpenJjioXeHH aHTUTEeHCBA3HBAalIMe OOMEeHH, KOTOpEe conmepxaT VICDRI,
uMelomyilo SEQ ID NO:92, v1CDR2, wumenmyio SEQ ID NO:82; vI1CDR3,
uMelomyilo SEQ ID NO:83; vhCDR1, wumenmyio SEQ ID NO:86; vhCDRZ,
uMelomyio SEQ ID NO:115, m vhCDR3, wumMmelmyilo SEQ ID NO:88.

[00160] B omDHOM BapMaHTe OCYWMEeCTBJIEHUMA B U300pPeTeHUN
IpenJjioXeHH aHTUIEeHCBA3HBAaIMe OOMeHE, KOTOphle conepxaT VICDRI,
uMmelomyio SEQ ID NO:93, vI1ICDR2, wumenmyin SEQ ID NO:82; vI1CDR3,
uMelomylo SEQ ID NO:83; vhCDR1, wumenmyio SEQ ID NO:86; vhCDRZ,
uMmelomyio SEQ ID NO:115, m vhCDR3, wmmMmenmyilo SEQ ID NO:88.

[00161] B omDHOM BapMaHTe OCYWMECTBJIEHUMA B UN300pPEeTeHUM
IpenJjIoXeHH aHTUI'eHCBA3HBalMe IOOMeHE, KOTOphle conepxaT VI1CDRI,
umMmelomyn SEQ ID NO:94, vI1ICDR2, wumenmyio SEQ ID NO:82; vI1CDR3,
umMmelomyn SEQ ID NO:83; vhCDR1, wumenmyio SEQ ID NO:86; vhCDRZ,
uMmelomyilo SEQ ID NO:115, m vhCDR3, mmMmenmyilo SEQ ID NO:88.

[00162] B omHOM BapMaHTe OCYWMECTBJIEHUA B U300pPEeTeHUU

IIPpeJIOXEHE aHTUI'€eHCBA3EBIBaAKIMEe ITOMEHEH, KOTOPEE cCcomepxaT v1CDR1 7
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uMmelomyln SEQ ID NO:95, vI1ICDR2, wumenmyio SEQ ID NO:82; vI1CDR3,
umMmelomyln SEQ ID NO:83; vhCDR1, wumenmyio SEQ ID NO:86; vhCDRZ,
uMelomyilo SEQ ID NO:115, m vhCDR3, mMmenmyilo SEQ ID NO:88.

[00163] B omnHOM BapMaHTe OCYWMEeCTBJIEHMA B M300pPeTeHUu
IpenJjioXeHH aHTUTEeHCBA3HBallMe TOMeHBE, KOTOphle conepxaT VI1CDRI,
umMmermyln SEQ ID NO:96, vI1ICDR2, wumenmyin SEQ ID NO:82; v1CDR3,
umMermyn SEQ ID NO:83; vhCDR1, wumenmyin SEQ ID NO:86; vhCDRZ,
umMmenmyio SEQ ID NO:115, m vhCDR3, mmenmyilo SEQ ID NO:88.

[00164] B omHOM BapMaHTe OCYWMEeCTBJIEHMA B M300peTeHUu
IpenJjioOXeHH aHTUTEeHCBA3HBAaIMe TOMeHB, KOTOphle comepxaT VICDRI,
umMmermyln SEQ ID NO:97, v1ICDR2, wumenmyin SEQ ID NO:82; vI1CDR3,
uMenmyio SEQ ID NO:83; vhCDR1, wumMmenmyilo SEQ ID NO:86; vhCDRZ,
uMenmyio SEQ ID NO:115, m vhCDR3, umenmyio SEQ ID NO:88.

[00165] B oOoHOM BapmaHTe OCYIEeCTBJIEHMA B M300peTeHUN
IpeIJIOXeHEl aHTUIeHCBA3HEBAKIMe IOMEeHE, KOTOpHe colepxaT vVI1CDRI,
uMenmyio SEQ ID NO:98, v1CDR2, wumenmyilo SEQ ID NO:82; v1CDR3,
uMelomyio SEQ ID NO:83; vhCDR1, wumenmyio SEQ ID NO:86; vhCDRZ,
uMelomyio SEQ ID NO:115, m vhCDR3, wumelomyio SEQ ID NO:88.

[00166] B onmDHOM BapMaHTe OCYWEeCTBJIEHMA B U300peTeHUN
IpenJjioXeHH aHTUTEeHCBA3HBAalIMe OOMeHH, KOTOphle conepxaT VICDRI,
uMelomyilo SEQ ID NO:99, v1ICDR2, wumenmyio SEQ ID NO:82; vI1CDR3,
uMelomyilo SEQ ID NO:83; vhCDR1, wumenmyio SEQ ID NO:86; vhCDRZ,
uMelomyio SEQ ID NO:115, m vhCDR3, wumMmelomyilo SEQ ID NO:88.

[00167] B omDHOM BapMaHTe OCYWMEeCTBJIEHMA B U300peTeHUu
IpenJjioXeHH aHTUTEeHCBA3HBaIMe NTOMeHHE, KOTOphle conepxaT VICDRI,
uMmelomyilo SEQ ID NO:100, v1CDR2, wuMmenmyio SEQ ID NO:82; vI1CDR3,
uMmelomyio SEQ ID NO:83; vhCDR1, wumenmyio SEQ ID NO:86; vhCDRZ,
uMelomyilo SEQ ID NO:115, m vhCDR3, wmmMmenmyilo SEQ ID NO:88.

[00168] B onmDHOM BapMaHTe OCYWMECTBJIEHMA B U300pPEeTeHUU
IpenJjioXeHH aHTUIeHCBA3HBalIMe ITOMeHE, KOTOphle conepxaT VI1ICDRI,
umMmelomyilo SEQ ID NO:101, v1CDR2, wuMmewnmyio SEQ ID NO:82; v1CDR3,
uMmelomyn SEQ ID NO:83; vhCDR1, wumenmyio SEQ ID NO:86; vhCDRZ,
uMmelomyio SEQ ID NO:115, m vhCDR3, mmMmenmyilo SEQ ID NO:88.

[00169] B omnHOM BapMaHTe OCYWMECTBJIEHMA B UN300pPeTeHUU
IpenJjioXeHH aHTUIeHCBA3HBalMe IOMeHB, KOTOphle conepxaT VvI1CDRI,

umMmelomylo SEQ ID NO:102, v1CDR2, wuMmenmyion SEQ ID NO:82; v1CDR3,
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uMelomylo SEQ ID NO:83; vhCDR1, wumenmyio SEQ ID NO:86; vhCDRZ,
uMernmyio SEQ ID NO:115, m vhCDR3, umMmenmyio SEQ ID NO:88.

[00170] B wm300peTeHMM MIPEOJIOKEHE AHTUIEHCBA3HBAKIME JIOMEHH
K Tay-0esky pSerdl3 deyoBeka. Kak NOKa3aHO B IpuMepax, I[IPeNJIOXKeH
pPAI  T'YMaHU3VMPOBAHHEIX  BapuabOeJIbHEIX  OOMEHOB  TSEXeJIOM Leldu U
BaprabeJIbHEIX HOOMEHORBR JIeTKOM ILlelM, KOTOPHE MOTYT OHBTb OOBeOMHEHE
B Jo00o¥ KOMOMHaUMM M MOTYT OHTE IOOaBJIEHH K KOHCTAHTHBIM IOMEHaM
IgG dejioBeka B JioOOM KOMOMHAILIUM .

[00171] B omHOM BapMaHTe OCYymMeCcTBJIeHMS BapuabellbHBM IOMEH
Jerkomn LIerm Tal505-VL46 (SEQ ID NO:84) KOMOMHUPYIOT c
BapuabeJlbHEM OOMEeHOM TsaxeJon uenu Talb05-VH11 (SEQ ID NO:116)
O0Jia Cco3maHuA Fv-OoMeHa, KOTOPEM CBA3HBaeT pSerdl3 Tay. B sTOoM
BapMaHTe OCYMEeCTBJIeHMS KOHCTAHTHEIM [IOOMeH TIXeJIOM Lelu ueJIOBeKa
BHOpaH wu3 SEQ ID NO:118, 119, 120, 121, 122, 123, 124, 125 wmu
126, a KOHCTaHTHHEI IOOMEeH Karlllla JIeTKOM llelM ueJloBekKa IpelcTaBJieH
SEQ ID NO:52.

[00172] B oOHOM BapMaHTe OCYIMEeCTBJIeHMS BapuabeJIbHEM IOMeH
JerkKomn Lenm Talb05-VL46 (SEQ ID NO:84) KOMOMHUPYIIOT c
BapuabeJIbHEM OOMeHOM TsxeJon uernm Tal505-VH65 (SEQ ID NO:117). B
STOM BapuaHTe OCYMEeCTBJIeHMS KOHCTAHTHHIY OOMEH TSEXKeJIOM Lelu
yeJioBeka BHOpaH m3 SEQ ID NO:118, 119, 120, 121, 122, 123, 124,
125 m 126, a KOHCTAHTHHM JOMeH Kalllla JeTrkKo¥ IlLelM uYeJloBeKa
npencrasjeH SEQ ID NO:52.

[00173] B omHOM BapMaHTe OCYIeCTBJIeHUS BapuabeJIbHHM IOMeH
JeTKOoMn Lnernm Tal505-VL47 (SEQ ID NO:104) KOMOMHUPYIIOT c
BapuabeJIbHEM OOMeHOM TsaxeJor uernm Tal505-VH11 (SEQ ID NO:116). B
5TOM BapuaHTe OCYMEeCTRBJIeHMSA KOHCTAHTHHIM HOOMEH TIKeJIOM Lelu
yeJioBeka BHOpaH m3 SEQ ID NO:118, 119, 120, 121, 122, 123, 124,
125 m 126, a KOHCTAHTHHM JOMeH Kallla JeIrkKko¥ Ilelr uYeJjloBeKa
npencrasjeH SEQ ID NO:52.

[00174] B omHOM BapMaHTe OCYIleCTBJIeHMS BapuabellbHBM IOMeH
JIeTKOM Lerm Tal505-VL47 (SEQ ID NO:104) KOMOMHUPYIOT c
BapuadbeJIbHHEM OOMeHOM TsaxeJon uernm Talb05-VH65 (SEQ ID NO:117). B
5TOM BapMaHTe OCYMeCTRBJIeHMSA KOHCTAHTHHM HOOMEH TIXKeJIOM Lenu
yeJioBekKa BHOpaH m3 SEQ ID NO:118, 119, 120, 121, 122, 123, 124,

125 m 126, a KOHCTAHTHHM JOMeH Kallla JeIrkKo¥ IlelM uYeJjloBeKa
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npencrasjen SEQ ID NO:52.

[00175] B oOHOHOM BapMaHTe OCYmeCTBJIeHMSA BapuabeJIbHEM JIOMeH
jerkom uemm Tald05-VL46 G34A (SEQ ID NO:105) KOMOMHUPYIT C
BapuabeJbLHHM OOMeHOM TaxkeJon uemnm Talb05-VH11 (SEQ ID NO:116). B
5TOM BapMaHTe OCYWMeCTRBJIeHMSA KOHCTAHTHHM HOOMEH TIXKeJIOM Lelu
yeJjioBekKa BHOpaH m3 SEQ ID NO:118, 119, 120, 121, 122, 123, 124,
125 m 126, a KOHCTAHTHHM JOMeH Kallla JerkKoy IlLelru uYeJloBeKa
npencrasjeH SEQ ID NO:52.

[00176] B omHOM BapMaHTe OCYymMeCcTBJIeHMS BapuabOellbHBM IOMEH
Jerkom uemnm Tald05-VL46 G34A (SEQ ID NO:105) KOMOMHUPYIT C
BapuabesIbHEM OOMeHOM TsaxeJiom uenm Talb505-VH65 (SEQ ID NO:117). B
5TOM BapMaHTe OCYWeCTBJIeHMSA KOHCTAHTHHM IOOMEH TIXeJIOM Lelu
yeJjloBeka BHOpaH u3 SEQ ID NO:118, 119, 120, 121, 122, 123, 124,
125 m 126, a KOHCTAHTHHEM IOMEH Kalla JerkKoMW Lielu uYeJloBeka
npezncraBjed SEQ ID NO:52.

[00177] B oOOHOM BapMaHTe OCYIeCcTBJeHMS Bapuab®eJIbHEM IOMeH
jerxko uemm Talb505-VL46 G34S (SEQ ID NO:106) KOMOMHUPYIT C
BapuadesIbHEM OOMeHOM TsaxeJiol uernm Tal505-VH11 (SEQ ID NO:116). B
STOM BapuaHTe OCYMEeCTBJIeHMS KOHCTAHTHHIM OOMEH TSXKeJIOM Lelu
yeJioBeka BHOpaH m3 SEQ ID NO:118, 119, 120, 121, 122, 123, 124,
125 m 126, a KOHCTAHTHHM JOMeH Kalllla JeIrkKo¥ LelM uYeJloBeKa
npencrasjeH SEQ ID NO:52.

[00178] B omHOM BapMaHTe OCYIeCTBJIeHMS BapuabeJIbHHM IOMeH
Jjerkom uemm Tald505-VL46 G34S (SEQ ID NO:106) KOMOMHUPYT C
BapuabeJIbHEM OOMeHOM TsaxeJon uernmu Tal505-VH65 (SEQ ID NO:117). B
5TOM BapuaHTe OCYMEeCTBJEeHMS KOHCTAHTHHIM HOOMEH TIKeJIOM Lelu
yeJioBeka BHEHOpaH m3 SEQ ID NO:118, 119, 120, 121, 122, 123, 124,
125 m 126, a KOHCTAHTHHM JOMeH Kallla JeIrkKo¥ IlLelr uYeJjloBeKa
npencrasjen SEQ ID NO:52.

[00179] B omHOM BapMaHTe OCYmeCcTBJIeHMS BapuabellbHHM IOMeH
Jerkom uemm Tald505-VL46 G34T (SEQ ID NO:107) KOMOMHUPYT C
BapuabeJbHEM OOMeHOM TsaxeJon uemnmu Talb05-VH11 (SEQ ID NO:116). B
STOM BapuaHTe OCYMeCTRBJIeHMSA KOHCTAHTHHIM HOOMEH TIXKeJIOM Lenu
yeJioBekKa BHOpaH m3 SEQ ID NO:118, 119, 120, 121, 122, 123, 124,
125 m 126, a KOHCTAHTHHM JOMeH Kallla JeIrkKoy IlLelr uYeJjloBeKa

npencrasjen SEQ ID NO:52.
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[00180] B omHOM BapMaHTe OCYmMeCcTBJIeHMS BapuabellbHHM IOMeH
jerkom uemm Tald505-VL46 G34T (SEQ ID NO:107) KOMOMHUPYT C
BapuabeJbLHEM OOMeHOM TaxkeJon uenmu Talb05-VH6L (SEQ ID NO:117). B
S5TOM BapMaHTe OCYWMeCTRBJIeHMSA KOHCTAHTHHM HOOMEH TIXKeJIOM Lelu
yeJioBekKa BHOpaH m3 SEQ ID NO:118, 119, 120, 121, 122, 123, 124,
125 m 126, a KOHCTAHTHHM JOMeH Kalla JeIKoy LelM uYeJjloBeKa
npencrasjeH SEQ ID NO:52.

[00181] B omHOM BapMaHTe OCYMeCcTBJIeHMS BapuabellbHBM IOMEH
Jerkom uemm Tald505-VL46 N33Q (SEQ ID NO:108) KOMOMHUPYIT C
BapuabesIbHEM OOMeHOM TaxkeJom uenm Talb505-VH11 (SEQ ID NO:116). B
5TOM BapMaHTe OCYWeCTBJIeHMSA KOHCTAHTHHM IOOMEH TIXeJIOM Lelu
yeJjioBeka BHOpaH u3 SEQ ID NO:118, 119, 120, 121, 122, 123, 124,
125 m 126, a KOHCTAHTHEM IOOMEH Kalla JerKoM Lelu uYeJloBeka
npezncraBjeH SEQ ID NO:52.

[00182] B oOOHOM BapMaHTe OCYIEeCTBJeHMS BapuabeJIbHEM IOMeH
jerko uemm Talb505-VL46 N33Q (SEQ ID NO:108) KOMOMHMPYIT C
Bapra®eJIbHEIM OOMEeHOM TaxeJion 1enu Talb05-VH65 (SEQ ID NO:117). B
5TOM BapMaHTe OCYIeCTBJIeHMS KOHCTAHTHEIM IOMEH TaXeJIOM Lelu
yeJioBeka BHOpaH m3 SEQ ID NO:118, 119, 120, 121, 122, 123, 124,
125 m 126, a KOHCTAHTHHM JOMeH Kalllla JerkKo¥ lLelrM uYeJloBeKa
npencrasjeH SEQ ID NO:52.

[00183] B omHOM BapMaHTe OCYIeCTBJIeHMS BapuabeJIbHHM IOMeH
Jerkom uenr Talb505-VL46 N33Q G34A (SEQ ID NO:109) KOMOMHMPYIOT C
BapuabeJIbHEM OOMeHOM TsxeJor uernmu Talb505-VH11 (SEQ ID NO:116). B
5TOM BapuaHTe OCYMEeCTBJIEeHMSA KOHCTAHTHHIM HOOMEeH TSIKeJIOM Lelu
yeJioBeka BHOpaH m3 SEQ ID NO:118, 119, 120, 121, 122, 123, 124,
125 m 126, a KOHCTAHTHHM JOMeH KaIllla JeIrko¥ IlLelr uYeJjloBeKa
npencrasjeH SEQ ID NO:52.

[00184] B omHOM BapMaHTe OCYIeCcTBJIeHMS BapuabellbHHM IOMeH
Jerkom uenr Tal505-VL46 N33Q G34A (SEQ ID NO:109) KOMOMHMPYIOT C
BapuabeJIbHHM OOMeHOM TsaxeJon uernm Talb05-VH6L (SEQ ID NO:117). B
5TOM BapuaHTe OCYMeCTRBJIeHMSA KOHCTAHTHHM HOOMEH TIKeJIOM Lelu
yeJioBeka BHOpaH m3 SEQ ID NO:118, 119, 120, 121, 122, 123, 124,
125 m 126, a KOHCTAHTHHM JOMeH Kalla JeIrkKko¥ IlLelr uYeJjloBeKa
npencrasjeH SEQ ID NO:52.

[00185] B omHOM BapMaHTe OCYymecTBJeHMS BapuabellbHBM IOMeH
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jerkom uemm Tald505-VL46 N33D (SEQ ID NO:110) KOMOMHUPYT C
BapuabeJbLHHM OOMeHOM TaxeJon uemnm Talb05-VH11 (SEQ ID NO:116). B
5TOM BapMaHTe OCYMeCTRBJIeHMSA KOHCTAHTHHIM HOOMEH TIXKeJIOM Lelu
yeJioBekKa BHOpaH m3 SEQ ID NO:118, 119, 120, 121, 122, 123, 124,
125 m 126, a KOHCTAHTHHM JOMeH Kalla JeIkKoy IlLelM uYeJjloBeKa
npencrasjeH SEQ ID NO:52.

[00186] B omHOM BapMaHTe OCYymMeCcTBJIeHMS BapuabellbHBM IOMEH
Jerkom uemm Tald505-VL46 N33D (SEQ ID NO:110) KOMOMHUPYIT C
BapuabeslbHHM OOMeHOM TaxeJonm uenm Talb505-VH65 (SEQ ID NO:117). B
5TOM BapMaHTe OCYWeCTBJIeHMSA KOHCTAHTHHM HOOMEH TIXeJIOM Lelu
yeJioBekKa BHOpaH m3 SEQ ID NO:118, 119, 120, 121, 122, 123, 124,
125 m 126, a KOHCTAHTHHEM JOMeH Kalllla JeIrkKoy Lelru uYejloBeKa
npezncraBjeH SEQ ID NO:52.

[00187] B oOHOM BapMaHTe OCYIEeCTBJIeHMS BapuabeJIbHEM IOMeH
jerxko uemm Talb505-VL46 N33S (SEQ ID NO:111) KOMOMHMPYIT C
Bapra®eJIbHEIM OOMEHOM TsaxeJion 1enmu Talb505-VH11 (SEQ ID NO:116). B
5TOM BapMaHTe OCYIeCTBJIeHMS KOHCTAHTHEIM IOMEH TAXeJIOM Lelu
yeJioBeka BHOpaH m3 SEQ ID NO:118, 119, 120, 121, 122, 123, 124,
125 m 126, a KOHCTAHTHHM JOMeH Kalllla JeTrkKo¥ ILelM uYeJloBeKa
npencrasjeH SEQ ID NO:52.

[00188] B omHOM BapMaHTe OCYIeCTBJIeHUS BapuabeJIbHHM IOMeH
Jjerkom uemmu Taldb505-VL46 N33S (SEQ ID NO:111) KOMOMHUPYT C
BapuabeJIbHEM OOMeHOM TsxeJior uernmu Tal505-VH6L5 (SEQ ID NO:117). B
5TOM BapuaHTe OCYMeCTBJIEeHMS KOHCTAHTHHIM HOOMEeH TEKeJIOM Lelu
yeJioBeka BHEHOpaH m3 SEQ ID NO:118, 119, 120, 121, 122, 123, 124,
125 m 126, a KOHCTAHTHHM JOMeH Kallla JeIrko¥ IlLelr uYeJjloBeKa
npencrasjeH SEQ ID NO:52.

[00189] B oOHOM BapMaHTe OCYmMEeCTBJIeHMS BapuabeJIbHEM IOMeH
Jerkom uemm Tald505-VL46 N33T (SEQ ID NO:112) KOMOMHUPYIT C
BapuabesIbHEM OOMeHOM TsaxeJon uemnm Talb05-VH11 (SEQ ID NO:116). B
5TOM BapuaHTe OCYMeCTRBJeHMSA KOHCTAHTHHIM HOOMEH TIXKeJIOM Lelu
yeJioBeka BHOpaH m3 SEQ ID NO:118, 119, 120, 121, 122, 123, 124,
125 m 126, a KOHCTAHTHHM JOMeH KaIllla JeIrkKo¥ IlelM uYeJloBeKa
npencrasjeH SEQ ID NO:52.

[00190] B oOHOM BapMaHTe OCYMEeCTBJIeHMS BapuabeJIbHEM JIOMeH

jJerkom uemm Tald505-VL46 N33T (SEQ ID NO:112) KOMOMHUPYT C
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BapuabeJIbHHM OOMeHOM TsaxkeJon uernmu Talb05-VH6L (SEQ ID NO:117). B
TOM BapMaHTe OCYMeCTRBJIeHMSA KOHCTAHTHHIM HOOMEH TIXKeJIOM Lelu
yeJioBeka BHOpaH m3 SEQ ID NO:118, 119, 120, 121, 122, 123, 124,
125 m 126, a KOHCTAHTHHM JOMeH Kalla JeIrkKoy IlLelM uYeJjloBeKa
npencrasjeH SEQ ID NO:52.

[00191] B oOOHOM BapMaHTe OCYIeCTBJeHMSA BapuabeJIbHEM JIOMeH
Jerkom uenm Tald05-VL46 S28N (SEQ ID NO:113) KOMOMHUPYIT C
BapuabeslbHHEM OOMeHOM TaxeJon uenm Talb505-VH11 (SEQ ID NO:116). B
5TOM BapMaHTe OCYWeCTBJIeHMSA KOHCTAaHTHHM HOOMEH TIXeJIOM Lelu
yeJjioBekKa BHOpaH m3 SEQ ID NO:118, 119, 120, 121, 122, 123, 124,
125 m 126, a KOHCTAHTHHEM JOMeH Kalllla JeTrkKoy Lelr uYeJloBeKa
npencrasjeH SEQ ID NO:52.

[00192] B omOHOM BapMaHTe OCYIeCTBJIeHMS BapuabeJIbHEM IOMeH
jerko uemm Talb05-VL46 S28N (SEQ ID NO:113) KOMOMHUPYIT C
BapradeJyIbHEIM OOMEeHOM TaxeJion enu Talb505-VH65 (SEQ ID NO:117). B
5TOM BapMaHTe OCYIeCTBJIeHMS KOHCTAHTHEM IOMEH TAXeJIoM Lelu
yeJjioBeka BHOpaH u3 SEQ ID NO:118, 119, 120, 121, 122, 123, 124,
125 m 126, a KOHCTaHTHHM JIOMeH Kalllla JIeTKOoM Illenr ueJioBeKa
npencrasJjeH SEQ ID NO:52.

[00193] B omHOM BapMaHTe OCYIeCTBJIeHUS BapuabeJIbHHM IOMeH
Jerkom uenr Talb505-VL46 G34A S28N (SEQ ID NO:114) KOMOMHMPYIOT C
BapuabeJIbHEM OOMeHOM TsxeJon uernmu Tal505-VH11 (SEQ ID NO:116). B
5TOM BapuaHTe OCYMEeCTBJIeHMS KOHCTAHTHHIM HOOMEeH TSIKeJIOM Lenu
yeJioBeka BHOpaH m3 SEQ ID NO:118, 119, 120, 121, 122, 123, 124,
125 m 126, a KOHCTAHTHHM JOMeH Kalllla JeIrkKo¥ IlLelrM uYeJjloBeKa
npencrasjeH SEQ ID NO:52.

[00194] B omHOM BapMaHTe OCYmMeCcTBJIeHMS BapuabelIbHHM IOMeH
Jerkom uenr Talb505-VL46 G34A S28N (SEQ ID NO:114) KOMOMHMPYIOT C
BapuabeJIbHHM OOMeHOM TsaxeJon uernmu Talb05-VH65 (SEQ ID NO:117). B
2TOM BapuaHTe OCYMeCTBJeHMSA KOHCTAHTHHIM HOOMEH TIXKeJIOM Lelu
yeJioBeka BHOpaH m3 SEQ ID NO:118, 119, 120, 121, 122, 123, 124,
125 m 126, a KOHCTAHTHHM JOMEeH KaIllla JeIrkKo¥ IlLelM uYeJjloBeKa
npencrasjen SEQ ID NO:52.

[00195] T'yMaHM3MPOBAHHOE AaHTUTEJIO IPOTUB (OCHOPUIMPOBAHHOTO
Tay COIJIaCHO JaHHOMY M300peTeHMI0 TaKXe [OJDKHO MIPEeNIoUTUTEJIBEHO

VMeThL BapuabeslbHyID o00JIacTb TSXeJoM Lelr U BapuabelJbHYID 00JacTb
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JeTkom Lenu, VMennme creumupmUUuecKme AMMHOKMCJIO THEIE
IocJIeOBATEJILHOCTHM, B YAaCTHOCTM, YKas3aHHHE HMXe.

[00196] B KauecTBe BapuabesbHOM  oBJacTu TOXKEJION  Lellu
AHTUTEJIO II0 OaHHOMY M300peTeHMI MNIPelOloUTUTEeJSIbEHO IOJDKHO COoIOepXaThb
aMMHOKMCJIOTHYID IIOCJeIOoBaTeJIbHOCTL, MMekmykl 80% wmiam 0OoJjiee, B
JyacTHOCTM, 85% wmiam OoJjiee, ©OoJjiee KOHKpeTHO 90% wmam OoJiee, ele

foJjiee KOHKpeTHO 95% wmiam OBoJiee, eme OoJiee KOHkKpeTHO 100%,

VMOEHTUYUHOCTU c IIOCJIENOBATENBHOCTEIO, BHIOpPaHHOM n3
[IOCJIeDoBaTeJIbHOCTHU VH11 (onpenmeJyieHHOM B SEQ ID NO:18),
rIoCcJIeDOoBaTEJIbLHOCTU VH12 (ykazaHHOM B SEQ ID NO:20),
[IOCJIEDOBATEJIBHOCTU VH47 (onpenmeJyieHHOM B SEQ 1D NO:22),
[IOoCJIeEDOBATEJIBHOCTU VH61 (ompenesyieHHOM B SEQ ID NO:24),
[IOCJIEDOBATEJILHOCTU VH62 (ompenesyieHHOM B SEQ ID NO:26),
nmocjlegopaTeJIbHOCTM  VH64 (ompenejyieHHOM B SEQ ID NO:28) u
nocjenoBaTesbHOCT VHO6S5 (omnpemesenHor B SEQ ID NO:30). B onHOM

BapMaHTe OCYWEeCTBJIeHMA aHTUTEJIO I[I0 HOaHHOMYy M300peTeHUI MOXeT
comepxaTb B KauecTBe BaprabesIbHOM oBylacT T SKeJION nenmu
aMMHOKMCJIOTHYIO IIOCJIENOBATEJIBHOCTE IIOCJeloBaTeJIbHOCTM VHO6L wmim
AMMHOKMCJIO THYIO [IOCJIeOOBAaTEeJILHOCTE, MIOJIYUYEHHYIO n3
nmocjliegoBaTeJibHOCTM VH65 nocpencTBOM OomOHOM MM  0OoJjlee  3aMeH,
BHIOPAHHHIX M3 TPYIIH, COCTOAmMEM Mu3: 3aMeHH Ala B IOJOXeHUM 28 (M
no Kabat: H28) Ha Thr; 3BameHel Asn B noJioxeHum 30 (M no Kabat:
H30) Ha Ser; Bamens Val B nojgoxeHun 49 (Nt mo Kabat: H49) Ha Gly;
3aMeHH Ala B noJjioxeHum 64 (N mo Kabat: H61l) Ha Asp m 3aMeHH Gln
B noJoxeHnmu 78 (M nmo Kabat: H75) Ha Lys.

[00197] B KauecTBe BapuabesibHOM oBJlacTH JeTKOM Lernm
AHTUTEJIO II0 IOaHHOMYy M300peTeHMI MNPellOoUTUTEJIBHO IOJDKHO COIOEepPXaTh
AMMHOKMCJIOTHYK TIIOCJIENOBATEJBLHOCTE, MMenmyk 80% wmiam 0O6oJjiee, B
JyacTHOCTM, 85% wmiam OoJjiee, ©OoJee KoOHKpeTHO 90% wmiam OoJiee, ele

BoJjilee KOHKpeTHO 95% wmim  OoJee, eme ©OoJjiee kKOHKpeTHO 100%

VMOEHTUUHOCTH c IOCJIENOBATENBHOCTEID, BHIOpPaHHOM n3
riocJlenoBaTeJIbHOCTU VL15 (onpenmeJyieHHOM B SEQ ID NO:32),
riocJjlenoBaTeJIbHOCTU VL36 (onpenmeJyieHHOM B SEQ ID NO:34),
riocJjlenoBaTeJIbHOCTU VL46 (onpenmeJyieHHOM B SEQ ID NO:30),
riocJjlenoBaTeJIbHOCTU VL47 (onpenmeJyieHHOM B SEQ ID NO:38),

riocJjlenoBaTeJIbHOCTU VL48 (onpenmeJyieHHOM B SEQ 1D NO:40) "
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nocyjenoBaTenbHocTM VL5H0 (omnpenmesieHHow B SEQ ID NO:42). B OIHOM

BapMaHTe OCymeCTRBJIECHMA AHTHUTEJIO TIIO0 HOTaHHOMY MBO@peTeHMD MOXeT

ComepXaTb B KauecTBe BapMa@eHbHOﬁ obJjacTu JIeTKOM el

aAaMMHOKMCJIOTHYID I[IOCJIeIOBaTeJIbHOCTEL IocjlefoBaTeJIbHOCTM VL47  wuim

AMVMHOKNMCIIOTHYIO I10CJIeoOoBaTEeJIEHOCTE, IIOJIYUYEHHYO nus

II0CJIenOBaTEeJIEHOCTHU VL47 IIoCpenCTBOM onoHOM I DoJiee 3aMeH,

BHIOPAHHHIX M3 TPYIIHE, COCTOAMmMEX M3: 3aMeHH Asp B IIoJIoXeHuUM 17 (I

L17) (N mmo Kabat:

L37)

no Kabat: Ha Glu; BRaMeHBH Ser B IIOJIOXeHMM 28

(e
L45)

L27A) Ha Asn; =3aMeHH Gln B 1oJjioxeHuM 42 no Kabat: Ha

(Nt mo Kabat:
L40)

Leu; 3zaMeHw Gln B nojsioxeHum 50 Ha Arg M 3aMeHH

Arg B nojioxeHmm b1 (W o Kabat: Ha Leu.

[00198] B onOpyroM BapMaHTe OCYIEeCTBJIeHUA T'yMaHU3UPOBaHHOE

AHTUTEJIO MHNPOTUBE (OCOOPUIIMPOBAHHOTO Tay II0 IaHHOMY WM300peTeHM

MOXeT coIepXaTb JIoOyl KOMOMHALMI,

[00199] (1) mocJjiegoBaTeJibHOCTM VHI1
KauecTBe BapuabesIbHOM 00JIaCTM TAXEJION Lenu
VL15 (SEQ ID NO:32)

[00200] (2)

B KauecTBe BapuadesIbHOMU
nocjenoBaTesbHocT  VHI1
KauecTBe BapuabeJIbHOM o00JlacTM TIXKeJION Leln
VL36 (SEQ ID NO:34)

[00201] (3)

B KauecTBe BapuabeJIbHOM
nocjenmoBaTeJibHOCTHM VHI11
KauecTBe BapuadbeJIbHOM o0B0JlacTM TsXKeJION Leln
VL46 (SEQ ID NO:36)

[00202] (4)

B KauecTBe BapuabeJIbHOM
nocjemoBaTeJibHOCTM VHI11
KauecTBe BapuadeJIbHOM o0B0JlacTM TSEXReJION Leln
VL47 (SEQ ID NO:38)

[00203] (5)

B KauecTBe BapuabeJIbHOM
nocjenoraTeJbHOCTM VHI1
KauecTBe BapuadeJIbHOM o0B0JlacTM TEXReJION Leln
VL48 (SEQ ID NO:40)

[00204] (0)

B KauecTBe BapuabeJIbHOM
nmocjenoraTeJbHOCTM VHI1
KauecTBe BapuabeJIbHOM o0B0JlacTM TIReJION Lelu
VL50 (SEQ ID NO:42)

[00205] (7)

B KauecTBe BapuabeslbHOMU
nocjenoraTeJibHOCTH VHI12
KauecTBe BapuabdeJIbHOM o0O0JJlacTM TIXReJION Leln
VL48 (SEQ ID NO:40)

[00206] (8)

B KauecTBe BapuabeslbHOMU

ocjlemnoBaTeJIbHOCTM VH47

BEIOPAHHYIO M3:

(SEQ ID NO:116) B
M IOCJIenoBaTeJIbHOCTU
oBJjlacTy JIETKOM Lelu;
(SEQ ID NO:116) B
M IOCJIeNOoBaTeJIbHOCTH
obJlacTU JIETKOMV Lenu;
(SEQ ID NO:116) B
M IOCJIeNOoBaTeJIbHOCTH
obJlacTU JIETKOWV Lenu;
(SEQ ID NO:116) B
M IOCJIeNOoBaTeJIbHOCTH
oBJlacTU JIETKOWV Lenu;
(SEQ ID NO:116) B
M IOCJIenoBaTeJIbHOCTH
oBJlacTU JIETKOWV Lenu;
(SEQ ID NO:116) B
M IOCJenoBaTeJIbHOCTH
oBJlacTU JIETKOW Lenu;
(SEQ ID NO:20) B
M IOCJenoBaTeJIbHOCTH
oBJlacTU JIETKOW Lenu;

(SEQ ID NO:22) B
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KauecTbBe BapuabeJIbHOM 0O0JacTM TsXeJIOM LelM M [IOCJeOOoBaTeJIbHOCTHU
VL48 (SEQ ID NO:40) B kauecTBe BapuabeJibHOM 006JacTM JIeTKOW Lenu;
[00207] (9) rocJiemoBaTeJyibHOCTM VHG1 (SEQ ID NO:24) B
KaueCcTBe BapuabeJIbHOM 00JacTM TsXKeJIOM LelM M [IOCJeHOoBaTeJIbHOCTHU
VL48 (SEQ ID NO:40) B kauecTBe BapuabeJbHOM 006JacTM JIeTKOW Lenu;
[00208] (10) mocJiemoBaTeJyiIbHOCTM VHG62 (SEQ ID NO:206) B
KauecTbBe BapuabeJIbHOM 0O0JacTM TsKeJIOM Lelr M [IOCJeHOoBaTeJIbHOCTHU
VL48 (SEQ ID NO:40) B kauecTBe BapuabeJibHOM 006JacTU JIeTKOW Lenu;
[00209] (11) nocJiemoBaTeJyibHOCTM VHG64 (SEQ ID NO:28) B
KauecTBe BapuabeJIbHOM 0B0JIacTU TsKeJION Lelr M I[I0CJeHoBaTeJIbHOCTHU
VL47 (SEQ ID NO:38) B kauecTBe BapuabeJibHOM 006JacTU JIeTKOW Lelu;
[00210] (12) rmocJiemoBaTeJyibHOCTM VHG64 (SEQ ID NO:28) B
KauecTBe BapuabeJIbHOM o0O0JacTM TAXEJION LeNM M II0CJefoBaTeJIbHOCTU
VL48 (SEQ ID NO:40) B kauecTBe Bapuad®eslbHOM o0BJacTH JIEeTKOM Lelu;
[00211] (13) nocJyaemoBaTeJbHOCTM VH65 (SEQ ID NO:117) B
KauecTBe BapuabeJIbHOM 0O0JacTM TAXKEJION LeNM M IIOCJefoBaTeJIbHOCTU
VL47 (SEQ ID NO:37) B kKauecTBe Bapuad®eslbHOM oOJacTH JIeTKOM Lelu;
[00212] Bubupas aMMHOKMCJIOTHEE I[ocjenoBaTesbHoCTM CDR m/uim
BapuadbeJsIbHHX of6JacTel TaKeJIOM Lenr M JIeTKOM LenM U3 YKa3aHHHX
BRHIlE ¥ KOMOMHUMPYS MX C aMMHOKMCJIOTHEIMM IIOCJIeOOBaTeJIbEHOCT AMU
KapKaCHBX ofJlacTel U/MIM KOHCTAHTHHEX oOJlacTel TSXeJION lLenu u
JIeTKOV LelM UYeJiloBeKa B CJiydae HeOOXOOMMOCTM, CIelMaJJMCT B HOaHHOM
0BJIaCTM TEeXHMKM CMOXeT CKOHCTPYMPOBATH I'yYyMaHU3VPOBAHHOE aHTUTEJIO
IIPOTUB bochopUIMPOBaAHHOTO Tay B COOTBETCTBUU c OaHHBEIM
n300peTeHNEM. AMMHOKMCJIO THHE IOCJIeNOBaTEeJILHOCTH KapKaCHHX
oBbjlacTel ¥/MIM KOHCTAHTHHX OOJlaCcTel TIKeJION ILenu ¥ JIeTKOM Lenn
aHTUTeJIa UYeJioBekKa MOTYT OHTH BHOpaHH, HalpuMep, U3 NOoOTHUIoB I1dgG,
IgA, IgM, IgE m IgD ueJjioOBeKa MM MX BapMaHTOB.
Cnnenupuueckre aHTUTeJla [NpoTUBR pSerdl3 Tay
[00213] B wmzobpeTeHMM TPelJIOXeH pPAl CHelIMdUMUecKMX aHTUTeJ,
BKJIOUAKMMX CJlefylmye IIape I[IOCJeNOoBaTeJJbHOCTEM TaXeJIoN Lelu U
JIeTKOW Lenn:
[00214] mAb-aPT1l: LC SEQ ID NO:184 m HC SEQ ID NO:144
[00215] mAb-aPT2: LC SEQ ID NO:184 m HC SEQ ID NO:145
[00216] mAb—-aPT3: LC SEQ ID NO:184 m HC SEQ ID NO:146
[00217] mAb-aPT4: LC SEQ ID NO:184 m HC SEQ ID NO:147



[00218] mAb-aPTb5: LC SEQ ID NO:184 m HC SEQ ID
[00219] mAb-aPT6: LC SEQ ID NO:184 m HC SEQ ID
[00220] mAb—-aPT7: LC SEQ ID NO:184 m HC SEQ ID
[00221] mAb-aPT8: LC SEQ ID NO:184 m HC SEQ ID
[00222] mAb-aPT9: LC SEQ ID NO:184 m HC SEQ ID
[00223] mAb—-aPT10: LC SEQ ID NO:184 m HC SEQ ID
[00224] mAb-aPT11l: LC SEQ ID NO:184 m HC SEQ ID
[00225] mAb-aPT12: LC SEQ ID NO:184 m HC SEQ ID
[00226] mAb—aPT13: LC SEQ ID NO:184 m HC SEQ ID
[00227] mAb—-aPT14: LC SEQ ID NO:184 m HC SEQ ID
[00228] mAb—aPT15: LC SEQ ID NO:184 m HC SEQ ID
[00229] mAb-aPTl16: LC SEQ ID NO:184 m HC SEQ ID
[00230] mAb-aPT17: LC SEQ ID NO:184 m HC SEQ ID
[00231] mAb-aPT18: LC SEQ ID NO:184 m HC SEQ ID
[00232] mAb-aPT19: LC SEQ ID NO:185 m HC SEQ ID
[00233] mAb-aPT20: LC SEQ ID NO:185 m HC SEQ ID
[00234] mAb—-aPT21: LC SEQ ID NO:185 m HC SEQ ID
[00235] mAb—-aPT22: LC SEQ ID NO:185 m HC SEQ ID
[00236] mAb—-aPT23: LC SEQ ID NO:185 m HC SEQ ID
[00237] mAb-aPT24: LC SEQ ID NO:185 m HC SEQ ID
[00238] mAb-aPT25: LC SEQ ID NO:185 m HC SEQ ID
[00239] mAb-aPT26: LC SEQ ID NO:185 m HC SEQ ID
[00240] mAb-aPT27: LC SEQ ID NO:185 m HC SEQ ID
[00241] mAb-aPT28: LC SEQ ID NO:185 m HC SEQ ID
[00242] mAb-aPT29: LC SEQ ID NO:185 m HC SEQ ID
[00243] mAb-aPT30: LC SEQ ID NO:185 m HC SEQ ID
[00244] mAb-aPT31: LC SEQ ID NO:185 m HC SEQ ID
[00245] mAb-aPT32: LC SEQ ID NO:185 m HC SEQ ID
[00246] mAb—-aPT33: LC SEQ ID NO:185 m HC SEQ ID
[00247] mAb-aPT34: LC SEQ ID NO:185 m HC SEQ ID
[00248] mAb-aPT35: LC SEQ ID NO:185 m HC SEQ ID
[00249] mAb-aPT36: LC SEQ ID NO:185 m HC SEQ ID
A”HTHUTEJIa, KOTOPHE KOHKYPUPYIT 3a& CBA3HBaHME
[00250] B IOOIIOJIHEHME K AHTUI'€HCB A3HBallM
comepXxallM WX  aHTUTeJaM, KOTOPHE CBA3HBAKTCH
yeJIOBEKa, bochopUIMPOBAHHEM B MIOJIOXEHUU 413
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n3obpeTeHMe OTHOCUTCA K  aHTUTeJaM, KOTOPEE KOHKYPUPYIRT  3a
CBABEBAHME C [IEPEUMCIJIEHHEIMM B JaHHOM IOOKYMEHTEe aHTUTEJIaMu.

[00251] T'yMaHM3UPOBAHHOE aAHTUTEJIO, KOTOpoe BHIBHIBAET
KOHKYPEHTHOEe CBA3EBaHMe pSerdl3 Tay C I'yMaHM3MPOBAHHBIM AHTUTEJIOM
OPpOTUE  (OCHOPUIIMPOBAHHOTO Tay I[IO HOaHHOMY M300peTeHMID, TakKxXe
BXOOIUT B 00BeM »OaHHOTO u300peTeHMA. JVICHOJb3yeMElM B  IOaHHOM
OOKYMEHTE TepMMH «(KOHKYPEHTHOE CRBA3HBaAHME» O3HadvaeT, UYTO, KoI'Ia
IOBa WM ©OoJiee MOHOKJIOHAJIBHEIX aHTUTeJla CBA3HBAKTCA C aHTUI'EHOM,
CBABEBaHME OIOHOT'O M3 aHTUTEJ] C aHTUI'e€HOM UHIUOMPYEeT CBA3HBaHUEM
OpYyT'OT'O aHTUuTeJla C aHTUIeHOM. KOHKYpPeHTHOE CBSA3BEBaHMe OOBUYHO
MOXeT OHTb MW3MEPeHO, HallpuMep, IIyTeM »nobaBJIeHMSA K I[IOCTOSAHHOMY
KOJIMYEeCTBY (KOHLleHTpalun) MOHOKJIOHAJIEHOT'O aHTUTeJIa OpyToTro
MOHOKJIOHAJILHOTO aHTUTeJa C BapbUPYRIUMC S ero KOJINYEeCTBOM
(KOHLEeHTpaluen) u onpeneJjieHU A KoJIMYecTBa (KOHLIEHTpalUmumM)
[IOCJIeOHETO MOHOKJIOHAJILHOT'O aHTuTeJa, npu KOTOPOM CTelleHb
CBABEBaAHUA NPeIHOyllel’'0 MOHOKJIOHAJIBHOT'O aHTUTeJla, HKMeKlelocda B
[IOCTOSAHHOM KOJMUeCTBe, YyMeHbllaeTcsa. CTeleHb €TI0 MHIUOMPOBAHUA
MOXeT OBITL BHpaxeHa B eduHUIlax IC50 wmiam Ki. I'yMaHU3MPOBaHHOE
aHTUTEJIO, KOoTopoe BHI3HIBAET KOHKYpPEeHTHOEe CBSA3LHBaHUE c
T'YMaHM3UMPOBAHHEIM AHTUTEJIOM I[IPOTUMB (QOCOOPMIMPOBAHHOTO Tay IO
OaHHOMY M300peTeHuin, O3HauvaeT aHTuUTeJio, umMmekmee I1IC50, paBHy®L 1
MKM mJImM MeHee, B dYacTHocTM 100 HM wmam MeHee, OoJjiee KOHKpeTHO 10
HM wWJIM MeHee, TIpU U3MEPEHUM CBA3BBaAHMSA aAHTUTEH—aHTUTeJIO C
VICIIOJIL 30BaHMeEM T'YMaHM3UPOBAHHOTO aHTUTeJa IPOTUB
bochopUIIMPOBAHHOTO Tay IIO OaHHOMy M300peTeHMI B KOHIeHTpauum 10
HM.

[00252] VccienoBaHmsa KOHKYPEHTHOTO CBSA3HBaHUA MOT'YT
IPOBOIUTLCSA, KaK M3BeCTHO B HaHHOM 00JacTM TexXHMKM, OOBUHO C
UCIIOJIb30BaHMeM aHaJM30B CBA3HBaHMAa SPR/Biacore® wmimu Octet®, a
Takxe TBepmodaszHoTo MIA M KJIETOUHHX MCCJedOBaHUM.

[00253] B HEeKOTOPHX BapMaHTax OCYIEeCTBJeHUd BapuabellbHEe
OOMEHH T XeJION u JeTkomn lemnen aHTUTEJ, IEMOHCTPUPRYIMUX
KOHKYPEeHTHOe CBSA3HBaHMe, MUMenT II0 MeHbled Mepe 85%, 90%, 95%,
98% MJIN 99% MOEHTUYHOCTH, 10 MeHbIleM Mepe, c OOHOM U3
BapuabeJbLHHX  obJacTein, OIIMCAHHEIX B OaHHOM JOKYMeHTe, u B

KOHCTAaHTHEIX oIoMeHax VMET 10 MeHbBIIeM  Mepe 99 JZNIZ! 100%
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UISHTUMUYHOCTM C IIOCJIeIOoBaTeIbHOCThID I1IgG UYeJloBeka, OIMCAHHOM Ha
dur. 13.

[00254]

AMMHOKMCJIIOTHEIE 3aMeHEH

[00255] B @momoJiIHEHMe K IIOCJIedOoBaTeJIbLHOCTSAM, OIMCAaHHEM B
OaHHOM JOKYMeHTe, B WU300PETEHUM I[PEeOJIOXEHH aHTUI'EeHCBA3HBAKIMINME
OOMEHEl M COIepXallMe WMX aHTUTeJla, KOTOPHE MOT'YT MMETH OOHY WM
foJjiee aMMHOKMCJIOTHHIX 3aMeH II0 CpaBHEeHMI0 C POOUTEJILCKOM MCXOOHOM
[IOCJIeIOBRATEJIbHOCTRIO.

[00256] TaxkxumMm oO0Opa30M, HaIpuMep, IJA BCeX I[IEePeUMCIJIeHHEX B
IOaHHOM JIOKYMeHTe BapuabeJIbHEX »OOMEeHOB TIKeJION U JIETKOM Lelu
MOTYT OHTBH CO3IOaHB OOIOJIHUTEJIbHEIE BapuaHTH. Kak yKasaHO B JaHHOM
IOOKYMEHTe, B HEeKOTOPHX BapMaHTax OCYyIeCTBJeHMsS Habop u3 6 CDR
MoxeT ¥mMMeTs O, 1, 2, 3, 4 wmimM 5 aMMHOKMCJIOTHHEX MOIOMOUKALUM (C
AMMHOKMCJIOTHEIMM 3aMeHaMM, HaXOoIdlMMY KOHKpeTHOe IIpMMeHeHMue). B
STUX BapMaHTax OCYIeCTBJIeHMHA, KaK IOIpaBujio, onHa CDR wuMeeT He
BoJee 1 NI 2 aMVHOKMCJIO THEIX 3aMeH, a My TUPOBaHHEE
[IOCJIENOBATEJNILHOCTM COXPaHAKT CBSA3HEBaHMe C Tay-0eilkoM pSerdl3.
OmHako, Korma AMUHOKMCJIO THHE BapMaHTH BHOCATCHA B CDR
mocJjlefoBaTeJIbHOCTEM, OINMCAHHEIX B ITaHHOM IOKYMeHTe, IIOJIYUeHHEE
CDR He oTHOCATCAa k CDR MemmM, oOOMCaHHEM B PCT/JP13/65090 wmu
npuBedeHHEM B SEQ ID NO:81, 82 m 83 (CDR BapmabenbHOM oO6JacTu
Jerkom uemnmu) m SEQ ID NO:86, 87 m 88 (CDR BapmuabejbHOV o006JacTu
TAXEJION Lenn) .

[00257] B HEeKOTOPHX Clydadx MOTYT OHBTE CIHEeJIaHE M3MeHeHUS B
KapKacHoM of6JjacTu (ofJjacTax) BapradeJbHHEX OOMEHOB TIXKeJION u/Uiu
JerkoM lele. B 2ToOM BapMaHTe IIPeONoUTUTeJIbHHEe BapMaHTH B
KapKacHHX o00JlacTax (HalnpuMmep, MckJouas CDR) COXpaHglnT 10 MeHbIeu
Mepe okoJio 80, 85, 90 mam 95% MIOEHTHMUYHOCTM I[IOCJIeIOBaTeJIbHOCTHU C
3apOoIHIIeBOM JIMHMEN uejloBeka. TakKuMM obpa3oM, HaIpuMep, UWIeHTUUHLE
CDR, KaK OIMCaHO B JaHHOM JIOKYyMeHTe, MOTYT OHTb OOBEOMHEHE C
pasJIndHEMA KapkaCHBEMA MOCJIeIOBaTEJIBHOCT AMU n3
IocjleIoBaTEeJIbHOCTEN 3apolbIleBOM JIMHUM UYeJiloBeKa, IIPpU YCJIOBUM, UTO
KapKacHHe o00JIacTM COXPaHAT II0 MeHbmey Mepe 80, 85, 90 wmam 95%
UISHTUUHOCTU IIOCJIeOOBATEeJILHOCTM C 3apOolbIMeBOM JIMHMEN ueJiIoBeKa.

[00258] B HEKOTOPHIX BapmMaHTax OoCyleCcTBJIEHUSA OJis



69

TYMaHM3UPOBAHHEX JIeTKMX Illelel, ONMCAaHHHX B JaHHOM OOKYMeHTe,
HauboJee OJIM3KOM  3apolbIleBOM  JIMHMENW JIeTKOM lLelM  ueJjloBekKa
aByugeTrca I1GKV2-30, koTopas Ha 81% MIOEeHTMUYHa II0CJIENOBATEJIEHOCTSAM,
IpelCTaBJIEHHEM B IaHHOM JOKyMeHTe. TakuMmM oO0pas0M, OOIIOJIHUTEJIbHHE
BapMaHTH MOTYT OBTH CO3IaHBE B KapKacCHHEX o0B0JlacTax JeTKMX lelen
Ipu yYCJOBUM, UYUTO MISHTUMUHOCTL COCTaBJIgeT 10 MeHblel Mepe Ha 80%,
85%, 90% mymm 95% c IGKV2-30.

[00259] ;g TYMaHMBUPOBAHHHX TAIXEJIHX llelel B OaHHOM Cclydae
HauboJee OJIM3Kasg 3apolbllieBasd JIMHMA UYeJIoOBeKa MOJIA TSXKeJoM Lelu
npencraBjigeT cobon IGHV3-73, KoTOopad Ha 85% UOEHTUUHA
[IOCJIeIOBATEJIbHOCTAM, IIPpelCTaBJIEHHEIM B IaHHOM IOOKYyMeHTe. TakKuMm
o6pasoM, HOOINOJIHUTEJILHHE BapMaHTH MOTYT OBTHB CO3IOaHH B KapKaCHHX
obJylacTax JeTKMxX lelner IOpu YCJOBUM, UTO MUIEHTHUUHOCTL COCTAaBJISET
1o MeHbmeM Mepe Ha 80%, 85%, 90% mmm 95% ¢ IGHV3-73.

[00260] B aJIb TepHaTUBHOM BapMaHTe CDR MOTYT VMeThb
aMMHOKMCJIOTHEE MOIOMOMKaUuM (Haopumep, #u3 1, 2, 3, 4 wniaum 5
AMMHOKMCJIOTHEIX MOoIMbukaumui B Habope CDR (To ecTb CDR MOTYT OHTBH
MOOUGUUMPOBAHE IIPM YCJIOBMM, UYTO ofmee KOJUMUECTBO M3MEeHEeHUM B
Habope M3 6 CDR cocTaBJgeT MeHee 6 aMUMHOKMCIIOTHHX MOIMOUKALINM,
npuueM Jmobas xoMOmHaumsga CDR  M3MeHSIeTCs; HalpyuMep, MoXeT OHTb
OOHO Wu3MeHeHMe B VICDR1, nmBa B VhCDR2, HM omHOTO B VhCDR3 um T.
o.)), a Takxe M3MeHeHMS B KapkacHoOM o6JacTu OpK YCJIOBUM, UTO
KapkKacHHe o00JlacTM COXPaHdgiT, I[I0 MeHblel Mepe, 80, 85 wmium 90%
UISHTUUHOCTM C IIOCJIeIOBATEJILHOCTLI0 BapPOObBIeBOV JIMHUM UYeJloBeka, a
IIOJIYUEeHHEIe CDR He OTHOCHATCSH K CDR MBI, OIIMCAaHHEIM B
PCT/JP13/65090 u mnpuBemeHusM B SEQ ID NO:81, 82 m 83 (CDR
BapuabesbHOM oBJjlacTu JierkoM uemnmu) m SEQ ID NO:86, 87 m 88 (CDR
BapuabesIbHOM 0BJIacTU TIKeJION ILenu) .

[00261] Kak [npaBWJIO, IIPOLEHT MIOEHTUUHOCTM IJIsI CpPaBHEHUS
MexIy aHTuTeJaMM OpOoTHMBR pSerdl3 Tay cocTaBJageT II0 MeHbIleM Mepe
75%, 1o MeHbmel Mepe 80%, 1o MeHbmel Mepe 90%, OPedNOUTUTEJILHO
10 MeHbIleM Mepe okoJio 95, 90, 97, 98 wmym 99%. [MpolieHT
UISHTUUHOCTM MOXeT OHTL oIpelneJieH BIOJbL BCeM aMMHOKMCJIOTHOM
IocjlefoBaTeJIbHOCTHM, HalpuMep, BcCeM TaReJION WM JIeTKOM Lelu WIn
BOOJIbL YacTu lelek. Hampumep, B olOpelesieHVMe aHTUTeJ IIPOTUB

pSerd4l3-Tay 1o n300peTEeHND BKJIIOUEHE Te, KOTOPEHE VIMET
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UISHTUMYHOCTL BOOJIL BcelM BapuabenbHOM objlacTu (Haopumep, IIe
UIEHTUUHOCTL cocTaBageT 95 wmiam 98% BOoJib BapuabelIbHHX objacTel)
MM BIOOJIL BCeM KOHCTAaHTHOM o6JacTu.

HyKJIEMHOBEIE KMCJIOTH I10 M300peTeHU

[00262] Taxkxe MOpemoCTaBJIEHH KOMIIO3UIMM HYKJIEMHOBEX KUCJIOT,
KOOUpyKIMe aHTuUTeJla NOpoTuB pSerd4dl3 Tay IO M300peTeHM, a TaKxe
BEKTOPE DKCIPECCUM, CcoIepXallMe HYKJIEMHOBHE KUCJIOTH, W KJIETKU—
X0354eBa, TpaHCOOPMUPOBAHHEE  KOMIIO3UUMAMMY  HYKJIEVMHOBOWM  KMCJIOTEH
/NI BeKTopa DKcIOpeccum. Kaxk 0OymeT I[IOHSTHO ClHelMaJucTaM B
OaHHOM o0O6JacTM TexXHMKM, I[IOCJIemoBaTeJIbHOCTH ©OeJika, I[IPpMBEIEeHHHE B
OaHHOM IOKYMEHTe, MOI'yT KOOMPOBATBHCH JIOOBM UMCIIOM BO3MOXHEIX
[IOCJIEIOBATEJILHOCTEN HYKJIEMHOBEX KMUCJIOT BCJIEeICTBME BHPOXISHHOCTHU
TeHeTMUYeCKOT'O Kola.

[00263] TaxuMm oBpas3omM, B n300peTeHnUn OOIIOJIHUTEJILHO
IpenJIOXeHE KOMITO 3ULIUA HYKJIEMHOBEIX KUCJIOT, KOOUPYIOMX
AHTUTEeHCBA3HBAKIMEe OOMEHE M CcoIepXallle WMX aHTuTeJa. Kak Oyner
TIOHATHO crnelnMagmMcTaM B OaHHOM  0oOJlacTM  TexXHUKH, B ciyuyae
AHTUTEHCBASZHBAKIMX OOMEHOB KOMIIOBULUMY HYKJIEMHOBEIX KUCJIOT OOBUHO
comepxaT IIepPBYI HYKJIEMHOBYID KMCJIOTY, KOIMPYWOIYID BapuabellbHuM
IOMeH TaXeJION Lelr, ¥ BTOPYID HYKJIEMHOBYI KUCJIOTY, KOIUPYIIYIO
BapuabeJyIbHHM IOOMeH JIeTKoM ULelr. B ciaydae ScFv  MoOxeT OHTH
IoJIydyeHa OIHa  HYyKJIeMHOBasd  KMCJIOTa, KoOoupykmas BapuabeJibHEE
IOOMEeHBl TsKeJION U JIeTKOM Lelel, paslesJieHHBe OeJIKOBEM JIMHKEepOM. B
cllyyae TPaIMIMOHHHEX aHTUTEJ KOMIIO3MIMM HYKJIEMHOBEX KMCJIOT OOBUHO
comepXxaT IIepBYK HYKJIEMHOBYK KMCJOTY, KOIMPYRIYK TIKEJIylD Lelb, U
BTOPYK HYKJIEMHOBYK KUCIOTY, KOOUPYHRIYK JIETKyK Ielbk, KOTOPHE
rmocye DKCIIPEeCCUM B KJIETKE CaMOIIPOM3BOJILHO cobupawnTcsa B
KTPaIULUMOHHENY» TeTpaMepHHM ¢opMaT M3 IBYX TSKeJHX Lelel UM IBYX
JeTKMX lelel.

[00264] Kak M3BEeCTHO B IaHHOM o00JaCTM TexXHUKM, HYKIJIEeMHOBEHE
KMCJIOTE, KOIMPYyKIMe KOMIIOHEHTH WM300peTeHMd, MOTYT OBTEH BKJIOUEHEH
B BEKTOPH BKCIpecCHuM, Kak M3BECTHO B IaHHOM o00JJacTM TeXHUKM, U B
3aBUCHMOCTH oT KJIETOK—XO34€eB, VICTIOJIb 30BaHE oJis MMOJIYYEHU A
TeTepOoIVMMEDPHEX aHTUTEJ  IIO n300peTEeHU. Kak ByneT MTIOHATHO
crieuMaJMcTaM B OaHHOM o0JacTM TexXHMKM, STU »OBe HYKJIeKHOBHEe

KMCJIOTH MOTYT OHTE BKJIOUEHE B OIVH BeKTOPp OJSKCIIpeCCrM WMJIM B IBa
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PasHHEX BeKTOopa »KCcIOpeccur. Kak OpaBUJIO, HYKIJIEWMHOBHEE KMCJIOTEH
GYHKIIMOHAJIEHO CBSA3aHH C JIOOHM KOJMUYECTBOM PEeTYJISTOPHHX 3JIEMEHTOR
(IPOMOTOPE, TOUKM Hauajla PpelJMKalluM, CeJIeKTHMBHHEE MapKeps, CaWuTH
CBA3EBaHMA pubBOCOM, WHIOYKTOPH M T.I.). BEKTOPH B3KCIPECCUU MOTYT
OHTE BHEXPOMOCOMHHEMM WM MHTETPUPYRIVMUCH BEKTOPaMMU.

[00265] 3BaTeM HYKJIEMHOBHE KMUCJIOTH W/MIM BEKTOPH SKCIPECCUM
10 M300peTeHMK TPpaHCOOPMUPYRT B JIOOOEe KOJUUECTBO PAa3JIMUHEX TUIIOB
KJIETOK—-X034eB, KaK B2TO XOPOMO M3BECTHO B OaHHOM OOJIacCTM TEexXHUKMU,
BKJIOUAS KJIETKM MISKONMTAKMMX, OaKTepui, IPOXKelM, HaCEeKOMHX /MU
TpubOB, IIPM DTOM KJIEeTKM MIeKoIuTaKnmux (Halpumep, kjJeTku CHO)
HaxoOAaAT I[IPpMMeHeHMe BO MHOIMX BapMaHTaxX OCYIeCTBJIEHUH.

[00266] AHTHUTeJIa infe) n300peTeHNI0 IOJIy4damnT oy TeM
KYJIbETUBMPOBAHUSA KJIETOK—X034A€B, COOepXallMX BeKTOp (H) DKCIpecCuun,
Kak BTO XOpollo M3BeCTHO B IaHHOM o06JlacTM TexXHuMKM. Ilocie
[IOJIYUEHM S BEIIOJIHAKRTCSH TPaIMLUMOHHEE 5STallbl OUUMCTKU aHTUTE.

Buojiormueckue M OUOXMMMUECKME aHaJIU3H

[00267] AxHTMUTesla OpoTuUB pSerdl3 Tay IO HM30DpeTeHMI MOXHO
aHaIM3UPOBaTEL B OTHOWEeHUMM DSOOEeKTUMBHOCTM HECKOJBKMMM CIOocoOaMu.
[TpeoBapUTEeJBLHO, aHTUTeJla MOXHO MCCJIedOoBaTh B OTHOIEHUN
CBABEBaAHUSA c Tay—-0eJIKOM  UeJIOBeKa VIV nenTuigaMm, KOTOPHE
bochopusMpoBaHE B IHoJIoXeHMM S413, C MCHOOJIB30OBaHMEM MeTOIMK,
V3BECTHHX B OaHHOM oBjacTu TexXHUKH, TaKUx KakK  MeTOIVKMU
TBepnodbaszHoro MOA (cM., Hamopumep, Ilpumep 2 (1)), Octet, Biacore
i FACS, B KOTOPHX CBA3HBaHVE C (OOCOOPUIIMPOBAHHEIMKY IIENTUIaMA
(HanpuMep, SEQ ID NO: 8) CpaBHUBAT co CBA3BEBaHUEM C
HehoCOOpPUIIMPOBRAHHEIMM [IenTunaMu (HanopuMmep, SEQ ID NO:69), kak
ONIMCaHO B JaHHOM IOKYMEHTEe.

[00268] B HEeKOTOPHX BapMaHTax OCYMEeCTBJeHUS 30PeKTUBHOCTD
CBABEBAHMA aHTUTEJ, PaCKPHTHEX B JaHHOM JOKYMeHTe, W3MepdnT C
IIOMOmBI0 aHaJM3a Bilacore. B onpenejleHHEX BapMaHTax OCYINeCTBJIEHUSA
3HaueHre Kp U3MepsgaonT C QOCOOpUIIMPOBAHHEIM Tay—0elIKkoOM. B HEeKOTOPHIX
BapMaHTax OCYIECTBJIeHMA 3HadeHMe Kp UMBMepsaonT C (OCOOPUIIMPOBAaHHHEM
Tay-HnenTuigoM. B OOHOM BapMaHTe OCYHNeCcTBJIeHUS (oCOopUIMPOBaHHEM
Tay-TenTuln QoChopMIMpyeTCsa TOJIBKO B OIHOM OCTaTke (HamnpuMmMep, SEQ
ID NO:75). B 1OpyroM BapMaHTe OCymecTBJeHUS (oCcOOopUIMPOBaAHHEM

nenTtmn GochopuIMpyeTcsa BO MHOXECTBE OCTaTkKOB (Hamnpumep, SEQ ID
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NO:76 wmimm SEQ ID NO:78). B HeKOTOPHX BapMaHTax OCYIEeCTBJIIEHUS
3HaueHne Kp WM3MepdaonT C MMMOOMIIM3OBAaHHBIM AaHTUI'E€HOM (HalpMMep,
dochopUIIMPOBAHHEM Tay—0eJIKOM I bochopMIIMPOBaHHEM Tay-—
[IenTUuOoOM) , M B BTOM Cllydyae M3MepeHMe adPUMHHOCTU  BKJIKOUAET
KOMIIOHEHT AaBUIHOCTM, T. €. IPOUCXOIUT B pPeXumMe IBYXBAaJIEHTHOTO
CBABEHBaHMA. B OpyI'Mx BapMaHTax OCYHMEeCTBJIEHUS 3HaueHue Kp MBMepsaoT
C UMMOOMJIMBOBAHHEM AaHTUTEJIOM (HaAIpMMEP, POOUTEJIECKMM aHTUTEJIOM
MBI, XYMEPHBIM AHTUTEJIOM  WJIM BapraHTaMn T'YMaHU3UPOBaAHHOT'O
aHTUTeJla), W B DTOM CJydae WM3MepeHre addMHHOCTM He BKJIKUAET
KOMIIOHEHT aBUIHOCTM, T. €. IIPOUCXOIUT B peXumMe OIHOBAJIEHTHOTIO
CBABEBaHMA. B OpyI'MxX BapMaHTax OCYIEeCTBJIEHUS 3HaueHue Kp MBMepsdT
C VMMOOMIIMBOBAHHEIM AHTUTEJIOM M C G(OCOOPMIIMPOBAHHEIM Tay—0eJIKOM B
KauecTBe aHaluTa. B »OpyI'MxX BapMaHTax OCYIEeCTBJIeHMS 3HaueHMe Kp
MU3MEPART C MMMOOMIIMBOBAHHEIM aHTUTEJIOM M C (QOCOOPUIIMPOBAaHHEIM Tay-—
[IenTUIOM B KauecTBe aHamuTa. B onpeneJieHHHX BapMaHTax
OCYIIECTBJIEHUA  3HaueHMe Kp U3MepsaonT B pPeXMMe IOBYXBAaJIEHTHOTO
CBABEBaHMA. B OpyIMxX BapMaHTax OCYIEeCTBJIEHUS 3HaueHue Ky MBMepdaT
B pexXyMe OINHOBAJIEHTHOI'O CBA3HBAHUA.

[00269] Kpome TOTO, aHTHUTeJa MIPOTUB pSerdl3 Tay 10
n300peTeHMo TakKXe MOXHO aHaJlM3MPOBATh B OTHOmMEHUM adPMHHOCTHU
CBA3LIBAHMS B ToMOTeHaTax MO3Ta 4eJloBeKa c EBA, a TaKxe
AHAJM3UPOBATH B MCCJIeIOBaHNAX HenTpalnu3aluun BA-TIOJIyUYeHHEIX
[IOCEBHHX KYJbBTYP Tay B aHaJlu3e arperaumm Tay P301L B HEC293
U/ MM B MOIeJIIX IIoCeBa M paclOpocTpaHeHUd BA-TOJYUEeHHOTO Tay C
MCIIOJIL30BaHMeM HeMpoHOB 1PSC uejioBeka B MUKPOQJIOMIOHHX KaMepax.

[00270] Kpowme TOTO, aHTHuTeJa IPOTUB pSer4dl3 Tay I10
M300peTeHnn TaKXe MOXHO MCIOJB30BaTh B MMMYyHOTHCTOXMMUUECKUX
a”"aiaMzax of6pasloB MO3Ta HalMeHTOB C BA.

[00271] Kpowme TOTO, aHTHuTeJa IPOTUB pSer4dl3 Tay 10
M300peTeHnn MOXHO aHaJM3UPOBaATE B OTHOmMEHUM 30OPEeKTMBHOCTUM Ha
KV BO THEIX MOIOeJIax KOTHMTMBHEIX pPaccTpoMCTB, BKJIOUA g BoJIe3Hb
AnburenmMepa (BA). XMBOTHHEHE @OJIS MCCJIeIOBaHMA TepaleBTUUYeCKUX WM
NpodMIaKTHUUYE CKMX areHTOBR oT KOTHUTUBHEX PacCTPOMCTB 1o
N300peTeHrI0 BKJOUAT XMBOTHHE MOIEJM KOTHUTUBHEX PaCCTPOMCTB, B
YaCTHOCTM, XKMBOTHHE MOOeJM TaylaTu¥. XMBOTHHE MOIOeJIM TayllaTul

InpenCcraBJIART cobom KMBOTHEIX, SKCIIPpeCCHUPYRIMX Tay HOPMaJIEHOI'O
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THIIa MJin MyTaHTHHﬁ Tay B I'OJIOBHOM MO3T€, n, B JaCTHOCTH,
XKVMBOTHEE MOIeJIM, IeEMOHCTPpHPpYyHIMVe HapyleHNVe KOTHUTUBHOM @yHKHMM.
Takme KMBOTHEIE, SKCIIpeCCHpyrmme Tay HOPMaJIEHOI'O THIIa MJIn
MyTaHTHHﬁ Tay B MO3Te, MOT'YT OBTB IIOJIYUEHH C [IOMOIIBK TeHHOM

VMHXeHepUN, TUIIMYHEIM TIPVMMEPOM  ABJIAIOTCHA TPaHCI'eHHEIE MBI ( MBI

Tg). XMBOTHHE MOOeJIM, TakMe Kak MemM Tg, KOTOPHE BKCIPEeCCUPYIOT
MY T aHTHBIN Tay, [10JI€ 3HH B KauecTBe MomeJien TeHeTHUUYEeCKUX
HacJeICTBEHHHX TaynaTum, HO B ciy4Jae NBYUEHNS sbdbexTa
TepalleBTUYeCKOTO areHTa NI IPOOMIIAKTUUECKOT'O areHTa oT

ClopamuMyecKMx TaylaTui, KOTOPHE COCTaBJALT OOJBIMHCTBO CJyYaeB
cpeIm Jiomey, NOpellouTUuTeJIbHO »5odberkT mnpogaBiasgeTrcd y Memen Tg,
SKCIPECCHUPYIMX Tay HOPMaJIbHOTO THula. Hambojiee TNOOXOOAMMMU B
KauecTBe  MbIIEen Tg, SKCIPEeCCUPYIIOMNX Tay  HOPMAaJIbHOTO THUIIA,
ABJIAITCA MBIOM, TIIOJIYYeHHHE B IIpMMepax I[IOJyUYeHMS IO HOaHHOMY
n30fpeTeHMo, HO TakKXe MOXHO MCIIOJb30BaTh Mbemer Tg, ONMCAaHHHX
Kambe et al. (Neurobiology of Disease, Vol.42, P.404-414, 2011)
n Kimura et al. (The EMBO J. vol.26. P.5143-5152, 2007), ob6e wus
KOTOPEIX BKJIOUEHH B IAaHHHM ITOKYMEHT IIOCPEeICTBOM CCHUJIKM BO BCeM UX
[IOJIHOTE U KOHKPETHO IJIS CO3HOaHMsS ¥ MCIOJIb30BAHUS TPAaHCITEHHHX
MeIIed. OpmHako, XxXoTd Yy MemeM 1o Kambe et al. HabGiaomaeTcs
HapylleHre KOTHUTHUBHOM O(QYHKIMWM, OHO IOABJISeTCs Iocjie 14 mMmecsaleB U
20 MecHdleB, COOTBETCTBEHHO, M, CJedoBaTeJIbHO, HAauaJlo IpoABJIAeTCs
yXe B TIIpollecce cCcTapeHusa U 20PeKTH CTapeHMI TakKxXe MOTYyT OBThH
criocobCcTBYIOIMMMKM dakTopaMy, B TO BpeMsa Kak 520QeKTH M 3aTpaTe Ha
OOJITOCPOUYHOE pa3BelleHMe TakXe BHEBEBAKT OCJOXHEHMUS.

[00272] [MpeOnouTUTEJIEHEIM METOOOM  MCCJIeOOBaHUA OelCcTBUA
TepaleBTUUeCKOTO areHTa W IpodUIIaKTUUECKOTO areHTa Ha
KOTHUTUBHEIE pPaccTpocTBa B COOTBETCTBUM C U300peTeHueM B
XMBOTHOM MOIEJM SABJISeTCAd MeTOO MCCIeloBaHMSI KOTHUTUBHOM QYHKLUMUM,
TakoM KakK TecT Ha obyueHHMe NaMATM. TakKo¥ MeTono MOXeT OHBThL TeCTOM
C BOIOHBEM Ja®upMHTOM Moppuca, I[IOMAaTOBHM TeCcToOM OOyUeHUS WK
TecTOM paclos3HaBaHMSA HOBOTO 00BLekTa, HO OPedlouTUTeJIbHO OH
npencrTaejgeT cobomr KOMOMHA LIV TECTOB OJIA NMOBeeHUEeCKUX
U3MepeHu, TaKMxX KaK TeCcT OTKPHTOTO IIoJIg, UYTOOH TIMIPMHATL BO
BHMMaHMe YCJOBMSA KOJMUECTBa NOBeleHUS UM OeClOKOMCTBAa XMBOTHHX .

[00273] B KauecTBe criocofonB nccJjaenoBaHmsa OEeMCTBUS
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TepaleBTUUeCKOTO areHTa WM IpodUIIaKTUUECKOTO areHTa Ha
KOTHUTUBHEIE PacCCTPOMCTBa B COOTBETCTBUM C U30OpeTeHMeM MOXHO
VCIIOJIL30BAThH MeTOIH uccJeloBaHUAg YPpOBHEMN Tay—0eJka W
bochopuamMpoBaHHOTO Tay B TKaHM MO3T'a BO BpeMsa BBeIOeHMHA B
XMBOTHOM MOIeJM KOTHUTMBHOTO paccTpoMcTBa. Ilpu BA U IpyTuUx
HeVpoleTeHepaTUBHEX 3aboJieBaHMAX YPOBHM DKCIpeccuMr Tay-0ejika WJIn
IIOBHIMEHHOE IaToJIOTHUYeCcKoe bochopunnpoBaHue Tay CBA3aHH c
natojgoruen (Khalid Igbal et al., Curr. Alzheimer Res., Vol.7,
p654-0664, 2010). Taxkxe XOpPOWO M3BECTHO, UYTO CHWXeHME DKCIPeCCUM
Tay ¥ aHOMaJlbHHE YPOBHU (OCHOpMIMPOBAHHOTO Tay Yy HEeKOTOPHX
IaToJIOTHUYECKUX MO EJIbHEIX K BO THEIX IPUBOOAT K YITy4dnie HMIO
KOTHUTUBHOM QYHKUMM UM MOTOpHOM OyHkuuMuM (K. Santa Cruz et al.,
Science, 30, Vol.9, p.476-481, 2005; Sylvie Le Corre et al.,
Proc. Nat. Acad. Sci. USA, Vo0l.103, p. 9673-9678, 2006). B
KauecTBe MeTona N3YUEHUS V3MeHeHUM B Tay—0eJike W
bochopuIMpoORBaHHOM Tay, BTO MOXeT OHThE OOCTUIHYTO C IIOMOIBIO
Takorro MeTola, KakK BeCTepH-OJOTTMHI C MCIOJIbB30BaHMEM I'OMOT'eHaTa
TKaHM MO3Ta, Kak OoIMcaHo B IIpUMMepax, HO ClIeluuaJMcT B IaHHOM
ofBJlacTM MOXeT BHOpaTh IPYyToM TIOOXONOAMWM  MeTOom, TakoM Kak
TRepnobasuelt MOA (Xiyun Chai et al., J. Biol. Chem., Vo0l.286, p.
34457-34467, 2011) wmiIv ¥MMyHOTUCTOXMMMUYeCKMUM MeTon (David J.
Irwin et al., BRAIN, Vol.135, p. 807-818, 2012).

CocTaBEL

[00274] CocTaBH aHTUTEJI, MCIOJIb3YEeMHX COIJIaCHO HacCTodleMy

MSO@peTeHMD, I'oTOBAT OJI4 XpaHeHMA IIyTeM CMellMMBaHMA aHTHTeJIa,

mMermeIro KeJlaeMyn CTeIlleHb UMCTOTH, C HeoOA3aTelIb HEMU
@apMaHeBTquCKM IIprmeMIJIE MEIMI HOCHUTeJIAMI, BCIIOMOT'aTeJIb HEIMIM
BemeCTeaMM 2NNz CTa@MHMBaTOpaMM (KOTOpHe B eJIOM OIIMICAaHEL B

Remington's Pharmaceutical Sciences 16th edition, Osol, A. Ed.
[1980]) B OdopmMe JIMOPMIMBMPOBAHHEIX COCTABOB WMJIM BOIHEX PacTBOPOB.
[00275] TepaleBTUUECKUN WJIN IpoduIakTUUe CKUM areHT oT
KOTHUTUBHEIX PAaCCTPOMCTB B COOTBETCTBMM C HOaHHBEM M300peTeHMeM
MOXeT OBTL COCTaBJIeH B  (QopMe dapMalleBTMUEeCKOM  KOMIIO3ULUMU,
comepxamen, [TOMMMO TYMaHM3UMPOBAHHOTO aHTUTEeJIa IPOTUB
boCcOOpPUIIMPOBAHHOTO Tay B COOTBETCTBUMM C JaHHEIM M300peTeHMeM,

@apMaHeBTquCKM HpMeMﬂeMﬂﬁ HOCUTeEJIb M/MHM IpyITre BCIIOMOI'aTeJIBEHEIE
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BellecTBa. CocTap C MCIOJIE30BaHUEM OQapMalleBTUUECKM [IPUeMIIeMOIO
HOCHTEJNA ¥/WiIM  OpYyTMX  BCIOMOTATEJIbHHX  BEmMEeCTB  MOXeT OBITE
M3TOTOBJIEH C MCIOJIE30BaHMeM crocoba, OIMCaHHOIT'O, HalpuMep, B
University of the Sciences 1in Philadelphia, “Remington: The
Science and Practice of Pharmacy, 20th EDITION”, Lippincott
Williams & Wilkins, 2000. Takoe TepalleBTUUEeCKUN VI
OpoduIIakKTUUECKUM aTl'eHT MOXeT OHTh I[IpeIOoCTaBJIEH B BUIEe XUIKOU
KOMIIO3ULNY, [IPUTOTOBJIEHHOMW pPacCTBOPEHMEM, CYCIeHOIMPOBaAHUEM WU
5MyJIETMPOBAHMEM MHIPEeOMEHTOB B CTEPMJIBHOM BOIOHOM Cpelle WU
MacCJISHOM cCpele, WIXM B BUIOE JMOOMIM3UPOBAHHOM KoOMIO3MUMM. CpeZa
W pPacTBOPUTEIb 0JIA IPUTOTOBJIEHU A TaxKoIo cocTaBa MOTYT
IpeICcTaBJIATL CcoBOM BOOHYI Cpeny, OPYMEPH  KOTOPOM  BKJIOUYAKT
IUCTWJJIMPOBAHHYID BOOY IJIS MUHBEKUMM U O(OUBUOJOTUUECKUN COJIeBOM
pacTBOP, KOTOPHM IpM XeJlaHUM MOXHO MCIIOJIB30BATE C nHobaBJIeHMEM
OCMOperyupylmero areHTa (HanpuMep, D-riokos3e, D-copbuta, D-
MaHHMTa ¥ XJopuIaa HaTpud) W/UiIXM B COUYETaHMM C  IIOOXONSIUM
PacTBOPAKINMM CPeICTBOM, TaKMM KakK CHOUPT (HalopuMep, STaHoJ),
INOJIUCHUPT (HalpUMep, IIPONUIIEHTJIMKOJIL WM IIOJIMDTUIIEHTJIUMKOJL ) , WK
HEeMOHOT €HHEIM [IOBEPXHOCTHO—aKTVBHEM BeleCTBOM (HanpuMep,
noygmcopBaToM 80 WU [IOJIMOKCUS TUJIEHOBEIM TMOPOTEHN3MPOBAaHHEM
KacTopoBHM MacjoM 50). TakoM coCTaB Takxke MOXeT OBTH IPUTOTORJIEH
C MacJISHUMCTOM Cpeno¥ WIM PpacTBOPUTEJIEM, I[IPUMEPH KOTOPHX BKJIOUAT
KYyHXYyTHOE MacJIO M COeBOe MacJio, KOTOpEe HeoOsa3aTeJIbHO MOXHO
MCIIOJIE30BaATE B COUEeTaHMM C pPacTBOPAKIMM CPEeOCTBOM, TaKMM Kak
BeHsnIOeH30aT U OeH3WJIOBHM COMPT. Takue XUIKMe JIeKapCTBeHHHE
CpeICTBa yacTo MOTYT OBITHB IPUTOTOBJIEHE C VCIIOJIE 30BaHMEM
COOTBETCTBYKHIMX »IODaABOK, TaKMxX Kak OybepHEHe aT'eHTH (HaIpMUMep,
dbochaTHEE OybepHEEe aT'eHTEL " aleTaTHEE OybepHEe aTeHTH) ,
cMATYaplye al'eHTH (HallpuMep, XJopul OeH3aJIKOHUSA U IUIPOXJIOPUI
IpokKauHa), CTabuiIM3aTopH (HaopuMMep, UYeJIOBeUEeCKMM CHBOPOTOUHHMN
aJib OyYMUH n [IOJIMB TUJIEHTJIMKOJIE ) , KOHCEepPBaHTH (HanpuMep,
ackopbuHOBadg KMUCJIOTa, SPUTOPOMHOBA A KMCJIOTa " X conm) ,
KpacuTeln (HalpuMep, XJopoduii-R-KapoTHMH MeIu, KpacHeM N 2 wu
cuHuM W 1), aHTHUCeNTHUUYeCKMe AaTeHTH (HalpuMep, CJIOXHHEe 530OUPH
napaokcudeH30MHOM KM CJIOTHL, benoJ, XJIOPUI OeH3eTOHUS u

OeH3aJIKOHMUA XJIOPUL) , 3aTyCTUTEIN (HanpuMep,
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TI'MOIPOKCHUIIPDOIIMIIIIEJIJIINJIO 3 a, KapOOoKCHUME TUIILLEJIJTIIIO 3a u nx conm) ,

cTabuamM3aTops  (HaoprMep, UYeJIOBeUEeCKMM  CHBOPOTOUHEI  aJibOyMMH,
MaHHMT ¥ CopbOmMT) ¥ CpeIcTBa, YCTpaHdoIMe 3alaxy (HalpuMep,
MEHTOJIOBEIE u IUTPYCOBHE ApPOMATH) . Pa3JIMyuHEE bopME!

TepalleBTUUYECKUX WM [NIPOOUIIaKTUMUECKMX al'€HTOB BKJKUAKT TBePIHEe
nperapaTH, TakKkMe KakK TIIOPOIKMH, TabJIeTKH, TPaHYyJIH, KallCyJIbl,
OUJIJIM, CYIIO3UTOPUM UM HacTWJKM. [JIg TBepOOI'O IIpelapaTa OJAd
[IEPOPAJIEHOTO IIPMMEHEHMSA MOTYT OBTH MCIIOJB30BaHH »OODOABKM, TaKMue
KaK HallOJIHUTeJM (HalpuMep, KpUucTajiMdueckad LeJUljio3a, JaKTo3a U
KpaxmMmag) , CMaszpBanlye BelleCTBa (HanpuMep, CTeapaT Mal'HUA WU
TaJlbK) , CBA3YyHIME BelleCTBa (IMOPOKCUIIPONWIILLEJIIIIIIO 32,
TUOPOKCUIIPONIMUIIME TUJILEJIJIIIIO3a, MakpoOTOJl U TOMY  I[IOHOOHOE) n
OEe3UHTeTIPaTOPH (HanpuMmep, KpaxMall " KapOOKCHUME THUIILEJIJIIIO 3a
KaJblMa) . I[IpM HeoOXOOMMOCTM MOTYT OHTbH MCIOJBb30BaHH »OOaBKU,
TakMe KakK aHTUCEeNTUKM (Hanpumep, ©OeH3WUJIOBHM CIUPT, XJIOpOYyTaHOJI,
MeTWJIIIapaokcubeH30aT U OponminapaokcubeHszoar), AHTUOKCUIAHTEHL,
KpacuTesu, IIOOCJIaCTUTEJM UM TOMy I[IOmOOHOe. [pyIMe aJjibTepHaTHUBHEE
bopMEL  BKJIIOUAKT  TepaleBTHUUeCKMe  aleHTH WM OPpOPUIIaKTHUUYeCKUe
CpeICTBa IJA HaHeCeHMS Ha CJIUBUCTHEe O0O0OO0JIOUKM, TaKMe COCTaBH
JacTo colepxaT nobaBKM, TakKMe KaK UYyBCTBUTEJIbBHHE K IaBJIEHUO
anTres3UBH, UYyBCTBUTEJIbHHE K IaBJIEHUID  YCUJIMUTEJH, PeryJIATOPEH
BA3KOCTM, 3arlymanmye aTl'eHTH M ToMy HomoOHOoe (HaOpuMep, MyILWVH,
arap, XeJlaTMH, IeKTMH), KapparMHaH, aJbI'MHAT HaTpMuad, KaMelb
POXKOBOT'O IepeBa, KCaHTaHOBYK KaMelb, TparakKaHTOBYK KaMelb,
TyMMHapadbuk, XUTO3aH, IyJuIyJiaH, BOCKOOOpa3HLMN Kpaxmall,
cykpaJjsodarT, LeJIJIIJI03Y n ee IIPOM3BOIHEE (Taxkue KakK
TUOPOKCUIIPOIIUIIME TUIILEJIJIIIO3a) , CJIOXHHE  20MPH  [TOJUIJIMIIEPMHA WU
XWMPHEIX KMCJIOT, COIIOJMMEPH aKpUJIoBad KMUCJIOTa—aJIKWUI (MeT) akKpuiiaTUIn
VX COJM ¥ [OJUIJIMIIEPMHOBHE CJIOXHHEE 3QUPH XUPHHX KWUCIIOT), TIJIaBHBEM
obpasomM, 0JIS OpuIaHMsa CBOMCTB  ajcopbumy WIKM  yIepXaHusd B
cImM3ucToM ofoJiouke. OnHako GopMa, pacTBOPUTEJE U J00aBKM OJIA
TepalleBTUUYECKOTO aleHTa WM OIpodMIIaKTUMUeCKOT'O aleHTa, BBOIMMOIO
B OpTraHu3M, He OTpaHMUMBALTCA STMM, W COHeluaJUMCcT B IaHHOM
o6JlacTM TexXHUKM MOXeT CcIeJlaThb COOTBeTCTBYIIUNM BHOOP.

[00276] TepameBTUMUeCKOe WM IPOQMIIAKTHUUYECKOE CPeICTBO OT

KOT'THM TV BHEIX paCCTpOIZCTB I1IO0 IOaHHOMY MBOGpGTeHT/HO MOXeT CoIOepXaThb,
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B IOOIIOJIHEHME K TYMaHM3MPOBaHHOMY AHTUTEITY IPOTUB
boCcOopUIMPOBAHHOTO Tay II0 HOaHHOMy W300peTeHMbO, IOpyI're W3BeCTHHE
JleKapCTBEHHEEe CpencTea, oBJlamawniye sbdexrTOM JleueHud ZNEZN
IpenoTBpaleHn s KOTHUTUBHEX pPaccTpouCTRB, u, B YaCTHOCTH,
JIeKapCTBEeHHLE CpencTea, nMemnmue sbdpexT rIonarJIeHU I
IPOTPECCUPOBAHMSA KOTHUTUBHEIX PacCcTpPONCTB. B aJIb TEPHATUBHOM
BapMaHTe TepaleBTUUEeCKUN VI IpoduiIakTUUe CKUM areHT oT
KOTHUTUBHEX PAaCCTPOMCTB B COOTBETCTBUM C IOaHHEM M300peTeHreM,
comepXamu¥ TyMaHM3VMPOBAHHOE AaHTUTEJIO IOIPOTUB (QOCOOPUIMPOBAHHOTO
Tay B COOTBETCTBMM C IOaHHEIM WU300peTeHMeM, MOXHO KOMOMHMPOBATH C
OPYTMM TepalleBTUUYECKMM WM [NIPOOUIIaKTUUECKMM al'€HTOM, COIepXallM
MU3BECTHOE JIeKapCTBEeHHOe CpelCcTBO, objlamawimee »0OeKTOM JIeUueHUd
WM TpefoTBpalleHMsa KOTHUTUBHEX pPacCTPOMCTB M, B YacTHOCTH,
JIEKapCTBEeHHOE CpenCcTBO, oBJlajawiee s0bexkTOM VHIMOMPOBAaHMA
IPOTPEeCCUPOBaAHMA KOTHUTUBHEIX PACCTPOMCTRB, MOJA I[IOJydeHUSI B dopMe
Habopa. VHTpeOneHTH, oBJajamnuue sddexkTamMm VHIMOUPOBAaHMA
IpoTpecCUpOBaHmA KOTHUTUBHEX PaccTpoOMCTRB, BKJIOUAOT, HO He
OTPaHUUUBAITCS VMM, OOHEeIle3UII, rajJlaHTaMuH, MeMaHTUH u
PUBaACTUIMUH HosupoBKa VHITpeINeHTa, oBJyamanmero sdbeKkTOM
VHITMOUPOBaHMUSA IpoTrpecCcUpoOBaHMA KOTHMTUMBHEIX PacCcTpoOMCTE, u
OO3UPOBKA TepaleBTUUYeCKOT O VI NIPOPMIIaKTUUIECKOT O areHTa,
comepxamero MHIPEeOUEeHT, o6JIamanmmi sbderTOM MHTUOUPOBAHUSA
IpOTPEeCCUPOBaHMS KOTHUTHBHEX PaCCTPOMCTB, MOTYT HaxXOOIMUTLCHS B
openejiax OO3UPOBOK, MCIOJbL3YEeMHX OJIS HOPMAaJIbHOW Tepaluu, HO
MOTYT OHTL YBeJMUEHH WM YMEeHBLIIeHH B BaBUCUMMOCTM OT YCJIOBUM.
[00277] XoTsa aBTOPEL OaHHOTO n300peTeHnd vyKazaJn
DKCIIePUMEHTAJIbHEE pPes3yJLTaTH, B W02013/180238A (IlaTeHTHHM
ooxkymeHT 4), KOTOPHE IOEeMOHCTPUPYIT, UYTO AaHTUTEJIO IIPOoABJISAEeT
JIeKapCTBeHHLM >0dbeKT, BOBIENCTBY S Ha MO3T yepes
TeMaTORHIepalnueckun Oapbep, »Oaxe IOpu OepudeprueCcKOM BBeIeHUU
NIyTeM BHYTPUOPKIIMHHOTO BBEIOEHUS, TakKXe BO3MOXHO MIPUTOTOBUTH
cocTaB, KOTOPHM 20pekKTMBHO IOCTaBJIIeT I'yMaHU3MPOBaAHHOE aHTUTEJIO
IPOTUE GOCHOPMIMPOBAHHOTO Tay I[I0 IJaHHOMY M300peTeHul, KOTopoe
COIEepXUTCI B TepalleBTUUYECKOM WJIM OPpOPMIaKTUUYECKOM aleHTe IJA
JleueHMa KOTHUTHMBHHX PacCTPOMCTE IO IaHHOMY M300peTeHMI0, B TKaHb

MO3Ta. Takue COCTaBH TaxKxe OXBaTHBaKwRTCA TepalleBTUYEeCKNVMM MJIN
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IpodMIIakKTUUEeCKMM aTeHTOM OT KOTHUTUBHEX PAaCCTPOMCTB COIJIACHO
n3obpeTeHnn. HM3BeCTHH CIHOCOOH 5S0QeKTMBHOM HOOCTaBKM aHTUTEJ WK
INenNTUIOB B TKaHM MO3Ta uUepes I'eMaTosHIledpalmueckum Oapbep, Takue
KakK CIIOCOOH noSaBJIeHU A HalleJIVBallmx BEMECTB VI CITIOCOOEHI
VHKAaTICYJIMPOBaHMA B JIMIIOCOMax WJIM HaHOoUacTHullaxX. BemecTBa, KOTOPHE
cJenyeT MCIOJBb30BaTh IJIA HalleJIMBaHMA, BKJOUAKT BEIEeCTBa, KOTOPHE
[IOOBEepIramnTCcAa IIOJJHOMY WMJIM YaCTHUYHOMY M3MEeHEeHUMK XapaKTepUCTUK
3apdma B 2 pesyJibTaTe CBA3HBaHMA C AHTUTEJIOM WM IelTHUIaMu,
DeJikaMmu VIV OIpyT'VIMA COENVHEHU MM, oBJ1aaniMmI CBOMCTBOM
CBASBBAaHUA co CreuudUUEeCKMM  PEeLEelTOopOM  WJIU TPaHCIIOPTEPOM.
[IpuMepH OEeNTUIOOB, OeJIKOB WIM OPYIHMX COeIMHEHNMM, MUMEKIMX CBOMCTRBO
CBABEBATLECA CO CHeUUMOUUECKMM pPelLelTOpPOM WM MeMOpaHHBEM OeJIKOM,
BKJIOUAT JIMTAHOE, KOTOPHE CBA3HBAKTCA C PEeLEeNTOPHEMM JIMITaHOaMU
i  MeMOpaHHBEIMM OeJilkaMM, UM MX aHaJloI'M, a TaKXe aHTuTela,
COeNUMHEeHUSI—aTOHUCTH/ COeIMHEeHUA—aHTaTOHMCTH/ aJlJIOCTeprUUeCKMUe

MOOYJISTOPE, KOTOPEE CBA3HBAKTCA C PeLeNTOPHEMM JMIaHOaMMU WK
MeMOpaHHEIMU BeJykaM, n nx COeIVMHEHVA—aHaJIOTH . [IpuMepH
PEeLelNTOPHEX JUIaHIOB MM MeMOpaHHHX OeJIKOB B KaueCcTBe MHUIeHeM
IoJisS IenTuna, ©0eJkKa WM OpYyI'oT'o coelIMHeHMsa, obJamanmero CBOMCTBOM
CBASBBAHUSA co crneuuduUuecKMM  PeLelTopoM  WMJIM TPaHCIIOPTEPOM,
BKJIOUAT pelenTtop TpaHcheppmHa (TfR), peuentop wmHCyJamHa (IR),
pelenTop MHCYJIMHONONOOHOTO ¢akTopa pocTa (IGFR) ©0eJloK, CBA3aHHBM
c peunenTopoMm JIIIHII (LRP) ™ pelentop aIUdTepuUMHOTO TOKCHMHa (HB-
EGF), 06e3 kKakux—-JMOO KOHKPETHHX oTpaHMueHuM (Angela R. Jones et
al., Pharm. Res., 2007, Vol.24, No.9, pp. 1759-1771). BemecTEBO
IOJIS HalleJMBaHUA MoXeT OHThL XMMUUeCKM »oOaBJIeHO K aHTUTeJy OJId
VCIIOJIE30BaAHUA B KadecTBe TepalleBTUUECKOTO WM OPpOoQMIIaKTUUeCKOI'O
areHTa OJg JeueHMS KOTHUTUMBHHX PacCTPOMCTB B COOTBETCTBUM C
nz3obpeTeHUeM, IpUUEM B3TOT CrIoco® MOXeT OBThE COOTBETCTBYIIMM
o0pasoM OCYIeCTBJIeH ClIelraJMCcTOM B IaHHOM o00JlacTuM TexXHUKM CO
CCHJIKOM Ha M3BECTHHII MeTOoH, TakKoM KakK OIMCAaHHHM, HalIpumep, B
Hermanson et al., Bioconjugate techniques, USA, Academic Press,
1996. BRemecTBO mOJsg HalleJdMBaHMA TakKXe MOXeT OBTE CBS3aHO C
JIUIIOCOMaMM  WMJIM HaHOYaCTHUIaMM, MHKAICYJIVMPYKRIUMU  aHTUTEeJIO  WJIU
nentun (Sonu Bhaskar et al., Particle and Fibre Toxicology,

2010, 7:3). Kpowme TOT'O, KOoT'ma BEIECTBO oJjig HalleJIMBaHU A
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OpencraBygeT cobo¥ nenTun wuiIM O0eJIoK, OHO MOXeT OHBTbH IIOJIyUeHO B
BUIOEe I[OIXOIOAmMero CcJMToro ©OeJika CclIelraJuMcToM B IJaHHOM ofJjlacTu
TexXHUKM C MCIOJb30BaHMeM MeTOINOB TeHHOW WHXeHepuM, JHMdo IIyTeM
[IOJIYYEHUS CJAUTOTO IMEeNTUIa I[IyTeEM XMMUUYECKOT'O CHMHTEe3a IMelTUIoB,
Jm6o Iy TeM O0BBeIVIHEHU A HYKJIEMHOBOM KM CJIOTHL, comepxamemn
HYKJIEOTUIHYIO [IOCJIENOBATEJIBHOCTE, KOOUPYIIY AMMHOKMCJIOTHYIO
IOCJIeIOBaTEeJIbHOCTEL IenTuma wuiIn O0ejlka, C HYKJIEeMHOBOWM KMCJIOTOM,
comepxalmemn HYKJIEOTUIHYI [IOCJIeIOBaTEJIbHOCTE, KOOUPYIYIO
AMMHOKMCJIOTHYK IIOCJIENOBATEJNIEHOCTE IJIA MCIOJBE3YEMOT'O aHTUTeJla WK
nenTmna.

[00278] TepaneBTUUECKUM WM OPOQUIIAKTUUECKMM aTl'eHT COIJIaCHO
OaHHOMY M300peTeHUI MOXHO BBOIMTH I[IalMeHTy, HYyXIawoleMycsd B STOM,
[IepopallIbHO WJM IIapeHTepaJibHO, C LeJbl VYJYUIeHVMS CHUMITOMOB. IJisd
[IepopalIbHOTO BBEeNeHMSI MOXeT OBTh BHOpaHa JiekapCTBeHHasa ©dopMma,
TakKas Kak TPaHyJIH, [IOPOIIOK, TabJIeTKH, KallCyJIBl, KUOKOE
JlekapCcTBEeHHOEe CPeacTBO, CHUPOI, BMyJbCUd, CYCIEeHOVPYONMM aleHT
WY BJUKCHUP. D4 [ODapeHTepalJIbHOTO BBEeOEeHUS MOXHO IIPUIOTOBUTH
TpaHCHa3aJIbHEM areHT M BHOpaThk XUIKOEe JeKapCTBeHHOe CpelcTBO,
CYCIIEH3UID VI TBEPIOYIO KOMITO 3ULINIO . VHBEeKUIU I MOXeT OHITH
IPUTOTOBJIEHAB BMIe IOpYyIoM GOPME IapeHTepalIbHOTO BBEeIOeHUS, IIpuUeM
VMHBEKILNMIO BHOUPAT M3 IIOOKOXHOM MHBEKLMUM, BHYTPUMBEHHOM WMHBLEKIINUM,
VHQY3UM, BHYTPUMHEIIEUHOY  MHBEKLUM, BHYTPHUIEPeOPOBEHTPUKYJIAPHOM
VHBEKIINM VI BHY TPUOPOMUHHOMN VHBEKIVNA . Ipyrue COCTaBH,
VICIIOJIb 3Y EMHE oJjs napeHTepaJIbHOT'O BBeIeHNd, BKJIOUAT
CYTIIO3UTOPUM, CYOJMHIBAJIbHEHE AaT'€HTE, UYPEeCKOXHEE aTleHTH U al'eHTH
oJs BBEeIOEeHMSA yepes CIN3UCTYIO 0DOJIOUKY, OTJINYHEIE oT
TpaHCHa3aJIbHEIX aTl'eHTOB. KpoMe ToOTro, BHYTPUCOCYIMCTOE MECTHOEe
BBEIOEeHME BO3MOXHO IIyTeM HJo0OaBJIEHUSA WM HaHECEHMS TIIOKPHTMA Ha
CTEeHT MJIM BHYTPUCOCYIOMUCTHN 0O0TypaTop.

[00279] osza aTreHTa OJd JIEUEHUS WMIM [NIPeloTBpaleHMd COTJIacHO
nz3obpeTeHurn OyIeT OTJIMUATBCH B 3aBUCHMMOCTM OT BO3pacTa [alMeHTa,
nojla, MacCCH TeJjla M CHMIITOMOB, TepalleBTUYecKOoTo 3bdekTa, crnocoba
BBEOEeHUSA, BPEeMeHM JiedeHMSa WJIM TUIIOB aKTUBHEX MWHIPEOIMEHTOB B
MEeOUIIMHCKOM KOMIIO3UIINM, HO OOBYHO €TI0 MOXHO BBOIMUTL B OMallasoHe
or 0,1 Mr mo 1 I M NOPemONoOUYTUTEJSIEHO B IManaszoHe oT 0,5 mr mo 200

MT AKTVBHOTI'O COeIMHeHNMA Ha BBell€HNEe IOJIA B3POCJIEIX . OnHako,
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[IOCKOJIBKY HIo03a OyIeT BapbMPOBaAaTHBCS B 3aBUCHMMOCTM OT MHOXECTBA
YCJIOBUM, MOTYT OHTE IOOCTATOUHEIMM  OO0Jiee  HUMBKME  IOO3H, ueMm
YIIOMSHYTHE BHIIE, WIM MOTYT IMOTPeOOBaThLCHA IO3H, IIpPeBHMAKINME 2TU
OMaras30HH . ATeHT oJig  JIEUeHUS WM T[IPeloTBpPalleHU I COTJIaCHO
M300pEeTEeHNIn MOXET IMPOABJATE 3QPeKT B TeueHMEe KOPOTKOTO IIepHuoma
BBEIOEHUA.

[00280]

BBelleHre aHTUTEJ

[00281] TlocJye TIOJydeHMS aHTUTeJa [0 M300peTeHMI HaxoOAaT
IpuMeHeHMe IIpKM JIedeHUM  KOTHUTHMBHEIX pPacCTPOMCTE, TakKMx  Kak
Taynatum. Kak oO0CyXOoajloCk B HOaHHOM IOKYMeHTe, BHYTPUKIIETOUHOE
HakoIlJleHMe  Tay—-0eJjika ObUIO IIPOINEMOHCTPUPOBAHO I[IPM  Pa3JIMUHHEIX
HEBPONATOJOTMUECKMX COCTOAHMAX. 3abojieBaHUd, BEI3BAHHEIE TakKuUM
BHYTPUKJIIE TOUHEM HaKoOIlJIeHEeM Tay, B COBOKYIIHOCTHU HasHEBAaKT
«TaynatuaMmu» (CcM. BeMe Arai, T[OJHOCTBI BKJIWOUEHHYIO B OaHHOe
OIMCaHUe IIOCPelCTBOM CCHUIKM, U IJIA OIMCAaHHEX B OaHHOM HOOKYMEHTEe
paccTpoMcTB) . TaynaTuyM BKJIOUALT HeMpoleTeHepaTHBHEE 3adojileBaHuA,
TakmMe Kak O0oJle3HL AJNburedMepa (BA), kopTukoOa3aJlbHY Iel'eHepaluio
(CBD) VI KOpTHUKOOa3aJIbHEM CHUHIOPOM (CBS), IpOTPeCCUpPyMMN
HaIbAOEePHHM  IIapajuny, foJje3HL  [luka, APTUPOOMIIBHYID  BepPHUCTYIO

OeMeHIMrn (OoJIe3Hb aprUpodMIILHOTO 3epHa), MHOXKECTBEHHYID CUCTEMHYIO

TaylaTHio c oeMeHLMeMn (MSTD) , JIODHO—BMCOUHYIO IeMeHLMIO c
MapKMUHCOHM3MOM, CLEeILJIEHHYIO c XPOMO COMOM 17 (FTDP-17),
HeMpobUOPUIIIIIPHYIO KJIIYOOUKOBYIO OeMeHLND, ooy 3HEE
Helpodnbpnijia THHE KJIYyOKMU C KaJbuuprraumen (DNTC) , TayraTuo

feJioTo BemecTBa C TJIOOYJISPHBEIMM TJIMAJIbHEIMM BRJIOUeHUMAMM (WMT-GGI),

JIOOHO—BUCOUHY JOoDapHyn OoereHepalui c Tay—IIO3UTVBHEMUA
BKJIOUEHU AMU (FTLD-Tay) . TaynaTmum TakKxe BKJIOUAIT
HeHeVpoOeTreHepaTHBHEE 3aboJjieBaHMng, BKJIOUA A MHOEKLMOHHEE
3aboJIeraHud, Takme Kak [IOCJIEOCTBUA SHIedamMTa OKOHOMO u

IOOOCTPHM  CKJIEPO3UPYRIMM  HaH3HIedalInuT; ¥  BH3BaHHBE  TpPaBMOU
COCTOAHUA, TakMe Kak sHIedpasonaTma OOKCeEpPOB.

[00282] KOTHMTUMBHEE pPacCTpPOMCTBa OIpPeleldinTCcad KakK  TUII
MHTEeJIJIEKTYyaJIbHOT'O HapylleHMsa, KOTOopoe BKJUaeT COCTOAHUEe, KoOI'Ia
OOHaXIOE pas3BUTad WIM [IpuoOpeTeHHas MHTeJJIeKTyaJlbHasd OQyHKINA

cHU3MJIack (“New Psychiatry (Nankodo’s Essential Well-Advanced
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Series)” (AnoHckasa kKHUTa), OO pemakumey Kunitoshi Kamijima and
Shin—-ichi Niwa, Nankodo Co., Ltd., 2008, PP - ©9-70), HO
cumMTamnTcd B MUPOKOM CMEICJIE 3aboJIeBaHUAMA, PO ABJIAIVMA
VMHTeJJIEKTyaJIbHEE HapyleHnsa u/ YXYOUIeHWE naMsaTu. [Tpun
OMaTHOCTHUKE HelpoleTreHepaTUBHEX 3aboJyieBaHUM, TakmMx kKak BA,
omnpenesigeTcHd, ABJIAETCA JI COCTOAHUE «HeVpooereHepaTVBHEMY,
HaopuMep, IOYyTeM aHaJu3a TOoTo, CYIEeCTBYT JM HelpodUudpUIIJISpHEE
KIyOxkn (NFT) mDocpelCTBOM IMCTOJIOIMUECKOIT'O aHajln3a II0oCJie CMepTH,
B TO BpeMA KaK BpauM OMarHOCTUPYIT KOTHMTMBHHE pPacCTPOMCTBA,
OCODEHHO Taxkue, Kak HelVpoIeTreHepaTUBHEE 3aboJieBaHuAd, C
MCIIOJIL30BaHMEM pPas3JIMUHEX CPeICTB, HalIpUMep: HeMPOIICUXOJIOTUUECKUX
MCCJIEOOBaHUM C IIOMOmbl 0OCIemoBaHMM, TakuMxX KakK IepepaboTaHHad
mKaJja IOeMeHUuM XaceraBe (HDS—-R) M McclelOBaHME MUHU-TICUXUUECKOTO
cocTosaHMA (MMSE); HeMPOIICUXOJOTUUECKUX MUCCJelOBaHUM II0CPelCTBOM
HabJmogeHMM, TakMxX KakK olleHKa KJIMHMYecKoM meMeHumu (CDR) WMIM STall
OYHKUMOHAJILHOM OLIeHKU (FAST) ; OroOXUMUUE CKUX nccJenoBaHui,
OCHOBAHHEX, HalpuMmep, Ha [IOBHIIEHUU YPOBHEN Tay u
bochopUIMPOBAHHOTO Tay WIM YBeJIMUeHUM YyPOBHS AR B CHIMHHOMO3TOBOM
XUOKOCTM,; U BUBYAJLHOM OlLEeHKM Ha OCHOBe UHOoOpMaLMM, IIOJIYUEHHOM,
Hanpumep, ¢ nomomen KT rmogioBel, MPT r1oJgioBel, SPECT wmm PET.
TepaleBTHUUECKUN VI npoduiIakTUUeCKUM areHT oT KOT'HUTUBHEIX
paccTpomcTE B COOTBETCTBMM C TOAHHEIM M300peTeHMeM BBOOUTCH
naumeHTy, Y KOTOPOTO Bpau OMaTHOCTUPOBAJ KOT'HUTUBHOE
PacCcTpoOMCTBO, M oka3uhBaeT 5bPekT YIIYUlleHMS COCTOSHMA IMallMeHTa IIo
CPaBHEHUD c COCTOSHUEM repen BBeIleHMEM, KOHTPOJA
IPOTPEeCCUPOBAHUSA COCTOSAHMA IIOCPEeOCTBOM BBeIEeHUSA WM NOOOepXaHUI
COCTOSAHMSA Ha YPOBHe, WIM BOCCTAHOBJIEHMS COCTOSHUA OO YPOBHA IO
BBeIeHUSAd Ha OCHOBaHUY, 1o MeHbIen Mepe, OIOHOTO "3
OIVaTrHOCTUUYECKUX MHIOEKCOB HelpoIeT'eHepaTUBHOTO 3abdoJieBaHUA.

[00283] TepaneBTUUECKUN WJIN IpoduIakTUUEe CKUM areHT oT
KOTHUTUBHEIX PACCTPOMCTB B COOTBETCTBMM C HOaHHBEM M300peTeHMeM
MOXeT TakXke OKa3HBaTh 200eKT YyJYUMeHMS KOTHUTUBHOM OYHKIUM WU
VHTUOUPOBAHUSA CHMXEHUSA KOTHUTUBHOM  QYHKUMM MJIM HOOIepXaHMd
KOTHUTUBHOM OQVHKUUM Y UeJIoOBeKa MM XMBOTHOTO, He ABJIAKIEeT0CH
UeJIOBEKOM. [MTprMeps TaKmUx XVNBOTHEIX, O TJIMUHEBIX oT JeJIOBEKa,

IIpeoliIouyTrTEeJIEHO I OJIXXHEI IIpedCTaBJIATE cobon KMBOTHEIX,
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DKCIIPECCUPYIIMMX Tay, MWMEKIMEeT'o BHCOKYK T'OMOJIOTHMIK C Tay dYeJIoOBeKa,
¥ BKJIOUAKT, HO He OTpPaHMYMBAKTCA MMM: IMMIaH3e, Makaky, Jiomanlhb,
CBMHBI, cobaKy, MHIb, KPOJIMKa, KPHCY U KOIKY .

[TouMePEL

Ipumep 1: IlojlydyeHMe aHTUTEJIA

1. AHTUTEJIO MBIV (POOUTEJIECKOEe aHTUTEJIO)

[00284] MpmmHOe aHTHUTeJyio Talb05 wmcnoarszoBaliM B 2 KauecTBe
POOUTEJIECKOT'O aHTUTeJa nJisg XYMEPHOT O aHTUTeJIa u
TYyMaHM3MPOBAHHOTO aHTUTesa. IODeTanu MBIIMHOTO aHTUTeJsla Talb05b
ONMCAaHE B IOpUMepax MeXOIyHapomHoM nyojamkaumm N WO02013/180238A.
AMMHOKMCJIOTHASA IIOCJIeIOBaATeJIbHOCTE JIerkoM Lenu (L-uenu) aHTuTeJa
MBI Talb05 onpenejieHa B SEQ 1D NO:44, a HYKJIEOTHUIOHASA
[IOCJIeIOBATEJILHOCTL, KoIMpylmas ee, olopenejeHa B SEQ ID NO:45.
AMMHOKMCJIOTHASA II0CJIEeNOBATEeJILHOCTE TsaXeJion uenm (H-1enm) aHTuTesla
MBI Talb05 onpenejieHa B SEQ ID NO:4¢, a HYKJIEOTUIHASA
[IOCJIeIOBATEJILHOCTL, KOoIMpykmas ee, olopelejeHa B SEQ ID NO:47.

2. XMMepHOe aHTUTEeJIO

[00285] XuMepHOe aHTUTEeJIO OBUIO IIOJydeHO NOyTeM OO0BeIMHEeHUS
BapuabesIbHHX ob6JacTel Jerkor uenu (L-uenu) m TsxeJou uenm (H-
LIenm) aHTuTeJla MbemM  Talb05 ¢, COOTBETCTBEHHO, KOHCTAaHTHEMHA
oBbyjacTamu L-lUenu M H-llenu umMmyHOTUIoOyJmHa (Ig) Gl (k) dYeJloBeKka.
AMMHOKMCJIOTHAS IIOCJIeIOBaTeJIbHOCTE JeT'koM uenu (L-LUenu) XUMepHOTO
aHTUTeJa ornpenejyieHa B SEQ ID NO:48, a HYKJIEOTUIHASA
[IOCJIeIOBAaTEeJILHOCTEL, KoOupykmasa ee, olopenejieHa B SEQ ID NO:49.
AMMHOKMCIIOTHA A [IOCJIeOOBATEJIbHOCTE T IXeJION Lenm (H-uernm)
XMMEPHOTO aHTUTeJla onpenejeHa B SEQ ID NO:50, a HYKJIeOoTHIOHAasA
[IOCJIeIOBRaTeJIbHOCTEL, KoIOMpyKlmas ee, olopenejieHa B SEQ ID NO:51. Bo
BCEM OIMCAHMM 5BTO XMMEPHOEe aHTUTEJIO VYIIOMMHAETCHd Kak «XMMepHoe
AHTUTEJIO» MM «XMMepHoe aHTuTeJio TalbO05b».

3. T'yMaHM3MPOBaHHOE aHTUTEJIO

KoucrpyupoBarue VL m VH

[00286] [TepBUUHEE rocjiegoBaTeJIbHOCTH, MMERIINE BHICOKVYIO
TOMOJIOTHMIO, OBUIM OTOOPAaHE M3 UYeJIOBEUECKOM 3apOolblleBOM JIMHUM, U
ryMaHu3alumsg OblJla OCymecTBJIeHa C IIOMOMbBbI IIPUMBUBAHUA OIpelnesidomen
KOMILJIEMEHTapHOCTE oO6jacTtm (CDR) 1IJI4 KOHCTPYMPOBAHMA MHOXECTBA

I'YMaHM3VMPOBAHHEIX aHTHUTEJI.
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[00287] TlompoOHO, UEeJIOBEUECKME CTPYKTYPH, MWMEKIME BECOKYI
TOMOJIOTHI, OBJIM OTOOPaHHE M3 0a3eH OaHHHX,; o6OjlacTbk CDR MBEIIMHOTO
anTuTeJsa Talb0b ©Orula BCTaBJIeHaABR KaxXOEM M3 KapKacoB; U 3aMeHH
AMMHOKMCJIOT IMIPOBOOWJIM, HAIPMMep, OJA CHUXEHMA MMMYHOTEHHOCTHU I[IPpU
COXpaHeHUn AKTUBHOCTMU. TeMm CaMbBIM OBLIU CKOHCTPYMUPOBAHE
AMMHOKMCJIO THEIE IIOCJIeOOBaTEJIbHOCTHU pPa3JInUHBIX BapmabeJIbHEIX
objiacTen Jerxkom uHenmu (VL) u Bapua®eJIbHEX oOJlacTel TaSXeJION Lelu
(VH). Homepa SEQ ID aMMHOKMCJIOTHHX IIOoCJiefoBaTeJibHOCTe VL u
HOoMepa SEQ ID HYKJEOTHMIOHEX I[IOCJIeOOBATEJILHOCTENM KOOUPYIMUX UX
T'eHOB IIpMBeIOeHH B TabOiule 2A, a HoMepa SEQ ID aMMHOKMCJIIOTHBIX
[IOCJIeIOBATEJILHOCTEN VH n HYKJI€OTUIHEIX [IOCJIENOBRATENILHOCTEN
KOOVPYKIUX MX TEeHOB IIpuBeOeHH B Tabjuue  2B. BrlpaBHMBaAHUA
AMMHOKMCJIOTHEIX TIIOocJiemoBaTeJibHoCTel VL m VH nokas3aHH Ha dur. 2A u
dur. 2B COOTBETCTBEHHO.

Tabnauiia 2A: BapuabenbHasa o0JjlacThb JieTkon uenu (VL)

Komosoe AMMHOKMCJIOTHAA HykmneoTunHasa
Ha3BaHMe [I0CJIefOoBaTeJIbHOCTD [IOCJIeNOBATEJILHOCTE
VL15 SEQ ID NO:32 SEQ ID NO:33
VL36 SEQ ID NO:34 SEQ ID NO:35
VL46 SEQ ID NO:36 SEQ ID NO:37
VL47 SEQ ID NO:38 SEQ ID NO:39
VL48 SEQ ID NO:40 SEQ ID NO:41
VL50 SEQ ID NO:42 SEQ ID NO:43

Tabauua 2B. BapuabejibHas objlacTh TsxeJon nenu (VH)

Komosoe AMMHOKMCJIOTHA A HykJjeoTunHasa
HaszBaHUe [IOCJIENOBATEJILHOCTD [IOCJIeNOBaTEJIbLHOCTE
VH11 SEQ ID NO:18 SEQ ID NO:19
VH12 SEQ ID NO:20 SEQ ID NO:21
VHA47 SEQ ID NO:22 SEQ ID NO:23
VH61 SEQ ID NO:24 SEQ ID NO:25
VH62 SEQ ID NO:26 SEQ ID NO:27
VH64 SEQ ID NO:28 SEQ ID NO:29
VH65 SEQ ID NO:30 SEQ ID NO:31

Bribop koMmObuHalumM VL M VH Ha OCHOBe OILIeHKM MMMYHOTEHHOCTU

[00288] VL m VH, CKOHCTPYMPOBAaHHEE C IIOMOMbLIO0 OINIMCAHHOMW BEHIIE
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SKCIIEPUMEHTAaX,
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OBLIIN

Kaxmoom

OO BEeOIVHAJIN IIPOMI3BOJIBEHO,

BEHOPAHE
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KOMOMHAaLIUM

nus

KoMOMHAaLNM,

n TIiokKkasaTeJlb

PaCCUMTHEBAJIN

C

MMMYHOT' €HHOCTHU
TIOMOIIBIO
(Lonza) .
KOTOpHe OyIOyT MCIOJBL30BATLCSA B IIOCJEIYIIMUX
IEeMOHCTPUP YN X

PaBHEIMM WJIN

MEHBIIVMU, yeM 3aldaHHOe 3HauUeHue (moxkaszaTelib DRB1: 1500).
Bri©OpaHHEe KOMOMHaummu VL wm VH nOpuBenmeHel B Tabiuie 34,
riokazaTeJlM MMMYHOT'€HHOCTU (mokazaTesyi DRBI1) STUX  KOMOMHALIMM
npuseleHsl B Tabiuie 3B.
Tabmauua 3A: BelOpaHHBEe kKOMOMHaluuM VL u VH
BapmabesbHada objlacThk TsaxeJon nenmu (VH)
H11 H12 H47 H61l H62 H64 H65
BapmabesgrH | L1 | L15H1
aa obJjsacTb | 5 1
JIeTKOM L3 | L36H1
nenu (VL) 6 1
L4 | L4e6H1
6 1
L4 | L47H1 L47H6 | L47HG
7 1 4 5
L4 | L48H1 | L48H1 | L48H4 | L48H6 | L48H6 | L48HG6
8 1 2 7 1 2 4
L5 | L50H1
0 1
Tabjmila 3B. IlokaszsaTejlb MMMYyHOTeHHOCTHM (IIokaszsaTeJik DRBI1)
BaprabesbHasa objlacTh TsaxeJon nenu (VH)
H11 H12 H47 H61 H62 H64 H65
BapmuatenvHa |L15 1495
a obJjlacThk | L36 1437
Jerxkoy uenu | L46 1463
(VL) La7 1333 1382 1426
148 1417 1352 1433 | 1383 1433 | 1466
L50 1475

9KCHpeCCMOHHaH KYyJIBETypa M OUMCTKAa TI'YMaHM3IVMPOBAHHEIX aHTHTEJI
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[00289] @Onsa xaxmol koMmOMHaluu VL m VH, BHOpaHHOM C IIOMONILIO
BHINIEONIMCAHHOM IPOLIEIYPH, OBLIIN TTOJIYYEHE T'eHHI, KoOMpyomme
AMMHOKMCJIOTHEIE IIocJienoBaTeJlbHOCTM VL m VH. T'enw VL OBl CJIUT B
pamMke C TeHOM KOHCTAaHTHOM obJjiacT (CL) L-11ernm Karra
VMMYHOTUIODYJIMHa UYeJIOBeKa (ee aMMHOKMCJIOTHAad IIOCJIeIOBATEJIbHOCTE M
HYKJIEOTHUIOHAA IIOCJIENOBATEJNILHOCTE oOlpenejieHs B SEQ ID NO:52 m SEQ
ID NO:53, COOTBETCTBEHHO), a TI'eH VH ObUI CJIMT B paMKe C TI'€HOM
KOHCTaHTHOM obJjacTtu (CH) H-uenm ramMa—1 MMMYyHOIUIOOYJIMHAa UYeJIOBekKa
(ee AMMHOKMCJIOTHA I [IOCJIEOOBATEJIBHOCTD u HYKJIEOTHUIHASA
[IOCJIeIOBATEeJIbHOCTE olpelejieHH B SEQ ID NO:54 m SEQ ID NO:55,
COOTBETCTBEHHO), TaK UYTO B KaXIoM cauTe CBA3LHBAHMA He ITOJDKHH
BO3HUKATE MyTaluad WM OedpekT. OL'-KOHUH TI'eHa VL u reHa VH OBUIIM
CJIUTH B paMKe, COOTBETCTBEHHO, C CUITHAJLHOM II0CJIelNoBaTeJIbHOCTHIO,
IIOJIYUEeHHOM M3 TeHa L-lLenu Kalla MMMyHOIJIOOYJIMHAa ueJioBeka (ee
aMMHOKMCJIOTHAa A [IOCJIeOIOBRATEJIbHOCTD u HYKJIeOTHUIOHAA
[IOCJIeNOBATEJILHOCTEL oOlpenejieHsl B SEQ ID NO:56 m SEQ ID NO:57,
COOTBETCTBEHHO), ¥ CUTHAJLHOM I[IOCJEeIOBATEJIbHOCTLIO, IIOJIYUeHHOM U3
reHa H-unenm ramMa-1 MWMMMyHOTJIOOYJIMHa UYeJiIoBeka (ee aMMHOKMCJIIOTHAaS
[IOCJIeIOBATEeJIbHOCTE UM HYKJIeOTHMIHAasa II0CJeIOBaTeJIbHOCTE OlIpenesIeHE
B SEQ ID NO:58 m SEQ ID NO:59, COOTBeTCTBEHHO), TaK YTO B KaXIOM
caiTe CBSASHBAHMSA He OOJDKHH BO3HMKATL MyTalusa MIM IedeKT.

[00290] KoHCTpyKLUM HYKJIEMHOBHX KMCJIOT, KoOoupyomme,
COOTBETCTBEHHO, CJMUTHEE C CUTHaJbLHOM IIocJiedoBaTeJIbHOCTbI L— ¥u H-
enu, CKOHCTPYHUPOBAHHHE 1o BHIIEOIIMCAHHOM  MeTOoIUKe, KaXIoyIio
BKJIOUAJIM B BEKTOP DKCIPECCUM OJS BKCIPECCUM B KIEeTKaxX XMBOTHHX U
3aTeM KYJLTUBUPOBAJIM C MCIOJb30BaHMeM ExpiCHO (mpon3BOIOCTEA
Thermo Fisher Scientific KK) B COOTBEeTCTBMM CO CTaHIapTHBEM
IIPOTOKOJIOM IJIA DSKCIPECCUM aHTUTeJ. Kaxaoyon KyJIbTypyY OCBeTJIAINU
HeHTpUdyITMpOoBaHMEM, ¥ IIOJIYUeHHHM CYyIepHAaTaHT KYJIbLTYPH HaHOCUJIIU
Ha apPMHHYH KOJIOHKY C OeJlkoM A IJIS OUMCTKM T'yMaHM3MPOBAHHOTO
aHTuTeJsa. Opakumo, 3JIOUMPOBAHHYK KMCJOTHEIM pPaCTBOPOM, MMewnmuMm pH
or 2,8 mo 3,5, OHCTPO HEeWTPaJM30BaJIM, KOHIEHTPUPOBAJIM M HAHOCUJIIU
Ha KOJIOHKY IJIS Telb—0MJbTpalrM C LeJIbl yIaJleHMa aTlperaTra. Bydep
OBJI 3aMeHeH Ha ¢ocdaTHO-CcoJieBOoM OydepHHM pacTBop (PBS) mnas cbopa
OCHOBHOM bpaxkunum, KOTOPY® paszbaBjgaian pacTBOPUTEJIEM oo

COOTBeTCTByIOH_[eﬁ KOHLEHTpauri1M ¥ 3aTeM MCIIOJIE30BaJIM B CJIeOyRINX
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VCCIJIeIOBaHUAX .

[00291] B CJIeOyIIommx OIMCaHMAaX HazBaHue Kaxmoro
TYMaHUM3UPOBAHHOTO aHTUTeJa, I[IOJYUeHHOTO C IIOMOMbI BHEIIEONMCAaHHOM
NIpOoLEenypPH, MOXeT OHTB COKpalleHO C MCIOJIE30BaHMEM KOMOMHALIUU
KOOOBEIX HazBaHuM ero VL wu VH. Hanpuwmep, I'YMaHM3NPOBaHHOE
aHTUTeJIO, IoJIydaeMoe C McIoJb30BaHMeM L15 B kauecTBe VL m HI1l B
kauvecTBe VH, o6o3HauvawnT kKak L1b5HI11.

[00292] B cllemyommMx wHccJenoeaHmsa 3% BCA/PBS MCIOJNL30BaIM B
KaueCTBe PacTBOPUTEINS IJI4 KOPPEKTUPOBKM KOHIEHTpaluuM aHTUTeJsa,
€CJIM He yKa3aHO MHOoe.

[IpumMmep 2. TeRepnodasHBM VIOA addmMHHOCTHU CBA3EBaHUA
QHTUTEHHOTO IelTuna

1. Teepnodasuemt MWOA adpdMHHOCTM CBASHBAHUSA C AHTUTEHHHM
[IEenNTUIOM

[00293] HekOoTOpHEe M3 TI'yMaHUM3MPOBAHHEIX aHTUTEJ, MMEINX
koMOuHauum VL m VH, nOpubBemeHHBe B Tabimie 3A, aHaJlM3MPOBaJM B
OTHOWeHNM adOMHHOCTU CBAS3EBaAHUA C AHTUTEHHBEM IIelITUOOM C IIOMOILIO
VMMYHOQEPMEHTHOTO aHaJn3a (TBepmodpaszHoro MOA) .

[00294] HebochopuimMpoBaHHEY  Tay-ImenTtun PD17 (Serdl3) "
bochopunmpoBRaHHul Tay-nentun PD17P (pSer4l3), B koTopoM Serdl3
BrT  QOoCcHOPMIMPOBAH, KaxXOelM pas30aBiIaiIM oxJaxIeHHEM PBS nmo 1
MKT/MJI, M KaXIHM M3 I[IOJYUEHHHX PacTBOPOB paclIpenesiajlM B IIJIaHmeT
npr 50 MKJI/JYHKY M OCTaBJajau npu 4 °C B TeueHMe HOUM. PacTBOp
yoajdsau M 3aTeM paclhpenelanr  OJIORKuMpyomui  Oydep (3% Onuum
CHIBOPOTOUHEIM ajbOyMuH (BCA)-PBS) mnpu 270 MKJI/JIYHKY, ¥ IIJIaHIET
OCTaBJIAJM CTOATEL Ipu 4 °C B TeueHMe HoumM. Ilocjle TOTO KaK pacTBOP
OHJI yIOaJIeH, pPacTBOP AaHTUTeJla IIOCTeleHHO pa3baBiasaiau 3% BCA-PBS mu
3aTeM QJOoOGaBJIAAM B IUJIAHIIET B KoJuuecTBe 50 MKJI/JIYHKY, UYTOOH
oBecneunThb BO3MOXHOCTBb IPOXOXIEHU T peakumn npu KOMHAaTHOM
TeMIIepaType B TeueHNe 90 MVHYT. AMMHOKMCJIIO THEIE
[IOCJIEDOBATEJIBHOCTU He@oChOPUIIUPOBAHHOTO Tay-IHenTmuma PD17
(Serdl3) u bochopUIMPOBAHHOTO Tay-rnenTmia PD17P (pSerdl3)
omnpeneyieHsl B SEQ ID NO:60 m SEQ ID NO:8, COOTBeTCTBEHHO.

[00295] Kaxnoyio JIYHKY IIPOMEIB AJIN TpUuCc—0ydepHBEM COJIEBEIM
pacTBopoM ¢ Tween 20 (TBS-T), xoTopem comepxuT 0,05% Tween 20.

Kozwuit AHTU—UeJIOBeUeCKUM IgG, MeueHHMN MmeJIOUHOM dbochaTason
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(mpouzBOICcTBa Sigma—-Aldrich Co. LLC.), pastaBjeHuur B 2000 pas
BybepoM miysa pas3BeneHusa (3% BCA-PBS), nobGaBjagaam B I[uiaHmeT npm 50
MKJI/JIYHKY, UTOOH OOEeCIeUMTL BO3MOXHOCTE MIPOXOXIEHMS pPeaKUUMU IIPHU
KOMHAaTHOM TeMIepaType B TeueHre 60 MuMHYT. Ilocjie mOpoMuBaHua TBS—
T, XpOMOTeHHHN pacTBop (1 MI/MJI pacTBopa HI-HUTpobeHMIpoChaTa
(pNPP)) @pobarnaiau B IwlaHmeT opu 100 MKII/JYHKY OJIS [OPOSBJIEHUS
uperTa B TeueHue 40 wMmHyT. IloTJiomeHue (3HaUeHVEe OITHUUECKOM’
mjoTHOCTH (OIl) ) M3MepsanM HOpY IOJMHEe BOJIHE, paBHOM 405 HM.

[00296] PeaKlLMOHHYIO CIIOCODOHOCTB OolleHMBaJIN, onpenessada
OTHomeHMe 3HaueHusa OII kaxooro aHTuUTeJa K 3Hadvenumwo OII 0,25 HM
XUMEPHOTO aHTUTeJla n OlleHUBaA [IOJIYUEHHOE COOTHOIIeHNE 1o
crlenyomey TpexOaJlJIbHOM MmKaJle:

[00297] +: mocTaTouHas peaKTUBHOCTL (0,6 < oTHomeHue OI),

[00298] *: oueHbp cJjabas peakTuBHOCTBL (0,15 < oTHomeHme OIl <

0,6), u
[00299] —: HeT peakKTUBHOCTU (oTHOomeHMe OI < 0,15).
[00300] B Tabsmie 4A IIOKa3aHH pPesyJIbTaTEH OLIEHKU

PEaKTUMBHOCTM aHTUTeJ C (oCchPopMIMPOBaAHHEIM Tay-Hnentmumom PD17P. B
Tabiuile 4B NoKa3aHH pes3yJbTaTH OlLleHKM PeaKTUMBHOCTUM aHTUTEeJl C
HepoChOPUMIMPOBAHHEIM Tay-HentuaoM PD17. Ilo CcpaBHEHMI C XMMEPHHM
AHTUTEJIOM BCe TI'yYMaHM3MPOBAHHEE aHTUTeJla NPOABJIAIM ©OoJiee BECOKYI
PEaKLUMOHHYI CIOCOOHOCTE C QOCOOPMIMPOBAHHEIM Tay-nentmumom PDI17P,
HO ©B6o0Jiee HUBKYKD PeaKLUMOHHYK CIOCODOHOCTE C HedoChOOpUIUPOBaAHHEM
Tay-—-IelTUuIoM PD17. CLuYi Pe3yJILTAaTH OEMOHCTPUPRYIT, uTo
TYMaHM3UPOBAHHEE aHTUTeJla o0JjlajalnT CeJIeKTUMBHOM pPeaKTUBHOCTLID C
GOCHOPUIIMPOBAHHEIM Tay—TIelTUIOM.

Tab®muua 4A: TBeppnodasHuel WMOA peaKUMOHHOM CIIOCOOHOCTU C

bochopUIMPOBAHHEM HenTuaoMm PDI17P

BapuabesbHasa objlacThk TaSxeJion unenu (VH)

VH11 |[VH12 |VH47 |VHe6l |VH62 |VHe64 |VH65

BapuabesrHasa VL15 |+

oBJlacThb VL36 |+
JeTKOoMn uenu | VL46 | +
(VL) VL47 n

VL48 | + + + + + +
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VL50 |+

Tabmnua 4B. TBeppnodas3Hel WMOA peaKUMOHHOM CIOCOOHOCTU C

He)OCOOPMIMPOBAHHEIM IenTuamoM PD17

BapuabesbHadga objlacThk TsaxeJon Lenu (VH)

VH11 |VH12 |VH47 He6l VH62 | VH64 VH65

BapuabenvHas | VL15 | -

oBJlacThb VL36 -

JerKomn uenu | VL4 6 —

(VL) VL47 _

VL48 | - - - - - -

VL50 | -

2. TepepnodaszuHem MOA addMHHOCTM CeJIEKTMBHOTO CBSA3HBAHUA C
bochopUIUPOBAHHEM Tay—IIelTUIOM

[00301] HexoToOpEe M3 IYMaHM3MPOBAHHEX aHTUTEJ, VIMEMMX
KOMOMHAaLIUM VL " VH, [IpMBeOeHHEE B Tabnuie 3A, OBLIIN
IpoaHalIM3UPOBAHE B OTHOUEHUM CeJIEKTUBHOM addMHHOCTM CBASHBAHUA
ITYMaHM3BUMPOBAHHEIX aHTUTeJI I[IPOTUB Tay C QOCOOPUIIMPOBAHHEIM Tay-—
IenTUIOM C IIOMOWBLI TBepmodaszHOTO MMMYHOPEpPMeHTHOTO aHaluz3a (VMOA)
C MCIOJIb30BaHMEM XUMMepHOTO aHTuTeJla Tal505 B kauecTBe STaJIOHHOTO
aHTUTeJa.

[00302] PacTBOp, comepxamuii 1 MKT/MI HedoCchOopUIMPOBAHHOTO
nentuna PD17 wmim QocopMIIMPOBaHHOTO IHentuna PD17P, nomemann B
wIaHmeT Opr 50 MKJI/JIYHKY UM OCTaBJIAJIM CTOATE npu 4 °C B TeudeHMe
Houm. IlocJle yHaJleHUS pacTBopa OJokupyiomui oOybep (3% OHULETO
CHBOPOTOUHOTO ajibOyMuHa (BCA)—-PBS) pmosupoBaiau nopu 270 MKJI/JIYVHKY,
U IUJIaHIeT OCTAaBJIAIM CTOATL npu 4 °C B TedeHMe HOUM, UTOOE TeM
CaMbBIM  TIOJIYUMTL ILJIAHMEeTH, B KOTOPHX HehpoChOOPUIMPOBAHHEI IelITUO
PD17 wnu dochdopunIMpoBaHHEM nentun PD17P OvJl MMMOOMJIM3O0BAH B
KaXxIol JIyHKe.

[00303] Psanm m3 NOATM KOHULUEHTpalUuM KaxIoI'o aHTuUTeJa TOTOBUIU
4d—KpaTHEM CEepPUMHEIM pasBelleHNEM, HauuHasd C HauvaJlbHOM
KOHIleHTpauuu, paBHou 0,6 MrT/MiI (4 HM). Kaxmwli pacTBOpP OOOaBJIAIN
B JIYHKY IIaHmeToB Ipr 50 MKJI/JIYHKY, UYTOOH OOECIeUMTh MNIPOXOXICHUE
peakuMy IIpM KOMHATHOM TeMIepaType B TeueHMe OINHOTO uYaca. Iloce

Ipouecca IIPOMEIBKM KO3UM aHTU-UeJIOBeueCKHUN IgG, MeUeHHM IeJIOUHOM
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bocdoaTasom (mpomspBomcTBa Sigma—-Aldrich Co. LLC.) pa3BoIWMiM B
2000 pas, a 3arTeM DOOABJAIM B KaxXOyio JyHKY opu 50 MKJI/JIYVHKY,
UTOOE OOIIOJIHUTEJIEHO IIPOBECTU peakKUMi B TedeHMe ONHOI'O Yaca.

[00304] Tlocye 1mpollecca IIPOMHBKM B KaxXIylw JYHKY -IOOaBJIAIN
pacTBOop n-HUTpobeHmIbochaTra (pNPP) 1 wmr/min opu 100 MKI/JIYHKY,
0JIg I[OpOoBeIeHMA peakuuy B TeueHue 20 wMmHyT. IlomgiomeHue  (OII)
U3MepaJM IPpM IJMHEe BOJIHH, paBHOM 405 HM.

[00305] IaHHEE OIITUUECKOM IIJIOTHOCTU (OI) nopu
COOTBETCTBYIIUX KOHLeHTpalUMax KaXxnooro IIOJIYUYEHHOT'O aHTUTeJa
aHaIM3UPOBAaJIM C IIOMOWIBLI [IPOTpaMMHOTO oOecneueHusa SoftMax Pro
Bepcuu 6,5 (Molecular Devices Corporation), uUToOB ONpPenesUThb
cllenyolye UMCJIOBEE 3HaueHUMda OT A 0o D, KOTOpHe OBUIM IIPUIMCAHE
yeTHpexlapaMe TpUueCcKOom KPUBOM JIOTUCTUUECKON perpeccun,
IIOKas3aHHOM HUXE:

A-D

B

y=D+
1+ 2

[00306] C (YpaBHeHUEe I)

roe

X MIpeIcTaBJIfeT KOHLEeHTpalul aHTuTeJa, a

y MpencTaBJigeT oTJlomeHMe (3HaueHue OII) .

[00307] B3HaueHme norJomeHusa OII HePOCOOPMIMPOBAHHOTO IMenTuIa
PD17 B KOHUeHTpauuMm 1 HM BHOCMJIM B YypPaBHeHMe IJII pacueTa
KOHLEeHTpalUuu X KaXIoTro aHTUTeJa, COOTBETCTRYyIEN BeJIMUMHE
OIITUYECKOM IIJIOTHOCTM. IIOCKOJIbKY KOHIeHTpauus PD17 cocTaBjgaila 1
HM, MaCHTabOHLM KODOOUIIMEHT addmMHHOCTHU CBA3HBaHUA C
bochopuIMpoBaHHEM Tay-IHenTumgoM PD17P, oOCHOBAaHHBM Ha addMHHOCTU
CcBA3BBaHMA ¢ PD17 mJjd KaxmoTo IIeldTuUIa, PacCUMTHBaIM Kak 1/X u
MCIIOJIE30BaJIM B  KadecTBe IoKa3aTeld ad@MHHOCTM  CeJIEKTHMBHOTIO
CBA3EBaHUA C (OCOHOPUIIMPOBAHHEIM Tay-TIEeITUIOM.

[00308] PesyabTaTe [DOKa3aHE Ha TIpadpuke dur. 3. ADPOMHHOCTH
CBABEBaAHMA XMMepPHOTO aHTuTeJda Talb05 ¢ (ochopuMIIMPOBAHHEM Tay-—
nentunoMm PD17P Gruta B 30 pa3 CUJIbHee, 4YeM y He@OoChOOpMIMPOBAHHOTO
nentmuna PD17. HamnpoTwk, cCceJleKTMBHasA a@PMHHOCTE CBA3BHBaAHUSA B

TI'YMaHNM3VMPOBaHHEIX aHTHTeJIaXx IIpo4aBJIdjlia BEICOKRYIO CeJIEKTVMBHOCTE C

MacClITaOHEM KO3PPULIMEHTOM oT 40 oo 210 pas. PesyJibTaTH
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[IOKAaB3HEBAlT, UTO IYMAaHM3UPOBAHHHE aHTUTeJla obJamalnT cIeurduuecKomn
adOMHHOCTEI CBASHBAHUA C QOCOOPUIMPOBAHHEIM I[IEIITUIOM.

3. TBepnmodazuHem MWOA addMHHOCTM CeJIEKTHMBHOTO CBA3HBAHUA C
cayToMm dpochopUIMpOBaAHUA Serd13 c VCIIOJIbL 30BaHueM
GOCHOPUIINPOBAHHOTO Tay-IelTuna

[00309] T'yMaHM3MPOBAHHEE aHTUTEJa, MMepmMe KoMOMHaluum VL u
VH, npuBeleHHBle B Tabjauile 3A, KaxXIoe aHaJlu3UpOBaJM B OTHOIEHUU
ero CIOCOBOHOCTHM CeJIEKTMBHO CBAS3HBATHCA C cauToM ¢ochopuImMpoBaHMUA
Serd4l13 cpenIM OCHOBHHX cauToB o¢ochopuimpoBaHmusa O6eJika C I[IOMOIBIO
TBepnodasHoro UMOA ¢ MCHOJIBE30BAHMEM PAa3JIUMUHEX QOCOOPMIIMPOBAaHHEIX
[IenTUIOB.

[00310] MVcrnosp30BajgM IOBeHaOlaTb (QOCOOPMIIMPOBAHHEIX IIENTUNOE,
Kak IIokasaHo B Tabiuue 5. B crTojsble [OOI Ha3BaHMEM «BIMTOII»
yKazaH bochopmUIMPOBaHHEM (&) camT (&) Tay—-0eJika 4R2N-TUIIa
(HanlpuMep, «pS46» B nentume N 1 yKaswHBaeT, UYTO cauT Serd6
aBiygeTca GoCOOPUIIMPOBAHHEM  BIIUTOIIOM, a OIMCaHMA  HEeCKOJIbKUX
SIOMTONOB YyKa3HBalT, UYTO OIOMH IMIeldTul KuMeeT IBa WIM TpM cauTa
bochopusIMpOBaHUA) , 3a MCKJIOUEeHMEeM TOoro, uTo nentmun N 12 wnMeerT
SIOUTOII, comepxamui camT Serdl3, HO He ABJISIOMUNC I
bochopusmpoBaHHEM (PD17) .

Tabauua 5: IlenTun »OJd aHalM3a CHelupruueckoI'o CBAS3BBaHUA C

caToMm dpochopusMporaHmua Tay-0esyika Serdl3

IenTumnm AMMHOKMCJIOTHAaA IIOCJIegoOBaTeJILHOCTE | SEQ ID
SIINTOII
AL (ODHOOYKBEHHEI KOI) NO:
1 pPS4d6 H-GLKE (pS) PLQT-0OH ol
2 pPS199 H-SGYS (pS) PGSPGC-0OH 62
3 pPS202 H-SSPG (pS) PGTPC-0OH 63
pPT212/pS21 | H-GCGSPGTPGSRSR (pT) P (pS) LPTPPTREPK-
4 64
4 OH
5 pT217 H-GC-GSRSRTPSLP (pT) PPTREPKKVAVV-0OH 65
© pT231 H-KVAVVR (pT) PPKSPS-0OH 66
PS396/pS40
H-GC-RENAKAKTDHGAEIVYK (pS) PVV (pS) GDT
7 0 o7
(pS) PRHL-OH
/pS404

8 pS412 H-NV (pS) STGSC—OH 68
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pS412/pS4al

9 3 H-PRHLSNV (pS) (pS) TGSIDMVD-OH 7

10 pPS413 H-PRHLSNVS (pS) TGSIDMVD-OH (PD17P) 38
pS409/pS4l

11 2 H-PRHL (pS) NV (pS) (pS) TGSIDMVD-OH 9
/pS413

12 S413 H-PRHLSNVSSTGSIDMVD-OH (PD17) 69

[00311] [IIBeHanuaTb I[ENTUIOORB, I[IPMBEeIeHHHEHX B Tabiuie 5, To
eCcThb HenTunel ¢ 1 1o 12, WiIM KOHBIOIATH 5STUX I[IeNTUIOB C OBHUbBUM
CHBOPOTOUHEM ajlbOyMuHOM (BCA) MM T'eMOUMaHMHOM JIUMMQOH  YJIUTKU
(KLH), kxaxmeli pas®aBisaim PBS, oxJjaxnoeHHEM 0o 4 °C, mo 1 MKID/MI,
¥ IOJIYYEeHHHM pacTBOP pacHpenesidajM I[I0 IJlaHmeTaM B koJudecTBe 50
MKJI/JIYHKY ¥ OCTaBJIAJIM CTOATL npu 4 °C B TedyeHMe HoOuM. PacTBop
yoaJlaar M 3aTeM pachpelnensanu OJokupylomuit oOybep (3% BCA-PBS) mpwu
270 MKJI/JIYHKY, U IUIaHIET OCTaBJAIM CToAT: npu 4 °C B TeueHue
HouM. IlocJjie yIOaJleHMsd pacTBOpa OUMIIeHHOE aHTHUTeJIO paszfaBiadam 3%
BCA-PBS mo 150 Hr/mMi, a 3arTeM pnobaBjadjaM B IwlaHmeT n0pu 50
MKJI/JIYHKY, UTOOH OOeCIeUMT: BO3MOXHOCTEL IIPOXOXIEHMS pPeaKUUU IIPpKU
KOMHATHOM TeMIlepaType B TeueHre 90 MMHYT. Kaxnoyio JIYHKY I[IPOMEBAJINU
Tpuc—0ydPepHEM COJIEBEIM pacTBopoM (TBS-T), comepxamum 0, 05% Tween
20. Koszum AHTHU-UYeJIOBeueCKUN IgG (H+L) —, MeUeHEBI MeJIOUHOM
bochaTazom (mpomspormcTBa Sigma—-Aldrich Co. LLC.), pas3faBJIeHHHM B
2000 paz OydepoM masa pas3BemeHus (3% BCA-PBS), 1nobaBiasaamM B
[IJIaHIIET npu 50 MKJI/JIYHKY, UTOOR oBecrneunTh BO3MOXHOCTDb
IPOXOXIEeHUS peaklUuM IOIPpM KOMHATHOM TeMIepaType B TeueHMe 60
MMHYT. Ilocjle mOpoMeBaHvsa TBS-T, XPOMOTEHHBEM pacTeop (1 M1/Mi
pacTBOpa pNPP) mo®aBiagaar B IJlaHmeT nOpu 100 MKJI/JIYHKY OIS
pasBuTHA LBeTa B TedeHue 40 wmHYT. IllornJyomeHre (3HadveHue OIl)
U3MepaJM OpM OJMHe BOJIHH @ M3MepeHMsa, paBHoM 405 HM M 3TaJIOHHOM
OJVHe BOJIHE, paBHOM 550 HM.

[00312] PeakKUMOHHYK CIOCOOHOCTL OLEeHMBAaJIM I[I0 CJeOyiolen
TpexOaJIJILHOM IIKaJe:

+: JDocTaTouHasd peaKTMBHOCTL (1,0 < sHauenme OII),

t: oueHb cJjlabasg peakTuBHOCTE (0,5 < 3Hauenme OII < 1,0), u

—: HeT peaKTUBHOCTHU (3HaueHume OIl < 0,5).
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[00313] PesyJibLTaThe npencTaBJIeHH B Tabmuie 0. Bce
TYMaHM3UPOBaAHHEHE aHTUTeJla [OoKaszaJM CUIBbHYKD addMHHOCTL CBA3HBAHUA
TOJILKO C [IEenTUIOOM N 9 (pSerd4l12/pSerdl3:
PRHLSNV (pS) (pS) TGSIDMVD) , IenTUIOM e 10 (pSerdl3:
PRHLSNVS (pS) TGSIDMVD) u mnentumoM N 11 (pSerd409/pSerdl2/pSer4l3:
PRHL (pS) NV (pS) (pS) TGSIDMVD) , HO He CBA3HBAJIMCH C OIpyTUMA
nenTruigamMu, VY KOTOPHX CanT, COOTBeTCTRywmUM Serdl3 Oejka Tay, He
Orl QochopuIMpoBaH. XapaKTep UM CUujla CBA3HBAHUA OBUIM IPaKTUUECKU
TakuMMM  Xe, KaKk Yy  XUMEPH (XuMepHOe aHTHTeJsio Talb05). CLiyi
pes3yJabTaTe [IOKa3HBalT, UYTO I'yMaHM3MPOBAHHEIE aHTUTeJla ofJjanawnT
adPMHHOCTBE CBSA3BBAHUA, cneunpmuuHom nOJjasg 0OeJka Tay, MMeKIeIro
bochopmuampoBaHHEM cauT Serdl3.

Tabamuua 6: PesyjabTaTH TBepmoda3zHoro UWOA peaKTHUBHOCTU C

Pa3sJIiM4YHEIMI do C(j_)OpI/IJ'H/IpOBaHHI:H\/LT/I Tay-—IellTrIiaMn1

N nmenTuma B Tabiuie 5
AHTHTEJIO

1 2 3 4 5 6 7 8 9 10 11 12
xUMepa - - - - - - - - + + + -
L15H11 - - - - - - - - + + + -
L36H11 - - - - - - - - + + + -
L4eHI1 - - - - - - - - + + + -
L47HI11 - - - - - - - - + + + -
L48HI1 - - - - - - - - + + + -
L50HI1 - - - - - - - - + + + -
L48H12 - - - - - - - - + + + -
L48H47 - - - - - - - - + + + -
L48Hol - - - - - - - - + + + -
L48Ho62 - - - - - - - - + + + -
L47Ho4 - - - - - - - - + + + -
L48Ho4 - - - - - - - - + + + -
L47H65 - - - - - - - - + + + -

[ToumMep 3: TeRepmoda3HEM QA addmHHOCTH CBA3EIBaHMUA C

AHTUIeHHEIM OeJIKOM
[00314] HexoTopele ©3 TYMaHU3UMPOBAHHEIX AaHTUTE, MMEIINX
koMOuHaumu VL m VH, mnpuBeneHHEe B Tabiuue 3A, aHaJlM3MPOBaJIM B

OTHCOCIIeHNM a(]_)(l)I/IHHOCTM CBA3HBAHMSA C AHTUI'E€HHEM OeJIKOM C IIOMOUIBK
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TBepnodasHoTo JVOA.

[00315] UToBH HOOJYUMTL OdochopuMIMpPOBaHHEM Tay—0eJok pTau,
Tay—-0eJIoK 4R2N BKCIIPECCUPOBAJIU B KJIETKax HaCeKOMEIX C
MCIIOJIb30BaHMeM 0OakKyJIOBUPYCHOM CHCTeMH. KpoMe TOTO, IJ4 IIOJIyUeHUS
TUNIEPOOCHOPUIIMPOBAHHOT'O Tay—-0eJika hpTau OBLI [IOJIyUeH
pPeKoMOVHAaHTHEM DaKyJOBUPYC, CIIOCOOHEIM OIOHOBPEMEHHO
DKCIIPECCUPOBATE Tay—0eJlok M GSK3[.

[00316] [Tpun [10JIy4YeHUN PEKOMOMHAHTHOTO DakyJIOBUpYyCa
MCIIOJIE30BaJIn BEeKTOPEL pFastBacl u pFastBac Dual. hiisa
bochopusiMpoBaHHOTO Tay—-0Oesqka pTau B pFastBacl ©Orula BCTpOEHa
k[HK, xomupywmas Tay-0ejiok 4R2N, wumenmum His-meueHHEM C—KOHell.
Ona runepdochopuMmpoBaHHOTO Tay—-0ejsika hpTau B pFastBac Dual
BCcTaBJaaau KIHK, xomoupyiomyio Tay—-0eJok 4R2N, wumeomuy His—-MeueHHBIN
C—KOHell, u kIIHK, KOIOMPYIIOIYIO GSK3B. AMVMHOKMCJIOTHASA
[IOCJIeIOBATEJIbHOCTE n HYKJIeOTHOHAaSA IoCcJIeIOBaTeJIbHOCTE His-
MeueHOT'O Tay-0enka 4R2N onpenejeHs B SEQ ID NO:70 w71,
COOTBETCTBEHHO. AMMHOKMCIIOTHAaS IIOCJIeHOBaATEJIbLHOCTE M HYKJI€OTUIHAaSA
nocjienoBaTeJIbHOCTE GSK3p omnpenesiensl B SEQ ID NO:72 wu 73,
COOTBETCTBEHHO.

[00317] IloJlyyeHHBE BEKTOPH KaXIbl BBOOWUIIM B KJIETOUHYID JIMHUIO
Sf9 nyrem JmMOoQexkIMM, U KIETKM KYJbTUBMPOBAJIM OJA IIOJIYUYEHUS
PeKOMOMHAaHTHHX BaKyJOBUPYCORB. [ToJIyYeHHHE pPexKoMOVHAaHTHHE
BakyJIOBUPYCH  3aTeM MCIOJL30BaJM MJIS MHOMUMPOBAHUS  KJIETOUHOM
JIMHUU Sf9 W Tnb, UTOORL TeM CaMBIM BSKCIPEeCCUPOBATH
bochopuanpoBaHHEM Tay—0eJiok (pTau) ¥ IunepdoCchopUIMPOBAHHEN Tay-—
Besoxk (hpTau) .

[00318] KieTku, B>SKCIOpeccHUpyIMe xejlaeMel 0eJiok, cobupalu U
nmomBepralv YJIbLTPa3BYKOBOM 00padoTke U LHeHTPpUPYTUPOBAHUIO  OJIA
IOJIYUEeHMA KJeTOUHOTO JM3aTa, KOTOPHM 3aTeM HaHOCUMIM Ha KOJIOHKY
Ni-NTA @Ojsg oumMcTKM Tay-0ejyika. KoHIeHTpalMi OUMIeHHOTO Tay-0eJsika
ompeneyalM B aHaJluze OUIMHXOHMHOBOM KUCJIOTH (BCA), MUCHOJIL3YA
OBUMM  CHIBOPOTOUHHINM  aJibOyMMH (BCA) B KauyeCcTBe CTaHOapTHOTO
obpasiia.

[00319] ToayuyeHHBEM THUIepdoCchOopUIMPOBaHHENM Tay-0ejiok (hpTau)
u QoCOOPUIMPOBAHHEM Tay-0ejlok (pTau) pas30aBiIgaIM oOXJaXIeHHBEM PBS

o 1 MKT/MII, ¥ pas®aBJIeHHHE PacTBOPH pacOpenesiaiM II0 ILJIaHmeTy
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npr 50 MKJI/JIYHKY ¥ OCTaBJIAIM CTOATL npr 4 °C B TedyeHMe HOUM.
Ilocjle TOTO KakK pPacTBOPH OBUIM yIaJleHH, OJIOKMpyomui dybep (3% BCA-
PBS) saTeM gpmosmupoBadM nopu 270 MKJI/JIYHKY, U ILIJIaHIIeT OCTaBJIAJIMU
croars npu 4 °C B TeueHMe Houu. llocsie ypajleHus OydepHOTO
pacTBOpa Cepui PacCTBOPOB AaHTHUTEJI, IPUTIOTOBJIEHHHX IIYyTEeM CEepUMHOTO
pasbapjenus 3% BCA-PBS, pobGaBjgajM B ILJIaHmMeT B KoJudecTiBe 50
MKJI/JIYHKY, UTOOH OOECIeUMTL BO3MOXHOCTE MIPOXOXIEHMS pPeaKUUU IIPpHU

KOMHaTHOM TeMIlepaType B TeUeHNe 90 MMHYT .

[00320] JIyHKMK 3aTeM [IPOMEIB aJIN TpUC—0ydepPHEIM COJIEBEIM
pacrtBOopoM  (TBS-T), comepxamuMm 0,05% Tween 20. Ko3u¥ aHTHU-
yeJjioBedueckumm 1gG, MeueHHM MeJIOUHOM @QocdaTa3zon (mpou3BOICTRA

Sigma-Aldrich Co. LLC.), paszstaBaeHHnr B 2000 pas Oybepom miasa
pasBenmeHrs (3% BCA-PBS), @no0aBjaajaM B IJlaHmeT opu 50 MKJI/JIYHKY,
yToOH 00eCHeurTh BO3MOXHOCTL IMIPOXOXIEHMS peaKUMM IIPM KOMHATHOM
TeMIlepaType B TeueHHue 60 MUHYT. Ilocuie IIPOMEIBAHU A TBS-T,
XPOMOTEHHHN pacTBop (1 Mr/mMia pacTBopa pNPP) moGaBisgjiM B ILJIaHIET
npu 100 MKJI/JYHKY IJIS TIIPOSABJIEHMA I1BeTa B TeueHue 40 MUHYT.
IlorJsiomeHue (3HaueHue OIl) U3IMepsAIM OpM OJAMHE BOJHE, paBHOM 405
HM.

[00321] PeaKIIMOHHYIO CIIOCODHOCTB olleHMBaJIA, onpenensasa
OTHOmMeHMe 3IHaueHMs OII kKaXxOoI'o aHTuUTeJa K 3HadveHumio OII 0,25 HM
XVMEPHOTO aHTHUTeJa u olleHMBasg IIOJIYyUEeHHOe COOTHOIIEeHH e 1o
crenyoimey Tpex0allJIbHOM mKaJle:

+: mocTaTouHad peaKTMBHOCTL (0,6 < orHomeHme OII),

t: oueHb cynabad peakTuBHOCTE (0,15 < oTHomenme OII < 0,6), u

HeT peaKTHMBHOCTHM (oTHomeHMe OII < 0,15).

[00322] B Tadnule TA nIpUBeOeHH Pes3yJIbTaTEH OLLeHKMU
PEaAKTMBHOCTM I'YMaHUSUPOBAHHEX a&HTUTEJ C IUlepdoCchOopUIINPOBaHHEM
Tay—0OesqkoM hpTau. B Tabiuue 7B I[IpMBEeOEHH pPe3yJIETATE OLEHKU
PEaAKTMBHOCTY I'yMaHU3MPOBAHHEIX AaHTUTEeJI C QOCOOPWMIIMPOBAHHEIM Tay-—
BeskoM pTau. Pe3zyJabTaTH [IOKAa3HBAaT, UYTO BCe I'yMaHU3MPOBaHHEE
aHTuTeJla obJjamanT BEHICOKOM  pPeakKUMOHHOM  CIIOCOOHOCTBI  KakK C
TUIEPOOCHOPUIIUPOBAHHEIM Tay—0eJIKOM hpTau, Tak u C
pochopUIIMPOBAHHEIM Tay-0eslkoM pTau OO CpaBHEHUMIK C  XUMEPHBM
AHTUTEJIOM.

Tabauua 7A: PesynbTaT TBepmodpaszHoro VOA peaKTUMBHOCTU C
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VH11 VH12 VHA47 VH61 VH62 VH64 VH65
VL15 +
VL36 +
V5146 +
VL47 +
VL5148 + + + + + +
VL50 +
Tabmuua 7B. PesyabpTaT TBepnodpaszHoro MOA peaKTUBHOCTHU
dpochopuIMpoOBaHHEIM Tay—-0OesikoM pTau
VH11 VH12 VH47 VH61 VH62 VH64 VH65
VL15 +
VL36 +
VL46 +
VL47 +
VL48 + + + + + +
VL50 +
MpumMmep 4: AHaimMz3 addMHHOCTM CBA3bBaHUA IIIIP
[00323] HexkoTopele ©3 T'YMaHU3UPOBAHHBEIX AaHTUTE, MMEIOIMX

kKoMOMHauum VL m VH,
adPMHHOCTHU

pesoHaHCa

(IIIIP)

CBASEBEIBAHMA

C

IIOMOIBIO

npuBeneHHHEe B Tabjuie 3A,

C MCIIOJIE30OBaHVeM XVMepHOTI'O

KadeCcTBe STaJIOHHOI'O aHTHUTeJla.

[00324]

[IPUMEP 3)

VMCIIOJIE30BaJIn

HedoCchoOpUIMPOBAHHHM

Escherichia

Hejioxk 4RON:

KadecCTeBe OTpHMIaATeJIEHOI'O KOHTPOJIA.

MCIIOJIL30BAJIM MOHOPOCOOPUIIMPOBAHHEI Tay-—IelTu

coli

B

TOJILKO
nentmun (3xP),
dochHopPUIINPOBAHE

II0CJIeIOBaAaTEJIEHOCTHU

(Tay:
ATGen Co.

Tay—0eJIoK
His—MeueHHEM

Ltd.,

Serdl3 ©Ownl QochopuIMpOBaH,

B KadecCTBe

kaT. N

ATGPO0795)

koTopoM Serd09 wm Serdl?2

B

VCcHoJbL3YeMEl IIelTUn

OSTHUX

IOOIIOJIHEHNE K

IIeIITUIOOB

OTpMUIaTEeJIBHOTI'O

Serdl3.

IIOBEPXHOCTHOTIO

aAHTHTeJIa

TunepbochopmuIMpoBaHHEM Tay—-0eJiok 4R2N

rnooBpepralJim aHaJllu3y
IIJIasMOHHOTI'O

Tal505

(hpTau:

feJika—aHTUI'eHa,

IPOAYLMPOBAJIN

HedoCchopUIMPORAHHEM]

u  TpUudoCcOOPUINPOBaHHEMN

OBUIM  OOIIOJIHUTEJIBLHO

IIPMBEeEHEL B

KOHTPOJIA TIpenCcTaBJIAN

C

(1xP),

IIOMOIIEBO

MCIIOJIE30ORaJIM B
B kauecTBe AQHTUITE€HHEIX IIENITUIOB

B KOTOPOM

AMVHOKMCJIO THHE

Tabjumie

Tay—

Tay-—

cobom
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HeboChOOPUINPOBaHHEM Tay-TIelITnu (Non P), AMMHOKMCJIOTHA A
[IOCJIEIOBRATEJIBHOCTE KOTOPOTO TakKXe  IIpUBEIEHa B Tadauie 8.
AMMHOKMCIIOTHA A [IOCJIENOBATEJIBHOCTE His-MeueHHOTO
HepochopmImMpoBaHHOTO Tay—0Oeyika 4RON omnpemesieHa B SEQ ID NO:74.
AMMHOKMCIIOTHEIE TIOCJIEIOBATEJIBHOCTM  MOHOQOCQOPUIIMPOBAHHOTO  Tay-—
nenTmna 1xP, TPUOOCHOOPUIIMPOBAHHOT'O Tay-IenTuna 3xP u
HepoChopUIMPOBaHHOTO Tay-—nentupma Non P ompenesieHsl B SEQ  ID
NO:75, 76 m 77, COOTBETCTBEHHO.

Tabiauila 8: AHTHUIEHHHM IIelTHI, MCIOJb3yeMeli B SPR

Komoroe AMMHOKMCJIOTHaA IIOCJIeNOBaTEeJILHOCTD SEQ ID NO:
HazBaHMue (ODHOBOYKBEHHEIM KOI)

1xP TSPRHLSNVS (pS) TGSIDMVDSPC 75
3xP TSPRHL (pS) NV (pS) (pS) TGSIDMVDSPC 76
Ees P TSPRHLSNVSSTGSIDMVDSPC 77

[00325] AQOMHHOCTE CBA3HBAHUA IHUIepPOOCOOPUIUMPOBAHHOTO Tay-—
Belika 4R2N (hpTau), HeboCchopUIMPOBAHHOTO Tay—-0eJika 4RON,
MOHOQOCOOPMIMPOBAHHOTO  Tay-Hnentmma 1xP, TPUOOCHOPUIINPOBAHHOT'O
Tay-nentuga 3xP um  HedpochopMIMPOBAHHOTO Tay-mnentuma Non P cC
KaXOBEM aHTUTEeJIOM M3Mepaar C HoMmombio IIIIP-cucTeMel Biacore T200 (GE
Healthcare Japan), B COOTBETCTBUM C MHCTPYKLUMENV IO OlleHKe,
npujaraeMo K CUCTEMe.

[00326] APOMHHOCTE CBA3BBaHUA U3MeP AJIU criocobowm,
BRJOUAKIKMM: IIPUTOTORBRJIEHME CeHCOpHOTO ummna NTA (BrJOUasd CJOu
KapboKcUMeTUIIIeKCTpaHa, Ha KOTOpPOM yxe VMMOOUIIM30BaHa
HUTPUIIOTPUYKCYCHAaA KMCJIOTa (NTA) : KOoI e BR-1005-32) ;
VMMOOMJIIMBALMID KaXOoT'0 M3 BHIMEYIOMAHYTHX IIeITUIOB, CJIUTHX ¢ His-
MEeTKOM, ¥ KaXIoI'0 M3 aHTUTEeHHHX IIelTUMOOB, IIPMBEeIeHHHX B Tadjuile
8, Ha CeHCOPHOM uMIle KOBAJIEHTHHMU CBA3AMM I[IOCPEINCTBOM peaKIlUM
AMMHHOTO coueTaHUd c MCIOJIb30BaHueM  HaBopa s aMMHHOTO
coueranmusa (GE Healthcare Japan, xom N BR-1006-33); u wuU3MepeHUe
KMHETUKM CBAS3HBAHMA aHTUTEJ C MVMMOOMJIM3OBAHHBMM  OeJIKkaMU U
nenTruIaMn .

[00327] Kaxnouit wn3 ©OejgxoB hpTau wiuM Tay ¢ His-MeTkon
VMMOOUJIMBOBAJIM Ha CEHCOPHOM U4MIle, MCIOJb3ysa Oydep HBS-N (xkom N

BR-1003-69) B KaueCcTBe pacTBOpa peakKUUM UMMOOMIIM3AUUM M I[IO3BOJIAA
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pacTBoOpy XJopMIa HUKeJId pearupoBaTk C CEeHCOpHEM uwmiioM NTA nig

CcBA3HBaHMe Ni ¢ NTA. 3aTeM CEeHCOPHHM UMK aKTHUBUPORBRAJIM CMEeMaHHBM

PacTBOPOM TUIOpOXJIopHUIa N-sTui—N'— (3—oMMe TUIIaMUHOIIPOIINIT) —
KapdboounMmmoa (1-2TM51—-3— (3—
OVIMe TUIIaMUHOIIIPOIWII) KapBOOAUUMUOTUIPOXJIOPULA EDC) u N-
TUIPOKCUCYKUIMHMMMITA (NHS) . PacTBOpP Kaxgoro nus His—MeueHHX

OeJIKOB, HOOBEeIeHHHM OO0 KoHIeHTpaumuu oT 100 mo 500 HT/Miu OybepoMm
4— (2-TUOPOKCUBTWUII) — 1 —HUllepa3MHRTaHCYyJIEOOHOBOM KM CJIOTEL (HEPES)
(0,01 M HEPES, 150 MM KC1, 2 ™M DTT, 1 MM O3IOTA, pH 7,2),
HaHOCUJIN Ha CEHCOPHBEM  YWII, B pesyJjibTare yero OeJIoK ORI
MMMOOWMIIM30BaAH Ha CEHCOPHOM UMIle UYepes3s KOBAJIEHTHHEe CBA3M C Ni-
NTA. OcraBmyiocd akKTuBHYID NHS OJIOKMPOBaJ M S3TaHOJaMMHOM, ¥ MOHH Ni
yoansaan pacTtBopoM S0TA (cBA3BBaHMe addMHHOCTM amMmHa C Ni: cM.
MeXIyHapoIoHyln Oyoaukaiuo N W02005/022156). AHTHUTEHHHE IIeITUIH
(1xP, 3xP m Non P) ObulM MMMOOMIM3OBAHE Ha CEHCOPHOM UMIIe IIYTeEM
AKTMBALUM CEeHCOPHOTO umuia NTA cCMellaHHEM pacTBOpOM N-3Tuji-N'—(3-
OVIMe TMJIaM/HOIIPONWII) KapBooumuMmaa (EDC) TUOPOXJIopKUIa u N-
TUOPpOKCUCYKLIMHMMMUIOa (NHS), a 3aTeM HaHOCUIIM pPacTBOP AaHTUIEeHHOTO
nentuna, pasbaBiaeHHoro 10 MM HaTpul-alleTaTHEIM Oybepom (pH: 4-
4,5) mo 1-10 MKM Ha CEeHCOPHHM UMII, I[IOCPEeICTBOM UeTro IMelTul Ol
KOBAJIEHTHO CBf3aH C CEeHCOPHBEM uYuoM. OCTaBIUMCA aKTUBHHY NHS
OJIOKMPOBAaJIM STaHOJaMMHOM. TakuM o0pasoM, OBJIM IIOJIYUEeHB CEHCOPHEE
UMIIEL, MMMOOMJIIMBOBAHHEE COOTBETCTBEHHO OeJIkaMM U I[IelTHIaMy,
YIIOMAHYTEIMM BHIIE .

[00328] Bydep CAPS (pH 10,5) HaHOCMIM Ha 3TU CEHCOPHEE UUIIH
npu 37 °C miusg crabmiMsaluyu MMMOOMIIM3OBAHHBIX OEJIKOB WMJIM I[IelNTUIOB
Ha IIOBEPXHOCTAX CEeHCOPHHIX UMIIOB. PacTBOp KaxIoI'o aHTUTela,
IPUTOTOBJIEHHEM C Oybepom HEPES (pH 7,2) B KadecTBe pacTBOpa IJA
peaxkuMy  ClHeuudrUUeCKOI'0  CBSA3HBaHUMA, HaHOCUJIM Ha  IIOBEPXHOCTH
CEeHCOPHOTO uMIla B KOHUeHTpaumax oT 0,2 mo 1 HM (OKOJIO pacueTHOM
KOHCTAaHTH »OMUCCcOoLMaluuMmM CBA3HBaHMA [KD]) B TeueHue 150 cCcexkyHIO
(oOVMHaAKOBEIE B paMKax OIHOM OlleHKHM) IJS peakuuM U U3MepaIu
KMHETHKY CBSA3EBaHMA. I[loJIlydeHHEHE »OaHHEHEe OBJIM [IPOaHaJIM3UPOBAHH C
WCIHOJb30BaHMEM MNpOoTpaMMHOTO ofecneueHusa Biacore 1mJja aHalMza
(Biacore T200 Evaluation Software, Bepcusa 3.0).

[00329] KuHeTUMKY CBA3BBaHMA KaXIOT'O aHTUTEeJla KOPPEeKTUPOBAaJM
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IyTeM BHUMTAHMA KMHETHKM CBA3HBaAHMA HedoCOOPMIMPOBaAHHOTO OeJika
4RON C CEeHCOPHBEIM UMIIOM B KaudeCTBe OTPUIATEJBHOTO KOHTPOJA U3
KMHETUKM CBA3EBaHMA aHTUIT'eHHOTo Oejyka 4R2N (hpTau) C CeHCOpPHHM
UUTIIOM. KnueTuky CBA3EBaHUSA KaXIoTo AHTUTEHHOTO nenTuna
KOPPEKTUPOBAJIN Iy TeM BHUMTAaHUA KMHE TUKHU CBA3LEIBaAHMUSA
HepoCOOPUIMPOBAHHOTO IHenTuna Non P C CeHCOPHHEHM UMIIOM B KadecTBe
OTPULLATEJIEHOTO  KOHTPOJIA U3 KUHETUKM CBA3HBaAHUA KaXIol'o M3
NENTUIOB aHTuUI'eHa 1xP wm  3xP. Huxkaxkoro  CBA3BBaHMA  KaXxIoI'o
aHTUTeJa c HepoChOopUIIUPOBaHHEIM Tay—0eJIKOM 4RON MJIN
HedoChopUMIIMPOBaAHHEIM IHenTtuaoM Non P B OMana30He KOHIEHTpaluMn
oBpazla, I[IOOBepIl'aeMHX WM3MepPeHM, He HabJmomaJioCh.

[00330] B Tadbauie 9A TIpuBeleHa AKTMBHOCTbB CBS3HBAaHUA
TYMaHM3UMPOBAHHEX AaHTUTEJ C (ochopMIMpOBRaHHEIM Tay—-0ejkoM 4R2N
(hpTau). B Tmabimuue 9B NpMBeOeHH pPe3yJIbTaThH aKTUBHOCTU CBA3BBAHUA
TYMaHM3BMPOBAHHEIX aHTUTeJ C MOHOQOCOOPMIIMPOBAHHEIM Tay-—IIelTUIOM
1xP u TpUudOoCHOoPUIMPOBaHHEIM Tay-—IelTUIOM 3xP. PesynbTaTH
OEMOHCTPUPYIT, UYTO KaXOoe I'yYMaHM3UPOBaAHHOE AaHTUTEJIO IIPOABJIAJIO
BEICOKYIO AKTUMBHOCTD CBSA3EIBAHUSA co BCEeMI n3
runepdpochopmMIMPOBaHHOTO Tay-0ejika hpTau, MOHOPOCHOPMIMPOBAHHOTO
Tay-nentuna 1xP u TpudoCchopMIMPOBAHHOTO Tay-IHenTumaa 3xP.

Tabiauua 9A: AKTMBHOCTL CBASHBAHMA I'YMaHU3UPOBAHHHX aHTUTEJ

c dochopmimMpoBaHHEM Tay-0OeskoMm (hpTau) (MomeJsb CcBA3HBaHMA 1:1)

hpTau
OBbpasel]

KD (M)
XuMepa 1,70E-10
L15H11 1,50E-10
L36H11 1,40E-10
L46H11 1,30E-10
L47H11 1,80E-10
L48H12 1,60E-10
LA48H47 1,40E-10
L48H64 1,00E-10
LA47H65 1,50E-10
L48H11 1,40E-10
L48H61 1,70E-10
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L48H62

1,30E-10

L50H11

1,50E-10

Tabamiia O9B.

AKTMBHOCTE CBS3HBaHMUA T'YMaHU3VMPOBaAHHEX aHTHUTEJI

Cc  QocOopUSIMPOBAHHEMKM IHenTuinaMu (1xP, 3xP) (MOOmeJIb CBASHBAHUA
1:1)
1xP 3xP
Obpaserl
KD (M) KD (M)
Xumepa 4,60E-11 2,20E-11
L15H11 3,90E-11 1,90E-11
L36H11 4,70E-11 1,90E-11
L46H11 4,80E-11 1,70E-11
L47H11 6,20E-11 2,20E-11
L48H12 6,50E-11 2,70E-11
L48H4T 5,80E-11 2,20E-11
L48H64 5,00E-11 1,50E-11
L47H65 5,40E-11 1,90E-11
L48HI11 6,00E-11 2,00E-11
L48H61 1,80E-10 2,40E-11
L48H62 5,20E-11 2,00E-11
L50H11 4,80E-11 1,90E-11
Ilpumep 5: AxHams3 addMHHOCTM  CBA3BBaHMA pSerdl3-Tau B

IoMOT'eHaTe MO3Ta IlalMeHTa ¢ BA

[00331]
VL u VH,
OlLleHEeHEL B

Tay—0eJIKOM

oBpaslia malMeHTa C 0OoJe3HbID AJbITelMepa

(pSer413-Tau),

CpenM T'YMaHM3VPOBAHHEIX aHTUTETI,

IpMBeIneHHEle B Tabjsuue 3A, L15HI11,

ITIOJIYYEeHHBEIM nus3

(BA) ,

MMeRIUX KoMOMHALINU

LL46H11 m L47H65 Owum
OTHOmeHM adPMHHOCTM CBA3EBaAHUA C QOCOOPUIINPOBAHHEM
Ser4l3 KJIMHNUYECKOTO

B XMOkou ¢dasze, C

VCIIOJIE30BaHMEM MEBEIMMHOTO aHTUTeJa Talb05b m XxuMMepHOTO aHTUTEeJa B

KadueCTBe OSTaJIOHHEIX aHTUTeJI.

[00332]

aHTHTeJla

OBLIIN

ono TUHWIIMPOBAaHEL

TUIPOKCUCYKUMHUMUIT—LC-OMOTHUHA

Scientific K.K.)
[00333]

PyMaHMBMpOBaHHBIe aHTHTeJla,

(NHS-LC—-6MroTHH)

AHTUTEeJIa MBIV WM XVIMEePHEEe

C

BaMOpOXGHHyIO TKaHb T'MIIIIOKaMIla

C TMOoCJIeOyIIIMM OUaJIM30M C IIOMOIBI PBS.

(160 wMr1)

(Thermo

MCIIOJIb30BaHMEM N-

Fisher

3 TOJIOBHOTIO

MO3Ta nanmMeHTa ¢ BA Ha cramuu V/VI Bpaaka po®aBiasiau k 0,8 Ml
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TRS-I (Tpuc-0OydepHElM COJIeBOM pPacTBOP, KOKTEWJIbE C MUHIUOUTOPOM
[IpoTeasH, KOKTelJIb C uHTudbuTopoM GocdaTasH) n oBpabaTHBaIU
VJILTPasByKOM B JeOAHoM Bode. O0pab®oTaHHHM VJbBTPAa3BYKOM pPacTBOP
neHTpudyrmupoBanm npu 3000xg mpm 4° C B Teuenre 10 MMHYT, U
CyIllepHaTaHT cobupaliM UM OOINOJIHUTEJIBHO VYJIbBTPpaleHTPpUQyIMpoBaJnM IIPpU
100000xg mpu 4°C B TeueHre 15 MMHYT IS I[IOJYUEeHMS TOMOTeHaTa
Mo3Ta. Habop Innotest pTau (pTl1l81l) (Fijirebio Inc.) HMCIOJIbL30BaJIU
B KauecTBe CHCTeMb TBepnodpaszHoro HWOA QoOCOOpMIIMPOBAHHOTO Tay-—
Oesika Serdl3 (pSer4l13-Tau), HO OMOTHMHWUIMPOBAHHOE  aHTUTEJIO,
BKJIOUEHHOe B  Habop (momMeueHHoe kKak CONJ1), OBJIO  3aMeHeHO
OUMOTUHUIIMPOBAHHEMM aHTUTEJIaM/, I[1IOJIYUeHHEMM BEHIIE.

[00334] Kaxmoe w©3 OMOTHMHUIIMPOBAHHEIX AaHTUTE, TIOJIYYEeHHEIX
BHIIE, IIPeBpamaliM B PacTBOP C koHUeHTpaumerm 0,1 HM u noOaBJSIM B
UMMOOMIIM30BAaHHEY MT-rjiaHmeT HT7 (BKJIOUEHHHM B Habop) BMecTe C
1000-kpaTHEM pasBeleHMeM TOMOT'eHaTa Mo3Ta. IloJlydeHHHNM ofpasell
epeMemmMeaguM M MHKyOupoBasu npu 4 °C B Teuedue Houm. Ha
cJenyomui OeHb IJIaHMeT IIPOMBBAJIM M B IJIaHmeT »Jo0aBJIAAM MeUeHHBN
HRP crTpenTaBUIMH (BKJIOUEHHHM B Habop kak CONJ2) ¢ nocJjenyomen
MHKyOalumMey B TeueHMe OIHOTO Yaca. IlocJe MIPOMHBKMY HO00aBJIAIN
Kpacamui peareHT TMB ¢ noclemnywomey MHKyOalMey C 3alMTOM OT CBeTa
IpM KOMHATHOM TeMIepaType B TeueHre 30 MHMHYT. 3aTeM pPeaKlMuio
OCTaHaBJMBaJIM C IIOMOIIELIO pacTBOpa OTPaHUUUTEJIA peaxkuun
(BKJIIOUEeHHOTO B Habop B kadecTBe pacTBopa STOP) n  U3MEepAIn
OIITUYECKYI IIJIOTHOCTL IIPM IJMHEe BOJIHH, pabBHOM 450 HM.

[00335] PesynesTaTH OpelcTaBJieHH Ha ®wur. 4. Kak [okazaHO Ha
rpadmuke Ha dur. 4, Bce I'yMaHUBUMPOBaHHHEe aHTUTeJa L15H11, L46H11
" L47H65 IPOSABJIST BEICOKYIO addMHHOCTE CBA3EIBAHUA C
bochopusMpoBaHHEM Tay—-0eJkoM Serdl3 (pSerd4dl3-Tau), OOJNyUYEHHEM M3
KJIMHUUECKOTO ofpaslia HaumeHTa C BA.

[lpuMep 6: lccienmoBaHME KMHETUMKM B KPOBU

[00336] IIaTe MCXOIHEX BapMaHTOB TI'yMaHM3VMPOBAHHEIX aHTUTEJ]
OBUIM MCCJIeOOBaHH B OTHOMEeHUM O(QapMaKOKMHETUMKM Y HOPMAJILHEX MEIIE
1o CpaBHEeHMK C KOMMEPUECKM  HOOCTYIIHEIM AaHTUTEJIOM  TI'eplelTuH
(Genentech, wmxHElM CaH-®paHUMCKO, mTaT KanmudopHUA) U XUMEePHBM
antuTesioMm Talb0b. Jlerkas uene M TaXeJasa ILelb KaXIoT'o BapMaHTa

I'YMaHM3VPOBAHHOT'O aHTHUTEJIa IIPMBEIEHEL B Ta6nmue 10 Hmxe.
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[00337] Tabmmua 10. Jlerkad Lelb W TAXeJasd ILelb HEKOTOPHX

MCXOIOHEIX BAPMaHTOBR I'YMaHMIVMPOBAHHEX aHTUTEJI

AuTHUTEJIO LC HC

BapuaHT 2 L1 (SEQ ID NO:130) H2 (SEQ ID NO:134)
BapuaHT 5 L2 (SEQ ID NO:131) H1 (SEQ ID NO:133)
BapuaHT © L2 (SEQ ID NO:131) H2 (SEQ ID NO:134)
BapuaHT 9 L3 (SEQ ID NO:132) H1 (SEQ ID NO:133)
BapuanT 10 L3 (SEQ ID NO:132) H2 (SEQ ID NO:134)

[00338] AHTHMTeJla BBOOWJIM BHYTPMOPOMMHHO B nmo3e 10 Mr/xr 11-
HemeJIbHEM camuaM Memer C57BL/6J (Charles River Laboratories
Japan, Inc.). IlnasMa OvJla IHOJyYeHa M3 KpPOBM, coOpaHHOM uepes 1,
3, 8, 24 m 72 uyaca I1nocJie BBeIeHMSI OO3H. PasMep BHOOPKM COCTaBJIIAIN
2 XMBOTHHX Ha aHTUTEJO.

[00339] CouHoBuu-VMOA C NOJNMKJIIOHAJIBHEIMM aHTUTEeJlaMM HOPOTUR 1gG
JeJiIoBeKa MCIOJNB30BaliM OJIA OlpeleljleHVMS KOHLEeHTpaluM aHTUTeJ B
mi1asMe. KanuBpoBOUHYH KPUBYID CTPOMJIM IIyTeM CepUMHOTO pas3baBJIeHUS
KaXgoTro aHTUTeJla MBIIMHOM I1J1a3MOM.

[00340] [lnasmy pa3faBJigin B 1000 pas u MU3MepP AJINn
KOHLEHTPpalun aHTUTeJI.

[00341] 1 wMKID/MJII pacTBopa PBS MHOJMKIIOHAJBLHEHX KO3BUX aHTU—
yeJIoBeueCKUx aHTuTesl I1gG (Fc) OMIeTKoM HepeHOCUJIM B 96-JIyHOUHHM
mlaHmeT (MaxSorp (NUNC)) M ocTaBJsaaM CTOoATeE npu 4 °C B TedeHue
HOUM. BaTeM INIPOBOIOMIM OJIOKMpOoBaHMe 3% BCA/PBS mOJjg NOPUTOTOBJIEHUSI
[JIaHIleTa C  MMMOOMJIM3OBAHHBEIMM  KO3BMMM  I[IOJIMKJIOHAJIBHEIMM  aHTU-—
JeJIOBEUECKMMM aHTuTeJaMu 1gG  (Fc). MemMHYy®©O ILJIa3My MCIIOJIb30BaJA
IoJIsS cepuvHoOTOo pas30aBJIeHUMS aHTUTEJ U IIOJIYUeHMS CTaHTapTHOTO
BemecTBa. IlasMy M CTaHIapTHOE BemecTBO pasBomouin 3% BCA/PBS u
IUIIETHUPOBAJIN B [JIaHIIET c VIMMO OMJIM 30 B aHHEMU KO3bMMU
MOJIMKJIOHAJIb HEIMU aHTU—UYeJIOBEUECKMMA AaHTUTEeJIaMN IgG (Fc) n3
pacuera 50 MKJI/JIYyHKY. CMecHU IaBajJM OPOPeaTrVpOoBaTh IIPY KOMHATHOM
TeMIIepaType B TeueHue 1,5 yacoB, ¥ ILUIaHNET 3aTeM NpoMeBalu TBS-T
(TBS, 0,05% TBuH 20). 3aTeM pPacTBOP, OPUTOTOBJIEHHHM pa3daBlIeHMEM
MEeUeHHEIX MeJIouHOM  docdhaTa30¥  MOJNMKIIOHAJILHEX  aHTHUTeJ  IIPOTUB
yejioBedueckoro IgG (H+L) (Southern Biotech, kat N 2087-04) B 2000

pas, ¢ 3% BCA/PBS, mnuneTupoBanau nopmu 50 MKJI/JIYHKY ¥ oOecleurBallu
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IPOXOXIeHVe peaKUMM B TeueHMe 1 UYaca IOpM KOMHATHOM TeMIepaType.
3aTeM IUJIaHmeT OpoMeEBanM TBS-T, #DoBaBialM Kpacamyi peaTleHT OpU
100 MKJI/JIYHKY ¥ IIJIaHIleT MWHKYOMPOBaJIM B TeueHMe 1 uyaca IIpu
KOMHAaTHOM TeMIepaType. Ilocjie 2TOT0 MCIOJNL30Ba M pHUIEP ILJIaHIETOB
0JI M3MepeHUsa norjomeHuda npu 405 BM m 550 HM.

[00342] KanmmbpoBoOUuHYIO KPUBYIO CTPOUIIU co CTaHIAPTHEM
BENeCTBOM M MCIIOJIB30OBaJM IJIA pacueTa KOHIUEeHTpaluu aHTUTEJ B
wiasMe. PesylbTaTh IPOMIUIRCTPMPOBaHE Ha dur. OLA.

[00343] [TepBOHAUAJILHO nccJengoBaHHEEe TyMaHM3UPOBAHHEE
BapMaHTH (BapMaHTH 2, 5, 6, 9 um 10) nokaszsajgm OHEHCTPOE CHMXKEHME
KOHILIeHTpaluy B IlJla3Me uYepe3 8 YacoB IIOCJIe BBeIeHUA 10 CpaBHEHUI
C YPOBHEeM TeplelTMHa ¥ XMMEePHOTO aHTUTeJla, KOTOPHM ocCcTaBalicAd
BHICOKMM M CTabuJIbHEM OO 3 CYTOK IIOCJI€ MHBEeKUUM. IOTU MCXOIHHE
TYMaHM3UPOBAHHEE aHTUTeJa VMelau 0oJiee KOPOTKUM IIepPUMOI IIOJIYXUSHU
U JIoxol OK-mpodusk IO CPaBHEeHMI C XMMEPHHM aHTUTEeJIOM, 4YTo,
BEPOATHO, CBA3aHO C BHCOKMMM 3HaueHMAMM pl DTUX BapMaHTOB.
HOTIOJIHUTEeJIbHOEe YJIyUdlleHMe TpeOoBaJIoOChk OJA OOoCTuXeHuda OK XMMepHOT'O
aHTHUTeJa.

[00344]

[00345] Cpermn TIyMaHM3UPOBAHHHX aHTUTEJ, MUMEKM/X KOMOMHALUN
VL m VH, mnpuBeneHHBEe B Tabjguue 3A, L15H11, L46H11 m L47H65 Owum
IIOOBEPITHYTH  MCCJIEeOOBaHMK KMHETUMKM B  KpPOBU. VcTrioJIb 30BaHHBEMA
2TaJIOHHEIMM aHTUTeJlaM/ OBUIM XMMepHoe aHTuTeJio Talb505 m mM3BeCTHHE
T'YMaHM3UPOBAaHHEE aHTUTeJa, VICIIOJIb 30BaHHEE B KJIMHUYECKUX
VICIIEITaHUAX oJs JIeUeHM EA, KOTOPHEE OBLIIN MIOJIYYEHE  IIYyTEM
PEKOMOMHAHTHOM SKCIPeCcCHUM Ha OCHOBe MuHOopMaluM o0 aMMHOKMCJIOTHOM
IocjlefoBaTeJIbHOCTM, PAaCKPHTOM B IHaTeHTHOM MHoOpMalLUMM MM B

I/IH(]_)OpMaLU/H/I a3 @OaHHEX. B WYWacTHOCTH, fasa OaHHEX MexnyHaponHoﬁ

MHOOPMALMOHHOM CHUCTEMEH ImMunoGeneTics (3apeTrMCTPUPORBAHHHM
TOBapHEM 3Hak) (IMGT) (http://www.imgt.org) OwmJla yKas3aHa 4
coJlaHesyMaba (anTuUTes IO npoTtuB Az, Eli Lilly and Company):;
AMUHOKUCJIIO THYIO [IOCJIEOOBATEJILHOCTE VH2Vk3, PacKpETad B

W02014/200921 Al, wucnojgbszoBayM g 1PN0O07 (N-KOHLEBOe aHTUTEJIO
npotue Tau, Bristol-Myers Squibb iPierian); ¥ aMMHOKUCJIOTHYIO
[IOCJIEDOBATEJIBHOCTE VH32VL21, packpeTYyD B WO 2015/091656A1,

MCIIOJIb30BaIM mojuga MAb3221 (auTuTesio npotmeB Tau-pS422, Roche
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Diagnostics K.K.).

[00346] Kaxnmoe ™3 aHTUTEJ BRBROIOWJIM BHYTPUOPKIIMHHO CaMilaM
vemert C57BL/6J B BOo3pacTe 11 Hemesb (Charles River Laboratories
Japan, Inc.) B KOHUeHTpauum 10 MI/KD Kaxgoe. KpoBb Opaju uepes
1, 3, 8 m 24 yaca, a 3aTeM Ha 3 M 7 CYTKM IIOCJe BBeIeHUA OJd
cbopa  IJIas3MEl. Kaxnmoe  a”HTUTeJiO OBJIO [NPOTECTUPOBAHO B  Tpex
IIOBTOPHOCTAX (N=3).

[00347] KoHUeHTpalMK aHTUTEeJIa B ILJla3Me M3MepSaJM C I[IOMOILI0
CoHIBUU-VIOA C MCIOJIE30OBaAHMEM IIOJIMKJIOHAJIEHOTO AaHTU-UeJIOBEeUeCKOT O
aHTUTeJla. B yacTHOCTM, PpacTBOp PBS, comepxamui 1 MKI/MJI KO3LETO
AHTM—UYEJIOBEUECKOT'O IIOJIMKJIOHAJILHOTO aHTuTesla IgG (Fc) (Southern
Biotech), moGarusanu B 96-JyHOUHBM IuJlaHmeT (Max Sorp (NUNC)) s
UMMOBMIIMBALMKY IIpy 4°C B TeUeHMe HOUM C I[IOCJeOyRIVM OJOKUPOBaHMEM
c 3% ECA-PBS, YyTOORI TaKUM obpaszoM IIOJIYUUTH I[IJIAaHIIEeT
VIMOOUJIIJINB0OBAHHOTO KO3LEeTO AHTH-UYEeJIOBEUEeCKOT'O MIOJIMKJIIOHAJBHOTO
anTuTesa 1gG (Fc).

[00348] OTmeJsIbHO pdn CTaHIAPTHEX O00pas3LoB aHTUTeJ MU3BECTHHX
KOHIeHTpalUui TOTOBUIIU oyTeM CEePUMHOTO pasBeleHnd KaXIOoIo
aHTUTeJa ILJIa3MOM, BB3ATOM Yy MBIM, KOTOPOM aHTUTEJIO He BBOOMIMU, U
UBMEPAJIM OJA NOJIydeHUS KaJUOPOBOUHOM KPUBOM.

[00349] Ofpaszsub I[JJa3MEl M CTaHOapTHHEe oO0pas3lwp, IoIJiexallue
n3MepeHun, pasbaBiagaau B 10000 pas wu poBaBijdjM B IJIAHWIET C
VIMMOOMIIU 3P OB a HHEIM KO3bUM aHTU-UYeJIOBEeUEeCKUM [IOJIMKJIOHAJIE HEIM
aHntuTesoM 1gG (Fc), npm 50 MKJI/JIYHKY IJIS pPeakuuy OpY KOMHATHOM
TeMIlepaType B TeueHMe OOHOTO dYaca ¥ 30 MMHYT, M IUJIQHIIET 3aTeM
npomeiBasiM TBS-T (Tpuc-0ybepHEM cojeBo¥ pacTBop, 0,05% Tween 20).
Briocnencreumn pacTeop MEUEHHOT'O mMeJIOUHOM bochaTaszon aHTU—
UeJIOBEUECKOTO  IOJMKJIOHAJBHOTO  aHTuTeJa 1gG (H+L) (Southern
Biotech), paszstarjgendoro B 2000 pas 3% BCA-PBS, po®aBJagaiuM B
nyaHmeT npu 50 MKJI/JIYHKY, UYTOOH 00eClNeurTb MNPOXOXIeHMe peaKUun
opu KOMHaTHa4a TeMIlepaType B TeueHNre OOHOTO Jaca. [Tocuie
npoMeBaHua TBS-T, XpPOMOTeHHHM pacTBop (1 Mr/mia pacTteopa pPNPP)
noBaBJjaaM B riadmeT npu 100 MKII/JIYHKY C TOoCJenyomey WHKYyOalunen
IpM KOMHATHOWM TeMlIepaType B TeueHMe OINHOTO dYaca. 3aTeM U3Mepaau
[IOIJIOWleHMe C IIOMOWBI IJIaHleT-puUOepa IIpU OJVHEe BOJIHEL M3MEepeHWs,

paBHOM 405 HM ¥ 3TaJIOHHOW  OJIMHe  BOJIHH, paBHOM 550 HM.
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KamubpoBouHad kpuBas OvUla [IOOTOTOBRJIeHaHa OCHOBE pPes3yJIbTaTOoB
M3MepeHUsa CTaHOapTHEX o00pasloB, M KOHLEHTpalusa aHTUTEeJ B KaXIOoM
ofbpaszlle ILJIa3MH OBJIa paccuMTaHa C MCIOJIb30BaHMEM KaJIuOpOBOUHOM
KPpUBOM .

[00350] omr. 5B mnpencraBageT cobor TIpaduk, IOKaA3HBALIUNA
M3MeHeHUI KOHLeHTpaluM aHTUTEeJ B Ijla3Me C TedueHMeM BpeMeHu. Kak
BUIOHO U3 TIpaduka, I'yMaHU3VMPOBaHHBE aHTUTeJla L15H11 (LC SEQ 1ID
NO:32 HC SEQ ID NO:18), L46H11 (LC SEQ ID NO:36, HC SEQ 1ID
NO:18), wm L47He5 (LC SEQ ID NO:38, HC SEQ ID NO:30) (BCe
ucrnoJb3yrT I1gGl uesioBeka (SEQ ID NO:135) u kamnmna udejioBeka (SEQ
ID NO:79) mnokaszaju IpaKTUUYECKM TaKyl Xe KMHETHKY B KPOBU, KakK U
Yy XUMepHOTo aHTuTesia Talb05. KuHeTMKa 5STHUX IyMaHU3MPOBAaHHEIX
auTuTenn L15H11, ©L46H11 wu L47H65 B KpoBM OBJIa COIOCTaBMMa C
TAKOBOM Yy MBBECTHHX I'YMaHU3UPOBAHHHEX aHTHUTesl IPNO07 m MAL3221 u
3HAUUTEJIEHO I[IPeBOCXOOUJIa TaKOBYID Y M3BECTHOI'O I'YMaHM3MPOBAHHOTIO
aHTHUTeJla CcoJlaHes3yMaba.

IIpuMmep 7: AHaJM3 MHTpallepebpalibHOM MUIpalLUM

[00351] Bruto [IpOBeneHO uccijgenoBaHmue oJia aHamsza
KOHILEHTpaluM I'YyMaHM3UPOBAHHLX BapMaHTOB B MO3Te C YJYyUlleHHOM
bapMakOKMHETUKOM B ILJIa3Me.

[00352] Kpoeb cobupaldu |y  MuIIEeu, KOTOPEIM MHBELUPOBAJIU
POOUTEJIECKOEe AaHTUTEJIO MHIIM, XMMEPHOE aHTUTEJIO WM BapWaHTH
TYMaHM3UPOBAHHOTO aHTUTeJa (L15H11, L36H11, L46H11, L48H12,
L48H47, L48H64, L47H65 miam L48H11) uyepes 1 HeOeJio IOCJe BBeIeHUA
aHTUTeJI. 3aTeM XMBOTHHX aHeCTe3MpoBaJlM CMeCbl 3 aHeCTeTUMKOB,
JIallapOTOMUBMPOBAJIML M OOECKPOBIMBAJIK UYepe3 OpKIHYKR aopTy. 3aTeM
cobupall¥ TKaHM MO3Ta. 9Ty CcOOpaHHYyKR TKaHb MO3IT'a pa3delsayiM Ha
JleBOe U IpaBoe IOoJymapusd, BaMOPaxmMBallM Ha CYXOM JIbIY/3TaHoJie U
xpanmim mnpu —-80 °C. Kaxmoe 3aMOPOXeEHHOEe I[IOoJIyllapye B3BElMBau U
[IEPEHOCUIIM B NpOoOMpPKYy obbeMoM 2 MI. 3aTemM nobapjdaiam 0,8 mia TBS-I
(Tpuc—-0ydepHH COJIeBOV pacTBOP, KOKTeWJIb C MHTUOMTOPOM IIpPOTeasH
M KOKTeWJIb C MHIubuTopoM docdhbaTasH) “ CcMecb OOpa®aTHBaJu
YJIBTPA3BYKOM B JleOAHOM Bome. O00paboTaHHYK VYJIBTPA3BYKOM CMecCh
neHTpudyrmupoBanmm npu 3000xg m 4°C B Teuenme 10 MUHYT ¥ COOMpau
CyIlepHaTaHT. CyllepHaTaHT  OOIOJHUTEJIEHO  LeHTPUQYyI'MpoBaju  IIpU

100000xg m 4 °C B TeueHMe 15 MMHYT [OJid [OJIydeHMS TIOMOTeHaTa
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MoO3Ta.

[00353] 10 mMKID/MJI pacTBOpa PBS MNOJMKIIOHAJBLHHX KO3bBUX AaHTU—
YyeJIoBeUueCKUx aHTuTeln I1gG (Fc) OMIOeTKOM HepeHOCUIJIM B 96-JIyHOUHHM
mladmer (MaxSorp (NUNC)) M oCcTaBisaM CTOATE opu 4 °C B TeueHue
HOUM. 3aTeM MNpOBOIMIM OJIOKMpOoBaHMe 3% BCA/PBS mOJjS NOPUTOTOBJIEHUS
[JIaHIIETa C  MMMOOMJIM3OBAHHEIMM  KO3BMMM  I[IOJIMKJIOHAJIBHEIMM  aHTU-—
yeJloBeUueckuMr aHTuTegaMmu I1gG (Fc). T'oMoTreHaT MO3Ta, I[IOJyUYeHHBEN
OT  MBIIEN, KOTOPHM He  BBOIOWJIM  aHTUTEIa, MCIOJIbE30BaJIM  OJid
CepuMHOTO pa30aBJIeHMSa aHTUTEJ UM IIOJIYUeHUMS CTaHOapTHOT'O BellecTRa.

[00354] TomoTeHaT MO3Ta M CTaHOaApTHOE BEMEeCTBO pasBOIWUIIM B
10 pasz nunerTrpoBaJiM B IJIQHWET C UMMOOMJIMBOBAHHBEMNM  KO3bUMU
[IOJIMKJIOHAJIb HEIMA aHTU—UYeJIOBEeUeCKMMA aHTUTeJIaMA IgG (Fc) nus3
pacuera 50 MKJI/JYyHKY. CMecy »OaBajiM OpOopearMpoBaTh IIPY KOMHATHOM
TeMIlepaType B TeueHMe 2 UYacoB, M ILJIaHmeT 3aTeM OpoMuHBaJM TBS-T
(TBS, 0,025% TBUH 20) . BaTeMm pacTeop, IPUTOTOBJIEHHEM
pazfaBJjieHMEM MEUEeHHHX mMeJIOUHOM dochaTaszoy MNOJUKIIOHAJBLHHEX aHTUTeJ
IpOTUB ueJoBeueckoro I1gG (H+L) (Sigma, xar. N SAB3701337-1MG) B
2000 pasz, ¢ 3% BCA/PBS, nunetupoBayu nopu 50 MKII/JIYHKY U
obecreurBaJ M IIPOXOXIEHME pPeaKLUMM B TeueHMe 1 yaca NOPpM KOMHATHOM
TeMmIrepaTrtype. 3aTeM ILJIaHmeT OpoMuHBaJM TBS-T, nofaBiaj M Kpacsamui
peareHT PNPP (Sigma, xaT. N P7998) npm 100 MKJI/JYHKY U ILJIQHIIET
MHKYOUpPOBAJIM B TeueHMe 1 uYaca IIpM KOMHATHOM TeMIepaType. Iloce
2TOTO WMCIOJB30BaIM pPUIEp IJIAHMETOB IJIA WM3MepeHMSa IIOTJIOMEeHUS IIPU
405 M m 550 HM.

[00355] KanmmubpoBouHyO KPUBYIO CTPOUIIU co CTaHIAPTHEM
BeMeCTBOM M MCIIOJBb30BaJM IOJA pPacyeTa KOHIEeHTpallMM aHTUTEeJ B
TOMOTeHaTe Mo3Ta. OINpemelisiM KOHLEeHTpalMK aHTUTeJl Ha MaccCy Mo3Tra
(obwreM BceT'o MO3Ta) M PaCCUMTHBAJM OTHOINEHMEe K KOHIeHTpalluM B
jiasme.

[00356] dur. 6A OEMOHCTPUPYET, uTo BapMaHTEH
TYMaHM3UPOBAHHLEX aHTUTEeJI C Xopomeld ¢apMaKoKMHEeTUMKOW (HalpuMmep,
L15H11, ©L46H11 wm L47H65 corjacHo Our. 5B) wuMelIM VIIYVUIEeHHYIO
KOHIIEHTPpalul B MO3Te.

[00357] MuTpallepedpalibHYIO MUTPALINAIO KaXIOoI'o "3
T'YMaHM3UMPOBAaHHEIX aHTuTes L15H11, L46H11 m L47H65 aHaimmM3MpoBaJM C

MCIIOJIbE 30BaHMEM XUMEPHOTO aHTUTeJla Tal505 " M3BECTHHX
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T'YMaHM3VMPOBAHHEIX aHTUTEeJI CoJilaHezymaba, IPNOO7 m MAb3221, KOTOpPHE
MCHOJBb30BaJMCE B  KJIMHUUECKMX MCHOHTAaHMAX 0OJsa JledeHusa BA, B
KadeCcTBe HSTAaJIOHHHX aHTUTEJI.

[00358] Uepes oOnOHYy HeIeJI0 IIOCJe BBeleHUA KaXIoI'0 aHTuUTela
n3 TIpuMepa 6 |y Memer Opajii  KpPORBL, 3aTeM UMX [IonoBepIlalix
JanapoToMMM IO HapKO30M TpeMsa THUIIaMXM CMellaHHBX aHeCTeTUKOB.
IIocsie cMepTU OT OOECKPORJIMBAHUA M3 OPKMHOM I[IOJIOWM BeHH CcOOMpau
TKaHM TOJIOBHOTO MO3Ta. CoOpaHHEEe TKaHM MO3T'a pa3melialiMd Ha IIpaBoe
M JIeBOe IIoJIyllapMs, KOTOPBE 3aMopaXuBalll B DTaHOJIe B CYyXOM JIbOYy U
xpanmim npu —-80 °C. Kaxmoe M3 SaMOPOXEHHEIX I[IOJIYIIaPWA B3BENMBAJIMU
M I[EPEHOCUJIM B INpOBUPKYy oO0OBEMOM 2 M, B KOTOpyk nobamjgsainu 0,8 M
TBS-I (Tpuc-0ydepHBIT COJIeBOM pacTBOpP, KOKTEWJbE C UHIUOUTOPOM
IpoTeasH ¥ KOKTeWJb C MHIMOUTOpOM bdocbaTasm). Kaxmoe Mnojymapue
z3aTeM of0pabaTHBaJM YJbBTPA3BYKOM B JensHoW Bone. OOpaboTaHHEM
YILTPa3BYKOM pacTBOp LeHTpubyruposasiu npu 3000xg npu 4° C B
TedyeHre 10 MMHYT, ¥ CylIepHaTaHT cobupajrM ¥  IOMIOJIHUTEJIBHO
yiabTpaleHTpubyruposaan npu 100000xg npu 4°C B TeueHue 15 MUHYT

OJI4d IIOJIydYeHMA T'OMOI'eHaTa MO3T'a.

[00359] VpoBeHBL AaHTHUTEJI B TOMOI'eHaTe MO3Ta U3MEPSaJM C
[IOMOIILI0 AHTUTEeHHOTO TBepIodas3HOTO VOA c MCIIOJIbL30BaHMeM
IIOJIMKJIOHAJILHOT O AHTHU—-UYeJIOBeUueCKOTI'O aHTHUTeJa. B YJaCcTHOCTH,

pacTBOp PBS, comepxamui 10 MKI'/MJI  KO3beT'O aHTU-UeJIOBeUeCcKOIO
anTuTesa Fc IgG pmoBaBaaiu B 96-JIYHOUHHM IJlaHmeT (Max Sorp
(NUNC) ) mig uMMoOmImMszaumm opu 4°C B TedueHMe HOUM C [OCJIEeNYIIMM
OJIOKMPOBAHUEM 3% BECA-PBS onida IIOJIYyUEeHU A MMMO OUIIM30BAHHOT'O
[LJIaHIleTa .

[00360] OTheJIbHO pAl CTaHOApPTHHEX O0pa3L0oB aHTUTeJI MU3BeCTHEHX
KOHILIeHTpaluun TOTOBUIIN nyTeM CEPUMHOTO pa3BeneHuns KaXnoIro
aHTuTeJla TOMOT'eHaToOM  MO3Ta, [IOJIYYEHHOT'O  OT  MHIN, KOTOpPOMn
AHTUTEJIO He BBOIWIM, U U3MEpSAIM OJS T[OJIydeHUS KaJlIuOpOBOUHOM
KPUBOM .

[00361] T'omMoTeHaTH MO3Ta M CTaHOapTHHE OOpa3lEH, IoIJIeXallue
V3MepeH I, KaxXxIHl pas3 pa3baBiasiau B 10 pa3 3% —-HemM BCA-PBS ¢ 0,1%
00e3XKUPEeHHOTO MOJIOKa UM Ho0aBJAJM B MMMOOMIJIM3OBAHHEIM ILJaHmeT PD17
(P) mpm 50 MKJI/JIYHKY OJ9 PeaKUuMM IOIPpYM KOMHATHOM TeMIepaType B

TedeHME 2 YaCoB. 3aTeM ILlaHmeT npomuBaJinm TBS-T (TBS, 0,05% Tween
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20) . BriocsiencTeMM pacTBOP AHTU-UEeJIOBEUEeCKOT'O  IIOJIMKJIOHAJBLHOTI'O
aHTuTeJa, MeueHHOTO meJiouHow ¢ochaTazon IgG (H+L) (Sigma-Aldrich
Co. LLC., xar. N SAB3701337: 1 wmr), pasbarjgeHHorTo B 2000 pas
0,1% oOe3XMPEeHHEIM MOJIOKOM ¥ 3% BCA-PBS npo®aBjdajM B ILJIAHUWET [IPU
50 MKJI/JYHKY, @IJd ofecleueHMd NPOXOXIEHMS peaKUUMM OPpM KOMHAaTHOM
TeMIlepaType B TedeHMe ONHOTO dYaca. Ilocjle OpOMEEBaHUA ILJIaHIIETa
TRS-T, pNPP (Sigma-Aldrich Co. LLC., xar. N P7998: 100 M)
Do0aBJAM B KadecTBe XPOMOTeHHOTO cydcTpara opu 100 MKJI/JIYHKY C
nocjienymomen MHKyOaluMey OIpuM KOMHATHOM TeMIepaType B TeueHUe
OOHOTO dYaca. 3aTeM U3MepAM IIOIVIOUeHMe C IIOMOWBK IIJIaHlleT—puiepa
Opu OJMHE BOJIHEL M3MepeHud, paBHou 405 HM, ¥ 2TaJIOHHOM IOJIMHE
BOJIHE, paBHOM 550 HM. KajluOpOBOUHYK KPUBYK TOTOBMJIM Ha OCHOBE
Pe3yJIbTaTOR M3MEepeHMA CTaHOapTHHX o00pa3loB, M YPOBEHL AaHTUTEJ B
KaxooM ofpaslle ToOMOTeHaTa MO3Ta OIpelesyia C MCIOJb30BaHMeEM
KalIMOpPOBOUHOM KPUEBOM M OLIEHMBAJIM KaK YPOBeHL aHTUTEJ B MO3Te.
[00362] KpomMe TOIO, YPOBEHBL AaHTUTEJ B ILJla3Me OIpenesdasu,
MCIIOJIE3YS KPOBL, COOpaHHYK Iepell JlallapoToMMel, TaKuM Xe obOpasoM,
KakK B IIpMUMepe 6, M PacCCUMTHBAJM OTHOIEHMEe YyPOBHS aHTUTEJI B MO3Te

K YPOBHK B IlJIa3Me.

[00363] dur.6B npencraByageT coboM TIpaduk, I[IOKa 3LIBalomi
OTHOIIeHne YPOBHHA KaxgoIro aHTuTeJa B MO3Te K YPOBHIO
COOTBETCTRBYIMEI0 aHTuUTeJla B IJlasMe. COOTHOmEHMS KOHLEeHTpalun
AHTHUTEJI B MO3Te K KOHLIEHTPpalUMaM aHTHUTeJI B JjiasMe

T'YMaHM3UPOBAHHEIX aHTuTes L15H11, L46H11 m L47H65 ObBUIM BHCOKMMMU
[I0 CpPpaBHEHMI C COOTHOIEHMAMM XMMEPHOIT'O aHTuTeja Talb05 wu
M3BECTHHX TYMaHU3UPOBAaHHEIX AHTUTEJI IPNOO7, MAb3221 u
coJlaHezyMaba. PesyJbpTaTH [TOKa3HBalT, UYTO BTU T'yYMaHUM3UPOBAHHEE
aHTHUTeJla XapaKTepu3YITCsS BHCOKOM MMUI'palMel B MO3T.

[00364]

[IprMep 8: JonomunTeNbHas paspaboTka CeJIeKTMBHEHX
I'yMaHUBUPOBAHHEX AHTUTEI

lMocrenyomMe MyTallMM OBJIM BBeIeHH B IIocjIedoBaTeJIbHOCTE CDRI1
VL46 1njidg yphajleHus Topduyel TOuUuKM Oe3aMUIMPOBaHMA U/MUIM  OJI4
BO3BpaTa [IOCJIeNOBATEJIbHOCTHU CDR K POONTEJILECKOM
nmocjiegoBaTelibHOCTM MemM. Tabmamiza 11 obobmaeT MyTallMM, BBeOeHHHE

B CDR1 VL46.
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Tabmauiza 11. MyTammm, BBemeHHEHe B CDR1 VL46

MyTaiumus Hene

VL46 G34A (SEQ ID NO:1095) YoajleHMe Ie3aMUOVNPOBaHUA

VL46 G345 (SEQ ID NO:106) YoajleHMe Ie3aMUOVNPOBaHUA

VL46 G34T (SEQ ID NO:107) YoajleHre Ie3aMUOVNPOBaHUA

VL46 N33Q (SEQ ID NO:108) YoajieHre Ie3aMUOIVNPOBaHUA

VL46 N33Q G34A (SEQ ID NO:109) YoajleHre Ie3aMUOIVNPOBaHUA

VL46 N33D (SEQ ID NO:110) VM THUpOBaHME IIOJIHOT'O
ne3aMONPOBaHUMA

VL46 N335 (SEQ ID NO:111) YoaJjieHre Ie3aMUIVNPOBaHMUA

VL46 N33T (SEQ ID NO:112) YoaJjieHre Ie3aMUIVNPOBaHMUA

VL46 S28N (SEQ ID NO:113) BosepameHue CDR1 LC Mbmm

VL46 G34A S28N (SEQ ID NO:114) YoajsieHue oesaMUOMpoOBaHmUAa u
Bo3BpameHre CDR1 LC MBIIM

Kpome Toro, pasz3inuHble M30TUIE 1gG, Brimouas I1gGl m IgG4 c
MyTaumel S228P, OBIM OPOTECTMPOBAHEH B HOBEIX CO3INAaHHHX BapMaHTax
TYMaHM3UPOBAHHHX aHTUTeJI. B Tabiuue 12 OpelcTaBJIEHH JieT'kKad Lellb
M TAXeJad LUellb  HOBHX CO3IOaHHBIX BapMaHTOB I'YMaHUBUPOBAHHEX
aQHTUTEeJI BMecTe C POIOUTEJNBCKMM  aHTUTEJIOM MBIIM M XVMEePHBM
QHTUTEJIOM.

Tabauua 12. Jlerkast Lenbk M TaXeJNasl Lenb ClHeunpmuueckKmx

AHTUTEJI

MemmHoe x [MAPT H] mAb (Tal505) IgG2a/|ms IgG2a

kanmna (HY)

XuMepHOe  uUeJIOBeueCKoe/MHIMHOE [MAPT H] | chim. IgGl

mAb (Talb05) IgGl/ kamnma (CX)

XuMepHOe  uUeJIOBeueCKoe/MHIMHOE [MAPT H] | chim. IgG4

mAb (Tal505) IgG4 S228P/ kamma (CX)

I'yMaHM3MpOoBaHHOe x [MAPT H] mAb (Tal505 |hu VL46/VH11 IgGl
VL46/VH11) IgGl/ xamnma (CX)

I'yMaHM3MpoBaHHOe x [MAPT H] mAb (Tal505 |hu VL46/VH11 1gG4
VL46/VH11) 1gG4 S228P/xamnma (CX)

T'ymanmsupoBaHHoe x [MAPT H] mAb (Tal505- | hu V9L46/VH11 G34A
VL46 G34A/VH11l) IgGl/xanma (CX) IgGl
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T'ymanmsupoBaHHoe x [MAPT H] mAb (Tal505- | hu V9L46/VH11 G34A
VL46 G34A/VH11l) 1gG4 S228P/kammna (CX) 1gG4

T'ymanmsupoBaHHoe X MAPT H] mAb (Tal505- | hu VL46/VH11 G34s3
VL46 G34S/VH11) 1gG4 S228P/kammna (CX) 1gG4

I'yMaHM3upopaHHoe x [MAPT H] mAb (Tal505- | hu V9L46/VH11 G34T
VL46 G34T/VH11l) 19gG4S228P/ kamna (CX) 1gG4

I'yMaHU3UPOBAHHOE X [MAPT H] mAb (Ta | hu V9L46/VH11 N330
1505-VL46 N33Q/VH11) 1gG4S228P/kanna | 1gG4
(CX)

T'ymanmsupoBaHHoe x [MAPT H] mAb (Tal505- | hu V9L46/VH11 N330
VL46 N33Q G34A/VH11l) 1gG4 S228P/ xanma |G34A 1gG4
(CX)

I'ymaHnmusupoBaHHoe x MAPT H] mAb (Tal505- | hu V9L46/VH11 N33D
VL46 N33D/VH11l) 1lgG4 S228P/kanma (CX) 1gG4

T'yMaHusupoBaHHoe X [MAPT H] mAb (Tal505- | hu VL46/VH11 N338
VL46 N33S/VH11l) 1lgG4 S228P/xanma (CX) 1gG4

I'yMaHnmsupoBaHHoe X [MAPT H] mAb (Tal505- | hu V9L46/VH11 N33T
VL46_N33T/VH11) 1gG4 S228P/xamnmna (CX) 1gG4

I'ymanmsupoBaHHoe X MAPT H] mAb (Tal505- | hu VL46/VH11 Aoc4D
VL46/ VH11A64D) 1gG4 S228P/kamnmna (CX) 1gG4

I'ymanmsupoBaHHoe x [MAPT H] mAb (Tal505- | hu VL46/VH11 S28N
VL46S28N/VH11) 1gG4 S228P/ kamnmna (CX) 1gG4

I'yMaHM3MpoBaHHOe x [MAPT H] mAb (Tal505 |hu VL47/ VH65 IgGl
VL47/VH65) IgGl/ xamnma (CX)

T'ymanmsupoBaHHoe x [MAPT H] mAb (Tal505- | hu VL46/VH11 G34A
VL46 G34A S28N/VH11) IgGl/kanma (CX) S28N IgGl

T'ymanmsupoBaHHoe X MAPT H] mAb (Tal505- | hu VL46/VH11G34A S28N
VL46 G34A S28N/VH11) 1gG4 S228P/kanma | 1gG4
(CX)

IIpuMmep 9: AHaJIM3 CBA3HBaHMA Biacore™ HOBHX CO3ITaHHHX
BapMaHTOB I'yYMaHUBUPOBAHHEX aHTUTEJI

APOMHHOCTD CBS3HBAHUSL HOBEIX CO3IOaHHHX BapMaHTOB
TYMaHU3UPOBAHHEX aHTUTEJ U3MEepsaIyM C MCIOJb30BaHMeM OMOCEeHCOPOB
Biacore™ T200 m 4000 (GE Healthcare, Uukaro, mraT VJIJIMHONC) .

CJle oyomm [IOOBMXHEBIA Oybdep: 10 MM HEPES (GE Healthcare,
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BR100671), 150 MM NaCl (GE Healthcare, BR100671), 0,05% 06./00.
IIAB P20 (GE Healthcare, BR100671), 2 MM DTT (Sigma, 10708984001,
CenT Jlyuc, mraTtr Muccypm) m 1 MM 3IOTA (GE Healthcare, 28995043),
OBJI MCIOJIBL30BaH IJIg MMMOOUIM3alluy, pas3baBjieHMsa obpaslla U cbopa
OaHHBEIX, €CJIM He yKas3aHO MHOe.

Vivimo 61T 30 B aHHBIN BeJIoK OTHOCUTCH K PEKOMOVMHAHTHOMY
dpochopuMpoBaHHOMY Oesqiky Tay dUeJIOBEKa, MMMOOMIIM30OBAHHOMY  Ha
uyre ; TepM/H «KUMMO OMITM 30 BaHHBI HenTun 1xP» OTHOCUTCH K
bochopusimpoBaHHOoMy mHentuny (TSPRHLSNVS (pS) TGSIDMVDSPC, SEQ 1ID
NO:75), muMMOBMIM30OBaAHHOMY Ha uuIe. 00a »TUX MeToIa MMET aBMIHBIM
KOMIIOHEHT IJid u3MepeHUs addrMHHOCTM. 4XP HNenNTUIOHHEM aHaJUT MMEeT
AHTUTEJIO, 3axBaueHHOe Ha uule, u 4x (QocOOpUIMPOBaAHHEI IIeNTHU
(GAEIVYK (pS) PVVSGDT (pS) PRHLSNVS (pS) TGSIDMVD (pS) POQLATLADEVSASLAKQ
GL, SEQ ID NO:78) B pacTBOpe.

CBA3BHBaHME AaHTUTEJ C MVMMOOMIMBOBAHHEM (OCHOpMIMPOBaHHEM
Tay—0eJIKOM M3MepaJM C MCIOJBb30BaHMEM CEeHCOPHEX UMIIOB cepumM S NTA
(GE Healthcare, BR100034). TIlomBwxHEM Oybep mJS UMMODBUIMBALIUU
nopencraBjgasg cotorm 10 MM HEPES, 150 MM NaCl,, 0,05% o06./006. IIAB
P20, pH 7,4 (GE Healthcare, BR100671), a CKOpOCTB IIOTOKa
cocraraayna 10 wMrjg/mMmH. 350 MM SOTA  BHOPHCKMBaJIM B TeueHue 1
MUHYTH IOJIS OYUMCTKM uYMIla, a 3aTeM B TeueHMe 2 MUHYT BBOOmmim 0,5
MM NiCl, (GE Healthcare, HabGop peareHToB NTA) 1Jd HOOTOTOBKM UMIla
K 13axBaTy his-MeueHOoTO Oejka. UM aKTUBMPOBAJM B COOTBETCTBUU C
VMHCTPYKLMAMM [IPOUBBOOUTEI S C VCIIOJIb 30BaHUEM Habopa 0Jia
MMOOMIIMBauMM 110 aMuHOTpynrne (GE Healthcare, BR100633), 3aTeMm
300 BM docoopuimpoBaHHOTO Tay—0esnka (80AWB) BBOOMIM OO Tex IIOpP,
[IOKa XeJlaeMoe KOJMUYeCTBO OeJika He OBJIO MMMOOMIIM30BaHO. UuMIl OBLI
3a0JIOKMPOBAH  BTaHOJIaMMHOM M3  Habopa IJid MMMOOMIM3alUMM IO
aMUHOTPYIIIIE . B KaXIOM  SKCIEePUMEHTEe  MCIOJBL30BaJiM  HECKOJBKO
YPOBHEV MMMOOMIIM3OBAHHOTO GOCOOPMIMPOBAHHOTO Tay-0ejika. CaMelk
HU3KKM VYPOBeHL BapbMupoBaJl OT 54 pe30oHaHCHHX enuHul (RU) nmo 452
RU, a caMmelli BECOKMM YyPOBeHb BapbuporBaJ oT 463 RU mo 1020 RU.
UTOBH M3MEPUTH addOMHHOCTE CBASHBAHUSA aHTUTeJIa Tal505 C
VMMOOUIIM30OBAHHEIM  QOCOPOPUIIMPOBAHHEIM Tay—0eJIKOM, OBJI TIPUTOTOBJIEH
5—uJjleHHEM 3-KpaTHHM pPAI pas3BeleHUM KaXIoT'o aHTUTeJla, YTO IIPUBEJIO

K KOHLeHTpauusaM oT 0,37 HM mo 30 HM. Kaxoyrw KOHIEHTpaluow U
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HECKOJIBKO UMCTEX OyQepHHX pacTBOPOB BBOOWIM B TeUeHMEe 3 MUHYT
Ipy CKOPOCTU IIOTOKa, paBHOM 45 MKJI/MUHYTY. [IUMCCOUMALMIO aHTUTeJa
OTCJIeXUBAaJIN B TeueHUe 15 MUHYT, 3aTeM [IOBEPXHOCTE
BOCCTaHaBJIMBaJIM OyTeM MHBeKuMM oT 30 cexkyHO nmo 1 mmHyTEH 100 MM
CAPS (Sigma, C6070), 1 M KC1 (Sigma, P9541), 1 MM SIOTA, 2 MM DTT
pH 10,5.

CBA3HBaHME aHTUTEJ C MVMMOOMIM3OBAHHEM (QOCOOPUIMPOBAaHHEM
Tay-I[IeTUMIOOM WU3MEpPAJIM C MCIOJIb30BaHMEM CEHCOPHOI'O uMIla Ccepum S
CM3 (GE Healthcare, BR100536). UYun akKTMBUPOBAJM C MCIIOJIL30BaAHUEM
Habopa mJjg MMMOOMIIM3alUMM I[IO aMMHOTPYIIIE, 3aTreM 30 MKI'/MII
bochopusMpoBaHHOTO Tay-nentmuna (SEQ ID NO:75) B 10 MM auerare
HaTpu4, pH 5,0 BBOODMIIM mo uMMOOMIM3zauuu 51 RU. Uumn  OBbUI
OJIOKMPOBaH HSTaHOJaMMHOM. OSTAaJIOHHYK I[IOBEPXHOCTL OTPULATEJIEHOT'O
KOHTPOJIA TOTOBWUIIM aHaJIOTMYHEM obpasomM, VCIIOJIb3Y 4
HedochopUIMPOBaAHHHY Tay-mnentun (TSPRHLSNVSSTGSIDMVDSPC, SEQ 1ID
NO:77). Urobe wu3MepUTh addMHHOCTE CBA3HBaHMA aHTUTeJa Talb05 c
VMMOOMJIIMBOBAHHEM  (QOCOOPUMIMPOBAHHEIM Tay—IelTun, OBJI IPUTOTOBJIEH
5-uJleHHBIT 3-KpPaTHHM PSSO PasBeleHMM KaXOoI'o aHTUTeJla, UYTO IIPUBEJIO
K KOHULeHTpauusaM oT 0,37 HM mo 30 HM. Kaxoyio KOHIUEHTpaluin U
HECKOJIBKO UMCTEX OyQepHHX PacTBOPOB BROOWUIIM B TeUeHMEe 3 MUHYT
Ip¥ CKOPOCTM IIOTOKAa, paBHOM 45 MKJI/MUHYTY. [IMCCOLMALMIO aHTUTeJa
OTCJIeXUBaJIM B TeueHMe 15 MuMHYT. I[IOBEepPXHOCTH BOCCTAaHAaBJIMBAJIU
nocpencreoM 30-cekyHOHOM UHBekuuy 100 MM coJgHOM KMCJIOTH (Fisher
Scientific, SA56-1, BoJsirsM, mrTaT MaccauyceTc) .

CBA3HBaHME bochopUIIMPOBAHHOTO Tay-HnenTuia C
MMMOOWMJIIMBOBAHHEM aHTUTEJIOM W3MepaJiM C MCIOJIBE30BaHMEM CEHCOPHEIX
unnoe cepumn S CM5 (GE Healthcare, 29149603). Uun axkTUMBUPOBAJU C
MCIIOJIE30BaHMeM Habopa IJisg WMMOOMIIM3alUuM I[I0 aMMHOTPYIIIe, 3aTeM
BROOMIM OT 1 mo 3 MKT/MI aHTuTesia B 10 MM auerare HaTpusa, pH 5,0
(Ge Healthcare, BR100351) o Tex rnop, roka He OBLIIO
NMMMOOMIIMB0BaHO oT 280 pmo 9100 RU aHTMTes. Uun OvUl OJIOKMPOBAaH
3TaHOJIAMUHOM. UTOOBR U3MEPUTH addMHHOCTE CBA3HBaHUA
GOoCHOPUIMPOBAHHOTO Tay-—rnenTmna (SEQ ID NO:78) C
UMMOOUIIM30BaAHHEIMM aHTUTeJaMu Talb05, OBl TOPUTOTORJIEH 6G-UJIEHHHM
2,5-kpaTHHY paO pas3sBeleHMM OelTula, UYTO IIPUBEJIO K KOHIEeHTpalMaM

or 5,1 ®wM pmo 500 HM. OOpa3LUEl M HECKOJBKO UYUCTEHX OyO®epHHX
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PacTBOPOB BBOIMIIM CO CKopocThilo 30-50 MKJI/MMH B TeueHUe 3 MUHYT,
¥ OUCColMallMio OTCJIeXMBalM B TedueHMe 15 wMuMHYT. ITIOBEepPXHOCTDH
BOCCTaHaBJIMBaJM IIOCpeACTBOM 30-CeKyHIHOM WMHBeKUMM 20 MM alleTaTa
HaTtpuda, pH 4,5, mubo 6e3 KOPPeKTUPOBKM, JMOO C IOoBeneHueM pH 1o
3,5 CoJIFHOM KUCJIOTOM.

IOandele obpabaTHBaIM UM KOPPEKTUPOBAJIM C  MCIOJbL30BaHMEM
OILIEHOUHOTO MNpOoTpaMMHOTO ofecneuenusa Biacore™ T200 Bepcum 2.0 uam
OILIEHOUHOTO MNpOoTpaMMHOTO ofbecneueHusa Biacore™ 4000 Bepcum 1.1 (GE
Healthcare). [JaHHBEE <«IOBaXOH KOPPEKTHUPOBAJJIM» I[IyTEeM BHUMTAHUA
OTBETa OT OTPMIATEJBHOM KOHTPOJIBLHOM IMPOTOUYHOM HSUeMKM UM BHUMTAHUA
OTBeTa OT MHBeKUuu Oydepa, WMIM CpeIHeT'0 OTBeTa OT IBYX MHBEKLUN
Oybepa. 3aTeM IOaHHEEe OBJIM COIJIACOBAHH C MOINEJIBI «1:1 CBA3HBaHUA»
IJIg OIpeleJIeHMS KOHCTAHTHE CKOPOCTM accoumaumm, k. (Mict, mme «M»
PaBHO MOJIAPHOCTM U «C» pPaBHO CeKyHIOaM) ¥ KOHCTAaHTH CKOPOCTHU
muccourauum, kg (ct). BTM KOHCTAHTH CKOPOCTM OBUIM MCIIOJIb30BAaHE
IJIS pacueTa PaBHOBECHOM KOHCTAHTH Ouccoumaumm, K, (M) = kg/k.. B
Tabmuie 13 1[OpuBeleHH 3HaueHMsa Kp HOBHX COBIaHHHX BapMaHTOB
T'YMAaHU3UPOBAaHHEX aHTHUTEJI 1o CPpaBHEHUIO co 3HaAUEHU IMU
POINTEJIECKOTO aHTHTeJla MBIM M XMMEPHOT'O aHTUTeJa.

Tabmmiza 13. BHauenms K, (HM) aTHUTen K oOGocbopMIMpPOBaHHOMY

Tay—-0eJIKy MM HIeITUIy

VMmoo Omimmz0 | ImMoOmam3o | llenTmo—
BaHHLIM BaHHEM 1XP | aHaauT
feJiok IIellTumn 4xP
Mc IgG2a 0,43 0,03 17,5
xmMm. IgGl 0,46 0,04 27,2
xmMm. IgG4 0,58 0,06 28,5
hu V146 (SEQ ID NO:163)/ VHI11
0,06 24,3
IgGl (SEQ ID NO:144) 0,46
hu VL46 (SEQ ID NO:163)/ VHI11
0,09 39,3
IgG4 (SEQ ID NO:152) 0,70
hu VIL46 G34A (SEQ ID NO:166)/
H/O H/O
VH11 IgGl (SEQ ID NO:144) 0,28
hu V146 G34A (SEQ ID NO:166)
0,09 36,2
/ VH11l IgG4 (SEQ ID NO:151) 0,52
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hu VL46 G34S (SEQ ID NO:168)

H/C H/I
/ VH11 IgG4(SEQ ID NO:151) H/C
hu VL46 G34T (SEQ ID NO:170)/

0,13 H/I
VH11 IgG4 (SEQ ID NO:151) 0,75
hu VL46 N33Q (SEQ ID NO:172)/

0,14 H/I
VH11 IgG4( SEQ ID NO:151) 1,27
hu VL46 N33Q G34A (SEQ ID
NO:174) / VH11 1IgG4 (SEQ 1ID 0,31 H/I
NO:151) 3,40
hu VL46 (SEQ ID NO:163)/ VH11

1,78 /@O
IgG4 (SEQ ID NO:151) H/C
hu VL46 N33S (SEQ ID NO:178)/

0,29 H/I
VH11 IgG4 (SEQ ID NO:151) 2,31
hu VL46 N33T (SEQ ID NO:180)/

0,18 H/I
VH11 IgG4 (SEQ ID NO:151) 1,31
hu VL46 A64D/VH11 1IgG4 (SEQ

0,16 H/I
ID NO:151) 0,77
hu VL46 S28N (SEQ ID NO:183)/

0,10 32,5
VH11 IgG4 (SEQ ID NO:151) 0,42
hu VL47 (SEQ ID NO:164)/ VH65

0,06 /@O
IgGl (SEQ ID NO:153) 0,45
hu VL46 G34A S28N (SEQ ID
NO:184)/ VH11 1IgGl (SEQ 1ID H/I H/I
NO:144) 0,43
hu VL46 G34A S28N (SEQ ID
NO:184)/ VH11 IgG4 (SEQ 1ID H/I H/I
NO:151) 0,80

[Toumep 10: TeRepnoda3HEM QA CBA3HBaHUA POOMUTEJIECKOTO
aHTUTEeJa MEINM , XVMEPHOTO aHTUTEJIa u HEKOTOPEIX BaApMaHTOBR
TYMaHU3UPOBAHHEIX aHTUTE
CBA3HBaHME POINTEJIbECKOTO MEIIMHOT O aHTUTEIa, XUMEPHOTO

QHTUTEJIa M HOBEIX CO3IOaHHHX BapMaHTOB I'YMaHU3UPOBAHHOTO aHTUTE A
c o¢QochopuamMpoBaHHEM TIentugoM (PRHLSNVS (pS) TGSIDMVD, SEQ 1ID
NO:79) u COOTBETCTRYIIINM HedpoCchopUIMpPOBaHHEM NenTUIoOM

(PRHLSNVSTGSIDMVD, SEQ ID NO:80) aHaJIN3UPOBaJIn MEeTOIOM
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TBepnodasHoTo JVOA.

[IATEOEeCAT  MUKPOJIMTPOB 1 wMrD/MII QOoCOOPMIIMPOBAHHOTO  UJIU
HeQoCOOopUIIUPOBAHHOTO IMelTuaa B PBS pmofaBiaalM B KaAXOYD JIYHKY
[UIAHIIETOB OJid TBepIodpasHoro MOA U I[UIaHmeTH MHKyOupoBasm opu 4 °C
B TEUeHMe HouM. Ha cielywnmue CYTKM ILJIAHIIETH IIPOMHBAaJIM 3 pas3a u
GiokrpoBasm 200 MkJ cynepbiioka npu 4 °C B TeueHMe Houm. Ha
TPETEM CYTKM ILJIaHIIETH I[IPOMHBaJIM 3 pa3a. 3areM 50 MKJI aHTUTE B
cepuMHOM pasBemeHuu 1:3 B Oybdepe miasa TBepmodas3Horo MOA, HauuHasd
¢ 10 MxT/MII, ODOOABJAIM B KaxIyi JIYHKY IIJIaHIIeTa, MHKYyOMpPOBAaJM IIPHU
KOMHaTHOM TeMIepaType B TeueHue 1 dYaca, 3aTeM IpOMHBaJM 3 pa3a.
[IaTbmecAaT MUKPOJIUTPOB pasBeneHHOTO 1:3000 KO3bero aHTHU-MBIIVMHOIO-—
HRP (Southern Biotech, 1030-05) ©OwvumM gpoBaBJIeHHE MOJS WM3MEPEHUHA
POOUTEJILCKOTO aHTUTeJla MBIK. I[IaTbIecaT MUKPOJIUTPOB pasBeleHHOI'O
1:3000 xosbero aHTU-MbIMHOTO-HRP (Jackson Immunologics, 109-036-
098) nobaBJiiau oJis M3MepeHn XUMEPHOTO aHTUTeJa u
I'YMaHU3MPOBaHHOTO anrmuresa. [lma”HmeTsl  OJi4 TBepLOoda3HOTO NOA
VMHKYOMPOBAaJM IIPpM KOMHATHOM TeMIepaType B TeueHue 45 wMuHYT,
IpOMEIBaJIM 3 pas3a, 3aTeM IIPOABJAIM C IoMombio ABTS npuM KOMHATHOM
TeMIIepaType B TeueHMe 5 MMHYT. Ilocjie 32TOTO MCIOJB30BaJIM pPUIEP
[JIQHIIETOB NOJIS M3MepeHud norJomeHusa npu 405 HM.

éur. B8A wm 8B OEeMOHCTPUPYIRT, UYTO POOUTEJIBECKOE aHTUTEJIO,
TeHepupyeMoe TUOPUIOMHEM WU pPeKoOMOVHAaHTHEM crocobowm,

CBA3BBaeTCAd C GoCOOpMIMPOBAHHEIM IenTugoMm (émr. 8A), HO He C

HeboCchopuUIIMPOBaHHEIM IHenTunoM (émr. 8B). AHAJOIMUHO, XUMEPHEE
aHTUTeJIa (c KapkKacoM IgGl VI IgG4) CBA3EBATCA C
bochopUIUPOBaAHHEM [IEeNTUIOOM (dur. 8C), HO He C

HepoChOOpPUIMPOBAHHEIM IenTtuiaoM (démr. 8D) .

Ha &ur. O9A-9C mnokaszsaHO, UTO OOJBIMHCTBO HOBHX CO3IOaHHBEX
BapMaHTOB T'YMaHM3MPOBaHHEIX AHTUTEJ CBABEBAKRTCHA c
bochopUIMpPOBaHHEM MHelTUIOM C addMHHOCTLIO, CPaBHUMOM C XUMEPHHM
aHTuTeJioM I1gG4, Torma KakK HECKOJIBKO BapMaHTOB TepanT addMHHOCTH
CBA3EBaHMA C OQOCOOPMIMPOBAHHEM I[elTHUIOM. B dYacTHoOCTM, Ha &wur.
9B, BapraHT huVL46/VH11 N33D IgG4, KOTOPHM UMUTHPYET IIOJIHOE
oes3aMUIMPOBaHMe aMMHOKMCIIOTH N33-D, MMeeT 3HauuTeJIbHO CHIMKEHHOE
CBA3EBaHUE C boCcOoOpPUIMPOBaHHEM MENTUIIOM, UToO [IO3BOJIAET

IIpenriojioxXmMTE , gTo IIOJIHOCTEIO Des3aMMIVMPOBaHHOE AHTUMTEeJIO
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3HAUMUTEJBHO [IOTEPAET CBOI addMHHOCTE CBA3LBAHUSA c
dochopUIIMPOBAHHEM Tay—0eJIKOM. Taxkum obpasoM, CHIDKEHUE
nesaMuorpoBaHMa B N33 B BapuaHTax TI'YMaHUMBUPOBAHHHX aHTUTEJ
aBJygeTca obga3aTeJIbHBM.

IIpuMep 11: AHTUT eHCB A3EBalMni aHaams HOBEIX CO3IOaHHHX
BapMaHTOB I'yYMaHM3MPOBAHHHX aHTUTEJ B I'OMOT'eéHaTax MOo3Ta IIallMeEHTOR
c GoJie3HBI AJNblUTeVMepa

PoouTelJIbCKOe aHTUTEJIO MHIMY, XMMEPHOEe AaHTUTEJIO M BHOpPaHHHE
BapMaHTH T'YMaHM3UMPOBAHHHX AaHTUTEJ OlLleHMBaJIM B OTHOMEHUM UX
CIIOCOOHOCTM K CBA3HBAHMIL C OGOOCOOPMIIMPOBAHHEM Tay—-0eJlkoM Serdl3
(pSerd4l13-Tau), M[OJNYUEHHBM M3 KJIMHUUECKMX O0O0pa3loB B XUIKOM dase
nauMeHToR C OoJjie3HbI AnblrelMepa (BA).

Kak r1noka3aHo Ha %wur. 10A-10E, NPpUCYTCTBME aHTUTEeJI Ha
pSerdl3-Tau oopemenaaM I[IO0 pal3Hulle Mexay ofmmuM M CBOOOIHEIM
CBA3BBaHMEM aHTUIEHA, BHABJISEMEIM C  MCIOJIb30BaHMEM  MBIIMHOTIO
OUOTUMHUIIMPOBAHHOTO aHTHUTeJIa IgG2a-Talb05 rocJie MHKyOaluum
oBpas3uoB Mo3Ta C BA ¢ yBeJMUeHMeM KOHIUEHTpaluM KOHTPOJILHOTO I1gG
yeJjioBeka (Sigma, xaT N I2511) © BHOPAaHHEX BapMAHTOB aHTUTEJI
COOTBETCTBEHHO.

BrigaBJIeHHUE c [IOMOIIELIO TOTO xe caMoT o MBITMHOT'O
OMOTUMHUIIMPOBAHHOTO aHTuTeJa I1gG2a Tal505 nosepojigeT IOIPOBOOUTH
opsMoe  CcpaBHeHMe 50DeKTHMBHOCTM  CBASHBAHMSA MeXOYy  BapuMaHTaMu
aQHTUTEI. AHTUTEJIO IgG2a MBI Tal505 OUOTUHUIINPOBAJIN C
MCIIOJIE 30BaHMEM N-TuOpoKCUCYKUMHUMUI—LC—-OMOTHUHA (NHS-LC—-0MoTHH)
(Thermo Fisher Scientific K.K.) ¢ mnocjgenyiomMM IMaJIM30M C IIOMOIILIO
PBS.

3aMOpPOXeHHYID MNIPedpOHTaIbHYK TKaHb KOPH I'OJJOBHOTO Mo3Ta (100
MI') M3 MO3Ta HauueHTa C BA pobaBasgnau k 1 mia TBS-I (Tpuc—-0ydbepHBEM
coJIeBOM pacTBOpP, kaT. N BP2471-1, Thermo Fisher Scientific),
comepxamero KOKTeWJIb C MHITUMOMTOpOM IpoTea3nW M docdhaTaswel (Thermo
Fisher Scientific, kar. N 1861281), u JM3UPOBaJM B JEeOsSHOM BoIe
C WUCHoOJb30BaHMeM Qiagen Tissue Lyzer II. T'OMOT&eHU3UPOBAHHEMU
obpasen LeHTpubyrupoBasmu opm 27000 g (porop TLA-55) mpu 4°C B
Teuenre 20 MMHYT B YyJbTpalleHTpudyre Beckman Coulter Optima Max-—
XP, m cynepHaTaHT cofMpallM M OOINOJIHUTEJIBHO LeHTPUQYTMPORBRAJIM IIpU

150000xg (poTrop TLA-55) npu 4 °C B TeueHme 20 MUHYT B
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yibTpaleHTpudyre Beckman Coulter Optima Max—XP 1Jjag TI[IOJyUYeHUS
TPaHyJIH, Ha3HBaeMou bpakumen P2. dpakumo P2 IIOBTOPHO
CyCIeHIVpoOBaln B Oybepe 1mjaga ToMOTeHM3aumm TBS-I ¢ T[IOMOWELI
yIbTpasByKa. KoHlIeHTpallMw OeJiIka BO Ofpakuumu P2 onopenelsin C
MCIOJIb30BaHMeM Habopa mOJa aHalm3a 6Oeska Pierce™ BCA (Thermo
Fisher Scientific, xaT. W 23225) B COOTBETCTBUM C MHCTPYKUMAMA
npousBoOnTesiS. KoHleHTpaluio 0Oejika HOBOOWIM OO 4 MKI'/MII.

HaGop INNOTEST® pTau (pT181) (Fijirebio Inc., xar. N 81581)
MCIIOJIL30BaJn B KauecTBe CHUCTEMEH TBepLodasHOTO DA njida
GOCHOPUIIUPOBAHHOTO OeJika Tau Serdl3 (pSer413-Tau), HO
OUMOTUHUIIMPOBAHHOE AaHTUTEJIO, BKJIOUEeHHOe B Habop (0003HaUeHHOe Kak
CONJ1l), OvBUIO 3aMeHeHO Ha OUMOTHMHMIIMPOBAHHEE MBIIMHBEIE aHTUTeJa K
IgG2a Talb05, kak ONMCAaHO BHIIE.

PoouTesIbCKOe aHTUTEJIO MHIIM, XUMEepHOe aHTUTEJIO, BapWUaHTH
TYMaHU3BUPOBAHHOTO aHTuUTeJa VI KOHTPOJIb HEIM IgG JeJIOBEeKa
pazpoouiu no 200 HM M3 MCXOOHOTO pacTBopa B Oydepe 1A
pasbaBuTesd oOpaslla (OpenocTabBjieH HabdopoMm INNOTEST®). PacTBOPH
AHTUTEJI 3aTeM CepuMHO pasfaBialIM UM MHKYyOUpoOBaIM C obpakumuamm P2
TOJIOBHOTO MO3Ta C BA, OpeIBapUTeJIbHO pas3BeleHHmMu B 1/1000 B
AaHAJMTUUYECKOM ILJIaHmeTe, B TeueHUue 4 YacoB IIpM KOMHATHOM
TeMIIepatype. CMechb aHTUTEJIO—aHTUIeH 3aTeM Jo0aBJAIM B ILJlaHmeT MT
C UMMOOMIIM3OBAHHEM aHTUTeJIoM HT7 (BKJIOUEHHHY B Hadop) BMecTe C
pasBeleHHHM OMOTUHUIMPOBAHHEM aHTUTeJIoM Memy Tal505 IgG2a (1/10
B CONJ DIL 1, mpemocTaBJIeHHOM HatopoM INNOTEST®). IoJIy4UeHHEI
obpasel] IepeMellMBa M U MHKyOupoBanm npu 4 °C B TeueHme HoumM. Ha
clenyiomMy OeHb IIJIaHmeT IPOMHBAaJM M B IJlaHmeT »JoBaBJgjM MeUeHHLM
HRP cTpenTaBuOMH (BKJIOUEHHHM B Habop kak CONJ2) ¢ nocJjenywomen
MHKyOalumuey B TeueHMe OIHOTO dYaca. Ilocje MOIPOMHBKM OOOAaBJAIU
Kpacamuil peareHT TMB cC noclenywomey MHKyOalMeW C 3allMTOM OT CBeTa
IpM KOMHATHOM TeMIepaType B TeueHre 30 MHMHYT. 3aTeM peakKluio
OCTaHaBJIMBaJMU c [IOMOMIEL IO pacTBoOpa OTPaHUUUTEIA peaxkuum
(BKJIDUEHHOTO B Habop B kKauecTBe pacTBopa STOP) m wu3Mepdau
OIITUYECKYI ILJIOTHOCTL IIPM IJMHEe BOJHH, pabBHOM 450 HM.

HeJMHeMHE aHaJM3 KPUBOM KOHIEHTpalMS—OTBeT, IIOKa3aHHBM Ha
dur. 10A-10E, IIO3BOJIAET OIIpenelIuThb KOHIIeHTpallni KaxmoIro

aHTUTeJa, HeoOxonouMylo njgsa 50%-HoM 3aHgaTocTM Tau pSerdl3 B
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ToMOT'eHaTax Mo3Ta C BA, a TakXe IpPOleHT MaKCHMMaJIbHOT'O YPOBHSA
3aHATOCTHU oJisa Kaxmoro aHTHUTeJa . Ha dur. 10A-10E
IPOIEMOHCTPUPOBAHE COTIIOCTaBVMEIE XapakKTepUCTUKU CBA3LIBAHUSA,
BRJIOUAS YPOBEHL BaHATOCTM 1In VIitro ¥ MaKCHMMaJbHOE CBSI3HBAHMUE
Tay—-aHTUI'eHa pSerdl3, mJjd pPOOUTEJIECKOTO aHTUTeJla MBIM, XUMEPHOTO
aHTHTeJla ¥  BHOpPaHHHX BapMaHTOB I'YMAHMBUPOBAHHHX aHTUTEJ B
ToMOT'eHaTax MOo3T'a NalMeHTOB C EBA.

[lpumep 12: AHaIM3 CTabUIJIBHOCTM UM UMCTOTH HOBEIX CO3JIaHHEX
BapMaHTOR I'yYMaHMUBUPOBAHHEX aHTUTEJI

CTabUJILHOCTE PAa3JIMUHBEIX aHTUTEJI OIpeleliayiM IIYTeM W3MepeHUSd
TeMIIepaTypH IJiaBJjieHusa (Tml) u TemnepaTyps arperauun (Tagg) c
roMomen HaHO-DSFEF. UMCTOTY KaxXmor'o aHTHUTeJla M3MepdJiM C IIOMOILBIO
SEC M HeBOCCTaHaBJMBAaKIETIO KanwujuigpHoro SDS (NR-cSDS) .

OnpegnesieHne Tm m Tagg: Tm m Tagg ompenesidjM C IIOMOIBIO HaHO—
DSEF ¢ wucnojsib3oBaHMeM IMOOepeHLMaJIbHOTO CKaHMPpyKIero ¢ayopuMeTpa
Prometheus NT.48 (Nanotemper Technologies), YIIPaBJISAeMOT O
IPOTPaMMHEM obecrieueHMeM PR.ThermControl v2.0.4. MomHOCTE
BO3OYXIeHMsa cocTaBidsa 40%, a TeMmmoepaTypa OOBEHmajiack ¢ 20 °C mo
95 °C co ckopocTel 1 °C/mmH. Tm wu Tagg OIM aBTOMaTUUECKU
usMepeHE. O00pa3sls TOTOBMIJIM IIOCPEeNCcTBOM pasfaBjieHMd OO 1 MI/MI B
20 MM auerate HaTpusa, pH 5,5, Oybepe u EBcacHBalM KalWJJISPHBM
crioco6oM B CTeKJISHHHM kanuiisp Prometheus (PR-L002).

OnpernejieHMe  4YUCTOTH HocpencrsoM SEC: SEC [OpoBOOMIIM  Ha
cucreMe ACQUITY UPLC H-kJjacca. McnoJsibzyeMasa KOJIOHKa IIpencTabBlidlila
cobom koJIoHKY ACQUITY UPLC Protein BEH SEC (W naptum 186005225,
1,7 w™mrxMm, 200A, 4,6 MM x 150 wMMm) oT Waters (Muadopn, mTarT
MaccauycetTc) . TeMnepaTypa KOJIOHKM cocTaBjaiga 25 °C, u oBpasen 10
MKJI BBOOMJIM IHIpu 1 MID/MJI, MCIOOJbL3YS CHUCTEMHYI CKOPOCTL IIOTOKA,
paBHy 0,5 wmi/mmu. IomBmxHasg OGasa IIpeIOcTaBjdia coboir 100 wMM
bocdbara HaTpmsa, 200 MM xJgopunma HaTtpusa m 0,02% asunma HaTpud, pH
7,0. HDaHHBEe OBJIM OIpPeleJIEHH KOJUYeCTBeHHO IHpu 214 m 280 HM U
IpoaHalIM3UPOBAaHE C VICIIOJIE 30BaHUEM MIPOTPaMMHOTO oBecrnieueHn s
Empower 3. BeJIkOByKW CTaHIapTHyKR CcMeck BEH200 SEC (M@ naptum
186006518) otT Waters (Munpopn, mrTaT MaccadyceTcC) BBOOWMJIM B HOO3€
10 MK M wu3MepaJM paspemeHre USP, TeopeTHMUeckMe 3HAUEHUS U

XBOCTEHI.
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OnpernejieHMe UYMCTOTH HocpencTBOM NR—cSDS: OJid OLLeHKM UMCTOTEH
nocpencreoM NR-cSDS 5 MKJ KaxmoTo ofpaslla B KOHIeHTpauuy 1 Mr/mi
cCMellMBaJiX B 96-JIYyHOUHOM ILJlaHmleTe C 35 MK Oydepa g 3alrpy3KU
(6ydpep nmjua obBpa3uorB  HT Protein Express (Perkin Elmer)),
comepxamero 50 MM MomaleTamMypa. IIaHmeT MHKyOMpoBasm npu 70 °C B
TeueHMre 20 MMHYT M B KaxOyio JYHKY »ODo0aBJaIM 75 MKJI BoOH. KaxOoon
obpasell aHaJIM3UpPOBaJM B cucTteMe LabChip GXII (Perkin Elmer) c
MCIIOJIL30BaHMEM DKCIpecCcHMoHHOTO umna HT Protein (Perkin Elmer).
SJlekTpodpeporpaMMEl IIOJIydaJiM IIyTeM W3MepeHUa QIyopecleHIMM obpasla
B OVHaMUKe 1o BpeMeHM UM MHTeTIpUpOBaJiX C  MCIOJIb30BaHMeM
nporpaMMHoTo oOb6ecrneueHmsa LabChip GX V4.1.1619.0 SP1 (Perkin
Elmer) .

B Tabnuiie 14 opencraBJieHa CTabMJILHOCTE u uycToTa
MCCJIenYyEeMEIX aHTUTEJ.

Tabauia 14. CTabMIBbHOCTE M YUMCTOTA PAaBIMYHEX AHTUTEI

CTabmMIbLHOCTE UmcToTa
% UMCTOTH | % Y CTOTH
Tml Tagg
o SEC 110 NR—cSDS

Mc IgG2a 65,0 /IO 99,1 100
xmMm. IgGl H/I H/I 96,2 H/IO
xmMm. IgG4 H/I H/I 95,3 H/IO
hu V9L46/VH11

68,5 69,5 99,0 100
IgGl
hu V9L46/VH11

66, 8 66,0 98,4 100
IgG4 (=T.)
hu V91L46/VH11

65,9 66,2 100 100
G34A IgGl
hu V91L46/VH11

64,0 63,8 100 98,0
G34A IgG4
hu V9L46/VH11

65,3 66,6 100 100
G34A IgG4
hu V9L46/VH11

H/I H/@O H/I 100, 0
G34S IgG4
hu Vv91L46/VH11 | 65,8 66,5 H/IO 99, 3
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G34T IgG4
hu V9146/VH11

65,2 67,1 99, 6 100
N33Q IgG4
hu V91L46/VH11

H/O H/O H/LO 100
N33Q G34A IgG4
hu V91L46/VH11

H/O H/IO H/LO 100
N33D IgG4
hu V9L46/VH11

H/IO /I H/O 99, 8
N33S IgG4
hu V9L46/VH11

H/O H/I H/I 100
N33T IgG4
hu V9L46/VH11

H/@O H/O H/I 100
A64D IgG4
hu V9L46/VH11

08,1 67,8 99, 6 100
S28N IgG4
hu V147 /VHE5

59, 6 60,2 99, 9 100
IgGl
hu V9L46/VH11

65,5 66,7 100 97,0
G34A S28N IgGl
hu V91L46/VH11

63,8 65,0 100 97,0
G34A S28N IgG4

Bce HOBEHE CO3IaHHEE BapMaHTH I'yMaHM3VMPOBAHHEX  aHTUTEI
COXPaHAIM WM YJydllaJit CcTabuJIBHOCTE WM UMCTOTY IIO CpaBHeHUI C
POOUTEJIECKMM aHTUTEJIOM MBIY WM XVMEPHBIMM aHTuTeJaMu. OOVH U3
UCXOIOHHX I'YMaHM3MPOBaHHHX BapuaHToB huVL47/VH65 IgGl oTamdacsa
CHMXEHHOW CTabMJIbHOCTBI, M3MEPEeHHOM C romombi Tml/Tagg.

IpuMmep 13: AHaIM3 Oe3aMUIVMPOBAHMA HOBEX CO3IaHHEX BapMaHTOB
I'YMaHU3UPOBAHHEX aHTUTeJI

Onpelelaly YPOBEHbL Oe3aMUIMPOBaAHUSA aMUHOKMCIOTH N33 B CDRI1
JIeTKOM 1lelM pPas3JIMUHHX aHTUTeJI. JVIccjeloBaJlM CTPEeCCOBHEe YCJIOBUSA,
Takye Kak MHKyOGauusa mnpu 50 °C wmium pH 10. Muaky®auumwo rpu 4°C
IPOBOOWMJIM B KaueCTBE KOHTPOJIA.

Huxybammus opu 4 °C m 50°C: O0pasli, OPUTOTOBJeHHHe B 20 MM
alleraTe Hatpug, pH 5,5, mnpu 2 wMr/mi, BHOepxuBaim npu 50 °C B

KaMepe C KOHTPOJIMPYEMOM TeMIepaTypor CcTabMJILHOCTM B TeUeHUE
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OOHOM Hemeyr. OOpasusl xpaHmaM npu 4 °C mjisg koHTposg 4 °C B 1esax
CpaBHeHU .

Muaxyb6anma nOpum pH 10: 0OOpas3lUb, OPUIOTORJIeHHHe B 20 MM
alleTaTe HaTpug, PH 5,5, npm 2 wMr/mMia, nmoBomuyMm mo pH 10 c
ucrnojib3oBadvem 0,5 M NaOH w BuhoepxkuBaiu nopu 25 °C B TeueHue
ONHOM HelleJin B KJIMMaTHU4eCKOM KaMepe C KOHTPOJINPY eMOM
TeMIlepaTypoMt. Ilocjle »TOTO NPOBOOAMIIM 3aMeHy Oybepa obOpasuos Ha 20
MM aueTaT HaTpuA, pH 5,5, C MCIIOJIb30BaHMeM 0OeccOoJIMBaKIMX
KOJIOHOK Zeba Spin (7K MWCO, Thermo Fisher 2 wmj, 89890).

AHaJINM3 Oe3aMuIUPOBAHMS C IIOMOMIBI HNENTUIOHOI'O KapTHUPOBAHMUS:
O KapTUPOBaHMA IIeNTUOOB C I[IOMOIBI Macc—clhnekTpoMeTpur 100 MKD
Kaxmoro obpaslla OeHaTypupoBau C nomombio 30 Mk 8 M pacTBopa
Tyauuoubda/l M TpuC  TUMOPOXJIOPUIA (15:1), BOCCTaHaBJIMBaJIU C
nomMomepo 2 MkJ 1 M DTT B TeueHue 30 MuHyT npu 60°C ¥ ajlKUIUPOBAJIN
c 5 mMxan 1 M MopmaueTamMuIa B TeueHme 45 MMHYT B TeMHOTe. llepen
paclmerjieHreM  IPOBOOWUIIM 3aMeHy Oybdepa  o0Opa3LoB Ha 50 MM
OukapboHaT aMMOHMS, MCHOJIb3Yd KapTpulxu ZEBA C MOJIeKYyJIAPHOM
Maccoy 7 KuJomaJibToH. OO0paslUbl pachopelelissjiM II0 Pas3HHEM IpodupkaM M
obpabaTeBaJIN bepMeHTOM rnapalijieJibHO c 2 MKT' TPUIICHHA u
XMMOTPUIICMHa B TeueHMe 2 YacoB mnpm 37 °C. OepMeHTauusa OwUla
OCTaHOBJIEHa IIOCpencTBOM nobamBJjeHuda 3 MKJI 5 M rumgpoxJjopuna K
KaxgooMy obpasznuy. 2 MkJI ofbpa3la BIPHCKMBaJIM B 1x50 MM KOJIOHKY
Waters UPLC c [IelITUIOM BEH-C18 (uacTb Ne 186005592),
nonmepxmeaeMyn npu 40 °C. JaHHHe OBUIM IOJIYYeHH B Dionex/QE plus
MS C WMCHOOJb30BaHMeM JIMHEMHOTO TIpalMeHTa B TeueHue L0 MMH oT 2%

no 36% auetoHuTpmia B 0,1% MypaBbMHOM KuCJIOTe. OOpasus OB

NIpoaHalIM3UPOBAHEL C  MCIHOJBb30BaHMeM PEAKS DB (Bioinformatics
Solutions Inc.) @#Jag noucka B 0as3e IOaHHEX, a Takke PepFinder
(Thermo Fisher Scientific) M  PYYHOM TIPOBEPKM MOJIA  OLIeHKHU
IIPOLIEHTHOTO V3MEHeHN . B Tabaniie 15 IpUBeneH IPOILIEeHT

Ie3aMUIVPOBaHMA aMMHOKMCJIOTEH N33 B CDR1 JIeTKOM LelM MCCJedyeMHX
aHTUTeJ.
Tabmmiiza 15. I[IpolueHT »OesaMumupoBaHMsi N33 B CDR1 Jerkom Lienn

IIPY PAaBJIMUHEIX YCJIOBUSIX

KouTpons 4 °C 50°C pH 10
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Mc IgG2a 41,1 36,9 31,7
hu VL46/VH11 IgGl 33,0 33,9 31,8
hu VL46/VH11 IgG4 32,0 31,0 37,9
hu VL46/VH11 G34A IgG4 <1l% H/O <1%
hu VL46/VH11 G34T IgG4 <1% H/O <1%
hu VL46/VH11 N33Q IgG4 <1% H/I <1%
hu VL46/VH11 G34A S28N IgGl |<1% 1,2 13
hu VL46/VH11 G34A S28N IgG4 <1% 2,1 13

I'YMaHM3VMPOBAHHEM BapMaHTHEM aHTuTesioM IgGl wmim IgG4

HOBEIE

[Io cpaBHeHUIO

CO3IaHHEEe

C poomnTeJib CKMM

BapMaHTE

AHTMTEJIOM  MBIIN

T'YMaHU3MPOBaAaHHOTI'O

Y  MCXOIHEM
(VL46/VH11)

aHTHTeJla

OJEMOHCTPHMPYIT 3SHauUMTEeJIBHOEe CHMXEHINMEe YPOBHA IOe3aMMIMPOBaHWMA N33 B

CDR1 JjteTkoM lielu.



$OPMYJIA MBOEBEPETEHHUA

1. AHTMUTeJIO NpoTUB pSerdl3 Tay WIM €TI0 aHTUITEeHCBSI3HBAaMUi
dpparMeHT, cCoIepxallee:

(A) BapuMaBeJIbHEM OOMEH TSXKeJIOW Leny, COoOepXalllni:

vhCDR1, cozmepxallyld aMUHOKMCIIOTHYI IIOCJIeHoBaTeJIbHOCTE SEQ ID
NO:86;

vhCDR2, cozmepxallyld aMUHOKMCIIOTHYI IIOCJIeHoBaTeJIbHOCTE SEQ ID
NO:115; m

vhCDR3, comepxallyldo aMUHOKMCIIOTHYIO IIOCJIeHoBaTeJIbHOCTE SEQ ID
NO:88; u

(B) BapuabeJIbHBEI OOMEH JIeTKOM Lielu, colepxamuy Hadop VI1CDR,
BHIOPAHHEIX M3 TPYINH, COCTOAMEN MU3:

(i) v1CDR1l, cozepxalel'0 aMMHOKMCJIOTHYO MIOCJIeNoBaTeJIbHOCTE SEQ
ID NO:91;

v1CDR2, comepXallel'O0 aMMHOKMCIIOTHYIO I[IOCJIeNOBaTelIbHOCTE SEQ ID
NO:82; mu

v1CDR3, comepXallel'0 aMMHOKMCIIOTHYI I[IOCJIeNOoBaTelbHOCTE SEQ ID
NO:83;

(ii) wvI1CDR1l, coznepxamero aMMHOKMCJIOTHYIO IIOCJIeOOBaATEeJIbHOCTD
SEQ ID NO:92;

v1CDR2, comepXamero aMMHOKMCJIOTHYI IIOCJIeOoBaTeJIbHOCTL SEQ ID
NO:82; mu

v1CDR3, comepxXxamero aMMHOKMCJIOTHYI IIOCJIemoBaTeJIbHOCTL SEQ ID
NO:83;

(iii) wvICDR1l, comepxamero aMUMHOKMCJIOTHYI IIOCJIeOOBaATEeJIbLHOCTD
SEQ ID NO:93;

v1CDR2, comepXamero aMMHOKMCIIOTHYK IIOCJIeOoBaTeJIbHOCTE SEQ ID
NO:82; mu

v1CDR3, comepXamero aMMHOKMCIIOTHYK IIOCJIeOoBaTeJIbHOCTE SEQ ID
NO:83;

(vi) wvI1CDR1l, coIepxallerl'0 aMMHOKMCJIOTHYID IIOCJIeOOBaTeJIbHOCTD
SEQ ID NO:94;

v1CDR2, comepXalmer'o aMMHOKMCIIOTHYK IIOCJIenoBaTeJIbHOCTE SEQ ID
NO:82; u

v1CDR3, conmepxXalmer'o aMMHOKMCIIOTHYK IIOCJIeHOoBaTeJIbHOCTE SEQ ID

NO:83;



(v) v1CDR1, conepXamero aMMHOKMCJIOTHYK IIOCJIeNOBaTeJIbHOCTE SEQ
ID NO:95;

v1CDR2, comepXalmer'o aMMHOKMCJIOTHYK IIOCJIeHoBaTeJIbHOCTL SEQ ID
NO:82; mu

v1CDR3, comepXalel'co aMMHOKMCJIOTHYK IIOCJIeHoBaTeJIbHOCTE SEQ ID
NO:83;

(vi) vI1CDR1l, coIzepxamero aMMHOKMCJIOTHYID IIOCJIeIOoBaTeJIbHOCTD
SEQ ID NO:96;

v1CDR2, comepXalel'o aMMHOKMCJIOTHYK IIOCJIeHoBaTeJIbHOCTL SEQ ID
NO:82; u

v1CDR3, conmepXalel'0 aMMHOKMCJIOTHYK IIOCJIeHoBaTeJIbHOCTL SEQ ID
NO:83;

(vii) vI1ICDR1l, cozmepxamel'0 aMMHOKMCJIOTHYI IIOCJeIOBaTeJIbHOCTDL
SEQ ID NO:97;

v1CDR2, comepXallel'O0 aMMHOKMCIIOTHYIO I[IOCJIeNOBaTelIbHOCTL SEQ ID
NO:82; mu

v1CDR3, comepXallel'0 aMMHOKMCIIOTHYI I[IOCJIeNoBaTelbHOCTE SEQ ID
NO:83;

(viii) wv1CDR1l, comepxamero aMUMHOKMCJIOTHYI IOCJIeOOBaATEeJIbLHOCTD
SEQ ID NO:98;

v1CDR2, comepXamero aMMHOKMCJIOTHYI IIOCJIeOoBaTeJIbHOCTL SEQ ID
NO:82; mu

v1CDR3, comepxXxamero aMMHOKMCJIOTHYI IIOCJIeOoBaTeJIbHOCTL SEQ ID
NO:83;

(xi) wvI1CDR1l, cozepxallel'0 aMMHOKMCJIOTHYIO IIOCJIeOOBaATeJIbLHOCTD
SEQ ID NO:99;

v1CDR2, comepXamero aMMHOKMCIIOTHYK IIOCJIeOoBaTeJIbHOCTE SEQ ID
NO:82; mu

v1CDR3, comepxXamero aMMHOKMCIIOTHYK IIOCJIeHoBaTeJIbHOCTE SEQ ID
NO:83;

(x) v1CDR1, comepxamero aMMHOKMCJIOTHYK IIOCIedOoBaTeJIbHOCTE SEQ
ID NO:100;

v1CDR2, comepXalmer'o aMMHOKMCIIOTHYK IIOCJIenoBaTeJIbHOCTE SEQ ID
NO:82; u

v1CDR3, conmepxXalmer'o aMMHOKMCIIOTHYK IIOCJIeHOoBaTeJIbHOCTE SEQ ID

NO:83;



(xi) wvI1CDR1l, coIepxamero aMMHOKMCJIOTHYID IIOCJIeOOoBaTeJIbHOCTD
SEQ ID NO:101;

v1CDR2, comepXalmer'o aMMHOKMCJIOTHYK IIOCJIeHoBaTeJIbHOCTL SEQ ID
NO:82; u

v1CDR3, comepXalel'co aMMHOKMCJIOTHYK IIOCJIeHoBaTeJIbHOCTE SEQ ID
NO:83; u

(xii) VvICDR1, comepxamero aMMHOKMCJIOTHY IIOCJIeOOoBaTeJIbHOCTD
SEQ ID NO:102;

v1CDR2, comepXalel'o aMMHOKMCJIOTHYK IIOCJIeHoBaTeJIbHOCTL SEQ ID
NO:82; u

v1CDR3, conmepXalel'0 aMMHOKMCJIOTHYK IIOCJIeHoBaTeJIbHOCTL SEQ ID
NO:83.

2. AHTUTeJIO HIpOoTUB pSerdl3 Tay WIM €70 aHTUIeHCBS3HEAMUN
dparMeHT 10 m.l, THe OTHOomeHMe adPMHHOCTM CBA3HBAHMA YyKa3aHHOTO
aHTuTeJa C O¢ochopuaMpoRaHHEM HenTumoM SEQ ID NO:8 k addmHHOCTHU
CBABEBaHMA YKa3aHHOTO aHTUTeJla C HedoChOpMIMPOBAHHEIM IIelTunoM SEQ
ID NO:69 cocTaBJfAeT IO MeHbIEeM Mepe okoJjio 40 x 1.

3. [lprMeHeHME aHTuUTeJa NIpOTUB pSerdl3 Tay WK ero
AHTUTEeHCBAXHBAKIETIO (parMeHTa IO II.l1 OJd HoJy4UYeHMS JIeKapCTBEHHOTO
CpeIcTBa OJd JIeueHMA TaylaTuM Yy IHallMeHTa.

4. TIlpMMeHeHMe TIIo TII.3, TOe Taynatusa BeOpaHa W3 TPYIIIH,
cocrodmer wm3 0o0JesHM AJNblLTIelMepa, KopTukoOazaJIbHOM IeleHepaluwu,
IpoTrpeccUpyrmero HaObAOEepPHOTO napajgmnuya, foJie3Hu lnka,
APTUPOOMIILHOM 3ePHUCTOM IeMeHUuM (OoJie3HUM apIMpodMIILHOTO 3epHa),
MHOXECTBEHHOM CHMCTEeMHOM TaylaTumM C meMeHumenm (MSTD), JOOHOBMCOWUHOM
OIeMeHIIMM C I[IapKMHCOHMBMOM, ClLellJIeHHOM C xXpomMmocomow 17 (FTDP-17),
OIeMeHLVM C HeMpobUOPUILIISPHEMIM KJIyOKamm, InddY 3HEIMM
HeMpOoOUOPUIIIIAPHEMMY  KJIyOKaMM C KaJlbuupukaumer (DNTC), TaynaTuu
feJioTo BemecTBa C TJIODYJISPHBEIMM TUIMAJIbHEMKM BRJIOUeHUMAMM (WMT-GGI),
JJOOHOBMCOUHOM JIOOAapHOM IereHepallMM C Tay-IO3UTUBHBEIMKY BKJIOUEHUAMA
(FTLD-Tay), IocJenCTBUN sHIlehaInTa SKOHOMO " IOOOCTPOTO
CKJIEPO3UPYKRIETO TMaHZHIedalIMTa M BHIedaJionaTum OOKCEPOB.

5. AHTHTeJIO NOpOoTUB pSerdl3 Tay WIM eT0o aHTUTEeHCBI3HBAaIUM
dpparMeHT, cCoIepXxalee:

(A) BapmabeJIbHBEIM IOOMEeH TSXeJION Lenu, comepxamuit vhCDRI,

comepXamyi aMMHOKMCJIOTHYIO IIocjiedoBaTesIbHOCTE SEQ ID NO:86; vhCDR2,



comepXamu¥ aMMHOKMCIIOTHYI IIOCJIedoBaTeJIbHOCTDL SEQ ID NO:115;
vVhCDR3, comepxamlll aMMHOKMCJIOTHYIO MIOoCJiedoBaTeIbHOCTL SEQ ID NO:88;
u

(B) pBapuabeJIbHHM IOOMeH JeTKoW Lemnu, colepxamui vI1CDRI,
comepXamu¥ aMUMHOKMCIIOTHYI IIOCJIedoBaTeJIbHOCTDL SEQ ID NO:102;
v1CDR2, comepxamllM aMMHOKMCJIOTHYIO IIOCJedoBaTeIbHOCTL SEQ ID NO:82;
u VICDR3, comepXallM aMMHOKMCJIIOTHYI IIOCJIefoBaTeIbHOCTL SEQ 1ID
NO:83.

6. AHTUTEJIO NpPOoTUB pSerdl3 Tay WIM eT'0 aHTUIeHCBSI3HBaKIUM
bparMeHT 10 II.5, TIIOe OTHOoOUWleHVe addMHHOCTM CBA3BBaAHUSA YKa3aHHOTO
aHTUTeJla C ooochopusMpoBaHHEM HenTunoM SEQ ID NO:8 k addmMHHOCTH
CBABEBaAHMSA YKa3aHHOTO aHTUTeJla C HedoChOpMIIMPOBAHHEIM IIelTunoM SEQ
ID NO:69 cocTaBJfgeT IO MeHbIeM Mepe okoJjio 40 x 1.

7. [IpuMeHeHUE aHTUTeJla [OpoTuB  pSerdl3 Tay WA ero
AHTHUTEeHCBA3HBAKIETO QparlMeHTa IO II.5 OJd MOoJIydeHUSd JIeKapCTBEHHOTO
CpenoCcTBa OJ4 JIeUueHMd TaylaTuu y IIalleHTa.

8. IlpuMmMeHeHMe @O 1.7, T'Oe TaylaTusa BeHOpaHa M3 TPYIIIH,
cocToAmer u3 0OoJie3HM AJblTelVMepa, KopTukoOaszsaJIbHOW IereHepaluu,
IpoTrpeccUupyrmero HaObAOepPHOTO napajmnua, BoJie3Hu lnka,
APTUPOOMIILHOM 3BePHUCTOM IeMeHUuM (OoJIe3HU apIUpodMIILHOTO 3epHa),
MHOXECTBEHHOM CMHMCTEeMHOM TaylaTumM C meMeHlmel (MSTD), JOOHOBMCOUHOM
OIeMeHIIUM C I[IapKMHCOHMBMOM, ClLeIlJIeHHOM C xXpomocomow 17 (FTDP-17),
OeMeHLVN C HeMpobUBPUIIII SPHEMI KIIyOKamm, IddY3HEIMM
HeMpOoOUBPUIIJIAPHEMMY — KJIyOKaMMM C KaJlbuupukaumer (DNTC), TaynaTumu
feJiloTo BemecTBa C TJIODYJISPHBEIMM TUIMAJIbHEIMM BRJIOUeHUMAMM (WMT-GGI),
JJOOHOBMCOUHOM JIOOAapHOM IereHepallM C Tay-IIO3UTUBHBIMKY BRJIOUEHMIMA
(FTLD-Tay), nocJencTBUM sHUebhaImUTa SKOHOMO u MOOOCTPOTO
CKJIEPO3UPYKRIETO IMaHZHIedalInTa M sHIedasionaTumu OOKCEPOB.

9. TI'vyMaHMBUPOBAHHOE AHTUTEJIO WM eT'0 AaHTUIeHCBSI3LBAalIUA
dparMeHT, KOTOPOe BHBHBAET pPeaKIMK aHTUTEeH—-aHTUTEJIO C Tay-0eJIKOM
VI Tay-—TIelITHUuIoOM, boCchopPUIMPOBaHHEM 1o MeHbIIen Mepe Ha
AMMHOKMCJIOTHOM OCTaTKe, cooTBeTCTRByKmMeM Ser4l3 SEQ ID NO:1,
comepxalmee :

(A) BapuabeJIbHBEM IOMEeH TIXeJIOM LellM, COIOepXallui:

vhCDR1, cozmepxamlyld aMMHOKMCIIOTHYK IIOCJenoBaTeJIbHOCTE SEQ ID

NO:86;



vhCDR2, cozmepxallyld aMUHOKMCIIOTHYK IIOCJIenoBaTeJIbHOCTE SEQ ID
NO:115; m

vhCDR3, comepxallyld aMUMHOKMCIIOTHYI IIOCJeNoBaTeJIbHOCTE SEQ ID
NO:88; u

(B) BapuabeJIbHEI OOMEH JIETKOM lielM, colepxammui Hadtop VI1CDR,
BHIOPAHHHIX M3 TPYINH, COCTOAMEN MU3:

(i) v1CDR1, coIepxamero aMMHOKMCIIOTHYIO MNIOCJIeOOoBaTeJILHOCTE SEQ
ID NO:91;

v1CDR2, comepXalel'0 aMMHOKMCJIOTHYK IIOCJIeHoBaTeJIbHOCTL SEQ ID
NO:82; u

v1CDR3, conmepXalel'o aMMHOKMCJIOTHYK IIOCJIeHoBaTeJIbHOCTL SEQ ID
NO:83;

(ii) vI1CDR1l, comepxamero aMMHOKUCJIOTHYI IIOCJeIOoBaTeJIbHOCTDL
SEQ ID NO:92;

v1CDR2, comepXallel'O0 aMMHOKMCIIOTHYIO I[IOCJIeNOBaTelIbHOCTE SEQ ID
NO:82; mu

v1CDR3, comepXallel'0 aMMHOKMCIIOTHYI I[IOCJIeNOoBaTelbHOCTE SEQ ID
NO:83;

(iii) wvICDR1l, comepxamero aMUMHOKMCJIOTHYI IIOCJIeOOBaATEeJIbBHOCTD
SEQ ID NO:93;

v1CDR2, comepXamero aMMHOKMCJIOTHYI IIOCJIeOoBaTeJIbHOCTL SEQ ID
NO:82; mu

v1CDR3, comepxXxamero aMMHOKMCJIOTHYI IIOCJIemoBaTeJIbHOCTL SEQ ID
NO:83;

(vi) wvI1CDR1l, cozepxalel'0 aMMHOKMCJIOTHYIO IIOCJIeOOBaATeJIbHOCTD
SEQ ID NO:94;

v1CDR2, comepXamero aMMHOKMCIIOTHYK IIOCJIeOoBaTeJIbHOCTE SEQ ID
NO:82; mu

v1CDR3, comepXamero aMMHOKMCIIOTHYK IIOCJIeOoBaTeJIbHOCTE SEQ ID
NO:83;

(v) v1CDR1, conmepxamero aMMHOKMCJIOTHYK IIOCIedOoBaTeJIbHOCTE SEQ
ID NO:95;

v1CDR2, comepXalmer'o aMMHOKMCIIOTHYK IIOCJIenoBaTeJIbHOCTE SEQ ID
NO:82; u

v1CDR3, conmepxXalmer'o aMMHOKMCIIOTHYK IIOCJIeHOoBaTeJIbHOCTE SEQ ID

NO:83;



(vi) wvI1CDR1l, coIepxamero aMMHOKMCJIOTHYID IIOCJIeOOoBaTeJIbHOCTD
SEQ ID NO:96;

v1CDR2, comepXalmer'o aMMHOKMCJIOTHYK IIOCJIeHoBaTeJIbHOCTL SEQ ID
NO:82; mu

v1CDR3, comepXalel'co aMMHOKMCJIOTHYK IIOCJIeHoBaTeJIbHOCTE SEQ ID
NO:83;

(vii) vICDR1, comepxamero aMMHOKMCJIOTHY IIOCJIeOOoBaTeJIbHOCTD
SEQ ID NO:97;

v1CDR2, comepXalel'o aMMHOKMCJIOTHYK IIOCJIeHoBaTeJIbHOCTL SEQ ID
NO:82; u

v1CDR3, conmepXalel'0 aMMHOKMCJIOTHYK IIOCJIeHoBaTeJIbHOCTL SEQ ID
NO:83;

(viii) wv1CDR1l, comepxamero aMMHOKMCJIOTHYI IIOCJEeIOoBaTeJIbHOCTDL
SEQ ID NO:98;

v1CDR2, comepXallel'O0 aMMHOKMCIIOTHYIO I[IOCJIeNOBaTelIbHOCTL SEQ ID
NO:82; mu

v1CDR3, comepXallel'0 aMMHOKMCIIOTHYI I[IOCJIeNoBaTelbHOCTE SEQ ID
NO:83;

(xi) wvI1CDR1l, cozepxamero aMMHOKMCJIOTHYIO IIOCJIeOOBaATeJIbHOCTD
SEQ ID NO:99;

v1CDR2, comepXamero aMMHOKMCJIOTHYI IIOCJIeOoBaTeJIbHOCTL SEQ ID
NO:82; mu

v1CDR3, comepxXxamero aMMHOKMCJIOTHYI IIOCJIeOoBaTeJIbHOCTL SEQ ID
NO:83;

(x) v1CDR1, cozmepxameI0 aMMHOKMCJIOTHYK IIOCJIedOoBaTeJIbHOCTE SEQ
ID NO:100;

v1CDR2, comepXamero aMMHOKMCIIOTHYK IIOCJIeOoBaTeJIbHOCTE SEQ ID
NO:82; mu

v1CDR3, comepxXamero aMMHOKMCIIOTHYK IIOCJIeHoBaTeJIbHOCTE SEQ ID
NO:83;

(xi) wvI1CDR1l, cozepxallel'0 aMMHOKMCJIOTHYID IIOCJIeOOoBaTeJIbHOCTD
SEQ ID NO:101;

v1CDR2, comepXalmer'o aMMHOKMCIIOTHYK IIOCJIenoBaTeJIbHOCTE SEQ ID
NO:82; u

v1CDR3, conmepxXalmer'o aMMHOKMCIIOTHYK IIOCJIeHOoBaTeJIbHOCTE SEQ ID

NO:83; u



(xii) vICDR1, comepxamero aMMHOKMCJIIOTHY IIOCJIeOOoBaTeJIbHOCTD
SEQ ID NO:102;

v1CDR2, comepXalmer'o aMMHOKMCJIOTHYK IIOCJIeHoBaTeJIbHOCTL SEQ ID
NO:82; u

v1CDR3, comepXalel'co aMMHOKMCJIOTHYK IIOCJIeHoBaTeJIbHOCTE SEQ ID
NO:83.

10. T'yMaHMBUPOBAHHOE AaHTUTEJIO WJIM eT0 aHTUIEeHCBSI3HBAaMIUA
bparMeHT 10 1.9, T©HOe OTHOUmeHMe adOMHHOCTM CBA3BBaHUSA YKa3aHHOTO
aHTUTeJla C oQochopusMpoBaHHEM IHentunoM SEQ ID NO:8 k addMHHOCTH
CBABEBAHMSA YKa3aHHOT'O aHTUTeJla C HeQoCOOPMIIMPOBAHHEIM IIelTumnoM SEQ
ID NO:69 cocTaBJsgeT IO MeHbllel Mepe okojyio 40 x 1.

11. [lprMeHeHMe T'YMaHUBUMPOBAHHOTO aHTUTeJIa VI ero
AHTUTEeHCBA3HBAKIETO QparMeHTa o II.9 OJd MNOJIydeHUSI JIeKapCTBEHHOTO
CpenoCTBa OJg JIeUeHMd TayllaTuu y IIalMeHTa.

12. IlpumMmeHeHMe 110 .11, 1DOe TaynaTmusda BHOpaHa U3 TPYIIIIH,
cocToAmern u3 0OoJjie3HM AJblTelVMepa, KopTukoOaszsaJIbHOM IereHepaluu,
IpoTpecCcUpyrIero HaObAOepHOTO napajuua, OoJIe3HU [nka,
APTUPOOMUIILHOM 3epHUCTOM OeMeHIUM (BoJIe3HM apTUPOOMIILHOTO 3epHa),
MHOXECTBEHHOM CMHMCTEeMHOM TaylaTumM C meMeHlmnel (MSTD), JOOHOBMCOWUHOM
OIeMeHUIUM C I[IapKMHCOHMSBMOM, ClLeIlJIeHHOM C XpomMmocomom 17 (FTDP-17),
OIeMeHLVM C HeMpobUBPUIIII SPHEMIM KIyOKamm, Iddy 3HEIMM
HeMpOoOUBPUIIJIAPHEMMY  KJIyOKaMM C KaJlbuupukaumer (DNTC), TaynaTum
feJloTo BemecTBa C ITJIODYJISPHBEIMM TUIMAJIbHEIMKM BRJIOUeHUMAMM (WMT-GGI),
JJOOHOBMCOUHOM JIOOApPHOM OereHepaluM C Tay-IIO3UTUBHBIMKY BRJIOUEHUIMA
(FTLD-Tay), nocJencTBUM sHUebaImUTa SKOHOMO u MIOOOCTPOTO
CKJIEPO3UPYKRIETO MaHZHIedalInTa M BHIedaJionaTumu OOKCEPOB.

13. T'yMaHMBUPOBAHHOE AaHTUTEJIO WM eT0 AaHTUIeHCBSI3LBAaMIUi
dparMeHT, KOTOPOe BHBHBAET pPeaKIMi aHTUTEeH—-aHTUTEJIO C Tay-0eJIKOM
VI Tay-—TIelITHUuIoOM, boCchopUIMPOBaHHEM 1o MeHbIIen Mepe Ha
AMMHOKMCJIOTHOM OCTaTKe, cooTBeTCTByKmMeM Ser4l3 SEQ ID NO:1,
comepxamee:

(A) BapMaBeJIbHEM OOMEH TSKeJIOM LenM, CcoIepXaluin

VvhCDR1, comepxallMM aMMHOKMCJIOTHYIO IIOCJIeIoBaTeJIbHOCTEL 1M (SEQ
ID NO:10);

VvhCDR2, comepxamui aMMHOKMCJIOTHYIO IocJemoBaTeslbHOCTL 2H1 (SEQ

ID NO:12), MM aMMHOKMCJIOTHYI IIOCJIeJOBaATEJILHOCTE, OTJIMYAKMYCS OT



nocjiemopaTeJibHocTM 2H1 (SEQ ID NO:12) Tem, uTo Ala B HOOJIOXeHMM 15
3aMeleH Asp;

vVhCDR3, comepxallM aMMHOKMCJIOTHYI IIOCJIeIoBaTeJIbHOCTE 3M (SEQ
ID NO:13); mu

(B) BapmaBeJIbHEM OOMEH JIETKOM LIeNM, CcomepXalui

v1CDR1, comepxamui aMMHOKMCJIOTHYIO IocJenoBaTesibHOCTL 4L1 (SEQ
ID NO:14), miIM aMMHOKMCJIOTHYIO II0OCJIeIOBATeJIbHOCTL, OTJIMYAKMYICS OT
nocjienopareJibHocT 4L1 (SEQ ID NO:14) TemM, UTO Ser B IIOJIOXeHMM 5
s3aMelleH Asn;

v1CDR2, comepXallM aMMHOKMCJIOTHYI IIOCJeIOoBaTeJIbHOCTE 5M (SEQ
ID NO:106); mu

v1CDR3, comepXallyM aMMHOKMCJIOTHYI IIOCJIeIOoBaTeJIbHOCTE 6M (SEQ
ID NO:17).

14, T'yMaHMBMPOBAHHOE aHTUTEJIO WJIM €TI0 AaHTUT'EeHCBSI3HBAaIUMA
dparMeHT 1o .13, coIepxamee:

(A) VvhCDR1, cozepxamyln aMMHOKMCJIOTHYI I[IOCJIENOBATEJIBHOCTL 1M
(SEQ ID NO:10);

vhCDR2, comepxamyid aMMHOKMCJIOTHY IocJemoBaTesibHOCTL 2H1 (SEQ
ID NO:12);

vhCDR3, comepxallMM aMMHOKMCJIOTHYI IIOCJIemoBaTeJIbHOCTE 3M (SEQ
ID NO:13);

v1CDR1, comepxallyld aMMHOKMCJIOTHYI IIOCJemoBaTeIbHOCTE 4L1 (SEQ
ID NO:14);

v1CDR2, comepXallyll aMMHOKMCJIOTHYK I[MOCJIedoBaTeJIbHOCTE LM (SEQ
ID NO:16); u

v1CDR3, comepXallyl aMMHOKMCJIOTHYH I[MOCJIeIoBaTeJIbHOCTE 6M (SEQ
ID NO:17), wnum

(B) vhCDR1, conepxamyl aMMHOKMCIIOTHYK IIOCJIemOBaTeJIbHOCTE 1M
(SEQ ID NO:10);

vhCDR2, comepxallyld aMMHOKMCJIOTHYK IIOCJIenoBaTelIbHOCTE 2H1 (SEQ
ID NO:12);

vVvhCDR3, comepxallM aMMHOKMCJIOTHYIO IIOCJemoBaTeJIbHOCTE 3M (SEQ
ID NO:13);

v1CDR1, comepXallyl aMMHOKMCJIOTHYK IMOCJieloBaTeJIbHOCTE 4M (SEQ

ID NO:15);



v1CDR2, comepXallyl aMUHOKMCIIOTHYI I[MIOCJIelIOoBaTeJIbHOCTE LM (SEQ
ID NO:16); u

v1CDR3, comepXallyl aMUHOKMCIIOTHYI I[MOCJIelOoBaTeJIbHOCTE 6M (SEQ
ID NO:17), wnam

(C) vhCDR1, conmepxamyl aMMHOKMCIIOTHYK IIOCJIeODOBaTeJIbHOCTE 1M
(SEQ ID NO:10);

vhCDR2, comepXallyll aMUHOKMCIIOTHYI I[MOCJIelOoBaTeJIbHOCTE 2M (SEQ
ID NO:11);

vhCDR3, comepXxallM aMMHOKMCJIOTHYI IIOCJIeIoBaTeJIbHOCTEL 3M (SEQ
ID NO:13);

v1CDR1, comepXallyld aMMHOKMCIIOTHYI I[IOCJieloBaTeJIbHOCTE 4M (SEQ
ID NO:15);

v1CDR2, comepXxallyld aMMHOKMCJIOTHYI IIOCJIeIOoBaTeJIbHOCTE S5M (SEQ
ID NO:16); u

v1CDR3, comepXxallyld aMMHOKMCJIOTHYI IIOCJIeIOoBaTeJIbHOCTE 6M (SEQ
ID NO:17).

15. TI'vyMaHM3MPOBAHHOE AHTUTEJIO WMJIM eT'0 aHTUTEeHCBSI3HBAaMUM
dparMeHT 1o m.l13, TOe oTHoOmeHMe adPMHHOCTM CBSA3EBAHMA YKaz3aHHOTO
aHTUTeJla C ¢ochopuIMpOoBaHHEM HenTumgoM SEQ ID NO:8 k addMHHOCTU
CBASBHBAHKMSA YKAaB3aHHOTO aHTUTeJla ¢ HehoChopMIIMPOBAHHEM MelTumoM SEQ
ID NO:69 cocTaBIgeT IO MeHbmel Mepe okoJyio 40 x 1.

16. [IpuMeHeHUE TYMaHU3UPOBAHHOTO aHTUTeJIa W ero
AHTUTEeHCBA3HBaKLMIEeTI0 dparMeHTa II0 II.13 IJig HNoJIyYeHUS JIeKapCTBEHHOTO
CpencTBa nOJd JIeUueHMd TaylaTuM Yy [HallMeHTa.

17. IlpumMeHeHMe 1O II.16, TIme TaynaTusd BeHOpaHa W3 TPYIIIH,
cocTosAmer u3 0OoJie3HM AJblTelMepa, KOpTHMKoOasaJIbHOM IeTeHepalluy,
IpoTpecCcUupyrmero HaIBAOEPHOTO napajuua, BoJIe3HU Muka,
APTUPOOMIILHOM 3BepPHUCTOM IeMeHUUM (OoJie3HUM apIUpodMIILHOTO 3epHa),
MHOXECTBEHHOM CHMCTEeMHOM TaylaTumM C meMeHuurer (MSTD), JOOHOBMCOUHOM
OIeMeHIIMM C I[IapKMHCOHMBMOM, ClellJIeHHOM C xXpomMmocomow 17 (FTDP-17),
IeMeHIIVN c HeMpodUOPUILIISPHEMIM KJIIyOKaMu, oo oy 3HEIMU
HeMpOOUOPUIIIIAPHEMMY  KJIyOKaMM C KaJlbuupukaumenr (DNTC), TaynoaTumu
feJioTo BemecTBa C TJIODYJISPHBEIMU TUIMAJIBHEMM BRJIOUeHUMAMM (WMT-GGI),
JJOOHOBMCOUHOM JIOoOapHOM »OereHepallMM C Tay-IO3UTUBHBIMM BKJIOUEHUAMA
(FTLD-Tay), IoCcJenCTBUN SHIlehaInUTa SKOHOMO " IOOOCTPOTO

CKIIEPOSUPYRIIETO NaHBHUedallMTa M SHIedhasonaTmm OOKCEpPOB.
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>Ta1505-VLOO-mbiumnoe, SEQ 1D NO:84
DILMTOTPLSLPVSLGDOASISCRSSONIVHSNGNTYLEWYLOKPGOSPRKVLIYTVSNRES VPDRFSGSGSGTDFTLKISRVEAEDLGVYYCFQGSHLPLTFGGGTKLELK

vICDR1 RSSONIVHSNGNTYLE SEQ 1D NO:81

viCDR2 TWSNRFS SEQ ID NO:82
viCDR3 FQGSHLPLT SEQ ID NO:83

>Tal505-Vi46 SEQ ID NO:103

vICDR] RESOSIVHENGNTYLE SEQ ID NO:91
vICDR2 TWENRFS SEQ ID NO:82
viCDR3 FQGSHLPLY SEQ ID NO:83

>Ta1505-VL47 SEQ ID NO:104
DIVMTOSPLSLPVTLGDPASISCRSSOSIVHSNGNTYLEWYOOKPGOSPORLIVTVSNRESGVPDRFSGSGSGTDFTLKISRVEAEDLGYYYCFQGSHLPLTFGGGTKVE

Shet 22NN
K

vICDRL RSSQSIVHSNGNTYLE SEQ ID NO:92

vICDRZ TVSNRFS SEQ ID NO:82

vICDR3 FQGSHLPLY SEQ ID NO:83

€e/ol
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>Tal505-Vi46_G34A SEQ ID NO:105

viCDR1 RESOSIVHENANTYLE SEQ ID NO:93

viCDR2 TVSNRFS SEQ ID NO:82
VICDR3 FOGSHLPLT SEQ ID NO:83

>Tals05-Vi46_G34S SEQ ID NO:106
DIVMTOSPLELPVTLGEPASISCRESOSIVHSNSNTYLEWYLOKPGOSPOLLIVTVSNRESGYPDRFSGSGSGTDFTLKISRVEAEDLGYYYCFOGSHLPLYFGGGTKVEIK

viCOR1 RSSOSIVHENSNTYLE SEQ ID NO:94
viCDRZ TYSNRFSG SEQ ID NO:82

vICDR3 FOGSHLPLT SEQ ID NO:83

>Tal505-VL4a6_G34T SEQ ID NO:107
DIVMTOSPLSLPVTLGEPASISCRESOSIVHEN TN TYLEWYLOKPGQSPOLLIYTVSNRFSGVPDRFSGSGSGTDFTLKISRVEAEDLGVYYCEFQGSHIPLTFGGGTKVEIK

vICDR1 RSSOSIVHSNTNTYLE SEQ ID NO:95
viCDR2 TVSNRFS SEQ ID NO:82

o Dt s

vICDR3 FOGSHLPLY SEQ ID NO:83

>Tal505-Vi46 _N33QSEQ ID NO:108
DIVMTOSPLSLPYTLGEPASISCRESQSIVHSQGNTYLEWYLOKPGOSPOLLIYTVSNRESGYPDRESGSGSGTDOFTLKISRVEAEDLGVYYCFQGSHLPLTFGGGTRVEIK

vICDR1 RESOSIVHSQGNTYLE SEQ ID NO:98

viCDR2 TWSNRFS SEQ ID NO:82

€elLL



our. 11C

vICDRI FOQGSHLPLT SEQ ID NO:83

>Tal1505-Yi46 N33Q_G34ASEQ ID NO:109
DIVMTOSPLSLPVTLGEPASISCRSSOSIVHSGANTYLEWYLOKPGOSPOLLIVIVSNRFSGYPDRESGSGSGTDFTLIISRVEAE DLGVYYCFQGSHEPLI GGG TIVEIK

viCBR1 RESQSIVHSGANTYLE SEQ ID NO:97

vICDRZ TVSNRES SEQ ID NO:82

viCDR3 FQGSHLPLT SEQ ID NO:83

>Tal505-Vi46_N33DSEQ ID NO:110

vICDR1 RSSGRIVHSDGNTYLE SEQ ID NO:98

viICDR2 TVSHNRFS SEQ ID NO:82

vICDR3 FOGSHLPLT SEQ ID NO:83

>Tal505-Vi46 N335 SEQ ID NO:111

viCDR3 FQGSHLPLT SEQ ID NO:83

>Tal505-¥146_N33TSEQ ID NO:112

€e/8l



our. 11D

VICDRI RSSQSIVHSTGNTIYLE SEQ ID NO:100

viCDR2 TYSNRFS SEQ ID NO:82

wICDR3 FOGSHLPLY SEQ ID NO:83

>Tal505-vide 528N SEQ ID NO:113

viCDR1 RSSOMIVHSNGNTYLE SEQ ID NO:101

ViCDR2 TUSHNRFS SEQ ID NO:82

vICDR3 FOGSHLPLY SEQ ID NO:83

*Talb05-V1i46_G34A_S28NSEQ ID NO:114

VCDRZTVSMRES SEQ ID NO:82
viCDR3 FOQGSHLPLT SEQ ID NO:83

>Ta1505-VHOO-mbiwmHoe, SEQ ID NO:89
‘EVQLVESGGGLVQPKGSLKLSCAASGFAFNSFA&NWVRQAPGKSLEWVVH;RSKTNNYATFYAD&}VKDRF—T\!SF{DDSQSMVYLQMNNLKTEDTG!YYCVRRGP&DS

WEGYWGOGTLYTYSA

viCDRI SFALN SEQ ID NO:86

viCDRZ HIRSKTNNYATFYADSVED SEQ ID NO:87

viCDR3 RGPRDSWEGY SEQ ID NO:88

€elBl
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>Tal505-VH11SEQ ID NO:116 .
EVOLVESGGGLVOPGGSLRLSCAASGFTFSSFALNWYROAPGKGLEWVGHIRSKTNNYATEYAASVKDRFTVSRDDSONTAYLOMNSLKTEDTATYYCVRRGPRDS
WEGYWGQGTLVTVSES

>Ta1505-VHE5 SEQ ID NO:117
EVOQLVESGGGLVOPGGSLRISCAASGFAFNSFALNWYROAPGKGLEWVVHIRSKTNNYATFYAASYKDRFTVSRDDSONTAYLOMNSLKTEDTATYYCVRRGPRDSW

FGYWGQGTLVTVSS

vhCDR1 SFALN SEQ ID NO:86

vhCDR2 HIRSKTNNYATFYAASYKD SEQ ID NO:115
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>Human_IgG1 _ P01857 SEQ ID NO:135

ASTKGPSVFPLAPSSKSTSGGTAALGCLVKDYFPEPYTVSWNSGALTSGYHTFPAVLOSSGLYSLSSVVTVPSSSLGTATYICNYNHKPSNTKVDKKVEPKSCDKTHTCPPC
PAPELLGGPSVFLFPPKPKDTLMISRTPEVTOVVVDYSHEDPEVKFNWYVDGVEVHNAKTKPREEQYNSTYRVVSVLTVLHODWLNGKEYKCKVSNKALPAPIEKTISKA
KGOPREPQVYTLPPSRDELTKNQVSLTCLVKGFYPSDIAVEWESNGOPENNYKTTPPVLDSDGSFFLYSKLTVDKSRWOQGNVFSCSVMHEALHNHYTOKSLALAPGK

>Human_IgG1_P01857_L234A_L235A SEQ ID NO:136

ASTKGPSVFPLAPSSKSTSGGTAALGCLVKDYFPEPVTVSWNSGALTSGYHTFPAVLOSSGLYSLSSVVTVPSSSLGTOTYICNVNHKPSNTKYDKKVEPKSCDIKTHTCPPC
PAPEaaGGPSVELFPPIPIKDTLMISRTPEVTCVVYDVSHEDPEVKENWYVDGVEVHNAKTKPREEQYNSTYRVVEVLTVLHODWINGKEYKCKVSNKALPAPIEKTISKA
KGOPREPOVYTLPPSRDELTKNQVSLTCLYKGFYPSDIAVEWESNGOPENNYKTTPPVLDSDGSFRLYSKLTVDKSRWOQOGNVFSCOVMHEALHNHYTOKSLSLSPGK

>Human_IgG1_P01857_L234A_L235A_D265S SEQ ID NO:137

ASTKGPSVFPLAPSSKSTSGGTAALGCLVKDYFPEPVTVAWNSGALTSGVHTFPAVLOSSGLYSLSSVYTVPSSSLGTOTYICNYNHKPSNTKVDKKVEPKSCDKTHTCRPC
PAPERaGGPSVFLFPPKPKDTLMISRTPEVTCVVVSVSHEDPEVKFNWYVDGVEVHNAKTKPREEQYNSTYRVVSVLTVLHODWLNGKEYKCKVSNKALPAPIEKTISKA
KGOPREPOVYTLPPSRDELTKNQVSLTCLVKGFYPSDIAVEWESNGOPENNYKTTPPVLDSDGSFRLYSKLTVDKSRWQOGNVFSCSVMHEALHNHYTQKSLSLSPGK

>Human_IgG1_YTE_P01857_(M252Y_S254T_T256E) SEQ ID NO:138

ASTKGPSYFPLAPSSKSTSGGTAALGCLVKDYFPEPYTYSWNSGALTSGVHTFPAVLOSSGLYSLSSWITVRSSSLETOTYICNYNHKPSNTKVDKKVEPKSCDKTHTCRPC
PAPELLGGPSVFLFPPKPKDTLYIERe PEVTCVWWVYDVSHE DPEVKFNWYVDGVEVHNAKTKPREEGQYNSTYRVVSVLTVIHODWINGKEYKCKVSNKALPAPIEKTISKAK
GOPREPQVYTLPPSRDELTKNOVSLTCLVKGRYPSDIAVEWESNGOPENNYKTTPPYLDSDGSFFLYSKLTVDKSRWQQGNVFSCSYMHEALHNHYTOKSLSLSPGK

>Human_IgG1_N297A_P01857 SEQ ID NG:139
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ASTRKGPSVFPLAPSSKSTSGGTAALGCLVKDYFPEPY TVSWNSGALTSGVHTFPAVLOSSGLYSLSSVVTVPSSSLGTOTYICNYMHKPSNTKYDKKVEPKSCDKTHTCPRC
PAPELLGGPSVFLFPPKPKDTLMISRTPEVTICVVVDVSHEDPEVKFNWYVDGVEVHNAKTKPREEQYASTYRVVSVLTVLHODWLNGKEYKCKVSNKALPAPIEKTISKA
KGUPREPQVYTLPPSRDELTKNQVSLTCIVKGRYPSDIAVEWESNGOPENNYKTTPPYLDSDGSFRLYSKLTYIHSRWOOGNVISCSYMHEALHNHYTOKSLSLSPGK

>Human_lgG1_N297Q_P01857 SEQ ID NO:140

ASTKGPSVFPLAPSSKSTSGGTAALGULVKDYFPEPVTVSWNSGALTSGVHTFPAVLOSSGLYSLESVVTVPSSSLGTOTYICNVNHKPSNTKVDKKVEPKSCOKTHTCPPC
PAPELLGGPSVELFPRPKPEDTLMISRTPEVTCVVVDVSHEDPEVKFNWYVDGVEVHNAKTKPREEQYGSTYRVVSVLTVLHODWIENGKEYKCKVSNKALPAPIEKTISKA
KGOPREPQUYTLPPSRDELTKNQVSLTCLVKGFYPSDIAVEWESNGOPENNYKTTPPYLDSDGSFFLYSKLTVDKSRWOOQGNVFSCSVMHEALHNHYTOKSLSLSPGK

>P01859__Human_IgG2 SEQ ID NO:141

ASTKGPSVFPLAPCSRSTSESTAALGCLVKDYFPEPVIVSWNSGALTSGVHTFPAVLGSSGLYSLESYVTVRESNFGTOTYTCNVDHKPSNTRVDKTVERKCCVECPPCPA
PPVAGPSVFLFPPKPKDTLMISRTPEVTCVWVDVSHEDPEVOFNWYVDGVEVHNAKTKPREEQFNSTFRVVSVLTVWWHODWILNGKEYKCKVSNKGLPAPIEKTISKTKG
QPREPQVYTLPPSREEMTKNQOVSLTCLVKGFYPSDISVEWESNGOPENNYKTTPEPMLDSDGSFFLYSKLTVDKSRWOQGNVFSCSYMHEALHNHYTOKSLSLSPGK

>P01861_Human_lgG4 SEQ ID NO:142

ASTKGPSVEPLAPCSRSTSESTAALGCLVKDYFPEPVTVSWNSGALTSGYHTFPAVLOSSGLYSLSSYVTVPSSSLGTKTYTONVDHKPSNTKVDKRVESKYGPPCPSCPAP
EFLGGPSVFLFPPKPKDTLMISRTPEVTCVVVDVSOEDPEVOFNWYVDGVEVHNAKTKPREEQFNSTYRVYSVLTVLHODWLNGKEYKCKVSNKGLPSSIEKTISKAKG
OPREPOVYTLPPSQEEMTKNOVSLTCLVKGFYPSDIAVEWESNGOPENNYKTTPPVLDSDGSFRLYSRLTVDKSRWOQEGNVFSCSVMHEALHNHYTOQRSLSLSLGK

>Human_IgG4_S228P_P01861 SEQ ID NO:143

ASTKGPSVFPLAPCSRSTSESTAALGCLVKDYFPEPVTVSWNSGALTSGVHTFPAVLOSSGLYSLSSVVTVPSSSLGTKTYTCNVDHKPSNTRVDKRVESKYGPPCPPCPAP
EFLGGPSVFLFPPKPKDTLMISRTPEVTCVVVDVSQEDPEVOFNWYVDGYEVHNAKTKPREEQFNSTYRVVSVLTVLHODWILNGKEYKCKVSNKGLPSSIEKTISKAKG
QPREPOVYTLPPSOEEMTKNGOVSUTCLVKGFYPSDIAVEWESNGOQPENNYKTTPPYVLDSDGSFFLYSRLTVDKSRWOQEGNVFSCSVMHEALHNHYTOKSLSLSLGK
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KOHCTaHTHbIN A0MEH nerkon uenu kanna yenoeeka SEQ ID NO:79

RTVAAPSVFIFPPSDEQLKSGTASYYVCLLNNFYPREAKVQWKVDNALOSGNSOESVTEQDSKDSTYSLSSTLTLSKADYEKHKVYACEVTHOGLSSPYTKSENRGEC

KoHcTaHTHBIN AOMeH nerkon uenu nambaa yenoseka SEQ ID NO:80

GOPKAAPSVTLFPPSSEELOGANKATLVCLISDFYPGAVTVAWKADSSPVKAGVETTTPSKOSNNKYAASSYLSLTPEQWKSHRSYSCQVTHEGSTVEKTVAPTECS

€eree



dur. 13A

H11 HC IgG1: SEQ ID NO:144

EVOLVESGGGLVOPGGSLRLSCAASGFTFSSFALNWYROAPGKGLEWVGHIRSKTNNYATFYAASYKDRITVSRDDSONTAYLOMNSLKTEDTATYYCVRRGPRDS
WEGYWGQGTLVTVSS/ASTHGPSVFPLAPSSKSTSGGTAALGCLVKDYFPEPYTVSWNSGALTSGVHTFPAVLASSGLYSLSSVVTYPSSSLGTATYICNYNHKPSNTKY
DKKVEPKSCOKTHTCPRCPAPELLGGPSVFLFPPKPKDTLMISRTPEVTCVVYVDVSHEDPEVKFNWYVDGVEVHNAKTKPREEQYNSTYRVVSVLTVLHODWLENGKEYK

CKVSNKALPAPIEKTISKAKGOPREPQVYTLPPSRDELTKNOVSLTCLVKGFYPSDIAVEWESNGOPENNYKTTPPVLDSDGSFFLYSKLTVDKSRWOQGNVFSCSVMHE
ALHNHYTQKSLOLSPGK

H11 Human_IgG1_L234A_L235A SEQ ID NO: 145
EVOLVESGGGLVOPGGSLRLSCAASGFTFSSEALNWYRQAPGKGLEWVGHIRSKTNNY ATFYAASVKDRFTVSRDDSONTAYLOMNSLKTEDTATYYCVRRGPRDS

WEGYWGOGTLVTYSS/ASTRGPSVYFPLAPSSKSTSGGTAALGCLVKDYFPEPYTVSWNSGALTSGVHTFPAVLOSSGLYSLESYVTVPSSSLGTQTYICNVNHKPSNTKY
DKKVEPKSCDKTHTCPPCPAPEaaGGPSVFLFPPKPKDTLMISRTRPEVTCYVYDVSHEDPEVKFNWYVDGVEVHNAKTKPREEQYNSTYRVVSVLTVLHGDWLNGKEY

KCKVSNKALPAPIEKTISKAKGOPREPQVYTLPPSRDELTKNQVSLTCLVKGFYPSDIAVEWESNGQPENNYKTTPPVLDSDGSFELYSKLTVDIKSRWOQGNVFSCSYMH
EALHNHYTOKSLSLSPGK

H11 Human_IgG1_L234A_L235A_D265S SEQ ID NO:146

EVOLVESGGGLVOPGGSLRLSCAASGFTFSSFALNWVROAPGKGLEWVGHIRSKTRNNYATFYAASVKDRFTVSRDDSGNTAYLOMNSLKTEDTATYYCVRRGPRDS
WEGYWGQGTLVTVSS/STKGPSVIFPLAPSSKSTSGGTAALGCLVKDYFPERVTVSWNSGALTSGVHTFPAVLOSSGLYSLSSYVTVPSSSLGTQTYICNYNHKPSNTKVD
KKVEPKSCDKTHTCPPCPARERaGGPSVFLFPPKPKDTLMISRTRPEVTCVVVSVSHEDPEVKFNWYVDGVEVHNAKTKPREEQYNSTYRVVEVLTVIHOQDWLNGKEYKC

KVSNKALPAPIEKTISKAKGOPREPQVYTLPPSRDELTKNQVSLTCLVKGFYPSDIAVEWESNGOPENNYKTTPPVLDSDGSFFLYSKLTVDKSRWQOGNVFSCSYMHEA
LHNHYTORSLSLSPGK

H11 Human_lgG1_YTE_(M252Y_S254T_T256E) SEQ ID NO:147
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EVQLVESGGGLYOPGGSLRLSCAASGFTFSSEALNWYROAPGKGLEWVGHIRSKTNNYATFYAASVEDRITVSRDDSQNTAYLOMNSLKTEDTATYYCVRRGPRDS
WEFGYWGOGTLVTVSS/STKGPSVFPLAPSSKSTSGETAALGCLVKDYFPEPVTVSWNSGALTSGVHTFPAVLOSSGLYSLESVYTVPSSSLGTATYICNVNHKPSNTRYD
KKVEPKSCDK THTCPPCPAPELLGGPSYFLFPPEPKDTLY R RePEVTCVVYDVSHEDPEVKFNWYVDGVEVHNAKTKPREEQYNSTYRVVSVLTVIHQDWLNGKEYKCK
VENKALPAPIEKTISKAKGOPREPOVYTLPPSRDELTENOVSLTCLVKGFYPSDIAVEWESNGOPENNYKTTPPVLDS DGSFRLYSKETVDKSRWQQGNVFSCSVMHEAL
HNHYTOQKSLSLSPGK

H11 Human_IgG1_N297A SEQ ID NO:148

DKEVEPKSCDKTHTCPPCPAPELLGGPSVFLFPPKPKDTLMISRTPEVTCVVVDVSHEDPEVKFNWYVDGVEVHNAKTKPREEQYASTYRVYSVLTVIHODWLNGKEYK
CRVSNKALPAPIEKTISKAKGOPREPOVYTLPPSRDELTKNOVSLTCLVKGFYRPSDIAVEWESNGOPENNYKTTPPVLDSDGEFFLYSKLTVDKSRWOOGNVFSCSVMHE
ALHNHYTOKSLSLSPGK

H11 Human_IgG1_N297Q SEQ ID NO:149

EVQLVESGGGLYOPGGSLRLSCAASGFTFSSEALNWVROAPGKGLEWVGHIRSKTNNYATFYAASVEDRFTVSRDDSONTAYLOMNSLKTEDTATYYCVRRGPRDS
WEGYWGQGTLVTVSS/STKGPSYFPLAPSSKSTSGGTAALGCLVEDYFPEPVTVSWNSGALTSGVHTFPAVLOSSGLYSLESVVTVPSSSLGTOQTYICNVNHKPSNTKVD
KKVEPKSCDKTHTCPPCPAPELLGGPSVFLFPPKPKDTLMISRTPEVTOVVVRVSHEDPEVKFNWYVDGVEVHNAKTKPREEQY S TYRVVSVLTVLHODWLNGKEYKC
KVSNKALPAPIEKTISKAKGOPREPQVYTLPPSRDELTKNQVSLTCLVKGFYPSDIAVEWESNGOPENNYKTTPPVLDSDGSFRLYSKLTVDKSRWQOGNVFSCSVIMHEA
LHNHYTQKSLSLSPGK ‘

H11 Human_IgG2 SEQ ID NO:150

EVOLVESGGGLYOPGGSLRESCAASGFTFSSFALNWVROAPGKGLEWVGHIRSKTMNYATFYAASVKDRFTVSRDDSONTAYLOMNSLKTEDTATYYCVRRGPRDS
WEGYWGOGTLVTVSS/ASTHGPSYFPLAPCSRSTSESTAALGCLVKDYFPEPYTVSWNSGALTSGVHTFPAVLOSSGLYSLSSVVTVPSSNFGTOTYTCNVDHKPENTRY
DKTVERKCCVECPPCPAPPVAGPSYFLFPPKPKDTLMISRTPEVTCVVVDVSHEDPEVOFNWYVDGVEVHNAKTKPREEQFNSTFRVVSVLTVVHODWLNGKEYKCKY
SNKGLPAPIEKTISKTKGQPREPOVYTLPPSREEMTKNGYSLTCLVKGFYPSDISVEWESNGOPENNYKTTPPMLDSDGSFRLYSKLTVDKSRWQQGNVFSCSYMHEAL
HNHYTOKSLSLSPGK
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H11 Human_lgG4 SEQ ID NO:151

RVESKYGPPCPSUPAPEFLGGPSVFLEPPRPEDTLMISRTPEVTCVVVDVSQEDPEVOFNWYVDGVEVHNAKTKPREEQFNSTYRVVSVLTVLHODWLNGKEYKCRVS
NKGLPSSIEKTISKAKGOPREPOVYTLPPSGEEMTKNCQVSLTCLVKGFYPSDIAVEWESNGOPENNYKTTPPVLDSDGSFRLYSRLTVDKSRWQEGNVFSCSYMHEALH
NHYTQKSLSESLGK

H11 Human_lgG4_S228P SEQ ID NO:152

EVOILVESGGGLVOPGGSLRISCAASGFT FSSFALNWYROAPGKGLEWVGHIRSKTNNYATFYAASVKDRITYSRDDSQNTAYLOMNSLKTEDTATYYCVRRGPRDS
WEGYWGOGTLYTVSS/ASTKGPSVEPLAPCSRS TSESTAALGCLVKDYFPEPVTVSWNSGALTSGVHTFPAVLOSSGLYSLSSVWTVPSSSLGTKTYTCNVDHKPSNTRY
DKRVESKYGPPCPPUPAPEFLGGPSVFLFPPKPKDTLMISRTREVTCVVYDVSQEDPEVOFNWYVDGVEVHNAKTKPREEQFNSTYRVVSVLTVLHODWLNGKEYKCK
VSNKGLPSSIEKTISKAKGOP REPQVYTLPPSQEEMTKNQVSLTCLVKGFYPSDIAVEW ESNGQPENNYKTTPPYLDSDGSFFLYSRUTVDKSRWQEGNVFSCSVMHEAL
HNHYTQISLSLELGK

H65 Human_lgG1 SEQ ID NO:153

FGYWGQGTLYTVSS/STKGPSVFPLAPSSKSTSGGTAALGCLVKDY FPEPVTVSWNSGALTSGVHTFPAVLOSSGLYSLSSVVTYPSSSLGTQTYICNYNHKPSNTKVDKK
VEPKSCDKTHTCPPCPAPELLGGPSVFLFPPKPKDTLMISRTPEVTCYVVDYSHEDPEVKFNWYVDGVEVHNAKTKPREEQYNSTYRVYSVLTVLHODWINGKEYKCKY
SNKALPAPIEKTISKAKGQPREPQVYTLPPSRDELTKNQVSLTCLYKGFYPSDIAVEWESNGOPENNYKT TPPVLDSDGSFELYSKLTVDKSRWOOGNVESCSVMHEALH
NHYTQKSLSLSPGK

H65 Human_IgG1_P01857_L234A L235A SEQ ID NO:154

EVQLVESGGGLVOPGGSLRISCAASGFAFNSFALNWYROAPGKGLEWVVHIRSKTNNYATFYAASVKDRFTVSRDDSONTAYLOMNSLKTEDTATYYCVRRGPRDSW
FOYWGQGTLVTVSS/ASTKGPSVFPLAPSSKSTSGGTAALGCLYKDYFPEPYTVSWNSGALTSGVHTFPAVLOSSGLYSLSSYY TVPSSSLG TOTYICNVRNHKPSNTKVDK
KVEPKSCDKTHTCPPCPAPERaGGPSVFLFEPKPKDTLMISRTPEVTCVYVDVSHED PEVIKFRIWYVDGVEVHNAKTKPREEQYNSTYRVVSVITVEHODWLNGKEYKCK
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VSNKALPAPIEKTISKAKGOPREPQVYTLPPSRDELTKNGYSLTCLVKGFYPSDIAVEWESNGOPENNYKTTPPYLDSDGEFFLYSKLTVDISRWOQGNVESCSYMHEAL
HNHYTQKSLSLSPGK

HB5 Human_IgG1_L234A_L235A_D265S SEQ ID NO:155

EVOLVESGGGLVOPGESLRISCAASGFAFNSFALNWYROAPGKGLEWWVVHIRSKTNNYATFYAASYKDRFTVSRDDSONTAYLOMNSLKTEDTATYYCVRRGPRDSW
FOYWEOGTLVIVSS/ ASTRGPSYFPLAPSSKSTSGGTAALGCLVKDYFPEPYTVSWNSGALTSGVHTFPAVLOSSGLYSLSSYVTVPRSSSLGTOTYICNYNHKPSNTKVEK
KVEPKSCDKTHTCPPCPAPEaaGGPSVFLFPPKPKDTLMISRTREVTCVVVSYSHEDPEVKFNWYVDGVEVHNAKTKPREEQYNSTYRVVSVLTVLHODWLENGKEYKCK
VSNKALPAPIEKTISKAKGOPREPQVYTLPPSRDELTKNOVSLTCLVKGFYPSDIAVEWESNGOPENNYKTTPPVLDSDGSFELYSKLTVEKSRWOQGNYESCSVMHEAL
HNHYTQKSLSLSPGK

H65 Human_IgG1_YTE_(M252Y_S254T_T256E) SEQ ID NO:156

KVEPKSCDKTHTCPPCPAPELLGGPEVFLFPPKPKDTLY RePEVTCYVVDVSHEDPEVKFNWYVDGVEVHNAKTKPREEQYNSTYRVVSVLTVLEHGDWLNGKEYKCKY
SNKALPAPIEKTISKAKGOPREPQVYTLPPSRDELTKNOVSLTCLYKGFYPSDIAVEWESNGOPENNYKTTPPYLDSDGSFFLYSKLTVDISRWOQGNVFSCSYMHEALH
NHYTOKSLSLSPGK

H65 Human_IgG1_N297A SEQ ID N0:157

EVOLVESGGGLYOPGGSLRLSCAASGFAFNSEALNWYROAPGKGLEWYVHIRGKTNMYATFYAASYRDRFTVSRDDSGNTAYLOMNSLKTEDTATYYCVRRGPRDSW

FOYWGOGTLYTYSS/ASTKGPSVFPLAPSSKSTSGG TAALGCLVKDYFPEPVTVSWNSGALTSGVHTFPAVLOSSGLYSLSSVVTVYPSSSLGTQTYICNVNHKPSNTRKYDK
KVEPKSCDKTHTCPPCPAPELLGGPSVRLFPPIPKDTLMISRTPEVTOVVVDYSHEDPEVKFNWYVDGVEVHNAKTIKPREEQYASTYRVVSVLTVEHODWINGKEYKCK
YSNKALPAPIEKTISKAKGOPREPQVYTLPPSRDELTKNOVSLTCLVKGFYPSDIAVEWESNGOPENNYKTTPPVLDSDGSFFLYSKLTVDKSRWOQGNYFSCEVMHEAL
HNHYTQISLELEPGK

H65 Human_lgG1_N297Q_ SEQ ID NO: 158
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EVOLVESGGGLVUPGGSLRISCAASGFAFNSFALNWYROAPGKGLEWVVHIRSKTNNYATFYAASVKDRFTVSRDDSONTAYLOMNSLKTEDTATYYCVRRGPRDSW
FGYWGOGTLVTVSS/ASTKGPSVFPLAPSSKSTSGGTAALGCLYKDYFPEPYTYSWNSGALTSGVHTFPAVLOSSGLYSLSSYVTVPSSSLATOTYICNVNHKPSNTKVDK
KVEPKSCDKTHTCPPCPAPELLGGBSVFLEPPKPKDTLMISRTPEVTCVVYDVSHEDPEVKFNWYVDGVEVHNAKTKPREEGYgSTYRVVSVLTVLHODWLNGKEYKCK
YSNKALPAPIEKTISKAKGOPREPQVYTLPPSRDELTKNQVSLTCIVKGFYPSBIAVEWESNGOPENNYKTTPPVLDSDGSFRLYSKUTVDKSRWOOGNYFSCSVIMHEAL
HNHYTQISLSLSPGK

H65 Human_lgG2 SEQ ID NO:159

FOYWGOGTLYTVSS/ASTKGPSVEPLAPCSRSTSESTAALGCLVKDYFPEPVTVEWNSGALTSGVHTFPAVLOSSGLYSLSSVVTVRSSNFGTOTYTCNVDHKPSNTKVDK
TVERKCCVECPPCPAPPVAGPSVELFPPKPRDTLMISRTPEVTCVVVDVSHEDPEVOFNWYVDGVEVHNAKTKPREEQFNSTFRVVSVETVVHODWLNGKEYKCKVSN

KGLPAPIEKTISKTKGOPREPQVYTLPPSREEMTRNQVSLTCLVKGFYPSDISVEWESNGOPENNYKTTPPMLDSDGSFFLYSKLTVDKSRWQQGNVFSCSVMHEALHN

HYTQRSLSLSPGK

H65_Human_lgG4 SEQ ID NO0:160

EVOQLVESGGGLVOPGGSLRLSCAASGFAFNSFALNWVROAPGKGLEWVVHIRSKTNNYATFYAASYEKDRFTVSRDDSONTAYLOMNSLKTEDTATYYCYRRGPRDSW
FGYWGQGTLVTVSS/ASTKGPSVFPLAPCSRSTSESTAALGCLVKDYFPEPVTVSWNSGALTSGVHTFPAVLOSSGLY SLSSVWTVPESSLGTKTYTCNVDHKPSNTKVDK
RVESKYGPPCPSCPAPEFLGGPSVFLFPPKPKDTLMISRTPEVTCVYYVDVSQEDPEVOFNWYVDGVEVHNAKTKPREEGFNSTYRVYSVLTVLHODWINGKEYKCKYS
NKGLPSSIEKTISKAKGOPREPOQVYTUPPSGEEMTENOVSLTCLVKGFYPSDIAVEWESNGQOPENNYKTTPPYLDSDGSFRLYSRLTVDISRWOEGNYFSCSYMHREALH
NHYTQKSL3LSLGK

H65 Human_IgG4_S228P_P01861 SEQ ID NO:161

EVOLVESGGGLVOPGGSLRLSCAASGFAFNSFALNWVYROAPGKGLEWVYVHIRSKTNNYATFYAASVKDRFTVSRDBOSONTAYLOMNSLKTEDTATYYCVRRGPRDSW
FGYWGOGTLVTVSS/ASTKGPSVFPLAPCSRSTSES TAALGCLVKDYFPERPYTVSWNSGALTSGVHTFPAVLOSSGLYSLSSVVTVPSSSLG TKTYTCRNVDHKPSNTKVDK
RVESKYGPPCPPCPAPEFLGGPSVFLFPPKPKDTLMISRTPEVTCVVVDVSQEDPEVOFNWYVDGVEVHNAKTKPREEQFNSTYRVVSVLTVLHODWENGKEYKCKVE
MKGLPSSIEKTISKAKGOPREPOVYTLPPSOQEEM TKNQVSLTCLVEKGFYPSDIAVEWESNGOPENNYKTTPPVLDSDGSFFLYSRLTVDKSRWQEGNVESCSVMHEALH
NHYTQKSLSL5LGK
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VL46_kanna SEQ ID NO:162

JRTVAAPSYFIFPPSDEQLKSGTASYVCLLNNFYPREAKVOWKVDNALOSGNSQESVTEQDSKDS TYSLSSTLTLSKADYEKHKVYACEVTHOGLSSPYTKSFNRGEC

V0L46_nambaa SEQ ID NO:163

DIVMTOSPLSLPYTLGEPASISCRSSQSIVHSNGRTYLEWYLOKPGOSPOLLIYTVSNRFSGYPDRESGSGSGTDFTLKISRVEAEDLGVYYCFQGSHLPLTFGGGTKVEIK
/ GOPKAAPSVTLFPPSSEELOANKATLYCLISDFYPGAVTVAWKADSSPYKAGVETTTPSKOSNMNKYAASSYLSLTPEQWKSHRSYSCQYTHEGSTVEKTVAPTECS

VL47 kanna SEQ. ID NO:164

DIVMTOSPLSLPYTLGDPASISCRESQSIVHSNGNTYLEWYQGQKPGOSPORLIYTVSNREFSGYPDRFSGSGSGTDFTLKISRVEAEDLGVYYCFOGSHLPLTFGGGTKVEI
K/RTVAAPSVFIFPPSDEQLKSGTASYVCLLNNFYPREAKVOWKYDNALOSGNSQESYTEQDSKDS TYSLSS TLTLSKADYEKHKVYACEVTHQGLSSPVTKSFNRGEC

VL47 nambaa SEQ ID NO:165
DIVMTQSPLSLPVTLGDPASISCRESQSIVHSNGNTYLEWYCOKPGOSPORLIYVIVSNRFSGYPDRFSGSGSGTDFTLKISRVEAEDLGVYYCFQGSHLPLTFGGGTKVEI
K/ GOPKAAPSVTLFPPSSEELOANKATLVCLISDFYPGAVTVAWKADSSPVKAGVETTTPSKQSNNKYAASSYLSLTPEQWKSHRSYSCQVTHEGSTVEKTVAPTECS

VL46_G34A kanna SEQ ID NO: 166

DIVMTOSPLSLPYTLGEPASISCRESQSIVHSNANTYLEWYLOKPGOSPOLLIYTVSNRFSGYPDRISGSGSGTDFTLIKISRVEAEDLGVYYCFQGSHLPLTFGGGTKVEIK/
RTVAAPSYFIFPPSDECQLKSGTASVYCLLNNFYPREAKVQWKYDNALOSGNSQESYTEQDSKDSTYSLSSTLTLSKADYEKHKVYACEVTHQGLSSPVTKSFNRGEC

VL46_G34A nambaa SEQ ID NO:167

DIVMTOSPLSLPYTLGEPASISCRESQSIVHSNANTYLEWYLOKPGOSPOLLIYTVSNRFSGY PDRFSGSGSGTDFTLKISRVEAEDLGVYYCFOGSHLPLTFGGGTKVEIK/
GOPKAAPSYTLFPPSSEELQANKATLYCLISDFYPGAVTYAWKADSSPVKAGVETTTPSKOSNNKYAASSYLSLTPEQWEKSHRSYSCOVTHEGS TVEKTVAPTECS

V0L46_G34S kanna SEQ ID NO: 168

RTVAAPSVHIFPPSDEQLKSGTASVVCLLNNFYPREAKVOWKYDNALOSGNSQESVTEQDSKDSTYSLSSTLTLSKADYEKHKVYACEVTHOGLSSPYTKSFNRGEC
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VL46_G34S nambaa SEQ ID NO: 169

DIYMTOSPLSLPYTLGEPASISCRSSQSIVHSNSNTYLEWYLOKPGOSPOLLIYTVSNRFSGVPDRFSGSGSGTDFTLKISRVEAEDLGVYYCFQGSHLPLIFGGGTKVEIK/
GOPKAAPSVTLFPPSSEELOQANKATLVCLISDFYPGAVTVAWKADSSPYKAGVETTTPSKQSNNKYAASSYLSLTPEQWKSHRSYSCOVTHEGS TVEKTVAPTECS

VL46_G34T kanna SEQ ID NO: 170

DIVMTOSPLSLPVTLGEPASISCRESOSIVHSNTNTYLEWYLOKPGOSPQLLIYTYSNRFSGVPDRFSGSGSGTDFTLKISRVEAE DLGVYYCFQGSHLPLTFGGGTRVEK/
RIVAAPSVFIFPPSDEGLKSGTASVVOLLNNFYPREAKVOWKYVDNALOSGNSQESVTEQDSKDSTYSLSSTLTLSKADYEKHRVYACEVTHQGLSSPVYTRSFNRGEC

VL46_G34T nambaa SEQ ID NO:171
DIVMTOSPLSLPVTLGEPASISCRSSOSIVHSNTNTYLEWYLOKPGQSPOLLIYTVSNRFSGYPDRFSGSGSGTDFTLISRVEAEDLGVYYCFQGSHLPLTFGGGTRVEIK/
GOPKAAPSVTLFPPSSELLOANKATLVCLISDFYPGAVTVAWKADSSPYKAGYETTTPSKOSNNKYAASSYLSLTPEQWKSHRSYSCOVTHEGSTVEKTVAPTECS

VL46_N33Q kanna SEQ ID NO:172
DIVMTOSPLSLPVTLGEPASISCRESOSIVHSOGNTYLEWYLOKPGOSPOLLIVTVSNRBFSGVPDRFSGSGSGTDFTLKISRVEAEDLGVYYCEQGSHLPLIFGGGTKVEIK

A AN B s b e

/ RTVAAPSVFIFPPSDEQLKSGTASVVCLLNNFYPREAKVOWKVDNALOSGNSQESYTEQDSKDSTYSLSSTLTLSKADYEKHKVYACEVTHQGLSSPVTKSFNRGEC

VL46_N33Q nambaa SEQ ID NO:173

/ GOPKAAPSVTLFPPSSEELOANKATLVCLISDFYPGAVTVAWKADSSPVKAGVETTTPSKOSNNKYAASSYLSLTPEQWKSHRSYSCQVTHEGSTVEKTVAPRTECS

VL46_N33Q_G34A kanna SEQ ID NO:174
DIVMTGSPLSLPVTLGEPASISCRSSOSIVHSOANTYLEWYLOKPGOSPOLLIVIVSNRFSGVPDRIFSGRGSGTDFTLKISAVEAEDLGYYYCFQGSHLPLTFGGGTKVEIK
/ RTVAAPSVFIFPPSDEQLKSGTASVVCLLNNFYPREAKVOWKVDNALOSGNSQESYTEQDSKDSTYSLSSTLTLSKADYEKHKVYACEVTHQGLSSPVTKSFNRGEC

VL46_N33Q_G34A nambaa SEQ ID NO:175

DIVMTGSPLSLPVTLGEPASISCRESOSIVHSQANTYLEWYLOKPGOSPOLLIVTVSNRFSGVPDRFSGSGSGTDFTLKISRVEAEDLGVYYCFOGSHLPLTFGGGTKVEIK
/ GOPKAAPSVTLFPPSSEELOANKATLYCLISDFYPGAVTVAWKADSSPVKAGVETTTPSKOSNNKYAASSYLSLTPEQWKSHRSYSCOVTHEGSTVEKTVAPTELS

€e/0¢e



dur. 14C

VL46_N33D kanna SEQ ID NO:176

/ RTVAAPSYFIFPPSDEQLKSGTASYVCLLNNFYPREAKVQWKVDNALOSGNSQESVTEQDSKDSTYSLSSTLTLSKADYEKHKVYACEVTHOQGLSSPVTKSFNRGEC

VL46_N33D nambaa SEQ ID NO:177

DIVMTOSPLSLPVTLGEPASISCRESQSIVHSDGRTYLEWYLOKPGOSPOLLIYTVSNRFSGVPDRFSGSGSGTDFTLKISRVEAEDLGVYYCFOGSHLPLTFGGGTKVEIK
/ GOPKAAPSYTLFPPSSEELOANKATLYCLISDFYPGAVTVAWKADSSPVKAGVETTTPSKOQSNNKYAASSYLSLTRPEQWISHRSYSCQVTHEGSTVEKTVAPTECS

VL46_N33S kanna SEQ ID NO:178

VL46_N33S nambaa SEQ ID NG:179

DIVMTGSPLALPYTLGEPASISCRSSOSIVHSSGNTYLEWYLOKPGOSPOLLIYTYSNRISGVPDRFSGSGSGTDFTLKISRVEAEDLGVYYCFQGSHLPLTFGGGTKVEIK/
GQPKAAPSVTLFPPSSEELOANKATLVCLISDFYPGAVTVAWKADSSPYKAGVETTTPSKOSNNKYAASSYLSLTPEQWHKSHRSYSCOVTHEGSTVEKTVAPTECS

VL46_N33T kanna SEQ ID NO:180

DIVMTOSPLSLPYTLGEPASISCRESOSIVHSTGNTYLEWYLOKPGOSPOLLIYTVSNRFSGVPDRFSGSGSGTDFTLKISRVEAEDLGVYYCFQGSHLPLTFGGGTKVEIK/
RTVAAPSVHIFPPSDEQLKSGTASVVCLLNNFYPREAKVOWKVDNALOSGNSQESVTEQDSKDSTYSLSSTLTLSKADYEKHKVYACEVTHOGLSSPYTKSFNRGEC

VL46_N33T nambaa SEQ ID N0:181

GOPKAAPSYTLFPPSSEELOANKATLVCLISDFYPGAVTVAWKADSSPVKAGVETTTPSKOSNNKYAASSYLSLTPEQWKSHRSYSCOVTHEGS TVEKTVAPTECS

VL46_S28N kanna SEQ ID NO:182

DIVMTQSPLSLPVTLGEPASISCRSSONIVHINGNTYLEWYLOKPGOSPOLLIYTVENRESGVPDRISGSGSGTDFTLKISRVEAEDLGVYYCFQGSHEPLTFGGGTRVEIK
/RTVAAPSYFIFPPSDEQLKSGTASVVCLLNNFYPREAKVOWKYDNALOSGNSQESVTECDSKDSTYSLSSTLTLSKADYEKHKYYACEVTHQGLSSPYTKSFNRGEC

€e/Le



dur. 14D

V0L46_S28N nambaa SEQ ID NO:183

DIVMTOSPLSLPVTLGEPASISCRSSONIVHEMGNTYLEWYLOKPGQSPOLLIYIVSNRFSGVPDRFSGSGSGTDFTLKISRVEAEDLGVYYCFOGSHLPLTFGGGTRVEIK
/ GOPKAAPSYTLFPPSSEELOANKATLVCLISDRYPGAVTVAWKADSSPYKAGYETTTPSKOSNNKYAASSYLSLTPEQWKSHRSYSCOVTHEGSTVEKTVAPTECS

*V146_G34A_S28N kanna SEQ ID NO: 184

DIVMTOSPLELPVTLGEPASISCRSSOQNIVHSNANTYLEWYLOKPGQSPOQLLIVIVSNRESGVPDRFSGSGSGTDFTLKISRVEAEDLGVYYCFQGSHLPLTFGGGTKVEIK
/RTVAAPSVFIFPPSDECLKSGTASVYCLLNNFYPREAKVOWKYDNALGSGNSQESVTEQDSKDS TYSLSSTLTLSKADYEKHKVYACEVTHQGLSSPYTKSFNRGEC

VL46_G34A_S28N nambaa SEQ ID NO: 185

DIVMTOSPLSLPVTLGEPASISCRISONIVHSNANTYLEWYLOKPGQSPOLLIYIVENRFSGVPDRFSGSGSGTDFTLKISRVEAEDLGVYYCFQGSHLPLTFGGGTKVEIK
/ GOPKAAPSYTLFPPSSEELOANKATLYCLISDFYPGAVTVAWKADSSPVKAGVETTTPSKOSNNKYAASSYLSLTPEQWHKSHRSYSCQUTHEGSTVEKTVAPTECS

€e/ee



odur. 15

BapuabenbHblii nerkuii oMeH/BapuadenbHblil TAXeNbIA JOMeH

VH11

VHG65

VL46-kanna

A,B,C DEFGHIJ

A,B,C,D,E F,G H,IJ

V0L46-nambaa

A,B,C,D,E,F,GHIJ

A,B,C,D,EF,GHIJ

VL47-kanna

A, B,C, D EFGHIJ

A,B,C,D EFGHIJ

VL47-nambaa

A,B,C,D,E,F,GHIJ

A, B, C,D EFGHIJ

V0L46_G34A-kanna

A, B, C DEFGHIJ

A, B,C,D EFGHIJ

V0L46_G34A-nambaa

A, B, C, DEFGHIJ

A, B,C,D EFGHIJ

V0L46_G34S-kanna

A, B, C,DEFGHIJ

A, B, C, D EFGHIJ

V0L46_G34S-nambaa

A,B,C,DEFGHIJ

A,B,C,D,EFGHIJ

V0L46_G34T-kanna

A,B,.C,D,E,F,GHIJ

A, B, C,D EFGHIJ

V0L46_G34T-nambga

A, B, C DEFGHIJ

A, B C,D EFGHIJ

VL46_N33Q-kanna

A,B,C,D,E F,GHIJ

A, B C D EFGHIJ

VL0L46_N33Q-nambaa

A, B,C,DEFGHIJ

A B,CDEFGH,IJ

V146_N33Q_G34A-kanna

A, B, C, D EFGHIJ

A B,C,D EFGH,IJ

V0L46-N33Q-nsambaa

A,B,C, D EFGHIJ

A B,C D EFGHILJ

VL46_N33D-kanna

A, B, C, D EFGHIJ

A B,C,D,EF,GH,IJ

VL46_N33D-nambga

A, B C DEFGHIJ

A, B,C,D,EFGH,IJ

VL46_N33S-kanna

A, B C DEFGHIJ

A B,C D EFGHIJ

VL46_N33S-nambaa

A, B C,DEFGHIJ

A B,C,D EFGH,IJ

VL46_N33T-kanna

A B CDEFGHIJ

A B CDEFGHIJ

VL46_N33T-nambpa

A, B C DEFGHIJ

A, B CDEFGHIJ

V0L46_S28N-kanna

A, B CDEFGHIJ

A, B CDEFGHIJ

V0L46_S28N-nambga

A B C DEFGHIJ

A, B CDEFGHIJ

V0L46_G34A S28N-kanna

A, B C DEFGHIJ

A, B CDEFGHIJ

VL46_G34A_S28N-nambaa

A, B, C,DEFGHIJ

A, B CDEFGHIJ

€e/ee



OTYET O IATEHTHOM IIOMCKE  [Homep eBpasuiicKoi sadnkit:

(cratea 15(3) EATIK 1 npasuiio 42 TlateHTHOH HHCTPYKUMH K ]
EAIIK) 202290880

A. KIACCUOHUKALIA ITPEIMETA U30BPETEHHA:
CO7K 16/18 (2006.01)
AGIP 25/00 (2006.01)
AGIP 25/16 (2006.01)

AGIP 25/28 (2006.01)

Cornacno MexayHapoaso# narentro#t knaccuduxarnuu (MIK)

B. OBJIACTH ITONCKA:

[TpocMOTpeHHAs JOKYMEHTALUs (CHCTEMa KJIaCCH(HKALMH i HHACKCHI MIIK)
CO7K 16/18, A61P25/00, A61P 25/16, A61P 25/28

DnekTponnas Gaza AaHHbIX, HCTIONB30BABIIAACS NIPH TIOHCKE (1azBanue Gassbl M, €CIIH, BO3MOXHO, HCTIOJIB3YCMBIE TIOHCKOBBIC TEPMHHBI)
IEAPATIS, Espacenet, Patenscope, USPTO, NCBI, J-PlatPat, K-PION, KIPRIS, SIPO, elibrary.ru, Embase, Reaxys, PubMed, Google,

iSInnexc
. JOKYMEHTHE], CUUTAIOLIMECSA PEJIEBAHTHHIMHA

areropus* CCHIIKH Ha JOKYMEHTbI ¢ YKa3aHHeM, e ITO BO3MOXHO, PeJIeBaHTHBIX HacTeH OTHOCHTCA K YHKTY Ne
A US 2015/183854 A1 (UNIV OSAKA CITY; TEIJIN PHARMA LTD; UNIV OSAKA CITY) — 1-17
2015-07-02
A WO 2015/200806 A2 (C2N DIAGNOSTICS LLC) — 2015-12-30 1-17
A » US 2012/087861 A1 (NITSCH ROGER; CHEN FENG; GRIMM JAN; BAERISWYL 1-17

JEAN-LUC; HOCK CHRISTOPH) — 2012-04-12

A WO 2014/028777 A2 (IPIERIAN INC) — 2014-02-20 1-17

l:] mocAeAyIONHe JOKYMEHTRI YKa3aHbl B NPORXOJKCHHHA

«T» - Gonee No3AHKH AOKYMEHT, OITyGIMKOBaHHKIH NOCNE AATH IPHOPUTCTA H
NpUBEACHHEIH /U1 NOHHMaHKs H306peTeHHs

«X» - IOKyMEHT, nMeIolHi Hanbosiee 61M3K0E OTHOMICHHE K IPE/IMETY NOHCKA,
nopodaniuii HOBH3HY WIH H300peTaTe/bCKHA yPOBEHD, B3ATHIN B OTACNBHO-
cTH

<Y» - IOKyMeHT, uMeromuit Haubosee 6M3K0C OTHOWIEHHE K NPEAMETY NOUCKA,
nopouamtmil H306peTaTeNbCKuit YPOBEHD B COMCTAHHH C APYTHMH JIOKYMCH-
TaMH TOH XK€ Kareropuu

«&» - IOKYMEHT, ABNAIOMMHCSA NATCHTOM-aHAIOTOM

«L» - JOKYMEHT, NIPUBEICHHBIA B APYTHX HEIAX

* Ocobhle KATETOPHH CCHIIOMHBIX NOKYMCHTOB:

«A» - IOKYMEHT, OnpeAeAommit o6mult ypoBeHb TEXHHKH

«D» - IOKyMEHT, IPHBEACHHEI B eBpa3niickoi 3anBke

«E» - Gonee paHHHH AOKYMEHT, HO ONy0AMKOBaHHDIH Ha ATy NOAA4H
leBpa3HiickoM 3aiBKH N NOCIIE HEe

«O» - IOKyMEHT, OTHOCANHMHACS K YCTHOMY PacKPEITHIO, IKCIIOHHPO-
BaHHIO U T.A.

"P" - JOKYMEHT, OMyGIHKOBAHHEIH 10 JATHI NI0/1a4H EBPasHHACKOH
3a8BKH, HO T10C/IC IaTH HCTIPAINMBACMOTO NIPHOpHTETa"

Jlata npoBe/ieHHsl NaTeHTHOTo noucka: 12/ 12/2022

VYI0JIHOMOYEHHOE JIHIO:
3amecTHTE b Ha4YANbHUKA Y IIPaBJICHUA SKCIICPTH3EI /
HavajsHMK OTAENa XHMHU U MEAMIIMHEI /L 7 A.B. Yeban
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