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OIIUCAHUE U30BPETEHUA
2420-571059EA/018
AHTHUTEJIA K IUPOTJIYTAMAT-B-AMWIOHUAY U UX TIPUMEHEHHUE

OBJIACTB ITPUMEHEHWA U30BPETEHUA

[0001] Tannoe m3zoOpeTeHME OTHOCUTCS K OOJACTH aHTUTEN, HAMpPAaBJICHHBbIX Ha Oera-
amusionHble (AP) menTHABL, U K TEPAeBTHUECKIM CIIOCO0aM C MCIONIb30BAaHUEM STHX aHTUTEIL
B wacTHOCTH, aHTHTENa MOXKHO HCIIONB30BATh IUII MASHTU(HUKALNN U JICYEHHs CBSI3aHHBIX C
aMUJIOUJAMH PACCTPOUCTB.

CCBIJIKA HA TIIEPEYEHb IIOCJIEJIOBATEJIbHOCTEN, IIOJAHHBIM B
QJIEKTPOHHOM BUJIE

[0002] [lanHas 3asiBKa CONEPIKUT MepeyYeHb MOCIEAOBATENIbHOCTEN, MPEICTABIECHHBIN B
anekTpoHHOM Buae uepe3 EFS-Web kak mepeuenb mocnenosarenbHocteidl B popmare ASCII ¢
umeneM (aiinma «JAB7013USPSP Sequence Listing», matoii co3mamus 11 mapra 2019 r. u
pazmepoMm 76 k0. IlepeyeHp mocienOBaTENBHOCTEH, TpeACTaBIeHHbI ocpencTsoM EFS-Web,
SIBJIIETCS YaCTHIO OMUCAHMS U TIOJHOCTBIO BKIIFOYEH B HACTOSILIUI JOKYMEHT MyTEM CCBUIKH.

IMPEATTIOCBIJIKHU CO3JAHMA M30bPETEHN A

[0003] bonesns AnbrreriMepa (BA) npencrasisier coOOi JereHepaTHBHOE PaCcCTPOUCTBO
MO3ra, KIMHUYECKH XapaKTepH3yeMoe IpOrpecCHpYIoLIe moTepeil maMsTH, KOTHUTHBHBIX
($yHKUMH, CHOCOOHOCTH K  PACCYKACHUIO, TMPHHATHIO pPEMIeHHWH W 3MOLMOHAJBHOM
YCTOHYMBOCTH, YTO IIOCTENIEHHO MPUBOAMUT K IIIyOOKOMY YMCTBEHHOMY HApyIIEHUIO U B
KOHEYHOM HTOre cMmepTu. bonesnp AnbpureiimMepa mnpeacraBiseT cOOOH YacTy0 NPUYHHY
NPOrpeccUpyromell yYMCTBEHHOH OTCTalOCTH (eMEeHLMH) Yy NOXWIbIX jofeill. bornesns
Anbrreiivepa HaOmoganach BO BCEM MHpE W MNPEACTaBIAeT CcOOOH OCHOBHYIO MNpobieMy
o0IIeCTBEHHOTO 3/paBooxpaHeHusi. B Hactosiimee Bpemsi Tojbko B CIIIA ot 3Toit GonesHu
cTpajarT Oojee MATH MHJUIMOHOB YeJioBeK. B Hacrosiiee BpeMsi OHa HEU3JIeYrMa, 1 HUKAKOe
neuenne 3(p(HEeKTUBHO He MpenoTBpamaeT bA WM He BBI3bIBAET PErpecc CUMITOMOB HJIM €ro
TEYEHUSI.

[0004] B wmo3re mnaumeHtoB ¢ BA HaOmMOTArOTCS XapakTepHbIE MOBPEKACHUS,
Ha3bIBAEMbIE AMMJIOWAHBIMH  OJIAIIKAMM, aMHWJIOWAHOH  aHruomatuedl (aMHJIOUIHBIMH
OTJIOXKEHUSIMH B KPOBEHOCHBIX COCyIax) M HeWpopuOpmusipHbiMu KiyOkamu. Kak mpasuio,
OOHapy’KUBAIOT OONBILINE KOJUYECTBA TAKHX MMOBPEKICHHWH, B OCOOEHHOCTH aMUJIOMJIHBIX
Onsiex ¥ HeHpoGUOPMILIPHBIX KITyOKOB, B HECKOJBKUX O0JIACTSIX MO3ra BaJKHBIX JJIsI TAMSITH U
KOTHUTHBHBIX (PYHKLUI. AMHJIOUIHBIE OJIALIKK U aMUJIOWIHAS AaHTHONATHS TAK)KE XapaKTEPHBI
IUIE MO3ra MHAUBHIYYMOB ¢ Tpucomued 21 (cunapom [layHa), OonesHbro nugy3HbIX Tener
JleBu u HacienCTBEHHOW HepedpanbHON TreMopparueil ¢ aMIIONAO30M TOJUIAHIACKOTO THIA
(HCHWA-D).

[0005] OCHOBHBIM KOMIIOHEHTOM AMWJIOMIHLIX OJISIIIIEK SIBJISIETCS MHOXKECTBO Oera-
ammnonnHelx  (AP) menTHmoOB, KOTOpble OOpasylTCs IyTeM paclieruieHus —Oenka-
npenmectsenHuka B-ammwiouna (APP). Ilpenmonaraercs, 4ro otiokeHue mnentunoB AP B

T'OJIOBHOM MO3T€ SIBIISIETCS paHHEH 1 He0OXOIMMOM CTYIIEHbIO B Kackaze 3a00eBaHuii, BEIy X



K BA. Unentudukanus myrauuii B reHax Oeska-NpeAIleCTBEHHUKA aMHIJIONAA U TPECEHUIINHA,
NPUBOAALINX K M3MEHEHHUIO NMPOAYKUUU AP M BBI3BIBAIOIIUX ceMeliHylo ¢opmy BA ¢ paHHHM
HauajioM, JaeT yOequTenbHble JOKa3aTeNbCTBA TOrO, YTO M3MEHEHHBIH MEeTa0OoINu3M aMIJIONIa
SBJIIETCSI IEHTPAJIbHBIM COOBITHEM B IATOI'€HHOM MPOLIECCE, JIEKAIIeM B OCHOBE 3a00JI€BaHUs.

[0006] bera-amunonaHble NENTHUABI, UMEIOLINE MUPOTIyTamMar B TpeTbeM octatke (3pE
AP), SIBISIFOTCS OCHOBHBIMH MOJIEKYJIAMH, JIETIOHHPOBAHHBIMU B FOJJOBHOM MO3T€ MAaLUEHTOB C
BA. 3pE AP mpucyrctByer mout BO BceX AMGQY3HBIX M 3penbx Onsmkax npu bA,
MeTa0oIMuecK CTaOMJIeH M MOXKET HrpaTh pOJib Kak B HyKJIealuu OJsleK, Tak U B
crabmmsanuu  (Cynis et al, Molecular Neurodegeneration, 2016; 11:48). 3pE AP B
oOHapykuMbIx kosmmdecTBax B CMOK wiu miasme He ONMMCAH, YTO JAeT OCHOBAHUS IMOJIAraTh,
YTO 1eJIeBON menTun siBiisieTcs: cneuuduyanbiM i nmatonoruu (DeMattos et al., Neuron, 2012;
76:1-13). AHTHTENA, KOTOPBIE CENEKTHUBHO CBs3bIBatOTCA ¢ 3pE AP, MoryT ObITh MOJE3HBI B
UMMYHOTEPATTHH.

N3JIOKEHUE CYIIHOCTHU U30OBPETEHUA

[0007] CornmacHO BapuaHTy OCYINECTBJEHHS M TOJHOMY OMNHCAHHIO, H300peTeHne
OTHOCHTCS] K aHTHTEJIAaM U UX aHTUTEHCBS3bIBAIOIINUM (PparMeHTaM, KOTOPBIE CBS3BIBAIOTCS C [3-
aMIJIONZIOM, MMEIOIIUM Muporiyramar B TperbeM octatke (3pE A), cmocobam momyueHHs
AHTHUTEJI WM WX AaHTUIeHCBS3BIBAIOLINX (PparMeHTOB, KOTOpble cCBs3biBatOTCA ¢ 3pE Ap,
crnoco0aM aHajM3a C HCIOJb30BAHHMEM TAaKWX AaHTUTEN WIM WX AaHTUTEHCBSI3BIBAIOLINX
(parMeHTOB M TPUMEHEHUIO AHTHUTE]I WM UX AaHTHUTIEHCBS3BIBAOIINX (ParMeHToB IO
n300pETEHNIO B MPOM3BOJCTBE JIEKAPCTBEHHOrO Mperapara Uil JISYEHUs], 3aePKKU Pa3BUTHS
WIH perpecca Mo MEHbIIeH Mepe ONHOW MaTOJIOrHH WM CUMIITOMa 0oJie3HH AubLreiMepa u
APYIHX CBSI3aHHBIX C [(-amwiongamMu  3a0oneBaHMid. AHTHTENAa 1O  HM300pETEHMIO
HPEeANOYTUTENFHO CBs3bIBalOT nentun AP, conepxamuii 3pE, mo cpaBHeHmo ¢ mentunoM Af,
KOTOPBIN He conepkuT 3pE.

[0008] B uacTtHOCTHM, B HaHHOM JOKYMEHTE OIKMCAHO BBIIEJIEHHOE MOHOKJIOHAJbHOE
AHTUTEJIO WM €ero AaHTUTCHCBS3bIBAOINUI  (parMeHT, CcoAeprKaiee ONPeneIOIyI0
KoMIuieMeHTapHocTh obnacte 1 Tskenoit uenu (HCDR1), HCDR2, HCDR3, ompenensitornyro
KomruieMeHTapHocTh obmacte 1 serkoii nenm (LCDR1), LCDR2 u LCDR3, wumeroume
TIOJIUTIENI THIHBIE TIOCIIEOBATENIbHOCTH!

a. SEQID NO: 1, 2, 3, 4, 5, u 6, COOTBETCTBEHHO;

b. SEQID NO: 1,7, 3, 4, 5, u 6, COOTBETCTBEHHO;

c¢. SEQID NO: 1,7, 3, 8, 5, u 6, COOTBETCTBEHHO,

d. SEQID NO: 1, 2, 3, 8, 5 u 6, COOTBETCTBEHHO;

e. SEQ ID NO: 56, 57, 3, 8, 5, u 6, COOTBETCTBEHHO;

f. SEQ ID NO: 56, 57, 3, 4,5, u 6, COOTBETCTBEHHO;

g. SEQ ID NO: 56, 58, 3, 4, 5, u 6, COOTBETCTBEHHO,

h. SEQ ID NO: 56, 7, 3, 8, 5, u 6, COOTBETCTBEHHO,

1. SEQID NO: 1, 57, 3, 8, 5, u 6, COOTBETCTBEHHO,

j. SEQ ID NO: 56, 7, 3, 4, 5, u 6, COOTBETCTBEHHO;



k. SEQ ID NO: 1, 57, 3, 4, 5, u 6, COOTBETCTBEHHO;
1. SEQID NO: 1, 58, 3, 4, 5, u 6, COOTBETCTBEHHO; UJIH
m. SEQ ID NO: 56, 2, 3, 4, 5, u 6, COOTBETCTBEHHO,

I7I€ QHTUTEJIO WM €r0 aHTUIe€HCBSI3bIBAIOLINH (parMeHT crieludruecku cBsa3biBaeT 3pE

AP, mpennoururtensHO Yenosedeckuit 3pE AP,

[0009] B omnpeneneHHBIX BapuaHTaX OCYIIECTBJIEHUS BBIIEICHHOE

MOHOKJIOHaJIbHOC

AHTUTEJIO WJIM AHTUICHCBS3BIBAIOIINN (hparMeHT COAEPIKUT BapHaOeNIbHYI0 O00JacTh TSDKENION

L[eNH, UMEIOIIYI0 MOJUIMENTHIHYIO MOCIeN0BaTeIbHOCTb, KOTOpasi MO MeHblel mepe Ha 95%
unentudHa SEQ ID NO: 9, 11, 13, 15, 16, 17, 19, 20 unu 21, uamu BapuadeapbHy 00JacTh

JIETKOM Leny, MME Y0 NOJUIICTITUAHYIO MTOCIEN0BATEIbHOCTD, KOTOPAas 1Mo MEHBIIEH MEPE Ha

95% unentnuna SEQ ID NO: 10, 12, 14, 18, 22, 53 unu 55.

[0010] B onpeneneHHBIX BapuUaHTaX OCYIIECTBJICHHUS BBIICIEHHOE
AHTHUTEJIO UJIH €r0 AHTUTCHCBS3bIBAIOINUI (PparMEeHT CONEPIKUT:

a. BapualenpHY0  00NacTh  TSDKEJIOW — [eNH,  HMMEIOINYIo
nocienosarenbHocTh SEQ ID NO: 21, u BapuaOenbHyr0 007acTh JIETKOH
noJUNEenTUAHYIO nocienosarenbHocTh SEQ ID NO: 22;

b.  BapmalenbHyr0  O0NacTb  TSDKENOW  LENH, HMMEIOIIYIO
nocnenosatenbHOCTE SEQ ID NO: 9, u BapmalenbHYr0 00JACTh JIETKOU
nonunentuanyio nocienosarenbHocts SEQ ID NO: 10;

C. BapwalenpHYyO  00NacTh  TSDKEJIOW — LemH,  HMMEIOINYIo
nocienosarenbHocTh SEQ ID NO: 11, n BapuaOenbHyro 007acTh Jierkon
NoNUNEeNTUIHYIO nocienosarenbHocTh SEQ ID NO: 12

d. BapuabenpHyr0  00JacTh  TSDKEJIOW  LEMH,  HUMEKIIYI0
nocnenosarenbHOocTh SEQ ID NO: 13, u BapuaOenbHyro 00J7acTh JIETKOM
nonunenTuaHyo nocienosarenbHocTs SEQ ID NO: 14;

€. BapualeibHYyH0  00NacTh  TSDKEJIOW — LENH,  HMMEIOIIYIo
nocienosarenbHoct SEQ ID NO: 15, u BapualenbHyo 007acTh JIETKOH
noymnenTuaHyi nocienosarenbHocTs SEQ ID NO: 14;

f  BapuabenpHyr0o  00JMacCTh  TSDKENOH  [ENMU,  HMEIOINYIO
nocienosarenbHocTh SEQ ID NO: 16, u BapuaOenbHy0 00J7acTh JIETKOH
noymnenTuanyi nocienosarenbHocTs SEQ ID NO: 14;

g BapuabenbHYI0  OOJNACTh  TSKENOW  IenH,  UMEHOIIYIO
nocienosarenbHocTh SEQ ID NO: 20, u BapuabenpHyr0 00JacTh JIETKOH
nonunenTuanyio nocienosareabHocts SEQ ID NO: 14;

h. BapuabenbHyr0O  OONACTh  TSKENOH  IeMH,  UMEIOIIYIO
nocienosarenbHocTh SEQ ID NO: 17, u BapuaOenbHyr0 007acTh JIETKOH
nonunentuanHyio nocnenosareabHocTs SEQ ID NO: 18;

1.  BapuabenbHYI0  00JAacThb  TSKEJIOW  LeNmH,  HMMEIOINYIo
nocienosarenbHocTh SEQ ID NO: 19, u BapuaOenbHyr0 007acTh JIETKOH

noyunenTuanyr nocinenosarenbHocTb SEQ ID NO: 18;

MOHOKJIOHAJIbHOC

MOJIUNICIITUAHY O

LeNny, UMEOLIYIO

NMOJIUNEITUAHY IO

LeNH, HMEIINYIO

MOJIUIICITUAHY O

LeNny, UMEOLIYIO

MOJINNICIITUAHY O

LIeTTH, MMEFOIIYIO

MOJIMIICIITUAHY O

LeNny, UMEIOLIYIO

MOJIMIICIITUAHYIO

LeNny, UMEIOLIYIO

MOJIMNICIITUAHY O

LeNY, UMEIOIIYIO

MOJIMNICIITUAHY O

LNy, UMELIYIO

MOJIUIICIITUAHY O

LeNny, UMEHOLIYIO



j.  BapmaleNbHYIO  O0JacTh  TSDKENOM  LEMH, HWMEIOIYK  MOJHIeITHIHYIO
nocnenoBateibHOCTE SEQ ID NO: 21, u BapuabenbHyro 00JacTh JIETKOW LEMH, UMEFOLIYIO
nonunentuanHywo nocnenosareabHocTs SEQ ID NO: 53; unu

k. BapmabenpHyr0o  oOjmacTb  TSDKENOW — LleNMM, HMEIINYI0  MOJUNENTHIHYIO
nocnenosateibHOCTE SEQ ID NO: 21, u BapuabenbHyro 00JacTh JIETKOH LIEMH, UMEIOIIYIO
NOJUNENTHHYI0 nocaenosarenabHocTs SEQ ID NO: 55.

[0011] B ompeneneHHBIX BapHaHTAaX OCYIIECTBJIEHUS MOHOKJIOHAJIbHOE AHTHUTENO WU
€ro AHTHICHCBSI3BIBAIOLINI (PParMEHT SIBISIETCS XHMEPHBIM. B  OmpeneneHHbIX BapHaHTaX
OCYIIECTBIIEHHS] BBIICJICHHOE MOHOKJIOHAJIBHOE AHTHTEJIO WM €ro aHTUT'€HCBSI3bIBAIOIIUN
(bparMeHT SIBJISIETCS YEJIOBEUECKUM HITH T'YMAaHU3UPOBAHHBIM.

[0012] B onpeneneHHbIX BapuUaHTaX OCYIIECTBJCHHUS BbIICIEHHOE MOHOKJIOHAJBHOE
AHTHUTEJIO CONIEPIKUT:

a. aMMHOKMCJIOTHYIO TOCII€0BATEIbHOCTD Tsikenoil neny, Bxmodaroinyo SEQ ID NO:
37, 1 aMUHOKUCIIOTHYIO TOCIEA0BATENIbHOCTD Jierkoi nenw, rirovaromy SEQ ID NO: 38;

b. aMHHOKHCIIOTHYIO IMOCIIEOBATEIbHOCTD TsKeNon nenw, Bkirodanomyo SEQ ID NO:
39, 1 aMUHOKHCIIOTHYIO MOCEA0BATENILHOCTD Jerkoi nenw, riarodaromy SEQ ID NO: 38

C. aMMHOKMCJIOTHYIO TOCJI€A0BAaTEIbHOCTD Tskenol neny, Bkmodaromyo SEQ ID NO:
37, 1 aMUHOKHCIIOTHYIO TOCJIE€A0BATEIbHOCTD JieTKOM wernu, Bkmodaromyro SEQ ID NO: 52;
10071

d. aMHHOKHCJIOTHYIO TOCJIENOBATENbHOCTD TsDKEION 1eny, Bkmoyaromyo SEQ ID NO:
39, 1 aMUHOKHUCJIOTHYIO MOCIEA0BATENIbHOCTD Jerkoil nemny, sriaodaroimyo SEQ ID NO: 54.

[0013] B onpeneneHHbIX BapuaHTaX OCYLIECTBIEHUS AHTHICHCBA3BIBAIOIIMNA (parMeHT
BbIOpaH u3 rpymnmnel ¢pparmenTos, cocrosumeit uz Fv, F(ab'), F(ab')2 u scFv. Antureno umm ero
AHTUTEHCBSI3BIBAIOIINI (pparMeHT nu3dupaTenabHo CBsi3biBaeTcs ¢ nentuaoM 3pE AP (Hanpumep,
AB3pE-40 u AB3pE-42) ¢ HeOonbIIOi nepekpecTHON PeakTUBHOCTBIO MM 0e3 MepeKpecTHOH
PEaKTHBHOCTHU C JPYrUMU nentuaamMu AP win OenkoM-TnpeanecTBeHHUKoM -amunonna (APP).

[0014] Taxxe mnpencraBieHbl BbIIEIEHHbIE HYKJIEUHOBBIE KHCJIOTBI, KOIUPYIOIIHE
MOHOKJIOHAJIbHBIE AHTHUTENA WJIM WX AHTHTEHCBS3BIBAIOLINE (PParMEHTbI MO OIMHCAHHOMY B
TaHHOMY JTOKYMEHTE M300pPETeHHUIO.

[0015] Taxxe mnpemIoXXeHbl BEKTOPBI, COMAEpKalllie BBbIIEJCHHbIE HYKJIEHHOBBIE
KHCJIOTBI, KOAUPYIOIINE MOHOKJIOHAJIbHBIC aHTUTENA MIJIH UX aHTUTCHCBSA3BIBAIOIINE (PPArMEHTBI
O U300PETEHUIO.

[0016] Taxxe npennoxeHbl KIETKHU-XO035€Ba, COJEpKalllie BEKTOPBI, COAep:Kallue
BbIJIEJICHHbIE HYKJIEHMHOBBIE KHCJIOTBI, KOIWPYIOIINE MOHOKJIOHAJIbHBIE AHTUTENA WIH HX
AaHTUTeHCBs3BbIBAOIINE (parMeHTsl MO u300peTeHHM0. Takke MNpemIokeHbl THOPUIOMBI,
KOTOpblE ~ NPOAYLHMPYIOT  BBIACJEHHOE  MOHOKJIOHAJbHOE  AHTHUTEIO WM €ro
AHTUT€HCBSA3BIBAIOIINN (PPArMEHT IO H300PETEHHIO.

[0017] B ompeneneHHBIX BapwaHTaX OCYIIECTBJICHHs TNpeiokeHa (papMaleBTHIecKast
KOMIIO3ULMS,  COAEp’Kallas  BBIACJIEHHOE  MOHOKJIOHAJIBHOE  aHTUTENO  WIH  €ro

AHTUIeHCBA3BIBAIOIIMK (parMeHT Mo M300peTeHur0 U  (apMaleBTUYECKH TMPUEMIIEMbIH



HOCHUTEIb.

[0018] Takske nmpeIoxKeHbI CIIOCOOBI JIEUEHUS MATOJOTHIECKOTO COCTOSIHUS, CBS3aHHOTO
¢ oOpa3zoBaHHeM OJslIeK, coAep)KalMx OeTa-aMUIOUAHBIN O€JIOK, Y HYKIAIOIIErocsi B 3TOM
cyobekta. CriocoObl BKIIIOYAIOT BBEIEHUE HYKIAIOLIEMYCsl B 3TOM CYOBEKTY MOHOKJIOHAJIbBHOTO
aHTUTEJA I €r0 aHTUIeHCBS3BIBAIOIIEro (hparMeHTa o n300peTeHuIo Wik (papMaleBTHIECKOH
KOMITO3MLIMH 110 M300peTeHno. B ompeneneHHbIXx BapuaHTax OCYLIECTBJICHUS NMATOJIOTHYECKOe
COCTOSIHME TpeAcTaBisieT coOol Oone3np AusbrreiiMepa. B ompeneneHHBIX BapuaHTax
OCYIIECTBJICHHsI MATOJOTHUECKOE COCTOSIHME BBIOPAHO M3 TPYIIBI, COCTOSALICH M3 JIEMEHLUH,
cBsizaHHOW ¢ Tpucomuert 21 (cuagpom Jlayna), 6onesnu auddysHbix Tenen JleBn, Muosura c
BKJIFOUECHUSIMH, LepeOpaNbHON aMHJIIOMIHONW AHIMONATHH M HACIENCTBEHHOH LepeOpaIbHOI
reMopparuu ¢ amuion03om rojutanackoro tuna (HCHWA-D).

[0019] Taxxe mpenyoxeHbI CIOCOOBI YMEHbBINEHUsT OJISIIIEK, CBS3aHHBIX C OOJIE3HBIO
AnpureiiMepa, y HyKpammerocss B 3ToM cyObekra. CrnocoObl BKIIOYAIOT BBEICHUE
HY KIAIOLIEMYCs B 3TOM CyOBEKTY MOHOKJIOHAJILHOTO AHTHUTENA UM €r0 aHTUT€HCBS3BIBAIOIIETO
¢dbparmMeHTa Mo N300pETEHHIO WK (hapMaLIEBTUIECKON KOMITO3ULIUH TI0 H300PETEHHIO.

[0020] Tax:xe mpeniox)eHbl COCOOBI MPEAOTBPAIEHUST aKTUBHOCTH Hykyeannu 3pE AP
y HYXXIArIerocsi B 3ToM cyobekta. CriocoObl BKIHOYAIOT BBEACHHE HYXKIAIOIIEMYCS B 3TOM
CyObEKTy MOHOKJIOHAJIbHOTO AaHTUTENAa WM €ro AaHTUIeHCBA3BIBAIOLIEro (parMeHTa 1o
n300peTeHNIo WM (hapMaleBTHYECKONH KOMITO3ULIUU IO U300PETEHUIO.

[0021] Takske mpeasIoKeHbI CIIOCOOBI MOTYYSHHS] MOHOKJIOHAJBHOTO aHTUTENA WUJTH €ro
AHTUTeHCBA3BIBAIOINETO (parMeHTa M0 M300PETEeHHI0, TPHU 3TOM CIIOCOOBI  BKIJIIOYAIOT
KyJIbTUBHPOBAHUE  KJIETKH,  COAepXKallell  HYKJIEMHOBYIO  KHCJOTY,  KOZUPYIOLIYIO
MOHOKJIOHAJIbHOE aHTUTENI0O WM €ro AaHTUT€HCBS3bIBAIOIIUN (PparMeHT, B YCIOBMAX IS
NOJyYeHHUs] MOHOKJIOHAJIBHOIO AHTHUTENAa WM €ro aHTHIeHCBSA3bIBAKOLIEro (parMeHTa, u
BBIZIEJICHNE AHTHUTEJIA UJIH €r0 aHTUT€HCBSI3bIBAIOILETO (hparMeHTa.

[0022] Takxxe nmpencraBieHbl criocoObl MONyueHUs HapMaLEBTUUECKON KOMIIO3HLIUH T10
n3obpereHno. CrocoObl BKJIIOYAIOT OOBEJUHEHHWE MOHOKJIOHAJIBHOTO AHTHTENAa WM €ro
AHTUTeHCBS3BIBAIOIIETO (pparMeHTa MO H300peTeHH0 ¢ (PapMaleBTUYECKH MPHEMIIEMbIM
HOCHUTEJIEM IS TTONy4YeHHs (hapMaLeBTHUECKOW KOMIIO3ULIUH.

[0023] BapuaHT ocCymecTBieHHs BKJIIOYaeT HAOOpbI M YCTPOICTBA, COAEpIKALIUe
AHTHUTEJIO WJTH €r0 AHTUTCHCBS3bIBAIOIINHN (PpAarMEHT, OIIMCAHHBIE BBILIE.

[0024] [omonHuTenbHbie OOBEKTHl, TMPHU3HAKA U MPEUMYIIECTBA HACTOSIIETO
n300pereHust OyAyT OYEBUAHBI Ul CIELHUANNCTOB B JAHHOW OOJNACTH TEXHHKH IOCTe
O3HAKOMJICHHSI C TIPEICTABJIEHHBIM HWXKE TNOAPOOHBIM OMHCAHHWEM MPEANOYTUTENbHBIX
BAPHUAHTOB OCYIIECTBIICHHUSI.

KPATKOE OITUCAHUE N'PAOUYECKUX MATEPHAJIOB

[0025] Ha ®ur. 1 mpencraBneHa ceHcorpaMma (KMHETHKAa €JUHWYHOTO LIUKJIA),
NOJIy4eHHasi MyTeM Oe3MapKepHOro OOHApYKEHHs METOAOM MOBEPXHOCTHOTO IUIA3MOHHOTO
pe3onaHca ap¢punHOrO B3anumozeiicteuss BAMB31 2a (mIgG2a) ¢ yenoseueckum nentuaom AP

(3pE-40). Cepble kpuBBIE MPENCTABISIFOT COOOW IaHHBIE C BBIYUTAHHEM JBYX 3TAJOHHBIX



CUTHAJIOB, & Y€PHbIE€ KPUBBIE MIPECTABIISIIOT allIPOKCUMUPOBAHHbIE 3HAUEHUS.

[0026] Ha ®ur. 2 mpencraBineHa ceHcorpaMma (KMHETHKAa €IUHMYHOIO LIMKJIA),
NOJIy4€HHasi MyTeM Oe3MapKepHOro OOHapyKEHHs METOAOM IOBEPXHOCTHOTO IIIa3MOHHOTO
pesonanca apdunnoro Bzammopericteus mE8c mlgG2a ¢ uenoseyeckum nentunom AB(3pE-
40). Cepble KpUBBIE IPEACTABISIFOT COOOH aHHBIE ¢ BBIMUTAHHEM IBYX STAJIOHHBIX CUTHAJIOB, &
YepHbIE KPUBbIE MMPEACTABIIAIOT AIIPOKCUMHUPOBAHHbBIE 3HAYCHUSI.

[0027] Ha ®wur. 3A-31 noka3zaHa peakKTMBHOCTh B OTHOLICHHH OJISIIIEK MO pe3ysibTaTam
UMMYHOTHCTOXUMHUYECKOTO aHaIM3a B (PUKCUPOBAHHON (POPMATHMHOM M 3aJIMTONH mapaduHOM
(FFPE) Tkanu TrOJOBHOrO MO3ra TpaHCreHHOM Mbinu aasi BAMB674 u BAMBG675
otHocutenbHO Mosiekynamu HFA nna cpaBuenus. IlokasaHbl pe3ynbpTaThl A7l KOHLIEHTPALUU
NepBUYHBbIX aHTHTEN, paBHON 0,05 Mkr/mi. CTpenku yKa3bIBalOT Ha OOJACTH TOMEUEHHBIX
omsimex st BAMB674 u BAMBG675. (A) BAMB674; (B) BAM675; (C) Anrureno I; (D)
Awntureno II; (E) B12L; (F) CI-C7; (G) hESL; (H) R17L; (I) R17.

[0028] Ha ®ur. 4A-4B mnpencrasneHbl rpaduky, AEMOHCTPHPYIOIIHE CENEKTHBHOCTD
BAMB31 1, kak moOKa3aHO TMpH TMOMOIIM OOHAPYKEHHUs] CHHTETHYECKHX YeJOBEYECKHX
nentunos AP meronom couauu-MPA. (A) AB1-40 (B) ABpE11-40.

[0029] Ha ®ur. SA-5F mokaszaHa peakTUBHOCTh B OTHOIIEHUW OJISIIIEK C MOMOIIBIO
UMMYHOTHCTOXUMUH B (pukcupoBaHHOW (opmammuom u 3amuroil nmapadunHom (FFPE) Tkanm
TOJIOBHOIO Mo3ra TpaHcreHHoH wmbimum s (A-B) BAMB246 (xumepa hulgGl), (C-D)
BAMBG674 u (E-F) BAMB675. Ha naHenn mMaleHbKUX BCTaBOK IMOKAa3aHbl OKPALIEHHbIE YaCTU
T'OJIOBHOTI'O MO3ra U 00JIaCTh YBEJIUYEHHOTO pa3Mepa.

[0030] Ha ®ur. 6A-6D noka3zaHa peakTHBHOCTb B OTHOIIEHHUU OJISIIEK C MOMOIIBIO
MMMYHOTHMCTOXUMHUYECKOTO aHaIn3a B KPHOKOHCEPBUPOBAHHOM TKaHU IOJIOBHOrO Mo3ra npu bA
c (A, C)4G8 u (B, D) BAMB31 2a (mlgG2a) npu ABYX pa3iM4YHbIX YBEIUYECHHSIX.

[0031] Ha ®wur. 7 npencrasieH rpaguk, AEMOHCTPUPYIOIUH KOHLEHTPALIMY aHTHTEIN B
CBIBOPOTKE B Pa3HbIe MOMEHTBI BPEMEHH TOCIIe OJHOKPATHON BHYTPUOPIOMIMHHOM (B/0) 103BI B
20 MI/KT TPAaHCTEHHBIM MBbILLIAM.

[0032] Ha ®wur. 8 npencrasneH rpaduk, JEMOHCTPUPYIOIIUNA MUKPOTeMOPPAruy MOCIe
IUTUTESIHHOTO JIEYeHHsI U30THUIMYECKUM KOHTpoJieM M antureiamu BAMB31 2a (mlgG2a) y
Mmbimeit PDAPP myTem orieHKH KOJUYECTBa MOJOKHUTENBHBIX 110 [lepiicy KieTok.

[0033] Ha ®wur. 9 npencrasnen rpaduk, AEMOHCTPUPYIOLUIUN aMUJIOUAHYIO HArpy3Ky
1ocjie XPOHUYECKOro JIeYeHMs] M30TUIHYECKUM KOHTpojeM u aHtutenaMmu BAMB31 2a
(mlIgG2a) B runmnokamne wmbimeir PDAPP, wusmepeHHyr0o MeTOOOM HMMMYHOAaHAJH3a,
oOHapyskuBaromero AB1-x. 3HadeHus, 0003HAUEHHBIE CEPBIM LIBETOM, MPEACTABISIOT COOOH
TOUYKU JAHHBIX HIDKE Mpezena OOHapyKeHUs IS aHAJIM3A.

[0034] Ha <Pur. 10 mnpeacraBieHa cxeMa ABYXKOMIAPTMEHTHOM MoOAeNH JJs
dapmakokuHeTHUeCKoro uccienosanus BAMB674 u BAMBG675 Ha obe3bsiHax.

[0035] Ha Pwur. 11 mpencrasnen rpaduk, neMOHCTpupyromuid 3aBucumocts @K ot
HaOmoaemMbIx naHHbIX i BAMB674 u BAMBG675. Konuenrpauuun MmkAt k HFA BAM31 B

CBIBOPOTKE TOCJIE BHYTPUBEHHOTO (B/B) OOJIOCHOrO BBEIAEHUS 25 MI/KI SIBAHCKHUM MaKakaMm B



kagectBe IgGl muxoro tuma (T B ceBopotke) n m3oruna +YTE IgGl (YTE B ceBOpoTKE).
Konnenrpauuu aaruten k AP 3pE (3pE-AB) umMkr/min nokasass! B torapupMUIeCKOH LIKaie 1o
OCH y B 3aBHCHMOCTHU OT BPEMEHHU B JHIX no ocu X. PaccumranHnelii nepron nomyxusHu (t1/2)
IUI KaXKJIOrO MKAT TOKa3aH B TEKCTE BCTABKHL.

[0036] Ha ®wur. 12 npencrasneH rpaduk, IEMOHCTPUPYIOIIMH KOHIEHTPALUU B
TOJIOBHOM Moa3re, HaOmonaemele 11t BAMB674 u BAMB675. Ha 7-i1 nenb u 42-it ieHb ypOBHH
MKAT HFA BAMB31 IgG1 auxoro tuna (T B ronosuom mosre) u uzotuna +YTE IgGl (YTE
B TOJIOBHOM MO3re) B JIM3aT€ T'OJIOBHOI'O MO3ra Mocjie B/B OONIOCHOrO BBemEHUs 25 MI/Kr
sBaHCKUM MakakaMm. Konnentpauumu antuten K AP 3pE (3pE-AB) pMkr/mia mokasaHbl B
JOrapupMHYECKON IIKAJIE IO OCH Y B 3aBUCUMOCTH OT BPEMEHH B IHSX 110 OCH X.

MNOJAPOBHOE OITMCAHUE U30BPETEHUA

[0037] B pasnene «IIpenmochuiku CO3MaHUS M300PETEHUS» U B TEKCTE HACTOSIIEH
3asiBKM TIPUBENEHBbI LUTATHl WM OINUCAHMS PAa3JIMYHBIX NyOJMKALUH, CTaTeldl M IaTeHTOB,
NpUYeM KakKaast U3 3THX CChUIOK MOJTHOCTBIO BKJIFOUEHA B HACTOSIIEE OMHCAHUE MyTEM CCBUIKH.
Omnncanue DOKYMEHTOB, aKTOB, MAaT€PHAJIOB, YCTPOWCTB, W3AENUH WU T. I, KOTOpble ObUTH
BKJIFOUEHBI B HACTOSIIIIEE OMHCAHUE, IPUBEACHO B KAUeCTBE KOHTEKCTA Uil n300peTeHus. Takoe
OINHCAHNE HE SIBJSIETCS IOMYIIEHHEM TOTrO, YTO JIIOOOW M3 TAaKMX HMCTOYHHMKOB WM BCE TaKHE
UCTOYHUKHU SIBIISTFOTCSI YacCThIO MPEALIECTBYIOIIErO YPOBHS TEXHUKH B OTHOLIEHWH KaKHX-JHOO
OIHCBIBAEMBIX WMJIH 3asIBJIEHHBIX N300pETEHUII.

[0038] HeoOxoqumo nmoHUMATh, YTO 3TO U300peTeHne He OrPaHUYNBAETCS] KOHKPETHBIMU
crioco0amu, peareHTaMu, COeIWHEHHSIMU, KOMIO3MLUSAMHU WM OMOJIOTUYECKUMH CHUCTEMaMH,
KOTOpbIE MOTYT BapbHpoBaThes. Cnenyer Takke UMETh B BHIY, YTO NPUMEHSEMbIE B JaHHOM
JOKYMEHTE TEPMUHBI HCIOJNB3YIOTCS TOJBKO B LENAX OINHMCAHUS KOHKPETHBIX BAapHAHTOB
OCYLIECTBJICHHSI HACTOSIIEr0 M300pETEeHHsI 1 HE HOCAT OrPaHUUUTEIBHOTO XapakTepa.

[0039] Ecniu He yka3aHO WMHOE, BCE TEXHHYECKHE W HAy4YHbIE TEPMHHBI B HACTOSILIEM
JIOKYMEHTE UMEIOT OOLIENPUHSATOE 3HAYEHHUE, MOHITHOE JHOOOMY CHEHATUCTy B OOJACTH, K
KOTOpPOH OTHOCUTCS HaHHOe u3zo0pereHune. B MHOM ciydae, ompeneNeHHble TEPMHHBI B
HACTOSIIIEM TOKYMEHTE UMEIOT 3HAYCHHSI, YCTAHOBJIEHHBIE B HACTOSLIEM OMHCAHUH.

[0040] HeoOxomumo OTMETHTb, YTO B HACTOSINEM JIOKYMEHTE W B MPUIOKEHHOH
dbopmyie n3o0pereHus: popma eNMHCTBEHHOT'O YHCJIA BKIIIOYAET OOBEKTH 1 BO MHOKECTBEHHOM
YHCIIe, €CJIH U3 KOHTEKCTA SIBHO HE CIIEAYET NHOE.

[0041] Ecnu He yka3aHO HMHOE, TEPMUH (IO MEHbIIeH Mepe», MpeAllecTBYIOWUN paay
3JIEMEHTOB, CIIENyeT MOHUMAaTh KaK OTHOCSINUHCS K KaKAOMY 3JIEMEHTY B 3TOM psAdy.
CrienanucTsl B JAHHOW OOJIACTH CMOTYT ONPENEeNsiTh MM C MOMOIIBIO JIMINb CTaHAAPTHBIX
SKCIIEPUMEHTOB CMOTYT YCTAHABJIMBATH MHOXXECTBO OSKBHUBAJCHTOB KOHKPETHBIX BapHAHTOB
OCYIIECTBIIEHHs] U300PETEeHNs, ONMMMCAHHOTO B HACTOSIIEM JOKyMeHTe. IlonmpasymeBaercs, 4To
TaKHe 5KBHUBAJIEHTHI BKJIIOUEHBI B H300peTeHHE.

[0042] B HacrosilieM JOKYMEHTE TEPMHUHBI «COAEPIKUT», KCOAEPIKALIUNY, (BKIHOYAETY,
«BKJIFOYAIOIIUNY, KUMEET», KMMEIOLINI», KCOAEPKUT» UM «COAEp KALNiy Wiu Jrodas apyras

HUX Bapualyda nNoApa3syMEBAOT BKIIFOUCHUE YKA3aHHOI'O LICJIOro YHMCjia UJIN I'PYHIIbI HEJIbIX YHUCECII,



HO HE HMCKIIFOYEHHE M3 HEero KaKoro-JmOo APYroro Mejioro YMCiaa WM TPYIIbI LeIbIX YHCeN, U
OHU SIBJSIIOTCS HE MUCKIIFOYAIOLTUMH WM HeorpaHuuuBaromumu. Hampumep, KoMmo3unus, cMech,
nporecc, CrnocoO, W3JeNue WM YCTPOMCTBO, KOTOPOE COAEPKUT IEepPEeUeHb 3JIEMEHTOB, He
00s13aTeNbHO OTPaHUYMBAETCS TOJBKO OSTUMH 3JIEMEHTaMM, HO MOXET BKIIIOYATh JIpYyrue
3JIEMEHTBI, HEe NEePEUUCIICHHbIE NPSMO WM MPUCYLINE TAKOM KOMIO3MLIUH, CMECH, MpOLEcCy,
crioco0y, M3eNnuio Wi ycTpoicTBy. Kpome Toro, eciu B siBHOW (hopme HE yKa3aHO HHOE, COH03
«UJIM» OTHOCHUTCS K BKJIIOUAIOIEMY «HJINY, a HE K MCKIIIoJaroueMy «umm». Hanpumep, yciosue
«A wumu B» BeIMoNHsIETCs B JHOOONW OMHOH W3 CHEAYIOIIUX CUTyalud: A UCTHHHO (MUK
NPUCYTCTBYET), a B 10’kHO (MM OTCYTCTBYET), A JIOXKHO (WM OTCYTCTBYET), a B uctunno (Mim
MPUCYTCTBYET), U 00a 35ieMeHTa A U B UCTHUHHBI (MJTU IPUCYTCTBYIOT).

[0043] B HacTosimeM IOKYMEHTE COEAWHHUTENbHBI TEPMUH «H/HIIN» MEKIY
MHOYKECTBOM TEPEUHCISIEMBIX 3JIEMEHTOB CJIENYET MOHUMATh KaK BKJIFOUAOLIHHA KaK OTJENbHBIE,
TaKk U KOMOWHUpPOBAaHHbIC BapwaHThl. Hampumep, eciny nBa 3JIeMEHTAa COCAMHEHBI «H/HIINY,
NEepPBbIi BaPHAHT OTHOCHTCS K BO3MOXKHOCTH MPHUMEHEHMs NMEPBOTO 3JIeMeHTa 0e3 BTOpOTO.
BTopoit BapHaHT OTHOCHTCS K BO3MOXKHOCTH TPHUMEHEHHsI BTOPOrO 3JIEMEHTa Oe3 MepBOro.
Tpernii BapuaHT OTHOCHUTCS K BO3MOXXHOCTH NPHUMEHEHHs INEPBOTO M BTOPOrO 3JIEMEHTOB
BMecte. IlompasymeBaercs, 4to M00OH M3 3TUX BapUAHTOB COOTBETCTBYET 3HAUEHHIO W,
COOTBETCTBEHHO, V/IOBJIETBOPSIET TPeOOBAHHIO TEPMHHA «W/MIM» B KOHTEKCTE€ ITaHHOTO
nokymeHnTta. Kpome Toro, nmoapasymeBaeTcsi, 4TO ONHOBPEMEHHOE PUMEHeHHne 0oJiee OHOTO M3
STUX BapUAHTOB COOTBETCTBYET 3HAUEHHIO M, COOTBETCTBEHHO, YIOBIETBOPSIET TPeOOBAHUIO
TePMUHA «W/ VT,

[0044] B HacrosilieM AOKYMEHTE TEPMUH «COCTOSTh U3» WJIHU €ro BapHUAaHThI, TAKHE Kak
«COCTOUT W3» MJIM «COCTOSIIIMH W3», UCIOJIb3yeMble B ONMHCAHHHM U (popMmyse u300peTeHws,
YKa3bIBAIOT HA BKJIIOYEHHUE JIIOOOr0 YKa3aHHOTO LIEJIOTO YHCIAa MM TPYMIbI LEJbIX YUCEeN, HO
IPY 3TOM HHUKAaKOe IOIOJHUTENPHOE IIeJIoe YHCJIO WJIM TPYIIA LEeNbIX YHCeN He MOTYT OBITh
n00aBJIEHBI K YKa3aHHOMY CIIOCO0Y, CTPYKTYPE UM KOMIIO3HLIUH.

[0045] B HacTosilieM JOKYMEHTE TEPMHH «COCTOSITh IO CYIIECTBY W3» WU BapUAHTHL,
TaKHe KaK «COCTOUT IO CYLIECTBY M3» WJIHM «COCTOSIIUH MO CYIIECTBY H3», UCIOJIb3yEMbIC B
onucaHnu U Gopmysie U300pPETeHHUs, YKa3bIBAIOT HA BKIIOYEHHE JFOOOrO YKa3aHHOTO LIEJIOro
Yuclia WM TPyNNbl LEJbIX YHCEN, a TakXKe Ha HeoOs3aTeNbHOe BKJIOUEHHE JIF0OOro
NEPEYHCIIEHHOTO LEJIOT0 YMCIIa MU TPYIIIBI [EJIbIX YHCEN, KOTOPBIE CYIIECTBEHHO HE U3MEHSIOT
OCHOBHBIE WJIM HOBBIE CBOICTBAa YKa3aHHOTO CIOc00a, CTPYKTYphl Wid Kommo3uiuu. Cw.
MP.EP.§2111.03.

AHTHTeENIA

[0046] B wusoOpereHNH MPEemiOKEHO AHTUTENI0O WM €ro aHTHUTE€HCBS3BIBAIOIIUH
¢dbparMeHT, KOTOpoe OCOOEHHO MPEANOUYTHTENIbHO CBsi3biBaeTcs ¢ mnentuaoM 3pE Af mo
cpaBHeHHIO C mentuaoM AP, koTopelii He comepxkutr 3pE. JOMOJHHUTENBHO MNPEeNIOKEHBI
CrocOOBl TOJYYEHHS AaHTUTENl WM WX AaHTUTCHCBS3bIBAIOIIMX (PArMEHTOB, KOTOpbIE
cBsi3bIBaroTCs ¢ mentuaoM 3pE AP, u criocoObl monyueHus: rubpuioM, KOTOpbIe MPOAYLHPYIOT

AHTHUTECJIa UJIM UX aHTHUI'CHCBA3BIBAIOIIHEC (I)paFMeHTbI, KOTOPBIC CBA3BIBAOTCs C MENTUAOM 3pE



AB. HzobpereHne Taxke BKIOYAET CcHnoco0 JedeHHs Oone3HH AublLreliMepa U JAPYTHX
CBSI3aHHBIX C [-ammiongamMu 3a00NeBaHMNA y MHAMBHIYYMAa, CHOCOO YCTpaHeHHs OJslIek,
CBS3aHHBIX C OONe3Hbl0 AublrefiMepa WM JPYyrUMH CBS3aHHBIMH € [-aMuUJIOMJaMu
3a00neBaHMsAMH, M CHOCOO MNpenoTBpalleHus aKTMBHOCTU Hykjieauuu Ossimmek 3pE AB. B
u300peTeHNH TaKKe MPEeINIOKEHbI HAOOPbI M YCTPOMCTBA, COAEpIKALIME AHTUTENO HIIH €ro
AHTUTCHCBSI3BIBAOIINIA (PPATMEHT, JJII MPUMEHEHHsI B OMMUCAHHBIX CIIOco0ax.

[0047] CornacHoO KOHKPETHOMY acCHeKTy, JaHHOe W300peTeHHe OTHOCUTCS K
BBIIEJICHHOMY MOHOKJIOHAJIbHOMY AHTHUTENy WJH €ro aHTUT€HCBS3bIBAIOINEMY (parMeHty,
CoZlepIKalleMy OTPEAENSIOYI0 KOMIUIEMEHTapHOCTh oOsacTh 1 Tsokenoit uermu (HCDRI),
HCDR2, HCDR3 u omnpenensonyo KoMIieMeHTapHOCTh obnactk 1 serkoii nernu (LCDR1),
LCDR2 u LCDR3, umeroinue moJuenTHAHbIE TTOCIEN0BATETbHOCTH:

a. SEQID NO: 1, 2, 3,4, 5, u 6, COOTBETCTBEHHO,

b. SEQID NO: 1,7, 3, 4, 5, u 6, COOTBETCTBEHHO;

¢. SEQID NO: 1,7, 3, 8, 5, u 6, COOTBETCTBEHHO,

d. SEQID NO: 1, 2, 3, 8, 5 u 6, COOTBETCTBEHHO;

e. SEQ ID NO: 56, 57, 3, 8, 5, u 6, COOTBETCTBEHHO;

f. SEQ ID NO: 56, 57, 3, 4, 5, u 6, COOTBETCTBEHHO;

g. SEQ ID NO: 56, 58, 3, 4, 5, u 6, COOTBETCTBEHHO;

h. SEQ ID NO: 56, 7, 3, 8, 5, u 6, COOTBETCTBEHHO;

i. SEQID NO: 1, 57, 3, 8, 5, u 6, COOTBETCTBEHHO;

j. SEQ ID NO: 56, 7, 3, 4, 5, u 6, COOTBETCTBEHHO;

k. SEQID NO: 1, 57, 3, 4, 5, u 6, COOTBETCTBEHHO,

1. SEQID NO: 1, 58, 3, 4, 5, u 6, COOTBETCTBEHHO, UJIH

m. SEQ ID NO: 56, 2, 3, 4, 5, u 6, COOTBETCTBEHHO;

I7Ie AHTUTEJIO WM €r0 aHTHUIE€HCBSI3bIBAIOLINI (PparMeHT crieudruecKu CBs3biBaeT 3pE
AP, mpeanoututenbHO Yenosevyeckuii 3pE AP.

[0048] CornacHo elne OAHOMY KOHKPETHOMY acHeKTy H300peTeHHe OTHOCUTCS K
BBIIEJICHHOMY MOHOKJIOHAJIbHOMY QHTHUTENy WJIM aHTUT'CHCBSI3bIBAIOIIEMY (parMeHrty,
comepkameMy BapuabenbHYHO O00JaCTh TSDKENIOW  IENH, WMEHIIYI IOJUIENTHIHYIO
MOCJIEIOBATEIbHOCTD, KOTOPAasi MO MeHbIel Mepe Ha 95% unentuuna SEQ ID NO: 9, 11, 13, 15,
16, 17, 19, 20 wnu 21, wiu BapradebHYIO 00JaCTh JIETKOW LENH, UMEIOIIYIO MMOJUIENTUIHYIO
MOCJIEIOBATEIbHOCTD, KOTOpasi Mo MeHbluel Mepe Ha 95% unerarnuna SEQ ID NO: 10, 12, 14,
18, 22, 53 v 55.

[0049] CornacHo ere 0OqHOMY KOHKPETHOMY acCeKTy JTaHHOE M300pEeTeHHe OTHOCHTCS K
BBIIEJICHHOMY MOHOKJIOHAJIbHOMY AHTHUTENy WM €r0 aHTUT'€HCBS3BbIBAOIIEMY (ParMeHTy IO
U300pPETEHHIO, COIepIKALIEMY:

l.  BapmalenpHyr0  O0NacTp  TSDKEJIOH  LeNH, HMEIOLIYK  MOJUNENTUIHYIO
nocnenosateibHOCTE SEQ ID NO: 21, u BapuabenbHyro 00JacTh JIETKOW LEMH, UMEHOLIYIO
NOJUNENTUIHYIO nocienoBarenbHocTh SEQ ID NO: 22;

m. BapuabenpHYI0  00JacTh  TSOKENOH — LenM, HMEIOIIYI0  MOJUNENTHIHYIO
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nocienosarenbHocT SEQ ID NO: 9, u BapmalenbHyr0 00macTb JETKOH
nonunentTuanyro nocienosarenbHocts SEQ ID NO: 10;

n.  BapuabenpHy0  00JacTh  TSDKENOW — LIeNM,  HUMENINYIo

nocienosarenbHocTh SEQ ID NO: 11, u BapuaOenbHyro 007acTh JIeTKOH
noNunenTuaHyr nocinenosareabHocTs SEQ ID NO: 12;

0. BapuabenbHYIO  00NAaCTh  TSDKENOH  Lenu, HUMEROLIYIO

nocnenosarensHocTh SEQ ID NO: 13, u BapuaOenbHyro 007aCTh JIETKOM
noymnentuanyr nocienosarenbHocts SEQ ID NO: 14;

p. BapmabenpHy0  00JacTh  TSDKEJNOW — LEMH,  HUMEKOINYIo

nocienosarenbHoctb SEQ ID NO: 15, u BapuabenbHyr0 00JacTh JIErKOH
noymnenTuanyi nocnenosarenbHocTs SEQ ID NO: 14;

q. BapuabenpHyr0  00JacTh  TSDKENOW — IeMH,  HUMEIOINYIo

nocienosarenbHocTh SEQ ID NO: 16, u BapnaOenbHy0 00J7acTh JIETKOH
noymnenTuaHyi nocienosarenbHocTs SEQ ID NO: 14;

r. BapuabenbHyI0  0O0JacTb  TSDKENOW  [EMH,  HMEIIIYIO

nocienosarenbHocTh SEQ ID NO: 20, u BapuaOenbHy0 007acTh JIETKOH
nonunenTuanyi nocienosarenbHocTs SEQ ID NO: 14;

s. BapualenpHYr0  0OJacTp  TSDKENOH LN,  HMEIOIIYIO

nocienosarenbHocTh SEQ ID NO: 17, u BapuaOenbHyr0 007acTh JIETKOH
noJUnenTUaHyi nocienosarenbHocTs SEQ ID NO: 18;

t.  BapmaOenbHYHO  O0JAacTh  TSDKEJNOW  LEMH,  HMENINYIo

nocaenosarenbHocTh SEQ ID NO: 19, u BapuaOenbHyr0 00jacTb JETKOH
NoNUNenTUaHYI nocinenosareabHocTs SEQ ID NO: 18

u.  BapualeNbHYI0O  OONacTh  TSDKENOW  LenHd, HMMEHOIIYIO
nocienosarenbHoct SEQ ID NO: 21, u BapuabesnbpHyr0 00JacTh JIErKon
noymnentuanyr nocienosareabHocTh SEQ ID NO: 53; unn

V.  BapualeNbHYH  O0NacTb  TSOKEJIOW  LEMH,  HUMEOLIYIO
nocienosarenbHoct SEQ ID NO: 21, u BapualenbHyr0 00J7acTh JIETKOH

nonunenTuaHy nocienosarensbHocts SEQ ID NO: 55.

LeNH, HMEIINYIO

MOJIUIICIITUAHY O

LeNY, UMELIYIO

MOJIMICNTUAHYIO

LMY, MMEIOLIYEO

MOJIMIICIITUAHY O

LeNH, UMEIOLIYIO

MOJIUIIECIITUAHY O

LNy, UMEIOLIYIO

MOJIUNICIITUAHY O

LNy, UMELIYIO

MOJUIENITUAHY O

LeNY, UMEHOLIYIO

MOJIUIICIITUAHY O

LeNny, UMELIYIO

MOJIUMNIENTUAHY O

LIeNH, MMEFOIIYIO

MOJIMIICIITUAHY O

LeNny, UMEIOLIYIO

[0050] B omHOM BapuaHTe OCYLIECTBIEHHS H300PETEHHE OTHOCUTCS K BbIICICHHOMY

MOHOKJIOHAJIbLHOMY aHTUTEy WJIM €ro aHTUIeHCBS3bIBAKOIIEMY (parMeHTty, conmepskaiemy
HCDRI1, HCDR2, HCDR3, LCDRI1, LCDR2 u LCDR3, xoTOpble HUMEIOT MOJUNENTHIHBIC
nocnenoBarenbHocTH SEQ ID NO: 1, 2, 3, 4, 5 u 6, coorBercTBenHo, unu SEQ ID NO: 56, 58, 3,
4, 5 u 6, coorBercTBerHo, win SEQ ID NO: 56, 2, 3, 4, 5 u 6, coorBercrBeHHo, unu SEQ ID
NO: 1, 58, 3, 4, 5 u 6, COOTBETCTBEHHO. B elie 01HOM BapuaHTe OCYLIECTBIEHUS BBIAEICHHOE
MOHOKJIOHAJIbHO€ ~ aHTHTEJIO WJIM €r0  aHTUIeHCBSI3BIBAKOIIUN  ()parMeHT  CONEPIKHT
BapuadeIpbHyI0 O0JACTh TSDKENIOW LIeMH, MMEIOIYI0 MOJUMENTHAHYIO TOCIEI0BATEIbHOCTD,
KOTOpas o MeHbIned Mepe Ha 85%, npeanoututenbHo 90%, Gonee npeanoyTuTensHO 95% win
bonee, Hampumep, Ha 95%, 96%, 97%, 98% wumm 99% wunmentnuna SEQ ID NO: 21, u

BapuabenbHyI0 OO0JAaCTh JIETKOM LEeNH, HMMEIOIIYI0 MOJUIENTHAHYIO IOCIENOBaTENbHOCTD,
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KOTOpasi Mo MeHbIned Mepe Ha 85%, npeanoututenbHo 90%, 6onee npeanoyTuTensHO 95% win
Oonee, Hanpumep, HA 95%, 96%, 97%, 98% wmu 99% unenrnuna SEQ ID NO: 22, 53 wunu 55.
[IpennodturenbHO, BBIAEIEHHOE MOHOKJIOHAJIBHOE AHTUTENO WIM €r0 aHTUIE€HCBSI3bIBAIOLIUN
(dbparMeHT COIep>KUT BapHaOeNbHYK OOJIACTh TSDKENION Lenu, UMEIOMIYIO IOJIHIeNTHIHYIO
nocnenosatenbHOCTE SEQ ID NO: 21; u BapuabenpHyro 00JacTh JIETKOW IEMH, UMEIOIIYIO
NoJMUMNenTHAHYo nocienoBaTenbHOCTs SEQ ID NO: 22, 53 nnm 55.

[0051] B omHOM BapuaHTe OCYLIECTBICHHS H300pETEHHE OTHOCUTCS K BbIIEICHHOMY
MOHOKJIOHAJIbLHOMY aHTUTEJy HWJM €ro aHTUIEHCBS3bIBAIOIIEMY (parMeHTy, comepskaiemy
HCDRI1, HCDR2, HCDR3, LCDRI1, LCDR2 u LCDR3, koTOpble HUMEOT MOJUIENTHIHBIC
nocaenoBareabHocTr SEQ ID NO: 1, 2, 3, 4, 5 u 6, coorBercTBeHHO, i SEQ ID NO: 56, 58, 3,
4, 5 u 6, coorBercTtBeHHo, wik SEQ ID NO: 56, 2, 3, 4, 5 u 6, coorBercTBeHHO, uiau SEQ ID
NO: 1, 58, 3, 4, 5 u 6, cOOTBeTCTBEHHO. B npyrom BapuaHTe OCYIIECTBJICHHs BBIAEICHHOE
MOHOKJIOHAJIbHOE ~ QHTHTEJI0O WJIM €ro aHTHIeHCBS3BIBAIOINUN  (parMeHT  COHmepIKUT
BapuadepbHYI0 O0OJACTh TSDKENOW LIEMH, MMEIINYK MOJUNENTHIHYI TMOCIeN0BaTEIbHOCTD,
KOTOpasi Mo MeHbIned Mepe Ha 85%, npeanoututensHo 90%, Gonee npeanoyTuTeNnsHO 95% WiH
Oonee, Hampumep, Ha 95%, 96%, 97%, 98%, wmm 99% wunentuuna SEQ ID NO:20, wu
BapuadeIpbHyI0 O0JIACTh JIETKOW LeMH, WMEIOUIYI0 TOJHUIENTHIHYI0 TOCIeI0BATEIbHOCTD,
KOTOpasi Mo MeHbIned Mepe Ha 85%, npeanoututenbHo 90%, Gomnee npeanoyTuTENsHO 95% WiH
Oonee, Hampumep, Ha 95%, 96%, 97%, 98%, wmm 99% wunenrnuna SEQ ID NO: 14
[IpennodTurenbHO, BBIAEIEHHOE MOHOKJIOHAJIBHOE AHTUTENO WM €r0 aHTUIE€HCBSA3bIBAOLIUN
(dbparMeHT COmep>KUT BapualOeNbHYI OOJIACTh TSDKENION LemnHu, WUMEIOUIYIO IOJIHIIeTHIHYIO
nocnenoBatenbHOCTE SEQ ID NO: 20; u BapuabenbHyto 00JacTh JIETKOW IENH, UMEIOIIYIO
NOJUNENTUHYIO nocienosatenbHocTs SEQ ID NO: 14.

[0052] B omHOM BapuaHTe OCYLIECTBICHHUS HM300pETEHHE OTHOCUTCS K BBIIEIEHHOMY
MOHOKJIOHAJIbHOMY aHTUTENy WJIH €ro aHTUIeHCBS3BIBAIOIIEMY (pParMeHTy, ConxepiKaiemy
HCDRI1, HCDR2, HCDR3, LCDRI1, LCDR2 u LCDR3, koTOpble HUMEOT MOJUIEITHIHBIC
nocaenoBarenbHocTH SEQ ID NO: 1, 7, 3, 4, 5 u 6, coorBerctBeHHO, it SEQ ID NO: 56, 57, 3,
4, 5 u 6, coorBerctBeHHo, win SEQ ID NO: 56, 7, 3, 4, 5 u 6, coorBercTBeHHO, uiau SEQ ID
NO: 1, 57, 3, 8, 5 u 6, cooTBeTCTBeHHO. B npyrom BapuaHTe OCYIIECTBJICHHS BBIAEICHHOE
MOHOKJIOHAJIbHOE ~ QHTHTEJO0 WJIM €ro aHTHUTeHCBS3BIBAOINUN  (parMeHT  COHepIKUT
BapualebHYI0 O0OJIACTh TSDKENOW LEMU, MMEKINYK TOJUNENTHIHYK TMOCIeI0BATEIbHOCTD,
KOTOpasi Mo MeHbIned Mepe Ha 85%, npeanoututenbHo 90%, Gonee npeanoyTUTENsHO 95% WiH
Oonee, Hampumep, Ha 95%, 96%, 97%, 98%, wnmu 99% wunentnyna SEQ ID NO:19, wu
BapuadeIpbHyI0 O0JIACTh JIETKOW LeMH, WMEIOUIYI0 TOJHUIENTHIHYI0 TOCIeIOBATEIbHOCTD,
KOTOpasi Mo MeHbIned Mepe Ha 85%, npeanoututenbHo 90%, Gonee npeanoyTUTENsHO 95% WiH
Oonee, Hampumep, Ha 95%, 96%, 97%, 98%, wmm 99% wunenrnuna SEQ ID NO: 18.
[IpennodturenbHO, BBIAEIEHHOE MOHOKJOHAJIBHOE AHTUTENO WM €r0 aHTUI€HCBSI3bIBAIOLIUN
(dbparMeHT COmep>KUT BapualeNbHYI O0OJIACTh TSDKENION LemH, UMEIOMIYIO IOJIHIIeTHIHYIO
nocnenosatebHOCTE SEQ ID NO: 19; u BapuabenpHyto 00JacTh JIETKOW IENH, UMEIOIIYIO

NOJUNENTUIHYIO nocnenosaTenbHocTs SEQ ID NO: 18.
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[0053] B omHOM BapuaHTE OCYIIECTBJICHUS! M300pPETEHHE OTHOCHUTCS K BBIICJICHHOMY
MOHOKJIOHAJIbLHOMY aHTUTEJy WM €ro aHTUIeHCBS3bIBAIOIIEMY (parMeHty, conmepskaiiemy
HCDRI1, HCDR2, HCDR3, LCDRI1, LCDR2 u LCDR3, xoTOpble HUMEIOT MNOJUNENTHAHBIC
nocnepoBarenbHocT SEQ ID NO: 1, 7, 3, 4, S u 6, coorBercTBerHo, wii SEQ ID NO: 56, 57, 3,
4, 5 u 6, coorsercTtBeHHo, wi SEQ ID NO: 56, 7, 3, 4, 5 u 6, coorBercrBeHHOo, uinu SEQ ID
NO: 1, 57, 3, 8, 5 u 6, cOOTBEeTCTBEHHO. B npyrom BapuaHTe OCYIIECTBJIEHUS BbIACIEHHOE
MOHOKJIOHAJIbHOE ~ QHTHTEJIO WJIM €ro  aHTUIeHCBS3BIBAKOLIMKA  (ParMeHT  CONEPIKUT
BapualesIbHYI0 O0JIACTh TSDKEJIOW LIEMH, MMEIIIYK MOJUIENTHIHYI TMOCIeI0BaTeIbHOCTD,
KOTOpasi o MeHbInei Mepe Ha 85%, npeanoututenbHo 90%, Oosee npeanoYTUTENBEHO 95% WK
Oonee, Hampumep, Ha 95%, 96%, 97%, 98% wmm 99% wunentnuna SEQ ID NO: 17, wu
BapualesbHyI0 O0JNACTh JIETKOW LIEMU, WMEIOIIYI0 TOJHUIENTUIHYI MOCIEI0BATEIHbHOCTD,
KOTOpasi Mo MeHbIned Mepe Ha 85%, npeanoututenbHo 90%, Gonee npeanoyTUTENBEHO 95% WK
Oonee, Hampumep, Ha 95%, 96%, 97%, 98% wmm 99% wunenrmuna SEQ ID NO: 18.
[IpennodrurenbHO, BBIAEIEHHOE MOHOKJIOHAJIBHOE AHTUTENO WM €r0 aHTUI€HCBSI3bIBAIOLIUN
(dbparMeHT COIEepKUT BapualOeNbHYI OOJACTh TSDKENION MemH, WUMEIOIIYIO TOJIUIEeNTHIHYIO
nocnenosatenbHOCTE SEQ ID NO: 17, u BapuabenbHyro 00JacCTh JIETKOW IEMH, UMEFOIIYIO
NOJUNENTUIHYIO nocaenosaTenbHocTh SEQ ID NO: 18.

[0054] B omHOM BapuaHTE OCYIIECTBJICHUS! M300pPETEHHE OTHOCHUTCS K BBIICJICHHOMY
MOHOKJIOHAJIbLHOMY aHTUTEy WM €ro aHTUIeHCBS3bIBAIOIIEMY (parMeHty, conmepskamemy
HCDR1, HCDR2, HCDR3, LCDRI1, LCDR2 wu LCDR3, wumMmeromnue MOJUNIENTHIHbIE
nocnepoBarenbHocTr SEQ ID NO: 1, 7, 3, 4, 5 u 6, coorBercTBenHo, unu SEQ ID NO: 56, 57, 3,
4, 5 u 6, coorBerctBerHo, win SEQ ID NO: 56, 7, 3, 4, 5 u 6, coorBercrBeHHO, uinu SEQ ID
NO: 1, 57, 3, 8, 5 u 6, COOTBETCTBEHHO. B NpyroM BapuaHTe OCYILECTBJIEHUS BbIACIECHHOE
MOHOKJIOHAJIbHOE ~ QHTHTEJIO HJIM €ro  aHTUTeHCBS3BIBAKOLIMKA  (QParMeHT  CONEPIKUT
BapuabeNbHyI0 OOJNIACTh TSDKENOW LeMH, WMEIOLIYI0 MOJUNENTUAHYIO IOCIEI0BaTeIbHOCTD,
KOTOpasi o MeHbinei Mepe Ha 85%, npeanoututenbHo 90%, Oosee npeanoYTUTENBEHO 95% MiH
Oonee, Hampumep, Ha 95%, 96%, 97%, 98%, wnmu 99% wunentnyna SEQ ID NO:16, wu
BapualebHYyI0 O0JIACTh JIETKOW LIeMU, WMEIOIIYI0 TOJHUIENTHIHYI0 TOCIeI0BATEIbHOCTD,
KOTOpasi Mo MeHbIned Mepe Ha 85%, npeanoututenbHo 90%, Gonee npeanoYTUTENBEHO 95% WK
Oonee, Hampumep, Ha 95%, 96%, 97%, 98%, wim 99% wunenrmuna SEQ ID NO: 14.
[IpennodrurenbHO, BBIAEICHHOE MOHOKJIOHAJIBHOE AHTUTENO WM €r0 aHTUTE€HCBS3bIBAOIIUN
(dbparMeHT COIEepKUT BapualeNbHYI OOJIACTh TSDKENIOW MeNmHu, WUMEIOMIYIO TOJIUIEeNTHIHYIO
nocnenoBatenbHOCTE SEQ ID NO: 16; u BapuabenbHyro 00JacCTh JIETKOW IEMH, UMEFOIIYIO
noNMnenTUaRyi nocienosarenbHocTs SEQ ID NO: 14.

[0055] B omHOM BapuaHTe OCYLIECTBIEHHUS H300PETEHHE OTHOCUTCS K BBIIEIEHHOMY
MOHOKJIOHAJIbLHOMY aHTUTEy WM €ro aHTUIeHCBS3bIBAIOIIEMY (parMeHty, comepskamemy
HCDR1, HCDR2, HCDR3, LCDRI1, LCDR2 wu LCDR3, wumeromnue MOJUNIENTHIHbIE
nocnepoBarenbHocTr SEQ ID NO: 1, 7, 3, 4, S u 6, coorBercTBerHo, mm SEQ ID NO: 56, 57, 3,
4, 5 u 6, coorBerctBerHo, wiu SEQ ID NO: 56, 7, 3, 4, 5 u 6, coorBerctBeHHOo, uinu SEQ ID

NO: 1, 57, 3, 8, 5 u 6, cOOTBETCTBEHHO. B 1pyrom BapuaHTe OCYLIECTBIEHHs BbIIEIEHHOE
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MOHOKJIOHAJIbHO€ ~ aHTHTEJO WJIM ero AaHTHIeHCBS3BIBAOIIUN  (QpParMeHT  COmEp KHUT
BapradeIbHyI0 O0JACTh TSDKENOW LeMH, MMEIOIYI0 MOJUIENTHIHYIO TOCIeI0BATEIbHOCTD,
KOTOpasi Mo MeHbIned Mepe Ha 85%, npeanoututenbHo 90%, 6onee npeanoyTuTensHO 95% Wn
Oonee, nHampumep, Ha 95%, 96%, 97%, 98%, wnmu 99% wupentnuna SEQ ID NO:15, wu
BapuabenbHyr0 00JaCTh JIETKOW LEMH, HMMEIOLIYI0 MOJHUIENTHAHYI0 TOCIEI0BATEIbHOCTD,
KOTOpasi o0 MeHblIel Mepe Ha 85%, npennoututensHo 90%, Gonee mpeanodTuTeNbHO 95% uiu
Oonee, Hampumep, Ha 95%, 96%, 97%, 98%, wmu 99% wunentnuna SEQ ID NO: 14.
IIpennodrurenbHO, BBIIEICHHOE MOHOKJIOHAJIBHOE AHTUTENIO WM €ro aHTUIe€HCBSI3bIBAIOLIUN
(dbparMeHT COIEpPKUT BapHaleIbHYI) OOJACTh TSHKENION LEeNu, UMEIOIIYIO TOJHUIEeNTHIHYIO
nocnenoBatebHOCTE SEQ ID NO: 15; u BapuabenbHyto 00JacCTh JIETKOW IEMH, UMEHOIIYIO
HNOJNUMNENTHIHYIO nocienosaTenbHocTh SEQ ID NO: 14.

[0056] B omHOM BapuaHTE OCYIIECTBJIEHUS M300pETeHHE OTHOCHUTCS K BbIIEJICHHOMY
MOHOKJIOHAJIbLHOMY aHTUTEy WM €ro aHTUIeHCBS3bIBAIOIIEMY (parMeHTty, conmepskaiemy
HCDR1, HCDR2, HCDR3, LCDRI1, LCDR2 wu LCDR3, wumeromue MOJUIIENTHIHbIE
nocnenoBarenbHocTH SEQ ID NO: 1, 7, 3, 4, 5 u 6, coorBercTBerHo, i SEQ ID NO: 56, 57, 3,
4, 5 u 6, coorBercTtBeHHo, win SEQ ID NO: 56, 7, 3, 4, 5 u 6, coorBercTBeHHO, unu SEQ ID
NO: 1, 57, 3, 8, 5 u 6, coOTBeTCTBEHHO. B npyrom BapuaHTe OCYILECTBJICHHs BBIAEICHHOE
MOHOKJIOHAJIbHO€ ~ aHTHTEJIO WJIH €ro  aHTUIeHCBS3BIBAIOIIUN  (ParMeHT  CONEPIKHT
BapradeIbHyI0 O0JACTh TSDKENIOW LIeMH, MMEIIYI0 MOJUNENTHIHYI0 TOCIeI0BaTEIbHOCTD,
KOTOpasi o MeHbIned Mepe Ha 85%, npeanoututenbHo 90%, Gonee npeanoyTuTensHO 95% WH
bonee, nHampumep, Ha 95%, 96%, 97%, 98%, wnmu 99% wupentnuna SEQ ID NO:13, u
BapraleIbHyI0 O00JIACTh JIETKOW LeMH, WMEIOLIYI0 TMOJHUIENTUIHYI0 TIOCIeI0BATEIbHOCTD,
KOTOpasi o MeHbInel Mepe Ha 85%, npeanoututenbHo 90%, 6onee npeanoyTuTensHO 95% wnn
Oonee, Hampumep, Ha 95%, 96%, 97%, 98%, wnmu 99% wunpentnuna SEQ ID NO: 14.
IIpennodturenbHO, BBIIEIEHHOE MOHOKJIOHAJIBHOE AHTUTENO WM €r0 aHTUIEHCBSI3bIBAIOLIUN
(bparMeHT COIEPKUT BapualeIbHYI) OOJNACTh TSHKENION LEeNHu, WUMEHOIIYIO TOJUIEeNTHIHYIO
nocnenoBatebHOCTE SEQ ID NO: 13; u BapuabenbHyt0 00JaCTh JIETKOW IEMH, UMEHOIIYIO
NOJNUMNENTHIHYIO nocienosaTenbHOcTh SEQ ID NO: 14.

[0057] B omHOM BapuaHTE OCYIIECTBJIEHUS M300pETeHHE OTHOCHUTCS K BbIIEJICHHOMY
MOHOKJIOHAJIbLHOMY aHTUTEy WJIM €ro aHTUIeHCBS3bIBAKOIIEMY (parMeHTy, comepskaiemy
HCDR1, HCDR2, HCDR3, LCDRI1, LCDR2 u LCDR3, wumMmeromue MOJUNIENTHIHbIE
nocnenoBarenbHocTr SEQ ID NO: 1, 7, 3, 8, 5 u 6, coorBercTBenHo, uiu SEQ ID NO: 56, 57, 3,
8, 5 u 6, coorBerctBenHo, unmu SEQ ID NO: 56, 7, 3, 8, 5 u 6, coorBercTBeHHo, win SEQ 1D
NO: 1, 57, 3, 8, 5 u 6, cooTBeTCTBEHHO. B npyrom BapuaHTe OCYIIECTBJICHHs BBIAEICHHOE
MOHOKJIOHAJIbHO€ ~ QHTHTEJO WJIM ero  aHTUIeHCBSI3BIBAIOIIUN  (ParMeHT  CONEPIKHT
BapuadeIpbHyI0 O0OJIACTh TSDKENIOW LeMH, MMEIINYI0 TMOJUNENTHIHYI) TOCIeI0BaTeIbHOCTD,
KOTOpasi o MeHbIned Mepe Ha 85%, npeanourutensHo 90%, 6onee npeanoyTuTensHO 95% win
bonee, Hampumep, Ha 95%, 96%, 97%, 98% wmm 99% wunmentnuna SEQ ID NO: 11, #u
BapuadeIbHyI0 O0JIACTh JIETKOW LIeMH, WMEIOLIYI0 TMOJHUIENTHIHYI0 TOCIeI0BATEIbHOCTD,

KOTOpasi Mo MeHbIned Mepe Ha 85%, npeanourutenbHo 90%, 6onee npeanoyTuTensHo 95% wn



14

bonee, Hampumep, Ha 95%, 96%, 97%, 98% wmm 99% wunentmuna SEQ ID NO: 12.
[IpennoyTuTenpbHO, BBIOEICHHOE MOHOKJIOHAJIBHOE AHTUTENO WM €r0 aHTHUTC€HCBS3BIBAIOIIUN
(dbparMeHT COmep>KUT BapualeNbHYI O0JIACTH TSDKENON LenHu, UMEIOUIYIO IOJIHIIeITHAHYIO
nocnenoBatenbHOCTE SEQ ID NO: 11; u BapuabenpHyto 00JacTh JIETKOW IEMH, UMEIOIIYIO
NOJUNENTUAHYIO nociegosaTenbHocTh SEQ ID NO: 12.

[0058] B omHOM BapuaHTe OCYIIECTBIEHHS M300PETEHHE OTHOCHTCSI K BBIIEJICHHOMY
MOHOKJIOHAJIbHOMY aHTUTENy WJIH €ro aHTUIeHCBS3BIBAIOIIEMY (pParMeHTy, conmepiKaiemy
HCDR1, HCDR2, HCDR3, LCDRI1, LCDR2 u LCDR3, wumeromue MOJUIIENTHIHbIE
nocaenoBarenbHocTH SEQ ID NO: 1, 7, 3, 8, 5 u 6, coorBercTBenHOo, uiu SEQ ID NO: 56, 57, 3,
8, 5 u 6, coorBercTBeHHO, unu SEQ ID NO: 56, 7, 3, 8, 5 u 6, coorBercTBeHHo, mik SEQ ID
NO: 1, 57, 3, 8, 5 u 6, cOOTBeTCTBEHHO. B npyrom BapuaHTe OCYIIECTBJICHHUS BBIAEIECHHOE
MOHOKJIOHAJIbHOE ~ QHTHTEJO WJIM €r0  aHTUIEHCBS3BIBAKOIIUN  ()parMeHT  CONEPIKHT
BapuadebHYI0 O0JIACTh TSDKENOW LIEMH, MMEMINYK MOJUMENTHIHYI TMOCIeI0BaTEIbHOCTD,
KOTOpasi Mo MeHbIned Mepe Ha 85%, npeanoututenbHo 90%, Gonee npeanoyTUTENBEHO 95% WK
Oonee, Hampumep, Ha 95%, 96%, 97%, 98% wumm 99% wunenrmuna SEQ ID NO: 9, wu
BapuadeIpbHyI0 O0JIACTh JIETKOW LIeMH, WMEIOUIYI0 TOJHUIENTHIHYIO TOCIeIOBATEIbHOCTD,
KOTOpasi Mo MeHbIned Mepe Ha 85%, npeanoututensHo 90%, Gonee npeanoyTUTENBEHO 95% WK
bonee, Hampumep, Ha 95%, 96%, 97%, 98% wmmu 99% wunmentnuna SEQ ID NO: 10.
[IpenmoyTuTeTpHO, BBIOEICHHOE MOHOKJIOHAJIIBHOE AHTUTENO WM €r0 aHTHUTC€HCBS3BIBAIOIIUN
(dbparMeHT COIep>KUT BapualeNbHYI O0OJIACTH TSDKENION MemHu, UMEIOUIYIO IOJIHIIeITHIHYIO
nocnenosatenbHOCTE SEQ ID NO: 9; u BapmaOenpHyr0 001acTh JIETKOW LEMH, UMEOLIYIO
NOJMUNENTUHYIO nociegosatenbHocTs SEQ ID NO: 10.

[0059] B eme ogHOM KOHKPETHOM aCHEKTE BBIIEJIEHHOE MOHOKJIOHAJIbHOE AHTUTEJO
COZIEPIKUT:

a. aMHUHOKHCJIOTHYIO IIOCJIEIOBATENbHOCTD TsDKENON 1enu, Bkmouaromyo SEQ ID NO:
37, 1 aMHUHOKUCIIOTHYIO MOCEI0BATENbHOCTD Jierkoi nenu, Brimovaromy SEQ ID NO: 38;

b. aMHHOKHCJIOTHYIO TMOCJIENOBATEIbHOCTD TsKeNoN Lenw, Bkirovanomyo SEQ ID NO:
39, 1 aMUHOKHCIIOTHYIO MOCIEA0BATENIbHOCTD Jierkor nen, rirovaromy SEQ ID NO: 38;

C. aMMHOKMCJIOTHYIO TOCJI€0BATEIbHOCTD Tskenoil neny, Bxmodaroimyo SEQ ID NO:
37, 1 aMUHOKHCIIOTHYIO TOCIEAO0BATEeIbHOCTD Jierkoi nenw, Bkaodaromyro SEQ ID NO: 52;
WK

d. aMUHOKHUCJIOTHYIO MOCJIEOBATENIbHOCTD TsikeIon neny, Brirovarmy SEQ ID NO:
39, u aMUHOKHCIIOTHYIO MOCIEN0BATENIbHOCTD Jierkoi nenw, Brarovarouryo SEQ ID NO: 55.

[0060] CornacHo emme OXHOMY KOHKPETHOMY acHeKTy HW300peTeHHe OTHOCUTCS K
BBIIEJICHHOMY MOHOKJIOHAJIbHOMY AHTHUTENy WM €r0 aHTUT'€HCBS3BbIBAOIIEMY (ParMeHTy IO
U300pETeHUI0, TMPUYEM aHTUTENIO WJIM €ro aHTUIeHCBS3BIBAOINUN (PArMEHT SIBJISIETCS
XUMEPHBIM.

[0061] CornacHo npyroMy KOHKPETHOMY AacHeKTy H300peTeHre OTHOCUTCS K
BBIJICJICHHOMY MOHOKJIOHAJIbHOMY AHTHTENy WM €r0 aHTUT'€HCBS3BIBAOIIEMY (parMeHTy IO

I/1306peTeHI/I}O, IIpu4eM QaHTUTECJIO UK €TO aHTI/IFeHCBﬂSI:;IBaI-OH_II/Iﬁ (l)pal"MeHT ABJIACTCA
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YeJIOBEUECKUM WJIM I'YMaHU3HUPOBAHHBIM.

[0062] CornacHo npyroMy KOHKPETHOMY AaclekTy H300peTeHne OTHOCUTCS K
AHTUT€HCBSA3BIBAIOIIMM (pparMeHTaM, NPUYeM AaHTUIeHCBS3BIBAIOIIMN (parMeHT BbIOpaH W3
rpynmnel  ¢pparmenTos, cocrosimed u3 f Fv, F(ab'), F(ab')2 u scFv. Axrureno wmmm ero
AHTUTEHCBS3BIBAIOIINI (pparMeHT n3dupaTenabHoO CBsi3biBaeTcs ¢ nentuaoMm 3pE AP (Hampumep,
AB3pE-40 u AB3pE-42) ¢ HeOonbIIOi nepekpecTHON PeakTUBHOCTBIO MM 0e3 MepeKpecTHOH
PEAKTUBHOCTHU C APYTMMHU nentuaaMu AP mim OenkoM-npeamecTBeHHUKOM -amuionna (APP).

[0063] B npyrom oOmiem acriekTe AaHHOE H300peTeHHE OTHOCHTCS K BBIIEIEHHOMN
HYKJICMHOBOW  KHCJIOTE,  KOOUPYIOIIEH  MOHOKJIOHAJBbHOE  AQHTHTEJO  WJIH  €ro
AHTUTeHCBS3BIBAKOIINNA (PparMeHT corjlacHo m3obperenuto. CrienuanucTaM B JaHHOW OOJACTH
TEXHUKH OyJeT MOHSATHO, YTO KOAMPYIOLIAsi MOCIE0BATEIBHOCTD OeKa MOXKET ObITh H3MEHEHA
(HampuMep, TyTeM 3aMeHbl, NEJIELUH, BCTaBKM U T. 1.) 0€3 M3MEHEHUs] aMHUHOKHCIOTHON
nocienosatenbHOCTH Oenka. COOTBETCTBEHHO, CHELMAINCTAM B JAHHOW O0JAacTH TEXHUKH
Oymer TMOHATHO, YTO  IOCJENOBATEIBHOCTH  HYKJICMHOBBIX  KHCJIOT,  KOAHPYIOLIUE
MOHOKJIOHAJIbHBIE AHTUTENA O HM300PETeHHI0 WM WX AHTHICHCBS3BIBAIOIINE (DpParMeHTHl,
MO’KHO U3MEHSTh 0€3 M3MEHEHHsI AMUHOKHCIIOTHBIX MOCIIE0BATENBHOCTEH OEIIKOB.

[0064] B npyrom oOmem acrmekrte JIaHHOE W300peTEeHHEe OTHOCUTCS K BEKTOpY,
COZIEpPIKALIEMY BBIIEIEHHYIO HYKJIEHHOBYIO KHUCIIOTY, KOJUPYIOIYI0 MOHOKJIOHAJIBHOE aHTUTEIO
WIA €r0 aHTUTEHCBS3bIBAOINUI (parMeHT mo m300pereHnto. MOXHO HMCIONB30BaTh JIFOOOH
BEKTOpP, U3BECTHBIN CHENMAINCTAM B JAHHOH OONACTH TEXHUKH C YYETOM JAHHOT'O OMHMCAHUS,
TAKOM Kak IUIa3MMIA, KOCMHZA, (aroBeli BEKTOP WM BHUPYCHBIH BEKTOp. B HekoTOpbIX
BapHaHTaX OCYIIECTBJIEHUS BEKTOP IMPENCTaBJSIET COOOW PEeKOMOMHAHTHBIM SKCIPECCHOHHBIN
BEKTOp, TaKOW Kak IulasMunga. BekTop Moker BKIOUaTh JEOOOH 3JeMEHT It obecreueHus
CTaHAAPTHOH (PYHKIMM 3KCIIPECCHOHHOTO BEKTOpa, HANpHMep MPOMOTOpP, OJJIEMEHT JUIs
CBSI3BIBAHMSI C PUOOCOMOH, TEPMMHATOp, SHXAHCEP, CEJNIEKTUBHBI Mapkep M TOYKY Hadaja
pertukanmu. [IpoMOTOp MOKET ObITh KOHCTHTYTUBHBIM, HHAYLIUPYEMBIM HJIH PETIPECCUPYEMbBIM
POMOTOPOM. PsiT 3KCIIPECCHOHHBIX BEKTOPOB, CIIOCOOHBIX JOCTABIIATH HYKJICHHOBBIE KHUCIOTHI
B KJETKy, H3BECTHbl B JAaHHOW OOJAaCTM M MOIYyT OBITh HCIIOJNB30BAHBI B HACTOSLIEM
N300peTEeHNH ISl TIOJYYEHUs] B KJIETKE aHTHUTEAa MM €r0 aHTHUIE€HCBSI3bIBAIOLIETO (pparMeHTa.
Jlns reHepani PeKOMOMHAHTHOTO SKCIPECCHOHHOIO BEKTOpA MO BAapUAHTAM OCYINECTBIICHUS
U300peTeHNs] MOXKHO HCIIONb30BAaTh TPAAULHMOHHBIE KJIOHAJBHBIE METOAbl WM CHHTE3
HCKYCCTBEHHBIX T'€HOB.

[0065] B eme omnom oOmem acmekre H300peTeHHE OTHOCHTCS K KIIETKE-XO35UHY,
cofiep KalIel BBIICICHHYIO HYKJIEHHOBYIO KHCIIOTY, KOAUPYIOIIYI0O MOHOKJIOHAJIBHOE aHTUTEINO
WIA €ro aHTHIeHCBS3BIBAOIINN (parmMeHT 1o un300peTeHnto. B KOHTEKCTe HACTOAIIEro
ONMHUCAHMS JUIsI PEKOMOMHAHTHOW OJKCIPECCHM AaHTUTEN WM UX aHTHIEHCBS3BIBAOLINX
(parMeHTOB HACTOSLIETO OMHMCAHUS MOXKHO INPHMEHSThH JIIOOYIO KIETKY-XO35UH, H3BECTHYIO
CHEeLMAINCTaM B AaHHOW oOnacTu. B HEKOTOpBIX BapmaHTaX OCYIIECTBIEHUS KIETKH-XO035€Ba
npencrasisitor codo knerku E. coli TGl mnu BL21 (ansa skcnpeccun, Hanpumep, scFv mmn

Fab-anturtena), xierku CHO-DG44, umu CHO-K1, umn xknerku HEK293 (mst skcnpeccun,
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Harnpumep, MojHopasMepHoro antutena IgG). B cooTBeTCTBHM ¢ KOHKPETHBIMH BapHaHTaMH
OCYIIECTBIIEHUS] PEKOMOMHAHTHBIA BEKTOP 3KCIPECCUU TPAHCPOPMHUPYIOT B KIIETKU-XO035€Ba
TPAAULMOHHBIMU CIOCOOAMH, TaKUMHM KakK XMMHYecKas TpaHC(eKIHs, TErJOBOM IIOK MK
3JIEKTPOIIOpAIMsl, IZe OH CTAOMIBbHO MHTEIPUPYETCs B TIEHOM KIETKU-XO3iMHA TaK, YTO
pPEeKOMOMHAHTHAS HYKJIEMHOBAsI KHCJIOTA 3()(HEKTHBHO SKCIPECCUPYETCSL.

[0066] B npyrom obuiem acniekTe JaHHOE M300pETEHHE OTHOCUTCS K CIIOCOOY MOTyUeHHsI
MOHOKJIOHAJIbHOTO ~ aHTUTEJIa MM €ro aHTHIeHCBSA3BIBAIOIIErO (parMeHTa  COTrJIaCHO
n300peTEeHHIO, BKIIIOYAIOIIEMY KYJbTHBHPOBAHUE KJIETKH, CONEpIKaIel HYKJIEHHOBYIO KUCIIOTY,
KOIUPYIOIIYIO MOHOKJIOHAJIbHOE AaHTUTENO WM €ro aHTUIeHCBS3BIBAIOLIMA (parMeHT, B
YCIOBHUAX Il TOJIyYEHHs] MOHOKJIOHAJBHOTO AHTHTENA WM €ro AaHTUTCHCBS3BIBAIOIIErO
(parMeHTa COrJIaCHO M300PETEHMIO, U BBIACICHHE AHTHUTENA WIH €r0 aHTHIE€HCBSI3BIBAIOIIETO
¢parmMeHTa W3 KJIETKM WIM KJIETOYHOW KyJIbTypbl (HAmpuMep, U3 CYIEPHATAHTA).
DKcnpeccUpOBaHHBIE AHTHUTENA WJTH UX aHTUTCHCBS3bIBAIOINNE (PPArMEHThI MOXKHO COOMPATh M3
KJIETOK M OYHWINATh B COOTBETCTBUU C OOIICTIPHHATHIMU METOIHMKAMH, W3BECTHBIMH B JaHHOM
00JIaCTH TEXHUKH U KaK OMHCAHO B JAHHOM JJOKYMEHTE.

[0067] B HacTtosiimeM W300peTEeHUH MNPEJIOKEHO BBIICIIEHHOE AHTUTEIO WJIH €ro
AHTUTeHCBS3BIBAIOIINN (pparMeHT, KoTopble cBs3biBatoTcs ¢ 3pE AB. TepMuH « aHTHUTENO» B
JAHHOM JTOKYMEHTE O3HaudaeT OeJIOK MMMYHOTJIOOYJIMH, CITIOCOOHBIH CBS3BIBATHCS C AHTUTEHOM
WIA €ro 4YacTblo, B YaCTHOCTU O€JOK HWMMYHOIJIOOYJNH, CIIOCOOHBIN crenuduyuecku
cBs3bBaThesl ¢ 3pE AP. Cps3bpiBaHME aHTUTENA C AHTUT€HOM MOXKET OBITH HU3MEPEHO IpH
MIOMOIIY CTIIOCOOOB, N3BECTHBIX CIIELHAIICTAM B JAHHOW 00JIACTH TEXHUKH, IPUMEPOM KOTOPBIX
ABNAETCS TNpuMeHeHume uHCTpymenta BlAcore'™. CumTaeTcs, uTO AHTHTENO MM
AHTUT€HCBA3BIBAIOIIMN (PParMEHT aHTHUTENAa CIELU(PUUECKN CBSI3bIBAIOTCA C AHTHUIEHOM, €CIIH
KOHCTAaHTa JUCCOLMALIMU MEHbIIE UK paBHa 1 MKM, NpennouTuTenbHO MeHble i pasHa 100
HM 1 HanOoJjiee NpennoYTUTENPHO MeHblIe min pasHa 10 HM.

[0068] TepmuH «aHTHUreHCBsI3bIBatOLINE (PPArMEHTHI AHTUTEND» OTHOCHTCS K (pparMeHTy
aHTHUTENA, KOTOPBI MOXKET CBS3BIBATHCS C AHTUTEHOM, C KOTOPBIM HHTAKTHOE AHTUTEJNO
CBSI3BIBACTCSI M KOHKYPHPYET C WHTAKTHBIM AQHTUTEJIOM 3a CBSI3bIBAHHE C AHTHUICHOM.
AHTHreHCBSI3bIBAIOLINE (PPArMEHThl COAEPKAT YacThb HWHTAKTHOTO AHTHTENA, KOTOpas
o0ecrieunBaeT CBSI3bIBAHME aHTHreHa (T. €. BapuabenbHyH OOJACTh MHTAKTHOTO AHTHTENA).
AHTHreHCBsI3bIBAIOLINE (PPArMEHTHI MOTYT BKJIIOYATh, HO HE OrPAHMYHBASCH 3THM, (parMeHT
Fab, Fab', F(ab'),, Fv, crabumusupoBanHblii aucyiabdpunom ¢parment Fv (dsFv), (dsFv)2,
oucnermduueckuit dsFv (dsFv-dsFv'), omHonenodeunyro Mojekyidy aHTUTeNna (Hampumep,
scFV), nuareno, MUHUTENO, HAHOTENO, JUHEHHOE aHTUTENO, ogHonoMeHHoe anTtuTesio (HDAB),
BEpOJIFOJKbE ONHOIOMEHHOE AaHTHUTENO, MOJUCIeUU(UIECKOe AaHTHTENO, OOpa3OBaHHOE U3
¢bparmMeHTOB aHTUTENa, W JOOOH npyroi (parMeHT AaHTHUTENa, KOTOPBIA CBSI3BIBAETCS C
AHTUTEHOM, HO HE COZIEPIKUT CTPYKTYPY MOJTHOTO aHTUTENA.

[0069] AnTuTEena cocTOAT M3 IBYX TSDKENbIX LeTed W AByX Jerkux nenei. Kaxnas
TsDKEJasi LeTb WMeeT OAMH BapuadeNbHbli TOMeH uiu oOmactb (Vp), 3a KOTOpOH ciemyer

KOHCTaHTHbIN oMeH uinn obnacts (Cyl), mapHupHas obnacTb U emie Ba KOHCTAHTHBIX JOMEHA
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wim obnactu (Cp2 u Cy3). Kaknas erkas nenbs uMeeT OIUH BapraOeabHbI JOMEH WIH 00JIacTh
(VL) u onuH xoHcTaHTHBIA noMmeH wmin obsacte (Cr). BapuabenbHble noMeHBI wiu 00JacTH
TSDKEJIOW W JIerKoH 1mereil oOpasyroT mapaTorn aHtuTena (CTPYKTYpY, aHAJOTMYHYIO 3aMKY),
KOTOpBIN crierduyer Ui KOHKPETHOrO 3MHUTONA (aHAJOrMYHO KIIO4YY), YTO IO3BOJISET
Haparony M 3MHUTONY C TOYHOCTBIO CBSI3BIBATBCSA APYr ¢ ApyroM. B BapmabOenmpHOM nomeHe
BapualeNbHble METNIN B-1enel, 0 TPU Ha JIETKOH U TSDKENOH LemsiX, OTBEYa0T 33 CBSI3bIBAHHE C
AHTUTE€HOM. JTH NETJIM Ha3bIBAIOT ONpPEAeIIIOIUMH KoMIuteMeHTapHocTh obnactsimu (CDR, a
umenHo CDR 1, CDR2 u CDR3).

[0070] CDR omnpenenstoT Kak ONpeneNstoiue KOMIUIEMEHTAPHOCTh 001aCTH aHTUTENA.
OT10 runepBapuadebHbie 00JACTH TSDKEJIOW M JIETKOW Lenel aHTUTeNla, KOTOPbIe TJIABHBIM
o0pa3oM OTBEHArOT 3a CBS3bIBAHME C AHTUIeHOM. B kaxmoill m3 BapuabenbHBIX oOiacTeit
Tsokeod u yerkou uenei umerorcss Tpu CDR (CDR1, CDR2 u CDR3). Omnpenensiromnue
KOMILIEMEHTApPHOCTb  O0JIaCTH  BapHaOENbHBIX OONACTed JIETKOW LeNmd aJIbTEPHATUBHO
ynomuHarotes kak LCDR1, LCDR2 u LCDR3, a onpenemnsiroimye KOMILIEMEHTapHOCTb 00J1acTH
BapuabenpbHON 00NacTH TsoKenoi nenu anbrepHaTHBHO yriomuHatoTes: kak HCDR1, HCDR2 u
HCDR3. CDR anTuTena MoryT ObITh OIpeneneHbl HeckoiabkuMu criocodamu. Hanpumep, CDR B
BapuabenpHONH 00JaCTH MOKHO HIEHTH(UIMPOBATH B COOTBETCTBUU C ONPENEICHHUSMH I10
Kabat, Chothia, IMGT w/unu KOH()OPMALMOHHBIM OMpPENEICHUM WU JIOOBIM CHOCOOOM
onpenenenusi CDR, xopomo u3BecTHbIM B naHHOHN obsactu Texanku. CDR aHTHTENna MOXKHO
UICHTU(QHUIUPOBATh KakK TurepBapuadenbHble 00JacTH, MepBOHAYAIBHO ompeneneHHble Kabat
(Kabat et al., 1992, Sequences of Proteins of Immunological Interest, Sth ed., Public Health
Service, NIH, Washington D.C.), cTpykTypHblE NETIEBBIE CTPYKTYpPbI, IE€PBOHAYAIBHO
onucanublie Chothia (Chothia et al., Nature 342:877-883 (1989)) nnu yHukanpHON cucTeMOMN
Hymepauuu IMGT (Lefranc, The Immunologist 7:132-136 (1999); Lefranc, et al., Nucleic Acids
Res. 27:209-212 (1999); Scaviner et al., Exp. Clin. Immunogenet. 16:234-240 (1999); Lefranc,
et al., Nucleic Acids Res. 43:D413-422 (2015)).

[0071] TepmuH «BBIAENEHHOE» MPU HCIOJB30BAHUM B KOHTEKCTE AHTHTENA O3HAYaeT
U3MEHEHHOE «IPHU TOMOIIU BO3JIEHCTBHS YEJIOBEKa» M3 JIIOOOT0 €CTECTBEHHOTO COCTOSIHHS, TO
€CThb, €CJIM OHO BCTPEYAETCS] B MPHUPONE, OHO OBLIO HM3MEHEHO WIM YJOaJeHO U3 CBOEH
NepBOHAYAIBHON CpeAbl, WIH U TO, U Apyroe. Hampumep, mpUpOAHOE aHTUTENO MPUPOTHOTO
NPOMCXOXKIEHHUS, €CTECTBEHHO MPHCYTCTBYIOIINE B JKMBOM JKUBOTHOM B €r0 €CTECTBEHHOM
COCTOSIHUH, HE SIBJIIETCSI «BBIIEJIEHHBIMY», & TO K€ AHTHUTEJO, OTAENEHHOE OT COMYTCTBYIOIIUX
MaTEepPHaJiOB B €r0 €CTECTBEHHOM COCTOSIHHHM, SIBJSIETCSl «BBIAENIEHHBIMY, COTJIACHO TEPMHHY,
UCTIONB3YIOIIEMYCsl B JAHHOM JOKYMEHTE, HAlpUMep, TEPMHUH «BBIICJICHHOE aHTHTEJIO» MOXKET
OTHOCHUTBCSI K QHTHUTENy, KOTOPO€ MO CYIIECTBY HE COAEPKUT APYTHX AHTHUTEN, HUMEROIINX
pa3Hble 3HAYEHUs AHTUIEHHOH creruduyHOoCTH (T. €. BBIACJICHHOE AaHTHUTENO, KOTOpOe
cneunguyeckn cBs3biBaerca ¢ 3pE AP, mo cymecTBy HE CONEP)KUT AHTHUTEN, KOTOpbIE He
cBsi3biBaroTCs ¢ 3pE AB). AHTHUTENa MOTYT BCTpeUaThCsl B KOMIIO3ULIUU, TAKOW KaK PeareHT JJIs
UMMYyHOQHAIIN3a, KOTOpas HE SBISIETCS NPUPOAHON KOMIO3MIMEH, M IPU 3TOM OCTAKOTCS

BBIACJICHHBIMU aHTUTECIAMH B paMKax JAHHOI'O TCPMUHA, UCTIOJB3YEMOI'O B JaHHOM JOKYMCHTC.
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[0072] Criocobbl mony4eHust aHTHTET BKIIOYAIOT MOAU(PUKALNIO XO3SUHA JKEIaeMbIM
ummyHoreHoMm. [loxxonsimue Xo3sieBa BKJIIOYAIOT, HO HE OIPAHUYMBASCh 3THM, MBILIEH, KPBIC,
XOMSIKOB, MOPCKHUX CBUHOK, KpPOJIUKOB, Kyp, OCJIOB, Jomaznel, o0e3bsiH, IIHUMIIAH3E,
OpaHIyTaHOB, FOPUJUI, JIFOAEH U JMOOBIX BUAOB, CLIOCOOHBIX (POPMHPOBATDH 3PENbIH MMMYHHBIN
otBeT. IIporenypsl UMMyHHU3AI[UM XOPOILIO U3BECTHBI B JTAHHOW OOJNACTH TEXHUKU U U3JIOKEHbBI
BO MHOXKECTBE TPYAOB U myOnukaumi, Bkmovas «The Immunoassay Handbook», 2nd Edition,
edited by David Wild (Nature Publishing Group, 2000).

[0073] IIpenmodTuTeNbPHO HWMMYHOT€H, BOILUIOMIAIOINNA CYIIECTBEHHbIE TMPU3HAKH
HACTOSIIIEr0 U300PETEeHUs], BBOIAT CyOBEKTY-XO035MHY, HATIPUMED, KUBOTHOMY WJIU YEJIOBEKY, B
KOMOMHAIMHU ¢ aibr0BaHTOM. [ToaxosImue anbroBaHThl BKIKOYAKOT, HO HE OTPAaHHYUBASICh STUM,
anbloBaHT PpeiHaa, MOPOUIKOBBI THAPOKCHI ATFOMHUHHS (KBAaCLbl), TUAPOKCHI ATOMUHHS
BMecte ¢ Bordetella pertussis u MoHOpOChHOpHITUNHNT A-CHHTETHYECKHH TUKOPUHOMHUKOJISAT
Tperano3sl (MPL-TDM).

[0074] Kak npaBuio, MIMMyHOTEH HJTH KOMOWHALIUIO MMMYHOT€HA W aTbFOBAHTA BBOJST B
OPTaHU3M-XO35TMH MJIEKOTMTAIOMIEr0 IyTeM OJHOH WJIM MHOMECTBAa IOIKOXKHBIX —HIIH
BHYTPUOPIOIINHHBIX HHBEKIHUH. [IpennouTHTeNpHO MpOrpaMMy WMMYHHU3AILUH BBITOJIHSIOT B
TEYEeHHE 10 MEHbLIEH Mepe ONHOW Hemenw, a 0ojee MPEANOYTUTENbHO B TEYEHHE JIBYX HWIIH
Oonee Hemenb. llonMKIOHANBHBIE AHTHUTENA, MOJNYYEHHbIE TakKUM 00pa3oM, MOTyT ObITb
BBIJIEJIEHBI U OYUILIEHBI CITIOCOOAMH, XOPOLIO U3BECTHBIMU B JAHHOH OOJIACTH TEXHUKH.

[0075] MoHoknOHaNPHBIE AHTHTENa MOTYT OBITH MOJYYEHBI C IOMOIIBIO XOPOIIO
M3BECTHBIX TMOPUAOMHBIX CrIOCOOOB, onucaHHbIX B mybOnukanuu Kohler m Milstein, Hanmpumep,
Nature 256:495-497 (1975). 'uOpuaomMHuble crmocoObl, KaK MPaBHUIIO, BKJIOYAIOT UMMYHU3ALHIO
XO035MHA WU JIMM(OLUTOB OT X0351HA, COOp JTUM(OLHUTOB, CEKPETUPYIOIINX WIH 00JIaAa0IINX
NOTEHLMAJIOM K  CEeKPEeLUUH MOHOKJIOHAJIbHBIX  aHTHUTEN, CJIHAHUE JHUMQOLUTOB C
UMMOPTAJIM30BAaHHBIMU ~ KJIETKaMH M OTOOp  KIETOK, CEKPETHPYIOLIMX  JKeJaeMoe
MOHOKJIOHAJIbHOE AHTHUTEJIO.

[0076] Xo3stuH MOKeT ObITh UMMYHU3UPOBAH JJISi CTUMYJISIUH JTUM(POLIUTOB, KOTOpPbIE
NPOAYLUPYIOT WM CIIOCOOHBI MPOAYLHMPOBATH AHTHUTENA, CreU(HUEecKHe K MMMYHOreHy. B
AJIbTEPHATHBHOM BapHaHTE OCYLIECTBJIEHHS JIUM(POLHUTBI MOTYT ObITh MMMYHH3HPOBAHBI in
vitro. Ecnu HeoOXOmuMBI YeNOBEYECKHE KJIETKH, MOXKHO HCIIOJIb30BaTh  JIUM(OLUTHI
nepupepuIeckoil KpPOBH, XOTS MPEATIOYTUTENbHBIMU SIBIISTFOTCS KJIETKH CEJIe3€HKH WU
JTUM(OLUTHI U3 APYTUX UCTOYHUKOB, OTHOCSIIUXCS K MIIEKOITUTAFOLIHIM.

[0077] Jlumdountsl MOryT OBITH CIUTBI ¢ WMMOPTAJIM30BAHHOH JIMHUEH KJIETOK C
o0pa3oBaHMEM KJIETOK THOPHIOMBI, YTO MOXKHO YNPOCTUTHh MyTEM MPHUMEHEHHs] areHTa IJis
CNIUSIHUS, HampUMep, TOJIMATHIICHTINKONS. B KadecTBe WILIFOCTpallMd MOKHO HCIOJIB30BATh
MYTaHTHbIE KJIETKH MHEJIOMBbI TPBI3YHOB, KOPOBBI MIJIM YEJIOBEKA, MMMOPTAIN30BAHHBIE ITyTEM
Tpanchopmanmu. [IpennouTUTENBHBIMHI SIBJSIFOTCS MO CYINECTBY YHCTBIE TOMYJSILUU KJIETOK
rHOpUIOMBI, B OTJIMYME OT HECIMTHIX WMMOPTAJIM30BAHHBIX KIETOK. Takum oOpasom, mocne
CIIUSHUS KJIETKU MOKHO BBIPAIMBATh B MOAXOJSINEH cpene, KOTopas MHIHOMPYET pOCT WU

BbDKUBACMOCTb HECJIUTBIX, UMMOPTAJIN30BAHHBIX KJICTOK, HAIIPHUMEP, C IIOMOINBKO KIJIECTOK
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MyTaHTHOM MHEJIOMB, B KOTOPBIX OTCYTCTBYET bepmeHT
runokcantuHryanuHdpochopudosuntpancepasa (HGPRT). B takom ciydae B cpeny (cpeny
HAT) MoxxHO 100aBIsTh TUIOKCAHTHH, AMUHONITEPUH M TUMUIMH I TPEIOTBPAILEHUS pOCTa
HGPRT-nepumTHBIX KJIETOK, OJHOBPEMEHHO JIOYCKast POCT THOPHIIOM.

[0078] IIpenmouTuTENbHO HMMMOPTAJIM3OBAHHBIE KIETKH, KOTOpble OOECIeYHBaOT
3¢ PEeKTUBHOE CIUSHIE, MOXKHO BBIIEJATh M3 CMELIAHHBIX MOMYJSIIUN MyTeM oTOopa B cpene,
takoii kak HAT, u nomnepxuBath CTaOMIIBHYIO U BBICOKOYPOBHEBYIO SKCIPECCHIO aHTHUTENA
nocie cinusiHusi. [IpeanouTurenbHble MMMOPTATU30BAHHBIC JIMHUKM KJIETOK BKJIIOYAOT JIMHUU
KJIETOK MHEJIOMBI, TOCTYIHble B AMEPUKAHCKOW KOJUIEKLIMU THIIOBBIX KYyJBTYp, I. Manaccac,
mrat Bupmaxkunus.

[0079] Onun acmekT HaHHOTO W300pETeHHs MPENCTaBJsIET COOOM CHOCcO0 MONy4YeHUs
JMHHUU KJIETOK THOPHIOMBI, CIOCOOHOH MPOIYyLHMPOBATH MOHOKJIOHAJIBHOE AHTHTENO, KOTOPOe
CBSI3BIBAETCS C MeNTUAAMHU Oera-ammiionaa. Takue crocoOb! MMPOKO U3BECTHBI CIIEIUAIHNCTAM B
TaHHON O0NacTH TEXHWKH M MO CYIIECTBY BKJIIOYAIOT: (1) BBIOOp XO3sIMHA JJIs1 MPOAYKLUHU
anTuTel, (11) MHOKYJIMPOBAHUE XO35MHA JKEJAeMbIM UMMYHOT€HOM; (111) CIUSHUE JIMHUH KJIETOK
U3 MHOKYJHPOBAHHOTO XO3sIMHA C HEMPEPHIBHO ACTSIIIEHCsS KIETKOW ¢ 00pa3oBaHUEM CIHMTOM
KJIETKH, CIIOCOOHOH MpOAyIHMPOBATh MOHOKJIOHAJIBHOE AHTHUTENO, KOTOPOE CBS3BIBAECTCS C
UMMYHOT'€HOM; 1 (1V) KIIOHUPOBAHUE CIUTOHN KJIETKH JUISI TOJNYYSHHs JIMHUU KIJIETOK THOPHIOMBI.

[0080] Cnoco®6 mo maHHOMY U300pPETEHHIO BKIIIOYAET TOJYYeHHE JIMHUU KIIETOK
ruOpUIOMBI, CITIOCOOHOH MPOAYLMPOBATH MOHOKJIOHAJIBHOE AHTHUTENO, KOTOPOE CBS3BIBAETCS C
nentuaoM 3pE AP. I'mOpupomy MOXHO TOJIydaTh MyTeM HMMYHHM3aLUH SKUBOTHOTO, OT
KOTOPOrO MOXKHO IIOJy4aTh T'MOpUAOMBI, Hampumep, Mbimu Balb/c, nyrem HadampHBIX
BHYTPUOPIOLINHHBIX WHBEKLUHN JKeJIaeMbIX UMMYHOI'€HOB, HaIlpuMep, nentuna Af, MMeroIero
NUPOTIyTaMaT, B anbioBaHTe DpeifHna, M MOCIEAYIOINX OYCTEPHBIX HMHBEKLUH, HarpuMep
KaXaple OOHY - ABe Henmenu. llocnenyromee CIUSTHUE BBIIENIEHHOH CENE3€HKH MOXET ObITb
BBIMOJIHEHO C MCIOJb30BAHUEM JIFOOBIX METOAMK, OOINEN3BECTHBIX OOBIYHBIM CIEIHATUCTAM B
JaHHOW OOJIACTH TEXHHKH, MPEATIOYTHTEHHO ¢ HCIOJb30BaHHEM KJeTok SP2/0 ¢ moMoIbio
MOIU(HUIIMPOBAHHOW mpoLenypbl, onmucanHoil B nyOmukammu Kohler u Milstein (Eur. J.
Immunol., 1976; 6:292-295). T'ubpunombl MOTyT OBITh TOABEPTHYTHI CKPHHUHTY MJIs
OTpENeNIeHUs] TeX, KOTOpble MPOAYLHUPYIOT aHTUTena, crneuuduunbie Kk nentugam 3pE AP.
CKpUHUHT MOKHO MPOBOAUTH C MOMOLIBIO CTAHAAPTHOIO aHanu3a, Takoro kak UPA unu PUA.
OnuH aciekT U300peTeHnst MPEACTaBIsIET COOO0H Croco0 MONMyUEHHsI INHIH KJIETOK THOPHIOMBI,
KOTOpas MPOAYyLUpPYET MOHOKJIOHajlbHOe aHTuTeno BAMB31 1 unu ero ryMaHu3UpOBaHHYIO
BEPCHIO.

[0081] MoHOKIOHaBPHBIE AHTUTENA TaK)KE€ MOTYT OBITH MOJYYEHbI PEKOMOMHAHTHBIMH
crioco0amu, U3BECTHBIMHU B JAHHOM 00JIACTH TEXHUKH, HAIIpUMeEp, Kak onucaHo B mareHTe CIIIA
Ne 4166452, JJHK, xomupyromiasi MOHOKIJIOHAJbHBIE AHTUTENA, MOXET OBITh BbIIENEHA U
CEeKBEHHPOBAHA C HCIIOJIb30BAHUEM CTaHAAPTHBIX NPOLENYP, HANpUMeEp, C HCIOIb30BAHUEM
OJIUTOHYKJIEOTHIHBIX 30HJOB, KOTOpbIE CIELU(PHUECKH CBA3BIBAIOTCS C T'€HAMH TSDKEJIOH U

JIETKOM LEeNeN aHTUTEJl MBI, NPEANOYTUTENbHO Ay 3oHauposanus [IHK, BbineneHHon wus
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JUHUH  KJIETOK THOPHIOMBI MOHOKJOHAQJBHBIX ~ AHTHUTEN, CEKPETUPYIOIIUX AaHTHTENa,
cneunpuyeckre Kk AP, IMEIOLUUM MUPOrIyTamar.

[0082] Taxxxe wmoryr ObIThb TmONy4YeHBI (PPAarMEHTBl AHTHUTEN, COAEpIKALIUe
cneun(puyeckue CalThl CBS3bIBAHUS M MNENTHAOB OeTa-ammionna. Takue (parMeHTbI
BKJIIOYAIOT, HO HE OTPaHHYMBAsCH 3TuUM, pparmeHThbl F(ab'),, KOTOpble MOTYT OBITH MOJYYEHBI
IyTeM pacCLIETJICHUs TETICHHOM MOJIEKYJIbl aHTUTena, 1 ¢pparments! Fab, xoTopsle MoryT ObITh
HOJTy4eHbI IyTeM YMEHBIIEHHs TUCYIb(PUIHBIX MOCTUKOB (pparmenTos F(ab'),. AnsrepHaTHBHO
MOTYT OBITh CKOHCTPYUpOBaHbl OnOIHOTEKH 3Kcnpeccuu Fab, mo3Bossitomue OBICTPO U JIETKO
UIeHTH(QHUIMPOBATH MOHOKJIOHAJIbHBIE (hparMeHThl Fab ¢ skenmaemoii cnieunguynoctsio (Huse et
al., Science 256:1270-1281 (1989)). ®parmentbl anturen Fab, Fv u ScFv wmoxHO
JKCIpeccupoBaTh U cekperuposaTh u3 Escherichia coli, uro no3Bonser npoayLupoBaTh
OonplMe KONMMYecTBA STUX (parMeHTOB. AnbTepHaTHBHO, (parmentsl Fab’-SH wmoxnO
HETIOCPEACTBEHHO BbIENATh U3 E. coli u XMMHUYeCKH CBS3BIBATH C 0Opa3oBaHUEM (ParMEHTOB
F(ab’), (Carter et al., BioTechnology 10:163-167 (1992)). pyrue crnocoObl MONyYEHUs
(parMeHTOB aHTUTEN HW3BECTHBI CHEIHMAINCTaM B MJAaHHOW OONACTH TEXHHUKH. Takxke
NPeAyCMOTPEHbI ofHoenovyeuHble pparmentsl Fv (scFv) (cm., Hanpumep, nmarenTel CIIIA Ne
5761894 u 5587458). ®parmentel Fv um sFv SBIAIOTCA €IUHCTBEHHBIM COEIUHEHHEM C
MHTAKTHBIMU CBSI3BIBAIOIIUMH CaWTaMM, KOTOPbIE HE COAEPIKAT KOHCTAHTHBIX OOJNACTel; TaKuM
o0pa3oM, OHH, BEPOSATHO, OyIyT NEMOHCTPUPOBATH CHUKEHHOE HECIELN(PHUECKOE CBSI3bIBAHUE.
@DparMeHT aHTHUTENA TAKXKE MOXKET MPENCTABIATh COO0H «JIMHEHHOE aHTUTEIIOY», HAIpUMep, Kak
onucano B nareHTe CIITA Ne 5642870.

[0083] Taxkum oOpa3om, IHeNnbl0 H300pPETeHHs SBISIETC OOeCHeueHHe BbIIeIEHHBIX
MOHOKJIOHAJIBHBIX QHTUTEJ, SKCIPECCUPYEMBIX BBIIEYMOMSHYTBIMH KJIETKAMU THOPHIOMBI,
IpuUYeM aHTHTeNa CrocoOHbl criermduueckun pacno3HaBath 3pE AP,  BrinenenHble
MOHOKJIOHAQJIbHbIE AQHTUTENAa MOTYT OBITh HKCIPECCHPOBAHBI KJIETKAMH T'MOPUAOMBI WJIH
PEKOMOMHAHTHO.

[0084] AHTUTENO WM €ro AaHTUTCHCBS3BIBAIOIIMN (PPArMEHT TO H300PETEHUIO
NPEATIOYTUTENIHO CEJIEKTHBHO CBs3biBaeTcs ¢ 3pE AP ¢ HU3KOI nmepekpecTHON PEeaKTHBHOCTBIO
win Oe3 Hee B OoTHOWeEHHH Apyroro AP, He uMmeromero 3pE, win Oenxa-npeniuecTBeHHUKA [3-
ammionga (APP). B 49acTHOCTH, aHTHTENO WIM €r0 AHTUICHCBS3BIBAIOIIMNA (YParMeHT 1o
N300pEeTEeHHIO CeNEeKTUBHO CBsi3biBaeTcs ¢ nentugamu AP 3pE-40 (SEQ ID NO: 40 umu SEQ ID
NO: 45) u AP 3pE-42 (SEQ ID NO: 51) ¢ HH3KOI1 IepeKpPeCTHON PEaKTUBHOCTBIO W O3 Hee B
OTHOIIEHHNH APYTHX He coneprxkamux 3pE nentiunos AP nmn APP

[0085] B taGnuie 1 mpencraBieHbl aMUHOKHUCIOTHBIE TIOCIEIOBATEIbHOCTH AHTUTEA 110
u3odperenno. CDR BapnabenpHBIX 00NacTeil TSHKENIOH WM JIETKOW Iierel, Kak OMpeneseHo Io
Kabat, Chothia u IMGT, npencraBieHsl B BUi€ OTACIbHBIX MTOCIEIOBATEIHHOCTEH.

[0086] Tabnuma 1: [TocnenoBaTenbHOCTH MOHOKJIOHAIBHBIX aHTUTEN K 3pE A

SEQ ID
MKAT QO0sacTe NO TlocnenoBarensHOCTD
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BAMB31_1

Tsoxenast

OCIb

EIQLQQSGPELVKPGTSVKVSCKASGHVFTSYD
MYWVKQSHGKSLEWIGYIDSDNGDTSYNQKFK

VH 9
GKATLTVDKSSSTAYMHLNSLTSEDSAVYYCAY
YRYAMDYWGQGTSVTVSS

HCDRI1

1 SYDMY
Kabat
HCDRI1

56 GHVFTSYDMY
AbM
HCDR2

7 YIDSDNGDTSYNQKFKG
Kabat
HCDR2

57 DSDNGDTS
AbM
HCDR3 3 YRYAMDY

Jlerkas uienp

VL

10

DVVMTQTPLTLSVTIGQPASISCKSSQSLLDSNGKT

YLTWLLQRPGQSPKRLIYLVSKLDSGVPDRFTGSG

AGTDFTLKIIRVEAEDLGVYYCWQGTHFPYTFGGG
TKLEIK

LCDRI1

KSSQSLLDSNGKTYLT

LCDR2

LVSKLDS

LCDR3

WQGTHFPYT

BAMB31 2a

Tsoxenas

CIb

23

EIQLQQSGPELVKPGTSVKVSCKASGHVFTSYDMY
WVKQSHGKSLEWIGYIDSDNGDTSYNQKFKGKAT
LTVDKSSSTAYMHLNSLTSEDSAVYYCAYYRYAM
DYWGQGTSVTVSSAKTTAPSVYPLAPVCGDTTGSS
VTLGCLVKGYFPEPVTLTWNSGSLSSGVHTFPAVL
QSDLYTLSSSVTVTSSTWPSQSITCNVAHPASSTKV
DKKIEPRGPTIKPCPPCKCPAPNLLGGPS VFIFPPKIK
DVLMISLSPIVTCVVVDVSEDDPDVQISWFVNNVE

VHTAQTQTHREDYNSTLRVVSALPIQHQDWMSGK
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EFKCKVNNKDLPAPIERTISKPKGSVRAPQVYVLPP
PEEEMTKKQVTLTCMVTDFMPEDIY VEWTNNGKT
ELNYKNTEPVLDSDGSYFMYSKLRVEKKNWVERN
SYSCSVVHEGLHNHHTTKSFSRTPGK

EIQLQQSGPELVKPGTSVKVSCKASGHVFTSYDMY
WVKQSHGKSLEWIGYIDSDNGDTSYNQKFKGKAT

VH 9
LTVDKSSSTAYMHLNSLTSEDSAVYYCAYYRYAM
DYWGQGTSVTVSS
HCDRI1
1 SYDMY
Kabat
HCDRI1
56 GHVFTSYDMY
AbM
HCDR2
7 YIDSDNGDTSYNQKFKG
Kabat
HCDR2
57 DSDNGDTS
AbM
HCDR3 3 YRYAMDY

Jlerkas uemnp

24

DVVMTQTPLTLSVTIGQPASISCKSSQSLLDSNGKT
YLTWLLQRPGQSPKRLIYLVSKLDSGVPDRFTGSG
AGTDFTLKIIRVEAEDLGVYYCWQGTHFPYTFGGG
TKLEIKRADAAPTVSIFPPSSEQLTSGGASVVCFLNN
FYPKDINVKWKIDGSERQNGVLNSWTDQDSKDST
YSMSSTLTLTKDEYERHNSYTCEATHKTSTSPIVKS
FNRNEC

DVVMTQTPLTLSVTIGQPASISCKSSQSLLDSNGKT
YLTWLLQRPGQSPKRLIYLVSKLDSGVPDRFTGSG

Vb 10 AGTDFTLKIIRVEAEDLGVYYCWQGTHFPYTFGGG
TKLEIK

LCDRI1 8 KSSQSLLDSNGKTYLT

LCDR2 5 LVSKLDS

LCDR3 6 WQGTHFPYT

BAMB246

Tsoxenast

25

EIQLQQSGPELVKPGTSVKVSCKASGHVFTSYDMY
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OCIb

WVKQSHGKSLEWIGYIDSDNGDTSYNQKFKGKAT
LTVDKSSSTAYMHLNSLTSEDSAVYYCAYYRYAM
DYWGQGTSVTVSSASTKGPSVFPLAPSSKSTSGGTA
ALGCLVKDYFPEPVTVSWNSGALTSGVHTFPAVLQ
SSGLYSLSSVVTVPSSSLGTQTYICNVNHKPSNTKV
DKKVEPKSCDKTHTCPPCPAPELLGGPSVFLFPPKP
KDTLMISRTPEVTCVVVDVSHEDPEVKFENWY VDG
VEVHNAKTKPREEQYNSTYRVVSVLTVLHQDWLN
GKEYKCKVSNKALPAPIEKTISKAKGQPREPQVYTL
PPSREEMTKNQVSLTCLVKGFYPSDIAVEWESNGQ
PENNYKTTPPVLDSDGSFFLYSKLTVDKSRWQQGN
VESCSVMHEALHNHYTQKSLSLSPGK

EIQLQQSGPELVKPGTSVKVSCKASGHVFTSYDMY
WVKQSHGKSLEWIGYIDSDNGDTSYNQKFKGKAT

VH 9
LTVDKSSSTAYMHLNSLTSEDSAVYYCAYYRYAM
DYWGQGTSVTVSS
HCDR1
1 SYDMY
Kabat
HCDRI1
56 GHVFTSYDMY
AbM
HCDR2
7 YIDSDNGDTSYNQKFKG
Kabat
HCDR2
57 YIDSDNGDTS
AbM
HCDR3 3 YRYAMDY

Jlerkas 1ienp

26

DVVMTQTPLTLSVTIGQPASISCKSSQSLLDSNGKT
YLTWLLQRPGQSPKRLIYLVSKLDSGVPDRFTGSG
AGTDFTLKIIRVEAEDLGVYYCWQGTHFPYTFGGG
TKLEIKRTVAAPSVFIFPPSDEQLKSGTASVVCLLNN
FYPREAKVQWKVDNALQSGNSQESVTEQDSKDST
YSLSSTLTLSKADYEKHKVYACEVTHQGLSSPVTK
SENRGEC

VL

10

DVVMTQTPLTLSVTIGQPASISCKSSQSLLDSNGKT
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YLTWLLQRPGQSPKRLIYLVSKLDSGVPDRFTGSG
AGTDFTLKIIRVEAEDLGVYYCWQGTHFPYTFGGG
TKLEIK

LCDRI1

KSSQSLLDSNGKTYLT

LCDR2

LVSKLDS

LCDR3

WQGTHFPYT

BAMB611

Tsoxkenas

CIb

27

QVQLVQSGAEVKKPGASVKVSCKASGHVFTSYDM
YWVRQAPGQGLEWMGYIDSDNGDTSYNQKFKGR
VTMTVDTSTSTVYMELSSLRSEDTAVYYCAYYRY
AMDYWGQGTLVTVSSASTKGPSVFPLAPSSKSTSG
GTAALGCLVKDYFPEPVTVSWNSGALTSGVHTFPA
VLQSSGLYSLSSVVTVPSSSLGTQTYICNVNHKPSN
TKVDKKVEPKSCDKTHTCPPCPAPELLGGPS VFLFP
PKPKDTLMISRTPEVTCVVVDVSHEDPEVKFNWYV
DGVEVHNAKTKPREEQYNSTYRVVSVLTVLHQDW
LNGKEYKCKVSNKALPAPIEKTISKAKGQPREPQV
YTLPPSREEMTKNQVSLTCLVKGFYPSDIAVEWES
NGQPENNYKTTPPVLDSDGSFFLYSKLTVDKSRWQ
QGNVEFSCSVMHEALHNHYTQKSLSLSPGK

VH

11

QVQLVQSGAEVKKPGASVKVSCKASGHVFTSYDM
YWVRQAPGQGLEWMGYIDSDNGDTSYNQKFKGR
VTMTVDTSTSTVYMELSSLRSEDTAVYYCAYYRY

AMDYWGQGTLVTVSS

HCDR1
Kabat

SYDMY

HCDRI1
AbM

56

GHVFTSYDMY

HCDR2
Kabat

YIDSDNGDTSYNQKFKG

HCDR2
AbM

57

YIDSDNGDTS

HCDR3

YRYAMDY
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Jlerkas uienp

28

DVVMTQSPLSLPVTLGQPASISCKSSQSLLDSNGKT

YLTWFQQRPGQSPRRLIYLVSKLDSGVPDRFESGSGS
GTDFTLKISRVEAEDVGVYYCWQGTHFPYTFGGGT
KLEIKRTVAAPSVFIFPPSDEQLKSGTASVVCLLNNF
YPREAKVQWKVDNALQSGNSQESVTEQDSKDSTY

SLSSTLTLSKADYEKHKVYACEVTHQGLSSPVTKSF
NRGEC

VL

12

DVVMTQSPLSLPVTLGQPASISCKSSQSLLDSNGKT
YLTWFQQRPGQSPRRLIYLVSKLDSGVPDRESGSGS
GTDFTLKISRVEAEDVGVYYCWQGTHFPYTFEGGGT
KLEIK

LCDRI1

KSSQSLLDSNGKTYLT

LCDR2

LVSKLDS

LCDR3

WQGTHFPYT

BAMB612

Tsoxenast

LEeIrb

29

QVQLVQSGAEVKKPGASVKVSCKASGHVFTSYDM
YWVRQSPGQGLEWIGYIDSDNGDTSYNQKFKGRV
TLTVDTSTSTVYMELSSLRSEDTAVYYCAYYRYAM
DYWGQGTLVTVSSASTKGPSVFPLAPSSKSTSGGT
AALGCLVKDYFPEPVTVSWNSGALTSGVHTFPAVL
QSSGLYSLSSVVTVPSSSLGTQTYICNVNHKPSNTK
VDKKVEPKSCDKTHTCPPCPAPELLGGPSVFLFPPK
PKDTLMISRTPEVTCVVVDVSHEDPEVKENWY VDG
VEVHNAKTKPREEQYNSTYRVVSVLTVLHQDWLN
GKEYKCKVSNKALPAPIEKTISKAKGQPREPQVYTL
PPSREEMTKNQVSLTCLVKGFYPSDIAVEWESNGQ
PENNYKTTPPVLDSDGSFFLYSKLTVDKSRWQQGN
VESCSVMHEALHNHYTQKSLSLSPGK

VH

13

QVQLVQSGAEVKKPGASVKVSCKASGHVFTSYDM
YWVRQSPGQGLEWIGYIDSDNGDTSYNQKFKGRV
TLTVDTSTSTVYMELSSLRSEDTAVYYCAYYRYAM
DYWGQGTLVTVSS

HCDR1
Kabat

SYDMY
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HCDRI1

56 GHVFTSYDMY
AbM
HCDR2
7 YIDSDNGDTSYNQKFKG
Kabat
HCDR2
57 YIDSDNGDTS
AbM
HCDR3 3 YRYAMDY

Jlerkas uienpb

30

DVVMTQSPLSLPVTLGQPASISCKSSQSLLDSRAKT
YLTWLQQRPGQSPRRLIYLVSKLDSGVPDRFSGSGS
GTDFTLKISRVEAEDVGVYYCWQGTHFPYTFEGGGT
KLEIKRTVAAPSVFIFPPSDEQLKSGTASVVCLLNNF
YPREAKVQWKVDNALQSGNSQESVTEQDSKDSTY
SLSSTLTLSKADYEKHKVYACEVTHQGLSSPVTKSF
NRGEC

DVVMTQSPLSLPVTLGQPASISCKSSQSLLDSRAKT
YLTWLQQRPGQSPRRLIYLVSKLDSGVPDRFSGSGS

b 4 GTDFTLKISRVEAEDVGVYYCWQGTHFPYTFGGGT
KLEIK

LCDRI1 4 KSSQSLLDSRAKTYLT

LCDR2 5 LVSKLDS

LCDR3 6 WQGTHFPYT

BAMB613

Tsoxkenas

EIb

31

QVQLVQSGAEVKKPGASVKVSCKASGHVFTSYDM
YWVRQAPGQGLEWIGYIDSDNGDTSYNQKFKGKV
TLTVDTSTSTVYMELSSLRSEDTAVYYCAYYRYAM
DYWGQGTLVTVSSASTKGPSVFPLAPSSKSTSGGT
AALGCLVKDYFPEPVTVSWNSGALTSGVHTFPAVL
QSSGLYSLSSVVTVPSSSLGTQTYICNVNHKPSNTK
VDKKVEPKSCDKTHTCPPCPAPELLGGPSVFLFPPK
PKDTLMISRTPEVTCVVVDVSHEDPEVKENWY VDG
VEVHNAKTKPREEQYNSTYRVVSVLTVLHQDWLN
GKEYKCKVSNKALPAPIEKTISKAKGQPREPQVYTL
PPSREEMTKNQVSLTCLVKGFYPSDIAVEWESNGQ
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PENNYKTTPPVLDSDGSFFLYSKLTVDKSRWQQGN
VESCSVMHEALHNHYTQKSLSLSPGK

QVQLVQSGAEVKKPGASVKVSCKASGHVFTSYDM
YWVRQAPGQGLEWIGYIDSDNGDTSYNQKFKGKV

VH 15
TLTVDTSTSTVYMELSSLRSEDTAVYYCAYYRYAM
DYWGQGTLVTVSS
HCDRI1
1 SYDMY
Kabat
HCDRI1
56 GHVFTSYDMY
AbM
HCDR2
7 YIDSDNGDTSYNQKFKG
Kabat
HCDR2
57 YIDSDNGDTS
AbM
HCDR3 3 YRYAMDY

Jlerkas 1emnb

30

DVVMTQSPLSLPVTLGQPASISCKSSQSLLDSRAKT
YLTWLQQRPGQSPRRLIYLVSKLDSGVPDRFSGSGS
GTDFTLKISRVEAEDVGVYYCWQGTHFPYTFGGGT
KLEIKRTVAAPSVFIFPPSDEQLKSGTASVVCLLNNF
YPREAKVQWKVDNALQSGNSQESVTEQDSKDSTY
SLSSTLTLSKADYEKHKVYACEVTHQGLSSPVTKSF
NRGEC

DVVMTQSPLSLPVTLGQPASISCKSSQSLLDSRAKT
YLTWLQQRPGQSPRRLIYLVSKLDSGVPDRFSGSGS

vk 1 GTDFTLKISRVEAEDVGVYYCWQGTHFPYTEGGGT
KLEIK

LCDRI1 4 KSSQSLLDSRAKTYLT

LCDR2 5 LVSKLDS

LCDR3 6 WQGTHFPYT

BAMB614

Tsoxenast

OCIIb

32

QVQLVQSGAEVKKPGASVKVSCKASGHVFTSYDM
YWVRQAPGQGLEWIGYIDSDNGDTSYNQKFKGRV
TLTVDTSTSTVYMELSSLRSEDTAVYYCAYYRYAM
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DYWGQGTLVTVSSASTKGPSVFPLAPSSKSTSGGT
AALGCLVKDYFPEPVTVSWNSGALTSGVHTFPAVL
QSSGLYSLSSVVTVPSSSLGTQTYICNVNHKPSNTK
VDKKVEPKSCDKTHTCPPCPAPELLGGPSVFLFPPK
PKDTLMISRTPEVTCVVVDVSHEDPEVKENWY VDG
VEVHNAKTKPREEQYNSTYRVVSVLTVLHQDWLN
GKEYKCKVSNKALPAPIEKTISKAKGQPREPQVYTL
PPSREEMTKNQVSLTCLVKGFYPSDIAVEWESNGQ
PENNYKTTPPVLDSDGSFFLYSKLTVDKSRWQQGN
VESCSVMHEALHNHYTQKSLSLSPGK

QVQLVQSGAEVKKPGASVKVSCKASGHVFTSYDM
YWVRQAPGQGLEWIGYIDSDNGDTSYNQKFKGRV

VH 16
TLTVDTSTSTVYMELSSLRSEDTAVYYCAYYRYAM
DYWGQGTLVTVSS
HCDR1
1 SYDMY
Kabat
HCDR1
56 GHVFTSYDMY
AbM
HCDR2
7 YIDSDNGDTSYNQKFKG
Kabat
HCDR2
57 YIDSDNGDTS
AbM
HCDR3 3 YRYAMDY

Jlerkas uienp

30

DVVMTQSPLSLPVTLGQPASISCKSSQSLLDSRAKT
YLTWLQQRPGQSPRRLIYLVSKLDSGVPDRFSGSGS
GTDFTLKISRVEAEDVGVYYCWQGTHFPYTFGGGT
KLEIKRTVAAPSVFIFPPSDEQLKSGTASVVCLLNNF
YPREAKVQWKVDNALQSGNSQESVTEQDSKDSTY
SLSSTLTLSKADYEKHKVYACEVTHQGLSSPVTKSF
NRGEC

VL

14

DVVMTQSPLSLPVTLGQPASISCKSSQSLLDSRAKT
YLTWLQQRPGQSPRRLIYLVSKLDSGVPDRFSGSGS
GTDFTLKISRVEAEDVGVYYCWQGTHFPYTFGGGT
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KLEIK

LCDR1 4 KSSQSLLDSRAKTYLT
LCDR2 5 LVSKLDS
LCDR3 6 WQGTHFPYT
QVQLVQSGAEVKKPGASVKVSCKASGHVFTSYDM
YWVKQAPGQSLEWIGYIDSDNGDTSYNQKFKGKV
TLTVDTSTSTVYMELSSLRSEDTAVYYCAYYRYAM
DYWGQGTLVTVSSASTKGPSVFPLAPSSKSTSGGT
AALGCLVKDYFPEPVTVSWNSGALTSGVHTFPAVL
N QSSGLYSLSSVVTVPSSSLGTQTYICNVNHKPSNTK
33 VDKKVEPKSCDKTHTCPPCPAPELLGGPS VFLFPPK
He PKDTLMISRTPEVTCVVVDVSHEDPEVKFNWYVDG
VEVHNAKTKPREEQYNSTYRVVSVLTVLHQDWLN
GKEYKCKVSNKALPAPIEKTISKAKGQPREPQVYTL
PPSREEMTKNQVSLTCLVKGFYPSDIAVEWESNGQ
PENNYKTTPPVLDSDGSFFLY SKLTVDKSRWQQGN
VESCSVMHEALHNHYTQKSLSLSPGK
QVQLVQSGAEVKKPGASVKVSCKASGHVFTSYDM
BAMB630 | - YWVKQAPGQSLEWIGYIDSDNGDTSYNQKFKGKV
TLTVDTSTSTVYMELSSLRSEDTAVYYCAYYRYAM
DYWGQGTLVTVSS
HCDRI1
. 1 SYDMY
HCDRI1
o 56 GHVFTSYDMY
HCDR2
bt 7 YIDSDNGDTSYNQKFKG
HCDR2
AOM 57 YIDSDNGDTS
HCDR3 3 YRYAMDY

Jlerkas uienpb

34

DVVMTQSPLSLPVTLGQPASISCKSSQSLLDSRAKT
YLTWLLQRPGQSPRRLIYLVSKLDSGVPDRFSGSGS
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GTDFTLKISRVEAEDVGVYYCWQGTHFPYTFGGGT
KLEIKRTVAAPSVFIFPPSDEQLKSGTASVVCLLNNF
YPREAKVQWKVDNALQSGNSQESVTEQDSKDSTY

SLSSTLTLSKADYEKHKVYACEVTHQGLSSPVTKSF
NRGEC

VL

18

DVVMTQSPLSLPVTLGQPASISCKSSQSLLDSRAKT
YLTWLLQRPGQSPRRLIYLVSKLDSGVPDRFSGSGS
GTDFTLKISRVEAEDVGVYYCWQGTHFPYTFGGGT
KLEIK

LCDRI1

KSSQSLLDSRAKTYLT

LCDR2

LVSKLDS

LCDR3

WQGTHFPYT

BAMB631

Tsoxenast

nenb

35

QVQLVQSGAEVKKPGASVKVSCKASGHVFTSYDM
YWVRQAPGQSLEWMGYIDSDNGDTSYNQKFKGR
VTLTVDTSTSTVYMELSSLRSEDTAVYYCAYYRYA
MDYWGQGTLVTVSSASTKGPSVFPLAPSSKSTSGG
TAALGCLVKDYFPEPVTVSWNSGALTSGVHTFPAV
LQSSGLYSLSSVVTVPSSSLGTQTYICNVNHKPSNT
KVDKKVEPKSCDKTHTCPPCPAPELLGGPSVFLFPP
KPKDTLMISRTPEVTCVVVDVSHEDPEVKFNWY VD
GVEVHNAKTKPREEQYNSTYRVVSVLTVLHQDWL
NGKEYKCKVSNKALPAPIEKTISKAKGQPREPQVY
TLPPSREEMTKNQVSLTCLVKGFYPSDIAVEWESN
GQPENNYKTTPPVLDSDGSFFLYSKLTVDKSRWQQ
GNVESCSVMHEALHNHYTQKSLSLSPGK

VH

19

QVQLVQSGAEVKKPGASVKVSCKASGHVFTSYDM
YWVRQAPGQSLEWMGYIDSDNGDTSYNQKFKGR
VTLTVDTSTSTVYMELSSLRSEDTAVYYCAYYRYA
MDYWGQGTLVTVSS

HCDR1
Kabat

SYDMY

HCDRI1
AbM

56

GHVFTSYDMY
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HCDR2

7 YIDSDNGDTSYNQKFKG
Kabat
HCDR2
57 YIDSDNGDTS
AbM
HCDR3 3 YRYAMDY

Jlerkas 1ienp

34

DVVMTQSPLSLPVTLGQPASISCKSSQSLLDSRAKT
YLTWLLQRPGQSPRRLIYLVSKLDSGVPDRFSGSGS
GTDFTLKISRVEAEDVGVYYCWQGTHFPYTFEGGGT
KLEIKRTVAAPSVFIFPPSDEQLKSGTASVVCLLNNF
YPREAKVQWKVDNALQSGNSQESVTEQDSKDSTY
SLSSTLTLSKADYEKHKVYACEVTHQGLSSPVTKSF
NRGEC

DVVMTQSPLSLPVTLGQPASISCKSSQSLLDSRAKT
YLTWLLQRPGQSPRRLIYLVSKLDSGVPDRFSGSGS

BAMBG623

vk 8 GTDFTLKISRVEAEDVGVYYCWQGTHFPYTFGGGT
KLEIK

LCDR1 4 KSSQSLLDSRAKTYLT

LCDR2 5 LVSKLDS

LCDR3 6 WQGTHFPYT
QVQLVQSGAEVKKPGASVKVSCKASGHVFTSYDM
YWVRQAPGQSLEWIGYIDSDNGDTSYNQKFKGKA
TMTVDTSTSTVYMELSSLRSEDTAVYYCAYYRYA
MDYWGQGTLVTVSSASTKGPSVFPLAPSSKSTSGG
TAALGCLVKDYFPEPVTVSWNSGALTSGVHTFPAV

N LQSSGLYSLSSVVTVPSSSLGTQTYICNVNHKPSNT

eIrb

36

KVDKKVEPKSCDKTHTCPPCPAPELLGGPSVFLFPP
KPKDTLMISRTPEVTCVVVDVSHEDPEVKFNWY VD
GVEVHNAKTKPREEQYNSTYRVVSVLTVLHQDWL
NGKEYKCKVSNKALPAPIEKTISKAKGQPREPQVY
TLPPSREEMTKNQVSLTCLVKGFYPSDIAVEWESN
GQPENNYKTTPPVLDSDGSFFLYSKLTVDKSRWQQ
GNVEFSCSVMHEALHNHYTQKSLSLSPGK
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QVQLVQSGAEVKKPGASVKVSCKASGHVFTSYDM
YWVRQAPGQSLEWIGYIDSDNGDTSYNQKFKGKA

VH 20
TMTVDTSTSTVYMELSSLRSEDTAVYYCAYYRYA
MDYWGQGTLVTVSS

HCDR1

1 SYDMY
Kabat
HCDR1

56 GHVFTSYDMY
AbM
HCDR2

7 YIDSDNGDTSYNQKFKG
Kabat
HCDR2

57 YIDSDNGDTS
AbM
HCDR3 3 YRYAMDY

Jlerkas uienpb

30

DVVMTQSPLSLPVTLGQPASISCKSSQSLLDSRAKT
YLTWLQQRPGQSPRRLIYLVSKLDSGVPDRFSGSGS
GTDFTLKISRVEAEDVGVYYCWQGTHFPYTFGGGT
KLEIKRTVAAPSVFIFPPSDEQLKSGTASVVCLLNNF
YPREAKVQWKVDNALQSGNSQESVTEQDSKDSTY
SLSSTLTLSKADYEKHKVYACEVTHQGLSSPVTKSF
NRGEC

DVVMTQSPLSLPVTLGQPASISCKSSQSLLDSRAKT
YLTWLQQRPGQSPRRLIYLVSKLDSGVPDRFSGSGS

Vb 1 GTDFTLKISRVEAEDVGVYYCWQGTHFPYTFGGGT
KLEIK

LCDRI1 4 KSSQSLLDSRAKTYLT

LCDR2 5 LVSKLDS

LCDR3 6 WQGTHFPYT

BAMBG674

Tsoxenast

OCIb

37

QVQLVQSGAEVKKPGASVKVSCKASGHVFTSYDM
YWVRQAPGQGLEWIGYIDSDSGDTSYNQKFKGRV
TLTVDTSTSTVYMELSSLRSEDTAVYYCAYYRYAM
DYWGQGTLVTVSSASTKGPSVFPLAPSSKSTSGGT
AALGCLVKDYFPEPVTVSWNSGALTSGVHTFPAVL
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QSSGLYSLSSVVTVPSSSLGTQTYICNVNHKPSNTK
VDKKVEPKSCDKTHTCPPCPAPELLGGPSVFLFPPK
PKDTLMISRTPEVTCVVVDVSHEDPEVKENWY VDG
VEVHNAKTKPREEQYNSTYRVVSVLTVLHQDWLN
GKEYKCKVSNKALPAPIEKTISKAKGQPREPQVYTL
PPSREEMTKNQVSLTCLVKGFYPSDIAVEWESNGQ
PENNYKTTPPVLDSDGSFFLYSKLTVDKSRWQQGN
VESCSVMHEALHNHYTQKSLSLSPGK

QVQLVQSGAEVKKPGASVKVSCKASGHVFTSYDM
YWVRQAPGQGLEWIGYIDSDSGDTSYNQKFKGRV

VH 21
TLTVDTSTSTVYMELSSLRSEDTAVYYCAYYRYAM
DYWGQGTLVTVSS
HCDRI1
1 SYDMY
Kabat
HCDRI1
56 GHVFTSYDMY
AbM
HCDR2
2 YIDSDSGDTSYNQKFKG
Kabat
HCDR2
58 YIDSDSGDTS
AbM
HCDR3 3 YRYAMDY

Jlerkas uienp

38

DVVMTQSPLSLPVTLGQPASISCKSSQSLLDSRAKT
YLTWLQQRPGQSPRRLIYLVSKLDSGVPDRFSGSGS
GTDFTLKISRVEAEDVGVYYCWQGTHFPYTFEGGGT
KLEIKRTVAAPSVFIFPPSDEQLKSGTASVVCLLNNF
YPREAKVQWKVDNALQSGNSQESVTEQDSKDSTY
SLSSTLTLSKADYEKHKVYACEVTHQGLSSPVTKSF
NRGEC

DVVMTQSPLSLPVTLGQPASISCKSSQSLLDSRAKT
YLTWLQQRPGQSPRRLIYLVSKLDSGVPDRFSGSGS

VL 22
GTDFTLKISRVEAEDVGVYYCWQGTHFPYTFGGGT
KLEIK

LCDR1 4 KSSQSLLDSRAKTYLT
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LCDR2 5 LVSKLDS
LCDR3 6 WQGTHFPYT
QVQLVQSGAEVKKPGASVKVSCKASGHVFTSYDM
YWVRQAPGQGLEWIGYIDSDSGDTSYNQKFKGRV
TLTVDTSTSTVYMELSSLRSEDTAVYYCAYYRYAM
DYWGQGTLVTVSSASTKGPSVFPLAPSSKSTSGGT
AALGCLVKDYFPEPVTVSWNSGALTSGVHTFPAVL
T QSSGLYSLSSVVTVPSSSLGTQTYICNVNHKPSNTK
sDKETIast
39 VDKKVEPKSCDKTHTCPPCPAPELLGGPSVFLFPPK
LIEMb
PKDTLYITREPEVTCVVVDVSHEDPEVKFENWY VDG
VEVHNAKTKPREEQYNSTYRVVSVLTVLHQDWLN
GKEYKCKVSNKALPAPIEKTISKAKGQPREPQVYTL
PPSREEMTKNQVSLTCLVKGFYPSDIAVEWESNGQ
PENNYKTTPPVLDSDGSFFLYSKLTVDKSRWQQGN
VESCSVMHEALHNHYTQKSLSLSPGK
QVQLVQSGAEVKKPGASVKVSCKASGHVFTSYDM
VH ) YWVRQAPGQGLEWIGYIDSDSGDTSYNQKFKGRV
BAMB675 TLTVDTSTSTVYMELSSLRSEDTAVYYCAYYRYAM
DYWGQGTLVTVSS
HCDR1
1 SYDMY
Kabat
HCDR1
56 GHVFTSYDMY
AbM
HCDR2
2 YIDSDSGDTSYNQKFKG
Kabat
HCDR2
58 YIDSDSGDTS
AbM
HCDR3 3 YRYAMDY

Jlerkas uienp

38

DVVMTQSPLSLPVTLGQPASISCKSSQSLLDSRAKT

YLTWLQQRPGQSPRRLIYLVSKLDSGVPDRFSGSGS
GTDFTLKISRVEAEDVGVYYCWQGTHFPYTFGGGT
KLEIKRTVAAPSVFIFPPSDEQLKSGTASVVCLLNNF
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YPREAKVQWKVDNALQSGNSQESVTEQDSKDSTY
SLSSTLTLSKADYEKHKVYACEVTHQGLSSPVTKSF
NRGEC

VL

22

DVVMTQSPLSLPVTLGQPASISCKSSQSLLDSRAKT
YLTWLQQRPGQSPRRLIYLVSKLDSGVPDRESGSGS
GTDFTLKISRVEAEDVGVYYCWQGTHFPYTFGGGT
KLEIK

LCDRI1

KSSQSLLDSRAKTYLT

LCDR2

LVSKLDS

LCDR3

WQGTHFPYT

BAMB700

Tsoxenast

OCIb

37

QVQLVQSGAEVKKPGASVKVSCKASGHVFTSYDM
YWVRQAPGQGLEWIGYIDSDSGDTSYNQKFKGRV
TLTVDTSTSTVYMELSSLRSEDTAVYYCAYYRYAM
DYWGQGTLVTVSSASTKGPSVFPLAPSSKSTSGGT
AALGCLVKDYFPEPVTVSWNSGALTSGVHTFPAVL
QSSGLYSLSSVVTVPSSSLGTQTYICNVNHKPSNTK
VDKKVEPKSCDKTHTCPPCPAPELLGGPSVFLFPPK
PKDTLMISRTPEVTCVVVDVSHEDPEVKENWY VDG
VEVHNAKTKPREEQYNSTYRVVSVLTVLHQDWLN
GKEYKCKVSNKALPAPIEKTISKAKGQPREPQVYTL
PPSREEMTKNQVSLTCLVKGFYPSDIAVEWESNGQ
PENNYKTTPPVLDSDGSFFLYSKLTVDKSRWQQGN
VESCSVMHEALHNHYTQKSLSLSPGK

VH

21

QVQLVQSGAEVKKPGASVKVSCKASGHVFTSYDM
YWVRQAPGQGLEWIGYIDSDSGDTSYNQKFKGRV
TLTVDTSTSTVYMELSSLRSEDTAVYYCAYYRYAM
DYWGQGTLVTVSS

HCDRI1
Kabat

SYDMY

HCDRI1
AbM

56

GHVFTSYDMY

HCDR2
Kabat

YIDSDSGDTSYNQKFKG
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HCDR2
AbM

58

YIDSDSGDTS

HCDR3

YRYAMDY

Jlerkas uenp

52

DVVMTQSPLSLPVTLGQPASISCKSSQSLLDSRAKT
YLTWLQQRPGQSPRRLIYLVSKLDSGVPDRFSGSGS
GTDFTLKISRVEAEDVGVYYCWQGTHFPYTFGQGT
KLEIKRTVAAPSVFIFPPSDEQLKSGTASVVCLLNNF
YPREAKVQWKVDNALQSGNSQESVTEQDSKDSTY
SLSSTLTLSKADYEKHKVYACEVTHQGLSSPVTKSF
NRGEC

VL

53

DVVMTQSPLSLPVTLGQPASISCKSSQSLLDSRAKT
YLTWLQQRPGQSPRRLIYLVSKLDSGVPDRFSGSGS
GTDFTLKISRVEAEDVGVYYCWQGTHFPYTFGQGT
KLEIK

LCDRI1

KSSQSLLDSRAKTYLT

LCDR2

LVSKLDS

LCDR3

WQGTHFPYT

BAMB701

Tsoxenast

LEIb

39

QVQLVQSGAEVKKPGASVKVSCKASGHVFTSYDM
YWVRQAPGQGLEWIGYIDSDSGDTSYNQKFKGRYV
TLTVDTSTSTVYMELSSLRSEDTAVYYCAYYRYAM
DYWGQGTLVTVSSASTKGPSVFPLAPSSKSTSGGT
AALGCLVKDYFPEPVTVSWNSGALTSGVHTFPAVL
QSSGLYSLSSVVTVPSSSLGTQTYICNVNHKPSNTK
VDKKVEPKSCDKTHTCPPCPAPELLGGPSVFLFPPK
PKDTLYITREPEVTCVVVDVSHEDPEVKENWY VDG
VEVHNAKTKPREEQYNSTYRVVSVLTVLHQDWLN
GKEYKCKVSNKALPAPIEKTISKAKGQPREPQVYTL
PPSREEMTKNQVSLTCLVKGFYPSDIAVEWESNGQ
PENNYKTTPPVLDSDGSFFLYSKLTVDKSRWQQGN
VESCSVMHEALHNHYTQKSLSLSPGK

VH

21

QVQLVQSGAEVKKPGASVKVSCKASGHVFTSYDM
YWVRQAPGQGLEWIGYIDSDSGDTSYNQKFKGRV
TLTVDTSTSTVYMELSSLRSEDTAVYYCAYYRYAM
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DYWGQGTLVTVSS

HCDR1

1 SYDMY
Kabat
HCDR1

56 GHVFTSYDMY
AbM
HCDR2

2 YIDSDSGDTSYNQKFKG
Kabat
HCDR2

58 YIDSDSGDTS
AbM
HCDR3 3 YRYAMDY

DVVMTQSPLSLPVTLGQPASISCKSSQSLLDSRAKT
YLTWLQQRPGQSPRRLIYLVSKLDSGVPDRFSGSGS
GTDFTLKISRVEAEDVGVYYCWQGTHFPYTFGGGT
Jlerkas uens |54 KVEIKRTVAAPS VFIFPPSDEQLKSGTASVVCLLNNF
YPREAKVQWKVDNALQSGNSQESVTEQDSKDSTY
SLSSTLTLSKADYEKHKVYACEVTHQGLSSPVTKSF
NRGEC

DVVMTQSPLSLPVTLGQPASISCKSSQSLLDSRAKT
YLTWLQQRPGQSPRRLIYLVSKLDSGVPDRFSGSGS

Vb > GTDFTLKISRVEAEDVGVYYCWQGTHFPYTFGGGT
KVEIK

LCDRI1 4 KSSQSLLDSRAKTYLT

LCDR2 5 LVSKLDS

LCDR3 6 WQGTHFPYT

[0087] TepMuHbl «MAEHTUYHBIIN» WA MPOLEHT KUACHTUYHOCTH» B KOHTEKCTE JIBYX HJIU
OoJiee HyKJIEMHOBBIX KUCIIOT WJIH MOJIUIENTUIHBIX MOCIeOBATEIbHOCTEH (HAPUMED, aHTUTEN K
3pE A ¥ mNONMHYKIEOTHAOB, KOTOpbIE HX KOAHPYIT, mnojunentunoB 3pE AR wu
nonuHykyieotTunoB 3pE AP, koTopele WX KOAHPYIOT), OTHOCATCS K JABYM Wiu OoJjee
MOCJIEIOBATEIbHOCTSIM WJIU TOAIIOC/IEOBATENBHOCTAM, KOTOPBIE SIBJISIFOTCS OJUHAKOBBIMU HITH
UMEIOT OINPENENICHHbI MPOLEHT AaMUHOKUCIOTHBIX OCTATKOB WJIM HYKJIEOTHUIOB, KOTOpPBIE
SIBJISTFOTCS. OJJMHAKOBBIMH TIPU CPAaBHEHUM W BBIPABHUBAHHUH ISl OMPENENICHUS] MAaKCHMAaJIbHOTO
COOTBETCTBHUS, KaK H3MEPEHO C HCIOJIb30BAHUEM OJHOTO U3 CJEAYIOUIUX aJrOPUTMOB
CpaBHEHUS MOCJIEI0BATEIbHOCTEN WIHM MyTEM BU3YaJIbHOTO OCMOTpA.

[0088] [lns cpaBHEHUS MOCIENOBATENBHOCTEN, KaK MPABUJIO, OJTHA MOCJIEN0BATEIbHOCTD
BBICTYNAET B KAYECTBE 3TAJOHHON IMOCJIENOBATEIbHOCTH, C KOTOPOU CPABHUBAIOT UCIBITYEMYIO

noCJacaoBaTCIbHOCTD. HpI/I HUCIIOJIb30BAHUU aJITOpUTMAa CPaBHCHUA MOCJIEA0OBATEIbHOCTEH B
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KOMITBIOTEP BBOZST HCHBITYEMYIO U 3TAJOHHYIO IOCIENOBATEIBHOCTH, NMPU HEOOXOIUMOCTH
OTIPENENAI0T KOOPAUHATHI MOAIOCIEAOBATENbHOCTH M OIPENENAIOT MapaMeTpbl MPOrpamMMbl
aNTOPUTMA TOCJIEAOBATENHOCTH. BriocneacTBuy anroputM CpaBHEHUs IOCIENOBATEIbHOCTEN
pacCUUTHIBAET MPOLEHTHYIO HIEHTHYHOCTh IMOCIENOBATEIbHOCTH [JIsI HCHBITYeMOH (-bIX)
NIOCJIEIOBATENbHOCTU (-€H) MO0 OTHOIIEHHIO K OTAJIOHHOHM IOCIeNOBATEIbHOCTH HAa OCHOBE
3aJJaHHBIX [TAPAMETPOB NIPOrPaMMBI.

[0089] OnTumanbHOE BBIpAaBHHBAHME IOCIENOBATEIbHOCTEH MJii CPABHEHMUS MOXKHO
NPOBOJUTD, HAMIPUMEP, C MOMOIIBIO AJITOPUTMA JIOKAIbHOU romojoruu no Smith & Waterman,
Adv. Appl. Math. 2:482 (1981), ¢ wuCIONB30BaHMEM AaJITOpPUTMAa BBIPABHUBAHUS obOjacTei
romoioruu 1o Needleman & Wunsch, J. Mol. Biol. 48:443 (1970), ¢ momoIbto crocoda moucka
nonobust mo Pearson & Lipman, Proc. Nat’l. Acad. Sci. USA 85:2444 (1988), ¢ momorbto
KOMITBIOTEPH3HPOBAHHBIX peanusanuii 3Tux anroputmo (GAP, BESTFIT, FASTA u TFASTA
B makere nporpammHoro obecmeuenust Wisconsin Genetics, Genetics Computer Group, 575
Science Dr., r. Maaucon, mrat Buckoncun, CIIIA) niam myreM BH3yallbHOTO KOHTPOJIS (CM. B
ocHoBHOM Current Protocols in Molecular Biology, F.M. Ausubel et al., eds., Current Protocols,
coBMecTHoe npennpusitie komnanuii Greene Publishing Associates, Inc. u John Wiley & Sons,
Inc., (Jononuenue, 1995) (Ausubel)).

[0090] IlpumepamMu anropuTMOB, MPUEMIIEMBbIX [Jid ONpENENeHUs IPOLIEHTHON
UJICHTHYHOCTHU TIOCJIEOBATENBHOCTH M CXOICTBA IOCIIEN0BATENbHOCTEH, SBISIFOTCS aJrOPUTMBbI
BLAST u BLAST 2.0, onucannsie B pabote Altschul et al. (1990) J. Mol. Biol. 215: 403-410 u
Altschul et al. (1997) Nucleic Acids Res. 25: 3389-3402 cootBercTBenHo. Ilporpammuoe
obecnieuenne ans nposeneHuss BLAST-ananu3oB oOmenoctynHo yepe3 HanpoHanbHbINH LEHTP
OuorexHonorndecko — uHpopmauumu.  JlaHHBIA ~ aNrOpUTM  BKIIOYAET,  BO-IIEPBBIX,
UIEeHTU(UKALMIO  T[ap  BBICOKOKAYeCTBEHHbIX  nociepoBarenbHocTel  (HSP)  mytem
UEHTU(UKALUN KOPOTKHUX CJIOB AJMHOM W B HMCKOMOH IOCIENOBATEIbHOCTH, KOTOpPbIE JHOO
COBMAJAIOT, JTUOO YIOBIETBOPSIIOT HEKOTOPOMY MOJIOKHUTEIBHOMY MOPOTOBOMY MoOKaszatemo T
NPU COBMEIIEHHH CO CJIOBOM TOH K€ JJHHBI B TOCJIEIOBATENIbHOCTH 0Oa3bl AaHHBIX. «T»
HA3bIBAIOT MOPOTrOBBIM IMOKAa3aTeJeM CXOACTBa coceqHux cioB (Altschul ¢ coaBt. Bbile). OTH
HayaJIbHbIE COBMANEHHUs] COCEIHUX CJIOB JEHCTBYIOT Kak oOpasel il WHHULIHALWHN TIOUCKA,
yro0Obl Haiitu Oonee muHHBIE HSP ¢ HuMu. CoBnaneHus CJIOB 3aT€M PaCIIUPSIOTCS B 00OUX
HAINpPaBJICHUSIX BAOJIb KKIOW MOCIEAOBATENILHOCTH IO TE€X IOP, ITOKA COBOKYITHBIM MOKA3aTeNb
BBIPABHUBAHUS MOYKHO YBEJTHYUBATb.

[0091] CoBokymnHble Oaibl BBIYUCISIOTCS C HCMOJB30BAHMEM MapameTpoB M s
HYKJICOTHIHBIX TOCIIeOBaTeIbHOCTEH (0ajul BO3HArpakKAoeHWs [JIsl Tapbl COBMAAFOIINX
octaTkoB; Bcerna > 0) u N (mrpadHoit 6amt 3a He coBmagaroimue octatku;, Bcerna < 0). s
AMHHOKHUCJIOTHBIX TOCJIEOBATENbHOCTEH MaTpHLy IoncdeTa OajoB HCIONB3YIOT Il pacueTa
COBOKYMHOro Oajyia. PacmupeHue 3a4eToB CJIOB B Ka)KAOM HAIpPABISHUU MPEKpPAIlaeT, KOraa:
COBOKYIIHBIH OaJijT BBIPABHUBAHUS MMAJA€T HA BEIMYUHY X OT €r0 MAaKCUMAJIbHOTO JOCTHTHYTOTO
3HAYEHMsT, COBOKYITHBIM Oajul CTPEMUTCS] K HYJIIO WIM HUXKE BCJIEACTBHE HAKOIUIEHHS OTHOTO

unn  Oonee OTpULATCIIbHBIX 0ajuioB BbIpaBHUBAHUA OCTATKOB, WJIWX B KOHIE K&)KI[OFI
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nocnenosarenbHocTu.  Ilapamerper W, T wu X anroputma BLAST  onpenenstor

)
qyBCTBUTEJIBHOCTh M CKOPOCTH BbIpaBHUBaHUs. B mporpamme BLASTN (ans HyKI€OTHIHBIX
NIOCJIEIOBATENBHOCTEH) 110 YMOIYAHHUIO UCTIONB3YIOT AnHYy cinoBa (W), paBHyro 11, oxunanue
(E), paBHoe 10, M=5, N=-4, a Ttaxxke cpaBHeHHe obOoux ueneil. [[1s1 aMHUHOKHCIOTHBIX
nocnenosatenbHOCTell B nporpamme BLASTP no ymom4anuto ucnomis3yroT anuHy ciosa (W),
paBnyto 3, oxxunanue (E), pasroe 10, u matpuny 3ameH BLOSUMG62 (cm., Henikoff & HenikofT,
Proc. Natl. Acad. Sci. USA 89:10915 (1989)).

[0092] B nononHeHne K TPOLIEHTY HASHTHYHOCTH IOCJIENOBATEIbHOCTH, aJITOPUTM
BLAST Takske BBIMOJNHSET CTATUCTHUECKUN aHAJIU3 CXOACTBA JBYX MOCJIEI0BATEIbHOCTEH (CM.,
Hanpumep, Karlin & Altschul, Proc. Nat’l. Acad. Sci. USA 90:5873-5787 (1993)). Onno
U3MEpEeHHe CxXOAcCTBa, npoBogumoe anroputmMoM BLAST, 3akmrouaercss B OmnpeneseHuH
HanMeHblIel cymmapHoil BepositHoct (P(N)), KoTOpast ykasblBaeT Ha BEPOSTHOCTb, NPHU
KOTOPOH COBMAJCHHUE IBYX HYKJICOTHIHBIX MJIM AMUHOKHCIOTHBIX MOCIEIOBATENIbHOCTEH Oyaer
NPOUCXOOUTh CIy4aiiHbIM oOpazoM. Hampumep, HykJIeHMHOBAsI KUCIIOTa CUUTAETCSl AHAJIOTUYHOM
STAJIOHHOM MOCJIEe0BaTeNIbHOCTH, €CJIM HAauMEHbIlas CyMMapHasi BEpOSTHOCTb NPU CPaBHEHUU
UCCJIeyEMON HYKJIEUHOBON KHMCIJIOTBHI C 3TAJIOHHON HYKJIEMHOBOU KHMCIIOTOW COCTAaBIISIET MEHEe
okono 0,1, bonee mpenmoutuTeibHO MeHee okojio 0,01, a Hanboyee MPEATIOYTUTENLHO MEHEe
okouo 0,001.

[0093] [lomonHuTenpHBIM IOKA3aTeleM IO CYyIIEeCTBY HAEHTUYHOCTU  ABYX
HYKJIEOTUJIHBIX MOCJE€N0BATENbHOCTEH WM JIBYX MOJUNENTUIOB SBJIAETCS UMMYHOJOTHYECKOE
MEPEKPECTHOE PEarupOBAHUE MOJUIENTUAA, KOAUPYEMOTO NEPBOM HYKJIEMHOBOW KHUCIIOTOH, C
MOJIUIIENITUIOM, KOAUPYEMBIM BTOPOH HYKJIEMHOBOM KHCJIOTOHM, KaK OMNMCAaHO Huke. Takum
o0pa3oM, MONUIIENTHZ, KaK MPaBUJIO, MO CYILIECTBY MIEHTHYEH BTOPOMY IOJMIIENTHAY,
HanpuMep, KOria J1Ba MENTUAA OTJIMYAKTCS TOJbKO KOHCEPBAaTUBHBIMHM 3aMeHamu. [lpyrum
IPU3HAKOM MO CYLIECTBY HIEHTHUYHOCTH JBYX IOCJIENOBATEIbHOCTENH HYKJIEHHOBBIX KHCIOT
SIBJIIETCS THOPHUIN3ALHSI STHX JBYX MOJIEKYJI IPYT C APYTOM B CTPOTHX YCJIOBUSIX.

CriocoOsl in vitro

[0094] Crnenyer mnoHuMMaTh, 4YTO TMPEANOJAraeTcss MPUMEHEHHE BCEX CIIOCOOOB
UMMYHOJIOTHUECKHUX aHAJIU30B C HCIOJIb30BAHHEM AaHTUTEN WIM WX aHTUIE€HCBS3BIBAIOLINX
(parMeHTOB B COOTBETCTBHUU C TPEANOYTHTEIbHBIMH HAa JAHHBII MOMEHT BapHAaHTAMH
OCYIIECTBJIEHUs, BKJIIOYAasl AHAJIM3bl, B KOTOPBIX AHTUTENA WM HX AaHTUIEHCBS3bIBAIOLIUE
(parMeHTsl CBsA3aHbI C TBEPABIMH (a3aMH, W AHAIU3bI, B KOTOPBIX AHTUTENA HAXOIATCS B
xunkoi cpene. CriocoObl MMMYHOJIOTHYECKUX AHAIM30B, KOTOPBIE MOXKHO HCIOJB30BATH MJIS
OOHapy>KeHHsI aHAJMTOB C UCMOJB30BAHUEM AHTHUTEJN, BOIUIOIIAOIINX CYLIECTBEHHbIE IPU3HAKU
HACTOSIIETO HM300peTeHHs, BKIOYAOT, 0€3 OrpaHM4YeHHi, KOHKYPEHTHbIE (OrpaHHYEHHbIE
peareHTaMH) aHaJINU3bl, B KOTOPBIX MEUEHBIH aHANUT (AHAJIOT aHAJIWTA) M aHAJIHUT B oOpasue
KOHKYPUPYIOT 3a aHTHUTeNa, U UMMYHOMETPUYECKHE AaHAJIU3bl C OJHUM CalTOM, B KOTOPBIX
AHTUTEJIO SABJIAETCS MEUEHHBIM; U T. II.

[0095] AnTHTena uaM MX aHTUIEHCBS3bIBAIOIIUE (PPArMEHTBHI COTJIACHO H300pETEHHIO

MO>KHO HCIIOJIB30BaTh B OOBIYHBIX HMMYHOJIOTHUECKUX MeToaax i ooHapyxkenus AB3pE, rae
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Obl OH HM BO3HHUK, BKJIFOYas OHOJIOTHMYECKHE OOpasLbl JIsi MOHHUTOPHUHIA CBSI3aHHBIX C [3-
aMIJIONZIOM 3a00NIeBaHMM, W KOHOUIMOHMPOBAHHBIE Cpenbl U3 KYyJbTYpbl KJIETOK IS
MOHUTOPHHIa BHYTpPUKJIeTOYHOro mnpoueccudra APP. Tloaxonsmue HWMMyHOJOrHYECKUE
METO/BI XOPOIIO U3BECTHBI CIIELHATNUCTAM B JAHHOM 00JIACTH TEXHUKHU U BKJIFOYAIOT, HAIPUMeED,
HUDA, BecTepH-OJOTTHHT, KOHKYPEHTHBIN WIIM COHABUY-UMMYHOAHAIN3 U T.IL., & TAKXKE XOPOIIO
U3BECTHBI, BCE OHH 3aBUCST OT 00Pa30BaHUsI UMMYHHOT'O KOMITJIEKCA AaHTUTeH-aHTHTEIO, TIPUYEM
C LIEJIbIO aHAJIN3A AHTUTEJIO WJIM €r0 aHTUTCHCBSA3BIBAIOIINN (PPArMEHT MOTYT ObITh TOMEYEHBI C
BO3MOKHOCTBIO OOHApy)KEeHUs, HAmpuMep, paauo-, (epMEeHTATUBHBIMH, JFIOMHHECIIEHTHBIMU
win (JIyOpeCHEeHTHBIMH METKAMHU, HJIH OHH MOTYT ObITh MMMOOHMITU30BaHbI HA HEPACTBOPHUMBIX
HocuTensix. TakuM o00pa3oM, LENbI0 HACTOSIIEro H300peTeHus: sBIsieTcss obOecredeHue
UMMYHOAHAJIN30B I omnperenenus win odHapyskenus AB3pE wmu ero ¢parmenrta B o0Opasile,
IpU 5TOM CIOCOO BKIKOYAET TpHUBENEHHe o0pasna B KOHTAKT C AHTHTEJIOM WJIH €ro
AHTUTeHCBS3BIBAIOIINM (parMeHTOM ¢ AB3pE mim ero ¢pparMeHTOM COTIaCHO M300PETEHUIO U
onpeneneHue TOro, oOpa3oBaH JM HMMMYHHBIH KOMIUIEKC MEXAY AaHTHTEJIOM WA €ro
aHTUTeHCBs3BbIBAIOIINM (pparmeHToM U AB3pE mnu ero ¢pparmeHToM. ITH CrtocoObI MOTYT OBITH
BBINOJIHEHBI JIN0O Ha oOpa3nax TKaHH, JH00 Ha o0pa3uax KUAKOCTEH OpraHu3Ma U 10 CYIIECTBY
BKJIIOYAIOT TMOJIlydeHHe oOpasia M3 opraHu3Ma CyObeKTa, NMpHBEeNeHHEe yKa3aHHOro obpasma B
KOHTaKT ¢ 3(Q@EKTUBHBIM Ul BH3YQJIN3aLUH KOJWYECTBOM MEYEHHOTO C BO3MOXKHOCTBIO
OOHapy>KeHHsI aHTUTEJIAa WM €r0 aHTUTE€HCBS3bIBAIOIIET0 (PparMeHTa COrIaCHO M300PETEHHIO; 1
oOHapy>keHHe METKH Ul YCTaHOBJeHUs B oOpasue npucyrcteus AB3pE mnu ero ¢pparmeHTOB.
CriocoObl M3MepeHusi C UCIONIb30BAHUEM AHTUTEN WM MX aHTUT€HCBSA3BIBAIOIIUX (PPAarMEHTOB
[0 HACTOALIEMY H300PETEHHIO HE MMEIOT KOHKPETHBIX OrpaHH4eHuil. MOXXHO HCIONb30BaTh
moOoii crmocod n3MepeHHs MpU YCJIOBHH, YTO KOJIMYECTBO aHTHTEJ, aHTUTE€HOB HJTH KOMILIEKCOB
AHTUTEH-aHTHUTEJIO COOTBETCTBYET KOJMYECTBY AHTHUICHOB, B YAaCTHOCTH, KojmdecTBO AP3pE
WM ero ()parMeHTOB B OLIEHUBAEMbIX PACTBOPAX ONPENEISIOT XUMUYECKUMH WIH (PU3HUECKUMU
CPEACTBAMH U pPACCYMTHIBAIOT HAa OCHOBAHMUHM CTAHAAPTHBIX KPUBBIX, TOJIYYEHHBIX C
UCTIOJIb30BAHUEM CTaHIAPTHBIX PACTBOPOB, COAEPIKALIUX AHTUT'CHbI B M3BECTHBIX KOJIUUYECTBAX.
Hampumep, uenecooOpasHO  HCMHOJIB30BaTh  He(eroMeTpuro, KOHKYPEHTHbIE  METOJBbI,
UMMYHOMETPUYECKHE METOObl M COHABHY-METONbI. UTO Kacaercs 4YyBCTBUTENBHOCTH U
cneun(pUIHOCTH, OCOOEHHO MPENNOUTHTEIBHO HCIIOIb30BaTh CIHIBUY-METOBL.

[0096] B coHxBuuY-mMeTOZAaxX  HCClEQyeMble  pacTBOPbl  B3aUMOJIEHCTBYIOT €
HEpaCTBOPHMBIMU AHTHTEJAMH, TaKMMH Kak HepacTBopumble aHTHTena k AB3pE (mepmas
peakumsi), fajee pearupyrT ¢ MEUYEHbIMH BTOPHUYHBIMU AHTUTENAMH (BTOpasl PEaKLHUs), 3aTeM
AHATM3UPYIOT aKTUBHOCTb METSIIUX areHTOB HA HEPACTBOPUMBIX HOCHTEJISAX, IIOCPEACTBOM HYETO
MOKHO ompenenutb komudectBo AP3pE wmmm ero ¢pparMeHTOB B HCCIIENyEMBIX PacTBOpaX.
IlepByr0 peakuM0 M BTOPYK pPEAKLUI0 MOXHO NPOBOAUTH OIHOBPEMEHHO  HIIU
NIOCJIEIOBATENBHO.

[0097] B crocobax m3MepeHHsI B KaueCTBE METSIIUX AreHTOB HCIIOJB3YIOT METSIIUE
BEIECTBA, PAAHOU30TONbI, (PepMEHTHI, (PIIyOPECLIEHTHBIE BELIECTBA, CBETAIINECS BELIECTBA U T.

125, 131y 3 14
n. Ilpumeprl paguON30TONOB BKJIKYAKOT I, 7', "H u 7C. ®epMmeHThl, Kak MNpaBuio,
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O0OHapY>KUBAIOT MyTEM KOHBIOTAIIMA COOTBETCTBYIOIIETO CyOCTpaTa, KOTOPBIH, B CBOIO OYepenb,
KaTanu3upyer OOHapyXMBaeMyl peakiuro. X mnpumepsl BKIOYAOT, Hampumep, Oera-
rajjaKTo3uaasy, Oera-rIroKo3uaasy, IIEJOYHYIO docparasy, HepPOKCUIA3y u
MaJaTAeruaporeHasy, IpeanoYTUTENbHO Nepokcuaasy xpeHa. K cBersmumcs BemecTBam
OTHOCATCS, HalpuMep, JIOMHUHOJN, IPOU3BOAHBIE JIIOMUHOJNA, JMOLM(EpPUH, 3SKBOPUH H
mouundepasa. Kpome Toro, cucrems! aBUIUH-OMOTHH TaKK€ MOYKHO HCIIOIb30BATh ISl MEYEHUSI
AHTUTE] U UMMYHOT€HOB IO HacTosiieMy u3oOpereHmio. Korma MMMyHOreHBl WM aHTHTENA
HEPACTBOPHUMBI, MOKHO HCIIOJIb30BaTh JHOO (PU3uYeckyro aacopOuuio, 00 XHUMHUYECKOEe
CBSI3bIBAHUE, KaK MPABUJIO, JIsl HHAKTUBALMH WK (PUKCALIUH OeNKOB Win ¢pepMeHTOB. [Ipumepsr
HOCHUTENIell BKJIIOYAIOT HEPACTBOPUMBIC TMOJHCAXApUABI, TaKHE KaK arapos3a, AEKCTpaH H
LIEJUTIOJI03a, CHHTETHYECKHE CMOJIbI, TAKHE KaK MOJUCTHPOJ, MOJIHAKPHIAMHI U CUIHMKOHOBBIE
NOJIIMEPBI, H CTEKIIO.

[0098] B nomomHUTENPHOM BapHaHTe OCYLIECTBICHHS [IJIsl OOHApPYXXEHHS WM
OUATHOCTHKU  CBSI3aHHBIX ¢ [-ammioupamu  3a0ojieBaHuil  Omonormdeckuii  obpaser,
BKJIFOUAKOIMI TKaHb, OHMOJOTWYECKHE >KUAKOCTH OpPraHM3Ma, TaKWe KakK CIIMHHOMO3TOBas
xunkoctb (CMIK), kpoBb, m1a3Ma KPOBH, CHIBOPOTKA, MOYA U T. II., CONEPKUT U MPHUBOAUTCS B
KOHTaKT C TMOAXOISIINM KOJIMYECTBOM IIEPBOrO aHTUTENA AJIS MPOAYLUPOBAHUS HMMYHHOTO
Komruiekca. KOHTakT, Kak MpaBwWO, BKJIIOHYAeT Ao0aBieHHe oOpasma K TBEPAOH MaTpule,
TIOKPBITON MEPBBIM aHTUTENOM. KOMIUIEKC, MOTy4YeHHBIH B pe3ysibTaTe MpuBeneHus obpasua B
KOHTaKT C INEPBBIM AHTHUTEJIOM, OTAEISIIOT OT oOpas3lia Mpu MoMoInu sirouposaHus. OmHako
MO>KHO HCIOJIb30BaTh U JIPyTHe CIOCOObI M3BJIEUEHMs. BBIAENEHHbIN KOMIUIEKC NPUBOMAT B
KOHTAaKT MO MEHbIIEHl Mepe C OJHUM BTOPbIM AHTHUTEJIOM, HAIPABJIEHHBIM HAa AHTUI'€HHYIO
JETePMHUHAHTY Ha AHTHICHE M CIIOCOOHBIM CBSI3bIBATh AHTHIEH B KOMIUIEKCE. AHTUIEHHAs
JIEeTepMHUHAHTA, Ha KOTOPYIO HAIpaBIEHO BTOPOE AaHTUTENO, MOXeT ObITb TOH XKe
J€TePMUHAHTOMN, Ha KOTOPYIO HAMPABJIEHO MEPBOE AHTUTEJIO M3-3a MOJUAUTONHOW MPUPOALI
aHTUTeHHOro (parmenTta. JInbo mepBoe, MO0 BTOPOE AHTUTENO MOTYT OBITH BBITIOJHEHBI C
BO3MOKHOCTBIO OOHApY’KEHHsI C HWCIOJb30BAHHUEM JIOOOW M3 METOK, OMHMCAHHBIX Bbille. B
NPEATIOYTUTEIbHOM BapUAHTE OCYIIECTBIIEHHSI BTOPOE AHTHTENO SIBJISETCS OOHAPYKMBAEMBbIM.
[IpucyrcTBUe OOHAPYKUBAEMOIO AaHTHUTENA, CBA3aHHOTO C KOMILUIEKCOM, COCTOSIIIUM U3
AHTUT€HA, CBS3aHHOTO C TMEPBBIM W BTOPBIM AHTHUTENIAMH, MOJKHO JIETKO OOHApyXHUTh C
NOMOIIBID HW3BECTHBIX B JaHHOH oOmactm Meroauwk. IlyremM CpaBHEHHsI pe3yJbTaTOB,
MOJIYYE€HHBIX JJIs1 OMOJIOrHYeCcKOro o0pasia, ¢ pe3yabTaTaMH, IMOJYYEeHHBIMH JJIs1 KOHTPOJIBHOTO
o0pasna, MOKHO ONPEAeNTUTh HAINYHE WK YPOBHU M3MeHeHHoro AB3pE wnn ero ¢pparMeHToB.

Cnoco0slI In vivo

[0099] AcnekTbl M300peTeHHs] OTHOCATCS K CIOCOOy NPEAOTBPALICHUS, CHIDKEHUS
UHTEHCUBHOCTH, JICUEHUS] W/WJIM YMEHBLICHHUs OTJIOXKEHUS OeTa-aMHJIOMIIOB NPH CBSI3aHHBIX C
OeTa-aMUIIONIaMH MTATOJIOTMYECKUX COCTOSTHHSIX, BKIIFOYAOLIIEMY BBEIEHHE TPEOYIOIEMY 3TOTO
CyObeKTy aHTHTENI WM HUX AaHTUIeHCBA3BIBAIOIIUX (PparMeHTOB, ONHCAHHBIX B JaHHOM
JIOKyMEHTe, B TepaneBTHUecKu 3(PQexTHBHOM KonudecTBe. JlOMONHUTENbHBIE ACHEKTHI

n300peTeHNs] BKIIIOYAIOT (hapMalleBTHUECKYI0 KOMITO3ULIMIO ISl TPENOTBPAINECHUS, CHUKEHUS
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MHTEHCUBHOCTH, JICUEHHsI F/UJIM YMEHbIIEHHS] aMUJIOUAHBIX OTJIOKEHUH NP CBS3aHHBIX ¢ OeTa-
aMIJIONZAMH  TIATOJIOTHYECKUX  COCTOSHHUSAX, IpUYeM  yKa3aHHas  (apMareBTHUECKas
KOMITO3UIIUST CONEP)KUT AHTHUTENAa WIM MX AHTUTEHCBS3bIBaIOLINe (parMeHThbl, ONHUCAHHBIE B
naHHOM jaokyMmeHTe. (CrocoObl 1O  HAcToAlleMy H300pPETEHHIO BKIIOYAIOT BBEACHUE
HYKIAIOLEMyCsl B 3TOM CyOBekTy 3(p(peKTHBHOrO KOJIMYEeCTBa OJHOIrO Win OoJjiee aHTUTEN WIIN
UX aHTHUTE€HCBS3bIBAIOLINX (PParMEeHTOB, ONMCAHHBIX B JAHHOM JIOKYMEHTE.

[00100] B omnHoM acmekTe H300peTeHHE OTHOCHTCS K CrocobaM MpemaoTBpAlLeHHSs,
CHIDKEHHsSI MHTEHCUBHOCTH, JICUEHHUs] W/WJIM YMEHbLICHHs OTJIOKEHUs OeTa-aMHJIOMIOB TpHU
NATOJIOTUYECKHUX COCTOSIHUSIX, XapaKTePU3YIOLUIUXCsi 00pa3oBaHueM OJISIIIeK, conepKamux oera-
aMIIONAHBIA O€eJIoK, y JIroAed, NpuYeM Croco0 BKIOYAET BBENEHHUE, MNPENNOYTHTEIBHO
nepupepudecky, HYXKTAIOMEMyCss B TaKOM JICUEHHH YEJIOBEKY TEpareBTUYECKH WJIH
npodrakTHIecKu 3(PQPEKTUBHOIO KOJWYECTBA AHTHTENA COTJACHO HM300PETEHHIO WU €ro
UMMYHOPEAaKTHBHOTO (parMeHTa, kotopoe crenuduuecku cpssbiBaercs ¢ AB3pE venoseka. B
elle OMHOM acmeKkTe H300peTeHHe OTHOCHUTCS K Ccroco0aM MHIHOMPOBAaHUS OOpa3OBaHUS
AMIJIONIHBIX OJIALIEK W/HIM CIoco0aM yCTpaHEHHWS aMHJIOWIHBIX OJIAIIEK y JIFOAEH, mpuyeM
croco0 BKIJIOYAET BBEICHUE HYKAAIOLIEMYCsl B TAKOM MHTHOUPOBAHUM WM OYHCTKE CYOBEKTY-
4eJoBeKy 3(P(PEKTUBHOIO KOJHYECTBA AHTHTENA COIJIACHO H300PETeHUI0, MPUYEM AHTHTENO
csizbiBaeT nentun AB3pE B romoBHOM Mo3re u mHAynupyer kiaupeHc m3meHeHHoro AB3pE B
TOJIOBHOM MO3re. B  JONMONHUTENbHBIX acrekrax M300peTeHne OTHOCUTCS K TakKuM
I'YMaHU3MPOBAHHBIM aHTHTEJAM, BKIIFOYast UX UMMyHO3(deKkTHBHBIE 00J1aCTH, U K criocodam ux
TIOJIyYEHUsI.

[00101] CyObekT, HyKOAIOIIUICS B 5TOM, IPEACTaBIsIeT COOOH YeloBeKa, CTPAJArOIIero
WIM  TPEOpPacHoONIOKEHHOTO K MATOJIOTMYECKOMY  COCTOSIHHIO,  XapaKTepPH3YIOLIeMYyCs
oOpasoBaHueM Ousilnek, coaepkamux Oera-amunougHblii  Oenok. B omHOM  BapuaHTe
OCYLIECTBJICHHSI TATOJOTHYECKOE COCTOSIHUE MpencTaBisier coOol OosnesHbp Anburelimepa. B
APYTUX BapUaHTaX OCYLIECTBJICHUS MATOJOTMYECKOE COCTOSIHME MPEACTaBIsieT CcoOoit
JIEMEHIIUIO, CBsI3aHHYI0 ¢ Tpucomuei 21 (cunapom [ayHa), 6one3np nuddysusix Tenen Jlesy,
MHO3UT C BKIIOYCHUSMH, LepeOpajJbHYI0 AMWIOHAHYI) AaHTHOMATHIO M HACJIEACTBEHHYIO
1epeOdpalibHYI0 reMopparuio ¢ ammionno3om rojuianackoro tuna (HCHWA-D).

[00102] T'ymaHU3MpOBAaHHOE AHTHUTENO MPEACTABIsET COOOW AHTHUTEIO OTJIUYHOIO OT
YeJoBeKa BHIA, OEJKOBBIE IIOCIIENOBATENIBHOCTH KOTOPOro OBUIM MOAM(ULIUPOBAHBI IS
YBEJIMYCHHUS UX CXOJICTBA C BAPHAHTAMH aHTHUTENA, MPOAYLHUPYEMBIMH €CTECTBEHHBIM 00pa3oM Y
monped. Kak mnpaBuno, OenkoBas MOCIENOBATENbHOCTh T'YMAHM3HMPOBAHHOIO AaHTUTENA IO
CYLIECTBY MIEHTHYHA TIOCIIENOBATEIbHOCTH YEJIOBEUECKOTO BAapUAaHTa, 33 HCKIFOUYEHUEM
HEUEeJIOBEUYECKOTO  TNPOUCXOXKIEHHWs] ~ HEKOTOPbIX WM BCEX  €ro  ONpPEeAeISIFOIINX
KomruieMeHTapHocTh  obmacteir (CDR), koTopele OTBE4arOT 3a CHOCOOHOCTH AaHTUTENA
CBSI3BIBATHCSI CO CBOWMM LIEJIeBbIM aHTHreHOM. KapkacHbie oOnactu BapuadenpHBIX ObONacTeit
3aMEHSIOT  COOTBETCTBYIOIIUMH  YEJOBEYECKMMU  KApKAaCHbIMH  OOJNACTSIMH,  OCTaBJISS
HeuenoBeueckue CDR mo cymecTBy MHTaKTHBIMU. B HEKOTOpBIX Cily4asix Tr'yMaHHU3UPOBAHHBIE

aHTUTEJIa JEUCTBUTEJIbHO MMEIOT HEOONbIIIOE KOJHUYECTBO 3aMEH B ONHON wuJHu Oonee
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HeuenoBeueckux obnactsx CDR nis coxpanenust apQUHHOCTH CBS3BIBAHMS W/MIIM KOHCTAHTBI
IUCCOLMALIMN HEYEJIOBEYECKOrO aHTUTENA.

[00103] ['ymaHM3UpPOBAHHOE AHTUTENO TAaK)Ke€ OTHOCUTCS K AHTUTENy, COIAepIKallemy
4eJoBe4YeCKUil Kapkac, no menpuied mepe oguH CDR Hedenoseueckoro aHTturesna, B KOTOPOM
moOasi KOHCTaHTHasi Oo0JIaCTh MO CYINECTBY HIEHTHYHA UEJOBEYECKOH KOHCTAHTHOW oOnacTtu
UMMYHOIJIOOYJIMHA, T. €. N0 MeHbIned Mepe Ha okono 85%, 90%, mpeamodTUTENbHO IO
MeHblIeH Mepe okono 95% wmm Ha 98% wupentmuHa. Takum o0pa3oM, Bce dacTH
I'YMaHU3MPOBAHHOTO AaHTHUTENA, 3a HUCKJIIoueHueM oxHoii wiu Oonee CDR, mo cymecTBy
UJICHTHYHBI COOTBETCTBYIOLIUM Y4acTsIM NOCJIeIOBATEIbHOCTH YeJIOBEYECKOTO
umMmyHoroOynuHa. Hanpumep, ryMaHU3UpOBaHHBIN UMMYHOTJIOOYJIMH, KaK MPaBHIIO, HE Oyaer
BKJIFOYATh XHUMEPHOE AaHTHUTENO C MBIIIMHON BapualeNbHONW  O0JIACThIO/UeIOBEYECKOM
KOHCTaHTHOH 00JIaCThIO.

[00104] T'ymanHusupoBaHHBIE aHTHUTENA OOJNAQNAIOT 1O MEHbIIEH Mepe TpeMms
NOTEHIMAJIbHBIMA TPEIMYINECTBAMH [0 CPAaBHEHUIO C HEUEJIOBEYECKHUMU W XHMEPHBIMH
AHTHUTEJIAMH JIJIsl IPUMEHEHUS B JISUEHUH UelioBeKa: 1) mocKonbKy 3¢ (heKkTopHas 4acTh sBISETCS
YeJIOBEUECKOH, OHA MOJKET JIy4Ile B3aNMOAEHCTBOBATD C APYTHMMHU YaCTIMU HIMMYHHOH CHCTEMBI
4eyoBeKka (HarmpuMep, aKTUBUPOBATh MUKPOIJIHIO Ul YCTPaHEHHs OJNAIIeK); 2) denoBeuecKas
UMMYHHasi CHCT€Ma He JOJUKHA Paclio3HaBaTh KapkacHyr min C-001acTe ryMaHH3UPOBAHHOTO
aHTHUTENAa KaK YyKEPOIHYIO, W, CJIENOBATEJbHO, OOpa3OBaHME AHTHTE] HA TAaKOE€ BBEICHHOE
AHTUTEJIO JOJDKEH ObITh MEHBIIIE, YeM Ha IOJHOCTBIO YY>KEPOIHOE HEUYEJIOBEUECKOE AHTUTEIIO
WJIM 9YaCTUYHO YYy>KEPOIHOE XUMEPHOE AaHTHUTENIO; U 3) BBOAMMBIE HEUEIIOBEUECKUE aHTUTENA, 110
UMEIOIUMCS TaHHBIM, UMEIOT IMEPHOA TOJYKU3HU B KPOBOTOKE YEJIOBEKAa, KOTOPBIM KOpode
Nepro/a MOJY>KU3HU YETOBEUECKUX aHTHUTE.

[00105] B cnocobe sedyeHHss W TMPENOTBPAIUEHUS TMATOJOTHUYECKUX COCTOSIHUH,
XapakTepH3yIIUXcsi 0Opa3oBaHueM OJIsLIeK, CoepIKalnX OeTa-aMUIONIHBIN OeJIOK, aHTUTeNa
WIA WX AHTHTCHCBSI3bIBAIOLINE (parMeHThl (BKJIOYAash UMMYHOPEAKTHBHbIE (PAarMEHThI) IO
U300pEeTEeHNI0 BBOJAT CYOBEKTY, MOJABEP)KEHHOMY PHUCKY Pa3BUTHUS WM MPOSIBISIOLIEMY
CBsI3aHHBbIE C O€Ta-aMWJIOMIOM CHUMITOMbBI MJIM TATOJIOTHIO, TAKYK) KAaK KJIMHUYECKAs WIIH
JIOKJIMHUYECKasi cTanus Oone3Hn AJbUreiMepa, IeMeHIHsI, CBsI3aHHas ¢ CHHApoMoM JlayHa, miun
KJIMHUYECKass WIH JOKJIMHUYECKas CTaaAusg aMWJIOWAHOM aHTMONAaTHH, C HCIOJb30BAHUEM
CTaHIOAPTHBIX ~ METOAWK  BBeNEHHWs.  [IpeamodTUTeNbHO  BBEAEHHE  OCYLIECTBIISIETCS
nepudepudecku (T. €. 63 BBEIEHHsI B IEHTPAJIbHYIO HEPBHYIO CUCTEMY) IyTEM BHYTPHUBEHHOTO,
BHYTPUOPIOLINHHOIO, TMOAKOXKHOTO, JIETOYHOTO, TPAHCAEPMAIbHOTO, BHYTPUMBIIIEYHOTO,
UHTPAHA3aJIbHOTO, OYKKaJIbHOTO, CYOJMHTBAJIBHOIO BBEACHUS WM C HCIOJb30BAHUEM
CYNMNO3UTOpUsl. XOTs AaHTHTENa WM UX CBS3bIBAOIINE (PparMEeHTBl MOXKHO BBOIUTH
HETIOCPEACTBEHHO B JKEIYAOYKOBYIO CHCTEMY, CIIMHHOMO3TOBYIO JXKHIKOCTb WJIHM TMApEHXUMY
TOJIOBHOT'O MO3Ta, U CIOCOOBI JOCTABKU B 3TH O0JACTH XOPOIIO W3BECTHBI B JAHHOH 00JacTh
TEXHHUKH, HET HEOOXOAMMOCTH UCIOJIB30BaTh 3TH OOJIee CIOKHBIE MPOLEenypbl. AHTUTENA WIIH
UX CBS3BIBAIOIINE (PPArMEHTHI 10 U300peTeHnto 3¢ (EeKTUBHBI IPU BBEAEHUH OOJiee MPOCTHIMU

TeXHUKaMH, KOTOpbIE 3aBHUCAT OT CHUCTEMBbI MepU(pEepHUecKoro  KpPOBOOOpaIleHMUS.
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[IpenmymiecTBa HACTOSIIErO W300PETEHHs] BKJIIOYAIOT CHOCOOHOCTh AaHTUTENAa WJIH €ro
AHTUTEHCBS3BIBAIOIIErO (hparMeHTa OKa3bIBaTh OjaronpustHbie 3()(EKThl, Hake eciu OHU He
MPEACTABJICHBl HEMOCPEICTBEHHO B CAMOM LIEHTPaJIbHON HEPBHOM CUCTEME.

[00106] DapmaneBTHUECKHE KOMIO3ULUU AJIs1 BBEIEHUsI BBINIOJHEHbI C BO3MOKHOCTBIO
COOTBETCTBHUSI BBIOpAaHHOMY CrmocoOy BBeleHHUs, M  (papMaleBTHYECKH MPHEMJIEMbIE
SKCLUMUIHUEHThl, TaKHe Kak AUCIEPTUPYIOIIUEe areHTbl, Oydepbl, MOBEPXHOCTHO-aKTHBHbIC
BEIECTBA,  KOHCEPBAHTHI,  CONIOOWIM3UPYIOIIME  areHThl,  M30TOHMYECKHE  areHTHI,
CTaOMITM3UPYIOLIIME areHTbl M T. M., B 3aBUCUMOCTH OT cuTyauuu. M3mganume Remington's
Pharmaceutical Sciences, Mack Publishing Co., Easton PA, nocnenHee u3nanue, BKIFOUEHHOE B
JAHHBIA JOKYMEHT IMOCPEACTBOM CCBUIKH, MPENOCTaBjsieT COOPHMK METOAaX W3rOTOBJICHUS,
KOTOpbIe OOBIYHO M3BECTHBI MPAKTHKYIOIIUM BpadaM.

[00107] OcolenHO TONE3HO W3MEHSTH XAPAKTEPUCTHKH PACTBOPHMOCTU AHTHUTEN IIO
U300pETeHHI0, YTO AeNlaeT ux OoJyiee JUMOPUIBHBIMU, HAMIPUMEpP, MyTeM HX HHKATICYJISIUN B
JUTOCOMBI WJTH OJIOKUPOBAHUS MOJISIPHBIX TPYIIIL.

[00108] IIpenmoutnrenbHON sBIsIeTCS mnepudepuyeckass CHCTEMHAasl JOCTaBKa IyTeM
BHYTPHUBEHHOW, BHYTPUOPIOIIMHHON WJIM TOAKOXXKHOW MHBbEKUWH. Ilomxonsinue HOCUTENH IJIs
TaKUX WHBEKIHUN SIBJSIFOTCS TpocThiMu. ONHAKO, KpOMe TOro, BBEIACHHE TAaKXKe MOXKET
OCYIIECTBJISITECSL Yepe3 CIU3UCThIe OOOJIOYKH C TOMOIIBIO HA3aJbHBIX a3pO30JIeH WU
cymmo3utopues. [IpuemiemMble COCTaBbI Ui TAKUX CIIOCOOOB BBEICHHSI XOPOIIO HM3BECTHBI H,
KaK TMPaBUJIO, BKJOYAIOT MOBEPXHOCTHO-AKTUBHBIE BELIECTBA, KOTOPbIE OOJIErHarOT MEPEHOC
yepe3 meMmOpaHy. Takue MOBEPXHOCTHO-AaKTHUBHBIE BEIIECTBA YACTO TOJYYAIOT W3 CTEPOUIOB
WJIM OHH TIPENCTABJSIFOT COOON KaTHOHHBbIE TUNUbI, Takne kak N-[1-(2,3-nquoneowmn)nponii-N,
N,N-tpumerunammonuiixiopuny (DOTMA), wunu pasauuHble COEAMHEHHs, Takue Kak
XOJIECTEPHH T'€MUCYKUHUHAT, (OChHaTUAUITIMLEPUHBI U T. 1.

[00109] KonuenTpamusi rymMaHu3upOBAaHHOTO aHTUTeNa B cocraBax oT okojo 0,1 mo
okono 15 wnmm 20 macc.% BbIOpaHa MPEUMYINECTBEHHO HAa OCHOBAaHUU OOBEMOB SKUIKOCTH,
3HAYEHUN BSI3KOCTH U T. M. B COOTBETCTBUU C KOHKPETHBIM BBIOPAHHBIM CIIOCOOOM BBEIEHHUSI.
Takum oOpazom, TunuuHas papMareBTHUeCKash KOMIIO3ULIUS ISl HHbEKIIMNA MOKET CoIepKaTh |
MJI CTEepHJIBHOH BOAbl ¢ (QocdaTHO-coneBbiM Oypepom u 1-100 Mr rymMaHu3UpOBaHHOTO
aHTUTeNla TO HacTosmeMy u3o0pereHuto. CoctaB MoxeT OBITh CTEPUIM30BAH MyTEM
GuUIBTpaMK TOCJE€ W3TOTOBJIEHUS WJIM UWHBIM 00pa3oM CcHejaH MHKPOOUONIOTHUYECKU
npuemjieMbiM. TUMHYHAS KOMIO3UIMS JUJIi BHYTPUBEHHOW MH(Y3UU MOKET UMETh O0BEM IO
250 M1 >KMIKOCTH, TAaKOM Kak CTepuJIbHBIN pacTBOp PuHrepa, u koHueHTpauuto aHturen 1-100
MT Ha MJI Wi Oouiee.

[00110] Jlns BBemeHUst aHTUTENA A03a HAXOMUTCS B AuaraszoHe ot okoyso 0,0001 go 100
mr/kr, npexnnoututenbHo oT 0,01 mo 75 mr/kr maccel Tena xo3simHa. Hampumep, 103bI MOTYT
coctaBysaTk 0,02 mr/kr, 0,25 mr/kr, 0,5 mr/kr, 0,75 mr/kr, 1 mr/kr, 2 mr/kr, 3 Mr/kr, 4 mr/kr, 5
mr/kr, 10 mr/kr, 15 mr/kr, 20 mr/kr, 25 mr/kr, 20 mr/kr, 35 mr/kr, 40 mr/kr, 45 mr/kr, 50 mr/kr,
55 wmr/kr, 60 mr/kr, 65 mr/kr, 70 Mr/kr uiau 75 MI/Kr Maccel Tena X03suHa. B BapmaHTax

ocymiecTBiieHUs1 103a Haxonutcst B auanasone 0,01-10 mr/kr, wiu B nuanasone 0,1-15 mr/kr,



45

unn B nuana3one 0,1-20 mr/kr, unu B auana3one 0,1-30 mr/kr, unu B quanaszone 0,1-40 mr/kr,
win B nuarazone 0,1-50 mr/kr, wim B nuanaszone 0,1-60 MI/Kr, IpeanoYTUTENIbHO 110 MEHbIIEH
mepe 1 Mr/kr, mo mMeHblIeld Mepe 5 MrI/kr, o MeHbineil mepe 10 mr/kr, no MeHsbiueit mepe 20
MI/KT, IO MeHblIel Mepe 30 mr/kr, no MeHbluei mepe 40 MI/Kr, 1o MeHblel Mepe 50 MI/Kr uim
1o MeHbluel mepe 60 Mr/kr. B mpeanouTuTenbHOM mpuMepe I03bI MOTYT COCTaBJISITh OKoyio 10
kr/mr, okosio 20 kr/mr, okoso 30 kr/mr, okoyio 40 Mr/kr, okoso 50 Mr/kr, okojio 60 MI/KT WIH
okoJi0 70 mMr/kr. B 0COOEHHO MpennoYTUTEIbHOM PUMEpPE aHTUTENIO BBOISAT BHYTPUOPIOLTHHHO
B JMara3oHe 103 OT okoJyio 0,3 Mr/kr 1o okojo 60 Mr/kr. B WIIFOCTpaTUBHON CXeMe JieYeHuUs
AQHTHUTEJIO BBOISAT BHYTPUOPIOMIUHHO B 03¢ 0K0jI0 10 kr/mr, okono 20 kr/mr, okojio 30 Kr/mr,
0k0J10 40 Mr/kr, okoJio 50 Mr/Kr uiau okoia0 60 MI/Kr.

[00111] Ucnonp3yemblii B JAHHOM JOKYMEHTE TEPMHUH «OKOJIO», KOTJAa OH OTHOCHUTCS K
U3MepsIEMOMY 3HAYEHUIO, TAKOMY KaK KOJHUYECTBO, O3HA4aeT konebaHus B mpeaenax ot = 20%
no = 0,1%, npeanoururensHo = 15% wumu = 10%, OGonee npenmodrureapHo + 5%, naxke Oonee
npennoutuTeNibHO £+ 1% u emme Oonee mpennoututenbHo + 0,5%, + 0,1%. + 0,05% wumm + 0,01%
OT YKa3aHHOTO 3HAYEHHUSI, €CJIU TaKHe KOJIeOaHUs TOMYCTHUMBI.

[00112] UnnrocTpaTuBHAsA CXeMa JICUEHUs BKJIFOYAET BBEIAEHUE ONHMH Pa3 KaKIble JIBE
HeJleJIM WM OMH pa3 B MECSI MJIM OIMH pa3 Kaxkable 3-6 MecsieB. B HekoTophIx criocobax asa
win 0ojiee MOHOKJIOHAJIBHBIX AHTUTENIA C PasHOW Crenu()UIHOCTBIO CBSI3BIBAHUS BBOISATCS
OITHOBPEMEHHO, B 3TOM CJy4ae 1032 KaKAOro BBOAMMOIO aHTHUTEJIA HAXOAHUTCS B Mpeaesax
YKa3aHHBIX JHAMa30HOB. AHTHUTENO, KaK MPABHIIO, BBOIAT HECKOJIbKO pa3. MHTepBaabl MEeXAy
OTHOKPATHBIMHU J03aMH MOTYT OBITh HENEJIbHBIMU, MECSYHBIMH WM TOAOBBIMH. HHTEpBaJIbI
TaK)Ke MOTYT OBITh HEPETYJISIPHBIMH, UTO OMPEAEISeTCs] N3MEPEHHEeM KOHLIEHTPAIMI aHTUTENa K
AP B kpoBH y cyObekTa. ANBTEPHATUBHO, aHTHTEJIO MOKHO BBOJUTH B BHJE KOMIIO3UIHH C
3aMeJJIEHHbIM BBICBOOOKIEHHEM, M B 3TOM Ciy4ae TpeOyercs MeHee 4acToe BBEICHHE.
Jlo3upoBKa W 4acTOTa BapbHUPYIOTCS B 3aBHCHUMOCTH OT TMEpUOJA TMOJYKU3HU aHTUTENA Y
nanueHTa. B 1ejoM, 4ejoBeuecKHe aHTHUTeNla NEMOHCTPUPYIOT CaMblid IJIMTEIbHBIA MEPUON
MOJTY’KU3HH, 32 KOTOPBIM CIENYIOT T'YMAaHU3MPOBAHHBIE AHTUTENA, XUMEPHbIE AHTUTENA W
HEYeJIOBeUECKUEe aHTHUTEIA.

[00113] [o3a u yacTtoTa BBENEHHS MOIYT BapbUPOBaTbCA B 3aBUCUMOCTH OT TOTO,
SIBJISIETCS JIM JieueHue MPOQUIAKTUYECKUM WM TepaneBTUYeckuM. [Ipu mpoduiakTHuIeCKOM
NMPUMEHEHUN OTHOCUTEIBHO MAaJyl0 103y BBOAST C OTHOCHTENIHHO PEIKUMH WHTEpPBaJaMH B
T€YeHHE JJINTENIbHOTO Tepuona BpeMeHu. HekoTopble CyOBEKThI MPONOJLKAIOT MOJy4YaTh
JIeUeHUE B TEUSHHE OCTABIICHCS YaCTH *KU3HU. B TepaneBTrueckux cdepax NMPUMEHEHUS MOXKET
noTpedoBaThCS OTHOCHTEIHPHO BBICOKAs 1032 ¢ OTHOCHTENLHO KOPOTKMMHU MHTEPBAJIAMH JIO TEX
nop, TOKa TPOTPecCHpoBaHUe 3a00jieBaHHsl He OyIeT YMEHBbIIEHO WM TPEKPaIleHo, |
MPEINOYTUTENIBHO 0 TeX MOp, MoKa y cyObekTa He OyneT HabIoaaThCsl YaCTUYHOE UITH TIOJTHOE
CHI)KCHWE WHTEHCUBHOCTH CHUMNTOMOB 3aboseBanms. llocie 3TOro MOXKHO TNPUMEHSITH
NPOPHUIAKTHIECKYIO CXEMY.

[00114] B HekoTopbIx crioco0ax 03y BBOAST JJISL JOCTHIKEHUS] KOHLIEHTPALUN aHTUTENA

B rutazme 1-1000 MKr/mi, a B HEKOTOPBIX criocodax - 25-300 MKr/mil. ANbTepHATUBHO, aHTUTENO
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MOJKHO BBOIHTH B BHJE KOMIIO3MLIUH C 3aMEJIEHHBIM BBICBOOOXKIEHHEM, M B 3TOM Cllydae
TpeOyercsi MeHee udactoe BBereHHe. Jl03MpOBKa M 4acTOTa BAPbUPYIOTCS B 3aBUCUMOCTH OT
nepuo/a MONY>KU3HU aHTUTENa y CyOBeKTa.

[00115] Jleuenue aHTHTENOM 1O U300PETEHHIO MOXET MPEACTaBJsITE COOOH
CaMOCTOSITENIbHOE JiedeHre. B ambTepHaTHBHOM BapHaHTE OCYLIECTBJIEHUs JIEUEHUE aHTUTEIOM
N0 M300PETEeHHI0 MOXKET MPEACTaBIATh COOOH OOMH KOMIIOHEHT Wiu a3y CXeMbl
KOMOMHUPOBAHHON Teparnuy, B KOTOPOH OAMH Wiu OoJiee NONOJHUTENbHbIX TEePANeBTHYECKIX
ar€HTOB TAK)Ke MPUMEHSIFOT JUIs JICYSHHsI CyObeKTa.

[00116] ITpu ncnonb30BaHUM B TEPAITUH in ViVO AHTUTEJIA UJIH UX aHTUTEHCBSI3bIBAIOIIHE
¢parMeHTbl TO W300PETEHHIO BBOAAT WHAUBUAYYMY B TepaneBTHUECKH 3((EKTUBHBIX
KOJINYECTBAX, HAIIPUMEP, KOJIUYECTBAX, KOTOPbIE YMEHBINAIOT, YCTPAHSIIOT WIH MPEIOTBPAIIAI0T
oOpa3oBaHHe B-aMWJIOMIHBIX OJIANIEK WM YIYYIIAIOT KOTHUTHUBHBIE (PYHKIUH y CYOBEKTOB C
BA wunm ppyruMm  CBSI3aHHBIMH C  [-aMWJIOMIOM 3a0ONieBaHMSAMHU. AHTHTENA WIH UX
AHTUTCHCBS3BIBAIOIINE (PparMeHThl BBOAAT CYOBEKTYy B COOTBETCTBHM C H3BECTHBIMH
cnoco0amMH, TaKUMH KaKk BHYTPUBEHHOE BBEACHUE, HalpuMep, B BUAE OOJIOCa WM
HeTIpepbIBHONH WH(Y3MH B TEUEHHE OIPEIENIEHHOTO IEPHOAa BPEMEHH, BHYTPUMBIIICYHBIM,
BHYTPUOPIOIIMHHBIM,  BHYTPULEPEOPOCIMHAIBHBIM,  TOAKOKHBIM,  BHYTPUCYCTaBHBIM,
MHTPACHHOBHAJIBHBIM, HHTPATEKAJIbHBIM, MEPOPAIBbHBIM, MECTHBIM MyTEM WJIH IyTEM
UHTQIALAN. ATeHTBl N0 H300pPETeHHI0 MOXKHO HEeOOS3aTeNbHO BBOAWTH B KOMOHMHALMU C
APYTUMH areHTaMH, KOTOpble I0 MEHbIIeH Mepe dYacTU4HO 5((PEeKTUBHBI IS JIEUEeHUs
aMIJIONIIOTEHHOTO 3a0oseBanus. B ciydae Anplrefimepa U CBsI3aHHBIX ¢ HUM IAaTOJIOTHYECKUX
COCTOSIHUH, B KOTOPBIX aMUJIOU/IHBIE OTJIOKEHUS IIPOUCXOAT B TOJIOBHOM MO3T€, aHTHTENA UITH
UX AHTUTEHCBS3BIBAIOINME (HParMEeHThl MO H300PETEHHI0O MOXKHO BBOAWUTH B KOMOWHALMHU C
APYTMMH areHTaMH, TOBBINAIIIUMI MPOXOXKISHUE areHTOB IO M300peTeHHI0 uepes
reMaTodHuehaIuecKuii bapoep.

[00117] B onmHOM BapuaHTe OCYINECTBJIECHUS W300PETEHUS aHTUTENA WIH WX
AHTUTeHCBS3BIBAIOIIKE (PPArMEHTHI 0 U300PETEHHIO CBSI3bIBAIOTCS ¢ 3pE AP B OTNIOXKEHHAX B
Buzae Omstimek. [Tpu cesisbiBanuu ¢ 3pE AP B OTJIOKEHUSX B BHUAe OJISIIEK aHTUTENO WIH €ro
AHTUTeHCBS3BIBAIOIIMN  ()parMeHT MOTYT HHIAyLUpPOBaTh yAajeHwe Omsmek. HWMHIykims
ynajeHus Onsimek MokeT ObIThb OOyCIIOBJIEHa AKTHBALMEH MUKPOTJIMK BOKPYT OJsieK u
necrabunmuzanyen Oysek nyTeM yaaneHus crabuinbHol ¢popmer AB. bonee Toro, anTuTena wim
UX AHTUTEHCBS3BIBAIOLINE (PArMEHTHI MO HM300PETEHHI0 MOTYT MPENOTBPAILIATH AKTHBHOCTH
Hykineaunn Onsmek 3pE AP. Bosmoxknoe oboramenue Onsimek 3pE AP mo cpaBHEHHIO C
BACKYJISIPHBIM aMHJIOHIOM MOXET YBEJIWYHUTh TEPANEeBTHYECKOE OKHO O€30MacHOCTH st
UMMYHOTEPAIHH.

Ha0ops! u ycTpoiicTBa

[00118] B Hacrosimem wn300peTeHUU NpEAsO’KeHbl HAaOOpbI M YCTPOICTBA, KOTOpPBIE
MO>KHO HCHOJIB30BATh B BHIIIEYIOMSHYTHIX criocobax. Habops! u yCcTpoiicTBa MPpeanoOYTHTENBHO
COZIepKAT AHTUTENIO WM €r0 aHTUIEHCBS3bIBAIOLINI (hparMeHT, KOTOphIN CBsi3biBaeTcsi ¢ 3pE

AB. Kpome Toro, Habopbl MOTIyT COAEp)KaTb PEAreHTbl W WHCTPYKLHUOHHBIE MAaTepHAaIbl.



47

WHcTpykumu MOTyT OBITh HameyaTaHbl, HampuMmep, Ha Oymare W/WIM TPEAOCTaBIEHBI Ha
BJICKTPOHHO-CYUTHIBAEMOM  HOCHUTEJEe.  AJIbTEPHATHBHO  MHCTPYKIIMH  MOTYT  OBITh
MPEIOCTABJIEHbl IyTEM HAINpPAaBJIEHUS] I[OJIb30BATENsI Ha BeO-CalT, Hampumep, yKa3aHHBIHI
MIPOU3BOJUTEIIEM HIIH AUCTPUOBIOTOPOM Habopa.

[00119] Pearentsl, BKIIOUEHHBbIE B HAOOPBI, COCTABJSIOLIME IPEAMET HACTOSIIETO
u300peTeHus, MOTYT TOCTABJSATHCS BO BCEX KOHTEHHepaX TakuM o0pa3oM, YTO aKTUBHOCTHb
Pa3NIUYHBIX KOMIIOHEHTOB IO CYLIECTBY COXpaHSETCs, B TO BpeMs Kak camu 1o cede
KOMITOHEHTBI 10 CYIIECTBY He aacOPOUPYIOTCS MIIM HE M3MEHSIFOTCSI MaTepraiaMyu KOHTEHHepa.

[00120] B onHOM BapuaHTe OCYIIECTBIEHUST HAOOP WIIU YCTPOUCTBO CONEPIKUT AHTUTENIO
WIM €r0 aHTUT€HCBS3bIBAOIIMK (PArMEeHT MO HM300PETEHUIO, MPENNOYTHUTENBHO OYHUINEHHOE
AHTHUTEJIO, OOJiee MPEAMOYTUTENILHO MOHOKJIOHAJIbHOE aHTUTENO, eme Oojiee MPeAnOYTHTETHEHO
BbIJIEJICHHbIE MOHOKJIOHAJIbHBIE aHTHTENA, KOTOpble CBs3bIBaOTCS ¢ mentuaamu 3pE AP. B
BapHaHTaX OCYIIECTBJICHHs aHTUTENA SKCITPECCUPYIOTCS KIIETKAMU THOPHUIOMBI.

BAPUAHTBI OCYHIECTBJ/JIEHUSA

[00121] Bapuant ocymectsneHus | npeacrasiser coO0ON BbIASIEHHOE MOHOKJIOHAJIBHOE
AQHTUTENI0 WM €ro aHTUTCHCBS3bIBAIOIIMEI  ()parMeHT, CcoaepiKaiee OMpPenesFOIIyIO
koMIuieMeHTapHocTh obnacte 1 Tsakenoit nenu (HCDR1), HCDR2, HCDR3, ompenensromnyro
komruieMeHTapHocTh obmacte 1 serkoit menm (LCDRI1), LCDR2 u LCDR3, wumeromue
TIOJIUTICNITHTHBIE TTOCJIEAOBATEIbHOCTH!

a. SEQID NO: 1, 2, 3,4, 5, u 6, COOTBETCTBEHHO,

b. SEQID NO: 1,7, 3, 4, 5, u 6, COOTBETCTBEHHO;

c¢. SEQID NO: 1,7, 3, 8, 5, u6, COOTBEeTCTBEHHO,

d. SEQID NO: 1, 2, 3, 8, 5 u 6, COOTBETCTBEHHO;

e. SEQ ID NO: 56, 57, 3, 8, 5, u 6, COOTBETCTBEHHO,

f. SEQ ID NO: 56, 57, 3, 4, 5, u 6, COOTBETCTBEHHO;

g. SEQ ID NO: 56, 58, 3, 4, 5, u 6, COOTBETCTBEHHO,

h. SEQ ID NO: 56, 7, 3, 8, 5, u 6, COOTBETCTBEHHO;

i. SEQID NO: 1, 57, 3, 8, 5, u 6, COOTBETCTBEHHO;

j. SEQ ID NO: 56, 7, 3, 4, 5, u 6, COOTBETCTBEHHO;

k. SEQID NO: 1, 57, 3, 4, 5, u 6, COOTBETCTBEHHO;

1. SEQID NO: 1, 58, 3, 4, 5, u 6, COOTBETCTBEHHO; MJIH

m. SEQ ID NO: 56, 2, 3, 4, 5, u 6, COOTBETCTBEHHO,

I7le AaHTUTEJIO WJIM €r0 aHTUTeHCBSI3bIBAIOIINN (hparMeHT crienuduuecku CsizbiBaeT 3pE
AP, mpennouruTenbHO Yenosedeckuii 3pE AP.

[00122] BapuanT ocymecTBieHHs 2 TpeACTaBisieT cOOON BbIASIIEHHOE MOHOKJIOHAJBHOE
AQHTUTENI0 WA €ro AaHTUICeHCBS3BIBAOINUN (parMeHT MO BapUAHTY OCYINECTBICHHUS |1,
comepkamee BapuaOenpHYHO O0JACTh  TSDKEJNOH  [eNmH, WMEIIYI  IMOJHIEeITHIHYIO
MOCJIEIOBATEIbHOCTD, KOTOPasi MO MeHbIlel Mepe Ha 95% unentuuna SEQ ID NO: 9, 11, 13, 15,
16, 17, 19, 20, wim 21, unu BapuadeapHy0 00JacTh JErKOH LEMU, IMEIOINYIO MOJUITeITUAHYIO

MOCJIEIOBATEIbHOCTD, KOTOpasi Mo MeHbluel Mepe Ha 95% uaentuuna SEQ ID NO: 10, 12, 14,
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18, 22, 53, wm 55.

[00123] Bapuant ocymecTsieHus 3 TpeAcTaBisieT cOOO0H BbIASIIEHHOE MOHOKJIOHAJIBHOE

AHTUTEJIO WM €ro AaHTHIeHCBS3BIBAIOIINK (parMeHT MO BapHaHTy OCYLIECTBIEHUS |,

COACpIKaIICE:

a. BapuaOenpHyr0  O0NacTp  TSDKEJNOW — IIeTH,  MMEIOLIYIO

nocnenosarenbHocTh SEQ ID NO: 21, u BapuaOenbHyro 00J7acTh JIErKOMH
nonunenTuaHy nocienosarenbHocts SEQ ID NO: 22;

b. BapuabenbHyr0  O0NacTb  TSDKENOW  LENH, HMMEOIYIO

nocienosarenbHocth SEQ ID NO: 9, u BapuabenbHyt0 00NacTh JIErKOU
noymnentuanyi nocienosarenbHocts SEQ ID NO: 10;

C. BapwalenpHYyH)  0O0NacTh  TSDKEJIOW — [eNH,  HMMEIOINYIo

nocienosarenbHocTh SEQ ID NO: 11, u BapuaOenbHyro 007acTh JIETKOH
noymnentTuaHyi nocnenosarenbHocTh SEQ ID NO: 12;

d. BapumabenpHyr0  00JacTh  TSDKENOW — IeMH,  HMEIINYIO

nocienosarenbHocTh SEQ ID NO: 13, u BapuaOenbHyr0 00J7acTh JIETKOH
noyunenTuanyio nocienosareabHocTs SEQ ID NO: 14;

€. BapualenbHYH0O  OONacTh  TSDKEJOM  Lenmu,  MMEIOLIYIO

nocaenosarenbHocTh SEQ ID NO: 15, u BapnaOenbHyr0 007acTh JIETKOMH
nonunentTuanyio nocienosarenbHocTs SEQ ID NO: 14;

f.  BapualGenbHyr0o  00;acTb  TSDKENOW  LEMH,  HMEOIIYIO

nocaenosarenbHocTh SEQ ID NO: 16, u BapuaOenbHyr0 00JacTh JIETKOH
nonunentTuanyro nocinenosarenbHocts SEQ ID NO: 14;

g BapuabenbHYI0  O0JAaCTh  TSDKEJIOM — LenH,  HMMEROINYIO

nocnenosarenbHOocTh SEQ ID NO: 20, u BapuaOenbHyro 00J7acTh JIErKOM
nonunenTuaHyo nocienosarenbHocts SEQ ID NO: 14;

h.  BapmabenpHyr0  00jacTb  TSDKENOW — LEMH,  HUMEIINYI0

nocienosarenbHoct SEQ ID NO: 17, u BapuaOenbHyro 00J7acTh JIETKOH
noymnenTuanyi nocienosarenbHocTs SEQ ID NO: 18;

1.  BapmalenpHYH0  O0JAaCTh  TSDKEJIOH — LemH,  MMEOLIYIO

nocienosarenbHocTh SEQ ID NO: 19, u BapualenbHyr0 007acTh JIErKOH
noJUMEeNnTHIHYI0 nocnenosareabHocTh SEQ ID NO: 18

j.  BapmaleNbHYKD  O0JaCTh  TSKEJIOM  LIEMH,  HMMEIOINYI0
nocienosarenbHocTh SEQ ID NO: 21, u BapuaOenbHy0 00JacTh JIETKOH
nonunentuanyio nocnenosareabHocTs SEQ ID NO: 53; unu

k.  BapuabenbHyr0O  OONACTh  TSKENOH  IeMH,  UMEIOIIYIO
nocienosarenbHocTh SEQ ID NO: 21, u BapuaOenbHy0 007acTh JIETKOH

NoJunenTuaHy0 nocienosarenbHocts SEQ ID NO: 55.

MOJINNICITUAHYIO

LIeTH, MMEIOIIYIO

MOJIMIICIITUAHY O

LenHy, UMEIOIIYIO

MOJIMIICIITUAHY O

LeNny, UMEIOLIYIO

MOJIUNICIITUAHY O

LeNny, UMEOLIYIO

MOJIUIIENTUAHYIO

LeNY, UMEIOLIYIO

MOJIUIICITUAHY O

LeNH, UMEOLIYIO

MOJINNICIITUAHY O

LIeTTH, MMEFOIIYIO

MOJIUNICTITUAHY O

LeNny, UMEIOLIYIO

MOJIMIICIITUAHY O

LeNny, UMEIOLIYIO

MOJIMNICIITUAHY O

LNy, UMEOLIYIO

MOJIMNICIITUAHY O

LNy, UMELIYIO

[00124] BapuanT ocymecTBiieHUs] 4 IpeacTaBisieT COOON BBIIEIEHHOE MOHOKJIOHAJIBHOE

AHTUTECIIO UJIK €TI0 aHTI/IFeHCBﬂSI)IBaI-OH_[I/Iﬁ (I)paFMeHT 1o .]'II-O6OMy U3 BAPUAHTOB OCYILICCTBIICHUS

1-3, B KOTOPOM aHTHUTEJIO I €r0 AHTUICHCBSI3bIBAOLINH (PPArMEeHT SIBJISIETCS XUMEPHBIM.
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[00125] BapuaHT ocymecTBieHHUs S IPeACTaBIsieT COOOM BBIIEICHHOE MOHOKIIOHAJIbHO®
AHTUTEJIO WM €r0 aHTUICHCBSI3BIBAIOLINH (PparMeHT MO JII0OOMY M3 BAPHAHTOB OCYIIECTBICHUS
1-4, mpuveM aHTUTENIO WJIHM €r0 AHTUICHCBS3bIBAIOIINI (PPArMEeHT SBJISIETCS YENIOBEUECKUM UIIH
I'YMaHU3UPOBAHHBIM.

[00126] BapuanTt ocymecTBieHUs! 6 IpeACcTaBisieT COOOM BBIIEICHHOE MOHOKJIOHAIBHOE
aHTUTEJIO, CONIepIKALLEE:

a. aMHUHOKHCJIOTHYIO TOCJIEOBATEIbHOCTD TsKeNol 1eny, Brmodaromyo SEQ ID NO:
37, 1 aMUHOKHCIIOTHYIO MOCEA0BATENIbHOCTD Jierkor en, Brirovaromy SEQ ID NO: 38;

b. aMHHOKHCJIOTHYIO TMOCJIENOBATEIbHOCTD TSDKENON 1emnu, Brmovarimy SEQ ID NO:
39, 1 aMUHOKHCIIOTHYIO MOCIEA0BATENIbHOCTD Jierkon nenw, rirovaromy SEQ ID NO: 38;

C. aMMHOKMCJIOTHYIO TOCJI€0BATEIbHOCTD Tskenoil neny, Brmodaroiyo SEQ ID NO:
37, 1 aMUHOKHCIIOTHYIO TOCIIEAOBATENIbHOCTh Jierkoi menu, Bkrouaromyro SEQ ID NO: 52;
WK

d. aMHHOKHCJIOTHYIO TIOCIIENOBATENbHOCTD TsDKENIOH 1eny, Brmoyaromyn SEQ ID NO:
39, u aMUHOKHCIIOTHYIO MOCEN0BATENbHOCTD Jierkoi nenw, Bkrovaroiryo SEQ ID NO: 54.

[00127] BapuaHT ocymecTBieHus1 7 MpPeACTaBisieT cOOON BBIAENEHHYIO HYKJIEHHOBYIO
KHCJIOTY, KOAMPYIOIIYI0 MOHOKJIOHAJIBHOE aHTHUTENIO WJIM €r0 aHTUT'€HCBSA3BIBAIOIIUN (PparMeHT
1o 000My OTHOMY M3 BapUAHTOB OCYLIECTBICHUs 1-6.

[00128] Bapuwant ocymectBieHus 8 mpencraBisier coOOH BEKTOp, COAep Karquil
BBIJIEJIEHHYIO HYKJIEMHOBYIO KHCJIOTY IO BAPUAHTY OCYILIECTBICHHS 7.

[00129] BapuanT ocymiectBiieHust 9 pencTapisieT COOOM KIIETKY-XO035HMHA, COAEPIKAIIYIO
BEKTOp 10 BAPUAHTY OCYLIECTBJIECHUS 8.

[00130] Bapuanr ocymecreaenus 10 mpencrasiasier coOoi  (papMaLeBTHUECKYIO
KOMITO3UIIMIO, COJEPIKALIYI0 MOHOKJIOHAJIbHOE AHTHUTENIO WM €ro aHTHUIE€HCBSI3bIBAIOLIUIL
¢parMeHT no OOOMY M3 BapUAHTOB OCYLIECTBICHHs 1-6 M (hapMaLeBTHYECKU MPUEMIIEMbIH
HOCHUTEJTb.

[00131] Bapuant ocymectBienuss 11 mnpencraeiser cobol  cnocod JeueHus
NATOJIOTUYECKOTO COCTOSIHUS, CBSI3AaHHOTO ¢ oOpa3oBaHueM OJisilnek, copepikammx Oera-
aAMIJIOUIHBIN O€JOK, Y HYKIAIOIIerocss B 3TOM CyOBbeKTa, MpUYeM Crocod BKIIFOYAET BBEACHUE
HY KIAIOLIEMYCsI B 5TOM CyOBEKTY MOHOKJIOHAJIBHOTO AHTHTENA WM €0 AHTHI€HCBSI3bIBAOIIIETO
¢parmMeHTa O JOOOMY W3 BAaPUAHTOB OCYHIECTBIeHHs 1-6 wimm (apMareBTHYECKOM
KOMITO3HLIMM 110 BApUAHTY OCyIecTBIeHus 10.

[00132] Bapuantr ocymectBiaeHus 12 mnpencrasiser cobod C€rmocod TO BapUAHTY
ocymecTieHnst 11, B KOTOpPOM MaTONOrMYecKoe COCTOSIHHE NpeAcTaBisieT coboil Oome3Hb
Aunpureiimepa.

[00133] Bapuantr ocymectBienus 13 mnpenctaeiser coboli crocod Mo BapuaHTy
ocymecTBieHust 11, B KOTOpOM MaTOJOrHYECKOE COCTOSIHUE BHIOPAHO M3 TPYIIIBI, COCTOSALIEH 13
IeMeHIUH, CBsi3aHHOH ¢ Tpucomuei 21 (cunnpom JlayHa), 6onesnu aud¢ysHeix Tenen Jlesy,
MHO3UTa C BKIIOYEHHUAMH, LepeOpantbHON aMUJIOMAHOM aHTHMONATHH W HACJIEICTBEHHOM

LepeOpabHOM reMopparuu ¢ amuiaonno3om rouanackoro tuna (HCHWA-D).
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[00134] Bapuant ocymectBienuss 14 mnpencraeiser coboil crocod yMeHbIIEHUs
Onsmiek, CBsI3aHHBIX C OOJNE3HBIO AJbLreliMepa, y HYXKAAIOLErocs B 3TOM CyObeKTa, MpHYeM
CrIO0CO0 BKJIIOYAET BBEJEHHE HYKAAIOLIEMYCS B 3TOM CYOBEKTY MOHOKJIOHAJIBHOT'O aHTUTENA HIIH
€ro aHTUI'€HCBS3BIBAIOLIEr0 (parMeHTa Mo J0OOMy M3 BapUAHTOB OCYIIECTBIEHUs 1-6 wmiu
dapmareBTHUECKONH KOMITO3UIIMH 10 BApHAHTy ocyliecTiaeHus 10.

[00135] Bapuant ocymectBieHusi 15 mpencrasisier co0oi Croco0 MpeaoTBpaieHHst
akTHBHOCTH Hykseanmu 3pE AP y Hy)nmaromerocst B 5ToM CyObeKTa, IpruueM crioco0 BKIFOYAET
BBEJICHUE HYXIAIOIIEMYCs B 3TOM CYOBEKTY MOHOKJIOHAQJIBHOTO AaHTHTENAd WM €ro
AHTUTeHCBS3BIBAIOIIETO (hparMeHTa Mo JIOOOMYy U3 BapHaHTOB OCYIIECTBJICHUS 1-6 win
(apManeBTHYECKON KOMITO3ULIMH IO BAPHAHTY ocyuiecTiaeHus 10.

[00136] Bapuant ocymectBienuss 16 mnpencraBiser coOoll cmoco0 MONydYeHUs
MOHOKJIOHAJIbHOTO AHTHTENa WJIM €ro aHTUIeHCBS3bIBAIOIIEro (parmMeHTa mo modomy u3
BAPUAHTOB OCYINECTBJICHUS 1-6, BKIIOYAKOIIMI KYJBTHUBUPOBAHHWE KIJIETKH, COAEpKallel
HYKJICMHOBYIO ~ KHCIIOTYy,  KOOHPYIOIOIYKO  MOHOKJIOHAJBHOE  AQHTUTENO  WJIH  €ro
AHTUTCHCBS3BIBAIOIINN ()PArMEHT, B YCIOBUSX JUIS MTOJYYEHNUS] MOHOKJIOHAIBHOTO aHTHUTENA U
€ro  aHTUTCHCBS3BIBAIOINErO  (parMeHTa, W  BBICJCHHWE  aHTUTENAa  WIH  €ro
AHTUTEHCBS3BIBAIOIIETO (PparMeHTa.

[00137] Bapumant ocymecteieHust 17 mnpenacraBiser coOOM CrmOCO0 MONy4YeHUs
dapManeBTUYECKOH KOMITO3ULMM, COAEpIKalledl MOHOKJIOHAJBbHOE AaHTUTENO0 WM  €ro
AHTUT€HCBSA3BIBAIOIINN (PPAarMEHT MO JI0OOOMY OZHOMY M3 BapUAHTOB OCYILIECTBIIEHHs 1-0, mpu
5TOM CIOCOO BKIIFOYAET CTAUH, B KOTOPBIX: KOMOMHUPYIOT MOHOKJIOHAJIBHOE aHTUTENIO I €r0
AHTUIeHCBSA3BIBAIOIIMN  (parMeHT ¢  (dapMaleBTHUECKH IPUEMJIEMbIM HOCHUTEJIEM UL
NoJIy4eHus (papMalieBTUIECKONH KOMITO3ULIUH.

ITPUMEPBI

[00138] M300pereHre MOXKHO JTydlle MOHATh B CBETE NMPUBEACHHBIX HUXKE IPUMEPOB, HE
UMEIOIUX OTPAHUYHUTEIBHOTO XapaKTepa.

[00139] IIpumep 1. IloayYyeHHe MOHOKJOHAJBHBIX AHTHTEJ H MPoOLeECe
rYMaHU3ALHH

[00140] Tpex wmbrmeii muaun Balb/c (Janvier Labs) mpumuposanmu H2ZN-pEFRHDSGC-
COOH (Eurogentec) (SEQ ID NO: 47) B nonHom anbroBante @peiinaa (Sigma; r. Cenr-Jlyuc,
mrat Muccypu). Ilentuabl monyuyanu myteM coderanHus nentunoB uepe3 COH-konnesoi
LIICTENHOBBIH OCTATOK C aKTUBUPOBAHHBIM MAJIEMIMHIOM aTbOYMUHOM ObIubei chiBOpoTKH (Life
Technologies; r. Kapncban, mrar KanudpopHus) ¢ HUCHONB30BaHUEM JIOCTYIHBIX B MPOJAXKE
HaOopoB, Takmx kak Habop Imject Maleimide Activated BSA (Pierce; r. Pokdopn, mrar
WnnuHONC) B COOTBETCTBUHU C MHCTPYKUUSMH IPOU3BOAUTENS. MblIIel CTUMYJTUPOBAIN KayKIble
nBe Henmenu 100 mxr uau 200 Mkr cBs3aHHOro ¢ BSA menTupa, cHadana B IOJHOM, a 3aTeEM
HETNoJIHOM anbroBaHTe Dpeitana (Sigma).

[00141] ITonyyeHne rUOPHIAOMBI M AHTUTEJN: JUISl CIIUSHUS OTOUPAJIA MBILIb C CAMBIM
BBICOKUM CBIBOPOTOYHBIM THTPOM, B TO BpeMs KaK CEJE€3€HKH APYIMX MBILIIEH BBIACISUIA H

3aMOpPaKUBAJIM B XKUAKOM a3ore. Ha 4-i neHp mepen ClIusHUEM WIM SKCTPAKLUEH CENe3eHKU
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BCeX Mbleil BHyTpuOpromuHHO ctumysmposain 100 mxr H2ZN-pEFRHDSGC-COOH (SEQ ID
NO: 47), ceszanHoro ¢ BSA (Merck; r. KennnbBopr, mrat Hero-/[>kepcu) B coeBOM pacTBope.
Knetku cenezenku Mpimu cnuBanu ¢ kiaerkamu SP2/0 (ATCC; r. Manaccac, mrat Bupmkunus)
C TOMOIIBI0 MOIU(HUIMPOBAHHON Mpouenyprl, onucaHHoi B nmyOnukauuu Kohler u Milstein
(Euro. J. Immunol., 1976; 292-295). I'nOpunoms! BeiceBanu B 30 96-TyHOYHBIX IUIAHIIETOB M
yepe3 10 nueit npoBoauu npsimoit UPA no 0,5 mxr/nynka HecsizanHoro nentuna AP 3pE-40
(AnaSpec; r. @pumont, mrar Kamudopuus). ITomoxxurenbHble KIETKH TECTUPOBAIH Ha
NEPEKPECTHYI0 pPeakTUBHOCTh (orcyTcTBUe) ¢ 0,5 Mkr/mn HaHeceHHoro mnentupa AP1-40
(AnaSpec) u cpazy ke CyOKJIOHUPOBAJIH.

[00142] [Tocne cnusiHus 17 KJIOHOB Aaiy MOJOXKUTENBHYIO PEAKLUI0 B MPSMOM aHAJH3e
UDPA ¢ wuenoseueckum cuHTeTnmdeckuMm nentugom AB3pE-40 (SEQ ID NO: 40) u
3aMOPaKHBAJH B YKHJIKOM a30Te.

[00143] Bce ruOpumombl BhIpaiquBaid B MOIUGULIMPOBAHHON MO criocody Jynmpbekko
cpene Urna ¢ nobasnennem 10% deranproll Tensubeli ceiBopoTkH (Hyclone, EBpona), nobasku
HFCS (2%) (Roche; Bproccens, benbrus), 2% HT (Sigma), 1 MM nupysara Hatpusi, 2 MM L-
rnytamuHa, neanunuimHa (100 Ex/mn) u crpenromunmza (50 mr/mi). Bee mpomykTel Obun
JOCTYIHBI B IIpopaxke u npuodperensl y kommnanuu Life Technologies. Knerku nakyOupoanu B
YBJIAKHEHHOM BO3yIIHOM HHKyOarope ¢ 8% CO».

[00144] IIpamoit UPA nns cejexkunu antuten: MOA s CKpUHUHTA, UCTIOIB3YEMBIH
1 OOHapy»KeHUsl ONMUCcaHHbIX Bbime anTuTed AP 3pE-40, npencrasnsan coboit npsimoit UPA ¢
0,5 mxr/mn cBodoxnoro denoseueckoro nenruna Af 3pE-40 (SEQ ID NO: 40), HarHOCHMOTO B
TeyeHne Houu mpu 4°C Ha IUIOCKOJOHHBbIE 90-JTyHOUHBIE MUKPOTUTPALMOHHBIE IUIAHIIETHI
NUNC Maxisorp (Life Technologies) B 50 Mkn/nyHka nokpeisatoiiero 0Oydepa (10 MM Tris, 10
MM NaCl u 10 MM NaNj, pH 8,5).

[00145] Ha cnenyrommii neHp ruiaHmersl Oymokuposann 75 mxi/ayHka 0,1% kasenHa
(Merck) B PBS B Teuenne 60 MHUHYT TpH KOMHATHOH Temrmeparype Hjsli YMEHbLICHHUS
Hecreu(pUUECKOro CBsi3bIBaHUA. 3areM no00aByisiin 50 MK CynepHaTaHTa THOPHIOMBI H
uHKyOupoBanu B TedeHue 1 vaca mpu 37 °C. Ilocne mpOMBIBKH CBSI3aHHBIE MOHOKJIOHAJIbHBIE
aHTHUTEeNa ompenesuid npu nomomu S0 MKI/IyHKa oBeybero anturena kK IgG  mbimm,
KOHBIOTHPOBAHHOTO C mepokcunazor xpeHa (Amersham-Pharmacia Biotech; Jlutrn Yandowr,
Coenunennoe Koponesctso) B Teuenue 1 gaca pu 37 °C. Oba peareHTa pa3BoguId B pacTBOpPE
0,1% kaseuna/PBS. Ilnanmersi mpombiBasiu u S0 wmkn pacteopa 0,42 MM 3,53'5'-
terpamerundensuauna (Biorad), 0,003% (06./06.) H,O, (Biorad) B 100 MM JTHMMOHHO KUCJIOTBI
(Biorad; r. TI'epkynec, mrar Kamudopuus); B kadectBe cybOctpata nodapmsumu 100 MM
runpodocdara Hatpus (pH 4,3) (Biorad). Peakunu mo3Bosisiin mpoTeKaTh MAKCUMyM 15 MUHYT
Ha MIelKepe Ui TUIAHIIETOB IPHU KOMHATHOH TeMIeparype, Mocje 4ero pa3BUTHE OKPAaCKH
ocraHasnuBanu nodasnenneM S50 mki/nyHka 2 H. HoSO4 (Merck), u niuaHmers! CYUTHIBAIN Ha
mMukporutanieTHoM puzaepe npu 450 M (Thermomax, Molecular Devices). IlepekpecTHyro
PEaKTHBHOCTb BBIOPAHHBIX MOHOKJIOHAJBHBIX AHTUTEN C IOJHOPA3MEPHBIM HYeJIOBEUECKUM

cBoOogHeM AB 1-40 mccnenoBanu MeronoM npsiMoro MDA, maeHTHUHBIM CKPUHHUHTOBOMY
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aHaJIU3y.

[00146] U3 17 peaktuBHbix k AP3pE-40 xnonoB oroOpamn BAMB31 1 npns
TOTIOJIHUTEIBHOTO OIPEAeNIeHHs] XapaKTepPUCTHK Ha OCHOBAaHUH ap(PUHHOCTH U CENEKTHBHOCTHU
(cp. IIpumeps! 2 u 3). BeLI0 OnpeneneHo, YTo JaHHOE AHTUTENIO UMEET TSDKENYIO LeTb U30THIa
IgGl u wmpiuuHYyO Jerkyro kamnma-uenb. Xotsa MbimuuHbi Fc IgGl umeer Bcero 70%
UJIGHTHYHOCTU TOCJIEOBATENBHOCTH U 76% CXOICTBA MOCIEAOBATENBHOCTH € MbIIIMHBIM Fc
IgG2a, 3TH M30THUIIBI MMEIOT PA3HYK AaKTHBHOCTb U OenkoBble npodumm. ITo cpaBHeHHIo ¢
mbirHbIM [gG2a, Mpimuneii [gG1 umeer MenbLIyIO 3¢ dekTopHy0 GyHKLIMIO MbITHHOTO Fe n
(YHKLMIO KOMIUIEMEHTa H3-3a OoJiee C1aboro CBS3bIBAHMS C MBIIIUHBIMU perentopamu FcyRI,
FcyRIII u FcyRIV u mpimuabiM Clq. CuuTaercs, 4To M3OTHIT SIBJISIETCS HanOoyiee OJM3KUM K
akTUBHOCTH 4enoBedeckoro 1gG1, mpmmuneiii IgG2a cBs3bIBaeTCsl ¢ MBIIIMHBIME pELENTOPaAMU
FcyRI, FcyRIII u FeyRIV, u mpmmmsbiil Clq, TeM cambiM 00afast akTHBHOCTBEO KOMIUIEMEHTA,
AHTUTEJIO3aBUCUMOMN KJIETOYHOU NUTOTOKCUIHOCTH (A3KI]) 1 aHTUTEI03aBHCHMOTO KJIETOYHOTO
¢arouurosza (ASK®), koTopasi MOKET CIIOCOOCTBOBATh YCTPAHEHUIO Ositek Af.

[00147] ITocnenoBarenbHOCTH Tspkenoi nenu BAMB31 usmensinu ¢ mpimmunoro IgG1l Ha
mbinHb  IgG2a  nna  nmonydenuss BAMB31 2a.  CoxpaHeHue peakTUBHOCTH —IIOCHE
KJIOHUpOBaHus V-obnactu noaTeep:xkaanu Meronamu I1T1P, onrcaHHBIMEI HUKE.

[00148] IIpouecc rymanmsanmm: wucxomHoe antuteno BAMB31 2a (mlgG2a)
I'YMaHU3UPOBAJIH C UCIONIb30BAaHUEM NPOLENYpPHI, aHamorudHoi Singh, et. al. (MAb 2015; 7(4):
778-91), 3a uckmouerneM CDR-H2, xoTOpblil onpenensyii B COOTBETCTBUU C ONPEACTICHUEM
AbM (Martin, A.C., PNAS 86: 9268-9277, 1989) nns stoii padotsl. Bkparue, onpenenstoniie
komruieMeHTapHocTh  obmactu  (CDR)  upeHTHQHUUMPOBAIM B MBIIIMHBIX  HMCXOIHBIX
NOCJENAOBATENbHOCTAX.  JTH  IOCNEJOBATEIBHOCTH  CPaBHUBAIM €  YeJIOBEYECKUMHU
3apOABIILIEBBIMH JINHUAMH U OTOMpANN YEThIpe UEeNOBEYECKHE TSKENble LEMH 3apOAbILIeBOM
JUHUM W JBa YEJIOBEYECKMX KapkKaca JIETKOH LeNM 3apOAbIIEBON JIMHUH, B KOTOpPbIE OBLIM
npusutbl MbimuHble CDR. Yenoseueckue J-cermentel mist VL u VH kaxnoro ucxomHoro
aHTHUTeNa ObLUTH BHIOPAHBI MyTEM CPABHEHUS] MBIIIUHBIX U YEJIOBEYECKUX MOCIEAOBATEIbHOCTEH
J-cerMeHTOB, YTOOBI MaKCUMH3HPOBATh WACHTHYHOCTh MOCJIENOBATENbHOCTEH. MomnekysipHas
monesb obnactu Fv ucxomnoro MkAT Obita co3nana B MOE (CCG; r. Monpeans, Kanana) ¢
UCTIOJIB30BAHUEM NTApaMETPOB MO yMOTYaHH0. [1oyueHHYI0 MOEb NCCIEAOBAIH IpadUIecKu
IUTSL ONpeAeNIeHHsT TIOJIOKEHUH KapKaca, KOTOpPbIe TOTEHIIMAJIbHO BAXKHBI JJIS1 CBS3bIBAHUS W/WITH
CTa0MIIbPHOCTH aHTHUTENA. bbulM co31aHbl OMONMOTEKH AHTHTEN, B KOTOPBIX B JIOTIOJIHEHHE K
npuBuTeiM CDR 3TH MoNoKeHUsI UMEIOT YeoBeUeCKHe/MBIIINHbIE TBOMYHBbIE KOMOUHAI. B
OnbnnoTekax KakAyr Lenb ¢ NpUBHTHIMU MbIHHBIME CDR coenuHsmm ¢ mpOTHBOMOIOKHON
MBIIIMHON HCXOAHOW wenbro. TakuMm 00pa3oM, TONBKO OfHA Lenb ObUla aganTUPOBaHA K
YeJIOBEYECKOMY KapKacy, a OOpaTHble MyTal[H OBLIN OMpEIeseHbl HA OCHOBAHUH CBSI3bIBAHUS
aHTureHa. 3ateM rymanusupoaHabie VH u VL o0benquHsIM € ONTy4YeHHEM KOHEUHBIX aHTHTEI-
KaHJU/aTOB.

[00149] Knoubr Oubnmoreku sxcnpeccuposanu B Buae Fab B E. coli u Tectuposanu Ha

CBA3bIBAHUE C MNENTHAOM NOCPEACTBOM HDPA u CUTHAJIOB, CpaBHHUBACMbIX C IIOJHOCTBIO
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MOJIEKYJIOH MBIIIMHOTO MCXOAHOTO aHTUTena. /[l cexBeHHMpoBaHMS OTOMpANU CUTHAJBI
MOJIEKYJI, JEMOHCTpPUpYIOIIHe CBsi3biBaHue ¢ Oonee 80% MONEKYJIbl MBIIUHOTO HCXOMHOTO
aHTUTEeNa. AHATU3UPOBAIN TOCIENOBATENBHOCTH, OTOMpAN 4YeJOBEYECKHE aJanTHPOBAHHbIE
TSDKENble LeNH U 4YeJOBEYEeCKHe aJaNnTHPOBaHHbIE JIETKHME Lenu Uil OObEeAMHEHUS U
JKCIIPECCHUPOBAJIM B BHUJE MOHOKJIOHAJbHBIX  uenoBeueckux aHturen IgGl. Bcee
rymMaHusupoBaHHble napel VH/VL kaxnoro aHTuTena 5KCIpecCupoBaiIy, OYHIIAIN U OLEHUBAIN
Ha MpenMeT CBS3bIBAHUS aHTUT€HA, PUCKa MMMYHOTreHHOCTH Epivax in silico, 4ucia OCTaTKOB,
00paTHO MyTHUPOBABIIUX B MBILIHHYIO MMOCJIEAOBATEILHOCTD, U OMO(PU3NIECKUX CBOICTB.

[00150] PesyabTaThl: misi COXpAaHEHHUS CBS3BIBAHUS HMCXOMHOIO Oejika HEeOOXOIMMO
OBUIO OOpPaTHO MYyTHPOBATh HEKOTOPbIE OCTATKH MBIIIMHON mocienoareabHOCTH. CoXpaHeHne
CBSI3bIBAHUS, PUCK UMMyHOTreHHOCTH Epivax in silico n Onogusnyeckne CBONWCTBA HE 3aBUCENH
OT KOJMYeCTBA OOpATHBIX MYTAIMi K MBILIMHBIM MOCIENOBATEIBHOCTSM, & OT TOTO, B KaKHX
NOJIOXKEHUSAX ~ HAXOAWJIHMCh  OOpaTHblE MyTalMd B  MBIIIHMHYID  IOCJIEAOBATENbHOCTD.
PernpesenTaTuBHBIE PE3yJbTATHI ONpeneneHus: xapakrepuctuk MKAT k HFA, monydeHHble B
JAHHOM aHaJIM3e, MOKa3aHbl B Tabnuiax 2 u 3.

[00151] Ta6auua 2. Ilpumeps! pe3yapTaToB omnpeneneHus xapakrepuctuk BAMB31 k

HFA
OO0uree k0J1-BO
OCTaTKOB, KoTOpble |KomOnmHHMpoOBaH
o0paTHO MYTHPOBAJIH B | Hasi oueHka mo | X (%
MBIIIHHY IO V-o0mactu |MoHOMep Tonse| Tm1 | Tagg
OO0pa3sen | mocjienoBaTe/IbHOCTh Epivax a) KD M) |t (°C) | (°C) | (°O)
oT
1.17E-11
Nuana3zo ot -53,46 10 - a0 53,9- {60,7-|61,7-
H: 0-7 13,62 84-99 |1.52E-09| 62,5 | 69,1 | 70,6
BAMB24
96 1.39E-11| 60,7 | 67,4694
6 H/TI 5,25
BAMB61
97 1.52E-09| 62,5 | 69,1 | 70,6
1 0 -53,46
BAMB61
98 1.17E-11| 62,1 | 66,7 | 67,6
2 4 -20,77
BAMB61
97 1.82E-11| 59,3 | 65,4 | 66,4
3 4 -39,59
BAMB61
98 1.60E-11| 61,8 | 66,6 | 67,6
4 3 -39,77
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BAMBG63

98 3.83E-11| 58.4 | 64,6 | 64,7
0 7 -13,88
BAMBG63

97 1.80E-11| 58.8 [ 64,4 | 65,0
1 4 -14,31
BAMB62

84 1.83E-11| 54,8 | 62,0 | 62,7
3 5 -31,47

Ucxonnas xumepa uenosedeckoro IgG1 BAMB246

3HaueHus 3a MpeesiaMy KeJJaeMOro Tuarna3oHa BbIAeNIeHbl KUpHbIM mpudTom: OOIuee
KOJINYE€CTBO OCTATKOB, KOTOPBIH OOPaTHO MyTHPOBAJIHM B MBIIIMHYI MOCIEIOBATEIBHOCTD >J;
Bbamner pucka no Epivax gyt HC u LC > -10; KomGuanposanHbie Oasutel pucka mo Epivax > -20;
3nauenuss % monomepa mo DX <95% kd (1/c) > >1.00E-04; 3nauenuss KD (M) >2.50E-11;
Tonset (°C) <60; Tm1 (°C) <65; Tagg (°C) <65

[00152] CHuxkeHne pucKa NOCTTPAHCASLUOHHON MOAU(PUKANNH: HUCXOJHOE
AHTUTENI0O W aJalTHPOBAaHHbIE K 4YEJOBEYECKOMY KapKacy BapHaHTbl COJAEP)Kadld MOTUB C
NMOCTpaHCIIUUOHHON Momupukameit neamumupoanueM NG B HCDR2. [lns pemeHus 3Toit
NOTEHIMAJIBHON NpobieMbl ObUTH CO3AaHbI OTAENbHBbIE OMOIMOTeKH anst octatkoB N u G ¢
UCTIONb30BAHUEM BBIPOJKACHHBIX OJHIOHYKJICOTHAOB. B pesynbrate ObUIM CO31aHBI HOBBIE
MOCJIEIOBATEIBHOCTH, B KOTOPBIX CIIydalHbIM 0Opa3oM BBOIWIH BCe 20 aMHHOKHCIIOT JUISI
Kaxoro nonoxenus. Kaxayro OubIMoTeKy mpoBepsuid Ha NMPEAMET COXPAHEHHs CBSI3bIBAHUS.
Jlns cexBeHUpOBaHMs ObUTH OTOOpaHbI BApUAHTBI AHTHUTEN, IEMOHCTPUPYIOIIUX CBS3bIBAHUE,
No7100HOE CBSI3BIBAHUIO HCXOHBIX MBIIIUHBIX AHTUTEI.

[00153] Pe3yabTaThi: nocie CEKBEHUPOBAaHUsA MyTaHThI ¢ 3ameHaMu ¢ N Ha S u ¢ N Ha
G uMenu cornocTaBUMOE CBSI3bIBAHUE C UCXOAHBIM MyTaHTOM. [lepcniekTuBHble BapuanThl K HFA
ObUIM KJIOHHUpPOBaHbI M 3KcrpeccupoBanbl kak IgGl gukoro tuna (BAMAB674) u IgGl c
toueuHbiMu MyTammsiMd M37Y, S39T u T41E B obOnactu Fc (Hymepamusi OCHOBaHa Ha
NOCJIEIOBATENILHOCTSX KOHCTaHTHON obOnactu Tspkenoi uenu Fc IgGl B GenBank, Homep
noctyna AEV43323), 6bu1 ob6o3naden kak +YTE IgGl (BAMBG675). M3BecTHO, 4TO Takue
myTarnuu noBbmarT adduanocTe k FCRn u yBenmuumBaroT mepuoz Mony>KU3HU B KPOBOTOKE
(Properties of Human IgG1ls Engineered for Enhanced Binding to the Neonatal Fc Receptor
(FcRn), Dall’Acqua WF., JBC, 2006). Xapakrepucrukn BAMB674 1 BAMBG675 mnokasaHsl B
Tabmure 3.

[00154] Tadamua 3. Xapakrepuctuku BAMB674 u BAMB675

CaoiicTBa BAMB674 BAMB675
Hsotun IgG1 AT +YTE IgGl
FW HC IGHV1-46*03 IGHV1-46%03

B nonoxenusx FW HC HeoOxoauMbl MBITUHBIE
M48I, M70L M481, M70L
OCTaTKU

Vwmeunbtuenue MmotusoB NG CDR2 HC N55S N55S
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FW LC IGKV2-30*01 IGKV2-30*01
B monoxkennu FW LC HEoOXOAMM MBILITUHBIN
V109L V109L
OCTaTOK
Ywmenbienue MotuBoB NG CDR1 LC NG—RA NG—RA
KD (mM) 25.4 25,7
Tonset 62,9 °C 57,7 °C
Tml 67,3 °C 64,1 °C
Tagg 68,4 °C 67,7 °C
% Monomepa o X 97 98
CTaOuibHOCTD MPHU BBICOKOW KOHIEHTpAaLUU >2
>100 mr/mn >100 mr/mn
Henenb
[00155] Tadauua 3a. TepmocTaOUIBPHOCTD
Obpaszen Tonset (°C),|Tm1  (°C),|Tagg (°C),|Tonset, Tml, crann.|Tagg,
CpeIH. CpeIH. CpeIH. CTaHJ. OTKJL|OTKIL. CTaHJ. OTKIL
3HaY. 3Had. 3Had.
KonrponpHoe (63,8 69,8 80,6 0,092 0,016 0,001
MKAT
BAMB700 61,4 67,4 70,5 0,228 0,178 0,168
BAMB701 59,1 65.2 69.5 0,263 0,155 0,559
BAMB674%* 62.9 67,3 68.4 - - -
* N=1

[00156] Ipumep 2: UccaenoBanue TepMOCTAOHIBLHOCTH

[00157] [dns BapmantoB BAMB31 ¢ amanTupOBaHHBIM Ye€JOBEYECKMM KapKacoM
TEPMOCTA0MJIBHOCTh ~ OLEHHBAJIM C TMOMOINBI  HaHoAu(depeHunanbHOW CKaHUpPYROIeH
¢ayopumerpun (NanoDSF) nist usmepenuss Hauana temrepatypel TtuiaBienust (Tonset),
Temneparypbl  meporo ¢aszosoro mepexonma riasieHuss (Tml) wu  Temmepatypsl
nepBoHadaipHOrOo OOHapykeHus: arperatmu (Tagg). JlaHHble Ui HEKOTOPBIX BAPHAHTOB
npuBeneHsl B Tabmune 2 (crondip 6-8), Tabmune 3 (crpoku 10-12) u tabnuue 3a.

[00158] Marepuanbl u cnoco0bl: TEpPMOCTAOMIBHOCTh 00paslia OINpeneNsoT C
NOMOIIBI0 aBTOMaTHUecKoro mnpudopa Promeeus. HM3mepeHHs NpOBOIAT NyTEM 3arpy3kd
obOpasua B 24-KamWUISIPHYED MaTpully w3 384-JIyHOYHOro IuiaHimera ans obpasmos. Jlis
KQXIOro o0pasua BBINOJHAKOT MOBTOPHbIe u3MepeHus. llomp3oBarenbckuii uMHTEpQETic
Promeeus NanoDSF  (Bkmamka  Melting Scan) wucnone3yercs  Ainsi  HAaCTPOWKH
SKCIIEPUMEHTAJIbHBIX MapaMeTPOB aHajHM3a. 1TepMUYecKoe CKaHMPOBAaHWE THIIMYHOrO oOpasua
IgG oxBareiBaer nuamazoH ot 20°C pmo 95°C co ckopocteto 1,0 °C/mumn. Tunuunas

KOHIIeHTpalusi o0pa3noB Haxomurca B pauanasoHe or 0,3 go 1 wmr/min. CoOcTBeHHYIO
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bnyopecuenimro  Monekyabl mpu 330 w350 HM HCHONB3YIOT ISl OTCIICKHBAHHS
pa3sBOpauMBaHUs BO BpEMs JIMHEMHOTO M3MEHEHMsI TeMIepaTypbl U PErUCTPUPYIOT B BHUAE
MU3MEHEHUs] WHTEHCHUBHOCTH (IYOPECLEHIMH B 3aBHCHMOCTH OT BPEMEHHM. JTO HAa3bIBAETCSA
pesyabraTaMu TepMuueckoro ckanuposanus (Tm). IlapamnensHo ¢ 3TUM, HCHONB3YS
TEXHOJIOTHIO OOpaTHOro oTpaxkeHust, npubop onpexnenser Havyano arperauun (Tagg) B TeueHue
JUHEHHOro W3MeHeHHus Temmepatypel. Takum oOpasom, wmeron NanoDSF mosBosser
OJHOBPEMEHHO H3MEpPUTh KOH()OPMALMOHHYI M KOJUIOMIHYI CTa0MIBHOCTH NMEPCHEKTHBHBIX
KaHIUJATOB, KOTOpPblE YacCTO OTCJIEKUBAIOT B Ka4decTBe IOKAa3aTeleld JIOJrOCPOYHOM
cTaOUIIbHOCTH 00pa3la B PA3IUYHBIX YCIOBHSIX.

[00159] ITpumep 3. Ouenka pucka ummyHoreHHoctT Epivax in silico

[00160] [ns npornosmpoBanusi cBsi3biBaHuss [ KI'C kmacca 1l mcmonb3oBanm
nporpammHoe obecrieuenne EpiMatrix (EpiVax Inc.) mms nposenmenus in silico aHamusa V-
obnacreit MKAT k AP 3pE. IlporpamMHoe oOecrieueHHe aHATU3UPYET MOCIENOBATEIbHBIE 9-
Mepbl AMHHOKHUCIIOT JUIsl UACHTU(PHUKAINY TTOTEHLIHUAIBHBIX MOCIEIOBATEIBHOCTEH CBS3BIBAHHS
HLA «xmacca II. basa pmaHHBIX BKIIFOWaeT HauOoJjiee pacnpocTpaHeHHble Turbl HLA,
OXBaThIBAOIIME NpuOMM3nTeNnbHO 95% dyenoseweckodt mnonysimuu. Ecmu penenrop HLA
AHTUTEHIIPE3EHTUPYIOIEN KJIETKU CBS3bIBAET MENTUAHBIN arpeToll, TOrAa Apyras CTOPOHa 3TOro
nentuaa (3MUTOM) MOXKET CBs3bIBaTh 3(dexropHbie T-KIeTKH WM peryisTopHble T-KIIETKH,
YTO, B CBOI OY€peb, MOXKET NMPUBECTU K CTUMYJISILIUM WJIM MOJABIEHUIO MMMYHHOI'O OTBETa
npotuB Oenka, HeCylero 3ToT s3murorn. IIporpamMmHOe o0ecredeHne TreHepupyer Oa
CBSI3bIBAHUS arpeTorna, KOTOPbIH MOKET OBbITh CKOPPEKTUPOBAH C YYETOM CIIPOrHO3UPOBAHHOTO
CBSI3bIBAHUS PEryJIATOPHBIX T-Ki1eTok. bajibl HOpMann30BaHbI OTHOCUTENBHO pa3Mmepa Oenka u
KOJIMYEeCTBA COOBITUH CBSI3BIBAHMS, 4YTO JAaeT BBIXOAHBbIE JaHHbIC, YKa3bIBAIOIIUE Ha
IPOTHO3UPYEMYI0 HMMYHOT€HHOCTD OeJKa.

[00161] Ilpumep 4. AHATIMTHYECKAS XAPAKTEPHCTHKA OYHILEHHBIX MKAT

[00162] Konuentpammo Oenka Ui KaXIOTO OYHINEHHOTO MKAT OMpPENeNsid MyTeM
U3MEpPEeHUs] ONTHYeCKOi moTtHocTH npu 280 HM Ha cnekTpodoromerpe NanoDropl1000 wnm
MHOTOKaHaJIbHOM  cnekrpodoromerpe  Trinean  DropSense96 u  paccuuthiBaIU  C
UCTIONBb30BaHUEM  KO3(pummeHTa  SKCTHMHKUMH, OCHOBAHHOTO  HAa  AMHHOKHCIIOTHOMH
MOCJIEI0BATENBHOCTH.

[00163] 53X-BOXKX OYHINEHHBIX aHTUTEN BBITOJHSIIN, TPOTOHsST 00pa3lbl HA KOJIOHKE
TOSOH TSKgel BioAssist G3SWxI B 0,2 M natpus ¢ocdara, pH 6,8 mpu 1 mu/mun Ha Waters
Alliance HPLC B Teuenue 20 MUHYT. DJr0aT KOHTPOJUPOBAJIM MO MOrNOLEeHuto npu 280 HM.
ITocnenoBaTenpbHOCTH MOKa3aHb! B TAOMUIAX 2 U 3.

[00164] IIpumep S. U3mMepeHHe KHHETHKH CBSI3bIBAHUS U a(pPpUHHOCTH

[00165] IloBepxHOocTHBINH ma3MoHHbIH pesoHanc (IIIIP) mpencrasnser coboit merton
Oe3MapkepHOro OOHAPYKEHUs, HWCIOJNb3YEeMbIH JJIsi  HMCCIAENOBAaHUS  OHOMOJIEKYJISIPHBIX
B3anMozeiicTBril. KOHTpOJIb HEOOMBIINX H3MEHEHHI MaCcChl HA TOBEPXHOCTU CEHCOPA, TIPH STOM
TAHHBIM TMpPSMOM aHAJNN3 CBS3bIBAHUSA B PEAJbHOM BPEMEHH O0€CNeunBaeT KaueCTBEHHBbIE U

KOJIMYECTBEHHbIE JAaHHbIE O B3aMOJCHCTBUH MEXKAY OHOMOJIEKYJaMH, T.€. OIpeaesieHHe
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PaBHOBECHBIX KOHCTaHT cBsi3bBaHMA (apduHHOCTh, Kp) M KMHETHUECKHMX KOHCTAaHT CKOPOCTH
(ko/kg; CKOpOCTBH accolMalMUd KOMIUIEKCAa K, ¥ CKOpPOCTh AUCCOLMALMU KOMILIeKca Kq). DTOT
Croco0 MOJKHO HCIOJB30BaTh B HCCIENOBAHMAX B3aMMONEHCTBHH Oenok-0enok u Oenok-
HYKJIEMHOBAsI KUCJIOTa, a TaKXKe B3aUMOAEWUCTBUI Mexay OelnkaMu M MalblMU MojieKyjJamu. B
JAHHOM Cllydae HCCIEeNOBalU B3auMOIEHCTBUs Mexay 3pE-crnenuduueckumu aHTUTENaMu U
yenoBeueckumu nentuaamMu AB3pE-40 (SEQ ID NO: 40) unu AB3pE-28 (SEQ ID NO: 42),
yenoseyeckumu mnentugamu AB1-40 (SEQ ID NO: 41) wim AB1-28 (SEQ ID NO: 43) u
nentugamu AB3pE-28 rpeyHa (SEQ ID NO: 45 u 46).

[00166] MaTepuanbl u ciocoobI

[00167] IIITP: HaGop s 3axBata antuten mMeinu oT GE Healthcare ucnonp3oBanu s
uccnenoBanus appuanoctu BAMB31 2a (mlgG2a) B otHomenun nentuna AB-3pE-40 (SEQ
ID NO: 40). B xadecTBe KOHTpPOJIbHBIX aHTHTen BKIrouamn J&JPRD/AB/pE3/1 mlgG2a
(omucannbie B myOnukanuu narenta CIIA Ne 2018/0142011) u mE8c mlIgG2a (onmucanHbie B
US9944696 wu US8679498). HMmMOOMIM3AIMIO AaHTUMBIIHHOTO AHTUTENA  BBIMTOJHSIIN
MOCPECTBOM COYETaHUSI C aMUHOTPynmoi Ha ceHcopHoMm umne CMS B COOTBETCTBUU C
NPOTOKOJIOM TIPOM3BOAMTENA. 3aTeM TMpeacTaBisiomee uHTepec aHTtuteno (1 Mkr/mm)
3aXBaTbIBAIM AHTUMBIIIMHBIM aHTUTENOM A0 ypoBHA 300 RU ¢ nocnepyromeid HHbEKLUEH
yenosedyeckoro nentuna AP 3pE-40 (SEQ ID NO: 40) B paznuuHbIx KOHUeHTpauusx (3,125 5M,
6,25 5M, 12,5 M, 25 M u 50 EM), pazBeneHHOr0 B noaBm:kHOM Oydepe (20 MM docdaTHoro
oygepa ¢ 2,7 mM KCI, 137 mM NaCl u 0,05% mnoBepxHOCTHO-aKTUBHOTO Bemectsa P20
(Tween™ 20)). IToBepxHOCT perenepupoBanu 10 MM rnuiuHa rugpoxiopunom npu pH 1,7 B
TeueHue 1o Menbwend Mepe 180 ¢ m pononHutenbHbBIX 60 ¢. B KadyecTBe OTPULIATEIBLHOIO
KOHTPOJIS1 ucnofb3oBaiy yenoseueckuii nentun AB (1-40) (SEQ ID NO: 41).

[00168] M3mepenust adpHUHHOCTH MPOBOIMIM C TOMOIIBI ONTHYECKOTO OMOCEHCOopa
T200 (Biacore®™). KuneTnueckuii aHamms MPOBOAWIN B COOTBETCTBUU C MOJENBIO CBA3BIBAHUSA C
annpokcuManuedi 1:1 ¢ momompio mporpammHoro obecrnedeHus: Biacore T200 Evaluation
Software (Bepcus 2.0).

[00169] B HexoTOpbIX ciydasx ad(HUHHOCT CBA3BIBAHHS M CHELU(UIHOCTD MKAT K Af3
3pE usmepsutn metomom [P, BBIMOMHSEMOro ¢ MCIONb30BAHUEM PA3JTUYHBIX MHCTPYMEHTOB
(Biacore T200, Biacore 8K wmmu MASS-2 (Biacore, Inc.)) u moBepxHocTeli OuoceHcopa,
COIEpIKALIET0 aHTUTENIAa K YEJIOBEUYECKOMY WJIM MBILTHHOMY WMMYHOTJIOOYJIMHY. AHTHTENAa K
YeJIOBEYECKOMY HJIH MBIIIHHOMY UMMYHOTIJIOOYJIMHY KOBAJEHTHO CBSI3BIBAIH C IOBEPXHOCTHIO
cercopHbIx unnoB CM4 umu CMS (GE Healthcare), ncnonp3yst HHCTPYKIIMHA W3TOTOBUTEINS T10
XUMHH COYETaHHMs C aMuHorpymmoi. IlpencraBnsromime HMHTEpEC aHTHTENA 3axXBaThIBAIH
CEHCOPHBIM  YWIIOM, COAEpIKAIIMM aHTUTENa K  YeJOBEUECKOMY HJIH  MBIIIHHOMY
uMMyHOTTI00YIMHY, B KoHUeHTpauuu 300-400 RU ¢ mocnenyromel WHXEKIUEH MenTHAOB WK
6enxoB AP (mpumepsr: yenoseueckuii AR 3pE-40 (SEQ ID NO: 40), AB 3pE-28 (SEQ ID NO:
42), paanomuszuposanubiii AR 3pE-28 (SEQ ID NO: 44), AB 1-28 (SEQ ID NO: 43), MbIIIuHbIH
AR 3pE-28 (SEQ ID NO: 46) unu ¢uOpoHEKTHH) B pa3iM4YHBbIX KOHLEHTpalMsXx B OydepHOM

conesoMm pacteope HEPES, copepxkamem 0,005% noBepxHOCTHO-akTUBHOro BemectBa P20
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(Tween™ 20). [ToBEpXHOCTh PEreHEPUPOBAIHN MyTEM 2 MMITYJIbCHBIX MHKeKIui 30 mka 10 MM
Gly pH 1,5 mpu 100 mxn/mun. IlpuBeneHHble TaHHBIE MPENCTABISAIOT COOOH pa3HOCTh CHrHajla
[IITP mexxny MPOTOYHON SYEUKOM, CONEpIKALLEeH 3aXBaY€HHOE aHTUTENO U STAJOHHON SYEHKOM,
HE cofeprKallel 3aXxBa4eHHOr0 aHTUTeNa. JIOMOMHUTENPHO NOrPEIIHOCT, BHOCUMYIO IPHOOPOM
B CHUTHAJ, YCTPAHSJIM, BBbIYUTas JaHHbIE IyCTOM MHXXEKIMM W3 CUTHAJa C BBIMTEHHBIM
STAJOHHBIM CHUrHaJioM. ECiM nmpuMeHMMO, NaHHbIE aHAJIU3MPOBAIH, ANNPOKCUMUPYS (a3bl
acCOLMAINU U TUCCOLMALIMY MPU BCEX KOHLEHTpPALMSIX (T100anbHas armpOKCUMAINsS) MOJEIbIO
cBsi3biBaHus 1:1, ucmosiw3ysi mporpammHoe obOecrnedenue Biaevaluation (Biacore, Inc.). B
NPOTHBHOM CJIy4ae NaHHbIE OLIEHHBAIN KAUECTBEHHO HA HATMUNE/OTCYTCTBUE CBS3BIBAHMS.

[00170] HWmmyHoOrucroxumMu4ecKu aHaau3 (UKCHPOBAHHOrO (QopmMaaIuHOM H
32JMTOr0 Napa)uHOM TrOJIOBHOIO MO3ra: il UMMYHOTMCTOXHMUYECKOTO aHaiu3za Iocle
nenapa@uHU3AUN U TIOBTOPHOW THApATALMU CPE30B NPOBOIMINM H3BJICUYCHUE AHTUTCHA
NOCPENCTBOM MHKYOAI[MH MUKPOIPENAapaToB rOJIOBHOTO MO3Ta TPAHCTEHHBIX MBILIEH B TEUECHUE
10 muHyT B MypaBbuHOW kuciore (70% B JAUCTIIUIMPOBAHHOW Boxe) W OJIOKHPOBAIH
AKTUBHOCTh JSHIOTEHHON MepoKcuaasbl ¢ momombio 3% mnepokcuaa Bomopoma (DAKO; .
I'moctpyn, Hanus, S2023). Cpessr unkybupoBanu B TeueHue 1 vaca ¢ BAMB674, BAMBG675,
hE8L, R17L, R17, CI-C7, BI12L, aaturenom I wim anturenom Il (mocnemHue ceMb aHTHTEN
Obun panee ommcanbl B US9944696B2 u US8679498B2) B pa3nu4HBIX KOHLEHTPALUAX
(pabouast kornenrpamwsi: 2, 0,1-0,05-0,025 mxr/mi) B pazdaBuTene aHTUTENA C KOMIIOHEHTaMH
cHkeHns ¢ponosoi okpacku (DAKO, S3022)). ITocne nHTeHCHBHOI NpoMBIBKH MedeHHoe 11X
yenoseyeckoe BropuuHoe anTureno (PI-3000, Vector labs; bypaunreiim, Kanudopuus - 1/500 B
pasbasutene anturen (DAKO, S0809)) mHanocunu Ha MHKpompenapaTsl B TeueHHe | daca C
MOCJIEAYIOIINM XPOMOreHHbIM MeueHueM 3,3-nuamuHodensunuaom (DAB) (DAKO, K3468).
MuxkpornpenapaTbl MOJABEPrajii KOHTPOKPAIINBAHUIO I'€MaTOKCHJIMHOM, AETHAPATUPOBAIU U
NIePEBOIMIIN B TIOCTOSIHHBIN Mpernapar mytem 3akmoueHus B Vectamount (H-5000, Vector Labs).

[00171] Pe3yabTaThl: KHHETHUECKHUI aHAJIN3 MOHOKJIOHaIbHOTO aHTuTenia BAMB31 2a
(mIgG2a) noareepaun apdurHOCTD CBsi3bIBaHMsA ¢ enTuaoM AR3pE-40 (SEQ ID NO: 40). ITpu
npumMeHenuu nentuaa AB1-40 genoseka (SEQ ID NO: 41) B koruenTpanusx 10 S0 HM He ObL10
oOHapyskeHO cBsizbiBaHMsA. CeHcorpamMma (KMHETHKA €IWHUYHOTO LIUKJIA), AEMOHCTPHUPYIOLIAs
cesspiBanne BAMB31 2a (mlgG2a) ¢ mentunom APB3pE-40 wenoseka (SEQ ID NO: 40),
npowsurocTpupoBaHa Ha ®@ur. 1. B xauectBe Moyekyn Uil CPaBHEHUS B OJHOM U TOM XKe
ananmuze ouenuBanu J&JPRD/AB/pE3/1 mlgG2a u mE8c mlgG2a (®wur. 2), a BAMB31 mno
cpasuennto ¢ mE8c u J&JPRD/AB/pE3/1 nponemoncTpuposano Oosnee BHICOKYIO ahGHUHHOCTS.
PaBHOBecHast koHCTaHTa cBsi3bIBaHus (apPuHHOCTD, Kp) M KMHETHYECKHE KOHCTAHTBI CKOPOCTH
(ko/kq) moka3aHbl B TabnuLe 4.

[00172] Tadauua 4. Kunernka J&JPRD/AB/pE3/1, BAMB31 u mE8c mIgGa
O6pazen ka (1/M*c) kd (1/¢) Kp (mM)

J&JPRD/AB/pE3/1 Cpennee 1.12E+05 9.37E-05 853
(mlIgG2a)
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Cranp. 1.48E+04 1.53E-05 201
OTKIJL.

BAMB31 (mIgG2a) Cpennee 9.30E+05 4.94E-05 53
Crann. 6.01E+03 3.97E-06 5
OTKIJL.

mE8c¢ Cpennee 3.36E+05 3.20E-05 96

(mlIgG2a)
Cranp. 1.05E+04 7.27E-06 25
OTKIJIL.

[00173] Kunernuecknii ananu3 MKAT kK HFA BAMB31 (BAMB674 u BAMBG675) npu
cHmwkenun pucka neamumupoBanuss NG CDR2 HC mnokaszan coxpaneHHyr ad@UHHOCTH
csizbiBanus ¢ entuaoM AB3pE-28 (SEQ ID NO: 42) mo cpaBHEHHIO C UCXOAHBIM aHTHTEIOM
BAMB31 2a (mlgG2a) u wucxomgueiM aHtHTeNoM BAMB246 (xumepa IgGl uenoseka).
PaBHOBecHast koHCTaHTa cBsi3bIBaHMs (apPuHHOCTD, Kp) M KMHETHYECKHE KOHCTAHTBI CKOPOCTH
(ko/kq) moka3aHbl B TabnuLe 5.

[00174] Ilo cpaBHEHHIO C paHee OINHUCAHHBIMM T'yMaHuU3UpoBaHHbIMH 3pE-
cnenuduueckumu antureiramu hESL, R17L, R17, CI-C7, B12L, anturenom I u anturenom II
(panee omumcanHbiMu B US9944696B2 u US8679498B2), adduHHOCTH NaHHBIX MOJEKYJ
BAMB31 x HFA Beile, kak mokazaHo B TaOiuIe 5.

[00175] Ta6auua 5. Kuneruka csasbiBanus 3pE AP ans monexkyn BAMB31 x HFA u
mE8c x HFA

O6pasen N ka (1/M*c) kd (1/c) Kp (M)
BAMB675 9 3.24E+06 8.24E-05 25,7
BAMB674 9 3.27E+06 8.32E-05 25,4

BAMB246 (yenoBeueckoe
XHMEPHOE UCXOAHOE 9 3.53E+06 4.42E-05 12,6
AHTHUTEJIO)
BAMB31 2a (ucxopnHsblii
— 1 2.89E+06 7.97E-05 27,5
mlgG2a)
AwnTturerno | 5 9.86E+05 1.84E-04 228,0
Awntureno 11 5 1.43E+06 1.02E-04 82,0
B12L 1 2.81E+05 1.25E-04 445,0
C1-C7 2 1.46E+05 2.63E-04 1810
hESL 2 5.07E+05 6.36E-05 127,0
R17L 2 3.21E+05 3.31E-04 1030
R17 2 1.28E+05 7.43E-04 5800
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YenoBeueckoe XUMEPHOE

mES8c

4 7.02E+05 <6.44e-5 <78,0

Hcxonnoe mIgG2a mE8c¢ 4 7.25E+05 < 6.46e-5 <89,0

YesioBeueckre XHMMEDPHbIE AaHTHTEJIa HMEIOT MbIIIHHbIE BapHabeabHblE OONACTH B
KoHCcTaHTHOH obnactu IgG1 vyenoseka.

[00176] Tadauna Sa. CpaBHenue ahGUHHOCTH CBSA3bIBAHHS

Obpazen ka (1/M*c) kd (1/¢) Kp (M)

BAMB700 2.88E+06 9.86E-06 3.42E-11
BAMB701 3.01E+06 9.47E-05 3.14E-11
BAMBG674 3.39E+06 1.36E-04 4.01E-11
BAMBG675 3.74E+06 1.66E-04 4.43E-11
Kontponsaoe MkAT | 4.11E+06 1.56E-04 3.79E-11

Huanazon konuentpauuii HU-3pE-Gera-amumnoun ot 0,6 no 4,5 HM

[00177] Bonee Bricokas adhuHHOCTH, U3MepeHHas: Metogom [P, Takxke mpuBoamIa K
YIYUYLICHUIO CBS3BIBAHUS OJsieK. BBIMONHAIN CEepHi0 pPa3BeNeHHH IMEPBUYHBIX AaHTUTEN
MOCPENCTBOM HMMYHOTHCTOXMMHYECKOTO aHAJM3a Ha Cpe3ax TOJIOBHOI'O MO3ra TPAHCTEHHOM
Mbly. Bee aHTHTENa maBanu BUIMMOE MeUeHHe ONALIeK B KOHLEHTPAMU 2 MKI/MII, XOTS U B
paszHoii crenienu. [Tpu xornentparmu 0,1 mxr/mi antutena CI-C7 u R17L He naBanu BUIUMOTO
MeueHUs OJsIeK B COOTBETCTBHM C HU3KOH ad(uHHOCTBIO, m3MepeHHOH metonoMm IITIP. Ipu
koHueHtpauun 0,05 mxr/mn BAMB674 u BAMBG675 neMOHCTpUpYIOT MedeHue OIsIiek, B TO
BpeMs Kak Me4eHue OJIsIIeK B JAHHOHM KOHLEHTPALMN BU3YaJIbHO OTCYTCTBYET JJISI MOJIEKYJI JJIs
cpaBHenust (@ur. 3). Ilpu xonuentpauuu 0,025 MKr/Min BHIUMOE MedyeHHE OJisimeKk (MOuTH
MIOJTHOCTBIO ) OTCYTCTBYET JJIsl BCEX MPOTECTUPOBAHHBIX MOJIEKYJI.

[00178] B 3akiroueHue MOXKHO OTMETHTh, YTO JaHHbIE HMMYHOTHCTOXHUMHYECKOTO
aHanmu3a mnonTBepxknatoT panHbie [P, nemoHcTpupyromue Oonee BBICOKYIO apPUHHOCT
BAMB674 u BAMBG675 no cpaBHEHUIO C MOJIEKYJIaMU JIJIs CPABHEHUSI.

[00179] BAMB246 (xumepa IgG1 yenoseka) u cymectyromue MKAT Kk HFA BAMB31
(BAMB674 u BAMBG675) wumenu >3 norapudmMa CEJIEKTHBHOCTH IO OTHOIICHHIO K
BBICOKOTOMOJIOTHYHOMY MbInHOMY nentuny AP 3pE-28 (SEQ ID NO: 46) u >5 norapugpmos
CEJIEKTUBHOCTH MO OTHOLICHWIO K (ubpoHektuny, nenruny AP 1-28 (SEQID NO: 43) u
nentuny AP 3pE-28 ¢ paHIOMHM3MpPOBAaHHBIMH AMHHOKHCIOTaMH 3-9 (paHIOMH3MPOBAHHBIN
3pE-28) (SEQ ID NO: 44). Pe3ynbTaThl CEIEKTHBHOCTH U PaBHOBECHAs] KOHCTAHTA CBS3bIBAHUS
(apdpurnOCTD, Kp) M1 KMHETHYECKHE KOHCTAHTBI CKOPOCTH (K, M Kq) IJIs1 POACTBEHHBIX MENTHIOB
u Oenka rmokasaHsl B Ta0nuue 6.

[00180] Tadéumua 6. Kuneruka cenextTuBHOro cmsisbiBanuss BAMB246 (xumepa IgGl

yenoseka) 1 MKAT kK HFA ¢ poacTBeHHBIMU MUILIIEHAMU



61

Obpazey Ilenmuo/6enok ka (1/M*c) kd (1/¢) Kp M)  Kpamnocme
CeneKxmueHoCH
u
mbluHbIA AP 3pE-28  1.02E+04 4.04E-04  3.96E-08 3143
oTcyTcTBHE CBsi3bIBaHusA 10 1,2 >1.20E-
¢ubponexkTuH
MKM 06 >95000
BAMB24
oTCyTCTBHE CBsi3bIBaHusA 10 1,2 >1.20E-
6 yenoBevyeckuii AP 1-28
MKM 06 >95000
PanpomusupoBaHHbIN oTCcyTCTBHE CBsi3bIBaHUS 10 1,2 >1.20E-
3pE-28 MKM 06 >95000
mblHbId AP 3pE-28  7.40E+03 3.38E-04  4.55E-08 1791
oTCcyTCTBHE CBsi3bIBaHUs 10 1,2 >1.20E-
¢ubpoHexTHH
MKM 06 >47000
BAMBG67
OTCyTCTBHE CBsi3bIBaHUs 10 1,2 >1.20E-
4 yenosedeckuid AP 1-28
MKM 06 >47000
PanpomusupoBaHHbIN OTCyTCTBHE CBsi3bIBaHUs 10 1,2 >1.20E-
3pE-28 MKM 06 >47000
mbimuHbIA AP 3pE-28  4.68E+03 3.33E-04  7.75E-08 3014
OTCyTCTBHE CBsi3bIBaHUsA 10 1,2 >1.20E-
¢dubpoHexTHH
MKM 06 >46000
BAMBG67
oTcyTcTBHE CBsi3bIBaHUA 10 1,2 >1.20E-
5 yenoBevyeckuii AP 1-28

MKM 06 >46000
PanpomusupoBaHHbIN oTcyTCTBHE CBsi3bIBaHUs 10 1,2 >1.20E-

3pE-28 MKM 06 >46000

PannomusupoBannslii 3pE-28 npeacrasisier coboii uenoBeueckuid nentua AP 3pE-28 ¢
PaHIOMU3UPOBAHHBIMU aMUHOKUCTIOTaMU 3-9.

KpatHocts cenextuBHoCcTH onpeaensuu aenernrneM KD u3 tabnuubt 4 Ha KD u3 Tabnuisn

ITpu Kp >1.20E-06 (M) He Opu10 0OHAPYKEHO CBSI3BbIBAHMS AHTUT€HA O MAKCHMAJIbHOM
MPOTECTUPOBAHHOMN KOHLEHTparmu 1,2 uMkM.

[00181] Addunnoctu cesizbiBanusi FcRn mns amturena BAMB31 k HFA na IgGl
nukoro Tthna (BAMB674) u m3orune +YTE IgGl (BAMB675) nokasanel B Tabmuue 7.
Addunnocts MKAT +YTE (BAMB675) k FcRn uenoBeka u sIBAHCKOToO Makaka B ~3 pa3a BbIIIE
no cpaBHeHuro ¢ IgGl nukoro Tuma (BAMBG674), xotopoe TpaHCIHpPOBAIOCh B Oolee
IUIMTENBHBIA miepuop mnonyxkusHu aHturena +YTE B uccnemoBanmm  (papMakOKMHETUKH

siBAHCKOTO Makaka (Pwur. 11).
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[00182] Ta6auua 7. ApdunHoctu cesizpiBanus FCRn B cpaBHEHUU ¢ MKAT IUKOTO THIIA
u +YTE IgG1 x HFA

Obpaszen FcRn Kp (M)
Konrponpnsiii IgG1 Yenosek 4.43E-07
Kontponpneiii IgG1 SIBaHCKUIT Makak 4.30E-07

BAMB674 UYenosek 3.49E-07
BAMBG674 SIBaHCKMIT Makak 2.68E-07
BAMBG675 Yenosex 1.11E-07
BAMBG675 SIBaHCKMIT Makak 8.64E-08

3unayenuss KD (M) Obutn ycpenHeHsI 10 5-6 He3aBUCHMBIM ITOBTOPHOCTSIM.

[00183] TIpumep 6. CouaBuu-UPDA pgasi  TecTHPOBaAHHS  NepeKPeCcTHOI
PEAKTHBHOCTH

[00184] /lnsa BeiOpaHHOTO MOHOKJIOHANBEHOTO aHTHTeNa K AB3pE BAMB31 ounenuBamu
nepekpecTHyo peakTuBHOCTH ¢ AB3pE-40 rpeyna (SEQ ID NO: 45) u yenoseueckum AB1-40
(SEQ ID NO: 41), AB1-42 (SEQ ID NO: 48), AB11pE-40 (SEQ ID NO: 49) u AB11pE-42 (SEQ
1D NO: 50) c HUCIOJIb30BAHUEM CHUHTETHYECKUX HENTUIOB. KomOunanuro
BAMB31+JRF/cAB40/28-HRPO  wucmonb3oBamu  IJIsl  WCCIENOBAHUST  TEPEKPECTHOH
peaktuBHocTH ¢ AB1-40 (SEQ ID NO: 41), AB11pE-40 (SEQ ID NO: 49) u AB3pE-40 rpesyHa
(SEQ ID NO: 45), a xomOunaumro BAMB31+JRF/cAB42/26-HRPO wucnomp3oBanu st
uccnenoBanus nepekpectHoit peaktusHoct ¢ AR1-42 (SEQ ID NO: 48) u AB11pE-42 (SEQ ID
NO: 50). Tecrupoanu koHnerTpanwu 10 10000 mr/mit.

[00185] Martepuajbl U cnocoObl: CTAaHAAPTBl PACTBOPSIM B AMMETHICYJIb(POKCHUIE
(AMCO) (Sigma) B xonuentpauuu 0,1 mr/mi u xpanunu npu -80 °C. [{ns npumenenus B UGA
NEeNTUAbl TOMONHUTENbHO pasBoamwu B 0,1% kasemne B PBS no 1 nr/mn. Ilnanmersr ¢
IEBSTHOCTO IIECThIO JiyHKamu (tutaninetsl Maxisorb anmst UPA; NUNC) nokpeiBajiu B T€YEHUE
Houu npu 4°C MOHOKJIOHaNbHBIMU aHTuUTenamMu BAMB31 1 B xoHunenrpanuu 1,5 Mxr/mn B
nokpeiBaromem Oydepe. Ha cnenyroumii neHp ruaHImeTsl nmpombiBaiu U Onokuposanu 0,1%
ka3zenHoM B PBS B Teuenue 1-4 yaco npu koMHaTHOH Temmneparype. CTaHIapThl HHKYOHUPOBAJIH
B TeueHue Houun npu 4°C Bmecre ¢ MeueHHbiMH HRPO BropuuHbIMH aHTHUTETAMU
(JRF/cAB40/28-HRPO wmu JRF/cAP42/26-HRPO). Tlocne wuHkybaumu B TeYEeHHE HOYH
TUTAHINETHl MPOMBIBAJIA, & aHAJIWU3 MPOBOIWIM C MOMOIILK Habopa cyOctpato mnst EIA ¢
nepekuceio 1 TMB (Biorad) B COOTBETCTBUY ¢ peKOMEHIALIMSIMHA TIPON3BOIUTES.

[00186] Pe3yabTaThi: ObuT0 IOKa3aHO, 4TO BAMB31 nMeer cenekTUBHOE CBSI3BIBAHUE C
AB3pE-40 (SEQ ID NO: 40) u AB3pE-42 (SEQ ID NO: 51) u He umeer oOHapy>KuBaeMoin
nepeKkpecTHoN peakTuBHOCTH ¢ uenoBedecknM APB1-40 (SEQ ID NO: 41), ywenoseueckum AP 1-
42 (SEQ ID NO: 48), AB3pE-40 rpezyna (SEQ ID NO: 45) u uenoseueckum ABpE11-40 (SEQ
ID NO: 49) u ABpE11-42 (SEQ ID NO: 50) B koHuentpauusix 1o 10 ar/mn (@ur. 4).

[00187] Ilpumep 7. HNMMYHOTrHCTOXMMHYECKHH aHAJIH3 AJs HCCIEAOBAHUS

PE€AKTHBHOCTH AHTHUTEJ/IA K 0JIAIMKAM B TKAHHU TOJIOBHOI'0 MO3ra TpaHCFeHHOﬁ MbIIIHK H
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yejioBeka ¢ BA

[00188] PeakTuBHOCTH aHTUTEN K OJIAIIKAM HCCIEAOBAIN Kak B (DUKCHPOBAHHOMN
¢dopmanunoMm u 3anutoii napapuHoM (FFPE), Tak n B KpuOKOHCEPBUPOBAHHOW TKAHU FOJIOBHOTO
MoO3ra.

[00189] MaTepuaJjibl U ciOCOObI

[00190] ®ukcupoBaHHbIi (opMATHHOM H 3AMUTHIH NMapaguHOM roJIOBHOH MO3r:
A1 IMMYHOTHCTOXMMHYECKOTO aHaIn3a Mocie JenapaduHU3aluyd U NOBTOPHOH T'MApaTalliH
Cpe30B TMPOBOOWIM HW3BJICUEHHE AHTUIE€HA TOCPEICTBOM WHKYOAllMM MHUKPOIIPENapaToB
rOJIOBHOT'O MO3ra TPaHCTeHHBIX Mblied B TeueHue 10 MuHyT B MypaBbuHON kucnore (70% B
TUCTUUTUPOBAHHON BOZE) U OJIOKUPOBAIU aKTUBHOCTh SHIOTCHHOW MEPOKCHUAA3BI C TOMOIIBIO
3% nepekucu Bonopona (DAKO, r. I'moctpym, danus, S2023). Cpe3bl HHKYOUpPOBaIH B TEYCHHE
1 vaca ¢ BAMB246 (xumepa hulgG1l), BAMB674 umu BAMBG675 (pabouast koHUeHTpanys: 4
MKI/MJI B paz0aBuTeNie aHTHTENAa C KOMIIOHEHTaMHU CHIDKeHHs: ¢GoHoBoi okpacku (DAKO,
S3022)). Ilocne WHTEHCHUBHOW MPOMBIBKM HAa MHKPOIIpENapaTbl HAHOCWIM MedeHHble I[1X
anTu4enosedeckoe BropuyHoe antuteno (PI-3000, Vector labs-1/500 B pa3baBurene antuten
(DAKO, S0809)) B Teuenme 1 wyaca ¢ MOCIEAYIOIAM XPOMOTE€HHBIM Me4YeHHeM 3,3-
mnamuHoOensuanaom  (DAB) (DAKO,  K3468).  MukponpenapaTsl  MOIBEprayiu
KOHTPOKPAIINBAHUIO TE€MATOKCHJIMHOM, JETHAPATUPOBAIN M TEPEBOAMIN B IIOCTOSHHBIN
npemapar myrem 3akmodenus B Vectamount (H-5000, Vector Labs).

[00191] KpuoxkoHcepBHPOBAHHBIH TrOJIOBHOW MO3r: 00pasmbl TOJIOBHOTO MO3ra
4eyoBeka OBICTPO 3aMOPaKMBAJIM, Hape3ajd MpPU MOMOLIM KpuocTtara (TommuHa 20 MKM) H
xpanwm nipu -80°C mepen ucnosibzoBaHueM. Cpes3bl CyIIMJIM NPU KOMHATHON TeMIepaType ¢
nocnenyroomeil ¢ukcauner GopmanuHOM, OJIOKUPOBAHHWEM OHAOTCHHON mepokcunasbl 3%
nepokcunom Bogopona (DAKO, r. I'mocrpyn, dauus, S2023) u OnokupoBaHHeM B TedyeHue |
yaca B PBS1x+0,3% Triton X-100 u 10% HopmanbHOM Ko3beii chiBopoTke (DAKO, X0907). Ha
cpe3bl HAHOCWIM TmepBuuHOe aHtuteno pE3/16 (2 wmkr/mn B pa3baButene aHTUTENa C
KOMITIOHeHTaMH cHikeHus1 (poHoBor okpacku (DAKO, S3022)) na 1 yac. [Tocne MHTEHCHBHOI
NPOMBIBKM MHKpPOMpenapaTbl MHKYOUPOBAJIM C KOHBIOTMPOBAHHBIM C MEPOKCHAA30H XpeHa
AHTUMBIIIUHBIM BTOpHYHBIM aHTUTeNoM (Envision, DAKO, K4000) ¢ mocnenyrmumM MedeHuemM
xpomoreaHbiM DAB (DAKO, K3468). Mukponpenaparsl MOABEprajii KOHTPOKPALIMBAHUIO
IeMaTOKCHIMHOM, JAETHIPATUPOBAIM M 3aKIIOYAIH B OPraHUYECKYIO) Cpeny Ui 3aJIUBKH
(Vectaarm, Vector labs). Busyamuzamuro mnposommiu ¢ mnomomlpio npudopa Hamamatsu
Nanoscomer (Hamamatsu Photonics; r. Cusyoka, Smonusi).

[00192] PesyabTaTei: peaktuHOCT BAMB264 (uenoseueckas xumepa IgGl), a Takxe
BAMB674 u1 BAMB675 Opiia npogemoHctpupoBana Ha FFPE TkaHu TpaHCreHHBIX MbIei
(@ur. S5A-5F). Bonee Toro, BAMB31 2a (mlgG2a) mnpomeMOHCTpHpOBaNl 3HAYUTEIBHOE
MeueHHe OJleK B KPHOKOHCEPBHUPOBAHHOM TKAaHU ToOJOBHOro mo3ra mpu BA (®ur. 6).
3HAYNTENBHYIO YacTh OJsiinek, oOHapy>KeHHBIX Ipu nomoinyu aHturena 4GS, Takke mOMeTHIIN
BAMB31 B 3aMOpOKEHHBIX Cpe3axX YeJIOBEYECKOro rojioBHOro mosra (®@ur. SA-5F). ++

[00193] IIpumep 8. KoHueHTpauum AaHTHTEJ B CHIBOPOTKE I0CJe BBeIEHUs
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TPAHCTeHHBIM MbILIAM

[00194] ViccnenoBanu KOHLUEHTpALMHU AHTUTEN B CBIBOPOTKE mocie JeueHuss BAMB31 u
MOJIEKYJION 1Jisl cpaBHeHMst mESc.

[00195] Matepuanabl M cnmoco0bl: cTapble TPAHCITEHHBIE MBIIIN, 3KCIPECCUPYIOLINE
NOBBIIIEHHbIE YPOBHU deJoBedeckux nentuaos AP42 u AP40, (Boszpact 22-23 mecsua)
noJy4yanu ofHy BHYTpuOpromuaHy (B/0) mabeKimo 20 mr/kr mE8c mlIgG2a, BAMB31 2a
(mIgG2a) unu anTHTENa M30TUITHUECKOrO KOHTPoJsi mIgG2a (n=5 Ha rpynmny neuenwus). [Tocne
BBEJICHUSI AaHTHUTEJ LIEJbHYIO KPOBb COOUpAJHM B MPOMEXKYTOYHbIE MOMEHTHI BpeMeHH (24 u 48
YacoB TIOCJIE BBEACHHUs) uepe3 OOJNBINYID TOAKOKHYI) BEHY U MOCPEICTBOM MPOKOJA
OpOUTANILHOTO CHUHYCA TP yMepIUBJIeHUU (4 NeHb MOCJe BBEACHMs) B NMPOOMPKU IJIST B3STHUS
obopasuoB  MICROVETTE® (100Z wu 300Z, coorBercTBeHHO, Sarstedt; r. Hywmmranr,
I'epmanmst). CoOpaHHYKO LETbHYIO KPOBb HMHKYOMPOBAJIM TNpPH KOMHATHOH TeMIIepaType B
TedeHue 1-2 yacos, a 3areM ueHTpudyruposanu npu 10000 o6/muH B Teuenne 10 MUHYT mpu
4°C nns BBIIENEHHUS CHIBOPOTKM W3 CTrycTKa KpoBH. KOHIEHTpanmuu aHTHUTEN B CHIBOPOTKE
OTPEeNeIsI C TOMOLIBI0 AJUIOTHI-crienuduyeckoro nmMmyHodepmentHoro ananuza (MDA).
JLnst aToro miaHmeTs! ¢ iockum gHoM Nunc MaxiSorp™ (Thermo Scientific; r. Yonrem, mrar
Maccauycerc, CIIIA) mokpsiBaau B T€4eHHE HOYM 1,5 MKI/MJI MBIIIMHOTO MOHOKJIOHAJBHOTO
aaturena k 1gG2a(A) (BD Biosciences, r. Can-Xoce, mrar KamupopHusi) nmpu KOMHaTHOH
temneparype. CranpmaptHeie oOpasiuer anturenr mE8c mlgG2a, BAMB31 2a (mlgG2a) u
mlgG2a M30TUNHUYECKOr0 KOHTPOJISI TOTOBIJIM IO OTAEIBHOCTH B KOHLEHTpauMu 1 MKI/MI B
onokupyrouiem oydepe (1% BSA B PBS+0,05% Tween-20) 1 1ONOJHUTENBHO pa3OaBIsuIH 10
0,1 ur/mn B Onokupyromem Oydepe. Ilocne npomeiBku (PBS+0,05% Tween-20) oOpasubl
OnokupoBanu OnokupyromuM Oydepom B TeueHue 1 yaca mpu KOMHATHOH TeMmepartype. 3aTeM
CTaHZAApThl U 00pa3Lbl MPEIBAPUTENPHO Pa3BEIEeHHON CHIBOPOTKH MHKYOMPOBAJIN B MOKPBITHIX
ianmerax MAXISORP™ g teuenue 1 yaca mpu koMHaTHON Temnepatype. [Tocne nakyOauu
oOpasma IUIAHIIEThl  MPOMBIBAIM M HMHKyOMpoBaium ¢  apPUHHO  OUYHUILEHHBIMH
KOHBIOTHPOBAHHBIMA C TEPOKCHIA30i KO3BMMH AaHTH-MBIIIMHBIMH  aHTuTenamu  I1gG
(cmemmduunbivu k. Fcy monkmacca 2a) B TeueHue | dYaca mMpu KOMHATHOW TeMIIEpaType.
[TnaHmersl NMPOMBIBAIM M TPOSBISUIM TMyTeM nao0aBleHHs B JyHKH Habopa cyOcTpaTtoB
nepokcunassl TMB st UQA (1-crapuiineii, Pierce). [IposiBneHne 1BeTa OCTaHABIUBAIIN Yepes3
2 muHyTH NyTeM nobasneHust 2 H. HySO4 B NyHKH M CUUTHIBaHMA IUIAHLIETOB mpu 450 HM ¢
UCTIOJIB30BAHUEM MHOTOPEKUMHOTO TuaHmeTHoro puaepa EnVision (Perkin Elmer).

[00196] Pe3yabTaThl: KOHLIEHTPALIMU aHTUTEN B CHIBOPOTKE U3MepsLIu uepes3 24 yaca, 48
qyacoB W 4 paHA Tmocne BHYTPUOPOIIMHHOW uHBeKIuMH 20 wmr/kr aHturena. CpenHue
KOHLIGHTPALMK AHTUTEN B CBIBOPOTKE OBUIM COMOCTAaBUMBIMH 4epe3 24 wuaca Ui BCeX
uccnenoBaHHbix aHtuten. Jns BAMB31 2a u antutena U30TUNIHYECKOTO KOHTPOJISI CHUXKEHHE
KOHLIEHTPALMM aHTUTENIA TIPOUCXOIMIIO TTIOCTETIEHHO ¢ TeueHHeM BpeMeHu (mpumepHo 10 30%
CHIDKEHMS Ha 4 1eHb), B TO BpeMs Kak aisi mE8c MoxkHO Obl1o HabmonaTh sBHO Oosee CHIIbHOE
CHIDKEHHE C T€YEHHEM BPEMEHU CO CHIDKEHHEM NpuMepHO Ha 97% Ha 4 nenb (Pur. 7).

[00197] B 3akmoueHue ObUIO MOKa3aHO pasjuyue B (PapMaKOKUHETHUYECKUX MPOPUIIAX



65

nocyie B/0 mabekuuu BAMB31 2a u mE8c B MBIIIMHON MOAENN C OTJIOKEHHUEM OJISIIIeK, YTO
yKasblBaeT Ha OoJyiee MeNJIeHHBbI KIUPEHC Tmocie JiedeHus aHtutenoM BAMB31 2a mo
cpaBHeHuto ¢ mE8c.

[00198] IIpumep 9: uccaexoBanusi 3PPeKTHBHOCTH JIUTEJBHOr0 JIeYeHHS Ha
TPAHCTeHHBIX MBIIIHHBIX MOJEJISAX

[00199] DddexTHBHOCTD CHMMKEHUS AMUJIOMIHOW HArpy3KH, a TaKKe BJIMSHUE Ha
MHUKpOreMopparuro rmnocie iurenbHoro jeueHus BAMB31 2a mlgG2a wuccnenoBanu Ha
MOJIEIN TPAHCTE€HHBIX MBIIIEH.

[00200] MaTepuaabl u cnocodbi: TpaHcreHHbiM Mbimam PDAPP (V717F) (cpennuii
Bo3pacT 18,3 Mecsima B Hayayie HCCIIENOBAaHUS) BBONWIM €XKEHENeIbHO B/O O3Bl AHTHUTEIN
BAMB31 2a (mlgG2a) B noze 30 mr/kr B Teuenue 12 Hemenb. B SKCIepHMEHT BKIIFOYAIN
KOHTPOJIBHYO TPYIIITY, MOJYYAOIIY0 HHBbEKLUIO aHTUTEIa H30THIIHYeCKoro KoHTpoist mIgG2a.
JKVBOTHBIX yMEpIUBIsUTM Ha 7-H A€Hb Mociie KOHeYHOW B/0 mHBbekuuu (cpemnuii Bo3pact 21,1
Mecsila B KOHLIE HUccienoBanusi). Meimam nposoaniu nepgysuro PBS mepen cOopom TkaHeid.
Jleeoe monymapue (dpakmus 1:  runmokamm, ¢pakoms 2. OCTambHOH Mo3r  0e3
TUIITOKAMITa/MO3KeUKa/CTBOJIa MO3ra) TMOABEPrajii KPUOKOHCEPBALMU JJIST  JaJIbHEHIIero
OMOXMMHUYECKOT0 aHaJIM3a, B TO BpeMs Kak MpaBoe Nojymaprue GUKCUPOBAIHN B TEUEHHE HOUU B
¢dukcarope Ha OCHOBe (popMalIMHA C TTOCIENYIOIIEH 3aIMBKON apadMHOM U IMOJYYeHUEM CPE30B
(5 MKM) ¢ TOMOILIBIO MUKPOTOMA.

[00201] [lnsa oneHKH BAMSHHUS Ha aMUJIOMJHYIO Harpy3Ky IHOCJ€ JJIUTENbHOIO JIEUEHUs
NPOBOAWJIM KaK OMOXMMHYECKMH, Tak W HMMMYHOTUCTOXMMUYECKMH aHamm3. /[l
OMOXMMHUYECKOT0 aHaJINM3a MO3THM TOMOTr€HH3HpoBanu B jeasHoM 5 M ryanuaus-HCl u 50 MM
Oypepa nns osxcrpakuuu  Tpuc/HCl (100 mr Tkanuw/mn  Oydepa UIsi SKCTpakLMU) C
ucronp3oBanueM npodupok Lysing Matrix Tallprep D (MP Bio). Ilocne romorenusauuu
o0pasLpl MOMEINaNy BO BpaIIAOIIeecsl YCTPOUCTBO ¢ (yHKIMEH mepeBOpauynBaHMsA Ha 3 daca
npyu KOMHATHOH Temneparype. Ilepen mnpoBeneHHEM HWMMYHOJOTHUECKHMX aHaiu3oB MSD
MOJIy4eHHble TOMOreHaThl Xpanuiu npu -80 °C.

[00202] Crasgaptel W3  cHHTeTHUYeCKOro  mentupa AP pacTBopsuin B
mumerwicyibdpokcune (IMCO) (Sigma) B konuentpauuu 0,1 mr/mn u xpanwmu npu -80 °C.
JUisl mpUMeHEeHHUs B IMMYHOJIOTHYECKHX aHaimu3ax MSD menTupl JOMOJHUTENBHO Pa3BOIMIN B
0,5 M GuHCI+5 MM Tpuc-HCI - pH 8,0 (10-kparHOe pa3basnenue Oydepa s SKCTPAKLUU B
0,1% xaseune B PBS). Dxcrpaktet GuHCI pasmopaxusanu u pazbasmsmu 1: 10 B nemstHOM
pactBope 0,1% xazeuna B PBS u uenrpudyruposanu npu 20000 g B Teuenne 20 MUHYT mipu 4
°C. CynepHaTaHT BOCCTAaHABJAMBAJIN MJiI TPUMEHEHHWs B aHadu3ax C3HABUY-MSD ¢
nanpHeHmumMu passenerusMu oopasnos B 0,5 M GuHCI+5 MM tpuc-HCI - pH 8,0 (10-xpaTHOE
pazbasienue Oydepa mist skcrpakuuu B 0,1% kazenne B PBS).

[00203] Cranpaptabie 96-nmynounble ruraHmersl Sector (Meso Scale Discovery; r.
PokBusn, mrar MapuieHa) Ha HOYb HAHOCHIJIM MOHOKJIOHAJIbHBIE aHTUTENA B KOHLIEHTpauu 1,5
mkr/mn B PBS mnpu temneparype 4°C. Ha cnenyroomuii neHb IUIQHIIETHI MPOMBIBATH U

onoxupoamu 0,1% xazeuHom B PBS B TeueHne 2 4acoB mpu KOMHATHOM TeMIeparype.
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Crannmaptel u oOpasipl MHKyOHMpoBanu B TedeHue Houu npu 4°C ¢ MeueHHBIM OMOTHHOM
BTOPUYHBIM aHTHTeNOM. [locne wHKyOanuum B TeueHHE HOYM IUIAHIIETHl IMPOMBIBATH |
MHKYOMpPOBAaIM CO BTOPUYHBIM PEAreHTOM MJis BBIABICHHUA (MEUEHHBIM SULFO-TAG™
CTPENTAaBUAMHOM) B TeUEHHE 2 4acOB NPU KOMHATHOH Temmneparype. [LnaHmers! mpoMbIBaIu U
nobasisu 2x Oydep s cuuteiBaHus T, MOCIIE Yero IaHIIeThl CYUTHIBAII B COOTBETCTBHUU C
pekomeHpaumsiMu - nipousBonuTensi. KoHuentpauun AP omnpenessuin ¢ MCIOJNB30BaHUEM
CTaHJAPTHONM KPHUBOM C 4YETBIPEXNApPaAMETPUUECKON JIOTMCTUYECKOM MOJEIBI) C BECOBOM
dyHkimeit 1/Y7.

[00204] KomOunanumiwo antuten JRF/ABN/25+4G8-OuoTHH — UCTONB30OBAIUA IS
uccienoBanus KoHIeHTpanuii AB1-X B roMoreHaTax rojJloBHOro Mo3ra.

[00205] [Ins WMMMYHOTMCTOXMMHYECKOTO aHaJin3a TMocie aAenapa@uHU3ALUN |
MOBTOPHOW THAPATALIUM CPE30B MPOBOAWIM HM3BJICUCHHE AHTUICHA IOCPEACTBOM HHKYOAIUH
MHUKponpenapaToB B TedeHue 10 MUHYT B MypaBbHHOH kuciore (70% B OUCTHIUTUPOBAHHOM
BOZE) U OJIOKMPOBAM AKTUBHOCTb SHIOTEHHOW MEpPOKCHAa3bl ¢ momommbi 3% mnepokcuna
Bonopona (DAKO, r. I'moctpyn, Hanus, S2023). Cpe3bl MHKYOMpOBaIN B TEUEHHE HOYH C
OnotnHumMpoBanHbiM aHTUTENoM 4G8 (Biolegend; r. Can-/lmero, mrar Kamudopuus),
pasBeneHHbIM 1/2000 B pa3OaBuTeNe aHTUTEN C KOMIIOHEHTAMH CHIDKEHHUs] (DOHOBOH OKpacKu
(DAKO, S3022). Ilocne WHTEHCHBHOM TNPOMBIBKM HAa MHKPOIPENapaTbl HAHOCHIIH
crpentasuaus-I1X (PK6100 Elite, Vector labs) B Teuennme 30 MHUHYT C NOCIEOYIOLINM
XPOMOT'€eHHBbIM MeueHueM 3,3-nuamunodensuauaom (DAB) (DAKO, K3468). MukponpemnapaTsl
NOJBEPralii KOHTPOKPAIIWBAHUI TI'eMAaTOKCHJIMHOM, MAETHAPATUPOBAIM M NEPEBOAWIA B
MOCTOSTHHBIN Tperapar myTeM 3akiroueHust B Vectamount (H-5000, Vector Labs). M306paxenust
(20x) momywanmu ¢ momouIbio ckaHepa NanoZoomer i Mukponpenaparo (Hamamatsu
Photonics) u ananusuposanu ¢ nomotibio Matlab/Phaedra. Ilpencrasnstouyie nHTepec odnactu
(TTNO) omnpenensimu Bpy4Hyto B coorBercTBUH ¢ ALAS Franklin and Paxinos (Franklin KB,
Paxinos G. Mouse brain in stereotaxic coordinates. Waltham: Academic Press; 1997) u nns
kaxnaou ITHMO paccyuThiBaaM MPOLEHTHYIO MAOJIO IUIomany, medeHHoOW DAB, ot oOmeit
TUTOLIATH.

[00206] [lns oueHKM BIMSHHS Ha MHUKPOT€MOPPArvi0 BBIMOJHSUIM OKpallMBaHUE I10
ITepncy. Bkparue, 3anutble mapaduHOM Cpe3bl TKaHH 00palaThIBAIM KHUCIIBIM PacTBOPOM
(eppoLmaHua B COOTBETCTBHUHU C MPOTOKOJIOM, ONTUCAHHBIM HIDKE. IOH TPEXBaJeHTHOTO XKeJe3a
(Fe3+), mpucyTCTBYIOLINII B MHUKPOKPOBOU3JIHMSHHAX, COEAHHACTCS € (PepponraHuaoM, dTO
NPUBOAUT K OOpPA30BAHUIO CHHEr0 MUTMEHTa, Ha3blBaeMoro OepimHCKOW nasypbro. Ilocie
nenapaMHU3AMUN U TOBTOPHON TMApATaluy cpe3bl nHKyOuposanu 30 munyT B cmecu 1/1 2%
deppormannna kammst (Sigma-Aldrich) u 2% nensHoit constHol kucioTel (Sigma-Aldrich).
ITocne TpexXKpaTHOrO MPOMBIBKM MHKPOINPENApaToB B IUCTHIUIMPOBAHHOW BOJE MPOBOIMIN
KOHTPOKpAIIMBaHUE SAEPHBIM OBICTPbIM  KpacHbIM (Sigma-Aldrich) ¢ mocnenyromum
NPOMBIBAHHEM B IHUCTHJUIMPOBAHHOW BOAE, Aeruiaparauyeil U 3aKiFOYeHHEM B MOHTHPYIOIIYIO
cpeny (Vectaarm, Vector Labs). Busyamuszaumio npoBoamiud C TOMOLIBK CKaHepa s

mukponpenapatoB NanoZoomer (Hamamatsu Photonics). KonuuecTBO mMONOXUTENBHBIX 10
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Ilepncy KIETOK OKOJIO MO3TOBBIX 000JIOUEK MOACUUTHIBAIN BPYUHYIO.

[00207] Pe3yabTaThl: B LienoM, HaOMHO AN HEOOIBIIOE KOIUYECTBO MUKPOTEMOpPParuii,
HaOJF01a€MBIX HA UCXOJHOM YPOBHE, IPYMIaX H30TUIINYECKOr0 KOHTPOJs U jJeuenns BAMB31
(Pur. 8). buoxumudeckuii aHau3 nokasan cHuxkenue Ha 34% (p < 0,0001) nngs BAMB31 2a no
CPAaBHEHMIO C AHTHUTEJIOM M30TUIMYECKOrOo KOHTPOJS Ul KoHLeHTpauuid AB1-x B runnokamme
(®ur. 9). Kpome TOro, IMMyHOTHCTOXHMUYECKUIT aHanu3 ¢ aHTuTes oM 4G8 mokasan CHIKeHHe
Ha 23% (p < 0,0001) u 37% (p < 0,001) O CpaBHEHUIO C AHTUTEJIOM U3OTHITUIECKOTO KOHTPOJIS
ZUTSI TUTITIOKAMITIa U KOPbI, COOTBETCTBEHHO.

[00208] B 3akmrouenue, 3PGHEKTHUBHOCTh CHIKEHUsS aMUJIOUTHOW HArpy3ku Oblia
NPOIEMOHCTPUPOBaHA 0€3 YBEJMYEHUS HYaCTOThl MHUKPOKPOBOHMBJIMSHHUI MOCTE UIUTENIbHBIX
BHYTPUOPIOMUHHBIX HHbeKIHiT BAMB31 Ha MBIIIMHOH MOAENHM C OTJIOKEHHEM OJISILIeK, YTO
yKa3bIBaeT Ha OJIAaronpusATHOE COOTHOUIEHHE 3(PPEKTUBHOCTH U TOKCHYHOCTU TIOCHIE JICYCHUS
anturenom BAMB31.

[00209] ITpumep 10: papmakoknHeTnka MKAT k HFA BAMB31

[00210] DapmakokuneTuky MKAT k HFA BAMB31 kak usoruna IgGl pukoro twuma
(BAMB674) u +YTE IgGl (BAMBG675) oueHMBaiM Ha SIBAHCKUX Makakax HJisl MPSMOTO
CpaBHEHHsI CBOICTB B MepUPEPUIECKOM KPOBOOOPALIEHUH U B TOJIOBHOM MO3TE.

[00211] MaTepuaJbl H c0CO0BI: B KAKIYIO IPYIIY BBOAMIN MO TPU KUBOTHBIX B J103€
25 Mr/kr BHYTpUBEHHOH (B/B) OONIOCHONW HMHBEKIMHU KAKAOIO MKAT M OTOMpanmu oOpasLbl
CBIBOPOTKH B T€UEHHUE S-HEeNeIbHOro nepuona. Tpem IOMOoTHUTEIbHBIM 00e3bssHAM BBOAMIIN 25
MI/KT B/B OOJFOCHO KaXKAOTO MKAT Ha 6-1 Hezielsle U OTOMPaIi TKaHb FOJIOBHOTO MO3ra B KaXKIIOM
rpynmsl Ha 7-# u 42-1 neHp nocine BBeaeHus. Becero 00pasiubl roIoBHOTO MO3ra COOMpan y Tpex
SIBAHCKUX Makak Ha 7 U 42 CyTKH JUIsl KAXKIAOU MOJIEKYJIbI.

[00212] Ananu3bl BO3eiCTBUS JIekapcTBeHHOTO cpeactea st BAMB674 u BAMB675
U3 CBIBOPOTKHM KPOBH SIBAHCKMX MaKak in vivo M 00pas3LoB TKaHH T'OJOBHOTO MO3ra ObLIH
BBIMOJIHEHBI C UCTIOJIb30BAHUEM HHIUBUAYATBHBIX MOAXOISAIINX 3JIEKTPOXEMUTIOMHUHECIEHTHBIX
ummyHoaHanu3oB (ECLIA) ¢ onpenenenniem KoHeuHbIX Todek Ha Sector Imager S600 ot Meso
Scale Discovery (MSD). Jlnsi kaXIoro U3 COSOUHEHUH W MATPHL MPUMEHSUIM OOuH (opmar
aHaM3a, YTO TMPHUBOAWIO K TIONYYEHHIO YETBIPEX HE3aBUCUMBIX CIIOCOOOB HW3MEPEHUs
skcno3unuu. Popmar ONMUCAaH HIDKE. COCOUHEHUS MKAT 3aXBaThIBAIM U OOHAPYKHBAIH C
TIOMOIIBE) MBIIIUHOTO MKAT, crenududyeckoro k yenosedeckomy Fc (momen CH2). s
mpernapara TKaHM TOJIOBHONO MO3ra MOJyd4ald TOMOIeHaT IyTeM KpUOMyJbBepU3aLUU
3aMOpPOKEHHOW TKaHU W pa3babyieHus OydepHbiM pacTBopoM. KoHleHTpanuio Oeika B TKaHU
NpOBEPsUI U HOMHUHANIM30Balu ¢ mnomoulbto aHanmu3a BCA ¢ mnojydeHueM KOHEUHOM
KOHLIEHTpPALUK OeJiKa, UCTIONIb3yeMOH B criocobe. Perpeccrio MCXOMHBIX TaHHBIX BBIMOJIHSIA B
nporpaMMHOM obecriedennn Watson LIMS ¢ ncnonp3oBaHMEM JIOTUCTUYECKOH MoOnmenu ¢ S
napamerpamMu (aBTOMAaTHYECKash OLIEHKA) AaNIpOKCUMALMU C B3BEIIMBAHHEM CTaHAAPTHOM
kpusoi 1/Y2.

[00213] /IByxxommapTMmeHTHas (ueHTpanbHblli (V) U TkaHeBbld (V1) KOMIApTMEHTHI)

dapmakokunernyeckas (PK) moznens ¢ BHyTpuBEHHBIM (B/B) BBeZIEHUEM (BBE/.) B LIEHTPAJIbHBIHI
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KOMITAPTMEHT, MEKKOMITAPTMEHTHBIM  KipeHcoM (Q) wu  nuseliHpiM  kiupeHcoMm (CL)
ucnoap3oBanach 1js onpeneneHuss @K xapakrepuctuk BAMB674 u BAMBO675 y siBanCcKux
MakakoB. Ha @ur. 10 npeacrasiena cxema MOAENH.

[00214] Pe3yabTaThbl: BBUUCISUIA TEPMUHANbHBIA MEPUONA MOMYXKU3HU AN KaXKAOTO
aHTUTeNa, Kak MokazaHo Ha Pur. 11, BMecTe ¢ AaHHBIMU JAJd SIBAHCKUX MAaKaKOB H
annpokcumarei 2-komnaprMentHoi mogenu. Mzorun +YTE IgGl (BAMB675) nokasan ~ 1,6-
KpaTHOE yBEJIHYEHHUE IepHOAa IOJYXKU3HU MO cpaBHeHMIO ¢ usotunoMm IgGl pukoro tuma
(BAMBG674). D10 cBsizaHo ¢ ~3 kpaTHbIM noBbimeHreM addunnoctu k FcRn mzoruna +YTE
(BAMBG675) no cpaBHenuto ¢ MKAT IgG1 nukoro tuna (BAMB674), npuBeneHHbIM B TabJHIe
5.

[00215] YpoBHM nH3aTa TOJOBHOTO MO3ra B PasHbIX OOJACTSX U MEKAY MKAT Ha 7-U
J€Hb OJUHAKOBBI, HO TOJNILKO YTE MKAT CHeM3MeHHO OOHApy:KHBAETCsI B OOJIACTSX TOJIOBHOTO
MO3ra U JKUBOTHBIX Ha 42-ii aeHb. Pesynbrarhl mokazansl Ha Pur. 12. Dto cormacyercs ¢
yBenuueHneM skcrno3uu +Y TE MKAT B Oosiee o3iHHE MOMEHTHI BPEMEHH.

[00216] [Tpu onucanny HACTOSIILErO M300PETEHHS M BAPUAHTOB €r0 OCYIIECTBICHHS IS
SICHOCTH HCIIONIb3YeTCsl KOHKpeTHasi TepMuHojorusa. OnHako n300peTeHne He OrpaHHYHBAETCS
KOHKPETHOH BBIOpaHHOW TepMuHosoruei. CrienuanucT B JaHHOW OOJIACTH TEXHUKHU TMPU3HAET,
YTO MOTYT OBITh HCIOJB30BAHBI JIPYTH€ SKBUBAJIEHTHbIE KOMIIOHEHTBI U IPYTH€ CIIOCOOBI,
pa3pabotanHbie 0e3 OTXoma OT OOIIMX TOHATHUH HAcTosAWEero u3oOpereHwsi. Bce CChUIKW,
NPOLMTHPOBAHHBIE B JTIOOBIX MECTAX HACTOSLIETO ONMUCAHMSI, BKJIFOUYEHbI B HACTOSIIIUI TOKYMEHT
INyTeM CCBUIKM, Kak e€ciu Obl Kakaas W3 HUX BKIOYAJach B HACTOSIIUN JTOKYMEHT

UHAUBHUAYAJbBHO.
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D®OPMYVYJIA U30OBPETEHUA

1. BrigeneHHOe MOHOKJIOHAJbHOE aHTUTENIO WM €r0 aHTUICHCBSI3bIBAIOLINNI (hPparMeHT,
cozepikaiiee OINpenessIFOLIyI0 KOMIUIeMeHTapHOCTh obnacte 1 Tspkenoit wenmu (HCDR1),
HCDR2, HCDR3, omnpenpensirouyto koMmrieMeHTapHOCTh oOnacth 1 serkoit meru (LCDRI1),
LCDR2 u LCDR3, umMeroiiue MoJUNeNTHIHbBIE TOCIEI0BATEIbHOCTH

a. SEQID NO: 1, 2, 3, 4, 5, u 6, COOTBETCTBEHHO,

b. SEQID NO: 1,7, 3, 4, 5, u 6, COOTBETCTBEHHO;

¢. SEQID NO: 1,7, 3, 8, 5, u 6, COOTBETCTBEHHO;

d. SEQID NO: 1, 2, 3, 8, 5 u 6, COOTBETCTBEHHO;

e. SEQ ID NO: 56, 57, 3, 8, 5, u 6, COOTBETCTBEHHO,

f. SEQ ID NO: 56, 57, 3, 4, 5, u 6, COOTBETCTBEHHO;

g. SEQ ID NO: 56, 58, 3, 4, 5, u 6, COOTBETCTBEHHO,

h. SEQ ID NO: 56, 7, 3, 8, 5, u 6, COOTBETCTBEHHO;

i. SEQID NO: 1, 57, 3, 8, 5, u 6, COOTBETCTBEHHO;

- SEQ ID NO: 56, 7, 3, 4, 5, u 6, COOTBETCTBEHHO;

k. SEQID NO: 1, 57, 3, 4, 5, u 6, COOTBETCTBEHHO;

1. SEQID NO: 1, 58, 3, 4, 5, u 6, COOTBETCTBEHHO, UJIH

m. SEQ ID NO: 56, 2, 3, 4, 5, u 6, COOTBETCTBEHHO,

I7le AaHTUTEJIO WJIM €r0 aHTUTEeHCBSI3bIBAIOIINN (pparMeHT crieruduuecku cBsizbiBaeT 3pE
Ab, npeanouruTensHO yenoBedeckuii 3pE Ab.

2. BrineneHHOe MOHOKJIOHAJbHOE aHTUTENO WM €r0 aHTHIeHCBSI3bIBAIOIINN (pparMeHT
no m. 1, comepkamiee BapuabENbHYIO OONACTh TSKEJNIOH LeNnH, WMEIOIIYIO IMOJUIENTHIHYIO
MOCJIEIOBATEIbHOCTD, KOTOpasi MO MeHbIlel Mepe Ha 95% uaentuuna SEQ ID NO: 9, 11, 13, 15,
16, 17, 19, 20, umu 21, unu BapuabesnpHy0 00JaCTh JIETKOH LEMH, UMEIOIIYIO TOJTUIENTHIHYIO
MOCJIEIOBATEILHOCTD, KOTOpasi Mo MeHblnel Mepe Ha 95% unentuuna SEQ ID NO: 10, 12, 14,
18, 22, 53, um 55.

3. BbinesieHHOE MOHOKJIOHAJIBHOE aHTUTENIO WJIM €r0 aHTHIeHCBSI3bIBAKOIIUN (DparMeHT
no 1. 1, cogepxaruee:

a. BapualenbHYH0O  OONaCTh  TSDKEJNOH  Lenmu, HMMEKIIYK  MOJUNENTUIHYEO
nocnenosatebHOCTE SEQ ID NO: 21, u BapuabenbHyro 00JacTh JIETKOW IEMH, UMEFOLIYIO
MOJIMMENTHIHYIO TTocienoBarenbHocTsh SEQ ID NO: 22;

b. BapmalenbHyr0  O0NacTb  TSDKENOW  LENH, HMEIOIMYI0  MOJHUIENTHIHYIO
nocnenosatebHOCTE SEQ ID NO: 9, u BapmaOenbHYHO OOJNACTh JIETKOH LIEMH, UMEFOLIYIO
nonunenTuanyio nocienosareabHocts SEQ ID NO: 10;

C. BapualenbHYHO  OONacTh  TSDKEJNOH  Henu, HMMEKIIYI  MOJUNENTHIHYIO
nocnenosateibHOCTE SEQ ID NO: 11, u BapuabenbHyro 00JacTh JIETKOW LEMH, UMEFOLIYIO
NMOoNUNENTUIHYIO nocienoBarenbHocTh SEQ ID NO: 12;

d. BapuabenpHyr0  00JacTp  TSDKENOHW — IeNMH, HUMEIINYI  MOJUNENTHIHYIO
nocnenoBateibHOCTE SEQ ID NO: 13, u BapuabenbHyro 00JacTh JIETKOW LEMH, UMEFOLIYIO
nonunentTuanyr nocienosareabHocTh SEQ ID NO: 14;
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e. BapualenpHYy0 00NacTh  TSDKEJIOW — [emH,  HMMEIOINYIo

nocienosarenbHocTh SEQ ID NO: 15, u BapnaOenbHyr0 007acTh JIETKOMH
noyunenTuaHyr nocienosareabHocTs SEQ ID NO: 14;

f.  BapualGenpbHyro  00jacTb  TKENOW — IIETIH,  HMEIOINYIO
nocinenosarenbHocTh SEQ ID NO: 16, u BapuaOenbHyro 00JacTh Jierkoi
nosunenTuaHyo nocienosarenbHocts SEQ ID NO: 14;

g.

nocienosarenbHoct SEQ ID NO: 20, u BapuabenbHy0 00JacTh JIETKOU

BapualeNpHyl0  O0MacTe  TOKEJOH — LenH,  MMEIOIIYIo

noymnentuanyr nocienosarenbHocts SEQ ID NO: 14;
h.

nocienosarenbHocTb SEQ ID NO: 17, u BapuaOenbHyr0 00J7acTh JIETKOH

BapualbenbHYI0  O0NAaCTh  TSDKENOH  Lemu,  MMEOLIYIO

noyunenTuanyio nocienosarenbHocTh SEQ ID NO: 18;

1.  BapmalenmpHYH0  O0JAaCTh  TSDKEJIOH  LenH,  MMEOLIYIO

nocienosarenbHocTh SEQ ID NO: 19, u BapuaOenbHyr0 007acTh JIETKOH
nonunentTuanyr nocnenosareabHocts SEQ ID NO: 18

j.  BapmalenbHYEO  O0JACTh  TSDKENOH  LEMH,  UMEHOIIYIO
nocienosarenbHocTh SEQ ID NO: 21, u BapuaOenbHy0 007acTh JIETKOH
nonunentuaayio nocnenosareabHocTs SEQ ID NO: 53; unu

k.

nocienosarenbHocTh SEQ ID NO: 21, u BapnaOenbHyr0 00jacTh JIErKoH

BapualbenpHYI0  O0NacCTh  TSDKENOH  Lemu,  MMEIOLIYIO

NOJUNENTUHYIO nocienosatenbHocTs SEQ ID NO: 55.

MOJIUNICIITUAHY O

LNy, UMEOLIYIO

MOJINNICITUAHYIO

LIeTH, MMEFOIIYIO

MOJIMIICIITUAHY O

LN, UMEIOIIYIO

MOJIMIICIITUAHY O

LeNny, UMEIOLIYIO

MOJIMNICIITUAHY O

LeNy, UMEIOLIYIO

MOJIUNIEITUAHY O

LNy, UMEIOLIYIO

MOJIUIICITUAHY O

LeNY, UMEIOIIYIO

4. BpigeneHHOE MOHOKJIOHAJIBHOE AHTUTENIO HJIM €r0 aHTHIe€HCBS3BIBAIOLINI (parMeHT

no jgrodomy u3 mm. 1-3, B KOTOPOM AHTHTEJIO WJIM €r0 aHTUTC€HCBS3BIBAIOIIUHA (parMeHt

SABJIACTCA XUMEPHDBIM.

5. BrimeneHHOe MOHOKJIOHAJIbHOE aHTHTEJIO WJIH €r0 aHTUIeHCBSI3bIBAIOIIUN (1)paFMeHT

no yobomy u3 nm. 1-4, B KOTOPOM aHTUTENIO WJIM €ro aHTHICHCBS3BIBAIOIIMN (PparMeHT

ABJIACTCA YEJIOBCUCCKHUM UK TYMaHU3UPOBAHHBIM.

6. BeiaenneHHOE MOHOKJIOHAJIbHOE aHTUTEJNO, COAEpIKalllee:

a. aMUHOKHCIIOTHYIO TOCJIEOBATEIbHOCTD TsKeI0M nenw, Bkiodaromyn SEQ ID NO:

37, ¥ aMUHOKUCIIOTHYIO TMOCIEA0BATENIbHOCTD Jierkoi rend, rirodaromy SEQ ID NO: 38;

b. aMHHOKHCIIOTHYIO TOCJIEIOBATEIBHOCTD TsKeNON 1ernu, Bkmouarmy SEQ ID NO:

39, U aMUHOKHUCIIOTHYIO MOCIEN0BATENIbHOCTD Jierkoil neny, Brirovaroiyo SEQ ID NO: 38;

C. aMUHOKHCJIOTHYIO TOCJIEIOBATEIbHOCTh TsKeNoN nenw, Bkiodaroimyn SEQ ID NO:

37, 1 aMUHOKHCIIOTHYIO TOCJIEA0BATEIbHOCTD JieTKOM nenwu, Bkmodaromyro SEQ ID NO: 52;

50)041

d. aMUHOKHUCJIOTHYIO TOCJIeIOBATEIbHOCTD TsDKEION 1emny, Brrovarmy SEQ ID NO:

39, 1 aMUHOKHUCJIOTHYIO MOCEN0BATENbHOCTD Jierkoi nenw, raodaroiryo SEQ ID NO: 54.

7. BbI,I[eJ'[eHHaﬂ HYKJICMHOBAasi KUCJIOTA, KOAUPYHOLAA MOHOKJIIOHAJBbHOC AHTUTCIIO HIINU

€r0 aHTUTeHCBS3bIBAOLIUI pparMeHT 1o modomy u3 mi. 1-6.

8. BexTop, conep:kalinii BbIAEICHHYO HYKJIEUHOBYIO KUCJIOTY 1O 1. 7.
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9. Knerka-xo3s1H, coaep:kaiasi BEKTop no 1. 8.

10. ®apmaneBTHYeCKass KOMIIO3ULIUSA, COAEPIKALLAsi MOHOKJIOHAIbHOE aHTUTENIO UJIH €0
AHTUTeHCBSA3BIBAIOIIMK (parMeHT mo JroboMy u3 mm. 1-6 u ¢apManeBTHUECKH NPUEMIIEMbIH
HOCHUTEJb.

11. Cnoco® neueHHs mNATOJOTMYECKOTO COCTOSIHUS, CBS3aHHOTO C 00pa3oBaHUEM
Onsitex, conmeprkamux OeTa-aMUIONIHBIN OENOK, y HY)KAAKOLIErocsl B 3TOM CyObekTa, mpuieM
croco0 BKITIOUYAET BBEIEHHE HY KIAIOLUIEMYCsl B 3TOM CYOBEKTY MOHOKJIOHAJIBHOTO aHTUTENA WIIN
€ro aHTUTeHCBs3bIBAKOIIEro (parmMeHta mo jgobomy wu3 nmn. 1-6 wuiau ¢apManeBTHYECKON
KOMITO3ULMH 1o 1. 10.

12. Crnocob mo m. 11, B KOTOPOM MATOJIOIMYECKOE COCTOSIHHE MPENCTaBisieT coOOu
Oone3Hb Anblreiimepa.

13. Cnoco6 mo m. 11, B KOTOPOM MAaTOJIOTHYECKOE COCTOSIHUE BBIOPAHO W3 TPYIIIHIL,
COCTOSILIEH M3 EMEHLINH, CBA3aHHOU ¢ Tpucomuel 21 (cunapom Jlayna), 6onesnn auddy3HbIx
tenen JleBn, MHO3MTAa C BKIOYEHHSAMH, LepeOpaibHON aMIJIOMOHOHW aHTHMONAaTHU U
HACJIEZICTBEHHOW LiepeOpalibHOM reMopparuu ¢ ammionio3om rojuianackoro tuna (HCHWA-D -
anri.: hereditary cerebral hemorrhage with amyloidosis of the Dutch-type).

14. Cnoco® ymeHblIeHHs OJsIIEK, CBSI3aHHBIX ¢ OOJNE3HBIO AUbIreiiMepa, y
HY>KZIAIOLIET0Csl B 3TOM CyOBeKTa, MpUdeM crocod BKIIIOYAET BBEEHHE HYKIAOIEMYCS B 3TOM
CyOBEKTY MOHOKJIOHAJIPHOT'O aHTHUTEJA HIIH €r0 aHTHIe€HCBSI3bIBAIOLIEr0 (parMeHTa 1o JFooMy
u3 . 1-6 nimm papmaneBTHIeckol KoMro3uiwy mo m. 10.

15. Cnoco0 mnpenorBpaiieHusi aKTHMBHOCTH Hykjeaunu Omsmek 3pE APy
HY>KZIAIOLIEToCsl B 3TOM CyOBeKTa, MpuueM Crocod BKIIIOYAET BBEEHHE HYKIAIOIEMYCs B 3TOM
CyOBEKTY MOHOKJIOHAJIBHOTO aHTUTENA WJIH €r0 aHTHIeHCBSA3bIBAIOIIEro parMeHTa mo JoooMy
u3 n. 1-6 uiam GpapmaneBTHIecKoi KoMno3unuu 1o m. 10.

16. Crioco® mosyueHHss MOHOKJIOHAJIBHOTO aHTUTENA WM €r0 aHTHIC€HCBS3bIBAIOLIETO
¢parmenta mo gr0OOMy u3 mm. 1-6, BKIIOYAKOIIUN KyJbTHMBUPOBAHHE KJIETKH, COIEp KAlleit
HYKJICMHOBYKO ~ KHCJIOTYy,  KOOHPYIOIIYKO  MOHOKJIOHAJbHOE  AHTHTEJIO  HWJIH  €ro
AHTUTCHCBS3BIBAIOIINN ()PATMEHT, B YCIIOBUSIX JUIS MOJYYEHNUSI MOHOKJIOHAJIBHOTO AHTHTENA WU
€ro  aHTUTCHCBS3BIBAIOINErO  (pparMEeHTa, M  BBIICJCHHE  aHTUTENA  WIH  €ro
AHTUTEHCBS3BIBAIOIIETO (hparMeHTa.

17.  Cnoco®  momyueHust  ¢apMaleBTHYECKOH  KOMIO3HMLMH,  COAepKallen
MOHOKJIOHAJIbHOE aHTUTENIO WJIM €r0 aHTHIeHCBS3BIBAIOIINN (parMeHT mo grodomy u3 mm. 1-6,
OpU 3TOM CHoco0 BKJIIOYaeT KOMOWHUPOBAaHHE MOHOKJIOHAJBHOTO aHTHUTENA WJIH €ro
AHTUTeHCBS3BIBAIOIIETO (parMeHTa ¢ (apMaLEBTHUECKH NPUEMIIEMBIM HOCUTENEM U
NOJIy4eHUs (papMarieBTUIECKONH KOMITO3ULIH.

ITo noBepenHocTn
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