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OIMNCAHUE U30BPETEHUA
2420-571059EA/018
AHTUTEJA K IUPOTI'TYTAMAT-B-AMWJIOUAY U UX IPUMEHEHUE

OBJIACTb ITPUMEHEHUW A U305PETEHUA

[0001] /laHHOEe M300peTeHHe OTHOCUTCS K OONaCTH aHTHUTEN, HANpaBJICHHBIX Ha Oera-
ammionHble (Af) MeNTHIBL, U K TEPANIEBTHYECKUM CIIOCO0aM € UCTIONBb30BAHUEM STUX aHTHTEI.
B wactHOCTH, aHTHTENAa MOXKHO HCIIOJIb30BaTh Ui WACHTU(UKALMHN U JICYCHUS CBS3aHHBIX C
aMUJIONJIAMH PACCTPONCTB.

CCBIJIKA HA TIIEPEYEHb IIOCJIEJOBATEJBHOCTEM, IIOJIAHHBIM B
OJIEKTPOHHOM BUJIE

[0002] /lanHas 3asiBKa COAEPKUT MEPEUEHb MOCJIECA0BATENbHOCTEN, NPEACTABICHHbBIN B
snekTpoHHOM Buze depe3 EFS-Web kak mepeuenb mocienoBarenbHoctel B ¢opmare ASCII ¢
umeneM (aiina «JAB7013USPSP Sequence Listingy, matoii cozmanust 11 mapra 2019 r. u
pasmepom 76 k6. IlepeueHp mocnenoBaTeNbHOCTEH, peacTaBieHHbI nmocpenctsoM EFS-Web,
SIBJIIETCS YaCThIO OMUCAHUS U MOJHOCTBIO BKJIIOUEH B HACTOSIIMM JOKYMEHT IIyTE€M CCBUIKH.

IMPEAITOCBIJIKM CO3IAHUA U30bPETEHN A

[0003] bonesnr Anbrreiimepa (BA) mpencrasisier OO0 ereHepaTHBHOE PACCTPONCTBO
MO3ra, KJIMHMYECKHU XapaKTepu3yeMoe IpOorpeccUpyloliell norepei NaMmsTH, KOTHUTHUBHBIX
($yHKIMHA, CHOCOOHOCTH K  PACCy)KOCHHIO, TPUHIATHIO pEIIeHWH W 3MOLHOHAJIbHOU
YCTOHYMBOCTH, YTO IIOCTETIEHHO MPHBOAUT K TJIyOOKOMY YMCTBEHHOMY HApYLICHHIO H B
KOHEYHOM HWTOre cMepTd. bonesnp AunblreifiMepa mpencraBiser cOOOW HACTYH NPUUUHY
NPOTPECCUPYIOIIEeH YMCTBEHHONW OTCTaJOCTH (AEMEHINH) Yy TMOXKWIBIX Jioaed. bonesHb
AnbiretiMepa HabOrOaNach BO BCEM MHPE W MPENCTaBJsieT COOOW OCHOBHYIO mpodjiemy
ofmmecTBeHHOro 31paBooxpaHeHusi. B Hactosimee Bpemsi Tonbko B CIIIA ot 3Toii GonesHu
cTpajarT 0Oojee MATH MIUUIMOHOB YeJoBeK. B HacTosiee BpeMsi OHa HEM3JICYHMa, U HUKAKOe
neuenne >pdexkTuBHO He mpenoTBpamiaeT BA wiIM He BBI3BIBAET PErpecc CHMITOMOB WJIH €ro
TEUEHUSI.

[0004] B wmo3re mnamueHtoB ¢ bBA HaOmomaroTcs XapakTepHbIE TOBPEXKICHUS,
Ha3blBAEMbIC AMIJIOMOHBIMH  OJIALIKAMH, aMIUIOMOHOW  aHruomaruedl  (aMHJIOMAHBIMU
OTJIOXKEHUSIMH B KPOBEHOCHBIX cocynax) u HeiipouOpmusapHeiMu kiayOkamu. Kak mpasuio,
OOHApYKUBAIOT OOJNBIINE KOJNMYECTBA TAKUX IOBPEXKIEHUH, B OCOOEHHOCTH aMHJIOUIHBIX
Onsitex U HepoPUOPUIUIAPHBIX KIYOKOB, B HECKOJBKUX 00JIACTSX MO3Ta BAaXKHBIX JJISI TAMSITH U
KOTHUTHBHBIX (PYHKUUH. AMIJIOUIHBIEC OJSIIIKA M aMIJIOMIHASI AHTHOMATHUS TAKXKE XapaKTEPHBI
1T MO3ra MHIUBUAYYMOB ¢ Tpucomueid 21 (cunmpom JlayHa), Oone3Hbio nudy3HbIX Tenen
JleBn u HacienCTBEHHOW IepeOpajbHON remopparuell ¢ aMUJIOUIO30M TOJUIAHACKOTO THIIA
(HCHWA-D).

[0005] OCHOBHBIM KOMIIOHEHTOM AMHJIOMIHBIX OJIAIIEK SIBJISIETCS MHOMKECTBO Oera-
ammwionaHeix  (Af) menTumoOB, KOTOphpIe O0pasyloTcs IyTeM paciueruieHus  Oenka-
npenmecrseHnuka [-amuiounna (APP). Ilpenmomaraercs, 4To OTJIOXKEeHHE MenTUAOB AP B

TOJIOBHOM MO3T€ SIBJIIETCSI paHHEH 1 HeOOXOAMMOM CTYMEHBIO B Kackaie 3a00JIeBaHNH, BEOYILIHX



Kk BA. Unentudukauus MyTanuii B reHax Oenka-nmpeecTBeHHUKAa aMIJIONa U MPECEHIINHA,
NPUBOIALINX K U3MEHEHUIO MPOAYKUUU A W BbI3BIBAOLINX ceMeiiHyio Gopmy BA ¢ panHuM
HAuaJIoM, JaeT yOenuTeNbHbIe J0Ka3aTeIbCTBA TOTO, YTO W3MEHEHHBIH MeTaboNIn3M aMHUIIonaa
SIBJISIETCS LIEHTPAIbHBIM COOBITHEM B MATOT€HHOM IIPOLIECCE, JIEKAIIEM B OCHOBE 3a00JIEBaHMSI.

[0006] bera-amuouaHble MENTHIBL, UMEIOIINE MUPOTIyTaMaT B TpeTbeM ocTtatke (3pE
AP), SBISIOTCS OCHOBHBIMH MOJIEKYJIAaMH, AETIOHHPOBAHHBIMU B TOJJOBHOM MO3T€ MAaL[IEHTOB C
BA. 3pE AP mnpucyrctByer moutH BO BceX IU(PQY3HBIX U 3peibIXx OJsmkax npu bA,
MeTa0OMMUeCKH CTaOMIIeH M MOXET Wrparb pojb Kak B HyKJ€aUWu OJSIIIeK, Tak U B
crabmmmzauuu  (Cynis et al., Molecular Neurodegeneration, 2016; 11:48). 3pE Ap B
oOHapykuMbIx kommdectBax B CMOK mnm mia3me He ommcaH, YTO AaeT OCHOBAHUS MOJaraTh,
YTO 1eeBON menTux siByisieTcs: cnenuduanbiM s maronorun (DeMattos et al., Neuron, 2012;
76:1-13). AHTHTENa, KOTOpBIE CENEKTHUBHO CBs3bBatOTCA ¢ 3pE AP, Moryr ObITh mMOJE3HBI B
UMMYHOTEPAITHH.

N3JIO)KEHUE CYINHOCTH U30OBPETEHHUSA

[0007] CornacHO BapwaHTy OCYINECTBJCHHUS U TIOJHOMY OIHCAHUIO, H300peTeHue
OTHOCHTCS] K aHTHTEJIaM M UX aHTUT€HCBS3BIBAIOIINUM (pparMeHTaM, KOTOpPbI€ CBSI3bIBAIOTCSA C [3-
aMIJIOWZIOM, MMEIOIIMM MHporiyTaMaTr B TperbeM octatke (3pE AP), cmocobam momydenus
AHTHUTEN WM WX AaHTUTCHCBS3bIBAIOIINX (PParMEHTOB, KOTOpble CBs3bIBalOTCS ¢ 3pE AR,
crnoco0aM aHajnM3a C HCIONb30BAHUEM TAaKHX AHTHTEN WM WX AHTHUTE€HCBSI3bIBAIOIINX
(parMeHTOB W TPUMEHEHHUIO AaHTUTEN WIM WX AaHTUTCHCBS3BIBAIOMINX (PPArMEHTOB IO
n300pETEHNI0 B MPOM3BOICTBE JIEKAPCTBEHHOT'O Ipenapara IJsl JeUeHHs, 3aAep KKH Pa3BUTHUS
WIN perpecca MO MEHbIIEH Mepe OXHOW MAaTOJIOTHH WM CUMOTOMa OONe3HW AJbIreliMepa u
OPYyTUX  CBSA3aHHBIX ¢ P-ammiongamu  3a0oneBaHMid. AHTUTENa 10  HM300PETEHHIO
NPEANOYTUTENBHO CBA3BIBAIOT nentua AP, comepskamuii 3pE, mo cpaBHeHMIO ¢ renTuaoM AP,
KOTOpBIA He coaepkuT 3pE.

[0008] B wacTHOCTH, B HAaHHOM JOKYMEHTE ONHMCAHO BBIICJICHHOE MOHOKJIOHAJIBHOE
AaHTUTEJNIO WM €ro AaHTUTCHCBSA3BIBAIOIIMK (parMeHT, copaepikaliee ONpeAelsFoIIyIO
KoMIuieMeHTapHOCTh obnacte 1 Tspkenoi nemn (HCDR1), HCDR2, HCDR3, onpenensoinyro
KomruieMeHTapaocTh obmacte 1 nerkoit wmenmum (LCDR1), LCDR2 u LCDR3, umeromue
TIOJIUIENTHIHBIE TIOCIIEOBATENbHOCTH!

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

r7ie aHTUTEJIO MJIM €T0 aHTUT€HCBA3BIBAIOIINHN (pparMeHT cnennduyecku csi3biBaeT 3pE

AP, mpeanouruTenbHO Yenosedeckuit 3pE AP.

[0009] B ompeneneHHBIX BapuaHTax OCYILUECTBJEHHUS BBIAEIECHHOE

MOHOKJIOHaJIBHOC

AQHTUTENIO WJIM AHTUTEHCBSI3bIBAIOIINKN (parMeHT COAEPKUT BapuaOeNbHYI 00JacTh TKEIOU

L[eNHY, UMEIOLIYI0 MOJUNENTUAHYIO MOCJIeN0BaTeNbHOCTh, KOTOpas Mo MeHbluell Mepe Ha 95%
unearnyHa SEQ ID NO: 9, 11, 13, 15, 16, 17, 19, 20 unmu 21, umu BapuabenbHy0 001aCTh

JIETKOM neny, MME Y0 NOJUNCNTHUAHYIO TOCIEA0OBATCIBbHOCTD, KOTOpas 110 MEHBIIEHN MEPE Ha

95% unenrnuna SEQ ID NO: 10, 12, 14, 18, 22, 53 unu 55.
[0010] B omnpeneneHHBIX BapuaHTax OCYILUECTBJEHHUS BbIAEIECHHOE
AQHTUTEJIO UJTU €r0 aHTUTEHCBSI3bIBAIOIINI (PparMeHT CONepIKUT:

a. BapualejpHYy0  00JacTh  TSDKENOW — IeNH,  HMEHOIIYIO

nocienosarenbHocts SEQ ID NO: 21, u BapuabenpHy0 00J1aCTh JIETKOM
MOJMMENTUAHYIO ntocienoBarenbHocTh SEQ ID NO: 22;

b.  BapuabenpHyr0  OONaCThb  TSDKEJNOH  LEMH,  HMMEIOLIYIO

nocaenosarenbHoct SEQ ID NO: 9, u BapualenbHY0 00NaCTh JIETKOH
noyMnenTuanyio nocienosarenbHocts SEQ ID NO: 10;

c. BapualenbHyr0  OONacTp  TSDKEJOH  LeNMH,  UMEMINYIO

nocienosarenbHocts SEQ ID NO: 11, u BapuabenpHyr0 00J1aCTh JIETKOM
MONUMENTUAHYIO nocienosarenbHocTh SEQ ID NO: 12

d. BapmabenpHyr0  00jacTb  TSDKENOW — LENH,  HMEIOIIYIO

nocienosarenbHocTs SEQ ID NO: 13, u BapuabenpHy0 00J1aCTh JIETKOM
noNMNenTUARYIo nocienosarenbHocTh SEQ ID NO: 14;

e. BapuabenbHyr0  OO0NacTp  TSDKEJIOH  LENMH,  UMEMINYIo

nocienosarenbHocts SEQ ID NO: 15, u BapuabenpHyr0 00J1aCTh JIETKOH
noNMNenTUARYIo nocienosarenbHocTh SEQ ID NO: 14;

f.  BapuabenpHyro  00jacTb  TSDKENOM — LENMH,  HUMEIOINYIO

nocaenosarenbHocts SEQ ID NO: 16, u BapuabenpHy0 00J1aCTh JIETKOH
noNMNenTUARYIo nocienosarenbHocTh SEQ ID NO: 14;

g BapualenbHYI0O  O0NacCTh  TSDKEJNOM  LeMH,  HMMEIOLIYIO

nocienosarenbHocts SEQ ID NO: 20, u BapuabenpHy0 00J1aCTh JIETKOM
noNMNenTUARYIo nocienosarenbHocTh SEQ ID NO: 14;

h. BapmabenpHyr0  00NacTh  TSDKENOHW  LEMH,  UMEIOIIYIO
nocienosarenbHoct SEQ ID NO: 17, u BapuabenpHy0 00J1aCTh JIETKOH
noyMnenTuanyio nocienosarenbHocts SEQ ID NO: 18;

1. BapmalenpHyr0  00JACTh  TSDKENOHW  IeMH,  HMEIOIIYIO
nocienosarenbHocTs SEQ ID NO: 19, u BapuabenpHyr0 00J1aCTh JIETKOH

nonunenTuanyio nocienosarenbHocTh SEQ ID NO: 18;

MOHOKJIOHaJIBHOC

MOJIMIENTUAHY O

LeNH, UMEIOLIYIO

MOJIMIENTUAHY IO

L[eNY, HUMEILIYIO

MOJIMIENTUAHY IO

LeNH, UMEIOLIYIO

MOJIMIENTUAHY IO

LeNH, UMEIOLIYIO

MOJIMIENTUAHY IO

LeNH, UMEIOLIYIO

MOJIMIENTUAHY IO

LEeNH, HUMEIOLIYIO

MOJIMIENTUAHY IO

LEeNH, HUMEIOLIYIO

MOJIMIENTUAHYIO

LEeNH, HUMEIOLIYIO

MOJIMIENTUAHYIO

Leny, UMEIOLIYIO



j.  BapuwalejpHYyr0  OOJACTh  TSDKEJNOH  [emu, HUMEIOIIYI  MOJUNENTHIHYIO
nocnenoBarenbHocTe SEQ ID NO: 21, u BapuabenbHy0 00JAaCTh JIETKOH LEMH, UMEIOIIYIO
nonunenTuanyio nocienosarenbHocTh SEQ ID NO: 53; nnn

k.  BapmabenpHyt0o  OOmacTb  TSDKENOW  LEMH, HMEIOMYI0  MOJHUIENTHAHYIO
nocnenoBarenbHocTe SEQ ID NO: 21, u BapuabenbHy0 00JAaCTh JIETKOH LEMH, UMEIOIIYIO
NOJNUNENTUIHYIO nocienoBaTenbHocTe SEQ ID NO: 55.

[0011] B ompeneneHHbIX BapUAHTaX OCYLIECTBJICHHs MOHOKJIOHAJIBHOE AHTUTENO WM
€ro aHTHIeHCBSI3BIBAIOIIUN (PparMeHT SBJISAETCS XUMEPHBIM. B ompeneneHHbIX BapUaHTaxX
OCYIIECTBIICHHUS] BBIACICHHOE MOHOKJIOHAJBHOE AHTUTENO WM €ro AaHTUT'CHCBS3BIBAIOLINN
(bparMeHT SBJIACTCS YEIOBEUECKUM HIIH T'YMaHU3UPOBAHHBIM.

[0012] B ompeneneHHBIX BapuaHTaxX OCYILIECTBJICHMs BBIIECJIEHHOE MOHOKJIOHAJIBHOE
AHTUTEJIO COLEPIKUT:

a. aMUHOKHCJIOTHYIO TOCJIENOBATENbHOCTD TshKeNoN 1enu, Bkiaovaroyo SEQ ID NO:
37, 1 aMUHOKHCIIOTHYIO TIOCJIEAOBATENBHOCTD JIETKOH 1ienu, Bkmodaroimyo SEQ ID NO: 38;

b. aMHUHOKHCIIOTHYIO MOCJIEAOBATEILHOCTD TsDKENIOH 1ieny, Brirovariyo SEQ ID NO:
39, 1 aMUHOKHCIIOTHYIO TOCIEA0BATENBHOCTD JIETKOH 1enu, BKmodaroimyo SEQ ID NO: 38

C. aMUHOKHCJIOTHYIO TOCJIENOBATEIbHOCTD TshKeNoN 1enu, Bkiaovarouyo SEQ ID NO:
37, 1 aMUHOKHCIIOTHYIO TOCJIEIOBATENBHOCTh JIErKOH 1enu, Brirouaromy SEQ ID NO: 52;
Win

d. aMUHOKHCJIOTHYIO TIOCIENOBATENbHOCTh TsDKENON Hemnu, Bkmodaroyo SEQ ID NO:
39, 1 aMUHOKHCIIOTHYIO TIOCJIEA0BATENBHOCTD JIETKOH 1enu, Britouarmyo SEQ ID NO: 54.

[0013] B ompeneneHHbIX BapUaHTaX OCYINECTBJICHUS aHTUTCHCBSI3bIBAIOIINI ()parMeHT
BBIOpaH U3 rpymnmel ¢pparmeHToB, cocrosimeit u3 Fv, F(ab'), F(ab")2 u scFv. Aatureno unm ero
AQHTUTEHCBS3BIBAIOINN (pparMeHT U30UpaTeNIbHO CBs3bIBaeTCs ¢ nentunoM 3pE AP (Hampumep,
AB3pE-40 u AB3pE-42) ¢ HeOonbIIOH MEepeKPEeCTHOH PEeaKTUBHOCTBIO MM Oe3 MepeKpecTHOM
PEaKTHBHOCTHU C IPYruMU nentuaaMu A mmu OeikoM-npenmecTBeHHuKoM B-amunonna (APP).

[0014] Takke mnpencTaBi€Hbl BBbIACICHHbIE HYKJIEHHOBBIE KHCJIOTBL, KOAUPYIOLIHE
MOHOKJIOHAJIbHBIE aHTUTENAa WJIM HX aHTUTEHCBS3bIBAOI(HE (PParMeHThl MO OMHCAHHOMY B
TaHHOMY JTOKYMEHTE U300PETEHHUIO.

[0015] Taxxkxe mNpeANOXKEHbl BEKTOPBL, COAEPXKAIMME BbIIEICHHbIE HYKJIEHHOBBIC
KHCJIOTBI, KOAUPYIOIINE MOHOKJIOHAJIBHBIE aHTUTENA WM X aHTHTE€HCBSI3bIBAOIINE (PparMEeHThI
MO U300PETEHHIO.

[0016] Taxke npemyoXKEHbl KIETKU-XO35€BA, COIEPIKALUE BEKTOPBI, COIEpIKALIUEe
BBIJICJICHHbIE HYKJIEMHOBBIE KHCIIOTBI, KOAMPYIOLINE MOHOKJIOHAJbHBIE aHTUTENA WIH HX
AHTUIeHCBS3BIBAIOIINE (PparMeHTBl Mo u300peTeHuto. Takke NpPensioKeHbl THOPHIOMBI,
KOTOpBIE NPONYUUPYIOT  BBIACJIEHHOE MOHOKJIOHAJIBHOE AHTUTEJIO 30051 ero
AHTUTeHCBS3BIBAIOLINH (PparMeHT Mo H300PETEHUIO.

[0017] B ompeneneHHBIX BapuaHTaX OCYIIECTBJICHHS TpeIjioxkeHa (papmarieBTUdecKas
KOMIIO3UILIMS,  COAeprKalliass  BBIJEJIEHHOE  MOHOKJIOHAJbHOE  aHTUTENO  WIM  €ro

AHTUIeHCBS3BIBAIOIINKA  (parMeHT 1o u300peTeHur0 W (apMalEeBTHYECKH NPUEMIIEMBIN



HOCHUTEITb.

[0018] Taxke mpemyiokeHbl CIOCOOBI JIEUEHUS] TATOJOTHIECKOTO COCTOSIHUS, CBSI3aHHOTO
¢ oOpazoBaHueM OJsIIIEK, COAEpKALINX OeTa-aMHIJIONIHBIA OENOK, y HY)KTAIOIIEerocss B 3TOM
cyobekTa. CriocoObl BKIIIOYAOT BBEACHUE HYKAAIOIEMYCS] B 3TOM CYOBEKTY MOHOKJIOHAJIBHOTO
AHTHTENA WK €r0 aHTUTE€HCBSI3BIBAIOIIETO (PparMeHTa 1o u300peTeHmIo Win papMaleBTHIECKON
KOMITO3UIIUHN IO W300peTeHnio. B omnpeneneHHbIX BapHaHTaxX OCYILIECTBJICHUS MATOJOTHYECKOE
COCTOsSIHME TpencraBisier coboii Oone3Hp AubireliMepa. B ompeneneHHBIX BapHaHTax
OCYILECTBIIEHHs TaTOJIOTUYECKOE COCTOSTHHE BBIOPAHO W3 TPYMIBL, COCTOSINEH W3 JEeMEHLUH,
cBsi3aHHON ¢ Tpucomueit 21 (curnmpom JlayHa), Oonesnu auddysHbix tenen JleBu, Muosura ¢
BKJIFOUCHHUSMH, LepeOpantbHON aMIJIONIHONW aHTHOMATHH W HACJIEACTBEHHOHW IepebpanbHON
reMopparuu ¢ aMmuiionzio3om royutanackoro tana (HCHWA-D).

[0019] Taxke mpemioKeHbl COCOOBI YMEHBIIEHUs OJIALIEK, CBI3aHHBIX C OOJIE3HBIO
AnpureiiMepa, y HyXparomerocss B 3ToM cyObekta. CrnocoObl BKIFOYAKOT BBEIEHHUE
HYKTAIOLIEMYCsl B 3TOM CYObEKTY MOHOKJIOHAJIBHOTO aHTUTEJNA WIIH €r0 aHTUT€HCBSA3BIBAIOIIETO
¢dparmenTa o n300peTeHNI0 U (HapMaLeBTUIECKON KOMITO3ULIUH 110 H300PETEHHIO.

[0020] Takske mpemIoKeHbI CIOCOOB! MPENOTBPAIEHHsS] aAKTUBHOCTH HykJiearmu 3pE AP
y HY)XKHaroIerocss B 3ToM cyObekTa. CrocoObl BKIIIOHYAIOT BBENEHHE HYKAAOIEMYCS B 3TOM
CyOBEKTY MOHOKJIOHAJBHOTO AaHTHTENa WM €ro aHTUIeHCBS3bIBAIOLIEro (QparMeHTa IO
n300peTeHno WM GapMareBTHUECKONH KOMIIO3UIIHH 110 H300PETEHHUIO.

[0021] Tak>ke mpensyoxKeHsl CIIOCOOBI MONYYeHUsT MOHOKJIOHAIBHOTO aHTUTENA WIN €ro
AHTUIeHCBS3BIBAIOIIETO (pparMeHTa 1O HW300PETeHHIO, MpPH OSTOM  CIOCOOBI  BKJIFOYAKOT
KyJbTUBUPOBAHUE  KJIETKH,  COIEpKallell  HYKJIEMHOBYK)  KHCJIOTY,  KOAHMPYIOLIYIO
MOHOKJIOHAJIbHOE AHTUTENI0 WM €ro AaHTHICHCBS3BIBAIOIIMN (pParMeHT, B YCIOBHSX JUIS
MOJIyYEeHUS MOHOKJIOHAJIBHOTO AHTHTENAa WJIM €ro aHTHUIeHCBS3bIBAIOLIEro (parMeHra, u
BBIJIEJICHHE AHTUTENA WM €r0 aHTUT€HCBI3bIBAIOIIETO (pparMeHTa.

[0022] Taxxe mpencraBieHbl CrIOCOOBI OJMy4YeHUs (hapMaleBTUIECKON KOMITO3UIIUHU TIO
n3o0perennro. CrocoObl BKJIIOYAIOT OOBENMHEHHE MOHOKJIOHAJIBHOTO AHTUTENA WM €ro
AHTUIeHCBS3BIBAIOIIErO (parMeHTa 1O HU300peTeHHI0 ¢ (apMaLeBTUYECKH MPUEMIIEMbIM
HOCHUTEJIEM JUTA TTONyYeHHs (apMaleBTHIECKOH KOMIIO3HLIUH.

[0023] BapuaHT oOCylIecTBI€HUs BKJOYaeT HAOOpPBI M YCTPOWCTBA, COAEpIKAIIUe
AHTHUTEJNIO WJTH €r0 AHTUTCHCBS3BIBAIOIINN ()ParMEHT, ONTUCAHHBIC BBILIE.

[0024] JomonHuteapHble OOBEKTHI, TPH3HAKM U TMPEUMYIIECTBA  HACTOSIIETO
n3o0pereHust OyAyT OUYEBHMAHBI Ui CHELUAINCTOB B JAaHHOH OOJAacTH TEXHUKH TIOCHE
O3HAKOMJICHUSI C TIPEACTABJICHHBIM HIDKE TMOAPOOHBIM OIHCAHHEM MPENNOYTHTEIbHBIX
BapUAHTOB OCYIIECTBICHUSI.

KPATKOE OITUCAHUE N'PAOUYECKUX MATEPHUAJIOB

[0025] Ha ®ur. 1 npexacraBieHa ceHcorpamMma (KMHETHKAa €IUHUYHOTO ITUKJIA),
NOJIy4eHHAs] MyTeM Oe3MapKepHOro OOHAPYKEHHs] METOAOM IOBEPXHOCTHOTO IIA3MOHHOTO
pe3onaHca appunHOro B3anmoneiicreut BAMB31 2a (mIgG2a) ¢ uenoseueckum nentuaom AP

(3pE-40). Cepble kpuBbIE TPEACTABISIIOT COOOW HAaHHbIE C BBMUTAHUEM ABYX STAJOHHBIX



CUTHAJIOB, & YEPHbIE KPUBBIE MPECTABISAIOT AIINIPOKCUMUPOBAHHBIE 3HAYEHUS.

[0026] Ha Pwur. 2 npexacraBieHa ceHcorpaMMma (KMHETHKAa €IUHHYHOTO LIUKJIA),
NOJIy4eHHAs] MyTeM Oe3MapKepHOro OOHAPYKEHHs] METOAOM IOBEPXHOCTHOTO IIA3MOHHOTO
pe3onanca addunHoro Bzammoneiicreus mE8c mlgG2a ¢ venoseyecknm nentuaom AP(3pE-
40). Cepble KpHBBIE TIPEACTABIAIOT COOOH AaHHBIE C BBIYMTAHUEM JIBYX 3TAJOHHBIX CUTHAJIOB, a
YEpHbIE KPUBbIE TPEACTABJLIIOT ATPOKCUMHUPOBAHHBIE 3HAYEHUS.

[0027] Ha ®wur. 3A-31 nokazaHa peakTUBHOCTb B OTHOIICHHH OJISIIIEK MO Pe3yJIbTaTaM
UMMYHOTHCTOXUMHYECKOTO aHajin3a B (PUKCHPOBAHHOH (POPMAJMHOM U 3aJUTOH mapaduHOM
(FFPE) Tkanm roOJOBHOrO MO3ra TpaHCreHHOH wMbimu ani BAMB674 u BAMBG675
otHocuTenbHO Mosiekynamu HFA nns cpaBHeHus. Iloka3aHbl pe3ynbTaThbl ISl KOHLIEHTpaLUU
nepBUYHbIX aHTHTeN, paBHOH 0,05 Mkr/mi. CTpenku yKa3blBAlOT Ha OOJNACTH MOMEYEHHBIX
onmsmek st BAMB674 u BAMBG675. (A) BAMB674; (B) BAM675; (C) Antureno [, (D)
Awntureno 1I; (E) B12L; (F) CI-C7; (G) hE8L; (H) R17L; (I) R17.

[0028] Ha dur. 4A-4B mnpencraeieHsl rpaduky, JEMOHCTPHUPYIOIIHE CEIEKTHBHOCTD
BAMB31 1, kak mMOKa3aHO MpH TOMOILIM OOHAPYKEHUS CHHTETUYECKHX UEIOBEUYECKHX
nentunos AP meronom caHasud-MPA. (A) AB1-40 (B) ABpE11-40.

[0029] Ha ®ur. SA-5F mnoka3zaHa pPeakTUBHOCTh B OTHOIIEHUU OJIAIIEK C MOMOIIBIO
UMMYHOTHCTOXUMHUH B (puKCHpoBaHHOW (opmanuHoM u 3anurtoit napadpuaom (FFPE) tkanu
TOJIOBHOTO MO3ra TpaHcreHHoW Mbimnu 1 (A-B) BAMB246 (xumepa hulgGl), (C-D)
BAMB674 u (E-F) BAMB675. Ha nanenu ManeHbKUX BCTABOK MOKa3aHbl OKpallleHHbIE YacTH
TOJIOBHOTO MO3ra M 00J1aCTh YBEJIHMUEHHOTO pa3Mepa.

[0030] Ha ®wur. 6A-6D noka3aHa peaKTHBHOCTb B OTHOIIEHUU OJISIIIEK C TOMOIIBIO
MMMYHOTHCTOXMMHUYECKOTO aHaJIn3a B KPUOKOHCEPBUPOBAHHON TKaHU I'OJIOBHOTO Mo3ra rpu BA
c (A, C)4G8 u (B, D) BAMB31 2a (mlgG2a) npu n1ByX pa3NuHbIX YBEIHUSHHSX.

[0031] Ha ®wur. 7 npencrasieH rpaduk, AeMOHCTPUPYIOLUINI KOHLEHTPALIUN aHTUTEN B
CBIBOPOTKE B pa3Hble MOMEHTBI BPEMEHH I10CJIE OIHOKPATHOH BHYTPHUOPIOIINHHOMN (B/0) MO3bI B
20 MI/KT TPAaHCTE€HHBIM MBIIIAM.

[0032] Ha dwur. 8 npencrasieH rpaduk, IEMOHCTPUPYIOIINH MHUKPOT€MOPpPAriy MOCIe
IUTUTENTLHOTO JICYSHHsI U30TUITHMYECKUM KOHTposeM u aHTutenramu BAMB31 2a (mlgG2a) y
Mmbiet PDAPP nmyTem onieHk# KOJIM4YECTBa MONOKUTENBHBIX 110 [lepiicy kiaeTok.

[0033] Ha ®ur. 9 npexacraBieH rpaduk, NEMOHCTPUPYIOIINH aMIIOUIHYIO HArpy3Ky
Mocjie XPOHUYECKOrO JIeUEHHUs] M30TUIIMYECKUM KOHTpojieM u aHTturesamu BAMB31 2a
(mlIgG2a) B runmokamme Mbimeii PDAPP, u3MepeHHyH0 MeTOIOM HMMYHOAHAIN3a,
oOHapyskuBaromero AB1-x. 3HadeHus, 0OO3HAYEHHBIE CEPBIM LIBETOM, NPEACTABIAIOT COOOU
TOUYKH JaHHBIX HIDKE Mpezena OOHapYKeHUs I aHATN3a.

[0034] Ha ®wur. 10 mpeacraBieHa cXeMa ABYXKOMIIAPTMEHTHOH MOJEIU MJiA
(dapmakokuHeTHIecKkoro uccienopannss BAMB674 u BAMB675 Ha obe3bsiHax.

[0035] Ha ®wur. 11 npexacrasieH rpaduk, AeMOHCTpupyoomui 3aucumoctb @K ot
HabOmomaeMelx naHHbIX 10151 BAMB674 u BAMB675. Konuentpanun MmxAt k HFA BAM31 B

CBIBOPOTKE TOCJIE BHYTPUBEHHOTO (B/B) OONIOCHOTO BBENCHMs 25 MI/KI SIBAHCKUM MakKakaMm B



kadectBe IgG1l muxoro tuma (AT B ceiBopotke) n m3otuna +YTE IgGl (YTE B criBopoTke).
Konuenrpaunu aarurten k AR 3pE (3pE-AB) puMkr/mi nokasass! B jorapu)MU4IecKoi mkaje mo
OCH y B 3aBHCHMOCTHU OT BPEMEHH B IHAX 1o ocu X. PaccuuTtaHHbIil nepuon noiyxuzau (t1/2)
I K&KIOr0 MKAT MOKa3aH B TEKCTE BCTABKH.

[0036] Ha ®wur. 12 mnpencraBieH rpaduk, IEMOHCTPUPYIOIIUH KOHLIEHTPALUU B
rOJIOBHOM Mo3re, HaOmonaemsle 111t BAMB674 u BAMB675. Ha 7-1i nenp u 42-1i ieHb yPOBHU
MKAT HFA BAMB31 IgG1 auxoro tumna (T B ronosrom mosre) u uzoruna +YTE IgGl (YTE
B TOJIOBHOM MO3T€) B JIM3aT€ TOJIOBHOIO MO3ra IMOCie B/B OOJIOCHOTO BBENEHUS 25 MI/KT
sBaHCKUM MakakaM. Konuenrtpammm anturen k AP 3pE (3pE-AB) pmkr/mn mnokasaHbel B
JorapuMHUECKOH IIKaJIe 110 OCH Y B 3aBHCUMOCTH OT BPEMEHH B JTHSIX IO och X.

HOAPOBHOE OITMCAHUE U3OBPETEHUA

[0037] B pazmene «lIpenmochuikd CO3MaHUS U300PETEHUS» W B TEKCTE HACTOSIIEH
3asiBKM TIPUBENEHBbl LUTATHl WM ONHMCAHUS PA3JIMYHBIX MyOJMKAIMH, CTaTed W TaTEHTOB;
MPUYEM KaKJasd U3 3TUX CChUIOK MOJHOCTBIO BKJIFOYEHA B HACTOALIEE OMUCAHUE MyTEM CCBUIKMU.
Onncanue AOKYMEHTOB, aKTOB, MaT€pPHAJIOB, YCTPOWCTB, WU3IENUN WM T. 1., KOTOpbIE OBLIN
BKJIFOUEHBI B HACTOSIIIIEE OMMCAHME, IPUBEIEHO B Ka4eCTBE KOHTEKCTA A u3oOpererus. Takoe
ONHCaHNE HE SIBISIETCS JOMYIIEHHWEM TOro, YTO JIOOOH M3 TaKMX HUCTOYHHUKOB MIIM BCE TAKHE
UCTOYHUKHU SIBJISTFOTCSI YACThIO MPEAIIECTBYIOIIEr0 YPOBHS TEXHUKH B OTHOIIEHUHM KaKUX-ITHOO
OIHCBHIBAEMBIX HJTH 3asIBJIEHHBIX N300pETeHUH.

[0038] HeoOxoanMo MOHMMATh, YTO 3TO N300pETeHNE HE OTPAHUYNBACTCS] KOHKPETHBIMU
croco0amu, peareHTaMH, COEAMHEHUSIMH, KOMITO3UIMAMU MM OHOJOTMYECKHMMH CHCTEMaMH,
KOTOpbIe MOTYT BapbHpoBaThbcs. CleayeT Takke UMETb B BUAY, UYTO IPUMEHsEMble B JaHHOM
JOKYMEHTE TEPMHUHBI HCIIONB3YIOTCS TOJNBKO B IENX OINHUCAHUS KOHKPETHbIX BapHaHTOB
OCYIIECTBIIEHHS HACTOSIIIIETO N300PETEHUS U HE HOCSIT OTPAHUYHUTEIBHOTO XapakTepa.

[0039] Ecau He yka3aHO MHOE, BCE TEXHUYECKHE W HAY4YHbIE TEPMHUHBI B HACTOSLIEM
JOKYMEHTE HUMEIOT OOINENMPHUHATOE 3HAYEHHE, NMOHATHOE J0OOMY CHEHHMATUCTY B OONACTH, K
KOTOpPOH OTHOCUTCS IaHHOe u300peTeHne. B HMHOM cnydae, oOmpenejeHHble TEPMHHBI B
HaCTOSALIEM IOKyMEHTE UMEIOT 3HaUeHUs], yCTAHOBJIEHHbIE B HACTOALLEM ONUCAHUU.

[0040] HeoOxomumo OTMETHTb, YTO B HACTOSINEM IOKYMEHTE U B NPUJIOKEHHOU
bopmyie n3o0perenns GpopmMa eIMHCTBEHHOT'O YHCJA BKJIFOYAeT OOBEKTHI U BO MHOKECTBEHHOM
YHUCJIe, €CJIU U3 KOHTEKCTA SIBHO HE CIEyeT UHOE.

[0041] Ecniu He yka3aHO MHOE, TEPMHUH IO MEHBIIEH Mepe», NMPEAUIeCTBYIOLIUN Py
SJIEMEHTOB, CJIeyeT IOHMMAaTh KaK OTHOCSIIMNCA K KaXAOMy OJJIEMEHTY B OTOM psndy.
Criermamuctsl B JaHHOH OOJIACTH CMOTYT OIPENENATh WM C IOMOLIBIO JIMIIb CTaHAAPTHBIX
SKCIIEPUMEHTOB CMOIYT YCTaHaBJIMBAaThb MHOXECTBO 3KBHUBAJICHTOB KOHKPETHBIX BapHUAHTOB
OCYIIECTBIIEHUs] M300pETeHUs], ONMMMCAHHOTO B HACTOsALIeM AokyMeHte. llonmpasymesaercs, uTo
TaKHe SKBUBAJIICHTHI BKJFOUEHBI B H300pETEHHE.

[0042] B HacTosAIleM JOKYMEHTE TEPMUHBI «COAEPKHUTY», KCOAEPKAMINY, «BKIIIOYAECTY,
«BKJFOUAIO LY, «UMEET», KAMEIOIIUNY, «CONEPIKUT» HIIN «COMAep KaIluiy WM Jrodas apyras

HX Bapualyd NoAPa3yMEBAOT BKIIFOUCHUE YKA3aHHOTO HEJIOIr0 YMcCjia UK I'PYIIbI HEJIbIX YHUCEC,



HO HE HCKIIIOYeHHE U3 HEero Kakoro-iubo JPyroro Lejoro YUCia WU TPYIIbl HeJbIX YUCEN, U
OHH SIBJIAIOTCS HE NCKJIIOYAOIIMMU MJIM HeorpaHuduBaromumu. Hanpumep, koMnosuius, cMech,
nporecc, crnocod, u3enue WM YCTPOHCTBO, KOTOPOE CONEP)KUT IMEepedeHb 3JIEMEHTOB, HE
00s13aTeNIbHO OTPAHUYHMBAETCSI TOJBKO 3THMH 3JIEMEHTAMH, HO MOXKET BKJIIOYATh JPYrHe
3JIEMEHTBI, HEe MEPEUUCIEHHBbIE MPAMO WUJIW MPUCYLIME TAaKOW KOMIO3WLUH, CMECH, MPOLECCy,
croco0y, U3eIHo N yeTpoicTBy. Kpome Toro, eciu B ssBHOH (popMe He yKa3aHO WHOE, COI03
«HJIN» OTHOCUTCS K BKJIIOUAIOIEMY «UJIN», @ HE K UCKIIoHaroleMy «unny. Hanpumep, ycinosue
«A wmu By» BbIMOJHSETCS B JIIOOOW ONHOW W3 CIAENYIOIIMX CUTyalUud: A HUCTUHHO (WiH
NPUCYTCTBYET), a B noxkHO (Ml OTCYTCTBYET), A JIOKHO (MJIM OTCYTCTBYeET), a B mcTuHHO (Mnn
NPUCYTCTBYET), U 00a 3ieMeHTa A v B UCTUHHBI (WJIH TPUCYTCTBYIOT).

[0043] B HacrosiieM JOKYMEHTE COEAUHHUTENbHBI TEPMUH «U/WIH»  MEXKAY
MHO>KECTBOM NEPEUUCIISIEMBIX 3JIEMEHTOB ClIelyeT MOHUMATh KaK BKIFOYAKO UM KaK OT/EIbHBIE,
Tak U KOMOWHHpPOBAaHHbIE BapHaHTbl. Hampumep, eciu ABa 3JEMEHTa COEAUHEHBbl «U/WJIH»,
NEePBbIii BAPHAHT OTHOCHUTCA K BO3MOXKHOCTH TNPHMEHEHHUs! MEpPBOrO 3JIeMEHTa Oe3 BTOpOro.
Bropoit BapmaHT OTHOCHUTCS K BO3MOXKHOCTH NPHUMEHEHHUS BTOPOrO 3JieMeHTa Oe3 IepBOro.
Tperuii BapuaHT OTHOCUTCS K BO3MOXXHOCTH IPUMEHEHHs] MEePBOrO U BTOPOrO 3JIEMEHTOB
BMmecte. [lompasymeBaercs, 4to JrOOOH W3 STHUX BAPUAHTOB COOTBETCTBYET 3HAYCHHUIO W,
COOTBETCTBEHHO, YAOBJETBOPSAET TPEOOBAHUIO TEPMUHA «W/WIN» B KOHTEKCTE JAaHHOTO
nokymenTta. Kpome Toro, moapasymeBaercs, YTO OJHOBPEMEHHOE MPUMEHEHHe 0oJiee OJHOTO U3
STHUX BapUAHTOB COOTBETCTBYET 3HAUYEHHUIO M, COOTBETCTBEHHO, YAOBJIETBOPSAET TPeOOBAHHIO
TePMUHA «U/UJTH.

[0044] B nacTosilieM NOKYMEHTE TEPMUH «COCTOSITh U3» WJIM €r0 BAPUAHTBI, TAKUE KAK
«COCTOUT HW3» WJIM «COCTOSIIHI H3», HCIIOJNb3YeMble B OMUCAHUU H (PopMysie H300peTeHwHs,
YKa3bIBAIOT Ha BKJIOYEHHE JIOOOT0 YKa3aHHOTO LIEJNIOro YHCia WM TPYIIbl LEJbIX YHCEN, HO
IPU 3TOM HHUKAKOE AOTOJHHUTEIBHOE LIEJIOe YUCIO WM TPYIIA LENbIX YHUCEeNl HE MOTYT ObITh
n00aBJIEHBI K YKa3aHHOMY CIIOCO0Y, CTPYKTYPE HIIM KOMITO3ULHH.

[0045] B nacTosieM AOKYMEHTE TEPMUH «COCTOSITh MO CYLIECTBY M3» WIM BapUAHTHI,
TaKu€ KaK «COCTOWT IO CYLIECTBY M3» WJIH «COCTOSIIUHN IO CYIIECTBY M3», HUCIOJIb3YEMBIE B
onucaHnu U GopMyse U300pETeHHs, YKa3bIBAIOT HAa BKJIIOUEHHE JIFOOOrO YKa3aHHOTO LEJIOro
qypciia WM TPyNIbl IEeJbIX YHCEN, a TakKe Ha HeoOsS3aTeNbHOE BKIIOYEHHE JH000Tro
MEPEYHCIECHHOrO LEJIOrO YHUCIIA WU IPYIIbI LEJbIX YUCET, KOTOPBIE CYLIECTBEHHO HE U3MEHSIOT
OCHOBHBIE WJIM HOBBIE CBOICTBAa YKa3aHHOTrO crocoba, CTPYKTYpbl WM KomMmno3uuuu. Cw.
MPEP. §2111.03.

AHTHTEJIA

[0046] B wu3o0pereHMM TPEIJIOKEHO aHTHTENO WM €ro aHTHUTeHCBS3BIBAIOIIUN
(bparMeHT, KOTOpOoe OCOOEHHO TMPEIMOUYTUTENIbHO CBsI3bIBAaeTCs ¢ mentugoM 3pE AP mo
cpaBHeHHIO ¢ menTHIOM A, koropbiii He comep:kuT 3pE. J{OMOSHUTENBHO NPEIJIOKEHBI
CHOCOOBI TOJYYEeHUsT AaHTUTEN WIM HMX AaHTUTCHCBSA3BIBAIOIIMX (PPArMeHTOB, KOTOPBIE
cs3bIBatoTCsA ¢ nentuaoM 3pE AP, u cmocoOw! monydeHus: rHOpUaOM, KOTOPbIE IPOAYLUPYIOT

AHTHUTECJIa UJIHN UX aHTHUI'CHCBA3BIBAIOIIHE (I)paFMeHTbI, KOTOPBIC CBA3BIBAKOTCA C NECNTHIOM 3pE



AB. Hzobperenue Tarxke BKIOHAaeT cCrocod JedeHus Ooye3HHW AubureiiMepa W Ipyrux
CBSI3aHHBIX C [-aMuionnaMu 3a00Je€BaHUN y HHIUBUAYYMA, CIOCOO yCTpaHEeHWs OJsIIexk,
CBSI3aHHBIX C OONE3HbI0 AJibIreliMepa WM JPYTUMH CBSI3aHHBIMH C  [-aMIJIONaMU
3a00eBaHMsIMUA, M CIOCOO TPENOTBpAINCHUS aKTHUBHOCTH Hykseanmu Onsmexk 3pE AB. B
U300peTeHNN TaKXKe MPeJIOKEHbI HaOOpbI U YCTPOWMCTBA, COAEpIKAIIUE AHTHTEJIO WA €ro
AHTUTEHCBS3BIBAIOII NI ()PArMEHT, JIJIsl IPUMEHEHUS B OMMMCAHHBIX CIIOCO0ax.

[0047] CornacHO KOHKPETHOMY AacCleKTy, HaHHOe W300peTeHne OTHOCHTCA K
BBIJIEJICHHOMY MOHOKJIOHAJIBHOMY aHTUTEy WJIM €r0 aHTUTeHCBSI3bIBAIOIIEMy (hparMeHTy,
colepskaleMy OMNpeNeNIIOIYI0 KOMIUIeMeHTapHoCTh obmacte 1 Tskenoit nermm (HCDRI),
HCDR2, HCDR3 wu onpenensromyo KOMILUIeMeHTapHOCTh o0nacth 1 jerkoit nenu (LCDR1),
LCDR2 u LCDR3, umeromue NoJUNENTUAHbBIE TTOCIET0BATEIbHOCTH:

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. SEQID 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, HJIH

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

I7Ie aHTHTEJIO WM €r0 aHTUTEHCBSI3bIBAKOINI (PparmMeHT cnenuduuecku cBs3biBaeT 3pE
AP, mpeanouruTenbHO Yenosedeckuit 3pE AP.

[0048] CornacHo eme ONHOMY KOHKPETHOMY acleKTy H300peTeHne OTHOCUTCS K
BBIIEJICHHOMY MOHOKJIOHAJIbLHOMY AHTUTENy WM aHTHIE€HCBS3BbIBAIOMEMY  (hparMeHTy,
comepkaleMy BapuaOeNbHYI0 OOJNACTh TSDKEJNOH  LeMd, WMEIOMYI0 —MOJUIEHTHIHYIO
MOCJIEIOBATEIbHOCTD, KOTOpasi Mo MeHbIel Mepe Ha 95% unentnuna SEQ ID NO: 9, 11, 13, 15,
16, 17, 19, 20 wnu 21, unu BapuadenbHy0 00JACTh JIETKOH HENH, UMEIOIIYIO MO THIHYIO
MOCJIEIOBATEIbHOCTD, KOTOpasi Mo MeHbine Mepe Ha 95% uaentuuna SEQ ID NO: 10, 12, 14,
18, 22, 53 umu 55.

[0049] CornacHo eie OTHOMY KOHKPETHOMY acCHeKTy TaHHOEe U300peTeHHe OTHOCUTCS K
BBIJIEJICHHOMY MOHOKJIOHAJIbLHOMY aHTUTEJy WM €ro aHTUTeHCBSI3BIBAIOIIEMY (PparMeHTy Io
U300peTEeHHIO, COAepIKAIIEMY

l.  BapmalenbHyr0  00NacTp  TSKENOW  LEMH, UMEINYI0  NOJHUIENTHAHYIO
nocnenoBarenbHocTe SEQ ID NO: 21, u BapuabenbHy0 00JAaCTh JIETKOH LEMH, UMEIOIIYIO
MOJMMENTUAHYIO ntocienoBarenbHocTh SEQ ID NO: 22;

m. BapuabenpHyH0  00NacTh  TSDKEJIOH  Lend, HMMEKIIY  NOJHUIENTHAHYIO
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nocaenosarenbHoct SEQ ID NO: 9, u BapualenbHY0 00NaCTh JIETKOH
noyMnenTuanyio nocienosarenbHocts SEQ ID NO: 10;

n. BapualenpbHYI0  OONacTh  TSDKEJNOM  LeMH,  HMMEIOLIYIO

nocienosarenbHocts SEQ ID NO: 11, u BapuabenpHyr0 00J1aCTh JIETKOM
MONUMENTUAHYIO nocienosarenbHocTh SEQ ID NO: 12

0. BapuabespHyH0  00jacTb  TSDKENOW — LEeNH,  HMEHOIIYIO

nocienosarenbHocTs SEQ ID NO: 13, u BapuabenpHy0 00J1aCTh JIETKOM
noNMNenTUARYIo nocienosarenbHocTh SEQ ID NO: 14;

p. BapualenpbHYr0  OONAcTh  TSDKEJNOM  LEMH,  HMMEIOLIYIO

nocienosarenbHocts SEQ ID NO: 15, u BapuabenpHyr0 00J1aCTh JIETKOH
noNMNenTUARYIo nocienosarenbHocTh SEQ ID NO: 14;

q. BapuabenpbHyH0  00jacTb  TSDKENOW — LENH,  HMEIOIIYIO

nocienosarenbHocts SEQ ID NO: 16, u BapuabenpHyr0 00J1aCTh JIETKOM
noNMNenTUARYIo nocienosarenbHocTh SEQ ID NO: 14;

r.  BapuabenpHyr0  0O0JacTb  TSDKEJNOM  LENH,  HUMEIIIYIo

nocienosarenbHocts SEQ ID NO: 20, u BapuabenpHy0 00J1aCTh JIETKOM
noNMNenTUARYIo nocienosarenbHocTh SEQ ID NO: 14;

s. BapuabenpHyr0  00ONacTh  TSKENOW — LENH,  MMEOLIYIO

nocienosarenbHocts SEQ ID NO: 17, u BapuabenpHy0 00J1aCTh JIETKOM
noyMnenTuanyio nocienosarenbHocts SEQ ID NO: 18;

t. BapuabenpHYI0  00JacTh  TSDKENOM  IeMH,  HMEHOIIYIO

nocienosarenbHocTs SEQ ID NO: 19, u BapuabenpHyr0 00J1aCTh JIETKOM
MONUMENTHAHYIO nocnenosarenbHocTh SEQ ID NO: 18

u. BapualenpHYH0  00JAaCTh  TSOKEJIOW  [ENH,  HUMEOIIYIO
nocienosarenbHocts SEQ ID NO: 21, u BapuabenpHyr0 00J1aCTh JIETKOM
nonunenTuanyio nocienosarenbHocTh SEQ ID NO: 53; nnn

v.  BapualOenpHy0  00JacTh  TSOKEJIOW  [EeNH,  HUMEIOIIYIO
nocienosarenbHocts SEQ ID NO: 21, u BapuabenpHyr0 00J1aCTh JIETKOM

NOJNUNENTUIHYIO nocienoBaTenbHocTe SEQ ID NO: 55.

L[eNY, HUMEILIYIO

MOJIMIENTUAHY O

LeNH, UMEIOLIYIO

MOJIMIENTUAHY O

LeNH, UMEIOLIYIO

MOJIMIENTUAHY IO

LeNH, UMEIOLIYIO

MOJIMIENTUAHY IO

LeNH, UMEIOLIYIO

MOJIMIENTUAHY IO

LeNH, UMEIOLIYIO

MOJIMIENTUAHY IO

LeNH, UMEIOLIYIO

MOJIMIENTUAHY IO

LEeNH, HUMEIOLIYIO

MOJIMIENTUAHY IO

LEeNH, HUMEIOLIYIO

MOJIMIENTUAHY IO

LEeNH, HUMEIOLIYIO

[0050] B onHOM BapuaHTe OCYIIECTBIIEHUS M300pPETEHHE OTHOCUTCS K BBIIEICHHOMY

MOHOKJIOHAJIbLHOMY aHTHUTEJy WU €ro aHTUTEHCBS3BIBAIOIEMY (ParMeHTy, COIepKallieMy
HCDRI1, HCDR2, HCDR3, LCDR1, LCDR2 u LCDR3, koropbleé UMEIOT MOJUIMENTUIHBIE
nocnegoBarenbHocTH SEQ ID NO: 1, 2, 3, 4, 5 u 6, coorBercTBenHo, win SEQ ID NO: 56, 58, 3,
4, 5 u 6, coorBercTBerHHo, uian SEQ ID NO: 56, 2, 3, 4, 5 u 6, coorBercTBeHHo, mian SEQ ID
NO: 1, 58, 3, 4, 5 u 6, COOTBETCTBEHHO. B elle omHOM BapuaHTe OCYIIECTBJICHHS BbIIECIEHHOE
MOHOKJIOHAJIbLHOE ~ QHTHUTENO WJIM €ro  aHTUTeHCBS3BIBAOIMN  (parMeHT  COIEpKUT
BapuadepbHYI0 O0JNACTh TSKENOW Meny, UMEIOIIYIO MOJHIENTUAHYIO MOCIeIOBATeIbHOCTD,
KOTOpasi 1o MeHbInel Mepe Ha 85%, mpennoututenbao 90%, Gonee nmpenmodruteabHO 95% wnn
bonee, Hampumep, Ha 95%, 96%, 97%, 98% wumu 99% wunentnyna SEQ ID NO: 21, u

BapHabeNbHy0 00JacTh JIETKOH LeNH, HMEILIYI MOJUNENTHIHYIO IOCIeI0BaTEIbHOCTD,
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KOTOpasi 1o MeHbIned Mepe Ha 85%, mpenmoututenbro 90%, Oonee mpenmodTuTeNbHO 95% wnn
bonee, Hanpumep, Ha 95%, 96%, 97%, 98% wunu 99% wunentuuna SEQ ID NO: 22, 53 unm 55.
IIpennoururenbHO, BBIEIEHHOE MOHOKJIOHAJIBHOE AHTUTENIO WJIIH €r0 aHTUTCHCBS3BIBAIOLIUI
(dbparMeHT comepskUT BapuaOeTbHYI OOJNIACTH TSKENION IenH, UMEIOIYI0 MOJUTIEHTHIHYIO
nocnenosarenbHOCcTe SEQ ID NO: 21; u BapuabenbHy0 00JAaCTh JIETKOW LIEMH, MUMEIOIIYIO
nonunenTuanyio nocnenosareabHocTb SEQ ID NO: 22, 53 unu 55.

[0051] B omHOM BapuaHTe OCYINECTBIIEHUS M300pPETEHHE OTHOCUTCS K BBIIEICHHOMY
MOHOKJIOHAJIbLHOMY aHTHUTEJy WU €ro aHTUTEHCBS3BIBAIOIEMY (parMeHTy, COIepIKalieMy
HCDRI1, HCDR2, HCDR3, LCDR1, LCDR2 u LCDR3, koTopbleé UMEIOT MOJHUIEITUIHBIE
nocaegoBarenbHocTH SEQ ID NO: 1, 2, 3, 4, 5 u 6, coorBercTBenHo, win SEQ ID NO: 56, 58, 3,
4, 5 u 6, coorBercTBerHo, uian SEQ ID NO: 56, 2, 3, 4, 5 u 6, coorBercTBeHHO, miaun SEQ ID
NO: 1, 58, 3, 4, 5 u 6, cOOTBEeTCTBEHHO. B npyroMm BapuaHTe OCYILIECTBJEHHUS BbINCIEHHOE
MOHOKJIOHAJIbHOE ~ QHTHUTEJO WJIM €ro  aHTUTeHCBS3BIBAOINMN  (parMeHT  COIEepIKUT
BapralebHYI0 OOJIACTh TSDKENIOW Meny, WUMEIOIIYIO MOJHIEeNTHAHYIO MOCIeIOBATeIbHOCTD,
KOTOpasi 1o MeHbIned Mepe Ha 85%, mpennoututenbro 90%, Oonee mpenmodTUTeNBHO 95% wnn
Oonee, Hampumep, Ha 95%, 96%, 97%, 98%, umum 99% wunentnuna SEQ ID NO:20, u
BapralebHYI0 O0JaCTh JIETKOW LEMH, WMEIOMYI0 TOJUNENTHIHYIO IOCIeIOBATEeIbHOCTD,
KOTOpasi 1o MeHbIned Mepe Ha 85%, mpennoututenbro 90%, Oonee mpenmodTUTeNBHO 95% wnn
bonee, Hampumep, Ha 95%, 96%, 97%, 98%, wmmu 99% wunentnuna SEQ ID NO: 14.
IIpennouTrurenbHO, BBINEIEHHOE MOHOKJIOHAJIBHOE AHTUTENIO WJIHM €r0 aHTUTCHCBS3BIBAIOLIUI
(dbparMeHT comep>kUT BapuaOeIbHYI OOJNACTh TSKENON IenHd, UMEIOIYI0 TMOJUTIECHTHIHYIO
nocnenosarenbHOCTe SEQ ID NO: 20; u BapuabenbHyH0 00JACTh JIGTKOW LIEMH, MUMEIOIIYIO
NOJNUNENTUIHYIO nocienosaTenbHocTe SEQ ID NO: 14.

[0052] B omHOM BapuaHTe OCYINECTBIIEHUS HM300pPETEHHE OTHOCUTCS K BBIIEICHHOMY
MOHOKJIOHAJIbLHOMY aHTHUTEJy WU €ro aHTUTEHCBS3BIBAIOIEMY (parMeHTy, COIepIKalieMy
HCDRI1, HCDR2, HCDR3, LCDR1, LCDR2 u LCDR3, koTopbleé UMEIOT MOJHUIEITUIHBIE
nocnegoarenbHocTd SEQ ID NO: 1, 7, 3, 4, 5 u 6, coorBercTBenHo, wiu SEQ ID NO: 56, 57, 3,
4, 5 u 6, coorBercTBenHo, uian SEQ ID NO: 56, 7, 3, 4, 5 u 6, coorBercTBeHHO, miaun SEQ ID
NO: 1, 57, 3, 8, 5 u 6, cooTBeTCTBEHHO. B npyroMm BapwaHTe OCYIIECTBJEHHUS BbINCIEHHOE
MOHOKJIOHAJIbHOE ~ QHTHUTEJO WJIM €ro  aHTUTeHCBS3BIBAOINMN  (parMeHT  COIEpIKUT
BapralebHYI0 OOJIACTh TSDKENIOW Meny, WUMEIOIIYIO MOJHIEeNTHAHYIO MOCIeIOBATeIbHOCTD,
KOTOpasi Mo MeHbIned Mepe Ha 85%, mpennoututenbHo 90%, Oonee mpenmodTUTENHHO 95% Wnn
Oonee, Hampumep, Ha 95%, 96%, 97%, 98%, umum 99% wunentnuna SEQ ID NO:19, u
BapralebHYI0 O0JaCTh JIETKOW LEMH, WMEIOMYI0 TOJUNENTHIHYIO IOCIeIOBATEeIbHOCTD,
KOTOpasi 1o MeHbIned Mepe Ha 85%, mpennoututenbao 90%, Oonee mpenmodTUTENBHO 95% Wnn
bonee, Hanmpumep, Ha 95%, 96%, 97%, 98%, wmmu 99% wupgentnuna SEQ ID NO: 18.
IIpennouTrurenbHO, BBINEIEHHOE MOHOKJIOHAJIBHOE AHTUTENIO WJIHM €r0 aHTUTCHCBS3BIBAIOLIUI
(dbparMeHT Ccomep:KUT BapuadeTbHYI OOJNACTh TSKENION IenH, UMEIOIYI0 TMOJUTIEHTHIHYIO
nocnenosarenbHOCTe SEQ ID NO: 19; u BapuabenbHyr0 00JNACTh JIETKOW LIEMH, MUMEIOIIYIO

NOJNUNENTUIHYIO nocienoBaTenbHocTs SEQ ID NO: 18.
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[0053] B omHOM BapuaHTe OCYINECTBIIEHUS M300pPETEHHE OTHOCUTCS K BBIIEICHHOMY
MOHOKJIOHAJIbLHOMY aHTHUTEJy WU €ro aHTUTEHCBS3BIBAIOIEMY (parMeHTy, COIepIKalleMy
HCDRI1, HCDR2, HCDR3, LCDR1, LCDR2 u LCDR3, koropble UMEIOT MOJHUIMENTUIHBIE
nocaegoBarenbHocTH SEQ ID NO: 1, 7, 3, 4, 5 u 6, coorBercTBenHo, win SEQ ID NO: 56, 57, 3,
4, 5 u 6, coorBercTBerHo, uian SEQ ID NO: 56, 7, 3, 4, 5 u 6, coorBercTBeHHO, mian SEQ ID
NO: 1, 57, 3, 8, 5 u 6, cooTBeTCTBEHHO. B npyroMm BapwaHTe OCYIIECTBJEHHUS BbINCIEHHOE
MOHOKJIOHAJIbHOE ~ QHTHUTEJO WJIM €ro  aHTUTeHCBS3BIBAOINMN  (parMeHT  COIEepIKUT
BapralebHYI0 OOJIACTh TSDKENIOW Meny, WUMEIOIIYIO MOJHIEeNTHAHYIO MOCIeIOBATeIbHOCTD,
KOTOpasi 1o MeHbIned Mepe Ha 85%, mpenmoututenbro 90%, Oonee mpenmodTuTeNbHO 95% wnn
Oonee, Hampumep, Ha 95%, 96%, 97%, 98% wumu 99% wunentnyna SEQ ID NO: 17, u
BapralebHYI0 O0JaCTh JIETKOW LEMH, WMEIOMYI0 TOJUNENTHAHYIO IOCIeIOBATEIbHOCTD,
KOTOpasi 1o MeHbIned Mepe Ha 85%, mpenmoututenbro 90%, Oonee mpenmodTuTeNbHO 95% wnn
bonee, Hampumep, Ha 95%, 96%, 97%, 98% wumm 99% wunentuuna SEQ ID NO: 18.
IIpennoururenbHO, BBIEIEHHOE MOHOKJIOHAJIBHOE AHTUTENIO WJIIH €r0 aHTUTCHCBS3BIBAIOLIUI
(dbparMeHT comepskUT BapuaOeTbHYIO OOJNACTh TSKENION IenH, MMEIOIYI0 TMOJUTIEHTHIHYO
nocnenosarenbHocTe SEQ ID NO: 17; u BapuabenbHy0 00JACTh JIGTKOW LIEMH, MUMEIOIIYIO
NOJNUNENTUIHYIO nocienoBaTenbHocTs SEQ ID NO: 18.

[0054] B omHOM BapuaHTE OCYIIECTBICHHMS H300pETEHHE OTHOCHTCS K BBIICJICHHOMY
MOHOKJIOHAJIbLHOMY aHTHUTEJy WU €ro aHTUTEHCBS3BIBAIOIEMY (parMeHTy, COIepIKalieMy
HCDR1, HCDR2, HCDR3, LCDR1, LCDR2 u LCDR3, wumeromue TOJIUNEITAIHBIC
nocaegoBarenbHocTH SEQ ID NO: 1, 7, 3, 4, 5 u 6, coorBercTBenHo, win SEQ ID NO: 56, 57, 3,
4, 5 u 6, coorBercTBerHo, uian SEQ ID NO: 56, 7, 3, 4, 5 u 6, coorBercTBeHHO, mian SEQ ID
NO: 1, 57, 3, 8, 5 u 6, cooTBeTCTBEHHO. B npyroMm BapwaHTe OCYIIECTBJEHHUS BbINCIEHHOE
MOHOKJIOHAJIbHOE ~ QHTHUTEJO WJIM €ro  aHTUTeHCBS3BIBAOINMN  (parMeHT  COIEepIKUT
BapralebHYI0 OOJIACTh TSDKENIOW Meny, WUMEIOIIYIO MOJHIEeNTHAHYIO MOCIeIOBATeIbHOCTD,
KOTOpasi 1o MeHbIned Mepe Ha 85%, mpenmoututenbro 90%, Oonee mpenmodTuTeNbHO 95% wnn
Oonee, Hampumep, Ha 95%, 96%, 97%, 98%, umun 99% wunentnuna SEQ ID NO:16, u
BapralebHYI0 O0JaCTh JIETKOW LEMH, WMEIOMYI0 TOJUNENTHIHYIO IOCIeIOBATEeIbHOCTD,
KOTOpasi 1o MeHbIned Mepe Ha 85%, mpenmoututenbro 90%, Oonee mpenmodTuTeNbHO 95% wnn
bonee, Hampumep, Ha 95%, 96%, 97%, 98%, wmmu 99% wunentnuna SEQ ID NO: 14.
IIpennoururenbHO, BBIEIEHHOE MOHOKJIOHAJIBHOE AHTUTENIO WJIIH €r0 aHTUTCHCBS3BIBAIOLIUI
(dbparMeHT comepskUT BapuaOeTbHYI OOJNIACTH TSKENION IenH, UMEIOIYI0 MOJUTIEHTHIHYIO
nocnenoBarenbHOCcTe SEQ ID NO: 16; u BapuabenbHy0 00JAaCTh JIETKOW LIEMH, MUMEIOIIYIO
NOJNUNENTUIHYIO nocienosaTenbHocTe SEQ ID NO: 14.

[0055] B omHOM BapuaHTe OCYINECTBIIEHUS M300pPETEHHE OTHOCUTCS K BBIIEICHHOMY
MOHOKJIOHAJIbLHOMY aHTHUTEJy WU €ro aHTUTEHCBS3BIBAIOIEMY (parMeHTy, COIepIKalieMy
HCDR1, HCDR2, HCDR3, LCDR1, LCDR2 u LCDR3, wumeromue TOJIUNEITAIHBIC
nocaegoBarenbHocTH SEQ ID NO: 1, 7, 3, 4, 5 u 6, coorBercTBenHo, win SEQ ID NO: 56, 57, 3,
4, 5 u 6, coorBercTBenHo, uian SEQ ID NO: 56, 7, 3, 4, 5 u 6, coorBercTBeHHO, miaun SEQ ID

NO: 1, 57, 3, 8, 5 u 6, cooTBeTCTBEHHO. B npyroMm BapwaHTe OCYIIECTBJEHHUS BbINCIEHHOE
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MOHOKJIOHAJIbHOE ~ QHTHUTEJO WJIM €ro  aHTUTeHCBS3BIBAOINMN  (parMeHT  COIEepIKUT
BapralebHYI0 OOJIACTh TSDKENIOW Meny, WUMEIOIIYIO MOJHIEeNTHAHYIO MOCIeIOBATeIbHOCTD,
KOTOpasi 1o MeHbIned Mepe Ha 85%, mpenmoututenbro 90%, Oonee mpenmodTuTeNbHO 95% wnn
Oonee, Hampumep, Ha 95%, 96%, 97%, 98%, umun 99% wunentnuna SEQ ID NO:15, u
BapralebHYI0 O0JaCTh JIETKOW LEMH, WMEIOMYI0 TOJUNENTHIHYIO IOCIeIOBATEeIbHOCTD,
KOTOpasi 1o MeHbIned Mepe Ha 85%, mpenmoututenbro 90%, Oonee mpenmodTuTeNbHO 95% wnn
bonee, Hampumep, Ha 95%, 96%, 97%, 98%, wmmu 99% wunentnuna SEQ ID NO: 14.
IIpennoururenbHO, BBIEIEHHOE MOHOKJIOHAJIBHOE AHTUTENIO WJIIH €r0 aHTUTCHCBS3BIBAIOLIUI
(dbparMeHT comepskUT BapuaOeTbHYI OOJNIACTH TSKENION IenH, UMEIOIYI0 MOJUTIEHTHIHYIO
nocnenosarenbHocTe SEQ ID NO: 15; u BapuabenbHy0 00JaCTh JIGTKOW LIEMH, MUMEIOIIYIO
NOJNUNENTUIHYIO nocienosaTenbHocTe SEQ ID NO: 14.

[0056] B omHOM BapuaHTe OCYINECTBIIEHUS HM300pPETEHHE OTHOCUTCS K BBIIEICHHOMY
MOHOKJIOHAJIbLHOMY aHTHUTEJy WU €ro aHTUTEHCBS3BIBAIOIEMY (parMeHTy, COIepIKalieMy
HCDR1, HCDR2, HCDR3, LCDR1, LCDR2 u LCDR3, wumeromue TOJIUNEITAIHBIC
nocaegoBarenbHocTH SEQ ID NO: 1, 7, 3, 4, 5 u 6, coorBercTBenHo, win SEQ ID NO: 56, 57, 3,
4, 5 u 6, coorBercTBenHo, uian SEQ ID NO: 56, 7, 3, 4, 5 u 6, coorBercTBeHHO, miaun SEQ ID
NO: 1, 57, 3, 8, 5 u 6, cooTBeTCTBEHHO. B npyroMm BapwaHTe OCYIIECTBJEHHUS BbINCIEHHOE
MOHOKJIOHAJIbHOE ~ QHTHUTEJO WJIM €ro  aHTUTeHCBS3BIBAOINMN  (parMeHT  COIEpIKUT
BapralebHYI0 OOJIACTh TSDKENIOW Meny, WUMEIOIIYIO MOJHIEeNTHAHYIO MOCIeIOBATeIbHOCTD,
KOTOpasi 1o MeHbIned Mepe Ha 85%, mpennoututenbro 90%, Oonee mpenmodTUTENBHO 95% Wn
Oonee, nHampumep, Ha 95%, 96%, 97%, 98%, umun 99% wunentnuna SEQ ID NO:13, u
BapralebHYI0 O0JaCTh JIETKOW LEMH, WMEIOMYI0 TOJUNENTHIHYIO IOCIeIOBATEeIbHOCTD,
KOTOpasi 1o MeHbIned Mepe Ha 85%, mpennoututenbro 90%, Oonee mpenmodTUTENBHO 95% Wn
bonee, Hampumep, Ha 95%, 96%, 97%, 98%, wmmu 99% wunentnuna SEQ ID NO: 14.
IIpennoururenbHO, BBIIEIEHHOE MOHOKJIOHAJIBHOE AHTUTENIO WJIM €r0 aHTUTCHCBS3BIBAIOLIUI
(dbparMeHT comep>kUT BapuaOeIbHYI OOJIACTh TSKENION IenHd, WMEIOIYI0 TMOJUTIEHTHIHYIO
nocnenosarenbHocTe SEQ ID NO: 13; u BapuabenbHyr0 00JACTh JIGTKOW LIEMH, MUMEIOINYIO
NOJNUNENTUIHYIO nocienosaTenbHocTe SEQ ID NO: 14.

[0057] B omHOM BapuaHTe OCYINECTBIIEHUS HM300pPETEHHE OTHOCUTCS K BBIACICHHOMY
MOHOKJIOHAJIbLHOMY aHTHUTEJy WU €ro aHTUTEHCBS3BIBAIOIEMY (parMeHTy, COAepIKalieMy
HCDR1, HCDR2, HCDR3, LCDR1, LCDR2 u LCDR3, wumeromue TOJIUNEITAIHBIC
nocaegoarenbHocTH SEQ ID NO: 1, 7, 3, 8, 5 u 6, coorBercTBenHo, win SEQ ID NO: 56, 57, 3,
8, 5 u 6, coorBercTBenHo, mm SEQ ID NO: 56, 7, 3, 8, 5 u 6, coorBercrBeHHo, mum SEQ ID
NO: 1, 57, 3, 8, 5 u 6, cooTBeTCTBEHHO. B npyroMm BapwaHTe OCYIIECTBJEHHUS BbINCIEHHOE
MOHOKJIOHAJIbHOE ~ QHTHUTEJO WJIM €ro  aHTUTeHCBS3BIBAOINMN  (parMeHT  COIEpIKUT
BapralebHYI0 OOJIACTh TSDKENIOW Meny, WUMEIOIIYIO MOJHIEeNTHAHYIO MOCIeIOBATeIbHOCTD,
KOTOpasi Mo MeHbIned Mepe Ha 85%, mpenmoututenbHo 90%, Oonee mpenmodTUTENHHO 95% Wnn
bonee, Hampumep, Ha 95%, 96%, 97%, 98% wumu 99% wunentnyna SEQ ID NO: 11, u
BapralebHYI0 O0JaCTh JIETKOW LEMH, WMEIOMYI0 TOJUNENTHIHYIO IOCIeIOBATEeIbHOCTD,

KOTOpasi Mo MeHbIned Mepe Ha 85%, mpenmoututenbHo 90%, Oonee mpenmodTUTENHHO 95% Wnn
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bonee, Hampumep, Ha 95%, 96%, 97%, 98% wumm 99% wunentnuna SEQ ID NO: 12.
IIpennoururenbHO, BBIEIEHHOE MOHOKJIOHAJIBHOE AHTUTENIO WJIIH €r0 aHTUTCHCBS3BIBAIOLIUI
(dbparMeHT comepskUT BapuaOeTbHYI OOJNIACTH TSKENION IenH, UMEIOIYI0 MOJUTIEHTHIHYIO
nocnenoBarenbHOCcTe SEQ ID NO: 11; u BapuabenbHyr0 00JAaCTh JIETKOW LIEMH, MUMEIOIIYIO
MOJNIMNENTUIHYIO nocienoBaTenbHocTs SEQ ID NO: 12.

[0058] B omHOM BapuaHTe OCYINECTBIIEHUS M300pPETEHHE OTHOCUTCS K BBIIEICHHOMY
MOHOKJIOHAJIbLHOMY aHTHUTEJy WU €ro aHTUTEHCBS3BIBAIOIEMY (parMeHTy, COIepIKalieMy
HCDR1, HCDR2, HCDR3, LCDR1, LCDR2 u LCDR3, wumeromue TOJIUNEITAIHBIC
nocaegoBarenbHocTH SEQ ID NO: 1, 7, 3, 8, 5 u 6, coorBercTBenHo, win SEQ ID NO: 56, 57, 3,
8, 5 u 6, coorBercTBenHo, mm SEQ ID NO: 56, 7, 3, 8, 5 u 6, coorBercrBeHHo, mum SEQ ID
NO: 1, 57, 3, 8, 5 u 6, cooTBeTCTBEHHO. B npyroMm BapwaHTe OCYIIECTBJEHHUS BbINCIEHHOE
MOHOKJIOHAJIbHOE ~ QHTHUTEJO WJIM €ro  aHTUTeHCBS3BIBAOINMN  (parMeHT  COIEpIKUT
BapralebHYI0 OOJIACTh TSDKENIOW Meny, WUMEIOIIYIO MOJHIEeNTHAHYIO MOCIeIOBATeIbHOCTD,
KOTOpasi 1o MeHbIned Mepe Ha 85%, mpennoututenbro 90%, Oonee mpenmodTUTENBHO 95% Wn
bonee, Hampumep, Ha 95%, 96%, 97%, 98% wumm 99% wunentnuna SEQ ID NO: 9, u
BapralebHYI0 O0JaCTh JIETKOW LEMH, WMEIOMYI0 TOJUNENTHIHYIO IOCIeIOBATEeIbHOCTD,
KOTOpasi 1o MeHbIned Mepe Ha 85%, mpennoututenbro 90%, Oonee mpenmodTUTENBHO 95% Wn
bonee, Hampumep, Ha 95%, 96%, 97%, 98% wumm 99% wunentnuna SEQ ID NO: 10.
IIpennoururenbHO, BBIIEIEHHOE MOHOKJIOHAJIBHOE AHTUTENIO WJIM €r0 aHTUTCHCBS3BIBAIOLIUI
(dbparMeHT comep>kUT BapuaOeIbHYI OOJIACTh TSKENION IenHd, WMEIOIYI0 TMOJUTIEHTHIHYIO
nocnenosarenbHocTe SEQ ID NO: 9; u BapuabenbHyro 007acTh JIETKOW IEMH, UMEIOIIYIO
NOJNUNENTUIHYIO nocienosaTenbHocTs SEQ ID NO: 10.

[00S9] B eme OOHOM KOHKPETHOM AacHEKTE BBIAEIEHHOE MOHOKJOHAJIBHOE AHTHUTENO
CONIEPIKUT:

a. aMUHOKHCJIOTHYIO TOCJIENOBATENbHOCTD TshKeNoN 1enu, Bkiaovaroyo SEQ ID NO:
37, 1 aMUHOKHCIIOTHYIO TIOCJIEA0BATENBHOCTD JIETKOH 1ienu, Bkimodaromyo SEQ ID NO: 38;

b. aMHUHOKHCIIOTHYIO MOCJIEAOBATEILHOCTD TsDKENIOH 1eny, Brrovariyo SEQ ID NO:
39, ¥ aMUHOKHCIIOTHYIO TIOCIEA0BATENBHOCTD JIETKOH 1ienu, Bkimodaroimyo SEQ ID NO: 38;

C. aMHUHOKHCJIOTHYIO TOCJIENOBATEIbHOCTD TshKeNoN 1enu, Bkiaovarouyo SEQ ID NO:
37, 1 aMUHOKHCIIOTHYIO TOCJIEOBATENBHOCTD JIErKoH 1enu, Briouaromy SEQ ID NO: 52;
Win

d. aMUHOKHCJIOTHYIO TIOCIENOBATENIbHOCTh TsDKENON 1emnu, Bkmodaromyo SEQ ID NO:
39, 1 aMUHOKHCIIOTHYIO TIOCJIEAOBATENBHOCTD JIETKOH 1enu, Brirouarmyo SEQ ID NO: 55.

[0060] CornacHo eme OIHOMY KOHKPETHOMY acCIeKTy H300peTeHHe OTHOCUTCS K
BBIJICJICHHOMY MOHOKJIOHAJIbLHOMY aHTUTEJy WJIH €ro aHTUTeHCBSI3BIBAIOIIEMY (pparMeHTy Io
U300peTeHNI0, TPUYEeM AaHTHUTEJIO WM €ero aHTUTCHCBSI3bIBAIOIINKN (parMeHT sBiseTcCs
XUMEPHBIM.

[0061] CornmacHO ApyroMy KOHKPETHOMY AacCHeKTy H300peTeHHe OTHOCUTCS K
BBIJICJICHHOMY MOHOKJIOHAJIbLHOMY aHTUTEJy WJIH €ro aHTUTeHCBSI3BIBAIOIIEMY (pparMeHTy Io

I/1306peTeHI/II-O, NprU4EM AaHTUTECIIO MU €0 aHTI/IFeHCBﬂSI:;IBaI-OH_II/Iﬁ (I)paFMeHT SIBJIACTCA
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YeJI0BEYECKUM WIN I'YMaHU3UPOBAHHBIM.
[0062] CornmacHO ApyroMy KOHKPETHOMY AacCIHeKTy H300peTeHHe OTHOCUTCS K
AHTUTeHCBS3BIBAIOIINM (parMeHTaM, IMPHYEM AHTHUIEHCBSI3bIBAOIUI (parMeHT BbIOpaH U3
rpymmel  ¢pparmenTos, cocrtosmeid w3 f Fv, F(ab'), F(ab')2 wu scFv. Anrtureno wmmm ero
AQHTUTEHCBS3BIBAIOINN (pparMeHT U30UpaTeNIbHO CBs3bIBaeTCs ¢ nentunoM 3pE AP (Hampumep,
AB3pE-40 u AB3pE-42) ¢ HeOonbIIOH MEpEeKPECTHON PEaKTUBHOCTBIO MM Oe3 MepeKpecTHOM
PEaKTHBHOCTHU C IPYruMU nentuaaMu A mmu OeikoM-npenmecTBeHHuKoM B-amunonna (APP).

[0063] B nmpyrom oOmem acrekre NaHHOE H300peTeHHE OTHOCHUTCS K BbINEJICHHOU
HYKJIEMHOBOM  KHCJIOTE, KOAUPYIOIIeH  MOHOKJIOHAJbHOE  aHTUTEJNO0  WIM  €ro
AHTUIeHCBS3BIBAIOIINN (pparMeHT coriacHo m3oOperennto. CrienmanucraM B JaHHOH obnactu
TEXHUKH OyJIeT MOHATHO, YTO KOJUPYIOIIAs MMOCIEA0BATEIbHOCTD OelIka MOXKET ObITh H3MEHEHA
(HampuMep, TyTeM 3aMeHbl, NeIeLUd, BCTABKH U T. 1.) 0€3 WU3MEHEHUS aMHUHOKHCIOTHOU
nocienosarenbHocTH Oenka. COOTBETCTBEHHO, CIENHATUCTaM B JaHHOW OOJNACTH TEXHUKU
Oymer TMOHATHO, YTO  IOCJIEAOBATENbHOCTH  HYKJIEHWHOBBIX  KHCJIOT,  KOIHUPYIOIIHE
MOHOKJIOHAJIbHBIE AaHTHUTENA IO H300PETEHHI0 MM WX AaHTUTCHCBS3bIBAIOINUE (PParMEHTHI,
MO>KHO U3MEHSTh 0€3 H3MEHEHHs] aMUHOKHCIIOTHBIX ITOCIIEN0BATENIbHOCTEH OETKOB.

[0064] B npyrom oO0meMm acmekTe OaHHOe HW300peTeHHe OTHOCUTCS K BEKTOPY,
COJIEp KallleMy BbIJENEHHYIO HYKJIEHHOBYIO KUCIOTY, KOAUPYIOIIYI0 MOHOKJIOHAJIBHOE aHTUTEJIO
WIA €r0 aHTUTCHCBS3bIBAIOIUN (parMeHT Mo H300peTeHHo. MOXKHO HCHOJIBb30BaTh JIFOOOH
BEKTOpP, U3BECTHBIN CHEHMAINCTaM B JAHHOW OOJIACTU TEXHHMKH C YYETOM HAHHOTO OIHCAHMUS,
TAKOH Kak IUIa3MHIa, KOCMHUAA, (aroBblii BEKTOP WM BHUPYCHBIH BeKTOp. B HEKOTOPBIX
BApPHAHTAX OCYIIECTBJICHUS BEKTOP MPEACTABISICT COOONW PEKOMOWHAHTHBIN 3KCIPECCUOHHBIN
BEKTOp, TAKOW Kak Tula3Muaa. BekTop MOXKeT BKIIOYATh JIFOOOH 3JEMEHT Uil OOecredeHust
CTaHAAPTHOH (YHKIMU HKCIPECCHOHHOIO BEKTOpa, HAIPHUMEP MPOMOTOP, 3JIEMEHT IS
CBSI3bIBAHUSI C PUOOCOMOMN, TEPMUHATOpP, HHXAHCEP, CENEKTUBHBI MapKep M TOUYKY Hadana
perumukanyn. IIpoMoTop MoXeT ObITh KOHCTUTYTHBHBIM, HHAYLUPYEMBIM HITH PENPEeCCHPYEMbIM
POMOTOPOM. PsizT 3KCIPECCHOHHBIX BEKTOPOB, CITOCOOHBIX TOCTABISITH HYKJIEHHOBBIE KHCIOTHI
B KJETKy, M3BECTHbI B JAaHHOM O0NacTH M MOTryT OBITh HCHOJB30BAHBI B HACTOSIIEM
n300pEeTEeHNH [IJIs TIOYUEHHUS B KJIETKE aHTUTENa WM €r0 aHTUT'€HCBS3BIBAIOIIETO (hparMeHTa.
Jlns reHepanyiyi peKOMOMHAHTHOTO 3KCIPECCUOHHOTO BEKTOpPA IO BapHAaHTaM OCYIIECTBICHHS
n300peTeHNs] MOXKHO HCIIONIb30BaTh TPAIULMOHHBIE KJIOHAJIBHBIE METOABl WJIM CHHTE3
HCKYCCTBEHHBIX I€HOB.

[0065] B eme omHOM oOOIIeM acrekTe W300peTEeHHE OTHOCUTCS K KJIETKE-XO3SUHY,
coJieprKallleil BbIIEJICHHYIO0 HYKJIEHHOBYIO KHCJIOTY, KOJUPYIOLIYI0O MOHOKJIOHAJIBHOE aHTUTEJIO
WIA €ro AaHTHIEHCBS3bIBAOLINI (parMeHT mnmo H300peTeHn0. B KOHTEeKcTe HacTosIIero
OMHUCAHUS [JIsI PEKOMOMHAHTHOW OKCIPECCHM AaHTUTEN WM WX AHTHUTE€HCBSI3bIBAIOIINX
(parMeHTOB HACTOALIETO OMHCAHUS MOXHO NPUMEHSTH JIHOOYIO KJIETKY-XO3SIMH, HU3BECTHYIO
CHeLHaINCTaM B JaHHOW oOjacTu. B HEKOTOPBIX BapHaHTAax OCYIIECTBICHHS KIETKH-XO35€Ba
npencrasisiroT coboit kierku E. coli TGl wnmm BL21 (st skcnpeccun, Hanpumep, scFv wm

Fab-anturena), xinerku CHO-DG44, wiu CHO-K1, wiu xknerku HEK293 (mns skcnpeccun,
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Hampumep, NojHopasMepHoro anturena IgG). B cooTBeTcTBUM € KOHKPETHBIMH BapHaHTaAMHU
OCYILECTBIIEHUs] PEKOMOWHAHTHBIA BEKTOP SKCIPECCHH TPAHC(HOPMUPYIOT B KIETKH-XO35€Ba
TPAOULMOHHBIMU CITOCOOAMH, TAKUMH KaK XHUMHUYeCKas TPaHC(PEKLHUs, TEIUIOBOH INOK HIIH
3JNIEKTPOTIOpPALMS], TZle OH CTAa0MJIBbHO HWHTErPUPYETCS B TE€HOM KJIETKH-XO3fMHA TaK, YTO
pexoMOMHAHTHAS! HYKJIEHHOBAs KUCJIOTa 3PP EeKTHBHO SKCIIPECCUpyeTcs.

[0066] B npyrom obriem acriekre JaHHOE N300pPETEHHE OTHOCUTCS K CITOCOOY TOJTydeHusT
MOHOKJIOHAJIbHOTO ~ aHTUTENla WM €ro aHTHIEHCBS3BbIBAOIIEro (parMeHTa COrJIacHO
n300peTEeHNI0, BKIIOYAIOLIEMY KYJbTHBUPOBAHHUE KJIETKH, COAEpIKaIIed HyKIEHMHOBYIO KHCIIOTY,
KOIUPYIOIIYIO MOHOKJIOHAJIBHOE AHTUTENIO WM €ro aHTHIEHCBSI3bIBAIOLINN (parMeHT, B
YCIOBUSIX JJIs1 TIOJYYEHUS MOHOKJIOHAJIbHOIO aHTUTEJIa WIM €ro aHTUI€HCBS3bIBAIOLIEro
(parMeHTa COrjacHO M300PETEHHIO, U BBINEJICHHE AHTHTENAa WM €r0 aHTUT'€HCBS3BIBAIOIIETO
¢parmMeHTa W3 KJIETKM WM KIETOYHOH KyJnbTypbl (Hampumep, W3 CYIEpPHATAHTA).
DKCIpecCHpOBaHHBIE AHTHUTENA MIIH UX AHTUIEHCBS3BIBAIOIINE (PPAarMEHThI MOKHO COOUpATh U3
KJIETOK M OYHWINATh B COOTBETCTBHM C OOLIETIPUHITHIMH METOAMKAMH, U3BECTHBIMH B JaHHOU
00J1aCTH TEXHUKH U KaK OMHUCAHO B TAHHOM JIOKYMEHTE.

[0067] B HacrosimmeM H300peTEHHH MPEIJIOKEHO BBINEICHHOE AHTUTENIO WM €ro
AHTUTeHCBS3BIBAIOIINK (pparMeHT, koTtopele cBs3biBatoTcs ¢ 3pE AB. TepmuH « aHTHTENO» B
JAHHOM JTOKYMEHTE O3HadaeT OeJOK MMMYHOTJIOOYIIMH, CIIOCOOHBIH CBSI3bIBATHCSI C aHTUT€HOM
WIA €ro 4YacThl0, B YAaCTHOCTH O€JNOK HMMMYHOIJIOOYJIMH, CHOCOOHBIH —creunpuiecku
cBsa3biBaThesl ¢ 3pE AP. Cpsi3piBaHHE aHTHUTENa C AHTHUTEHOM MOXKET OBITh M3MEPEHO IpH
MIOMOIIY CIIOCOOOB, NU3BECTHBIX CIIELUANNCTAM B JAHHOH 00JIACTH TEXHHUKH, MPUMEPOM KOTOPBIX
ABISETCA TIpUMeHeHWe HHCTpyMeHta BIAcore'™. Cuuraercs, dTO AHTHTENO WK
AHTUTeHCBS3BIBAIOIINN (PparMeHT aHTUTeNa CIEeUU(UIECKH CBA3BIBAIOTCS C AHTUT€HOM, €CIIU
KOHCTaHTa JUCCOLMALUNA MEHbIIEe WK paBHa 1| MKM, npeanodTuTensHo MeHblne uinu pasHa 100
HM u HanOoJiee MPeanoYTUTENBHO MeHbIIe Win paBHa 10 HM.

[0068] TepMuH «aHTHreHCBS3BIBAIOLINE (PPArMEHTBI AHTUTEND» OTHOCHUTCS K (PparMeHTy
aHTHUTENa, KOTOPBIM MOXET CBS3BIBATHCA C AHTUIEHOM, C KOTOPbIM HHTAKTHOE AaHTUTEJO
CBA3BIBAETCSI U KOHKYPUPYET C MHTAKTHBIM AHTUTEJIOM 3a CBSI3bIBAHHME C AaHTUIEHOM.
AHTHreHCBsI3bIBatOLE (PParMeHTbl COAEpPXKAT YacTb MHTAKTHOIO AaHTUTENa, KOTopas
obecrieuynBaeT CBsI3bIBaHHE aHTUreHa (T. €. BapuadeapbHYyI0 00JaCTh WHTAKTHOTO AHTHTENA).
AHTHreHCBsI3bIBaOLINE (ParMeHTbl MOTYT BKJIKOYaThb, HO HE OTPAaHUYMBASCH 3TUM, (parMeHT
Fab, Fab', F(ab'),, Fv, crabunusupoBannsii nucynbdpunom ¢parment Fv (dsFv), (dsFv)2,
oucneunpuueckuii dsFv (dsFv-dsFv'), onHouenouednyro Monekyiny aHTUTeNa (Harpumep,
scFV), nuareno, MUHUTENO, HAHOTEJIO, IMHEIHOe aHTUTENO, onHOonOoMeHHOoe aHTuTeno (HDAB),
BEpOIIO’KbE ONHOIOMEHHOE AaHTUTENO, TMOJHUCIENU(PHUECKOe aHTUTENo, oOpa3oBaHHOE U3
(bparMeHTOB aHTHUTEJa, U JHOOOW Apyroil (QparMeHT aHTUTEIa, KOTOPBIM CBS3BIBAETCS C
AHTUTE€HOM, HO HE COJIEP>KUT CTPYKTYPY MOJHOIO aHTUTENA.

[0069] AHTuUTENa COCTOAT W3 JBYX TSDKENbIX LETeW W ABYX Jerkux nernei. Kaxknmas
TsDKEJIas [elb WMEeT OJUH BapwalesbHbIA JoMeH wiu odnacte (Vy), 3a KOTOPOH clieayer

KOHCTaHTHBIN foMeH min oonacts (Cyl), mapHupHast o6acTh u elle 1Ba KOHCTAHTHBIX JTOMEHa
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wim obnact (Cy2 u Cy3). Kasknas jerkas mernb uMeeT OfuH BapruabeNIbHbIN TOMEH U 001acTh
(VL) u ognH KOHCTaHTHBIA aomeH win odnacte (Cp). BapuabenpHble noMeHBI Winm obiacTu
TSDKEJIOW W JIETKOH memedl oOpa3yroT mapaTon aHTuTena (CTPYKTYPY, AHAJIOTHYHYIO 3aMKY),
KOTOpBIH crieruyuer JUIsi KOHKPETHOTO 3MUTONa (AHAJIOTHYHO KIIOYY), YTO TO3BOJISIET
[apaTory M 3MUTONY C TOYHOCTBIO CBS3BIBATBHCA APYr € IpyroM. B BapuabembHOM moMeHe
BapuabenbHble TETIH B-1enel, Mo TPHU Ha JIETKON M TSIKEJIOW LIETSAX, OTBEYAIOT 34 CBSI3bIBAHUE C
AQHTUTEHOM. DTH TIETJIH HA3bIBAIOT OMPEAENSIOMUMA KoMIieMeHTapHocTh obnmacTsimu (CDR, a
umenHo CDR1, CDR2 u CDR3).

[0070] CDR omnpenensitoT Kak OMpPEAeSTIOIe KOMIUIEMEHTAPHOCTh 00JIaCTH aHTUTEJIA.
Oto runepBapuadenbHbie OOJACTH TSDKENOW M JIETKOW Iernel aHTUTeNa, KOTOpbIe TIaBHBbIM
0o0pa3oM OTBEHAIOT 34 CBSA3BIBAHHE C AHTUTCHOM. B kaxnol u3 BapuaOenbHbIX oOnacten
Tsokesnol u nerkod neneir mmerorcss Tpu CDR (CDR1, CDR2 u CDR3). Omnpenensomiue
KOMILIEMEHTAPHOCTh  oOyacTu  BapualenbHbIX oOJacTell JIETKOH Lenu  ajJbTepPHATUBHO
ynomuHatotes kak LCDR1, LCDR2 u LCDR3, a onpenensitomyue KOMIJIEMEHTApHOCTb 00JIacTH
BapuabenpbHON 00JacTH TsDKENIOoH nenu anbrepHaTuBHO ynomuHarotces kak HCDR1, HCDR2 u
HCDR3. CDR anTtuTena MoryT ObITh OnpeneneHbl HeckonbkuMu criocobamu. Hanpumep, CDR B
BapuabenpbHONH 00JaCTH MOXKHO HACHTH(QHIHMPOBATH B COOTBETCTBHM C OIPEIENICHUSMH IO
Kabat, Chothia, IMGT w/unu KOH(pOPMAIMOHHBIM OIpPENENCHUSIM WIH JIFOOBIM CIIOCOOOM
onpenenenusi CDR, xopomio u3BecTHbIM B AaHHOH oOnactu TexHuku. CDR aHTHTENna MOXKHO
UICHTUQHUIMPOBATh KaK rurepsBapuadenbHble 00JacTH, MepBOHAYANBHO onpeneneHHbie Kabat
(Kabat et al., 1992, Sequences of Proteins of Immunological Interest, Sth ed., Public Health
Service, NIH, Washington D.C.), cTpykTypHBIE TmeTJIEBble CTPYKTYphl, IE€PBOHAYAIBHO
ommcannublie Chothia (Chothia et al., Nature 342:877-883 (1989)) uiau yHUKaNbHOUW CHUCTEMOM
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] TepMmuH «BBIAECNECHHOE» NPU HUCHOJB30BAHUU B KOHTEKCTE AHTUTENA O3HAYAET
U3MEHEHHOE «IIPU TIOMOINU BO3JEHCTBHS YEJIOBEKa» U3 JEOOOro €CTeCTBEHHOI'O COCTOSIHUS, TO
€CThb, €CIM OHO BCTPEYAeTCs] B MPHUPONE, OHO OBbUI0O HM3MEHEHO WIHM YAaJeHO U3 CBOeH
NePBOHAYANBHONW Cpebl, UM U TO, W Apyroe. Hampumep, mpupomHOE aHTHTENO MPHUPOIHOTO
NPOMCXOXKICHHUS, €CTECTBEHHO NPUCYTCTBYIOIIHE B JKUBOM JKUBOTHOM B €rO €CTECTBEHHOM
COCTOSIHUH, HE SIBJISIETCSI BBIIEIEHHBIMY», a TO K€ aHTUTENO, OTJEIEHHOE OT COMYTCTBYIOLINX
MaTepHajioB B €ro €CTECTBEHHOM COCTOSHHH, SIBJIIETCS «BBIACJICHHBIMY», COTJIACHO TEPMHUHY,
UCTIONB3YIOLIEMYCsl B JAHHOM JOKYMEHTE, HAIIPUMEP, TEPMUH «BBIIEJICHHOE aHTUTEN0» MOXKET
OTHOCHUTBCSI K AHTHTEJNy, KOTOPOE IO CYIIECTBY HE COMEPXKUT IOPYTUX AHTUTEN, HUMEIOIINX
pa3Hble 3HAYEHWs] AHTHIE€HHOH CrerupuuHOCTH (T. €. BBIACNIEHHOE AaHTHUTENO, KOTOpOoe
cneunpuyeckn cBs3piBaercs ¢ 3pE AP, mo cymectBy He COAEp)KUT aHTHTEN, KOTOpble He
cBs3biBatoTCA ¢ 3pE Af). AHTHTENa MOTYT BCTpEYaThCsl B KOMITO3ULINH, TAKOH KaK peareHT Iis
UMMYHOQHAJIN3a, KOTOpasi He SIBISIETCS NPUPOAHOH KOMITO3UIMEH, M MPH 3TOM OCTarOTCA

BBIACJICHHBIMHU aHTUTECIIAMHU B paMKax JAHHOI'O TEPMHUHA, UCIIOJIB3YEMOT'O B JAHHOM JOKYMCHTEC.
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[0072] CniocoObl moNydeHusT aHTUTE BKJIIOYAIOT MOAU(UKALMIO XO3SMHA KEJIaeMbIM
uMMyHOreHoM. Ilonxonsiine xo3sieBa BKJIIOYAIOT, HO HE OTPaHUYUBASACH 3TUM, MBbIIIEH, KPBIC,
XOMSIKOB, MOPCKHMX CBHHOK, KpOJHKOB, Kyp, OCJOB, Jomaneil, o0Oe3bsH, LINMIIaH3e,
OPaHIyTAaHOB, FOPHJUL, JIFOAEH M JFOOBIX BHIOB, CIIOCOOHBIX (POPMHUPOBATH 3PEJbli UMMYHHBIN
oteT. [Ipouenypbl UMMYHH3aLUU XOPOIIO U3BECTHBI B JAHHOH OOJIACTH TEXHUKHU U U3JIOKEHBI
BO MHOXKECTBE TPYIOB W mybnukauwmii, Bkmodas «The Immunoassay Handbook», 2nd Edition,
edited by David Wild (Nature Publishing Group, 2000).

[0073] IlpeanoYTUTENbHO MMMYHOI€H, BOIUIOIIAKIIUN CYIIECTBEHHbIE MNPU3HAKU
HACTOSIIIETr0 N300PETEeHNs], BBOIAT CYOBEKTY-X03UHY, HAIIPUMED, JKUBOTHOMY WJIHM YEJIOBEKY, B
KOMOMHAIMH ¢ aabroBaHTOM. [loaxonsinme aablOBaHThl BKJIIOYAIOT, HO HE OTPAHUYHBASICh HTHM,
anbioBaHT MDpeliHna, MOPOIIKOBBIA THIPOKCHI AJFOMUHUS (KBACLbI), THIAPOKCHI ATFOMUHUS
BMecTe ¢ Bordetella pertussis m moHopochopummmnun A-CHHTETHUECKUN TUKOPUHOMMKOJST
Tperano3sl (MPL-TDM).

[0074] Kak mpaBuio, UMMYHOT€H HJTH KOMOMHALIMIO HMMYHOTEHA U aIbIOBAHTA BBOZST B
OpPraHU3M-XO3MH MIIEKONUTAIOLIer0 IMyTeM OJHOM WM MHOXECTBA MOAKOXKHBIX WU
BHYTPUOPIOMWHHBIX WHBEKIWHA. [IpeAnOYTUTENILHO MPOrpaMMy HMMMYHHU3AIUU BBITIOJHSIOT B
TE€YCHHE 10 MEHbILIEH Mepe ONHOHN Hexenu, a OoJjiee MPEANOYTHTENIBHO B TEUEHHE ABYX MWIIH
Oonee Hemenb. lloNMKIIOHANBPHBIE AHTHTENA, IOJNYYEHHBIE TaKUM OOpa3oM, MOTYT OBbITh
BBIJIEJICHBI U OYHIIEHBI CIIOCOOAMHU, XOPOILIO U3BECTHBIMHU B JAHHOH OOJIACTH TEXHUKH.

[0075] MoHOKIOHANBHBIE AHTUTENa MOTYT OBITh TOJYYEHBI C MMOMOIIBI0 XOPOIIO
U3BECTHBIX THOPUIOMHBIX CITOCOOOB, onmcaHHbIX B nyOnnkauuu Kohler u Milstein, mampumep,
Nature 256:495-497 (1975). TubpunomMHbie CriocoObl, KaK MPABHUJIO, BKIIIOYAIOT UMMYHH3AIUIO
XO35IMHA WU JTUM(QOIMTOB OT X0351HA, COOp TUM(OLUTOB, CEKPETHPYIOLINX HIIH 00JIaJar0IINX
NOTEHIMAJIOM K CEeKPELUMH MOHOKJIOHAJNBHBIX  AQHTHTEN, CIHUSHHE JUMQOLUTOB C
UMMOPTAJIM30BAHHBIMH  KJIETKAMH MU OTOOp  KJETOK, CEKPETHPYIOIIMX  JKeIaeMoe
MOHOKJIOHAJIbHOE aHTUTEJO.

[0076] Xo03s5uH MOKeT ObITh HMMYHU3HPOBAH JJIsi CTUMYJISIAN JTUM(POIIMTOB, KOTOPHIE
NPOAYLUPYIOT WM CIIOCOOHBI MPOAYLHPOBATH AHTUTENA, CrieUU(pUIEeCKHe K UMMYHOTreHy. B
aNbTEPHATUBHOM BapHWaHTE OCYINECTBICHHUS JTUMQOLUTHI MOTYT OBITb UMMYHU3HPOBAHBI i1
vitro. Ecnm HeoOXOAMMBI YeNOBEUeCKHEe KJIETKH, MOXKHO HCHOJb30BaTh JIMM(QOIMTHI
nepupepudeckoil KpPOBH, XOTS MPENNOYTHTENbHBIMU SIBJISIOTCS KJIETKH CEJIe3€HKU WJIH
JUMQPOLUTHI U3 IPYTHX UCTOYHUKOB, OTHOCSIIUXCS K MJIEKOTTUTAFO LM,

[0077] JIumdonuTbl MOTyT OBITH CIMTHI C MMMOPTAJIM30BAHHOW JIMHUEH KIIETOK C
00pa3oBaHMEM KJETOK TMOPHUAOMBI, YTO MOXHO YIPOCTUTH NMyTeM NPUMEHEHHUs areHta s
CIIMSIHMSL, HAIpuMep, MOJUITUIEHTJUKONA. B kauecTBe WILIIOCTpalMM MOXHO HCIOJIB30BaTh
MYTaHTHBIE KJIETKH MHEJIOMBI I'PbI3YHOB, KOPOBBI WM Y€JOBEKa, UMMOPTAJINU30BAHHbIE MyTEM
Tpanchopmanu. IIpearnouTUTENbHBIMU SIBIISIFOTCSI MO CYLIECTBY YHUCTBIE IMOMYJSLUN KIIETOK
THOPUIOMBI, B OTJIMYME OT HECIHTHIX MMMOPTAJIN30BAHHBIX KJIETOK. TakuMm oOpas3oM, mocie
CJIUSHUSL KJIETKH MOJKHO BBIPAIMBATh B MOAXOMALICH Cpene, KOTopash MHTHOUpYeT POCT WU

BbIKUBACMOCTb HECIUTBIX, HMMOPTATU30BAHHBIX KIJICTOK, HAIIpUMEP, C TIOMOIIBIKO KJICTOK
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MYTaHTHOMU MHEJIOMBI, B KOTOPBIX OTCYTCTBYET bepmeHT
runokcantuHryanuHgochopudosuntpanchepaza (HGPRT). B takom cnyuae B cpeny (cpeay
HAT) MoxHO 100aBisiTh TMIIOKCAHTHH, AMUHONTEPUH U TUMHUJAWH JJIsI IPEJOTBPAIIEHHs] POCTa
HGPRT-nepuuuTHBIX KJIETOK, OTHOBPEMEHHO JIOMYCKasi POCT THOPHUAOM.

[0078] IIpenmoYTHTENHHO WMMOPTAJIM3OBAHHBIE KJIETKH, KOTOpPble O0ECIeYHBAIOT
3¢ deKTUBHOE CIHSIHUE, MOKHO BBIIEISITh M3 CMEIIAHHBIX MOMYJILUN MyTeM oTOopa B cpene,
takoii kak HAT, u momgnep:kuBaTh CTAOMIBHYIO M BBICOKOYPOBHEBYIO 3KCIPECCHIO aHTHTENA
nocne ciausHus. IlpeanodrurenbHble UMMOPTAIN30BAaHHbIE JUHUM KJIETOK BKJIIOYAIOT JMHUU
KJIETOK MHEJIOMBI, TOCTyIIHble B AMEPUKAHCKOHN KOJUJIEKL[MM TUIIOBBIX KYJIbTYp, I. MaHnaccac,
mrat Bupmxunaus.

[0079] Onun acmekT HaHHOTO H300pEeTeHHs MPEACTAaBIsIET COOOUM CrMoco0 MONydYeHUs
JVHUAU KJIETOK THOPHIOMBI, CIOCOOHOHW MPOAYLMPOBATH MOHOKJIOHAJIBHOE aHTUTENO, KOTOPOe
CBSI3bIBACTCS C MENTHAAMHU Oera-ammionaa. Takue crocoObl ITMPOKO M3BECTHBI CIIELIHATNUCTAM B
JaHHOM O0JacTH TEXHUKH M IO CYLIECTBY BKJIIOHYAIOT: (1) BBIOOP XO3MMHA UIA MPOAYKIIUH
aHTHTe; (11) MHOKYJIMPOBAaHNE XO35IMHA JKeJIAaeMbIM HMMYHOTEHOM,; (1i1) CIMsHUE JTMHUN KIIETOK
U3 MHOKYJIUPOBAHHOTO XO35MHA C HEMPEPBIBHO AENAIIEHCS KJIETKOH ¢ 00pa3oBaHUEM CIIMTOU
KJIETKH, CIIOCOOHOH MNPOAYLHPOBATb MOHOKJIOHAJBHOE AaHTHUTENO, KOTOPOE CBSI3bIBACTCS C
UMMYHOT€HOM; 1 (1V) KIOHHPOBAHUE CIUTOHN KJIETKHU JJIS TIOTyYEHHsI TIUHUU KIIETOK THOPUIOMBIL.

[0080] Cmoco0 mo nmaHHOMY H300pPETEHHIO BKJIIOYAET TOJYYeHHE JIMHUU KJIETOK
rHOPUIOMBI, CITOCOOHOH MPOAYLHPOBATH MOHOKJIOHAJBHOE aHTHUTENO, KOTOPOE CBSI3BIBAETCS C
nentugoM 3pE AB. I'mOpupomy MOXKHO MONy4aTh NyTEM HWMMYHHU3ALUH >KHBOTHOTO, OT
KOTOPOTO MOXKHO IIOJy4aTh T'HOpPHIOMBI, Hampumep, Mbimu Balb/c, myTem HavampHBIX
BHYTPUOPIOIIMHHBIX WHBEKIMH JKeJIaeMbIX UMMYHOTE€HOB, HampuMmep, nentuaa AP, UMeromero
NUpPOrJIyTaMaT, B anbtoBaHTe DpeifHna, M MOCHenyromux OyCTepHBIX HHBEKLHUH, HampuMmep
KaXple OOHY - ABe Henenw. llocnenyroinee CiMsSIHUE BBIIEICHHOW CENE3€HKH MOXKET ObITh
BBITTOJIHEHO C HCIIOJIb30BAHUEM JFOOBIX METOIWK, OOIIEU3BECTHBIX OOBIMHBIM CIELIUAIHCTAM B
JaHHOW OOJIACTH TEXHHKH, MPEIIOYTUTENIbHO C HCIOJb30BaHWEM KieTok SP2/0 ¢ momombio
MOAU(HUIMPOBAHHONW mpoueaypsl, onucanHoii B mybmukanun Kohler m Milstein (Eur. J.
Immunol., 1976; 6:292-295). T'ubpumombl MOryT OBITH TOABEPTHYTHl CKPUHHUHTY IS
OTIpeneNIeHus] TeX, KOTOpble MPOAYLUPYIOT aHTHTeNa, cnenuduunbsle k nentunam 3pE AP.
CKpUHUHT MOKHO NMPOBOAUTH € MOMOILBIO CTAHAAPTHOIO aHanu3a, Takoro kak MPA unu PUA.
OnuH acnekT u300peTeHns MPeacTaBisieT coOol crocod MOTy4YeHUs TMHUN KIETOK THOPUIOMBI,
KOTOpasi MpOAyLUpyeT MOHOKJIOHaNbHOe aHTuTe’ao BAMB31 1 unu ero rymMaHU3HPOBaHHYIO
BEPCHUIO.

[0081] MoHOKJIOHANBbHBIE AHTUTENA TAKXKe MOTYT OBbITh MOJy4eHbl PEKOMOWHAHTHBIMU
crioco0aMu, U3BECTHBIMU B JJAHHOM OOJIACTH TEXHUKH, HapuMep, Kak onucaHo B mateHte CIIIA
Ne 4166452, IHK, xommpyromasi MOHOKJIOHAJbHBIE AHTHTENA, MOKET OBbITh BBIAENEHA H
CEKBEHHPOBaHa C MCIOJb30BAHUEM CTAHJIAPTHBIX MPOLENYp, HAIpUMep, C HCIOJb30BaHHUEM
OJIUTOHYKJICOTHIHBIX 30HNIOB, KOTOpbIE CIEHU(UUECKU CBA3BIBAIOTCS C TEHAMH TSDKEJIOW U

JIETKON LeNeld aHTUTeN MBIIIY, NPEANOYTUTENbHO Ajs 3oHaupoBanus JIHK, Beiaenennon us



20

JUHUHA  KJIETOK THOPUIOMBI MOHOKJIOHAJBHBIX aHTUTEN, CEKPETUPYIOIIMX  aHTHUTENa,
cneunduyeckre K AP, IMEIOIUM MUPOTIyTaMar.

[0082] Taxxe ™moryr ObITb TMONy4YeHBI (pPAarMEeHTBl AHTHTEN, COAEpIKAIUe
cnennuIeckre CcaiThl CBS3BIBAHMA [UIs MENTUAOB Oera-amuionaa. Takue (parMeHTBI
BKJIFOYAIOT, HO HE OrPaHUYMBAsACH 3THM, (pparMeHTsl F(ab');, KoTOpbie MOTYT OBITH MONyUYEHBI
NyTEM PACLIETUICHHs MENICHHOM MOJIEKYJIbl aHTUTeNa, U ¢pparMenTsl Fab, koropbie MoryT ObITh
MOJIy4Y€HbI IyTEM YMEHBIICHUS TUCYIb(QUIHBIX MOCTHKOB pparmenToB F(ab'),. AnbrepHaTuBHO
MOTYT OBITh CKOHCTPYHpPOBaHbI OMOIMOTEKH dKcrpeccun Fab, mozBonstomue ObICTPO M JIErKO
UICHTUPHUIMPOBATE MOHOKJIOHANBHBIE (pparmenTsl Fab ¢ sxemaemoit cnennguanoctsio (Huse et
Science 256:1270-1281 (1989)). ®parmenter anmtuten Fab, Fv u ScFv moxhHO

JKCIIPECCUPOBATh U CEKpeTUpoBath W3 Fscherichia coli, 4ro mO3BONSET NPOAYLUPOBATH

al.,
OoJplIe KONMMYEeCTBA STUX (parMeHTOB. AJBTepHATUBHO, (parmentel Fab’-SH moxHO
HETIOCPEACTBEHHO BBINEIATh U3 F. coli 1 XUMUYECKH CBSI3bIBATh C 00pa3oBaHHEM (pparMeHTOB
F(ab’), (Carter et al., BioTechnology 10:163-167 (1992)). pyrue crnocoObl MONyYEHHS
(parMeHTOB AaHTUTEN W3BECTHBI CIIELUANUCTaM B JaHHOH oOjacth TexHukU. Taxke
npeaycMoTpeHbl ogHouenodeuHble pparmentsl Fv (scFv) (cm., Hanpumep, matentsr CLIIA Ne
5761894 u 5587458). ®parmentsl Fv u sFv sBISIOTCS €NMHCTBEHHBIM COCOMHEHUEM C
MHTAKTHBIMH CBSI3BIBAIOIIUMH CaWTaMH, KOTOPBIE HE COAEPKAaT KOHCTAHTHBIX 00JlacTel, TaKiM
00pa3oM, OHH, BEPOATHO, OyyT AEMOHCTPHUPOBATH CHIDKEHHOE HECTIeU(UIECKOe CBA3BIBAHUE.
@DparMeHT aHTHTENA TAK)KE MOXKET MPEACTABISITh COOON «JIMHEHHOe aHTHUTENO», HAIIPUMED, KaK
onucaHo B narente CIITA Ne 5642870.

[0083] Takum oOpa3om, HeNbI0 H30OpPETeHHs SIBJSIETCS OOECIeUEeHUe BBIIEIIEHHBIX
MOHOKJIOHAJIbHBIX AHTUTEJ, KCIPECCHPYEMBIX BBIIIEYMOMSHYTBIMH KJIETKAMU THOPHIOMBI,
npudeM aHTHTeNa CcrocoOHbl  crnenuduuecku pacrnosHaBatb 3pE  AP.  Breinenenneie
MOHOKJIOHAJIbHBIE aHTUTENIAa MOTYT OBITh 3KCIPECCHPOBAHBI KJIETKAMH THOPUAOMBI WU
PEKOMOMHAHTHO.

[0084] AwnTHTENO WM €ro aHTUTeHCBS3bIBAOIIMI (PparMeHT mo u300peTeHUro
NPEATIOUYTUTENBHO CENIEKTHBHO CBsA3bIBaeTCs ¢ 3pE AP ¢ HU3KOH MepeKpecTHON peakTHBHOCTHIO
win 0e3 Hee B OTHOWEHHH npyroro AP, He umeromero 3pE, wmn Oenka-npeninecTBeHHUKA [3-
ammionna (APP). B wacTHOCTH, aHTUTENO WM €ro aHTUIEHCBS3bIBAIOIIUN (PparMeHT IO
n300peTEeHNI0 CeNeKTUBHO cBs3bBaeTcs ¢ nentunamu AP 3pE-40 (SEQ ID NO: 40 wm SEQ ID
NO: 45) u AP 3pE-42 (SEQ ID NO: 51) ¢ HU3KOlH nepekpecTHON PeaKTUBHOCTHIO W 0e3 Hee B
OTHOIIEHNH APYrux He conepkamux 3pE nentunos AP win APP

[0085] B Tabnuiie 1 mpencraBieHbl aMHHOKHCIOTHBIE TIOCIENOBATEIBHOCTH aHTHTENA TI0
n3obperennro. CDR BapmaGenpHbIx oOnacTell TsKENOW M JIETKOH Lienel, Kak ONpenesieHO IO
Kabat, Chothia u IMGT, mpencraBiieHbsl B BUAE OTACIbHBIX MOCIEIOBATEILHOCTEH.

[0086] Tabmuma 1: TTociaenoBaTeTbHOCTH MOHOKJIOHAIBHBIX aHTUTEN K 3pE AP

SEQ ID
MKAT OGnacte NO TlocnenoBarensHOCTD




21

BAMB31 1

Tsaxenas

IeIIb

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 uienb

DVVMTQTPLTLSVTIGQPASISCKSSQSLLDSNGKT
YLTWLLQRPGQSPKRLIYLVSKLDSGVPDRFTGSG

Vb 10 AGTDFTLKIIRVEAEDLGVYYCWQGTHFPYTFGGG
TKLEIK

LCDRI1 8 KSSQSLLDSNGKTYLT

LCDR2 5 LVSKLDS

LCDR3 6 WQGTHFPYT
EIQLQQSGPELVKPGTSVKVSCKASGHVFTSYDMY
WVKQSHGKSLEWIGYIDSDNGDTSYNQKFKGKAT
LTVDKSSSTAYMHLNSLTSEDSAVYYCAYYRYAM

S DYWGQGTSVTVSSAKTTAPSVYPLAPVCGDTTGSS

BAMB31 2a 23 VTLGCLVKGYFPEPVTLTWNSGSLSSGVHTFPAVL

IeIIb

QSDLYTLSSSVTVTSSTWPSQSITCNVAHPASSTKV
DKKIEPRGPTIKPCPPCKCPAPNLLGGPSVFIFPPKIK
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 uienb

24

DVVMTQTPLTLSVTIGQPASISCKSSQSLLDSNGKT
YLTWLLQRPGQSPKRLIYLVSKLDSGVPDRFTGSG
AGTDFTLKIIRVEAEDLGVYYCWQGTHFPYTFGGG
TKLEIKRADAAPTVSIFPPSSEQLTSGGASVVCFLNN
FYPKDINVKWKIDGSERQNGVLNSWTDQDSKDST
YSMSSTLTLTKDEYERHNSYTCEATHKTSTSPIVKS
FNRNEC

DVVMTQTPLTLSVTIGQPASISCKSSQSLLDSNGKT
YLTWLLQRPGQSPKRLIYLVSKLDSGVPDRFTGSG

Vb 10 AGTDFTLKIIRVEAEDLGVYYCWQGTHFPYTFGGG
TKLEIK
LCDRI1 8 KSSQSLLDSNGKTYLT
LCDR2 5 LVSKLDS
LCDR3 6 WQGTHFPYT
BAMB246 |Tsoxenas 25 EIQLQQSGPELVKPGTSVKVSCKASGHVFTSYDMY
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IeIIb

WVKQSHGKSLEWIGYIDSDNGDTSYNQKFKGKAT
LTVDKSSSTAYMHLNSLTSEDSAVYYCAYYRYAM
DYWGQGTSVTVSSASTKGPSVFPLAPSSKSTSGGTA
ALGCLVKDYFPEPVTVSWNSGALTSGVHTFPAVLQ
SSGLYSLSSVVTVPSSSLGTQTYICNVNHKPSNTKV
DKKVEPKSCDKTHTCPPCPAPELLGGPSVFLFPPKP
KDTLMISRTPEVTCVVVDVSHEDPEVKFNWYVDG
VEVHNAKTKPREEQYNSTYRVVSVLTVLHQDWLN
GKEYKCKVSNKALPAPIEKTISKAKGQPREPQVYTL
PPSREEMTKNQVSLTCLVKGFYPSDIAVEWESNGQ
PENNYKTTPPVLDSDGSFFLYSKLTVDKSRWQQGN
VFSCSVMHEALHNHY TQKSLSLSPGK

EIQLQQSGPELVKPGTSVKVSCKASGHVFTSYDMY
WVKQSHGKSLEWIGYIDSDNGDTSYNQKFKGKAT

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

Jlerkas uienb

26

DVVMTQTPLTLSVTIGQPASISCKSSQSLLDSNGKT
YLTWLLQRPGQSPKRLIYLVSKLDSGVPDRFTGSG
AGTDFTLKIIRVEAEDLGVYYCWQGTHFPYTFGGG
TKLEIKRTVAAPSVFIFPPSDEQLKSGTASVVCLLNN
FYPREAKVQWKVDNALQSGNSQESVTEQDSKDST
YSLSSTLTLSKADYEKHKVYACEVTHQGLSSPVTK
SFNRGEC

10

DVVMTQTPLTLSVTIGQPASISCKSSQSLLDSNGKT
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YLTWLLQRPGQSPKRLIYLVSKLDSGVPDRFTGSG
AGTDFTLKIIRVEAEDLGVYYCWQGTHFPYTFGGG
TKLEIK

LCDRI1 8 KSSQSLLDSNGKTYLT
LCDR2 5 LVSKLDS
LCDR3 6 WQGTHFPYT
QVQLVQSGAEVKKPGASVKVSCKASGHVFTSYDM
YWVRQAPGQGLEWMGYIDSDNGDTSYNQKFKGR
VIMTVDTSTSTVYMELSSLRSEDTAVYYCAYYRY
AMDYWGQGTLVTVSSASTKGPSVFPLAPSSKSTSG
GTAALGCLVKDYFPEPVTVSWNSGALTSGVHTFPA
Tocenas VLQSSGLYSLSSVVTVPSSSLGTQTYICNVNHKPSN
27 TKVDKKVEPKSCDKTHTCPPCPAPELLGGPSVFLFP
e PKPKDTLMISRTPEVTCVVVDVSHEDPEVKFNWYV
DGVEVHNAKTKPREEQYNSTYRVVSVLTVLHQDW
LNGKEYKCKVSNKALPAPIEKTISKAKGQPREPQV
YTLPPSREEMTKNQVSLTCLVKGFYPSDIAVEWES
NGQPENNYKTTPPVLDSDGSFFLYSKLTVDKSRWQ
QGNVFSCSVMHEALHNHYTQKSLSLSPGK
BAMB611 QVQLVQSGAEVKKPGASVKVSCKASGHVFTSYDM
VH . YWVRQAPGQGLEWMGYIDSDNGDTSYNQKFKGR
VIMTVDTSTSTVYMELSSLRSEDTAVYYCAYYRY
AMDYWGQGTLVTVSS
HCDRI
Kabat 1 SYDMY
HCDRI
ABM 56 GHVFTSYDMY
HCDR2
Kabat 7 YIDSDNGDTSYNQKFKG
HCDR2
ABM 57 YIDSDNGDTS
HCDR3 3 YRYAMDY
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Jlerkas uienb

28

DVVMTQSPLSLPVTLGQPASISCKSSQSLLDSNGKT

YLTWFQQRPGQSPRRLIYLVSKLDSGVPDRFSGSGS
GTDFTLKISRVEAEDVGVYYCWQGTHFPYTFGGGT
KLEIKRTVAAPSVFIFPPSDEQLKSGTASVVCLLNNF
YPREAKVQWKVDNALQSGNSQESVTEQDSKDSTY

SLSSTLTLSKADYEKHKVYACEVTHQGLSSPVTKSF
NRGEC

12

DVVMTQSPLSLPVTLGQPASISCKSSQSLLDSNGKT

YLTWFQQRPGQSPRRLIYLVSKLDSGVPDRFSGSGS
GTDFTLKISRVEAEDVGVYYCWQGTHFPYTFGGGT
KLEIK

LCDRI1

KSSQSLLDSNGKTYLT

LCDR2

LVSKLDS

LCDR3

WQGTHFPYT

BAMB612

Tsaxenas

IeIIb

29

QVQLVQSGAEVKKPGASVKVSCKASGHVFTSYDM
YWVRQSPGQGLEWIGYIDSDNGDTSYNQKFKGRV
TLTVDTSTSTVYMELSSLRSEDTAVYYCAYYRYAM
DYWGQGTLVTVSSASTKGPSVFPLAPSSKSTSGGT
AALGCLVKDYFPEPVTVSWNSGALTSGVHTFPAVL
QSSGLYSLSSVVTVPSSSLGTQTYICNVNHKPSNTK
VDKKVEPKSCDKTHTCPPCPAPELLGGPSVFLFPPK
PKDTLMISRTPEVTCVVVDVSHEDPEVKFNWY VDG
VEVHNAKTKPREEQYNSTYRVVSVLTVLHQDWLN
GKEYKCKVSNKALPAPIEKTISKAKGQPREPQVYTL
PPSREEMTKNQVSLTCLVKGFYPSDIAVEWESNGQ
PENNYKTTPPVLDSDGSFFLYSKLTVDKSRWQQGN
VFSCSVMHEALHNHY TQKSLSLSPGK

13

QVQLVQSGAEVKKPGASVKVSCKASGHVFTSYDM
YWVRQSPGQGLEWIGYIDSDNGDTSYNQKFKGRV
TLTVDTSTSTVYMELSSLRSEDTAVYYCAYYRYAM
DYWGQGTLVTVSS

HCDRI1
Kabat

SYDMY
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HCDRI

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

Jlerkas uienb

30

DVVMTQSPLSLPVTLGQPASISCKSSQSLLDSRAKT

YLTWLQQRPGQSPRRLIYLVSKLDSGVPDRFSGSGS
GTDFTLKISRVEAEDVGVYYCWQGTHFPYTFGGGT
KLEIKRTVAAPSVFIFPPSDEQLKSGTASVVCLLNNF
YPREAKVQWKVDNALQSGNSQESVTEQDSKDSTY
SLSSTLTLSKADYEKHKVYACEVTHQGLSSPVTKSF
NRGEC

DVVMTQSPLSLPVTLGQPASISCKSSQSLLDSRAKT
YLTWLQQRPGQSPRRLIYLVSKLDSGVPDRFSGSGS

BAMB613

Vb 1 GTDFTLKISRVEAEDVGVYYCWQGTHFPYTFGGGT
KLEIK

LCDRI1 4 KSSQSLLDSRAKTYLT

LCDR2 5 LVSKLDS

LCDR3 6 WQGTHFPYT
QVQLVQSGAEVKKPGASVKVSCKASGHVFTSYDM
YWVRQAPGQGLEWIGYIDSDNGDTSYNQKFKGKV
TLTVDTSTSTVYMELSSLRSEDTAVYYCAYYRYAM
DYWGQGTLVTVSSASTKGPSVFPLAPSSKSTSGGT
AALGCLVKDYFPEPVTVSWNSGALTSGVHTFPAVL

Tsoxenas

IeIIb

31

QSSGLYSLSSVVTVPSSSLGTQTYICNVNHKPSNTK
VDKKVEPKSCDKTHTCPPCPAPELLGGPSVFLFPPK
PKDTLMISRTPEVTCVVVDVSHEDPEVKFNWY VDG
VEVHNAKTKPREEQYNSTYRVVSVLTVLHQDWLN
GKEYKCKVSNKALPAPIEKTISKAKGQPREPQVYTL
PPSREEMTKNQVSLTCLVKGFYPSDIAVEWESNGQ
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PENNYKTTPPVLDSDGSFFLYSKLTVDKSRWQQGN
VFSCSVMHEALHNHY TQKSLSLSPGK

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 uienb

30

DVVMTQSPLSLPVTLGQPASISCKSSQSLLDSRAKT

YLTWLQQRPGQSPRRLIYLVSKLDSGVPDRFSGSGS
GTDFTLKISRVEAEDVGVYYCWQGTHFPYTFGGGT
KLEIKRTVAAPSVFIFPPSDEQLKSGTASVVCLLNNF
YPREAKVQWKVDNALQSGNSQESVTEQDSKDSTY
SLSSTLTLSKADYEKHKVYACEVTHQGLSSPVTKSF
NRGEC

DVVMTQSPLSLPVTLGQPASISCKSSQSLLDSRAKT
YLTWLQQRPGQSPRRLIYLVSKLDSGVPDRFSGSGS

BAMB614

Vb 4 GTDFTLKISRVEAEDVGVYYCWQGTHFPYTFGGGT
KLEIK

LCDRI1 4 KSSQSLLDSRAKTYLT

LCDR2 5 LVSKLDS

LCDR3 6 WQGTHFPYT

Tocenas QVQLVQSGAEVKKPGASVKVSCKASGHVFTSYDM

IeIIb

32

YWVRQAPGQGLEWIGYIDSDNGDTSYNQKFKGRV
TLTVDTSTSTVYMELSSLRSEDTAVYYCAYYRYAM
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DYWGQGTLVTVSSASTKGPSVFPLAPSSKSTSGGT
AALGCLVKDYFPEPVTVSWNSGALTSGVHTFPAVL
QSSGLYSLSSVVTVPSSSLGTQTYICNVNHKPSNTK
VDKKVEPKSCDKTHTCPPCPAPELLGGPSVFLFPPK
PKDTLMISRTPEVTCVVVDVSHEDPEVKFNWY VDG
VEVHNAKTKPREEQYNSTYRVVSVLTVLHQDWLN
GKEYKCKVSNKALPAPIEKTISKAKGQPREPQVYTL
PPSREEMTKNQVSLTCLVKGFYPSDIAVEWESNGQ
PENNYKTTPPVLDSDGSFFLYSKLTVDKSRWQQGN
VFSCSVMHEALHNHY TQKSLSLSPGK

QVQLVQSGAEVKKPGASVKVSCKASGHVFTSYDM
YWVRQAPGQGLEWIGYIDSDNGDTSYNQKFKGRV

VH 16
TLTVDTSTSTVYMELSSLRSEDTAVYYCAYYRYAM
DYWGQGTLVTVSS
HCDRI1
1 SYDMY
Kabat
HCDRI1
56 GHVFTSYDMY
AbM
HCDR2
7 YIDSDNGDTSYNQKFKG
Kabat
HCDR2
57 YIDSDNGDTS
AbM
HCDR3 3 YRYAMDY

Jlerkas uienb

30

DVVMTQSPLSLPVTLGQPASISCKSSQSLLDSRAKT

YLTWLQQRPGQSPRRLIYLVSKLDSGVPDRFSGSGS
GTDFTLKISRVEAEDVGVYYCWQGTHFPYTFGGGT
KLEIKRTVAAPSVFIFPPSDEQLKSGTASVVCLLNNF
YPREAKVQWKVDNALQSGNSQESVTEQDSKDSTY
SLSSTLTLSKADYEKHKVYACEVTHQGLSSPVTKSF
NRGEC

14

DVVMTQSPLSLPVTLGQPASISCKSSQSLLDSRAKT
YLTWLQQRPGQSPRRLIYLVSKLDSGVPDRFSGSGS
GTDFTLKISRVEAEDVGVYYCWQGTHFPYTFGGGT
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KLEIK

LCDRI1 4 KSSQSLLDSRAKTYLT
LCDR2 5 LVSKLDS
LCDR3 6 WQGTHFPYT
QVQLVQSGAEVKKPGASVKVSCKASGHVFTSYDM
YWVKQAPGQSLEWIGYIDSDNGDTSYNQKFKGKV
TLTVDTSTSTVYMELSSLRSEDTAVYYCAYYRYAM
DYWGQGTLVTVSSASTKGPSVFPLAPSSKSTSGGT
AALGCLVKDYFPEPVTVSWNSGALTSGVHTFPAVL
S QSSGLYSLSSVVTVPSSSLGTQTYICNVNHKPSNTK
33 VDKKVEPKSCDKTHTCPPCPAPELLGGPSVFLFPPK
e PKDTLMISRTPEVTCVVVDVSHEDPEVKFNWY VDG
VEVHNAKTKPREEQYNSTYRVVSVLTVLHQDWLN
GKEYKCKVSNKALPAPIEKTISKAKGQPREPQVYTL
PPSREEMTKNQVSLTCLVKGFYPSDIAVEWESNGQ
PENNYKTTPPVLDSDGSFFLYSKLTVDKSRWQQGN
VFSCSVMHEALHNHY TQKSLSLSPGK
QVQLVQSGAEVKKPGASVKVSCKASGHVFTSYDM
BAMB630 VI 17 YWVKQAPGQSLEWIGYIDSDNGDTSYNQKFKGKV
TLTVDTSTSTVYMELSSLRSEDTAVYYCAYYRYAM
DYWGQGTLVTVSS
HCDRI
Kabat 1 SYDMY
HCDRI
ABM 56 GHVFTSYDMY
HCDR2
Kabat 7 YIDSDNGDTSYNQKFKG
HCDR2
ABM 57 YIDSDNGDTS
HCDR3 3 YRYAMDY

Jlerkas uienb

34

DVVMTQSPLSLPVTLGQPASISCKSSQSLLDSRAKT
YLTWLLQRPGQSPRRLIYLVSKLDSGVPDRFSGSGS
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GTDFTLKISRVEAEDVGVYYCWQGTHFPYTFGGGT
KLEIKRTVAAPSVFIFPPSDEQLKSGTASVVCLLNNF
YPREAKVQWKVDNALQSGNSQESVTEQDSKDSTY
SLSSTLTLSKADYEKHKVYACEVTHQGLSSPVTKSF
NRGEC

18

DVVMTQSPLSLPVTLGQPASISCKSSQSLLDSRAKT
YLTWLLQRPGQSPRRLIYLVSKLDSGVPDRFSGSGS
GTDFTLKISRVEAEDVGVYYCWQGTHFPYTFGGGT
KLEIK

LCDRI1

KSSQSLLDSRAKTYLT

LCDR2

LVSKLDS

LCDR3

WQGTHFPYT

BAMB631

Tsaxenas

IeIIb

35

QVQLVQSGAEVKKPGASVKVSCKASGHVFTSYDM
YWVRQAPGQSLEWMGYIDSDNGDTSYNQKFKGR
VTILTVDTSTSTVYMELSSLRSEDTAVYYCAYYRYA
MDYWGQGTLVTVSSASTKGPSVFPLAPSSKSTSGG
TAALGCLVKDYFPEPVTVSWNSGALTSGVHTFPAV
LQSSGLYSLSSVVTVPSSSLGTQTYICNVNHKPSNT
KVDKKVEPKSCDKTHTCPPCPAPELLGGPSVFLFPP
KPKDTLMISRTPEVTCVVVDVSHEDPEVKFNWY VD
GVEVHNAKTKPREEQYNSTYRVVSVLTVLHQDWL
NGKEYKCKVSNKALPAPIEKTISKAKGQPREPQVY
TLPPSREEMTKNQVSLTCLVKGFYPSDIAVEWESN
GQPENNYKTTPPVLDSDGSFFLYSKLTVDKSRWQQ
GNVFSCSVMHEALHNHYTQKSLSLSPGK

19

QVQLVQSGAEVKKPGASVKVSCKASGHVFTSYDM
YWVRQAPGQSLEWMGYIDSDNGDTSYNQKFKGR
VTILTVDTSTSTVYMELSSLRSEDTAVYYCAYYRYA
MDYWGQGTLVTVSS

HCDRI1
Kabat

SYDMY

HCDRI
AbM

56

GHVFTSYDMY
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HCDR2

7 YIDSDNGDTSYNQKFKG
Kabat
HCDR2
57 YIDSDNGDTS
AbM
HCDR3 3 YRYAMDY

Jlerkas uienb

34

DVVMTQSPLSLPVTLGQPASISCKSSQSLLDSRAKT

YLTWLLQRPGQSPRRLIYLVSKLDSGVPDRFSGSGS
GTDFTLKISRVEAEDVGVYYCWQGTHFPYTFGGGT
KLEIKRTVAAPSVFIFPPSDEQLKSGTASVVCLLNNF
YPREAKVQWKVDNALQSGNSQESVTEQDSKDSTY
SLSSTLTLSKADYEKHKVYACEVTHQGLSSPVTKSF
NRGEC

DVVMTQSPLSLPVTLGQPASISCKSSQSLLDSRAKT
YLTWLLQRPGQSPRRLIYLVSKLDSGVPDRFSGSGS

BAMB623

Vb ' GTDFTLKISRVEAEDVGVYYCWQGTHFPYTFGGGT
KLEIK

LCDRI1 4 KSSQSLLDSRAKTYLT

LCDR2 5 LVSKLDS

LCDR3 6 WQGTHFPYT
QVQLVQSGAEVKKPGASVKVSCKASGHVFTSYDM
YWVRQAPGQSLEWIGYIDSDNGDTSYNQKFKGKA
TMTVDTSTSTVYMELSSLRSEDTAVYYCAYYRYA
MDYWGQGTLVTVSSASTKGPSVFPLAPSSKSTSGG
TAALGCLVKDYFPEPVTVSWNSGALTSGVHTFPAV

S LQSSGLYSLSSVVTVPSSSLGTQTYICNVNHKPSNT

IeIIb

36

KVDKKVEPKSCDKTHTCPPCPAPELLGGPSVFLFPP
KPKDTLMISRTPEVTCVVVDVSHEDPEVKFNWY VD
GVEVHNAKTKPREEQYNSTYRVVSVLTVLHQDWL
NGKEYKCKVSNKALPAPIEKTISKAKGQPREPQVY
TLPPSREEMTKNQVSLTCLVKGFYPSDIAVEWESN
GQPENNYKTTPPVLDSDGSFFLYSKLTVDKSRWQQ
GNVFSCSVMHEALHNHYTQKSLSLSPGK
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QVQLVQSGAEVKKPGASVKVSCKASGHVFTSYDM
YWVRQAPGQSLEWIGYIDSDNGDTSYNQKFKGKA

VH 20
TMTVDTSTSTVYMELSSLRSEDTAVYYCAYYRYA
MDYWGQGTLVTVSS

HCDRI1

1 SYDMY
Kabat
HCDRI1

56 GHVFTSYDMY
AbM
HCDR2

7 YIDSDNGDTSYNQKFKG
Kabat
HCDR2

57 YIDSDNGDTS
AbM
HCDR3 3 YRYAMDY

Jlerkas uienb

30

DVVMTQSPLSLPVTLGQPASISCKSSQSLLDSRAKT

YLTWLQQRPGQSPRRLIYLVSKLDSGVPDRFSGSGS
GTDFTLKISRVEAEDVGVYYCWQGTHFPYTFGGGT
KLEIKRTVAAPSVFIFPPSDEQLKSGTASVVCLLNNF
YPREAKVQWKVDNALQSGNSQESVTEQDSKDSTY
SLSSTLTLSKADYEKHKVYACEVTHQGLSSPVTKSF
NRGEC

DVVMTQSPLSLPVTLGQPASISCKSSQSLLDSRAKT
YLTWLQQRPGQSPRRLIYLVSKLDSGVPDRFSGSGS

BAMB674

Vb 4 GTDFTLKISRVEAEDVGVYYCWQGTHFPYTFGGGT
KLEIK

LCDRI1 4 KSSQSLLDSRAKTYLT

LCDR2 5 LVSKLDS

LCDR3 6 WQGTHFPYT
QVQLVQSGAEVKKPGASVKVSCKASGHVFTSYDM

Tocenas YWVRQAPGQGLEWIGYIDSDSGDTSYNQKFKGRV

IeIIb

37

TLTVDTSTSTVYMELSSLRSEDTAVYYCAYYRYAM
DYWGQGTLVTVSSASTKGPSVFPLAPSSKSTSGGT
AALGCLVKDYFPEPVTVSWNSGALTSGVHTFPAVL




33

QSSGLYSLSSVVTVPSSSLGTQTYICNVNHKPSNTK
VDKKVEPKSCDKTHTCPPCPAPELLGGPSVFLFPPK
PKDTLMISRTPEVTCVVVDVSHEDPEVKFNWY VDG
VEVHNAKTKPREEQYNSTYRVVSVLTVLHQDWLN
GKEYKCKVSNKALPAPIEKTISKAKGQPREPQVYTL
PPSREEMTKNQVSLTCLVKGFYPSDIAVEWESNGQ
PENNYKTTPPVLDSDGSFFLYSKLTVDKSRWQQGN
VFSCSVMHEALHNHY TQKSLSLSPGK

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 uienb

DVVMTQSPLSLPVTLGQPASISCKSSQSLLDSRAKT

YLTWLQQRPGQSPRRLIYLVSKLDSGVPDRFSGSGS
GTDFTLKISRVEAEDVGVYYCWQGTHFPYTFGGGT
KLEIKRTVAAPSVFIFPPSDEQLKSGTASVVCLLNNF
YPREAKVQWKVDNALQSGNSQESVTEQDSKDSTY
SLSSTLTLSKADYEKHKVYACEVTHQGLSSPVTKSF
NRGEC

DVVMTQSPLSLPVTLGQPASISCKSSQSLLDSRAKT
YLTWLQQRPGQSPRRLIYLVSKLDSGVPDRFSGSGS

VL 22
GTDFTLKISRVEAEDVGVYYCWQGTHFPYTFGGGT
KLEIK

LCDRI1 4 KSSQSLLDSRAKTYLT
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LCDR2 5 LVSKLDS
LCDR3 6 WQGTHFPYT
QVQLVQSGAEVKKPGASVKVSCKASGHVFTSYDM
YWVRQAPGQGLEWIGYIDSDSGDTSYNQKFKGRV
TLTVDTSTSTVYMELSSLRSEDTAVYYCAYYRYAM
DYWGQGTLVTVSSASTKGPSVFPLAPSSKSTSGGT
AALGCLVKDYFPEPVTVSWNSGALTSGVHTFPAVL
T QSSGLYSLSSVVTVPSSSLGTQTYICNVNHKPSNTK
SpKEIIast
39 VDKKVEPKSCDKTHTCPPCPAPELLGGPSVFLFPPK
IeIb
PKDTLYITREPEVTCVVVDVSHEDPEVKFNWYVDG
VEVHNAKTKPREEQYNSTYRVVSVLTVLHQDWLN
GKEYKCKVSNKALPAPIEKTISKAKGQPREPQVYTL
PPSREEMTKNQVSLTCLVKGFYPSDIAVEWESNGQ
PENNYKTTPPVLDSDGSFFLYSKLTVDKSRWQQGN
VFSCSVMHEALHNHY TQKSLSLSPGK
QVQLVQSGAEVKKPGASVKVSCKASGHVFTSYDM
VH )1 YWVRQAPGQGLEWIGYIDSDSGDTSYNQKFKGRV
BAMB675 TLTVDTSTSTVYMELSSLRSEDTAVYYCAYYRYAM
DYWGQGTLVTVSS
HCDRI1
1 SYDMY
Kabat
HCDRI1
56 GHVFTSYDMY
AbM
HCDR2
2 YIDSDSGDTSYNQKFKG
Kabat
HCDR2
58 YIDSDSGDTS
AbM
HCDR3 3 YRYAMDY

Jlerkas uienb

DVVMTQSPLSLPVTLGQPASISCKSSQSLLDSRAKT

YLTWLQQRPGQSPRRLIYLVSKLDSGVPDRFSGSGS
GTDFTLKISRVEAEDVGVYYCWQGTHFPYTFGGGT
KLEIKRTVAAPSVFIFPPSDEQLKSGTASVVCLLNNF
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YPREAKVQWKVDNALQSGNSQESVTEQDSKDSTY
SLSSTLTLSKADYEKHKVYACEVTHQGLSSPVTKSF
NRGEC

22

DVVMTQSPLSLPVTLGQPASISCKSSQSLLDSRAKT
YLTWLQQRPGQSPRRLIYLVSKLDSGVPDRFSGSGS
GTDFTLKISRVEAEDVGVYYCWQGTHFPYTFGGGT
KLEIK

LCDRI1

KSSQSLLDSRAKTYLT

LCDR2

LVSKLDS

LCDR3

WQGTHFPYT

BAMB700

Tsaxenas

IeIIb

37

QVQLVQSGAEVKKPGASVKVSCKASGHVFTSYDM
YWVRQAPGQGLEWIGYIDSDSGDTSYNQKFKGRV
TLTVDTSTSTVYMELSSLRSEDTAVYYCAYYRYAM
DYWGQGTLVTVSSASTKGPSVFPLAPSSKSTSGGT
AALGCLVKDYFPEPVTVSWNSGALTSGVHTFPAVL
QSSGLYSLSSVVTVPSSSLGTQTYICNVNHKPSNTK
VDKKVEPKSCDKTHTCPPCPAPELLGGPSVFLFPPK
PKDTLMISRTPEVTCVVVDVSHEDPEVKFNWY VDG
VEVHNAKTKPREEQYNSTYRVVSVLTVLHQDWLN
GKEYKCKVSNKALPAPIEKTISKAKGQPREPQVYTL
PPSREEMTKNQVSLTCLVKGFYPSDIAVEWESNGQ
PENNYKTTPPVLDSDGSFFLYSKLTVDKSRWQQGN
VFSCSVMHEALHNHY TQKSLSLSPGK

21

QVQLVQSGAEVKKPGASVKVSCKASGHVFTSYDM
YWVRQAPGQGLEWIGYIDSDSGDTSYNQKFKGRV
TLTVDTSTSTVYMELSSLRSEDTAVYYCAYYRYAM
DYWGQGTLVTVSS

HCDRI1
Kabat

SYDMY

HCDRI
AbM

56

GHVFTSYDMY

HCDR2
Kabat

YIDSDSGDTSYNQKFKG




36

HCDR2
AbM

58

YIDSDSGDTS

HCDR3

YRYAMDY

Jlerkas uienb

52

DVVMTQSPLSLPVTLGQPASISCKSSQSLLDSRAKT

YLTWLQQRPGQSPRRLIYLVSKLDSGVPDRFSGSGS
GTDFTLKISRVEAEDVGVYYCWQGTHFPYTFGQGT
KLEIKRTVAAPSVFIFPPSDEQLKSGTASVVCLLNNF
YPREAKVQWKVDNALQSGNSQESVTEQDSKDSTY
SLSSTLTLSKADYEKHKVYACEVTHQGLSSPVTKSF
NRGEC

53

DVVMTQSPLSLPVTLGQPASISCKSSQSLLDSRAKT
YLTWLQQRPGQSPRRLIYLVSKLDSGVPDRFSGSGS
GTDFTLKISRVEAEDVGVYYCWQGTHFPYTFGQGT
KLEIK

LCDRI1

KSSQSLLDSRAKTYLT

LCDR2

LVSKLDS

LCDR3

WQGTHFPYT

BAMB701

Tsaxenas

IeIIb

39

QVQLVQSGAEVKKPGASVKVSCKASGHVFTSYDM
YWVRQAPGQGLEWIGYIDSDSGDTSYNQKFKGRV
TLTVDTSTSTVYMELSSLRSEDTAVYYCAYYRYAM
DYWGQGTLVTVSSASTKGPSVFPLAPSSKSTSGGT
AALGCLVKDYFPEPVTVSWNSGALTSGVHTFPAVL
QSSGLYSLSSVVTVPSSSLGTQTYICNVNHKPSNTK
VDKKVEPKSCDKTHTCPPCPAPELLGGPSVFLFPPK
PKDTLYITREPEVTCVVVDVSHEDPEVKFNWYVDG
VEVHNAKTKPREEQYNSTYRVVSVLTVLHQDWLN
GKEYKCKVSNKALPAPIEKTISKAKGQPREPQVYTL
PPSREEMTKNQVSLTCLVKGFYPSDIAVEWESNGQ
PENNYKTTPPVLDSDGSFFLYSKLTVDKSRWQQGN
VFSCSVMHEALHNHY TQK SLSLSPGK

21

QVQLVQSGAEVKKPGASVKVSCKASGHVFTSYDM
YWVRQAPGQGLEWIGYIDSDSGDTSYNQKFKGRV
TLTVDTSTSTVYMELSSLRSEDTAVYYCAYYRYAM
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DYWGQGTLVTVSS

HCDRI1

1 SYDMY
Kabat
HCDRI1

56 GHVFTSYDMY
AbM
HCDR2

2 YIDSDSGDTSYNQKFKG
Kabat
HCDR2

58 YIDSDSGDTS
AbM
HCDR3 3 YRYAMDY

DVVMTQSPLSLPVTLGQPASISCKSSQSLLDSRAKT
YLTWLQQRPGQSPRRLIYLVSKLDSGVPDRFSGSGS
GTDFTLKISRVEAEDVGVYYCWQGTHFPYTFGGGT
Jlerkas nens |54 KVEIKRTVAAPSVFIFPPSDEQLKSGTASVVCLLNNF
YPREAKVQWKVDNALQSGNSQESVTEQDSKDSTY
SLSSTLTLSKADYEKHKVYACEVTHQGLSSPVTKSF
NRGEC
DVVMTQSPLSLPVTLGQPASISCKSSQSLLDSRAKT
YLTWLQQRPGQSPRRLIYLVSKLDSGVPDRFSGSGS

Vb > GTDFTLKISRVEAEDVGVYYCWQGTHFPYTFGGGT
KVEIK

LCDRI1 4 KSSQSLLDSRAKTYLT

LCDR2 5 LVSKLDS

LCDR3 6 WQGTHFPYT

[0087] TepMuHBI «MAEHTUYHBIN» WJIH MPOLEHT KUACHTUYHOCTH» B KOHTEKCTE ABYX WJIU
0oJiee HYKJIEMHOBBIX KHUCIIOT WIIH MOJHUIETITUAHBIX TTOCIEA0BATENbHOCTEH (HAapruMep, aHTUTEN K
3pE AP ¥ mNONMHYKJIEOTHAOB, KOTOpbIE HUX KOOUPYIOT, mnosunentuao 3pE AP u
nojuHykieotTnnoB 3pE AP, KoTopele HMX KOAMPYIOT), OTHOCSATCA K JABYM WWin Oonee
MOCJIEIOBATEIbHOCTSIM WM MOANOCIEN0BATEIbHOCTIM, KOTOPBIE SIBISIIOTCS OAMHAKOBBIMHU HIIU
UMEIOT OINpPEAENICHHbI NPOLIEHT AMUHOKHMCIOTHBIX OCTATKOB WM HYKJIEOTHAOB, KOTOpbIE
SIBJISIFOTCS OJTMHAKOBBIMU NPU CPABHEHWU W BBIPABHUBAHUU JUIS ONPEAENICHHUs] MAKCUMAJIbHOTO
COOTBETCTBHUS, KAaK H3MEPEHO C MCHOJB30BAHUEM OJHOTO H3 CHAEAYIOIIMX aJIrOPUTMOB
CpaBHEHUs MOCJIEN0BATEIBHOCTEN WM MyTEM BU3YaJIBHOIO OCMOTPA.

[0088] [l cpaBHEHMS MOCIENOBATENbHOCTEN, KaK MPaBUJIO, OAHA MOCIEA0BATEIbHOCTD
BBICTYNIA€T B Ka4€CTBE HTAJOHHOW IMOCIENOBATEIBHOCTH, C KOTOPOH CPABHUBAIOT UCIBITYEMYHO

MIOoCJICa0OBATCIBHOCTD. HpI/I HUCIIOJIb30BAHHUU aJIrOpUTMa CPaBHCHUSA MMOCJIEAOBATEILHOCTEN B
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KOMITBIOTEP BBOJIST HCIBITYEMYIO M 3TAJOHHYIO TOCIEIOBATENIbHOCTH, NMPH HEOOXOAMMOCTH
OTIPENENAI0T KOOPAWHATHI MOIINOCIEAOBATENLHOCTH M ONPENEISIIOT NapaMeTpbl MPOrpaMMbl
NTOPUTMA TIOCIIEAOBATENIBHOCTA. BHOCIENCTBIM aIrOpUTM CPaBHEHHUS MOCIIENOBATENIbHOCTEH
pacCUYMTHIBACT MPOLEHTHYI HACHTUYHOCTb IIOCIIENOBATEIbHOCTH JJII HCIBITYeMOH (-bIX)
NOCJIEIOBATENBHOCTH (-€H) MO OTHOIUEHHIO K STAJOHHOH IOC/IENOBATENHOCTH HAa OCHOBE
3a/laHHBIX MTAPAMETPOB MPOTPAMMBI.

[0089] OnrumanbHOE BBIPABHUBAHUE IOCJIENOBATEIBHOCTEH IJIs1 CPaBHEHUS MOKHO
NPOBOAUTD, HANPUMEP, C MIOMOLIBIO aJrOPUTMA JIOKAJIBHON romosioruu o Smith & Waterman,
Adv. Appl. Math. 2:482 (1981), ¢ ucmonb30BaHMEM aJrOPUTMa BBIPABHHBAHMS OONACTEH
romosioruu mo Needleman & Wunsch, J. Mol. Biol. 48:443 (1970), ¢ nomomipto criocoda moucka
nonodust mo Pearson & Lipman, Proc. Nat’l. Acad. Sci. USA 85:2444 (1988), ¢ moMomib0o
KOMITBIOTEPU3UPOBAaHHBIX peanu3anuii 3tux anropurmoB (GAP, BESTFIT, FASTA u TFASTA
B rakere nporpammuoro obecneuenust Wisconsin Genetics, Genetics Computer Group, 575
Science Dr., r. Maaucon, mrar Buckorcun, CIIA) unn myteM BH3YaJlbHOTO KOHTPOJS (CM. B
ocaoBHOM Current Protocols in Molecular Biology, F. M. Ausubel et al., eds., Current Protocols,
coBMecTHoe npennpusitue kommanuii Greene Publishing Associates, Inc. u John Wiley & Sons,
Inc., (Jomonuenue, 1995) (Ausubel)).

[0090] IIpumepamMu anrOpUTMOB, MNPUEMJIEMBIX [JII ONpPENENEHUs MPOLEHTHOU
UIGHTUYHOCTH TIOCJIEOBATENIBHOCTH U CXOJNCTBA MOCIEAOBATENIbHOCTEH, SBISIOTCS allTOPUTMBI
BLAST u BLAST 2.0, onucannsie B padbote Altschul et al. (1990) J. Mol. Biol. 215: 403-410 u
Altschul et al. (1997) Nucleic Acids Res. 25: 3389-3402 cootBercTBeHHO. IIporpammuoe
obecnieuenne s nposenennss BLAST-anann3os oOmenoctynHo depe3 HarmoHanbHbIA LEHTP
OMOTEeXHOJIOTHYECKOH  MH(OpMAaLUU. JlaHHBI ~ aJIrOpUTM  BKJIKOYAET, BO-TIEPBBIX,
uAeHTU(QUKAIIMID  Tap  BBICOKOKAYECTBEHHBIX  mocyenoBarenpHocTedd  (HSP)  myrtem
UICHTU(PHUKAIIMM KOPOTKHUX CJIOB JAIUHONH W B HMCKOMOH IMOCHENOBATEIbHOCTH, KOTOpPbIE JHOO
COBIIAIAIOT, JTUOO YIOBJIETBOPSIIOT HEKOTOPOMY IOJIOKUTEIBHOMY TOPOrOBOMY MOKas3aTesro T
IPU COBMEIIEHHH CO CJIOBOM TOH K€ JJIMHBI B IOCIENOBATEIBHOCTH 0a3bl NaHHBIX. «T»
HA3bIBAIOT MOPOTOBBIM IMOKa3aTejieM CXoacTBa cocemnHux ciioB (Altschul ¢ coasr. Beime). OtH
HAauaJbHbIE COBMANEHUS COCENHMX CJIOB AEHWCTBYIOT Kak oOpaser IJIsl MHULMALMM ITOHMCKa,
yroObl Haiitu Oonee anuHHBIe HSP ¢ HuMu. CoBmaneHus CIOB 3aTeM PACLIMPSIFOTCS B 0OOMX
HAMPaBJICHUSX BAOJNb KaXKIOW MOCIENOBATENBHOCTH 10 TEX TOp, MOKA COBOKYITHBIN ITOKA3aTeNb
BBIPABHUBAHUS MOKHO YBEJIMUHBATD.

[0091] CoBokymHble Oabl BBIYHCISIOTCS C HCIOJBb30BAHHEM MapamMeTpoB M s
HYKJICOTH/IHBIX IIOCJIENOBATENbHOCTEH (0ayul BO3HArpakIeHWsl Il TMapbl  COBIMAJAROLINX
ocraTkoB; Bcerga > 0) u N (mrrpadHoii 6ann 3a He coBmanarouue ocratku;, Bcerma < 0). s
AMHHOKHUCJIOTHBIX TOCJIEOBATENbHOCTEH MaTpHIy rojacdera OajoB HCMONB3YIOT U pacdyera
COBOKYMHOro Oaja. PacmipeHue 3a4eToB CJIOB B KaKIOM HAalpaBJIEHHUH MPEKPaIlaeT, KOrja:
COBOKYITHBIH OaJii1 BRIpABHUBAHUS NAaeT HA BEIMYMHY X OT €r0 MaKCHMaJbHOTO JTIOCTUTHYTOTO
3HAYEHHsT, COBOKYIHBIA Oajul CTPEMHTCS K HYJIIO WIH HIKE BCIEACTBHE HAKOIUIEHHS! OIHOTO

unu  bosee OTPULATEIIbHBIX 0aIoB BbIpaBHHBAHUA OCTATKOB, WJIW B KOHIEC KaX(I[OfI
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nocneposarenbHocTu.  Ilapamerper W, T u X anmroputma BLAST  ompenenstor

)
YyBCTBUTEJIBHOCTb U CKOPOCTh BhIpaBHMBaHUS. B mporpamme BLASTN (ans HykJI€OTHAHBIX
MOCJIEIOBATENBHOCTEH) 110 YMOJTUAHHUIO HCIIONB3YIOT JUHHY ciosa (W), pasayto 11, oxxunanue
(E), paBHoe 10, M=5 N=-4, a Takxke cpaBHeHHe oOoux nened. /1 aMHHOKHCIOTHBIX
nocnenoBareapbHocTell B porpamme BLASTP no ymMom4gaHuio MCMoNb3yIOT IIHHY cioBa (W),
pasnyto 3, oxunanue (E), pasaoe 10, u matpuiy 3ameH BLOSUMO62 (cm., Henikoff & Henikoff,
Proc. Natl. Acad. Sci. USA 89:10915 (1989)).

[0092] B nononHeHHWE K MNPOLECHTY WIACHTUYHOCTH MOCIEAOBATENIBHOCTH, AJrOPUTM
BLAST Takske BBITOJNHSAET CTATUCTHYECKHUI aHAIU3 CXOJCTBA JIBYX MOCIENOBATEIBHOCTEH (CM.,
Hanpumep, Karlin & Altschul, Proc. Nat’l. Acad. Sci. USA 90:5873-5787 (1993)). Onno
U3MEpPeHHe CXOACTBa, mposomumoe airopurmMom BLAST, 3akmrouaercs B onpeneneHuu
HanMeHblIed cymMapHoii BepositHoctn (P(N)), xoTopast yka3bplBaeT Ha BEPOATHOCTb, NPHU
KOTOPOH COBMAEHHE IBYX HYKJICOTHIHBIX UM aMHHOKHCJIOTHBIX ITOCJIEAOBATENbHOCTEH Oyaer
NPOMCXOIUTH Cly4aiiHbIM 0Opasom. Hampumep, HyKJIEHHOBasK KHCJIOTA CYUTAETCS AaHAJIOTHYHON
STAJIOHHOM MOCJEeN0BAaTENbHOCTH, €CJIM HauMEHbLIas CyMMapHas BEpOSITHOCTh MPU CPaBHEHUU
UCCJIENYEMON HYKJIEUHOBON KHUCJIOTHI C 3TAJOHHON HYKJIEUHOBON KHCJIOTOM COCTaBIJISIET MEHEe
okono 0,1, 6onee mpenmoururebHO MeHee okojio 0,01, a Haubojee MPENNnOYTUTEIHPHO MEHEe
okouo 0,001.

[0093] /JlomoaHUTENBHBIM MOKAa3aTeleM MO  CYUIeCTBY  HIACHTUYHOCTH  JIBYX
HYKJIGOTHJIHBIX IOCJIEN0BATENbHOCTEN WM ABYX IOJIUIENTUAOB SIBISIETCS HMMYHOJIOTHYECKOE
MEPEKPECTHOE pearupoBaHUE IMOJHIENTHA, KOAUPYEMOIro NMEepBOH HYKJIEUHOBON KHCIOTOMH, C
MOJUMNENTHAOM, KOAUPYEMBIM BTOPOM HYKJIEMHOBOM KHUCJIOTOM, KakK OMUCAHO HUxke. Takum
o0pa3oM, NOJHIIENTHI, KakK IMPaBHJIO, MO CYIECTBY HACHTHYEH BTOPOMY IOJIUIMENTHAY,
HampuMep, KOrja JiBa MeNTHAa OTJIMYAIOTCS TOJIbKO KOHCEPBATUBHBIMU 3aMeHaMu. [lpyrum
MPU3HAKOM IO CYLIECTBY HJIEHTUYHOCTH JABYX IOCIENOBATENbHOCTEN HYKJIEHMHOBBIX KHCJIOT
SBIISIETCSA THOPHUIN3ALMS STHX ABYX MOJIEKYJ IPYT C IPYTOM B CTPOTHX YCIOBHSIX.

Crioco0sl in vitro

[0094] Crneayer mnoHUMATh, YTO MPEANONAracTcsl MPUMEHEHHE BCEX CHoCcOOOB
MMMYHOJIOTHUECKUX aHAJIU30B C MHCIIOJNb30BAHMEM AaHTUTEN MM UX AHTUT€HCBSI3bIBAIOLINX
(parMeHTOB B COOTBETCTBUH C NPEANOYTUTENbHBIMH Ha JaHHBIH MOMEHT BapHaHTaMHU
OCYILIECTBJIEHUS, BKJIIOYAas aHAJMU3bl, B KOTOPBIX AHTUTENAa MM WX AHTUTEHCBSA3BIBAIOIINE
(parMeHThl CBA3aHbI C TBEPAbIMU (ha3aMH, M AHAIN3BL, B KOTOPBIX AHTHUTENA HAXOASTCS B
xuakoi cpene. CrocoObl MMMYHOJIOTHUECKHUX AHAJIN30B, KOTOPHIE MOYKHO HCIIOJIB30BaTh IS
OOHapY’KeHHsI AaHAJMTOB C MCIOJB30BAHIEM AHTHUTEJ, BOILIOLIAIOIINX CYIIECTBEHHBIE TIPU3HAKU
HACTOSIIIEr0 HM300pETEHHs], BKJIIOYAIOT, 0€3 OrpaHWYeHUll, KOHKYpPEHTHble (OTrpaHUYECHHBIC
peareHTaMi) aHaJIHM3bl, B KOTOPBIX MEUEHBbIH aHAIWT (aHAJOr aHAIUTA) U AHAIUT B OOpasle
KOHKYPUPYIOT 3a aHTUTeNa, U UMMYyHOMETPUYECKHE AHAJIM3bl C OJHUM CailTOM, B KOTOPBIX
AHTUTEJIO ABJIAETCS MEUEHHbIM; U T. II.

[0095] AHTuTENna WM WX AHTUTEHCBSI3BIBAIOIINE ()PArMEHTHI COTJIACHO H300pPETEHUIO

MO>KHO HCIIOJIb30BaTh B OOBIYHBIX MMMYHOJIOTHYECKHX MeTonax aiisi oOHapyskeHust AB3pE, rae
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Obl OH HM BO3HHUK, BKIIFOYas OWOJOrHYecKkrue oOpasmbl AJII MOHMTOPHHIA CBSI3aHHBIX C [3-
aMmionzioM 3a00JieBaHUH, M KOHIWLMOHHUPOBAHHBIE CpPEAbl W3 KYJbTYPbl KIJIETOK MJIs
MOHUTOPHHra BHYTpUKJIeTO4HOro mnponeccuara APP. Tlogxoapsimue HMMYyHOJIOTHYECKHE
METO/BI XOPOIIO U3BECTHBI CIIELIUAINCTAM B TAHHOH OOJIACTH TEXHHUKH M BKIIFOYAIOT, HAITPUMED,
HUDA, BecTepH-OMOTTUHT, KOHKYPEHTHBIH MM COHABUY-MMMYHOAHAIN3 U T.II1., & TAKXKE XOPOIIO
U3BECTHBI, BCE OHU 3aBUCST OT 00Pa30BaHUsI UMMYHHOTO KOMILIEKCA aHTUTE€H-aHTUTENO, TIPUYEM
C LENbI0 aHAJIN3a AHTUTEJIO MJIH €r0 aHTUT€HCBA3BIBAIOIIUN (PparMeHT MOTyT ObITh IIOMEUEHBI C
BO3MOKHOCTBIO OOHApy»KE€HHUs, HAmpuMep, paano-, (pepMEHTATUBHBIMH, JIOMHHECLEHTHBIMU
win (QIIyOpeCHEeHTHBIMA METKaMH, HJIH OHH MOTYT OBITh MMMOOWJIM30BAaHbI HA HEPACTBOPHMBIX
HocuTensix. TakuM o0pa3oM, LENTbI0 HACTOSINEro H300peTeHHs SIBISETCS OOecreueHHe
UMMYHOAHAJIU30B JUIsl onpenesiennst uiu oOHapykenus AB3pE wmu ero ¢pparmenta B obpasie,
OpU 5TOM CHIOCO0 BKIIOYWAET TpUBeAeHHE oOpa3la B KOHTAaKT C AaHTUTENIOM WJIH €ro
aHTUreHCBs3bIBAIOIINM (parmMeHToM ¢ AB3pE mnn ero gparMeHTOM COrylacHO M300PETEHHIO U
ompeneieHue TOro, oOpa3oBaH JM HMMMYHHBI KOMIUIEKC MEXIy AaHTUTEIIOM WM €ro
aHTUreHCBs3bIBAOIINM (pparmMeHToM U AB3pE nnm ero gparmenToM. ITH cIOCOOBI MOTYT OBITH
BBINOJIHEHBI JIN0O Ha oOpa3Lax TKaHu, TUO0 Ha 00pasmax JKUAKOCTEH OpraHiu3Ma U Mo CYIEeCTBY
BKJIIOUAIOT MOJIydeHHe o0pas3lia M3 OpraHm3Ma CyObeKTa, MpUBEIEHHE yKa3aHHOro obpasua B
KOHTaKT ¢ 3(Q(QEKTUBHBIM Ul BHU3YAJIM3aLHMU KOJHMYECTBOM MEUEHHOTO € BO3MOKHOCTBIO
OOHapy’KeHHs aHTUTENA WM €r0 aHTUT€HCBSA3BIBAIOIIETO (pparMeHTa CorjlacHO H300PETeHHUIO; U
OOHapy’KeHHe METKH ISl yCTaHOBJIeHHs B oOpasue nmpucyrctsust AB3pE unm ero ¢pparMeHToB.
Crioco0Obl M3MepeHus! ¢ UCIONb30BAHUEM AHTUTEN MM MX AHTHUIEHCBS3bIBAOIIUX (pparMeHTOB
[0 HACTOALIEMY H300PETEHUI0 HE WMEIOT KOHKPETHBIX OrpaHH4YeHHid. MOXXHO HCIONB30BATh
10001 crmocod M3MepeHwst P YCJIOBUH, YTO KOJIUYECTBO AHTUTEN, aHTUT€HOB WM KOMILIEKCOB
AHTUTeH-aHTUTEJIO COOTBETCTBYET KOJHMYECTBY AHTUTCHOB, B YaCTHOCTH, KojmuecTBo APB3pE
WK ero (PparMEeHTOB B OLIEHUBAEMBIX PACTBOPAX OMPEAEISIOT XUMUYECKUMH W (PU3NIECKIMU
CPEACTBAMH U pPACCYUTHIBAIOT HAa OCHOBAHWH CTAHOAPTHBIX KPHBBIX, IIOJNYYEHHBIX C
UCTIOJNIB30BAHUEM CTAHIAPTHBIX PACTBOPOB, COAEPIKAIUX AHTHICHBI B U3BECTHBIX KOJIMYECTBAX.
Hampumep, uenecooOpa3HO  UCHONB30BaTh  HE(PEIOMETPHIO, KOHKYPEHTHBIE  METOIBI,
UMMYHOMETPUYECKHE METONbl M COHABHY-METOnbL UYUTO Kacaercs UyBCTBUTENBHOCTH U
cneun(PUIHOCTH, OCOOEHHO MPEATIOUTUTEIBHO UCIIONIb30BaTh CYHABHY-METOIBI.

[0096] B coHaBuY-mMeTOAAX ~ UCCAEAYEMbIE  PacTBOPbl  B3aUMOAEHCTBYIOT €
HEPaCTBOPMMBIMHM AHTHUTEJIAMH, TAaKUMH Kak HepacTBopuMble aHTuTena Kk AP3pE (mepsas
peakius), najee pearupyrT ¢ MEYEHbIMH BTOPUYHBIMH aHTHUTENAMHU (BTOpas peakius), 3aTeM
AHAJTM3UPYIOT aKTHBHOCTh METSIIHUX areHTOB HA HEPACTBOPUMBIX HOCHTEJISIX, TOCPEICTBOM YETro
MOHO omnpenenutb koimuectBo AP3pE mim ero ¢parmMeHTOB B HCCIENyeMBIX pPacTBOpax.
IlepByro peakum0 © BTOPYHO PEAKLUUI0 MOXHO TMPOBOIUTH OZHOBPEMEHHO WM
NOCJIEIOBATENBHO.

[0097] B crnocobax w3MepeHHss B KaueCTBE METSILIUX areHTOB HCIOJIb3YIOT METSIIUE
BEIECTBA, PAAHON30TOIBI, (PePMEHTHI, (PJIyOpeCHeHTHbIE BEINECTBA, CBETSAIINECS BEIIECTBA U T.

125, 131
1 I

3 14
n. Ilpumepsl pagMON30TONOB BKJIHYAKOT , , ' H u 7C. ®epMeHTbl, Kak MPaBUJO,
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OOHApY’KUBAIOT MyTEM KOHBIOTALIMH COOTBETCTBYIOLIETO CyOCTpaTa, KOTOPBIH, B CBOIO O4Yepesb,
KaTaIM3upyeT OOHApYKUBAEMYIO peakuuto. X mpumepbl BKIIOHYAIOT, Hampumep, Oera-
rajakTo3uaasy, OeTa-TIroKo3uIasy, IIETIOYHYFO docdarasy, MEPOKCUIA3Y u
MaJaTAETHIPOreHa3y, MNPennoYTHTEIbHO MepoKcHaasy xpeHa. K cBeTsmmmMcs BeliecTBam
OTHOCATCS, HANpHMep, JIOMUHOJ, TPOU3BOAHBIE JIIOMUHOJNA, JIIOHU(PEPUH, SKBOPHUH U
monudepasza. Kpome Toro, cucremMbl aBUIMH-OMOTHH TaK)K€ MOJKHO MCIIOJIB30BATD ISl MEUSHHS
aHTHUTEN U WUMMYHOT€HOB IO HacTosmeMy n3oOpereHHio. Korma MMMyHOreHBI WJIM aHTHTENA
HEPAaCTBOPUMBI, MOJKHO HWCIOJIB30BaTh JHOO (usndeckyro anacopOumoo, auO0 XUMHUYECKOe
CBSI3bIBAHUE, KaK MPABUJIO, AJIs1 HHAKTUBALWY HIH (prkcaunu O6enxos win pepmentos. [Ipumepsr
HOCUTENIell BKJIIOYAIOT HEPACTBOPHMBIEC IOJIMCAXapHIbl, TaKUEe KakK araposa, AEKCTpaH U
LEJUTI0JI03a, CHHTETHYECKHE CMOJIBI, TAKHE KaK MOJUCTHPOJ, TOJHAKPUIAMUA M CHIMKOHOBBIC
MOJIIMEPBI, B CTEKJIO.

[0098] B nmononHUTENBHOM BapuUaHTE OCYLIECTBICHHUS IUIsI OOHAPYXKEHHs WU
OUATHOCTHKH  CBSI3aHHBIX ¢ [-amwiougamu  3a0oyieBaHuil  Ouonoruyeckuil  oOpasertl,
BKJIFOYAKOIIUI TKaHb, OHMOJOrMYecKHe >KHAKOCTH OpraHu3Ma, TaKHe Kak CIHMHHOMO3IOBas
xuakocts (CMIK), kpoBb, mi1a3Ma KpOBH, CBIBOPOTKA, MOYA H T. M., COAEPKUT U MPUBOIUTCS B
KOHTaKT C TOAXOISIINM KOJHYECTBOM MEPBOTO aHTHUTENA IJIsI MPOXYLIMPOBAHUS WMMYHHOIO
komruiekca. KoHTakT, kak mpaBmiio, BKJIHOYaeT nodaBieHune obOpasla K TBEPIOH MaTpuIe,
MOKPBITOW MEPBbIM aHTHTEJIOM. KOMITJIEKC, TIOyYeHHBIH B pe3yJibTaTe MpuBeAeHUs oOpasia B
KOHTaKT C TEPBBIM AHTHUTEJOM, OTAENSIOT OT oOpasua Mpu momoud siaroupoBanus. OgHAKO
MO’KHO HCIIOJIb30BAaTh M JIPYrHE CIOCOOBI M3BIIEUEHUs!. BbIIENeHHBbI KOMIUIEKC MPHUBOIST B
KOHTaKT MO MeEHbIIeH Mepe C OIHUM BTOPBIM aHTHUTEJIOM, HANpPaBJIEHHBIM Ha AHTHUTE€HHYIO
IETEPMHHAHTY HA AHTHIEHE M CIIOCOOHBIM CBSI3bIBATH AHTUICH B KOMIUIEKCE. AHTUTEHHAs
IETePMUHAHTa, Ha KOTOPYK HANpPAaBIEHO BTOPOE AaHTHUTENO, MOXKET OBITb TOH XKe
JIETePMHHAHTON, Ha KOTOPYIO HAIIPABJIEHO MEPBOE AHTHUTENO H3-32 MOJUATUTOMHON MPHUPOJBI
aHTHreHHOro ¢parmenTta. JInbo mepBoe, MO0 BTOPOE AHTHUTENO MOTYT OBbITH BBIOJIHEHBI C
BO3MOKHOCTBIO OOHAapy’K€HHUs] C HCIOJb30BaHHEM JIOO0H W3 METOK, ONMCAHHBIX Bble. B
NPEANOYTUTENIbHOM BapUAHTE OCYIIECTBICHUS BTOPOE AHTHUTEJO SIBIAETCS OOHAPYKMBAEMBIM.
[IpucyrcTBUe OOHApPYKMBAEMOIO AHTUTENA, CBSI3AHHOTO C KOMIUIEKCOM, COCTOSIIIUM M3
AHTUI€HA, CBS3aHHOTO C MEPBBIM U BTOPBIM AHTHTEJIAMH, MOXKHO JIETKO OOHApPYXKUTh C
NOMOIIBI0 HW3BECTHBIX B JaHHOH oOmact Meromuk. IlyTreM cpaBHEHHSI pPe3yJbTATOB,
MOJIYYE€HHBIX 111 OHOJIOrHYecKoro odpasia, ¢ pe3yabTaTaMu, MOJTYYeHHBIMHU Il KOHTPOJIBHOTO
o0pasia, MOXHO OIMpPENeNuTh HATMIHe UM YPOBHH u3MeHeHHOro AB3pE wu ero ¢pparmeHTos.

Cnoco0sbl in vivo

[0099] AcmekTel H300peTeHHMs OTHOCATCS K CIOCOOY NPENOTBPALICHHS, CHUKEHUS
UHTEHCUBHOCTH, JICYCHUs W/WJIM YMEHBLICHHUs OTJIOXEHUs OeTa-aMUJIOUIIOB NMPH CBS3aHHBIX C
OeTa-aMUIIONIaMHU MTATOJIOTHYECKUX COCTOSHHUSIX, BKJIIOYAIOIEMY BBEIEHHE TPEOYIOLIEMy 3TOrO
CyOBEKTY AaHTUTEN WM WX AHTHTEHCBSI3BIBAOIINX (PPAarMEHTOB, ONUCAHHBIX B JAHHOM
IOKYMEHTe, B TepaneBTHUeCKH 3(P(PEKTUBHOM KonudecTBe. JIOMOJHHUTEIbHBIE AaCIEKThI

n300peTeHunsT BKIIIOUYAOT (HapMarleBTHYECKYI0 KOMIIO3HLIMIO NI MPENOTBPALISHUS, CHIKEHUS
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UHTEHCHUBHOCTH, JICUEHUs 1/MJIH YMEHBIIEHUS] aMIJIONIHBIX OTJIOKEHUH MPH CBSI3aHHBIX ¢ OeTa-
aMIJIOUZAMH  TIATOJIOTUYECKUX  COCTOSIHUSX, TpPUYEeM  yKa3aHHas  (apMaleBTHYECKas
KOMITO3UIIUST CONEP’KUT AHTHUTENAa WIM WX AHTUI'CHCBS3BIBAIOIINE (PPAarMeHTHI, OMUCAHHBIC B
OaHHOM jAokyMeHTe. C(CrmocoObl MO  HACTOSIIIEMY HM300PETEHHMIO BKJIIOYAIOT BBEIEHHUE
HYKJAIOLIEMYCsl B 3TOM CYOBeKTY 3(P(EKTUBHOIO KOJINYECTBA OAHOTO MM OOJiee aHTHTEN WU
UX aHTUT'€HCBS3BIBAIOLINX (PPAarMEHTOB, ONMMCAHHBIX B TAHHOM JOKYMEHTE.

[00100] B onHOoM acmekTe H300peTeHHE OTHOCHTCS K CrmocobaMm MpefoTBpalleHus,
CHIDKEHHsSI MHTEHCUBHOCTH, JIEYCHUS W/WUJIM YMEHBIIEHUS OTJOXEeHHs OeTa-aMHIIOHIOB MpPU
MATOJIOTUYECKUX COCTOSIHUSX, XapaKTEPU3YIOIINXCst 00pa3oBaHUEM OJISIIEK, copepkamux oera-
aMIUIONAHBIA O€JoK, y JoAeH, mpudeM crnocod BKIOYAET BBEIACHHE, NPEATNIOYTHUTENHBHO
nepupepuvdecky, HYXIAOLIEMyCsl B TAaKOM JIEYEHHH YEJOBEKY TEPaleBTUYECKH WU
npodunakTuaecku 3(PQPEKTUBHOIO KOJMYECTBA AHTHUTENA COTJIACHO H300pPETEHUI0 WM €ro
UMMYHOPEaKTHBHOTO (pparMeHTa, Kotopoe crenuduiecku cpsspiBaercs ¢ AB3pE denoseka. B
ele OJHOM acHeKTe H300peTeHHe OTHOCHTCS K crnocobaM HHruOupoBaHUs 00pa3OBaHUs
AMIUIOMIHBIX OJALIEK WMWK croco0aM YCTPaHEHUs aMIJIOMIHBIX OJSIIIEeK y JIoAeH, ImpudeM
CHoCcO0 BKIJIIOYAET BBEACHUE HYXKAAIOIEMYCSl B TAKOM MHTHOMPOBAHUHU WIIM OYHCTKE CYOBEKTY-
4esoBeKy 3(P(EKTUBHOrO KOJHYECTBA AHTUTENA COIVIACHO M300pPETEHMIO, NMPUYEM aHTUTEINO
cBs3biBaeT nentug AB3pE B romoBHOM Mo3re W MHAYLHPYET KiupeHC u3MeHeHHoro AB3pE B
TOJIOBHOM MO3re. B  IONONHUTENBHBIX acleKkTaX H300peTeHHe OTHOCHTCS K TaKUM
I'YMaHU3UPOBAHHBIM aHTUTEJAM, BKJIIOUAsi UX HMMYHO3(QeKTHBHBIE 00IACTH, U K crIoco0am ux
MOJIY4EHUSI.

[00101] CybObexT, HyKIAIOLIUICS B 3TOM, MPEACTABIISIET COOOH YeoBeKa, CTPANaOIIEero
WIA  TPEOpacrojioKEHHOTO K MATOJOTHMYECKOMY  COCTOSIHHIO,  XapaKTepU3YHOIEMYCs
oOpa3oBaHueM OJsiliek, coaepKammx OeTa-aMWJIOUAHBIA Oenok. B omHOM BapuaHTte
OCYIIECTBJICHUS] MATOJIOTMYECKOE COCTOSIHUE TPEACTaBisieT co0oil Oonesnp Aubirelimepa. B
APYyTUX BapUAaHTAX OCYILIECTBICHHUS IATOJOTHYECKOE COCTOSHHUE TIPEACTaBIsIeT COOOU
IEMEHIIUI0, CBsI3aHHYI0 ¢ Tpucomueit 21 (cuanpom Jlayna), Oonesnp auddysHeix tenen Jlesw,
MHO3UT € BKIIOYEHHAMH, LepeOpalibHyI0 aMMUJIOWAHYIO AaHTHUONATHI0 W HACJIEACTBEHHYIO
1epeOpalibHyI0 reMopparuto ¢ aMmuionao3oM rojuanackoro tana (HCHWA-D).

[00102] 'ymMaHH3UPOBAHHOE AHTHUTEJO TMPENCTABISAET COOOH AHTUTENIO OTIMYHOIO OT
YeloBeKa BHA, OEJKOBBIE IOCIENOBATEIBHOCTH KOTOPOro ObUTM MOAU(DHUIMPOBAHBI IS
YBEJIMYCHUS UX CXOACTBA C BAPHAHTAMH aHTUTENA, POAYLIUPYEMBIMU €CTECTBEHHBIM 00pa3oM y
moned. Kak mpaBuio, OenkoBas MOCIENOBATEIbHOCTh T'yYMAaHH3UPOBAHHOIO AHTHTENA IIO
CYLIECTBY HMIOEHTHYHA TIOCIIEIOBATENIbHOCTH YEJIOBEYECKOrO BapHaHTa, 34 HCKIIOYEHHEM
HEUEeJIOBEUECKOTO  TPOMCXOXKIEHUS]  HEKOTOPBIX  HJIM  BCEX  €ro  ONpPeNesIoIIuX
KomruieMeHTapHocTh  obmacreii  (CDR), koropble OTBEHarOT 3a CIOCOOHOCTH aAHTHTENA
CBSI3BIBATBCS CO CBOHMM LieJIeBbIM aHTHUTreHOM. KapkacHble obnactu BapuabeNbHBbIX oOJacTei
3aMEHSIOT  COOTBETCTBYIOIIMMH  YEJIOBEYECKUMH  KapKaCHbIMH  OOJAcTAMH,  OCTaBJISIS
HeuenoBeueckne CDR mo cymecTBy MHTaKTHBIMU. B HEKOTOPBIX Clydasx I'yMaHU3HPOBAHHBIC

aHTUTEJIa JEWCTBUTEIBbHO MMEIOT HEOOJBbIIOE KOJUYECTBO 3aMEH B OIHON WIIH Oonee
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HeuenoBeueckux obmactsix CDR nnst coxpanenus: ad(UHHOCTH CBSI3bIBAHUS W/WIJIM KOHCTAHTBI
IUCCOLMALINY HEYEJIOBEUECKOrO aHTHTENA.

[00103] I'ymMaHM3UPOBAHHOE AHTUTEJIO TAKXKE OTHOCHUTCS K AHTUTENY, COIEPIKaLEeMy
4esoBevYeckuil kapkac, o MeHbliel mepe oguH CDR HeuenoBeueckoro aHTUTeNa, B KOTOPOM
mr00asi KOHCTaHTHAsT O0JNacTh MO CYLIECTBY HIIEHTHYHA YEJIOBEYECKOH KOHCTAHTHOH 00NacTH
UMMYHOIJIOOyJIMHA, T. €. MO MeHbIueH Mmepe Ha okosno 85%, 90%, mpeamnodTHUTENHEHO MO
MeHblIel Mepe okono 95% wmmm Ha 98% wupmenTmuHa. Takum o0pasoMm, Bce wHacTu
I'YMaHM3UPOBAHHOTO AaHTUTENA, 3a HCKIIOYeHueM onHod uin Oomee CDR, mo cymectBy
UICHTUYHBI COOTBETCTBYIOLIUM 4acTsIM NOCJIEIOBATENbHOCTH 4eJIOBEUECKOr0
umMMyHoro0ynuHa. Hanpumep, ryMaHu3upOBaHHBIA UMMYHOTJIOOYJIMH, KaKk MPaBUiIo, He Oyaer
BKJIFOYATh XHUMEPHOE AHTHUTEJIO C MBIIMHOH BapualOenbHON  00JIacThIO/UeNOBEUECKOM
KOHCTAHTHOH 00JIaCTBIO.

[00104] TI'ymaHusupoBaHHBIE aHTUTEJIa OOJANAIOT 1O MEHbIIEH Mepe Tpems
NOTEHIMAJIbHBIMI TPEUMYINECTBAMH IO CPABHEHHIO C HEYEJOBEUECKUMH M XHUMEPHBIMU
AHTHUTEIAMH JUJIsl IPUMEHEHUS B JIEYEHNH YeJoBeKa: 1) mocKonbKy 3¢ peKkTopHas 4acTh sBIIETCS
YeJIOBEUECKOH, OHA MOXKET JIyYIle B3aUMOAEHCTBOBATh C APYTUMH YaCTSIMH UMMYHHOH CHCTEMBI
YeyoBeKka (HarpuMep, aKTUBUPOBATh MUKPOTJIMIO IUJIsl YCTPaHEHUs OJsiiuex);, 2) deaoBedecKast
UMMYHHasi CUCTeMa He JOJDKHA Pacro3HaBaTh KapkacHyro nin C-001acTh TYMaHU3HPOBAHHOTO
aHTHUTENa KaK 4Yy>KEPOAHYIO, U, CIENOBATEIbHO, 0Opa30BaHME AHTUTENl HA TaKOE BBEACHHOE
AHTHUTENO AOJUKEH OBITh MEHBIIE, YeM Ha MOJHOCTBIO UYYKEPOJHOE HEYEJOBEYECKOE aHTHTEIO
WJIA YaCTUYHO Yy’KEPOAHOE XUMEPHOE aHTUTENO; U 3) BBOAUMBIE HEUEIOBEUECKNE aHTHUTENA, TIO
UMEIOIIUMCS] TaHHBIM, UMEIOT NEePHOA TOJY)KM3HH B KPOBOTOKE YEJIOBEKA, KOTOPBIH KOpode
NepUOJA MOTYKU3HN YEJOBEUECKUX aHTUTEI.

[0010S5] B cmocobe nedeHuss W TMPENOTBPAINEHHUS IMATOJOTHYECKUX COCTOSTHHHA,
XapaKkTepU3YIOIUXCsi 00pazoBaHUeM OJISIIEK, CONEPIKAIINX OeTa-aMUJIONIHBINA OEJIOK, aHTUTENa
WIA WX AHTUIeHCBs3bIBarOLINe (pparMeHThl (BKIOUAs WMMYHOPEAKTUBHBbIE (DparMeHThl) IO
U300pETEHHI0 BBOAAT CYyOBEKTY, IOABEPKEHHOMY PHCKY Pa3BUTHA WM MPOSBISIOIIEMY
CBsI3aHHBbIE C O€Ta-aMUJIOMAOM CHMITOMBI HJIM TATOJIOTHIO, TAKYK Kak KIMHHYECKas WU
TOKIIMHAYECKas CTaaust OONe3HU AJbIreiiMepa, JeMEHLUs, CBA3aHHas ¢ CUHAPOMOoM [layHa, uin
KJIMHWYECKass WM JOKJIWHUYECKas CTagusl aMHJIOWIHOH AaHTHOMATHH, C HCIIOJIb30BAHUEM
CTaHIAPTHBIX  METOAMK  BBe#eHWs.  [IpennmoyTWTenpbHO  BBENEHHE  OCYIIECTBISIETCS
nepudepudecku (T. €. 03 BBEIEHUS B LIEHTPAJIBHYIO HEPBHYIO CHCTEMY) MyTEM BHYTPHUBEHHOTO,
BHYTPUOPIOIIUHHOTO, TOAKOXHOTO, JIETOYHOTO, TPAaHCACPMAIBHOTO, BHYTPHUMBILIEYHOTO,
UHTPAHA3IBHOTO, OYKKaJbHOIO, CyOJMHIBAJILHOTO BBENEHHS WJIH C HCIIOJIb30BAaHUEM
CYNNO3UTOpPHUS. XOTA aHTUTENa WIM WX CBs3bIBaOI(Ue (PparMeHTbl MOXKHO BBOJAHTH
HETIOCPEACTBEHHO B JKEJYAOYKOBYIO CHCTEMY, CIMHHOMO3TOBYIO JKUAKOCTb WM MAapEHXUMY
TOJIOBHOTO MO3Ta, U CIIOCOOBI JOCTaBKH B 3TH 0OOJACTH XOPOLIO U3BECTHBI B IAHHOW obiactu
TEXHUKH, HET HEOOXOIUMOCTH HCIIONB30BATh 3TU OOJiee CIOXKHBbIC MPOUEAYpPhl. AHTHTENA WK
UX CBS3BIBAIOIIME (PparMeHThI 1O M300peTeHHI0 3 (eKTUBHBI PU BBEIEHUH OoJiee TMPOCTHIMU

TEXHUKAMH, KOTOpPbIE 3aBHCAT OT CHCTeMbl Mepudepuueckoro  KpoBOOOpaIIeHHs.
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[IpenMyiecTBa HACTOSIIEr0 M300pPETEHUs BKJIIOYAIOT CIMOCOOHOCTb AaHTUTENA WM  €ro
AQHTUTEHCBS3BIBAIOIErO (PparMeHTa OKa3bIBaTh OJAaronpusiTHeie 3(PQEKThl, NaxKe eClid OHH He
MPEACTABICHBI HEMOCPEICTBEHHO B CAMOM LIEHTPAJIbHON HEPBHOMN CUCTEME.

[00106] DPapmanieBTUUECKHE KOMIO3ULIUU AJIsI BBEAEHUS BBITOJIHEHBI C BO3MOKHOCTBIO
COOTBETCTBUSI BBIOpAHHOMY  CIOcoOy BBeneHUs, W  (apMaleBTUYECKH TPHEMJIEMbIe
SKCHMITUEHTBI, TaKWe KaK JHCIEePTHPYIOIUE areHThl, Oy(depbl, MOBEPXHOCTHO-AaKTUBHBIC
BEIIECTBA, KOHCEPBAHTBHL,  CONIOOMJIM3UPYIOIIHME  AreHThl,  HM30TOHUYECKHE  areHThI,
CTaOMTU3UPYIOLINE areHThl W T. M., B 3aBUCUMOCTH OT curyaruu. M3manue Remington's
Pharmaceutical Sciences, Mack Publishing Co., Easton PA, nmocnegHee usnanue, BKIOYSHHOE B
JAHHBIA JOKYMEHT IMOCPEICTBOM CCBUIKH, TPEIOCTABISET COOPHUK METONAX HW3TOTOBJICHWS,
KOTOpbIe OOBIYHO U3BECTHBI MPAKTUKYIOIINM BpadaM.

[00107] OcobeHHO MONE3HO H3MEHSTHh XapPaKTEPUCTHKH PACTBOPHUMOCTH AHTHUTEN II0
U300peTeHNI0, 4TO AenaeT ux Oojee TUNO(QUIBHBIMU, HATIPUMEpP, MyTeM WX HUHKAIMCYJSLHHA B
JUTIOCOMBI WJTH OJIOKUPOBAHHUS MOJISIPHBIX TPYIIIL.

[00108] ITpennouruTenbHOM sBisieTCsl mepudepudeckas CHUCTEMHas AOCTaBKa IyTeM
BHYTPHUBEHHOW, BHYTPHOPIOIIMHHON MJIM MONKOKHOH MHBeKIHH. [logxonsimme HOCUTENH IUis
TaKUX WHBEKIUH SBJSIOTCA MNpocThiMU. OAHAKO, KPOME TOrO, BBEACHHE TAaKXKE MOXKET
OCYIIECTBIISATBCSL U€Pe3 CIM3UCThIE OOOJOYKM C TIOMOLIBIO HA3QJIbHBIX a3pO30Jed WU
cynmo3utopues. [IpuemiiemMbie COCTaBbI JJIsl TAKUX CIMOCOOOB BBEIEHHUS XOPOIIO WU3BECTHBI H,
KaK MPaBHJIO, BKJIIOYAIOT MOBEPXHOCTHO-aKTHUBHBIE BEINECTBA, KOTOPBIE OOJErdaroT MepeHoC
yepe3 MeMOpaHy. Takue MOBEPXHOCTHO-aKTHBHBIE BEIECTBA HACTO IOJNYHAIOT U3 CTEPOHIOB
WM OHU TMPENCTABJISIIOT COOON KaTHOHHBIE JIUMUABI, Takue kak N-[1-(2,3-nuoneowmn)mpormi-N,
N,N-rpumernnammonniixiopun (DOTMA), wnum  pasnuuHble COEAMHEHHs, TaKue Kak
XOJIECTEPHUH FeMHUCYKIUHAT, pochaTuauIriniepuHs! U T. 1.

[00109] KoHueHTpauus rymMaHW3MpOBAHHOIO aHTUTENA B cocTraBax oOT okojo 0,1 mo
okono 15 wmm 20 macc.% BhIOpaHa TPEHMYINECTBEHHO Ha OCHOBAHHH OOBEMOB >KUAKOCTH,
3HAYEHUN BSI3KOCTH U T. . B COOTBETCTBHHM C KOHKPETHBIM BBIOPAHHBIM CITIOCOOOM BBEICHHUSI.
Takum obpa3om, TurudHast papMareBTHIeCKasi KOMIIO3HUIIHS JIsT MHBEKIUI MOXKET cColepKarh |
MIJI CTeprsibHOH BoAbl ¢ ¢ocdaTHo-coneBbiM Oydepom u 1-100 Mr rymMaHW3HPOBAHHOTO
aHTHTENa TO HacrosmeMmy wu3o0pereHuro. CocTaB MOXKET OBbITh CTEPWIN30BAH IyTEM
(GuIbTpaMu TOCTE W3TOTOBJICHUS WM WHBIM O0pa3oM CAeNaH MHUKPOOHOIOTHYECKU
npreMieMbiM. TUNHYHAS KOMITO3UIUS JJIi BHYTPUBEHHOH WH(Y3UH MOXKET UMeTb 00BeM 0
250 M >KHAKOCTH, TAKOW KaK CTEPWJIbHBIN pacTBOp PuHrepa, u koHuenrpauuto anruren 1-100
MT Ha MJI WU Ooee.

[00110] [ns BBemeHUs] aHTUTEIA 1032 HAXOAUTCS B Auamna3zoHe ot okoio 0,0001 mo 100
Mr/kr, npennoutaredabHo oT 0,01 mo 75 Mr/kr maccel Tena xo3simHa. Hampumep, 10361 MOTYT
coctaBysiTh 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 mMr/kr,
55 wr/kr, 60 mr/kr, 65 mr/kr, 70 mr/kr wiu 75 MI/KC Macchl Teja XO3siMHA. B BapuwaHTax

ocymIecTBIIeHUs] n03a Haxonutcs B nuamnaszoHe 0,01-10 mr/kr, wim B nuamaszone 0,1-15 wmr/kr,
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unu B nuana3one 0,1-20 mr/kr, unu B auanasone 0,1-30 mr/kr, wnu B quamnazone 0,1-40 mr/kr,
wi B nuamazone 0,1-50 mr/kr, win B auamazone 0,1-60 MI/Kr, MPeamoYTUTEIHPHO IO MEHBIIIEH
mepe 1 Mr/kr, mo MeHblIe Mepe 5 MI/Kr, Mo MeHbiueld Mepe 10 Mr/kr, mo mMeHbiiel mepe 20
MI/KT, 110 MeHbIned Mepe 30 Mr/kr, mo MeHblei mepe 40 MI/KT, IO MeHbIIel Mepe SO MI/Kr win
1o MeHblIel Mepe 60 MI/kr. B mpennouTHTeaIsHOM MpUMEPe T03bl MOTYT COCTABISTH OKOJO 10
Kr/mr, okosio 20 kr/mr, okosio 30 kr/mr, okosio 40 MI/Kkr, okojio 50 MI/kr, okoyio 60 MI/KT WiIu
okoJio 70 Mr/kr. B 0cOOEHHO MpennouTUTETFHOM MPUMEPE aHTUTENIO BBOAST BHYTPUOPIOIITMHHO
B quamna3oHe 103 oT okoyio 0,3 Mr/kr no okoyio 60 Mr/kr. B WjumocTpaTUBHON cxeMe JieueHus
AHTHUTENO BBOIST BHYTPUOPIOIIMHHO B 703€ OK0JO 10 Kr/mr, okono 20 kr/mr, okono 30 Kr/wmr,
0k0J10 40 Mr/kr, okosio 50 MI/Kr uau okojao 60 MI/KT.

[00111] Mcnonb3yemblii B JaHHOM JOKYMEHTE TEPMHUH «OKOJO», KOIZJa OH OTHOCUTCS K
U3MEePsIeMOMY 3HAYEHHIO, TAKOMY KaK KOJIMYECTBO, O3Ha4UaeT koyiebanus B mpenenax ot £ 20%
no = 0,1%, npeanoututensHo + 15% wumu + 10%, Oonee mpeanoututensHo + 5%, naxke Oonee
npennouTuTeNibHO + 1% u eme 6onee npennoururepbHO + 0,5%, + 0,1%. £ 0,05% wnmu + 0,01%
OT YKa3aHHOTO 3HAYEHHUSI, €CJTH TaKUe KOJeOaHUs TOMyCTUMBL.

[00112] MmrocTpaTUBHAsA CXeMa JICUCHHs] BKJIKOUYAET BBEACHHUE OJIMH pa3 KaKIble JBE
HEJIeJIN WIN OIUH pa3 B MECSI WU OJIUH pa3 Kakabie 3-6 MecsueB. B HekoTophix criocobax nBsa
win 0ojiee MOHOKJIOHAJIbHBIX AHTUTENA C PAa3HOU CHEIU(PUIHOCTHIO CBSI3bIBAHUSI BBOJSITCS
OIHOBPEMEHHO, B 3TOM Cllydyae 103a KaXKAOr0 BBOAMMOTO AHTUTENA HAXOAHUTCS B MpeAenax
YKa3aHHBIX AUAINA30HOB. AHTHUTENO, KaK MPaBUJIO, BBOAST HECKOJbKO pa3. MHTEpBanbl Mexay
OITHOKPATHBIMU JI03aMU MOTYT OBbITh HEAENIbHBIMH, MECSIYHBIMH WJIU TOJIOBBIMU. HMHTepBajbI
TaK)kKe MOTYT OBITh HEPETYJISIPHBIMU, YTO OMPEALISIETCS H3MEPEHUEM KOHIIEHTPALIUN aHTUTENA K
AP B kpoBU y CyObekTa. AJBTEPHATUBHO, AHTUTEJIO MOXHO BBOJIUTH B BUAE KOMIIO3UIHH C
3aMENJICHHbIM BBICBOOOKIEHHEM, W B O3TOM cliydae TpeOyeTcsi MeHee 4YacToe BBEICHUE.
Jlo3upoBKa M 4YacTOTa BapPbUPYIOTCS B 3aBUCHMOCTH OT MEPUONA TMONYKU3HU aHTUTENA Y
naudeHta. B menom, denoBedeckWe aHTHUTENA IEMOHCTPUPYIOT CaMbld JJIUTENbHBIA MEPUON
MOJTy’KU3HH, 3a KOTOPBIM CJENYIOT TYMAaHU3UPOBAHHBIC AHTHUTENA, XUMEPHbIE AaHTUTENA U
HEYEJIOBEUECKUE aHTUTENA.

[00113] [o3a u wacToTa BBEAEHUs MOTYT BapbHpPOBATbCA B 3aBUCUMOCTH OT TOIO,
SIBJIIETCSL JIM JIeYeHUe MPOQUIAKTUYECKUM WM TeparneBTudeckuM. llpu npodunakruyeckom
MPUMEHEHUHU OTHOCUTEJIbHO MAJIyI0 J03Y BBOIAT C OTHOCUTEJBHO PEIKUMH HHTEPBAJIAMU B
TeYeHHE JJTUTENIbHOTO Tiepuoaa BpeMeHu. HekoTopbie CyOBEKTHI TPOAOIIKAIOT TOIyYaTh
JieueHUe B TE€UEHHUE OCTAaBIIEHCS 4acTh Ku3HN. B TepaneBTudyeckux cepax mpUMEeHEHUS MOKET
noTpeboBaThCS OTHOCUTENILHO BBICOKAS 103a C OTHOCUTEIBHO KOPOTKUMH HHTEPBATAMU 10 TeX
nop, TOKa MpPOrpeccHpoBaHUE 3a00JieBaHUsS HE OyIeT YMEHBIIEHO WM MPeKpameHo, Hu
MPEIMOYTUTENBHO J0 TeX TMOp, ToKa Yy cyObekTa He OyaeT HaOII0AaThCs YaCTUIHOE UJTH TIOJTHO®
CHW)KCHHE WHTEHCUBHOCTH CHUMIITOMOB 3a0ojieBaHusi. Ilocie 3TOro MOXKHO NPUMEHSITH
NPOPHIAKTHIECKYIO CXEMY.

[00114] B HekoTOpBIX criocobax 03y BBOAST JJIsl JOCTHXKEHUS] KOHIIEHTPAI[UU aHTUTENA

B tutasme 1-1000 MKr/mMi, a B HEKOTOPBIX criocobax - 25-300 MKr/mil. AbTepHATUBHO, aHTUTEIIO
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MOKHO BBOJHUTH B BHJE KOMIIO3HLWH C 3aMEIJICHHBIM BBICBOOOJKICHHEM, W B 3TOM Clydae
TpeOyeTcsi MeHee dacToe BBeneHHe. J[03MpOBKa M 4ACTOTa BaPbUPYIOTCS B 3aBHCHUMOCTH OT
Nepuosa MONTYKU3HU aHTUTENA Y CyOBeKTa.

[00115] JleueHue aHTUTEIOM TIO U3OOPETEHHIO MOXKET MPENCTaBISITH COOOMU
CaMOCTOSITENIbHOE JieueHne. B anbTepHAaTUBHOM BapUaHTE OCYINECTBJIEHHS JIedeHHE aHTUTEIOM
no M300PETEeHMI0O MOXKET TPEACTaBIATb COOOH OAWH KOMIIOHEHT wWin a3y CxeMbl
KOMOWHHUPOBAHHOHN Tepamuy, B KOTOPOH OAMH HMJIM OOJiee IOMOJHUTENBHBIX TEPareBTHUECKUX
areHTOB TaK)Xe MPUMEHSIOT IS JICUEHHs CyOBeKTa.

[00116] IIpu ncnonp30BaHUM B TEPANUU i1 VIVO AHTUTENA WIN UX AHTUT€HCBSI3bIBAIOIINE
(¢parMeHTl TO M300PETEHHIO BBOAAT HWHAWBUAYYMY B TepamneBTUYECKH 3(PPEeKTHBHBIX
KOJIMYECTBaX, HallpuMep, KOJUUECTBaX, KOTOPble YMEHbIIAIOT, YCTPAHAIOT WU MPEeNOTBPALat0T
oOpa3oBaHHe (-aMWJIOHIHBIX OJISALIEK WM YJYYIIAOT KOTHUTHBHbIE (PYHKIHU Y CYOBEKTOB C
BA wunm papyruMm  CBA3aHHBIMH C [(-aMHJIOMZOM 3a0O0NeBaHMAMH. AHTUTENA WM UX
AHTUIeHCBS3BIBAIOIINE (PparMEeHTBl BBOISAT CYOBEKTY B COOTBETCTBUH C H3BECTHBIMU
cnoco0amMy, TakMMH Kak BHYTPUBEHHOE BBEICHHME, Hampumep, B BHIe Oomoca Win
HETpepbIBHOH HH(Y3UH B TEUEHHE OINPENEeIeHHOro IepHOoJa BPEMEHH, BHYTPHMBIIIEUHBIM,
BHYTPUOPIOLTNHHBIM, BHYTPULIEPEOPOCTIMHATIBHBIM, MOJIKOKHBIM, BHYTPHUCYCTaBHbIM,
UHTPACHHOBUANBHBIM, HWHTPAaTEeKaJbHbIM, MEPOPaJbHbIM, MECTHbIM IIyT€M WIH IyTeM
UHTQALUA. ATEHTBl MO H300PETeHHI0 MOJKHO HE00s3aTeNbHO BBOIWUTH B KOMOWHAIMH C
APYTUMH areHTamy, KOTOpble 1O MeHbIIeH Mepe YacTUYHO H(PQPEKTHUBHBI I JICUSHHS
aMIJIOUZIOTEHHOTO 3a0oneBanns. B cinydae AnbureiiMepa U CBS3aHHBIX C HUM IMATOJOTHYECKUX
COCTOSIHUH, B KOTOPBIX aMUJIOMJIHbIE OTJIOKEHUS IPOUCXOAT B TOJIOBHOM MO3re, aHTUTENa WIH
UX aHTHTEHCBS3bIBAIOINE (PPArMEHTHI MO H300PETEHHIO MOXKHO BBOAWUTH B KOMOWMHALIMH C
APYTUMH areHTaMH, TIOBBILAIOIIMMH TPOXOXKAEHHE AareHTOB M0 H300pEeTeHHro uepes
remMaTosHIedannIeckuii oapnep.

[00117] B omHOM BapWaHTe OCYLIECTBIEHHS W300pETEHUs] AaHTHUTENa WIH WX
AHTUTeHCBS3BIBAIOIINE (PparMeHThI MO M300peTeHHIo CBsA3bIBatOTCA ¢ 3pE AP B OTIOXEHHSX B
Buze Omstmek. Ilpu csasbBannu ¢ 3pE AP B oTnokeHHsX B Buae OJsIIIEK aHTUTENO HIIA €ro
AHTUIeHCBS3BIBAIOIINKA  (pparMeHT MOryT UWHAyOIMpOBaTh yraneHue Onsamek. WHaykuwms
ynajeHus OJsmek MoXeT ObITb OOYCIIOBJIEHA AaKTHUBALMEH MHUKPOIJMH BOKPYT OJIALIEK |
necrabumuzanuen OseKk myTeM yaaneHus: crabmibHoi Gopmel AP. bonee Toro, anTuTeNa Mim
UX AHTHIEHCBS3BIBAIOLINE (PParMeHThl MO H300PETEHHI0O MOTYT MPENOTBpAIlaTh AKTHBHOCTD
Hykneaunn Omsamex 3pE AB. Bo3moxnoe oOoramenwne Omsamex 3pE AP mo cpaBHeHHo ¢
BACKYJSIPHBIM aMUJIOMIOM MOXKET YBEJUYHTb TEPANEeBTHUECKOE OKHO O€30macHOCTH IS
UMMYHOTEpaInu.

Haoops! 1 yeTpoiicTBa

[00118] B Hacrosimem u300peTEeHUH NPEIJIOKEHbI HAOOPbI U YCTPOWMCTBA, KOTOPBIE
MO>KHO HCIIOJIb30BATh B BBIEYIIOMSIHYThIX criocobax. Habophl u ycTpoicTBa MPEAIOUTUTENBHO
COZEPIKAT AaHTHUTENIO MM €r0 aHTUTCHCBS3bIBAIOIIUN (pparMeHT, KOTOpbIi cBs3bBaercsa ¢ 3pE

AB. Kpome Toro, Habopbl MOTYT COAEp:KaThb peareHTbl W HMHCTPYKLUHOHHBIE MAaTEPUaIbL.
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WHcTpykumu MOryT OBITh HaledaTaHbl, HAlpUMep, Ha OyMare W/WiM TNPenoCTABICHbI Ha
3JIEKTPOHHO-CYUTHIBAEMOM  HOCHTENe.  AJIBTEPHATUBHO  WHCTPYKIMU  MOTYT  OBITh
MPEeIOCTABNIEHbl TMYyTEM HAIMpPaBJICHUs TMOJb30BATENlsl Ha BeO-caliT, HampuMmep, YKa3aHHBIN
MPOU3BOIUTENIEM WIIH TUCTPUOBIOTOPOM Habopa.

[00119] Pearentbl, BKJIIOYEHHbIE B HAOOPBI, COCTABIISIOMNE MPEAMET HACTOSIIETO
U300peTeHNs, MOTYT TIOCTAaBJISITCS BO BCEX KOHTEWHepax TakuM O0pa3oM, YTO aKTHBHOCTH
Pa3IMYHBIX KOMIIOHEHTOB II0 CYIIECTBY COXPAHSETCs, B TO BpeMsi Kak camMu 1o cebe
KOMITOHEHTBI 10 CYIIECTBY HE aICOPOUPYIOTCS HIIH HE U3MEHSIOTCS MaTepHajiaMu KOHTEHHEepa.

[00120] B ogHOM BapuaHTe OCYIIECTBICHUS] HAOOP WIIM YCTPOMCTBO CONEPIKUT aHTUTENO
WIN €r0 aHTUTCHCBSI3bIBAIOIINKN (PparMeHT Mo H300pEeTeHHI0, MPEATIOYTHTENFHO OYHINEHHOE
aHTHUTENO, OoJiee MPENIOUYTUTEIBHO MOHOKIIOHAJIbHOE aHTUTEJNIO, elle Oojiee MPennoYTHTEIHHO
BbIJICJICHHbIE MOHOKJIOHAJIbHBIC aHTHUTENIa, KOTOPbIE CBS3bIBAIOTCS ¢ mentumpamu 3pE AB. B
BapHAHTaX OCYIIECTBJICHHSI AHTUTEIA SKCIIPECCUPYIOTCS KIETKAMH THOPUIOMBI.

BAPUAHTBI OCYHIECTBJIEHUA

[00121] BapuanT ocymecTBiaenus 1 npeacrapiser coOOl BbIASTIEHHOE MOHOKJIOHAIbHO®
AQHTUTENI0 WM €ero AaHTHIeHCBS3BIBAIOINUN  (parMeHT, coaepiKaliee OMNPEAeTIONYIO
KoMIuieMeHTapHOCTh obnmacte 1 Tspkenoi nemn (HCDR1), HCDR2, HCDR3, onpepenstoinyro
KomruieMeHTapaocTh obmacte 1 nerkoit wmemum (LCDR1), LCDR2 u LCDR3, umeromue
MOJIUTIENTHIHBIE ITOCIEIOBATEIbHOCTH:

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. SEQ ID 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. SEQ ID 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,

I7Ie aHTHTEJIO WM €r0 aHTUTEHCBSI3bIBAKOINI (PparmMeHT cnenuduuecku cBs3biBaeT 3pE
AP, npeanouruTenbHO Yenosedeckuit 3pE AP.

[00122] BapuaHT ocymecTBiIeHUs 2 PEACTABIACT COOOH BBIACIEHHOE MOHOKJIOHAJIBHOE
AQHTUTENI0 WM €ro AaHTUTEHCBS3bIBAIOIIMKA (parMEeHT MO BapHAHTy OCYIIECTBICHUs 1,
comepskaimee BapuabenbHY0 OOJACTh  TSDKEJIOW — IelH, UMEIOMIYI  MOJUNENTHIHYIO
MOCJIEIOBATEIbHOCTD, KOTOpasi o MeHbIel Mepe Ha 95% unentnuna SEQ ID NO: 9, 11, 13, 15,
16, 17, 19, 20, wnu 21, unn BapuabenbHyr0 0OJACTh JIETKOW SN, UMEIOIIYIO MOJUMENTHAHYIO

MOCJIEIOBATEIbHOCTD, KOTOpasi Mo MeHbIne Mepe Ha 95% uaentuuyna SEQ ID NO: 10, 12, 14,



48

18, 22, 53, wm 55.

[00123] BapuaHT ocymecTBieHUs 3 MPEACTABIACT COOOH BBIACIEHHOE MOHOKJIOHAJIBHOE

AHTHUTENIO WM €ro AHTHIEHCBSI3bIBAOINUI (parMEHT MO BAapUAHTy OCYINECTBIEHUs |,

coacpIramee:

a. BapwalejpHY0  00JacThb  TSDKENOW  IeNH,  HMEHOIIYIO

nocienosarenbHocts SEQ ID NO: 21, u BapuabenpHy0 00J1aCTh JIETKOM
MOJMMENTUAHYIO ntocienoBarenbHocTh SEQ ID NO: 22;

b. BapuabenpHy0O  007acTh  TSOKEIOW  [EMH,  HUMEIOIIYIO

nocaenosarenbHoct SEQ ID NO: 9, u BapualenbHY0 00NaCTh JIETKOH
noyMnenTuanyio nocienosarenbHocts SEQ ID NO: 10;

C. BapualenbHYIO  OONacCTh  TSDKENOH  LenH,  UMEHINYIo

nocienosarenbHocts SEQ ID NO: 11, u BapuabenpHyr0 00J1aCTh JIETKOM
MONUMENTUAHYIO nocienosarenbHocTh SEQ ID NO: 12

d. BapmabenpbHyr0o  00jacTb  TSDKENOW — LENH,  HMEIOIIYIO

nocienosarenbHocTs SEQ ID NO: 13, u BapuabenpHy0 00J1aCTh JIETKOM
noNMNenTUARYIo nocienosarenbHocTh SEQ ID NO: 14;

e. BapualenbHYI0  OONacTh  TSDKEJOH  LeNM,  UMEMINYIo

nocienosarenbHocts SEQ ID NO: 15, u BapuabenpHyr0 00J1aCTh JIETKOH
noNMNenTUARYIo nocienosarenbHocTh SEQ ID NO: 14;

f.  BapuabenpHyro  00jacTb  TSDKENOM — LENMH,  HUMEIOINYIO

nocienosarenbHocts SEQ ID NO: 16, u BapuabenpHyr0 00J1aCTh JIETKOM
noNMNenTUARYIo nocienosarenbHocTh SEQ ID NO: 14;

g BapualenbHYI0O  OONacTh  TSDKEJNOM  LeMH,  HMMEIOLIYIO

nocienosarenbHocts SEQ ID NO: 20, u BapuabenpHy0 00J1aCTh JIETKOM
noNMNenTUARYIo nocienosarenbHocTh SEQ ID NO: 14;

h. BapmalenbHyr0  OONacTb  TSDKENOM  LEMH,  HMMEIOLIYIO

nocienosarenbHocTs SEQ ID NO: 17, u BapuabenpHy0 00J1aCTh JIETKOM
noyMnenTuanyio nocienosarenbHocts SEQ ID NO: 18;

1.  BapmalenbHyl0  O0NacTp  TSDKENOW  LEMH,  HMEKIIYI0

nocienosarenbHocTs SEQ ID NO: 19, u BapuabenpHyr0 00J1aCTh JIETKOM
MONUMENTHAHYIO nocnenosarenbHocTh SEQ ID NO: 18

j.  BapwalejbHYy0  OOJACTh  TSDKENOHW  [emu,  HMEHOIIYIO
nocienosarenbHocts SEQ ID NO: 21, u BapuabenpHyr0 00J1aCTh JIETKOM
nonunenTuanyio nocienosarenbHocTh SEQ ID NO: 53; nnn

k. BapmabenpHyr0O  0O0NacTh  TSDKENOHW  LEMH,  UMEIOIUIYIO
nocienosarenbHocts SEQ ID NO: 21, u BapuabenpHyr0 00J1aCTh JIETKOM

MOJNIUINENTUIHYIO nocienoBaTenbHocTe SEQ ID NO: 55.

MOJIMIENTUAHY O

LeNH, UMEIOLIYIO

MOJIMIENTUAHY O

L[eNY, HUMEILIYIO

MOJIMIENTUAHY O

LeNH, UMEIOLIYIO

MOJIMIENTUAHY IO

LeNH, UMEIOLIYIO

MOJIMIENTUAHY IO

LeNH, UMEIOLIYIO

MOJIMIENTUAHY IO

LeNH, UMEIOLIYIO

MOJIMIENTUAHY IO

LeNH, UMEIOLIYIO

MOJIMIENTUAHY IO

LEeNH, HUMEIOLIYIO

MOJIMIENTUAHY IO

LEeNH, HUMEIOLIYIO

MOJIMIENTUAHYIO

LEeNH, HUMEIOLIYIO

MOJIMIENTUAHYIO

LEeNH, HUMEIOLIYIO

[00124] BapuaHT ocymecTBieHus 4 PeACTaBIseT COOOH BBIACICHHOE MOHOKJIOHAJBHOE

AHTUTECJIO WU €Iro aHTI/IFeHCBﬂSI:;IBaI-OH_II/Iﬁ (I)paFMeHT 110 .]'II-O6OMy N3 BAPUAHTOB OCYILICCTBIICHUA

1-3, B KOTOPOM aHTHUTEJO WIIA €r0 AHTUTE€HCBSI3bIBAIOIIUI (PPArMEHT SBISAETCS XUMEPHBIM.
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[00125] BapuaHT ocymecTBiIeHUs S5 PEACTABIAECT COOOH BBIACICHHOE MOHOKJIOHAJIBHOE
AHTHUTENIO WIN €r0 aHTUTCHCBSI3bIBAIOINUI (PparMeHT 1o Jro00My U3 BAPUAHTOB OCYIIECTBIICHUS
1-4, mpudeM aHTHUTENIO WU €r0 AaHTUT€HCBSI3bIBAIOIINY (DPArMEHT SIBJISIETCS] YEJIOBEYECKUM MU
T'YMaHU3HPOBAHHBIM.

[00126] BapuaHT ocymecTBieHus 6 PEACTaBIsAeT COOOH BBIACICHHOE MOHOKJIOHAJIBHOE
aHTHTEJIO, CONEepPIKAILEE:

a. aMUHOKHCJIOTHYIO TOCJIENOBATENbHOCTD TshKeNoN 1enu, Bkiaovaroyo SEQ ID NO:
37, 1 aMUHOKHCIIOTHYIO TIOCJIEA0BATENBHOCTD JIETKOH 1ienu, Bkimodaromyo SEQ ID NO: 38;

b. aMHUHOKHCIIOTHYIO MOCJIEAOBATEILHOCTD TsDKENOHN 1ieny, Brirovariyo SEQ ID NO:
39, ¥ aMUHOKHCIIOTHYIO TIOCIEA0BATENBHOCTD JIETKOH 1ienu, Bkimodaroimyo SEQ ID NO: 38;

C. aMHUHOKHCJIOTHYIO TOCJIENOBATEIbHOCTD TshKeNoN 1enu, Bkiaovarouyo SEQ ID NO:
37, 1 aMUHOKHCIIOTHYIO TOCJIEOBATENBHOCTD JIErKoH 1enu, Briouaromy SEQ ID NO: 52;
Win

d. aMUHOKHCJIOTHYIO TIOCIENOBATENbHOCTh TsDKENON 1emnu, Bkmodaroyo SEQ ID NO:
39, 1 aMUHOKHCIIOTHYIO TIOCJIEA0BATENBHOCTD JIETKOH 1enu, Britouarmyo SEQ ID NO: 54.

[00127] BapuaHT ocymecTBiaeHusl 7 TpeacTaBisier coOOil BBIIEICHHYI) HYKJIEHMHOBYIO
KHCJIOTY, KOAMPYIOIYI0 MOHOKJIOHAJIBHOE AHTHUTENO WM €r0 aHTHICHCBS3BIBAIOIINN (parMeHT
1o JFOOOMY OTHOMY M3 BAPHAHTOB OCYINECTBIECHUS 1-6.

[00128] Bapuant ocymecTBieHuss 8 mpencraBiasier coOOH BEKTOp, coaepKaiuit
BBIJICJIEHHYIO HYKJIEHHOBYIO KHCIJIOTY 10 BAPHAHTY OCYINECTBJICHUs 7.

[00129] BapuanT ocymecTsiaeHus 9 mpencrasisier coO0H KIETKY-X035IMHA, CONEPIKAIIYIO
BEKTOp 1O BAPUAHTY OCYILIECTBIICHHS 8.

[00130] Bapuant ocymectBienuss 10 mnpexacraBiaseT co0ol  (papMalleBTUYECKYIO
KOMITO3UIIMIO, CONEPIKAIYI0 MOHOKJIOHAJIBHOE AaHTUTENO WIM €ro aHTUT'CHCBS3BIBAIOLINN
(dbparmMeHT TO JFOOOMY M3 BAapUAHTOB OCYIIECTBJIEHUS 1-6 W (papMalleBTUYECKH MPUEMIIEMbIN
HOCHUTEITb.

[00131] Bapuanar ocymectBienus 11 mnpeacraenser coboit  crocod JedeHus
MAaTOJIOTUYECKOrO COCTOSIHMS, CBS3aHHOTO C OOpa3oBaHHeM OJsiimek, coneprkamux Oera-
aAMIJIOUIHBIN O€JIOK, Y HYKIAIOLIETroCs B 3TOM CyOBbeKTa, MPUUeM CIocod BKIIOYAET BBEIACHHE
HYKJIAIOLIEMYCsl B 3TOM CYOBEKTY MOHOKJIOHAJIBHOTO aHTUTENA WIIH €r0 aHTUT€HCBSA3BIBAIOIIETO
¢parmeHTa 1o JFOOOMy U3 BApPUAHTOB OCyIIeCcTBIeHUs 1-0 win (dapManeBTHIeCKON
KOMITO3MIIMH 10 BApUAHTY OCyluecTBiaeHus 10.

[00132] Bapuantr ocymectBiaenuss 12 mpencrasisier coOoil crmocod Mo BapuUaHTY
ocymecTBieHust 11, B KOTOPOM MAaTOJIOTHUECKOE COCTOSIHUE MPEACTaBIseT co00i Oone3Hb
AunbureiiMepa.

[00133] Bapuantr ocymectBiaenuss 13 mpencrasisier coOoil crmocod MmO BapuUaHTY
ocymecTBieHust 11, B KOTOPOM MaTOJOTHYECKOE COCTOSIHIE BBIOPAHO W3 IPYIIIBI, COCTOSIIEH 13
IeMeHIUH, CBsi3aHHOH ¢ Tpucommer 21 (cunapom [layHa), Oonesnn nuddyssbix tenen Jlesw,
MHO3MTa C BKJIIOYEHHsSMH, LepeOpabHOH aMMJIOWAHON aHrMOMAaTHUM W HACJIEACTBEHHOU

1epeOdpalibHOM reMopparuu ¢ aMmuion1030M rojutanackoro tuna (HCHWA-D).
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[00134] Bapumantr ocymectsienus 14 mpencrasisier coOOH crmocod YMEHBIICHUS
OnsiIek, CBsI3aHHBIX C OOJE3HBIO AJBUreiiMepa, y HY)KTAIOIIEerocss B 3TOM CyOBeKTa, IMpUieM
CHOCO0 BKJIFOUAET BBEIECHUE HYKAAIOIEMYCS B 3TOM CYOBEKTY MOHOKJIOHAJIBHOTO aHTHTENA WJIH
€ro aHTHIeHCBS3BIBAIOLIEr0 (parMeHTa Mo JroO00My M3 BapMAaHTOB OCYINECTBIEHHsS 1-6 win
(bapmMareBTHYECKONH KOMIIO3ULIUH 110 BApUAHTY ocyinecTnieHus 10.

[00135] BapuanT ocymecTBieHust 15 mpencraBisieT coOol crnocod mpenoTBpaineHus
akTuBHOCTH HykJeaunu 3pE AP y Hykparomerocsi B 3ToM cyObeKTa, MpUIeM Croco0 BKIIOYAET
BBEACHHE HYXKIAIOMIEMyCs B OTOM CYOBEKTy MOHOKJIOHAJBHOIO aHTUTENa WIH €ro
AHTUIeHCBS3BIBAIOIIErO (parMeHTa Mo JOOMY W3 BapHAHTOB OCYIIECTBIEHHs 1-6 win
(bapmMareBTHYECKONH KOMIIO3ULIUH 110 BApUAHTY ocyinecTnieHus 10.

[00136] Bapuant ocymecTtBieHust 16 mpencrasisier co0OW CHoOco0 TONMyYeHUs
MOHOKJIOHAJIbHOTO aHTHUTEJAa WM €ro aHTHUIeHCBS3BIBAIOLIEro (¢parMeHra Mo JIOOOMYy U3
BAPUAHTOB OCYIUECTBJIEHUS 1-6, BKIIOYAKOIIUN KYyJbTUBUPOBAHUE KIETKH, COAEpKALIe
HYKJIEMHOBYIO ~ KHCJIOTYy,  KOJUPYIOLIYIO  MOHOKJIOHQJbHOE  AHTUTENO WA  €ro
AHTUTeHCBS3BIBAIOIINH (JPArMeHT, B YCIOBUSAX ISl TTOTYyUEHUs] MOHOKJIOHAJIBHOTO aHTHUTEINA W
€ro  aHTUTCHCBS3BIBAIOINETO  (parMeHTa, W  BBIACJICHHE  aHTHTENAa  WIH  €ro
AHTUTEHCBS3BIBAIOIETO (hparMeHTa.

[00137] Bapuant ocymecTtBieHusi 17 mpencrasisier co0Ol CHoco0 MONMyYeHUs
(apMareBTHUECKOW KOMIIO3UIUK, COAEp Kallell MOHOKJIOHAJIBbHOE AaHTHTEJIO WU €ro
AHTUTeHCBS3BIBAIOIINN (parMeHT Mo JroO00My OJHOMY M3 BapHAHTOB OCYIIECTBIEHMA 1-6, mpu
3TOM €IOco0 BKIIIOYAET CTaIUH, B KOTOPBIX: KOMOMHUPYIOT MOHOKJIOHAJIBHOE aHTUTEIIO HITH €T0
AHTUIeHCBS3BIBAIOIINKA  (parMeHT ¢ (apMaLeBTHUECKH TNPHEMIIEMBIM HOCUTENEM  JUIs
NOJIy4eHus (hapMaLleBTHIECKONH KOMITO3ULIUH.

INPUMEPBI

[00138] HM300peTeHre MOXKHO JIydille TIOHSITh B CBETE NMPUBEACHHBIX HIKE MPUMEPOB, HE
HUMEIOLINX OTPaHUUYUTENBHOIO XapaKkTepa.

[00139] IIpumep 1. IlonyyeHne MOHOK/IOHAJBHBIX AHTHTEJ H IpoLeCC
ryMaHU3auuu

[00140] Tpex mbuneit tuanu Balb/c (Janvier Labs) npumuposanu H2N-pEFRHDSGC-
COOH (Eurogentec) (SEQ ID NO: 47) B nonHoMm aabtoBante @peitana (Sigma; r. Cent-Jlyuc,
mrat Muccypu). Ilentuasl monydanu mytem coderaHust nentunoB depes COH-koHuesoi
LIUCTENHOBBIM OCTATOK C AKTHBHPOBAHHBIM MAJIEUMHUIOM albOYMUHOM Oblubeii chiBopoTkH (Life
Technologies; r. Kapncban, mrar KamudopHus) ¢ MCIONb30BaHHEM AOCTYIIHBIX B MPOIAXKE
HabopoB, Takmx kak Habop Imject Maleimide Activated BSA (Pierce, r. Pokdopa, mrar
UnnuHOMC) B COOTBETCTBUN C UHCTPYKIHMSAMH POU3BOAUTENS. MBbIILIEH CTUMYIUPOBAIIHN KaKbIe
nBe Hemenu 100 Mir umm 200 MKkr cBsa3zanHoro ¢ BSA menTwpa, cHauajla B IOJHOM, a 3aTEM
HETNOJTHOM anbtoBaHTe Dpeitana (Sigma).

[00141] ITosryyeHne ruOpUAOMBI H AHTHTE: [T CIMSHUA OTOMPATH MBI C CAMBIM
BBICOKMM CBHIBOPOTOUHBIM THUTPOM, B TO BpeMsI KaK CEJE€3€HKM APYTuX MbIlIEi BbIACIAIN U

3aMOpPaXKUBAJIA B KUAKOM asore. Ha 4-i1 neHp nepen CIusSHUEM WU DKCTPAKLIUEN CEJIe3€HKH
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BCeX MbIlel BHyTpUOpromnHHO crumyirposanu 100 mxr HZN-pEFRHDSGC-COOH (SEQ ID
NO: 47), cesazanHoro ¢ BSA (Merck; r. KenunsBoprt, mrar Heto-/[>xepcu) B coeBoM pacTBope.
Knerku cenezenkn mbimu cnuBanu ¢ kierkamu SP2/0 (ATCC,; r. Manaccac, mrat Bupmkunus)
C TIOMOIIBI0 MOIU(UIIMPOBAHHON mpoueayphl, onucaHHoW B mybsukanuu Kohler u Milstein
(Furo. J. Immunol., 1976; 292-295). I'ubpunomsl BbiceBadan B 30 90-TyHOUYHBIX IUIAHIIETOB U
yepe3 10 prel nposoaunu npsmoit MDA mno 0,5 mxr/nyHka HecssizaHHoro nentuna AB 3pE-40
(AnaSpec; r. ®pumont, mrar Kamudophnus). IlonoxurenpHble KJIETKH TECTHPOBAIH Ha
MEPEKPECTHYI0 PEaKTUBHOCTh (oTcyTcTBHe) ¢ 0,5 MKr/mMyi HaHeceHHoro mentuaa AP1-40
(AnaSpec) u cpa3sy ke CyOKJIOHHPOBAJIH.

[00142] ITocne cnuaHus 17 KIOHOB Jaiy MOJOKUTENbHYIO PEAKLIMIO B MPSMOM aHAIU3E
HUPA ¢ wuenoseueckuM cuHTeTHueckuM nentuaoM AP3pE-40 (SEQ ID NO: 40) #u
3aMOPAYKHBAIN B JKUIKOM a30Te.

[00143] Bce rubpunomsl BbIpaluBajid B MOAU(PULIUPOBAHHON MO crocody JlymbOekko
cpene Urna ¢ noGasnennem 10% deranpHOl Tensubei coiBopoTku (Hyclone, EBpomna), nobasku
HFCS (2%) (Roche; bproccens, benbrust), 2% HT (Sigma), 1 MM nmpysata Hatpust, 2 MM L-
rnyramuHa, neHnnuiuimHa (100 En/mn) u crpenromunmua (50 mr/mun). Bee mponykrsl Obutn
JOCTYITHBI B ITpoaaxke U npuodperens! y komnaanu Life Technologies. Knerku nakyOuposanu B
YBJIAXKHEHHOM BO3AyIIHOM HHKybOaTope ¢ 8% CO,.

[00144] Ipsamoiit UPA pas cenexkuun anturen: MDA aist CkpuHUHTa, UCTIONB3YEMbBIH
i oOHapyKeHus onucaHHbIx Bbilne antuten AP 3pE-40, npeacrasisan coboit mpsmoit MDA ¢
0,5 mxr/mn ceoboaHoro yenosedeckoro nentuaa AR 3pE-40 (SEQ ID NO: 40), HaHOCUMOTO B
teueHne Houu mnpu 4°C Ha TUIOCKONOHHBIE 96-TYHOUHBIE MHUKPOTHUTPALMOHHBIC IJIAHLIETHI
NUNC Maxisorp (Life Technologies) B 50 mxxn/nyHka nokpsiBatotero 0Oydepa (10 MM Tris, 10
MM NaCl u 10 MM NaNj3, pH 8,5).

[00145] Ha crneayromuii neHb TiaHmeTsl OnokupoBanu 75 mxi/nyaka 0,1% kasewHa
(Merck) B PBS B Teuenne 60 MHHYT NpH KOMHATHOW TeMIlepaType IUIsl yMEHbLICHUs
Hecrenn(pUIecKOro CBs3bIBaHMA. 3areM nolaBisii S0 MKI CynepHaTaHTa TUOPHUAOMBI U
uHKyOupoBanu B Tedenne 1 waca mpu 37 °C. Ilocne nMpOMBIBKH CBSI3aHHBIE MOHOKJIOHAJIbHBIC
aHTHTeNa onpenesuid npu nomomu S0 MKJI/TyHKa oOBeubero aHturena k IgG mbmmm,
KOHBIOTHPOBAHHOTO ¢ mepokcuaazoi xpeHa (Amersham-Pharmacia Biotech; Jluttn Yandonr,
Coenunennoe Koponerctso) B Teuenne 1 waca npu 37 °C. Oba peareHTa pa3BOIAWINA B PACTBOPE
0,1% xaseuna/PBS. Ilnanmerst mnpombiBaqn u S50 Mk pactBopa 0,42 MM 3,53'5'-
terpamerundensuanna (Biorad), 0,003% (06./06.) HyO; (Biorad) 8 100 MM TUMOHHON KHCIIOTBI
(Biorad; r. TI'epkynec, mrar Kamudopuus), B kauectBe cyOcrtpara pobapmsumm 100 MM
ruapodocdara Hatpus (pH 4,3) (Biorad). Peakunn mo3Bosisiin npoTekatb MAKCHMYM 15 MHUHYT
Ha WIeliKepe Ui IUIAHIIETOB NPU KOMHATHOH TeMIeparype, IOCie Hero pa3BUTHE OKPACKU
ocraHaBnuBaiu nobasneHueM 50 mka/nmyaka 2 H. HySO4 (Merck), u maHImeTsl CUNTBIBAIH HA
MukporutanietHoM pugepe npu 450 M (Thermomax, Molecular Devices). IlepexpectHyto
PEaKTHBHOCTb BBIOPAHHBIX MOHOKJIOHAJIBHBIX AHTHUTEN C IOJHOPA3MEPHBIM YeJOBEYECKHM

cBoOogHbeM AP 1-40 mccnemosamu meronoM mpsmoro MDA, MASHTUYHBIM CKPUHHHIOBOMY
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aHaJIN3Yy.

[00146] 13 17 peaktuBHbix Kk AP3pE-40 xmoHoB otoGpamn BAMB31 1 nmns
JOTIOTHUTENIBHOTO OIPENENIEHUs] XapaKTePUCTUK HA OCHOBAHUHU a(pPUHHOCTU U CENEKTUBHOCTH
(cp. Ilpumeps! 2 u 3). bei1o onpeneneHo, YTO JAHHOE AHTHTEIO UMEET TSDKENIYIO LIeMb N30THIIA
IgGl u wmpnuHYO Jerkyro kanma-uenb. XoTs MbimmHbE Fc IgGl umeer Bcero 70%
UAEHTUYHOCTH IOCJEOBAaTebHOCTU U 76% CXOACTBA MOCIEA0BATENbHOCTH € MBIIHUHBIM Fc
IgG2a, 3TH M30TUIBI MMEIOT PA3HYI AKTHBHOCTb M OenkoBble mpodumu. Ilo cpaBHEHHIO C
mpirHbIM 1gG2a, Mpimuneii [gG1 nmeer Merbiyio 3¢ dexkTopHyo GyHKIHO MblmuHOTO Fe 1
(YHKIUIO KOMIUIEMEHTa 13-3a OoJiee ciaboro CBS3BIBAHUS ¢ MBIIIUHBIME perentopamu FceyRI,
FcyRIII u FcyRIV u mpmmmaeiM Clq. Cunraercs, 4To U30THN sIBIIsIeTCsl Hanbosee OJU3KUM K
akTUBHOCTH uesoBedeckoro IgG1, mpinuuneii IgG2a cBA3bIBa€TCA C MBILIMHBIMU pPeLENTOpPaMU
FcyRI, FeyRIII u FeyRIV, u mbimuneii Clq, Tem cambiM 0051aiasi akTUBHOCTBIO KOMILJIEMEHTA,
AHTHUTEN03aBUCUMOI KJIeTOYHOH HUTOTOKCHYHOCTU (A3KLI) 1 aHTUTEN03aBUCHMOrO KJIETOYHOTO
¢aronuroza (A3K®D), koTopast MOKET CIIOCOOCTBOBATh YCTPAHEHHUIO OJisitek Af.

[00147] ITocnenoBarenbHOCTD Tspkenon uenu BAMB31 usmensiiu ¢ mpimmunoro IgGl Ha
mpiiiuHbel  IgG2a  ana  nonyuenuss BAMB31 2a.  CoxpaHeHue peakTHMBHOCTH IIOCIHE
KJIOHUpOBaHus V-obnactu noaTeepxaain Merogamu LI1P, onrcaHHBIMU HIXKE.

[00148] IIpouwecc rymanm3amum: wucxogHoe aHtureso BAMB31 2a (mlgG2a)
I'YMaHU3UPOBAIH € UCIOJIB30BAHUEM IPOLeNyphl, aHamorndHoi Singh, et. al. (MAb 2015; 7(4):
778-91), 3a uckmoueaneM CDR-H2, koTOpblii onpenensyii B COOTBETCTBUU C ONPEAETIeHHEM
AbM (Martin, A.C., PNAS 86: 9268-9277, 1989) nns sToii pabotbl. BkpaTie, onpenensomie
komruieMeHTapaoctb  obmactu  (CDR)  uaeHTHOUIMPOBaIM B MBIIIUHBIX — HCXOIHBIX
MOCJIEI0OBATENBHOCTAX.  JTU  [OCJENOBATEIbHOCTH  CPaBHUBAIM C  4eJIOBEYECKUMU
3apOJBILIEBBIMU JIMHUAMH M OTOMPAIN YEThIPE UEJIOBEUYECKHE TSDKENble LENH 3apOABIIIEBOM
JVUHUW M JBa YEJIOBEYECKHX KapKaca JIETKOH LENmH 3apObILIIeBOH JUHHH, B KOTOpbIE OBLIH
npusutbl MblnHble CDR. Yenoseweckue J-cerments! mis VL u VH kaxporo mcxomHoro
aHTHTeNa ObUTH BHIOPAHBI TyTEM CPABHEHMUS MBIIIUHBIX M YEJOBEUECKUX MOCIENOBATEIbHOCTEH
J-cerMeHTOB, UYTOOBI MaKCUMH3UPOBATh WACHTUYHOCTb MOCIENOBAaTEIbHOCTEH. MonekynsapHas
monenb obnactu Fv ucxomnoro MkAT Obuta co3gana B MOE (CCG; r. Monpeans, Kanana) ¢
UCTIOJIB30BAHUEM NAPAMETPOB 1O yMOTUaHH0. [loaydeHHy0 Monenb ucciaenoBanu rpadpudecku
IUTSL OTIPEeNIEHUsI TIOJIOKEHUH KapKaca, KOTOpble MOTEHIMAIbHO BaYKHBI ISl CBSI3bIBAHUS H/HITH
CTa0MIIBHOCTH aHTHTENa. bbutM co3maHbl OMONMOTEKM aHTUTEN, B KOTOPBIX B AOIOJHEHHE K
npuBuTbiM CDR 3TH monokeHus: UMEIOT YeIOBEYECKUE/MBILTHHBIE ABOWYHbIE KOMOMHAaImu. B
OnONMMoTEeKax KaXIYI LEMb ¢ MPUBUTHIMU MBIIHHBIMH CDR COEIUHSIIN ¢ MPOTHUBOIIOIOKHON
MBIIIMHON HCXOAHOH wenbto. Takum o0pa3oM, TONBKO OAHA Lenb ObUTa aJanTHPOBaHA K
YeJI0OBEUECKOMY Kapkacy, a oOpaTHble MyTalMu ObUIM ONpeNeIeHbl HA OCHOBAHWUU CBSI3BIBAHMS
aHTurena. 3ateM rymanusuposaHHble VH u VL oObenuHsAMM ¢ MOJyYeHHEeM KOHEYHBIX aHTHTEII-
KaHAUJaTOB.

[00149] Knonwr 6ubnuoreku skcnpeccuposain B Buae Fab B E. coli u TectupoBanu Ha

CBA3BIBAHUEC C TMNECNTUAOM MOCPECACTBOM UDA u CUTHAJIOB, CpPAaBHUBACMbIX C IIOJIHOCTBIO
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MOJIEKYJIOW MBIIIMHOTO HMCXOJHOrO aHTuTena. il CEeKBEHHPOBAaHHUsS OTOMpAIH CHTHAJIBI
MOJIEKYJI, IEMOHCTPUpYIOIKE CBsi3biBaHHE ¢ Oosee 80% MOJEKYJbl MBIITHHOTO HCXOJHOTO
aHTHUTEeNa. AHATU3UPOBAIN MOCIENOBATENBHOCTH, OTOMPANIM YEIOBEUECKHE aTanTHPOBAHHBIC
TSDKEJIbIE LM W YeJIOBEYECKHE aJalTHPOBAHHBIE JIETKHE LEMu I OOBeNUHEHHs W
SKCIPECCUPOBaJd B  BUAE MOHOKJIOHAJbHbIX  denoBeuecknx aHtuten IgGl.  Bcee
ryMaHu3upoBaHHble napbl VH/VL kakaoro aHTuTeNa 3KCIPECCUPOBAIH, OUUIIATIN U OLIEHUBAIN
Ha TpeIMeT CBSI3bIBAHUS aHTUI€HA, PUCKAa UMMyHOreHHOCTH Epivax in silico, uncna ocTaTKOB,
00paTHO MYTHPOBABIINX B MBIIIHHYIO MTOCJIENOBATENbHOCTD, U OMO(U3NIECKIX CBOHCTB.

[00150] Pe3yabTaThl: 151 COXPAHEHMs CBS3BIBAHHMSI HCXOMHOrO Oenka HeoOXOAMMO
OBUIO OOPAaTHO MYTHPOBATh HEKOTOPBIE OCTATKHM MBIIIMHOHN mocienoBaTenbHOCTH. CoXpaHeHHe
CBSI3bIBAHUS, PUCK UMMyHOTeHHOCTU Epivax in silico n Ouousnyeckue CBOMCTBA HE 3aBUCENU
OT KOJMYECTBA OOPATHBIX MYTALMH K MBIIIWHBIM TOCJIEAOBATENBLHOCTSM, & OT TOrO, B KaKUX
MOJIOXKEHUSAX ~ HAXOAMJHMCHh OOpaTHble MyTallMM B  MBIIUHYIO  IOCIENOBATEIBHOCTb.
PernpesenraTuBHbIE pe3ysbTaThl omnpeneieHus xapakrepuctuk MKAT k HFA, momyueHHble B
JAHHOM aHaJIM3e, MOKa3aHbl B TabnuIax 2 u 3.

[00151] Tab6auua 2. Ilpumepr! pe3ynbTaToB omnpezaeneHus xapakrepuctuk BAMB31 k

HFA
Oo0wee k0.1-BO
0CTATKOB, KoTopble |KomOumHupoBan
o0paTHO MyTHpOBaJi B | Has oueHka o | IX (%
MBIIIHHY IO V-o0sactu | MOHOMep Tonse| Tm1 |Tagg
OO0pa3sen | nmocjienoBaTe/IbHOCTD Epivax a) KD M) [t (°O) | (°O) | (°O)
oT
1.17E-11
Huanazo ot -53,46 1o - o 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 | 67,4 | 69,4
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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BAMB63

98  |3.83E-11| 58,4 | 64,6 | 64,7
0 7 -13,88
BAMB63

97  |1.80E-11| 58,8 | 64,4 | 65,0
1 4 -14,31
BAMBG62

84 |1.83E-11| 54,8 | 62,0627
3 5 31,47

Hcxonnas xumepa uenoseueckoro IgG1 BAMB246

3HaueHus 3a MpeneaMy KelaeMOro JQUana3oHa BbIIEIeHbl sKUPHbIM mpudrom: Obmee
KOJINYE€CTBO OCTATKOB, KOTOPBI OOpPAaTHO MyTHPOBAJIN B MBIIIUHYIO TOCJIEAOBATENBHOCTD >5;
Bbannet pucka no Epivax qis HC u LC > -10; KomOGunnposannbie 6amisl pucka no Epivax > -20;
3nauenns % monHomepa mo 29X <95% kd (1/c) > >1.00E-04; 3nauenuss KD (M) >2.50E-11;
Tonset (°C) <60; Tm1 (°C) <65, Tagg (°C) <65

[00152] CHukeHue pHCKA TNOCTTPAHCIASLMHOHHON MOAU(PUKANUH: HCXOIHOE
AHTHUTENIO W aJanTHPOBAHHBIE K YEJIOBEUECKOMY KapKacy BapHaHThl CONEPKAIM MOTHB C
noctpaHcauuoHHoW moaudukanued neamunuposanreM NG B HCDR2. Jlnsa pernenus: 3Toi
NOTEHIMAJIbHON MpobieMbl ObLIM CO37aHbl OTHENbHble Oubmmoreku mas octatkoB N u G ¢
UCTIOJIB30BAHUEM BBIPOJKIACHHBIX OJIMTOHYKJIEOTHIOB. B pesynbrare ObulM CO3MaHBI HOBBIC
MOCJIEIOBATEIPHOCTH, B KOTOPBIX CIIyYailHBIM 00pa3oM BBOAWIN BCe 20 aMHUHOKHUCIIOT IS
Kaxnoro nojoxenus. Kaxayro OnOMMOTEKy MpOBEpsUIM HA MPEeIMET COXPAHEHUS CBSA3BIBAHMSL
Jns cexBeHMpOBaHUs ObUTM OTOOpaHBI BAPHAHTBHI AHTUTEN, AEMOHCTPHPYIOIINX CBS3bIBAHUE,
No00HOE CBSI3bIBAHUIO MCXOIHBIX MBIIIUHBIX AHTHTEI.

[00153] Pe3yabTaThl: 1OCjIe CEKBEHUPOBAHUS MyTaHThI ¢ 3aMeHamMu ¢ N Ha S u ¢ N Ha
G uMenH COroCTaBUMOE CBSI3BIBAHHE C HCXOAHBIM MyTaHTOM. IlepcniexTiBHbIe BapuanTsl kK HFA
ObUTM KJIOHMPOBaHBI U 3KcrpeccupoBaHbl kak IgGl mukoro tuma (BAMAB674) u IgGl ¢
toueuHbiMu MyTaisivu M37Y, S39T u T41E B obmactu Fc (Hymepauus OCHOBaHa Ha
NOCJIEIOBATENbHOCTAX KOHCTaHTHOW obOnactu Tspkenoil nenu Fc IgGl B GenBank, HOMep
nocryna AEV43323), 6pi1 obo3HaueHn kak +YTE IgGl (BAMB675). UsBecTHO, uTO Takue
MyTanuu nosbImaoT apduaHOCT, K FCRN M yBEenMUMBAIOT MepHON MOJYKU3HH B KPOBOTOKE
(Properties of Human IgGls Engineered for Enhanced Binding to the Neonatal Fc Receptor
(FcRn), Dall’Acqua WF., JBC, 2006). Xapakrepuctuku BAMB674 u BAMBG675 noka3ansl B
Tabnume 3.

[00154] Tab6auua 3. Xapakrepuctuku BAMB674 u BAMB675

CaoiicTBa BAMB674 BAMBG675
Hsotun IgG1 AT +YTE IgGl
FW HC IGHV1-46*03 IGHV1-46*03

B nonoxenusx FW HC HeoOX0oauMbl MBILLIUHBIE
M481, M70L M481, M70L
OCTAaTKH

Vwmeusineaue motusos NG CDR2 HC N55S N55S
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FwW LC IGKV2-30*01 IGKV2-30*01
B nmonoxenun FW LC HeoOXomum MBINTUHBII
V109L V109L

OCTATOK
Vmensmenne motusoB NG CDR1 LC NG—RA NG—RA
KD (nM) 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 93X 97 98
CTaOunpHOCTH TPU BBICOKOW KOHLEHTpALMH >2

>100 mr/mn >100 mMr/mn
HeOeNb

[00155] Ta6auua 3a. TepMocTaOUIBHOCTD

Obpazen Tonset (°C),|Tm1 (°C),|Tagg (°C),|Tonset, Tm1, crann.|Tagg,
CpenH. CpenH. CpenH. CTaH[I. OTKJL|OTKJI. CTaH/. OTKIL
3HAY. 3HAY. 3HAY.

KoHTponsHoe 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] IIpumep 2: UccenoBaHne TepMOCTAOHIBHOCTH
[00157] Hns BapuantoB BAMB31 ¢ aganTupOBaHHBIM HYEJIOBEUYECKHM KapKacoOM
TEPMOCTA0MJIbHOCTD  OLIEHUBAJIM C TOMOIIBIO  HaHOMU(pPEpEeHIINATbHON CKaHUPYOLIEH
¢ayopumerpun (NanoDSF) nns m3mepenuss Haudana Ttemmeparypbl 1uiasieHust (Tonset),
(Tml) wu

nepBOHAaYaIbHOrO OOHapykeHusi arperauun (Tagg). JlaHHBIE AN HEKOTOPHIX BapHUAHTOB

TeMIiepatypsl  mepBoro  (asoBoro mepexoma  IJIABJICHUS TEMIEPATYPBI

npuBeneHsl B Tabmuie 2 (crondier 6-8), Tadbmune 3 (ctpoku 10-12) u Tabamue 3a.
[00158]

MOMOIIBIO aBTOMAaTHYeCKoro mnpubdopa Promeeus. M3mepeHus mnpoBOAST IyTeM 3arpy3Ku

Martepuanabpl u cnocodbl: TepMOCTAOMIBHOCTL 00pasia OmpenessiioT ¢

obpasua B 24-KamWUISIPHYK MaTtpully W3 384-JyHOYHOrO IjiaHmeTra st obOpasuos. s
KQXIOro o0pasua BBITMONHSIOT IOBTOPHbIE w3MepeHus. Ilomb3oBaTenbCkuii  uHTEpdEiic
NanoDSF Melting

SKCIIEPUMEHTAIbHBIX NMAapaMeTPOB aHaM3a. TepMHUECKOe CKaHHUPOBAHHE THUITUYHOrO obpasua

Promeeus (BKITazKa Scan)  wucmomp3yercs UL HACTPOHKH

IgG oxBareiBaer guamaszoH ot 20°C go 95°C co ckopoctbio 1,0 °C/mmH. TunmuuHas

KOHIEeHTpauusi obpa3noB Haxomurcs B auamasoHe ot 0,3 nmo 1 mr/mun. CobGcTBeHHYyRO
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bnyopecueniuto  Mosekysael npu 330 u 350 HM HCHOJB3YIOT Ui OTCJIEKUBAHUS
pa3BOpayMBaHUs BO BpeMsl JMHEMHOrO H3MEHEHHUs TeMIlepaTypbl U PErUCTPUPYIOT B BHIE
U3MEHEHHUs] MHTEHCHUBHOCTH (IyOPECUEHIMH B 3aBUCHMOCTH OT BPEMEHH. JTO HAa3bIBAETCS
pe3yabpTaTaMu TepMudeckoro ckaHupoBanus (Tm). IlapannmenbHo ¢ 3THM, HCHOJB3YS
TEXHOJIOTHIO OOPaTHOTO OTPasKeHUs], MPHOOp ompenenseT Hadano arperauuu (Tagg) B TeueHue
JUHEHHOrO W3MEHeHHWs Temmeparypbl. Takum obOpaszom, wMeron NanoDSF mnossomsier
OJTHOBPEMEHHO HM3MEPHUTh KOH(GOPMAIMOHHYIO U KOJUIOHMAHYIO CTAOMJIBHOCTh NMEPCHEKTHBHBIX
KaHIUAATOB, KOTOpblE YAacCTO OTCIEXKHUBAIOT B KauecTBe I[OKasaTesled JOJrOCpOYHOMN
CTa0MIIBHOCTH 00paslia B Pa3IMYHBIX YCIOBHSX.

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

[00160] [lns mporuHosupoBanusi cBs3biBaHust [ KI'C xmacca Il mcmonb3oBanu
nporpammHoe obecnieuerne EpiMatrix (EpiVax Inc.) nnst mposenenus in silico ananusa V-
obnacreit MKAT k AP 3pE. IIporpammuoe obecrneueHne aHATU3UPYET MOCIENOBATENIbHbIE 9-
Mepbl AMHHOKHUCIIOT JJIST UACHTU(PUKALINN TOTEHIMAJIBHBIX ITOCIEAO0BATEIbHOCTEH CBA3BIBAHMS
HLA «xmacca II. basa naHHeIx BKIIIOWaer HauOojiee pacmpocTpaHeHHbie Tunbl HLA,
OXBAaThIBAIOIINE MPUONM3UTENTbHO 95% dyenosedeckod mnonyssinuu. Ecnu peuenrop HLA
AHTUTEHIIPE3EHTUPYIOIIEH KJIETKU CBSI3bIBAET MENTHUIHBIN arpeTorn, Toraa Apyras CTOpoHa 3TOro
nentuaa (3MUTON) MOXKET CBsA3bIBaTh 3(dexTopHbie T-kneTku wnmm peryistopHble T-kieTku,
YTO, B CBOK Oue€pelb, MOXKET MPUBECTH K CTUMYJSILUU WIH MOAABJICHUI0O UMMYHHOIO OTBETa
npotuB Oenka, Hecymero 5TorT snuron. llporpammuoe obecneueHue reHepupyer Oan
CBSI3BIBAHUS arpeTona, KOTOPBI MOXKET ObITh CKOPPEKTUPOBAH C YYETOM CIPOTHO3HPOBAHHOTO
CBSI3BIBAHUS PETYIATOPHBIX T-KJIeTOK. baymibl HopMannu30BaHbl OTHOCUTEIBHO pazMepa Oeska u
KOJIMYeCcTBA COOBITUH CBSA3BIBAHMS, YTO JaeT BbIXOIHBIC JaHHBIE, YKa3bIBAIOLINE Ha
MPOTHO3UPYEMYI0 HIMMYHOT€HHOCTD OeJKa.

[00161] IIpumep 4. AHAIUTHYECKAS] XAPAKTEPUCTHKA OYHIIEHHBIX MKAT

[00162] KoHuenTpauuio Oenka Al Ka)XIOrO OYHIIEHHOTO MKAT OMpenessuid MyTeM
U3MepeHus: ontudeckoil ruotHoctu npu 280 HM Ha cnektpodoromerpe NanoDropl000 wmmu
MHOTOKaHaJIbHOM  cnektpodoromerpe  Trinean  DropSense96 wu  paccuuTeiBamm €
UCTIONB30BaHUEM  KO3(pQUIMEHTa  HKCTUHKLHH, OCHOBAHHOTO HAa  aMHUHOKHCIOTHOU
MOCJIE0BATENBHOCTH.

[00163] DX-B3XX o4HINEHHBIX aHTUTEN BBIMOJHSIIN, TPOTrOHssE 00pa3lbl HA KOJOHKE
TOSOH TSKgel BioAssist G3SWxI B 0,2 M natpus ¢ocdara, pH 6,8 npu 1 man/mun vHa Waters
Alliance HPLC B teuenne 20 MUHYT. DIr0aT KOHTPOJIHPOBAIN IO MOTJIOMEHUI0 mpu 280 HM.
ITocnenoBaTenbHOCTH MTOKa3aHbl B TaOmMLax 2 u 3.

[00164] IIpumep S. U3MepeHne KHHETHKH CBSA3bIBAHHS U a(pPpuHHOCTH

[00165] TloBepxHocTHBIN masMoHHb pe3onanc (IIIIP) mpencraBnsier coboit mMeTon
Oe3MapKkepHOro OOHAPYKEHUS, WCIMOJNb3YEeMbI I HCCIENOBAaHUS OWOMOJIEKYJISIPHBIX
B3anMozeicTeuil. KOHTpob HEOOMBIINX U3MEHEHUH MacChl Ha MMOBEPXHOCTH CEHCOPA, MPH 3TOM
TAHHBIA TPSIMON aHaNIMU3 CBS3BIBAHHS B PEAJbHOM BPEMEHHM OOECIeuMBAaeT Ka4deCTBEHHBIE U

KOJIMUECTBEHHBbIC JaHHBIE O B3aUMOJEHCTBUH MEXKAy OHOMOJIEKYJaMHU; T.€. OMNpeIeIeHUe
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PABHOBECHBIX KOHCTAHT CBs3bIBaHUs (apPUHHOCT, Kp) U KHHETUYECKUX KOHCTAHT CKOPOCTH
(ka/kq; CKOpOCTBH acconmanny KOMIUIEKCa K; M CKOpOCTh IUCCOLMAIMU KOMIUIeKca Kg). DToT
croco0 MOMKHO HCIIONIB30BAaTh B HCCIIEJOBAHUSIX B3aUMOAEWUCTBHN Oenok-Oenok u Oernok-
HYKJIEMHOBAsI KUCJIOTA, a TAKXKEe B3aUMOJEHCTBUN MeXOy OenkamMHu M MajbIMH MOJeKyjJamu. B
JAHHOM CJIydae HCCIIEOBAIN B3aUMOAEHCTBUS Mexnay 3pE-cneun¢udeckuMu aHTHUTENaMH H
yenoseueckumu nentugamu ABR3pE-40 (SEQ ID NO: 40) mnmun AB3pE-28 (SEQ ID NO: 42),
yenoseueckumu rnentunamu AB1-40 (SEQ ID NO: 41) umun AB1-28 (SEQ ID NO: 43) u
nentugamu AB3pE-28 rpeyna (SEQ ID NO: 45 u 46).

[00166] MaTepuabl u crioco0bl

[00167] ITIIP: Habop mis 3axBata antuten Mbimmu o GE Healthcare ncnons3oBanu as
uccnenoBanus apduanoctu BAMB31 2a (mlgG2a) B orHomennn nentuna AB-3pE-40 (SEQ
ID NO: 40). B xauectBe KOHTponbHbIX aHTuTen Bkioudanu J&JPRD/AB/pE3/1 mlgG2a
(omucannbie B nmybOnukanuu natenra CIITA Ne 2018/0142011) u mE8c mlgG2a (onmucanHble B
US9944696 wu US8679498). HMmMMOOMIM3aLMI0O AHTUMBIIIMHOTO AHTHUTENA  BBIMOJHSIH
MOCPEICTBOM COYETAaHUs C AMUHOTPYNION Ha ceHcopHoM uyurne CMS B COOTBETCTBHH C
NPOTOKOJIOM TIPOU3BOAMTENSI. 3aTeM MpeACTaBisiioliee uHTepec aHtuteno (1 MKr/mn)
3aXBaThIBAIM AHTUMBIIIUHBIM aHTUTENOM a0 ypoBHs 300 RU c¢ nocnenyromeinl HHBEKLUEN
yenoseueckoro nentuna AP 3pE-40 (SEQ ID NO: 40) B pa3nu4sbIX KOHIEeHTpauusx (3,125 HM,
6,25 HM, 12,5 aM, 25 M u 50 HM), pa3BeneHHoro B noasu:xHOM Oydepe (20 MM docdaTtHOTO
oydepa ¢ 2,7 mM KCI, 137 MM NaCl u 0,05% mnoBepXHOCTHO-aKTMBHOrO Bemectsa P20
(Tween™ 20)). IToBepxHOCTb perenepuposain 10 MM rauumHa ruppoxaopuzaom mpu pH 1,7 B
TeueHHe no MeHblied Mepe 180 ¢ m pgononmHuTenpHbIx 60 c¢. B kauecTBe OTpPULIATEIBHOTO
KOHTPOJIsI UCTONIb30Baiu uenosedeckuii nentun AP (1-40) (SEQ ID NO: 41).

[00168] Usmepenuss adppUHHOCTH TPOBOAMIIM C TOMOLIBK ONTHYECKOro OHOCEHCOopa
T200 (Biacore®). Kunernuecknii aHaim3 POBOIMINA B COOTBETCTBHI C MOJIEIBIO CBSI3BIBAHIIS C
anmpokcuManueit 1:1 ¢ momompio mporpammHoro obecneuenns Biacore T200 Evaluation
Software (Bepcus 2.0).

[00169] B nHekoTopeix ciyuasx adp(UHHOCTH CBSI3bIBAHUS M CIIELU(PUIHOCTD MKAT K Af
3pE msmepsimu meronom IITIP, BBIMONHAEMOro ¢ UCHOJIB30BAHUEM PA3JIMYHBIX WHCTPYMEHTOB
(Biacore T200, Biacore 8K wmu MASS-2 (Biacore, Inc.)) u moBepxHOCTell OuOCEHCODA,
COIEpIKALIEr0 aHTUTENA K YEJIOBEUECKOMY WJIM MBIIWHOMY HMMYHOIJIOOYJUHY. AHTHUTENA K
YeJIOBEYECKOMY HJIH MBIIITMHOMY MMMYHOTJIOOYJIMHY KOBAJIEHTHO CBSI3BIBAIN C MOBEPXHOCTBHIO
cercopHbix unnos CM4 mmu CMS5 (GE Healthcare), ncronb3yst HHCTpYKLIUH H3TOTOBUTENS TIO
XUMHH COYETaHHWs ¢ aMuHorpymmoil. IlpencraBmsromue HHTEpEC aHTUTENA 3aXBaTbIBAJIH
CEHCOPHBIM  YHIIOM, COHEp’KaIUM AaHTUTeNa K  4YeJOBEYeCKOMY WM  MBIIIHHOMY
UMMyHOTJI00yIMHY, B KoHUeHTpanuu 300-400 RU ¢ mocnenyrommell HHKEKIUEH NenTHAOB WIN
6enxoB AP (mpumepsr: yenoseueckuii AR 3pE-40 (SEQ ID NO: 40), AP 3pE-28 (SEQ ID NO:
42), pannommsuposannbiii AP 3pE-28 (SEQ ID NO: 44), AB 1-28 (SEQ ID NO: 43), MpInHbIHI
AP 3pE-28 (SEQ ID NO: 46) unn ¢uOpOHEKTHH) B Pa3MUHbIX KOHIEHTpaLUUsIX B OydepHOM

conesoMm pactBope HEPES, conepxkamem 0,005% mnoBepXxHOCTHO-aKTUBHOTO BemiecTBa P20
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(Tween™ 20). [ToBepXHOCTb pereHePUPOBATN MyTEM 2 UMIYJIbCHBIX WHKeKuui 30 Mk 10 MM
Gly pH 1,5 mpu 100 mxn/muH. IlpuBeneHHbIe TaHHBIE PEACTABISIIOT COOOH Pa3HOCTh CHUTHAJA
[IITP mexny MpOTOYHOM STUEMKOMN, COAEep:Kalleil 3aXBaU€HHOE aHTUTENIO U 3TaJOHHOUN STYEHKOM,
HE cozieprKalleil 3aXBa4eHHOro aHTUTeNa. J[OMmoNHUTENBHO MOTPEeNIHOCTh, BHOCHMYO MTPHOOPOM
B CHUTHAJ, YCTPaHSJIM, BbIUWTAasl NaHHbIE NYCTOH HWH)KEKUWU W3 CHTHAJA C BBIYTEHHBIM
STAJIOHHBIM CHUTHaJoM. Eciu mnpuMeHMMO, NaHHBIE aHAIM3MPOBAIH, ANIPOKCUMHPYS (a3bl
acCOIMALNU U AUCCOLMALINH MPHU BCEX KOHIEHTpauusx (riodajbHas almpOKCUMALINS) MOAEIBIO
cBsa3biBaHus 1:1, mcmonw3ys mporpammHoe obecneueHune Biaevaluation (Biacore, Inc.). B
NPOTHBHOM CJIy4ae TaHHbIE OLIEHUBAJIN KaUeCTBEHHO HAa HAIMYHE/OTCYTCTBUE CBSI3bIBAHUS.

[00170] UMMYHOrHCTOXMMHYECKHH AaHAAU3 (PUKCHPOBAHHOIO (OPMAJIMHOM H
3aJIMTOr0 nmapagpmHOM TroJOBHOrO0 MO3ra: sl UMMYHOTHCTOXHMHUECKOTO aHajh3a IMOoCHe
nenapa@UHU3ALMKM M TIOBTOPHOW THUApPATallMd CPE30B MPOBOIUJIM HW3BJICUEHUE AHTHIEHA
MOCPEICTBOM MHKYOAIIMH MHUKPOIPENapaTOB TOJIOBHOIO MO3Ta TPAHCTEHHBIX MBIIIEH B TEUCHHE
10 mMuHyT B MypaBbuHOW kuciaore (70% B AUCTUIUIMPOBAHHOM BOAE) U OJOKHUPOBAIU
AKTUBHOCTb SHIOTEHHOW TNepokcuaasbl ¢ momombio 3% mnepokcuna Bomopoma (DAKO; r.
I'moctpyn, Hanus, S2023). Cpesbl nuakyOupoBanu B Teuenue 1 yaca ¢ BAMB674, BAMB675,
hE8L, R17L, R17, CI-C7, BI12L, aaturenom I wiu anturenom Il (mocnegHue cemMb aHTUTEN
Obun paHee omucanbl B US9944696B2 u US8679498B2) B pa3iauuHBIX KOHLIEHTPALUSIX
(pabouast xoHnenrpamus: 2, 0,1-0,05-0,025 mkr/mi) B pasdaBuresie aHTUTENA ¢ KOMIIOHEHTAMU
cHrkeHust poroBoit okpacku (DAKO, S3022)). ITocne naTeHCHBHON NpOMBIBKH MeueHHoe [1X
yenoseueckoe BropuaHoe antuteno (PI-3000, Vector labs; Bypnunreiim, Kanmugophuus - 1/500 B
pasbasutene anturen (DAKO, S0809)) maHocuiam Ha MUKpOIpenapartel B TedeHHe 1 gaca ¢
NOCJIEAYIOLUIUM XPOMOTE€HHBIM MeueHueM 3,3-nuamuHoOen3unuHoM (DAB) (DAKO, K3468).
MuxkporpenapaTsl MOABEPrajii KOHTPOKPAIIMBAHUI T'€MATOKCHIJIMHOM, NETHAPATHPOBAIN H
NIePEBOMIIN B TIOCTOSIHHBIN Tpenapar myteM 3akirodeHus B Vectamount (H-5000, Vector Labs).

[00171] Pe3ynbTaThl: KHHETUYECKUN aHAIN3 MOHOKJIOHANBHOTO aHTuTena BAMB31 2a
(mIgG2a) noareepaun apdurHOCTD cBA3bIBaHMA ¢ nentuaoM AB3pE-40 (SEQ ID NO: 40). Ilpu
npumMeHennu nentuna AB1-40 genoseka (SEQ ID NO: 41) B koruenTpauusx 1o 50 HM He ObL1o
oOHapyskeHO cBsi3biBaHMs. CeHcorpamMma (KMHETHKa €IMHUYHOIO IMKJIA), JEMOHCTPUPYIOINAs
cesa3biBanne BAMB31 2a (mlgG2a) ¢ nmentunmom AB3pE-40 wemoseka (SEQ ID NO: 40),
npomumocTprpoBada Ha @ur. 1. B kadecTBe MOJeKysn Ansl CPaBHEHHS B OIHOM U TOM K€
ananmu3e onenuBanmu J&JPRD/AB/pE3/1 mlgG2a u mE8c mlgG2a (Pur. 2), a BAMB31 no
cpaBHeHmno ¢ mE8c u J&JPRD/AB/pE3/1 nmponemoncTpuposaino Gonee BBICOKYIO aQpUHHOCTS.
PaBHOBecHast KOHCTaHTa CBsi3bIBaHUsA (apPUHHOCTD, Kp) M KMHETHYECKHE KOHCTAHTBI CKOPOCTH
(ka/kq) mokazanbl B Tabmmue 4.

[00172] Ta6auua 4. Kuneruka J&JPRD/AB/pE3/1, BAMB31 u mE8c mIgGa
Obpazen ka (1/M*c) kd (1/¢c) Kp (mM)

J&JPRD/AB/pE3/1 Cpennee 1.12E+05 9.37E-05 853
(mIgG2a)
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Crang. 1.48E+04 1.53E-05 201
OTKIJL.

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

mE8c Cpennee 3.36E+05 3.20E-05 96

(mIgG2a)
Crang. 1.05E+04 7.27E-06 25
OTKIJL.

[00173] Kunernvecknii ananmu3 MKAT kK HFA BAMB31 (BAMB674 u BAMB675) npu
cHmkenun pucka neamuaupoanus NG CDR2 HC mnokazan coxpaHeHHy ad@uHHOCTB
cs3bBanus ¢ nentunoM AB3pE-28 (SEQ ID NO: 42) no cpaBHEHHIO ¢ HCXOIHBIM aHTUTEIIOM
BAMB31 2a (mlgG2a) u wucxomueiM aHTHTEeIOM BAMB246 (xumepa IgGl denoseka).
PaBHOBecHast KOHCTaHTa CBsi3bIBaHUsA (apPUHHOCTD, Kp) M KMHETHYECKUE KOHCTAHTBI CKOPOCTH
(ka/kq) mokazanbl B Tabmmue S.

[00174] Ilo cpaBHeHHMI0O C paHee ONUCAHHBIMH TI'yMaHM3UpOBaHHbIMH 3pE-
cnenuduaeckumu antureaamu hES8L, R17L, R17, CI-C7, B12L, antutenom I u anturenom 11
(panee ommcanHbiMu B US9944696B2 u US8679498B2), ad¢dUHHOCTH HAHHBIX MOJIEKYJ
BAMB31 x HF A Bbiiile, kak mokasaHo B Tabdjuie 5.

[00175] Tadauna S. Kunernka cesizpiBanus 3pE AP nnsa monexkyn BAMB31 x HFA u
mE8c xk HFA

Obpaszern N ka (1/M*c) kd (1/¢) Kp (tM)
BAMBG675 9 3.24E+06 8.24E-05 25,7
BAMB674 9 3.27E+06 8.32E-05 25,4

BAMB246 (uenoBedyeckoe
XUMEPHOE NCXOAHOE 9 3.53E+06 4.42E-05 12,6
AHTHUTEJIO)
BAMB31 2a (ucxonHsblii
mlgG2a) 1 2.89E+06 7.97E-05 27,5
AnTHTeno | 5 9.86E+05 1.84E-04 228,0
Anrtureno 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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YenoBeyeckoe XUMEPHOE

mES8c

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

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

YenoBeueckue XUMEPHBIC QAHTUTCJIA UMCHOT MbIIINHBIE BapI/Ia6e.]'IbeIe O6.]'IaCTI/I B
KOHCTaHTHOH o0yactu IgG1 uenoseka.

[00176] Ta6namua Sa. CpasHeHne ahpUHHOCTH CBSI3bIBAHUS

Obpazen ka (1/M*c) kd (1/¢c) Kp (M)

BAMB700 2.88E+06 9.86E-06 3.42E-11
BAMB701 3.01E+06 9.47E-05 3.14E-11
BAMB674 3.39E+06 1.36E-04 4.01E-11
BAMBG675 3.74E+06 1.66E-04 443E-11
KontponbHoe MkAT | 4.11E+06 1.56E-04 3.79E-11

Huanaszon konuentpauuii HU-3pE-6era-amuioun ot 0,6 no 4,5 HM

[00177] Bonee Bbicokas apduHHOCTD, U3MepeHHast MeronoM III1P, Takxke mpuBoamiIa K
YIYUIICHUIO CBS3bIBAHUS OJsiliek. BBIMONHSUIM Cepui0 pa3BelNeHUIl TEPBUYHBIX AHTHTEIN
MOCPEICTBOM MMMYHOTHCTOXMMHUYECKOTO aHAJM3a Ha Cpe3ax TOJIOBHOTO MO3ra TPaHCT€HHOU
MbI. Bce aHTHTENa naBany BUAMMOE MeueHHue OJsieKk B KOHLEHTPALMH 2 MKI/MII, XOTS U B
paszHoii crenienu. [Ipu xornentpanuu 0,1 mxr/mn aaturena CI-C7 u R17L He naBanu BUANMOroO
MeueHus! OJIsIIeKk B COOTBETCTBUH ¢ HU3KOH adpduuHOCTBIO, n3mepenHoit meronom IIIP. Ilpu
koHueHntpauun 0,05 mxr/mn BAMB674 u BAMB675 neMOHCTpUpYIOT MeueHHe OJslIeK, B TO
BpeMsl KaKk MeUeHHE OJISIIEeK B JAaHHONW KOHLIEHTPALIMH BH3YaJIbHO OTCYTCTBYET JUISI MOJIEKYJT JUIs
cpapHenust (@ur. 3). [Ipu konuentpaumu 0,025 MKI/MJI BUAUMOE MedeHue OJisiiiek (mo4TH
MOJTHOCTBIO ) OTCYTCTBYET JJIsl BCEX MPOTECTHPOBAHHBIX MOJIEKYJL

[00178] B 3akimroueHHE MOKHO OTMETUTb, UTO JAHHBIE WMMYHOTHUCTOXHMHYECKOIO
aHanmu3a mnonTBepxknaoT aanHble I[P, nemoncTpupyromue Oonee BBICOKYIO adPUHHOCTD
BAMB674 u BAMB675 1o cpaBHEHHIO € MOJIEKYJIaMU JJIs1 CDABHEHUSI.

[00179] BAMB246 (xumepa IgG1 genoseka) u cymectsyromne MKAT Kk HFA BAMB31
(BAMB674 u BAMB675) wumenn >3 norapudma CEeNeKTUBHOCTH IO OTHOLIEHHIO K
BBICOKOTOMOJIOTHYHOMY MbInnHOMY nentuay AP 3pE-28 (SEQ ID NO: 46) u >5 norapudmon
CEeJIEKTUBHOCTH MO OTHOLIeHWI0 K (ubponektnny, nmentuny AP 1-28 (SEQID NO: 43) u
nentuny AP 3pE-28 ¢ paHmoOMM3MpPOBaHHBIMH aMHHOKUCIOTaMH 3-9 (paHIOMU3HPOBAHHBINA
3pE-28) (SEQ ID NO: 44). Pe3ynbTaThl CENEKTUBHOCTH U PABHOBECHAsI KOHCTAHTA CBSI3bIBAHUS
(adpunnOCTD, Kp) M1 KHHETUYECKIE KOHCTAHTBI CKOPOCTH (ky U kg) IIIsI POACTBEHHBIX MENTHAOB
u Oenka rmoka3aHsel B Tanuue 6.

[00180] Tadauua 6. Kuneruka cejekTuBHOTO cBsisbiBaHUST BAMB246 (xumepa IgGl

yenoseka) 1 MKAT kK HFA ¢ poacTBeHHBIMU MHILIEHAMU
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Obpasey llenmuo/6enok ka (1/M*c) kd (1/¢) Ko (M)  Kpamnocmo
CeneKmuHOCm
u
meimuHbd AR 3pE-28  1.02E+04 4.04E-04 3.96E-08 3143
OTCYTCTBHUE CBA3bIBaHUsA 10 1,2 >1.20E-
¢$ubpoHekTHH
MKM 06 >95000
BAMB24
OTCYTCTBHUE CBA3bIBaHUsA 10 1,2 >1.20E-
6 yenoseuecknii AR 1-28
MKM 06 >95000
PangomMusnpoBaHHbI OTCYTCTBHUE CBA3bIBaHUsA 10 1,2 >1.20E-
3pE-28 MKM 06 >95000
meimuHbd AP 3pE-28  7.40E+03 3.38E-04 4.55E-08 1791
OTCYTCTBHUE CBA3bIBaHUsA 10 1,2 >1.20E-
¢$ubpoHekTHH
MKM 06 >47000
BAMBG67
OTCYTCTBHUE CBA3bIBaHUsA 10 1,2 >1.20E-
4 yenoseuecknii AR 1-28
MKM 06 >47000
PangomMusnpoBaHHbI OTCYTCTBHUE CBA3bIBaHUsA 10 1,2 >1.20E-
3pE-28 MKM 06 >47000
meimmuHbd AP 3pE-28  4.68E+03 3.33E-04 7.75E-08 3014
OTCYTCTBHUE CBA3bIBaHUsA 10 1,2 >1.20E-
¢$ubpoHekTHH
MKM 06 >46000
BAMBG67
OTCYTCTBHUE CBA3bIBaHUsA 10 1,2 >1.20E-
5 yenoseuecknii AR 1-28

MKM 06 >46000
PangomMusnpoBaHHbI OTCYTCTBHUE CBA3bIBaHUsA 10 1,2 >1.20E-

3pE-28 MKM 06 >46000

PannomusupoBannsiii 3pE-28 mpencrasnsier coboii uenoseueckuii nentun AP 3pE-28 ¢
PAHAOMU3UPOBAHHBIMH AMUHOKHUCIOTaMH 3-9.

KpatHoctsb cenextuBHOCTH onpenensuiu aeneHneM KD u3 tabnuiet 4 Ha KD 3 Tabmuis

ITpu Kp >1.20E-06 (M) He Obu10 OOHAPYKEHO CBSA3BIBAHHS AHTUI'€HA 10 MAKCUMAJbHON
MPOTECTUPOBAHHOMN KOHUEHTpauuu 1,2 puMkM.

[00181] AddunnocTtu cBszeiBanmst FcRn nmns antutena BAMB31 k HFA na IgGl
mukoro thunma (BAMB674) u m3orune +YTE IgGl (BAMBG675) mnokasansl B Tabmune 7.
Adodunnocte MKAT TYTE (BAMB675) k FcRn uenoBeka 1 sIBAHCKOrO Makaka B ~3 pasa BBILIE
no cpaBHeHutro ¢ IgGl nukoro tuma (BAMB674), koTopoe TpaHCIMPOBAOCh B Oolee
JUTTENbHBIA  TIepuon monyku3Hu aHtutena +YTE B wucciaenoBaHuu  (apMakOKMHETHKH

sIBAHCKOTO Makaka (®Dur. 11).
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[00182] Tadauua 7. Apdunnoctu cs3biBanus FCRn B cpaBHEHNH ¢ MKAT JUKOTO THUIIA
u +YTE IgG1 x HFA

Obpasen FcRn Kp (M)
Kontponpnsiii IgG1 Yenosek 4.43E-07
Kontponpnsiii IgG1 SIBaHCKHI MaKak 4.30E-07

BAMB674 UYenosek 3.49E-07
BAMB674 SBaHCKUI Makak 2.68E-07
BAMB675 UYenosek 1.11E-07
BAMBG675 SBaHCKUI Makak 8.64E-08

3nauerns KD (M) ObLH ycpenHeHbI IO 5-6 HE3aBUCHMBIM ITOBTOPHOCTSIM.

[00183] IHIpumep 6. ConaBuu-UPA s TecTHPOBAHHMS  MepPeKPeCTHOMH
PeaAKTHUBHOCTH

[00184] /{ns BBIOpaHHOrO MOHOKJOHANBHOTO aHTHTeNna K AB3pE BAMB31 onenusanu
nepekpecTHyro peakTuBHOCTh ¢ AB3pE-40 rpesyna (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 CUHTETHYECKUX HENTUIOB. KomOunanuro
BAMB31+JRF/cAB40/28-HRPO  wucnonb3oBaiii il HUCCIEAOBAHUS  MEPEKPECTHOM
peaktuBHocTH ¢ AB1-40 (SEQ ID NO: 41), AB11pE-40 (SEQ ID NO: 49) u AB3pE-40 rpsizyna
(SEQ ID NO: 45), a xomOunaumto BAMB31+JRF/cAB42/26-HRPO wucnonb3oBamm s
uccienoBaHus nepekpectaoii peaktusHocTH ¢ AB1-42 (SEQ ID NO: 48) u AB11pE-42 (SEQ ID
NO: 50). Tectupopanu koHueHTpamuu 10 10000 mr/mot.

[00185] Marepuanbl U cmoco0bl: CTaHAAPTHI PACTBOPSUIH B ITUMETHICYJb(oOKcHIe
(AMCO) (Sigma) B konuentpauuu 0,1 mr/ma u xpanuau npu -80 °C. s mpumenennst B MDA
NenTUAbl IOMONHUTEeNbHO pasBommnu B 0,1% kaszemne B PBS nmo 1 nr/mn. [lnanmersr c
AEBSIHOCTO MIECThIO JIyHKamH (rutaninersl Maxisorb mmss UPA; NUNC) mokpbIBaiu B TeUEHHUE
Houn Tnpu 4°C MoOHOKJOHaNbHbIMU aHTuTedamu BAMB31 1 B xoHuenTpamuu 1,5 MKIr/mi B
nokpeiBaromeM Oydepe. Ha cnenyromuii neHp rutaHmersl npoMbiBanu U Onokuposamn 0,1%
ka3zenHoM B PBS B Teuenue 1-4 yacoB npu koMHaTHOH Temneparype. CTaHnapThl UHKyOUpOBaU
B TeueHue Houu npu 4°C Bmecte ¢ MedeHHbIMU HRPO BTOpUUYHBIMH aHTUTENAMU
(JRF/cAB40/28-HRPO wmu JRF/cAP42/26-HRPO). Tlocne wuHKyOamuu B TeUEHUE HOYU
TUTAHIIETHl MPOMBIBAJIM, & aHAJIM3 MPOBOAMIM C MOMOIIBI0 Habopa cybcrparoB mist EIA ¢
nepekuceio 1 TMB (Biorad) B cOOTBETCTBHY ¢ peKOMEHAALIUSIMH ITPOU3BOAUTEIS.

[00186] Pe3yabTaThi: ObUTO MIOKa3aHO, 4TO BAMB31 umeer celekTUBHOE CBSI3BIBAHUE C
AB3pE-40 (SEQ ID NO: 40) u AB3pE-42 (SEQ ID NO: 51) u He umeer oOHapyKMBaeMOU
NepeKpecTHON peakTuBHOCTH ¢ denosedeckuM AB1-40 (SEQ ID NO: 41), yenoseueckum AB1-
42 (SEQ ID NO: 48), AB3pE-40 rpenyna (SEQ ID NO: 45) u yenoseueckum ABpE11-40 (SEQ
ID NO: 49) u APpE11-42 (SEQ ID NO: 50) B konuentpauusix 10 10 ar/mi (@ur. 4).

[00187] IIpumep 7. HMMYHOrHCTOXMMHMYECKHH aHAJIU3 AJsl HCCIEAOBAHUA

PCAKTHBHOCTH AHTHUTEIA K OJIIIIKAM B TKAHH TOJIOBHOI'0 MO3ra TpaHCFeHHOﬁ MbIIIHN H
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yejioBeka ¢ BA

[00188] PeakTuBHOCTHL aHTHTEN K OJSIIKAM HCCIEAOBAIN Kak B (DUKCHPOBAHHOU
¢dopmanunom u 3anutoii napaduHom (FFPE), Tak 1 B KpHOKOHCEPBUPOBAHHON TKaHU I'OJIOBHOTO
MO3Ta.

[00189] MaTepuaJbl u crioco0bI

[00190] ®uxkcupoBaHHbIi (POPMAJIMHOM U 3AJMTHIA NapaguHOM IOJIOBHOH MO3I:
IUI1 UMMYHOTHCTOXMMHYECKOTO aHaIM3a Iocie aenapaduHU3alud U MOBTOPHOW THIpaTaLlUuH
Cpe30B TMpPOBOAWJIM H3BJIEUEHHE AaHTUT€HA [OCPEICTBOM HWHKYOAllMM MHKPONpPENnapaToB
TOJIOBHOTO MO3ra TPAHCTEHHBIX MbIlel B TeueHne 10 MuHyT B MypaBbuHON kuciore (70% B
IUCTUJUTUPOBAHHON BOJE) U OJIOKMPOBAIN AKTUBHOCTH 3HIOT€HHON MEPOKCHIA3bI C MOMOIIBIO
3% nepexucu Bopopona (DAKO, r. I'mocrpyn, Hanus, S2023). Cpe3sl HHKYOUpOBAIN B TEUEHUE
1 vaca ¢ BAMB246 (xumepa hulgG1l), BAMB674 nuniu BAMB675 (pabovas koHueHTpauus: 4
MKI/MJI B pa3baBUTeNie aHTUTENa C KOMIIOHEHTamMu CHIbkeHus (oHoBol okpacku (DAKO,
S3022)). Ilocme WHTEHCHBHOW NPOMBIBKM HAa MHKPOIpeNnapaTbl HAHOCHIN MeudeHHble 11X
aHTH4enoBeueckoe BropuuHoe antuteno (PI-3000, Vector labs-1/500 B paszOaButene aHTUTEN
(DAKO, S0809)) B Teuenme | waca ¢ MOCIEAYIOIIMM XPOMOTE€HHBIM MEYeHHEM 3,3-
muamunoOensuannoMm  (DAB) (DAKO, K3468).  MukpompenapaTel — IOABEPTaH
KOHTPOKPAIINBAHUIO TE€MATOKCHJIMHOM, MAETHAPATUPOBAIM U TEPEBONMJIA B TMOCTOSIHHBINA
npernapar myrem 3akiarodenus B Vectamount (H-5000, Vector Labs).

[00191] KpuokoHcepBHPOBAHHBIH TOJOBHOH MO3r: 0Opa3lbl TOJIOBHOIO MO3ra
YesoBeka OBICTPO 3aMOpaKMBAJM, HAPE3aJd NMPH MOMOINU Kpuoctata (tonmuHa 20 MKM) U
xpanwd npu -80°C mepen ucnonbp3zoBaHueM. Cpe3bl CYHIWIN MPU KOMHATHOW TeMIiepaType ¢
nocienyoueil Qgukcanneii ¢GopmManruHOM, OJOKHMPOBAHMEM 3HIOTEHHOH nepokcuaasbl 3%
nepokcunoMm Boxopona (DAKO, r. I'moctpyn, Hanwms, S2023) u OnokupoBaHueM B TeueHue 1
gaca B PBS1x+0,3% Triton X-100 u 10% nOopManbHOi1 K03beil ceiBopoTke (DAKO, X0907). Ha
cpe3bl HaHocwiu mnepBuuHoe aHtuteno pE3/16 (2 mkr/mnm B pa3baBurene aHTUTENa C
KOMIIOHeHTaMu cHikeHns (oHoBoi okpacku (DAKO, S3022)) Ha 1 vac. Ilocne nHTEHCUBHON
NIPOMBIBKM MHKpPOIpEenapaTbl MHKYOHMPOBAIN C KOHBIOTHPOBAHHBIM C TEPOKCHIOA30H XpeHa
AHTUMBIIINHBIM BTOpHUHBIM aHTHTENOM (Envision, DAKO, K4000) ¢ nocneayroumm MedeHHeM
xpomoreaHbiM DAB (DAKO, K3468). MukponpenapaTbl MOABEPTaIN KOHTPOKPAIIWBAHHIO
reMaTOKCHJIMHOM, AETHAPATUPOBAIM W 3aKIIOYad B OPraHUYECKYI0 Cpeny AN 3aJIUBKH
(Vectaarm, Vector labs). Busyanmzamuro mnpoBomgwim ¢ moMombo mnpudopa Hamamatsu
Nanoscomer (Hamamatsu Photonics; r. Cusyoka, SInonus).

[00192] Pe3yabTaTsi: peakTiBHOCT BAMB264 (denosedeckast xumepa IgGl), a Takke
BAMB674 u BAMB675 Obuta nponemonctpupoBaHa Ha FFPE TkanM TpaHCT€HHBIX MBbILIEH
(®ur. S5A-5F). bonee Toro, BAMB31 2a (mlgG2a) nponeMOHCTpUpOBaN 3HAYUTENHHOE
MeueHue OJseKk B KPHUOKOHCEPBHPOBAHHOH TKAHHM TOJIOBHOTO Mosra mnpu BA (®ur. 6).
3HAYUTENbHYIO YacTh OJsALIeK, OOHAPYKEHHBIX MpH noMmoiu antutena 4G8, Takxe MOMETHUIH
BAMB31 B 3aMOpOKEHHBIX CPe3ax YeJIOBEUYECKOro rojJoBHOro Mo3ra (®@ur. SA-5F). ++

[00193] IIpumep 8. KoHueHnTpauum AaHTUTe]l B CBHIBOPOTKe IOC/Je BBedeHHS
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TPAHCTE€HHBIM MBILIAM

[00194] HccnenoBanu KOHLIEHTpALMU aHTUTEN B CHIBOPOTKE mocine nedeHuss BAMB31 u
MOJIEKYJION At cpaBHeHUst mESc.

[00195] Martepuanbl U cnmoco0bl: CTapble TPAHCTCHHBIE MBIIIH, 3KCIPECCUPYIOIINE
NOBBLIIIEHHBIE YPOBHHM 4eNoBedecknx mentunoB AP42 u AP40, (Bospact 22-23 wmecsia)
NOJIy4aji OfHY BHYTpHOprommHHYIO (B/0) mabekunto 20 mr/kr mE8c mlgG2a, BAMB31 2a
(mIgG2a) unn anTHTENa M30TUITHYECKOTrO KOHTpoJst mIgG2a (n=5 Ha rpynmy neuenus ). [Tocne
BBEICHUSI aHTHUTEJ LIEJIBHYIO KPOBb COOMpPAN B MPOMEKYTOYHBbIE MOMEHTHI BpeMeHHU (24 u 48
YacoB TIOCJIE BBEICHMs) depe3 OONBIIVIO TOAKOXKHYIHO BEHY M IIOCPEACTBOM IPOKOJA
OpOUTAILHOTO CHUHYCA MPHU yMepIBjieHuH (4 NeHb MOCie BBENEHWS) B MPOOUPKU IJIST B3SATHUS
obpasuoB  MICROVETTE® (100Z wu 300Z, coorBercrBenHo; Sarstedt; r. Hymmranr,
I'epmanns). CoOpaHHYIO ILIeNBbHYIO KPOBb HHKYOMPOBAJIM TPU KOMHATHOM TeMIEpaType B
TeyeHue 1-2 4gacoB, a 3aTeM ueHTpudyruposanu npu 10000 o6/muH B TedueHue 10 MUHYT mpH
4°C nna BbIIENEHHS CHIBOPOTKHM W3 CrycTKa KpoBU. KOHLIEHTpamuy aHTUTEN B CBIBOPOTKE
OTIpeNeNsId C TOMOLIBI0 AJJIOTHI-Crierdrueckoro uMmyHodepmentaoro ananmsa (UDPA).
Jlst 3TOrO0 MIaHImeTh ¢ TIockuM qHoM Nunc MaxiSorp™ (Thermo Scientific; r. Yonrem, mrar
Maccauycerc, CIIIA) mokpsiBajiu B T€YeHHE HOYU 1,5 MKI/MJI MBIITHHOTO MOHOKJIOHAJILHOTO
anturena xk IgG2a(A) (BD Biosciences, r. Can-Xoce, mrar KamudopHus) npu KOMHATHOU
temneparype. CranmapTablie oOpasubl anturen mE8c mlgG2a, BAMB31 2a (mlgG2a) u
mlgG2a M30TUINYECKOr0 KOHTPOJISI TOTOBUJIM MO OTHAENBbHOCTH B KOHLEHTPALMH | MKI/MI B
onokupyromem Oydepe (1% BSA B PBS+0,05% Tween-20) u AOMOJHUTENBHO pa30aBisLid 10
0,1 wr/mn B Onokupyromem Oydepe. Ilocne nmpomsiBku (PBS+0,05% Tween-20) obpasis
Onokupoanu OnokupyromuM OydepoM B TedueHue | Haca mpu KOMHATHOH TeMrieparype. 3ateM
CTaHAApTHl U 00pa3Lbl MPEABAPUTEIBHO Pa3BEACHHON CHIBOPOTKU WHKYOHMPOBAIH B MOKPBITHIX
wianmerax MAXISORP™ B teyenne | yaca npu koMHaTHOH Temmneparype. Ilocne nakyOarmu
oOpa3ma  IUIAHIIETBl  TPOMBIBAIIM HW  WHKyOMpoBasu ¢  apPUHHO  OYHMIICHHBIMU
KOHBIOTUPOBAHHBIMH C  TEPOKCHIA30H KO3bUMH AHTHU-MBIIIMHBIMH  aHTHTenamu 1gG
(cernduunbivu k. Fey mopknacca 2a) B TedeHue | 9aca mpu KOMHATHOH TeMmImeparype.
[InaHmersl mpoMBIBANIM W TPOSIBISIM IMyTeM AO00aBJEHUs B JIYHKHM HaOopa cyOcTparTos
nepokcunassl TMB ms UPA (1-cranuiineiii, Pierce). [IposiBneHne LiBeTa OCTaHABIUBAIN Yepe3
2 muHyTHl IyTeM nobOasneHust 2 H. HySO; B nyHKM M CUMTBIBAHUS TUlaHIIETOB mpu 450 HM ¢
UCTIOJIB30BAHUEM MHOTOPEKUMHOTO TuiaHieTHoro punepa EnVision (Perkin Elmer).

[00196] Pe3yabTaTbl: KOHLEHTPALUU AaHTUTEN B CBIBOPOTKE U3MeEpsIU yepes 24 Jaca, 48
qyacoB W 4 paHA Tocie BHYTpUOprOIMHHOM wuHBeKUMH 20 Mr/kr antutena. CpenHue
KOHIIEHTPALIMM aHTUTEN B CBHIBOPOTKE OBUIM COMOCTaBHUMBIMH uepe3 24 dYaca Iyl BCeX
uccnenosanHbix antuten. Jns BAMB31 2a u aHTuTena u30TUNMYECKOTO KOHTPOJI CHUXKEHUE
KOHIIEHTPALIMN aHTUTENA MPOMCXOIIO TIOCTENIEHHO ¢ T€YeHHEeM BpeMeHH (rpumepHo a0 30%
CHIDKEHMsSI Ha 4 IeHb), B TO BpeMs Kak 1t mE8c MoxHO Opu10 HabmoaaTh SIBHO OoJiee CHIIbHOE
CHIDKEHHE C TEYCHHEM BPEMEHH CO CHIDKEHHEM NMPUMEpHO Ha 97% Ha 4 neHb (Pur. 7).

[00197] B 3akirodyeHue ObLIO TIOKA3aHO pa3inyre B (HapMaKOKHHETUYECKUX MPOPHUITSIX
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nocyie B/0 mabekumu BAMB31 2a u mE8c B MbIIIMHONW MOAENH ¢ OTJIOKEHHEM OJIAIIEK, YTO
yKasbiBaeT Ha Ooyiee MEIJICHHBIN KJIUPEHC mocie JjedeHus anturesom BAMB31 2a mo
cpaBHeHHUIO0 ¢ mESc.

[00198] IIpumep 9: ucciaepoBanusi 3(PPEeKTHBHOCTH JJIHTEIbHOI0 JEYECHHS Ha
TPAHCTE€HHBIX MBIIIHHBIX MOJEJIAX

[00199] DddexkTHBHOCTD CHIKEHUS aMIJIOMIHONH HArpy3KH, a TakKe BJIHMSHHE Ha
MHUKporemMopparuto mnocie jnurenbHoro nedeHuss BAMB31 2a mlgG2a wuccrnepmoBanu Ha
MOJEIN TPAHCTEHHBIX MBILICH.

[00200] Martepuanbl u cnocodbi: TpancreHHbIM Mbimam PDAPP (V717F) (cpenuuii
Bo3pacT 18,3 Mecsiua B Hauane WCCIENOBAHMWS) BBOAWMIIM €XEHEAENbHO B/O O3Bl aHTUTEN
BAMB31 2a (mlgG2a) B no3e 30 mr/kr B TeueHue 12 Henmenb. B skcnepuMeHT BKIFOYAIH
KOHTPOJIBHYIO TPYIIITY, MOJYYAIOIIYI0 HHBEKIHIO aHTUTENIAa H30TUITHIECKOro KoHTposst mIgG2a.
JKMBOTHBIX yMepIIBIIsUTA HAa 7-H JeHb mociie KOHeYHOU B/0 wmHbekimu (cpemuuii Bo3pact 21,1
Mecsilia B KOHIle uccienosanus). Mpimam nposonuiau nepdysuro PBS nmepen cOopom Tkanei.
Jleeoe monymapue (Pppakums 1. runmokamm, ¢Qpakugus  2:  ocTaNibHOW  MO3r  0Oe3
THITITIOKAMIT/MO3KE4Ka/CTBOJIa MO3Ta) TOABEprajd KPUOKOHCEPBAMM JUIsl  JajbHEHIIero
OMOXMMHUYECKOT0 aHaJIN3a, B TO BPEMsI KaK MPaBoe Mmoyuiapue GUKCUPOBAIN B TEUCHHUE HOYHU B
¢dukcarope Ha OCHOBE (hopMaIMHA C TIOCTENYIOIIeH 3aTUBKON napaguHOM U TIOJy4EeHHEM CPE30B
(5 MKM) ¢ IOMOIIBIO MUKPOTOMA.

[00201] [ns OLEHKU BAMSHHUS HA aMUJOMAHYIO HATPY3Ky MOCJE JJIUTEIBHOrO JIEYEHUS
NPOBOAWIN KaKk OHOXMMUYECKHH, TaKk ¥ HMMYHOTHMCTOXUMHUYeCKHMH aHamu3. s
OMOXMMHYECKOT0 aHAIN3a MO3TH TOMOT€HH3HpOBaiH B JensHoMm 5 M ryanunun-HCl n 50 MM
Oydpepa mns skcrpakumm  Tpuc/HClL (100 mr Trkamw/mn Oydepa nis >KCTpakumm) ¢
ucnone3oBaHueM mpodbupok Lysing Matrix Tallprep D (MP Bio). Ilocine romorenmsannu
00pa31pl MOMENIA BO Bpalarolieecss yCTPOUCTBO ¢ (YHKIMEH NepeBOpavyuBaHUs Ha 3 daca
npu KOMHATHOH Ttemmepatype. llepen mnpoBeneHHEM HMMYHOJOTHUYECKHUX aHann3oB MSD
MOJIy4eHHble TOMOreHaThl X paHuiu npu -80 °C.

[00202] Crampmaptel W3 ~ CHHTETHYeCKOro  mentuaa A pacTBOpsuid B
mumerwicynsdpokcune (AMCO) (Sigma) B koHuentpauuu 0,1 mr/min u xpanwm npu -80 °C.
Jlis mpuMeHeHnst B MMMYHOJIOHYECKHX aHann3ax MSD menTuzabl JONONTHUTENBHO Pa3BOANIIH B
0,5 M GuHCI+5 MM Tpuc-HCI - pH 8,0 (10-kpaTHOoe pa3basienue Oydepa s SKCTpakLUU B
0,1% xaseune B PBS). Dkcrpakrer GuHCI pasmopakuBanmu u pasdasmsumm 1: 10 B nensHom
pactBope 0,1% kaszeuna B PBS u nentpudyruposanmu npu 20000 g B Teuenue 20 MunyT nipu 4
°C. CynepHaTaHT BOCCTaHABAWBAAW JJisi TNPUMEHEHUS B aHaiu3ax C3HABUY-MSD ¢
nanbHEeUITUMH pa3seaeHusMu oopasos B 0,5 M GuHCI+5 MM tpuc-HCI - pH 8,0 (10-kpaTHOe
pazbasnenue Oydepa nis sxkcrpakiun B 0,1% kazenne B PBS).

[00203] Crannmaptable 96-myHouHble miaHmeTsl Sector (Meso Scale Discovery; T.
PokBuyu, mrar MapusieH) Ha HOYb HAHOCUJIM MOHOKJIOHAJIBHBIE aHTHTENA B KOHLEHTpauuu 1,5
mkr/mn B PBS mpu temmeparype 4°C. Ha crmemyrommuii NeHb IUIAHIIETHI TPOMBIBAIA U

onoxuposamu 0,1% kazenHom B PBS B TeueHme 2 9acoB mpu KOMHATHOH TeMmmeparype.



66

Cranpmaptel U oOpasubl MHKyOMpoBann B TeueHHe HOuM mpu 4°C ¢ MEYEeHHbIM OWOTHHOM
BTOPUYHBIM aHTHTeJOM. llocie wuHKyOanmum B TeUeHHWE HOYHM IUIAHIIETHl NPOMBIBAIA U
MHKYOUPOBANM CO BTOPUYHBIM PEAreHTOM s BbisiBeHHs (MeuenabiM SULFO-TAG™
CTPENTAaBUANHOM) B TeueHHe 2 4acOB MPHU KOMHATHOW Temriepatype. IlnaHmersr mpombiBaiu u
nobassanu 2x Oydep mmsa cunteiBaHus T, mocie 4ero IUIAHIIEThl CYUTHIBAIA B COOTBETCTBHHU C
pekoMeHpauusMu npousBoauTensi. KoHuentpauun AP onpemensiim ¢ MCIOJIBb30BAaHUEM
CTaHAAPTHONW KPUBOM C YETBIPEXMAPAMETPUYECKON JIOTUCTUYECKON MOJENBI0 C BECOBOM
dyukumeit 1/Y?,

[00204] KomOunanuro anturen JRF/APN/25+4G8-Ou0oTHH  HMCMONB30OBANMMA  AJIS
uccrenoBanus KoHUeHTpaunid AB1-X B roMoreHarax roJloBHOro MO3ra.

[00205] Jlns WMMYHOTMCTOXMMHYECKOTO aHaiu3a I[oclie AenapaguHU3auvdu U
MOBTOPHOW THUApATAIIMU CPE30B NMPOBOAMIIM H3BJIEUEHHE AHTHIE€HAa IOCPEICTBOM HHKyOAammnu
MUKponpemnapaTtos B TedeHne 10 MuHyT B MypaBbuHOH Kuciore (70% B IUCTHIIIIMPOBAHHOU
BOZE) M OJIOKMPOBAJIM AKTUBHOCTb SHAOI€HHOW MEPOKCHIAa3bl C MOMOLIbI 3% Mepokcuaa
Bogopona (DAKO, r. I'moctpyn, Hanus, S2023). Cpe3bl MHKYOHMpOBaJM B TE€YEHHE HOUHU C
OonornHumMpoBaHHbIM aHTHTENOM 4G8 (Biolegend; r. Can-uero, mrar Kammudopuus),
pasBeneHHbIM 1/2000 B pa3baBuTesNe aHTUTEN C KOMIIOHEHTAMU CHUXEHUS (POHOBOH OKPaCKH
(DAKO, S3022). Ilocne WHTEHCHMBHOH NPOMBIBKM Ha MHUKpPOIpENapaTbl HAHOCHIU
crpenrasuauH-I11X (PK6100 Elite, Vector labs) B Teuenue 30 MHHYT C MOCIEAYIOIIUM
XPOMOT€HHBbIM MeueHueM 3,3-nuamunodensunuHoM (DAB) (DAKO, K3468). Mukponpenaparsl
NOJBEPraii  KOHTPOKPAIIMBAHUIO TE€MATOKCHIIMHOM, IEeTUAPATHPOBAINM W TEPEBOAMIN B
NIOCTOSIHHBIN Mpernapat nyTeM 3akmoueHust B Vectamount (H-5000, Vector Labs). M300paxkenus
(20x) momywyamu ¢ momouiplo ckanepa NanoZoomer mast MukporpenaparoB (Hamamatsu
Photonics) n amanmsuposanu ¢ nomomneio Matlab/Phaedra. Ilpencrasnsromue uarepec o0nacTu
(ITMO) onpenensuin Bpyunyto B coorBercTBUU ¢ ALAS Franklin and Paxinos (Franklin KB,
Paxinos G. Mouse brain in stereotaxic coordinates. Waltham: Academic Press; 1997) u nns
kaxnoii IIMO paccuuThiBaiM NPOLEHTHYIO OO0 IUIomaau, MedeHHoi DAB, or olmei
TUTOLIAHL.

[00206] [dns OLEHKH BIHUSHUA HAa MHUKPOT€MOPPArvI0 BBIIOJHSJIW OKpallMBaHUE MO
Ilepncy. Bkparue, 3anutbie mapaduHOM cpe3bl TKaHU 00OpabaTbIBaiu KHCIBIM PacTBOPOM
¢depporLmannia B COOTBETCTBHH € IIPOTOKOJIOM, OITUCAHHBIM HIKE. IOH TPEXBaJIEHTHOTO JKee3a
(Fe3+), mpucyTcTByrOIUil B MHUKPOKPOBOM3JIMSHUSX, COCOUHSETCA C (PEeppOLMAHUIOM, HTO
NPUBOIUT K OOpa30BaHMIO CHUHETr0 INMUIMEHTA, Ha3blBaeMoro OepiuHCKON na3ypero. Ilocne
nenapaUHU3ALNN U TOBTOPHON THIpaTaliy cpe3bl HHKyOuposamu 30 MuHyT B cMecHu 1/1 2%
deppormannna kamus (Sigma-Aldrich) u 2% nensHoit conmsiHo#t kmcnotel (Sigma-Aldrich).
ITocne TPEexXKpaTHOrO MPOMBIBKM MHKPOIPENApaToB B AMCTHJIIMPOBAHHON BOJIE MPOBOAMIIH
KOHTPOKpAIIMBaHUE SACPHBIM OBbICTPBIM  KpacHbIM  (Sigma-Aldrich) ¢ mocnepyromum
NPOMBIBAaHHEM B JHUCTHJIMPOBAHHOW BOZE, NErHApaTalned W 3aKIIFOYEHHEM B MOHTHUPYIOLIYIO
cpeny (Vectaarm, Vector Labs). Busyanuzanuio NOpoBOAWIM ¢ TIOMOINBIO CKaHepa HJist

mukponpenapatos NanoZoomer (Hamamatsu Photonics). KomudecTBo mNOJOXKHUTENBHBIX IO
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ITepncy KIETOK OKOJIO MO3TOBBIX 000JIOUEK OACUUTHIBAIN BPYUHYIO.

[00207] PesyabTaThl: B 11es10M, HAOMOAAIH HEOOIBIIOE KOJIUIECTBO MUKPOTEMOpPParu,
HaOJII0TaeMBIX Ha UCXOIHOM YPOBHE, TPYIIAX M30TUITNYECKOTrO KOHTpos U jeueHuss BAMB3 1
(®ur. 8). buoxumudeckuii anamu3 nokasaj cHrkeHue Ha 34% (p < 0,0001) nns BAMB31 2a no
CPAaBHEHHIO C AHTHUTEJIOM M30THUITUYECKOTO KOHTPOJIS IJIsl KOHLEHTpanuid AB1-x B rummokame
(®ur. 9). Kpome TOoro, UMMyHOTHCTOXUMHUECKUH aHau3 ¢ anTurenoM 4G8 mokasa CHIKEHHE
Ha 23% (p < 0,0001) u 37% (p < 0,001) 1o cpaBHEHUIO C AHTUTEJIOM HU30TUITUYECKOTO KOHTPOJIS
I TUIIIIOKAaMIIa U KOPbl, COOTBETCTBEHHO.

[00208] B 3axmouenue, 3()PEeKTUBHOCTh CHIDKEHUS aMUJIOWAHOW HArpy3KH Oblia
IPOEMOHCTPUPOBAHA O€3 YBEIMYEHHs YaCTOTbl MHUKPOKPOBOMBJIMSHUN TOCHE IIUTEIbHBIX
BHYTPUOPIOIUHHBIX UHbeKUUH BAMB31 Ha MBIIINHOW MOJENU C OTJOXEHHEM OJISIIIEeK, UTO
yKa3bIBaeT Ha OJAronpusATHOE COOTHOIEHHE 3(P(PEKTUBHOCTH U TOKCUYHOCTH TMOCTE JICUSHHS
anturenom BAMB31.

[00209] ITpumep 10: papmakoxkuHeTnka MKAT k HFA BAMB31

[00210] dapmakokunetuky MKAT k HFA BAMB31 kax uzoruna IgGl nukoro tuma
(BAMB674) u +YTE IgGl (BAMBG675) oueHuBanu Ha SIBAHCKHX MAaKakax Ui IPSIMOTO
CPaBHEHHMsI CBOMCTB B Nepu(pepuIecKoM KpOBOOOPAIEHUH U B TOJIOBHOM MO3TE.

[00211] MaTepuaJjibl B C1OCOObI: B KAKAYIO TPYIIY BBOAMIIHU IO TPU KUBOTHBIX B 103€
25 ™r/kr BHYTpUBEHHOH (B/B) OONIOCHOW HMHBEKIUH KKIOTO MKAT M OTOMpanmu oOpasLbl
CBIBOPOTKH B TEUEHHE S-HeNeqbHOro nepuoaa. TpeM HOMOJHUTENbHBIM 00e3bsHaM BBOIUIH 25
MT/KT B/B OOJIFOCHO KaJKIOTO MKAT Ha 6-i Hezlene U OTOMpaii TKaHb TOJIOBHOTO MO3Ta B KaXKIOU
rpynmbl Ha 7-i u 42-i neHb nociie BBeAeHus. Bcero oOpasiibl TOJIOBHOTO MO3Ta COOMpAIH Y TPeX
SIBAHCKMX Makak Ha 7 U 42 CyTKH I KaXKIOH MOJIEKYJIbL.

[00212] Ananu3bl BO3AECHCTBUSA JIEKapCTBEHHOTO cpenctea 1t BAMB674 u BAMB675
U3 CBIBOPOTKH KPOBH SIBAHCKMX MakKak /7 Vivo W OOpa3sLioB TKaHU T'OJIOBHOTO MO3ra ObUIH
BBITOJIHEHBI C UCIOIb30BAHNEM UHINBUAYAJIbHBIX NOAXOSAIINX 3JIEKTPOXEMUITIOMUHECLIEHTHBIX
ummyHoaHann3oB (ECLIA) ¢ onpeneneHneM KOHeUHBIX Touek Ha Sector Imager S600 ot Meso
Scale Discovery (MSD). [y Kaxmoro u3 COEAWHEHUH M MAaTPHUIL NMPUMEHSIN OAWH (opMmar
aHamu3a, YTO MPHUBOAWIO K TOJYYEHHIO YeTbIPEX HE3aBHCHUMBIX CIIOCOOOB H3MEpEHUs
skcno3unuu. Popmar ONMUCaH HWKE. COSNUHEHHs MKAT 3aXBaThIBAIM M OOHAPYKUBAIU C
MOMOIIBI) MBIIUHOTO MKAT, crenuduyeckoro k uenoBedeckomy Fc (momen CH2). [{ns
mpernapara TKaHU TOJIOBHOTO MO3ra IMOJNydyajid T[OMOIeHaT IyTeM KpHOIyJbBepu3alnuu
3aMOpPOKEHHONW TKaHU U pa3dasieHust OypepHbiM pacTBOpoM. KoHueHTpamuio Oeika B TKaHH
NpOBEpsUIM U HOMHUHAIM30BalId ¢ nomouplo aHanuza BCA ¢ mosnydyeHueM KOHEUHOM
KOHLIEHTpALUH OeNKa, UCTIONb3yeMol B crioco0e. Perpeccuio MCXOAHBIX AaHHBIX BBIMTOJHSUIA B
nporpaMMHOM obecriedeHnn Watson LIMS ¢ wcmonbp3oBaHUEM JIOTUCTHYECKOH Moaenu ¢ 5
napamMerpamMu (aBTOMATHYECKas OLEHKA) ammpoOKCHMAalH C B3BELIMBAHWEM CTaHIAPTHOU
kpuBoi 1/Y2.

[00213] [ByxkommapT™meHTHast (LeHTpanbHbIN (V) U TKaHeBbld (V1) KOMIApTMEHTHI)

¢bapmakokuHernueckast (PK) Monens ¢ BHyTpUBEHHBIM (B/B) BBEIEHHEM (BBEA.) B LICHTPAJIbHBIN
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KOMITAPTMEHT, MEXKKOMIAapTMEHTHbIM kiupeHcoM (Q) wu  smHeiHbM  kiupeHcom (CL)
ucnonns3oBajiach s onpenenenus OK xapakrepuctuxk BAMB674 u BAMBO675 y siBaHCKUX
MakakoB. Ha ®@ur. 10 npeacrasieHa cxeMa MOJEIH.

[00214] PesyabTaThl: BBMUCIAIM TEPMHHAJIBHBIA MEPUON MONYXU3HH AJIs1 KAXKAOTO
aHTUTEeNa, Kak mnokasaHo Ha Pur. 11, BMecTe ¢ AaHHBIMM [JIs1 SBAHCKUX MAKaKOB H
anmnpokcumanueit 2-komnaptmertaoit monenu. M3orun +YTE IgG1 (BAMBG675) nokasan ~ 1,6-
KpaTHOE yBeJlW4YeHHe Mepuoja MOJNYKU3HU MO cpaBHeHMIO ¢ usotunom IgGl nuxoro tuma
(BAMBG674). D10 cBsizaHo ¢ ~3 kpaTHbIM nobiieHueM adgdurnoctu k FcRn m3oruna +YTE
(BAMBG675) no cpaBrennto ¢ MKAT IgG1 mukoro tuna (BAMBG674), npuBeneHHbIM B TaOJHIIE
5.

[00215] YpoBHHM JHM3aTa rOJOBHOTO MO3Ta B Pa3HBIX OOJNACTSIX M MEXKAY MKAT Ha 7-i
J€Hb OJUHAKOBBI, HO TONBKO YTE MKAT CHEM3MEHHO OOHApY:KMBAETCS B OOJACTSIX TOJIOBHOTO
MO3ra U JKUBOTHBIX Ha 42-i1 neHb. Pesyibrarsl mokasanel Ha Pur. 12. D10 cornacyercs ¢
yBenuueHneM skcrno3un +Y TE MKAT B Oonee mo3gHre MOMEHTHI BPEMEHH.

[00216] IIpu onmucanny HACTOSIIETO U300OPETEHHSI U BAPUAHTOB €r0 OCYIECTBIICHHUS JJIsI
SICHOCTH MCIIOJIb3YeTCsl KOHKpeTHast TepMuHosorusi. OnHako n3o0peTeHue He OrpaHu4YMBaETCS
KOHKPETHOH BBIOpaHHOHW TepMmuHOsorneil. CrenuanyucT B JaHHOH OONACTH TEXHHKH MPHU3HAET,
YTO MOTYT OBITH HCIOJB30BAHbI JPYIHE SKBHBAJIEHTHbIE KOMIIOHEHTHI M JIPyrHe CIIOCOOBI,
pa3paboranHble 0€3 OTXOma OT OOMIMX MOHSTHH HACTOSIIEro u3o0pereHus. Bce ccbuikw,
NPOLMTHPOBAHHBIE B IFOOBIX MECTAaX HACTOSLIETO OMMCAHUS, BKJIIOUEHBI B HACTOSALINHA JOKYMEHT
NyTEM CCBUTKHM, Kak eciu Obl Kakdas M3 HUX BKJIKOYANAaCh B HACTOSAIIMNA JOKYMEHT

HHAWBUAYAJBHO.
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DOOPMYVYJIA U30BPETEHUA

1. BrineneHHOE MOHOKJIOHAJIbHOE aHTUTEJIO WJIM €r0 aHTHTeHCBS3BIBAIOINN (PparMeHT,
colepskaliee OMPEeNessIoIy0 KOMIUIeMeHTapHOCTh oOnacte 1 Tskenoit nemm (HCDRI1),
HCDR2, HCDR3, onpenpemnsiroimyro KoMruieMeHTapHOCTh 0o0nacth 1 nerkoit wenm (LCDR1),
LCDR2 u LCDR3, umeromue NoJUNENTUAHbBIE TTOCIET0BATEIbHOCTH:

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. SEQID NO: 56,7, 3, 4, 5, u 6, COOTBETCTBEHHO;

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

1. SEQ ID NO: 1, 58, 3, 4, 5, u 6, COOTBETCTBEHHO, HJIH

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

I7Ie aHTHTEJIO WM €r0 aHTUTEHCBSI3bIBAKOINI (PparmMeHT cnenuduuecku cBs3biBaeT 3pE
Ab, npeanouruTenbHo yenoseyeckuii 3pE Ab.

2. BbieneHHOe MOHOKJIOHAJIbHOE aHTHUTENIO WM €r0 aHTUT€HCBSI3bIBAIOIINN ()parMeHT
no m 1, conmepxkaimee BapuaOeNbHYIO OOJACTh TSIKENIOW LENMU, MMEIOIYI0 MOJUTIEHTHIHYIO
MOCJIEIOBATEIbHOCTD, KOTOpasi Mo MeHbIel Mepe Ha 95% uaentnuna SEQ ID NO: 9, 11, 13, 15,
16, 17, 19, 20, wnu 21, unn BapuabenbHyr0 00JACTh JIETKOU LEMH, UMEIOIIYIO MOJUMENTHAHYIO
MOCJIEIOBATEIbHOCTD, KOTOpasi Mo MeHbine Mepe Ha 95% uaentuuna SEQ ID NO: 10, 12, 14,
18, 22, 53, unm 55.

3. BbimeneHHOe MOHOKJIOHAJbHOE aHTHUTEJIO WM €r0 aHTHIEeHCBS3BIBAIOINUN (PparMeHT
no 1. 1, conepxkatuee:

a. BapualenbHYIO  OONaCTh  TSDKEJNOH — IenM, HMMEIIIYK  MOJUIMENTHIHYIO
nocnenoBarenbHocTe SEQ ID NO: 21, u BapuabenbHy0 00JAaCTh JIETKOH LEMH, UMEIOIIYIO
MOJMMENTUAHYIO ntocienoBarenbHocTh SEQ ID NO: 22;

b. BapuabenpHyr0  OONACTh  TSKENOH  LENMM, HMEIOLIYI  MOJUNENTHAHYIO
nocnenosarenbHocTe SEQ ID NO: 9, u BapuabenbHyro 007acTh JIETKOH IEMH, HMEIOIIYIO
noyMnenTuanyio nocienosarenbHocts SEQ ID NO: 10;

c. BapualenbHyI0  00JacTp  TSDKEJIOH  IENH, HMMEIOIIYI  MOJUIMENTHIHYIO
nocnenoBarenbHocTe SEQ ID NO: 11, u BapuabenbHy0 00JaCTh JIETKOH LEMH, UMEIOIIYIO
MONUMENTUAHYIO nocienosarenbHocTh SEQ ID NO: 12

d. BapmabenmpHyr0  00jacTb  TSDKENOW — LEMH, WMEIOINYI0  IOJUIMENTHIHYIO
nocnenosarenbHocTe SEQ ID NO: 13, u BapuabenbHy0 00JaCTh JIETKOH LEMH, UMEIOIYIO
noNMNenTUARYIo nocienosarenbHocTh SEQ ID NO: 14;
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e. BapualejpHYy0  00JacTh  TSDKENOW — IeNH,  HMEROIIYIO

nocienosarenbHocts SEQ ID NO: 15, u BapuabenpHyr0 00J1aCTh JIETKOH
noNMNenTUARYIo nocienosarenbHocTh SEQ ID NO: 14;

f.  BapuabGenpHyr0  00JacTb  TSDKENOM  LENMH,  HUMEIOINYIO

nocienosarenbHocts SEQ ID NO: 16, u BapuabenpHyr0 00J1aCTh JIETKOM
noNMNenTUARYIo nocienosarenbHocTh SEQ ID NO: 14;

g BapualenbHYI0  O0NacTb  TSDKEJNOM  LeMH,  HMMEIOLIYIO

nocienosarenbHocts SEQ ID NO: 20, u BapuabenpHy0 00J1aCTh JIETKOM
noNMNenTUARYIo nocienosarenbHocTh SEQ ID NO: 14;

h. BapmabenpHyr0O  OOJNACTh  TSDKENIOHW  LEMH,  UMEIOIIYIO
nocienosarenbHocts SEQ ID NO: 17, u BapuabenpHy0 00J1aCTh JIETKOM
noyMnenTuanyio nocienosarenbHocts SEQ ID NO: 18;

1. BapmalenpHYHO  OOJACTh  TSDKENOHW  LEMH,  HMEIOIIYIO
nocaenosarenbHocts SEQ ID NO: 19, u BapuabenpHyr0 00J1aCTh JIETKOH
MONUMENTHAHYIO nocnenosarenbHocTh SEQ ID NO: 18

j.  BapwalejbHYyI0  OOJACTh  TSDKENOHW  [emu,  HMEHOIIYIO
nocienosarenbHocts SEQ ID NO: 21, u BapuabenpHyr0 00J1aCTh JIETKOM
nonunenTuanyio nocienosarenbHocTh SEQ ID NO: 53; nnn

k.

nocienosarenbHocts SEQ ID NO: 21, u BapuabenpHyr0 00J1aCTh JIETKOM

BapuabenpHyr0  00JacTh  TSDKEJIOH — LenmH,  UMENOIIYIO

NOJNUNENTUIHYIO nocienoBaTenbHocTe SEQ ID NO: 55.

MOJIMIENTUAHY IO

LeNH, UMEIOLIYIO

MOJIMIENTUAHY IO

LeNH, UMEIOLIYIO

MOJIMIENTUAHY IO

LeNH, UMEIOLIYIO

MOJIMIENTUAHY IO

LeNH, UMEIOLIYIO

MOJIMIENTUAHY IO

LEeNH, HUMEIOLIYIO

MOJIMIENTUAHY IO

LEeNH, HUMEIOLIYIO

MOJIMIENTUAHY IO

LEeNH, HUMEIOLIYIO

4. BeigeneHHOE MOHOKJIOHAJIBHOE aHTHUTENO WJIM €r0 aHTUT€HCBS3BIBAIOIIMN (PparMeHT

no modomy w3 mm. 1-3, B KOTOPOM AaHTUTENO WM €r0 aHTUTEHCBS3bIBAOLINI (parMeHT

ABJKICTCA XUMEPHDBIM.

5. BelmeneHHOE MOHOKJIOHAJIbHOE aHTUTENIO WJIM €r0 aHTHIE€HCBSI3bIBAIOIIUN (hparMeHT

no modoMmy w3 mm. 1-4, B KOTOPOM AaHTUTENO WM €r0 aHTUTEHCBS3bIBAOLINI (parMeHT

ABJIACTCA YCJIOBCUCCKUM UJIU TYMAHU3HUPOBAHHBIM.

6. BeiaeneHHOEe MOHOKJIOHAJIBHOE aHTUTENO, COAepIKalLiee:

a. aMUHOKHCJIOTHYIO TIOCJIEIOBATEIBbHOCTD TsKeNon 1enu, Brmovarouyro SEQ ID NO:

37, 1 aMUHOKHCIIOTHYIO TIOCJIEAOBATENBHOCTD JIETKOH 1ienu, Bmodaroiyo SEQ ID NO: 38;

b. aMHUHOKHUCIIOTHYIO MOCJIEAOBATEILHOCTD TsDKENOH 1ieny, Brirovarmy SEQ ID NO:

39, ¥ aMUHOKHCIIOTHYIO TIOCJIEA0OBATENBHOCTD JIETKOH 1ieny, Bkmodaroimyo SEQ ID NO: 38;

C. aMUHOKHCJIOTHYIO TOCJIENOBATEIBbHOCTD TsKeNon 1enu, Bxmovarouyro SEQ ID NO:

37, 1 aMUHOKHCIIOTHYIO TOCJIEIOBATENBHOCTh JIErKOH 1enu, Bkiroudaromy SEQ ID NO: 52;

50)041

d. aMUHOKHCJIOTHYIO TOCENOBATENbHOCTh TsDKENoN Hernu, Bkmodaroyo SEQ ID NO:

39, 1 aMUHOKHCIIOTHYIO TIOCJIEA0BATENBHOCTD JIETKOH 1enu, Brirouarmyo SEQ ID NO: 54,

7. BbII[eJ'IeHHaﬂ HYKJICMHOBAsA KUCJIOTA, KOAUPYHOLIasd MOHOKJIOHAJIbBHOC aHTUTECIO WJIHU

€r0 aHTUTEHCBS3bIBAOIUHN (PparMeHT o oMy u3 nm. 1-6.

8. BexTop, coaep:xauii BbIAEJECHHYIO HYKJIEUHOBYIO KUCJIOTY MO 1. 7.
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9. KneTka-xo3s1MH, coaep:kaiiasi BEKTOp 1o 1. 8.

10. ®apmanesTyeCckass KOMIO3ULIUSA, COAEPKALLAsT MOHOKJIOHAJIBHOE aHTUTENIO WIH €r0
AHTUTeHCBS3BIBAIOIINK (hparMeHT mo modoMmy u3 mm. 1-6 u ¢apManeBTHUECKH NMPUEMIIEMBbIH
HOCUTETIb.

11. Cnmocob ne4yeHHsT NATOJNOTUYECKOTO COCTOSIHUS, CBS3aHHOTO C OOpa3oBaHUEM
Onsimek, comepskammux OeTa-aMIJIONIHBIN OeNIOK, Y HYKIAIIIerocss B 3TOM CyObeKTa, mpuueM
CHOCO0 BKJIFOUAET BBEIEHUE HYKAAIOIEMYCS B 3TOM CYOBEKTY MOHOKJIOHAJIBHOTO aHTHTENA WIIH
€ro aHTUTeHCBs3bIBAIOLIEro (parmMeHTa mo JjroboMy u3 mm. 1-6 wminm dapManeBTHUECKON
KOMITO3ULMH 1o 1. 10.

12. Cnocod® mo m. 11, B KOTOPOM MAaTOJIOTHYECKOE COCTOSTHHE MPENCTaBIsieT COOOM
Oone3Hb Anblreiimepa.

13. Cnoco6 mo m. 11, B KOTOPOM NATOJIOTUYECKOE COCTOSIHME BBIOPAHO M3 TPYMIIBL,
COCTOSALIEH U3 NEMEHINH, CBA3aHHOU ¢ Tpucomuel 21 (cuaapom JlayHa), Oonesnu nuddy3HbIx
tenen JleBn, MHO3MTA C BKIIOYEHUSMH, LepeOpajbHON aMWJIOHWAHOM AaHTHONATHH |
HACJIEZICTBEHHOMU LiepeOpalibHOI reMopparuu ¢ ammionno3om rojuianackoro tamna (HCHWA-D -
aHri.: hereditary cerebral hemorrhage with amyloidosis of the Dutch-type).

14. Cnocob6 ymeHblieHHst OJsiliek, CBA3aHHBIX C OONE3HBIO AJbLrenMepa, y
HY>KIAIOLIETroCs B 3TOM CYObeKTa, MPUYeM Criocod BKIIOYAET BBEACHUE HYKIAKOLIEMYCsl B STOM
CyOBEKTY MOHOKJIOHAJIbHOTO aHTUTEJA WM €r0 aHTUT€HCBSA3BIBAIOIIETO (PparMeHTa 1o JodomMy
u3 . 1-6 nmm papManeBTHUECKON KOMIO3HLWY 110 1. 10.

15. Cnoco0 mnpenoTBpalneHus aKTHUBHOCTH Hykjeaumu Ossmek 3pE Ay
HY>KIAIOLIETroCs B 3TOM CYObeKTa, MPUYeM Criocod BKIIOYAET BBEACHUE HYKIAKOLIEMYCsl B STOM
CyOBEKTY MOHOKJIOHAJIbHOTO aHTUTEJA WM €r0 aHTUT€HCBSA3BIBAIOIIETO (PparMeHTa 1o JodomMy
u3 . 1-6 nmm papManeBTHUECKON KOMIO3HLWY 110 1. 10.

16. Crioco® monyueHHss MOHOKJIOHAJBHOTO aHTUTENA WM €r0 aHTHIE€HCBSI3bIBAIOLIETO
¢parmenta no moOoMy w3 mm. 1-6, BKIIOHWAOIIMH KYJbTHBHPOBAHHUE KIIETKH, COAEpIKalleh
HYKJIEMHOBYIO  KHCJIOTYy,  KOJUPYIOLIYIO  MOHOKJIOHQJbHOE  AHTUTENO WA  €ro
AHTUTeHCBS3BIBAIOIINN (PPArMeHT, B YCIOBUSAX ISl TIOTYyUEHUs] MOHOKJIOHAJIBHOTO aHTHUTEINA WU
€ro  aHTUTCHCBS3BIBAIOINETO  (parMeHTa, W  BBIACJICHHE  AHTHTENAa  WIH  €ro
AHTUTEHCBS3BIBAIOIETO (hparMeHTa.

17.  Cmnocobd  monydeHus  (papMaLleBTHUECKON  KOMIIO3WIWHM,  Conmep:kameit
MOHOKJIOHAJIbHOE aHTHUTENIO MJIM €r0 aHTHI€HCBSI3bIBAOLINI (parMeHT mo Jrodomy u3 mm. 1-6,
OpU 3TOM C€rocod BKIIOYAET KOMOMHHUPOBAaHHE MOHOKJIOHAJIBHOIO AaHTUTENAa WIH  €ro
AHTUIeHCBS3BbIBAIOIIEr0 (parMeHTa ¢ (apMaLeBTHUECKH MPHUEMJIEMbIM HOCHTENEM  JUIs
NOJIy4eHus (hapMaLleBTHIECKONH KOMITO3ULIUH.

ITo noBepenHocTn
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1. claims: 6(completely); 1-5, 7-17(partially)

an antibody of antigen-binding fragment thereof that
specifically binds 3pE-Abeta, wherein the antibody or
fragment thereof comprises the heavy and light chain CDR
sequences with SEQ ID No

1, 2, 3, 4, 5, 6, respectively (according to Kabat
numbering), or

56, 58, 3, 4, 5, 6, respectively (according to AbM
numbering), or

1, 58, 3, 4, 5, 6 respectively (according to AbM/Kabat
numbering), or

56, 2, 3, 4, 5, 6 respectively (according to AbM/Kabat

numbering),
and relating to the antibodies BAMB674, BAMB675, BAMB700,

BAMB701.

2. claims: 1-5, 7-17(all partially)

an antibody of antigen-binding fragment thereof that
specifically binds 3pE-Abeta, wherein the antibody or
fragment thereof comprises the heavy and light chain CDR
sequences with SEQ ID No

1, 7, 3, 4, 5, 6, respectively (according to Kabat
numbering), or

56, 57, 3, 4, 5, 6, respectively (according to AbM
numbering), or

56, 7, 3, 4, 5, 6 respectively (according to AbM/Kabat
numbering),

1, 57, 3, 4, 5, 6 respectively (according to AbM/Kabat

numbering),
and relating to the antibodies BAMB612, BAMB613, BAMB614,

BAMB630, BAMB631, BAMB623

3. claims: 1-5, 7-17(all partially)

an antibody of antigen-binding fragment thereof that
specifically binds 3pE-Abeta, wherein the antibody or
fragment thereof comprises the heavy and light chain CDR
sequences with SEQ ID No

1, 7, 3, 8, 5, 6, respectively (according to Kabat
numbering), or

1, 57, 3, 8, 5, 6 respectively (according to AbM/Kabat

numbering),
and relating to the antibodies BAMB31 1, BAMB31 2a, BAMB246,

BAMB611.

4. claims: 1-5, 7-17(all partially)
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an antibody of antigen-binding fragment thereof that
specifically binds 3pE-Abeta, wherein the antibody or
fragment thereof comprises the heavy and light chain CDR
sequences with SEQ ID No 1, 2, 3, 8, 5, 6, respectively
(according to Kabat numbering).
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