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MOHOKJIOHAJIBHBIE AHTUTEJIA K C-MET

O0JsacTb TEXHUMKH, K KOTOPOH OTHOCUTCH H300peTeHHe
Hacrosimmee wu30o0pereHHe OTHOCHTCS K MOHOKJIOHAJBbHBIM —AQHTHTENaM MPOTHB
yenoBeueckoro c-Met, peuenTopa ¢akTopa pocTa TEMaTOLUTOB, U K NPUMEHEHHSIM TaKHX

AHTUTEC]I, KOHKPETHO K UX IPUMEHCHUIO B JICUCHUHN 3JIOKAYCCTBEHHDBIX HOBOO6pa30BaHHﬁ.

IpeamecTByOIHIl YPOBEHb TEXHUKH

benok c-Met sBnsiercss MeMOpPaHOACCOLMHUPOBAHHBIM PELENTOPOM-THPO3UHKUHA3OM.
[IpenMyIeCTBEHHO OIHOLICTIOYEUHBIH MPENIIECTBEHHUK MOCTTPAHCIILMOHHO PACLICTIISIETCS C
NoJTydeHueM 3pesioit Gopmbl rerepoanmMepa c-Met, KOTOPBIH COCTOUT M3 BHEKJIETOYHOH (-LIeTIH
(50 x/la) u Oonee nnuHHON TpaHcMeMOpanHOH [-uermn (145 x/la), xoTopbie CBs3aHBI
nucynbpunHoi cBs3bio (Birchmeier et al. 2003. Nat Rev Mol Cell Biol 4:915). Baeknerounas
4acTh c-Met COCTOMT W3 TpexX THIOB AOMEHOB. N-koHleBod aomeH SEMA obOpasyercs us
LENbHONW 0O-CYOBENMHULIBI W 4YacTH [P-CyObeqUHHUIBI W UMEET TOMOJIOTHIO C Oeikamu
cemadpopunoB. 3a npomeHom SEMA cnenyer 1nucremH-Ooratelii JoMeH, a gnajiee 4
umMMyHOroOymuHO-(Ig)-monobupix  nomena.  llurorutasmaruueckas  4acThb — COHNEPIKUT
OKOJIOMEMOpaHHbI KHWHAa3HbIH JOMeH M C-KOHLEBOHW XBOCT, KOTOPBIH CYINECTBEHEH IS
nepenayn CUrHajia B K1eTKy. EqMHCTBEHHBIN U3BECTHBIN BhICOKO-apprHHBIN nuran ms c-Met,
¢dakrop pocra remarouutoB (HGF), skcnpeccupyetcs, rinaBHbiM oOpaszoM, ¢pudbpodiactamu B
HopManbHBIX yenoBusax (Li and Tseng 1995. J Cell Physiol 163:61) u onyxoneBbIMU KJI€TKaMHU
(Ferracini et al. 1995. Oncogene 10:739). HGF (Tak»xe Ha3bpIBaeMbIii pacCEHBAIOINUM (PaKTOPOM:
SF) cunTesupyercss B BUAE NPENUIECTBEHHUKA, KOTOPBIA MPOTEOJUTUYECKH NPEBPALIAETCS B
akTuBHBIA 0/B rerepomumep. Ha OCHOBaHMM KpPUCTAJUTHYECKOW CTPYKTYpbl (hparMeHTa,
CBSI3BIBAIOIIETO penentop, cunraercs, uto HGF ces3biBaetcs ¢ c-Met B Bune numepa (Chirgadze
et al. 1999. Nat Struct Biol 6:72). a-Llens HGF cBsizbBaercs B c-Met ¢ Bbicokol ah(HUHHOCTBIO
¢ Ig-monobupiM noMeHOM, Toraa kak B-uens HGF cesi3biBaercs B c-Met ¢ Hu3koi adhpuHHOCTBIO
¢ nomeHoMm SEMA (Basilico et al. 2008. J Biol Chem 283:21267). Ilocinennee B3aumozeicTere
OTBETCTBEHHO 3a AMMEPH3alMI0 c-Met W aKTHUBAIMIO PELeNnTOPHONH THUPO3WHKWHA3bI MPU
CBSI3BIBAHMHU C aKTUBHBIM reteponumepom HGF. AsTodochopunupoanne perentopa MpuBOAHT
B PE3YyJIbTAaTE K MOJYYEHHIO YHUKAIBHOTO CTBIKOBOYHOIO caiiTa ijsi mpusiiedeHust 3P QpeKTopos,
u3 KOTopbIX cBs3biBaHMEe Gabl (1-f1 CBSIBYIOLIMI areHT, acCOLMHPOBAHHBIA C 2-M OeNKoM,
CBs3aHHBIM ¢ penenTopoM (akropa pocra [Grb2]) cymecTBeHHO sl MOCAENVIOMIMX 3TAroOB

OCHOBHBIX CUTHaJIBbHBIX myTel c-Met (Comoglio et al. 2008. Nat Rev Drug Discov 7:504):
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. ITyte Ras-ERKI/2: mpomudeparnus.

. IIyre Ras-Rac: wuHBa3us, MOOABUXHOCTb, BIUTEIUATBHO-ME3CHXUMAJIbHbIN
nepexon.
. [Tyt PI3K-Akt: xxn3HECTIOCOOHOCTD.

c-Met sKkcmpeccHpyeTcsi Ha MOBEPXHOCTH SIHUTENUATBHBIX U SHAOTEIHATbHBIX KJIETOK
MHOTMX OpPraHOB B MpoLecce 3MOpUOreHe3a W BO B3POCIOM COCTOSHHMHU, BKJIIOYAsi MEYEHb,
MOKENYJOYHYIO JKeJe3y, TMPENCTATeNIbHYI0 KeJe3y, MOYKH, MBIl ¥ KOCTHBIA MO3T.
AxrtuBauusi c-Met Urpaer CyIIECTBEHHYIO pOJib B TaK Ha3bIBAEMOH MPOTrpaMMme «UHBA3UBHOIO
pocTay, KOTopas COCTOMT M3 psija MPOLECCOB, BKIOYAIOLIMX MPONU(epaluio, MOIABUKHOCTb,
aHruoreHes u 3amury ot arnonrosa (Boccaccio and Comoglio 2006. Nat Rev Cancer 6:637). Otu
perynupyembie c-Met mnpouecchl HAYT NPH HOPMAJbHBIX (DHU3UOJOTMYECKHUX YCJIOBHSIX B
npouecce 3MOPUOHANBHOIO PA3BHUTHSL, MPH pernapaliy MOpPaKeHHH MEYeHW W CepAaua, W B
NaTOJIOTMYECKHX ciydasix B xone oHkoreHesa (Eder et al. 2009. Clin Cancer Res 15:2207).

HeymectHast mepenava curiajoB ot c-Met mpoucxoauT (aKTHYECKH BO BCEX THIAX
TBEPAbIX OIMyXOJieH, TaKUX Kak pak MOYEBOrO My3bIps, pakK TPYAH, pak INEHKH MaTKy,
KOJIOPEKTAJIbHBIA paK, pak >KelTyqKa, Pak TOJOBbl M LIeH, PaK MEYEHH, paK JEerkoro, pak
SIMYHUKOB, PaK MOJKEIYJAOUYHON JKeNie3bl, paK MOYeK U paK LIUTOBHIHOMN JKeNie3bl, a TAKXKe B
Pa3IUYHBIX CapKOMaxX, F€MOMOITHYECKUX 3JI0KAYeCTBEHHBIX HOBOOOPA30BAHUSAX M B MEJIAHOMAX
(Birchmeier et al. 2003. Nat Rev Mol Cell Biol 4:915; Comoglio et al. 2008. Nat Rev Drug
Discov 7:504; Peruzzi and Bottaro 2006. Clin Cancer Res 12:3657). OcHoBomonararoimue

MEXaHU3Mbl OHKOI'CHHOCTU c-Met, KakK MpaBUJIO, OCYILICCTBIIAOTCA TPEMS Pa3JIMYHBIMU My TAMM:

. ayrokpunHble et HGF/c-Met,

. ceepxakcmpeccus c-Met win HGF,

. MyTaLWH B KOAUPYIOLIEH MOCIEN0BATEIbHOCTH peLenTopa c-Met, akTHBHPYIOLIHE
KHHA3bL.

Haubonee 3HaunMo TO, 4TO aKTUBUpYIOIKE c-Met MyTauuu ObUTH HAEHTU(ULIPOBAHBI
y MaLHEHTOB C HACJIEACTBEHHBbIM MaNUIIPHBIM pakoM mouek (Schmidt et al. 1997. Nat Genet
16:68). KoncruryTuBHas axkTuBauus c-Met crmocoOCTByeT OJHOMY M3 WM KOMOWHAIIMU
nponn¢epaTiBHOTO, WHBA3WBHOTO, JKU3HEOOECIIEUHBAIOIIETO WJIM AHTHOT€HHOrO (hEHOTHUIIOB
3JIOKAYEeCTBEHHBIX ~HOBOOOpPA30OBaHWH. bbUIO MMOKa3aHO, YTO CAMJIGHCHMHT  3HIOT€HHO
SKCIpECCUpPYIOLIerocsi reHa c-Met B ONyXOJeBBIX KJIETKaX B pe3yJbTaTe MPUBOAUT K
NpeKpalleHno nponaudepaii M ONMYXOJEBOIO pPOCTa W K PErpeccud HadaBIIerocs
METaCTa3upPOBAHMS, & TAK)Ke K YMEHbLICHHIO oOpa3oBaHus HOBbIX Meractas (Corso et al. 2008.
Oncogene 27:684).

Tak kak c-Met cmocoOCTByeT MHOTMM COCTOSIHUSIM Pa3BUTHS 3JIOKa4€CTBEHHOTO
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HOBOOOPA30BaHUsI, OT UCXOIHOTO A0 MPOrPEeCCHH K METacTa3upOBaHHIO, c-Met U ero juraspg
HGF cranu nunupyroumumu KaHIugaTaMu A HalpaBlIeHHOW MPOTHUBOOIMYXOJEBOH Tepamnuu
(Comoglio et al. 2008. Nat Rev Drug Discov 7:504; Knudsen and Vande Woude 2008. Curr
Opin Genet Dev 18:87). I nocTHXXeHNUs JAHHOW LIEJIN U3Y4YarOTCS HECKOJIBKO CTPATETui:

. Jloxubie penentopsl: cybobmact HGF wnm c-Met win MOJIEKyJIsipHBIE aHAJIOTH
MOTYT AEHCTBOBATh AHTATOHUCTHYECKH B KAYECTBE CTEXMOMETPUYECKHX KOHKYPEHTOB IyTeM
OJIOKMPOBAHMS CBSI3bIBAHUS JIMTAHAA WIM AUMepu3anuu perenropa. OQHUM IPUMEPOM TaKOU
aHtaronuctiyeckon cyoodnactu HGF ssnsercst NK4 (Kringle Pharma).

. Huskomonekynsipaple  uHruouropsl  tuposuHkuHaz (TKI): Tpemss c-Met-
cneunpuyuabiMi TKI B pa3nuvHbIX CTanusaxX KIMHAYECKOH oueHKH sABIsFoTest ARQ197 (ArQule),
JNJ 38877605 (Johnson & Johnson) u PF-04217903 (Pfizer).

. MoHnoknoHanpHble aHTHUTeNna, cBs3bBatomue HGF, Ttakme xak AMGI02,
punorymymad (anri. rilotumumab) (Amgen), HuL2G7 (Takeda), u AV-299 (Schering).

. MoHoKIOHaTBHBIE aHTHUTENA, CBsi3bIBaroImue c-Met, omrcanbl B W(02005016382,
WO02006015371, W02007090807, WO02007126799 W02009007427, WO02009142738 u B
padore van der Horst et al. (van der Horst et al. 2009. Neoplasoa 11:355). MetMAD (Genentech)
MPENCTaBISIIOT CcOOOH T'yMaHWU3UPOBAHHBIE MOHOBAJIEHTHbIE (omHO-MieueBbie) OA-5DS5
aHTHUTENa, KOTOPOE CBSI3bIBAIOT BHEKJIETOUHBIH JOMEH c-Met, mpemoTBpaiias TakuM o0pasom
cesspiBanne HGF u mocnemyromyro aktuBanuio perentopa (Jin et al. 2008, Cancer Res
68:4360). B MBIIIUHBIX MOJENAX KCEHOTPAHCIUIAHTATOB OBUIO OOHApy:KkeHO, 4TO 0OpadoTka
MetMADb unrubupyer omyxonessiii poct HGF-ynpasnsieMoii opTOTONMHYECKO# TITHO0IaCTOMBI U
NOJKOXKHBIX MaHkpearndecknx omyxosei (Jin et al. 2008. Cancer Res 68:4360; Martens et al.
2006. Clin Cancer Res 12:6144). Aututeno h224G11 (Pierre Fabre) (Corvaia and Boute 2009.
Abstract 835 AACR 100th Annual Meeting) npencrasisier coOOH T'YMaHH3HPOBAHHOE
neyxBasieHTHoe IgGl-antureno mnporuB c-Met. IlpormBoonyxoneBwiii 3(dextT maHHOTO
anTutena HaOmomamu y weimei (Goetsch et al. 2009. Abstract 2792 AACR 100th Annual
Meeting). Artureno CE-355621 (Pfizer) mpencrasnsier codoii uenosedeckuit 1gG2, KoTopbIit
OJIOKMpYeT CBsI3bIBAHWE JIMTAHAA IyTEM CBS3bIBAHUS C BHEKJIETOYHBIM JOMEHOM c-Met u
uHrnoupyer HGF-3aBucuMelii pocT B MOZENSIX ONMyXOJeBbIX kceHoTpaHcuiaHTaTtoB (Tseng et al.
2008. J Nucl Med 49:129).

B 3axmoueHnm cienyer OTMETHTb, YTO HEKOTOpblE MPOAYKThI MPOTHUB c-Met yike
U3y4YaJINCh, HO JI0 CUX IOP HE CYIIECTBYET HU OIHOTO MPOAYKTa MpOTHB c-Met, ogoOpeHHOro
U TepaneBTHdeckoro npuMeHenns. CymiecTByer nmoTpeOHOCTh B MOJIy4eHUN 3P (PEeKTUBHBIX U
0e30MacHbBIX MPOAYKTOB IS JICUEHHS TSKEIIbIX, ACCOLMMPOBAHHBIX ¢ c-Met 3a0oneBaHmi, TaKIX

KakK 3JIOKa4ECTBCHHLIC HOBOO6pa30BaHI/I$I.



CymHocTb H3o0perenust

Ienpro HacTOSIIEro M300PETEHHUS SIBISCTCS MPEUIOKEHNE HOBBIX BBICOKOCTIEITH(IUHBIX
U 5QPEeKTUBHBIX MOHOKJOHAJBHBIX AHTUTEN MPOTHB C-Met IJIsi MEIUIIMHCKOTO NMPUMEHEHHUS.
AHTHTENAa MO M300PETEHHIO JEMOHCTPUPYIOT XapPaKTEPUCTHKH CBSI3bIBAHMUA C C-Met, KOTOpbIe
OTJIMYAIOTCS] OT XapaKTEPUCTUK AHTHTEN, ONMHCAHHBIX B TAaHHOH oOnacTu. B mpeanmodrurenbHbIX
BOIUIOLICHUSAX, AaHTUTENA 110 H300pETEHHIO 00J1aIat0T BEICOKOH a(PMHHOCTBHIO IO OTHOIIEHHIO K
YeJoBeUeCKOMYy c-Met, SIBIISIIOTCSI AHTArOHUCTUYECKUMH MW OONANalT MNPEANOYTHUTENbHBIM

npoduieM GpapMaKOKMHETHKU JJIs1 TIPUMEHEHUS y TTaLlUeHTOB-JTFO M.

Kpartkoe onucanue yepresxeit

@urypa 1. CpaBHeHHE TIOCIIEIOBATENLHOCTEH BapHaOEIbHBIX YYaCTKOB TSIKEINBIX LeTei
aaturen HuMab. Ha ocHOBaHMM STHX MOCIENOBATENBHOCTEH MOIYT OBITH OIpENeNIeHbI
KOHCEHCycHble mocnenoBarenbHocTh  CDR.  DTu  KOHCEHCyCHBIE — IOCHIEAO0BATEIbHOCTU
npeacTaBiIeHbl B Tabmuie 4.

@urypa 2. CpaBHEeHHE TOCIEAOBATENLHOCTEN BapuaOeNbHBIX yYaCTKOB JIETKHX LETIei
anturen HuMab. Ha ocHOBaHMM 3THX MOCIENOBATENBHOCTEH MOTYT OBITh ONpPEAEICHBI
KOHCEHCycHble rmocnenoBarenbHocTh CDR. DT KOHCEHCYyCHBIE — IOC/IEAO0BATEIbHOCTU
npeacTaBiIeHbl B Tabmuie 4.

@durypa 3. Kpusble CBs3bIBAaHUS OIHOBAJEHTHBIX W IBYXBAJIEHTHBIX (POpPM aHTUTEN
npotuB c-Met ¢ knetkamu A431, koTopele skcripeccupyrot c-Met. IIpencraBieHHble faHHbBIE 3TO
MFI ogpHoro penpeseHtatuBHoro oskcrepumenta. Tak kak [gG1-024 u Uni-068 He
JEMOHCTPHUPYIOT HACBIIIEHHOTO CBs3bIBaHMWS C kierkamMu A431, TO He MNpeacTaBisieTcs
BO3MOJKHBIM paccuyuTaTh TouHoe 3HaueHue ECs.

®durypa 4. CsA3blBaHUE aHTUTEN C c-Met, KOTOPBIN HKCIIPECCUPYETCsl Ha AMUTENNATbHbBIX
KJIETKax Makaku-pesyc. IIpencrasnennsie nanneie - 310 MFI onHOro skcnepumenTa.

@urypa 5. Marubuposanue cas3piBanusi HGF ¢ BHEKJIETOYHBIM JOMEHOM perenTopa c-
Met, uHAYLMpPOBaHHOE aHTUTENOM NpPOoTUB Cc-Met. IlpeacrasieHHble AaHHBIE - 3TO OAUH
penpe3eHTaTUBHBIN SKCIIEPUMEHT.

Qurypa 6. KpuBble UHruOMpOBaHUS pa3IMYHBIMH aHTHTEJAMH MpPOTHB c-Met
cesspiBaans  HGF ¢ cMetSEMA 567His8, mnonyuennsle ¢ mnomombo TR-FRET.
IlpencraBnenHble ganHble - 3T0 cpenHee MFI + craHmapTHOE OTKIOHEHHE TPEX HE3aBUCHUMBIX
SKCIEPUMEHTOB.

Qurypa 7. llpomeHTHOoe WHrHOMpOBaHHE KU3HECNOCOOHBIX kieTok KP4 mocie
00pabOTKH aHTUTENIOM MpPOTHB c-Met Mo cpaBHeHHIO ¢ HeoOpaboraHHbMU KieTkaMu (0%).

HpeI[CTaBJ'IeHHbIe AAHHBIC - 3TO MPOLUCHTHOC I/IHFI/I6I/IpOBaHI/Ie JKM3HECIIOCOOHBIX KJIETOK ABYX
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HE3aBHCUMbIX 3KCIEpPUMEHTOB =+ craHaapTtHoe oTkjgoHeHue. IgG1-1016-022 sasnsercs
€MHCTBEHHBIM TOJIO’KUTENIbHBIM PE3yJIbTaTOM B OTHOM HKCIIEPUMEHTE.

Qdurypa 8. DPPeKTUBHOCTb aHTUTEN NPOTUB C-Met mpu MHrHOMPOBAHHS OIYyXOJEBOIO
pocta B Monenu kceHoTpaHcmianTatra KP4 B mbimax SCID. Mermeti o6padaThiBaiv ¢ TOMOIIBO
400 nn aHTuTena Ha 9 neHp mocie HeAenbHOro nopaeps:xkanus no3el 200 ua. Ilpencrasnensl
CpeIHue pa3Mepbl ONyXOJIU Ha rpymny o0padoTKu.

Qurypa 9. DOQGeKTUBHOCTh AHTHUTEN, CBS3BIBAIOINX C-Met, ais HHrUOMPOBAHUS
OMyXOJIEBOrO pocta B Mojenu kceHorpaHcriantata KP4 B wmbrimax  SCID.  Mbrmei
oOpabarsiBasnin 400 MKT aHTUTENA HA 9 [eHb, C MOCNeAYIoIeH noanep:kuBaromei 10301 200 MK
pa3 B Hememo. Oddext oOpabOTKH, OKa3bIBAEMbIi HAa YaCcTOTY OIMyXOJe, OT BPEMEHH.
IIpencTaBieH MpoLeHT Mblmedl Ge3 omyxomn (pasmepsl omyxomeit <500 mm’). Obpazopanue
OmyxoJyiell 3aMemsUIOCh Y MbllIel, 0OpaOOTAaHHBIX AHTATOHUCTUYECKHMMH AaHTHUTENAMH, IO
CPaBHEHHIO C MBILIIAMU, 00OpaOOTaHHBIMH KOHTPOJIBHBIMH aHTHTEJIAMH.

@urypa 10. DpdexTuBHOCTH aHTUTEN MPOTHB C-Met TP MHIHOUPOBAHUU OIYXOJIEBOTO
pocra B Monenu kceHotpaHcmiantata MKN45 B wmeimax SCID. Meimeii obpabarsiBaian 40
MI/KT aHTUTeNna Ha 7 naeHb u 20 mr/kr anturena B nam 14, 21 u 28. IlpencraBieHsl cpeqHue
pasMepsl onyxoJeit 1o noctxkeHuss 50% Mblinei npeaeapbHOro 3Ha4eHus1, cocrapiisitoiero 700
MM’ Ha IpyIIy 06paboTKH.

@urypa 11. D¢ pexTuBHOCTb aHTHTEN NPOTUB c-Met, MPH UHTHOUPOBAHUH OIYXOJIEBOTO
pocra B Monenu kceHorpancmyiantrata MKN45 B wmpimax SCID. Mbeimeii obpabarsiBaigu 40
MI/KT aHTHTeNa Ha 7 neHb U 20 Mr/kr anTurena B 18U 14, 21 u 28. IIponeHT Mmelieii ¢ pazMepom
onyxojgu MeHee udem 700 MM npenctasieH Ha muarpamme Karmana-Metiepa. OOpa3oBanue
OIyXOoJIel 3aMeIIOCh y MblIlIel, oOpabOTaHHBIX aHTH c-Met aHTUTENaMH, N0 CPABHEHHIO C
MBIIIaMHU, 00paOOTaHHBIMH U30THITNYECKUM KOHTPOJIBHBIM AHTHTEIIOM.

Qurypa 12. Anamu3 sxusHecriocoOHoctn KP4 nist ompeneneHust BAUsTHUSI THOKOCTH
anturena (antibody flexibility) Ha ero aronucruueckyro aktuBHOCTb. @opmar IgA2m(l) ne
uHaynupyer npoiudepannto B orimune ot ¢opmaroB IgAl u IgGl Toro xe anTuTena. B
JAHHOM 3KCIEPUMEHTE HCIOIb30BAIN BAPHAHTHI aHTUTeNa MpoTus c-Met SDS (cm. US6468529
u pumep 2).

@urypa 13. Ananmu3 ruOkux MyTtanToB B HeBoccraHaBiusaromeM JJCH-ITAAT (069). He
HaOmromanu abeppaHTHBIX MYJbTHMEPOB HIIM NMPOAYKTOB NErpajalllii, TOr[a Kak CliaphBaHUe
aerkoil nermu Obuto BumHO Kak moiocy 50 xMa ((LC),) B C220S, AC220 B myrantax IgGl-
mapHup 1gG3.

Qurypa 14. AnturencssssiBaromuil TUDA nns usmepeHust cesi3biBaHus ¢ c-Met aHTUTEN

npotuB c-Met ¢ myTarmsimu B mapaupe. C momompsio TH®A ObUTO MOKa3aHO, YTO BCE MYTAHTHI
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CBSI3BIBAIOT C-Met co cpaBHUMOH ap(pUHHOCTBIO.

Durypa 15. @ochopunupoBanue c-Met Kak perucTprupyeMast BeIMUYNHA arOHUCTHYECKON
aKTUBHOCTH aHTUTEeNn npoTuB c-Met. Ha ¢urype 15 mnpencraBieHbl pe3ynbTaTbl BECTEPH-
OnmortuHra Jm3aTtoB  KiIetok  AS549; MeMOpaHBl  OKpalle€Hbl  aHTHUTENAMH  MPOTUB
dbocdopunmpoBanHoro c-met, odiiero c-Met wu -akTHHA.

@urypa 16. Ananuz nponudepaunu ¢ ucrnonb3oBanueM kierok NCI-H441. Knerounyro
Maccy ompenensid uepe3 7 nHel MHKyOaUWH B NMPHUCYTCTBUU AHTUTENA WM KOHTPOJICH, U
BbIpAKAJH B BHIE MPOLEHTa OTHOCHUTENbHO HeoOpaboTaHHBIX 00pa3loB (11 KOTOPBIX
ycranasiusainn 100%).

Qurypa 17. Anamuz sxuzHecriocoOHoctH KP4. TectupoBanm 3¢ ¢ekt, oka3blBaeMbId
aHTHUTENaMU MPOTUB c-Met, Ha o0y xu3HecrnocobHocTh Kierok KP4. Crnocobrocts IgGl-
1016-069 camxkarp xusHecrnocodHocTs KP4 coxpansiiack W/uim yiaydiiajach MyTeM BBEICHUS
MYTAaLHi, KOTOpbIe CHIKAIN THOKOCTb aHTHTEIL.

Qurypa 18. OTpunarenbHas MOAYJSILMS, U3MepeHHas ¢ nomolpto TH®PA B Bue ypoBHs
cymMmapHoro c-Met B nm3arax AS549. Bee Bapuantsl anturena (069) coxpaHsui crocoOHOCTD
OTpHULIATENBHON MOAYJISLIUY.

Qurypa 19. Anamuz ADCC nns cpaBHeHus antuten IgG1-1016-069 ¢ BbicokuM U C
HU3KUM COepKaHrueM (DyKO3bI.

@urypa 20. OtcyTcTBHE CBsI3bIBAaHUSI aHTUTEN c-Met ¢ KjleTkaMH B LIeJIbHOM KPOBU B
aHanuze cBs3biBaHus FACS. PesynbraTel mnpexncraBieHbl s B-kieTok, MOHOLMTOB U

I'PaHyJIOLIUTOB.

IHoapo6Hoe onucanue u3odpereHus

Onpenenenus

Tepmuna «c-Met», Npu HUCMOIB30BAHUU B JAHHOM JOKYMEHTE, O0DO3HA4YaeT perenTtop
(akTopa pocTta rematonuToB (peructpaunoHHbI HOMep Genbank NM 000245) u BkirOYaeT
mro0ble BapuaHTbl, M30(OPMBI M MEXKBHIOBBIE TOMOJIOTH HYEJIOBEUECKOro c-Met, KOTOpbIe
€CTeCTBEHHBIM 00pa30M 3KCIPECCUPYIOTCS KJIETKAMH WM SKCIIPECCUPYIOTCS HA KIETKax,
TpaHcheIUPOBAHHBIX T€HOM c-Met.

Tepmur  «ummyHOrIOOYyNIMH»  ODO3HAYaeT  KJIACC  CTPYKTYPHO  POICTBEHHBIX
TJIUKOTIPOTENHOB, COCTOSIIIMX W3 JIBYX Map MOJMIENTHIHBIX merneil, onHoi mapbl jgerkux (L)
HU3KOMOJIEKYJIIPHBIX Iierel U ogHoW mapsl Tspkenbix (H) nenel, Bce ueTsipe CBA3aHbI MEXKIY
coboli nucynbpuIHbBIMU CBs3sIMU. CTPYKTYpa UMMYHOTJIOOYJIMHOB XOPOLIO OXapakTepHU30BaHA.
Cwm., nanpumep, Fundamental Immunology Ch. 7 (Paul, W, ed., 2nd ed. Raven Press, N.Y.

(1989)). Bkparne, kaxknmas TspKenas Leb, KaK MPABHIIO, COIAEPXKUT BapHaOeNbHYI 001acTh
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TSDKEJIOW 1Lenu (COKpameHHO OOO3HAYeHHYI0 B JaHHOM JOKyMeHTe kKak Vy wimm VH) wm
KOHCTAaHTHYIO oOnacTe Tspkenoil nernu. KoHcraHTHas 007acTh TSDKENOW LENH CONEPIKUT, Kak
npasusio, Tpu aomeHa, Cyl, Cy2, u Cyx3. Kaxnas jerkas uenb COAEPKUT, Kak IPaBUJIO,
BapuadepbHyI0 00J1acTh JIETKOH 1enu (COKpalleHHO 0OO3HAYEHHYIO B JAHHOM JOKYMEHTE Kak
VL wmn VL) u koHCTaHTHYIO oOjacth Jjierkoii nenu. KoHcraHTHasi o0nacTh JIeTKOW Henu
CONEepKUT, Kak mpaBwio, oauH nomen, Cp. Ob6mactm Vg m Vi, KOTOpble MOTYT OBITh
JOTIOJIHUTENPHO TOApAa3eNieHbl HA YYaCTKHU TUrepBapuadenbHOCTH (MM TUINepBapHa0eNbHbIe
YYaCTKH, KOTOPBIE MOTYT OBITh rUNepBapUabebHBIMU IO MOCIEN0BATEIbHOCTH /WK (dopme
CTPYKTYPHO OIpENeNsieMbIX IeTeNb), TAKKE WX HAa3bIBAIOT OOJACTAMH, OTBEHAIOIIMMHU 34
KOMILIEMeHTapHOCTD cBsi3biBaHMA (CDR), mepemerkaroTcst yuacTkaMH, KOTOpPbIE SIBISTIOTCS Ooee
KOHCEPBATHBHBIMH, Ha3blBaeMbIMU KapkacHbiMH oOmactsmu (FR). Kaxnmas Vg m Vi, xax
npasuno, cofep:xkut Tpu CDR u uerpipe FR, pacnonoxensnsie or N-koHna k C-KOHLY B
cnenyrotnem nopsinke: FR1, CDR1, FR2, CDR2, FR3, CDR3, FR4 (cm., Takske Chothia and Lesk
J. Mol. Biol. 196, 901-917 (1987)). Kax mpaBuio, HymMepauuss aMHHOKHUCJIOTHBIX OCTaTKOB B
JaHHOM 00JIaCTH OCYLIECTBIISIETCS ¢ MOMOIIBI0 MeTona, onucanHoro y Kabat et al., Sequences of
Proteins of Immunological Interest, Sth Ed. Public Health Service, National Institutes of Health,
Bethesda, MD. (1991) (¢pa3sl, Takue kak Hymepalusi OCTaTKa BapraOeIbHOrO JOMEHA Kak y
Kabat mnm cormacHo Kabat o0o3Ha4aroT B AaHHOM JOKYMEHTE CHCTEMY HyMeparuH IJIst
BapHabENbHBIX JOMEHOB TSDKEJIOHW Henu win BapuabelbHBIX JOMEHOB Jerkoi wernm). C
UCTIOJIB30BAHUEM MAaHHOM CHUCTEMbl HyMepauuH, (akThdeckas JWHEHHAs aMHHOKHCIIOTHAs
MOCJIEIOBATENIbHOCTh TENTHAA MOXET COAEp:KaTh MEHbLIee KOJIUYEeCTBO AMHHOKHCIOT WU
JOTIOJIHUTENbHBIE AMUHOKHCIIOTBI, YTO COOTBETCTBYET YKOpPAuMBaHWIO MK BCcTaBke B FR mm
CDR BapuabenpHOro nomena. Hampumep, BapuwaOebHBIA IOMEH TSDKENOH IIelmH MOXKET
BKJIIOUYATh €AMHUYHYIO aMHHOKHCIIOTHYIO BCTaBKY (ocTaTok 52a cornacHo Kabat) mocne ocraTtka
52 Vu CDR2 u BcTaBneHHble ocTaTku (Hampumep, octatku 82a, 82b, u 82¢, u T.4. cormacHo
Kabat) mocne ocratka 82 FR Tskenoit mermu. Hymepammst ocratkoB mo Kabat mosker
ONpeneNsATbCsA Ul AaHHOTO aHTUTENa C IIOMOINBI0 CpPaBHEHUS OO0NacTedl TrOMOJIOTHH
MOCJIEIOBATEIbHOCTH aHTUTENA C MOCJIEIOBATENbHOCTBIO CO «CTaHAAPTHOW» HyMepauued 1o
Kabat.

B xoHTekcTe HacTosero n3o0pereHust TepMuH «aHTUTeNno» (AT) oOo3HadaeT MoJIeKy Ty
UMMyHOIIIOOYJIMHA, (parMeHT MOJIEKYJIbl UMMYHOIJIOOYJIMHA WM MX HPOU3BOIAHOE, KOTOPBIE
00JamaroT  CrOCOOHOCTBIO  CHEUM(UYHO  CBA3BIBATBCA C AHTUTEHOM TIPpU  OOBIYHBIX
(pU3NONOTHYECKNUX YCIOBUAX, C TMEPUONOM TMOJYXKH3HH, COCTABISIOLINM CYIIECTBEHHbBIE
MepUObl BPEMEHH, HANIPUMEp, IO MEHbIIEH Mepe, Okoyo 30 MUHYT, IO MEHbLIEH Mepe, OKOJIO

45 MHUHYT, IO MEHbILIEH Mepe, OKOJIO OJHOIO Yaca, IO MEHbLIEH Mepe, OKOJO ABYX 4acoB, IO
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MEHbBLIEH Mepe, OKOJIO YEThIpeX 4acoB, O MEHbIIEH Mepe, OKOJIO 8 4acoB, MO MEHbUIEH Mepe,
oko0j10 12 yacoB, okosio 24 dacoB unu Oojee, okoyno 48 vyacoB unm Oojee, okono 3, 4, 5, 6, 7
nHel wiu Ooyiee W T.O., WM JIOOOH Npyrod copa3MepHblii (PYyHKIHMOHAIBHO OMpeneeHHbIN
nepuoy (Takol Kak Mepuoa BPEMEHHU, JOCTATOYHBIN ISl HHAYKIHUU, CTUMYJIMPOBAHUS, YCUIICHUS
WM MOAYJNAUMH  (PU3HONOTMYECKOrO  OTBETA,  ACCOLMHMPOBAHHOIO €  aHTHUTEJIOM,
CBSI3BIBAIOIUMCSI C AHTUT€HOM, W/ TEPHOJ BpPEMEHH, JOCTATOYHBIA IJIsl AHTHTENA IS
Bb3OBa 3(ekTopHON akTUBHOCTH). BapumalenbHble obOnmacTu TSKENOW M JIeTKOH 1enei
MOJIEKYJIbl UMMYHOTJIOOYJIMHA CONEpKaT JTOMEH CBS3bIBAHUS, KOTOPBIH B3aUMOAEHCTBYET C
antureHoM. KoHcranTHele oOmactu  aHtuten (AT) wMoryt omocpenoBaTth —CBSI3bIBAaHHE
UMMYHOJIOOYJIMHA C TKaHAMH WiIH (AKTOPaAMH XO35MHA, BKIJIIOYAs Pa3jIMYHBIE KIIETKU
UMMYHHOU CHUCTEMBI (Takue Kak, 3 (HeKTOpHbIE KJIETKH) U KOMIIOHEHThI CHCTEMbI KOMILIEMEHTA,
takne kak Clq, mepBblii KOMIIOHEHT KJIACCHYECKOTO MyTH aKTUBALMH CHUCTEMBbI KOMILJIEMEHTA.
AHTHTENIO, CBs3bIBaKOINEEe c-Met, Takyke MOXeT ObITh OucnennpUIHBIM aHTHTENIOM, AUATEIOM
WM MoKoOHOM MM MOJIEKYJIOH (orucanue nuaren oM., Hanpumep, B PNAS USA 90(14), 6444-8
(1993)). [etictBurenpHO, OucrnenudpuUHbIE aHTUTENa, JAWaTella W UM NOJOOHBIE,
NPEACTABICHHbIE HACTOSIIUM H300PETEHHEM, MOTYT CBS3BIBATHCA C TOAXOIALIEH MHIIEHBO
JOTIOJIHUTENBHO K y4acTKy c-Met. Kak yka3aHo BbIlIe, TEPMHH aHTUTEJIO B TAHHOM JTOKYMEHTE,
€CII HE YKa3aHO MHOE WJIM TOKAa HET OYEBHIHOTO MPOTHBOPEYHS MO KOHTEKCTY, BKJIFOUAET
(bparMeHTbl aHTUTENa, KOTOPOE COXPAaHSET CHOCOOHOCTh CHEUU(PUYHO CBSI3bIBATHCA C
aHTUreHOM. BBIJIO TOKa3aHO, YTO AHTHICHCBS3BIBAIOINAs (DYHKIMS AaHTUTENA MOXET OBITh
OCYIIECTBIIEHA C TIOMOLIBIO (PPArMEeHTOB MMOJIHOPA3MEPHOTO aHTUTENa. [IpuMephl CBSI3BIBAIOLITIX
(parMeHTOB, OXBaUE€HHBIX TEPMHHOM «aHTHUTENOY», BKI0UaroT (1) pparment Fab' unu ¢pparment
Fab, ™onoBaneHTHbIli (parmeHt, cocrosimmii w3 gomeHoB Vi, Vg, Cp um Cygl, wm
MOHOBaJICHTHOE aHTHUTeNo, onucanHoe B W0O2007059782 (Genmab); (i) ¢pparmentsr F(ab'),,
IBYXBAJICHTHbIE (PparMeHTHI, BKIOHaromue asa (parmenta Fab, cBsfizaHHBIX AHCYIBGUAHBIM
MOCTHKOM B HIapHHpHOU obnacty; (iil) ¢pparment Fd, mo cymectBy cocrosimuii 13 1TOMEHOB Vi
u Cyl; (iv) ¢parment Fv, mo cymecTBy cocrosmuii U3 A0MeHOB Vi U Vy OJUHOYHOIO Iuieda
anturena, (v) ¢parment dAb (Ward et al., Nature 341, 544-546 (1989)), KOTOpBIi N0 CYIIECTBY
COCTOUT M3 AOMEHa Vg W Ha3blBaeTcsl Takke noMeHHbIM aHturenaoM (Holt et al; Trends
Biotechnol. 2003 Nov;21(11):484-90); (vi) BepOnroxkpu anTuTena win HaHotena (Revets et al;
Expert Opin Biol Ther. 2005 Jan;5(1):111-24) u (vil) BeineneHHbIH runepBapruabenbHbIN y4aCTOK
(CDR). Bbonee Toro, xors napa nomeHa Fv-¢parmenrta, VL u Vi, KOIUPYIOTCS OTIACIbHBIMU
reHaMH, OHH MOTYT ObITh OOBbEAMHEHBI, C MMOMOIIBI0 PEKOMOMHAHTHBIX METOJOB, TIOCPEICTBOM
CHHTETHUYECKOTO JIMHKEPA, KOTOPBIA IMO3BOJISIET UM CO3/1aTh OTAEIbHYIO OENKOBYIO LEMb, B

KOTOpO# obnmactu Vi U Vy CIUBAIOTCA ¢ 00pa30BaHHEM MOHOBAJICHTHBIX MOJIEKYJ (M3BECTHBIX
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KaK OIHOLIETIOUEYHbIE aHTUTeNa WK onxHouenodeuHblii ¢parment Fv (scFv), cMm. Hampumep,
Bird et al., Science 242, 423-426 (1988) u Huston et al., PNAS USA 85, 5879-5883 (1988)).
Taxune ogHOLIENOYEUHBIE AHTHTENA OXBAUY€Hbl TEPMUHOM AHTUTENO, €CIIH HE YIIOMSHYTO MHOE
WA OYEBHIHO HE YKA3aHO B KOHTEKCTE. XOTs Takhe (pparMeHThI, KaK IMPABUIO, BKIIOYECHBbI B
o0O3HaueHHe aHTUTEJa, OHH BCE BMECTE WJIM IO OTHENbHOCTH NPEACTABISIIOT COOOH
VHUKQJIbHBIE TPU3HAKM  HACTOSIIErO0  W300pEeTEeHHUs, JEeMOHCTPUPYIOIIHNE  Pas3IHuYHBbIC
Ounonornyeckre CBOWCTBA W NPUMEHUMOCTb. JTH M JpPyrue MpPHMEHSeMble aHTHUTEIbHbIE
(parMeHTbl B KOHTEKCTE HACTOSIIEro M300peTeHnst OOCYKIAIOTCs ajiee B JAHHOM JOKYMEHTE.
Taxke cienyeT MOHMMATh, YTO TEPMHUH AHTUTENO, €CJIM HE YKa3aHO MHOE, TaKKe BKIFOYAET
NOJIMKJIOHAJIbHBIE ~ AHTHUTENA, MOHOKJIOHaNbHbIe aHTuUTena (MAT), aHTUTENno-nmonoOHBIE
MOJIUIIETITU/IBI, TAKUE KaK XUMEpPHbIE aHTHTENA U T'YMaHU3UPOBAHHBIC AHTUTENA, U AHTUTEIIbHBIE
(parMeHTbl, COXpPAaHAIINE CNOCOOHOCTh CHenU(PUIECKOrO CBS3bIBAHUA C AHTHUTEHOM
(aHTUTEHCBA3BIBAIOINNE (PPArMEHTHI), MOJYYSHHbIE C TIOMOLIBIO U3BECTHBIX METOMIOB, TAKHX KaK
(bepMeHTaTUBHOE pacLICIUICHHe, NENTUAHbIA CHHTe3 U pPEeKOMOMHAHTHbIE MeToabl. llpum
NPOAYLMPOBAHUU aHTUTENIO MOKET 00J1aaTh JJFOOBIM H30THUIIOM.

IIpn MCHONB30BAHWU B JAHHOM JIOKYMEHTE€ TEPMHUH «HM30THID» OTHOCUTCA K JIFOOOMY
kjaccy uMMyHorsioOymuaoB (Hanpumep, I1gGl, 1gG2, 1gG3, 1gG4, IgD, IgA, IgE, nmm IgM),
KOTOpPbIE KOAUPYIOTCS T€HAMH KOHCTAHTHBIX 00JI1aCTeH TSKEIBbIX LeTel.

B kxoHTekcTe Hacrosmiero H300pETeHHs, TEPMHUH «MOHOBAJIEHTHOE aHTHUTEJIO»
0003HAUaeT, 4TO MOJIEKYJIa AHTUTEJNA CIIOCOOHA K CBSA3BIBAHUIO C OJJHOH MOJIEKYJIOH aHTUTEHa, U,
TaKUM 00pa3oM, He CIIOCOOHA K MEPEKPECTHOMY CBSA3BIBAHUIO C AaHTHIE€HAMH.

«AHTUTENO, nepunuTHoe 1mo 3P ¢GeKkTopHOH (QYHKIMM» WUIH «AHTHTENO C Ae(pUIITOM
s dexTopHOI GyHKIMI» 0003HAYAET AHTUTENO, KOTOPOe O0JagaeT 3HAYUTEIILHO MEHBIICH HIIN
He 00Jamaer crocOOHOCTBIO aKTMBUPOBATh OAWH MIIM HECKOJBKO 3(PQEeKTOPHBIX MEXaHHU3MOB,
TAKMX KaK aKTHUBALMs KOMIUIEMEHTa WM cBs3biBaHue ¢ Fc-penenropom. Takum obGpasom,
aHtuTena, aepuuuTHele 1Mo 3¢ dexkTopHoN (PYHKIMU, O0NAa0T 3HAYUTEIHHO MEHbLISH WIH He
00Jamal0T CHOCOOHOCTBIO  OMOCPENOBATh AHTUTENO3aBHCUMYIO  KJIETOUHOOMOCPEIOBAHHYIO
uToTOKCHYHOCTE  (ADCC)  w/mnmu  kKOMIUIeMeHT3aBUCHMY0  HUTOTOKCHYHOCTH  (CDC).
IIpumepom Takoro antutena sipasiercs 1gG4.

«AHTHUTENO, CBA3BIBaKOIEE c-Met» MpencTaBisieT cOOOH aHTHUTENO, OMHCAHHOE BBIIIE,
KOTOpOE CIIEeLU(HYHO CBA3BIBAECTCS C AHTUT€HOM c-Met.

IIpn wucnonp30BaHMM B JAHHOM JIOKYMEHTE, [MOIAPa3yMeBaeTcs, 4YTO TEPMHH
«YeJIOBEUYECKOe aHTUTENIO» BKJIIOYAET aHTUTENa, Conepkamue BapuabelbHble M KOHCTAHTHBIE
oOyacTu,  BbIOENEHHbIE M3  YEJOBEYECKHX  3apOIBILIEBBIX  MOCIENOBATENIbHOCTEH

UMMYHOJIOOYJIMHOB.  YenoBedeckne aHTUTENAa 1O  H300PETEHHIO  MOTYT  BKJIFOYATh
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AMUHOKHCJIOTHBIE OCTAaTKH, HE KOJUPYyEMbIe YEJIOBEUECKUMU 3apOJbIIIEBbIMU
MOCEA0BATEIbHOCTIIMU UMMYHOTJIOOYJIMHOB (Hampumep, MYyTaluH, BBEIICHHbBIC
HeCeU(PUIECKUM WU CAUTCIeNn(PUIECKUM MyTareHe3oM i1 VifFO0 WM COMAaTHYECKUMU
MyTauusMu iz vivo). OHaKo, TP UCIIOJIb30BAHUN B JAHHOM JOKYMEHTE, MOAPA3YMEBAETCS, UTO
TEPMUH «YEJIOBEUECKOE AHTUTEIO» HE BKJIIOYAET AHTUTENA, B KOTOPBIX MOCIEIOBATEIbHOCTH
CDR, nony4eHHbIe U3 3apObIIIEBOM JIMHUM IPYTUX BUIOB MJICKOIUTAIOINX, TAKIX KAK MBILIH,
OBLTH MepecaskeHbl B YEIOBEYECKHE KapPKACHBIE TTOCIENOBATEIbHOCTH.

IIpu ucronb3oBaHWK B NaHHOM JOKYMEHTE, YEJIOBEUECKOE AHTUTEJIO «BBIIEJIICHO W3
3apOABILIEBON MOCIEA0BATENBHOCTH, €CIM aHTUTEJIO MOJYYEHO U3 CUCTEMBI C UCMOJb30BAHUEM
YeJIOBEYECKUX UMMYHOTJIOOYJIMHOBBIX TOCIENOBATEIbHOCTEH, HATIPUMEp, MTyTeM UMMYHH3AI[UU
TPAHCTEHHOH MBIIIK, HECYIIed 4YelOBEYECKHEe HWMMYHOIJIOOYJMHOBBIE Te€HbI, WA MyTeM
CKpUHUHTAa OWOJMOTEKU YeJIOBEUEeCKHX HMMMYHOIJIOOYJIMHOBBIX TE€HOB, W TINe BBIOpaHHOE
YEJIOBEYECKOE  aHTUTEJNO MACHTUYHO 1O aMUHOKHUCJIOTHOW  MOCJAEAOBATEIbHOCTH  C
AMUHOKHUCJIOTHON MOCJIEIOBATEIbHOCTBIO, KOMUPYEMOU 3apOJIbIIIEBEIM UMMYHOTJIOOYIMHOBBIM
reHoM, no MmeHbluedl Mepe, Ha 90%, Hampumep, Mo MeHblIeill mepe, Ha 95%, Hampumep, mno
MeHblIel Mepe, Ha 96%, Hanpumep, 1o MeHblIelH Mepe, Ha 97%, HampuMmep, O MeHbIlEeH Mepe,
Ha 98%, unu Hampumep, o MmeHbluel mepe, Ha 99%. Kak npasuno, nomumo CDR3 Tskenoit
LIETIH, YE€JOBEYECKOE AHTHUTENIO, MOJYYEHHOE M3 KOHKPETHOW 4YeJOBEYECKOW 3apOAbILIeBOH
MOCJIEIOBATEIPHOCTH, OyJeT NEeMOHCTPUPOBATh He Ooyiee yeM 20 aMUHOKHCJIOTHBIX OTJIMYHUH,
HanpumMep, He Oosiee yeMm 10 aMHHOKUCIIOTHBIX OTJIMYUH, KaK HampuMep, He Oonee yem 9, 8, 7, 6
win 5, Hanpumep, He Oonee yeM 4, 3, 2, i | aMUHOKUCIIOTHOE OTJIMYUE OT aMUHOKHUCIOTHOM
MOCJIEIOBATEIFHOCTH, KOIUPYEMOM 3apOABIIIIEBBIM UMMYHOTJIOOYJIMHOBBIM T€HOM.

B npenmnouTuTeIbHOM BOTUIOIIEHUH, AHTUTENIO 110 U300PETEHUIO SIBJISIETCS BbINEJICHHBIM.
IIpu ucnonb30oBaHWMU B AAHHOM JOKYMEHTE, MOIAPAa3yMEBAETCS, UYTO «BBIAEICHHOE AHTHUTENIO»
0003HaYaeT aHTUTENO, KOTOPOE MO CYIIEeCTBY CBOOOAHO OT NPYTHX AHTHTEN, OOJaNaroIInx
OTJINYHBIMU AHTUTEHHBIMH CHEMUPUIHOCTSIMU (HANIPUMEp, BBIIEJICHHOE AaHTUTENO, KOTOPOe
crienu(pUIHO CBSI3bIBAETCS ¢ c-Met, 1O CyIecTBy CBOOOMHO OT aHTHUTEN, KOTOPbIe CHEU(PUIHO
CBS3BIBAIOTCS C AHTUT€HAMH, OTJIUYHBIMH OT c-Met). BblneneHHOe aHTUTENO, KOTOpOe
CrieU(pUIHO CBSI3BIBAETCS C SMUTOMNOM, M30(OPMON WM BapUAHTOM 4YelloBedYeckoro c-Met,
MOJKET, OJIHAaKo, 00JiaiaTh TEePEeKPECTHOW PEaKTUBHOCTBIO C JPYTHMH POJCTBEHHBIMHU
AHTUTCHAMH, HaNpUMep W3 JIPYTHUX BHIOB (HAMpUMeEp, ¢ MEXKBUIOBBIMH Tomoyioramu c-Met).
KpomMe TOro, BBIIENIEHHOE AHTUTENO MOMKET OBbITh (DAaKTHYECKH CBOOOAHBIM OT JPYroro
KJIETOYHOTO Marepuajia W/WiH XUMHYECKHX BEIleCTB. B ONHOM BOIUIOIIEHUM HACTOSIIETO
U300peTeHns] IBa WJIM HECKOJBKO «BBIIEICHHBIX» MOHOKJIOHAJBHBIX AHTHTEN, O0JadaroIIux

OTJIIMYaRINMUMHCA AHTUI'CHCBA3BIBAIOIIIUMH CHeLII/I(I)I/ILIHOCTﬂMI/I, O6”beI[I/IH$II-OTC$I B XOpouo
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O0XapakTEePU30BAHHON KOMITO3ULINH.

IIpu ncnonb30BaHUU B JAHHOM JOKYMEHTE B KOHTEKCTE ABYX WM HECKOJBbKHUX aHTUTEI,
TEPMHH «KOHKYPHPYET C» HWJIHM «IIEPEKPECTHO KOHKYpPUpPYeT C» OOO3Ha4YaeT, 4YTO IBa HWJIH
HECKOJIBKO aHTUTEN KOHKYPHPYIOT 3a CBsi3blBaHME C c-Met, Hampumep, KOHKYPHUPYIOT 3a
CBs3bIBaHUE C c-Met B aHanu3e, ONMCAaHHOM B NpUMeEpax JAHHOIO AOKYMeEHTa. [lisi HeKOTOpBIX
nap aHTUTENl KOHKYPEHLMs TMpH aHajln3e B MNpuMepax HaOMIOAaeTcss TOJNBKO TOTAa, KOrnaa
AQHTUTEJI0O HAHECEHO B BUAE MOKPBITUA HA YalIKy, a APYroe aHTUTENO HCHONb3yeTCs s
KOHKYpPeHLIMH, a He HaoOopoT. Takxke TIpM UCHOJb30BAHUM B JAaHHOM JOKYMEHTE
NOJPa3yMEBAETCS, YTO TEPMUH KKOHKYPHPYET C» OXBATHIBAECT TAKHE KOMOMHALIMH aHTHTE.

Tepmun «3mHTOM» O3Ha4YaeT OENKOBYIO NETEPMHUHAHTY, CHOCOOHYIO Crenupuaecku
CBA3BIBATHCSA C AHTUTEJIOM. DIUTOMNBI, KaK MPABUJIO, COAEPKAT MOBEPXHOCTHbIE TPYIIUPOBKU
MOJIEKYJI, TAKMX KaK aMUHOKHCIOTBHI HJIM CaxapHble OOKOBbIE LIEMU M, KaK MPAaBHJIO, UMEIOT
cnenu(UUeCKre TPEXMEPHBIE CTPYKTYPHBIE XAapaKTEPUCTUKH, a TakkKe CreruduuecKkue
xapakTepucTukyu 3apsna. KorndopmanuoHHble 1 HEKOHQOPMALIHOHHBIE STTUTOMBI PA3IHYAOTCS
TEM 4YTO CBS3bIBAHME C IMEPBbIM, HO HE TMOCIEAHUM, HApyllaercss B MPUCYTCTBHH
JEHATyPUPYIOIIUX pPACTBOpPUTENEH. ODMUTON MOXET BKJIKYaThb AMHHOKHMCIOTHBIE OCTAaTKH,
HETIOCPEACTBEHHO BOBJICYCHHBbIC B CBsI3bIBaHHE (TAaKXK€ HA3bIBAEMble MMMYHOJIOMHHAHTHBIC
KOMIIOHEHTBl 3THTONA), W JpyrHe aMUHOKHCIOTHBIE OCTAaTKH, KOTOPBbIE BOBJICUEHBI B
CBSI3bIBAHHME, TaKHE€ KaK aMHUHOKHCIOTHBIE OCTaTKH, KOTOpble 3()(PEeKTUBHO OJOKHUPYIOTCS
cneun(UIeCKM aHTHUTEHCBSI3bIBAOIIUM TENTHAOM (IPYTHMMH CJIOBaMH, aMHHOKHCIIOTHBIN
OCTaTOK HAXOAMUTCS BHYTPU QPYTIPUHTA CHEUPHIECKOrO aHTUT€HCBA3BIBAIOIIETO NMENTHA).

Ilpu ucnonb30BaHUM B [aHHOM JOKYMEHTE, TEPMUH «MOHOKJIOHAJIBHOE AHTHUTENIO»
OTHOCHUTCS K MpenapaTry MOJICKYJ aHTUTENa OAHON MOJIEKYJSIpHON kommnozuuuu. Kommnosunus
MOHOKJIOHAJIbHOT'O aHTHUTENA JAEMOHCTPHUPYET YHHKAJIBHYIO CIEHU(UYIHOCTb CBS3BIBAHUS U
appuHHOCTP K  KOHKpeTHOMy smurony. COOTBETCTBEHHO, TEPMHH  «YEJIOBEYECKOE
MOHOKJIOHAJIbHOE ~ AHTHUTENO» O0O03HA4YaeT AaHTHUTEeNa, AEMOHCTPHUPYIOIIHE YHUKAJIbHYIO
cnenn(UIHOCTh CBSA3BIBAHUS, M KOTOPBIE COAEp:KaT BapuabesbHble M KOHCTAHTHBbIE OOJACTH,
BbIJIEJICHHbIE M3 YEJIOBEUECKHUX 3apOIBIIIEBBIX IOCIENOBATENBHOCTEH HMMYHOTJIOOYIIMHOB.
UenoBeyeckre MOHOKJIOHAJIBbHBIE AHTHTENA MOTYT OBITh IOJyY€Hbl ¢ MOMOIIBI THOPHIOMBI,
KOTOpasi SABJIAETCS CJIMTOM C HMMMOpPTAJIU30BAHHON KIJIETKOW B-KJIeTkoH, NONy4eHHOU u3
TPAHCTE€HHOT'O WM TPAHCXPOMOCOMHOIO >KUBOTHOIO, OTJAMYHOIO OT YEJOBEKa, TaKOro Kak
TPAHCI€HHAsl MBIIIb, UMELIEr0 NeHOM, BKJIFOYAKOLUNA TPAHCTEH TSHKEJION LIeNH 4YeslOBeKa U
TPAHCIEH JIETKOU LIENH YeJIOBEKa.

Ilpy wucnonb30BaHMM B [aHHOM JOKYMEHTE, TE€PMUH «CBSI3bIBAHHE» B KOHTEKCTE

CBA3bIBAHUA aHTUuTre1a C KOHKPETHBIM AHTHUT'CHOM C a(l)(I)I/IHHOCTbI-O CBsA3bIBAHUA,
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cootBercTByrOLIEed Kp 0kos0 107 M mn MEHEe, KaK Halpumep, OKOJIO 10®* M win MEHEE, KaK
Hanpumep, okono 10”° M umu meree, oxono 107" M umu menee, miu oxono 10" M umn erme
MeHee, COIJIACHO OINpENeNIeHHI0, C TMOMOINBIO, HAIpUMep TEXHOJOTHH ITOBEPXHOCTHOTO
mia3MoHHOro pe3onanca (SPR) B mpubope «BIAcore 3000» ¢ MCMONB30BaHUEM AHTUTEHA B
Ka4yecTBe JIMTaHIa M AHTUTENa B Ka4eCTBE AHAJINTA, KOTOPOE CBS3BIBAETCS C KOHKPETHBIM
aHTureHoM ¢ apPUHHOCTBIO, cooTBeTCTBYIOIIEH Kp, KOoTOpas, mo MeHblIel Mepe, B AECATh pa3
HIKe, HanpuMmep, B 100 pa3 Huxke, HanmpuMmep, o MeHbluel mepe, B 1000 pa3 Huke, Hanpumep,
no Menbuieil Mepe, B 10000 pa3 Huxke, Hanpumep, no menpuieit mepe, B 100000 pas Huke, yem
a(ppUHHOCTH CBSI3BIBAHUS C HeCTIeU(pUIHbIM aHTUreHoM (Hanpumep, BCA, ka3enH), OTIMYHBIM
OT KOHKPETHOTO AaHTUI€Ha WM OJU3KOPONCTBEHHOIO AHTHIEHAa. 3HAuYeHHe, Ha KOTOpOe
cHrkaercs adpPuHHOCTD, 3aBUCUT OT Kp aHTHTeNa, Tak 4yro xorna Kp aHTUTENna odueHb HHU3Kas
(TO ecThb, aHTUTENO BBICOKOCTIELIU(UUHO), TO 3HAUYCHHE, Ha KOTopoe adp(PUHHOCTD K AaHTHIEHY
HIDKe, 4YeM apPUHHOCTD Al Hecneun(UIHOrO aHTUIeHA, MOXKET OBITh, 1O MeHbIIEH Mepe,
JECSATUKPATHBIM.

Tepmun «kg» (cex™'), MPH UCMONTB30BAHNN B JAHHOM JOKYMEHTE, 0603HAUAET KOHCTAHTY
CTENEHU AMCCOLMALMN KOHKPETHOTO B3aMMOCHCTBHSI aHTUT€H-aHTHTENO. Y Ka3aHHOE 3HAYCHHE
Taxke o0o3HavyaeTcs B BUIE Ky

Tepmun «k» (M x cex™), mpy HCIIONB30BAHMM B JAHHOM JOKyMEHTE, 00O3HAUAET
KOHCTaHTY CTEIeHH aCCOLMAIINH KOHKPETHOTO B3aUMOAECHCTBUS aHTUT€H-aHTHTEIO.

Tepmun «Kp» (M), npu HCIIONB30BaHUM B JJAHHOM JOKYMEHTE, 00O3HA4aeT KOHCTAHTY
PaBHOBECHOH MCCOLMAIMY KOHKPETHOTO B3aUMOICHCTBUS aHTUT'€H-aHTHUTEIO.

Tepmun «K» (M™), mpu ucnons30BaHmy B JAHHOM JOKyMEHTE, 0003HAYAET KOHCTAHTY
PaBHOBECHOH acCOLMalMK KOHKPETHOTO B3aUMOJEHCTBHUS AHTHUIE€H-aHTUTENO, KOTOPYIO
NOJYYaroT ImyTeM nenenus k, Ha ky.

ITpu uCroNB30BaHUM B JTAHHOM AOKYMEHTE, MTOIPa3yMEBAETCs, YTO TEPMHUH «MHTHOUPYET
pocT» (Hampumep, B OTHOLIEHHM KJIETOK, TAKUX KaK OIYXOJIEBbIE KJIETKH) BKJIIOYAET JIFOOOE
U3MEpPSIeMOe YMEHBLICHNE KIETOYHOrO POCTA MPH KOHTAKTE C AHTUTEJIOM, CBS3BIBAIOIINM C-Met,
IO CPABHEHHUIO C POCTOM TE€X K€ KJIETOK, HE KOHTAKTHPOBABIINX C AHTHTEJIOM, CBS3BIBAIOIIINM C-
Met, HanpuMep, UHTHOMPOBAHNE POCTA KIETOUYHOW KYJBTYPbI, IO MEHBLIEH Mepe, Ha BEJINYHHY
okoso 10%, 20%, 30%, 40%, 50%, 60%, 70%, 80%, 90%, 99%, unu 100%. Takoe ymeHblIeHNE
KJIETOYHOTO POCTA MOXKET MPOHCXOOUTH C MOMOLIBIO PAa3JIMYHBIX MEXaHU3MOB, HAlpuMep, C
nomotpio ¢paronurosa ddpdexropubix kierok, ADCC, CDC, w/unu anonrosa.

B Hacrosimem um300peTeHMM Tak)Ke ~MPEANIararOTCsl  AHTHTENa, BKIHOYAIOIIHE
(yHKIMOHANBHBIE BapHaHThl obnactu Vi, obmactu Vy, WM ogHOro uim Heckoipkux CDR

aHTuTen u3 npumepoB. PyHkIMoOHaNbHBIN BapuaHT Vi, Vy, wim CDR, ucnons3yembix B
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KOHTEKCTE aHTUTeNla MPOTUB c-Met, JaeT BO3MOXKHOCTb AHTHTENY COXPAaHUTh, MO MEHbIIEH
Mepe, CYLIECTBEHHYIO 4acTh (1Mo MeHbInel mMepe, okojo 50%, 60%, 70%, 80%, 90%, 95% wnu
bonee) adUHHOCTH/ABUIHOCTH W/UIM  CHEMU(UIHOCTH/CENEKTUBHOCTH — POIUTEIBCKOTO
aHTHTENA U B HEKOTOPBIX CIyYasx TAKOE aHTUTENIO MPOTUB c-Met MOXKeT OBITh aCCOLIMUPOBAHO C
Oonpieit adPUHHOCTBIO, CENEKTUBHOCTHIO W/HIM CHEUU(PUYHOCTBIO, HYE€M POAUTENbCKOE
AHTHTEJO.

Takne (QyHKIMOHANBHBIE BAPHAHTBHL, KaK TPABUJIO, COXPAHSIOT CYIIECTBEHHYIO
UICHTUYHOCTh TOCJIENOBATENIbHOCTH C POAMTENbCKHM aHTUTENOM. IIpOLEHT WAEHTUYHOCTH
MEXIY ABYMS MOCIENOBATEIBHOCTAMHU SIBISIETCS (PYHKIMEH 4YMCIa WACHTUYHBIX TO3MLUN B
NOCJIEOBATENbHOCTAX (T.€. % TOMOJIOTMM = YHCIYy HIASHTHYHBIX NO3WNUI/00INee HuCIo
no3unui x100), mpuHUMas BO BHUMaHHUE YUCIIO MPOOENIOB U AJIMHY KaXKAOTo mpodesna, KOTOphIe
JOJDKHBI BHOCHTBCS ISl ONITUMAJIBHOTO BBIPABHUBAHUS IBYX MocienosareibHocTed. IIporeHt
UICHTUYHOCTH MEXIY IBYMSI HYKJIEOTUIHBIMH WITH AMHHOKHUCIIOTHBIMU
MOCJIEIOBATEIbHOCTSMH, MOXKET OBITh OTpeNeNieH, HapuMep, ¢ MoMoInbio anropurma E. Meyers
and W. Miller, Comput. Appl. Biosci 4, 11-17 (1988), koTOpBIi BKJIOUEH B IMPOrpamMmy
«ALIGN» (Bepcus 2.0) ¢ ucrnonb3oBaHHeM TaOiuLbl Macc octatkoB PAM120, ¢ mrpadom 3a
ynnuHeHue npobena, paBHbeIM 12, u mTpadom 3a BHeceHue npobena, paBHbM 4. Kpome Toro,
NPOLEHT UIEHTHYHOCTH MEXy ABYMSI aMHHOKHCIIOTHBIMH TTOCJIEIOBATEIBHOCTSIMA MOKET OBITh
orperneseH ¢ nomorubo anropurMa Hunnmana u Bynima, J. Mol. Biol. 48, 444-453 (1970).

IMocnenoBarensrocTh BapuanToB CDR MoskeT ornuuaTtecs ot nocneaosarenbHoctd CDR
MOCJIEIOBATEIbHOCTEH POAMTENBCKUX AHTUTEN KOHCEPBATHBHBIMH 3aMEHAMH, HANpuMep, IO
MeHblel mepe, 10, Hanpumep, mo MeHblueil mepe, 9, 8, 7, 6, 5, 4, 3, 2 win 1 u3 3aMeH B
BapHUAHTE SIBJITIOTCS] KOHCEPBATUBHBIMHU 3aMEHAMHU aMUHOKHCIIOTHBIX OCTATKOB.

B koHTekcTe HacTosImero n300peTeH s, KOHCEPBATUBHBIE 3aMEHBI MOTYT ONPEAEISTHCS
C TIOMOIIBIO 3aMEH BHYTPH KJIACCOB AMUHOKHCIIOT, OTPAKEHHBIX B CIEAYIOLIeH Tabuie:

Kaaccbl AMHHOKHCJIOTHBIX OCTATKOB AJHA KOHCEPBATHBHBIX 3AMEH

Kucnble octatku Asp (D) u Glu (E)

OCHOBHBIE OCTaTKU Lys (K), Arg (R), n His (H)
I'mnpodumnbHble He3apsDKEHHbIE

OCTATKH Ser (S), Thr (T), Asn (N), u Gln (Q)
Ammdarnyeckne HesapspkeHHble|Gly (G), Ala (A), Val (V), Leu (L), u
OCTaTKH Ile (I)

Henonsipubie He3apsDKEHHbBIE Cys (C), Met (M), u Pro (P)

OCTaTKH

ApOMaTHYECKHE OCTATKH Phe (F), Tyr (Y), u Trp (W)

Ilpuy wucnonp30BaHMM B JAHHOM JOKYMEHTE, [OAPA3YMEBAETCs, YTO TEPMHUH

«peKOMOMHAHTHAS KJIETKAa-XO3sMH» (WM TPOCTO «KJIETKA-XO3sIMH») O0O03HA4YaeT KIETKY, B
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KOTOPYIO BBOJUTCS SKCIPECCUPYIOIIHMHA BEKTOP, HANpUMeEp, 3KCIPECCHPYIOIIUI BEKTOP,
KOAUPYIOLIMHA AHTHUTEJIO N0 H300peTeHur0. PeKkoMOMHAHTHBIE KJIETKH-XO0351€Ba BKJIIOYAIOT,
Harpumep, TpaHcgekTtombl, Takue kak kinetku CHO, knerkm HEK293, knetku NS/O u
TuMpoLUTapHBIE KIETKH.

TepMHH «TpaHCT€HHOE >KHBOTHOE, OTJIMYHOE OT HYEeJNIOBeKa» O0O3HadaeT >KUBOTHOE,
OTJIMYHOE OT 4YeJIOBEKa, MMEIOIIee I'€HOM, BKJIIOYAIOIIMN OJUH WJIM HECKOJBKO TPAHCTCHOB
TSOKEJIOW W/WJIM  JIETKOM 1lemd  4YejioOBeKa WM BKJIIOYAOIMUNA  TPAHCXPOMOCOMBI  (Kak
UHTETPUPOBAHHBIE, TAK U HE MHTETPUPOBAHHBIE B €CTeCTBEHHYIO reHoMHyto JIHK >xuBoTHOTO),
U KOTOPBIH CIOCOOEH 3KCIPECCHPOBATh IOJIHOCTBIO UeJOBeUeCKHe aHturena. Hampumep,
TPAHCT€HHAsl MBIIIb MOKET MMETh TPAHCI€H YeJOBEYECKOH JIerkoW Iernud M JHOO TPaHCTeH
YeJIOBEUECKONW TsDKENOH Leny, 00 TPAHCXPOMOCOMY YENIOBEUECKOW TSDKENIOW IIeNH, TaK YTO
MBIIIb MPOAYLUPYET YENOBEUECKHE aHTUTENA MPOTUB c-Met, TpU UMMYHH3AIMA AHTUTE€HOM C-
Met w/wnu kineTkamu, 3Kcnpeccupyromumu c-Met. TpaHCreH 4YenoBeYeCKOH TsDKENOW Lienu
MOJKeT OBITh HHTETPUPOBaH B XpoMocoMHyro JIHK Mblmy, Kak B cliydae TPAaHCTEHHBIX MBIIIEH,
Hanpumep, mbieli HUMAD, xak nanpumep, mbimeit HCo7 nnn mermeit HCol2, unn tpancren
YeJIOBEUECKONW TSDKEJNIONM LemM MOJKET MOAAEPKUBAThCS BHEXPOMOCOMHO, Kak B Ciydae
TpaHCXpOMOCOMHBIX MbImeld KM, kak omucano B W002/43478. Tloxoxue MBIIIN, UMEIOIINe
oonpiioli Habop uyenoBedeckux reHoB AT, Brmouator HCo7 m HCo20 (cMm., Hampumep,
W02009097006). Takue TpaHCT€HHbIE U TPAHCXPOMOCOMHBIE MBIIIN (BMeCTe 0OO3HAYECHHBIC B
JAHHOM JOKYMEHTE KaK «TPAaHCT€HHbIE MBIIINY») CIIOCOOHBI MPOAYLHPOBATH MHOXKECTBO
U30THIIOB YEJIOBEYECKHX MOHOKJIOHAJBHBIX aHTUTEN K TAaHHOMY aHTUTEHY (Takux Kak IgG, IgA,
IgM, IgD w/umn IgE), mpu pexomOuHaumu V-D-J u mepexmoueHnn M30THIOB. TpaHCreHHOE
JKUBOTHOE, OTJMYHOE OT YEJOBEKa, TaKXKe MOXKET HCIIONb30BaThCsA ISl MPOXYLIUPOBAHUS
AaHTUTE TIPOTUB CHEHU(PHUECKOTO AaHTUT€HAa IyTeM BBEIEHHsS T€HOB, KOIUPYIOLINX
cnenn(uIecKkoe aHTUTEO, HAPUMEp, MyTeM (YHKIHMOHAJIBHOTO CBSI3bIBAHUS T€HOB C T'€HOM,
KOTOPBIH SKCIIPECCUPYETCS B MOJIOKE JKUBOTHOTO.

«Jleuenue» oOo3Hauaer BBeaeHHE H(PPEKTUBHOTO KOJWYECTBA TEPANEBTUYECKU
AKTUBHOT'O COENWHEHHsI O HACTOALIEMY H300PETEHHIO C ILEeNbI0 OOJIerdeHws, YIIyULICHHS,
KYIHPOBAHUS WJIU YCTPAHEHUs (M3JIEY€HHUs) CHMITOMOB OOJIE3HEHHBIX COCTOSTHHH.

«I¢phexTUBHOE KOTMUYECTBO» 0003HAYAET KOJHMUECTBO, 3P (HEKTHBHOE B TAKOU TO3UPOBKE
U B TE€YCHHE TAKHUX IMEPHUOJOB BPEMEHHU, KOTOpbIe HEOOXOMUMBI ISl JOCTHXKEHHUS LIEJIEBOTO
TEPAIreBTUIECKOro pe3yibTara. TepamneBTudecku 3 PeKTHBHOE KOJIMYECTBO AHTUTENA IIPOTUB C-
Met, MOXXET BapbUpPOBATh COTJIACHO TaKUM (pakTopaM, Kak COCTOSHHE 3a00JeBaHMS, BO3PACT,
IIOJ1 ¥ Macca WHAWBHAYYMA, a TaKKe COCOOHOCTh aHTHUTENA MPOTHB C-Met, BBI3bIBATh LIEIEBOMH

oTBeT y MHAuBHAyyMa. Tepanesrudyecku 3pPeKTUBHOE KOINYECTBO TAKXKE MPEACTABISIET COOOM
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TaKoe KOJIMYECTBO, B KOTOPOM TepareBTHUYECKH Mojie3Hbie 3((eKThl MPeBbIIAT JHOObIe
TOKCUYECKHUE WIN BpenHblie 3((eKThl aHTUTENA WITH YaCTH aHTUTEJIA.

«MmuoTunuyueckoe» aHTUTENO MPENCTaBlsseT COOOH aHTUTENO, KOTOPOE paclo3HaeT
YHUKaJIbHBIC IETEPMUHAHTBI, KaK MPaBUJIO, ACCOLMUPOBAHHBIE C AHTUT€HCBSI3bIBAIOIIUM CAaHTOM
aHTHUTeNA.

JlonoaTHUTEIbHBIE ACIIEKTHI M BOILIOMISHUS I/1306D6T6HI/I$I

Kax onmcaHo BbIllle B MEPBOM aCIEKTe, U300pETEHHE OTHOCUTCS K MOHOKJIOHAJBHOMY
4eJI0BEUYECKOMY aHTUTENY, KOTOPOE CBA3BIBAET YeoBeYeCKuil c-Met.

MOHOKJIOHAJIbHBIE AaHTUTENIA MO HACTOSIEMY H300pPETEHHIO MOTYT OBITh MOJYYEHBI
rHOpPUIOMHBIM METOZIOM, BriepBble onrcanHbIM Kohler et al., Nature 256, 495 (1975), unu moryT
OBITH MOJIy4eHBI C HCHOJNb30BaHHE MeTonoB pekomOuHanTHON JIHK. MoOHOKJIOHANBHBIE
aHTHTENA TAKXKE MOTYT OBbITh BBIIEJIECHBI U3 (ParoBoil OMOIMOTEKH aHTUTEN C TOMOIIBIO METO/IOB,
onucanHbix Hanpumep, B Clackson et al, Nature 352: 624-628 (1991) u B Marks et al, J. Mol.
Biol. 222, 581-597 (1991). MOHOKJIOHANBbHBIE aHTUTENA MOTYT OBIThb IMOJIYYEHBI M3 JIOOOTO
MOIXOAALIEr0 UCTOUHUKA. TakuM 00pa3oM, MOHOKJIOHAJIbHBIE AHTHTEIA MOTYT OBITh MOJYYEHBI
u3 rUOpPUIOM, MPUTOTOBJIEHHBIX U3 MBIIIUHBIX B-KJIETOK CENe3eHKH, MOMYYEHHBbIX U3 MBIIICH,
MMMYHHM3UPOBAHHBIX C HCIOJb30BAHMEM AHTUI€HA, MPEICTAaBIAIOIIEr0 MHTEpEC, Halpumep, B
(bopMe KIIETOK, SKCIPECCUPYIOIINX Ha CBOECH MOBEPXHOCTH AHTUTEH, MK B OPME HYKJIEUHOBOH
KUCJIOTBL, KOAMPYIOLIEH AHTHUIeH, MNPEACTABJLIIOIUN HHTepeC. MOHOKJIOHANBHBIE AHTUTENA
TAK)K€ MOTYT OBITb MOJYYEHbI U3 TUOPUAOM, BBIOENEHHBIX W3 3KCIPECCUPYIOIIHMX AHTHUTEIO
KJIETOK UMMYHU3UPOBAaHHBIX JIIOJEH UM MIIEKONMUTAIOIIMX, OTJIUYHBIX OT YeJOBeKa, TAKUX Kak
KPBICBI, COOAKH, MPUMATHI U T.J.

B ogHOM BOIUIOLIEHNH, aHTHTENO MO M300PETEHUIO SBIISETCS YEIOBEUECKUM AHTHTEIIOM.
UenoBeyeckrie MOHOKJIOHAJIbHBIE AHTUTENA, HAIpPaBICHHbIE IPOTHB c-Met, MOryt ObITh
MOJIyY€Hbl C HCIOJIb30BAHUEM TPAHCTE€HHBIX WM TPAHCXPOMOCOMHBIX MbIIIEH, HECYIIUX B
OoJbIIE CTEMEeHW YacTH YeJOBEYeCKOH HMMMYHHOW CHCTEMBl, a HE MbIIUHOW. Takme
TPAHCTEHHbIE M TPAHCXPOMOCOMHBIE MBIIIN BKJIIOYAIOT MbIeH, OO03HAYEHHBIX B JaHHOM
nokymeHnTe kak mbimu HuMADb u mpmmm KM, cOOTBETCTBEHHO, U BMecTe OOO3HAUAIOTCS B
JAHHOM JIOKYMEHTE KaK «TPAHCT€HHBIE MbILINY.

Mpbime HUMAD conepkUT MUHHIJIOKYC YeJIOBEYECKMX HMMYyHOTJIOOYJIHHOBBIX T'€HOB,
KOTOPBI KOTUPYET MOCIENOBATENbHOCTH TsDKENOH memu (U W Y) W JIETKOW Lenu K
UMMYHOIJIOOYJIMHOB, BMECT€ C HANPABJICHHBIMH MYTaLMSIMH, KOTOpPble HMHAKTUBUPYIOT
sHporeHHble Jokycel nermeii p u K (Lonberg, N. et al., Nature 368, 856-859 (1994)).
CoOOTBETCTBEHHO, MBIIIH IEMOHCTPUPYIOT MOHMKEHHYIO 3KCIIPECCHI0 MBIIIHHOIO IgM nim « u,

B OTBET HAa HMMYHHU3ALIUIO, BBCACHHBIC YCJIOBCUCCKHE TPAHCTCHBI TSDKEJIONM W JIETKOM e
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MOJBEPralOTCA TEPEKIIOUEHUI0 KJIacca W COMAaTHYeCKMM MyTalMsM C oOpa3oBaHHEM
BbICOKOA((OMHHBIX YeloBeYeCKuX MOHOKJIOHANbHBIX aHTuTen IgG,k (Lonberg, N. et al. (1994),
Bbime;, 0030p B Lonberg, N. Handbook of Experimental Pharmacology 113, 49-101 (1994),
Lonberg, N. and Huszar, D., Intern. Rev. Immunol. Vol. 13 65-93 (1995) u Harding, F. and
Lonberg, N. Ann. N.Y. Acad. Sci 764 536-546 (1995)). ITonyuenue moimueii HUMAb nogpobno
ommcano B Taylor, L. et al., Nucleic Acids Research 20, 6287-6295 (1992), Chen, J. et al,,
International Immunology 5, 647-656 (1993), Tuaillon et al., J. Immunol. 152, 2912-2920
(1994), Taylor, L. et al., International Immunology 6, 579-591 (1994), Fishwild, D. et al., Nature
Biotechnology 14, 845-851 (1996). Cm., Takxke US 5545806, US 5569825, US 5625126, US
5633425, US 5789650, US 5877397, US 5661016, US 5814318, US 5874299, US 5770429, US
5545807, WO 98/24884, WO 94/25585, WO 93/1227, WO 92/22645, WO 92/03918 u WO
01/09187.

Mpsbiiu HCo7 conepxat HapyuieHue JKD B CBOMX 3HIOTE€HHBIX IeHax JIETKOH Lienu
(xanma) (xax ormcano B Chen et al., EMBO J. 12, 821-830 (1993)), u napymenne CMD B cBonx
SHAOTEHHBIX I'eHax TsDKeNon nenu (kak onucaHo B mpumepe 1 WO 01/14424), tpancren KCoS
YeJIoBEYeCKOM JIerkoi nenu kamnma (kak omucaHo B Fishwild et al., Nature Biotechnology 14,
845-851 (1996)), u tpancrer HCo7 yenoBeueckoi Tsokenoit uenu (kak onucano B US 5770429).

Mpeiiu HCol12 copepxar nHapymenue JKD B CBOMX 3HAOI€HHBIX I€Hax JIETKOH Lenu
(xanma) (xax ormcano B Chen et al., EMBO J. 12, 821-830 (1993)), u napymenue CMD B cBonx
SHAOTEHHBIX I'eHax TsDKeNon nenu (kak onucaHo B mpumepe 1 WO 01/14424), tpancren KCoS
YeJIoBEYeCKOM JIerkoi nenu kamnma (kak omucaHo B Fishwild et al., Nature Biotechnology 14,
845-851 (1996)), u tpancren HCol2 yenoBedeckoi Tspkenoi nenu (Kak OMucaHo B mpumepe 2
WO 01/14424).

B nuann mbimeit KM roMO3uroTHo HapylleH 3HAOTEHHBIN MBIIIUHBIN I'eH JIETKON LeNnH
kamma, kak orucano B Chen et al., EMBO J. 12, 811-820 (1993), a Tak:ke TOMO3HIOTHO HAapYILIEH
SHJIOTEHHBIA MBIITUHBIA TeH TSHKEJION 1emny, Kak ornucaHo B npumepe 1 WO 01/09187. JlanHas
JUHUSA MBILIEH HeCeT TPaHCTeH uejoBedeckoil jerkoh nenu kamma, KCoS, kak omucaHo B
Fishwild et al., Nature Biotechnology 14, 845-851 (1996). JlaHHast TMHUS MBIIEH TAKXKEe HECET
TPAHCXPOMOCOMY YEJIOBEYECKOH TsDKeNnol memu, cocrtosuyr u3 ¢parmenra hCF (SC20)
xpomocomsl 14, kak ormcano B WO 02/43478.

CrnneHOIMThI W3 3TUX TPAHCTEHHBIX MBIIIEH MOXKHO HCIOJb30BATh ISl MOJNYYECHUS
THOPUIOM, KOTOPBIE CEKPETHUPYIOT YEJOBEYECKHE MOHOKJIOHAIbHBIE AHTHUTENA, COIJIACHO
U3BECTHBIM METOJIAM.

Kpome Toro, uenoBeueckne aHTHTENA IO HACTOSIIEMY M300PETEHUIO HIIM aHTUTENA IO

HACTOSIIIEMY H300pPETEHUI0 U3 APYIHX BUIOB MOTYT OBITh MIEHTH()HLMPOBAHBI MOCPEICTBOM
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METOMOB IUCIUIEHHOrO THIA, BKJIIOYAIOIIUX B YaCTHOCTH (haroBbIA NUCIUIEH, PETPOBUPYCHBIH
OUCTUTeH, pUOOCOMHBIN TUCIIIEH U IPyrHe METOAbI, XOPOIIO M3BECTHBIA B NaHHOH o0jacTH, u
NOJIyYeHHbIE B PpE3yJIbTaTe MOJIEKYJbl MOTYT OBbITb MOABEPTHYTHl JONOJHHTEILHOMY
CO3pPEBaHMI0, TAKOMY Kak co3peBaHHe a(p@UHHOCTH B KauecTBe TAKOrO METOAA, XOpPOLIO
U3BECTHOTO B JaHHOW obmactu (cm., Hampumep, Hoogenboom et al., J. Mol. Biol. 227, 381
(1991) (darossrit nucruteii), Vaughan et al., Nature Biotech 14, 309 (1996) (¢parosbrii nucrueii),
Hanes and Plucthau, PNAS USA 94, 4937-4942 (1997) (pubocomusrii aucrieii), Parmley and
Smith, Gene 73, 305-318 (1988) (parossrit nucruieii), Scott TIBS 17, 241-245 (1992), Cwirla et
al., PNAS USA 87, 6378-6382 (1990), Russel et al., Nucl. Acids Research 21, 1081-1085
(1993), Hogenboom et al., Immunol. Reviews 130, 43-68 (1992), Chiswell and McCafferty
TIBTECH 10, 80-84 (1992), u US 5733743). Ecau ans HOJy4eHUs aHTUTEN, KOTOpbIE HE
SIBJIIFOTCS YEJIOBEUECKUMH, TIPUMEHSIOTCS TEXHOJIOTHU JHCILIEs, TO TAKUE aHTUTENIAa MOTYT OBITh
I'YMaHU3HPOBAHBI.

B oxgHOM BomomieHnH, aHTUTENO MO M300pereHnto otHocutes k m3oruny IgGl, IgG2,
IgG3, 1gG4, IgD, IgA, IgE, nnu IgM.

B mepBOM OCHOBHOM BOIUIOLIEHUU aHTHTENA MO M300PETEHUIO, AHTUTENIO KOHKYPUPYET
3a cBs3piBaHue ¢ pactBopuMbiM cMetECDHis ¢ mMMOOMIM30BaHHBIM AHTHTEIOM, KOTOpPOE
comepxkut obmacte VH, Brmouaromyro nocienoarenbHocts SEQ ID NO:33, u obnacte VL,
BKIIOHarolyto nocuenosareapbHocTe SEQ ID NO:37 (024), mpennodYTuTeNnbHO, A€ aHTUTENO
KOHKypupyer Oosee uwem 3a 50%, kak Hampumep, Oonee dem 3a 75% ¢ yKa3aHHBIM
UMMOOMIIN30BAHHBIM AHTHTEJIOM, COTJIACHO OMPENEeICHUI0, JaHHOMY B ripumMepe 17.

B crnenyromemM BOIUIOIEHUH, AaHTUTEJIO HE KOHKYPHPYET 32 CBA3BIBAHUE C PACTBOPHMBIM
cMetECDHis ¢ anTuTeN10M, BEIOPAHHBIM U3 TPYIIIBI, COCTOSIIEH U3:

a) UMMOOWJIM30BAHHOTO AaHTHUTENa, coaepkamero obmacte VH, BkIrouarouyro
nocnenoBarenpbHocTe  SEQ ID NO:1, u comepxkamero o0jacte VL, BKIIOHYAIOMIYIO
nocnenosatenbHocTs SEQ ID NO:5 (005)

b) UMMOOMIM30BAHHOTO aHTHUTENa, coaepxkamiero obmacte VH, BKIFOYAIOIIYIO
nocnenosarenpbHocTh SEQ ID NO:17, um conepxkamero obnacte VL, BKJIFOYAKOIIYIO
nocnenosatenbHocTs SEQ ID NO:21 (008)

C) MMMOOWJIM30BAaHHOTO aHTHTENA, copepskamero obnacte VH u obnacte VL aHTHTENA
SDS, u

d) UMMOOWIM30BAaHHOTO aHTUTENA, Conepskamero oobmacte VH, BKIIOUAOIIyIO
nocnenoBarenpbHocTh SEQ ID NO:49, um conepxkamero obnacte VL, BKJIFOYAKOIIYIO
nocnenosatenbHocTh SEQ ID NO:53 (045),

MPEANOUTUTENBHO, TJ€ aHTUTEJIO KOHKYypuUpyeT MeHee ueM Ha 25%, Kak Hampumep,
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MeHee uyeM Ha 20% C yKa3aHHBIM HUMMOOHWJIM30BAHHBIM AHTUTEJIOM, COTJIACHO ONPEACICHHSM,
JAHHBIM B ripumepe 17.

B cnenyromeM BOIUIOLIEHUH, AHTUTENO CBS3BIBAETCS C TEM JK€ SIUTONOM, 4YTO U
AHTHTEJNO, BBIOPAHHOE U3 TPYIIIBI, COCTOSIIEH U3:

a) aHTUTeNa, comepkamero odmacte VH, Brirouaromyo nocienosarenbHocTs SEQ ID
NO:33, u conepkarero oonacts VL, Bitogaromyto nocnenoarenbHocTs SEQ ID NO:37 (024)

b) anTuTena, cogepskamero obnacte VH, BKIIOUaromyro nocienoarenbHoct SEQ 1D
NO:65, n conepkatuero obnacts VL, Bkitogaromyto nocnenosarenbHocTs SEQ ID NO:69 (061)

C) aHTWTeNa, comepxkamero odaacte VH, Brmodaromyto nociaenoBatenbHOcTs SEQ ID
NO:73, u conepkaiero obnacts VL, Bkitogaromyto nocnenosareabHocTs SEQ ID NO:77 (062)

d) anturena, comepxkamero odnacte VH, Bmodaromyro mnocienoBaTenbHocTh SEQ ID
NO:81, u conepkaruero obnacts VL, Bkitogaromyto nocnenosarenbHocTs SEQ ID NO:85 (064)

€) aHTuTesa, comepxkamero odigacte VH, Bmodaromyto nocienoBatenbHocTh SEQ ID
NO:89, u conepkarero obnacts VL, Bkitogaromyto nocnenosarenbHocTs SEQ ID NO:93 (068)

f) anrurena, comepxxkaimero obnmacte VH, BriIOUaromyro nocnenosarenbHocTh SEQ 1D
NO:97, u conmepxkamero obnacte VL, Bkmouaromyo mocienosareapbHocTs SEQ ID NO:101
(069)

g) aHTHTeNa, comepxxkainero obmacte VH, BriIOYaromyo nocnenosarenbHocTh SEQ 1D
NO:113, u cogepxamero odnacte VL, Brmodaromyr nocienoBarenbHocts SEQ ID NO:117
(098)

h) anTurena, comepxamero obnacte VH, BkmoHaromyro mocienoBaTenbHOCTh SEQ
ID NO:121, u conepkarero obnacts VL, Brrouaromyro nocienosarenbHocts SEQ ID NO: 125
(101) u

1)  aHTHTena, comepxamero obmacte VH, BkIOHaromyro mocienoBareabHOCTE SEQ
ID NO:129, u conepkarero obnacts VL, Brrogaromyro nociegopareabHocts SEQ ID NO:133
(181).

B crnenyromem BommomeHun aHTuteno comep:xkut odmacte CDR3 w3 VH, umeromyro
MOCJIE0BATEIbHOCTD, IIPEACTABIEHHYIO B

a) SEQ ID NO:36 (024)

b) SEQ ID NO:193, xak Hanpumep, odnacte CDR3 u3 VH, npeacraenennyto B SEQ ID
NO:68, 76, 84 unu 92 (061, 062, 064, 068)

¢) SEQ ID NO:196, kax Hampumep, obnacte CDR3 u3 VH, npencrasnennyio B SEQ ID
NO:100 umu 132 (069, 181)

d) SEQ ID NO:116 (098), i

e) SEQ ID NO:201, xak nanpumep, oonacte CDR3 u3 VH, npencrasnennyo B SEQ
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ID NO:124 (101).B cienyromieM BOILIOMEHUH aHTUTENO COIEPIKHUT:

a) obmacte VH, Brmouaromyto nocienosarenbaoctit CDR1, 2 u 3, SEQ ID NO:34, 185
u 36, u obnacte VL, Brmouaromyto nocienosarenbHoctd CDR1, 2 u 3, SEQ ID NO:38, 39 u
206,
nocnegoBarenbHocTn  SEQ ID NO:34, 35 wu 36,
nocnenosareapHocTd CDR1, 2 1 3, SEQ ID NO:38, 39 u 40, (024)

KaK HampuMmep, aHTUTENO, KOTOpOe COomepkuT o0jacTh VH, BKIIOYAIOIIYIO

u obmacte VL, BKJIHOYAKOIIYIO

b) obnacte VH, Brmouaromywo nocnenosarensHoctd CDRI1, 2 u 3, SEQ ID NO:191,
192 u 193, u obnacte VL, Brirovaromyro nmocienosareiapbHoctd CDR1, 2 u 3, SEQ ID NO:78,
79 n 208, xak HapUMep, AHTUTENO, BKJIIOYAIOLIee

a. obnacte VH, Brirowaromnyro nocnenosatenbHoctu CDR1, 2 u 3, SEQ ID NO:66,
67 u 68, u obnacte VL, BrirOHaromyo nocinenosareapbHoctd CDR1, 2 u 3, SEQ ID NO:70, 71 u
72, (061)

b. obnacte VH, Brirowaromnyro nocnenosatenbHoctu CDR1, 2 u 3, SEQ ID NO:74,
75 u 76, n obnacte VL, Brirovaromyro nocnenosarenbaoctd CDR1, 2 u 3, SEQ ID NO:78, 79 u
80, (062)

C. obnacte VH, Brirowarotnyro nocnenosatenbHoctu CDR1, 2 u 3, SEQ ID NO:82,
83 u 84, u obnacte VL, Brmouaromyro nocienosarensuoctat CDR1, 2 u 3, SEQ ID NO:86, 87 u
88, (064)

d. obnacte VH, Brirowarotnyro nocnenosatenbHoctu CDR1, 2 u 3, SEQ ID NO:90,
91 u 92, u obnacte VL, Brirovaromyro nocnenosarenbaoctd CDR1, 2 u 3, SEQ ID NO:94, 95 u
96, (068)

¢) obmacte VH, Brmouaromnyto nocnenosarensbHocta CDR1, 2 u 3, SEQ ID NO:194,
195 u 196, u obnacte VL, Brimouaromyto nocnenosareapHoct CDR1, 2 u 3, SEQ ID NO:209,
210 u 104, xak HanpuMep, aHTUTENO, BKJIIOYAIOLIEe

a. obnacte VH, Brirowarotnyro nocnenosatenbHoctu CDR1, 2 u 3, SEQ ID NO:98,
99 u 100, u obmacte VL, Brimouaromyto nocnegosarensnoctn CDRI1, 2 u 3, SEQ ID NO:102,
103 u 104, (069), nnu

b. obnacte VH, Brirouaromnyro nocnenosarensHoctd CDR1, 2 u 3, SEQ ID NO: 130,
131 u 132, u obnacte VL, Brimrouaromyto nocnenosareapHoct CDR1, 2 u 3, SEQ ID NO:134,
135 u 136, (181)

d) obnacte VH, Brimouaromnyro nocnegosarensHoctu CDR1, 2 u 3, SEQ ID NO:197,
198 u 116, u obnacte VL, Brmouaromyro nocnenosareapHoctd CDR1, 2 u 3, SEQ ID NO:118,
119 m 211, xak Hampumep, AHTUTENO, KOTOpoe coaep:xkuT obmacth VH, BKIIOYANOIIYIO
nocnenosarenpbHocTd CDR1, 2 u 3, SEQ ID NO:114, 115 u 116, u obmacte VL, BKIIOYAIOIIYIO
nocnenosarenbHocTd CDR1, 2 u 3, SEQ ID NO:117, 118 u 120, (098) nnu
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e) obnacte VH, Brirovaromyro nocnenosareapbHoctu CDR1, 2 u 3 SEQ ID NO: 199, 200
u 201 u obnacte VL, Brmouaromyto nocienosarenbaoctd CDR1, 2 u 3 SEQ ID NO: 126,212 u
128, kak HampuMmep, aHTUTEIO, KOTOpOE COmepkUT o0jacTh VH, BKIIOYAIOIIYIO
nocnenosareirpbHocTd CDR1, 2 u 3, SEQ ID NO: 122, 123 u 124 u o6acth VL, BKIIIOYAIOIIYIO
nocnenosarenbHocTd CDR1, 2 u 3, SEQ ID NO:126, 127 u 128 (101).

B cneayroieM BOMIOIMEHUN aHTUTEIIO COEPKUT:

a) obmacte VH, Brmouaromyro nochenoBatenbHocTh SEQ ID NO:33, wu
NPEATNIOYTUTENBHO, o0nacTk VL, Birtouaromyro nocnenosarenbHocTs SEQ ID NO:37 (024)

b) obmacte VH, Brimouaromyr mnocienosarenbHocTh  SEQ  ID NO:61, wm
NPEATNIOYTUTENBHO, o0nacTk VL, Bitouaromyro nocnepoarenbHocTs SEQ ID NO:69 (061)

¢) obmacte VH, Brmouaromyro nocnenoBatenbHocTe SEQ D NO:73, wu
NPEATNIOYTUTENBHO, 00acTh VL, Bitouaromyto nocnenosarenbHocTs SEQ ID NO:77 (062)

d) obmacte VH, Brmouaromyo nocienoBatenbHocTe SEQ D NO:81, wu
NPEATNIOYTUTENBHO, 00acTh VL, Bitouaromyro nocneposatenbHocTs SEQ ID NO:85 (064)

e) obmacte VH, Brmouaromyo nocienoBatenbHocTe SEQ  ID NO:89, wu
NPEATNIOYTUTENBHO, 00acTh VL, Bitouaromyto nocnenosarenbHocTs SEQ ID NO:93 (068)

f) obmacte VH, Brmouaromyro mnocienorareapHocth SEQ ID NO:97, wu
NPEANOYTHTENBHO, 001acTh VL, Brimouaromyro nocnenosareapbHocTs SEQ ID NO:101 (069)

g) obmacte VH, Brimrowaromyro mnociaenoBatenbHocTs SEQ ID NO:113, wu
NPEANOYTHTENBHO, 001acTh VL, Brimouaromyro nocnenosareabHocTs SEQ ID NO:117 (098)

h) obmacte VH, Brimrowaromyro mnociengoarenbHocth SEQ ID NO:121, wu
NPEANOYTHTENBHO, 001acTh VL, Brimouaromyro nocnenosareapHocTs SEQ ID NO: 125 (101)

i) obmacte VH, srmovaromyro mnocienoBarenbHocts SEQ ID NO:129, wu
NPEANOYTHTENBHO, 001acTh VL, Brimouaromyro nocnenosareapbHocTs SEQ ID NO:133 (181)

j) obmacte VH, Bxmodarmmyr nocienosareiapbHocTh SEQ ID NO:159 wm
NPEANOYTHTENBHO, 00nacTh VL, Bkimovaromyro nocnepoareabHocTs SEQ ID NO: 160 (078)

k) obmacte VH, Bximodaromyro mnocnenosareapHocth SEQ 1D NO:161, wu
NPEANOYTHTENBHO, 001acTh VL, BKimouaromyro nocnenosareabHocTs SEQ ID NO:162 (084)

i) obmacte VH, Brirovaromyro mnocienoarenbHocth SEQ 1D NO:163, wu
NPEANOYTHTENBHO, 00acTh VL, Bkimovaromyro nocnepoBareabHocTs SEQ ID NO:164 (063)

m) obmacte VH, Brimowaromyro mnocienoBarenbHocth SEQ 1D NO: 165, wu
NPEANOYTHTENBHO, 00acTh VL, Bkimovaromyro nocnenoBareabHocTs SEQ ID NO:166 (087)

n) obmacte VH, Brimrowaromyr mnocienoarensHocth SEQ ID NO:137, wu
NPEANOYTHTENBHO, 00nacTh VL, Bkiovaromyro nocnenoBareabHocTs SEQ ID NO:138 (066)

0) obmacte VH, Bxiouwaromyro mnocnenosarenbHocth SEQ 1D NO:139, wu
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NPEANOYTHTENBHO, 00nacTh VL, Brimouaromyro nocnenosareabHocTs SEQ ID NO: 140 (065)

p) obmacte VH, srimowaromyr mnocnenoarenbHocth SEQ 1D NO:141, w,
NPEANOYTHTENBHO, 00acTh VL, Bkiovaromyro nocnenoBareabHocTs SEQ ID NO: 142 (082)

q) obmacte VH, Bxiouatomy mnocnenosareipbHocTh SEQ ID NO:143, u,
MpeanouTUTENbHO, obnactey VL, Browaromnyro nocienosarenbHocte SEQ ID NO:144 (089),
WIH

r) BapuaHT JOOOr0 M3 YKAa3aHHBIX AaHTUTEN, TIA€ YyKa3aHHBI  BapUaHT
NPEATIOYTUTENBHO COAEPIKUT Mo Oosbiueil Mepe 1, 2 wim 3 aMUHOKHUCIOTHBIX Moaupukanuu,
Oojee  NPENNOYTHTENBHO, AMHHOKUCJIOTHBIE  3aMEHbl, HAmpuMep, KOHCEpBATHUBHbBIE
AMUHOKHCJIOTHbIE 3aMEHBI B YKA3aHHBIX [1OCJIE0BATEIbHOCTSX.

B onHom BomnomeHmu aHtuTeNno comepxkur odnacte VH, Brmowaromyro CDR3-

nocnenosateabHocth  SEQ  ID  NO:100, u obnmacte VL
nocnenosatenbHocTs SEQ ID NO:104 (069).

, Brmouaromyw  CDR3-

B omHOM BOMJIOMEHWH AHTUTENO CONEPKUT 00jacTh VH,  BKJIFOYAKOIIYIO
nocnenosarenpbHocTd CDRI1, 2 u 3, SEQ ID NO:98, 99 u 100, u o6iacte VL, BKJIFOYAIOIIYIO
nocnenosareapHocTd CDR1, 2 1 3, SEQ ID NO:102, 103 u 104, (069).

B omHOM BOMJIOMEHWH AHTUTENO CcomepkuT oOjacth VH,  BKIIOYAKOIIYIO
nocnenosatenbHOCTh SEQ ID NO:97, u obnacte VL, BKIFOUAOIMYIO MOCenoBaTeibHOCTh SEQ
ID NO:101 (069).

B npyrom 0CHOBHOM BOILIOIIEHHUH aHTHUTEJIO MO U300PETEHUIO!

- KOHKYPUPYET 3a cBsi3biBaHUE ¢ pacTBopuMbiM cMetECDHis ¢ uMMoOMIH30BaHHBIM
AQHTUTENIOM, TAe VyKa3aHHOe WMMOOUIM30BAaHHOE AaHTHUTENO Ccoaep:kutr obmacte VH,
BKIIIOUaromy mocienoBarenbHocth SEQ ID NO:9, u obmacte VL, BKJIHOYAKOIIYIO
nocnenosarenbHocTs SEQ ID NO:13 (006), mpeanodTuTenabHO, A€ aHTUTENO KOHKYPUPYET
bonee yem Ha 50%, kak Hampumep, Oojiee yem Ha 75% C yKa3aHHBIM UMMOOHWIH30BAHHBIM
AHTUTEJIOM, COTJIACHO OINPEAEIeHUI0, AJAHHOMY B npumepe 17,

u

- HE KOHKypupyeT 3a cCBsi3biBaHME C  pactBopuMmbiM  cMetECDHis ¢
UMMOOUITH30BAaHHBIM AHTUTEJIOM, conepKainum o0nacTpb VH, BKJIFOUAIOLIYIO
nocnenosatenbHOCTh SEQ ID NO:49, u obnacts VL, BKIFOYAOIMYIO MOCienoBaTeibHOCTh SEQ
ID NO:53 (045), npennouTuTenbHO, I7ie aHTUTENO0 KOHKYpUpYyeT MeHee ueM Ha 50%, Hampumep,
MeHee 4HeMm Ha 25%, Hampumep, meHee yeM Ha 20% C yKa3aHHBIM HMMOOWJIH30BAHHBIM
AHTUTEJIOM, COTJIACHO OINPEAEIeHUI0, AJAHHOMY B npumepe 17,

u

- cBszbBaeT AoMeH SEMA wm3 -Met, MpeamodTUTENbHO, T€ aHTUTENIO CIIOCOOHO
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unruouposath ces3biBaHue HGF ¢ momenom SEMA ¢ IC50, cocraisitomieit meHee yem 10
MKI/MJI, HAITPAEMEP, MEHee YeM 2 MKI/MJI, KaK OIHMCAHO B IpuMepe 9.

B crnenyromem BOMJIOLIEHNH, AHTUTEJIO HE KOHKYPHUPYET 3a CBSI3bIBAHHE C PACTBOPUMBIM
cMetECDHis ¢ MMMOOHMJIM30BaHHBIM aHTHUTENIOM, COAEpKamnM 00jacTb VH, BKJIFOYAIOIIYIO
nocnenosatenbHOCTh SEQ ID NO:33, 1 obnacts VL, BKIFOUAOIIYIO MOcienoBareibHocTh SEQ
ID NO:37 (024), npennouTuTenbHO, I7ie aHTUTENI0 KOHKYPUPYET MeHee 4eM Ha 25%, Hanpumep,
MeHee yeM Ha 20% ¢ yKka3aHHbIM MMMOOWJIM30BAHHBIM aHTUTENIOM, COTJIACHO OTpPENENCHHIO,
JAHHOMY B npumepe 17.

B cnenyromemM BOIJIOLIEHNH, aHTUTEJO CBSI3bIBAET TOT K€ 3MUTONOM, YTO U aHTHUTEINO,
BBIOPAHHOE U3 TPYIIIBL, COCTOSIIEH U3:

a) aHTUTeNa, comepskamero oodnacte VH, Brmouaromyro nocienoBatenbHocTh SEQ ID
NO:1, u obmacte VL, Bxmouaromyro nocneposarenbHocts SEQ ID NO:5 (005)

b) anturena, comepxxkaimero obmacte VH, BKIOYarOIyr0 mocienosareapbHocTh SEQ 1D
NO:9, u obmacte VL, Brimouaromyro nocnenosarensHocts SEQ ID NO:13 (006)

C) aHTUTeNa, conmepskamero oodnacte VH, BKouaromnyro mnocienosarenbHocts SEQ ID
NO:25, u obnacte VL, Britouaroryro nocienosarenbHocts SEQ ID NO:29 (022), u

d) anTuTena, comepskamero oonacte VH, BKouaromnyto nocienosarenbHocth SEQ ID
NO:57, n obnacts VL, Brirovaromyto nocienosareiabHocts SEQ ID NO:61 (058).

B crnenyromem Borutomennn, antureno copep:xkur odbmacte CDR3 u3 VH, umeroryro
MOCJIE0BATEIbHOCTD, IIPEACTABIEHHYIO B

a) SEQ ID NO:181, kak nanmpumep, oonacte CDR3 u3 VH, npencrasnennyro B SEQ ID
NO:4 unu 12 (005, 006)

b) SEQ ID NO:28 (022), niu

¢) SEQ ID NO:60 (058).

B cneayromeM BOMIOMEHNH aHTUTEJIO COAEPKUT:

a) obmacte VH, Brmouaromnyto nocnenosarensbHocta CDR1, 2 u 3, SEQ ID NO:179,
180 u 181, u obnacte VL, Brirovaromyro nocienosareiapbHoctd CDR1, 2 u 3, SEQ ID NO:6, 7 u
202, xak HaImpuMep, aHTUTENIO, COAEPIKaLIEee

a. obnacte VH, Brimouaromyto nocnenopareapbHocta CDR1, 2 u 3, SEQ ID NO:3, 4
u 3, u obnacte VL, Brmouaromnyro nocienosatenbHoctd CDR1, 2 u 3, SEQ ID NO:6, 7 u 8,
(005), unu

b. obnacte VH, Brirowaromyro nocnenosatenbHoctu CDR1, 2 u 3, SEQ ID NO:10,
11 u 12, u obmacte VL, Brrovaromyro nocnenosarensHoctu CDR1, 2 u 3, SEQ ID NO:14, 15 u
16, (006)

b) obnacte VH, Brirouaromyro nocnenosareapHoctu CDRI1, 2 u 3, SEQ ID NO:26,
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184 u 28, u obnacte VL, Brirouaromyro mocnenosareapbHoctd CDR1, 2 u 3, SEQ ID NO:30, 31
u 205, Kak HampuMmep, aHTUTeNo, copepxkamee oOmacte VH,  BKIIOUArOIIyIO
nocnenosareinpbHoctd CDRI1, 2 u 3, SEQ ID NO:26, 27 u 28, u obnacte VL, BKJIHOYAIOIIYIO
nocnenosareapbHocTd CDR1, 2 u 3, SEQ ID NO:30, 31 u 32 (62), unu

¢) obmacte VH, Brmouaromyro nocnenosareapbHoctd CDR1, 2 u 3, SEQ ID NO: 189,
190 u 60, u obnmacte VL, Brmouaromyro nocienosarenbaoctd CDR1, 2 u 3, SEQ ID NO: 62, 63
u 207, HampuMep, aHTHUTENO, coneprkamee obsactb VH, BKIIIOHYAIOMIYIO MOCIENOBATENbHOCTH
CDRI1, 2 u 3, SEQ ID NO:58, 59 u 60, u obmacte VL, BKIFOYAIOMIYIO MOCIEAOBATEIPHOCTH
CDR1, 2 u 3, SEQ ID NO:62, 63 u 64 (058).

B cnenyromeM BOTUIOIIEHNH, aHTUTENO COAEPIKHUT:

a) obmacte VH, Brmouaromyro nochnenoBarenbHocTh SEQ  ID NO:1, wu
NPEANOYTUTENBHO, 00nacTh VL, Bkimovatromyro nocnenosarenbHocTs SEQ ID NO:5S (005)

b) obmacte VH, Brimrowaromyr —mnocienoBarenbHocth SEQ  ID NO9, wu
NPEATNIOYTUTENBHO, 00nacTk VL, Bitovatromyto nocnenosarenbHocts SEQ ID NO:13 (006)

¢) obmacte VH, sBrmowaromyr mnocienoBatenbHocTh SEQ ID NO:25, wu
NPEATNIOYTUTENBHO, o0nacTk VL, Bitovaromyto nocnenosarenbHocTs SEQ ID NO:29 (022)

d) obmacte VH, sBrmowaromyr mnocienosatenbHocTh SEQ ID NO:S7, wu
NPEATNIOYTUTENBHO, o0nacTk VL, Bitovatromyto nocnenosarenbHocTs SEQ ID NO:61 (058)

e) obmacte VH, Brmouaromyrwo mnociegoaresbHocth SEQ  ID NO:145, wu
NPEANOYTHTENBHO, 00nacTh VL, Bkiovaromyro nocnenoBareabHocTh SEQ ID NO: 146 (031)

f) obmacte VH, Brimouwaromyr mnocienoBarenbHocTh SEQ ID NO:147, wu
NPEANOYTHTENBHO, 00acTh VL, Bkimovaromyro nocnepoBareabHocTs SEQ ID NO: 148 (007)

g) obmacte VH, Brirowaromyr nocienoBarenbHocth SEQ ID NO:149, wu
NPEANOYTHTENBHO, 00nacTh VL, Bkiovaromyro nocnenoBareabHocTs SEQ ID NO:150 (011)

h) obmacte VH, Brmrowaromyro mnocienoarenbHocts SEQ 1D NO:151, wu
NPEANOYTHTENBHO, 00acTh VL, Bkimovaromyro nocnepoBareabHocTs SEQ ID NO:152 (017)

i) obmacte VH, Brimrowaromyr mnocnenoarenbHocth SEQ ID NO:153, w,
MpeanouTUTENbHO, obnactey VL, Browaromnyro nocienoarensHocts SEQ ID NO:154 (025),
12001

j) BapmaHT JMIOOOr0 W3 YKa3aHHBIX AHTUTEN, II€ YKa3aHHBIH BapUAHT CONEPIKUT, IO
Oonpmeit mepe, 1, 2 wuiam 3 aMHHOKHCIOTHBIX Moau(puKauuu, Oojee NPEeArnouTUTENBHO,
AMHUHOKHCJIOTHBIE 3aMEHBI, HAPUMEP, KOHCEPBATUBHBIE AMUHOKHCIIOTHBIE 3aMEHBI B YKa3aHHBIX
MOCJIEA0BATENBHOCTSIX.

B npyrom oCHOBHOM BOTLIOIIEHHH aHTHUTEJO 110 H300PETEHHUIO:

- KOHKYPUPYET 3a cBsi3biBaHUE ¢ pacTBopuMbiM cMetECDHis ¢ uMMoOMIH30BaHHBIM
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AQHTUTENIOM, TIJe VyKa3aHHOe WMMOOWJIM30BAHHOE AaHTHUTENI0 CcomepkuT obmacte VH,
BKIIOUaromy nocienosarenbHOocTs SEQ 1D NO:49, u obnmacte VL, BKIIOYAKOIIYIO
nocnenosatenbHocTs SEQ ID NO:53 (045), mpeanodtutenbHO, A€ aHTUTENO KOHKYPUPYET
bonee yem Ha 50%, Hampumep, Oomee uwem Ha 75% C yKa3aHHBIM HMMOOWMJIM30BaHHBIM
AHTUTEJIOM, COTJIACHO OINPEAEIeHUI0, AJAHHOMY B npumepe 17,

u

- AaHTHUTEJIO HE KOHKYpPHpPYeT 3a cCBsi3biBaHHe C pactBopuMbiM cMetECDHis ¢
UMMOOUJTU30BAaHHBIM AHTUTEJIOM, TNl€ VKa3aHHOE HMMMOOWMIIM30BAHHOE AHTHUTENO COHEPIKUT
obnacte VH, Britouaroyto nocienosarenbHocts SEQ ID NO:9, u obnacts VL, BKITIOHAIOIIY O
nocnenosarenbHocTs SEQ ID NO:13 (006), mpeanodTuTenabHO, A€ aHTUTENO KOHKYPUPYET
MeHee yeM Ha 25%, kak Hampumep, MeHee dyeM Ha 20% C yKa3aHHBIM HMMOOWIIN30BAHHBIM
AHTUTEJIOM, COTJIACHO OMPENENICHUIO, JAHHOMY B npumepe 17.

B cnenyroiem BOIUIOIIEHUH aHTUTENO HE KOHKYPHUPYET 3a CBSI3bIBAHUE C PACTBOPUMBIM
cMetECDHis ¢ anTuTeNn0M, BEIOPAaHHBIM U3 TPYIIIbI, COCTOSIIEH 3!

a) WMMOOWIM30BAHHOTO aHTUTENA, conmepkamero obnacte VH, BKIFOYAOIIYIO
nocnenosatenbHOCTh SEQ ID NO:17, u obnacts VL, BKJIFOUAKOIYIO mocienoBareibHOcTh SEQ
ID NO:21 (008), u

b) UMMOOMIIM30BAaHHOTO aHTUTENa, coAepkamero obmacte VH, BKIIOHAIOIIYIO
nocnenosatenbHOCTh SEQ ID NO:33, u obnacts VL, BKJIFOUAKOIIYIO mocienoBareibHocTh SEQ
ID NO:37 (024),

MPEIIOYTUTENBHO, TJIe aHTUTENIO KOHKYpUpyeT MeHee deM Ha 25%, Hampumep, MeHee
yeMm Ha 20% ¢ yKa3aHHBIM UMMOOWJIM30BAHHBIM aHTUTEJIOM, COTJIACHO OTPENeSICHUsIM, JaHHBIM
B npumepe 17.

B crenyromeM BOIUIOIIEHWM AHTUTENO CBSI3BIBAETCS C TEM K€ SMHUTOMOM, YTO U
aHTHUTENO, conepskaiiee obnacte VH, Brmouaromywo mnocienoarenbHocth SEQ ID NO:49, u
BKJIFOHaroee odnacte VL, Brmrovaromtyro nocienosareabHocTs SEQ ID NO:53 (045).

B crnenyromem Boruomenunn, antureno coxep:xkur obmacte CDR3 u3 VH, umeroryro
MOCJIEIOBATENBHOCTD, npeacTaBieHHyo B SEQ ID NO: 188, nanpumep, obnacte CDR3 u3 VH,
npencrasieHHyto B SEQ ID NO:52 (045).

B crneayromeM BOMIOIIEHWHM aHTUTENO coaep:kuT obnmacte VH, BKIFOYAIOIIYIO
nocnenosarenpbHocTd CDR1, 2 u 3, SEQ ID NO:186, 187 u 188, u obnacts VL, BKJIFOYAIOIIYIO
nocnenosareabHocTd CDR1, 2 1 3 SEQ ID NO:54, 55 u 56, Hanpumep, aHTUTENO, COAEpIKaLIee
obnacte VH, Brimrowaromyro nocnenosatenbHoctd CDR1, 2 u 3 SEQ ID NO:50, 51 u 52, u
obnacte VL, Brimrovaromnyro nocnenosarenbHocta CDR1, 2 u 3, SEQ ID NO:54, 55 u 56, (045).

B CICAYHOIIEM BOIIOIMCHUHU aHTUTEIO COACPIKUT!:
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a) obmacte VH, Brirowaromyr mnocienoBatenbHocTh SEQ ID NO:49, wu

2

NPEATNIOYTUTENBHO, o0nacTk VL, Bitovaromyto nocnenosarenbHocTs SEQ ID NO:53 (045)

b) obnmacte VH, Briouaromyr mnocienoBatenbHocth SEQ ID NO:155, wu,
NPEANOYTHTENBHO, 00acTh VL, Bkimovaromyro nocnenoBareabHocTs SEQ ID NO: 156 (040)

¢) obmacte VH, Brmouaromywo mocnenoBareibHocTh SEQ ID NO:157, w,
MpeanouTUTENbHO, obnactey VL, Browaromnyro nocienoarenbHocts SEQ ID NO:158 (039),
WJIH

d) BapuaHT FOOOTO0 W3  YKa3aHHBIX  AHTHTEN, TA€ YKa3aHHBIA  BapHUAHT,
MPEINOYTUTENBHO, CONEPIKUT, IO OoJbInel Mepe, 1, 2 win 3 aMUHOKUCIOTHBIX MOAU(UKALINY,
Oonee  MPEANOYTHTENLHO, AaMHUHOKUCJIOTHBIX 3aMEHbI, TaKHMX KaK KOHCEpPBAaTHUBHBIC
AMUHOKHCJIOTHBIE 3aMEHBI B YKa3aHHBIX MOCIEA0BATEIbHOCTSIX.

B crnenyromeM BOIUIOIIEHUH aHTHUTENO CBsi3biBaeTcss ¢ nomeHoM SEMA u3 c-Met,
MPEIIOYTUTENBHO, €CJIM AHTUTENO CMOCOOHO WHruOupoBaTh cBsizbiBanne HGF ¢ momenom
SEMA c¢ IC50, cocrapmsirometi MmeHee 4eM 10 MKI/MJI, HarpuMmep, MeHee 4eM 2 MKI/MII, Kak
OMHUCaHO B mpuMepe 9.

B apyrom OCHOBHOM BOILIOLIEHUH aHTHUTENA MO U300PETEHHUIO, AHTUTEJNIO CBSI3BIBAET TOT
K€ SIMHTOI, YTO W AHTHUTENO, comepskaiiee obnacte VH, BKITIOYAOIIYIO MOCIENOBATEIHbHOCTD
SEQ ID NO:17, u obnacte VL, Brmouatomyro nocienoarenbHocts SEQ ID NO:21 (008) vnm
CBS3BIBAET TOT JK€ SMHTOMN, YTO W AaHTUTENO, conepkamiee obnacte VH, BKJIFOYAKOIIYIO
nocnenosatenbHOCTh SEQ ID NO:41, u obnacts VL, BKIFOYAOIYIO nocienoBareibHocTh SEQ
ID NO:45 (035), unu CBsI3bIBaeT TOT K€ SIMUTOI, YTO M aHTHTENO, comep:kamee odbmacts VH,
BKIIIOUArOmyo mnocneaorareapHocTe SEQ ID NO:105, u obnacte VL, BKJIFOYAKOIIYIO
nocnenosarenbHocTs SEQ ID NO:109 (096).

B crnenyromem Bomomenun antuteno cogep:xkut odmacte CDR3 w3 VH, umerornnyro
MOCJIEIOBATEIBHOCTD, npeacTaBieHHyo B SEQ ID NO:183, nampumep, obnacte CDR3 u3 VH,
npencrasiennyio B SEQ ID NO:20, 44 wnu 108 (008, 035, 096).

B crneayromeM BOMIOIIEHWHM aHTUTENO coaep:kuT obnmacte VH, BKIFOYAIOIIYIO
nocnenosareinpbHocTd CDR1, 2 u 3, SEQ ID NO:18, 182 u 183, u obnacte VL, BKJIFOYAIOIIYIO
nocnenosarenbHocTd CDRI1, 2 u 3, SEQ ID NO:22, 203 u 204, Hanpumep, aHTHUTEINO,
conepokaliee

a) obnacte VH, Brmouaromyro nocienoatenbuoctd CDR1, 2 u 3, SEQ ID NO:18, 19 u
20, u obnacte VL, Brimrovatromyro nocnenosarenbHoctd CDR1, 2 u 3, SEQ ID NO:22, 23 u 24,
(008),

b) obmacte VH, Brirovaromnyro mocnenosareiabHoctu CDR1, 2 1 3, SEQ ID NO:42, 43 u
44, u obnacte VL, Brimrovaromyro nocnengosarenbHoct CDR1, 2 u 3, SEQ ID NO:46, 47 u 48,
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(035),

¢) obnacte VH, Brmowaromyro nocnenoBatenbHocTd CDR1, 2 u 3, SEQ ID NO:106,
107 u 108, u obnacte VL, Brmouaromyto nocnenorareapHoctd CDR1, 2 u 3, SEQ ID NO:110,
111 u 112, (096).

B npyrom BOIUIOLIEHUN AHTUTENO COAEPIKUT:

a) obmacte VH, Brirowaromyr mnocienoBatenbHocTs SEQ ID NO:17, wu
NPEATNIOYTUTENBHO, o0nacTk VL, Bitovaromyto nocnenosarenbHocts SEQ ID NO:21 (008)

b) obnmacte VH, Brmouaromyro nochenoBatenbHocTh SEQ ID NO:i41, w
NPEANIOYTUTENBHO, o0nacTk VL, Bitovaromyto nocnenosarenbHocTs SEQ ID NO:45 (035)

¢) obmacte VH, Brmouaromyrw mnocinepoBarenbHocTh SEQ  ID NO:105, wu
NPEANOYTHTENBHO, 00acTh VL, Britouaromyro nocnenosareabHocTs SEQ ID NO:109 (096)

WJIH

d) BapuanT OOOTO W3  YKAa3aHHBIX AHTHTEN, TH€ YKA3aHHBI BapHUaHT,
MPEIOYTUTEIBHO, CONEPIKUT, IO OoJbIel Mepe, 1, 2 win 3 aMUHOKUCIOTHBIX MOAU(UKALINY,
Ooniee  MPEANOYTUTENIHO, AMHUHOKHCJIOTHBIX 3aMEHbI, TaKMX KaK KOHCEpPBAaTHUBHBIC
AMUHOKHCJIOTHBIE 3aMEHBI B YKa3aHHBIX MMOCEI0BATEIbHOCTSIX.

B cnenyromem BOIUIOLIEHUM, AHTUTENO CBs3biBaercss C¢ kjierkamu A431 ¢ ECS0,
cocrapistomeii 10 HM unu menee, kak Hanpumep, ¢ EC50 pasnoit 2 HM uinm Mesee,
MPEANOYTUTENIBHO, KaK OMPEAENIEHO COrJIacHO npumepy 13.

B cnenyromem BOIJIOIIEHNH, aHTUTEJO CBSA3bIBAETCS ¢ c-Met ¢ KOHCTaHTOH ad(PUHHOCTH
(Kp), cocramsromeit 20 HM wnu MeHee, HarpuMep, S HM WiIn MeHee, PEANOYTUTENbHO, KaK
ONpPEAEJIEHO COTJIaCHO puMepy 14.

B cnenyromem BOIJIOLIEHUH, AaHTUTENO CBs3blBaeTcd C c-Met Makaku-pesyec,
MPEANOUTUTENBHO, €CJIU CUTHAJ CBSI3bIBAHUS aHTUTeNa ¢ c-Met Makaku-pe3yc, MO MeHbluei
Mepe, B 5 pa3 MpeBblIaeT CUTHAN JUJIsl AHTUTeNa OTPULIATENbHOIO KOHTPOJISL, KaK OMNpEeAesieHO
COrJIacHO npumepy 15.

B cnenyromem Boruiomenny, antuteio nHrudupyet cesizbiBanue HGF ¢ BHekneToUHBIM
IOMEHOM c-Met, MPEeArOUTUTENbHO, €CNIH aHTUTEJO MHTHOUPYET CBsi3bIBaHUE Oojiee 4eM Ha
40%, xak Hanpumep, Oosee yem Ha 50%, Hanpumep, Oonee yem Ha 60%, Harpumep, Oosiee yeM
Ha 70%, Hampumep, Oonee yem Ha 80%, Hampumep, Oonee dyem Ha 90%, kKak ompeneaeHo
COrJIaCHO npumepy 16.

Eme B OmHOM BOIUIOIIEHWH, AHTUTENIO CHOCOOHO HMHTHOMPOBATH JKU3HECTIOCOOHOCTH
kyetok KP4, nmpeanodTUTenbHO, eCiu aHTUTENIO CIIOCOOHO WHTHOWPOBATH KU3HECTIOCOOHOCTH
bonee uwem Ha 10%, Hampumep, Oomee vem Ha 25%, nHampumep, Oojee yem Ha 40%,

MPEANOYTUTENIBHO, KaK OMUCAaHO B pumepe 19.
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dopmaThel aHTUTEN

B nHacrosmem n300peTeHnH MpeIIaratoTCs aHTArOHUCTHYECKHE M HEAHTarOHUCTHYECKUE
aHTuUTena,  ceBsAsbiBaromme  c-Met.  llockoipky — HEKOTOpbIE — AHTHUTENA  ACHCTBYIOT
AHTArOHUCTHYECKU Ha KJIETKU-MUIIEHH HE3aBUCUMO OT TOrO, MOHOBAJIEHTHbl OHM WU
OWBAJICHTHBI, U1l JPYrMX aHTUTEN TPU 3TOM (PYHKUHOHATBHBIA 3(PQPEeKT 3aBUCUT OT
BasieHTHOCTU. Kak npencrasieHo B npumMepe 19 B gaHHOM AokymeHte, anturena 024, 062, 064,
068, 069, 098, 101, 181 (koTopble BCE HAXOASTCS B ONHOH M TOH K€ TPYIIE MEPEeKPeCTHOM
OJNIOKMPOBKH, cM. mpumep 17), Hampumep, AEMOHCTPHPYIOT AaHTArOHUCTHYECKHE CBOICTBA B
aHanmu3e sku3HecnocoOHocTH kietok KP4 HezaBucumo ot ux ¢popmara. Anrurena 022 u 058, ¢
APYrO# CTOPOHBI, BEAYT ce0s1 aHTArOHUCTHUYHO B JAHHOM aHAJIN3€ B MOHOBAJICHTHOM Qopmare,
HO arOHMCTUYHO (WM, TIO MEHBIIEH Mepe, He AHTAarOHUCTHUYHO) B OuBajieHTHOM (opmare.
Takum 00pa3oM, B 3aBUCHMOCTH OT HMCKOMBIX (DYHKLHMOHAJIBHBIX CBOWCTB Ui KOHKPETHOTO
UCTIONBb30BAHUS, KOHKPETHBIE aHTUTENa MOIyT ObITh BbIOpaHbl u3 Habopa aHTHUTEN,
npeasiaraéMblX B HACTOSIIIEM U300pPETeHNH, W/ UX (popMaT MOKeT ObITh aJanTHPOBAH MyTEM
HU3MEHEHHUs] BaJIEHTHOCTH.

Bonee toro, antuTeno m3oOpeTeHUsT MOXKET OBIThH aHTHUTENOM Jiroboro mzoruma. Ilpu
BbIOOpE M30THNA, KaK TMPaBWIO, OYAyT PYKOBOACTBOBATBHCS HCKOMBIMH 3((EeKTOPHBIMU
¢bynxkumsamy, Takumu kak nEAyKuns ADCC. IIpumepamu nzotunos seistotes 1gG1l, IgG2, IgG3
u IgG4. Moxer ObITh HCHOJB30BaHA OAHA W3 ABYX KOHCTAHTHBIX OOJIACTEeH UeIOBEYECKOH
JEerkoi wmemu, kKamma wid JsaMaa. llpu HeoOXOIMMOCTH KJacC aHTuTena NpoTuB c-Met
HACTOSIIIEro U300peTeHust MOJKET ObITh M3MEHEH M3BECTHBIME criocobamu. Hampumep, aHTHTEIO
HACTOSIIIEro M300peTeHus, KOTOpoe U3HAa4aIbHO ObuIo IgM, MOKeT ObITh M3MEHEHO Ha KJacc
anturena IgG Hacrosmero nzoOpereHus. Kpome Toro, MeTonbl H3MEHEHHsI Klacca MOTYT OBITh
WCTIONB30BaHbI sl KOHBEpTaLUuu ogHoro noakjacca IgG B npyro#, nanpumep, ¢ IgGl na IgG2.
Takum oOpa3om, 3¢dekTopHble (YHKIIMH AHTUTEN HACTOSIIETO H300pETeHHs MOTYT OBITh
M3MEHEHbI IIPU CMEeHe M30THuIMa, Harpumep, Ha antureno IgGl, 1gG2, 1gG3, IgG4, 1gD, IgA, IgE
unn IgM s pasiauuHBIX TEpaNeBTHYECKUX MPUMEHEHUN. B ONHOM BOIUIOLIEHWUU AHTHUTENO
Hacrosimero n3odperenus spisiercs anrutenom IgG1l, nanpumep, IgG1,x.

OtpuuarenbHas MOAYJALMS, WHAYUMPOBAHHAs AaHTArOHUCTUYHBIMU aHTUTEIAMH,
NpPEACTaBIsieT COOOH MeXaHW3M JAEHCTBUS TEpareBTHUECKUX AaHTHTEN NpOoTHB c-Met.
CoOOTBETCTBEHHO, B OJHOM acCleKkTe HW300pEeTeHUs] HCKOMBIMH SIBJSIIOTCS aHTUTENa C
NOHMKEHHbIMA ~AarOHUCTUYECKMMH CBOMCTBAMH, HO C COXPaHHUBIIEHCS CIOCOOHOCTBIO
HMHAYLHPOBATh OTPULIATENbHYIO MOAYJILMIO c-Met.

bruto oOHapykeHO, YTO MpH TOHWKEHHOW KOH()OPMAILMOHHOW THUOKOCTH aHTHTEN

INOTCHIHAJIbHAA OCTaTO4YHAasA aroHUCTUYCCKasA aKTHUBHOCTDL OMBaJIEHTHBIX IgGl AHTHUTEII
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MUHUMHU3HPOBAHA.

CoOTBeTCTBEHHO, B OAHOM  BOIUIOLICHWH, AaHTUTENO  M300peTeHuss  ObLIO
MOIU(UIIMPOBAHO TaK, YTOOBI CAENATh €r0 MeHee THOKUM, HAIIPUMED, MMOCPEICTBOM MyTallUi B
HIAPHUPHOHN 00acTu.

Haubonpmme koH(pOPMALMOHHbIE W3MEHEHHs SIBIISTIOTCSI  PEe3yJbTaTOM THOKOCTH
nrapHupa, Ojaromapsi KOTOpol HOCTyNeH mupokuii nuana3od yrioB Fab-Fc (Ollmann Saphire,
E., R.L. Stanfield, M.D .M. Crispin, P.W H.I. Parren, P.M. Rudd, R.A. Dwek, D.R. Burton and
L A. Wilson. 2002. Contrasting IgG structures reveal extreme asymmetry and flexibility. J. Mol.
Biol. 319: 9-18). OnuH w3 myteil ymeHbiueHus ruOkoctu Fab-ruiedya B mMmyHOrnoOyimHax
3aKJIIOYAEeTCs B MPEJOTBPAILEHHH OOpa3OBaHHUA AUCYJIb(MUAHBIX CBS3€H MEXAy JErKod u
TSDKEJION LEeTIbI0 TOCPEACTBOM reHeTndeckoil Monudukanun. B ecrecteenHom anturene IgGl
Jerkasi Ielb COEAMHEHAa C TSDKEJNOH LeNmbl0 KOBAJEHTHO 4epe3 IUCYJIb(PHIHYIO CBS3b,
coennusromyro C-KOHIIEBOH IIMCTEHH JIETKOH Lienu ¢ muctemHoM B mosunuu 220 (C220 EU
HyMepalun) B mapHupe Fc Tsexenoit nenu. JInubo nyrem myraumu aMuHOKUCIOThl C220 B cepuH
aubo OOV IPYTryH0 €CTECTBEHHYID aMHUHOKHUCIIOTY, JuOo ynanmeHuem (€220, nubo myrtem
MIOJTHOTO YAAJIEHHs apHupa, Tudo myreM 3ameHsl mapHupa IgG1 Ha mapuup IgG3, obpasyercs
MOJIEKYJIa, B KOTOPOH JIETKHE LeTIH COSAMHEHB! Yepe3 ux C-KOHLEeBBbIE IFCTEHHBI, aHAJIOTHYHO
cUTyaluu, oOHapy>KeHHOH B yenoeueckoM u3otune [gA2m(1). 3To mpUBOAUT K CHUKEHHUIO
ruoOkoctu Fab orHocuTensHo Fe 1, cnenoBaTenbHO, yMEHBIIAET CIIOCOOHOCTD K MEPEKPECTHOMY
CBSI3BIBAHMIO, KaK MTOKA3aHO B IPUMEpax.

Hpyras crtpareruss ymeHblneHHss ruOkoctu Mousekynsl IgGl 3akmodaercss B 3amMeHe
mapaupa IgGl nHa mapuup IgG2 wmm IgG2-nomoOueii mapaup (Dangl et al. EMBO J.
1988;7:1989-94). JlanHast mapHHpHast 00JacTh MMEET IBa CBOICTBA, OTJIMYHBIE OT CBOWCTB
mapuupa IgGl, KoTophie, KaKk CUYMTAETCS, AENAIOT MOJIEKYJy MeHee rmOkoi. Bo-mepBbix, mo
cpasHeHMro ¢ mapHupoM IgGl mapuup IgG2 Ha 3 aMUHOKUCIOTEL kKOpoue. Bo-BTOpbIX, mapHUp
IgG2 comep:kUT AONMOIHHUTENBHBIA LIUCTEHH, TaKMM 00pa3oM, oOpas3yeTcst TPH, BMECTO IBYX,
IUCyIb(QUIHBIX MOCTHKA BHYTPHU TSDKENIOH Lernu. B mHOM cityyae, MOXKeT OBbITh BBEZIEH BapUAHT
mapaupa IgGl, xoropeiii umeer cxoxacto ¢ mapaupoM IgG2. Oror myrant (TH7A6-9)
(W0O2010063746) conepxur mytauuto T223C u ase neneunu (K222 u T225) ansa oOpa3oBaHust
0oJee KOPOTKOTO MAPHUPA C TOTIOTHUTENbHBIM LIICTEHHOM.

B cnepyromeM BOIUIOIIEHHMM aHTUTENO H300pereHust siBisiercss noxatunoMm IgGl, B
KOTOPOM 00JIacTh mapHupa Obuta MOTU(UIIMPOBAHA My TEM:

(1) ynmanenus mapHupHOU obiactu ¢ mochenosatenbHOCTEIO EPKSCDKTHTCPPCP u
ee 3aMeHbl Ha mapHupHy obiacts IgG2 ¢ mocnenosarensHocThi0. ERKCCVECPPCP (IgGl
[Tapaunp-IgG2);
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(i) ymanenus: B mojoxeHuu 220, Tak 4ToObl MOIU(UIIMPOBAHHAS IAPHUPHAS 00JIaCTh
conepxana nocnenosarenbHocTe EPKSDKTHTCPPCP (IgG1 AC220);

(ii1) 3ameHBl 1MHCTeMHa B mTOJokeHUH 220 Ha JHOOYI0 APYIYIO E€CTECTBEHHYIO
amMuHOKHCIOTY (X) Tak, 4roObl MoauduUUpOBaHHAS I[IApHUPHAS OONACTh copepkaja
nocaenosarenbHocTb EPKSXDKTHTCPPCP (IgG1 C220X);

(iv) ynmanmenusi mapHupHOU obnmactu ¢ nocienosarenbHOcThi0 EPKSCDKTHTCPPCP
(UniBody IgG1);

(v) ynmanenus mapHupHOU obiactu ¢ mocnenosatenbHOCTEO EPKSCDKTHTCPPCP u
ee 3aMeHbI Ha MapHUPHYIO 001acTh IgG3 ¢ mocnenoBaTeIbHOCTHIO

ELKTPLGDTTHTCPRCPEPKSCDTPPPCPRCPEPKSCDTPPPCPRCPEPKSCDTPPP
CPRCP (IgG1 apanp-I1gG3); nmm

(vi) 3aMeHBI TPEOHMHA B MOJIOKEHUH 223 Ha MUCTEUH M yIAJICHUS JIN3UHA B TIOJOXKEHUU
222 W TpPEeOHHWHA B TMOJOKEHWUU 225, Tak 4TOOBI MOMU(UIMPOBAHHAS IIAPHUPHAS OONACTb
conepxana nocnenosareabHocTe EPKSCDCHCPPCP (IgG1 TH7A6-9).

B onHoM Bomomennu n300peTeHUsT aHTUTENo H300pereHust umeer noarumn IgGl, B
KOTOPOM 00JIacTh ImapHupa ObiIa MOAU(PUIINPOBAHA YAaIeHHeM B o3uiuu 220 TakuM odpasom,
9TOOBI MOIU(PHUIIPOBAHHAS o0nacTpb HIapHupa uMena MOCJIEI0BATENBHOCTD
EPKSDKTHTCPPCP (IgG1 AC220) unu 3amenol nuctenHa B nosunnu 220 Ha OOV IPYTYIO
€CTeCTBEHHYI0 aMHHOKHUCIOTY (X), Tak 4ToObl MOIU(UIMPOBAHHAS OONACTh LIAPHUpPA MMeEJa
nocaenosarenbHocTb EPKSXDKTHTCPPCP (IgG1 C220X);

B cnenyromem BOIUIOIIEHNH aHTUTENO n3o0pereHus mmeer noxtun IgGl, B xoropom
obnacth mapHupa Obiia MOTU(UIMPOBAHA 3aMEHOHM LUCTEeHMHA B mo3uimu 220 Ha CepuH, Tak
9TOOBI MOIU(PHUIIPOBAHHAS o0nacTpb HIapHupa uMena MOCJIEI0BATENBHOCTD
EPKSSDKTHTCPPCP (IgG1 C220S).

B cnenyromem BOIUIOIIEHNH aHTUTENO H300peTeHust nmeer nontun 1gG2.

B cnenyromeM BOMIOLIEHUH B aHTHUTENE M300peTeHHUs MOTU(PHUIMPOBAHBI caxapa IJIs
YMEHBLICHHsI KOMN4ecTBa (PyKO3bl U, TaKUM o0paszoM, i yeunenuss ADCC, narpumep, myrem
no0aBJIeHUs] COENMHEHUH B KYJIBTYPAJIBbHYIO CPENy B XOZ€ BBHIPAOOTKH aHTHUTEN, KaK OMHUCAHO B
US2009317869 mnu kak onucano B van Berkel et a (2010) Biotechnol. Bioeng. 105:350 mmm ¢
nomMoIbio HokayTHBIX 1o FUT8 knerok, Hanpumep, kak onucano B 'Yamane-Ohnuki et al (2004)
Biotechnol. Bioeng 87:614. B uxom ciyqae ADCC mMoxkeT ObITh ONTHMU3HPOBAHO C ITOMOIIBIO
cniocoba, onrcannoro Umana et al. (1999) Nature Biotech 17:176.

B onHom BomnomeHmu aHtuTeNno comepxkur odnacte VH, Brmowaromyro CDR3-
nocnenosarenpbHocts, SEQ ID  NO:100, wu obnacte VL, Brmouaromywo CDR3-

nocaenosarenbHoctb, SEQ ID NO: 104 (069), noaruna IgG1, B koTopoM o0nacTh mapHUpa
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Opta MomudUIMpOBaHA 3aMEHOW LucTeMHa B mno3umuu 220 HA CEepUH, TaK YTOOBI
MonupuIMpOBaHHAs MapHUpHas obmacTe mMmena nocienoBarenbHocTh EPKSSDKTHTCPPCP
(IeG1 C220S8).

B opgHOM BOmIOmEHMHM aHTUTENO comepkuT obmacte VH,  BrioHaromyro
nocnenosareinpbHocTd CDRI1, 2 m 3 SEQ ID NO:98, 99 u 100 u obnacte VL, BKJIHOYAIOIIYIO
nocnenosatenbHoctd CDR1, 2 1 3 SEQ ID NO:102, 103 u 104 (069) noatuna IgG1, B koropom
obnacth mapHupa Oblia MOTUMUIMPOBAHA 3aMEHOH LMCTerHa B mo3umuu 220 Ha CepuH, Tak
yroObl  MOmUGUIMPOBAHHAS  MIApHUpPHAs  00JacTp  HMMeNa  IOCJIEAOBATENbHOCTh
EPKSSDKTHTCPPCP (IgG1 C220S).

B opgHOM BOmIOmEHMHM aHTUTENO comepkuT obmacte VH,  BrioHaromyro
nocnenoBatenbHOCTE SEQ ID NO:97 u obnacte VL, BKIFOUArOMIyIO mociienoBarepbHOCcTh SEQ
ID NO:101 (069) noarumna IgG1, B koTopoMm obnacts mapHupa Obuia MOTHUGHULIINPOBAHA 3aMEHON
UCTeNHa B mo3uiuu 220 Ha CepuH, Tak 4TOOBI MOIU(UIIMPOBAHHAS [MAPHUPHAS 00JaCTh HMeTIa
nociaenosarenbHocTs EPKSSDKTHTCPPCP (IgG1 C220S).

B pasnmnusbx nyOnMKanmsx MpPOAEMOHCTPUPOBAHA KOPPENSLUS MEXIY CHUKEHHBIM
byko3mIrpoBaHUEeM Kopa U moBbimeHHoM akTuBHOCTBI0O ADCC in vitro (Shields RL. 2002 JBC,
277:26733-26740, Shinkawa T. 2003 JBC; 278(5):3466-3473, Umana P. Nat Biotechnol. 1999
Feb;17(2):176-80).

B crenyromem BOIUIOIIEHHM AaHTUTENO H300peTeHus ObLIO0 MOAMMUIUPOBAHO IS
yMeHbLIeHHs (PyKo3uanpoBanuss kopa Huwxke 10%, Hanpumep, HKe 5%, 4TO ONpPEReNseTcs C
MIOMOIIBIO BBICOKO3((PEKTUBHONH aHHOHOOOMEHHOW XpoMarorpagpuu BMECTE C HMITYJbCHBIM
amnepomerpuiecknM nerektupoBanueM (HPAEC-PAD). JlanHas mnpoBepka MOXKET OBITh
OCYIIECTBJIEHA XOPOIIO H3BECTHBIMH B MPEIIIECTBYIOLIEM YPOBHE TEXHUKHU CIIOcOOaMHu,
Hanpumep, 00paboTKON Ki(YHEH3UHOM HJTH TIOJYYSHHEM KIIETOK, oTpruuaTenbHbix mo FUTS.

B npyrom BOIJIOIIEHWH aHTUTENO M300peTeHHsT OBUIO CKOHCTPYUPOBAHO UIA YCHIICHHS
aKTUBAIMM KOMIUIEMEHTa, Hampumep, kak ommcaHo B Natsume et al. (2009) Cancer Sci.
100:2411.

B onHOM BOWIOLICHMM AHTUTENO HW300pPETEHUS SIBJSETCS  IMOJHOPAa3MEPHBIM,
npeanoutuTenbHo anturenoM IgGl, B wactHocTy, anturenom IgGl,x. B apyrom BomnomeHun
AHTHUTENO N300peTeHUs SABJSIETCS PPAarMEHTOM aHTHUTENA MIIH OAHOLIETIOU€YHBIM AHTHTEIIOM.

@parMeHTbl aHTHTEN MOTYT OBbITh IMOJIyYEHBI, HanmpuMmep, ¢pparMeHTauneil OOBIYHBIMU
METOAaMH, U (pparMeHThl MOJBEPTatOTCs CKPUHUHTY TaKUM k€ 00pa3oM, KaK OMHUCAHO B JAHHOM
IOKyMeHTe AJsl 1enblx antuten. Hanpumep, ¢pparmentst F(ab'), MoryT ObITh mOJy4eHbI yTeM
oOpabotku anTuTena nercuHoM. [lonyuennsiii ¢pparment F(ab'), moxer OviTh 0OpaboraH muis

YMEHBLICHHUs TUCYIb(QUAHBIX MOCTUKOB Ul TojiydeHus ¢parmenroB Fab'. ®dparmentsr Fab
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MOryT ObITh mosyueHbl nyTeM oOpaborku anturena IgG mamamHom; @parmentst Fab' moryr
OBITH TIOJIy4EHBI paciieruieHueM nerncuHoM anturena IgG. @parment F(ab') Takxe Moxer ObITh
NOJIy4YeH CBsi3bIBaHMEM Fab', ormcaHHbIM HuXKe depe3 THO3(PHUPHYIO CBSI3b WIN AUCYJIbPUAHYIO
cBsi3b. @parment Fab' smusercs ¢parmMeHTOM aHTUTENa, NOJNYYEHHBIM pAaCIIEIICHHEM
mucynbduaHoN cBsi3u obnmactu mapHupa F(ab'),. ®@parment Fab' moxer ObiTh mnosdydeH
obpabotkoii ¢parmenta F(ab'), BoccTaHaBIMBAOIIMM areHTOM, TaKUM KaK JUTHOTPEUTOIL.
@parMeHT aHTHTENa TaKKe MOXKET OBITh MOJNY4YEeH OSKCIpeccuell HYKJIEHHOBBIX KHCIIOT,
KOUPYIOLINX Takue (pparMeHThl B peKOMOWHAHTHBIX KJeTKax (cM., Hampumep, Evans et al., J.
Immunol. Meth. 184, 123-38 (1995)). Hampumep, XuUMepHBIH T'€H, KOAMPYIOLIMHA 4YacTb
¢parmenta F(ab'),, Moxker Bkirouarh nocienosarenbuocta JAHK, kogupyromue nomen Cyl u
obnacte mapHupa H-menyw, mocie KOTOPBIX ClenyeT KOJOH OCTAHOBKH TPAHCISALUU C
MOJTyYeHHEM, TAKUM 00pa3oM, MOJIEKYJIbI (PparMeHTa yKOPOUEHHOTO aHTUTENA.

Kak ykazaHO Bbllle, B OJHOM BOIUIOLICHWH AaHTUTENO H300peTeHus mpoTuB c-Met
SBJIIETCSI OMBAJICHTHBIM AHTHTEJIOM.

B ogHOM BOmIOLIEHNH aHTUTENO N300pPETeHUs MPOTHUB c-Met SBJISIETCS MOHOBAJIEHTHBIM
AHTHUTEJIOM.

B onHOM BoOmIOImEHMH aHTUTENO u300peTeHHus sBisgercss (parmeHTom Fab wmm
OJTHOTLJIEUEBbIM aHTUTEJIOM TakuM, Kak onucanHoe B US20080063641 (Genentech) nnm npyrum
MOHOBAJIEHTHBIM aHTHTEJIOM, HAIIPUMEp, TAKUM, Kak ornucaHo B W02007048037 (Amgen).

B mnpenmouTuTeNnbHOM BOIUIOIIEHWH, MOHOBAJEHTHOE AHTHTENIO HMEET CTPYKTYpY,
orucanHyro B W02007059782 (Genmab) (KOTOpBIH BKIIOYEH B JNAHHBIH JOKYMEHT CCBUIKON),
UMERINYI0 Aenennto B obnactu mapHupa. COOTBETCTBEHHO, B OJHOM BOIUIOIIEHHH AHTHUTENO
SBJIIETCSI  MOHOBQJICHTHBIM ~ QHTUTENIOM, TIJ€ YKa3aHHOE€ aHTHTEJIO TNpoTuB  c-Met
CKOHCTPYHPOBAHO CIIOCOOOM, BKJIFOUYAIOIINM:

1)  obecnedueHue HYKJEOTUAHOTO KOHCTPYKTA, KOAHMPYIOIIErOo JIETKYIO  IeMb
YKa3aHHOTO  MOHOBQJIGHTHOTO aHTHTENA, NPUYEM YKa3aHHBIH KOHCTPYKT  COAEPIKUT
HYKJICOTUAHYIO  TOCIENOBATENbHOCTh,  KOmupyromyw  obmacte VL BeIOpaHHOTO
AHTUTeHCTIEIU(PIUECKOT0 aHTHUTENAa NPOTHB c-Met, M HYKJICOTUAHYIO MOCIEIOBATENbHOCTD,
KOAUPYIOLIYIO  KOHCTaHTHyr0  obmacte (CL) Ig, rme  ykasaHHas  HYKJIEOTHIHAs
MOCJIEIOBATENIbHOCTh, KOAMpYIOMass oOmacte VL  BbIOpaHHOro aHTUTreHCHenU(PUIECKOro
aHTHUTENA, W YKa3aHHAs HYKJIECOTHIHAs IOCIENOBATENbHOCTb, Komupyromas odiacte CL Ig,
(YHKIMOHAIBPHO CBs3aHBI APYr C APYroM, U rae B ciaydae noaruna IgGl, HykneoTmmHas
NOCJIEIOBAaTENbHOCTD Komupytomas odnacte CL, Obuta MoguduimpoBaHa Tak, 4Todbl 001acTh
CL He comepkana aMHUHOKHCIOT, CIIOCOOHBIX OOpPa3OBbIBATH AUCYJIb(UIHBIE CBSI3U WIN

KOBAJICHTHBIC CBA3WM C [APYrUMH HOC€OTUAAMH, COACPXKAIIUMU HUACHTUYIHYIO obmactu CL
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AMHUHOKHCIJIOTHYIO TTOCJIEZOBATENbHOCTD B PUCYTCTBHH MOJUKJIOHAIBHOTO denoBedyeckoro IgG
WUIA TIPY BBEACHUH JKUBOTHOMY WJIH YEJIOBEKY;,

i1) obecnedeHrWe HYKJICOTHIHOTO KOHCTPYKTA, KOIUPYIOUIETO TSDKEIYIO —IeTb
YKa3aHHOIO MOHOBQJIGHTHOTO aHTHTENa, NpPUYeM VKa3aHHBIH KOHCTPYKT  COIEPIKHT
HYKJIEOTUAHYIO  TIOCJIENOBATENbHOCTb,  Koaupyromyr  obmacte  VH  BeIOpanHOTO
AHTUTEHCTICU(PHUECKOTO aHTUTENA, W HYKJICOTHIHYIO IOCIENOBATEIbHOCTh, KOIHPYIOLIYIO
KOHCTaHTHYI0 obnacte CH denoBedeckoro Ig, rae HYKJICOTHAHAS TMOCIEIOBATENbHOCTS,
kogupyromas obmacte CH  momupuumpoana Takum — oOpa3oMm, 4YTOOBI  OOJIACTH,
COOTBETCTBYIOLIAs MIAPHUPHON obnactu u, kak Tpedyer moarun lg, npyrue odbnactu CH, takue
kak obmacte CH3, He comepxana Kakux-1MOO aMHHOKHCIOTHBIX OCTAaTKOB, KOTOPBIE
NPUHUMAIOT y4acTHe B OOpa3OBaHUM JUCYJNb(UIOHBIX CBSA3€H WM KOBAJIEHTHBIX MU
YCTOHYMBBIX HEKOBAJEHTHBIX MEKLEMHBIX CBA3CH TSDKEJIOH Lenu ¢ APYTHMH TMEeNTHIAMH,
COAEPKALTUMH aMHHOKHCIIOTHYIO TIOCJIEOBATENBHOCT HAEHTHYHYIO KOHCTaHTHON obnmactu CH
YeJI0BEYEeCKOro Ig, B MPUCYTCTBUU MOJMKIOHAJIBHOTO YesoBedeckoro IgG uiam mpu BBENEHUH
YeJIOBEUECKOMY CYINECTBY, 1€ yKa3aHHAs HYKJIEOTHUAHAs TMOCIENOBATENbHOCTb, KOTUPYIOIIAs
obnacte VH BBIOpaHHOrO aHTUTrEeHCHEeUM(UYECKOro aHTHUTENa, M yKa3aHHAs HYKJIEOTHIHAs
NOCJIEIOBATENbHOCTD, Komupyromas obmacte CH ykaszanHoro IIIg, (pyHKIIMOHANBHO CBSI3aHBI
ApYT C Ipyrom,

iil) obecnedeHne KJIETOYHOH HKCIPECCUPYIOIIeH CUCTEMBI JJIsl MOJyYeHUs YKa3aHHOTO
MOHOBAJIEHTHOTO aHTHUTEJIA;

V) mony4YeHHe YKa3aHHOTO MOHOBAJIEHTHOT'O aHTUTENA KOIKCIPECCHEH HYKJICOTHIHBIX
KOHCTPYKLUUH (1) ¢ (i1) B KJIETKaX KIJIETOUHOH IKCIpecCHpyroeit cucremsl (iii).

ITonoOHbIM 00pa3oM, B OJHOM BOIUIOLIEHWH AaHTUTENO NPOTHB c-Met sBiseTcs
MOHOBAJIEHTHBIM aHTHTEJIOM, KOTOPOE COAEPKUT

(1) BapuabenbHYIO 00aCTh AHTUTENA U30OPETEHMSI, KAK OMKUCAHO B TAHHOM JIOKYMEHTE
WJIA aHTUT€HCBS3BIBAIOIIYIO YaCTh YKa3aHHON 00NacTH, U

(1)) obmacte Cy MMMyHOJIOOYIMHA WK ee (parMeHT, Bkmodaromui ydactkn Cy2 u
Cu3, rme obmacte Cy wim ee ¢QparmeHT MomuUIHMPOBAHBI Tak, YTOOBI OOJACTD,
COOTBETCTBYIOLIAs IMAPHUPHOMY YYacTKy, U, €CIH UMMYHOIJIOOYJIMH HE OTHOCUTCS K M30THITY
IgG4, npyrue yuactku Cy, Takne kak Cy3, HE HECIM HUKAKUX AMHHOKHCIOTHBIX OCTATKOB,
KOTOpBIe ObUTH OBl HE CIIOCOOHBI 0OPA30BBIBATH AUCYJIBGUAHBIE CBSI3H C HASHTUYHBIM Y4aCTKOM
Cy unm He cnocoOHBI OOpPA30OBBIBATH APYIHE KOBAICHTHBIE MM CTAOMJIbHBIE HEKOBAJICHTHBIE
CBSI3U MEKAY TSDKENbIMH LEMSIMH C HUAEHTHYHBIM y4acTkoM Cpy B IPUCYTCTBUH
MOJIMKJIOHAJIBHOTO YesioBedeckoro I1gG.

B CICAYHOIIEM BOIUIOICHUH, TSAXKEJasd LENb MOHOBAJICHTHOI'O aHTUTEA MPOTHUB c-Met
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ObUTa MOIU(HUIMPOBAHA TAKMM 00Pa30M, YTOOBI LETIbHBIN MAapHUP ObUT YaJIEH.

B npyroM AONOSHUTENBHOM BOIUIOIIEHHH, YKa3aHHOE MOHOBAJIEHTHOE AaHTUTEINO
seisiercss oatunom IgG4, Ho obnacte Cyx3 Obuta MoauduUMpOBaHA TakK, YTOOBI ONHA WU
HECKOJIBKO CIIEAYIOLINX AMHHOKHCIIOTHBIX 3aMEH OB BHECEHBI:

Hymepanusi myranuii CH3

KABAT* EU unnexc G4* Myrauuu

E378 E357 E357A vmu E357T v E357V unu E3571

S387 S364 S364R nnu S364K

T389 T366 T366A mmu T366R nnu T366K nnu T366N

L391 L368 L368A umu L368V unu L368E mnmu L368G uau L368S
nmu L368T

D427 D399 D399A unu D399T uau D399S
F405A unu F405L mmu F405T uamn F405D unu F405R
i F405Q

F436 F405 i F405K nnu F405Y

Y438 Y407 Y407A wnmm Y407E wumu Y407Q wumu Y407K wunum
Y407F

F436 1 Y438  F405 u Y407 (F405T u Y407E) nnu (F405D u Y407E)
(D399S u Y407Q) uym (D399S u Y407K) nnum (D399S
D427u Y438 D399 u Y407  u Y407E)
*KABAT yxaszvieaem na uymepayuro amunokuciom coziacio Kabat (Kabat et al.,

Sequences of Proteins of Immunological Interest, 5th FEd. Public Health Service, National
Institutes of Health, Bethesda, MD. (1991). EU wunoexc yraszeieaem HA HyMepayuio
amunokuciom coenacuo EU unoexcy kak usnoxceno ¢ Kabat et al., Sequences of Proteins of
Immunological Interest, 5th Ed. Public Health Service, National Institutes of Health, Bethesda,
MD. (1991)).

B cnenyromeM BOIJIOIIEHHWH MOCIENOBATEIBHOCTh YKA3aHHOTO MOHOBAJEHTHOTO
aHTuTena ObplIa MoOAM(UIMPOBaHA TaKUM OOpa3oM, YTOOBI OHO HE COAEPKAIO KaKUX-JIHOO
aKLENTOPHBIX CAUTOB 1151 N-CBSA3aHHOTO MINKO3UIHPOBAHUS.

AHTHTENa M300peTeHust MpOTHB C-Met Takke BKIJIIOYAIOT OFHOLETIOUEYHbIE aHTHUTENA.
OnHouenoveyHble aHTUTENA SBISFOTCS MIENTHIAMH, B KOTOpbIX 00nactu Fv Tspkenol u jerkon
Hernel coenuHeHbl. B OZHOM BOIUIOIIEHHHM B HACTOSINEM H300PETEHHUH Mpeliaraercs
onuonenoyeunass Fv (scFv) B xotopoli Tspkenast u jierkasi uenu B Fv anturena mpotus c-Met
HACTOAIIEro n300peTeHnsi OObeAUHEHBI ¢ THOKUM MENTHIHBIM JTHHKEPOM (KaK MPaBUJIO, OKOJIO
10, 12, 15 wiu OonblIero KOJWYECTBA AMHHOKHUCIIOTHBIX OCTATKOB) B OJHOLEMOYEYHOM
nentuae. CrnocoObl MONyYeHUs] TAKUX aHTUTEN onucanbl, Harpumep, B US 4,946,778, Pluckthun
in The Pharmacology of Monoclonal Antibodies, vol. 113, Rosenburg and Moore eds. Springer-
Verlag, New York, pp. 269-315 (1994), Bird et al., Science 242, 423-426 (1988), Huston et al.,
PNAS USA 5879, 5883-1988 (85) and McCafferty et al., Nature 348, 552-554 (1990).

OI[HOL[GHOLIGLIHOG AHTHUTEJIO MOXKET OBITh MOHOBAJICHTHBIM, €CJIM UCIIOJIB3YHOT OAWH THUIT VH and
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Vi, OuBaneHTHBIM, €CIM ABa TUNAa Vg W VL HCHOJB3YIOT, WU TOJUBAJICHTHBIM, €CIIH
UCTIOJNIB3YIOT OOJIbINe ABYX THIOB Vy 1 VL.

B onHOM BOmIOLIEHMM AHTHTENO M300pEeTEeHUs] MPOTHUB C-Met SBISETCS aHTUTEJIOM C
nepunurom s¢ddexroproit ¢yHkuMu. B OIHOM BOIMJIOLIEHWH AaHTUTENO TNPOTUB c-Met ¢
neunurom 3¢ dexTopHOll QYHKINH ABISIETCS CTa0MIM3UPOBaHHBIM anTutesoM IgG4, koropoe
ObUTO MOOUGHUIMPOBAHO TSI penoTBparneHus 3amMeHbl Fab-meua (van der Neut Kolfschoten et
al. (2007) Science 317(5844): 1554-7). IlpumepaMu MOAXOAAIIHNX CTAOMIM3UPOBAHHBIX aHTUTEN
IgG4 sBnstroTCA aHTUTENA, B KOTOPBIX aprHHMH B NojoxkeHHH 409 B KOHCTaHTHOW obmactu
TsDKENon 1enu denoBedeckoro IgG4, koropsrii ykasan no uHaekcy EU kxak u B Kabat et al.,
3aMEHEH Ha JIM3UH, TPEOHUH, METHOHHUH WJIM JICWLIUH, MPEINOYTHTEIbHO JIM3UH (ONHMCAHHBIA B
W02006033386 (Kirin)) w/unu roe obnacte mapHupa Obuta MoauUIMpPOBaHA TaK, YTOOBI OHA
coneprana nociaenosarenbHOCTb Cys-Pro-Pro-Cys.

B npyrom Bommomennu crabunmsupoanHoe 1gG4 antureno mpotuB c-Met siBisieTcs
AHTHUTEJIOM, COAEPIKALINM TSDKEIYIO U JIETKYIO LeNb, TA€ YKa3aHHAs TsDKeNas Lelb CONEP>KUT
KOHCTaHTHYIO 0OiacTh uenoeueckoro IgG4, MMENIyro OCTaTOK, BBIOPAHHBIA W3 TPYIIIH,
cocrositieit u3 Lys, Ala, Thr, Met u Leu B mo3unum, coorsercTByromei 409 w/mimm ocTaTok
BbIOMparOT U3 rpynmsl, cocrosimeii u3: Ala, Val, Gly, lle u Leu B mo3uumu, cooTBeTcTBYyOMEH

405, W rHe YKa3aHHOE AaHTUTEJNO HeoOsA3aTeNbHO BKJIIOYAET OAHY WM  HECKOJBKO

>
JOTIOJIHUTENbHBIX 3aMEH, NeNELUil W/WIM BCTABOK, W TIJ€ YKa3aHHOE AHTHUTEIO COAEPIKUT
nocienosarenbHocTh  Cys-Pro-Pro-Cys B oOmactu  mapuupa. IlpeamoururensHo, ecnu
yYKa3aHHOE aHTHUTENIO COAepKUT octaTok Lys mnmm Ala B mosunumu, coorBercrByromei 409 win
obnacte CH3 antutena 3ameHena Ha obnacte CH3 wenoseueckoro IgGl, mmm denoBedeckoro
IgG2 nmm yenoseueckoro IgG3. Cm. takske W02008145142 (Genmab).

B eme omgHOoM BomiomeHuw, cradunmsuposaHHoe IgG4 antmTeno mnpotus c-Met
SIBJISIETCS. AHTUTENIOM, COJEp KAIllUM TSDKENYIO U JIETKYIO LieTllb, I7le yKa3aHHas TsbKenas Lemnb
COIEPKUT KOHCTAHTHYIO 00nacTh denosedeckoro IgG4, MMeImyro OCTaTOK, BBIOPAHHBINH U3
rpynmsl, coctosimeit w3 Lys, Ala, Thr, Met u Leu B mo3uiuu, coorBercTByroIein 409 u/umu
OCTAaTOK BBIOMpAIOT W3 Tpymmbl, cocrosimmeir u3: Ala, Val, Gly, lle u Leu B mno3unwy,
cooTBeTcTBytomel 405, W e yka3aHHOE AHTHUTENO HeOoOsS3aTebHO BKIIIOYAET OJHY WM
HECKOJIbKO JIOTIOJTHUTENbHBIX 3aMEH, IENeld W/WIM BCTAaBOK U TJE€ YKa3aHHOE AaHTHUTENO
comepxut nocnenoareabHOCTh Cys-Pro-Pro-Cys B oOnactu mapnupa. IlpeanoururensHo, ecnu
YKa3aHHOE aHTHUTENIO COAEepKUT octaTok Lys mnmm Ala B mosunmu, coorBercrByromieii 409 wiun
obnacte CH3 antutena 3ameHena Ha obnacte CH3 wenoseueckoro IgGl, mmm denoBedeckoro
IgG2 nnu yenoseueckoro IgG3.

B crenyromem BOIUIOIIEHWH aHTHTENO NpoTUB c-Met ¢ aeduumrom 3ddexTopHOit
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¢bynkunu siBnsiercs anturenaoM He IgG4 tuna, Hanpumep, IgG1, 1gG2 nmu IgG3, kotopsie ObLTH
MYTHUPOBAHBI TAKUM 00pa3oM, 4ToOBI CIOCOOHOCTH omocpenoBaTh 3¢ exropbie PyHKINH, TaKue
kak ADCC, Obuta CHIXKEHa WM Jake ycTpaHeHa. Takue MyTalM OMUCaHbI, HampuMep, y
Dall'Acqua WF et al., J Immunol. 177(21:1129-1138 (2006) and Hezareh M, J Virol.;75(24):
12161-12168 (2001).

Kounstorarel

B cnenyromem BOIJIOIIEHUH B HACTOSIIEM M300PETEHUH MPEAIaraeTcst aHTUTENIO POTUB
c-Met, KOHBIOTMPOBAHHOE C TEPANEBTUUYECKON COCTABJSIIOIICH, TAaKOM Kak LUTOTOKCHH,
XUMHOTEPANIEBTHYECKOE JIEKAPCTBEHHOE CPENCTBO, MMMYHOCYIPECCAHT WU PaIHOU30TOIL.
Takme  KOHBIOTATBI  HA3bIBAIOTCS B JAHHOM  JIOKYMEHTE  «HMMMYHOKOHBIOTaTaMUY.
MMMYHOKOHBIOTATBI, KOTOpBIE BKJIOYAIOT OAMH WM OOJbIIee KOJHYECTBO LUTOTOKCHHOB
HA3bIBAIOTCS KUMMYHOTOKCHHAMIY.

[IUTOTOKCHH WM LUTOTOKCUYECKUH areHT BKJIIOYaeT JIFOOOW areHT, KOTOpPbIH
OTPHULIATENIbHO  CKa3bIBaeTCs Ha KieTkax (Hampumep, yoOmsaer wux). Ilomxoxsmue
TEpaIreBTUYECKHE areHThl Ui (OPMHPOBAHUS UMMYHOKOHBIOTATOB HACTOSIIETO M300pETEHUs,
BKJIIOYAIOT TAaKCOJI, UTOXanasuH B, rpamurmauy D, OpoMuCThI STHAMI, SMETHH, MUTOMHUIIUH,
STOMO3U/I, TEHONO3UJ, BUHKPUCTHUH, BHHONACTHH, KOJXHIHH, JTOKCOPYOHMIMH, NayHOPYOHIIHH,
OUTUAPOKCH-aHTPALMH-TUOH, MUTOKCAHTPOH, MHUTPAMULMH, akTHHOMHIMH D, 1-meruapo-
TECTOCTEPOH, TIIFOKOKOPTHUKOUIBL, POKAUH, TETPAKAHH, JINAOKAWH, ITPOMPAHOJION U ITyPOMHULIUH,
aHTUMeTaOONUThl (HATIpUMep, METOTPEeKCcaT, O-MEepKaNnTONyphH, O-THOTYaHWH, LHUTapadwWH,
bnynapabun, S-pTopypaiwi, aekapOaswH, THIPOKCUMOYEBHMHA, acraparnHa3a, reMIuTaOvH,
KJIQAPUOWH), ANKWJIUPYIOIUE areHThl (Takue, KaKk MEXJIOPITAMUH, THOTENa, XJIOPaMOyLIHII,
mendanan, kapmyctuH (BSNU), gnomyctun (CCNU), uuknodochamun, Oycynbda,
auOpoMOMaHHUT, crpento3oTouuH, pnakapbasun (DTIC), npoxapbasun, wmutomuimH C,
LUCIUIATHH W APYrHe MpPOU3BONHBIC IUIATHHBI, TaKHe Kak KapOOIUIaTWH), aHTHOMOTHKHU
(HarmpuMep, MAKTMHOMHULMH (paHee aKTUHOMHIMH), ONEOMHMLMH, AayHOpyOMUMH (paHee
JAyHOMHUIMH), IOKCOPYOHIMH, WAApyOWIMH, MHUTPAMHLWH, MHTOMHULMH, MHTOKCAHTPOH,
MKaMuuH, antpaMuiiud (AMC)), TOkcHH TudTepur U CBA3aHHbIE C HUMH MOJIEKYJIBI (TaKkue
KaK 1enb AudTepun A U MX aKTUBHbIC (PparMeHThl U THOPHIHBIE MOJEKYJIbI), TOKCHH PULIUH
(HampuMep, pPHULMH WM JETJIMKO3WIMPOBAHHAs LeMmb A pHLMHA), XOJIEPHBIH TOKCHH,
MUraTokCuH-nmoaooHei  Tokcun (SLT-1, SLT-II, SLT-IIV), LT tokcun, C3 TOKCHUH,
IIMTaTOKCHH, KOKJIIOIIHBIA TOKCHH, CTOJOHSYHBIA TOKCHH, COEBBII MHTHOMTOpP NpPOTEa3bl
baymana-bupka, sk3otokcuH Pseudomonas, anopuH, carmopuH, MOMAENLMH, TeaHWH, LeMb
abpuHa A, menb MonnenuHa, ajdbda-capuuH, Oenku Aleurites fordii, Oenku auantuHa, Oenku

Phytolacca americana (PAPIL, PAPIL, u PAP-S), uarubutrop Momordica Charantia, kypuuH,
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KpOTHH, HHTHOUTOp Sapaonaria officinalis, reIOHUH, MUTOTEIIJIMH, PECTPUKTOLIMH, (PEeHOMUIINH,
U >HOMHUIMH. [[pyrue moaxopsiare KOHBIOTMPOBAHHBIE MOJIEKYJIbI BKJIIOHYAIOT PHOOHYKIEa3y
(PHKa3zy), IHKa3y I, cTaduaoKOKKOBBIH 3HTEPOTOKCHH-A, aHTHUBHPYCHBIH OEJIOK JaKOHOCA,
IuQTEepUIHBII TOKCUH U SHOOTOKCHH mceBnoMonac. Cm., Hanpumep, Pastan et al., Cell 47, 641
(1986) and Goldenberg, Calif. A Cancer Journal for Clinicians 44, 43 (1994). TepanesTuueckue
areHThl, KOTOPBIE MOTYT OBITh BBEEHBI B KOMOMHAIIMK C aHTUTEJIOM HACTOSIIETO N300pETeHus
npoTuB c-Met, Kak ONHMCaHO Trhe-THO0 elle B JaHHOM JOKYMEHTE, TaKke MOIyT OBITh
KaHAMIATaMU JUTSI TEPANIeBTHYECKUX COCTABILFOIINX, TPUMEHHMBIX MPH KOHBIOTAIUY aHTUTENA
HACTOSIIIEro N300PeTeHMSI.

B npyrom BommomeHHH aHTUTENO MpOTHB c-Met u300peTeHust  BKIIOYAeT
KOHBIOTUPOBAHHYIO HYKJIEMHOBYIO KHCIIOTY WJIM MOJIEKYJY, aCCOLIMUPOBAHHYIO C HYKJIEHHOBOH
KHCJIOTOW. B OZHOM W3 TakWX AacHeKTOB HACTOSIIEro H300peTeHHs, KOHBIOTHPOBAHHOMN
HYKJIEMHOBOM  KHCJIOTOH  SIBJISIETCS  LIUTOTOKCHYECKass pUOOHyKJIea3a, aHTHCMBICIOBAS
HYKJICMHOBasi Kucjiora, uHrubupyromas mojekyna PHK (manpumep, monekyna mMuPHK) wim
UMMYHOCTUMYJIMPYIOLIasi HyKJIEWHOBass kuciora (Hampumep, monekyiaa JIHK, conepxxamas
ummyHocTumysmpyomuii CpG-mMotus). B apyrom BOIUIOIIEHWH, aHTUTENO NPOTHB c-Met
n300peTeHNs] KOHBIOTHPOBAHO C aliTaMepOM HIIH PUOO3HMOM.

B opHOM BOIUIOIIEHUH MpEIaratoTCs aHTHTENa MPOTHB c-Met, comeprkainue OfHy WUIIH
HECKOJIbKO PaJIMOaKTHBHO MEYEHHBIX AMHUHOKHUCIIOT. PaliOaKTHBHO MEUEHHOE aHTUTEJNO MPOTHUB
c-Met MoxkeT OBbITh HCIIONIB30BAHO KaK B JHATHOCTUYECKUX, TaK M TEPAIEBTUYECKHX LIEIIX
(KOHBIOTALIUS C PAJMOAKTHBHO MEUYEHHBIMH MOJIEKYJaMH SIBJISIETCS JAPYrod BO3MOXKHOHN
ocobeHHOCThI0). Heorpann4msaronue mpuMepsl METOK JUTS ONUIeNTUAoB BKitoyaroT 3H, 14C,
15N, 358, 90Y, 99Tc, u 1251, 1311 u 186Re.

AnTHTENna TpoTHB Cc-Met TakKe MOTYyT OBIThb XHUMHYECKH MOIU(UIIMPOBAHBI
KOBQJIEHTHOH KOHBIOTaLMEH C MOJIMMEPOM, HAIPUMep, ISl YBEIUYCHUS UX MEPUOa MOTYKU3HH
B KpOBOTOKE. lIpuMmepHble momuMepel W CHOCOOBI TMPHUKPEIUICHHS HX K MOJUIENTHAAM,
wuTrocTpupoBansl Hapumep, B US 4,766,106, US 4,179,337, US 4,495,285 u US 4,609,546.
JIOTIOTHUTENbHBIE  MONUMEPbI  BKJIIOYAIOT  MOJMOKCHSTWJIMPOBAHHBIE  TOJNUOJBI U
nonmstiieHrmukons (I131) (manpumep, 1317 ¢ monekynsaproit Maccoii ot okoso 1000 1o okono
40 000, Hanmpumep, ot okojo 2000 no okoso 20 000).

JUisl KOHBIOTHMPOBAHUS aHTUTENA NMPOTHB c-Met ¢ KOHBIOTHPYEeMOH MOJEKyJIOoH(aMu),
TaKOM KakK Te, YTO OMHCAHBI BBHIIIE, MOXKET OBITh MCIIOJB30BaH JHOOOH CIIOCOO, M3BECTHBIM B
naHHOM obyacTy, BKIIOUast criocoOwl, onmucanHbie Hunter et al., Nature 144, 945 (1962), David et
al., Biochemistry 13, 1014 (1974), Pain et al., J. Immunol. Meth. 40, 219 (1981) and Nygren, J.

Histochem. and Cytochem. 30, 407 (1982). Takue aHTHTEIa MOTYT OBITH MOJYYEHBI
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XUMHUYECKUM KOHBIOTUPOBAaHHEM Jpyrof cocrasistouieil ¢ N-koHUeBod cropoHoil unu C-
KOHIIEBOH CTOPOHOH aHTHTENa MpoTUB c-Met miu ero ¢parmenra (Hanpumep, H- nmn L-nienm
aHTuTeNna npotus c-Met) (cm., Hanmpumep, Antibody Engineering Handbook, edited by Osamu
Kanemitsu, published by Chijin Shokan (1994)). Takue npou3BOAHBIE KOHBIOTHPOBAHHOTO
aHTHUTENa MOTYT OBITh MOJIyY€Hbl KOHBIOTALMEHl BHYTPEHHUX OCTATKOB WJIHM CaxapoB, TAE 3TO
HEOOXOIUMO. ATEHThI MOTYT OBbITh CIIAPEHBI JIMOO HAMPSIMYIO, MO0 HE HAMPSIMYIO C aHTHUTEIIOM
npotuB c-Met HacTosiero nzodperenust. O THUM MPUMEPOM HEMPSIMOT'O CIIAPUBAHUS CO BTOPBIM
areHTOM SIBJIICTCSl CIIAPUBAHUE MOCPENCTBOM crielicepa. B OJHOM BOIUIOIIEHUH, AHTHTENO
nporue C-Met Hacrosimero M300peTeHHs] MPUKPEIUIETCS K XeNaTopy-JIMHKEpY, Hampumep,
TUYKCHUTAHY, KOTOPBIHA MO3BOJISIET aHTHTENY OBITh KOHBIOTHPOBAHHBIM C PAJIHON30TOIIOM.

Bucneundunueckue auturena

B nomosmHUTENBHOM acmekTe, N300pETeHHe OTHOCUTCS K Oucnennpuyeckoil MoJeKyJe,
coep Kalieil mepBblii AHTUTEHCBI3bIBAIOIINI YIaCTOK U3 aHTHUTENIAa U300peTeH s IPOTUB c-Met,
KaK OIMMCAaHO B JAHHOM JOKYMEHTE BBIIIE, M BTOPOH AHTUTCHCBA3BIBAIOIIUN Y4YacTOK, C
Pa3NIUYHON CBS3bIBAIOIIEH CIEHU(PUIHOCTBIO, TaKOW Kak CBS3BIBAIOIIAS CIELH(PUIHOCTD K
yesioBeveckoi 3((eKTOpHOMN KIIeTKe, ueiaoBeueckoMmy Fe-penentopy, T-KIeTOYHOMY pelenTopy,
B-kneToyHOMY penenTopy WM CBA3BIBAIOLICH CHEMU(PUYHOCTBIO K HENEPEKPBIBAIOILIEMYCS
smuTony c-Met, T.e. OucrnenupuUecKoMy aHTHTEIy B KOTOPOM TIEPBBIH M BTOPOHU
AHTUIEHCBS3BIBAIOIINE YYaCTKH HE KOHKYPHPYIOT 3a CBsi3blBaHHE C c-Met, Hampumep,
oucrierudpuecKoe aHTUTENO, B KOTOPOM MEPBBIH U BTOPOH aHTUTCHCBS3bIBAIOINNE YUYACTKH HE
KOHKYPHPYIOT 32 CBsI3bIBaHUE C c-Met, HarmpuMep, NMpH TECTHPOBAHUH, OMMMCAHHOM B IpUMepe
17.

ITpumepHBIe MOJEKyNbl OucnenupUIecKnx aHTUTEN H300peTeHHs BKIIoUaroT (1) aBa
aHTHUTENa, OJHO CO CIEeHU(PUUHOCTBIO K c-Met, a BTOpoe €O CHEnU(UIHOCTBIO KO BTOPOH
MUILIEHH, KOTOPblE KOHBIOTMPOBAaHBI BMECTe, (11) OAMHOYHOE AHTHUTENO, KOTOPOE MMEET OAHY
LeTb WK TUIeYo, crienuduyuHoe Kk c-Met, U BTOPYIO LETb MK IUIEHO0, Celn(pUIHOE KO BTOPOH
MoJiekysie, U (iil) OTHOLIETIOYEYHOE AHTHUTENO, KOTOPOEe MMeeT CHelu(uIHOCTh K c-Met u KO
BTOPOW Mollekysle. B OmHOM BOIUIOIIEHWHM BTOpas MOJIEKYJa SIBJISIETCS AHTUTCHOM
3JIOKQYE€CTBEHHOTO HOBOOOPA30BaHMUS /onyXO0NeBbIM AHTUT€HOM, TaKUM KakK
onkosMmOpuoHaneHbeld anTureH (CEA), npocratocnenmpuuecknii anturen (PSA), RAGE
(noueunsrit antureH), a-peronporenH, CAMEL (CTL-pacnio3HaBaeMblii aHTUT€H MEJIaHOMBI),
CT anturens! (takue kak MAGE-BS, -B6, -C2, -C3 u D; Mage-12; CT10; NY-ESO-1, SSX-2,
GAGE, BAGE, MAGE, and SAGE), myuunossie anturesa (sanpumep, MUC1, mynun-CA125,
U T.IL.), TAaHTJIMO3UAHBIE aHTUTEHBI, THPO3UHA3BL, gp75, C-myc, Marti, MelanA, MUM-1, MUM-

2, MUM-3, HLA-B7, Ep-CAM wunu WHTErpuH, acCOLMUPOBAHHBIA C 3JI0KAYE€CTBEHHBIM
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HOBOOOpa3oOBaHUEM, TakoH kKak 0oS5B3 wmHTerpmH. B nmpyrom BOIUIOIIEHHH, BTOpas MOJIEKYyJa
SIBJISIETCSl AHTMOTEHHBIM (DAKTOPOM WM APYTMM aCCOLMHMPOBAHHBIM CO 3JI0Ka4eCTBEHHBIMH
HOBOOOpPa30BaHUSIMH (PAKTOPOM POCTa, TAKUM Kak (PaKTOp pOCTa SHAOTENHs] COCYIOB, (akTop
pocta GudbpodaacToB, smuAEpMaATbHBIA (AKTOP POCTA, AHTHOTEHUH WJIM PelenTop Jodoro us3

HUX, OCOOEHHO pelenTophl, AaCCOLMHPOBAHHbIE C MPOrPEcCHel  3JI0KaYeCTBEHHBIX

2
HOBOOOpasoBaHuii (Hampumep, oawH u3 perenropos HER1-HER4). B onHom BomiomeHuu
oucnenuduuecKoe aHTUTEIO HACTOSIIETO H300PETEHHUS SIBJISIETCS] TUATEIIOM.

HykneotuaHpie IOCIEA0BATENIFHOCTH, BEKTOPA M KJIETKH-X035€Ba

B pomonHUTENRHOM ~— acmekTe  M300peTeHHMe  OTHOCUTCST K HYKJICOTHUIHBIX
MOCJIEIOBATEIPHOCTSAIM, TakKuM Kak mocienoBarenbHoctn JIHK, komupyromum TsoKENyr |
JIETKYIO LIeTIH aHTUTENa H300pETeHHUS.

B onHOM BOIUIOIIEHHM MOCIENOBATEIbHOCTD HYKJIEHMHOBOW KHCIJIOTBI KOJIUPYET
AMUHOKHUCJIOTHYIO TMMOCJIEOBATEILHOCTD, BRIOpaHHYIO U3 rpymimbl, cocrosmeit u3: SEQ ID NO:
1,5,9, 13, 17, 21, 25, 29, 33, 37, 41, 45, 49, 53, 57, 61, 65, 69, 73, 77, 81, 85, 89, 93, 97, 101,
105, 109, 113, 117, 121, 125, 129, 133, 137, 138, 139, 140, 141, 142, 143, 144, 145, 146, 147,
148, 149, 150, 151, 152, 153, 154, 155, 156, 157, 158, 159, 160, 161, 162, 163, 164, 165, 166,
167, 168, 169, 170, 171, 172, 173, 174, 175, 176, 177 u 178.

B APYrOM KOHKPETHOM BOIUIOIICHUH, MOCJICAOBATCIIBHOCTD HYKHGHHOBOﬁ KHUCJIOTHhI
KOAMPYET aMUHOKHUCIIOTHYIO TIOCIeNOBATeIbHOCTh VH, BRIOPAHHYIO M3 TPYTIIbI, COCTOSIICH U3:
SEQ ID NO: 1, 9, 17, 25, 33, 41, 49, 57, 65, 73, 81, 89, 97, 105, 113, 121, 129, 137, 139, 141,
143, 145, 147, 149, 151, 153, 155, 157, 159, 161, 163, 165, 167, 169, 171, 173, 175 u 177.

B APYrOM KOHKPETHOM BOIUIOIICHUH, MOCJICAOBATCIIBHOCTD HYKHGHHOBOﬁ KHUCJIOTHhI
KOAMPYET aMUHOKUCJIOTHYIO TOCIeNOBATEIbHOCTh VL. BRIOPAHHYIO W3 TPYIIIbI, COCTOSIIEH U3:
SEQ ID NO: 5, 13, 21, 29, 37, 45, 53, 61, 69, 77, 85, 93, 101, 109, 117, 125, 133, 138, 140, 142,
144, 146, 148, 150, 152, 154, 156, 158, 160, 162, 164, 166, 168, 170, 172, 174, 176 u 178.

B cnenyromem acriekte m300peTeHHE OTHOCHUTCSI K SKCIPECCUPYIOIIEMY BEKTOPY, HIIH
Ha0Opy HKCHPECCHPYIOIINUX BEKTOPOB, KOAUPYIOIIMX aHTUTENO MO n300peTeHnto. Tspkenas wimu
JIETKass LeIlb AHTUTEJIa MOXKET 6I:>ITb 3aKOAUpPOBaHA TEM K€ CaMbIM BCKTOPOM WU APYIrUM
BEKTOPOM.

Takue 3KCIpecCUpyrOIINe BEeKTOpa MOTYT OBbITh HCIOJIb30BAHBI ISl PEKOMOMHAHTHOTO
MPOAYLUPOBAHUS AHTUTEN U300pETEHUSI.

B ogHOM BOIUIOIIEHWHM  SKCIPECCUPYIOIIUN  BEKTOP H300pPETEHUS  COINEPIKHT
HYKJICOTHIHYIO TIOCJIENOBATEIbHOCTh, KOAMPYIOIIYI) OHY WM HECKOJbKO aMHUHOKHCIIOTHBIX
MOCJIeIOBATEIBHOCTEH, BEIOpaHHBIX U3 rpymibl, cocrosmeit u3z: SEQ ID NO: 1, 5, 9, 13, 17, 21,

25,29, 33, 37, 41, 45, 49, 53, 57, 61, 65, 69, 73, 77, 81, 85, 89, 93, 97, 101, 105, 109, 113, 117,
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121, 125, 129, 133, 137, 138, 139, 140, 141, 142, 143, 144, 145, 146, 147, 148, 149, 150, 151,
152, 153, 154, 155, 156, 157, 158, 159, 160, 161, 162, 163, 164, 165, 166, 167, 168, 169, 170,
171,172,173, 174, 175, 176, 177 u 178.

B npyrom KOHKPETHOM BOILIOLIEHUH 3KCIPECCUPYIOIIHIA BEKTOP M300PETEHUS CONEPIKUT
HYKJIEOTH/IHYIO TMOCJIEe0BATENbHOCTh, KOAUPYIOILYI0 OAHY WMJIM HECKOJbKO aMHUHOKHCIIOTHBIX
nocnenosareinpbHocTelt VH, BoIOpanHbIX M3 rpymmbl, coctosmeit u3: SEQ ID NO: 1, 9, 17, 25,
33, 41, 49, 57, 65, 73, 81, 89, 97, 105, 113, 121, 129, 137, 139, 141, 143, 145, 147, 149, 151,
153, 155, 157, 159, 161, 163, 165, 167, 169, 171, 173, 175 u 177.

B npyrom KOHKpPETHOM BOIUIOIIEHUH SKCIIPECCUPYIOIINH BEKTOP H300PETEHHS CONEPIKUT
HYKJIEOTH/IHYIO TOCJIEe0BATeNbHOCTh, KOAUPYIOIIYI OAHY WJIM HECKOJbKO aMMHOKHUCIIOTHBIX
nocnenoBarenpbHocTell VL, BoIOpaHHBIX M3 rpynmbl, coctosmeit uz: SEQ ID NO: 5, 13, 21, 29,
37, 45, 53, 61, 69, 77, 85, 93, 101, 109, 117, 125, 133, 138, 140, 142, 144, 146, 148, 150, 152,
154, 156, 158, 160, 162, 164, 166, 168, 170, 172, 174, 176 u 178.

B cnenyromeM BOIUIOLIEHUM SKCHPECCUPYIOIIUM BEKTOP AOIOJHUTENBHO BKIIIOYAET
HYKJICOTUAHYIO TOCIIENOBATEIbHOCTh, KOOUPYIOIIYIO KOHCTAHTHYKO OOJIaCTh JIETKOW IIeTH,
TSDKEJION LENU WK U JIETKOM, U TSKEJION Lenel aHTUuTeNa, HallpuMep, Y€JI0BEYECKOro aHTUTENA.

DKCIpecCcUpyroIuil BEKTOP B KOHTEKCTE HACTOSIINErO H300PETEHUST MOKET OBbITh JTFOOBIM
MOIXOMALINM BEKTOPOM, BKJIOYash XPOMOCOMHBIM, HEXPOMOCOMHBIH U CHHTETHYECKUMN
HYKJIEOTUAHBIN BEKTOPBI (HYKJIEOTHAHAS MOCIEN0OBATEIBHOCTD, COMEprKaInas Hadbop 3JIEMEHTOB
KOHTpOJIsi 3kcmpeccuu). [Ipumepbl TakWX BEKTOPOB BKJIIOYAOT Mpou3BonHbe SV40,
OaxrepuanpHble TUa3Muabl, Garosyro JJHK, OakynoBHPYCH, APOXKKEBBIE TUIA3MUIbI, BEKTOPBI,
NOJIydeHHble M3 KoMOmHaumii mmasmun u ¢arosoii JJHK, m BekTOphl HA OCHOBE BHPYCHBIX
HykJenHoBbIX kucnor (PHK wmm JIHK), B ogHOM BOIUIOIIEHHHM HYKJIEHHOBAas KHCIOTA,
KOIUPYIOIasi aHTUTeN0 npoTuB c-Met, copepsxur «roabiii» JIHK wnn PHK BexTop, BKItOuas,
HATpuMep, JIMHEHHbIH SKCIPECCHPYIOUIUI 3JeMeHT (kKak omucaHo, Hampumep, y Sykes and
Johnston, Nat Biotech 17, 355-59 (1997)), ynakoBaHHBIH HYKJICOTHIHBIA BEKTOpP (KaK OIHCAHO,
Hanpumep, B US 6,077, 835 w/umun WO 00/70087), mna3sMuaHbiii BeKTOp, Takoi kak pBR322,
pUC 19/18, umu pUC 118/119, HyKJIEOTUAHBIH BEKTOP MUHUMAJIBHOTO pa3Mmepa «midge» (kak
ormucaHo, Hampumep, B Schakowski et al, Mol Ther 3, 793-800 (2001)), wmu
MPEeLUMITUTHPOBAHHBIN HYKJIEOTHIHBIN BEKTOP-KOHCTPYKT, Hanpumep, KOHCTPYKT,
npenunurupoBanHelii CaPO4 (xak ommcano, Hampumep, B WO 00/46147, Benvenisty and
Reshef, PNAS USA 83, 9551-55 (1986), Wigler et al., Cell 14, 725 (1978), u Coraro and
Pearson, Somatic Cell Genetics 7, 603 (1981)). Takue HyKJIEOTHUAHbIE BEKTOPbI U HX
MPUMEHEHHsT XOPOIIO W3BECTHbI B JaHHOW oOmactu (cM. Hampumep, US 5,589,466 u US

5,973,972).
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B onHOM BOIJIOIIEHNH, BEKTOP MOIXOIHUT IJIsl SKCIPECCHH aHTUTENa MPOTUB c-Myc B
OakrepranbHON KieTke. [IpuMepbl TakMX BEKTOPOB BKIFOYAKOT 3KCIPECCHPYIOLINE BEKTOPHI,
takue kak BlueScript (Stratagene), Bextopsr pIN (Van Heeke & Schuster, J Biol Chem 264,
5503-5509 (1989), Bexkropsl pET (Novagen, Manucon, BuckoHcus) u T.11.).

DKCHIPECCUPYIOIIMIA BEKTOP TAaKXKE€ MOMKET WM B MHOM CJy4ae SIBISIETCS BEKTOPOM,
NOIXOMALINM JJIsl SKCIPECCHH B JAPOMCKEBOH crcreMe. MokeT OBITh HMCIOJB30BAaH JIOOOH
BEKTOp, MNOAXOASAIUN JAJs1 DKCOPECCHH B APOXikeBOW cucreMme. lloaxopsmme BekTopa
BKJIFOYAIOT, 0€3 OrpaHUYeHHs] NEePEUNCIICHHBIM, BEKTOPBI, COAEPIKAIINe KOHCTUTYTUBHBIC WU
UHAyIHOENbHbIE MPOMOTOPBI, Takhe Kak anbda-pakrop, ankoroab okcupaza u PGH
(paccmotpennnie B: F. Ausubel et al, ed. Current Protocols in Molecular Biology, Greene
Publishing and Wiley InterScience New York (1987), u Grant et al., Methods in Enzymol 153,
516-544 (1987)).

DKCHIPECCUPYIOIIHIA BEKTOP TAKXKE MOXKET OBITh WJIM B MHOM CIIy4ae SIBJISIETCS BEKTOPOM,
NOIXOMAALINX JJIsl SKCIIPECCHUH B KIETKaX MIIEKOMUTAOLINX, HAMPHUMED, BEKTOpP, COAepKaiuit
[JIyTAMUHCHHTETA3y B KaueCTBE CEJIEKTUBHOI'O MapKepa, TakoW, KaK BEKTOPBI, ONHCAHHBIE B
(Bebbington (1992) Biotechnology (NY) 10:169-175).

HyxnenHoBass KHCIOTa W/WIM BEKTOP TAaKKe€ MOXKET COAEp)KaTh HYKJICOTUIHYIO
MOCJIEIOBATENBHOCTD, KOAHMPYIOLIYIO ITOCIEN0BATEIbHOCTD CEKPELUH/IOKAIN3AUH, KOTOpast
MOKET HANpaBIATb TOJMIENTHA, TAKOW Kak pacTyllas [OJHMIENTHIHAs Lenb, B
NEePUIUIA3MATHYECKOEe TMPOCTPAHCTBO WJIM B KIETOYHYIO KYJIbTYpPalbHYIO cpeny. Takue
MOCJIEIOBATEIbHOCTH M3BECTHBI B JAHHOM OONACTH W BKIIFOYAIOT CEKPELMOHHBIA JIHIEP WU
CUTHAJIbHBIC MIETTUABI.

B skcmpeccupyromeM BeKTOpe H300pETeHHs] HYKJIEHHOBBIE KHCIOTBI, KOAHPYIOLIHE
aHTHUTENIO TPOTUB C-Met, MOTYT cOAepKaTb WM MOTYT OBITh ACCOLUMHPOBAHBI C JFOOBIM
MOJXOZALINM TIPOMOTOPOM, SHXAHCEPOM U IPYTUMH 3JIEMEHTAMHU OOJIETHarO LMK SKCIIPECCHIO.
[IpuMeprl TakUX 3JEMEHTOB BKJIIOYAIOT MPOMOTOPBI ISl CHJIBHOH SKCIpeccHu (Hampumep,
yenoseueckuiit CMV IE mpomoTtop/3HXaHCep, a Takxke npomoTopel RSV, SV40, SL3-3, MMTV
u HIV LTR), sddexkTuBHbIE MOCIENOBATENBHOCTH TEPMUHALIMM C TOJUA, W TOYKH Havana
peruMKay ISl TUIa3MUAHOTO mponykra B E. coli, reH yCTOWYMBOCTM K aHTHOHMOTHKY B
Ka4eCcTBE CEJEKTHBHOIO MapKepa, W/WiM OOBIYHBI y4YacTOK JJsl KJIIOHMPOBaHUs (Hampumep,
noJiinHKep). HyKJIeHHOBBIE KUCIIOTHI TaKKe MOTYT COIEepKaTh WHIYLHPYEMBIH MPOMOTOpP, B
OTJINYME OT KOHCTUTYTUBHOIO poMoTopa, Takoro kak CMV IE.

B ogHOM BOMIOIIEHUM 3KCOPECCUPYIOLIUI BEKTOP, KOAUPYIOIIUNA AHTUTENO MPOTUB C-
Met, MOxeT OBITh PaCMONIOKEH B W/HMIIM JOCTABJIEH B KJIETKY-XO35IMH WJIM B YKMBOTHOE-XO3SIH

MOCPEACTBOM BUPYCHOI'O BEKTOpPA.
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B  nmononHuTenbHOM — acmiekTte  M300peTeHHEe  OTHOCUTCA K  PeKOMOWHAHTHOM
SYKapUOTHYECKOH MM MPOKAPHOTHUECKOH KIIETKE-XO0351HY, TAKOH KaK TpaHC(HEKTOMa, KOTopast
NPOAYLHPYET aHTUTENO U300PETEHHs, ONPENeIeHHOE B TaHHOM NOKyMeHTe. [Ipumepsl KIeTok-
X0351€B BKJIIOYAIOT APOOKEBbIe, OAKTEPUATIBHBIE KJIETKH U KJIETKH MIIEKOIUTAIOIINX, TAKHE KaK
kietku CHO wmm HEK. Hanpumep B OZHOM BOIUIOUIEHHHM B HACTOSIIEM H300pEeTEHUU
npeayaraeTcsi KJieTka, comeprkamasl HyKJIEHHOBYIO KHCJIOTY, CTa0WJIBHO MHTETPUPOBAHHYIO B
KJIETOYHBIN TEHOM, KOTOPBIN COAEPIKUT KOIUPYIOLIYIO MOCJIEA0BATENbHOCTD,
SKCIIPECCUPYIOIIYIO AaHTHTENO NpPOTHB c-Met mo HactosmeMmy u3oOpereHHio. B ngpyrom
BOIUIOLIEHWH B  HACTOSINEM  HM300pPETEHUH  Mpemjiaraercs  KJeTkKa,  coaepiKamas
HEMHTEIPUPOBAHHYIO HYKJIEWHOBYIO KHCIIOTY, TaKyl Kak IUIa3MHIa, KOCMHIA, dareMuaa Wiu
JIMHENHBII SKCIPECCUPYIOLIHI 5JIEMEHT, KOTOPBII COIEPKUT KOIUPYIOILIYIO
MIOCJIEIOBATENBHOCTD, SKCIIPECCUPYIOIIYIO aHTUTENO N300peTeHns mpoTus c-Met.

B nomomHuTensHOM —acmekTe W300peTeHHEe OTHOCHTCS K THOpPHIOME, KOTopas
NPOAYLHMPYET aHTUTENO HM300pETeHHs, OIpelesieHHOe B JAaHHOM AOKyMeHTe. B eme omHOM
JOTIOJIHUTENIHOM ~ aclieKTe, HM300peTeHHe OTHOCHTCS K TPAHCTEHHOMY JKHBOTHOMY, He
SBIIIOLIEMYCSl  YEJIOBEKOM, WJIM PACTEHHIO, COJAEPKAIleMy HYKJIEWHOBBIE  KHCJOTBI,
KOIUPYIOLIME UYEJIOBEYECKYIO TSDKENYI0 W JIETKYK0 LeMb, A€ SKUBOTHOE WM pacTeHHe
MPOAYLUPYIOT AHTUTENIO H300PETEHUSI.

B nomosHUTENBHOM acnekTe M300peTeHHe OTHOCHTCS K CHOCOOY MOJIyYeHHUs] aHTHTENa
n300peTeHust IpoTUB c-Met, KOTOPBIH BKJIIOYAET CTaIuU

a) KyJIbTUBUPOBAHUS THOPUIOMBI HUTH KJIETKH-XO3SIFHA 110 M300PETEHHIO, KaK OMHCAHO B
JAHHOM JTOKYMEHTE BBILIE, U

b) ouncTKM aHTUTENA H300PETEHUS U3 KYJIBTYPAJIbHON CPEIbl.

Komnozunuu

B nononmHUTENBHOM TIIABHOM acleKkTe M300peTeHHe OTHOCUTCA K (hapMaleBTHUECKOH
KOMIIO3ULIH, COAEPIKALLECH:

- QHTHTEJIO MPOTUB c-Met, onpeaeneHHoe B JAHHOM JJOKYMEHTE,

- (hapMaLeBTUUECKH PUEMIIEMBIH HOCUTEJb.

dapmaneBTHYECKass KOMITO3UIMSA HACTOALIETO HM300PETEHHs MOXKET COAepKaTb OIHO
AHTHUTENO HACTOALIETO H300pPETeHHs WIM KOMOWHALMIO PAa3JIMYHBIX AHTHUTEN HACTOSIIETrO
nu300peTeHus.

dapmaneBTHYECKHE KOMITIO3ULUH MOTYT OBITh CO3IAaHBI B COOTBETCTBHM C OOBIYHBIMU
METOJIaMH, TaKHUMH Kak Te, uTo omucanbl B Remington: The Science and Practice of Pharmacy,
19th Edition, Gennaro, Ed., Mack Publishing Co., Easton, PA, 1995. ®apmaneBTudeckas

KOMITIO3HUIIUA  HACTOALIECTO I/1306peTeHI/I$[ MOKCET, HarnpuMep, BKIKOYATH pa36aBI/ITe.]'II/I,
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HATIOJIHUTENH, CONH, Oydepsl, neTepreHTsl (HanpuMep, HEMOHHBIHN JEeTepPreHT, Takoi kak Tween-
20 mmm Tween-80), craOmnmzaTopsl (Hampumep, caxapa HiIH 0e30eNKOBble aMHHOKHCIIOTHI),
KOHCEPBAHTBI, (PMKCATOPBI TKAHEH, COMOOMIN3ATOPBI, W/ N APYrHe MaTepHaIIbl, MTOAXOIIIINE
IUTS BKITFOYEHUS B (papMarieBTUYECKYI0 KOMITO3ULIHIO.

dapmManeBTUYECKH NPUEMIIEMbIE HOCUTENN BKIIOYAIOT JIOOOM W BCE IMOAXOASINNE
pPacTBOPUTENH, TUCTIEPCHOHHBIE CPENbl, MOKPBHITHUS, AHTUOAKTEPHAJIbHBIE M AHTUTPHOKOBBIE
areHThbl, N30TOHUYECKHE areHThbl, AaHTHOKCHIAHTBI M 3aMEIAI0Iue a0COPOLUIO areHTsl, U T.IL.,
KOTOpbIe (PU3NOJIOTHUECKH COBMECTHMBI C COCIUHEHHEM HacTOsIero n3odperenus. [Ipumepsl
NOIXOMAALINX BOAHBIX M HEBOAHBIX HOCHUTENEH, KOTOpble MOIYT OBITb HCIOJb30BAHbI B
(dapMaleBTHUECKUX KOMIIO3ULIMSIX MO HW300PETEeHHIO, BKIIIOYAIOT BOAY, COJIEBOW pAacTBOD,
docdarHO-OydepHBIN CONEBON PacTBOP, 3TAHON, AEKCTPO3Y, MOJHOJBI (TaKMe KaK TIUIEPUH,
NPONMJIEHTJINKOJb, MOJMUATHIEHIJIUKOIb, W T.I.), U UX MOAXOMAALINE CMECH, PaCTUTEIbHbIE
Macnia, KOJJIOWAANbHBIE PAacTBOPbI KapOOKCHMETHIILEIUTIONO3bL, TPAarakaHTOBYIO Kamenb, U
WHBEKLMOHHBIE OpraHudeckue >(Upbl, TaKHe KaK 3THJIOJNeaT, W/HIM pasaudHble Oydepsl.
dapmManeBTUYECKH TNPUEMIIEMbIE HOCHTENH BKJIIOYAIOT CTEPUIIBHBIE BOIHBIE PACTBOPHI MU
OUCTIEPCUM M CTEPUJIbHBIE TIOPOIIKH JJIi MPUTOTOBJIEHHUS] CTEPHJIBHBIX HHBELHPYEMBIX
pacTBOPOB MJIM AMCIEPCHUH ANl HEMEIUIGHHOro mnpuema. lIpaBuibHas TEKy4ecTb MOXKET
NOJAEPKUBATECS, HANpUMEP, MPU TNPUMEHEHHH MOKPBIBAIOIINX MATEPHANIOB, TaKHX Kak
JEUUTHH, TyTeM NoAAep:KaHus TpeOyeMoro pasmepa 4YacTHI B CIy4ae IUCHEpCUil, U C
MOMOLIIbIO ucnoib3oBaHus [1AB.

dapmaneBTUYECKNE KOMITO3UIMHM HACTOSINEr0 HM300pETeHHs TaKKe€ MOTYT COAepiKaThb
dapMalieBTHUECKH  TpHEMJIeMble  AaHTHOKCHAAHThI, Hampumep, (1) BomopacTBOpUMBIE
AHTHOKCUJAHTBI, TAaKH€ KaK AacKOpOWMHOBAas KHUCIIOTA, THUAPOXJIOPUA LUCTEeHWHa, Oucyibdat
HaTpus, MerabucynbhuT HaTpus, Cyabpur HaTpus Hu T, (2) MacIOpacTBOPHMbBIE
AHTHOKCHAAHTBI, TaKHe KaK acKOpOMIMambMHUTAT, OYTUIOKCHAHU30J, OyTHIOKCHUTOJYOI,
JEUUTHH, TPONMITrajuiaT, anbda-tokodepon u T.0.; u (3) XeJaTHPYIOLINE METaulbl areHTH,
TaKHe KaK JIMMOHHAs KUCJIOTa, STHIICHIUAMUHTEeTpayKkcycHas kuciota (QITA), copbut, BuHHAs
KHCIIOTa, hochopHas KUCIOTA U T.I1.

dapmaneBTUYECKHE KOMITO3UIMHA HACTOSILIETO HM300PETeHUS] TAKXKE MOTYT COAEPKaTh
M30TOHUYECKUE areHThl, TAKHE KaK caxapa, MOJIUCIHUPTHI, TAKUE KAaK MAHHUT, COPOUT, MINLEPUH
WUIH XJIOPHUJ HATPHSL B KOMITO3ULIUSIX.

dapmaneBTUYECKNE KOMITO3UIMHM HACTOSINEro M300pETeHMs] TaKKe€ MOTYT COAepIKaThb
OJIMH WJIM HECKOJIbKO aJbIOBAHTOB, MOIXOISIIUX IJIsI BBIOPAHHOTO MyTH BBEIESHHS, TAKHE KaK
KOHCEPBAHTBI, YBJIAKHSAIOIUE areHTbI, SMYJbTUPYIOIIHE areHThl, JUCTIEPTUPYIOIIUE areHTH,

KOHCEPBAaHTbI MK Oydepbl, KOTOpbIE MOTYT YCHIIUTh CPOK XpaHEeHUs HiIH 3()(HEeKTHUBHOCTH
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bapmaneBTHueckol koMrosunuu. CoenuHEHHs MOTYT OBITh MPUTOTOBJIEHBI C HOCHTENSIMH,
KOTOpBbIe OyAyT MPENOXpPaHsITh COEANHEHHE OT OBICTPOrO BBICBOOOKIEHHS, TAKHE KaK COCTAB C
KOHTPOJIIPYEMBbIM BBICBOOOK/IEHUEM, BKJIFOYAs HMIUIAHTBI, TPAaHCAEPMAJIbHBbIC IUIACTBIPU U
MUKPOKAIICYJMPOBAHHBIE CHCTEMBbl JOCTABKH. Takme HOCHUTENM MOIYT BKIIKOYATH JKEJATHH,
TIINLIEePUIMOHOCTEApar, TIIHLEPUITINCTEeapar, Ouonerpanupyemsie, OMOCOBMECTUMBIE
NOJIMMEPBl, TaKHEe KaK O3TUJICHBUHWIIALIETAT, MOJUAHTHIPHUIBL, TMOJUIIMKOJIEBYIO KHCIIOTY,
KOJIJIAreH, MOJHOPTO3(UPBI M MOJTUMOJIOYHYIO KHCIOTY OTAENBHO WM C BOCKOM, T JPYTUMH
MaTepuallaMH, XOpPOIIO H3BECTHBIMU B HaHHOH obOmactu. CrocoObl NMPHUTOTOBJIEHUS] TaKHX
COCTaBOB 3aNIaTEHTOBAHbBI UJIM XOPOLIO H3BECTHBI CIIEUANNCTAM B JAHHON 00JIacTH.

CrepunbHble HHBELIUPYEMbIE PACTBOPHI MOTYT OBITH MPUIOTOBJIEHBI ITyTEM BKIIOUYEHUS
AKTUBHOT'O COEOMHEHHS B HEOOXOIMMOM KOJHMYECTBE B COOTBETCTBYIOIIMH PAacTBOPUTEND C
OIHUM WJIM C KOMOWHAIMEeH HHIPEIUEHTOB, IEPEUHUCICHHBIX BBILIE, TI0 Mepe HEOOXOAUMOCTH, C
nocjenyomei crepwimsauneii Mukpodunasrpaunei. B olmem, mucnepcuu roToBAT MyTeM
BBEJCHUS AKTUBHOI'O COEAMHEHUS B CTEPHJIbHBI HOCHTEJb, KOTOPBIH CONEPKUT OCHOBHYIO
IUCTIEPCHYIO cpeny W Ipyrue Tpedyemble MHIPEOUEHTbl U3 TeX, YTO MepPeurcieHbl Bbime. B
CJlydae CTEPHJIbHBIX TOPOIIKOB JJIsi TPUTOTOBJICHUS! CTEPHIIbHBIX HHBELHPYEMBIX PACcTBOPOB,
pUMEpaMH CIIOCOOOB MPUTOTOBJICHUS SBJISIOTCS BAKYYMHAs CYIIKa M CyOJMMAIMOHHAsI CYLIKa
(mmodmnmzanmst), KOTOpblE [AIOT MOPOLIOK AaKTHBHOTO HWHIPEOUEHTA IUIOC JIF0OOH
JOTIONTHUTEIBHBIN TPeOyeMblil HHIPEIUEHT U3 €ro MPEeIBAPUTEIBHO CTEPIIIBHO (PHIIBTPOBAHHOTO
pacTBopa.

dakTHUYECKHE YPOBHH 103 AKTUBHBIX HHIPEANEHTOB B (PapMaIeBTUUECKUX KOMITO3ULIHSIX
MOTYT BapbUPOBaTh UII TOrO YTOOBI KOJWYECTBO AKTUBHOIO WHIPEAUEHTA SIBILIOCH
3((EeKTUBHBIM TSI JAOCTIDKEHHsI TpeOyeMOoro TepareBTHUYECKOr0 OTBETa Uil KOHKPETHBIX
MAalMeHTa, KOMIIO3ULUU M PEXMMa BBEICHMs, Oe3 OKa3aHWs TOKCHYHOIO BO3ACHCTBHUS HA
nanveHTa. BpIOpaHHBII  ypOBEHb JO3MPOBKH  OyAeT 3aBUCETh OT LEJIOro  psaa
(apMakOKMHETHYECKHX (PAKTOPOB, BKJIIOYAs AKTUBHOCTb OMNPEAETCHHbIX KOMITO3HIIHH,
UCTIOJIB3YEMBIX HACTOSIIMM H300pEeTEeHHeM, WM UX aMHU/a, MyTh BBEIACHHS, BPEMs BBEACHUS,
CKOPOCTb BBIBEIICHHSI OIPEIENIEHHOrO HCIOJIb3YEMOrO COCOUHEHMS, MITUTEIbHOCTh JICYCHUS,
Apyrue JIEKAPCTBEHHBIE CpPEACTBA, COCOMHEHHS W/WIM MaTepHaibl, HCIONb3yEMblE B
KOMOMHAIMM C KOHKPETHBIMH HCIOJB3YEMBIMH KOMIIO3ULIMSIMH, BO3pAacCT, IIOJ, Maccy,
COCTOsIHME, OOLIMII YpOBEHb 3IOPOBBS M MPENbIAYLIYI0 HCTOpHsS OOJE3HH IOIBEPraeMoro
JICYSHHIO MALUEHTA U T.11. (PaKTOPBI, XOPOLIO U3BECTHBIE B MEIULIHE.

dapmaneBTHYECKAsT KOMIIO3HLINS MOXKET OBITh BBEIEHA JIFOOBIM MOAXOIAIINM ITyTEM HITH
ciocobom. B ogHOM BomIOmeHnn ¢apmManeBTHIeCKas KOMIIO3UIMS HACTOSIIEr0 H300peTeHus

BBOOAUTCA TMAPCHTCPAJIbHO. CrnoBocoueTaHue «BBOAUTL MAPCHTCPAIbHO» HUCIOJB3YEMOC B
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JAHHOM JOKYMEHTE, O3Ha4aeT PEKHUMbl BBE€HUs OTJIWYHbIE OT SHTEPAJBbHOIO MU MECTHOIO
BBEACHNs, OOBIMHO WHBEKLUMEH, W BKIIOYaeT, 03 OrpaHHYeHUS NEePEUHUCIICHHBIM,
SMUAEPMAIIBHYIO, BHYTPHUBEHHYIO, BHYTPUMBILIEYHYIO, BHYTpHUAPTEPHANIbHYIO,
BHYTPHUTPAXEANbHYIO, BHYTPHKAICYJSIPHYIO, BHYTPHOPOUTANIBHYIO, BHYTPUKAPAHAIBHYIO,
BHYTPHUKOXHYIO, BHYTPHOPIOIINHHYIO, TPAHCTPAXEATbHYI0, MOAKOKHYIO0, BHYTPHCYCTABHYIO,
CyOKancyJsIpHyI0, CyOapaxHOWAAJIbHYI0, BHYTPHCIIMHAIBHYIO, STHAYPAJIbHYI0 U HAJAYPEBHYIO
UHBEKIUIO WIH UHPY3UIO.

B oxgHOM BomomieHnH (apMaLEeBTHUECKYIO KOMITO3ULMIO BBOISAT BHYTPHUBEHHOHW HIIH
MOJIKOXKHOU MHBEKIUEH 1T HH(y3Hei.

IIpumenenus

B nonoigHUTENBHOM IJIABHOM acriekTe N300peTeHNe OTHOCUTCS K aHTHTENY M300peTeHHS
npoTuB c-Met 11l IpUMEHEHUsI B KaueCTBe JIEKapCTBEHHOT'O CPE/ICTBA.

AHTHTENa N300peTeHNs MPOTUB c-Met MOTryT OBITh HCIIOJIb30BaHbl B HECKOJIBKHX LIEJISX.
KoHkperHo, aHTUTENA IO U300PETEHUI0 MOTYT OBITH MCIOJB30BAHbI JUIS JICYCHUS PA3THMYHBIX
(OopM 37IOKAUECTBEHHBIX HOBOOOPA30BAaHMH, BKIIIOYAs METACTATHYECKUE 3JI0KaYeCTBEHHbBIE
HOBOOOPA30BaHUsI U HEBOCTIPUMMYHBBIE K JICUEHUIO 3JI0KaUY€CTBEHHbIE HOBOOOpa3oBaHus. Takue
3J0KavecTBeHHbIe oyxou MoryT ObiTb HGF-3aBucumeivu unn HGF-He3aBucuMbIMi.

B ogHOM BomiomeHnHy, aHTUTENA N300PETEHHUs IPOTUB C-Met HCTIONB3YIOT MPH JICYCHUN
(OpMBI 3JI0KAYECTBEHHOTO HOBOOOPA30BaHUs, BBIOPAHHOIO W3 TPYIIIBL, COCTOSIIEH U3. paka
MOUEBOIO My3bIpsi, paka IPyad, paka IMEHKH MaTKH, XOJaHTHOKAPLIMHOMBI, KOJOPEKTAJIbHOIO
paxa, paka >HIOMETpUs, paKa MHUIIEeBOJA, PaKa >KelyJKa, paKa rojoBbl U LIeH, paka MOYKH, paka
MEYeHH, paka Jerkoro (Takoro Kak HeMelkokjeTouHbld pak Jerkoro (NSCLC)), paxka
HOCOI'JIOTKH, paka SIMYHUKOB, paka IOJKEIyAOYHON >Kele3bl, paka >KEeIUHOTO My3bIps, paka
MIpeCTaTeNbHOM JKese3bl, paka LIUTOBUIHOM JKeje3bl.

B napyrom BomuomeHuw, aHTUTENAa H300pETeHHsT NPOTUB C-Met HCHOJB3YIOT TNpPU
JeueHnH (HOPMBI 3JI0KaYeCTBEHHOTO HOBOOOPA30BaHMs, BBIOPAHHON W3 IPYMIIbI, COCTOALICH U3:
OCTEOCaPKOMBI, pabIOMHOCAPKOMBI H CHHOBUAJIBHOM CAPKOMBL

B napyrom BomuomeHuw, aHTUTENAa H300pETeHHsT NPOTUB C-Met HCHOJB3YIOT TNpPU
JeueHnH (OPMBI 3JI0KaYECTBEHHOIO HOBOOOPA30BaHMS, BBIOPAHHON M3 I'PYMIIbL, COCTOSIIECH 3!
capkombl Kamomm, neffoMHOCapKOMBI, 3J0Ka4eCTBEHHOH (UOPO3HOH T'MCTHOLUTOMBI U
¢$ubpocapKOMBI.

B napyrom BomuomeHuw, aHTUTENAa H300pETeHHsT NPOTUB C-Met HCHOJB3YIOT TNpPU
JIEYUEHUH TIeMaTONOITHYECKUX 3JIOKAYeCTBEHHBIX OMyXoJiel, HamnpuMmep, 3JI0KaueCTBEHHBIX
OMyXOJiel, BbIOPaHHBIX W3 TPYIIIbL, COCTOSIENH W3 OCTPOrO MHEJIOTeHHOro Jeikos3a, T-

KJIETOYHOTO JIEHKO3a B3pPOCIHBIX, XPOHUYECKOrO MHEJIOUAHOrO Jieliko3a, JuM(POMBI U



45

MHOKECTBEHHOH MHEJIOMBL.

B nomonHUTENPHOM BOIUIOLICHWH, aHTUTENA M300peTeHHs MPOTUB c-Met UCTIONb3YIOT
NpU JICUEHWHM HEOIUIa3Wi, BBIOPAHHBIX W3 TPYMIbL, COCTOSIIEH H3: TIHOOIACTOMBI,
aCTPOLIUTOMBI, MEJIAHOMBI, ME30TEIMOMBI B OITyX0oJii Bunmca.

B nomonHUTENPHOM BOIUIOLICHWH, aHTUTENA M300peTeHHs MPOTHB c-Met UCTIONb3YIOT
npu edeHnn MiT-onyxoneil, BKIIFOYArOIINX CBETIOKIeTOUHYI0 capkomy (CCS), anbBeOSIpHYIO
capkomy Msrkux TkaHed (ASPS) m acconmupOBaHHYIO C TPaHCIIOKALEeH MOYEYHOKJIETOYHYIO
KapIHHOMY.

B npyroM BOIUIOIIEHWH, arOHUCTHYECKHE aHTUTEeNa W300peTeHus MpoTHB c-Met,
UCTIONB3YIOT  UIA  PeryJsilud  BBIPAaOOTKM LUTOKMHOB W WHAYKUWH  MOOWJIHM3aLUU
SHAOTENNANBHBIX KJIETOK-TPENIECTBEHHUKOB, HANpPUMep, y TNALHUEHTOB C HIIEMHYECKOH
6ones3nbto cepaua (Yang et al. (2009) Clin Exp Pharmacol Physiol. 36:790).

B npyrom BOIUIOIEHNH, AaroOHUCTHYECKHE aHTHUTENa H300peTeHus npotuB c-Met
UCTIONB3YIOT ISl MHTHOWMPOBAHMS WJIM YJIYYIIEHUS COCTOSHHS NMPH XPOHUYECKOW MOYEYHOH
HenocratouHocTH (Mizuno et al. (2008) Front Biosci. 13:7072).

AHaNOrnyHo, H300peTEeHHe OTHOCHUTCS K Crnoco0y HMHrUOMPOBaHUS pOCTa W/WIH
nposndepalvy OMyXOJIEeBOH KIETKH, SKcrpeccupyromel c-Met, mpudeM crnoco0 BKIIOYAeT
BBEJCHUE HYXKAAOLEMYCS B 3TOM HHIUBUAYYMY 3(deKkTHBHOrO KonmvecTBa aHTHUTENA IO
U300PETEHUIO.

B omHO BOmIOmEHHME yKa3aHHAs ~OMyXoJeBas KJETKa BOBJIEYEHa B  BHIC
3JIOKQYECTBEHHOTO HOBOOOPA30BaHMUs, BLIOPAHHOTO M3 TPYMIIBL, COCTOSILIEH M3: paka MOYEBOIO
Ny3bIPsA, paKa TPYAH, paka LMIEWKH MAaTKU, XOJaHTMOKAPLHUHOMBI, KOJOPEKTAJIbHOIO Paka, paka
SHAOMETPHS, paka MHUINEBOJA, paka JKeJMyAKa, paka rOJOBbI M LIEH, paka IMOYKH, paKa MedeHH,
paka JIeTKOro, paka HOCOTJIOTKH, PaKa SIMIHUKOB, paKa MOKeNyJOYHOH JKeJIe3bl, paKa JKeITIHOrO
Ny3bIps, paka TNPEACTAaTeNbHONW JKeJe3bl, paka LIUTOBUAHOM JKENe3bl, OCTEOCAPKOMBI,
pabIOMHOCAPKOMBI, CHHOBHANBHON  CapKOMbI, capkombl Kamomm, J1eioMHOCapKOMBI,
3JIOKA4eCTBEHHOH (PUOPO3HOH T'MCTHOLMTOKCAHTOMBI, (prOpOCapKkOMBI, OCTPOrO MHEJIOT€HHOTO
neiiko3a, T-KJIeTO4HOro Jielko3a B3POCIBIX, XPOHHUECKOTO MHUEJIOUIHOTO JIEHK03a, JTUM(OMBI,
MHOKECTBEHHOW MUEJIOMBI, TJIHOOIACTOMBI, ACTPOLIUTOMBI, MEJIAHOMBI, ME30TEJIMOMBI, OITyXOJIH
Bunmca.

Taxoke, n300peTeHNe OTHOCUTCA K NMPUMEHEHHI0 MOHOKJIOHAJIBHOIO aHTHTENA, KOTOPOe
CBSI3BIBAET YEJIOBEUECKUN c-Met, UIsl PUTOTOBJICHHS JIEKAPCTBEHHOT'O CPENCTBA AJIS JICUCHUS
3JIOKAYECTBEHHOTO HOBOOOPA30BaHMs, TaKOTO KaK OJHO W3 KOHKPETHBIX IMPOSIBJICHHIH
3JIOKAYE€CTBEHHBIX HOBOOOPA30BAHMH, YITOMSHYTHIX BBILIE.

B OJHOM BOIUIOLICHHH, OT60p MMalUMECHTOB IJIA JICUCHUA C HCIIOJBb30BAHHMEM aHTHUTEIIA
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npoTuB c-Met, OCHOBaH Ha ypoBHE (cBepx)akcnpeccun c-Met u/mmu HGF Ha cOOTBETCTBYIOIIHMX
OIMyXOJIEBBIX KJIETKaX yKa3aHHBIX MAal[UEHTOB.

B cnenyromem BOIUIOIIEHHWH CIOCOOOB JIEYEHHS 1O HACTOSILIEMY H300pETEHHIO,
3(}(EeKTUBHOCTD JIEUEHHsI OTCIICKHBAETCS B NPOLECCE TEpPalHH, HAMPUMEDP, B ONpeIeeHHbIE
MOMEHTbl BPEMEHH IIyTeM OIpeAeNieH!s] YPOBHs JKcIpeccud c-Met Ha COOTBETCTBYIOIIHUX
OIyXOJIEBBIX KJIETKaX.

Pexxumbl  IO3MPOBKM B BBINIEYKA3aHHBIX CIIOCO0AX JICUEHMM W MPUMEHEHMSX
KOPPEKTUPYIOTCA it ODecredyeHus ONTHUMallbHOTO TpebyemMoro oOTBeTa (Hampumep,
TepareBTHYEeCKOro oTBeTa). Hampumep, MokeT ObITh BBEIEH ONMHOYHBIN OOJIFOC, MOTYT OBITH
BBEICHBI HECKOJIBKO JI03 B TE€UEHHE NEPHUOIa BPEMEHH HITH 103bI MOTYT OBITh MPONOPLIMOHATIBHO
YMEHBLICHBl WM YBEJIWYEHbI B 3aBUCUMOCTH OT MOTPEOHOCTEH TepameBTUYECKOH CHUTYallHH.
[TapeHTepanpHbIE KOMIIO3ULUH MOTYT OBITH COCTaBJECHBI B BHIE €AMHUYHOHN JIEKapCTBEHHOM
(bOpMBI AJIS IErKOTO BBEACHUS M €AMHOO0pa3Hs 103.

D¢ dexTrBHBIE TO3UPOBKU U PEKUMbI TO3UPOBKH JISI AaHTHTEIN NMPOTUB C-Met 3aBUCAT OT
3a00neBaHsl WJIM COCTOSIHMSL —IIOZIBEPraeMoro JICUEHHIO, MJIH MOTYT  ONPEAeIsITbCsA
CHEeUMAINCTOM B JaHHOM obnmactu. THMWUYHBIA HEOTpAaHMYMBAKOIIMK  HHTEpBAN IS
TepaneBTU4YeCKd 3(P(PEKTUBHOrO KOJMYECTBA COEAMHEHHUS 110 HACTOALIEMY H300pPETeHHI0
cocrapnsier okono 0,1-100 mr/kr, Hampumep, okojo 0,1-50 mr/kr, Hampumep, oxoso 0,1-20
MI/KT, Kak Hanpumep, okosio 0,1-10 mr/kr, Hampumep, okouso 0,5, okono 0,3, okojo 1, okoo 3,
OKOJIO 5, MJIK OKOJIO 8 MI/KT.

Bpau wmnu BerepuHap, SBISAIOLIMICSA CHEHMATINCTOM B JAaHHOH OONACTH, MOXKET JIETKO
OTIpPeNeNThb U MpomnucaTh Tpedyemoe 3(pPpeKTHBHOE KOTMUECTBO TEPATIEBTUYECKONH KOMITO3ULIHH.
Hamnpumep, Bpau uiu BeTepuHap MOXKET HauaTb C JIO3UPOBKM aHTUTena MNpoTuB c-Met B
(dapMaleBTHUECKOW KOMIIO3ULIMM Ha YPOBHE HIDKe, 4YeM Tpedyercs sl JOCTHKEHUS
TpeOyeMoro TepaneBTHUecKOro 3¢¢eKrra, ¢ TNOCTENeHHbIM YBEIHMYEHHEM IO3MPOBKH [0
noctwkeHus: 1eneBoro sddexra. Boobme, moaxonsimas CyTodHas 1032 KOMITO3UIIUU TIO
HACTOALIEMY M300peTEeHUI0 OYAeT MPeNCTaBIsTh COOON TaKOe KOJMYECTBO COSAMHEHMSI, KOTOPOe
COCTABJIICT CaMYI0 HHM3KYIO 103y, 3((EeKTUBHYIO ISl TIOJYy4eHHUs TepaneBTHUecKoro s dexra.
Beenenue mMoxker ObITh MAapeHTEPATbHBIM, TAKMM KaK BHYTPHBEHHOE, BHYTPHMBIIIEYHOE HIIH
MOJIKOXKHOE BBeZIeHHe. B 0IHOM BOIUJIOLIEHUH aHTUTeNa NMPOTUB c-Met MOTyT BBOAUTHLCS MyTEM
UHQY3UU C eKeHeAeNbHON no3uposkoit o 10 mo 500 MF/MZ, kak Hampumep, ot 200 go 400
mr/m>. Takoe BBEACHHE MOXKET MOBTOPATHCS, Hanpumep, 1-8 pas, Hampumep, 3-5 pa3. Beenenue
MOJKET OCYIIECTBIIATHCS MyTEM HEMpPEPBhIBHOW MH(PY3MM B TE€UEHHUE MepHoaa OT 2 10 24 4Yacos,
Harpumep, oT 2 mo 12 yacoB. B ogHOM BOmIOLIEHNH, aHTUTENA NPOTHB c-Met MOTyT OBITh

BBEJICHBI MEIJICHHOW HEMpPEepBhIBHOW HMH(Y3HeH B TEUSHHE UINTENBHOTO MEPHOAA, HAMpPHUMED,
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OoJee ueM 3a 24 yaca, C LEIbI0 YMEHBLICHNUSI TOKCHYECKHUX MTOO0YHBIX 3(dekToB.

B onmHOM BOIUIOIIEHNH, aHTUTENA MPOTUB C-Met, MOTYT OBbITh BBEICHBI C €KEHEACTbHON
no3uposkoi ot 250 mr go 2000 mr, kak Hanpumep, S00 mr, 700 mr, 1000 mr, 1500 mr, 2000 mr
unu 300 mr, B TedeHue A0 8 pas, Hanpumep, oT 4 10 6 pa3. Takol pexUM MOXKET MOBTOPSTHCS
OnUH WM Oojiee pa3 Mo HeOOXOMUMOCTH, Hampumep, depes 6 wimm 12 mecsiuen. Jlo3upoBka
MOJKET OBITh ONpeneNeHa MM yPEeryJupoBaHa IMyTeM HU3MEPEHUs KOJUYECTBA COCOMHEHUS I10
HACTOSIIEMY M300pETEHUIO B KPOBH MPH BBEACHUU IyTEM, HaIpuMep, 3a00pa OHOIOrnieckoro
o0pa3ia M HCHOJb30BAHUS AHTUUINOTUIIUYECKUX AHTUTEN, MHIIEHBIO KOTOPBIX SIBIISETCS
AHTUT€HCBS3bIBAIOLIAst 00JIaCTh AHTUTEN H300pETEHHsI TPOTHB c-Met.

B oxgHOM BOMIIOIIEHNHN aHTUTENA IPOTHUB C-Met MOTyT OBITh BBEACHBI OIS KUBAOLIEH
Teparnuei, HanpuMep, OAMH pPa3 B HEACTIO B TEYEHHE 6 MECSLEB MK OOJbLIE.

AnTHTENna TpoTHB Cc-Met Takke MOryT OBITb BBENEHbI NPOPHIAKTHYECKH IS
YMEHBLICHHUs] PUCKA PAa3BUTHs 3JIOKAYECTBEHHOIO HOBOOOPA30BaHMs, 3a0EP’KKU HACTYIUICHUS
COOBITHSI B MPOTrPECCHU 3JIOKAYECTBEHHOIO HOBOOOPA30BAaHWS, W/MJIM YMEHBIICHUS PHCKA
peuuauBa MpH PEMUCCHH 3JI0KAYE€CTBEHHOTO HOBOOOPA30BaHUSI.

AHTHTENAa IPOTUB c-Met Takke MOTryT ObITh BBEIEHBl B KOMOMHATOPHOU TEpamuH, T.e.
KOMOMHAIMM C APYTUMH TEPANEeBTHUECKUMH AareHTaMH, PeJIeBAaHTHBIMH 3a00JI€BAHUIO WU
COCTOSIHUIO, TofBepraeMoMy JedeHHto. COOTBETCTBEHHO, B OJHOM BOIUIOLIEHMM aHTUTEJO-
cofeprKalee JIEKapCTBEHHOE CPENCTBO HAXOAUTCS B KOMOMHALIMK C OIHUM WIJIM HECKOJIBbKUMH
JOMOJHUTEIbHBIMU ~ TEepPaNeBTUYECKUMH  areHTaMHy, HanpuMmep, LIUTOTOKCUYECKUM,
XHUMHOTEpaneBTUUEeCKUM UM AaHTHAHTMOT€HHBIM areHTOM.

Takoe 0oO0BEOTUHEHHOE BBEICHHE MOXET OBITh OJHOBPEMEHHBIM, pa3fesbHbIM HIIN
NOCJIEIOBATENbHBIM. J{J151 OMHOBPEMEHHOTO BBEIEHHUS areHTbl MOTYT OBITh BBEICHBI B BHIE
OJHOWM KOMIIO3MIIMH WJIH B BHIE Pa3[eNIbHBIX KOMITO3ULMHA, IO HeoOXxoauMocTu. B Hacrosimem
n300peTeHNH, TakuM O00pa3oM, MpemjiararoTcs CHocoObl JiedeHHus 3a00NeBaHus, B KOTOpOe
BOBJICYEHBI KJIETKH, SKCIpeccupyromue c-Met, Kak OMMCAHO BbIME, TAE CIOCOOBI BKIIOYAIOT
BBEJICHHUE aHTHUTEJNA MPOTHB c-Met 1o HacTosImeMy H300peTeHUI0, OOBEIUHEHHOTO C OTHUM HITH
HECKOJIbKUMH JTONIOJHUTEIbHBIMU TEPANIeBTUYECKUMHU areHTaMu, KaK OMHUCAHO HUKE.

B omHOM BOmIOWmIEHMHM B HACTOSIIEM H300PETEHWHU MpPENJIaraeTcss Croco0 JICUeHHs
paccTpoiicTBa, B KOTOPOE BOBJICYEHBI KIETKH, SKCIpeccupyromue c-Met, B 00bekTe, rae crnocod
BKJIFOYAET BBEIEHHE TepaneBTUUECKH 3()(PEeKTHBHOrO KOJIMYECTBA aHTUTENA MPOTUB c-Met 1o
HACTOSIIEMY M300PETEHUIO, U, TTI0 MEHBLIEH Mepe, OJHOrO JONOIHUTEIBHOTO TEPATEBTHIECKOTO
areHTa HY’>KAaloIEMYyCsl B 5TOM OOBEKTY.

B oxgHOM BOMIIOIIEHHH B HACTOSINEM H300PETEHHH NPENJIaraeTcs Croco0 JEUSHHUs HIIH

Npo(UIAKTUKN 3JI0KAUYECTBEHHOTO HOBOOOPA30BaHUs, TI[€ CIOCO0 BKIIOYAET BBEIEHHE
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TepaneBTHYeCKH 3(P(HEKTHBHOIO KOJMYECTBA AaHTHTENAa MPOTUB C-Met 1O HACTOSIIEMY
U300peTEeHNI0, U, MO MEHbIIEH Mepe, OJHOTO AOMOJHUTEIBHOIO TEPAreBTHYECKOrO areHTa
HYKIAOIIEMYCSI B 3TOM OOBEKTY.

B onHOM BOILIOIIEHUH, TAKOW AOMOJHUTEIbHBIA TEPANIEBTHUECKUN areHT MOKET ObITh
BbIOpAaH W3 AHTUMETAa0ONINTa, TAKOTO KAaK METOTPEeKCaT, O-MepKanTONypuH, O-THOTYaHUH,
uutapabun, Quaynapabun, S-propypaumn, nekapbasuH, THIPOKCHMOYEBHHA, acraparnHasa,
reMIUTa0WH WK KJIaIpUOWH.

B npyrom BomiomeHuy, TaKOW JOMOTHUTEIbHBIA TEPANEBTUYECKUN areHT MOKET ObITh
BbIOpaH W3 AaNKWJIUPYIOIIEro areHta, TaKOoro KaK MEXJIOpeaMHH, THOTeNa, XJIOpaMOyIIWI,
mendanan, kapmycrun (BSNU), nomyctun (CCNU), unuknodochamun, Oycyndan,
auOpOMOMaHHUT, cTpento3oTonuH, aekapbasma (DTIC), mnpokapbasmn, wmutomummH C,
[UCTUTATHUH U IPYTUX MJIATHHOBBIX MPOU3BOAHBIX, TAKHX KaK KapOOILIATHH.

B npyrom BOMIOIIEHNH, TAKOW JOMOJHUTEIBHBINA TEPANIEBTUYECKUN areHT MOKET ObITh
BbIOpaH M3 AHTUMHUTOTHYECKOTO areHTa, TAaKOro Kak TaKCaHbl, HAampuMep, IOKCeTalelb U
MaKJUTaKCEeNMb, W aJIKOJOWUAbl OapBUHKA, HANpPUMEpP, BHHIE3WH, BUKPUCTHH, BUHONACTUH H
BUHOPENOHH.

B npyrom BOIJIOIIEHUH TaKOW JOTMOJHUTENbHBIN TepaneBTUYECKH areHT MOXeT ObITh
BbIOpaH W3 MHTUOUTOPOB TOMOU30OMEPA3, TAKOrO KaK TOMOTEKAaH WM HMPUHOTEKaH, WJIH
IUTOCTATUYECKOTO JIEKAPCTBEHHOT'O CPEACTBA, TAKOTO KaK STOMO3U]] U TEHUTIO3U]I.

B npyrom BOIUIOIIEHWH TaKOUW JOMOJHUTENbHBIN TepANEeBTUYSCKUI areHT MOXKeT ObITh
BbIOpaH M3 MHTHOMTOPOB (akTopa pocta, Takoro kak uHruomrop ErbB1 (EGFR) (takoii kak
autureno mnporuB EGFR, Hampumep, 3amyrymymad, nOeTykCMMad, NaHUTyMyMmMal WU
HUMOTY3yMa® wmm npyrue wuHruoutopsl EGFR, Takme kxak reguruHu®O wuam epioTuHuoO),
unruourop ErbB2 (Her2/neu) (takoii kak antureno npotuB HER2, nHampumep, Tpactyzymad,
tpactysymad DMI wnmm neprysymad) winm maruburop kak EGFR, tak m HER2, Takoil kak
JanmaTuHuo).

B npyrom BOIUIOIIEHWH TaKOUW JOMOJHUTENbHBIN TepANEeBTUYSCKUI areHT MOXKeT ObITh
BbIOpaH U3 MHrHOUTOpA TUPO3WHKMHA3BL, Takoro kak uMatunaud (Glivec, Gleevec STIS71) unu
nanatunub, PTK787/7ZK222584.

B opgHOM BOIUIOIIEHMHM B HACTOSIIEM H300PETEHUU MPenjIaraeTcsi Croco0 JIeUeHUs
pPacCTPOICTBA, B KOTOPOE BOBJICUEHBI KJIIETKH, SKCIIpeccupyromue c-Met, B 00bekTe, rae crnocod
BKJIIOYAET BBEACHHUE TEPareBTUYeCKH 3(PPEKTUBHOrO KOJMYECTBA AHTUTENA MPOTUB c-Met Mo
HACTOALIEMY UW300pETeHHI0, W, [0 MEHbIIeH Mepe, OIHOrO WHIHOWTOpa AaHTHOTeHe3a,
HEOBACKYJIIPU3AUH /W APYTOM BACKYJISIPU3ALMH, HYKIAIOMEMYCS B 3TOM OOBEKTY.

IIpumepamMu Takux HMHIHOUTOPOB AHTHOTEHE3a SIBISIOTCS WHTUOUTOPBI YPOKHUHA3BI,
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UHTHOUTOPBI MATPUKCHBIX MeTaJuIonpoTeas (Takue kak mMapumacrar, Heosacrat, BAY 12-9566,
A. T. 3340, BMS-275291 u T.11.), UHTUOUTOPBI MUTPALIH M TPONU(EPALITI SHAOTENINATBHBIX
kieTtok (takwe, kak TNP-470, ckBalaMuH, 2-METOKCHUACTPAAMON, KOMOpPETaCTaTHHBI,
SHAOCTATHH, aHruocraTud, neHuimiamuH, SCH66336 (Schering-Plough Corp, Mesaucon,
Hero-Jlxepcn), R115777 (Anccen Papmanesruxa, Inc, Turycsmmuib, Hero-/[xepcn) wu
NoJOOHBIE AareHThl), AHTArOHHMCTHI AHTHOTCHHBIX (DAKTOPOB pocTa (HampuMep, Takue Kak
ZD6474, SU6668, aHTUTENa MPOTHB AHTMOTEHHBIX areHTOB W/WJIM UX PELeNnTOpOB (TaKhe Kak
VEGF (Hampumep, OeBanuzymad), bFGF, u anrnonostun-1), TanuaomMun, aHajJorH TaIuIoOMHUIA
(mampumep, CC-5013), 5416 Sugen, SUS5402, aHTHaHTHOTE€HHBIH pPHOO3MM (HAIpUMeD,
aHruo3nM), nHTEepdepoH (Hampumep, uHTEpPepoH a2a), CypaMuH U T.I1.), HHTHOUTOPBI KHHA3BI
VEGF-R u npyrux aHTHaHTHOTeHHBIX THUPO3MHKHHA3 (Hampumep, SU011248), uHruburopsl
crneun(UIHOTO ISl SHAOTENUS] HHTErPUHA/CUTHAJIBHBIX MyTeH BBDKUBAHMS (TaKHE KaK BUTAKCHH
U TONOOHBIE AareHThbl), AHTArOHUCTBHI/XENaToOpbl Meaw (HampuMmep, TeTPaTHOMOJHOAAT,
KaIrTonpui 1 T.11.), kapookcuamunorpuaszon (CAI), ABT-627, CM101, unrepnetikun-12 (IL-12),
IM862, PNUI145156E, a Takke HYKJICOTHIHBIE MOJIEKYJIbI, MHTHOUPYIOIINE aHTHOTeHE3
(manpumep, antucmeicioBasi-VEGF-k/IHK, x/IHK, xomupyromas anruocratus, kJIHK,
komupytrommas pS3 u kIHK, kogupyromas nedexrnsiii penentop VEGF -2).

JlpyrumMu mpuMepaMH TaKUX HHTHOUTOPOB aHTMOTEHe3a, HEOBACKYJSIPU3ALUH, H/HUIH
APYro BACKYJSIPU3ALMH SIBIIAFOTCS MPOU3BOJHBIE AHTHAHTHOTEHHOTO renapuHa (Hampumep,
renapunaza ), Temozomomun, NK4, daxtop HHruOMpoBaHHs MHUTpanuH Makpogaros,
UHTUOUTOPBI LUKIOOKCUI€Ha3bl-2, WHTHOUTOPBI HHIYLHPYEeMOro rHmokcueil ¢akropa 1,
AHTHAHTHOTeHHbIE M30(JaBOHBI COHW, OJTHUMpAa3, (YMarwUIMH M €ro aHaJord, aHaJord
COMATOCTaTHHA, IME€HTO3aHMONNCYNb(hAT, TEKOrajaH HaTPUs, JalbTENapuH, TYMCTAaTHH,
TpoMOocnioHanH, NM-3, KOMOpecTaTuH, KaHCTaTHH, aBaCTATHH, AHTHUTENAa INPOTHUB APYIUX
1esiel, TaKUX aHTUTENa MPOTHB ajb(a-V/0era-3 MHTErpHHA U AaHTUTENA TPOTUB KMHUTOCTATHHA.

B opgHOM BOmIOLIEHMM TEpaneBTHYECKUI areHT IJsl NMPUMEHEHHS B KOMOWHALMH C
AHTHUTEJIOM TIPOTUB C-Met INpHM JI€UEHHUH pPACCTPONCTB, OMHCAHHBIX BBIIIE, MOXKET OBITh
UMMYHOTE€HOM TIPOTHB  3JIOKAYECTBEHHOTO  HOBOOOpA30BaHMs, TaKUM Kak  aHTHIeH
3JIOKQYECTBEHHOTO  HOBOOOPAa30BAaHMS/OMYXOJIb-aCCOLIMMPOBAHHBIA  aHTUTeH  (Hampumep,
MOJIeKyJibl  aaresun snurendanbHblx  kietok (EpCAM/TACSTDI), mymma 1 (MUCI),
OHKOAMOpHoHaNbHBIH aHTureH (ODA), acCOMUPOBAHHBIA C OMYXOJSIMH TJIMKONPOTEUH 72
(TAG-72), gpl00, Melan-A, MART-1, KDR, RCAS1, MDA?7, BakuwHbl TPOTHUB BHPYCOB,
ACCOLIMMPOBAHHBIX CO 3JIOKAYECTBEHHBIMH HOBOOOPA30BAaHUSMH (HANPUMEpP, BAKIIMHBI MPOTUB
BHpYyCa ManHIJIOMbl YEJIOBEKA) MITH OMyXOJeBble OENKH TETIOBOTO IIOKA.

B OJHOM BOIUIOIICHHUH TepaHeBTI/ILIeCKI/Iﬁ ArcHT AJisi NPpUMCHCHUS B KOM6I/IHaLII/II/I C
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AHTHUTEJIOM TIPOTUB C-Met TNpHM JI€UEHHUH pPACCTPONCTB, OMHCAHHBIX BBIIIE, MOXKET OBITh
IPOTHBOOIYXOJIEBBIM [IUTOKUHOM, XEMOKHHOM, WJIM UX KoMOuHarmen. [IpuMepsl, moaxoasmmux
IIUTOKUHOB U (hakTopoB pocta BkimouaroT [FNy, IL-2, 1L-4, IL-6, IL-7, IL-10, IL-12, TL.-13, IL-
15, IL-18, 1L-23, IL-24, IL-27, IL-28a, IL-28b, IL-29, KGF, IFNa (manpumep, INFa2b), IFNP,
GM-CSF, CD40L, nurann Flt3, ¢akrop crBonoBbix kjeTok, aHuectuMm u TNFa. IMoaxopsimue
xeMokHuHbI MOryT BKIO4aTh Glu-Leu-Arg (ELR)-oTpunarenbHble XeMOKUHBI, Takue kak IP-10,
MCP-3, MIG u SDF-la u3 cemeiictB yenobeueckux xemokuHoB CXC u C-C. ITogxopmsiiue
LIUTOKWHBI BKJIFOYAIOT MPOU3BOAHBIE IUTOKIMHOB, BAPHAHTHI IUTOKMHOB, ()ParMEeHThl LIUTOKUHOB
U XUMepHBIe OENIKU Ha OCHOBE LIUTOKHUHOB.

B opgHOM BOMIOLIEHMM TEpaNeBTHUECKUI areHT IJsl NMPUMEHEHHUS B KOMOWHALMH C
AHTHUTEJIOM TIPOTUB C-Met TNpHM JI€UEHHUH pPACCTPONCTB, OMHCAHHBIX BBIIIE, MOXKET OBITh
PEryJsITOPOM  KOHTPOJIA  KJIETOYHOTO LMKJIA/anmonTo3a (MIH «PeryJHPYIOLINM areHTOM»).
PerynsitTop KOHTpPOJIL KJIETOYHOTO IMKJIA/alonTo3a MOXKET BKJIOUATh MOJIEKYJbI, KOTOpbIE
HATPABJIIOT U MOIYJIUPYIOT PEryJISTOPbI KOHTPOJISL KJIETOYHOTO IIUKJIA/anonTo3a Takue Kak (1)
cdc-25  (mampumep, NSC  663284), (ii) UHUKIWH-3aBUCHMbIE  KHHA3bl, KOTOpBIE
CBEPXCTUMYJIUPYIOT KJIETOUHBIH LuKN (Hampumep, ¢aBonmpunon (L868275, HMR1275), 7-
rugpokuctaypocriopus (UCN-01, KW-2401), u pockosutuH (R-pockoButnn, CYC202)), u (iii)
MOIyJsTOpBl  TejoMmepasbl (Hampumep, BIBR1532, SOT-095, GRNI163 u xkommo3unmu
onucaHHble, Hanpumep, B US 6,440,735 u US 6,713,055). Heorpannuuparomme npuMepbl
MOJIEKYJI, KOTOPbIE WHTEPPEPUPYIOT C AMONTOTHYECKUMH CHUTHAJIBHBIMH IYTSMH, BKJIOYAOT
anonTo3-uHaAympyoumil suradn, poacteeHHblii TNF (TRAIL)/aurasn 2 anonrosa (Apo-2L),
aHTHTeNna, Kotopele akTuBUpyroT peuentopsl TRAIL, IFN, u anTHCMBICTOBYIO Bel-2.

B opgHOM BOMIOLIEHMM TEpanNeBTHYECKUI areHT IJsl NPUMEHEHHS B KOMOWHALMH C
AHTHUTEJIOM TIPOTUB C-Met TNpHM JI€UEHHUH pPACCTPONCTB, OMHCAHHBIX BBIIIE, MOXKET OBITh
TOPMOHAJIBHBIM ~ PETYJNUPYIOIIUM  areHTOM, TaKUM KaK  areHTbl, I[PUMEHHMbIE B
AQHTUAHJPOTEHHON M AaHTU3CTPOreHHOW Tepanuu. IlpumMepamum Takux TOPMOHAJIbHBIX
PEryINPYIOINX areHTOB SBIIOTCA TaMOKcH(eH, unokcudeH, QynBecTpaHT, APONOKCH]EH,
TOpeMudpeH, paJoKCU(peH, AUITWICTIWILOECTPON, 3THHWISCTPAAHON/3CTHHWI, AHTHUAHAPOTEH
(Takol, kak (yTaMHHI/3YIEKCHH), MPOTeCTHH (HAPUMEpP, TAKHX, KaK FHIPOKCHUIIPOreCTepOHa
Karpoar, MEAPOKCH-TIPOreCTEPOH/TIPOBEPA, MEreCTPOIT allenaT/Mersic), afpeHOKOPTHKOCTEPOHT
(HampuMep, TUAPOKOPTHU3OH, MPEAHHU3OJIOH), PHIIU3UHT-(PAKTOP JTHOTEHHH3UPYIOMIEro rOpMOHA
(u ero ananoru u npyrux aroHuctsl JIIPI, Takux kak OycepenvH W ro3epeiuH), HHrHOUTOp
apomarasbl (HampuMep, aHaCTPa30JIa/apUMUAECKC, AMUHOTIIOTETUMHY/LIUTPAACH, SK3EMECTaH)
WJIA TOPMOHAJIbHBIN HHTHOUTOP (HanmpuMep, OKTPEOTHA/CaHIOCTATHH).

B OJHOM BOIUIOIICHHUH TepaHeBTI/ILIeCKI/Iﬁ Ar¢HT Jid MPUMCHCHHSA B KOM6I/IHaLII/II/I C
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AHTHUTEJIOM TNPOTUB c-Met NpH JieueHHs PacCTPOINCTB, OMMCAHHBIX BBIIIE, MOXKET OBIThH JIOOBIM
AHTHAHEPTUYECKUM areHTOM, HalpuMep, COEAMHEHUSIMH, KOTOpbIE SIBIIIIOTCS MOJIEKYJIaMH,
onoxupyromumu akTuBHOCTE CTLA-4, HarpuMep, MOXKET ObITh HIMMIMMYMaOOM.

B opgHOM BOMIOLIEHMM TEpanNeBTHYECKUI areHT IJsl NMPUMEHEHHS B KOMOWHALMH C
AHTHUTEJIOM TIPOTUB C-Met TNpHM JI€UEHHUH pPACCTPONCTB, OMHCAHHBIX BBIIIE, MOXKET OBITh
NPOTHBOOIYXOJIEBOW HYKJEHMHOBOW KHUCJIOTOH MM IMPOTHUBOOMYXOJIEBOH WHTHOMPYOLIEH
monekynon PHK.

ITpumepamu Ipyrux MpOTHBOOIYXOJIEBBIX ar€HTOB, KOTOPBIE MOTYT OBITh MPUMEHHUMBI B
Ka4eCTBE TEPANeBTHYECKUX areHTOB U MPUMEHEHUs] B KOMOWHAILMN C aHTUTEJIOM NPOTHB C-
Met npu J€YEHWH PACCTPOWCTB, OIMUCAHHBIX BBILIE, SIBISIFOTCA AreHThl, WHAYLHUPYIOLIHE
g QepeHIIPOBKY, aHAJIOTH PETUHOEBOM KUCIIOTHI (TAaKHE KaK BCE U3 YMCIIA TPAHC-PETUHOEBOM
KHUCJIOTBI, 13-IMC-peTHHOEBON KUCIIOTHI U MTOXOKUX areHTOB), aHAJIOTH BUTaMHHA D (Takme kak
CEOKaJbIIUTOJI M TOXOKMe areHTol), uHruOuTopel ErbB3, ErbB4, IGF-IR, peunenropos
uHcynuHa, PDGFRa, PDGFRbeta, Flk2, Fit4, FGFR1, FGFR2, FGFR3, FGFR4, TRKA, TRKC,
RON (nanpumep, antuteno npotuB RON), Sea, Tie, Tie2, Eph, Ret, Ros, Alk, LTK, PTK7 u
MOX0’KHE areHThI.

IIpumepamMu OpyruX NPOTHUBOOIYXOJEBBIX AareHTOB, KOTOPbIE MOXKHO NPUMEHSTH B
Ka4eCTBE TEPANeBTHYECKUX areHTOB B KOMOWHAIIMH C aHTUTEJIOM MPOTUB C-Met mpu JedeHnn
PacCTPOMCTB, ONMUCAHHBIX BBILIE, SBISIFOTCS S3CTPAMYCTHH U SITUPYOULINH.

IIpumepamMu IOpyrux NPOTHUBOOIYXOJEBBIX AareHTOB, KOTOPbIE MOXKHO NPUMEHSTH B
Ka4eCTBE TEPANEeBTHYECKUX areHTOB U MPUMEHEHUs] B KOMOWHAILMU C aHTUTEJIOM NPOTHUB C-
Met npu iedeHnH pacCTPOCTB, OMUCAHHBIX BhIIIE, ABIsTIOTCS nHruoutrop HSP9O, Takoii kak 17-
AJUTMJIAMUHOTEJIbIAMHULIMH, aHTUTEJIa MPOTUB OIMyXOJIEBOro aHTUTeHa, Takoro kak PSA, CA125,
KSA, narerpun, Hanpumep, uHTerpuH Oeral, nim uarnouropsr VCAM.

IIpumepamMu OpyruX NPOTHUBOOIYXOJEBBIX AareHTOB, KOTOPbIE MOXKHO NPUMEHSTH B
Ka4eCTBE TEPANeBTHYECKUX areHTOB U MPUMEHEHUs] B KOMOWHAILMU C aHTUTEJIOM MPOTHB C-
Met npu neueHMH PacCTPONCTB, ONMHMCAHHBIX BBILIE, SIBJISIOTCS MHTHOWUTOPBI KaJIbLITHEBPHHA
(rakme xak Bancnomap, PSC 833 u gpyrue umnruOuropsr MDR-1 wmwimm p-mmkonpoteuHa),
uHruouropel TOR (Takme kak CHPONMMYC, €BEPIMMYC U parnaMHULUH), W HHTHOUTOPHI
MexaHu3Ma «xomuHra sumdouuton» (takume kak FTY720), um areHTsl, OKa3bIBarOIINeE
BO3ACUCTBUE HAa KJETOYHbIC CHTHAJIbHBIC MyTH, TAKW€ KAaK WHTUOUTOPBI MOJEKYJ aaAre3uu
(marmpumep, antu-LFA).

B opHOM BOIUIOIIEHWH aHTUTENO H300peTeHus NPOTHUB c-Met mNpeaHa3HA4YeHO s
NpUMEHeHHsT B KOMOMHALMKM C OJHHUM WJIH HECKOJbKUMH JPYTUMH TEPareBTUYECKUMHU

aHTHUTENIaMH, TAKUMH Kak odarymymad, 3aHOIUMyMa0, napatymyMad, paHuOu3yMal, 3eHarakc,
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Cumynexr, Pemukan, Xumypa, Tycadpu, Kconanp, Pantusa w/mnu purykcumad.

JIpyrumMu TepamneBTUYECKHMMU aHTHTEJIaMH, KOTOpble MOTYT OBITh HCIIONB30BAaHBI B
KOMOMHAIMM C AHTUTEJIOM HACTOSINEro H300peTeHMs, SIBISIFOTCS aHTHTENa MpOTHB c-Met,
KOTOpBIE CBSI3BIBAIOT Apyrue obmactm c-Met, Takue Kak aHTUTENa, ONHCAHHBIE B
W02005016382, W0O2006015371, W0O2007090807, W0O2007126799 unn W0O2009007427 (Bce
BKJIFOYEHBI B JAHHBIN JOKYMEHT CCBUIKON).

B npyrom BorutomeHn# npu Jie4eHUH 3a00I€BaHUs UCTIONB3YIOT KOMOWHAIIMIO ABYX HITH
HECKOJIbKUX PAa3JINYHBbIX AHTUTEN H300pETeHHs, OMHCAHHBIX B JAHHOM AOKyMeHTe. OcoOeHHO
UHTEpPECHble KOMOWHAIMM BKJIOYAIOT J1Ba MJIM OOJbIIee KOJHMYECTBO HEKOHKYPHUPYIOLIHX
anturen. Takas KOMOWHALMOHHAS TEpamusi MOXKET MPHBOAHMTH K CBA3BIBAHUIO IOBBIIIEHHOTO
KOJINYECTBA MOJIEKYJl AHTHTE]I Ha KIJETKY, YTO MOXKET YyBENUYUTb 3(P(PEKTUBHOCTH dYepe3
AKTUBALMIO KOMILUIEMEHT-OITOCPEIOBAHHOTO JIN3UCA.

B nomonHeHue K BBIIEYKA3aHHOMY, APYTHE BOIUIOMIEHUS KOMOWHAIIMOHHBIX TEpaIuii
n300peTeHns! BKIIFOYAIOT CIEAYIOIIee:

* [lpu neyeHNH HEMENKOKJIETOYHOIO paka JIETKOro MPHUMEHSIOT aHTUTENO NMPOTHB C-
Met B xomOuHauuu ¢ uarnouropamu EGFR, takumn kak antureno mporus EGFR, Hanpumep,
3anyTymymad, meTykcumad, MmaHuTymMyMmMad WM HUMOTY3yMad, WIM APYTUMH HHTHOMTOpaMHU
EGFR, takumu kak reputuHHO wiu epnoTuHuO) wiu B KoMOmHanmu ¢ mHruoutropom ErbB2
(Her2/neu) (taxum kak antureno nporuB HER2, nanpumep, Tpacty3ymad, Tpacty3ymad-DMI
win nepTy3mymad) win B komOuHaiuu ¢ uHruOutopom kak EGFR tak m HER2, takum kax
nanatuHuO, niy B kKomOuHanmu ¢ naruoutopom HER3.

e [lpu Je4eHWH TJIUOMBI TPUMEHSIOT AHTUTENO MPOTHB c-Met B KOMOMHALMU C
TEMO30JIOMUIOM HJI HHTMOUTOPOM aHTHOT€He3a, TAKUM Kak OeBalnzymao.

e [lpu neueHNHW KOJOPEKTAJIBHOIO paka NPUMEHSIOT AaHTUTENO MpoTHB c-Met B
KOMOWHAIMM C OJHHUM WJIM HECKOJbKUMHU COCAMHEHHUSMH, BBIODAHHBIMH H3. TeMIHUTA0HNHA,
Oesarusymada, ondoxkca, dondupu, kcenokca, IFL, okcanumnaruna, npuHorekana, S-FU/LV,
kanmeuutabuna, UFT, wnanenuBaromux Ha EGFR areHToB, Takux Kak LETYKCHMaO.
NaHUTYyMyMao, 3anyTyMymad, uaruounropos VEGF nian mHrHOMTOPOB THUPO3UHKMHA3, TAKUX KaK
CYHUTHHHUO.

e IIpu neueHun paka NpPeACTATENBHON KeJe3bl IPUMEHSIOT aHTUTENO NPOTUB c-Met B
KOMOMHAIMM C  OAHMM WM  HECKOJNbKUMH  COCAMHEHUSMH,  BBIODAHHBIMH  H3:
TOPMOHAJIbHOW/aHTUTOPMOHAJIBHOW ~ TEpanuy, HAmpuMep, AaHTHAHAPOTEHOB, AarOHHUCTOB
punu3uHT-pakTop MortenHusnpyooiero ropmona (LHRH), u xuMuoTepaneBTHYECKUX BEIIECTB,

TAKHUX KaK TAKCaHbl, MUTOKCAHTPOH, 3cTpamycTrH, SFU, BUHOIAcTHH, HKCAaOETINIIOH.
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.HVLIeBaﬂ TEpaAud - XUPpYyprus

B onmHOM BOmSOLIEHMHM B HACTOSALIEM H300pPETEHWH MpPENiaraeTcsi Crocod JeueHHs
paccTpoiicTBa, B KOTOPOE BOBJICYEHBI KIETKH, SKCIpeccupyromue c-Met, B 00bekTe, rae crnocod
BKJIFOYAET BBEIEHHE TepaneBTHUECKH 3(P(HEKTHBHOrO KONMMYECTBA aHTUTENAa MPOTUB c-Met 1o
HACTOSIIIEMY U300PETEHUIO, U, IO MEHbLIEH Mepe, OJHOTO JOMOJHUTEIBHOTO TEPAEeBTUIECKOTO
areHTa, Hy>KAAKLIEMyCsl B 5TOM OOBEKTY.

B oxgHOM BOMIIOIIEHHH B HACTOSINEM H300PETEHHH NPENJIaraeTcs Croco0 JEUSHHs HIIH
NPEAOTBPALICHHS 3JIOKAYECTBEHHOTO HOBOOOPA30BAHMS, MPHUYEM CIIOCOO BKIIOYAET BBEICHHE
TepaneBTH4YeCKd 3((PEeKTHBHOrO KOJMYECTBA AaHTHUTENAa MNPOTUB c-Met MO HacTosIEeMy
n300pEeTeHNI0, U PUMEHEHNE JTyUeBOH TEPAINH Y HYKAAIOLIErOCs B 3TOM OOBEKTa.

B ogHOM BOmIOLIEHNH B HACTOALIEM H300pETEHHN MpensiaraeTcs NprUMEHEHHE aHTUTeNa
npotuB c-Met Mo HacToswmeMy H300pPETeHUIO0 MJisl TMPUIOTOBJIEHHS (papManeBTUIECKON
KOMITO3ULIUH ISl JICYEHHUS 3JI0KAYeCTBEHHOrO HOBOOOPA30BAaHUS IMyTEM BBEACHMS AHTUTENA B
KOMOWHAIMHU C Ty4eBOH Tepanuei.

JlyueBass Tepamusi MOXET BKJIOYAaTh OOJy4YeHHE WJIM AaCCOLMHPOBAHHOE BBEICHHE
NAlMeHTy paanoapMaleBTUYECKHX BEUIeCTB. VICTOYHMK W3JIy4YEeHUS MOXKET OBITh Kak
BHEIITHUM, TaK U BHYTPEHHUM 110 OTHOIICHHIO K MALMEHTY, MoJBepraeMomy odpadboTke (Jydenast
oOpaboTka MoeT, Hampumep, ObITb B (pOpMe BHEIIHEH HAINpaBlIEHHOH Jy4eBOH Tepanuu
(EBRT) wmu B ¢opme Opaxorepanuu (BT)). PagnoakTuBHbIE 3J€MEHTBI, KOTOpPbIE MOTYT
UCTIOJIB30BATHCS] TIPU MPAKTUYECKOM OCYIIECTBICHMHM TAaKUX METOJOB, BKJIIOYAIOT, HAIpUMeEp,
uesuii-137, upummii-192, amepunmii-241, 30m010-198, k00anbT-57, Menp-67, TexHeumii-99,
nomnun-123, mogun-131, u uapmii-111.

B crnenyromieM BOIIOLIEHNH B HACTOSIIEM H300PETEHHH MPEAIAraeTcsl Crocod JeueHust
WIA TIPENOTBPAIIEHUs] 3JI0KAYeCTBEHHOI'O HOBOOOPA30BaHUS, NpPUYEM CIOCOO BKIFOUAET
BBEACHUE HYXXIAIOLIEMyCsl B 3TOM OOBEKTy TepaneBTHUeCKH 3(PPEeKTHBHOrO KOJINYECTBA
aHTHUTENa MPOTHB Cc-Met, TAKOTO Kak aHTUTENO MPOTHB c-Met Mo HacTosimeMy H300pEeTeHUI0 B
KOMOWHAIMH C XUPYPIUYECKON OnepaLue.

JlnarHocTudecke MpuMeHEHHUsI

AHTHTENna wu300peTeHHss NPOTUB c-Met TakKe MOryT OBITh HCIOJNB30BAHBI IS
auarsoctudecknx nenedl. Takum oOpasom, B clenyromeM acnekre n300peTeHHe OTHOCHUTCS K
JUArHOCTHYECKOW KOMIO3ULMH, BKJIFOUAOIIEH aHTUTENIO NPOTUB c-Met, onpeneneHHoe BbIle.

B onmHOM BOIIIOIIEHMH, aHTUTENA NMPOTUB c-Met Mo HacTOSIEMYy M300PETEHUI0 MOTYT
UCTIONB30BATECSL [N VIVO WU il Vilro 151 JIWarHOCTHUKU 3a00NeBaHUil, B KOTOPBIX
AKTUBUPOBAHHBIE KJIETKH, 3KCIpECCUPYIOIIUe c-Met, Urpar0T akTUBHYHK pOJb B MAaTOrEHE3E,

nyTeM ONpeneseHus: ypoBHs c-Met, WIn ypoBHs KJIETOK, KOTOpbIE conep:kar c-Met Ha cBoel
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MeMOpaHHOH MOBEPXHOCTH. DTOr0 MOXKHO AOCTHYb, HATIPUMED, MyTEM KOHTAKTa TECTUPYEMOIO
oOpa3na HeoOs3aTeNIbHO BMECTE€ C KOHTPOJBHBIM O0pa3LoM, C aHTUTENIOM MpOTHB c-Met B
YCJIOBHSIX, KOTOPBIE IAIOT BO3MOXKHOCTh 00pa30BaHUs KOMIUIEKCAa MEXKAY aHTUTENIOM U c-Met.

Takum oOpa3oM, B CHeOyroOLeM acnekTe, H300peTeHHe OTHOCHTCS K Crocody
oOHapy:KeHHUs] HaJU4uus aHTUreHa c-Met Wiu KIeTKH, 3Kchpeccupyromeii c-Met, B obpasiie,
BKJTFOYAOLIIEMY

- KOHTakKT 00paslia ¢ aHTUTEJIOM B YCIIOBHSX, KOTOPBIE TAIOT BO3MOXKHOCTh OOpPa30BaHMS
KOMILJIEKCA MEXKTy aHTUTEJIOM U c-Met; u

- aHanu3 oOpa30BaHUs KOMILJIEKCA.

B ogHOM BomIomennu, crocod oCyIecTBISIOT in Vitro.

Bonee KOHKpPETHO, B HACTOSAIIEM M300PETEHUU MPEJIaratoTCs CrocoObl HACHTU(UKALIIH
U JAMArHOCTUKU WHBA3HMBHBIX KJETOK W TKaHEH W IPYrHX KJETOK, Ha KOTOpbIE HAaIpaBJIeHbI
aHTHUTENa MPOTHUB c-Met Mo HacTosIeMy H300peTeHHIO, U CrocoObl MOHHTOPWHTA TIporpecca
TEPAINeBTUYECKOrO JICUSHHsI, COCTOSHUS TOCNIE JIEUEHHs], PHCKa Pa3BUTUS 3JIOKaYECTBEHHOTO
HOBOOOPA30BaHUsI, MPOrPECCUH 3JI0KAYECTBEHHOIO HOBOOOPA30BAHUS U T.11.

[Nonxonsmue MeTKM AJsl aHTHTENa NPOTHUB c-Met, W/WiM [IJsl BTOPUYHBIX AHTHTE,
UCIOJIb3yEeMbI€ B TAKMX METOAAX, XOPOLIO U3BECTHBI B JAHHOW 00JIaCTH.

B nonosHUTENHHOM acmekTe W300pEeTEeHHE OTHOCUTCS K Ha0Opy pPeakTHBOB JUIS
oOHapy:KeHHUs] HaJu4uus aHTUreHa c-Met Win KJIeTKH, 3Kcmpeccupyromeii c-Met, B obpa3siie,
KOTOPBIN COAEPKUT:

- QHTUTENI0 u300peTeHust mnpotuB c-Met wimm OucrnenuPUIHYI0 MOJIEKYJy IO
U300peTeHuIo; U

- MHCTPYKLMH 1O MPUMEHEHHIO HA0Opa peaKkTHBOB.

B onmHOM BOMIOIIEHWHM B HACTOSIIEM HW300peTEeHUW TpeiaraeTcss Habop st
IUAarHOCTUKH 3JIOKAYECTBEHHOI'O HOBOOOPA30BaHMs, COAEPKAIIUN KOHTEHWHEp, B KOTOPOM
HAaXOJHUTCSl aHTUTENIO MPOTUB c-Met, U OAMH MJM HECKOJbKO PEaKTHBOB Ui OOHAPY KEHHsI
CBSI3bIBAHUA aHTUTENa mnOpotuB c-Met ¢ c-Met. PeakTuBbl BKJIIOYAKOT, Hamnpumep,
(ryopecueHTHbIE METKH, (pepMEHTHbIE METKH WM APYTUe IETEKTHPyeMble METKH. PeakTHBBI
TaK)Ke MOTYT BKJIOYaTh BTOPHYHbIE WM TPETHYHbIE AHTUTENAd WJIA PEAKTHUBBI JJIsI
(pepMeHTaTUBHBIX peakuui, rae (HepMEeHTATHBHbIE PEaKLUH JAIOT MPOAYKT, KOTOPbIH MOKET
OBITh BU3YaJIN3UPOBAH.

AHTHUAMOTUIIMYECKHUE AHTUTENA

B JOIIOJIHUTCJIIbHOM  aCIIEKTEC I/1306peTeHI/Ie OTHOCUTCA K AQHTUUHUAUOTHIIUYCCKOMY
AHTUTECITY, KOTOPOEC CBA3BIBACT AHTUTEIIO I/1306peTeHI/I$[ MPpOTHUB c-Met, OIIMCAHHOC B JaHHOM

JOKyMEHTE.
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«Anrtuupnorunudeckoe» (Id) anTuTEeNno mnpexacraBisier coOOW AHTHTENO, KOTOPOE
pacrio3HaeT  yHMKalbHble  J€TePMHMHAHTBI,  KaKk  IPaBWJIO,  aCCOLMUPOBAaHHbIE C
AHTUTEHCBSA3BIBAKOIINM caiiToM aHTHTena. B kadecrBe ncrounnka MAT mporus c-Met ¢ MAT,
Id-aaTHTENnO MOXKET OBITH MOJYYEHO HMMMYHH3ALMEH JKMBOTHOIO TOTO K€ CaMOro BUAA U
TEHETHYECKOr0 THUMA, Ui KOTOPOro MOJydeHo aHTtureno mnportus Id. MMmyHu3npoBaHHOE
JKUBOTHOE, Kak TIpaBWUJO, pAaclo3HAaeT U OTBeYaeT Ha MJIUOTUIMYECKHE AEeTePMUHAHTbI
UMMYHU3UPOBAaHHOTO  AHTHUTENa  BBIPAOOTKOH  aHTUTENa K 3TUM  HAUOTHUIIHYECKUM
nerepMuHaHTaM (aHTUTENO npoTus 1d).

AnTrrena nporus Id Takke MOryT OBITH MCMIOB30BAHBI B KAYECTBE «UMMYHOTEHA» IS
UHAYKLIMM UMMYHHOIO OTBETa B JPYrOM >XKMBOTHOM, MPONYLMPYsl Tak Ha3bIBAEMOE AHTUTEJO
npotus aHTutena nporus Id. AHTuTENno mpoTuB aHTHTENa NMPOTHB Id MOXKET OBITH SMUTOMHO
UICHTUYHBIM ucxomHoMy MAT, xoropoe mHaynupyer antureno npotuB Id. Takum obpasom,
IpU  UCHOJB30BAHUM AHTUTEN K WAUOTUNMYECKUM jaerepmuHaHtam MAT, MOXHO
UICHTU(UIMPOBATE IPYTHUe KIOHBL, SKCIPECCUPYIOIINE AaHTUTENA HASHTHIHON CIelU(pHUIHOCTH.

Hacrosimee wm300peTeHne  MOMONHUTENBHO  MPOWJUIOCTPUPOBAHO  CIEAYIOLTUMHU
IpUMepaMu, KOTOpPbIE He JOJKHBI TOJKOBATHCS KaK OrpaHUUYHBAIOLIHE.

IIpumeps!

IIpumep 1. KoncTpykThl, 3xcnpeccupyromue c-Met

Ilony4yanu oONTUMM3UPOBAHHBIE IO KOJOHAM KOHCTPYKTBI AJisd JKcrpeccuu c-Met,
BHekJeTouHoro nomeHa (ECD) (ak 1-932 u C-xonuesas merka His6 mnn nomen SEMA u3 c-Met
(ax 1-567 u C-xonuesas merka His9) B kmerkax HEK um CHO. benku, konupyembie 3TUMU
KOHCTPYKTaMH HJEHTHYHBI yueTHoH 3amucu Genbank NM 000245 nns c-Met. KoHCTpYKTHI,
cCofepXaT MOAXOAsIIME CalThl pPEeCTPUKLUMH JJd  KJIOHHPOBAaHMA U  ONTHUMAJIbHYIO
nocienosarenbHocTh Kozak (Kozak et al. (1999) Gene 234: 187-208). KoHCTpyKTHI
KJIOHUPOBAJIM B BEKTOp st skcrpeccun B Miekonuraromux pEE13.4 (Lonza Biologies)
(Bebbington (1992) Biotechnology (NY) 10:169-175), ¢ mnonyuennem pEE13.4cMet,
pEE13.4cMetECDHis u pEE13.4cMetSEMA-567His8.

IIpumep 2. Ixkcnpeccupyromue KOHCTPYKTHI Ajds SDSvl, SDS u G11-HZ

[Tonyyanu onTUMU3UPOBAHHBIE 10 KOAOHAM KOHCTPYKTHI 1t sKcnpeccun Tsokenon (HC)
u nerkoii uenert (LC) anruren IgG1 SD5vI, 5DS u GlI-HZ B knerkax HEK. benku, kogupyembie
5TUMH  KOHCTPYKTaMH, UAEHTHYHbl TeM, urto omucadbl B Ilat. CIHIA 6468529
(mocnenoBaTenbHOCTH 3 W 4) ISl TsokeJod W yerkou wered SDSvl, WO 2006/015371 A2
(purypa 13) s Tsoxenoit u aerkoit nenert SDS, u WO 2009/007427 A2 (mocnenoBaTenbHOCTD
ObLIa BBIIENIEHA U3 MHOXKeCTBA (DUryp) st Tspkenou u jerkoi uerned 224G11. 224G11 Takke

HasbIBaeTCs B JaHHOM qokymenTe G11-HZ.
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IIpumep 3. Bpemennas s3xcnpeccust B kaerkax HEK-293F

Knerku Freestyle™ 293-F (cyOknon HEK-293 agantupoBaH aiisi CyCIEH3HOHHOTO POCTa
u xummuuecku 3amaHHoi cpenbl «Freestyle» (HEK-293F)) Obumn monmydens! u3 «Invitrogen» u
TpaHcdeupoBaHbl cooTBeTCTRYOIIEH masmuaHon JIHK, ¢ momomisto «293fectiny (Invitrogen),
COTJIACHO MHCTPYKLHSIM MPOU3BOAMTENSI. DKCIPECCHIO c-Met MpoBepsii ¢ MOMOIIBI0 aHAIN32
FACS, «xakx onucano Hmwke. B ciydae »skcmpeccMu aHTHUTENa, COOTBETCTBYIOIIHE
SKCIPECCUPYIOIINE BEKTOPDI IS TSKEJION U JIEFKOW Lienel KO3KCITPECCUPOBAJIH.

IIpumep 4. Bpemennas 3xcnpeccus B kiaerkax CHO

pEE13.4cMet BpemeHHO TpaHCcdenupoBain B KierouHyro jguHHi0 Freestyle™ CHO-S
(Invitrogen) ¢ momorubto peaktuBa st TpaHchekunn «Freestyle MAX transfection reagent»
(Invitrogen). Dkcnpeccuto c-Met nposepsiin anann3oM FACS, xak onucaso HIXKe.

Hpumep 5. KinoHupoBaHHe M 3KCIpeccHsi MOHOBAJEHTHBIX AHTHTEI (MOJEKYJI
UniBody®)

JUisl 3KCTIpecCMd MOHOBAJIEHTHBIX aHTHUTEN B KJIETKAX MIIEKOMUTAIOIIUX KOHCTAHTHYIO
obmacte HC w3 IgG4, yrparuBmyro obnacte mapaupa (Ch) (amunokuciorer E99-P110) u
comepxkamyro 2 wmytaruu F405T u Y407E B obmactu CH3, cuHTe3upoBajul B BHIE
ONTUMHU3UPOBAHHOTO TIO KOAOHAM KOHCTPYKTa B SKCIPECCUPYIOLIEM B MIIEKOMHUTAIOLINX
BekTope pcDNA3.3 (Invitrogen) n Hazeamu pUniTE. Ilyrem BCTaBKM ONTUMH3MPOBAHHOH IO
KOZIOHAM KOHCTaHTHOH obOyactu B 00JacTh 4eNoBeYeCKOW Jierkoil memu kamma B pcDNA3.3
CKOHCTPYHUPOBAJIN OTAEIbHBINA BEKTOP.

Penesanturie obnmactu VH u VL BcraBunmm coorBerctBeHHO B pUniTE m pKappa ¢
MOJIYYEHUEM BEKTOPOB JUISL SKCIIPECCHUU TSDKEJIOW W JIETKOW Lemned crenu(puyecknx aHTHTEN.
KorpaHchekuns BEKTOPOB C TSDKENONW U JIETKOW HEMsAMU CHeln(pUIecKOro aHTUTeNa B KJIETKax
HEK-293F (Invitrogen), mpuBOmMiIa K BPEMEHHOH BBIPAOOTKE MOHOBAJEHTHBIX AHTUTEN C
UCKOMBIMH crieupuaHOCTAMU. OUUCTKY aHTUTEN OCYIIECTBIBLIN C ToMobio adduHHON
KOJIOHOYHOH Xpomarorpaduu ¢ mpoTernHoM A (Kak onucaso B npumepe 11).

IIpumep 6. Ouncrka His-meuennoro c-Met

cMetECDHis u cMetSEMAHis skcnpeccuposanu B kinerkax HEK-293F. Merka His B
cMetECDHis u cMetSEMAHis no3BosisieT ouninateh ux ¢ noMoursio apdunanoi xpomarorpadpuu
¢ UMMOOWJIN30BaHHBIM MeTauioM. B  3tomM cmocobe, xenmartop, 3adUKCHUPOBAHHBIA B
xpomatorpadudeckoii cmone, HamomHeH Co’'. HamocamodHble IKHAKOCTH, COAEPIKALIHE
cMetECDHis u cMetSEMAHis, nHKyOMpOBaiy CO CMOJIOH B MEPUOTUYECKOM PEKHME (T.€. B
pactBope). Meuennslii His 6e0oKk CHIBHO CBS3BIBAETCS C TPaHYJIaMU CMOJIBI, TOT/IA KaK APYyrHe
Oenky, TPUCYTCTBYIOIIHME B KYJIbTYPYPAJbHOH HANOCAJOYHOW IKHUIKOCTH, CBSI3BIBAIOTCS HE

cunbHO. Tlociae nHkyOanmy rpaHysibl U3BJCKATH W3 HAAOCATOYHOW KUAKOCTH W TIOMEIIad B
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KOJIOHKY. KOJIOHKY mpombiBaim anst yaajdeHus ciabo CBS3aHHBIX O€NKOB. 3aTeM 3JIFOHPOBAIU
cunbHO cBsizanHble Oenku cMetECDHis u cMetSEMAHis Oydepom, comepskaimum UMUAA30I,
KOTOpBI KOHKypupyer ¢ His 3a cesseanme ¢ Co’ . DIIIOSHT ymamsin u3 Gelka 3aMeHoOi
Oydepa Ha obecconnBaroIell KOJIOHKE.

IIpumep 7. Ilpoueaypa HMMYHH3ALHH TPAHCTE€HHBIX MBILIEH

AnTurena 005, 006, 007, 008, 011, 012, 016, 017, 022, 024, 025, 028, 031, 035, 039,
040, 045, 093, 095, 096, 101 u 104 BblAEHsAAM U3 CICAYIOLIUX WMMYHHM3ALUN. OAHY MBILIb
HCo020 (1 camka, mramm GG2713), onny meimubs HCol7 (camka, mramm GG2714) u aBe MbIim
HCol2-Balb/C (2 camku, mramm GG2811) (Medarex, Can-Xoce, Kamudopuus, CIIA; nns
CCBUIKM CM. BbIme maparpadp o wMbeimax HuMab, WO02009097006 u US2005191293)
HMMYHHU3HUPOBANIA KAKIble IBE HEOeNN MO O4Yepenu 5x10° onyxoneBbix kierok NCI-H441
BHyTpHOprommHHO (B.0.) m moxpkoxHo (m.k.) 20 mkr Oenka cMetECDHis, cBsizaHHOTO €
ranteHoM remourannaa JuMebl yautku (KLH).

Antrurena 058, 061, 062, 063, 064, 065, 066, 068, 069, 078, 082, 084, 087, 089, 098 u
181 Bemessiin u3 cnenyromux ummyHusanuit: ase Mo HCo20 (1 camen u 1 camka, mramMm
GG2713), ogny wmemmbe HCol2-Balb/C (1 camen, mramm GG2811) (Medarex, Can-Xoce,
Kamudopaus, CIIIA; nnst cebutiku cM. Bbitne ad3an o Mbimax HuMab) uMMyHH3UpOBaIH Kaskabie
nBe Hemenu no ogepemu 5x10° knerok CHO-K 1SV, BpemenHo Tpanchemuposanuex ¢cMetECD,
BHyTpHOprommHHO (B.0.) m moxpkoxHo (m.k.) 20 mkr Oenka cMetECDHis, cBsizaHHOTO €
ranteHoM remounannaa JuMesl yautku (KLH).

OcymecTBisIn MAKCUMYM BOCEMb UMMYHU3AIMHA HAa MbIIIb, YeThIpe B.O. U YETHIpE LK.
UMMYHHU3aLH B Kpecrel. [lepByr0 MMMYHHM3aLMIO MPOBOAMIIN C MOMOIIBIO KJIETOK B TIOJHOM
anvtoBanTe Dpeiinga (CFA; Difco Laboratories, lerpoiit, Muuuran, CIIA). [Ins Bcex
OCTaJIbHBIX MMMYHH3AIUH, KjieTkn uHbenupoBanu B.0. B PBS, a cMetECD, coenunHeHHBIH C
KLH, wabenMpoBanu MK. C HUCIOJb30BaHWEM HemoiHOro anbioBanta @peitnma (IFA; Difco
Laboratories, Jlerpoiit, Muuuran, CIIIA). O0benuHsIN MBIIIEH, MO MEHbIIEH Mepe, ¢ JABYMs
NOCJIEIOBATENIbHBIMA THTPaMu c-Met-crienndudnoro anrurena, paBHbiMH 200 (pa3BeneHue
ceiBOpoTkH 200/1) win BbIIE, ONMpPENENIEHHBIX B aHAJIN3€ aHTHICH-CIENH(PUIHOrO CKPUHUHTA
FMAT, kak onucaHo B ipumepe 8.

IIpumep 8. AHAIN3 TOMOTeHHbIM AHTUreHCNeH(PUYHBIM CKPHHHHIOM

Hannume antuTen npotuB c-Met B CHIBOPOTKE MMMYHU3UPOBAHHBIX MBIIEH WIH B
ruopunomax «HuMaby (denoBeueckre MOHOKJIOHAJIbHbIE AHTHTENA) WJIM B HAAOCAIOYHOU
KUIKOCTH KYJIBTYPBI TpaHC(HEKTOM, OTIpENEIISITH B aHam3e TOMOT€HHBIM
AHTUIeHCTIEHU(PUYHBIM CKPUHUHTOM  (YETBEPTBHI KBAagPAaHT) C IIOMOINBI0 TEXHOJIOTUH

«Fluorometric Micro volume Assay Technology» (FMAT, Applied Biosystems, @ocrep-Cutn,
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Kanmugopuus, CLIA). I 3TOro UCoib30BaId KOMOWHAIMIO 3 aHAJIM30B Ha OCHOBE KJIETOK H
OJJHOTO aHaJU3a Ha OCHOBE IpaHyl. B aHanu3ax Ha OCHOBE KJIETOK, ONpPENeNsu CBA3bIBAHHUE C
TH1016-cMet (knerku HEK-293F BpeMeHHO 3KCIpeCCHpPYIOIMUE BHEKJIETOUHBIH JOMEH
peuenTopa c-Met; mony4eHHble kak ornucaHo Boime) u ¢ HT29 (kotopsle sxcnpeccupyrot c-Met
Ha KJIETOYHOH TOBEPXHOCTH), a Takxke ¢ kierkamu HEK293 nmkoro tuma (oTpHLATENbHBINR
KOHTPOJIb KOTOpPBIII He skcmpeccupyer c-Met). [l aHamm3a Ha OCHOBE IpaHyJl, ONpERessuIn
cesazbBaane ¢ SB1016-cMet (cMetECDHis, mony4eHHbI NpH BPEeMEHHOW JKCIPECCHUH B
knerkax HEK-293F, kak onmcaHo Bble, OMOTHHWIMPOBAHHBIA M CIAPEHHBIH C TOKPBITBIMU
cTpenTaBHIUHOM rpanyiamu). OOpa3ubl 70OABISAIN K KIeTKaM/TpaHyJaM JJisl CBSI3bIBAHUS C C-
Met. 3atem ces3piBanue «HuMaby» perexTupoBanu ¢ moMompro (IyopeclieHTHOrO KOHBIOraTa
(xo3pn anTHTeNna nporuB uenoBeueckux IgG-CyS; Jackson ImmunoResearch). Xumepnoe
antureno cnerupuyroe k c-Met SD5vl (monyuennoe B kierkax HEK-293F) ncnons3oBanu B
Ka4ecTBe TNOJOXHUTEIBHOIO KOHTPOJS, a CMELIaHHyo cbiBopoTky HuMab u HuMab-KLH
UCTIOJNB30BAJIM B KA4eCTBE OTPULATEIBHBIX KOHTpoJe. OOpasubl CKaHUPOBAJIHM C MOMOIIBIO
cucrembl aerekunn «Applied Biosystems 8200 Cellular Detection System» (8200 CDS) u
3HAYEHHs] 'UMIYJIbChl X (DIFOOPECLIEHINS! HCIONb30BAJIM B KAueCTBE BBIBOJUMBIX IaHHBIX.
OO0pa3ipl yCTAaHOBUJIM KaK TIOJIOKUTENbHBIE, KOTAA HMIYJbChbl ObLTH BhIie, dYeM 50, a
'UMIyJIbChI X (hIIFOOpecueHus’ ObUIM, MO MEHbLIEH Mepe, B TPH pasa BbIIE, YEM B CiIydae
orpunarenbHoro kouTposst HuMab-KLH.

IIpumep 9. lonyuenne ru6pugomer «HuMab»

Mpbmneit «HuMab» ¢ ngocTaTodHbIM —pa3BUTHEM AHTHICH-CIIELU(PHYHOIO THUTpA
(ompeneneHHOro BbIIIE) YMEPIUBISUIA M COOMpanu cele3eHKy u JuMGoy3ibl, (GraHKupyromue
abIOMHUHANBHYIO aOpTy W monyro BeHy. CIHsHHME CIUICHOLMTOB M KJIETOK JINM(OY3JIOB C
KJIETOUHOM JINHUEHN MBIIIMHON MUEJIOMBbI OCYIECTBIISUIN 3JIEKPOCIUSIHUEM C IIOMOILIBIO CUCTEMBI
«CEEF 50 Electrofusion System» (Cyto Pulse Sciences, I'men-bypan, Mepunenn, CIIA),
MPEUMYIIECTBEHHO COMIaCHO HMHCTPYKLUSAM u3rotoButens. Ilmanmersl and  causHus
CKPUHHUPOBAJIH C TIOMOLIBIO aHTUT'€H-CIIEM(UIHBIX aHAIU30B CBSA3BIBAHHS, KaK OIMHMCAHO BBILIE,
a KJEeTKH, [OJIOKUTEIbHbIE IO 3TOMy aHanu3y, TecTupoBaom B aHanmuse ERK-
dbochopunmposanusi «Alphascreen® SureFire®», u B anamuse onenku apdunHoctu «Octety,
kak onucaHo Huwke. Anrtutena 031, 035, 087 u 089 HapamuBanu MU KyJbTUBHPOBAIU IO
CTaHIAPTHBIM MPOTOKoJaM (Hampumep, kak ommcaHo B Coligan J.E., Bierer, B.E., Margulies,
D H,, Shevach, EM. and Strober, W, eds. Current Protocols in Immunology, John Wiley &
Sons, Inc., 2006).

[Tapannensno xknoHuposanu anturena 005, 006, 007, 008, 011, 012, 016, 017, 022, 024,
025, 028, 035, 039, 040, 045, 058, 061, 062, 063, 064, 065, 066, 068, 069, 078, 082, 084, 093,
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095, 096, 098, 101, 104 u 181 ¢ ucnonb3oBanueM cucreMbl «ClonePix» (Genetix, ['smmmup,
BenmukoOpuranus). Crenuduueckue NepBUYHBIE JIYHOYHbIE THOPUIOMBI BBICEBAM Ha
MONY>KUAKYED cpeny, mnpuroroBienHyro u3 40% «CloneMediay (Genetix, ['smmmup,
Benmukobpuranus) n 60% mnonxoi cpenst HyQ 2x (Hyclone, Yonrem, CIIIA), 1 BbIKagbIBaIH
npubmmsutenbHo 100 cyOkIIOHOB Kakaod mepBHUHON JyHKH. CyOKJIOHBI TECTUPOBAJIH B
AHTUTeHCTIEN(PIYHOM aHAIN3€ CBSI3bIBAHUS, KaK OMHCAHO paHee, a ypoBeHb IgG m3mepsun ¢
ucnonb3oBanueM «Octety ¢ nenpo otdopa Haubosee crenn(PUIHOrO U MPOAYKTHBHOTO KJIOHA
U3 TEpPBUYHOW JYHKHM Ui TOCJeAyrommero HapamuBaausa. Crepyroolnee HapaliuBaHUuE U
KyJIbTUBUPOBAHUE TIOJYYEHHBIX B pe3yiaprare TuOpugom «HuMaby mnpoBommmm 1o
CTaHIAPTHBIM MPOTOKoJaM (Hampumep, kak ommcaHo B Coligan J.E., Bierer, B.E., Margulies,
D H,, Shevach, EM. and Strober, W, eds. Current Protocols in Immunology, John Wiley &
Sons, Inc., 2006).

IIpumep 10. Macc-cneKTpOMETPHS OYHIEHHBIX AHTHTE

Manyro anuksoTy 0,8 MJT aHTUTENA, COAEPIKAIIEr0 HAAOCATOYHYIO KUAKOCTh THOPUIOM
u3 0-nyHouHo#l cramuu wimm craguu «Hyperflask» ounmmanu ¢ momompto konoHok «PhyTipy,
conepskamux cmony ¢ mporeuHoM G (PhyNexus Inc., Can-Xoce, CIIIA) Ha paboueli craHUIUU
«Sciclone ALH 3000» (Caliper Lifesciences, Xonkunron, CIIIA) Kononku «PhyTip»
UCTIOJIb30BAJIM COTJIACHO MHCTPYKIUSIM MPOU3BOAUTENS, HO Oydeps! 3ameHmn Ha: bydep ms
Ces3eiBanust PBS (B. Braun, Medical B.V., Occ, Hunepnanner) u bydep mist smounu 0.1M
I'mumus-HCL pH 2,7 (Fluka Riedel-de Haen, Bbykc, I'epmanust). mocne oducTku oOpasiibl
HerrpanuzoBanu 2 M 2M Tris-HCI pH 9,0 (Sigma-Aldrich, 3etingpext, Hunepnannsr). B naom
cilydyae B HEKOTOPBIX Cly4asx Ooiblre OObeMbl KYJbTYPaJbHOW HAaTOCAAOYHOH SKUAKOCTH
OYHINAJIH C TTOMOLIBIO a(PUHHON KOJIOHOUHOM XpoMaTorpadpuu ¢ MPOTEHHOM A.

ITocne ouncTku 0Opasubl moMecTwy B 384-nyHouHsli manmer (Waters, ranmrer ¢ 100
MKJI KBaZpaTHBIMH JIyHKamH, part® 18600263 1). OOpa3iibl NeraTuKO3MINPOBAIN B TEUEHHE HOYU
npu 37°C ¢ momompro N-ramkoszunasel F. JloGasmsamn DTT (15 mr/mi) (1 Mxa/nyHKY) U
uHKyOupoBanu B TeueHue 1 gaca npu 37°C. Obpasie (5 mmm 6 M) obecconmuBany Ha « Acquity
UPLC™) (Waters, Mundopa, CIITA) ¢ nomorbto kojjonku a BEH300 C18, 1.7ur, 2.1x 50 mm
npu 60°C. Bogy MQ wu ameronutpun kareropuun LC-MS (Biosolve, cat no 01204101,
Bankencraapa, Hunepnauasr), o6a ¢ 0,1% mypasbunoii kucnoroii (Fluka, cat no 56302, bykc,
I'epmanwmst), UCONB30BAIM B KadecTBe DmoeHTOB A u B, cooTBercTBEHHO. Macc-CriekTpsl C
BPEMSIIPOJIETHON HMOHM3aLMEH JJIEKTPOPACHBUICHHEM 3alUCBIBAIM B PEXKHUME PEaJTbHOTO
BpeMeHH Ha  Macc-criektpomerpe  «micrOTOF™y  (Bruker, bpemen, I'epmanmus),
(YHKIMOHHPYIOLIEM B PEKUME IOJIOKUTENbHBIX HOHOB. Jlo anammza mkamy 900-3000 m/z

kamuOpoBanu ¢ momorneio cmecu st Hacrporiku «ES» (Agilent Technologies, Canra-Kiapa,
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CIIIA). Macc-criekTpsl MOABEPraid JeKOHBOJIIOIHMU C IMOMOIIBIO MPOTPAMMHOTI0 00ecreueHust
«DataAnalysis™ software v. 3.4» (Bruker) mpm ucnonp30BaHHM anropuTMa MaKCHMAJbHOU
SHTPOIUU AJIA MOUCKA MOJIEKYJIIPHBIX Macc Mexay S5 u 80 k/la.

ITocne neKOHBOJIOLIMH MOJYYEHHBIE MACChI TSDKENIOH M JIETKOH Lieneil 11 Bcex 00pa31oB
CPaBHUBAJIU Js1 OOHApYKEHUS NyONMPYIOLINX aHTUTeNl. B cpaBHEHHH TsKeNbIX merneidl Obuio
NPUHATO BO BHHUMAaHHE BO3MOJKHOE MPHUCYTCTBHE BapHaHTOB ¢ C-KOHLEBBIM JM3HMHOM. Bbul
MOJIYYEH CITMCOK YHHUKAJIbHBIX aHTHUTEN, B KOTOPOM YHUKAJbHBIE ONMpPEIENIeHbl KaK YHUKAJIbHAs
KOMOWHAIMS TSDKENONW M JIeTKod 1nenei. B ciydae ecnm AyOnwpoBaHHBIE aHTUTENA OBLTH
HAWMEHbl, Pe3ylbTaTbl M3 IPYTrUX TECTOB HCIIOJB30BAIN JUIA PELICHUS, KAaKoe W3 aHTUTEN
SIBJIIETCSI JTYYIIUM MaTEPUAJIOM JUISI TPOAOIDKEHHS SKCIIEPUMEHTOB.

Hpumep 11. AHAIM3 H KJIOHHPOBAHHE B 3SKCIPECCHPYIOLIHE BEKTOPbI
MOCJIeA0BATEIbHOCTEl BapHadebHbIX 1IOMEHOB AHTHTEA NMpoTHB c-Met

O6myro PHK HuMab nporus c-Met momyuamu m3 5x10° kimerox rubpumomer, a 5'-
RACE-kommemenrapayro JAHK (k/IHK) monyuanu n3 100 ar o6meii PHK, ¢ momormbto Habopa
«SMART RACE cDNA Amplification kit» (Clontech), cornmacHo HHCTPYKIIUSIM IPOU3BOAHUTEIIS.
Koanpyromue obmactn VH (BapuabenpHas obmacte Tspkenol uenm) u VL (BapuabenmbHast
oOxacte erkoit uenu) armuduuuposanu [P u B pamke cUUTHIBAHUS KIIOHUPOBAIH B BEKTOPHI
¢ KOHcTaHTHOH obnacteio pGlf (comepkamuii ONTUMHU3UPOBAHHYIO 1O KOAOHAM, IMOJHOCTHIO
CHHTETHYECKYI0, KOHCTAHTHYIO o0OyacTh Tspkenod uenu venoseueckoro IgGl (amnorun f) B
sKcmpeccupyromeM B miekonuTapommx  Bektope pEE6.4  (Lonza Biologies, Cnay,
BenukoOpuranus (Bebbington et al. (1992) Biotechnology 10:169-175)) u pKappa
(comepskamuii ONTUMH3HPOBAHHYIO MO KOIOHAM, IOJIHOCTBEO CHHTETHYECKYHO, KOHCTAHTHYIO
oOyacTe denmoBeueckod Jerkodl wenm kamma (ayotun Km3) B skcnpeccupyromem B
muekonuraromux Bekrope pEE12.4 (Lonza Biologies, Cnoy, Bexnkobpuranus (Bebbington et
al. (1992) Biotechnology 10:169-175)) ¢ moMompr0 HE3aBUCUMON OT JIMTHPOBAHUS CTPATETHU
kionupoBanus (Aslanidis et al. Nucleic Acids Res. 18:6069-6074). J{ns kaxmoro HuMab 12
kJIOHOB VL n 8 kj1oHOB VH cekBeHUpOBaNIM M HUX TEOPETUYECKHUE MACChl PACCUUTHIBAIU U
CPaBHHUBAIM C JOCTYHHBIMH MAacC-CIIEKTPOMETPHUUYECKUMH  TaHHBIMH [0  aHTHUTEJaM.
[TocnenoBaTenbHOCTH NaHBI B TEPEYHE IOCIEAOBATENbHOCTEH W B Tabnume 1 B JaHHOM
nokymente Hioke. [TocnenosarensHoctu CDR onpenensiin cormacuo Kabat et al., Sequences of
Proteins of Immunological Interest, Sth Ed. Public Health Service, National Institutes of Health,
Bethesda, MD. (1991). B Tabnuuax 2 u 3 maH o030p MH(POPMALUK O MOCIEAOBATENBHOCTSIX

AHTHUTEN U OOJIBIIUHCTBE TOMOJIOMMYHBIX 3apOAbIICBbIX HOCJ'IGI[OBaTeJ'IbHOCTeI\/'I.
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BapuadespHO obnactu nerkoi uenu (VL) u mocnenosarensHocti CDR 3 HuMab

SEQ ID No: 1 VH 005 QVQLVQSGAEVKKPGSSVKVSCKASGGTFS
SYGFGWVRQAPGQGLEWMGRISPILGIANY
AQMFQGRVTITADKSTSTAYMELSSLRSED
TAVYYCARDVGYDWPDTFDIWGQGTMVIV
SS

SEQ ID No: 2 VH 005, CDR1  |SYGFG

SEQ ID No: 3 VH 005, CDR2  |RISPILGIANYAQMFQG

SEQ ID No: 4 VH 005, CDR3 |DVGYDWPDTFDI

SEQ ID No: 5 VL 005 DIQMTQSPSSLSASVGDRVTITCRASQGISS
WLAWYQQKPEKAPKSLIYAASSLQSGVPSR
FSGGGSGTDFTLTISSLQPEDFATYYCQQYN
SFPPTFGQGTKVEIK

SEQ ID No: 6 VL 005, CDR1  |RASQGISSWLA

SEQ ID No: 7 VL 005, CDR2  |AASSLQS

SEQ ID No: 8 VL 005, CDR3  |QQYNSFPPT

SEQ ID No: 9 VH 006 QVQLVQSGAEVKKPGSSVKVSCKASGGTFS
SFGIGWVRQAPGQGLEWMGRIFPILGTANY
AQMFQGRVTITADKSTSTAYMELTSLRSED
TAVYYCARDVGYDSADAFDIWGQGTMVTV
SS

SEQ ID No: 10 VH 006, CDR1  |SFGIG

SEQ ID No: 11 VH 006, CDR2  |RIFPILGTANYAQMFQG

SEQ ID No: 12 VH 006, CDR3 |DVGYDSADAFDI

SEQ ID No: 13 VL 006 DIQMTQSPSSLSASVGDRVTITCRASQGISS
WLAWYQQKPEKAPKSLIYAASSLQSGVPSR
FSGSGSGTDFTLTISSLQPEDFATYYCQQYN
SYPPTFGQGTKVEIK

SEQ ID No: 14 VL 006, CDR1  |RASQGISSWLA

SEQ ID No: 15 VL 006, CDR2  |AASSLQS

SEQ ID No: 16 VL 006, CDR3 |QQYNSYPPT

SEQ ID No: 17 VH 008 EVQLVQSGAEVKKPGESLKISCKGSGYSFTS
YWIGWVRQMPGKGLEWMGITYPGDSETRY
SPSFQGQVTISADKSISTAYLQWSSLKASDT
AMYYCARQEITGEFDYW GQGTLVTVSS

SEQ ID No: 18 VH 005, CDR1  |SYWIG

SEQ ID No: 19 VH 008, CDR2  |IIYPGDSETRYSPSFQG

SEQ ID No: 20 VH 008, CDR3  |QEITGEFDY

SEQ ID No: 21 VL 008 AIQLTQSPSSLSASVGDRVTITCRASQGISSA
LAWYQQKPGKAPKLLIYDASSLESGVPSRFS
GSGSGTDFTLTISSLQPEDFATYYCQQFNSY
PRTFGQGTKVEIK

SEQ ID No: 22 VL 008, CDR1  |RASQGISSALA

SEQ ID No: 23 VL 008, CDR2 |DASSLES

SEQ ID No: 24 VL 008, CDR3 |QQFNSYPRT
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SEQ ID No: 25 VH 022 QVQLVESGGGVVQPGRSLRLSCAASGFTFS
SYAMHW VRQAPGKGLEWVAVISYDGSNK
YYADSVKGRFTISRDNSKNTLYLQMNSLRA
EDTAVYYCARELLWFGELW
GYFDLWGRGTLVTVSS

SEQ ID No: 26 VH 022, CDRI |SYAMH

SEQ ID No: 27 VH 022, CDR2 |VISYDGSNKYYADSVKG

SEQ ID No: 28 VH 022, CDR3 |ELLWFGELWGYFDL

SEQ ID No: 29 VL 022 DIQMTQSPSSVSASVGDRVTITCRASQGISS
WLAWYQHKPGKAPKLLIY AASSLQSGVPSR
FSGSGSGTDFTLTISSLQPEDFATYYCQEASS
FTWTFGQGTKVEIK

SEQ ID No: 30 VL 022, CDR1 |RASQGISSWLA

SEQ ID No: 31 VL 022, CDR2  |AASSLQS

SEQ ID No: 32 VL 022, CDR3 |QEASSFTWT

SEQ ID No: 33 VH 024 EVQLLESGGGLVQPGGSLRLSCVASGFTFSS
YAMSWVRQAPGKGLEWVSAISGSSGGSTY
YVDSVKGRFTISRANSKNTLYLQMNSLRAE
DTAVYYCAKDLDRGWMG
YFGYWGQGTLVTVSS

SEQ ID No: 34 VH 024, CDR1  |SYAMS

SEQ ID No: 35 VH 024, CDR2 |AISGSSGGSTYYVDSVKG

SEQ ID No: 36 VH 024, CDR3 |DLDRGWMGYFGY

SEQ ID No: 28 VL 024 DIQMTQSPSSVSASVGDRVTITCRASQGISS
WLAWYQHKPGKAPKLLIY AASSLQSGVPSR
FSGSGSGTDFTLTISSLQPEDFATYYCQQAN
SFPTFGQGTRLEIK

SEQ ID No: 38 VL 024, CDR1  |RASQGISSWLA

SEQ ID No: 39 VL 024, CDR2  |AASSLQS

SEQ ID No: 40 VL 024, CDR3  |QQANSFPT

SEQ ID No: 41 VH 035 EVQLVQSGAEVKKPGESLKISCKGSGYSFTS
YWIGWVRQMPGKGLEWMGITYPGDSDTRY
SPSFQGQVTISADKSISTAYLQWNSLKASDT
AMYYCARQEITGEFDYW GQGTLVTVSS

SEQ ID No: 42 VH 035, CDR1  |SYWIG

SEQ ID No: 43 VH 035, CDR2  |IIYPGDSDTRYSPSFQG

SEQ ID No: 44 VH 035, CDR3  |QEITGEFDY

SEQ ID No: 45 VL 035 AIQLTQSPSSLSASVGDRVTITCRASQGISSA
LAWYQQKPGKAPKLLIYDASSLESGVPSRFS
GSGSGTDFTLTISSLQPEDFATYYCQQFNSY
PMYTFGQGTKLEIK

SEQ ID No: 46 VL 035, CDR1  |RASQGISSALA

SEQ ID No: 47 VL 035, CDR2 |DASSLES

SEQ ID No: 48 VL 035, CDR3  |QQFNSYPMYT

SEQ ID No: 49 VH 045 EVQLLESGGGLVQPGGSLRLSCAASGFTFSS
YAMSWVRQAPGKGLEWVSVISGSGGITYY
ADSVKGRFTISRDNSKNTLYLQMNSLRAED
TAVYYCARDRGWGSDYW GQGTLVTVSS

SEQ ID No: 50 VH 045, CDR1  |SYAMS

SEQ ID No: 51 VH 045, CDR2  |VISGSGGITYYADSVKG

SEQ ID No: 52 VH 045, CDR3 |DRGWGSDY
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SEQ ID No: 53 VL 045 EIVLTQSPATLSLSPGERATLSCRASQSVSSY
LAWYQQKPGQAPRLLIYDASNRATGIPARF
SGSGSGTDFTLTISSLEPEDFAVYYCQQRSN
WPFTFGPGTKVDIK

SEQ ID No: 54 VL 045, CDR1 |RASQSVSSYLA

SEQ ID No: 55 VL 045, CDR2 |[DASNRAT

SEQ ID No: 56 VL 045, CDR3  |QQRSNWPFT

SEQ ID No: 57 VH 058 EVQLVESGGGLVKPGGSLKLSCAASGFTFS
DYYMYWVRQTPEKRLEWVATISDDGSYTY
YPDSVKGRFTISRDNAKNNLYLQMSSLKSE
DTAMYYCAREGLYYYGSGSYYNQDYWGQ
GTLVTVSS

SEQ ID No: 58 VH 058, CDR1 |[DYYMY

SEQ ID No: 59 VH 058, CDR2 |TISDDGSYTYYPDSVKG

SEQ ID No: 60 VH 058, CDR3 |[EGLYYYGSGSYYNQDY

SEQ ID No: 61 VL 058 AIQLTQSPSSLSASVGDRVTITCRASQGLSSA
LAWYRQKPGKAPKLLIYDASSLESGVPSRFS
GSGSGTDFTLTISSLQPEDFATYYCQQFTSYP
QITFGQGTRLEIK

SEQ ID No: 28 VL 058, CDR1 |RASQGLSSALA

SEQ ID No: 63 VL 058, CDR2 |DASSLES

SEQ ID No: 64 VL 058, CDR3  |QQFTSYPQIT

SEQ ID No: 65 VH 061 QLQLQESGSGLVKPSQTLSLTCAVSGGSISS
GGHSWSWIRQPPGKGLEWIGXI1IYHSGNTY
DNPSLKSRVTIAVDRSKNQLSLKLSFLTAAD
TAVYYCARSSYDFLTDWG QGTLVTVSS,
rne X1 sBasercs 000N  aMUHOKHMCIIOTOM,
npeanoututenbHo C, S, Y unu A

SEQ ID No: 66 VH 061, CDR1 |SGGHSWS

SEQ ID No: 67 VH 061, CDR2 | XIIYHSGNTYDNPSLKS, rme X1 sBasercs
000N aMUHOKHUCIIOTOH, mpennoututenbio C, S,
Y wim A

SEQ ID No: 68 VH 061, CDR3 |SSYDFLTD

SEQ ID No: 69 VL 061 DIQMTQSPSSVSASVGDRVTITCRASQGISS
WLAWYQHKPGKAPKLLIYAASSLQSGVPSR
FSGSGSGTDFTLTISSLQPEDFATYYCQQAN
GFPITFGQGTRLEIK

SEQ ID No: 70 VL 061, CDR1 |RASQGISSWLA

SEQ ID No: 71 VL 061, CDR2 |AASSLQS

SEQ ID No: 72 VL 061, CDR3  |QQANGEFPIT

SEQ ID No: 73 VH 062 QLQLQESGSGLVKPSQTLSLTCAVSGGSISS
GGHSWSWIRQPPGKGLEWIGXI1IYHSGNTY
DNPSLKSRVTIAVDRSKNQLSLKLSFVTAAD
TAVYYCARSSYDILTDWGQGTLVTVSS, rne
X1 SIBIISIETCSI nro0oit AMHHOKHCIIOTOM,
npeanoututenbHo C, S, Y unu A

SEQ ID No: 74 VH 062, CDR1 |SGGHSWS

SEQ ID No: 75 VH 062, CDR2 | XIIYHSGNTYDNPSLKS, rme X1 sBasercs
000N aMUHOKHUCIIOTOH, mpennoututenbio C, S,
Y wim A

SEQ ID No: 76 VH 062, CDR3 |SSYDILTD
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SEQ ID No: 77 VL 062 DIQMTQSPSSVSASVGDRVTITCRASQGISS
WLAWYQHKPGKAPKLLIYAASSLQSGVPSR
FSGSGSGTDFTLTISSLQPEDFATYYCQQAN
GFPITFGQGTRLEIK

SEQ ID No: 78 VL 062, CDR1 |RASQGISSWLA

SEQ ID No: 79 VL 062, CDR2 |AASSLQS

SEQ ID No: 80 VL 062, CDR3  |QQANGEFPIT

SEQ ID No: 81 VH 064 QLQLQESGSGLVKPSQTLSLTCAVSGGSISS
GGHSWSWIRQPPGKGLEWIGXI1IYHSGNTY
DNPSLKSRVTISVDRSKNQVSLKLSSVTAAD
TAVYYCARSSYDILTDWGQGTLVTVSS, rne
X1 SIBIISIETCSI T 0oit AMUHOKHCIIOTOM,
npeanoututenbHo C, S, Y unu A

SEQ ID No: 82 VH 064, CDR1 |SGGHSWS

SEQ ID No: 83 VH 064, CDR2 | XIIYHSGNTYDNPSLKS, rme X1 sBasercs
000N aMUHOKHUCIIOTOH, mpennoututenbio C, S,
Y unu A

SEQ ID No: 84 VH 064, CDR3 |SSYDILTD

SEQ ID No: 85 VL 064 DIQMTQSPSSVSASVGDRVTITCRASQGISS
WLAWYQHKPGKAPKLLIYAASSLQSGVPSR
FSGSGSGTDFTLTISSLQPEDFATYYCQQAN
GFPITFGQGTRLEIK

SEQ ID No: 86 VL 064, CDR1 |RASQGISSWLA

SEQ ID No: 87 VL 064, CDR2 |AASSLQS

SEQ ID No: 88 VL 064, CDR3  |QQANGEFPIT

SEQ ID No: 89 VH 068 QLQLQESGSGLVKPSQTLSLTCAVSGGSISS
GGYSWSWIRQPPGKGLEWIGXHYHSGSTYY
NPSLKSRVTISVDRSKNQFSLKLSSVTAADT
AVYYCARSSYDILTDW GQGTLVTVSS, rne
X1 SIBIISIETCSI nro0oit AMUHOKHCIIOTOM,
npeanoututenbHo C, S, Y unu A

SEQ ID No: 90 VH 068, CDR1 |SGGYSWS

SEQ ID No: 91 VH 068, CDR2 | XIIYHSGSTYYNPSLKS, rme X1 sBasercs
000N aMUHOKHUCIIOTOH, mpennoututenbio C, S,
Y unu A

SEQ ID No: 92 VH 068, CDR3 |SSYDILTD

SEQ ID No: 93 VL 068 DIQMTQSPSSVSASVGDRVTITCRASQGISS
WLAWYQHKPGKAPKLLIYAASSLQSGVPSR
FSGSGSGTDFTLTISSLQPEDFATYYCQQAN
SFPITFGQGTRLEIK

SEQ ID No: 94 VL 068, CDR1 |RASQGISSWLA

SEQ ID No: 95 VL 068, CDR2 |AASSLQS

SEQ ID No: 96 VL 068, CDR3  |QQANSFPIT

SEQ ID No: 97 VH 069 QVQLVQSGAEVKKPGASVKVSCETSGYTFT
SYGISWVRQAPGHGLEWMGWISAYNGYTN
YAQKLQGRVTMTTDTSTSTAYMELRSLRSD
DTAVYYCARDLRGTNYFDYWGQGTLVTVS
S

SEQ ID No: 98 VH 069, CDR1 [SYGIS

SEQ ID No: 99 VH 069, CDR2 |[WISAYNGYTNYAQKLQG

SEQ ID No: 100 VH 069, CDR3 |DLRGTNYFDY
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SEQID No: 101 [VL 069 DIQMTQSPSSVSASVGDRVTITCRASQGISN
WLAWFQHKPGKAPKLLIYAASSLLSGVPSR
FSGSGSGTDFTLTISSLQPEDFATYYCQQAN
SFPITFGQGTRLEIK

SEQID No: 102 |VL 069, CDR1  |RASQGISNWLA

SEQID No: 103 |VL 069, CDR2 |AASSLLS

SEQID No: 104  |VL 069, CDR3 |QQANSFPIT

SEQID No: 105  |VH 096 EVQLVQSGAEVKKPGESLKISCKGSGYSFTS
YWIGWVRQMPGKGLEWMGITYPGDSDTRY
SPSFQGQVTISADKSISTAYLQWSSLKASDT
AMYYCARQEITGDFDYWGQGTLVTVSS

SEQID No: 106  |VH 096, CDRI |SYWIG

SEQID No: 107  |VH 096, CDR2 |IIYPGDSDTRYSPSFQG

SEQID No: 108  |VH 096, CDR3 |QEITGDFDY

SEQID No: 109  [VL 096 AIQLTQSPSSLSASVGDRVTITCRASQGISSA
LAWYQQKPGKAPNLLIY AASSLESGVPSRFS
GSGSGTDFTLTISSLQPEDFATYYCQQFNSY
PLTFGGGTKVEIK

SEQID No: 110 |VL 096, CDR1  |RASQGISSALA

SEQID No: 111 |VL 096, CDR2 |AASSLES

SEQID No: 112 |VL 096, CDR3 |QQFNSYPLT

SEQID No: 113 |[VH 098 QVQLVQSGAEVKKPGASVKVSCKASGYTF
TNFGISWVRQAPGQGLEWMGWISAFNGHT
DYSQKVQGRVTMTTDTSTSTAYMELRSLRS
DDTAVFYCARSHYYGSGSPFDYWGQGTLV
TVSS

SEQID No: 114  |[VH 098, CDRI |NFGIS

SEQID No: 115  |VH 098, CDR2 |WISAFNGHTDYSQKVQG

SEQID No: 116  |VH 098, CDR3 |SHYYGSGSPFDY

SEQID No: 117 |VL 098 DIQMTQSPSSLSASVGDRVTITCRASQGISN
WLAWYQQKPEKAPKSLIYAASSLQSGVPSR
FSGSGSGTDFTLTISSLQPEDFATYYCHQYK
SYPWTFGQGTKVEIK

SEQID No: 118  |VL 098, CDR1  |RASQGISNWLA

SEQID No: 119  |VL 098, CDR2 |AASSLQS

SEQID No: 120  |VL 098, CDR3 |HQYKSYPWT

SEQID No: 121  |[VH 101 QVQLVQSGGEVKKPGASVKVSCKASGYTF
TRHGITW VRQAPGQGLEWMGWISADNGNT
NYAQKFQDRVTMTTDTSTSTAYMELRSLRS
DDTAVYFCARVFRYFDWLLPYFDYWGQGT
LVTVST

SEQID No: 122 |[VH 101, CDR1 |RHGIT

SEQID No: 123 |VH 101, CDR2 |WISADNGNTNYAQKFQD

SEQID No: 124  |[VH 101, CDR3 |VFRYFDWLLPYFDY

SEQID No: 125  |VL 101 EIVLTQSPGTLSLSPGERATLSCRASQSVSSS
YLAWYQQKPGQAPRLLIYGVFSRATGIPDR
FSGSGSGTDFTLTISRLEPEDFAVYYCQQYG
SSPYTFGQGTKLEIK

SEQID No: 126  |VL 101, CDRI  |RASQSVSSSYLA

SEQID No: 127  |VL 101, CDR2 |GVFSRAT

SEQID No: 128  |VL 101, CDR3 |QQYGSSPYT
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SEQ ID No:

129

VH 181

QVQLVQSGAEVKKPGASVKVSCKASGYTF
TSYGISWVRQAPGQGLEWMGWISTYNGYT
NYAQKLQGRVTMTTDTSTSTAYMELRSLRS
DDTAVYYCARDLRGTAYFDYWGQGTLVTV
SS

SEQ ID No:

130

VH 181, CDRI1

SYGIS

SEQ ID No:

131

VH 181, CDR2

WISTYNGYTNYAQKLQG

SEQ ID No:

132

VH 181, CDR3

DLRGTAYFDY

SEQ ID No:

133

VL 181

DIQMTQSPSSVSASVGDRVTITCRASQGISN
WLAWYQHKPGKAPKLLIYAASSLLSGVPSR
FSGSGSGTDFTLTISSLQPEDFATYYCQQAN
SFPITFGQGTRLEIK

SEQ ID No:

134

VL 181, CDR1

RASQGISNWLA

SEQ ID No:

135

VL 181, CDR2

AASSLLS

SEQ ID No:

136

VL 181, CDR3

QQANSFPIT

SEQ ID No:

137

VH 066

QVQLVQSGAEVKKPGASVKVSCEASGYTFT
SYGISWVRQAPGHGLEWMGWISAYNGYTN
YAQKLQGRVTMTADTSTSTAYMELRSLRS
DDTAVYYCARDLRGTNYFDYWGQGTLVTV
SS

SEQ ID No:

138

VL 066

DIQMTQSPSSVSASVGDRVTITCRASQGISN
WLAWYQHKPGKAPKLLIYAASSLLSGVPSR
FSGSGSGTDFTLTISSLQPEDFATYYCQQAN
SFPITFGQGTRLEIK

SEQ ID No:

139

VH 065

QVQLVQSGAEVKKPGASVKVSCEASGYTFT
NYGISWVRQAPGHGLEWMGWISAYNGYTN
YAQKLQGRVTMTTDTSTTTAYMELRSLRSD
DTAVYYCARDLRGTNYFDYWGQGTLVTVS
S

SEQ ID No:

140

VL 065

DIQMTQSPSSVSASVGDRVTITCRASQGISN

WLAWYQHKPGKAPKLLIYAASSLLSGVPSR
FSGSGSGTDFTLTISSLQPEDFATYYCQQAN

SFPITFGQGTRLEIK

SEQ ID No:

141

VH 082

QVQLVQSGAEVKKPGASVKVSCETSGYTFT
SYGISWVRQAPGHGLEWMGWISAYNGYTN
YAQKLQGRVTMTTDTSTSTAYMELRSLRSD
DTAVYYCARDLRGTNYFDYWGQGTLVTVS
S

SEQ ID No:

142

VL 082

DIQMTQSPSSVSASVGDRVTITCRASQGISN

WLAWYQHKPGKAPKLLIYAASSLLSGVPSR
FSGSGSGTDFTLTISSLQPEDFATYYCQQAN
SFPITFGQGTRLEIK

SEQ ID No:

143

VH 089

QVQLVQSGAEVKKPGASVKVSCETSGYTFT
SYGISWVRQAPGHGLEWMGWISAYNGYTN
YAQKLQGRVTMTTDTSTSTAYMELRSLRSD
DTAVYYCARDLRGTNYFDYWGQGTLVTVS
S

SEQ ID No:

144

VL 089

DIQMTQSPSSVSASVGDRVTITCRASQGISN
WLAWFQHKPGKAPKLLIYAASSLLSGVPSR
FSGSGSGTDFTLTISSLQPEDFATYYCQQAN
SFPITFGQGTRLEIK
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SEQ ID No:

145

VH 031

QVQLVQSGAEVKKPGSSVKVSCKASGGTFS
SYGFGWVRQAPGQGLEWMGRISPILGITNY
AQMFQGRVTITADKSTSTAYMELSSLRSED
TAVYYCARDVGYDWPDTFDIWGQGTMVIV
SS

SEQ ID No:

146

VL 031

DIQMTQSPSSLSASVGDRVTITCRASQGISS
WLAWYQQKPEKAPKSLIYAASSLQSGVPSR
FSGGGSGTDFTLTISSLQPEDFATYYCQQYN
SFPPTFGQGTKVEIK

SEQ ID No:

147

VH 007

QVQLVQSGAEVKKPGSSVKVSCKASGGTFS
SYGIGWVRQAPGQGLEWMGRIFPILGTANY
AQMFQGRVTITADKSTSTAYIELTSLRSEDT

AVYYCARDVGYDSADAFDIWGQGTMVTVS
S

SEQ ID No:

148

VL 007

DIQMTQSPSSLSASVGDRVTITCRASQGISS
WLAWYQQKPEKAPKSLIYAASSLQSGVPSR
FSGSGSGTDFTLTISSLQPEDFATYYCQQYN
SYPPTFGQGTKVEIK

SEQ ID No:

149

VH 011

QVQLVQSGAEVKKPGSSVKVSCKASGGTFS
SYGIGWVRQAPGQGLEWMGRVFPILGTAN
YAQMFQGRVTITADKSTSTAYMELTSLRSE
DTAVYYCARDVGYDSADAFDIWGQGTMVT
VSS

SEQ ID No:

150

VL 011

DIQMTQSPSSLSASVGDRVTITCRASQGISS
WLAWYQQKPEKAPKSLIYAASSLQSGVPSR
FSGSGSGTDFTLTISSLQPEDFATYYCQQYN
SYPPTFGQGTKVEIK

SEQ ID No:

151

VH 017

QVQLVESGGGVVQPGRSLRLSCAASGFTFS
SYAMHWVRQAPGKGLEWVAFISYDGSNKY
FADSVKGRFTISRDNSKNTLYLQMNSLRAE
DTAVYYCARELLWFGELWGYFDLWGRGTL
VTVSS

SEQ ID No:

152

VL 017

DIQMTQSPSSVSASVGDRVTITCRASQGISS
WLAWYQHKPGKAPKLLIYAASSLQSGVPSR
FSGSGSGTDFTLTISSLQPEDFATYYCQEANS
FTWTFGQGTKVEIK

SEQ ID No:

153

VH 025

QVQLVESGGGVVQPGRSLRLSCAASGFTFS
SYAMHWVRQAPGKGLEWVAFISYDGSSKD
YADSVKGRFTIFRDNSKNTLYLQMSSLRAA
DTAVYYCARELLWFGELWGYFDLWGRGTL
VTVSS

SEQ ID No:

154

VL 025

DIQMTQSPSSVSASVGDRVTITCRASQGISS
WLAWYQHKPGKAPKLLIY AASSLQSGVPSR
FSGSGSGTDFTLTISSLQPEDFATYYCQQTNS
FTWTFGQGTKVEIK

SEQ ID No:

155

VH 040

EVQLLESGGGLVQPGGSLRLSCAASGFTFSS
YAMTWVRQAPGKGLEWVSVISGSGGITYY
ADSVKGRFTISRDNSKNTLYLQMNSLRAED
TAVYYCARDRGWGSDYWGQGTLVTVSS
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SEQ ID No:

156

VL 040

EIVLTQSPATLSLSPGERATLSCRASQSVSSY
LAWYQQKPGQAPRLLIYDASNRATGIPARF
SGSGSGTDFTLTISSLEPEDFAVYYCQQRSN
WPFTFGPGTKVDIK

SEQ ID No:

157

VH 039

EVQLLESGGGLVQPGGSLRLSCAASGFTFN
NYAMSWVRQAPGKGLEWVSAISGSGGITY
YADSEKGRFTISRDNSKNTLYLQMNSLRAE
DTAVYYCAKDRGWGSDCWGQGTLVTVSS

SEQ ID No:

158

VL 039

EIVLTQSPATLSLSPGERATLSCRASQSVSSY
LAWYQQKPGQAPRLLIYDASNRATGIPARF
SGSGSGTDFTLTISSLEPEDFAVYYCQQRSN
WPFTFGPGTKVDIK

SEQ ID No:

159

VH 078

QLQLQESGSGLVKPSQTLSLTCAVSGGSISS
GGHSWSWIRQPPGKGLEWIGCLYHSGNTYY
NPSLKSRVTISVDRSKNQFSLKLSSVTAADT
AVYYCARSSYDILTDWGQGILVTVSS

SEQ ID No:

160

VL 078

DIQMTQSPSSVSASVGDRVTITCRASQGISS
WLAWYQHKPGKAPKLLIYAASSLQSGVPSR
FSGSGSGTDFTLTISSLQPEDFATYYCQQAN
SFPITFGQGTRLEIK

SEQ ID No:

161

VH 084

QLQLQESGSGLVKPSQTLSLTCGVSGGSISS
GGHSWSWIRQPPGKGLEWIGCLYHSGNTYY
NPSLKSRVTISVDRSKNQFSLKLSSVTAADT
AVYYCARSSYDILTDWGQGTLVTVSS

SEQ ID No:

162

VL 084

DIQMTQSPSSVSASVGDRVTITCRASQGISS
WLAWYQHKPGKAPKLLIYAASSLQSGVPSR
FSGSGSGTDFTLTISSLQPEDFATYYCQQAN
SFPITFGQGTRLEIK

SEQ ID No:

163

VH 063

QLQLQESGSGLVKPSQTLSLTCAVSGGSISS
GGHSWSWIRQPPGKGLEWIGCIYHSGNTYD
NPSLKSRVTIAVDRSKNQLSLKLSFVTAADT
AVYYCARSSYDILTDWGQGTLVTVSS

SEQ ID No:

164

VL 063

DIQMTQSPSSVSASVGDRVTITCRASQGISS
WLAWYQHKPGKAPKLLIY AASSLQSGVPSR
FSGSGSGTDFTLTISSLQPEDFATYYCQQAN
GFPITFGQGTRLEIK

SEQ ID No:

165

VH 087

QLQLQESGSGLVKPSQTLSLTCAVSGGSISS

GGHSWSWIRQPPGKGLEWIGCIYHSGNTYD
NPSLKSRVTISVDRSKNQFSLKLSSVTAADT
AVYYCARSSYDILTDWGQGTLVTVSS

SEQ ID No:

166

VL 087

DIQMTQSPSSVSASVGDRVTITCRASQGISS
WLAWYQHKPGKAPKLLIYAASSLQSGVPSR
FSGSGSGTDFTLTISSLQPEDFATYYCQQAN
GFPITFGQGTRLEIK

SEQ ID No:

167

VH 016

EVQLVQSGAEVKKPGESLKISCKGSGYIFTS
YWIGWVROQMPGKGLEWMGIITYPGDSDTRY
SPSFQGQVTISADKSISTAYLQWSSLKASDT
AMYYCARQEVTGDFDYWGQGTLVTVSS

SEQ ID No:

168

VL 016

AIQLTQSPSSLSASVGDRVTITCRASQGISSA
LAWYQQKPGKAPKLLIYDASSLESGVPSRFS
GSGSGTDFTLTISSLQPEDFATYYCQQFNSY
PLTFGGGTKVEIK
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SEQID No: 169  [VH 028 EVQLVQSGGEVKKPGESLKISCKGSGYSFTS
YWIGWVRQMPGKGLEWMGITYPGDSDTRY
SPSFQGQVTISADKSISTAYLQWSSLKASDT
AMYYCARQEVTGDFDYWGQGTLVTVSS
SEQID No: 170 |VL 028 AIQLTQSPSSLSASVGDRVTITCRASQGISSA
LAWYQQKPGKAPKLLIYDASSLESGVPSRFS
GSGSGTDFTLTISSLQPEDFATYYCQQFNSY
PLTFGGGTKVEIK

SEQID No: 171  |VHO012 EVQLVQSGAEVKKPGESLKISCKGSGYSFTS
YWIGWVRQMPGKGLEWMGITYPGDSDTRY
SPSFQGQVTISADKSISTAYLQWSSLKASDT
AMYYCARQEITGEFDYWGQGTLVTVSS
SEQID No: 172 |[VL 012 AIQLTQSPSSLSASVGDRVTITCRASQGISSA
LAWYQQKPGKAPKLLIYDASSLESGVPSRFS
GSGSGTDFTLTISSLQPEDFATYYCQQFNSY
PRTFGQGTKVEIK

SEQID No: 173 |VH 095 EVQLVQSGAEVKKPGESLKISCKGSGYSFTS
YWIGWVRQMPGKGLEWMGITYPGDSNTRY
SPSFQGQVTISADKSISTAYLQWSSLKASDT
AMYYCARQEITGDFDYW GQGTLVTVSS
SEQID No: 174  [VL 095 AIQLTQSPSSLSASVGDRVTITCRASQGISSA
LAWYQQKPGKAPKLLIYDASSLESGVPSRFS
GSGSGTDFTLTISSLQPEDFATYYCQQFNSY
PLTFGGGTKVEIK

SEQID No: 175  |VH 093 EVQLVQSGAEVKKPGESLKISCKGSGYSFTS
YWIGWVRQMPGKGLEWMGITYPGDSDTRY
SPSFQGQVTISADKSISTAYLQWSSLKASDT
AMYYCARQEITGDFDYW GQGTLVTVSS
SEQID No: 176 |VL 093 AIQLTQSPSSLSASVGDRVTITCRASQGISSA
LAWYQQKPGKAPNLLIY AASSLESGVPSRFS
GSGSGTDFTLTISSLQPEDFATYYCQQFNSY
PLTFGGGTKVEIK

SEQID No: 177  |VH 104 EVQLVQSGAEVKKPGESLKISCKGSGYSFIS
YWIGWVRQMPGKGLEWMGITYPGDSDTRY
SPSFQGQVTISADKSISTAYLQWSSLKASDT
AMYYCARQEITGDFDYW GQGTLVTVSS
SEQID No: 178  |VL 104 AIQLTQSPSSLSASVGDRVTITCRASQGISSA
LAWYQQKPGKAPKLLIYVASSLESGVPSRFS
GSGSGTDFTLTITSLQPEDFATYYCQQFNSY
PITFGQGTRLEIK

Tabnuna 2. ['omMonoruyu MpIIITHOTO TIEPBOUCTOYHUKA U TIOCIEIOBATEIBHOCTEH TSMKEBIX

Herneu

AHTHTEJIO HOMeEp MbIIIH MBIIIHHAS JTHHHS 3apoabimesbii VH
TH1016-005 339732 HCol2B, CI IgHVI-69-4
TH1016-006 339732 HCol2B, CI IgHVI-69-4
TH1016-008 339732 HCol2B, CI IgHV5-51-1
TH1016-022 339733 HCol2B, CI IgHV3-30-3*]
TH1016-024 339733 HCol2B, CI IgHV3-23-]

TH1016-035-D09 339732 HCol2B, CI IgHV5-51-1
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AHTHTEJIO HOMeEp MbIIIH MBIIIHHAS JTHHHS 3apoabimesbii VH
TH1016-045 339282 HCol7, CI IgHV3-23-]
TH1016-058 343191 HCo12B, C2 IgHV3-11-3
TH1016-061 348072 HCo20, C2 IgHV4-30-2*]
TH1016-062 348072 HCo20, C2 IgHV4-30-2*]
TH1016-064 348072 HCo20, C2 IgHV4-30-2*]
TH1016-068 348072 HCo20, C2 IgHV4-30-2*]
TH1016-069 348072 HCo20, C2 IgHVI-18-1
TH1016-096 339732 HCo12B, C1 IgHV5-51-1
TH1016-098 347330 HCo20, C2 IgHVI-18-1
TH1016-101 340659 HCo20, C1 IgHVI-18-1
TH1016-181 348072 HCo20, C2 IgHVI-18-1

Tabmua 3. T'OMOJIOTHH MBIIIMHOTO MEPBOUCTOYHUKA U TIOCIENOBATEIbHOCTEH JIETKUX

neneun

3apoablileBas

AHTHTEJIO0 HOMeEp MbIIIH MBINTHHAS JIHHHUSA
JHUHHASA

PC1016-005 339732 HCol2B, CI IGKV1D-16*01
PC1016-006 339732 HCol2B, CI IGKV1D-16*01
PC1016-008 339732 HCol2B, CI IGKV1-13*02
PC1016-022 339733 HCol2B, CI IGKV1-12*01
PC1016-024 339733 HCol2B, CI IGKV1-12*01
P1016-035 339732 HCol2B, CI IGKV1-13*02
PC1016-045 339282 HCol7, CI IGKV3-11*01
PC1016-058 343191 HCol2B, C2 IGKV1-13*02
PC1016-061 348072 HCo020, C2 IGKV1-12*01
PC1016-062 348072 HCo020, C2 IGKV1-12*01
PC1016-064 348072 HCo020, C2 IGKV1-12*01
PC1016-068 348072 HCo020, C2 IGKV1-12*01
PC1016-069 348072 HCo020, C2 IGKV1-12*01
PC1016-096 339732 HCol2B, CI IGKV1-13*02
PC1016-098 347330 HCo020, C2 IGKV1D-16*01
PC1016-101 340659 HCo020, CI IGKV3-20*01
PC1016-181 348072 HCo020, C2 IGKV1-12*01

Ha ¢urypax 1 u 2 mpexncraBieHo BblpaBHUBaHHE mnocienosarenbHocteln HuMabs. Ha
OCHOBAaHHM OSTHUX  IIOCIENOBATEIbHOCTEHl MOXET OBITh  OmpeleNieHa  KOHCEHCyCHas
MOCJIEIOBATEIbHOCTD I MOCJIEI0OBATEIbHOCTEN CDR. otH KOHCEHCYCHBIE
MIOCJIEI0BATENBHOCTH MIPEACTABIICHBI B Ta0uIe 4.

Tabmuna 4. KoHCeHCyCHBIE TTOCTIeNOBATEIbHOCTH

rne X1=Y wm F, X2=A nmm G, X3

SEQ ID 1eHV1-69 =Fum [, X4 =S umu G.
No: 179 4g 77 |CDR1 |SX1X2X3X4 IMpeanourutensho, ecnu X1=Y
005-006 omur F, X2 =G, X3=Fumu I u

X4=G.
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rne X1=luwm V, X2 =[S mm F,

SEQID |y 11v1-69- RXIX2PILGX3XANYAQ |0 Lumn T, X4=A umn T, X5 =K
No: 180 4 CDR2 X5FQG unu M. IlpennoururensHo, ecau
005-006 X1=Iumn V, X2=S umu F, X3=I
i T, X4=A nm T n X5 =M.
SEQ ID _ _
No: 181 |'8HVI-69-1opps Ipveypxixepxsppr |8 X1=W i S, X2 =P um A,
4 X3=T nmm A
005-006
SEQ ID IgHVS
No: 182 & " |CDR2 |ITYPGDSXITRYSPSFQG |rne X1 =D, E nmu N
511
008-035
SEQ ID
No: 183 IgHVS5- _ _
008-035-  |5141 CDR3 |QEX1TGX2FDY rae X1=Vwunmu [, X2 =E unu D
096
SEQ ID _ _
No- 184 IgHV3- CDR2 X1ISYDGSX2KX3X4AD |rne X1=V unu F, X2 = N unu S,
0202' 30-3*1 SVKG X3=Dwum Y, X4=Y wmm F
SEQ ID _
No: 185 IgHV3- CDR2 AISGSX1GGSTYYX2DS |rne X1 = S uiu OTCYyTCTBHE aK,
o 231 VKG X2=V umm A
024
SEQ ID IgHV3- _ _
No: 186 231 CDRI1 | X1YAMX2 roe X1 =S ummu N, X2=S win T
045 )
SEQ ID roe X1=A wmu V, X2 = S unu |,
No: 187 IgHV3- CDR2 X1ISGSGGX2TYYADS |X3=V unu E. IlpennoururensHo,
045' 231 X3KG roe X1=A wm V, X2 =1u X3=V
unu E.
SEQ ID
No: 188 IgHV3- CDR3 |IDRGWGSDX1 rae X1=Y unu C
23-1
045
SEQ ID
No: 189 ;gHW'”' CDRI1 |DYYMXI rne X1=Y nm S
058
SEQ ID rne X1=Tuma Y, X2 =D unu S,
No: 190 ;gH\B_H_ CDR2 é%lss\?(ééBXL‘SYTXSYX X3=Dumu S, X4=G unu S,
058 X5=Y umu N, X6 =P uinu A
SEQ ID
No: 191 IgHV4- _
062-064- 130271 CDRI1 |SGGX1ISWS rae X1=Y umu H
068
SEQ ID rae Xl=mobasi aMHHOKHCIIOTA,
No: 192 IgHV4- CDR2 X1X2YHSGX3TYX4NPS |mpeanouturensro C, Y, S wim A,
062-064-  |30-2*1 LKS X2 =Twumu L, X3=S unu N, X4=Y
068 unu D
SEQ ID
No: 193 IgHV4- _
062-064-  |30.2%4] CDR3 |SSYDXILTD rae X1=F unu I

068
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SEQ ID

No: 194 IlgHVHS' CDRI |X1YGIS rae X1=S umu N

069-181

SEQ ID rme X1=Amm T, X2=Nwum Y.

No: 195 IlgHVl-IS- CDR2 E‘SE}XIYNzeTNYAQK IIpeanoururensHo, rae X1=A unu

069-181 Tu X2=Y

SEQ ID

No: 196 IgHV1-18- CDR3 |IDLRGTX1YFDY rae X1=A umu N
1

069-181

SEQ ID

No: 197 IlgHVHS' CDR1 | X1X2GIS rme X1 =Nwmwm S, X2=Fum Y

098

SEQ ID rae X1 =Fumm Y, X2 =H nnu N,

No: 198 IlgHVHS' CDR2 g&s}gggmxmxwm X3 =D umu N, X4=S nmn A, X5=V

098 win L

SEQ ID _ _

No: 199 IgHVI1-18- CDR1 [x1326IX3 r):[e_Xl =Rum §,X2=Hum Y,
1 X3=T wnu S

101

SEQ ID _ _

No: 200 IgHVI1-18- CDR2 WISAXINGNTNYAQK ([rne X1 =Dwumn Y, X2 =F unu L,

101’ 1 X2QX3 X3=Dumu G

SEQ ID _ _

No-201 | CHVII8-|opR3 lvxIRYFDWLLX2YFDY |26 X1 = F L, X2 =P um

101 1 OTCYTCTBHE aK

SEQ ID IGKVID- rae X1=Y nmu F, X2 =P unu W.

No: 202 16%01 CDR3 [QOQYNSXI1PX2T IIpennouturensHo, rae X1=Y umm

005-006 FuX2="P

SEQ ID

No: 203 Igfogl_ CDR2 | X1ASSLES rne X1 =D, V umu A

008-035

SEQ ID IGKV1

No: 204 " |CDR3 |QQFNSYPLXIT rne X1 =R, [ L, W unu MY
13*02

008-035

SEQ ID

. IGKV1- rne X1 =Qumu E, X2=A umu T,

181202. 205 12401 CDR3 |QX1X2X3SFX4WT X3 =Npum S; X4 =P wm T

SEQ ID IGKV1

No: 206 " |CDR3 |QQANSFPXIT rae X1=I uiam orcyTcTBUHE aK
12*01

024

SEQ ID _ _

No: 207 IGKV1- CDR3 |QQFX1SYPX2IT rne X1=T unu N, X2 = Q unu

058 13*02 OTCYTCTBHE aK

SEQ ID

No: 208 IGKV1- _

062-064-  |12%01 CDR3 [QQANXIFPIT rne X1 =G umu S

068

SEQ ID IGKV1- _

No: 209 12%01 CDR1 |[RASQGISX1WLA roe X1=S nim N

069-181
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SEQ ID

No: 210 Ilczﬁ%\lm CDR2 |AASSLXIS rae X1=Q mwmu L

069-181

SEQ ID

No: 211 Igfo\lm)' CDR3 [X1QYX2SYPWT rae X1 =H wm Q, X2 =K mwmu N
098

SEQ ID IGKV3-

No: 212 20%01 CDR2 |GX1X2SRAT roe X1=Vumu A, X2 =F unu S
101

IIpumep 12. Ouncrka aHTHTE]

KynbprypanbHyro HaTOCaIOYHYIO KHIKOCTh (ruibTpoBamu 4epe3 0,2 MKM TYMUKOBBIN
¢uneTp 1 HaHocwiM Ha S mi koJoHkU «MabSelect SuRe» (GE Health Care) u smrouposanu 0,1
M uurparom Hatpus - NaOH, pH 3. Diroar Hememnenno wevrpanmsosanu 2 M Tris-HCI, pH 9 u
IUaM30Balii B TeueHne Houd npoTtus 12,6 MM NaH,PO,, 140 MM NaCl, pH 7,4 (B.Braun). B
UHOM clly4ae, IOCJie OYMCTKH 3Jroar HaHocwin Ha kojJoHKy «HiPrep Desalting column» u
3aMeHs B aHTuTenax oydep Ha 12,6 MM NaH,PO,, 140 MM NaCl, pH 7,4 (B.Braun). ITocne
ouann3a Wid 3aMeHbl Oydepa oOpas3isl cTepiibHO (GuibTpoBain dyepe3 0,2 MKM TYMHUKOBBIE
¢unpTpel. Yucrory onpenemnsin nocpenctsoM JICH-TTAAID, a KOHIEHTpPaLUIO H3MEPSITU
Hedenomerpuedt 1 no nornomeHnto npu 280 HM. OuunineHHble aHtuTena xpaHwmm npu 4°C.
Macc-CreKTpOMETPHIO OCYIIECTBIISUIH ISl MACHTU(DHUKALNYA MOJEKYJISIPHOH MacChl TSDKENOH U
JIETKOH Lerneii aHTUTeN, SKCIPECCUPYEMBIX THOPUIOMaMH, Kak onmucano B mpumepe 10.

IIpumep 13. CesizbiBaHUE KJIOHOB aHTH-C-Met ¢ onyXo/1eBbIMH KJIeTKAMH, KOTOpPbIe
IKCMPECCUPYIOT MeMOpaHocBsA3aHHbIN c-Met, u3mepenHoe nocpeacTsom anaausza FACS

Cpsi3pIBaHUE aHTUTEN C-Met 1 IX MOHOBAJIEHTHBIX (DOPM (TaK’ke HAa3bIBAEMBIX B JAHHOM
nokymente «mosiekynamu UniBody» cm. mpumep 5) ¢ knerkamu A431, 3KCHpecCUpYOIINMU
meMmOpanocssizanHblil c-Met (npuoOperenasiMu y ATCC, CRL-1555), npoBepsiin ¢ MOMOIIbBIO
nporounoii nuromerpun (FACS Canto II, BD Biosciences). Ananu3z «Qifi» (Dako, I'moctpym,
Hanust) BeisiBII, uTO KIeTku A431 skcnpeccupyrot B cpenem 30 000 konwmit Oenka c-Met Ha
kyeTky. CBsi3piBaHHMe aHTUTEN NPOTHB c-Met u Monekyn «UniBody» onpenensiy ¢ mOMOIIBIO
KOHBIOTUPOBAHHBIX C (PUKOIPUTPUHOM KO3BHMX AHTHUTEN, CBS3BIBAIOIMX dYejoBedeckune IgG
(Jackson). IgG1-5D5 ucnosp30Baiv B Ka4eCTBE MOJIOKHUTEBHOTO KOHTPOJBHOTO AHTUTENA, a
HuMab-KLH wucnonp3oBaii B Ka4decTBe aHTUTENAa HW3OTHUIHOrO KOHTpousss. 3HadeHus: ECsy
OTIPENEISUTN TTOCPENCTBOM HENMHEHHON perpeccnu (CUrMOuaaibHAas KpHBas «Ho3a-3¢dexT» ¢
BapuadeIbHbIM HAKJIOHOM) C MOMOIIBI0 mporpammHoro odecnieuenus «GraphPad Prism V4.03»
(GraphPad Software, Can-/{uero, Kanudopuus, CIIIA).

Ha ¢urype 3 mokazaHo, 4TO BCe MPOTECTUPOBAHHbIE aHTHUTENA B MOJeKyJbl «UniBody»

npotuB c-Met cBs3bBalOT c-Met, skcnpeccupyeMblii Ha kierkax A431 10303aBHCUMBIM
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cnocodom. 3Hauenust ECsy anst cBsi3piBaHus BapbupyroT B quanazoHe 0,28-1,92 M nis IgG u
0,52-13,89 ©HM gna  wmonekyn «UniBody». HarepecHo, urto antureno IgG1-024
MPOJIEMOHCTPUPOBAJIO BBICOKHE YPOBHU HEHACBIIIEHHOTO CBS3bIBAHUA C KieTkamu A431,
KOTOpOe He HaOJI0aJIoCh MPH TECTHPOBAHNH CBsA3bIBaHMA C KieTkamu HT-29 (mpuobpeTeHHbIX
y ATCC, HTB-38™) (nanubie He npexacraBiensl). s aaruren 022, 024, 062, 064, 069, 098,
101 u 181, camxenust ECsy He Habmroqanock wim HaOJFOAaIoCh MEHee 4eM 2 KPaTHOE CHIKEHUE
mexay IgGl u monekynamu «UniBody» naeHTH4HbIX KJIOHOB. Takke ypOBHH MakCHMaJIbHOTO
csi3bBaHMA He MeHsUUCh y 1gG1 u monexyn «UniBody». lns anruren 005, 006, 008, 035, 045
u 058, ¢ mpyroii croponsl, npu cpaBaeHuu IgGl ¢ sxBuBaneHTHHIM «UniBody» nHabmronamu
Oonpme 4yem 2 KpaTHOe yMeHblneHHe 3HadeHuss ECsy, a Takke yMEHbLIEHHE YpPOBHS
MaKCHUMAaJIbHOTO CBSI3bIBAHUS. DTO, TO BCEH BEPOSTHOCTH, MPOHM3OLUIO HM3-3a OOJie€ HU3KHX
ckopocreit nuccommanuu (Ky) atux anruren (cMm. npumep 14).

IIpumep 14. Ananuz «Octet» aas paHxkuposanusi appuHHOCTH

Ces3piBanue anturena ¢ cMetECDHis aHanmn3npoBanu mocpeacTBoM TexHosoruu «Bio-
Layer Interferometry» (BLI) Ha cucteme «Octety (Fortebio, Menno-ITapk, CIIIA). BuoceHcopsl,
MOKPBITbIE aHTHTENIaMU K 4enoeueckuM IgG (Fc-crienuduaHbIMU) UCTIONB30BAN JIS 3aXBaTa
aHTHUTEJ MPOTUB c-Met corjlacHoO mpouenype, pekoMmeHaoBanHol usroropureiaeM. cMetECDHis,
nony4deHHblid u3 kiaerok HEK293, Hanocuim cBepxy Ha MMMOOMIIM30BAaHHBIE AHTUTEJNA MPOTUB
c-Met myTeM mNOMeLIeHHs 3arpy’kKeHHOro OHOCeHCOopa B JIYHKY, copepikamyr 10 mxim/mi
cMetECDHis passenennoro B 10 pas B Oydepe nns usmepenus: kunetuku (Fortebio). Paznudue
B OTpaxkeHHH cBera (AA, HM) TMOBEPXHOCTH OmoceHcopa u3-3a cBsizbBaHus ¢ cMetECDHis
U3MEPSUTH B PEAIbHOM BPEMEHU B TeueHHe npuMepHo 10 MHHYT, a Ajs pacdyera KOHCTaHTHI
accouunanuu (k, [1/M x c]) ucnonbzoBanu nporpammuoe obecrneuenue «Octety (V4.0, Fortebio).
3areM 3arpyKeHHbIH OHOCEHCOp NOMEINAIH B JIYHKY, COAEPIKAIIyI0 TOJbKO Oydep nus
u3MepeHus: KuHeTuku (pasBeneHHeld B 10 pas B PBS) nmnsa onpenenenns KOHCTaHTHI
mucconuaunu (k; [1/c]). AHaMM3 KMHETHKHM OCYINECTBISLIN Uit onpeneienus apdunnoctu (Kp
[M]) npu ucnonszoBannu Mmonenu 1:1 (Jenrmrop). B kauecTBe MOJOXKHUTETBHOrO KOHTPOJIS
ucnons3osain 0,2 mxr/min IgG15DS, npoayuupyemoro knerkamu HEK293.

B rtabmuue 5 mokaszaHo, uyTo Bce aHTUTena npotuB c-Met cBszbiBaroT cMetECDHis ¢
HAHOMOJISIpHbIMH aPUHHOCTSIMU B nuanazone 0,6-13,9 HM.

Tabmuua 5. Kunernueckwe koHcTaHtel (k, k; v Kp) aHTUTEN TpU CBSI3BIBAHUU C

cMetECDHis

Kaon K, [1/Mc] ky[1/c] Kp [M]
5D5 2, 14E+05 | 1,25E-03 5,86E-09
005 3,18E+05 | 252E-03 7,92E-09
006 4 25E+05 | 4,20E-03 9,89E-09
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Knon K, [1/Mc] kq[1/c] Kp [M]
008 3,08E+05 | 1,57E-03 5,12E-09
022 2,36E+05 | 2,51E-04 1,06E-09
024 1,45E+05 | 2,28E-04 1,57E-09
035 2,64E+05 | 3,68E-03 1,39E-08
045 721E+05 | 2,07E-03 2,87E-09
058 4,64E+05 | 1,25E-03 2,70E-09
061 2,56E+05 | 1,53E-04 5,96E-10
062 2, 73E+05 | 3,19E-04 1,17E-09
064 2,84E+05 | 3,24E-04 1,14E-09
068 3,21E+05 | 1,35E-03 4,21E-09
069 2,12E+05 | 2,67E-04 1,26E-09
096 1,96E+05 | 5,00E-04 2,55E-09
098 1,64E+05 | 2,97E-04 1,82E-09
101 1,60E+05 | 2,14E-04 1,27E-09
181 2,37E+05 | 5,31E-04 2,23E-09

IIpumep 15. CesasbiBanue aHTUTE NPOTHB c-Met ¢ MeMOpaHo-cBsi3aHHbIM c-Met Ha
MUTEJIHATBHBIX KJIETKAX MAKAK-Pe3yCoB, n3MmepeHHoe anaanzom FACS

Jlnsa onpenesneHuss KpOCC-peakTUBHOCTH € c-Met Makak-pe3ycoB, CBSI3bIBAHUE aHTHUTEN
npotuB c-Met ¢ c-Met-ToJIOKUTETbHBIMH SITUTETHATBHBIMU KJIETKaMU Makak-pe3ycos (4MBr-5,
npuodperenHsiMu y ATCC) tectuposanu ¢ nomomnsto nporounoit nuromerpun (FACS Canto 11,
BD Biosciences). KonbtornpoanHoOe ¢ PUKOIPUTPUHOM KO3bE€ AHTUTEINIO MPOTUB YEJIOBEUECKUX
IgG (Jackson) ncnonp3oBaiu B kKayecTBe BTOpHUHOrO koHbtorata. HuMab-KLH ucnonb3oBanu
B KaueCTBE€ U30TUITHOTO KOHTPOJILHOTO aHTUTEA.

Ha ¢urype 4 npomeMOHCTPHPOBAHO, YTO BCE MPOTECTUPOBAHHBIE AHTHUTEA MPOTHB C-
Met SBISIOTCS KPOCC-PEAKTUBHBIMH € c-Met Mmakaku-pedyca. B o0enmx mnpoTecTHpOBaHHBIX
koHHeHTpauusx (0,5 mkr/mn m 10 Mkr/mu) aHTuTena npotuB c-Met ObUITHM  CHOCOOHBI
cneunuyecku CBsI3bIBaTh c-Met Makaku-pesyca. J{Jist Bcex aHTUTeN, CUrHaAN ObUI, 1O MEHbIIEH
Mepe, B 5 pa3 BbIIIE, UeM JJIsl M30THITHOTO KOHTposbHOro antutena HuMab-KLH. HaTepecHo,
gyro P1016-035 npogeMOHCTpHpOBa HAMHOTO 0OJIee BBICOKHE BEPXHUE YPOBHHU (PIryopecleHInu
(MFI ~200 000) mo cpaBHEHUIO C IPYTUMU CIIEHUPUIHBIMU K C-Met aHTHTeTaMu. DTO pa3nyine
HE HaOJII0JaJI0Ch HAa KJIETOYHBIX JIMHHUSX, SKCIPECCHPYIOINX YeJIOBEUECKUN perentop c-Met.

IIpumep 16. Baokuposanue cessbiBaHusi HGF ¢ BHekJieTouHbIM 1oMeHoM c-Met,
onpejaeeHHOe ¢ NOMOIIBIO TBepA0(Pa3HOro HMMYHOpepMeHTHOro aHanauza (THPA)

Jlns aHanm3a BO3MOJKHOCTH aHTUTEJN MPOTHB c-Met OJIOKHUpOBaTh CBs3bIBAaHHE (PakTOpa
pocra remaroruroB (HGF) ¢ penentopom c-Met ocymectsisuim TUDPA. [l storo
NPUKPEIUIEHHBIH BHEKJIETOUHBINA JOMEH c-Met HHKyOUpOBaJIH ¢ HEMEYEHBIM aHTUTENIOM IPOTUB
c-Met u ¢uyopecuentHo meuenHpiM HGF. HeGnokupyromue anTtuTena He KOHKYPHPYIOT C

meueHHbIM HGF 3a cBsi3piBanme ¢ c-Met, 4TO gaeT MaKCHUMAaJbHBIA CUTHAN (HJTyOpeCIeHLINH.
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brnokupyromue antutena KoHKypupyrooT ¢ MedeHHbIM HGF 3a cBsseiBanue c¢ c-Met, uto
NPUBOAUT K CHUKEHHIO (PIIyOPECLIEHTHOTO CUTHAJA.

HGF (ProSpec Tany, Pexosot, M3pannb) QuiyopectieHTHO METUIIH IyTeM KOHBIOTALUH C
Espormem’ " (PerkinElmer, Typxy, ®@uamsaaus). Jyakn s TUDA MOKPHIBATH B TEUEHHE HOUM
npu 4°C 0,5 MKI/MJI peKOMOMHAHTHBIM Y€JIOBEYECKHM BHEKJIETOYHBIM AoMeHoM c-Met (R&D
systems, Munneanonuc, CIIIA), passenennbim B PBS. 3arem nynkum mnsgs TM®A ormbiBaim
PBST (PBS, nononnennsii 0,05% Tween-20 [Sigma-Aldrich, 3seitanpext, Hunepnaunei]) u
OJIOKMpPOBAIIK B T€UEHUE OHOTO Yyaca rpu komHaTHOH Temneparype (KT) PBST, nonoiaeHHbIM
2% (00./06.) xypunoit ceBopotkoi (Gibco, Ileiicnu, Ilotnmanaus). Ilocne ormeiBku PBST,
ayHku s TUDPA wHKYOMpOBalM B TEUYEHHE OIHOTO Yaca NPU KOMHATHOH TemrepaTrype B
TEMHOTE CO cMechio 50 MKJ CepuiiHO pa3BepeHHOro aHrurena npotuB c-Met (0,128-10000
HI/MI B 5-kpatHbIX passeneHusx) u HGF, konvrorupoanHbeiM ¢S50 Mk 0,44 MKr/mi EBporH/Is[3+

[ vy +
B PBST. 3arem necesanusii HGF, xombrornpoBausbiii ¢ Epormem’, otmsBamun PBST, a

2

~ . +
cBsa3anHbll HGF, xoHbrOrMpoBaHHbIN C EBponI/IeM3 UHKyOHpoBanu B TedeHne 30 MUHYT NpU

>
KT B temuore c¢ pacrBopom «Delfia Enhancement Solutiony (PerkinElmer) nast ycunenwus
¢bayopecuenTHoro curtana. CpenHow HHTEHCHUBHOCTh (hiyopecueHuu npu 615 HM nsMepsiiu
¢ nomompio punepa «EnVision 2101 Multilabel reader» (PerkinElmer) co cnemyromumu
yCTaHABJIMBAEMBIMU TapamMeTpamu. mnapHoe 3epkajo Lance/Delfia, ¢unprp smuccum 615,
¢bunbTp Bo30Oy:kHeHus 340 HM, Bpems 3anepskku 400 Mkc, okHo 400 Mkc, 100 Bembimek, 2000
MKC Ha LIMKJ U JByHaIlpaBJeHHOE MOCTpo4YHOe cuuThiBaHue. st onpenenenus 3HaueHuil ICsy,
KPUBBIE CBS3BIBAHME AHAIM3MPOBAIN C TOMOIIBI0 HENMHEHHOH perpeccuu (CUrMOHMIAbHAsS
KpuBasi «103a-3¢g¢pexkr» ¢ BapradeIbHbIM HAKJIOHOM, BBICIINE 3HAYCHHsI OrPAHUYCHBI OOIIUM
3HaYEHHEM JUIsI BCeX HaOOpPOB AAHHBIX) C MOMOLIBIO MporpamMMmHoro obecrieuenus: «GraphPad
Prism V4.03» (GraphPad Software, Can-/luero, Kanugopnus, CIIIA).

Ha ¢urype S5 mnpexncraBieHbl XapakTepHble TNPUMEPbl KPUBBIX HHTHOUPOBAHUS
cesaspiBaHusd HGF anTuTenammu npotuB c-Met, CBSI3bIBAIOLIMMHM BHEKJIETOUHBIH JOMEH
PeKOMOMHAHTHOTO 4esioBedeckoro c-Met. SDS wucmosp30oBaiid B KadecTBE MOJIOKUTEIHHOTO
KOHTpPOJIbHOTO aHTuTena. Bece aHTuTena npotus c-Met B SKCIiepUMeEHTe MPOAEMOHCTPHUPOBAIN
CBOKO CIOCOOHOCTH KOHKYpuposath ¢ HGF, KOHBIOrHpOBaHHBIM € EBpOHI/IeM3+, 3a CBA3BIBAHUE C
pexomOnHaHTHBIM c-Met. 3Hauenus 1Csy BapbupyroT B auamnazoHe 0,0011-0,0794 mxr/mi. bes
noGasnenuss HGF, KOHBIOTHPOBaHHOTO C EBpOHI/IeM3+, AETEKTUPOBAIN MPHOIM3UTENBHO 600
OTHOCUTENIbHBIX (uryopecuieHTHbIX eawnHui (anri. relative fluorescent units, RFU), urto
yKa3bIBa€T Ha YPOBEHb CUTHAJNA IPH IOCTHKEHWHU MaKCHUMalbHOro uHruomposanusi. Korma

2

+
cesa3piBanue HGF, koHbrOrupoBaHHOro ¢ EBponI/IeM3 HE HMHTHOHPOBANIOCH, JETEKTHUPOBAIU

npumepHo ~66,000 RFU. Arturena 005, 006, 058, 101 u aHTUTENIO TOJOKUTENBHOTO KOHTPOJIS
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5DS5 6butn criocoOHBI MHTHOMpPOBATh Ha 84,5-92,1% ces3biBanne HGF ¢ penenropom c-Met. Bee
apyrue antutena Obud ciocoOHbI HHrMOMpoBaTh csi3biBanne HGF ¢ c-Met, o MeHblIei mMepe,
Ha 55%. [Tockoneky HGF moxker cBszbiBaTh pernientop c-Met o odonm nomeHam SEMA u B Ig-
00J1acTH, HEKOTOpPbIE AHTHUTENAa MOTYT MHIMOMPOBATH TOJBKO OJHO M3 3THUX B3aMMOICHCTBHM.
Jns  ompeneneHus, Kakoe W3 B3aMMOACHCTBUI HMHIHOMPOBAHO, OCYIIECTBISUIM —aHAIU3
uHruouposanus Ha ocHoBe cMetSEMAHis pe3oHaHCHBIM MEPEHOCOM >Hepruu (ryopecreHunn
¢ BpeMeHHbIM pa3pemenueM (anri. time-resolved fluorescence resonance energy transfer, TR-
FRET).

[pumep 17. KoukypeHuusi antuteJ1 NpoTus c-Met 3a cBs3bIBaHHE C PACTBOPHMBIM
cMetECDHis, usmepennas ¢ nomompbio coHABHY-TUDA.

Bo-niepBeIX, ompenensuii  KOHIEHTPALMH ONTUMAJIBHOTO IOKPBITUS TECTUPYEMBIX
aHTHUTEN MPOTUB c-Met 1 ontumainbHyro kKoHIeHTpanuio cMetECDHis. [lanee nynku pis TH®A
NoKpbIBasU B TeueHne Houu npu 4°C HuMab nportus c-Met, cepuiino passenenasivMu B PBS (8
MKI/MII B 2-KpaTHbIX pasBeneHwsx). 3areM ayHku 111 TUDPA ormeBamu PBST (PBS,
nomnonHeHHbIH 0,05% Tween-20 [Sigma-Aldrich, 3selinapext, Hunepnanapi]) u Onokuposanu B
TedeHne omgHoro yaca npu komHaTHod temmepatype (KT) PBSTC (PBST, nomomxenHssiit 2%
(00./00.) xypunoii ceiBopotkoii [Gibco, Ieticiu, Illornannus)). [Tocne storo, nynku s THPA
ormbiBai PBST u mHkyOupoBaiu B TedueHHWE ONHOrO Haca MPU KOMHATHOW TeMIlepaTtype ¢
onornaunposanibiMu  cMetECDHis cepuiino passenennbiMu B PBSTC (1 mxn/mn B 2-
KpaTHBIX pasBeneHusix). Hecwsizanubiii Ouotnammnposanubiii cMetECDHis ormbiBanu ¢ PBST,
U cBsi3aHHBIA OnotuHIIMpoBaHHbl cMetECDHis nHKyOupoBaiu B T€4EHHE OIHOTO Haca MpHU
KT ¢ 0,1 mxr/ma Ctpenrtasunus-nonu-HRP (Sanquin, Amcrepnam, Hunepianasl) pa3BeqeHHbIM
B PBST. Ilocne OTMBIBKH, peakmMIO BU3YAJIU3UPOBAIM Nocie 15 MuHyTHOH mHKYyOauuu ¢ 2,2'-
azuHo-Omc (3-3THbOeH30THA30MNH-0-cybhoHOBOM kucnoTol (ABTS: passectn onHy Tadierky
ABTS B 50 M1 6ydpepa ABTS [Roche Diagnostics, Anmep, Hunepnaunsi]) npu KT ¢ 3amuToi
or cmera. OxpamyBaHUE OCTAHABIMBAIN TyTeM HOOABJIEHUS PAaBHOIO OO0BbEMa INABEIEBOMH
kuciaoTel (Sigma-Aldrich, 3seitaapext, Hunepnannsr). @ayopecuenuuto npu 405 HM u3Mepsuiu
C MOMOIIBI0 pUAEpa MUKPOTUTPALMOHHBIX mUiaHIneToB (Biotek Instruments, Bunycku, CIIIA).
YcnoBusi, KOTOpble NPUBOAWIHM K cybonrmManbHOMYy (mpuM. 80%) CBSI3BIBAHHUIO KaXKAOTO
aHTUTEeNa, OBUIM OINpeneNieHbl W HCIIONB30BaHbl I TOCHEAYIOIINX HKCIEPUMEHTOB
MEPEKPECTHOTO OJIOKUPOBAHUSI.

Jlynku nns TH®PA nokpeiBaIM aHTHTEIOM NPOTUB c-Met B cyOONTUMANBHON 103€, Kak
ormucaHo Bbime. Ilocme OnokupoBkm nyHku g THUPA wHKYOMpoBamu ¢ 3aJaHHOH
KOHIeHTpauueil onornHunmuposanHoro cMetECDHis B mpucyTcTBrM n30bITKAa aHTUTENA IPOTUB

c-Met. Peakuusi pa3BuBanach, Kak onucaHo Beie. OCTaTOYHOE CBSA3BIBAHHE OBLIO BBIPAKEHO
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KaK IMPOLIEHT OTHOCUTENIbHO CBS3bIBAHMS, HAOIIO1a€MOT0 B OTCYTCTBHH aHTUTENA-KOHKYPEHTA.

Tabnuua 6. [Ipu nobGaBneHNN B KaueCTBe KOHKYPEHTA, BCE aHTUTENA IIPOTUB c-Met ObLIH
CrocOOHBI KOHKYPUPOBATH 3a CBSI3bIBAHUE ¢ MX MMMOOWMIIN30BAHHBIMY SKBUBajieHTamu. 022, 058
u 5DS, mpu no0aBiIeHNN B KaUeCTBE aHTHTEN-KOHKYPEHTOB, KOHKYPHPOBaH ¢ aHTHTeIaMu 005
u 006. OnHako B 0OpaTHOH peaky BBISIBUIM TOJBKO YaCTHYHYIO KOHKYpeHIHto anturen 005 u
006. Dtu oTiuumst MOTYT OBITE 00BsICHEHBI Oosiee HU3kUMHU aduHHOCTIME anTuTen 005 n 006
k OnorunmmupoBanHoMy cMetECDHis. Anrureno SDS, npu nobapneHnn B Ka4eCTBE aHTHUTENA-
KOHKYPEHTa, TaK)K€ AEMOHCTPUPOBAJIO YACTHUYHYK) KOHKypeHUHIO ¢ aHtutenamu 008 u 045,
TOrJa Kak B 0OpaTHOW peakiuy He HaOJFoAa I WM HaOMOOaNd MUHUMAJIBHYIO KOHKYPEHLIUIO.
Kpome Toro, amturena 024, 062, 064, 068 u 181 mpu nobaBieHWHM B Ka4eCTBE AHTUTEIN-
KOHKYPEHTOB JE€MOHCTPUPYIOT YaCTHYHYK) KOHKypeHUHIO ¢ aHtutenoM 101, Torma kak
oOparHasi peakuusi MPOIEMOHCTPUPOBAA MOJHOe MHrubuposanue cpszbiBaHusl cMetECDHis.
3nauyenns Boie, 4eM 100% moryT ObITb 0OBSICHEHBI 3¢ eKTaMi aBUIHOCTH U 00pa3oBaHHEM
komruiekcoB antureno-cMetECDHis, comeprkalunmM ABa HEKOHKYPHPYIOLIUX aHTUTENA.

Anturena 024, 062, 064, 068, 069, 098, 101 u 181 KOHKYpUPYIOT APYT C IPYroM 3a
cesasbiBanne ¢ cMetECDHis. Antmrena 005, 006, 022 u 058 paccmarpuBaiuch Kak
MPUHAJIEKAIINE K OJHOW MepeKpeCcTHO-OJOKUPYIOIIeH Ipyrre, KOTopas OTJINYAeTCs TMOJHON
KoHKypeHuued ¢ 005, 006, 022, 058 u 5DS. Ognako antuTeno SDS Obulo €OUHCTBEHHBIM
AHTHUTEJIOM, KOTOPOE Takke ObUIO CIOCOOHO KOHKYPHUPOBATh 3a CBSA3BIBAHHE C aHTUTENIOM 045.
Jlpyras rpymnma aHTUTeN, KOTOpbIe KOHKYPHPYIOT 3a cBszbiBaHre ¢ cMetECDHis, obpa3oBana u3
008, 035 u G11-HZ.

Tabmuuna 6. KoHkypeHuuss aHTtutrea TOpoTUB  c-Met 32  CBA3BIBaHHE  C

onornaunpoBanHbiM cMetECDHis

Konkypupyouiee aHTHTEI0
HNmmo0unn3zoBaHHoe 005 006 008 022 024 035 045 058
AHTHUTEJIO
005 7,7 18,2 81,9 49 |113,5] 849 |[1169]| 3,6
+1,1 | +3,6 +3,1 +1,3 | £50 | £0,2 | £7,0 | 0,1
006 11,3 14,6 58,8 46 |1133] 67,5 [1145] 3,6
+0,9 | +0,7 +2,2 +0,3 | £1,0 | £42 | £35 | +03
008 63,9 | 473 5,4 82,1 |103,2| 329 |1004| 40,8
+3,1 | +1,2 +0,3 +30 | +04 | £1,0 | £3,8 | +0,8
022 37,9 | 60,5 94,1 3,8 99,4 | 924 | 957 5,8
+3,9 | +4,0 +3,5 +1,2 | +48 | £04 | £3,5 | +0,0
024 98,4 | 101,4* | 104,2* | 100,2* | 54 | 108,1* [ 98,1* | 102,8*
+104 | £16,7 | £12,7 | £90 | £0,5 | +58 |+£119| +12.8
035 36,7 | 33,0 72 546 |121,4| 10,6 | 1250 18,5
+1,0 | £17,6 | +1,7 +6,5 |+£278| +03 |[+168| +25
045 1114 110,6 | 98,5 105,3 | 102,4 | 1054 | 21,3 | 1153*
+1,5 | £35 +3,1 +25 | £5,6 | £5,5 | £0,1 | 6,5
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Konkypupyouiee aHTHTEI0
HNmmo0unn3zoBaHHoe 005 006 008 022 024 035 045 058
AHTHUTEJIO
058 31,4 | 43,6 90,2 6,8 [109,0] 90,1 [111,7] 4,0
+3,6 | +2,1 +2.5 +0,3 | +4,1 | £54 | #49 | +0,2
062 95,8 | 95,2 97,4 94,6 7,3 90,6 | 97,0 | 944
+5,1 | +6,8 +5,3 +40 | £29 | £11,5 | £3,0 | +43
064 90,4 | 90,1* | 94,6* | 9472 7,5 83,5 | 95,0 | 95,5
+1,9 | +14 +0,5 +3,6 | £25 | £122 | #49 | +0,6
068 101,1 | 985 101,7 | 99,6 4,7 88,6 | 100,4 | 101,5
+7,6 | +6,7 +5,5 +4,0 | £23 | £12,7 | £9,0 | +5,1
069 102,3 | 100,3 | 102,1 | 97,8 6,6 91,7 | 99,8 | 100,6
+112 | £123 | £12,8 | £125 | #4,1 | £27.3 |£14,4 | +14,1
098 99,6 | 97,9 99,8 95,8 | 129 | 894 | 96,7 | 98,6
+6,3 | 6,7 +4,2 +5,4 | #4,2 | £20,6 | #£3,7 | £29
101 91,5 | 89,7 94,0 90,7 | 40,5 | 96,7 | 94,7 | 93,1
+72 | +£79 +6,3 +53 | £54 | £1,9 | £5,1 | £52
181 95,9 | 93,7 98,7 92,5 4,3 96,0 | 96,8 | 989
+7,8 | +8,4 +5,8 +74 | £19 | £96 | £6,7 | +9,8
5D5 423 | 5838 90,2 124 | 942 | 98,1 | 83,9 6,6
+14,7 | £194 | +99 +4,7 | £9,7 +13,4| £32
Gl1-HZ 50,5 | 477 33,3 543 | 988 | 328 | 72,0 | 27,6
+7,6 | 2.9 +0,2 +3,7 | £56 | £40 | £99 | +43
Kounxkypennus 75 -> 100%
Konkypennus 25 - 74%
KoHKypeHuus 0 - 24%
Konxypupywomee anTuresio
Hmmob6unuzoannoe | 062 | 064 | 068 [ 069 [ 098 | 101 | 181 | 5D5 | G11-HZ
AHTHUTEJIO
005 117,7(118,2 (128,71 124,0|110,4 | 103,2 | 131,0| 2,9 76,8
+10,7| £7,8 | £9,5 [ £8,0 [ £7,6 [ £5,0 | £7,7 | £0,1 +4.4
006 118,8 (1222 (128,6124,5]|110,6|105,91123,5| 3,1 54,0
+84 | £53 | £6,5 | £1,0 | £23 | #4,1 | +6,1 [ £0,0 [ +35,1
008 100,5 [ 107,1 [ 112,2]1 104,1 | 106,6 | 101,0 | 111,3 | 32,4 2,7
+25 | £6,2 | £5,1 | +44 | £26 | £25 | £1,3 | +0,8 +0,2
022 99,4 [101,9(104,1] 99,6 |104,8|103,6|107,1( 4,2 85,9
+2,0 | £32 | £33 | £6,0 | £#4,0 | £5,1 | £5,2 | 2,1 +8,3
024 2,3 23 | 12,0 | 29 | 10,4 | 48 [ 7,1 |[955%| 982*
+0,6 | £0,6 | £5,5 | £0,5 | #42 | £1,0 | £2.8 | +1,1 +1,3
035 119,6 [ 131,7 [ 175,11 150,91 126,2 | 113,0 | 159,1 | 25,5 7,8
+11,2|£20,0 |£30,2 [£24,9 [£19,9[ +4,6 [+12,9]| +9,9 +3,2
045 103,1 [ 103,7 [ 113,1| 97,0 | 76,4 | 101,5| 99,4 | 27,8 99,3
+35 | £5,7 | £1,4 | £52 |£11,7| £5,1 | £3,8 [ £3.9 +5,3
058 109,1 [ 108,8 [ 118,8|112,6 |111,8|104,4|121,3| 2,8 81,5
+4,6 | £44 | £42 | +40 | £6,2 | £0,8 | £3,1 [ +0,4 +8,6
062 24 | 22 | 142 ] 29 | 132 78 | 94 [ 97,7 | 1013
+0,5 | £0,2 | £1,8 | £0,1 | £0,9 | £1,1 | £1,6 [ £8,5 +0,9
064 22 | 20 | 13,0 2,7 | 147 | 7,6 | 10,1 [94,9%| 102,0
+0,6 | £0,2 | £0,9 | £0,2 | £1,2 | £0,8 | £3,0 [ #4,6 [ 10,5
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Konxypupywomee anTuresio
Hmmob6unuzoannoe | 062 | 064 | 068 [ 069 [ 098 | 101 | 181 | 5D5 | G11-HZ
AHTHUTEJIO
068 20 | 20 | 66 | 24 82 | 4,8 52 | 948 | 1103
+0,3 | £0,3 | £0,7 | £0,4 | £1,3 | £0,7 | £0,6 | £2.7 +6,6
069 22 | 23 | 10,1 | 24 | 125 39 | 63 [994 | 1104
+0,4 | £0,5 | £2,6 | £0,7 | £3,1 | £0,5 | £1,0 [£16,2| +132
098 88 | 93 [ 180 | 3,4 | 2,6 | 40 | 12,0 | 949 99,6
+0,6 | £1,3 | £2,5 | £0,6 | £0,4 | £0,6 | £2,1 [ +1,2 +1,2
101 36,9 [ 37,4 | 459 | 95 97 | 3,7 | 41,9 | 97,2 98,3
+33 | £3,7 | #43 | £12 | £1,5 | £24 | £0,8 [ +4.6 +2,1
181 2,0 | 21 6,5 2,2 5,1 24 | 3,6 | 942 98,7
+0,2 | £0,3 | £1,1 | £0,3 | £1,1 | £0,2 | £0,2 | 4,5 +6,7
5D5 97,6 | 97,1 | 97,8 | 99,6 | 97,6 | 97,9 |103,4| 4,1 97,3
+8,1 [+12,7| £6,6 | £3,9 | £4,9 |£10,6 | +4,3 [ £1,5
Gl1-HZ 95,3 1 99,2 [102,6] 95,0 | 96,2 | 90,1 [101,1] 29,1 2,6
+3,1 | £0,6 | £1,3 | £84 |+11,8| £6,8 | £52 [ £9,2 +0,4

IIpencraBneHHble AaHHbIE SIBISIOTCS IMPOLEHTOM WHIMOMPOBAHHUS CBA3BIBAHUS + CT.
OTKJI. 3 He3aBUCHMBbIX 3KcrepuMmeHToB. /s anturen 035, 5DS u GI11-HZ nepekpectHO-
onoxupyromuii THPA OCyIIEeCTBIsIIN TOJBKO ABaXAbl. KpoMe TOro, HECKOJIbKO KOHKYPEHTHBIX
peakuuii (*) maBmmx 3HaueHuss OnrtumanbHOU IlnoTHOocTH BbIme, deM 5,0, KOTOpBIE BBIIIE
npenena aerekuuu pugepa amsi TUPA. DTu pesynbrarsl ObUIM HCKIIOUEHBI U3 aHAJIHM3A B
pe3yJIbTaTe MOBTOPHBIX U3MEPEHUH.

Hpumep 18. bBbaokupoBanue cBs3biBanua HGF ¢ cMetSEMA-567His8,
onpejaeeHHOE AHAJIHU30M Pe30OHAHCHOIO MepeHoca dHepruu ¢uiyopecueHHH ¢ BpeMeHHbIM
paspemenuem (TR-FRET)

HGF moxer cpsspiBaTh pernentop c-Met kak B nomeHe SEMA, tak u B IgG-o0mactu.
Onnako Tonbko cesizpiBanne HGF ¢ momenom SEMA oka3anoch KpUTUYECKUM ISl AKTHBALUN
penenropa. Ilo sToii mpuumne, ¢ mnomombto TexHomorun TR-FRET Oviio uccienoBaHo
B3auMozneiicTeue antuten npotuB c-Met ¢ gomenom SEMA peuentopa c-Met. s
OCYIIECTBIIEHUs] JaHHOTO AaHajh3a Ha OCHOBE OIHOPOOHOro cOmmkeHus, (akrop pocra
renatountoB (HGF, ProSpec Tany, Pexosor , M3panib) KOHBIOTHPOBAIH C (IIyOPECLEHTHBIM
kpacureneM-akientopom AlexaFluor-647 (Invitrogen, bpema, Hunepnangsl). cMetSEMA-
567His8 wmerwnu  QuyopecUeHTHOH JOHOPHOW  MOJIEKYJIOH, HAmpaBJICHHOW MpPOTHB
rucTHANHOBOH Metku (Anti-6xhis Europium®, PerkinElmer, Typky, ®unstanus). Cpsi3biBaHue
HGF, xombroruposansoro ¢ AlexaFluor-647, ¢ meuennsiv Espormem’ cMetSEMA-567His8
JeNaeT BO3MOXKHBIM TIEPEHOC 3HEPTHU C JOHOPHOW MoseKysbl (Bo30yxnaeHue 340 HM) Ha
AKLENTOPHYID MOJieKysy (dmuccusi 665 HM). CpenHIO HWHTEHCHBHOCTH (DJIyOpPECHSHIINH MPU

665 M nm3mepsim Ha punepe «EnVision 2101 Multilabel reader» (PerkinElmer). Konkyperuuto
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HeMmeueHbIX aHTuTen npotus c-Met ¢ HGF, konbtoruposanuemm ¢ AlexaFluor-647, namepsnu nmo
yMmenbuieHnt0 curHaja TR-FRET npu 665 HM, H3-3a TOro, 4TO B HECBS3aHHOM COCTOSIHUM
OUCTAHLMST MEXIy IOHOPHBIM M AaKLeNnTOPHbIM (uyopodopaMH CIMIIKOM OOJbIuas s
OCYIIECTBJIEHUS [IEPEHOCA SHEPTUH.

Bce passemenuss Obutu chenanel B 0,5x Oydepe nmnst merekiuun « LANCE Detection
Buffer» (PerkinElmer), nonmonuennom 2,67% crabuwnmmsupyromum pactopoM (PerkinElmer) u
0,03% (06./06.) Tween-20 (Riedel de Haen, 3enbue, I'epmanus). 25 mxn cMetSEMA-567His8
nobasmsmn k 25 mxn HGF, xomwtormpoannoro ¢ AlexaFluor-647, 35 mxn «Anti-6xhis
Europium3+» U 25 MKJ HEMEUEHOro aHTHUTEeJa MPOTHB c-Met B 90-IIyHOUHOM IUIAHIIETE «Opti-
white» (PerkinElmer). beuta monydena koHeuHast koHueHTpauus 2,93 mxia/mn cMetSEMA-
567His8, 0,96 mxi/mn HGF, kousrorupoBanHoro ¢ AlexaFluor-647 u 0,4 mxin/mn «Anti-6xhis
Europium3+». TectupoBanu 4-kpaTHOE CEPUHHOE pa3BEAEHUE HEMEYEHOIO aHTUTENa MPOTUB C-
Met B nuanazone 0,49-8000 ur/mu. ITocne nakyOouposanus npu 4°C B TEMHOTE B TEUEHHE HOYH.
CpenHior0 HMHTEHCHBHOCTh (DIFOOPECHEHLMH NpH 665 HM HU3MEpsIN C IMOMOLIBI0 puaepa
«EnVision 2101 Multilabel reader» (PerkinElmer) co crneayrommmu ycraHaBIMBaeMbIMU
napamerpamu: napHoe 3epkano Lance/Delfia, ¢unetp smuccun 615-665 =M, Qunbtp
BO30y:kaeHust 320 HM, Bpems 3anepxkku 60 mkc, okHo 100 mkc, 100 Bcmbimek, 2000 Mkc Ha
LUKJI ¥ JIBYHANpaBJIeHHOE MOCTPOUHOE cuuThbiBaHue. [ onpenenenus 3HaueHuit ICso kpusble
CBSI3BIBAHMS AHAJM3UPOBAIN C TIOMOLIBIO HEJMHEHHOW perpeccuu (CUTMOHIAJbHAS KpHBas
«no3a-3gdexkT» ¢ BapuadENbHBIM HAKJIOHOM) C TIOMOIIBIO TPOrPaMMHOrO oObecredeHus
«GraphPad Prism V4.03» (GraphPad Software, Can-/{uero, Kamudopuus, CIIA).

Ha ¢urype 6 npencraBieHbl KpuBble MHTHOUPOBAHUS CBSI3bIBAHUS PA3JINYHBIX AHTUTEI,
cBsi3bBarOIUX Met, ripu cBsizbiBaHnH ¢ cMetSEMA 567His8, mporecTupoBaHHBIE ¢ TOMOIIBIO
TR-FRET. 3a wuckmouennem antutren 008, 035 u 096, Bce aHTuTEna ObUIM CIOCOOHBI
koHkypupoBatb ¢ HGF, konbtorupoBanubiM ¢ AlexaFluor-647, 3a csspiBanue ¢ cMetSEMA-
567His8. Antureno 022 Opuio ciocoOHO mHruOomposath ~80% cesspiBanus HGF, torma kax

anthTena 005, 006, 024, 045, 058, 061, 062, 064, 068, 069, 101, 181 wu auTHTeNO

MOJIOXKUTENBHOTO KOHTpoJsi SDS Opun criocobubl mHrHbupoBats >90% cesaseiBanue HGF ¢
cMetSEMA-567His8. Omnpenenuiu 3nadenus: 1Cso, koTopeie Haxonmsitcs B nuanazoHe 0,082-
0,624 MKr/mt.

Tabmuua 7. 3Hauenus 1Csy (Mr/min) u mMpOLEHT MHIHOUPOBAHHUS AHTUTEIAMU TPOTHUB C-

Met cesizpiBanus uranaa ¢ cMetSEMA-567His8, onpenenennsie ¢ nomouipto TR-FRET

MAT ICsy % uHruéupoBaHus
005 0,16 92
006 0,16 92
008 H.O. 4
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MAT ICsy % uHruéupoBaHus

022 0,37 77
024 0,39 95
035 H.O. 19
045 0,17 92
058 0,15 99
061 0,49 96
062 0,58 97
064 0,07 97
068 0,26 96
069 0,54 97
096 H.O. 16
098 0,55 98
101 0,53 96
181 0,34 93
5D5 0,2 95

[IpencraBneHHble qaHHbIE SBISAIOTCS cpenHUM MFI Tpex He3aBUCHMBIX 3KCIIEPHUMEHTOB.

Ipumep 19. Ananus ;xkusnecnocodnoctu KP4

AHTHTENa TpOTHB Cc-Met TecTHpoBaJM MO HMX CIIOCOOHOCTH HMHTHOHPOBATH
xu3HecriocoOHocTh KiteTok KP4 (Riken BioResource Center Cell Bank, RCB1005). Knetku
KP4, xoTopbie ayTOKpUHHBIM 00pa3oM 3KCIIPECCUPYIOT BBICOKHE ypoBHHU Kak c-Met, Tak u HGF,
pacceBasii B 90-TyHOUHOM KynbTypaimbHOM IutaHimere (Greiner bio-one, ®PpuKkeHXay3eH,
I'epmanwmst) (10000 knetok/nyHka) B 6eccbiBopoTouHoii cpene (1 wacte HAM's F12K [Cambrex,
Hcr-Pesepdopn, Heto-JIxxepcu] u 1 vacte DMEM [Cambrex]). [Tonydanu 66,7 HM pa3BeneHue
aHTHuTena c-Met B OECCBIBOPOTOUHOMN cpene M no0aBisuiy K KierkaMm. YUepes 3 nHsA MHKyOauuy,
KOJIMYECTBO KU3HECIIOCOOHBIX KJIETOK MOACYUTHIBAIN ¢ moMoInbio «Alamarblue» (BioSource
International, = Can-®pannucko, CIIIA)  cormacHO  MHCTPYKIMM  MPOU3BOIUTEIIS.
QyopecleHIIMI0 OTCIeKuBajan ¢ mnomolnbto puaepa «EnVision 2101 Multilabel reader»
(PerkinElmer, Typky, @uHIAHANA) CO CTAHAAPTHBIMHU mapaMmeTpamu st « Alamarblue». Curnan
«Alamarblue» 0OpabOTaHHBIX AHTHTEJIOM KJIETOK HAHOCWIM HAa IHArpaMMy B BHUIE MPOLICHTA
CHUTHAJIa TI0 CPABHEHHIO ¢ HEOOPaOOTaHHBIMH KJIETKAMH.

Ha ¢urype 7 u3obpaskeHO MpOLEHTHOE WHTHOUPOBAaHUE KU3HECTIOCOOHBIX KiieTok KP4
nociae oOpaOOTKM AHTUTENIOM, CBSI3bIBAOLIUM c-Met, O cpaBHEHHMIO ¢ HEOOpPaOOTaHHBIMU
knerkamu (0%). OxalimiieHHbIE PaMKOH KJIOHBI SIBJISIIOTCSI AHTHTENIAMH, KOTOPBIE MEPEKPECTHO
KOHKYPHUPYIOT APYT ¢ APYrom, kak onucano B npumepe 17. MaTepecHo, uto anturena 024, 062,
064, 068, 069, 098, 101 u 181, xKoTOpBIC MPUHAANEKAT K OTHOU MEPEKPECTHO-ONOKHUPYIOIIEH
rpyrre, Bce OblIN criocoOHBI HHrHOUpOBaTh ku3HecriocodHocts KP4 (18-46%), kak sune IgGl,
tak 1 B Buge moiekyn «UniBodyy. Taxoke monexyner IgGl antuten 008, 061 u 096 Obum

croco0OHbI MHrUOMpoBaTh ku3HecriocoOHocTs KP4, Hanportus, antureno 045 ne mHrndoupyer
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xuzHecriocobHocts KP4 vu B Bune IgG1, au B Bune monekynbl «UniBodyy. s Uni-1016-045-
TE »5T0 BO3MOXHO TMNPOUCXOAWUT U3-3a €ro HHU3KOH Kaxymeics apPuHHOCTH K
MeMOpaHOCBsI3aHHOMY c-Met, 4TO Hu3MepeHo ¢ momombio aHammza FACS (mpumep 13).
Anturena IgGl kmonoB 005, 006, 022 w 058 He UHrUOWPYIOT 3HAYUMBIM OOpazoOM
xusHecrnocoOHocTh KP4, Torma kak Uni-1016-022-TE, Uni-1016-058-TE u IgG1-1016-058-
wtFab uarntuposanu skuzHecnocooHocts KP4 Ha 57, 38 u 44%, coorBercrBenHo. Uni-1016-
005 m Uni-1016-006 Takke mNepeKpecTHO KOHKYpuUPYIOT ¢ kioHamu 022 um 058, HO He
UHTUOMPYIOT 3HAYUMBIM 00pazoM ku3HecrnocoOHocTh KP4, DTO BO3MOXKHO MPOMCXOANT H3-32
WX HU3KHUX Kaxymuxcs adpGuHHOCTEH, m3MepeHHbix aHanm3oM FACS (npumep 13). UnTepecHo,
yro IgG4-1016-058 Takke MpoAEeMOHCTPHPOBAT HEKOTOPOE HHTMONPOBAHHE JKHU3HECTTOCOOHOCTH
KP4. Dtoro He Habmonanocs ¢ IgG4-5D5).

B nenom naHHbBIE yKa3bplBalOT Ha TO, YTO B HEKOTOPBIX MEPEKPECTHO-OJOKUPYIOIIHX
rpymnmnax, ajust HHruoupoBanust skuzHecriocoonoctn KP4 tpedyercss MOHOBaNIEHTHOE CBSA3BIBAHHE,
TOTJa Kak B JIPYTHX MEPEeKPeCTHO-OJIOKUPYIOIUX Tpymnmnax skusHecrnocoOHocts KP4 moryr
UHTUOMPOBATh KAK MOHOBAJICHTHO, TaK U OMBAJIEHTHO CBSI3BIBAIOLIIE AHTHTENA.

Hpumep 20. OnyxoseBass moaeabp Ha ocHOBe KceHoTpaHcmiantata KP4 B SCID-
MbIIIAX

OnyxoneByr0 MOJeNb Ha OCHOBE KceHoTpaHCIuiaHTata B SCID-Mblmax HMCMOIb30BaATN
s onpenenenus >¢dextusHocTn HuMab npotus c-Met mpu MHIHOMPOBAHUU OIMYXOJIEBOTO
pocta in vivo. Cemu-onnaHanuat HenenbHble caMku SCID-mbrmeti, muann C.B-17/IcrPrkdc-
scid/CRL, npuobpenu y «Charles River Laboratories Nederland» (Maactpuxt, Hunepnanasl) u
COIEpA B CTEPHJIbHBIX YCJOBUSX B KJIETKAX C BEPXHUM (HIBTPOM C KOPMOM U BOIOH,
kKoTopele npemraranuck ad libitum. J{ns uaeHTHUKANN MBIIEH HCMOMB30BAIN MHUKPOUYHUIIBI
(PLEXX BV, Dnct, Hunepnannsl). Bee skcniepuMenTh! ObUTH 0OOPEHBI KOMHUTETOM I10 STHKE
OTHOILIEHUS K YKUBOTHBIM YHUBEPCUTETA Y TPEXTA.

B nenp 0, 10x106 xneroxk KP4 unokynuposanu noxakoxkHo B 200 mxin PBS B mpasbiit
Ook. Mplmieli mpoBepsUIH, MO MEHBIIEH Mepe, TBAKIbl B HEAETIO MO KIMHHYECKUM NPU3HAKAM
3aboneBanus. Pasmep omyxoim onpenensin, o MeHblIeld Mepe, pa3 B Hexenmro. OO0beMbl (MM3)
paccunThiBamu 1ocne u3MepeHnd ImrtaHreHimmpkyjgem (PLEXX) kak 0,52 x (anmHa) X
(wupuHa)2, HaunHas ¢ 16 nasa. Ha 9 neHp m3Mmepsiin cpenHue pasMepbl OMyxoJyiel W Mblmei
paznmensuii Ha 8 rpynm no 7 Melmei B kaxnoi. Artutena npotus c-Met (008, 058, 069 u 098)
uHbeLHpoBaIN BHYTpHOptomuHHO. AHTUTeNno G11-HZ wucnonmp3oBaiu B KayecTBE aHTUTENA
MOJIOKUTETIBHOTO KOHTPOJIS, TOrza Kak anturena SDS 1 U30TUITHOrO KOHTPOJIA UCMOJIb30BANIU B
KaueCTBEe AHTUTEN OTPULATENBHOrO KOHTPOJs. MbIM nojy4danu Hacelmaromyr no3y 400

MKI/MBILIb € TIOCJEAYIOIIEH exXeHeNeTbHON nmoanepxuBatomeii 10301 200 MKI/MbIIIb, B TEYEHHE
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7 Henens.

JlononauTenbHO 00pa3Lbl MIa3Mbl, coOUpanu a0 BBeAeHUs 1, 3 u 5 momaepskuBaromeit
JI03bl, a 3aTe€M Mbllllel YMEpPIUBISAIN, U ONpPENeNsi Hajauuue udenoBedeckux IgG ¢ momolpro
JaTeKCHbIX rpanys Ha Hedenomerpe «BNID» (Dade Behring, AtrepOypu, Benukodpuranus).

Ha ¢urypax 8 u 9 mokazaHo, uro onyxonessiii pocT kierok KP4 uarnbuposann HuMab
008, 069, 098 wu mnonoxurenbHblli KoHTponb G11-HZ. HMHrubupoBaHue CpaBHHBAIH C
00pabOTKOH AaHTUTENIOM H30THIINYECKOro KOHTpoist. OmyxoneBblx pocT kietok KP4 Ovun
3aMeJUIeH, HO He ObLI MOJHOCTBIO HHTHOUPOBaH KOHTpObHBIM anTurenoM G11-HZ. Knoner 069
u 098 mponeMoHcTpUpoBaIK OOJee MOITHOE MHIHOWPOBAaHHUE MO CpaBHEHUIO ¢ KioHamu 008 u
Gl11-HZ. Anrurena 5D5 u 058 He MHrHOMpOBaM OMYXOJEBBIA POCT. DTO COTJIACOBAJIOCH C
TAHHBIMH 1N Vitro, ONMMCaHHBIMU B IpuMepe 19. B COBOKYMHOCTH, 3TH TaHHBIE YKa3bIBAIOT Ha TO,
YTO B HEKOTOPBIX MEPEKPECTHO-OJOKUPYIOMINX TPYIax OMBAaJEHTHO CBSI3bIBAIOLINE AHTHUTENA
MOTYT HHTHOUPOBaTh pocT omyxoin KP4.

IIpumep 21. OnyxonesBasi Moae/ib HA OCHOBe KceHOTpaHcmyiaHTata MKN45

OnyxoneByr0 MoOAeNb KCEHOTPAHCIIAHTAaTa 4eJIOBEUECKOH aJeHOKapLUHOMBI KellyJKa
MKN45 B royibIx MbIlllaX HCIOJIB30BAN s onpeaesenus s¢gexkrusHocTn HuMab npotus c-
Met npu HTHTUOMPOBAHUH OIYXOJIEBOTO POCTA i71 ViVO.

Knerxu uenosedeckoil ageHokapuuHoMbl xkenynka MKN45S kynstusuposanu npu 37°C
u 5% CO; B cpene RPMI-1640, conepskatueii 100 equann/Ma HaTpueBoil conu neHunWwunHA G,
100 mkr/mn cynbdara crpenToMunuHa, 25 MKr/mi rentamunuHa, 20% ¢ertanpHONW Oblubeit
ChIBOPOTKH U 2 MM rnyramuHa. Mcnonb3oBanu CeMU-BOCBMHU HENENBbHBIX CAMOK TOJIBIX MBILIER
(nu/nu, Harlan) (maccel Tena B nuamaszoHe ot 17,0 mo 26,4 r B Havaje HCCIEIOBAHUSA).
JKuBorHble moONy4danu Bomy U KopMm ad [ibitum. Mpnuel pasMmemaid B YCIOBHSX,
YIIOBJIETBOPSIIOLINX PEKOMEHIAIMSIM PYKOBOACTBA IO YXOAY M MCIOJB30BAHUIO JTAOOPATOPHBIX
JKUBOTHBIX. YXOJ 3a JKMBOTHBIMH M TMpOrpaMMa HCIIOJNb30BAHUA OBUTM aKKPEIHTOBAHBI
AAALAC. B 0 gmems, 1x10e’ xmerox MKN45 MHOKYIHPOBAIH TOAKOXHO B 200 MK 50%
marpureist B PBS B 6ok kaxxmoii meimy. B 7 neHb, JKUBOTHBIX pacCOPTHUPOBAIU B MSATh TPYII
(n=10) co cpenanm obwvemoMm omyxonu ot 80 no 120 mMm3 u Havanmu 0oOpabOTKy. AHTHUTENA
npotue c-Met (008, 058, 069) nHBEHHPOBAIM B XBOCTOBYIO BeHY (B.B.). AHtmreno Gl1-HZ
HCIOJIb30BAJIM B KaUeCTBE AHTHUTENA IMOJIOXKUTEIbHOIO KOHTPOJISL, & AHTUTENO M30TUIINYECKOrO
KOHTPOJISI MHCIIONIb30Bajld B KauyecTBE aHTHUTENIa OTPULIATENIbHOIO KOHTpossd. Bce wblimu
nonyuniu 40 mr/kr anturesa Ha 7 neHb u 20 mr/kr antutena Ha 14, 21 u 28 neHs.

Onyxonu M3Mepsiau ABaXKAbl B HEAETIO C MOMOUIbIO INTAHMEHLUPKYJS A0 KOHEYHOIO
obbema omyxomu 700 MM® WIM 10 KOHuA mccmenoBadms (mesb 62). Ha durypax 10 u 11

MOKA3aHOo, 4TO POCT omyxojiu kietok MKN45 Obut 3Hauumo 3ameier antureiaamu 008, 058,
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069, u xoHTpospHbIM aHTHTeNOM Gl1-HZ 1o cpaBHernmoo ¢ 00paboTKOH aHTHUTEIOM
U30THITNYECKOTO KOHTPOJISL.

IIpumep 22. CHuKeHHE OCTATOYHOM aroHMcTHYeckoil akTuBHOcTH IgGl-aHTHTEN
npotus c-Met nytem ocjiab1eHus1 KOH(POPMALMOHHOMN rHOKOCTH

EcrectBennniii murann c-Met, HGF, sBnsercss (yHKIMOHAIBHBIM IHMEPOM, KOTOPBIH
UHAYLHPYeT JOUMepU3aluio AByX Moiekyn c-Met. Ilocnenyromee BHYTPHKJIETOYHOE
bochopunrpoBanre BHYTPUKIETOUHOTO IOMEHa C-Met MPHUBOAMT K AaKTHBALWH HECKOJBKHX
CHUTHAJIbHBIX MyTEH, KOTOPbIE BOBJIEYECHBbI B MpoNU(epanno, UHBA3HIO M BbDKUBAHHE KIETOK.
BonpmmHCTBO OWMBAJEHTHBIX AHTUTEN, WHAYLHUPOBAHHBIX MPOTUB C-Met, AEMOHCTPHPYIOT
cpaBauMble ¢ HGF s¢¢exThl Ha HanpaBieHne pa3BUTHS KIETOK, OCOOEHHO KOTTIa CBSA3BIBAEMBIE
AHTHUTEJIOM 3IIUTOMBI B c-Met pacnonokeHsl OkoJo Uik B fomeHe SEMA.

Jns  MUHUMH3aLUMM  [OTEHUUAJbHONM OCTATOYHOM AarOHUCTUYECKOM AaKTUBHOCTHU
OouBanenTHbIx anTuTen IgGl, ObUTa MCHOIB30BAaHA CTPATETHsl YMEHBIIEHHsI KOH(POPMAIIMOHHON
ruokoctu. B IgG1 y mreueit Fab ects Oonbiuas cteneHb ¢cBOOONBI st IBHXKEHHUSI OTHOCUTEIBHO
nomeHa Fc. HaunGonpimme KoH(GOpPMAIMOHHBIE M3MEHEHHs SBIISFOTCS Pe3YyJbTaTOM T'MOKOCTH
IIapHHUpPA, KOTOPBIN Mo3BoisieT mWupokuil nuanaszoH yrioB Fab-Fc (Ollmann Saphire, E., R.L.
Stanfield, M.D. M. Crispin, PW H.I. Parren, P.M. Rudd, R A. Dwek, D.R. Burton and LA.
Wilson. 2002. Contrasting IgG structures reveal extreme asymmetry and flexibility. J. Mol. Biol.
319: 9-18). Ogun nyTh yMeHblIeHUs1 THOKOCTH Fab-1uteda B ”MMyHOTI00Y IHMHAX 3aKJIFOYAETCS B
NPEAOTBPALICHNH O0pPa3OBaHUs TUCYJIb(UIHBIX CBA3CH MEXKAY JIETKOW W TSDKEJNOH LEmbio
MOCPEACTBOM TeHeTHdeckol wmonmudukaunu. B ecrectBeHHoM anTuTene IgGl nerkas uemnb
COEAMHEHA KOBAJEHTHO C TSDKENIOW LENblo 4epe3 IUCYIb(PHIHYI CBS3b, coenuHstouyro C-
KOHIIEBOH LMCTEHH JIETKOW Lenu ¢ nuctemHoM B mosuimu 220 (C220 mo mymepaunu EU) B
mapaupe Fc Tspkenoit uenu. JInbo nmyrem myranym amuHOkuCaIoTel C220 B cepuH uin Jr00yIO
APYTYIO €CTECTBEHHYI0 aMHUHOKHUCIIOTY, JTUOO MyTeM NOJHOTO YAAJIeHHs MIapHHUpa, JHOO MyTeM
3amenbl mapHupa IgGl Ha mapuup IgG3, obpasyercs Mojekyia, B KOTOPOH JIerKHe LEemH
coennHEeHbl dYepe3 uX C-KOHIEBBIE LUCTEMHBI, AHAJOTHYHO CUTyallMH, OOHApy>KEHHOH B
yenoseueckoM nzotune IgA2m(1). 3to nmpuBoguT K cHIkeHHON rudOkoctu Fab oTHOocHTENbHO
Fc u crnemoBatenbHO CHIIKAET CHMOCOOHOCTh K MEPEKPECTHOMY CBSI3BIBAHHIO, YTO IOKA3aHO B
CPaBHUTENIbHBIX HCCJIEAOBAHUIX arOHHCTUYECKOro aHTHTena mpotus c-Met (SDS) B dopmare
IgA2m(l) u IgG1 npu ananmze xuzHecnocoonoctu KP4 (purypa 12).

Hpyras crtpareruss ymeHblneHHss ruOkoctu Mousekynsl IgGl 3akmodaercss B 3amMeHe
mapaupa IgGl Ha mwapamp IgG2 wm IgG2-nogoGueiii mapuup. (Dangl et al. EMBO J.
1988;7:1989-94). JlanHast mapHupHas 00JacTh MMEET I1Ba CBOMHCTBA, OTJIMYHBIE OT CBOWCTB

mapuupa IgGl, KoTophie, KaKk CUYMTAETCS, AENAIOT MOJIEKYJy MeHee rmOkoi. Bo-mepBbix, mo
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cpasHeHMro ¢ mapHupoM IgG1 mapuup IgG2 Ha 3 aMUHOKHUCIOTE KOpode. Bo-BTOpbIX, MapHUP
IgG2 comep:XUT AONMOJHUTEIBHBIA LIUCTEHH, TaKUM 00pa3oM, obpasyercss TpH, BMECTO IBYX,
IUCyIb(QUIHBIX MOCTHKA BHYTPHU TSDKENIOH Lernu. B mHOM cityyae, MOXKeT OBbITh BBEJIEH BapUAHT
mapaupa IgGl, koropeiii umeer cxoxacto ¢ mapaupoM IgG2. Oror myrant (TH7A6-9)
(W0O2010063746) conepxur mytauuto T223C u ase neneunn (K222 u T225) ansa obpa3oBanust
Gonee KOPOTKOTO MIAPHUPA C AOMOIHUTENbHBIM LIUCTEUHOM.

IIpumep 23. Ionyuenue moJjexkya IgGl ¢ nmoHmmeHHOH rHOKOCTBHIO (PKeCcTKHe
MoJiekyJibl 1gG1)

Knonuposanue u 3xcnpeccust

MyranTtHble aHtHTena IgGl Opum paspaboTaHbl W KIOHHUPOBAaHBI C  TTOMOLIBIO
CTAaHAAPTHBIX MOJIEKYJIsIpHO-Ononorndecknx Merogos. O030p NOCIENOBAaTENbHOCTEH BCEX
MOJIYYEHHBIX MyTallUi IapHUPHON 00JIaCTH MPEACTAaBIICH B Ta0IHLIE 8 HIDKE.

Tabnuua 8. AMHHOKHCIOTHasl TIOCIENOBATENbHOCTh MIapHHpa MyTaHTHbIX IgGl-

aHTuTelN. Jlenennu oTMeueHsl ‘-, a MyTaluu MOAUYEePKHYTHI.

IgG1 JQuxuii Tun EPKSCDKTHTCPPCP
IgG1 Mlapuup-IgG2 ERKCCVE---CPPCP
IgG1 AC220 EPKS-DKTHTCPPCP
IgG1 C220S EPKSSDKTHTCPPCP
IgG1 TH7A6-9 EPKSCD-CH-CPPCP
IgG1 ¢ ynaneHHbIM WHAPHUPOM  ——--------—-—--

(Uni-IgG1)

ELKTPLGDTTHTCPRCPEPKSCDTPPPCPRCP
EPKSCDTPPPCPRCPEPKSCDTPPPCPRCP

IgG1 apuup-IgG3

Jlna skcrnpeccur MOJy4deHHbIX ‘kecTKux aHturen IgGl B kieTkax MIIEKOMUTANOIIMX,
koHcTtanTHYI0 obnmacte HC u3 IgGl, comepskamnyro myranuu B 0OONacTH LIapHUpa (CM. BbIIIE
Tabnuiy 8), CHHTE3UPOBAJIH B BHIE KOHCTPYKTA C ONTHMH3HPOBAHHBIMU KOJOHAMU B BEKTOPE
i skcnpeccmn B muekoruTaromux  pcDNA3.3  (Invitrogen). OtaenbHBIH — BEKTOD
CKOHCTPYHPOBAJIU MyTEM BCTABKH ONTHMH3HUPOBAHHON MO KOJAOHAM KOHCTAaHTHOH OONAcTH B
obnacte 4denoBeueckoil jerkod nemu kamma B pcDNA3.3. O6mactu VH u VL kxnona 069 u
KOHTPOJIbHOTO aHTuTena SDS BeTraBmsum B miia3Muay ¢ KoHCTaHTHOH oOnacteio HC n mnasmuny
C JIETKOM LETBIO KaIlla, YTO AaeT BEKTOpa JJIS SKCIPECCHH (MyTUPOBAHHBIX) TSKEJION M JIETKOH
neneil crneuuduyeckux aHtuTeN. KoTpaHCheKuss BEeKTOPOB C TSDKENOW W JIETKOW IeTsIMU
cneunpuyeckoro anturena B kierkax HEK-293F (Invitrogen), mpuBoamia K BpeMEHHOH
BbIpAOOTKE MYTAHTHBIX aHTUTeN. OUYUCTKY AHTUTEN OCYIIECTBIISUIM C TMOMOINBIO adUHHON

KOJIOHOYHOH Xpomarorpaduu ¢ mpoTenHoM A (Kak onucaso B npumepe 11).
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Onpenenenne OHOXHMHYECKHX XAPAKTEPUCTHK

Bpemennan sxcnpeccusn

Bce MyTaHTBI SKCIIPECCHPOBATUCH HA JOCTATOYHBIX YPOBHSIX U HE JAEMOHCTPHPOBAIH
abeppaHTHOe OOpa3oBaHHE MYJIBTHMEPOB, 4TO OBUIO ompeaeneHo mocpenctsoM MS (>99%
yrcrorsl) U JJCH-ITAAT .

Pesynbrater JICH-ITAATL npencrasnens! Ha ¢urype 13. HaGmonanu B myrantax C220
(C220S u J1C220) u BapuanTtax IgGl ¢ ymanenasM mapHupoMm (Bapuantsl IgGl ¢ ynaneHHbIM
mapHupoM Takke HasbBatorcs UniBody-IgGl wmm Uni-IgGl) cnapuBanue nerkux Leme,
BUIUMOE B BUie OeKoBOM mosiockl okosio S0 k/la mpu aHam3e B HeBoccTanapnuBaromem JJCH-
ITAATI'. Bapuant ¢ mapHupoM IgG3 Taxke nMponeMOHCTPUPOBAJ CIIapUBAHUE JIETKUX LiETIeH,
torna kak BapuaHT ¢ mapHupom IgG2 u mytant IgGl TH7A6-9 npoaeMoHCTpUpoOBaiIu
HOPMAaJIbHOE CIIAPUBAHUE JIETKOW U TSKEION LieTei.

IIpumep 24. CpolicTBa cBSI3bIBAHUSI MYTAHTOB ¢ c-Met

CaolicTBa CBsA3BIBAaHUA MYTaHTOB ¢ c-Met TectupoBanu ¢ nomouibto THUDA. JlyHku
wianmera 11 TUPA mokpemBamun B tedenne Houn npu 4°C thHGF R/Fc Chimera (R&D
Systems; Cat.358MT/CF) B PBS (1 mkr/mi). 3arem nysku nist TM®@A ormeiBanu PBST (PBS,
nomnonHeHHbIH 0,05% Tween-20 [Sigma-Aldrich, 3selinapext, Hunepnannsi]) u Onokuposanu B
TedeHne omgHoro yaca npu komHaTHod temmeparype (KT) PBSTC (PBST, nomomuenssiit 2%
(00./00.) xypuHoii ceiBopoTkoii [Gibco, [Teticu, [llotnannus]). ITocne 3TOro, TyHKH OTMBIBAJIH
PBST u unHkyOupoBasu B TE€YEHHE OIHOTO Yaca NMPH KOMHATHOW TEMIIEpaType C aHTUTENIaMH
npotuB c-Met u Bapuantamu, cepuiiHo pa3BeneHHbIMU B PBSTC (10 mMkn/mn B 4-KpaTHbIX
pa3BeneHusix). HecsizanHOe anTuTENno otMeiBaiy ¢ nmomoinbio PBST, u antureno, cesizanHoe ¢
MOKPBITUEM OMpeNesisuIi Npu uHKyOaunu B TedeHue omnoro 4aca npu KT ¢ koseumu F(ab')2-

HRP nporus genoseueckux IgG, passenennsix B PBST (Jackson cat.no. 109-035-097). Ilocne

OTMBIBKH, PEAKLWI0 BH3YAJIM3HpPOBaNH |5 MuHyTHOH wmHKyOammeir c 2,2'-a3uHo-Ouc (3-
STUIIOEH30THA30IUH-0-CyIb(poHoBON kucioToit (ABTS: passectu ogHy Tadbnerky ABTS B 50 M
oydepa ABTS [Roche Diagnostics, Anmep, Hunepnannei]) mpu KT ¢ 3amurtoit oT cBerta.
OxpammBaHie OCTaHABIMBAJIN IyTeM JIOOABIEHHS PABHOrO O0BEMa IIABENIEBOH KHCIOTHI
(Sigma-Aldrich, 3etinapext, Hunepnanner). ®nyopecueHumoo mpu 405 HM H3Mepsud C
MIOMOIIBIO pUIepa MUKPOTUTpAlMOHHBIX ImaHmeToB (Biotek Instruments, Bunycku, CIIIA).
Bce mytanTBl CBsI3BIBANIHMCH C c-Met co cpaBHHUMOI Habmomaemoir addunHOCTRIO (ECS0)
(purypa 14). B Tabmuue 10 npencrapnens 3HaueHuss ECs) MyTaHTOB, MONYYE€HHBIX B JAHHOM

SKCIECPUMEHTE.
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Tabnuna 9. 3nauenus ECso, onpenenennsle ¢ nomomso THOA

IgG1- IgG1- . IgG1- .
1eG1- | 1891 | 1861 | 516 | 1eG2- | 1016- | UM | 1eG1- | 1016- | U0
1016- | 1016- 1016- IgG1-
1016- 069- | 1016- | 069 1016- | 069-
069 | 99 | 909 Apypanuu| 069 |TH7A6-| %% | 069 |tmapem| 010
JIC220| €2208 | e 0 TE b1aG3| 06
(Erc/;i) 495 | 18,87 | 15,56 | 23,03 | 29,61 | 18,81 | 30,08 | 45,43 | 14,18 | 15,39

IIpumep 25. CHnxeHHbIH aroHucTHYecKuil ekt KecTkux 1gGl-anTuTe1 NpoTHB
c-Met

Dochopunuposanue peyenmopos

Jns  ompeneneHuss aroHUCTUYECKHUX CBOWCTB 3alWINEHHBIX AHTUTEN HCCIEA0BAIH
Bo3neiictBue aHtutren Ha (QochopunmupoBanue c-Met. ITlocme nmumepuzanuu  ABYX
COCEICTBYIOIUX perentopoB c-Met nmubdo ecrectBeHHbIM JurangoM HGF, mubo 6oapmmHCTBOM
OWBaJCHTHBIX AHTHUTEN, TPU OcCTaTka TUpo3uHa (mo3mmmu 1230, 1234 wu 1235) BoO
BHYTPHKJIETOYHOM JIOMeHe c-Met CTaHOBATCS epeKPeCcTHO (POCHOPIITNPOBAHHBIMH, MTOCIIE YETro
NPOUCXOOUT  JanbHeiimee  QocoprimupoBaHre  HECKONbKHUX  APYTUX  AMHHOKHCIIOT
BHYTPHKJIETOYHOTO JIOMEHA W aKTHBALMS HECKOJNBKHX CHTHAJIBHBIX KacKajaoB. JMMepuzauuo u
aKTUBALMIO c-Met MOXKHO, CIIeIOBATEIbHO, OTCIICKUBATH C MMOMOIIBIO aHTUTE, CIIEHU(PHUIHBIX K
bochopunrpoBaHHOMY B STHX MO3ULHSX PELIETITOPY, U TAKUM 00pa3oM MOKHO HMCITOJIb30BAThH B
Ka4eCTBE aHHBIX O MOTEHHAIbHOM aroHNU3Me aHTHTEN MPOTHB c-Met.

Knerku A549, CCL-185 mnonydennsie u3s ATCC, BblpamuBaid B CbIBOPOTKE,
conepskameit cpeny DMEM, no noctmkernus 70% xondmosntHocty. [locie TpuncuHu3anuy u
OTMBIBKH KJIETKM pacceBajd B O-JIYyHOUHOM KyJbTypaJbHOM IuiaHmere 1o 1%10e6
KJIETOK/JIYHKY, B KYJIbTYPAJIbHYIO Cpedy, COAeprKalnyro chiBOpoTKy. [locne HOUHOH MHKyOauuu
kyetku obpabareiBam oo HGF (R&D systems; cat. 294-HG) (50 ar/mi), nubo maHebro
anturen (30 MKr/mi) u nHKyOupoBanu B Teuerne 15 munyT npu 37°C. Knetku 3aTeM oTMBIBAIN
nBaxael nensdHeiM PBS u mmsuposamu O6ydepom miast muzuposanus (Cell Signaling; cat. 9803)
JOTIOJTHEHHBIM KOKTeHeM nHruouropos nporeas (Roche; cat. 11836170001), oOpasubl XxpaHuiIu
npu -80°C. AKTHBAIIMIO PeLeNTOpa ONPEAeIIsTH H3MepeHueM (HochOPUITHPOBAHUS TIOCPEICTBOM
BECTEPH-OJIOTTHHIA C MOMOIIBIO aHTHTEN, crnennpuIHbIX K pocdo-c-Met. benku B KiIeToOUHOM
nuzate paspemsuiin Ha 4-12% rene JICH-IIAAI' u nepeHocuin Ha HUTPOLEIUTIOJNIO3HYIO
MeMOpaHy, KOTOPYIO 3aT€M OKPAIIWBAJINA AHTHUTEIOM, CreUu(UIHbIM K (HochHOpUIMPOBAHHOMY
c-Met (Y1234/1235) (Cell Signaling, cat: 3129). Jlns KOHTpPOJS 3arpy3KH TeJisl HCIIONb30BaIN
aHTHTeNa MPOTHB 001mero c-Met u Oera-akTuHa. Pe3ynpTaTsl BECTEpH-OJIOTTUHTA MTPEICTABICHBI

Ha Qurype 15.
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KoHTpomu cpenbl TKaHEBOH KyJbTYyphl M KIETKH, 0OpabOTaHHBIE MOHOBAJIEHTHBIM
¢dopmarom UniBody anturena 5DS, He npopeMoncTpupoBain GocopuinpoBanus peLentopa.
Hamnpotus, BecTepH-ONIOTTUHT KJIETOK, 00pabOTaHHBIX MOJOXKHUTEIbHBIM KOHTposeM HGF mmm
antutenom-aroHuctom IgG1-1016-058, nmpomeMOHCTpUPOBANT HYETKYIO TMOJIOCY OXKHIAeMOM
maccel.  Antureno IgG1-1016-069 mnponeMOHCTpUPOBAJO HHU3KOE, HO JAETEKTHPYeMOe
dochopunpoBarne peuenTopa, UTO YKa3blBA€T HA TO, YTO HMEET MECTO HEKOTOpoe
NepEeKPEeCTHOE CBs3bIBaHUE perenTopa. OMHAKO BapUAHTBI, KOTOpBIE ObUIM pa3paboTaHbl A
YMEHBLIEHHUs] THOKOCTH MOJIEKYJIbl aHTUTENA, POJEMOHCTPUPOBAIN MUHUMAIBHYIO aKTHBALIUIO
peuenTopa, BIUIOTb IO YPOBHs, CPaBHUMOTO C YPOBHSMH JETEKTUPYEMbIMH B KJIETKaXx,
o0paboTaHHBIX MOHOBaJIEHTHBIM KOoHTposieM Uni-5DS-TE (¢urypa 15).

Ipdexm anmumen c-Met na nporupepayuio NCI-H441 in vitro

IToreHunanbHy0 NpoNudepaTUBHYI arOHUCTHYECKYI0 aKTHBHOCTb AHTHTEN MPOTHB C-
Met TecTupoBaiM € IOMOILIBI KJIETOUHOH JMHUU JerodHoi aneHokapuuHoMmbl NCI-H441
(ATCC, HTB-174™)_ kotopast 5KCIIPECCHPYET BBICOKHE YPOBHH c-Met, HO He MPOAYLUPYET €ro
murang HGF. Knerku NCI-H441 pacceBanu B 96-1yHOUHBIE IIAHIIETHI JJ11 TKAHEBBIX KYJIBTYP
(Greiner bio-one, ®puxkenxaysen, ['epmanus) (5000 knerox/myHky) B RPMI (Lonza) Ge3
chIBOpOTKH. Pazenenus anturena npotus c-Met (66,7 HM) rorosun B8 RPMI 6e3 criBopoTKH U
nobapnsin Kk kierkam. Yepes 7 npHeir wuHkybaumm mpu 37°C/5% CO,;, xonuyecTtBo
JKU3HECTIOCOOHBIX KJIETOK MOACYUTHIBAIN ¢ moMmomibio «Alamarblue» (BioSource International,
Can-©®panuucko, CIIIA) cormacHO HWHCTPYKIMH  TpPOU3BOAMTENs.  DIIyOpecIeHIIHIO
oTciexuBanu ¢ nomombio punepa «EnVision 2101 Multilabel reader» (PerkinElmer, Typxky,
QDUHISHINSA) CO CTAaHIAPTHBIMU Napamerpamu st « Alamarbluey.

Kax BumHO m3 ¢urypsr 17 npomudepanns xierok NCI-H441 cunbHO mHAynmpyercs
aronuctuiyeckumMu KoHTposibHbIMH MAT IgG1-058 u IgG1-5DS. Anrtureno IgGl-1016-069
TAK)K€ MPOAEMOHCTPHPOBAJO AaroHUCTHYeCKHi 5((eKT Mo CpaBHEHUIO C KIJIETKaMH,
00pabOTaHHBIMH H30THIIUYECKHM KOHTPOJEeM. ATOHHUCTHUEcKass akTuBHOCTb IgG1-1016-069
MOJKET OBbIThb IOJIHOCTBIO yCTpaHeHa mnyTeM BBeaeHuss myrtauuit B C220, C220S wu -del, u
gacTU4HO BapuaHTamu ¢ wwapHupoM IgG2 u TH7A6-9 unu ¢ kapkacom IgG2. KoHTposbHbie
o0paspl, 00padoTaHHBIE M30TUIHBIM KOHTPOJIEM U MOHOBajieHTHOH Bepcueil SDS (Uni-5D5-
TE), He HTHIYIMPOBAIH POCT KIIETOK.

Ananu3s scusnecnocobnocmu KP4

Cnocobnocts unrnbmposate HGF-3aBucHMBbIE KiIeTKH Takxke Oblia ompeneieHa auis
MYTaHTOB aHTHUTENa MpOTHB c-Met B aHamuze ku3Hecriocobnoctu KP4 (cm. mpumep 19 nmns
SKCIIEPUMEHTANIBHBIX IMpouenyp). PesynbraTtel npexncrasieHsl Ha ¢urype 17. DddexruBrOCTH

MyTaHTOB Ha ocHOBe IgG1-1016-069 NOTHOCTBIO COXpaHANIach WK OblJIa HE3HAYUTENBHO JIyYIIe
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B C220-myTanTax. IIpumMedarenpHo, uTo BHeceHHne myTauuu B C220 B arOHUCTUYHOE AHTUTENO
5D5 mnpuBOOMT K 3HAYUTEIBHOMY CHIDKEHHIO Sku3HecnocoOHoctn KP4,  OrtcyrcrBue
aronucrtuieckoro 3¢ ¢ekra y anruren 058 u 5SDS B popmare IgGl HaOmomanu m3-3a BBICOKOH
skcripeccunt HGF knerkamu KP4 (ayrokpunnas nerist HGF).

Ompuyamenonas mooyiayus

OtpunarenbHass MOAYJSILMSA, HWHIYLUPOBAHHAS AHTArOHUCTHYHBIMH  aHTHTEJIAMH,
NpeACTaBIsieT COOOH MeXaHW3M JAEHCTBUS TEpareBTHUECKUX AaHTHTEN NpPOTUB c-Met.
CoOOTBETCTBEHHO, B OJHOM BOIUIOIIEHWH MCKOMBIMM SIBJISIIOTCS aHTUTENAa C IMOHM)KEHHBIMU
arOHNCTUYECKUMH CBOMCTBAMH, HO C COXPaHHUBIICHCS CIIOCOOHOCTBIO HHIYLIUPOBATh
OTpHULATENbHYI0 MOAyJIALMI0 c-Met. Jlnst onpeneneHus: OTpULIATEIbHOTO MOTEHIMANA aHTUTEN,
knetkn A549 (CCL-185, monyuennsie 3 ATCC) pacceBanm B 6-TyHOUHBIE TUIAHIIETHI IS
TKaHeBbIX KyJbTyp (500 000 KJIETOK/IYHKY) B KJIETOUYHYIO KYJIbTYPAIBHYIO CPEAY C CIBOPOTKOH
U KyJbTHUBUpPOBAIU B TeueHue Houu npu 37°C. Ha crnenyrolinee yTpo aHTuTena mpotus c-Met
n00aBJISAIN B KOHEYHOH KOHIEHTpauuu 10 MKI/MJT 1 IJTAHIIET HHKYOUPOBAJIN CIEAYIOIIHe 2 THS
npu 37°C. Ilocne ormbiBku PBS, xnerkm nusupoBanu nHkybanueil B Tedenne 30 MUHYT mpu
KOMHaTHOH Temmepatype ¢ 250 mka Oydepa mus mmsuca (Cell signaling, {ansepc, CIIIA).
OOwmmit OenoK TMOACYUTHIBAIM C TOMOLIBIO PEAKTUBA JUIA  OIpeneNieHus Oenka ¢
OMIMHXONMHOBOM KucioToi (aHri. bicinchoninic acid, BCA) (Pierce), cienyst mpoTOKOIy
npou3BoAUTENs. YPOBHH Oenka c-Met B KJIETOYHBIX JIM3aTax IOACYUTHIBAIN C TTOMOLIBIO
cneuupuyaoro k c-Met coumBma-TMPA. C sTOl wenbto, NyHKM IMwaHmeToB it THUDA
MOKpbIBaIM B TedeHHe Houu npu 4°C KO3bMM aHTUTENIOM IMPOTHB uesoBedeckoro c-Met,
HAIPaBJIEHHOTO MPOTUB BHEKJIETOUHOro nomena c-Met (R&D systems), passenernsiM B PBS (1
mkr/mi). 3atem nyeku st TUDPA ormeBamn PBST (PBS, nononmenneii 0,05% Tween-20
[Sigma-Aldrich, 3setinapext, Hunepnannpi]) u ONOKMpOBaNM B TEUEHHE OTHOTO Haca IPH
komHatHOM Temmepatype (KT) PBSTC (PBST, nomomuensbiii 2% (00./00.) xypunHOH
ceiBopoTkoii [Gibeco, Ileiticnu, [Mlornanausi]). JlobaBnsan HepasBeIeHHbIE KJIETOYHBIE JIN3AThI
(100 mkm) n nakyOnposanu onuH 4ac npu KT. ITocine ormbiBku PBST nyrkn mHKyOupoBamu
OIMH Yac MPH KOMHATHOHW TEMIIEpPaType C MBILIUHBIM AHTUTEJIOM IPOTHUB BHYTPHUKJIETOYHOTO
ocraTka TuposuHa -1234 yenoseueckoro c-Met (Cell signaling), passenennoro 1:1000 8 PBSC.
Jlynku omsate ormeiBain PBST um mHkyOupoBanu B TeueHue omnoro yaca npu KT ¢ xo3pum
aaturenoM npotusB MbimuHoro Fc-HRP  (Jackson), passemenneim 1:5000 B PBSC. Ilocne
ormbiBkd PBST, peakmmro BusyammsupoBanu mocie 30 MUHYTHOW HMHKyOauuu ¢ 2,2'-a3uHO-
ouc(3-aTundenzornazonnH-6-cynbdoHoBoil kucnoroit (ABTS: passectn onny Tabnerky ABTS B
50 mn Oydepa ABTS [Roche Diagnostics, Anmep, Hunepnaunsi]) mpu KT ¢ 3amuroii ot ceera.

OxpammBaHie OCTaHABIMBAJIN IMyTeM IOOABIEHHS PABHOrO O0BEMa IIABENEBOH KHCIOTHI
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(Sigma-Aldrich, 3etinapext, Hunepnanner). ®nyopecueHumoo mpu 405 HM H3Mepsud C
MIOMOIIBIO pUIepa MUKPOTUTpAlMOHHBIX ImaHmeToB (Biotek Instruments, Bunycku, CIIIA).
Kax BumHo w3 ¢uryper 18 Bce myrtantsl antuTena 069 Obuim CrOCOOHBI MHAYLMPOBATH
OTPHLATENBHYIO MOIYJISIIUIO.

[Ipumep 26. AHTHUTEN03aBHCHMASl KJIETOYHOOMOCPEIOBAHHAS LHTOTOKCUYHOCTH
(ADCC)

Knerku MKN45 (npuobperennsie y RIKEN BioResource Center, Ilyky0a, Anonus,
RCB1001) cobupamu (5x10° knerok), ormeiBamu (nBaxast B PBS, 1500 06./mun., 5 Mun) 1
cobupanu B 1 ma cpeast RPMI 1640, nononnenHo# 10% ceiBopotkoit CCS (cosmic calf serum)
(HyClone, Jloran, FOra, CIIIA), k xotopoii mobasmum 200 MxKu *'Cr (Xpom-51; Amersham
Biosciences Europe GmbH, Posenpman, Hunepnannel). Cwmece uHKyOHpoBamu B
nepememuBaeMol BoAsiHOH OaHe B TeueHwe 1,5 wacoB mpu 37°C. Ilocne OTMBIBKHM KJIETOK
(mBaxnbr B PBS, 1500 06./mMuH., 5 MuH), KieTku pecycnermupoBaiu B cpene RPMI 1640,
nononHeHHol 10% CCS, noacuuThIBaIu MO BKIIOUYEHUIO TPUIIAHOBOTO CUHETO U Pa3BOAWIM A0
KOHIEeHTparmK 1x10° KIeToK/MiL.

IIp 5TOM MOHOHYKJI€apHbIE KJIETKH MNepu(pepudeckoll KPOBHU BBINEISIIN M3 CBEXKHX
neiikoTpoMOoMTapHbIX ciioeB (Sanquin, Amcrepaam, Hunepianabl) ¢ TOMOIIBIO CTAHIAPTHOTO
LEHTPUPYTUPOBAHUS B IPAAHEHTE TUIOTHOCTH (PUKOJIJIA COTIIACHO MHCTPYKLUSAM MPOH3BOIUTENS
(cpena nns ormenenus aumdonutos, Lonza, Bepsbe, ®@panuus). Ilocne pecycneHanpoBaHus B
cpene RPMI 1640, nononnennont 10% CCS, kJeTkM MONCYWUTHIBAIN IO BKJIFOYEHHUIO
TPHUIIAHOBOTO CHHETO ¥ KOHLEHTPUPOBaH 10 1x107 k1eTok/ML.

Jnst kaxcgoro skcrepumenta ADCC, 50 min medenssix ~ Cr knerok MKN45 (5000
KJIETOK) MpPeIBapUTENbHO MHKYOUpOBa M C¢ 15 MKI/MJ aHTHTENa MpPOTUB c-Met B KOHEUHOM
oowveme 100 mxn cpensl RPMI, nononnennoii 10% CCS, B 96-TyHOYHOM MHUKPOTHUTPALHOHHOM
wianmere. Ilocie 15 munyr npu KT, noGasmsamun 50 mkn PBMC (500,000 knetok), ¢
NoJIy4eHneM cooTHoIIeHus ¢ dexropa k mumenn 100:1. MakcuManbHOE KOJUYECTBO JIU3UCA
KJIETOK ONpee syt nHKyGarmeit 50 Mk meuennbix ° Cr knerok MKN45 (5000 krerox) ¢ 100
Mk 5% Triton-X100. KonudecTBo CHIOHTAaHHOrO JM3uca omnpenesuin uHKyOammen 5000
MeueHHbIX Cr knerok MKN45 B 150 MK cpemsl, Ge3 aHTHTeNa WIH KIeTOK-3(deKTopoB.
YpOBeHb AHTHTEIO-HE3aBHCUMOIO JIM3HCA KJIETOK ompenesuii uHKyOarueidn 5000 kieTok
MKN45 ¢ 500000 PBMC 6e3 antutena. 3ateM, kieTkn nHKyOupoBaiu 4 daca npu 37°C, 5%
CO,. Knerku uentpudyruposanu (1200 06./mMuH., 3 MHH) U 75 MKJI HaIOCAJOYHOU SKUIKOCTH
EPEHOCHIM B MHKDOHHBIE MNPOGHPKH, MOCHE KOTOPBIX MOACYMTHIBATH ~CI ¢ MOMOIIBIO
CUETYMKA raMMa-u3y4deHus. Mi3MepeHHble UMIYJIbChl B MUHYTY (MMIL/MUH.) HCIIOJIB30BAIIH IS

pacdeTra npoucHTa OIOCPEAOBAHHOIO aHTUTECIaAMU JIM3UCA CICAYHO UM o6pa30M:



92

(mr./mMuH. obpasua - WMIL/MUH. aHTHTENO-HE3aBHCHMOTO Ju3uca)/(MMIL./MUH. Makc.
JIU3UC - UMIT./MUH. CIIOHTaHHOTO Jim3uca) X 100%

B pasnmnusbx nyOnMKanmMsx MPOAEMOHCTPUPOBAHA KOPPENSLUS MEXIY CHUKEHHBIM
¢$uKo3MIMpPOBaHNEM KOpa | MoBbIeHHOH akTuBHOCTEI0 ADCC in vitro (Shields RL. 2002 JBC;
277:26733-26740, Shinkawa T. 2003 JBC; 278(5):3466-3473). Ha ¢urype 19 mokazano, 4To
antureno 069 He wunayuupyer mnusuc kietok MKN45 uyepes ADCC. Opnako korna
byko3winpoBaHue Kopa ObUIO CHIDKEHO W3-3a MPUCYTCTBUSA KH(PYHEH3MHA B TIpoOLEcCe
nponyuuposanus MAT B kierkax HEK, antureno 069 6buto crnocoOHO MHAYLHMPOBATH OOJIbIE
30% nusuca kiaerok MKN45. bonee Toro, musuc yxxe HaOMIOOANCS MPU KOHIEHTPALHUSIX aHTUTEI
Hwke 0,01 wmkr/mo. IlpencraBneHHble 3HAYEHHUsS SIBISIIOTCS CPEOHHIMU MAaKCHMAJIbHBIMU
POLIEHTAMH BBICBOOOKIEHHsST ~ Cr + CTaHA. OTKJI. U3 ONHOTO PENpE3eHTATHBHOTO ifl Vifro
ADCC »skcnepumenta ¢ kinerkamu MKN45. Axtuteno 069 ¢ HM3KHM ypoBHEM (DYKO3BI
BbIpadateBasioce B kietkax HEK 293 B mpucyrctBue kudyHeHsmnHa, uyto maer ~99,5% He
KopoBoe (pykosmnupoBanue (t.e. orcyrcTBue (hyko3bl). AHTHTENno 069 ¢ BBICOKMM YpOBHEM
¢yxo3sl BbipabaTeiBaimch B kieTkax HEK 293 Ge3 kudynensuna, uro naet ~2,11% He kopoBoe
(byKO3WIMPOBAHUE, YTO ONPEIEICHO BhICOKOI(D(PEeKTHBHOM aHMOHOOOMEHHOM Xpomarorpaduet,
COEAMHEHHOW C MMITYJIbCHBIM amrepoMeTpudeckuM nerektruposanneM (HPAEC-PAD) (nanube
HE TIOKa3aHbI).

IIpumep 27. YTpara CBA3BIBAHHSI AHTHTEN NPOTHB c-Met ¢ 4eJO0BEYECKHMMHU
KJIeTKAMH neprdepuIecKoH KPOBH

Jlns BBIICHEHMS CBsI3bIBaHUS KJIOHA 069 ¢ Tpems Tunamu KieTok (B-kimeTku, MOHOIHTEI
U TPaHyJOUWTHI), MPHUCYTCTBYIOIIUMH B NepupepuyecKol KPOBH, OCYINECTBHIIM aHAJH3
cBsa3biBaHusA ¢ nomoibio FACS. ®nyopecueHTHO MedeHbldl kjoH 069 ucnonb3oBanu Ans
npsimoro usmepeHusi Ha FACS 0e3 uCnonbp30BaHMS BTOPUYHBIX JETEKTHPYIOIINX AHTUTE.
Knerounele mnomynsinu B KpPOBH ObUIM HMASHTU(QUIMPOBAHBI B AaHAJIH3E C IOMOIIBIO
(bIyOpeCUEeHTHBIX ~ KOMMEPYECKHMX aHTUTEN TPOTHB  CIEeHU(PUUECKUX  MapKepoB  Ha
MPECTaBIISIIOLINX UHTEpEC KIIeTKax.

ITepudepuueckyro KpoBb W3  3J0POBBIX  BOJOHTEpOB (MEOUIMHCKUN  IIEHTp
YHuBepcurera YTpexrta) pasBoawiu B aecatb pas B Oydepe mns FACS (PBS + 0,4% BSA +
0,02% NaNj3) 1 HHKYOHPOBaNM ¢ AHTHTENAMHU TIPOTHB ¢-Met, KoHbrOrHpoBaHHbME ¢ Alexa®™, u
aaturenamMu nporus CD19, CD16 u CDI14, xonstorupoBanHbiMu ¢ FITC (xoneunas
koHueHtpauuss 10 nr/miu), u anturenamu npotus CD19, CD16 u CDI14, medyeHHBIMU
¢ukosperpunom (BD Biosciences, Can-Xoce, Kamudopaus) mist nneHTHGUKALNN KIETOYHBIX
NOMYJISIUE (COOTB. B-KJIETOK, IpaHyJOLMTOB M MOHOLIUTOB) B KOHEYHOM oObeme 100 MK

ITocne 30 munyt mpu 4°C, obpasuer uenrpudyruposamu (300 g, 3 MuH), HaJZOCATOUHYIO
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KUIKOCTD YIAJSUTH, SPUTPOLMTHI Tn3upoBanu uakyoOamuei (10 mun, 4°C) ¢ 200 Mk pacTBopa
«Ery-lysis solution» (155 mM NH,CI, 10 MM KHCO3, 0,1 mM EDTA [pH 7.4]), u oTmbIBau
obpasubl aBaxkasl B Oydepe mist FACS. Obpasusl pecycnenaupoanu B 100 mkn Oydepa st
FACS u ananusupoanu ¢ momombto «FACS Canto II» (BD Biosciences).

Qurypa 20 mpencrasiasier auarpammy FACS, B kotopoil mnokaszaHo, uro 069,

+
KOHBIOTUPOBAHHOE C Alexa™® we cBasbiBano nonyysinuio B-knerok (CD19-PE™ knerku B

)
npenenax okHa nuMbounToB). CBsA3bIBAHME KOHBIOTHpOBaHHOTO ¢ Alexa®™ purykcumaba
UCTIOJIB30BAJIM B KA4ECTBE TOJIOKUTENBHOTO KOHTPOJsi. CBs3bIBAHUE C IPYTMMHU KJIETOUHBIMU
MOMYJISILUSIMH aHATM3UPOBAJIM TAKUM e 00pa30M, 1 XapaKTepHbIE Pe3yJIbTaThl sl OAHOTO 3 3
JOHOPOB TaK>Ke TIOMEINEHbl Ha Auarpammy Ha ¢urype 21. AHTUTENO 069-Alexa®™® ne caspiBaer
B-kneTkn, MOHOUMTBHI WJIM TPAHYJIOLMTHI, TOrJa KaK AaHTUTENA IOJIOKUTEIBHOIO KOHTPOJIS
JEMOHCTPUPOBAIN CIIEHU(PUIECKOE CBA3BIBAHHE.

OOBEKTOM JaHHOTO W300peTeHUs SIBISIETCS MOHOKJIOHAJbHOE aHTUTENO (1), KOTOpOe
CBSI3BIBAET YeJIOBEeYeCKH c-Met.

IIpruem npeamoututensHo (i) aHTUTENno 1O (1) KOHKYPUPYET 3a CBS3BIBAHUE C
pactBopumbiM  cMetECDHis ¢ WMMOOMIM30BaHHBIM ~ aHTUTEJIOM, TIN€  YKa3aHHOe
UMMOOMIIN30BAHHOE AHTUTENO COAEPKUT 00jacTh VH, BKIFOYAIOIIYIO MOCIEAOBATENbHOCTD
SEQ ID NO:33, u obmacte VL, Brmouaromyro mnocienoratenbHocTe SEQ ID NO:37 (024),
NPEATIOYTUTENBHO, T7Ie aHTUTENIO KOHKypupyeT Oonee yeMm Ha 50%, kak Hampumep, Oonee uem
Ha 75% ¢ yKa3aHHbIM HUMMOOWMJIM30BAHHBIM AHTHUTEJIOM, IIPU OINpPENEICHHUH, METOIOM,
MIPUBEEHHOM B Ipumepe 17.

OnHako Takke MpeanodTuTenbHo (ii1) aHtureno mo (ii), He KOHKYPHUPYET 3a CBSI3bIBAHHUE C
pactBopuMbeiM cMetECDHis ¢ aatutenom (i), BBIOpaHHBIM U3 TPYIIIBL, COCTOSIIEH H3:

a) UMMOOWJIM30BAHHOTO AaHTHUTENa, copaepkamero obmacte VH, BkIrouarouyro
nocnenoBarenpbHocTe SEQ ID NO:1, u comepxkamero o0macte VL, BKIIOHYAIOMIYIO
nocnenosatenbHocTs SEQ ID NO:5 (005)

b) UMMOOMIM30BAHHOTO AaHTHUTENA, coaepxkamero obmacte VH, BKIFOYANOIIYIO
nocnenoBarenpbHocTh SEQ ID NO:17, um conepxkamero obnacte VL, BKJIFOYAKOIIYIO
nocnenosatenbHocTs SEQ ID NO:21 (008)

C) MMMOOWJIM30BAaHHOTO aHTHTENa, conepskamero obmacts VH u obnacte VL anTHTENA
SD5, u

d) UMMOOWIIM30BAaHHOTO AaHTUTENA, Coaepkamero o0jacte VH, BKIIOUAIOIIyIO
nocnenoBarenpbHocTh SEQ ID NO:49, um conepxkamero obnacte VL, BKJIFOYAKOIIYIO
nocnenosatenbHocTh SEQ ID NO:53 (045),

MPEANOUTUTENBHO, I7l€ aHTUTENO KOHKYpUpYyeT MeHee 4deM Ha 25%, Halpumep, MeHee
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yeM Ha 20% C yka3aHHBIM UMMOOMJIM30BAHHBIM AHTHTEJIOM, NPU ONPENeJICHUH, METOMIOM,
MPUBEACHHOM B npumepe 17.

B npyrom mpennoururensHOM BapuanTe (iv) aHTUTENo (i) HE CBSI3bIBACTCS C TEM XKe
STMUTOIOM, YTO U aHTUTEJO, BEIOPAHHOE U3 TPYIIIbBI, COCTOSIIEH H3:

a) aHTUTeNa, comepskamero odjacte VH, Bkmouaromyro mnocienoBaTenbHocTh SEQ ID
NO:33, u conepkarero oonacts VL, Bitogaromyto nocnenoarenbHocTs SEQ ID NO:37 (024)

b) anturena, comepxkaimero obmacte VH, BKIrOHaromyro mnocienosarenbHocTs SEQ 1D
NO:65, n conepkatuero oonacts VL, Bitogaromyto nocnenosarenbHocTs SEQ ID NO:69 (061)

C) aHTUTeNa, comepskamero oodnacte VH, BKouaromnyto nocienoarenbHocts SEQ ID
NO:73, u conepkaiero obnacte VL, Bkitogaromyto nocnepoarenbHocts SEQ ID NO:77 (062)

d) anTuTena, comepskamero oonacte VH, BKouaromnyto nocienosarenbHocth SEQ ID
NO:81, u conepkaruero obnacts VL, Bkitogaromyto nocnenosarenbHocTs SEQ ID NO:85 (064)

€) aHTuTeNa, comepskamero odnacte VH, BKouaromnyro mocienoBaTenbHocTh SEQ ID
NO:89, u conepkarero obnacts VL, Bkitogaromyto nocnenosarenbHocTs SEQ ID NO:93 (068)

f) anTutena, comepxkamero obnacte VH, BriIrOUaromyro nocnenosarenbHocTh SEQ ID
NO:97, u copmepxkamero obnacte VL, Brmouaromyo mnocienosareapbHocTs SEQ ID NO:101
(069)

g) aHTHTena, cogepxxkaiero obnacte VH, BriIOUaromyr nocnenosarenbHocTe SEQ ID
NO:113, u cogepxaimero odnacte VL, Brmodaromyr nocienoBarenbHocts SEQ ID NO:117
(098)

h) antwrena, comepxkaimero obmacte VH, BKIIOUArOIyr mocienoBatebHOCTh SEQ
ID NO:121, u conepskarero obnacts VL, Brimtouaromiyro nocienoarenbHocts SEQ ID NO: 125
(101) u

1)  aHTHTena, comepxamero obmacte VH, BkIOHaromyro mocienoBareabHOCTE SEQ
ID NO:129, u conepkarero obnacts VL, Bkrovaromyro nociegopareabHocts SEQ ID NO:133
(181).

Kpowme Toro, (v) anTaTeno no modomy u3 m.i. (i) uim (iv) MOXKeT BKII04aTh obnacts VH
CDR3, uMero11yro nocieoBaTebHOCTb, IPECTaBICHHYIO B

a) SEQ ID NO:36 (024)

b) SEQ ID NO:193, kak nanpumep, obmacte VH CDR3, npexacrasnennas 8 SEQ ID
NO:68, 76, 84 unu 92 (061, 062, 064, 068)

¢) SEQ ID NO:196, kak nanpumep, odnacte VH CDR3, mpencrasiennas 8 SEQ ID
NO:100 umu 132 (069, 181)

d) SEQ ID NO:116 (098), nu

e) SEQ ID NO:201, kak nanpumep, odnacte VH CDR3, mpencrasiennas 8 SEQ ID
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NO:124 (101).

Ykazannoe (vi) anruresio mo (i) wiu (1v) MOXKeT Tak:Ke COIepKaTh:

a) obmacte VH, Brimouaromyto nocienoBarensuoctrt CDR1, 2 u 3, SEQ ID NO:33, 185
u 36, u obnacte VL, Bkmouaromnyto nocienosarenbHoctu CDR1, 2 u 3, SEQ ID NO:37, 39 u
206, Kak HampuUMep, aHTHUTENO, coneprkaee odaacTb VH, BKIFOUAIOIIYIO NOCIENOBATENbHOCTH
SEQ ID NO:34, 35 u 36, u obnacte VL, Britouaromiyto nocienosarensnoctu CDR1, 2 u 3, SEQ
ID NO:38, 39 u 40, (024)

b) obnacte VH, Brmouaromywo nocnenosarensHoctd CDRI1, 2 u 3, SEQ ID NO:191,
192 u 193, u obnacte VL, Brirodaromnyro nocienosatenbaoctd CDR1, 2 u 3, SEQ ID NO:78,
79 n 208, xak HanpUMep, aHTUTENO, COAepKaLIee

a. obnacte VH, Brimouaromyto nocienoBatenbaoctrt CDR1, 2 u 3, SEQ ID NO:66, 67 u
68, u obmacte VL, Brmouaromyro nocnenosarenpsHoctd CDR1, 2 u 3, SEQ ID NO:70, 71 u 72,
(061)

b. obmacte VH, Bxrovatotnyro nocnenosarenbHocta CDR1, 2 u 3, SEQ ID NO:74, 75 u
76, u obnacte VL, Britouaromyro nocnenosarenbHoctd CDR1, 3 u 3, SEQ ID NO:78, 79 u 80
(062)

¢. obmacte VH, Brmouaromnyto nocnenosarensHoctu CDR1, 2 u 3, SEQ ID NO:82, 83 u
84, u obnacte VL, Brirowaromyro nocienosatenbHoctd CDR1, 2 u 3, SEQ ID NO:86, 87 u 88
(064)

d. obmacte VH, Brmouaromnyto nocnenosarensnoctd CDR1, 2 u 3, SEQ ID NO:90, 91 u
92, u obnacte VL, Brirouaromyro nocnenosarenbHocTd CDR1, 2 u 3, SEQ ID NO:94, 95 u 96
(068)

¢) obmacte VH, Brmouaromnyto nocnenosarenbHoctd CDR1, 2 u 3, SEQ ID NO:194,
195 u 196, u obnacte VL, Brimouaromyro nocnenosareapHoctd CDR1, 2 u 3, SEQ ID NO:209,
210 n 104, xak HanpuMep, aHTUTENO, COoLepKallee

a. obmacte VH, Brmouaromnyto nocnenosarensaoctd CDR1, 2 u 3, SEQ ID NO:98, 99 u
100, u obnmacte VL, BKirouaromyto nocinenosarenbaoctd CDR1, 2 u 3, SEQ ID NO:102, 103 u
104, (069), unu

b. obnacte VH, Brirowaromyro nocnenosareiapbHoctd CDR1, 2 u 3, SEQ ID NO:130,
131 u 132, u obnacte VL, Brimrouaromyto nocnegosareapHoctd CDR1, 2 u 3, SEQ ID NO:134,
135 u 136, (181)

d) obmacte VH, Britowaromyro nocienosarenbHoctd CDR1, 2 u 3, SEQ ID NO:197,
198 u 116, u obnacte VL, Brimrouaromyto nocnegosareapHoctd CDR1, 2 u 3, SEQ ID NO:118,
119 wu 211, kak HampuMmep, aHTUTeNO, cojepxamee obnacte VH, Briouaromyo

nocnenosarenpbHocTd CDR1, 2 u 3 SEQ ID NO:114, 115 u 116, u obnacte VL, BKIIIOHUAIOLIYIO
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nocnenosarenbHocTd CDRI1, 2 u 3, SEQ ID NO: 118, 119 u 120, (098), nnu

e) obmacte VH, Britowaromyro nocienosarensHocTd CDRI1, 2 u 3, SEQ ID NO:199,
200 u 201, u obmacte VL, Brmouaromyro nocnenosarensHoctu CDR1, 2 u 3, SEQ ID NO:126,
212 w 128, kak HampuMep, aHTUTENO, conepkamee obnacte VH, BKIIOYAKOLIyIO
nocnenosareinpbHocTd CDR1, 2 u 3 SEQ ID NO:122, 123 u 124, u obnacte VL, BKIIIOUAIOLIYIO
nocnenosarenbHocTd CDR1, 2 u 3, SEQ ID NO:126, 127 u 128 (101).

A (vii) anTHTENO 1O (11) MOXKET COAEPIKATH!

a) obmacte VH, sBxmowaromyw mnocienoBatenbHocTh SEQ ID NO:33, wu
NPEATNIOYTUTENBHO, o0nacTk VL, Brimouaromyro nocnepoBatenbHocTs SEQ ID NO:37 (024)

b) obmacte VH, Brmouaromyro mnocienoBareapbHocTh SEQ ID NO:65, w
NPEATNIOYTUTENBHO, o0nacTk VL, Bitovaromyto nocnenosarenbHocTs SEQ ID NO:69 (061)

¢) obmacte VH, sBrxmowaromywo mnocienosatenbHocTh SEQ ID NO:73, wu
NPEATNIOYTUTENBHO, o0nacTk VL, Bitovaromyto nocnenosarenbHocTs SEQ ID NO:77 (062)

d) obmacte VH, sBrmowaromyr mnocienoBatenbHocTh SEQ ID NO:81, wu
NPEANIOYTUTENBHO, o0nacTk VL, Bitovatromyto nocnenosarenbHocTs SEQ ID NO:85 (064)

e) obmacte VH, Brmouaromyrwo nocienoBatenbHocTh SEQ ID NO:89, wu
NPEANIOYTUTENBHO, 00nacTk VL, Bitovaromyto nocnenosarenbHocTs SEQ ID NO:93 (068)

f) obmacte VH, Brmouaromyrwo mnocinenoBareipbHocTh SEQ ID NO:97, wu
NPEANOYTHTENBHO, 00nacTh VL, Bkiovaromyro nocneposareabHocTs SEQ ID NO:101 (069)

g) obmacte VH, Brimrowaromyr mnocienoBatenbHocTs SEQ ID  NO:113, wu
NPEANOYTHTENBHO, 00acTh VL, Bkiovaromyro nocnepoBareabHocTs SEQ ID NO:117 (098)

h) obmacte VH, Brmrovaromyro mnocienoarenbHocts SEQ 1D NO:121, wu

2

NPEANOYTHTENBHO, 00nacTh VL, Bkiovaromyro nocnenosatensHocTh SEQ ID NO:125 (101)

i) obmacte VH, Brimovaromyr mnocienoaresbHocth SEQ 1D NO:129, wu

2

NPEANOYTHTENBHO, 00acTh VL, Bkiovaromyro nocnepoBareabHocTs SEQ ID NO:133 (181)

j) obmacte VH, Bxiodaromyr nocienoBatenbHocTs SEQ ID NO:159 wm

NPEANOYTHTENBHO, 001acTh VL, BKiouaromyro nocnenosareabHocTs SEQ ID NO:160 (078)

k) obmacte VH, Brmouaromyr mnocienoBarenbHocte SEQ 1D NO:161 wu

NPEANOYTHTENBHO, 00acTh VL, Bkiovaromyro nocnepoBareabHocTs SEQ ID NO:162 (084)

1) obmacte VH, Brmouaromyr mnocienoBarenbHocte SEQ 1D NO:163 wu

NPEANOYTHTENBHO, 00acTh VL, Bkimovaromyro nocnepoBareabHocTs SEQ ID NO:164 (063)

m) obmacte VH, Brmouaromyr mnocienoBarenbHocte SEQ 1D NO:165 wu

NPEANOYTHTENBHO, 00acTh VL, Bkimovaromyro nocnepoBareabHocTs SEQ ID NO:166 (087)

n) obmacte VH, Brmouaromyr nocienoBarensHocTs SEQ 1D NO:137 wu

2

NPEANOYTHTENBHO, 00nacTh VL, Bkiovaromyro nocnenoBareabHocTs SEQ ID NO:138 (066)
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0) obmacte VH, Bxmouaromyw mnocienoBaresbHocts SEQ 1D NO:139 w,
NPEANOYTHTENBHO, 00acTh VL, Bkiovaromyro nocnenoBareabHocTs SEQ ID NO: 140 (065)

p) obmacte VH, Brmodaromyr nocienoBarenbHocTs SEQ ID NO:141
NPEANOYTHTENBHO, 00acTh VL, Bkiovaromyro nocnenoBareabHocTs SEQ ID NO: 142 (082)

q) obmacte VH, Bxmouatomyw nocienoBarenbHocth SEQ 1D NO:143
MpeanouTUTENbHO, obnacts VL, Browaromnyro nocienosarensHocTe SEQ ID NO:144 (089),
WJIH

r) BapwaHT JOOOr0 W3 YKAa3aHHBIX AaHTHUTEJ], TI/€ YKa3aHHbI  BapUAHT,
MPEIOYTUTEIBHO, CONEPIKUT, IO OoJbIel Mepe, 1, 2 win 3 aMUHOKUCIOTHBIX MOAU(UKALINY,
Oojee MPEONOYTHTENBHO, AMHUHOKHCIOTHBIE 3aMEHbl, TaKHe KaK KOHCEPBAaTHUBHBbIE
AMUHOKHCJIOTHbIE 3aMEHBI B YKA3aHHBIX [1OCJIEA0BATEIbHOCTSX.

B npennoururensHoM BapuanTte (Vviii) aHTHTENO 1O (1)

- KOHKYPUPYET 3a cBsi3biBaHUE ¢ pacTBopuMbiM cMetECDHis ¢ uMMoOuIM30BaHHBIM
AaHTHUTEJIOM, TIN€ YKa3aHHOe HWMMOOWIM30BAHHOE AHTHUTENO COAepkuT obmacte VH,
BKIIIOUaromyw nocienoBarenbHocth SEQ ID NO:9, u obmacte VL, BKIIOHAIOIIYIO
nocnenosarenbHocTs SEQ ID NO:13 (006), mpeanodTuTenabHO, A€ aHTUTENO KOHKYPUPYET
bonee yem Ha 50%, kak Hampumep, Oojiee yem Ha 75% C yKa3aHHBIM HMMOOWMIIN30BAHHBIM
AQHTUTEJIOM, TPU OMPENEICHNUH, METOIOM, IPUBEACHHOM B ipumepe 17, u

- HE KOHKypuUpyeT 3a cCBsi3biBaHME C  pactBopuMmbiM  cMetECDHis ¢
UMMOOUITH30BAaHHBIM AHTUTEJIOM, coJiep KalliuM o0acTpb VH, BKJIFOUAIOLIYIO
nocnenosarenbHOCTh SEQ ID NO:49, u obnacts VL, BKJIFOHAKOIYIO mocienoBateibHocTh SEQ
ID NO:53 (045), npennouTuTenbHO, I7le aHTUTENO0 KOHKYpHUpYyeT MeHee ueM Ha 50%, Hanpumep,
MeHee yeM Ha 25%, kak Hampumep, MeHee dyeM Ha 20% C yKa3aHHBIM HMMOOWIIN30BAHHBIM
AQHTUTEJIOM, TTPU OMPENEICHUH, METOIOM, IPUBEACHHOM B pumepe 17,

u

- cBs3biBaeT JoMeH SEMA B c-Met, mpeanoYTHTENbHO, TA€ AHTHTENO CIOCOOHO
unruouposath ces3biBanre HGF ¢ ngomenom SEMA ¢ ICS50, cocrapmsitomuM meHee yem 10
MKI/MJI, HAITpUMep, MeHee 4eM 2 MKI/MJI, KaK OITHUCAaHO B pumMepe 9.

B wactHOCTH (i1X) aHTHUTENno mo (vill) HE KOHKYPHPYET 3a CBSI3bIBAHHE C PACTBOPHUMBIM
cMetECDHis ¢ MMMOOHMIIM30BaHHBIM aHTHUTENIOM, COAEpKamuM o0jacTh VH, BKIIIOYAOIIYIO
nocnenosatenbHOCTh SEQ ID NO:33, u obnacts VL, BKJIFOHAKOIYIO mocienoBaTeibHocTh SEQ
ID NO:37 (024), npenmoyYTUTENBHO, TA€ aHTUTENO KOHKYpUpyeT MeHee deM Ha 25%, kak
HanpuMmep, MeHee ueM Ha 20% C yKa3aHHBIM HMMMOOWIM30BAHHBIM AHTUTENIOM, TIPHU

ONpeaeNeHNH, METOIOM, IPUBEAEHHOM B nipumepe 17.

Kpome Toro, (xx) antureno mo (viil) CBSA3BIBAET TOT K€ SIUTOM, YTO U AHTHTEINO,
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BBIOPAHHOE U3 TPYIIIBL, COCTOSIIEH U3:

a) aHTUTeNa, comepskamero odnacte VH, BKouaromnyro nocienosarenbHocts SEQ ID
NO:1, u cogepsxamiero obnacte VL, BKirouaromyto nocienosarenbHocts SEQ ID NO:S (005)

b) anturena, comepxxkaimero obmacte VH, BKIOYarOIyr0 mocienosareapbHocTh SEQ 1D
NO:9, u conep:xamero obnacts VL, Brirodaromyto nocienosareiabHocts SEQ ID NO:13 (006)

C) aHTUTeNa, comepskamero oodnacte VH, BKouaromyo nocienosatenbHocTs SEQ ID
NO:25, u copepskatuero odnacte VL, Bkirodaromyo nocienosarenbHocts SEQ ID NO:29 (022)
u

d) anTuTena, comepskamero oonacte VH, BKouaromnyto nocienosarenbHocth SEQ ID
NO:57, u comepxamero obnmacte VL, Brmouaromyro mocienoBatenbHocts SEQ ID NO:61
(058).

A (xx1) aaTHTENo mo Jrobomy u3 (viil) mmm (xx) comepxur obmacte VH CDR3,
HUMEOINYIO MTOCIEN0BATEIbHOCTD, PEACTABICHHYIO B

a) SEQ ID NO:181, xak nHampumep, obnacte VH CDR3, mpencrasiennas 8 SEQ ID
NO:4 unu 12 (005, 006)

b) SEQ ID NO:28 (022), niu

¢) SEQ ID NO:60 (058).

A (xxi1) aaTHTENO 10 (Viil) WIH (XX) CONEPIKUT:

a) obmacte VH, Brmouaromnyto nocnenosarensHoctu CDR1, 2 u 3, SEQ ID NO:179,
180 u 181, u obnacte VL, Brirovaromyro nocienosareiapbHoctd CDR1, 2 u 3, SEQ ID NO:6, 7 u
202, xak HaImpuMep, aHTUTENIO, COAEPIKaLIee

a. obnacte VH, Bmouaromyto nocnenosareapbHoctu CDR1, 2 u 3, SEQ ID NO:2, 3
u 4, u obnacte VL, Brmouaromnyro nocienoBatenbHoctd CDR1, 2 u 3, SEQ ID NO:6, 7 u 8,
(005), unu

b. obnacte VH, Brmouaromyro mocnenosareiapbHoctd CDR1, 2 u 3, SEQ ID NO:10,
11 u 12, u obmacts VL, Brirovaromnyro nocnenopareapbHoctd CDR1, 2 u 3, SEQ ID NO:14, 15 u
16, (006)

b) obnacte VH, Brrovaromyro nocnenosarensHoctu CDR1, 2 u 3, SEQ ID NO:26, 184
u 28, u obnacte VL, Bkmouaromnyto nocienosarensHoctn CDR1, 2 u 3, SEQ ID NO:30, 31 u
205, KaKk HampuMep, aHTHUTEJIO, copepkaiee odmacts VH, BKIFOYAIOLIYIO MOCIE0OBATENbHOCTH
CDRI1, 2 u 3, SEQ ID NO:26, 27 u 28, u obmacte VL, BKIIOYAOIYIO MOCIETOBATEIBHOCTH
CDRI1, 2 u 3, SEQ ID NO:30, 31 u 32, (022), uin

¢) obmacte VH, Brumouaromiyro nocienosarensHoctn CDR1, 2 u 30, SEQ ID NO:189,
190 u 60, u obnacte VL, Brmodaromyro nocnenosareapbHoctu CDR1, 2 u 3, SEQ ID NO:62, 63
u 207

2

KaKk HampuMmep, AaHTHTeNno, coxepkamee obmacte VH,  BKIOYarOLIyIO

2
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nocnenosareinpbHocTd CDR1, 2 u 3, SEQ ID NO:58, 59 u 60, u obnacte VL, BKIIOHAIOIIYIO
nocnenosarenbHocTd CDR1, 2 u 3, SEQ ID NO:62, 63 u 64 (058).

IIpenmouturensHO (XxXiii) aHTUTENO O (Viil) HITH (XX) COIEPIKHUT:

a) obmacte VH, Brmouaromyro nocnenoBarenpbHocTh SEQ  ID NO:1, wu
NPEANOYTUTENBHO, 00nacTh VL, Bkimovatromyro nocnenosarenbHocTs SEQ ID NO:5S (005)

b) obmacte VH, Brmrowaromyr —mnocienoBarenbHocth SEQ  ID NO9, wu
NPEATNIOYTUTENBHO, 00nacTk VL, Bitovatromyto nocnenosarenbHocts SEQ ID NO:13 (006)

¢) obmacte VH, sBrmowaromyr mnocienoBatenbHocTh SEQ ID NO:25, wu
NPEATNIOYTUTENBHO, o0nacTk VL, Bitovaromyto nocnenosarenbHocTs SEQ ID NO:29 (022)

d) obmacte VH, sBxmowaromyw mnociaenoBatenbHocTh SEQ ID NO:S7, wu
NPEATNIOYTUTENBHO, o0nacTk VL, Bitovatromyto nocnenosarenbHocTs SEQ ID NO:61 (058)

e) obmacte VH, Brmouaromyrwo mnociegoaresbHocth SEQ  ID NO:145, wu
NPEANOYTHTENBHO, 00nacTh VL, Bkiovaromyro nocnenoBareabHocTh SEQ ID NO: 146 (031)

f) obmacte VH, Brirowaromyr mnocienoBarenbHocth SEQ ID NO:147, wu
NPEANOYTHTENBHO, 00acTh VL, Bkimovaromyro nocnepoBareabHocTs SEQ ID NO: 148 (007)

g) obnmacte VH, Brirowaromyro mnocienoBarenbHocth SEQ ID NO:149, wu
NPEANOYTHTENBHO, 00nacTh VL, Bkimovaromyro nocnenosatensHocTs SEQ ID NO:150 (011)

h) obmacte VH, Bxmrowaromyro mnocienoarenbHocts SEQ 1D NO:151, wu
NPEANOYTHTENBHO, 00acTh VL, Bkimovaromyro nocnepoBareabHocTs SEQ ID NO:152 (017)

i) obmacte VH, srmovaromyro mnocnenoBarensHocts SEQ 1D NO:153, wu,
MPeaNnoYTUTENbHO, 00macTy VL, BKmouaromnyro nocienoarenbHocts SEQ ID NO:154 (025),
12001

j) BapuaHT JMIOOOr0 W3 YKa3aHHBIX AHTUTEN, II€ YKAa3aHHBIH BapUAHT CONEPIKUT, IO
Oonpmeit mepe, 1, 2 wuiam 3 aMHHOKHCIOTHBIX Moau(puKauuu, Oojee NPEeArnouTUTENBHO,
AMHUHOKHUCJIOTHBIE 3aMEHBI, TAKHE KaK KOHCEPBATUBHbIC aAMUHOKHUCIIOTHBIE 3aMEHBI B YKa3aHHBIX
MOCJIEIOBATENBHOCTSIX.

Kpowme Toro, (xiv) aaTuteno mo (i)

- KOHKypupyeT 3a cBsizbiBaHuEe C pactBopumbiM cMetECDHis ¢ umMMoOmin3oBaHHBIM
aHTHUTEJIOM, TI/I€ YKa3aHHOe HMMOOWIN30BAaHHOE AaHTUTENO BKIO4aeT obmacte VH,
BKIIOUaromy nocienosatenbHOCTe SEQ 1D NO:49, u obmacte VL, BKIIOYAKOIIYIO
nocnenosatenbHocTs SEQ ID NO:53 (045), mpeanodturenbHO, A€ aHTUTENO KOHKYPUPYET
bonee yem Ha 50%, Hampumep, Oomee uemM Ha 75% C yKa3aHHBIM HMMOOMJIN30BaHHBIM
AHTHUTEJIOM, NIPH ONPENEICHNH, METOJIOM, IPUBEACHHOM B TipuMepe 17,

u

- HE KOHKypupyer 3a cBs3piBaHMe ¢  pactBopuMbiM  cMetECDHis ¢
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UMMOOMIIN30BAHHBIM AHTUTENIOM, TI7l€ YKa3aHHOE€ WMMOOMIIM30BAHHOE AHTUTENIO BKJIIOYAET
obnacte VH, Brirovaromyro nocienosarenbHocTh SEQ ID NO:9, u obnacts VL, BKIIIOHAKOIIYIO
nocnenosatenbHocTs SEQ ID NO:13 (006), mpeanodTuTenabHO, A€ aHTUTENO KOHKYPUPYET
MeHee yeM Ha 25%, kak Hampumep, MeHee dyeM Ha 20% C yKa3aHHBIM HMMOOWMIIN30BAHHBIM
AHTHUTEJIOM, TIPH OTIPENEICHNH, METOJIOM, IPUBEIEHHOM B Tipumepe 17.

IIpu 5TOoM (XV) aHTUTENO MO (X1V) HE KOHKYPUPYET 34 CBS3BIBAHHE C PACTBOPHUMBIM
cMetECDHis ¢ anTuTeNn0M, BEIOPAaHHBIM U3 TPYIIIbI, COCTOSIIEH 3!

a) WMMOOWIM30BAHHOTO aHTUTEJA, conmepkamero obnacte VH, BKIHOYAOIIYIO

nocnenoBarenpbHocTh SEQ ID NO:17, um conepxkamero obnacte VL, BKIIOHYAIOIIYIO
nocnenosatenbHocTs SEQ ID NO:21 (008), u

b) UMMOOMITM3OBAaHHOTO aHTUTENa, coaep:xkamero obnmacte VH, BriIrouaromiyro

nocnenosarenpbHocTh  SEQ ID NO:33, um conmepxkamero obnacte VL, BKIIOHAIOIIYIO
nocnenosarenbHocTs SEQ ID NO:37 (024),

MPEAIOUTUTENBHO, I7le KOHKYpUpYeT MeHee deM Ha 25%, Hanpumep, MeHee yeMm Ha 20%
C YKa3aHHbIM MMMOOWJIM30BAHHBIM AHTHUTEJIOM, MPH ONPENEJICHUH, METOAOM, NMPUBEICHHOM B
npumepe 17.

B npenmnoututensHOM BapuaHTe (XVi) aHTHTENO O (X1V) CBS3BIBAET TAKOH K€ SIUTOII,
YTO W aHTUTENOo, comepkamee obnmacte VH, Brmouaromyro mnocienoBatenbHocTh SEQ 1D
NO:49, u conepxkaiuee obnacte VL, Brimtouaromyro nocnepoBatenbHocts SEQ ID NO:53 (045).

IIpu sToM (xvi) aHTUTENO MO JOOOMY U3 (xiv) miu (xvi) comepxkut obmacte VH CDR3,

UMEIOIIYIO TIOCIEN0BATENBHOCTD, pencTasieHnyo B SEQ ID NO:188, nanpumep, obimacts VH
CDR3, npencrasinennyto B SEQ ID NO:52 (045).
A (viil) aHTHTENO MO JIOOOMY M3 (Xiv) wiu (xvi) comep:kuT obnacte VH, BKJIFOYAIOIIYIO
nocnenosareinpbHocTd CDR1, 2 u 3, SEQ ID NO:186, 187 u 188, u obnacts VL, BKIIOHYAIOIIYIO
nocnenosareapHocTd CDRI1, 2 u 3, SEQ ID NO:54, 55 u 56, xak Hamnpumep, aHTHUTEINO,
conepskamiee obnacte VH, Brmouaromyro nocienoBatensunoct CDR1, 2 u 3, SEQ ID NO:50,
51 u 52, u obnacte VL, Brmouaromyro nocienosarenbHoctd CDR1, 2 u 3, SEQ ID NO:54, 55 u
56, (045).
B npeanouytutensHO BapuaHTe (XiX) aHTHTENIO MO JIIOOOMY U3 X1V) HITH (XVi) COIEPIKHUT:

a) obmacte VH, Brirowaromyr mnocienoBatenbHocTh SEQ  ID NO:49, w,
NPEATNIOYTUTENBHO, o0nacTk VL, Bitovaromyto nocnenosarenbHocTs SEQ ID NO:53 (045)

b) obnmacte VH, Brirouaromyr mnocienoBatenbHocth  SEQ ID NO:155, wu,
NPEANOYTHTENBHO, 00nacTh VL, Bkimovaromyro nocnenoBareabHocTh SEQ ID NO: 156 (040)

¢) obmacte VH, Brmouaromyrwo mocnenoBarenbHocTh SEQ ID NO:157, w,

MpeanoYTUTENbHO, obnactey VL, Browaromnyro nocienosarenbHocte SEQ ID NO:158 (039),
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d) BapuaHT FOOOTO0 W3  YKa3aHHBIX  AHTHTEN, TA€ YKa3aHHBIA  BapHUAHT,
MPEINOYTUTENBHO, CONEPIKUT, IO OoJbIei Mepe, 1, 2 win 3 aMHHOKUCIOTHBIX MOJIU(UKALINY,
Oojee TPEATIOYTHUTENIHO, AMHHOKHCJIOTHBIX 3aMEHbl, TaKUX KaK KOHCEPBAaTHUBHBbIE
AMHHOKHCJIOTHBIE 3aMEHBI B YKa3aHHBIX TOCIIEIOBATEIbHOCTSIX.
B wactHocTH (XX) aHTHTENno mo (i), KOTOPOE CBSI3BIBAET TOT JK€ SIMHTOI, YTO U AHTHUTEIO,
conepskamiee odnacte VH, Brimouaromnyro nocienosatenbHocTs SEQ ID NO:17, u obnacts VL,
BKJIFOUArOLIyto nocinenosatenbHocTs SEQ ID NO:21 (008) miu cBs3bIBaeT TOT )K€ SMUTOI, YTO U
aHTHUTENO, conmepskaiiee obnacte VH, Brmouaromyo mnocnenosarenbHocth SEQ ID NO:41, u
obrnacte VL, Bxmouaroimyro nocienosareinbHocts SEQ ID NO:45 (035), nin cBSA3bIBaET TOT Ke
3IUTOI, YTO U aHTUTENO, coaep:kaiiee odmacte VH, Brimouaromyro mnocienoBateabHOCTE SEQ
ID NO:105, u obnacts VL, Bkirogaromyto nocienosarenbHocts SEQ ID NO:109 (096).
IIpruem (xxi) aHTHTENno mo (xx) Moxer coxepxkarb obiacte VH CDR3, wumeromyro
MOCJIEIOBATEIBHOCTD, NpeacTaBiennyo B SEQ ID NO:183, kak Hanpumep, odacts VH CDR3,
npeacrasiennyo B SEQ ID NO:20, 44 umu 108 (008, 035, 096).
Umn xe (xxil) aHTUTENno mo (XX) MOXeT coaepxartb obmactb VH, BkIOHaromyro
nocnenosareinpbHocTd CDR1, 2 u 3, SEQ ID NO:18, 182 u 183, u obnacte VL, BKIIOYAIOIIYIO
nocnenosareapHocTd CDR1, 2 u 3, SEQ ID NO:22, 203 u 204, xak Harnpumep, aHTUTEINO,
KOTOPOE CONEPIKUT

a) obmacte VH, Brirodaromyro nocienosarenbaoctu CDR1, 2 u 3, SEQ ID NO:18, 19 u
20, u obnacte VL, Brimrovatromyro nocnenosarenbHoctd CDR1, 2 u 3, SEQ ID NO:22, 23 u 24,
(008),

b) obnacte VH, Brmouaromyro nocnenosarensHoctd CDR1, 2 u 3, SEQ ID NO:42, 43 u
44, u obnacte VL, Brmovatromyro nocnegosarenpHoct CDR1, 1 u 3, SEQ ID NO:46, 47 u 48,
(035),

¢) obmacte VH, Brirowaromyro nocienosarenbHocTd CDRI1, 2 u 3, SEQ ID NO:106,
107 u 108, u obnacte VL, Britouaromyro nociegosarensHoctu CDR1, 32 u 3, SEQ ID NO:110,
111 u 112, (096).

(xxiil) AHTHTENIO TIO JTFOOOMY U3 (XX) , KOTOPOE COIEPIKHUT:

a) obmacte VH, Brirowaromyr mnocienoBatenbHocTh SEQ  ID NO:17, w,
NPEATNIOYTUTENBHO, o0nacTk VL, Bitovaromyto nocnenosarenbHocts SEQ ID NO:21 (008)

b) obnmacte VH, Brmouaromyro nochenoBatenbHocTh SEQ ID NO:i41, n,
NPEANIOYTUTENBHO, o0nacTk VL, Bitovaromyto nocnenosarenbHocTs SEQ ID NO:45 (035)

¢) obmacte VH, Brmouaromyro mnocnenosarenbHocth SEQ  ID NO:105, wu

2

MpeanouTUTENbHO, obnactey VL, Browaromnyto nocienosarenbHocte SEQ ID NO:109 (096),
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12001
d) BapuaHT FOOOTO0 W3  YKa3aHHBIX  AHTHTEN, TA€ YKa3aHHBIA  BapHUAHT,
MPEIIOYTUTENBHO, CONEPIKUT, IO OoJbInel Mepe, 1, 2 win 3 aMUHOKUCIOTHBIX MOIU(DUKALINH,
Oojee TPEATIOYTHUTENIHO, AMHHOKHCJIOTHBIX 3aMEHbl, TaKUX KaK KOHCEPBAaTHUBHBbIE
AMHHOKHCJIOTHBIE 3aMEHBI B YKa3aHHBIX TOCIIEIOBATEIbHOCTSIX.
[MpennouturensHo (XX1v) aHTHTENO TO JIOOOMY W3 TpenmecTByrOIUX (1)-(XiX) CBSI3bIBAET
nomen SEMA wu3 c-Met, npenmno4TuTeapbHo, OHO COCOOHO MHrubupoBath cesizbiBaHue HGF ¢
nomeHoM SEMA ¢ IC50, cocraBnsrornnM MeHee deM 10 MKI/mul, Kak HarpuMep, MeHee 4em 2
MKTI/MJI, KaK OITMCAHO B MpuUMepe 9.
[Ipruem (xXv) aHTUTEINO MO JIOOOMY U3 MPEIIIECTBYIOLUINX YHKTOB CBA3BIBAET KIeTku A431 ¢
EC50, cocrapmsrouum 10 HM unu menee, kak Harpumep, ¢ EC50 pasabiM 2 HM unu meHee,
NPEATIOYTUTENLHO, TIPU OTIPEIEIEHUH, METOIOM, ITPUBEAESHHOM B puMepe 13.
(xxvi) B vacTHOCTH aHTUTENO 1O (XXV) MOXKET ObITh OUBAJIEHTHBIM AHTHTEJIOM.
(xxvii) AHTHTENO MO JMOOOMY W3 MPEALIECTBYIOIIUX IMYHKTOM MPEIANOYTUTENBHO CBS3BIBAET
kJeTkn c-Met ¢ koHctanTol apdunnocTH (Kp), cocrasmsromeit 20 HM muimm MeHee, Harpumep, S
HM Wi MeHee, PEANOUTUTENbHO, TIPH OIPEAENIEHIH, METOIOM, ITPUBEIESHHOM B puMepe 14.
W ke (Xxviiil) aHTUTENO N0 JTI0OOMY M3 MPEALIECTBYIOIUX IyHKTOB CBA3bIBAET C-Met Makaku-
pe3yc, MPeAnOYTUTENBHO, Ul KOTOPOTO CUTHAJ CBSI3BIBAHMS aHTUTENA ¢ c-Met Makaku-pe3yc
[0 MEHbLIEH Mepe B 5 pa3 MPeBbIIIAET CHUTHAJ JUIsI aHTUTENIA OTPHULATENIbHOTO KOHTPOJS, Kak
ONpENENeHO COMIacHO mpumepy 15.
Kpome Toro, (xxix) aHTUTENO MO JIOOOMY W3 MPEIIIECTBYIOIIMX MYHKTOB HHIHOUpPYeET
ceszbiBanne HGF ¢ BHeKieTouHBIM nOMEHOM c-Met, peAnouTUTENbHO, KOTOPOE HHIHONPYeT
cBs3biBaHUe Oojiee ueM Ha 40%, kak Hampumep, Oonee yem Ha 50%, Hampumep, Oosee yeM Ha
60%, Hanpumep, Oonee yem Ha 70%, Hampumep, Oonee yem Ha 80%, Hanmpumep, Ooyiee YeM Ha
90%, Kak OIMpenesieHo COrIacHoO npumepy 16.
(xxx) AHTHTENO N0 JOOOMY M3 MPEIIECTBYIOIIMX MYHKTOB, B YAaCTHOCTH, CIIOCOOHO
WHTHOUPOBATh KU3HECTIOCOOHOCTh KjeTok KP4, mpenmodtuTenbHO, KOTOpPOe CHOCOOHO
WHTHOUPOBATh JKH3HECTIOCOOHOCTh Oojiee yem Ha 10%, wanmpumep, Oonee yem Ha 25%,
Hanpumep, Oosee yem Ha 40%, IPEATIOYTUTENTHHO, KaK OMUCAHO B mpumepe 19.
(xxx1) AHTUTEJO MO JIFOOOMY U3 MPEAIIECTBYIOLUINX MYHKTOB MOXKET OBITH MOJHOPa3MEPHBIM
aHTUTENIOM, peanouTuTeabHo, IgG1-anturenom, B yactHocTy, antutenom IgGl k.
(xxxi11) AHTHUTENO TO MOOOMY M3 MPENLIECTBYIOIIUX MYHKTOB MOXKET OBITh KOHBIOTHPOBAHO C
APYTAM KOMITOHEHTOM, TAKUM KaK LUTOTOKCHYHBIA KOMITOHEHT, PaJHOAKTUBHBIA H30TOIN WU
JEKapCTBEHHOE CPENCTBO.

(xxxiil) AHTUTENO MO JMOOOMY M3 MPEAIIECTBYIOLIMX MYHKTOB MOXET IPENCTaBJATh COOOU
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antuTeno ¢ gepuuuTHOW dddexTopHON (GyHKUMEH, HampuMmep, CTa0MIN3UPOBaAHHOE
yenoBedyeckoe aHtuteno 1gG4, kak Hampumep, aHTUTENO, TJe apruHUH B nonoxeHun 409 B
KOHCTAaHTHOM Yy4acTKe TskeNnoil menu uesnoBedeckoro IgG4 3amMeHSIOT Ha JM3UH, TPEOHHUH,
METHOHUH WM JIEHIMH, MPEeINOYTHTENbHO, JIU3UH, W/WIH TAe LMapHUpPHAs 00JacTh BKJIIOYAET
nocnenosaTeabHOCTh Cys-Pro-Pro-Cys.

3710 (XXX1V) aHTHTENO MO JFOOOMY M3 MPENUIECTBYIOIMUX MyHKTOB MOXKET TaKKe MPEACTaBIISTH
co00lf MOHOBAJIEHTHOE aHTHUTEIO.

(xxxV) AHTHTEIO 1O (XXX1V) MOYKET COAEPIKATh:

(a) BapmabenpHyro  obOjacTh  aHTHTENa 1o Jrobomy u3  (1)—(xiil) wH
AHTUT€HCBS3BIBAIOIIYIO YaCTh YKA3aHHOW O0NacTH, U

(6) obmacte Cy mMMyHOJIOOYIMHA WK ee parMeHT, Bkmodaromui ydactkn Cpy2 u
Cu3, e obnacte Cy win ee pparMeHT MOAUDUIIUPOBAHBI TaK, YTO 00J1aCTh, COOTBETCTBYOIIIAS
IIapHUPHOH 00NacTH, U, €CIM MMMYHOIJTIOOYJIMH He OTHOcHTCS K m3otuny IgG4, To u apyrue
obnactu Cy, Takue kak Cy3, He comepKaT HUKAKUX aMUHOKHCJIOTHBIX OCTaTKOB, KOTOPbIE ObLITH
Ol criocoOHBI K 00pa3oBaHUIO AUCYIBPUAHBIX CBs3ell ¢ wmaeHTUYHOW oOjacteio Cy wim
CHOCOOHBI K OOpa30BaHUIO NIPYTUX KOBAJIEHTHBIX WJIM CTAOWJIbHBIX HEKOBAJEHTHBIX CBs3eH
MEXAY TSDKENBIMH IEMsAMU C HIEHTHYHBIM y4acTKOM Cy B NPUCYTCTBUH MOJHMKIJIOHAIBHOTO
yenoseueckoro IgG.

(xxxv1) AHTHTEINO MO (XXXV) , [Ie UMMYHOTJIOOYJINH, IPEICTABICHHBIN B cTagnH (i1), OTHOCUTCS
k noaruny IgG4.

(xxxvil) AHTHUTENO 1O MOOOMy U3 (XXXV) WIH(XXXVi), B KOTOPOM TsDKenas Lelb
MOIU(UIMPOBAHA TAK, YTO [APHUP YIAJIEH TOJHOCTHIO.

(xxxviil) AHTHTENO TO MOOOMY M3 NPEAIIECTBYIOIIMX MYHKTOB, KOTOPOE MOXKET OBITh
MOIU(UIMPOBAHO TaK, YTO OHO CTAHOBUTCS MEHee TMOKWM, HarpuMep, NyTeM MyTalHuu
IIAPHUPHOTO YYaCTKa.

[IpennournrenpHO (XXXiX) aHTUTENO MO (xXxViil) oTHocutcs K nmoxaruny IgGl, u B koTopom
IIapHUpHas 00JacTh MOAU(PUIHUPOBAHA ITyTEM:

(a) ymanenus mwapHupHOU obiactu ¢ nocienosatenbHOCTEI0 EPKSCDKTHTCPPCP u
€ro 3aMeHbl Ha ImapHupHy obnacth IgG2 ¢ mocnenosarensHocThi0: ERKCCVECPPCP (IgG1
[Tapaunp-IgG2);

(6) nmenenmm B monokeHun 220 Tak, YTO MOAMDHLIMpPOBAHHAs IIApHUPHAst OONACTh
conepxut nocaenosarenbHocts EPKSDKTHTCPPCP (IgG1 AC220);

(B) 3ameHpl 1cTenHa B monokeHMH 220 Ha o0yl IpYIyE0  IPUPOAHYIO

2

nocaenosarenbHocTb EPKSXDKTHTCPPCP (IgG1 C220X);

amMuHOKHCIOTY (X) Tak, YTOo MOAU(PHUIMPOBAHHAs IIAPHHPHAs O00JAacTh  COAEPIKUT
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(r) ynanenusi mapHupHOH oOmactu ¢ mnocnenosarenbHocTbio EPKSCDKTHTCPPCP
(UniBody IgG1);

(m) ynmanenus mwapHupHOU obiactu ¢ mochenosatenbHOCTEIO EPKSCDKTHTCPPCP u
ee 3aMeHbI Ha MapHUPHYIO o0nacTh u3 IgG3 ¢ mocnenoBaTeIbHOCTHIO

ELKTPLGDTTHTCPRCPEPKSCDTPPPCPRCPEPKSCDTPPPCPRCPEPKSCDTPPP
CPRCP (IgG1 apanp-I1gG3); nmm

() 3aMeHBI TPEOHMHA B MOJIOKEHUH 223 Ha LHUCTEHH U YAAJICHUS JTH3HHA B MOJIOKEHUN
222 ¥ TPEOHMHA B MOJIOKEHUH 225, Tak 4TO MOANPHUIIMPOBAHHAS APHUPHAST 00JaCTh COTEPIKUT
nociaenosarenbHocts EPKSCDCHCPPCP (IgG1 TH7A6-9).
(xxxxX) AHTHTENO TO (XXX1X) , B KOTOPOM LIapHUPHAs 001acTh MOAU(PHUIIUPOBAHA MTyTEM 3aMEHBI
UCTeNHa B TojiockeHuu 220 Ha CepuH Tak, YTO MOIU(DUIMPOBAHHAS [MApPHHUPHAs 00JacTh
cogepxut nocnenosarenbHocts EPKSSDKTHTCPPCP (IgG1 C220S).
(xxxx1) AHTHTENO gj (XXXViii) oTHOCHTCA K oaTumy [gG2.
(xxxxi1) AHTUTENO TO JOOOMY M3 MPEOIIECTBYIOIIMX MOXET OBITh MOIU(PUIUPOBAHO C
YMEHbLIEHHEM KOpoBOro ¢yko3mnupoBanus a0 MeHee 10%, kak Hampumep, MeHee 5%,
OTPENEJICHHOr0 C IOMOINBI0 AHHMOHOOOMEHHOH Xpomarorpaduu BMECTE € HMITYJIbCHBIM
amnepomeTpuiecknM aerektuposanreMm (HPAEC-PAD).
(xxxxiil) AHTHTENO 1O JOOOMYy U3 MPEOIIECTBYIOLIMX MYHKTOB IPEANOYTHTEIBHO
npeacTaBisier coOol OucnennpuUHOEe AHTUTENO, BKIIOUANOINEee CAaHT CBsA3BIBaHMA C C-Met,
OTpeAeNieHHOe JTFOOOM U3 MPEIIeCTBYIOIINX MYHKTOB., H BTOPOU aHTUT€HCBS3bIBAIOIIUN CANT,
o0JamaroImui OTIMYAOINEHCs] CeUN(UIHOCTBIO, TAKOW Kak CHEeUU(UYHOCTb CBSA3BIBAHUS C
yenoBedeckoir d((HEeKTOpHON KIIETKOH, dYeloBeueCknM pernentopom Fc,  B-kineTouHbiM
pPeLenTopoM HIIH C HENEPEKPBIBAIOIIUMCS SITUTONOM c-Met.
Eme omHuM 00bekTOM JaHHOTO W300peTeHHst sABISETCS  (XXXX1V)  HYKJICOTHIHAs
NIOCJIEIOBATENBHOCTD, KOUPYIOIIast OITHY 12001 HECKOJIBKO AMHHOKHCJIOTHBIX
MOCJIEIOBATEIBHOCTEH, BRIOpaHHBIX U3 rpymmbl, cocrosmert u3 SEQ ID NO: 1, 5,9, 13, 17, 21,
25,29, 33, 37, 41, 45, 49, 53, 57, 61, 65, 69, 73, 77, 81, 85, 89, 93, 97, 101, 105, 109, 113, 117,
121, 125, 129, 133, 137, 138, 139, 140, 141, 142, 143, 144, 145, 146, 147, 148, 149, 150, 151,
152, 153, 154, 155, 156, 157, 158, 159, 160, 161, 162, 163, 164, 165, 166, 167, 168, 169, 170,
171,172,173, 174, 175, 176, 177 u 178.
Kpome Toro, o6bekTOM HaHHOTO M300pETEHUs SBJSIETCS (XXXXV) 3KCIPECCUPYIOMUN BEKTOP,
BKJIFOYAIOIUIH HYKJICOTUAHYIO IOCIENOBATENBHOCTh MO (XXXX1V), KOTOPBIH IOMOJHUTEIBHO
KOAUPYeT (YHKIMOHAIBHO CBSI3aHHBIH KOHCTAHTHYIO OOJIaCTh JIETKOW LeNnH, KOHCTAHTHYIO
00J1aCTh TSDKENOH Lenu win 00e ey aHTUTENA, JIETKYIO H TSDKETYIO.

B 3asBke Taxke onmcaHa (XXXxvi) PEKOMOWHAHTHAs SYKapHUOTHYECKAas MM MPOKAPUOTUYECKAs
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KJIETKa-XO35IMH, KOTOpasi MPOAYLUPYET aHTHTEJNO, ONpeneTIeHHoe Mo Jrobomy 3 (1)-(xxxxiil).
A Taxxe (xxxxvil) papMarLeBTHUECKas] KOMITO3ULHS, BKJIIOYAIOINAS aHTUTENO, ONPEAETICHHOE 110
nrobomy u3 (1)-(xxxxiil), 1 papMaleBTHIECKH MPUEMIIEMbIIl HOCUTEb.
(xxxxviil) AHTUTENO Mo JH0OOMyY U3 (1)-(XxXXiil) IpeAHa3HAYEHO ISl IPUMEHEHHUSI B Ka4eCTBE
JIEKapCTBEHHOT'O CPECTBA.
(xxxxix) AHTUTENO 10 MFOOOMY M3(1)-(XxXXl1il) MpeIHA3HAYEHO IJIsl TPUMEHEHUs TIPH JIEYCHUU
3JIOKAYeCTBEHHOTO HOBOOOpa3oBaHus, Takoro kak HGF-3aBucuMoe 3510KauecTBEHHOE
HOBOOOpaszoBanue nin HGF-He3aBucumoe 310kauecTBEHHOE HOBOOOpA3OBaHHE.
(xxxxx) AHTHTENO MO M0dOoMy M3 (1)-(xXxXiil) MpeTHA3HAYEHO AJISi IPUMEHEHUs! MIPH JICYCHUN
3JIOKAYECTBEHHOTO HOBOOOPA30BaHHUS, KOTOPOE BBIOPAHO W3 TPYIIIBL, COCTOALIEH H3: paka
MOYEBOI'O My3bIPsA, paka TPy, paka IMEHKH MATKH, XOJAHTHOKAPIIMHOMBI, KOJOPEKTaJIbHOrO
paka, paka >HIOMETpPHs, paKka MHIIEBOAA, paKa JKeIy/AKa, paKa rOJIOBBI U LIEH, PaKa IMOYKH, paKa
NIEUEHH, PaKa JIETKOTO, paka HOCOTJIOTKH, Paka SIMYHUKOB, paKa MOIKENYIOYHOH KeJe3bl, paka
JKEITYHOTO Iy3bIPsi, paKa MPenCcTaTeIbHOMN JKeNe3bl, paka MIUTOBUIHON KeJe3bl, OCTEOCAPKOMBI,
pabIOMHOCAPKOMBI, CHHOBHANBHON  CapKOMbI, capkombl Kamomm, J1eioMHOCapKOMBI,
3JIOKA4eCTBEHHOH (PUOPO3HOH T'MCTHOLMTOKCAHTOMBI, (prOpOCapKkOMBI, OCTPOrO MHEJIOT€HHOTO
neiiko3a, T-KJIeTo4HOro Jielko3a B3POCIIBbIX, XPOHHYECKOTO MHUEJIOUIHOTO JIEHK03a, JIUM(OMBI,
MHOKECTBEHHOW MUEJIOMBI, TJIHOOIACTOMBI, ACTPOLIUTOMBI, MEJIAHOMBI, ME30TEJIMOMBI, OITyXOJIH
Bunmca, u onyxoneit MiT, Bkmouaromux cBeTokyeTounyro capkomy (CCS), aapBeoNsipHYIO
capkomy Msarkux Tkaned (ASPS) m accounnpoBaHHYIO C TpaHCIOKAIHMEH MOYEYHO-KJIETOUHYIO
KapIHHOMY.
(xxxxx1) AHTHTENO TO JOOOMY M3 (XXXXIX) WIM (XXXXX) MPEIHA3HAUYEHO [UIA JICYCHUs
3JIOKAYeCTBEHHOTO HOBOOOpa3OBaHMS B KOMOHMHALMKM C OJHUM WJIM  HECKOJbKUMHU
JOTIOJTHUTEIbHBIMH TEPANEBTHUECKUMH areHTaMH, TAKUMH KaK XUMHOTEPANIeBTHYECKHIH areHT.
Eme omanM 0OBEKTOM NAaHHOTO HM300peTeHusl ABISETCA (XXXXX1l) MPUMEHEHHE aHTHUTENA IO
JTFO0OMYy M3 MpenmecTBYroImux (1)-(xxxxiii) AJis TPOU3BOACTBA JIEKAPCTBEHHOTO CPENCTBA IS
JCUSHHSI 3JIOKAUYECTBEHHOTO HOBOOOPA30BaHUA, HEeo0s13aTeNbHO BKJTFOYAFOLIIETO
JOTIOJTHUTEIIbHBIE MMPU3HAKM(XXXXIX) U (XXXXX).
3asBKa TaKkKk€ OTHOCUTCS K (XXxXXiil) crocoOy MHrHOMpOBaHHs pocTa W/HMiHM mposmdeparu
ONyXOJIEBOW KJIETKH, SKCIPECCUPYIOLIel c-Met, BKIHOHAKOLIEMy BBEACHHE HYKIAKOLIEMYyCs B
5TOM WHAMBUAYYMY aHTHUTENA IO JEOOoMy m3(1)-(Xxxxiii).
A Takxe K (XXxxxiv) cnocoOy MONyudeHHs aHTuTeNna Mo Jirodbomy u3(1)-(xxxxiil), KOTOpPbIHA
BKJIFOYAET CTAANU

a) KyJIbTUBUPOBAHUS KIETKH-XO035IMHA TIO (XXXXV1), U

b) ouncTKM aHTUTENA U3 KYJIBTYpPAIbHOMN Cpebl.
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OObexkTOM NaHHOTO M300pETeHHs SBJSIETCS (XXXXXV) crnoco0 oOHapy:keHus Hajnuuusi c-Met B
oOpaslie, BKITFOYAFOIIIHIA;

- KOHTaKT 0o0paslia ¢ aHTUTEJIOM IO JIOOMY U3 (1)-(XxXXXill) B YCIOBUSIX, KOTOPBIE JAIOT
BO3MOKHOCTb 00Opa30BaHUs KOMILIEKCA MEXIY aHTHTEIOM U c-Met; u

- aHaJIU3 TOrO, 00PA30BAJICS JIU KOMILIEKC.
Kpome Toro, 3asBke omucaH (XXXXXVi) HAOOp PEaKTHBOB il OOHAPYKEHUsI Haamuus c-Met B
oOpaslie, KOTOPBIH CONEPIKUT:

- aHTUTEJO 1o JoOoMy M3(1)-(xXxxxiil); u

- MHCTPYKIIMH I10 IPUMEHEHHIO Habopa peaKkTHBOB.
A Takke (XXXXXVil) MIUOTHIINYECKOE AHTUTENO, CBS3BIBAIOINEE AaHTHUTENO MO Jirodomy u3 (i)-

(xxxxiil).
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DPOPMYJIA U3OBPETEHUA

1. bucnenuduyeckoe aHTUTENO, COAEPIKALee MEePBbIH AHTUTCHCBSA3BIBAIOIININ CAWT U3 aHTHUTENA

npoTUB c-Met U BTOPOH aHTUT€HCBA3BIBAIOIINN CalT, CrieU(UYHBIN B OTHOIIEHUH peLenTopa
(akTOpa SMHUAEPMATBHOTO POCTA, TAE MEPBBI AHTHIEHCBSI3BIBAIOLINK caiiT comepxkutr VH
obnactp, BKIroYaromyro nocnenoBareabHocTH CDR 1, 2 1 3 SEQ ID NO:98, 99 u 100, u VL
obnacts, BKrovaromyro nocienosareabHocti CDR 1, 2 u 3 SEQ ID NO:102, 103 u 104 (069).

2. bucnernuduyeckoe aHTUTENO MO M. 1, T7Ie NepBbIii AHTUT€HCBSI3bIBAIOINUI CallT copepxkut VH
obsacte, Brmouaromyw SEQ ID NO:97, u VL obnacTh, BKIIOYAOIIYIO MOCIEI0BATEIbHOCTD

SEQ ID NO:101.

3. bucnenuguyeckoe aHTUTENO MO JIFOOOMY U3 MPENbIAYIIUX MTYHKTOB, TIe aHTUTEJIO

NpenCcTaBisieT coOO0i MOJHOPa3MEPHOE aHTHTEJNO

4. bucneunuyeckoe aHTUTEIO IO JIOOMY U3 IPEAbIAYIIUX TYHKTOB, I71€ AHTUTEINO SIBJISETCS

anturenoM IgG1 Tuna, nampumep 1gG1,K.

5. Monekysia HyKJIEMHOBON KUCJIOTBI, KOAUPYIOLIAs TSKEAYH U JIETKYHO LIENU aHTUTENA MO

mrobomy u3 .. 1-4.

6. Bextop skcnpeccun MM HaOOp BEKTOPOB SKCIIPECCUH, KOAUPYIOIUI/ X aHTHTEIO 1O

arodomMy u3 .. 1-4.

7. PekoMOMHAHTHAsI OSYKApHUOTHUYCCKAA UIIH MMPOKAPHUOTUICCKAA KIICTKA-X0341UH, KOTOpasa

NPOAYLUPYET AHTUTEJIO, KaK OMpPENesIEHO B JIIOOOM U3 1.1 1-4.

8. CI)apMaueBTI/IquKas{ KOMITO3UI M, BKJIFOYAOIasA aHTUTEIO, KaK ONIPEACIICHO B J000M M3 ILII.

1-4 1 papmanieBTUIECKH TPUEMIIEMbII HOCUTEND.

9. dapmaneBTHYECKAsT KOMITO3ULMS I10 I1. 8, rAe TepaneBTHIecKy 3(pPEeKTHBHOE KOJUIECTBO

oucnenupuyeckoro antutena cocrapiusiet 0,1-50 mr/kr wim 5-20 Mr/kr.

10. ®apmaneBTUyecKkast KOMOO3HLMSA N0 1. 8 WK 1. 9, rae dpapMaleBTHIeCKast KOMITO3HLUS

npeaHasHa4y€Ha 411 BBEACHU C IOMOIIbIO BHYTpI/IBeHHOfI WJIN HOI[KO)I(HOﬁ HWHBECKIUH M1
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uHpy3un.

11. Ilpumenenue oucnenuduyueckoro aHTUTENA 110 JIIOOOMY U3 IL.1I. 1-4 I IPUTrOTOBJIEHUS

JICKAPCTBCHHOI'O CPEACTBA.

12. Ilpumenenue no n. 11, rae nekapCcTBEHHOE CPEACTBO MPEAHAZHAUECHO AJIs JISYEHUS PaKa,

takoro kak HGF- 3aBucumsiii pak wnu HGF- HezaBucumblii pak.

13. TIpumenenue o modomy u3 m.m. 10-12, roe nekapCTBEHHOE CPENCTBO MPEaHA3HAYEHO IS
JICUCHUA paKa, rac pakK ABJIACTCA paKOM JIETKUX, TAKUM KakK HEMEJIKOKJIETOUHBIA paK JErKux

(NSCLC); xonopeKkTaJbHbIM pakoMm; 330(arabHbIM PAKOM HJIM PAKOM KeJTyIKa.

14. TIpumenenue no odomy u3 m.m. 11-13, roe nekapcTBEHHOE CPENCTBO UCTIONB3YETCS IS
JICUCHUA paKa, IPpUYEM JICHCHUEC MPEAYCMATPUBACT BBECACHUEC TCPAIICBTbUICCKU 3(1)(1)6KTI/IBHOFO
KOJIMYECTBAa aHTUTEJIA U TI0 MEHbBIIIEN MEPE OAHOTO JOMOJIHUTEIBHOI'O TEPANICBTUYCCKOrO arcHTa

HYKZIQIOLIIEMYCSI B 3TOM CYOBEKTY.

15. IIpumenenue no n. 14, rae IONONHUTENBHBIM TEPANIEBTUYECKUM ar€HTOM SIBJIIETCS

UHruouTOp (pakTOpa pocTa MM UHTHOUTOP TUPO3ZUHKHUHA3BI.

16. Ilpumenenue 1o 1. 15, roe uHruGuTOpOM (pakropa pocTa MM HHTHOUTOPOM

TUPO3MHKHHA3BI SIBISETCS Te(UTUHHUO, 3PIIOTUHHUO MIIH JTAaTHHHO.

17. Ilpumenenune OucnenudUUecKoro aHTUTeNa o JIodoMy 3 I.I1. 1-4 B KauecTBe

JICKaPCTBCHHOI'O CPpEACTBA.

18. IIpumenenwue no 1. 17, rae Gucneunpuyueckoe aHTUTEIO MPEAHASHAYCHO JUIS JICUSHHS PaKa,

takoro kak HGF- 3aBucumsiii pak nnu HGF- HezaBucHMBIif pak.

19. Tlpumenenue o n. 17 um 18, rue ducneuupuyeckoe aHTUTENO MPEIHAZHAYESHO ISt
JICUEHUSI paKa, TTIe PaK SIBJSIETCS PAKOM JIETKUX, TAKUM KaK HEMEJTKOKJIETOYHBIN PaK JIETKUX

(NSCLC); xonopeKTaIbHBIM PakoM; 330(arajibHbIM PAKOM WJIN PAKOM KETyaKa.

20. IIpumenenue no modomy u3 m.1. 17-19, rae bucnenndpuyueckoe aHTUTENO UCTIONb3YETCs IS

JICHCHUS paKa, MpHUYIEM JICHCHUEC MTPEAYCMATPUBACT BBECACHUEC TCPANICBTUYCCKU 3(1)(1)6KTI/IBHOFO
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KOJIMYECTBA aHTUTEJA U IO MEHBIIEH Mepe ONHOIrO JOMOJHUTEIBHOIO TEPANEBTUYECKOrO areHTa

HYKJIQIOLIIEMYCSI B 3TOM CYOBEKTY.

21. IIpumMeHeHue B ie4eHuu paka 1o 1. 20, rae AONOJHUTENbHBIM TEPAlIeBTUUECKUM ar€HTOM

SIBJISIETCSI THTUOUTOP (hakTOpa pocTa WM UHTHOUTOP TUPO3UHKHHA3BL

22. [IpuMeHeHue B JieueHHH paka mo 1. 21, rae uHruOuTopom (pakropa pocra UM HHTrHOUTOPOM

TUPO3UHKUHA3BI SIBJISIETCS] TePUTHHUO, 3PIOTHHHO MITH JIATTATUHHO.



1/22

1 cpaBHenne VH :

Tgtvi-18-1 -OVOLVOSGERVRERGASVIVS ETSWYRORE
VH1016~-181 OVOLVOSCREVKKPGRSVEVSC 1SGY GTSWVRQAP
VHIDLE=068 OQVOLVOSCAEVKERCASVEVSD el BLSWVRQAE
YHIO16~065 OVOLVOSGARVERPEESVRVSY : [ Ve ewiRose
VH1016=069 QVQLVQSGAEVKKPGASVKVS

VHIOL6=D82

VHID16=085
KOHCEHCYCHas

nocneaoBaTeENkbHOCTE

LgHyl~18~1 AYMELRSLRSDDTAVYYCAR-

VH1016-181 KL AYMELRELREDDTAVYYCAR

VHIOLE=066 : L TAYMELRSLESDDTAVY YCAR

VHIOL6-065 & BYMBLRSLESDDIAVYYCAR

VH1016-069 E AYMEIRSLREDDTAVY YCAR

VHI016=082 K TSTHTAYMELESLRSDDTAVY YCAR

VHIO16-0889 DTSTETAYMELRSLESDDTAVY YCAR

KOHCEHCYCHAR  pir e P T S e PR R TR S T RS DD T A VY YOAR

nocnenoBaTeNLHOCTE = i

2 cpaBHeHue VH :

TgHVL~69-4 OVOLVOSEARVEE PGS SVRVSERASOETESS FBEORPGOGLEWMGR

VH1016-005 OVOLVOSCAEVKEPCSSVEVECKASGRTESS JROLPGOGLEWMGE

VH10L6=031 QVQINQSGAEVKKPESSVEVSCKASGETESS
VH1016-006 VO LVGSCARVEKECGESVEVECKASGGTISS
VHIO1E-007 OVQOTLVOSGARVEKPEESVRVECKASGAETESRS
VHIOLE6=0L1 QVQLVOSGAFVRKPGESVEKVSCKASGETFES

KOHCEHCYCHaR VDL VOSCARVERP S SVRVSOKASGOTRES

nocefoBaTENbHOCTL
TgHV]=6%-4 LFQGRVTTITADKSTETA SLESEDTAVYYCAR
VH1016=005 QGEVILITADESTETA SLESEDTAVYYCAR
VH1D16-031 QGRVTITADKSTST SLRSEDTAVYYCAR
VH1016-006 OGRVTITADESTSTA SLRSEDTAVYYCAR
VHLO16=007 QERVTITADKSTSTAY BTl SLESEDTAVYYCAR

VHIULE=011 HFOCEVTITADKSTSTA STREEDTAVYYCAR
KOHCEHCYCHaR MEQGRYVTITADKS TS T AYMELS SLRSEDTAVY YCARDVGY DEADAFDIWCOGTMYTVSE
focnenoBaTensHoCTE
3 cpaBHeHue VH :
IgHV3=30=3-1 QVOLVESGGEVVOPGRSLELSCAASGETFSSY AMHWIVROAPGRGLEWY
VHIGLE-017  QVQLVESCOGVVPGESLRLSCAASGETES SYAMEWVRGADGRGLEWVA
WHI0LG6-025  QVQIVESGGEGVVQPBRELELS CARSGRTES SYAMIWYRGAPBKGLEWA
VH1016-022 QVQLVESGGGVVQPGRSLRLSCAASGFTFSSYAMHWVRQAPGKGLEWV
KOHCEHCYCHan
nocnefoBaTenLHoOCTL
TgHva-30-3~1
VHL016-017
VHLELE6<025
VH1016-022
KOHCEHCYCHas
nocnefoBaTensHoCTE
4 cpaBHeHWe VH :
Igiv3~23~1 EVOLLESGGGIVOPEESLRELSCAASGET

VH1016=040 EVOLLESGEEIVOPGESIRELSCAASGET 3 NMBOAPGRGLEWYS
VH1016-045 EVOLLESGEELVQPGESLRLECARSGET ROAPGKOLEWVS
VHLIO16=035 BEVOLLESCOELVOPGESLRLSCRASERTE N REOAEGRGLEWVSE

KOHCeHCYCHaA EVOLIESGGEINVOPGESIRISCLASGITESSY AMSWVROAPGRGLEWYS ISGSGGITYYAD
NoCNeAoBaTeNLHOCTE - - -

dur. 1



IgHV3-23-1
VH1016-040
VH1016-045
VH1016~039

KOHCEHCyCHan

frocneaoBaTENbHOCTE

2/22

BEGRETISRINSKNT LY LOMNE LEAEDTAVY YCA
GRETISRINSENT LY LOMNSLRAEDTAYY Y CA
KGRETISRENSKNTLY LOMNSLRAEDTAVY Y CA

KORFTISRINSKNT LY LOMNSLREEDT AVY YA

SVKGRFTISRDNSKNTLYLQMNSLRAEDTAVYYCAKDRGWGSDYWGQGTLVTVSS

5 cpaBHenme VH :

TgHV4-30-2-

VH1016-068
VHID16-078
VHIO1G-084
VH1016-061
VH1016-062
VHIUlG-U63
VH1016-064

VHLOle=08%
KOHCeHCycHas

nocneaoBaTenbHOCTE
TgHVA-30=2-

VH1016-068
VHI016-078
VH1016=084
VH1016-061
VH1016-062
VH1016-063
VH1016~-064

VHIOL6-087
KOHCEHCYCHas

nocnepoBaTENnsLHOCTE

1 OLOLOESGESGLVEKESOTLSLT
OLOLOESCSCLVRPSOTLSLT
QLOLOESGSELVEPSOTLSLT
OLOLOESESEIVERSOTLSLTO
QLOLOESGECLVKPSOTLSLT
OLOLOESGSGIVRESOTLSLT
OLOLOESESETVEPSOTESLT
OLOLOESGSEIVKPSQTLSLT
QLQLQESGSGLVKPSQTLSLT

1

MNPSLESEVTI
WESLESRVTI
NESLESRVTI
NESLESRVTI

SWSWIROPEGRGLEWL
SWESWIRQPPGRKGLEWI
SWSWIRCEPGHGLEWIL
SWESWIRQPPGRGLEWI
SWSWIROPPGKGLEWT
SWSWIRQPRPGKGLEWL
SWSWIROQPRPGEGLEWL
SWSWIRQPPGRGLEWI
SWEWIRQPPGRGLEWL

TAADTAVYYCAR=
TAADTAVYY.CAR
TEADTAVYYCAR
TAADTAVYYCAR
TAADTAVYY CAR,
TAADTAVY Y CAR
TAADTAVYY CAR
TAADTAVYYCAR
TAADTAVY Y CAR

NEPSLKSRVTISVDRSKNQESLRLESVTRAADTAVY Y CARSSY DI ITDWGQGT TIVTV.ES

6 cpaBHenne VH :

TgHVG=51~1
VH1016-016
VHI016-028
VH1016-008
VHI016=012
VH1016-035
VHIO16-095
VH1016-093
VH1016-096

VHIO16-104
KOHCEHCyCHas

noCnefoBaTENEHOCTE

IgHVS-51-1
VH1016=016
VHI016-028
VH1016-008
VH1016-012
VH1016-035
VH1016-095
VH1016-093
VH1016-096

VH1016-104
KOHCEHCYCHasA

nocnegoBaTensHOCTE

EVOLVOSGLEVEEKPGESLEISCRGSGY

EVOLVOSGREVKKPGESLEKLSCKGES GY)
EVOLVOSG EVEKPCGRESLEKISCKESGY,
EVQLVOS G EVKKPGESLEKISCKGEGY,
EVOLVOSCAEVEKPCGESLEI SCKESEY
EVQLVOSGERVERKPGESLKI SCKGSGY
EVOLVOSGAEVERPEESLETI SCRGEGY
EVQLVQSGEEVRKEPGESLEISCRGSGY
EVOLVOSGCREVEKPCESLKI SCRGEGEY
EVOLWVOSE

EVEKPGESLKISCRESGY P SYWIGWYROME GKGLEWMGL I YPGD

SYWLGWYROMPGRGLEWMGIIYPGD
SYWILGWVROMPGRGLEWMGI TYEGD
SYWLGWYRQMP GRGLEWMGL I YPGDE]
SYWIGWVROMPGKGLEWMGL TYPGDS
STWLCWVROMPGRGLEWMELLYPGD
SYWLEWYROMPGKGLEWMGL IYPGDS
SYWIGWVROMPGKGLEWMGT ITYPGDS
STWILEWVRQMP GHGLEWMGLIYEGD
SYWILEWVROMPGKGLEWMGLIYPGD

EVQLVOSGAEVKEPGESLKI SCRGSGY S TSYWIGWVROMPGRGLEWMGLTYPGDSD

TRYSPSFQGOVITISADKSISTAYLO

TRYSPSFQCOVT.ISADKS IS TAYTO)

TRYSPSFQGOVTISADRS I STATYLO
TRYSPSFOCOVT ISADKSISTAYLO
TRYSPSFOGOVTISADKSISTAY O

TEYSPSFQGOVT ISADKSISTAY LG
TRY SPSFQGOVTISADESISTAYLO
TRYSESFOQGOVT I SADRSTSTAYLO
TRYSESFQGOVTISADEST STAY LY
TRYSPSFQGOVT ISADKSI STATLOY
TRYSPSFQGQVTISADKSISTAYLQWSSLKASDTAMYYCARQEITGDFDYWGQGTLVTVSS

LEASDIAMYYCAR
LEASDTAMY Y CAR)
LEASDTAMY Y CARS
LEASDTAMY Y CAR
LEASDTAMY Y Cx

S LEASDTAMY Y CAR

LEASDTAMY Y CA

LEASDTAMY Y CAR

dur. 1 (npogomxenne)



IGKY1-12*01

VL101e-065 MDMMVPAQLLGLLLLWEPGSRCDIQMTIQSPSSVSASVEDRVIITCRASQOGT
VL1016-066 MDMMVPAQLLGLLLLWFPGSRCDIOMTQSPSSVSASYVGDRVIITCRASQGT
VL1016-069 MDMMVPAQLLGLLLIWEPGSRCDIQMTOSPSSVEASYVGDEVITITCRASOGT
YLI016-08% MDMMVPAQLLGLLLLWEPGSRCDIQOMTOSPSSVSASYVGEDRYTITCRASQEL
VIL1016=082 MDMMVPAQLLGLLLLWEPGSRCDIQMTIQSPSSVSASVGDRYV T ITCRASQGL
VL1016-181 MDMMVPAOLLGLLLLWEPGSRCDIOMTOSPSSVSASVGDRVTITURASOGT

3/22

DIQMTQSPSSVSASVGDRVTITCRASQGISIWLA

KoHCeHCyCHaR MDMMVPAQLLGLLLIWEPGSRCDIQMTOSPS SVSASVGDRVT ITCRASQGI SNWLAWY QHKE
NocnenoBaTeENEHOCTE
IGKV1—12*OlGKAPKLLIYAASSLISGVPSRFSGSGSGTDFTLTISSLQPEDFATYYCQQANSFPITFGQGTRLEIK

VL1016-065 GHAPKLLIYARASS GVESRFSGSGSGTDETLT ISSLOPEDEATYYCQOUANSEPITEGOGTRLELE
VL1016-066 GKAPKLLIYAASS GVPSREFSGESGSGTDET LI TSSLOPEDFATYYCOQOANSFPITFGOGTRIETK
VL1016-069 GEAPKLLIYAASS GVPSRFEGESGESGTDF T LTI SSLOPEDFATY Y COOQANSEFPITFGOQGTRLETIK
YVL1016-08% GKAPKLLIYAASS GYVPSRFSGSGSGTDET LT LSSLOPEDEFATYYCOQANSEFPITFGOGTRIEIR
VLI016-082 GKAPKLLIYAASS GVESRFEGSGSGTDFTLTISSLOPEDFATYYCOOANSFPITEFGOGTRLETE
VL1016=181 GEAPKLLIYAASS GVESRESGSGSGTDETLTISSLOPEDFATYYCQOANSFPITEFGOGTRLELE

KOHCEHCYCHas GKAPKLLIYAASSLLSGVPSRFSGSGSGTDFTLTISSLQPEDFATYYCQQANSFPITFGQGTRLEIK
NoCNefoBaTENLHOCTE
TGKV1D-16*01 DIOMTOSPSSLSASVEDRYTI TCRASOGISSWLAWY OOKPE
VL1016-005 MDMEVLACLLELLLICFPEARCDIOMIQSPSSLSASVEDRVI I TCRASOGISSWLAWY QOKPE
VL1016-031 MOMERVLAOLLGTLLLCFPGARCDIOMTOSPSSLSASVEDRYTITCRASOGISSWLAWYDOKPE
VIL1016-006 MDMEVLAQLLGLLLLCFEGARCDIOMTQSPSSLSASVEDRVT I TCRASOGISSWLAWYQOKPE
VL1016=007 MDMRVLAQLLGLLLLCFPGARCDIOMTOSPSSLSASVEDRVTITCRASOGISSWLAWY QQKPE
VL1016~011 MODMRVLAOLLGLLLLCFPGARCDIOMTOSESSLSASVEDRVTI TCRASOGISSWLAWYQOKPE
KOHCEHCYCHas MDMEVLAQLIGLLLLCFEGARCDIOMTOSPSSLSASVEDRVT I TCRASOGTISSWLAWYQQOKPE
nocnenoBaTENbHOCTE
TGKV1D-16+01KAPKSLIYARSSTOSGVPSRFSCEGSCTDFTLT ISSLOPEDFATYYCOOYNSE PRITFGQCTRVETK
VL1016-005 KAPKSIIVAASSLOSCGVEPSRESE GSETDFTLTISSLOPEDEATYYCOOYNS PRTTGOGTKVEIR
V1L1016-031 KAPKSLIVAASSLOSGVPSRFSG GSGTDRTLTISSLOPEDFATYYCOOYNS PETFGOETKVEIK
VL1016=-006 KAPKSLIYAASSIOSGVESRES SGTDFTLT ISSLOPEDFATYYCOOYNS PETFCOGTRKVETK
VIL1016-007 KAPKSLIYAASSLOSGVPSRISG GSGTDETLTISSLOPEDFAT YYCQOYNS TFEOGTKVEIK
VL1016-011 KAPKSLIYAASSLOSCVESREFSGEGSGTDETLTISSLOPEDFAT YYCOUYNSY PETEGOETKVEIK
KOHCEHCYCHaR  KAPKSLIYAASSLOSGVESRESGSGSGTDETLT ISSLOPEDFATYYCGQYNSY PPTFGQGTKVELK
NOCNefoBaTenbHOCTL

IGKV1-12*+01

DIQMTOSPSSVEASVEDRVIT ITCRASQGLESWLAWYQGKDP G

VI1016-017 MDMMVPAQLLGLLLLWEPGSRCDIQMTQOSESSVSASVGDRVIITCRASOGISSWLAWYQHKP G
VL1016-022 MDMMVPAQLLGLLLLWEPGSRCDIQMTQSPSSVSASVGDRVTITCRASQEISSWIAWY QHKP G
VL1016-025 MDMMVPAGLLGLLLLWEPGSRCDIOMTOSPSSVSASYVGDRVI ITCRASQGLSSWLAWYQHERG
KoHCeHCyCHas MDMMYPAQLLGLLIIWEPGSRCDIOMTQSPSSVSASYVGDRVT ITCRASQGI SSWLAWYQHKEG

RoCneaoBaTenbHOCTE

IGEV1-12*01 KAPKLLIYAASSLOSGVEPSRFSGSGSGTDETLIISSLOPEDFATYYCO

YIL1016-017 KAPKLLIYAASSIQSGVRPSEFSGEIGSGTDETLITSSLOPEDEATYYCO SEFTWIFGOGTRVETK
VL1016-022 KAPKLLIVAASSIOSGVPSRESGSGEGTDFTLTISSLOPEDFATYYCO SEFTWTFGQGTKVETK
YVL1016-025 KAPKLLIYAASSLOSGVRPSRFSGSGSGTDETLTISSLOPEDEATYYCQ SEFTWTFGQGTKVELK

KOHCEHCYCHas.  KADPKLLITAASSLOSGYPSRESGSGEGIDETLT ISSLOPEDFATYY COEANSF TWTFGQOGTEVELK
NOCNe40BaTENbHOCTE

IGEV3-11*01 EIVLTOSPATLSLSPGERATLS CRASQSVSSY LAWY QQKEPGQ
VL1016-039 MEAPAQLLFLLLIWLEDTTGEIVLTOSPATLSLSEGERAT LSCRASQSVSSY LAWY QOKPGD
VL1016-040 MEAPAQLLELILIWLEPDTTGEIVLIQSPATLSLSPGERAT LSCRASQSYSSY LAWY QOKPGEO
VL1016-045 MEAPAQLLFLLLIWLPDTTGEIVLTQSPATLSLSPGERATLSCRASQSVSSY LAWY QQKPGQ
KoHCEHCYCHaA MEAPAQLLELLLIWLEDTTGEIVLTOSPATLSLSPGERAT LSCRASDSVSSY LAWY QOKPGE0

RoCNen0BaTENLHOCTL

IGKV3=11+01
VLIOle-035
VL1016-040
VL1016-045
KOHCEHCYCHanR
nocnefoBaTENbHOCT

APRLLIYDASNRATGIPARFSGSGSGTDFTLTISSLEPEDEAVYYCQORSNWPFTFGPGTKVDIK
APRLLIYDASNRATGLPARFSGSGSGIDETLTISSLEPEDFAVY YCQORSNWEEFTEGRGTEVDIK
APRTLIYDASNEATGIPARFSGSGSGTDFTLTISSLEPEDEAVY YCOORSNWPFTEGPGTEKVDI K
APRLLIYDASNRATGIPARFSGSGSGTDFTLT IS SLEPEDFAVYYCOORSNWEPFTEPGPGTKVDIK
APRLLIYDASNRATGIPARFSGSGSGTDFTLTISSLEEEDFAVY YCQORSNWPFTERGPGTKVDIK

Qur. 2



ITGEVL—-12%01
VL1016-061
VL1016-062
VLLIOLE6=063
V5L1016-064
VL1016-068

VETO16-084
KOHCEeHCyCHas

noCNEea0BaTENbHOCTE

TGKEV1=12%01
VL1016-061
VL1016-062
VILTO01le6-063
VL1016=064
VL1016-068
VL101l6-084
KOHCEHCYCHast

noCnenoBaTENEHOCTE

TGEEVL=13*%02
VL1016-008
VL1016=012
VL1016-035
VL1U16-104
VL1016=093
VL1016-096
VLIO16-016
VL1016-028

VL1O016=-0585
KOHCEHCYCHaR

noCnefoBaTENbHOCTE

IGEV1=13%02
V5L1016-008
YL101l6-012
VL1016-035
VL10le=104
VLIO16-083
VL1016-096
VL10le=-01e
VL1016-028
VL1016-095
KOHCEHCYCHast

nocnepoBaTeENbLHOCTL

4/22

DIQMTQSPSSVSASVGDRVTITCRASQGISSWLAWYQHKPG
MDMMYPAQLLGLIEIWEPGSRCDIOQMTOSPESVEASVEDRVT I TCRASOGISSWLAWY O]
MOMMYPAOTLGLLLLWEPGSREDIOMTOSPESVSASVEDRVTI ITCRASQL TS SWLAWY
MPMMYVPAQLLGLLLIWFPGSREDIQMTIQEPESVSASVEDRVIITCRASQGISEWLAWYO
MDMMYVPACLLGLLLEWEPGSREDIOMTOSPS SV SASVEDRVI I TCRASQG LS SWLAWY
MDMMVPAQLLGLLLLWFPGSRCDIQMTQSPSSVSASVGDRVTITCRASQGISSWLAWYQ
MOMMYVPAQLIGLIEEWEPGSRCDIOMTOSES SV SASVEDRVT I TCRASOG LS SWLAWY

MEMMYPAGLTGTLTLIWE PGSRCETGMTQ SRS SVSASVEDRYTT TCRASQETSSWLAWY CHKRG

KAPKLLIYAASSLQSGVPSRFSGSGSGTDFTLTISSLQPEDFATYYCQQAN&FPITFGQGTRLEIK
KAEPKLLIYARSSLOSCVPSRFSGSESGT DRI LT ISSLOPEDFAT YY OQQANFPT TRGOCTRIEIK
KA PR LI A S S IO G S RS BS GG ORI LT TSS LOPEDFAT Y Y COCANGEET THEQETRIETE
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BoxNo.ll  Observations where certain claims were found unsearchable (Continuation of item 2 of first sheet)

This international search report has not been established in respect of certain claims under Article 17(2)(a) for the following reasons:

1. |:| Claims Nos.:

because they relate to subject matter not required to be searched by this Authority, namely:

2. |:| Claims Nos.:

because they relate to parts of the international application that do not comply with the prescribed requirements to such
an extent that no meaningful international search can be carried out, specifically:

3. |:| Claims Nos.:

because they are dependent claims and are not drafted in accordance with the second and third sentences of Rule 6.4(a).

Box No. lll Observations where unity of invention is lacking (Continuation of item 3 of first sheet)

This International Searching Authority found multiple inventions in this international application, as follows:

see additional sheet

1. As all required additional search fees were timely paid by the applicant, this international search report covers all searchable
claims.

2. |:| As all searchable claims could be searched without effort justifying an additional fees, this Authority did not invite payment of
additional fees.

3. |:| As only some of the required additional search fees were timely paid by the applicant, this international search report covers
only those claims for which fees were paid, specifically claims Nos.:

4. m No required additional search fees were timely paid by the applicant. Consequently, this international search report is
restricted to the invention first mentioned in the claims; it is covered by claims Nos.:

2-7(completely); 1, 24-57(partially)

Remark on Protest The additional search fees were accompanied by the applicant's protest and, where applicable, the
payment of a protest fee.

The additional search fees were accompanied by the applicant's protest but the applicable protest
fee was not paid within the time limit specified in the invitation.

|:| No protest accompanied the payment of additional search fees.
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FURTHER INFORMATION CONTINUED FROM PCT/ISA/ 210

This International Searching Authority found multiple (groups of)
inventions in this international application, as follows:

1. claims: 2-7(completely); 1, 24-57(partially)

A monoclonal antibody which binds human c-Met and which
competes for binding to soluble cMetECDHis with an
immobilized antibody, wherein said immobilized antibody
comprises a VH region comprising the sequence of SEQ ID
NO:33 and a VYL region comprising the sequence of SEQ ID
NO:37 (024); a nucleotide encoding amino acid sequence; an
expression vector comprising said nucleotide sequence; a
host cell which produces said antibody; a pharmaceutica
composition comprising said antibody; said antibody for use
as a medicament; said antibody for use in the treatment of
cancer; a method for inhibiting growth and/or proliferation
fo a tumor cell expressing c-Met comprising administration
of said antibody; a method for producing said antibody; a
method for detecting the presence of c-Met using said
antibody; a kit for detecting the presence of c-MEt in a
sample comprising said antibody; an anti-idiotypic antibody
against said antibody

2. claims: 8-13(completely); 1, 24-57(partially)

A monoclonal antibody which binds to the SEMA domain of
human c-Met, which competes for binding to soluble
cMetECDHis with an immobilized antibody, wherein said
immobilized antibody comprises a VH region comprising the
sequence of SEQ ID NO:9 and a VL region comprising the
sequence of SEQ ID NO:13 (006) and which does not compete
binding to soluble cMetECDHis with an immobilized antibody
comprising a VH region comprising the sequence of SEQ ID
NO:49 and a VL region comprising the sequence of SEQ ID
NO:53 (045); a nucleotide encoding amino acid sequence; an
expression vector comprising said nucleotide sequence; a
host cell which produces said antibody; a pharmaceutica
composition comprising said antibody; said antibody for use
as a medicament; said antibody for use in the treatment of
cancer; a method for inhibiting growth and/or proliferation
fo a tumor cell expressing c-Met comprising administration
of said antibody; a method for producing said antibody; a
method for detecting the presence of c-Met using said
antibody; a kit for detecting the presence of c-MEt in a
sample comprising said antibody; an anti-idiotypic antibody
against said antibody

3. claims: 14-19(completely); 1, 24-57(partially)

A monoclonal antibody which binds human c-Met, which
competes for binding to soluble cMetECDHis with an
immobilized antibody, wherein said immohilized antibody
comprises a VH region comprising the sequence of SEQ ID




International Application No. PCT/ EP2011/ 053646

FURTHER INFORMATION CONTINUED FROM PCT/ISA/ 210

NO:49 and a VL region comprising the sequence of SEQ ID
NO:53 (045) and which does not compete binding to soluble
cMetECDHis with an immobilized antibody, wherein said
immobilized comprises a VH region comprising the sequence of
SEQ ID NO:9 and a VL region comprising the sequence of SEQ
ID NO:13 (006); a nucleotide encoding amino acid sequence
according to claim 44; an expression vector comprising said
nucleotide sequence; a host cell which produces said
antibody; a pharmaceutica composition comprising said
antibody; said antibody for use as a medicament; said
antibody for use in the treatment of cancer; a method for
inhibiting growth and/or proliferation fo a tumor cell
expressing c-Met comprising administration of said antibody;
a method for producing said antibody; a method for detecting
the presence of c-Met using said antibody; a kit for
detecting the presence of c-MEt in a sample comprising said
antibody; an anti-idiotypic antibody against said antibody

4. claims: 20-23(completely); 1, 24-57(partially)

A monoclonal antibody which binds human c-Met and which
binds to the same epitope as an antibody comprising a VH
region comprising the sequence of SEQ ID NO:17 and a VL
region comprising the sequence of SEQ ID NO:21 (008) or
binds to the same epitope as an antibody comprising a VH
region comprising the sequence of SEQ ID NO:41 and a VL
region comprising the sequence of SEQ ID NO:45 (035) or
binds to the same epitope as an antibody comprising a VH
region comprising the sequence of SEQ ID NO:105 and a VL
region comprising the sequence of SEQ ID NO:109 (096); a
nucleotide encoding amino acid sequence; an expression
vector comprising said nucleotide sequence; a host cell
which produces said antibody; a pharmaceutica composition
comprising said antibody; said antibody for use as a
medicament; said antibody for use in the treatment of
cancer; a method for inhibiting growth and/or proliferation
fo a tumor cell expressing c-Met comprising administration
of said antibody; a method for producing said antibody; a
method for detecting the presence of c-Met using said
antibody; a kit for detecting the presence of c-MEt in a
sample comprising said antibody; an anti-idiotypic antibody
against said antibody
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