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KOMNO3numnn 1 CNnoCOBbl OBHAPYXXEHUA N NEYEHHUA PAKA ANYHWKOB

BesepeHue

Hacrosilee mnsobpeteHne OTHOCUTCA K in Vitro anarHoCTuke, MpodunakTuke wu
NeYeHnto paka, B YacTHOCTU, M3obpeTeHne OTHOCUTCA Kk cnocobam in vitro [narHoCTUKM
paka SIM4HMKOB, a Takke K cnocobam M KOMNo3nmumsam Ans NpounakTUKn Unm neyveHms
paka SANYHMKOB. KOMNosmuum B COOTBETCTBUM C HACTOSALUMM U300peTEHMEM cogepxkart
NPOracTPMHCBA3bIBAIOLLYIO MOMEKYNy, B YaCTHOCTW, aHTUTENO K NPOracTpuvHy 4eroBeka
(hPG, ot anrn. human progastrine), a cnocobbl B COOTBETCTBMM C U30OpETEHUEM
BKITHOYAIOT NPUMEHEHMNE NPOracTPUMHCBA3bIBAOLEN MOMEKYNbl U, B YacTHOCTK, aHTu-hPG

aHTuTena.

Pak SIMYHMKOB BO3HWKAET B KreTKax SIMYHUKOB, B TPaKkTe Mexzy ropriom u
XKENyAKOM, M OnMcaH Kak BOCbMOW MO pacnpoCTPaHEHHOCTU pak, nopaxarowun B
OomnbLUE CTEMEHU MYXXYUH, YEM >KEHLUMH, C Temnamu, BapbUPYOLMMUCS B LUMPOKOM

AnanasoHe B 3aBUCUMOCTU OT CTPaH.

K aBym Haubonee pacnpoCTpaHeHHbIM Tunam paka SUYHUKOB OTHOCSTCS
NMOCKOKNETOYHas KapLMHOMa SIMYMHUKOB U afeHoKapLMHOMa SIMYHWUKOB. M3BECTeH Takke
pag Oonee peakMx nogTMNOB. [TNOCKOKNETOYHas  KapuuHoOMa BO3HMKaeT B
anuTenuanbHbIX KNeTkax nuwesBoga, Torga kKak ajeHokapuuHoma obpasyeTcs B

rnmangynouuTax, MPUCYTCTBYIOLLMX B HUXKHEN YacTu nuiesoga.

KnuHuyeckas amarHOCTUKa OCHOBaHa Ha Guoncum, OObIMHO OCYLLECTBMSIEMON C
MOMOLLIbIO KOMMbLIOTEPHOW TOoMOrpadum unu ynbTpassyka. HebnaronpuatHbin mcxon
AaHHOro 3aboneBaHus SIBNSIETCS Pe3ynbTaToOM, B YaCTHOCTM, MO3AHEN AUarHOCTUMKW,
0oOyCrnoBMEHHOW B CBOK OYepedb, B YaCTHOCTW, OTCYTCTBMEM PaHHMX MPU3HAKOB U
CMMNTOMOB. Ha cerogHsiLLHMN feHb OTCYTCTBYIOT MOMEKYNspHble Buomapkepbl, KOTopble
Obl NPUMEHSNNCL B LUMPOKOW KMMHUYECKOW MnpakTuke paka sindHukos (Kaz et al, Cancer
Letters, 2014). JleyeHne 3aBncuT OT pasBuTUA paka N OObIYHO BKMOYAET XMPYpPruyeckoe
BMELLATENbCTBO B Cryyae HeOOMbLUMX NOKaNM30BaHHbIX OMYXOMNEn UM XMMUOTEpPanuIo,

3a4acTy0 B COYETAHMM C NYHEBON TEPanNMEN.

Taknum obpasom, BCe elle coxpaHseTca noTpebHocTb B cnocobax, No3BONsOLWmNX
OCYLLIECTBNATb ObICTPYIO, HAAEXKHYIO M IKOHOMUYECKN 3PPEKTUBHYIO ANArHOCTUKY paka
SANYHWUKOB, NMOCKONbKY MO-MPEXHEMY CYLLECTBYET HEOOXOAMMOCTb B HOBbIX KOMMO3ULUSIX U

cnocobax, npegHasHavYeHHbIX 4n4 I'IpOC*)I/IJ'IaKTI/IKI/I nnn nevyeHna paka An4YHUKOB.

OnucaHwne
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3TO ABNAETCS Lenbio HacTosALWero n3obpeteHus.

Hactoswee wnsobpeteHne npeanaraet cnocobbl AWarHOCTUKM in Vitro paka
SINYHUKOB, TAE YyKasaHHbIM cnoco® BKNIOYaET onpejeneHne nporacTpyHa B
Buonornyeckom obpasuye, B3ATOM Yy cybbekta. [lpeanovtuTenbHO, OnNpeaensitoT
KONMMYEeCTBO NporacTpuHa B ykasaHHOM obpasLe, UTO NO3BOMNSET KONMMYECTBEHHO OLEHUTD
nporacTpuH. Hacrosiee nsobpeteHne Take npeanaraeT KOMNo3nLMIo ANs NPUMEHEHWS
ANs NPOPUNAKTUKA UNU NEYEHN paka SAUYHUKOB, rae yKkasaHHasi KOMNO3MLUS COAEPXKUT
AHTUTENO, CBA3bIBAIOLLEECH C MPOracTpMHOM, M CMOocoBbl MPOUNAKTMKA UNU NEeYEeHUs
paka SIMYHMKOB, BKMKOYAKOLME WUCMOMb30OBaHWE KOMMO3WLMKU, COAEpXKallel aHTUTENo,
CBSi3blBAOLLEECS C MPOracTPUHOM, CaMOCTOSTENbHO UMM B COYETaHMM C NOObIMM

APYTMMU U3BECTHBIMM CNOcoBamm NeyYeHnst Unn NPounakTUKN paka SUYHUKOB.

Yenoseyecknin npenporacTpyH, NpeacTaBnaowmnn coborn nentTmng, COCTOAWNA 13
101 aMWUHOKUCNOTI (pethepeHcHas aMWHOKUCNOTHas nocneaoBarTenbHOCTL:
AAB19304.1), aBngaeTcsa nepBUYHbIM NPOAYKTOM TpaHCNAUWKM reHa ractpuHa. lNporactpuH
obpasyeTca nytem paclienneHust nepeblix 21 amMMHOKUCAOT (CUrHanbHbIA NEnTug) us
npenporactpuHa. Coctosawaa u3 80 amMWHOKUCNOT Uuenb nporacTpuHa panee
npoyeccupyetT C MNOMOLLbIO paclennaowmx 1M MoandULNPYOLWMX (EPMEHTOB C
obpaszoBaHNEM HECKOMbKMX BUONOrMYEeCcKkM akTUBHbIX FOPMOHOB racTpuHa: ractpuHa 34
(G34) n yanuHeHHoro rnuymHom ractpuHa 34 (G34-Gly), coaepalmx ammHOKUCNOTbI 38-
71 nporactpuHa, ractpuHa 17 (G17) v yanuHeHHoro rnvguHom ractpuHa 17 (G17-Gly),

cojepKaLmnx aMMHOKMCNOThI ¢ 55 no 71 nporactpuHa.

MOHOKNOHaneHble aHTUTENa 4enoseka k nporactpuHy (aHT-hPG) un  ux
NCNONb30OBaHME ANSA ANArHOCTMKN MNK Tepanuu OnucaHbl B CNeAyLWmMX AOKYMEHTax: B
nareHTHom gokymeHte WO 2011/083088 gnsa konopektanbHOro paka (paka TOnCcTom U
npsmon knwkun), 8 WO 2011/083090 gns paka monoyvHom xenesbl, B WO 2011/083091
Ana paka nogxxenygo4yHon xenesbl, B WO 2011/116954 gna paka TONCTOM U NPSIMOW
KULLKM W XKenyaovHO-kmweyHoro Tpakta n 8 WO 2012/013609 n WO 2011/083089 ans

NaTonornum neyeHun.

HacTtoswee nsobpeteHne ctaHeT 6onee NOHATHLIM U3 NPUBEAEHHOIO NOAPOGHOro
OMMCaHUsl U Npunaraemblx rpauYecknx MaTtepmanos, NPEACTaBNEHHbIX UCKIMIOYUTENBHO

ANS UNACTPaUUKM 1 HE OrpaHnYMBaloOLLMX NpeanonaraemMsii o6bem n3obpeteHus.

CornacHo nepBoMy acnekTy, Hacrosuee M3obpeTeHne OTHOCUTCA K crnocoby
OLIEHKM in Vitro pucka Hanuuus paka sSsM4HMKOB, rAe YKasaHHbIN Cnocod BKNOYAET CTaguio

onpeaeneHns nporactpmHa B Ouonormyeckom obpasue oT cybvekta. [lpucyrcremne
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nporectvHa B obpasue ykasbiBaeT Ha TO, YTO CYLLECTBYET PUCK HaNMYNS paka SNYHMKOB.
ABTOpbl HacTosiero n3obpeTeHns BrepBble nokasanu, Y4TO YPOBHW MporacTpuHa vy
NauueHToB, MMELWNX paK SNYHWUKOB, SBMSIOTCA Gonee BbICOKUMW, YEM Yy 3[,0POBbIX
cyGbekToB. Hanpotme, aBTOpbl MPeAbigyMX WCCNeaoBaHWA MPULLNM K BbIBOAY, YTO
dumanonormyeckoe 3HadeHne 3KCNPEeCccun racTpuHa SNYHWKa TPYAHO NOALAETCA OLEHKe
(von Solinge et al., Cancer Res., 1993, 53(8): 1823-1828).

Takum 06pasom, COrnacHO MepBOMY BapUaHTy OCYLIECTBMNEHUSA, U300peTeHue
OTHOCUTCA K in vitro cnocoBy OLEHKW pucKa Hanuumsl y cyObekTa paka AUYHUKOB, Mpu

3TOM crnocob BKMOYAET CTagum:

a) npuBELEHME B KOHTAKT Buonormyeckoro obpasya oT ykaszaHHOro cybbekra ¢ no

MEHbLLUEN Mepe O4HOW NPOracTPMHCBA3bIBAIOLLEN MOIEKYMON, 1

b) obOHapyxeHWe  CBS3blBaHUS  MPOracTPUHCBS3bIBAIOLLEA  MOMEeKynbl  C
nporacTpMHOM B ykasaHHOM ofpasue, rae CBsi3blBaHUME SBNSETCS

nokKasarernem pucka Hannm4dma paka AnYHMKOB.

CBsA3blBaHWe nporacTpUHCBSA3bIBaIOWEN MOMNEKyrbl MOXET ObiTb OBHapyXeHO C
MOMOLLbIO PasnMYHbIX METOAOB aHanmu3a, LOCTYMHbIX Cheyuanucty B gaHHoW obnactu
TexHukn. N xota niobble NOAXOASLUME CPEACTBA NPOBEAEHMSI aHAaNM30B BKMKOYEHbI B
obbem un3obpeTeHns, MOXHO, B 4YacTHocTW, ynomsaHyte FACS (aHrn. Fluorescence

Activated Cell Sorting — copTupoBka KneTok ¢ akTusMpoBaHHou pnyopecueHyunen), NOA

(aHrn. Enzyme-Linked Immunosorbent Assay - hepMEHTHOCBA3AHHbIN
nmmyHocopOeHTHbIn aHanu3), RIA (aHrn. Radioimmunoassay — pagvoOMMMYHHbIN
aHanms), BECTEPH-ONOTTUHT u IHC (aHrn. Immunohistochemistry -

MMMYHOTMCTOXUMUNYECKOoe I/ICCI'IeJJ,OBaHI/Ie) .

CornacHo npeanoyTUTENbLHOMY BapWaHTy OCYLLECTBMEHMS, cnocob CcornacHo
N306peTEeHNIO ANSA OLEHKM in Vitro pucka Hanuuust y cyGbekTa paka AUYHUKOB BKMOYaeT

criegyowme cTaguu:

a) npuBeLEHMNE B KOHTaKT Buonornyeckoro obpasua ¢ No MeHbLUEN MEpPEe OLHON

NPOracTPUHCBA3bIBAOLLENA MOJIEKYON,

b) OnpeAeneHne KOHLUEHTpauumn nporactpvHa B ykasaHHOM Oumonormyeckom
obpasue, rae KoHUeHTpaums nporactpuHa B 6uonornyeckom obpasue no MEeHbLUEN Mepe

5 nmonb/n aBNAETCA nokasarenem puUcka Hanmn4yn4a paka AN4YHMKOB.

Mocne onpefeneHns KOHLEHTpauMn nporacTpyHa, npucyTcTeytowero B obpasye,

pe3ynbTaT MOXHO CPaBHWUTb C pes3ynbTaToM ANS KOHTponbHoro obpasua (o6pasyos),
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NONy4YeHHbIM (MOMyYeHHbIMW) NO aHanoruM ¢ UCMbITbiIBaeMbIMM Obpasyamu, HO B3SITbIM
(B3ATbIMW) Y NIOAEN, OTHOCUTENBbHO KOTOPbIX M3BECTHO, YTO OHW He CTpajaloT pakom
ANYHMKOB. ECnn KOHUEHTpauus nporacTpuHa B UCMbITbiIBAEMOM ofpasue okasblBaeTcs
3HaYNTENbHO BbILLE, MOXHO CAenaTh BbIBOA, YTO CYLLECTBYET NOBbILLEHHAS BEPOATHOCTb

TOrO, YTO CyGBEKT, OT KOTOPOroO NOMyYeH 3TOT obpasel, CTpagaeT pakoM SUYHUKOB.

Takum obpasom, cornacHo  6onee NPeanoYTUTENBHOMY  BapuaHTy

OCyLLeCTBNEHUS, crnocob Mo W30OpeTeHUI0 BKMOYaeT crnegylowme AOoMONHUTENbHbIE

cTagun:
c) onpeaenexHns pedepeHCHON KOHLEHTpauun nNporacTpMHa B KOHTPOMbHOM
obpasue,
d) CpaBHEHMs1 KOHLUEHTpauun nporactpuHa B Ouonormyeckom obpasuye ¢

pedepeHCHON KOHLUEHTpaUnen nporactpuxHa,

e) OLUEHKa Ha OCHOBaHWW CpaBHeHUs cTaaum d) pucka Hanuuus paka

ANYHUKOB.

CornacHo papyromy acnekty, u3obpetreHne oTHocuTCca K cnocoby in  vitro

AVArHOCTMKM paka SSIMMHMKOB Yy CyObekTa, Npu 3TOM YKa3aHHbIN cnocob BKIOYaeT CTagum:

a) npuBeaeHMe B KOHTaKT Buonormnyeckoro obpasya oT ykasaHHOro cybbvekra ¢ no

MEHbLLEN Mepe O4HOW NPOracTPMHCBSA3bIBAIOLLEN MOSEKYON, 1

b) oBGHapyeHne CBSA3bIBAHUA MPOracTPUHCBA3LIBAIOLEN MOMEKynbl C
NPOracTpuHoM B ykazaHHOM ofpasue, rae CBs3blBaHUE SBMSETCS nokasarenemM Hanmuus

y cyObekTa paka AnYHMKOB.

CornmacHo  MpeanoYTUTENbHOMY  BapuaHTy  OCYLLECTBMNEHWs,,  HacTosLjee
nsobpeteHne oTHoOCUTCA K cnocoby in vitro pNarHOCTUKM paka SIMYHUKOB Yy CyObekTa,

BKIOYaIoLLEMY CTaguu:

a) npuBeLEeHNe B KOHTaKT Buonornyeckoro obpasua ¢ No MeHbLIeNn Mepe OLHON

NPOracTPUHCBA3bIBAOLLENA MOIEKYON,

b) ONpeAEeneHne YPOBHSA WM KOHLEHTPaUUMM MporacTpuHa B YKasaHHOM
Buonornyeckom obpasue, rae KoHUEeHTpaunsa nporactpuHa B 6uonornyeckom obpasue no

MeHbLUelr mepe 5 Nvonb/n SBNsSeTcs nokasarenem Hanuyms y cybbekta paka SUHHUKOB.

CornacHo ©Gonee KOHKPETHOMY BapuaHTy ocyuwlectsneHuss cnocoba B
COOTBETCTBUM C  U30OPETEHMEM, KOHLEHTpauus nporactpuHa B  YKa3aHHOM

Buonornyeckom obpasue no meHblen mepe 5 nmons/n, 10 NMOnb/n, N0 MEHbLLUEN Mepe
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20 nmonb/n, no MeHbLen mepe 30 NMOMb/N ABNAETCA nokasaTenem Hanuums y cybbekra

paka AN4YHUKOB.

CornacHo 6onee npeanoyYTUTENbHOMY BapWaHTy OCYLLECTBMEeHus, cnocob no

M306peTeHMI-O BKNoYaeT cnejgywowmne 4ononHUTenbHble CTagnn:

c) onpegeneHns pePepeHCHOM KOHLEHTpaUuM NporactTpmHa B KOHTPOMbHOM
obpasue,
d) CpaBHEHMs1 KOHUEHTpauun nporactpuHa B Ouonoruyeckom obpasue ¢

pedepeHCHLIM YPOBHEM UM pedpepeHCHO KOHLEHTPaLUe NporacTpuHa,

e) OVarHoCTUKM Ha OCHOBaHMM CpaBHeHUst CcTagum d) Hanuums paka

ANYHUKOB.

CornacHo papyromy acnekty, u3obpetreHne otHocutca K cnocoby in  vitro
AVarHOCTMKM METacTasMpOBaHHOIMO paka SIMYHMKOB Yy CcybObekTa, mpu 3TOM cnocob

BKNO4YaeT Ctaguun:

a) npuBELEHNE B KOHTAKT Buonormyeckoro obpasya oT ykasaHHOro cybbvekra ¢ no

MEHbLLUEN MEPEe O4HOW NPOracTPMHCBSA3bIBAIOLLEN MOSEKYON, 1

b) obHapyXeHne CBS3blBaHWS MPOracTPUHCBA3bIBAOLWEA MOMEeKynbl C
nporacTpMHOM B ykasaHHOM obpasue, rae CBs3blBaHWe SBNSIETCS nokasarenem Hanmums

y cyObekTa MeTacTasnpoBaHHOro paka siM4HUKOB.

CornacHo  npeanodTUTENBHOMY  BapuaHTy  OCYLLECTBMEHWUsi,  HacTosLee
n3obpeTeHne OTHOCUTCH K cnocoly in Vvitro ANarHOCTUKM METacTasuMpoOBaHHOrO paka
SIMMHUKOB Y CyObekTa Ha OCHoBaHUM Buonormyeckoro obpasuya OT ykasaHHOro CybbekTa,

BKIOYAIOLLEMY CTaauu:

a) npuBeLeHne B KOHTaKT Buonornyeckoro obpasua ¢ No MeHbLlen Mepe O4HON

NPOracTPUHCBA3bIBAIOLLENA MOIEKYON,

b) onpeaerneHne ¢ NOMOLLbI BUOXMMNYECKOTO METOAA aHanu3a ypoBHS U
KOHLEHTpauMM nporacTpuHa B ykasaHHOM Ouonornyeckom obpasue, rae KoHUeHTpayms
nporactpuHa B 6muonornyeckom obpasye no MeHbLUEW Mepe Bblle 5 NMOnb/n sSBNsieTCs

nokasarenem Hann4ma y cy6be|<Ta MeTacTasnpoBaHHOMo paka ANYHUKOB.

CornacHo ©Gonee KOHKPETHOMY BapuaHTy ocyulectsneHmss cnocoba B
COOTBETCTBUM C  U30OPETEHMEM, KOHUEHTpauus nporactpuHa B  YyKa3aHHOM
Buonornyeckom obpasue no meHbwwen mepe 5 nmons/n, 10 NMOnb/N, N0 MEHbLLLUEN Mepe

20 nmonb/n, no MeHbwen mepe 30 nmonb/n, No MeHbwen mepe 40 nmonb/n MM no
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MeHbENn mepe 50 nmonb/nm  ABNSETCA nokasaTenem Hanuumsa y  cybbekTta

MeTacTasnpoBaHHOIo paka ANYHUKOB.

CornacHo 6onee npeanoyYTUTENbHOMY BapWaHTy OCYLLECTBMEeHus, cnocob no

M306peTeHMI-O BKNoYaeT cnejgyrvwme 4ononHUTenbHble CTagnn:

c) onpegeneHns pePepeHCHOM KOHLEHTpaUuM NporactTpmHa B KOHTPOMbHOM
obpasue,
d) CpPaBHEHMSI KOHLUEHTpauuM nporacTpuHa B YyKa3aHHOM OMONOorm4yeckom

obpasue ¢ pepepeHCHbIM YPOBHEM UNU pehepeHCHON KOHLeHTpauuen NporacTpuHa,

e) OVarHoCTUKM  Ha  OCHOBaHMM  cpaBHeHua ctagum  d)  Hanuuma

MeTacTasnpoBaHHOIo paka AN4YHUKOB.

CornacHo 4acTHOMY BapuaHTy OCYLUECTBIEHNA, HacToswee un3obpeTeHne
OTHOCUTCA K Cnocoby in vitro AnarHOCTUKN paka ANYHMKOB Yy CyObekTa, BKIoYaroemy
onpeaeneHne KOHUeHTpauun nporactpuHa B Ouonormdeckom obpasye u cpaBHEHue

NONY4YEHHOW BEMNUYMHBI C KOHLEHTPaUNEN NporacTpnHa B KOHTPONbHOM obpasLe.

CornacHo 6onee KOHKPETHOMY BapuaHTy OCYyLWeCTBMeHus, B crnocobe
AVarHOCTMKN  paka SIMYHUKOB B  COOTBETCTBUM C  HacTosdWuUm  un3obpeTeHnem
Buonornyeckmn obpasel OT ykasaHHOro cybbekTa NMpUBOAST B KOHTAKT C MO MEHbLUEN
MEPE OAHOW MNPOracTPUHCBA3LIBAKOLEA MOMNEKYNON, r4€ NpPOoracTpUMHCBSA3biBaOLLas

MOreKkyna npeacrasnseT cobon aHTUTENO NI Ero aHTUNEHCBA3bIBAOLWMIA OparMeHT.

BbipaxkeHne “oueHka pucka Hanmumsa y cyObekTa paka SIMYHMKOB” O3HavaeT
onpeaeneHne OTHOCUTENbHON BEPOSITHOCTU TOrO, YTO AaHHbIN CYOBLEKT CTpajaeT pakom
SAWYHMKOB, MO CPABHEHUID C KOHTPOSbHbIM CyObEKTOM unu 3HadeHnem. Cnocob B
COOTBETCTBUM C U30OpeTeHnemM npeactaBnseTr CobBOM WUHCTPYMEHT ANSi OLUEHKM TaKoro
pucka B COYETaHMU C ApYyrMMuK criocobamm unm nokasatensmmn, TakMMK Kak KIMHUYeckoe
nuccnegosaHne, OVONCUSE U ONPeAEerneHne YPOBHS U3BECTHOro Ouomapkepa paka

ANYHUKOB.

CornacHo 4acTHOMY BapuaHTy OCYLUECTBIEHNSA, HacTosiee un3obpeTeHne
OTHOCUTCSA K cnocoby in vitro AUarHOCTMKK paka SIMMHUKOB, BKITHOYAIOLWEMy OnpeaeneHmne
KOHUEHTpauun nporactpuHa B Ouonornyeckom obpasye oT cybbekTa, rae ykasaHHbIN
CYOBEKT MMEET MO MEHbLIEW MEpPe OAMH KIMHUYECKMA CUMMATOM paka SAUYHUKOB.
KnuHnyeckue cuMnTOMbI paka SIMYHMKOB BKIIOYAOT NOTepro Beca, OOonesHeHHoe wnu

3aTpyAHEHHOEe rmoTaHne, Kallerb, HapyLleHne NULLEBapPEHNst 1 U3XOTY.
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CormacHo Apyromy 4acTHOMY  BapuaHTy  OCYLECTBMEHUS, HacTosllee
n3obpeTeHne OTHOCUTCA K Cnocoby in Vitro AMarHOCTMKL paka SIMYHUKOB, BKMNOYaoLemMy
onpeaeneHne KOHUEHTpaumm nporactpuHa B 6uonornyeckom obpasue ot cybbvekTa, rae
yKa3aHHbIN CyObEeKT MMEET MO MEHbLUEW Mepe OAWH KIUHUYECKMW CUMMTOM paka unm

MeTacTasmpoBaHUA.

BolpaxkeHune “in vitro gmnarHoctuka® osHa4yaeT onpeperneHue Toro, ctpagaeTt nu

CYOBEKT TEM UNU UHBbIM 3aboneBaHmeM.

Takum obpasom, cnocod in vitro JNarHoCTUKN paka ANYHUKOB B COOTBETCTBUM C
HaCTOALWMUM N300pETEHNEM MOXHO paccmaTpmBaTb Kak MHCTPYMEHT B XOAE npouecca

ANArHOCTUKN.

CornacHo 6onee KOHKPETHOMY BapuaHTy OCYLLECTBMNEHWs, HacTosllee
n3obpeTeHne OTHOCUTCS K cnocoby in vitro [NarHoCTUKN paka ANYHUKOB Y CyObekTa, npu
3TOM Crnoco® BKMOYAET OMNpeAeneHne KOHLEHTpauun nporacTpuHa B YKa3aHHOM

Buonornyeckom obpasue 1 onpegeneHne N3BeCcTHoOro Bruomapkepa paka SU4HMUKOB.

TepMyH “nporactpuH” O3HA4YaeT MPOracTPUHOBLIN NENTUL MIEKOMUTAKOLWMX U, B
4YaCTHOCTMW, nMporacTpyH 4enoseka. Bo nsbexxaHne HeonpepeneHHocTn, 6e3 kakmx-nmbo
KOHKPETM3aLUN, BbIPXKEHUE “nporacTpuvH 4enoBeka’ OTHOCUTCH K yenosedeckomy PG
nocnegosarensHoctn SEQ ID NO 1. lNporactpuH yenoBeka COAEPXKUT, B YacTHOCTU, N-
KOHLeBble N C-KOHLEBbIE AOMEHbI, OTCYTCTBYIOLME B OUOMNOrMYECKN aKTUBHBLIX dhopmax
rOpMOHa racTpuHa, YNOMMHaBLUMXCH Bbiwe. [1peAnovTUTENbHO, MOCNeAoBaTenbHOCTb
ykasaHHoro N-KOHLeBOro gomeHa npegcrasneHa ¢ nomowpto SEQ ID NO 2. CornacHo
APYrOMY  MpeanouYTUTENbHOMY — BapuaHTy  OCYLLECTBMNEHUsi, MOCneaoBaTenbHOCTb

ykasaHHoro C-KOHLEBOro JomeHa npeacrasneHa ¢ nomoupto SEQ ID NO 3.

OnpeaeneHne KOHUEHTpayum nporactTpuHa corfnacHo cnocoby B COOTBETCTBUM C
n3obpeTeHnemM oCyLLECTBNAIOT ¢ NOMOLLbLIO nioboro cnocoba, M3BECTHOro CneuuanmnucTy B

obnacTtu Broxumum.

MpesnoYTUTENBHO, OMpeaeneHne ypoBHEW MporacTpuHa B obpasye BKNoYaeT
NpuBELEHNE B KOHTAKT ykasaHHOro obpasya C NporacTpPUHCBSA3bIBAOLEN MOMEKYION U
M3MEPEHNE  CBA3bIBAHWSI  YKA3aHHOW  MPOracTPUHCBA3bIBAOLEN  MOMEKynbl €

MPOracTPUHOM.

N3mepeHre ypOBHEW 3KCMpeccuM Ha ypoBHe 6enka MOXHO OCYLUECTBNSATb C
MOMOLLbIO MPOracTPUHCBA3bLIBAIOLMX MOIMEKYN, TakMx Kak, Hanpumep, aHTuTena, B
YaCTHOCTU, C UCMOMNb30BAHUEM XOPOLLO M3BECTHbIX TEXHOMOMUIA, TAKUX Kak OKpalLMBaHUe

MemOpaHbl C MOMOLLbIO OUMOTUHWUIMPOBAHUSE UNU APYrUX 3KBMBANEHTHbIX CNocoboB C
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nocnegywowen UMMyHonpeumnuTayuen co cneumdPuyeckumyn aHTuTenamu, BeCTEepH-
OnoTTUHr,  MMMyHOMEpMeHTHbIn  aHanud  (MOA, wunn  ELISA) wuwnu  wmetoa
nmmMmyHodpepmeHTHbix  nateH  (ELISPOT), TBepaodasHbli  MMMYHOCOPOEHTHbIN
depmeHTHbIn aHanm3 (ELISA), pagnommmyHHbIi aHanm3 (RIA), MMMyHOrMCTOXUMUS
(IHC), ummyHodnyopecueHums (IF), MUKpOUUNbI aHTUTEN UNN TKAHEBbIE MUKPOYMMbI B
COYETAHUM C MMMYHOrMCTOXUMMENW. [pyrme noaxogswme cnocobbl BknovawT FRET
(aHrn. Fluorescence Resonance Energy Transfer — meToa pe3OHaHCHOro nepeHoca
3Heprn dnyopecueHunn) mnn BRET (aHrn. Bioluminescence Resonance Energy
Transfer — MeToA pPE3OHAHCHOrO nepeHoca dHepruun  OUonIOMUMHECUEHLUN),
MUKPOCKOMUYECKNE UNN MMCTOXUMUYECKME METOAbI C UCMONb30OBAHNEM OTAENbHbIX KNETOK
N OAHOW WNW HECKONbKUX ANWH BOMHblI BO3OYXAEHWS N C NpUMEHeHnem noboro us
afanTUPOBaHHbIX ONTUYECKMX METOLOB, TAKUX KaK 3NEKTPOXUMMYECKNE METOAbI (METOAbI
BOMbTOMETPUA U aMNEepPOMETPUM), aTOMHO-CUIOBAS MUKPOCKOMUS U PajUNOBOSHOBbLIE
METOAbl, HaNpMMep, MHOrOMOMOCHAs PE3OHaHCHAasA CrEeKTPOCKONUS, KOHJOKanbHas u
HeKOH(pokanbHas, ynaenvsaHue dnyopecyeHuun, NOMUHECUEHLMMN,
XEMUINIOMUHECLEHLUN, KOIPMDULNEHTOB MOrMOWEHUSA, OTPaKEHUS, NPOMyCKaHus W
ABOWHOrO  nyyenpenomMmneHns unm  koadbdpuymeHTta npenomneHns  (Hanpumep,
MOBEPXHOCTHbIA MMA3MOHHbIN PE30HAHC, 3NUNCOMETPUA, METOA PEe30HaHCHbIX 3epkan,
Unnu uHTepdepomMeTpurst), KNeTouHbin MDA, npoTovyHas UUTOMETPUSA, Pagnon3OTOMHbLIN
aHanus3, MarHUTHO-pe3oHaHCcHas Tomorpadusa, aHanms C MNOMOLLbIO 3nekTpodopesa B
nonnakpunamugHom rene (SDS-PAGE); BOXX (aHrn. HPLC)-macc-cnekrpockonus;
XMAKOCTHasa xpomarorpadusi/macc-cnekTpomeTpus/macc-cnekrpometpus  (KX-MC/MC
(anrn. LC-MS/MS)). Bce atn cnocobbl XOpoLLO U3BECTHbI B 4AaHHOM 06nacTu TEXHUKM U He
HY>XAalTca B AanbHenwem nogpobHom onucaHmn. Bce oHM moryT ObiTb MCNONb30OBaHbI

ANS N3MEPEHNSA YPOBHEN NporacTpuHa.

YkasaHHbIA cnocol, B YaCTHOCTU, MOXET ObITb BbibpaH n3: cnocoba, OCHOBaAHHOMO
Ha VMMMYHOZLETEKTMPOBaHUKN, crnocoba, OCHOBAHHOINO Ha BECTEPH-OMOTTMHrE, cnocoba,
OCHOBAHHOIO Ha MaccC-CnekTpoMeTpun, crnocoba, OCHOBaAHHOrO Ha xpomarorpaduu, u
cnocoba, OCHOBAHHOrO Ha npPOTOYHOM uuTomeTpun. U xota nwboe nopxoasilee
CPEACTBO BKMIOYEHO B 00beM umsobpeteHusi, Takne metoapl, kak FACS, VDA, RIA,
BeCcTepH-6noTTuHr n IHC asnsioTca ocobeHHO NonesHbIMKU ANs ocyLecTBneHns cnocoba

no n3obpeTeHNto.

CornacHo 6onee KOHKPETHOMY BapuaHTy OCyLeCcTBneHns, cnocob in vitro
AVarHOCTMKN paka SIMYHUKOB B COOTBETCTBUM C U30OPETEHNEM BKNIOYAET NPUBEAEHNE B

KoHTakT Grnonoruyeckoro obpasya ot cybbekTa ¢ NporacTpUHCBA3bIBAKOLLEN MOMEKYINON C
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ncnonb3oBaHNEM VIMMyHO(*)epMeHTHOFO aHanunsa, npegnodyTuTenbHO, OCHOBAaHHOINoO Ha

MeTogax, BbldpaHHbIX 13 RIA n NDA.

“‘Buonoruyecknn  obpasey” npuM  MCNOMNb3OBaHWM B  LAHHOM  KOHTEKCTE
npeacraensier cobon obpasey OMONOrMYECKOM TKaHU WNU XUAKOCTW, COAeEpKaLuin
HYKNENHOBbIE KUCMOTbl WM MOMMNENTUAbI, Hanpumep, 6enok, MNOMMHYKNEOTUA Wnu
TPaHCKPUNT paka sAnYHMKOB. Takon obpasel AOMKEH AaBaTb BO3MOXHOCTb OMNpPEeAEnsiTb
YPOBHW 3KCMpeccun nporactpmHa. MI3BeCcTHO, Y4TO NporacTpuH SBNSIETCA CEKPETUPYEMbIM
6enkom. Takum oOpasom, npeanoyTuTenbHble 6Ouonormyeckme obpasubl Ans
onpeaeneHMs ypoBHA ©Oenka nporacTpyHa BKMAOYAOT OUONOrUYECKUe  KUAKOCTMU.
“Bronoruyeckas >MAKOCTb” MPM UCMOMb3OBAHUN B AAHHOM KOHTEKCTe O3HadvaeT nobyro
XNAKOCTb, coaepaLlyro mMartepwan Bmonornyeckoro MPOVCXOXAEHUS.
MpeanoytuTeneHble 6GUONOrMYECcKUe >KUAKOCTU ANA UCMNONb3OBAHWS B HACTOALLEM
n3obpeTeHnn  BKNIOYAKOT  (PU3NONOTNYECKME  XKULKOCTM  KMBOTHOMO,  Hanpumep,
MITEKOMUTAIOLWEro, NPeanoyYTUTENbHO, 4Yenoseka. Pdusanonornyeckas MXuMAKOCTb MOXET
ObITb NMIOOON PU3MOMNOrMHECKON KNAKOCTBIO, BKMKOYAS, HO HE OrpaHMYMBAasiCb NEPEYHEM,
KpOBb, Nnasmy KpOBW, CbIBOPOTKY KPOBUW, NMAy, yepebpocnnHanbHyto xugkocte (CSF),
CMOHW, NOT U Mouy. [lpefnoyTUTENbHO, YKasaHHble NPeAnoYTUTENbHbIE XUAKME
Buonornyeckme obpasubl BknoyawT obpasubl, TakMe kak obpasely Kkposu, obpasey
nnasmbl unu obpasel CbIBOPOTKM kpoBW. Bonee npeanoututenbHo, GMonornyeckmn
obpasel npeacrasndeT cobom obpasel KpoBn. DakTUHeCKkn, Takon obpaseLl KpoBU MOXET
BbITb NONYYEH C NOMOLLLIO NOMHOCTLIO 6E€30MacHOro B3ATUSA KPOBU Yy NauueHTa u, Takum
o6pa3om, NO3BONSIET OCYLLECTBNATb HEMHBA3MBHYIO OLIEHKY PUCKOB TOrO, YTO y CybbekTa

OyaeT pasBMBaTLCSA OMNyXOrb.

“Buonoruyecknn obpasel” npu UCMOMNb3OBaHUM B AAHHOM KOHTEKCTE Takke
BKIto4YaeT obpasely conuaHoro paka obcrnegyemoro naymeHTa, Koraa pak npeacrasnser
cobon conmaHbln pak. Takon obpasey CONMAHOIO paka NO3BONSET CrneyuanucTty B
AaHHON obnacTy TEXHUKU OCYLLECTBNATEL NGO TUN N3MepeHnin yposHa Bromapkepa no
n3obpeTteHnto. B HEKOTOPbIX cryvasix cnocobbl B COOTBETCTBUN C U3OOPETEHMEM MOTYT
AOMOMHUTENBHO BKMOYATh NPeABapUTENbHYIO CTaanio B3ATUS obpasya ConMAHOro paka y
nayuenTta. lNMog “obpasuyom conuaHoro paka” nogpasymeBaeTcsi obpasel OnyxoneBou
TkaHWn. [axe y 60MbHOro pakom TkaHb, SBNALAACA NokanMsaymen onyxonu, CoOASpXKuUT
TaKKe N HEOMYXONEBYIO 340POBYIO TKaHb. Takum obpasom, “obpasel pakoson onyxonu”
AOMKeH BbITb OrpaHNYeH ONyxOneBOWN TKaHbIO, B3ATOM Yy NayueHTa. YkasaHHbii “obpasey
pakoBoOn Onyxonu” MoXeT ObiTb GnoncurHbiM obpasyom unm obpasyom, B3ATbIM MPU

NEeYeHMM C NOMOLLbIO XMPYPrMYeCKoro yaaneHus.
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Buonornyecknn obpasey OObMHO NOMy4YaldT M3  3YKAPUOTHOIO OpPraHu3ma,
Havbonee npeanoYTUTENbHO, MIEKONUTAKOWEro WNu NTUUbl, PENnTUNMKU UNN  PbIdbI.
dakTnyeckn, “cybbekT’, KOTOpbIA MOXET ObITb NOABEPrHYT BO3AEWUCTBUIO ONMUCAHHOrO B
AAHHOM KOHTekCcTe cnocoba, MOXeT ObiTb NOObIM M3 MNEKOMUTAIOLWUX KUBOTHbIX,
BKIIO4as Yenoseka, cobaky, KOLUKY, KPYMHbIA poraTtbii CKOT, KO3, CBUHEN, kKabaHOB, OBeL| U
o6e3bsH;, Mnu NTUdy; PenTunuio; unu poldy. MMpeanoyTuTenbHo, CyObLEKT SBMSETCS

YErTOBEKOM; YEITOBEK MOXET MMEHOBAaTLCA “NauneHTom”.

Mog “nonyyeHnem  Guonormyeckoro obpasya’” B AAHHOM  KOHTEKCTEe
nogpasymeBaeTca nonyveHne duonormdeckoro obpasya ans NCNonb3oBaHus B cnocobax,
OMMNCaHHbIX B JaHHOM u3obpeteHmn. Yawe Bcero ato Oyger caenaHo nyTem B3ATUS
obpasya KreToK y XXMBOTHOrO, HO TakkKe MOXET OblTb OCYLLECTBNEHO C UCMOMb30BaHNEM
paHee BbIAENEHHbIX KMETOK (Hanpumep, BblAENEeHHbIX APYrMM 4YEnoOBEKOM, B Apyroe
BpeMS W/nnn gnsa gpyron uenun) nubo nytem OCyLECTBNEHUS CNOCOBOB MO U30BPETEHNIO
in vivo. OcobeHHO nonesHbiMu ByayT apxuBHble obpasubl TkaHewn, obpaboTaHHble Mnu

MMEIoLLME NCTOPUIO PE3YNbTaToB NeYeHus.

Takon obpasey moxeT ObiTb NOMy4YeH W, Npy HEOOXOAMMOCTWU, MPUrOTOBIEH B
COOTBETCTBMM €O crnocobamu, W3BECTHbIMM cneuuManuctam B JgaHHon obnactn. B
YacTHOCTW, B AaHHOM obnacTm TexHUKU WU3BEeCTHO, 4yTo obpasey cneayetr Gpartb y

cybbekTa HaToLak.

OnpegeneHve KOHUEHTpauuu nporacTpMHa OTHOCUTCA K  OMNpeAeneHuio
KonuyecTea nporactpuHa B ussBectHom obbeme obpasya. KoHueHTpauus nporactpuHa
MOXET ObITb BblpaKeHa OTHOCUTENbHO KOHTPONbHOro obpasya, Hanpuvmep, B Buae
OTHOLUEHUS uUnn B npoueHTax. KoHUueHTpauus Takke MOXEeT ObiTb BbIpaKeHa Kak
WHTEHCUBHOCTb WNW Nnokanusayms curHana B 3aBUCUMOCTM OT crnocoba, MCnonb3yemoro
ANS  ONpeAeneHnst  LaHHOW  KOHUeHTpauun. [pegnouTUTenbHO,  KOHLEHTpauuto
coeguHeHna B oOpasue BbIpakaloT nocne Hopmanusaumm obuwen KOHUEeHTpaumm
POACTBEHHbIX COEAMHEHUA B YykasaHHOM oOOpasue, Hanpumep, YPOBEHb UK
KOHUeHTpauuo 6ernka BbipaxarT nocne HopmMmanusayum obLlen koHUeHTpauun 6enkos B

obpasue.

MpeanoYTUTENBHO, PUCK TOrO, YTO YKasaHHbIA CyObeKT CTpagaeT pakoMm SUYHMKOB,
onpeaensoT NyTeM CpaBHEHWS YPOBHS NpPOracTpuHa, W3MEPEHHOro B  yKa3aHHOM

Buonornyeckom obpasue, ¢ pedepPeHCHLIM YPOBHEM.

1

TepMnH “ pedepeHCHbIA YPOBEHL” NPXM UCMOMb30BAHUN B AAHHOM KOHTEKCTE

OTHOCUTCSI K YPOBHIO 3KCMPECCUM paccMaTpyBaeMoro Mapkepa paka SIMYHMKOB, TO eCTb
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nporacTpuHa, B KOHTPONbHOM obpa3sye. “KoHTponbHbI obpasel” npu MCnonb30BaHUU B
AAHHOM KOHTEKCTE O3HayaeT obpasel, NOMy4YeHHbIN y CyObeKkToB, NMPeAnoOYTUTENBHO, Y
ABYX unun 6onee cyb6beKkToB, OTHOCUTENMBHO KOTOPbIX M3BECTHO, YTO OHW He CTpajaroT
AaHHbIM 3aboneBaHveM, unu, B KayecTBe anbTepHaTuBbl, OT OOL4EN COBOKYMHOCTU
HaceneHus. Npuemnemble pedepeHCHbIE YPOBHM 3KCMPECCUM nporactpmHa MoryT ObiTb
onpeaeneHbl C MOMOLUbIO W3MEPEHUs YPOBHEM 3KCNPEeccunM ykasaHHOro mapkepa y
HECKOMNbKNX MOAXOAALMX CYOBEKTOB, U Takne pedepeHCHblen YPOBHU MOryT ObiTb
CKOPPEKTUPOBaHbI AN KOHKPETHbIX rpynn cyObekToB. PedepeHcHas BenuuvMHa wnm
pedhepeHCHbIN  ypoBEHb MOXET ObiTb abCOMOTHOM BEMUYMHOW, OTHOCUTENBHOW
BENUYNHOW; BENUYMHON, UMEIOLLEN BEPXHUA UMN HWDKHUIA Npegen; ANnanasoHOM BEMUYUH;
Cpe4Hen BENUYMHOW, CTPYKTYPHOW CpeaHEeh BENMYUHON (MeAWaHHbIM 3Ha4YeHUEM),
YCPEAHEHHON BEMWYMHOW UM BEMWYUHOW MO CPABHEHMIO C KOHKPETHBIM PeEPEHCHBIM
unn 6GasncHbIM 3HadyeHueM. PedepeHcHass BenuMuMHa MOXeET OblTb OCHOBaHa Ha
OTAEMNbHOM BbIOOPOYHOM 3HAYEHUM, TAKOM Kak, Hanpumep, BENUYUHA, NONyYeHHast s
obpasua, B3ATOrO y UCMbITbIBAEMOro cybbekTa, HO B Honee paHHUN MOMEHT BPEMEHMW.
PethepeHcHasa BennumHa MOXeT ObiTb OCHOBaHa Ha 6GonblUoM konmyecTse o6pasuos,
Hanpumep, OT rpynnbl CYyOBHEKTOB U3 UAEHTUYHOW FPynMbl CyObEKTOB XPOHOMOMMYECKOro
BO3pacTa, Ui OCHOBaHa Ha COBOKYMHOCTU 00pasLoB, CogepKallen Nnu He coaepraLlen

ucnbiTbiBaEMbI obpasel.

MpepnoytuTenbHO, “pethepeHCHbIN ypoBEHb” npeacTasnser cobon 3agaHHbIN
YpOBEHb MpPOracTpuHa, MOMNy4YeHHbIn Ha OCHOBaHUM Owuonormyeckoro obpasya oT
cyGbekTa C U3BECTHbIM KOHKPETHbIM CTaTyCOM B OTHOLUEHUW paka. CornacHo YacTHbIM
BapuaHTam OCYLLECTBIEHUNS, pPePEPEHCHbIN YPOBEHb, UCMOMNb3YyEMbIN ANSA CPaBHEHMS C
ucnbiTbiBaembiM  obpasuyom Ha crtagum (b), mMoxeT ObiTb MNOMy4YeH Ha OCHOBaHUU
Buonormnyeckoro obpasya oT 340pOBOro Cybbekra unmM Ha OCHOBaHUM OMONOrMYecKoro
obpasya oT cybbekTa, CTpajaloLlero pakom; Creayetr MOHUMAaTb, YTO pedepeHCHbIN
NpoduUnb 3KCNPEeCccMn MOXeT ObITb MOMYyYEH Ha OCHOBAHWUMN COBOKYMHOCTWN BMONOrnyeckux
o6paslyoB OT 340pPOBLIX CYOBLEKTOB UMM Ha OCHOBAHWM COBOKYMHOCTM 0OpasuyoB OT

CyOBEKTOB, CTpagaloLLNX PaKoM.

CornacHo u4acTHOMY BapuwaHTy ocyllectBneHms cnocoba no u3obpeTeHuio,
KOHTPONbHLIM obpasey oToupaloT y CYOBHEKTOB, Yy KOTOPbIX WCKMIOYEHbI Kakue-rnmbo
dopmMbl paka 1, NpeanovTUTENLHO, Kakme-nnbo natonornn soobuje. Cnegyet NoOHUMAaTB,
4YTO B COOTBETCTBMM C npupoaon Ouonornyeckoro obpasuya, B3STOrO y NaUMEHTA,
KOHTpOnbHLIM obpasey Oygetr npeacrtaBnate cobon Ouonorudeckmin obpasel Tou xe

NPUPOAbI, YTO 1 yKkasaHHbIn Buonornyeckun obpasey.
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YpoBeHb nporacTpMHa MO  HacTodwemy cnocoby OnpeaensioT  MyTem
onpeAeneHns  KONMMYecTBa MNpOracTpuHa, CBSA3AHHOMO  MPOracTpPUH-CBA3bIBAOLLEN

MOMEKYON, MPEANOYTUTENBHO aHTUTENOM, Pacno3HatOLLMM NPOracTpuH.

“MporacTpuHcBsA3bIBaKoOLLasi Monekyna” B 4aHHOM KOHTEKCTE OTHOCUTCA K nobon
MOIeKyne, KoTopasi CBSA3blBA€T NPOracTpuH, HO He cBsAsbiBaeT ractpuH-17 (G17),
ractpuH-34 (G34), yanMHEHHbIN rAnymHomM ractpuH-17 (G17-Gly) vnu  yanvHeHHbIN
rnuyuHoM ractpun-34 (G34-Gly). lMporacTpuHcBasbiBaoLWas Morekyna no HacTosilemy
n3obpeTeHntio MoxeT ObiTb NIOOON NPOracTPUHCBA3LIBAIOLLEN MOMEKYNON, TakoM Kak,
Hanpumep, MOneKyna aHTUTena wnu peuentopHaa monekyna. [lpeanoyTuTensHo,
NporacTpUHCBA3bIBaOLWAa Monekyna npeacrasnaet cobon aHTUTENO K NPOracTpyHy unm

€ro aHTUreHCBSA3bIBaOLMIA parMeHT.

“‘CeasbiBaoymn”, “ceasbiBaeT’ wnn Tomy nogobHoe nopgpasymeBaeT, 4To
aHTUTENO UNN €ro aHTUIreHCBA3bIBAKWNA hparMeHT obpasytoT KOMMMEKC C aHTUTEHOM,
KOTOPbIA B PU3NOMNOrMYECKNX YCNOBUAX ABMNSETCA OTHOCUTENbHO CcTabunbHbiM. Cnocobbl
onpeaeneHns CBA3bIBAHWMS ABYX MONEKYN W3BECTHbl B AaHHOW 0OONactm TEXHWUKU U
BKMIOYAIOT, HaNnpuUMep, PaBHOBECHbLIA AManunus, NOBEPXHOCTHbLIA MMA3MOHHbBIA PE30OHAHC U
ToMy nogobHoe. CornacHoO 4acTHOMY BapUaHTy OCYLLECTBIEHUS, YKa3aHHOE aHTUTEnNo
WNNW  ero aHTUreHCBA3bIBALWMKA parMeHT CBA3bIBAIOTCA C  MNPOracTpuHOM C
ahPUHHOCTBLIO, KOTOpPasi MO MEHbLUEN Mepe B ABa pasa npeBbiwaeT ero adhPUHHOCTb K
CBA3bIBAHMIO C Hecneundunyeckon MONEeKynon, Takon Kak Obl4MiA  CbIBOPOTOYHbIN
anebymnH (BCA wnnn BSA, ot aHrn. - bovine serum albumin) unun kaseunH. CornacHo
fonee KOHKPETHOMY BapuwaHTy OCYLLUECTBNEHUS, YKa3aHHOE aHTUTENO WM €ero

AHTUreHCBA3bIBAOLWMIA (hparMeHT CBA3LIBAKOTCS TOMbKO C NPOracTpUHOM.

CornacHo 4aCTHOMY BapuwaHTy OCyLleCTBNEeHusi, B crnocobe AMarHOCTMKM paka
SIMMHUKOB B COOTBETCTBUM C n3obpeTeHnem bruonornyecknin obpasel, B3sTbin y CyObeKTa,
NPUBOASAT B KOHTAKT C MO MEHbLUEN Mepe OAHOW MPOracTPUHCBA3LIBAIOLLEN MOMNEKYION,
rae addPUHHOCTb YyKasaHHOW MOMEKynbl K NPOracTpuHy COCTaBMSET MO MEHbLUEN Mepe
100 Hmonb/n, NO MeHbwern mepe 90 HMOMb/M, NO MeHbwen mepe 80 HMOMbL/M, no
MeHbLIeNn mepe 70 HMONb/M, NO MeHblen Mepe 60 HMONb/n, Mo MeHbwen mepe 50
HMOMb/N, N0 MeHbLen mepe 40 HMonb/N, NO MeHblen mepe 30 HMONbL/N, NO MEHbLUEN
mepe 20 Hmonb/n, no MeHbwen mepe 10 HMOonb/N, NO MeHbLen mepe 5 HMomnb/mn, no
MEHbLUEN Mepe 1 Hmonb/n, no MeHbwen mepe 100 nmonb/n, MO MeHbwwen mepe 10
NMOMbL/M, UM NO MeHbLen mepe 1 NMonb/n, Npu onpegeneHun ¢ NoOMoLblo cnocoba,

TaKoro Kak onncaH BbilLie.
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CornacHo YacTHOMY BapuaHTy OCYLUECTBIEHNsA, HacToswee u3obpeTeHne
OTHOCUTCA K Crnocoby AMArHOCTUKM paka SIMYHUKOB, BKIIOYAIOLEMY OnpeaeneHune
KOHLEHTpauun nporactpuHa B buonornveckom obpasye ot cybbekTa, rae 6Monornyeckmm
obpasely NpuMBOAAT B KOHTAKT C aHTU-hPG aHTWTenom mnu ero aHTUreHCBsi3biBaloLLUM

parmMeHToM.

TepMuH “aHTUTENO” NPU UCMONb30BaHMM B AAHHOM KOHTEKCTE NOAPa3yMeBatoT Kak
BKIIOYaoWmn B cebs NOMMKMOHANbHbIE U MOHOKMNOHarnbHbIE aHTuTena. AHTUTENO (Mnu
“UMMYHOrNOBYNNH") COCTOUT M3 FMUKOMNPOTENHA, COAEPKALLEro NO MeHbLUen Mepe ABe
Takenole (H) uenn n gee nerkue (L) uenn, coeamHeEHHble ApYr C APYroM nocpeacTBOM
OucynbuaHbix cBazen. Kaxgas Tsxenas uenb COAePXWUT BapuabenbHbIA y4acTok
Tspkenon yenu (unu gomeH) (B gaHHonm paboTte cokpaljeHHo obosHavaembii kak HCVR
unn VH) 1 KOHCTaHTHbIA Yy4acTOK TSKenown uenn. KOHCTaHTHBbIN y4acTOK TSKEMOW Lenu
cogepxut Tpyn gomeHa, CH1, CH2 n CH3. Kaxxgasa nerkas uenb cogepxut sapnabdenbHbIn
yyacTok nerkon yenu (B gaHHon pabote cokpalwjeHHo obosHavaembin kak LCVR vnun VL)
N KOHCTaHTHbIN y4aCTOK nerkon uenn. KOHCTaHTHBIN y4acTOK NErkon LUenu COAEPKUT OAWH
gomeH, CL. Yyactkm VH u VL moryt B CBOK Ouvepenb NOoapasfensaTbCa Ha y4yacTku
runepsapmabenbHoCTy, HasblBaeMble “yyactkamu, onpeaensowumMm
komnnemeHTapHocTb” (CDR) unu “runepsapmabenbHbiMy y4acTkamun”, KOTOpbIE B NEPBYIO
oyepeab OTBETCTBEHHbI 3a CBA3bIBAHUE 3MUTOMNA aHTUIEHA, U KOTOPbIE NEPEMEXAIOTCS C
yyactkamu, sasnaowmmmnca  6onee  KOHCEPBaTUBHbIMK, HAa3bIBAEMbIMW  KapKaCHbIMU
yqactkammn (FR). Cnocob wuaeHtTudumkaumm CDR BHYTpM nerknmx u TSXKeEnbIX Leneu
aHTUTENna u onpejeneHne Ux nocneaoBaTenbHOCTU XOPOLLO M3BECTHbI CrieyuanucTam.
Bo nsbexxaHne HeonpeaeneHHoOCTU, Npu OTCYTCTBUM B TEKCTE Kakux-nmbo ykasaHun ob
obpatHom, BbipaxkeHne CDR o3HavaeT runepsapunabenbHble y4acTku TSXKENbIX U Nerkux
uenen aHtutena B cootBeTcTBMM C 6ason gaHHbix IMGT (anrn. International Immuno-
Genetics Database - MexagyHapogHass 6asa AaHHbIX MO MMMYHOrEHETUKE), rae
yHuKkaneHaa Hymepauyus IMGT ofecneuvBaeT CTaHAapTU3NPOBAHHOE pasrpaHNYeHune
KapKacHbIX y4aCTKOB M y4acTKOB, onpegensaowmx komnnementapHoctb, CDR1-IMGT: ot
27 po 38, CDR2.

YHukanbHas Hymepaums IMGT onpegendeTr cpaBHeHne BapuabernbHbiX JOMEHOB
He3aBMCUMO OT aHTUreHHOro peuentopa, Tvna uenn wnu suaos [Lefranc M.-P.,
Immunology Today 18, 509 (1997) / Lefranc M.-P., The Immunologist, 7, 132—136 (1999) /
Lefranc, M.-P., Pommié, C., Ruiz, M., Giudicelli, V., Foulquier, E., Truong, L., Thouvenin-
Contet, V. and Lefranc, Dev. Comp. Immunol., 27, 55-77 (2003)]. B yHukanbHoOW

Hymepauum IMGT KOHCepBaTMBHbIE AMWHOKUCMOTbI BCerga MWMEKT OAMHaKoBoe
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nonoxexue, Hanpumep, umctemH 23 (1st-CYS), tpuntodpan 41 (CONSERVED-TRP),
rmgpoobHaa amuHokucriota 89, uuctemH 104 (2nd-CYS), deHnnananvH wunu
TpuntodpaH 118 (J-PHE wnn J-TRP). YHukanbHas Hymepauyus IMGT obecneuyvBaer
CTaHAapTU3MPOBaHHOE pasrpaHudeHne kapkacHbix yy4actkos (FR1-IMGT: nonoxeHus ot
1 80 26, FR2-IMGT: ot 39 go 55, FR3-IMGT: ot 66 go 104 n FR4-IMGT: ot 118 go 128) n
y4yacTKoB, onpeaensaowmx komnnemeHtapHoctb: CDR1-IMGT: ot 27 go 38, CDR2-IMGT:
ot 56 go 65 n CDR3-IMGT: ot 105 go 117. MNockonbky npobenbl NpeacTaBnsatoT cobon
He3aHATble nonoXxeHus, AnuHbl CDR-IMGT (nokasaHHble B ckobkax M pasgeneHHble
Touykamu, Hanpumep, [8.8.13]) craHOBATCA BaxHOW WHMOPMaUnen. YHUKanNbHYO
Hymepauyuo IMGT ucnonb3ytoT B 2D rpadudeckux npeacraBneHnsx, o6o3Havyaemblx Kak
IMGT Colliers de Perles [Ruiz, M., Lefranc, M.-P., Immunogenetics, 53, 857-883 (2002) /
Kaas, Q., Lefranc, M.-P., Current Bioinformatics, 2, 21-30 (2007)], n B 3D cTpykTypax B
IMGT/3Dstructure-DB [Kaas, Q., Ruiz, M., Lefranc, M.-P., T cell receptor and MHC
structural data. Nucl. Acids. Res., 32, D208-D210 (2004)].

Kaxabin VH n VL coctout ns tpex CDR u yetbipex FR, koTopble pacnpeaeneHsbl
OT aMMHO-KOHUa o kapbokcunbHOro koHua B cneayrowem nopsake: FR1, CDR1, FR2,
CDR2, FR3, CDR3, FR4. BapuabernbHble y4acTku TSXKEMbIX U NErknx Lenen cogepxar
CBA3bIBAIOLMA JOMEH, KOTOPbIN B3aUMOAEUCTBYET C aHTUreHOM. KOHCTaHTHbIE y4acTku
aHTUTENn MOryT OrnocpeaoBatb CBA3bIBAHWE WMMYyHOrnobyrnvHa C  TKaHAMUA  Unu
dhakTopamMn XO03AMHA, BKMKOYAs pPasfuUyHble KNEeTKM WUMMYHHOW CuUCTeMbl (Hanpumep,
3 peKkTopHbIE KNETKM) 1 NepBbii KOMMOHEHT (Clq) Knaccuyeckon CUCTEMbI KOMMIEMEHTA.

AHTUTENa MOoryT ObITb PasnMyHbIX N30TUMNOB (a UMEHHO, IgA, IgD, IgE, IgG nnwn IgM).

CornacHo ©onee  KOHKPETHOMY  BapwaHTy  OCYLLUECTBMNEHWS,,  YKasaHHOEe
NMPOracTpUHCBA3bIBAOLEE aHTUTENO WM  €ro  aHTUreHCBA3bIBALWUA  pparMeHT
BbIOMpaOT M3 rpynnbl, COCTOALLEN W3. MOMMKNOHAmNbHbIX aHTUTEN, MOHOKIOHAaNbHbIX
aHTUTEN, XUMEPHbl aHTUTEN, OAHOLEMNOYEYHbIX aHTUTES, KaMENM3NPOBaHHbIX aHTUTEN,
IgA1-aHTuTEn, IgA2-antuten, IgD-aHtuten, IgE-antuten, IgG1-antuten, 1gG2-aHTuten,

IgG3-anHTuTen, IgG4-aHtuten n IgM-aHtuTen.

“lMonuknoHanbHOe aHTUTeno” npeacraensieT cobon aHTUTENO, koTopoe Obino
MOMy4YeHO Hapsigy C WM B MPUCYTCTBMM OLHOrO WUnu Gonee apyroro, HEUAEHTUYHOIO
aHTMTena. BoobLye roBopsi, NONUKMNOHAaNbHbIE aHTUTENa nony4awT M3 B-numdoynTa B
MPUCYTCTBMM HECKONbKMX ApYyrMx B-numdouynToB, npogyumpyrowmx HengeHTUYHbIE
aHtTuTena. Kak npaBuno, NOMUKMOHamNbHbIE aHTUTENna Mony4yarT HEMOCPEACTBEHHO Yy

MMMYHU3NPOBAHHOIO XXUBOTHOTIO.
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TepMuH “MOHOKMNOHaNbHOE aHTUTENO” O3Ha4vyaeT aHTUTENo, MNPoucxojsilee u3
nonynsaymMmM MnOYTU TOMOFEHHbIX aHTUTEeN, rAe nOonynAunsa BKMOYaAET WAEHTUYHbIE
aHTUTENa, 3a UCKMIOYEHNEM HECKOMbKMX BO3MOXHbIX €CTECTBEHHbIX MyTauuni, KOTopble
MOryT 6bITb OBHapYXeHbl B MUHUManbHbIX JonsX. MOHOKMOHANbHOE aHTUTENO SBNSAETCA
pe3ynbTaToM poCTa OAHOKIETOYHOrO KMOHa, Takoro kak rubpuaoma, n xapakrepusyercs

TAXKEenbIMU LLlenamMmn o4HOro knacca n nogknacca n nerkuMmm tenamm ogHoro tmna.

BblpaxkeHne “aHTUreHcBaAsbiBalOWUK dparmMeHT” aHTutena osHadaet nobon
nentTua, nNONUNENTUA WU MPOTEUNH, COXPAHAIOWMUA CNOCOOHOCTb CBA3bIBATLCA C
MULLEHbIO, TakKke OObIMHO Ha3blBAEMOW aHTUreHOM, YKa3aHHOro aHTUTena, Kak npasuro,
TOro e 3nuMTona, U cogepKaliMn ammHOKUCMOTHYIO MOCNefoBaTenbHOCTb MO MEHbLUEN
Mepe 5 CMEXHbIX aMMWHOKMUCMOTHBIX OCTartkoB, NO MeHbwwen mepe 10 CMEXHbIX
aMWHOKMCMNOTHbIX OCTaTKOB, NO MeHbLUEN Mepe 15 CMEXHbIX aMUHOKUCIOTHBIX OCTaTKOB,
no meHbwen mepe 20 CMEXHbBIX aMUHOKUCIIOTHbIX OCTAaTKOB, MO MeHbLUen mepe 25
CMEXHbIX aMWHOKMCINOTHbIX OCTaTKOB, MO MeHbLUeN Mepe 40 CMEXHbIX aMUHOKUCIOTHbIX
OCTaTKOB, NO MeHbLUen Mepe 50 CMEXHbIX aMUHOKMUCIOTHbIX OCTaTKOB, MO MEHbLUEN Mepe
60 CMEXHbIX aMWHOKUCMOTHBIX OCTaTKOB, MO MeHbwen wmepe 70 CMeXHbIX
aMUHOKMCMNOTHbIX OCTaTKOB, NO MeHbLUen Mepe 80 CMEXHbIX aMUHOKUCIIOTHBIX OCTaTKOB,
no meHbwen mepe 90 CMEXHbLIX aMUHOKMCMNOTHbLIX OCTaTKOB, MO MeHblen mepe 100
CMEXHbIX aMUHOKUCITOTHBIX OCTaTKOB, NO MEHbLUEN Mepe 125 CMEXHbIX aMUHOKUCMOTHbIX
OCTaTkoB, MO MeHbLien mepe 150 CMEXHbIX aMWHOKUCMOTHBIX OCTarkoB, MO MEHbLUEN
mMepe 175 CMEXHbIX aMMHOKUCIOTHbBIX OCTaTKoB Mnn no MmeHbwen mepe 200 CMEXHbIX

aMUHOKMCMNOTHbIX OCTaTKOB, aMUHOKMCIOTHOW NOCNeAoBaTENbHOCTN aHTUTeNa.

CornacHo YacTHOMY BapuaHTy OCYLLECTBIIEHUS, yKa3aHHbIN
AHTUreHCBA3bIBALMN PparMeHT COAEPXKUT NO MeHbluen mepe oamH CDR anTutena, u3a
KOTOporo OH nonyyeH. CornacHo ewe OgHOMY NPeanoYvYTUTENBHOMY BapUaHTy
OCYLLECTBMNEHNS, aHTUreHCcBA3bIBaOLWMN bparmeHT cogepxut 2, 3, 4 unu 5 CDR, 6onee

npeanoutuTensHo, 6 CDR aHTUTENa, U3 KOTOPOro OH NOMyYeEH.

“AHTUreHcBA3bIBaOWME parmeHTbl” MOryT 6biTh BblIOpaHbl 6€3 orpaHnyeHus ns
rpynnbel, coctoswen ms Fv, scFv (sc ans ogHom uenwn), Fab, F(ab’), Fab’, scFv-Fc
dparmeHToB UK guaren, unu rmbpuaHbix 6enkoB C HEYNOpPSAOYEHHBIMU NENTUAAMM,
Takmmmn kak XTEN (yAnvHEeHHbIN pekomMBUHaHTHbIN nonunenTtua) wnn PAS moTuBbl, unm
noboro gparmeHTa, BPEMS NOMYXMU3HU KOTOPOro MOXET ObiTb YBEMMYEHO C MOMOLLBIO
XUMNYECKON MoanpUKaLmKn, Takon kak pobasrneHne nonuankuneHrnmkons, Takoro Kak
nonuatuneHrnukons (“nermnuposanne”) (nermnnposBaHHble hparmeHTbl 0603HaYaT Kak
Fv-PEG, scFv-PEG, Fab-PEG, F(ab’)»-PEG wnn Fab-PEG) (‘PEG” o3Havaet
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MONMU3TUNEHITINKONb), WX NYTEM BKMOYEHUS B JAMOCOMY, MPU 3TOM YKasaHHble
dparMeHTbl UMET NO MeHbLlen mepe oauH K3 xapaktepHolx CDR aHTuTEna B
COOTBETCTBUMN C n3obpeTeHnem. peanovTUTENbHO, yKasaHHble “aHTUreHCBs3biBaroLme
hparmeHTb!” Oyayr npeacTasnsTb cobon unu coaepxartb YaCTUYHYIO
nocnefoBaTenbHOCTb TSHXKENOW UNWN NErkon BapmnabenbHOW Lenn aHTutena, U3 KoToporo
OHW TMONy4YeHbl, MPW 3TOM YyKasaHHas 4acTUYHas MOCNeAOBaTENbHOCTL SBMAETCS
AOCTaTOMHOM ANS COXPaHEHUS Takom e cneundUYHOCTU CBA3bIBAHMS, Kak y aHTUTena,
N3 KOTOPOrO OHa MPOMUCXOAUT, U [OCTAaTOMHON addPUHHOCTLIO, MPEeANnOYTUTENBHO, MO
MeHbLlen mepe pasHon 1/100, Gonee nNpeanoyvTUTENbHO, MO MeHbwen mepe 1/10,

athPVMHHOCTU aHTUTENA, U3 KOTOPOrO OHA NPOUCXOAUT, MO OTHOLUEHWUIO K MULLIEHMW.

CornacHo apyromy 4acTHOMY BapuaHTy OCYLLECTBNEHUd, B cnocobe anarHoCTukm
paka siIMYHUKOB B COOTBETCTBUM C M3oBpeTeHmem Buonormyeckuii obpasely oT cybbekTa
MPUBOAAT B KOHTAKT C @HTUTENOM, CBS3bIBAOLMMCS C MPOracTpUMHOM, F4e yKasaHHoe
AHTWUTENO MOMYYEHO C MOMOLLbI crnocoba MMMYHM3aUMWM, WU3BECTHOrO CrneyvanucTy B
AaHHOW obrnacTtu, rae B Ka4eCcTBe UMMYHOreHa MCMnonb3yeTcs NenTuj, aMUHOKUCIOTHas
NMOCNeA0BaTENBbHOCTL KOTOPOrO COAEPMKUT COBOKYMHOCTb MMM YacTb aMWHOKUCIOTHOW
nocrneaoBaTeNbHOCTU NporacTpuHa. bornee KOHKPETHO, yKaszaHHbIA UMMYHOTEH COLEPXKUT

nenTng, BbiOpaHHbIN U3:

e nenTunaa, 4YbAa aMMHOKUCIOTHaA nocnenoBaTteribHOCTb COAEPXUT UM COCTOUT
M3 aMMHOKMCNOTHOW MOCnenoBaTenbHOCTH nonHopasmMepHoro nporacTtpyuHa W, B

YacTHOCTW, NOMHOpPasMepHoro nporacTtpuHa Yenoseka SEQ ID NO 1,

e Mentuga, 4ba aMUHOKUCNOTHaAA nocneaoBaTefibHOCTb COOTBETCTBYET 4acTu
aMUHOKUCINOTHOW NOCMen0BaTenbHOCTH nporactpmHa 1, B YHaCTHOCTU, NONHOPAa3MepHOro

nporactpuHa yenoseka SEQ ID NO 1,

e MenTuaa, Ybs aMUHOKWCIOTHAs MOCNeAOBaTeNbHOCTb COOTBETCTBYET 4acTu
WY BCEN aMMHOKUCIIOTHON nocregoBartenbHOCTU N-KOHLEBOro y4acTka nporactpuHa u, B
YacTHOCTW, MNENTUAOB, COAEPXALUMX aMUHOKUCMOTHYIO MOCnefoBaTeNnbHOCTb M
COCTOSAILMX U3 aMUHOKMCNOTHOW nocnegoBartensHoctn: SWKPRSQQPDAPLG (SEQ ID
NO 2), u

e nMenTuaa, Ybsi aMUHOKUCIIOTHAs MOCMNEeLOBaTENbHOCTb COOTBETCTBYET 4acTu
UNn BCEN aMUHOKUCITOTHOW nocnegosaTtenbHOCTU C-KOHLEBOro yyacTtka nporacTpuHa u, B
YacTHOCTW, COAEepPKaLMX aMUHOKUCITOTHYIO MOCNefoBaTeNbHOCTb WM COCTOSILUX K3
amuHokmcnotHon nocneposatensHocTn: QGPWLEEEEEAYGWMDFGRRSAEDEN (SEQ
ID NO 3),
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e MenTuaa, Ybs aMUHOKMCNOTHAs MOCMNEAOBaTENbHOCTb COOTBETCTBYET YacTu
aMVHOKUCINOTHOM  nocneaoBaTtenbHocT  C-KOHLEBOro y4yacTka nporactpyHa W, B
YacTHOCTW,  MenTUAOoB,  COAEePXalMX  aMUHOKUCIIOTHYIO  MOCMenoBaTenbHOCTb
FGRRSAEDEN (SEQ ID NO 40), cootseTcTBylOWYyO amuHokucnoram 71-80

nporacTpuHa.

Cneymanuncty B gaHHon obnacty 6yaeT NOHATHO, YTO Takas UMMYHU3aLUMa MOXET
ObITb MCMONb30BaHa ANSA NONYYEHUS MNONMUKIOHANBHbLIX UM MOHOKIOHANbHBIX aHTUTEN Mo
xenaHuo. Cnocobbl NONYYEHUA aHTUTEN KabKAOro U3 3TMX TUMNOB M3BECTHbl B AaHHOW
obnactn TexHukn. Takmm obpasom, cneymanucty Oyaet nerko Bbibpatb U obecneuntb
BbINONMHEHME crnocoba MonyvYeHUss NOMMKNOHAmNbHbIX W/ MOHOKMOHArbHbBIX aHTUTEN K

nobomy AaHHOMY aHTUreHy.

MNpuMepbl  MOHOKMOHANbHbLIX  @HTUTEN, MOMYYEHHbIX C  MCMOMb30BaHNEM
UMMYHOreHa, coaepxalyero aMMHOKUCINOTHYIO nocnefoBaTenbHOCTb
“SWKPRSQQPDAPLG”, coOOTBETCTBYIOLLYIO aMUHOKUCIIOTHOW nocrneaosarenbHocTn 1-14
nporactpuHa yenoseka (N-kOHLUEBOMW y4acTOK), BKMNIOYAIOT, HE OrPaHNYMBasiCb NEPEYHEM,
MOHOKMOHanbHblE aHTuTena, obo3HayeHHble Kak: MADb3, mAb4, mAb16, 1 mAb19 un
MADb20, kak onucaHo B cnegyowmx tTabnuyax ¢ 1 no 4. bbinu onucaHbl Takke n apyrme
MOHOKIMOHarnbHbIE aHTUTENa, XOTH HEACHO, AEUCTBUTENBHO NN 3TN aHTUTENA CBA3bIBAOT
nporactpuH (WO 2006/032980). PesynbTaTbl MWCMbITAHWMA KapTPUPOBaHUA anuTona
nokasbiBaloT, 4To MAb3, mAb4, mAb16 n mAb19 n mAb20 cneyudmyeckn ceasbiBaroT
anuTon B npejenax ykazaHHou N-KOHLEBOW aMUHOKUCIOTHOW nocnegosartensHoctn hPG.
MonunknoHanbHble aHTUTena, cneymduyeckn pacnosHalowme anuton B npegenax N-
KOHLa nporacTtpuHa, npeacrasneHHble kak SEQ ID NO 2, 6binn onmucaHbl B faHHOM

obnactu (Cm, Hanpumep, nateHTHbIM gokymeHT WO 2011/083088).

Tabnuya 1

Jeno3ntHbin | mAb AMWHOKUCNOTHbIE SEQ ID NO

HOMep nocrneaoBarTenbHOCTH

rmépuaomebl

6B5B11C10 mAb3 | VH CDR 1 GYIFTSYW SEQID NO 4
VH CDR 2 FYPGNSDS SEQID NO5
VH CDR 3 TRRDSPQY SEQID NO 6
VL CDR 1 QSIVHSNGNTY | SEQIDNO7
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VLCDR 2 KVS SEQ ID NO 8
VLCDR 3 FQGSHVPFT SEQID NO9
Tabnuya 2
[JenosntHbin | mADb AMWHOKUCNOTHbIE SEQ ID NO
HoMep nocneaoBaTenbHOCTH
rmépuaomebl
20D2C3G2 mAb4 | VH CDR 1 GYTFSSW SEQ ID NO
10
VH CDR 2 FLPGSGST SEQ ID NO
11
VH CDR 3 ATDGNYDWFA | SEQ ID NO
Y 12
VL CDR 1 QSLVHSSGVTY | SEQ ID NO
13
VLCDR 2 KVS SEQ ID NO
14
VLCDR 3 SQSTHVPPT SEQ ID NO
15
Tabnuya 3
JenosntHbin | mAb AMWHOKUCNOTHbIE SEQ ID NO
HOMep nocneaoBaTenbHOCT
rmépuaomebl "
1E9D9B6 mAb16 | VH CDR 1 GYTFTSYY SEQ ID NO
16
VH CDR 2 INPSNGGT SEQ ID NO
17
VH CDR 3 TRGGYYPFDY | SEQ ID NO
18
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VL CDR 1 QSLLDSDGKTY | SEQ ID NO
19
VL CDR 2 LVS SEQ ID NO
20
VLCDR 3 WQGTHSPYT SEQ ID NO
21
Tabnuya 4
Jeno3ntHbin | mAb AMNHOKUCNOTHBI SEQ ID NO
HOMeEp e
rmépuaombil nocneaoBarernbH
ocTn
1B3B4F11 mAb19 | VH CDR 1 GYSITSDYA SEQ ID NO
22
VH CDR 2 ISFSGYT SEQ ID NO
23
VH CDR 3 AREVNYGDSYHFDY |SEQ ID NO
24
VL CDR 1 SQHRTYT SEQ ID NO
25
VLCDR 2 VKKDGSH SEQ ID NO
26
VLCDR 3 GVGDAIKGQSVFV SEQ ID NO
27

MNpuMepbl MOHOKMOHAamNbHbIX aHTWUTEN, KOTopble MOryT ObiTb MOMyYeHbl C
NCMNONb30BAHMEM VIMMYHOreHa, COAEpXKallero amMMHOKUCIIOTHYIO MOCnefoBaTenbHOCTb
“QGPWLEEEEEAYGWMDFGRRSAEDEN”  (C-koHUEBOM  y4acTOK  MnporactpuvHa),
COOTBETCTBYIOLLYIO  aMUHOKUCIIOTHOM  nocnegosartensHoctn  55-80  nporactpuHa
yernoBeka, BKMIOYAIOT, HE OrpaHMuMBasiCb MNepevHeM, aHTuTena, obo3HayeHHble Kak:

MADb8 n mAb13 B cneayowmx Tabnuyax 5 n 6. PesynbTarbl UCNbITAHUA KApTPUPOBaHUS
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anuTona nokasbiBalT, 4TO MADL13 cneunduueckn cBAsbIBAET 3NUTON B npejenax

ykazaHHon hPG C-kOHLEeBOW aMUHOKUCNOTHOW NOCNeA0BaTENbHOCTN.

Tabnuya 5
HdenosutHein | mAb AMMWHOKUCNOTHbIE SEQ ID NO
HOMep nocnesoBaTenbHOCTH
rmépuaombl
1C10D3B9 mAb8 VH CDR 1 GFTFTTYA SEQ ID NO
28
VH CDR 2 ISSGGTYT SEQ ID NO
29
VH CDR 3 ATQGNYSLDF SEQ ID NO
30
VL CDR 1 KSLRHTKGITF SEQ ID NO
31
VL CDR 2 QMS SEQ ID NO
32
VLCDR 3 AQNLELPLT SEQ ID NO
33
Tabnuya 6
JenosnTtHbin | mMAb AMWHOKUCNOTHbIE SEQ ID NO
Homep nocrneaoBaTenbHOCTH
rmépunaombl
2C6C3C7 mAb13 | VH CDR 1 GFIFSSYG SEQ ID NO
34
VH CDR 2 INTFGDRT SEQ ID NO
35
VH CDR 3 ARGTGTY SEQ ID NO
36
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VL CDR 1 QSLLDSDGKTY SEQ ID NO
37

VLCDR 2 LVS SEQ ID NO
38

VLCDR 3 WQGTHFPQT SEQ ID NO
39

Apyrne npumepsbl BKNOYaOT aHTU-hPG MOHOKMNOHanNbHbIE WKW NONUKIOHANbHbIE
aHTuTena, NONyYeHHblE c NCNonb30BaHMEM UMMYHOreHa, coaepxallero

aMMHOKUCNOTHYIO nocnegosatensHocTb SEQ ID NO 40.

CornacHo ©6onee KOHKPETHOMY BapuaHTy OCyL|eCcTBneHus, B cnocobe no
n3obperteHunto Bruonoruyeckmn obpasel NPUBOAAT B KOHTAKT € aHTU-hPG aHTuTenom unu
€ro aHTUreHcssa3sbiBaLWMM dparmeHTom, rae aHtu-hPG antuteno BbibpaHo m3 N-

KOHLUeBbIX aHTU-hPG antuten n C-koHueBbIX aHTU-hPG anTuten.

TepmuHbl “N-koHueBble aHTU-hPG anTutena” un “C-koHuesble aHTU-hPG aHTutena”
O3HayalT aHTuUTena, CBA3bIBAOLMECA C 3MWTOMNOM, COAEPXKaLUM aMUHOKUCNOTHI,
pacnonoxeHHble B N-koHueBoro ydyactka hPG, wunu C 3nuTonom, coaepalum
aMUHOKMCNOTbI, pacnonoxeHHole B C-koHUeBoro yyactka hPG, COOTBETCTBEHHO.
MNpeanoytuTensHo, TepMuH “N-koHuUeBble aHTU-hPG aHTuTena’ oTHOCUTCA K aHTUTenam,
CBA3bIBAOLMMCHA C 3MWTOMNOM, pPAacCroOfOXeHHbIM B AOMEHEe nporacTpuHa, u4bs
nocnefoBaTenbHOCTb npeactasneHa ¢ nomowpto SEQ ID NO 2. CornacHo apyromy
NpPeAnoYTUTENBbHOMY BapuaHTy ocylecTBneHuns, TepmuH “C-koHuesble aHTU-hPG
aHTUTENa” OTHOCUTCHA K aHTUTEnam, CBA3bIBAOWMMCSH C 3MUTOMNOM, PAaCmnoOSIOKEHHbIM B
JOMEHEe MporacTpuHa, Ybs NocrneaoBaTenbHOCTb NpeactasneHa ¢ nomowbio SEQ ID NO
3.

TepMmMH “anuTon” OTHOCUTCSI K Y4YacCTKy aHTUreHa, KOTOpbIA CBSA3bIBAETCs Npwu
MOMOLYM aHTuUTEna. JnuTonbl MOryT ObiTb OMpPeAeneHbl Kak CTPYKTYPHbIE UMK
PyHKUMOHanbHble. DYHKUMOHAanNbHbIE 3NUTOMblI OObIYHO SABMASKOTCA PAa3HOBUAHOCTLIO
CTPYKTYPHBIX 3NMUTOMOB U COAEPXKAaT TakMe aMMHOKUCIOTbI, KOTOPble HEMNOCPEACTBEHHO
crnocoBCTBYIOT  aPPUHHOCTU  B3aMMOAEWCTBUA.  OnUTONbl  Takke MOryT  ObiTb
KOHPOopMaLUNOHHbIMU. CornacHo HEKOTOPbIM BapyaHTam OCYLLECTBIEHUS, 3NUTOMbI MOTYT
coaepxaTb AETEPMUHAHTbI, SABMSIOLWMNECA XUMUYECKM aKTMBHBIMW MOBEPXHOCTHbLIMU
rpynnMpoBKamMnM TakUX MOMEKYr, Kak amMMHOKUCNOTbI, OOoKoBble Lenu caxapos,

cdochopunbHble rpynnbl, WM CyNbGOHWUMbHbIE TPYMMNbl, W, COMMacHO HEKOTOPbIM
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BapuaHTam OCYLLECTBIEHNS, MOTYT UMETb Cneumndudeckmne XxapakTepucTukn TpEXMEPHOM
CTPYKTYpbl Wwunn cneyuduryeckme xapaktepuctukm 3apsga. OnpegeneHve anutona,
CBSI3AHHOrO aHTUTENOM, MOXeT ObiTb OCYLECTBNEHO C nomowbio noboro cnocoba
KapTpUMpOBaHWNS 3NUTOMNA, M3BECTHOrO Creyvanucty B AaHHOM obnactu. 3nuTon MOXET
copepXxartb pasnunyHble aMUHOKUCIOTbI, PacnonoXeHHbIe NOCneaoBaTenbHO B nNpejenax
aMUHOKMUCNOTHOW MOCneaoBaTenbHOCTM Oenka. JnUTOM Takke MOXET COoaepKaTtb
AMUHOKMUCNOTbI, PaCMONOXEHHbIE HEMNOCNenoBaTenbHO B Npejenax aMMHOKUCNIOTHOM

nocnepoBartenbHoOCTU Benka.

CornacHo  4acTHOMY BapuaHTy  OCYLIECTBNEHUs, YKasaHHOe  aHTUTEeno

npeacTaensieT cobon MOHOKNOHaNbLHOE aHTUTENO, BbIOpaHHOE M3 rPynMbl, COCTOALLEN U3:

¢  MOHOKMOHANbHOrO aHTUTENA, BKITHOHAIOWEro TSKENYHO Lenb, COAEPKaLLyIo No
MEHbLUEN MEPE OAWUH, NPEANOUYTUTENBHO, NO MEHbLUEN Mepe ABa, NPEANOYTUTENBHO, TPU
n3 CDR-H1, CDR-H2 n CDR-H3, umetowmx aMmMHOKUCNOTHbIE nocnegosaTensHocT SEQ
ID NO 4, 5 n 6, COOTBETCTBEHHO, UMM NOCNEA0BATENBHOCTM C NO MeHbLen mepe 80%-
HoW, npegnouTuTenbHo, 85%-Ho, 90%-HO, 95%-Hon N 98%-HOW MAEHTUYHOCTBLIO, NOCne
ONTUMAarnbHOrO BblpaBHMBaHUSA, € nocnegosartensHocTsMmn SEQ ID NO 4, 5 n 6,
COOTBETCTBEHHO, W TNErKyld Lenb, COAEPXaLWyld MO MEHbLUEN Mepe  OfWH,
NpPeanoYTUTENBHO, NO MEHbLLEN Mepe ABa, npeanouTuTensHo, Tpu 3 CDR-L1, CDR-L2
CDR-L3, umetowmx ammHOKMCNOTHble nocnegosatensHoctn SEQ ID NO 7, 8 n 9,
COOTBETCTBEHHO, WNM MOCNeAoBaTENbHOCTM € N0 MeHbwen wmepe 80%-Hon,
npeanoututenbHo, 85%-Ho, 90%-HO, 95%-Hon n 98%-HOW WAEHTUYHOCTbLI, Mnocne
ONTUMAarnbHOro BbIPaBHMBAHUA, C nocneaosarensHocTaMmn SEQ ID NO 7, 8 n 9,

COOTBETCTBEHHO,

e MOHOKMOHAamNbHOro aHTUTENa, BKIOYAKOLLEro TSXKENYIO Lenb, CoOAEpXKaLlyto No
MEHbLLEN Mepe OAWH, NPEeANOYTUTENBHO, NO MEHbLLEN Mepe ABa, NPeAnoYTUTENBHO, TPK
n3 CDR-H1, CDR-H2 n CDR-H3, umetowmnx aMnMHOKUCNOTHbIE nocnegosaTtensHocT SEQ
ID NO 10, 11 n 12, COOTBETCTBEHHO, MU NOCNEAOBATENBHOCTEN C MO MEHbLUEN Mepe
80%-Hon, npeanodTutTenoHo, 85%-HO, 90%-HO, 95%-HONM N 98%-HOWM NAEHTUYHOCTLIO,
nocrne onTMMAarnbHOro BhipaBHMBaHKWS, ¢ nocnegosartensHocTammn SEQ ID NO 10, 11 n 12,
COOTBETCTBEHHO, W NEerkylo LUefb, COAEepXallyld NO MEHbLlEW Mepe OAWH,
NPeanoYTUTENBHO, MO MEHbLUEN Mepe ABa, npeanoututensHo, Tpyn n3a CDR-L1, CDR-L2 u
CDR-L3, nmetowmnx ammHOKUCIIOTHbIE nocnegosatensHoctn SEQ ID NO 13, 14 n 15,
COOTBETCTBEHHO, WNM MOCNEAOBaTENbHOCTEM C NO MeHbwen wmepe 80%-Hon,

npeanoututencHo, 85%-Ho, 90%-HOo, 95%-HoM N 98%-HOM WAEHTUYHOCTBIO, MOCne
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ONTUMAarnbHOro BblpaBHMBaHUS, ¢ nocnegosatenoHocTamMu SEQ ID NO 13, 14 n 15,

COOTBETCTBEHHO,

e  MOHOKIMOHANbHOrO aHTUTENa, BKIHOYAIOLWEro TSXKENy Lenb, CoAep KaLlyto no
MEHbLUEN MEepe OAWH, NPEANOUYTUTENBHO, NO MEHbLLEN Mepe ABa, NPeANOYTUTENBHO, TPK
n3 CDR-H1, CDR-H2 n CDR-H3, umetomx aMnMHOKUCNOTHbIE nocneaoBaTensHocT SEQ
ID NO 16, 17 n 18, COOTBETCTBEHHO, MU NOCMNEAOBATENBHOCTEN C MO MEHbLUEN Mepe
80%-Hon, npeanoyTutTenoHo, 85%-HO, 90%-HO, 95%-HON N 98%-HOWM NAEHTUYHOCTLIO,
nocne onTMManbHOro BbipaBHUBaHKWS, ¢ nocnegosartensHocTamn SEQ ID NO 16, 17 n 18,
COOTBETCTBEHHO, M TMErkyl LUenb, CoAepXalwyld N0 MEHbLUEn Mepe OAVH,
NpPeanoYTUTENBHO, MO MEHbLUEN Mepe ABa, npeanoutuTensHo, Tpu 3 CDR-L1, CDR-L2 u
CDR-L3, nmeowmnx amuHOKUCIIOTHbIE nocnegosatensHoctn SEQ ID NO 19, 20 un 21,
COOTBETCTBEHHO, WNM MOCMEAOBAaTENbHOCTEM ¢ NO MeHbwen wmepe 80%-Hown,
npeanoutTuTensHo, 85%-Ho0, 90%-HO, 95%-HoM N 98%-HOW WAEHTUYHOCTLIO, MOCne
ONTUMAanbHOrO BblpaBHMBaHUS, ¢ nocnegosatenoHocTamMu SEQ ID NO 19, 20 n 21,

COOTBETCTBEHHO,

e MOHOKMOHAamNbHOro aHTUTENa, BKMOYAOLEro TSXKENYIO Lenb, CoaepKaLlyto no
MEHbLUEN Mepe OAWH, NPEANOUYTUTENBHO, NO MEHbLLEN Mepe ABa, NPeANOYTUTENBHO, TPU
n3 CDR-H1, CDR-H2 n CDR-H3, umerowmx aMmmMHOKUCNOTHbIE nocnegosaTenbsHocTn SEQ
ID NO 22, 23 n 24, cOOTBETCTBEHHO, MM NOCMNEAOBATENLHOCTEN C MO MEHbLUEN Mepe
80%-Hon, npeanoututenbHo, 85%-Ho, 90%-HO, 95%-HON U 98%-HON NAEHTUYHOCTLIO,
nocne onTMMarbHOro BblpaBHMBaHUS, ¢ nocrnegosarenbHocTamm SEQ ID NO 22, 23 n 24,
COOTBETCTBEHHO, W NErkylo LUenb, COAEepXallyld NO MEHbLUEW Mepe OAWH,
NpeanoYTUTENBHO, NO MEHbLLEN Mepe ABa, npeanoututensHo, Tpyn n3 CDR-L1, CDR-L2 u
CDR-L3, nmetowmnx amuMHOKUCIIOTHbIE nocnegosatensHocT SEQ ID NO 25, 26 n 27,
COOTBETCTBEHHO, WNM MOCNEeAOoBaTENbHOCTEM C NO MeHbwen wmepe 80%-Hown,
npeanoutTuTensHo, 85%-Ho, 90%-HO, 95%-HoM N 98%-HOW WAEHTUYHOCTLIO, MOCne
ONTUMAanbHOrO BblpaBHMBAaHUS, ¢ nocnegosatensHocTamMu SEQ ID NO 25, 26 n 27,

COOTBETCTBEHHO,

¢  MOHOKMOHANbHOrO aHTUTENA, BKITHOHAIOLWEro TSKENYHO Lenb, COAEpKaLlylo no
MEHbLUEN MEpe OAHY, NPEANOYTUTENBHO, NO MEHbLLEA Mepe ABe, NPeanoYTUTENBHO, MO
mMeHbwen mepe Tpu M3 CDR-H1, CDR-H2 n CDR-H3, umerowmx amMUHOKUCNOTHbIE
nocnegosatenbHocty SEQ ID NO 28, 29 wu 30, COOTBETCTBEHHO, WU
nocneaoBaTenbHOCTEN € NO MeHbLen mepe 80%-Hon, npeanodTutensHo, 85%-Ho, 90%-
HO, 95%-HONM N 98%-HON WAEHTUYHOCTBID, MOCMEe OMNTUMArnbHOrO BblPaABHMBAHMS, C

nocneposartensHoctammn SEQ ID NO 28, 29 n 30, COOTBETCTBEHHO, U MErkyw Lenb,
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coaepXallyto MO MEeHbLUEN Mepe OAWH, NPEeANOYTUTENbHO, MO MEHbLUEW Mepe ABa,
npeanoytutensHo, Tpu M3 CDR-L1, CDR-L2 n CDR-L3, umerowmx amMUHOKUCNOTHbIE
nocnegosarenbHocty SEQ ID NO 31, 32 wun 33, COOTBETCTBEHHO, WU
nocnefoBaTenbHOCTEN C NO MeHbLen mepe 80%-Hon, npeanoyuTuTensHo, 85%-Ho, 90%-
HO, 95%-Hon 1 98%-HOM WAEHTUYHOCTBIO, MOCMNEe ONTUMAanbHOrO BblPABHUBAHMWS, C

nocneposarensHocTamn SEQ ID NO 31, 32 n 33, COOTBETCTBEHHO, U

¢  MOHOKMOHANbHOrO aHTUTENA, BKITHOYAIOLWEro TSKENyo Lenb, COAEpKaLlyio Mno
MEHbLLUEN MEPE OAWUH, NPEANOYTUTENBHO, NO MEHbLUEN Mepe ABa, NPEeANoYTUTENbHO, TPU
n3 CDR-H1, CDR-H2 n CDR-H3, umetowmnx aMnMHOKUCNOTHbIE nocnegoBaTtensHocTn SEQ
ID NO 34, 35 n 36, COOTBETCTBEHHO, MU NOCNEAOBATENBHOCTEN C MO MEHbLUEN Mepe
80%-Hon, npeanodTutTenoHo, 85%-HO, 90%-HO, 95%-HONM N 98%-HOW NAEHTUYHOCTLIO,
nocrne onTMMAanbHOro BhipaBHMBaHKWS, ¢ nocnegosartensHocTamn SEQ ID NO 34, 35 n 36,
COOTBETCTBEHHO, W TNErkyld Lenb, COAEepXalwyld MO MEHbLIEN Mepe OAVH,
NpPeanoYTUTENBHO, MO MEHBbLUEN Mepe ABa, npeanoututensHo, Tpyn n3 CDR-L1, CDR-L2
CDR-L3, nmetownx amumHOKMCIIOTHbIE nocnegosatensHoctn SEQ ID NO 37, 38 n 39,
COOTBETCTBEHHO, WNM MOCNEAOBAaTENbHOCTEN € NO MeHbwen wmepe 80%-Hon,
npeanoututeneHo, 85%-Ho, 90%-HO, 95%-HoM N 98%-HOW WAEHTUYHOCTLIO, MOCne
ONTUMarnbHOro BblpaBHMBaHUS, ¢ nocnegosatenoHocTamMu SEQ ID NO 37, 38 n 39,

COOTBETCTBEHHO.

Mpwn ncnonb3oBaHMN B JaHHOM KOHTEKCTe, “MAEHTUYHOCTb B npoueHtax” unun “%
WOEHTUYHOCTU® MEeXAy ABYMS MNOCNeAoBaTenbHOCTAMU HYKMEWHOBbLIX KUCHOT  WUNn
aMWHOKMCNOT  O3HayaeT MPOUEHTHYKD  AOMK  WMAEHTUYHbIX  HYKNEOTUAOB UMK
aMWHOKMCMNOTHbIX OCTaTkoB MEXAY ABYMSI CpaBHMBaEMbIMM MOCNELOBaTENbHOCTSAMMU,
MOMYYEHHYIO NOCMe ONTUMAanbHOro BbIPaBHUBAHWUS, NPW 3TOM AaHHAsA NPOLEHTHas A40ns
ABNSAETCH YUCTO CTATUCTUHMECKOW, N pasnuuns Mexgy ABYMS MOCNefoBaTerlbHOCTSMU
pacnpegeneHbl No WX  ANUHE  cnyvyanHbim  obpasom.  CpaBHeHne  AByX
nocnefoBaTenbHOCTEN HYKNENHOBbIX Kncnot nnm aMWUHOKMCMNOTHbIX
nocnefoBaTenbHOCTEN TPagLUMOHHO OCyLLECTBNAOT CpaBHEHMEM
nocnejoBaTenbHOCTEN MOCME UX ONTUMAarbHOrO BbIPABHUBAHWS, MPUYEM YKasaHHOe
CPaBHEHME MOXHO MPOBOAUTbL MO OTpe3kamMm WM C WCMNONb3OBaHWEM “MHTepBana
BblpaBHMBaHMsa”.  OnTumanbHOE€  BbipaBHMBAHWE  MOCNELOBaTENbHOCTEN  MOXET
OCYLLECTBNATLCH, MOMMMO CpPaBHEHMS BPYYHYIO, C MOMOLLBIO CNocoboB, WU3BECTHbIX

cneumanuctam B JaHHOW o0nacTu TEXHUKW.

[ns aMMHOKMCNOTHOW NoCcrneaoBaTenbHOCTU, MMEIOLWEN MO MeHbLien mepe 80%-

HYI0, npeanoduTuTenbHO, 85%-Hyt0, 90%-Hyto, 95%-Hyt0 U 98%-Hyl0 WAEHTUYHOCTb C
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pedepeHCHON aMUHOKUCITIOTHOW MOCMeA0BaTenbHOCTbIO, NPEANOYTUTENbHbIE MPUMEPDI
BKITHOYAIOT NPUMEpPBI, cogepXalyme pedepeHCHyo NocnesoBaTenbHOCTb, OnpeeneHHble
MoaudUKaymMn, B YacTHOCTW, Aeneuuto, aobaBneHne unv 3ameHy no MeHbluen mepe
OLHOW aMMHOKMUCNOTbI, YCEYEHNEe uUnu yanuHeHne. B cnyvae 3ameHbl ogHou unmn 6onee
nocnejoBartenbHbIX WM HENoCnefoBaTerlbHbIX aMWHOKUCIIOT  NpeAnoYvYTUTENbHbIMU
ABNSAOTCA  3aMeHbl, NPW  KOTOPbIX 3aMEHEHHblE  aMWHOKMCMOTbl  3aMEHSATCH
“3KBMBANEHTHbIMU® aMUHOKUCIIOTaMN. B LaHHOM KOHTEKCTE BblpaXKeHNe “3KBUBaNeHTHbIE
aMUHOKMCNOTLI” nogpasymeBacT nobble aMUHOKUCIIOTbI, KOTOPblE MOTYT ObiTb 3aMEHEHbI
Ha OAHY W3 CTPYKTYPHbIX aMUHOKMCNOT 6€3 M3MEHEeHUs npu 3TOM OUONOrnMyYecKmnx
aKTMBHOCTEN COOTBETCTBYIOLUMX AHTUTEN M M3 TEX KOHKPETHbIX MPUMEPOB, KOTOpPbIE

onpegeneHbl HAXe.

OKBMBaneHTHble aMUHOKMCNOTbI MOryT ObiTb onpeaeneHbl nmMbo no  ux
CTPYKTYPHOW TOMOMOMMM C aMWHOKUCIOTaMW, KOTOPbIMW OHW 3ameHsitoTcs, nubo no
pesynbTatam CpaBHUTENbHbIX  MCMbITAHUA  OUOMOrMYECcKOW  aKTUBHOCTU  Mexay

PasnMYHbIMU aHTUTENamMM, KOTOpble BEPOSTHO ByayT NONyYeHbl.

CormacHo  AgpyromMy  4aCcTHOMY  BapuaHTy  OCYLUECTBMEHWS,,  aHTUTEnO,
NCnonb3yemoe B COOTBETCTBMM CO Cnocobom Mo m3obpeTeHnto, npeacrtasnsier cobou

r'YMmaHu3npoBaHHOE aHTUTENO.

Mpn wmncnonb3oBaHMM B [AAHHOM KOHTEKCTE, BbIpaXXeHWe ‘rymaHunsnpoBaHHOE
aHTUTENO” o3HayaeT aHTuteno, cogepxawjee CDR-yyacTku, nonyyeHHble 13 aHTUTEna
HEYenoBEYECKOro MNPOUCXOXAEHMSA, MPU 3TOM ApyrMe 4acTu MONeKynbl aHTuTena
NONyYeHbl U3 OAHOMO UMM HECKOMbKUX YeroBevecknx aHTutern. Kpome Toro, HEKOTopble 13
OCTaTKOB KapKacHOro cermeHrta (HasbiBaemble FR ans kapkacHoro yyactka) moryt ObiTb
MOANULMPOBaAHbI ANS COXpPaHeHMst aPdUHHOCTN CBA3bIBAHUA B COOTBETCTBMM C
nssecTHbiMmn cnocobamm (Jones et al., Nature, 321:522-525, 1986). Llenbto rymaHmnsaymm
ABNAETCH CHMKEHME MMMYHOrE€HHOCTU KCEHOrEHHOro aHTWUTENa, TaKoro Kak MbILUMHOE
aHTUTENO, [ANA BBEAEHUA 4YeroBeKy, C COXpaHeHMeMm npu  3TOM  MOSHON

aHTUreHcBessbiBaoLen adOUHHOCTU 1 CNeEUNPUYHOCTM aHTUTENA.

'YMaHN3MPOBaHHbIE aHTUTENa NoO N30OPETEHNIO NN UX PparmMeHTbl MoryT ObiTb
nony4eHbl cnocobamu, M3BECTHbIMW crneyuanuctam B AaHHOW obnactyn (TakMMn Kak,
Hanpumep, onucaHHble B pabotax Singer et al., J. Immun., 150:2844-2857, 1992). Takue
rYMaHU3NPOBaHHbIE aHTUTENa ABMNSAIOTCA NPEANOYTUTENbHBIMA AN UCMONMb30BaHUSA UX B
cnocobax, BKMAYaWMX in  Vilro JnarHoCTUKy Wnn  npodunakTudeckoe  wu/mnm
TepaneBTU4eckoe neyenne in vivo. Cneynanucram B JaHHOW 06nacTn N3BECTHbI Takxke n

Apyrne cnocobbl rymaHusayum. daktuyecku, aHtutena mMoryT 6biTb r'yMaHU3UpoBaHbl Npu
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nomowm uernoro psaa cnocobos, Bknovas CDR-TpaHcnnaHTayuio (NaTeHTHble
aokymeHTbl EP 0451261; EP 0682040; EP 0939127; EP 0566647, US 5530101; US
6180370; US 5585089; US 5693761; US 5639641; US 6054297; US 5886152, n US
5877293), pekomMOMHaUMIO NOBEPXHOCTHbLIX OCTATKOB WNM WU3MEHEHWE MNOBEPXHOCTU
(naTeHTHble pokymeHTbl EP 0592106; EP 0519596; pabotel Padlan E. A., 1991 ,
Molecular Immunology 28(4/5): 489-498; Studnicka G. M. et al., 1994, Protein
Engineering 7(6): 805-814; Roguska M.A. et al., 1994, Proc. Natl. Acad. ScL U.S.A,,
91:969-973) n nepetacoBky uenen (nateHTHbIn gokymeHT U.S. Pat. No. 5565332).
YenoBeyeckme aHTUTENa MOryT ObITb MPUrOTOBMNEHbI C MOMOLLBIO LIENOro psiga cnocobos,
M3BECTHbIX crneyMannucTtam B gaHHoW obnacTu, Bkniovasa cnocobbl charosoro gucnnes. Cm.
TaKke nateHTHble fgokymeHTbl U.S. Pat. No. 4444887 4716111 5545806 n 5814318; u
nybnukaumm mexayHapoaHbiX 3asBok Ha nateHt WO 98/46645, WO 98/50433, WO
98/24893, WO 98/16654, WO 96/34096, WO 96/33735 n WO 91/10741.

CornacHo 6onee KOHKPETHOMY BapWaHTy OCYLUECTBMEHWS, YKa3aHHOe aHTUTENO
npeacrtaensieT cobon rymaHusnpoBaHHOE aHTUTENO, BbIOpaHHOE M3 rpynmbl, COCTOSILLEN

n3:

¢  TYMaHW3MPOBAHHOrO aHTUTENA, BKMIOYAKOLEro TSXKENY Lenb, COAEPXKaLLYHO
MO MEHbLUEN MEpPEe OAWH, NPEANOYTUTENBHO, NO MEHbLLUEN Mepe ABa, NPeAnOYTUTENLHO,
Tpu u3 CDR-H1, CDR-H2 1 CDR-H3, nmetowmx aMmMHOKUCIIOTHbIE NOCNeA0BaTENbHOCTH
SEQ ID NO 4, 5 n 6, COOTBETCTBEHHO, NN NOCNEA0BATENBHOCTEN C MO MEHbLUEN Mepe
80%-Hon, npegnoyTutenbHo, 85%-HO, 90%-HO, 95%-HOM KU 98%-HON UAEHTUYHOCTLIO,
nocne onTUManbHOro BbipaBHUBaAHWA, ¢ nocneaosatenbHocTamu SEQ ID NO 4, 5 n 6,
COOTBETCTBEHHO, W TJErkylo Lenb, COoAepXallyld N0 MEHbLUen Mepe OAVH,
NpPeanoYTUTENBHO, NO MEHbLLEN Mepe ABa, npeanoututensHo, Tpyn n3a CDR-L1, CDR-L2 u
CDR-L3, umetowmx amMmHOKMCNOTHble nocnegosatensHoctn SEQ ID NO 7, 8 n 9,
COOTBETCTBEHHO, WNM MOCMNEAOBaTENbLHOCTEM C NO MeHbwen wmepe 80%-Hon,
npeanoutTuTensHo, 85%-Ho, 90%-HO, 95%-HoM N 98%-HOW WAEHTUYHOCTLIO, MOCne
ONTUMAanbHOrO BblpaBHMBaAHUSA, C nocnegosartensHocTsmmn SEQ ID NO 7, 8 n 9,

COOTBETCTBEHHO,

e  [YMa@HU3NPOBAHHOIO aHTUTENa, BKIMIOYAIOLLEro TSXKENYIO Lenb, COAepKaLlyto
MO MEHbLUEN Mepe O4WH, NPeanoYTUTENbLHO, NO MEHbLUE Mepe ABa, NPeAnoYTUTENBHO,
Tpn n3 CDR-H1, CDR-H2 n CDR-H3, nmelowmnx aMMHOKUCNOTHbIE NOCNeA0BaTENbHOCTY
SEQ ID NO 10, 11 n 12, cOOTBETCTBEHHO, UNW MOCNEA0BATENBHOCTEN C MO MEHbLUEN
mepe 80%-Hown, npegnoyvtuTensHo, 85%-Ho, 90%-Ho, 95%-Hom un 98%-How

NWAEHTUYHOCTBbIO, Nocne onTuMalribHOro BbipaBHUBaAHUA, C NocnenoBaTeribHOCTAMU SEQ
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ID NO 10, 11 1 12, COOTBETCTBEHHO, M NETKYIO Lenb, CojepXallyto No MEeHbLUen mepe
OAVH, MPeanoyYTUTENbHO, N0 MEHbLUEN Mepe ABa, npeanodtutensHo, Tpyn m3 CDR-LA1,
CDR-L2 n CDR-L3, umetoymx ammHokucnoTtHble nocnegosarensHoctn SEQ ID NO 13, 14
n 15, COOTBETCTBEHHO, UMW NOCNEeAOBaTENbHOCTEN C MO MeHblen mepe 80%-Honm,
npeanoututenbHo, 85%-HO, 90%-HO, 95%-HoM U 98%-HOW WAEHTUYHOCTbLIO, Mnocne
ONTUMAarnbHOro BbipaBHMBaHUSA, ¢ nocnegosatenbHocTamu SEQ ID NO 13, 14 n 15,

COOTBETCTBEHHO,

¢  TYMaHW3MPOBAHHOrO aHTUTENa, BKMIOYAIOLWEro TSXKENY Lenb, COAepKaLLyHo
Mo MEHbLUEN Mepe O4WUH, NPEANOYTUTENBHO, NO MEHbLUEN Mepe ABa, NPeAnoYTUTENLHO,
Tpy n3 CDR-H1, CDR-H2 n CDR-H3, nmelowmnx aMMHOKUCNOTHbIE NOCNeA0BaTeNbHOCTY
SEQ ID NO 16, 17 n 18, cCOOTBETCTBEHHO, UNW NMOCNEA0BATENBHOCTEN C MO MEHbLUEN
mepe 80%-Hon, npeanovtuTensHo, 85%-Ho, 90%-Ho, 95%-Hom un  98%-Hou
WMAEHTUYHOCTBIO, MOCMNEe ONTUMANbHOrO BbipaBHUBAHUSA, C nocnegosaTtensHocTsMmn SEQ
ID NO 16, 17 n 18, COOTBETCTBEHHO, M NETKYyO Lemnb, CogepXallyto Mo MEHbLUen mepe
OAVH, MPeanoYTUTENbLHO, MO MEHbLLUEN Mepe ABa, npeanodtTutensHo, Tpy u3 CDR-LA1,
CDR-L2 n CDR-L3, umetowmx ammHokncnoTHele nocnegosarensHoctn SEQ ID NO 19, 20
n 21, COOTBETCTBEHHO, UMM NOCNEAOBaTENLHOCTEM C NO MeHbWen mepe 80%-How,
npeanoututenbHo, 85%-Ho, 90%-HO, 95%-HoM N 98%-HOM WAEHTUYHOCTLIO, MOCne
ONTUMarbHOro BblpaBHMBaHUS, ¢ nocnegosatenoHocTamu SEQ ID NO 19, 20 n 21,

COOTBETCTBEHHO,

e  YMaHW3MPOBAHHOrO aHTUTENa, BKMOYAOLWEro TSKENy Lenb, CoOAEepKaLLyto
Mo MEHbLUEN Mepe O4UH, NPEeANnOYTUTENBHO, NO MEHbLUEN Mepe ABa, NPeanoYTUTENbHO,
Tpn n3 CDR-H1, CDR-H2 n CDR-H3, nmelowmx aMmMHOKUCNOTHbIE NOCNeaoBaTeNbHOCTU
SEQ ID NO 22, 23 n 24, coOoTBETCTBEHHO, UNW NOCNEAOBATENBHOCTEN C MO MEHbLUEN
mepe 80%-Howu, npeanoytTuTensHo, 85%-Ho, 90%-Ho, 95%-Hom un 98%-HoW
WAEHTUYHOCTBIO, MOCMNEe ONTUMAaNbHOrO BbipaBHUBAHUA, C nocnegosaTensHocTaMmn SEQ
ID NO 22, 23 1 24, COOTBETCTBEHHO, M NETKYO Lemnb, CogepXallyto N0 MEHbLUENn mepe
OAVH, MPeanoYTUTENbLHO, MO MEHbLUEN Mepe ABa, npeanodtTutensHo, Tpu m3 CDR-L1,
CDR-L2 n CDR-L3, umetoimx aMmmHokncnoTHele nocnegosatensHocTn SEQ ID NO 25, 26
n 27, COOTBETCTBEHHO, UMM MNOCNEAOBAaTENLHOCTEM C MO MeHbwen mepe 80%-HoW,
npeanoutTuteneHo, 85%-Ho0, 90%-HO, 95%-HoM N 98%-HOW WAEHTUYHOCTLIO, MOCne
ONTUMAanbHOrO BblpaBHMBaHUS, ¢ nocnegosatenoHocTamMu SEQ ID NO 25, 26 n 27,

COOTBETCTBEHHO,

e  [YMaHU3VMPOBAHHOIO aHTUTENa, BKIOYAIOLEro TSHKENyo Lenb, COAepXaLlyto

MO MEHbLUEN MEepPe OAWH, NPEANOYTUTENBHO, NO MEHbLUEN Mepe ABa, NPEeANOYTUTENBHO,
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Tpu u3 CDR-H1, CDR-H2 1 CDR-H3, nmetwowmx aMmMHOKUCIIOTHbIE NOCNeA0BaTENbHOCTH
SEQ ID NO 28, 29 n 30, cOOTBETCTBEHHO, UNW NOCNEA0BATENBHOCTEN C MO MEHbLLUEN
mepe 80%-Hown, npegnoyvtuTenbHo, 85%-Ho, 90%-Ho, 95%-Hom un 98%-Hou
WLEHTUYHOCTLIO, MOCNe ONTUMAanbHOro BbipaBHMBAHMSA, C nocnegosatenbHocTaAMM SEQ
ID NO 28, 29 n 30, COOTBETCTBEHHO, N NETKYIO LieNb, COAEPXKALLYIO MO MEHbLUEW Mepe
OAVH, MPeanoyYTUTENbHO, MO MEHbLUENn Mepe ABa, npeanodtTutensHo, Tpyu u3 CDR-LA1,
CDR-L2 n CDR-L3, umetomx ammHOKUCIOTHbIE nocnegosatensHocTn SEQ ID NO 31, 32
n 33, COOTBETCTBEHHO, MMM NOCNeAoBaTenbHOCTEM C NO MeHbwen mepe 80%-How,
npeanoytTutensHo, 85%-Ho, 90%-HO, 95%-HoM N 98%-HOW WAEHTUYHOCTLIO, MOCne
ONTUMAanbHOrO BblpaBHMBaHUS, ¢ nocnegosatenbHocTamMu SEQ ID NO 31, 32 n 33,

COOTBETCTBEHHO, U

¢  TYMaHW3MPOBAHHOIO aHTUTENA, BKMIOYAKOLEro TSXKEMY Lenb, COAEPKaLLYHO
MO MEHbLUEN MEpPe O4WH, NPEANOYTUTENBHO, NO MEHbLLUEN Mepe ABa, NPEeANOYTUTENLHO,
Tpy n3 CDR-H1, CDR-H2 n CDR-H3, nmelowmnx aMMHOKUCNOTHbIE NOCNeA0BaTENbHOCTY
SEQ ID NO 34, 35 n 36, cOOTBETCTBEHHO, UNW NMOCNEA0BaATENBHOCTEN C MO MEHbLUEN
mepe 80%-Hon, npegnovtuTenbHo, 85%-Ho, 90%-Ho, 95%-Hom un  98%-HoW
WMAEHTUYHOCTBIO, MOCMNEe ONTUMArbHOrO BbipaBHUBAHUSA, C nocnegosaTtensHocTamMmn SEQ
ID NO 34, 35 1 36, COOTBETCTBEHHO, M NETKYIO Lenb, CojepXallyto No MEeHbLUen mepe
OAVH, MPeanoyYTUTENbHO, MO MEHbLUEN Mepe ABa, npeanodtutensHo, Tpu m3 CDR-LA1,
CDR-L2 n CDR-L3, umetoymx ammHokucnoTHble nocnegosarensHoctn SEQ ID NO 37, 38
n 39, COOTBETCTBEHHO, WNWN NOCNEeAOBaTeNbHOCTEN C MO MeHbwen mepe 80%-Honm,
npeanoututenbHo, 85%-Ho, 90%-HO, 95%-HoMm n 98%-HOW WAEHTUYHOCTbLIO, Mnocne
ONTUMAarnbHOro BbipaBHMBAaHUS, ¢ nocnegoatensHocTamu SEQ ID NO 37, 38 n 39,

COOTBETCTBEHHO,

rae ykasaHHoe aHTUTEeNO TakXKe CoAepPXUT KOHCTaHTHbIE y4acCTKuU nerkon uennm n

TSKENON Luenun, nonyyeHHble n3 4YyenoBe4vyeCckoro aHtutena.

CornacHo nepeBOMy BapwaHTy OCYLECTBNEHNs, cnoco® B COOTBETCTBUM C
n3obpeTeHnem BKMOYaET NpPUBEAEHUE B KOHTAKT Buonormyeckoro obpasya ¢ aHtn-hPG
aHTUTENOM, cBA3bIBaOLWMMCA ¢ anuTonom hPG, rae anuton pacnonoxeH B npeaenax C-
KoHLUeBoro yyactka hPG, nnu ¢ anutonom, pacnonoXxeHHbeiM B npegenax N-KoHUeBoro

yyactka hPG.

CornacHo 6onee KOHKPETHOMY BapuaHTy oOcCywlecTBneHusi, crnocob B
COOTBETCTBUM C W30OPETEHMEM BKMOYAET MNPUBELEHME B KOHTaKT OMOMNOrM4eckoro
obpasya ¢ aHtTM-hPG aHTutenom, ceasbiBawowmmca ¢ anutonom hPG, rae anuton

BKNO4YaeT aMUHOKUCINOTHYO nocnenoBaresibHOCTb, COOTBETCTBYIOLLYHO aMMHOKMCNOTHOWN
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nocneaoBaTenbHOCTU N-KOHUEBOro  y4yacTtka  nporactpuHa  BblOpaHHOW K3
aMUWHOKMUCNOTHOW MOCNenoBaTenbHOCTU, COOTBETCTBYIOLWEN amuHokmucnotam ¢ 10 no 14
hPG, amuHokmucnotam ¢ 9 no 14 hPG, amuHokmncnotam ¢ 4 no 10 hPG, amuHokucnotam
co 2 no 10 hPG wn amuHokucnotam co 2 no 14 hPG, rape amuHOKMCROTHas

nocnegosarenbHocTb hPG npegcrasnset cobon SEQ ID NO 1.

CornacHo ©Gonee KOHKPETHOMY BapuaHTy OCywlecTBneHusi, cnocob B
COOTBETCTBUM C M3OOpETEHMEM BKNIOYAET NPUBEAEHME B KOHTaKkT OMOMNOrnmy4ecKkoro
obpasya ¢ aHTM-hPG aHTutenom, cesasbiBaowmmca ¢ anutonom hPG, rge anuton
BKITIOMAET aMUHOKUCIOTHYIO MOCNe0BaTenbHOCTb, COOTBETCTBYOLLYO aMUHOKUCNOTHON
nocnegosartenbHoctn  C-KOHLUEBOro  yyacTka  nporactpuHa, BblOpaHHOW U3
aMUHOKUCNOTHOW MOCNEeLOBaTENbHOCTUN, COOTBETCTBYIOLWEN aMUHOKMCNoTam ¢ 71 no 74
hPG, amuHokncnotam ¢ 69 no 73 hPG, ammHokucnotam ¢ 71 no 80 hPG (SEQ ID NO 40),
amuHokucnotam ¢ 76 no 80 hPG u amwumHokucnotam ¢ 67 no 74 hPG, raoe

aMMHOKMCNOTHas nocnegosatensHocTb hPG npeacrasnsaeTt cobon SEQ ID NO 1.

CornacHo nepBOMYy BapuaHTy OCYLLECTBIEHWUS, KOMMO3WLWUA B COOTBETCTBUM C
N30OPETEHMEM  COAEPXKUT  @HTUTENO,  pacrno3Hatollee  3NUTOM,  BKIOYaOLWN
AMVHOKMCIOTHYHO NoCneaoBaTeNbHOCTD, COOTBETCTBYHOLLYIO AMUHOKMCIIOTHON

nocneaoBaTtenbHOCTU nNporacTtpuHa.

CornacHo 6onee KOHKPETHOMY BapuaHTy OCYLLUECTBMEHUS, KOMMO3MUMS B
COOTBETCTBMM C M30DpPETEHMEM COAEPXUT aHTUTENO, pacnosHawLllee 3nuTon
nporacTpuHa, TrAe 3NUTOMN  BKMOYAET  aMUHOKUCHOTHYKO — MOCMeLoBaTenbHOCTb,
COOTBETCTBYIOLLYIO  @aMUHOKUCMOTHOW  nocneaoBaTenbHOCcTM  N-KOHLUEBOro  yyactka
nporacTpuHa, rae aMMHOKUCNOTHAsA NOoCneaoBaTeNbHOCTb MOXKET BKMNoYaTb octatkm ¢ 10
no 14 hPG, octatkm ¢ 9 no 14 hPG, octatku ¢ 4 no 10 hPG, octaTku ¢ 2 no 10 hPG unn
octatkm 2 no 14 hPG, rae amunHokmcnoTHasa nocnegosartensHocTb hPG npeacraBnsaet
cobon SEQ ID NO 1.

CornacHo 6onee KOHKPETHOMY BapWaHTy OCYLLECTBMNEHUs, KOMMNO3NUUsS B
COOTBETCTBUM C M30DOPETEHMEM COAEPXUT aHTUTENO, pacrno3HaloWee  InNUTon
nporactTpyHa rae  3nuUTOM  BKMOYMAeT  aMUHOKUCIOTHYKD  MOCneaoBaTenbHOCTb,
COOTBETCTBYIOLLYIO aMUHOKMUCMOTHOM nocnegoBartenbHoCcTM  C-KOHLUEBOro  yyactka
nporacTpuHa, rae aMMHOKUCNOTHAas NocnefoBaTenbHOCTL MOXET BKMKOYAaTb OCTaTKn € 71
no 74 hPG, octatkm 69 no 73 hPG, octatkm 71 no 80 hPG (SEQ ID NO 40), octatkn 76
no 80 hPG, unu octatkn 67 no 74 hPG, roe ammHokucnoTHaa nocnegosarensHocte hPG

npeacrasnseT cobon SEQ ID NO 1.
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CornacHo yacTHOMy BapuaHTy ocyLlecTBrieHna cnocoba in vitro ANarHoCTUKU paka
AWYHMKOB B COOTBETCTBUM C U30OPETEHMEM, YKasaHHbIN Crnocob BKMIOYAET CTauio
npmBeLeHNsa B KOHTaKT Ouonorndeckoro obpasuya oT cybbekta C nepBON MOMNEKYION,
KOTOpasi CBA3bIBAETCA C MNEpPBbIM Y4YacTKOM MpOracTpyMHa, U CO BTOPOM MONEKYMOW,
KOTOpasi CBA3bIBAETCS CO BTOPbIM Y4aCTKOM nporactpuHa. CornacHo 6onee KOHKPETHOMY
BapuaHTy OCYLLUECTBNEHUS, T[Ae yKasaHHas MporacTpuUHCBA3bIBaOWAs Monekyna
npeacraensetr cobom aHTuUTeno, Ouonoruvdecknn obpasel oT cyObekta NpUBOAST B
KOHTaKT C aHTUTENOM, KOTOPOE CBA3bIBAETCS C NEPBbIM 3NUTOMOM MPOracTpuHa, U co

BTOPbIM aHTUTENOM, KOTOPOE CBA3bIBAECTCA CO BTOPbIM 3NMUTOMOM nporactpuHa.

CornacHo  npegnoyvYTUTENbHOMY  BapuaHTy  OCYLUECTBneHus, crnoco® no
HacTosALleMy M300PETEeHUIO NS AMArHOCTMKM paka SIMYHWKOB BKIIOYAET onpeaerneHue

nporactpuHa B 6uonormyeckom obpasie Yyenoseka.

CornacHo 6onee npeanoYTUTENbLHOMY BapWaHTy OCYLLECTBMEHMs, cnocob no
HacTosiILeMy M30OPETEHNIO ANSA AMArHOCTUKM paka SIMYHUKOB BKIIOYAET OMpeeneHue

KOHL{EHTpauumn nporacTpuHa B 6uonoruyeckom obpasue Yenoseka.

CornacHo gpyromy 4yaCTHOMY BapuaHTy OCYyLLeCTBRneHus, cnocod no HacToswemy
N300pETEHNIO ANSA ANArHOCTUKU paka SIMMHMKOB BKMOYAET OMNpeAEeneHne KOHLUEHTpauum
nporactpuHa B Ouonornmyeckom obpasye denoseka, rae Ouonormdeckmn obpasey

BbIOVPAIOT M3 KPOBW, CbIBOPOTKU M Nia3mbl KPOBW.

CornacHo ewe ogHOMy npeanovYTUTENbHOMY BapWaHTy OCYLLECTBIEHUs, cnocob
Mo HacTosLWEMY M30OPETEHUIO BKIIOYAET NpMBeLEeHNE B KOHTAKT obpasuya OT yKasaHHOro
cybbekta ¢ aHTU-hPG aHTUTenom, Kak OnucaHo Bbille, rae cBasbiBaHue aHTu-hPG

aHTUTena B obpasLe ABMNAETCA nokasarenemM Hanuuus y cybbekta paka SM4YHUKOB.

CornacHo 6onee KOHKPETHOMY BapuaHTy OCYyLWEeCTBMeHus,, cnocob no
HacTosiLemMy M30DPETEHMIO BKMIOYAET MPUBEAEHME B KOHTaKT obpasuya OT yKasaHHOro
cybbekta ¢ aHTU-hPG aHTUTENnoM, kak onMcaHo BbIlE, A€ KOHUEHTpaymsa nporactpvHa B

obpasLe Bbilwe 5 NMonb/n SBNseTcs nokasarenem Hanmums y cybbekra paka SudHUKOB.

Bonee npegnoutuTenbHO, crnocob Mo HacToswemy W30OpPETEHUO BKMOYaET
npvBeaeHne B KOHTakT obpasuya oT ykasaHHoro cybwvekrta ¢ aHTU-hPG aHTuTenom, kak
ONUCaHO BbIWe, A€ KOHUEHTpauus nporactpuHa B obpasuye Bbiwe 5 nmonwe/n, 10
nmons/n, 20 nmone/n, 30 nmonb/n unn 40 nNMmone/n ABAAETCA nokasaTenem Hanuuma y

cybbekTa paka SU4YHMKOB.

Ewe Gonee npeanoututensHO, cnoco® no Hactoswemy n3obpeTeHno BKNoYaeT

npveeaeHne B KOHTakT obpasuya oT ykasaHHoro cybwvekrta ¢ aHTu-hPG aHTuTtenom, kak
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OMNKUCaHOo BbILLE, F4e KOHLUEHTpaUMa nporacTpmHa B nnasme Bbiwe 5 nmons/n, 10 nmons/n,
20 nmonb/n, 30 nmonb/n, 40 nmonb/n ABNSETCA nokasatenem Hanuuus y cybbekta

MeTacTasnpoBaHHOIO paka ANYHUKOB.

Hactosiwee wum3obpeTteHne Takke OTHoCUTCS K cnocobam  KOHTpons
3 ®EKTMBHOCTN fEYEHNSI paka SMYHMKOB Y MauueHTa, Takoro Kak XumuoTepanus,
Buonoruyeckass Tepanusi, MMMyHOTEpanus WNu Tepanus aHTUTenamu, C MOMOLLbIO
onpeAeneHns  KOHUEHTpauuu nporacTpuHa B nepBom obpasuye, TakoM  Kak
dmsnonormyeckass XMAKoCTb MM OMOMNCUS paka SAMYHMKOB, MOMYYEHHOM Yy nNauueHTa
nepes mneYEeHMEM paka SMYHUKOB, W MNOCMEAYIOLWEro CpaBHEHUS KOHLEHTpayum
nporacTpuHa B NepBOM obpasye ¢ KOHUEHTpaumnen Bo BTOPOM obpasue, NONny4eHHOM Yy
TOrO K€ MaumeHTa MoCne NeYeHUs, rae YMEHbLUEHUE KOHLEHTpauun nporactpyvHa BO
BTOPOM ofOpasue no CpaBHEHUIO C NepBbIM 0OpasLOM yKasbiBAET Ha TO, YTO NEYEHME

ObIn0 3¢ PEKTMBHBIM.

CornacHo 4acTHOMYy BapwaHTy OCyLIeCTBneHusa, cnoco® B COOTBETCTBMU C
N300pETEHNEM BKIIOYAET CPABHEHUS KOHUEHTpauuuM nporactpuHa B OMONMOrnyYeckom
obpasue, NoNy4YEeHHOM OT NauueHTa, ¢ 3a4aHHOW BENMMHYNHOW KOHLUEHTpaUun nporacTtpuHa
B obpasue, cornacHo 6onee KOHKPETHOMY BapWaHTy OCYLUECTBIIEHUS, YKa3aHHYIO
33 aHHYI0 BENUYUHY BbIONPAIOT M3: YCPEAHEHHbIX WU CPEefHMX 3Ha4YeHUn BbIGOPKW,
OCHOBaHHbIX Ha YCPEAHEHHOM WNK CPefHEM OnpeaeneHnn 3HadeHus B rpynne 6e3 paka
SANYHWUKOB, U3 BENUYMHbBI KOHLEHTPpaLuM NporacTpuHa, NOry4eHHON, KOorga U3BECTHO, YTO Y

naumeHTa HeT paka ANYHUKOB.

CornacHo 4acTHOMY BapwaHTy OCyL|eCTBneHus, cnoco® B COOTBETCTBMM C
n3obpeTeHnem in Vitro [NarHOCTMKM paka SUYHMKOB BKMOYaeT onpeaeneHue
KOHLUEeHTpaumn nporactpyHa B ofpasye OT YyKasaHHOro naymeHta u BTOPOW
ANArHOCTUYECKMN TECT Ha Hanuume paka sndHukoB. CornacHo 6onee KOHKPETHOMY
BapUaHTy OCYLLIECTBINEHUS, CNOCOO B COOTBETCTBUM C U30BpEeTEHNEM in Vitro AUarHOCTUKU
paka SIMYHMKOB BKMNIOYaET OMNpeAeneHne KOHUEHTpauuu nporactpuHa B obpasye oT

yKa3aHHOro nayumeHta 1 BTOpOI?I ANarHOCTMYECKUI TECT Ha Hann4yme paka AM4HUKOB, rae

CornacHo 4acTHOMY BapuaHTy OcCyLlecTBneHns wusobpeteHnsa, cnocob B
COOTBETCTBUM C HaCTOSALMM  M30OpPETEHMEM  BKIIOYAET OMpEeLENEHUEe  YPOBHS
nporacTpMHa B TEYEHME HEKOTOPOro nepuoja BpeMeHu B obpasuyax OT nayueHTa,

KOTOPbIN NPOXOAUN UMK NPOXOAUT rie4YeHne oT paka ANYHMKOB.

CornacHo fpyromy acnekty, npegmeT HacTosiero nsobpeTeHuss OTHOCUTCH K

KoMnosnuun Ana npumMeHeHua And I'IpOC*)I/IJ'IaKTI/IKI/I nnn nevyeHua paka AunvHUKOB, rae
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yKasaHHasi KOMMO3WLUS COAEPXWT NPOracTpUHCBSI3bIBalOLLEe aHTUTENO WnuM  ero

aHTUreHCBA3bIBaOLMIA PparMeHT.

Komnosnyum aHtutena Ans UCnonb3oBaHWa B cnocobax no M3obpeTeHuto moryT
OblTb MPUrOTOBMEHbI B BUAE Pa3sNUYHbIX COCTaBOB, BKMOYas, HO HE OrpaHUYMBAasACH
NnepeyYHeM, BOLHYIO CYCMEH3NI0, ANsi BBEAEHUS pasnuyHbIMK criocobamu, BKIOYas, HO He
OrpaHNuMBasCb  MEepPevyHEM,  MapeHTepanbHoe,  WHTpaTeKanbHOe,  MOAKOXHOE,
BHYTPVBEHHOE, BHYTPUbILLEYHOE, BHYTPUOPIOLLIMHHOE, WH(Y3MOHHOE WNU CTPYMHOE
BBeAeHne. CornacHo HEKOTOPLIM BapUaHTam OCYLLECTBMEHUS, KOMMNO3ULMUIO FOTOBAT A4S
NnapeHTepanbHOro BBEAEHMS, W COMMacHO HEKOTOPbIM  KOHKPETHbIM  BapuaHTam

OCYLLIECTBNEHUS, AN BHYTPUBEHHOIO BBEAEHUS NYTEM UHDY3UU.

CornacHo 4yacTHOMY BapuaHTy OCYLLECTBIEHUSA, KOMMO3UUUA ANA MPUMEHEHUS
ANA NPOoUNakTUKM UNu NeYeHUs paka SUYHUKOB B COOTBETCTBUM C M30OpeTeHuem
COAEPXKNT 3PPEKTUBHYIO 403y aHTUTEN K NPOracTpuHy nNo n3obpeTeHnto B guanasoHe oT
0,001 mr/kr oo npmbnunsntensHo 250 MI/Kr, KOTOPas MOXET MPUMEHSTLCS O4HOKPATHO Unn

MHOrokpaTtHoO C onpejerneHHbIMU NHTepBanamMu.

CornacHo 4yacTHOMY BapWaHTy OCYLLECTBIEHUSA, KOMMO3Uuua ANA MPUMEHEHUS
ANA NPOoUNakTUKM Unu NeYeHus paka SWYHUKOB B COOTBETCTBUM C U30OpeTeHuem
COAEPKUT MPOracTPMHCBA3bIBAOLEE aHTUTENO WM ero  aHTUreHCBA3bIBAKOLMN
dparmeHT, BbIOpPaHHbIE W3 MOMUKIOHANBHbLIX aHTUTEN, MOHOKIOHANbHbLIX aHTUTEn,
XUMEPHbIX aHTUTEN, OAHOLEMNOYEYHbIX aHTUTEN, Kamenu3upoBaHHbIX aHTuTen, IgA1-
avtuten, IgA2-antuten, IgD-antuten, IgE-antuten, IgG1-antuten, IgG2-antuten, 1gG3-
aHtuten, lgG4-avtuten u IgM-aHtuten. MNpeanoyuTUTENbHO, aHTUTENa SABMSAIOTCA TakUMK
Kak onucaHbl Bblwe. bonee npegnoyTUTENbLHO, aHTUTENna mnpeaCcTaBnsioT Ccobon

rymaHunsnpoBaHHble aHTUTENA.

CornacHo 6onee KOHKPETHOMY BapWaHTy OCYLLUECTBMNEHUA, KOMMo3uuyus Ans
NPUMEHEHUS AN NPOUNAKTUKN UMM NEeYEeHUs paka SUYHUKOB B COOTBETCTBUM C
nsobpeteHnem COLEPXKUT nporacTpUHCBS3bIBatOLEe aHTUTEno nunm ero
aHTUreHCBA3bIBAKOLWMN dparMeHT, nmermne adUHHOCTL B OTHOLLEHMM NporacTpmHa no
MeHblwen mepe 5000 Hmonb/n, NO mMeHbwen mepe 500 Hmonw/n, 100 Hmonw/n, 80
HMmonb/n, 60 Hmonb/n, 50 Hmonb/n, 40 Hmonb/n, 30 HMonb/n, 20 HMonb/n, 10 HMonb/N, 7
HMonb/N, 5 HMonb/n, 4 HMonb/N, 3 HMonb/n, 2 HMonb/N, 1 HMonb/n, 0,5 Hmonb/n, 0,1nM,
50 nmonb/n, 10 nmonk/n, 5 nmons/n, 1 NMonk/N, NN No MeHbwen mepe 0,1 nmonb/n, Npu

onpegeneHnn ¢ NOMOLLbHO crnocoba, Takoro Kkak onucaH BbliLLe.
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CornacHo ewle 6onee KOHKPETHOMY BapUaHTy OCYLLECTBMNEHMS, KOMNO3UUMA 4Ns
NPUMEHEeHMS ANS  NPOUNaKTMKM WU NEeYEHUs paka SAUYHUKOB  COAEPXUT
NporacTpvHCBSA3bIBaOLEEe  aHTUTENO, TrAe  YyKasaHHas  MporacTpMHCBA3bIBaOLLas
MOrekyna unvM ee  aHTUreHCBsi3blBaloWW  parMeHT  npejcraBnser  cobon

HeUTpanuayrLiee aHTuTeno.

BbipaxkeHune “HenTpanuayoLwlee aHTn-PG aHTUTENO” 03HavaeT aHTUTENO, KOTopoe
ceasbiBaetT PG un OGnokupyet PG-3aBUCMMYO  CUrHanmsauyuio, 4YTo MpuMBOAUT K
nHrnbmposaHmio PG-nHAYLUMPOBaHHbLIX OTBETOB B ONYXONEBbIX KNETKax W, B YaCTHOCTH, B
KneTkax onyxonen sunvHukoB. WHrmbmposaHne PG-MHAYUMPOBAHHbLIX OTBETOB KMNETOK
AWYHMKOB MOXeET ObiTb OMOCpeaoBaHO penpeccven  ANPPEepPEeHLUMPOBKM  KNETOK,

penpeccuein rubenn KNeTok U/Mnu CTMMynupoBaHuemM nponudepaunm KneTok.

CornacHo [Jpyromy 4YacTHOMY BapwWaHTy OCYLLECTBMNEHUS, KOMMO3UUMS Ans
NPUMEHEHUS ANS  NPOMUNAaKTMKA UMW NeYeHUst paka SUYHUKOB — COAEPXUT
NporacTpyHCBSA3bIBalOLLEEe aHTUTENO, FAe MpOoracTpPMHCBA3bIBaOLWAsi Morekyna unm ee

aHTUreHCcBsA3bIBaOLWMN hparMeHT NpeacTaBnaeT cobon rymaHn3npoBaHHOE aHTUTENO.

CornacHo 4acTHOMY BapWaHTy OCYLLECTBIEHWUS, KOMMO3ULUUS ANS NPUMEHEHUs
ANS NPOOUNAKTUKA UM NEYEHUs] paka SIMYHUKOB COAEPXKUT MPOracTpUHCBSA3bIBatoLLEe
aHTUTEno, TrAe  yKkasaHHOe  MPOracTpMHCBSA3bIBalOLWEe  aHTUTENo  Unu  ero

aHTUreHCBA3bIBAOLMIA (PparMeHT KOHBbIOTMPOBAHO C LIUTOTOKCUYECKUM areHTOM.

CornacHo [Jpyromy 4YacTHOMY BapuaHTy OCYLIECTBMNEHWS, KOMMO3nuus Ans
NPUMEHEHUS ANSt NPOMUNAKTUKLA WINN NEYEHUs] paka SUYHWUKOB Y MauMeHTa COAEPXUT
NPOracTpMHCBA3bIBAOLLEE aHTUTENO, r4e YKasaHHOMY nauueHTy Obin nocTaBneH gmMarHo3
paKk SMYHUKOB NpuY NMOMoLUM cnocoba B COOTBETCTBMU C HACTOSALMM U30OpETEHNEM, rae
KOHLEHTpaums nporactpuHa B Guonornyeckom obpasie OT yKasaHHOro nauueHTa Bbille,

4Yem B KOHTPOnbHOM obpasue.

CornacHo 6onee KOHKPETHOMY acrekTy, HacTosee M3obpeTreHme OTHOCUTCS K
KOMMO3MLUUN ANS NPUMEHEHMST ANS NPOUNaKTUKM UMM NEYEHUs1 paka SIYHWUKOB B
COOTBETCTBUN C N30OPETEHNEM, F4E YKasaHHOE MPOracTPUHCBA3LIBAIOLES aHTUTENO UMK
€ro aHTUreHCBSA3bIBaOLWMIN hparMeHT BbibnpatoT 13 N-KOHLEBbIX aHTUTEN K NPOracTpuHy

N C-KOHLEBbIX @aHTUTEN K MPOracTpuHy.

CornacHo apyromMy acnekTy, HacTosillee u3obpeTeHMe OTHOCUTCS K
hapmaLeBTUYECKON KOMMO3ULUM, COAEepXKallel KOMMO3MUUIO ANs MPUMEHEHUs ANnS
NPOMUNAKTMKA WUNN FNEYEHMs paka SIUYHUKOB B COOTBETCTBUM C M30OpETEeHMEM U

hapmaueBTMHECKM MpUEMNEMbIA  HocuTenb. B vactHoctn, papmayesTudeckas
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KoMnosnuma Ana npuMmeHeHua and I'IpOC*)I/IJ'IaKTI/IKI/I nnnm nevyeHuna paka AN4YHUKOB B
cooTBeTCTBMKN  C VI306peTeHI/IeM COACPXKUT aHTUTENO, KakK onncCaHo Bbille, WU

hapmaLeBTUYECKN NPUEMIEMbIN HOCUTENb.

CornacHo 6onee KOHKPETHOMY acnekTy, HacTosilee mn3obpeTeHne OTHOCUTCA K
hapmaueBTUYECKON KOMMO3MLMKW, COAEpXKalled KOMMNO3UUUKO ANs NMPUMEHEeHMs Ans
NPOMPUNAKTUKA UMW NEYEHUs paka SUYHUKOB B COOTBETCTBUM C UN30OPETEHMEM WU
hapmaleBTUHECKU NPUEMITEMBIA HOCUTENb, M4 aHTUTENO K NPOoracTpuHy BBOAST B 403€
ot 0,001 mr/kr go 250 mr/kr, n NpeanoYTUTENbLHO, B 403e NO MeHbLlen mepe 0,005 mr/kr,
no meHbwen mepe 0,01 mr/kr, o MmeHbLiern mepe 0,05 mr/kr, no meHbwen mepe 0,1 mr/kr,
no meHbwen mepe 0,5 mMr/kr, N0 MeHbLern mepe 1 Mr/kr, N0 MEHbLUEN Mepe 5 mr/kr, no
MeHbLien mepe 10 mr/kr, No meHbwen mepe 50 Mr/kr unn No MeHbLlen mepe 100 mr/kr.
CornacHo ppyromy acnekty, HacToswee unsobpeTeHne OTHOCUTCS K COCTaBHOMY
KOMMIIEKTY, BKMIOYAKOLWEMY KOMMO3ULMIO ANSA MPUMEHEHUA ANnst NpOOUMNaKkTUKL  Unu
NeYeHns paka SIMMHUKOB B COOTBETCTBMM C M300pPETEHMEM U MPOTUBOPAKOBYHO

TepaneBTUYECKYIO MOMNEKYIY.

dakTnyeckn, neyeHme C MNOMOLLbKD aHTU-PG MOHOKNOHamnbHbIX aHTUTEnN, Kak
ONUCaHO B [AaHHOM KOHTEKCTE, MOXHO KOMOWHMpOBaTb C APYroM Tepanuen wunm
AONoONHATL ee.  HeorpanHnuuBawwme npuvMepbl  APYron  Tepanuu  BKMO4YaroT
XMMUOTEPANEBTUYECKOE NEYEHMNe, Ny4YeBYD Tepanuio, XUPYPruyeckoe yaaneHue wu

Tepanuio aHTUTeENamMu.

CornacHo apyromy acnekTy, HacTosilee M300peTeHMe OTHOCUTCSI K COCTaBHOMY
KOMMMEKTY, BKMIOYaoLWEMY KOMMO3ULMIO ANA MNPUMEHEHUA AnS NpoUNakTUKM Unm
NeYeHnsl paka SAUYHUKOB B COOTBETCTBMM C M300OpeTeHneM U MNpOTMBOPAKOBYHO
TEepaneBTUYECKYD MOMeKyny, BblIOpaHHYlO U3 XUMMOTEpPaneTU4eckon MOneKynbl,

MOMEKYINbl TAPreTHON (NPULENbLHOW) Tepanuu.

CornacHo 4acTHOMY BapWaHTy OCYLLECTBINEHUs, HacTosllee un3obpeTeHne
OTHOCUTCA K COCTaBHbIM KOMMMEKTaM, BKMOYaOWUM npefHasHavyeHHble  Ans
OLHOBPEMEHHOro, NOCMNeAoBaTeNbHOr0 WM pasaernbHOro BBEAEHMS KOMMO3MLUUIO ANS
neyYeHns paka SIMYHWMKOB B COOTBETCTBUM C U30OpPETEHWEM U XMMUOTEpPaneTUYecKyto
monekyny. MNoaxogawme Ans 3TMX Lenen XumuotepaneTuyeckne MONeKynbl BKIOYaloT,
He OrpaHuMYMBasicb MepeyYHeM, aHTaroHWCTbl ONaToB, aHTaroHUCTbl MYPUHOB,
aHTaroHUCTbl NUPUMUAMHOB, ankunupytowme OHK Monekynbl, nekapcTBeHHbIe cpeacTsa
ana cwmBaHns [OHK, aHTUOMOTUKM, KOMNNEKCbl NNaTWHbl, MHIMOUTOPLI NPOTeacom, Sabl

MUTOTMYECKOrO BEPETEHA, MHIMOUTOPbLI TOMOU3oMepasbl, MHIMOUTOPbLI TUPO3UHKMHA3LI Y

apyrve.
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CormacHo Apyromy 4acTHOMY  BapuaHTy  OCYLECTBMEHUS, HacTosllee
n3obpeTeHne OTHOCUTCA K COCTaBHbIM KOMIMIEKTaM, BKMIOYaWUM npeaHasHayYeHHble
ANA OAHOBPEMEHHOrO, NOCneAoBaTerbHOro NN pasnensHoOro BBEAEHUS KOMMO3ULUIO B
COOTBETCTBUM C WU3OOPETEHMEM W KOMMO3ULMIO, COAEPXaLLylo APYryro MOnekyny
TapreTHou Tepanun. Takas Momnekyna TapreTHoOM Tepanun BKMYaeT, He OrpaHUYMBasCh
nepeyHeM, aHTUTEena, HanpasneHHble MPOTMB peuenTopa anuaepmanbHoro dakropa
pocta (EGFR), Takme kak uetykcumad unu naHutymymadb, aHTuTena, HanpasneHHble
npotue aktopa pocrta anutenusa cocygos (VEGF), Takme kak 6esaumsymad, aHTuTena,
HanpaBneHHble MPOTMB peLEenTopa YE€NOBEeYECKOro anuaepmanbHOro gakropa pocra 2
Tuna (HER2), Takme kak Tpactysymab unm nepty3ymad, aHTuUTena, HarnpaBneHHble
NPoOTUB peLenTopa MMMYHHOW KOHTPONbHOM Touvkn PD-1 n ero nuranga PDL-1, Takme kak
nembponunsymab, aHTUTena, HanpaBfE€HHbIE MNPOTMB aHTUreHa 4 UUTOTOKCUYECKMX T
numcpoymntos (CTLA-4), Takme kak ununumymad, HU3KOMOMNEKYNSAPHbIE NEKapCTBEHHbIE
cpeactsa, HauenenHole Ha EGFR, Takue kak 3pnoTuHMG, HU3KOMOMNEKYNSPHbIE
TapreTHble npenaparbl NpoTne npoTooHkoreHa B-Raf (BRAF), Takne kak BemypadeHubd
unn gabpadeHnd, pekombnHaHTHbIM B6enok cnusaHua, HaueneHHbin Ha VEGF, Takon kak

achnnbepcenr.

CornacHo fpyromy 4acTHOMY acnekTy, HacTosiee n3obpeTeHne OTHOCUTCS K
NPUMEHEHMWIO MPOracTPUHCBA3bIBAIOLLEro aHTUTena WnuM €ero aHTUreHCBSI3bIBatoLLero

parmeHTa ANs ANArHOCTUKU paka SMYHUKOB.

CornacHo ApyroMy 4YacTHOMY acrnekTy, HacTosiliee W300peTeHMe OTHOCUTCH K
MPVMEHEHMIO MPOracTPMHCBA3LIBAIOLIErO aHTUTeNna WnNM €ero aHTUreHCBA3bIBaoLLEero

parmeHTa AN NPoUNAKTUKA UNN NEYEHNA paka SUYHUKOB.

CornacHo 6onee KOHKPETHOMY acrekTy, HacTosiee M3obpeTeHne OTHOCUTCS K
MPUMEHEHUIO MPOracTPMHCBA3LIBAOLWErO aHTUTENa WM €ero aHTUreHCBSA3bIBaloLLEro
dparmeHTa Ans NpoUNaKTUKM WM FIeYeHUs1 paka SWYHUMKOB Y MauueHTa, rae
onpeaensoT KOHUEHTpauutlo nporactpuHa B Ouonormyeckom obpasuye, B3ATOM Y
nauyuweHtTa, W OHa MpEBbIWAET KOHLUEHTpauu nporacTpuHa B  KOHTPOSbHOM

Buonornyeckum obpasue.

CornacHo 6ornee KOHKPETHOMY acrekTy, HacTosujee M3obpeTeHnMe OTHOCUTCS K
MPUMEHEHUIO MPOracTPMHCBA3LIBAOLWErO aHTUTENa WM €ro  aHTUreHCBSA3bIBaKoLLEro
dparmeHTa AN NPOPUNAKTUKN UMW NEYEHMS paKka ANYHUKOB Y NaUMEHTa, rae y nayneHTa

BO3HUMKaeT MeTacTas.
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CornacHo ewye 6onee yacTHOMY acnekTy, HacTosilee n3obpeTeHne OTHOCUTCS K
MPUMEHEHUIO MPOracTPMHCBA3LIBAOLWErO aHTUTENa WM €ro aHTUreHCBSA3bIBaloLLero
dparmeHTa Ana NPoPUNAKTUKN UMW NEYEHMS paka AMYHUKOB Y NaUMEHTa, rae y nayneHTa
BO3HMKAET METacTas, u rae onpeaensoT KOHLUEHTpauuo nporactpnHa B 6Monornyeckom
obpasye, B3ATOM Yy YKa3aHHOro nauueHTa, M OHa MpPEeBbIWAaeT KOHLUEHTpauuo

nporacTpuHa B KOHTPONbHOM Bronornyecknm obpasue.

KOMMOHEHTBI, U3 KOTOPbIX COCTOUT KOMOMHALWSA, MOryT BBOAUTHCS O4HOBPEMEHHO,
Mo  OTAEMbHOCTU WNM  MOCMEAOBAaTenbHO ANA  AOCTWXKEHUS  MaKCUMAarbHOW
3P PEKTUBHOCTU KOMOUMHALMWN, NMPU 3TOM Kaxk[oe BBEAEHWE MOXET BapbMPOBATLCA MO

ANUTENBHOCTU OT ObICTPOro BBEAEHMUS 40 HEMPEepbIBHOW Nepdy3unu.

Mpn UCNOMb30OBaHUM B LaHHOM KOHTEKCTE, “O4HOBPEMEHHOE BBeAeHue”
OTHOCUTCS K BBEAEHUIO ABYX COEAUHEHUN KOMMO3MUUN B BULE €AUHNYHOW U YHUKAINbHON
nekapctBeHHon ¢opmbl. [lpyM MCNONb3OBaHUM B AAHHOM KOHTEKCTE, “pasgenbHoe
BBEAEHMNE” OTHOCUTCS K BBEAEHMIO B O4HO U TO e BPEMS ABYX COEANHEHUA KOMMO3ULW
B COOTBETCTBUM C U30OpEeTEHMEM B OTAENbHbIX IEKAPCTBEHHbIX dopmax. [lpwu
NCNONMb30BaHUM B [aHHOM KOHTEKCTE, ‘nocrnepoBaTenbHOe BBeAEeHMEe” OTHOCUTCA K
nocrneaoBaTefibHOMY BBEAEHWIO ABYX CO€AUHEHUA KOMMO3ULMKM B COOTBETCTBUM C

n30bpeTeHnem, Kaxkaoro — B OTAEMNbHOW NEKaPCTBEHHON hopme.

TepmuH "TepanesBTnyeckn 3IPPEKTUBHOE KOMMYECTBO" NPU UCMONb30OBaHUM B
AAHHOM KOHTEKCTE OTHOCUTCA K MUWHUManbHOW KOHLEHTpauunm Wnu KONMUYecTBy
coeauHeHns (MNn COeanHEHUN), KoTopoe APMEKTUBHO ANA NPOUNAKTMKNA, obneryenus,
YMEHbLUEHMS UMW YIYYLIEHUS CUMNTOMOB 3ab0oneBaHnst Unn NPOANEHUS BPEMEHU XKN3HU

nauyueHTa, nogneXawjero ne4vyeHuto.

XapakTepucTukM BapuaHTOB OCYLLECTBMNEHUA MO M300peTeHuto cTaHyT Gonee

OYEBUAHBIMW U3 NOCMEAYOLLEro NogpPoGHOro oNUcaHNs NPUBEAEHHbIX HKE NPUMEPOB.

Kpatkoe onmncaHune rpaduyeckmx marepuanos

dur. 1. CpefHAs KOHUEHTpauus nporactpuHa B nnasme y nayuMeHToB, UMEHLLMX

pak an4HKKOB (N=8), 1 Yy NauMeHTOB KOHTPONbHOM rpynnbl (n=103).

dur. 2: MNoacyeT konudecTBa knetok aAns knetok SK-OV-3 nocne nevyeHus B
TeyeHne 48 4vacoB ¢ NoMoLb 20 MK/MN FYMaHU3MPOBaAHHbLIX KOHTPOSbHbIX aHTUTEN
(anti-human FcG1, n3 BioXCell) (CT Hz) nnn ¢ nomoweto 20 mkr/mn aHtu-hPG Hz (PG

Hz) — aByxcTtopoHHun kputepun CtbiogeHTa (aHrn. Two-tailed t-test), * p<0,05.
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KOHTponbHbIM (CT Hz) unu antn-PG rymaHusmnposaHHbiMm aHTutenom (PG Hz) B ycnosusax

3. KonuuyectBo coep SK-OV-3, obpasosaslumxca nocre ob6paboTku

CBEPXHU3KOWN are3vn — ABYXCTOPOHHUN kpuTtepunt CTblogeHTa, *** p<0,001.

OnucaHve npumMepoB OCYLLECTBMNEHUS U300peTeHus
Mpumep 1

OnpeneneHne KOHLUEeHTpaummu nporacTpmHa B nnasmMe ¢ UCnornb3oBaHnemM

NONMUKNOHanbHbIX aHTUTEN

YpoBHW nporacTpuHa B MNnasme KOMMYeCTBEHHO onpefenany ¢ nomoilbto MOA
NPy UCMNONb30BaHUM ABYX CNeUUdUUYECKMX aHTUTEN K NPOracTpuHY: NYyHKW MNMNaHLIETOB
MMMOBUNM30BAHHBbIMU aHTUTena  obHapy>KeHus

NOKpbIBAKOT aHTUTenamu, a

MCMONb3YIOTCA ANA ONpPeAeneHns NporacTprHa 1 ornocpeayoT obHapy»KeHne curHana.

B paHHOM npuvmepe KonMYecTBeHHasd OueHKa ocHoBaHa Ha Mmetoge WA,

NO3BONSIIOLLEM 3a CYET UCMonb3oBaHUs cybcTparta, peakuusi KOTOPOro Msny4aeT CBET,

onpegenntb BerUYUHY,

NMPONOPLMOHANbHYI0 KONMUYECTBY JIOMMHECLEHUMM aHTuTen,

CBA3AHHbIX C aHTUITreHOM, yAepXXaHHbIM UMMOBUNN3OBAHHBIMY aHTUTENaMN.

MaTtepunan

PeareHTbl 1 npnbopbl npeacrasneHbl B Tabnuye 7:

Tabnuya 7
HasBaHune MNocTasLymk CcCbInoYHbIN

Homep
MnaHweTtbl MaxiSORP 6enble Nunc Ha 96 | Dutscher # 055221
NYHOK
KapboHnat/6ukapbonat HaTpus Sigma # 21851
DPBS 1X Lonza # P04-36500
Tween-20 Biosolve # 20452335
BECA Euromedex # 04-100-810-C
CrtpentasmagnH-HRP Pierce (Thermo) | # 21130
Cybctpar  anga NPA  makcumanbHow | Pierce (Thermo) | # 37074
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4yyBCTBUTENBLHOCTM SuperSignal Femto

NOSIKMNOHAsbHbIE aHTUTENO K MPOracTpuHy Eurogentec /

MonuknoHanbHble aHTUTENna nonyvanu WMMyHu3auuen kponuka N-KOHUEBbIM
nporactpuHom (SEQ ID NO 2) mnu C-kOHUEBbIM NPOracTpMHOM, COOTBETCTBYHOLLUM
amuHokmcnotam ¢ 71 no 80 hPG un umetowmm nocnegosatenbHoctb FGRRSAEDEN

(SEQ ID NO 40), B cOOTBETCTBMM CO CTAHAAPTHBIMU MPOTOKONAMM.

[MonuknoHanbHble aHTuTena npoTnB nporacTtpuHa, ncnonb3oBaHHble B AAHHOM
aHanumse, MMerT cneayrLline XapakTepuctukn CBA3bIBaHUA: OTCYTCTBUE CBA3bIBAHUA C

G34-Gly, G34, G17-Gly, G17, cBasbiBaHWE C NOMHOPA3MEPHbLIM MPOracTPUHOM.

MnaHweTbl Ha 96 NyHOK MOKPbIBAKOT pacTBopoMm kapboHata — OukapboHarta
HaTpusa, 50 mmone/n, pH 9,6, NPUroTOBNEHHBIM NYTEM PACTBOPEHUS COAEPXKMMOrO O4HON
kancynel B 100 mn Bogbl MilliQ. PactBop ummobunumsosaHHoro aHTtutena (3 Mkr/mn),
COOTBETCTBYHOLLErO MOMMKMNOHAMNbHbIM aHTUTENaM, MOMYYEHHbIM C Ucnonb3oBaHnem C-
koHuyeBoro nporactpyHa FGRRSAEDEN (SEQ ID NO 40), rotoBaT B kapboHaTtHOM
Oydepe. 100 mkn pacTeopa aHTuTen A00aBNAOT B KaXKAYH NMYHKY U UMHKYOUPYHOT npu
Temnepartype 4°C B TeyeHne 16 vyacos (1 Houb). [locne atoro nnaHweTbl 6NOoKNPYIOT
nyTem yjaneHus pacresopa aHtuten n Tpwkabl npombisalot 300 mkn 1X PBS / 0,1%
Tween-20, 3atem g06asnstoT B kaxayro nyHky no 200 mkn 6nokupytowero 6ydepa (1X
PBS / 0,1% Tween-20 / 0,1% BCA) n nHkybupytot B TeueHne 2 4acos npu Temneparype
22°C. 3artem b6nokupyowun 6ydep yaansioT, nyHku npombisatot 3 pasa no 300 mkn 1X
PBS / 0,1% Tween-20.

PasBegeHne nnasmbl OCYLLECTBRSAIOT CNeayioWwmnM obpasom: UCNOMb3YT YNCTYIO
nnasmy, passeaeHHyo Ha 1/2, 1/5 1/10. PasBegeHnsa rotoBaT U3 YMCTOM nnasmbl B 1X
PBS /0,1% Tween 20/ 0,1% BCA.

[ns KoHTponbHOro Tecta ¢ nomowpbld WMPA B NpUCYTCTBUN UN3BECTHOW
KOHLEHTpaumMn nporactpvHa pasBefeHune nporactTpuHa roTOBAT creayowum Bpasom:
NUCXOAHbIN  pekoMOUHaHTHbIN PG (nonmHOpasmepHbIn  MpOracTpuH  YenoBeka,
npoayumpyembinl B E. coli 1 aoMHHO OYULLEHHBLIM C MOMOLLBK TMyTaTUOH-arapo3sbl /
yaaneHms metkm (Tev) / npomexyTodHou oumctkn metogom IMAC (anrn. Immobilized
Metal Affinity Chromatography - adpdwuHHaa xpomartorpadus € MCNOMNb3OBaHUEM
MMMOBUNM3oBaHHbIX MeTannos) / gnanusa, us MHctutyta MNactepa, Mapwxk, OpaHymns)
roToBAT B KOHUeHTpaumn 0,45 wmr/mn (45 mkM), B Tpex nosTopax. [OnanasoHsbl

KOHL{EHTpauuMIn NporacTpuHa nony4anu cneayroLwmm obpasom:
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e PactBop A: npeaBaputenbHoe passegeHne 1/10, 2 MKn UCXOA4HOro pacreopa

nntoc 18 mkn 6ydepa,

o PactBop B: npegaputencHoe passegeHue 1/100, 10 mkn A nnoc 90 mkn
Gydepa,

e Pacteop C: npeasaputenbHoe passegeHme 1/1000, 10 mkn B nntoc 90 mkn
Bydepa,

¢ Pactop D: 500 nmonb/n, 5,55 mkn C nnioc 494,5 mkn pasbasutens,

e Pacteop E: 250 nmonb/n, 250 mkn D nntoc 250 mkn pasbasutens,

¢ Pacteop F: 100 nmone/n, 200 mkn E nntoc 300 mkn pasbasutens,

o Pacteop G: 50 nmonb/n, 250 mkn F nntoc 250 mkn pasbasurtens,

o Pacteop H: 25 nmonk/n, 200 mkn G nntoc 200 mkn pasbasuTens,

e Pacteop |: 10 nmonb/n, 100 mkn H nntoc 150 mkn pasbasutens.

Anana3oH pekombuHaHTHoro PG aBRNseTca NUHEWHbIM, @ MOTOMY MOXET ObITb

fonee nnun meHee O6LlJI/IprIM B 3aBUCUMOCTU OT NCNONb3yemMoro aHtTuTena.

[ns noprotoskn o6pasyos ansa ucnoitaHun otéuparoT npubnusmntensHo no 500
MKN Kakgoro obpasya M COXpaHAwT A0 aHanmsa (M, npu  HeobxoaumocTw,
noaTesepxaeHus) pesynotatos. 100 MKN kaXgon TOUKM AuanasoHa wunu nnasmbl
aHanNU3NpyKT B YMCTOM BuAe, pasBegeHHbiMu o 1/2, 1/5 n 1/10, n nHKyGMpYOT B

TeyeHne 2 Yacos npu Temnepartype 22°C Ha nnaHLweTax.

Ona obHapyxeHus Tecta nnaHweTbl npombisaoT 3 pasa no 300 mkn 1X PBS /
0,1% Tween-20. [0TOBAT pacTBOP MOMNUKIOHANBHOrO aHTUTENa K NPOracTpuHy Kpornuvka,
r4e aHTuTena nomnyyeHbl C uMcnonb3oBaHMeM N-KOHLEBOro yvactka nporactpuHa B
KauyecTB€ UMMYHOreHa, CoeauMHEHHOro ¢ 6uotuHom go 0,5 mkr/mn, passegeHuem B 1X
PBS / 0,1% Tween-20 / 0,1% BCA. B kaxayo nyHky agobaensiotr no 100 mMkn Takoro
pacteopa. MHKyOupyloT B TeueHne 1 yaca npu temnepartype 22°C. [Ana obHapyxeHus ¢
ucrnonb3oBaHMeM pacteBopa crpentaBMauH-HRP  ypanawT  mnaeHtuduumpyrowlee
aHTuTEno n npombisatoT 3 pasa no 300 mkn 1X PBS / 0,1% Tween-20, 3aTtem rotoBar
pacteop 20 Hr/mn cTtpentasuguHa-HRP, passegenHoro B 1X PBS / 0,1% Tween-20 /
0,17% BCA, rge 100 mkn aTtoro pactBopa A00aBnAT B KaXKAYIO NYHKY nepej

nHKybrposaHmem B TeueHune 1 yaca npu Temneparype 22°C.

NaeHTndmkayna BknovaeT yganeHue crpentasugmHa-HRP 1 npombeisky 3 pasa

no 300 mkn 1X PBS / 0,1% Tween-20 ¢ nocnegyowum gobdasneHnem 100 mkn pacrteopa
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XEMUMIOMUHECLEHTHOro cybcTpata B NyHky. PactBop cybctpata rotoBsAT, CMmelLnBas
paBHble 06beMbI ABYX pacTBopoB Habopa SuperSignal ELISA Femto kit, 20 mn nntoc 20
M, B TedeHme 30 MUHYT nepejs UCMOoNb3OBaHMEM W XPaHST NPY KOMHATHOW Temneparype
B TeMHOTE. JIIOMUHECLEHLMIO CYMTBIBAKOT NOCHE UHKYOMPOBAHUA B TEYEHNE 5 MUHYT npu

KOMHaTHOW TemnepaType B TEMHOTE.

NcnbiTaHne NpoBOAAT ANSA KaXKAOro YCroOBWUS B TPEX MOBTOPaXx, MOMNyYEHHble B
pesynbTate AauanasoHbl OyayT npeactasneHbl B BuAe rpaduka, nokasbiBaKoLEro
M3MEHEHME IIOMUHECLEHUMM B 3aBUCMMOCTM OT KOHLEHTpauum nporactpuHa. [Ons
KaXXgoro pasBefeHust nnasmbl KOHLEHTPaUUKO NporacTpyvHa OnpeaensitoT C MOMOLLbO
YPaBHEHMUS NMIMHENHOWN PErpeccun oTpeska COOTBETCTBYIOLLEro gnanasoHa (auanasoH 1/10

ans obpasua, passegeHHoro 4o 1/10).
Cnocobbl 1 pesynbTaThl

CpepHss KOHUEHTpauus nporactpyHa B Nnasme y MayueHToB, UMEKLMX pak
AnYHMKoB (nN=8), coctasnsaeT 8,45 nMmonb/n, a CpefHssi KOHUeHTpauus nporacTpuHa B
nnasme y nayueHtoB KOHTponbHoW rpynnel (n=103) coctasndaeTt 0 nmonb/n (Pur. 1). 3Tu
JaHHble MOKa3blBalOT, YTO NaUWEHTbl, CTpajaBlUMe pPakoM SUYHUKOB, umenun 6Gonee
BbICOKME KOHLEHTpauuM nporacTpyvHa B nnasme No CPaBHEHMIO C KOHTPOSIbHOW Fpynnou

34,0pOBbIX NOgEN.

3TV AaHHble NOKasbIBAlOT, YTO MaLMEHTLI, UMEBLUME paK ANYHUKOB, MMenu Gonee
BbICOKME YPOBHM MNpOracTpvHa B MNnasme MO CPaBHEHWID C KOHTPOMbHOW rpynmnoi

30POBbIX MOAEN.

Mpumep 2

OnpegeneHne KOHLEeHTpaLMmn NporacTpuHa ¢ NoMOLLbO MOHOKMOHaMbHbIX

aHTUTEN K NPOracTpuHy

Jlyhkm Nunc MaxiSORP nnaHweTtoB Ha 96 nyHOK NOKPbIBAOT NEpPBbIM
crneynduyeckum Ans nporactTpuHa aHTMTenom crnegyiowmm obpasom. MOHOKNOHanNbHbIE
aHTUTENna K nporacTtpuHy, cneymdumdeckne Aansg  kapOOKCU-KOHLEBOrO  yyacTka
nporacTpuHa, pasBoaaT A0 KOHUeHTpauun 3 mkr/mn B pacrtsope 50 mmonwe/n, pH 9,6,

Oydepa Ha ocHoBe kapboHaTa/OmkapboHaTa HaTpus B Boge MilliQ.

3arem B KAyt NyHKY 96-mnyHOYHbIX NnaHweToB Ao6aBnsaoT B 06LLen CROXHOCTU
100 mkn pactBopa aHTUTENna U WHKYOMPYIOT B TedeHue Houu npu Temnepatype 4°C.
MNocne cBA3bIBaHWS pPacTBOP aHTUTENa yAansaloT U3 NYHOK, NMYHKU TPpWXKAbl NPOMbIBAOT

100 mkn npombiBoyHOro Bydepa (IX PBS / 0,1% Tween-20). 3atem B Kaxayto INyHKY
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aobasnsioT B 06wen cnoxxHoctn 100 mkn 6nokupytowero 6ydepa (IX PBS / 0,1% Tween-
20 / 0,1% BCA) n uHkyOupyloT B TeuyeHue 2 yacos npu Temneparype 22°C. 3arem
6rnokmpyowmn Gychep yaansoT, U NYHKA TPWKAbl MPOMbIBAIOT NPOMbIBOYHLIM Bydhepom.
Mocne aTtoro B nNyHkn fobasnsoT obpasubl nNnasmbl UNN CbIBOPOTKM KPOBW, B3SATbIE Y
naymeHTos, B o6beme 100 Mk B cepusix pasBeAeHUn, Kak npasuno, B passegennsx 1:1,
1:2, 1:5 n 1:10, n MHKYOUPYIOT B TeyeHne 2 vyacoB npu Temneparype 22°C. O6pasupl

nnasmbl UMK CbIBOPOTKU KPOBM aHanM3npyloT B 4BYX MOBTOpaXx.

AHanua TaKKke BKMIOYAET [ABEe CTaHAAapTHble KpuBble. [1epBYlD CTaHAAPTHYIO
KPMBYIO MOMy4aldT C MOMOLUBID pasBeLeHUn pPekoMOMHaHTHOro mnporacTtpuHa Ao
nonyveHnsa koHe4vHoro konudectesa 1 Hr, 0,5 Hr, 0,25 Hr, 0,1 Hr, 0,05 Hr, 0,01 Hr, N O Hr B
nyHke. BTOpylo CTaHZapTHYK KPUBYIO, CRYXKAaLLyld B Ka4yeCTBE HEraTMBHOrO KOHTPONS,
nofy4arT Ha OCHOBaHWM MNPOracTPUH-HEraTMBHOW 4YENOBEYECKOW CbIBOPOTKM KPOBMW,
pasBegeHHon B 6riokupyroem Oydepe npu Tex xe pasBeneHnsix, YTO U UCTbITbIBaEMbIE
obpasubl, T.€., 1:1, 1:2, 1:5 n 1:10. B ka4yecTBe anbTepHaTMBbLI, KOr4a aHanuaupyloT
obpasubl Nnasmbl, BTOPYIO CTaAHAAPTHYK KPUBYIO, CNYXKALLYD B KayecTBe HEraTtuBHOrO
KOHTPONS, MOMy4alT Ha OCHOBaHWUM NPOracTpuH-HEraTUBHOW YE€MOBEYECKOW Nnasmbl,
passegeHHon B Brnokmpytowem Oydepe npu TeX ke pasBefeHUsX, YTO U aHann3npyembie
obpasusbl, T.€., 1:1, 1:2, 1:5 1 1:10.

Mocne 3aBepweHus nHkybaumm ¢ obpasyamy nnasmbl UK CbIBOPOTKN KPOBU
COAEPXKMMOE NMYHOK yAansitoT, U NMYHKN TPWKAbl NPOMbIBAIOT NPOMbIBOYHLIM BGydepom,
100 MKN/NyHKY, NOCNe 4Yero onpeaensoT NPOracTpyH, CBA3aHHbIA C NEPBbIM aHTUTENOM,

NCMonb3ysl BTOPOE aHTUTENO, cneynduyHoe ANns NporacTpuHa, creayowmm oopasom.

Cnutble ¢ BUOTMHOM MOHOKMOHarnbHbIE aHTUTeNa K NporacTpuHy, cneyndunyHbie
ANS aMUHO-KOHLIEBOrO y4vacTka nporacTtpuHa, pasBogsaTt B Gnokupyowem Gydepe fo
kKoHUeHTpaumm ot 0,1 go 10 mMkn r/mMn B 3aBMCMMOCTW OT aHTuTena. 3aTem B KaXayto
nyHky aobaensT B obwen cnoxHocTu 100 MKn pacTBopa aHTutena u MHKyOupyloT B

TeyeHue 1 yaca npu Temneparype 22°C.

MNMocne 3aBepLUeHVsi CBSA3bIBAHUSI BTOPWMYHOTO aHTUTENa MMaHWeTbl TPWXKAbl
NPOMbIBAIOT MPOMbIBOYHBIM Oydhepom, 100 MKN/MyHKY, MOCNE 4YE€ro B KaKAyl TNYHKY
pobasnsot 100 mkn pacteopa crpentaBmanH-HRP (25 Hr/mn B Grnokmpyrowwem 6ydepe) u
NMHKYOMpPYIOT B TedeHne 1 yaca npu Temneparype 22°C. lNocne 3asepLlueHnsa nHkybaumm ¢
pacTtBopoM cTpenTaBMauH-HRP  nnaHweTtbl TpwKAbl MNPOMbIBAIOT  MPOMbIBOYHbLIM
Oydepom, 100 mkn/nyHky. [locne aToro B Kaxayw nyHky pobasnawt 100 mkn

XEMUITIOMUHECL|EHTHOro cybcTpata, NpUroTOBNEHHOrO C  UCMonb3oBaHveMm Habopa
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peaktmeoB ansa WPA ¢ XEeMUNIOMUHECLUEHTHbIM  cybCcTpatoM  MakCUManbHOW
yyBcTBUTENBLHOCTM Pierce SuperSignal Femto, nHKYOMPYIOT B TeyeHne 5 MUHYT npu

KOMHaTHOW TeMnepartype B TeMHOTE U 3aTeM CHUTbIBAKT Ha NMIOMUHOMETPE.

Ha ocHoBaHMK pe3ynbTaToB CYUTbIBAHUSA Ha NIOMUHOMETPE MPOBOANAT NUHENHbIV
PErpeccCUOHHbI  aHanu3 ANns MonyyYeHus YpPaBHEHWS OTPE3KOB, COOTBETCTBYHOLLUX
AAHHbIM CTaH4APTHOW KPMBOW. 3aTtemM C MNOMOLLbID 3TOM0 YPaBHEHWUS BbIYUCIIAIOT

KOHLIEHTPaUMIO NPOoracTpuHa B pasnuyHbix obpasiyax nauneHTos.

BbluMCNSIOT  CPEeAHIo  KOHLEHTpauuto nporacTtpyHa B nnasMe nauyueHToB,
UMEIOLLMX paK SUYHMKOB, U CPaBHUBAIOT €€ CO CPEeAHEN NNasMaTMyeCcKkon KOHLEHTpaUnen
nporacTpuHa B nnasme NayueHTOB KOHTPOMbHOW rpynnbl. OTU AaHHbIE NOKa3bIBaKOT, YTO
NauneHTbl, UMEBLUME pPaK SIMYHUKOB, UMENN MOBbILLEHHbIE YPOBHWU NporacTpyMHa B nnasme

MO CPaBHEHNIO C KOHTPOMNBHOW IPYMMNOM 340P0OBLIX MIOAEN.
Mpumep 3

HewTpanusytoLas akTMBHOCTb aHTW-hpg aHTUTEeN B OTHOLLEHWM PakoBbIX

KNETOUYHbIX NMUHNIA
3.1. Hentpanuaylowias akTMBHOCTb aHTU-hpg MOHOKMOHANMbHbIX aHTUTEN

PA-1, Caov-3, SW626, ES-2 n SK-OV-3 npeacrasnsator cobon KNeToUHbIE NNHNN,
NUCNonb3yemble AN U3YYEHUS paka SUYHWKOB, BbipabaTbiBalomMe U CeKpeTMpyromne
nporactpuH. MoHoKknoHanbHble aHTuTena k PG ucnbiTbiBAaNM Ha WX CNOCOOHOCTb
nHrMbmposatb nponudepaymio B 3TUX PasNUYHbIX KNETOYHbIX NUHUSX. BbbkuBaHue
KNETOK KaxKa0W U3 KneTouHbIX NnHun Caov-3, ES-2, SK-OV-3, KATO-III, AGS, n MGC-803

aHanusMpoBanu, UCMonb3ysa pasnuyHble aHTU-hPG MOHOKNOHanbHbIe aHTUTena.

Bo Bpemsi kaxgoro akcrnepumeHta 50000 kneTok BbICEBAKOT B 6-NyHOYHbIE
NNaHWeTbl B Cpeae, coaepallern deTanbHylo TENSYbl0 CbIBOPOTKY, M MHKYOUPYIOT B
TeyeHne 8 yacoB. KneTkn nogsepratoT UCTOLLEHMIO CbIBOPOTKN B TEYEHNE HOYM, U Yepes
24 yaca nocne BbiceBaHus (Bpems “T0”) kneTkm obpabaTbiBaloT B LLECTU NapannenbHbIX
onbiTax kaxable 12 yacoB B TeyeHue 48 yacoB, Npu OTCYTCTBUMM (PeTanbHOW TENSUYbEN
CbIBOPOTKN, C NOMOLWbd OT 1 A0 20 MKr/MI MOHOKMOHAbHbIX KOHTPOMbHbLIX aHTUTEN
(MOHOKNOHaneHoe aHTuTeno aHtTu-nupomuduH)(CT mAb), unn ¢ nomowpto ot 1 go 20
mkr/mn  aHtu-hPG mAb, roe mAb npeacraensetr cobon C-koHuesoe aHTU-hPG

MOHOKIOHanbHoe aHTuTeno unm N-koHyesoe aHTu-hPG MOHOKNOHaNbLHOE aHTUTENO.

mAb npeacrasnsaeTt cobon C-koHuesoe aHTu-hPG aHTuteno, sbibpaHHoe ns:
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e aHTWTENa, BKMOYaroLero Tsxkenyo uens, coaepxaiyyto CDR-H1, CDR-H2 un
CDR-H3, umetowmx ammHokucnoTHele nocnegosatensHoctn SEQ ID NO 28, 29 1 30, n
nerkyto uens, cogepxawgyto CDR-L1, CDR-L2 n CDR-L3, nmerowmx amUHOKUCNOTHbIE
nocneposarensHoctn SEQ ID NO 31, 32 n 33,

e aHTUTEna, BKNOYaoLWero Tsxkenyto uenb, cogepxatlyto CDR-H1, CDR-H2 n
CDR-H3, umetowmx ammHokucnoTHble nocnegosatensHocT SEQ ID NO 34, 35 1 36, n
nerkyto yenb, cogepxawjyto CDR-L1, CDR-L2 n CDR-L3, nmewowmx ammMHOKUCNOTHbIE
nocnepoBarensHoctn SEQ ID NO 37, 38 1 39;

unu N-koHyeBoe aHTu-hPG aHTuTeno, BbibpaHHoOE U3:

e MOHOKMOHAaNbHOrO aHTUTEmNa, BKMIOYAIOLWEro TSXKENYK Lenb, COoAepKallyro
CDR-H1, CDR-H2 1 CDR-H3, nmetowmnx aMMHOKMCIOTHbIE nocnegosarensHoctn SEQ ID
NO 4, 5 n 6, COOTBETCTBEHHO, U NETKyH Uenb, cogepxkawyto CDR-L1, CDR-L2 n CDR-L3,

UMEIOLLMX aMUHOKNCHOTHbIE nocnegosatensHoctn SEQ IDNO 7, 8 n 9,

e aHTMTENa, BKMOYaroLWero Tskenyo uens, coaepxaigyto CDR-H1, CDR-H2 un
CDR-H3, umetowmx ammHokMUCnoTHble nocnegosaTtensHoctn SEQ ID NO 10, 11 n 12,
COOTBETCTBEHHO, U nerkyto uenb, cogepxawyto CDR-L1, CDR-L2 n CDR-L3, nmetrowmx

aMmunHokucnoTHble nocnegoatensHocT SEQ ID NO 13, 14 n 15, cOOTBETCTBEHHO,

e aHTWTEna, BKMoYaroLwero Tsxenyo uens, cogepxaigyto CDR-H1, CDR-H2 un
CDR-H3, umetowmx ammHokucnoTHble nocnegosatensHoctn SEQ ID NO 16, 17 n 18,
COOTBETCTBEHHO, U nerkyio uenb, cogepxawyyto CDR-L1, CDR-L2 n CDR-L3, umetowmx

aMmuHokucnoTHble nocneaosatenbHocT SEQ ID NO 19, 20 n 21, COOTBETCTBEHHO,

e aHTMTENa, BKMIOYaoLWero Tskenyto uenb, cogepxaigyto CDR-H1, CDR-H2 un
CDR-H3, umetowmx ammHokucnoTHble nocnegosaTtensHoctn SEQ ID NO 22, 23 un 24,
COOTBETCTBEHHO, M nerkyo uenb, cogepxawyto CDR-L1, CDR-L2 n CDR-L3, nmerowmx

aMWHOKMCNOTHbIE nocneaoBatenbHocTu SEQ ID NO 25, 26 n 27, COOTBETCTBEHHO.

MofCUNTBLIBAOT KONMUYECTBO KNETOK B MOMEHT BpemeHU TO B KOHTPONbHOW NyHKe

ANA KaKQ0oro akCnepumeHTa.

B wacTtHOCTM, NoACYMTLIBAOT KOMMYECTBO KMBbIX KMETOK B KOHTPOMbHbIX U B
obpaboTaHHbIX aHTU-hPG mAb nyHkax uyepe3 48 4yacoB, 3aTeM BbIYUCNAT Pa3HOCTb
MEXAY KaKAbIM KONMUYECTBOM KNETOK M KONMUYECTBOM KNETOK, ONPEeAENEHHbIM B MOMEHT
BpemeHn TO. lNonyyeHHoe B pesynbtare konuyectBo obpaboTaHHbix aHTU-hPG mAb
KNETOK Bblpa)katoT B MPOLEHTAX OT KONMMYEeCcTBa KOHTPOIbHbIX KreTok, obpaboTaHHbIX
mAD.
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ObpaboTtka aHTU-hPG MOHOKNOHaNbHbIMKM aHTUTENAMU YMEHbLUAET KONMUYECTBO
KNEeTOK MO CpaBHEHMIO C 0OpaboTKOW KOHTPOMbHbIM aHTutTenom. CTaTuCTUYECKyto
3HAUUMOCTb OMPEeAEnstoT C MNOMOLbIO OAHOMAaKTOPHOrO AWCMEPCUOHHOrO aHanusa
ANOVA ¢ peTpocnekTUBHbIM aHanu3om C kputepmem Tbioku: * cooTseTcteyeT p<0,05, **
cooTBeTcTBYET p<0,01, n *** coorBeTcTBYET P<0,001. B Kawaon nuHun knetok, aHTn-hPG

aHTuTena CHMWXaroT BblXXBaHUE KNETOK.

3.2. Hewntpanusyowasa aktuBHoCTb aHTU-hPG rymaHmsmpoBaHHbIX aHTUTEN Ha

BbPKMBaHUE KNEeTOK

F'ymaHunsmpoBaHHble aHTutena k PG uenbiTbiBAaNM Ha MX  CNOCOBHOCTL
nHrnbmposatb nponudepayunio KneTovHbIx nnHnn PA-1, Caov-3, SW626, ES-2 n SK-OV-
3. BbpKnBaHne KNeTok M3 KneToudHblx nuHuin PA-1, Caov-3, SW626, ES-2 n SK-OV-3

n3yyanu, Ucnonb3ys pasnuyHble aHTU-hPG rymaHmanpoBaHHble aHTUTena .

Bo Bpemsi kaxgoro akcrniepumeHta 80000 KneTok BbICEBAKOT B 6-NyHOYHbIE
NNaHWeTbl B Cpeae, coaepallen deTanbHylo TENSYbl0 CbIBOPOTKY, W MHKYOUPYIOT B
TeyeHne 8 yacos. KneTku noaBepraroT UCTOLLEHMIO CbIBOPOTKN B TEYEHNE HOUM, U Yepes
24 yaca nocne BbiceBaHus (Bpems “T0”) kneTkn obpabaTbiBaloT B LUECTU napannenbHbIX
onbiTax kaxable 12 yacoB B TeyeHue 48 yacos, Npu OTCYTCTBMM (PeTanbHON TENSYbEN
CbIBOPOTKW, C nomMowpto 20 MKI/MI  FYMaHU3UPOBAaHHbIX KOHTPOMbHbIX aHTUTEN
(antnyenoseveckune FcG1, na BioXCell)(CT Hz) unun ¢ nomorybto 20 mkr/mn aHTu-hPG Hz
(PG Hz), rape Hz npepcraBnser cobon C-koHuyeBoe aHTU-hPG rymaHusmpoBaHHoe
aHtuteno unu N-koHuesoe aHTU-hPG rymaHunsuposaHHoe aHTuteno. Bo Bpemsa kaxgoro
3KCNEePUMEHTA NOACYMTLIBAIOT KONMYECTBO KNETOK B MOMEHT BpeMeHU TO B KOHTPOSbHON

NyHKe.

B uyactHOCTM, MOACUUTLIBAIOT KONMUYECTBO KMBbIX KNETOK B KOHTPOMbHBLIX U B
obpaboTaHHbIX aHTU-hPG Hz nyHkax uyepes 48 vacoB, 3aTtemM BbIMUCNAOT PasHOCTb
MEXAY KaXKAbIM KONMUYECTBOM KINETOK W KONMMUYECTBOM KINETOK, ONPEAENEeHHbIM B MOMEHT

BpemeHu T0.

ObpaboTka ¢ nomowbio aHTU-hPG Hz aHTUTEN yMeHbLUaeT KONMYECTBO KIETOK MO

CpaBHEHUIO ¢ 06pabOTKOM KOHTPONBHBIM aHTUTENOM.

3.3. Hewntpanusywowas akTMBHOCTb aHTU-hPG MOHOKMOHanbHbIX aHTUTENn B

OTHOLLEHNN 4YaCTOTbl PaKOBOW CTBONOBOW KNETKM

MoHoknoHaneHble aHTutena k PG mcnbiTbiBanM Ha ux CNocoBHOCTb CHWMXKaTb
yactoTy pakoson cteonoBon knetku (aHrn. CSC) B kneTouHbix nuHusx PA-1, Caov-3,

SW6B26, ES-2 n SK-OV-3, ncnonb3ya aHanvms MeTogoM NpeaenbHbiX pasBeaeHn (aHrn.
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Extreme Limiting Dilution Assay, ELDA). Yactoty CSC B cny4ae Kaxaon U3 KneTOYHbIX
nHun PA-1, Caov-3, SW626, ES-2 n SK-OV-3 aHanusmposanu, NCnonb3ysa pasnuyHble

aHTU-hPG MOHOKNOHanbHbIE aHTUTENA.

Bo Bpems kawaoro 3kCnepumMeHTa KneTkn BbiCeBalT B 96-NMYHOYHbIN NnaHLeT
Ultra-Low Attachment (ULA P96) npu ukCUpoBaHHbIX KNETOYHbIX KOHLUEHTpauusax cC
nomoLbto npotovHoro uutometrpa FACS Aria, wncnonb3ys npu 3TOM AuanasoH
koHUeHTpauyun oT 1 4o 500 kneTok B NyHKy. KneTkn KynbTUBUPYIOT B TedeHue 11 agHen Ha
nnaHwetax ULA co cpegon M11 (Macari et al, Oncogene, 2015) n obpabarbiBaloT
Kaxgble 3 nnn 4 gHa ¢ nomowbo oT 1 Ao 20 MKr/MI MOHOKNOHambHbIX KOHTPOMbHbIX
aHTUTEN (MOHOKMOHanNbHoe aHTUTeNo aHTu-nupoMmuyuH)(CT mAb), nnu ¢ nomoLybo ot 1
4o 20 mkr/mn antn-hPG mAb, rae mAb npeacrasnsaet cobon C-koHueBoe aHTU-hPG

MOHOKIOHanbHoe aHTuTeno unm N-koHuesoe aHTU-hPG MOHOKNOHaNbHOE aHTUTENO

B yactHocTU, B KOHUE hasbl MHKYOMpOBaHNS nNnaHwweTbl HabnaalT C NOMOLLbIO
(ha30BO-KOHTPACTHOrO MUKPOCKONA W OLEHUBAIOT KOMNMUYECTBO MO3UTUBHBIX NYHOK Ha
KNETOYHYIO KOHUeHTpaumio. W HakoHey, wucnonb3ytoT Beb-npunoxeHne ELDA
(http://www.bioinf.wehi.edu.au/software/elda/) ans Bbluncnenms vactotel CSC  ans
Kakaon nevyebHoM rpynnbl U UCCNeayoT Ha Nboe CTaTUCTUYECKOE PACXOXKAEHNE MEXIY

rpynnamm (MognLMpPOBaHHbIN TECT XMU-KBAAPAT).

ObpaboTka aHTU-hPG MOHOKMNOHanNbHbIMK aHTUTEnamu cHkaet yactoty CSC no

CpaBHEHUIO ¢ 06paboTKOM C NOMOLLbIO KOHTPOMNBHOrO aHTUTENa.

3.4. Hemtpanmsywowasa akTMBHOCTb aHTU-hPG rymaHu3MpoBaHHbIX aHTUTEN B

OTHOLLEHNN YacTOTbl PAKOBOW CTBONOBOW KNETKM
. AHanus ccepoobpasoBaHus

F'ymaHnsmpoBaHHble aHTuTena k PG umcnbiTbiBann Ha ux CNOCOBHOCTb CHMXKaTb
yactoTy pakosown cteonoson kneTkn (CSC) B kneTouHbIX NUHMSAX Caov-3, ES-2 n SK-OV-

3 ¢ nomoLblo aHanmsa cpepoobpaszoBaHus.

Bo Bpema kaxporo askcnepumeHta 500 KneTknm BbICEBAKT B 24-NIyHOYHbIE
nnaHwetbl Ultra-low attachment (ULA). KneTkn kynbTmBupytoT B TeyeHne 10 aHen Ha
nnaHwetax ULA co cpegon M11 (Macari et al, Oncogene, 2015) n obpabarbiBaroT
Kaxgble 3 unu 4 gHa ¢ nomMoLbio 20 MKI/MN r'yMaHU3NMPOBaHHbLIX KOHTPOMbHbLIX aHTUTEN
(anTuvenoseueckue FcG1, ns BioXCell)(CT Hz) unu ¢ nomorybto 20 mkr/mn aHTu-hPG Hz
(PG Hz), rae Hz npepcraBnser cobon C-koHuyeBoe aHTU-hPG rymaHmsmpoBaHHoe

aHTuTeno unu N-koHuesoe aHTn-hPG rymaHusanposaHHoe aHTUTEno.
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B uactHocTM, B KOHUEe @asbl WHKYOMpPOBaHMS nNyHKM hoTorpadoupytoT
NoCpPeACTBOM CBETIONOMNBHOW MUKPOCKOMUKW, CHUMKW aHanusvpyroT U MNOACYUTbLIBAIOT

KONU4ecTBO cchep co cpegHum guametpom Bonee 30 MKM.

O6pabotka € nomowptlo aHTU-hPG  rymaHusvpoBaHHOro aHTuTena CHwaet

yacTtoTy CSC no cpaBHeHUto ¢ 06paboTKOM C MOMOLLIbIO KOHTPOMBLHOMO aHTUTENA.
. AHanu3 MeToAoM NpeaenbHbIX pasBeaeHui

F'ymaHnsmpoBaHHble aHtTuTena k PG ucnbiTbiBanM Ha ux CNOCOBHOCTb CHMXKaTb
yactoTy pakosoun cTeonoson knetkn (CSC) B kneTouHbIx nuHuax PA-1, Caov-3, SW6E26 u
SK-OV-3, ncnonb3ys aHanv3 mMeToagom npegenbHbix passegeHun (ELDA). Yactoty CSC
Ha OCHOBaHWM KaXXAOW W3 KNEeTouHblX nuHun PA-1, Caov-3, SW626 un SK-OV-3

aHanusMpoBanu, UCnorb3ysa pasnuyHble aHTu-hPG rymaHusnpoBaHHble aHTUTena.

Bo Bpemsi Kaxaoro 3KCnepuMMeHTa KIETKM BbICEBAKT B JYHKY 96-NyHOYHOro
nnaHweta Ultra-Low Attachment (ULA P96) npu UKCMPOBAHHBIX KMNETOYHbIX
KOHLEHTpaUMsiX C NOMOLLbIO nNpoToyHoro uutometpa FACS Aria, ncnonb3ysa npy 3Tom
AnanasoH koHueHTpaumi ot 1 g0 500 kneTok B NyHKY. KNeTkn KynbTUBMPYIOT B TEYEHUNE
11 aHen Ha nnaHwetax ULA co cpegon M11 (Macari et al, Oncogene, 2015) un
obpabatbiBaloT kaxgble 3 unm 4 gHA ¢ NomMoLbto oT 1 40 20 MKI/MMA r'YMaHU3NPOBaHHbIX
KOHTPONbHbIX aHTuTen (aHTnyenoseyeckne FcG1, from BioXCell)(CT Hz) nnu ¢ nomoLbto
ot 1 po 20 mkr/mn aHTU-hPG Hz, rge Hz npeacraensget cobon C-koHuesoe aHTU-hPG

ryMaHu3npoBaHHOe aHTUTENo unu N-KoHUeBOe aHTU-hPG rymaHnanpoBaHHOe aHTUTENO.

B yactHocTU, B KOHLUE (hasbl MHKYOMPOBaHUS NnaHLeTbl HabnaaT C NOMOLLbIO
ha30BO-KOHTPACTHOrO MUKPOCKONA M OLEHUBAKOT KONMUYECTBO MO3UTUBHBIX NYHOK Ha
KNEeTOYHYIO  KOHUEHTpauuio. W HakoHey, WUCnonb3yloT Beb-npunoxenne ELDA
(http://www.bioinf.wehi.edu.au/software/elda/) ana Bblumcnenns uvactotel CSC  ans
Kakaon ne4yebHOoM rpynnbl U UCCNEeAYOT Ha Nb0e CTaTUCTUYECKOE PACXOXKAEHNE MEXIY

rpynnamm (MognLMPOBaHHbIN TECT XU-KBaAPAT).

ObpaboTtka ¢ nomowpbto aHTU-hPG  rymaHu3nmpoBaHHOro aHTutena CHWXaeT

vyactoty CSC no cpaBHeHuMIo ¢ 06paboTKOM C MOMOLLbIO KOHTPONBbHOrO aHTUTena.

3.5. Hentpanusyowaa akTuBHoCTb aHTU-hPG MOHOKNOHanNbHbIX aHTUTEN Ha NyTU
WNT/R-kaTeHuH

PA-1, Caov-3, SW626, ES-2 n SK-OV-3 npeacraBnsatoT cobon KNETOUHbIE NNHNN,
NUCMNONb3yemble AN U3YYEHUS paka SMYHWKOB, BblipabaTbiBalolmMe U CekpeTupyroLme

nporacTpuH. MoHoknoHanbHble aHTUTENa k PG wnccnegosann B OTHOLUEHUM KX
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cnocobHOCTM MHUBMpoBaThb NyTb VWNT/R-KaT€HMH B 3TUX PasNUYHBLIX KNETOYHbIX NIMHUSIX,
ncnonb3ys akcnpeccuto Bernka CypBMHUHA, XOPOLUO M3BECTHOrO LEMNEBOro reHa nyTu
WNT/R-kaTeHnHa, B KayeCTBE CYUUTbIBAHMSA. OKCMPECCU0 CYpBMHUHA Ha OCHOBaHWUU
KaXxgon 13 KnetoudHbix nuHui PA-1, Caov-3, SW626, ES-2 n SK-OV-3 ananusnposanu,

NCNONb3ys pasnuyHbie aHTU-hPG MOHOKMOHAmbHbLIE aHTUTENa.

Bo Bpemsi kaxgoro akcnepumeHta 50000 kneTok BbICEBAKOT B 6-NMyHOYHbIE
NNaHWweTbl B Cpeae, coaepxallen deTanbHylo TeNsYbl0 CbIBOPOTKY, M MHKYOUPYIOT B
TeyeHne 8 yacoB. KneTku nogsepratoT UCTOLLEHMIO CbIBOPOTKN B TEYEHNE HOUM, U Yepes
24 vaca nocne BbIiCEBaHUA KneTku obpabaTtbiBatoT B YETbIPEX NapannenbHbIX OnbiTax
kaxkable 12 4yacoB B TevyeHMe 72 4acoB, MNpUM OTCYTCTBUM heTanbHOW Tensvben
CbIBOPOTKN, C nomowbd oT 1 Ao 20 MKr/MI MOHOKMOHAIbHbLIX KOHTPOMbHbLIX aHTUTEN
(MoHoknoHanbHble antiboby aHTU-nupomnumH)(CT mADb) unm ¢ nomowbo ot 1 go 20
mkr/mn  aHtu-hPG mAb, roe mAb npeactrasnser cobonm C-koHuesoe aHTU-hPG

MOHOKIOHanbHoe aHTuTeno unm N-koHyesoe aHTu-hPG MOHOKNOHaNLHOE aHTUTENO.

B wacTtHocTtn, nocne 72 yacos o6paboTku kneTkn cobmparoT 1 BblZENST 06N
B6enok ¢ nomowpio Oycdepa RIPA. 3atem paBHOe konuyecTBo 6Oenka M3 KNEeTok,
obpabotaHHbix CT mAb wunu aHt-hPG mAb, noaseprawoT BeCTEpH-ONOTTUHTY,
NUCMNONb3ys aHTU-CYPBUBMH aHTUTENO (MOHOKMOHanbHoe aHTuteno, #2802 wn3 Cell
Signaling) © aHTW-akTUH aHTUTENO B KayecCTBE KOHTPONA [ANA  HaHeCeHus
(MoHoknoHanebHoe aHTuTeno, #A4700 n3 SIGMA). KonuyecTBeHHy0 OLEHKY BbIMOMHAOT C

nomMoLLbio xumunyeckon cuctemol GBOX n3 Syngene.

ObpaboTtka aHTU-hPG  MOHOKMOHAaNbHbIMKM A@HTUTENaMM CHWKaeT 3KCNpPeCccuro
CYpPBMHMHA MO CpaBHEHWO C 0OpaboTKOM C MOMOLLBbID KOHTPOMbHOrO aHTuTena.
CTatnucTMYeCcKyo 3Ha4YMMOCTb ONpPeaeNnsoT C NOMOLLBIO HenapHoro kputepusa CTblogeHTa:

* cootBeTcTBYET p<0,05, ** coorBercTByeT p<0,01, n *** coorBetcTByeT p<0,001.

3.6. Hewtpanusyowaa aktmBHoCcTb aHTU-hPG rymaHnsmpoBaHHbIX aHTUTENn Ha

nytn WNT/R-kaTeHuH

F'ymaHnsmpoBaHHble aHTutena k PG uvenbiTbiBAaNUM Ha MX  CNOCOBHOCTL
nHrnbuposatb nNyTb VWNT/R-KaTeHNH B KNETOYHbIX NUHMAX PA-1, Caov-3, SW626, ES-2 u
SK-OV-3, ucnonbe3sys akcnpeccuio 6enka CypBuHMHa, XOPOLLO U3BECTHOrO L|eNeBoro reHa
nytm WNT/R-kaTeHWH, B KayecTBE CUUTbIBAHUS. DKCNPECCUIO CYpPBUHMHA HA OCHOBaHUU
KaXKaoOW U3 KNeTouHbIX NuHuK PA-1, Caov-3, SW6B26, ES-2 n SK-OV-3 aHanusnposanu,

MCnonb3ysi pasnuyHble aHTU-hPG rymaHnsupoBaHHble aHTuTena.
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Bo Bpemsa kaxgoro akcrniepumeHta 50000 KnMeTok BbICEBAKOT B 6-NMyHOYHbIE
NnaHWweTbl B Cpeae, coaepxallen deTanbHylo TeNsAYblo CbIBOPOTKY, U MHKYOUPYIOT B
TeyeHue 8 yacos. KneTku nogsepratoT UCTOLLEHUIO CbIBOPOTKN B TEYEHNE HOUMU, U Yepes
24 vyaca nocrne BbiCeBaHMs kneTkn obpabaTbiBaloT B 4YeTbipex napannesnbHbIX OnbiTax
Kaxgble 12 4acoB B Te4yeHWe 72 4acoB, NPW OTCYTCTBMM PeTanbHOW TeNsYben
CbIBOPOTKN, C nomoLwbo oT 1 Ao 20 MKr/MN ryMaHMsnMpoOBaHHbIX KOHTPOMbHbLIX aHTUTEN
(anTnuenoeseveckue FcG1, from BioXCell)(CT Hz) unu ¢ nomowbto ot 1 go 20 mkr/mn
aHTn-hPG Hz, rae Hz npeacraensier cobon C-koHuesoe aHTU-hPG rymaHusmposaHHoe

aHTuTeno unu N-koHuesoe aHTn-hPG rymaHusnposaHHoe aHTUTenNo.

B wacTtHocTn, nocne 72 yacoB o6paboTkm KNeTkM cobupaloT v BblAENSIOT obwmi
B6enok ¢ nomowpio Oycdepa RIPA. 3atem paBHOe konuyecTBo 6Oenka M3 KNEeTok,
obpabotaHHbix CT Hz wnu antn-hPG Hz, nogsepraioT BeCTEPH-ONOTTUHTY, UCNONb3YS
aHTWU-CYPBUBUH aHTUTENO (MOHOKIMOHanbHoe aHTuTeno, #2802 n3 Cell Signaling) n aHTu-
aKTMH aHTUTENO B KayecTBe KOHTPOMNs ANA HaHeCceHWUs (MOHOKMOHAarbHOE aHTUTENO,
#A4700 n3 SIGMA). KonnyecTBeHHYIO OLEHKY BbIMOMHAIOT C MOMOLUBIO XMMUYECKOW

cuctembl GBOX n3 Syngene.

ObpaboTtka ¢ nomowbo aHTU-hPG  rymaHu3npoBaHHOro aHTutena CHWXaeT
3KCMPECCMI0 CYPBMHMHA MO CpaBHEHMIO C 00paboTKOM C MOMOLLBK KOHTPONBHOro

aHTuTena. CTaTUCTMYECKY0 3Ha4YMMOCTb OMPEeAEnsIoT C NOMOLLbIO HEMAapHOrO KpUTEpPUS]

* *kk

CrtblogenTta: * coorsetcreyeT p<0,05, ** coorsetctByeT p<0,01, n

p<0,001.

COOTBETCTBYET
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<211> 80

<212> BeJok

<213> Homo sapiens

<220>

<221> Caur(yyacTok)

<222> (1)..(80)

<223> I[IpoTraCTpMH dYeJIOBeKa

<400> 1
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Ala Asp Pro Ser Lys Lys Gln Gly Pro Trp Leu Glu Glu Glu Glu Glu
50 55 60

Ala Tyr Gly Trp Met Asp Phe Gly Arg Arg Ser Ala Glu Asp Glu Asn

65 70 75 80
<210> 2
<211> 14

<212> BeJjok
<213> JVICKyCCTBEHHE

<220>
<223> Amino acids 1-14, N-terminal extremity of IporacTpuH uejOBEKa

<400> 2



Ser Trp Lys Pro Arg Ser Gln Gln Pro Asp Ala Pro Leu Gly

1

<210>
<211>
<212>
<213>

<220>
<223>

<400>

5 10
3
26
Bemnoxk
VICKyCCTBEHHBIM

Amino acids 55-80, C-terminal extremity of [IporacTpuH ueJOBEeKa

3

Gln Gly Pro Trp Leu Glu Glu Glu Glu Glu Ala Tyr Gly Trp Met Asp

1

5 10 15

Phe Gly Arg Arg Ser Ala Glu Asp Glu Asn

<210>
<211>
<212>
<213>

<220>
<223>

<400>

20 25

4

8

Besok
VICKyCCTBEHHEBIM

6B5B11C10 CDR-H1

4

Gly Tyr Ile Phe Thr Ser Tyr Trp

1

<210>
<211>
<212>
<213>

<220>
<223>

<400>

5
5
8
Besok
VICKyCCTBEHHBIM

6B5B11C10 CDR-H2

5

Phe Tyr Pro Gly Asn Ser Asp Ser

1

<210>
<211>
<212>
<213>

<220>
<223>

<400>

5
6
8
Besok
VICKyCCTBEHHBIM

6B5B11C10 CDR-H3

Thr Arg Arg Asp Ser Pro Gln Tyr

1

5



<210> 7

<211> 11

<212> BeJsok

<213> JICKyCCTBEHHEMN

<220>
<223> 6B5B11C10 CDR-L1

<400> 7

Gln Ser Ile Val His Ser Asn Gly Asn Thr Tyr

1 5 10
<210> 8
<211> 3

<212> BeJjok
<213> JICKyCCTBEHHEMN

<220>
<223> 6B5B11C10 CDR-L2

<400> 8

Lys Val Ser

1
<210> 9
<211> 9

<212> BeJjok
<213> JVICKYyCCTBEHHEM

<220>
<223> 6B5B11C10 CDR-L3

<400> 9
Phe Gln Gly Ser His Val Pro Phe Thr

1 5

<210> 10

<211> 7

<212> Besnok

<213> JVICcKyCCTBEHHHM

<220>
<223> 20D2C3G2 CDR-H1

<400> 10

Gly Tyr Thr Phe Ser Ser Trp

1 5
<210> 11
<211> 8

<212> BeJsok
<213> JCKYyCCTBEHHBM

<220>
<223> 20D2C3G2 CDR-H2



<400> 11

Phe Leu Pro Gly Ser Gly Ser Thr

1 5
<210> 12
<211> 11

<212> BeJsok
<213> JVICKYyCCTBEHHEIN

<220>
<223> 20D2C3G2 CDR-H3

<400> 12

Ala Thr Asp Gly Asn Tyr Asp Trp Phe Ala Tyr

1 5 10
<210> 13
<211> 11

<212> BeJjok
<213> JICKyCCTBEHHEMU

<220>
<223> 20D2C3G2 CDR-L1

<400> 13

Gln Ser Leu Val His Ser Ser Gly Val Thr Tyr

1 5 10
<210> 14
<211> 3

<212> BeJjok
<213> JVICKYyCCTBEHHEI

<220>
<223> 20D2C3G2 CDR-L2

<400> 14

Lys Val Ser

1
<210> 15
<211> 9

<212> BeJjok
<213> JVICKYyCCTBEHHE

<220>
<223> 20D2C3G2 CDR-L3

<400> 15
Ser Gln Ser Thr His Val Pro Pro Thr

1 5

<210> 16
<211> 8



<212> BeJjok
<213> JVICKyCCTBEHHEI

<220>
<223> 1E9D9B6 CDR-H1

<400> 16

Gly Tyr Thr Phe Thr Ser Tyr Tyr

1 5
<210> 17
<211> 8

<212> Besnok
<213> HCcKyCCTBEHHBM

<220>
<223> 1E9D9B6 CDR-H2

<400> 17

Ile Asn Pro Ser Asn Gly Gly Thr

1 5
<210> 18
<211> 10

<212> BeJok
<213> JVICcKyCCTBEHHEIN

<220>
<223> 1ESD9B6 CDR-H3

<400> 18

Thr Arg Gly Gly Tyr Tyr Pro Phe Asp Tyr

1 5 10
<210> 19
<211> 11

<212> BeJjok
<213> JVICKYyCCTBEHHE

<220>
<223> 1E9D9B6 CDR-L1

<400> 19

Gln Ser Leu Leu Asp Ser Asp Gly Lys Thr Tyr

1 5 10
<210> 20
<211> 3

<212> BeJjok
<213> JVICKYyCCTBEHHEI

<220>
<223> 1E9D9B6 CDR-L2

<400> 20



Leu Val Ser

1
<210> 21
<211> 9

<212> BeJjok
<213> JICKyCCTBEHHEN

<220>
<223> 1E9D9B6 CDR-L3

<400> 21

Trp Gln Gly Thr His Ser Pro Tyr Thr

1 5
<210> 22
<211> 9

<212> BeJok
<213> JVICKyCCTBEHHE

<220>
<223> 1B3B4Fl1l1 CDR-H1

<400> 22

Gly Tyr Ser Ile Thr Ser Asp Tyr Ala

1 5
<210> 23
<211> 7

<212> Bemnok
<213> JIcKyCCTBEHHHMN

<220>
<223> 1B3B4F11 CDR-H2

<400> 23

Ile Ser Phe Ser Gly Tyr Thr

1 5
<210> 24
<211> 14

<212> BeJyiok
<213> JICKyCCTBEHHBM

<220>
<223> 1B3B4F11 CDR-H3

<400> 24

Ala Arg Glu Val Asn Tyr Gly Asp Ser Tyr His Phe Asp Tyr

1 5 10
<210> 25
<211> 7

<212> BeJiok
<213> JCKyCCTBEHHBM



<220>
<223> 1B3B4F1l1 CDR-L1

<400> 25

Ser Gln His Arg Thr Tyr Thr

1 5
<210> 26
<211> 7

<212> BeJsok
<213> JICKyCCTBEHHEMN

<220>
<223> 1B3B4F11 CDR-L2

<400> 26

Val Lys Lys Asp Gly Ser His

1 5
<210> 27
<211> 13

<212> BeJjok
<213> JVICKYyCCTBEHHEI

<220>
<223> 1B3B4F11 CDR-L3

<400> 27

Gly Val Gly Asp Ala Ile Lys Gly Gln Ser Val Phe Val

1 5 10
<210> 28
<211> 8

<212> BeJjok
<213> JICKYyCCTBEHHEIM

<220>
<223> 1C10D3B9 CDR-H1

<400> 28

Gly Phe Thr Phe Thr Thr Tyr Ala

1 5
<210> 29
<211> 8

<212> Bejsok
<213> JICcKyCCTBEHHHM

<220>
<223> 1C10D3B9 CDR-H2

<400> 29

Ile Ser Ser Gly Gly Thr Tyr Thr
1 5



<210> 30

<211> 10

<212> Bemnok

<213> HCcKyCCTBEHHBM

<220>
<223> 1C10D3B9 CDR-H3

<400> 30

Ala Thr Gln Gly Asn Tyr Ser Leu Asp Phe

1 5 10
<210> 31
<211> 11

<212> BeJok
<213> JVICKYyCCTBEHHEIN

<220>
<223> 1C1l0D3B9 CDR-L1

<400> 31

Lys Ser Leu Arg His Thr Lys Gly Ile Thr Phe

1 5 10
<210> 32
<211> 3

<212> BeJjok
<213> JVICKYyCCTBEHHE

<220>
<223> 1C10D3BY9 CDR-L2

<400> 32

Gln Met Ser

1
<210> 33
<211> 9

<212> BeJjok
<213> JVICKyCCTBEHHEI

<220>
<223> 1C10D3B9 CDR-L3

<400> 33

Ala Gln Asn Leu Glu Leu Pro Leu Thr
1 5

<210> 34

<211> 8

<212> BeJjok

<213> JVICKYyCCTBEHHEIM

<220>



<223> 2C6C3C7 CDR-H1
<400> 34

Gly Phe Ile Phe Ser Ser Tyr Gly

1 5
<210> 35
<211> 8

<212> BeJok
<213> JVICKYyCCTBEHHEN

<220>
<223> 2C6C3C7 CDR-H2

<400> 35

Ile Asn Thr Phe Gly Asp Arg Thr

1 5
<210> 36
<211> 7

<212> Bemnok
<213> HNCcKyCCTBEHHBM

<220>
<223> 2C6C3C7 CDR-H3

<400> 36

Ala Arg Gly Thr Gly Thr Tyr

1 5
<210> 37
<211> 11

<212> BeJsok
<213> JVICKYyCCTBEHHEIN

<220>
<223> 2C6C3C7 CDR-L1

<400> 37

Gln Ser Leu Leu Asp Ser Asp Gly Lys Thr Tyr

1 5 10
<210> 38
<211> 3

<212> BeJiok
<213> JICKyCCTBEHHBM

<220>
<223> 2C6C3C7 CDR-L2

<400> 38

Leu Val Ser
1



<210>
<211>
<212>
<213>

<220>
<223>

<400>

39

9

Besok
VICKyCCTBEHHBIM

2C6C3C7 CDR-L3

39

Trp Gln Gly Thr His Phe Pro Gln Thr

1

<210>
<211>
<212>
<213>

<220>
<223>

<400>

5
40
10
Besok
VICKyCCTBEHHBIM

AmMmHOkMCIIOTE 71-80 nmporacTpuHa

40

Phe Gly Arg Arg Ser Ala Glu Asp Glu Asn

1

5 10
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®OPMYJIA U3OBPETEHUA

1. Cnocob in vitro [NarHoCTUKN paka ANYHUKOB Yy CyObekTa, BKMYatoLmm

craguu:

a) npuBeaEeHNe B KOHTaKT Buonormuyeckoro obpasua oT ykasaHHoro cybbekta ¢ no

MEHbLLEN Mepe OA4HOW NPOracTPMHCBSA3bIBAIOLLIEN MOIEKYMNON,

b) obHapyXeHNe CBSA3blBaHMS MPOracTPUHCBA3bLIBAOLWEA MOMEeKynbl C
nporacTpyHOM B YykasaHHOM ofpasue, rge CBs3blBaHME MNoKasaTenem Hanuums vy

cybbekTa paka SUYHUKOB.

2. Cnocob no n. 1, rae cragus b) oONONHUTENBHO BKMIOYAET onpeaeneHme
KOHLUEHTpauun NporacTpyHa, M r4e KOHUEHTpauus nporacTpuHa no MeHblen mepe 5
NMOMnb/N B yKasaHHOM Ouonornyeckom obpasue SBMSETCHA MokasaTenem Hanumuus y

cybbekTa paka SU4HMKOB.

3. Cnocob no n. 2, Takke BKMOYaLWMA CTagum:

c) onpegeneHns peepeHCHOM KOHLEHTpaUUM NporactTpmMHa B KOHTPOMbHOM
obpasue,

d) CpaBHEHMS1 KOHLEHTpauun nporacTpyMHa B YKasaHHOM ©OMONOrn4yeckom

obpasue ¢ pehepeHCHON KOHLEHTPaUnen nporactpuHa,

e) onpeaeneHns Ha OCHOBaHUW cCpaBHeHUs cTagmm d) Hannuus  paka
SANYHMKOB.
4, Cnoco6 no nwbomy 13 nn. 1-3, rae NporacTpUHCBA3bIBAKOLWAA Monekyna

npeacTaensieT cobon aHTUTENO UMW ero aHTUFEHCBA3bIBAIOLNI hparMeHT.

5. Cnoco6 no mobomy u3 nn. 14, rae aHTUTeNno wnu  €ro
aHTUreHCBA3bIBAOLWMN bparMeHT BbIOMPatOT 13 N-KOHLEBbLIX MOHOKITOHANbHbLIX aHTUTEN K

nporacTpuHy 1 C-KOHLEBbIX MOHOKMOHAamNbHbIX aHTUTEN K NPOracTpuHy.

6. Cnoco6 no nwobomy wm3 nn. 1-5, rae aHTMTENO, cCBA3bIBAKOLEeCa C
NPOracTpuHOM, NpeacTaBnseT co60M MOHOKMNOHaNbHOE aHTUTENO, BbiIOpaHHOE U3 rpynmbl,

COCTOSILLIEN U3:

. MOHOKITOHaNbHOro aHTUTENA, BKIIOYAIOLWEro TSXKENYHO Lenb, CoAepKaLLyto
MO MEHbLUEN MEpPEe OAWH, NPEANOYTUTENBHO, MO MEHbLUEN Mepe ABa, NPEANOYTUTENBHO,
Tpu u3 CDR-H1, CDR-H2 1 CDR-H3, nmetwowmx aMmMHOKUCIIOTHbIE NOCNEA0BaTENbHOCTH

SEQ ID NO 4, 5 n 6, COOTBETCTBEHHO, W NErKyI0 Lenb, cogepKallyto No MeHbLUen mepe
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OAVH, MPeanoyYTUTENbLHO, MO MEHbLUEN Mepe ABa, npeanodTutensHo, Tpn m3 CDR-LA1,
CDR-L2 n CDR-L3, nmetowmx ammHokucnoTHele nocnegosatensHoctn SEQ ID NO 7, 8 n

O, COOTBETCTBEHHO,

. MOHOKMOHAamNbHOr0 aHTUTENa, BKNIOYAOLEro TSXKENYIO Lenb, COAEPKaLLyHo
MO MEHbLUEN MEPEe OAWH, NPEANOYTUTENBHO, MO MEHbLLUEN Mepe ABa, NPeAnOYTUTENBHO,
Tpn n3 CDR-H1, CDR-H2 n CDR-H3, nmelowmx aMMHOKUCNOTHbIE NOCNeA0BaTeNbHOCTU
SEQ ID NO 10, 11 1 12, COOTBETCTBEHHO, U Erkylo Lenb, CoOAEpKaLlyto NO MeEHbLUEN
Mepe OAVH, NPEeANOYTUTENBHO, MO MEHbLUEN Mepe ABa, NpeanoyYTUTensHo, Tpu u3 CDR-
L1, CDR-L2 n CDR-L3, umeowmx ammHOKUCNOTHbIE nocnegosaTenbHocTn SEQ ID NO

13, 14 n 15, COOTBETCTBEHHO,

. MOHOKIMOHAmNbHOro aHTUTENa, BKNIOYAIOLEro TSXKENyo Lenb, COAEPXKaLlyto
MO MeHbLUEN Mepe OAWH, NPeanoYTUTENLHO, NO MEHbLUE Mepe ABa, NPeAnoYTUTENBHO,
Tpy n3 CDR-H1, CDR-H2 n CDR-H3, nmelowmnx aMMHOKUCNOTHbIE NOCNEA0BaTENbHOCTY
SEQ ID NO 16, 17 n 18, COOTBETCTBEHHO, U FErkylo Uenb, CoaepKallyto No MeHbLUEN
Mepe OAVH, NPEeANOYTUTENBHO, NO MEHbLUEN Mepe ABa, NpeanoYTuTensHo, Tpu us CDR-
L1, CDR-L2 n CDR-L3, nmewmx ammHOKUCNOTHbIE nocnegosartensHoct SEQ ID NO

19, 20 n 21, COOTBETCTBEHHO,

. MOHOKMOHAaNbHOrO aHTUTENa, BKNIOYAOLWEro TSXKENYIO Lenb, COAEPXKaLLyto
MO MEHbLUEN Mepe OAWH, NPeAnOYTUTENBHO, NO MEHbLUEA Mepe ABa, NPEANOYTUTENBHO,
Tpy n3 CDR-H1, CDR-H2 n CDR-H3, nmelowmx aMMHOKUCNOTHbIE NOCNeA0BaTeNbHOCTU
SEQ ID NO 22, 23 1 24, COOTBETCTBEHHO, U NErKy0 Lemnb, COAEPXALLYIO MO MEHbLUEN
Mepe OAVH, NPEeANOYTUTENBHO, NO MEHbLUEN Mepe ABa, NpeanoyYTuTensHo, Tpu u3 CDR-
L1, CDR-L2 n CDR-L3, umelowmx ammHOKUCNOTHbIE nocnegosaTensHocTn SEQ ID NO

25, 26 n 27, COOTBETCTBEHHO,

. MOHOKIMOHAmNbHOro aHTUTENa, BKNIOYAIOLEro TSXKENY0 LeNb, COAEPXKaLLYHO
MO MeHbLUEN Mepe OAWH, NPeanoYTUTENLHO, NO MEHbLUEH Mepe ABa, NPeAnOYTUTENBHO,
Tpy n3 CDR-H1, CDR-H2 n CDR-H3, nmelowmnx aMMHOKUCNOTHbIE NOCNeA0BaTENbHOCTY
SEQ ID NO 28, 29 1 30, COOTBETCTBEHHO, U FErkylo Lenb, CoAepKallyto NO MeHbLUEN
Mepe OAMH, NPEeANOYTUTENBHO, N0 MEHbLUEN Mepe ABa, NpeanoyvTuTensHo, Tpu us CDR-
L1, CDR-L2 n CDR-L3, umewmx ammHOKUCNOTHbIE nocneosaTenbsHocTn SEQ ID NO

31, 32 n 33, COOTBETCTBEHHO, U

. MOHOKITOHANbHOIO aHTUTENa, BKIHOYAIOLLEro TSHKENYH Lenb, COAEPXKaLLyo
MO MEHbLUEN MEpPe OAWH, NPEANOYTUTENBHO, NO MEHbLUEN Mepe ABa, NPEeANOYTUTENBHO,

Tpu u3 CDR-H1, CDR-H2 1 CDR-H3, nmetwowmx aMmMHOKUCIIOTHbIE NOCNEeA0BaTENbHOCTH
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SEQ ID NO 34, 35 1 36, COOTBETCTBEHHO, U NErkyo Uenb, cogepallyto no MeHbLUen
Mepe OAVH, NPEeANOYTUTENBHO, MO MEHbLLUEN Mepe ABa, NpeanovtutensHo, Tpu ns CDR-
L1, CDR-L2 n CDR-L3, nmeowmx ammHOKNCNOTHbIE nocnegosaTenbHocTn SEQ ID NO
37, 38 1 39, COOTBETCTBEHHO.

7. Cnoco6 no nobomy 13 nn. 1-6, rae Guonornyecku obpasel NPpUBOAST B
KOHTaKT C NEpPBON MONEKYNOWN, CBA3bIBAIOLLENCS C NEPBbIM Y4acTKOM MPOracTpuHa, n co

BTOPOW MONEKYMNOWN, CBA3LIBAIOLLENCS CO BTOPbIM YY4aCTKOM NpOoracTpuHa.

8. Cnoco6 no nobomy us nn. 1-7, rae Guonormnyeckmn obpasel BbibuparoT ns:

KPOBW, CbIBOPOTKMN W1 NNasmbl KPOBU.

9. Cnoco6 no nwbomy w3 nn. 1-8, rge ©Ouonormdeckmn obpasey
npeactaensieT cobon nnasmy KPOBWU, U A€ KOHUEHTpauus nporacTpuHa Mo MeEHbLUEN

Mepe 5 NMonb/N ABNSeTCA nokasarenem Hanuuns y cybbekta paka sSM4HUKOB.

10. Komnosuuma ans npuMeHeHust gna nNPoUNnakTUKM UMM NeYeHna paka
AWYHMKOB, A€ KOMMO3ULUS COAEPXKUT MNPOracTpUHCBA3bIBAKOLLEE aHTUTENO WU ero

aHTUreHCBA3bIBaOLMIA oparMeHT.

11. Komnosuuma ansa npumeHeHna no n. 10, roe nporacTpuHcBAsbiBaroLlee
aHTUTENO WNW €ero aHTUreHCBA3bIBALWMN PparMeHT BblOpaHbl U3 ryMaHU3MPOBAHHbIX
aHTUTEN, OAHOLENOYEYHbIX aHTUTEN, KamennanpoBaHHbIX aHTuTen, IgA1-antuten, IgA2-
aHtuten, IgD-antuten, IgE-aHtuTen, IgG1-antuten, |IgG2-antuten, 1gG3-antuten, 1gG4-

aHTuTen u IlgM-antuten.

12. Komnosumuma pna  npumeHedna no n. 10 wnm n. 11, rge
NPOracTPUHCBA3bIBAIOLLEE aHTUTENO UMK €ro aHTUrEeHCBA3bIBaOLWMUI oparMeHT BblOpaHbl

13 N-KOHLEBbIX aHTUTEN K NPOoracTpuHy U C-KOHLEBbIX aHTUTEN K NPOracTpuHy.

13. Komnosvums pgns  npumeHeHuss no nwbomy w3 nn. 10-12, rge
MpOracTpUHCBA3bIBaKOWAA MOMeKyna wWnM €€  aHTUreHCBA3bIBaWmn  parmeHT

NpeacTaBnsoT cobon HEUTPaNU3yloLLee aHTUTEnNo.

14. Komnosvums ans  npumeHeHuss no nwbdomy w3 nn. 10-13, rge
NporacTpUHCBA3bIBaOLAa Monekyna npeacrasnset cobon rymaHn3npoBaHHOE aHTUTENO,

BbIOpaHHOE 13!

e aHTUTENa, BKMIOYAKOLEro TSXKEMYID Lenb, COAEPXKAaLlyld MO MEHbLUEN Mepe
OAVH, MPEeANOYTUTENBHO, NO MEHbLUEN MeEpe ABa, NpeanodtTutensHo, Tpu ns CDR-H1,
CDR-H2 n CDR-H3, umetowmx ammHokucnoTHele nocnegosartensHoctn SEQ ID NO 4, 5

M 6, COOTBETCTBEHHO, W NEerkyio Lenb, CoAepXaliyld NO MeHbLUEA Mepe OAMWH,
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NpPeanoYTUTENBHO, NO MEHbLLEN Mepe ABa, npeanoututensHo, Tpyn ns CDR-L1, CDR-L2 u
CDR-L3, umewowmx amMmmHOKMUCNOTHble nocnegosatencHoctn SEQ ID NO 7, 8 n 9,

COOTBETCTBEHHO,

e aHTWTENna, BKMIOYAIOLEro TSXKENy Lenb, COAepKallylo MO MEHbLUen Mepe
OAVH, NPEeAnoOYTUTENbHO, NO MeHbLUeNn Mepe ABa, npeanodtTutensHo, Tpyu ns CDR-H1,
CDR-H2 n CDR-H3, nmetownx ammHOKACNOTHbIE nocneaosatensHocTn SEQ ID NO 10,
11 n 12, COOTBETCTBEHHO, W NErkylo Uenb, COAEpKallytd MO MEHbLUEen Mepe OA4WH,
NpPeanoYTUTENBHO, NO MEHbLLUEN Mepe ABa, npeanoytutensHo, Tpu 3 CDR-L1, CDR-L2 u
CDR-L3, nmetowmnx amuHOKUCNOTHbIE nocnegosatensHoct SEQ ID NO 13, 14 n 15,

COOTBETCTBEHHO,

e aHTWUTENna, BKMIOYAIOLEro TSHKENYI Lenb, COAEpKallyld MO MEHbLUEN Mepe
OAVH, MPEeANOYTUTENBHO, NO MEHbLUEN MeEpe ABa, NpeanodtTutensHo, Tpu ns CDR-H1,
CDR-H2 n CDR-H3, nmeowmnx ammHOKACNOTHLIE nocneposatensHocTn SEQ ID NO 16,
17 n 18, COOTBETCTBEHHO, W MErKyl0 Uenb, COAEPXALLy MO MEHbLUEN Mepe O4WH,
NPeanoYTUTENBHO, MO MEHbLUEN Mepe ABa, npeanoututensHo, Tpyn n3 CDR-L1, CDR-L2 u
CDR-L3, nmetowmnx amuHOKUCIIOTHbIE nocnegosaTtensHoctn SEQ ID NO 19, 20 un 21,

COOTBETCTBEHHO,

e aHTWTENa, BKMIOYAIOLWEro TSHKENYK Lenb, COAEpKallyld MO MEHbLUEN Mepe
OAVH, NPeAnOYTUTENBHO, NO MEHbLUEN Mepe ABa, nNpeanodtTutensHo, Tpu ns CDR-HA1,
CDR-H2 n CDR-H3, nmetowmx ammHOKNCNOTHbIE nocnegosatensHocTn SEQ ID NO 22,
23 n 24, COOTBETCTBEHHO, W MErkyl Lenb, Coaepaljyld Nno MEHbLUEN Mepe OfWH,
NpPeanoYTUTENBHO, NO MEHbLLUEN Mepe ABa, npeanoytutensHo, Tpyn n3 CDR-L1, CDR-L2 u
CDR-L3, nmetowmnx amuHOKUCIIOTHbIE nocnegosatensHocT SEQ ID NO 25, 26 n 27,

COOTBETCTBEHHO,

e aHTWUTENna, BKMIOYAMOLEro TSKENYI Lenb, COAepKallyld MO MEHbLUEn Mepe
OAVH, NPEeANOYTUTENBHO, NO MEHbLUEN Mepe ABa, npeanodtTutensHo, Tpu ns CDR-H1,
CDR-H2 n CDR-H3, nmetowmnx ammHOKACNOTHLIE nocnegosatensHocTn SEQ ID NO 28,
29 n 30, COOTBETCTBEHHO, W MErkyl LUenb, COAEPXALLUYH MO MEHbLUEN Mepe OAWH,
NPeanoYTUTENBHO, MO MEHbLUEN Mepe ABa, npeanoututensHo, Tpyn n3a CDR-L1, CDR-L2 u
CDR-L3, nmetownx amuHOKUCIOTHbIE nocnegosatensHoctn SEQ ID NO 31, 32 un 33,

COOTBETCTBEHHO, U

e aHTUTENa, BKMIOYAKOLEro TSHKEMYID Lenb, COAEPXKAaLlyld MO MEHbLUEN Mepe
OAVH, MPEeAnOYTUTENBHO, NO MEHbLUEN MeEpe ABa, nNpeanodtTutensHo, Tpu ns CDR-HA1,

CDR-H2 n CDR-H3, nmetowmx ammHokNCNOTHbIE nocnegosatensHocTn SEQ ID NO 34,



35 n 36, COOTBETCTBEHHO, N NErkyw LUenb, CoaepKallytd MO MEHbLUEN Mepe OAVH,
NpPeanoYTUTENBHO, NO MEHbLLEN Mepe ABa, npeanoututensHo, Tpu ns CDR-L1, CDR-L2 u
CDR-L3, nmetowmnx amumHOKUCNOTHbIE nocnegosatensHoctn SEQ ID NO 37, 38 n 39,

COOTBETCTBEHHO.

15. MpumeHeHune nporacTpUHCBA3bIBAKOLLEro aHTuTena nnm ero
aHTUreHcBsa3bIBatoLWero gpparmeHTa no nodomy uas nn. 10-14 gna in vitro anarHoCTUKM

paka ANn4HUKOB.
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