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CIIOCOBBl ¥ KOMIIOBULIMM IJIsI JIEUEHMSI BOCIAJIMTEJILHEIX PACCTPOMCTB
XEJIYIOUHO-KMIIEYHOT'O TPAKTA

Ccrulka Ha POIOCTBEHHEE BasBKU

[Io HacTOsAMmMeM 3BasBKe UCIpalMBaeTCd IIPUOPUTET B COOTBETCTBUU
C BPEMeHHOM 3asgBKOM Ha BHIOauy aTeHTa CHIA NN 62/502480, momaHHOM
5 mag 2017 rToma, m 62/572337, mnomauHo¥ 13 oxkTabps 2017 roma,
PACKPHTHUA KaxIoT'0 M3 KOTOPHX I[IOJIHOCTLIO BRJIOUEHH B HacTodlIee
ONMCcaHue IOCPeICTBOM CCBIJIKM.

[lpencTaBeHMe CIOUCKA IIOCJIeNOBATEJILHOCTEN B TEKCTOBOM obanie
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ComepxaHre CJenyKnmero TexkcTOBOTO (Qalyga ASCII TIOJIHOCTBLIO
BKJIOUEHO B HaCToAllee ONMCaHMe INOCPEeNCTBOM CCHUIKM: MallMHOUMTaeMasd
bopma (CRF) CIIMCcKa mocjiefoBaTeJIbHOCTEN (M5 banna:
701712000640SEQLIST.TXT, @nmara permucrpauumn: 3 wMas 2018 r1ona,
pa3mep: 115 KB).

O6JacTh TEXHMKM, K KOTOPOM OTHOCUTCH H300peTeHME

Hacrosmee PaCKpPHTHE OTHOCUTCH K criocobam JieueHud
BOCHAJUTEJILHEX PacCTPOMCTB XeJIyOOUHO—KUIIeUHOTO TpaKTa, HalpuMep,
BOCIAJUTEJIEHOTO 3abojileBaHud KulledHMKa (IBD) MM 503MHOOUIIBEHOT'O
PacCcTpOoMCTBa XKeJYOOUHO-KUIIEeUYHOTOo TpakTa (EGID), OyTeM BBeIOeHUHA
aHTUTEeJ, KOTOPHE CBA3HBAKTCA C Siglec-8 ueJIOBEKa, n/Uim
KOMITO3UIINY, COIOepXallMx yKa3aHHHEe aHTHUTeJIa.

YPOBEHEL TEeXHUKU

PaccTpoMCTBa XeJYyIOOUHO-KMIIEeUHOTO TpakTa IOIPpeacTaBJsalnT cobou
OueHb TIPOBJIeMHHI UM PpasHooOpa3HuM Habop 3adojeBaHMM. Hampumep,
IBD, KOTOpoOe BKJIOUAET pas3jiMuHble GOPMH KOJUTA (HaIpuMep, S3BEHHBIM
KOJIUT) u BoJIesHb Kpona, B PasBUTHX CTpaHax rnopaxaer
npubiam3uregbHo 1 w3 200 4yeJioBeK, BEIBEIBASA UBHYPUTEJILHHE U
IOXM3HeHHEe CcUMMITOMH (Cleynen, I. et al. (2016) Lancet 387: 156-
167). Tomvko B CHIA ¢uHaHCOBOe OpeMsa oT IBD oueHuBaeTcHd 0OOJiee UeM
B 2,2 wMAOUIMapIa JoJulapoB. EGID Takxe OpelCTaBJIAKRT HECKOJBKO
Pa3JIMUHEIX PacCTPOMCTB, KOTOPHE CBA3aHH C M3HYPUTEJLHHEMU M YacTo
pasJINdHEMA KeJIYyIOUHO—KUIIe UHEIMU CUMIITOMAaMM . Hampumep,
203VHOOUIIL HEIM 3300armuT (209) cumMTaeTcd omHOM ns HauboJiee
PacIpoCTpaHeHHHX [OIpUUMH IOpobjeM ¢ OMTaHueM y »OeTen, U, IO
olleHKaM, OH 3aTparuBaeT 0,4% Bcex @OeTel U B3POCJEX B 3allalHBEX
crpaHax (Furuta, GT wm Katzka, DA (2015) N Engl. J. Med. 373:
1640-1648) .

HquMHH BOCIIaJIEHMA, KOTOPHE InpmBooOAaAT K ITIaTOJIOTUMAM



XKeJIYDOUHO—KUIIeUHOTO TpaKTa BCe elle U3yuawnTcd. 3aTparuMeaeMue
baKTOPEL BKJIOUAKT oucoaJjialHc MeXnoy KJIe TKaMM1 Thl/Thl7 "
PeTryJIATOPHEMA T-xJeTKaMM1, pa3peryarpOBaHHEMN OTBET CIIV3UCTON
OBOOJIOUKM Ha KOMMEHCAJIbHYK KUIIeUHY GJIOPpY, aTulnuyHble Th2-0TBEeTH U
ToMy IIOIOOHOe. Torma Kak HEeKOTOphe TUIE OMCOYHKUUM SO3MHOOUIIOB U
TYUHBIX KJIETOK CBS3aHH c KeJIY DOUHO— KUl e UHBEIMM CUMIITOMaMM1
(Kiwamoto, T. et al. (2012) Pharmacol. Ther. 135:327-336; Sokol,
H. et al. (2013) J. Allergy Clin. Immunol. 132:866-873), yuacTue
TYUHHEIX KJIETOK B IBD OBUJIO TIPEOIIOJIOXEHO, HO M3YUeHO HeOOCTaTOUHO.
IokazaTesIbCTBa JieueHus IBD y Jmomed C MCHOJIL30BaHMEM MONYJISTOPOB
OYHKLIMM TYUHHEX KJIETOK OTCYTCTBYIT (Boeckxstaens, G. (2015) Curr.
Opin. Pharmacol. 25:45-49).

CoxpaHsgeTcd HNOTPeB®HOCTH B HOBHX TepaleBTHUUYECKUX I[IOIOXOoOax,
KOTOpPHE HallpaBJIeHE Ha BOCIajleHMe, Jexallee B OCHOBe 3aboJjieBaHUM
KeJIYOOUHO—KUIIEUHOT'O TpakKTa, Takmux kKak IBD m EGID.

Bce CCHUIKM, LIUTHPYEMBE B HaCTOAMEM OINMCAaHMM, BKJKUYAS 3adBKU
Ha TIaTeHTH, I[IaTeHTHHEe NyOJUKalUM M Hay4dHYIRD JUTEepaTypy, I[IOJHOCTHI
BKJIOUEHEl B HaCTOdllee OIMCaHMe IIOCPelNCTBOM CCHUIKM, KakK, eciu OH
Kaxnoas oTheJibHad CCHUIKa OBJla ChHelrallbHO UM MHIOMBUIOYAJILHO YKasaHa
Kak BKJIOUEHHas B KadeCTBe CCHUJIKU.

CyIHOCTE MB0OpeTeHUsI

IO YyIOOBJIETBOPEHMSA BTOM UM IOPpyTMX IIOTPpeOHOCTeM HacTodllee
PacKpeTHEe OTHOCUTCH, B YaCTHOCTH, K croocoBaMm JIeueHUA WU
IPOoOUIIaK TUKHU BOCIAJIMTEJIbHEIX pPaccTpoOMCTE KEeJIYDOUHO—KUIIEUHOT'O
TpakKTa, HallpMMep, BOCIalIMTeJIbHOTC 3abojieBaHMA KumedHMkKa (IBD)
W B03UHOQUIIEHOTO paccTpoicTBa KEeJIYDOUHO—KUIIEeUHOT'O TpakTa
(EGID; BKJIIOUA A D03UHOQMIIL HEI n300armT (EOE) , S0 3UHODUIIL HEI
TacTpuT (EG), 5203MHOOMILHHEN TacTpoaHTepuT (EGE) ¥ D03UMHOOMIILHHM
KOJIUT (EC)) . Hacrodmee PacCKpEITHE YaCTHUUHO OCHOBAHO Ha
HeOXUIaHHOM OTKPHTHUM, UYTO Tepanusa aHTHUTeldaMr K Siglec—8 cHmxaeT
BOCIIaJIEHME, UMMYHHYID MWHQUIBTPpALUMI ¥ CBA3aHHYH C 3aboJleBaHUEM
IaToJIOTHK BO MHOI'MX MBIIMHEIX MOIEJIAX XKeJyOOWHO—KMIedHOoTo (GI)
BOCIIaJIEHUS, JIeXallMX B OCHOBE BTUX pPacCTpPONCTEB.

COOTBETCTEBEHHO, HEeKOTOpPEHE ACIIEKTEl HacCTOAlle'0  PaCKPHTHUA
OTHOCATCA K crIocofaM JiedeHUd WM HOPpOoOMIIaKTUKM BOCIIAJIUMTEeJIbHEX
PACCTPOMCTB XeJyIOUHO-KUIEUHOTO TpaKTa Yy MHIMBUIYyMa, BKJIIOUAKIMM
BBelleHMe MVHIMBUIOYYMY 500eKTHMBHOI'O KOJIMUeCTBa aHTUTeJla, KOoTopoe
CBABEBaeTca C Siglec—-8 uejloBeka.

IpyrrMe acCHIeKTH HacCTOAWMeI'0 PacCKPHTUA OTHOCATCA K CcIocobaM

JiedueHMAd WJIN HpOCbMJ’IaKTMKVI BOCIIaJIMTEJIb HEIX paCCTpOﬁCTB KeIJIYOOUHO—



KMIIEUHOTO TpaKTa Y MHIMBUIAYYMa, BKIOUAKIMM BBeleHMe MHIUBUIYYMY
50PEeKTUBHOTO KOJMUECTBa KOMIIO3MUIMM, CcoIepXalel aHTUTeJIO, KOoTopoe
CcBA3EBaeTca ¢ Siglec—8 uejloBeka.

B HeKOTOpPEX BapMaHTax OCYIUEeCTBJIEHUA Y MHIMBUIOYYMa MMeeTCd
IBD. B HeKOTOPHX BapMaHTax OCYIEeCTBJIeHMA Y MUHIOIMBUIOYYMa UMeeTCH
SI3BEHHEMN KOJIUT, KOJIJIaT'€HO 3HBIM KOJINUT, JIVMOOLIN T AP HEM KOJIUT,
BoJiesHs KpoHa WM HekJaccubduimporaHHoe IBD ToJsicToM kumky (IBD—
U). B HeKOTOPHX BapMaHTaxX OCYMeCTRBJIEHUS Y MHIUMBUIyYMa MMEeTCH
SI3BEHHEIM KOJIMT OT YMEPEeHHOTO OO TIKeJOTO. B HEeKOTOPHX BapMaHTax
OCYIIECTRBJIEHMA Y MHIOMBHMIOYYMa MMeEeTCHd paclpocTpaHeHMe 3abojieBaHudg
TOJICTOM KUIMKU MeXOy OPpUOJIU3UTEJILHO 5 cM u Opubiams3uresbHo 40 cM.
B HEeKOTOPHX BapMaHTax OCYMeCTBJIEHUS Y UHIMBMIYYMa MMeeTCSd OCTPHIM
SI3BEeHHHMN KOJIUT . B HEKOTOPEIX BapuUaHTax OCYIIEeCTBJIEHUSA N
VHIVBUOYYMa UMeeTcsa 0o0JesHb KpoHa M[DOIOB3IOMHOM KMIIKMK, OO0OJIe3Hb
KpoHna ToJicTOM KUIIKM WM ©OoJie3Hb KpoHa TOJICTOM M TOHKOM KUIIKM. B
HEKOTOPHEX BapMaHTax OCYIeCTBJIeHUa Iepen BBeJleHUEM aHTUTela
VHIVBUOYYM He IoJIyuaJl Tepaluio IepBOo¥V JMHUM IJIS SA3BEeHHOTO KOJIUTAa
uinm  ooJjyiesHu  KpoHa. B HeKOTOpPHX BapMaHTax OCYmMeCTBJIeHUId VY
VHIVBUOYYMa ¥VMeeTCs IIOBHIeHHOe BOCIajleHMe IIO0 MeHbIleM Mepe B
YacTM XeJIYOOUHO—KMIIEUHOT'O TpakKTa I[I0 CPaBHEHMI C MHIOIMBUIYYMOM O0e3
IBD mamM 5STaJIOHHBEM 3HaueHMeM. B HEeKOTOPHIX BapMaHTax OCYIeCTBJIEHUSA
Y MHIMBUIOYYMa MMEeTCHd IIOBHIIEHHOE KOJIMUECTBO  TYUHHX KJIETOK,
HeNTPpOoOMJIOB, SO3MHOOMIIOB U/WIM JMMPOLUMTOB IIO MeEHbIlel Mepe B
YacTM XeJIYOOUHO—KUIIEUHOT'O TpaKTa I[I0 CPaBHEHMI C MHIOIMBUIYYMOM O0es
IBD wmiaM STaJIOHHBM 3HaueHMeM. B HEeKOTOPHIX BapMaHTax OCYIeCTBJIEHUA
OUonCcus M3 TOJICTOM KMIIKM MHIMBUIyYMa IIOKa3HBaeT IIOBHIIEHHYIO
[IPOHUILIAEMOCTD CAMU3UCTOM  OBOOJIOUKM  IIO CpaBHeHUID C OuoIICHUel,
[IOJIYUEHHOM M3 TOJICTOM KUIKM MHOIVMBUOYyMa ©0e3 IBD, WIM 5STaJIOHHBM
3HaueHreM. B HeKOTOPHX BapMaHTax OCYIeCTBJIeHMS B obOpa3lie MOUM,
MNOJIYUEHHOM Y WMHIMBUIOYYMa, UWMEKTCH IIOBHIIEHHEE YPOBHM OINHOTO WU
Bojiee m3: N-MeTUJIIMCTaMMUHAa, JEeMKOTPMEeHOB U IIPOCTaIlJIaHOIMHOB IIO
CPpaBHeHMVIK C 00pa3loM MOUM, I[IOJIYUEeHHEM Y MHIOIMBUIOyYMa ©O0es IBD, wuiu
STAJIOHHEIM 3HaueHVeM. B HeKOTOPHX BapuUaHTax OCYIeCTBJIeHUS B
obpasllie KpPOBM, IOJNYUEHHOM Y UVHIMBUOYYMAa, WMEITCSA [IOBHIIEHHEE
YPOBHU OIHOTO wmiam 6Oojiee m3: 1L-6, IL-8, TNFx, VEGF, PDGF m MCP-1
IO CpaBHeHMI C 0o0pa3LoM KPOBM, [NOJYUYEeHHEM Yy MHIMBUIOYYMa ©Oes IBD,
WMJIM DSTAaJIOHHEIM 3HaUueHMeM. B HEeKOTOPHX BapMaHTax OCYIeCTBJIEHUA
OIoVH NI BoJiee CUMIITOM (CMMIITOMOB) N MHIOIVBUIOYYMAa C IBD
YMEeHbBIIaloTCd I[IO0 CpaBHEeHUI ¢ 0a30BEM YPOBHEeM Iepel BBeOeHUeM

KOMIIOSMIIMNM WJIM aHTUuTeEeJla. B HEeKOTOPHX BapPMaHTaXx OoCymeCTBIJIEHNA



oOoHO WM ©OoJlee M3 IIOHOCAa, B3OYTMA XMBOTa, TOWMHOTH, OOJM B
XMBOTE, KPOBM B CTyJle, UYaCTOTH XMUIKOI'O CTyJla, abcleccoB OpPKIHON
IIOJIOCTM WJIM Tasa, CBUIEM, I[IOTepM Beca, YCTaJloCTH, JMXOpalKH,
HOUHOM IMNOTJIMBOCTM U 3BaIepXKM PpoCTa Y MUHOMBUIYyyMa YMeHBIAKTCH IO
CpaBHeHMIO C 0a30BEM YPOBHEM Ilepel BBeIeHMEeM KOMIO3MLUM WJIU
aHTuTeJa.

B HeKOTOPEX BapMaHTax OCYIeCTBJIEHMA KOMIIO3MLMI MM aHTUTEJIO
BBOIOAT B KOMOMHaLUN C OIOHUM ZNJR%S BoJiee OOIIOJIHU T eJIb HEIM
TepalleBTUUeCKUM CpeIncTBOM (cpencrBaMm) oJisa JleueHud WJIN
npodminakTuky IBD. B HEeKOTOPHEX BapMaHTax OCYIMEeCTBJIEHMI ONHO WM
BoJiee IOONIOJHUTEJIBHOE TepalleBTUUeCKOoe CPpelcTBO (CcpelcTBa) IJA

JleueHMsa WM OpoduilakTuky 1IBD BuHOMpanT M3 ITPYINOH, COCTOAMEN U3

cyJbdacaljiasuHa, a3aTUOIIPUHE, MepKalToIIypHrHa, LIMKJIOCIIOPUHA,
KOPTUKOCTEpOUna, MHOIMKCHUMaba, agajimMmyMaba, sTposm3yMada,
roJimMyMaba, MeTOoTpeKcaTa, HaTaJlmuzymMmaba, BenoJsmmm3yMaba,

ycTeknHyMaba, LepToJu3yMad I[OIsToJla M aHTHOMOTHMKAa. B HEKOTOPHX
BaprMaHTax OCYIeCTBJIEHUA IIepel BBeIeHMeM aHTUTeJla MHIMBUIOYYMAa
IOOBEepPTranT XVPYPIMUECKOMY BMEMATEeJILCTBY IJIA JeueHmsa IBD.

B HeKOTOPEIX BapPMaHTaX OCYHmMEeCTBIJIECHNMA Y HVMHIMBMIYYyMa IVMeeTCHA

S03UHOOMIILHOE PacCCTPOMCTBO XeJIyIOUHO-KMIeuHoTo TpakTa (EGID). B
HEKOTOPEIX BapMaHTax OCVYIIEeCTBJIEHN A N4 VHOMBUOYYMA UMeeTCHd
503MHOOMITE HEIL s300armUT (ECE) . B HEeKOTOPHX BapMaHTax

OCYMECTBJIEHUS Yy MHIUBUIYyyMa MUMeeTCsd SO3UHOOMILHEM TacTpuT (EG).
B HeKOTOpPHX BapMaHTax OCYWEeCTBJIeHUA Y MHIOIMBUIYYMa MMeeTCd
50 3UHOOGMIIL HEI TaCTPOBHTEPUT (EGE) . B HEeKOTOPEHIX BapMmaHTax
OCVYIIECTBJIEHMS VY MHIMBUIYYMa MuMewnTca EGE m  EG. B HeKOTOPHX
BapMaHTax OCYMeCTRBJEHUS Yy MVHIUMBMIAYYMa MMeeTCs SO3UHODUIILHHMT
komT (EC). B HeKOTOpPHX EBapMaHTax OCYWEeCTRJIeHUS Y MWHIMBUIYYyMa
MMeeTCs TIOBHIMEHHAasa D03MHOOUIIBHaA MHOMUILTpalLMa IO MEeHBIIeM Mepe B
YacTHM XeJYOOUHO—KUIIEUHOTO TpaKTa II0 CPaBHEHMIO C MHIOIMBUIYYMOM Oes
EGID W 2 TaJIOHHEM 3HaUeHMEM. B HEeKOTOPHX BapMaHTax
ocymecTBJIeHUS oO0pasell, OJYYUeHHHN U3 XeJyNOUHO-KUIIEeUHOTO TpakKTa
MHOIVBUOYYMa, WMeeT 15 wmimu 0OoJiee DO3MHOQUIIOBE B IIOJIe 3pPeHUud IIpU
fosipmioM  yBeJiMmdeHur (HPE). B HeKOTOPHX BapMaHTax OCYIeCTBJIeHUA
obpasel], TOJyUYeHHHM M3 XKeJYyIOUHO—KUIEeUHOTO TpakKTa MWHIMBUIYYMA,
nMeeT B cpemHeM 15 wmnm ©OoJiee HO3UMHOOMIIOB B IIOJIe 3pPeHusa I[Ipu
foJibmoM yBeJMueHumM (HPF) B IOByxX wmiau ©OoJjiee HPF. B HeKOTOPEHX
BapMaHTax OCyleCTBJIEeHU A oBpasel, IOJIYYEeHHEN "3 KeJIYODOUHO—
KMIIEeYHOT O TpakTa MHINBUOYYMA, uMeeT IIMKOBOE KOJIMYEeCTBO

503UHOGMIIOB 50 MM 0OoJjiee DO3MHOOUIIOB B IIOJIe 3peHUA IpKu OOJIBIIOM



yBeqnuyeHnu (HPF) B 1nByx wmiam ©Oojiee HPF. B HeKOTOpPHX BapMaHTax
ocymecTBJIeHMS B oOpaslle IepudepuueckKol KpOBWU, [IOJIYUEHHOM VY
MHOVMBUOYYMA, umenTcsa 200 wmiam  ©OoJilee 203MHOQMJIIOB Ha MKJI. B
HEKOTOPHIX BapMaHTax OCYIWIEeCTRBJIEHU A OOVH  WJIU DoJiee CHUMIITOM
(CcMIITOMOB) Yy MHOIMBUAYyMa C EGID yMeHBMAKTCSA IO CpPaBHEHMI C

0a30BEM YPOBHEM IIepel BBeleHUeM aHTUTeJla. B HEeKOTOPHX BapMaHTax

OCYIIECTBJIEHMA OIOHO WM OBoJjiee M3 O60JM B XUBOTE, oucharmu,
SaTPYIOIHEHHOTI'O IIPOXOXIOEeHMA Iy , PBOTEI, n3xorm, TOIIHOTEI,
OTCYTCTBUA HpM@aBKM B BeCe, Hpo@ﬂeM C InIMTaHneM, IOCcIlrielicmm,
I1oTEepn BeCa, ITIOHOCa, XeﬂynquO—Kmmequﬁ HellpOXoorMMOCTH ,

XKEeJIYODOUHO—KMIIEUHOTO KPOBOTEUeHUI, acluuTa, Majlbadcopbuuu, aHeMUM,
SHTepoHnaTuM C TIoTepen  OeJka, YTOJMEeHMS  TOJICTOM  KUIMKM U
HEOPOXOOMMOCTHM  TOJICTOM  KMIIKM Yy MHIMBMOYyyMa  YMEHLIIATCS IO
cpaBHeHuU Cc 0as30BHM YPOBHEeM IIleped BBeIeHMEeM aHTUTeJa. B
HEKOTOPHX BapraHTax OCYIEeCTBJIEHMS DO3UHOGMIMUS IepUudepmudecKOoM
KPOBU Y MHIOMBMIYYMa yMeHBIIaeTCd IO CpaBHeHUI C O0a30BHM YPOBHEM
nepen BBeOeHMEM KOMIOSUIMM WM aHTHUTesa (HadpuMmep, aHTuUTesa K
Siglec—-8, B KOTOPOM IIO MeEHBIIEM Mepe OIHa WJIM »OBE TSIKeJEEe el
aHTUTEeJa He QOYKOSUMJIIMPOBAHH, KaK OIMCAHO B HACTOSMEM OIMCAHWMA) .

B HEKOTOPHX BapMaHTax OCYmMeCTBJIEHUS JIOOTO U3 MIPMBEIeHHBX

BHIIE BapMaHTOB OCYIECTBJIeHMA obOpasel 0OepyT M3 OMONCHUM XeJyoka. B

HEeKOTOPHIX BapMaHTax OCymeCTBIIeHN A Y UHIOVNBUIYYMa UMeeTCs
503UHOGUIN A neprbepmuecron KPOBU. B HEKOTOPHIX BapuaHTax
ocymecTBJIeHUs obpasell (Hamopumep, "3 OMONCUM XeJIyIKa), I1OJIYyUeHHEB

U3 XKeJIYOOUHO—-KMIIEUHOT'O TpakKTa MHIMBUIYYMa, MMeeT IO MeHbIeM Mepe
NAThL WU3MepeHUM B I0oJie 3peHud Ipu OoJbiloM yeBeandenunu (HPF), B
KaXIOM M3 KOTOPEX MMEeTCs KOJUUYECTBO DO3MHOQMIIOB, paBHOe 30 wmiu
BoJjiee D03UMHOOMIIOB Ha HPFEF. B HeKOTOPHX BapMaHTax OCYIEeCTBJIEHUI B
KaXgoM M3 IO MeHbIeMr Mepe OaTM  00pas3loB, [IOJIYYEHHEIX U3
KeJIYOOUHO—KUIIEUHOT'O TpakTa MHOVMBUOYYMA, VMeeTCH KOJIMYECTBO
503UHOOMIIOB, paBHOe 30 wmiam 0OoJiee DO3MHOOUIIOB B IIOJIe 3pPEeHUsa IIpU
fosipmioM yBeJindeHUM (HPF). B HeKOTOpPHX BapMaHTaxX OCYWeCTBJIEHUS IO
MeHBIIe Mepe INATh 00pa3loB OepyT M3 OMOICHUM XeJlydKa. B HeKOTOPHX
BapMaHTax OCyleCTBJIEHU A B oBpasle nepubepnyuecKoOn KpoBH,
[IOJIYYEHHOM Y MHIOMBUAOYYMa, B5Bkclpeccuda CCL2 ypeJMueHa II0 CPaBHEeHU
C DTaJIOHHEIM 3HaueHMeM. B HeKOTOPHX BapMaHTax OCYIMEeCTBJIEHUA
KOJIMYECTBO HSO3MHOQMIIOB B I[IOJI€é 3peHMA IIpu OOJIBLIIOM YBEJIMYEeHUM
(HPF) B obpasue, IIOJIYUEHHOM U3 KeJIYOOUHO—KUIIEUHOT'O TpakTa
MHOMBUOYYMa, YMEHbIIAeTCAd I[I0 CPaBHEeHMI ¢ Oa30BEM YPOBHEM IIepel

BBEeIEHMEM KOMITIO 3LV . B HEeKOTOPRIX BapMMaHTax OoOCymeCTBIJIECHNA



oBpaszel, OepyT U3 OMoIICUM  XKeJIyIOKa. B HeKOTOpPHX BapMaHTax
OCYIIECTRBJIEHNA Y MHIOVMBMIYYMa MMEEeTCS IIOBBIIEHHOE KOJIMUYECTBO TYUHEIX
KJIETOK, HeUTPpOoOMJIOB, SO3MHOOMUIIOB U/MiIM JUMOOLMTOB I[IO MeHbIIeN’
Mepe B  UYacCTM  XeJYOOUHO—KMUIIEUHOT'O TpakKTa 1o CpaBHeHUI C
MHIVBUOyyMoM 6es EGID.

Opyrre acleKTH HaCToAlleI'0 PaCKPHTHA OTHOCATCHA K crocobaM
JleUeHMs WM HOpOodUIIaKTUKM SO3UHOOMILHOTO pPAaCCTPOMCTBAa XeJIyOOUHO-—
KMIIeUHOTO TpakTa (EGID) y MHIMBUIYYMa, BKJIOUAKIMM: (a) KM3MepeHNe
sKcnpeccun CCL2 B of6pa3zle Hepudepryuyeckor KpPOBU, TIIOJYUYeHHOM Y
MHOuMBUAOYyMa; " (b) BBemeHMe MHIMBHIAYYMY 320QeKTMBHOTO KOJMUECTBA
KOMIIOBUILIMM, COIepXalel aHTUTeJIO, KOoTopoe CBA3bBBaeTcsa ¢ Siglec-8
yeJIoBeKa, eciu skchopeccusa CCL2 B obpaslle HOepUdepUUeCKOM KpPOBU
BHIIE D3TaAJIOHHOTO 23HaueHMA. J[JlpyI'Me acleKTH HaCTOAMeIo PaCKPHETUSI
OTHOCATCSA K crocobaMm oTdopa MHIMBUIOYYMa OJ4 JIeUeHMS KOMIIO3ULuel,
comepXamel aHTUTEJIO, KOTOopoe CBA3HBaeTca ¢ Siglec—-8 ueJioBeka,
IprdeM CHOCOOH BKJKUYAKLT: (a) usaMepeHMe skcnpeccum CCL2 B obpa3z3le
nepudepruecKor KpOoBM, [OJYYeHHOM VY MHIMBMIyYMa; u (b) oTbop
VHOUBUAYyMa IJIS JedeHUS B3QPeKTHMBHHM KOJIMUYECTBOM KOMIIO3ULWM, eCJIU
skcnpeccusa CCL2 B ofbpaslle HepudpeprMuecKor KpPOBM BHIIEe 32TaJIOHHOTO
3HaueHud. J[JpyTMe  acCIeKTH HaCTOfller'o PacCKPHETUS OTHOCATCH K
criocobaM  aHaJM3a aKTUBHOCTHU  ¥/WJN bapMakKOOMHaAMUKM  JIeUeHUSA
VHIVBUAOYYMa aHTUTeJaMyM kK Siglec—-8, nOpuueM CIOCOOH BKJIOUALT: (a)
BBeIeHUue VHIOIVMBULOYYMY 20beKTMBHOTO KOJIMUeCcTBa KOMIIO 3NN,
coIepXxalel aHTUTeJIO, KOTopoe CBA3HBaeTcsa C Siglec—-8 ueJjioBeka; U
(b) wu3sMepeHue »srcopeccun CCL2 B obpasle Iepudepruuyeckor KpOBH,
[IOJIYYeHHOM Yy MHIMBMIyYMa, B KOTOPOM YMeHbIleHMe skcnpeccum CCL2
10 CpaBHeHUuO C ©0a30BEM YPOBHEeM Ilepel BBeIEeHMEM KOMIIO3ULUN
IOKasHBaeT aKTMBHOCTL U/WiIKM dapMaKOOUMHAMMKY JeUeHUI aHTHUTeJlaMi K
Siglec-8. B  HeKOTOpHX BapMaHTax OCYIEeCTBJIeHUMA MHIMBUIYYMOM
ABJISIETCH UeJIOBEK.

B HEKOTOPEX BapMaHTax OCYMEeCTBJIEHMS KOMIIO3ULMK WM aHTUTEJIO
BBOOAT B KOMOMHAaLUN c OIOHVM VIV BoJee OOIIOJIHU T €JIb HEIM
TepalleBTHUYEeCKUM CpelCTBOM (cpencTramMmM) nJjis JIeUeHU S WIIN
npodminakTuku EGID. B HeKOTOPHX BapMaHTax OCYIECTBJIEHMA ONHO WJIM
DoJiee IOOIOJIHUTEJIBHOe TepalleBTUUYeCKoe CpelcTBO (CcpencTrBa) IJi4d

JeueHUSI WIM OpoduiakTuky EGID BeHOMpalnT M3 TPYIIH, COCTOAmer U3

KOpTHKOCTEepOouna, MHTUOKTOPA JIeMKOTPpMEeHa, AHTUTUCTaMHMHA,
XPOMOTJIMKATA HaTPUA, MHTUOUTOPA IIPOTOHHOM TIOMIIEL (PPI) "
cyJbdpacajasuHa.

B HEeKOTOPEIX BapMaHTaX OCYyIeCTBIIEHUA JIIOOTO M3 IIPpVIBEOE€HHEIX



BHIIE BapMaHTOB OCYIECTBJIEHMSA KOMIIO3UIMK WM aHTUTEJIO BBOIAT
IyTeM BHYTPMBEHHOM MHOY3UM. B HEKOTOPHX BapMaHTax OCyIMeCTBJIeHUA
JIO0TO U3 IIPMBEIOEHHEX BHIIE BapMaHTOB OCYIECTRBJIEHUS KOMIIO3UIIMID
MM aHTUTEJIO BBOIAT IyTeM IIOIOKOXHOM MHBEKLUMM MIM MHOY3UM.

B HeKOTOpPHX BapMaHTax OCYIEeCTBJIEHMS CIOCO00B, OIMCAaHHBEX B
HacToAleM ONMCaHUU (HanpuMep, BHIIE) , aHTUTEJIO COLEPXUT
BaprabelbHYy 006JIacThb TAXEJION Lelu ¥ Bapuad®ellbHY o00JacTh JIeI'KoM
nenu, npruueM BapuadesibHas ofJlacTb TSXKeJOM Lelr comepxuT (i) HVR-
H1l, cozmepxamui aMMHOKMCJIOTHYIO IOocJemoBaTelJibHOCTEL SEQ ID NO:6l
(ii) HVR-H2, comepxamMiil aMUHOKMCJIOTHYI IOoCJemoBaTeJIbHOCTL SEQ ID
NO:62, u (1ii) HVR-H3, comepxamui AMMHOKMCJIO THYIO
rnocjiemoBaTelbHOCTE SEQ ID NO:63; /M HOpu 5STOM BapuadesbHasd
obJjiacThb JeTKOM nenm COOEPXUT (1) HVR-L1, conepxamui
AMMHOKMCJIOTHYID IIocjlegoBaTeJibHOCTE SEQ ID NO:64 (ii) HVR-L2,
comepXamui aMMHOKMCJIOTHYI IIocJenoBaTeJlbHOCTEL SEQ ID NO:65, wu
(iii) HVR-L3, coIepxXamuy aMUMHOKMCJIIOTHYI IIOCJIeIOoBaTeJILHOCTL SEQ
ID NO:66. B HeKOTOpPEHX BapMaHTaxX OCYWEeCTBJIeHUS aHTUTEJIO COLepPXUT
BapuabesbHyD 00JlacTh TSEKeJION Lelr, CcolepXallyld aMMHOKUCIIOTHYIO

[IOCJIENOBATEJIEHOCTE SEQ ID NO:6; /i  BapuadeJbHyln 00JacThb

JleTKOu nenu, comepxamyo aMUHOKUCJIIOTHYIO [I0CJIeDOBaTEJIBHOCTE,
BHOMpaeMyr u3 SEQ ID NO:16 wmimm 21. B HeKOTOPHX BapuaHTax
OCYIeCTBJIEHUA AHTUTEJIO COOEPXUT Fc—obBmacTe T IXKEJION uernu,

OpencTaBJglmyilo coboyr Fc-objacTh uYejloBeueckoro I1IgG. B HeKOTOPHX
BapuaHTax OCyIWEeCTRBJIEHN A Fc—oBmacTe UeJIOBEUeCKOT O IgG
OpencraBjsgeT cobol dejobeuecku IgGl. B HeKOTOPHX BapMaHTax
ocymecTBJIeHMS Fc-ofJjlacThk uUeJiloBeueckoro I1gG mnpencTaBjsgeT cobom
yeJjioBeueckut IgG4. B HEeKOTOPHX BapMaHTaxX OCYIeCTBJIEHUS aHTUTEJIO
COIEepPXUT T SKEJIYIO ek, comepxamym AMMHOKMCJIO THYIO
ocjieqoBaTesIbHOCTE SEQ ID NO:75; u/uamM JIerKyo lLelb, COOepXallyio
AMMHOKMCJIOTHYK IIOCJIeOOBaATEeJIbHOCTE, BHOMpaeMmy®n u3 SEQ ID NO:76
i 77. B HEKOTOPHX BapMaHTaxX OCYMEeCTBJIEHUS aHTUTEJIO COIOEPXUT
BapuabelibHyn 00JIaCTb TSKeJIONM Lelu M BapuadelJbHYID 00JacTb JIeT'Kou
lenu, OpuueM BapuadesbHad oBJlacTb TAXEJOM Lelr colepXxuT (i) HVR-
H1l, coIepxammil aMMHOKMCJIOTHYIO I[IOoCJemoBaTesJiIbHOCTEL SEQ ID NO:6l1
(ii) HVR-H2, comepxamlMi aMMHOKMCJIOTHYI IIOCJIemOoBaTeJIbHOCTL SEQ ID
NO:62, u (1id) HVR-H3, comepxamui AMMHOKMCJIO THYIO
IOCJIeNoOBaTeJIbHOCTL, BHOMpaeMyln M3 SEQ ID NO:67-70; u/MiM OpHu
5TOM BapuabesibHasd o00JacThk JIeTKOM Lenu comepxuT (i) HVR-LI,
comepXamui aMMHOKMCIIOTHYIO IIOCJemoBaTelJIbHOCTE SEQ ID NO:64 (ii)

HVR-12, comepXamMy aMMHOKMCJIOTHYK IIOoCJiedoBaTeJIbHOCTE SEQ ID



NO:65, u (1id) HVR-L3, comepxamui AMMHOKMCJIO THYIO
[IOCJIeDOBATEJILHOCTE SEQ ID NO:71. B HEKOTOPEIX BapMaHTax
OCYWECTBJIEHUA AaHTUTEJO COLNEPXUT BapuabeJbHyK o00JlacTb  TAXeJION
eny, comepXalyl aMMHOKMCJIOTHYK IIOCJeHOBATEJIbHOCTE, BHOMpaeMylo
us SEQ ID NO:11-14; wu/unm BapuabeJlbHYI 00JacTh JETKOM Illenu,
comepXallyld aMMHOKMCJIOTHYI IIOCJIeOOBaTeJIbHOCThL, BHOMpaeMyow U3 SEQ
ID NO:23-24. B HEKOTOPHX BapMaHTax OCYWeCTBJIeHUS aHTUTEJIO
COOEPXUT BaprabesbHY oBJyacTb TSIKEJION Lenu, COoIepXallyio
AMMHOKMCJIOTHYK II0OCJIeIOBaTeJIbHOCTEL, BEOMpaemy®n U3 SEQ ID NO:2-14;
u/Uam BaprabesIbHY ofJyacTb JIeTKOM Lenu, COIepXallyo
AMMHOKMCJIOTHYK IIOCJIEOOBATEJLHOCTE, BHOUpaeMyw n3 SEQ ID NO:16-
24. B HEKOTOPHX BapMaHTax OCYIeCTBJIeHUS AaHTUTEJ O COOEPXUT
BapuabeJlbHYD O0O0JIaCTh TIKeJIOM LelM, CoIepXallyld aMVHOKMCJIOTHYIO
riocJjlenoBaTeJIbHOCTE, BHEIOMpaeMyn nus3 SEQ ID NO:2-10; "/ nim
BapuabeJlbHY©D 00JlacTb JIeTKOM LelM, COoOepXalyl aM/HOKMCJIOTHYIO
[IOCJIENOBATEJIbHOCTEL, BHOMpaemyrn u3 SEQ ID NO:16-22. B HEKOTOPHX
BapMaHTaxX OCYMeCTBJIeHUS aHTUTEeJIO COIEPXUT: (a) BapuabeJbHYD
obJjlacThb TOKeJIOW — Lenwu, comepXxallyno: (1) HC-FR1, conepXxamui
aMMHOKMCJIOTHYK IIOCJIEONOBATEJIEHOCTE, BHOUpaeMyw u3 SEQ ID NO:26-
29; (2) HVR-H1, comepxamMy aMMHOKMCJIOTHYI IIOCJIeOOoBaTeJIbHOCTEL SEQ
ID NO:061; (3) HC-FR2, comepxamui AMMHOKMCJIO THYIO
[IOCJIeIOBRATEeJIbHOCTE, BHOMpaeMyl u3 SEQ ID NO:31-36; (4) HVR-HZ,
comepXamui aMMHOKMCIIOTHYI IIOCJIemoBaTeJIbHOCTE SEQ ID NO:62; (5)
HC-FR3, comepxammui aMMHOKUCJIOTHYI I[I0CJeIOBaTeJIbHOCTL, BHOMpPaeMyl
m3 SEQ ID NO:38-43; (6) HVR-H3, comepXxamuy  aMMHOKMUCJIOTHYIO
mocyjenoBaTeJIbHOCTE SEQ ID NO:63; wu (7) HC-FR4, comepxamui
AMMHOKMCJIOTHYI IIOCJIeOOBaATEJILHOCTEL, BHEOUpaeMy®n un3 SEQ ID NO:45-
46, u/mam (b) BapmabesbHYI 00JaCTh JIeTKOM Lienu, colepxamyo: (1)
LC-FR1, coIepxamuy aMMHOKMCJIOTHYIO IIOCJIeOOBATEJIbLHOCTL, BHOUpaeMy
M3 SEQ ID NO:48-49; (2) HVR-1L1, comepXamuit aMMHOKMCJIOTHYIO
[IOCJIEDOBATEJILHOCTE SEQ ID NO:64; (3) LC-FR2, conepXxammu
AMMHOKMCJIOTHYK IIOCJIEONOBATEJBEHOCTE, BHOUpaeMyw u3 SEQ ID NO:51-
53; (4) HVR-L2, coIepxamui aMMHOKMCIIOTHYIO IIOCJedoBaTelIbHOCTL SEQ
ID NO:65; (5) LC-FR3, comepxamui AMMHOKMCJIO THYIO
[IOCJIENOBATEJIbHOCTEL, BHOMpaemyk u3 SEQ ID NO:55-58; (6) HVR-L3,
comepXamui aMMHOKMCJIOTHYI IIocJenoBaTellbHOCTL SEQ ID NO:66; m (7)
LC-FR4, comepxammui AMMHOKMCIJIOTHYID IIOCJIeIOBaTeJIbLHOCTDb SEQ 1D
NO:60. B HeKOTOPHX BapMaHTax OCYWeCTBJIEHUSA aHTUTEeJIO COOEPXUT:
(a) BapuabeJbHy® 006JACThL TAXeJOM Lienu, comepxamy®o: (1) HC-FR1,

comepXamui aMMHOKMCIJIOTHYIO IIOCJIemoBaTeJIbHOCTE SEQ ID NO:26; (2)



HVR-HI1, comepXxammy aMMHOKMCJIOTHYI IIocJjiefoBaTeslbHOCTL SEQ ID

NO:61; (3) HC-FR2, coIepxamuy aMMHOKMCIIOTHYID IIOCJIeIOBATEJILHOCTD

SEQ ID NO:34; (4) HVR-HZ2, comepXamui AMMHOKMCJIO THYIO
[IOCJIeOOBATEJILHOCTE SEQ ID NO:62; (5) HC-FR3, conepXxammii
AMMHOKMCJIOTHYIO IIocJjlemoBaTeJlIbHOCTL SEQ ID NO:38; (6) HVR-H3,

comepXamui aMUMHOKMCJIOTHYI IocjiemoBaTesibHOCTE SEQ ID NO:63; m (7)
HC-FR4, comepXxamyiy aMMHOKMCJIOTHYI IocJedoBaTesibHOCTL SEQ ID
NO:45; wu/mam (b)) BapmabesibHyI 00JacTh JIeIKOM Lelr, ColepXallyo:
(1) LC-FR1l, comepxamui aMMHOKMCJIOTHYIO IIocJenoBaTejlbHOCTL SEQ ID

NO:48; (2) HVR-L1, coIepxamuy aMMHOKMUCIJIOTHYIO IIOCJIEeIOBATEJILHOCTL

SEQ ID NO:64; (3) LC-FR2, comepxamui AMMHOKMCJIO THYIO
[IOCJIEeDOBATEJILHOCTE SEQ ID NO:51; (4) HVR-LZ2, conepxamun
AMMHOKMCJIOTHYID IIocjlefoBaTeJIbHOCTE SEQ ID NO:65; (5) LC-FR3,

comepxXamuil aMMHOKMCIJIOTHYID IIocJemoBaTelJiIbHOCTE SEQ ID NO:55; (6)

HVR-1L3, comepXamri aMMHOKMCJIOTHYI IIocjeloBaTeJIbHOCTL SEQ ID

NO:66; " (7) LC-FR4, comepxamui AMMHOKMCJIO THYIO
[IOCJIEDOBATEJILHOCTE SEQ ID NO:60. B HEKOTOPEIX BapMaHTax
OCYWECTBJIEHUS  aHTUTEJIO COIEPXUT : (a) BapuabeJlbHYy©D  00JacTb
TAXEeJION Lemnr, colepxamyio: (1) HC-FR1, comepxamuy aMUHOKMCJIIOTHYIO
[IOCJIeDOBATEJILHOCTE SEQ ID NO:26; (2) HVR-HI, conepXxammi
aMMHOKMCJIOTHYIO IIocjlefoBaTeJibHOCTLE SEQ ID NO:61; (3) HC-FR2,

comepXamui aMMHOKMCIJIOTHYIO IIOCJIemoBaTeJIbHOCTE SEQ ID NO:34; (4)

HVR-HZ2, comepXxamriy aMUHOKMCJIOTHYI IocJeloBaTesibHOCTL SEQ ID
NO:62; (5) HC-FR3, coIepxamul aMMHOKMCIIOTHYI II0CJIeNOoBaATEeJILHOCTD
SEQ ID NO:38; (6) HVR-H3, conepxammi AMVHOKMCJIO THYIO
mocyjenoBaTeJIbHOCTE SEQ ID NO:63; wu (7) HC-FR4, comepxamui
AMMHOKMCJIOTHYIO IIOCJIeIoBaTeJIbHOCTD SEQ ID NO:45; "/ Mm (b)
BapuabeJibHy® 00JlacThb JeTrKoMm eIy, comepxamyrn : (1) LC-FR1,

comepxXamuil aMMHOKUCIIOTHYIO IIocJemoBaTelJiIbHOCTEL SEQ ID NO:48; (2)
HVR-L1, comepXxammi aMUHOKMCJIOTHYI IIOCJIedOoBaTeJIbHOCTD SEQ ID

NO:64; (3) LC-FR2, coIepxamuy aMMHOKMUCIIOTHYID IIOCJIeIOBATEJILHOCTD

SEQ ID NO:51; (4) HVR-1.2, comepxamui AMMHOKMCJIO THYIO
[IOCJIEDOBATEJILHOCTE SEQ ID NO:65; (5) LC-FR3, coepXxammi
AMMHOKMCJIOTHYID IIocjlefoBaTeJlbHOCTE SEQ ID NO:58; (6) HVR-L3,

comepXamui aMUMHOKMCIJIOTHYI IIocJenoBaTellbHOCTL SEQ ID NO:66; m (7)
LC-FR4, comepxammi AMMHOKMCIJIOTHYID IIOCJIeIOBaTeJIbLHOCTDb SEQ 1D
NO:60. B HeKOTOPHX BapMaHTax OCYWeCTBJIeHUSA aHTUTEeJIO COOEPXUT:
BapuabeJsIbHYKD  00JIacThb TOXKeJION — lLelu, CoIepXally (i) HVR-HI,
comepXamui aMMHOKMCIIOTHYIO IIOCJIemoBaTeJIbHOCTE SEQ ID NO:88 (ii)

HVR-HZ, comepXamMy aMMHOKMCJIOTHYK IIOoCJiedoBaTeJIbHOCTE SEQ ID
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NO:91, u (1id) HVR-H3, comepxamui AMMHOKMCJIO THYIO
IocjegoBaTeJIbHOCTE SEQ ID NO:94; wu/unu  BapuabesbHYID 00JacTb
JeTKoM Lenu, colepxamyl (i) HVR-L1, comepXamlui aMUMHOKMCIIOTHYIO
[IOCJIeDOBATEJILHOCTD SEQ ID NO:97 (11) HVR-LZ2, conepXxammii
AaMMHOKMCJIOTHYI IocJemoBaTeslbHOCTE SEQ ID NO:100, m (iii) HVR-L3,
comepXamuy aMMHOKMCIJIOTHYI TIocjienoBaTesibHOCTL SEQ ID NO:103;
BapuadbelbHYy 00JIaCTb  TAXEJIONM  lLenu, comepxaiym (1) HVR-HI1,
comepxXamni aMMHOKMCIIOTHYIO IIocJemoBaTelIbHOCT: SEQ ID NO:89 (ii)
HVR-HZ2, comepXxammii aMUHOKMCJIOTHYI IIOCJIeIOBaTeJIbHOCTD SEQ ID
NO:92, u (1ii) HVR-H3, comepxamui AMMHOKMCJIO THYIO
nocjiegoBaTeJIbHOCTE SEQ ID NO:95; u/uiamu  BapuabellbHYID 00JIacThb
JerkoM uenyu, colepxamyio (i) HVR-L1, comepxXamui aMUHOKMCIIOTHYIO
[IOCJIeDOBaTEJIEHOCTE SEQ ID NO:98 (ii) HVR-LZ2, conepxamui
AMMHOKMCJIOTHY IIocJemoBaTellbHOCTE SEQ ID NO:101, mu (iii) HVR-L3,
comepXamuil aMUHOKMCJIOTHYID IIocjieloBaTeslbHOCTL SEQ ID NO:104; wiu
BaprabesIbHYKD 00JIacThb TAXEJION  Lelu, ComepXaly (1) HVR-HI1,
comepXamui aMMHOKMCIIOTHYIO IIocJemoBaTelJiIbHOCTE SEQ ID NO:90 (ii)
HVR-HZ2, comepXxammii aMUMHOKMCJIIOTHYI IIOCJedOoBaTeJIbHOCTD SEQ ID
NO:93, u (1id) HVR-H3, comepxamui AMMHOKMCJIO THYIO
IocJjiegoBaTeJIbHOCTE SEQ ID NO:96; wu/unmu  BapuabesibHYID 00JIacTb
JeTKOM Lenu, colepxamykl (i) HVR-L1, comepXamlMi aMUMHOKMCIIOTHYIO
[I0CJIeDOBaATEJILHOCTE SEQ ID NO:99 (11) HVR-LZ2, conepXxammi
AaMMHOKMCJIOTHYI IIocJemoBaTeJIbHOCTE SEQ ID NO:102, m (iii) HVR-L3,
comepXamuy aMMHOKMCJIOTHYI IocJeloBaTeslbHOCTEL SEQ ID NO:105. B
HEKOTOPEIX BapMaHTax OCYIWEeCTBJIEHUA AHTUTEJIO COOEPXUT &
BapuabenbHy 006JacThk TAXeJOM LenM, CcoOepXalyl aMUHOKMCIIOTHYIO
nocjiegoBaTesJIbHOCTE SEQ ID NO:106; wu/mam BapuabelibHY 00JIacTb
JeTKOM LelM, CcoIepXallyl aMMHOKMCIJIOTHYID IIocjlefoBaTeJIbHOCTL SEQ ID
NO:109; BaprabeJlbHYD oBJlacThb T AXEJION enm, comepxanmymn
AMMHOKMCJIO THYIO rocJlefoBaTeJIbHOCTh SEQ ID NO:107; /Ui
BapuabenbHy 00JlacTh JIeTKOM ILenwu, comepXallyld aMUHOKUCIIOTHYIO
[IOCJIENOBATEJIEHOCTDE SEQ ID NO:110; uiIM eBapuabeJibHy© 00JIaCThb
TOKEJIOM 1LelM, CcolepXamlyln aMMHOKMCIJIOTHYK IIOCIeOOoBaTeJIbHOCTE SEQ

ID NO:108; wu/mim BapuabellbHyln o0OJacTh JIeTKOM LelMr, COoIepXallyio

aMMHOKMCJIOTHYK IOocCJeloBaTeJIbHOCTE SEQ ID NO:111. B HeKOTOPHX
BapMaHTax OCyIMEeCTRJICHU A AHTUTEJIO IpencTaBJIgeT cobomn
MOHOKJIOHAaJIbHOE aHTUTEJIO. B HEKOTOPEX BapMaHTax OCYIEeCTBJIEHNSA
AHTUTEeJIOM ABJIAETCHA IgGl AHTUTEJIO. B HEKOTOPEIX BapraHTax

OoCymeCTBJIEHMA aHTUTEJIO CKOHCTPYUMPOBaAHO HIJIA YIJIYUIIEHMA aHTUTEJIO—

3aBUCHMON OIIOCPEeNOBaHHOM KJIeTKaMun UUTOTOKCHUUECKOMN (ADCC)
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aKTMBHOCTH. B HEKOTOPHIX BapMaHTax OCYIIEeCTBJIEHU A AHTUTEJIO
COOepXMUT IO MeHbIeM Mepe OOHY AaMUMHOKMCIIOTHYK 3aMeHy B Fc-
obylacTH, KoOTOpad yiayumaeT ADCC aKTMBHOCTL. B HEeKOTOPHX BapMaHTax
OCYyMeCTBJIEHMSA IO MeHBbIIEM Mepe OOHa MIM IBe TSKeJBe LEeNVM aHTUTeJa
He OQyKO3WIMPOBaHE. B HeKOTOPHX BapMaHTax OCYIEeCTBJIEHMSA aHTUTEeJIO
npencraBjigeT cobon yeJIoBeUeCKoe aHTUTEJIO, TYMaHM3MPOBaHHOE
aHTUTEJIO VI XUYIMEPHOE aHTUTEJIO. B HEKOTOPEIX BapraHTax
OCYMEeCTRBJIEHMS AaHTUTEJIO IpencTaBJisgeT cobo¥ dpaTlMeHT aHTuTesa,
BHIOUMpPAaeMEl M3 TPYINH, cocTodmer u3 Fab, Fab’-SH, Fv, scFv u
(Fab’ ) »—dparmMeHTOB.

B HeKOTOpPHX BapMaHTax OCYIEeCTBJIEHMS CIOCO00B, OIMCAHHEX B
HaCTOAmMEM ONMCaHUN (HanpuMep, BHINIE) , AHTUTEJIO COIepXuT Fc-
oByjacTk M N-TUIMKO3UO-CBA3aHHBE YIJIEBOIOHHE I1I€NM, CBA3aHHEHEe C Fc-—
oByjacTri, nOpuueM MeHee uyeM 50% N-TUIMKO3MIO-CBA3aHHEIX YTIJIEBOIHEIX
leney¥ aHTUTeJa B  KOMIO3UMUMM coIepXaT OYyKO3HEIM OCTaTok. B
HEKOTOPEIX BapMaHTax OCYINEeCTRBJIEHMSA IIO CYMeCcTBY HM OIOHa 3 N-
TJIMKO3UI-CBA3aHHEX VIJIEBOIOHEIX ILlelel aHTUTeJla B KOMIO3UINM He
COmepXnUT OQYKOBHHIM OCTATOK. B HEeKOTOPHX BapMaHTax OCYMeCTBJIeHUS
AHTHUTEJIO CBA3EBAETCHA c Siglec-8 JeJioBeka U Siglec-8 He
ABJIAKIETOCSH YeJIOBEKOM nprMaTa . B HEKOTOPHIX BapraHTax
OCVYIIECTBJIEHNA He ABJIAKIMMCSA UYeJIOBEKOM IIPMMATOM SBJISeTCHd IIaBMaH.
B HeKOTOpPHIX BapMaHTax OCYIEeCTBJIEHMS aHTUTeJIO CBA3HBaeTCd C
SIOUTOIOM B IOoMeHe 1 Siglec—8 uejioBeka, IIpUUeM IOOMeH 1 COOEepXUT
aMMHOKMCJIOTHY TIocJemoBaTeJlbHOCTE SEQ ID NO:112. B HeKOTOPHX
BapMaHTax OCYWEeCTBJIEHNA aHTUTeJIO CBA3HBAETCHd C DIMTOIOM B LOOMEHE
3 Siglec—-8 dejoBeka, IOpuUyeM OOMeH 3 COOEPXUT aMUMHOKMUCJIIOTHYIO
[IOCJIeDOBATEJIbHOCTE SEQ ID NO:114. B HEKOTOPEIX BapMaHTax
OCYIEeCTBJIEHUS aHTUTEJIO CBA3BBaeTCad C TeM Xe BIUTOIOM, UYTOo U
anTuTeJio 4F11. B HEeKOTOPHX BapMaHTax OCYIEeCTBJIEHMS aHTUTEJIO
CBABHBaETCAd C SIUTOIOM B OOoMeHe 2 MM pgoMeHe 3 Siglec—8
yeJIoBekKa. B HEeKOTOPHX BapMaHTax OCYIEeCTBJIEHMSA IOMEH 2 COIOEPXUT
AaMMHOKMCJIOTHYK IOCJeloBaTeJIbHOCTE SEQ ID NO:113. B HeKOTOPHX
BapMaHTax OCYmMEeCTBJIEHVMA aHTUTEJIO CBA3BBAEeTCSA C TEM Xe 5BIVTOIIOM,
uyTOo M aHTUTeJo 1C3. B HEKOTOPHX BapMaHTaxX OCYMeCTBJIEHUS IOMeH 3
COIEepXMUT aMMHOKMCJIOTHYK IIoCJeoBaTeJibHOCTE SEQ ID NO:114. B
HEKOTOPEX BapMaHTaxX OCYINEeCTRBJIEHMS AaHTUTEJIO CBA3HBaAeTCH C TEM Xe
BIIUTOIIOM, UTO u AHTUTEJIO 1H10. B HEKOTOPHIX BapraHTax
OCYMeCTBJIEHMSA aHTUTEJIO CBA3EBAETCHA C SIOMTONOM B OoMeHe 1 Siglec—
8 UJeJIOBeKa UM KOHKypupyeT C aHTuTesioMm 4F1l1 3a cCcBA3HBaHME C

Siglec—8 . B HEeKOTOPEIX BapMMaHTax OCyImeCTBIJIECHNA aAHTUTEJIO He
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KOHKypUpPpyeT C aHTuTejoM 2E2 3a CcBA3HBaHMe ¢ Siglec-8. B
HEeKOTOPHX BapMaHTaxX OCYWeCTBJIEHUSA aHTUTEJIO He ABJIAeTCId aHTUTeJIOM
2E2. B HeKOTOPHX BapMaHTax OCyWeCTBJIeHUA OOMeH 1 COOEPXUT
aMMHOKMCJIOTHYI IIocJemoBaTeJibHOCTE SEQ ID NO:112. B HeKOTOPHX
BapuaHTax OCyIeCTRBJIEHUS aHTUTEeJIO COOepXuT Fc-objlacThk TAXeJIoN
ernm, npencrTaBjgomyilo cobom Fc-objgacTk uyeJioBeueckoro IgG. B
HEeKOTOPHX BapMaHTax OCYIMeCcTBJIeHuA Fc—objacTe uYeJjoBeUueCKoro IgG
npencrTaBjseT cobol Fc—objacThk uYejijoBeueckoro I1gGl. B HeKOTOPHIX
BapuaHTax oCylleCTRBRJIeHN A Fc-obmacTe UeJIOBEeUEeCKOTO IgGl He
byko3mIMpoBaHa. B HEKOTOPHX BapMaHTax OCYylleCTRJeHUs Fc-obilacThb
yeJioBeuecKoTo I1gG mnpencTaBsgeT cobor Fc—oBllacTh UeJIOBEeUeCKOTO
IgG4. B HEKOTOPEHIX BapMaHTax OCYIIECTBJIEHN A Fc—obmacTh
yeJiIoBeueCcKoTo 1gG4 ComepXuT aMMHOKMCJIOTHYK 3aMeHy S228P, OpuueMm
aMUHOKMCJIOTHEIE OCTaTKM HYMepyRT B COOTBETCTBMM C MHIOeKCOM EC
cormJjiacHO Kabat. B HeKOTOpPHX BapMaHTaxX OCYWeCTBJIEHUS aHTUTEJIO
UCTOMaeT DO3UMHODMIIE KPOBM W/MIM UHTUOVMPYET aKTUBALNMD TYUHHX
KJIETOK.

B HeKOTOpPHX BapMaHTax OCYWEeCTBJIeHMSa CIOCOO0B, OIMCAHHHX B
HacTodmeM  OIMCaHUM (HanmpuMep, BHIIE) , VHIOIVBUOYYMOM  ABJIAETCH
UeJIOBeK. B HEeKOTOPHX BapMaHTaxX OCYWEeCTBJIEHMSA aHTUTEJIO HaxXOOUTCH
B KOMIOBMLMM (HalopuMep, O¢apMalleBTUUEeCKOM KOMIIO3MUUM), COIepXallel
AHTUTEJIO U dapMalleBTUUECKM [IpMeMJIeMBlI HOCUTEJD.

Ipyrre acCHIeKTH HacCTOAMeI'0 PacCKPHTMA OTHOCATCA K ITOTOBOMY
M3OeJIMo, comepxameMy JIEKapCTBEeHHOE CpencTBO, comepxalee
aHTUTEJIO, KOTOpoe CBA3HBaeTcad C Siglec—8 dyejioBeka, U BKJAIOHI B
yIIakKoBKe, CcoIepXallui MHCTPYKUMUM @JS BBeleHMSA JeKapCTBEHHOTO
CpeICTBa HyXOaKleMyCsSd B DTOM MHIOVNBUIOAYYMY B COOTBETCTBMM C JIOOBEM
M3 IIPMBENEHHHX BHIIE BaApPMaHTOB OCYIECTBJIEHUSA.

CilenyeT HOHUMaTbClleOyeT IIOHMMATL, UYTO OOHO, HEKOTOPHEe WK
BCE CBOMCTRBa Pa3HHX BapMaHTOB  OCYIEeCTBJIeHUH, OINMCAaHHHX B
HacTodAlleM OIIMCaHuM, MOT'yT OBTE CKOMOMHMPOBAHE IJIA O00pa30BaHuA
IPYIMX BapUMaHTOB OCYWEeCTBJIEHMA HaCTOAWEI'O0 PacCKpPHTUS. O3STU U
IOpyTMe AacCIeKTH HaCTOoAlleI'O0 PAaCKPHTHA OyOyT I[IOHSATHE CIeluaJlMCTy B
DaHHOM ob6JacTu. 32T U OpyTMe BapMaHTH OCYmeCTBJIeHUS HACTOSAMETO
PaCKPETUA LOOIIOJHUTEJIEHO OIMCAaHHE [IOCPEeNCTBOM IIOOPOOHOT'O OIMCaHUMAg,
KOTOpOe cJelnyeT HIUXe.

KpaTKoe OIIMCaHne r—IepTexeﬁ

Ha our. 1A npencTaBJIEHO CXeMaTUUHOE n300paxeHme
MCCJIeOOBaHMAg, B KOTOPOM UM3ydakRT BJIMAHME JeUeHMA aHTUTeJlaMu K

Siglec—8 Ha MHIOIYLUMPOBAHHYI HAaTPMEBOM COJIbB CcyJbdaTa »OeKcTpaHa
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(DSS) MBIIMHYIO MoIeJib IBD.

Ha ¢ur. 1B 1mokasaHO, UTO JiedueHMe aHTUTeJaMu k Siglec—8
NpenoTBpallaeT MHIOYLMPOBaAHHYIO DSS IIoTepn Beca. [IpoLleHTHOE
M3MeHeHMe MaCCH TeJa IO cpaBHeHM ¢ 0 IOHeM TIOKa3aHO MOJIS MeIIel,
[IOJIydaBIMX OOBUHYH OUTBLEBYID BOIOY (KPYXKM) WMIM [HOJy4dYaBIMX Oes
orpaHuueHus 3,5% DSS B TeueHue 5 1OHel, C T1[ocyenywomer OOBUHOM
IUTHLEBOM BOIOM B TeueHMe 4 QOHeM, B COOTBETCTBUM C BpeMeHHOM
mKaJIoM, IIOoKa3aHHOM Ha o¢mur. 1A. Msmed, nojgydvaBmmx 3,5% DSS,
JeUuuJIM OIHOM BHYTPUOPIMMHHOM (IP) HDO30M MOHOKJIOHAJIBLHOTO aHTUTella
kK Siglec—8 (TpeyTOJbHUKU) WIM AHTHUTEJOM M30TUINUECKOTO KOHTPOJIA
(kBampaTH), HauMHasg co 2 mOHg. * p<0,05 M30TUIMUECKMM KOHTPOJL IIO
cpaBHeHU C OoObuHOM BOmoM; # pP<0,05 wm30TMO 1[I0 CpaBHEHU C
AHTHUTEeJIOM OPpOTHMB Siglec—-8. CTaTHUCTUUECKMe ITaHHHe [oJiydaJu C
VICIIOJIL 30BaHUEM HEeapHOT O IOIBYCTOPOHHET O KpUTEepms CThIOIOEHTA;
TPYIIINOBHE CpenHue oO0O03HaueHw +/— SEM.

Ha ¢éur. 2 noka3aHo, UYTO JledeHMe aHTUTeJaMM k Siglec—8
yiydmaeT MHIEKC aKTUMBHOCTM 3abojiepaHusa (DAI) B MHIYLUMPOBAHHOM
DSS wmemmHOM Momesu IBD. TecCTOBHE TPYINH U pPEeXUM JedeHUT OB
TakMMM, KaK OIIMCaHO BHIIe CO CCHEUJIKOM Ha o¢mur. 1A & 1B. IloTepn
BeCa, KOHCUCTEeHLMIK CTyJla M BUIVMMYK KPOBB B KaJle OleHMBaJM IIO
mraJje 0-4 1o CTeneHM TSIXKEeCTM BHINEYIIOMAHYTHX KkaTeropun. * p<0,05
UB3OTUINIMUECKUM KOHTPOJIbL IO CpaBHeHMIO C oOwuHOM BozmoM; # p<0,05
M30THUII IO CPaBHEHMIO C AaHTUTEJIOM NpoTUB Siglec—-8. CTaTHUCTUUECKUE
OaHHEE rnoJiyyaJm C VCIIOJIL 30BaHUeEM HellapHoTO OBYCTOPOHHETO
kpuTepus CTbOIEHTa; I'PYINIOBHE cpeldHue o0O03HaueHH +/— SEM.

Ha ¢éur. 3 noka3aHo, UYTO JleueHMe aHTUTeJlaMM k Siglec—8
3HAUMUTEJIBLHO YMEHBIAJIO yBeJIMueHNe MaCCEHI TOJICTOM KUK B
MHOYLUUPOBAHHOM DSS MemMHOM Momesiv IBD. TecTOBHE TPYINE U PEeXUM
JleueHsa OBUIM TaKuMM, KaK OINIMCAHO BHIIe CO CCHEJIKOM Ha o¢ur. 1A &
1B. CTaTMCTHUUECKMEe IaHHBE IoJiydaJlM C MCIOJb30BaHMEM KPUTEPUA
MaHHa—-YUTHHA; Maccy TOJICTOM KUIIKM Y OTIeJIbHHX KB O THEIX
obosHavamu+/— SD. Maccy TOJICTOM KUIIKM MU3MEepAaM Ha 9 IeHb B KOHIe
VCCIIeIOBaHNA .

Ha ¢ur. 4 1noka3aHo, UYTO JleueHMe aHTUTeJaMM k Siglec—8
YMEeHBIAaJO MHOMIILTPpAalMo MMMYHHEIX KJI€TOK B MHOVIMpOBaHHOM DSS
MEIIMHOM Momesiu IBD. TeCTOBEE TPYNNH M PEeXUM JIeUeHMsS OBUIM TaKMUMU,
KaK OIIMCAaHO BHIIEe CO CCHJIKOM Ha oéumr. 1A & 1B. Ha 5 pmedn 1ocie
BozIevcTBMA DSS MBIMEM aHaJIM3MPOBAJIM Ha IIOIpeIMeT MWHOWIILTpaluuu
VMMYHHEIX  KJIETOK B COOCTBEHHYI IIJIACTMHKY  TOJICTOM  KMIIKM  C

MCIIOJIE3OBaHMEM HpOTOqHOﬁ IMTOMEeTPONI . CTpaTeI‘T/H/I I‘eﬁTI/IpOBaHMF[
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VMMYHHHX KJIETOK IJIS T[POTOUHOM LUTOMETPUM CJeOylmyre: HeUTPOOUIIE
(CD45+ 7TAAD- Lyo6G+ CDllb+); pexkpyTHpOBaHHBE MOHOUMTH (CD45+
7AAD- CDllb+ Ly6G- F480+ Ly6C+); M pe3uIeHTHHe Makpodarm (CD45+
7TAAD—- CD1l1lb+ Ly6G- F480+ Ly6C—). CrTaTMCTMUeCKMe [IaHHEE II0JIydaJii
C  MCIOJIb30BaHMEeM KpuTepud MaHHa-YUTHHU. OTOeJIbHBIX  XMBOTHHX
ofo3HavaM KakK % XMBHECIOCOOHHX JelkounuToB CD45+ +/- SD.

Ha our. 5A npencraBJIeHO cxeMaTHUdHOe n3o0paxeHue
MCCJIENOBAaHMA, B KOTOPOM U3y4dalT BJMSAHME JeUeHMHA aHTUTeJlaMu K
Siglec—8 Ha MHIIMHYI MOIEJIbL SOBUHOOMIILHOTO TacTposHTepuTa (EGE).

Ha ¢wmur. BB T1[pencTaBJIeHO BJMAHME JieueHUS aHTUTeJIaMM

K
Siglec—-8 Ha 203MHOOWMIE KPOBM, DSO3MHOOMJIE TKAHM B TOHKOM KUIKE U

TYUHHE KJIeTKM TKaHM B TOHKOM KMIIKe B MBIIMHOM Momesnu EGE. *
p<0,05; *ox = p<0,01; CTaTUCTUUECKHKE OaHHEE oJIy4aim
MCIIOJIE30BaHMe kpuTepuda MaHHa-YUTHM. I['pylIIoBHEe CpelHMe OOO3HAUEeHEH
+/— SEM (n=6-7 wpmew/rpynmny). CrTpaTerum TelNTUPOBAHWA WMMYHHBX
KJIETOK IJIS TIPOTOYHOM LMTOMETPUM CcJelylmre: SO03UMHOOMIE (CD45+
7TAAD- Ly6G— CDllb+ Siglec—F+); TyuHbee kjJeTku (CD45+ T7AAD- CDI117+
IgER+) .

Ha ¢ur. 6A mnpencrTaBJieH OM3alH MCCIeOOBaHMSA IJISA TeCTHUPOBAHUA
aAKTMBHOCTM HOpoTuB Siglec—-8 B MBEIIMHOM MOIENIM DO3MHOOUIIEHOTO
racrpmuTa (EG) m racTtposHTepuTa (EGE).

Ha ¢ur. 6B mnpelcTaBJIeHa CTpaTeIlusa TelTHUpOoBaHUSA C IIOMOILBI0
IIPOTOUHOM LUTOMETPUM B TKaAHU XeJyOoKa IJS S03UHOOUIIOB. 203MHOGUJIIE
TsUTUPOBaJM B Bume CD45+ 7AAD- Lin- (CD3, (CD4, <CD8, CD19,
TER119, CD5) Ly6G- CDllb+ Siglec-F+ CCR3+. 303MHOOUIE B TKaHU
XeJlyoka OKpallMBaJIMCh IIOJIOXMTEJIBHO Ha Siglec—-8 1o cCcpaBHeHU C
biyopeclieHlLMe ¢ kKoMOMHalMelM OeTeKTUPYEeMBX MeToK 0e3 OoIoHOM
(FMO), Ha 4UTO YyKa3HBalT CTPEeJIKHU.

Ha ¢ur. 6C mpencTaiBJeHa CTpaTeruMsa TelMTHUpOoBaHUA C IIOMOIMLI
IPOTOUYHOM LUTOMETPUM B TKaHM XeJIyOKa MOJA TYUYHHEX KJIeTOK. TyuHHEe
KJIEeTKM I'SUTHUpoBaJM B Bume CD45+ 7AAD- Lin-, CD117+ IgERMA, TyuHbe
KJIeTKM B TKaHU XeJIyIKa OKpallMBaJIMChH MIOJOXMTEJBHO Ha Siglec—8 mo
CpaBHeHUI C O(iyopeclieHIUel C KoMOMHallMel NOeTeKTUPYEMHX MeTOok 0e3
omHoM (FMO), Ha UTO yKal3HBAalT CTPEJKMU.

Ha o¢ur. 7A & 7B I[IpPeOCTAaBJIEHO KOJMUECTBEHHOEe OllpelleliIeHue
S03UHOOMIIOB C IIOMOMBI IIPOTOUHOM LMTOMETPUM B XeJiyloke (Ha owur.
7A) U TOHKOM kumke (Ha omr. 7B) nOpu 3aBepmeHUM MUCCIeOOBaHMUSA Ha
39 meHb. * pP<0,05 n=6-8 wMmmel/rpyrna.

Ha  owur. 8 HOpencTaBJIeHH  TI'padMKM OPOTOYHOM  LUTOMETPUU

S03UHOOMIIOB B OpPBXKEEUHHX JMMbaTUUEeCKMX Yy3Jax (MLN) y MBIOIEM B
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KOHTPOJIe C uMUTauuey, OVA+U3OTUIMUECKUN KOHTPOJIL WM IPpKU JIeUeHUU
OVA+aHTUTeJIO HpoTuB Siglec-8.

Ha o¢ur. OA & OB I[IpenOCTAaBJIEHO KOJMUECTBEHHOE OIllpelelieHre
503MHOOMIIOBR C IIOMOWIBI I[IPOTOYHOM LUTOoMeTpur B MLN (Ha ¢ur. 9A) u
kKpoBM (Ha o¢ur. O9B) pu 3aBeplieHUMM MCCJeIoBaHMA Ha 39 OeHb. *
p<0,05 **p<0,01 n=6-8 Memuel/Tpymna.

Ha o¢mr. 10 mpencTaiBJeHH I'padMKM IPOTOUHOM LUTOMETPUM TYUHEX
KJIETOK B KeJlyoKe Yy MBI EN B KOHTpPOJIe c VMUTalumen,
OVA+M30TUNIMUECKHMM KOHTPOJIL WM IIpu JeueHur OVA+aHTUTEJIO IMIPOTHUB
Siglec-8.

Ha o¢unr. 11A-11C [OpencCTaBJeHO KOJUMUECTBEHHOE OIlpelelieHue
TYUHHX KJIETOK C IIOMOMBI IIPOTOUHOM LIUTOMETPUM B XeJynke (Ha owur.
112a), TouHkoM kumke (Ha oémr. 11B) m MLN (Ha owmr. 11C) 1pu

3aBepUleHNNM MKCCcJlemnoBaHMsa Ha 39 @HeHb. * p<0,05 **p<0,0l n=6-8

MBIIEN/ TPYTIIa .
Ha ¢ur. 12A-12E 1[peXCTaBJIeH aHaliu3 BKCIpeCCuu TIT'eHa C
noMomesn  gPCR  MemuaTOpOB BOCIIAJIEHMS, BOBJIEUEHHEX B PEeKPYTUHT

D03MHOOMIIOE ¥ TYUYHEIX KJIETOK B TKaHM TOHKOWM KUMIIKM. IloOKasaHH
srcrnpeccus MCPT1 (Ha ¢mr. 12A), MBP (Ha o¢mr. 12B), CCL5 (Ha o¢ur.
12Cc), CCL2 (Ha ¢wur. 12D) m CCL17 (Ha ¢ur. 12E). * p<0,05 =**
p<0,01 n=6-8 wmemel/rpynna. CokpameHue: MCPT1: mnpoTeas3a—-1 TYUHHX
KJIeTOk,; MBP: 1UlaBHHM meJiouHoM ©Oejiok; CCL: XeMOKMH (C—C MOTMB)
JUTaHI.

Ha ¢mr. 13A-13C mnpencraBljieHa KoHUeHTpauus CCL2 (Ha o¢wur.
13A), CXCL1/KC (Ha ¢mur. 13B) u OVA-IgE (Ha ¢mur. 13C) B CHBOPOTKE
KOHTPOJIBHEIX U IIOJYUUBIMX JiedeHre OVA MBIIEeM IOIpM  3aBeplieHUM
MCCJIenoBaHm4a Ha 39 OEHL . * p<0, 05 n=6-38 MBIIEel/ TPyIIna .
CokpameHure: CCL2: xeMOkMH (c—c MOTHMB) JuraHo—-2; CXCLl: xXeMOKWUH
(c—x—c MoTUB)—-1.

NompobHoe OmmcaHme

I. OnpepmeneHusa

CilenyeT T[IOHMMATL, UTO HACTOdllee PACKPHTHE He OTPaHUUeHO
KOHKPEeTHHMY KOMIIOSULMAMY WM OUMOJIOTUUECKMMU CHUCTeMaM, KOTOPHe
MOTYT, KOHEUHO, BapbUPORBATE . Takxe crenyer IIOHMMAaTE, uTo
WCIIOJNIb3YyeMasa B HaCTOMANleM ONMCAaHVM TepPMUMHOJIOTUMA IpelHasHaueHa OJ4d
LIeJiM ONMCaHMA TOJIBKO KOHKPEeTHHX BapMaHTOB OCYIEeCTBJIEHUSA UM He
openHas3HaueHa IOJS OTpaHMUeHMSa. B paMKax ONMCaHMAa U [IPUJIOXKEeHHOM
bopMyJIEL U300peTeHusa, OG(OPME EeOMHCTBEHHOTO UMCJia BRKJIIOUAKT CCHJIKU
Ha MHOXEeCTBEeHHOe UMCJIO, €CJM B COOEpXaHMM UeTKO He YKasaHO MHoe.

TakuMm oOpasoM, HallplrMep, CCHIJIKa Ha KMOJIEKYITY » HeoO4A3aTeJIbHO
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BKJIOUAEeT KOMOMHaALMI IOBYX WM 0oJlee TaKMX MOJIEKYJI UM  TOMY
nomobHoe.

B paMkax HacTOoAmWEeIro M300peTeHUsS TEepMUH KIIPpUBIIU3UTEIILEHO»
OTHOCUTCSHS K OOBUHOMY IOMallal0Hy OmMOOK IJIS COOTBETCTRBRYKIETO
3Ha4UYeHus g, XOpOLWO  MB3BECTHOMY crneunaJmucTy B naHHoM  obJjacTu
TeXHUKM. CCHJIKa Ha <«IpUbIM3UTeJIbHOEe» 3HaueHMe WM IapaMeTp B
HaCcToAleM oM CaHUU BKJIOUAET (n OIIMCHBAaET) BapMaHTEH
OCYIEeCTRBJIEHUS, KOTOpPHEE HallpaBJIeHH Ha 2T0 33HadUeHMe WM DapaMeTp
Kak TaKOBHE.

CilenyeT IIOHMMATL, UYTO acCHeKTh M BapMaHTH OCYMEeCTBJIEeHUA
HACTOAmMETO PAaCKPHTUS BRJIOUAT «COoIepXamui», «COCTOAMUMY» U «IIO
CYIIeCTBY COCTOAMUM M3» aCIeKTOB M BapPMAaHTOB OCYINEeCTBJIEHUS.

TepMmH KAHTUTEJIO» BKJIOUAEeT [MOJIMKJIOHAJIb HEE aHTuTeJa,
MOHOKJIOHAJIbHEIe aHTUTeJa (BRJIIOUA A [IOJIHOPa3MEPHHE aHTUTeJa,
KOTOpPHE WMMeRnT Fc-objlacThk MMMYHOTJIOOYJIMHA), KOMIIO3ULUM aHTUTEJ C
IOJIMSIIUTOIIHOM CIeuMPUUIHOCTLIO, noJucrneunupmuiecrme aHTUTeJa
(HanmpuMep, OHcCHeuIMdUMUeCKMe aHTUTEeJa, IOMaTella W OIOHOIENOUeUHHE
MOJIEKYJIE) , a Takxke ©¢parMeHTH aHTUTeJl (Hamopumep, Fab, F(ab'): u
Fv) . B HacCcToOAmeM OIIMICAHUMU TEepPMUH KYMMYyHOTJIOOYJIMH» (Ig)
VCIIOJIE3YIT B3aMMO3aMeHSIeMO C «KaHTUTEJIOMY».

OCHOBHOe 3BBEHO aHTUTeJla ¢ 4 uensaMM TIOpencTaBjsgeT cobon
TeTepOoTeTPaMepPHEM TJUIMKOINPOTEMH, COCTOAMUM M3 IBYX MIEHTUUHHX
Jerkux (L) HemnmeM ¥ OBYX MISHTHMUHBX TaxeJbx (H) menem. IgM
AHTUTEJIO COCTOMT M3 5 OCHOBHHX 3BEHBEB TI'eTepoTeTpaMepa HapAany C
OOINOJIHUTEJIbHEM I[IOJIMIIENITMOOM, Ha3uHBaeMeM J Lelb, MW comepxuT 10
AHTUTEeHCBARHBAKIKX YYaCTKOB, ToI'Ia Kak IgA aHTUTeJla COCTOUT U3
2—-5 OCHOBHHX 3BeHbeB C 4 lelsaMM, KOTOPHE MOTYT IIOJUMEPU30BATELCH
c ofOpazoBaHMEM I[IOJIMBAJIEHTHEIX TPYINI B kKoMOMHauuM Cc J Lenbio. B
ciayuae I1gG, 3BeHO C 4 uHenaMr OOHUHO COCTAaBJIAET NIPUOIM3UTEJILHO
150000 OaJIbTOH. Kaxmag L Lemb CBSA3aHa c H ueneio oOHOM
KOBAJIEHTHOM OUCYJILQUIOHOM CBS3bI0, ToI'la KakK IBe H LenoM CcBS3aHH
opyT c OPpYyT'OM onmHOM MJIN foJiee OMCYJIbQUIHBEIMIM CBA3AMU B
3aBUCHMMOCTM OT wm30TUulla H menm. Kaxmasgs H m L Lelb Takxe MMeeT
pasleJIeHHEIe pPaBHEMM I[IPOMEXYTKaMM JIUCYJbOUIHEIE MOCTUKM BHYTPU
nenu. Kaxmas H Lenb mMeeT Ha N-KOHIe Bapuad®eJbHBM »JoMeH (Vy), 3a
KOTOPEIMU CJIeOVIT TPpM KOHCTAHTHHX »OoMeHa (Cy) IJId KaxIo M3 o M VY
lene u yeTHpe Cy IOMeHa IJIA M30TUIIOB U U ¢. Kaxmasg L lelb MMeeT
Ha N-koHIle BapuabeJib HEl IOoMeH (V) , 23a KOTOPBIM cJenyer
KOHCTAHTHHEM IOOMEeH Ha IpyI'OM ero KoHIe. Vi BHPOBHeH Cc Vg, a Ci

BEIPOBHEH C II€PBEM KOHCTaHTHEM JOMEHOM T SKeJION elin (Cul) .
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CuMTaeTCs, UYTO TPaHMLY MexXxIy BapMabOeJIbHEMM IOMeHaMM JIeTKOM Lelu
M TAXeJOM Lenu o00pa3ylT KOHKPEeTHEE aMUHOKMCJIOTHEIE OCTAaTKU.
ObpaszopaHMe maph u3 VH m VL ofpalyeT OIMH aHTUITEeHCBS3HBAaIUNA
ydacTok. [IJd CTPYKTYpPH UM CBOMCTB pPa3HHX KJIaCCOB AaHTUTeJ, CM.,
HanpuMmep, Basic and Clinical Immunology, 8th Edition, Daniel P.
Sties, Abba I. Terr and Tristram G. Parsolw (eds), Appleton &
Lange, Norwalk, CT, 1994, page 71 and Chapter 6.

L uens JoBoTo BUOa I[NO3BOHOUHEIX MOXHO OTHECTM K OOHOMY U3
IBYyX UEeTKO pa3JIMuyalmuxcsa THUIOB, Ha3HBaeMHX Kalllla u JaMmbmoa, Ha
OCHOBE AaMMHOKMCJIO THEIX nocjienoBaTeJIbHOCTEN 17,924 KOHCTAaHTHHX
IOMEHOB. B 3aBUCUMMOCTM OT aMMHOKMCIIOTHOM I[OCJIeNOBaTEIbLHOCTHU
KOHCTAHTHOTO JOMeHa MX TaXeJHx Leneit (CH) MMMyHOTJIODYJIMHEL MOXHO
OTHECTM K PasHBEM KJjlacCaM WIM M30TulaM. CymecTBYeT OATh KJIacCOB
MMyHOTUIOOyJMHOB: IgA, IgDh, IgE, IgG u IgM, MMeKIMX TAKEJHE
nenyu, o0O3HaueHHHe &, O, €, Y U 11, COOTBETCTBeHHO. KJlacCH y U O
OOTIOJIHUTEJIEHO OeJIaT Ha IOOKJIACCH  Ha OCHOBE OTHOCHUTEJIBHO
He3HAUUTEJILHHX OTJIMUMM B  IIOCJIeHOoBaTeJIbHOCTM M dyHkummu  CH,
HanpuMep, Y JoOIOeN DSKCIPeCcCUpPYRTCHa CJelylmMe OOIOKJIaccH: IgGl,
IgG2, IgG3, IgG4, IgAl m IgAZ2. IgGl aHTHUTeJ]la MOT'YT CYIMeCTBOBAaTH
BO MHOXEeCTRBE IOJIMMOPOHEIX BapMaHTOB, Ha3EBaeMBX AJIJIO THUIIEL
(paccmoTperHo v Jefferis m Lefranc 2009. mAbs Vol 1 Issue 4 1-7),
OO M3  KOTOPHX  HNOOIXOOWUT  IJA  MCIOJBb30BaHMSA B HaCTOALlEM
PaACKPHTHUM . pacrIpoCTpaHeHHEMN aJIJIO TUIIMY e CKUMIU BapMaHTaMu B
UeJIOBEeUEeCKUX IONYJALUMAX ABJIAITCA IIONyJlauur, ofo03HauaeMbe OyKBaMu
a, £, n, z.

«BHIIOEJIEHHEIM» aHTUTEeJIOM ABJAeTCH aHTUTeJIo, KOoTopoe  OBJIO
UDeHTUOULIVPOBAHO, OTIEJIEHO W/WIM W3BJIEUeHO M3 KOMIIOHEHTAa CpemnH
ero BOS3HUKHOBEHMS (HalpuMep, B IpUpode WIM pPeKOMOMHaHTHO). B
HEeKOTOPHX BapMaHTax OCYmMEeCTBJIEHMA  BHIOEJIEHHHY  [NOJUIENTHI  He
COONEepXMUT CBSA3M CO BCeMM JPYyTI'VMMU KOMIIOHEHTaMM M3 CpeOs eTo
BO3HMKHOBEHUA. 3arpAs3HAKIME KOMIIOHEHTH CpeOu €TI0 BO3HUMKHOBEHUSA,
Taxkue Kak KOMIIOHEHTHI, IOJIyUYEeHHEE us pexoMOVHAaHTHEIX
TPaHCOUIIMPOBAHHEX KJIETOK, IMPelICTaBJIAKRT CODOOM MaTepualikl, KOTOPHE
OOBUHO ABJAKTCA IIOMexXaMM B MCCJIeIOBATENIbCKUX, OUATHOCTUUECKUX
WM TepaleBTHUUECKMX BapMaHTax I[IpMMeHeHMHA aHTuUTeJa, U MOTYT

BKJIOUATL (QEepMeHTH, TOPMOHE U »OpyIMe OeJIKOBEHE WM HeOeJIKOBHE

PacTBOPEHHEIE BelecTBa. B HeKOTOPHX BapuaHTax OCylIeCTBJIEHUA
HoJIMIIenTmn oummalnT: (1) »mo Bojiee ueM 95% 1o Macce aHTHUTeJla, UYTO

oIipeneJidT C IIOMOIBIO, HallplrMep, MeTOoma Jloypwu, a B HeKOTOPEX

BapMaHTax OCylleCcTBJIeHMA »Ho 0oJjiee ueM 99% 1no Macce; (2) 1o
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CTelleHM, OOCTATOUHOM IJIA IIOJIYyUeHMA 110 MeHbmel Mepe 15 ocTaTkoB
N-KOHIIeBOM  UJIU BHYTpPEHHEN AMUHOKUCJIJIOTHOM  IIOCJIedOBaTeJIbLHOCTHU
IyTeM MCIOJIL30BaHMA CeKBeHaTopa C BpalallyMca cTakaHoM, wuiam (3)
OO TOMOTEeHHOCTM C InoMombiw SDS—-PAGE B HeBOCCTAHABIMBAKIIMX WJIU
BOCCTaHaBJIMBAKIMX YCJOBMAX C MCIOJB30BaHMEM KpacUTeJd KyMaccCu
CUHUM WU CcepelOpsaHBM. BHOeJeHHOEe aHTUTEeJO BRJUaeT aHTUTeJIO in
situ BHYTPM pPeKOMOMHAHTHHX KJETOK, IIOCKOJLKY IIO MeHbIel Mepe
OIOMH KOMIIOHEHT eCTeCTBEeHHOM OKpyXaKlel cpenb aHTuTeJa He 0Oymer
IPUCYTCTBOBATE . OBBUHO, OIOHAaKO, BHIeJIeHHBIM NOJIMIIENTULI  WUJIN
AHTMTEJIO I[oJIyYalT ¢ IIOMOmbLI IO MeHblleM Mepe OOHOM cTaluu
OUMCTKIU .

TepMMH  «MOHOKJIOHAJIBHOE AHTUTEJIO» B paMrKax HaCTOAmMeTo
n300peTeHrsS OTHOCUTCSA K aHTUTeJy, I[IOJYyUYeHHOMY U3 IIONYJSALUM IIO
CYIEeCTBY TOMOT €HHEIX aHTHUTe, T.e. OTOeJIbHHEe aHTuTesa,
cocTaBJgnmMe  IIOIYJIALINIO, ABJIAITCS MUISHTUUHBEMM 38 MCKJIOUEHMEM
BO 3MOXHEIX CylleCTBYIOIMX B opupone My Talui "/ Ui
IIOCTTPAaHCIALUMOHHEX MOIUPUKALIUM (HanpuMep, 3oMepu3alini,
aMUIMPOBAHUM) , KOTOPHEHE MOTYT IIPUCYTCTBOBATL B He3HAUMTEJIbLHHX
KoJIMUeCcTBax. B HEKOTOPHX BapMaHTax OCYIEeCTBJeHMS MOHOKJIOHAJILHEE
aHTHUTeJa uMeonT C-KOHIEeBOe pacHellJIeHrMe B TSKeJOM Lenou W/ Win
Jerkom ulenu. Hampumep, 1, 2, 3, 4 mamM 5 aMMHOKMCIIOTHHEIX OCTAaTKOB
pacmenssaioT Ha C—KOHIe TSKeJoM ULenu u/uiau  JIeTKoM Lenm. B
HEKOTOPEX BapMaHTaxX OocCylleCcTBJIeHMA C—KOHLIeBOe pacllellJlIeHre yhaJigeT
3  TaxeJom uenu C-KOHIEBOM  JIM3UH. B HEKOTOPHX BapMaHTax
OCYIIeCTBJIEHN A MOHOKJIOHAJIbHEIE aHTHuTeJ]a MMET N—-KOHILIEBOE
pacumerjieHmMe B TAXeJION Lenu u/miam JeTkol uenm. Hanopumep, 1, 2, 3,
4 miau 5 aMMHOKUCJIOTHHEIX OCTATKOB pacllellyigioT Ha N-KOHIe TIXeJIon
nenu u/mian JIeTKOM LenM. B HEeKOTOPHX BapMaHTax OCyleCTBJICHUS
MOHOKJIOHAJIb HEIE auTuTeJa ABJIAITCA OuUeHb crnelundmMueCcKMMI,
HaOpaBJIEHHEMM [IPOTMEB OIOHOT'O AHTHUIEeHHOTO YydYacTKa. B HEeKOTOPHX

BapMaHTaX OCyIeCTBJIEHVMA MOHOKJIOHAJIBEHEIE aHTUTEeJIa ABJIANTCA OUEHBb

crieumpmUue CcKmUMM, HallpaBJICHHEBEIMNM IIPOTHE MHOXeCTBa AHTVMIT'€HHEBIX
YYaCTKOB (Takue KakK Oucnenmudmruecroe aAHTHTEJIO MJI
NOJIUCTIendUUIEeCKOe AHTUTEJIO) . OnpenejieHue KMOHORJIOHaJIEHOE»

IIOKa3EBaeT XapakrTep aHTH1TEeJla, IIOJIYYEeHHOTI'O nus 10 CymecCTBY
TOMOT eHHOM IIOITYyJIAIVMM aHTUTEeJI, M €eI'O He CcjlelyeT MCTOJIKOBEBATE B
KauecTBe HeOOXOOMMOCTHM IIOJIYUeHMSI aHTUTeJla KaKuM—JMOo KOHKPETHEIM
criocodboM. HaHpMMep, MOHOKJIOHAaJIE HEIE aHTHTEeJIla, rmomjieXxamue
IIPMMEHEHVIO COTJIaCHO HaCToAlleMy PaCKPEITHIO, MOXHO ITIOJIYUNUTB C

IIOMOIIBIO MHOXeCTBa MeTOIONK, BKJIOUa4A, HallprMep, I‘M@pM,]IOMHbHZ
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crioco6, crnocobu pexoMOMHaHTHOM [HK, TexHoJoTruM (GaroBoTr0 IUCILIES
M TEXHOJIOTUM IOJIyUeHUS UYeJIOBeUeCKUX WM UeJIOBEKOIIOIOOHEX aHTUTEeJI
Y KMBOTHEIX, KOTOPHE MMET 4YacTU WM BCe JIOKYCH UYeJIOBEUeCKOTO
VMMYHOTJIOOYJIMHA NI T'eHH, KoOupyoummre [IOCJIeDOBATEJILHOCTH
VMMMYyHOTJIOOYJIMHa dYeJIoBeKa.

TepMMH «IT'OJIO€ AaHTUTEeJIO» OTHOCHUTCH K aHTUTeJly, KOTopoe He
KOHBIOTMPOBAHO C LUTOTOKCUUECKMM OQpaIMeHTOM WMJIM pPaOuOM30TOIIHOM
METKOM .

TepMUHE «IIOJIHOpPas3MepHOe aHTUTEJIO», «MHTaKTHOE aHTUTEJIO» WU
«IIOJIHOE  aHTUTEJIO» MCIOJB3YyKT B3aMMO3aMeHAaeMO OJIg CCHBUIKM  Ha
AHTUTEJIO B eTo IO CYmeCcTBY MHTaKTHOM dopMe, B OTJMUME OT
bparmeHTa aHTUTeJa. CneundmuecKy  IIOJIHHE aHTUTEeJa BKJIOUAIT
aHTUTeJla C TOSXeJEMM U JIeTKMMM LensaMM, BKJodas Fc-obJjacThb.
KOHCTAaHTHEMM [OOMeHaMy MOTYT OHTH KOHCTAHTHEE HOOMEHH C HaTUBHBEMA
IOCJIENOBATENBHOCTAMY (HaOpuMep, KOHCTAHTHHE IOOMEHH C HaTUBHEMU
[IOCJIeDOBaTEJIEHOCT AMU yeJioBeKa) NI c BapraHTaMu nx
aMUHOKMCJIO THEIX IOCJIeNOBATENILHOCTEN . B HeKOTOPHX CIIy4dasx
MHTAKTHOE AaHTUTEJIO MOXeT KMeThb OIHYy WK 0oJjiee 30OeKTOPHEX
OYyHKLINN .

«dparMeHT aHTUTeJIa» COHOEPXUT dYacTbk MHTAKTHOTO aHTUTEeJa,
AHTUT eHCB S 3EBallly u/Uim BaprabellbHY oByacTb MHTaKTHOTO
aHTuTeJla. lIpuMepH QparMeHTOB aHTUTeJla BrJmouanT Fab, Fab', F(ab'):
n Fv-QparMeHTH; IMaTeJa; JMHeMHHe aHTuTesa (cM. IlaTe”HT CIA N
5641870, npumep 2; Zapata et al., Protein FEng. 8(10): 1057-1062
[1995]); MOJeKyJIE OIOHOLIeIIOUeUHOT'O aHTHUTeJla U I[OIoJUcIelupmuueckme
aHTuTeJa, oOpas3oBaHHHE M3 QpPaIMeHTOB aHTUTeJa.

B pe3syJabTaTe pacllellJIeHUMsa aHTUTeJ IallaMHOoM IIoJiydalT MOBa
UIEeHTUUHBIX AHTUTEHCB A3HBalommUX bparmeHTa, Ha3bBaeMBIX «Fab»—
bpaTMeHTH, ¥ OCTaTOUHHM «Fcy»—dparMedHT, oB0O03HaueHUe, OTpaxawilee
CIIOCOBHOCTE  JIETKOM  KPUCTaJJIM3alluu. Fab-dparMeHT cocTouUT U3
noJHOM L LlenM Hapfady C OOMeHOM BapuabelibHOM objactu H uenmu (Vu) u
IepBEIM KOHCTAHTHHM IOMEHOM OINHOM TaxeJon unenu (Cyl). Kaxmoemr Fab-
dpaTMeHT ARBRJIAeTCH MOHOBAJIEHTHHM B OTHOINIEHUM CBSAS3HBAHMA aHTUITEHa,
T.E. OH WUMeeT OIMH AaHTUTEeHCBASZHEBaKMMM  yY4J4aCcTOK. ObpaboTka
aHTUTEeJIa IIelCUMHOM H»aeT OoAOMH OoJjpmoM F(ab'):—-bparMeHT, KOTOpPHM
OpUBIM3UTEJIEHO COOTBETCTBYeT IBYM CBA3aHHEM OUCYJIbOMIOM Fab-
dparMeHTaM, MMEKIVM Pa3HYyK aHTUIEeHCBA3HEBAKMYyK aKTMBHOCTL, U BCe-—
TaKM CIHOCODOEeH TIIepeKpeCcTHO CBA3HBATL AaHTUTEH. Fab'-doparMeHTH
oTIMYalnTCcsa OT Fab-dpaTMeHTOB HaJMUMeM HECKOJIBKMX IOIOJIHUTEJbHEX

OCTaTKOB Ha KapbOOKCHM KOHILe Cyl 1noMeHa, BKJWOUaAd OIOUMH WM OoJee
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IMCTEMHOB M3 MapHUMPHOM 0OJIacTM aHTHUTeJa. Fab'-SH a4gBjudgeTcda
OBO3HaUeHNEeM B HacToAmeM OIMCaHUN ojs Fab', B KOTOPOM
LIMCTEUHOBEM OCTaToOK (ocTaTKM) KOHCTaHTHEIX IOOMEHOB HeCyT
CBODOIOHYIO THMOJIOBYIO TPYHIY. F(ab')—bparMeHTH AHTUTEJI

IepBOHAUAJIbHO OBUIM IIOJIyYeHH B BuUIe IHap Fab'-dparMeHTOB, KOTOPHE
MMelT MeXOy HUMM MapHMPHEE LUCTeMHBl. TakXe M3BECTHHE IpyITue
XUMHUUECKME COeOMHeHUd Gpal'MeHTOBR aHTUTeJa.

Fc—-dparMeHT CcOmepXuT KapBoKCU—KOHIeBHEe uYacTu obeux H Ilemne,
YIOEPXUBAEMBIX BMeCTe OUCYIbOUIaMr. O9OOOeKTOPHEE OQOYHKLIUM aHTUTEJ
OIIpemelIAlTCa IIOoCJIeNoBaTeJIbHOCTAMM B Fc—objacTtu, o6JacTy, KOTOPYI
TaKXe paclo3HalnT Fc-peunentopH (FcR), Haxomdammecs Ha HeKOTOPHX
TUIIaxX KJIETOK.

«Fv» HnpencTaBideT coBoM MUHMMAJILHEM  QpaTlMeHT a”HTHuTesa,
KOTOPHM COOEpPXUT IIOJIHEIM paclo3Hal MUy ¥ CBA3HBAaIMUN aHTUITeH
ydyacTok. JaHHBEM O(parMeHT COCTOMT M3 IMMepa »OoMeHa BapuadeJibHOM
obJjlacTu onoHOM T SXKeJION " omHOM JeTrkomn Lenmn C TeCHOM,
HeKOBAaJIEHTHOM CBA3bLI. B pes3yJjbTaTe CKJIAOBBaHUA 2THUX OBYX IOMEHOB
oBpa3’yeTcsda mMecThb I'MIepBapuabelJIbHHX IIeTeJlb (10 3 MNeTJM, KaxXoas U3
H u L uenmu), KOTOPHE HOaKT aMMHOKMCJIOTHEE OCTAaTKM IOJIS CBA3HBaAHUSA
aHTUT'eHa U IOIpUuOamrT aHTUTeJly aHTUIEHCBAS3HEBAKIYKD CIHeUMOMUHOCTSD.
OnmHako, oaxe OOVH BapuabeJib HEl OOMEH (nim [IOJIOBMHA Fv,
comepxamasa ToOJIbKO Tpu HVR, crneumMdpmuecKrMx K aHTUI'eHY) obJamaeT
CIIOCOOHOCTBIO pacllio3HaBaThk U CBA3BBaATE aHTUIEH, XOoTda C 0OoJee
HUBKOM addMHHOCTLIO, UYeM LeJbl YJ4aCcTOK CBSA3LBaHUA.

«OpgHoULeroueuHee Fv», TakXe COKpalleHHO Ha3HBaeMele «sEv» wmim
«scFvy», ImOpencTaBJIgoT coBoM (QparMeHTH aHTUTeJI, KOTOPHe coIepXxar
ooMeHel VH m VL aHTUTeJla, COeIMHEHHEEe B OIOHY IIOJIMIIENTUIHVID Lelb.
B HeKOTOPEX BapMaHTax OCYMeCTBJIeHUA SFV HNOJIUINeNnTUO OOMNOJIHUTEJIBHO
COOEPXMUT TIOJIMIIeNTUIOHEY JIMHKep MeXOy »ooMeHamMM Vi u, Vi, KOTOPHM
obecrneunBaeT sEv mjug oOpasoBaHUA HYXHOM CTPYKTYPH IOJIS CBSA3LBAHNUSA
aHTureHa. J[iaa o6z3opa sFv, <M. Pluckthun The Pharmacology of
Monoclonal Antibodies, vol. 113, Rosenburg wmu Moore eds.,
Springer-Verlag, New York, pp. 269-315 (1994).

«OYHKIMOHAJbHHE bparMeHTED> aHTUTEJ COTJIacHO HacToAmeMy
PACKPHETHUI COIOEepXaT YacCTh MHTAKTHOTO aHTHUTeJa, OOHYHO COIepXallyk
AHTUTEHCBABHBAKIYK WM BapuabellbHyK o00JIacTh MHTAKTHOTO aHTHUTEeJa
VIV Fv—-o6iyacTb aHTUTeJa, KOoTOpasd COXpaHdgeT VI obJjlamaeT
MOOMOUUMPOBAHHOM CHOCOOHOCTLID CBA3HBaHMA FcR. IlpuMepH (parMeHTOB
aHTHTeJla BKJIOUAT MOJIeKYJIE JIMHEeVMHHX aHTUTe, OIOHOLEIIOYEUHEIX

AaHTHUTEeJI " HO.J'H/ICHeI_U/IC_queCKMe aHTHTeJla, O@paBOBaHHBIe ns @paI‘MeHTOB
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aHTUTEJ.

MOHOKJIOHAJIBHEIE AaHTUTEJla B HACTOAUWleM ONUMCaHUM CHeludruecKU
BKJIOUAKT «XVMEPHHE» aHTUTeJla (MMMyHOTIJIOOYJIMHEL), B KOTOPHX 4YacTb
T XKEJION n/nan JIeTKOU uenu UOEHTUYUHA W TOMOJIOTHUUHA
COOTBETCTRYIINM ocjienoBaTeJIbHOCT AM aHTUTEJ, [IOJIYYEeHHEIX nus
KOHKPEeTHOTO BMIa WM OTHOCHAIMXCH K KOHKpPpeTHOMY KJjlaccy WU
[NoOKJIacCy aHTuTes, TOor'Da KakK ocTajibHad dYacThb Lelu (nenerln)
MIOEeHTUYHAa (MOeHTUMYUHE) W TOMOJIO TMUHE COOTBETCTBYIMM
[IOCJIeOOBaTEJIbHOCTAM AaHTUTEJI, I[IOJIYUYEeHHEX M3 »OpYyI'oro BUIa WU
OTHOCHAMMXCA K OPpYyT'OMy KJlacCy WM TIIOOKJIACCYy aHTUTeJ, a TaKxe
dparMeHTH TaKMUX aHTUTeJI, I[IpU VYCIOBMM, UTO OHM IOEMOHCTPUPYIT
HYXHVID OMOJIOTMUECKYID aKTMBHOCTL (IlaTenT CHIIA N 4816567; Morrison
et al. Proc. Natl. Acad. Sci. USA, 81:6851-6855 (1984)) .
MHTepecynlMe XMMEPHEE aHTUTeJla B paMKax HacCToAmeTo KM300peTeHUrd
BRJIOUAKT aHTuTeJia PRIMATIZED®, Y  KOTOPHX AaHTUTEeHCBAS3HRAKIAA
oBJIaCcThs aHTUTeJIa [DoJIydeHa W3 aHTUTesa, I[IOJYUYeHHOT'O, HalpuMmep,
INOCPEnCTBOM MMMYyHM3allMM MaKaK MHTepeCyK MM aHTUIEeHOM. B paMkax
N300peTeHNI «TYyMaHU3MPOBaAHHOE AaHTUTEJIO» MCIOJbB3YKRT B KauecTBe
NOOMHOXECTBA «XMMEPHHEX aHTUTEI».

«I'yMaHMBMPOBAHHEE» (QOPME HeUeJIOBeUeCKUX (HallpVMMeP, MBIIMHEIX )
AHTUTeJI OPpelCcTaBJILT CcoO0M XUMEPHEE aHTHUTeJla, KOTOPHE COIOepXar
MMHMMAJIBHYIO I[IOCJIEeONOBATEJILHOCTL, IIOJIYUEHHYK M3 HeueJIOBEUeCKOI'O
VMMYHOIUIOOyJIMHa. B OOHOM BapMaHTe OCYIeCTBJIeHUSA I'YMaHU3UPOBAaHHLBM
AHTUTEJIOM ABJISETCS UeJIOBeUeCKUM  UMMYHOTJIOOYJIMH (peuunmMeHTHOE
aHTHUTEJIO) , B KOTOPOM  OCTaTKM U3 HVR  peuunmeHta 3aMeHeHH
ocraTkaMrM 3 HVR He 4ABJAKIEIOCHd UYeJIOBEKOM BMIa (moHOpPCKOE
AHTMTEJIO), TaKoTo Kak MBIk, KpPHCA, KPOJMUK WJIM HeueJIOBEeUeCKUN
npuMaT, obJamanmui  HYXHOM  CHeUUMOUUHOCTLIO, addMHHOCTLID /MK
CIIOCODHOCTBLI. B HeKOTOPEIX cliyuasax oOCTaTKU FR uyeJjioBeueckKoIO
VMMYHOTJIOOYJIMHA 3aMeHgT COOTBETCTRYIVMA HeueJIOBeUeCKMMU
ocTaTkaMmr. KpomMe TOTO, IYMaHUBUMPOBAHHEE aHTUTEJIa MOTYT COOepXaThb
OCTaTKM, KOTOPHEe He ODHaAPyXeHH B PEUUIMeHTHOM aHTUTeJle WIM B
OOHOPCKOM aHTUTEJIe. Chyzi MOIUOUK AL MOXHO IOJIYUUTH oJjig
OOTIOJIHUTEJILHOTO  YIyUlleHMd 20PeKTUBHOCTM  aHTUTeJa, TakoM Kak
adOMHHOCTE CBA3HEBaHUA. B o00meM, I'YyMaHUSUMPOBAHHOE aHTUTEJIO OyIeT
comepXaThb IO CymMecTBY BCe M3 II0 MeHbIleM Mepe OOHOTO, a OBOBUYHO
IOBYyX BapuabeJIbHEIX IOOMEHOB, IIpMUeM BCe WIM I[IO CYIeCcTBY BCe
TuneppapmuabesibHEEe IIeTJIM COOTBETCTBYT IIeTJIAM I[IOCJIeOOBaTeJIbHOCTHU
HEeUeJIOBEUeCKOTO MMMYyHOIUIOOYJIMHa, a BCe WM I[I0 CyllecTBY Bce FR-—-

obylacTu npencTaBJIAKRT cobou obylacTu I1oCJIeIoBaTEeJIbHOCTHM
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HEUEJIOBEUECKOTO MMMYHOTUIOOYJIMHa, XOTHd FR-06JacTu MOT'YT COLOEPXaTh
OOHYy WM 0oJilee 3BaMeH OTIOeJIbBHHX OCTaTKOB FR, KOTOpHE YJIYyUllaKT
50PeKTUBHOCTE aHTHUTEeJIa, TaKyIo Kak adPMHHOCTE CBA3BIBAHUA,
M30MepKr3alno, VMMYyHOT'€HHOCTL M T.I. B HEeKOTOPEX BapuaHTax
OCYyIleCTRJIEHUA KOJIMYECTBO STUX AMMHOKMCJIO THEIX 3aMeH B FR
cocTaBJgeT He ©Oojlee 6 B H uenu, a B L uenu He O0oJjee 3.
T'yMaHM3MpOBaHHOE aHTUTEJIO HeoO4d3aTeJIbHO OyIOeT TakKXe COOepXaThb II0
MeHbIIlel Mepe UYacTb KOHCTAaHTHOM ofjlacTr uMMyHOTJIOOyJmHa (Fc),
OOLBUHO KOHCTAaHTHOM 006JacTyu UYeJIOBeUeCKOI'0 UMMYyHOIJIOOyJIMHa. IJ4g
OOIIOJIHUTEJILHEX IIogpod®HOoCTelM, CcM., Halpumep, Jones et al., Nature
321:522-525 (1986); Riechmann et al., Nature 332:323-329 (1988);
n Presta, Curr. Op. Struct. biol. 2:593-596 (1992). CM. Takxe,
HamnpuMep, Vaswani m Hamilton, Ann. Allergy, Asthma & Immunol.
1:105-115 (1998); Harris, Biochem. Soc. Transactions 23:1035-
1038 (1995); Hurle m Gross, Curr. Op. Biotech. 5:428-433 (1994);
M naTeHTH CIHA NN 6982321 wm 7087409. B HeKOTOpPHX BapMaHTax
OCYIECTRBJIEHVA TYyMaHM3MPOBAHHHE aHTUTEJIa HalpaBJIEHE IIPOTUB OIHOTO
AHTUT'€HHOTO ydacTka. B HEKOTOPHIX BapMaHTax OCYIECTBJIEHN A
T'YMaHM3VMPOBAHHEIE aHTUTEJIa HalpPaBJIEHE [IPOTME MHOXECTBa AaHTUI'E€HHHX
YUaCTKOB. AJBTEPHATUBHEIN CIOCO0 I'yMaHM3allMM ONMCaH B IaTeHTe CIA
N 7981843 wm nybauMKauuMM  3agBKM @ Ha  BHEIOauy IaTeHTa CIA N
2006/01340098.

«BapuabesgbHasa o006JacTb» WIM «BapuabeJIbHHM IOMEeH» aHTuTesla
OTHOCUTCS K aMMHO-KOHIIEBEHM OOMEHaM TSXeJION WJIM JIeTKOM Lelu
aHTUTeJla. Bapmab®eJbHBE OOMEHH TAXeJIOW LenM UM JIeTKOM Lely MOTYyT
HaszeEBaThCaIS «VH» m «VL», COOTBETCTBEHHO. OTM IOOMEHH  OOHBUYHO
ABJIAKTCA HauboJiee Bapuab®eJIbHEMM UYacCTAMM aHTuUTeJla (OTHOCUTEJILHO
OIPYTMX aHTUTeJ TOoI'o Xe KJacca) WM coIepXaT aHTUI'eHCBSA3HBawlue
YUYaCTKU.

TepMrH «TulleppapuabesibHad o6jacTte», «HVR» wmiam «HV» 1pu
VICIIOJIL 30BaHUU B HacCTOAmeM OTIMCaHUU OTHOCUTCH K obJacTAaMm
BapnabesIbHOTO ooMeHa aHTUTeJa, KOTOPHE ABJIAKTCSA
TUrepBapradesibHEMA infe) [IOCJIeIOBATEJIBHOCTHU n/ obpas3ynT
CTPYKTYPHO OIpeneJieHHEe TIneTm. OOBYHO, aHTUTeJla COoIepXaT MecCThb
HVR; Tpm B VH (H1, H2, H3) m Tpm B VL (L1, L2, L3). B HaTMBHEX
aHnTuTeJiax H3 m L3 »OeMOHCTpUPYT HauboJbllee pas3HooOpasue MecTU
HVR, wm mnoJjlaramnT, dYTO H3 B UYaCTHOCTM UIpPaeT YHMKAJBbHYK pPOJIE B
OpUuOaHUY aHTUTeJlaM TOUHOM chHeumpmuuHocTr. CM., Hamopumep, Xu et
al. Immunity 13:37-45 (2000); Johnson m®m Wu B Methods 1in
Molecular Biology 248:1-25 (Lo, ed. Human Press, Totowa, NJ,
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2003)) . Ha camoMm medie, CylleCcTByKIMe B IIpUponoe  BepOJIOXbU
aHTUTEeIa, cocTodmue TOJIBKO us T SIKeJION nenu, ABJIATCSA
OYHKUMOHAJIBHEIMM UM CTaOMJIBHEIMM B OTCYTCTBUM JIeTKOM ULenn. CM.,
HanpuMmep, Hamers—-Casterman et al., Nature 363:446-448 (1993) wmu
Sheriff et al., Nature Struct. biol. 3:733-736 (19906).

B HacTofmeM ONMCaHUM MUCIOJNb3YyeTCsa M BKJIOUEeH pal olpenelieHUM
HVR. HVR, KOTOPHE npencTaBJigT cobon oIpenesdnmre
KOMILJIEMEHTAapHOCTEL oBOJjlacTM coTJlacHo Kabat (CDR), OCHOBaHH Ha
M3MEeHUMBOCTHU I[IOCJIeODOBATEJIbBHOCTM M MCIOJB3YITCA HauboJiee MUPOKO
(Kabat et al. Sequences of Proteins of Immunological Interest,
5th  Ed. Public Health Service, National Institute of Health,
Bethesda, MD (1991)). BmecTo 5sT0or0o HVR Chothia oTHOCHATCHE K
IOJIOXEHUID CTPYKTYPHHEHX neTesis (Chothia wm Lesk J. Mol. biol.
196:901-917 (1987)). «KoHTakT» HVR oOCHOBaH Ha aHaJM3e IJOCTYIIHHX
CJIOXHHEIX KPUCTAJIIMUECKUX CTPYKTYp. OCTaTKM U3 KaXIom M3 »Tux HVR
OTMeUeHH HIWXKE.

Ilernna Kabat Chothia KoHTaxT

L1l L24-1L34 1L26-L34 L30-L36

L2 L50-L56 L50-L56 L46-L55

L3 L89-L97 L91-1L96 L89-L96

H1 H31-H35B H26-H32 H30-H35B (HyMepauma corjacHo Kabat)

H1 H31-H35 H26-H32 H30-H35 (Hywmepaumusa corjacHo Chothia)

H2 H50-H65 H53-H56 H47-H58

H3 H95-H102 H95-H102 H93-H101

Ecin He yKazaHO MHOE, OCTaTKM BapMabeJIbHOT'O IOOMeHa (ocTaTkM

HVR 1 oCTaTKM KapkacHOM o8JjlacTH) HYyMepVyiT coIvlacHo Kabat et al.
Brmie .

«KapxacHee» MM «FR» oCcTaTKM OpPpenacTaBJIgAlT coBoM Te OoCTaTKU
BaprabesJbHOT'O IOOMeHa, KOTOPHEe OTIMYanTcd ocTaTkoB HVR corjacHO
OIpelelJIeHMID B paMKaX HaCTOoAmero M300peTeHUd.

BrpaxeHre «HyMepalMd OCTATKOB BapualOeJIbHOTO IOMeHa COIJIacHO
Kabat» mIn «HyMepalusda TMO3ULUMM aMMHOKMCJIOT coTJlacHO Kabat» m ero
BApPMaHTEH  OTHOCUTCHA K cucTeMe HyMepaluuu, VCHOJIB3YEeMOV  OJId
Bapra®eNIbHEIX HOOMEHOB TXKeJIOM LelM WiIM BapMadelIbHEX IOMEHOB
JIeTKOM LlelM COIJIaCHO KOMOWJIAUUM aHTuTeJ B Kabat et al. Brme. Ipwu
VCIIOJIL 30BaHUN STOM CHUCTEMEL HyMepaluuu peaJyibHad JIMHeVHa 4
AMMHOKMCJIOTHA L [IOCJIeIOBATEJIbHOCTE MOXeT comepXxaThb MeHbIIee
KOJIMYECTBO  WMJIM  LOOIIOJIHMUTEJILHEE AMMHOKMCJIIOTEL, COOTBETCTByKIINE
COKpalleHMio MM BcTaBke B FR  wmim HVR  BapmaOesIbHOTO IOOMeHa.

HaanMep, BapM&@eJ’IbeHZ IOOMEH TIXeJION LellM MOXeT comepXaTb OIOHY
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AMMHOKMCJIOTHYK  BCTaBKY (ocTaToxk 52a corjgacHo Kabat) rnocJjie
ocTaTka 52 HZ2 u BCTaBJIeHHEE OCTaTKM (HalpuMMep, ocTaTku 82a, 82b
u 82c m T.m. comJjlacHo Kabat) mnocme ocraTka 82 FR TaXeJOoM LeNu.
HyMepauuio ocCcTaTkKoOB comjlacHo Kabat MOXHO oopenejiMTb OJIS DaHHOTO
aHTUTeJa oyTeM BHPaBHMBAHU A B oBJjacTax TOMOJIOTUM
IOCJIeIOBATEJILHOCTY  aHTUTEeJa CO «CTaHIapTHOM» IIPOHYMEepOBaHHOM
[IOCJIeIOBaTEJIbHOCTEID coIJiacHOo Kabat.

KAKIENTOPHEM UYeJIOBeUeCKMM Kapkac» IJsS leJel HaCTOoAMmeTo
n300peTeHns IpencTaBJgeT coboM Kapkac, coIepxXaluy aMUHOKMCIIOTHYIO
[IOCJIeIOBaTEeJIbHOCTE Kapkaca VL wmiam VH, TI[IOJNYUeHHYI M3 Kapkaca
YeJIOBEUEeCKOTO  UMMMYHOIJIODYJIMHA  MJIM  UeJIOBeueCKOM  KOHCEeHCYCHOM
IoCcJyIeIOBaATEJILHOCTM Kapkaca. AKIESITOPHHNM UeJIOBEeUECKMM  Kapkac,
KIIOJIYUEeHHH  M3» Kapkaca JeJIOBEeUeCKOTO VMMYHOTJIOOYJIVMHAa VI
YeJIOBeUeCKOM  KOHCEeHCYCHOM  IocjeloBaTeJIbHOCTM  Kapkaca, MOXET
comepXxaThk TaKyK Xe eI'0 aMUMHOKUCIIOTHYI II0CJIelOBaTeJIbHOCTE, WJIM OH
MOXeT CcoIepXaTh paHee CYIeCTBOBABIME M3MeHeHUSI aMMHOKMCJIOTHOM
[IOCJIENOBATEJILHOCTH « B HEKOTOPHX BapMaHTax OCyMeCTBJIEHNU A
KOJIMYECTBO paHee CylmeCTBOBaBIMX aMVUHOKMCJIO THEIX M3MeHeHUM
cocTapJasgeT 10 wmim MeHee, 9 miIM MeHee, 8 WJIM MeHee, 7 WIM MeHee,

© WM MeHee, 5 wmiIM MeHee, 4 WM MeHee, 3 WIM MeHee WIM 2 WM

MeHee.

«IIpoueHT (%) UOEHTUUHOCTU aMUHOKMCJIO THOM
IOCJIeIOBATEJILHOCTU» OTHOCHUTEJILHO 2TaJIOHHOM [IOJINIIEIITUIHOM
[IOCJIeDOBATEJIbHOCTHU orpenejieH Kak [IPOLIeHTHOE 3HaUeHue
aMMHOKMCJIO THEIX OCTaTKOB B KaHIMOaTHOM [IOCJIeIOBaTEeJIbHOCTH,
KOTOpPHE UIOEeHTUYUHE AMVHOKMCJIO THEIM ocTarTkKam B STAJIOHHOM
IOJIUIIEIITUIHOM nocJjieoBaTeJILHOCTHU, nocJjie BHPABHMUBAHUSA

IOCJIeNOBATENIbLHOCTEY ¥ BBeleHMSA PaspHBOB, eCJIM HeoOXOoIMMO, MOJId
OOCTIIKEeHU A MaKCHUMaJIEHOTO IpoLleHTa UIOEeHTUYHOCTHU
[IocJIeIOBaTeJIbHOCTH, U ©0e3 ydueTa KaKUxX—JMOO KOHCEPBATMBHEIX 3aMeH
B KauecCTBe UYaCTM MIEHTUUHOCTM I[IOCJIeIOBaTe&JIbHOCTHU. BEpPaBHMBaAHUE C
LeJIBIo onpeneJjieHUsS IpoLEeHTa MIOEHTUYHOCTHU aMMHOKMCJIO THOM
[IOCJIENOBATEJIbHOCTY MOXHO OOeCleuMThk Pa3HBEMM I[IYyTAMM, KOTOPHE
V3BECTHE CeuuaJjiucTy B OaHHOM obJjlacTu, HallpuMep, C
MCIIOJIb 30BaHUeEM 0o0IenOCTYIIHOT'O KOMITBEIOTEPHOTO IpOTPaMMHOTO
oBecrniedyeHrda, TaKOT'O Kak IIpoT'paMMHOe obecrneueHme BLAST, BLAST-2,
ALIGN miau Megalign (DNASTAR) . CHneumaJMCTH B IOaHHOM o0O0JJACTM MOTYT
onpeneinThb MOOXOOAmKre rnapamMeTpH nJis BHPABHUBAHUSA
IIOCJIENOBATENIBHOCTEV, BKIOUasa JIOOHE aJITOPUTME, HeOOXOIMMEE OJIA

JOCTVMXEHNMA MaAaKCHMMaJIbHOI'O BREPaABHMBaAHMA IIO BCeM IOJIMHE CPaBHMBAEMEX
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IoCcJIenoBaTeNbHOCTeV . Hamnpumep, % MIOEHTWYHOCTM aMMHOKMCJIOTHOM
IIOCJIENOBATENBHOCTY 3aOaHHOM aMMHOKMCIIOTHOM IIOCJIENOBATEJILHOCTU A
K, C WJIM OTHOCUTEJIbHO 3alaHHOM aMUHOKMCIIOTHOM IIOCJIeHOBaTEJILHOCTH
B (uTo MOXHO aJIb TEPHaTURBHO chopMyIMpPOBaTH Kak 3anaHHasa
AMMHOKMCJIOTHAaA IIOCJIeIOBAaTEJIBHOCTE A, KOTOpafd MMeeT WM COLEPXUT
ONpeneJIeHHHM % UIEeHTHUYHOCTM aMMHOKMCJIOTHOM IIOCJIeIOBaTEeJILHOCTU K,
C MM OTHOCUTEJIbHO 3alaHHOM aMMHOKMCJIOTHOM IIOCJIeIOBaTeJIbHOCTU B)
PACCUMTHEBAIT CJeOylmuM o0pasoM:

yacTHoe X/Y yMHOXMTEL Ha 100

TIe X opelncTaBJIgeT cobomn KOJMUECTRBO AMUHOKMCJIO THEIX
OCTaTKOB, OlleHEeHHEIX Kak VIOEHTUUHEE COBIIaOeHUA 1o
IOCJIENOBATENBHOCTY B BHpPaBHUBaHMM A ¥ B 0o nOporpamMme, U Tae Y
opeIcTaBJigeT cobOoM ofmee KOIUUECTBO aMMHOKMCJIOTHHX OCTATKOB B B.
I[IOHATHO, UYTO, KOoTHa IJIMHA aMMHOKMCJIOTHOM MOCJIelNOBaTEJILHOCTU A He
paBHa MOJMHe aMMHOKMCJIOTHOM TIIOCJHeOOBaTeJILHOCTU B, % MOEHTUUHOCTHU
AMMHOKMCJIIOTHOM IocJiefoBRaTeJJbHOCTM A K B  He ©OymeT paBeH %
MOEHTUYHOCTY aMMHOKMUCJIOTHOM TIOCJIeOOBaTeJILHOCTU B kK A.

AHTHTEJIO, KOTOpoOe «CBS3EBaeTCH c», «crneundpruueckKu
CBA3HBAETCSA C» WM  ABJIAEeTCHS «CHeuMdruuecKMM K» KOHKPEeTHOMY
NOJUIENTUIY WM SHOUTOINY Ha KOHKPETHOM IOJMUIIENTHIe, IIpedCTaBJIAeT
cobon aHTUTEJIO, KOTOpoOe CBA3HBAaEeTCA c 5TUM KOHKPETHEM
IOJIUIIENTHIOM WMJIM DIUTOIOM Ha KOHKPETHOM IOJMIIENTHIE II0 CYmeCTBY
0e3 CBA3BBaHMA C JIOOBM JPYITMM  [IOJIMIENTMIOM  WMJIM  DIOMUTOIOM
IOJIUIIEeNTHIa. B  HEeKOTOPHX BapMaHTaxX OCYHNeCTBJIEHMS CBA3HBaHUE
aHTuTesa kK Siglec—8, oONMCaAHHOTO B HaCTOANeM OIMCaHMM (HalpuMep,
aHTuTesa, KOTOpoe CBA3EBaETCH c Siglec-8 yeJIOBEKA) C
HEepOICTBEHHLIM TIIOJIUIIENTHUIOM He Siglec—-8 cocTaBJgeT MeHee UeM

npubams3nuTenlbHO 10% CBA3HBaHMA aHTUTeNla C Siglec—8 HOpu M3MepeHUU

C TIIOMOmbI CHIOoCcOo0O0OB, MB3BEeCTHEIX B ITaHHOM ofJjlacTu (HanpuMep,
MMMYyHODEPMEHTHOTO aHajmsza (ELISA)). B HEKOTOPHX BapMraHTax
OCYIIECTBJIEHN I AHTUTEJIO, KOTOpoe CBA3EBaeTCH C Siglec-8

(HammpuMep, aHTUTEJIO, KOTOopoe CBA3HBaeTcsa ¢ Siglec—-8 uejioBeka)
MMeeT KoHcTaHTy (Kd) muccoumaumm < 1 mrxMm, < 100 mMm, < 10 mMm, < 2
uM, £ 1 v, £ 0,7 8Mm, £0,6 uM, < 0,5 uMm, < 0,1 uMm, £ 0,01 BHM MM
< 0,001 vMm (Hanpmmep, 10°° M man MeHee, Hampumep, oT 10° M mo 10-
13 M, Hamnpumep, oT 10°M mo 10713 M).

TepMMH <«aHTUTEJIO HOpoTUB Siglec—8» WMIM «aHTUTEJIO, KOTopoe
CBABEBaeTca C Siglec—8 uyeJjijoBeKa» OTHOCUTCA K aHTHUTeJy, KOoTopoe
CBA3BHBAETCSA C [NOJMIENTUIOM WM SOUTOIOM Siglec—-8 dejioBeka IO

cymmecTBRy 0e3 CBA3BBaHMUA C JIOOBM OPYITVIM IIOJIMIIESIITMIOM WJIM SIIMTOIIOM
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HepOICTBEHHOTO IOJIMIIENTHIa He Siglec-8.

TepMH «Siglec—-8» B paMkKax HACTOAMETO M300peTeH’S OTHOCUTCH
K UeJIOBEUECKOMY Oelky Siglec—-8. TepMuH TaKxe BKJIOUaET
CymecTRBYylIME B [IpUpoOXe BapMaHTH Siglec-8, BKJIOUAA  CILJIalic—
BapMaHTH NI aJijieJibHEle BapMaHTH . AMMHOKMCJIOTHA A
[I0CJIeNOBaTeJIbHOCTD MJJIIOCTPaTUBHOTO YeJIoOBeUeCKOTI'O Siglec-8
nokaszaHa B SEQ ID NO:72. AMMHOKMUCIJIOTHaA I[IOCJIENOBATEJIBHOCTD
IPYyTOTO WIJIOCTPAaTUMBHOTO ueJioBeueckKoro Siglec—8 mnokas3aHa B SEQ ID
NO:73. B HeKOTOPHX BapMaHTax OCYMeCTBJIEHUA UYeJIOBeUeCKUM OeJlok
Siglec—8 COIepXUT UeJIOBEUECKMM BHEKJIETOUHBIM mnOoMeH Siglec-—8,
CJIMTEIA c Fc-obBnacTro VIMMYyHOTJIOOYJIMHA . AMMHOKMCJIOTHA I
IIOCJIeNOBATEJIbHOCTE MJIJIOCTPATUMBHOTO UeJIOBEUYeCKOI'O BHEeKJIETOUHOTO
noMeHa Siglec—8, ciauToro ¢ Fc-ofiacTeion MMMYHOIUIOOYJIMHA, IIOKa3aHa
B SEQ ID NO:74. AMMHOKMCJIOTHafd IIOCJIeIOBaTe&JIbHOCTL, IIOOUYEPKHYTAasd
B SEQ ID NO:74, [IOKasHBaeT Fc-obJjacTts AMMHOKMCJIO THOM
mocjienoBaTeJIbHOCTU OeJika cauaHusa Siglec—-8-Fc.

AMMHOKMCJIOTHAS IIOCJIEeIOBaATEeJIEHOCTE Siglec—8 uejyioBeka

GYLLOQVQELVTVQEGLCVHVPCSFSYPODGWTDSDPVHGYWEFRAGDRPYQDAPVATNNP
DREVOAETQGRFOQLLGDIWSNDCSLSIRDARKRDKGSYFFRLERGSMKWSYKSQLNYKTKQLSV
FVTALTHRPDILILGTLESGHSRNLTCSVPWACKQGTPPMISWIGASVSSPGPTTARSSVLTLT
PKPODHGTSLTCQVTLPGTGVTTTSTVRLDVSYPPWNLTMTVFQGDATASTALGNGSSLSVLEG
QSLRLVCAVNSNPPARLSWTRGSLTLCPSRSSNPGLLELPRVHVRDEGEFTCRAQNAQGSQHIS
LSLSLONEGTGTSRPVSQVTLAAVGGAGATALAFLSEFCITIFIIVRSCRKKSARPAAGVGDTGME
DAKAIRGSASQGPLTESWKDGNPLKKPPPAVAPSSGEETEJIBHYATLSFHKVKPQDPQGQEATD
SEYSEIKIHKRETAETQACLRNHNPSSKEVRG (SEQ ID NO:72)

AMMHOKMCJIOTHAS IIOCJEeIOBATEeJIbHOCTE Siglec—8 uejioBeka

GYLLQVQELVTVQEGLCVHVPCSFSYPODGWTDSDPVHGYWEFRAGDRPYQDAPVATNNP
DREVOAETQGRFQLLGDIWSNDCSLSIRDARKRDKGSYFFRLERGSMKWSYKSQLNYKTKQLSV
FVTALTHRPDILILGTLESGHPRNLTCSVPWACKQGTPPMISWIGASVSSPGPTTARSSVLTLT
PKPODHGTSLTCQVTLPGTGVTTTSTVRLDVSYPPWNLTMTVFQGDATASTALGNGSSLSVLEG
QSLRLVCAVNSNPPARLSWTRGSLTLCPSRSSNPGLLELPRVHVRDEGEFTCRAQNAQGSQHIS
LSLSLONEGTGTSRPVSQVTLAAVGGAGATALAFLSFCITFIIVRSCRKKSARPAAGVGDTGME
DAKAIRGSASQGPLTESWKDGNPLKKPPPAVAPSSGEET'EJIBHYATLSFHKVKPOQDPQGQEATD
SEYSEIKIHKRETAETQACLRNHNPSSKEVRG (SEQ ID NO:73)

AMMHOKMCJIOTHAS IIOCJIemOBaTeJILHOCTEL OeJjika cauaHusa Siglec—8-Fc

GYLLOQVQELVTVQEGLCVHVPCSFSYPODGWTDSDPVHGYWEFRAGDRPYQDAPVATNNP
DREVOAETQGRFOQLLGDIWSNDCSLSIRDARKRDKGSYFFRLERGSMKWSYKSQLNYKTKQLSV
FVTALTHRPDILILGTLESGHSRNLTCSVPWACKQGTPPMISWIGASVSSPGPTTARSSVLTLT
PKPODHGTSLTCQVTLPGTGVTTTSTVRLDVSYPPWNLTMTVFQGDATASTALGNGSSLSVLEG
QSLRLVCAVNSNPPARLSWTRGSLTLCPSRSSNPGLLELPRVHVRDEGEFTCRAQNAQGSQHIS
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LSLSLONEGTGTSRPVSQVTLAAVGGIEGRSDKTHTCPPCPAPELLGGPSVFLFPPKPKDTLMI
SRTPEVTCVVVDVSHEDPEVKFNWYVDGVEVHNAKTKPREEQYNSTYRVVSVLTVLHODWLNGK
EYKCKVSNKALPAPIEKTISKAKGQPREPQVYTLPPSREEMTKNQVSLTCLVKGFYPSIVAVEW
ESNGQPENNYKTTPPVLDSDGSFFLYSKLTVDKSRWQQGNVEFSCSVMHEALHNHY TQKSLSLSP
GK (SEQ ID NO:74)

AuTurena, KOTOPEHE KMHIOIYLVPYKT alriorrITos» VI ABJIAITCHA

«KalloIITOTHUYe CKVMMI», IIpelCTaBJIAKT cobom aHTuTeJla, KOTOPEIE
VMHOYLIMPYRT 3allpoI'paMMMPOBaHHYIO rmbesib  KJIEeTOK, UTO ollipeneJidnT C
IIOMOIIBO CTaHIOapTHEX aHaJIM30B alioriTosa, TaKMX Kak CBA3EIBaHIUE

aHHeKCHHa v, dparMeHTaUMA IOHK, cxraTme KJIeTKM, pacummpeHmre

SHIOIJIa3MaTM4YEeCKOI'O pPeTHURYIIYyMa, @paPMeHTaHMH KJIeTKMA M/MHM
O@paBOBaHMe MeM@paHHHX Be3UKYJI (Ha3bIBaeMbBIX allCIITOTUYU e CKVIMMA
TeJIbllaMA) . HaanMep, AIlOIITOTUUE CKYID aKTUMBHOCTD aAHTHTEeJI IIPpOTHUB

Siglec-8 (HamnpuMep, aHTUTeJa, KOTOopoe CBA3HBaeTca C Siglec-8
YeJIOBeKa) COIJIACHO HaCTOfANEeMy PaCKPHTMI MOXHO IIOKa3aThb IIyTeM
OKpallMBaHUA KJETOK aHHeKCHHOM V.

«3bbeKkTOpPHEE dyHRIMM» aHTUTeJIa OTHOCHATCSH K TOM
BMOJIOTHUUECKOM aKTUMBHOCTM, KOTOPYKR MOXHO IIpUIIMCaTh Fc—oblacTu
(Fc—obJjlacTK HaATMBHOM IIOCJIEIOBATEJIbHOCTM WM Fc—oBjlacTu BapuaHTa
AMMHOKMCJIOTHOM  IIOCJIENOBATEJIEHOCTM) aHTUTeJla U BapbMpoBaThk C
M30TUIIOM aHTUTEeJa. [IprMepH 5bbeKTOPHEIX byHKUMNT aHTUTEeJa

BKJIOUAKT: CBA3BBaHNME Clq M KOMIIJIEMEHTI3aBUCHMYI IMTOTOKCHMYUYHOCTE/,

CBA3HBaHME Fc-peuenrtopa; AHTUTEJIO—3aBUCUMYIO KJIETOUHO—
OIIOCPENOBaHHYK LUTOTOKCHUUHOCTE (ADCC) ; baroumTos; TIOHMXAIIYIO
pPeryJIALnI PEeLeToOpPOB KJIE TOUHOM [IOBEPXHOCTU (HanpuMmep, B-

KJIETOUHHIX PElelTOoPOoB); UM B-KJeTOUHOV aKTHBallUN.
KAHTUTEJIO—3aBUCHUMAa L KJIETOUHO—-OIIOCpenOoBaHHadad
IUTOTOKCUUYHOCTE» MM «ADCC» OTHOCUTCHA K QopMe LMTOTOKCUUHOCTH, B
KOTOPOM cCcekpeTupyeMmenrs I1g, CBA3aHHHM Ha Fc-pelenTopax (FcR),
IPUCYTCTBYKRIMM Ha HEeKOTOPHX LUIUTOTOKCHMUECKUX KJeTKax (HallpuMmep,
KJIeTKax eCTeCTBeHHHX Kujiepax (NK), HelTpodmiIax U Makpodarax)
oBecrieurpBaeT creunupmuuecroe CBA3SHBaHME BSTUX IUTOTOKCUUECKUX
50beKTOPHEX KJIeTKax C HecymeW aHTUTeH KJEeTKOVW-MMIIEHBID, a IIocJe
YHUUTOXEHNA KIJIeTKM-MUIIeHM C LIUTOTOKCHUMHaAMM. AHTHUTeJla «BOOpPYXamnT»
IMTOTOKCHUUECKHKE KJIETKM UM HeOOXOIOMME IOJIA VYHUUTOXEHMI KIIEeTOK—
MUIIeHe¥ C TIIOMOmMbBK HaHHOTO MexXaHM3Ma. I[lepBUMUHEE KJIETKM IJIS
onocpenmoBaHmsa ADCC, NK-kKJeTKM, BKCIpecCcUupyoT ToJgbko FcyRIII,
TOor'Da KaK MOHOLMTH SKcIpeccupyioT FcyRI, FcyRII m FcyRIII.
Skchopeccua Fc Ha TI'eMONOSTHMUECKMX KJleTKax [IpuBeleHa B Tabiule 3

Ha crTpaHuue 464 Ravetch m Kinet, Annu. Rev. Immunol. 9: 457-92
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(1991) . B HEeKOTOPHIX BapraHTax OoCyIeCcTBJIEHUS OIIMCaHHOe B
HaCTOAlleM ONMCaHMM aHTUTEeJIO NPpOoTHE Siglec—8 (HanpuMmep, aHTUTEJO,
KOTOpoe CBA3HBaeTcad C Siglec—-8 uesoBeka) HoBemaeT ADCC. [IOnug
ouneHkr ADCC aKTMBHOCTM MHTEPEecCyllMrX MOJIEKYJ MOXHO  BEHIIOJIHATEH
aHaim3 ADCC in vitro, HamopuMmep, KOTOPHM oNIMCaH B HaTeHTe CIA N
5500362 wmym 5821337. Iloje3HHEe 5OQEKTOPHEE KJETKM IJSA TaKux
aHaJIM30B BKJIOUAT MOHOSAIEpPHHE KJIeTKM IHepubpepuueckor KpoBu (PBMC)
u KJIe TKU ecTeCcTBEHHHE KUJLJIE P (NK) . AJIL TepHaTUBHO WJIIN
OOIIOJIHUTEJIEHO ADCC aKTVMBHOCTD VHTepecy e MOJIEKYJIEL MOXHO
OlleHVBaThL 1n Vvivo, HaIopuMep, B XMBOTHOM MOIEJM, HalpuMep,
KOoTopad packpuTa B Clynes et al. PNAS USA 95:652-656 (1998).
Ipyrue BapuaHTH Fc, KOTOpHe u3MeHAT ADCC aKTHMBHOCTL U IOpyITHe
CBOMCTBa aHTUTeJI, BKJIOUAT Te, UTO PacKpHTH B Ghetie et al. Nat
Biotech. 15:637-40, 1997; Duncan et al, Nature 332:563-564,
1988; Lund et al. J. Immunol 147:2657-2662, 1991; Lund et al,
Mol Immunol 29:53-59, 1992; Alegre et al, Transplantation
57:1537-1543, 1994; Hutchins et al. Proc Natl. Acad Sci TUSA
92:11980-11984, 1995; Jefferis et al, Immunol Lett. 44:111-117,
1995; Lund et al. FASEB J9:115-119, 1995; Jefferis et al,
Immunol Lett 54:101-104, 19%96; Lund et al, J Immunol 157:4963-
4969, 1996; Armour et al. Eur J Immunol 29:2613-2624, 1999;
Idusogie et al, J Immunol 164:4178-4184, 200; Reddy et al, J
Immunol 164:1925-1933, 2000; Xu et al., Cell Immunol 200:16-26,
2000; Idusogie et al, J Immunol 166:2571-2575, 2001; Shields et
al. J biol Chem 276:6591-6604, 2001; Jefferis et al, Immunol
Lett 82:57-65. 2002; Presta et al. Biochem Soc Trans 30:487-490,
2002; Lazar et al. Proc. Natl. Acad. Sci. USA 103:4005-4010,
2006; mnareHTax CHIIA NN 5624821; 5885573; 5677425; 6165745;
6277375; 5869046; 6121022; 5624821; 5648260; 6194551; 6737056;
6821505; 6277375; 7335742; um 7317091.

TepMrH «Fc—-oBjacTe» B HaCTOAMEM ONMCAHUM MCIOJb3YT IJA
onpenejyieHrsa C-KOHLEBOM OOJacCTM TsXeJIO¥ LelM MUMMYyHOIJIOOYJMHAE,
BKJoUasa Fc-o6JlacTyM HaATHMBHOM IIOCJIEeNOBATEeJBHOCTM UM BapMaHTHEe Fc-
objacTu. XOoTsA TpaHMUH Fc—obJjacTu TaKeJIoV LelM WMMYyHOTJIOOYJIMHAa
MOTYT BapbMPOBAaTH, OOHUHOE MNPOTSKeHMe Fc-oBJacTu TIKeJION Lenu
yejiopedeckoro IgG omopemeydoT OT  aMUMHOKMCJIIOTHOTO  OCTaTkKa B
nosuuum Cys226, wmiam oT Pro230, 1o ee KapBOOKCHMJIBHOT'O KOHIA.
[Mogxonm4amue Fc-obmacTu HaTMBHOM IIOCJIENOBATEJBLHOCTH 0Jia
MCIIOJIb30BaHMA B aHTUTEeJlaxX COIJIaCHO HaCTOAIleMY PaCKPHTHD BKJIIOUAKT

yejioBeueckum 1gGl, IgG2, IgG3 um IgG4. OODHY aMMHOKMCIIOTHYI 3aMeHYy
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(S228P corygacHO HyMepaluuu Kabat; o6osHaueHHy® 1gG4Pro) MOXHO

BBOIOUTHL 0JIs yCTpaHeHMAa TeTepOI'€HHOCTH, HabJonaeMon B
pexkoMOMHaHTHOM 1gG4 aHTUTeJie. CMmM. Angal, S. et al. (1993) Mol
Immunol 30, 105-108.

«HedyrosmamMpoBaHHOE» WJIN «PYyKOBO—OePULUTHOE» AHTUTEJIO

OTHOCHUTCH K BapMaHTy [JIMKOZUJIUMPOBAHHOTO aHTUTeJla, CcoIoepXamero
Fc—ob6jsacTh, B KOTOPOM VYIUIeBOOHasa CTPYyKTypa, CcoelMHeHHas ¢ Fc—
oBJlacThio, MMeeT IIOHMXEeHHYID (QyKo3y WJIM He COIepXuT OQykozy. B
HEeKOTOPHX BapMaHTax OCYIEeCTBJIEHMSA aHTUTEJIO C IIOHMXKeHHOM O(yKOo30M
nJin He comepxalee dyKoO3y nmMeeT VIIYUIIeHHYIO OYHKLIMIIO ADCC.
HedyKO3UIMPOBAHHEE VIV byKO30—-OePULUUTHHE aHTUTeJa MET
IIOHMXEHHYD (QYyKO3y OTHOCHTEJIBHO KOJMYeCTBa QYKO3H B TOM Xe
aHTUTeJe, BEpataTEBaeMOM B KJIeTOUHOM JIVMHUMU . B HEKOTOPHIX
BapMaHTax OCYIEeCTRBIJIEHU A KOMIIO 3UILIM A He(dYKOBUINPOBaHHBIX VI
GyKO30—IedPUUUTHHX aHTUTEJ, [IPeOyCMOTPEHHEX B HACTOAMEM OIMCaHUM,
IpencTaBJIAEeT cobomn KOMIIO 3ULIVIO, B KOTOpOM MeHee uyeM
npubim3nuTedbHo 50% N-CcBA3aHHHX IJIMKAHOB, COEeIOMHEHHHX C Fc-
oBJIaCTBI AaHTUTEJ B KOMIIO3ULIMM, COIEpXaT QYyKO3Y.

TepMUHE «OYKOBMIMPOBAHME» WMIM «KPYKOIUIMPOBAHHEI» OTHOCATCH
K I[IPUCYTCTBMI OCTATKOB (QYKO3H B OoJUI'OCaxapuiax, COeIMHEHHHX C
[IENTUIHEM KapKacoM aHTUTeJa. KoHukpeTHO, OYyKO3MIIMPOBaHHOE
QHTUTEJIO COHNEPXUT o (1,6)-cBga3aHHY® QYKO3Y B CaMOM BHYTPEHHEM
ocraTke N-aleTUJIIJIOKO3aM/Ha (G1lcNAC) B OIOHOM wmiau oboux N-
CBABAHHEIX OJIMTOCaxXapuMioB, COeIMHEHHEX ¢ Fc-objacTeio aHTUTela,
HallpuMep, B nos3mumm Asn 297 Fc-moMeHa  dejioBedeckoro  IgGl
(HyMepalumusa oOCTaTKOB Fc—-objactu B EC). Asn297 Takxe MOXeT OHTH
PacCIHoJIOXKeH TMNIPUOJIM3UTEJIBHO+3 aMUMHOKMCJIOTEL OO WJIM I[OCJe IIO3ULUN
297, T.e. Mexny no3mumaMm 294 um 300, BcCJeICTBMEe He3HAUMTeJIbHEX
BapMaHTOB IIOCJIEOOBATEJIEHOCTM B MMMYHOTJIOOYJIMHAX .

«CTerneHb (QYKOBUJIMPOBAHMA» IIpedcTaBJgeT CcoOoM IMIpOolieHTHOe
3HaueHue OYKO3UINPOBaHHKEX oJIMToCaxapumooB OTHOCUTEJIBHO BCeX
OIUTOCaxXapuaoB, UIEHTUOUIMPOBAHHHX C IIOMOmMBI CIOCOO0OB, WM3BECTHHX
B @OaHHOM o006JacTM, HalpuMep, B KOMIO3MIMUM aHTHUTeJ, o00padoTaHHBEX
N-mJmMko3mumaszon F, olleHMBaeMOM C TIIOMOMbI BPEeMANPOJIETHOM Macc—
CIIeKTpOMeTPMM C JasepHOM MOoHMB3alMelr M »gecopblunel U3 XUIKOU
MaTpuue (MALDI-TOF MS). B KOMIIO3UMLIMM <IIOJHOCTBE QYKO3MIMPOBAHHHEX
AHTUTEJI» [0 CYHNeCTBYy BCe OJIMI'oCaxXapMIb COHOepXaT OCTaTKM QyKO3H,
T.E. ABJIATCSH OYKO3BMIIMPOBaHHBMH . B HEKOTOPEIX BapraHTax
OCYIIECTBJIEHMA  KOMIIO3ULMSA IIOJIHOCTEI  QYKOBUIIMPOBAaHHBIX aHTUTEJI

mMeeT CTeIleHb ®YKOBMHMPOBaHMH IO MeHbIeln Mepe HpM@J’H/IBI/IT@J’[bHO
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90%. CooTBeTCTBEHHO, OoTHmeJIbHOEe AaHTHMTEeJIO B TaKoM  KOMIIO3UIIMMA
OOBUHO COOepXUT (QYKO3HHE OCTaTKM B KaXIOM M3 IOByX N-CBA3aHHEX
oMrocaxapmunoBs B Fc—objactu. M HaoBbOpOoT, B KOMIIO3MLUUM KIIOJHOCTHIO
HeQyKOBUIIMPOBAHHEIX» QHTUTEJI 1o CYIEeCTBY HU OIOVH ns3
OJINTOCaxapmnooB He ABJIAITCA GYyKOBMIIMPOBAHHEM, a oTHmeJIbHOE
AHTUTEJIO B TaKOM KOMIIO3MUIMM He COIEpPXUT OCTaTKOB GYKO3H HHU B
OOHOM M3 OByX N-CBA3aHHEIX OoJuIocaxapunoe B Fc-obGjactm. B
HEKOTOPEIX BapMaHTax OCyMeCTBJIEHUSI KOMIIO3ULIM A IIOJIHOCTBIO
HeQyKOBMIIMPOBAHHEIX aHTUTEJI UMeeT CTelleHb QyKO3UJIMPOBaHUSA MeHee
ueM OpubImM3uTesbHO 10%. B KOMIOBULUMU «KUACTUUYHO QYKOIUIIMPOBAHHEX
AHTUTEJ» TOJIBKO UYacTh OJMIOCaxapuiokR comepXxaT oOyko3y. OTOeliIbHOE
AHTUTEJIO B TaKOo¥ KOMIO3MIUM MOXET COINepXaTh OCTaTKM OOYKO3H HU B
OOHOM, B OIOHOM MM B o00omx N-CBA3aHHHX oJMI'ocaxapulax B Fc—
obJjlacTu, IIpKU YCJOBMM, UYUTO KOMIIO3ULMKA IO CYNEeCTBY He CONEPXUT BCe
OTHeJIbHEE aHTUTeJa, Yy KOTOPHX HEeT OCTAaTKOB (QyKO3H B N-CBS3aHHEX
oJmrocaxapmumax B Fc-oBjacTy, HM IO CyWLeCTBY BCe OTIeJIbHEE
aHTHTeJla, KOTOPHEe CcoIepXaT ocTaTKM QyKO3H B o00ouMx N-CBA3aHHHX
ojmMmrocaxapmrmax B Fc—objacTt. B OIOHOM BapMaHTe OCYWeCTBJIEeHUI
KOMIIOBULMA  YaCTUUHO  (QYKOIWMIIMPOBAHHEIX  aHTUTEJI MMeeT  CTelleHb
byrO3MIIMPOBaHMA OT HOpubOIM3UTesbHO 10% 0o nOpubamMsuTelsibHO 80%
(HanpuMep, OT HOpubiau3uTeJbHO 50% npmo npubiamsurensHo 80%, OT
Opubanus3nuTesibHO 6©60% no npubimsmTesbHO 80% MM OoT NPUOIU3UTEJIBHO
70% pmo npubausuTesbHO 80%) .

«AQOMHHOCTE CBA3BBAHMA» B PaMKaxXx HacTodmero M300peTeHnd
OTHOCUTCSA K CUJIe HeKOBaJIeHTHHX B3aMMOIEMCTBMIY MeXDy  OIOHUM
YU4aCTKOM CBA3HEBAaHMA MOJIEKYJIH (HalIpuUMep, aHTUTeJla) M ero IIapTHepa
10 CBSA3HBAHUD (HanpuMep, aHTuIreHa). B HeKOTOPHX BapMaHTax
OCylmeCTBJIeHVA  abOMHHOCTE CBSA3BIBAHUSA aHTuTeJa  OJ4 Siglec-8
(KOTOPEIM MOXeT OHTHL IOMMEeP, Takol Kak OeJlok cauaHusa Siglec—-8-Fc,
ONMCaHHBIM B HaCTOAMEeM ONMCaHMM) OOBRUYHO MOXHO OoTofOpaxaTb C
[IOMOIIBI KOHCTAHTH auccouraunu (Kd) . AQOMHHOCTE MOXHO M3MePSAThH C
IIOMOMEBI OBOBUHEIX CIIOCOOOB, MB3BECTHEX B JIaHHOM o006JacTM, BKJOUAL
CIIOCOOE], M3BECTHHE B HaCTOAMlEeM OIMUCAHUN.

«ABMIOHOCTE CBA3BBAaHUAY» B paMKaxXx HacToAWllel'0 U300peTeHUd
OTHOCUTCSA K CHUJIe CBA3EBaHKA MHOXEeCTBa YYaCTKOB CBA3HBaHUA
MOJIEKYJIEL  (HaopuMep, aHTUTeJla) W ero [apTHepa [0 CBA3HBAHUD
(HallpuMep, aHTUI'eHa) .

«BrimeJsieHHa A» MOJIEKYJIa HYKJIEMHOBOU KMCJIOTHL, KOOMpyola g
aHTUTEeJIa COIJIaCHO HacTodlleMy M300peTeHMI, [IpelcTaBJgeT cobon

MOJIERYITY HYKHQMHOBOIZ KVMCJIOTE, KOTOPYIO M,HeHTT/Iq_)T/[LI,T/[pyIOT M OTHEeJIART
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OT TIIO MeHbIlel Mepe OOHOM KOHTaMMHAaHTHOM MOJIEKYJIE HYKJIEMHOBOMU
KMCJIOTE, C KOTOpOM oOHa oOOHYHO CBfA3aHa B cpele, B KOTOPOWM OHa
IoJIydueHa. B HEKOTOPEIX BapMaHTax OCymeCTBJIEHUS BHIIEJIEHHA S
HyKJIeMHOBas KMCJIOTa He UuMeeT CBA3M CO BCeMM KOMIIOHEHTaMM,
CBABaHHBEIMM CO CpPemoM TIoJiyuyeHUS. BHOeJIeHHBE MOJIEKYJIH HYKJIEMHOBHX
KMCJIOT, KOIMpYyIIMe IMIOJMUIENTHUIOE WM aHTHUTeJa COIJIaCHO HaCToAleMy
Mn300peTeHur, HaxomdaTrca B dopme, oTyIMUaKmeca oT QOPMHEL  WJIM
OKPYXEeHMsI, B KOTOPOM OHa OofHapyXeHa B IIpupome. BhoeJieHHas
MOJIEKYJIEl HYKJIEMHOBHIX KUCJOT BCJEOCTBME DSTOI0 OTJIMYATCS OT
HYKJIEMHOBHIX KMUCJIOT, KOIUPYIINMX IIOJUISITUOE UM aHTHUTeJa COTJIaCHO
HacToAmeMy M300peTeHU, CYMeCTBYyIMe B IPpUMpOode B KJeTKax.

TepMUH «bapMalleBTUUECKA D roToBad bopma» OTHOCUTCSA K
openapaTy, KOTOPHEM HaxXOOMTCSA B TakoM BUIOe, UYTOOH o0DeClHeuuTh
50PeKTUBHYID OMOJIOTMUECKYD AaKTMBHOCTL aKTMBHOTO MHIpeIMeHTa, U
KOTOPHM HEe COOEPXUT IOMNOJHUTEJLHHX KOMIOHEHTOB, KOTOPHE SABJISITCI
HeopremIeMO TOKCUUHHMU IJIS MHIMBUIYYMa, KOTOopoMy OYyIYyT BBOIUTLH
TOTOBYID Qopmy. Takme TOTOBHE (QOPMBE ABJIATCH CTEePUJIbLHBEMUA .

«Hocuresam» B paMkax HaCTOAmMET O nz3obpeTeHns BKJIIOUAT
bapMalleBTUUECKNU IpueMIIeMble HOCUTEJHN, SKCUUNIMEHTH W
CTabuIM3aTOPE, KOTOPHE ABJIANTCA HETOKCHMUHHMM IJIS KIJIEeTKM WU
MJIIEKONMTaKMero, [OOBepTraeMoro MX BO3IEeMCTBUI B  MCIOJb3YEMHX
OO3MPOBKaAX M KOHIEeHTpalMax. 4dYacTo OUBMOJOTMUECKUM IIpMeMJIEMBIM
HOCUTEJIEM ABJIAETCH BOIOHBI PH By bepHE pPacTRBOpP. [IpuMepPH

GM3MOJIOTUUECKHA IIprMeMJIEeMEBIX HOCHTeJIeM BKJOUAT TakKue 6y(1)ep51, Kak

@OC@&T 1 uMTpaT M IOpyrre oOopraHMYeCKMe  KMCJIOTEIL, AHTHMOKCHMIOaHTHL,
BRJIOYAA aCKOp6MHOByIO KMCIIOTY ; HMBKOMOJ’IGKYJ’IHPHBHZ (MeHee ueM
HpM@J’IMBMTeJ’IbHO 10 OCTaTKOB) IIOJIUIICeIITHV I ; OeJiku, Tarme KakK

CHIBOPOTOUHHY aJibOyMMH, XKeJJaTUH WMIM MMMYyHOTJIOOYJIMHBEI; I'MUIPOOUIILHBE
[IOJIMMEPEL, TakKMe KakK [IOJUBUHUIININPPOJIMIOIOH,; aMMHOKMCJIOTE, Takue Kak
TJIMUIMHE, IDJIOTaMMH, aclapalvMHd, apI'MHMH @ WJIM JIM3MH; MOHOCAaxXapuIH,
ovcaxapuiel ¥ Opyrue YIUJIEBOLEHL, BKJIOUAa4d IJIOKO3Y, MaHHO3Y WU
OEeKCTPMHE,; xXeJjaTUpyrnimre CpencrTBa, TakmMe kKak EDTA; CaxXapHEEe
CIMPTHL, Taxkue Kak MaHHWTOJI W copduTot; coJieobpaszyrimre
IPOTUBOMOHE, TakMe KaK HaTpui; ¥/MWIM HeMOHHHE IOBEPXHOCTHO-
AKTMBHEIE BelleCcTBa, Takue Kak TWEEND, OOIMBTHMIIEHIUVIMKOJL (PEG) wu
PLURONICSIOI.

B pamMkax mU300peTeHMsI TepMMH «JIeUueHUe» WIn «obpaboTka»
OTHOCUTCHA K KJIIMHUUECKOMY BMeWlaTEeJIECTBY, paspaboTaHHOMY  IJId
M3MeHeHMSI eCTEeCTBEeHHOTO XOoOa COOHTUM Yy MHIMBMIyYMa WJIM KJIETKHU,

rnogjiexamrx JIeUEeHNMIO B Xonme KJIMHUYECKOW IIaTOJIOTUM. KeJjiaTeJsibHEE
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pesyJbTaTH JIeUeHMS BKJIOUAKT YMeHBIIeHME CKOPOCTU IIPpOTpPeCCUPOBaHUS
saboJieBaHmUg, YyJyulleHUMe WM ocJjabjeHne O0JIe3HEeHHOTO COCTOSHUS U
PEMMCCHIO MJIM YJIIYUIIeHHBI MOIPOTHO3a. WHIMBUIYyYMa YCIEIHO «JIeuaTy,
HaopuMep, eCJM CMATYanT WM YCTPAaHSKT OIMH MM ©OoJee CHMMITOMOB,
CBS3aHHBIX c 3aboJieBaHueM (HampumMmep, BOCHAJIUTEeJIbHEM GI
paccTporcTBOM) .  Hampumep, MHOMBMAOYYMa YCIENHO «JleuaT», eCJIu
JleueHre TPVBOIOMT K IIOBHIIEHUI KauyecCcTBa XM3HM JIOOelM, CTpamalmluxX OT
3aboJieBaHMug, YMEHLIIeHMIO JOS3H IPYIUX JIeKapCTB, HeOOXOOMMEIX IJId

JleueHusa 3aboJjieBaHud, YMEHEBIEHNMK YaCTOTE pPelMIVMBOB 3abojieraHN,

ocylaBjieHmrio  TaxecTr — 3aboJieBaHULd, 3a0epPXMBaAHMIO  PAa3BUTUS WU
IPOTPEeCCUPOBAHUSI 3aboJileBaHuAa n/nnm PO OJISHNIO BEIKMBAHN S
VHIUBUOYYMOB .

B paMkax Hn300peTeHUsa «B COUeTaHMM C» WIM «B KOMOMHAIUM C»
OTHOCUTCSH K IPMMEHeHMK OIHOTO crnocoba JiedeHMs B [OMNOJIHEHME K
IPpyTOMy CIHOCOOy JeueHusa. CaMo 10 cebe, «B COUETaHUM C» WIU «B
KOMOMHAIMM C» OTHOCUTCSA K IIPMMEeHeHUI OIHOTO Ccrocoba JieueHUd
lepell, B IpollecCe WM I[OCJe TIPpUMeHeHUs OPpyTroTo crnocoba JieueHUM
VHIUBUOYYMA .

B paMrKax n300peTeHnUsd TEepPMUH «IOpeloTBpPAalleHNE» NI
«OpodMIIaKkTHUKa» BKJKUaeT o0eclledeHUe IPOOMIAKTUKM B OTHOIMEHUU
BO3HMKHOBEHUSA WMJIM pelunuBa 3abojleBaHMA Yy MHIOMBUAYYMa. VIHOUBUIYYM
MOXeT OHTH I[IPeOpacIlOJIOXeH K 3abojieBaHUL, IIOOBEPXeH 3ab0JIeBaHU
WU MMETH PUCK Pa3BUTHUA 3aboJieBaHusA, HO N4 HeTo He
OMaTHOCTHPOBAaHO 3abojleBaHMe. B HEeKOTOPHX BapMaHTaxX OCYMeCTBJIeHUA
aHTuTeJsa k Siglec—-8 (HanpuMep, aHTUTEJIO, KOTOpoe CBA3HBaeTCsa C
Siglec—-8 deJjioBeKa), OINMCAHHEE B HaCTOAMEeM OINMCaHWM, MCIOJbL3YIT
OJI9 3adepXKM pasBUTUa 3abojieBaHUA (HalpuMep, BOCHaJUTeJbHOTOo GI
paccTpoicTBa) .

B pamkax u300peTeHUA UHIMBUAYYM «C  PUCKOM»  pPas3BUTUL
3abojieBaHMa (HaOpuMep, BOCHalIUTeJbHOTO GI paccTpoMCTBa) MOXeT
VMEeTEL WJIM He ¥VMeTh oOHapyXuBaemoe 3abdojieBaHMe WM CHUMIITOME
3abojieBaHusA, u MOXeT VMETH NI He VMETH BHIABJIEHHOE
oOHapyXuBaeMoe 3aboJieBaHUE WJIM CUMITOMH 3aboJieBaHMA IO CIHOCOOOB
JIeUueHUs, ONMCaHHHX B HaCTOAMeM oOMucaHum. «C pPHUCKOM» O3HadaeT,
YTO Yy MHIOMBUIYyyMa MUMeeTCsa OOVH UM 0OoJjiee QaKTOPOB PUCKa, KOTOPHE
OpeICTaBJIAT COOOM HM3MepseMee IIapaMeTpH, KOTOPHEe KOppPelupyRT C
Pa3BUTHUEM 3aboJIeBaHuA (HanlpuMep, BOCIaJIMTEJIb HEM GI
paccTpo¥CTBOM), KaK M3BeCTHO B HaHHOM ob6jJacTu. VHIUMBUIYYM,
MMEMUY OOMH WM 0oJiee 3TUX (QaAaKTOPOR PUCKaA, MMeeT O0o0Jiee BHCOKYIO

BEPOATHOCTE PpPa3BUTUA 3aboJjiepaHre, UYeM MHIMBUIOYYM 0e3 OIOHOTO WJM
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OoJjiee 3TUX QaAKTOPOB PUCKA.
«3pbeKrTMBHOE KOJIMUECTRBO» OTHOCHTCS IIO MeHbIleM Mepe K
KOJIMUECTBY, D200eKTMBHOMY IIPM IOO3MPOBKax M B TeUeHMe HEeKOTOPHX

I1eprnoanoB BpPEeEMEeHN, HeOOXOOMMEIX OJIA OJOCTIVIXEHNMA HYXHOI'O MJIn

YKa3aHHOTO pesyibLTaTa, BKJIOUA S TepaleBTUYUeCKUMA VI
npodrIakTUUe CKUM pesyJyLTaT. ShbexTUBHOE KOJIMYECTBO MOXHO
oBecrneumuTsb 3a OIIHO VI BoJiee BBEIOEHUN . «TepalleBTUUECKU

20PeKTUBHOE KOJIMUECTBO» COCTABJISEeT IIO MeHblel Mepe MMHUMAJILHYIO
KOHIIEHTpalMl, HeOOXOOUMYK, UYTOOH BHE3BATH M3MEpMMOe VYIIyUlleHNVe
KOHKPeTHOTO 3abojieBaHMA. TepaleBTHUUECKM 5OOeKTUMBHOE KOJMUeCTBO B
HaCTOAmleM OIMCaHMM MOXeT BapbUPOBATE B COOTBETCTBMM C TaKMMU
baxTOopamu, Kak CcocTogHMe 3abojyieBaHu4g, BO3pacrT, IoJI " BecC
maluMeHTa M CIOCOOHOCTL AaHTHTeJa BHBHBATL Y MHOMBMIYYMa HYXHHM
orBeT. TepaleBTUUECKU 5HSOOEKTUBHEM KOJIMUECTEOM TakKXe MOXeT OBTH
KOJIMYeCTBO, B KOTOPOM TepareBTUUeCKU oJIe 3HEE pPesyJIbTaTH
IepepelMBanT JIOOHEe TOKCUUeCKMe WM BpelHBEe pe3yJIETAaTH aHTUTela.
«IpodpumarTUuueck 50PeKTUBHOE KOJIUUECTBO» OTHOCUTCHA K KOJIUUeCTBY,
S20OPEeKTUBHOMY I@IpPpM HOO3BUPOBKaAX M B TeueHMe HeKOTOPHX IIepUOoIoB
BpeMeHM, HeOOXOOMMEX OJA OOCTMKEHMS HYyXHOTO IIPOOUIIaKTUUeCKOT'O
pesyJjbTaTa. OOBIUHO, HO He oB43aTesIbHO, [IOCKOJIbKY
OpodUIIaKTUUECKYD OO3Y MUCHOJB3YIT VY MHIMBUOYYMOB IIepel WM Ha
cTanmu ofJileTueHM A 3aboJIeraHuA, OpodmUIaKTUUECKU 20PeKTUBHOE
KOJIMUEeCTBO MOXeT OBTb MeHbIle, UeM TepalleBTUUYeCKM 5bOeKTMBHOE
KOJIMYEeCTBO.

«XPOHNUECKOEe» BBeIeHMe OTHOCHUTCA K HelpephHBHOMY BBeIeHUIO
JIEKAPCTBEHHOTO CpeICTBa (CpencTB) B OTJIMUME OT pPeXMMa OCTPOTO
nepmuona, YTOOH NOOOepPXBaTh IepBOHAUAJIL HEM TepaleBTUUeCKUN
20pekT (aKTMBHOCTE) B TeUeHMe IIPOIOJDKUTEJILHOTO IIepuola BpPEeMEeHMU.
BBeIeHMe «C TIepepHBaMM» IpelcTaBJigeT coboM JiedeHMe, KOTOpoe
IPpOBOIOAT He IIocJiefoBaTeJIbHO 0e3 IepephBa, HO UMMeeT ULUMKJIMUYEeCKUM
XapakTep.

TepMMH «BKJIQOBII B YIaAaKOBKE» UCIOJB3YIT IJIS 0003HaAUeHUd
MHCTPYKLUM, OOBIUHO BKJIIOU A EMBIX B KOMMEpPUECKHUe YIIaKOBKU
TepaneBTUUeCKUX NIPOOYKTOR, KOTOPHE comepxart MHOOPMAa LM O
IoKa3aHuAax, NpUMeHeHU!, OOBUPOBKE, BEEeIEHUN, KOMOUHUPOBAHHOM
Tepanmu, OPOTUBOIIOKA3AHUAX M/UIU HOpelyIpeXIeHUIX, Kacawnmmxcga
VCIIOJIL30BaHUA TaKMX TepaleBTUUeCKUX IPOOYKTOB.

VICrIOJIb 3y eMEI 3OecChb TepMVH KUHIVUBUIYYM» VI KCYDBEKT»
IpeIcTaBJgeT coboM MIekonuTawmee. «Miaekonuramwmee» OJS LeJIeN

JIEeUEeHNA BRJIIOUaeT ﬂmneﬁ, JOMalllHMX " CeJIbCKOX03SAMCTBEeHHEX



34

XMBOTHEIX, & TaKXe XMBOTHHX 300IapKOB, CIOPTMBHEX WJIM ITOMAaIHMX
XMBOTHEIX, TaKMx Kak cobaxy, Jomanor, KPOoJMKM, KPYIHBEM pPOTaTHMN
CKOT, CBWMHBM, XOMSIKM, I[I€CUaHKM, MHIIM, XOPbBKW, KPHCH, KOWKMU U
T.I. B HEKOTOPHX BapMaHTax MVHIOIMBUIYYM WM CYOBEKT IIpeldCcTaBJIgeT
coBoM ueJioBeKa.

II. Crnocofu

B HacTofmeM ONMUCAaHMM MOpelCTaBJIeHH CIOCOOH JeueHMsS W/UiIn
OpOodMIIAKTUKM  BOCHAJIUTEJILHOTO  PAaCCTPOMCTBa  XeJIYIOUHO—KUIEUHOT'O
TpaKTa (HampuMep, IBD wmym EGID) Yy  UMHIMBMIOYYMA, BRJIOUAKIME
BBeIOeHUe VHIOIVUBUOYYMY 20PeKTUBHOTO KOJIM4YeCcTBa aHTUTeJa,
ONMCAaHHOTO B HaCTOAmeM OIMCaHuM, KOTopoe CBA3HBaeTcsa ¢ Siglec-8
yeJIOBEKa (HanpuMmep, auTuTeJa kK Siglec-8), MM  KOMIIOBULIUM,
conepxXxamen yKas3aHHHE aHTUTeJa. B HEKOTOPHIX BapraHTax
OCYMeCTBJIEHMA aHTHUTeJIO HaxXoIMTcad B OdapMalleBTMUeCKOW KOMIIO3UILINN,
comepxalel aHTUTeJIO U OdapMalleBTUUEeCKM OIpMeMJIeMHl HOCHUTeJb. B
HEKOTOPEIX BapMaHTaxX OCYIMECTBJIEHMA UHIVMBUIYYMOM SABJISE€TCS UYeJIOBEK.

A. BocnamuTenbHHe GI PaccTpoMCTRa

HexkoTopre ACIIeKTH HaCTOAmMETO PacCKpPETUA OTHOCSATCH K
VHIVBUOYYMaM C BOCIHaJMTEeJILHEIM PacCTPOMCTBOM XeJIyIOUHO—KUIIeUHOTO
TpakTa. B HEKOTOPHX BapMaHTax OCYHEeCTRBJIEHMS Y MHIVMBUIYYMa
OMarHoCcTHMpoRaJM IBD. B HEeKOTOPHX BapMaHTax OCYIeCTBJIEHUS MMeeTCsHd
puUck paszpuTvd IBD Yy UMHOIMBMIOYyMa. OBUIM I[IPEOIIOJIOXEHE pPa3Hbe
KJaccudpmrkaummu um nonTunel IBD (cMm., Hamnpumep, Cleynen, I. et al.
(2016) Lancet 387:156-167). B HEKOTOPHX BapMaHTaxX OCYIEeCTBJIEHUI
Yy MHIUBMIYYMa MUMeeTCSd SA3BeHHBM KOJUT (HalpuMep, OCTPHM S3BEHHLM
KOJMT) . B HeKOTOPHX BapMaHTax OCyMeCcTBJeHUS Yy MHIMBHIYYMa
VMeeTCsa KOJIJIATEHOS3HHM KOJUT. B HEKOTOPHX BapMaHTax OCYIMeCTBJIEHUS
Y UHIUBMIOYYMa UMeeTCd JIMMOOLUMTAPHEM KOJMT. B HEKOTOPHX BapMaHTax
OCYIECTRBJIEHUSA VY MHIMBMIyYMa MMeeTcsa 0OoJie3Hb KpoHa (HampuMmep,
BoJie3HL KpoHa TOJICTOM KMIIKM, I[IOOB3OOMHOM KMIIKM WM TOJICTOM U
TOHKOM KMIIKM) . B HEKOTOPEIX BapMaHTax OCVYIIEeCTBJIeHUS YV MHIOMBUIOYYMA
VMeeTCAa HeKJacCUOUUUpoBaHHOE IBD TOJICTOM  KUIIKU (IBD-U) . B
HEKOTOPHIX BapMaHTax OCYIEeCTBIIEHUS Y VHIOVBUOYYMa MeeTCH
XPOHUUECKUM 203UHOOUIILHEN KOJIUT .

B HeKOTOpPHIX BapMaHTax OCYIECTBJIEHMS Yy WHIVNBUIYYMa WMEETCH
A3BEHHEM KOJUT OT YMEepeHHOTO IO TaKeJoro. B maHHoM ob6JjacTu
VM3BECTHE KPUTEPUM MIEHTUOUMKALMM S3BEHHOT'O KOJMTa OT YMEPEHHOTO
0O TAXeJIOIO; CM., HamopuMmep, Kornbluth, A. et al. (2010) Am. J.
Gastroenterol. 105:501-523.

B HEeKOTOPEX BapMaHTaX OCYHWMEeCTBIIEHNA Y NVMHIMBUIOYYMa UVMeeTCHA
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pacrnpocTpaHeHue 3aboJIeBaHUA TOJICTOM KUIIKN foJibie ueM
Opudbam3nuTesJIbHO Jiodoe M3 cljelylomux 3HavueHum (B cMm): 5, 10, 15,
20, 25, 30 mim 35. B HeKOTOPHX BapuaHTax OCYIECTBJIEHUSA VY

MHIVBUAOYYMa MMeeTCsd paclpocTpaHeHMe 3abojieBaHMS TOJICTOM KMUIIKU
MeHee ueM NpUOIM3UTEJILHO Jwodoe M3 clelyimMx 3HaveHurr (B cMm): 40,
35, 30, 25, 20, 15 wmmm 10. To ecTb, VY MUHIMBUIOIYyYMa MUMEETCH
pacrnpocTpaHeHue 3abojieBaHUA  TOJICTOM  KMIIKHA, uMeKmee  BEPXHUM
npenesn 40, 35, 30, 25, 20, 15 miam 10 CcM M HEe3aBMCUMO BHOMPaEMHM
HWXHMM nOpenes 5, 10, 15, 20, 25, 30 miaum 35 cM, OprUeM BepxXHUM
npene foJibie yeM  HWXKHUM npene. B HEKOTOPEIX BapMaHTax
OCYIWECTRBJIEHUS Y MHIOIMBUIOYYMa MMeeTCsa pacClpoCcTpaHeHUe 3aboJjieBaHUA
TOJICTOM KUIMKU MeXOy OPpUOJIU3UTeJIbHO 5 cM u nopubiams3uresbHo 40 cM.
B HeKOTOpHX BapMaHTax OCYIECTBJEeHUMA Y MHIOIMBUIyYMa MVMeeTCsHd
A3BEHHE KOJUT OT YMEPeHHOTO IO TAXeJOoTI0 M paclIpocTpaHeHue
3aboJIeBaHUA TOJICTOM KUK MeXIy NPUOIM3UTEIBEHO 5 cM u
npubiamusuresisHO 40 cM.

B HeKOTOpPHIX BapMaHTax OCYIMECTBJEHMA MWHIMBUIYYM He IIOoJydall
TepalMui I[IepBOM JMHMM ©OJIS SA3BEHHOTO KOJMTa MiIM 0oJie3HM KpoHa
(HanpuMep, rnepen BBEIOEeHUEM aHTUTeJa COTJIaCcHO HacCTO4AmeMy
PAaCKPHTHUIL) . B HEKOTOPHX BapMaHTax OCYIECTRBJIIEHUS Y MHIVMBUIYYMa
VMeeTCsa SA3BEeHHHM KOJUT OT YMEpPeHHOTO OO TAXeJoro, M OH He
IoJiydalJl Tepanuio IIepBOoM JIMHMM OJIS SA3BEHHOTO KOJMTa WMIM OO0JIe3HU
KpoHna (HamnpumMmep, I[epeld BBeleHMEM aHTHUTeJla COIJIACHO HacCToAleMy
PaACKPHTHUO) .

TepMMHE «5TaJIOH» WM «DOTAJIOHHOEe 3HaueHMe», MCIOJIb3YeMue B
HacToAmeM OINMCaHMM B3alMMO3aMeHIeMO, MOTYT OTHOCUTBLCH K M3MEPEeHU
WV TIOJIYUEHUMID XapaKTepUCTUKM 3HaAUeHMS WMJIM CHUMITOMa Y MHIMBUIYYMAa
Bes GI paccTpoMcTBa (MM Yy TPYIN TakUX UHIUBUIYYMOB) . «OTAJIOHHLEM
3HaAUYEeHueM» MOXeT OHITH abCcoJIIoTHOE 3HAUEHNeE; OTHOCUTEJIbHOE
3HaueHMe,; 3HaueHMre, KOTopoe UMeeT BepXHMUM M/UIM HWKHUNI Openell;
oMarnas3oH 3HAUEHUN; cpenHee 3HAUEHNUE; MeIMaHHOE 3HAUEHUE;
CpelIMHHOE  3HAUeHUE; UV  3HaA4YeHMe  II0 CpaBHeHMK® C  0Oa30BEM
3HaUueHMeM. AHAJOTMUHO, «Oa30BHM 3HaUeHMeM» MOXeT OBThH abCOoJI0THOE
3HAUEHNE; OTHOCUTEJIEHOE 3HAUEHUE; 3HAUYEHue, KOTOpOEe MeeT
BEepXHUMN "/ mniam HIMOKHUM npene; oMaras3oH 3HaAUEeHU N ; cpenHee
3HaAUEeHMe; MeMaHHOe 3HaUYeHMue; CpPelMHHOEe 3HaueHMe,; WJIM 3HaudeHMe
[I0 CpaBHEHMK C DSTaJIOHHEIM 3HaYeHMeM. OTaJIOHHOE 3HaueHMre MOXHO
IoJydaTh Yy OOHOTO MHIOMBMIYYMa, VY IOBYX pPa3sHBX MHIVBUAYYMOB WU Y
TPYIIIH MHOMBMIYYMOB (HaopuMep, Y TPYIIE M3 IOBYX, Tpex, UYeTHpex,

14T mJinm toJiee MH,]IMBM,HyyMOB) . B HEeKOTOPRIX BapMaHTax
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OCYIIECTRJIEHMA HSTAaJIOHHOE 3BHaueHMe OTHOCUTCHA K CTaHOapTHOMY WJIU
IPOBEPOUYHOMY 3HAauUeHMI B IJaHHOM ofjlacTu. B HEKOTOPHX BapMaHTax
OCYIIECTBJIEHUA DTaJIOHHOE 3HaUeHMe OTHOCUTCHA K 3HaAUEHUIO,
paccunTaHHOMY de novo, NS OOHOTO ZNRZN DoJiee VHIOIVBUOYYMOB
(HanpumMmep, 06es GI paccTpolicTBa) .

B HeKOTOpPEX BapMaHTax OCYUeCTBJIEHMA Y MHIMBUIOIYYMa MMeeTCd
IIOBEIIEHHOE  BOCHajleHMe IO MeHbIlel Mepe B UYacTM  XKeJYyIOOUuHO-—
KMIIeUHOTO TpakTa (HamopuMmep, I[I0 CPaBHEHMK C IIOIOXOOANMM STaJIOHOM,
TakMM KakK MHOMBMIOYYM ©0e3 IBD, MJIM STaJIOHHEIM 3HaUueHMeM) . B
HEKOTOPHIX BapMaHTax OCYIIECTRBJIEHU S N VHIVBUOYYMa UMeeTCHd
[IOBHIMEHHOE KOJIMUEeCTBO MMMYHHBEX KJIETOK II0 MeHbllel Mepe B UYacTH
KeJIYyOOUHO—KUIIEeUHOTO TpakTa (HalpuMMep, I[I0 CPaBHEHMK C IIOOXOIAMMM
2TaJIOHOM, TaKUM Kak VHIVBUOYYM Des IBD, VI STaJIOHHEIM
3HaueHreM) . Hamnpumep, B HEeKOTOPHX BapMaHTax OCYIMEeCTBJIEeHUS VY
VHIVBUOYYMa MeeTCcHd MOBHIIEHHOE KOJIMYEeCTBO TYUHBIX KJIETOK,
HeMTPpOoOMJIOB, SO3MHOOUIIOB U/WIM JMMPOLMTOB IIO0 MeEeHbIlel Mepe B
YacTM XKeJYOOUHO—KMIIEUHOT'O TpaKTa (HanpuMep, IO CpaBHEeHMK C
NOOXOOAMMM DTaJIOHOM, TaKMM KaK MHIOIMBUIOYYM O0es3 IBD, WM STaJIOHHBM
3HaUEHNEM) . NzBecTHO, uTo paccTpoicTBa KeJIY DOUHO—KUIIeUHOT O
TpaKTa, TakMe Kak ©0oJie3Hb KpoHa, MOTYT BJIMATL Ha JOOy© UYacThb
XKeJIYODOUHO—KUIIeUHOTO TpakKTa. B HEeKOTOPHX BapMaHTaxX OCYIEeCTBJIEHUI
YacTM XeJIYOOUHO—KMIIEeUHOTO TpakTa BKJIKUYAKnT poT, IJIOTKY, IIMIIEeBOI,
XeJIyOOK, OBEeHAOUATUIIEPCTHYD  KUIKY, NOOB3OOWHYI  KUIKY, TOIIYIO
KUIIKY, CJIenyl KUIKY, TOJCTYID KUIIKY, OPAMYK KUIKY ¥ 3adHUM
IpoxXon.

B HEeKOTOPEX BapMaHTax OCYIEeCTBJIEHUSA Y MHIMBUIOAYYMa MMeeTCd
[IOBHIIEHHAS IIPOHMUIIAEMOCTb CJMB3MCTOM 000JIOUKM B KHIIEUHVKE WJIKU
TOJICTOM KUIIKE . [MpoHULIaeMOCTE CIINBUCTOM ODOJIOUKU KUIIeUHUKA
UIOSHTUOUIVPOBAINM KaK KPUTHMUeCKUM dakTop B IIaToTeHese XeJIyIOoUHO—
KUIIEUHOTO TpakTa. g ©OoJjiee NOOPOOHOTO ONMCAHMA IPOHUIIAEMOCTU U
ee u3MepeHUs, CM., Halopumep, Bischoff, S.C. et al. (2014) BMC
Gastroenterol. 14:189. JiumoCcTpaTUBHEE aHaJIM3E OIS MWU3MepeHUd
IPOHUIIAEMOCTU CJAM3UCTOM O0O0JIOUKM BRJOUAT 0e3 orpaHMUeHMe KaMepy
YccuHTa, IepopallbHOe BBEeIEeHMe 3O0HIa (HalpuMMep, oJmIocaxapuia,
caxapa WIM OPpYyTOoTO MeueHOTOo O(QparlMeHTa, KOTOPHM MOXHO OOHaApPYXUTDH
B MOUe, eClIM OH IpPOXOOMT uUepe3 KUNeUHBM Oapbep), aHaJM3H Ha
BDakTepralJibHEHE MapKepH (Hanpumep, OaKTepMaJlbHEM OPOIOYKT, TaKolu
Kak SHOOTOKCUH ZANE%! OPpOOyKT bepMeHTalUNn VI QHTUTEJIO,
creugupuuecroe K DakTepraJlb HOMY AHTUTEHY) VI aHaJIM3E Ha

GmomapKep, CBSI3aHHHM C BOCIIaJIEHMEM KMIIEeYHNMKa mJinm HOTepeﬁ
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11eJIOCTHOCTK Baphbepa. B HEKOTOPHX BapMaHTax OCYMeCTBJIeHUS OMONICUSL

M3 TOJICTOM KMUIIKU VMHIOVIBMIOYYMa IIOKa3EBaeT IIOBHIMEHHYIO ITPOHMIIaeMOCTDBb

CJIM3UCTON OBOJIOUKM (HanmpuMep, 1o CPpaBHEHUD C [NOOXOLAM
3TaJIOHOM, TaKMM KakK MHOVMBUOYYM Oes IBD, WA S TaJIOHHEIM
3HaueHreM) .

B HEKOTOPEIX BapMraHTax OCYIleCTRJIEHN A B obpasle MOUM,
[IOJIYYEeHHOM Y MHIMBMIOYYMa, MMETCA IOBHIIEeHHEE YPOBHM OIOHOTO MWMJIM
DoJiee nus3: N-mMeTHMJIrMcTamMmMHa, JIeMKOTPUEeHOB u NpoCcTarJIaHOMHOB
(HampuMep, IO CpPaBHEHMI C DOOXOIOAMMM STaJIOHOM, TakuMM Kak obpas3el]
Mouu, [10JIYYeHHEIM Y MHINBUIOYYMa tes IBD, W STaJIOHHEIM
3HAUEHMEM) . B HEeKOTOPHX BapMaHTax OCyMecTBJIeHUS B obOpaslle KpPOBU,
[IOJIYUEHHOM Yy MHIOIUMBMOYYMa, MMETCHA IIOBBIIEHHEE YPOBHM OOHOTO MWJIM
tojee wm3: I1IL-6, IL-8, TNFx, VEGF, PDGF u MCP-1 (Hanopumep, IO
CpaBHEHMI C I[IOOXOOAMMM  3TaJIOHOM, TakKMM Kak ofpasel KpoBU,
IIOJIYUEHHE YV MHOVMBUAOYyMa 0es IBD, MIM 2TaJIOHHHM 3HadeHMUEM) .

B HeKOTOpPHX EBapMaHTaxX OCYWeCTBJIEHUMA Yy MHIOIMBUOYYMa MMeeTCcd
6oJIb B KMBOTe, I[IOHOC M/MJIM TOWHOTa. B HEKOTOPHX BapMaHTax
OCVYIIECTRJIEHUA MHIOVBUOYYM CoofmaeT 00 OIOHOM WM 0oJjiee CUMITOMOB
EGID mnyTeM CaMOCTOATEJILHOTO MIpeloCTaBJIeHMS CBeOeHMuM, HalpuMmep, C
IIOMOMBLI0 OINPOCHMKA IJIS OlLIeHKM pPesyJLTaTOB, IIOJYUeHHOM OT IalMeHTa
(PRO) . B HEeKOTOPEX BapMraHTax OCYIIEeCTRJIEHN A N MHIVBUIOYYMAa
OTCYTCTBYyeT pesyjbTaT, Wi uMeeTcda EGID ¢ HeaZeKBaTHBEM KOHTPOJIEM
[IOCPEenCTBOM OIOHOTO WM 0OoJiee IMIpenbBnoylrxX CcIocofoB JeueHusa EGID,
Hallpumep, PPI, CHUCTEeMHEIX WJIM MECTHHEX KOPTUKOCTEPOUIOB WU/WUJN
OVEeTEH.

Ipyrue MEeTOOMKNA UOEeHTUPUKALIUNA MHOMBUOYYMA, ronJjiexamero
JedeHMI C IIOMOIBK  CIOCOOOB COIJIaCHO  HacCToOdIeMy  PaCKpPHTHU,

BRJIODYAKT Bes OTPaHMUEeHNe aHaJlln3 KaJla Ha CKPETYIO KPOBE,

Pa3BEepPHYTHM aHalnu3 KpoBu (CBC) (HamopuMmep, IJS IUMATHOCTHUPOBAHUSA
aHeM1u VI MHOeKUIUM) , KOJIOHOCKOIIMIO, DHIOOCKOIINIO, MaTHMUTHO—
PE30OHAHCHY TOMOT'PadUL (MPT) , PEHTTEeHOCKOIINL, KOMIIBIOTEPHYIO
ToOMOTpPadmo, MAaTHUTHO-PE30HAHCHYKR (MR) sHTepoTrpadurw (HanopuMmep,

OJIS BHABRJEHMS CBUIMa, BOCHaleHMA WM CYXeHUus COCyHmoB) wmiau MR
TOJICTOM KMIIKU WMJIM HOPAMOM KUIIKMU.

B HekoTOphIX BapuWaHTaxX OCYINCCTBACHHS Y WHAWBHAYYMA MHATHOCTHPOBAN 303MHO(HUIBHOC
paccTpoiicTBo xkenyaouno—kumeunoro tpakra (EGID), win umeercs puck pa3BuUTHs 303UHOQPHUIBHOTO
paccrpoiictBa skeayaouHo—kuineyHoro tpakra (EGID). EGID npeacrasnsror coOo# paccTpoMCTBa,
MOPAKAKOIIUC JKETYA0YHO—KHUIICYHBIH TPAKT, KOTOPHIC XapPaKTEPHU3YIOTCA BOCHAICHHEM (HAMpPUMED,
303uHO(QWIbHONH wuH(pUIBTpaLer). B HEKOTOPHIX BapHAHTAX OCYINCCTBIACHHS AAHHOEC BOCHAICHHC

MPOUCXOANT Oe3 OOBIMHOU [y 303UHOGMIBHOH HMH(HIBTPAINMH NPUYMHBI, TAKOH Kak MapasuTapHas
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nH(EKIMs, 37T0KAUYCCTBCHHOE HOBOOOpa3oBaHHWE M peakuus Ha JekapcTBeHHbIH mnpemapar. EGID
BKIrOUaroT 303uHOG(uIbHbN 330darut (EOE), sosunoduasabiii ractputr (EG), »03uHOGUIBHBIH

ractposHTeput (EGE) ¥ 303MHOOMIBHEIL KOJIUT (EC) .

B HEKOTOPHIX BapMaHTax OCVYIeCTBJIEHUA N4 MHIOIVMBUIOYYMa
onarHocTmuposagmn  EOE, Wiy  uMeeTcd  pPpUcCK  pasButua EOE. ECE
OTHOCUTCH K pPaccTpoMCTRY nMmeBona, XapakKTepnus3yKnieMy s

MHOWUIIE Tpalrell 5S03MHOQUIIOBR M CONYTCTBYKIMMU HAaTOJOTUAMK, TaKMUMU
Kkak O6oJb B XMBOTe, nOucharmsa, 3aTpyOHeHHOEe IIPOXOXIeHue IIUIu,
pPBOTA, M3XOT'a, TOMHOTa, OTCYTCTBMe MNpuOaBKM B Bece, U IIpPOOJIEMH C
nuraHnuem. Cm. Furuta, G.T. UM Katzka, D.A. (2015) N. Engl. J.
Med. 373:1640-1648. B HEKOTOpPEHX BapMaHTaxX OCYIeCTBJIEHUI VY

IIallMeHTa TaKXe VMeeTCA SOSMHO(]_)MJ'H/IF[ HepM@equeCKOﬁ KPORBUM.

B HEeKOTOPEIX BapMaHTax OCYIeCTBJIEHUA N4 VHIVBUOYYMa
omarHocrTupoBanu  EGE, Wi  MMeeTcd  PHMCK  pasBUTUA EGE. EGE
OTHOCUTCHA K PAaCCTPOMCTBY  XeJIYOOUHO—KUIEUHOTO (GI) TpakKTa,

XapaKTepnu3ynmeMyCcsa MWHOUIILTpalue D03MHOOMIIOB B UYacCTMU XeJIyOOUHO-—
KUIIEeYHOTO TpakKTa M CONYTCTBYKIMMM IIaTOJOTHUM XEJIYyIDOUHO—KUIIEUHOI'O
TpakTa, TaKMMM Kak »gucroencmd, ©0o0Jb B XMBOTe, TOINHOTa, pPBOTAa,
noreps4a Beca, IIOHOC, HelIpoXOoIMMOCTE, KeJIy DOUHO—KUIIeUHOoe
KpOBOTEeUeHMe WM aclIMT. B HEKOTOPHX BapMaHTax OCyHIeCTBJIeHUAa Y
MHIOIVBUIOYYMAa OIMaTHOCTHUPOBAaJIM EGE BCJIeOCTBUE D03UHOPUIILHOM
MHOUIILTpaALMM B YacTM OOHOTO MM OoJiee U3 pTa, IJIOTKM, IMIEeBOna,
XeJlynokKa, IOBeHaOUaTUIIEPCTHOM  KUIIKM, IIONB3OOMHOM  KUIIKMU, TomeM
KUIIKM, CJIelOM KMIIKM, TOJICTOM KUIIKM, [IPAMOY KUIIKM UM 3aIOHEeTO
npoxomna. Hanprumep, B HEeKOTOPEHIX BapMraHTax OCYWEeCTBJIEHUA Y
UHIVBUIOYYMa UMEEeTCS D03UHODMIIBHHN OYOIEHWT, eHUT W/WiIu MIenuT. B
HEeKOTOPEX BapMaHTax OCYHeCTBJIeHMd Yy IallMeHTa TakXe MuMeeTCHd
203UHOOMINA HepudeprndecKor KPOBU.

B HEKOTOPEIX BapMraHTax OCYIeCTBJIEHUA N4 VHIVBUOYYMa
ouarLHocTupoBaiu EG, MWIM MMeeTCd PUCK pasButuga EG. EG oTHOCHUTCA K
PacCcTpOMCTBY, XapaKTepusyKrmeMyCcsa MHOUIIETpaluell 2O3MHOOUIIOB B
JyacTU XeJlyoKa (HanpuMep, CIIM3UCTOU OBOJIOUKHU KeJlyoKa ) u
CONIYTCTBYKRIMMM IIATOJOTHMAMM XKeJYOOUHO-KUIIEUHOT'O TpakKTa, TaKuMHU
Kak mucrencuda, ©Oo0Jib B XMBOTe, TOWIHOTa, pPBOTa, I[IOHOC, IIOTepd
Beca, MaJibadbcopbumsa n aHeMM1d. B HEKOTOPEIX BapMaHTax
OCyIeCTBJIEHUSA N nauveHTa TaKxe uMeeTcsd B03MHOOMIIM A
nepudepnUeCcKOM KPOBU.

B HEKOTOPEIX BapMaHTax OCyIeCTBJIEHUSA N4 MHINBUIOYYMAa
omarHocTupoBaiu EC, mIM MMeeTcda pPUCK pas3Butua EC. EC oTHOCHUTCA K

PacCcTpOMCTBY TOJICTOM  KMIIKM, XapaKTepusyoleMycCs MWHOUIILTpauuen
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S03MHOQMIIOBE M CONYTCTBYKRIMMM [IAaTOJIOTMAMM, TaKMMM Kak OoJib B
XMBOTEe, IIOHOC, IIOTeps Beca, Malbadbcopbuusa, BSHTepolaTusa C HoOTepen
OeJika, KMImeyHasd HEeIpoOXOIMMOCTE, YTOJeHne TOJICTOM KMIIKMA,
HeNpoOXOOMMOCTE TOJICTOM KMIKM M acuuT. EC OOBYHO IMATHOCTUPYRT VY
meTell WM HoIOpocTkoB. CMm. Alfad ma, A.A. et al. (2011) Therap.
Adv. Gastroenterol. 4:301-3009. B HEeKOTOPHX BapraHTax
OCVYIeCTBJIEHN A N4 naumMeHTa TakKxe MMeeTCcHAd 503MHOOUIIMA
nepubepnuecKoy KPOBU.

B HeKOTOPHX BapMaHTaxX OCYIECTBJIeHMA Yy MHIOVMBUIOYYMa HUMeeTCH
IOBa wiu OoJjiee, TpM WIM 0OoJiee WM BCe UeTHpe I[IPMBEIOEHHEX BHIIE
EGID. Hanpuwmep, B HEeKOTOPHX BapraHTax OCYyIeCTRBJIEHUSA N
MHOIVBUOYYMa uMennTcsa EGE u EG.

EGID xapakKTepusyiTCd SO3MHOOMILHOM MHOMILTpaluMelr B OIHOMU
iy 0oJiee IHOPaXeHHEX TKaHAX WM 4YacTAX  XKeJYIDOUHO—KUIIEUHOT'O
TpakTa. B HEKOTOPHIX BapMaHTax OCYIIECTBJIEHN A B03MHOOMIIbHAA
VHOQUJIbLTPpallMd OTHOCUTCSA K HNpUcCyTCcTBMI 15 mam Oojyee, 20 wmam OoJee,
w30 wiam  0oJiee  BO3UHOOUIIOB B IIOJIe  3BPEeHMA IIpu  OOJIBIIOM
yBesimuenun (HPF) B ofOpasue (HanopuMmep, OuonTaTe, HalpuMep, B
pes3yJbTaTe SHOOCKONMUECKOM OUMONICUM), I[IOJYUYeHHOM U3 XeJIyOOUHO-—
KMIIEYHOT'O TpakTa (T.e. W3 numeroma niaa EOE, xenynka piasa EG,
TOJICTOMU KUIMKNU nJjig EC u T.O.) . B HEeKOTOPLHIX BapMaHTax
OCVYIIECTBJIEHNA DO3UHOQUIIBHAA MHQMIILTpALMAa OTHOCUTCHA K IIPUCYTCTBMIO
B cpemHeM 15 wam ©Gojee, 20 wam OBojgee wmim 30 wmiam  ©OoJiee
S03UHOOMIIOB B IOJIe 3peHud opu OoJbmoM yBeamueHuu (HPF) B 2, 3, 4
mwm 5 aHasm3ax  HPF (HanpuMep, ns3 BuonrarTa, HallpuMep, B
pesyJbTaTe BSHIOOCKONMUYECKOM OMOoICUM), IIOJYUYeHHOM U3 XeJIyOOoUHO-—
KMIIeYHOTO TpakTa (T.e. U3 nOumeBoma njasa EOE, xejnynoka §pasa EG,
TOJICTOM kMmKM mjaga EC m T.m.). HanpuMmep, MHOXeCTBO aHaJIu30B HPF
(ranmpumep, 2, 3, 4 maum 5 aHaamzoBR HPF, kxak oIMcaHO B HaCTOAMEM
oM CaHuUM) MOXHO IOJYUYMTE B pe3yjbTaTe OOHOM  OMOoICUU (cMm.
Caldwell, J.M. et al. (2014) J. Allergy Clin. Immunol. 134:1114-
1124) maM B HEKOTOPHX CJydasax B pe3yJibTaTe MHOXeCTBa Ouoncuii. B
HEKOTOPEX BapMaHTaxX OCYIeCTBJIEHUA 5SO3MHOQMIIbHAA UHOMUILTPaLKndg
OTHOCUTCA K HOpucyTcreuio 30 wuiau O6oJiee 503UHOOMIIOB Ha HPEF B 5
aHaJmMzax HPF (Hanpumep, wn3 O©OuoNoTaTa, HalpuMep, B pesyJjbTaTe
SHIOOCKOIMUECKOW  Ouoncuu), INOJIYUYEHHOTO M3 XKeJYOOUHO—KUIIEUHOT'O
TpakTa (T.e. u3 OMmeBoma njga EOE, xejgyoka oJjsa EG, TOJICTOM KUIIKMU
o EC m 7.m.). 5 a”Hammzor HPFE MoxHO noJjiyuaTte u3 1, 2, 3, 4 wiu
5 o6pas3uoB (HamopuMmep, OMOICUM MHIMBUIOyYMa) . HpyT'MMM CJiOBaMM, B

KauecTBe INpuMepa, 5 aHammuzoB HPF MoTyT OHTE B OO0meM CJIOXHOCTU U3
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2 o00pa3uoB (HamopuMep, 3 aHaJmuza HPF wu3 omgHoro ofbpasla M 2 U3
opyroro, u He Tpebyercd 5 aHammz30B HPF M3 KaXmoro M3 »OBYX
06pas3LuoB). B HEKOTOPHX BapMaHTax OCYIIeCTBJIEHMS DO3UHOQUIIEHAS
VMHOWUIIbTpaLUMd OTHOCUTCHA K NpUCYyTCTBM 30 miam 0oJjiee BO03MHOPUIIOB Ha
HPF B 5 ofOpasuax (Hamopumep, u3 OMONTaTa, HaIpMMep, B pe3yJbTare
SHIOOCKOIMUECKOW  Buorncuu) , INOJIYUYEHHOTO M3 XeJIYOOUHO—KMUIIEUHOT'O
TpakTa (T.e. M3 OumeBola mJjsa EOE, xeaynoka g EG, TOJCTOM KUIIKMY
oJis EC u T.O.) . B HEKOTOPEIX BapMaHTax OCYIeCTBJIEHUSA
203MHOQMIIbBHASA MHOUIbLTPALMS OTHOCHMTCA K IIPUCYTCTBUI IIMKOBOTO
KoJIMdecTBa D203MHOOMIIOB, 50 wmam ©6oJgiee, 100 wmim ©6oJgee, 150 wuam
BoJiee, 200 wmim  BoJee, 250 wmim  Bojgee wmim 300 wmym BoJiee
203MHOQMIIOB B II0JIe 3peHUd Opu OoJbmoM yBeamueHmuum (HPF) B 2, 3, 4
W 5 a”Hajmsax  HPF (HanpuMep, ns fuonrara, HalpuMmep, B
pe3yJibTaTe DSHIOCKOMNIMUECKOM OMOICUM), IMIOJYUYEHHOTO M3 XeJYIOUHO—
KMIIEYHOTO TpakTa (T.e. W3 numeroma niaa EOE, xenynka §pias EG,
TOJICTOMU KUK nJjisa EC u T.O.) . B HEeKOTOPLEIX BapMaHTax
OCYECTRBJIEHUA D203UMHOQUIIEHAS MHQMUJIIBTPALMS OTHOCUTCH K TIPUCYTCTBUO
100 wmyim ©OoJyee o3mMHOGMIIOB/MM? B HPF wmim  ofpaslue (HanopuMmep,
fuonrarTe, HalpuMep, B pesyJjbTaTe SHIOOCKOIMYEeCKOoM  Buoncum),
[IOJIYYEHHOM M3 XeJIYOOUHO—KMIIEUHOT'O TpaKTa (T.e. M3 OMIIeBOola MIJIA
EOE, xejaynoka nonaga EG, TojcToM KumkM 1Jia EC m T.m.). B HEKOTOPHX
BapMaHTax OCYIEeCTBJIEHUS DO3UMHOQUIIbBHAA MWHOUIILTPpalUMsa OTHOCUTCH K
[IOBHIIEHHOMY KOJMUECTBY D203MHOOMIIOER B HPF mam obpa3s3le (HaopuMmep,
[I0 CpaBHEeHMK C IOOXOOANKM STaJIOHOM, TakMM Kak ofpaszen y
MHIVBUOYyyMa ©es3s IBD, WM 2TaJIOHHOe 3HaueHNe) . Taxkxe MOXHO
VCIIOJIL30BATE OpyI'Me MEeTOOMKM HabJoIeHMI 3a XeJIYOOUHO—KUIIEeUHHM
TPakTOM, TakMe KakK SDHIOCKOIMSA, KOJOHOCKOIMSA M »30dparorpadmusa C
BapueM, HaIpuMep, IOJg IoMcKa MOPOOJIOTUMUECKMX HapYIIeHUM OIOHOM WMJIU
DoJiee yacTen KeJIYIOUHO—KUIEeUHOT'O TpaxkTa. CMm., HalprMep,
Caldwell, J.M. et al. (2014) J. Allergy Clin. Immunol. 134:1114-
1124; Furuta, G.T. U Katzka, D.A. (2015) N. Engl. J. Med.
373:1640-1648; u Lwin, T. et al. (2011) Mod. Pathol. 24:556-563.
B HEeKOTOPHX BapMaHTaxX OCYMEeCTBJeHMHA obOpa3ell Y MHIVMBUIyYMa C
EOE (HanpumMmep, ofbpas3ell M3 OMOICUM [IUIeBONa) XapaKTepusyeTcs
omHOM wmIM OoJlee CJeOIyRIVMMM OCOOeHHOCTAMM: OOoJiblle MM paBHO 15
BHYTPUSIUTEJMAJILHEX 203MHOOMIIOB Ha HPF 1o MeHbIleM Mepe B OIOHOM
oTneJyle IMIIEBOIA, VM3MeHeHHHY XapakKTep 5S03UHOOUIIOB (HanpuMep,
[IPOABJIIETCSH B BUIE paccJioeHmns INOBEPXHOCTHU u abcueccos) ,
SIUTEeSMalJIbHEE WM3MEeHeHMs (HalpuMmep, IuUulleplljlasusa ©0a3aJIbHOT'O CJo4

T/[/T/[J'H/[ paclMpeHHEIEe MeXKJIE TOUHEIE HpOCTpaHCTBa) n YTOJIIEeHHEIE
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BOJIOKHAa COOCTBEHHON ILJIaCTUHKMA . B HeKOTOPEX BapMraHTax
OCylleCTBJIeHMA oO0Opaszell y MHIMBMIOyyMa ¢ EG (HanopuMep, ofbpasz3el U3
BuoncumM XeJlyIKa) XapaKTepu3yeTcs OOHOM MM 0oJjiee CleOy VMK
ocoBeHHOCTAMM: OoJblie MM paBHO 30 »o3uMHOGMIIOB Ha HPE B 5
aHaJmMszax HPF, M3MeHeHHOe [oBeneHue B03UHOOUIIOB (HanmpuMep,
IpoABJIAeTCsa B BUIe JIMCTOB COOCTBEHHOM ILJIACTHHKM, DO3MHOPUIILHOTO

I'baHyJIieMaTo3a, DO3MHOQUITE HEIX abclueccos xeJjes) , SIIMTeJIMaJIbHEE

VISMeHeHNMA (HaHpMMep, CHIMXEeHHBIM MYyUIMH, ITIOBHINECHHOE
H,HepHO/LLMTOHHaSMaTML_TeCKoe OTHOIIeHNME I/I/I/I.J'H/I ITIOBHINICHHAaA
SIIMTeJIMaJlbHaAa MUTOTeUeCKasAa AKTMBHOCTL ) n M3MeHeHHOe

pacrnpenejieHMe S03MHOOMIIOBR (HamnpuMmep, oIMH wiIm ©O0oJiee Ha HPF B
[IOBEPXHOCTHOM B3IOUTeMM, O0oJiee UueM OIMH Ha HPF B sOuTelInmu XeJies3H,
M3OLHTOK DO3MHOQMIIOB B MHIMEUHOM CJIO€ CJM3UCTOM O0O0O0JIOUKM WMJIU
MIONCINU3UCTOTO cJosa n/nnm KOHIIEHTpalMs 303VMHOQUIIOB B
cyOsnuTeIMaJbHOM  IOBEPXHOCTHOM COBCTBEHHOM  ILJJACTMHKE  BMECTO
Ty OOKOM COBCTBEeHHON [LJIaCTUHKE) . B HEKOTOPEIX BapMaHTax
OCymecTBJIeHMa ofOpaszell y UMHIOIMBMIOYyMa C EGE (Hampumep, obpa3el U3
BUoNCcUM IOBEeHaOllaTUIIEPCTHOM KMIIKM, TOmeM KUIKM WJIM [IOOB3IOOMHON
KMIIKY) XapaKTepu3yeTcsa OOHOM MM 0oJlee CIeOyIVMU OCODOEHHOCTSIMM:
foJjiee UeM IOBYKpaTHOe HOpMaJIbHOE KOJIMYECTBO 03MHOOUIIOB B
coOCTBEHHOM IJIaCTMHKe Ha HPF (HanpuMmep, OoJblie ueM 52 so3mMHOOMIIA
Ha HPF B OBeHaOUaTUIIEPCTHOM KUIIKe, WM OoJble ueM 56 203MHOOUIIOB
Ha HPF B TIOOB3OOMHOM KUIIKe), M3IMEHeHHOe IOoBeleHMe 5SO03UHOIUIIOB
(HanmpuMep, MHOPOABJISeTCd B BUIOEe JKCTOB COOCTBEHHOM IIJIACTUHKU,
D03MHOQUIIEHOTO KPUIITUTE, D0 3MHOQUIIE HEIX abclueccos KpUIT) ,
SOMTeJMaJIbHEe M3MeHeHUd (Halpumep, IIOHMXEHHBM MyLMH, I[IOBHIIEHHOES
AOEepHO/UUTOoIIasMaTuUIeCKoe OTHOMEeHN e n/nnm MIOBBINIEHHA A
sIUTeMalibHagd MUTOTeueCKasd aKTMBHOCTB), WM3MeHeHHOe paclpelelieHNre
203MHOOMIIOBR (HamnpuMmep, OoJiblle yueM 2 Ha HPF m OGosbme uem 4 Ha HPF
B [IOBEPXHOCTHOM DIUTEJIUN B IOIBeHalllaTUIIePCTHOM KUK e u
IIOOB3IOMHOY KUIIKEe, COOTBEeTCTBeHHO; OoJiblle ueM 6 Ha HPF u OoJible
yeM 4 Ha HPF B 32OMTeJUMM KPUIT B »OBEHAOUATUIIEPCTHOM KUIKEe U
IIOOB3IOMHOM KHUIIKE, COOTBETCTBEHHO; M30BEITOK 303MHOOUIIOB B
MEIIEUHOM CJIOE€ CJMU3MCTOM OBOOJIOUKU MM IIOOCJIM3MCTOTO CJOL; W/WiIn
KOHIIEHTpaluus 203MHOPUIIOB B CcyBanuTeanallbHOM [IOBEPXHOCTHOM
CcoOCTBEHHOM ILJIJaCTMHKE BMeCcTO IJIYyOOKOoM CcoBOCTBeHHOM IIJIACTUMHKU) U
OTCYTCTBME KJIETOK OCTPOI'O BOCIaJIeHusa. B HEeKOTOPHX BapMaHTax
oCylecTBJIeHMd obpaszel y UWHIMBMIOyYyMa C EC (Hamnpumep, obpa3el U3
ouoncmum TOJICTOM KUIIKM ) XapakTepusyeTrcd OIHOM NI BoJiee

cJle oynmyiM OCODEHHOCTAMH : QoJiblne ueM IBYKpaTHOe HOPMaJIbBHOE
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KOJIMUECTBO S03MHOOMIIOB B COOCTBEHHOM IJlaCTHUHKe Ha HPF (Hanpumep,
BoJipme uem 100 »o3mMHOOMIIOBR Ha HPF B Bocxomsmel oOOOOOUHOM KUIIKe,
BoJipme dYeM 84 503MHOOMIIOBE Ha HPF B IIOHNepedHOM WM HUCXOLAUEM
000IOUHOM KMImKe wmjam OoJblie dyeM 64 303MHOOMIIOB Ha HPEF B
PEKTOCUTMOBMOHOM OTHOeJie OOONOYUHOM KUIIKM), W3MEHEHHOe IIOBeIdeHUEe
203MHOOMIIOB (HalpuMmep, OPOoABJISeTCcda B BuUIe JIMCTOB COOCTBEHHOM
[LJIaCTUHKY, DO3MHOOUIIBHOTO KpUIITHTa, D0 3MHOQMIIL HEIX abcueccos
KpUIIT) , D2IOUTeJMaJIbHEEe W3MeHeHUS (HanpmuMmep, IIOHMXEHHBI MYyLUH,
[IOBHIIEHHOE HAIepHO/LMTOoIJIasMaTUUeCcKoe OTHOIeHMe M/MJIM IIOBLHIIeHHAad
SIUTeIMalibHagd MUTOTeueCKasd aKTMBHOCTL), WM3MeHeHHOe paclpelelieHNre
203MHOOMIIOB (Hamnpumep, OoJblle ueM 3 Ha HPF, Oosneme uem 4 Ha HPF,
u OoJkme uYeM 2 Ha HPF B [TOBEPXHOCTHOM R2MIUTEJUM B BOCXOIANMEM,
[IOIIEePEeUYHOM/ HUCXOOAMeM M B PeKTOCUTMOBUIHOM oOTIOejle OBOO0OOUHOM’
KMIIKM, COOTBEeTCTBeHHO; OoJjblle UeM 11 Ha HPF, ©Oojsibme ueM 4 Ha HPF
n BoJyipme uyWeM 9 Ha HPF B 2OMTelMM KPpMIIT B BOCXOIAWEM,
[IOIIEePEeYHOM/ HUCXOOAMeM M B PeKTOCUTMOBUIHOM oOTIOejle OBOO0OOUHOM’
KUIIKHA, COOTBETCTBEHHO; M30HTOK DO3BMHOOUIIOB B MBIIEUHOM CJIOE
CIAMB3UCTOM OBOJIOUKM MJIM MHOOCJAUBMCTOTO CJIOS M/MIM KOHIIeHTpalusg
DO3UHOOUIIOB B cybsnuTesamalJib HoM IIOBEPXHOCTHOM cobCcTBEeHHOM
JIJaCTHUHKE BMEeCTO TJIyOOKOM COOCTBEeHHOM IIJIaCTMHKM) M OTCYTCTBUE
KJIETOK OCTpPOTO BocHajeHusa. Inga 0O0oJiee WLJIOCTPATUBHOTO ONMCAaHUA
OIMaTHOCTUUYECKNUX KpuTepneB mJjsa EGID, cm., Hanpumep, Collins, M.H.
(2014) Gastroenterol. Clin. N. Am. 43:257-268.

B HeKOTOPHX BapMaHTax OCYWeCTBJIeHMAa Y MHIOIUBUOyyMa C EGID
Takxe HabjomaeTcsd IIOBHIIEHHASd SO3MHOQMIMSA KPOBM (HaOpuMep, IO
CPaBHEHUID C KOJIMUECTBOM DO3UHODMIIOB IHepudepruecKUyl KPOBU VY
MHIOIMBUOYYMa 0e3 EGID wiIM 2STaJIOHHBEM 3BHaueHMEeM) . Hanpuwmep, B
HEeKOTOPHX BapMaHTax OocCylecTBJeHMa obpas3el NepudepruecKom KPOBU,
IIOJIYUEHHHM Y MHIMBUIOYyMa C EGID, wuMeer 200 wmiam OoJiee, 300 wmim
BoJlee, 400 wmim  BoJjiee, 500 wmimm Bojiee wmim 600 wmim  BoJiee
S03MHOOMIIOB Ha MKJI.

B HacToOdAmeM PacKpPHTHUM IIOKa3aHO, UTO HBKCIPeCCUsa HeKOTOPHX
TEeHOB B MBIMMHOM MOImenun DO3UHOPUIILHOTO TacTpuUTa (EG) "
racrposHTepuTa (EGE) ypesmueHa. CMm. Illpumep 3 m OUI'. 12A-12E. B
CBA3M C STUM B HEKOTOPHX BapMaHTax OCYMEeCTBJIeHMS Yy MHIWBUOYYMa C
EGID Takxe HaOmmaeTcsd IIOBHIIEHHasa »Kcopeccusa MCPT1, MBP, CCLb5,
CCL2 m/wmmm CCL17, HamopuMep, B OOHOM MM 0OoJiee TKaHAX XeJIyIOUHO-—
KUIMEeYHOTO TpaKTa (T.e. numeBola OJjs EOE, xenylka mjasa EG, ToJjcTon
kumky g EC m T.O.). B HEeKOTOPHX BapuaHTax OCYIeCTBJIEHUS VY

vHOouBunyyMa ¢ EGID Takxe HaOlmoOaeTcsd IIOBHIIeHHas B»Kchpeccus MCPTI1
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B omHOM wmIM ©OoJiee TKaHAX KeJYIOOUHO-KMIIEUHOTO TpaKTa (T.e.
numerona mnJjs EOE, xejgynka nijasg EG, ToJicToM KMmKM OJjg EC M T.m.).
B HeKOTOPHX BapMaHTax OCYWeCTRBRJeHUd Yy UHIOIVMBUIYyyMa C EGID Takxe
HabJogaeTcsa IOBHIIEHHasd »sKcOpeccus CCL2 B omHoOM wmiam 0OoJiee TKaHAX
XKeJIYOOUHO—KUMIIEeUHOTO TpakKTa (T.e. OumeBoma nJjasa EOE, xejlylka OJIA
EG, TOJICTOM kKMmKM 1njag EC ¥ T.n.). B HeKOTOPHX BapMaHTax
OCYIIECTBJIEHMA  SKCIpPpeCcCHid I'eHa  UBMepdT B oBpasle ouoncuu,
[IOJIYUYEHHOM us TKaHU VHIVBUOYYMA . B HEKOTOPEIX BapMaHTax
OCYIIECTRBJIEHMA DBKCIPeCccusa TI'eHa OTHOCUTCHA K YPOBHK 5BKCIPEeCCUuu
MPHK. B HeKOTOPHIX BapMaHTax OCYUWEeCTRBJIEHMA BKCIpeccuda TI'eHa
OTHOCUTCS K VYPOBHK DBKCIpeccur ©Oejlka. B HEeKOTOPHX BapMaHTax
OCVYIIECTRBJIEHMA DKCIPEeCCU TeHa U3MEepSAnT OTHOCUTEJIBHO HSTajioHa WU
STAaJIOHHOTO 3HaAUEeHUSA. B HEKOTOPEIX BapuUaHTax OCYIIeCTBJIEHUSA
STAaJIOHHOEe 3HaueHMe OTHOCUTCH K BKCIOpecCurM OIOHOTO uiIu 0BoJjiee
IpyTroro T'eHa (I'eHOB), HalpuUMeEp, TI'eHa (T'eHOB) XWM3HEHHO BaXHHX
OyHKIMM. B HEeKOTOPHX BapMaHTax OCYMeCTBJIEHMSA STaJIOHHOEe 3HaueHMue
OTHOCUTCSH K DKCIPeCCUM TeHa Y OIOHOTO WM 0OoJiee UHIOIUBUIYYMOB 0e3
EGID. D3STaJIoOHHOe SHaueHMe MOXHO IIoJIydaTh Y OIOHOTO MHIMBHUIYYMa, VYV
IOIBYX PasHHX MWHIVBUIOYYMOB WJIM Yy TPYIIIE WHIVBUIYYMOB (HaAIIpPUMEPR,

T'PYyIIIEL M3 OBYX, TpeX, UYWeTHpeX, II4ATHM WA foJiee I/[H,JIT/[BM,JIyyMOB).

Y
B
HEKOTOPEX BapMaHTax OCYIEeCTBJIEHMA STAJIOHHOE 3HaueHMe OTHOCUTCA K
CTaHOapTHOMY WJIM I[IPOBEPOUHOMY 3HaueHUIO B HaHHOM obOjlacTu. B
HEKOTOPEX BapMaHTax OCYIEeCTBJIEHMA STAJIOHHOE 3HaueHMe OTHOCUTCA K
3HaUeHMI0, pacCuMTaHHOMy de novo y OOHOTO WM 0oJjlee MHIUBUIYYMOB
(HanpuMmep, 6es GI paccTpolicTBa) .

B HacTofAmeM pPacKpHTUM KpoMe TOI'O I[I0Ka3aHO, UTO 5BKCIpecCHud
HEeKOTOPHX T'eHOB B oOpasle KPOBM WMIM CHBOPOTKM B MBIMMHOW MOIEJIU
B03UHOOMIILHOTO TacTpuTa (EG) m racrposHTepura (EGE) yBelmueHa.
CMm. Ilpumep 3 wm OUMI'. 13A-13C. B cCcBA3M C BTHM B HEKOTOPHX
BapMaHTax OCYIeCTBJIeHUSa VY MHIMBUOyYMa C EGID Takxe HabaooaeTcd
IOBHIIEHHas skchopeccusa CCL2 wu/uamu CXCL1L B ofpasle KPOBM WM
CHBOPOTKM. B HEKOTOPEX BapMaHTaxX OCYWMEeCTBJIEHMA Yy MHIMBUIYyYMa C
EGID Takxe HabjgomaeTcsd IIOBHBIMeHHaaA BKchOpeccua CCL2 B obpasle
KpOBM  WMJIM  CEBOPOTKIU. B  HeKOTOPHIX BapMaHTax OCYIIECTBJIEHNA
BSKCIOPECCUID T'eHa M3MEepdnT B IIOJYYEeHHOM Yy MHIMBMIyYMa ofOpas3le
KpOBM  MJIM  CEBOPOTKIU. B  HeKOTOPHIX BapMaHTax OCYIIECTBJIEHN A
SKCIPpeCcCusa T'eHa OTHOCUTCHA K YPOBHK 5skchopeccur MPHK. B HeKOTOPEX
BapMaHTax OCYIeCTBJIEHMA DHBKCIpecCUud TITeHa OTHOCUTCA K  YPOBHDO
sKCIOpeccur Oejika. B HEKOTOPHX BapMaHTax OCYIEeCTBJIEHUA 3SKCIPeCCHUO

T'eHa WM3MepdalnT OTHOCUTEJIBEHO DSTaJloHa WM STaJJOHHOTO 23HaueHMd. B
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HEKOTOPHX BapMaHTax OCYIEeCTBJIEHUA DSTaJIOHHOEe 3HaueHue OTHOCUTCHI K
DKCIIPEeCCUM OIOHOTO MM O0oJiee IOpyI'or'0 I'eéHa (I'eHOB), HalpuUMep, I'€eHa
(reHOB) KUBHEHHO BaXHEBIX OYHKIIMM . B HEKOTOPHIX BapMaHTax
OCYIIECTRBJIEHUA DSTaJIOHHOE 3HaueHUe OTHOCUTCA K DHDKCIpeccurM TeHa B
obpasue (obpasuax) KPOBM MJIM CHBOPOTKM Yy OIHOTO MM 0OoJiee
MHIOIMBUOYYMOB ©0e3 EGID. STaJIOHHOE 3HaueHMe MOXHO IIoJiydaThb Y
OOHOT'O MHIOMBMIOYYMa, Y IOBYX PAa3HBX MWHIMBUOYYMOB WJIM Yy TPYIIIIE
VHOMBUOYYMOB (HamopuMmep, Y TPYNIE M3 IOBYX, Tpex, UYeTHpex, I[IATU
uinu 6oJiee MHIMBUIOYYMOB). B HeKOTOPHX BapMaHTax OCYIeCTBJIeHUSA
2TaJIOHHOE 3HaueHMe OTHOCUTCHS K CTaHOapTHOMY WM [IPOBEPOUHOMY
3HAUEeHMI0 B MHOaHHOM o006JacTM. B HeKOTOPHX BapMaHTax OCYMeCTBJICHUS
2TaJIOHHOE 3HaueHMe OTHOCHUTCH K 3HAUEeHMI, pacCUuMTaHHOMY de novo Yy
OOHOTO MM OoJlee MHOMBMIYYMOB (Hampumep, ©es GI paccTpolcTmBa) .

B. OTBeT Ha JieueHUe

B HeKOTOPHIX BapuaHTaxX OCYIEeCTRBJIEHVA BBeIeHUe MHIOVBUIYYMY,
Kak OIIMCAaHO B HacToAmleM  ONMCaHuU (HanpuMep, MHIOIVMBUOYYMY ,
nMewnneMy I1IBD, TakKoe KakK KoOJIMT wmiIM ©OoJie3Hb KpoHa wiam  EGID)
SQ0OPEKTUBHOTO KOJIUUECTBa aHTUTEJI, OIMCAHHEX B HACTOAIleM OIMCaHUN,
KOTOpHE CBA3HBakTCA ¢ Siglec—8 uejloBeka (HanpuMep, AQHTUTEJI
npoTue Siglec—-8), yMeHbHNaeT OOMH MM OoJee (HalpuMep, OIOWH WU
BoJjiee, InBa wiu OoJjiee, Tpu WM ©OOJiee, UYeTHpe WM OoJiee UM T..HO.)
CUMIITOMOB VY MHIOIMBMIYYyMa IO CPaBHEeHUI C 0a30BEM YPOBHEM Ilepel
BBeIeHMEM aHTHUTella.

TepMrHEL «Da30BOe» WM «Da30BOe 3HaueHMe», MUCIOJIbL3yeMee B
HacToAlleM ONMCaHUM B3auMMO3aMeHAIeMO, MOI'YT OTHOCUTBLCHA K M3IMEPeHUIO
WM TIOJIYUEHMID XapaKTepUCTUMK CHUMIITOMa Iepel I[IpMMEeHeHMeM Tepaluu
(HanpuMep, aHTuTeJ OpoTuB Siglec—-8) waIM B Hauvajle [IPpUMEeHEeHUI
TepanlMrM. Ba30BOe 3HaueHMEe MOXHO CPaBHUTEL C STaJIOHHHEM 3HaUueHMEM,
UTOOH ONPelesIMTh YMeHBIIeHMe WM YJIYUIeHMe CHUMITOMa XeJIYyIOUHO—
KMIIedyHOTO 3abojeBaHMa (HanopuMmMep, 1BD uam EGID), nOpeayCMOTPEHHOTO
B HacCToO4dmeM OIMCaHMM. DITaJIOHHOe 3HaueHMe U/UIM 0as0BOe 3HaueHUe
MOXHO TIOJIy4YaThb Yy OINHOTO MHIOMBUIAYYMa, Y OBYX Pa3HHX WHIUBUIYYMOB
WY y TPYNONE WHIVMBMIAYYMOB (HaopuMMep, Y TPYINIOE WKW3 OBYyX, TPReX,
YeTHpex, OATUM MM OoJiee MHIOMBUIYYMOB) .

OTBeT Ha JieUueHMEe Y UHIUBUIYYMOB C  KeJYyIOOUHO—KUIIEUHEIM
3abojieBaHMeM (HamnpuMmep, IBD wmiam EGID) MOXHO OILEHMTEB C I[IOMOUBK
crioco6oB, M3BEeCTHEIX B »OaHHOM ofjlacTu. Halopumep, OTBeTOM Ha
JleueHue N MHINBUOYYMAa C KeJTYOOUHO—KUIIeUHEIM 3aboJieBaHueM
(HanpuMep, IBD wmmm EGID) MoXeT OHBHTHE YMEHBIIEHME WM YJIYyUIEeHNe

JIIOOOTO nus eTro CHMIITOMOEB, OIIMCaHHEIX B HacCToAlleM OIIMCaHNUN .
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CuMmnToMel IBD MOTYT BKJIKUATL, HO 0e3 OI'paHUUeHMs, IIOHOC, B3OyTHE
XMBOTa, TOWHOTY, OOJIbE B XMBOTEe, KpPOBL B CTYJe, UYacTOTy XUIKOITO
cryJya, abcuecch OpPKMHOM TIIOJIOCTM WJIM Tal3a, CBMIM, IIOTepl Beca,
YCTaJIoOCTh, JIMXOopankKy, HOUHYI  IIOTJIMBOCTL M 3adepXxKy pocTa.
CuMniToMel EOE MOTYT BKJIKUaATh, HO ©0e3 oI'paHMUeHMsa, OOJIb B XUBOTE,
oucharmo, 3BaTpYODHEHHOEe IIPOXOXIeHMe MMM, PBOTY, W3XOTYy, TOIHOTY,
OTCYyTCTBUe IIpubOaBKM B BecCe U IIpobJjeMH C OUTaHueM. CuMITOMEL EG
MOTYT BKJKUaATbL, HO 0e3 OoI'paHMUeHMsa, »OUcHerncurn, O00JIb B XUBOTE,
TOIIHOTY, PBOTY, IIOHOC, IIOTepK Beca, Malbadbcopbluin UM aHeMHO.
CumMmnToMel EGE MOTYT BKJKOUATE, HO 60e3 OI'paHMUeHMS OUCIIENCUD, O0JIb
B XMBOTE, TOINHOTY, PBOTY, IOTepK Beca, I[IOHOC, HeIpoOXOoIVMMOCTE,
KeJIYODOUHO—KUIIeUHOEe  KPOBOTEeUeHMe U acluT. CuMnToMel EC MOTYT
BKJIOUATE, HO 0e3 orpaHMueHMdA, OOJIb B XKMBOTe, IIOHOC, IIOTepK BecCa,
MaJikabcopbuun, DHTepOolaTH C moTepemn DeJika, KUIIEUHYIO
HeNIpOXOOMMOCTL, YTOJeHMe TOJICTOM KMIKM, HelIpOXOOVMMOCTL TOJICTOM
KUIIKM ¥ acuuT. OTBeT Ha JeueHMe MOXeT IMIPMBOIUTL K IIOJIHOM
peMrcCcum (CR), YacTUUHOM peMm1ccum (PR) VI KJIMHUYECKOMY
yayudmeHun (Cl) KeJyOOUHO-KUIMeuHOoTo 3aboJjieBaHuUa (Hanpumep, 1BD
i EGID) y MHIMBMOYYMA.

B 1nmaHHOM 00JlacTM M3BECTHH MeTOOMKM M3MEepeHMS OTBeTa Ha
JleueHue OJ1dg MHOXEeCTBA KeJIY TOUHO— KU UHBIX 3aboJieBaHUM u
CUMIITOMOB. Hamnpuwmep, oJ4d MOHUTOpMHIa IBD MeTOOMKM M3MEepeHUd
OTBeTa Ha JeueHMe MOT'YyT BKJIKNUATE 0e3 OI'PpaHUUEeHMHA SDHIOOCKOINUECKYIO
OLIeHKY u OaJIbHYIO OLLEHKY (HanpmuMep, C MCIIOJIE 30BaHUEM
SHOOCKOIIMUECKOTO MHIeKCa TAXECTHU BoJIe3Hb KpoHa, IpoCTOM
SHIOOCKOIMUEeCKOM 0aJIbHOM oOlleHKM ©OoJie3HUM KpoHa, BHIOOCKOIMUEeCKOM
mKaJiel  OlleHOK 10 Rutgeerts, wMHIeKca AaKTHMBHOCTM IIPU KallCyJIbHOMU
SHOockonuu CD, MOIMOUUMPOBAHHOTO MHIEKCa aKTUMBHOCTM 3abojieBaHudg
A3BEHHOTO KOJMTa MM mKaJel Maio) ; YIBTPasBYK; KOMIIBIOTEPHYIO
ToMoTrpaduw; MPT (Hanpumep, MP-sHTepoTpaduin, MP-2HTEpOKJIU3UC WU
MCIIOJIL30BaHMe CHucTeMe 0OaJIbHOM OlleHKM, TakolM KakK MHIekc MPT wmiIu
MP-mMHIOekC akTMBHOCTM OoJie3HM KpoHa); ypoBHM C-peaKTMBHOTO OeJIKa;
WV YPOBHM KaJIbIIPOTEKTMHAa, JlaKTodeppMHa WMIM BJlacTas3e B KaJje (CM.
D’ Inca, R. u Caccaro, R. (2014) Clin. Exp. Gastroenterol. 7:151-
161; Walsh, A. M Travis, S. (2012) Gastroenterol. Hepatol. (NY)
8:751-754) . Ijaga ™MOHUTOPMHITa EGID, MeTOIMKM WM3MEPEHUS OTBEeTa Ha
JiedeHre MOTYT BKJIOUATE 0e3 OI'paHMUeHUA SHIOOCKONIMK, KOJIOHOCKOIINI,
300arorpadmn, KOJIUUECTBO HDO3ZUHOOUIIOBE B o0pa3le K3 XeJYyIOUHO—
KMIIEUYHOT'O TpakTa (HanpuMep, oOBmee KOJIMYeCTBO, CpenHee IO

MHOXeCTBY o00pasluoB u/MIM OIMKOBOE I[I0 MHOXeCTBY 00pas3loB) U
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KOJIMUECTBO SO03MHOPUIIOB B o0pasle HepudeprnuecKor KpPOBU.

B HeKOTOpPHX BapMaHTax OCYIEeCTRBJIEHUI JedeHe 5OOeKTMBHEM
KOJIMUECTBOM aHTUTEJ, OIMCAaHHEX B HaCTOAlleM OIMCaHMM, KOTOPHE
CBA3HBAaTCA C Siglec—-8 deJioBekKa (HanpuMep, QHTUTEJI I[IPpOTUB
Siglec-8), CHMXaeT AKTMBHOCTL 3ab0JIeBaHMA IBD MIIN EGID
(HanmpyMep, C MUCIHOJIb30OBaHMEeM MWHIOeKca OlLeHKM/0aJIbHOM OlleHKM Ha
OCHOBe SHIOCKOIIMUECKOM I MPT BMU3YyaJlMs3alul, TaxKkoI'o Kak
SHIOOCKOIINYECKUM MHIEKC TAXKECTU OoJIe3HU KpoHa, IpoCTOM
SHIOOCKOIIMUECKOM olleHku 0oJesHu KpoHa, SHIOOCKONIMUECKOM  MKAJIE
OLIEHOK 1o Rutgeerts, MHIeKCa AKTUMBHOCTHU npu KalcyJbHOM
sHOockonuu CD, MOIMOUUMPOBAHHOTO MHIEKCa aKTMBHOCTHU 3abojieBaHudg
A3BEHHOTO KOJIMTa, mKaJke Mano, MPT wuHIekca OoJje3HuM KpoHa wmiam MP
MHIOeKCca aKTUBHOCTM M/UJIM Ha OCHOBe TSXeCTM OIHOTO WIM OoJiee
CMMIITOMOB, TaKMX Kkak IIOHOC, B3IOyTMEe XMBOTAa, TOMHOTa, OOJb B
XMBOTE, KPOBL B CTYJIe, UYacToTa XUIKOTO CTyJa, abcliecCH OpimHoM
IOJIOCTM WJIM Tasa, CBUIU, TIIOTepd Beca, YCTaJoCTh, JUXopaIKa,
HOUHasa I[OTJMBOCTE WM 3alepXkKa pocTa), CHMXaeT HeMTpoduJE B
TOJICTOM KMIIKe, CHWXaAeT PeKPYTHUPOBaHHBE MOHOLMTEL B TOJICTOM KUIIKE
U/WNIM CHMXaeT pPe3UIeHTHHE MaKpodarM B TOJICTOM KMIIKe. B HEKOTOPHX
BapMaHTax OCYILeCTBJIeHMd Y MHIMBMUIYyMa MMeeTrcd IBD wmiam EGID. B
HEeKOTOPHX BapMaHTax OCYIEeCTRBJIeHMS aHTUTeJIO OpoTuB Siglec-—8
CBA3HBaeT Siglec-8 yeJIOBeKa, SKCIPECCUPOBaHHEM Ha TYUHEIX
KJIeTKax, W MCToWaeT WM CHMWKaeT KOJUUEeCTBO TYUHHX KJIETOK. B
HEKOTOPEIX BapMaHTax OCYIEeCTBJIEHU A aHTUTEJIOM ABJIAEeTCH IgGl
AHTUTEJIO .

B HEeKOTOPEX BapMaHTax OCYINeCTBJIeHMI JedeHUsa 5»OPeKTUBHOE
KOJIMUeCTBO AaHTUTeJ, OIMCAaHHEX B HaCTOAmMEM OIMCAaHUM, KOTOPHE
CBA3HBaTCA C Siglec—-8 deJoBeKa (HanpuMep, QHTUTEeJI [IPpOTUB
Siglec—8), cHMUXaeT D03UHOOMIIEL KPOBM, DOBUHOOMIIEL B TOHKOM KUIIKE
/MM TyUHBE KJEeTKM B TOHKOM KMIKe. B HEeKOTOPHX BapMaHTax
OCYWECTRBJIEHUS Y WHIVMBMIOyYMa WMMeeTcd EGE. B HeKOTOPEX BapMaHTax
OCYIIECTBJIEHN I AHTUTEJIO IpPOTUBR Siglec-8 CBA3BEBaET Siglec-8
yeJloBeka, DSKCIPpeCCHPOBaHHEM Ha TYUYHEX KJIeTKax, M MUCTOollaeT WM
CHWXaeT KOJIMUECTRBO TYUHEIX KJIETOK. B HEKOTOPHIX BapraHTax
OCYIWMECTBJIEHNA aAHTUTEJIOM fABJdeTcd I1gGl aHTUTeJO.

B HacTodmeM pPacKpHTUM KpoMe TOT'O IIOKasaHO, UTO »HBKCIpeccusd
HEeKOTOPHX TeHOB B o00pa3lle KPOBUM WMJIM CHBOPOTKM B MHIMMHOM MOIEJIN
BO3UHOOMIILHOTO TacTpuTa (EG) u racrposHTepuTa (EGE) yBeMueHa U
YMeHbIIaeTCsa TIIpM JIedeHMM aHTuTedaMuM K Siglec—-8. CMm. IlpuMmep 3 u

OUI'. 13A-13C. B CBA3M C DTUM SBKCIPEeCCHA 2TOTIO I'eHa (T'eHOB) MOXET
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CIIYXUTE B KauecTBe  IIOJIE3HOTIO ouoMapkepa aKTMBHOCTU  U/UIKU
bapMakoOMHaAMUKM aHTUTEJI NOpoTMB Siglec—8. B HEKOTOPHX BapMaHTax
ocymecTBJIeHMsa 5Skcnpeccua CCL2 un/umm CXCL1 B obpa3slle KPOBU UM

CEIBOPOTKNM YMEHbIIaeTCHd TIIOCJTIe BBEeIOEHNA AHTUTEJI IIPOTHUB Siglec—8

COTJIaCHO HacToAmeMy PaCKPBITHIO VI KOMIIO 3ULIUU (HampuMmep,
bapmalleBTUUECKOM  KOMIIO3ULINN) COIJIACHO  HaCTOAmeMy  PaCKpPHTHUIO,
HanpuMmep, IO CPpaBHEeHUI C DSTaJIOHHBEM 3HaueHMeM. B  HeKOTOPHX

BapMrMaHTaxX OCyleCTBJIEeHMA SKCIIpeCCHu4d CCL2 B ofOpaslle KpOBUM WU

CEIBOPOTKM YMeHbIIaeTCHd TIIOCJIIe BBeIcHNMA aAHTHMTeJI IIPOTHB Siglec—8

CcoTJIacHO HacToAmeMy PaCKPETHIO VI KOMIIO 3UILTUN (HampumMmep,
bapMalieBTUUECKOV  KOMIIO3UIIWN) COTJIAaCHO  HACTOAMEMY  PaCKPHTHU,
HanopuMep, IO CpPaBHEeHUK C DTaJJOHHBEM 3HaueHMeM. B  HEKOTOPHIX

BapMaHTaxX OCYIEeCTBJIEHUA DSKCIPeCCHU I'eHa UBMEPSnT B I[IOJIYUEeHHOM Y
VHOUMBUAOYyMa of0paslle KPOBM WJIM CHBOPOTKM. B HEeKOTOPHX BapMaHTax
OCVYIIECTRJIEHUA DKCIPeCcCcUusa TIT'eHa OTHOCUTCHA K YPOBHK 5HBKCIPEeCCUu
MPHK. B HeKOTOPHIX BapMaHTax OCYUIEeCTRBRJIEHMA DSKCIpeccuda TeHa
OTHOCUTCSH K VYPOBHI DBKCIpeccur ©Oejlka. B HEeKOTOPHX BapMaHTax
OCVYIIECTRJIEHUA DHDKCIPEeCCU TeHa U3MEepAnT OTHOCUTEJIBHO HSTajioHa WU
DTAaJIOHHOTO 3HaUEeHUSA. B HEKOTOPEIX BapuaHTax OCYIECTBJIEHN A
DKCIPEeCCH T'eHa M3MepAnT OTHOCUTEJNILHO 0a30BOTO YPOBHA IIepen
BBEeIOEeHUEM  KOMIIO3UILIUMA. B HEKOTOPHIX BapuaHTax OCYIIECTBJIEHUA
2TaJIOHHOEe 3HaueHMe OTHOCUTCH K BKCIpeccCurM OOHOTO uMiIm 0oJjiee
IpyToro TeHa (I'eHOB), HalpuMep, TIeHa (I'eHOB) XWU3HEHHO BaXHHIX
byHKLMM. B HEKOTOPHX BapMaHTax OCYHNEeCTBJIEHUS DTaJIOHHOe 3HaueHMre
OTHOCUTCS K BKCIpecCumM TIeHa B obOpasue (obpas3uax) KpOBM WU
CHBOPOTKM Y OIOHOTO WM ©0oJiee UMHINBUOYYMOB 06e3 EGID. 3TaJIoOHHOe
3HAUeHMe MOXHO IIOJIydyaThk Y OIOHOTO MHIMBUIOYYMa, VY IOBYX Pas3HHX
VHOUMBUOYYMOB WM Yy TPYINE MVHIMBUIOYYMOB (HaIpuMep, Y TPYIIOE U3
IOBYX, Tpex, UeTHpex, OaTVM wiIu ©OoJiee MHIOMBUIOYYMOB). B HEKOTOPHX
BapuUaHTax OCyIleCTBJIEHNU I STaJIOHHOE 3HaueHue OTHOCUTCH K
CTaHOAPTHOMY MWMJIM IIPOBEPOYHOMY 3HAaueHMI0 B ITaHHOM obJjacTu. B
HEKOTOPHEX BapMaHTax OCYIeCTBJIEHUSA DSTaJIOHHOEe 3HaueHue OTHOCUTCHI K
3HAUEHMID, pPacCuMTaHHOMYy de novo Yy OIOHOTC WM 0oJiee MHIVMBUIYYMOB
(HamipuMep, ©6e3 GI pacCTpOMCTBA) .

C. BBeneHue

Hos NIPOodMIIaKTUKM ZNEZN JleueHusa 3aboJIeraHuAa NOOXOLOAaa
OO3BMPOBKAa aKTUBHOTO CpencTBa OyIOeT BaBMUCEeThL OT Tulla 3abojieBaHud,
nomojiexamero JeUeHMIo, Kak OlIpeneJjIeHO BHIle, TAKeCTM U TeUueHUd
3aboJileraHudg, BBOOAT Ji CpeICcTEO OoJisa NIpOodMIIaKTUUECKUX  WJIU

TepalrleBTMYEeCKMX ueﬂeﬁ, Hpenﬂnymeﬁ Tepalrmnm, ncropmum OoJIe3HU
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MHIMBUAOYYMa M OTBeTa Ha CPeICTBO M OT YCMOTPEHMs JiedalleTro Bpada.
CpeICTBO IOOJIXHEM 00pas3oM BBOOAT MHIMBUIOYYMY 3a OIMH pas WIM B
TeUeHMEe CepuM IIpolendyp. B HEeKOTOPHX BapMaHTax OCYIeCTBJIEHUS
MHTepBaJl MeXOy BBeOeHUAMM aHTUTeJl OpOoTHMB Siglec—-8 (Hamopumep,
AHTUTEJI, KOTOphle CBA3HBATCA C Siglec—-8 uejoBeka), OIMCAHHEX B
HacTofAlleM OIMCaHUM, COCTaBJAeT NPpUOIU3UTEJIEHO OIOMH MeCcdll WU
BoJjiee. B HEeKOTOPHX BapMaHTaxX OCYWEeCTBJIEHMSA MHTepBall Mexny
BBeOeHUAMM COCTaBJIAeT NpubIM3UTEeJILHO OBa Mecsdlla, OpUbIM3UTEeNIBHO
TPpU MecAlla, OpUOIUBUTENILHO UYeTHpe Mecsdlla, IpubIM3UTesJIbHO OATh
Mecduer, IIpUOIMBUTEJILHO WMeCcTh Mecdallep WM 0Oojiee. B pamkax
nz300peTeHUa MHTepBaJl MexIy BBeIOeHMAMM OTHOCHUTCSA K IIepuony
BpeMeHU MeXIy OIHMM BBeIeHUEeM aHTHTeJla ¥ CJelyllVM BBeIeHUeM
aHTUTeJla. B paMkKax U300peTeHMs UHTepBaJl OpUOIU3UTENBHO OOUH
MecHdll BKJIOUaeT UYeTHpe HeIelu. COOTBETCTBEHHO, B HEKOTOPHIX
BapMaHTax OCYmeCTBJIEHUA MHTepBaJl MeXIy BBeIeHUAMM COCTaBJISAET
OpUBIM3UTEJILHO  UeTHpe  Henesu, IPpUBIU3UTEIBLHO oaTh HemneJb,
IpUBIM3UTEIBLHO mecThb HemneJlb, IPpUBIM3UTEIBLHO ceMb HemOeJb,
OpuBIM3UTEJILHO BOCEMb HeIeJb, [NpUOIM3UTEeJEHO HeBATh HeOesb,
OpUBIM3UTEJIEHO NeCHAThb HeOeJlb, NpUOIM3UTEJILHO OAOMHHAOLaTh HeneJsb,
OpuBIM3UTEJIEHO IBeHalllaTk HeneJb, NOpUOIM3KUTENBbHO MeCcTHalllaThb
HeneJb, OpUOIM3UTEJBEHO »OBaOLaTh HeleJb, IPpUOJIM3UTEJILHO IBanllaThb
YeTHpe Henes WK 0Oojlee. B HEeKOTOPHX BapMaHTax OCyMeCTBJIEHUS
JledeHMe BKJIOUaeT MHOXECTBO BBeINeHUM aHTUTeJa, IIpUUeM MHTepBaJl
MeXIy BBeIeHMAMM MOXeT BapbMpoBaTh. HalpuMep, MHTepBaJl MexXny
IIepBEIM BBeIOEHMEeM U BTOPEM BBeIeHMeM COCTaBJIideT IpUOJIU3UTEIJIEHO
OOVH MecHdll, a MHTepBaJbk MexXxIy IIOCIeOyllVMY BBeIeHUAMM COCTAaBJIAT
OpUBIM3UTEJILHO TpU Mecdlla. B HEeKOTOPHX BapMaHTax OCyMeCTBJIEeHMUS
MHTepBaJl MexIy IIepBLHM BBeIeHUEM M BTOPHM BBelIeHUMEeM COCTAaBJISAET
OpUBIM3UTEJILHO OOVMH MeCsll, MWHTepBaJl MeXOy BTOPHM BBeIeHUEeM U
TPeTbVM BBeIeHMeM COCTaBJIAeT NpubIM3UTeJIbHO »OBa MecHdla, a
VMHTEepPBaJH MEXITY IO CJIe OYIOIUMA BBeOeHUIMU COCTAaRJIALT
OpUBIM3UTEJILHO TPU Mecsdlla. B HEeKOTOPHX BapMaHTax OCymMeCTBJIeHUI
AHTUTEJIO HOpoTuUB Siglec-8, ONMCaHHOe B  HACTOAMEM  ONMCaHUU
(HamlpuMep, AaHTUTEJIO, KOTOpoe CBA3HBaeTca ¢ Siglec—-8 ueJjioBeka),
BBOOAT B OMKCHMPOBAHHOM Ho3e. B HEKOTOPHX BapMaHTaxX OCYIeCTBJIEHUI
aHTUTEJIO HOpoTuB Siglec-8, OIMCaHHOe B  HACTOAMEM ONMCaHUU
(HammpuMep, AaHTUTEJIO, KOTOpoe CBA3HBaeTca C Siglec—-8 ueJjioBeka),
BBOOAT MHIMBMAOYYMY B HO3MPOBKe OT nOpubiauzurejgrHo 0,1 M- mo
OPpUOIIN3UTEJIEHO 1800 MT Ha oosy. B HEKOTOPEIX BapMaHTax

OCYMECTBJIEHUS AaHTUTeJIO NpoTuB Siglec-8 (HampuMep,  aHTUTEJOo,
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KOTOpoe cCBA3HBaeTcad Cc Siglec—-8 uyeJjoBeKa) BBOOAT MHIUBUIYYMY B
OO3UPOBKEe NpUOIM3UTeJSbHO Jobow 3 0,1 mr, 0,5 mr, 1 mr, 5 Mmr, 10
mr, 20 mr, 30 Mmr, 40 mr, 50 mr, 60 M, 70 MmMrpr, 80 mMr, 90 mMmMr, 100
mr, 150 mr, 200 mr, 250 MmMr, 300 mMmr, 350 mMmr, 400 Mrpr, 450 Mmr, 500
Mmr, 550 mr, 600 M, 650 ™Mr, 700 mr, 750 M, 800 M, 850 M, 900
M, 950 mr, 1000 mMr, 1100 mMmr, 1200 mMr, 1300 mMmr, 1400 mMr, 1500
mr, 1600 mr, 1700 mr m 1800 Mrr Ha »Oo03y. B HEKOTOPHX BapMaHTax
OCYMeCTRBJIEHMS aHTHUTeJIO IIpoTHMBE Siglec—8, omoMcaHHOe B HaCTOAmeM
omMcaHuM (HalpuMep, aHTHUTeJIO, KOoTopoe CBS3HBaeTcsa ¢ Siglec-8
yeJIoBekKa), BBOOAT MHIOIMBUIOAYYMY B OO3UPOBKEe OT Opubim3uTelbHO 150
MI' »Oo npubam3urenabHo 450 MI' Ha IOO3y. B HEKOTOPHX BapMaHTax
OCYMeCTBJIEHMS aHTUTeJO OpoTHMB Siglec—8 (HanpuMep, aHTUTeJIO,
KOTOpoe cCBA3HBaeTcad ¢ Siglec—-8 uyeJioBekKa) BBOOAT MUHIUBUIYYMY B
OO3UPOBKE MNPUOIUBUTEJILHO Jwdor m3 150 mr, 200 wmr, 250 mMmr, 300
mr, 350 wmr, 400 Mr m 450 M Ha J03y. B HEKOTOPHX BapMaHTax
OCYMeCTBJIEHMSA aHTHUTeJIO OpoTHMB Siglec—8, omoMcaHHOe B HacTOLgmeM
omMcaHuM (HaopyuMep, aHTHUTeJIO, KOoTopoe CcBA3HBaeTca ¢ Siglec-8
yeJIoBEeKa), BBOOAT MHIOIMBUAYYMY B HOO3UPOBKe OT Npmubiam3uTenbHo 0,1
MT/KT 0O HOpubiausurTesbHO 20 MI'/XKI' Ha OO3Y. B HEKOTOPHX BapMaHTax
OCYMeCTBJIEHMSA aHTUTeJIO OpoTHMB Siglec—8, omoMcaHHOe B HacTOAmeM
omnMcaHuM (HaopyuMep, aHTUTeJIO, KOoTopoe CBA3HBaeTca Cc Siglec-8
yeJioBeKa), BBOOAT MHIOMBUIOYYMY B HO3MPOBKe OT NpubiamsmresbHo 0,01
MI'/KT 0o npubiausuresbHO 10 MI'/KD Ha OO3Y. B HEKOTOPHX BapMaHTax
OCYIEeCTBJIEHUS aHTUTeJIO TINpoTUB Siglec—-8, oIoMcaHHOEe B HacCToOdlleM
ONMCaHuUM (HalpuMmep, aHTUTeJIO, KOoTopoe CBA3HBaeTcsas ¢ Siglec-—8
yeJIoBeKa), BBOOAT MHOMBUIOAYYMY B OO3UPOBKe OT Opubiam3aureabHo 0,1
MI'/KT OO0 HOpUbIM3UTebHO 10 MID/KT MJIM OT OPpUBIM3UTeJbHO 1,0 MID/KT
0O HOpubu3uTesbHOo 10 MI/XI. B HEKOTOPHX BapMaHTax OCYIeCTBJICHUS
AHTUTEJIO NPOoTUB Siglec—-8, ooMCaHHOe B HaCTOANleM OIMCaHUM, BBOOAT
UHIOIMBUOYYMY B HO3MPOBKEe NIpUOIM3UTeJbLHO Jwodor m3 0,1 wmr/xr, 0,5
mr/xr, 1,0 mr/xr, 1,5 Mmr/xr, 2,0 mMmr/xr, 2,5 Mmr/xr, 3,0 wMmMr/kr,
3,5 mr/xr, 4,0 w~mr/xr, 4,5 wmr/xr, 5,0 wmr/xr, 5,5 wmr/xr, 6,0
mr/xr, 6,5 wmr/xr, 7,0 mr/xr, 7,5 mMmr/xr, 8,0 Mr/xr, 8,5 wMr/kr,
9,0 Mmr/xr, 9,5 MmMr/xkr wmiamum 10,0 MI/KID. MOXHO MCIOJL30BaATL JIOOVIO
JacToTy IIpMeMa JeKapCTBEHHOT'O CpencTBa, OIMCAaHHYK BHme. J0OYI©
JacToTy IIpMeMa JEeKapCTBEHHOT'O CpencTBa, OIMCaHHYK BHIIE, MOXHO
MCIIOJIL30BATLE B cCcHocobax WMIM BapMaHTax I[IpUMMeHeHMS KOMIIO3ULUM,
OINIMCAHHEIX B HACTOAMEM OIMCaHMM. OSO0PeKTHMBHOCTEL JIeUeHMS aHTUTEeJIOM,
OIIMCaHHEIM B HaCTO4dlleM OlMCaHMM (HallpuMep, aHTUTEJIOM, KOTopoe

CBA3EIBaeTCA C Siglec—8 qu’IOBeKa), MOXHO OLEHNMTE C NCIIOJIE3OBaHMEM
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JodoM M3 MeTOOMK MJIM aHaJM30B, OIMCAHHHX B HaACTOANeM OIMCaHuM, C
VHTepBaJlaMM, BapbUPYRIMMM MeXOy KaXIoW HeleJel U KaXIbMU TpeMsd
MecsllaMM. B HEeKOTOPHX BapMaHTax OoCymecTBJeHUsS 20PeKTUMBHOCTDL
JledeHus (HalpuMep, YMeHblIleHMe WM YJydlleHre ONOHOTO WiIu 0oJiee
CUMIITOMOB) OLEHMBAT IPpUOIUBUTENLHO KaxXOHM Mecsdll, IpUOIU3UTEeJIbLHO
KaxIee oOBa MecsAaua, OpubIU3UTEJILHO KaxIee TU MecHdla,
OpUbIU3UTEJIEHO KaXIble UYeTHpe Mecdla, IpUOIM3UTEJIBHO KaxXxIbe IIATh
MecdalueB, OPUOIMBUTEJIEHO KaxXOhe MecTb MecsAleB WiIu ©0oJee IocJe
BBeIeHUSI aHTUTeJla, KOTopoe CBA3HBaeTca ¢ Siglec—8 uejioBeka. B
HEeKOTOPHIX BapuaHTax OCYyMeCTBJICHU I 50PeKTUBHOCTDL JleueHunu g
(HanpuMep, YMeHbIleHVe WM VJIyUlleHMe OIHOTO WM 0oJiee CUMIITOMOB)
OLIEHUBAKT NPUOJIM3UTEJIBHO KaXOyln HeOeswn, IPpUOIUM3UTENBEHO KaXIhe
OBe HeleJu, OpUOIU3UTEJILHO KaxXObele TpM HeleJu, IpUOIM3UTeJILHO
KaxIbe  JYeTHpe  HeOeJu, OpUdbIU3UTEJILHO KaxIne IaThb HeleJlb,
OpubIU3UTEJILHO KaxIhe MecTh HeneJb, OIPpUOIM3UTEeJLHO KaxXIhe CceMb
HeneJb, OpUubIM3UTEBHO KaXIhHe BOCEMb Helelb, NIpUOIIN3UTEIBHO
KaxIbe OeBATb HeneJb, OpuOIM3UTebLHO KaxXOse OecAaTb Heledlb,
OpubIM3UTEeJILHO KaxOue OOMHHANOUATL HeleJlb, OIPpUOIM3UTEeNLHO KaXIbe
IOBeHanllaThk HeleJb, NIPUOIM3UTENBEHO KaXIOhe MeCTHalllaTb HeOelb,
OpubanM3nUTeJIbHO KaxOele »OBalllaTb HeneJb, OpUOIM3UTEJILHO KaxIbe
IOBanllaThk UYeTHpEe HelellM MM 0oJiee.

B HeKOTOPHX BapMaHTax OCYMeCTBJIeHMS aHTUTEJIO HNpOoTHMB Siglec—
8, OIMCaHHOe B HacCTOoMdlleM OIMCaHMM (HaldpuMep, aHTUTeJIO, KOoTopoe
cBA3HBaeTCcsa ¢ Siglec—-8 ueJoBeka), BBOOAT MHIUMBMIYYMY pPas B MeCHll
B pmosupoBke or 0,3 wmMr/kr pmo 1,0 MID/KD 1@yTeM BHYTPMBEHHON
MHOY3UM. B HEKOTOPHX BapMaHTax OCYIEeCTBJIeHUS aHTUTEJIO IIPOTUBR
Siglec—8, omnmMcaHHOe B HaCTOAleM OIMcaHuM (HalpuMep, aHTUTeJIo,
KOTOpoe cCBABHBaeTcsa ¢ Siglec—-8 ueJjioBeka), BBOIOAT MHIMBUOYYMY pas
B MecHql B posupoBke orT 0,3 Mr/xr mo 1,0 MID/KD OyTeM IIOOKOXHONM
VHBEeKIVM. B HeKOTOPHX BapMaHTax OCYIEeCTBJIEHMS aHTUTeJIO IIPOTUB
Siglec—8, omnMcaHHOe B HacTOodleM OIMcaHuM (HalpuMep, aHTUTeJIo,
KOoTOopoe cCBA3EBaeTcad ¢ Siglec—8 wueJjioBekKa), BBOIOAT UHIUBUIYYMY
KaxOee UeTHpe HeleJM B Ho3upoBke oT 0,3 Mr/xr mo 1,0 MID/KD OyTeMm
BHYTPMBEHHOM  MHOY3UMU. B HEeKOTOPEIX BapuaHTax OCYIECTBJIEHN A
AHTHUTEeJIO  IIPOTUB Siglec-8, omnMcaHHoOe B HacTodmeM  OIMCaHUU
(HammpuMep, AaHTUTEJIO, KOTOpoe CBA3HBaeTca C Siglec—-8 ueJjioBeka),
BBOOAT MHIMBUIYYMY KaXIbe UYeTHpe HeIeJM B Ho3MpoBkKe oT 0,3 MI/KT
o 1,0 MT/KD OyTeM IIOOKOXHOM MHLEKLMM.

AHTHUTeJIa ONMCAaHHBM B HaCcTOAleM OnMCaHuMu, KOTOpPEIE

cBA3HBaTCSI ¢ Siglec—-8 ueJjioBeka, B crnocobax, ONMCAHHEX B
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HacTOAMEM OINMCAaHMM, MOXHO MCIIOJb30BaTh JMOO OTHOEeJIBHO, JMbo B
KOMOMHaLUUKM C OpyI'MMM CpenOcTBaMM. Hanpumep, aHTUTEJIO, KOTOopoe
CcBA3EBaeTca C Siglec—-8 uyeJjioBeKa, MOXHO BBOIMTL COBMECTHO C OIHNM
i 0oJiee (HalopuMep, C OOHMM WM OoJjiee, InOBYyMdA WM 0oJiee, TpeMsd
W BoJiee, UeTEPbMS MJIN BoJiee u T.IO.) OOIIOJIHUT &JIb HEIMM
TepaleBTUUECKYMMY CpedcTBaMM Jd JeueHud ¥/  OpoduiIaKTUKU
KeJIYIOUHO—KUIMEUHOT O 3abojieBaHMudg (HanpuMep, IBD ARpRZ EGID) .

TepaHeBqueCKme CpencCTBa, IIpeogyCMOTPEeHHEIEe B HaCTOAlleM OIIMCaHNM

oJid IBD, BKJIIOUAT, HO fes OTpaHMUeHNd, cyJibdacajilal3muH,
as3aTUOIIPUH, MePKaITOIYPUH, LIUKJIOCIIOPWH, KOPTUKOCTEPOUD
(HanpuMep, Oynes0oHUn, OexcaMeTasoH, TUOPOKOPTU30H,
MeTUJINIPEeqHN30JIOH, NpenHn30JI0H I npeIun30H) , MHPIMKCUMaO,

amajgMymatd, sTpojm3symMad, romMyMat, MeToTpeKcarT, HaTaJln3yMab,
BenoJsm3yMabd, YCTeKMHyMab, LHepToan3yMad [I2T0J1 " AaHTUOMO TUKNA
(HanmpuMep, uMUnpodJIoKCcalnH, AMMHO TJIMKO 3UIOH, pUdaMUKCHUH MM
MEeTPOHMIAa30JI) . TepanerpTHUeCcKMUe CpencTEa, IpenyCMOTPEHHHE B
HacTodlmeM onmMcaHum njsa  EGID, BKJIOUAT, HO ©0e3 OT'paHuUeHU’Hd,
KOPTUKOCTEPOUL (HanpuMep, OyIoes30HnU, IoexcaMeTas0H,
TUIPOKOPTU30H, MeTUJINPEeIHMU30JIOH, NPEeIHNU30JIOH WM  [IPelIu30H),
MHTUOUTOP JIeMKOTPpMEeHa, AaHTHUIMCTaMMH (HaopuMep, LeTHUPU3SUH WK
KeToTUudeH) , XPOMOTJIMKAT HaTpuU4, MHIMOUTOP IPOTOHHOM TIOMIIEL
(HanmpuMep, IJiId UYYBCTBUTeJbHOTOo kK PPI EOE) wm cyabsdacanas3mH. B
HEKOTOPEIX BapMaHTax OCYIEeCTRJIEHUS ojid JleueHn g KEeJIYDOUHO—
KUIIeyHOTo 3abojeBaHMa (Hamopumep, IBD mam EGID) MHEOIMBMIYyyMa IIepeqn
BBEeOeHMeM aHTHUTeJla [NOOBepralT XUPYPIUUEeCKOMYy BMellaTeJIbCTBY.

Takass KOMOMHMPOBaHHAaA Tepanms, KoTopasa OoTMeueHa  BHIIE,
BKJIIOUAET KOMOMHUPOBaHHOE BEeIeHME (korma IoBa I BoJiee
TepalleBTUUECKUX CpelcTBa CcoIepXaTcs B OIHOM M TOM Xe WU
OTIEeJIbHHX TOTOBHX (QOopMax) U paslelJIbHOEe BBelIeHMe, B KakKuUx CJydasax
BEeIleHUE AHTUTeJIa COTJIaCcHO HacTOAlleMy PaCKPETHUI MOXeT
IPOUCXOOUTE IIepel, OINHOBPEeMEeHHO W/MJM II0CJe BBeINeHMSI OINHOTO UJINU
DoJiee OOTIOJIHUT e JIb HEIX TepaleBTUUYECKUX CpeInCcTB. B HEKOTOPHIX
BapuUaHTax OCymeCTRBJIEHN S BBeIeHUe AHTHUTEJI IPOTUB Siglec-8,
OIIMCAHHEIX B HaCTOAmeM OIMCaHMM, M BBeIeHMe OIHOTO WM ©OoJiee
OOIOJIHUTEJIbHEIX TepaleBTUUEeCKMX CPReICTB IIPOUCXOOMUT B IHOpenejyax
OPpUOIIN3UTEJIEHO OOHOT'O Mecdla, NPUOIM3UTEIBEHO IOBYX MecCcHdleB,
NIpUOIIN3UTEJIEHO Tpex MeCdleB, NIpuOIM3UTEJIBHO UJeTHpexX MeCHleR,
OPpUOIIU3UTEJIBHO TIISTM MECHALEB WIM OIPUOJIM3UTEJIBHO MeCTM MeCHALEB
Opyr OT JIpyra. B HEeKOTOPHX BapMaHTax OCYIEeCTBJIEHMSA BBeIEeHUe

aHTHTeJI IIPOTHUB Siglec—8, OIIMCaHHEIX B HacCToAIleM OIIMCaHMnM1, "
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BBelleHMe OIHOTO WM OoJiee HOIOJHUTEJILHHX TepaleBTUUeCKUX CPpencTB
IPOUCXOOUT B npenejax NpPUBINBUTENEHO OOHOM HeleJu,
OpUOIU3UTEJIFHO OBYX Helellb WIM NPpUOJIU3UTENILHO Tpex HeIeJb IPYyT
OT Ipyra. B HEeKOTOPHX BapuaHTax OCyMeCTRBRJIeHUS BBeleHMe aHTUTEeJ
npotuB Siglec—8, ONMCAHHHX B HAaCTOANEeM OIMCaHUM, U BBeIeHUe
OHOHOTO NI BoJiee OOIIOJIHUTEJIb HEIX TepaleBTUUYECKUX CpeICTB
IIPOUCXOOUT B IIpenejlax NPUOIU3UTEJEHO ONHOTO IOHSA, NIpUOJIU3UTEJILBHO
OBYX IHeM, TIpubIM3UTEeJIbHO Tpex IHeM, OpUlIUM3UTEJILHO UeTHpeX
OoHel, OpuOIMBUTEJILHO MIATU »OHeM WM OPpUOIM3UTEJILHO MeCcTr IOHeM
IpyT OT mpyTa.

AuTuTesa k Siglec-8 wu/mau omHO WM 0OoJiee HOOMOJIHUTEJIbHEIX
TeparneBTUYEeCKUX CpeICcTB MOXHO BBOIUTH [IOCPEeICTBOM  JIOOOTO
IogxXonAmero IIyTHM BBeleHMS, M3BECTHOTO B IaHHOM o6JjlacTy, BKJOUAad,
Bes oTpaHMUeHUHd, IIyTeM I[IepopalibHOTO BBeleHUd,  IOOBA3HUHOTO
BBelleHMsd, OyKKaJLHOTO BBelIeHMsd, MeCTHOTO BBeIeHUd, PeKTaJLHOTO

BBeIC€HNMA, IIOCpeldCTBOM MHI'aJIALIMM, UYPEeCKOXHOI'O BBEeIc€HNMA, IIOOKOXHOM

VWHBEKUNM, BHYTPUKOXHOM MHBEKIUM, BHYyTPpuBeHHONM (IV) UHBEKLUHU,
BHYTPMAPTEePUaJIbLHOM MHBEKIINHA, BHYTPUMHIIEUHOM VMHBEKIINHA,
BHYTPUCEPIOEUHOM MHBEKINHA, BHYTPUKOCTHOM VMHBEKIINHA,

BHYTPUOPKMMHHOY MHBEKLMM, UYPEe3CJIU3MCTOTO BBeIOeHMHd, Bal'MHaJbHOTO
BBEeIOeHUS, BBEeIOEeHUA B CTEKJIOBUIHOE TeJio, BHYTPUCYCTABHOTO
BBEeIOeHUsd, IIepUCyCTaBHOT'O BBeOeHUs, MeCTHOTI'O BBeleHMHd, HaKOXHOI'O
BBeIeHUSI WM JIOOHX MX KOMOMHAaLMM.

D. AxTuUTeJa

B HeKOTOPHX acleKTaxX HacCToAmlel'o PacCKPHTUA OpelcTaBJIeHE
BHIODEJIEHHEE aHTHTeJa, KOTOphe CBA3HBalTca ¢ Siglec—-8 ueJsioBeka
(HanpuMep, AHTUTEJIO—aTOHUCT, KOTOpOe CBAB3HBBaeTca ¢ Siglec—8
yeJIoBeka) . B HEKOTOPHX BapMaHTax OCYMeCTBJIEHUS aHTUTEJIO I[IPOTUBR
Siglec—8, omnomMcaHHOe B HacCTOAmEeM OIMCAaHMM, MMeeT OOHY WMIM O0oJee
U3 CIeOymux xXapakKTepUcTuk: (1) cBA3wBaeT Siglec—8 uejioBerka; (2)
CBABHBaAETCA C BHeEKJIeTOUHEIM JoMeHOM Siglec—8 ueJloBeKa; (3)
cBaseBaeT Siglec—-8 deJjyloBeka ¢ ©OoJilee BHCOKOM addPMHHOCTLID UeM
MHEIIMHOE aHTHUTeJIo 2E2 u/WiM MEIMHOEe aHTuTeJo 2C4; (4) CBA3HBaeT
Siglec—8 ueJjijoBeka ¢ 0oJlee BHCOKOM aBMOHOCTLI UYeM MHIIMHOE
AHTUTEJIO 2E2 n/nnm MEIIMHOE AHTUTEJIO 2C4; (5) uMeeT Th
npubausuresasHo 70°C-72°C wuiaM BeHme B aHajJu3e TeIlJIOBOTO CHOBUIA;
(6) yMeHBIIEeHHas CTeleHb OQYKO3UMIMPOBAHMA WMIM He QYKO3UJIMPOBAHO;
(7) CBA3HBAaET Siglec-8 yeJIOBEKa, SKCIPpeCCUPOBaHHEM Ha
203UHOUIIAX, Y  BHEBHBAET alolTo3 SO3UHOGUIIOB; (8) CBA3EBaET

Siglec—-8 ueJjoBeKa, SKCIPECCUPOBAHHEIT Ha  TYUHHX KJIeTKax, u
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MCTOmMaeT WMJIM CHMXAET KOJMUECTBO TYUHEX KJIeTOK; (9) CBA3BBaeT
Siglec—8 ueJoBeka, SKCIPECCHUPOBAaHHHM Ha  TYUYHHX KJIeTKax, u
MHTUbUpyeT FceRI-3aBUCHUMy® aKTUMBHOCTB TYUHHX KJETOK (HaIlpUMeEpR,
BLICBODOXIEHMe IMCTaMMHOB, BHCBOOOXIOeHMe PGD,, nortok Ca?t u/uim
BHICBOOOXIOEHNEe [-TeKco3aMMHMIOAs3H M T.H.); (10) CKOHCTPYMPOBAHO
naa yayumeHus ADCC axTuBHoOCTM,; (11) ceaszwBaeT Siglec—-8 ueJjioBeka,
SKCIIPECCUPOBAHHEM Ha TYYHEIX KJIETKax, U YHUUTOXAaeT TYyUHHE KJIIEeTKH
3a cuerT ADCC akKTMBHOCTHU (in wvitro w/mmam in vivo); (12)
CcBABEBaeTCca C Siglec—8 UeJIOBEUECKOI'O M He MABJAKIEeIOCsS UYeJIOBEKOM
npuMaTa; (13) cBA3HBaeTCcS ¢ OOMeHOM 1, OOMeHOM 2 U/MIXM OOMEHOM 3
Siglec—8 uyeJjijoBeKa MM CBA3HBaeT noJunenTtun Siglec—8, coIepxammit
ooMeH 1, @moMeH 2 wu/miam moMeH 3 Siglec—8 wueJjioBeka (HaopuMmep,
OeJIKM CJMSAHMSA, OIMCAaHHEEe B HacTodmeM ooMcaHum),; u (14) wmcromaeT
AKTUBUPOBAHHEE 5SO03UMHOQUIIEL ¢ ECsg MeHee uUeM ECso MBIIMHOTO aHTUTEJIa
2E2 mam 2C4. Jioboe M3 aHTUTEeJI, OIMCAaHHEX B IaTeHTe CIA N 9546215
"/ NIn w02015089117, MOXeT HaliTu nprUMeHeHre B crnocobax,
KOMITOBULMAX M Habopax, NpelCTaBJIEHHHX B HaCTOSMEM ONMCaHUM.

B OIIHOM acCIIeKTe B HacTOAIEM PaCKpPHETUN npencTaBJIeHH

aHTHTEJIla, KOTOPEIe CBAS3IHBAKKTCHA C Siglec—8 yeJioBeKa. B HEKOTOPEIX

BapuaHTax OCYWeCTBJIEHUI Siglec-8 JeJIoBeka COOEPXUT
aMMHOKMCJIOTHYK IIOocJefoBaTeJIbHOCTE SEQ ID NO:72. B HeKOTOPHX
BapMaHTax OCYIIeCTBJIEHUA Siglec-8 yeJioBekKa COOEPXUT
AMMHOKMCJIOTHYIO IIocJlefoBaTeJlIbHOCTL SEQ ID NO:73. B HeKOTOPEHX
BapMaHTax OCylleCTBJIEHU A aHTUTEJIO, OIMCaHHOe B HacToAlleM

ONMCaHuM, CBA3HEBaeTcad C Siglec—8 uejloBeKa, BKCIPECCHUPOBAHHEIM Ha
TYUHEX KJIeTKax, M MCTomaeT MJIM CHMWXaeT KOJMUEeCTBO TYUHHX KJIETOK.
B HEKOTOPHX BapMaHTax OCYMeCTBJIEHUMS aHTUTEeJO, OIMCcaHHOEe B
HacTodmeM ONMCaHUM, CBA3HBaeTCA c Siglec-8 yeJIoBeKa,
SKCIPEeCCHUPOBAHHEIM Ha TYUYHHX KJIETKAaxX, M MUHIMOUPYEeT OIIOCPeIOBaHHYI
TYUHEMM KJIeTKaMM aKTHMBHOCTD.

B OOHOM acHoekTe B M300peTeHMM [IPeIOCTaBJIEHH aHTUTeJa,

KOTOpPHE CBA3HBaLTCA C Siglec—8 uejjoBeka. B HEKOTOPHX BapMaHTax

OCYIeCTBJIEHUA Siglec-8 JeJioBeKa COOEPXUT aMUHOKMCJIO THYI
[IOCJIEDOBATEJILHOCTE SEQ ID NO:72. B HEKOTOPEIX BapMaHTax
OCYIIEeCTBJIEHUA Siglec-8 yeJioBeKa COOEPXUT aMUHOKMCJIO THYI
[IOCJIEDOBATEJILHOCTE SEQ ID NO:73. B HEKOTOPEIX BapMaHTax
OCYIIEeCTBJIEHUA AHTUTEJIO, OnMCaHHOe B HacToAlleM OnMCaHuu,

CBABHBaAETCH C DSIMTOIOM B JoMeHe 1 Siglec—-8 uejioBeka, I[IpUUEM
OOMeH 1 COOEpXUT aMMHOKMCIIOTHYK IIOoCJemoBaTesIbHOCTE SEQ ID NO:

112. B HEeKOTOPEX BapMaHTaX OCYUeCTBJIEHMA aHTHUTeJIO, OIIMCaHHOE B
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HacTodmeM OIIMCaHVM, CBA3EBEBaeTCA C SIIMTOIIOM B IOMEHe 2 Siglec—8

JeJIoBekKa, npuyueM IOOMeH 2 COOEPXUT AMUHOKHUCJIOTHYIO
nocjyemoparTeJsibHOCTE  SEQ ID  NO: 113. B HekKOTOpPHIX BapMaHTax
OCYIeCTBJIEHUA AHTUTEJIO, OnMCaHHOe B HacTodAleM OnMCaHuM,

CBA3HBaeTCd C DSIMTOIOM B JOoMeHe 3 Siglec—-8 ueJloBeka, I[IpUUEM
OOMeH 3 COOEepXUT aMUHOKMUCIIOTHYI I[IOCJIedoBaTeJIbHOCTE SEQ ID NO:
114. B HeKOTOPHX BapMaHTax OCYMEeCTBJIEHMSA AaHTUTeJIO, OIMCAaHHOE B
HaCTOAlleM OIIMCaHuM, CBA3HBaAeTCAad ¢ OeJIKOM CJMAHUA, COoIOepXallliM
aMMHOKMCJIOTY SEQ ID NO:116, HO He Cc OeJIKOM CJIMSAHMSA, COIOepXalllM
aMrHOKMCJIOTYy SEQ ID NO:115. B HeKOTOPHX BapMaHTax OCYMeCTBJIEHUA
AHTUTEJIO, OINMCaHHOE B HaCTOMAIleM OIUMCAHMM, CBA3BHBaeTCd C OeJIKOM
CIMAHUA, COoImepXallyMM aMMHOKMcJIOTY SEQ ID NO:117, HO He C OeJIKOM
CIIMSAHUSA, coepXamyM aMMHOKMCJIOTYy SEQ ID NO:115. B HeKOTOPHX
BapMaHTax OCYIeCTBJIEHUA aHTUTEJIO, OIIMCaHHOE B HaCcTOAleM
ONMCAaHUM, CBA3HBaeTCA C OeJIKOM CIMSHMS, CooepXallM aMUHOKUCIIOTY
SEQ ID NO:117, HO He Cc OeJIKOM CJIMSAHUA, COIepXallMM aMWHOKMCJIIOTY
SEQ ID NO:116. B HeKOTOPHX BapMaHTax OCYIECTBJIEeHUSA aHTUTEJIO,
OINMcaHHOe B HaCTOAmMEeM OIMCaHMM, CBSA3HBaeTCAa C JIMHEVHBM SOMTOIOM
BO BHEKJIETOUHOM mOoMeHe Siglec—-8 uejJoBekKa. B HeKOTOPHX BapMaHTax
OCYIeCTBJIEHNI aHTUTEJIO, OIIMCaHHOE B HaCToOAlleM onmMcaHmy,
CBA3HBAETCHI C KOHOOPMALIMOHHEIM DSIMTOIOM BO BHEKJIETOUHOM JOMEHe
Siglec—8 dyeJjyioBeKa. B HEeKOTOPHX BapMaHTax OCYMeCTBJIEHUS aHTUTEJIO,
ONMCaHHOE B HACTOAMEM OINMCaHMM, CBA3BBaeTcad C Siglec—8 uejioBeka,
SKCIPeCCUPOBaHHEM Ha D03MHOQUIIaAX, u BLEI3EIBAET ariornTos3
503MHOGUIIOB. B HeKOTOpPHIX BapraHTax OCYyIleCTRBJIEHNA AHTUTEJIO,
ONIMCcaHHOEe B HaCTOSAMEeM OIMCaHuM, CBA3bBaeTcad ¢ Siglec—8 ueJjioBeka,
SKCIPEeCCHUPOBaAHHEIM Ha TYUHHX KJeTKaxX, M MUCTOollaeT TYUHEE KJIeTKMu. B
HEeKOTOPHX BapuaHTax OCYIECTBJIEHUA aHTUTEJIO, OIIMCaHHOE B
HaCcToAlleM onmMcaHuu, CBA3HBAETCH C Siglec-8 yeJjioOBeKa,
DKCIPEeCCUPOBAHHEIM Ha TYUHEX KJIeTKaxX, M MHITUOMPYET OINOoCPpelOoBaHHYI
TYUHBEIMM KJIeTKaMM aKTMBHOCTE. B HEKOTOPHEX BapMaHTax OCYIEeCTBJIEHUI
AHTHUTEeJIO, OIMCaHHOe B HaCTOAMeM OIMCaHMM, CBA3HBaeTcda ¢ Siglec—8
yeJiIoBeKa, DBKCIPeCCHUPOBAHHEIM Ha TYUHEX KJIeTKax, W YHHUUTOXaeT
TYUHBEEe KJIETKM 3a cueT ADCC aKTHMBHOCTM. B HeKOTOPHIX BapMaHTax
OCYWECTRJIEHMA aHTUTEJIO, OIMCaHHOEe B HaCTOAlleM OIIMCaHMM, MCTOollaeT
TYUHHE KJIETKM U MHIUOUPYyEeT aKTUBaALMK TYUHEX KJIETOK. B HEKOTOPHX
BapMaHTax OCYUWEeCTBJIeHMd AaHTUTeJIO B HacCTodlleM OIMCaHMM MCTollaeT
AKTUBUPOBAHHEE HSO3UMHOQUIIEL M MVHITUOMPYET aKTUMBALMI TYUHHEX KJIETOK.
B HEKOTOPEIX BapMaHTax OCYIIeCTBJIEHN I AHTUTEJIO B HacToOAleM

ONMCaHuUM (HaopuMep, HedyKO3UIMPOBaAHHOE aHTUTEeJIO OPpOoTMB Siglec—8)
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MCTOmMAaeT BO03MHOQUIIEL KPOBUM UM MHIMOMPYET aKTMBALMK TYUHHX KJIETOK.

B HacToOdAmeM ONMCaHMM TIIPeNCTaBJIeHO  BHIOEJIEHHOE  aHTUTEJIO
npotue Siglec—-8, KoTOpoe CBA3HBaeTcad ¢ Siglec—8 ueJjioBeka U
Siglec—8 He 4BJAOMEroCcSd UYeJIOBEKOM NpMMaTa. VOeHTUuOMKaALUMS aHTUTEeJI
C nepekpecTHOM PEaKTUBHOCTLIO IpMMaTOB BymeT IoJie3Ha 0JI1d
OOKJIMHUYUECKOTO TeCTUPOBaHUSA QHTUTEJI  IIPOTUB Siglec-8 Yy  He
ABJIAKIIETOCA UeJIOBEKOM IIpMMaTa. B OIHOM acllekTe B U300peTeHUU
IpencTaBJIEHE  aHTUTeJa, KOTOPHE CBABEBATCA C Siglec-8 He
ABJIAKIMETOCS UYeJIOBEeKOM IIpMMaTa. B OIHOM aclekTe B U300peTeHUHr
IpencTaBJIeHE aHTHTeJla, KOTOpHEe CBA3HBalTCad C Siglec—8 uejloBeKa U
Siglec—8 He ABJAKIEIOCHS UeJIOBEKOM IIpMMaTa. B HEKOTOPHX BapMaHTax
ocymecTBJIeHMS Siglec—-8 He 4BJIANMEIOCS UYeJOBEKOM IIpMMaTa COOEPXMUT
AMMHOKMCJIOTHYID IIocjlefoBaTeJibHOCTE SEQ ID NO:118 mamM ero 4dYacTb. B
HEKOTOPHIX BapMaHTax OCYIMEeCTBJIEHUS Siglec—-8 He ABJIAKIETOCH
UeJIOBEKOM IIpMMaTa COIEPXUT aMUHOKMCJIOTHYH I[IOCJelOoBaTeJIbHOCTE SEQ
ID NO:119 mamM ero 4YacTh. B HEKOTOPHX BapMaHTax OCYMeCTBJIEHMSA He
ABJIAKIMMMCSA UYeJIOBEKOM IMIPpMMaTOM fABJSAeTCA IIaBMaH (Hanopumep, Papio
Anubis). B HeKOTOPHX BapMaHTax OCYMeCcTBJIEHMSA aHTUTeJIO, KOoTopoe
CBA3HBaeTCcsa C Siglec—-8 dejyoBeka U Siglec—-8 He ABRJIA0METOCSH
YeJIOBEeKOM IIpMMaTa, CBSA3HBaeTCa C D2OMToNoM B goMeHe 1 Siglec-—8
yeJioBeKa. B  OONOJIHUTEJIBHOM BapMaHTe  OCYIeCTBJIEHMS  OOMeH 1
Siglec—8 uyeJjioBeKa COIOEPXUT aMMHOKMCJIJIOTHYID IIOCJIeOoBaTeJIbHOCTH SEQ
ID NO:112. B HEKOTOPHX BapuaHTax OCYIIECTRJIEHMS aHTUTEJIO, KOTOopoe
CBA3EBaeTca C Siglec—-8 uejyorexka U Siglec-8 He 4dBjgomerocs
YyeJIOBEeKOM IIpMMaTa, CBA3HBaeTCd C BSIUMTONOM B 1OoMeHe 3 Siglec-—8
UeJIOBEeKa . B  IOOMNOJIHUTEJIbLHOM BapMaHTe  OCyleCcTBJIeHMS  OOoMeH 3
Siglec—8 ueJjiloOBeKa COINEPXKUT aMMHOKMCIIOTHYIO IocJedoBaTeslbHOCTL SEQ
ID NO:114. B HeKOTOPHX BapMaHTax OCYMeCTBJIEHUS aHTUTEJIO, KOTopoe
cBA3HBaeTcsa C Siglec—-8 dejyoBeka U Siglec—-8 He gBJId0mMEerocsd
YeJIOBEKOM IIpMMaTa, IIPpedCTaBJigeT cofoM I'yMaHM3UPOBAHHOE aHTUTEeJIO,
XUMEPHOE AHTUTEJIO WM  UYeJIOBEeUeCKOoe AHTUTEJIO. B  HEeKOTOPHX
BapMaHTax OCYIeCTBJIeHMS aHTUTeJIO, KOTopoe CBA3HBaeTca ¢ Siglec-8
yeJioBeka u Siglec-8 He ABJIAKIETOCH YeJIOBEKOM npuMarTa,
opencraBygeT cobo¥ MBIIMHOE AaHTMUTEeJIO. B HEeKOTOPHX BapMaHTax
OCYymeCTBJIEHUS aHTUTEJIO, KOTOopoe CBA3HBaeTCca C Siglec—-8 dyejoBeka
u Siglec—-8 He 4BJAKMEI0OCS UYeJIOBEKOM IMIpMMaTa, OpelcTaBJjgeT cobou
yeJjioBeueckoe I1gGl aHTUTEJO.

B omOHOM acHoexkTe aHTUTeJIO OpoTuMB Siglec—8, omnmMcaHHOe B
HacTofAlleM ONMCaHMM, IOIpencTaBjsgeT coO00M MOHOKJIOHAJILHOE aHTUTEJIO.

B oIOHOM acIlleKTe aHTUTEeJIO IIPOoTHE Siglec—8, OIIMCaHHOE B HacCTOAIeM
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ONMCaHuM", npencrTapjisgeT cobon bparMeHT aHTHUTeJla (BrJIIOUA A
AHTUTEeHCBSA3HBaAIMM GparMeHT), HalopuMmep, oparMedT Fab, Fab'-SH,
Fv, scFv wmimu (Fab'):. B OIHOM acleKTe aHTUTeJIO HOpoTuB Siglec-8,
ONMCaHHOEe B HaCTOAIleM OIMCaHUuM, COOEPXUT OQparMeHT aHTUTeJa
(BrJIOUAS AaHTUTEHCBSA3HBAMUM GpalMeHT), Halpumep, oéparMeHT Fab,
Fab'-SH, Fv, scFv mau (Fab'’):. B OIHOM acClIeKTe aHTUTeJIO IIPOTHUB
Siglec—-8, omnmMcaHHOEe B HACTOAMEM ONMCaHUM, IIpelcTaBjgeT cobou
XVMEepHOe, TyMaHUBUMPOBAHHOE WJIM UeJIOBEUeCKOe AaHTUTeJIO. B oIOHOM
acrnekTe JoOHEe U3 aHTUTeJ IpoTMB Siglec—8, ONMCAHHEIX B HaCTOAIEeM
ONIMCaHuUM, [ABJAKTCS OUMIIEHHBIMN .

B oOHOM acHekTe IMpelcTaBJIeHH aHTUTeJla kK Siglec—8, KOTOpPHE
KOHKYPUPYT C MBIIMHEM 2E2 aHTUTeJIOM ¥ MBIIMHEM 2C4 aHTUTEJIOM,
CcBA3HBalmMMcsa C Siglec—-8. Takxkxe NOpedcTaBJIeHH aHTUTeJla kK Siglec—
8, KOTOPEE CBA3HBAaKTCA C TeM Xe& BIMUTOIIOM, UYTO ¥ MBMMHOe 2E2
AHTHUTEJIO ¥ MbBImMMHOe 2C4 aHTUTeJo. MBIMMHEIE aHTHTeJla K Siglec-8,
anTuTeJsia 2E2 m 2C4 onmcanHe B narteHTe CHIA N 8207305; naTenHTe CIA
N 8197811, maTeHTe CIIA Nt 7871612 um maTeHTe CIIA N 7557191.

B oOHOM acHeKTe OpelICTaBJIeHH aHTUTeJla K Siglec—8, KOTOpHE
KOHKYPUPYIT C JIHOOBM aHTHUTeJIOM OpoTuB Siglec—-8, oOOMCaHHEM B
HacToAmeM ONMcaHuM (Hanpumep, HEKA, HEKF, 1C3, 1H10, 4F11, 2C4,
2E2), Ba cCcBA3HBaHue C Siglec—-8. Takxe IIpenCcTaBJIeHH aHTUTeJla K
Siglec—-8, KOTOpHE CBABEHBAKLTCA C TeM Xe BIUTOIOM, UYTo u Jmdoe
aHTUTEeJIO HOpoTuB Siglec-8, onmMcaHHOE B HacTodmeM  ONIMCaHUM
(HanpuMmep, HEKA, HEKF, 1C3, 1H10, 4F11, 2C4, 2E2).

B OIHOM acIiekTe HacTOAmEeTro PACKPHTHUA npelcTaBJIeHH
NOJIMHYKJIEOTUOH, KOIUpPyIMe aHTUTeJa kK Siglec—-8. B HEKOTOPHIX
BapraHTax OCYIMeCTBJICHUI npencTaBJIeHH BEKTOPEHL, comepXxamue
INOJIMHYKJIEOTUOE, KOIUPyIMe aHTUTeJa kK Siglec—-8. B HEKOTOPHX

BapMaHTax OCYIHEeCTBJIEHUA IIPeOCTaBJIEHE KJETKM-X034eBa, ComepXallyie
TakKue BEKTOPEHL. B OIPYTOM acIieKTe HaCcTOAmEeTro PaCKPLTHA
OpeICcTaBJIEHH KOMIIO3UIMM, COOepXamue aHTUTeJa kK Siglec—-8 wiu
NOJMHYKJIEOTUOH, KOoIUpyKmMe aHTUTeJla kK Siglec-8. B HeKOTOPHIX
BapMaHTax OCYIMECTBJIEHMA KOMIIO3MUMA COIJIACHO HACTOANlEMY PaCKPBEITHUIO
opeIcTaBJsgeT cCcoboM OGapMalleBTUUECKYHD TOTOBRYKR OQOpMy HOJIS JIeUeHUHd
IBD. B HeKOTOPHX BapMaHTax OCYIMeCTBJIeHMA KOMIIO3MIMA COIJIaCHO
HacCToOAlleMy PacCKPHTHUID OPeOCTaBjsgeT cobol dapMalleBTUUECKYK TOTORBRYIO
bopmy g npoouitakTMkM IBD.

B omDHOM acHnekTe B HACTOAmNEM OIMCAHMM IIPeOCTaBJIEHO aHTUTEJIO
IpOTUB Siglec-8, comepxamee 1, 2, 3, 4, 5 MJIN 6

rocjienoBaTesibHOoCcTelM HVR MBHIIMHOTO aHTHUTeJla 2C4. B OIHOM acIlekTe B
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HaCcTOAMEM  ONMCaHUU IpelCcTaBJIEHO AHTUTEJIO [IPOTUB Siglec-8,
comepxamee 1, 2, 3, 4, 5 wmam 6 nocjgemoBaTeJilbHOCTeM HVR MBIMMHOTO
aHTmTeJa 2E2. B HEeKOTOPHX BapMaHTax OCyleCTBJIEHUA HVR
npencraBJygeT cobom CDR corsmacHo Kabat miam CDR corsacHo Chothia.

B OIDHOM acllekTe B HacCTOMAlleM OIMCaHMM IIPpeOCTaBJIEHO aHTUTEJIO
[IPOTUB Siglec-8, conmepxaliee 1, 2, 3, 4, 5 I 6
nocjienoBaTesibHOCTEeY HVR MBEIMMHOTO aHTHUTesa 1C3. B OOHOM aclekTe B
HacToAmeM  ONMCaHUN npencTaBJIEHO AHTUTEJIO IIPOTUB Siglec-8,
comepxamee 1, 2, 3, 4, 5 wmiam 6 nocjemoBaTeJibHOCTeM HVR MBIMMHOTO
aHTuTeJa 4F11. B OOHOM aclekKTe B HaACTOANEM OIMCAaHUM IIpeldCTaBJIEHO
aHTHUTeJIO IOpoTHuB Siglec—-8, colepxamee 1, 2, 3, 4, 5 wm 6
nocjienoBaTeNbHOCTe HVR MEIMHOTO aHTHMTeda 1H10. B HEeKOTOPHIX
BapMaHTax oOcCymecTBJieHMa HVR mnpencraeiaseT coborr CDR  CcoTJiacHO
Kabat mam CDR corjsacHo Chothia.

B HeKOTOpPHX BapMaHTax OCYIECTBJIIEHMS aHTUTEJIO, OIMCaHHOE B

HacToAdmeM OIIMCaHMM, CBA3EBEBaeTCA C SIIMTOIIOM B IOMeEeHe 1 Siglec—8

JeJIoBeka, npuyueM OOMeH 1 COOEPXUT aMUHOKMWCJIO THYIO
[IOCJIEDOBATEJILHOCTE SEQ ID NO:112. B HEKOTOPEIX BapMaHTax
OCYIEeCTBJIEHUA AHTUTEJIO, ONMCaHHOe B HacToAlleM OnMCaHuu,

CBABHBaAETCH C DSIMTOIOM B JoMeHe 2 Siglec—-8 ueJloBeka, I[IpUUEM
IOMeH 2 COIOEPXUT AMMHOKMCIJIOTHYIO IIOCJIenOoBaTeJIbHOCTD SEQ ID
NO:113. B HEKOTOPHX BapMaHTax OCYIEeCTBJIeHUA aHTUTEJIO, ONMCaHHOE
B HacCTOAmeM OIMCaHMM, CBA3HBAeTCd C D2OMTOIOM B mgoMeHe 3 Siglec-8
yeJIOBEKa, npuyeM IOOMeH 3 COOEPXUT AMUHOKUCJIJIOTHYIO
mocyjenoBaTeJIbHOCTE SEQ ID NO:114.

B HEKOTOPEX BapMaHTax OCYIIECTBJIEHUSA aHTUTEJIO, OIMCaHHOe B
HaCTOAlleM OIIMCaHMM, CBA3HBaAeTCAad C OeJIKOM CJMAHUA, COoIOepXallliM
aMMHOKMCJIOTY SEQ ID NO:116, HO He Cc OeJIKOM CJIMAHMA, COOEepXalllM
aMMHOKMCcJIOTY SEQ ID NO:115. B HeKOTOPHX BapMaHTax OCYIEeCTBJIEHUSA
AHTUTEJIO, OINMCaHHOE B HaCTOMAINleM OIUMCAHMM, CBA3HEBaeTCd C OeJIKOM
CIMAHUA, CoOImepXamllyM aMMHOKMcJIOTY SEQ ID NO:117, HO He C OeJIKOM
CIMAHWUA, COoOepXamyM aMMHOKMCJIOTY SEQ ID NO:115. B HeKOTOPHX
BapuUaHTax OCyIle CTBJIEHNU I AHTUTEJIO, ONIMCaHHOe B HaCTOAlEeM
ONMCaHUM, CBA3HBaeTCA C OeJIKOM CIMSHMS, CcooepXallM aMUHOKUCIIOTY
SEQ ID NO:117, HO He c OeJIKOM CJIMSAHUA, COIepXallMM aMWHOKMCJIIOTY
SEQ ID NO:116.

B OpyTOoM acleKTe B HacCTOAlleM ONMCaHMM OPpeldCTaBJIEeHO aHTUTEJIO
npoTue Siglec—8, conepxamee BapuabellbHYID 00JIacTh TSKEJION Lelu U
BapuabesybHyI 006JacTb JeTkKoM Lenu, OpuueM BapuabesbHasa o00JacTb

TAXKEJION LenNu COIOEePXUT (1) HVR-H1, comepXamul aMMHOKMUCJIOTHYIO
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[IOCJIEOOBATEJILHOCTD SEQ ID NO:88, (ii) HVR-HZ2, comepxammi
AaMMHOKMCJIOTHYI IIocJemoBaTeJlbHOCTE SEQ ID NO:91, u (iii) HVR-H3,
comepXammii aMUMHOKMCJIOTHYI IIOocJemoBaTeJbHOCTL SEQ ID NO:94; wu/win
BaprabeJIbHY oBJacThb JeTKom enu, comepXxamymn (1) HVR-L1,
comepXamuy aMMHOKMCJIOTHYIO IIocJienoBaTesbHOCTE SEQ ID NO:97, (ii)
HVR-L2, comepXxamyriy aMMHOKMCJIOTHYI IocJedoBaTesibHOCTL SEQ ID
NO:100, u (iii) HVR-L3, conepxammi AMMHOKMCJIO THYIO
[IOCJIeDOBATEJIbHOCTE SEQ ID NO:103. B HEKOTOPEIX BapraHTax
OCYWeCTBJIEHU A aHTUTEJIO, OnMCaHHOEe B HacToAIeM ONIMCaHUH,
CBABHBaAETCHA C DSIMTOIOM B JoMeHe 2 Siglec—-8 ueJjloBeka, IIpUUeM
OOMEH 2 COOEepPXMT aMMHOKMCJIOTHYK IIOocJemoBaTesJIbHOCTE SEQ ID NO:
113.

B OpyToM acriekTe B HaCTOANEM OIMCAHMM IPencTaBJIEHO aHTUTEJIO
npoTuB Siglec—8, coIepxamee BapuabelJlbHYyKR 00JIacTb TEKeJIOM Lelu U
BapuabesbHyln 00JacTb JeTkKoM Lenu, OpruueM BapuabesbHasa o00JacTb
TAXEJION LUely COOePXUT (1) HVR-H1, comepXamui aMMHOKMCJIOTHYIO
[IOCJIEOOBATEJILHOCTD SEQ ID NO:89, (ii) HVR-HZ2, comepxammi
AaMMHOKMCJIOTHYIO IIocJemoBaTeJlbHOCTE SEQ ID NO:92, u (iii) HVR-H3,
comepX)amuii aMUMHOKMCJIOTHYI IIOocJemoBaTelbHOCTE SEQ ID NO:95; wu/wunn
BaprabeJIbHY oBJacThb JeTKom enu, comepXxamyn (1) HVR-L1,
comepXamui aMMHOKMCJIOTHYID IIocjiefoBaTeslbHoCcThL SEQ ID NO:98, (ii)

HVR-1L2, comepXxammM aMMHOKMCJIOTHYH IIocJiefoBaTeJIbHOCTE SEQ ID

NO:101, u (1id) HVR-L3, conepxammi AMMHOKHUCJIO THYIO
[IOCJIeDOBAaTEJILHOCTD SEQ ID NO:104. B HEKOTOPEIX BapMaHTax
OCYHMeCTBJIEHU A AHTUTEJIO, ONMCaHHOE B HaCcToOAlleM OnMCaHuu,

CBABHBAETCHA C SBIMTOIOM B JoMeHe 3 Siglec—-8 wueJjloBeka, IIpUUeM
OOMeH 3 COOEepXMT aMMHOKMUCJIOTHYK IOocJemoBaTesJIbHOCTL SEQ ID NO:
114. B HeKOTOPHX BapMaHTaxXx OCYIEeCTRBJIEHMS aHTUTEJIO, OIMCaHHOe B
HacTodAmeM ONMCaHMM, CBA3HEBaeTca ¢ Siglec—-8 uyeyoBeka M Siglec-8
He ABJIAKIMETOCS UYeJIOBEKOM IIpMMAaTa .

B OpyToM acriekTe B HaACTOANEM OIMCAHMM IPencTaBJIEHO aHTUTEJIO
npoTre Siglec—8, coIepxalee BapuadbellbHYID 00JIacTh TMOKeJION Lelu U
BapuabesbHyln 00JacTb JeTkKoM Lenu, OpruueM BapuabesbHasg o00JacTb
TAXEJION ULUenoy COOePXUT (1) HVR-H1, comepXamui aMMHOKMCJIOTHYIO
[IOCJIEOOBATEJILHOCTD SEQ ID NO:90, (ii) HVR-HZ2, comepxammi
AMMHOKMCJIOTHYIO IIocJemoBaTeJlbHOCTE SEQ ID NO:93, u (iii) HVR-H3,
comepX)amMii aMUMHOKMCJIOTHYI IIOCJemoBaTelJIbHOCTE SEQ ID NO:96; wu/wuan
BaprabeJIbHY oBJacThb JeTKoM enu, comepXxamymn (i) HVR-L1,
comepXamui aMMHOKMCJIOTHYID IIocjiefoBaTeslbHoCcThb SEQ ID NO:99, (ii)

HVR-12, comepXamMy aMMHOKMCJIOTHYK IIOoCJiedoBaTeJIbHOCTE SEQ ID
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NO:102, " (1ii) HVR-L3, comepxamui AMVMHOKMCJIO THYIO
[IOCJIeDOBATEJILHOCTE SEQ ID NO:105. B HEKOTOPEIX BapMaHTax
OCYIIeCTBJIEHU S AHTUTEJIO, OIMCaHHOe B HacTosAmeM OnMCaHUM,

CBA3HBaeTCad C DSIOMTOIOM B JoMeHe 1 Siglec—-8 ueJloBeka, I[IpUUEM
ooMeH 1 COIepXUT aMMHOKMCIIOTHYK IocJemoBaTeslbHOCTE SEQ ID NO:
112. B HEKOTOPHX BapMaHTax OCYMeCTBJIEHMSA AaHTHUTeJIO, OIMCAaHHOE B
HacTofAmeM OIMCaHuM, CBA3BBaeTcsa ¢ Siglec—8 uejioBeka ¥ Siglec-8
He 4BJIAKIEIOCS UYeJIOBEKOM IIpMMaTa.

B omHOM acliekTe B HaCTOfAlEM ONMCAaHUM IIpelCcTaBJIEHO aHTUTEJIO
npoTuB Siglec—8, conepxamee BapuabelJbHYyK 00JIacTb TEKeJIOM Lenu U
BapuabesibHylD 00JacTb JeIkKoM Lenu, OpuueM BapuadesbHasgs o0JacTb
TAXEJION ULUeloy COOePXUT (1) HVR-H1, comepxXamui aMMHOKMCJIOTHYIO
[IOCJIEOOBATEJILHOCTD SEQ ID NO:61, (ii) HVR-HZ, comepxammi
AMMHOKMCJIOTHYI IIocJemoBaTeJlbHOCTE SEQ ID NO:62, u (iii) HVR-H3,
comepXamuil aMUMHOKMCJIOTHYI IIOCJeNoBaTelJIbHOCTE SEQ ID NO:63; u/uim
opu 2ToM BapmabesbHasg o0JlacThk JieTKoM lenu comepxmuT (i) HVR-LI1,
comepXamui aMMHOKMCJIOTHYIO IIocjlefoBaTeslbHoCThL SEQ ID NO:64, (ii)
HVR-LZ2, comepXxammii aMUMHOKMCJIIOTHYI IIOCJedOoBaTeJIbHOCTD SEQ ID
NO:65, u (1id) HVR-L3, comepxamui AMMHOKMCJIO THYIO
nocjienoraTeJibHOCTE SEQ ID NO:66.

B OOHOM acllekTe B HaCTOAlleM ONMCaHUM IIpelcTaBJIEHO aHTUTEJIO
npoTue Siglec—8, conepxamee BapuabeJbHYyK 00JacCTb TEXeJIOM Lelu U
BapuabesyibHy© 006JlaCcTb JEeI'KoM Lenu, OpuueM BapuabesbHasd o00JacTb
TSKEJION Lelr COOePXUT (1) HVR-H1, comepXamuy aMMHOKUCJIOTHYIO
[IOCJIeOOBaTeJIbHOCTE SEQ ID NO:61, (idi) HVR-H2Z, conepxammun
AMMHOKMCJIOTHYI IIocJemoBaTeJibHOoCT:E SEQ ID NO:62, m (iii) HVR-H3,
comepXamuy aMMHOKMCJIOTHYI II0CJIeNOoBaTeJIbHOCTL, BHOUpaemyn u3 SEQ
ID NO:67-70; wu/uiau npu 2SToM BapuabesbHagd o00JacThb JIeTKOW lenu
COImEPXUT (1) HVR-L1, comepxamui AMVHOKMUCJIO THY
[IOCJIEOOBATEJILHOCTD SEQ ID NO:64, (ii) HVR-L2, comepxammi
AMMHOKMCJIOTHYI IIocJemoBaTeJlbHOCTE SEQ ID NO:65, u (iii) HVR-L3,
comepxXamuil aMUMHOKMCJIOTHYI IocJedoBaTeslbHOCTL SEQ ID NO:66.

B OOHOM acllekTe B HaCTOAlleM OIMCaHUM IIpelCcTaBJIEHO aHTUTeJIO
npoTuB Siglec—8, coIepxamee BapuabeJbHYyKR 00JIacTb TEKeJIOM Lelu U
BapuabesbHyl 00JacTb JeTkKoM Lenu, OpruueM BapuabesbHasa o00JacTb
TAXEJION LUenoy COIOepPXUT (1) HVR-H1, comepXamui aMMHOKMCJIOTHYIO
[IOCJIEOOBATEJILHOCTD SEQ ID NO:61, (ii) HVR-HZ2, comepxammi
AaMMHOKMCJIOTHYI IIocJemoBaTeJlbHOCTE SEQ ID NO:62, u (iii) HVR-H3,
comepXxammii aMUMHOKMCJIOTHYI IIOocJemoBaTelJbHOCTE SEQ ID NO:63; u/wiu

opu »TOM BapuabesibHasga o0060JacTb JeTDKOM Lenu comepxuT (i) HVR-LI,
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comepXamui aMMHOKMCJIOTHYID IIocjiefoBaTeslbHoCThL SEQ ID NO:64, (ii)
HVR-LZ2, comepXammy aMMHOKMCJIOTHYH IIOCJedOoBaTeJIbHOCTD SEQ ID
NO: 65, u (1id) HVR-L3, comepXamui AMMHOKMCJIO THYIO
nocjienoraTeJibHOCTE SEQ ID NO:71.

B IOpyI'oM acllekTe B HaCTO{lleM OIMCaHMM IIPpeOCTaBJIEHO aHTUTEJIO
npotuB Siglec—8, coIepxallee BapMabeJibHY 00JIaCTb TAXeJION Lelu U
BapuadeslbHylD 00JlacThb JIeTKOM Lenu, OpuueM BapuabesbHasas o060JaCTh
TIXKEJION LUelV COIOEePXUT (1) HVR-H1, comepxamui  aMMHOKMCJIIOTHYIO
I[IOCJIEOOBRATEJILHOCTD SEQ ID NO:61, (ii) HVR-HZ, comepxammi
AaMMHOKMCJIOTHYI IIocJemoBaTeJlbHOCTE SEQ ID NO:62, m (iii) HVR-H3,
comepXamuil aMMHOKMCIIOTHYI II0CJIeNOBaTeJIbHOCTL, BHOUpaemyn u3 SEQ
ID NO:67-70; wu/uiau npu 2SToM BapuabesbHad o00JacThb JIEeTKOW lenu
CONEPXUT (1) HVR-L1, comepxamui AMVMHOKHUCJIO THY
[IOCJIEOOBATEJILHOCTD SEQ ID NO:64, (ii) HVR-L2, comepxammi
AMMHOKMCJIOTHYI IIocJemoBaTeJlbHOCTE SEQ ID NO:65, u (iii) HVR-L3,
comepxXamri aMMHOKMCJIOTHYI IocJedoBaTeslbHOoCTL SEQ ID NO:71.

B IOpyToM acriekTe B HaCTOAMEM OIMCAaHMM IIPpencTaBJIEHO aHTUTEJIO
npoTue Siglec—8, coIepxamee BapuabeJlbHyKR 00JIaCcTb TEKeJIOM Lelu U
BapuabeyibHyl 00JacTb JeTkKoM Lenu, OpuueM BapuabesbHasg o00JacTb
TAXKEJION Lenou COIOepPXUT (1) HVR-H1, comepXamui aMMHOKMCJIOTHYIO
[IOCJIEOOBATEJILHOCTD SEQ ID NO:88, (ii) HVR-HZ2, comepxammui
AaMMHOKMCJIOTHYI IIocJemoBaTeJlbHOCTE SEQ ID NO:91, m (iii) HVR-H3,
comepXammiyl aMMHOKUCJIOTHYIO IIOoCJefoBaTelJIbHOCTE SEQ ID NO:94; wu/unu
BapuabeJibHYy©  00JIacThb JIeT KoM Leny, comepXxallyio (1) HVR-L1,
comepXamuy aMMHOKMCJIOTHYI IIocJienoBaTesJibHOCTE SEQ ID NO:97, (ii)
HVR-LZ2, comepXxammii aMUHOKMCJIOTHYI IIOCJIeIOBaTeJIbHOCTD SEQ ID
NO:100, u (1ii) HVR-L3, comepxammni AMMHOKMCJIO THYIO
nmocjenmoBaTeJIbHOCTE SEQ ID NO:103.

B OpyToM acriekTe B HaCTOANEM OIMCAHMM IpencTaBJIEHO aHTUTEJIO
npoTuB Siglec—8, conepxamee BapuabelJbHyK 006JIacTb TEKeJIOM Lenu U
BapuabesibHyl 00JacTb JeIkKoM Lenu, OpruueM BapuabesbHasg o0JacTb
TAXEJION LUely COOePXUT (1) HVR-H1, comepXamui aMMHOKMCJIOTHYIO
[IOCJIEOOBATEJILHOCTD SEQ ID NO:89, (ii) HVR-HZ, comepxamui
AMMHOKMCJIOTHYI IIocJemoBaTeJlbHOCTE SEQ ID NO:92, u (iii) HVR-H3,
comepX)amuii aMUMHOKMCJIOTHYI IIoCJemoBaTelJIbHOCTE SEQ ID NO:95; wu/wuam
BaprabeJIbHY oBJacThb JeTKom nenu, comepxamymn (i) HVR-L1,
comepXamui aMMHOKMCJIOTHYID IIocjiefoBaTelbHoCThL SEQ ID NO:98, (ii)
HVR-LZ2, comepXxammii aMMHOKMCJIIOTHYH IIOCJedOoBaTeJIbHOCTD SEQ ID
NO:101, u (1id) HVR-L3, comepxamui AMMHOKMCJIOTHYIO

ocjlenoBaTeJIbHOCTE SEQ ID NO:104.
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B OpyroM acHekKTe B HACTOAMNEM ONMCAaHUM OIpelCTaBJIEHO aHTUTEJIO
npotuB Siglec—8, conepxallee BapMalbelJlbHY 0O0JIaCTb TAXeJION LelU U
BaprabeslbHYy 00JIacTb JIeTKOM Lelu, IpudyeM BapuabejibHas oB0JacThb
TAXKEJION LeNu COIOEePXUT (1) HVR-H1, comepXamui aMMHOKMUCJIOTHYIO
[IOCJIeOOBATEJIbHOCTD SEQ ID NO:90, (ii) HVR-HZ2, conepxammun
AaMMHOKMCJIOTHYI IIocJemoBaTeslbHOCTE SEQ ID NO:93, m (iii) HVR-H3,
comepXammyl aMMHOKUCJIOTHYI IIOCJeloBaTelJIbHOCTL SEQ ID NO:96; u/unu
BaprabeJIbHY oBJlacThb JeTKomn nernm, comepxamymn (1) HVR-1L1,
comepxXamuil aMMHOKMUCJIOTHYIO IIocjlefoBaTeJibHoCcTh, SEQ ID NO:99, (ii)
HVR-LZ2, comepxammi aMUHOKMCJIOTHYI IIOCJIedOoBaTeJIbHOCTD SEQ ID
NO:102, u (1ii) HVR-L3, comepxamui AMMHOKMCJIO THYIO
nocyenoBaTeJibHOCTE SEQ ID NO:105.

AHTUTEeJIO NOpoTHMB Siglec—-8, oIMcCaHHOEe B HACTOSAMEM ONMCAHUU,
MOXeT comepXaThb JIIOYIO IIOOXOOANY IIOCJIeNOBaTeJIEHOCTE
BapuabeJIbHOT'O IOOMeHa KapKaca IIpM YCJOBMM, UYTO aHTUTEJIO COXpaHsaeT
COCOBHOCTE CBA3HBATHL Siglec—-8 dYejoBeKa. B paMkax HM300peTeHUS
KapkKacHHe ofJlacTu TsSxeJoM Uenu obosHaueHH «HC-FR1-FR4», a
KapKacHEe obJacT  JIeTKOu nenu oB6osHaueHH «LC—-FRI-FR4x». B
HEeKOTOPHX BapMaHTax OCYmeCTBJIEHMS aHTUTEJIO NOpoTuB Siglec-8
COOEPXUT KapKacCHY [IOCJIeNOBATEJILHOCTE BapuabeJIbHOT'O IDOMeHa
TaxeJon Lenm SEQ ID NO:26, 34, 38 m 45 (HC-FR1, HC-FR2, HC-FR3 u
HC-FR4, COOTBEeTCTBEHHO). B HeKOTOpPHX BapuaHTax OCYIeCTBJIeHNA
AHTUTEJIO HNpOoTMB Siglec—8 comepXuT KapKacCHYKD IIOCJIenoBaTeJIbHOCTD
BaprabeJIbHOTO IOMeHa Jerkow nenm SEQ ID N0O:48, 51, 55 um 60 (LC-
FR1, LC-FR2, LC-FR3 wu LC-FR4, COOTBETCTEEHHO). B HEKOTOPHX
BapMaHTax  OCYMeCTBJIEHUS  aHTUTeJO  IIPOTUB Siglec-8 CONEepPXUT
KapKacCHyl IIOCJelOBaTeJJbHOCTE BapuabeJlbHOTO IOMeHa JIEeTKOM Lelu
SEQ ID NO:48, 51, 58 m 60 (LC-FR1l, LC-FR2, LC-FR3 u LC-FR4,
COOTBETCTBEHHO) .

B omHOM BapuaHTe OCYMeCTBJIEHMS aHTUTeJIO OpoTUB Siglec-8
COINepXUT BapuvabeJIbHEM IOMeH TIKeJIOM LelM, CoOepXalulil KapKaCHYI
IOCJIENOBATENBLHOCTE U TUIlepBapuabelIbHEEe 00JIacTH, IIpUUeM KapKacHasd
[IOCJIENOBATEJIBHOCTE CONEPXUT InocienoBaTenbHoCcTM HC-FR1I-HC-FR4 SEQ
ID NO:26-29 (HC-FR1), SEQ ID NO:31-36 (HC-FR2), SEQ ID NO:38-43
(HC-FR3) m SEQ ID NO:45 mim 46 (HC-FR4), cooTBeTCcTBeHHO; HVR-HI1
COIEpPXUT aMMHOKMCJIOTHYK IIOoCJeloBaTeslbHOCTE SEQ ID NO:61; HVR-H2
COIEepPXMUT aMMHOKMCIIOTHYI IIOCJIenoBaTeJIbHOCTE SEQ ID NO:62; a HVR-
H3 colepXxuT aMMHOKMCJIOTHYK IIOCJieloBaTeJIbHOCTE SEQ ID NO:63. B
OOHOM BapMaHTe OCYIeCTBJIeHMSA aHTHUTeJIO IIPpOoTMB Siglec—8 COIEpXHUT

BapuabesibHEM IoMeH T AXKeJION emnu, comepXamui KapKaCHYI
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IIOCJIENOBATENBHOCTE U TuUIlepBRapuabesIbHEE 00JIacTH, IIpUUeM KapKacHasd
[IOCJIeNOBATEJIbHOCTE COHNEPXUT IrocienoparTelbHOCTM HC-FR1I-HC-FR4 SEQ
ID NO:26-29 (HC-FR1), SEQ ID NO:31-36 (HC-FR2), SEQ ID NO:38-43
(HC-FR3) m SEQ ID NO:45 mim 46 (HC-FR4), cooTBeTCcTBeHHO; HVR-HI1
COOEPXUT aMMHOKMCIIOTHYIO IIOCJIefoBaTeJIbHOCTE SEQ ID NO:61; HVR-H2
COOEPXUT aMMHOKMCJIOTHY IIOCJemOoBaTeJIbHOCTE SEQ ID NO:62; a HVR-
H3 comepXxuT aMMHOKMCJIOTHYK IIOCJIEeOOBAaTeJILHOCTEL, BHOUpaeMy® U3 SEQ
ID NO:67-70. B oOOHOM BapMaHTe OCYIECTRBJIEHMSA aHTUTEeJIO IIPOTUB
Siglec—8 comepxuT BapuabeJIbHEM »OOMeH JeI'kKoM LelM, CcoIepxXalmi
KapKacCHy IIOCJIeIOBaTeJIbHOCTE U IMIepBapuadeJslbHEe 00JacTy, IpUUeM
KapKacCHas II0CJIeIOoBaTeJIbHOCTE COLepXUT IocienoBaTelJibHOCTH LC-FRI1-
LC-FR4 SEQ ID NO:48 wmmm 49 (LC-FR1), SEQ ID NO:51-53 (LC-FR2),
SEQ ID NO:55-58 (LC-FR3) u SEQ ID NO:60 (LC-FR4),
COOTBETCTBEHHO; HVR-L1 COOEPXUT aMVHOKMCJIO THYIO
nocyienoBaTeJIbHOCTE SEQ ID NO:64; HVR-L2 comepXuT aMMHOKUCJIIOTHYIO
[IOCJIEDOBATEJILHOCTE SEQ ID NO:65; a HVR-L3 COOEPXUT
aMMHOKMCJIOTHYK IIOoCJemoBaTeJIbHOCTE SEQ ID NO:66. B omHOM BapuaHTe
OCYImEeCTBJIEHUA AaHTUTEJIO NpOoTMB Siglec—-8 comepXxuT BaprabelIbHHM
OOMeH JIeTKOM LelM, CcomepXallM KapKaCHY IIOCJefOBaATeJIbHOCTE U
TureppapuadesibHEe o00JlacTK, [IpMYeM KapKacCHasd IIOCJelOoBaTeJIbHOCTD
comepxuT nociyenopaTesibHOCTM LC-FRI1I-LC-FR4 SEQ ID NO:48 wiam 49
(LC-FR1), SEQ ID NO:51-53 (LC-FR2), SEQ ID NO:55-58 (LC-FR3) wu
SEQ ID NO:60 (LC-FR4), COOTBETCTBEHHO; HVR-L1 COIEepPXUT
aMMHOKMCJIOTHY IIOCJIeIOBaTeJIbHOCTE SEQ ID NO:64; HVR-L2 COOEPXHUT
AMVMHOKMCJIO THYIO [I0CJIEOOBaATEJILHOCTE SEQ ID NO:65; a HVR-L3
COOEepPXUT aMMHOKMCJIOTHYIO IOocJiefoBaTeJlbHOCTL SEQ ID NO:71. B omHOM
BapMaHTe OCYMEeCTBJIEHUS DTHUX aHTUTeJ Bapuad®elIbHEM IOMeH TsKeJIoN
el COHOepPXMUT aMMHOKMCJIOTHYK IIOCJeNOBAaTeJIbHOCTL, BHOMpaeMyln U3
SEQ ID NO:2-10, a BapuabeJIbHHI OOMeH JeT'KoM Lelr COIOePXUT
AMMHOKMCJIOTHYK IIOCJIEOOBATEJBEHOCTE, BHOUpaeMyw n3 SEQ ID NO:16-
22. B OIOHOM BapMaHTe OCYmMEeCTBJIEHUMA 53TUX aHTUTeJl BapuabeJIbHHM
OOMEeH TAXeJION LelM COIepPXMT aMUHOKMCIIOTHYK I[IOCJeIOBaTeJILHOCTE,
BHOUpaeMy®l u3 SEQ ID NO:2-10, a BapMvabeJILHEM IOOMeH JeI'KoM Lelu
COONEPXKUT aMUHOKMUCIIOTHYI IIOCJelOoBAaTeJILHOCTL, BHOUMpaeMyw M3 SEQ ID
NO:23 wmmm 24. B OOHOM BapMaHTe OCYWEeCTBJIEHUSA 5BTUX aHTUTeJl
BaprabesbHEM IOOMeH T SKeJION enu COOEepPXUT AMUHOKMCIIO THYIO
[IOCJIEOOBATEJIBHOCTE, BHIOMpaeMy nus SEQ ID NO:11-14, a
BaprabeJbHEM IoOMeH JIeTKOu nenu CONEepPXUT AMMHOKMCJIO THYIO
rIocJlenoBaTeJIbHOCTE, BEOMpaeMyl wu3 SEQ ID NO:16-22. B ozmHOM

BapMMaHTe OCYHeCTBJIEHMA OSTUMX aHTUTEJ] BapmaéeanbUZ IOOMEeH TsIXeJIon
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LenrM COOEPXUT aMMHOKMCIJIOTHYK IIOCJIeNOBaTeJIbHOCTE, BHOMPAEMyln U3
SEQ ID NO:11-14, a Bapua®eJbHHEIN JIOMeH JIeTKOM Leldu COOEPXUT
AMMHOKMCJIOTHYI IIOCJIeOOBaATEeJIbHOCTEL, BHOMpaeMyw u3 SEQ ID NO:23
mwm 24. B OOHOM BapMaHTe OCYUEeCTBJIEHMA 3TUX aHTUTeJl BapuabeJsibHBI
OOMEH TsXeJIOM LeNM COIEPXUT aMUHOKUCJIOTHYI II0CJIeIOBATEJILHOCTDL
SEQ ID NO: 6, a BapuradesibHEM OOMeH JeTKoM Lnenm COOEPXUT
aMMHOKMCJIOTHY IocJemoBaTeJlbHOCTEL SEQ ID NO:16. B oOmHOM BapMaHTe
OCYIEeCTBJIEHUS BTUX aHTUTeJl Baprab®esIbHEM JOMeH TSXKeJIoN I1elu
COOEPXUT AMMHOKMCJIOTHYIO IIOCJIEeOBATEJILHOCTD SEQ ID NO: o, a
BapurabeJbHEM oOMeH JerKou Henu COOEepPXUT AMUHOKMCJIO THYIO
nocjyienoBaTesibHOCTL SEQ ID NO:21.

B HeKOTOPHX BapMaHTax OCYIWECTBJIeHMA IIocJeloBaTeJIbHOCTM HVR
TSKEJIOM LeNM comepXaT CJelyllee:

a) HVR-H1 (IYGAH (SEQ ID NO:61));

b) HVR-H2 (VIWAGGSTNYNSALMS (SEQ ID NO:62)); u

c) HVR-H3 (DGSSPYYYSMEY (SEQ ID NO:63); DGSSPYYYGMEY (SEQ
ID NO:67); DGSSPYYYSMDY (SEQ ID NO:68); DGSSPYYYSMEV (SEQ 1ID
NO:69); mum DGSSPYYYGMDV (SEQ ID NO:70)).

B HeKOTOPHX BapMaHTax OCYUWECTBJIeHMA IIocJjeloBaTeJIbHOCTM HVR
TSKEJIONM LelM comepXaT cJelyllee:

a) HVR-H1 (SYAMS (SEQ ID NO:88); DYYMY (SEQ ID NO:89); wmwu
SSWMN (SEQ ID NO:90));

b) HVR-H2 (ITSSGGSYTYYSDSVKG (SEQ ID NO:91) ;
RIAPEDGDTEYAPKFQG (SEQ ID NO:92); wmmm QIYPGDDYTNYNGKEKG (SEQ ID
NO:93)); m c¢) HVR-H3 (HETAQAAWFAY (SEQ ID NO:94); EGNYYGSSILDY

(SEQ ID NO:95); wmmm LGPYGPFAD (SEQ ID NO:96)).

B HeKOTOPEIX BapMaHTaX OCYIMeCTBJIEHMA IIOCJIegOBaTeJIbHOCTU FR
TIXEJION Lenu comepXxaT dclenyriaee:

a) HC-FR1 (EVQLVESGGGLVQPGGSLRLSCAASGFSLT (SEQ ID NO:2606);
EVOLVESGGGLVQPGGSLRLSCAVSGESLT (SEQ ID NO:27) ;
QVOLOESGPGLVKPSETLSLTCTVSGGSIS (SEQ ID NO:28) ; VI
QVQLQESGPGLVKPSETLSLTCTVSGEFSLT (SEQ ID NO:29));

b) HC-FR2Z (WVRQAPGKGLEWVS (SEQ ID NO:31); WVRQAPGKGLEWLG
(SEQ ID NO:32); WVRQAPGKGLEWLS (SEQ ID NO: 33); WVRQAPGKGLEWVG
(SEQ ID NO:34) ; WIRQPPGKGLEWIG (SEQ ID NO:35) ; VI
WVRQPPGKGLEWLG (SEQ ID NO:36));

c) HC-FR3 (RFTISKDNSKNTVYLOMNSLRAEDTAVYYCAR (SEQ ID NO:38
RLSISKDNSKNTVYLOMNSLRAEDTAVYYCAR (SEQ ID NO:39
RLTISKDNSKNTVYLOMNSLRAEDTAVYYCAR (SEQ ID NO:40
RESISKDNSKNTVYLOMNSLRAEDTAVYYCAR (SEQ ID NO:41

.
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RVTISVDTSKNQFSLKLSSVTAADTAVYYCAR (SEQ ID NO:42) ; NI
RLSISKDNSKNQVSLKLSSVTAADTAVYYCAR (SEQ ID NO:43)); u

d) HC-FR4 (WGQGTTVTVSS (SEQ ID NO:45); wmum WGQGTLVTVSS (SEQ
ID NO:46)).

B HeKOTOPHIX BapMaHTax OCYIEeCTBJIEHMA IocjienoBaTesibHOCTM HVR
JIETKOM LlelM coOepXaT cjenyllee:
a) HVR-L1 (SATSSVSYMH (SEQ ID NO:64));
b) HVR-L2 (STSNLAS (SEQ ID NO:65)); mu
c) HVR-L3 (QQRSSYPFT (SEQ ID NO:66); wmam QQRSSYPYT (SEQ ID
NO:71))

B HeKOTOPHX BapMaHTax OCYIWECTBJIeHMA IIocJeloBaTeJIbHOCTM HVR
JIeTKOM LelM COIepXaT cJlepyplee:

a) HVR-L1 (SASSSVSYMH (SEQ ID NO:97); RASQDITNYLN (SEQ 1ID
NO:98); mam SASSSVSYMY (SEQ ID NO:99));

b) HVR-L2 (DTSKLAY (SEQ ID NO:100); FTSRLHS (SEQ 1ID
NO:101); myum DTSSLAS (SEQ ID NO:102)); wu

c) HVR-L3 (QOQWSSNPPT (SEQ ID NO:103); QQGNTLPWT (SEQ 1ID
NO:104),; wmmm QQWNSDPYT (SEQ ID NO:105)).

B HEKOTOPHX BapMaHTax OCYMEeCTRJIEHMS aHTUTEJIO CONEPXUT :
BapuabesibHyD 00JIacTh TSKeJIOM Lenr, colepxamyko (i) HVR-HI,
comepXamui aMMHOKMCJIOTHYID IIocjiefoBaTesibHoCcThb SEQ ID NO:88, (ii)
HVR-HZ2, comepXamMi aMMHOKMCJIIOTHYK IIOCJIEeIOBaTEJIbHOCTD SEQ ID
NO:91, u (1id) HVR-H3, conepxammi AMMHOKHUCJIO THYIO
rnocjenoBaTeJbHOCTE SEQ ID NO:94; wu/wiuu BapuabeJbHYy 00JIaCThb
JerkoM lenmu, comepxamyio (i) HVR-L1, comepXamuy aMUHOKMCIIOTHYIO
IIOCJIEOOBRATEJILHOCTD SEQ ID NO:97, (ii) HVR-L2, comepxammi
AMMHOKMCJIOTHYI IIocJemoBaTeJlbHOCTE SEQ ID NO:100, m (iii) HVR-L3,
comepxXamuil aMUMHOKMCJIOTHYI IocJeloBaTesibHoOCTL SEQ ID NO:103;
BapuabesibHyln 00JIacTh TSKeJIOM Lelr, comepxamyio (i) HVR-HIL,
comepXamui aMMHOKMCJIOTHYIO IIocjlefoBaTejibHocTh SEQ ID NO:89, (ii)
HVR-HZ2, comepXamri aMMHOKMCIJIOTHYI IIOCJIelOoBaTeJIbHOCTDL SEQ ID
NO:92, u (1id) HVR-H3, comepxamui AMMHOKMCJIO THYIO
IocjleqoBaTeJIbHOCTE SEQ ID NO:95; u/unu  BapuabellbHYID 00JIacThb
Jerkom uenu, colepxamyio (i) HVR-L1, comepXamlMi aMUMHOKMCIIOTHYIO
[IOCJIEOOBATEJILHOCTD SEQ ID NO:98, (ii) HVR-L2, comepxammi
AMMHOKMCJIOTHYIO IIocJemoBaTeJlbHOCTE SEQ ID NO:101, m (iii) HVR-L3,
comepXamui aMMHOKMCJIOTHYI IocJenoBaTeslbHOCTL SEQ ID NO:104; wmam
BapuabesibHyID 00JIacTh TSKeJIOM Lenr, colepxamyko (i) HVR-HIL,
comepXamui aMMHOKMCJIOTHYID IIocjiefoBaTeslbHoCcThb SEQ ID NO:90, (ii)

HVR-HZ, comepXamMy aMMHOKMCJIOTHYK IIOoCJiedoBaTeJIbHOCTE SEQ ID
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NO:93, u (1id) HVR-H3, comepxamui AMMHOKMCJIO THYIO
IocjegoBaTeJIbHOCTE SEQ ID NO:96; u/unmu BapuabesibHYID 00JIacTb
JeTKoM Lenu, colepxamyl (i) HVR-L1, comepXamlui aMUMHOKMCIIOTHYIO
[IOCJIEOOBATEJIBHOCTD SEQ ID NO:99, (ii) HVR-1L2, comepxamui
AaMMHOKMCJIOTHY IocJemoBaTeslbHOCTE SEQ ID NO:102, m (iii) HVR-L3,
comepXamuy aMUMHOKMCJIOTHY TOocJiemoBaTelJbHOCTLE SEQ ID NO:105.

B HEKOTOPEIX BapMaHTaxX OCyMeCTBJIeHMA IocjeloBaTeJlbHOCTM FR
JIeTKOM LelM COIepXaT cJjenyllee:

a) LC-FR1 (EIVLTQSPATLSLSPGEKPHCALSC (SEQ ID NO:48); wiu
EITLTQSPATLSLSPGEKPHCALSC (SEQ ID NO:49));

b) LC-FR2 (WFQQKPGQAPRLLIY (SEQ ID NO:51); WFQQKPGQAPRLWIY
(SEQ ID NO:52); mmm WYQQKPGQAPRLLIY (SEQ ID NO: 53));

c) LC-FR3 (GIPARFSGSGSGTDFTLTISSLEPEDFAVYYC (SEQ ID NO:55);
GVPARFSGSGSGTDYTLTISSLEPEDFAVYYC (SEQ ID NO:56) ;
GVPARFSGSGSGTDFTLTISSLEPEDFAVYYC (SEQ ID NO:57) ; NI
GIPARFSGSGSGTDYTLTISSLEPEDFAVYYC (SEQ ID NO:58)); m

d) LC-FR4 (FGPGTKLDIK (SEQ ID NO:60)).

B HeKOTOpPHX BRapMaHTax OCYMeCTRBJIeHMS B HaCTOAmMeM ONMCaHUMU
IpencTaBJIeHO aHTuTeJo K Siglec-8 (HanmpuMep, I'yYMaHM3MPOBaHHOE
aHTuTeJI0 K Siglec—-8), KOTOpoe CBA3HBaeTcsa C Siglec—-8 ueJioBeka,
IprUyUeM aHTUTEJIO COOEPXUT BaprabelilbHYyID OO0OJIaCTh TSAXKEJONW Lelr U
BapuabeJlbHYID OO0JIaCThb JIETKOM LellM, [IPUYUEeM aHTUTEeJIO COLNEePXUT:

(a) BapuaBeJIbHHM IOOMEH TIXeJIoW Lelyr, CcomepXallui:

(1) HC-FR1, comepxamuy aMMHOKMCIJIOTHYI IIOCJIeIOoBaTeJIbHOCTE,
BHOUpaeMy®© u3 SEQ ID NO:26-29;

(2) HVR-H1, comepxamui aMMHOKMUCJIOTHYIO IIOCJIeIOBATEJILHOCTDL
SEQ ID NO:61;

(3) HC-FR2, comepxamlMi aMMHOKMCJIJIOTHYIO II0CJIedOoBaTeJIbHOCTL,
BHOMpaeMmy® M3 SEQ ID NO:31-36;

(4) HVR-H2, comepxXamui aMMHOKMUCJIOTHYID II0CJIeIOBaTeJILHOCTDL
SEQ ID NO:62;

(5) HC-FR3, comepxamui aMMHOKMUCJIJIOTHYID IIOCJIedOBaTeJIbHOCTDL,
BHOMpaeMmy® M3 SEQ ID NO:38-43;

(6) HVR-H3, comepXamyi aMMHOKMUCJIOTHYID II0CJeIOoBaTeJILHOCTDL
SEQ ID NO:63; mu

(7) HC-FR4, comepxamllM¥ aMMHOKMCJIOTHYID IIOCJIeIOBaTeJIbHOCTDL,
BHOMpaeMmy® M3 SEQ ID NO:45-46,

/U

(b) BapmabeJILHEIM OOMEH JIeTKOM lLelM, COoIepXalli:

(1) LC-FR1l, comepxXxamllM aMMHOKMCJIOTHYI IIOCJI€HOBaTEJIbHOCTD,
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BHOMpaeMmy® M3 SEQ ID NO:48-49;

(2) HVR-L1, comepXamui aMMHOKMCJIOTHYI II0CJIeIOoBaTeJIbHOCTDL
SEQ ID NO:64;

(3) LC-FR2, comepxallM aMMHOKMCJIOTHYI IIOCJI€HOBaTEJIbHOCTD,
BHOUpaeMy® M3 SEQ ID NO:51-53;

(4) HVR-L2, comepXxamuy aMMHOKMCJIOTHYI II0CJIeIOBaATEeJIbHOCTD
SEQ ID NO:65;

(5) LC-FR3, comepxamlui aMMHOKMUCIJIOTHYIO II0CJIeIOoBaTeJIbHOCTL,
BHOMpaeMmy®n M3 SEQ ID NO:55-58;

(6) HVR-L3, comepxamui aMMHOKMUCJIOTHYID II0CJIeIOBaATeJILHOCTDL
SEQ ID NO:66; u

(7) LC-FR4, comepxamyM aMMHOKMUCJIOTHYID II0CJIeIOBaTeJILHOCTDL
SEQ ID NO:60.

B OIOHOM acHeKTe B HaCTOAMEeM ONMCAaHUM I[IpelCTaBJIEHO aHTUTEJIO
K Siglec-8, comepxanee BapuabeJib HEl IOMEH T SXEeJION Lenu,
BHOMpaeMer 3 SEQ ID NO:2-10, wu/uiamM coIepxamee BapuabeJibHBN
IOOMeH JIeTKOoM Lennr, BHOupaeMmelr u3 SEQ ID NO:16-22. B oOHOM
aclIeKTe B HaCTOAMEeM ONMCaHMM I[OIpelcTaBJIeHO aHTHUTeJio K Siglec-8,
comepxalee Bapuab®eJIbHHM OOMEeH TSKeJIOM lLenu, BuHOMpaeMu M3 SEQ ID
NO:2-14, wm/uamu conepxamee Bapuab®eJLHBEIN  OOMEH JIeTKOM  ILelwu,
BHIOMpaeMelr 3 SEQ ID NO:16-24., B OIHOM acIleKTe B HaCToOAlleM
O CaHuUM npelncTaBJIeHO AHTUTEJIO K Siglec-8, conepxaliee
Baprab®eJIbHEM IOMeH TSIXKeJIOM lLenyr, BubupaeMulr u3 SEQ ID NO:2-10,
U/Mau  comepxamee Bapuab®eJIbHEM HOOMEH JIeTKOM I1lely, BHOMpaeMbll U3
SEQ ID NO:23 wmmm 24. B OHOHOM acIlleKTe B HaCTOANlEeM OIMCaHUU
npeIcTaBJIeHO aHTUTeJlo K Siglec-8, comepxallee BapuabeJIbHHEM ITOMEeH
TAKEJION Lelnr, BuHoMpaeMulr m3 SEQ ID NO:11-14, wu/wir comepxalmee
BaprabesIbHEM IOOMeH JIeTKOM lLeny, BHOupaement m3 SEQ ID NO:16-22. B
OIOHOM aclleKTe B HacCTodmeM ONMCaHMM I[IpelCcTaBJIEHO aHTHUTeJIo K
Siglec—8, coznepxallece BapuabeJILHHN IOOMEeH TSKeJIOM lLell, BLHOMpaeMul
3 SEQ ID NO:11-14, wu/miaM comepxallee BapMa®eJIbHHIN ITOMEH JIeT'KOM
eny, BHOMpaeMelr M3 SEQ ID NO:23 wmiau 24. B OOHOM acIeKTe B
HacTodAlleM ONMCaHMM IIpelCTaBRJIEHO aHTUTeJIO kK Siglec—8, coIepxamee
Baprab®eJIbHE IOMeH TsaxeJion Ienu SEQ ID NO:6 u/uiIM comepxalmee
BapraBeJIbHEM IOMeH JIeTKOM ey, BuHbOupaeMenr u3 SEQ ID NO:16 wiu
21.

B OOHOM acIeKTe B HaCTOAMNEM ONMCAaHUM [IPelCTaBJIEHO AaHTHUTEJIO
K Siglec-8, comepxallee BapuabeJib HEl IOOMEH T XKEeJION Lenu,
BHOMpaeMer 13 SEQ ID NO:106-108, wu/uiamu coIepxamee BapMabeJsibHBM

IOOMeH JIeTKOM Lenu, BubOupaeMmelr M3 SEQ ID NO:109-111. B oIOHOM
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aclekTe B HaCTOAmEeM OIMCaHMM IOIpelcTaBJIeHO aHTUTeJo k Siglec-—8,
comepxallee Bapuad®eJIbHHNM OOMeH TaxeJor uemnr SEQ ID NO:106, wu/win
comepxallee BapuabOeJIbHHM »OoMeH Jerkol uenu SEQ ID NO:109. B onHOM
aclleKTe B HaCTOAmEM OIMCaHMM I[IpelcTaBJIeHO aHTuTeJo k Siglec-—8,
comepxalmee BapMabeJbHHIM IOOMeH TaKeJor Lenu SEQ ID NO:107, wu/unum
comepxamee BapuabeJIbHHY IOMeH Jerkor uemnu SEQ ID NO:110. B omHOM
aclrekxTe B HaCTOAMEeM ONMCaHMM I[IpedcTaBJIeHO aHTuTesio kK Siglec-8,
comepxalee BapuadOeJIbHHN OOMeH TaxeJol uemnr SEQ ID NO:108, wu/wuim
comepxalee BapuadeJIbHBEI IOMeH JieTKo¥ uenu SEQ ID NO:111.

B HeKOTOpPHX BapMaHTax OCYIEeCTBJIeHMSA B HaCTOAMEM OIMCaHUM
IpencTaBJIeHO aHTUTeJIo K Siglec—8, comepxalee BapuabeJIbHBEM ITOMeH
TaXeJION - Lenu, comepxamyi  aMMHOKMCJIOTHYI  IIOCJedoBaTeJIbHOCTL,
MMeIyn 10 MeHbIle¥ Mepe 90%, 91%, 92%, 93%, 94%, 95%, 96%, 97%,
98% wmam 99% UISHTUYHOCTL IIOCJIeOOBATEeJILHOCTM C aMUMHOKMCIIOTHOM
IOCJIeIOBaATEJILHOCTLID, BHOMpaeMoM M3 SEQ ID NO:2-14. B HEeKOTOPHX
BapMaHTax OCYyIEeCTRBJIEHUS B HacTOAmMEM  ONMCaHUU IpencTaBJIEHO
aHTuTeJijo kK Siglec—8, comepxalmee Bapuad®eJILHEI IOMeH TIXeJIoN lenu,
comepXamui aMUHOKMCJIOTHYID II0CJIeIOBaTeJIbHOCTL, MMEeKMyl 10 MeHbLIen
mMepe 90%, 91%, 92%, 93%, 94%, 95%, 96%, 97%, 98% wmmm 99%

MIOEeHTUYHOCTL IIOCJIEDOBATEJILHOCTH o} AMMHOKMCJIO THOM
[IOoCJIeIOBATEJIbLHOCTHIO, BHOMpPaeMom nus SEQ ID NO:106-108. B
HEKOTOPEIX BapraHTax oCcyleCcTRJIEHUS aMMHOKMCJIOTHA S

[IOCJIeIOBAaTEJIbHOCTEL, MMeKmas 10 MeHbmel Mepe 90%, 91%, 92%, 93%,
94%, 95%, 96%, 97%, 98% mum 99% MIEHTMUHOCTL IIOCJIeIOBaTeJILHOCTH,
COOEepPXMUT BaMeHb, BCTABKM WJIM IeJlelMM OTHOCUTEJIbHO DTaJIOHHOM
[IOCJIeOOBaTeJIbHOCTY, HO aHTUTEeJIO, CcoIepxXalmee BTy aMMHOKMCIIOTHYIO
I0CJIeIOBATEJILHOCTEL, COXPaHdgeT CIOCOOHOCTL CBA3HBATHLCA ¢ Siglec-—8
yeJiIoBeka. B HEKOTOPHX BapMaHTaxXx OCYIMEeCTBJEeHMS 3aMeHH, BCTaBKU
Wiy nejgeunm (HanpuMmep, 1, 2, 3, 4 uauM 5 aMMHOKMCJIIOTH) IIPOUCXOIOAT
B ofOJjlacTax 3a HOpenejavu HVR (T.e. B FR). B HeKOTOpPHX BapuaHTax
OCymeCTBJIEHUS aHTUTeJIO kK Siglec—-8 coIepxuT Bapuab®elIbHEM IOMeH
TAXEeJION LelMr, comepXallMMd aMMHOKMCIJIOTHYIO IocJemoBaTeslbHOCTE SEQ
ID NO:6. B HEKOTOPHX BapMaHTax OCYMeCTRBJIeHMS aHTUTeJio kK Siglec-8
COIEepPXUT BapuadeJib HEl IOMEH T AXeJION Lenu, comepxammun
AMMHOKMCJIOTHYK I[IOCJIIENOBATEIBLHOCTL, BHOMpaeMmy®n u3 SEQ ID NO:106-
108.

B HeKOTOpPHX BapMaHTax OCYIECTBJIEHMSA B HaCTOAMEM OIMCaHUMU
OpencTaBJIeHO aHTuUTeJlo K Siglec—8, comepxamee BapuabeJIbHHEM TOMeH
JIeTKOM uernu, comepxamui AMMHOKMCJIOTHYIO [IOCJIeIOBATEJIbHOCTE,

MMeKIykl IO MeHbmer Mepe 920%, 91%, 92%, 93%, 94%, 95%, 96%, 97%,
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98% wmam 99% MIOEHTUMUHOCTL IIOCJIeIOBATeJIbLHOCTM C aMUHOKMCJIOTHOM
IOCJIeIOBaATEJIbHOCTLD, BHOMpaemod 3 SEQ ID NO:16-24. B HeKOTOPHX
BapuaHTax oCymeCcTRBJIeHUA B HacToAmleM  ONMCaHUKU IpencTaBJIEHO
aHTuTeJiJo K Siglec—8, comepxamee BapuabOelIbHHM OOMeH JEeTKOM Lelu,
comepXamuy aMMHOKMCJIIOTHYIO II0CJIeOOBaTelJIbHOCTL, MMEeKIyl I10 MeHbIeM
mMepe 90%, 91%, 92%, 93%, 94%, 95%, 96%, 97%, 98% wmmm 99%

MIOEeHTUYHOCTb rIoCcJIenoBaTeJIbHOCTHU c AaMUHOKMCJIO THOM
locJjlefoBaTeJIbHOCTHIO, BHIOUpPaeMOm nus3 SEQ ID NO:109-111. B
HEKOTOPEIX BapraHTax oCcylueCcTRJIeHU S AMMHOKMCJIOTHA A

IocjleIoBaTeJILHOCTL, MMekmas 10 MeHbmel Mepe 90%, 91%, 92%, 93%,
94%, 95%, 906%, 97%, 98% miam 99% MIEHTUMUHOCTL IIOCJIedOoBaTeJIBHOCTH,
COOEPXMT 3aMeHH, BCTaBKM WIM OeJlellMM OTHOCUTEJILHO STaJIOHHOM
[IOCJIeOOBATEJIbHOCTY, HO aHTUTEJIO, CoIepXallee 53Ty aMUMHOKMCIIOTHYI
IOCJeIoBaTeJIbHOCTL, COXpaHdgeT CIOCODHOCTL CBA3HBATHLCA ¢ Siglec—8
yeJIoBekKa. B HEKOTOPHX BapMaHTaxX OCYMEeCTBJEeHMS 3aMeHH, BCTaBKMU
Wiy nejgeunm (HanpuMmep, 1, 2, 3, 4 uauM 5 aMMHOKMCJIIOTH) IIPOUCXOIAT
B obOJjlacTax 3a HOpenejavu HVR (T.e. B FR). B HeKOTOpPHX BapuaHTax
OCyImeCTBJIEHUA aHTUTeJIO kK Siglec—-8 coIepxuT BapuabOelIbHEM IOMeH
JIeTKOM LlielM, coIepXallMM aMMHOKMCJIOTHYI IIoCJiedoBaTeJIbHOCTL SEQ ID
NO:16 wmmm 21. B HeKOTOPHX EBapuaHTax OCYIEeCTBJIEHUA aHTUTEJIO K
Siglec—8 comepxuT BapMadeJILHEIM OOMEH TAXeJION lLenu, CcooepxXalui
aMMHOKMCJIOTHYIO IIOCJIeNOBaTEJIbHOCTEL, BHOMpaeMy®w u3 SEQ ID NO:109-
111.

B OODHOM acCIlleKTe B HaCTOAlleM PAaCKPHTUM IIPeOCTaBJIEHO aHTUTEJIO
k Siglec—-8, comepxamee (a) oOOHY, @OBe MIM Tpu VH HVR, BuOUpaeMbe
U3 Tex, UTO [oKasaHH B Tadbiuue 1, u/mam (b) omHy, IOBe Wi Tpu VL
HVR, BHOUpaeMele U3 Tex, YUTO IIOoKa3aHH B Tabiuie 1.

B OODHOM aclIeKTe B HaCTOAMEM PAaCKPHTHUM IpeOcTaBJIEHO aHTUTEJIO
K Siglec—-8, comepxamee (a) oOoHy, OBe wuIu Tpu VH HVR, BHOMpaeMbe
U3 Tex, UTO [OKasaHH B Tadaule 2, u/muam (b) omHy, IOBe Wi Tpu VL
HVR, BHOMpaeMele M3 Tex, YTO IIOKa3aHH B Tabiuile 2.

B OIDHOM acCHIeKTe B HAaCTOAMEM PAaCKPHTHUM IPeOCcTaBJIEHO aHTUTEJIO
K Siglec—-8, comepxamee (a) oOHYy, IBe, TpM WIM UYeTepe VH FR,
BHIOUpaeMele M3 Tex, uUTo IoKasaHH B Tabiuue 3, u/wm (b) onuy,
O0Be, Tpu wWiIM dYeTHpe VL FR, BHOMpaeMee M3 TeX, UTO I[IOKAa3aHH B
Tabiauile 3.

B HeKOTOpPHX BapMaHTax OCYIECTBJIEHMSA B HaCTOAMEM OIMCaHUMU
OpencTaBJIeHO aHTuUTeJlo K Siglec—8, comepxamee BapuabeJIbHHEM TOMeH
TOKEJION Lenu u/uin Bapuad®eJbHEM OOMeH JIeTKOM LienM aHTUTela,

[IokKaszaHHele B Tabjguue 4, HamopuMmep, aHTUTes0 HAKA, aHTHUTeso HAKR,
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Tabauilza 1. AMMHOKMCJIOTHEE IIocCJenoBaTeJibHOCTM HVR aHTHUTeJI

llens AHTHUTeNa | HVR1 HVR2 HVR3
aHTureJsio 2E2
Tsaxesiasi Liellb IYGAH VIWAGGSTNYNSALMS DGSSPYYYSMEY

SEQ ID NO:o6l

SEQ ID NO:62

SEQ ID NO:63

Jlerkas Lenb

SATSSVSYMH
SEQ ID NO:64

STSNLAS
SEQ ID NO:65

QORSSYPET
SEQ ID NO:66

T'yMaHM3MPOBAHHEE BapMaHTH TaxeJioM Lenmu 2E2 RHA, 2E2 RHB, 2E2
RHC, 2E2 RHD, 2E2 RHE, 2E2 RHF, 2E2 RHG, 2E2 RHA2 u 2E2 RHB2
Tsixelasi Liellb IYGAH VIWAGGSTNYNSALMS DGSSPYYYSMEY

SEQ ID NO:61

SEQ ID NO:62

SEQ ID NO:63

T'yMaHM3MPOBAHHEE BapMaHTH JeTkoM lLenu 2E2 RKA, 2E2 RKB, 2E2
RKC, 2E2 RKD, 2E2 RKE, 2E2 RKF um 2E2 RKG
Jlerkass Lenb SATSSVSYMH STSNLAS QQRSSYPFT

SEQ ID NO:64

SEQ ID NO:65

SEQ ID NO:66

I'yMaHM3VMPOBAHHEE BapMaHTH TSXeJion Lenn 2E2 RHE S-G, 2E2 RHE E-
D, 2E2 RHE Y-V, u 2E2 RHE triple
2E2 RHE S-G IYGAH VIWAGGSTNYNSALMS DGSSPYYYGMEY

SEQ ID NO:61

SEQ ID NO:62

SEQ ID NO:67

2E2 RHE E-D

IYGAH
SEQ ID NO:o6l

VIWAGGSTNYNSALMS
SEQ ID NO:62

DGSSPYYYSMDY
SEQ ID NO:68

2E2 RHE Y-V

IYGAH
SEQ ID NO:61

VIWAGGSTNYNSALMS
SEQ ID NO:62

DGSSPYYYSMEV
SEQ ID NO:69

2E2

triple

IYGAH
SEQ ID NO:61

VIWAGGSTNYNSALMS
SEQ ID NO:62

DGSSPYYYGMDV
SEQ ID NO:70

T'yMaHM3VPOBAHHEE BapMaHTH JIeTkoM lenu 2E2 RKA F-Y

n 2E2 RKF F-Y

2E2 RKA F-Y

SATSSVSYMH
SEQ ID NO:64

STSNLAS
SEQ ID NO:65

QORSSYPYT
SEQ ID NO:71

2E2 RKF F-Y

SATSSVSYMH
SEQ ID NO:64

STSNLAS
SEQ ID NO:65

QORSSYPYT
SEQ ID NO:71

Tabauila 2. AMMHOKMCIIOTHLE IIOCJIeIOBATEJILHOCTHU

antuTeJ 1C3,

1HI0 m 4F11

HVR M3 MBIIMHBIX

AuTn | Lemns

TeJIO

HVR1

HVR2

HVR3
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1C3 Taxeiasn SYAMS IISSGGSYTYYSDSVKG HETAQAAWFAY
Lellb SEQ ID| SEQ ID NO:91 SEQ ID NO:94
NO:88
1H10 | TsaxeJas DYYMY RIAPEDGDTEYAPKFQG EGNYYGSSILDY
Lerb SEQ ID | SEQ ID NO:92 SEQ ID NO:95
NO:89
4F11 | TaxeJias SSWMN QIYPGDDYTNYNGKFKG LGPYGPFAD
Lerb SEQ ID| SEQ ID NO:93 SEQ ID NO:96
NO: 90
1C3 Jlerkasa SASSSVSYMH DTSKLAY QQWSSNPPT
Lellb SEQ ID| SEQ ID NO:100 SEQ ID
NO:97 NO:103
1H10 |Jlerkasa RASQDITNYLN | FTSRLHS QQGNTLPWT
Lellb SEQ ID| SEQ ID NO:101 SEQ ID
NO: 98 NO:104
4F11 |Jlerkasa SASSSVSYMY DTSSLAS QOWNSDPYT
Lellb SEQ ID| SEQ ID NO:102 SEQ ID
NO:99 NO:105
Tabauiia 3. AMMHOKMCJIIOTHEE I[IOCJIemoBaTeJIbHOCTM FR aHTHTedn
Taxenass | FR1 FR2 FR3 FR4
Lenb
2E2 QVQLKESGPGLV | WWRQPPGKGLEW [ RLSISKDNSKSQ | WGQGTSVTVSS
APSQSLSITCTV | LG VFLKINSLQTDD | (SEQ ID
SGFSLT (SEQ ID | TALYYCAR NO:44)
(SEQ ID | NO:30) (SEQ ID
NO:25) NO:37)
2E2 RHA | EVQLVESGGGLV | WWRQAPGKGLEW | REFTISKDNSKNT | WGQGTTVTVSS
QPGGSLRLSCAA | VS VYLOMNSLRAED | (SEQ ID
SGFSLT (SEQ ID | TAVYYCAR NO:45)
(SEQ ID | NO:31) (SEQ ID
NO:26) NO:38)
2E2 RHB | EVQLVESGGGLV | WWRQAPGKGLEW | RLSISKDNSKNT | WGQGTTVTVSS
QPGGSLRLSCAV | LG VYLOMNSLRAED | (SEQ ID
SGESLT (SEQ ID | TAVYYCAR NO:45)
(SEQ ID | NO:32) (SEQ ID
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NO:27) NO:39)
2E2 RHC | EVQLVESGGGLV | WWRQAPGKGLEW | RETISKDNSKNT | WGQGTTVTVSS
QPGGSLRLSCAV [ VS VYLOMNSLRAED | (SEQ ID
SGESLT (SEQ ID | TAVYYCAR NO:45)
(SEQ ID | NO:31) (SEQ ID
NO:27) NO:38)
2E2 RHD | EVQLVESGGGLV | WWRQAPGKGLEW | RETISKDNSKNT | WGQGTTVTVSS
QPGGSLRLSCAA | LS VYLOMNSLRAED | (SEQ ID
SGEFSLT (SEQ ID | TAVYYCAR NO:45)
(SEQ ID [ NO:33) (SEQ ID
NO:26) NO:38)
2E2 RHE | EVQLVESGGGLV | WWRQAPGKGLEW | RETISKDNSKNT | WGQGTTVTVSS
QPGGSLRLSCAA | VG VYLOMNSLRAED | (SEQ ID
SGESLT (SEQ ID | TAVYYCAR NO:45)
(SEQ ID [ NO:34) (SEQ ID
NO:26) NO:38)
2E2 RHF | EVQLVESGGGLV | WWRQAPGKGLEW | RLTISKDNSKNT | WGQGTTVTVSS
QPGGSLRLSCAA | VS VYLOMNSLRAED | (SEQ ID
SGESLT (SEQ ID | TAVYYCAR NO:45)
(SEQ ID [ NO:31) (SEQ ID
NO:26) NO:40)
2E2 RHG | EVQLVESGGGLV | WWRQAPGKGLEW | RESISKDNSKNT | WGQGTTVTVSS
QPGGSLRLSCAA | VS VYLOMNSLRAED | (SEQ ID
SGEFSLT (SEQ ID | TAVYYCAR NO:45)
(SEQ ID [ NO:31) (SEQ ID
NO:26) NO:41)
2E2 QVOLOESGPGLV | WIRQPPGKGLEW | RVTISVDTSKNQ | WGQGTLVTVSS
RHAZ2 KPSETLSLTCTV | IG FSLKLSSVTAAD | (SEQ ID
SGGSIS (SEQ ID | TAVYYCAR NO:406)
(SEQ ID [ NO:35) (SEQ ID
NO:28) NO:42)
2E2 QVOLOESGPGLV | WWRQPPGKGLEW | RLSISKDNSKNQ | WGQGTLVTVSS
RHB2 KPSETLSLTCTV | LG VSLKLSSVTAAD | (SEQ ID
SGESLT (SEQ ID | TAVYYCAR NO:40)
(SEQ ID [ NO:30) (SEQ ID
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NO:29) NO:43)
2E2 RHE | EVQLVESGGGLV | WWRQAPGKGLEW | RETISKDNSKNT | WGQGTTVTVSS
S-G QPGGSLRLSCAA | VG VYLOMNSLRAED (SEQ ID
SGESLT (SEQ ID | TAVYYCAR NO:45)
(SEQ ID [ NO:34) (SEQ ID
NO:26) NO:38)
2E2 RHE | EVQLVESGGGLV | WWRQAPGKGLEW | REFTISKDNSKNT | WGQGTTVTVSS
E-D QPGGSLRLSCAA | VG VYLOMNSLRAED (SEQ ID
SGESLT (SEQ ID | TAVYYCAR NO:45)
(SEQ ID | NO:34) (SEQ ID
NO:26) NO:38)
2E2 RHE | EVQLVESGGGLV | WWRQAPGKGLEW | RETISKDNSKNT | WGQGTTVTVSS
Y-V QPGGSLRLSCAA | VG VYLOMNSLRAED (SEQ ID
SGFSLT (SEQ ID | TAVYYCAR NO:45)
(SEQ ID | NO:34) (SEQ ID
NO:26) NO:38)
2E2 RHE | EVQLVESGGGLV | WWRQAPGKGLEW | RETISKDNSKNT | WGQGTTVTVSS
triple QPGGSLRLSCAA | VG VYLOMNSLRAED (SEQ ID
SGESLT (SEQ ID | TAVYYCAR NO:45)
(SEQ ID | NO:34) (SEQ ID
NO:26) NO:38)
Jlerxas FR1 FR2 FR3 FR4
Lens
2E2 QITLTQSPAIMS | WEFQQKPGTSPKL [ GVPVRFSGSGSG | FGSGTKLEIK
ASPGERKVSITC WIY TSYSLTISRMEA | (SEQ ID
(SEQ ID | (SEQ ID | EDAATYYC NO:59)
NO:47) NO:50) (SEQ ID
NO:54)
RKA EIVLTQSPATLS | WEQQOKPGQAPRL | GIPARFSGSGSG | FGPGTKLDIK
LSPGEKPHCALS | LIY TDFTLTISSLEP (SEQ ID
C (SEQ ID | EDFAVYYC NO:60)
(SEQ ID | NO:51) (SEQ ID
NO:48) NO:55)
RKB EITLTQSPATLS | WEQQKPGQAPRL | GVPARFSGSGSG | FGPGTKLDIK
LSPGEKPHCALS [ WIY TDYTLTISSLEP (SEQ ID
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C (SEQ ID | EDFAVYYC NO:60)
(SEQ ID [ NO:52) (SEQ ID
NO:49) NO:50)

RKC EIILTOSPATLS [ WEQOKPGOAPRL | GIPARFSGSGSG | FGPGTKLDIK
LSPGEKPHCALS | LIY TDFTLTISSLEP | (SEQ ID
C (SEQ ID | EDFAVYYC NO:60)

(SEQ ID [NO:51) (SEQ ID
NO:49) NO:55)

RKD EIVLTQSPATLS | WEQQKPGQAPRL | GIPARFSGSGSG | FGPGTKLDIK
LSPGEKPHCALS | WIY TDFTLTISSLEP | (SEQ ID
C (SEQ ID | EDFAVYYC NO:60)

(SEQ ID [ NO:52) (SEQ ID
NO:48) NO:55)

RKE EIVLTQSPATLS | WEQOKPGQAPRL | GVPAREFSGSGSG | FGPGTKLDIK
LSPGEKPHCALS | LIY TDFTLTISSLEP | (SEQ ID
cC (SEQ ID | EDFAVYYC NO:60)

(SEQ ID [ NO:51) (SEQ ID
NO:48) NO:57)

RKF EIVLTQSPATLS | WEQQOKPGQAPRL | GIPARFSGSGSG | FGPGTKLDIK
LSPGEKPHCALS | LIY TDYTLTISSLEP | (SEQ ID
C (SEQ ID | EDFAVYYC NO:60)

(SEQ ID|NO:51) (SEQ ID
NO:48) NO:58)

RKG EIVLTQSPATLS [ WYQOKPGOAPRL | GIPARFSGSGSG | FGPGTKLDIK
LSPGEKPHCALS | LIY TDFTLTISSLEP | (SEQ ID
cC (SEQ ID | EDFAVYYC NO:60)

(SEQ ID [ NO:53) (SEQ ID
NO:48) NO:55)

RKA F-Y | EIVLTQSPATLS | WFQOKPGQAPRL | GIPARFSGSGSG | FGPGTKLDIK
LSPGEKPHCALS | LIY TDFTLTISSLEP | (SEQ ID
C (SEQ ID | EDFAVYYC NO:60)

(SEQ ID [ NO:51) (SEQ ID
NO:48) NO:55)

RKF F-Y | EIVLTQSPATLS | WFQOKPGQAPRL | GIPARFSGSGSG | FGPGTKLDIK

LSPGEKPHCALS | LIY TDYTLTISSLEP | (SEQ ID
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C
(SEQ
NO:48)

(SEQ

ID [ NO:51)

ID | EDFAVYYC
(SEQ

NO:58)

ID

NO:60)

Tabnuua 4.

oBlacTer aHTUTEJ

AMMHOKMCJIIO THHE

InocjienoBaTeJIbHOCTHU

BaprabeJIbHEIX

HasBanue AHTHTeNa | Bapuabenbhee of6nacTu | BapnabensHile obynacTu
TsaxeJIon Lienn Jlerxko Lenmu

ch2C4 ch2C4 VH ch2C4 VK

ch2E2 ch2E2 VH (SEQ ID | ch2E2 VK (SEQ D
NO:1) NO:15)

CVHKA ch2E2 VH (SEQ ID

2E2 RKA (SEQ ID NO:16)

NO:1)
ch2E2 VH (SEQ ID

CVHKB 2E2 RKB (SEQ ID NO:17)
NO:1)
2E2 RHA (SEQ ID | ch2E2 VK (SEQ D

HACVK
NO:2) NO:15)
2E2 RHB (SEQ ID | ch2E2 VK (SEQ D

HBCcVK
NO: 3) NO:15)
2E2 RHA (SEQ ID

HAKA 2E2 RKA (SEQ ID NO:16)
NO:2)
2E2 RHA (SEQ ID

HAKB 2E2 RKB (SEQ ID NO:17)
NO:2)
2E2 RHA (SEQ ID

HAKC 2E2 RKC (SEQ ID NO:18)
NO:2)
2E2 RHA (SEQ ID

HAKD 2E2 RKD (SEQ ID NO:19)
NO:2)
2E2 RHA (SEQ ID

HAKE 2E2 RKE (SEQ ID NO:20)
NO:2)
2E2 RHA (SEQ ID

HAKF 2E2 RKF (SEQ ID NO:21)
NO:2)
2E2 RHA (SEQ ID

HAKG 2E2 RKG (SEQ ID NO:22)
NO:2)
2E2 RHB (SEQ ID

HBKA 2E2 RKA (SEQ ID NO:16)
NO: 3)

HBKB 2E2 RHB (SEQ ID| 2E2 RKB (SEQ ID NO:17)
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NO: 3)
2E2 RHB (SEQ ID

HBKC 2FE2 RKC (SEQ ID NO:18)
NO: 3)
2E2 RHB (SEQ ID

HBKD 2FE2 RKD (SEQ ID NO:19)
NO: 3)
2E2 RHB (SEQ ID

HBKE 2E2 RKE (SEQ ID NO:20)
NO: 3)
2E2 RHB (SEQ ID

HRBRKF 2E2 RKF (SEQ ID NO:21)
NO: 3)
2E2 RHB (SEQ ID

HBKG 2FE2 RKG (SEQ ID NO:22)
NO: 3)
2E2 RHC (SEQ ID

HCKA 2FE2 RKA (SEQ ID NO:16)
NO:4)
2E2 RHC (SEQ ID

HCKB 2FE2 RKB (SEQ ID NO:17)
NO:4)
2E2 RHC (SEQ ID

HCKC 2FE2 RKC (SEQ ID NO:18)
NO:4)
2E2 RHC (SEQ ID

HCKD 2FE2 RKD (SEQ ID NO:19)
NO:4)
2E2 RHC (SEQ ID

HCKE 2E2 RKE (SEQ ID NO:20)
NO:4)
2E2 RHC (SEQ ID

HCKF 2E2 RKF (SEQ ID NO:21)
NO:4)
2E2 RHC (SEQ ID

HCKG 2E2 RKG (SEQ ID NO:22)
NO:4)
2E2 RHD (SEQ ID

HDKA 2FE2 RKA (SEQ ID NO:16)
NO:5)
2E2 RHD (SEQ 1D

HDKRB 2FE2 RKB (SEQ ID NO:17)
NO:5)
2E2 RHD (SEQ ID

HDKC 2FE2 RKC (SEQ ID NO:18)
NO:5)
2E2 RHD (SEQ ID

HDKD 2FE2 RKD (SEQ ID NO:19)
NO:5)
2E2 RHD (SEQ 1D

HDKE 2FE2 RKE (SEQ ID NO:20)

NO:5)
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2E2 RHD (SEQ 1D

HDKF 2FE2 RKF (SEQ ID NO:21)
NO:5)
2E2 RHD (SEQ ID

HDKG 2FE2 RKG (SEQ ID NO:22)
NO:5)
2E2 RHE (SEQ ID

HEKA 2FE2 RKA (SEQ ID NO:16)
NO: 6)
2E2 RHE (SEQ ID

HEKR 2E2 RKB (SEQ ID NO:17)
NO:©6)
2E2 RHE (SEQ ID

HEKC 2E2 RKC (SEQ ID NO:18)
NO:6)
2E2 RHE (SEQ ID

HEKD 2E2 RKD (SEQ ID NO:19)
NO:6)
2E2 RHE (SEQ ID

HEKE 2E2 RKE (SEQ ID NO:20)
NO:6)
2E2 RHE (SEQ ID

HEKF 2FE2 RKF (SEQ ID NO:21)
NO:6)
2E2 RHE (SEQ 1D

HEKG 2FE2 RKG (SEQ ID NO:22)
NO:6)
2E2 RHF (SEQ 1D

HFKA 2FE2 RKA (SEQ ID NO:16)
NO:7)
2E2 RHF (SEQ ID

HFKB 2FE2 RKB (SEQ ID NO:17)
NO:7)
2E2 RHF (SEQ ID

HFKC 2E2 RKC (SEQ ID NO:18)
NO:7)
2E2 RHF (SEQ ID

HFKD 2E2 RKD (SEQ ID NO:19)
NO:7)
2E2 RHF (SEQ 1D

HFKE 2E2 RKE (SEQ ID NO:20)
NO:7)
2E2 RHF (SEQ ID

HFKF 2E2 RKF (SEQ ID NO:21)
NO:7)
2E2 RHF (SEQ ID

HFKG 2FE2 RKG (SEQ ID NO:22)
NO:7)
2E2 RHG (SEQ ID

HGKA 2FE2 RKA (SEQ ID NO:16)
NO:8)

HGKB 2E2 RHG (SEQ ID|2E2 RKB (SEQ ID NO:17)
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NO:8)
2E2 RHG (SEQ ID
HGKC 2FE2 RKC (SEQ ID NO:18)
NO:8)
2E2 RHG (SEQ ID
HGKD 2FE2 RKD (SEQ ID NO:19)
NO: 8)
2E2 RHG (SEQ ID
HGKE 2E2 RKE (SEQ ID NO:20)
NO: 8)
2E2 RHG (SEQ ID
HGKF 2E2 RKF (SEQ ID NO:21)
NO: 8)
2E2 RHG (SEQ ID
HGHG 2FE2 RKG (SEQ ID NO:22)
NO: 8)
2E2 RHA2 (SEQ ID
HA2KA 2FE2 RKA (SEQ ID NO:16)
NO:9)
2E2 RHA2 (SEQ ID
HA2KB 2FE2 RKB (SEQ ID NO:17)
NO:9)
2E2 RHB2 (SEQ ID
HB2KA 2FE2 RKA (SEQ ID NO:16)
NO:10)
2E2 RHB2 (SEQ ID
HB2KB 2FE2 RKB (SEQ ID NO:17)
NO:10)
2E2 RHA2 (SEQ ID
HA2KF 2E2 RKF (SEQ ID NO:21)
NO:9)
2E2 RHB2 (SEQ ID
HB2KF 2E2 RKF (SEQ ID NO:21)
NO:10)
2E2 RHA2 (SEQ ID|2E2 RKC (SEQ ID NO:18)
HAZ2KC
NO:9)
2E2 RHA2 (SEQ ID|2E2 RKD (SEQ ID NO:19)
HA2KD
NO:9)
2E2 RHA2 (SEQ ID|2E2 RKE (SEQ ID NO:20)
HA2KE
NO:9)
2E2 RHA2 (SEQ ID
HA2KFE 2E2 RKF (SEQ ID NO:21)
NO:9)
2E2 RHA2 (SEQ ID
HAZKG 2FE2 RKG (SEQ ID NO:22)
NO:9)
2E2 RHB2 (SEQ ID| 2E2 RKC (SEQ ID NO:18)
HB2KC

NO:10)
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2E2 RHB2 (SEQ ID|2E2 RKD (SEQ ID NO:19)
HB2KD

NO:10)

2E2 RHB2 (SEQ ID|2E2 RKE (SEQ ID NO:20)
HB2KE

NO:10)

2E2 RHA2 (SEQ ID| 2E2 RKF F-Y mut (SEQ
HA2KFmut

NO:9) ID NO:24)

2E2 RHRBR2 (SEQ ID|2E2 RKF F-Y mut (SEQ
HB2KFmut

NO:10) ID NO:24)

2E2 RHE (SEQ ID|2E2 RKA F-Y mut (SEQ
HEKAmut

NO:6) ID NO:23)

2E2 RHE (SEQ ID|2E2 RKF F-Y mut (SEQ
HEKFmut

NO:6) ID NO:24)

2E2 RHA (SEQ ID|2E2 RKF F-Y mut (SEQ
HAKFmut

NO:2) ID NO:24)

2E2 RHB (SEQ ID|2E2 RKF F-Y mut (SEQ
HBKFmut

NO: 3) ID NO:24)

2E2 RHC (SEQ ID|2E2 RKF F-Y mut (SEQ
HCKFmut

NO:4) ID NO:24)

2E2 RHD (SEQ ID|2E2 RKF F-Y mut (SEQ
HDKFmut

NO:5) ID NO:24)

2E2 RHF (SEQ ID| 2E2 RKF F-Y mut (SEQ
HFKFmut

NO:7) ID NO:24)

2E2 RHG (SEQ ID|2E2 RKF F-Y mut (SEQ
HGKFmut

NO: 8) ID NO:24)

2E2 RHE Y-V (SEQ 1ID
RHE Y-VKA 2E2 RKA (SEQ ID NO:16)

NO:13)

2E2 RHE Y-V (SEQ 1ID
RHE Y-VKB 2FE2 RKB (SEQ ID NO:17)

NO:13)

2E2 RHE Y-V (SEQ 1ID
RHE Y-VKC 2FE2 RKC (SEQ ID NO:18)

NO:13)

2E2 RHE Y-V (SEQ 1ID
RHE Y-VKD 2FE2 RKD (SEQ ID NO:19)

NO:13)

2E2 RHE Y-V (SEQ 1ID
RHE Y-VKE 2FE2 RKE (SEQ ID NO:20)

NO:13)
RHE Y-VKF 2E2 RHE Y-V (SEQ ID| 2E2 RKF (SEQ ID NO:21)
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NO:13)
2E2 RHE Y-V (SEQ 1ID

RHE Y-VKG 2FE2 RKG (SEQ ID NO:22)
NO:13)
2E2 RHE E-D (SEQ ID

RHE E-DKA 2FE2 RKA (SEQ ID NO:16)
NO:12)
2E2 RHE E-D (SEQ 1ID

RHE E-DKB 2E2 RKB (SEQ ID NO:17)
NO:12)
2E2 RHE E-D (SEQ ID

RHE E-DKC 2E2 RKC (SEQ ID NO:18)
NO:12)
2E2 RHE E-D (SEQ 1ID

RHE E-DKD 2FE2 RKD (SEQ ID NO:19)
NO:12)
2E2 RHE E-D (SEQ 1ID

RHE E-DKE 2E2 RKE (SEQ ID NO:20)
NO:12)
2E2 RHE E-D (SEQ 1ID

RHE E-DKF 2FE2 RKF (SEQ ID NO:21)
NO:12)
2E2 RHE E-D (SEQ 1ID

RHE E-DKG 2FE2 RKG (SEQ ID NO:22)
NO:12)
2E2 RHE E-D (SEQ ID|2E2 RKF F-Y mut (SEQ

RHE E-DKFmut
NO:12) ID NO:24)
2E2 RHE S-G (SEQ 1ID

RHE S-GKA 2E2 RKA (SEQ ID NO:16)
NO:11)
2E2 RHE S-G (SEQ 1ID

RHE S-GKB 2FE2 RKB (SEQ ID NO:17)
NO:11)
2E2 RHE S-G (SEQ ID

RHE S-GKC 2FE2 RKC (SEQ ID NO:18)
NO:11)
2E2 RHE S-G (SEQ 1ID

RHE S-GKD 2E2 RKD (SEQ ID NO:19)
NO:11)
2E2 RHE S-G (SEQ 1ID

RHE S-GKE 2E2 RKE (SEQ ID NO:20)
NO:11)
2E2 RHE S-G (SEQ 1ID

RHE S—-GKF 2E2 RKF (SEQ ID NO:21)
NO:11)
2E2 RHE S-G (SEQ 1ID

RHE S—-GKG 2E2 RKG (SEQ ID NO:22)
NO:11)
2E2 RHE triple (SEQ

RHE triple-KA 2FE2 RKA (SEQ ID NO:16)

ID NO:14)
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2E2 RHE triple (SEQ

RHE triple—-KB 2FE2 RKB (SEQ ID NO:17)
ID NO:14)
2E2 RHE triple (SEQ

RHE triple—-KC 2FE2 RKC (SEQ ID NO:18)
ID NO:14)
2E2 RHE triple (SEQ

RHE triple-KD 2E2 RKD (SEQ ID NO:19)
ID NO:14)
2E2 RHE triple (SEQ

RHE triple—-KE 2E2 RKE (SEQ ID NO:20)
ID NO:14)
2E2 RHE triple (SEQ

RHE triple—KF 2E2 RKF (SEQ ID NO:21)
ID NO:14)
2E2 RHE triple (SEQ

RHE triple-KG 2E2 RKG (SEQ ID NO:22)
ID NO:14)

2E2 RHE triple (SEQ|2E2 RKF F-Y mut (SEQ
RHE triple-KFmut
ID NO:14) ID NO:24)

2E2 RHE Y-V (SEQ ID|2E2 RKF F-Y mut (SEQ
RHE Y-VKFmut
NO:13) ID NO:24)

2E2 RHE E-D (SEQ ID|2E2 RKF F-Y mut (SEQ
RHE E-DKFmut
NO:12) ID NO:24)

CymecTpyeT INIATHL KJIACCOB MMMyHOTJIOOysmHOB: IgA, IgD, IgE,
IgG m IgM, wuMenmMxX TsAXeJEe Lelr, oOO03HaueHHHe o, O, €, YV U W,
COOTBETCTBEHHO. KilaCcCH Yy MM & IOOIOJHUTEJIBEHO HOeJIAT Ha I[IOOKJIacCH,
HalpuMep, Y JoOeM 5DKCIOPecCUpylTCcd cienylmye IIOoIOKJIaccH: I1gGl,
IgG2, IgG3, IgG4, IgAl um IgA2. IgGl aHTHUTeJla MOTYT CyMeCTBOBATH
BO MHOTHMX TIOJIMMOPOHEIX BapMaHTax, Ha3EBaeMbIX AJIJIO TUIIEL
(paccmoTperHo B Jefferis u Lefranc 2009. mAbs Vol 1 Issue 4 1-7),
JIBOM M3 KOTOPHX IIOOXOOAT NOJIS MCHOJbL30BaHMA B HEKOTOPHX U3
BapMaHTOB OCYIeCTRBJIEHUA B HacTo4meM ONIMCaHUN . OBmrMIM
AJJIOTUNIMUYECKMMM BapMaHTaMM B UeJIOBeUeCKOM IONyJIAalUMM ABJISOTCSA
BapuaHTH, ODOO3HadeHHHEe OykBaMu a, f,n, z wiv uX KOMOMHauum. B
JIOOOM M3 BapMaHTOB OCYIECTBJIEHMA B HaCTOAIMlEM OIMCAHMM aHTUTEJIO
MOXeT coIepXaTk Fc—oBJacThk TAXeJION lLelM, OpeldcCTaBJg0Iyln Ccodon
Fc—oBmacTb YeJIOBEeUYeCKOTO IgG. B OOIIOJIHUT eJIbL HEIX BapMaHTax
ocymecTBJIeHUA Fc—-00JjlaCcTh UYeJIoOBeuecKoTo IgG mHOpeAcTaBJiseT cobou
yejioBedeckut I1gGl mam IgG4. B HeKOTOPHX BapMaHTax OCYMeCTBJIEHUS
QHTUTEJIOM aBJjigeTcda IgGl AHTUTEJIO. B HEKOTOPEIX BapMaHTax
OCYWEeCTBJIEHMA aHTUTEJIOM ABJjideTcda 1gG4 a”HTUTeJlo. B HEKOTOPHX

BapMaHTax oCymecCTBJIeHU A YyeJIOBeUeCKUM IgG4 COIEPXUT
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aMMHOKMCJIOTHYK  3aMeHy S228P, opruyeM  aMUHOKMCJIO THHE OCTaTKMU
HyMepyoT B COOTBETCTBUM C MHIeKcoM EC corJilacHo Kabat. B
HEeKOTOPHX BapMaHTax OCYIEeCTRBJIeHMSa dUejloBeueckum IgGl coIepXuT
aMMHOKMCJIOTHYI IIocjiefoBaTeJibHOCTE SEQ ID NO:78. B HeKOTOPHX
BapMaHTax OCylEeCTBJIEHUSA YyeJIOBeUeCKUM IgG4 COOEPXUT
AMMHOKMCJIOTHYIO IocJeloBaTelJIbHOCTE SEQ ID NO:79.

B HeKOTOpPHX BapMaHTax OCYIEeCTBJIEHUA B HACTOAlleM ONMCaHUU
opencraBJIeHO aHTuTejlo k Siglec-8, comepxalee TAXeJIYD Lelb,
comepXxalylo aMUHOKMCIJIOTHYI IIocjefoBaTelbHOCTL SEQ ID NO:75; wu/wuam
JIETKYI ernsb, comepxamymn AMMHOKMCIIO THYO IOCJIeIORaTEJILHOCTE,
BHOUpaeMy® mu3 SEQ ID NO:76 wmmm 77. B HeKOTOPHX BapMaHTax
OCYIIECTRBJIEHMA aHTUTEJIO MOXeT COoIepXaThk TIKeNYIR Ilelb, CoIepXallyl
AMMHOKMCJIOTHYID IIOCJIenoBaTeJIbHOCTE SEQ ID NO:87; W/MWiIM  JIeTKYD
IIEIb, COINEPXallyl aMMHOKMCIIOTHYK IIOoCleloBaTelbHOCTL SEQ ID NO:76.
B HeKOTOPHX BapMaHTax OCYMeCTBJIEHMS aHTUTeJIO K Siglec—8 BHI3HBAaET
arionTos AKTUBUPOBAHHEIX DO03UMHOOUIIOB . B HEKOTOPHIX BapMaHTax
OCYMeCTBJIEHMSA aHTHUTeJO K Siglec—8 BHBHBaAeT allolTO3 IIOKOAMUXCHI
DO03UHOOGUIIOB. B HEKOTOPHX BapMvaHTax OCYmeCTBJIeHMSI aHTUTEeJIO K
Siglec—-8 HcTomaeT AKTUBUPOBAHHEE S03UHOPUIIEL u VHTUOMPYET
AKTUBALMID TYUHBEX KJETOK. B HEeKOTOPHX BapMaHTax OCYIeCTBJIeHUI
aHTuTeJJo K Siglec—-8 wmcTomaeT WMJAM CHMWXaeT TydHHEe KJIeTKUM U
MHTUOUpYeT aKTMBaALMK  TYUHEX  KJIETOK. B HeKOTOpHX BapMaHTax
OCVYIeCTBJIEHNS AHTUTEJIO K Siglec—8 ncTomaeT MJIN CHUXaeT
KOJIMUEeCTBO TYUHEX KJIETOK. B HEKOTOPHX BapMaHTax OCYIeCTBJIEeHUdI
aHTUTEeJIO kK Siglec—-8 yHMUTOXaeT TyuHHEe KJIeTku 3a cueT ADCC
AKTUBHOCTM . B HEKOTOPEIX BapraHTax OCYIIECTBJIEHUA AHTUTEJIO
MUcTomaeT MM CHMXaeT TYUHHE KJIEeTKM, DSKCIpeccupywomme Siglec—-8 B
TKaHM. B HEKOTOPHX BapMaHTax OCVYIEeCTBJIEHUS aHTUTEJIO MCTOoWaeT WU
CHMXaeT TYUHBEe KJeTKM, B5SKCcIOpeccupvimme Siglec—8 B OMOJOTUUECKOMU
Tekyuel cpene.

APOMHHOCTEL aHTUTEJIA

B HeKOTOPHX acleKTax aHTuTeJ o k Siglec—8, omnmcaHHOe B
HaCcTOAIEM OTIMCaHWH, CBABEBAaETCH c Siglec—-8 yeJjioBEeKa C
OPpUOIUSUTEJIEHO TakKoM Xe MM 0oJiee BHCOKOM addMHHOCTBI M/MUIINU
BoJiee BHCOKOM aBUIHOCTBI II0 CPAaBHEHMK C MBIIMHEIM aHTUTeJIoM 2E2
U/WMIY MBIIMHEIM aHTUTeJIoM 2C4. B HEeKOTOPHX BapMaHTax OCYIeCTBJICHUS
aHTuTeJjo kK Siglec—8, mnpelcTaBJIeHHOe B HaCTOAMEeM OINMCAaHUM, WMeeT
koHcTaHTy (Kd) muccoumanmm < 1 MrMm, < 150 oM, < 100 mMm, < 50 HmM,
< 10 M, £ 1 uM, £ 0,1 M, £ 0,01 M mm £ 0,001 HM (Haopumep,

108 M mim MeHee, Hanpumep, oT 10°% M mo 1071® M, Hanpumep, oT 107°
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M mo 1071® M). B HeKOTOPHX BapraHTax OCYMEeCTBJIeHUS aHTUTeJIO K
Siglec—8, ommMcaHHOe B HaCTOAMeM ONMCaHMM, CBA3HBaeTcd ¢ Siglec—8
UeJioBeka NpuUOIM3UTEeNIbHO ¢ B 1,5 pasa, NpuOIM3UTEJNBEHO B 2 pasa,
OpUOIU3UTEJIEHO B 3 pa3a, IpUOIM3UTeJBHO B 4 pasa, NIpUOIU3UTEJBHO
B 5 pas, npubimMsuresbHo B 6 pas, OpubimMs3uTeJIbHO B /7 pas,
IPUOJIU3UTEJIBEHO B 8 pas, NPUOJIUBUTEJIEHO B 9 pas I
opubiausuresbHO B 10 pas O6oJjiee BHCOKOM abdMHHOCTBI YeM MBIIMHOE
aHTHUTeJo 2E2 u/WiM MeIMHOE aHTuTeJo 2C4. B HEeKOTOPHX BapMaHTax
OCymecCTBJIeHUS aHTUTeJilo K Siglec—-8 comepxuT BapuadbellbHY 00JacThb
TSOKEJIOM 1enM, CcolepXamyln aMMHOKMCIJIOTHYK IIOCIedoBaTeJIbHOCTE SEQ
ID NO:6; wu/miam BapuadelbHyln o00JacThk JeTKOM lLeu, COIepXalyo
AMMHOKMCJIOTHYK IIOCJIeOOBATEJIbHOCTE, BHOMpaeMmy®n u3 SEQ ID NO:16
i 21.

B OIOHOM BapMaHTe OCYIIeCTBJIEHN I addOMHHOCTE CBA3EBAaHUA
aHTUTEeJI HOpoTMB Siglec—-8 MOXHO ONpelelMTh C IIOMOmMBK aHalu3a
[IOBEPXHOCTHOI'O ILJIa3MOHHOT'O pe30HaHcCa. HanpuMmep, 3HadueHue Kd wmim
Kd MOXHO W¥M3MEPUTHL C TIIOMOmBK MCHOJb30BaHuMa BIAcore™-2000 wim
BIAcore™-3000 (BIAcore, Inc. Piscataway, N.J.) mopu 25° C c
upynaMm CM5 ¢  MMMOOMJIIMBMPOBAHHEIM aHTUT'eHOM IHIpu ~10 enmHMIIAX
Pe30HaHCHOTO cuIrHaJa (RU). B KpaTKOM M3JIOXKeHUM, OMOCEHCOPHHE
UMIIE C KapOOKCHUMEeTUMJIMPOBAHHEIM »OeKcTpaHoM (CMb5, BIAcore® Inc.)
AKTUBUPYIT TUIOPOXIIOPUIOM N-2Tuia-N'- (3-0uMe TUIIaM/HOIIPOIINII) —
KapbomoumMmnoa (EDC) n  N-I'MIPOKCUCYKUMHUMUIOM (NHS) COIJIaCHO
MHCTPYKLUM I[IOCTaBIMKa. 3axBaueHHHEE aHTUTeJla (HalpuMep, OpoTUB Fc
yeJjioBeka) pasBomAaAT 10 MM aueTaToM HaTpusa, pH 4,8 Nepel MHBEKLUEN
co CKOPOCTBIO TeUeHUHA 30 MKJI/MUHY Ta u OOIIOJIHUTEJIBHO
UMMOOUIM3UPYIOT C  aHTUTEeJIOM IOpoTuB Siglec-8. IOns usMepeHuMn
KMHEeTUKM OBYKpaTHHE CepuMHBEE pa3BeneHusd aOuMepHoro Siglec—8
UHBbeLVpylT B PBS ¢ 0,05% Tween 20 (PBST) mpu 25°C HpM CKOPOCTHU
TeueHUs OpUOIMU3UTEJbHO 25 wMKJI/MyH. CropocTu accoumauuu (ken) U

CKOpOCTM IMCCOLMalllil (korr) BEUMCIIARDT C MCIIOJIE3OBaHMEM HpOCTOﬁ

MO I eJINn CBSA3HBaHUA OOVH K OOHOMY JlenTMIOpa (IIporpamMMmHOE
oBecIrieueHMe o4 OLeHKM BIAcore® BepCcuA 3,2) [IOCPEnCTBOM
OIDHOBPEMEHHOU alnnpoKcHUMaln CEeHCOT'paMMEl accouraunm u

oIMccouMalrM. pPaBHOBECHYK KOHCTaHTy (Kd) 1»ouccoumaumy BHUMCISOT
Kak oTHomeHMue Kore/kon. CM., Hampumep, Chen, Y. et al. (1999) J.
Mol. biol. 293:865-881.

B IpyroM BapMaHTe OCYWEeCTBJIeHUS OJd olpenejieHVsa addMHHOCTU
aHTUTeJIa K Siglec-8 MOXHO MCIIOJIL30BAaTh BMOCJIOMHYIO

UHTepdepoMeTpuo. B MWLIOCTPATMBHOM aHaJluze Siglec—-8-Fc MeueHHN
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feJIoOK MMMOOUMIIMBMPYIRT Ha JaTuMkax 3axBaTa I[IpOoTMB FC UeJIoBeKa u
VMHKYyOUPYIOT C yBeJMUYeHMeM KOHIEeHTpalMy MBIIMHBIX, XMMEPHBEX WK
TYMaHU3UPOBAHHHX Fab-dparMeHToB HOpoTUMBR Siglec—-8 @Jg [OOJyYEeHUHA
u3MepeHu addMHHOCTM C MCHOJIbL30BaHMeM TakKoro npubopa Kak,
HanpuMep, CucteMa Octet Red 384 (ForteBio).

ADOMHHOCTEL CBSAS3HBAHUA aHTHUTEJ OPOTHUB Siglec—8 TakXe MOXHO
OoNnpelelJiMTh, HaIpuUMep, C IIOMOWbK aHaJuz3a CK3TUapha, OIMCAHHOTO B
Munson et al. Anal. Biochem. 107:220 (1980) ¢ wHMCIOJb30BaHMUEM
CTAaHIOAPTHEX METOIOMK, XOPOWO M3BECTHHX B COOTBETCTBYImEeN O0OJIACTH.
CMm. Takxe Scatchard, G. Ann. N.Y. Acad. Sci. 51:660 (1947).

ABUIOHOCTE AHTUTEJIa

B HEeKOTOpPEHX BapraHTaxX OCYWeCTBJIEHMSA AaBUIOHOCTL CBSA3BBAHUA
aHTUTEeJI TOpoTMB Siglec—-8 MOXHO ONpelelIMTh: C IIOMOmMbLK aHalM3a
[IOBEPXHOCTHOT'O ILJIa3MOHHOT'O pe30HaHCa. HamnpuMmep, 3HadueHue Kd wim
Kd MOXHO  WM3BMeEPATH C TIIOMOUWBLK  UCHOJBE30BaHMA  BIAcore T100.
B3axeadeHHEe aHTUTeJla (HallpuMep, KO3bM NpOoTUB FC dYejloBeka M KO3LBU
OpoTUB FC MBIM) WMMOOMIM3UPYIT Ha uure CM5. B IIPOTOUHEIX sSUelKax
MOXHO MMMOOMIIM3MPOBATE aHTUTeJla K Fc dJejijoBeka WM IOpOTUB FC
MBI . AHaJM3 OCYWEeCTRBJAKT IIpM OIpPeNeJIEHHOM  TeMIepaType WU
CKOPOCTM IIOTOKa, HalpuMep, Opu 25°C cO CKOpoCThi TeueHusa 30
MKJI/MUH. [OuMepHbB Siglec—8 pasBOmAT B aHaJMTUUeCKOM Oybepe B
Pa3HEIX KOHLEHTpallMAaAxX, HallpMMep, IpM KOHLUEeHTpaluM B OMala3oHe OT
15 HM @mo 1,88 M. AHTHUTeJIa 3axXBaTHEBAKT, M OCYyUWeCTBJIST
BHICOKOIIPOUBBOOUTEJILHEE MHBEKLUMM C [NOCJHEeOYKRIMMU OUCCOLUMAaLMAMA .
[IpOoTOUHHE HgUelMKM peTleHepUpyT C IoMombil Oybepa, HanpuMmep, 50 MM
TauiivHa, pPH 1,5. Pes3yJabTaTH CTHUPAT C IIOMOILI IIYCTOM DTaJIOHHOM
AYEeVKM UM MHOXeCTBa MHBEKIMM aHaJIuTUUecKoTo Oybepa ¥ aHaJIU3UPYIT
C HapaMeTpaMM IJio0aJlbHOTO cooTBeTcTBMA 1:1.

KOHKypeHTHBIe TeCTEI

KOHKYpPEHTHEHE TeCTH MOXHO MCIIOJB30BATEL MOJIA OIpenesieHNrs,
CBASHBBALT JM »OBa aHTHUTeJla OIMH U TOT Xe  BIUTONI, IIyTeM
pacros3HaBaHUA UOEeHTUYUHEIX VI CTepuYeCKU MepeKPHBalIMYXC S
SIUTOIOB, WM MHITMOMPYET JIM KOHKYPEHTHO OJIHO aHTUTEJIO CBABHBaHME
IPpYyTOTO aHTHUTeJla C aHTUTeHOM. OTK aHaJM3H W3BEeCTHH B JITaHHOU
oByjacTu. OOHUHO, AaHTHUTEH WIM DSKCIpeccHupyrmue aHTUTEeH KJIeTKU
UMMOOUIIMBUPYIOT Ha MHOTOJIYHOUHOM ILJIaHmeTe, U U3MEepSinT CIOCOBHOCTL
HeMeUeHHX  aHTuUTell  OJOKMPOBATH CBA3BBaHME  MeUeHBIX  aHTUTeJI.
OBBUHBEIMM ~ MeTKaMMu IJId TakKuxX  KOHKYPEHTHHX  aHaJlM30B  SABJIATCH
pamMoakTHBHEE MeTKM MM GepMeHTHBEEe MeTKM. B HeKOTOPHX BapuaHTax

OCVYIeCTBJIEHUNS AHTUTEJIO K Siglec-8, OIlICaHHOe B HaCcTOAIleM
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ONIMCaHuM, KOHKypupyeT C 2E2 aHTUTE&JIOM, OIMCaHHEM B HaCTOSAIEM
OV CaHuu, 3a CBA3HBaHME c SIOUTOIIOM, IPpUCY TCTBYIMM Ha
[IOBEPXHOCTU  KJIETKU (HanpuMep, TYUHOM  KJIETKH) . B  HeKOTOPHX
BapuaHTax OCYIWEeCTRBJIEHU A AHTUTEJIO K Siglec-8, OIIMCaHHOe B
HaCTOAlleM omnncaHmu, KOHKYpUPpYyeT C AHTUTEJIOM, comepxaumM
Bapra®eJIbHEM  IOOMEH  TaXKeJIo¥  Lenu, conepxammii AMUHOKNVCJIJIO THYIO
nocjenoBaTesbHOCTE SEQ ID NO:1, u BapuabesbHyl 00JlaCcTh JeTKou
enr, coIepXallyld aMMHOKMCIJIOTHYI IIocJiedoBaTeJIbHOCTEL SEQ ID NO:15,
3a CBA3HBaHME C SIUTOIOM, IIPUCYTCTBYKIMM Ha IIOBEPXHOCTU KJIIETKU
(HanpuMep, TYUHOM KJIETKM). B HEKOTOPHX BapMaHTax OCYIeCTBJIEHUI
anTuTeJo k Siglec—8, omnmMcaHHOe B HaCTOAMEM OINMCAaHUM, KOHKYpUPYeT
c 2C4 aHTHUTEJIOM, OIMCAHHEIM B HACTOAMEM OIMCAaHMM, 3a CBSA3HBaHME C
SIOMTOIIOM, IIPUCYTCTBYKIMM Ha IHOBEPXHOCTM KJIETKM (HaOpuMep, TYUYHOM
KJIETKM) . B HEeKOTOPHX BapMaHTax OCYINeCTBJIEHMS aHTUTeJIO K Siglec—
8, OIMCaHHOE B HaCTOAMEM OIIMCaHWUM, KOHKYPUPYET C aHTUTEJIOM,
comepxamuM BapuadeJib HEl OOMEH T AXEeJION Lenu, comepxamui
aMMHOKMCJIOTHYK IOocCJemoBaTeJIbHOCTE SEQ ID NO:2 (xkak oOOHapyXeHO B
nateHte CHA N 8207305), wum BapuabesbHyH o00JlacTb JEeTKOoMW Lelu,
comepxamyl aMMHOKMCIIOTHYI IIocJiefoBaTeJlbHOCTE SEQ ID NO:4 (kak
oBHapyXeHO B IaTeHTe CIA N 8207305), 3a CBA3HBaHME C DBIUTOIIOM,
IPUCYTCTBYKIMM Ha [IOBEPXHOCTM KJETKM (HalpuMep, TYYHOM KJIIEeTKU) .

TepMOCTaOUIILHOCTD

B HEeKOTOPHX aclekTax aHTUTeJI0O Kk Siglec—-8, oIMCaHHOe B
HacTodlleM OIMCAaHMM, MUMeeT TeMlIlepaTypy IjaejeHusa (Tm) IO MeHBbIIEN
Mepe mnpubimsuTesbHo 70°C, [0 MeHbIel Mepe OPUOIM3UTEJLHO 71°C
WM IO MeHbllell Mepe NpubiausnTesbHo 72°C B aHaJdM3e TellJIOBOTO
coBMI'a. B WIICTPaTMUMBHOM aHaJM3e TeIlJIOBOTO CcOBUI'a oOpa3lH,
comepxamye TyMaHM3UPOBAHHOE aHTUTeJO K Siglec—-8, UHKYyOBUPYIT C
dJIyopeclueHTHM kpacuTelseM (Sypro Orange) B TedeHue 71 UuKiIa C
yBesmueHreM 1°C Ha UMk B gPCR TepMoLMKJIepe OJIS onpenejeHus Tm.
B HeKOTOPHX BapMaHTax OCYmMeCTBJIeHMA aHTUTeJIo kK Siglec—-8 wumMmeer
AHAJIOTHMUYHYKLD WM 0oJiee BHEHCOKYK Tm TII0 CPaABHEHMK C MBIIMHEM 2E2
AHTUTEJIOM W/MiIu MeMYHEM 2C4  aHTHUTEeJOM. B HEKOTOPHX BapMaHTax
OCymeCTBJIeHUA aHTUTeJIo K Siglec—-8 comepxuT BapuabelbHYyK 00JIacThb
TOKEJIOM 1LelM, CcolepXallyl aMMHOKMCIJIOTHYK IIOCIeOOBaTeJIbHOCTE SEQ
ID NO:6; wu/mim BapuadelbHyl o00JacThk JEeTKOM lenu, CcoIepXxalyno
aMMHOKMCJIOTHYK IIOCJIeOOBaATEJIbHOCTEL, BHOMpaeMy®w u3 SEQ ID NO:16
mwim 21. B HEKOTOPHX BapMaHTax OCymeCTBJIeHUS aHTUTeJIO K Siglec-8
MMeeT Takyl Xe uiIM 0oJiee BECOKYKR Tm I[IO CpaBHEHMI C XUMepHEM 2C4

AaHTHTEeJIOM. B HEeKOTOPRIX BapMMaHTax OCYyImeCTBIJIECHNA aHTUTEJIO K
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Siglec—8 wumMmeeT Takywn Xe MM 0o0Jiee BECOKyID Tm II0 CpaBHEHMI C
AHTUTEJIOM, MMEKRIVM  TSXeJYID  Lelb, comepxamyrn  aMMHOKMCJIJIOTHY
nocjiemopareJsibHOCTE SEQ ID NO:84, wu JleTKyKD Lelb, comepXxamyno
aMMHOKMCJIOTHYIO IIOocJedoBaTeJIbHOCTE SEQ ID NO:85.

TecTH OMOJIOTMUYECKOM aKTMBHOCTU

B HeKOTOPHX BapMaHTax OCYMeCcTBJIeHMS aHTuTeJo kK Siglec-8,
ONMCaHHOEe B HaCTOMAMeM ONMCaHMM, MCTOollaeT TYyUHHEe KJIeTKM. B IaHHOM
oBJIaCTM XOPOWO M3BECTHH aHaJIM3BE OJIS OLeHKM allollTo3a KIETOK,
HalpuMmep, okpammBaHMe AHHekKcHOM V M TUNNEL aHaus.

B HEKOTOPHIX BapMaHTax OCYMeCTBJIeHMS aHTHUTeJo k Siglec-8,
OIIMCaHHOEe B HacCTodlleM OIMCcaHuy, Be3EBaeT ADCC akKTMBHOCTL. B
HEeKOTOPHX BapMaHTax OCYIeCTBJIeHUS aHTUTeJlo k Siglec—8, omomMcaHHOe
B HaCTOMANeM ONUCAHUM, YHUUTOXaeT TYUHHE KIIETKM, DKCIpecCHUpyrIre
Siglec-8 3a cueT ADCC aKTVBHOCTH. B HEeKOTOPHX BapMaHTax
OCYIIEeCTBJIEHU A KOMIIO3ULIU A COmEepPXUT HeQpYKOBUIMPOBAHHEE (T.e.
adyKOBMIMPOBAHHEE) aHTUTeJla K Siglec—-8. B HeKOTOPHX BapMaHTax
OCYIIECTRBJIEHMA KOMIIO3ULMA, cCcolepXallasd HedyKOIWMIVMPOBAHHEE aHTUTeJa
K Siglec-8, OIIMCAHHEE B HacCTOdlleM OIMCaHuM, rnomeemaeT ADCC
AKTMBHOCTEL TIIO CpaBHEHMIO C KOMIIO3MLMeN, comepxamel YaCTUUHO
OYyKOBUIMPOBAHHEE aHTHUTeJa K Siglec—-8. AHaJM3H »OJg OoleHku ADCC
AKTMBHOCTM XOPOIMO M3BEeCTHH B JaHHOM o00JlacTM ¥  ONMCAaHH B
HacTodlmeM OIMCaHMM. B MWIIIOCTPaTUMBHOM aHaJiM3e u3MepeHua ADCC
AKTUBHOCTH MCIIOJIb 3YIOT 20beKTOPHEE KJIETKU nu KJIETKM—MUIIEHN .
[lprMepsl 20GEeKTOPHEX KJETOK BKJIUAKT B Ccebd KIeTKUM eCTeCTBEHHEe
kuJiepsl  (NK), ©OoJgbpmme TpaHyJoUuuTapHee JuMbouuTe (LGL), KJIeTKU
JIMMPOKMH—-aKTUBUPOBaHHEEe KuiJiepsl (LAK) m PBMC, BrJwouada NK u LGL,
WM  JIEMKOLMTH, UuMeklmMe Fc—-pelelToph Ha KJIeTOUHOM IIOBEPXHOCTHU,
TakMe KakK HeUTPpOoOWMJIb, DO3UHOIMIE M Makpodparu. IDObeKTopHHE KJISTKU
MOXHO BHOEJIUTL M3 JIOOOTO MCTOUHMKAE, BRKJKOUAS MHIUMBUIOYYMOB C
VHTepeCYIMM 3aboJieBaHueM (HanpuMep, IRD) . KjleTKOM—MUIIEHBIO
AapJseTca Jobagd KJIeTka, KoTopad DSKCIpeccHUupyeTcsd Ha KJIeTOUHOMU
IIOBEPXHOCTU aHTUTEHH, KOTOPHE MOTYT Ppaclo3HaeaThk IOOJIeXallue
OlleHKe aHTuTeJa. IlIpuMepoM TaKo¥ KJIEeTKM-MUIIeHM S[ABJISeTCd TydyHasd
KJIeTKa, KOTOopas B»SKCIpecCcHUpyeT Ha KIeTOUHOM MoBepxXHoCTM Siglec—8.
Eme oIHMM MOPMMEepPOM TakKoM KJIeTKU—MUIIEeHM ABJIAeTCHa JIMHMSA KJIeTOK
(HanmpuMep, JIVHU A KJIETOK Ramos) , KoTopasd DKCIpeCcCUpyeT Ha
KJIETOUHOM MOBepxHOCTM Siglec—-8 (HampuMep, Ramos 2C10)). KiaeTku-
MUIIEHM  MOTYT OHITH MeUueHH  pealeHTOoM, KOTOPHM obecrieunMBaeT
ODHapyXeHMe LUTOJIM3a. IlIpMMepH pearleHTOB OJIA MeUeHMS BRKJIIUAKT

pamrMoakTMBHOE BEMEeCTBO, Takoe KaK xpoMaT HaTpusga (Na: °1Cr0QO.) . CwMm.,
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HamnpuMmep, Immunology, 14, 181 (1968); J. Immunol. Methods. 172,
227 (1994); m J. Immunol. Methods. 184, 29 (1995).

B OIpyToM MIIJIIOCTPaTUBHOM aHajJmse OLlIeHKU ADCC u
alloIITOTUUYECKOM aKTUMBHOCTM aHTHUTeJ kK Siglec—-8 Ha TYUYHHX KJIE€TKax
yeJIOBeUeCKMe TYUHHE KJIETKM BHIOSJAT M3 TKaHeM WM OMOJIOTUUeCKUX
TeKyuMx cpern yeJIOBEKa B COOTBETCTBUK C Oy BJIMKOBaHHEIMU
npororkoJyiammu  (Guhl et al. Biosci. Biotechnol. Biochem. 2011,
75:382-384; Kulka et al. B Current Protocols in Immunology, 2001
(John Wiley & Sons, Inc.)) winu oubdepeHUIUPYIOT M3 UeJIOBEUeCKUX
TeMOIIORTUUECKUX CTBOJIOBHX KJIETOK, HaIpmuMep, Kak onmcaHo Yy Yokoi
et al. J Allergy Clin Immunol. 2008, 121:499-505. OQuumeHHEbE
TYUHBE KJIeTKM PecyCIeHIVPYIT B IIOJIHOM cpele RPMI B CTepUJILHOM
96—-JIyHOUHOM [JIaHmeTe c U-oBpa3HEM OHOM u VHKYOUPYIOT B
OPUCYTCTBUNM MM OTCYTCTBMM aHTHUTeJ K Siglec—8 B TeueHme 30 MMHYT
C KOHIEHTpaluusaMy, BapbupylmuMu Mexny 00001 nr/min m 10 Mmxr/Mi,
yTOoOE MHIOYyLUPOBATL ADCC, o00pa3lb MHKYDMPYIOT B TeueHMe IaJlbHeWNrX
4-48 4YacoB C OUMIIEHHBIMM KJIETKaMM €eCTeCTBeHHBEMM kKujgiepaMut (NK)
i ceexuMu PBL m 6es Hux. I'mbelJlb KJETOK 3a CcUeT alolTo3a WiIn
ADCC aHaJIUB3UPYIT C IIOMONLI MIPOTOUHOM LMTOMETPUM C MCIIOJNbL30BaHMEM
GJIYOPECLEeHTHEX KOHBOIMPOBAHHEIX aHTUTEJ OJI4 OOHapyXeHMS TYUHBIX
kjeTok (CD117 wm FceRl) wm aHHekcuHa V u 7AAD 1A [OpOoBeleHUA
pasinumra MexXOy OKMBEMM M MEPTBEMM WM YMUPAKRIVMM  KJIEeTKaMM.
OxkpamreaHMe aHHeKCHMHOM V ¥ 7AAD BHIIOJHAKOT B COOTBETCTBUM C
VHCTPYKUMAMU IIPOU3BOOUTEIIA.

B HEKOTOPHX acleKTax aHTUTeJI0O k Siglec—-8, oImMcaHHOE B
HacToAmeM OIMCaHMM, MHIUOMPYEeT OIIOCPelOBaHHYK TYUHBIMM KJIeTKaMM
AKTMBHOCTE . Tpunraszsy TYUHEBIX KJIETOK VICIIOJIbL 30BaJn B BHUIE
froMapkepa Ha ofmee KOJMYECTBO WM aKTMBALMI TYYHHX KJIETOK.
HampumMmep, ©OJS OLIEHKM YMEHBIEHUS TYYHBEX KJIETOK B KPOBU WM MOoUe
MOXHO WM3MEPUTHL OOmMyH ¥ aKTHMBHYK TpUIITaly, a TaKxXe IHucTaMrMH, N-
MeTMJI TucTaMvMH u 1l-06eTa-npocTarJlaHouMH F2. CM., HaIlpuMep,
OydaMKalMon 3agBKM Ha BHIAUy HaTeHTa CIHA N US 20110293631 misg
WIIJIOCTPAaTUBHOTO aHalJiM3a aKTMBHOCTM TYUHHEX KJIETOK.

E. TloJlyyeHMre aHTUTeJl

AHTHTEJIO, OTIMCaHHOe B HaCcTOAIEM OTIMCaHUM (HanpuMep,
aHTUTeJIO, KOTOopoe CBA3HBaeTcd ¢ Siglec—-8 dyeJioBeka), IOOJyYawnT C
VCIIOJIbL30BaHMEM  METOOUK, IOOCTYIIHEIX B OaHHOM obJjacTu, s
[IOJIYYEHMS aHTUTEJ, WUIINCTPATUBHEE CIOCODOH KOTOPHX OIMCaHHE 0oJiee
NOOPOBOHO B CJeOyKIleM pasiele.

1. OdparMeHTH AHTUTEJ
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HacTosmee pacKpHTHME OXBaTHEBAaeT QParMeHTH aHTUTeJl. dparMeHTH
AHTUTEJI MOXHO IIOJIy4YaThk C IIOMOUWBI TPAIMIMOHHHEX CPelCTB, TaKMX Kak
bepMeHTaTUBHOE paclierjieHme, VI C [IOMOIIB IO PEeKOMOVHAaHTHEIX
MeTOIUK . B orpeneJle HHHX oBCcTOATEJIECTBaX eCThb npeuMylecTBa
MCIIOJIE30BaHUAa Gpal'MeHTOR aHTUTeJI, a He LeJIEX aHTuTels. g obszopa
HEeKOTOPHX O¢parMeHTOB aHTUTeJ, cM. Hudson et al. (2003) Nat. Med.
9:129-134.

Pazspa®oTaHE pPa3HBE MEeTOIMKM IoJIydeHUS (PparMeHTOBR aHTUTEI.
TpaIMUIMOHHO 3TU (QParMeHTH IIoJIydaJlM I[IOCPEeICTBOM IPOTEOJIMTUUECKOTO
pacmerieHusa MHTaKTHHX aHTUTeJ (CM., HaopuMmep, Morimoto et al.
Journal of Biochemical and Biophysical Methods 24:107-117
(1992); um Brennan et al. Science, 229:81 (1985)). OmHako Telepb
T  QPaTr'MeHTH MOXHO IIOJIy4daThb IIPAMO C TIIOMOmMBIED pPeKOMOMHAaHTHEX
KJIETOK—XO34eB. Bce Fab, Fv u ScFv-¢parMeHTH aHTUTEeJ MOXHO
DKCIIPECCUPOBATH B E. coli ©u cekpeTHUPOBATH 13  HUX, UTo
oBecnieurMBaeT JIETKOEe IOoJIydeHMre OOJIBIMX KOJMUECTB 3TUX (QPaTrMeHTORB.
Opar'MeHTH aHTUTEJI MOXHO BHIEJATE U3 ODOCYXIAaBIMUXCS BHIEe (QarOBHX
OUOIIMOTEK AQHTUTEJI. AJILTEPHATUBHO, Fab'-SH bparMeHTE  MOXHO
M3BJIEKATh HENOoCpeIOCTBeHHO M3 E. colli M XUMMUUECKM CBSA3HBATHL C
oBpazoBanueM F (ab'):—-bparmenTor (Carter et al. Bio/Technology 10:
l163-167 (1992)). B COOTBETCTBMM C IOpyI'MM I»omxoigoM F(ab').—
dparMeHTH  MOXHO  BHOEJATL OPAMO M3 KYJbBTYPH PeKOMOMHAHTHEX
KJIeTOK—-X034eB. Fab wu F(ab'):-dparMeHT <C yBeJMUEHHHM [1€PMOIOM
noJjiypacrnama in  vivo, comepXxamuy OCTATKM DSIMUTOMINa CBASHBAHUSA
pelenTopa peyTuiamMsaluuu, omMcaHel B IHaTeHTe CHIIA N 5869046.
CrneumangucTy OyOyT IIOHATHHE JIpyI'Me MeTOIMKM IOJIydeHMSI QParMeHTOB
aHTUTEeJI. B HEKOTOPEHIX BapMaHTax OCYIEeCTBJIEHUSA AHTUTEJIO
npencTaBJsgeT coBo¥M onOHollelnoueuHel Fv-dpparmeHT (scFv). Cm. WO
93/16185; naTeHTH CIMA NN 5571894; u 5587458. Fv m scFv
OpencTaBJIgnT CcOo0O0OM  edMHCTBEeHHHEe  PasHOBMOHOCTM C  MHTAKTHLMA
CBASHBAKIMMMKY CcalTaMM, KOTOPHEe He coIepXaT KOHCTAHTHHX objlacTel;
TaKMM obpaszomM, OHU MOTYT MNOOXOIUTH nJjs IIOHIVKEHHOT'O
HecneuuMdUUeCcKOTo CBABHBAHMA B I[Ipollecce MCIOJbL30BaHMA 1in Vvivo.
MOXHO CKOHCTPYMPOBATE OeJIKM CJUAHMA SCFV 1OJIg [OoJIydeHUSA CJIMSHUA
spdbexTOpHOTO Oesyika JIMOO Ha aMMHO, JMbO Ha Kapbokcu KoOHLUe sckv.
CmM. Antibody Engineering, ed. Borrebaeck, BLIIIE . dparMeHT
aHTHTeJla Takxe MOXeT MNpelcTaBJIATL CcoboM, HalpUMep, «JIMHEeNHOe
aHTUTEJIO», KOTOpOE OIMCaHO, HalpuMep, B HaTeHTe CIA N 5641870.
Takue JMHEVHHEe aHTUTeJa MOTYT OHTE MOHOCHeUUMOUUEeCKMMM  WJIU

OucneundmMUIeCKUMA .
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2. PyMaHMBMpOBaHHBIe aHTHTEeJIa

HacTosmee pacKpHTHME OXBATHBAET I'YMaHM3MPOBAHHEE aHTUTeJa. B
OaHHOM objlacT V3BECTHE pasHHEE CIIOCOOEL T'yMaHM3alun
HeUeJIOBEUEeCKMX  aHTUTeJI. Hanpumep, I'YMaHU3UMPOBAaHHOE AHTUTEJIO
MOXeT MMeThb OIMH WM O0o0Jiee aMUHOKMCIIOTHBEIX OCTaTKOB, BBeIeHHEX B
HeTo "3 HEeUeJIOBEeUeCKOT'O MCTOUHMKA . CLyYi HeueJlOBeUueCKHMe
aMMHOKMCJIOTHEIE OCTaTKM YacCTO  Has3HBalT «KUMIIOPTHHE»  OCTaTKWU,
KOTOPHE OOHUHO OepyT U3 «UMIOPTHOTO» Bapuab®eJlbHOTO OOMEHa.
T'yMaHM3auuon MOXHO II0 CYMEeCTBY BHIIOJHATL, cJenysa crnocody Winter
(Jones et al. (1986) Nature 321:522-525; Riechmann et al. (1988)
Nature 332:323-327; Verhoeyen et al. (1988) Science 239:1534-
1536), OyTeM 3aMelleHMsa IocJedoBaTeJIbHOCTeM - I'ullepBapuadesibHOM
oBjacTM  Ha COOTBETCTBYIIMNLE [IOCJIeIOBATEJIbHOCTH  UeJIOBEeUeCKOTO
aHTUTeJa. COOTBETCTBEHHO, TakKMe  «IYMaHM3MPOBAHHHEY»  aHTUTEJAa
OpencTaBJgiT cobol XMMepHBe aHTHuTeJa (naTedT CIMA N 4816567), B
KOTOPHX Ha COOTBETCTBYKIYK IIOCIEIOBATEJIBHOCTE OT He HABJIAKIETOCH
YeJIOBEKOM  BUIA  3aMENeHO CYIeCcTBeHHO  MeHbIle uUeM  MHTaKTHHEMN
yeJjloBeUuecku BapuabesbHBM IJoMeH. IIpM IpakKTUUeCKOM MCIIOJNb30BaHUN
TYMaHUM3UPOBAHHEE aHTHUTeJa OOBUHO NPpedCcTaBJILnT cobol uejloBeuecKHue
aHTHTeJla, B KOTOPHX HEKOTOPHE OCTAaTKM I'HuIepBapuadesibHOM o06JacTu
n BO3MOXHO HEKOTOPEHE FR OCTaTKM 3aMelanT ocTaTKaMu n3
QHAJIOTUUYHEIX YYaCTKOB aHTUTEJI I'PEI3YHOB.

Bribop uesioBeueCKUX BapuabOeJIbHEIX IOOMEHOB, KaK JeIlKux, TaK U
T SKEeJIBIX , OJIA VICIIOJIE30BaHMA npu [IOJIYYEeHUM TYMaHM3MPOBaHHEX
QHTUTeJI MOXeT OHTb BaXHEM [JI4 yMeHbIleHMHA  aHTUMI'eHHOCTU. B
COOTBETCTBMM C Tak HalBEBaeMBM CIOCOOOM «HaAMJIydlle'O COOTBETCTBUA»
[IOCJIeOOBAaTEJIbHOCTE BapnabesIbHOTO ooMeHa aHTUTeJa TPEBYHA
(HanlpuMep, MBIM) IIOOBepTaldT CKPUHMHITY Ha OCHOBe BCcel OubOIMOTeKU
M3BECTHEIX II0CJIeNOBaTEeJIbHOCTEM UeJIOBeUeCKMX BapMadeJIbHEX IOMEHOB.
3aTeM UeJIOBEUECKYK II0CJIeOOoBaTeJIbHOCTEL, KOTOopasa [ABJSeTcsda HauboJee
BJIM3KOM K IIOCJIemOoBaTeJILHOCTM TI'PH3YHa, OIPpMHMMAIT B KadecTBe
YeJIOBeUeCcKOT0 KapkKaca »OoJud I'yYMaHM3UMPOBAHHOTO aHTHUTeJa (Sims et
al. (1993) J. Immunol. 151:2296; Chothia et al. (1987) J. Mol.
biol. 196:901. B mpyroM crocobe MUCHOJL3YIOT OTIEeJLHHM Kapkac,
IIOJIYUEHHE M3 KOHCEHCYCHOM I[OCJIemOBATEeJILHOCTM BCeX UeJIOBeUeCKUX
AHTUTEeJI KOHKPETHOWM IMNOAOTPYINH JIeTKUX WM TEKeJHX lLenel. Takou xe
Kapkac MOXHO MCIIOJIE30BaATh IJIS HECKOJBKMX PAa3HBEX I'YMaHM3MPOBAHHEIX
antuTes (Carter et al. (1992) Proc. Natl. Acad. Sci. USA,
89:4285; Presta et al. (1993) J. Immunol. 151:2623.

Kpowme TOTO, OBOBUHO xKeJjlaTeJIbHO, yTOOH aHTUTeJa OBLIIN
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I'YMaHUM3VPOBAHEL C COXPaHEHNMEM BEICOKOM a(l)(l)I/IHHOCTM K aHTUreHny ="
OIPYITHMX GHaPOHpMFITHBIX OMOJIOTUUECKNMX CBOMCTB. HJId DOOCTMXEeHMA 2TOM
ueJj COIJIaCHO OIOHOMY CIocody I'YMaHVM3MPOBaHHEE aHTUTEeJIa II0JIy4dalT

C IIOMOImEBI IIpolLleCCa aHajllM3a poIoInTeJIbCKHUX [IOCJIeIOBaTEJILHOCTEN U

Pa3JIMYHEX KOHIEIITYyaJIbHEIX I'YMaHU3MPOBaHHEIX IIPOOYKTOB C
VICIIOJIE 3OBaHMEM TPeXMEePHEIX MonmeJien poIomnTeJIbE CKMX u
I'YMaHM3VMPOBaHHEX nocjienoBaTeJIbHOCTEN . TpexmMepHEe MO O eJIin

MMMYHOTJIODYJIMHOB SABJIAKTCA OOMEeIOCTYIIHEMM UM 23HAKOME CllellMajiicTaM
B OaHHOM obijacTu. HOCTYIIHEL KOMIITBEOTEPHEIE IIpoIrpaMMH, KOTOPEHEE

VMIUIRCTPHPYIT U OTOGp&)KaIOT BO3MOXHEIE TpeXMEepPHEEe KOH@OpMaLU/IOHHBIe

CTPYKTYPH BEIOPaHHBIX KaHIOMOaTHEX mocJefoBaTeJIbHOCTEN
VMMYHOTJIOBYJIMHA . VzyueHMe STUX PO ABJIEHUM IO3BOJIAET
aHaJIM3UpPOBaThH BEepOATHYI  POJIb OCTaTKOB B bYHKIIMOHUPOBAHUN
KaHIMOaTHOM IoCJIeJOBATEJILHOCTHU VIMMYyHOTJIOOYJIMHA, TO ecTh
aHaJIM3UpPOBaTh ocTaTKMu, KOTOpPHE BJIM AT Ha CIIOCOBHOCTH
KaHIUOaTHOTO MMMyHOTJIOOYJIMHA  CBA3HBATH CBOM  aHTUTEH. TakyMm
oBpas3oM, oCTaTKU FR  MOXHO BHIOUPATH 17 KOMOMHUPOBATEH ns
PelunnreHTHBIX 17 VIMITOP THEIX nocjiegoBaTeJIbHOCTEN, Tak YyTo
ooCcTUTaeTcs xeJiaeMa g XapaKTepucTuKa aHTHUTeNa, Takasd Kaxk

[IOBHIIEHHaA adOMHHOCTE K aHTUI'eHy (aHTUI'eHaM) -MMIIeHAM. B o0meM,
OCTaTKM TITullepBapMabeJIbHOM 00JlaCcTM HENOCPeNCTBEeHHO WM Haubojee
CYIIECTBEHHO Yy4YacCTBYIT BO BJMAHUM Ha CBA3HBaHME aHTUIeHa.

3. UeJlOBeUueCKMEe aHTHUTeJa

YeJjioBeUeCKHUe aHTUTeJa K Siglec-8 COTIJIaCHO HacToAmeMy
PaCKPEITHUIO MOXHO KOHCTPYMPOBATE nyrTeMm KOMOMHUPOBaHUA
IIOCJIeNOBAaTEeJIbHOCTY (I[IOCJIelOoBaTeJIbHOCTEe) BapuabeJIbHOTO OOMeHa Fv
KJIOHa, BHOMpaeMBxX M3 OuOIMOTekM GaTl'OBHEX IOUCIJIEER UYeJIOBEUeCKOTI'O
[IPOUCXOXIOEHN I, C M3BeCTHOM [I0CJIeNOBATEJIbHOCTELIO
(mocJyienoBaTeJIbHOCT AMU ) 4eJIOBedueCcKOoTIo KOHCTAHTHOTO IOOMeHa.

AHbTepHaTMBHO, geJIOBeUe CKlMe MOHOKJIOHAaJIBHEIE aHTUTeJla K Siglec—8

COTJIaCHO HacTo4AlleMy PACKPHTHUIO MOXHO [IOJIYYUTE C TIOMOIIEIO
TUOPUOOMHOT'O criocobBa. JinHMmM KJIETOK MM EJIOMEL JeJjioBeKa u
reTepOMUEJIOMEL MBI —YEeJIOBEeKa 0JIs [IOJIYYEeHN A YeJIOBeUueCKUX

MOHOKJIOHAJILHEIX aHTHTEeJI OIMCaHBE, Halpumep, Y Kozbor J. Immunol.
133: 3001 (1984); Brodeur et al., Monoclonal Antibody Production
Techniques and Applications, pp. 51-63 (Marcel Dekker, Inc., New
York, 1987); and Boerner et al., J. Immunol., 147: 86 (1991).
MOXHO  IOJIYUMTEL  TPAaHCTEeHHBEIX XMBOTHEIX  (HaIpuMep,  MuIew),
KOTOpPHE II0CJie UMMYyHM3allMM CIOCOOHH IMIPOM3BONUTL IIOJIHEM perepTyap

aHTHTeJI yeJioBeKa B OTCYyTCTBUE InponyumMpoBaHMA OHIOOI'€HHOTI'O
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VMMYHOTJIODYJIMHA . Hanpumep, OBLIJIO OIMcaHo, uTo TOMOBUTOTHA A
nejielusda T'eHa oOJacTU TMIPUCOeOIMHEHMS TaKeJOM Lenu aHTuTeda (JH) vy
XVMEPHHX MBIIEN M MBIIEV C MyTalMel 3apoOblleBOM JIMHUM [IPUBOIUT K
IIOJIHOMY MHTUOMPOBAHMID NPOOYLUMPOBaHMA SHIOOTEHHEIX aHTUTeJl. llepeHocC
MacCuBa I'€HOB MMMyHOTJIOOYJIMHA 3apOIBIIEeBOM JIMHUM UYeJIOBEKa Y TaKUX
MBEIIEM C MyTaluel 2BapoOblleBOM JIMHUM OPpY 3BapaXeHUM aHTUTEeHOM
opuBeleT K BHpabOTKe  UEeJIOBEUECKMX  aHTUTeJ. CMm., Hanpumep,
Jakobovits et al., Proc. Natl. Axanm. Sci. CoA, 90: 2551 (1993);
Jakobovits et al., Nature, 362: 255 (1993); Bruggermann et al.,
Year in Immunol., 7: 33 (1993).

HepeCTaHOBKy I'eHOB TaKXe MOXHO MCIIOJIB30BaAThb IIJIA IIOJIYYEeHMA

JeJIOBeUEe CKUX AHTUTEeJI us HedeJIOBeUeCKMX AHTHTeJI (HaanMep,
PpHSyHOB), KOoI'oa deJIoOBeUueCKOoe aAHTMTEJIO mMeeT CXOoIOCTBO u
CHGHM@MHHOCTB C MCXOIOHBEIM HedeJIOBeUe CKVIM AHTHTeJIOM. B
COOTBETCTBUA C STVIM criocoboMm, KOTOpHﬁ TaKXxe Ha3BEIBaAKT

KYIMIIPUMHTUHITOM D2IUTONa», BapuadbellbHyH 00JacTh TSKEJONM MM JIeTKOoM
lenu QparMeHTa HeueJIOBEeUeCKOT'O aHTUTeJla, [IOJYUEHHOTO MeToIaMu
darororo OUCIJIEd, KaK ONOMCaHO B HACTOAIleM TOKYMEHTe, 3aMeHAKT
HabopoM T'eHOB V IOOMEHa UYeJIOBeKa, cos3laBad nonyaauuwo sckFv miam Fab
XUMEp C HeueJIOBeUeCKOM IlleNbi/UesIoBeUeCKOoM Ilenbio. OTOOp ¢ IOMOMBIO
aHTUITeHa  [OPUBOOUT K  BHIOEJIEHMID XMMEPHOTI'O scFv wmmm Fab c
HeueJIOBeUeCKOM Lelbl/UeJIOBeUYecKOor 1elblo, opruyueM UeJjioBeuecKad
ek BOCCTAaHAaBJMBaAEeT AaHTUTEHCBAS3HBAKMMUM CcalT, pas3pylleHHHN IIpU
yaoaJIeHUM COOTBETCTBYKMEN HeueJJOBeUeCKOM LelM B IIepPBUUHOM KJIOHE
baroporo mucrJies, TO eCThb DBIUTON VYIpabJjdgeT BHOOPOM IIapTHepa
yeJIoOBeUueCckoM Lenm. KoI'ma Opollecc TMOBTOPST IJS 3aMeHH OCTaBIeNCs
HeueJIOBeUeCKOM llelnM, I[IoJIyualT ueJioBeueckoe aHTuTesio (cMm. PCT WO
93/06213, onybJaMKoBaHHYK 1 amnpensa 1993 1.). B omTiiMume OT
TPaIULMOHHOM I'yYMaHM3allun HeueJIOBeUeCKUX AHTUTEJI c TTOMOIIEL 0
TPaHCIIJIaHT a1 CDR, STOT MeTon oBecrieumMBaeT IIOJIHOCTEIO
yeJiIoOBeUeCKMe aHTHUTeJa, KOTOopHe He uMMelT ocTarkoB FR wmiam  CDR
HEeUeJIOBEUeCKOTO IMPOUCXOXIEHUS .

4. Bucneuupmuueckue AHTUTEeJIA

Bucneimpmueckre aHTUTeJa NIPelCcTaBJIALT co0oM MOHOKJIOHAJbHHE
aHTHTEeJa, KOTOPHE MMEenT CIHelIMOUUHOCTL CBABHBAHMA 10 MEHBIIEM Mepe
IJIS IOBYX PAasHHX aHTUTEeHOB. B HEKOTOPHX BapMaHTax OCYMeCTBJIeHUS
fucrnenudmuuecKkre aHTHUTEJa OpPelCcTaBJgiT coBo¥ ueJloBeueckKre WK
TYMaHU3UPOBAHHEE aHTHUTeJa. B HEeKOTOPHX BapMaHTax OCYIeCTBIIeHUS
olHa cCcHeludMUHOCTEL CBA3HBaHMA OTHOCHMTCHA K Siglec—-8, a #pyras

OTHOCHUTCHA K JIOOMY OpyIT oMy AHTHITEeHy . B HEeKOTOPEX BapMrMaHTax
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OCymeCTBJIeHUA OucCHeludrMuecKre aHTHUTeJla MOTYT CBSA3HBATLCA C OBYMHA
pasHEMKM sOuTonaMu Siglec—-8. Bucneuudprueckyre aHTUTeJa TaKXe MOXHO
MCIIOJIB30BATE IJIA JIOKaJM3aluM LUTOTOKCHUUECKMX CPeOCTB B KIeTKax,
KOTOPEE BKCcIpeccupylT Siglec—8. Bucneuupmueckure aHTUTeJa MOXHO
IoJIydaThk B BMIe IIOJIHOPA3MEpPHEIX aHTUTeJI WM OQpaTlMeHTOB aHTUTEI
(HanpuMep, Oucneuupmuueckux aHTuUTes F(ab')2) .

Crioco®H IHOJIydeHMs OucrnelumdrMuecKMx aHTUTEJ M3BECTHH B IaHHOU
objacTt. CM. Milstein m Cuello, Nature, 305: 537 (1983), WO
93/08829, onyotumkoBaHHYI 13 Mag 1993 roma, u Traunecker et al.
EMBO J. 10: 3655 (1991). [ONOJHUTEJNBHEE TIIOOPOOHOCTM TIOJYyUEeHUS
fucneundnUUIecKkmMx aHTUTEJI CM., HaopuMmMep, B Suresh et al. Methods
in Enzymology, 121:210 (1986). Bucneuudmueckre aHTHUTeJIa BKIOUAT
CHIUTHE WM <«TeTepPOKOHEBIOITAaTHHE» aHTUTeJa. HanopuMmep, OIOHO U3
AHTUTEJI B TeTepOKOHBRIaTe MOXHO COeIMHMTEL C aBMAMHOM, OpPYyTroe C
BMOTUHOM. T'eTepOKOHTBIT aTHHE aHTUTEeJa MOXHO IOJIYUUThH c
MCIIOJIE30BaHMeM JIOOOTO yIOOOHOTO clocofa [IepeKpeCTHOI'O CBA3BBaHMA.
IMogxomamye CBA3HBaKIME CPelCcTBa XOPOMO M3BECTHH B HOaHHOM oBJacTH
M PacCKpPHTH B IHaTeHTe CIIA N 4676980, Hapany C pdOOM MeTOOUK
IIepeKpeCTHOTO CBSA3HBAHUA.

5. OmHOODOMEHHEE aHTUTeJla

B HEeKOTOpPHX BapMaHTax OCYIeCTBJIEHUS aHTUTEJIO COTJIaCHO
HaCTOAmEMY PAaCKPHTHIO OpelcTaBJgeT CcoboM OOHOOOMEHHOE aHTUTEJIO.
OoHOOOMEeHHOE aHTUTEeJIO IpelcTaBjdgeT coboy OOHY IIOJUIENTUIHYIO
enk, coIepxalmyil BeChb WMJIM YacTb Bapuab®elIbHOTO MOOMEeHa TIXeJION
Henyu WIM Bech WJIM UYacThb Bapuad®esJbHOTO IOMeHa JIeTKOM Lelu
aHTuTesa. B  HEeKOTOPHX BapMaHTax OCYIeCcTBJIeHMS OIHOIOMEHHOe
AHTHUTEeJIO IIpelcTaBJgeT CcoboM ueJloBeueCKoe OOHOOOMEHHOE aHTUTEJIO
(Domantis, Inc. Waltham, Mass.; <cM., HaopuMmMep, HoaTedHT CIA N
62485106 B1). B OIIHOM BapuUaHTe oCyleCcTBJIEHUSA OIOIHOIOMEHHOEe
AHTHUTEJIO COCTOUT U3 BCEeTo WM YacTM BapuabesJIbHOTO IOMeHa TIXeJIon
LIeny aHTuTeJa.

6. BapuaHTH aHTHTeJa

B HEKOTOPHX BapMaHTax OCYMEeCTBIIEHN A npenyCcMOTPeHH
MOOVOUKATIM A (MOmUOUKATLINN) AMMHOKMUCJIOTHHX  IIOCJIeNoBaTeJIbHOCTEN
aHTUTEJI, OIMCAaHHHX B HACTOAMEeM OIMCaHuMK. HalpuMep, MOXeT OHTH
xKeJlaTeJIbHO YIIyUlUTb abdmHHOCTDL CBASBIBAHUA u/ U opyrue
BroJIoTUYEeCKHUE CBOMCTBA aHTuTeNa. BapuvaHTH AMHOKMCJIO THOM
IoCJIefoBaTEeJIbHOCTU  aHTUTeJla  MOXHO  IIOoJIydaThb oyTeM  BHeCeHUS
COOTBETCTRYMUX M3MEHEeHMM B HYKJIEOTHUOHYK IIOCJIeIOBaTeJILHOCTh,

KOIOIMPYKIIYIO AHTHUTEJIO, MJin IIyTEM IeliITMOHOIT'O CHMHTE3a. Takue
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MOOMOMKALIMMU BKJIOUAT, HaOpUMep, »IeJlellur MW/MIM BCTaBKM U/WIK
3aMeHB OCTaTKOB B aMMHOKMCJIOTHEIX IIOCJIENOBATEJIBHOCTAX aHTUTEJA.
IO  IOOCTMXEHMS  KOHEeUHOM  KOHCTPYKLMM  MOXHO [IOJIYUUTE  JIOOYIO
KOMOMHaLUD »OejlelrM, BCTaBKM U 3aMeHH IIpU YCJOBMM, UYTO KOHEeUHad
KOHCTPpYKLUMA obJjamaeT TpebOyeMeMM XapaKTepUCTHMKaMM. AMMHOKMCJIIOTHHE
M3MEeHEeHUS MOXHO BBOIOUTL B aMUHOKUCIIOTHYI IIOCJeIOBaTeJIbHOCTD
paccMaTpMBaeMoOI'0 aHTUTeJla BO BpeMdA I[IOJIyUeHUA I[IOCJIeNOBaTeJIbHOCTU.

[IoJIe3HEY MeTOHI MISHTUPUKALUM  OIpeldeSIeHHEX OCTaTKOB  MJIU
obJjlacTel aHTHTeJa, KOTOpHe ABJATCS IIPeONOUTUTEJILHEMY MeCTaMU
OJI9d MyTarleHesa, Ha3HBAaeTCd «CKAHMPYKRIMM aJIaHMHOM MyTaTl'eéHes0M»,
Kak omnmcaHo B Cunningham u Wells (1989) Science, 244: 1081-1085.
B @maHHOM cCJydae, UTOoOH BJIMATL Ha Bl3aMMOIOEeMCTBME aMMHOKUCIIOT C
AHTUT'E€HOM, OCTaTOK WJIM TPYIINY LEeJeBEHX OCTATKOB MISHTUOUIVPYIOT
(HanpuMep, 3apsSXeHHHe OCTaTKM, TakKMe KakK arg, asp, his, lys u
glu) u 3aMeHST HelTpaJlbHOM VI OTPMUIIATEJBHO 3apSKeHHOM
AMMHOKMCJIOTOM (Hamopumep, aJlJaHMHOM WM IoJMaJlaHMHOM) . 3aTeM Te
AMMHOKMCJIOTHEIE  T[TO3ULIUMU, KOTOPHE HOEMOHCTPUPYRT (QYHKIMOHAJIbEHYI
UyBCTBUTEJIBHOCTE K 3aMeHaM, YTOUHHKT nyTeM BBEeIEeHNA
OOINOJIHUTEJNILHEX WM OPYTUX BapMaHTOB B MIM OJIS CaliTOB 3aMeHH.
TakuM oOpas3oM, XOTA CcavT IOJ9 BBeOeHMS BapMaluM aMMHOKMCJIOTHOMN
[IOCJIeIOBRATEJIbHOCTY 3aldaH, HeT HeoOXOIOMMOCTM 3alaBaTb XapaKTep
My Taln Kak TaKOBOM. Hanpumep, UTOOH [IpoaHalu3upoOBaTh
50PEeKTUMBHOCTL MyTalMM B HaHHOM calTe, B ILeJIeBOM KOIOOHEe WU
0BJIaCTU TIPOBOOAT CKAHUPYIMMUM aJlaHMHOM WMJIM CJYYalHHY MyTaTreHe?3, U
DKCIIPEeCCUPOBaAHHEE VIMMYHOTJIO Oy JIMHEL IooeepramoT CKPUHUHTY Ha
TpedyeMyn aKTMBHOCTE.

BCcTaBKM aMMHOKMCIJIOTHOM IIOCJIeIOBATEJILHOCTU BKJIOUAT CJIVSHUS
aMMHO— ¥/MIM KapOOKCWUJILHOTO KOHLA OJIMHOM OT OJHOTO OocCTaTKa mHOo
IIOJIMIIENTUIOORB, CoIepXallMx CTO MM 0oJlee OCTaTKOB, a TakXe BCTaBKU
BHYTPM TIIOCJIENOBATEJIEHOCTM OIOHOTO MWMIM HECKOJIBKUX aMUHOKMCIIOTHEX
OCTaTKOB. [IpMMepH  KOHIIEBEIX BCTABOK BKJKOUYAKT aHTUTEJO C N-
KOHIIEBEIM METMOHMJIBHEIM OCTaTKOM. /JpyTMe WMHCEPLMOHHEE BapMaHTH
MOJIEKYJIH aHTUTeJla BKJIOUaT caugHre N- wmiam C—KOHIla aHTUTeJa C
bepMeHTOM VI MTOJIMIIENTUIIOM, KOTOPHM yBeJI4YMBaeT epmon
moJiypaclriala aHTHUTeJla B CHBOPOTKE.

B HEeKOTOpPHX BapMaHTax OCYIEeCTRBJIEHMS MOHOKJIOHAJIBHEIE aHTUTeJa
uMeloT C—-KOHIIeBOEe paclellJleHMe B TAKeJOW Lenu /WM JIeTKOM Lelu.
Hampumep, 1, 2, 3, 4 miu 5 aMMHOKMCJIIOTHEX OCTATKOB pPaCHEellISoTCs
Ha C-KOHIe TIKeJIOM Lenu U/MIM JIeTKOM LelM. B HEeKOTOPHX BapMaHTax

ocylmecTrJIeHMA C—KOHIIEBOEe pacllellJIeHMe yIaJideT C—KOHLIEBOM JIM3VH U3
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TAXEJION Lenr. B HEeKOTOPHX BapMaHTax OCYMeCTBJIEHMS MOHOKJIOHAJILHEE
aHTHUTeJa uMelnT N-KOHILeBOe pacHellJIeHrMe B TSKeJOM Lenou W/Min
Jerkom ulenu. Hampumep, 1, 2, 3, 4 mamM 5 aMMHOKMCIIOTHHEIX OCTATKOB
pacmensjsaioTcs Ha N-KOHIe TSKeJoM lienu U/WiaM JIeTKOoM lenu. B
HEKOTOPEIX BapraHTax OCYIECTRJIEHUA YKOPOUEeHHEe bopMEL
MOHOKJIOHAJIBHEIX  aHTUTEJI MOTYT OHTH [IOJIYUYEHE pPeKOMOMHAaHTHEMU
MeTOoIOaMM.

B HEKOTOPEX BapMaHTax OCYIMEeCTBJIEHMS aHTUTeJIO COIJIaCHO
HacToAmeMy M300peTeHUI UM3MEeHAT IJA YBEeJIMUYEeHMS WIM YMeHBLIeHUS
cTelleHu, B KOTOpOM AHTUTEJIO ABJISIETCSA TJIMKO3UJIMPOBAHHEM.
TNIMKOBUIMPOBaAHME I[IOJIMIIENTUIOOB OOBUYHO ABJSeTCsa Jubo N-CBSA3aHHHM,
Jmbo O—CcBsA3aHHEIM. N—-CBRAa3aHHLM OTHOCUTCH K [IPMCOENMHEHUIO
YTJIEBOOHOTO bparMeHTa K BokOBOM  LelM  ocTaTka acriaparuHa.
TPUIENTUIOHEE IIOCJIENOBATEJBEHOCTM aclapalMH—X—CepMH M aclapalMH—X-—
TpeoHMH, THe X IpeacTaBJageT cobo¥ Jodyln aMMHOKMUCIIOTY, KpoMe
IpOJIMHAa, IIPeOCTaBJAT cobolM MNOCJIemOoBAaTeJILHOCTHM paclo3HaBaHMA IJiA

(]_)epMeHTaTT/IBHOI‘O IIpMcoeMHeHMAd YIJIeBOIHOTI'O (]_)paI‘MeHTa K OOKOBOMU

LIenmM aclaparuHa. TakuMm oOpasoM, OPUCYTCTRUe JIIOOOM U3  5BTUX
TPUIENTUIHEX IOCJIENOBATEJIEHOCTEN B [IOJIMIIENTULE coszmaerT
IO TEHIMAaJIbL HEM camnT TJIMKOBUIIMPOBAHUA . O—-cBA3aHHOE

TJIMKOBUIIMPOBAHME OTHOCUTCA K IIPUMCOeIMHEHMI0 OIHOTO M3 caxapoB N-
aleTuJTrajlakTo3aMMHa, TajlaKTO3H WM KCWJIO3H K
TUOPOKCMAMMHOKMCIIOTE, UYalle BCero CepUuHY WM TPEeOHMHY, XOTd TakKxe
MOXHO MCIIOJIB30BATh S—TUAPOKCUIIPOJUH MM S5—TUIPOKCUIIM3VH.

DoBaBjieHMe WM YyIajleHue CcaliToB IJIMKOBUIIMPOBAHUA B aHTUTEJe
yIoOHO OCYIMEeCTBJIATE nyTeMm V3MEeHEeHU I AaMUHOKMCJIO THOM
[IOCJIeIOBATEJILHOCTM TakKuM obpasoM, uToOH co3IaBaTh WIM YIaJsaTb
oOnoHY WIIN HECKOJILKO OIIMCAaHHHX BHIIE TPUTEIITUOHBIX
nmocjiemoBaTeJIbHOCTeM (mJga N-CBS3aHHHX CcalToB ITUIMKOBUJIMPOBAHUA) .
V3MeHeHMe TakXxe MOXHO OCYMEeCTBJIATL IIyTeM OoOaBJIeHUS, OeJlelUU WK
3aMeHH B IIOCJeIOoBaTeJILHOCTM MCXOIOHOTO  aHTHTeJa OIOHOTO WU
HEeCKOJIbKMX OCTATKOB CepuHa MIM TpeoHMHa (mjga O-CcBA3aHHEIX CaliToOB
TJIMKO3UIIMPOBAHNUSA) .

Kormoa AQHTUTEJIO COOEPXUT Fc—obimacTs, MOXHO M3MEHUTH
IpMucoenrHeHHH K HeMy YyIJleBono. Hamopumep, aHTUTeJla CO 3peJon
yTJIeBOOHOM CTPYKTYPOU, B KOTOpOM OTCYTCTBYyET dyko3a,
npucoenrVHeHHas K Fc-o®jlacTu aHTUTeJla, OIMCaHH B 3adBKe Ha IIaTeHT
CIA M US 2003/0157108 (Presta, L.). Cm. Taxkxe US 2004/0093621
(Kyowa Hakko Kogyo Co., Ltd). AHTMTeJla C pas3leJIeHHBEM IolojlaMm N-

aueTUJITJInKO3aMMHOM (GlcNAcC) B yIUleBole, I[IPUCOEOMHEHHOM K Fc-
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ofGJjlacTM aHTuUTeJla, yIoMMHaoTcd B WO 2003/011878, Jean-Mairet et
al. U naTteHTe CIIA 6602684, Umana et al. AHTHTeJa IO MeHBIIEM Mepe
C OOHMM OCTaTKOM TajlaKTO3H B oJiMIocaxapule, IIPpUCOeOMHEeHHOM K Fc-
oBJlacTM aHTHTeJa, OoIMcaHe B WO 1997/30087, Patel et al. Cwm.
Takxke WO 1998/58964 (Raju, S.) m WO 1999/22764 (Raju, S.)
OTHOCUTEJILHO aHTUTEJI C WM3MEeHEHHBM YIJIEBOILOM, I[IPMCOeOMHEHHEM K
ero Fc-obmactu. CMm. Takxe US 2005/0123546 (Umana et al.) o0
AHTUIeHCBA3HBakMX MOJIEKYJIax c MOOMOUUMPOBaHHEM
TJIMKO3UIIMPOBAHVEM.

B HeKOTOpPHIX BapMaHTax BapMaHT IUIMKO3UMJIMPOBAHUSA COOepXuT Fc—
oBJjacTh, TI'Ie B CTPYKType yIJeBoIa, IIpMCcCOoeIMHeHHOM k Fc-objactu,
OTCYyTCTBYyeT OGyko3a. TakMe BapMaHTH UMET VYJIYUYIEHHYID QYyHKIUD
ADCC. Heob6dzaTenbHO, Fc—o06iacTh OONOJHUTEJNBLHO COOEPXUT OINHY WU
HeCKOJIBKO aMMHOKMUCJIOTHEX 3BaMeH, KOTOPHE [OOIOJHUTEJIBEHO YJIYy4dllalT
ADCC, HaIpuMep, 3aMeHH B Oo3uMLMax 298, 333 u/uau 334 Fc-objacTu
(HyMepallus OCTaTKOB B EC). IpuMepH OyOJaMKaluM, OTHOCAMUXCS K
«0edyKO3UIUPOBaHHEM» I «KOYKO30—OedULUMUTHEM aHTUTeJaM,
BkJouaoT: US 2003/0157108; WO 2000/61739; WO 2001/29246; US
2003/0115614; US 2002/0164328; US 2004/0093621; US 2004/0132140;
Us 2004/0110704; Us 2004/0110282; us 2004/0109865; WO
2003/085119; WO 2003/084570; WO 2005/035586; WO 2005/035778; WO
2005/053742; Okazaki et al. J. Mol. Biol. 336: 1239-1249 (2004);
Yamane-Ohnuki et al. Biotech. Bioceng. 87: 614 (2004). IlpuMepH
KJIETOUHLEIX  JIMHUM, OponyuMpyronmux  DedyKOo3MIMPOBaHHEE  aHTUTENa,
BrJIOUAT KJeTkyu CHO Lecl3, ¢ HeIoCTaTKOM OQYKO3MJIMPOBaHUA OeJika
(Ripka et al. Arch. Biochem. Biophys. 249: 533-545 (198¢6);
3adBKa Ha IaTe”HT CIA N US 2003/0157108 Al, Presta, L; m WO
2004/056312 Al, Adams et al., ocoBbenHo B Illpumepe 11), wu
HOKayTHHE KJIETOUHHE JIMHWN, Takue Kak TeH aneba—-1, 6—
bykosuaTpaHchepass, FUT8, HokayTHHe kJeTkM CHO (Yamane—-Ohnuki et
al. Biotech. Bioeng. 87) : 614 (2004)) u KJIETKH,
CBEPXB3KCIIPECCUPYIIMN/E R1l,4-N-aueTUITJIMKO3MHMIITPaHChepas3sy ITT
(GNT-I11) m p—MaHHOB3MOazy l'odpmxu (ManII).

HacTosmee wn300peTeHMe OTHOCUTCH K aHTUTeJlaM, KOTOpPHEe NMMeKT
IIOHMXEHHYD (QYyKO3Y OTHOCUTEJIBHO KOJIMUecTBa (QYKO3H B TOM Xe
aHnTmureJe, KoTOpoOe ImnponyuupyeTrTcsa B kJeTke CHO OMKOTO THIIA.
HanpuMmep, aHTUTeJIO MMeeT MeHbllee KOJUYeCTBO OQYyKO3E, YeM OHO
MMeJio OB B OPYI'OM CJlydae, ecjyi OB OIpOoOyLMpOBaJIOCH HaTUBHBEMU
kjJeTkaMu CHO (HanpuMmep, kiaeTko¥ CHO, koTopas MMeeT HaTUBHHEU

npodmiib TJIMKO3UIIMPOBAaHNMA, HanpuMmep  kJjgeTkom  CHO, conepxalen
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HaTHBHEM TeH FUT8). B HeKOTOPHX BapMaHTax OCYMEeCTBJIEHUS aHTUTEJIO
K Siglec—-8, mnpencraBJIeHHOe B HaCTOAmEeM IOKYMeHTe, IIpedCTaBJISgeT
coboM aHTUTeJIO, B KOTOPOM MeHee ueM IpuMepHo 50%, 40%, 30%, 20%,
10%, 5% mum 1% N-CcBA3aHHHEX IJIMKAHOB Ha HeM conepxaT o¢ykosy. B
HEKOTOPEIX BapraHTax OCYIIEeCTBJIEHU S aHTUTEJIO K Siglec-8,
npencTaBJIeHHOE B HacToAleM OOKYMEHTe, opencraBjigeT cobon
QHTUTEJIO, B KOTOPOM HM OIOMH M3 N-CBA3aHHHX IJIMKAHOB Ha HeM He
COOepXUT QyKOo3y, T.e. I'Ie aHTUTEeJIO IIOJIHOCTLID He COIepXuT (QyKO3H,
I He uMeeT (QYKO3E, WJIM He HABJAeTCHaS QYKO3UJIMPOBAHHEM, WM
ABJIAeTCH adyKOBUIMPOBAHHEM. KonmuecTBO dyKO3H MOXeT OHITH
onpeneJjieHO IIYTeM pacueTa cCcpeIHero KoJuuecTBa (QYKO3H B CcaxapHOM
nenu B Asn297 IO OTHOMEHMK K CyMMe BCeX IUJIMKOCTPYKTYP, CBS3aHHEBEX
c Asn297 (HanpuMep, CJIOXHEIX , TUOPUIOHEIX M BEHCOKOMAaHHOSHEX
CTPYKTYPR), W3MEPEHHHX C I[IOMOIBK Macc—-crnekTpoMeTrpun MALDI-TOF,
KakK OIMCaHo, HalpuMmep, B WO 2008/077546. Asn297 oOTHOCUTCH K
OCTaTKy acliapal'MHa, pPacloJIOKeHHOMY IIPMMEPHO B no3mumu 297 B Fc-—
oByjacTu (HyMepaluMsa OCTaTKOB B Fc-obBmactu B EC); onmHako Asn297
TaKXe MOXET OBTBH pPacCIOJIOXKEH IIPMMEPHO Ha T 3 aMMHOKMCIIOTE IO WJIU
nocjie no3uumm 297, TO ecTh Mexnoy nozuuuavMm 294 m 300, wu3-3a
He3HAUMTEJIbHBIX Bapuauum [IOCJIeOBaTEJILHOCTHU B aHTUTeJIax. B
HEeKOTOPHX BapMaHTax II0 MeHbllell Mepe OIOHa WIM »OBEe TIXeJIHe Lelu
aHTUTeJla He ABJARTCI QYKO3UIIMPOBAHHEMI .

B omDHOM BapMaHTe OCYHEeCTBJIEHMSI AaHTUTEJIO MW3MEeHIKT  IOJI4
YIydlleHUsa eTo Ilepuola Iojiypaclana B CHBOPOTKe. UTOOH YBEJIUUUTH
BpeMdA IoJiypacllala B CHBOPOTKe aHTUTeJla, MOXHO BKJIOUUTL DSIUTOI,
CBASHBAKMMUN PeLelTop PeyTUIM3alMrM, B aHTUTeJIO (0CcoBeHHO O(parMeHT
aHTUTeJla), KaK OIMCaHO, HalpuMep, B HOaTeHTe CHIA N 5739277. B
paMrKax n300peTeHnd TepMUH «BIOUTOII, CB A 3HIBalmmi pelLenTop
peyTuiIn3almum» OTHOCUTCSH K SOUTOITY Fc—obJjgacTn  MOJIEKYJIH IgG
(HammpuMmep, IgGl, IgG2, IgG3 wmmm IgG4), KOTOPHM OTBedaeT 3a
yBeJIMUueHMe IIepuoma IoJiypaclala MoJiekyJel IgG B CHBOPOTKe 1in vivo
(Us 2003/0190311, maTedT CHIA N 6821505; mnarTeur CIA N 616745;
nmaTeHT CIA N 5624821; mnatenr CIHA N 5648260; mnartenTt CIA N
©165455; nmaTenT CHMA N 5834597) ,

IOpyrou TUII BapraHTa nIpelcTaBJIgeT cobou BapMaHT
AMMHOKMCJIOTHOM 3aMeHbl. O9TK BapMaHTH MMeT 10 MeHbIeM Mepe OIOMH
AMMHOKMCJIOTHEI OCTAaTOK B MOJIEKyJe aHTHTeJla, SaMeHeHHHM IPpYIVM
ocTaTkoM. CaWTH, NpelcTaBJAKIME MHTEepeC IJA 3aMeCTUTEJIBHOTO
MyTareHesa, BKJIOUAKT TurepBapradelibHEE oBijacTH, HO TaKxe

paccCMaTprMBaKRTCAad M3SMEeHEHNA FR. KOHCGpBaTMBHBIe SaMEHE IIOKa3aHEI B
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Tabauile 5 10O 3aTOJIOBKOM «IIPEANOUTUTEJILHEE 3aMeHB». ECIM Takue
3aMeHHE IPUBOOAT K XeJJaeMOMY WM3MEHEeHMI0 OMOJIOTUUYECKOM aKTUBHOCTH,
TO MOXHO BBOOMUTL 0Oo0Jiee CYIEeCTBEeHHHEe M3MeHeHUd, O0OO3HaAUeHHHEe B

Tabiuie 5 <«WIIKCTPaTHBHBEIE  3aMeHH», MM Kak 0OoJjiee IOOPOOHO

OIMCaHO HWXe CO CCHEJIKOM Ha KJacCH aMMHOKMCJIIOT, a [IPOOYKTEH
CKPMHUPOBATE .
Tabauua 5.

VCXOOHHM [TpenmnouTuTesIbHEEe
VImoCTpaTHUBHEE 3aMeHH

OCTaTOK 3amMeHH

Ala (A) Val; Leu; Ile Val

Arg (R) Lys; Gln; Asn Lys

Asn (N) Gln; His; Asp, Lys; Arg Gln

Asp (D) Glu; Asn Glu

Cys (C) Ser; Ala Ser

Gln (Q) Asn; Glu Asn

Glu (E) Asp; Gln Asp

Gly (G) Ala Ala

His (H) Asn; Gln; Lys; Arg Arg
Leu; Val; Met; Ala; Phe;

Ile (I) Leu
HopaenunH
Hopjenuuu; Ile; Val; Met;

Leu (L) Ile
Ala; Phe

Lys (K) Arg; Gln; Asn Arg

Met (M) Leu; Phe; Ile Leu
Trp; Leu; Val; Ile; Ala;

Phe (F) Tyr
Tyr

Pro (P) Ala Ala

Ser (S) Thr Thr

Thr (T) Val; Ser Ser

Trp (W) Tyr; Phe Tyr

Tyr (Y) Trp; Phe; Thr; Ser Phe
Ile; Leu; Met; Phe; Ala;

Val (V) Leu
Hopaeninx

CyleCTBeHHEE MOIOUOUMK AL OMOJIOTUUECKUX CBOMCTB aHTUMTEeJIa
OCYMEeCTBJIAKT IIyTeEM BBI@Opa 3aMeH, KOTOPEEe CYHNeCTBEHHO pPpa3JIMdainTCAa

1o cBoOeMy BO3OEeMCTBUKL Ha nonmepxaHue (a) CTPYKTYPEL
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INOJUIIENTHUIHOTO Kapkaca B 00JlacTM 3aMelleHMs, HalpuMep, B BUIe
JNCTOBOM VI cnMpaJibHOM xKoHboOpMaLMH, (b) zap4ana ZRJNZ!
TUOPOPOOHOCTM MOJIEKYJIEL B LIeJIeBOM canTe WIu C) oObeMa OOKOBOM
nenr. AMMHOKMCIIOTH MOTYT OBTE CIPYHNIMPOBaHH IIO CXOICTBY CBOMCTB
ux OokoBHX lemne (B A.L. Lehninger, B Biochemistry, second ed.,
Pp. 73-75, Worth Publishers, New York (1975)):

(1) HenoJspHee: Ala (A), Val (V), Leu (L), Ile (I), Pro
(P), Phe (F), Trp (W), Met (M)

(2) HeBapsaXeHHHEe IoJIApHHEe: Gly (G), Ser (S), Thr (T), Cys
(C), Tyr (Y), Asn (N), Gln (Q)

(3) kmcaele: Asp (D), Glu (E)

(4) meJiounne: Lys (K), Arg (R), His (H)

AJIL TEepHaTURBHO, CymecCTRYIIME B npupone OCTaTKU MOXHO
paslelIMTh Ha TPYINE Ha OCHOBe OOMMX CBOMCTB OOKOBOM lelu:
runpodoOHele: HopaenuuH, Met, Ala, Val, Leu, Ile;
HelTpalbHEe I'MIpoduibHue: Cys, Ser, Thr, Asn, Gln;
KMCJEe: Asp, Glu;
meJiouHele: His, Lys, Arg;

OCTaTKM, KOTOPEIE BJIMAKT Ha OPHMEeHTalMIO LellM: Gly, Pro;

(1)
(2)
(3)
(4)
(5)
(6) apomatuueckue: Trp, Tyr, Phe.

HexoHCepBaTUBHEE 3aMeHH IIOBJIEKYT 3a CcoboM 3BaMeHy B3BJIeMeHTa
OOHOTO M3 BTUX KJIACCOB Ha OPYTOoM KJjacc. Takue 3aMeleHHHEe OCTaTKU
TakXxe MOXHO BBOOMTL B KOHCEPRBATHMBHEIE CaMTH 3aMelleHusd WIM B
ocTaBmMecsd (HEeKOHCEPBATUBHHE) CalTH.

OOoMH TUII 3aMellapllel’o BapMaHTa BKJOUAeT 3aMeHy OIOHOTO WM
HEeCKOJIbKMX OCTaTKOB TuUIlepBapuadelJIbHOM o0B8JIacTM MCXOIHOTO aHTUTeJla
(HampuMep, TyYMaHM3MPOBAHHOTO WJIM UYeJIOBeUecKOoT'Oo aHTuTeJa). Kak
IpaBUJIO, pe3yJib TUP YOI BapMaHT (BapMaHTH) , BHIOP aHHLI oJs
naJjibHelmel pas3padoTky, OyIeT UMeTh MOOMOUMUUPOBAHHHE (HaAIpUMeEp,
YIIy4dlIeHHEIE ) BUoJIOTUYECKMEe CBOMCTBa IO CpPaBHEHUI C MCXOIHHM
AHTUTEJIOM, nu3 KOTOPOTO OHU [1OJIyYeHH . YnoOHB crioco®
TeHepMPOBAaHMA TaKMX BapMaHTOB 3aMeleHMs BKJIKUYAeT CO3peBaHMue
adOMHHOCTM C MCIOJBL30BaHMeM (QaroBOTO IUCILJIed. BKpaTile, HECKOJLKO
CanToR TunepBapradbelbHON oByacTu (HanpuMmep, 6—"7 CalnToRB)
MyTUPYKRT, UYTOOE TeHepMpPOBaThb BCE BO3MOXHHE aAMMHOKMCIIOTHBEE 3aMeHE
B KaxmoM cauTe. IloJIlydeHHHEe TakKuM o00pasoM aHTuUTeJa OoTodpaxaiT
YacTHllaMXM HUTUATOTO para B BUIE CIMAHMM I[I0 MeHBLIIEeM Mepe C YacThio
DeJika ODOJIOUKU dara (HanpuMep, OponykKTa TeHa IIT M13),
YIIakOBaHHOTO BHYTPM KaXOoM UYacTHMLE. 3aTeM oOToOpaxeHHHEe (QaroM

BapMaHTE TIIoOBepIranT CKPUVMHMHITY Ha MUX OMOJIOTUUECKY aKTUMBHOCTD
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(HanmpuMmep, abdbuHHOCTL CBA3HBaHMUA) . UTOOH MIASHTUOUIMPOBATH CAMTH-—
KaHIuOaTe  TunepBapuadelbHOM  oBJjlacTu  OJd  MOoOUbGUKALNUM, MOXHO
BHIIOJIHUTE CKaHUP YU MyTareHes (HampumMep, aJIaHMHOBOE
CKaHMpOBaHMe), UTOOH MOSHTUOMUIMPOBATL OCTaTKU IHUIlepBapuadeslbHOM
oBJjlacTM, BHOCAmIME BHAUMTEJILHHIM BKJAO B CBSA3HBaHMEe aHTUIeHa.
AJIE TEPHATUBHO WIn OOIIOJIHUTEJILHO, MOXeT OHTH II0JIe3HO
IpOoaHaJM3UPOBATE KPUCTAJJIMUECKYID CTPYKTYPY KOMILJIeKCa aHTUIeH-—
AHTUTEJIO, YUTOOH MUISHTUOUIIMPOBATE TOUKM KOHTAKTA MEXIY AaHTUTEeJIOM
¥  aHTUTeHOM. Takue KOHTAKTHEE OCTaTKM ¥ COCeIHMEe OCTaTKU
ABJIAITCHA KaHIUOaTaMy Ha 3aMelleHMe B COOTBETCTBUM C MEeTOIMKAaMM,
M3BECTHEIMM B HJaHHoM o6JjlacTy, B TOM uUMcJe pa3paboTaHHBEIMU B
HacTodmeM OIMcaHuMM. Ilocjie COBIOaHMsa TaKKx BapMaHTOB  IIaHellb
BapMaHTOB IoaBepTranT CKPUHUHTY c MCIIOJB30BaHMEeM  MeTOIUK,
M3BECTHHX B JaHHOW o6JacTy, B TOM UMKCJIe ONMCAaHHHX B HACTOAMEM
onmMcaHuM, U OJIA »ajbHeVmel paspaBoTKM MOXHO BHOPAThL aHTHUTeJa C
IPEeBOCXOOHEMY CBOMCTBAMM B ONHOM WMJIM HECKOJLKMX COOTBETCTBYIMUX
aHaJM3ax.

MOJIeKY JIE HYKJIEMHOBOM KU CJIOTH, KOIUpPYIMMe BapMaHTH
AMMHOKMUCJIOTHOM TIOCJIeIOBATEJIbHOCTY aHTUTeJla, [HOJIyJyalnT pas3JIMUHbEMA
criocoBaMM, M3BECTHHMM B HaHHOM o0B6JacTU. 3TM CHOCOOH BKJIOUAKT, HO

Des OT'PaHMYEeHNA, BEHIOCEJIEHME M3 IIPHMPOIOHOI'O MCTOWUWHMKA (B cJIydae

BCTpeUaKnmmMxCcHd B IIprpone BapMaHTOB aMUHOKMCJIO THOM
[IOCJIeIOBATEJILHOCTH) I TIOJIy4YeHN1e C IIOMOIIBIO OIIOCPeJOBaHHOTI'O
OJIMTOHYKJIeO T O aMM1 (i CaIZT—HaHpaBJ'IeHHOI‘O) MyTareHesa,

MyTareHesa [P u KaCcCeTHOTI'O MyTareHesa paHee IOJIy4YeHHOM
BapMaHTHOV WM MHBAPMAHTHOM BepCUM aHTUTeJa.

MoxeT OHTH XeJlaTeJIbHO BBeCTM B Fc—o0jlacTb aHTUTEJI COIJIaCHO
HacTo4meMy n300peTeHND OOHY VIV HECKOJIBKO AMVHOKMCJIO THEIX
MOOMOMKALIMIM, TeM cCcaMeM I[IoJiyuas BapuaHT Fc-objlacTu. BapmaHT Fc-
oBJIaCcTM MOXET COOepXaThb IIOCJEemOBaTeJILHOCTL Fc—-ofjlacTr UeJioBeKa
(HanpuMep, Fc-obJjlacTe dejyioBedeckoro I1gGl, IgG2, IgG3 wmimm IgG4),
comepxXamyln aMUMHOKMCJIOTHY MOOMOMKALMD (HaIpMMep, 3aMeHy) B OIHOMU
VI  HECKOJIbKMX  aMMHOKMCJIOTHEIX  [IO3MUMAX, BKJIOUAA IIO3MLMID B
MAaPHUPHOM LMCTEeMHe. B HEeKOTOPHX BapMaHTaX OCYIMECTBJIEHMA BapMaHT
Fc—obmactn comepxuT Fc-oBjlacThk dejioBedeckoTo IgG4. B cllelyrleM
BapuaHTe OCylleCTBJIeHUA Fc-objacTe uYesioBeueCKoI'o I1gG4 COOepXuUT
aMMHOKMCJIOTHYI  3aMeHy  S228P, opryeM  aMMHOKMCJIOTHBEE  OCTaTKHU
[IPOHYMEPOBaHE B COOTBETCTBUM C MHIOekcoM EC corjyacHo Kabat.

B cooTBeTCcTBMM C STHMM OIMCAHMEM M KMIeAMM COIJIACHO YPOBHD

TEeXHMKNM IIpenliojiaraeTcda, UYTO B HEKOTOPLRX BapMaHTaX OCYIMEeCTBIIEHUA



99

AHTUTEJIO COIJIACHO HacTodlleMy MU300peTeHMID MOXeT CcomepXaThb ONHO
WM HeCKOJIbKO WM3MEeHEeHMM I[I0 CPaBHEHMI C aHaJIOTMUHBEIM aHTUTEJIOM
OVKOT'O THIla, HalpuMmep, B Fc-objlacTu. 3TM aHTUTeJa, TeM He MeHee,
COXPaHAKnT II0 CYWNeCTBY Te Xe XapaKTepMCTHKM, KOTOphe HeOOXOOVME
0JIA TepaleBTUUECKOT'O IIPMMEHEHMA, I[IO0 CpPaBHEeHMI C MX aHaJloT'OM
IOVKOTO THIla. Hamnopumep, CcumMTaeTcsa, UYTO B Fc-objlacTM MOTYT OBTH
ChOeJIaHE HEKOTOPEHE M3MeHeHUd, KOTOpPEE OyoyT IPUBOINUTE K
M3MeHEeHHOMY (To ecTb JmMbO  YJYUIIEHHOMY, MO0  YMEHBIIEHHOMY )
cBAszpBaumio Clq u/MiIM  3aBUCUMOM OT KOMILJIEMEHTAa UIUMTOTOKCUUHOCTU
(CDC), HaIpuMmep, Kak oIomcaHo B WO 99/51642. CMm. Takxe Duncan &
Winter Nature 322: 738-40 (1988); IlaTenT CIMA N 5648260; IlaTeHT
CA N 5624821; u  WO94/29351, Kacawmuecsa IOpyTuX  [OIPpUMEpPOB
BapuaHToB Fc—-objgacTtmu. B W000/42072 (Presta) m WO 2004/056312
(Lowman) omnMcaHbe BapMaHTH aHTUTEJ C YJYUYIeHHEM WM YMEeHBIIeHHEM
CBSA3EBaHNEM C FcR. ComepxaHue BTUX [IaTeHTHEX Oy OIMKalui
CllelMaJIbHO BKJIOUEHO B HACTOdllee OIMCaHMe IIOCPeNCTBOM CCHJIKM. CM.
Takke Shields et al. J. Biol. Chem. 9 (2): ©6591-60604 (2001).
AHTUTeJla C yBeJMYEeHHHM I[IepMOOOM  IoJlypacllala U YJIYYlleHHBEM
CBA3EBaHNEM C HeOHaTaJlbHEM Fc—peuenrtopom (FcRn), KOTOPHM
OTBeUaeT 3a IIepeHOC MaTepMHCKMxX 1gG k 1mony (Guyer et al., J.
Immunol. 117:587 (1976) m Kim et al., J. Immunol. 24:249
(1994)), ommcaHsl B US 2005/0014934A1 (Hinton et al.). O91Hm
aHTUTeJla comepxaT Fc-objlacTk C OIOHOM WM HECKOJBKMMMU 3aMeHaMl,
KOTOpPHE VIIydimanT CBSA3EIBAHUE Fc—-obmacTu c FcRn. BapraHTH
IIOJIMIIENTUNOB C M3MeHEeHHBMM AaMMHOKMCJIOTHHMU II0CJIeIOBaTEJIbHOCT AMA
Fc-objacT ¥ TI[OBHIMEHHOV WJIM TIIOHMXEHHOM CIOCOOHOCTBLI0 CBSA3HBAHUSI
Clg ommcaHe B nateHTe CIMA N 6194551B1, W099/51642. ComepxaHue
STUX [AaTEHTHHX NOyOIuMKaluuy  CclelMalJibHO  BKJIOUEHO B HacTodmee
onMcaHMe TIOCPeICTBOM CCHEJIKM. CM. Takxe Idusogie et al. J.
Immunol. 164:4178-4184 (2000).

7. BeKTOpBI, rJeTKM—X03eBa M hekoMOMHAHTHEE CIIOCOOH

01 pPeKOMOMHAHTHOTO I[NOJIYUeHUS aHTUTeJla COIJIaCHO HacTodglleMy
M300peTeHN KOOUPYKRIIYI ero HYKJIEMHOBYK  KUCJIOTY  BHIOSJSORT U
BCTpaMBawT B pPeIUIMUIMPYEMElY BeKTOp IJA IJajJbHeMmero KJIOHMPOBaHMUS
(amrmummomkaumm OHK) wmiam nis skcnpeccum. [HK, kKooupyomymn aHTUTEIO,
JeTKO BHIOEJAKT U CEeKBEHUPYT C MCIOJIB30BaHMEM TpPaIUMIIMOHHBEIX
npouenyp (HampuMMep, C MCIOJIB30BaAHMEM OJMIOHYKJIIEOTUMIOHEX 3SO0HIOB,
KOTOPHE CIOCOOHHE CHelMIUUeCKM CBA3EBATLCA C TeHaMM, KOIUPYIIMMIMI
TOKeJIBe UM JIeTKMEe el aHTUTeJa). JOCTYIIHO MHOTO BEKTOPOB. BHOOP

BEeKTOpa 4YaCTMYHO 3aBUCUT OT MCHOHBSyeMOﬁ KJIEeTKM—X034aMHa . OOBUHO
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KJIETKM—X0O34deBa MMeT [IpOKaAPUOTHUUECKOE W SyKaprMoTHUuecKoe
OpoucxoxieHrue (OBBHUHO OT MIeKOoNMTakmMx) . IIOHATHO, UYTO IOJIS STOM
UeJiM MOXHO MCIOJNIB30BaThE KOHCTAHTHEE o0OJjacTu JIIOOTo M30THUIIAE,
BKJIOUaAd KOHCTaHTHEEe objactm IgG, IgM, IgA, Igh m IgE, wm uTo
TakMe KOHCTaHTHHE OO0JlaCTM MOXHO IIOJIYYaThb OT JIoOOTO BMIa UYeJloOBekKa
WJIM XMBOTHOTO.

[lonnydyeHMe aHTUTEJ C MCIOJIbLBOBaHMEM IIPOKAPUMOTUUECKUX KIJIIETOK—
XOoBseB:

a) KoHCTpyupOBaHME BeKTOPa

[TONMMHYKJIIEOTUIHEIE I1oCJiiefoBaTeJIEHOCTH, KRogMpyomre
IIOJINIICIITV I HEIE KOMITOHEHTEL aHTHTeJIa COIJIaCHO HacCcToAdleMy
MBO@peTeHMD, MOXHO I1oJIiydyaThb C VCIIOJIb30BaHMeEM CTaHIOapTHEIX
peKOMGMHaHTHHX MeTOIONK . KesaeMrbie TIOJIMHYKJIIEOTUIOHEE
IIOCJIEOOBATEJIEHOCTHM MOXHO BEIOCJIATH n CEKBEHNMPOBATE s
AHTHTEJIOIIPO OYLIMPYRINMX KIJIETOK, TaKNMX Kak KJIIeTKIM PMGpMHOMH.
AﬂbTepHaTMBHO, ITOJIMHYKJI€O TV IIEI MOXHO CHMHTE3VPOBATE C

MCIOJB30BaHMeM CHHTe3aTopa HYKIeOoTUMDOB wmiIM MetTtonoB IIIMP. IlocJie
NIOJIYUEeHUSA TIOCJIeIOBaATEeJIbHOCTHY, KOOUPYKIMe IIOJIUIIENTHOE, BCTpauBaknT
B peKoMOMHAaHTHEMN BEKTOP, CIIOCOOHHM PernImMurpoBaTh "
DKCIPEeCCHUPOBATE TEeTEePOJIOTMUHEE IIOJIMHYKIIEOTUIOH B [IPOKAPUOTUUECKUX
xXo3depax. g ULeJel HacCToAmeI'0 PAacCKPHTUS MOXHO MCIIOJNbL30BAaTh
MHOTME BeKTOPH, IOOCTYIHHE M M3BEeCTHHEe B IaHHOM o6JjacTu. BrOOP
nonxondmero BekKTopa OyImeT 3aBUCeThb IJIaBHEM o0O0pa3oM OT pasMepa

HYRKJIEMHOBEIX KMCJIOT, IIOoIJIeXallliX BCTaBKe B BeKTOp, U KOHerTHOﬁ

KIIeTKMN—XO34lMHa, KOTOPVYIO HYXHO Tpch@opMMpOBaTb C TIOMOIIBIO
BeKTOpa. Kaxmuiz BeKTOP COIOepPXumT PasJIMYHEEe KOMIIOHEHTEL B
3aBMCHUMOCTIM oT eTro @yHKHMM (aMHﬂM@MKaHMM nJin SKCIIpeCCHUHA

r'eTepOJIOTMUYHOI'O IIOJIMHYKJIEOTHMIa WJIM U TOTO U prPOPO) nm ero

COBMeCTVMMOCTH C KOHerTHOﬁ KﬂeTKOﬁ—XOSHMHOM, B KOTOpOﬁ OH

HaxXoouTCH. KOMITOHEHTH BeKToOpa OBHUHO comepxart, HO Bes
OTpaHUUYeHUd : VMCTOUHUK permMKanmu, TeH Mapkepa ceJleKLUH,
IPOMOTOP, camT CBASBBAHUA pr6OCOME (RBS), CUTHAaJILHY

IOCJIeIOBATEJIbHOCTL, BCTABKY TIeTepOJIOTMUHOM HYKJIEMHOBOW KUCJIOTH U
INOCJIeOOBaATEJIbHOCTE TepMMHALIUMY TPaHCKPUIILUNA .

Kak mnpaBuio, IIJIasMUIOHEE BeKTOPH, CoIOepXalle pPeIllJIMKOH U
YOpaBJgolre IIOCJeNOBATEJILHOCTHM, IIOJIYyUYeHHEEe M3 BUIOB, COBMECTUMBIX
C KJIETKOM—XO3SAMHOM, MUCIOJL3YIT B CBA3M C STUMKU XO3SeBaMM. BeKTOp
OOBIUHO HeceT camtT penamnkKanum, a TaKxe MapKUpYyRIre
[IOCJIeIOBATEJIbHOCTHM, KOTOPHEEe CHOCOOHHE 00ecneuuTh OQeHOTUINUEeCKUN

oTbop B TpPaHCOOPMMPOBAHHEIX KJIeTKax. Hanpumep, E.coli 0OHUHO
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TpaHCOOPMUPYIOT C MCHOOJIbL30BaHMeM pPBR322, I[jIa3MMOb, I[IOJYUYEHHOM U3
Buga E. coli. pBR322 comepXxuT TeHH, KOoIUpyKIMe YCTOMUMBOCTL K
AMIIVLMIIJINHY (Amp) M TeTpalUKIIVHY (Tet), u, TakuM obpas3oM,
oBecrieunpBaeT [IPOCTEHE cpencTea oJis UIOeHTUOUKALUN
TPpaHCOOPMUPOBAHHEIX KJIETOK. PBR322, ee NpOM3BOOHEE WM IPYIME
MUKPOOHEE IJIa3MUOE MM OakTeprodal TakKXe MOI'YT COOepXaTb, WK ee
MOXHO MOIOIMOUMUMPOBATL, UTOOE OHa coIepXajla I[IPOMOTOPE, KOTOPHE
MOTYT MCIOJIB30BAaTLECSA MUKPOOPTAHMBMOM HOJIS BKCIPECCHUM DHIOT'€HHHX
OeJikoB. IIpuMepH MNPOM3BOIHEIX PBR322, MCOOJNB3YEeMHX OJIS DKCIPeCcCUMr
KOHKPETHEX aHTUTeJ, HoOpoOHO omnmcaHH B Carter et al., U.S. Pat.
N 5648237.

KpOMe TOTO, (]_)aI‘OBBIe BEKTOPEH, comepXxamne PEeIlJIMKOH n
YIIpaBJIdKIME II0CJIefoOBaTEeJIEHOCTH, KOTOPHEE COBMe CTVIMBL C
MVKPOOPTI'aHM3MOM—XO34AVMHOM, MOXHO VCIIOJIBE30BAThb B KadecCcTBe

TPAHCOOPMUPYIIUX BEKTOPOB B CBA3M C DTHUMM XO3deBaMu. Hamnpuwmep,
IOJIS CO3OaHMA PeKOMOMHAHTHOTO BEKTOPpa, KOTOPHM MOXHO MCIIOJNL30BATH
I0JIS TpaHchopMallMM UYBCTBUTEJILHHX KJIETOK—-X034eB, Takux Kak E.coli
LE392, MOXHO MCIOJIL30BaThL OakTepuodparl, TaKo¥ kKak AGEM.TM.-11.
BexkTop DBKCOpecCHMM COIJIACHO HacCTodAlleMy M300peTeHMI MOXeT
comepXaThb IOBe MM OoJiee Maph IPOMOTOP-LUMCTPOH, KOOMPYIMME KaXIBM
n3 MIOJIUIIE NI TUIHEIX KOMIIOHEHTOB. [IpoMoTOP pencraBidgeT cobomn
HeTpaHCIUPpYeMyKn PeTryJIATOPHYI IIOCJenOoBaTeJIbHOCTE, PAacCIIOJIOXEHHY
nepen (5') 1o OTHOWEHMI K LMCTPOHY, KOTOPHM MOIYJIMPYET €TI0
sKCIOpeccurn. [poKapMOTHUUECKMe IIPOMOTOPE OOHUHO HOeJIAT Ha OBa
KJlacca, UHIOYLUUOeJIbHEE ¥ KOHCTUTYTUBHEE. MVHOYUMOESJLHEI IIPOMOTOP
rnpencraBlgeT coBbo¥  mpoOMOTOpP, KOTOPHEM  UHMUIMMPYET  IIOBHIIEHHHE
YPOBHM TPaAHCKPUIILMM LIMUCTPOHa IIOoH eI'o VYIpaBJIeHMeM B OTBEeT Ha
M3MeHEHUA YCJIOBUM KYJIb TUBUPOBAHMUA, HalpuMmep, HaJmuue I
OTCYTCTBME NUTATEJILHOI'O BelleCTBa MM M3MeHeHMe TeMIepaTypPH.
Xopomo M3BECTHO DoJsIoe KOJIMUEeCTRBO [IPOMOTOPOR,
paclrio3HaBaeMEX pas3JIMUHEMI [IOTeHUMAaJIbLHEIMM KJIeTKaMU—X0O34deBaMI .
BLIOpPAaHHLEI [OIPOMOTOR  MOXeT OHITH OYHKIMOHAJIBHO cea3aH ¢ [JHK
LHMCTPOHAa, KOoOMpyKMel JeTkKyln WIM TIXeJlyilo Lelb, OyTeM yIajJleHUs
opoMoTOpa M3 ucxomHou IOHK moyTeM pachellJIeHMS PeCcTPUMKTa30M u
BCTaBKU BHIIEJIEHHOM [IOCJIEeDOBaATEJILHOCTHU [IpoMoTOpa B BEKTOp
COIJIaCHO HacToAleMy N300peTeHN. Kak HaTUBHYIO [IPOMOTOPHYI
[IO0CJIeDOBaTEJIbHOCTE, TaK UM MHOTMEe I'eTepPOJIOTMUHEIE IIPOMOTOPE MOXHO
UCIIOJIBE30BATE MOJIS NOPSMOM aMIIMOUMKALMK M/MIJIM  SKCIPEeCCUM TeHOB-—
MUIIEHEN . B HEeKOTOPHX BapMaHTax OCYIleCTBJIEHN I MCIIOJIE3YITCA

IreTepPOoJIOTMYHEE IIPOMOTOPEHI, TaK Kak OHM OOBIUHO obecrieunBanT
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BOJNIBIMYID TPaHCKPpHUILMLD M 0oJiee BHCOKME BHXOIH SKCIPEeCCUPYEMOTO
TeHa—-MMIIeHM I10 CpaBHEeHMI C HaTUMBHHM [IOJUIIENTHUIHEM IIPOMOTOPROM—
MUIIEeHBIO .

[IpOMOTOPHE], MNOOXOOANMe IJIA MCIOJB30BaHMA C IPOKAPMOTHUUECKUMA
X03seBaMu, BKJIOUAKT HOpoMoTop  PhoA, IIPOMOTOPHEE CHUCTEMH [3—
rajlakTaMas3b WM JaKTO3EH, I[IPOMOTOPHYER CHCTeMy TpunTodaHa (trp) wu
TUOPMUOHEIE T[IPOMOTOPH, Takue KaK InpoMoTop tac wmiam trc. OIOHako
Takxe IOOXOOAT  OPpyIMe  IIPOMOTOPRH, KOTOpHE  QYHKIUMOHUPYIOT B
BakTepnax (Takue Kak »OpyI'Me M3BECTHHE IIPOMOTOPH OaKTepuyt WMJIu
baror). MX HYKJIEOTHIHEE IIOCJIeIOBATEJILHOCTM OBJIM ONIYyOQJIMKOBAHE,
uTo [I03BOJIAET KBaJIUOULMPOBAHHOMY crelumaJlucTy OIepaTUBHO
JIUTUPOBATL MX B LMCTPOHH, KoIUpyoIMe JIeTKMe U TsSKeJbse Lelr—
MMIIeHU (Siebenlist et al. (1980) Cell 20: 269), wucnojab3y4a
JMHKEPH WM alalTepbl OJ4 OpelocTaBJIeHUI JIOOBX HeOoOXOIMMEX CalToB
PECTPUKILIUN .

B oOHOM acleKTe HacCTOoAmMEeIo PacCKPHTUS KaXOelM LIUCTPOH B
peKoMOMHaHTHOM BeKTope COOEPXUT KOMIIOHEHT CUTHAaJILHOM
IOCJIeIOBaATEJILHOCTHU  CeKpelluu, KOTOPEIM HalpaBJIgeT TPaHCJIOKalUD
SKCIPEeCCUPOBaHHEIX IIOJIMIIEIITUIOR yepes MeMOpaHy . OBBIUHO,
CUTHaJlbHasg IIOCJIelOoBaTeJIbHOCTL MOXeT OBTH KOMIIOHEHTOM BeKTopa,
MM OHa MOXeT OHBTh uYacTbi [JHK moaunenTUma-MHUIIEHM, KOTOPYI BBEJU
B BeKTop. CHUTHAJBHOM IIOCJIENOBAaTEJIbHOCTBLIO, BHOpPaHHOM IJA LeJen

HacToAmeIr'c pacCKpPETHUA, OOJIDXKHa OBThL I[IOCJIeIOBaTEeJIbLHOCTE, KoTOpad

paclro3HaeTcd u oBpabaTeEBaeTCH KJIE TKOM—X 03 AUHOM (To eCThb
pacumerniasaeTcd CUTHAaJIEHOM nenTunasomn) . Onsa IPOKaAPMOTUUECKIUX
KJIETOK—X0O35EeB, KOTOpPEHE He pPacIlo3HanT u He obpabaTeBaLT
CUTHAaJIbLHbEEe mocJjiefoBaTeJIbHOCTHU, HaTUBHLEE nJIs TeTepPOJIOTUUHBIX
IOJIUIIEIITUIOR, CUTHAJILHYIO IOCJIEeNOBATEJIBHOCTD 3aMEHSAT
IPOKaAPUOTUUECKOM CUTHaJILHOM nocJjlefoBaTeJIbHOCTLIO, BHIOPAaHHOM,
HarnpuMmep, nus TPYIIIIH, cocTodmen n3 meJIOUHOM docdaTasH,

MNEHUUWIIJIMHARH, 1pp WIM JIMUIEPOB TepMOCTaOMIBEHOTO DHTEPOTOKCHMHa 11
(STII), LamB, PhoE, PelBRB, OmpA wm MBP. B omDHOM BapuaHTe
OCYIEeCTBJIEHU A HaCTOAmMETO n3obpeTeHms CUTHaJIbHHE
[IOCJIeNOBATEJILHOCTH, VCIIOJIbE3YEeMEe B  00OMX  LMCTPOHax CUCTEMEH
DKCIIPEeCCUHN, IpencTaBJg0T CcoOoM CcUTHAaJILHEE I[IOCJIedOBaATeJILHOCTH
STIT MM MX BapMaHTEH.

B IOpyroM aclekTe IOIPpOoOyLUMPOBaHMeEe MWMMyHOTJIOOYJIMHOB COIJIACHO
HacToAmlEeEMY M300peTeHMI MOXET I[IPOMCXOIMTH B LMTOILJIa3Me KIIEeTKU—
XO035MHaA M, CJeloBaTeJIbHO, He TpedyeT IIPUCYTCTBUA CUI'HAJBHEX

IocjiegoBaTeJIbHOCTEN CeKpelur BHYTPM KaXIoI'O LMCTPpOHa. B cB4a3m C
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STUM  JIeTKMe UM TAOKeJBle LelrM MMMYyHOIUIOOYJIMHA  SKCIPeCcCUpyoT,
CKJIaOBBAKnT " cofuparnT ojs oBpas3oBaHudg GYHKLMOHAJLHEIX
VMMYHOTIUIOOYJIMHOB B UMTOIJIa3Me . OnpeneJsieHHEE MTaMMBI—X0O34AeBa
(HanpuMep, mTaMMel E. colli trxB) ofecneumMBalT yCJOBMSA LUTOILJIA3ME,
KOTOPHE ABJAOTCA OJarONpMATHEMKY OJd 00pas30BaHMA OUCYJIbOUIOIHEIX
cBAzeN, UTo obecrneunBaeT npaBuUJIbHOE CKJIaOHBaHMe U COOPKY
SKCIPECCUPOBAHHEX OeJIKOBHX cCcyOwenuHmuil. Proba and Pluckthun Gene,
159: 203 (1995).

A”HTHTEJIa COTJIaCHO HacTodmeMy M300peTeHUn TaKxe MOXHO
IoJiy4yaThb c VCIIOJIL30BaHMEM CHUCTEMEL DKCIIPEeCCUH, B KOTOpPOM
KOJIMUEeCTBEHHOE COOTHOIIEHNE DKCIIPECCUPYEMEIX IIOJIUIIE NI TUOHEIX
KOMIIOHEHTOB MOXHO MOIOYJIMPOBATH 019 IIOJIy4eHMA  MaKCHMMaJIbHOTO
BHIXOIa CEeKpPEeTHPYEMHX U IIPaBMJILHO COOPaHHEX aHTUTEJI COIJIaCHO
HacTodAmeMy M300peTeHM. Takas MOIOYJIAUMA OOCTUTaeTCHd II0 MeHbIen
Mepe YaCTUUHO IIyTeM OIHOBPEMEHHOW MOIYJAUMM CUJI TPaHCIAUMM OJIS
IIOJIUIIENTUIOHEIX KOMIIOHEHTOB.

OOVH M3 MeTOIOB MOIYJAUUM CUJIEL TPaHCIAUMM PaCKPHT y Simmons
et al., marenT CIA N 5840523. B HeM MCHIOJB3YKT BapMaHTHEH o0O0JIacTHU
MHMUMaUMM TpaHcaauuy (TIR) BHYTpM LUMCTPOHa. Hiaa maHHOM TIR MOXeT
ObLITH CO3IOaH P4l BapMaHTOB IIOCJEeIOBATEJIbHOCTM aMUHOKUCIIOT WM
HYKJIEMHOBOM KMCJIOTHE C IOMAalas30HOM TPAaHCIHIALUMOHHHX CWJI, oOOecleuMBasd
TeM CcaMeM YyOODOHOe CPpenCTBO KOPPEeKTUPOBKM STOTO QdakTopa ILOJ4
XKeJlaeMOT'O YPOBHSA 5SKCIPECCHUM KOHKPEeTHOM Uelu. BapuadHTe TIR MoOTyT

OBITE IIOJIYUYEHEl C IIOMOIILIO O@UlerMHFITBIX MeTOOJOB MyTal'eHes3a, KOTOPEIE

IIPMBOIOAT K 3aMeHaM KOOOHOB, KOTOPEIE MOTYT M3MEeHATb
AMVMHOKMCIIOTHYIO IIO0CJIeJOBaTEeJIELHOCTE . B OoIlpeneJIeHHEIX BapMaHTaXx
OoCymeCTRJIECHIMA M3MeHeHNA B HyKJ’IeOTM,JIHOﬁ IIOCJIeIOBaTeJIbHOCTHM

ABJIAITCA MoJiyamyMm. V3MeHeHuMda B TIR MOT'YT BKJKOUYaATh, HaIpuUMep,
M3MeHEeHMI KOJMUeCTBa WJIM MHTepBaja IocjedoBaTesibHOCTelM IMalHa-—
DajlbTapHO, a TaKXe M3MeHeHMSA B CUTHAJLHOM IIOCJemoBaTeJIbHOCTH.
OnHUM ns3 criocoBoB [IOoJIydeHm d MY TaHTHEIX CUIT'HAJIbHEIX
IocJeIoBaTeJILHOCTEN 4ABJIAeTcsd IoJIydeHUe «BaHKa KOIOHOB» B HaualJe
Kooupyoimen [IoCJIenoBaTEeJIbHOCTH, KOTOPHM He U3MeHdeT
AMMHOKMCJIOTHYI IIOCJIeIOBaTEeJIbHOCTE CUTHAJBHOM II0CJHeloBaTeJIbHOCTHU
(To eCTb WM3MEeHeHMda MoJidaT) . 3TOTO0  MOXHO  IOOCTUI'HYTH IIyTeM
V3MeHeHMd TpeThbel HYKJIeOTHMIHOM IM[IO3UMUMM KaXIoT'o KOIOOHAa; KpoMe
TOT'O, HEKOTOPHE aMMHOKMCJIOTH, TaKMe KaK JeWlLUMH, CepMH U apIMHUH,
VMMeIT HEeCKOJIbKO IIE€PBHEX M BTOPHX IMIO3MUIMM, KOTOPHE MOTYT YCJIOXHUTH
co3maHMe OaHKa. OJOTOT MeTOn MyTareHesza IHOOPpOOHO oOIMcaH B Yansura
et al. (1992) METHODS: A Companion to Methods in Enzymol. 4:151-
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158.

B OODHOM BapMaHTe OCYIEeCTBJIeHMS HabOop BEKTOPOBR IOJyydawT C
ovanazoHoM cui TIR mid KaXIoI'o Haxonodmerocd B HeM LMCTpOHa. 3TOT
OTpaHMUeHHHY Habop obecrneumMBaeT CpaBHeHMe YPOBHEM BKCIPeCcCuu
KaxmoM LenM, a Takke BHXOOa XeJaeMuHx IIPOOYKTOB aHTUTEeJI IIpHu
Pa3aMyYHEIX KOMOMHaLMax cuijel TIR. Cuyel TIR MOXHO ONPemesiMTh IIYyTeM
KOJIMUECTBEHHOT'O OlpelelIeHNa YPOBHA DSBKCIPEeCCUM PelopTEepHOI'o I'eHa,
Kak Ionpo®Ho omnmcaHo Yy Simmons et al. IlaTenT CIIA N 5840523. Ha
OCHOBe CpaBHEHMA CUJIE TPAaHCJIALUMM BHOMPAKT XeJlaeMele oTheJibHEle TIR
oJs  OOBeIMHEeHMS B KOHCTPYKIUMAX BeKTOopa HSKCIPeCcCHMM  COIJIacHO
HaCTOAlleMy M300peTeHND.

[fpokapmMoOTUUEeCKMe KJIETKM—-X0O34eBa, [OOXOOdllrMe IJIS DKCIPeCcCuu
AHTHTeJI COIJIaCHO HacTofAmeMy M300peTeHMIO, BkJOUalT Archaebacteria

u Eubacteria, HallpryMep, I'paMOTpMlIaTeJIBHEIE WMIJIM TI'PDaMIIOJIOXUMTEJIbEHEIE

OpTaHU3MH . [IpyMepH  IMOJI€3HHX  OaKTepul  BrJoUalT Escherichia
(HamipuMep, E.coli), Bacilli (HanipuMep, B. subtilis),
Enterobacteria, Bume Pseudomonas (HanpuMep, P. aeruginosa),
Salmonella typhimurium, Serratia marcescans, Klebsiella,

Proteus, Shigella, Rhizobia, Vitreoscilla wam Paracoccus. B
OIIHOM BapuaHTe OCyIeCTBJIEHU A VICIIOJIb 3Y0T TpaMoOTpHUllaTeJIbHEe
KJIeTKM. B OIHOM BapMaHTe OCYIeCTBJeHMA KJIeTkM E.coll MCHOJIb3YyKT
B KauecTBe XO03feB MOJA HaCTOANEIO pPacKpHTMUA. [IpMMepH MITaMMOB
E.coli BrximouaoT mramMM W3110 (Bachmann, Cellular and Molecular
Biology, vol. 2 (Washington, DC: American Society for
Microbiology, 1987), cTp. 1190-1219; ATCC Deposit W 27325) um ero
IPOMBBOOHEE, BRJOUasgs mTamMM 33D3, wumMmenmuit reHoTun W3110 AfhuAd
(AtonA) ptr3 lac Ig lacL8 AompTA (nmpc—fepE) degP41l kanR (maTeHT
CIIA N 5639635). Takxe NOOXOOAT OPpyI'Me WTaMMbl M UX I[IPOU3BOINHEE,
TakMe kak E.coli 294 (ATCC 31,446), E.coli B, E.coliA 1776 (ATCC
31537) m E.coli RV308 (ATCC 31608). 2Tu OpMUMEepPH ABJATCHI CKopee
WIJIOCTPAaTUBHEMIM, UYeM OTpaHMuuBawmuMM. CIOCOOH KOHCTPYUPOBAHUS
IPOM3BOOHEIX Jodon nus BHIIEYTIOMAHY THIX BaxTepun, VIMERMUX
onpeneJIeHHEIEe TEeHOTUIIE, M3BEeCTHH B JaHHOM o06JacTM U OINMCAaHH,
HamnpuMep, B Bass et al., Proteins, 8: 309-314 (1990). OOGHUHO
HeoOxXOoOMMO BHOMpPAaTh HOIOXOoOAmue OaKTepuM, IpMHUMas BO BHUMaHUE
PEelIMUMPYEMOCTE pPeIlJIMKOHa B KJIeTKax 0OakTepuu. HamnpuMmep, BUIOH
E.coli, Serratia MJIIN Salmonella MOXHO nogxonamyM — o6pas30M
MCIOJIB30BaTE B KadeCcTBe XO3fAMHA, KOTHa NJsS »OOCTaBKM pPeIlJIMKOHAa
MCIIOJIE3YIT XOPOIIO M3BECTHBE ILJIa3MUOLE, TakKue Kak pBR322, pBR325,

PACYC177 wmmm pKN410. OOBUHO KJETKa-XO3AMH OOJDKHA CEeKpeTHUpOoBaTh
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MMHMMAJIbEHEIE KOJIMUEeCTBa IIPOTEeOJIMTUUECKUX (QepMeHTOB, M XeJlaTeJIbHO,
UTOORL B KJIETOUHYIO KYJbTYPY OBLIIN BKJIIOUEHE OOTIIOJIHUTEJIbL HElE
VHTUOUTOPH [IpOTeasH.

b) IlojgydyeHMe aHTHUTeJI

KileTkn—-xo349eBa TPaHCOOPMUPYIOT  OIMCAaHHEIMM  BHIIE BeKTOpaMu
DKCIpeCcCcUun u KYJIb TUBUPYIOT B OOBIUHEIX NIUTaTeJbHBIX cpemax,
MOIMOUMUMPOBAHHEX B 3aBUCHUMOCTM OT HeOOXOOVMMOCTM IOJId MHIOYKLUUN
[IPOMOTOPOB, BEIOOpPa TPaHCOOPMaHTORB W aMIJINOUK A LA TE€HOB,
KOOUPYRIMX XeJlaeMble IIOCJIeONOBaTeJIbHOCTH .

TpaHchopMallMsg O3HauaeT BBeldeHre [JIHK B [IpOKapUOTUUECKUM
X034MH TakuMm obpas3oMm, uTodOH OHK ©ObJla pelliMUMpyeMoM JmMdo B BUIe
BHEXPOMOCOMHOT'O BJIEMEHTa, JIMOo IOCPEenCcTBOM XPOMOCOMHOTO
MHTeTpaHTa. B 3aBUCHMOCTHU oT MCIIOJIb 3y eMOM KJIETKM—XO34AMHa
TpaHCchOPMALIMI BHIIOJHAKT C MCIOJBb30BaHMEM CTAHOAPTHHEX MEeTONORB,
NOOXOOAMMX OJISA TakKMxX KJIeTok. 00pafoTKy KaJbLUMeM C MCIOJIb30BaHuUeM
XJIOpUIOa KaJbUMdg OOBUHO UCHOJB3YIT IJd OaKTepuallbHEX KJIIETOK,
KOTOpPHE COOepXaT CyIleCTBeHHHe 0Oapbephl KJIeTOUHOM CTeHKM. B IOpyToM
MeTome TpaHchopMalluM MCIIOJIE 3YIOT IOJINS TUJIEHTJIMKOJIL / DMSO. Eme
OOHOM MCIIOJNBL3YyEeMOM MeTOIOUKOM SABJISeTCd BJeKTpollopalud.

[IpokapmoTUUECKUE KJIETKM, VCIIOJIbL 3y EMEIE oJisa [IOJIyUEeHU A
NOJIMIIENTHUIOOB  COIJIACHO  HacTodlleMy  M300peTeHU, BEHpAIMBAIT B
cpenmax, WM3BECTHHX B JaHHOM O0O6JAacTM TexXHMKM M [OOOXOOAMUX OJIg
KyJIb TUBMPOBaHMA BHOPAHHEX KJIIETOK—XO034eB. I[IpMMepH IIOOXOOAIUX Cpel
BRJIOUAT OyJboH Jlypusa (LB) IUJIOC HeOoOXOIMMEIE NMTATEJIbHEE ITO00aBKM.
B HeKOTOPHX BapMaHTax OCYIeCTBJIEHMI HOCUTEeJIE TakKXe COOEePXUT
CeJIEKTMBHEIM al'eHT, BHIOPAHHEM Ha OCHOBe KOHCTPYKINMM BeKToOpa
DKCIPEeCCUMr, OJAd CeJIeKTUBHOTO OO0ecClleueHMsa PpocTa I[IPOKaApMUMOTUUECKUX
KJIETOK, CoIepXallMx BeKTOp DKCIpeccumr. HamnpuMmep, B cpeny IoJjg
pocTa KJETOK, BKCIPeCCUPYIRIMUX TI'eH YCTOMUMBOCTU K aMIULIWIIJIMHY,
OOBAaBJIST aMIULMIIJIIVH .

[ToMMMO MCTOUHUKOB yTJlepona, asorTa u HEeOopTaHUUeCKOTO
dochara, TakXxe MOXHO BKJKOUATE JIOOHE HeoOXOoOMMEE OODABKM B
COOTBETCTRYKIMX KOHIEHTpaluMAxX ¢ BBeleHMeM OTIOeJIbHO WM B BUIe
cMecu Cc  Opyrou mofGaBKoOM  MIM  Ccpelow, TAaKOM Kak KOMILJIEKCHEI
MCTOUHUK asora. HeoB64a3aTelILHO KyJbTypalbHasd cpena MOXeT
comepXaThb OIMH WMJIM HeCKOJLKO BOCCTaHOBUTEJEM, BEIOPAHHEIX I3
TPYIIEL, cocToAmen "3 TJIyTaTUOoHa, UMCTEeVHa, uMcTaM1Ha,
TUOTJIMKOJJIaTa, OUTHUOBPUTPUTA UM OUTUOTPEeUTOJIa.

[IpokapmoTUUEeCKMe KJIETKM-X03feBa KYJbLTUBUPYIT IIPM DOOXONOAMNNX

TeMIleparTypax. B HEeKOTOPRIX BapMMaHTaxXx OCymeCTBIJIEHNMA IJIA pocTa
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E.coli TeMIlepaTypP.l BHPAWMBAaHMA HaxomAaATCHd B orarnasoHe oT
npubiausuresgsHo 20°C mo npubamsuresbHo 39°C; oT OpUOIM3UTEJIbBHO
25°C po mpubamsuresbHO 37°C; wam npubimsuTessHo 30°C. pH cpems
MOXeT OvBTh JiOOEM pH B OManasoHe OT OPpUOJIUM3UTEJBHO 5 IO
opubam3uTesJbHO 9, B 3aBUCHMMOCTM, TJIaBHEM oO0pa30M, OT OpIlaHM3Ma—
X034MHa. B oIpelejIeHHHX BapMaHTax ocymecTeBJeHus pH #nmus E.coli
cocTaBJgeT OT OpUOIM3UTEeNbHO 6,8 100 OpubamMsuTesbHO 7,4 wWiIn
npudbian3urejgsHo 7, 0.

Ecim B BeKTOpe BKCIPECCHUM COIJIACHO HacCTodAlleMy M300peTeH o
VCIOJb3YIT MHIYUMOENBLHEM IPOMOTOP, BKCOpeccun ©Oellka MHAOYLUUPYIT B
YCJIOBUAX, MNOOXOOANMX IJiS aKTMBaluM IIpoMOTOopa. B OIOHOM acIlleKkTe
HacTodmero u300peTeHUd OJS KOHTPOJA TPAaHCKPUIILUM IIOJIUIIENTHUIOB
MCIIOJIE3YIT HNpOMOTOPE. PhoA. COOTBETCTBEHHO, TpPaHCOOPMUPOBAHHEE
KJIETKM-X038eBa KYJIBETHUBUPYIOT B Cpele C OI'pPaHUUYeHHEM QocdaToM IJisd
VMHIOYKIMM. B HEKOTOPHX BapMaHTax OCYIMEeCTBJIEHUA U300peTeHUd Cpelon
C OT'paHMUeHHBEM OQochaToM gABJaseTcsa cpena C.R.A.P. (cM., Hamopumep,
Simmons et al., J. Immunol. Methods (2002), 263: 133-147). B
COOTBETCTBUU C VICIIOJIb 3y eMOM BEeKTOPHOM KOHCTPYKLUEN MOXHO
MCIIOJIE30BaTh MHOXECTBO IOPYIMX MHOYKTOPOEB, KOTOPHE U3BECTHH B
DaHHOM oOJacTH.

B OOHOM BapuaHTe OCYWeCTBJIEHNA BKCIIpeCCUPOBaHHEE
TIIOJIMIIENTUOE  COIJIaCHO HacTodmeMy  M300peTeHU CEeKpeTUpyRnT U
M3BJIEKAT M3 IIepUuIlJla3sMbl KJIEeTOK—X03fAeB. Jl3BjleueHue Oejika OOBYHO
BKJIOUAET pas3pyleHne MUKPOOPTaHM3Ma, Kak IpaBuUIIo, TaKMUMM
cpeICTBaMM, KaK OCMOTHMUECKMM Mok, oO0padoTKa YJIbLTPazBYKOM WK
ausuc. Ilocie pa3pyleHud KJISTOK KJIETOUHHM »nedpuc MM leJbe KJIeTKU
MOXHO yIaJIATh C I[IOMOIBI LeHTPUOYTUPOBaHUS WU OUIIbTpalur. BeJlku
MOXHO  OOIIOJIHUTEJIEHO  OUMIaTh, HallpuMep, c 1oMombk adduHHOM
XpoMaToIrpadum Ha cMoJie. AJIb TEPHaATMBHO, OeJIk1 MOXHO
TPaHCIOPTUPOBRATE B KyJbTYpPaJbHYI Cpely U BHIOEJATE B HeM. KieTku
MOXHO yIaJlIATh U3 KYyJbBTYPH, OpUUeM KyJIbTypPallbHENM CylepHaTaHT
OUIBETPYIT ¥ KOHUEHTPUPYIT NOJS »aJIbHeWmeM OUMCTKM [IOJIYUeHHEIX
DeJIKOB. SKCIIpeCCUPOBaHHEe [IOJIUIIE I TU OEL MOXHO OOIIOJIHUTEJIBHO
BHIOEJIATE UM UOEHTUOMUIMPOBATH C  MCIOJIE30BaHMeM  OOlMer3BeCTHEX
crmocofoOB, TakKMxX KaK B»3JIekTpodopes B IMIoJUaKpuaMuaHoM Teje (PAGE)
" aHaimn3 BecTepH-OJIOT.

B OOHOM acIllekTe HaCTOAWMEeIo M300peTeHMA IIoJIydeHMe aHTUTEJ B
OOJIBIIOM KOJIMUECTBE OCYWEeCTBJIAT C IIOMOWBI IIpoliecca OGepMeHTaluM.
Oiia [IOJIYYEeHU A PEKOMOMHAHTHEX BeJIKOB OOCTYIIHE pa3JIMyuHbEe

prHHOMB.CH.ITEI@HBIe Inpounenypu HepMO,HMT{eCKOTZ q_)epMeHTaLH/H/I C
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INOONUTKOM. [JIg KpyIOHOMacHmTaOHEX GepMeHTaluuM MMeeTCsS eMKOCTL IIO
MeHbmeM Mepe 1000 JMTPOB, a B HEeKOTOPHX BapMaHTaxX OCYmMeCTBJIeHUS
- or 1000 mo 100000 JgmurpoB. B »5TUX OQepMeHTepax MCIIOJIb3YIOT
JIOTIaCTHEEe MellaJIKM OJIS paclpemnesieHMsa KUCJIoOpoma U IIUTaTeJIbHHX
BelleCTB, OCOOeHHO IVIKKO3H. MesgkoMacmTabHad GepMeHTalMad OOBUHO
OTHOCUTCHA K oepMeHTalUuM B OdepMeHTepe, o00OBeMHas EMKOCTL KOTOPOTO
cocTaBJigeT  He BoJiee NPUOJIUBUTEJILHO 100 JUTPOB, U MOXET
BapbUPOBATE OT HOPUOIMIUTEBHO 1 JHMTpa Do OpubtiamusmuresbHo 100
JIUTPOB.

B 1mpouecce QepMeHTallMM MHIOYKLIMIO BSKcOpeccur O6eJika OOBYHO
VHUIIMUPYIT IIOCJIe TOTOo, KakK KJIeTkM ObUJIM BHpalleHH B [TOOXOISMNX
YCJIOBUAX OO KeJlaeMOM IIJIOTHOCTHM, Halpumep ODS50 npubianm3smUTesIbHO
180-220, Ha »TOoM cCcTaIuM KJETKM HaAxXOOATCHA B pPaHHEelM cCcTalMoHapHOM
daze. Kak mM3BeCTHO B IOaHHOM oBJacTM M OIMCAaHO  BHIIE, B
COOTBETCTBUU C VCIIOJIb 3y eMOM KOHCTPYKLUMEN BeKTOpa MOXHO
VCIIOJIE30BATE MHOXECTBO MWMHIYKTOPOB. [ MHOYKUIMM KJIETKM MOXHO
BHpAMMBATE B TeueHMe O00JiIee KOPOTKMX TIepuolob. OOBUYHO KJIETKU
VHOYLUPYIRT B TedeHMe OpubiamsuTesbHO 12-50 4YacoB, XOTSA MOXHO
VCIIOJIE30BaTE 0OoJiee IJIMTEJIEHOe MM 00JlIee KOPOTKOE BPEeMS MHIOYKIWUA.

UTOOH VYJYUYIMTH BBXOL IMNPOOYKUMM M KAadeCTBO IIOJIMIIEITUIOB
COTJIaCHO HacTodAleMy  M300peTeHUn, MOXHO M3MEeHATh pasJIMYHbEE
YCJIOBUA (epMeHTaluuM. HanpuMep, 4YTOOB YJIYyUlUTL [IPaBUIIBHYK COOPKY
M yKJIaOKy CeKpeTUPYEeMBIX I[IOJUIENITUOOR aHTUTeJ, IJSI COBMEeCTHOM
TpaHchopMalMyM IIPOKAPMOTHUUECKUX KJIETOK XO34MHa MOXHO MCIIOJIBE30BaTh
OOIIOJIHUTeJIbHEE BEKTOPEHL, CBEPXBKCIIpeccUpyme DeJIKM-allepPOHEl,
TakMe kKak Oeygku Dsb (DsbA, DsbB, DsbC, DsbD m mam DsbG) miam FkpA
(MenTUIWINPOJIMII LMC, TpaHC-M30Mepas3a C aKTMBHOCTBI MMallepoHa) .
Beuilo  moka3aHo, uyTOo  OeJIKM-MAallepPOHH  CIOCOOCTBYT  NIpaBUJIbEHOMY
CBOpPauYMBaHU u PacTBOPUMOCTU TeTepPOoJIOTUUHEIX BeJIkoB,
NIpOoOyLIMPYEMEIX B ©OaKTepMaJlIbHHX KJeTkax—xo3dgeBax. Chen et al.
(1999) J. Biol. Chem. 274:19601-19605; Georgiou et al., mnaTeHT
CIIA N 6083715; Georgiou et al., marenT CHA W 6027,888; Bothmann
and Pluckthun (2000) J. Biol. Chem. 275:17100-17105; Ramm and
Pluckthun (2000) J. Biol. Chem. 275:17106-17113; Arie et al.
(2001) Mol. Microbiol. 39:199-210.

UToOH MVUHVMU3UPOBATH [IPOTEOJIN 3 BKCIIPECCUPOBaAHHKBIX
TeTepPOJIOTUMUHEIX OeJIKOB (ocobeHHO Tex, KOTOPEE ABJISARTCA
[IPOTEOJINTUYECKM UYBCTBUTEJIbHEMHA) , OJIS HaCTOoAmeIro M300peTeHud
MOXHO MCIIOJIB30BaThk HEeKOTOpPHE MTaMME-X03deBa, MuMenre OeduUuT

IIPOTEOJIMTMNYECKIUX C_bepMeHTOB . HaanMep, MOXHO MOILM@MLH/IpOBaTb
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mTaMMBE — KJIEeTOK—X034eB IJIA OCYIEeCTRBJIeHMS TeHeTHUeCKOoM MyTaluu
(MyTaumui) B T'eHaxX, KOIOMPYKINIMX M3BeCTHHe OaKTepMallbHHE IIpOoTeasH,
Takme Kak IIpoTeasa I1II, OmpT, DegP, Tsp, nOporeaza I, IOpoTeasa
Mi, mpoTeasa V, mnpoTreaza VI UM UuX KOMOMHalUMM. HeKOTOpPHE MTaMMHB
E.coli ¢ pmeduumToM HNpoTeaszn OOCTYIIHE UM OINMCAaHH, HalpuMmep, B Joly
et al. (1998), &Bwmme; Georgiou et al., IlartenT CIIA N 5264365;
Georgiou et al., TlarenT CIIA N 5508192; Hara et al., Microbial
Drug Resistance, 2: 63-72 (1990).

B OOHOM BapMaHTe OCYIIEeCTRBJIEHU A B cucTeMme BKCIIPeCCUn
COTJIacHO HaCTOAMeMy n300peTeHnn B KauecTBe KJIETOK—XO35gEB
MCIOJb3YIT mTaMMel E.coli, VMennmMe  OedMUIMT [OPOTeOJIMTUUECKNUX
bepMeHTOB M TPaHCOOPMUPOBAHHHX ILJIa3MUIOaMM, CBEepPX3KCIpPeCCUPYRIMMA
OIOMH WM HECKOJIbBKO OeJIKOB-IAallepOHOB.

c) OuMCcTKa aHTUTEI

B OoOoHOM BapMaHTe OCYMeCTBJIeHMSa OeJIOK aHTuTeJa, IIOJYUEeHHEM B
HacTOAIEM OTIMCaHUM, OOIMOJIHUTEJIBLHO OUUIMAKT nJis OaJibHeWmmx
aHaJIM30B ¥ IPUMEHEHUS C LeJbl I[IOJIYUYEeHUS IIpernapaToB, KOTOPHE
ABJIAKTCA IIO0 CYMeCTBY I'OMOT'€HHBEMM. MOXHO MCIOJIE30BaAThH CTaHIapTHHE
CrioCcOoOB OUMCTKM OeJika, WM3BeCTHHEe B »OaHHOM ob6jJacTtu. Clemoyomue
NIpoLEenypH  ABJSAKRTCHA nprMepaMm IONOX O I AMMX IpoLenyp OUMCTKM :
dpakUMOHUPOBaAHME Ha MVMMYHOaQOMHHEIX WMJIM MOHOOOMEHHEIX KOJIOHKAaXxX,
ocaxleHMe 5BTaHoOJIOM, ofOpameHHO-pasorasa HPLC, xpoMaTorpadpma Ha
OVOKCHUIEe KPeMHMS WMJIM Ha KaTMOHOOOMEeHHOM CcMoJie, TakoM Kkak DEAE,
XpoMaTopoKycuporaHMe, SDS—-PAGE, ocaxieHMe CyJbdaToOM aMMOHUA U
Teb—QUIbTPalMsa C MCIOJb30BaHMEM, HalpuMep, Sephadex G-75.

B oOHOM acHnekTe moJjJg UMMYHOA(PUHHOM  OUMCTKM IIPOOYKTOB
AHTUTEJI COIJIaCHO HaCToAdmeMy M300peTeHMI MCIOJIbL3YyIT O0eJlIok A,
MMMOOMJIMBOBAHHLEI Ha TBeplo¥ daze. Bejlok A nOpelcTaBjsgeT cobon
BeJjiok kJeTouHOM cTeHkM 41 xIda u3 Staphylococcus aureas, KOTOPHM
CBA3HBAETCHA c BHICOKOM adOMHHOCTEIO C Fc—obisacTeo aHTUTEJ.
Lindmark et al. (1983) J. Immunol. Mer. 62: 1-13. TBepmaa o¢asa,
Ha KOTOpOW MMMOOMJIM3OBaH OeJlok A, MOXeT IIPeIOCTaBJIATL cobon
KOJIOHKY C TIIOBEPXHOCTBK M3 CTeKJa WIM JIMOKCHIa KPpeMHUS WU
CTEKJISHHYK KOJIOHKY C PeIryJIMpPpYyeMBIMM TIOpaMM  WMJIM  KOJIOHKY  C
KpeMHMEeBOM KMCJIOTOM. B HEeKOTOPHX BapMaHTax IIpMMeHeHMS KOJIOHKY
[IOKPHEBAKT TaKVMM  peareHTOoM, Kak TJIMIIEPUH, UyTOOH BO3MOXHO
IPeIOTBPaTUTh HECIeUUMPUUEeCKOoe MNPpUJIMIIaHMe 3al'PA3HAKMMX BEMeCTB.

B KauecTBe I[IepBOM CTaIMM OUMCTKM IIpelapaT, I[IOJYUEeHHHU U3
KyJIbTYPH  KJIETOK, KOTOPHEE  OIMCAaHH  BHIIE, MOXHO  HaHOCHUTB Ha

MMMO OMJIN30BaHHYIO TBEPOYID dasy DeJika A, YTOOEL oBecClrieumnTshb
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CredpmUUeCcKoe CBA3BBaHME MIPelNCTaBJgKnIero MHTepeCc aHTuUTeJa C
OeslkoM A. 3aTeM TBepOyl ¢pasy OPOMBRBAKT OJA YIaJIeHMA 3alpPA3HA0INX
BemecTB, He CBA3aHHEIX ClHeluudruueckM C TBepmol 6¢azoM. HakoHel, C
IIOMOMBID  BJIOMPOBaHMA M3  TBepOoM (a3 BHOSJAKT MHTepecyllee
AHTUTEJIO .

[lonydyeHMe aHTUTEJ C MUCIOJBBOBAHUEM SBYKAPUOTUUECKUX KJIIETOK—
XOBseB:

BexTop mOJIS MCIOJbL30OBAHUSA B BYKAPHMOTHMUECKOM KJIeTKe—XO3AMHE
OBBHUHO COOEPXUT OIOMH WMJIM HECKOJIBKO CJedyKRIIMX HeOoTPaHUUMBAKIIUX
KOMIIOHEHTOB: CUTHAJIBHYK IIOCJIeOOBaTeJIbHOCTL, MCTOUHMK pPellJIMKalluy,
OOVH  WJIM  HEeCKOJBKO  MapKepHHX TeHOB, SHXAHCEPHHM  DJIEMeHT,
IPOMOTOP M MOCJIemOBaATEJIbHOCTE 3aBepIieHUS TPaHCKPUIILWNA.

a) KOMIIOHEeHT CUTHAaJILHOM MIOCJIeOoBaTeJIbHOCTU

BexTop mOJ4 MCIOJL30BAHMA B BYKAPMOTHMUECKOM KJIeTKe—X034MHe
Takxe MOXeT CoOepXaTh CUTHAJLHYID II0CJedOoBaTeJIbHOCTL WMIM IOpYIon
IOJIUIIENITUI, MWMeKmMM CHeUMdrMUueCcKMM calT pacHerJeHusda Ha N-KoHIe
MHTepecyrimero 3peJIoTo DeJika WJIn NOJIUIIEenTHIA . Bri®paHHOM
TeTepoJIOTUUYHOM CUTHAaJILHOM NOCJIeDOBaTEJILHOCTE MOXeT OHITH
IOCJIeOORaATEJILHOCTE, KOTOPYK paclo3HaeT U obOpabaTeHRaeT (T.e.
pacmernjseT C I[IOMONbI CUTHAJBLHOM TIIelNTUOAa3H) KJIeTKa—-xX03AUuH. Ilpu
DKCIpeCcCUun KJIETOK MJIEKOIU T AKX OOCTYIIHE CUTHaJILHEE
[NOCJIeDOBATEJIbHOCTM MJIEKONUTAKIMX, a TakKXe BUPYCHEE CeKpeTOPHEE
JuIepH, HaIopuMep, JgD-curHajJ OIPpOoCToro Tephneca. [OHK 1njgga Taxkou
oBJlacTU-IIpedlleCTBeHHMKa JIMIUPYIT B paMKe CuMTeHBaHMA ¢ IOHK,
KOIUpYylIel aHTUTEJO.

b) Hauajo pemmMkaluu

OBBHUHO HOJIA DSKCIPEeCCUPYKIMX BeKTOPOB MIEKOIUTAKIUX WMCTOUHUK
perMKaluuMmM He TpebyeTrcda. HanpmMmep, #ucToUuHMK SV40 OOBHUHO MOXHO
MCIIOJIL30BATL TOJILKO IIOTOMY, UTO OH COIEPXUT PaHHUM IPOMOTOPR.

c) KomrioHeHT oTOOpa I'€HOB

BeKTOpH DBKCOpPecCHuM ¥ KIOHMPOBAHUA MOTYT COIepXaThk TeH

ceJieklurr, TaKXe Ha3HBaeMM CeJIEKTHMPYEMEIM MapKepOM. TUIIMUHBEIE T'EeHEL

CeJIeKIM KOOUPYT OeJIKM, KOTOpPHEe (a) nOpumamoT YCTOMUMBOCTL K
AHTUOMOTHKAM MIIU IpYyTVM TOKCHUHAaM, HalpuMep, AMIIMLIMIIIIVHY ,
HeOMMUMHY, MeTOTpeKCaTy MJIN TeTpaluuKJINHY , (b) IOIIOJIHAIT

AYKCOTPOOHEY IeduumT, I'Ie 2TO YMECTHO, WMJIM (C) IIOCTABJISOT BaXHHE
IMTATEJIbHEIE BEMEeCTBa, HEeIOCTYIIHHE B CJIOXHHEX Cpelax.

B omHOM IIpMMepe CcXeMel oTfOopa MCIOJL3YIT JIeKapCTBEHHOE
CpenCcTBO IJIS OCTAHOBKM POCTa KJIETKU-X03AMHa. Te KJIeTKU, KOTOpPHE

YCIIEIIHO Tpch@opMMpOBaHH IreTepPOoOJIOTMYHEM I'éHOM, IMIpOoOoyLIMpPYyRT
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BeJlok, OpUIaKIMMA YCTOMUMBOCTL K JIeKapcTBY, U, TakuM obpa3oM,
BLHIKMBAT B pexuMe oTdopa. B IpuMepax TaKoM IOMMHAHTHOM CeJIeKLUU
MCIIOJIE 3YI0T [pernapaTH HeOMMUIVH, MUKODeHOJIOBAA KMCJIOTa u
TUTPOMULIUH .

IpyrMM  HOpUMEepOM  [IOOXONANMX CeJIEKTHUPYEMEIX  MapKepoB njig
KJIETOK MJIEKOIMUT AKX ABJIAITCHA MapKeptl, KOTOpPHE IIO3BOJIAIT
UOeHTUOUUUPOBATE KJIETKM, CIOCOOHBEE IIOIJIOWATE HYKJIEMHOBYI KUCIIOTY
aHTUTeJla, Takyow Kak DHFR, TUMUIMHKMHAa3a, MeTaJJIoTMoOHemH-1I m —11,
MEeTaJIJIOTMOHEMHOBEE  T'eHHE IIPpMMaTOB, aoeHOo3MHIeaMMHasza, OPHUTHUH
Oexkapbokcuiaza M T.1.

Hanpuwmep, B HEKOTOPHX BapMaHTax OCYIIECTBJIEHN I KJIETKH,
TPaHCOOPMMPOBAHHEE CeJIEKTUPYEeMBIM TeHOM DHFR, CHaudaJa
UOEeHTUOUINPYIOT oyTeM  KYyJbLTUBUPOBAHUSI BCeX TPaHCOOPMaHTOB B
KyJIbTYypaJibHOM Cpene, KoTopad COmEepPXUT MeTOTpeKCcaT (Mtx),
KOHKYPEHTHEM aHTaTr'OHUCT DHFR. B HEeKOTOPHX BapMaHTax
OCYMeCTBJIEHMA MNOIOXOOAMeN KJIETKOM—-XO3AMHOM IIPM MCHOJb30BaHuM DHER
OVKOTO THIIa ABJAeTCA KJIeTouHad JMHUA GHMUHMKAa KUTalWCKOTO XOMSIKa
(CHO), meduumTHad 1o axkTuBHoCTM DHFR (Hanpmmep, ATCC CRL-9096).

AJIETEPHATUBHO, KJIETKM—X034deBa (ocobeHHO X034eBa OVMKOTO

THUIIa, KOTOPHEE ComepXaT DSHOOTeHHEM DHFR), TpaHCOOPMUPOBAHHEHE WJIM

COBMECTHO TPaHCOOPMUPOBAHHEE [IoCJIefOBaTEeJIbHOCT AMIA IHK,
KOIMPYIMMMHA aHTUTEJIO, OeJIoK DHFR OVKOTO TUIIa u oOpyTromn
CeJIeKTUPY eMEI Mapkep, Takom Kak aMUHOTJIMKO3UI—3 " -

bocdoTpaHchepaza (APH), MOXHO oOTOOpaTh IIYyTEM BHpPAalMBaHUA KJIETOK
B Ccpene, comepxamen CceJIeK TUBHHM areHT oJjis CeJIEKTUPYEMOT'O
Mapkepa, TakoTO KaK aMMHOIJIMKOSUIOHHEM  aHTUOMOTUK, HalnpuMep,
KaHaMMUIIMH, HeoMMIMH MM G418. Cm. IlaTeHT CIIA N 4965199. KieTku—
X03seBa MOTyT comepxaTk NSO, CHOK1l, CHOK1SV wmaM uX OPOM3BOIHHE,
BKJIOUAA KJETOUHEE JIMHUM, »OedUUMTHHE IO IJITaMMHCUMHTeTaze (GS).
CriocoBOe MCHOJB30BaHMA GS B KaueCTBe CeJIeKTHUPYEeMOT'O Mapkepa IJIg
KJIETOK MJIEKONMTAlIMX OIMCaHE B HaTeHTe CIIA N 5122464 m mnaTeHTe
CIIA N 5891693.

d) TpOMOTOPHHEI KOMIIOHEHT

BeKTOpPH 3ZKCIPECCUM M KIJIOHUMPOBaHMA OOBUHO COINEPXaT IIPOMOTOP,
KOTOPHM paclo3HaeTCcd OPITaHM3MOM—XO3AMHOM M (QYHKUMOHAaJILHO CBA3aH
C  HYKJIEMHOBOM  KMCJIOTOM, KOOUPpYyKIEe MHTEepecy MU  IOJUIelITUD
(HanmpyMep, aHTUTEJIO) . I[IpOMOTOPHEE IIOCJIENOBATEJEHOCTM M3BECTHE
oJiga B»yKapuoT. HampuMmep, TOIpaKTUUECKM BCE BYKaApMOTUUECKME T'eHH
mMenT AT-6orartywn obJacThk, PACIOJIOXEHHYID  IIPMMEPHO Ha 25-30

OCHOBaHUM rnepen CaIZTOM, roe HadlHaeTCHAd TOAHCKPUIILINA . prra,q
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IoCJIeIoOBaTeJIbHOCTEL, OOHapyXeHHas 3a /0-80 ocHOBaHMM »OO Hadaja
TPaHCKPUIILMY MHOTMX T'eHOB, IIpedcTaiBJaseT cobonm objacTs CNCAAT,
roe N MoOxeT OHBTH JIOOBIM HyKJIeOTMIOM. Ha 3'-kKOHILle OOJIBIIMHCTBA
DYKaAPMOTUUECKMX T'eHOB HaxoounTcsa rocJjienoBaTeJIbHOCTD AATAAA,
KOTOpasd MOXeT CJYXUTb CUTHaJIOM OJd JoOaBJIeHMsd IIoJiM A—-XBOCTa K
3'"-KOHLY KOIMPYKIEN IOCJeloBaTeJIbHOCTM. B oIpelelleHHBX BapMaHTax
OCYIWIECTBJIEHUA  JIOOyl WU BCe DT IIOCJIEeODOBATEJIbHOCTM  MOXHO
MIOOX O I ANMM obpasoMm BCTaBUThH B 2YKaApMOTUUECKUE BEKTOPEH
DKCIIPEeCCUN.

TpaHCKPUIILMEY M3 BeKTOPOB B KJIETKax—X03geBax MISKONIUTAMMX
YyIOpaBJISgKT, HaIpUMEpP, C IIOMOINBK IIPOMOTOPOB, IIOJYUEeHHEX M3 T'€HOMOB
BMPYCOB, TaKMX KakK BMPYC IIOJIMOMEI, BMPYC OCIHH I[ITUI, aleHOBUPYC
(Tako¥ Kak aIeHOBUpPYC 2), BMPYC OaOoMJIJIOMEL OHKa, BUPYC CapKOMH
OITUL, LUTOMETAJIOBUPYC, PETPOBUPYC, BUPYC TenaTuTa B ¥ BUPYC
0o0e3psaH 40 (SV40), wu3 I'eTepOJIOTMUYHEX IIPOMOTOPOB MIEKOIUTAKINX,
HalpuMep, "3 aKTMHOBOTO npoMoTopa VI VIMMYHOTUIOOYJIMHOBOTO
IpOMOTOpPa, W3 IIPOMOTOPOB TEIJIOBOT'O IOKa, IIPM YCJOBUM, UYTO TakKue
IIPOMOTOPH COBMECTHMME C CUCTEMaMM KIIETOK—XO35d€B.

PaHHMe M TIIO3OHME IIPOMOTOPHE BUpyca SV40 ynoOHO IoJiydaTh B
BUIOE PEeCTPUKIMOHHOTO OGparMeHTa SV40, KOTOPHM TakKXe COIOEPXMUT
BUPYCHEIM  MCTOUHMK  peluiMKauuu  SV40. HenocpeOCTBEHHHEN  PaHHUM
[IPOMOTOP UEeJIOBEUECKOT'O LUTOMeTalJIoBMpyCca YIOOOHO IIoJlydyaThk B BUIe
PECTPUKLMOHHOTO OJparMeHTa HindIII E. CucreMa mJjsa skcopeccum IJHK
Y XO34eB-MJIEeKONMTalMx C MCIOJBb30BaHMEM B KaueCTBe BeKToOpa
BUpyca ObuUbel [aOWUJIJIOMBEL PacKphTa B HaTeHTe CIA N 4419446,
MomomdmkalMsgs STOM CHCTEeMB OoIIMcaHa B IaTeHTe CIIA N 4601978. CwMm.
Takxe Reyes et al., Nature 297: 598-601 (1982), rme omnmMcaHa
skcnpeccusa kIHK B-uHTepdepoHa UeJloOBeKa B KJeTKax MBIM 101
yhopaBJIeHMEM IIPOMOTOpa THMMIOMHKMHAZH M3 BUpPYyCa IIPOCTOTO TI'eplieca.
AJILTepHaTUBHO, B KaudecTBe IIPOMOTOPa MOXHO MCIIOJL30BATL OJIMHHBIM
KOHIIeBOM IIOBTOP BMPyCa CapKoMel Payca.

e) KOMIIOHEeHT »HXaHCEPHOTO BJIeEMeHTa

TpaHckpunuuon ITHK, xoIupvyomel aHTHUTeJO COIJIaCHO HacToAleMy
M300pEeTEeHNI Y BHCIMX 3YKaApPMOT, YacTO YBeJUUUBAKT IIyTeM BCTaBKM B
BEKTOP SHXaHCepHOU [IOCJIEIOBATEJIBHOCTH . MuOTHE SHXAaHCEpPHHE

II0CJIEeOOBATEJIEHOCTHM B HacTodIlee BpeMA M3BEeCTHE nus I'eHOB

MJIEKOTIU T alomMX (nJ106uH, sJlacTasa, anLoOyMUH, o—beTompoTerH U
MHCYJIMH) . OIHako OOBUYHO MOXHO MCHOJIL30BaTh SHXAHCEpP U3 BUpyca
BYKapMOTUUECKOW  KJIeTKM. I[IpMMepH  BKJIOUAKT SHXaHcep SV40 Ha

yyacTKe IIO3OHEeTO Hauajla pelmrkKaluu (m.o. 100-270), DHXaHCepP
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PaHHeTro IIpoMOTOpa LMTOMETAaJIOBMPpYyCa UYeJIOBEeKa, DHXaHCep pPaHHETOo
[IpOMOTOpPa LMTOMETAJIOBMPYCA MHIIM, SHXAHCEep IIOJMOMEL Ha YydacTKe
[IO3IOHETO Hauajla pelUiMKalMM WM DHXaHCepPH aleHoBUpyca. CM. Takxe
Yaniv, Nature 297: 17-18 (1982), B KOTOPOM OIMCaHE DHXaHCepHHe
BJIEMEHTH IOJIS aKTHUBaUMM HDYKAPMOTUUECKMX IIPOMOTOPOB. JHXaHCEP
MOXHO BHpPe3aTh WM BCTpaMBaTb B BeKTop B mo3umumm 5S' wiam  3°
OTHOCUTEJILHO IIOCJeINOBATEJLHOCTY, KOIUPYKMEeM IIOJUIIeNTUd aHTuUTeJa,
HO, KaK IMPpaBMWJIO, OH HaxXOoIOMTCsS Ha caure 5' oT mnpomoTopa.

f) KOMIIOHEHT TepMMHAlMM TPaHCKPUILUNU

BeKTOpPH BSKCIOPECCHM, MCIOJb3yEeMEEe B 3YKAPUMOTUUECKUX KJIETKax—
X03seBax, TaKXe MOTYyT COoIepXaThk II0CJIeNOoBaATEJILHOCTM, HeOoOXOOUMEE
OJIS TepMMHALMM TPaHCKPUILUMKM M OJg cTrabuiauszauum MPHK. Takue
[IOCJIEOOBATEJILHOCTM OOHYUHO OOCTYNHH M3 5', a wmHorma u wu3 3',

HeTpaHCJUPYEeMExX ofJjlacTel D2YyKapUMOTUUeCKUX WMIM BUPYCHHEHX ITHK wmiInu

kIIHK. 31U obJacTu comepxartT HYKJIEOTULOHEE CeTrMEeHTH,
TPAHCKPUOUPOBAHHEE Kak NOoJIMaOeHUIUMPOBaHHEEe bparMeHTH B
HeTpaHcJaupyeMon uyactu  MPHK, Kooupyomem AHTUTEJIO . OOoHMM U3

[IOJIE3HEIX KOMIIOHEHTOB TepMMHAUMM TPaHCKPUIILUKM [ABJIgeTCda 00JIacThb
MNOJIMaOeHUIMPOBaHa OBHULEeTO TOopMOHa pocTa. CM. W094/11026 wm
BEKTOP DKCIPECCHM, PAaCKpPHTHM B HEM.

g) OTbop M TpaHCcOOpMaALMA KJIIETOK—-XO34eB

[lopxomdamme KJIETKU-XO03fAeBa OJ4 KIJIOHMPOBaHMA WM SKCIPeCCUU
IOIHK B BekTOpax COIJIaCHO HaCTOAlleMy M300peTeHMI BKJIIOUAT KJIIETKU
BHICIIMX DYyKapUOT, OIMCaHHBE B HaCTOAlleM ONMCaHMM, BKJIIOUAA KIETKU—
X034eBa I[IO3BOHOUHEHX. Pa3MHOXEHME KJIETOK I[IO3BOHOUHHX B KYJbType
(KyJIBTYpPEe TKaHM) CTajlo OOBUHOM MHOpolelypoM. IlpuMepaMmy I[IOJI€3HEBIX
JVHUM  KJIETOK—XO03SeB MIEKONUTalIKX ABJIATCA JMHUSA KJIeTok CV1
nouky oOes3sbsSHE, TpaHchopMupoBaHHadg SV40 (COS-7, ATCC CRL 1651);
sMOpMOHaJIbHaa JIMHUSA KJIEeTOK IIOUKM uYejloBeka (kJeTku 293 wmim 293,
CyOKJIOHMPOBAHHEE IJIS pPOoCTa B CYCIEeH3MOHHOM KyJbType, Graham et
al., J. Gen Virol. 36:59 (1977)); KJETKM IIOUEK IEeTeHHImelM XOoMIKa
(BHK, ATCC CCL 10); KJeTKM AUUYHUKA KUTalckoro xoMmsaka/—-DHFR (CHO,
Urlaub et al., Proc. Natl. Acad. Sci. USA 77:421c (1980));
kJeTku CeprToau wMemed (TM4, Mather, Biol. Reprod. 23:243-251
(1980)); wJeTKM [OUKM OOe3bsaHE (CV1 ATCC CCL 70); KJeTKM IIOYKU
adpMKaHCKOM 3eJleHOM MapTemKM (VERO-76, ATCC CRL-1587); KJIeTKHU
KapUMHOMH WIeVKM MaTkM udejioBeka (HELA, ATCC CCL 2); KJeTKM IOUeK
cobak (MDCK, ATCC CCL 34); kJeTKu IedeHM Kpec JimHMM buffalo (BRL
3A, ATCC CRL 1442); xJeTKM JIeTKMX UYeJjioBeka (W138, ATCC CCL 75);

KJIETKM TIleueHM UYeJjoBeka (Hep G2, HB 8065); onoyxoJjb MOJIOUHOMU
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XeJie3s Mpmm (MMT 060562, ATCC CCL51); wjetxkm TRI (Mather et al.,
Annals N.Y. Acad. Sci. 383: 44-68 (1982)); xmerkum MRC b5; KJIeTKU
FS4; xjerkum CHOK1l, xJeTkM waM Opom3BonHEe CHOK1ISV M JIMHMA KJIETOK
reraToMel yejioBeka (Hep G2).

KileTkn-xo34epa TpaHCOOPMUPYIOT  ONMCAHHEMM  BHIIE BeKTOpaMi
SKCIPECCUM WIIM KIJIOHMPOBAHMA OJA I[IOJIYYEHMA aHTUTEJ U KYJbTUBUPYIT
B OOBUHBIX NMUTATEJIBHEX Ccpenax, MOOUPUUMPOBAHHEIX B 3aBUCHMMOCTM OT
HeOoOXOOVMMOCTM IJIA MHIOYKLUMM I[IPOMOTOPOB, BHOOpa TPaHCOOPMaHTOB WJIK
aMIIMOMKaLMY T'eHOB, KOIOUPYIIMX XeJlaeMbe I[IOCJIENOBRaTEJIbHOCTH.

h) KyJbTUMBUpPOBaHME KJIIETOK—XO3dIEB

KileTkm—xo034eBa, VCIIOJIb 3y eMEBIe OJIA IIpooyumMpoBaHMA aAHTHTeJla

COTJIacHO HaCTOAlMeMy n300peTeHUD, MOXHO KyJIb TUBMPOBATH B
PasJIMUHEIX Ccpelax. g KyJbTUBUPOBaAHUA KJIETOK—XO349eB IIOOXOOAT
KOMMEPUECKNM OOCTYIIHHE CpemH, TakMe kak Ham's F10 (Sigma),

Minimal Essential Medium ((MEM), Sigma), RPMI-1640 (Sigma) u
cpema Mrja B MmMomubukauum Oyabbekko ((DMEM), Sigma). Kpome ToTO,
B KadecTee KYJIbTypalbHOM Cpensl 0JId KJIETOK—XO34eB MOXHO
VCIIOJIE30BaATE JOYyK Cpeny, OIMcaHHy® B Ham et al., Meth. Enz.
58:44 (1979), Barnes et al., Anal. Biochem. 102: 255 (1980),
naTeHTax CIIA NN 4767704; 4657866; 4927762; 4560655; wmmm 5122469;
WO 90/03430; WO 87/00195; wmium mnareduTe CIA Re. 30985. B Jjodyn u3
STUX Cpel IIpM HeOOXOOMMOCTM MOXHO IOINOJIHATHL TOPMOHH U/UIM OpyTHue
baxTopH pocTa (TakMe KakK MHCYJIMH, TpaHCcbeppUH WIM SIOMIOePMAaJibHEM

bakTop pocTa), CoJM (TakMe Kak XJIOPUIO HATPUA, KaJbluli, MaTHUM U

dbocohar), OybepH (TakmMe kak HEPES), HYKJIEO TUIOEL (TakMe  kKak
aoeHO3UH " TUMVIOVH) , AHTUOMOTUKHA (Takue KakK npernapar
GENTAMYCIN™) , MUKPOBJIEMEeHTE (cllpeneJsiseMEle KakK HeOopT'aHMUeCKHUe

coenmMHeHMsa, OOBUYHO MNPUCYTCTBYIIME B KOHEUHHX KOHILEHTpaluIx B
MMKPOMOJISPHOM IMAalla30He) M IUIOKO3Y WM SKBUBAJIEHTHHEIN MCTOUHUK
SHepTruMu. TakXe B COOTBETCTBYRMMX KOHLEHTPALMAX MOXHO BKJIOUATEH
JoBrle  Opyrue po®aBKM, KOTOPHE M3BECTHH ClelMajlMCTaM B OaHHOM
obylacTu. VYCJIOBMS KYJIBTUBMPOBAHMA, TaKMe Kak TeMiIeparypa, PH u
TOMy IIOHOOHOE, TaKMue, KaKue paHee IIPMMEHAJIM OJIS KJIEeTKU—-XO3SUHAE,
oTOOPAHHOM mOJIS DSKCIpeccur, ¥ OyIOyT OUeBMOHE IJIS CIeLUMaJucTa B
IOAaHHOM 00JIaCTM TEeXHMUKU.

i) OumcTka aHTHUTEeJ

[Ipy MCHOOJIL30BAHUM PEKOMOMHAHTHEX METOOMK AaHTUTEJIO MOXHO
IoJIyUyaTh BHYTPUKJIIETOUHO MJIM HEIOCPeIOCTBEHHO CeKpeTUMPOBaAThH B
cpeny. Ilpy BHYTPUKJIETOUHOM IIOJIYUEHUM aHTHTeJla Ha IIepBOM »Talle

bparMeHTH yacTHII, JIBo KJIETOK—X0O34€eB, JInBo JIM3UPOBaHHEE
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dparMeHTE, MOXHO YIOaJIdiTh, HalIpuUMep, C IIOMOINBK LIEHTPUQYTUPOBAHUSI
WY YJIbTPpaduibTpaluu. Korma aHTUTeJIO CeKpeTupylT B Ccpelny,
CyIlepHaTaHTH "3 TaKMX cucTeM BKCIPpEeCCUn MOXHO CHauaJia
KOHLEHTPUPOBATE C MCIOJBb30BaHMEM KOMMEPUECKU IOOCTYIIHOTO OUIILTPa
KOHLIeHTpauuu 0OeJika, HalpuMep, VIbTPadMIIL TPAIMOHHOM  YCTAaHOBKMU
Amicon mau Millipore Pellicon. B Jwbylo U3 BHIMEYIOMSAHYTHX CTaIui
MOXHO BKJIIOUMTH VHIVOUTOP npoTeasH, TakoM Kak PMSF, noJisd
MHITUOUPOBAHUSA TIIPOTeoJIM3a, a IOJg8 OpeloTBpalleHUsS pocTa CJYUYaMHBX
3arpA3HUTEJIe MOXHO BKJIOUUTL AHTUOMOTUKMA.

KoMmmosuummn aHTUTEJI, I[IOJIYUYeHHEX M3 KJIeTOK, MOXHO OUMIATh C
VICIIOJIL 30BaHMUEM, HalpuMep, TUOPOKCUJIAIIaATUTOBOM XpoMaToTrpadumn,
TeJib—2JiekTpodopesza, mOuaamusz3a MU addMHHOM xpoMaTorpadmu, IpUUeM
abdmHHag xXpoMaTorpadmsa [ABJIAeTCA YIOOOHEM MeTOIOM. I[IpUTOOHOCTH
fesika A B KauecTBe adpPMHHOTO JIMI'aHIOa 3SaBUCUT OT BMIa UM M30THUIIA
JOOTO Fc—-nomMeHa VMMYHOTJIOOYJIVMHA, KOTOPHM IPUCYTCTBYET B
aHTuTeJie. Bejok A MOXHO MCIOJIB30BaTh OJS OUUCTKM aHTUTE,
OCHOBA@HHHX Ha TSKeJHx Lenax vyl1, y2 uim y4 uyejobeka (Lindmark et
al., J. Immunol. Methods 62:1-13 (1983)). Bejylok G pekKOMeHOyeTCH
IOJIS BCeX MBIIMHEX M30TUIIOB U HOJId YeJjloBeueckoro Y3 (Guss et al.,
EMBO J. 5:15671575 (1986)). Marpuuel, K KOTOPOM IIpUCOedVHeH
abbMHHEIL JIMT'aHI, MoXeT OBTb arapo3a, HO IOOCTYINHH UM OpyITHue
MaTpPHULE. MexaHUUeCKM CTaOuJIBHEIE MaTpMUE, Takue KakK CTeKJIO C
KOHTPOJIMPYEMEIMU T[IOPaMU MJIM TIOJIUCTUPOJIOUBUHUIIOEH30JI, OO0eClleuMBakT
BoJiee BEICOKME CKOPOCTM IIOTOKa U 00Jlee KOPOTKOe BpeMa o00paboTKy,
yeM 5STO MOXeT OHTHL TOCTUITHYTO C araposor. Korma aHTUTEJIO
comepxuT noMeH CH3, @OJgsg OUMCTKM IIOOXOIOMT CMoJia Bakerbond ABX™
(J. T. Baker, Phillipsburg, N.J.). B B3BaBUCUMOCTM OT aHTHUTeJa,
KOTOpPOE HYXHO M3BJIeUb TaKXe OOCTYIHHE »OPpyI'Me MeTONOE OUMCTKU
Delika, TakMe Kak (QpakKuUMOHMPpOBaHMEe Ha MOHOOOMEHHOM  KOJIOHKE,
ocaxieHMre DTaHoJIoM, ofbpameHHO-dpaszoraga HPLC, xpoMaTorpadma Ha
cuMkaresie, XxpoMarorpadma Ha TrenapmHe SEPHAROSE™, xpoMaToTpadmd
Ha aHMOHOOOMEHHOM WJIM KaTHMOHOOOMEHHOW CMoJie (TakoM KakK KOJIOHKa C
IoJIMaclaparMHOBOM  KMCJIOTOM) , XpoMaTodpOoKyCHMpOBaHME, SDS-PAGE wu
ocaxneHure CyJibGaToM aMMOHUA .

[Tocye JBOM CcTamuu (CTamui) NOpelBapUTeJILHOW OUMCTKM CMecCh,
comepxXallyw IIpelCTaBJgprllee MHTepeC AHTUTEJIO n 3aTpPA3HARINE
BemecTBa, MOXHO TIIOOBEPTHYTL HaJIbHeNmelM ouMcTKe, Halpumep, C
IIOMOMELID XpoMaToTpadur C TITUIPOOOOHEM B3aMMOIEMCTBUMEeM IIPpM HU3KOM
PH ¢ wucHoJb30BaHMeM sJoupymero 6Oybdepa Opu pH $OpubIM3UTEJIBHO

2,5-4,5, BHIIOJIHAEeMOM IIPM HU3KMX KOHIEHTpalMAX COJM (HalpuMep, OT
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O mo 0,25 M coJum) .

B 1uejyioM, B IaHHOM O0OJacTM TexXHMKM XOPOMO WM3BECTHHE pPa3HHE
MEeTOIOMKM IIOJIyUeHMSI aHTUTeJI IOJIS MCIOJb30BaHMSA B MCCJIeIOBAaHMUSIX,
VICTIEITaHUAX u KJIMHUUECKOM IpUMeHeHUM B COOTBETCTBUU c
BHIIEONMCAHHEMM MeTOoIMKaMM M/MJIM KaK 9STO CuMTaeT IOOXOIIINMM
crieuMaJimcT B OaHHOM oBJjacTu TeXHUKNU oJis KOHKPETHOTO
INpenCcTaBJAKIeTO0 MHTEepeC aHTUTeJa.

[lonyueHne HeOYKOBMIMPOBAHHEX AaHTUTEJI

MBO@peTeHMe OTHOCHUTCA K criocobam IIOJIYyYeHMA AHTUTEeJI C

ITOHVXEHHOM CTelleHb OYKOBUIMPOBAHNUSA . Hamnpumep, CIIoCOOH,
paccMaTpMBaeMele B HACTOAMEM  JIOKYMEHTe, BKJIOU AT, HO Bes
oTpaHUuYeHU4d, VICIIOJIL 30BaHue KJIE TOUHHIX JIVHWN c neduirToM

byko3mInporaHuda OeJika (Hanpumep, kJjgeTok CHO Lecl3, kjgetoxk CHO c
HOKayTHHEM TeHOM ansda—-1, 6-dykosuaTpaHchepasH, KJIETOK,
cBepxzKkchnpeccupyommx (1, 4-N-aleTUITJIMKO3MUHMITPaHCchepasy 111 wu,
KpoMe TOI'O, CBEPXBKCIpecCUpyIMX P—MaHHO3MIOa3zy 11 ToJnbmkM M T.
Io.) n noOaBJIeHMe  aHaJoTra (aHaJIOTOB) byKO3H B Ccpeny IOJ4
KyJIb TUBMPOBAHUA KJIETOK, MCIOJb3YEMYK IJS IIOJydeHMa aHTuTesn. CM.
Ripka et al. Arch. Biochem. Biophys. 249: 533-545 (1986); 3asaBka
Ha naTedT CIIA N US 2003/0157108 Al, Presta, L; WO 2004/056312
Al; Yamane-Ohnuki et al. Biotech. Bioceng. 87: 614 (2004); wu
nmaTeHT CHA N 8574907. [OONOJIHMUTEJILHEE CIIOCOOEl CHMXEHMA COLepXaHMA
GyKO3H B aHTHUTEeJIaxX BKJIOUAKT TeXHOJOoIMK Glymaxx, OINMCaHHYKD B
OyOaMKaluMyM 3agBKM Ha nDaTedT CHIA N 2012/0214975. JIONOJIHUTEJILHEE
CIIOCOOEl CHWUXEHUSA COomepXaHMd OQYKOS3E B aHTUTeJlaX TakKXe BKJIIOUAlT
nodaBJjieHMe OOHOTO WMJIM HECKOJIbKUMX MHIUMOMTOPOB IUIMKO3MIOAZ3H B Cpeny
OJI9 KYJIBTUBUPOBAHUSA KJIETOK, MUCIOJNbB3YEeMyl IOJIS IIOJydeHUS aHTUTe.
MHTUMOUTOPE TJIMKO3MIA3H BKJIOUAKT Oo—IJIKKO3MIa3ly 1, o—ITJIKO3MIA3y
IT u o—MaHHO3MIOaszy 1. B HEeKOTOPHX BapMaHTax OCYIEeCTBJIEHUI
MHTUOUTOP TJVIMKO3UIOAS3HE IMPeOCTaBjigeT CcoOoM MHITUOMTOP Oo—MaHHO3MIAS3EH
I (HanopuMep, KUQYHEH3MH) .

B pamrkax M300peTeHMSI «KOPOBOe OQYKO3UIMPOBAHME» OTHOCUTCS K
noOaBJIeHMED  QYKOSH («DYKOBUIMPOBaHME ) K N-aleTUITJIIKO3aMIHY
(«G1cNAcC») Ha BOCCTaHaBJIMBaKIeM KoOHIle N-CBS3aHHOTO TIJIMKaHa.
Taxkxe, NIpencTaBJIEHE  aHTUTeJa, [IOJIYYEHHHE C TIIOMOMBK  TaKMX
CIIOCODOB, M MX KOMIIO3ULIUNA .

B HEeKOTOpPHX BapMaHTax OCYIEeCTBJIEHMSI OQYKO3MIMPOBAHME CJIOXHEBIX
N-TJIMKO3UO-CBA3AHHHX CaXapHBEX lleley, CBA3aHHHX ¢ Fc-objlacTbio
(MM  IOOMEHOM) , CHMXaeTcd. B paMrkax u300peTeHUsa «CJoxHad N-—

IJIMKOSMIO—CBA3aHHaA CaXapHaAd LOellb>» OOBHUHO CBA3aHa C acCllapal'MMHOM
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297 (B COOTBETCTBMM C HOMEpPOM coIJlacHo Kabat), xorTda cijoxHasa N-
TJIMKO3UIO—CBA3aHHasad caxapHasd ILelbk TaKXe MOXeT OvTb CBS3aHa C
OIpyIT'MMA ocTaTKaMu acriaparmHa. «CJIOXHa A N-TUIMKO3MIOCBA3aHHasd
caxapHasd Uelb» MCKJIUaeT CaxXxapHYI Lellb C BHCOKMM COIepXaHUueM
MaHHO3HI, B KOTOpPOM Ha HeBOCCTaHaBJIMBaKIleM KOHIIe KOPOBOM
CTPYKTYPH COIEPXMTCS TOJBKO MaHHOZa, HO BKJIOUYaeT 1) KOMIJIEKCHBI
THUII, B KOTOPOM HEeBOCCTaHaBJIMBaKIMas KOHIEeBas CTOpOHa KOPOBOM
CTPYKTYPEH uMeeT OOHY WIIN HEeCKOJIbLKO BeTBeM rajlakTo30—-N-
aleTUIJITJIIOKO 3aM/Ha (Takxe Has3bBaeMOI'O «gal-GlcNAc»), a
HeBOCCTaHaBJMBaKMmasad KOHIIeRBasd CcTopoHa Gal-GlcNAc Heobsa3aTeJIbHO
COOEepPXUT CHMAJIOBYK KMCJIOTY, IeJIomyl I[IonoJaM N—-alle TMJITJIIKO3aMUH .
o T.m.; WM 2) TUOPUOHBENM TUII, B KOTOPOM HeBOCCTaHAaBJIMBAWIA S
KOHIleBasgd CTOPOHAa KOPOBOM CTPYKTYPH MMeeT o0e BEeTBM CaxXapHOM lelu
C BHCOKMM COIOepXaHMeM MaHHOBHE, CBA3aHHOM ¢ N-TJUIMKO3MIOM, U
CJIOXKHYK CaxXapHy®l Ielb, CBA3aHHY® C N-TJIMKO3UIOM.

[0258] B HeKOTOpPHX BapMuaHTax OCYUeCTBJIEHUS «CJIoXxHad N-—
TJIMKO3UICBA3aHHAasaA caxapHas Ielb» OTHOCUTCH K CJOXHOMY TUITY, B
KOTOPOM HeBOCCTaHaBJMBAaKIAaA KOHIIeBas CTOPOHA KOPOBOM CTPYKTYPH
MeeT HOJIb, OIOHY VI HECKOJIBKO BeTBen TajlakTo30—N-—
aleTUIITJIKO 3aMHa (Takxe YIIOMHMHAaeTC A Kak «gal—-GlcNAcy»), a
HEeBOCCTaHaBJIMBaKIlasd KOHIeBasd CTOpoHa Gal-GlcNAc, HeoO43aTeJIbHO,
OOIIOJIHUTEJIBHO MMeeT Takyw CTPYKTYPY, KakK cuajioBasd KUCJIOTa,
nejsamasa N—alle TMIITJIIOKO3aMMH IIOIIoJiaM, WJIM TOMy I[IOOOBOHOe.

CorJjtacHO npelcTaBJIEHHEM criocobam OBBIUHO TOJIBKO

He3HauMTeJIbHOE KOJIMUEeCTBO (QYKO3H BBOOAT B CJOXHYI CBA3aHHYH C N-—

TJIMKO3MIOOM CcaxapHyl lLenb (Lenmu). Hanopumep, B pasHHX BapMaHTax
OCVyIeCcTBJIEHUS MeHee yeM NpUbIN3UTEJIBEHO c0%, MeHee yeM

npubausuresbHO 50%, MeHee dWeM npubiamsurelssHO 40%, MeHee uUeM
npubausuresibHO 30%, MeHee dWeM NpubiamzuTelbHO 20%, MeHee uUeM
OpubImu3uTeJJsHO 15%, MeHee dWeM NpubimzuTelssbHO 10%, MeHee ueM
OpUOJIU3UTEJIEHO 5% WM MeHee UeM NpUOIMBUTEJIBEHO 1% aHTuUTella MUMeeT
KOpOoBOe OQYKO3ZUIMPOBaHMe (yKO30M B  KOMIO3UIUU. B  HeKOTOpPHX
BapuaHTax OCYyINeCTBJIEHNSa I[I0 CyWlleCTBY HM OOHO (T.e. MeHee UeM
npubian3nuTedbHo 0,5%) aHTUTENO He MMeeT KOPOBOTO OQOYKO3UMIMPOBAHUSA
dyKO30M B KOMIIO3UIMM. B HEKOTOPHX BapMaHTax OCYMeCTBJIEHUS OOJIblle
ueM nOpubiamsmuresbHo 40%, ©OoJbme uYyeM nOpubiam3uTenbHo 50%, OoJbme
ueM nOpubamsmresibHO 60%, OoJble uYyeM Opubiam3uTesabHo 70%, OoJble
ueM nOpubamsmresibHo 80%, OoJblle uYeM Opubiam3uTesabHo 90%, OoJble
ueM nOpubiamsmresbHO 91%, ©OoJblle uYeM OPUOIM3UTEJIBHO 92%, OoJblle

ueM NOpubiamsmTesibHO 93%, OoJblle uYeM OpUOIM3UTesbHO 94%, OoJblle
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ueM NOpubiamsmTesibHO 95%, OoJblle uYyeM OpUOIM3UTEJBHO 96%, OoJble
ueM NOpUOIM3UTeJIbHO 97%, ©OoJiblle YeM NPpUOIM3UTEeNIbHO 98% mim OoJibllie
yeM OPpUOIM3UTENEHO 99% aHTUTel He QYyKO3UIMPOBAHO B KOMIIO3ULUM.

B HeKOTOpPHX BapMaHTaxX OCYWeCTBJIeHMSA B HacCTOoAlleM OIMCaHUU
IpeICTaBJIEHO aHTHUTEJIO B KOTOPOM IIO CYWeCTBY HM OOHa (T.e. MeHee
yeM HOpubjausmuressHO 0,5%) cBaz3aHHasa C N-ITJIMKO3MIOOM yIJleBOIHAasd
llellb He COHOepXUT (OYKO3HHEIM OCTaTOK. B HeKOTOPHX BapuaHTax
OCyleCcTBJIEHUMS B HaCTOAmeM OIMCaHuM [OpelcTaBJIEHO aHTUTeJo, B
KOTOPOM IIO MeHbIIeM Mepe OIOHa WJIM »OBe TIXeJHe LelM aHTUTeJa He
GYKOSMIIMPOBAHH .

Kaxk OIIMCAaHO BHIIE, s BKCIIPEeCcCUn aHTUTEeJa MOXHO
MCIOJIbL30BaTE pas3HBle BEeKTOPHHEE CHUCTEMH DKCIOPEeCcCCHMM B XO3AKHEe-
MJIEKOTIMTAaKmMeM. B HeKOTOPHX BapMaHTaxX OCymeCTBJIeHUS OUTaTeJIbHas
cpela He COOepXUT O(yKO3H. B HEeKOTOPHX BapMaHTax OCYMeCTBJIEHUS K
KyJbTYpaJbHOM cCpene IOoOaBRJag0T 520OeKTUMBHOE KOJIMUECTBO aHajoTra
dyxo3E. B 53TOM KOHTEKCTe «20PeKTUMBHOE KOJMUECTBO» OTHOCUTCH K
KOJIMUECTBY aHaJjioTa, KOTopoe ABJAETCS HOOCTATOUHHM MJIS YyMeHLIeHUS
comepXaHusa OGYyKO3H B CJOXHOM N-TJIMKO3MICBA3aHHOM CaxXapHOW Lelu
aHTUTEeJIa IO MeHBbIel Mepe Npubau3uTesbHO Ha 10%, IO MeHBIEW Mepe
OpubamM3uTesIbHO Ha 20%, OpM IO MeHbBIell Mepe NOpUOIM3UTEJIBEHO Ha
30%, 1O MeHbIIeM Mepe NOPUOIM3UTEJIEHO Ha 40% MM IO MeHBIIeN Mepe
OpubaIM3nUTeJIbHO Ha 50%. B  HEeKOTOPHX BapMaHTax OCyMeCTBJIeHUMA
aHTUTeJla, IoJiydaeMble C IIOMOMBI HaCTOAMMX CIOCOOO0B, BKJIIOYAKT II0
MeHbIIeV Mepe OpubiauauTesbHO 10%, IO MeHblleM Mepe NPUOIM3UTENLHO
20%, 1o MeHbImEM Mepe OpubiausuTeabHo 30%, IO MeHbBIIeM Mepe
npubams3nurenabHo 40% wmiaM 1[I0 MeHbmeM Mepe OpubiamsuresbHo 5098
HEKOPOBOTO (QYKOBMIMPOBaAHHOTO OeJiIka (HaopuMep, C OTCYTCTBYKIMM
KOPOBEIM O(YyKO3UIMPOBAHMEM) IO CPaBHEHUI C aHTUTeJaMM, I[I0JIydaeMBMU
U3 KJIEeTOK—-X035eB, KYJbTUBUPYEMHX B OTCYTCTBME aHaJioTa QyKO3H.

ConepxaHue (HanpuMmep, COOTHOIIEHNE) CaxapHEBX nemne, B
KOTOPHIX bykoza He CBA3aHa c N-alle TUJITJIKO 3aM/UHOM Ha
BOCCTaHaBJIMBaKMeM KOHIE CaxXapHOW I1enM, II0 CPaBHEHMI C CaxXapHHMU

eliaMi1, B KOTOPEIX dyrosza CBA3aHa C N-aleTHUJIIUIIOKO3aMVHOM  Ha

BOCCTaHaBJIMBAKIEM KOHIIE caxapHoM LHenm MOXHO OIpeneJIuTh,
HanpuMep, Kak oIMcaHo B IlpuMepax. OpyI'mMe MeTOOH  BKJIOUAT
TUAPAa3UHOJINUS WU pacmerJjeHue bepmeHTaMM (cMm., HaIlpUMep,

«Biochemical Experimentation Methods 23: Method for Studying
Glycoprotein Sugar Chain (Japan Scientific Societies Press),
edited by Reiko Takahashi (1989)), &IyopecCleHTHY MapKUPOBKY WMJIU

MapKMPOBKY PpPaOMOM30TOIIOM BEHCBOOOXIAEeMOM caxapHOM Lielyr, a 3aTeM
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OTHeJIeHMe MeUeHOM caxapHOoM LielM C TIOoMOmbK XpoMaToTrpadum. Kpowme
TOT'O, COCTaBH BHCBOOOXIAEMHX CaxXapHHX Lelel MOXHO OIpeIellUTh
oyTeM aHajMs3a Lenen MeTonmoM HPAEC-PAD (cM., HanpuMmep, J. Lig
Chromatogr. 6:1557 (1983)). (Cm. B uejoM OyoOJuMKalMio I[IaTEeHTHOU
zasaBku CHA N 2004/0110282.).

ITI. KoMriosuLmm

B HEeKOTOPEIX acrexKTax n3obpeTeHNre Takxe OTHOCUTCHA K
KOMIIOBULMAM (HalpuMep, oGapMaleBTUMUEeCKUM KOMIIO3MUMAM) , COOepXallyM
Joboe M3 aHTUTel kK Siglec—8, oOOMCaHHEX B HaCTOAMEM OIMCAaHUU
(HanpuMmep, AHTUTEJIO, KOTOpOe CBSA3EBaETCH C Siglec-8). B
HeKOTOPEIX acrekTax n3obpeTeHNrEe OTHOCUTCHA K KOMIIO 3ULINN,
comepXamey aHTUTeJIO kK Siglec—8, onmMcaHHOe B HacCTOAmeM OINMCaHUM,
opuyeM aHTUTEJIO COomepXuT Fc—o6jacTk U CBA3aHHBeEe C N-ITUIMKO3UIOM
yIJIeBOOHEIE L€V, CBsA3aHHHe C Fc-ofJjlacThi, [IpUUYeM MeHee UeM
OpubamM3nuTesbHO 50% CBA3aHHEX ¢ N-TUIMKO3MIOOM YIJIEBOOHHEX lleleln
comepXaT OCTaTOK (QyKO3bl. B HeKOTOPHX BapMaHTaxX OCYyWeCTBJIeHUM
aHTUTEJIO COOEPXUT Fc—obmacTse n CBs3aHHEe C N—-TJIMKO3MIOIOM
yIJIeBOOHEIE L€, CBA3aHHHe C Fc-ofJjlacThi, [IpUUYeM MeHee UYeM
npubiams3nuTeasHo 45%, npubiamsuresbHo 40%, OpubIN3UTEIBLHO  35%,

OpubIU3nUTeJJbHO 30%, OpUOIU3UTEJIEHO 25%, NpubimMs3uTelibHO 20% WM

npudbIMU3UTeJILEHO 15% N-TJIMKO3UI—CBI3aHHEIX YTJIeBOIHEBIX uernem
comepXaT OCTaTOK (QYyKO3H. B HeKOTOPHX acleKTax u300peTeHHue
OTHOCUTCSH K KOMIIO 3L, comepxamemn aHTUTEJIO K Siglec-8,

OIMCaHHOe B HaCTodlleM OIMCaHMM, I[IpUYeM aHTUTeJIO comepxur Fc-
o0JlaCTb M CBfA3aHHHEe C N-IJIMKO3MIOM YIJIEBOLOHEE L€, CBA3aHHEE C
Fc-obmacTeio, OpuUueM IO CYMeCcTBY HM OIHa M3 CBA3aAHHHX C N-
TJIMKOBUIOM YTJIEBOIHHX Illellel He COOepXUT OCTaTOK QYyKOSBH.
TepalleBTUUECKME TOTOBHE (QOPMH TOTOBAT IJS XpaHeHMd OyTeM
CMemMBaHMA aKTMBHOTO MHIpPeIMeHTa, UMeKIero XeJlaeMyl CTelleHb
YMCTOTH, c HeoBOA:3aTeJIbHEMU bapMalleBTHUUECKU IpYeMIIeMBEIMI
HOCHUTEJIAMHA, BCIIOMOTATEJILHEMY  CPpeACTBaMM MM  CTaduiIr3aTopaMu
(Remington: The Science and Practice of Pharmacy, 20th Ed.,
Lippincott Williams & Wiklins, Pub., Gennaro Ed., Philadelphia,
PA. 2000). IlpumemyieMEle HOCHUTEJIM, HSKCUUIMEHTH WX CTabMUIM3aTOPEL
ABJIATCHA HETOKCHUYHHEMMU OJIS PEUUMIMEHTOB B MCIOJL3YEMHX IO3UPOBKAX
M KOHUEeHTpaluax U coIepxaT Oybept, AHTUMOKCUIAHTH, BKJIOUA S
ACKOPOMHOBYK KUCJIOTY, METHMOHMH, BUTaMMH E, MeTa®uUCyJIbdUT HaTPUL;
KOHCEPBAaHTH, M30TOHUKH, CTabuamM3aTopH, KOMILJIEKCH MeTaJJIOB
(HanpuMep, KOMIUIEKCH Zn—0eJIoK); XxejlaTooOpasywlyue al'€eHTH, TakKue

kak EDTA /MM HEeMOHHHE IIOBEPXHOCTHO—-aKTMBHEIE BelleCTBAa.
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IOiis KOHTPOJIA PH B ovarnasoHe, KOTOPEI ONTUM/BUPRYET
TepaleBTUUYECKY 2bbeKTUBHOCTE, 0COBeHHO ecJu CTabUIILHOCTDL
3aBUCKUT or PH  MOXHO MCIIOJIbL 30BATh BydepH. Bybeps  MOTYT

IIpnMcCyTCTBOBATB B KOHLEHTPpallMAX oT HpM@J’[MBMTeJ‘[bHO 50 MM O
IPpUOIIUBUTEJIEHO 250 MM. Nooxomdamme OydbepHEe cpencTrBa oJis
MCIIOJIb30BaHMA B HaCTOAMeM M300peTeHMM BKJOYAlT KaK oplaHUuecKue,
Tak ¥ HeopTlaHM4YeCKMe KUCJOTH UM MX CcoJdu. Hanopumep, ULuUTpaT,
bochaT, cykuUMHaAT, TapTpaT, OyMapaT, IJIOKOHAT, oKcajlaT, JaKTaT,
alleraT. Kpome Toro, ©OydepH MOI'YT COCTOSTHL M3 COJeM I'MCTHUIVHAa U

TprMMeTMIJIaMMHa, TaKMX Kak Tris.

s IpenoTBpaleHm S pocTa MUKPOOOB MOXHO noBaBJIATH
KOHCEepPBaHTH, KOTOpPHIE OBBUHO IPUCYTCTBYIOT B omaras3oHe
npudansnureb-Ho oT 0,2% mo 1,0% (M/0). Momxomdmpye KOHCEPBAHTH IJIA
MCIIOJIL30BaHUS COoTJIacHO HaCcToAmeMy n300peTeHN o BKJIIOUAT

OKTalIelIVMIOIUMe TUIIOEH3UII  XJIOPUI  aMMOHWMS; XJjopun  T'eKCcaMeTOHUS;
TaJloTeHuns OeH3aJIKOHMSA (HalpuMep, XJIOopul, OpoMMa, WOIUI), XJIOPWUI
BeHzeTOHUS; THMepocalJ, GeHoJ, OYTUJIOBHY WM OeH3WJIOBHEM CIWPT;
ankuinapad®eHs, TakuMe Kak MeTWuJI WIM [OponuwinapadeH; KaTexoJi;
Pe30OpPLUMH; LUUKIIOTEeKCaHOJ, 3-TeHTaHOJ U M-Kpes3oJl.

YrToOH PperyIMpoBaTh WJIM MIOINEPXUBATL TOHUUYHOCTEL KUIKOCTU B
KOMIIO3ULIUM, MOTYT IMIPUCYTCTBOBATEL PEeTryJATOPH TOHUYHOCTM, MHOTIA
M3BECTHHE KakK «CTaduiau3aToph». IIpM MUCIOJL30BaAHUM C  OOJILIMMU

3apAXeHHEBEIMI OMoMOJIEKYJIaMM, TaKMMM Kak OeJIKM M aHTuUTeJla, MX 4YacTo

Ha3SHBaKT <<CTa6MJ'IM3aTOpaM.T/I>>, IIOTOMY UTo OHM MOTYT
B3aMMOIEeVCTBOBATEL C 3apAXeHHEIMIA rpylrirnamMm ODOKOBEIX nernem
aMVMHOKMCJIIOT, TeM CaMBEIM YMeHEBIIa A IIOoTeHIIMalJl IOJIdg MeX— u

BHYTPUMOJIEKYJISPHEX B3aMMOIEMCTBUM. PelyJISTOPE TOHMUYHOCTHM MOTYT
IPUCYTCTBOBaATE B JIKOOM KoOJUUeCTBe OT Opubiam3uredsHo 0,1% 1o
OpubInu3uTeJJbtHO  25% 1o Macce WM OT HOpubjiusurelibtHO 1 1o
OpubIM3UTEIBEHO 5% @O0 Macce C YYeTOM OTHOCHUTEJBHEX KOJUUECTB
OIpYTUX VHTPEeOVNEeHTORB. B HEeKOTOPEIX BapMaHTax OCYIEeCTBJIEHN A
PETYJIATOPE TOHMYHOCTM BKJKUYAKT MHOT'OATOMHEE CaxXapHBEEe CIUPTH,
TpexaTOMHEIE WJM BHCHMe caxapHbe CIMPTH, TaKue Kak IJIMIepUH,
SPUTPUT, apaduT, KCUIUT, COpOUT M MaHHUT.

IOMOJIHUTEJIBHEE SKCHUINIMEHTH BKJIOUAKLT CPelCTBa, KOTOPHE MOTYT
CIYXMUTEL B KaudecTBe OIODHOTO WMJIM HeCKOJIbKMX U3 CcJelyilero: (1)
HalloOJIHUTEeJIN, (2) ycuamuTedIM pPacTBOPMMOCTH, (3) cCcTabuamMs3aTopH U
(4) m cpencrra, I[IpeloTBpallapllMe NeHATypalMio MM aOl'e3MK K CTeHKe
KOHTelVHepa. Takue SKCUMIMEHTH BKJIOUALT: MHOTOATOMHEE CaxapHHEe

CIIMPTEI (nepeqmcneHHbIe BHOIE) ; AMMHORKMCIIOTEI, TaKure Kak aJlaHVH,
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TJIMLMH, TJIYTaMWH, aclapalMH, TIUCTUIVWH, apIMHWH, JM3MH, OPHUTHUH,
JemumnH, 2-peHwWJajJlaHMH, TJIyTaMMHOBas KMCJOTa, TPEeOHMH M T..nO;
OpraHMUeCcKHMe caxapa WIM CcaxXapHBe CIWUPTH, TaKue KaK caxaposa,
JakTo3a, JaKTuT, Tperajio3a, CTaxuosa, MaHHO3a, copbo3a, KCUIIO3a,
pubosza, pubUT, MUOMHUBUTOSZa, MMOMHMI3UT, TajJlakTo3a, ITaJlakKTUT,
TJIMLIEPUH, LUUKJINTOJIEL (HanpuMep, MHOBUTOJ) , [IOJIUD TUJIEHTJIMKOJIb ;
cepocomepXxallie BOCCTaHaBJMBaKIMe CpencTea, TakMe KaK MOUeBMHaE,
TJIyTaTMOH, TMOKTOBas KMUCJIOTa, THUOIJIMKOJAT HaATpPUa, TUOIJIMIIEPUH,
X—MOHOTHOTJIMIIEPVH M THUOCYJBEDAT HATPUA; HMIKOMOJIEKYJIAPHEE OeJIKH,
TakMe KakK UeJIOBEUECKMM CHBOPOTOUHHIM aJlbOyMMH, OHUMM CHBOPOTOUHEIM
aJbLOyMMUH, XeJIaTMH MWIM  JIpyT'Me  MMMYyHOTJIOOYJIMHEL; TUOPOPUIIE HEIE
[IOJIMMEPE], TakMe KaK [MOJUMBUHMIIIIMPPOJIMIOOH; MOHOCAaXapMuIOH (HalpMMep,
KCUJIO34a, MaHHO3a, bpykTO34a, TJIKO3a ; OMCaxapuab (HanpuMep,
JakTo3a, MaJlbTo3a, caxapo3a); TpucaxapuIe, TaKue KaK padrHo3a; U
IoJiMcaxapmuie, TaKKe KaK INeKCTPMH MM OeKCTPaH.

MoryT NIPUCYTCTBOBATE HEMOHHHE [TIOBEPXHOCTHO—aKTMBHHE
BeMeCcTBa WM HETEPTeHTH (Taxkkxe M3BECTHBEE KakK «CMauMBawlme
CpencTBa»), 4YTOOB IIOMOYL PAaACTBOPATE TepaleBTUMUECKOe CPelCcTBO, a
Takxe B3allMTUTL TepaleBTHUUeCcKUy OeJIoK OoT arperaluy, BH3BaHHOMU
B30aJITEIBAHMEM, UYTO TaKXe IIO3BOJISEeT IIOOBepraThk IOTOBYKL O(QOpMy
BOBIEVCTBUIIO MIOBEPXHOCTHOT'O HalpSXeHU S coBuUra, He BEI3HIBA S
OeHaTypaluM aKTMBHOI'O TepalleBTUUeCcKoro 0OeJjika WM  aHTUTeJa.
HelMOHHBIE TIOBEPXHOCTHO—AKTMBHEE BelleCTBa [IPUCYTCTBYIOT B OMala30He
or npubiusuTresbHo 0,05 mo npubiamsurenbHo 1,0 MI/MI MM OT
npudnmsuresbHo 0,07 npo npubmusmuresbHo 0,2 Mr/mia. B  HEKOTOPHX
BapMaHTax OCYIMEeCTRBJIEHMS HeUMOHHBEEe I[IOBEePXHOCTHO—aKTUBHHE BellecTBa
IPUCYTCTBYIOT B ourarnasoHe oT NPUOIIN3UTEJIBEHO 0,001% oo
NPUOIIN3UTEJIBEHO 0,1% M/ 0 MJIIN oT NPUOIIN3UTEJIBHO 0,01% 0o
NPUOIIN3UTEJIEHO 0,1% M/ 0 MJIIN oT NPUOIIN3UTEJIEHO 0,01% 0o
npudiausuresgbHo 0,025% M/0.

[logxomamye HEMOHHHE IIOBEPXHOCTHO—aKTHMBHEE BEOECTBa BKJIOUYAKT
noaucopbaru (20, 40, 60, 65, 80 m T.m.), nDoamokcamepe (184, 188
u T.O.), TIOJIMOJIEL PLURONIC®, TRITON®, MOHOBOUPH
IIOJIMOKCUBD TUIIEHCOPOMUTaHa (TWEEN®-20, TWEEN®-80 " op.),
JIaypoOMaKpOTOJl 400, MTOJIMOK CWUJI 40 cTeaparT, [IOJIMOKCHUD TUJIIEH
TUOPOTEHUBUPOBAHHOE KacToOpoROe MacJio 10, 50 u 60,
TJIMIIEPMHMOHOCTEApaT, 20MpP caxapo3H u KNP HBIX KMCJIOT,
MEeTMJIILEJUIIIIORY U KapOOKCUMeTUIILEJJIIJIO3Y . AHMOHHEE JIeTepIl'eHTH,
KOTOPHE  MOXHO  MCIIOJIBE30BaThH, BKJIOUAKT JlaypWJICyJbdaT  HaTpuHd,

HMOKTMHCVHB@OCYKL[MHEELT HaTpnAa " ,HMOKTMHCVJTB@_)OH&T HaTpuAa.



121

KaTuoHHEE HOEeTepreHTH BKJIOUAKRT XJIOPUI OeH3aJIKOHMA WM  XJIOPUL
OeH3eTOHKA.

IOi1ga TOoTro YTOOH COCTaBE MOXHO OBUJIO MCIIOJIB30BATh OJIA BBEOEHUA
in Vvivo, OHM HOOJIXHH OHTb CTepMJBbHEMM. COCTaB MOXHO CHeJIaThb
CTEepPWJIL HEM nyTeM buniis TpauuM uepes CTepUJIbHEE bris TpyoomMe
MeMOpaHH. TepaleBTHUUECKUE KOMIIO 3ULIUM COTJIaCHO HaCcTodleMy
n306peTeHM0 OOBUHO IIOMellaldT B KOHTEMHEep CO CTepUJIBHEM IIOPTOM
OOCTyIla, HalpMMep, MENOK IJIA BHYTPMBEHHOI'O pacTBOpa MM (QJIakKoH C
IpoBOKOM, MIPOKAJIHBAEMOM MUIJION IJIS IIONKOXHBIX MHBLEKLUN.

Crnoco® BBelleHUS COOTBETCTBYeT M3BECTHEM U  OOMEelpMHATHEM
criocobam, TakMM KakK OIOHOKpaTHOe MM MHOTOKpaTHOe  OOJINCHOE
BBelleHUe WM MHOY3UsS [NIOOXOOAMUM CIIOCODOM B TedeHMe IJIMTEeJIBHOTO
Ieprolla BpeMeHM, HallpuMMep MHBeKUMI WIM MHQY3US [IOCPpelCTBOM
IIOOKOXHOTO, BHYTPUBEHHOTO, BHYTPUOPKMMHHOTO, BHY TPUMBIIEUHOTO,
BHYTPMAPTEPUAJBHOTO, BHYTPMOUATOROTO WMJIM BHYTPUCYCTABHOTO IIyTel,
MeCTHOEe BBelleHMe, MHIAaJAUMg WM C IIOMOWEBK CpelcTBa C 3aMelJIeHHEM
BHICEOOOXIOEHMEM WJIM C IIPOJIOCHI'MPOBAHHEIM BHCBOOOXIECHNEM.

CocTas COIJIaCHO HacTodAleMy Mn300peTeHND MOXeT TaKxe
comepXxaThb OoJiee OIOHOTO AKTHMBHOI'CO COEeOUHEHUs, KOTOpoe HeOOXOOMMO
04 KOHKPETHOTO [IOKasaHud, nonBepraeMoro JIEUEeHND,
IPEenIouTUTEJIbHO COeOUHEHUS, KOTOopoe ob6JjamaeT KOMILJIEMeHTAPHOM
AKTMBHOCTBIO, KOTOPBE He OKa3HBalT BPEeOHOT'O BJIMAHMA IOpyI Ha
opyra. Takue aKTUBHEE COeOMHEHMA IIOOXONAIMM O0pasoM IIPUCYTCTBYIOT
B KOMOMHaLUU B KOJIMYeCTBax, KOTOPEHE 5bbeKTUBHE 0Jisa
openmnoJjlaraeMoy LeJu.

IV. Uspmenuss mny HaOOpPH

B 1OpyroM acnekTe mu300peTeHMEe OTHOCUTCH K UIOEIMD WK
Habopy, KOTOPHI COIEPXUT aHTHUTeJIO K Siglec-8, OINIMCaHHOEe B
HacTodlleM ONMCaHuy  (HallpuMep, AHTUTEJIO, KOTOPHE CBA3HBAETCHA
Siglec—-8 dyejoBeka). MVsamenre waIu Habop MOXET  OOIOJIHUTEJILHO
comepXaThb MHCTPYKUMM II0 IIPMMEeHEeHMI aHTUTeJla B clIocofax CcoIJiaCcHO
HacTodAlleMy pPackKpeTuo. TakuMm o00pasoM, B HEKOTOPHX BapMaHTax
OCYWeCTBJIEHUA usnejue W Habop COOEPXUT VMHCTPYKLIUU 1o
IPMMEHeHMI aHTHTeJla K Siglec—8, xoTopoe CBA3HBaeTca C Siglec-8
yeJloBeka, B crocofax JeueHVsa U/UIM OPpOoOMUIaKTHKM BOCIAJIUTEJILHOTO
pPaccTpoMCTBa XeJIyIOUHO—KMIIeUHOTO TpakTa (Hanopumep, IBD wmam EGID)
Y MHOMBUIOYyYyMa, BKJKUAKIMX BBedeHMe MHIUBUAYYMY 20OEeKTUBHOTO
KoJIMuecTBa aHTHUTeJ] K Siglec—8, KOTOpeHe CcBA3HWBanTca ¢ Siglec-8
JeJioBeka. B HEKOTOPHX BapMaHTaxX OCYHEeCTBJIEHUA U3OeJiMe COLEePXUT

JIJEKaApPpCTBEHHOE CpeIlCTBO, cCcoepXxalee aHTHUTEJIO, KOTOpOe CBA3HBaAeTCA



122

Cc Siglec—-8 ueJijoBeKa, M BKJAIOHN B YIaKOBKe, cCcoIepXalil MHCTPYKINWMU
oJiAa BBeIeHMA  JIeKapCTBEHHOTO CpeIlcCcTRBa HYXIOawnleMyCAa B 5TOM
VUHIVBUAYYMY  OJIA JIeUeHUsa U/WUIYM  OpOodUJIaKTUKY  BOCIAJUTEJILHOTO
paccTpoMCcTBa  XeJIYOZOUYHO—KUIIEeUHOT'O TpakTa (HanpuMep, IBD wnm
EGID). B HEeKOTOPHX BapMaHTax OCYNEeCTBJIEHMS BKJAIOHI B YIIaKOBKe
OOIIOJIHUTEJIBHO YKasHEBaeT, UYTO JedueHMA DHOOeKTUMBHO OJd YyMeHbIIeHUA
OOHOTO wiM ©OoJiee CHUMITOMOB Yy MHIMBUIYYMa C  BOCIaJMUTEJIbHEM
PACCTPOMCTBOM XeJIyODOUHO—KMIIEYHOTO TpakTa (HanpuMmep, IBD wiu
EGID) 1o CpaBHEHUIO C 0a30BEM YPOBHEM rnepen BBeIeHMEM

JIEKApPCTBEHHOT'O CpelcTBa. B HEKOTOPHX BapMaHTax OCVYIIeCTBJIeHUI Y

MHIVBUOYYMa OIMaTHOCTUPOBAJINU BOCIHaJMTeJIbLHOe pPacCcTpoMCTEO
XKeJIYODOUHO—KUIIEeUWHOT'O TpakTa (HanpuMep, IBD wmm EGID) repen
BBeIOeHMeM JIeKapCTBEHHOTO CPpencTBa, comepxamero  aHTUTeJIO. B

HEeKOTOPHX BapMaHTax OCYMEeCTBJIEHUA MHIVUBUIYYMOM SABJISETCS UeJIOBEK.

Vznesmre miIM HabOp MOXeT OOINOJHMUTEJIBEHO COIepXaTh KOHTEeMHEeD.
Mogxomamye  KOHTEMHEepH  BKJKUAT, HanpuMep, Oy TBUIKM , bIaxoHH
(HammpuMep, &JIakKoOHE C OBOMHOM KaMepoM), MNpUIH (Takve KakK IIPULEH
C OOHOM WM »OBOMHOM KaMepol) u Npodfupku. KoHTelVHep MOXeT OHTH
oBpa30BaH M3 MHOXeCTBa MaTepMaJioB, TaKMx KakK CTeKJO WIHu
IlacTMacca. B KOHTelNHepe COHOePXMTCHA IoToBas dopMma.

Vzpmesre wmim Ha®op MOXeT IOIOJIHUTEJIBHO COoLOepXaTb >STUKETKY
WM BKJIAOHIM B YIAKOBKY, KOTOPHM HaxXOOUTCHA Ha KOHTeMHepe WK
CBS3aH C HMM, MOXeT YKas3HBaTb CIOCOOH BOCCTAHOBJIEHUS U/UJIU
MCIIOJIE30BAHUA TOTOBOM GOopMEI. OTHMKEeTKa WMJIM BKJAOBEI B YIAaKOBKY
MOTYT IOIOJHUTEJIbHO YyKa3bBaTh, UYTO I'oToBad ¢opMa IIOJIe3Ha WK
npenHaszHaueHa IJS I[IOAOKOXHOTO, BHYTPUBEHHOTO WMIM OPYTUX CIOCODOB
BBeOeHUus OJIs JleueHus u/Uim IpodUIaK TUKU BOCIAJIUTEJILHOTO
paccTpoMCTBa XeJIyIOUHO—KUIIEeUHOTO TpakTa (Hanpumep, IBD wmam EGID)
Yy UHOMBUIOyyMa. KoOHTelHep, comepXxamui TOTOBYyKL GOpMYy, MOXET
IpelCTaBJATE coOol (QJJAaKOH OINHOPAa30BOI'O MCIOJB30BAHMA MM (QJIAKOH
MHOTOPAa30BOTO MCIOJB30BaHMA, UTO TII03BOJIAET MNIPOBOIUTE [IOBTOPHHE
BBeIOeHUS BOCCTAHOBJIEHHOW TOTOBOM GOpPME. M3mesame WM Habop MOXeT
OOTIOJIHUTEJILHO COINepXaThb BTOPOM KOHTeWHep, CcolepXaluil TOIXOMN AN
pazbaBuTesb. Vsamenue wuiIM Ha®op MOXeT IOONOJHUTEJBEHO COIepPXaTb
IpyTHUe MaTepMralibl, HeoOXOOMMEE C KOMMEePUeCKOM, TepaleBTUUECKOW U
II0JIb30BAaTEJIb CKOM TOUKU 3peHus, BKJIOUA S opyTue BybeptH,
pazbaBuTen, OGOUIBLTPRE, WIJIE, NNPUIE M BKJIAOENM B YIaKOBKY C
VMHCTPYKUUAMY IO IIPUMEeHEHU.

B KOHKpPeTHOM BapMaHTe OCYIeCTBJIeHUSA M300peTeHMe OTHOCUTCS K

HabopaM IOJIA BBeIcHNA paSOBOﬁ IJOS3HI. Takue HabOpH cogepxaT
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KOHTEeMHep C BONOHOM TOTOBOM (QOPMOM TepalleBTHUUECKOTO aHTHUTela,
comepXamui KakK OIHOKaMepHEe, TaK M MHOTOKaMepHHEe IIpelBapUTeJIbHO
3alloJIHEHHEE MNPULE. JIIJIOCTPATUBHEE [IpeOBapUTEJIbHO  3allOJIHEHHHE
mWpMnis rnocrarjisgeT Vetter GmbH, Ravensburg, Germany.

B IpyroM BapMaHTe OCYIECTBJIeHMA B HaCTOdAlleM OOKyMeHTe
IpenoCTaBJIEHO WM3nejMe WM  Habop, comepXxamuy TOTOBHE  GOPMH,
ONMCaHHBE B HaCTOAMEM OIMCaHuM, MOJIS BBeOeHUd B YCTPOWCTBe C
ABTOMHXEKTOPOM. ABTOMHXEKTOP MOXeT OBTbL OINMCaH, KakK MHBEeKIMOHHOE
YCTPOMCTBO, KOTOpOE IIOoCJe aKTUBalLMM OOCTaBUT CBOe comepxuMoe 0Oe3
OOIIOJIHUTEJILHEX HeOOXOOUMEIX IeMCTBUM CO CTOPOHHE MHalMeHTa WK
lepcoHaJja. OHU 0CcODeHHO IOOXOOAT oJjs cCaMoJIeueHU A
TepalleBTUUYECKMMM  TOTOBEMM  QOopMaMi, KOT'Da CKOPOCTE HOCTaBKWU
OOJIXHa OBTL I[IOCTOSHHOM, a BpeMa IOCTaBKM I[IpeBHIIaeT HEeCKOJBLKO
MI'HOBEHUMN .

B IpyTroM aclekTe I[IpeOCTaBJIeHO Uu3Iejre WM Hadop, KOTOPHM
COOEepPXMUT aHTHUTeJJo K Siglec—-8, omoMcaHHOe B HaCTOAMeM OIMCaHUMU
(HamlpuMep, aHTHUTeJIO, KOTopoe CBA3HEBaeTca Siglec—8 ueJjioBeka).
V3pmenmue wmiM HabOp MOXEeT IOOIOJIHUTEJIEHO COIepXaThb WMHCTPYKIUM IJIA
VCIIOJIE30BaAHUSA aHTUTeJla B crnocofax COIJIaCHO HaCTOSMEMY PacCKPHETHO.
TakuM oOpasoM, B HEKOTOPHX BapMaHTax OCYIECTBJIEHUA WU3OeJIMe WU
Habop COIEepPXUT MHCTPYKUMM OJIS MCIIOJNb30BaHMA aHTHUTeJ k Siglec-8,
KOTOpPHE CBA3HBALTCA C Siglec—-8 uyejyloBeka, B crnocobax JiedeHud WU
OpOodMIIaKTUKM  BOCHAJIMUTEJBHOTO PAaCCTPOMCTRBa  XeJIYyIOUHO—KUIIEUYHOT'O
TpakTa (HanpuMmep, IBD wmim EGID) Y  UMHIMBUIYYMA, BKJTIOU A0 X
BBeIOeHMe MVHIUBUIAYYMY 50OeKTMBHOTO KOJMUECTBa aHTHUTeJl K Siglec-8,
KOTOpPHE CBABHBaTCA C Siglec—8 ueJjioBeKa. B HeKOTOPHX BapMaHTax
OCYWEeCTBJIEHUA M3OeJIMe WM Habop CONEPXUT JeKapCTBEHHOE CpPelCTRO,
comepxallee aHTUTEJIO, KOTOopoe CBA3HBaeTca ¢ Siglec—8 ueJsioBeka, U
BKJIA OB B yIIaKOBKE, comepxamui VHCTPYKIWM oJis BBeIeHUA
JIEKApPCTBEHHOTO CpPeICTBa HyXIaKomeMycs B STOM MHAOIMBUAYYMY IJIA
JIeUeHM s "/ U NIpOodUIIaKTUKM BOCIIaJIUTEJBLHOTO paccTpoicTBa
XKeJIYOOUHO—KUIIEeUHOT'O TpakTa (HanpuMmep, IBD umm EGID) .

V300peTeHre TaKXe OTHOCUTCA K M3IeJMI MIM Hadopy, KOTOPHM
COOepXMUT aHTHUTeJJo K Siglec—-8, omoMcaHHOe B HaCTOAMeM OIMCaHUU
(HanpuMep, aHTUTeJIO, KOTOopHe CcBAl3EBaeTcd Siglec—8 uejoBeka), B
KOMOMHaLUUMM C OOHMM WM ©oJiee  IOOIOJIHUTEJBEHEM JIEKAPCTBEHHBEM
CpelCTBOM (HalpMMep, BTOPHM JIEKAPCTBEHHHM CPEIOCTBOM) IJIA JIeUeHUSA
VI IpOoOMIIaK TUKN BOCIIaJIMTEJILHOTO paccTpoicTBa KeJIYLOUHO—
KMIIEUYHOT'O TpaKTa (HanpuMep, IBD wmam EGID) y uHIVMBUIOyYMa. lV3meiaue

2NNz Haéop MOXeT OOIIOJIHMTEJIBEHO comepXxaTb VMHCTPYRINM IJIA
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MCIIOJIb30BaHU A AQHTUTEeJIa B KOMOMHaUUN C OOHUM  WJIU DoJiee
OOIIOJIHMTEJIEHEM  JIEKAPCTBEHHEM CPeOCcTBOM B crocofax  COIVIaCHO
HacTodAmeMy PacCKpHTHMIO. Hamnopumep, wms3nejMe MWJiIM Habop  COTJIACHO
HacTodmeMy  M300peTeHMId Heo0A3aTeJIbHO - OOIIOJIHUMTEJIEHO COOEPXUT
KOHTelNHED, comepXallMli BTOPOe JIeKapCTBEHHOE CPeICTBO, IIpUMYEM
aHTuTeJi0 kK Siglec—-8 mnpencraBiysgeT CcoOOM IIepBOe JIeKapCTBEHHOE
CpeIncTBo, M  BTO uU3geJMe MM HaOop  OONOJIHUTEJILHO  COHOEPXUT
VMHCTPYKLMM Ha BSTUKeTKe WM BKJaOele B YyIaKOBKe IJIS JIeUeHUA
VHIOVBULOYYME BTOPEIM  JIEKAPCTBEHHHM CPeICTBOM, B s0bexrTMBHOM
KoJmuecTBe. TakuMmM o00pa30oM, B HEKOTOPHX BapMaHTax OCYIeCTBJIEHUI
U3nejgue WM Habop COODEPXUT MHCTPYKUMM OJIS MCIOJL30BaHMA aHTUTEJ
K Siglec-8, KOTOpPEHE CBSA3EBATCA C Siglec-8 yeJIOBeKa, B
KOMOMHaUUM C OOHMM WM ©OoJiee  IOOHNOJHUTEJIBHEM JIeKapCTBEHHEM
CpenCcTBOM B cIocofax JeUueHUId WM OIPOOMIIAKTUKM BOCHAJMUTEJLHOT'O
pPaccTpoMCTBa XeNyIOUHO—KUIIeUHOTO TpakTa (Hanmpumep, IBD wmam EGID)
Y MUHIMBMIOyyMa. B HEKOTOPHX BapMaHTax OCYWEeCTBJIeHUSa W3OeJiue WK

Habop COOEepPXNUT JIERapCTBEHHOE CpenCTBO, comepXxalee AHTUTEJIO,

KOTOpOe CBs3bBaeTca Cc Siglec—-8 uyejioBeka (HampuMmep, IIepBoe
JIeKapCTBEHHOE cpencTBo) , OIHO VI oJiee TIOTIOJIHUTEJILHOe
JIeKapCTBEHHOEe  CpencTBO UM  BKJAOHEI B  YIaKOBKe, coIepXxammin

VHCTPYKLUMKM OJId BBeIeHUd IIepBOTO JIEKapCTBEHHOTO CpencTBa B
KoOMOMHaUMM C OOHMM MM 0oJiee  OOIOJIHUTEJIBHEM  JIeKapCTBEHHBM
CpeInCcTBOM (HanmpumMmep, BTOPHEM JIEKapCTBEeHHEM CpPencTBOM) . B
HEeKOTOPHX BapMaHTax OCYIMEeCTBJEeHMA ONHO WM OoJiee NOOIIOJIHUTEJIbHEIX
TepalleBTUUEeCKMX CPpencTB MOI'yT BKJKUYATL, HO 0e3 OoI'paHUUEeHUSd,
cysbbacaiasuH, a3aTUOIIPUH, MepPKaIlTOIIyPUH, LIMKJIOCIIOPUH,
KOPTUKOCTEPOUL (HanpuMep, Oyoes3oHUn, oeKcaMeTas0H,
TUOPOKOPTU30H, MeTUJINIPEeOHMB0JIOH, IPeIHM30JIOH WM  [IPenu30H),

MHQIMKCHUMaD, ajajimMmyMab, STpoJIn3yMa, romMyMat, MeToTpeKcarT,

HaTaJmsymMmabd, BepmoJimsyMat, YCTEeKMHYMab, lepToamn3yMad 13T0JI,
AHTUOMOTUKHU (HanpuMep, UMOPOQJIOKCALIMH, AMMHOTJIMKO 3MIH,
pUdaMUKCHH MJIIN MeTPOHMIAa30JI) , VHTUOUTOP JIeMKOTpHreHa,

AHTUTUCTAMUH, XPOMOIVIMKAT HATPMA ¥ MWHIUOUTOP MNPOTOHHOM IIOMIIH
(PPI).

CilemyeT I[OHMMATL, UYUTO AaCIeKTH ¥ BapMaHTH OCYIEeCTBJIeHMS,
oIMcaHHEEe B HacToAmeM  OIOMCaHuH, npegHasHaAUeHH  TOJIBKO  IOJIA
WIJIOCTPATUBHEIX LeJlel M UTO pasHHe MOIUOUKALUM MM MU3IMEHEeHUSI B UX
cBeTe OymoyT MOPemJIOXEeHH CHelMaJucTaM B IaHHOM o00JJacTU M HOJDKHE
OLITE BKJIOUEHH B CYIMHOCTE U chepy IPUMMEeHEeHMS HacTodmel 3adBKU U

0BBeM MNPUIIOXEHHOV GopMyJiH M300peTeHMUs.
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[IPVIME PH

HacTodmee pacKpHTHe OymOeT Jyulle IIOHATHO 3a CcueT CCHJIKM Ha
cilemyiomMe OpUMepH. OOHAKO MIPUMEPEl He CcJledyeT MCTOJIKOBHBATL Kak
oTpaHMuMBaKmye O0BeM HACTOAMETO PAaCKPHTHS. I[IOHATHO, UYUTO IIPVMEPH
Y  BaApMAHTH OCYMEeCTBJIEHMUS, ONMCAaHHEE B HACTOAmEeM OIMCAHUM,
IpeHa3HaAUeHE TOJIBKO IJIS WIIOCTPATUBHEX IeJlel ¥ UTOo pPa3JIMUHBEe
MOOMOUKAIMM MM  MBMEeHEeHMS B  UX cBeTe OyoyT — IpPelJIOXEeHH
crienMaliMcTaM B JaHHOM o0JlacTM TexXHUKM WM JOJIKHE OHThL BKJIOUEHH B
CYIHOCTL M chepy NPpUMEHEeHMd HaCTOoAmeM 3agBKM U 00bheM IPUIIOXKEeHHOM

GOopPMyJIEL M300peTEeHMSA.

MpuMep 1: PeBynsTaTH JIeYeHUST aHTUTeJaMu K Siglec—-8 =B
MEIIVTHOM MoOenmn VMHIOYLIMPOBAHHOI'O DSs XEeJIYy JOYHO—KUIIEYHOT'O
BOCIHAJIEHUST

UToOH OLEHUTL, BJIMAET JM JeueHMe aHTuUTeJaMu k Siglec—-8 Ha
CJIOXHYIO CBA3aHHYID C 3aboJyieBaHmMeM IIaTOJIOTUIO IBD MJIn
B303MHOPUIIBHOTO 3abojieBaHn g KEeJIYIOUHO—KUIIEUHOTO TpakKTa,
MCIIOJIL30BaAJIM MBIIMHYID MOIOEJIE 1in Vvivo BH23BaHHOTO DSS KoJIMTa. 39Ty
MOIeJIb MUPOKO MCIOJNL30BaJIM IOJd Uu3ydeHMd IBD mM3—-3a ero OO0JBIIOTO
cxomcTBa ¢ IBD uyejsioBeka (cM. Perse, M. and Cerar, A. (2012) J.
Biomed. Biotechnol. 2012: 718617). JelCTBUTEJLHO, MbBIMHAS MOIEJIb
BH3BaHHOTO DSS koJuTa ObJla [IOOTBEepXIeHa KakK BaXHas MOOeJb 1nh
Vivo IJS TeCcTHUPOBaHMSA BJIMAHMA MHOTOUMCJIEHHEIX TepaleBTHUUYeCKUX

cperncTe Ha IBD (Melgar, S. et al. (2008) Int. Immunopharmacol.

8:836-844) . o1y MOIeJlb TakKxe MCIIOJIL30BaJin oJidg UBYUEeHNUS
XPOHUUECKOTO DO3UMHOOMILHOTO KoJMTa (Mishra, A. et al. (2013) J.
Gastroenterol. Hepatol. Res. 2:845-853). B cJenyomeM IIpUMepe
coofmaeTcda 006 OLleHKE aHTUTeJla K Siglec-8 B KauecTBe

IIOTEHIMAJILHOTO TepalleBTUUeCKOTO CpelcTBa IJg JeueHusda IBD B 2TOU
oBOCHOBAHHOM MOIeJIM in vivo.

MaTepMaHBI 1 MeTOIEL

BrisraHHad DSS wMeIIMHada MomeJsib IBD M JledeHMd aHTUTeJlaMU K
Siglec-8

TpaHCTeHHEe MbBmmM Siglec—8 C57BL/6 Jmbo mojydalu OOHUHYO
IMTbLEeBRYID BoOoy, JmMbOO UX HoOBepTraJM Bo3medcTBuio 3,5% DSS (36000-
50000 MW) ©6e3 or'paHMUeHUSI B IIMTLEBOM BOOe B TeueHMe b @OHel, a
3aTeM OHU oJIy4dalin OOEUHYI [INTEEBYI BOIIY B TeueHNre
OOINOJIHUTEJNbHHX 4 1nHel. MemmaMm, o6paboTaHHeM DSS, Ha 2-¥ IeHb
riocJie BBeIeHUS DSS BHY TPUOPIIMHHO BBOIOWJIIN (IP) mAb
M30TUINUECKOTO KOHTpoOJIA WK mAb npotue Siglec—-8 (m2E2 IgGl,

uMeKnmee IocjiegoBaTeJIbHOCTM OgoMeHoB VH m VL SEQ ID NO: 1 m SEQ ID
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NO: 15, CoOOTBeTCTBEHHO) .

VMHmexkc akTMBHOCTUM 3abojyieBaHms (DAI)

Yy MBIIEV, KOTOPHX JIeUuWJM, KakK ONMCAaHO BHIe, uM3Mepsaau DAI 1o
CTaHOapTHOM MeTommuke (cMmM. Friedman, D.J. et al. (2009) Proc.
Natl. Acad. Sci. 106: 16788-167293) . BkpaTue, [IoTepw Beca,
KOHCHUCTEeHUMI0 CTyJla M BUIOMMYI KPOBL B Kajle OLeHMBaJlM I[I0 IKaJie OT
0 mo 4 1o CTeleHU TSIXKEeCTM BHIEYIIOMAHYTHX KaTeTopuH.

[IpoToOUHasa LUUTOMETPUSA

IOas aHaJlIM3a C IIOMOMWBID [IPOTOYHOM ILIUTOMETPUM COOCTBEHHYIO
IJIACTUHKY TOJICTOM KMUIIKM BHIOEJAIM M3 HeOOJLIIOTO CeTMeHTa TOJICTOM
KUK c VCIIOJIb30BaHNEM MeXaHNUEeCKOTO u bepMeHTaTHUBHOTO
pacmerieHusa C IIOMOWBI JIe3MHTerpaTopa GentleMACS™ (Miltenyi) wu
Habopa mJA IOMCccoOlMallMM  CcOBOCTBEHHOM  ILJIACTHMHKMU (Miltenyi) B
COOTBETCTBUU c VMHCTPYKIUAMA IPOM3BOOAUTEIA. CTpaTeruu
TEUTUPOBAHMSA MMMYHHEX KJI€TOK IJIS [OPOTOUYHOM ULUMTOMETPUU SBJIAOTCS
CJIE IYIOMMI : HeMTPOOMIIH (CD45+ TAAD-Ly6G+ CD11b+) ;
PEeKPYTHMPOBaHHEEe MOHOUMTH (CD45+ 7AAD-CD11b+ Ly6G-F480+ Ly6C+);
pPesuOeHTHEEe Makpodaru (CD45+ 7AAD-CD11b+ Ly6G-F480+ Ly6C-—).

PesyJibTaTEL

TpaHCTeHHEIM MbBIMaM Siglec—8 Jambo »DaBRajJM HOPMAaJIbHYK IIUTLEeBYIO
Bomy, JmbOOo TNomaBepraM BoszzeucTBui 3,5% DSS 0e3 orpaHMUEHMS B
IMTLEBOV BOIOEe B TeueHue 5 QOHelM, a 3aTeM »OaBaJlM HOPMAaJbHYIO
IMTBLEBYID BOIY B TeueHMe JajibHenmmx 4 ngHel (our. 1A). Momawm,
KOTOPEM BBOOMIIN DSS, Ha 2-u OEeHb rnocje BBeIOeHuAa DSS
BHyTpuOpKmMHHO (IP) BBOIOMIM mMADL M30TUIMUECKOTO KOHTPOJIA MM mAb
nporrue Siglec—-8. Kak nokaz3aHo Ha Our. 1B, MBIIM, KOTOPHX JIeUMIINU
MB30TUIINUECKUM KOHTPOJIEM, KOTOPEEe roJiydaJjiu 3,5% DSS,
OEMOHCTPMPORBAJM 3HAUMTEJIBHYK IIOTEepK MacCH TeJjla, HauMHas Cco 2
IOHS, KOTOopas MOpomoJiKaJlaChb B TeueHMe BCeTlo Iepuola MCCIeldoBaHNA,
[I0 CpaBHEHMK C MbIaMM, KOTOPHE I[IOJIyYaJlM HOPMAaJIbHYKD I[IUThEBYO
BOny. JleueHre mAb npoTukB Siglec—-8 Ha 2 @OeHb 3HAUUTEJBHO CHIMXAJIO
BH3BaHHYyK DSS [IOTepl MacCH TeJjla B TeueHMe b5 IHeM IO CpaBHEHUD C
MBIIaMM, OOpaboOTaHHBEMMY M30OTUIIMUYECKUM KOHTPOJIEM, IMIOIBEPTaBIIMMUCH
BOozIeMcTBUIO DSS.

Oi1ga DmaJbHenmeTro M3Yy4YEeHUS TOTO, oBJjeryaeT JU  JIedeHNe
anTuTeJammu k Siglec—8 natoJsormio IBD, AKTMBHOCTEL 3abojieBaHms
OlleHMBAaJIM C MCIOJb30BaHMeM MeTonoJiormu DAT, OIIMCAHHOM BHIIE.
BozgmeMcTBre DSS BHAUMTEJLHO YyBeJuMuupBaJio DAI, HauMHas co 2 IOHHA,
UTO IIPOOOJIKAJIOCE Ha IIPOTSXEeHMM BCeI'0 MCCJeIOBaHMsA, II0 CpaBHEHUI

C MBIIaMM, KOTOPEIM IOaBaJlM HOPMaJIBHYID IIMTBEEBYID BOIOY (q_)I/II‘ . 2).
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Jleuenre mAb npoTuB Siglec—8 Ha 2 @OeHb BHAUMTEJBLHO YJyummio DAT
Ha 4 JOeHb M HOMMHAJIELHO Ha 6 neHb (p=0,060) IO CpaBHEHMI C MbIIaMu,
0B6paboTaHHEMU M30TUIINYECKMM KOHTPOJIEM, OEMOHCTPUPY A, UTo
IIOJIyUeHre TepaleBTHUUYEeCKOM ITo3H mAb npotuB Siglec—-8 cHmxaeT
aKTMBHOCTEL 3abojieBaHMAd IIpM BH3BaHHOM DSS KOJIUTe.

3aTeM MCCJHIeOoBaJ i BeC  TOJICTOM  KUIIKU. YBeJIMUeHre  Beca
TOJICTOM KUIMKM Yy XUBOTHEIX, IIOJIydaBmMx DSS, oToOpaxaeT YyBeJMUeHUe
BOCIIaJIeHU TOJICTOM KUK (cM. Liu, E.S. et al. (2003)
Carcinogenesis 24: 1407-1413) . Y  XMBOTHHX, oJlydyaBmMx  DSS+
M30TUIINUECKUY KOHTPOJIL, HadJoIaJloCh 3HaAauMTeJIbHOe YBeJIMUeHMe Beca
TOJICTOM KMIIKM I[IO CPaBHEeHMUI C MHIIaMM, KOTOPHM IaBajlM HOpMaJlbHYI
OMTbLeBRyD BoOmy (our. 3). JeueHme mAb nporuB Siglec—-8 Ha 2 @OeHb
3HAUMTEJILHO CHMXaJla YyBeJMueHMe Beca TOJCTOM KMIIKM Opu DSS 110
CpaBHEeHMK C MemaMyv, oO0paboTaHHEMM M30TUIIMUECKMM KOHTPOJEM. O9THU
pe3yJbTaTH CBUIETEJLCTBYIT O TOM, UYTO JeueHMe mAb npoTuB Siglec—
8 mMHTUOMPYeT BOCIajleHMe TOJICTOM KUIIKM.

UToOH MCCJIEeOOBaTh WMHOMIBLTPALWK MMMYHHEX KJIE€TOK Ha MOIeJIu
IBD, BHB3BaHHOTO DSS, MBIIEM aHalM3UPOBRAJIM Ha HaJluuuve UHOUIILTpAalUuM
VMMYHHEIX  KJIETOK B CcoOCTBEHHOM  IIJIaCTUHKE TOJICTOM  KUIKU C
MCIIOJIL30BaHMEM IIPOTOUHOM  LMTOMETPUN, KakK OIMCaHO  BHIIE. ITo

CPaBHEHNVIK C MBIIaMM, IIoJIy4YyaBllvIMIM  HOPMaJIBHYI IIMTbBEBYIO BOIOY, N

KMBOTHEIX, TI0JIyYaBIMX DSS+M30TUNINUECKUM  KOHTPOJb, HabJIoIajloCh
S3HaUUTEJIbHOE yBeJIMUueHre [IPOBOCHIAJNIUTEJIE HEIX HeVTpodnJIOB u
MOHOLUTOR, a TaKxe CONIyTCTBYyKIee CHWXEeHUe pPe3UIeHTHHX
IPOTHUBOBOCIIAJUTEJILHEX MaKpodaror (¢ur. 4). JeueHue mAb OIpOTHUB

Siglec-8 Ha 2 OeHbL+BO3OENCTRBHME DSS 3HAUUTEJILHO YMEHbIAJIO
BH3BaHHOe DSS BoOCHajIeHMe II0 CPaBHEHMI C XUBOTHEMM, [10JIYy4YaBIIMMM
VU30TUINUECKUY KOHTPOJIL+DSS. Momm, [nojJydaBmme mAb npoTtue Siglec—
8, OEMOHCTPUPORBAJIN HOMMHAJILHOE CHIXEHME IIPOBOCHIAJIUT EJIb HEIX
HeVTpodUJIOB, 3HAUUTEJIbHOE YMEeHBIIeHMEe PeKPYTHPOBAHHBX MOHOUUTOB U
YBeJIMUeHNe MIONYJIALUN IPOTUBOBOCIAIUTEJIE HEIX PesUIEeHTHHIX
Makpodaros. 2TH OaHHEE OEMOHCTPUPYRT, uTo TepalleBTUUYECKOoe
JledeHVe mAb NpoTUB Siglec—-8 yayumaeT BE3BaHHOe DSS BOCIaJIeHUE.
Bz4aTele BMEeCTe, BTM OaHHEE I[IOKA3HBAT, YTO JIeUeHMEe aHTUTEJIOM
npoTue Siglec—8 CcHWXaeT BOCHalleHMe, WMMyHHYKD MWHOMIbLTpALUUKL U
[IaToJIOTHUIO 3ab0JIeBaHUA B 0BOCHOBAHHOM MBIIMHOM MomeJi,
Opennojlarasd, UYTO aHTUTeJa kK Siglec—-8 MOTYyT MHOpeAdCTaBJISTL cCoOoM
50beKkTUBHOE TepalleBTUUeCKOe CpelcTBO mnja JeueHuda IBD. Kpowme
TOT'O, IIOCKOJIBKY JIeUeHMe aHTHuTeJlaMu K Siglec—-8 cCHmXaeT BOCIHaJIeHUe

B Xe&JIYOOUHO—-—KMIIEYHOM TpaKTe, JiedeHNMe aHTUuTeJlaMM K Siglec—8 TakKxe
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MOXeT OHTEL 20OeKTUMBHEM ONpoTHB EGID, Takmux kak EOE, EG, EGE u EC.
IpuMep 2: PeByJabTaTH JIeYeHUS aHTUTeJlaMm K Siglec—-8 B
MBIIMHOM MOIEJNIM BOBMHOOMILHOT'O TacTposHTepuTa (EGE)
B3aTeM pesyJbTaTH JiedeHMA aHTUTeJaMM K Siglec—-8 wuccijenoBalu
B MBIIMHOM Momesin EGE.

MaTepuaJe 1 CroocoOOE

TpaHCT'eHHEX MbIIel Siglec—-8 cucTeMHO ceHcubuausuporangmu 100
MKI' oBaJibOyMmHa (OVA) B KBacllax C IIOMOMbBI BHYTpHOpomMMHHOM (IP)
MHBekIMM Ha O ImeHb ¥ Ha 14 IeHb C TOCJeOyilMM BHYTPWXEJYIOUHLM

BBegeHuemM 50 M OVA B KBacuax B 28, 30, 32, 34, 36 u 39 1OHHU

(pur. 5A) . Ha 32 IOeHb MEIIaM OIOHOKPAaTHO IP BBOIOMJIIN
TepaleBTUUeCKYI oosy (100 MKT'/ MEIIE ) MB0TUIINUECKHA CXOIOHOTO
KOHTPOJILHOTO aHTHTeJa WM mAb mnOporuB Siglec—-8. AHTHUTEJO K

Siglec—8 mnpencTaBJaAJO COOOM MEIMHOE aHTUTeJIo 2E2 ¢  MBITMHBM

M30TUIIOM IgGZa, TO €eCThb aKTUMBHBEIM MW30TUIIOM FC, KOTOpBIﬁ ncTomaeT

KJIEeTKM, DBKCOpeccupyiomye Siglec-8 («mAb npotuB Siglec—-8 2E2
IgGZ2a»). Ha 39 onmeHp wuccielOoBaHMe IpeKpaTuiM C IIOCJeIYImM
aHaJIM30M DO3UMHOQUIIOB KPOBM, DO3UHOPUIIOB TOHKOTO KUIIeUHUKA U

TYUHEIX KJIETOK MeTOIOM HpOTOT{HOﬁ IMTOMETPHUN .

PesyJibTaTE

Ha o¢wmr.5A npencraBjieHa cxXeMa ceHcubuamzaumy OVA, 3apaXeHUsd
OVA u JiedyeHMHA aHTUTEJIOM NPpOTHME Siglec—-8 y TpaHCIeHHHX MHIIEN
Siglec—-8. Pe3syJabTaTH MCCJeOOBaHMA IIoKasaHE Ha our. 5bB. Ilo
CpaBHEHUIO C MBIIAMM, [IOJIYYUABMUMU M3IOTUIMUECKMM KOHTPOJL, MBIIM,
nosgyuaBmre mAb nOpoTtue Siglec-8 2E2 IgG2a, UMeJM 3HAUUTEJIBHO
CHMXeHHOe KOJIMYEeCTBO DO3MHOGUIIOB B KpOBU. BreneHue OVA
SHAQUUTEJIBHO YBEJIUUUIIO KOJMUUECTBO BO3MHOPMIIOB M TYUHBEX KJIIETOK B
TOHKOM KMUIIKe IO CpaBHeHU C JedeHueM PBS. Tlo CcpaBHEHMIO C MBIIaMM,
IOJIyYaBMMUMY WM30TUII, Yy MHIIEM, I[IoJiydaBmux mAb npoTtuB Siglec—-8 2E2
IgG2a, 3HAUUTEJIEHO YMEHBIIMJIOCEH KOJMUEeCTBO KaK SO3UMHOOMIIOB, Tak U
TYUHHX KJIETOK B TOHKOM KUIIKE.

ST OaHHHE OEMOHCTPUPYIT, UWTO JIeUeHMe aHTUTEJIOM IIPOTUBR
Siglec—-8 yMeHBmaeT BOCHaJIeHME KUIMEUHUKaE, KOTOpOe U3MepsaoT II0
303MHOOMIIaM " TYUHEM KJIeTKAaM, B MO e S03MHOOUIILHOT O
TaCTPOBRHTEPUTa MBIIM, BE3BaHHOM OVA. 9TM IaHHHE OpelnojaraknT, YTo
aHTUTeJIa K Siglec-8 MOTYT opencrabpJigdTh cobot ndbdbexTHMBHOE
TepalleBTUYeCKOoe CPpeICcTBO nOJid JeueHuMa EGE, kak T[IpenjiokeHO B
npuMepe 1 BreoIe.

Dpummep  3: JleueHMe  aHTUTEJIOM  IIPOTUB Siglec-8 CHUXaeT

BOBUMHOOUIIBHOE XeJIYIOOUHO—KMIIEUHOEe BOCIIaJIeHMe Yy MbIlemn
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AKTMBHOCTE aHTUTeN kK Siglec—-8 TecTUMpOBRa M B MBIIMHOM MOLEJIU
B03UHOOMIILHOTO TracTpura (EG) M racTposHTepuTa (EGE).

MaTepmaJjisl 1 CrioCOOE

MomeJib BOCIHAJIEHUA IIPU D03MHOOUIIEHOM GI

Kax mokaszaHO Ha Oour. 6A, TpaHcTeHHHX (Tg) wemed siglec—8
CUCTEeMHO CeHCUOUIM3UPOBaIM OBaJbOyMuMHOM (OVA) B TeueHue 28 1Heln,
IIoCjle dYeTo Kaxinble 2 IOHA T[IPOBROIMIM 6 BHYTPUBEHHHX XeJIyIOWUHHX
TecTOoB OVA (cM. Song DJ, Cho JY, Miller M, et al. Anti-Siglec-F
antibody inhibits oral egqg allergen induced intestinal

eosinophilic inflammation in a mouse model. Clinical immunology

(Orlando, Fla). 2009; 131(1):157-169.
doi:10.1016/7.¢1im.2008.11.009 m Brandt EB, Strait RT, Hershko
D, et al. TyuHHe KJIeTKM HeOOXOIUMH IJIS 5SKCIePUMeHTaJIbHOM
BEHI3BAHHOM OpaJIbHEM aJIJIepTeHOM IOMapeu. Journal of Clinical
Investigation. 2003; 112 (11) :1666-1677. Doi:

10.1172/JCI200319785). Ha 32 meHr MuHIIaM BBOOWUIJIM ©HOo3y (IP) mAb
npotue Siglec-8 (mIgG2a) WIM M3IOTUIMUECKM CXOOHOTO KOHTPOJBHOTO
aHTUTEJIa.

[lpoTOUHad LUTOMETPUA

TkaHM pacWernyan, MUCIONb3yYd JQ(epMeHTAaTMBHEE UM MeXaHHMUYeCKUe
MeTOmnObs, B COOTBETCTBMM CO CTaHOAPTHEMM IpolelypaMu. CrTpaTelruu
TEeNTUPOBAHUS, MCIOJb3yeMee IJIS 5S03MHOOMIIOB UM TYUYHHX KJIETOK B
TKaHAX GI, IIOKAa3aHEl Ha dour. ©oB " oC, COOTBETCTBEHHO.
[lepudepnueckyr KpOBL cobupanau B Opobupku ¢ EDTA C [#ocienyomuMm
JIMB3UCOM SPUTPOLMUTOB.

AHaJM3 C IIOMOWbI KoJiMuecTBeHHOM IIIP (gPCR)

TKkaHb TOHKOM KMIIKM M3MeJIbYUaJM ¥ WUCIOJL30BaJM MOJIS BHIOEJIEeHUS
PHK (Qiagen) c nocJjenywomyM cuHTe3oM KIHK (Applied Biosciences) u
KOJIMUECTBEHHOM OIIeHKOM TPpaHCKPUIITa C MCIOJb30BaHMeM SYBR green.

Ananm3 IIMTOKMHOB

[lpy 3aBeplleHUMM MCCIJIEeOOBaHMA BHEIOEJANM CHEBOPOTKY, W LUTOKMUHE
U3MepaJM C UCHOOJIbL30BaHMeM Luminex (Millipore).

CTaTUCTHUUEeCKME OaHHHE

IHaHHEEe, TIIpencTaBJIeHHEIE B CTOJIDLaxX, I[IPeICTaBJART CpelHue
3HaueHMd IO TpynnaMm u3 6-8 Memed. P-3HaueHMdA, CpaBHMBawMMe
TPYIIE M30TUIIMUECKOTO KOHTPOJIA M aHTUTesla K Siglec—-8, nojgydanu C
UCIHOJIb30BaHueM U-kpuTepusd MaHHa-YUTHM B GraphPad Prism.

PesyJibTaTE

AKTUMBHOCTEL JIEUEHUMS aHTUTeJIOM MNPpoTHMBE Siglec—-8 mHNpoBepsasM Ha

MBEIIMHOM MOIOEeJIM DO3MHOOMILHOTO TacTpuTa (EG) M TracTposHTepUTa
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(EGE), kak TIIOKa3aHO Ha oéur. ©6A. VY MbBmeM pa3BuUilachb BhH3BaHHAA
aJlJlIepT'eHOM TKaHeBasa SO3UMHOOMIMA B XeJyIKe ¥ TOHKOM KUIIKe IIocJe
BBeIeHUud OVA, HalloMMHaKIa g EG n EGE. Ilocge OKOHUAaHMA
MCCJIelOBaHMad DSO3MHOQUIIEL aHallM3MpOoBallM B KPOBM U TKaHAIX, TYUHHE
KJIETKM aHaJu3upoBajiM B TKaHAX, a UMTOKMHEL aHaJM3MpoBaJM B
CEHIBOPOTKE ¥ TKaHAX. Ipennnymas padoTa C MUCIOJIb30BaHMEM DTOM
MOIOeJin He roxkasala, gTo MHOQUJIL Tpallid DO3UHOOUIIOB oymeT
IIPOUCXOINUTE B XeJlyIKe.

JleueHMe MOHOKJIOHAJILHEIMM aHTUTeJlaMu kK Siglec—-8 npuMBOOMIIO K
CHMXEeHMIO BH3BaHHOM OVA 203MHOOUIMM Kak B XeJyIke (dur. 7TA), Tak
M B TOHKOM KMIIKe (bur. 7B). Jleuenue mAb T1npoTur Siglec-8
3HAUUTEJILHO YMEeHLIAJO DO3MHOOMIMIDO B XeJlyIKe UM TOHKOM KMIKe (P
<0, 05 mo cpaBHEeHUKD C M3O0TUINUYECKMM KOHTPOJIEM) .

Memmyv, noJiydaBmure mAb npoTuB Siglec—-8, TakXxe IeMOHCTPUPOBAJIU
3HAUUTEJBLHO CHMXEeHHYK 503MHOOMIMKD B MLN (p <0,01 mo cpaBHEHMK C
M30TUIINYECKUM KOHTpOoJeM; our. 8 wm 9A), UTO CoOIJlaCyeTcHd CO
CHMXeHMeM, HabJogaeMeIM B KeJyOKe UM TOHKOM KumKe. CHMXeHHUe
TKaHEeBOM SOBUMHOOMIMM Yy MHIIEM, OoJiydaBmux mAb npotuB Siglec-8,
Takxe OBJIO CBHA3aHO CO 3HaAUUTEJIbHBEIM CHIDKEHMEM D203MHOQUIIOB B KPOBMU
(p <0,05 o CpaBHEHMK C M30TUIMUECKMM KOHTpoJieM; o¢our. 9B). 31U
pe3yJbTaTH OEeMOHCTPUPYIT, UTO JeueHMe aHTUTeJIOM NpoTuB Siglec-8
CHUXaeT 503MHOOMIIMIK B MLN M CHMXaeT SO03MHOQUIIEL B KPOBU.

B IomoJiHeHMe K BE3BAHHOM aJlJIEPIeHOM TKaHeBOM S03MHOGUINHU,
MHOWUJIIL TPaLM0 TYUYHEX KJIETOK TakKxXe HalOIomalyM B XeJdydke (dur. 10 wu
11A), ToHkOoM kumke (dmur. 11B) m MLN (pmr. 11C). Kak mnokasaHO Ha
bur. 10-11C, uJsedveHre mAb NOpPOTHMB Siglec—-8 3BHAUUTEJHLHO YMEHbIIaJIo
KOJIMUECTBO TYUHHX KJIETOK B XeJyaoke (p <0,01), ToOHKOM kumke (P
<0,05) m MLN (p <0,05) no CpaBHEHMI C M30TUIMNUECKMM KOHTPOJIEM.
53TM pes3yJbTaThH HeOXMIOaHHO I[IPOIEMOHCTPUPOBaJM, UYTO JiedeHue mAb
npoTre Siglec—8 mMHIMOMPYET MHOUIILTPALMI TYUHHX KJIETOK B XKeJyIKe,
B IOOIIOJIHEHMEe K TOHKOM Kumke M MLN.

SKCrIpeccur TI'eéHOB, O KOTOPHX M3BECTHO, UTO OHM KOIMPYIT
MeIMaTOPHE BOCIAJIEHMS, BORBJIEUEHHHE B PEKPYTUPOBAHME SO3MHOQMIIOB U
TYUHBEX KJIETOK, TakXke aHaJu3MpOoBaJM B TKaHM TOHKOM KMMKM (QUT.
12A-12E) . Y wMpmel HabOgoOoallach I[IOBHIIEHHAS DKCIPEeCcCUS M3BECTHHX
XEeMOKMHOB TYUHHX KJEeTOK U 9DO03MHOQMIIOB B TOHKOM KMIIKEe, UTO
COOTBETCTBOBAJIO TKaHEBOM 5SO3MHOOMUIMM, BHEBBAHHOM aJjllepreHaMu, U
IIOBHIMEHHOM MHOQMJILTPALMY TYUHHEX KJEeTOK. MBIM, KOTOPHM BBOOMJIM mMADb
Siglec-8, rnokasaJiM 3BHAUUTEJIbHO CHMXEHHYK  BKCIPECCUD  TYUYHHX

KJIIETOK n SOBI/IHO@MJ'IBHBIX XEMOKHMHOB " MeIMaTOopOB BOCIIaJIEHMA B
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ToHKOM Kumke (p <0,05 mo CcpaBHEHMI C M30TUIMUECKMM KOHTPOJIEeM IIJIA
KaXIoI'0 TeCTUPYEMOT'O I'€Ha) .

JleueHrus mAb nOpoTuk Siglec—8 TakXxe B3HaAUMTEJILHO CHMXAJO (p
<0,05 mo cpaBHEeHUK C MBOTUIMUECKMM KOHTPOJIEM) CHUCTEMHEE YPOBHU
CCL2 (pmr. 13A) m CXCL1 (dmr. 13B) B CHBOPOTKe. Mpmy, KOTOPEM
BROOMIM mAb npoTur Siglec—-8, Takkxe UMeJ M CXOOHHe YpoBHU OVA-IgE
10 CpaBHEHUI C MbIIaMM, IIOJIYUYaBMNUMM M30TUINUECKUM KOHTPOJL (duUr.
13C). 310 HabmogeHVe yOeIMTeJIbHO IIOOTBEepXIaeT BHBOIL O TOM, UYTO
JeueHre mAb npoTuB Siglec—8 wuHnrudbupyer IgE—-3aBUCUMYI aKTUBALINIO
TYUHEIX KJIeTOK. He Xejlagd NPpMBA3BBATLCHA K TeopuM, TOT GakKT, UTO
sKchnpeccusa CCL2 kakK B TOHKOM KMIIKe, Tak UM B CHBOPOTKe Oblla
CHWXEeHa IOpu JIedeHUU AHTUTEJIOM IIPOTUB Siglec-8, MIO3BOJIAET
[IPEennoJIOKNUTE, UToO OH  MOXET HaMTH [IpMMeHeHNE B KauecTBe
froMapkepa, HalprMep, OJI9 aKTUBHOCTM M/UIM  dapMaKoOUHAMUKINA
anTuTeJa k Siglec—8.

B zakiwoueHre OBUIO OOHAPYXEHO, UTO CHUCTEMHAad CEeHCUOMIM3alusA
¥ BHYTPWXEJIYOOUHAd CTUMYJIALMS C noMombil OVA BEBHEHBAKT 303MHOQUIIMI
M MHQUIBTPALUMK  TYUYHHEX KJETOK B XKeJIYyIOUHO—KUIIEUHOM TpakKTe,
HanoMMHAaKIMe EG n EGE. BrLIO ODHapyXeHOo, yTOo BBReIeHUe
TepalleBTUUECKOM MOO3H mAb npoTue Siglec—-8 3HaAUMTENBHO UMHIUOUPYET
BH3BaHHy® OVA 5O03MHOQUIIMI M HAaKOIJIEHMEe TYUHHX KJIETOK B XeJyIKe,
TOHKOM kmumke ¥ MLN. Memy, nojydapmme mAb npoTtuB Siglec-8,
OEMOHCTPMPORAJIM  3HAUUTEJIbHO CHMXEHHYID HBKCIPeCCH I'PaHyJISpPHEX
BeJIKOB M MeOMaTOPOB BOCIAJIeHMS B TOHKOM KMUIIKEe I CHBOPOTKE, HO He
IoKazajiM M3MeHEHHHX YypoBHeM OVA-chneumdmueckoro IgE B CHBOPOTKE.
STM pe3yJbTAaTH I[IO03BOJIART IPEenNoJIOKMTL, UTO JiedeHue mADb M[IpOTUB
Siglec—8 wuHTUOUPYET IgE—3aBuUCHMEE [IOCJEOyKIME pPe3YJILTAaTH. B
1IeJIOM, 5STM OaHHBE I[IOOTBEPXIAKT, UYTO SO3MHOOMIIEL M TYUHEE KJIETKU
ABJIAITCA  KJIOUEeBHMM KOMIIOHeHTamu EGID, Y IOEMOHCTPUPYIT, UTo
B3auMoIecTBMe Siglec—-8 ¢ MOHOKJIOHAJILHHM aHTUTEJIOM IIPpenCcTaBJIgeT
cobom HOBHIM MOOXOm K 3HAUUTEJEHOMY CHIWXEHUIO BOCIIaJIEHU A
D03MHOQUIIBHEX M TYUYHEX KJeTOK GI, BH3BaAHHOTO aJIJIEPT'E€HOM.

[IprMep 4: CTpykTypa OTKPEITOI'O, IpedBapUTEeJILHOI'O
MUCCIIeONOBaHMsI IS OLleHKM BSbodekTMBHOCTM U OeB0IaCHOCTM JIeUSHUS
auTuTenaMM kK Siglec—-8 y maumMeHTOB C D0OBMHOOMIBHEM TracTpuToM (EG)
C D0BMHOOMIBLHEM IacTposHTepuToM (EGE) wmnmu 6es Hero

EG + EGE mpencraBjgeT coboM peIKuM TUII BSO03MHOQMIBHOTO
paccTpoMCTBa XeJIYOOUHO-KMIIEUHOTO TpaKTa (EGID) M XapaKTepusyeTcs
XPOHMUECKMM  BOCIIaJIeHMEeM  BCJIeICTBUE OYaroBOM VI ouddy3HOM

MHOUJIL TpallM SO3MHOQMIIOB B CJIOM Xejlynka (EG-EGE) wim Xejlyoka U
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TOHKOM KuMmkM (EG+EGE). [Mart"dos CTaBSAT Ha OCHOBAHUM KJIMHUUECKUX
IpOABJIEHUM (KeJIyIOUHO—KUIIeUHEEe CHMIITOMBHI) B codueTaHUn C
[IOBEHIIEHHEIM COIepXaHMeM DO3UMHOPUJIIOB B TKaHAX B OMoITaTax U3
XeJlyokKa UM IOBeHaOlaTUIIEPCTHOM KuIIkM 6e3 KakoM—Jubo OpyToM IPMUMHE
503MHOOMIIMM . CHUMIITOMEL OOBHUHO BKJIOUAIT TOWHOTY, pPBOTYy, OOJIE B
XMBOTe, I[IOHOC, B3OYTHMEe XMBOTA, PaHHee UYBCTBO CHTOCTU U I[IOTEPK
Beca.

He cymecTeByeT onobpeHHOTo FDA JleueHusa EG + EGE. CoBpeMeHHEE
MeTOnOH JIeUeHUuS U JIeueHUd 3aboJieBaHuUM BKJIOUAT MHTUOUTOPE
IPOTOHHOM IIOMIIE, OTPaHMUYeHHHe/sJIeMeHTHEEe IUeTH, CUCTEeMHEEe WIINU
IepopallbHEIE KOPTHUKOCTEPOMIH, a TakKxXe I[IepHuoIMdeCcKoe MCIIOJIb30BaHue
VIMMY HOMO Iy JIMP YOI X fronpenapaToB BHE VHCTPYKILINUHA . NHTMOUTOPE
IPOTOHHOM IIOMIIH MNPaKTUUeCKM He IIPMHOCAT IIOJIL3H HallMeHTaM ¢ EG +
EGE, XOTS 4YacTMUHas IIoJIb3a MoOXeT HabmogaTbcHd YV o IHallMeHTOB C
SO0BUMHOOMILHEM 3300aruToM (EoOE). OrpaHMUeHHHE/D2JIeMeHTapHEEe OUeTH
He CUMTAalnTCHd YCTOMUMBHMU IJIA OAUTEJILHOTO JeUeHMS UM MUCIIOJbL3YITCA
B BoJbmen CTEeIleHu oJis oBecrnieueHn s OUTaHuLg, HECMOTPA Ha
COXpaHAamMecs CHMIITOMHI . KopTukocTepoumsl, CUCTEMHHE VI
[IepopalibHEIE, MOTYT OOJEeIuYMTE CHMIITOME, HO He ABJIANTCH PEelleHneEM
nJis OJIMTEeJIbHOT'O  JIeUEeHUSH n3-3a VX  MHOT'OUUCIIEHHHIX  ITOOOUHEIX
50PeKTOB. 370 MCCJeloBaHue npelHas3HaudeHo oJisg IIPOBEPKU
BesonacHOCTM U 50OEeKTHMBHOCTHM JI€UeHMS aHTUTEJIOM MIPpOoTUB Siglec—-8 y
nauueHToB ¢ EG £ EGE.

B ofmel CJOXHOCTU NpUOIM3uTesbHO 60 cy®beKTaM BBOOMIM HOO3Y
B UCCJIemoBaHMM, B KkKoTopoM 20 CyOBeKTOB IIOJydaJM aHTUTEeJO K
Siglec—-8 HEKA (HedyKOBMIMPOBAHHEI I1gGl) B npose 0,3 MIr/Kr nJas
IIepBOM MHOBH, 3a KoTopol cjemoBajio 0,3 MI/KD mjd 3 [IOCJEOYIONUX
ooz, 20 Ccy®BLeKTOB roJiydaJjin aHTUTEJIO K Siglec-8 HEKA
(HebpykosmIMpoBaHHEML IgGl) B mose 0,3 MI/KT OJ9 IepBOM IOS3H,
saTeM 1 MUP/xr mojadg 3 HDocJenyommMx nos, a 20 cyBbhekTOoB IIOoJIy4Yalil
mjanedo PaHOIOMM3UPOBAHHEIM  OBOMHEM  CJIEIIEM  MeTOIOM. 4 OO 3E
anTuTeJa k Siglec—8 HEKA (HedYKOZMIMPOBAHHHM I1gGl) wmiIu I1Jjaledo
BBOIMJIM C IIOMONILI BHYTPMBeHHOM MHOYy3MM B 1, 29 (£ 3), 57 (£ 3) u
85 (x 3) meHb.

8a naureHTaMy HabJgomalM B TedeHMe b6 (*x 3) 1»OHeM 1ocJe
mocjiegHeM OO3H, a IOBTOPHYID 2300aro—racrpo-aoyomeHockomnuio (EGD) c
Buoricuen npoBOoIMIIM uYepes 14 (+ 3) I»OHeM IocJe BBeIeHMA IIoCJelHeln
IOO3H.

TecTUpOBaJM HaluMeHTOB ¢ EG * EGE. OnOpocHBM JMUCT (PRO) ,

coofmaeMB IIalulMMeHTOM, MCIIOJIE30BaAJI IOJIA OLlEeHKM IIPMSHaAKOB "
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CUMIITOMOB, CBS3aHHHX C EG M EGE, M ero exXemHeBHO 3allOJIHAJ KaXIBM
cyOBekT (IpMMepHO B OIHO M TO Xe BpeMA KaxXIhM Beuep) B TeueHHue
[IEPUOOOB CKPMHMHI'a, JieueHMsa M HabimoneHusda. CyOBeKTH OLEeHMBaKT
KaueCcTBO CBOEM XWU3HM, MCIOJb3yd o0cjeldoBaHMe COCTOSHMSA 3O0POBLA
SF-36 nOpu ocCMOTpe, IOpelBapuUTellbHyK no3y B 1, 29, 57 m 85 nHu
MHOY3MM, a Takxe B nocyuexnyiomme 113 m 141 gHM (MM OPM OOCPOYHOM
IIpeKpalleHnn) .

Kpurepunr BKJIOUEHMS BKJIOUAIT :

(a) BospacT (218 u <80 JeT);

(b) mpempwnoymui ouarHo3 EG uiau EGE;

(c) mnepen 5SHIOCKOIMENM, CpeOHAS exeHeIeJbHasd oOlleHKa =2 3 (Io
mkaJjie 0-10), perucrtpupyemad nOJad OOJM B XUBOTe, IOHOCA W/WUINU
TONMHOTE IO ONPOCHMKY PRO B TeueHMe II0 MeHbIleM Mepe 2 M3 3 HedelJlb
cbopa PRO (kaxIywn HeIeJlo HeOoOXOOMMO 3allOJIHATh MMHMMAJIEHO UeTHPE
OTIPOCHUKA) ;

(d) 203UHOQUIIM A CIIU3UCTOM OBDOJIOUKM XeJlyoKa 230
S03UHOOMIIOB/TIOJIE  3peHud I[Hon OOJbIKMM YBeJIMUeHUEeM (HPF) B 5
aHammsax HPF w3 EGD, BHIIOJHEHHEX B TeueHMe IIeprMola CKPMHMHTAE,
Bes KakoM—JUOO IOpyTOoM MIPUUMHH 203UMHOIMIMM XKeJyIOKa (HalpuMmep,
napasuTapHas WM Opyrasd MHOEeKUMS MM 3JIOKaueCTBeHHas OIIyXOJib) ;

(e) oOTCyTCTBME WJIM He JIOOJDKHOe peIlyJMpOoBaHMe CTaHOapTHEMU
MeTomaMM JiedeHusa EG (KOTOpHE cpenu IIpodyeroc MOI'yT BKJOUaTh PPI,
CHCTEeMHEIEe MJIM MECTHHE KOPTUKOCTEPOUIOH W/MJIM IUeTY) ;

(f) ecam mpu OpyroM JedeHum EG, EGE miau EoE NOpM BKJIKUEHUN B
uccJjlegoBaHMe OvUIM CcTabujibHaAsS JO3a B TeueHMe II0 MeHbIelM Mepe 8
HeIeJlb IIepel CKPUHMHIOM M TOTOBHOCTL IIPOIOOJIKATL IIPpMEeM STOM MTO3H
B TeueHMe BCeTrO MCCJeOoBaHUA (TOJbKO 4 HeleJM Iepel CKPUMHMHIOM B
TeueHMe MHIUOUTOPpAa MIPOTOHHOM noMmmsl (PPI)); m

(g) oTpMuLATEJILHEM TecT Ha OepeMeHHOCTL (KeHIMHEH) .

Kpurepun MCKIOUeHMS BKJIIOUALT :

(a) IOMarHO3 TJIDTEMHOBOM OoJie3HM MM UHbexumu H. pylori, dUTo
ONpemelIglnT NpU CKPpUHMHTe EGD uIM ITJIOTEeMHOBOM OOJIe3HUM B aHaMHese,
IMaTHOCTHPOBAaHHOM Iepen EGD;

(b) 3JI0KaUYEeCTBEHHOE HOoBoOOpaszsoBaHMe B aHaMHe3se; 3a
VCKJIDUeHMeM KaplMHOMEL in situ B melke MaTKM, pPaHHelM cCcTaIuM paka
opencraTesbHOM XeJle 3H VI HEMEJIaHOMHOT'O paka KOXIM (B
uccJiegoBaHMe MOXHO BKJIOUATE IOpM pakKe, KOTOPHM HaxXOOMTCS B
COCTOSHUM PEMUCCUM B TeueHHue 0OoJjiee 5 JIeT M CUMTAeTCs BEBEIJIEUEHHHM,
3a MCKJIUEeHMEM paka MOJIOUHOM XeJIe3H) ;

(c) JeueHMe XMMMOTEpAlMENM WM paluoTepalmuey 3a I[IocJelHue 6
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MecCcAleB;

(d) JleyeHMe BHBBAHHOM TeJbMMHTaMM I[apas3uTapHOM MHOeKUUM B
npenejax © MecAaLeB oT CKPMHMHT A u/Uim IIOJIOXU T eJIb HEIM
napasuTapHeli/Ova TecT IPpU CKPUHUHIE;

(e) wmcrHoJsib30BaHMe B TeueHue 30 IOHeM Iepel CKPUHMHIOM (MM 5
IepronoB IoJiypacliala, B 3aBMCUMOCTM OT TOTO, UYTO IJOJIblle) WU
MCIIOJIb30BaHMe BO BpeMA IIepMrola CKPUHMHIA JIOOHX JIEKapCTB, KOTOPHE
MOTYT TIIOMEeNlaThk MCCJeOOBaHMI, TaKMX KakK MMMYHOIEIPECCAaHTH WJIU
MMMy HOMO Y JISTOPH (BKIIIOUA A a3aTUOIIPUH, 6—MepKalTOIlypPUH,
MeTOoTpeKcar, LIVMKJIOCIIOPUH, TaKpOJIMMYC, pelLenTop IPOTUB TNF,
npotue 1L-5, mnpotmer IL-5, mynmuiayma®, aHTUTeJa k IgE, omManuzymad)
WM CUCTEMHBEe KOPTUKOCTEPOUIH C CYTOUHOM mos3om >10 MI mpelHM30HA
WM aHajora;

(f) BakUMHaLUA XUBEMM OCJAOJIEHHEIMM BaKLUMHaMu B TeueHue 30
IOHelY IO Hadajla JIedeHUS B MCCIeOOBaHMM, B TeuUeHUe Iepuoda JIeUueHUId
WM BaKUMHaLMA, oOXunaeMasd B TedeHMe 5 I[IepUMOIOB IIOJIyBHEBeOeHUsa (4
Mecsala) I[IOCJie BBeINeHUMA MCCJeNyeMOoI'o JIeKapCTBEHHOI'O CpelcCTea; U

(g) y4yacTue B KOHKYPEHTHOM MHTEPBEHLUMOHHOM MCCJeOOBaHUU C
IIOCJIEOHVM BMEMAaTeJILCTBOM, MMEeBIMM MeCcTO B TedeHne 30 z»OHel 1O
BBeOeHUd MCCJIedyeMoTo HOpenapaTa (uamu 90 @»mHew wmiaM 5 I[IepUMOIOB
nojiypacrana, B 3aBUCHUMOCTHU oT TOTO, uTo noJiblle, 014
OMOJIOTUUYECKUX TIPONYKTOB) .

[IepBMUHEM KPUTEPMEM OLEeHKM ABJIASTCA M3MeHeHUe KOJUUYeCTBa
503MHOOMIIOBR B IIOJIe 3peHud IOpu OoJbIoM yeesMdeHunr (HPF) 1npwu
OuoncumM xejiyoka OO U IIOCJIe JiedueHUS aHTUTeJIoM NpoTuBE Siglec—-8 1o
CpaBHeHUI C JieueHMeM Ianebo.

BTOPUUHHIY KPUTEPHUM OlleHKM BKJUAeT M3MeHeHMe  CJeOylmmux
napaMeTpOBR Iepeld ¥ TIIOCJe JieueHMA aHTUTeJIOM NOpoTueB Siglec—-8 1o
CPpaBHEeHUI C JIedeHMeM IL1alebo:

(a) mBMeHeHMS cuMITOMOB EG M EGE B aHkeTe naumeHTa (PRO) c
pe3yJbTaraM JIeUeHUs (K UMCIy CUMIITOMOB OTHOCATCH OOJIb B XUBOTE,
TOWHOT&A, pPBOTa, I[IOHOC, PaHHAS CHTOCTL, I[IOTepd allleTuTa, B3OyTUe
XMUBOTA U CIla3ME B XUBOTE) ;

(b) wmsMeHeHMe KaueCcTBa XMU3HM, M3MEPEHHOe C IIOMOWIEBK KpaTKOI'o
OIIPOCHUKA I[I0 OLIeHKEe COCTOSAHMUS 3HOPOBLA M3 36 IIyHKTOB;

(C) M3BMeHeHMe KOJMUYeCTBa DO3MHOQUIIOE B KPOBU;

(d) wm3MeHeHMe KOJIMUeCTEBa DO3MHOGMIIOB B HPEF npu OuonICcuUM
NMmeBOonNa ¥ »OBEeHANOUATUIIEPCTHOM KUIIKM Yy I[IalMeHTOB C COIyTCTBYIUM
FEoE u/mnm EGE, COOTBEeTCTBEHHO;

(e) wm3MeHeHMe MOPOQOJOTMUECKOM OlleHKM OMOICUM XeJiyOoka U
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OIBEHAOIlaTUIIEPCTHOM KUIMKM IO M IIoCJe JiedeHUd (C MCHOJIbL30BaHUEM
mKaJbl 110 CUOHEMCKOM cucTeMe) ;

(f) MBMeHeHMe TYUHEIX KJIETOK (TpUIlTa3a-IloJIOXMTEJIbHEX KJIETOK)
B HPF mnpu OMOICHMM XeJyIKa U/MIM OBeHAIUATUISPCTHOM  KUIIKM,
COOTBETCTBEHHO;

(g) uMBMeHeHMe MaccChH TeJla; u

(h) wu3BMeHeHMVe @OOJM IalMeHTOB C TIMUCTOJOTUMUECKOM peMuccuen,
onpepesigeMorn kak <30 sosuHopmios/HPF B 5 HPF, [Opu OMOIICHUM
XeJlyokKa.

HeJu MccJeOOBaHMSA BRJIOUAKT CPpaBHeHMe CJeldyillMx IIoKa3aTeljiel
Yy TIalMeHTOB, I[IOoJIydaBmNMX aHTUTeJlo k Siglec—-8, @O0 CpaBHEHUIO C
JledeHreM Iuianedo:

(1) MopdoJIoOTHUUEeCKad OlleHKa frorncmum XeJlyIoKa u
IOIBEHAOIlATUIIEPCTHOM KUIMKM IJO M Iocjle JieueHMSa C MCIOJIL30BaHMeM
mKaJbl 110 CUOHEMCKOM cucTeMe;

(2) M3MeHeHne TYUHEIX KJIETOK (HanmpuMep,
TPUIITA3O0IOJIOKUTEJILHEX KJIeTOK) B HPF mnOpr OMONCUM XeJyOoka M/Win
IOIBEeHAaOllaTUIIEPCTHOM KUK,

(3) mMBMeHeHMEe MaCCH TeJla; U

(4) noJig IaluMeHTOB C TMCTOJIOTUYECKOM peMuccuen,
onpemeygeMorn kak <30 sosmHOMIOB/HPF B 5 HPF 1npu OMOICHUM
KeJlyoka .

OapMakoOuHaMmuueckre (PD) KOHeUHBEe TOUKM BKJIOUYAKT WM3MEeHeHMe
I[I0 CPaBHEHMIO C MCXOOHHM YPOBHEM KOJMUeCTBa DO3MHOOUIIOB B
CAUBUCTOM 000JIOUKe MNUIeBOda U/UIM OBEeHaOIaTUIIEPCTHOM KUIKU Y
IIalmMeHTOB C COIIYTCTBYIOIIVMM EokE n/ WU EGE " KOJIMUEeCTBOM
203MHOQMIIOB B KpPOBM (abCcoJIoTHOE) .

[IOCJIEDOBATEJIBHOCTU

Bce mnoJMOenTMIHEE IIOCJIEOOBATEJBHOCTM IMIpencTaBJIeHH OT N-
KOHIla K C—KOHIlY, €CJIM He OTMEUEHO MHOe.

Bce mnociiemnoBaTeJIbHOCTHM HYKJEMHOBHEX KMCJIOT IMIpencTaBJIeHH b5’ -
3’7, ecJM He OTMEeUeHO MHOoe.

AMMHOKMCIIOTHA A IIOCJIEeIOBATEJIEHOCTE BapMa@eﬂbHOPO IJOMEHa

TOKEJIOM 1enM MBMMHOTO 2E2

QVQLKESGPGLVAPSQSLSITCTVSGESLTIYGAHWVRQPPGKGLEWLGVIWAGGSTNY
NSALMSRLSISKDNSKSQVFLKINSLQTDDTALYYCARDGSSPYYYSMEYWGQGTSVTVSS
(SEQ ID NO:1)

AMMHOKMCIIOTHA A IIOCJIeIOBATEJIELHOCTE Bapmaéeanoro IJOMEHa

TsxeJion Lenm 2E2 RHA
EVOLVESGGGLVQPGGSLRLSCAASGFSLTIYGAHWVROAPGKGLEWVSVIWAGGSTNY
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NSALMSRFTISKDNSKNTVYLOMNSLRAEDTAVYYCARDGSSPYYYSMEYWGQGTTVTVSS
(SEQ ID NO:2)

AMMHOKMCIIOTHA L I1OCJIeIOBATEJIELHOCTDE Bapmaéeanoro IJOMEHa

TaxeJioM Lenu 2E2 RHB

EVQLVESGGGLVQPGGSLRLSCAVSGFSLTIYGAHWVRQAPGKGLEWLGVIWAGGSTNY
NSAIMSRLSISKDNSKNTVYLOMNSLRAEDTAVYYCARDGSSPYYYSMEYWGQGTTVTVSS
(SEQ ID NO:3)

AMMHOKMCJIOTHA A IIOCJIeOBaTeJIbHOCTDb BapMa@eﬂbHOPO IJOMEHa

TsaKeJoM Henu 2E2 RHC

EVOLVESGGGLVQPGGSLRLSCAVSGEFSLTIYGAHWVRQAPGKGLEWVSVIWAGGSTNY
NSATMSRFTISKDNSKNTVYLOMNSLRAEDTAVYYCARDGSSPYYYSMEYWGQGTTVTVSS
(SEQ ID NO:4)

AMMHOKMCIIOTHA A IIOCJIENOBATEJIEHOCTE BapMa@eﬂbHOPO IJOMEHa

TaKeJoM lenu 2E2 RHD

EVOLVESGGGLVQPGGSLRLSCAASGESLTIYGAHWVRQAPGKGLEWLSVIWAGGSTNY
NSATMSRFTISKDNSKNTVYLOMNSLRAEDTAVYYCARDGSSPYYYSMEYWGQGTTVTVSS
(SEQ ID NO:5)

AMMHOKMCIIOTHA L IIOCJIeIOBATEJIEHOCTE BapMa@eﬂbHOPO IJOMEHa

TaKeJIoM Lenu 2E2 RHE

EVOLVESGGGLVQPGGSLRLSCAASGESLTIYGAHWVROQAPGKGLEWVGVIWAGGSTNY
NSALMSRFTISKDNSKNTVYLOMNSLRAEDTAVYYCARDGSSPYYYSMEYWGQGTTVTVSS
(SEQ ID NO:6)

AMMHOKMCJIIOTHA A I1IO0CJIeIOBaATEJIEHOCTDE B&pM&@GﬂbHOPO IJOMEHAa

TsxeJIoM lenu 2E2 RHF

EVOLVESGGGLVQPGGSLRLSCAASGFSLTIYGAHWVRQAPGKGLEWVSVIWAGGSTNY
NSALMSRLTISKDNSKNTVYLOMNSLRAEDTAVYYCARDGSSPYYYSMEYWGQGTTVTVSS
(SEQ ID NO:7)

AMMHOKMCJIJIOTHA A IIOCJIeIOBAaTEJIEHOCTDb BapMa@eﬂbHOPO IJOMEHAa

TaKeJ oM lenu 2E2 RHG

EVOLVESGGGLVQPGGSLRLSCAASGEFSLTIYGAHWVRQAPGKGLEWVSVIWAGGSTNY
NSATMSREFSTSKDNSKNTVYLOMNSLRAEDTAVYYCARDGSSPYYYSMEYWGQGTTVTVSS
(SEQ ID NO:8)

AMMHOKMCIIOTHA A IIOCJIEeIOBATEJIEHOCTE BapMa@eﬂbHOPO IJOMEHa

TaKeJIOM Lenu 2E2 RHA2

QVOLOESGPGLVKPSETLSLTCTVSGGSISIYGAHWIRQPPGKGLEWIGVIWAGGSTNY
NSATMSRVTISVDTSKNQFSLKLSSVTAADTAVYYCARDGSSPYYYSMEYWGQGTLVTVSS
(SEQ ID NO:9)

AMMHOKMCIIOTHA A IIOCJIeIOBATEJIELHOCTE Bapmaéeanoro IJOMEHa

TsxeJion Lenm 2E2 RHB2
QVOLOESGPGLVKPSETLSLTCTVSGFSLTIYGAHWVROPPGKGLEWLGVIWAGGSTNY
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NSALMSRLSISKDNSKNQVSLKLSSVTAADTAVYYCARDGSSPYYYSMEYWGQGTLVTVSS
(SEQ ID NO:10)

AMMHOKMCJIOTHaAA I[IOCJIemDOBaTeJIbHOCTE MYyTAHTHOIO Bapma6eanoro

noMeHa TsaxeJion nenu 2E2 RHE S-G

EVOLVESGGGLVQPGGSLRLSCAASGEFSLTIYGAHWVRQAPGKGLEWVGVIWAGGSTNY
NSALMSREFTISKDNSKNTVYLOMNSLRAEDTAVYYCARDGSSPYYYGMEYWGQGTTVTVSS
(SEQ ID NO:11)

AMMHOKMCJIOTHA A IIOCJIeOBaTeJIbHOCTDb BapMa@eﬂbHOPO IJOMEHa

TsaKeJoM Henu 2E2 RHE E-D

EVOLVESGGGLVQPGGSLRLSCAASGEFSLTIYGAHWVRQAPGKGLEWVGVIWAGGSTNY
NSATMSRFTISKDNSKNTVYLOMNSLRAEDTAVYYCARDGSSPYYYSMDYWGQGTTVTVSS
(SEQ ID NO:12)

AMMHOKMCIIOTHA A IIOCJIENOBATEJIEHOCTE BapMa@eﬂbHOPO IJOMEHa

TaKeJoM lenu 2E2 RHE Y-V

EVOLVESGGGLVQPGGSLRLSCAASGESLTIYGAHWVRQAPGKGLEWVGVIWAGGSTNY
NSATMSRFTISKDNSKNTVYLOMNSLRAEDTAVYYCARDGSSPYYYSMEVWGQGTTVTVSS
(SEQ ID NO:13)

AMMHOKMCJIOTHA A IIOCJIeJOBaTeJIEHOCTD TpOﬁHOPO MYyTaHTHOTI'O

BapuabeJbHOTO IOOMeHa TaxeJom nenu 2E2 RHE

EVOLVESGGGLVQPGGSLRLSCAASGESLTIYGAHWVROQAPGKGLEWVGVIWAGGSTNY
NSALMSRFTISKDNSKNTVYLOMNSLRAEDTAVYYCARDGSSPYYYGMDVWGQGTTVTVSS
(SEQ ID NO:14)

AMMHOKMCJIIOTHA A I1IO0CJIeIOBaATEJIEHOCTDE B&pM&@GﬂbHOPO IJOMEHAa

JeTKOM llelM MBIIMHOTO 2E2
QITILTQSPAIMSASPGEKVSITCSATSSVSYMHWFQQOKPGTSPKLWIYSTSNLASGVPV
RFSGSGSGTSYSLTISRMEAEDAATYYCQQORSSYPFTFGSGTKLEIK (SEQ ID NO:15)

AMMHOKMCJIOTHA A IIOCJIeIOBaAaTeJIbHOCTD BapMa@eﬂbHOPO IJOMEHa

Jerkom uLenmu 2E2 RKA
EIVLTOSPATLSLSPGEKPHCALSCSATSSVSYMHWEQOKPGOAPRLLIYSTSNLASGI
PARFSGSGSGTDFTLTISSLEPEDFAVYYCQQORSSYPFTFGPGTKLDIK (SEQ ID NO:16)

AMMHOKMCIIOTHA A IIOCJIENOBATEJIEHOCTE BapMa@eﬂbHOPO IJOMEHa

Jerkor lienm 2E2 RKB
ETIILTOSPATLSLSPGEKPHCALSCSATSSVSYMHWEQOKPGOAPRILWIYSTSNLASGV
PARFSGSGSGTDYTLTISSLEPEDFAVYYCQQORSSYPFTFGPGTKLDIK (SEQ ID NO:17)

AMMHOKMCIIOTHA A IIOCJIeIOBATEJIEHOCTE BapMa@eﬂbHOPO IJOMEHa

Jerkon lLenm 2E2 RKC
EIILTOSPATLSLSPGEKPHCALSCSATSSVSYMHWEFQOKPGOAPRLLIYSTSNLASGI
PARFSGSGSGTDFTLTISSLEPEDFAVYYCQQORSSYPFTFGPGTKLDIK (SEQ ID NO:18)

AMMHOKMCIIOTHA L I1OCJIEeIOBATEJIELHOCTE Bapmaéeanoro IJOMEHa

Jerkom uLenm 2E2 RKD
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EIVLTOSPATLSLSPGEKPHCALSCSATSSVSYMHWEFQOKPGOAPRLWIYSTSNLASGI
PARFSGSGSGTDFTLTISSLEPEDFAVYYCQQRSSYPFTFGPGTKLDIK (SEQ ID NO:19)

AMMHOKMCIIOTHA L I1OCJIeIOBATEJIELHOCTDE Bapmaéeanoro IJOMEHa

Jerkom Lenm 2E2 RKE
EIVLTQSPATLSLSPGEKPHCALSCSATSSVSYMHWFQQOKPGQAPRLLIYSTSNLASGV
PARFSGSGSGTDFTLTISSLEPEDFAVYYCQQORSSYPFTFGPGTKLDIK (SEQ ID NO:20)

AMVHOKMCJIOTHAA I10CJIETOBATEJIEHOCTE BapnabesILHOTO IJOMEHAa

Jerkom lenu 2E2 RKF
EIVLTOSPATLSLSPGEKPHCALSCSATSSVSYMHWEFQOKPGOAPRLLIYSTSNLASGI
PARFSGSGSGTDYTLTISSLEPEDFAVYYCQQORSSYPFTFGPGTKLDIK (SEQ ID NO:21)

AMMHOKMCJIIOTHA A IIOCJIENOBATEJIEHOCTE BapMa@eﬂbHOPO IJOMEHa

Jerkor lenu 2E2 RKG
EIVLTOSPATLSLSPGEKPHCALSCSATSSVSYMHWYQOKPGOAPRLLIYSTSNLASGI
PARFSGSGSGTDFTLTISSLEPEDFAVYYCQQORSSYPFTFGPGTKLDIK (SEQ ID NO:22)

AMMHOKMCJIOTHAA I[IOCJIEeOOBaATEJIEHOCTE MYyTAHTHOIO BapMa@eHbHOPO

IOOMeHa JieTkoM Ienu 2E2 RKA F-Y
EIVLTOSPATLSLSPGEKPHCALSCSATSSVSYMHWEQOKPGOAPRLLIYSTSNLASGI
PARFSGSGSGTDFTLTISSLEPEDFAVYYCQQORSSYPYTFGPGTKLDIK (SEQ ID NO:23)

AMMHOKMCJIOTHAA I[IOCJIeOOBaTeJIbHOCTE MYyTAHTHOIO BapMa@eﬂbHOPO

IOOMeHa Jierkol Lenu 2E2 RKEF F-Y
EIVLTOSPATLSLSPGEKPHCALSCSATSSVSYMHWEQOKPGOAPRLLIYSTSNLASGI
PARFSGSGSGTDYTLTISSLEPEDFAVYYCQQORSSYPYTFGPGTKLDIK (SEQ ID NO:24)

AMMHOKMCJIOTHASA II0CJIeJOBaTeJILHOCTD T AXKeJION Ienm HEKA u

Taxesion Lenu HEKF
EVOLVESGGGLVQPGGSLRLSCAASGFSLTIYGAHWVROAPGKGLEWVGVIWAGGSTNY
NSALMSRFTISKDNSKNTVYLOMNSLRAEDTAVYYCARDGSSPYYYSMEYWGQGTTVTVSSast

kgpsviplapsskstsggtaalgclvkdyfpepvtvswnsgaltsgvhtfpavlgssglyslss
vvtvpssslgtgtyicnvnhkpsntkvdkrvepkscdkthtcppcpapellggpsvElfppkpk
dtlmisrtpevtcvvvdvshedpevkfnwyvdgvevhnaktkpreeqynstyrvvsvltvlhgd
wlngkeykckvsnkalpapiektiskakggprepgvytlppsreemtkngvsltclvkgfypsno
navewesnggpennykttppvldsdgsfflyskltvdksrwgggnviscsvmhealhnhytgks
l1slspg (SEQ ID NO:75)

AMMHOKMCJIOTHAS I[IOCJIEIOBATEJILHOCTE JieTkoM Lenu HEKA

EIVLTQSPATLSLSPGEKPHCALSCSATSSVSYMHWFQOKPGOQAPRLLIYSTSNLASGI
PARFSGSGSGTDFTLTISSLEPEDFAVYYCQQRSSYPFTFGPGTKLDIKrtvaapsviifppsd

eglksgtasvvcllnnfypreakvgwkvIHKlgsgnsgesvtegdskdstyslsstltlskakp
acuresbkhkvyacevthgglsspvtksfnrgec (SEQ ID NO:76)
AMMHOKMCJIOTHASA TOCJIeOOBAaTEeJILHOCTE JIeTKOM Lenu HEKF
EIVLTOQSPATLSLSPGEKPHCALSCSATSSVSYMHWEFQOKPGOAPRLLIYSTSNLASGI
PARFSGSGSGTDYTLTISSLEPEDFAVYYCQQRSSYPFTFGPGTKLDIKrtvaapsviifppsd
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eqglksgtasvvcllnnfypreakvgwkvIHKlgsgnsgesvtegdskdstyslsstltlskakp
acurenskhkvyacevthgglsspvtksfnrgec (SEQ ID NO:77)

AMMHOKMCIIOTHA L I1OCJIeIOBATEJIELHOCTE KOHCTAaHTHOM obJjlacTu

TaxeJgon uenu IgGl

astkgpsvfplapsskstsggtaalgclvkdyfpepvtvswnsgaltsgvhtfpavlgs
sglyslssvvtvpssslgtgtyicnvnhkpsntkvdkrvepkscdkthtcppcpapellggpsv
flfppkpkdtlmisrtpevtcvvvdvshedpevkfnwyvdgvevhnaktkpreeqynstyrvvs
vlitvlhgdwlngkeykckvsnkalpapiektiskakggprepgvytlppsreemtkngvsltcl
vkgfypsouavewesnggpennykttppvldsdgsfflyskltvdksrwgggnviscsvmheal
hnhytgkslslspg (SEQ ID NO:78)

AMMHOKMCJIIOTHA A IIOCJIENOBATEJIEHOCTE KOHCTAaHTHOM obJjlacTu

TaxeJon uenu 1gG4

astkgpsvfplapcsrstsestaalgclvkdyfpepvtvswnsgaltsgvhtfpavlgs
sglyslssvvtvpssslgtktytcnvdhkpsntkvdkrveskygppcppcpapeflggpsvilf
ppkpkdtlmisrtpevtcvvvdvsgedpevgfnwyvdgvevhnaktkpreegfnstyrvvsvlt
vlhgdwlngkeykckvsnkglpssiektiskakggprepgvytlppsgeemtkngvsltclvkg
fypsonavewesnggpennykttppvldsdgsfflysrltvdksrwgegnviscsvmhealhnh
yvtgkslslslg (SEQ ID NO:79)

AMMHOKMCIIOTHA L ITOCJIeIOBATEJIEHOCTE KOHCTAaHTHOM obJjlacTu

JIeTKOM Llenu kKanma Ig

rtvaapsviifppsdeqglksgtasvvcllnnfypreakvagwkvIHKlgsgnsgesvteq
dskdstyslsstltlskakpacurenrvkhkvyacevthgglsspvtksfnrgec (SEQ ID
NO:80)

AMMHOKMCJIOTHAS I[NOCJIEeNOoBaTeJJbHOCTE TEXEeJIOM el MumyHOTOo 2C4
n 2E2 IgGl

QVQLKRASGPGLVAPSQSLSITCTVSGFSLTIYGAHWVRQPPGKGLEWLGVIWAGGSTN
YNSALMSRLSISKDNSKSQVEFLKINSLOTDDTALYYCARDGSSPYYYSMEYWGQGTSVTVSSAK
TTPPSVYPLAPGSAAQTNSMVTLGCLVKGYFPEPVTVTWNSGSLSSGVHTFPAVLESDLYTLSS
SVIVPSSPRPSETVTCNVAHIIPOXOOATTKVDKKIVPRDCGCKPCICTVPEVSSVEIFPPKPKD
VLTITLTPRVTCVVVDISKDDPEVQFSWEVDDVEVHTAQTQPREEQENSTEFRSVSELPIMHQDW
LNGKEFKCRVNSAAFPAPTEKTISKTKGRPKAPQVYTIPPPKEQMAKDKVSLT
CMITDFFPEDITVEWQWNGQPAENYKNTQPIMNTNGSYEFVYSKLNVOKSNWEAGNTEFTCSVLHE
GLHNHHTEKSLSHSPG (SEQ ID NO:81)

AMMHOKMCJIOTHA A IIOCJIeJOBaTEeJIBEHOCTD JeTkomn Ielin Karlllla

MEIIMHOTO 2C4
EITLTOQSPATMSASPGERKVSITCSATSSVSYMHWFQOKPGTSPKLWIYSTSNLASGVPV
REFSGSGSGTSYSLTISRMEAEDAATYYCQQRSSYPFTEFGSGTKLEIKADAAPTVSIFPPSSEQL
TSGGASVVCFLNNEFYPKDINVKWKIDGSERONGVLNSWIDQDSKDSTYSMSSTLTLTKDEYERH
NSYTCEATHKTSTSPIVKSFNRNEC (SEQ ID NO:82)

AMMHOKMCJIOTHA A ITIOCJIeJOBaTEeJIEHOCTE JeTKomn elin Karlllla




140

MBEIIMHOTO 2E2

QITILTQOSPAIMSASPGEKVSITCSATSSVSYMHWEQQOKPGTSPKLWIYSTSNLASGVPV
REFSGSGSGTSYSLTISRMEAEDAATYYCQQRSSYPFTFGSGTKLEIKADAAPTVSIFPPSSEQL
TSGGASVVCEFLNNEFYPKDINVKWKIDGSERONGVLNSWTDODSKDSTYSMSSTLTLTKDEYERH
NSYTCEATHKTSTSPIVKSFNRNEC (SEQ ID NO:83)

AMMHOKMCJIOTHaS [OCJEeOOBATEJIEHOCTL TXKEeJIOM Lely XUMEPHOTO
2C4 n 2E2 IgGl

QVQLKRASGPGLVAPSQSLSITCTVSGFSLTIYGAHWVRQPPGKGLEWLGVIWAGGSTN
YNSALMSRLSISKDNSKSQVFLKINSLOQTDDTALYYCARDGSSPYYYSMEYWGQGTSVTVSSAS
TKGPSVFPLAPSSKSTSGGTAALGCLVKDYFPEPVTVSWNSGALTSGVHTFPAVLQSSGLYSLS
SVVTVPSSSLGTQTYICNVNHKPSNTKVDKRVEPKSCDKTHTCPPCPAPELLGGPSVEFLEFPPKP
KDTLMISRTPEVTCVVVDVSHEDPEVKFNWYVDGVEVHNAKTKPREEQYNSTYRVVSVLTVLHQ
DWLNGKEYKCKVSNKALPAPIEKTISKAKGQPREPQVYTLPPSREEMTKNQVSLTCLVKGEYPS
INMAVEWESNGQPENNYKTTPPVLDSDGSFFLYSKLTVDKSRWQQGNVESCSVMHEATLHNHY TQK
SLSLSPG (SEQ ID NO:84)

AMMHOKMCJIOTHA A IIOCJIeJOBaTEeJIEHOCTD JeTkomn Ielin Karlllla

XyMepHOoTO 2C4
EITLTOQSPATMSASPGERKVSITCSATSSVSYMHWFQOKPGTSPKLWIYSTSNLASGVPV
REFSGSGSGTSYSLTISRMEAEDAATYYCQORSSYPFTEGSGTKLEIKRTVAAPSVEIFPPSDEQ
LKSGTASVVCLLNNEYPREARKVOWKVIHKLOSGNSQESVTEQDSKDSTYSLSSTLTLSKAKPAC
UTEJIBKHKVYACEVTHQGLSSPVTKSFNRGEC (SEQ ID NO:85)

AMMHOKMCJIOTHA A ITIOCJIeJOBaTEeJIEHOCTE JeTKomn elin Karlllla

XVMepHOTO 2E2
QITLTQSPAIMSASPGEKVSITCSATSSVSYMHWFQQOKPGTSPKLWIYSTSNLASGVPV
RFSGSGSGTSYSLTISRMEAEDAATYYCQQORSSYPFTFGSGTKLEIKRTVAAPSVEIFPPSDEQ
LKSGTASVVCLLNNEYPREARKVOQWKVIHKLOSGNSQESVTEQDSKDSTYSLSSTLTLSKAKPAC
UTEJIBKHKVYACEVTHQGLSSPVTKSFNRGEC (SEQ ID NO:86)

AMMHOKMCJIOTHaS IIOCJeNoBaTeJIJbHOCTE TsaKeJioM uLenu HEKA IgG4

(IgG4 comepxuT MyTaluuon S228P)

EVOLVESGGGLVQPGGSLRLSCAASGEFSLTIYGAHWVRQAPGKGLEWVGVIWAGGSTNY
NSALMSRFTISKDNSKNTVYLOMNSLRAEDTAVYYCARDGSSPYYYSMEYWGQGTTVTVSSAST
KGPSVFPLAPCSRSTSESTAALGCLVKDYFPEPVTVSWNSGALTSGVHTFPAVLOSSGLYSLSS
VVTVPSSSLGTKTYTCNVDHKPSNTKVDKRVESKYGPPCPPCPAPEFLGGPSVFLEFPPKPKDTL
MISRTPEVTCVVVDVSQEDPEVQEFNWYVDGVEVHNAKTKPREEQFNSTYRVVSVLTVLHQODWLN
GKEYKCKVSNKGLPSSTIEKTISKAKGQPREPQVYTLPPSQEEMTKNQVSLTCLVKGEYPSIVAY
EWESNGQPENNYKTTPPVLDSDGSFFLYSRLTVDKSRWQEGNVESCSVMHEATLHNHYTQKSLSL
SLG (SEQ ID NO:87)

AMMHOKMCIIOTHA A IIOCJIeIOBATEJIELHOCTE Bapmaéeanoro IJOMEHa

TOKeJIOM Lenr MEMMHOTO 1C3 (HOOUEepKHYTEHE OCTaTKM colepxaT CDR HI

n H2 corjacHo HyMepaumnu Chothia)
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EVOVVESGGDLVKSGGSLKLSCAASGEFPEFSSYAMSWVROQTPDKRLEWVAIISSGGSYTY
YSDSVKGREFTISROHKKNTLYLOMSSLKSEDTAMYYCARHETAQAAWFAYWGQGTLVTVSA
(SEQ ID NO:106)

AMMHOKMCIIOTHA A I1OCJIeIOBaATEJIELHOCTDE BapMa@eHbHOPO IJOMEHa

TsaXKeJIOM Lenu MemmuHOTO 1H10 (DOOUepKHYTHE OCTaTKM copepxaT CDR HI1

1 H2 corjacHO HyMepaluy Chothia)

EVOLOQOSGAELVRPGASVKLSCTASGFNIKDYYMYWVKQRPEQGLEWIGRIAPEDGDTE
YAPKFQGKATVTADTSSNTAYLHLSSLTSEDTAVYYCTTEGNYYGSSILDYWGQGTTLTVSS
(SEQ ID NO:107)

AMMHOKMCJIIOTHA A IIOCJIENOBATEJIEHOCTD BapMa@eﬂbHOPO IJOMEHa

TOKeJOM Lenr MemMHOTO 4F11 (momuepkHYTHE OCTaTkKu comepxaT CDR HI

n H2 corjacHO HyMepalimu Chothia)

QVOLOQSGAELVKPGASVKISCKASGYAFRSSWMNWVKQRPGKGLEWIGQIYPGDDY TN
YNGKFKGKVTLTADRSSSTAYMQLSSLTSEDSAVYFCARLGPYGPFADWGQGTLVTVSA  (SEQ
ID NO:108)

AMMHOKMCIIOTHA L IIOCJIeIOBAaTEJIEHOCTE BapMa@eﬂbHOPO IJOMEHa

JeTKOM llenM MbBmMHOTO 1C3
QIVLTQSPAIMSASPGEKVTMTCSASSSVSYMHWYQQOKSGTSPKRWIYDTSKLAYGVPA
RFSGSGSGTSYSLTISSMEAEDAATYYCQQOQWSSNPPTFGGGTKLEIK (SEQ ID NO:109)

AMMHOKMCIIOTHA L ITOCJIeIOBATEJIEHOCTE Bapmaéeanoro IJOMEHa

JerkoM Lenu MemmHoOTro 1H10
DIOMTQTTSSLSASLGDRVTISCRASODITNYLNWYQQOKPDGTVKLLIYFTSRLHSGVP
SRFSGSGSGTDYSLTISNLEQEIMATYFCQOGNTLPWTFGGGTKLEIK (SEQ ID NO:110)

AMVHOKMCJIOTHAA I1O0CJIETOBATEJIEHOCTE BapnabeJIbHOTO IJOMEHAa

JeTKOoM lienM MbemmMHOTO 4F11
QIVLTQSPAIVSASPGEKVTMTCSASSSVSYMYWYQORPGSSPRLLIYDTSSLASGVPV
RFSGSGSGTSYSLTISRIESEDAANYYCQOWNSDPYTFGGGTKLEIK (SEQ ID NO:111)
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$OPMYJIA MNBOEPE TEHNA

1. Crioco® JIieueHm s VI NIpodUIIaKTUKA BOCIHAJIMTEJIbLHOT'O
3aboJieBaHMA KumedHrKa (IBD) Yy MHIMBUAOYYMa, BKJIOUAKINMY BBeIeHHUEe
VHIVBUOYYMY 30PEeKTMBHOTO KOJIMYeCcTBa KOMIIO 3MLIN, comepxamen
AHTUTEJIO, KOTOpOoe CBA3EEBaeTCcaA C Siglec-8 uejoBeka.

2. Cnoco®6 mno n.l, roe MHOMBUOYYM CTpaldaeT S3BeHHBM KOJMTOM,
KOJIJIaT'€HO3HEM KOJIMTOM, JIMMOOUMTAPHEM KOJUTOM, OoJie3Hb KpoHa MM
HekJlaccupmumporaHHuM IBD ToJsicToM kumku (IBD-U) .

3. Cmnoco® mo m.2, TI'Ie MHOUMBUOYYM CTpalaeT S3BeHHBM KOJIMTOM
OT YMEpeHHOM IO TsXKeJIOM CTelleHU, OCTPEIM SA3BEHHBM KOJIMTOM,
BoJie3HbI0 KpoHa MNOOB3OOMHOM KMIIKK, ©O0JIe3HbI KpoHa TOJICTOM KUIIKM
W DOJIE3HBIO KpoHa IIOOB3IOOMHO-0B0N0OUHOM KUK ; n/ M N
MHIVBUOYYMa MMeeTCsa SA3BEHHBM KOJUT OT YMepeHHOM OO TSXeJlon
CTEIEeHNU u pacrnpocTpaHeHue 3aboJIeBaHUA TOJICTOM KUK oT
OpUOIU3UTEJIEHO 5 CM 0o Npubim3uTesibHO 40 cM.

4. Cnioco6 mno JwboMy M3 M. 1-3, B KOTOPOM IIepell BRBEeIeHMEM
KOMIIOBUIIMM MHIOMBMIYYM He IIoJydall Tepalupo I[IepBOM JIMHUM  OJIA
A3BEHHOTO KOJMTa mim OoJjie3HM KpoHa.

5. Cnoco6 no JjgoboMy M3 mOmn. 1-4, B KOTOPOM:

(a) vy MHOIMBMIYYMa MMeeTCs BOCHaJIeHMe II0 MeHbIleM Mepe YacTH
KeJIYOOUHO—KUIIEUHOT'O TpaKTa;

(b) Ioe VHIVBMIOYYM MMeeT IIOBHIIEHHOE KOJUUECTBO  TYUHEHX
KJIETOK, HeUTPpoOMJIOB, SO3MHOOMIIOB U/MiIM JUMOOLMTOB IO MeHbIIeN’
Mepe B YJacTy  XKeJYOOUHO—-KMUIIEUHOTO TpakTa 1o CpaBHEHM c
MHIVBUOyyMoM ©es IBD;

(c) roe  OMOIICHMS  TOJICTOM  KMIMKM MHIOIMBMIYYMa IIOKa3HBaeT
[IOBHMIEHHYI I[IPOHMUIIAEMOCTHL CJMBUCTOM 000JIOUKM I[I0 CPaBHEHUID C
Buoricuer, IIOJYYEHHOM M3 TOJICTOM KUIKM MHIOIMBMIYyMa ©Oes3 IBD;

(d) 1me o6pasel MOUM, IIOJYUEHHHM OT MHIMBUIOYYMa, UMeeT
[IOBEIIEHHHE  YPOBHM  OIHOTO VI BoJjee  u3: N-MeTuJITHMCTaM1Ha,
JEeMKOTPMEHOB UM MNPpOoCTalJIaHOMHOB IIO CpPaBHeHMID C oOpaslioM MOuM,
IOJIYUEHHEM OT MHIMBMIYyMa 0es IBD; u/wau

(e) 1Tme obpasell KPOBU, IIOJYUEHHHM OT MVHIMBUIOYYMa, UMeeT
[IOBEIIEHHEE YPOBHM OIOHOTO WM OoJiee M3: [0 CPaBHEeHMK C o0pas3lioM
KPOBM, TIOJIYYEHHEIM OT MHIOMBUIOyYMa ©e3 IBD.

6. Cnoco® no JjoboMy M3 mnmn. 1-5, B KOTOpOM:

(a) OIOVH  WJIU BoJiee CHIMIITOMOB Yy  MHIMBMIYYMa c IBD
YMeHbIIalTCAa 10 CPpaBHEHMK C MCXOIOHBIM YPOBHEM IO BBeIOeHUHA

KOMIIO3SMIIMNM,; WJIN
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(b) vy WMHIMBMIOYYMa VYMeHbMATCS OIOIMH MM 0Oojlee M3 TaKUxX
CMMIITOMOB, KaK @Ouapesd, B3OyTHe XMBOTa, TOIHOTa, OOJb B XUBOTE,
KPOBb B CTyJle, dYacToTa XMIOIKOTO CTyJa, abcleccH OpPKMHOM I[I0JIOCTU
WY Tasa, CBMIIM, CHUWXeHMEe MaCCH TeJja, YTOMISAeMOCTh, Juxopalka,
HOUHasa I[IOTJMBOCTL U 3alepXKa pocTa, I[I0 CPpaBHEHMI C MCXOIHHM
YPOBHEM OO BBEIOEHUS KOMIIO3ULIUNA.

7. Cnoco®6 no JmwboMy M3 IOI. 1-6, T'Ie KOMIO3UIMIO BBOOSAT
[IOCPEeICTBOM BHYTPUBEHHOM MHOY3IUM MIJIM NOOKOXHOW MHDBEKLUN.

8. Cnoco® mno JgwboMy M3 O. 1-7, TOe aHTUTEJO COOEPXUT
objacTe Fc m N-TUIMKO3MIO-CBS3aHHEE YIJIEBOOHHE 1M, CBSA3aHHHE C
obmacTerio Fc, npuuem MeHee 50% N-TUIMKO3MI-CBA3aHHHX YIJIEBOIHEX
lerney aHTUTeJla B KOMIO3MUMM CcoOIepXaT OCTaToK (QYKOB3H,; U IIpHUUeM
HeoB®d3aTeJIbHO IO CYmecTBY HM OIJHa M3 N-TUIMKO3UI—CBSA3aHHHX
YIUIEBOOHHIX lLlellel aHTHUTeJa B KOMIO3ULMM He COIHepPXMT OocTaTKa
OYKOSH.

9. Cnoco6 mo JjmboMy M3 M. 1-8, B KOTOPOM:

(a) aHTUTeJIO COIHepPXUT BapuabellbHyln o00JIacThb TSKeJION Lelu U
BapuabesbHyl 00JacTb JeTkKoM lLenu, OpruueM BapuabesbHasa o00JacTb
TAXKEJION LUenou COIOepPXUT (1) HVR-H1, comepXamui aMMHOKMCJIOTHYIO
nocjiemopaTeJibHOCTE SEQ ID  NO: 6l, (ii) HVR-HZ2, comepxammui
AMMHOKMCJIOTHY IIocJjlenoBaTeJlIbHOCTL SEQ ID NO: 62, u (iii) HVR-H3,
comepXamui aMMHOKMCJIOTHYI I[IOCJemoBaTeJIbHOCTEL SEQ ID NO: 63; wu
roe BapuabeJbHad o00JacTb JIeTKOM LelM BKJYaeT (1) HVR-L1,
comepXamui aMUMHOKMCJIOTHYI IocjiemoBaTesJibHOCTE SEQ ID NO: 64, (ii)
HVR-1L2, comepXamyi aMMHOKMCIIOTHYI IOocjemoBaTelJlbHOCTL SEQ ID NO:
65, m (iii) HVR-L3, comepxamuy aMUHOKMCJIOTHYI II0CJIeOOBaATEeJIbLHOCTDL
SEQ ID NO: 66;

(b) aHTUTeJIO CcOomepPXUT BapuabellbHyl o00JIacThb TIXKEJION Lelu U
BapuabesyibHylD 00JacTb JeIkKoM Lenu, OpuueM BapuadesbHas o0JacTb
TAXKEJION LUely COOePXUT (1) HVR-H1, comepxXamui aMMHOKMCJIIOTHYIO
nmocjiemopaTeJIbHOCTE SEQ ID  NO: 6l, (ii) HVR-HZ2, comepxammi
AMMHOKMCJIOTHYI IIocjlenoBaTellbHOCTL SEQ ID NO: 62, u (iii) HVR-H3,
comepxXamuil aMUHOKMCJIOTHYID II0CJIeIoBaTeJIbHOCTL, BHOpaHHYID U3 SEQ
ID NO: 67-70; u rne BapuabesbHasd o0B0JacTh JeTKOM LenM BKIKUAET
(i) HVR-L1, comepxamui aMMHOKMUCJIOTHYID IIocJedoBaTellbHOCTL SEQ ID
NO: o4, (ii) HVR-1L2, comepxamui AMMHOKMCJIO THYIO
nmocjemoBaTeJbHOCTLE SEQ ID NO: 65, m (iii) HVR-L3, comepxamun
aMMHOKMCJIOTHYIO IIocJeloBaTeJIbHOCTL SEQ ID NO: 71;

(C) aHTUTeJIO COomepXuT BapuabellbHyK o00JlaCTb TAXeJOM lLenu,

comepXxalyl aMMHOKMCIIOTHYK IIocJiemoBaTelibHOCTE SEQ ID NO: ©6; wu
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BaprabelbHy 00JlacTh JIeTKOM Lenwu, comepXallyld aMUHOKUCIIOTHYIO
nocjiemoraTeJibHOCTE SEQ ID NO: 16 miam 21;

(d) aHTHUTeJO CcomepXxuT BapuabellbHyK o00JIaCTb TAXeJOM lLenu,
comepXallyld aMMHOKMUCJIOTHYI IIOCJIIeIOBaTeJIbHOCTL, BHOpaHHYy© M3 SEQ
ID NO: 11-14; wu BapuabesbHY 00JAacCTb JeT'KOoM Lelyr, COoIepXally
aMMHOKMCJIOTHY IIOCJeOOBaTeJIbHOCTEL, BHOpaHHyl M3 SEQ ID NO: 23-
24;

(e) aHTUTeJIO CcomepXxuT BapuabelbHy O00JlacTh TIXEJION Ilenu,
comepXallyld aMMHOKMCJIOTHYI IIOCIIeIOBRaTeJIbHOCTE, BHOpaHHY© M3 SEQ
ID NO: 2-14; wu BpBapuabeyibHyl 00JlacThb JIeTKOM LlelM, CcoIepXallyio
AMMHOKMCJIOTHYK II0OCJIeIOBaTeJIbHOCTEL, BEHOpaHHY©R M3 SEQ ID NO: 16-
24,

(f) aHTUTeJIO cComepXuUT BapuabelJbHYK O0JaCTh TAIXEJION I1enu,
comepXallyd aMMHOKMUCJIOTHYI IIOCJIIeIOBaTeJIbHOCTE, BHOpaHHY© U3 SEQ
ID NO: 2-10; wu BpBapuabeybHyl 006JlacTb JeTKOM lLelM, CcoIepXallyo
aMMHOKMCJIOTHYK I[IOCJIeIOBaTeJIbHOCTE, BHOpaHHY®R M3 SEQ ID NO: 16-
22;

(g) aHTUTeJIO COomepXuT BapuabelJbHyK O00JaCThb TIXKEJION Lelu,
comepXxamyo: HC-FR1, comepXxauyo AMMHOKMCJIOTHYIO
[IOCJIeOOBRATEJIbHOCTL, BHOpaHHYK U3 SEQ ID NO: 26-29; HVR-HI,
comepXamui aMMHOKMCJIOTHYI IocJenmoBaTeJlbHOCTL SEQ ID NO: 61; HC-
FR2, comepxamui¥ aMMHOKMUCJIOTHYID I[IOCJIeOZOBAaTEJILHOCTL, BHOPAHHYKR U3
SEQ ID NO: 31-36; HVR-HZ2, conepxammi AMVMHOKMCJIO THYIO
[IOCJIeDOBAaTEJILHOCTD SEQ ID NO: 62; HC-FR3, coIepXxammin
aMMHOKMCJIOTHY IIOCJeOOBaTeJIbHOCTEL, BHOpaHHYyl M3 SEQ ID NO: 38-
43; HVR-H3, coImepxamml aMUHOKMUCIJIOTHYIO IIOCJIemOoBaTeJIbHOCTL SEQ ID
NO: 63; m HC-FR4, comepxallMl aMMHOKMCIJIOTHYIO II0CJIeOOBaATEeJIbHOCTDL,
BHOpaHHyl U3 SEQ ID NO: 45-46; u BapuadbelibHy 00JacTh JeI'kou
Lenu, conmepXalyn LC-FR1, comepXxaiyo AMMHOKMCJIO THYIO
IOCJIenoOBaTeJIbHOCTE, BHOpaHHy®w ©m3 SEQ ID NO: 48-49; HVR-LI1,
comepxXamui aMUMHOKMCJIOTHYI IocJemoBaTeJlbHOCTL SEQ ID NO: 64; LC-
FR2, comepXamui¥ aMMHOKUCJIOTHYK IIOCJeIOBaTeJILHOCTL, BHOPaHHYK U3
SEQ ID NO: 51-53; HVR-1.2, comepxamui AMMHOKMCJIO THYIO
[IOCJIEDOBATEJILHOCTE SEQ ID NO: 65; LC-FR3, conepXxammi
aMMHOKMCJIOTHYK IIOCJIeIOBaTeJIbHOCTE, BHOpaHHY® M3 SEQ ID NO: 55-
58; HVR-L3, coIepXalMl aMUMHOKMCIIOTHYI IIOCJIeOOoBaTeJIbHOCTL SEQ ID
NO: ©66; u LC-FR4, comepXallMM aMUHOKMCIIOTHYI IIOCJIeIOBaTeJILHOCTD
SEQ ID NO: 60;

(h) BapmabenbHyl 006JacTb TSKEJIONM Lenu, colepxamyio HC-FRI1,

comepXalmui aMMHOKMCIIOTHYI IIOCJIefoBaTeslbHOCTL SEQ ID NO: 26; HVR-
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H1l, comepxamui aMMHOKMCJIOTHYI IIocJedoBaTeslbHoOCTL SEQ ID NO: 61;

HC-FR2, coIepXamluy aMMHOKMCIIOTHYK I[IOCJemoBaTeJIbHOCTE SEQ ID NO:

34; HVR-HZ, conepXxammi conepXxammii AMUHOKMCJIOTHYIO
[IOCJIeOOBATEJILHOCTE SEQ ID NO: 62; HC-FR3, conepXxammii
AMVMHOKMCJIO THYIO [IOCJIEegOBaATEJILHOCTE SEQ ID NO: 38; HVR-H3,

comepXamuy aMMHOKUCJIOTHYID I[ocJeloBaTellbHOCTL SEQ ID NO: 63; wu
HC-FR4, comepXamyi¥ aMMHOKMCIIOTHYI IIOocCJemoBaTelJlbHOCTL SEQ ID NO:
45; wum BapuadbeJsibHyI O00JIacTh JeTKoW Lemnwu, comepxamyin LC-FRI1,
comepxamuil aMUMHOKMCIJIOTHYIO IIocJiefoBaTeJlbHOCTL SEQ ID NO: 48; HVR-
L1, coIepxammMy aMMHOKMCIJIOTHYIO IIocjlefoBaTeJIbHOCTL SEQ ID NO: 64;
LC-FR2, comepxallM aMMHOKMCIJIOTHYI IIOCJemoBaTeJIbHOCTEL SEQ ID NO:
51; HVR-L2, coIepXxallMl aMUMHOKMCIJIOTHYI IIOCJIeOOoBaTeJIbHOCTL SEQ ID
NO: 65; LC-FR3, coIepxamuy aMMHOKMCIIOTHYIO IIOCJedoBaTeIbHOCTL SEQ
ID NO: 55; HVR-L3, coIepxamui aMUMHOKMCJIIOTHYI I[IOCJIeIOBaATeJILHOCTD
SEQ ID NO: 66; " LC-FR4, comepxamui AMMHOKMCJIO THYIO
nocjienoBaTeJIbHOCTE SEQ ID NO: 60;

(1) BapmabesnbHyl 006JacTb TSKeJIONM Lenu, colepxamyio HC-FRI1,
comepXamui aMMHOKMCIJIOTHYI IIocJjiefoBaTellbHOCTL SEQ ID NO: 26; HVR-
H1l, comepxamui aMMHOKMCJIOTHYI IocJedoBaTeslbHoOCTL SEQ ID NO: 61;
HC-FR2, coIepXaluy aMMHOKMCIIOTHYK I[IOCJIemoBaTeJIbHOCTE SEQ ID NO:
34; HVR-H2, coIepXamlmMl aMMHOKMCIIOTHYK I[IOCJIeOoBaTeJIbHOCTL SEQ ID
NO: 62; HC-FR3, coIepXammulil aMMHOKMCIIOTHYI IIOCJIeNOBaTeJIbHOCTL SEQ

ID NO: 38; HVR-H3, coIepxXamulil aMMHOKMCJIOTHYK I[IOCJIeIOBaATEeJIbHOCTD

SEQ ID NO: 063; u HC-FR4, conepxammi AMVMHOKMCJIO THYIO
nocyjenoBaTesibHOCTE SEQ ID NO: 45; u BapuabesibHYyK 00JaCcThb JIeTKOU
Lenm, comepXalyno LC-FR1, comepxammi AMMHOKMCJIO THYIO
[IOCJIeDOBATEJIbHOCTE SEQ ID NO: 48; HVR-L1, conepxamun
AMMHOKMCJIOTHYIO rocJlefoBaTeJIbHOCTD SEQ ID NO: c4; LC-FR2,

comepXaluil aMUMHOKMCJIOTHYIO IIocJiefoBaTeJlbHOCTL SEQ ID NO: 51; HVR-
L2, coIepxammMy aMMHOKMCIJIOTHYIO IIocjlefoBaTeJIbHOCTL SEQ ID NO: 65;
LC-FR3, comepxallM aMMHOKMCIIOTHYII IIOCJemoBaTeJIbHOCTEL SEQ ID NO:
58; HVR-L3, coIepXxallMl aMUMHOKMCIIOTHYI I[IOCJIeOOoBaTeJIbHOCTL SEQ ID
NO: ©66; u LC-FR4, comepXallMM aMUHOKMCIIOTHYI IIOCJIeIOBaATeJILHOCTD
SEQ ID NO: 60;

(J) BapmabenbHyl 006JacTb TIOKEJIONM Lenu, colepxamyio HVR-HI,
comepXamui aMMHOKMCIJIOTHYI IIocJiefoBaTeslbHOCTL SEQ ID NO: 88, HVR-
H2, comepxamuii aMMHOKMCJIOTHYIO IIocJiefoBaTeslbHOCTL SEQ ID NO: 91,
u HVR-H3, coIepxXamuy aMMHOKMUCJIOTHYID IIOCJIemOoBaTeJIbHOCTL SEQ ID
NO: 94; wum BapuabeybHyl 00JacThb JEeTrKOoM Lenu, colepxamyio HVR-L1,

comepXamui aMMHOKMCIIOTHYI IIOoCJiefoBaTeslbHOCTL SEQ ID NO: 97, HVR-
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L2, coIepXammy aMMHOKMCJIOTHYID IIocjeloBaTeJIbHOCTL SEQ ID NO: 100,
u HVR-L3, coIepxXamuy aMMHOKMUCJIOTHYID IIOCJIemoBaTeJIbHOCTL SEQ ID
NO: 103;

(k) BapmabenbHyl 006JacTb TSKeJIONM Lienu, colepxamyio HVR-HI1,
comepXamuy aMUHOKMCJIOTHYI IocjemoBaTelJbHOCTL SEQ ID NO: 89, HVR-
H2, copmepxamuii aMMHOKMCJIOTHYIO IocJeloBaTeslbHOCTL SEQ ID NO: 92,
u HVR-H3, coIepxamuy aMUHOKMCJIOTHYI IIocJiegoBaTesJlbHOCTEL SEQ ID
NO: 95; m BapuabeyibHyl 00JacTh JIeTKOM Lenu, colepxamyio HVR-L1,
comepxamuil aMUMHOKMCJIOTHYIO IIocJiefoBaTeJlbHOCTL SEQ ID NO: 98, HVR-
L2, coIepxammy aMMHOKMCJIIOTHYIO IIocjlefoBaTeJbHOCTL SEQ ID NO: 101,
n HVR-L3, coIepxamuy aMMHOKMUCIIOTHYID IIOoCJemoBaTeJIbHOCTL SEQ ID
NO: 104;

(1) BapmabenbHyl 006JacTb TIKeJIONM Lenu, colepxamyio HVR-HIL,
comepXamuil aMMHOKMCIJIOTHYI IIocJiefoBaTellbHOCTL SEQ ID NO: 90, HVR-
H2, comepxamui aMUMHOKMCJIOTHYI IIocJenoBaTeslbHOCTL SEQ ID NO: 93,
u HVR-H3, coIepxamuy aMMHOKMUCJIOTHYID IIOCJIemoBaTeJIbHOCTL SEQ ID
NO: 96; u BapuabeybHyl 00JacTbh JEeTrKOoM ey, colepxamyn HVR-LI1,
comepXamui aMMHOKMCJIOTHYI IIocJiefoBaTeslbHOCTL SEQ ID NO: 99, HVR-
L2, coIepXamuy aMMHOKMCJIOTHYID IIocjeloBaTeJIbHOCTL SEQ ID NO: 102,
u HVR-L3, coIepxXamuy aMMHOKMUCJIOTHYI IIOCJIemoBaTeJIbHOCTL SEQ ID
NO: 105;

(m) BapradesIbHY obJjlacThb T KeJION nemnu, comepXxamyio
aMMHOKMCJIOTHY IocJenmoBaTeJlbHOCTE SEQ ID NO: 106; m BapuabeJIbHY
obJjacThb JIeTKOM nemnmu, comepxamyn AMMHOKMUCJIO THYIO
nocjienoBaTesibHOCTE SEQ ID NO: 109;

(n) BapmabesIbHY obJjacThb T SKeJION uenm, comepXxamyio
AMMHOKMCJIOTHYI IIOocJemoBaTeJIbHOCTE SEQ ID NO: 107; m Bapuad®elJIbHYI
obJjiacThb JeTKOM uenu, comepxamyn aMUHOKMCJIO THYIO
nmocjJenoraTeJibHOCTE SEQ ID NO: 110;

(o) BapradeJIbHY o6JjiacThb T SKeJION Lemnu, comepXxamyo
aMMHOKMCJIOTHYK IIOocCJemoBaTeJIbHOCTE SEQ ID NO: 108; m BapuabelbHYD
obJjlacThb JIeTKOM nenu, comepxalyn aMUHOKMVCJIOTHYIO
nocjemoraTeJibHOCTE SEQ ID NO: 111;

(p) aHTUTeJIO CBA3HBaeTca ¢ Siglec-8 uejyoBeka ¥ Siglec-8
npuMaTa, OTJUYHOTO OT UeJIOBeKa, [IpuueM HeoO0dA3aTeJIbHO aHTUTEJO
CBA3HBAETCSA C DSOUTONOM B OoMeHe 1 Siglec-8 ueJjioBeka, CoIoepXallM
aAMMHOKMCJIOTHYIO IIocJlegoBaTeJIbHOCTE SEQ ID NO: 112, »2OMTOIOM B
IOOMeHe 3 Siglec-8 JeJIoBeKa, comepxallyM aAMUHOKHUCJIOTHYIO
nocjiemopaTeJibHOCTE SEQ ID NO: 114, wmiIM TeM Xe SOUMTOIIOM, UYTO U

anTureJo 4F11;
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(g) aHTUTeJIO CBA3HBAaETCA C SOMTOIOM B IOOoMeHe 2 MIM OoMeHe 3
Siglec-8 yeJIoBeKa, roe HeoBdg3aTeJIbHO IOoMeH 2 COIEepPXUT
AMMHOKMCJIOTHYID IIocjlemoBaTeJibHOCTE SEQ ID  NO: 113, AHTUTEJIO
CBA3HBaeTCd C TeM Xe SIOUTOIOM, dYTo M aHTuTejyo 1C3, nomMeH 3
COOEPXUT aMMHOKMCJIIOTHYI IIOCJemoBaTeJIbHOCTL SEQ ID NO: 114, wiwu
AHTHUTEJIO CBA3BBAETCHA C TEeM Xe BOMTOIOM, 4YTOo M aHTuTeyio 1H10;

(r) aHTUTEeJIO CBABHBAETCH C BHOUTOIOM B 1noMeHe 1 Siglec-8
yeJIoBeKa U KOHKypHMpyeT C aHTuTejsoM 4F11l 3a CcBA3HBaHMe C Siglec-
8, mnprueM Heo0OsS3aTeJIbHO AHTUTEJIO He KOHKYPHMPYeT C aHTuTeJioM 2E2
3a CBA3HBaHMEe C Siglec-8 MIM He ABJIAeTCHA aHTUTeJoM 2E2; miau

(s) AHTUTEJIO COOEPXMUT T XKEIIYIO ek, coIepXally
AMMHOKMCJIOTHYD IIOCJIeOOBaTeJIbHOCTE SEQ ID NO: 75; u Jerkyon Lelb,
comepxamyl aMMHOKMCIIOTHYK IIocjienoBaTeJIbHOCTE SEQ ID NO: 76 wiu
77.

10. Crioco® infe) 1.9, roe aHTHUTEeJIO IpencTaBJIgeT cobom
yeJloBeueckoe AaHTHUTeJIO, IYMaHM3UMPOBAHHOE AaHTUTEJIO MM XUMepHOoe
AHTUTEeJIO; WM TIe aHTUTeJI0O OBJIO CKOHCTPYUPOBAHO IJA YJIYUIEeHUS
AKTHUBHOCTHU AHTUTEJIO3aBYCHUMOM KJIETOUHO-OIIOCpeNOoBaHHOM
LUMTOTOKCHMUYHOCTM (ADCC) .

11. Crioco® mo .9 mnu 10, B KOTOPOM:

(a) AHTUTEJIO  MCTOMaeT S03UHOQUIIEL KPOBM UM MHIUOUpPYeET
AKTHMBALMID TYUHHX KJIETOK;

(b) a"HTHMTes IO CcoIepXxuT Fc-o6JacTh TAKEJON Lenlu, CoIepXally
Fc-obBigacTe 4ejioBeueckoro I1gG;

(c) 1o MeHbmEeM Mepe OIHa WMIM »OBe TSXeJBHe ey aHTuTela
HebYKOSUIMPOBAHE,; /WU

(d) aHTUTeJIO MINpencTaBJIgeT CcoBO0M MOHOKJIOHAJIbHOE aHTUTeJIO.

12. Cnoco6 1no 1m.ll, roe Fc-oBJjlacTe IpencTaByisgeT cobon
HedYKOBMIMPOBaHHYK Fc-o6jJacTes dYeJioBeueckoro I1gGl wmam Fc-obJjacThb
yeJjioBeUuecKkoTro 1gG4, comepxXxallyld aMUMHOKMCIIOTHYI 3aMeHy S228P, 1rnoe
AMMHOKMCJIOTHEIE OCTAaTKM IIPOHYMEPOBAHEL B COOTBETCTBMM C MHIEKCOM
EC cormacHo Kabat.

13. Cnoco® mo JgodoMy M3 HOII. 1-12, I'Ie KOMIO3UIMID BBOIAT B
KoMOMHALIMM C OIOHMM WM 0oJlee HOONOJIHUTEJILHHM TepaleBTUUeCKUM
CPenCTBOM (aMM) IJIS JIeYeHMSA WJIM NpoduJiakTuKM I1BD.

14. Cmnoco6 1no .13, Tme oOHO MIM 0oJilee OOIOJIHMTEJIbHEX
TepaleBTUUECKUX CPedCcTB IJ4 JieueHud WM OpoduiIakTukM IBD BHOpPAaHH
us TPYTIIIH, cocToAmen nus cyabbacasa3uHa, a3aTUOIIPUHE,
MepKalTonypHrHa, LMKJIOCIIOPMHA, KOpTUKOCTepouaa, MHbIMKCHUMaba,

amaguMymMaba, sTposmn3yMada, rosimMyMaba, MeTOoTpeKrCaTa,
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HaTaJuzyMaba, Bemomu3yMmaba, ycCcTekuMHyMabda, lLepToau3yMad OI3ToJa U
aHTUOMOTHKA .

15. Cnoco6 no JjmwodbomMy wm3 nOmn. 1-14, B KOTOPOM MHIOUBUIYYM
nopencraBJygeT cobol ueJjloBeKa.

16. Criocob 110 JoodoMy U3 Il . 1-15, roe KOMIIO 3ULIM I
IpencTaBJIgeT cobon bapMalLleBTUUECKYIO KOMIIO 3ULIAIO, comepXalymn
AHTUTEJIO U dapMalleBTUUECKU [IpUeMJIeMbl HOCUTEJb .
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