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PoncrBenHbIe 3asiBKH

N3o0peTenne ucnpammBaeT NPUOPHUTET IpeBapuTeabHoN 3asBKky Ha nateHT CIIA 62/328,539, nomanHoii
27 anpens 2016 rona, Bce coaepkaHue KOTOPOU MPSIMO BKIIIOYCHO B HACTOSIIMHA JTOKYMEHT IOCPEICTBOM OT-
CBUIKH.

YpoBeHb TeXHUKH

D03UHOWIFHBIE HAPYIIEHHS COCTABIAIOT PAa3HOPOAHYIO TPYIITY HApPYIICHUH, KOTOPBIE YacTO XapaKTepH-
3YIOTCS OTKJIOHEHHUEM OT HOPMBI KOJIMYECTBA M/WIIM aKTUBHOCTH 03WHOMDIIIOB (Ha3bIBAEMBIM THIIEPIO3UHOPH-
nmeit). Takoe OTKIIOHEHHE OT HOPMBI YacTO HAaOMIOAAETCS B COYETAHUH C, M MHOT 1A COCTABIISAECT MATOJIOTHIESCKIH
0a3uc Ui MHOTHX aJUICPTUYCCKUX COCTOSHHIA, BOBICKAIOIINX JKEIYIOYHO-KHUIIICUHBIN TpakT. [IprMepsr Takmx
903MHOQWIBHBIX HapyIIEHHH CO CTOPOHBI Keslyqo4yHo-kuireyHoro tpakta (EGID), xoropele HemaBHO ObuH
OIMCaHbl B MEJUIMHCKOM JINTEpaType, BKIOYAIOT 303NHOPHUIBHBIN 330darut (303), 203MHO(UIBHBIN TacTpUT
(Bol), r03unOGUIEHBIN nyoneHUT (Do/l), 03uHOGUIBHBIN etoHUT (D0oE), 303unHodmibHEI mrent (Do) u s0-
3uHOGMIBHBI Koyt (D0K). Cwm., Hanpumep, Rothenberg et al., Allergy Clin. Immunol., 113:11-28 (2004);
Furata et al., Gastroenterology 133:1342-63 (2007); u Talley et al., Gut 31:54-8 (1990).

Hawn6onee m3yuenusiM EGID siBisiercst 903, 0T4aCTH MMOTOMY, YTO TAaKOH TUArHO3 CTABAT C BO3pAaCTAIOIIEH
gactoroit (Furata et al., Gastroenterology 133:1342-63 (2007)). Haubonee yacto 303 xapakTepu3yeTcs MPOsiB-
JICHUSIMU M CUMIITOMaMH, CBSI3aHHBIMH ¢ AucyHKIuer numeBona (Liacouras et al., J. Allergy Clin. Immunol.
128:3-20 (2011)). ¥V B3pochbIX OHU BKIIOYAIOT Aucdarnto, 60Ib B TPy, 3aTPYAHCHHOE TIPOXOKIECHUE TTHIIH,
pBOTY U 6011b B BepxHeit oOmactu xmuBoTa (Croese et al., Gastrointest. Endosc, 58:516-522 (2003)). Kimnunde-
CKHE TIPOSBIICHUS y JAETEH M3MEHSIOTCS B 3aBUCHMOCTH OT BO3pacTa. Y MIIAJICHIIEB YacCTO HAOIIOJAIOT 3aTPYA-
HEHUS [IpU MATaHUM U 3aMejieHue NpUOaBKU B Bece, TOT/A KaK y JETeH IIKOJHHOTO BO3pacTa MOKET HadIIo-
JaThCsl yBEIMYEHUE PBOTHI U 00ib B rpyau (Liacouras et al., 2011; Bbre).

Cuuraetcs, 4To 200 UMeEeT ajuIepruYecKyro dTHOJOTHUIO, pu 3ToM 70% MalMeHTOB UMEIOT TeKyIlee WiIn
MepeHECeHHOE aJuleprudeckoe 3a00IeBaHIe WIIH MOJI0KUTEIbHbIE HHBEKIIMOHHBIC KOJKHBIE TIPOOBI HA MHUILEBHIE
wm npyrue aeprensl (Blanchard et al., Gastrointest. Endosc. Clin. N. Am., 18:133-43 (2008)). CumnroMmsr
D00 00BIYHO YCTOMYMBHI K Tepamnmuud WHruOuTOoOpaMu mpoTtoHHOTo Hacoca (MIIIT), xoTs HeOobIIas MOATPyIIa
TIAIUEHTOB JCHCTBUTEIHLHO NEMOHCTPUPYET KIMHUKO-TaTojorudeckyio peakmuio Ha WMIIIT (Molina-Infante et
al., Clin. Gastroenterol. Hepatol., 9:110-117 (2011)). MecTHBIE KOPTHKOCTEPOUIBI, IPUMEHSIEMBIE HE 10 YTBEP-
JKICHHBIM MOKa3aHUSAM TPU D03, MOTYT OBITh 3P(EKTUBHBIMU TPH CHIDKEHUHW 303WMHO(DUIHLHONW HArpy3KH TIH-
meBoJia. HanpuMep, KITMHAYECKHE UCCIIeIOBAaHMUS TTOKAa3ajy, 4TO (IIYTHKA30H U OYJECOHUI MOTYT OBITh 3 dek-
TUBHBIMH B Ka4eCTBE WHAYKIIMOHHON TepamuH U CHIYKCHUS H03MHO(DHMIHLHON HATpy3KH M CHMITOMOB KaK y
JeTel, Tak u 'y B3pocibix ¢ D09 (Schaefer et al., Clin. Gastroenterol. Hepatol., 6:165-173 (2008); Konikoff et al.,
Gastroenterology, 131:1381-1391 (2006); Dohil et al., Gastroenterology, 139:418-429 (2010); Straumann et al.,
Gastroenterology, 139:1526-1537 (2010)). OnHako BCieACTBHE XPOHUYCCKOW MPUPOABI D03 M MHOTHX 1MO00Y-
HBIX 3()PEKTOB CTEPOUAHBIX ITPENapaToB, NOAABISIONICE OONBIINHCTBO MAIIMEHTOB, 0COOCHHO NeTeH, BBIHYK/Ie-
HO MPOJOJDKaTh NPUMEHEHHE UHIMOMTOPOB MPOTOHHOTO Hacoca, HECMOTPS Ha CPEAHIOI0 WIIK 1aXKe HU3KYIO d(-
(heKTHBHOCTb, CBSI3aHHYIO C TAKUMH CPEACTBAMHU.

Wuarepnetikun-13 (IL-13) Obu1 BOBJICUEH B BBINICYKa3aHHBIE KEIyIOTHO-KUIIEUHbIE HapymieHus. Kpome
TOTO, BOCTAJHTENbHBIE [WTOKWHBL, Takue Kak IL-13, Tarke BaXHbl TpU APYyTHUX alieprude-
CKHX/BOCTIAJINTENBHBIX 3a0oneBaHusX. Hampumep, IL-13, xak mpeamnomnaraior, UrparoT HEHTPaIbHYIO pOJb B
MaToTreHe3e acTMBI y YeJOBEKa, ITOCKOIBKY MOBBIIICHHBIE YPOBHH IL-13 TpHCYTCTBYIOT B JIETKHX Y OOJBHBIX
aCTMOI1, IpUYEM ATH YPOBHH KOPPETHPYIOT C THKECTHIO 3a00JIeBaHUA. AHAIOTHIHBIM 00pa30M, IMOBBIIICHHBIN
IL-13 npucyTcTBYeT B MOKpOTE M OMONTAaTaX JErKMX OOJBHBIX C acTMOM CpeAHEH TSHKECTH WM TSDKEJIOW acT-
MOH, KOTOpPBIE ITPOXOIST JICHEHHE NHTIIMOHHBIMU KopTuKocTepounamu (ICS) mmm cucTeMHBIMH KOPTHKOCTE-
poumamu, HO TIPH 3TOM ITPOIOJDKAIOT JJEMOHCTPHPOBATh KIMHUYECKYI0 CHMIITOMATHKY. Kpome Toro, y uenoBeka
reHeTnyeckue noauMop¢usMsl I1L-13 accorumpoBaHsl ¢ acTMOH M aTonMeH (aJIepruyecKoil THrep4YyBCTBH-
TEILHOCTBIO).

Bcenencrue pomm uenoBeyeckoro 1L-13 B psine 3a0oneBannii yenoBeka, ObUTH pa3paboTaHbl TepaneBTHYC-
CKHE CTpaTeTHH JJI1 MHIHOMPOBAHUS WM NpOTHBOAeiicTBHA akTHBHOCTH IL-13. OgHako B ypoBHE TEXHUKH CY-
MIECTBYET MOTPEOHOCTh B YIIYUIIEHHBIX HHTHOUTOpax IL-13, KoTOphIe MosIe3Hbl U 3PPEKTUBHBI TIPH JICUCHUH U
YMEHBIIICHUN TSOKECTH Takux 3aboneBanmii, kak EGID u actma. Kpome Toro, omnpesenenrne onTUMaIEHON 0361
W TIyTH BBEICHUS TEPANEBTUYCCKUX CPEICTB SBISETCS CIOXHBIM MPOIIECCOM, KOTOPBIM BKIFOYAaeT M300peTa-
TENbCKUN BKJAN, aHaiau3 OONBIIMX OOBEMOB INAHHBIX M KIMHHYECKHE HCCIEIOBAHUS C COTHAMH IAIMEHTOB;
TpoIiecc, KOTOPHIH He ABISAETCS PYTHHHBIM. TakuM 00pa3oM, coXpaHseTcs HEYIOBIETBOPEHHAS TOTPEOHOCTh B
UICHTU(HUKALUKE TEPANIeBTUYECKUX CPE/ICTB M ONTUMAJBHBIX CXEM IPHMEHEHUs, KOTOpble oOecreunBaroT d¢-
(hexTHUBHOE JIeUCHUE 303UHODWIIBHBIX HAPYIICHUH, TAKUX KaK D02, U BOCMAIUTEIHHBIX 3a00JICBAaHUN, TAKHX KaK
acTMa.

CymHocTh n300pereHns

B HacrosimiemM onucaHuy NpeuIoKeHo penienue mpoonemsl 3¢ hexkTuBHOTO JieueHHs 3a00JIeBaHU, IPU KO-
TOPBIX aKTUBHOCTH IL-13 OKa3bIBacT HETaTHBHOE BIIMSHUC, TAKHX KaK acTMa W J03MHO(IIBHBIC HAPYIICHUS,
HampuMep, 203UHOPUITBHBIN 330¢arut (D03), ¢ MpUMeHeHHeM aHTUTeNa MpoTuB 1L-13 WM ero aHTUTeHCBS3HI-
BAaIOMIETO (pparMeHTa. B 4acTHOCTH, B HACTOAIIEM OMUCAHUH MPEIOKEHBI CXEMBI IPUMEHEHHS C YITyUYIIeHHON
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TeparneBTHYecKoi 3 dexTrBHOCTHIO. Hanpumep, 3asBiaeHHbIE CIIOCOOBI JICYEHHUS C MPUMEHEHHEM aHTHUTEIN IIPO-
tuB IL-13, kak OBUIO TIOKa3aHO, HEOXKUIAHHO M 3HAYMMO CHIDKAIOT KOJIMYECTBO Y03MHO(MMIOB B 00pasiax ono-
[ICUH MHUIIEBOIA OOJBHBIX D00.

B ogHOM acriekTe HACTOSIIETO M300pETEHUS MPEUIOKEH CIoco0 JeUueHUs d03WHO(HMIBHOTO 330(¢arura
(30D3) y cyOBeKTa, BKIFOYAIOIMNN MMOJKOKHOE BBEACHHE CYOBEKTY OT MpuOim3uTensHo 180 mMr mo mpubmu3n-
TeapbHO 360 MT anTHTeNa K IL-13 Mim ero aHTHreHCBA3BIBAIONMIETO (parMeHTa pa3 B HEIEII0, OCYIIECTBIISS, Ta-
KHM 00pa3om, JiedeHne D02 y CyObeKTa.

B omHOM BapmaHTe OoCymiecTBICHUsT aHTUTENO K IL-13 mim ero aHTUTEHCBSI3BIBAIOIIHMA (DPArMEHT CBS3BI-
Batorcs ¢ IL-13 u mpenorBpamaror B3aumoneiicteue Mexay 1L-13 u penentopom IL-13. B oxnoM Bapuanre
OCYIIECTBIICHHS aHTUTENO K 1L.-13 Wiy ero aHTUreHCBSI3BIBAIONINI (PPArMEHT SBISIOTCS MOHOKIOHAILHBIM aH-
TUTEJIOM WIIA €r0 aHTUTCHCBSI3BIBAONINM (pparmMeHTOM. B OHOM BapmaHTe OCyIIecTBICHUs aHTuTeno K 1L-13
WIH €r0 aHTUTCHCBSA3BIBAIOIINN (PParMEHT SBJISIOTCA TYMaHH3HPOBAHHBIM AHTHTEJIOM FUIH €TO aHTHUTCHCBS3BI-
BalOMMM (parMeHTOM. B 0JTHOM BapuaHTE OCYIICCTBICHUS aHTUTENO K IL-13 wiu ero aHTHICHCBS3BIBAIOIINN
(hparMeHT SBJISIOTCS YEIOBECYCCKAM aHTUTEIIOM WIIH €TO aHTHT'CHCBS3BIBAIOIINM (PParMEHTOM.

B onHoM BapmaHTe oCymIieCTBICHHUS aHTUTENO K IL-13 win ero aHTUTeHCBA3BIBAIONINI ()parMeHT SIBIISIOT-
cst antutenioMm 13C5.5 wiu ero aHTUTeHCBA3BIBAIONTUM (PparMeHTOM. B oHOM BapuanTe ocymectsiaeHus 13C5.5
AQHTHTENIO WIIM €TO AHTUTEHCBA3BIBAIONINI ()ParMEHT BKIIOYAIOT BapHaOEIhbHYI0 00JIacTh TSDKEIIOH IIeTH, BKITIO-
garonryto SEQ ID NO: 2, u BapuabenbHyI0 001acTh JeTKoH 1ieny, Bkimodaronryio SEQ ID NO: 3.

B nmpyrom BapmanTte ocymiecTBieHus: aHTuTeaoM mpotuB 1L-13 sBusetcs 6A1, 3G4, Tpanokuayma0b, ieb-
puknzymao, QAZ-576, IMA-638 wim IMA-026, miv MX aHTUTSHCBS3BIBAIOIINN (hparMeHT.

B onHOM BapmaHTe OCYIIECTBICHUS CIOCOO BKIIIOYAET MOAKOXKHOE BBEJCHUE CyOBEKTY NPUOIN3UTEIHHO
180 mr antutena k IL-13 wmm ero aHTUreHCBs3bIBatONIero ()parMeHTa pa3 B HeJe0. B qpyrom BapuaHrte ocy-
IIECTBJICHUS CIIOCO0 BKIIIOYAET IOJIKOKHOE BBEJCHUE CYOBEKTy npuoausuTesnsHo 360 mr antutena k 1L-13 wnm
€ro aHTUTCHCBS3BIBAIONIET0 ()parMeHTa pa3 B HEIEIIIO.

B omHOM BapmaHTe OCYIIECTBIEHHUS CIIOCOO IOMOTHUTEIBHO BKIIIOUAET ATAll 0TOOpa CyOBEKTa, KOTOPBIH
JEMOHCTPHPYET MO MEHBIICH Mepe OAWH CHMIITOM, CBs3aHHBIM ¢ D03. B omHOM BapmaHTe OCYyIIECTBICHHS
CHUMIITOM, CBSI3aHHBIA ¢ D00, BEIOpaH W3 TPYIIIBI, COCTOSIIEH W3 303MHOGWIBPHONH MHOHUIBTPALUU MHIIEBOA,
YTONIICHNS CTEHOK IHIIEBOJA, OTKA3 OT €Ibl, PBOTY, OOJb B JKUBOTE, U3KOTY, PETYPTUTAINIO, TUC(ArHIo U 3a-
TPYAHEHHOE TIPOXOXKACHUE MTHTIIH.

B onmHOM BapmaHTE OCYIIECTBIICHHS CIOCOO JOTOIHUTENBHO BKIIOYAaET OTOOp CyOBeKTa, KOTOPHIH TakKe
nuMeeT 3a00JIeBaHHEe MIN HapyIIeHHe, BRIOPAaHHOE U3 TPYIIIBI, COCTOAIICH W3 aTOMUYECKOTO AEPMATHUTA, ACTMBI,
AITICPTHYCCKOTO PUHUTA, aJUIEPTUIECKOT0 KOHBPIOHKTHBUTA M UX KOMOWHAIINY.

B onHoM BapmaHTE OCYIIECTBICHHS 3Tall OTOOpa BKIIOYAET OTOOp CyOBEKTa Ha OCHOBE MOBBIIICHHOTO
YpPOBHSI OMOMapKepa, CBSI3aHHOTO C 303MHO(GMIBEHBIM 330¢arutoM (303). B ogHOM BapmaHTe OCYIIECTBICHUS
OroMapkep BBHIOMPAIOT U3 TPYIIIBI, COCTOSIIEH M3 03MHO(NIIOB MHIEBOA, Y0TaKCHHA-3, epuocTruHa, IgE coI-
BopoTkH, IL-13, IL-5, perynmupyemoro tTumycom u aktuBanueii xemokuna ceiBopotku (TARC; CCL17), Tumyc-
Horo crpoMainbHoro JuMomnoatuna (TSLP), ECP ceiBopoTkn 1 s03uHOGMIBHOTO HeipoTrokcnna (EDN) wmn nx
KOMOWHAITHH.

B oxgrOM BapmaHTe OCYIIECTBICHHUS HTAIl 0TOOpa BKIFOYAET OTOOP CyOBEKTa Ha OCHOBE CPEIHETO KOJHYe-
CTBa D03WMHO(MUIIOB B MMHIIEBOIC B 00pasiie OMOIICHH, TIOTYUYEHHOM Y CYOBEKTa MPHU SHIOCKOTHH MHUIeBoa. B
OJTHOM BapHaHTE OCYIIECTBIICHHS 3Tall 0TOOpa BKIIOYAET OTOOp CyOBEKTa Ha OCHOBE IMTMKOBOTO KOJIHYECTBA 30-
3uHO(WIOB >15 B nosne 3peHus nox 6onsinuM yBenndenueM (I13BY) B numesone.

B omHOM BapmaHTe OCYIIECTBICHHS CYOBEKT IEMOHCTPHPYET 10 MeHbIIeH Mepe 50% CHmKeHHne Kommde-
ctBa 203uHO(MIOB B [I13BY 0THOCHTENHEHO TUKOBOTO YPOBHS IO MEHBIIIEH Mepe depe3 16 Hemens mociie BBeIe-
HUs anTUTeNa K [L-13 1im ero aHTUTeHCBA3BIBAIOIIETO (PparMeHTa.

B onHOM BapmaHTe OCyIIECTBIEHUS CYOBEKT SIBIISIETCS! CTEPOU/I-HAUBHBIM CYOBEKTOM, KOTODBIN paHee He
MPOXOJWII TePAliU CTEPOUIaMH. B mpyrom BapuaHTe OCYMIECTBICHUS CYOBEKT SBISICTCS MAIUCHTOM, KOTOPBIA
paHee NPOXOIMJI TEPalHI0 CTEPOMIAaMH. B OIHOM BapuaHTE OCYIIECTBICHHS CYOBEKT SIBIISIETCS MALlMEHTOM,
KOTOPEI paHee MPOXOJIIII TePAIUI0 CTEPOUIAMHU U HE SIBIIICTCS CTEPOHI-pePpaKkTepHbIM. B Ipyrom Bapuanre
OCYIIECTBIICHHSI CyOBEKT SIBISIETCS ITAl[HEHTOM, KOTOPBbIH paHee MPOXOAWI TEPANHUI0 CTEPOHIAMHU U SBISETCS
CTepOUI-pePPaKkTEPHBIM.

B omHOM BapmaHTe OCYIIECTBIICHHS aHTHTEIO UM €0 aHTHI'CHCBA3BIBAIOIIYIO YaCTh BBOISAT CyOBEKTY B
TEYEHHE 110 MEHBIIEH Mepe MPUOIM3UTENRHO 16 Hemenb. B apyroM BapraHTe OCYIIECTBIICHHUS aHTUTEIO WIIH €TO
AHTUTCHCBS3BIBAIONIYIO YaCTh BBOST CYOBEKTY B TEUCHHE BCEH TPOAOIKATEHHOCTH 3a00eBaHusI D00,

B oxHOM BapHuaHTE OCYIIECTBIICHHS CIIOCO0O BKITFOYAST OMPEICIICHIE CPEAHEr0 KOJIMIECTBA Y03MHO(IIIOB B
MHIIEBOJIC, U3MEPEHHOTO B 5 HanOoJyiee BOCHAICHHBIX YYacTKax B I10JIE€ 3PEHUS NPH OOJBIIOM YBEIMYCHUH
(IT3BY) B muIeBoAe Mepe] BBEICHUEM aHTHTEIA WIH €TI0 aHTUTCHCBA3BIBAIOIIETO (parMeHTa cyosekTy. B apy-
TOM BapHaHTE OCYIIECTBJIECHHS CIIOcO0 BKIIOYAET OINpEEICHUE CPETHET0 KOJNUECTBA H03UNHO(PHIIOB B MHUILEBO-
Jie, UI3MEPEHHOT0 B 5 HamOoJiee BOCHAJICHHBIX YYacTKaxX B MoJjie 3peHust rnpu GonbinoM yeennueHun (I1I3BY) B
MUIIEBO/IE TTOCIIC BBEACHUS aHTUTENA WM €r0 aHTUTCHCBA3BIBAIOIIETO (PparMeHTa cyObeKTy. B oHOM BapuaHnTe
OCYIIECTBIICHHS] CHI)KEHHE CPETHETO KOJMYECTBA 03MHO(MIIOB B MMTUILIEBOE TOCIIE BBEICHUS aHTHTEJIA HIIH €T0
AQHTHUT'CHCBA3BIBAIOMIETO (pparMeHTa CyOBEKTYy 0 CPAaBHEHHUIO CO CPETHUM KOJMYECTBOM SO3MHO(IIIOB B MHUIIIE-
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BOJIC 10 BBCACHHUS YKAa3bIBAaCT, YTO AHTHUTEJIO WU €T0 aHTHUTCHCBS3BIBAIOLINI (pparMeHT sBISIOTCS 3 deKTus-
HBIMU TIPU JICUCHUH CyOBEKTA.

B omHOM BapmaHTe OCYIIECTBIICHHS CIOCOO BKIIFOYAET OMpEIeTeHHEe KINHIYECKUX CHMIITOMOB Ouc(haruu
nepes BBEACHHWEM CyOBEKTY aHTHTENA WM €T0 aHTHI'CHCBSA3BIBAIOIIEro (pparmenta. B onHoM BapmanTte ocyre-
CTBJICHHS CIIOCOO BKIIOYAET OMpeeNieHHe KIMHUIECKUX CUMITOMOB TUC(Aruu MOcie BBEICHHUS CyOBEKTY aH-
TUTEJIA WIN €T0 aHTHUTCHCBS3BIBAIONIET0 (PparMeHTa, TA¢ YMEHbIICHHE KIMHUIECKAX CHMIITOMOB AUC(HAruu Imo-
Clie BBEJICHHUS CYOBEKTY aHTHUTENA WM €TO0 aHTUTECHCBI3BIBAIONIETO (PparMeHTa 10 CPABHEHHIO C KIMHUIECKUMHU
CUMIITOMaMH IUC(aru 10 BBEJCHHS yKa3bIBACT, YTO aHTHUTEJO M €0 aHTUTCHCBS3BIBAIOMINN (pparMeHT sB-
JSTFOTCS (G GEKTUBHBIMY TIPH JICYCHUH CYOBEKTa.

B oxgHOM BapmaHTe OCYIIECTBICHHS CITOCOO BKIIFOYAET ONPEICICHUE HHCKCA aKTHBHOCTH Y03HHO(HIBHO-
ro 330¢aruta (EEsAI) u perucrpamnuio B xypHaie exxeTHeBHBIX cuMnToMoB (DSD) nepen BBeneHIEM aHTUTEIA
WIH €r0 aHTUTCHCBA3BIBAIOIIErO (hparMeHTa CyObeKTy. B OHOM BapmaHTE OCYIECTBICHHS CITOCOO BKIIOYACT
OTIpeieIICHUE WHICKCA aKTUBHOCTHU 203MHO(IIBHOTO 330¢aruta (EESAI) u peructpanuio B xKypHaiIe eKeIHEB-
HBIX cumntoMoB (DSD) mociie BBeieHUsT aHTUTENA WM €r0 aHTUTCHCBSI3BIBAIONIETO (pparMeHTa CyObeKTy, T
ymenbienne EESAI mocne BBegeHus CyOBEKTY aHTHTENA WM €T0 aHTUTCHCBS3BIBAIONIET0 (hparMeHTa o CpaB-
Henuto ¢ EESAI mo BBezeHMs yKa3bIBaeT, YTO AHTHTENO WJIM €r0 aHTUTCHCBS3BIBAIOMINKA (ParMeHT SBISIOTCS
3¢ GeKTUBHBIMU TIPH JICUCHUN CYyOBEKTA.

B oxgrOM BapmaHTe OCYIIECTBIECHUS CIOCOO BKIIIOYAET OIpPEIENICHHE OICHKH II0 ONPOCHUKY CHMITOMOB
mucharum (DSQ) mepen BBeIeHNEM aHTUTENA WIIM €TO aHTUTEHCBS3bIBAIONIEro pparMenta cyobekTy. B omHOM
BapHaHTE OCYIIECTBIICHHS CIOco0 BKIIOYAET ompeneieHue omeHkn DSQ mocne BBeACHHS aHTHTENA WM €ro
AHTHT'CHCBS3BIBAIONICTO (pparMeHTa CyOBEeKTY; Tl YMeHbIIeHHE olleHKH DSQ mocie BBeaeHUS CyOBEKTY aHTH-
TeJa WIK €r0 aHTHICHCBSI3BIBAIOIIETO (pparMeHTa Mo cpaBHEHUIO ¢ OIleHKO# DSQ mepen BBeJcHUEM yKa3bIBacT,
YTO QHTUTEJIO WM €T0 aHTUTCHCBS3BIBAIONINY (PPArMEHT SIBIISTIOTCS () ()EKTUBHBIMU TIPH JICUCHUH CyOBEKTA.

B omHOM BapmaHTE OCYIIECTBICHHS CHOCOO BKIIOYACT OIPEACICHUE SHIOCKONMMYECKON pedepeHCHOM
ornenku (EREF) mepen BBeneHMEeM aHTHTENA WM €0 aHTHTCHCBS3BIBAIONIETO (parMeHTa CyOBEeKTy. B omHOM
BapHaHTE OCYIIECTBICHHs croco0 BkiodaeT ompeaeneHue oneHkn EREF mocne BBeneHus aHTHTENa WM €T0O
aHTUTEHCBS3BIBAONIETO (pparMenTa cyonekTy; riae ymenbmienue orenkun EREF mociie BBeneHus cyObeKTy aHTH-
TeJla WIKM €r0 aHTUTeHCB3bIBaloNero gpparmenTta mo cpaBueHuto ¢ oreHko EREF nepen BBeneHneM yka3biBa-
€T, YTO aHTHUTEJIO WU €TO aHTUT'CHCBSA3BIBAIOIINI (parMeHT SABISAIOTCS d((EKTUBHBIMY IIPH JICUCHUN CYyOBEKTa.

B ognom Bapuante ocymiecteienus EREF omnpenenstoT 1mo nmpucyTCTBUIO BOCTAIUTEIBHBIX MapKepOB B
MHUIIEBOIE, TI0 IPUCYTCTBHIO MapKEPOB PEMOICITHPOBAHMS B MHUIIEBOIE MM MX KoMOWHAnmH. B ogHOM BapuaH-
Te ocymectrieHuss EREF ompenenstoT mo nmpuCyTCTBUIO WM OTCYTCTBHEO MHOXKECTBA TPU3HAKOB, BRIOPAHHBIX
U3 TPYIIIBI, COCTOSIICH U3 0TeKa, (PUKCHPOBAHHBIX KOJCII, 3KCCYIaTOB, OOPO3I U CTPUKTYPHI UK UX KOMOWHA-
AU,

B onHOM BapmaHTE OCYIIECTBICHHS CIOCOO BKIIIOYACT OMPEICICHUE OOMICH OIICHKH CYOBEKTOM TSKECTH
3a0oJicBaHMs TIepe]l BBEJCHUEM aHTUTENA WM €r0 aHTUTCHCBS3BIBAIONIETO (PparMeHTa cyobekTy. B omHOM Ba-
pHaHTEe OCYIICCTBICHUS CIIOCOO BKIIOYAET OMpEeiicHHE OO0IIei OIICHKH CYOBhEKTOM TSHKECTH 3a00JICBaHUS T0-
CJie BBEACHUS aHTUTEIIA WM €T0 aHTUTCHCBI3BIBAIONIETO (pparMeHTa CyObeKTy; I/ie yMEHbIIEHHE 00IIel OleHKN
CyOBEKTOM TSDKECTH 3a00JIeBaHMsI TIOCIIE BBEJCHUS aHTHUTEIA WM €r0 aHTHTEHCBS3BIBAIOIIETO (PparMeHTa cyob-
eKTy TI0 CPaBHEHHIO C OOIIel OIEHKOHW CYOBEKTOM TsDKeCTH 3a00yieBaHUS Nepel BBEIACHHEM YKa3bIBAaeT, UTO
AQHTHTEIIO WK €r0 AaHTUTECHCBI3BIBAIONINI (YPArMEeHT SBILIOTCA YPPEKTUBHBIMY IPH JICYCHUH CYOBEKTA.

B onmHOM BapmaHTE OCYIIECTBIIEHHS CIIOCOO BKIIFOUAET ONpeAeseHre OO0l OreHKH MeapabOTHUKOM TS-
JKECTH 3a00JIeBaHUS TEpe]] BBEICHUCM aHTHTENA WK €r0 aHTHICHCBS3BIBAIONICTO ()parMeHTa cyOBsekTy. B of-
HOM BapHaHTE OCYILECTBIICHUS CIIOCOO BKJIFOYACT OIMpPECIICHIE OOMICH OICHKH MeIpabOTHUKOM TSXKECTH 3a00-
JICBaHUS TOCJIC BBEICHHS aHTHTENA WM €r0 aHTHUICHCBS3BIBAIOUICTO ()parMeHTa CyOBEKTY; IIe YMCHBIICHHE
oOrIell OLCHKH MeJpaOOTHUKOM TSDKECTH 3a00JICBaHUS MOCIE BBEICHUS aHTHTENA WM €r0 aHTHTCHCBSI3BIBAIO-
miero ¢pparMeHTa cyOBbEeKTY IO CPaBHEHHUIO ¢ OOIIeH OICHKOW MEIpaOOTHHUKOM TSDKECTH 3a00JIeBaHUsS Mepen
BBCJICHUEM YKa3bIBACT, YTO AHTUTEIIO WM €T0 aHTUTCHCBS3BIBAIONINN (hparMeHT SBISIOTCS () (HEKTUBHBIMU TIPU
JIEYCHUN CyOhEKTa.

B oxHOM BapmaHTe OCYIIECTBICHHUS CTIOCOO BKIIIOYAET OINPEICIICHIE THCTOIOTHYECKON CTETIEH! B CPEeTHEH
orieHKH ¢ Koppekiued nmo craguun (HGMSAS) mepen BBeJeHHEM aHTHTENA WM €r0 aHTUTCHCBSI3BIBAIOIIETO
(dparmenTa cyObekTy. B omHOM BapuaHTe OCYIIECTBIICHHUs crocod BkimodaeT ompeneieane HGMSAS mocne
BBEJICHUS aHTHTENA WM €r0 aHTUTCHCBA3BIBAIONIETO GparMenTa cyonekTy; rae ymenbineane HGMSAS mocne
BBEJICHUS aHTHUTEJA WM €r0 aHTHIeHCBA3bIBatomero gpparmenTa mo cpapHennio ¢ HGMSAS nepen BBeneHnem
YKa3bIBaET, YTO AHTUTEJIIO WIH €r0 aHTHTCHCBS3BIBAIONIMNA (PparMeHT SBISIOTCS 3()(QEKTUBHBIMU MPH JICUCHUH
cyOBeKTa.

B ogHOM BapmaHTe OCYIIECTBIICHHS CIIOCO0O TOTOJHUTEIHHO BKIIOYACT BBEACHUE JOTIOIHUTEILHOTO CPEI-
cTBa. B 0JJHOM BapwaHTE OCYIIECTBIICHUS IOMOJHHUTEIEHBIM CPEJCTBOM SIBISICTCS CTEpOoua. B omHOM BapuaHTe
OCYILIECTBIICHUS TOTIOJTHUTEIHHBIM CPEICTBOM SIBIISICTCS CTCPOUIHOC COSNUHCHHE OynecoHu . B ogHOM BapuaH-
TE€ OCYILECTBIICHUSI IOTIOJTHUTEIILHOE CPEICTBO BEIOPAHO W3 TPYIIIIBI, COCTOSINCH U3: TEPAEBTHUECKOTO CPEICT-
Ba, BU3YaJM3aI[HOHHOTO CPEICTBA, IUTOTOKCHYECKOTO CPEICTBA, HHIMONTOpa aHTHOTeHEe3a, MHTHOUTOpa KHUHa3,
OrokxaTopa KOCTUMYIHPYIONIEH MOJIEKYIIbI, OJI0KaToOpa MOJICKYJIBI aATe3UH, aHTHTEIA IPOTHB IIUTOKIHA WIIH €ro
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(yHKIIMOHATIBHOTO (hparMeHTa; METOTpeKcaTa, LUKIOCHOpHHA, pamamuiuHa, FKS506, nerextupyemoil MeTKH
unu penoprepa, aHtaronucta ®HO, mpoTHMBOPEBMAaTHUECKOTO CpPEACTBA, MHOpPEIAKCaHTa, HAPKOTHYECKOTO
CpeICTBa, HECTEPOUAHOTO TpoTHBOBOcHanuTensHOro0 cpeactea (HIIBC), anampreTnka, aHeCTEeTHKA, CEAaTUBHO-
TO CpPEe/ICTBA, MECTHOTO aHECTETHKA, HEPBHO-MBIIIEYHOTO OJI0KaTOpa, IPOTHBOMHUKPOOHOTO CPEICTBA, IPOTUBO-
TICOPHATHIECKOTO CPENICTBA, KOPTHUKOCTEPOMIA, aHAOOIMIECKOTO CTEPOWAa, SPUTPOIIOITHHA, MMMYHHU3AIUH,
UMMYHOTJIOOYITMHA, IMMYHOJIEIIPECCaHTa, TOPMOHA pOCTa, TOPMOHO3aMECTUTEIFHOTO CPENCTBa, panuodapma-
[EBTHYECKOTO CPE/ICTBA, aHTHICTIPECCAaHTa, HEUPOJIENTHKA, CTUMYIISITOPA, CPEACTBA U JICUCHUS acTMBI, OeTa-
arOHNCTA, WHTASIIHOHHOTO CTEPOH/Ia, IEPOPATHHOTO CTEPOHIa, STHHEe()PIHA WK aHaJora, ITITOKAHA W aHTa-
TOHHUCTA [IUTOKUHA.

B oHOM acrniekTe HACTOSILETO OMHCAHUS IPEUIOKEHBI KOMITO3UIIUK U CIIOCOOBI JIeYeHHsI acTMBL. B oHOM
aCIIeKTe HACTOSIIETO OMHCAHMS MPEITI0KEH CIOCO0 JICYCHHSI acTMBl Y CYOBEKTa, BKIIIOYAIOMINI ITOJIKOXKHOE
BBesieHHE OT npudimsurensHo 180 mr mo npubnmsurensHo 360 mr anturena k 1L-13 wiam ero aHTUTEHCBSI3BI-
BaroIero pparMeHra cyObeKTy pa3 B HEICNIO, OCYIIECTBIISIA, TAKUM 00pa3oM, JICUCHHE aCTMbI y CyOBEeKTa.

B omHOM BapmaHTe ocyliecTBiIeHUS aHTUTENO K IL-13 uiam ero aHTUTeHCBS3BIBAIOIIUN (DPAarMEHT CBS3HI-
Batorcsa ¢ IL-13 w mpenorBpamaror B3amMozeiicteue Mexny IL-13 u penentopom IL-13. B ogHoM BapuaHTe
OCYILIECTBIICHHS AHTHUTEJIO WM €r0 aHTHTCHCBS3BIBAIONINNA ()PATMEHT SBIITIOTCS MOHOKJIOHAIBHBIM aHTHUTEIIOM.
B oxHOM BapmaHTe OCYIIECTBIICHHS aHTHUTENIO WM €r0 aHTHUTCHCBS3BIBAIONINN ()ParMEHT SIBIISIOTCS TyMaHU3U-
POBaHHBIM aHTUTEJIOM. B OTHOM BapHaHTE OCYIIECTBICHUS aHTUTEJIO MIIM €T0 aHTUTSHCBSI3BIBAIONINN (hparMeHT
SBIISTIOTCSI YEJIOBEUECKIM aHTHTEIIOM.

B omHOM BapmaHTe OCYIIECTBIICHHS aHTHUTENIO WIIM €T0 aHTUTCHCBS3BIBAIONINHA (PparMeHT SBISIOTCA aHTHU-
tenoM 13C5.5. B ogHoM BapmaHTe ocymiecTBieHus aHTuTeno 13C5.5 mim ero aHTUreHCBA3bIBAOMINI GpparMeHT
BKJIIOYAIOT BapualespHylo obnacTs TspKenoi 1eny, Bkimtodatomyo SEQ ID NO: 2, n BapuabensHyro 061acTh
nerkoi uenu, srirovaomyio SEQ ID NO: 3.

B npyrom Bapmante ocymectBieHust anturesnoM npotus 1L-13 seusercs 6A1, 3G4, Tpanokuaymab, ne-
puku3zymad, QAZ-576, IMA-638 wim IMA-026 unu ero aHTUTeHCBA3BIBAIOIIUI (pparMeHT.

B omHOM BapmaHTe OCYIIECTBIICHHUS CIIOCO0 BKITIOYAET MOJAKOKHOE BBEACHHE MprOm3uTensHo 180 Mr aH-
tutena K IL-13 win ero aHTUTeHCBA3BIBAIONIETO (parMeHTa CyObeKTy pa3 B Helelro. B olHOM BapuaHTe OCy-
MIECTBIICHHUS CITOCO0 BKITIOYAET MOJKOKHOE BBeeHUE puOm3uTebHo 360 mr antutena k 1L-13 wnm ero anTH-
TEHCBS3BIBAIONIETO parMeHTa CyObEKTY pa3 B HEJEIIO.

B onHOM BapuaHTe OCYIIECTBIICHHS aCTMa SIBJISIETCA JISTKOM acTMOM WJIM aCTMOW CpeHEH TSKECTH.

B npyrom acmexte crmoco® AOMOIHHUTENBFHO BKIIOYAaET OTOOpP CyOBEKTa, KOTOPBIH JEMOHCTPHPYET IO
MEHBIIIE Mepe OINH CUMIITOM, CBSI3aHHBIH ¢ OpOHXHABHOM acTMOl. B ogoOHOM BapHaHTe OCYIIECTBICHHUS 110
MEHBIIIEH Mepe OJIMH CUMIITOM, CBSI3aHHBII ¢ aCTMOM, BBIOpaH N3 IPYIIIBL, COCTOSIIEH M3 CEKPEUH MM HaKOII-
JICHUSI BSI3KOW CJIM3W WIJIM MOKPOTHI, KalllIsl, CBUCTSIIUX XPHITOB, OJBIIIKH, CTECHEHHUS B IPyH, 00NN B IPyId U
CHABIECHHOCTU B IPYAH.

B omHOM BapmaHTe OCyIIECTBICHUS CyOBEKT SIBISETCS MAllEHTOM. B apyrom BapmaHTe OCYIIECTBICHUS
CYOBEKT SIBISIETCS CTEPOUI-HAUBHBIM CYOBEKTOM, KOTOPBIH paHee He MPOXOAMI Tepanuio creponaMu. B oqHoM
BapHaHTE OCYIIECTBICHUS CYOBEKT paHee MPOXOIMI TEPATHIo CTePONIaMu. B 0THOM BapHaHTe OCYIIECTBICHHUS
CyOBEeKT sBISICTCSA CYyOBEKTOM, KOTOPBII paHee MPOXOIUIT TePAIHIO CTEPOUIAMH, IPU 3TOM CYOBEKT HE SBISACTCS
cTepoun-pedpaktepHsM. B mpyrom BapmaHTe OCYIIECTBIECHHUS CYOBEKT SBISETCA CyOBEKTOM, KOTOPBIA paHee
TIPOXOIMII TEPATIHIO CTEPOHIAMH, TIPH 3TOM CYOBEKT SBISAETCS CTEPOUA-pepaKTepHBIM.

B oxHOM BapmaHTe OCYIIECTBICHUS aHTHUTEIIO WIIH €T0 aHTUTCHCBSA3BIBAIOMINI (PParMEHT BBOIAT CYOBEKTY
pa3 B HEJETIO B TEUEHHE 110 MEHBIIEH Mepe NMpUOIU3UTENIFHO 16 Hexenb. B apyrom BapmaHTe OCYyIIECTBIICHHS
AQHTUTEJO WIM €r0 aHTHUTCHCBS3BIBAIOIIYIO YacTh BBOIST CYOBEKTY pa3 B HEJNENIO B TEUCHHE BCEHl NMPOMOIIKHU-
TENIBHOCTH 3a00J1eBaHus D00.

B onmHOM BapmaHTe OCYIIECTBIEHUS CHOCOO JOIOIHHUTENBEHO BKIIOYAET ONpeesieHne OnoMapkepa, acco-
IIUMPOBAHHOTO C acTMOH, 10 M TOCI]e BBEICHUS CyOBeKTy aHTuTena K IL-13 uiam ero aHTHUreHCBSA3BIBAIOIIETO
(parmenra, rae U3MEHEHHE YPOBHS OMOMapKepa ykasbiBaeT Ha d(dekTuBHOCTh aHTHTENa K IL-13 mnm ero an-
TUTEHCBS3BIBAIONIETO (pparMeHTa Ipu JIeYeHUHN CYyOBEeKTa.

B oxgHOM BapmaHTe OCYIIECTBIICHHS CIIOCOO TOTIOIHUTEIHHO BKIIIOYAET BBEACHUE JOTIOIHUTEIFHOTO CPel-
cTBa. B ofHOM BapmaHTe OCYIIECTBICHHUS JOMOIHUTEIBHBIM CPEICTBOM ABISIETCS CTEpOHI. B npyrom Bapmanre
OCYILIECTBIICHHS JIOTIOTHUTEIFHBIM CPEICTBOM SIBISIETCS OyIecoHHI. B eme ogHOM BapuaHTE OCYIIECTBICHHUS
JOTIOTHUTEIBHOE CPEICTBO BHIOPAHO M3 TPYIIBI, COCTOAIICH M3: TEPAaNeBTHUECKOTO CPEICTBA, BU3yaTH3aIHOH-
HOTO CpEZACTBA, TUTOTOKCHYIECKOTO CPEICTBA, HHIHONTOpa aHTHOTeHEe3a, HHIMONTOpa KMHA3, OJI0KaTopa KOCTH-
MYJIMPYIOLIEH MOJIEKYJIbI, OJIOKaTOpa MOJIEKYJIbI aJre3ur, aHTUTENA MPOTHB IIUTOKWHA WM €ro (pyHKIHOHAIb-
HOTO (hparMeHTa; MEeTOTpeKcaTa, IIMKJIOCIIOprHa, panamuiuaa, FK506, netektupyeMoll METKH WM penoprepa,
antaronucra ®HO, npoTHBOPEBMATUYECKOTO CPEACTBA, MUOPENTAKCAHTA, HAPKOTUUECKOTO CPEACTBA, HECTEPO-
UTHOTO IpoTHBOBoOcasmTensHoro cpeacrsa (HIIBC), ananerernka, aHecTeTnKa, CEJaTUBHOTO CPENICTBA, MECT-
HOTO aHECTETHKa, HEPBHO-MBIIIEYHOTO OJIOKAaTOpa, MPOTHBOMHKPOOHOTO CPENCTBA, MPOTHBOIICOPHATHUECKOTO
CpPE/CTBa, KOPTHKOCTEPOHIa, aHabOJIMYECKOTO CTEPOHIA, IPUTPOIIOITHHA, UMMYHH3ALUH, HMMYHOTJIO0YIIHIHA,
MMMYHOJIETIPECCaHTa, TOPMOHA POCTa, TOPMOHO3aMECTUTENFHOTO CPENICTBA, PaaHohapMaIieBTUIECKOTO CPECT-
Ba, aHTUJIETIPECCAHTa, HEHPOJIENITHKA, CTUMYJIATOPA, CPEACTBA IS JICYEHUS acTMBI, OeTa-arOHHUCTa, WHTaJISIH-
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OHHOT'O CTEpON/Ia, EPOPaIbLHOTO CTEPOHIa, IMUHE(PHUHA WM aHAJIOTA, IINTOKWHA ¥ aHTarOHHUCTA [IUTOKHUHA.

Jlpyrue nmpu3HaKy M NpEeHMYIIecTBa HACTOSAIIEr0 M300peTeHnsl OyayT OUYeBUIHBI U3 CIEAYIOLIETO OIHca-
HUS TIPEANOYTHTEIBHBIX BapHAHTOB OCYIIECTBICHHUS W W3 (hopMyinsl m3o0OpereHms. L{uTupyemble MCTOUHUKA
HACTOSIINM BKJIIOYECHBI IIOCPEACTBOM OTCBHIIKH.

Kpartkoe onucanue uepre:xeit

Pasniunble MPU3HAKY U MPEMMYIIECTBA OMMUCAHHBIX B HACTOAIIEM TOKYMEHTE BAPHAHTOB OCYIIECTBICHHS
MOTYT OBITh TIOJTHOCTBIO OIICHEHBI, TOCKOJIbKY OHU CTaHOBSTCS OoJiee TIOHATHBIMH IIPH PACCMOTPEHHH C YIETOM
npwiaraemerx guryp.

Ha ¢ur. 1 nokazaHo cpeaHee KOJIMYECTBO S03MHOMUIIOB B NMHIIEBOE (KJICTKH/TI3) HA HAYAJIO JICUCHHS U B
Heznelno 16 B rpymnmne manebo, rpymnme jJedeHnst Hu3koi no3oii (180 Mr) u rpymnme jnedenuns BeIcokor go3oi (360
Mr). CTaTHCTHYECKYIO 3HAYNMOCTD BEIYHCISUIN ITyTEM M3MEPEHHs P-3HAYCHNH B MOJICNIN aHaIN3a KOBApHAIUH C
YUETOM CTEpOHI-pedpakTepHOrO CTaTyca M HCXOAHOTO CPEIHETO KOJIMYECTBA S03NHO(DIIIOB B ITUILEBO/IC.

Ha ¢wur. 2A nokazano KomuecTBO 303MHOGWIOB B HIIEBOE (KJIESTKU/I3) B HEAEo 16 B rpymre miane6o
B CPaBHEHHH C CyOBEKTaMH, NOIy4aBIIUMHU HU3KYI0 103y (180 mr) RPC4046.

Ha ¢wur. 2B mokazaHo Koiam4ecTBO 303MHOPHIIOB B MHUIIEBOIE (KISTKH/TI3) B HeAemo 16 B rpyme miamnedo
B CPaBHEHHH C CyOBEKTaMH, IMOTYIaBIIMMHU BEICOKYIO 103y (360 mr) RPC4046.

Ha ¢wur. 3 mokaszana cpemHss KOMIUIEKCHAsI OI[CHKA IO JKypHAJTy CHUMIITOMOB Tucharuu (KI0YeBO BTO-
PUYHBIN KOHEYHBIN IMOKa3aTeshb) B HeNemo 16 y cyObeKToB, pacnpeneneHnbix B rpynmy ITT (rpynme panmomu-
3UPOBAHHBIX CYOBEKTOB, KOTOPBIC MOTYIHIN MO MeHbIIeH Mepe oany 103y RPC4046), koTopbie MOTydaId HUA3-
Kyto 103y (180 mr) mmum BeicOKyto 1103y (360 Mr) RPC4046. CTaTHCTHYECKYI0 3HAYUMOCTD BBIYHCIISIIN ITyTEM
M3MEPEHUsl p-3HaYE€HHI B MOJIEIN aHaIM3a KOBAPHALIMH C YIE€TOM CTEpOUA-pedpaKTEpPHOTO CTaTyca U UCXOIHOH
KOMIUTEKCHOH OLIEHKH 10 )KypHaiTy. Pe3ynbraTel mpuBeieHs! B Ta0II. 4.

Ha ¢wur. 4 nokazana cpeaHssl KOMIUIEKCHas OIIEHKA I10 )KYPHAIy CUMIITOMOB aAucdaruu (KJI04eBOW BTO-
PHUYHBII KOHEYHBIN TTOKa3aTeNb) B Heslelio 16 y cyObeKkToB, pacnpeaeneHHbix B rpynmy ITT (pacnpeneneHHbIX B
MOATPYTIBI B COOTBETCTBUU CO CTEPOUI-PEPPAKTEPHBIM CTaTyCOM), KOTOpPBIE MOTy4ann HU3Kyo 103y (180 mr)
WM BBICOKYIO 103y (360 mr) RPC4046. PesynbTaThl MpUBEACHBI B TA0I. 5.

Ha ¢ur. 5 mokazana cpeHsas KOMIDIEKCHAs OIEHKA IO JKypHalTy CHMIITOMOB aucharuu (B JWHAMHKE) Y
cyOBEKTOB, pacnpeneneHnbix B rpymnmny ITT, koTopeie moydanu Hu3kyio 103y (180 Mr) nmu BeIcOKyTO 103y (360
Mmr) RPC4046. CTaTHCTHYECKYIO 3HAYUMOCTh ONPEIEISUIA C MOMOIIBIO0 P-3HAYCHUH M3 MOJICIM aHajn3a KoBa-
pHaliK C YYETOM CTEepOUA-pepaKkTEepHOTO CTaTyca M HCXOJHONW KOMIUIGKCHOM OLEHKH IO XYypHAady. p-
3HAa4YCHHS HE KOPPEKTHPOBATIHN B COOTBETCTBUH C MHOXXECTBEHHBIMH CPaBHEHUSIMH.

Ha ¢ur. 6 nokazana cpeHssi KOMIUIEKCHAsI OLIEHKA I10 JKYpPHAIy CUMIITOMOB qucdaruu (B ANHAMUKE) y
CyOBEKTOB, pacHpe/ieIeHHbIX B CTEpOUA-Hepe(pakTepHyIO MOATPYIITY, KOTOpPBIE TONTy4Yaian HU3KYI0 103y (180
MT') WJIM BBICOKYIO 1103y (360 mr) RPC4046. CTaticTHYECKYIO 3HAYMMOCTD ONPEAEISUTN ¢ IOMOIIBIO P-3HAYEHUH
W3 MOJIEJIM aHAJIHM3a KOBApHALMH C YYETOM CTEPOUI-pEPPaKTEPHOTO CTaTyca U UCXOJHOM KOMIIEKCHON OLEHKH
TI0 JKypHay, p-3Ha4eHUs] HE KOPPEKTHPOBAIM B COOTBETCTBHU C MHOKECTBEHHBIMU CPABHCHUSIMH.

Ha ¢ur. 7 nokazana (B muHamuKe) y cyObEKTOB, pacHpeelIeHHBIX B CTEPOUI-pePpaKTEpHYIO MOATPYIIILY,
KOTOpBIe Todydann Hu3KyIo 103y (180 mr) mmm Beicokyio no3y (360 mr) RPC4046. CtaTrcTHYeCcKyIO 3HAUN-
MOCTB OIIPEIEIISUIN C TIOMOIIBIO P-3HAYCHNH W3 MOJICIH aHAJIN3a KOBAPHALINHU C YIETOM CTEpPOUA-pepaKTepHOTro
cTaTyca M MCXOIHOW KOMIUIEKCHOW OLIEHKH IO KypHATy, P-3HaUCHHS HE KOPPEKTHPOBAIN B COOTBETCTBUH C
MHOXECTBEHHBIMHU CPaBHEHUSIMHU.

Ha ¢ur. 8 moka3zaHo cpemHee W3MEHEHHE OIEHOK IO OMPOCHHUKY cuMNTOMOB aucdaruu (DSQ) oTHOCH-
TEJNEHO UCXOJHOW OIEHKHU Yy CyOBEKTOB, MONYYaBIINX MEPOPANBHYIO cycrieH3uto oyneconuna (ODS) B cpaBHe-
HUH ¢ wtane6o. [Inanku yka3siBatoT crannapTHele oTkiIoHeHus (SD). B Tabi. 6 moka3aHel HTOTOBBIE pe3yibTa-
THI.

Ha ¢wr. 9 noka3zana cpeansisi SHIOCKONIMYECKas peepeHCHas OlleHKa 203MHOGIIBHOTO 330¢aruta (303)
(toTIOHUTENBHBIA BTOPUYHBIN KOHEYHBIN TOKa3aTesb) y CyObekToB B Henenmo 16. Oouryto onenky EREF BoI-
yucisia 13 aHanusa (rokasareneit EREFS) y cyObekToB Ha Havano nedeHust U B Henenmto 16. CTaTHCTHYECKYTO
3HAYMMOCTb OTIPEIeISUIN TipH p-3HadeHuu <0,05.

Ha ¢wur. 10 mokazana cpeansisi 3HIOCKOIYECKast peepeHCHas OIleHKa 203MHOGUIBLHOTO 330(daruta (202)
y CyOBEKTOB B HEIeMO 16 mpu OIeHKe Ha MPUCYTCTBHE BOCHATUTEIHHBIX MapKEPOB (TIOJOKUTEIFHBIA HA OTEK,
9KCCYAATHl W/WIM OOPO3/bI) WM MapKephbl pEMOJACTUPOBaHUs (HAPUMeEp, TOJIOKUTEIbHBINA Ha (PUKCUPOBAHHBIC
KOJIbIIA W/HUITH CTPUKTYPHI). CTaTUCTHYECKYIO 3HAYUMOCTD OTIPEIEIISUTH TIpH p-3HadeHuu <0,05.

Ha ¢wur. 11 nokazaHo cpegHee KOJTMIECTBO 203MHODUIIOB B MHIIEBOAC (KJISTKN/TI3) HA HAYAIIO JICYCHHSI ¥ B
Hezeno 16 B rpymme mane6o, rpymnme JedeHust Hu3koi no3oii (180 Mr) u rpymnme nedenuns: BIcOKor go3oi (360
Mr). CTaTHCTHYECKYIO 3HAYMMOCTh OLIEHHBAJIH IPH OIPENIEIICHUN P-3HAUCHUH N3 MOJIENN aHaJIn3a KOBapHalluH
C Y4ETOM CTepoua-pedpakTepHOro CTaTyca U UCKOJHOTO IIMKOBOT'O KOJIMYECTBA B 113 503MHO(UIIOB B IHIIEBO/JIC.
B Tabun. 7 moka3aHbl HTOTOBBIE PE3yJIbTATHI.

Ha ¢ur. 12 noxasans! cpennue oueHkn EEsAI PRO na Havaio neuenus u B Hepemo 16 B rpymiie miane6o
B CpPaBHEHHUH C CyOBEKTaMH, KOTOPBIE MOJy4any HU3KYI0 103y (180 mr) umm Beicokyto no3y (360 mr) RPC4046.
CTaTHCTHYECKYIO 3HAUMMOCTD OMPEICIISUTN C TIOMOIIBIO P-3HAUYCHUN M3 MOJIENIH aHAIN3a KOBAPHALUHU C YIETOM
crepoua-pedpakTepHoro craryca u ucxoanoi onenkun EESAIPRO. B ta6i1. 8 mokazaHbl HTOTOBBIC PE3YIIbTATHI.
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Ha ¢ur. 13 moxazansl cpennue onenkn EESAI PRO na Hauano neuenns u B Hepenmo 16 y cyOBbEeKTOB, KO-
TOPBIX pacHpeNesuld B MOATPYIIBl B 3aBUCHMOCTH OT cTepouA-pedpakTepHoro craryca. Kakmas moarpymma
nosrydaia rane6o wim Hu3Kkyro (180 Mr) umu Beicokyto (360 mr) mo3y RPC4046. CTaTucTHIECKYIO 3HAYMMOCTh
onpenenstu ipu p <0,05. *ykaspBaeT p<0,05. Pe3ynbTaTsl mpencTaBieHsl B Ta0. 9.

Ha ¢wur. 14 mokazana cpemHss o0mas oleHka CyObeKTaMH TSKECTH 3a00JIeBaHUS HA HAYaJo JICUCHUS U B
Heznemo 16 y cyObeKTOB, MOMydJaBIIuX Tuiane6o wim Hu3kyto (180 mr) mmm Beicokyio (360 mr) mo3y RPC4046.
Cratuctudeckyto 3HauuMOCTh (Tipu p<0,05) ompenernsuii myTeM BBIYUCIICHUS P-3HAYCHUN W3 MOJENH aHaju3a
KOBapHaIllH, YIUTHIBAIOMICH cTeponI-pedpakTEepPHBIH CTATYC M HCXOAHYIO OOIIYI0 OIEHKY TSKeCTH 3a0oieBa-
HUA. PesynpTatel npencrasiens! B Tabum. 10.

Ha ¢ur. 15 nokazana cpenusist odmias oneHka MeIpabOTHUKOM TSDKECTH 3a00JIeBaHUS Ha HA4aylo JICYCHHS
U B Henmenmo 16 y cyOBeKTOB, moiy4aBIIMX Iniane6o wiau Hu3Kyro (180 mr) wmm Beicokyro (360 mr) nosy
RPC4046. Cratuctrdeckyro 3HaanMocTb (pu p<0,05) ompenesnsumi myTeM BBIYMCICHHS P-3HAYCHUH U3 MOJIEIN
aHaJM3a KOBapHallWy, yYUTBIBAIOIICH CTepouI-pedpaKkTepHBIi cTaTyc M HUCXOJHYIO OOIIYIO OLEHKY TSKECTH
3aboneBanus. Pe3ynbraTel npencrasieHsl B Tabm. 11.

Ha ¢ur. 16 mokazana orieHKa 00IIEro BeYaTICHUs CyObeKTa Ha HAJaJlo JICUEHUS U B HeJemo 16 y cyob-
€KTOB, MOJYJaBIIMX TUIane0o win Hu3Kyro (180 mr) wmu Beicokyto (360 Mr) nmody RPC4046. CraTtucTuaeckyro
3HAYMMOCTh onpenessuy npu p<0,05.

Ha ¢ur. 17 moka3aHbl OIEHKHA THCTOJIOTHIECKON CTETICHN W CPEIHHE OIICHKH C KOPPEKIMEH 10 CTaauu Ha
HAYaJIo JICYECHUS U B HeJenmo 16 y cyOBeKTOB, MoTy4aBmux mianedo wim Hu3kyto (180 mr) mim Beicokyto (360
Mr) 103y RPC4046. CtatucTideckyro 3Ha4uMOoCTh onpenessuiy mpu p<0,05. *ykaspiBaet p<0,0001.

Kparkoe onucanue Tadauig

B Tabn. 1 mpencrasneHs! nemorpaduuecKue MoKa3aTelnu CyObeKTOB, 3apEerHCTPUPOBAHHBIX B HCCIIEI0Ba-
HUH.

B tabn. 2 npencrasien obpaser opocHUKA KypHajia exeaHeBHbIX cuMmntoMoB (DSD) u crioco0, ncmoss-
3yeMblIil IS BBIYUCIIeHUs olleHKu DSD.

B Tabn. 3 mokazaHo cpeqHee M3MEHEHUE OT Hadasa jedeHus 1o Hexenn 16 9acTOTHI U TSHKECTH KIMHUYE-
CKHX CUMIITOMOB AWC(aruy IpH OIeHKe ¢ momouisio DSD, 3anonHseMoro B TeueHHe 2 Heleb.

B Ta6i. 4 mpencTaBiIeHB pe3yNbTaThl NCCICAOBAHIS 10 aHAIN3Y OOIIEH OIICHKH 10 KYPHATy CHMITOMOB
nmucdarud B Henemo 16 y cyobrekToB, pacnpeneneHusix B rpynmny ITT, koTopeie momydanu Hu3kyio 103y (180
MT') WJIH BBICOKYIO 103y (360 mr) RPC4046.

B Tabin. 5 mpencTaBieHsl pe3yabTaThl HCCIIEJOBAHUS OOIIEH OIEHKH IT0 JKYpHAIy CHMIITOMOB Iuc(haruu B
Henenmo 16 y cyObekroB, pacnpeneneHusix B rpynmy ITT (pacnpenesieHHBIX B MOATPYNIIEI B 3aBUCHMOCTH OT
cTeponn-pedpakTepHOro craryca), KOTOpble MOJXydasn HU3Kyo n03y (180 mr) mmm Beicokyto mo3y (360 wmr)
RPC4046.

B Tabn. 6 mpexacraBneHBl pe3ynbTaThl ONEHKH 3(GQEKTHBHOCTH Ianedo, mepopanbHoro OyaecoHuna,
RPC4046 u QAXS576 B Tpex pa3nUUIHBIX UCCIEIOBAHUSAX.

B 1abx. 7 npencraBieHsl pe3ysbTaThl HCCIEIOBAHHS 110 aHAIN3Y CPEJHEr0 U3MEHEHHS ITUKOBOTO KOJINYe-
CTBa 203WHO(IIIOB B mumeBoAe (KJISTKW/TI3) B Helemo 16 B rpymme mianedo B CpaBHEHUH ¢ CyOBeKTaMH, KOTO-
phie mosrydanyu Hu3Kyo 103y (180 Mr) mimm Beicokyro o3y (360 mr) RPC4046.

B Tabn. 8 mpencTaBieHsl pe3yabTaThl HCCIeI0BaHus 1m0 aHanu3y cpenaux oneHok EESAI PRO Ha Hagaimo
JIEYCHUS ¥ B Henero 16 B rpymnme miamnedo B cpaBHEHHUHU ¢ CYObEKTaMH, KOTOPBIE MOTyJYasid HU3KYI0 103y (180
MT') WJIH BBICOKYIO 103y (360 mr) RPC4046.

B 1ab1. 9 npencrasieHsl pe3yNnbTaThl UCCIEOBaHMS 0 aHanu3y cpeannx oneHok EEsAI PRO na Haugano
JeYeHusl M B Henelo 16 y crepona-pedpakTepHBIX B CPaBHEHHH C CTEPOUI-HEepe(paKTepHBIMH CyObEKTaMH,
KOTOpBIE MoJydany mianedo mim Hu3kyro (180 mr) mnu Beicokyto (360 mr) nozy RPC4046.

B tabn. 10 npencraBieHsl pe3ysbTaThl HCCIEOBAHMS M0 aHATM3Y OOILIEH OIIEHKH CYOBEKTOM TSDKECTH 3a-
OoJieBaHMs HAa Ha4yaso JICYSHHs U B HeJeto 16 y cyObeKToB, KOTOpBIE MoJTydany mianedo win Hu3kyo (180 mr)
nnu Beicokyto (360 mr) no3y RPC4046.

B tab6m. 11 npeacraBiaeHsl pe3yibTaThl HCCIASIOBAHUS 110 aHAN3Y OOIIEH OLEHKH MEApaOOTHUKOM TsDKe-
CTH 3a00JIeBaHUS Ha HAdajo JICYCHUS U B HENEN0 16 y cyOBbeKTOB, KOTOPBIC MOJIyYal IUane0o0 Wi HU3KYIO
(180 mr) mmu BeIcOKYTO (360 Mr) mo3y RPC4046.

B 1abn. 12 mpencraBieHa CBOIKA CBA3aHHBIX C JICUCHHEM HEKENATCIBHBIX SIBICHUHA y CYOBEKTOB, MOY-
gaBmux RPC4046.

Ioapo6Hoe onucanue

B HacrosmeM onucaHWK HEOXMIAHHO IPECTAaBIICHBI CIIOCOOBI JICUCHHS] WJIM YMEHBIICHHS TSDKECTH TIO
MEHBIIIEH Mepe OHOTO CHMIITOMA 03MHO(MMIIBHOTO HapylIeHHs, HanpuMmep 300, y cyObeKTa ¢ IpUMEHEHUEM
anrutena npoTtus IL-13 mim ero antureHcs3piBatomero ¢pparmMenra. Heoxxunanno, mocie npoBeIeHNsT KIMHU-
YyecKkux MccienoBanuii ¢aspl Il ¢ yuacTneM coTeH ManmeHToB, HacTosllee N300peTeHHE HEOKHIIAHHO ITPOje-
MOHCTPHUPOBAJIO, YTO MOAKOXKHBIE 103kl aHTUTENa poTuB 1L-13, BBoAMMEIE pa3 B HeAelNto B go3ax oT 180 Mr go
360 Mr, Kak OBUIO YCTaHOBJICHO, SIBISUTUCH 3((QEKTUBHBIMH IIPH JIEUeHUH D00, HapUMep, yMeHbIIas qucaru-
YeCcKHe KIMHUYEeCKHe cHMOTOMBL. OmpeieieHHbIe BapHaHThl OCYIIECTBICHUS H300pETEHUS OMICAaHBI OoJiee 1mo-
IpOOHO B TIoIpa3jieiax, HuxKe.
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I. Aururena x IL-13 1 MX aHTUreHCBSI3BIBAIOIINE (DPATMECHTHI.

Tepmunst "IL-13" n "IL-13 aukoro tnna" (cokpamieHHO 0003HAaYEHHBIE B HACTOSILIEM ONMCAHUM Kak IL-
13, IL-13 wt) pu HCITOJIL30BAHUH B HACTOSIIEM HM300pETEHUH BKIIOYAIOT ITUTOKHH, KOTOPBIH CEKPETUPYETCS,
npexnae Bcero, T2 xenmepusiMu kietkamu. Tepmunsl "IL-13" u "IL-13 nukoro tuma" (cokpamieHHO 0003HAYCH-
HbIe B HacTosimeM onucaHuu kak 1L-13, IL-13 wt) BKIFOYatOT MOHOMEPHBIH OEJIOK, KOTOPBI MPECTABISIET CO-
6oii moymmrentu pazmepoM 13 k/la. Ctpykrypa IL-13 onmcana takxke, HanmpuMep, B Moy, Diblasio et al., J] Mol
Biol 310 219-30 (2001). Ilpeanonaraercs, uro TepmuH [L-13 BKitoyaeT peKOMOMHAHTHBIN YenmoBedeckuit 1L-13
(rh IL-13), KOTOpBII MOXKET OBITh TOTYYeH CTAaHAAPTHBIMH METOJIaMH PEKOMOWHAHTHOW 3Kcmpeccuu. Kpome
TOTO, TEPMHUH MOXET BKJII0YaTh opTosnoru/romornoru 1L-13 u3 apyrux BHIOB, HapuMmep, co0aK, KOIIEK, KOPOB,
Jolaael, CBUHEH, KypuIll U T.1.

[MpeanouyrntensHo Mumenu noaunentuaa 1L-13 cormacHo HacToseMy ONMMCAHHUIO BKIIIOYAIOT YelloBeYe-
ckue Oenkn IL-13, B TOM unciie ux BapuaHThl, pparMeHTsl, H30()OPMBI U aHATOTH. AMUHOKHCIIOTHAS TTOCTIe0-
BaTeIBHOCTH uenoBeueckoro 1L-13 u3BectHa B ypoBHe TexHukH U npeacrasiaeHa B SEQ ID NO: 1 (per. Homep B
NCBI AF043334.1 (ver. 1, oonoBnenue ot 10 mapta 2010 roxma); per. Homep B8 UNIPROT P35225 (ver. 170;
nepecMoTp oT 16 mapta 2016 rona)).

ITocimenoBarensHOCTE uenoBeueckoro 1L-13 guxoro tuma:
MALLLTTVIALTCLGGFASPGPVPPSTALRELIEELVNITONQKAPLCNGSMVWSINLT

AGMYCAALESLINVSGCSAIEKTQRMLSGFCPHKVSAGQFSSLHVRDTKIEVAQFVKDLLLHLK

KLFREGRFN (SEQ ID NO: 1).

Tepmun "BapuanT IL-13" (cokpamieHHO yka3aHHBIM B HacTosmieM omucaHuM kak I1L-13v) npu ucnoss3o-
BaHHMHU B HACTOSIIEM M300peTeHNH BKIOYaeT mo0oi BapuanT IL-13. [Ipumepom Bapuanta yenoBeyeckoro [L-13
apnsiercs [L-13, B koTopoM amuHoKkucnoTHeIH octatok 130 B SEQ ID NO: 1 u3meHeH ¢ apruHiHa Ha ITyTaMUH
(R130Q). Ota KOHKpeTHas IMOCIEAOBATENFHOCTD BapuaHTa denoedeckoro IL-13 m3BecTHa B ypoOBHE TEXHHKH
(per. Homep B NCBI AAH96141.2 (ver. 2, ooHoBieHHe 0T 23 ceHTsiops 2014 rona)).

PemeniropHast gacTh cucTemsbl Juranma/penentopa IL-13 BkitoyaeT MyJNbTHUMEPHBIH TpaHCMeMOpaHHBIN
penenTop, KOTophlid BKiIfodaeT anbda-nens pemnentopa [L-4 (IL-4R.cc) u mo MeHbIEH Mepe OHY W3 JIBYX W3-
BecTHBIX IL-13-crienmuanpix cBsas3piBatomux menei (Wynn et al., Annu. Rev. Immunol. 21: 425-56 (2003)).
DddexTsr omocpenoBaHbl, MPEeXIe Bcero, depe3 (BpakTop TPAHCKPHIINHW, MEPEHOCUYWK CUTHANIA M aKTHBATOP
tpaHckpunuuu 6 (STAT6).

B yacTHOCTH, aHTHTEIIO WIIM €I0 aHTUTCHCBSA3BIBAIOIINI (parMeHT crieliu(UIHO CBSI3BIBAIOTCS C ITOJIUIICTI-
oM IL-13, ymeHbImas wim HeHTpainu3ysl TakuM oOpa3oM cBsi3biBaHue jurania 1L-13 ¢ ero korHaTHeIM pe-
nentopoM. Hapsiny ¢ atum, aatureno k 1L-13 nim ero aHTUT€HCBA3BIBAIOMINN (parMeHT MOTYT BBI3bIBATh MHTHU-
OupoBaHNE /WM HEUTpAIHU3aIMI0 OMOJIOTMYECKON aKTUBHOCTH CHCTEMBI Jinranaa/peuentopa 1L-13.

"Bbronornyeckast akTHBHOCTH" TP HCIIOJIb30BAaHHH B HACTOSILEM H300pETEHUHM OTHOCHTCSI KO BCEM OMO-
JIOTUYIECKUM CBOMCTBaM, XapaKTepHBIM JIJIsl ITUTOKMHA. bronmorndeckue croiicta IL-13 Bkimogarot, 6€3 orpaHm-
YeHHs TIePEUUCIICHHBIMH, CBsI3bIBaHUE perenTopa IL-13, mHayKunio BocnaieHus, YCHICHHE CEKPEIIUN XEMOKH-
HOB, YBEJMUEHNE MUTPAINH aJUIEPTHIECKUX dPPEKTOPHBIX KIETOK, METAIUIA3UU U T.J. B SITUTEIHAIHHON TKaHH,
okpyxatomeit cmmuctyo obonouky JKKT. Kpome toro, IL-13, xak 6put0 okazano, nagynuposan 20% tpanc-
Kpunroma 33 ¥, B YaCTHOCTH, HHIYIIMPOBAI AKCIPECCHIO YOTAKCHHA-3 B IMEPBUYHBIX MMHUTEIHANBHBIX KIETKaX
nmumieBoa (Blanchard et al., J Allergy Clin Immunol., 120:1292, 2007).

Tepmunsbl "crierupuaHOe CcBsA3bIBaHME" WM "CHEIU(PHUYHO CBS3BIBAIOMIMH" TPH HCIIOJIH30BAaHWM B Ha-
CTOSIIIIEM M300pETEHUH B OTHOIICHWH B3aMMOJCHCTBHS aHTUTENA, OeNKa WIM MEeNTHAA C APYTUM XHMUYECKUM
COEIMHEHUEM O03HAa4aroT, YTO B3aMMOJICHCTBHE 3aBHCUT OT MPHCYTCTBHS KOHKPETHOW CTPYKTYpHI (Hampumep,
AQHTUTEHHOW NIETEPMHHAHTHI WIM IUTOIA) HA XMMHUYECKUX COCIUHEHMSX; HAIPUMEp, aHTUTEIO PACIO3HACT H
CBSI3BIBACTCS C ONPENICIICHHON OEJIKOBOI CTPYKTYpOii, a He ¢ Oenkamu B 1esioM. Ecim anTHTENO sIBIISIETCS CIie-
U(UYHBIM B OTHOIICHMH dmuTOna "A", MPUCYTCTBHE MOJIEKYJIBI, COAeprKamied snuron A (Wi cBOOOAHOTrO,
HEMEYEHOTO A), B peakInu, cojepikalieid MedeHblid "A" W aHTHTENO, MPUBEIAET K YMEHBIICHUIO KOJIHMYECTBA
MedeHoro "A", CBI3aHHOTO C aHTUTEIOM.

TepmuH "aHTUTENO" TIPHU MCTIOIL30BAHUU B HACTOSIIEM H300PETEHHH OTHOCUTCS B IIUPOKOM CMBICIIE K
MoJIeKyJIe Jroboro nmmMmyHornooynmuaa (Ig), cocTosei u3 4eThipex MOJUTIENTHIHBIX Henei, ABYX Tskenbix (H)
neneit u nByx jerkux (L) mene#t, umu x ero mobomMy QyHKIHOHATEHOMY (DparMeHTty, MyTaHTY, BapHAHTY A
MPOU3BOTHOMY, KOTOpPBbIE COXPAHSIOT CYIIECTBEHHBIC SIMTOICBS3BIBAIONINE CBOHCTBAa MousieKyibl Ig. Takue
(opmaTsl MyTaHTa, BapHaHTa WIN IIPOU3BOJHOTO aHTUTET M3BECTHHI B yPOBHE TEXHHKH. VX HeorpaHM4YHMBalIoO-
e BapHaHTHI OCYIIECTBICHUS O00CYKAAIOTCS B HACTOSIIEM JOKyMEHTe. B 0HOM BapHaHTe OCYIECTBICHHS
AHTUTEJIO, PUMEHSEMOE B KOMIO3UIMAX U CIIOCO0aX COTIACHO HACTOSIIEMY OIMCAHUIO, SIBISETCS aHTUTEIOM
npotuB [L-13 13C5.5, omucannsiM B natente CHIA 7,915,388, BKIFOUCHHOM B HACTOsIIEE M300PETCHUE TO-
CPE/ICTBOM OTCHUIKH. B pyrom BapuaHTe OCYIIECTBICHHS aHTUTEIOM, IPUMEHSIEMBIM B KOMITO3HIMSIX M CIOCO-
0ax HACTOSAIIETO ONMHMCAHU, SABJIsIeTCS aHTuTeNo 6A 1, 3G4, TpamokuHyMao, nedpuku3yma0, nekrpekymad (QAX-
576), IMA-638 nim IMA-026.

B momHOpa3smMepHOM aHTHTENE KaXkaas TsDKeNas [elb COCTOWT M3 BapHaOeIbHOH O0NacTH TSHKENON IenH
(cokpameHHo 06o3HadeHHOH B HacTtosmeM onucannd kak HCVR wimm VH) u KoHCTaHTHO#N 00JacTH TSKEIOH
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nenn. KoHcTaHTHAST 001aCTh TSDKENOH 11emn cocTouT U3 Tpex nomeHoB, CH1, CH2 u CH3. Kaxnas nerkas merms
COCTOHMT M3 BapHaOeNbHON 00JacTH JIETKOW menu (COKpalieHHO 0003HAa4eHHOH B HACTOSIIEM OIMCAHUM Kak
LCVR unu VL) u koHCTaHTHOH 005acTH JieTko# 1enu. KoHCTaHTHAs 001acTh JIETKOM IETH COCTOUT M3 OJHOTO
nomena, CL. O6nactt VH n VL MOXHO JOIOJHUTENBHO TOMPA3ACIUTh Ha OOJIACTH THUIIEPBapHAOCIbHOCTH,
Ha3bIBaEMbIC OTNPEEISIIOIIMMH KOMIIeMeHTapHOCTh oonacTsamu (CDR), gepenyromuecs ¢ 06aacTsiMu, KOTOpbIE
SIBIITIOTCSI 0OJiee KOHCEPBATUBHBIMH, Ha3biBaeMbIMU KapkacHbiMH oOnactsimu (FR). Kaxmas VH u VL cocrout
n3 Tpex CDR u wetpipex FR, pacmonokenabix ot N-konma k C-koniy B ciemyromeM mopsake: FR1, CDRI,
FR2, CDR2, FR3, CDR3, FR4. Moekyasl IMMYHOTJIOOYJTMHOB MOTYT OTHOCHTBCS K JTFOOOMY THITY (HAIIpuMep,
IgG, IgE, I1gM, IgD, IgA n IgY), knaccy (nanpumep, IgG1, 1gG2, IgG3, 1gG4, IgA1 u IgA2) nnm cyOkiaccy.

TepmuH "aHTUreHCBS3BIBAIOMNN (pparMeHT" aHTHTENA (WM MPOCTO "4acTh aHTHTENa") MPH UCIIOIH30Ba-
HUM B HACTOSIIEM M300PETCHUU OTHOCHTCSA K OJHOMY WK Ooyiee (pparMeHTaM aHTUTENA, KOTOPBIC COXPAHSIOT
CHOCOOHOCTH CHEIM(DUYIHO CBI3BIBATHCS ¢ aHTUTeHOM (Hampumep, 1L-13). Bpiio moka3zaHo, YTO aHTUTCHCBSI3bI-
BAaIONIYI0 ()YHKIIMIO aHTHUTEIa MOTYT BBHITONHATH (PAarMEHTHI MOJHOPAa3MEPHOTO aHTUTENA. Takue BapHAHTHI
OCYILICCTBIICHUS AHTUTENIA MOTYT TaKXKe OBITh OMCHEIM(DUIHBIMY, TBOMHON CHENU(UIHOCTH WM MYJIBTUCIIC-
UGUIHBIME opMaTaMIr;, CIICTM(GUIHO CBA3BIBAIONIIMHUCS C IBYMS WIH Oojiee pa3HbIMH aHTHTeHaMu. [IprMepsl
CBSI3BIBAIOIINX ()PArMEHTOB, OXBAYCHHBIX TEPMUHOM "aHTUTCHCBA3BIBAIONINI ()parMeHT" aHTHTENa, BKIIOYAIOT:
(i) Fab-¢pparment, moHoBaneHTHBIH (parment, coctosmuii u3 VL, VH, CL u CH1 nomenos; (ii) F (ab'),-
(bparMeHT, OMBaJICHTHBIA (parMeHT, BKIIOYarOIuid 18a Fab-¢parmMenTa, CBA3aHHBIX TUCYJIb(OUIHBIM MOCTHKOM
B IIapHUpHO# obnacty; (iii) Fd-dhparment, coctosmuit 13 VH u CH1 nomenos; (iv) Fv-dparmenr, cocrosimuit
n3 VL u VH nomeHoB omgHoro rureda anturena, (v) dAb-dparment (Ward et al., (1989) Nature 341:544-546,
Winter et al., myomukamuss PCT WO 90/05144 Al, BkirodYeHHass B HACTOSIICE M300PETEHUE TIOCPEICTBOM OT-
CBUIKH), KOTOPBEIM BKJIIOYACT OJHMH BapHaOCIbHBIN JOMCEH; u (Vi) BBIICICHHAS OMPEICISIONIas KOMILUIEMCHTAP-
HocTb o0aacte (CDR). Kpome Toro, xots nBa nomena Fv-¢parmenra, VL n VH, koaupyrorcst OTIeIbHBIME Te-
HAMH, UX MOXHO COCTUHHTH IIPH HCIOIH30BAHUN PEKOMOMHAHTHBIX METOJIOB, CHHTETHYECKOTO JIMHKEPA, YTO
TMI03BOJISIET MOJTyYaTh UX B BUJIE OJJHOM OENKOBOM 1eny, B KoTopoi obmactn VL u VH criapens! ¢ o6pa3oBannem
MOHOBAJICHTHBIX MOJIEKYJ (M3BECTHBIX KakK ofHoIeno4dednsiid Fv (scFv); cm., nHanpumep, Bird et al. (1988) Sci-
ence 242:423-426; u Huston et al. (1988) Proc. Natl. Acad. Sci. USA 85:5879-5883). Takue omHOlEeIOUCTHBIE
aHTHUTENla TaKKe JOJDKHBI OBITh OXBAa4€HBI TEPMHUHOM '"aHTWUTECHCBS3BIBAIOMIMKA (parMeHT" aHTUTena. Takke
BKITIOYEHBI Apyrue (HOPMBI OJHOLENIOYCTHBIX aHTHTEN, TaKue Kak auartena. J[narena mpeactaBisioT coboi Ou-
BaJICHTHBIE, OUCTIETMUIHBIE aHTHTENA, B KOTOPBIX moMeHsl VH u VL skcnpeccupyroTcs Ha OJHOH IOJHIIETI-
TUIHOW IIETIH, HO C HCIIOJIb30BaHUEM JIMTHKEpa, KOTOPBIA CIUIIKOM KOPOTKHA, YTOOBI JOITyCKaTh CIIApUBaHHE
MEXKIy 3TUMH JABYMs TOMEHAMH Ha OJHOM IIETH, YTO BHEIHYKJIACT JTOMCHBI CIIAPUBATHCS C KOMILICMEHTAPHBIMU
JIOMEHAMH JPYToi Ienu 1 00pa30BHIBATH JBa aHTHTCHCBS3BIBAIONINX ydacTka (cM., Hampumep, Holliger et al.,
Proc. Natl. Acad. Sci. USA 90:6444-6448 (1993); Poljak et al., Structure 2:1121-1123 (1994)). Takue cBA3EI-
BAIOIFiE€ YacTH aHTHTEN W3BeCTHH B paHHOHM obOmactu (Kontermann and Dubel eds., Antibody Engineering
(2001) Springer-Verlag. New York. 790 pp. (ISBN 3-540-41354-5).

TepMuH "KOHCTPYKIUS aHTUTENA" MPU UCTIONB30BAHIH B HACTOSIIEM U300pPETCHIH OTHOCHTCS K TIOJIHIICTI-
THY, BKJIIOYAIOMIEMy OIHY WM 0OJiee aHTHUICHCBS3BIBAIONINX YaCTEH HACTOAIIETO OMMCAHUS, CBS3aHHBIX C
JIMHKEPHBIM TOJIHUITENTHIOM WIA KOHCTAaHTHBIM JIOMEHOM HMMYHOTJI00Y/HHA. JIMHKEpHBIE MOTUIIETITHIBI BKITIO-
YaroT [Ba WM 00Jiee aMHHOKHCIOTHBIX OCTaTKOB, COSMHEHHBIX MENTHIHBIME CBSA3SIMH, U HCIIONB3YIOTCS IS
COCIMHEHUS OJHOW Miu OoJjiee aHTHTCHCBS3BIBAIOMINX dYacTel. Takue JTHMHKEpPHBIC MMOJIUIECTITHABI W3BECTHH B
JaHHOM obmacTtH (cM., Hanpumep, Holliger et al., Proc. Natl. Acad. Sci. USA 90:6444-6448 (1993); Poljak et al.,
Structure 2:1121-1123 (1994)). KoHcTaHTHBII TOMEH HMMYHOTJIOOYJIMHA OTHOCHTCSI K KOHCTAHTHOMY JOMEHY
TSOKETIOW WM JICTKOW Iend. AMUHOKHCIIOTHBIC MOCIICAOBATEIFHOCTH KOHCTAHTHBIX TOMEHOB TSXKCIIOW LEHH H
JIETKOH 11emy yenoBedeckoro IgG n3BecTHBI B JaHHOM 00J1acTH M pacKphIThl B Tabu. 2 marenra CILIA 7,915,388,
TMIOJTHOE COZIEpKaHUE KOTOPOTO BKIIIOUYEHO B HACTOSIIEE H300pETEHHE ITOCPECTBOM OTCBHUIKH.

KpoMe TOro, aHTUTENO WM €r0 aHTHI'CHCBS3BIBAIOMIMN (PparMEeHT MOTYT OBITh YacThIO OoJiee KPYITHBIX
MOJICKYJT UMMYHOAIre3ud, 00Pa30BaHHBIX MPH KOBAJCHTHOM MM HEKOBAJCHTHOM CBS3BIBAHUH aHTUTENA WA
YacTH aHTHUTENA C OJHUM WM OoJyiee APYyrUMH OeIKaMH WiIH HentuaaMu. [IpumMepsl Takux MOJIEKYJT HMMYHOAI-
Te3UH BKJIIOYAIOT IPUMEHEHNE KOPOBOW 00JaCTH CTPENTaBHAMHA IS ITOTyUEHHS TETPaMepHOil MOJeKybl sScFv
(Kipriyanov et al., Human Antibodies and Hybridomas 6:93-101 (1995)) u npumeHeHHe ocTaTKa IHUCTEHHA,
MapkepHoro nentuaa u C-KOHIIEBOI HOMUTUCTHAMHOBON METKH IS TIOTyYeHHs] ONBaJICHTHBIX  OMOTHHIIIHPO-
BaHHBIX MoJiekyn scFv (Kipriyanov et al., Mol. Immunol. 31:1047-1058 (1994)). YacTtu anturen, Takue kak Fab
n F(ab'), dbparmMeHTs, MOTYT OBITH TIOJYUYEHBI U3 TIOJHBIX AHTHTEN ¢ MPUMEHEHUEM CTaHIAPTHBIX METOJNIOB, Ta-
KAX KaK pacIlCIUICHUE TallanHOM HJIM TETICHHOM, COOTBETCTBCHHO, MOJHBIX aHTHUTEN. bolee Toro, aHTHTENA,
YaCcTH aHTUTEN U MOJICKYJIBl IMMYHOQATE3UH MOTYT OBITh TIOJTYYCHBI C IPUMEHCHHUEM CTAHAAPTHBIX TEXHOJIOTHIMA
pexomOunanTHBIX JTHK, Kak onrcaHo B HACTOSIIIEM H300PCTCHUU.

"BriesieHHOE aHTUTENO" TPU MCIOJIh30BAHUU B HACTOSIICM M300PETCHUU JTOKHO OTHOCUTHCS K aHTHUTE-
7y, KOTOPOE MO CYIIECTBY HE COACPIKUT MPYTHUX aHTHUTEN, OONaIaroNuX APYTUMH aHTHTCHHBIMH CHCIA(UIHO-
CTAMH (HanpuMep, BBIICIEHHOE aHTUTENO0, KOTopoe crenuduuno cBs3biBaeT [L-13, o cymiecTBy He COIEPIKUT
aHTHUTEI, KOTOPhIE CHEIM(PUIHO CBA3BIBAIOT APyrue aHTUreHbl kpome 1L-13). BrigeneHHoe aHTHUTENO, KOTOPOE
criermuuaHo cBs3bIBaeT IL-13, MoxkeT 00amaTh, TeM HE MEHeEe, IEPEKPECTHOM PEaKTHBHOCTHIO B OTHOIICHHUH
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JPYTUX aHTUTCHOB, TaKWX Kak MoJyieKynbl 1L-13 m3 mpyrux Ouonmorudeckux BUIOB. Kpome TOro, BBIICICHHOE
AHTHTEJIO MOXKET 10 CYIECTBY HE COJIEPKATh APYrOW KICTOUHBIH MaTEpPHUA U/WIA XUMUIECKUE COCTUHCHHUS.

TepmuH "denoBedeckoe aHTUTENO" MPHU HCIIOJB30BAHUHM B HACTOAIIEM H300PETCHHH JOJDKEH BKIIIOYATH
aHTHTENa, BapuabenbHbIe W KOHCTAHTHBIE OONACTH KOTOPHIX MOJYYEHBI U3 MOCIEI0BATEILHOCTEH MMMYHOTIIO-
OyMHOB 3apOJBIIICBON JIMHUM YelloBeKa. YerIoBeduecKkrne aHTHTeNla COTJIACHO HACTOSIIEMY OIHMCAHHWI0 MOTYT
BKIIIOYAaTh aMHUHOKHCJIOTHBIE OCTATKH, HE KOIWUPYEMBIE MOCIEIOBATEIBHOCTAMIA NMMYHOTJIOOYIHMHOB 3apOJIbI-
IIEBOI JINHUM YeJIOBeKa (HaIIpuMep, MyTalllH, BBEJACHHBIE C TTOMOIIBIO CITYy9aifHOTO WM CalT-CIEH(PUIECKOro
MyTareHes3a in vitro WM B pe3yJIbTaTe COMaTHYECKOM MyTaluu in vivo), Hanpumep, B CDR-o6macTsx, B 4acTHO-
ctu B CDR3. Bnpouem, TepMuH "desioBe4ecKoe aHTHTENO" TP UCIIOJIb30BaHUU B HACTOSIIEM M300pETCHUH HE
JIOJDKEH BKIIOYATh aHTHTENa, B KOTOpsix CDR-mOCIIen0BAaTEIFHOCTH, MOJNYYCHHBIC W3 3apOJBINICBON JTMHUH
MJIEKOITHTAIOMIECTO JIPYTOTro BUIA, TAKOTO KaK MBIIIb, OBLIH TICPEBUTHI Ha YEJIOBEYCCKHUE KapKacHBIC MOCIICIOBA-
TEJNBHOCTH.

TepMuH "pekOMOMHAHTHOE YEIIOBEYCCKOE AHTUTENO" MPU HCIOJIH30BAHUU B HACTOSIIEM H300pETCHHH
JIOJDKEH BKITIOYATh BCE YECIMOBEUCCKUE aHTUTENA, KOTOPHIC MOTYYSHBI, IKCIIPECCHPOBAHBI, CO3IaHbI MM BBIICIIC-
HBI PEKOMOWHAHTHBIMH CIIOCOOaMM, TaKHe KaK aHTHTENa, YKCIPECCHPOBAaHHBIC C IIPHUMEHEHHEM PEKOMOWHAHT-
HOTO BEKTOpa JKCIPECCUU, TPAHCPHUIIMPOBAHHOTO B KIETKY-X03snWHa (omucaHHOro Takxke B mareHte CIIA
7,915,388, conmepkaHue KOTOPOTO BKJIFOUECHO B HACTOSIIECE OMMMCAHUE IMOCPEICTBOM OTCHUIKH), aHTHTENA, BbIIE-
JICHHBIE W3 PEKOMOMHAHTHON KOMOMHAaTOpHOW OmOnmoTekn uenoBedeckux antuten (Hoogenboom et al., TIB
Tech. 15:62-70 (1994); Azzazy et al., Clin. Biochem. 35:425-445 (2002); Gavilondo et al., BioTechniques
29:128-145 (2002); Hoogenboom et al., Immunology Today 21:371-378 (2000)), aHTHTENa, BHICICHHBIC Y JKH-
BOTHOTO (HANpPUMEp, MBIIIN), KOTOPOE SBISCTCS TPAHCTCHHBIM IO T€HAM WMMYHOTJIOOYIMHOB YelOBeKa (CM.,
Harpumep, Taylor et al., Nucl. Acids Res. 20:6287-6295 (1992); Kellermann et al., Current Opinion in Biotech-
nology 13:593-597 (2002); Little et al., Immunology Today 21:364-370 (2002)), wiu aHTUTENA, MOTYyYCHHEIC,
IKCIPECCUPOBAHBIC, CO3/IaHHBIC WU BBIJICICHHBIC JIIOOBIMU JAPYTHMH CIOCOOAMH, KOTOPBIC BKIFOYAIOT COCIH-
HCHHEC YCJIOBEYCCKUX MOCIICOBATCIFHOCTEH TCHOB MMMYHOTJIOOYJIMHOB C JIPYTHMH IOCICIOBATCIBHOCTSIMU
JHK. Takue pexkoMOWHAHTHBIE YEIOBEUECKHE aHTUTENIA UMEIOT BapuabenbHble M KOHCTAHTHBIE 00JIACTH, TIOJTY-
YeHHBIE U3 TIOCJIEAOBATEIFHOCTEH MMMYHOTTIOOYIMHOB 3apO/ABIIICBON JIMHIH YeJIOBeKa. B HEKOTOPHIX BapuaH-
TaX OCYIIECTBIICHHUS, TeM HE MEHee, TaKue peKOMOMHAHTHBIC YeJIOBEYECKHUE aHTHUTEINA IOABEPTHYTH MyTareHe3y
in vitro (WM, B TOM cITy4ae, KOr/ia MCIIOJIb3YeTCs KHUBOTHOE, TPAHCTCHHOE 10 YEJIOBEYECKHUM MOCIEI0BATEIEHO-
cTsM Ig, coMaTuaeckoMy MyTareHe3y in vivo), ¥, TaKUM 00pa3oM, aMUHOKHCIIOTHEIE TTocienoBarensHoctTn VH n
VL obnacreii pekOMOWHAHTHBIX aHTHUTEN SBISIOTCS MOCIEAOBATEIHHOCTIMH, KOTOPBIE, XOTS M TOIyYeHBI U3 H
SIBIISTIOTCSI POJICTBCHHBIMHU C YEIIOBEUCCKUMH MOcIiefoBaTeabHOCTIMA VH 1 VL 3apobIeBoi JIMHUU, MOTYT HE
CYIIECTBOBATh B MPHUPOJIC B PEIEPTyape aHTUTEN 3apOABIIIEBOM JTMHUM YelIOBEeKa in vivo. B ogHOM BapuaHTe
OCYILICCTBIICHHS MPEIIOKCHBI MOTHOCTHIO YETIOBEUCCKHE aHTUTENA, CIIOCOOHBIC CBS3BIBATH ueioBeuecKuil 1L-
13, KOTOpBIC MOTYT OBITH MMOJTyYCHBI C IPUMECHEHHUEM CIIOCOOOB, M3BECTHBIX B YPOBHE TCXHUKHU, TAKUX Kak, 0e3
OTpaHUYCHUS, UCTIONB30BaHKEe (haroBbeIx OMOIMOTEK Ig YenmoBeka, TakKUX Kak pacKphIThie B Jermutus et al., my0-
mukarma PCT WO 2005/007699 A2.

TepmuH "XUMepHOE aHTHUTENO" OTHOCHUTCS K aHTHTEJIaM, KOTOPbIC BKJIIOYAIOT ITOCIICOBATEILHOCTH Ba-
pradensHONW 00JTaCTH TSDKEION M JIETKOW Lemd W3 OTHOTO OMOJIOTHYECKOTO BHIA W IOCIEIOBATEIHHOCTH KOH-
CTaHTHOH 00JIACTH U3 APYroro OMOJIOTHIECKOTO BH/A, TAKHE KaK aHTHTENA, MMEIOIIIE MBIIITIHBIC BapHaOeIbHbIe
001acTH TSDKENOH | JIETKOH IIeTH, COeANHEHHBIE C YeIOBEYECKUMHI KOHCTAaHTHRIMU 001acTsaMu. COCOOHI MmoiTy-
YeHUS XMMEPHBIX aHTUTEI U3BECTHHI B JAHHOK 00J1aCTH M MOApOoOHO obcyxmatorcs B mpumepe 2.1. Cwm., Hanpu-
Mep, Morrison, Science 229:1202 (1985); Oi et al., BioTechniques 4:214 (1986); Gillies et al. (1989) J.
Immunol. Methods 125:191-202; marentsr CIIA 5,807,715; 4,816,567; u 4,816,397, KOTOpBIE MOJHOCTHIO
BKITIOYCHBI B HACTOSAIICE OMUCAHHE MOCPEACTBOM OTCHUIKH. Kpome Toro, "XMMepHbIe aHTHTENa" MOTYT OBITh
MOJYYCHBI C MMOMOIIBIO0 M3BECTHBIX B JJAHHOW o0yactu cmoco6oB. CM. mybnukanuu Morrison et al., 1984, Proc.
Natl. Acad. Sci. 81:851-855; Neuberger et al., 1984, Nature 312:604-608; Takeda et al., 1985, Nature 314:452-
454, KOTOpBIC MOTHOCTHIO BKIIFOUCHBI B HACTOSAIIIEE OMUCAHKUE TIOCPEICTBOM OTCHLIKH.

B onmHOM BapmaHTe OCYIIECTBICHUS XUMEPHBIC aHTHTENA JJIS IPUMEHEHHUS B KOMITO3HIHAX W/HIIN CIIOCO-
6ax corIacHO HACTOSIIEMY ONHMCAHHUIO MOydeHBI ITyTeM 3aMEHbI KOHCTAaHTHOM 00AacTH TSHKEION [ENH MBIIIH-
HBIX MOHOKJIOHAJILHBIX aHTHUTEJ MPOTHB YestoBedeckoro IL-13, omucaHHbIX B pasaene 1, KOHCTAHTHOW 00JacThiO
yenoseueckoro IgG1l. B onpexenenHoM BapuaHTE OCYIIECTBICHHUS XMMEPHOE aHTHTEIO COTJIACHO HACTOSIIEMY
OTIFICAaHMIO BKITIOUYAEeT BapuabenbHyo o0iacTh Tspkemnoi rernu (VH), BRIFOYAONyr0 aMIHOKHACIOTHYIO TTOCIIE0-
BarenpHOCTE SEQ ID NO: 34; SEQ ID NO: 3 6; SEQ ID NO: 41; SEQ ID NO: 42; wiu SEQ ID NO: 46, u Ba-
puadenbHy0 obsacTs Jerkod nenu (VL), BKIIOYarONIyl0o aMHHOKHCIOTHYIO nocienoBatensHocts SEQ ID NO:
35; SEQ ID NO: 37; SEQ ID NO: 40; SEQ ID NO: 43; unu SEQ ID NO: 47, packpeiteie B natente CIIIA
7,195,388. MoxeT UCIOJIb30BaThCS JTF00ass KOMOUHAIIMS BBIIIICYKa3aHHBIX mocienoarensHocteit VH u VL.

Tepmun "CDR-npuBuTO€ aHTUTENO" OTHOCUTCSA K aHTHTENIAM, KOTOPbIE BKIIOYAIOT MOCIEI0BATEILHOCTH
BapHaOEIbHON 00JIACTH TSDKEJION M JISTKOW IEH U3 OJJHOTO OMOJIOTHYECKOTO BHAA, HO B KOTOPOM IOCIEIOBA-
TenbHOCTH OfHOM miu Oosee CDR-o6nacreit VH w/mnu VL 3amenenst CDR-mocneioBaTeIbHOCTIMHA APYTOro
OMOJIOTHYECKOTO BHIa, TAKUM KaK aHTHTENa, MMEIOIIIE MBIIIHNHBIE BapraOeIpHbIe 00JIaCTH TSDKENIOH M JIeTKOH
IIeNH, B KOTOPBIX ojJHa miau Oojee MemHBIX CDR-o0macteit (Hanmpumep, CDR3) ObutM 3aMEHEHBI YelloBede-
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ckumu CDR-nocnenoBaTeIbHOCTSIMH.

TepMuH "ryMaHH3UPOBAHHOE AHTUTEIO" OTHOCHUTCS K aHTHUTEIAaM, KOTOPBIC BKIFOYAIOT MTOCIICI0BATECIBHO-
CTH BapHuaOeIbHON 00JaCTH TSHKEIIOHN U JIETKOW I U3 He OTHOCSIIETOCs K YeJIOBEKY BUAA (HAIPUMEp, MBIIIIH),
HO B KOTOPBIX, IT0 MEHBIIIEH Mepe, 4acTh nocneaoBatenbHocTH VH n/mnu VL Obla uaMeHneHa tak, 4ToObl OBITh
Oonee "momoOHON yenmoBedecKoi'", T.e. Ooyiee MOAOOHON BapHaOebHBIM MOCIIEI0BATEIHFHOCTAM 3apOBIIICBOM
TUHAN denoBeka. OMHIM U3 THIIOB T'yMaHH3UPOBaHHOTO aHTHTeNa sBsiercss CDR-mpuBHTOE aHTHTENO, B KOTO-
pom uenoBeueckne CDR-miocne0BaTeIbHOCTH BBEIEHBI B HeUeIoBeueckne mocienoBarensnoctd VH u VL s
3aMeHBl COOTBETCTBYIOIMHKX Hedenoeueckux CDR-mocnenoBaTensHocTel. B 0JHOM BapmaHTe OCYIIECTBICHHUS
MPEeJIIOKEHBI TYMaHU3UPOBAHHBIC aHTUTENA MTPOTHUB YesioBeueckoro 1L.-13 u aHTUreHCBsI3bIBatoHe ()ParMeHTHI.
Takue aHTUTENa OBUIM CO3aHBI MPH MOTYICHUH MBIIIHHBIX MOHOKJIOHAJIBHBIX aHTUTEN poTuB IL-13 ¢ mpume-
HCHHEM TPaTUIIMOHHON TEXHOJOTHH THOPUIOM, C TIOCIEAYIONICH r'yMaHU3auel ¢ IPUMCHEHUEM METOIOB I'CH-
HOHM MH)KEHEpHH in Vvitro, kak packpbiTo B Kasaian et al., myomuxamuu PCT WO 2005/123126 A2. Yenoseueckue
mocJe0BaTeNbHOCTH [g m3BecTHBI B ypoBHE TexHUKU. CM., Hanpumep, myonukamuio Kabat et al., Sequences of
Proteins of Immunological Interest, U.S. Dept. Health (1983), momHOCTEIO BKIIIOYEHHYIO B HACTOSIIIEE OTIMCAHNE
MOCPENICTBOM OTCBUIKH. TakuWe MMIIOPTHPOBAHHBIC MOCIETOBATEIHHOCTH MOTYT IPUMEHATHCS ISl CHIDKCHUS
MMMYHOTCHHOCTH WJIM YMEHBIICHUS, YBEIHMUCHHUS WM M3MCHEHUS CBS3BIBaHUS, apPUHHOCTH, CKOPOCTH acco-
[IUANNN, CKOPOCTH AUCCOLHAINH, aBUAHOCTH, CHCITU(DUIHOCTH, TIEPHO/Ia MOTYBBIBEICHHS HIIH JTIOOOTO APYroro
MOJIXOIAIIETO CBOWCTBA, KAK M3BECTHO B YPOBHE TEXHHKH.

KapkacHble OCTaTKu B 4eJIOBEYECKMX KapKaCHBIX 00JACTAX MOXHO 3aMEHHUTH COOTBETCTBYIOIIMM OCTaT-
koM u3 CDR moHOpHOTO aHTHTENA C LENbI0 M3MEHEHUS, TIPEATIOYTUTEIHHO YIIyUIIeHNUs, CBSI3bIBAHUI aHTUTCHA.
Takue 3aMCHBI B KapKacHOW 00JAaCTH OMPEICIAIOT C IOMOIIBIO CIIOCOOOB, U3BECTHBIX B JAHHOW 00NacTH, Ha-
npuMep, MpHU MojenupoBanuu B3aumoeicTBuii CDR U kapkacHBIX OCTaTKOB, YTOOBI ONPEACTUTH OCTATKH B
KapKacHOM 00JacTH, BasKHBIC JJIS CBSI3BIBAHUS aHTUTCHA, U CPABHCHHHU TOCJICOBATEILHOCTEH, YTOOBI ompee-
JUTHh HEOOBIYHBIC KApPKACHBIC OCTATKU B OMpEICIICHHBIX mojoxeHusx. CM., Hampumep, Queen et al., maTeHT
CIIIA 5,585,089; Riechmann et al., Nature 332:323 (1988), KOTOpbIC OTHOCTHIO BKJIFOUCHBI B HACTOSIIEE OIIH-
CaHMe TIOCPEICTBOM OTCBUIKH. TpeXxMepHbIe MOJENN NMMYHOTIIOOYIHHOB OOBIYHO JOCTYITHBI M M3BECTHBI CIIC-
[IUaIICTaM B JaHHOW o6yacTh. J0CTYITHBI KOMITBIOTEPHBIE MPOTPaMMBI, KOTOPBIE MIDTIOCTPHPYIOT B OTOOpaxa-
IOT BEPOSTHBIC TPeXMepHBIE KOHPOPMAIMOHHBIE CTPYKTYPHI BBIOPAHHBIX ITOCIEIOBATEIHHOCTEH KaHAMIATHBIX
UMMYHOTJIOOYyTHHOB. M3yueHne >THX M300paXeHHi TO3BOJIIET MPOBECTH aHAIU3 BEPOSTHON POJM OCTATKOB B
(hYHKIMK TIOCIIEOBATENFHOCTH KaHIAUAATHOTO UMMYHOTJIOOYIIMHA, T.€. aHAJU3 OCTaTKOB, KOTOpPbIC BIHSIOT Ha
CMOCOOHOCTh KaHAWIATHOTO UMMYHOTJIOOYJIMHA CBSA3BIBATH CBOW aHTUTeH. TakuMm oOpazoM, octaTku FR moryr
OBITh BBIOpAHBI U KOMOWHUPOBAHKI M3 KOHCEHCYCHBIX M HMITIOPTHPOBAHHBIX TIOCICIOBATEILHOCTEH TakKuM 00pa-
30M, 9TOOBI ObLIa JOCTHTHYTa TpeOyemasl XapaKTepHCTUKA aHTHTENa, Takas KakK yBelnwmdcHHas a(p@uHHOCTH B
OTHOIIICHUY aHTHI'CHA-MUIICHH (aHTHTeHOB-MumieHel). Kak mpasmino, octatku B CDR-00macTsx OKa3bIBAIOT
HETIOCPEACTBEHHOE U HanboJee CYIMICCTBEHHOS BIMSHUE HAa CBS3BIBAHWE aHTHICHA. AHTHTENA MOTYT OBITh Ty-
MaHH3UPOBAHBI MIPH HCIOJIH30BAHUU PA3ITHYHBIX CIIOCOOOB, M3BECTHHIX B YPOBHE TCXHUKH, TAKUX Kak, Oe3 orpa-
HUYeHUs, crocoObl, omucannbie B Jones et al., Nature 321:522 (1986); Verhoeyen et al., Science 239:1534
(1988)), Sims et al., J. Immunol. 151: 2296 (1993); Chothia and Lesk, J. Mol. Biol. 196:901 (1987), Carter et al.,
Proc. Natl. Acad. Sci. U.S.A. 89:4285 (1992); Presta et al., J. Immunol. 151:2623 (1993), Padlan, Molecular
Immunology 28(4/5):489-498 (1991); Studnicka et al., Protein Engineering 7(6):805-814 (1994), Roguska et al.,
PNAS 91:969-973 (1994); PCT publication WO 91/09967, PCT/: US98/16280, US96/18978, US91/09630,
US91/05939, US94/01234, GB89/01334, GB91/01134, GB92/01755; WO090/14443, W090/14424,
W090/14430, EP 229246, EP 592,106; EP 519,596, EP 239,400, matentst CIIIA 5,565,332, 5,723,323,
5,976,862, 5,824,514, 5,817,483, 5,814,476, 5,763,192, 5,723,323, 5,766886, 5,714,352, 6,204,023, 6,180,370,
5,693,762, 5,530,101, 5,585,089, 5,225,539; 4,816,567, kaxkablii U3 KOTOPBIX MOJHOCTHIO BKJIIOYEH B HACTOSIIICE
OIHCaHKE TIOCPECTBOM OTCBHUIKH, BKJIFOUAsk HCTOUHUKH, IUTHPYEMbIC B HHX.

Jpyrue TumBl OHONIMOTEK MOTYT COCTOATh M3 (DPArMEHTOB aHTUTEN M3 MCTOYHHKA TCHOB, KOTOPHIN HEsB-
HBIM 00pa30M CMEIIEH B CTOPOHY KIJIOHOB, KOTOPBIC CBSA3BIBAIOTCS C aHTUTCHOM. TakuM 00pa3oMm, OMOIHOTEKA
"HaWBHBIX aHTUTEN" WU "TIPUPOJHBIX aHTHUTEN" MOJYYAIOT U3 MPUPOIHBIX, HEUMMYHH3UPOBAHHBIX, TIEPECTPO-
eHHBIX V-TeHOB. bubOamoTekn "CHHTETHUECKHX aHTUTEN" KOHCTPYUPYIOT MOJHOCTHIO ¢ TIPUMEHEHHEM in Vitro
METOJIOB, BBOJISI 00JIACTH TTOJTHOM WIIH CIIeNHaIbHO MOI00paHHoM BeIpokaeHHOCTH B CDR-00MacTH 0HOTO HITH
6onee V-reHos.

"TTonycuaTeTnyeckne OMOTUOTEKHN" OOBEIMHSIIOT IPUPOTHOE M CHHTETHIECKOE pasHOOOpa3ne 1 9acTo Co-
3[IAI0TCSI C IENIBI0 YBEJIWYHUTEH MPHPOTHOE Pa3sHOOOpa3we ¢ COXpaHEHHEM HY)KHOTO YPOBHS (PYHKIIMOHAIBEHOTO
paszHooOpa3us. Takum 0Opa3oM, Takue OUOIUOTEKH MOTYT OBITh, HATIPUMEP, CO3[IAHBI ITyTEM MEPETACOBKHU MPHU-
ponubix CDR-o6macteii (Soderlind et al., Nat. Biotechnol. 18:852-856 (2000)), nnn koMOMHHpOBaHUS HEepe-
CTPOCHHBIX eCTeCTBEHHBIM 00pa3zoM CDR-mocnenoBaTeIbHOCTEH M3 YEIOBEUSCKUX B-KIleTOk ¢ pazHooOpa3meM
cuarernueckux CDR1 u CDR2 (Hoet et al., Nat. Biotechnol. 23:455-38 (2005)). Hacrosimmee onucanue 0XBaThi-
BaeT MPUMEHCHHE OWONMOTEK HAWBHBIX/TIPUPOIHBIX, CHHTCTUYCCKUX WM TOJYCHHTCTHUCCKUX AHTUTEN WM X
7M00y10 KOMOMHAIIHIO.

Tepmuns! "Hymepanus Kabara", "onpenenenns Kabara" u "o6o3Hauenne Kabara" B HaCTOSIIEM OMMCAHUN
HCIIONIB3YIOTCS TIONEPEMEHHO. DTH TEPMUHBI, KOTOPHIE U3BECTHHI B JAHHOM 00JIaCTH TEXHUKH, OTHOCATCS K CHC-
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TeMe HyMepalul aMHHOKHCIIOTHBIX OCTaTKOB, KOTOpBIE SIBISIOTCS Oojiee BapuaOenbHBIMH (T.€. THIEpBapHa-
OCITHHBIME), YeM PYTUE aMHHOKUCIIOTHBIC OCTATKH B BapHAOCIBHBIX 00ACTAX TSXKCIIOW M JICTKOH IeTell aHTH-
TeJla WM ero aHTHreHCBsA3bIBatomero gparmenta (Kabat et al. (1971) Ann. NY Acad, Sci. 190:382-391, u Ka-
bat, E. A, et al. (1991) Sequences of Proteins of Immunological Interest, Fifth Edition, U.S. Department of
Health and Human Services, NIH Publication No. 91-3242). B cny4ae BapnabenbHOM 00acTH TSHKEIOH Ieru
TUTIepBaprabebHBI yUaCTOK pacrojiaraeTcs B Tpefeax aMHHOKHCIOTHBIX TojokeHud 31-35 mma CDRI,
aMUHOKHUCJIOTHBIX TTosIockeHni 50-65 mis CDR2 m aMHHOKHCIOTHBIX monoxeHui 95-102 ms CDR3. B cnyuae
BapHaOeIbHON 00JIaCTH JIETKOM ey TUIepBapHadenbHBI YUaCTOK pacIojiaraeTcsa B Mpeaesiax aMHHOKHCIIOT-
HEBIX noJioxkeHuii 24-34 nius CDR1, aMuHOKUCTOTHEIX moJjoxKeHui 50-56 mus CDR2 n aMHHOKHCIOTHBIX IIOJIO-
sxkenuit 89-97 nnsa CDR3.

[Tpn ncronb30BaHUK B HACTOSILEM M300pETEHUN TEPMHHBI "aknenTop” M "akIenTopHOE aHTHTENO" OTHO-
CATCSL K aHTHTENy WM IMOCIEA0BATEIbHOCTH HYKJIEHHOBOM KHCIIOTHI, KOTOPHIE NPEIOCTABISIOT WM KOAUPYIOT
no menbiei mepe 80%, mo menbieit Mmepe 85%, no Mensiieit mepe 90%, o MeHbIIeH Mepe 95%, Mo MeHbILeH
Mepe 96%, no menbLIeit mepe 97%, o MenblIeit Mmepe 98%, no menbiIeit Mmepe 99% unm 100% amuHOKHCTOT-
HBIX TIOCJIEIOBATEIBPHOCTEH OHON WIIH OoJiee KapKacHBIX oOyiacTeil. B HEKOTOPHIX BapHaHTaX OCYIIECTBICHUS
TepMUH "aKIenTop" OTHOCUTCS K aMHUHOKHCIOTHOM MOCIEA0BATEIHLHOCTH HITH MTOCIICOBATEILHOCTH HYKIECHHO-
BOM KHCIIOTHI aHTHTEJNA, KOTOPAs MPEIOCTABISIET WM KOAUPYET KOHCTAaHTHYIO o0nacTh(n). B eme ogHoM Bapu-
aHTe OCYIIECTBICHHUS TEPMHUH "aKenTop" OTHOCHUTCS K aMHHOKHCIIOTHOM ITOCIIEIOBATEILHOCTH FITH TIOCTIEI0BA-
TENBHOCTH HYKJICHHOBOH KHCIIOTHI aHTHTENA, KOTOpasi MPEAOCTABISACT WIH KOAUPYET OJHY WM Oojee Kapkac-
HBIX OOJlacTelt W KOHCTaHTHYIO0 o0nacTb(W). B ompeneneHHOM BapuaHTe OCYIIECTBIICHUs TepMHUH "akmenTop"
OTHOCHTCS] K aMMHOKHCIJIOTHOH ITOCIIEIOBATEILHOCTH HIIH ITOCIIE0BATEIbHOCTH HYKICMHOBOM KHCIIOTHI YeloBe-
YEeCKOro aHTHTeNla, KOTOpas TMPEeJOoCTaBIsIeT WIM KOJUPYeT Mo MeHbiued Mmepe 80%, MpEeArnoYTHTENHHO, 110
MeHblIei mepe 85%, o menbieit Mepe 90%, o mensIiel Mepe 95%, no menbielt Mepe 98% unu 100% amu-
HOKHCIIOTHBIX ITOCJIEZIOBATEIbHOCTEH OJTHOM Wit OoJiee KapKacHBIX oOnacteill. B cooTBeTCTBUM € 3TUM BapHaH-
TOM OCYIIECTBIICHHUS aKIENTOP MOXET COAEPKATh 0 MEHBILECH Mepe 1, o MeHbIeH Mepe 2, 0 MEeHbIIeH Mepe
3, Mo MeHbIel Mepe 4, Mo MEeHbIIeH Mepe 5 WiTh 10 MeHbIe Mepe 10 aMHHOKHCIOTHBIX OCTaTKOB, KOTOPBIA HE
MPUCYTCTBYET B OJHOM WM 0OJee ONMpEeNeNeHHBIX MOJI0KEHUSIX YeTOBEYECKOT0 aHTHTENa. AKIENTOpHAas Kap-
KacHast 00JIaCTh W/MJIHM aKIENTOpHAsT KOHCTAHTHAS 00JIacTh(M) MOTYT OBITh, HAIIPUMED, MOJTyUEHbI U3 TeHA aHTH-
TeJa 3apOoJIBIIICBOM JTMHNH, 3PEJIOT0 TeHa aHTUTeNa, (YHKINOHAIBHOTO aHTHUTeNa (HalpuMep, aHTUTEN, U3BECT-
HBIX B YPOBHE TEXHHUKH, aHTHTE, HAXOIIIINXCA B TIpoIiecce pa3padOTKU, MM aHTHUTEN, JOCTYIIHBIX B TIPOJAXKeE).

[Ipu ucnonp3oBaHWK B HacTosmeM n3o0peTreHUH TepMuH "CDR" OTHOCHTCS K ONpeAessIonie KoMIuIe-
MEHTapHOCTh 00JIACTH B BapHaOebHBIX MTOCIIEA0BATEIFHOCTAX aHTHTE. B Ka10i U3 BapHaOeIbHBIX 00IacTer
TSDKEJION 1eTn | Jierkoil nemnu cymectByer Tpu CDR-ob6nacty, koropsie o6o3nauenst CDR1, CDR2 n CDR3,
JUISL Kol 13 BapuadenbHbIX obnacteil. Tepmun "Habop CDR" npu mcnonbs3oBaHUM B HACTOSIIEM H300peTe-
HHUH OTHOCHUTCS K rpymnme u3 Tpex CDR-obxacTell, KoTopble IPUCYTCTBYIOT B OJHOM BapHaOeibHOW o0nacTy,
CIIOCOOHOH CBsI3bIBaTh aHTUreH. Tounble rpanunsl 3Tux CDR-o0macteit 6bu1n onpeaeeHs! No-pa3sHoMy corJac-
HO pa3nu4HbIM cucteMaM. CucreMa, onricanHas Kabatom (Kabat et al., Sequences of Proteins of Immunological
Interest (National Institutes of Health, Bethesda, Md. (1987) u (1991)) He TOJIEKO MPEAOCTABISIET OJHOZHAYHYO
CHCTEMy HyMEpaIlil OCTATKOB, IPUMEHHMYIO K JII000# BapraOeIbHOH 00JacT aHTUTENa, HO TaKKe MPUBOIHUT
TOYHBIE TPaHHIIBI OCTATKOB, omnpenenstomue 3T Tpu CDR-o6mactu. 3tn CDR-06macti MOTyT OBITH YKa3aHBI
kak CDR-ob6mactu Kabarta. Yotna u komtern (Chothia & Lesk, J. Mol. Biol. 196:901-917 (1987) u Chothia et
al., Nature 342:877-883 (1989)) obHapyxuiu, uto HeKoTOphle cyodparmenTsl B CDR-ob6mactsx Kabarta nmpuan-
MaroT MOYTH MACHTHYHbIE KOH(OpMauK MEeTNTHIHOTO CKeJleTa, HECMOTpsI Ha OOJbIIoe pasHOOOpa3ye Ha ypoBHE
AMHMHOKHCIIOTHOH TTOCIIeIOBAaTEIBHOCTH. JTH cyOdparMeHTh Obutn 0003Hauensl kak L1, L2 u L3 nmm H1, H2 u
H3, rme "L" n "H" obo3Ha4aoT 00iacTu JIETKOW ENH M TSDKEJIOW IENH, COOTBETCTBEHHO. JTH 00JIaCTH MOTYT
ObITh ykazanbl kak CDR-oGmactm Yorma, KOTOpblE MMEIOT TpaHHIBL, KOTOpble mepekpbiBaiorcst ¢ CDR-
obmactsamu Kabara. Jpyrue rpanunel, onpenenstoniie CDR-o6mactu, nepekpsiBatomuecs ¢ CDR-o6mactaMu
Ka6ara, 0butn onucansl [Tamranom (Padlan et al., FASEB J. 9:133-139 (1995)) u Makkammymom (MacCallum et
al., J Mol Biol 262(5): 732-45 (1996)). Apyrue onpexneneuust rpaauiy CDR MoryT He coBnaaath ¢ Kakor-mudo
13 BBINIEYKa3aHHBIX CHCTEM, HO, TEM He MeHee, OyayT mepekpboiBaTthesi ¢ CDR-o0mactsamu Kabata, XoTs oHH
MOTYT OBITH YKOPOUYEHBI WM YAJUHEHBI C YYE€TOM TPEACKAa3aHWH WM HKCICPUMEHTANbHBIX TaHHBIX, Kacaio-
MIUXCSI TOTO, YTO HEKOTOPHIE OCTAaTKH WM TPYIIIBI OCTATKOB, MM Jake mensie CDR-o6macTn He OKa3bIBalOT
CYIIECTBEHHOTO BIMSHUS Ha CBA3BIBAHHE aHTHIeHA. lcmonb3yemple B HACTOAIIEM JOKYMEHTE CHOCOOBI MOTYT
ucnonb3oBath CDR-00macty, onpeneneHHble B COOTBETCTBUH C JIIO0OH M3 ATHX CHUCTEM, XOTS B MPEINOYTH-
TENBHBIX BApHAHTaX OCYIIECTBICHHs Hcnoib3ytoTcss CDR-o0nactu, onpenenennsie Kabarom mmm Yorua.

[Tpn ucnone30BaHUM B HACTOSIIEM N300pETEHUH TEPMHH "KaHOHMYECKUI" OCTaTOK OTHOCHUTCS K OCTaTKy B
CDR wim kapkacHOW 00JacTH, KOTOPBIH OMpeneisieT KOHKPETHYI0 KaHOHHYecKyto cTpyktypy CDR, ompene-
nennyro Yotua ¢ coaBt. (Chothia et al., J. Mol. Biol. 196:901-907 (1987); Chothia et al., J. Mol. Biol. 227:799
(1992)), BKiIIOYEHBI B HACTOsIIEE ONMCAHUE TTOCPENCTBOM OTChUTKH). CortacHo YoTna ¢ COaBT., Ba)KHBIC YaCTH
CDR-o0acTelt MHOTUX aHTHTENI UMEIOT ITOYTH WACHTHYHBIE KOH(pOpManny NENTHIHOTO CKeJeTa, HECMOTPS Ha
Gonpmioe pa3HOOOpa3ue Ha ypOBHE aMHHOKHCIIOTHOW HOcienoBaTensHOCTH. Kaxias kaHOHHYecKas CTpyKTypa
OTIpeNieNsIeT, MPEeXKIe BCero, Habop YIIIOB BpalleHHs NENTHAHOTO CKEJIeTa UL CMEKHOTO CETMEHTa aMHHOKHC-
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JIOTHBIX OCTATKOB, (DOPMUPYIOIIUX METITIO.

[Tpn ncrons30BaHNM B HACTOSIIEM M300pETEHUU TEPMUHBI "MOHOP" M "IOHOPHOE aHTHTENIO" OTHOCSTCS K
aHTHUTEIy, TpeaocTapisiomemMy ogay min 6osiee CDR-obmacteid. B mpenmodTuTeTbHOM BapHUaHTe OCYIIECTBIIS-
HUS JOHOPHOE aHTHUTENO SBJSACTCS aHTUTEIIOM M3 OMOJIOTHYECKOTO BHIA, OTIIMYHOTO OT aHTHUTENA, U3 KOTOPOTO
MOJTy4eHbI KapKacHbIe 001acTH. B KOHTEKCTE TyMaHU3UPOBAHHOTO aHTHUTENA TEPMHH "TOHOPHOE aHTUTENO" OT-
HOCHTCS K HEUEJIOBEUECKOMY aHTHTENY, peocTaBistonemMy oany wim 6oiee CDR-o0macTei.

[Tpu ucnoap30BaHUM B HACTOSIIEM M300pEeTEHNH TEPMHUH "Kapkac" Win "KapkacHas MoCle0BaTeIbHOCTE"
OTHOCSITCS K OCTaBIIUMCS ITOCJICIOBATEILHOCTAM BapuadenpHON obyactu npu uckmodennn CDR-o6mactei.
Iockonbky TouHoe ompeaencarne CDR-mocneoBaTeIbHOCTH MOKET OBITH BBITIOJHEHO C MIOMOIIBIO Pa3HBIX CH-
CTeM, 3HAYCHUC KapKAaCHOHN IOCICIOBATEIHHOCTH MOJBEPTacTCs COOTBETCTBCHHO Pa3HBIM HHTECPIIPETAIIHSIM.
ects CDR-o6macteit (CDR-L1, CDR-L2 u CDR-L3 nerkoii nemu u H1 CDR, H2 CDR u CDR-H3 Tsxenoit
LETH) TAKXKe JIENAT KapKacHbIe 00JacTH Ha JITKOU IIeTH M TsHKENoW Iienu Ha 4ethipe cyoobmactu (FR1, FR2,
FR3 u FR4) na xaxnoit uenu, B kotopoit CDR1 nomemena mexay FR1 u FR2, CDR2 - mexny FR2 u FR3, u
CDR3 - mexny FR3 u FR4. be3 onpenenenns konkperHsix cyootmnacreii kak FR1, FR2, FR3 nnmm FR4, kapkac-
Has 00JIacTh, KaK yKa3aHO JAPYTHMH, TIPEACTABIAET co0o0i 0O0heauHeHHy0 FR B BapnabenbpHO# 001acTi oqHON
MU TPUPOTHOTO UMMYHOTI00yHA. [Ipn ncmonk30BaHNM B HacTosmeM onucanuu FR mpencrasmsier coboi
OJIHY W3 4eThIpex cyOobmacteid, m FR-obmacTu npeacraBistor co0oii aBe WM Ooliee U3 4eThIpeX cyOoOIacTei,
COCTaBIISTIONINX KapKaCHYIO 00JIacTh.

UenoBedyeckne aKIENTOPHBIEC ITOCIEIOBATEIHHOCTH TSDKEION IIETH W JISTKOW ILENH HM3BECTHBI B YPOBHE
TEXHUKH. B OIHOM BapmaHTe OCYIIECTBICHHS COTJIACHO HACTOAIIEMY ONHCAHHIO YEIOBEYECKHE aKIENTOPHEIC
MOCJIEIOBATEIEHOCTH TSKEIION IIEMHU U JICTKOH I[eNH BBIOPAHBI M3 MOCICIOBATEIEHOCTEH, ONMMCAHHBIX B Ta0M. 3
u Tabn. 4, packpeiteix B matenre CIHA 7,915,388, comep:kaHue KOTOPOTO BKIIOYCHO B HACTOSIICE OMUCAHUE
MOCPEJICTBOM OTCHLIKH.

[Ipu mcHoONB30BaHUM B HACTOAIIEM H300pETCHHHM TEPMHUH '"TCH aHTHUTENA 3apOMBIIICBOW JIHHUU' WIH
"(pparMeHT TeHa" OTHOCHTCS K MOCIIEIOBATEIEHOCTH HMMYHOTIIOOYIIMHA, KOAUPYEMON HETMM(OUIHBIMU KIICT-
KaMH, KOTOpbIe HE IMOJBEPIIIHCH IPOLECCY CO3PEBAHMSA, KOTOPHIH NMPHUBOAWT K T€HETHYECKOH MEPecTpoiike u
MYTAIMH JJIsI 9KCTIPECCHU KOHKPETHOTO UMMYHOII00ymiHa. CM., HarpuMmep, Shapiro et al., Crit. Rev. Immunol.
22(3): 183-200 (2002); Marchalonis et al., Adv Exp Med. Biol. 484:13-30 (2001). OnHO M3 NpeuMyIIecTB, Ipe-
JOCTAaBIIIEMBIX PAa3IMYHBIMH BapHAHTAMH OCYIIECTBICHHUS COTJACHO HACTOSIIEMY ONHMCAaHUIO, OOYCIIOBICHO
TEM, YTO T€HBI aHTHTENA 3apPOBIIICBOI TUHUK ¢ OoJiee BRICOKOW BEPOSTHOCTHIO, YEM 3peIllble TeHbI aHTHUTENA,
OyAyT COXpaHATH CYIIECTBEHHYIO OCOOCHHOCTH CTPYKTYP aMHHOKHCIIOTHBIX MOCJIEIOBAaTEIbHOCTEH, XapakTep-
HBIX JUIS TIPEJCTaBUTENICH OMpPEICICHHOTO BHU/A, U, CICOBATEILHO, C MCHBIICH BEPOSTHOCTBIO OYAYT ompese-
JICHBI M3 YYXEPOTHOTO MCTOYHHUKA MPH TEPANICBTHYCCKOM MIPUMCHEHUH Y TAHHOTO BHJIA.

[pu ucrob30BaHUM B HACTOSIIEM H300PETCHHU TEpMHUHA "KITFOUYECBBIC" OCTATKA OTHOCHTCS K OIPEIICIICH-
HBIM OCTaTKaM B BapHaOebHOW 00aCTH, KOTOPHIC OKA3bIBAIOT OOJIBIICE BIUSHIE HA CIICIU(QUIHOCTD CBSI3bIBA-
HUS Wi aPUHHOCTH aHTHUTENA, B OCOOCHHOCTH TYMaHU3UPOBAHHOTO aHTHTeNa. KITFoueBo# 0CTaToK BKITIOYA-
eT, 0e3 orpaHWYCHUS, OJHO WM OOJiee CIICAYIOIIETO: OCTaTOK, cMexHBIH ¢ CDR-001acThI0, MOTEHIIUATBHBIN
CalT MIMKO3WINPOBaHUS (MOXKET ObITh caliToM N- min O-TIHKO3WIMPOBAHMS), PEIKUNA OCTATOK, OCTATOK, CIIO-
COOHBIN K B3aUMOJEHCTBHIO C aHTUI'€HOM, OCTAaTOK, CIIOCOOHBIN K B3anMonaeiicteuio ¢ CDR-06macThi0, KaHOHU-
YeCKHUU OCTATOK, OCTATOK KOHTAKTa MEXy BapHaOeIbHON 00JaCThIO TSXKENIOH el U BapruabeIbHO 00JIacThIO
JIETKOH IenH, oCTaTOK B 30HE BepHbe M OCTaTOK B 007acTH, KOTOpas MEPEKPHIBACTCS MEXIY OIpeeieHueM
CDRI1 BapuabenpHOI oOiacTu TspKenoi 1enu YoThna W ompesesieHueM MepBOM KapKacHON 00JIACTH TsDKEION
nernu Kabara.

[pu wcronp30BaHUM B HACTOSIINEM M300PETCHUHM TCPMUH "TYMaHU3UPOBAHHOE AaHTUTEINIO" SIBISICTCS aHTH-
TEJIOM WJIM €TO BApUAHTOM, MPOU3BOTHBIM, aHAJIOTOM HJIH (PparMeHTOM, KOTOPHIH HMMYHOCTICIU(UIHO CBSI3bI-
BaeTCs C MPEACTABIISIFONIAM WHTEPEC aHTUTCHOM M KOTOPHIH BKIOUaeT kKapkacHyr (FR) obmacts, o cymiecTBy
HUMCIOIIYF0 aMHHOKHCIIOTHYIO TOCIICAOBATCIFHOCTh YEIOBEYECKOTO aHTUTENA, M OMPEICIAIONIYI0 KOMILICMCH-
tapHOCTh 00acTh (CDR), 1o CcyIecTBY MMEIONIYI0 aMHHOKHCIOTHYIO TOCIIEIOBATEIIFHOCTh HEUCIIOBEUECKOTO
anTuTena. [Ipu WCmonb30BaHNK B HACTOSAIIEM H300pETEeHHH TepMUH "To cymecTBy", npumeHutensHo K CDR,
otHOCUTCS kK CDR-00macTi, nMerolieli aMMHOKHCIIOTHYIO TTOCIIeI0OBATEIbHOCTD, KOTOpas 10 MEHBIIEH Mepe Ha
80%, mpeArmoYTHTENFHO IO MEHbIIeH Mepe Ha 85%, mo MeHbIelt Mepe Ha 90%, mo MeHbIIeH Mepe Ha 95%, mo
MeHbIIeH Mepe Ha 96%, mo MeHbel mepe Ha 97%, mo MeHbmeld Mepe Ha 98% wmmu o MeHbIei Mepe Ha 99%
WICHTHYHA aMUHOKHCIOTHOH mocnenoBaTensHocTH CDR HedemoBeueckoro aHTuTeNa. I'yMaHW3NpOBaHHOE aH-
TUTEJIO BKJIOYAET IO CYIIECTBY BCE M3 IO MEHBIIEH Mepe OJHOW, W, KaK MPaBHIIO, IBYX, BAPHAOEIBHBIX JOMe-
HoB (Fab, Fab', F(ab"),, FabC, Fv), B koTopsix Bce wmu mo cymectBy Bce CDR-o0mactu cootBerctByror CDR-
00JTacTsAM M3 HEYEIOBEYECKOTO UMMYHOTTIOOYTHHA (T.€. JOHOPHOTO aHTHUTENA), H BCE WU 110 CYIIECTBY BCE Kap-
KacHbIC OO0JIACTH SBIIIIOTCS KapKaCHBIMH O0JACTAMHU M3 KOHCEHCYCHOW MOCJEIOBATEILHOCTH YEJIOBEYCCKOTO
uMMyHOTII0OymuHA. [IpennoYTHTENbHO, TYMaHU3UPOBAaHHOEC AHTUTENIO TAKXKE BKIIOYAET, MO MEHBIICH Mepe,
4acTh KOHCTAHTHOH oOyacTu mMMyHOrinoOynmuHa (Fc), kak mpaBuiio, U3 4eI0BEYeCKOro UMMYHOTIoOyniuHa. B
HEKOTOPBIX BapHUAHTAX OCYIICCTBICHUS T'YMaHHU3UPOBAHHOE AHTHTENIO COICPIKHUT KaK JICTKYIO IIEIb, TaK U, IO
MEHBIIIeH Mepe, BapuabenbHBI TOMEH TSDKENOW menu. AHTHTENO Takke MoxkeT BKaodaTh CH1, mmapHupHYIO
obnacts, CH2, CH3 u CH4 obsiactu TspKenoi nienu. B HEKOTOPBIX BapraHTaX OCYIIESCTBICHUS TYMaHU3UPOBAH-
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HOE aHTUTEINIO COJACPKUT TOJIHKO TYMAaHU3UPOBAHHYIO JICTKYIO IIeNb. B HEKOTOPHIX BapHaHTaX OCYIICCTBICHUS
TYMaHU3UPOBAHHOE aHTHUTENIO COACPIKUT TOJNBKO TYMAHH3UPOBAHHYIO TSKEIYIO LIenb. B onpeieIcHHBIX BapuaH-
TaxX OCYIIECTBIICHHS I'yMaHH3UPOBAHHOE AaHTUTENIO COJACPIKHUT TOJBKO I'YMaHH3HPOBAHHBIA BapHaOCIbHBIA 10-
MEH JIETKO LENH W/WIHA TYMaHU3UPOBAHHYIO TSDKEIYIO IIETIb.

I'yMaHU3MpOBaHHOE AaHTUTENO MOXET OBITh BHIOpaHO M3 JIFOOOTO Kilacca MMMYHOTJIOOYIMHOB, BKIIFOUAIO-
mero IgM, IgG, IgD, IgA u IgE, n u3 mo6oro u3otuma, BKIoJammero, 6e3 orpanndenus, I1gGl, I1gG2, 1gG3 u
IgG4. 'ymaHM3UPOBAaHHOE AHTUTENIO MOXKET BKJIIOUUTH ITOCIIEAOBATEIHLHOCTH OOJBINE Ye€M OJHOTO Kiacca WIIN
M30THIA, ¥ KOHKPETHBIE KOHCTAHTHBIC TOMEHBI MOTYT OBITh BHIOpaHBI JJISI ONMTHMH3AINHN TpeOyeMbIX 3 dek-
TOPHBIX (QYHKIHIA C MPUMEHEHUEM CIIOCOOOB, U3BECTHBIX B YPOBHE TCXHUKH.

Kapxkacubsie 1 CDR-001macTt r'yMaHH3HUPOBAHHOTO aHTHUTENA HE JOJDKHBI 0053aTEIEHO TOYHO COOTBETCTBO-
BaTh UCXOJHBIM TOCIICAOBATEILHOCTIM, HanpuMep, CDR TOHOpHOTO aHTUTENAa WM KOHCEHCYCHBIN KapKac Mo-
TyT OBITH MOJABEPTHYTHI MYTAIlH C 3aMEHOW, BCTABKOM W/WIIK JIENeNUeH Mo MEHBIICH Mepe OJHOTO aMHHOKHUC-
JIOTHOTO OCTaTKa, 9To0bl ocTaTok B CDR wmnm kapkacHO# 00acTé B JAaHHOM caiiTe He COOTBETCTBOBAJ JOHOP-
HOMY aHTHUTEY WM KOHCCHCYCHOMY Kapkacy. B mpennoYTHTeIbHOM BapHaHTE OCYIIIECTBICHUS TaAKHE MYTAIlHH,
TeM He MeHee, He OymyT macmTabHeiMUA. OOBIYHO 1O MeHbIIeH Mepe §0%, IpeAnodTHTENHHO IO MEHbBIIEH Mepe
85%, Oonee mpenmoyTHTENEHO 10 MeHbIIeH Mepe 90% n HanboIee MPEAIOYTUTENRHO 1T0 MeHbINeiH Mepe 95%
OCTaTKOB TYMaHHM3MPOBAHHOT'O aHTUTENA OYIyT COOTBETCTBOBATH OCTATKAM B MCXOMHBIX ITOCIICIOBATEIHHOCTSIX
FR u CDR. Ilpy ucrnons30BaHUU B HACTOSIIEM H300pETEHWH TEPMHUH "KOHCEHCYCHBIN Kapkac" OTHOCHTCS K
KapKacHOM 00IacTH B KOHCEHCYCHOH MOCJIEOBATEIEHOCTH HMMYHOTIIOOyInHa. [Ipy HCTIOIp30BaHUH B HACTOS-
meM M300peTeHNH TePMUH "KOHCEHCYCHAs MOCIE0BATEILHOCTh UMMYHOTTIOOYIIMHA" OTHOCHUTCS K TTOCIIEA0Ba-
TENBHOCTH, C(OPMHUPOBAHHOW M3 HAMOOJIEE YacTO MPUCYTCTBYIOUIMX aMHUHOKHCIOT (MM HYKJICOTHUIOB) B Ce-
MEWCTBE POJICTBEHHBIX ITOCIIEI0BATEIBHOCTEH UMMYHOTIIOOYIMHOB (cM., Harpumep, Winnaker, From Genes to
Clones (Verlagsgesellschaft, Weinheim, Germany 1987). B cemelicTBe IMMYHOTIIOOYIHHOB KaXK0€ MOJIOKCHUE
B KOHCEHCYCHOU TIOCJICJIOBATCIIFHOCTH 3aHMMACT aMUHOKHCIIOTA, HanOoJIee YacTo MPUCYTCTBYIOMAS B TAHHOM
MOJIOXKCHUU B ceMelcTBe. Eciu IBe aMHHOKHCIOTHI IPUCYTCTBYIOT OJMHAKOBO YacTO, B KOHCEHCYCHYIO TIOCIIe-
JIOBAaTEIIFHOCTh MOXKET OBITh BKIIFOUEHA JIF00ast U3 HUX.

B onmHOM BapmaHTE OCYIIECTBIICHHS COTJIACHO HACTOSIIEMY OINMCAHHWIO TYMaHM3HPOBAHHBIM aHTUTEIIOM
npotuB IL-13 sBusercs 13C5.5. 13C5.5 umeer mocnenoBatensHocTr SEQ ID NO: 2 (BapnabenbHast 0071acTh
soxeno nienn) 1 SEQ ID NO: 3 (BapuabenpHas obmacts jerkoit menu). Cm. takke matent CHIA 7,915,388,
BCE COZIepKaHME KOTOPOTO BKIIOYEHO B HACTOSAIIEE ONMHMCAHUE TIOCPEICTBOM OTCHUIKH.

Bapuatensnas o6macts Tsoxenoi rerm 13C5.5 (SEQ ID NO: 2)

EVTLRESGPGLVKPTQTLTLTCTLYGFSLSTSDMGVDWIRQPPGKGLEWLAHIWWDDVK

RYNPALKSRLTISKDTSKNQVVLKLTSVDPVDTATYYCARTVSSGYIYYAMDYWGQGTLVTVSS
Bapuat6ensnas ob6mactp nerkoit ien 13C5.5 (SEQ ID NO: 3)

DIOMTQSPSSLSASVGDRVTISCRASQDIRNYLNWYQQOKPGKAPKLLIFYTSKLHSGVP
SRESGSGSGTDYTLTISSLOPEDIATYYCQOGNTLPLTFGGGTKVEIK

13C5.5 npencrasnsieT co00it r'yMaHU3UPOBAaHHOE aHTUTENO, KOTOPOE € BBHICOKOH ay()MHHOCTHIO CBSI3BIBA-
ercs co criupansamu A u D unTepneiikuna 13 (IL-13) (cm. matenTHyto my6s. US 2014/0341913).

Jlpyrue penpe3eHTaTHBHBIE pUMephl aHTHTEN K 1L-13 M3BeCTHHI B YpOBHE TEXHHUKH. B OJHOM BapwaHTe
ocymiecTBIIeHUs aHTUTENoM sBisieTcss 6A1, 3G4, Tpanokunyma6, nedpukuzymad, QAZ-576, IMA-638 win IMA-
026 wnm WX aHTUTEHCBs3BIBaroNuii (parment. Hampumep, B Tabn. 5 matenra CIIIA 7,195,388 (comepkanue
KOTOPOTO BKJIFOYEHO B HACTOSIIIEE OMHCAHHWE IOCPEICTBOM OTCBUIKM) MPEAOCTAaBIICH CIHHCOK aMHHOKHUCIOTHBIX
nocnenoBarenabHocTeld VH 1 VL obnacteid mpeanoyTUTeNbHBIX aHTuTeN mpoTuB 1L-13, koTopsie OymyT mpumMe-
HATBCSL B KOMIO3WIMAX W/WIM croco0ax COIJacHO HacTosIIeMy OmnucaHuio. OTH BbineneHHsle CDR-
nocJieioBatesibHOCTH anTuTes npotus I1L-13 o6pasytot cemetictBo 1L-13 cBs3bIBatomumx GEIKOB, BBIICICHHBIX B
COOTBETCTBHUM C HACTOSIIUM ONHCAaHMEM, U BKIIOYAIOT MOJUNENTUABI, KoTopble BKmouatoT CDR-
MOCJIEIOBATEIEHOCTH, TIepeUncieHHbIe B Ta0n. 6 marenta CIIA 7,195,388 (comepkaHue KOTOPOTO BKIIOYECHO B
HacTOsIIIee ONMMCAHUE TOCPEICTBOM OTCBUIKHM). [list co3nanus u orbopa CDR-ob6macTeii coriacHo HacTosmeMy
OIMCaHMIO, 00JIaJafoNINX MpeaArnoYTuTeNbHON 1L-13 cBs3bIBatoIIel n/WiIM HEHTpaIN3UpyoLiel aKTHBHOCTBIO B
otHommennu 1L-13 w/mmu IL-13, MOTYT MPUMEHATHCS CTAaHIAAPTHBIE CIIOCOOBI, M3BECTHBIC B IAHHOW OOJIACTH, IS
CO3/IaHMSI CBS3BIBAIONINX OEITKOB COTJIACHO HACTOSIIEMY OMHCAaHHMIO W JuIst omeHkH 1L-13 w wim IL-13 cBs3bI-
BAIOIINX W/WIH HEHTPATM3UPYIOIUX CBOWCTB TAKUX CBSI3BIBAIOIINX OCIKOB, B TOM YHCIIE, 0€3 OrpaHUICHUS TIe-
PEUYHCIEHHBIMH, CIIOCOOBI, KOHKPETHO OIMMCAHHBIE B HACTOSIIEM JOKYMEHTE.

AHTHTENa COTVIACHO HACTOSIIEMY OMHMCAaHMIO W MX aHTUTCHCBA3BIBAIOIINE aHAJOTH SIBIISIOTCA HEUTpanu-
3YIOIIUMH aHTHTeNaMH. [Ipn HMCTONIb30BaHUM B HACTOSIIEM H300pPETEHHMH TEPMHH "HEHTpaIM3yIOIUHA" OTHO-
CHUTCS K HEHTpalIn3ay OHMOJIOTHYECKOM aKTHBHOCTH IUTOKMHA, KOT/Ia CBSI3BIBAIOIINHA OEJIOK Ccrieriu(UIHO CBS-
3bIBa€T IMTOKKH. [IpenouTHTEIFHO HEHTPAIM3UPYIONINH CBSI3BIBAIONINN OEJIOK SBISIETCS HEHTPATHM3UPYIOIINM
aHTUTEJIOM, CBsi3bIBaHHE KoTOporo ¢ IL-13 w/mnm IL-13 nmpuBoauT K HHrHONPOBAHUIO OMOJIOTUYECKOH aKTHBHO-
ctu IL-13 w/mnn IL-13. [IpeanoyTnTenbHO HEUTPaNM3NPYIOMMHA CBsI3bIBArONMHA Oenok cBszbiBaeT 1L-13 w/umu
IL-13 u ymenbmaeT 6nosiornyeckyro aktuBHOCTh 1L-13 w/umm IL-13 mo mMeHbmiel Mepe npubausurensHo Ha 20,
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40, 60, 80, 85% wm Oombire. urnbupoBanue Oouonornueckoil aktuBHocTH 1L-13 w/mmu IL-13 HedTpamusu-
PYIOIIUM CBSI3BIBAIONINM OCIIKOM MOJXKET OBITH OIICHEHO IPU U3MEPEHHUH OJHOTO WK Oojee nHAnKaTopos 1L-13
n/unm 6monorudeckoil akTuBHOCTH IL-13, M3BECTHBIX B ypOBHE TeXHHMKH. Hampumep, MOKeT OBITH M3MEPEHO
WHTHOMpOBaHWEe WHAyNHpoBaHHOW denmoBedeckuM IL-13 mpoaykmmm TARC (CCL-17) xnetkamu A-549 (cwm.
npumep 1.1.C B marente CIIA 7,915,388, KOTOpHIii BKIIOUEH B HACTOSIIEE OMMMCAHUE IIOCPEICTBOM OTCBHIIKH).

TepmuH "aKTHUBHOCTH" BKIIIOYAET TaKHE aKTHBHOCTH, KaK CIelU()HUIHOCTD CBsI3bIBaHMU/ad(GUHHOCTD aHTH-
TeJa 1Mo OTHOIIIEHWIO K aHTUTEHY, HapuMmep, anTutena npoTus [L-13, koTopoe cBs3piBaeTcs ¢ antureHoM 1L-13,
W/WIIA HEHTpaIM3npyIoIias akTHBHOCTb aHTUTENa, HapuMep, aHTuTena npoTtus 1L-13, cBsA3pIBaHHE KOTOPOTO C
IL-13, Hanpumep, HHTHOUpyeT OHonoruueckyro aktuBHocTh 1L-13. Hanpumep, MHruOMpoBaHue WHIyIUPOBAH-
Hoit uenoBedeckuM IL-13 mpoxykiun TARC (CCL-17) wietkamu A-549 (cm. mpumep 1.1.C marenra CLIA
7,915,388, KOTOpPBIl BKIIIOUEH B HACTOSALIEE OMUCAHUE MTOCPEICTBOM OTCBHUIKH).

Tepmun "3muTOn" BKIFOYACT JIFOOYIO TETCPMUHAHTY MOJIHIICITH/IA, CIOCOOHYIO K CIEUU(UIHOMY CBS3HI-
BaHUIO C UMMYHOIUIOOYIUHOM WK T-KIETOYHBIM PELEnTOPOM. B HEKOTOPHIX BapHaHTaX OCYIICCTBICHUS Je-
TEPMUHAHTHI 3MUTONOB BKIFOYAIOT XUMUICCKH aKTHBHBIC TIOBEPXHOCTHEIC TPYIIIBI MOJICKYJI, TAKUX KaK aMHHO-
KHCIIOTBI, caxapHble OOKOBBIE 1enH, GpocHopl uin CyabGOHHUI, U, B HEKOTOPBIX BapHaHTax OCYIIECTBICHUS,
MOTYT UMETh OIIpEIeIEHHBIC TPEXMEPHBIE CTPYKTYPHBIE OCOOCHHOCTH W/WIIH CTICITU(PIIECKUE 3apsIOBBIE CBOM-
CTBa. DIHUTOI MPEACTABISET cO00i1 00IaCTh aHTHUTeHa, KOTOPYIO CBA3BIBACT aHTUTEJO. B HEKOTOPHIX BapHaHTaxX
OCYILIECTBIICHHSI aHTUTEIO, KaK TOBOPSAT, CIIEU(PUIHO CBSI3BIBACT aHTUTEH, KOTIa OHO M30MpaTeIhHO pPaclio3Ha-
€T CBOIl aHTHIeH-MHUIIIEHb B CJIOXKHOM CMECH OEJIKOB M/MITH MaKpOMOJIECKYJI.

JIt000ii M3BECTHBIN CIIOCOO MOXKET MPUMEHSATHCS ISl OOHAPYKEHUS B3aUMOJICHCTBUS aHTHTEIA-aHTUTCHA.
Hanpuwmep, noBepxHocTHbII mmasMonubid pesoHanc (IIT1P) - onTudeckoe siBIeHne, KOTOPOE MO3BOJISIET TIPOBO-
JUTH aHaJIH3 OMOCTICIU(UYHBIX B3aUMOJICHCTBHI NP 0OHAPYKCHHH H3MCHCHUH KOHIICHTPAIMK OCIKOB B MaT-
punie OuoceHcopa, Hampumep, npu ucrons3oBanun cucteMbl BIACORE (Pharmacia Biosensor, Piscataway,
N.J.). Cm. Jonsson et al. (1993) Ann. Biol. Clin. 51:19-26; Jonsson et al. (1991) Biotechniques 11:620-627,;
Johnsson et al. (1995) J. Mol. Recognit. 8:125-131; u Johnnson, B., et al. (1991) Anal. Biochem. 198:268-277.

Antutena npotus IL-13, mpuMeHseMbie B paMKax CIIOCOOOB COTJIACHO HACTOSIIEMY OTMCAHUIO, MOTYT 00-
namath pH-3aBUCUMBIMHU CBSI3BIBAIONTUMU cBoicTBaMHu. Hampumep, antureno npotus IL-13 mis nmpuMmeHeHust B
cnoco0ax COTJIACHO HACTOSIIEMY OIMCAHHMIO MOXKET AEMOHCTPHPOBATh YMEHBIICHHOE CBs3biBaHue ¢ 1L-13 mpu
kucnoTHoM pH 1o cpaBHeHHIO ¢ HeHWTpanbHbIM pH. B anpTepHaTuBe antuteno npotus IL-13 cormacHo HacTos-
IIEMY OMHMCAaHUIO MOXET JIEMOHCTPHUPOBATH YBEIIMYEHHOE CBS3BIBAHUE CO CBOMM aHTHUTCHOM IIpH KHCIOTHOM pH
10 cpaBHEHUIO ¢ HelTpanbHBIM pH. Bripaxkenne "kucnotHeni pH" BrimrodaeT 3HadeHuss pH MeHbIe yeM TpH-
omu3uTenpHO 6,2, HampuUMep, npudam3uTeapHo 6,0, 5,95, 5,9, 5,85, 5.8, 5,75, 5,7, 5,65, 5,6, 5,55, 5,5, 5,45, 5,4,
5,35, 5,3, 5,25, 5,2, 5,15, 5,1, 5,05, 5,0 wnu menbie. [Ipu UCoNb30BaHIH B HACTOSIIEM H300PETCHUU BBIpaKe-
Hue "Heirpanpublii pH" o3HavaeT pH ot npubmmsntensHo 7,0 no npubdiansutensHo 7,4. Beipaxenne "HeHWTpab-
ueiid pH" Brmowaet 3Hauenus pH npubnusurensuo 7,0, 7,05, 7,1, 7,15, 7,2, 7,25,7,3, 7,35 u 7,4.

B Hexoropheix ciyuasx "ymeHblleHHOe cBsi3biBaHue ¢ IL-13 mpu kuciaotHom pH mo cpaBHeHHIO C HEll-
TpanbHbIM pH" BbIpaxaercss B oTHomeHun 3HaueHusa K cBsa3biBanus anturena ¢ IL-13 npu kucinotHOoM pH k
3HaueHnto Kp cBs3piBanmst anturena ¢ 1L-13 npu vefitpansaom pH (wimu Haobopot). Hanpumep, aHTHTENO WK
€ro aHTHI'CHCBA3BIBAIOMINHN (hparMeHT MOTYT pacCMaTPHUBATHCS, KaK IEMOHCTPUPYIOIINE "YMEHBIICHHOE CBSI3BI-
BaHue ¢ IL-13 npu xuciaorHoMm pH mo cpaBHeHHIO ¢ HeHTpambHbIM pH" B paMKax HACTOSIIETO OTMCAHUS, €CITH
AQHTHUTENIO WM €r0 AaHTHUTCHCBA3BIBAIOIIMK (QparMeHT [IeMOHCTPHUPYIOT OTHomeHne Kp B KHCIIOT-
HBIX/HEHTPATBHBIX YCIOBHUAX MPUOMU3UTENbHO 3,0 mimn Gonbine. B HEKOTOPHIX MpUMeEpax OCYIIECTBICHHUS OT-
HomeHrne Kp B KHCITOTHBIX/HEHTPABHBIX YCIOBHUSAX UL AHTHTEIA WM aHTUTCHCBSI3BIBAIOIIETO (pparMeHTa co-
TJIACHO HACTOSIIEMY OITMCAHHUIO MOKET COCTaBIATh Mpubim3uTensHo 3,0, 3,5, 4,0, 4,5, 5,0, 5,5, 6,0, 6,5, 7,0, 7,5,
8,0, 8,5, 9,0, 9,5, 10,0, 10,5, 11,0, 11,5, 12,0, 12,5, 13,0, 13,5, 14,0, 14,5, 15,0, 20,0, 25,0, 30,0, 40,0, 50,0, 60,0,
70,0, 100,0 nau 60mbIIIE.

AnTHuTena ¢ pH-3aBUCHMBIMHE CBSI3BIBAIOIIMMU CBOMCTBAMHU MOTYT OBITh MOJIYYCHBI, HAIPUMED, ITPH CKPH-
HUHTE MOMYJISIIIAYA aHTUTEN Ha YMCHBIICHHOE (WM YBEIMUYCHHOC) CBS3BIBAHHE C KOHKPETHBIM aHTUTCHOM MU
kucioTHOM pH 1o cpaBHeHHUIo ¢ HelTpanbHbiM pH. KpoMe Toro, MOau(UKaIIiy aHTUTEHCBA3BIBAIOIIETO JOMEHA
Ha YpOBHE aMHHOKHCIIOT MOTYT JaBaTh aHTHTeNa ¢ pH-3aBucuMBIMHU cBoiicTBamMu. Hampumep, npu 3aMeHe ox-
HOW WK GoJiee aMUHOKHCIIOT aHTHTE€HCBA3BIBAIONIETO JoMeHa (HanmpuMep, B CDR) ocTaTkoOM THCTHIMHA MOKET
OBITH MOJYICHO aHTHUTEJIO C YMEHBIICHHBIM CBSA3BIBAHWEM aHTUIEHA MPH KUCIOTHOM pH 1o cpaBHEHUIO ¢ HEW-
TpasbHbIM pH. TIpu ncmosb30BaHUM B HACTOSIIEM U300peTeHUH BhIpakeHue "kucinoTHeI pH" o3nagaet pH 6,0
WIIA MEHBIIIE.

Brrieyka3aHHbie aHTUTENa MOTYT OBITh KOHBIOTHUPOBAHBI C IPYTUMH MOJICKYJIAMHU W/WIN CPEICTBAMU IS
JIOCTIDKCHUS HYXKHBIX CBOWCTB, HapuMep, (U3UOIOTHYCCKON CTAOMIBHOCTH, YBEIIMICHHOTO MIEPUOJIA MOTYBhI-
BEJICHUS, YBEIUYCHHONW OMOJOCTYIMHOCTH U T.J. TepMUH "KOHBIOTAT aHTHUTENA" OTHOCHUTCS K CBSI3BIBAIOIICMY
OenKy, TAKOMY KaK aHTHTEJIO, XUMHUUYCCKU COCMHEHHOMY CO BTOPO XUMHUYECKOW MOJICKYIION, TAaKOH KakK Tepa-
MEBTHYCCKOE WIIH IIUTOTOKCHYECKOE CPENCTBO. B IPYrHUX Cilydasx XUMHUYECKash MOJICKYJIa MOXKET OBITh TUarHO-
CTHYCCKUM CPEICTBOM, HANPHMEp, PAIUOU30TOMHBIM JIMTaHAOM. TepMuH "cpencTBO" HCIOIB3yeTCsl B HACTOSI-
IeM ONHMCAaHUM IJIs1 0003HAYCHNS XUMHYECKOTO COCTUHEHNUS, CMECH XUMHUIECKIX COCTMHEHUH, OMOIOTMUeCKOM
MaKpOMOJIEKYJbI WM 3KCTPAKTA, MOIYIEHHOTO U3 OMONOTHYECKUX MaTepHajioB. [IpeAnouTHTEIbHO TepaneBTH-
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YECKHE WM MUTOTOKCUYECKHE CPEJCTBA BKIOYAIOT, 0€3 OrpaHMYCHUS MEPCUYHCICHHBIM, KOKITIOITHBIN TOKCUH,
TaKCOJ, IHUTOXaNa3uH B, rpamuruaua D, OpOMHCTBIA STHIWH, SMETHH, MUTOMUIIMH, 3TOMO3HI, TCHOIO3MU]I,
BUHKPHUCTHH, BUHOJIACTHH, KOJXUIUH, JOKCOPYOUINH, TayHOPYOHUIINH, TUTUAPOKCHAHTPAIIMHINOH, MUTOKCAH-
TPOH, MHTPAMHUIINH, aKTHHOMUIIMH D, 1-IernapoTecToCTepoH, TIOKOKOPTHKONABI, HOBOKAWH, TETPaKalH, JH-
JIOKaWH, IPOIIPAHOJION U MTyPOMHUIIHH, a TAKXKE UX aHAJIOTH WIIH TOMOJIOTH.

Tepmunb "perymupyeT” U "MOAyIHpyeT" HCIONB3YIOTCS MOTIEPEMEHHO U, TPU HCIIOJIb30BAHUH B HACTOS-
meM H300pEeTEeHHH, OTHOCATCS K M3MEHEHHIO aKTHBHOCTH MPEICTABIAIONICH HMHTEpEC MOJEKYJHI (Hampumep,
O6uonorudeckort akTuBHOCTH [L-13). Moaymnsius MOXKeT OBITh YBETHUEHUEM UM YMEHBIICHUEM BEIMIMHBI HE-
KOTOPOH aKTHBHOCTH WU (DYHKIUU MPEICTABISAIONICH WHTEPEC MOJICKYIBL. [IpuMepsl akTUBHOCTH U ()YHKIIHU
MOJICKYJIB BKJIFOUAIOT, O0€3 OrpaHHUYCHIS, CBSI3BIBAIONIUC CBOMCTBA, (PEPMCHTATHBHYIO aKTHBHOCTH, aKTHBALIUIO
KJICTOYHOTO PELENTOpa U Mepejady CUTHAIOB.

Takum 00pa3oM, TepMUH "MOIYIATOP" MPH UCIIONHE30BAaHUH B HACTOSIIEM M300PETCHHUH SIBJISICTCS COCTU-
HCHHEM, CIIOCOOHBIM U3MEHITh aKTHBHOCTh WJIHM (DYHKIUIO MPEICTABISIONICH WHTEPEC MOJICKYINHI (HAampuMmep,
ouosornveckyro akTuBHOCTH 1L-13). Hampumep, MOIyISATOP MOMKET BBI3BIBATH YBEIIMYCHUC WM YMCHBIICHHC
BEJIMYMHBI HEKOTOPOW AaKTUBHOCTH WM (YHKIHWHA MOJICKYJBl IO CPAaBHEHHIO C BEIMYMHONH AKTHBHOCTH MIIH
(yHKIMH, HAOTIOAAEMOM B OTCYTCTBHE MOIYJIATOpa. B HEKOTOPHIX BapHaHTaX OCYIICCTBIICHHS MOIYJISATOD SB-
JSIETCS. MHTHOUTOPOM, KOTOPBII YMEHBIIACT BETMYNHY IO MEHBIIIEH Mepe OTHOH aKTHBHOCTH WIH (DYHKITHH MO-
nexyysl. [IpuMepsl HHTrHOUTOPOB BKITIOYAIOT, O€3 OrpaHWYeHHs, OCNKH, MENTUIbl, aHTUTENa, MIENTUTENa, yIie-
BOJIBI WJIM MaJTble OpTaHndecKue MoJieKyJbl. [lenrtuTena onucansl, Harpumep, B WO 01/83525.

TepmuH "aroHUCT" NP WCIIOJB30BAHUH B HACTOSIIEM M300PETEHWH OTHOCHUTCS K MOIYJIATOPY, KOTOPBIH
MPY KOHTAKTE C MPEACTABIISIONICH HHTEPEC MOJICKYJIOH BhI3BIBACT YBEITHUCHHIE BEIIMYMHBI HEKOTOPOH aKTUBHO-
CTH WK QYHKIIMH MOJICKYJIBI TI0 CPABHEHUIO ¢ BEJIMYNHON aKTHBHOCTH WIH (DYHKIIUHU, HAOII0JAeMO# B OTCYTCT-
BUE arOHUCTA.

KoHkpeTHbIe peCTaBISIONINE HHTEPEC arOHUCTHI MOTYT BKITIOYATh, 0€3 OrpaHUYCHIS, MOTUIenTuab 1L-
13 WM NOMUIENTH B, HYKJICHHOBBIC KHCIOTHI, YIIICBOJBI WIIH JIFOOBIC APYTHUE MOJICKYIIBI, KOTOPBIC CBA3BIBAIOT-
csc IL-13.

Tepmun "antaroHuct" WM "WHTHOUTOP" TPH WCIOIH30BAaHWU B HACTOSIIEM W300pETEHHUH OTHOCHTCS K
MOJIYJISITOPY, KOTOPBIH MIPHU KOHTAKTE C MPEICTABIAIONICH HHTEPEC MOJIEKYJION BBHI3BIBACT YMEHBIICHUE BEINIH-
HBI HEKOTOPOW aKTUBHOCTH WA (YHKIIMU MOJEKYIHI 110 CPAaBHEHUIO C BETMYWHOW aKTUBHOCTH WIH ()yHKIIHH,
HaOJIromaeMol B OTCYTCTBHE aHTaroHHCTa. KOHKpeTHBIE MPEACTaBIIONINE MHTEPEC aHTarOHHUCTHI BKIIFOYAIOT
AQHTAarOHUCTOB, KOTOPBIE OJIOKUPYIOT WIH MOIYIHPYIOT OHOJIOTHYECKYIO0 WIM MMMYHOJOTHYECKYI0O aKTHBHOCTH
IL-13 w/mnnm IL-13v. Antaronuctsl U uHruoutops! I1L-13 w/mmm IL-13v MoryT BkitouaTh, Ge3 orpaHHYeHUs,
OCIKM; HYKJICHMHOBEBIC KHCIIOTBI, YTJICBOBI UK JIFOOBIC IPYTHE MOJICKYJBI, KOTOphIe CBs3bIBatoTcs ¢ 1L-13 wmm
IL-13v.

TepmuH "MHTHOUpPYET CBA3BIBAHKE C PELIENTOPOM" OTHOCHTCS K CIIOCOOHOCTH CBSI3BIBAIOIIETO Oelka mpe-
MSATCTBOBAaTh CBs3bIBaHMIO [L-13 ¢ omamM mim Gonee ero perentopamu. Takoe MHTHOMPOBAHKE CBSA3BLIBAHHS C
pelenTopoM MOXKET MPUBOJAUTH K YMECHBIICHUIO HIIH YCTPAHCHUIO OMOJIOTMYCCKON aKTHBHOCTH, OMIOCPEIYeMOit
cBs3pIBaHeM 1L-13 co CBOMM pemenTopoM HIH PerernTopaMu.

[Ipu ucmonb30BaHNN B HACTOSIIEM M300peTeHUU TePMHH "I()PEKTUBHOE KOJIMISCTBO" OTHOCUTCS K KOJIH-
YEeCTBY aHTHTENA WIIM €T0 aHTHI'CHCBS3BIBAIOIMIETO (pparMeHTa, KOTOPOE SBIIETCS TOCTATOYHBIM Ui YMEHbIIIe-
HUS WM CHIDKEHUS TSHKECTH W/HMITH MPOIOJDKUTEIHFHOCTH HApYIISHHS WIH OJHOTO WK O0Jiee er0 CHMIITOMOB,
MPEIOTBpAIIaeT IPOTPECCUPOBAHNE HAPYIIICHUS, BBI3BIBACT PETPECCHI0 HAPYIICHUS, PEIOTBPAIIaeT PEIUANB,
pa3BUTHE, HAYAJIO WU MPOTPECCHUI0 OHOTO WK 00Jiee CUMIITOMOB, CB3aHHBIX C HApYyIICHHEM, OOHAPYKUBACT
HApYIICHUE WIIM YBEIMYMBACT WIIM YJIyYIIAeT MPOQPIIIAKTHUCCKUN WM TepaneBTHYCCKHUA IPPeKT(bI) APyron
Tepanuu (Hampumep, MpoUIaKTUISCKOTO WIH TEPATICBTHYSCKOTO CPEACTBA).

A. @apMalieBTUYECKUE KOMIIO3HIIHH.

Hacrosiiee onmucanne BKIFOYACT CIOCOOBI, KOTOPEIC BKITIOYAIOT BBeJcHUE aHTuTena K 1L-13 win ero antu-
TCHCBS3BIBAIONICTO (pparMeHTa CyOBEKTY, Iie aHTUTeNo K 1L-13 min ero aHTHTeHCBS3BIBAIOIIMN (PparMeHT CO-
Jepxarcs B papMarieBTHIeCKOi KOMIIO3HIINH.

dapmaneBTHIECKHE KOMIIO3UIIMH MOTYT OBITh M3TOTOBJICHBI C MOIAXOIAIIMMH HOCHUTEISIMH, BCIIOMOTa-
TENbHBIMU BEIIECTBAMH M JIPYTUMH CpPEACTBAMH, KOTOPHIE OOECIIEYMBAIOT MOIXOMAIINI TEPEHOC, NOCTABKY,
MEPEHOCUMOCTh U T.II. MHOXECTBO MOAXOSAIINX JIEKAPCTBEHHBIX (OPM MOXKHO HAWTH B pedepeHCHUKE, W3-
BECTHOM BCeM XHUMHUKaM-(hapmarieBTam: Remington's Pharmaceutical Sciences, Mack Publishing Company,
Easton, Pa. Ot nexapcTBeHHBIE ()OPMBI BKIIIOYAIOT, HANIPUMEDP, MOPOIIKH, ITaCTHl, Ma3M, TeIH, BOCKa, Macia,
JUTNHUIBI, coaepKamue JTUnuA (KaTHOHHBIH WU aHWOHHBINH) Be3ukynbl (Takne kak LIPOFECTIN™), JIHK-
KOHBIOTAThI, 0€3BOIHBIC a0COPOUPYIONINE MACTHI, SIMYJILCHH MAacJIO B BOJE M BOJa B Macie, dIMYJIBCHU KapOo-
BakC (TOJIMATHIICHIJIMKONN PAa3HON MOJICKYIIAPHON MacChl), TIOJYTBEPABIC el U TMONYTBEPABIC CMECH, COMCP-
xamme kapoosakc. Cm. Takke Powell et al.,, "Compendium of excipients for parenteral formulations" PDA
(1998) J Pharm Sci Technol 52:238-311.

Pasmuunble CHCTEMBI TOCTAaBKH M3BECTHHI U MOTYT MPHUMCHATHCS IS BBEACHUS (papMareBTUICCKON KOM-
TO3WIIMHU, HAIPUMEpP, WHKAICYJIMPOBAHUE B JIUIIOCOMAaX, MHUKPOYACTHIIAX, MUKPOKAICYIaX, peKOMOMHAHTHBIC
KJIETKH, CIOCOOHBIE 3KCIPECCHPOBATh MYTAHTHBIE BHUPYCHI, PEIENITOP-ONOCPEIOBAaHHBIN 3HIOMUTO3 (CM., Ha-
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npumep, Wu et al., 1987, J. Biol. Chem. 262: 4429-4432). Crnoco0Obl BBEJCHUS BKIIOYAIOT, 0€3 OrpaHUYEHHS
MICPCYHCIICHHBIMU, BHYTPUKOXHBIN, BHYTPUMBIIICUHBIA, BHYTPUOPIOIINHHBIN, BHYTPUBEHHBIN, ITOJKOXKHBIM,
WHTpaHa3aJIbHBIN, SMUAYPaJIbHBIA M MepopalbHBIi myTH. KOMITO3MINIO MOTYT BBOOHUTH JIIOOBIM yIOOHBIM ITy-
TeM, Hampumep, myTeM HHy3un uiu O0JIFOCHONH MHBEKIHH, aOCOpOIMH Yepe3 dMUTEITHAILHBIC WITH CITU3UCTO-
KOXKHBIE BBICTHIIKH (HAIPUMEp, CIM3HUCTYIO O0OJOYKY IOJIOCTH pTa, MPSAMON KHUIIKKA W KUIIEYHWKA, U T.A.) U
MOTYT BBOJIUTH BMECTE C IPYTHMHU OMOJIOTHYECKH aKTUBHBIMH CPEICTBAMHU.

dapManeBTHIECKYI0 KOMITO3UIIMIO MOTYT JOCTAaBIATH MOJKOXKHO WM BHYTPHBEHHO C IOMOIIBIO CTaH-
JApTHOM UTIBI U mrpuia. KpoMe Toro, B OTHOIIIEHUH MTOJAKOKHOW JTOCTaBKH, MPH JTOCTaBKe (papMarieBTUIeCKOH
KOMITO3UITUH MOXKET JIETKO HANTH MPUMCHEHUE MINPUI-PYYKa. Takas MIpHUI-pydKa MOKET OBITh YCTPOHCTBOM
MHOT'OPa30BOTO HJIM OJHOPA30BOTO MPUMEHEHUs. B IIMpHUI-pydyKe MHOTOPA30BOTO MPUMEHEHU, KaK MMPaBHIIO,
MPUMEHSIETCS CMCHHBINH KapTPUK, KOTOPBIA COACPKHUT (DapMaleBTHUYCCKYr0 Kommosuiuio. [locie momHOro
BBEJICHUS COICPIKAIICHCS B KapTPHUIDKE (PapMaIleBTUICCKON KOMIIO3HIIMU U OTIOPOKHEHHS KapTPHIKA, MyCTON
KapTPHUIK MOXKHO JICTKO YTHIM3UPOBATH M 3aMCHUTH HOBBIM KapTPUIKEM, KOTOPBINA CONEPIKUT (hapMarleBTHIC-
CKyI0 KoMIo3u1uio. ITociie 3Toro mmpHn-pyyKy MOXHO HUCIIOJIB30BaTh MOBTOPHO. B mimpui-pyuke o1HOpazoBo-
TO MIPUMEHEHH HET CMEHHOTO KapTpumka. To ecTh MIpHI-pydKa OTHOPa30BOTO MPUMEHEHHS TPEIBAPUTEIHEHO
3aroaHeHa (papMaleBTHIeCKOW KOMITO3UIIMEH, HAXOAAIIEHCsT B pe3epByape BHYTpH ycrpoiictBa. [locne m3pac-
XOJIOBaHUS COZIepIKalleiics B pe3epByape (papManeBTHIeCKOH KOMIIO3UITNH BCE YCTPOMCTBO YTHIM3HPYIOT.

B HeKoTOpHIX cHTyarmsix (apMareBTHIECKYI0 KOMIIO3HUIUIO MOYKHO JOCTABIISITh B CHCTEME C KOHTPOJIH-
pyeMBIM BBICBOOOKICHHEM. B 0HOM BapHaHTE OCYIIECTBICHUS MOXET MCIIONB30BaThCs Hacoc. B mpyrom Ba-
pUaHTE OCYIIECTBICHUS MOTYT HCIIOJNB30BaThCSA IOJMMEpPHBIE MaTepuanbl; cM., Medical Applications of
Controlled Release, Langer and Wise (eds.), 1974, CRC Pres., Boca Raton, Fla. B apyrom Bapumante
OCYIIECTBIICHHSI CUCTEMa C KOHTPOJIUPYEMBIM BBICBOOOKICHUEM MOXKET OBITH IMOMEIIEHA B HETIOCPEJICTBEHHOM
OMU30CTH OT MUIICHU KOMIIO3HIIUH, YTO TPEOYEeT BBEICHUS TOJNBKO YaCTH CHCTEMHOM JO3BI (CM., HaIpUMED,
Goodson, 1984, B: Medical Applications of Controlled Release, Brbiue, vol. 2, pp. 115-138). [Ipyrue cuctemsI ¢
KOHTPOJIMPYEMBIM BBICBOOOXKIeHHEM 00Cyxaatorcs B 003ope Langer, 1990, Science 249:1527-1533.

VHpeknnoHHBIE TIpenapaThl MOTYT BKJIIOYATh JIGKAPCTBEHHBIE (POPMBI Ui BHYTPUBEHHBIX, MOIKOKHBIX,
BHYTPHUKOXHBIX ¥ BHYTPUMBIIICYHBIX WHBEKINH, KalleIbHBIX HHPY3UHA U T.A. Takue HHBEKIIMOHHBIC TIpenapaThl
MOTYT OBITh M3TOTOBJICHBI M3BECTHBHIMH MeTogaMH. Hampumep, WHBEKIMOHHBIE MPETapaThl MOTYT OBITH H3TO-
TOBJICHBI, HAIIpUMEpP, IIyTeM PACTBOPEHHS, CYCICHIMPOBAHUS WM SMYJIBTHPOBAHHS aHTHUTENA I €rO COJH,
OTIICAaHHBIX BHINIE, B CTEPHIILHOW BOJHOW Cpelie WITH MACIISTHOM cpeie, 0OBIYHO MCITOJIb3yeMOM JJIsl HHBbEKINi. B
KaueCTBE BOJHON CpeNbl IS UHBEKIIUN HCIONB3YIOT, HAIPUMEpP, (HPU3HOJOTHUSCKHIA PacTBOP, H30TOHUYECKUH
PACTBOP, COJCPKALIHIA TIIIOKO3Y U APYTHE BCIIOMOTATEILHBIC BEIIECTBA, U T.J., KOTOPhIE MOKHO UCIIOJBE30BaTh B
KOMOWHAIIMK C COOTBETCTBYIOIIMM CONFOOMIU3UPYIOIIAM BEIIECTBOM, TAaKUM KaK CHHPT (HAaIpuMep, 3TaHOIN),
MOJHUCTIUPT (HAPUMEP, MPOMUICHTIINKOIb, MOJUITHICHIIINKOIE), HEHOHOTEHHOES TIOBEPXHOCTHO-aKTHBHOE Be-
niectBo [Hampumep, nonucopbar 80, HCO-50 (ammykr momuokcudTriaeHa (50 MOJb) U THAPOTCHU3UPOBAHHOTO
KacTopoBOro Macia)] U T.1. B kauecTBe MacisiHOW Cpesbl UCIONB3YIOT, HAPUMEp, KYH)KYTHOE Macilo, COEBOE
MAacllo | T.J., KOTOPbIE MOTYT UCIIOJNB30BaThCsI B KOMOMHAITUH C COJOOMIHM3UPYIOIINUM CPEACTBOM, TAKUM Kak
OeH3mOeH30aT, OCH3WIOBBIM CIIUPT U T.J. [lodydeHHYI0 TakKMM 00pa3oM HHBEKIMOHHYIO (HOPMY MPEATIOYTH-
TENBHO (HacyroT B TOAXOIAIIYIO aMITyTy.

[IpennournuTensHO (apMareBTHYECKIE KOMIIO3UITNH VIS IEPOPATBHOTO WIIN TAPEHTEPATHHOTO MPHMEHE-
HUS, OTIMCaHHbIE BBINIEC, H3TOTABINBAIOT B BHJE JICKAPCTBEHHBIX ()OPM B OJHOKPATHOM 103€, MOAXOIAIINX IS
KOPPEKIMH J03bl aKTUBHBIX WHTPEIUEHTOB. Takue JIeKapCTBEHHBIE (DOPMBI B OJHOKPATHOM 03¢ BKIIIOYAIOT,
HATpUMep, TAOJICTKH, MIITIOIH, KATICYJIbI, MPENapaTsl A1 HHBCKIUHA (aMITyIIbl), CYIIIO3UTOPHH U T. 1.

[Mpumeps! apManeBTHIECKUX KOMITO3ULIUH, BKIFOYAIONINX aHTUTEI0 poTuB IL-13, koTopsle MOTYT NpH-
MEHSTECS B PaMKax HACTOSIIECTO OIMKMCAHUS, PACKPHITHI, HANpUMeEp, B MyOnukamuu 3asBku Ha mateHt CIIA
2012/0097565, Bce conepxkaHne KOTOPOU MPSMO BKIFOUCHO B HACTOSIIEE OMUCAHUE MTOCPEACTBOM OTCHLIKH.

B Hacrosmem omnmcaHMM TpeioKeHa (apMaleBTHICCKass KOMIIO3UINS, BKJIFOYAIOIIAs OJHO IIU Oojee
BBINIICYKA3aHHBIX aHTHTEN K [L.-13 ¥ UX aHTUTCHCBS3BIBAIOMIUX (PPArMEHTOB U (hapMaleBTHYCCKH MPUEMIICMBIN
HocuTenb. Kpome Toro, B MoZ0OHOM BapHaHTE OCYIIECTBICHHS B HACTOANIEM OMHMCAHHUH IIPEIOKEHA THATHO-
CTHYECKasi KOMITO3UIIHS, BKIIIOYAIOIIAsl OJHO FUIM OoJiee BHIMICYyKa3aHHBIX aHTUTEN K IL-13 1 uX aHTUTEHCBS3BI-
BaIOMMX (pparMEHTOB M MHOKECTBO PEAaKTHBOB, Oy(hepoB M HOCHUTENEH A NHarHOCTHYECKOTO MCCIIeIOBAHMS.
CoriacHO HaHHOMY acleKTy (hapManeBTHYECKas KOMIIO3UIINS MOXKET OBITh M3TOTOBJICHA JUII BHYTPHUBEHHOTO
BBEJICHHS, TIOJKOXKHOTO BBEICHHUS, BHYTPHOPIOIIMHHOTO BBEICHHS M BHYTPHUMBIIICYHOTO BBEJACHHA. Taxke,
COTJIACHO JTAHHOMY acCIeKTy, (papMareBTHUECKasi KOMIIO3HUIUS MOXKET OBITh M3TOTOBJICHA [UIA IIOAKOXHOTO BBE-
JICHHUS B BHUJC MHKPOUTOJLHOTO IDIACTHIps. DapManeBTHUCCKHE KOMIO3UIUU MOTYT OBITh W3TOTOBJICHBI IS
MapeHTEPAILHOTO BBEJICHUS ITyTeM OOJFOCHOW MHBEKIIMH MM TIOATAMHOW Mepy3ud B TEUYCHUE HEKOTOPOTO TIe-
puona BpeMeHH. /lmarHocTUueckass KOMIO3HIUS MOXKET OBITh M3TOTOBIICHA JUIS in Vitro, in Vivo HJIH €X Vivo
TMPUMECHCHUS.

[IpuMepsl cpeCcTB, UCIOIB3YEMbIX IPU M3TOTOBJICHUH BBINICYKa3aHHBIX aHTHTEN K IL-13 u ux aHTUrCH-
CBSI3BIBAIOIIUX YacTell B opMe (papMareBTHUCCKUX KOMIO3HIUHN W/HIH THATHOCTUYCCKUX KOMIO3HIUH, MPH-
BeZieHbI B mMyOnukanuu 3asBku Ha ateHT CIIA 2014/0341913, koTopast BKIIOUEHA B HACTOSIIIEE OMUCAHKE TIO-
CPEICTBOM OTCHUIKH. B 9acTHOCTH, IPUMEPH! CPEACTB, MPUMEHIEMBIX IIPH W3TOTOBIICHUH BHIIICYKa3aHHBIX aH-
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turen K 1L-13 1 uX aHTUreHCBA3BIBAIOIINX YacTeil B popMe GpapMareBTHUECKUX KOMITO3UIUH ISt JiedeHust D00,
NpUBEJICHB B MyOnuKanuu 3asBku Ha nateHT CIIIA 2015/0017176, koTopasi BKIIOYEHa B HACTOAIIEE ONUCAHUC
TIOCPENICTBOM OTCHUIKH.

B. Jlo3a u cioco6 BBecHUS.

KommuectBo antutena k [L-13 uam ero aHTUTEHCBA3BIBAIOMIETO ()parMeHTa, BBOJIUMOE CYOBEKTY COTIACHO
croco0aM HACTOSIIEr0 OMHCAHUS, OOBIYHO SBISIETCS TeparneBTHYecKH d(P(GHEKTHBHBIM KoimdecTBOM. [Ipu mc-
TOJIb30BaHNUN B HACTOAIIEM n300peTeHnn (pasa "TtepaneBTHIeCKH d(H(HEKTHBHOE KOIMUECTBO" 03HAYAET KOJIH-
yecTBO aHTuTena K [L-13 unm ero aHTHUreHCBS3BIBAONIETO (parMeHTa, KOTOPOe MPHUBOAUT K OJHOMY Min Oojee
CJIeTyronIero: (a) yMEHbIIEHUE TSDKECTH WM MPOJOJDKUTEIBHOCTH CUMITOMA 303MHO(MIBHOTO 330daruta; (b)
CHIKEHHE KOJINYECTBA Y03MHO(HIIOB B NHIIEBO/IE; (C) MPEIOTBPAILCHNE HIH YMEHBIICHHE TSHKECTH ajllepruye-
cKkoli peakimy; U (d) yMeHbIIEHHE TPUMEHEHHS WM MOTPEOHOCTH B OOBIYHOM MPOTHBOAIIIEPTUYECKON TepaIiy
(HanpuMep, YMEHBILICHHE WIIM UCKIIIOYEHHE NMPUMEHEHHsI aHTUTHCTaMHUHHBIX CPEACTB, HPOTHBOKOHI€CTHBHBIX
CPE/CTB, Ha3aJbHBIX WM MHTAJAIHUOHHEIX CTepOnIoB, aHTu-IgE Tepanuu, anpenanuna u T.1.).

B ciyuae antuTena nmpotus IL-13 nim ero aHTUTEHCBS3BIBAIONIETO ()parMeHTa B HACTOSILEM H300pETEHUH
MPEICTaBICHBI HEOXKUIAHHBIE Pe3yJIbTaThl KIMHHYECKOTO HcnbITanus (assl 1, meMoHCTpHpYyIomue, 9To Tepa-
MIEBTHIECKHU 3(PPEKTUBHBIM SIBJISIETCS OT MPUOIU3UTEIpHO 180 Mr n0 mpubau3uTenbHo 360 Mr aHTHTENA WITH €T0
AQHTHT'CHCBA3BIBAIOMIETO (hparMeHTa, BBOAUMBIE TIOAKOXKHO MO0 CXeMe BBEJCHHMS pa3 B Hexemo. B ogHOM BapuaH-
T€ OCYIIECTBIICHUS TepaneBTUICCKH dPPEKTUBHOE KOJUIECTBO COCTABISET MpUOIM3uTeNsHo 180 MT aHTHTENA
WA €TO0 aHTHI'CHCBSA3BIBAIOMIErO (hparMeHTa. B apyrom BapmaHTe OCYIIECTBICHHS TepaneBTHICCKA d(PPEeKTHB-
HOE KOJIMYECTBO COCTABIIAET MPHOIM3UTENILHO 360 MI' aHTUTEIIa WITH €T0 aHTHTeHCBsA3bIBatomero gpparmenra. B
OJTHOM BapHaHTE OCYIIECTBIICHUS TEPANEBTUYECKH I(PPEKTUBHOE KOJIMYECTBO MOXKET COCTABIATH NMPHUOIN3HU-
tensHO 150 Mr, npubnamsurensHo 160 mr, npudamsutensHo 170 mr, npubanzutensao 180 Mr, npuOIM3NTEIHHO
190 mr, npubmmsurensro 200 Mr, mpubnusurensHo 210 Mr, npubnusurensHo 220 Mr, npuou3nTesHo 230 Mr,
npubn3nTensHo 240 mr, npubnusuTesnsHo 250 Mr, npubnmsnTensHo 260 Mr, mpudausuTessHo 270 Mr, pubu-
3utenbHO 280 Mr, mpudmusurensHo 290 Mr, npubmmsutensHo 300 Mr, mpubausutensHo 310 Mr, npuOIU3UTENB-
HO 320 mr, mpubmm3uTensHo 330 mr, npuonmsutensHo 340 Mr, mpubausuTebHo 350 Mr, mpubIM3uTENbHO 360
MT, ipubmm3uTensHo 370 mr, npudimsurensHo 380 Mmr, mpudnusutensHo 390 Mr, mpubausutensHo 400 MT WiIH
Oomnpire antutena mpotus 1L-13 niam ero aHTUreHCBs3bIBaOIIEro pparMenTa. B npyrom BapmaHnTe OCyIeCTBIIC-
HUS TeparneBTHUECKH 3PPEKTUBHOE KOJIMUYECTBO COCTABISAET OT MpUOIM3UTENsHO 160 MT 10 MPUOIHU3UTEIHHO
200 MT aHTHTENa WIH €TO aHTUTEeHCBs3bIBAOMIEro pparMenTa. B aApyrom BapuaHTe OCyIIeCTBICHUS TEPareBTH-
qeckd 3P (HEKTHBHOE KOJTMYECTBO COCTABISET OT MPUOIU3UTENbHO 340 MT 10 mpubau3uTenbHo 380 Mr aHTHUTENA
WM €r0 aHTUTEHCBS3BIBAIONIET0 GparMeHTa. B npyrom BapuaHTe OCYIIECTBICHHS TEPaNeBTUYECKH dPPEKTHUB-
HOE KOJMYECTBO COCTABISICT OT MpuOIU3uTenbHo 160 Mr mo mpubmusutensbHo 200 Mr aHTUTENA WIH €r0 aHTH-
TCHCBSI3BIBAIONIETO ()parMeHTa. B npyrom BapuaHTe OCYIIECTBICHHUS TeparneBTHYECKN 3P (HEKTUBHOE KOIHMYECT-
BO COCTaBJISIET OT Npubm3uTensHo 160 Mr go npubausurensHo 200 Mr, ot npubnusurensHo 170 Mr 1o npubnu-
3utenbHO 210 Mr, ot npubnmsuTensHo 180 Mr no npubnmsurensHo 220 Mmr, oT npubausurensHo 190 Mr go npu-
6mmurensHo 230 Mr, ot npubmmnTenasHo 200 Mr o npudmusurensHo 240 Mr, ot npubauzuTensHo 210 Mr 1o
npuOIM3UTENbHO 250 MT, OT MPUOIM3HTENsHO 220 MT 10 MPUOIM3UTENEHO 260 MT, OT PUOIU3UTENHHO 230 M
1o ipuOM3uTeNnsHO 270 M, OT MpubdIu3nTeapbHO 240 MT 10 TpHOIM3UTENHEHO 280 MT, OT MPUOIU3HTEIHHO 250
MT 10 IpUOIU3nuTENbHO 290 M, OT MpubIM3UTENbHO 260 MT 10 MpubIM3UTENbHO 300 MT, OT MPUOIU3UTEILHO
270 mr go mpubausutenbHo 310 Mr, oT mpubau3uTenbHo 280 Mr g0 mpubau3uTeNnbHo 320 MT, OT MPUOIU3N-
teapHO 290 Mr mo mpubnusutenbHo 330 Mr, ot mpubnausutenpao 300 Mr 10 mpubaM3uTeNbHO 340 MT, OT TIpH-
6mmurensHo 310 Mr go npubimsnTensHo 350 Mr, ot npubimsuTensHo 320 Mr 1o npubamsuTensHo 360 Mr, oT
npubn3nTensHo 330 Mr go npubnusuTensHo 370 Mr win ot npuban3uTenbHo 340 Mr go npubimsutensHo 380
MT aHTHTEJA WM €T0 aHTUTCHCBS3BIBAIOIIETO (parMeHTa.

B omgHOM BapuaHTe OCYLIECTBIICHHST KOMITO3UINIO COTJIACHO HACTOSIIIEMY OMHCAHHUIO BBOASAT OJHOKPATHO.
B npyrom BapuaHTe OCYIIECTBICHHUsSI KOMIIO3HIMIO BBOJAT pa3 B HEAEN0. B Apyrom BapuaHTe OCYIIECTBICHUS
KOMITO3HIIMIO BBOJSIT B TEUCHHE JBYX HEJETb. B Apyrom BapmaHTe OCYLIECTBIICHHS KOMIIO3UIMIO BBOJSAT B Te-
YeHHe TpexX Henenb. B apyrom BapmaHTe OCYIIECTBICHHS KOMIIO3HIIMIO BBOAST B TCUCHHE YETHIPEX HEIeINb, M-
TH HEJEIb, IECTH HeAeTb, CEMHU HEJeNlb, BOCEMH HEJEIb, IEBATH HEIeINb, IECSITH Heeb, ONNHHA AT HEe/IeNb,
TPEX MECSIIEB, YEThIPEX MECALEB, MIATH MECALEB, IIIECTH MECSIIEB, CEMH MECALEB, BOCBMU MECSIIEB, IEBATH Me-
CSIIICB, IECATH MECAIEB, ONWHHAMIATH MECSIEB, JABCHAAIIATH MECSICB, TPUHAALATH MECSIEB, YEeTHIPHAIIATH
MECSIIIEB, MATHAAIATH MECSIIEB, MIECTHAIIATH MECAIEB, CEMHAIATH MECALEB, BOCEMHAIIATH MECAICB, ICBST-
HaJLATH MECSIIEB, IBAANATH MECSIEB, ABAIIATH OAHOTO MECSIa, IBAIlaTH OBYX MECSIEB, ABAAIATH TPEX Me-
CsILIEB, ABYX JIET, TPEX JIET, YETHIPEX JIET, IIATH JIET, IECSITH JIET, B TEUCHHUE BCEH IPOIOIIKUTEIHLHOCTH OOJIC3HH
WY B TCUCHHUE BCEHl KHU3HU CyOBEKTa.

B onHOM BapuaHTe OCYIIECTBICHUS KOMITIO3UIMIO BBOJST NOAKOXKHO. B pyroM BapuaHTe ocymiecTBICHHS
KOMITO3MIIMIO BBOJSIT BHYTPUBEHHO. B OJJHOM BapmaHTe OCYIIECTBICHHS KOMIIO3HMIUIO BBOJST BHYTPHBEHHO
IIPY OJTHOM BBEJICHHH C MTOCIEIYIOIINM €XEHeIeIbHBIM ITOJIKOXKHBIM BBeIcHHEM. B oxHOM BapuaHTe ocymiecTs-
JICHUsI TIEpBOE BBEJICHHWE aHTHTENA WM €T0 aHTHUTCHCBA3BIBAIOIIEro (pparMeHTa OCyIIEeCTBISIOT B 103€ 5 MI/KT
BHYTPHUBEHHO C IOCIEAYIOIMINM €KEHEICIbHBIM TTOAKOKHBIM BBEICHHEM aHTHTENIA WIIM €r0 aHTUTC€HCBS3BIBAIO-
mero ¢parmenta B 1o3e 180 mr. B npyrom BapmanTte ocymiecTBICHHS IEPBOE BBEACHUE aHTHUTENA MIIH €r0 aHTH-
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TCHCBSI3BIBAIOMICTO (PparMeHTa OCYIISCTBISIOT B 03¢ 10 MI/KT BHYTPUBCHHO C MOCIICAYIOIIMM CKEHEICITEHBIM
MIOJTKO’KHBIM BBCJICHUEM aHTHUTENA WK €r0 aHTUTCHCBSI3BIBAIONICTO (hparMeHTa B o3¢ 360 mr.

Jlo3a papmaneBTHIECKNX KOMIIO3HIINH MOXKET OBITh M3MEHEHA B 3aBHCHMOCTH OT BO3pPAacTa, 1MoJia, COCTOS-
HUS 3I0POBBSI U Beca PELUNHEHTa, THIIA MapaljIeIbHOTO JICYSHUS, €CIIM TAKOBOE MMEETCS, YaCTOTHI JICUCHHS U
IpUpoas! xKemaeMmoro ¢ dexra. JlekapcTBeHHas Gpopma, UCTIONb3yeMas B Ka4eCTBE TOKIMHUYECKOW W KIIMHUYE-
CKOM Tepamnuy WX B KIMHUYECKOW ITHAarHOCTUKE, MOXET OBITh M3TOTOBJICHA CICHHAINCTAMHU C MPUMEHCHHEM
OOIICTIPUHATHIX MPUHIUIIOB TUATHOCTHKHU W JiedueHHs. Jlmana3oHbl 1036l U KOMIIO3HUITUA MOTYT OBITH JOCTa-
TOYHO OOJIITUMH, YTOOBI OKa3aTh TpeOyeMoe BO3JEHCTBHE. AHAJOTHYHBIM 00pa3oM, J103a JUAarHOCTHYECKOU
KOMITO3UITUH MOXET OBITh U3MCHCHA B 3aBUCHMOCTU OT IPHUPOJBI IUATHO3a, HAMIPUMEp, MPUMEHCHHS in Vitro
wik in vivo. CriocoOsl BKITFOUEeHUST aHTUTEN K [L-13 M MX aHTUTeHCBA3BIBAIONMINX (PPArMEHTOB B JMATHOCTHYC-
CKHE CPEJICTBA, HANPUMED, MONyYCHHE KOMIUIEKCA aHTHTEIa C JUATHOCTHYCCKUM CPEICTBOM, BEIODAHHBIM M3
PaAMOU30TOMHOW METKH, KOJOPHUMETPUICCKON METKH, (IyOPECICHTHON METKH, XEMUITIOMUHECIICHTHON METKH,
(hepMEHTHOI METKH 1 UMMYHOTCHHOI METKH, H3BECTHBI B YPOBHE TCXHHKH.

Brrmreyka3aHHbie KOMITO3UIMH U (hapMalleBTHYCCKHUE MpenapaThl MOTYT OBITh yIakOBaHbBI B (hopMe HAOO-
poB. Tepmun "HaOop" MpHW HCIIOJE30BAHUM B HACTOSIIEM OTHMCAHUHW OTHOCHUTCS K YIIAKOBAHHOMY IPOIYKTY,
BKITIOYAIONIEMY KOMITOHEHTHI, C KOTOPBIMH IIPEAINOIaraloT BBOAUTE aHTUTeNo mpoTuB IL-13 cormacHo HacTos-
eMy OTIMCAHUIO IS JIedeHHs CBsi3aHHOTO ¢ IL-13 Hapymenus. HaGop mpeanodTUTeNsHO BKIIOYAeT KOPOOKY
WJIM KOHTEHHEP, KOTOPBIN COMEPKUT KOMIOHEHTHI Habopa. Ha kopoOKy Wi KOHTEeHep HaHECeHa STUKETKA WIIH
MIPOTOKOJI, YTBEP KICHHBII YTIpaBICHNEM [0 CAHUTAPHOMY HaI30py 332 Ka4eCTBOM IHIIEBBIX MIPOAYKTOB U Me-
mukamenToB CIIA. KopoOka mimm KOHTeHHEp coaep)kaT KOMIOHEHTHI COTJIACHO HACTOSIIEMY OIHCAHHIO, KOTO-
phI€ MPEIIMOYTHTENEHO COACPIKATCS B IUIACTMACCOBBIX, TONMHATHICHOBBIX, TOJHUIIPONIICHOBBIX, 3THICHOBBIX
WX TMPONIJICHOBBIX EMKOCTSIX. EMKOCTH MOTYT OBITH IPOOHPKaMU ¢ KPBIITKaMu wiH (rakoHamu. Habop Taxke
MO>KET BKJIFOUaTh HHCTPYKIIMH 110 IPUMEHEHUI0 aHTuTena npotus I1L-13.

C. KomOunnpoBanHas Teparnusi.

TepmuH "KOMOMHUpPOBaHHAS Tepanus” MPU UCIOIB30BAHUU B HACTOSAIIEM H300PETCHUN OTHOCHUTCS K BBE-
JICHHUIO NIBYX WM 0oJiee TepareBTHYECKUX BEIIECTB, HampuMmep, anturena npotus 1L-13 u apyroro cpencrtaa.
Jpyroe nekapCTBEHHOE CPEACTBO(a) MOTYT BBOAWTH OJHOBPEMEHHO C, 10 WJIHM IOCJIE BBEICHHS aHTHTENA IIPO-
tuB IL-13. B 9acTHOCTH, JOTIOJHUTENEHOE CPEICTBO SBISETCS CPEICTBOM, KOTOPOE MOXKET HPUMEHSTHCS MPH
IUAaTHOCTHKE W/WIM TEParuy 303MHOMIIBHBIX HapyHIeHnH. B 0coOeHHOCTH, TOTOTHUTENBFHBIM CPEACTBOM SIB-
JSIETCS CPEACTBO, KOTOPOE MOXKET MPUMEHATHCS B TEPAITUH/INAarHOCTHKE 303WHOMMIBHBIX HAPYIICHUH CO CTO-
POHEI JkemynouHo-kumedHoro tpakta (EGID).

B xonTekcTe auarHoctuku w/win teparmuu EGID, momomHUTEIhHOE CPEICTBO MOXKET OBITH BHIOpAHO W3
TPYIIBI, COCTOSIIEH M3: TEPAIIEBTHYECKOTO CPECTBA, BU3YAIN3AIMOHHOTO CPEACTBA, INTOTOKCHYECKOTO Cpeji-
CTBa, MHI'MOUTOPA aHTHOTCHE3a, HHTHOUTOpa KHHA3, OJIOKAaTOpa KOCTUMYJIHPYIOMICH MOJEKYIBI, OJJOKaTopa Mo-
JICKYJIBI aJITe3HH, AaHTUTENA MPOTUB IIUTOKHUHA WK ero (DYHKIIMOHATBHOTO (pparMeHTa; METOTPEeKcaTa, IUKIOC-
nopuHa, panamunuza, FK506, nerektupyemoii MeTku i penoprepa, anraronucra ®HO, npotuBopeBmaTude-
CKOTO CpEJICTBA, MUOPEIAKCAHTa, HAPKOTHYCCKOTO CPEICTBA, HECTEPOUIHOTO MPOTHBOBOCIATUTEIBHOTO CPEJI-
ctBa (HIIBC), ananpreTnka, aHeCTeTHKa, CEOAaTHBHOTO CPEICTBA, MECTHOTO AaHECTETHKA, HEPBHO-MBIIIEYHOTO
6moxaropa, IPOTHBOMHUKPOOHOTO CPEICTBA, MPOTHBOIICOPHATHIECKOTO CPEACTBA, KOPTHKOCTEPOHIa, aHA00IH-
YECKOTO CTEPOWIA, IPUTPOIIOITHHA, UMMYHHU3AINH, UMMYHOTJIOOYTNHA, UMMYHOJETIpeccanTa, TOPMOHa POCTa,
TOPMOHO3aMECTHTEIBHOTO CPEICTBA, Paano(apMaIeBTHIecKOr0 CPEICTBa, aHTHICTIPECCAHTa, HEHPOJICNTHKA,
CTHMYJIITOpA, CPEACTBA IUIS JICUEHUS acTMbI, OeTa-arOHHCTa, MHTAIAIHOHHOTO CTEPOHIa, MEPOPATBHOTO CTe-
powuna, snHe(PUHA WU aHAJIOTA, IIMTOKHHA ¥ aHTaTOHUCTA IUTOKUHA.

B yactHocTH, B KOHTEKCTe Tepanuu EGID, nonomHuTebHOE CPEICTBO BRIOPAHO U3 TPYIIIBI, COCTOSINCH 13
uarnouropa IL-1p, uarunduropa IL-5, uarnburopa IL-9, uaruburopa IL-17, uaruburopa IL-25, uaruburopa
®HO-0, narHoUTOpa 30TaKcuHa-3, nHruouropa IgE, mHrnOuTOpa MpocrarmanaguHa D2, IMMyHOIETIpECCanHTa,
KOPTUKOCTEPOH A, TITFOKOKOPTUKOU A, HHruOuTOpa npotonHoi momikl, HIIBC, cpencTea mist yaaneHus ajiep-
TEHOB U CPEJICTBA, CIIOCOOCTBYIOIIETO KOHTPOJIIO TUETHI.

Tepmun "komOuHaIMA", Kak Bo (pase "mepBoe cpecTBO B KOMOMHAIIMN CO BTOPHIM CPEACTBOM", BKJIIOYA-
€T COBMECTHOE BBE/ICHHE NIEPBOTO CPEJICTBA U BTOPOTO CPE/ICTBA, KOTOPOE, HAIIPUMEP, MOXKET OBITh PACTBOPEHO
WIA CMEIIAHO B TOM K¢ (hapMaleBTHUYCCKU MPUEMIEMOM HOCHUTENIC, WK BBEJICHHUE TIEPBOTO CPEICTBA C TOCIIE-
IYIOINM BBEJICHHEM BTOPOTO CPENICTBA, WM BBEJICHHE BTOPOTO CPEICTBA C IOCIEAYIOIINM BBEICHUEM IIEPBOTO
cpencrea. Hacrosiee omucanne, TakuM 00pa3oM, BKITIOYAET CIIOCOOBI KOMOMHUPOBAHHOTO TEPAaNIeBTHIECKOTO
JiedeHNst 1 KOMOMHUPOBAaHHBIE (hapMaIleBTHIECKHE KOMITO3UIIHH.

TepmuH "mapayensHbIi", Kak Bo (ppase "mapaiensHoe TepaneBTHIeCcKoe JIedeHre", BKIII0YAeT BBEICHUE
CpeIcTBa B IPHUCYTCTBHU BTOpOro cpenctBa. Croco0 mapaiienbHOTO TepalmeBTHYECKOTO JICUCHHS BKITIOYAET
CHocoOBI, B KOTOPBIX TIEPBOE, BTOPOE, TPEThE WM JOTIONHUTEIBHBIE CPEICTBA BBOIAT coBMecTHO. Crocol ma-
PAIETBFHOTO TEPAMEBTHYECKOTO JICYCHUS TAKXKE BKIFOUACT CIIOCOOBI, B KOTOPBIX MEPBOC WU JOMOIHUTEIBHEIC
CpEICTBa BBOJAT B NMPUCYTCTBHH BTOPOTO WM JIOTIOJHHUTEIBHBIX CPEACTB, IJIe BTOPOE WM JIOTOJHUTCIHHBIC
CpEeICTBa, HAIPUMEP, MOTIU BBOAWUTH paHee. Croco0 mapauiebHOTO TEPareBTHYCCKOTO JICYCHUS MOTYT IO-
JTAIHO BHIMOJNHATH pa3HbIC WCIONHUTETH. Hampumep, OJWH HCIOTHHUTEIb MOXET BBOJHTH CYOBEKTY MEPBOC
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CPE/CTBO, U BTOPOIl MCIIOJHHUTENH MOXET BBOAUTH CYOBEKTY BTOPOE CPEACTBO, MPU 3TOM ATalbl BBEACHUS MO-
TYT BBITOJHATE B OJHOBPEMEHHO HJIM MOYTH OJHOBPEMEHHO, WJIHM B Pa3HOE BpEMs, NIPH YCJIOBHH, YTO IEPBOE
CpencTBo (M NOTMOJIHHUTEIBHBIE CPEICTBA) MOCTE BBEACHNS HAXOIUTCS B IMPUCYTCTBHH BTOPOTO CpeAcTBa (M 1I0-
TIOJTHUTENBHBIX CPeACTB). VcoMHUTENh U CYOBEKT MOTYT OBITH OJHUM M TE€M XK€ JUIOM (HalpuMep, 4eoBe-
KOM).

I1. Hapymmenwsi, mpu KOTOPBIX aKTHBHOCTH 1L-13 oka3bIBaeT HEraTUBHOE BIIUSHUE.

[Ipu ucnonb30BaHUN B HACTOSIIEM H300pPETCHHH TEPMUH 'HapyllleHWe, MPH KOTOPOM akTHUBHOCTH [L-13
OKa3bIBaeT HETATHBHOE BIMSHHE" HODKCH BKIIOYATH 3a00JICBaHUSA U JPYTUe HAPYIICHUS, P KOTOPBIX MIPUCYT-
crBue IL-13 y cyObekra, crpagaromniero HapymeHneM, Kak OblJIo IOKa3aHo, OTBETCTBEHHO MIIM TT0/I03PEBAETCS B
Ka4yecTBE OTBETCTBEHHOT'O 3a MaTo(M3MOJIOTHIO HAPYIICHHUS, WIN SBISETCS (PAKTOPOM, KOTOPBIH COCOOCTBYET
YXYIUEHNIO HapyIIeHus. B 0THOM BapuaHTe OCYIIECTBIEHHUs HapyIIeHHe, P KOTOPOM akTUBHOCTH I1L-13 oka-
3bIBa€T HETaTUBHOE BIMSHUE, SIBISCTCS acTMOH, HAalpUMep, JIETKOH acTMOM MM acTMOW cpeaHel Tsbkectu. B
JpYroM BapHaHTE OCYIIECTBJICHHUS! HapyLIEHUE, IPU KOTOPOM aKTHBHOCTH IL-13 oka3piBaeT HEraTMBHOE BIIMSI-
HUE, SBISICTCS 303UHOGMIBHBIM 330(arutoM (203).

Takum o0Opas3om, HapyIIeHHE, IPU KOTOPOM aKTHBHOCTH 1L-13 oKkaspIBaeT HEraTWUBHOE BIUSHHE, ABISCTCS
HapyIIeHUEM, ITPH KOTOPOM CHIDKCHHE aKTUBHOCTH IL-13, Kak 0XHIAIOT, IPUBEAET K OOJIETUYEHHIO CUMIITOMOB
W/WIIA yMEHBIIUT MPOTPECCHPOBAHNE HApYIIeHU. Takue HapymeHUs MOTYT OBITh TOATBEP)KICHEI, HAIIPUMED,
10 TIOBBIIIICHUIO KOHIIEHTpanuu 1L-13 B OHOJIOTHIECKOH KUIKOCTH CYOBEKTa, CTPAJAIONIero HapylIeHneM (Ha-
TIpUMeEp, TOBHITIIEHHUIO KoHIeHTpamuu 1L-13 B CBIBOpOTKE, TIa3Me, CHHOBHAIBLHOM KUIKOCTH U T.J. Y CYOBEKTa),
KOTOpOE MOJKET OBITh OOHAPYKEHO, HAIIPUMED, MIPH HCIIOIB30BAaHUN aHTUTENa mpoTuB I1L-13, kak ommcaHo BBI-
me. HeorpannduBaromue npuMepbl HapyIIEHUH, KOTOPbIE MOXHO JICYUTH C IIPUMEHEHHEM aHTHTEN COTJIACHO
M300pETEeHHIO, BKIIIOUAET acTMY, HallPpHMeED, JIETKYI0 aCTMY WIM acTMy CpPeJHEH TSDKECTH, 203UHO(MIBHBIN 330-
(barur, a TakKe HapylIeHHs, 00CY)KJaeMble B pa3aeiax HIKe, KOTOPbIe OTHOCITCS K (papMaleBTUIECKUM KOM-
MO3UIMSIM aHTHUTEJ COTIIaCHO M300PETEHHIO.

IL-13 urpaer xio4eByro pojb B KauecTBE (DaKTOPa, BHI3BIBAIOIIETO ITATOJIOTHYECKHE OTBETHI, CBSI3aHHBIE C
acTMoit u D03. Bupouewm, npyrrue MeIuaTophl pa3IHIHBIX KMMYHOJIOTHUECKUX ITyTeH Takke y4acTBYIOT B ITaTO-
reHes3e 3a00JIeBaHus, ¥ OJIOKHUPOBAHUE dTUX MEAMATOPOB, B AomnoiHeHue K IL-13, MoxeT 00eCieunTh TOTIOTHY-
TEJIHHYIO TEPANEeBTHUECKYIO 2 (HEKTUBHOCTD.

A. D0o3uHO(WIEHBIC HAPYIIECHUS, TAKHE KaK 303MHOPMIBHBIN 330¢arut (3009).

B oxHOM BapmaHTe OCYIIECTBICHUS 303WHO(DHUIBHOE HAPYIICHHE, KOTOPOE MOXHO JICYUTH C IIPUMEHEHUEM
agTuTen npoTuB IL-13 1 UX aHTUTEHCBA3BIBAIOIINX (HPPArMEHTOB, PACKPHITHIX B HACTOAIIEM ONMCAHUH, SBIISACTCS
903MHO(QWILHBIM HapyIIEHHEM CO CTOPOHBI XelTyaouHo-kumeyHoro tpakra (EGID). DozunoduibHble Hapyie-
HHS CO CTOPOHBI JKEJYJOYHO-KUIIEYHOTO TPAaKTa OMNpEAENICHBl KaK HapyIICHHs, KOTOpbIe N30MpaTesibHO Hopa-
JKAIOT JKEITyJOYHO-KUIIEUHBIH TPAKT, ¢ OOJIBIIUM KOJIMYECTBOM 03WHO(HIIOB B OYare BOCIHAJICHUS B OTCYTCTBUE
W3BECTHBIX MPUYHH 303UHOQIINY (HAIPUMED, PEAKIUU Ha JICKAPCTBEHHBIC CPEICTBA, apa3uTapHbIc HH(EKINU
U 3JI0KauecTBEHHOe HOBooOpazosanue). IIpumepsr Hapymennit EGID, xoTopble MOXKHO JICUUTH KOMITO3ULIUSIMH
COTJIACHO HACTOSIIEMY OMHMCaHMIO (COBOKYITHO HA3bIBAEMBIX "HAapYIICHHs COTJIACHO HACTOSILIEMY ONHCaHUI"),
BKITIOUAIOT, 0€3 OrpaHMyYeHUs TMEepEUNCICHHBIMU, Y03WHOPMIBHEIN 330¢parut (303), 203MHOGUIBHBINA TaCTPUT
(Dol), ro3uHOpuIBHBIH gyoneHUT (Do/l), 203uHOoGMIEHEIN efoHuT (DOoE), s03uHopmmbHEI wient (DoW) u s0-
3uHOQUIBHBINA KoHT (D0K).

Brrreykasannsie 3a007€BaHUS MOTYT IPHCYTCTBOBATh y CYOBEKTOB IO OTACTHFHOCTH WM BMecTe. YacToTa
JarHO3a MOXET M3MEHATHCS B 3aBHCHMOCTH OT BO3PAacCTa, TOJIa, pachl U APYTHX COOTBETCTBYIOIINX HACIEICT-
BEHHBIX (PaKTOpOB W/win (PakTOpoB BHEIIHEH cpexbl. Hampumep, 303WHOMGMIBHEINA 330(harutT (auiepruaeckui
330(aruT), BO3MOXKHO, sBIsieTCsl Hanboisee pacrpocrpaHeHHbM EGID, nopaxatomumm npuMepHo 1% momyis-
K. D00 - aJuIepruiecKoe BOCHAIUTENIFHOE 3a001eBaHNe MHUIIEBOIa, KOTOPOE BKII0OYaeT HHQMIBTPALMIO 203U~
Ho(moB (Arora et al., Gastroenterology and Hepatology, vol. 2, no. 7, pp. 523-530 (2004)). C npyroii CTOPOHBI,
903MHOQMIBHBIA TacTpodHTEpUT (Dol’) sABISETCS pPEeaKHMM M TETEPOr€HHBIM COCTOSHHEM, XapaKTepHU3yeMbIM
ouaroBod win TUPPY3HOH 303UHOGUIBHON HHOWIETPAKUEH B TKAHU JKEIYIOYHO-KUAIICYHOTO TPaKTa, HAMPH-
Mep, TKaH!, BHICTHJIAIONINE JKEITYIO0K, TOHKYIO KUKy u ToJicTyro kumky (Whitaker et al., Eur J Gastroenterol
Hepatol., 16(4):407-9 (2004)). Do3unodpmibubiii gxyoneHuT (Do) Hanboee gacTo HaOMIOAAECTCA Y TAIIMICHTOB
JIETCKOTO BO3pacTa M XapaKTEePH3yeTCs Y03MHO(PHMIBLHBIM BOCHAJICHHEM TOHKOW KHIIKH, KOTOPOE MPUBOIUT K
npoxaykiuu jekorpueHoB (Gaertner et al., Gastroenterology Research and Practice, Article ID 857508 (2011).
Do3uHOGMITBHBIN HieuT (Do) xapakTepu3yeTcs MacCOBOW MHMMIBTpAITUEit 203MHO(HIOB U TYYHBIX KJIETOK B
MOJB3IONIHYI0 KHIIKY M YacTO XapaKTepHu3yeTcs mepdopanuel W peMoAeIMpOBaHHEM CTEHKH KHUIICYHHKA
(Lombardi et al., Allergy, 62, 1343-1345 (2011)). Do3unodmibsHbI eronT (J0E) - penkoe Hapymenune, xapakx-
Tepu3yemMoe MHPUIbTpael 503MHO(WIOB B KHIICYHHK, U XapaKTepu3yeTcsi 00JIbI0 B KMBOTE M CUMITOMAaMHU
HapyIIEeHHs MTPOXOJMMOCTH C COITyTCTBYIOIEi morepeit Beca (Caliskan et al., Langenbecks Arch Surg., 395:99-
101 (2010)).

"D03uHOQMITEHBIH 330¢arut" (D03) NpU UCIOIB30BAHUH B HACTOSIIEM M300PETEHUH OTHOCUTCS K BOCIIA-
JUTENFHOMY 3a00JIEBaHUIO, XapAKTEPU3yEMOMY MaTOJIOTHYECKIM Y03MHO(MMIBHEIM BOCIIAJICHUEM B ITUIIEBOAC U
nuchyHkImel nmumeBoaa. OCHOBHBIE CHMITTOMBI D00 BKIIIOUAIOT, 0€3 OrpaHUYCHHS MEPEUYUCICHHBIMU, 00JIb B
rpyau u 00k B )KHMBOTE, TUC(ATHIO, U3KOTY, OTKA3 OT €IbI, PBOTY M 3aTPyAHCHHOE MpoXokaeHne numu. Kiu-
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HHUYECKas MMaToyorus D00 XapaKTepu3yeTcs MPUCYTCTBUEM IPEOHEH MM Tpaxeoro100HbIX KOJIell B CTEHKE IH-
IIeBO/Ia U 303MHO(MIEHON HHOUIBTPAUH B CIIM3UCTON 000JI0UKE MUIIEBOa. J0D B HACTOSIIEE BPEMs AUArHO-
CTHPYET C IOMOIIBIO YHIOCKOINH ITHIIIEBOAA, COPOBOKIAEMOI MIUKPOCKOITMYECKAM M OMOXUMHYECKUM HCCIIe-
JIOBaHUEM CIU3UCTOW 00O0JIOYKH THIIEBOAA. 0D MOKET OBITh KIaCCH()HUIIMPOBAH KaK aJICPTHICCKUN HITN He-
AIJIePTUYECKHiA, B 3aBUCHMOCTH OT CTaTyca cCyObekTa. B o1HOM BapHaHTe OCYIIECTBIICHHUS CIIOCOOBI, PACKPHITHIC
B HACTOSIIEM JOKYMEHTE, MOTYT IPUMEHSITHCS I JIeUeHHs ajurepruaeckoro 302. B apyrom BapuanTe ocyte-
CTBJICHHS CTIOCOOBI, PACKPHITHIE B HACTOSIIEM JTOKYMEHTE, MOTYT MPUMEHSTHCS IUIS JICUCHHUS HEaIepIrHIeCKOTo
D00.

[Tpn ucnonb30BaHUM B HACTOSIIEM H300pETEHUH TEPMHHBI "1e4uTh", "IedeHne" M T.II. 03HAYaroT o0Jer-
YEeHHUE CHMIITOMOB, YCTpaHEHUE THOJIOTMH CHMITOMOB Ha BPEMEHHOHM WM MOCTOSHHOW OCHOBE WJIM IPENOT-
BpallleHHE WM 3aMe/JICHUE MOSBICHUSI CUMIITOMOB 303WHO(GMIBLHOTO BOCHAJICHHS B IHIIEBOJE. B HEKOTOpPBIX
BapUaHTaX OCYLIECTBIICHNS] HACTOSAIINE CIIOCOOBI MOTYT MPUMEHSTHCS JJIsl YMEHBIICHHS YUCIa CHMIITOMOB HIJIH
MOKa3aHHUH, CBS3aHHBIX C 03MHOQMILHBIM HapylleHHeM, HanpuMmep D0D. KoHKpeTHbIE BapHaHTBI COTJIACHO
HACTOSIIIEMY OIMCAHUIO OTHOCSTCS K CIIOCO0aM JICYCHUS] WIIM YMEHBIICHHS TSHKECTH 110 MEHBILEH Mepe OJHOTO
CHUMIITOMA WIIH TIOKa3aHUs, CBA3aHHOTO C 303MHO(QMIBHBIM HapyIICHUEM.

B Takmx BapmaHTax OCYIIECTBICHHS HACTOSIINE CIIOCOOBI MOTYT IPUMEHSTHCS ISl JICUCHHS WIH yMEHbB-
IICHUS TSDKECTH 10 MEHBIIEH Mepe OTHOTO CHMITTOMA FIUTH ITOKa3aHHs S03MHO(PIIEHOTO HAPYIICHHUS CO CTOPOHBI
kenmynouHo-kumedroro tpakta (EGID). B wactHocTH, Hapymenne EGID BbIOpaHO M3 TPYNIbBI, COCTOSIIEH W3
303uHOPUILHOTO 330(aruta (303), s03uHOPHUIBLHOTO TacTpuTa (D0l)), s03MHOGHIBLHOTO Aayoxenuta (Doll),
303uHOPMILHOTO efoHUTa (DOE), s03uHO0MMIpHOTO Mienta (Do) u so3unodpmibHOTO KosmTa (oK), Cumrmto-
MBI WJIM NOKa3aHHs, KOTOPbIE MOXHO JICYHTh B COOTBETCTBUH C 9THM BapHaHTOM OCYILIECTBJICHUS, BKIIOYAIOT,
0e3 orpaHHuYCHMS EPEUNCICHHBIMHE, Y03MHOMMIBHYIO HHMIBTpanuto, pemoaeinposanue JKKT, nepdoparnmro,
BOCHaJICHUE, OJI0KaAy KHUIICYHOH ITIEPHUCTAIBTUKH, 3a1I0p, 00JIb B )KUBOTE, IIOTEPIO Beca U T.II.

B wactHOCTH, HacTosmKe CHOCOOBI MOTYT NPHMEHSATBHCS NS JICYCHHS WM YMEHBIUICHHS TSHKECTH IIO
MEHBIIIEH Mepe 0JTHOr0 CHMIITOMA WJIN TOKa3aHHs 303MHOGMILHOTO 330daruta (203). CHMITOMBI WJIN TIOKa3a-
HUS, CBSI3aHHBIE ¢ D03, KOTOPHIE MOYKHO JICYUTh B COOTBETCTBHHU C 3TUM BapHAHTOM OCYIICCTBICHHUS, BKIIIOYA-
10T, 0e3 OrpaHMYCHHs MEPEYHCICHHBIMY, BOCHANCHUE MHUINEBOA, YTONIICHWE CTEHKH MHIICBOIA, MOSBICHHE
TpaxeomnoJ0OHBIX KOJel W rpeOHell B MuIeBoIe, 00U B TPYIU U KHUBOTE, OTKA3 OT €Ibl, PBOTY, ANC(aruio u
3aTpYIHEHHOE TIPOXOXKACHUE TTHIIIH.

B sTHX BapraHTax OCyIIECTBICHNS TEPANICBTHUCCKIE KOMIIO3HIINU COTIIACHO HACTOAIIEMY OITMCAHUIO BBO-
T CyOBeKTaM, Hy)KJAIOIIUMCS B TAaKUX KOMIO3HIUAX. [IpH HCIIONB30BaHUN B HACTOSIIEM M300PETEHNH BBIpa-
JKEHUE "HYXKIAIOIIUICA B 9TOM CYOBEKT" O3Ha4yaeT 4YeJOBeKa WM HE OTHOCSIIErocs K YeJIOBEKY MIICKOITUTAIO-
IIEro, KOTOPhIE JEMOHCTPUPYIOT OJWH WM 0oJiee CHMIITOMOB WIJIM NMOKa3aHWH 303WMHO(MHILHOTO HAapYILCHHMS,
W/MIH y KOTOPBIX OBUIO TUarHOCTUPOBAHO Y03UHOPUIBHOE HapylleHHe. B yacTHOCTH, CyOBEKT AEMOHCTPUPYIOT
OJIMH MM OoJiee CUMITOMOB WJIM TOKa3aHUi, cBsizaHHBIX ¢ EGID, rne EGID BbIOpano u3 rpymnisl, COCTOSIIEH
u3 209, Dol', Do/1, Do, D0E u 30K. B ocobeHHOCTH, CYyOBEKT JEMOHCTPUPYIOT OJUH WIH 0OJice CUMIITOMOB
WIN TIOKa3aHUH, CBA3aHHBIX C 203HMHO(IIBHEIM 330¢arutoMm (202).

B HeKOTOpBIX BapHaHTaxX OCYIIECTBICHHUS CIIOCOOBI COTIIACHO HACTOSIIIEMY OIMCAHHUIO MOTYT IPUMEHSTHCS
U JIeYeHHUs CYOBEKTOB, KOTOPHIE JEMOHCTPUPYIOT IIOBBINICHHBIE YpOBHH oxaHOro wwin Oomee EGID-
ACCOITMMPOBAaHHBIX MapKepoB. Hampumep, cmocoOBI COTTaCHO HACTOSIIEMY OIMCAHUIO BKIIOYAIOT JICUCHUE
CyOBEKTOB C MOBBINIEHHBIMUA ypoBHAMU IgE B chiBopoTke (ammeprencnernuduanoro IgE w/umm obmero myna
IgE) nnm moBBIIIEHHBIMH YPOBHSAMH 30TakCWHA-3. B Ipyrux BapwaHTax OCYIIECTBICHHS CYOBEKTHI MOTYT Je-
MOHCTPHPOBATh JIpyTHUe

¢du3HoNOrMYecKre MapKepbl, TAKWE KaK, HAPUMED, TOBBIIICHHYIO YKCIIPECCHIO MPOBOCTIAINTEIBHBIX Me-
JIMaTOPOB, TAaKUX KAaK TYYHBIC KJIETKH, IMOBBILICHHYIO Y03MHO(DMIBHYI0 HHOHUIBTPALHUIO CIM3HCTOH 000JI0YKH,
YTOJIIIEHHE SIUTEINAIBHON BBICTHIIKH, AUC(ATHIO,

3aTpyJHEHHOE TPOXOKAECHUE MUIIH, 00Jb B TPYIU M KUBOTE WM MX KoMOuHaruio. B oxHOM BapuanTe
OCYIIECTBIICHHS TTOBBIIICHHBIN YPOBEHD SIBJISICTCS IBYKPaTHBIM YBEIMYECHUEM SKCIPECCHU MapKepa I10 CpaBHe-
HHUIO C KOHTPOJBHBIM YPOBHEM Mapkepa y cyObekTa, He nMmeromero J090. B omHOM BapuaHTe OCYIIECTBICHHUS
TIOBBIIICHHBIN YPOBEHB SBISETCS 3-KPaTHBIM, 4-KpaTHBIM WM S5-KpPaTHBIM yBEITHYEHHEM JKCIIPECCHH MapKepa
0 CPAaBHEHUIO C KOHTPOJLHBIM YPOBHEM MapKepa y CyObeKTa, He IMEIOIIero D00.

B BapmaHTax OoCyIIeCTBICHHUS, HAIPABICHHBIX Ha TEPanmuio D03, CIIOCOOBI COTIACHO HACTOAIIEMY OIIHCa-
HHUIO BKIIIOYAIOT JICYCHHE CYOBEKTOB C MOBBIIICHHBIMU YPOBHAMHU D03-aCCONMUPOBAHHBIX MapKepoB. [IprumMepst
D03-acCcOUMUPOBAHHBIX MAPKEPOB BKIIIOYAIOT, 0€3 OTpaHUYEHUS MIEPEUNCICHHBIMH, Hal[PUMEp, MOJIEKYIY, BbI-
OpaHyI0 M3 IPYIIEL, COCTOSIIECH 13 303MHO(MIOB MUILEBO/IA, Y0TAKCHHA-3, MeproCcTHHA, IgE chiBopoTky, 1L-13,
IL-5, perymupyemoro tumycom u akruBanueid xeMokrHa (TARC) chIBOpOTKH, THMYCHOTO CTPOMAJIBHOTO JIMM-
¢omostuna (TSLP), so3unoduibpHOro karnonHoro 6enka (ECP) criBopoTKH M 203MHOGHIBLHOTO HEHPOTOKCHHA
(EDN). [pyrue cooTBeTCTBYIOMHE D0D-aCCOMMUPOBAHHBIE MapKePhl BKIIIOYAIOT, HAPUMEpP, KOJIHYECTBO =15
903MHO(GUIOB B 1OJIe 3peHus 1o OonbimmM yBenmdenueM ([13BY) B numeBose, NOBBIIIEHHOE KOJIMYECTBO TIe-
pudepudeckux s03uHodpunos (>300 kiaeTok/MKi) nin nosbeieHHbH IgE ceiBopoTku (>150 KE/nM) niam ux koM-
Ounanunio. B onHOM BapHaHTE OCYIIECTBICHHS IMOBBIIICHHBIH YpOBEHb SBISIETCSI BYKPATHBIM YBEIHUCHHUEM
SKCIIPECCHH MapKepa 10 CPAaBHEHHIO ¢ KOHTPOJIBHBIM YPOBHEM MapKepa y cyObekTa, He mMeromero 209. B ox-
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HOM BapHaHTE OCYILICCTBIICHHS MOBBIIICHHBIN YPOBEHb SBISACTCS 3-KPATHBIM, 4-KPaTHBIM WA 5-KPaTHBIM yBe-
JIMYEHUEM 3KCIIPECCHU MapKepa MO CPABHCHHIO C KOHTPOJIEHBIM YPOBHEM MapKepa y CyObekTa, He MMEIOIICTO
D00.

B onmHOM BapmaHTe OCYIIECTBICHHS CYOBEKT WIIM MAMEHT SBISCTCSA JKUBOTHBIM, IPEATIOYTUTEIHHO MIle-
KOTUTAIOIIMM WK niTuiiel. Hanbonee mpeanoyTuTensHo CyOBheKT BBIOpAH W3 TPYIIIBI, COCTOSINEH W3 JIIOJICH,
cobak, KOIIeK, CBUHEH, KOpoB, OyHBOJIOB U Jomazaei. Hanbosee mpeamouTUTEIbHO CYObEKT SBIISETCS TaIlueH-
TOM.

B HEKOTOPHIX BapHaHTaX OCYIIECTBICHUS CIIOCOOBI HACTOSIIETO OMMCAHMS MOTYT IPUMEHSATHCS IS JIede-
HUS 903MHO(WIBHOTO HapylleHus (Hanpumep, D03) y AeTeid Bo3pacToM MeHblIe 3 seT. Hanpumep, HacTosmue
CHOCOOBI MOTYT IIPUMCHSATHCS JUIS JICUCHUS MIIAZICHIICB BO3PACTOM MEHBIIE 1 MecsIa, 2 MecsIeB, 3 MecsIeB, 4
MeECSIEB, 5 MecsIeB, 6 MecaleB, 7 MecsIeB, 8 Mecanes, 9 Mecsanes, 10 mecanes, 11 mMecsieB wiM MeHbIne 12
MecsIeB. B Ipyrux BapuaHTax OCYIICCTBICHUS CITOCOOBI COTIIACHO HACTOSIIEMY OMUCAHHUIO MOTYT IPUMCHSTHCS
JUTSL JICUCHHS JeTeH Bo3pacToM Oombie 3 jet, Oonblie 4 ner, 5 jer, 6 nert, 7 ner, § net, 9 ner, 10 net, 11 ner, 12
net, 13 ner, 14 net i Goukine 15 et (BKIFOYast BCE MPOMEKYTOUYHEIC BO3PACTA).

B mogo0HBIX BapHaHTaxX OCYIIECTBIICHHS CHIOCOOBI HACTOAIIETO ONMCAHMS MOTYT IMPUMEHSTHCA I Jede-
HUS D00 y B3pocbix cyobekToB. [loa "B3pocibiMu" moapazymMeBaroT CyObeKTa BO3pacTOM IO MEHBIIEH Mepe
16 1eT, KOTOPHI BKIIOYAET CyOBEKTa, BO3PACT KOTOPOTO COCTABIISET, Hanpumep, 16 net, 17 net, 18 ner, 19 ner,
20 net, 25 ner, 30 ner, 40 net, 50 net, 60 net, 70 ner, 80 yet, 90 neT wiau GoJbIIE (BKIIOYAS BCE IPOMEKYTOU-
HBIE BO3pacTa).

B onmHoM BapmaHTe OCYyIIECTBIICHHS, PACKPHITOM B HACTOSIIEM ONMCAHHUH, CIIOCOOBI JICUCHUS WIH YMEHbB-
IICHUS TSDKECTH 110 MEHBIIEH Mepe OJTHOTO CUMITOMA 303WHO(MIEHBIX HAPYIICHUN Y CyOBeKTa, HYKIAIOIIero-
Cs B OTOM, BKJIIOYAIOT MEPBBIH OTOOP CYOBEKTa, KOTOPHIH JAEMOHCTPHUPYET IO MCHBIICH MEpe OJMH CHMIITOM,
CBSI3aHHBIN C PO3MHO(IIFHBIM HAPYIIICHUEM, U BBEICHUE CyOBEKTY TeparneBTHICeCKU 3PPEKTUBHOTO KOJINICCTBA
AHTHTENA K MHTEPJICHKIHY- 13 WK ero aHTUreHCBSI3bIBAIONICTo (pparMeHTa.

1. OT60p CyOBEKTOB.

B oaHOM BapuaHTE OCYIIECTBIICHHS CIIOCO0 BKIIIOYAET CHaydayia oTOOp CyObeKTa, KOTOpBId uMeeT J03. B
OTHOM BapHaHTE OCYIIECCTBJICHHS CHOCOO BKIIFOYAET CHadaja O0TOOp CyOBEKTa, y KOTOPOTO AWATHOCTHUPOBAIN
D03. B gacTHOCTH, CYOBEKT SBISIETCS MAIIMEHTOM, KOTOPBIH IEMOHCTPUPYET 10 MEHBIIECH Mepe OJHH CUMITOM
M nokaszanue, cesizanHoe ¢ EGID. B ocobeHHOCTH, CYOBEKT SBISACTCS MAIIEHTOM, KOTOPBIH IEMOHCTPUPYET
IO MEHBIIIEH Mepe OJIUH CUMIITOM WJIH MOoKa3aHue, cBsa3aHHoe ¢ EGID, koTopslii BEIOpaH M3 TPYIIIBI, COCTOSIIEH
n3 D003, Dol’, Do/l, JoU, D0E u DoK. Bropoii 3Tam BKIOYaeT BBECHUE KOMITO3HUIIUU COTIACHO HACTOSIIEMY
OIMCaHMIO, BKIIoYatonel antureio K IL-13 uau ero aHTUreHCBS3BIBAIOININ (parMeHT.

B pamMkax HacTOsIIEro BapuaHTa OCYIICCTBICHHUS 3Tall 0TOOpa MOXKET UCTIONB30BAThCS IS OMpPEICIICHHS
MOJTPYIIBI COBOKYITHOCTH, KOTOpasi MOJBEpraeTcsi 0ojice BRICOKOMY PUCKY J03MHO(HIIFHOIO HapylicHHs. B
TaKWX BapHaHTaX OCYIICCTBICHHUS CYOBEKT MOXET JICMOHCTPHPOBATH KOHKPETHBIM NMPHU3HAK MU COCTOSHHE,
ACCOLIMMPOBAHHBIE C J03MHOMWIBLHBIM HapylieHueM. Hampumep, "HyXIalOOIMHCS B 3TOM CYOBEKT" MOXET
BKITIOYATh CYOBEKTA, CTPAJAIONIETO AJUICPTHYSCKUM 3a00JICBAHUEM TN HAPYIICHHEM, TAKUM KaK THIICBas aj-
JIeprusi, aTONMYECKUH IepMaTHT, aCTMa, aJUIEPTUIECKAN PUHUT U aIJIEpIrHICCKIA KOHBIOHKTUBUT. B HEKOTOPHIX
BapHaHTaX OCYIIECTBIICHUS TEPMUH "HYKIAIONIUICS B 3TOM CyOBEKT" BKIIIOYAET CYOBhEKTa, KOTOPBIH IO WK BO
BpeMs TEpaIuy 303WHOMMIBHOTO HAPYIICHUS UMEI WM Y KOTOPOTO THArHOCTHPOBAIN aTOIMMYECKUHA IepMaTHT,
acTMy, aJJICPTHYSCKUH PUHUT WIHM aJICPTHYECKIi KOHBIOHKTUBUT. B APyrux BapmaHTax OCYIIECTBIICHHUS Tep-
MUH "HYXIAIOIIHNACS B TOM CYOBEKT" MOXKET BKIIOYATh TOATPYIITY CYOBEKTOB ¢ HACIEACTBEHHBIMU 3a00JIeBa-
HUSIMH COCJIMHUTEIILHON TKaHH.

B apyrux BapmaHTax OCYIIECTBICHHUS ATall 0TOOPa MOXKET UCHONIB30BATHCS IS OMPEACICHUS ITOATP YIIIThI
COBOKYITHOCTH, B KOTOPO# ¢ 00JIee BRICOKOH BEPOSTHOCTBIO Tepanus aHTUTeNIoM I1L-13 mim ero aHTUTEeHCBSI3bI-
BarommM (pparmeHToM Oyzaet 3¢ dhexTuBHOMN. [IpuMepoM Takoi MOATPYIIIBI COBOKYITHOCTH SIBJITFOTCS TTAIIMEHTHI
¢ D0D, KOTOpHhIE paHee MPOXOAWIH TEPAIHIO IT0 MEHBIICH MEpe OIHHM CTCPOHMIHBIM CPEACTBOM, HO KOTOPBIX
CUHTAI HEOTBCUYAIOIIUMHU, PEPPAKTSPHBIMHU MIIH HMEBIIIMMHU PEIUINB TIOCIIC TEPATIMH CTEPOUIHBIM CPEIICTBOM.

B TepaneBTHUEeCKMX BapHaHTaX OCYIIECTBICHUS, JOMOTHHUTEIBHO BKIIOYAIONINX OTOOpP BOCTIPHHIMYHBON
MOJPYTITEI COBOKYITHOCTH, CIIOCOOBI MOTYT BKJIIOYATh PEaN3aIliio OJHOTO WU OoJiee peakTHBOB W/MIIH CPE/ICTB
oOHapyxeHHUs crnenuuUecKkux MapkepoB 3aboyieBaHus, acconuupoBaHHbIXx ¢ EGID. Hampmmep, EGID-
ACCOITMMPOBAaHHBIE MapKephl MOTYT BKJIIOYaTh OEIKOBBIE MapKephl, TaKWe KaK MOBBIIICHHBIE YpoBHU IgE mmm
TIOBBINIICHHBIE YPOBHU 3d0TakcuHa-3. B npyrux BapmanTtax ocymectBienus EGID-accormupoBaHHBI Mapkep
MOJKET BKIIIOYATh (PU3UOJIOTHUCCKIE MapKepHl, HAIIPUMEP, OBEPIKCIIPECCUIO IPOBOCHIATUTEIFHBIX MEAUATOPOB B
MUIIEBO/IE, TIOBBIMICHHBIA YPOBEHb 303WHOMMIBHON HHQUIBTPAIIMY B CITU3UCTOH 000J0YKE, YTOIIICHUE SITUTE-
nvst, mucdaruro, 3aTpyTHCHHOE TPOXO0XKACHUE UK, OOJh B TPYIU U )KUBOTE WM X KoMOWHanmio. Takxke Mo-
JKET HCIIOJIb30BaThCs KOMOWHAIUS BBINICYKAa3aHHBIX MAapKepOB, HApuUMep, OMoMapkepa U (U3HOJIOTHYECKOTO
Mapkepa.

B koHTekcTe neueHus J03-creuuuecKuX CyObeKTOB CIIOCOOBI COMNIACHO HACTOSIIEMY ONACAHUIO MOTYT
BKITIOYATh CHAYaJIa UACHTH(DHUKAIIHIO MOTPYIITEI CyOBEKTOB, CTPAJAIONINX D03, HA OCHOBE OOHAPYKEHUSI D02-
crieruduieckoro mMapkepa. IlpuMepsl DoD-crermupuIeckux MapKepoB BKIIOYAIOT OWOMapKephbl, HalpUMep,
OenkoBBIe MapKephl U (hu3HoJorudeckre Mapkepsl. Hanpumep, D09-criennpudeckuii OmoMapkep MOXeT OBITh
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MOJICKYJION, BEIOPAHHOW W3 TPYIIIBI, COCTOSIICH U3 303WHO(MIOB MUIIEBO/AA, YOTaKCHHA-3, mepuocTuHa, IgE
ceiBopoTkH, 1L-13, IL-5, perynupyemoro tnmycom u aktuBanmeil xemokuna (TARC) cbIBOPOTKH, THMYCHOTO
ctpoMaibHOro JInMpornodtuHa (TSLP) cerBopoTkH, s03uHODHIBHOTO KatTnoHHOTO Oenka (ECP) u s03uHO(MIE-
Horo HetiporokcuHa (EDN). Tlpumepsl D032-acCONMUPOBAHHBIX (DU3HOJOTHUECKHX MAapKEepOB BKIIIOYAIOT, Ha-
pUMep, KOIMYeCTBO =15 303uHOGMIOB B mojie 3peHus nox oonbinuM yeenundeHueM (I13bY) B numeBone, no-
BBINIEHHOE KOJMYECTBO Mepudepudeckux 303uHoPmIoB (>300 KI1eTOK/MKIT) WU MOBBIIeHHBIH IgE chiBOpoTKH
(>150 xE/m) wmn nx xomOmHanuio. Taxke MOKET HCIOJIB30BaThCS KOMOWHAIIMS BBINIEYKa3aHHBIX MapKepOB,
HanpuMep, OnomMapkepa U GU3NOIOTHISCKOTO MapKepa.

Oran oTOOpa MOXKET BKIIOYATh, aTbTEPHATUBHO WIIM JOTOIHHUTEIBHO, OTIPE/eIeHIe S03MHODIIIEHON HH-
dunpTpanuu, pemoaenupoBanus XKKT, nepdopanwm, BocnaneHus, 6J10Kaapl KHIIETHON TEPUCTATBTHKH, 3aT0-
pa, 6011 B KHMBOTE, IIOTEPH Beca U T.11. B oTHomeHnn D03 3Tan 0TOOpa MOXKET BKJIIOYATH ONpE/IeICHHE BOCa-
JICHUs MMHMICBOA, YTONIICHHUS CTCHKHU MUIIEBO/IA, MOSBICHHS TPAXCOMOIOOHBIX KOJICI WK TpeOHEH B MUIIEBO-
Jie, OOJIH B TPY/AY U )KUBOTE, OTKa3a OT €JIbl, PBOTHI, qUc(aruu U 3aTPyIHSHHOTO MPOXO0kKAeHUS nuiiy. [Tomoxu-
TeNbHAs UACHTH(UKAIUS MOKET BKJIFOYATh MPUCYTCTBUE IO MEHBINECH Mepe 1, Mo MeHbIIeH Mepe 2, M0 MEHb-
mieit Mepe 3 uian OoJIbIle U3 BBIICYKa3aHHBIX MapKEpOB.

B wactHOCTH, CYOBEKTHI, KOTOpBIE OTOOpAaHBI [UIA JICYCHHUS B COOTBETCTBHHU C HACTOSIINM OITMCAHHEM,
BKITIOYAIOT CYOBEKTOB, KOTOPHIE IEMOHCTPUPYIOT IO MEHBIICH Mepe OIWH M3 BHIIICYKa3aHHBIX IPU3HAKOB, Ha-
TprUMep, MHIIEBYIO aJUIEPTUI0, aTOMMMYECKUN ePMaTHUT, aCTMY, aJUIEPTUYECKUN PUHHUT M aJUICPTrHIeCKUN KOHB-
IOHKTHBHT, ¥ KOTOPBIE TAK)KE MMEIOT TOJIOKUTENbHBIN pe3ynbTraT Ha EGID-accormupoBanHblii Onomapkep, Ha-
npumep, IgE, sotakcun-3, mepuoctus, IL-5 wmm IL-13.

B nogo0HBIX BapuaHTax OCYIIECTBICHUS "HYKIAIOMIMIACS B 3TOM CYOBEKT" BKIIIOYaeT CyOheKTa, IyBCTBU-
TENBHOTO K ajutepreny. Hampumep, "HyXIaromuiicst B 7ToM cyObeKT" BKIIIOUaeT CyObeKTa, KOTOPHIH MOXET Je-
MOHCTPHPOBATh OJHY U3 CICAYIONINX XapaKTePUCTHK: () MOJABEPIKEH AJUIEPTUICCKAM PEAKIIMAM WA PEAKIIHIM
IpU KOHTaKTe C OJHUM WM Oonee aminepreHamu; (b) paHee IEMOHCTPHUPOBAI aJUICPIHUYECKYIO PEAKIHIO HIIH
peakuuio Ha OJMH WM OoJiee aJUIEPreHOB; (C) MMeN M3BECTHBIE clydau ayurepruu; w/wuinu (d) geMoHcTpupyer
MPU3HAK WIA CUMIITOM aJUICPTHYSCKON PeaklUu MU aHA(pUIAKCHU. B HEKOTOPHIX BapHWaHTaX OCYIICCTBICHUS
CyOBEKT MMEET AJUICPTHIO Ha aJUIepreH, accoruupoBanublii ¢ EGID unu KoTophIil Aenaetr cyObeKTa BOCIIPHUM-
YUBBIM WJIU TTOABEPKEHHBIM pa3BuThio EGID. B wacTHOCTH, CYyOBEKT MMEET allJIepruio Ha ajulepreH, acCOIHH-
POBaHHBIN ¢ D0D MM KOTOPHIH JeTaeT CyObeKTa BOCIPUUMYUBBIM HITH TIOJBEPIKEHHBIM Pa3BUTHIO D00,

Tepmun "amnepreH" Mpu UCIOJB30BaHUU B HACTOSIIEM OTHMCAHWU BKIIIOYAET JTF000E BEIIECTBO, XUMHUE-
CKO€ COEIMHEHHUE, YaCTHUILY FIIM KOMIO3HIINIO, KOTOpas CIIOCOOHA CTUMYJIMPOBATH AJUIEPTUYECKYIO PEaKIHio Y
YyBCTBUTEIHHOTO CyOBEKTa. AJIIEPTeHBI MOTYT COAEPKATHCS B MHUIIE WM MOTYT OBITh TOJXYYEHBI U3 TaKHX ITH-
IIEBBIX MPOIYKTOB, KaK, HAIPHMEP, MOJIOYHEIE POAYKTHI (HAIIPUMEpP, KOPOBBE MOJIOKO), SHII0, MIIEHUIIA, CO,
KyKypy3a, pOb, pbi0a, BOJHbBIE OCCIIO3BOHOYHBIC, apaXUC U JPEBECHBIC OpexH. B anbpTepHaTnBe aniepreH mMo-
JKET COIEPIKAThCS B HEMHUIICBOM HCTOYHHUKE MM MOTYT OBITH ITOJYYCHBI W3 HEMHUIIEBOTO MCTOYHHKA, TAKOTO
KaK, HalpuMep, IBUTh (HAllpuMep, COJepIKalias IMBUICBBIX KJICHICH), MBUIbIA, S]] HACEKOMBIX (HAIpuMmep, s
m4eJ, 0C, MOCKHTOB H T.JI.), IUIECEHb, YACTHUIIBI IMUTEIIUS U MICPCTH KUBOTHBIX, TATEKC, MCIUKAMCHTEI, JICKAPCT-
BCHHBIC MPeMnapaThl, aMOPO3HUsl, TPAaBIHHUCTHIC PACTCHUS U Oepe3a.

B HEekoTOpBIX BapuaHTaX OCYIIECTBJICHUS TEPMHH "HYXIAIOIIHIACS B 3TOM CYOBEKT" BKIIIOUAET TOATPYIIITY
COBOKYITHOCTH TTallMEHTOB, KOTOPast AEMOHCTPHUPYET aJUIEPTHUECKYI0 PEaKIMIo Ha MUIIeBOi amiepreH. Hampu-
Mep, "HyKIAIOUUICS B 3TOM CYOBEKT" MOXET BKIIOYaTh CYOBEKTa, KOTOPHIM WMEET ajuIepryio Ha ajliepreH,
COJIIEPIKAIIIICS B TIMIIIEOM MPOAYKTE, BKIIOYAIOMIEM, O3 OTpaHNICHUS ePEUNCICHHBIMU, MOJIOYHBIA MPOIYKT,
SHTIO0, TIIIEHUITY, COI0, KYKYPY3Y, POXKb, pbIOy, BOZHOTO OECIIO3BOHOYHOTO, apaxmc, IPEBECHBIN OpeX, TOBSANHY,
KypHILy, OBEC, TIMEHb, CBHHUHY, CIIap>KeBYIO (pacons i HPYKTHI, TaKHe KaK SOJIOKO U aHAHAC.

B HEKOTOpBIX BapHaHTaX OCYIICCTBICHUS TCPMUH BKIIOYACT CYyOBEKTA C aJUIeprucii Ha HEMUIICBON ayutep-
TCH, TAaKOW KaK allIepTeHBbI, MOJYYCHHBIC U3 IBUTH, TUICCCHU, HACCKOMBIX, PACTCHHM, B TOM YHWCIIC MBUIBII,
JIOMAIITHUX JKUBOTHBIX, TAKUX KaK KOIIKH M cOOaKku. [IpuMephl HEMUINEBHIX aUICPIeHOB (TaKKe M3BECTHBIX KaK
9KOJIOTUYECKUE aJUICPTeHbl WK aJUIEPTCHOB BO3yXa) BKIIOUYAIOT, O¢3 OrpaHHYCHHUS MIEPEUNCICHHBIMU, aJlIep-
TCHBI TBUICBBIX KJICHICH, aJUICPTeHbl MBLUTBIBI, aJUICPTECHBI YaCTHUI] SMUTEIUS M MICPCTH KUBOTHBIX, S| HACEKO-
MBIX, aJJICPTCHBI TPABSHBIX PACTCHUN U JIATCKC.

[Ipu ucnonp30BaHWU B HACTOsIIEM H300peTeHHH (Ppasbl "aeprudeckuid oTBeT", "ayuieprudyeckas peak-
s, "aeprudeckuii CMMITOM" U T.11. BKITIOYAIOT OJIWH WIIA 00Jiee MPU3HAKOB MIIM CUMIITTOMOB, BEIOpaHHBIX U3
TPYIIIBI, COCTOSIIEH U3 KPAMBHUIIB! (HAIPUMEP, CHIMTN), aHTMOHEBPOTHIECKOTO OTE€Ka, pUHNUTA, aCTMBI, PBOTEI,
YUXaHWs, HACMOpPKA, CHHYCHTA, CIE30TEYECHHUS, CBUCTIIINX XPUIIOB, OPOHXOCIAa3Ma, CHIDKCHHON MUKOBOW CKO-
poctu Beioxa (ITICB), skemy109HO-KHIIETHOTO PAacCTPONCTBA, MPUIIMBOB, MIPHUITYXJIOCTH T'y0, IPUITYXJIOCTH SI3bI-
Ka, IIOHIDKEHHOTO apTePHaIbHOTO JaBJICHUS, aHA(PUIAKCUU H OPTaHHOW AUC(YHKIIMN/HETOCTATOYHOCTH.

"Anneprudeckuii oTBeT", "anmneprudyeckas peakuus', "amaeprudeckuii CUMITOM" U T.J. TaKXKe BKIIOUAIOT
UMMYHOJIOTHYECKUE OTBETHI M PEAKIMH, TAKUE KaK, HAIPUMEP, MOBEIIMICHHYIO TPOAyKIHi0 IgE, MOBHIIICHHYIO
MPOIYKIHUIO AJJIEPreHCIenU(UIHOT0 UMMYHOTIIOOYIMHA W/WITH S03MHO(UITHIO.

BapuaHThI ocyIIecTBICHHS COTIIACHO HACTOSIIEMY ONMCAHWIO HANpaBJIEHBl Ha JICYEHHE paHee He IoJBep-
raBIIMXCS JICYCHUIO, a TAK)KE paHee IOJBEPraBIINXCS JEUCHUIO cyObeKkToB. CyOBEKTHI MOTYT BKIIOYAaTh pec-
TIOHJIEPOB, HEPECTIOHAEPOB, PEPPAKTEPHBIX CYOHEKTOB W CYOBEKTOB C PEIMINBAMH.
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[MonpasymeBaercs, 4To TepMUH "paHee He IMOJBEPraBIIUIiCS JIeUeHHIO" BKIIOYAEeT CyOBEKTOB, KOTOPHIE
paHee HUKOT/Ia HE TPOXOJAWIIM aKTUBHOTO JICYCHUS] HU OJHOTO 303MHO(MIBHOTO HapymeHus. CyliecTByomme
criocoObl Teparmuu HapymeHuit EGID BKIIO9aroT, HapUMeEp, TUETHYECKYIO TeParuio (T.e. HCKIIOYSHHE OTpe/ie-
JICHHBIX THIIEBBIX MPOIYKTOB), MEXaHMUECKOE BMEIIATEIFCTBO (HAPUMEpP, MWIATAIMIO THIIEBOJAA, TOJCTON
KHIIIKH WM TOHKOHM KUIIKH, BKITIOYask XUPYPrHYECKOE BMEIIATEFCTBO) HITH (PapMaKOIOTHIECKYIO Tepanuio (T.e.
MpUMeHEeHNEe (apMarleBTHUIECKUX CPEICTB).

B wactHOCTH, COTITaCHO ATOMY BapHaHTy OCYIIECTBIICHHS INPEIUIOKEH CIOCO0 JIeUeHUs] CyOBEKTOB, CTpa-
JAIOIINX 303MHOMMIBHBIMA HAPYIICHUSIMH, KOTOPBIE paHee MPOXOIUIN (apMaKoJIOTHIECKYIO Tepamniio. B koH-
texcte EGID, dapmakonornueckas Teparusi MOXKET BKIIOYaTh, HAIPUMED, IIPUMEHEHHE CPEJICTB, 331EpKHBAIO-
IIMX BBIJCIICHUE KUCIOTHI, TAKUX KaK HHTHOUTOPHI IPOTOHHOM MOMITBI, JICUCHHE TITFOKOKOPTUKOUIAMH, TAKUMHU
Kak (IyTHKa30H, OYAECOHH] ¥ IIUKJICCOHN, IPUMEHEHNE aHTarOHUCTOB perenTopa npocrariananHa D2, Takux
kak OC000459, cucteMHOE WM MECTHOE IPUMEHEHNE aHTUTMCTaMUHHBIX CPEACTB W/HIIN CTaOWMIN3aTOpOB Tyd-
HBIX KJIETOK, TAKMX KaK KPOMOJIMH, U TCPAITUI0 aHTUTEIIAMU, TAKHMH KaK MEIoJIn3ymal, pecian3ymad, oManu3y-
Ma0, nH}pIMKcHMal, WK SKCIIEpUMEHTAIBHBIME BEIIECTBAMH, Takne Kak MOHTeIyKacT. B ocobennoctH, co-
TJIACHO 3TOMY BapHaHTY OCYIIECTBIICHHSA, CYOBEKT HE OTBEUACT WM MEPEHOCUT PEIMIUB IPH TEPAITUU OTHUM
nin OoJree BRITIEYKa3aHHBIME (PapMaKOIOTHIECKIMHU CPEACTBAMH.

Takum 006pazom, BapHaHTHI OCYIIIECTBICHUS COTIIACHO HACTOAIIEMY OMMCAHUIO OTHOCSTCA K CIIoco0aM Jie-
YeHHs, CHIDKEHUS YHCIa, MPEIOTBPAIICHHS MM YMEHBIICHUS TSHKECTH MO MEHBIIEH Mepe OJHOTO CHMIITOMA
nnu nokazanuss EGID y cy0bekTa, KoTophlii panee noasepraics tepamud EGID 1 KOTOpOro cYyuTaroT HE OTBe-
YaroIUM Ha WIH pedpaKTepHBIM B OTHOUICHUH WM NEpeHeCHINM peruauB npu Tepanuu EGID, Bkirogaromnmm
BBE/ICHHE CYOBEKTY TepaneBTHYECKH d()(PEKTHBHOTO KOJINYECTBA aHTHUTENA K MHTEPICHKHUHY-13 WM ero aHTH-
reHcBs3bIBatonero gpparmenta. CyObeKT MPEANOYTHTENBHO SBISICTCS MALMEHTOM, KOTOPBIH JEMOHCTPHUPYET I10
MEHBIIIe Mepe OJMH CUMIITOM WJIU MOoKa3aHue, cBsa3aHHoe ¢ 303, Dol’, Do/l, o1, J0E nnu DoK. B yactHOCTH,
B THX BapHaHTaX OCYLIECTBICHHS CYOBEKT MEPEHEC PELUINB WIH SIBISIETCS pepakTepHBIM K TEparnuu CTepOHU-
JlaMH, HalpuMep, Tepanuu (IIyTHKa30HOM, Oy/IECOHHIOM M IIMKIECOHUIOM, BKJIIOYas POJCTBEHHBIC MOJIEKYJIBI,
HaIpuMep, TayTOMEPHI, AHAIOTH, NPOU3BOAHBIC BHIIICYKA3aHHBIX CTEPOHIHBIX CPEACTB. PempeseHTaTHBHBIC
TIPUMEPHI POJICTBEHHBIX COeNMHCHNH (IIyTHKa30Ha, OyJeCOHM/IAa M IUKICCOHHUIA U T.II. U3BECTHEI, HAIIpUMeEp, U3
6a3s1 xummuueckux coequaeHuit PUBCHEM.

CriocoOb1 ompesiesiennst pehpakTepHBIX CyOBEKTOB W3BECTHHI B YPOBHE TeXHWKH. Hampumep, CyOBEKTHI,
KOTOpbI€ HE NMEIOT 3HAYMMOT0 KIMHIUYECKOTO OTBETA Ha TIIIOKOKOPTHUKOHIBI B o3ax 20-80 mr/meHs (B yacTHO-
ctH, B npenenax 40-60 mr/mens) B Teuenue 30 mHEH npu mepopaibHON Tepanuu wim 7-10 mHe# npu B/B Tepa-
MM, CYUTAIOTCS CTEpPOHI-pedpakTepHBIMHI. 3HAUNMBIH KIMHUYECKUH OTBET CTEPOUIHOTO CPEACTBA IPHU Jiede-
HHUH 303MHO(MIBHBIX HAPYIICHUH MOKET OBITh OIPEJIENICH MaTOJIOTHIECKH, TUCTOJIOTMYECKH W KIIMHUYECKH.
Takue MeToaBI MOTYT BKIIIOUATh Ja0OPAaTOPHBIE MCCIEIOBaHMUS, SHAOCKOIIMYECKUI aHallN3, aHaJIM3 CTyJa, BU-
3yaJM3alMOHHbBIE HCCIeIOBaHMs (HampuMep, ¢ MOMOIIBI0 KoMibioTepHol ToMorpaduueckoit (KT) snteporpa-
¢un, MaruuTHO-pe3oHaHcHOW (MP) sHTeporpaduu nim crenuann3upoBaHHON BU3yaIH3allM TOHKOH KHIIKH C
MIOMOIIIBIO PEHTT€HOKOHTPACTHBIX IIPENaparoB) | T.1I.

2. Onpenenenue 3GPEKTUBHOCTH JCUSHUS.

CorylacHO JIpyruM acrekTaM HAaCTOSIIETO OMUCAHUS, CIIOCOOBI JeueHUss D0D CBS3aHbI C ONpeAciiCHUEM
3 dexTuBHOCTH NedenHns. COTIaCHO ATOMY BapHaHTy OCYIIECTBJIICHUS CYOBEKTY BBOISAT KOMITO3UITUIO, BKIIIO-
YaIoNIyl0 TeparmeBTHYeCKd 3(PGEeKTHBHOE KOIMYEeCTBO aHTaroHucta IL-13 W BeayT MOHHTOPHUHT HM3MEHEHHM
D0D-acCONMUPOBAHHOTO MapKepa J0 W/WIH Mociie Tepanuu. Tepanuio cuntatoT 3¢p(GHEeKTHBHON, €CIId TI0 MEHb-
mIeit Mepe oanH D0D-acCOIMMPOBAaHHBIN Mapkep (HapuMep, KOJMYECTBO 303MHO(HIOB B ITUIIEBOAE, J0TAaKCHH-
3, IgE u 1.1.) yMeHbIIaeTCs 1mocie 0HOKPATHOTO BBEICHHSI KOMITO3UIIMH 110 CPAaBHEHHUIO C YPOBHEM MapKepa y
cyObekTa 10 BBeAeHus. COrllacHO STOMY BapHaHTY OCYIIECTBJIECHUS, CHIKEHHE YPOBHS MapKepa MO MEHBIICH
Mepe Ha 40%, mo meHbel Mepe Ha 50%, mo meHbIIel Mepe Ha 60%, o MeHbiIel Mepe Ha 70%, 1O MEHbLIEH
Mepe Ha 80%, mo meHbiiel Mepe Ha 90%, mo MeHbIIel Mepe Ha 95% Wi OOJBIIE TOCIIe JICUCHHUST KOMITO3UIIH-
eil, coneprkareit antureno kK IL-13 nim ero aHTUreHCBA3bIBaoMMi (hparMeHT, 10 CPaBHEHHUIO C YPOBHEM Map-
Kepa JI0 JISUYSHHsI KOMITO3UIIeH (FITH JIedeHHe ¢ TuTae0o0) MOKa3hIBaeT, YTO JIeUueHHUE SBIsIeTCs () (HEKTHBHBIM.

B omHOM BapmaHTe OCYIIECTBICHHUS CIIOCOOBI COTJIACHO HACTOAIIEMY ONHMCAHHIO BKIIOYAIOT OINpEaesICHIe
D0D-acCONMUPOBAHHOTO TTapaMeTpa, BHIOPAHHOTO H3: () YaCTOTHI/TSHKECTH KIIMHMYECKOTO CUMIITOMA Aucharuu
COTJIACHO OIIEHKE TIO JKypHAIy eXeIHeBHbIX cuMnToMoB (DSD); (b) mukoBOT0o KOJIMYECTBa 303MHOPHUIIOB B ITH-
meBoJie (knetku/n3); (¢) cpemanx oneHok EESAI PRO; (d) oOmieli omeHKN CyOBEKTOM TSDKECTH 3a00JICBaHMUS,
(e) obmreti orleHKH MeAPaOOTHUKOM TsKecTH 3aboneBanus; U (f) KoJMuecTBa W/WIH TSHXKECTH CBSA3aHHBIX C Jiede-
HHeM HexenatenbHbIX aBieHuil (TEAE), kaxaplii 13 KOTOphIX Ooee moIpoOHO OnHcaH HIKE.

B onHOM BapmaHTe OCYIIECTBIEHUS cpeJHEe KOJUYECTBO S03MHO(MIIOB B IHIIEBOJIEC ONPEICIISIOT Y CYyOh-
€KTa JI0 W T0cie JICYCHUS] aHTUTEJIOM MJIM €r0 aHTUTCHCBS3BIBAIOIINM (pparMeHTOM, YTOOBI ONPENENIUTh OTBET
Ha sedenue. KonnuecTBo 303MHO(DMIIOB MOXXHO OLEHWTH NPH HCIIOJIB30BAaHHUHU JIFOOBIX CHOCOOOB, M3BECTHBIX
CIELUAINCTY B JaHHOI 001acTH, HarpuMmep, 0e3 orpaHUYeHHs MePEUNCICHHBIM, THCTOJIOTHH, TPOTOYHOM IUTO-
metpun. CM., myOnmkanmy 3asBok Ha nateHtT CHIA 2013/0096096 u 2009/0181099 u Rodrigo et al. (The Amer-
ican Journal of Gastroenterology 103, 435-442 (2008)), oncaHusi KOTOPBIX BKIIOYEHBI B HACTOSIIIEE OIMCAHUE
MOCPEJICTBOM OTCHUIKA. B OTHOM BapmaHTE OCYIIECTBJICHHS CpelHee KOJMYECTBO 303WHO(MIOB B IMHILEBOJIE
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U3MEPSIOT JUIs IO MEHBIIEeH Mepe OJHOro, 0 MEHbIIEH Mepe ABYX, 10 MeHbIIel Mepe 3, Mo MeHblIel Mepe 4,
MO MEHbIIEH Mepe 5, o MeHbIIeH Mepe 6, o MeHbIIel Mepe 7, o MEeHblIeH Mepe §, Mo MeHblIei Mepe 9, o
MeHbIei Mepe 10, mo MeHbpmeit Mepe 15, mo menpmeit mepe 20, Mo MeHbIIeH Mepe 25, mo MeHbinel mepe 30
wiu 0oJiee BOCHIAJICHHBIX MOJIEH 3peHus Mo OONBIINM YBEJIMYEHHEM B MUILEBOAE. B ogHOM BapmaHTe ocymect-
BIICHUS KOJIMYECTBO Y03UHO(PHUIOB MOXKET OBITH U3MEPEHO C TIOMOIIBIO JIFOOOTO U3 JOCTYIHBIX B IIpoake Ha0o-
poB.

B omgHOM BapuaHTe OCYILIECTBICHHS CPEIHEES KOJIHMUECTBO 303MHO(DMIOB B MHUIIEBOAE [0 MEHBIICH Mepe B
5 BOCIIaJICHHBIX MOJIAX 3peHwmsI 1o 0onbimuM yBenudenrneM (I13BY) B mumieBoe onpenemsioT y cyobekTa nepen
JICYCHUEM aHTHUTEJIOM WM €ro aHTUICHCBS3BIBAIOMINM (parMeHTOM. B 01HOM BapuaHTe OCYIIECTBICHHS KOJHU-
4ecTBO >15 KIIETOK/I3 yKa3bIBaeT, 4To cyObekT nmeeT D02. Kak npaBuiio, cpeHee KOIUYeCcTBO 203UHO(PHIOB B
MUIIEBOJIE Y CYOBEKTOB ¢ D03 cocramiser 50-200 kierok/m3, 80-150 kierok/m3 u, B ocodbeHHocTH, 90-125 kie-
TOK/TI3. B 1momoOHOM BapuaHTE OCYIIECTBICHHS KOJIMYeCcTBO 15-40 KIIETOK/M3 yKa3blBaeT Ha JIETKYIO CTe-
HEHB/TsDKeCTh D09, KomudecTBO 41-80 KIIeTOK/I3 yKa3bIBaeT Ha CPEHIOI0 CTEIICHB/TSHKECTh D00 M KOJINYECTBO
>80 KJICTOK/I3 YKa3bIBAIOT Ha BEICOKYIO CTETICHB/TSHKECTh J00.

B oxgHOM BapuaHTe OCYILIECTBJICHHS CPEIHEES KOJIHMUECTBO 303MHO(DMIOB B MUIIEBOAE IO MEHBIIECH Mepe B
5 BOCHaNeHHBIX MOJSIX 3peHus moa OonpmuM yBenndenueM ([13BY) B mumieBoae onpenensior y cyoObekTa a0
JedeHus! (MCXOHOE 3HAUCHHE) U TOCIIe JICUCHNUS (3HAaUCHHE TOCIIE JICUCHHNST) aHTUTENIOM HITH €T0 aHTHUTCHCBSI3bI-
BAaIOIIMM (PparMeHTOM, ITOOBI ONPEIEIUTh OTBET Ha JicueHHE. B OHOM BapHaHTE OCYIIECTBICHHS CHIKCHHUE
CPEIHETO KOJIIMYECTBA 303MHO(HIIOB B IIHIIEBOJE HA YPOBHE MOCIIE JICYECHHS MO CPAaBHEHHUIO C YPOBHEM JI0 JIeue-
HUS yKa3blBaeT Ha 3(PPeKTUBHOCTH JleueHNs. B 3THX BapHaHTax OCYyIIECTBICHMS HCXOJHOE 3HAUCHUE O3HAYACT,
YTO KOJMYECTBO 303MHO(MIOB B MHINEBOJE y CyOBEKTOB ¢ D00 cocrasimsier 50-200 kierok/m3, 80-150 kie-
TOK/TI3 WM TpennoutuTensHo 90-125 knerok/m3. B onHOM BapnaHTe OCYHIECTBICHHS CpelHEe KOJINYECTBO J0-
3uHO(WIOB B MHUIIEBoe rocie JedeHns 0-85 xiretok/n3, npeanoururensHo 10-60 kieTok/m3 u Hauboee npen-
NOYTUTENBHO 15-40 KIIETOK/II3 yKa3bIBaeT HA OTBET HA JICUCHHE.

B oxHOM BapumaHTe OCYIIECTBICHUS! MMKOBOE KOJMYECTBO S03MHO(MIIOB B MHIIEBOJIE TI0 MEHBIIEH Mepe B
5 BOCMaNeHHBIX MOJIX 3peHus moa OonpmuM yBenndenueM ([I3BY) B mumieBoae onpenensor y cyObekTa a0
BBEJICHUSI aHTUTENIA WJIM €T0 aHTUTCHCBS3BIBAIONIETO (hparMeHTa (MCXOAHOE 3HAUYCHWE) U TIOCie BBeIeHUs (3HA-
YEeHHE TO0CJIE JICUCHUs), T/Ie CHIDKCHHE ITMKOBOTO KOJHMYECTBA H03MHO(HIIOB B IMUIIEBOAE MOCTE JICUCHHS II0
CPaBHEHHIO C UCXOJHBIM 3HAUCHHUEM yKa3blBaeT Ha 3(pdexTHBHOCTH JedeHus. B onqHOM BapuaHTe ocymiecTBiie-
HUSI MCXOJHOE TTMKOBOE KOJMYECTBO 303MHO(DWIOB B MHUIIEBONE Y CYOBEKTOB ¢ D03 coctaBiser 18-389 xie-
ToK/m3, 40-160 xinetok/m3 niu 70-140 kineTok/m3. B ogHOM BapuaHTe OCYIIECTBICHUS MUKOBOE KOJMYECTBO D0-
3uHO(GWIOB B mHuIeBoje mocie yedeHus 0-157 knerok/m3, mpeamouyrntensHo 10-70 kieTok/m3 m Hambosee
npeAnovYTuTeasHO 14-40 KIIETOK/I3 yKa3bIBaeT Ha OTBET Ha JICUECHHE.

B napyrom BapuaHTe OCYIIECTBIICHUS BBIIOIHSIIOT OLCHKY KIMHUYECKUX CUMIITOMOB AUC(Aruu y CyObeKTa
JI0 BBEICHUs aHTHTEJIA WIIM €r0 aHTHUTCHCBS3BIBAIOIIETO (parMeHTa (MCXOIHOE 3HAYCHHE) M I0CJIE BBEICHUS
(3HaYeHue MocIIe JICYSHNS ), TAE CHIKEHHE KIIMHINYECKUX CUMITTOMOB Mc(aruy rmoce Je4eHus 0 CPaBHEHHIO C
MCXOZHBIM 3HAUCHHUEM YKa3bIBaeT Ha 3((PEKTUBHOCTD JedeHus. KinHuueckne cuMITOMBI ucaruy BKIIIOYAIOT,
HampuMep, 00Jb MPH TIIOTaHWH (0AUHO(ArHI0) ¢ HECTIOCOOHOCTRIO TJIOTATh, OUIYIICHUE 3aCTPSBIICH MHUINNA B
TopJie WIN B TPYJM WIH 332 TPYAMHOHN, CIIOHOTEUCHUE, PETYPTUTALNIO, YaCTBIE U3XKOTH, racTpo33odareanbHbIi
pedarokc, HEOXHIAaHHYIO IIOTEpI0 Beca, Kalledb WM PBOTHBIH peduekc MpH TIOTAHUH, XPHII-
Tylo/Hepa30opuuByI0 pedb H T.X. KimHHYeckue CHMITOMBI Iuc(arnyd MOKHO OLEHUTH IIPU HCHOJIb30BaHUHU
TMOOBIX METONOB, M3BeCTHHIX crenuanucty. Cm., Cheung et al. (J. Pediatr. Gastroenterol. Nutr., 37:498-503
(2003)) u Furata et al. (Gastroenterology; 133:1342-1363 (2007)), comep»aHue KOTOPBIX BKJIIOYEHO B HACTOS-
I1ee OIMCaHue MOCPEACTBOM OTCBHUIKU. B 0THOM BapuaHTe OCYLIECTBICHHS KIMHUYECKHE CUMIITOMBI JUC(haruu
OLICHMBAIOT C MIOMOIIBIO OIEHKH 110 ONPOCHUKY cuMnToMoB aucharuu (DSQ) y manuenta. Croco0bl onpenerne-
HUg oueHoK DSQ m3BecTHBI B ypoBHe TexHWKH. CM., Hampumep, myOnmkanuio 3asBku Ha mateHT CIIIA
2016/0078186 u Delton et al. (Aliment Pharmacol Ther., 38 (6) :634-642 (2013)), conepkaHue KOTOPBIX BKIO-
YEHO B HACTOSIIEE OMHMCAHHE MOCPEACTBOM OTCHUIKH. PemnpeseHTaTHBHBIA criocob ompenenenust DSQ npenoc-
TaBIICH HIDKE B pa3zieie IPUMEPOB.

B npyrom BapmaHTe OCYyIIECTBICHHS BBIONHAIOT ONPENICIICHUE CPEIHEH KOMIUIEKCHOM OIIEHKH T10 JKypHa-
Ty CUMIITOMOB AWC(Aaruy y cyObeKTa JO BBEACHUS aHTHUTENA WIM €r0 aHTHI'CHCBS3BIBAIOIIETO (parMenTa (Mc-
XOIHOE 3HAYCHHUE) U TOCIIe BBEACHUS (3HAUCHNUE TTOCTIE JICUEHHST), T/Ie CHI)KEHHE CPEIHEH KOMIUIEKCHOH OIIEeHKH
0 JKypHAJTy CUMIITOMOB AWUC(Aruy 1ocie JEeIeHUs 0 CPAaBHEHHUIO C NCXOJHBIM 3HAUCHHEM yKa3bIBaeT Ha 3(¢-
(heKTHBHOCTD JIeueHUs. B 0HOM BapuaHTE OCYIIECTBICHUS CPEAHSSI KOMIUICKCHAS OLEHKA IO JKypHAILy CHM-
NTOMOB Juc(haruy >5 yKas3bIBaeT, 4TO CyOBbEeKT uMeeT J03. B oHOM BapmaHTe OCYHIECTBICHHS CPEIHSS KOM-
TUICKCHAs OIIEHKa M0 JKypHAJIy CUMIITOMOB aucharuu y cyobekToB ¢ D03 1o sedeHus cocrasisieT 5-50, 19-40
i 25-35. B ojHOM BapHaHTe OCYIIECTBIICHHSI UCXOHAs OLIEHKA 5-15 yKa3bIBaeT Ha JIETKYIO CTEIIEHB/TSKECTh
300, oueHka 16-25 yka3bIBaeT Ha CPEJHIOIO CTETICHB/TSDKECTh D00, M OLIEHKA >25 yKa3bIBaeT Ha BBICOKYIO CTe-
HEeHB/TsDKeCTh D03. B 0THOM BapuaHTe OCYyLIECTBICHHMS OLleHKa rocie jedenust 0-40, npennodrurensHo 6-32 u
HanOonee npeanourutensHo 10-20 ykaspiBaeT Ha 3G PeKTUBHOE JedeHHe. Y cyObeKToB ¢ D00, KOTOphIC SIBIIS-
I0TCSL CTepouI-pepakTepHBIMH, UCXOTHAS OIIEHKA MOXET COCTaBIATh 5-50, 19-40 wim 25-35; u omeHka mocie
nedenus 0-40, mpenmourutenbao 10-24 u Hanbosee MpeanoYTuTeabHO 14-18 yka3piBaeT Ha OTBET Ha JICUCHHE.

_24 -



045955

B apyrom BapmaHTE OCYIIECTBIICHHS OLICHKY WHJIEKCAa aKTHUBHOCTH 303uHO(HIbHOTO 330¢aruta (EEsAI
win EoEAI) MoxHO u3MepsTh A0 Jiedenus U mnociie gedeHus. EESAl MoXHO oueHuBaTh MpU UCHOJIB30BaHUU
TMOOBIX CIMTOCOOOB, M3BECTHBIX CIEIUAIMCTAM B JAaHHOW obmactm. Cm., myOnukamuio 3asBku Ha matent CIIA
2015/0017176 u Schoepfer et al. (Gastroenterology, 147 (6):1255-66 (2014)). CM. Taxxe 0030pHYIO CTaThIO 3a
aBTopcTBoM Schoepfer et al. (Digestive Diseases, Vol. 32, No. 1-2 (2014)), B KOTOpO# onmucaH MyJIbTHIIapaMeT-
pudeckuiit Mmeton onpenenenus EEsSAI, Bximouatonuii onpenenenue: (a) cumMnToMoB, (b) kadecTBa u3HH, (C)
sHpockonuy, (d) rucronoruu, (e) MapkepoB B kpoBu U (f) TexHONOTHYECKOH oneHkH, Hampumep, ENDOFLIP.
ITonoGHast MmeToAVKA TIpEJICTaBIIeHA HIDKE B pazzeie [Ipumepos.

B oxHOM BapmaHTe OCYIIECTBIICHUS UCXOTHAS OlleHKA >10 yKa3bIBacT, yTo cyObekT mMeeT D02. Kak mpa-
B0, EEsAI y cyGbekToB ¢ D00 cocrasmster 5-100, 30-90 wmu 40-70. B ogHOM BapuaHTe OCYIIECTBICHHS
ouenka EESAI 0-20 ykaspIBaeT Ha JIETKYIO CTEHEHB/TSKeCTh D00, oleHka 21-40 yka3pIBaeT Ha CPEeIHIONIO CTe-
TICHB/TSKECTh D00, U OlleHKa >4 1 yKa3bIBaeT Ha BBICOKYIO CTCIICHB/TSHKECTh D00,

B npyrom BapuaHTe OCYIIECTBICHUS BEIONHSIOT onpeneneane EESAl y cyObekTa 10 BBeJICHHS aHTUTEA
WIX €r0 aHTHTCHCBS3BIBAIONICTO (parMeHTa (MCXOMHOE 3HAUCHHE) W TOCJE BBEICHUS (3HAYCHHE IOCIE Jiede-
Hus), rae camkenue EESAIL mociie nedeHust o cpaBHEHHWIO C MCXOJHBIM 3HAYCHHEM yKas3biBaeT Ha dPQPEeKTHB-
HOCTP JIeUeHHs. B 3THX BapuaHTax OCYIIECTBICHUS ypOBEHBb mocie jeueHus 5-90, mpenmourutenpao 10-60 u
HamOosee npeamnodTuTeabHo 20-40 yka3pIBaeT Ha OTBET HA JieUeHHE. Y CYOBEKTOB ¢ D003, KOTOPHIC SBISIOTCS
cTepoua-pedpakTepHbIMH, UCXOAHBIH ypoBeHb 5-100, 30-90 mmm mpenmourutenbro 40-70, 1 ypoBEHb MOCIE
nedenus 5-90, npeanoururensHo 20-50 u Hanbosee npeanoututensHo 30-40 yka3piBaeT Ha OTBET Ha JICUCHHE.
Kax npasmiio, camxenne EEsAI amke 40 yka3siBaeT Ha 3Ha9UMO 3 (HEKTHBHOE JICUCHHE.

B nmpyrom BapmaHTe OCYIIECTBJICHHUS OIpPEICIIOT dHIOCKOMUUecKyro pedepencHyro oneHky (EREFS).
Onenka EREF MoxeT OBITh Ompe/iesicHa ¢ IIOMOIIBIO JIFOOBIX CIIOCO00B, U3BECTHBIX CIICI[HATICTY B JAHHOW 00-
JacTH, HampuMep, 0e3 OrpaHUYCHUS, U3MEPCHUS BOCIAIUTEIBHBIX U PEMOJICIUPYIOMIUX OCOOCHHOCTEH THIIe-
Boja. CM., myOnmkaruio 3asBku Ha mateHT CIIIA 2015/0017176 u van Rhijn et al. (Endoscopy 46(12):1049-55
(2014)). PenpesenratuBnslii ciocod n3mepenns ouenku EREF npenocrasien Hwke B pasnene [Ipumepos. Hc-
xonHas oneHka EREF y cyOobekToB ¢ D03 cocrasiset 4-10, 5-10 wiu 7-9. B ogHOM BapuaHTe OCYIIECTBICHHUS
onierka EREF 0-4 yka3piBaeT Ha JIETKYIO CTETICHB/TSDKECTh D00, OlleHKa 4-7 yKa3bIBaeT HAa CPEIHIOI0 CTe-
MIEHB/TSAXKECTh D00, 1 OIIEHKA >7 yKa3bIBaeT Ha BEICOKYIO CTENECHB/TSKECTD D00,

B npyrom BapuaHTe oCymiecTBICHHS BHIMONHIIOT onpeneneane EREF y cyObekTa 10 BBEICHUS aHTUTENA
WIN €T0 aHTUTCHCBS3BIBAIONIETO (parMeHTa (MCXOJHOE 3HAYEHHWE) M TOCIe BBENCHHUsS (3HAUEHHUE TOCIe Jieue-
Hus), tae cHmwkenne EREF mocrie nmedenns mo cpaBHEHHWIO ¢ MCXOMHBIM 3HAUYEHHUEM YKa3bIBaeT Ha 3P QEKTHB-
HOCTb JIeUeHUs. B 3THX BapHaHTax OCYLIECTBICHHUS UCXOAHBIM ypoBeHb cocTaBisieT 4-10, 5-10 uau npennoyru-
TeNBHO >9. B 0THOM BapHaHTE OCYIIECTBICHUS YPOBEHB MOCHE JeUeHHS 3-8, MPemoYTHTENbHO 4-7 U Haubomee
MPEIIOYTUTEIHFHO <5,5 yKa3bIBaeT Ha OTBET HA JICUCHHUE.

B oHOM BapmaHTe OCYIIECTBICHUS HCXOMHBIN YpOBeHb crienuduaeckoro ans BocnaineHus EREF cocras-
nstet 4-8, 5-8 wim >5. B npyrom BapunaHTe ocyliecTBIEHHs ypOBeHb crenuduieckoro ais Bocnanenuss EREF
nocJe JedeHus 1-6, MpenoYTUTENHFHO 2-5 1 Hanboiee MPeNmoYTHTENEHO <3,0 yKa3bIBacT Ha OTBET Ha JICUCHHE.
B nmpyrom BapmaHTe OCYIIECTBICHHS WUCXOMHBIH YpoBeHb crnenuduueckoro mius pemonenupoBanus EREF co-
crapsier 2-5, 3-4 nmu >2,5. B ogHOM BapHaHTE OCYIIECTBICHHS YPOBEHBb CIEMU(PUISCKOTO IS BOCTIAJICHHUS
EREF mnocne neuenus 2-4, nmpenmnodrutenbao 2,2-3,1 u Hanboee mpeanouTuTeibHo <3,0 yKa3plBaeT Ha OTBET
Ha JICUYCHHE.

B npyrom BapraHTE OCYIIECTBICHHUS ONPEACTSIOT OOIIYIO OLIEHKY CyOBEKTOM TSHKECTH 3a00JIeBaHMIS.

B nmpyrom BapmaHTe OCYIIECTBICHUS OMPEICIISIOT OOIIYIO OLCHKY MeIPAaOOTHUKOM TSXKECTH 3a00JICBaHUS.
B eme oHOM BapuaHTe OCYIIECTBICHHS ONPENEIITIOT KOMOMHAIMIO 00Iel OIIeHKH CyOBEKTOM TSDKECTH 3a00-
JIeBaHUA W OOIIEH OICHKH MeIpabOTHUKOM TsDKECTH 3a0osieBaHus. OOIIMe OLICHKH Tepamuu 3a0oieBanus D00
M3BECTHBI B JaHHOH oOnactu. Hanpumep, B myonukammu Schoepfer et al. (The American Journal of Gastroen-
terology 110, 402-414 (2015)) onucan cnoco0, BKJIIOYAIOIMINI OlleHKH ractposHTeposioramu (PhysGA), kotopsie
BKITIOYAIOT aHAJIN3 00pa3I0B OHUOIICHH TIOCIE 330(haroracTpoIyoICHOCKOIIHY, TI¢ OLICHKU BBICTABJISIOT 10 IIIKa-
ne Jlafikepra B Oamnax ot 0 1o 10 Ha OCHOBE aHaAMHE3a MALMEHTA U PE3yIbTaTOB YHAOCKONMYECKUX U THCTOJIO-
TUYECKHUX UCCIIEIOBAHMM.

BTopyto 00111y1o OIEHKY TSHKECTH CUMITOMOB D00 narmeHTamu (PatGA) BBITIONHSIM MapajuiebHO, KOTO-
pyIO Tarke ompenessiy 1o mkane Jlakepra B 6ayax ot 0 (HeaktuBHBIN) 10 10 (caMblii akTHBHBIN). JIMHEH-
HYIO PETPECcCHI0 W IUCTICPCHOHHBIN aHaIN3 MCIIOIB30BANN ISl KOJHMYECTBEHHOTO OIpPEeNICHHs CTEeTIeHH, B KO-
TOPOH M3MEHEHUS TSDKECTH CHMIITOMOB D00 U pe3yiIbTaTOB YHIOCKOIMYECKUX W THCTOJIOTHIECKUX HCCIIeI0oBa-
HUI COOTBETCTBOBAJIM OOIIEH OIICHKE, KOTOPYIO TPUBOJMIN B BHUJIC OTHCIBHBIX OLICHOK. [lomo0Has mMeronnka
npejcTaBieHa Hike B paszaene "[Ipumepsr”.

B npyrom BapuaHTe OCYIIECTBICHUS ONPEACICHUC CYOBEKTOM OLICHKH TsDKECTH 3a00JICBAHUSI BHITTOTHSIFOT
y cyOBeKTa O BBEACHUS aHTUTENA WA €r0 aHTHICHCBS3BIBAIONICTO (hparMeHTa (MCXOMHOE 3HAUCHUE) M MOCHEe
BBEJICHUS (3HAYCHHE TIOCIIC JICUCHHS ), T/IC CHIDKCHHE OLICHKH CYOBEKTOM TsDKECTH 3a00JICBaHHUS TI0 CPABHCHHIO C
HCXOJIHBIM 3HAYCHUECM YKa3bIBacT Ha 3()()EKTUBHOCTH JICUCHUS. B OHOM BapHaHTE OCYIICCTBIICHUS HCXOIHAS
OIICHKA >1 yKa3bIBaeT, 4TO CyOBheKT nMeeT J03. B oHOM BapwaHTe OCYIIECTBICHUS HCXOMHAS OIeHKa 2-9, 3-8
WK >5 yKa3bIBaeT, YTO CYOBEKT uMeeT D03. B oHOM BapHuaHTe OCYIIECTBICHUS OlleHKa CyOBhekTa 1-3 yka3bl-

-25-



045955

BaeT HA JICTKYIO CTCICHB/TSDKECTh D03, OllcHKa 4-7 yKa3bIBacT Ha CPEIHIOI CTEICHB/TSHKECTh D00, W OlCHKA
>7 yKka3bIBacT Ha BHICOKYIO CTEIICHB/TsKECTh D00, B 0THOM BapuaHTe OCYIIECTBICHUS YPOBEHB MOCIIEC JICUCHHS
0-9, mpeamoututenbHO 2-6 ¥ HanboJiee MPEANOYTUTEIHHO <3 yKa3bIBAaeT Ha OTBET Ha JICUCHUE.

B npyrom BapmaHTe OCYIIECTBICHHS OIPEIEICHUE OICHKH MEIpaOOTHHUKOM TSDKECTH 3a00JIeBaHUS BHI-
TIOJTHSIOT Y CYOBEKTa JI0 BBEICHUS aHTUTENA WIIM €T0 aHTHTEHCBSA3BIBAIONIETO (PparMenTa (MCXOIHOE 3HAYCHHE)
W TIOCNIE BBEICHMS (3HAUEHHE IIOCIIE JICUCHHS), T/Ie CHIDKCHHE OIICHKH MeAPabOTHHKOM TSXKECTH 3a00JICBaHUS
IO CPABHEHHIO C MCXOJHBIM 3HAYCHUEM YKa3bIBaeT Ha 3(PPEKTHBHOCTD JeueHNs. B 0JHOM BapHaHTe OCYyIIeCTB-
JIEHUS OIICHKa MeIpaOOTHUKOM >2 yKa3bIBaeT, 4TO CyOBEKT mMeeT D0D. B ogHOM BapwaHTE OCYIIECTBICHHUS
MCXOJHAs OIleHKa MeIpabOTHUKOM y cyObekToB ¢ D09 cocrasmser 3-10, 3-9 wim >6. B ogHoM BapuaHTe ocy-
IIECTBJICHUS OIICHKA MePa0OTHUKOM 1-3 yKa3bIBaeT Ha JIETKYIO CTEIICHB/TAXKECTh D00, OICHKA 4-7 yKa3bIBacT
Ha CPEIHIOI CTEIICHB/TSHKECTh D09, U OIICHKA >7 YKa3bIBaeT HA BHICOKYIO CTEIICHB/TsDKECTh D02. B omHOM Ba-
pHaHTE OCYIIECTBICHHS YPOBEHB NOCIE JeucHus 0-8, mpeArnodTuTensHo 2-6 U Hanboee npeAnoYTUTEIhHO <3,3
YKa3bIBaeT HAa OTBET HA JICUCHHE.

B momoOHBIX BapHaHTaX OCYIICCTBIICHHS ONPEACISIOT KOMIUIEKCHYHO OIICHKY, BKJIFOYAIOIIYIO OICHKY
CyOBEKTOM H OIICHKY MeIpabOTHUKOM, IO BBEJCHUS KOMIIO3UITNH (MCXOIHBIH YPOBEHB) U ITOCIIE BBEIACHUSI KOM-
nmo3unnH (YPOBEHB IOCIIE JICUEHHsI), T/Ie CHIKCHNE KOMIUIEKCHOW OIEHKH IMOCTe JICUCHUS 10 CPABHEHHUIO C HC-
XOJHBIM 3HAUEHHEM YyKa3bIBaeT Ha 3((EeKTHBHOCTH JICUeHHSI. B OqHOM BapuaHTE OCYIICCTBICHUS HCXOIHAS
KOMIUTIEKCHas OlleHKa coctaBisieT 2-20, 6-18 wim >11. B npyrom BapuaHTe OCyIIecTBICHUS YPOBEHD MOCIIE Jie-
genus 0-17, mpeanoYTuTensHo 4-12 U MpeanouTUTENBHO <6,3 yKa3siBaeT Ha 3 GEKTUBHBIN OTBET Ha JICUCHNUE.

Kak Oyzer oueBHIHO cCpelHEMY CIEIUANKMCTY B JAHHOW 00JAacTH, yBEJIMYCHHWE WM YMEHBbIIeHHEe D03-
ACCOITMMPOBAHHOTO OMOMapKepa MOXKHO OIMpPEICITUTh NP CpaBHEHUU (1) YPOBHS OMOMapkepa, H3MEPEHHOTO Y
CcyObeKTa B OMpEJCIICHHBII MOMEHT BPEMCHH IOCIIC BBEACHUS KOMIIO3UIUH, BKIIFOUaromied antuteno k 1L-13
WIN €r0 aHTUTCHCBSI3BIBAIONINI parMeHT, ¢ (ii) ypoBHEM OMOMapKepa, U3MEPEHHOTO Y MaleHTa 10 BBEACHUS
KOMITO3HUIUH, BKIFOUaromiei anTutenno K 1L-13 wim ero aHTUreHCBs3pIBaroNmid hparMeHt (T.e. "u3MepeHue 10
Havana jedeHus"). OmnpenerneHHbId MOMEHT BPEMCHHU, B KOTOPBIA M3MEPSIOT OMOMAapKep, MOXKET HACTYIATh,
HanpuMep, MpUoIM3uTeNsHO uepe3 4 4, 8 u, 12 4, 1 nens, 2 mus, 3 aus, 4 aas, 5 1HeH, 6 mHeH, 7 aHel, 8 mHel, 9
nueit, 10 guei, 15 gueit, 20 queit, 35 nueit, 40 nueit, 50 gueit, 55 nueit, 60 auei, 65 nueit, 70 nuei, 75 nueit, 80
nHe#, 85 mHe#t miau OOJbIIE TOCIE BBEACHHMS KOMIIO3MIIMHU, BKIOYarome antureno K 1L-13 uim ero aHTureH-
CBSI3BIBAIOIINN (hparMeHT.

CornacHO HEKOTOPHIM BapHaHTaM OCYIIECTBICHHS HACTOAIIETO ONMUCAHUA CYOBEKT MOXKET IEMOHCTPUPO-
BaTh YMEHBIIICHNE YPOBHs oxHOTrO Miu Oojnee u3 IgE w/mmm sotakcuHa-3 mocie BBEACHNS KOMITO3UIINH, BKITIO-
yaronield anturteno K 1L-13 wmu ero anTureHcss3pIBaonmid pparment. Hanpumep, npuOIusuTensHO B JeHSb 1,
IeHb 4, neHb 8, neHb 15, nens 22, nens 25, aeub 29, nens 36, nens 43, neub 50, nedn 57, neHb 64, aeus 71 wim
JleHb 85 mocie BBeIEHUs MEePBOM, BTOPOM, TPEThEel WIIM YETBEPTON J03bI KOMIO3HUIINH, BKJIIOYAIOLIEH OT MpH-
Oomu3uTensHO 75 Mr mo mpubnusutensHo 600 Mmr antutena npotus 1L-13 (manpumep, RPC4046), cyOBekT, co-
TJIACHO HACTOSIIEMY OIMCAHHIO, MOXKET EMOHCTPHUPOBATh CHUKCHUE YOTAKCUHA-3 TPUOIM3UTEIBHO Ha 1, 2, 5,
10, 15, 20, 25, 30, 35, 40, 45, 50, 55, 60, 65, 70, 75, 80, 85, 90, 95% wuau 00JbIllE OTHOCUTEILHO HCXOIHOTO
3HaueHus (e "UCXOAHOE 3HAUYCHHE" OMPENeISIIOT KaKk YPOBEHb d0TaKCHHA-3 Y CyOBhEeKTa HEIOCPEICTBEHHO 0
TIEPBOTO BBEJICHWsT). AHAIOTUIHBIM 00pa3oM, MPUOIM3UTENBHO B IeHb 1, neHb 4, 1eHb 8, neHb 15, nenp 22, neHb
25, menn 29, nenn 36, nenw 43, neus 50, neHs 57, news 64, nenp 71 wim neHb 85 mociie BBENEHUS MEPBO, BTO-
PO, TPEThEH WIIM YETBEPTOH O3Bl KOMITO3UIINHY, BKIIIOUAIONIEH OT MPUOIH3UTENHLHO 75 MT 10 MPUOIU3UTEIHHO
600 mr anTuTena mpotuB IL-13 (manpumep, RPC4046), cyOBEKT, COTITACHO HACTOSIIEMY OITMCAHUIO, MOXKET JIe-
MOHCTpHUpOBaTh cHkeHue IgE nmpubnmsurensho Ha 1, 2, 5, 10, 15, 20, 25, 30, 35, 40, 45, 50, 55, 60, 65, 70, 75,
80, 85, 90, 95% wnu OoNbIIE OTHOCUTEIHHO MCXOMHOTO 3HAUYCHUS (TIe "MCXOJHOC 3HAYCHUE" OMPECIIOT KaK
ypoBeHb IgE y cyObekTa HemocpeICTBEHHO IO ICPBOTO BBEIICHHS).

Hacrosiiee onmcanue Takke BKIIFOYACT CIIOCOOBI ONPEIEIICHUS, IOIXOIUT JIH CYOBEKT JUIS TeParuu KOM-
no3uIuel, BKIrovaroniei antuteno kK 1L-13 wim ero antureHcBs3piBaromuil hparment. Hanpumep, ecinu cyon-
SKT Tepe]l TOyYCHUEM KOMITO3UIINH, BKIFOUYAroNel aHTuTeno K IL-13 miam ero aHTUreHCBA3BIBAIOMINIA (par-
MEHT, JEMOHCTPHPYET YPOBEHb D0D-aCCOIMIPOBAHHOTO OMOMapKepa, KOTOPHIM yKa3hIBaeT Ha IMaTOJIOTHYECKOe
COCTOSIHHE, TO CYOBEKTa MACHTHMOUITUPYIOT KaK IMOAXOIAMIETO MAMeHTa, KOTOPOMY BBEICHHE KOMIIO3HUIIUH CO-
TJIACHO HACTOSAIIEMY OIMCAaHWIO (KOMITO3MIINH, BKIFOUAomeld antuteno npotus IL-13) Oynmet mone3nsM. B mo-
JIOOHBIX BapHaHTaX OCYIIECTBIICHHUS HACTOSAIICE ONMHMCAHHME BKIIOYAET CHOCOOBI JICUCHHS MOIXOMSIINX CyOheK-
TOB, TJIe TIOIXOSAIINNA CYOBEKT MOXKET TIOJBEPraThCcsl 0oJiee BRICOKOMY PHUCKY D00, HampuMep, BCIICICTBUE TIH-
IIEBOI ayulepruy WM aTommueckoro 3aboneBanus. Hampumep, HacTosiee OMMCAaHHE BKIIOYAET CIIOCOOHI,
BKITIOYAOIIUE BBeAcHUE aHTHTENa K IL-13 wmm ero aHTHUreHCBs3bIBarOLIero ()parMeHTa CyOBEKTaM, KOTOPBIC
UMCIOT TIHIICBYIO aJUICPTHIO, ATOMUYCCKUH IEPMATHUT, acTMy, AJUICPTUYCCKUU PHUHHUT WIH aJUICPTUYeCKHUA
KOHBIOHKTUBUT. B npyroM mpuMepe HacTosIee OMMCAHUE BKIIOYAET CIIOCOOBI, BKIIIOYAIOIIUC BBEICHIE AHTH-
Tena K [L-13 wim ero aHTUTeHCBSI3BIBAIOIIETO (PparMeHTa CyObheKTaM, KOTOPhIE UMCIOT HACJICAYEMBIC B COOTBET-
CTBHH C 3aKOHaMH MeHzemnsl 3a00JCBaHUs COCIUHUTEIBHON TKaHW, HAPUMEpP, CHHAPOM Mapdana, CHHAPOM
Jloiica-/luna, runeprnoaBIKHBIN cuHapoM Dnepca-Jlannoca (EDS) nnn cuHIpOM THIIEpIIOABIKHOCTH CYCTaBOB
(JHS). Takue COBOKYITHOCTH CYOBEKTOB MOTYT MMETh MOBBIIIEHHBIH YPOBEHbh D0D-aCCOIMUPOBAHHOTO OHoMap-
Kepa.
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CornacHO HEKOTOPBIM IMPHMEpPaM OCYIICCTBICHUS CYyOBbEKTa MOTYT HIACHTU(HUIMPOBATH KAK XOPOIICTO
KaHAuaaTa s Tepanud npotuB 1L-13, ecau cyOBEKT IEMOHCTPUPYET OJHO WK Oolee ciieayromero: (i) ypo-
BEHb DOTaKCHHA-3 BBINIC YeM MpUOIu3uTenbHO 30 Tr/mi, BhIIE YeM MpuOIM3uTensbHO 40 TT/Mil, BBIIIE YeM
npubam3uTebHo 50 mr/mut, Beie YeM npubau3uTenbro 100 mr/mi, Beime dem npuOmm3utensao 1500 mr/mor,
BhINIe YeM npudbausutenpbro 200 mr/mi, BeIIIe YeM NpuOIM3uTensbHo 250 1r/Mi, BbIIe 4eM MPUOIU3UTEIBHO
300 /M1, BeIIe 4eM puOIu3uTeNbHO 350 1r/Mi, Beime 4em npuomm3uTensHo 400 mr/Mi, BBIIE 4eM MprOJIr-
3uTenbHO 450 Tr/Ma wim BeIme 4yeM npuoau3uTesibHo 500 nr/mi; umn (ii) ypoeHs IgE B cBIBOpOTKe BbITIE YeM
npubmm3uTenbHo 114 kE/m, Beimie yem npubnmsutensao 150 kE/m, Beime yem npubmmsurensao S00 kE/n, Beime
yem npubmmsurensHo 1000 kE/n, Beime yem nmpubmmsurensHo 1500 kE/n, Beime yem npubmusurensHo 2000
KE/n, Boime wem npubnmsurensno 2500 kE/n, Beime yem npubmamsurensHo 3000 kE/n, BhIle YeM npuoian3u-
tensHO 3500 kE/n, Beime yem npuomusurensHo 4000 xE/n, Boime yem npubmmsutensHo 4500 kE/n nin Beime
yeM npuOsmsurensHo 5000 kE/im; wim (iii) 15 203uHOGMIOB B 1ojie 3peHust oA OOJBIINM yBEINYECHUEM B TIH-
meBosiec cyonekTa. J[OMONHUTENBHBIC KPUTCPUH, TaKHE KaK IPYrHe KIMHHYCCKUE MpU3HAKu D00 (Hampumep,
YTOJIICHUE CTCHKH IHIICBOA U IHIICBAs aJUICPTHs, YKa3bIBaroImas Ha J03), MOTYT HCIIOIB30BAaThCSA B COYCTA-
HUU C JIOO0BIM U3 TPEIBITYIINX D0D-aCCOMMUPOBAHHBIX OMOMApPKEPOB IS OMPEIeIICHNs CyOheKTa KakK MOIX0-
JIIero KaHauaaTta Uit Tepanun mpoTuB 1L-13, kak omicaHo B JpyroM MECTe HACTOSIIETO ONMCAHUS.

B npyrux BapmaHTax OCYIIECTBICHUS AUATHOCTUYECKHE CIIOCOOBI MOTYT OBITH HMOAKPEIUIEHBI BO3MOXKHO-
CTSIMH aHAJIM30B YKCIPECCHH TeHOB. UHIIBI, MPUMEHSIEMBIC B aHAIN3€E SKCIIPECCHH T€HOB M MapKepOB, CIICI(pH-
geckux g Hapymennid EGID, u3BecTHbI B YPOBHE TEXHUKH, HAIIPUMEP, CM. MyOJMKAIMH 3asBOK HA MATCHT
CIIIA 2015/0045334 u 2014/0286896, coneprkaHre KOTOPBIX MOJHOCTHIO BKJIIOUEHO B HACTOSIIEE OMHCAHUE
MIOCPEACTBOM OTCBHIIKH.

[pu ucmonp30BaHUK B HACTOSIIEM H300pETCHUU "S03MHO(ITFHAS HHPIIBTPAIHS" OTHOCUTCS K TPUCYT-
CTBHIO 303UHO(MIOB B OpPTaHE WM TKaHU, BKJIFOYAsk KPOBb, IMHUIICBOJIC, KEITYIOK, TBCHAIATUIICPCTHYIO KUIIIKY,
MOJIB3/IONIHYIO KUIIKY, TOJCTYIO KUIIKY CyObekTa. B paMkax HaCTOSIIEro ONMUCaHHS TCPMHUH "303MHOGMIbHAS
uHMIbTpanysa" OTHOCUTCS K NPHCYTCTBHIO S03WHO(GHIOB B CIH3HCTOH 000JIOYKE OOJACTH KEIyHI0YHO-
KHIIEYHOTO TpaKTa, BKIIOYAIOIIEH, 0€3 OrpaHHYeHHUs MEepPEUHCICHHBIMH, MUIIEBOJ, JKETYIOK, MOIAB3IONIHYIO
KAIIKY, JABEHAJANATHIIEPCTHYIO KHIIKY, TOJCTYIO KHUIIKY M T.I. DO3MHO(DHUIbHAS WHPWIBTPAINSI MOXET OBITh
WUCIIeIOBaHa, HapUMep, B 0Opa3iiax OMOIICHU TKaHW CyOBeKTa, CTPAJAIoNIero 303MHO(UIHHBIM HAPYIICHHUEM.
B wactHOCTH, AMIarHO3 CTaBAT MpU OMOIICHU TKaHU CyOBeKTa, cTpafaromiero HapymeHueM EGID, BeIOpaHHBIM
W3 TPYIIEI, coctosmiend u3 D09, Jol’, Do/l, DoE, oM u DoK. TkaHu, KOTOpPHIE MOTYT HUCIOJIB30BATHCS TPH
Omoricuy, BKIIIOYAIOT, HAIPUMED, MHUIIEBOJI, MUIIEBAPUTEIBHBIA TPAKT, IBEHANATHIIEPCTHYIO KHUIIKY, TOIIYIO
KHUIIKY, TTOJB3IONIHYI0 KHUIIKY, TOJICTYIO KHIIKY WJIA MX KOMOWHaImio. J[pyrue oOpasisl TKaHEH, Hapumep,
oprassl 1 06ooukn JKKT, MoryT Takke HeoOs3aTENBHO W/MIH JOTMOTHUTEIEHO UCIOIB30BAThCS.

CornacHO KOHKPETHBIM BapHaHTaM OCYIIECTBICHUS "J03MHO(MIbHAS WHPUIBTPAUSI" OTHOCUTCS K IPU-
CYTCTBHIO >15 n03uHO(HIOB B MoJie 3penHwus o 6oipmuM yBenuaeraueM (I13BY) B mumesoxe. Tepmun "moste
3peHus 1oJ] OOJIBIINM yBEJIWYeHHEM" OTHOCHTCS K cTaHgapTHOMY obmeMy 200-kpaTHoMy (nim Oojee CHIbHO-
MY) YBEIUYCHHUIO TOJ] MHUKPOCKOIIOM, HCIOIB3yEMBIM JUI HAOMIOACHUS S03MHO(IIIOB B TKaHW, HATIPUMED, U3
numeBosna cyobekra. B wactHoctn, I13BY oTHOcuTes K cranmapTHOMy obmiemy 400-KpaTHOMY yBEIHYEHUIO
MI0JT MEKPOCKOTIOM.

B HeKoTOpBIX BapHaHTax OCYIIECTBICHUS "203uHO(MILHAS WHOWIBTpAIU" BKIIOYAaeT HHOUIBTPAIUIO B
TKaHb JICHKOIIUTOB, HampuMep, JUM(OIUTOB, HEHTPOPHUIOB M TYYHBIX KIETOK. MHPMIbTpamus JIeHKOIUTOB,
HalpuMep, B TKaHb MHIIEBOAAa MOXET OBITh OOHAapyXeHa 10 MapKepaMm KJIETOYHOW IOBEPXHOCTH, TaKUM Kak
s03uHO(MI-crienupuueckue Mapkepsl (Hampumep, CD11cLow/Neg, SiglecF', F4/80°, EMRI1", Siglec 8" u
MBP2"), makpodar-cnenmpuueckue Mapkepsl (Hanpumep, CD11b", F4/80°, CD14', EMR1" u CD68"), neiitpo-
dun-cnenudpuyeckue mapkeps! (Hanpumep, CD11b’, Ly6G', Ly6C', CD11b" u CD66b") n T-k1eTouHsle Map-
keps! (Hanpumep, CD3", CD4", CD8").

[Tpn ncronp30BaHNM B HACTOSIIEM W300PETEHUH CHHW)KEHHE Y03MHO(UIIOB 03HAYAET, YTO KOJIMYECTBO 10-
3HHO(UIIOB U APYTHX JCHKOIUTOB, U3MEPEHHBIX B KOHKPETHON TKaHW/yJ4acTKe, MPEJCTABILIOIINX HHTEPEC, Ha-
npUMeEp, B MHIICBOC, MHUIICBAPUTCIFHOM TPAKTE, ABCHAIIIATUIICPCTHON KHIIKE, TOMICH KHIITKE, ITOIB3IOITHON
KHUIIIKE W/ TOJCTOH Kuiike cyobekra ¢ EGID, CHIDKEHO y MOBEPTHYTHIX JICUCHUIO CYOBEKTOB IO CPABHCHUIO
C TEM € WJIM DKBHBAICHTHBIM CYOEKTOM, KOTOPBIHA HE MOABEpralics JedeHnto naruontopom IL-13, Hampumep,
agTuTeNoM K IL-13 mim ero aHTUTeHCBA3BIBAIOIINM (parMeHTOM. B Takux BapmaHTaxX OCYIIECTBICHUS JICUCHUE
KOMIIO3UIIMSIME COTJIACHO HACTOSIIEMY ONHCAHUIO MPUBOIUT K YHCTOMY CHIDKEHHIO KOJIHYECTBA 303MHO(UIOB
W/WITA JIGWKOITNTOB B TKAHW/yJacTKax 10 MEHbIIeH Mepe Ha 5%, mo Menbiiei mepe Ha 10%, o MeHbIIei Mepe
Ha 20%, o MeHbIeit mepe Ha 50%, mo menseit mepe Ha 70%, mo MeHsIel Mepe Ha 8§0%, M0 MEHbIIEH Mepe
Ha 90% wuian mo MeHblIed Mepe Ha 99% MO CpPaBHEHHIO C TAKUM KOJMYECTBOM Yy HE MPOXOAMBILUX JICUCHHE
CyOBEKTOB.

B wactHocTH, B TOM ciyuae, korna HapyuieHuem EGID sBnsierca 900, nedyeHue KOMIO3UIUSIME COTJIACHO
HACTOSIIEMY OIKCAHHIO MPUBOINUT K YHCTOMY CHM)KCHHUIO KOJIUYCCTBA YO03MHO(DUIOB /WM JCHKOIUTOB B TIH-
meBo/ie o MeHblIleil Mepe Ha 5%, mo MeHbIel Mepe Ha 10%, no Mensmiel Mepe Ha 20%, O MeHbIIEH Mepe Ha
50%, no menbuIel Mepe Ha 70%, no mMeHblIel Mepe Ha 80%, nmo MeHblIel Mepe Ha 90% unu no MeHsLIE Mepe
Ha 99% 10 CpaBHEHUIO C TAKMM KOJIMIECTBOM Y HE IIPOXOIUBINNX JICUCHHE CYOBEKTOB.
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B HEeKOTOpBIX BapHaHTax OCYIIECTBJIECHHS YMEHbIICHHE Y03MHO(WILHON MHOWIBTPALMK O3HaYaeT oOHa-
pyxenue MeHbIe 50 503MHO(GUIOB B 1T0JIe 3pEHHS 0] OOJIBIINM YBEIHYCHNEM, B YaCTHOCTH MeHbIe 30 303u-
HOQMIOB, MeHbIIEe 20 303UHO(HUIOB, MeHbIIIe 15 303nHOGMIIOB, MeHbIe 10 203MHO(HUIOB, MEHBIIIE 8 P03WHO-
(uoB MM MeHbIe 6 303MHOGWIIOB B ToJie 3peHus mox combimM yBenumdeHueM (I13BY) B obpasme Guorncuun
TKaHW/y9acTKa, TPEICTABJIAIONINX WHTepec. B BapmaHTax OCYIIECTBJICHHWS, CBs3aHHBIX ¢ Tepamuei EGID,
YMEHbBIIICHNE Y03WHOGMIBHON MHOUIBTpAMA O3HAYaeT OOHapyKeHHe MeHbIne 15 303nHOGMIOB, MeHbIIe 12
303UHO(MIIOB, MeHbIIe 10 3203uMHOGUIOB, MeHbBIIIEe 8 WM MeHbIe 6 303uHOGMIOB B II13BY B 00pa3ne Guorcuu
tkaan JKKT, HanpuMep, SMUTEINATBEHON CITU3UCTON 000JI0YKH, BRICTHIIAIONICH MUATIIEBOI. B HEKOTOPHIX BapHaH-
Tax OCYIIECTBIICHUS] YMEHBIICHHE 303NHO(PUIbHON HHOWIBTPAMU 03HAYAET, YTO B CIIM3UCTOH 000JI0UKE THIIIe-
BOJIa CyOBEKTa 203MHOBIIBI HE OOHAPYKECHBI.

B onHOM BapmaHTe ocyliecTBIEHUs CyObeKTa, IPOXOAUBIIEro jedeHue antutenaoMm IL-13 wim ero antm-
TCHCBS3BIBAIOIINM ()ParMEHTOM, OLICHUBAIOT B PAa3JIMYHbIE MOMEHTHI BPEMEHH IIPH MCIOJIG30BaHUM MHOKECTBA
cneuduieckux 1 o0mux MapkepoB. CrieruuuecKuii Mapkep MOXKET ObITh OMOMapKepoM WM (hPU3MOJIOTHYe-
CKUM MapKepoM, OIMCaHHBIM paHee. Kak moxpoOHo onmcano B pa3zaene [IpumepoB, MOAYISINS CPEAHUX W/HIH
MTUKOBBIX YPOBHEH MapKepoB OT Hadana jedeHus (t=0) u mpeacTaBIsIoONEero HHTeEpeC MOMEHTa BpeMeHHu (t=t;)
TO3BOJISIET CAENAaTh IMPOTHO3EI U JaTh PEKOMEHAALNH JJIs Iociexyromnero. Hampumep, mporao3 Tepamii MOXKeET
OBITH OMHMCAH KaK XOPOIITHH WIIK OJIATONIPUATHBINA B 3aBUCIMOCTH OT CHIKEHHS D0D-criennpruueckux MapKepoB.
CoriacHO TakoMy CIIEHapHiO, Ha OCHOBE HAOJIIOJAaeMOTO YPOBHS CHIDKCHHS O MeHbmed mepe Ha 30%, 1o
MeHbIei Mepe Ha 40%, o MeHbmeit Mmepe Ha 50%, o MeHbIIei Mepe Ha 60%, o MeHbIIel Mepe Ha 70%, To
MeHbIei mepe Ha 80%, mo MeHbmeil Mmepe Ha 90%, mo MeHbIIei Mepe Ha 95% win OoJbIIe YPOBHS MapKepa
TMIOCJIE JICYEHUS], CYOBEKTY PEKOMEHIYIOT MPOIOJKUTE TEPAITHIO TEPAIIEBTHYECKUM CPEJICTBOM.

Kpome Toro, nogoOHble BapuaHThI OCYIIECTBICHUS! HACTOSIIETO OMHCAHMS IPEJOCTABISIIOT CIIOCOOBI MO-
HUTOPHMHIA CYyOBEKTOB, NOABEPracMbIX TEparuy 303MHOMMIBHBIX HApYIICHUH, BKIIOYAIONIUE ONpe/Ie/iCHHE T1a-
pameTpa 10 M rmocie Tepanud. B wacTHocTH, 303MHO(MIBEHBIM HapymieHueM seisiercst EGID, BriOpanHoe u3
903, Dol’, D0E, 30U, D0/l u J0K. PenpeseHTaTuBHBIE IPUMEPBI TAKUX IapaMETPOB BKJIIOYAIOT CHUKEHUE BBI-
meyKa3aHHBIX (PU3NOJIOTHIECKUX MapkepoB wim OuomapkepoB EGID. B mpyrux BapmaHTax OCYIIECTBICHUS
rapaMmeTp BBIOpaH U3 oOIIei OIEHKH CyOBEKTOM TSKECTH 3a00JIeBaHUs; 00IIeH OIEHKN MeIpabOTHHKOM TshKe-
cTH 3a00JIeBaHUS; OOIIETO BIIEYATIIEHUSI CYObEeKTa (HapuMep, Ha OCHOBE OIIEHKH CAMOYYBCTBHUSA); PE3YIbTATOB
THCTOJIOTHYECKOTO HCCIEIOBAaHUS M KOPPEKTHPOBAHHBIX IO CTATUH OIICHOK 3a00JIEBaHUS; YHCIIA U TSHKECTH
HEeKeJIaTebHBIX SIBJICHUH, BOSHUKIINX Tocie Hadana yiedeHus (TEAE) (CoBOKymTHO Ha3bIBa€MBbIX ""MaKpOCKOTIH-
YECKUMU OIIeHKamMu").

B BBIIICYKa3aHHBIX BapHaHTAaX OCYIICCTBIICHUS, CBSI3aHHBIX ¢ MOHUTOpHHTOM Tepanuu EGID (mampumep,
303) Ha OCHOBE MaKpOCKOITMYECKHX OIIEHOK, CHIDKCHHE IT0CIIe JICUSHHMs 110 MeHbIIel Mepe Ha 30%, 1Mo MeHb-
meit Mepe Ha 40%, no mensiiell Mepe Ha 50%, o meHbielt Mepe Ha 60%, mo MeHbiell Mepe Ha 70%, MO
MmeHsbleit Mepe Ha 80%, o MeHbmiel Mepe Ha 90%, Mo MeHbIIel Mepe Ha 95% wim GoJIbIIe OLEHKE TSKECTH
3a0oneBaHnsl CyOBEKTOM/MEIPaOOTHUKOM, OLIEHOK Tucrojoruu/craanu win uucia TEAE mo cpaBHeHHIO C
YPOBHSIMH JI0 JICUCHHUS yKa3bIBaeT Ha 3P (eKTHBHYIO Tepanuio. AHAJIOTHYHEIM 00pa3oM, yBEIHYEHUE HOCIE JIe-
4yeHwHs 1o MeHbIel Mepe Ha 30%, mo mensmei Mepe Ha 40%, mo MensbIeii Mmepe Ha 50%, Mo MeHbIIEH Mepe Ha
60%, o menpmeit mepe Ha 70%, mo MeHbIel Mepe Ha 80%, mo MeHbIIel Mepe Ha 90%, mo MeHbIIeH Mepe B 1
pas, o MeHbIei Mepe B 1,2 pasza, mo MeHbIIel Mepe B 1,5 pasa, mo MeHbieil mepe B 1,8 pa3a, o MeHbIIIEH
Mepe B 2,0 pasa, o MeHbIel Mepe B 2,5 pa3a, mo MeHbInei Mepe B 3,0 pasza wiu OOJbIIe ONEHOK YIYYIIESHUS
W/WITA XOPOIIIETO CAMOYYBCTBHS NP CPABHEHWH C TAKMMH TOKA3aTEISIMH, TOTYICHHBIMHA JI0 JICUCHIS, YKa3bIBa-
eT Ha 3 QEKTUBHYIO TEPAIIHIO.

B. Actma.

BponxuanbHas acTMa - XpOHHYECKOE BOCTIANNTEIbHOE 3a00JIeBaHue AbIXaTeNIbHBIX ITyTeH, XapakTepu3ye-
MOE CBUCTSIIUMH XPUIIAMH, OJIBIIIKON, CTECHEHHEM B IpyIH M KaluieM. AcTMa nopaxaeT npuonmsutensHo 20
MuuMOHOB venoBek B CIHIA, n npubmmsutensHo 75% OGonbHBIX acTMOH - B3pocibie. M3 B3pocibIx OONBHBIX
acTMoH, npuoau3uTesbHO 60% OOJIBHBIX aCTMOM UMEIOT JIeTKyI0 (hopmy Oose3Hu, mpudam3uTensHo 20% UMeroT
0oe3Hb cpenHe TsokecTH, U ocTaBmrecs 20% UMEIOT TsoKeryro GpopMy G0JIe3HH.

Wuarepnetikun-13 (IL-13), kak npeanonararor, sSBISIETCS KIIOYEBBIM (HaKTOPOM B IMATOTEHE3e aCTMBI Y Ue-
JIOBEKa, MPUYEM TOBBIIIICHHBIE YPOBHH IL-13 MpHUCYTCTBYIOT B JIETKUX OOJNBLHBIX aCTMOM, U 3TH YPOBHHU KOppe-
JUPYIOT C TSKECThIO 0ONE3HU. AHATIOTHYHBIM 00pa3oM, MOBBIMIEHHBIH 1L.-13 mpUCYTCTBYEeT M B MOKPOTE, U B
OuomnTaTax JIETKOTO OOJIGHBIX C aCTMOHM CpeHeH TSHKECTH M TSHKEJION acTMOM, KOTOPBIE MPOXOIT JeUeHHUE HH-
TAIAIMOHHBIMA KopTukocTepouaamu (ICS) mim cucTeMHBIMU KOPTHKOCTEPOUIAMH, U Y KOTOPBIX TIPH 3TOM CO-
XpaHSIOTCS KIIMHWYeCKHue cuMnToMbl. Kpome Toro, renernueckue noiaumopdusmsel [L-13 y yenoBeka cBs3aHbI C
acTMOI 1 aTonuel (anaepruyeckoi runepuyBCTBUTENBHOCTEIO). IL-13 cBa3bIBaeTcs ¢ AByMs penentopamu, IL-
13Ral m IL-13Ra2. IL-13 sBusieTcs MOATBEPKACHHONW MHINIEHBIO MPH acTME, TOCKOIBKY 3 (HEKTHBHOCTE ObLTa
MPOJIEMOHCTPUPOBaHa C MPUMEHEHHEM pa3nyuHbIX cpeacTB IL-13 aHTaroHn3ma B MHOTOYHMCIEHHBIX JOKIMHHU-
YECKUX MOJEIAX aCTMBI.

[Tpumeps! acTMBI, KOTOPbIE TTOANAIOTCS JIEYEHUIO B COOTBETCTBHU C HACTOSIINM HM300pETEeHUEM, BKIOUYA-
10T, 03 OrpaHHYCHUS NEPEUHCIICHHBIMY, AIUIEPTUUECKYI0 H HEaIEPTHUECKYI0 acTMy (HampuMmep, acTMy B pe-
3ynabTaTe WHQEKINH, HApUMeEp, BBI3BAHHOW peCcMpaTOpPHO-CHHIMTHAILHBIM BupycoM (RSV), mampumep, y
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TPYIHBIX JeTel)), XPOHUYECKYI0 00CTPYKTUBHYIO 60Jie3Hb jierkux (XOBJI) u apyrue cocTostHus, BKIIIOYAIOIINE
BOCIIAJICHUE NTBIXATEIbHBIX MYyTeH, 203uHO(MINI0, (GUOPO3 U U3OBITOYHYIO CEKPEIMIO CIIH3H, HAPHUMEpP, MyKO-
BHCIIUI03 | JIETOYHBIN Guodpo3.

B mpyrux BapmaHTax OCYIIECTBJICHHS B HACTOSIIEM H300pPETEHWH MPEIJIOKEH CIIOCO0 JeueHus (HampH-
Mep, CHI)KEHUS, YMEHBIICHUS TSHKECTH) WM TPEIOTBPAIEHIS OJHOTO TN 0OJee CHMIITOMOB, CBS3aHHBIX C
HapyIICHHEM JIBIXaHHs, HAPUMED, aCTMOH (HaIpHUMep, ajNIepTHIeCKOr M HeauIeprHIecKOr acTMOMN); aJuIepTH-
eil; XpoHnueckoi obcTpykTuBHON Oomne3Hpto Jerkux (XOBJI); cocTosiHueM, BKIIOYAIONINM BOCIIAJICHUE JbIXa-
TEJBHBIX MyTeH, 203MHOGHUINI0, PUOPO3 M U3OBITOUHYIO CEKPEIMIO CIIM3H, HApUMEpP, MYKOBUCITUIO3 U JIETOY-
HBIA (QuOpo3. HamprMep, CHMIITOMBI aCTMBI BKJIFOUAIOT, 0€3 OTpaHUYCHHS MCPEYUCICHHBIMU, CBUCTSIIUE XPH-
I, OJTBIIIKY, OPOHXOCIA3M, THIIEPPECAKTUBHOCTD JBIXaTCIBHBIX MyTEH, YMCHBIICHHYI0 €MKOCTh JICTKUX, (hUO-
P03, BOCIIAJICHUE JBIXaTCIBHBIX MyTeH U cekperuio cim3n. Crocod BKIIOYACT BBEACHUE CYOBCKTY aHTarOHUCTA
IL-13, mampumep, anTurena k IL-13 wmu ero ¢pparmMenTa, B KOJHMYESCTBE, JOCTATOYHOM JUTS JICUCHUs (HAIIpUMeED,
CHIDKCHUS, YMCHBIIICHHUS TSDKECTH) WM TPEAOTBpAIICHUS OJHOTO WU Oojiee cuMnToMoB. AHTUTENO K IL-13
MOT'YT BBOJUTB TEpareBTHIECKN 1/ WK npodmiakTudecku. AHTaroHucT I1L-13, nanpumep, anturesno npotus IL-
13 wim ero aHTHTeHCBS3BIBAIOIINN (PparMeHT, MOXKET OBITh BBEACHO CYOBEKTY, OTACIHHO WIM B KOMOMHAITMH C
JIPYTUMH TEpareBTHYECKUMH METOJaMH, KaK OMHCAHO B HacTosmeM m3o0perenuu. [IpenmoutnrensHo cyOBek-
TOM SBJSIETCS MIICKOTIMTAIOIIee, HampuMmep, 4esoBek, crpamarontuii [L-13-acconumupoBaHHBIM HapyIICHHEM,
TaKHAM KaK acTMa, KaK OIMCAaHO B HACTOSIIEM H300pETCHUH.

B cooTBeTCTBHHM C BBHIICH3IOKEHHBIM, BAPHAHTHI OCYIIECTBICHHUS HACTOSAIIETO N300PETEHHSI OTHOCATCS K
JIEYCHUIO0 OONBHBIX aCTMOM, BKIIIOUAIONIEMY BBEIICHUE HYKIAIOMIEMYCSl B TOM CyOBbeKTy antuTena K 1L-13 wim
€r0 aHTUTCHCBA3BIBAIOIIETO (PParMEeHTa, B TOM YUCIIC KOMITO3UIINM, COACPIKAIINX Takue aHTuTena. [Ipeamonara-
€TCsI, YTO JIO3bI U THUITBI KOMITO3UIIUN, KOTOPhIC CUUTAIOTCS 3(D(HEKTUBHBIMU AJIs JieueHuss D00, Takxke ¢ dek-
TUBHBI TP JICYCHUH ACTMEI.

Kpome Toro, BapraHTBI OCYIIECTBICHHUS HACTOSIIEr0 H300pETEHHsT OTHOCSTCS K criocodam oreHku 3¢ dex-
TUBHOCTH TaKHX aHTUTEN NPOTUB IL-13 Wiy aHTUTeHCBA3BIBAIOIIUX ()PATMEHTOB B CHUKCHUU TSDKECTH WIIH CTE-
MICHH aCTMBI y cyOBekToB. [Ipeamnonaraercs, 9To ciocOOB M aHAIH3HI, KOTOPHIE SBIISIOTCS (P (GEKTUBHBIME TPH
orieHke d(PPEKTUBHOCTH JiedueHUsT D00, TakKe MOTYT NMPHUMSATHCS IS omperesieHuss 3PQPEKTUBHOCTH TaKHX
CPEICTB IPH JICYCHUN ACTMBI.

AHTHTENa COTIIACHO HM300PETEHUIO MM MX AHTUTEHCBS3BIBAIONINE (HPAarMEHTHI MOTYT NPHMEHSTHCS, OT-
JIENTBHO WK B KOMOWHAINH, JIJI JISYeHHUs Takux 3a0omeBanmid. CiexyeT IOHUMATh, YTO aHTHTEIA COTIIACHO M30-
OpeTeHNIO WM WX aHTUTCHCBA3BIBAIONINI (pparMeHT MOTYT MPUMEHATHCS, OTAEIBHO WM B KOMOWHAIIMU C J0-
MOJTHHUTEBHBIM CPEJICTBOM, HAIIPUMEP TEPAIeBTUICCKUM CPEJCTBOM, TII¢ YKa3aHHOE JOMOIHUTEIEHOE CPEICTBO
BHIOMpACT CHCHHAIKMCT B 3aBUCHMOCTH OT €ro IPEIIoiaracMoro Ha3HaueHHs. Hampumep, HOMONHUTEIHHOE
CPEIICTBO MOXKET OBITh TEPANEBTUUCCKUM CPEICTBOM, U3BECTHBIM B JAHHOW OOJIACTH KaK MPUMEHSICMOE IS Jie-
YeHUs! 3a00JIeBaHMS MIIH COCTOSHHS, KOTOPOE JIeYaT aHTHTEJIOM COTJIACHO HacTosieMy nzobpereHuto. Jlomour-
HUTEIBHOE CPEJICTBO TaKKE MOXKET OBITH CPEJCTBOM, KOTOPBIH MPUAACT IMOJIC3HBIA MPHU3HAK TEPaNCBTHYCCKOU
KOMITO3HUIIUH, HAIPUMEP, CPEJICTBOM, KOTOPOE BIUSACT HA BI3KOCTH KOMITO3UIIHH.

Crnenyer Takke MOHWMATh, YTO KOMOHMHAIIUH, KOTOPBIE JOJDKHBI OBITh BKIFOUYECHBI B PAMKH HACTOSIIETO
n300peTeHNsI, SABIAIOTCS TAKUMH KOMOMHAITMSAMHE, KOTOPBIE MOTYT NIPUMEHSATHCS U WX MPEINoaraeMoro Ha-
3HadeHus1. CpesicTBa, IpeACTaBICHHBIC HIKE, IBIISIOTCS WDTIOCTPATUBHBIMU JUIA II€JIeH M HE JOJDKHBI OBITH OT-
parndensl. KomMOnHAIMM, KOTOPBIE SBIAIOTCS YaCThIO HACTOAIIETO M300pETEHHsI, MOTYT OBITh aHTHUTEJIAMH CO-
TJIACHO HACTOSIIEMY M300pETEHHIO W TI0 MEHBIICH Mepe OJHHM IOMOTHUTEIBHBIM CPEICTBOM, BEIOPAHHBIM U3
cnckoB Hibke. KoMOWHANMS Tak:Ke MOXKET BKIIFOYATH OOJIBIIC OJHOTO JOTIOJHUTEIFHOIO CPEICTBA, HATIPUMEDP
JIBA WK TPU JOTOJTHHUTEIBHBIX CPEJCTBA, €CIIM KOMOWHAIINS SBISCTCS TAKOW, YTO MOTYYCHHAS KOMITO3UIIHS MO-
JKET BBITIOJHATH CBOIO TPEATIONIATaeMYIO ()yHKIIHIO.

KomOuHupoBaHHas Tepamnus MOXET BKIIOYATh OJWH WK Oosiee mHruOuTOpoB 1L-13, Hanpumep, aHTHTEN
npoTuB [L-13 win ux gparMeHTOB, BKIFOUCHHBIX B OJIHY JICKAPCTBCHHYIO ()OPMY U/HIIA BBOJUMBIX COBMECTHO C
OITHUM WK 00Jiee NOMOTHUTCIEHBIMU TEPAIEBTUYCCKUMHU CPEACTBAMH, HAPUMEDP, OJHUM MU 0O0Jice UTOKH-
HAMH W WHTHOHTOpaMH (akTopa pocTa, IMMYHOJIEIPECCAHTAMH, MTPOTHBOBOCTIAUTEIBHBIMI CPEACTBaMHU (Ha-
pUMep, CHCTEMHBIMH TIPOTHBOBOCIAIUTEIIFHBIMHI CPEACTBAMH), IPOTHBO(MUOPO3HBIMH CPEICTBAMHU, METa0OIH-
YECKHIMH MHTHOWTOPaMH, HHTHOUTOpPaMH (PEPMEHTOB W/MIIH IIUTOTOKCHYECKAMH WM ITUTOCTaTHYECKUMH CPel-
CTBaMH, KaK OTMCAaHO OoJiee MoapoOHO HIKE.

[TpumMeps! IPeAMOYTUTETHHBIX JOMOITHUTEIBHBIX TEPAIEBTHYECKUX CPEICTB, KOTOPBIE MOTYT OBITH COBME-
CTHO BBEJICHBI W/WJIHM BKIIIOYEHBI B OJTHY JICKApCTBEHHYIO popMy ¢ ogHMM mim Oosiee antaronnctamu IL-13, Ha-
npuMep, anTuTenaMu npotus 1L-13 win ux ¢pparMeHTamu, BKIIIOYAIOT, Oe3 OTpaHWICHHUs, OJHO WU OoJee cie-
JIYIOIIETO: HMHTAJSIIMOHHBIC CTEPOUIBI, OCTa-arOHKCTHI, HANPUMEpP, OCTa-arOHUCTHI KOPOTKOTO JICHCTBHS WM
JUTATEIILHOTO JICHCTBUS; aHTATOHKUCTHI JICHKOTPUCHOB WM PEIENTOPOB JCHKOTPUCHOB; KOMOMHUPOBAHHBIC JIC-
KapCTBEeHHbIE cpercTBa, Takue kak ADVAIR; unru6uropst IgE, Hanpumep, anturena nporus IgE (mampumep,
KCOJIAP); unruburops! dochoandcrepassl (Hanpumep, HHruouTopsl PDE4); KCaHTHHBI; aHTUXOJIMHEPrHYe-
CKHE CpPEJCTBa; CTAOMIM3AaTOPBI TYYHBIX KJIETOK, TAKHE KaK KPOMOJHH; HHTHOUTOpHI 1L-4; narnouropsr IL-5;
uHTHONTOPHI Y0TakcuHa/CCR3; aHTarOHUCTHI TUCTAMIHA HITH €T0 PerenTopoB, Bkimodaronie H1, H2, H3 u H4,
W aHTaroHWCTHl mpoctarnanauHa D win ero penentopoB (DP1 u CRTH2). Takue koMOMHAIIMM MOTYT TIpHUMe-
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HATBCS JJIs JICYCHUS aCTMBI M JPYTUX PECHUPATOPHBIX HapyIICHUH. JONOTHUTEIFHBIC TIPUMEPBI TepAlCBTHYC-
CKUX CpPEJICTB, KOTOPHIC MOXXHO BBOJHTH COBMECTHO W/WJIM BKIIOYATh B OJIHY JICKAPCTBEHHYIO (HOPMY C OTHUM
nnm 6ostee anTuTeNaMu potuB 1L-13 mnm ux GparMeHTaMu, BKIIIOYAIOT OJHO WU O0Jiee CIICAYIOMIEro: aHTaro-
aucTel ®HO (Hampumep, pactBopuMelil parment perientopa ®HO, manpumep, p55 wiu p75 peunentopa PHO
YeoBeKa WM MX Npou3BoaHble, Hanmpumep, 75 kJla TNFR-IgG (75 x/la couteiit 6enok penentopa ®HO-IgG,
OHBPEJ)); anraronuctel pepmenta ®HO, manpumep, narudouropsr ®HO-mpespamaroniero gepmenta (TA-
CE); aHTaroHucCThl MYCKapHHOBBIX penenTopoB; aHTaroHUCTsl TGF-0eta; uaTEpdEpOoH; MUpHEHUI0H; XUMHUO-
TepaneBTHYECKUE CPEACTBA, HAIPUMEP, METOTPEKCaT, JICIYHOMHUI WIN CHPOIUMYC (parmaMHIIiH) FIIH WX aHa-
nor, Hartpumep, CCI-779; uarnourtopst LJOI'2 n CPLA2; HIIBC; nMmyHOMOynaTOpBI; HHTHOUTOPH! p38, TPL-
2, MK-2 u naruduropst NFkB, moMumo npoumnx.

JpyruMu TpenmnoYTUTEIBHEIMA KOMOWHAIMSIMA SIBJISIFOTCS. [IUTOKHH-TIOAABIISIONIAE POTHBOBOCIIAIN-
TeNbHBIC JieKapcTBeHHBIE cpenctBa (CSAID); aHTHTENa WIIM aHTAarOHHCTHI APYTHX YCIOBEYCCKUAX ITUTOKUHOB
wi GakTopoB pocra, Hanpumep, 1L-1, IL-2, IL-3, IL-4, IL-5, IL-6, IL-7, IL-8, IL-15, IL-16, IL-18, IL-21, IL-
31, uatepdeponoB, EMAP-II, TM-KC®, FGF, EGF, PDGF u suuotenuna-1, a Takke pelenTOpOB 3TUX IUTO-
KUHOB M (h)aKTOPOB pocTa. AHTUTENA COTNIACHO M300PETCHUIO WM MX aHTHTCHCBSI3BIBAIONINE (PparMeHThI MOTYT
KOMOMHHPOBATh C aHTUTEJIIAMH K MOJIGKYJaM KJIETOYHOW MOBEepXHOCTH, TakuMm kak CD2, CD3, CD4, CDS,
CD25, CD28, CD30, CD40, CD45, CD69, CD80 (B7.1), CD86 (B7.2), CD90, CTLA wiu uX TUTraHsl, BKItOYas
CD154 (np39 nmm CD40L).

[IpennournTensHpIe KOMOWHAIIMN TEPATICBTHICCKUX CPEACTB MOTYT HOJABIIATH PAa3IMYHBIE KOMIIOHCHTHI B
BOCTIAJIUTEIEHOM KacKaje; MPeIOuTUTENIbHBIC MPUMEpH! BKIIOYatoT aHTaroHncToB ®HO, Takmx kak Xxumep-
HbIE, TYMaHU3UPOBaHHbEIE WK 4YenoBedeckue antutena k ®HO, D2E7 (mybnukanus PCT WO 97/29131), CA2
(Pemukelin®), CDP 571 u pactBopumsie pS5 wim p75 peuentopst ®HO, ux npousBoansie, (p75STNFR1gG (OH-
6pen®) wmu pSSTNFR1gG (nenepuenrt), a takxe naruoutopsl ®HO-npespamaromero ¢gepmenra (TACE); Tax
ke mHrHOuTOpHI IL-1 (MHrHOUTOpPH MHTEpICHKUH- 1 -ipeBparniaroniero ¢gepmenta, IL-1RA u T.1.) MOTYT OBITH
3¢ (GEeKTUBHBIMU TIO0 TOU ke mpudyuHe. pyrue mpearnouTUTEIbHBIC KOMOWHAIMN BKJIFOYAIOT WHTCPICHKUH-4.
Emie oHOI mpeqnoYTUTeIbHOW KOMOMHANIUEH SBISIOTCS APYTHE KIFOYEBHIC YYACTHUKH aCTMAaTHYECKOTO OTBE-
Ta, KOTOPBIE MOTYT JCHCTBOBAThH MAPAJLICIIFHO, B 3aBUCUMOCTH OT WIIK B COOTBETCTBUM ¢ pyHKIuei [L-13; Hau-
OoJiee MPENMOYTUTEIBHBIMHE SBISIOTCSA aHTaroHuCThl 1L-9, Brittouast anTurena k 1L-9. beuto mokaszano, uro IL-
13 u IL-9 uMeroT nmepeKphIBarOIIUecs, HO pa3IUYHbIe (YHKIIUHU, IIPH STOM KOMOWHANNSA UX aHTATOHUCTOB MOYKET
ObITh HanbOouee a3 pexTuBHON. Ele oxHON npennodTuTeIbHOH KOMOWHANNEH SBIISIOTCS aHTHTeNna MpoTuB IL-5.
Jpyrue npeanodYTuTeabHple KOMOUHAIIMK BKITIOYAIOT aHTarOHUCTHI XEMOKHHOB, B ToM uucie MCP-1, MCP-4,
sotakcuabl, RANTES, MDC, CCL-12 u CCL-17 (TARC) u penentopsl XxeMOKnHOB, Bkitodaroniie CCR2,
CCR3, CCR4 u CXCR4. Kpome Toro, KOMOMHAITMK MOTYT BKITIOYaTh aHTArOHKUCTOB MEIUATOPOB aCTMBI, BKITIO-
yas KHCIylo XxuTuHazy mutekonmratommx, CRHT2, xumasy, S1P1, S1P2, Tyk2, ROCKII, Stat6, p38, NF«B,
dbochommrcrepasy 4 (PDE-4), Tpurazy Tyunsix kietok, NO, aneno3uH, IKK2, GATA3, ICAM-1, VCAM-1 u
ICOS.

Bce ommcanmne u3 mybnukanuu 3asBku Ha mateHt CHIA 2008/0171014, Bximrodas Bce MCTOYHHUKH, ITHTH-
pyeMBbIe B HACTOSIIEM JOKYMEHTE, IOJIHOCTHIO BKIFOUCHBI TOCPECTBOM OTCHUIKH.

Hacrosmiee onucaHue TOTONTHATEIHHO MPOWLTIOCTPUPOBAHO CICAYIONIMMHU MPHUMEpPaMU, KOTOPBIE HE Clie-
JyeT CYUTATh OrpaHHYUBAIOIIUME. [10JTHOE colepkaHHe BCEX MCTOYHHKOB, TATCHTOB M OMYOJUKOBAHHBIX 3asi-
BOK Ha MAaTEHT, IUTUPYEMBIX 110 BCEMY TEKCTY HACTOSIICTO JOKYMEHTA, a TaKKe (DUTYPHI M CIIHCOK MOCIEI0Ba-
TENBHOCTEH, BKIFOYCHBI B HACTOSIIUH TOKYMEHT MOCPESICTBOM OTCBHLIKH.

IIpumepsr

IIpumep 1: Uccnenoranue 3¢ GeKTUBHOCTH PEKOMOMHAHTHOTO T'YMaHHW3HPOBAHHOTO, BBICOKOA(PUHHOTO,
CEJICKTUBHOTO MOHOKJIOHAJILHOTO aHTHTENa MPOTHB HHTEpIIeHKHHA-13 Tipu 303MHODHIEHOM 330(darute.

Beenenue.

Crumymsammsa uaTepiieiikuaoM (IL)-13 mepBUYHBIX 9eTTOBEYECKHUX SMUTEIHATBHBIX KIETOK IMHIEBOIA BEI-
3BIBACT HKCIPECCHIO YOTAKCHHA-3, OelKa-XeMOoaTTPaKTaHTa 03MHO(MMIOB, U IIEPHOCTHHA, BHEKJICTOYHOTO MaT-
pudHOTO Oenka aare3uu. Jkcnpeccust 3TuX [L-13-uHaynupyemMpIx OSIKOB TOBHIIICHA B TKAHW MHINEBOA TIAIH-
CHTOB C 303WHO(UIBHBIM 330(aruToM (303D) U BRI3BIBACT CHIBHOC aJUIEPTUYECKOE BOCHANICHHE. AHTHTENO TIPO-
tuB IL-13, RPC4046 (Taxke HazbiBaeMoe 13CS5.5), cBsasbiBaercs ¢ 1L-13 yenoBeueckoro Tuma U BapHaHTOM IO-
cienoBatenbHOCTH 1L-13, R110Q. DT MUTOKMHBI, KaK OBLIO MOKA3aHO, YCHIIMBAIN AJUICPTHYCCKOE BOCIIAJICHUE
y denoBeka. RPC4046 obnanaer BHICOKOH CENEKTHBHOCTBIO B OoTHOImEHNU IL-13 n He cBs3BIBaeTCS C APYTHMHU
IUTOKHHAMH.

Lemm.

OddexTuBHOCTh M 6e30macHOCTE RPC4046 omeHnBany B ucciieioBanuu (Has3sl 2 y 607IpHBIX D00, ['maBHast
TIeJTb UCCIIeIOBaHMS cocTosa B oreHke BiusHUs RPC4046 Ha konmmuecTBO 303MHOMHUIOB B 00pasnax OMOICHU
MUIIEBOJIa CYOBEKTOB ¢ CUMIITOMATHYECKAM D03MHOMHIBHBIM 330(arutoM (303). BTopuuHbie menu uccieno-
BaHUs COCTOSUIH B onieHKe BaussHust RPC4046 Ha ximHHYeCcKHe CUMIITOMEI D03; B onieHke Biusiausg RPC4046 na
HIOCKOMYECKYIO ONIEHKY D00; B onieHke BiussHUs RPC4046 Ha pe3ynbTaThl THCTOJOTHIECKOTO MCCIIEI0BaHMUS
NWIIEBO/A; U B OIEHKe Oe3omacHocTH M mepeHocumoctn RPC4046, Bruovass BEIpaOOTKY aHTUTEN TPOTHB
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RPC4046.

Cxema nccine10BaHus.

JIBoiitHOE crieroe, ¢ KOHTpoJIeM Iuianebo, ucciienoBanue ¢ moadbopom mo3 npooawin B 40 mentpax B Ce-
BepHOU Amepuke u IlIBeinapun. [TamuenTs ¢ 909 (n=100, Bo3pacToM 18-65 5eT) paHIOMHU3UPOBAHO pacmpe-
nemsia B Tpynmbl 180 mr (Hm3kas no3a; LD) wmm 360 mr (Beicokast mo3a; HD) RPC4046 wim turane6o (PBO)
(1:1:1) B menp 1 BHYTpUBEHHOW HArpy30YHOM JIO3BI, C TIOCIEAYIONIUM BBEICHHUEM €KEHECIbHBIX MOIKOXHBIX
03 B TedeHune 15 Hemenb. B Tabn. 1 mpemocTaBiieHbI CBOAKH NEeMOTpadUYECKUX XapaKTEPHUCTHUK MAI[HCHTOB.
KonmdecTBo 203MHOGUIOB B MUIIEBOIC U3MEPSIN B 00pa3iax OMOIICHU BO BpeMs CKpUHUHTA, B HeAemo 16 u
IPU TOCPOYHOM IMPEKPAIICHUHM y4acTUs B UCCICIOBAHHWH, B COOTBETCTBYIONIMX CiIydasx. YacTOTy W TSKECTh
KIMHIYCCKUX CHMITOMOB JUC(ariy OICHUBAIN MPH HCIOJIH30BAHUU HWHACKCA aKTHBHOCTH J03MHO(HIHLHOTO
330¢aruta (EESAI) u peructpupoBanu B )xypHaie e:xKeTHEBHBIX cuMTOMOB (DSD), KOTOPEI comepKall OTBETHI
HA CTaHJAPTHBIA aHKETHBIH OTPOC, IO KOTOPBIM BBIYHCISLTN OIICHKY (Tabi. 2). be3onacHOCTh KOHTPOIUPOBAIH B
X0JIe HccieoBaHus. [lepBUYHBIM KOHEUHBIM TIOKa3aTeNIeM SBJISIIOCH H3MEHCHHE OTHOCHTEIEHO HCXOJIHOTO 3Ha-
yenust (BL) B Henenmo 16 cpenHero xoiudecTBa 303MHO(GUIOB B numieBose. ViccaenoBanue 061a1ano MOIHO-
CTBIO TI0 IEPBUYHOMY KOHEYHOMY ITOKA3aTel0. BTopiuHble KOHEUHBIE TIOKa3aTeNIN BKIIOYAIN CpeIHee M3MEHe-
HHUE oTHOcHTeNnbHO BL 10 Hexenu 16 mo 9acToTe U TSHKECTH KITMHAYECKIX CHMITTOMOB TUC(arum.

Tabmnmma 1
CBoJika neMorpaguuecKnx XapakTePUCTHK IMallieHTOB
MNnayebo RPC4046 180 mr RPC4046 360 mr
(N=34) (N=31) (N=34)
n (%) n (%) n (%)

KonniecTso panoMM3upoBaHHBIX CYObeKToB 34 {100) 32(100) 34 (100)

“ITT cosokynHooTs™
(GonimosTs :
COBOKYMHOCTb 7T OLIEHKM O@30MacHoCTH 34 (100) 1(96.9) 4 (100)

KonuecTso cyb

rneproj nevyeHnA

*ITpoLIEHTbI OCHOBAHBI HA KOJIMYECTBE PAHIOMHU3UPOBAHHBIX CYOBEKTOB.

’ITT COBOKYITHOCTh COCTOUT W3 BCEX PaHIOMH3HPOBAHHBIX CyOBEKTOB, KOTOPHIE TOIYUYMIN MO MEHbBIICH
Mepe OJHY 03y JIEKapCTBEHHOTO CPENICTBA B MICCIEIOBAHNH C HA3HAYCHHUEM JICICHHUS, OMPEAeIIEMBIM COTJIAaCHO
PaHIOMU3UPOBAHHOMY JICUCHHIO.

“COBOKYITHOCTH B COOTBETCTBHH C TIPOTOKOJIOM TpeacTaBiseT coboi moarpymmny ITT coBOKymHOCTH ¢ co-
OJI0ICHUEM MPOTOKOJIA JICUCHHS U 0e3 KaKUX-THOO0 UCKITIOYUTEIBHBIX OTKIOHCHHH OT IPOTOKOIA.

4CoOBOKYITHOCTH OLEHKH GE30MACHOCTH COCTONT M3 BCEX CyOBEKTOB, MOTYYaBIINX JBOMHOE CIIEIOE JICKap-
CTBCHHOC CPEICTBO B MccienoBaHuu. MccnemoBanus Oe3omacHOCTH OyIyT MPOBOIUTH B 3TOH COBOKYITHOCTHU
coryacHo HanbosbInei no3e 1n/k RPC4046, momy4yenHoit pakTHyecky.

JIBotiHas ciemas ¢aza cONMPOBOXKAATACH OTKPBITHIM JIOTIOJHUTELHBIM HCClIeIoBaHNeM (52 Helenu), B KO-
TOPOM BCE CYOBEKTHI TOJTydaii BEICOKYIO 103y RPC4046.

OT60p CYOBEKTOB.

CyOBEeKTOB OTOMPAIH/MCKITIOYATIH Ha OCHOBE CIICTYIOIINX KPUTECPHUEB.

Kpurepuu BriTroueHus.

1. JIokyMeHTaIpbHO MOATBEPKICHHBIA JUarHo3 DoD 1Mo MeHbIel Mepe mocne 8 Hexens Tepanuu WIIIT B
BBICOKOW J03€ JI0 CKpUHHHTA.

2. I'ncronoruveckoe MOATBEPKACHUE 0D C MUKOBBIM KOJIUYeCTBOM d03uHO(mIoB >15/T13BY, B 2 u3 3
(TIpOKCHMATBHBIH, CPETHUHN /WK JUCTANBHBIN) YPOBHEH MUIIEBOIA IPH SHAOCKOIIUU BO BPeMsl CKPHHUHTA.

3. ¥V cyOnekra nomxHa OBITh aucdarus MUHAMYM 4 nHS U 3amonHeHHBIH DSQ B 270% nnel B TeueHme
JFOOBIX 2 MOCTEIOBATENBHBIX HENENb MePUoia CKPUHIHTA W 332 2 HEJCTH JI0 MOCCIICHUS C [EIbI0 OICHKH HUC-
XOJTHOTO COCTOSHHS.

4. B cpenHeM 1o MeHBIIIeH Mepe 2 anm30/a qucdaruu B aHaMHe3e (C IPHEMOM TBEPIbIX IPOTUBOBOCTIAIH-
TENBHBIX MPEMapaToB) B HEJENIO 3a 4 HENENN 10 CKPUHHUHTA U B CPEHEM IO MCHBIICH Mepe 2 3MHu30/4a A0KY-
MEHTAJIBHO TOATBEPIKICHHON Auc(haruy B HEJEIO 32 HECKOIBKO HEJENb 10 CKPUHHUHTA M Ha HAYaJo JICUCHUS B
WCCIIeIOBaHUMN; TUC(ATHIO ONPENessUIH KaK 3aTpyJHEHHE MPH MPOTIATHIBAHUN TBEPIOW IMHIIH WX 3aTPyTHECH-
HOE TIPOXO’KACHUE TBEPIOH MUK COTIIACHO COOOIIEHHIO MAIIUCHTA.

5. JlomkeH ocTaBaThCs Ha CTAOWJIBHOM IHMETe B TCUCHHE >3 MECSICB O CKPUHUHTOBOTO ITOCCHICHUS H
TIPOI0JDKATH JTIO0YIO JIEUeOHYI0 TUETY W/ JCHCTBYIONINE CXEMBI JICUCHHS ITPU CKPUHUHTOBOM TOCEIICHHH;

Kpurepuu ucknroyeHusl.

1. Tlpenpiaymiee yaactre B KIMHMYECKOM HccienoBannu RPC4046.
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2. CyOBeKT uMeeT J11000e COCTOSHHUE MM IaTOJOTHIO, KOTOPOE MOJKET IOBIHATH Ha 0€30MacHOCTh CyOb-
€KTa WM UCKA3UTh WM YCIOKHUTh OLICHKY MPH3HAKOB WJIK CHMIITOMOB D00,

3. CyObeKT MpUMEHSIT UMMYHOMOYIMPYIONIYIO TEPAIHIO B TeUeHHE § HeIeb 10 CKPHHHUHTA.

4. CyObeKT IPUMEHSI MTePOPATBHBIN HAPYKHBIH KOPTUKOCTEPOUT TIPH D0D WIIH CUCTEMHBIH KOPTHKOCTE-
pOHI TIpH JIIOOOM COCTOSTHUH B TeueHue 4 Henenb 1o kBanudurupytomeit 91 JIC umu npeamonaran Takoe MpH-
MEHEHHE BO BpeMs IepHOa JCUCHHUS.

5. CyOBexT mpUMeHSUT HHTASIMOHHbIC MTH HHTPaHa3aJbHBIE CTEPOUIBI U HE MPOJOIDKAI CTAOMIIBHOE JIe-
YeHHe ¢ TedeHne 0ojee ueM 3 MecsIeB 10 CKPUHUHTOBOTO MTOCEIICHUS WM TIPeAIioaral H3MEHEHHE BO BpeMs
MCCIIEIOBaHMSI.

6. CyObekT Havai, npeKpaTHi Win n3MeHwn cxemy npuema UIII, antaronucroB H2, aHTanumos, aHTH-
THCTaMUHOB MJIM MHTHOMTOPOB JICHKOTPHEHOB TP JTF00OM COCTOSIHHUH.

7. CyOBeKT UMeeT CTPUKTYpY NHIIEBO/a, KOTOpask He MO3BOJISET BBECTH TUATHOCTUUECKUNA YHIOCKOIT JUIs
B3pocHbIX s BepxHuX oTaeinoB JKKT wim nMen quiaTaiuio IUIeBOja B TCUCHUE 3 MECSIICB IO CKPUHUHTA.

8. Jleuenne MccieryeMbIM JIEKapCTBEHHBIM CPEJICTBOM B TEUCHHE 2 MECSLEB WM B Ipe/enax 5 IepHoIoB
TIOJTYBBIBEICHHS (€CITM TaKOBBIE M3BECTHBI), B 3aBHCHMOCTH OT TOTO, YTO SBJSIETCS OoJiee TPOIOIDKUTEIBHBIM,
JI0 CKpUHUHTA.

KoHneunsle nokaszaTenu.

KitroueBbIM mepBUYHBIM KOHEUHBIM MOKa3aTeIeM SIBISETCS N3MEHEHHE OT Havajia uccieqoBanus no Herme-
i 16 cpeaHero KoaudecTBa Y03MHO(HIIOB B MUIIEBO/E, U3MEPEHHBIX B 5 HanOoJiee BOCTIAJICHHBIX YJacTKaxX B
noJie 3penus npu 6ombioM yeenumdeHuu (I13BY) B oOpasmax O6worncuu numieBoaa. KirroueBbIM BTOPUYHBIM KO-
HEYHBIM TIOKa3aTelIeM HCCIENOBaHMs SBILUIOCH CpeAHee M3MEHEHHE OT Havaia ucciiepoBanHust no Henemu 16
YaCTOTHI M TSHKECTH KIIMHHYCCKUX CUMIITOMOB JHC(aruu, OIEHUBACMBIX IO JKypPHATY €KCIHEBHBIX CHMIITOMOB,
3aIl0JHEMOMY B TE€UYEHHE JABYX Henesib. Kpome Toro, Takke MOTYT OBITh M3MEPEHBI Pa3IMYHbIC PE3yJIbTaThI
0e301macHOCTH U nepeHocuMOocTH. [lapaMeTpbl 6€30IIacHOCTH M NMEPEHOCHMOCTH OLICHHBAIM 110 YUCITY CIIyYacs,
TSDKECTH M OTHOLICHUIO HexXenaTenbHbIX siBieHnit (AE), ceppe3nbix AE (SAE), oTkiIoOHEHH 0T HOPMBI pe3ylbTa-
TOB KJIMHHYECKUX JTaOOpaTOPHBIX aHAJM30B, M3MCHEHUI OCHOBHBIX NOKa3aTellel KU3HEACATEIbHOCTH, aToIO-
THA Tpu (PU3UKAIHFHOM 00CIEeIOBaHUHM W NPHUCYTCTBUHU AaHTHUTEN NPOTUB JICKApCTBEHHBIX cpencTB. CyOBEeKTOB
TaKXKe MPOCHIIN OTBETHTH Ha Pa3IMYHBIC CBS3aHHBIC C CHMITOMAaMH BOTIPOCHI B JKypHaJie, KOTOPBIH MCIIOIB30Ba-
JIY TIPY BBIYMCIICHUH KOMIUIEKCHOW OTIEHKH 110 >kypHaIy (CDS) (Tabm. 2).

Tabmnmma 2
TIpumepHBIi ONIPOCHUK B )KypHAJIE exXeTHEeBHBIX cuMITOMOB (DSD) 1 crioco0, HCmoib3yeMblit
11 Bbrauciaenus CDS

KEKOBH OCHOBH‘BR []pVNM Ha Toro; '-lTO Bbl He -
CETORHS TBBDAVIO nmu,y”

10 [Hawxyaiest 501, KOTOBYIO :

{Cymma oueHor Q2 u Q3 3a onpedenerHbill hepuod)
KomnnexcHag oygeHKa no XypHany = . % HnumensHocmb nepuoda
Yucno GHeli Bes omcymemsyiowiux daHHbIX

3abop 0OpasIoB..

JIyis1 MakCUMabHOTO MOBBIMICHUS €UHO00pa3us, 00pa3ibl OMONICHHU MOTYYaId U3 TPOKCUMATIBHOTO U JIU-
CTaJBHOTO OT/eNa nuineBoa (T.e. 4 gparMeHTa OHONICHU U3 KAXIOTO YPOBHS) IPU CKPUHHHTE. J[OTIOIHUTEIh-
Hble 00pa3iibl GHOTICHH M3 CPEIHEr0 OT/eNa MUIIEBOAa ObUIM PEKOMEHIOBAHBI, MPHU 3TOM OBUIO MPEINPHHATA
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MOMBITKA MTOJYYUTH MMOCIEAYIOIHIe 00pa3iibl OMOIICHH U3 TeX JKe ypoBHEH. bruoncun Oy 3aciierie sl U uecie-
JIOBaHbI OJIHUM CIEIHAJINCTOM II0 JJA0OpaTOpHOIl TMAarHOCTUKE LeHTpa. [t BKIIFOUeHHMs B MCCIIEI0OBaHUE, CYyOb-
€KTOB OLICHWBAJIM HA IHMKOBOE KOJIMYECTBO 303uHO(PHIOB >15/I13BY mo 2 u3 3 (mpoKcHMMasbHBIH, CpemHui
W/MIH AUCTAIBbHBIN) yPOBHEH NHIEBO/IA ITPU SHAOCKOIIMU BO BPEMsI CKPUHHHTA.

Kparkue pe3ynbTaThl.

90 manueHTOB 3aBEPIIMIIM HavalbHOE 16-HeaenbHOEe HccienoBaHue. Jlemorpaduieckue XapakTepHCTH-
Kri/TIoKa3aTeny 3a00JeBaHus OBUIM COTIOCTaBUMBI MEXIy I'pymmamu jedeHus. Ha Hagano mccienoBaHus cpea-
Hee KOJIMYECTBO S03WHO(MIOB B MHUIIEBOAE cocTaBisio 92,4 (tuiane6o; PBO), 116,6 (Hu3kas no3a; LD) u 122,6
(BeIcOKas mo3a; HD). CpenHee KOMUIECTBO 203MHO(UIIOB B MHINEBOIC, M3MEPEHHOE B 5 HamboJiee BOCTIAIEHHBIX
TIOJISIX 3PEHUS Mo OOJBIINM yBETHMUEHHEM B 00pa3max OMOINCHH NMHIICBOAA, 3HAYUTEIHHO CHU3WIOCH C Hadaia
uccnenoBanus (BL) mns odenx 103 RPC4046 3a 16-HenenpHbIN nepuon ieueHus (cpeanee usmenenue PBO: -
4,4, LD: -94,8; u HD: -99,9 [06e mo3sl p<0,0001 B cpaBHeHMu ¢ miane6o]). Ha Hadano uccrienoBaHus CpeaHss
KOMIUIEKCHAsI OLIEHKA I10 JKypHAJTy CUMNTOMOB nucdaruu cocrasimsuia 29,4 (PBO), 27,63 (LD) u 29,03 (HD).
YMeHbIIeHHE KIMHIYECKUX CUMIITOMOB Jucaruy HaOoaay y nanueHTos, nonyyasmmx LD u HD RPC4046
no cpaBHeHuto ¢ PBO Ha ocHOBe koMIIekCHOM oueHkH Mo xypHany (PBO: -6,4; LD: -5,3 [p=0,9959 B cpaBHe-
auu ¢ PBO) u HD: -13,3 [p=0,0733 B cpaBHernu ¢ PBO]). AHanu3 B moArpymmax mo cTepoua-peppakrepHoMy
cTaTycy Ha 16 Hezxene mokazan yMeHbIeHue aucdaruu, kak npeacrasieHo B DSD. RPC4046 xoporio nepeHo-
cwi ¢ OraronpuaTHEIM TipoduiemM Oe3onmacHocTH. Unctoe m3MeHeHre 1o aqucdaruu 3a 16-HeaenbHBIN epruo/T
JIEYEHHS COTTIACHO M3Mepenuio 1o DSD? mokasano B Tadu. 3.

Tabnmma 3
CpenHee n3MeHEHHE C Hayajia uccnenoBanus 10 Hemenn 16 9acTOTH M TSHKECTH KIIMHUYECKUX
CUMNTOMOB Jicaruu npu onerke no DSD, 3anonHseMomy B TeueHHe 2 HEIEb

Crepoup—HepedpaKTepHble INalMeHTH Crepoun-pedpakTepHble NalMeHTh
RPC4046 RPC4046
PBO (n=18) LD HD PBO (n=14) LD HD
(n=12) (n=16) (n=14) (n=12)
VsMeHeHMe
mucharum -10,8 -10,0 -14,0 -0,8 -1,3 -12,3
oT BL

[MonpoGHbIe pe3yabTaThL.

B nepBoM uccnenoBannyu cyObeKTaM aBajii Iuane0o WM HU3KYIO HITH BBICOKYIO JI03y TEPaleBTHYECKOTO
cpeactsa. CpeqHee KOIMYECTBO Y03MHO(MHIOB B MUILEBOAE (KIETKHU/T3) BEIYUCISIIIA Ha HA4ajo JICYCHHS U B He-
nemo 16. beuto oOHapy»keHo, uTo JieueHne HU3Koi 1030 (180 Mr) u Beicokoit n1o30it RPC4046 (360 mr) mpuso-
JIMJIO K CTATUCTUYECKH 3HAYNMOMY CHI)KECHHIO CPEIHETO KOJIMYECTBa Y03MHO(MIOB B MHUILEBOAE B HEAETO 16
10 CPaBHEHUIO C KOHTPOJSIMU. Pe3ynpTars! npeacrasnensl Ha ¢ur. 1. Ha ¢ur. 2 (a) nokazaHo cpeaHee Konnde-
CTBO 203MHO(UIIOB B MUIIEBO e (KJISTKH/TI3) B Heleo 16 B rpymme 1mianedo 1mo CpaBHEHHIO ¢ CYObEeKTaMH, KO-
Topble onmy4yann Hu3Kyio 103y (180 mr) RPC4046 (Takke 0TMEUEHO KOJMIECTBO KIETOK B Pa3HBIX MOATPYIIIaxX
naruedToB). Ha ¢wur. 2 (b) mokazaHo cpegHee KOJIMIECTBO 03MHOPHIOB B NHUIIEBOAE (KJIETKH/T3) B HeNemo 16
B TpYIIIE TU1ane0o Mo CpaBHEHUIO ¢ CYyOBEKTaMH, KOTOPhIE TOTyJald BEICOKYIO 103y (360 mT) RPC4046 (Takxke
OTMEYEHO KOJIMIECTBO KIETOK B PA3HBIX MOATPYIIIAX MMAIIHCHTOB).

Bo BTOpOM HccenoBaHNM CyOBEKTaM JaBaJIM IUTAaNe00 WIIM HU3KYIO MM BEICOKYIO 103y TEPAeBTHIECKO-
ro cpenctBa. CpesHIO KOMIUIEKCHYIO OIEHKY IO JKYpHAJIy CHMITOMOB quc(aruu (KJI04eBol BTOPHYHBIA KO-
HEYHBIH 1MOKa3aTelb) BBIYNCIISUIN Ha HAa4ajo Je4eHus U B Hexemo 16. beuto oOHapyskeHo, 4TO JIeYeHHEe HU3KOH
no3zoii (180 mr) u Beicokoit no30it RPC4046 (360 Mr) mpuBOIMIO K CHIKEHHUIO CpeTHEH KOMIUIEKCHON OLIEHKH
CHMITOMOB IHc(aruu 1o XypHajly B HEAETIO 16 10 CpaBHEHHIO ¢ KOHTPOJISAMU. Pe3ynbTarsl npeicraBiieHbl Ha
¢wur. 3. CBoaKa pe3ynbTaToOB MpeAoCTaBiIcHa B Ta0. 4.
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Tabnuma 4
CBojika pe3ysIbTaTOB UCCIICAOBAHMS MO aHATN3Y KOMIUICKCHOU OLICHKH CUMIITOMOB JHC(aruy 1o >KypHaIy B
Henemo 16 y cyobekToB B rpymme [TT, kotopbie momydany Hu3Kyto 103y (180 Mr) umu BeIcokyro 103y (360 mr)
RPC4046. Pa3nuunbple CTATUCTUIECKUE ITApaMETPhI, HATPUMEP CPEIHEKBAIPATHIHOE CPEIHEE pa3INIHe
(LSMD), noseputensubiii nuarepsai (CI), cpenane u MenuaHHbIe 3HAYSHUS, BBIYUCIISITN U3 Habopa JaHHBIX.
CTaTHCTHYECKYIO 3HAYMMOCTh OTPEJIEIISUTN C TIOMOIIBIO P-3HAYCHHIA 3 MOJISIH aHaIM3a KOBAPHAIMU C yIETOM
cTepouI-pepakTepHOro cTaTyca U UCXOIHOM KOMIUIEKCHOH OLIEHKH M0 KypHAITy

Mnayeto RPC4046 180 mr RPC4046 360 mr
(N=34) (N=31) (N=34)

MepuaHa 284 28,5 275

Megmnana 21 26,1 6,2

LSMD (95% Cl) 0,02 {-7,29, 7,33} -6,50 {-13,63, 0,63)

[TpoBoannyM aHaM3 MO MOATPYNIAM (B 3aBUCHMOCTH OT CTEpOUA-pedpakTepHOTo craryca) cyObeKToB, pe-
3y/lBTaTHl KOTOPOTO TOKa3aHbl Ha ¢ur. 4. J[0303aBHCcHMOE CHIDKEHHE CpeIHEel KOMIUIEKCHOW OIEHKH CHMIITO-
MOB Iucharuu 1o KypHaiy HaOIoJann y cTrepoui-pedpakTepHbIX CyOBeKTOB. Pe3ynbTaThl IPUBEACHBI B Ta0I.
5.

Tabnmma 5
CBopka pe3ybTaTOB UCCIIEAOBAHIS [0 aHAJN3Y KOMIUIEKCHON OLIEHKH CHMITOMOB J¥C(aruy 1o KypHary B

Henemo 16 y cyobekToB B rpymme [TT (pa3neneHHbIX Ha MOATPYIITEI B 3aBUCHMOCTH OT CTEPOU/I-
pedpaxrepHOro craryca), KOTOpBIE MOIydann HU3Kyo 103y (180 Mr) wiam Beicokyro 103y (360 mr) RPC4046.
PaznnuHble cTaTHCTHYECKUE TapaMeTphl, HAIPUMEp CpeAHeKBaapaTHIHoe cpennee pasanune (LSMD), nosepu-
tenbHbIA nHTepBal (CI), cpennue n MeManHble 3HAYEHUS, BBIYUCIISUIN U3 Habopa gaHHbIX. CTaTHCTHYECKYTO
3HAYUMOCTB OIPEACIISIIN C TOMOIIBIO P-3HAYCHUI U3 MOJENIH aHaIN3a KOBapHaluK ¢ YI€TOM HCXOJHOH KOM-
TUIEKCHOH OLIEHKH 10 )KypHAIy

Mnaueto RPC4046 180 mr RPC4046 360 mr

Crepoua-pedpakTepHbIi cTaTyc  MOMEHT BpeMeHU (N=34) {N=31) (N=34)

LSMD (95% Cl)

LSMD (95% Cl) -1,3(-13,2,10,7) -12,0(-24,3,0,3)

CpenHue KOMITJIEKCHBIE OIICHKH CUMITTOMOB JUC(haruu 1o >kypHany (3a 16-HeaeabHBIH NMEPHOa; MOHUTO-
PHUHT OJIMH pa3 B IBE HEJENN) Y CYOBEKTOB, MOMyYaBIIUX IUIANE00 WIIH MOJTYYaBIINX HU3KYIO 103y (180 mr) mmm
BBICOKYIO 103y (360 mr) RPC4046, mokazansl Ha ¢ur. 5. MOXHO 3aMETUTh, UTO JIeUeHUE 00Jiee BRICOKOH 10301
(360 mMr) RPC4046 npuBOUT K YHCTOMY CHHYKCHHIO CPETHEH KOMIUIEKCHON OIEHKH CUMIITOMOB JHuC(haruu mo
JKYpHaIy B HeAemo 16 mo cpaBHEHHIO ¢ IuIane0o, KOTOPOe MPHUOIMKAIOCh K CTATHCTUYCCKOW 3HAYMMOCTH
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(p=0,0733). B ananmze mo moaArpymnmam (B 3aBUCHMOCTH OT CTEPOHI-Pe(paKTEpPHOTO CTaTyca CyOBEKTOB) OBLIO
00Hapy)KEHO, YTO cTepouI-pedpakTepHas MOATPYIINA MoKazana O0oyee BRICOKYIO 3 dekTuBHOCTS (ur. 7), yeMm
crepoua-HepedpakrepHas noarpymma (¢pur. 6).

Pe3ynbTaThl mapamiensHOTO UCCIEIOBAHNA, B KOTOPOM OLeHHBANH 3(p(PEeKTHBHOCTE CyCIIeH3UH OyIeCOHH-
na 1t epopanbaoro npumererust (OBS) y cyObekToB ¢ muarao3om 303uHOGIIBLHOTO 330¢arura (303), moka-
3aHbl Ha ¢ur. 8. [Ipsmoe cpaBHeHHE 3P (HEKTUBHOCTH CYCIICH3UU OyIeCOHHUAA I TIepOPaTLHOTO TPHUMEHEHHUS,
RPC4046 n QAX576 moka3zaHo B Tabi. 6.

Tab6muma 6
CBojika pe3ysbTaToB IO OIIEHKE AP PEKTUBHOCTH TuIanebo, nepopansHoro oynaeconuna, RPC4046 u QAXS576 B
TpeX pa3HbIX HCCIEIOBAHUAX

B gpyrom aHamu3e CpeIHIOI SHIOCKOIMHYCCKYIO pedepeHCHYIO OICHKY S03MHO(PHIBLHOrO 330(arura
(EREF) y cyOobexToB B Hepeno 16 mccienoBaiy B Tpynie Ianebo u aByx rpynmax jedenus. Ouenka EREF
SBIISICTCS OTIOTHUTEIHHBIM BTOPHIHBIM KOHEYHBIM ITOKa3aTeNleM, KOTOPBIH OIIEHUBAIOT B 3aBUCHMOCTH OT IIPH-
CYTCTBHSI BOCHAJINTENIFHBIX MAapKepoB (HAIIpUMeEp, MMOJIOKUTEIBHBIN pe3ynbTaT Ha OTEK, IKCCYAATHl W/WiH 00-
PO37bl) W/WITH MapKepOB peMOICTUPOBaHus (HApUMED, MOJOKHUTEIBHBIN pe3yabTaT Ha (PUKCHPOBAHHBIE KOJIbIIA
W/WATU CTPUKTYPHI). Pe3ynbraThl (IoKa3pIBaronue OONIyIO OIEHKY) TpeACTaBiIeHbl Ha Gur. 9. MOXHO 3aMETHTh,
gto siedenre RPC4046 npuseno k uncromy cHmwkennto onenkn EREF B Hexemo 16, mpu 3TOM CHUXEHHE, TOC-
TUTHYTOE ¢ Oomee BricoKoU 0301 RPC4046 (360 mr), siBiisieTcst cTaTHCTHIeCKH 3HauMBbIM (p<0,0001).

Pesynbrarsl uccnenoanusit EREF nonomHuTensHo M3yvyanu myTeMm aHaiu3a KoMmiuiekcHou ornieHkd EREF
10 BOCHAJTUTEIBHBIM MapKepaM UM MapKepaM peMoaeInpoBaHus. Beuto 0OHapyKeHo, 4TO OoJiee BBICOKAs 1032
RPC4046 (360 Mr) obecrieunBaia CTaTUCTUYECKH 3HAYNMOE CHIDKeHHE KoMIuiekcHo# oneHkn EREF mo Bocma-
nenuto (p<0,0001). PesynpraTs! mokazans! Ha ¢ur. 10.

3arem uccnenosaiu dppextuBHocTs RPC4046 (B cpaBHEHHH ¢ UTane00) B CHIPKEHUH MTHKOBOTO KOJIMYE-
CTBa 303WHO(MUIIOB B IMUMIEBOJIE Y CYOBEKTOB ¢ D00 B Henemo 16. beuto oOHapyskeHo, 9TO jedeHue Hu3koi (180
Mr) u BbicOkoi 1030# (360 mr) RPC4046 nmocturano CTaTUCTHYECKON 3HAYMMOCTH B OTHOIICHHWU CHIDKCHUS
CPEIHEro KOJMYECTBa 303WHO(HIOB B muineBonae. Pe3ympraTel mokasaHsl Ha ¢ur. 11, a Takke IpUBEACHH B
Tabm. 7.
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Tabnuma 7

CBojiKa pe3yIbTaTOB UCCIICAOBAHMUS MO OIICHKE CPEIHEr0 H3MEHEHUS MMKOBOTO KOJIMYECTBA 303UHO(DUIOB B
MUIIeBo/Ie (KJIETKH/T3) B HeNEio 16 B rpyIie mianedo Mo CpaBHEHUIO C CYObeKTaMH, KOTOPBIE ITOJTydaad HHA3-
Kyto 103y (180 mr) wmu Beicokyto 103y (360 Mr) RPC4046. PaznudHble CTaATUCTHYECKHE ITapaMeTphl, HAIIpUMep
cpenHekBaapaTudHoe cpeanee paznuuue (LSMD), noBepurensHbiii maTepBan (Cl), cpeqHue u MeaaHHbIe 3Ha-
YEHUsI, BBIYHUCISUTN M3 Habopa JaHHbIX. CTaTHCTHYECKYIO 3HAYUMOCTD OMPEACISIIA C TOMOIIBIO P-3HAYCHUI 3
MO/JICTIM aHaJIM3a KOBApUAIIMH C YIETOM CTepOUA-pehpaKTEepHOro CTATYCa U UCXOIHOTO MUKOBOTO KOJIMYECTBA

s03uHO(mIIIOB B nuieBoae B [13BY

Mnauedo RPC4046 180 mr RPC4046 360 Mr
(N=34) (N=31) (N=34)

‘ MegvaHa 19;3,5 132,0

MegmaHa 103,0 15,0 15,0

LSMD (95% CI)

Kpome Toro, nmpoBonuim cpaBaenue cpeaneit ouenkun EESAI PRO B Hagasie nedyeHus M B Henmeno 16 B
rpynmre miane6o u rpyrre JedeHus. Pe3ymbTaTsl moka3zaHsl Ha (ur. 12, a Takke MPUBEACHBI B Ta0. 8.
Tabmuma 8
CBopka pe3yabTaTOB UCCIIEAOBaHMs o aHanu3y cpegHux olneHok EESAI PRO B Hauane neuenus u B Hefento 16
B TpyIIIe 1miane0o Mo CpaBHEHHIO C CyObEeKTaMH1, KOTOPBIE TTOJTyYal HU3KYIO 103y (180 Mr) nim BBICOKYIO 103y
(360 mr) RPC4046. Paznnunble cTaTHCTHYECKUE NTApaMeTphl, HAIPHIMEp CPEAHEKBaIpaTHYHOE CPEAHEE PA3IIH-
yue (LSMD), noBeputensusiii untepBan (CI), cpenane u MeTuaHHble 3HAUCHMs], BEIYMCILUTH N3 HA00Opa TaHHBIX.
CraTHCTHYECKYIO 3HAYMMOCTD ONPEAETsUIN ¢ MOMOIIBIO P-3HAUYEHUH U3 MOJENU aHaIN3a KOBapHUAIH C YIeTOM
cTepoua-pedpakTepHOTo cTatyca u ucxoaHou omenku EESAIPRO

Nnauyebo RPC4046 180 mr RPC4046 360 mr
(N=34) {N=31) {N=34)

Meanana 305 490 305

LSMD (95% CI) -4.0(-13.3, 5.2} -7.2{-16.2, 1.7}
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Jo3o3aBucumoe camkenue cpeqaeir EEsAl PRO waGmogamu B Hemenro 16. B npyrom anamuse mo moj-
rpymmnam (B 3aBUCHMOCTH OT CTEPOHUI-pePaKTEPHOTO cTaryca) ObLI0 OOHAPYKEHO, UYTO CTATHCTHYCCKU 3HAYU-
moe cHmkeHue cpennerl oneHkn EESAI PRO naGmromanu B crepoun-pedpakTepHoit moArpymme. Pe3ymbraTs
mokasansl Ha ¢ur. 13, a Takxke mpuBeaeHBI B TA0I. 9.

Tabmnwma 9
CBojka pe3yJbTaTOB UCCIeNOBaHus Mo aHAMM3y cpenuux oreHok EESAI PRO B Hagase euenus u B Henenmo 16
y cTepoun-pepakTepHBIX U cTepOoua-HepePPAKTEPHBIX CyOBEKTOB, KOTOPHIE IMOTYJalH TUIaNe00 WITH HU3KYIO
no3y (180 mr) wmu BeIcokyto 103y (360 Mr) RPC4046. PasnuuHble CTATUCTUYECKHE ITapaMeTphl, HAalTpUMep
cpenHekBanpatudHoe cpennee pasnuune (LSMD), noBepurenbnbiit natepsai (Cl), cpenHue 1 MeTUaHHbIC 3HA-
YCHHUS, BRIYHCIIUTH M3 Ha00pa JaHHBIX. CTaTHCTUYECKYIO 3HAYUMOCTh ONPEACIISUIN C TOMOIIBIO P-3HAYCHUH U3
MOJIENIM aHAJIM3a KOBApHAIMU C YIETOM CTepoHa-pedpakTepHOro craryca u ucxonnoi onenku EEsAIPRO
MNnaye6o RPC4046 180 Mr RPC4046 360 Mr
Crepona-pedppaktepHuiii cTaTye  MOMEHT BpeMeEHH (N=34) (N=31) (N=34)

LSMD (95% Cl) 4.9{-6.4, 16.3} -1.2{-12.4,9.9)

LSMD (95% Cl -13.5{-28.9, 1.9} -15.5 {-30.2, -e.é)

3arem uccienoBanu d¢pdexrnBHOCTE RPC4046 (B cpaBHeHHHM ¢ 1uianebo) B CHW)KEHHH OOMIEH OLEHKH
CyOBEKTOM TsDKecTH 3aboseBaHus B Hezxemo 16. J[o303aBHUcnMOe CHMIKEHHE HaOJIONan B TPYIIE JICYCHHS B
Hezenmo 16, Ipu 3TOM CHWKEHHE, JIOCTUTHYTOE y CyOBEKTOB, MOMy4aBIINX OoJiee BHICOKYIO 03y RPC4046 (na
360 Mr), TOCTHTaI0 CTATUCTUYECKOW 3HAYMMOCTH 110 CPaBHEHHMIO ¢ I1ane6o. Pe3ynbraTel mokasansl Ha ¢ur. 14,
a TaKke npuBeaeHs! B Tabi. 10.
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Tabmuma 10

CBofiKa pe3yIbTaTOB UCCICIOBAHUS IO aHAIN3Y OOMICH OIICHKH CyOBhEKTOM TSKECTH 3a00JICBaHMS B HaYaIe
JIEYCHUS U B Helelo 16 y cyObeKTOB, KOTOphIE TIOMyJyan Mmiane6o uiu Hu3Kyio 103y (180 Mr) Ui BRICOKYIO

o3y (360 mr) RPC4046. Paznuunble cTaTHCTHYECKUE TTApaMeTPhl, HAPUMED CPEIHEKBAAPATHIHOE CPEIHEE
pasnuuane (LSMD), noseputensusiii natepsai (CI), cpennue u MenuaHHbIe 3HAYSHUS, BRIYUCIISIN U3 Habopa
JnaHHbIX. CTaTHCTHYIECKYO 3HAYMMOCTS (T1pu p<0,05) onpenersui myTeM BEIYUCICHYSI P-3HAYCHUN U3 MOICITH
aHaJM3a KOBapHalllu ¢ yIeTOM CTepOoHI-pe)pakTepHOro cTaryca U HCXOAHOU 00IIel OLCHKU TSKECTH 3a00Jie-

BaHMs

Mnaueto RPC4046 180 Mmr RPC4046 360 mr
(N=34) (N=31) (N=34)

Mepmana 6.0 5.0 5.0

Mepuana EXY 30 20

LSMD (95% Cl) 0.8{-1.8,0.2) 1.3{-2.4,-0.3)

B o0meit onenke MeapabOTHUKOM TsKECTH 3a00J1€BaHMs B HeAEI0 16, HU3Kast 103a, Kak M BBICOKas J103a
RPC4046, nocturana craTuCTHYeCKOW 3HAYMMOCTH. Pe3ynbraTel mokazaHsl Ha ¢ur. 15, a Taxke NpUBEAEHBI B
Tabm. 11.
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Tabimma 11
CBojika pe3ysIbTaTOB UCCIICAOBAHMS MO aHAN3Y OOIICH OIICHKH MEIPa0OTHIUKOM TSDKECTH 3a00JICBaHUS B Hava-
JIe JICYCHUSI ¥ B HEJIENI0 16 y CyObEeKTOB, KOTOPBIE MOJTyYal Iianedo Wi HU3Kyro 103y (180 Mr) mim BRICOKYIO
o3y (360 mr) RPC4046. Paznuunble cTaTHCTHYECKUE TTApaMeTPhl, HAPUMED CPEIHEKBAAPATHIHOE CPEIHEE
pasnuuane (LSMD), noseputensusiii natepsai (CI), cpennue u MenuaHHbIC 3HAYSHUS, BRIYUCISIITN U3 Habopa
naHHbIX. CTaTHCTHYIECKYO 3HAYMMOCTh (Tpu p<0,05) ompenersuii myTeM BEIYUCICHYSI P-3HAYCHUH U3 MOJICTTH
aHaJM3a KOBapHalllu ¢ yIeTOM CTepOHI-pe)pakTepHOro cTaryca U HCXOAHOU 00IIel OLCHKHU TSKECTH 3a007ie-
BaHMs

Mnaue6o RPCA4046 180 mr RPC40486 360 mr
(N=34) (N=31) (N=34)

MeguaHa 7.0 7.0 6.0

Megnana 40 2.0 3.0

LSMD (95% Cl) A4.7{-2.9,-0.4) 13(-2.5,-0.1)

B anamuze o0mero BreyaTJIeHHUs cyObeKTa B Hememto 16, cyOBeKThI, MoMydaBiire 00Jiee BHICOKYIO JI03Y
(360 mr) RPC4046, nocturanu craructudeckoi 3Hagaumoctu (p=0,0143). bonbiiee 9ucio cyObeKTOB B IpyIIe
JICYCHUS OTBEYAJIH, YTO OHHM YYBCTBOBAJIH ceOs "HaMHOTO Jiydmie" Wi "HEMHOTo Jry4ine" 1Mo CpaBHEHHIO C IIa-
ne6o. PesynbraTel nokasanst Ha ¢ur. 16.

Hakosnern, npoaHanu3upoBalyd OLEHKU TUCTOJIOTHYECKOH CTENEHM U CpelHEe OLEHKH C KOppeKuueil 1mo
cTaguu 00pa3oB OMOIICHH THIIEBOA JUTS TPYIIIHI IuTane0o U IpyI JieueHus B Hexemo 16. PesynbpraTel noka-
3aHbl Ha Qur. 17. B rpynme neyeHus HU3KOH 1030H, Kak U B TPYIINE JICUCHNSI BBICOKOH 710301, ObIlIa JOCTUTHYTA
CTaTUCTHYECKas 3HAYMMOCTH (* o3Havaet p<0,0001).
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Tabnuma 12
CBoJKa HeXXeNaTebHBIX SBJICHHH, BO3HUKIINX 1pu Havase iedeHus (TEAE), B coBokymmHOCTH CyOBEKTOB 111
OIICHKH 0€30MacHOCTH, KOTOPBIE Toydain miarne6o win Hu3kyro 103y (180 Mr) uimu BeIcoKyro 103y (360 MT)
RPC4046. Bo3aukiue npu HadaJie JIeUeHUs] HeXKeaTelbHbIC SBICHUS KOHTPOJIUPOBAIIU TI0 YUCITY CITy4daes,
TSDKECTH, B3aUMOCBSI3H ¢ cOcTossHUEM U sieueHneM. TEAE, KoTopsle MpuBEIHN K JOCPOYHOMY IPEKPALICHUIO
MIPUMEHEHHS UCCIIeIyeMOro JIEKapCTBEHHOTO cpeacTra (d/c), B rpymnme mianedo He HaOmonamu. B rpymnme ma-
11e00 ¥ B s1e4eOHo# Tpynre cyOobekToB coobmany 0>1 ceppesnoM TEAE, npu 5TOM ycTaHOBHMIIH, YTO HEXela-
TENbHBIC SBJICHUS HE OBUIH CBS3aHBI C IJIane00 ITH JIEKapCTBEHHBIM CPEIICTBOM

Mnaueso RPC4046 180 mr RPC4046 360 mr
(N=34) (N=31) (N=34)
n (%) n (%) n (%)

= 1 TEAE 22 (64.7) 20 {64.5) 29{85.3)

> 1 1xenoro TEAE 2(59) 2(6.5) 2(5.9)

2 1 ceAzaHHoro TEAE 4{11.8} 3{9.7) 5(14.7}

= 1 cBA3aHHOro cepbesHoro TEAE o ¢ (4]

2 1 TEAE, noenexwero oTmeHy uccnieayemoro J1C 0 1{3.2) 3{8.8}

BriBoabl.

Jleuenne RPC4046 cHmxkaet cpeqHee KOJIMYECTBO Y03MHO(HUIIOB B MHIIEBOIE CTATUCTUISCKH 3HAYUMO IO
CPaBHEHHIO ¢ I1aneb0 B 00CHX TPyIIax JICUCHNs aKTUBHBIM TIpenapaToM. B OTHOIIEHUH KIIIOYEBOTO BTOPHIHO-
T0 KOHEYHOTO MOKa3aTeys, YIyqIIeHNs OIIeHKH OUc(ariy, MOJ0XHUTEIbHYIO YACIOBYIO TEHACHITUIO HaOIr01amn
B rpymre 6osiee Bricokoi 10361 (360 Mr) RPC4046 mo cpaBHeHMIO ¢ mUianedo (¢ mMpuOIHKEHHEM K CTaTUCTHYIC-
cKo¥i 3HaunMocTH). B oTHOmeHun aevicteus RPC4046 Ha pa3nuvHbIC TOATPYIIIBI MAIUCHTOB, 00JIEe BRICOKYIO
3¢ PEeKTUBHOCTh JIeYeHUs] HaONIoMamy B CTEpOMA-pepakTepHON IOATPYIIE IO CPAaBHEHHIO C CTEPOHI-
HepedpakTepHOH NOArpyNNoi. B oTHOIIEHUH JO3BI, YHCICHHO OoJiee 3HaYMMBIC YIyYLICHHUs HAOIIONaNy MpH
noze 360 mr RPC (npu m3mepennn no DSD u EEsAI). Uto xacaercst o0mieid olleHKH TsDKECTH 3a00J1eBaHust (BBI-
MOJIHEHHBIX CyOBbEeKTaMH B MeapaboTHHKamu), teueHrne RPC4046 npuBesno K cTaTUCTHYECKH 3HAYMMOMY YITyd-
IICHUIO TI0 CpaBHEHMIO ¢ Tane0o. B odmem RPC4046 npencrasisiics B 1eJ0M 0€30IaCHBIM U XOPOIIIO MEPEHO-
cuiicst cyopexTaMu. HexkenaTenbHBIMH SIBICHMSIMH, O KOTOPBIX cOO0IIany Hanboee 9acTo, SBISIINCH TOJIOBHAS
6oms, UB/II1, apTpanrus, puHO()apHUHTUT, CHHYCHUT, OOJb B )KUBOTE W 0OJbL B POTOTJIOTKE. B rpymnmax jedeHus
HE OTMEYaJIl HUKAKUX CIy4aeB PEaKINy THIEPIyBCTBUTEIHHOCTH Ha YIACTKE BBEICHIS.

OKBHUBAJICHTHI

CrienanucTaM B TaHHOW 0OJlacTé OyAeT M3BECTHO, MM OHM CYMEIOT YCTaHOBUTH C TMOMOINBIO HE Ooliee
YeM CTaHAAPTHBIX SKCHEPUMEHTOB, MHOXKECTBO SKBHBAJICHTOB OIIPEICIICHHBIX BAPHAHTOB OCYIIECTBICHHUSA H
CIOCO0O0B, ONMCAHHBIX B HACTOSIIEM JOKyMeHTe. [Ipenmosaraercsi, 4To TakMe SKBHBAJICHTHI BXOJAT B 00BEM
cienyroniei (opMyIbl H300pETCHHUS.

OOPMVIIA U30BPETEHUA

1. Crioco6 neuenus r03uHOPIIBLHOTO 330¢aruta (303) y CyObeKTa, BKIIOYAIOIINA BBEACHHE CYOBEKTY OT
npubmm3uTenbHo 180 Mr no npubnmm3utensHo 360 Mr anTHTena MpoTuB IL-13 wiM ero aHTUreHCBA3BIBAIOMIETO
(bparmMenTa pa3 B HEJIEJIO, OCYIIECTBIISAS TAKUM 00pa3oM JiedeHne D00 y CyObeKTa, rae anTureno npotus 1L-13
WIIA €TO0 aHTHT'CHCBS3BIBAIOMINN JTOMEH COZIEp)KaT Ba BapuaOeIbHBIX TOMEHA, I/Ie OOMH BapHaOeIbHBIN TOMEH
conepxut CDR Ttspxenoi uenu:

CDR-H1 - ocratku 31-37 SEQ ID NO: 2,

CDR-H2 - ocratku 52-67 SEQ ID NO: 2, u

CDR-H3 - ocratku 100-112 SEQ ID NO: 2; u

Ipyroit BapuabebHbIi ToMeH coaepkut CDR nerkoii nemnm:

CDR-L1 - octatku 24-34 SEQ ID NO: 3,

CDR-L2 - octatku 50-56 SEQ ID NO: 3, u

CDR-L3 - octatku 89-97 SEQ ID NO: 3.

2. Crioco6 1o 1.1, e aatuTeno npotuB 1L-13 wim ero aHTUTEHCBA3BIBAIOIINN (PParMeHT CBA3BIBAIOTCS C
IL-13 u mpenaTcTBYIOT B3anMozaeicTeuio Mexay IL-13 u penentopom IL-13.

3. Croco6 mo 1.1, tae aatuTeno npoTuB IL-13 umm ero aHTUTEHCBSI3BIBAIOMINKA (PparMeHT BKIIOYAIOT Ba-
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puadenbHyr0 o0nacTb TspKenod 1eny, Bkaovaonlyio SEQ ID NO: 2, u BapuaGenbHyro 007acTh JETKOH LENH,
Bkrovaronryro SEQ ID NO: 3.

4. Crioco6 mo mobomy u3 mir. 1, 2 nin 3, BKIIIOYAIONTHI BBeICHNE CYObeKTy NpuOimmsutensHo 180 Mr aH-
tuTena npoTuB IL-13 nim ero aHTUTEHCBS3BIBAIONIETO (pparMenTa pa3 B HEIEIIo.

5. Croco6 mo mobomy m3 mit. 1, 2 win 3, BKIIOYAIOIMINA BBEIEHUE CYOBEKTY MPpUOIU3UTEIpHO 360 MT aH-
trTena npoTuB IL-13 nim ero aHTUTEHCBS3BIBAIONIETO (pparMenTa pa3 B HENEIIO.

6. Crioco6 1o mo6omy 13 mit. 1, 2 win 3, TOTOTHATEIHHO BKIIIOYAONIUH 0TOOp CyOheKTa, KOTOPHIH JeMOH-
CTPHPYET MO MEHBIIEH Mepe OJINH CUMITTOM, CBSI3aHHBINH € 203MHODUIBLHBIM 330¢arutoM (2009).

7. Crioco0 1o 1.6, T7ie CUMIITOM, CBSI3aHHBIA ¢ D003, BBIOpaH M3 TPYIIIBL, COCTOALICH M3 303WHOPIILHON
UHQWIBTPAINH THIICBOAA, YTONIICHHUS CTCHKU MHUIICBOJA, OTKA3a OT €Ik, PBOTHI, OOJU B KHUBOTE, U3KOTH, Pe-
TyprUTanuy, TUc(aruu U 3aTpyTHCHHOTO MPOX0KICHHS MUIIIH.

8. Crocod 1o 1.6, TIe CyOBeKT Takke MMeeT 3a00JIeBaHNe WM HapyIIeHHE, BEIOpaHHOE W3 TPYIHIIBI, CO-
CTOSIICH U3 aTOMMYECKOTO JACPMATUTA, aCTMBI, AIUICPTUIECCKOTO PUHUTA, AJUICPIHYCCKOT0 KOHBIOHKTUBUTA U MX
KOMOUWHAIIHH.

9. Cnoco6 1o 1.6, e cyOBeKT 0TOOpaH Ha OCHOBE MOBBIMIEHHOTO YPOBHsI OMOMapKepa, aCCONMUPOBAHHO-
r0 ¢ 303uHOGMILHEIM 330(arutoM (303), rae Onomapkep BBHIOpaH W3 TPYMIBI, COCTOSINEH U3 P03WHOPHUIIOB B
MUIIEeBOJIE, d0TakcuHa-3, nmepuoctuHa, IgE ceiBopoTkm, IL-13, IL-5, perynmupyemMoro THMyCOM H aKTHBanuen
xemokuHa ceiBopoTKH (TARC; CCL17), TumycHoro ctpoManbsHoro auMmdornodtuaa (TSLP), ECP ceiBopoTkr u
303uHOPMILHOTO HepoTokcnHa (EDN) u nx koMOMHAIINH.

10. Croco6 1o 1.6, T1e cyOBeKT 0TOOpaH Ha OCHOBE CPETHETO KOJMYECTBA Y03WHO(PUIOB B MHUIICBOJIE B
o0pasiie GHorcuH, MOJy4eHHOM Y CyObeKTa ITpU SHAOCKOIHH MUIIEBOA.

11. Crioco6 1o 1.6, Tie cyObeKT 0TOOpaH Ha OCHOBE TMKOBOTO KOJIMIECTBA 303MHOGUIIOB >15 B mose 3pe-
HUA 1oz 6onemmM yBenndenueM (I13BY) B mumeBoze.

12. Crioco0 no sobomy u3 1. 1, 2 wimm 3, rae cyObeKT 1eMOHCTPUPYET 1o MeHbIei Mepe 50% cHiKeHue
KosmuecTBa 303uHOGWIOB B [I13BY ¢ mukoBOro ypoBHs, IO MeHbIIIEH Mepe mocie 16 Helenb BBEICHHUS aHTHTEIA
npoTuB IL-13 wiu ero aHTUTeHCBA3BIBAIOIIETO (PparMeHTa.

13. Crioco6 o mo6omy u3 .1, 2 wim 3, rae CyOBeKT SBISIETCS YETIOBEKOM.

14. Cnoco6 o mobomy u3 M. 1, 2 unu 3, T1e CyOBEKT SABISIETCS CTEPOUI-HAUBHBIM CyOBEKTOM, KOTOPBIH
paHee He OABEpTasICs TePauy CTEPONIaMHU.

15. Crioco6 mo mrobomy u3 mit. 1, 2 wim 3, e CyObheKT paHee MOABEpracs Tepaiuy CTEPOUIaMHI.

16. Crioco6 1o 1.15, rae cyObeKT He SBIseTcs cTepona-pedpakTepPHBIM.

17. Crioco6 1o 1.15, rae cyObekT ABIsieTcs crepoui-pedpaKkTepHBIM.

18. Cnoco6 mo mobomy u3 mm.l, 2 wim 3, rae antureno npoTus IL-13 WK ero aHTHreHCBA3BIBAIONINH
(hparMeHT BBOIAT CYOBEKTY B TCUCHHE TI0 MCHBIIICH Mepe MPUOIH3UTEIBHO 16 Helemb.

19. Cmoco6 mo mobomy u3 mm.l, 2 win 3, rae antuteno npotuB IL-13 mim ero aHTUTreHCBSI3BIBAIOIIHIA
(parMeHT BBOIST CyOBEKTY B TEUEHHUE BCEH MPOJIOIDKUTEILHOCTH 3a001eBaHus D00.

20. Cnoco6 mo mobomy u3 1.1, 2 wiu 3, JOMOTHUTEIEHO BKITIOYAIOIIU OIpeIeIICHNUE:

(i) cpemHero KoMMYEeCTBA 303UHO(DIIOB B MUILEBOJIC, H3MEPSIEMBIX B 5 HaNOOJIee BOCIIAICHHBIX YYaCTKaX B
noJie 3peHust npu Oonbmiom yBenudenunu (I13BY) B numeBoze, 10 u mocine BBeACHHUS aHTHTeNa mpoTuB IL-13
WA €TO aHTHUTCHCBS3BIBAIOIIETO (parMeHTa CyOBeKTy, TJe CHIDKEHHE CPEIHEro KOJMYECTBa 303MHO(HIOB B
MUIIEBOJIE TIOCTIe BBEJCHU aHTHTeNa NPOTHB 1L-13 mim ero aHTUTEHCBA3BIBAIONIETO (parMeHTa CyOBEeKTy IO
CPaBHEHHIO CO CPEIHUM KOJHMYECTBOM J03MHO(IIIOB B IHIIEBOJE JO BBEACHUS YKA3bIBACT, YTO AHTUTEJIO IIPO-
TuB IL-13 UM ero aHTUTEHCBA3BIBAIOINN (pparMeHT sBIst0TCA 3 (HEKTHBHBIMU TIPH JICUEHUHU CYOBEKTa,;

(il) KTMHUYECKUX CHMITTOMOB AHUC(haruy 70 1 mocje BBeIeHNs anTuTena npotuB IL-13 v ero aHTUTeHCBS-
3BIBAOIIETO (pparMeHTa CYOBEKTY, T YMCHBIICHHE KIIMHUICCKUX CUMITOMOB TUC(ATUH MOCIIC BBEICHUS aHTH-
Tena npoTtuB IL-13 wiom ero aHTUreHCBS3BIBAIOMICTO (parMeHTa CYOBEKTY MO CPABHEHUIO C KIMHHYCCKIMH
CUMIITOMaMHU JUC(haruy 0 BBEICHHS YKAa3bIBAaCT, YTO aHTUTENO MpoTHB IL-13 Miu ero aHTUTCHCBS3BIBAOIINN
(parMenT sBIsIOTCS () (HEKTHBHBIMU ITPH JICUCHUN CYOBEKTa;

(iii) oneHkH no onpocHUKY cumnroMoB auctharuu (DSQ) mo n mocne BBeneHust aHTuTena nporus IL-13
WK €r0 aHTHT'CHCBS3BIBAIONIETO (PparMeHTa CyObeKTy, Te YMEHbIIeHue onleHku DSQ mociie BBeICHNS aHTUTE-
na ipoTuB IL-13 miu ero aHTUTEHCBSI3BIBAIOIIETO (parMeHTa CyOBhEeKTY 10 CpaBHEHHIO ¢ orieHkoir DSQ 1o BBe-
JICHUS] YKa3bIBACT, UTO aHTUTENO MPOTHB IL-13 MM €ro aHTUTEHCBS3BIBAIOIINNA PparMeHT SABISIIOTCS 3G (EKTHB-
HBIMH TIPH JICUCHUH CyOBEKTa;

(iv) cpemneli sHmockonmyeckoil pedepencHort onenkn (EREF) so3unodumpHOTO 330¢aruta (303) mo u
mocye BBeACHUS aHTHTeNa poTuB IL-13 wim ero aHTHTreHCBSI3BIBAIOMIETO (parMeHTa CyOBEKTY, TJIe YMEHBIIIe-
uue EREF mocie BBeneHus antutena npotuB 1L-13 wiam ero aHTUTeHCBSI3BIBAOMIETO (pparMeHTa CyOBEKTY IO
cpaBHenuto ¢ EREF 1o BBenmeHust ykasbiBaeT, 4To aHTUTeN0 NpoTUB IL-13 win ero aHTUreHCBSA3BIBAIOLIUN
¢parmenT sBisIOTCS () (HEKTHBHBIMY ITPH JICUCHUN CYOBEKTa;

(V) oOmieii olleHKH CYOBEKTOM TSKECTH 3a00JICBAaHUS IO U TOCIC BBEACHUS aHTUTeNa npotuB 1L-13 wm
€ro aHTUICHCBS3BIBAIOIIETO (hparMeHTa cyObeKTy, Iie YMEHbIICHHE 00IIel OIleHKH CyOBEeKTOM TSDKECTH 3a00-
JICBaHUS TIOCJIC BBEACHWS aHTUTeNa MpoTHB IL-13 mim ero aHTHreHCBS3BIBAIOMICTO ()parMeHTa CYOBEKTY MO
CpaBHEHHIO ¢ 00mIeH OLEHKOW CyOBEKTOM TSKECTH 3a00JI€BaHMUS 10 BBEICHHS YKA3bIBACT, UYTO aHTHUTEIO IIPOTUB
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IL-13 wumu ero aHTUTEHCBA3BIBAOINUH (pparMeHT SBISIOTCS () (DEKTUBHBIMHE MIPH JICYCHUN CYOBEKTA,;

(vi) oOmelt olleHKH MeIPaOOTHUKOM TSHKECTH 3a00JIeBaHUs 10 U MMOCIC BBEACHUS aHTHTENa PoTuB [L-13
WM €TO0 aHTHTEHCBA3BIBAIONIETO (PparMenTa cyObeKTy, T YMEHbIIEHHE 00IIel OIeHKH MeApaOOTHIUKOM TshKe-
CTH 3a00JIeBaHUs MOCIIC BBEACHNUS aHTUTENa TPOTHB IL-13 Wiu ero aHTUTeHCBA3BIBAIONIETO (hparMeHTa Cyobhek-
Ty MO CPaBHEHHIO C O0LIeH OLeHKOH MeaApabOTHUKOM TSKECTH 3a00JICBaHusI 10 BBEICHHS YKA3bIBAET, YTO aHTH-
Tes10 mpoTuB IL-13 UM ero aHTUTEHCBA3BIBAIONINKN (parMeHT SBIAIOTCSA d()PEKTUBHBIMY TIPH JICYCHUH CYObEK-
Ta;

(Vii) THCTOJIOTUYECKOW CTETICHH M CpPeIHEN OIEHKH C KOPPEKIMeH TI0 CTauu JI0 W MOCJe BBECHUS aHTH-
Tena mpotuB 1L-13 wim ero aHTUTreHCBSI3BIBAIONIECTO ()parMeHTa CYOBEKTY, IIe YMEHBIIICHHE THCTOIOTHYECKOM
CTETICHU WU CPEIHEH OLCHKH C KOPPEKIUCH IO CTaIUK MOCIC BBEICHUS aHTUTEa MPOoTuB 1L-13 uimu ero anTH-
TCHCBS3BIBAIONIETO (hparMeHTa CyOBEKTY MO CPaBHEHUIO C THCTOJOTHYCCKOW CTETICHBIO W CPEIHEH OIICHKOH ¢
KOPPEKIMEl 0 CTaauu IO BBEICHUS YKA3bIBACT, YTO aHTHTENO MPOTUB IL-13 Wil ero aHTHIeHCBS3BIBAIOIINN
¢parmenT sBIsIOTCS ) (HEKTHBHBIMY ITPH JICYCHUN CyObEKTa.

21. Cnoco6 mo .20, rae KIMHUYECKHe CUMNTOMBI aucharny B (i) OLIEHUBAIOT NMPH MCIIOJIb30BAaHUU HH-
JleKca akKTUBHOCTH 203nHO(PMIBHOTO 330¢aruta (EESAI) u perucTpupyroT Kak OIEHKY IO KypHATy €KeIHEBHBIX
cumntoMoB (DSD).

22. Cnoco6 no .20, tne EREF B (iv) onpenessioT Ha OCHOBE MPHUCYTCTBUS BOCTIAIMTEIHHBIX MapPKEPOB B
MHIIEBO/IE, MPUCYTCTBUSI MApPKEPOB PEMOJICTUPOBAHHMS B ITUILEBOC HITH UX KOMOWHAIINH.

23. Croco6 1o 1m.20, tne EREF B (iv) ompenesnsitoT Ha OCHOBE NMPUCYTCTBHUS WJIH OTCYTCTBHS MHOXKECTBA
NPU3HAKOB, BBIOPAHHBIX M3 TPYIIIbBI, COCTOSIIEH M3 OTeKa, (PUKCHPOBAHHBIX KOJEIl, YKCCYIATOB, 0OpO3d H
CTPUKTYPHI HIIH HX KOMOHHAIUH.

24. Croco6 mo moboMy w3 minl, 2 wiu 3, HOTONTHUTENHFHO BKJIFOYAIONIMNA BBEICHUC IOMOTHHUTEILHOTO
CpencTBa CyOBeKTY.

25. Cnoco6 1o m.24, rie JONOTHUTEIEHBIM CPEJICTBOM SIBIISICTCS CTEPOUI.

26. Crioco0 1o .25, r/1e CTepOonuaoM SIBISETCS OyIECOHN.

27. Crioco6 mo 1m.24, rae MOTIOTHUTETHLHOE CPEACTBO BHIOPAHO W3 TPYIIIBI, COCTOSINEH W3: TepamneBTHYIC-
CKOT'O CPEJICTBA, BHU3YAIU3AIIMOHHOTO CPEACTBA, [IMTOTOKCHYECKOTO CPE/ICTBA, MHTUOUTOpA aHTHOTeHe3a, UHTHU-
OouTopa KMHa3, OJOKaTOpa KOCTHMYJIHPYIOIIEH MOJEKYyIbl, OJoKaropa MOJIEKYJbl alre3dud, aHTHTEeNIa TPOTHB
IIUTOKMHA WK €T0 (PYHKIIMOHAIBHOTO (parMeHTa; MeTOTpeKcaTa, IMKIOCIoprHa, panamunuaa, FK506, nerek-
THPYEeMON MeTKH WM pernoprepa, aHraronncra ®HO, mpoTHBOPEBMATHYECKOTO CpPEACTBA, MUOPEIAKCAHTa,
HApKOTHYECKOTO CPEICTBa, HECTEPOMAHOTO HpoTuBOBochanmutensHoro cpencrsa (HIIBC), anansreruka, ane-
CTETHKA, CEJATHBHOTO CPEICTBA, MECTHOTO aHCCTETHKA, HEPBHO-MBIIICYHOTO OJIOKATOpPa, MPOTHUBOMHUKPOOHOTO
CpEeICTBa, MPOTHUBOIICOPHATUIECKOTO CPEACTBA, KOPTUKOCTEPOUIa, aHAOOIUIECKOTO CTEPOUIa, SPUTPOIIOITHHA,
UMMYHU3AIMH, AIMMYHOTJIOOYJINHA, IMMYHOICIIPECCaHTa, TOPMOHA POCTa, TOPMOHO3aMECTUTEIHLHOTO CPEICTBA,
paanodapMaIeBTHIeCKOr0 CPECTBa, aHTHICIPECCaHTa, HEUPOICNTHKA, CTUMYJISATOPA, CPEACTBA JUIS JICUCHUS
acTMBI, OeTa-arOHUCTa, MHTASIIIHOHHOTO CTEPOUa, IIEPOPATLHOTO CTEPOHIA, JMHHE(PPHUHA WIH aHATOTa, [IUTO-
KWHA M QHTarOHUCTA [IUTOKUHA.

28. Crioco6 mo mobomy u3 mir.1-27, rie BBeACHHE SBISACTCS BHYTPUKOKHBIM, BHYTPUMBIIIECYHBIM, BHYT-
PHUOPIOIIMHHBIM, BHYTPUBEHHBIM, HHTPAHA3AIbHBIM, STTHAAYPAIBHBIM WU TIEPOPATIbHBIM.
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RPC4046 180 mr B cpaBHeHun ¢ nnaugbo
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