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N300peTeHne OTHOCUTCS K JKUJIKOM KOMITO3UIINH, HE COIEpIKaIleH albOyMUH, COIepIKalleii KOHbIorar
MIPOM3BOIHOTO OKCHHTOMOYJIMHA JUTUTEIBHOTO EHCTBHSA, B KOTOPOM MPOM3BOAHOE OKCHHTOMOIYJIMHA,
MPEJCTaBIAIomee co00i  (PU3MOMOTHYECKH aKTHBHBIA MENTHJ, COICPKAIIMA aMHHOKHUCIOTHYIO
nocnenosarenbHocTh SEQ ID NO: 28, cBsizaHO MOCPEACTBOM HEMENTUIWIBHOTO MOJMMEpa ¢
obmacteio Fc mMMyHOTIOOynMHA, YTO MOXKET YBEJIWYHMBATH NPOHOIDKHTEIBHOCTH (PU3HOIIOTHIECKON
AKTUBHOCTH KOHBIOTATa 3TOTO MPOU3BOTHOTO OKCHHTOMOAYJIWHA JITUTEIBHOTO JEHCTBHUS M COXPAHSATH
€ro CTabWJIFHOCTH In ViVO B TEUEHHE JIUTEIBHOTO TEPHOAa BPEMCHU MO CPAaBHCHHIO C HATUBHBIM
OKCHHTOMOJYJHHOM, a TAK)Ke N300peTeHNe OTHOCUTCS K CIIOCO0Y MOYyYeHHS 3TON JKUAKOW KOMITO3UIIHH.
Ora )KuaKas KOMIIO3UIHS COACPKUT Oydep, caXapHBI CIUPT U HEHOHOTCHHOE ITOBEPXHOCTHO-aKTUBHOE
BCIIECTBO U HE COMICPIKUT CHIBOPOTOUHBIN aJIbOYMHH YeJIOBEKa M (PAKTOPBI, SBJISIONIUCCS MTOTCHI[HATHEHO
BPEIHBIMH ISl OpraHU3Ma YeJI0BEKa, M, CIIe0BATEIbHO, HSUyBCTBHTEIbHA K BUpYyCHOH nHpekunu. Kpome
TOTO, TOCKOJNBKY B KOHBIOTaTe IMPOW3BOIHOTO OKCHHTOMOIYJIMHA TI0 M300PETEHHIO 3TO IPOHU3BOIHOC
OKCHHTOMOJIYJIMHA CBSI3aHO C 001acThio Fc MMMyHOII00yniHa, OHO 00JaJaeT OOJNBIION MOJIEKYISIPHOM
MacCCOM, JUTUTEITLHOW (PU3NOIOTHIECKONH aKTUBHOCTBIO M TIPEBOCXOTHON CTAOMIIHBHOCTHIO TIPU XPaHEHUN
IO CPAaBHEHUIO C HATUBHBIM OKCHHTOMOTYTHHOM.
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Texnnuyeckas 00J1aCTh H300peTeHH

Hacrosimee n3o0peTeHre OTHOCHTCS K JKHJIKOW KOMIIO3UIIMHM, HE cojepiKamiell anbOyMHH, colepikallei
KOHBIOTAT MPOU3BOAHOTO OKCHHTOMOJAYJIMHA JIUTEIHHOTO AEUCTBHS, B KOTOPOM OKCHHTOMOMIYJIMHOBBIM II€TI-
THJI, BKIIOYas MPOM3BOJHOE OKCHHTOMOMYJIMHA, CBS3aH ¢ oOmacTthio Fc mMmyHOrnmoOymuHa, KOTOpas MOXKET
YBEJIMYUBATH MPOIODKUTEIHFHOCTh (PU3NOIOTHYECKOW aKTHBHOCTH KOHBIOTATa MMPOMU3BOJHOTO OKCHHTOMO/YITH-
Ha JUTMTENBEHOTO AEWCTBUS M COXPAHATH €r0 in Vivo cTaOMIBHOCTD B T€UCHHE ITUTEIHHOTO IIEPHOAa BPEMEHH 110
CPaBHEHHIO C HATMBHBIM OKCHHTOMOIYNHHOM. Hacrosimee n3o0peTenne Takke OTHOCHTCS K CIOCO0y TMOJyde-
HHUS JAHHOM KUIKOW KOMITO3HUIIAH.

IIpexmecTByommuii ypoBeHb TEXHHKH

O>kupeHHe OTPEeeNsIioT KaK COCTOSHUE aHOMaJIbHOTO MJIM M30BITOYHOTO HaKOIUICHHS JKHpa, KOTOpPOe MO-
JKET YXYJIaTh COCTOSTHUE 3/10POBbs, M OHO SIBIIETCS] PE3yJIbTaTOM HapyIIEHHs SHepreTHYeckoro OanaHca, Ipu
KOTOPOM ITOTpeOJIeHNEe YHEPTUH TIPEBBIIIAET 3aTpaThl SHEPTUH. B mponuioM oxupeHue He NpeCcTaBisio cepb-
€3HyI0 IpoOJyieMy ISl 370pOBbs, HO ¢ YKOHOMHYECKMM POCTOM IOIYJISIIUS JIIOJEH C OKMPEHHUEM pacTeT INpH
pacTyiieM 3KOHOMHYECKOM OJIaroIoIydny, U YUCIIO Pa3IMYHbIX 3a00JIeBaHM, CBI3aHHBIX C 0XKHPEHHEM, TaKXKe
pacter. CornacHo aoknanay BeemupHoi oprannzanum 3apaBooxpanerus (BO3) 6osee 1,5 Mapm B3pOCHbIX JTto-
JIelt BO BCeM MHpE UMeeT N30BITOUHYI0 Maccy Tena, 6osee S00 MITH U3 HUX CTpagaeT OXUpeHueM, 1 Mexay 1980
1 2008 TT. oMyIISIust JII0AeH ¢ OKUPEHUEM yBeanumiach mpuoamsutebHo BaBoe (World Health Organization,
Fact sheet on obesity and overweight, 2011). B HacTosmiee BpemMs POIEHT JIOACH, CTPATAIONINX OKUPSHHUEM,
pacTeT He TOJIBKO B CTpaHaX C BRICOKHM YPOBHEM JIO0XOJa, HO TaKKe B CTpaHaX ¢ HU3KUM YpOBHEM foxofa. 13-
OBITOYHAs Macca TeNla M OKHUPEHHE OTBETCTBEHHBI 32 MOBHIIICHUE KPOBSHOTO JAABIICHHUSA M YPOBHEH XOJecTepH-
Ha, a TaKXKe SBJSIFOTCS] IPUYMHON WIIM BBI3BIBAIOT YXY/IIICHHE Pa3IMYHBIX 3a0oieBanuii. Kpome Toro, mpobnema
OKHPEHUS SIBIISIETCSl Oosiee Cephe3HOM y AeTel WiIM MOJPOCTKOB, MOBBIIIAET 3a00JIeBaEMOCTh THa0ETOM, cep-
JICYHBIMU 3a00JIEBaHHUSAMU, TUIIEPTECH3UEH WIN THIICPINIHIEMHUCH 1 MOXKET TaKKe NPUBECTH K CMEPTH HJIH MH-
BAJIUTHOCTH.

Kak omnmcaHo BbIlIe, OKUpEHHE SBISAETCS TII00ANBHBIM 3a00JIEBAHMEM M COLMAIBHON MpoOieMoi, HO B
MPOIIIOM CYHUTAIH, YTO C OXKHPEHHEM MOKHO OOPOTHCA 3a CUeT WHAWBHUAYAIBHBIX YCHWINH, H, CIICAOBATEIHHO,
JICUCHUIO OXKUPEHHS He yaemsuin ocoboro BHMMaHMA. OJHAKO OXMPEHHWE HENPOCTO JIEYUTh, HOCKOIBKY OHO
MpEeICTaBIsIeT co00il KOMITIEKCHOE 3a0oJeBanne, 00yCIOBICHHOE MEXaHM3MaMU KOHTPOJIS alllleTHTa U dHepre-
THIecKoro MerabonniMa. COOTBETCTBEHHO, /TS JICUCHHUS OKUPEHHSI HEOOXOIMMBI HE TOJTBKO COOCTBEHHBIE YCH-
TS TAIIMEHTa, HO TaKXKe METOAWKA, CIIOCOOHAs JICYUTh aHOMAJbHBIE MEXaHN3MBI, CBSI3aHHBIC C KOHTPOJIEM afl-
MEeTHTa W HYHEPreTHYEeCKUM MeTabonmm3MoM. [lo3ToMy TNpHIOXKEHBI YCHIMS K pa3paboTKe JeKapCTBEHHBIX
CPEZCTB ISl JICUCHHUS 0)KUPEHHS.

B pesynprare Takmx ycwiauid ObLIM pa3paboTaHBI JIEKAPCTBEHHBIE CPEICTBA, BKIIOYAIONINE PUMOHA0AHT
(Sanofi-Aventis), cubytpamun (Abbott), Contrave (Takeda), opmmcrar (Roche) u T.1., HO 3TH JIeKapCTBEHHBIC
CpPE/CTBAa UMEIOT OTPAaHWYCHHUS B TOM, YTO OHHM OKa3bIBAIOT MMOOOYHEIE JEWCTBHS Ha TUIOA WM 00J1aaloT HeJoc-
TaTOYHBIMH d((PeKTaMu NpH jedeHun oxupenus. Coodmany, yto puMoHabant (Sanofi-Aventis) BBI3BIBaI pac-
CTpOMCTBA IIEHTPaAIbHOM HEPBHOM cucTeMBbl, cuOyTpamuH (Abbott) n Contrave (Takeda) nemoncTpupoBanu cep-
JIETHO-cocyaucThie mobounbie 3 dexTsl, a opmuctat (Roche) nemoncTpuposan 3¢ HeKT CHUXKEHHSI MacChl TEIa
TOJBKO MPHUONIM3UTENBHO Ha 4 KT TIPH BBeIeHNH B TeueHue | roxa. Takum oOpazom, B HACTOSIIEE BpeMs HE UMe-
eTCSI WIM UMEETCSI HEMHOTO TEPaleBTHYECKUX CPEACTB MPOTHUB OKUPEHHs, KOTOPhIE MOXKHO O€30I1acHO Ha3Ha-
YaTh MAIMEHTaM C OXKHPCHHUEM.

B mocnemgnee Bpems 3HaUNTENIFHOES BHUMAaHHE TPUBICKIN IPOM3BOIHBIE TIIIOKAaroHa. [ JIIoKaros mpoaynu-
pyeTcs MOKEeTyJOUHON KEeNe30H, KOor/ia YpOBHH TIIIOKO3bI B KPOBH HAYMHAIOT 1a1aTh 3a CYET IpHeMa JICKapCT-
BEHHBIX CPEJICTB, 3a00JIeBaHMi, TOPMOHAJBHBIX WK Aedunnta GpepMeHToB WK T.1. DyHKIUS TIIIOKaroHa co-
CTOMT B CTHMYJISIIMU PACIICIUICHUS] KJICTKAMH II€UYCHH 3aIlaCeHHOTO TIIMKOTCHA JI0 TIIFOKO3Bl, KOTOpas 3aTeM
BBICBOOOXKJAE€TCSI B KPOBb, YTOOBI MOBBICUTH YPOBEHB IIIOKO3BI B KPOBH 10 HOpMasbHOro ypoBHs. CooOrmainy,
YTO B JONOJIHEHHUE K JCHCTBUIO, 3aKIIFOYAIOIIEMYCSI B TIOBBIIICHUN YPOBHSI TIIIOKO3bI B KPOBH, TJIIOKArOH I10/1aB-
JSIET amlMeTHT U aKTUBUPYET TOPMOH-4yBcTBUTENbHYIO numnasy (HSL; ot anrn. "hormone-sensitive lipase") aan-
TIOIIMTOB, YTO CITOCOOCTBYET JIUTIOIHU3Y, 3a CUET Yero OH MposBIisieT 3G (eKTs MPoTHB oxupeHus. Cpeau mpous-
BOJHBIX TUIIOKaroHa ritokaronononoonsrit mentua-1 (GLP-1; ot anrn. "glucagon-like peptide-1") Haxoautcs B
pa3paboTke B KadecTBE TEPAIEBTHUECKOTO CPEICTBA ISl CHIDKCHHS TUIICPTIIMKEMHUH y TAIlMEHTOB C AMa0eTOM,
1 ero (pyHKIHS COCTOUT B CTUMYJIIIIMU CHHTE3a M CEKPEIUH MHCYJINHA, HHI'UONPOBAaHUH CEKPEINH TIIIOKaroHa,
TIOJJABJICHUH OTIOPOYKHEHUS JKENIy/IKa, TOBBIIICHIH YTHIM3AIHUN TIIOKO3Bl M HMHTHOUPOBAaHUH TOTPEOICHUS TH-
. M3BecTHO, 4TO dKCEHAWH-4, BBIACICHHBIA U3 sA/a AMEPHIb], 00IaxaeT mpuoamsutenbHo 50% aMHHOKHC-
noTHOM romonorueit ¢ GLP-1 u aktuBupyer peuentop GLP-1, cHmkast rUIeprivkeMHro y MaueHToB ¢ auade-
ToM. TeM He MeHee, COOOIIATH, YTO TEpaNeBTHYECKHE JICKApPCTBEHHbBIE CPEACTBA NMPOTHB OXKMPEHUS, BKIIOUast
GLP-1, Be3bIBatoT M000YHBIE 3 PEKTHI, TAKHUE KaK PBOTA U TOIIHOTA.

CrnenoBarenbHO, B KadecTBe anpTepHAaTHBBl GLP-1 BHMMaHME NMpUBIICK OKCHHTOMOMYJIHH, CIIOCOOHBIN K
CBSI3BIBAHMIO ¢ 000MMU penentopaMu st AByX nentunoB (GLP-1 u rimrokarona). OKCHHTOMOAYJIMH TIPECTaB-
JsIeT co00i MenTu I, NOTYYSHHBIH U3 PEAIIECTBEHHUKA TIIIOKaroHa Mpe-TriifoKaroHa, u sBiseTcs 3¢ GeKTHBHBIM
CPEIICTBOM TPOTHB OKUPEHUS, TIOCKOJIBKY OH HHTHOMpYyeT moTpediienne numu nogxodbno GLP-1, crumynmupyer
HACHIIIIEHNE U TPOSIBISAET JUIOJIUTHIECKYIO aKTUBHOCTH ITOOOHO TIIIOKATOHY.
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Ha ocHoBaHMM 3TOH NBOWHOM (QYHKIMH NENTHAa OKCHHTOMOIYJIMHA aKTUBHO MPOBOJSATCS UCCIICIOBAHHS
Mo pa3paboTKe JICKApCTBCHHBIX CPEICTB JJIS JICUeHUs oxupeHus. Hampumep, B matente Kopen ¢ peructparm-
oHHBIM No 925017 packpeiTa TiepopaibHas, MapeHTepaibHas, MYyKO3allbHas, pEKTaabHas, ITOJKOXKHAS WIIH
TpaHCAepMalbHas (apMaleBTHIeCKas KOMIIO3HIINS AJIS JICUCHHSI OKHPEHUS y YeNOBeKa, COIepiKalias OKCHH-
TOMOAYJIMH B KadecTBE aKTUBHOI'O WHTpeaneHTa. OgHAKO COOOMIANH, YTO TEPaNeBTHYECKHE CPEICTBA IMPOTUB
OKHPEHUS, COIepIKAIIIEe OKCHHTOMOIYIINH, 00IajafoT KOPOTKUM IEPHOJIOM IIONYBBIBEICHUS in VIVO B JEMOH-
CTPUPYIOT HU3KYIO 3 (EKTUBHOCTH IIPH JICUCHUH 0)KUPEHUS JaKe IIPH MX BBEACHUH B BBICOKOH /103€ TPH pasa B
cyTkH. [ToaTOMY OBLIH CIIETaHbl YCHIIUS TI0 YBEITMUCHUIO IEPHOJIa TOYBBIBEICHHUS in Vivo WK 3((HEKTHBHOCTH
JICUCHUSI 0’)KUPEHUSI OKCHHTOMOTYJIHHOM ITyTeM MOAU(DHUKAIUY OKCHHTOMOTYJIMHA.

Hampumep, nBoitHO# aronuct oxcuHtoMonyiamH (Merck) Obul momydeH myrem 3ameHbl L-cepuHa
D-cepuHOM B aMHHOKHCIIOTE 2 OKCHHTOMOJYJIMHA C MOBBIIICHUEM YCTOHYMBOCTH K IUIENTHAMINCHTHAA3C-1V
(DPP-1V) n myTeM NpHCOEIUHEHHST XOJIECTEPHHOBOH TpyNIUpoBKH K C-KOHIly C YBEJIHMUYCHHEM IEepHoJa IOy-
BBIBeIeHUSI U3 KpoBU. ZP2929 (Zealand) 6611 nosryden mytem 3aMeHb! L-cepuHa D-cepiHOM B aMHHOKHCIIOTE 2
OKCUHTOMOAYJIMHA C MOBBIMIEHHEM ycToitunBocTu kK DPP-IV, 3aMenb!l aprunuHa adanMHOM B aMUHOKHcToTe 17
C TIOBBIIIICHHEM YCTOWYHMBOCTH K IPOTea3e, 3aMEHBl METHOHHWHA JIM3MHOM B aMHHOKHCIIOTE 27 ¢ MOBBIIICHUEM
YCTOWIMBOCTH K OKHCIIEHUIO M 3aMEHBI TIyTAMUHOB B aMHHOKHcIOTax 20 1 24 W acmaparnHa B aMHUHOKHCIIOTE
28 acmaparmHOBOH KHCJIOTOW, aJJAHMHOM M CEPHHOM COOTBETCTBEHHO, C TOBBIIIICHHEM YCTOHYNBOCTH K ICaMH-
nupoBaHuto. JIBoWHOW aroHUCT okcnHTOMONYaHH (Merck) obmagaer yBeTMIeHHBIM ITIEPUOJIOM TTOJTYBBIBEICHUS
in vivo 1,7 4, KOTOpHIH sBIsIeTCsl O0Jiee MIUTEIBHBIM, YeM TePUO/T TIOTyBbIBeeHUS (8-12 MUH) HATUBHOTO OK-
CHHTOMOZYJIHHA, HO BCE Xe 00JamaeT o4eHb KOPOTKHM MEPHOJOM TONYBBIBEACHHS in Vivo, W €ro BBOAAT B
OYEHb BBICOKOH J103€, COCTaBIISIONICH HECKOIbKO MI/KT. TakuM 00pa3oM, OKCHHTOMOJYJIMH M €r0 IPOHU3BOJHEIC
00amaroT IByMs OOJBIMUMH HEJJOCTATKAMU, T.€. KOPOTKHM MEPUOJIOM MTOTYBBIBSACHUS ¥ HU3KHMU JICKAPCTBCH-
HbIMH 3 dekTamu. BenencTBue STHX HEOCTATKOB UX HEOOXOANMO BBOJHTH €KECYTOYHO B BEICOKHX J103aX. J{iis
NPEOJIOJICHHST JaHHBIX HEJOCTATKOB OBUT MCCIENOBaH CHOCOO YBEIMUYECHHUS IEPHOJIa MOTYBBIBEACHHUSI OKCHHTO-
MOJIyJIMHA B KPOBH MPHU COXPAHCHHUHU €r0 aKTUBHOCTH in Vivo, H B Pe3yibTaTe OBUIO pa3paboTaHO MPOU3BOIHOC
OKCHHTOMOAY/IMHA. KpoMe Toro, UCTIONB3ys TaHHYIO TEXHOJIOTHIO, ITyTeM KOHBIOTAIlMH HOCHTENS C POU3BOJ-
HBIM OKCHHTOMOJYJIMHA OBUI MOJYYeH HENMEeNTHIWIBHBIN MOJIUMep, U OBUIO OOHAPYKEHO, YTO 3TOT OCKOBBIN
KOHBIOTaT MOXKET IEMOHCTPHUPOBATH Ty4IIyio 3(pPeKTUBHOCTh IPOTHB OKUPEHHUS B PE3yIIbTATe YBEIHUCHUS €T0
nepruoja TONYBBIBEACHHS B KPOBH IIPH COXPAaHEHWH AaKTUBHOCTH in vivo (3asBka Ha mateHT Kopen
Ne 10-2012-0064110).

Kak mpaBuio, 6enku u menTHAbl 00JIaAal0T 09eHb KOPOTKHM IIEPHOAOM MOTYBBIBEICHHUS M IPETEPIIEBAIOT
JICHATYPAIINIO, TAKYI0 KaK OCaXICHHE B PE3yJbTaTe arperalii MOHOMEPOB, M aJCOPOIMI0 Ha TOBEPXHOCTSIX
COCYJIIOB TIOJ] JCHCTBUEM PA3ITUYHBIX (DAaKTOPOB, TAKUX KaK HEONArOMpPHUATHBIC TEMIIEPATyPhl, IIOBEPXHOCTD pa3-
JieNia MEKIy BO3AYIIHOW U BOJHOU (ha30ii, BEICOKOE NaBJICHUE, (pu3ndecKas/MexaHHIecKasi Harpy3Ka, OpraHude-
CKHE PACTBOPUTEINIM M 3apakeHHUEC MHUKPOOPTaHU3MaMH. JTa JCHATYpaIus SBISICTCS HEOOpAaTHMOH, U, CleoBa-
TENBHO, ICHATYPUPOBAHHBIC OCIIKY U MENTUIBI YTPAYUBAIOT COOCTBECHHEBIC (PH3UKO-XMMHUYECKUAE CBOWCTBA U (PH-
3HOJIOTUYECKH aKTUBHBIC NeiicTBUs. Kpome Toro, OEIKu v MenTHIb HECTAaOUIBHEI M YYBCTBUTCIBHEI K BHCITHUM
(hakTopam, TakKUM Kak TeMIIepaTypa, BIaKHOCTh, KHCIOPOI, yiabTpaduosiaeToBbie (YD) Iyun U T.11., IpeTepreBas
(u3nUecKre WM XUMHYECKIEe N3MEHEHNS, BKIIIOYAIOIINE aCCONMAINIO, TIOMUMEPHU3aLUI0 M OKUCIICHHE, TIPHUBO-
JISITITAE B PE3YJIbTAaTe K 3HAYUTEIHLHOU MoTepe akTHBHOCTH (naTeHT Kopew, peructpamuonnsiii Ne 10-0389726).

Kpowme Toro, ancopOupoBaHHBIe OEIKH W MENTHAB JETKO arperupyloT 3a CUeT Ipolecca JeHaTypalu, u
JICHaTypUPOBAHHBIC OCNTKM U MENTUIBI IPX BBEJICHUH B OPTaHU3M YeJOBeKa JCHCTBYIOT KaK IIPUYNHA 00pa3oBa-
HUS aHTHTEN B OPraHU3ME YEJIOBEKa, M B CBS3H C STHM OCIKHU U MENTHUABI CICAYET BBOJUTH B JOCTATOYHO CTa-
OoupHON Gopme. COOTBETCTBEHHO, MCCIICIOBAHBI PA3IMYHBIC CIIOCOOBI MPEIOTBPALICHUS JCHATYpalui OEJIKOB
u nentunos B pactBope (John Geigert, J. Parenteral Sci. Tech., 43, No. 5, 220-224, 1989; David Wong, Pharm.
Tech. October, 34-48, 1997; Wei Wang., Int. J. Pharm., 185, 129-188, 1999; Willem Norde, Adv. Colloid
Interface Sci., 25, 267-340, 1986; Michelle et al., Int. J. Pharm. 120, 179-188, 1995).

UToOBl AOCTHYH LEIH CTA0MILHOCTH, K HEKOTOPHIM OCIIKOBBIM M MENTUAHBIM JICKAPCTBEHHBIM CPEICTBAM
IPUMEHSIOT Inodunm3anuo. OqHaKOo THOGIIN3NPOBAHHBIE KOMIIO3UIINH HEYIOOHBI T€M, YTO JJIS IPUMEHEHHUS
OHH JOJDKHBI OBITH PAaCTBOPEHBI B Boje Ui MHBeKIui. Kpome Toro, B ciydae nuodunmsanun TpeOyOTCs Or-
POMHBIE HHBECTHIINH B CyONMMAIIOHHBIE CYIIMIKM OONBIION MOITHOCTH WM T.II., TOCKOJNBKY MPOIecC JTHO(DH-
JIM3aIMY BKIIIOYEH B IPOIIECCH M3TOTOBICHHUA. KpoMe Toro, Takke MPUMEHSIOT CII0CO0 IMOTydeHHs TOPOIIKO00-
pa3HBIX OCTKOB W MENTHAOB C WCIOIH30BAHNEM PACIIBUTUTEIHHON CYIIMIKH, HO B TaHHOM CITydae SKOHOMHYE-
ckas 3(ppeKTHBHOCTH CHIKAETCS BCIEACTBHEC HU3KOTO BBIXO/A, W BO3/ICHCTBHE BBICOKHMX TEMIIEPATyp MOXKET
HEOJIAaroMpHUsTHO BIHUATH HA CTAOMIBHOCTH OCIIKOB.

C 1enbIo MIPEOI0JICHUS TAKUX OTPaHHYCHUN MIPOBEACHBI UCCICIOBAHNUS, TPU KOTOPBIX K OCIKaM ¥ MCNTH-
JIlaM B PacTBOpE JOOABISUIH CTAOMIM3aTOPHI, YTOOBI MOJABIATh (PU3UKO-XUMHUYECKUC U3MCHEHHUS OCITKOB U TICTI-
TUJIOB, COXPAHSS MPU 3TOM HX IPPEKTHBHOCTD in VIiVo JaKe MPH JUTHTSIEHOM XpaHeHUH. ChIBOPOTOYHBIN ajlb-
OYMHUH YeNoBeKa MpEACTaBIIeT cO00M BHJ Oclika, IUPOKO MPUMCHIEMBIH B KauecTBEe CcTaOmim3aTopa Ui pas-
JIMYHBIX OCJKOBBIX JEKapCTBEHHBIX CPEICTB, U ero 3¢ dexruBHOCTh nokazaHa (Edward Tarelli et al., Biologicals
(1998), 26, 331-346).
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Crioco6 OYMCTKH CHIBOPOTOYHOTO albOYMHHA YEIOBCKA BKIIFOYACT WHAKTHUBAIIUIO OHOJOTHYCCKHUX 3arpsi3-
HUTEJICH, TAKUX KaK MHKOIUIa3Ma, MPHOH, OAKTCpUU W BHPYC, U CKPHUHHMHT WIM M3YYCHUE OTHOTO WM OoJiee
OHMOIIOTHYECKHX 3arpsA3HUTENeH Win maToreHoB. OTHAKO BCETAa CYIIECTBYET PHCK, UTO MALMCHTH TIOABEPTHYT-
CSl BO3ZICHCTBUIO OMONIOTHIECKHUX 3arpsS3HUATEINCH, KOTOphIe YAAJICHBI WIM WHAKTUBHUPOBAHEI HE MOTHOCTHIO. Ha-
MpHUMeEp, CIIOCO0 CKPUHUHTA BKIIOYAST MCCIIEOBaHUE, COJEPIKHUT JIH JOHOPCKAask KPOBb YEJIOBEKA OTPEICICHHBIN
BHPYC, HO JaHHBIN croco0 He Bceraa HajekeH. B 4acTHOCTH, onpeaeNeHHbIH BUPYC, CYIIECTBYIONUN Y OYeHb
MAJIOTO YHciia JOHOPOB, HEBO3MOKHO OOHAPYKUTE.

Pasnmiunsie 6€71KH MOTYT OBITH IOCTETIEHHO WHAKTHBHPOBAHBI C PA3TUYHBIMU CKOPOCTSMH IPH Pa3THIHBIX
YCIIOBHSX MPU XPAHCHHUH 32 CUCT UX XUMHUCCKUX pa3ianduil. To ecTh, MPOIJICHHE CPOKA XPAHCHHS 3a CUET CTa-
OmM3aTopa HE WICHTUYHO JJIS Pa3IMYHBIX OCNKOB. B CBS3U ¢ 3THM MOIXoAsIiasi MOJs, KOHICHTPAXS U BHI
cTabmin3aTopa, MPUMEHSIEMOTO U 00CCIICYeHUST CTAOMIBHOCTH MIPH XPAHCHUH, BAPBUPYIOT B 3aBUCUMOCTH OT
(hM3UKO-XMMHYECKUX CBOWCTB IIENICBOr0 Oenka. [Ipu MpUMEHEHUHN CTaOMIN3aTOPOB B KOMOWHAIIMKA OHUA MOTYT
BBI3BIBATH TOOOYHBIC APPEKTHI, OTIMYAIOIIACCS OT JKEITAEMBIX d(PPEKTOB, BCICACTBHE KOHKYPEHIIMH W B3aUMO-
JercTBUS Mexay HAMU. KpoMe TOro, MOCKONBKY MPHPOJA WIH KOHIICHTPAIUS OCITKOB MOXKET M3MCHATHCS B
mporiecce XpaHeHus, IPIMEHsIeMbIe CTA0MIN3aTOPEI MOTYT TPOSIBIATE 3(h(EKThI, OTIMYAIOMKECs OT UX MpeaHa-
3HaueHHBIX 2 (HekToB. Takum 00pa3oM, Tl CTAOMIH3AIMN OEITKOB B pacTBOPE TPEOYIOTCS OTPOMHBIC YCHIIUS U
TIPEIOCTOPOKHOCTH.

B wacTHOCTH, KOHBIOTAT OKCHHTOMOAYJIWHA M FCc MMMyHOTIOOyNnHHA MpEACcTaBisieT cO00 KOHBIOTAT, B
KOTOPOM OKCHHTOMOZYJIHH, MPEICTABIAIOMHNA co00i (PH3MONOTHIeCKH aKTHBHEIN MENTH, CBA3aH C 00JIaCThIO
Fc mmmyHnornoOynunaa. CiienoBatenbHO, MOCKOJIBKY MOJIEKYJISIpHAs Macca M 00beM KOHBIOraTa, 0e3yclOBHO,
OTJIIMYAIOTCS OT MOJICKYJSPHOW MAacChl U 00beMa HATUBHOI'O OKCHHTOMOJYJIMHA, TO JUIS CTAaOWIH3aluu Oelka
TpeOyeTcs CreIaabHass KOMITO3HITHSL.

Kpome Toro, mockoIbKy OKCHHTOMOIYJIHH (T.¢. (DU3HOIOTHYECKH aKTUBHBIN NenTua) U o0nacts Fc mmmy-
HOMIOOYJIMHA TMPENCTABIAIOT COOON OCIKH WU TENTHABI, 00JaJarollnue pa3TUdHBIMU (U3UKO-XUMHICCKIMU
CBOWMCTBaMH, UX CIICJYCT CTAOMIM3HPOBATH OJHOBPeMEeHHO. OTHAKO, KaK OTHCAHO BHIIIC, PA3INYHBIC OCIKH W
OeTKM MOTYT IOCTEIICHHO MHAKTUBUPOBATHCA C PA3IMYHBIMU CKOPOCTSIMH B PA3JIMYHBIX YCIOBHUSIX B MpoIiecce
XpaHEeHHs BCIICACTBHE WX XMMHUYECKUX Pa3JIMYHi, U MPU MPUMEHEHUN CTAOMIN3aTOPOB, MOIXOMAIINX It Oe-
KOB WJIM TENTHIOB, B KOMOMHAIIMM OHM MOTYT BBI3BIBATH ITOOOYHBIEC d((PEKTHI, OTIMYAIOMINECS OT KETaeMbIX
3¢ ¢exToB, BCIEACTBHE KOHKYPSHIMH M B3aMMOJCHCTBHA MeXTy HUMH. Takum oOpa3oM, B ciydae KOHBIOTaTa
OKCHHTOMOJYJIMHA JJUTEIHHOTO ACUCTBUS CYIICCTBYIOT 3HAUNTEIBHBIC 3aTPYAHEHIS IPU HAX0XKICHUH KOMIIO-
3UIWHU JUTSI OXHOBPEMEHHONW CTaOMIIN3AIlUH OKCHHTOMOAYJIHHA, TIPEACTABIIIONEro coboil (hu3nomornieckn ax-
TUBHBIN TIenTU I, ¥ 001actu Fc ummyHorT00ynuHa.

B Takux 00CTOSATENHCTBaX aBTOPHI M300PETCHUS MPHUIOKIIIN 3HAYNTEIBHBIC YCHUIIHS IS TIOJYYCHUS CTa-
OWMIIBHOM JKUAKOH KOMITO3HIIMU, KOTOPYIO MOXHO XPaHUTh B TCUCHHE JIUTEIBHOTO MEPHOAa BPEMEHH, HEe Oec-
MOKOSICh O BUPYCHOM 3arps3HEHHUH, U B Pe3yJbTaTe OOHAPYXKIIU, YTO CTAOMIN3AaTOp, KOTOPBIA CONEPKHUT Oy-
(ep, caxapHbBIil COUPT U HEMOHOTCHHOE MOBEPXHOCTHO-aKTHBHOE BEIIECTBO M MOXET IOTIOJHUTEIHHO COJIEp-
KaThb JO0ABKY, TaKyI0 KaK M30TOHWYCCKHIA arcHT WIM aMHHOKHCIIOTa, M KOHCEPBAHT JJII MHOTOKPATHOTO IPH-
MEHEHHS, MOXET TOBBICUTH CTAOMIHLHOCTh KOHBIOTATa MPOM3BOJHOTO OKCHHTOMOAYJIMHA JIHTEIBHOTO JEHCT-
BUSI, ¥ PKOHOMHYECKH d(P(PEKTHBHAS M CTAOMIbHAS KUIKAS KOMIO3HIINSI MOKET OBITh MOyYeHa C HCIOJIh30Ba-
HHEM CTaOMIn3aTopa, B Pe3ybTaTe Yero BHIIOIHIIN HACTOSIIEe H300peTeHHe.

PackpbiTHe H300peTeHUs

Texauueckast 3agaya.

Ienb HACTOSIIETO W300PETEHUSI COCTOUT B Pa3pabOTKE KHUIKOH KOMITO3UIIMU KOHBIOTaTa MPOU3BOIHOTO
OKCHHTOMOJYJIMHA JUTUTEIHHOTO JCHCTBHUA, conepxamieil (apmakonorndecku 3((eKTHBHOE KOIHMYECTBO
KOHBIOTaTa MPOU3BOJHOTO OKCHHTOMOJYJIMHA TUTCIBHOTO ICWCTBUS, TIC MPOU3BOAHOC OKCHUHTOMOIYJIHHA,
TpeJICTaBIISIONIee CO00H (hPU3NOTOTHYCCKHI aKTHBHBIN MENTHI, CBI3aHO ¢ 001acThio FC MMMyHOTTIOOYTHHA; U HE
coJieprkalel arbO0yMuH CTaOUIN3aTop.

Jpyras menb HACTOSAIIETO W300PETCHUS COCTOMT B Pa3pabOTKe crocoba TMOTYYCHHUS YKa3aHHOW BHIIIC
JKUJIKON KOMITO3HMIINH.

Eme oxHa 11e51h HACTOSAIIETO H300PETEHUSI COCTOUT B pa3paboTKe KOMIO3UINHU JUIS TIPEIyTPEKACHUS WITH
JICYSHUSI OXKUPEHUS TN ra0eTa, BKIIIOYAIOIISH KUIKYI0 KOMIIO3HIINIO KOHBIOTaTa IIPOU3BOIHOTO OKCHHTOMO-
IyJIAHA, CONCPIKAITYI0 (PU3MONOTHYECKH aKTUBHBIA MENTHJ HPOW3BOJHOTO OKCHHTOMOAYJIMHA, CBS3aHHBIA C
obnactpio Fc mmmyHOTIIO0YTHMHA.

Eme onHa 1mienms HacTosImEero N300peTeHU COCTOUT B pa3paboTke crocoda MpeaypexaeHUs WIN JICUCHHS
OXKUPEHUS W qUa0eTa, BKIFOYAIOMICTO BBEICHUE CYOBCKTY YKa3aHHOM BBIIIC KUAKONH KOMITO3HIINH.

TexHuuyeckoe perieHue.

JIns nOCTYOKEHMsI YKa3aHHBIX BBINIC IEJICH B OJHOM acIeKTEe B HACTOSIIEM H300PETCHHH MpeIosKeHa
JKHUJIKas KOMITO3UITHSI KOHBIOTaTa MPOU3BOIHOTO OKCHHTOMO/IYJIMHA JUTUTEIFHOTO ASUCTBUS, COJepKamas

(hapMaKOJIOTHYECKH aKTHBHOE KOJMYECTBO KOHBIOTaTa IPOHM3BOIHOTO OKCHHTOMOMIYJIMHA JUIATEIHEHOTO
JICHCTBUS, TJIe ATOT KOHBIOTAT MPOU3BOJTHOTO OKCHHTOMO/IYJIMHA COICPIKUT

MIPOU3BOTHOE OKCHHTOMOIYJIMHA, MPEICTaBIIIomee coboii (pU3MOoNOrnieckn akTUBHBIN MENTHI, COAEp-
KAl aMHHOKHUCIIOTHYIO rocienoBatensHocTh SEQ ID NO: 28;
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obnacte Fc nmmynornoOynuna (IgG);

HETNCITUAWIBHBIN MOMUMEp, TI¢ HEMCNTHIWIGHBIA MOJHUMEp MPEICTABISACT COOOM MOTUITUICHTIHKOIb,
TIOJTUTIPOITMIICHTIINKOIIb, COTIOJIMMED ATHICHIJIMKOIIS/TIPOTIMICHT IMKOIIS, TIOJTMBUHWIOBBIA CIUPT, MOJIMBHHUAII-
THJIOBBIH 3(up, moruMosIounyto kucioty (PLA), momuMonodHo-rinkoiaeByro kuciotry (PLGA), TunumHeIi mo-
JIFMEp, THATYPOHOBYIO KHCIOTY WIM MX KOMOMHAIIMIO U T/I€ 3TOT HEMENTHIMIBHBIN ITOJIMMEpP KOBAJIEHTHO CBSI-
3BIBaET MPOU3BOIHOC OKCUHTOMOAYIMHA 1 00acth Fe I1gG;

HE CcoepXallnid ATbOyMHUH CTaOUITU3aTOp, KOTOPHIN comepkuT Oydep, caXxapHbli CIUPT ¥ HEHOHOTCHHOE
MOBEPXHOCTHO-aKTHBHOE BEIIECTBO.

[IpennodTuTenbHON SABISCTCSA KHUIKAS KOMIIO3UIMS KOHBIOTATa MPOU3BOAHOTO OKCHHTOMOIYJIWHA IJTH-
TEJNLHOTO NIEHCTBHUS IO M300PETCHHUIO, T/I¢ CTAOMIN3aTOp JOMOJHUTEIEHO COACPIKUT OJUH/OHY WK Ooee u30-
TOHUYECKHX ar¢HTOB, CaXapoB, MHOTOATOMHBIX CIIUPTOB MM aMUHOKHCIIOT.

[IpennovYTUTENFHO B JKUAKOW KOMIIO3HIIUH KOHBIOTATa MPOM3BOJHOTO OKCHHTOMOMAYJIMHA JITHTEIHHOTO
JeWCTBHS, KaK OHA ompezeseHa Bole, oonacts Fe IgG npeacrasnsier coboit obnacts Fe 1gG4, 6onee npennou-
TUTENBHO 00sacTh Fc armuko3mwinposanHoro [gG4 yenoBeka.

[IpeanovYTuTensHO B JKUAKONW KOMIIO3WIIMH KOHBIOTATa MPOM3BOJHOTO OKCHHTOMOAYJIMHA IIIHTEIHHOTO
JEHCTBHUSA 110 H300PETCHNIO HETETITHAMIBHBIN MOJMMEp MPEICTABIACT COO0H MOTMITHIICHTIINKOIb.

Iemecoobpa3Ho, KoTaa B KHUIKOH KOMITO3UIIMHA KOHBIOTATa MPOU3BOJHOTO OKCHHTOMOAYJIMHA JAITUTEIHHO-
TO JIEWCTBUS 10 M300PETCHUIO CaXxapHBIA CHHPT MPENCTaBIsIeT co00i oanH wiu Oojiee YeM OAWH M3 MAaHHUTA,
copbuta WIM TJIHIEpHWHA, a KOHICHTPALHUS CaXapHOTO CIOHPTAa B JKUAKOW KOMIIO3HWIIMK COCTAaBIISIET
2-15% (mac./06.).

[IpenqnovTUTENFHO B JKUAKOW KOMIIO3UIIUH KOHBIOTATa MPOM3BOJHOTO OKCHHTOMOMYJIMHA JIHTEIHHOTO
JICHCTBUS M0 H300peTeHUI0 Oydep mpeacTaBiIseT coO0H OTMH WK OoJiee U3 UTPATHOTO, AlleTaTHOTO, TUCTH/TH-
HoBoro mwiH ¢ocdarnoro Oydepa, u 6ydep nmeer pH B nnanazone ot 4,5 no 7,0.

[IpeqnovTUTENFHO B JKUAKOW KOMIIO3UIIUH KOHBIOTATa MPOM3BOJHOTO OKCHHTOMOMYJIMHA JIHTEIHHOTO
JICHCTBUS 110 H300PETCHUIO U30TOHHYCCKHUI areHT MPEICTaBIACT COOOM XIIOPUT HATPHSL.

Iemecoobpa3Ho, KOTaa B KHUIKOH KOMITO3UIIMH KOHBIOTATa MPOM3BOJHOTO OKCHHTOMOAYJIMHA JAITUTEIHHO-
To NIEHCTBUA MO M300PETEHHIO HEHOHOTEHHOE MOBEPXHOCTHO-aKTHBHOE BEIIECTBO INPEICTABISACT COOOH MOIH-
copbat WM moJoKcamep, a KOHIEHTPANHs 3TOr0 HEMOHOT€HHOT'O MOBEPXHOCTHO-aKTHBHOTO BEIIECTBA B JKU-
Koit komnozunun cocrasister 0,001-0,1% (mac./06.).

[IpennodyruTensHON SABISACTCS KHUAKAS KOMIIO3UIMS KOHBIOTAaTa MPOU3BOAHOTO OKCHHTOMOIYJIHWHA IJTH-
TEJNBHOTO NEWCTBUS, KaK OHA OTIPE/IEeHa BHIIIE, TJ¢ aMUHOKHCIIOTA MIPEACTABISIET COO0OH METHOHHH.

Emre Oonee mpenmoYTHTENEHON SBISICTCS JKUAAKAS KOMIIO3HIUS KOHBIOTATa MPOU3BOJHOTO OKCHHTOMOY-
JIMHA JUTUTEFHOTO CHCTBUSA, KaK OHA OMpEICIICHA BEIIIE, TNIe CTA0OMIN3aTOP COACPKUT Oydep, nmeromuii pH B
nuamaszoHe ot 4,8 o 6,0, onuH wiu 6oJee U3 MaHHUTA WK copOuTa, U momcopoar 20.

Emre oauH acmekT KUIKOM KOMITO3UIIMH KOHBIOTATa MPOU3BOIHOI0 OKCHHTOMOYTHHA [UTUTEIEHOTO JICH-
CTBHSI, KAK OHA OMpEJICIICHA BEIIIC, COCTABIACT XKUIKAss KOMIIO3UIUS, TOTONHUTEIBHO COJCpIKAIIAs OJUH WIIH
OoJiee YeM OIMH KOHCEPBAHT, MPEICTABIMIONINNA CO00M MeTa-Kpe30Ji, (PeHOI MU OCH3MIOBEIN CIUPT, MPEIOY-
TUTETHFHO MeTa-Kpe3o, eie OoJiee MpeanoYTUTEIFHO B KOHIIeHTparwH, coctasirsttomier 0,001-1% (mac./00.).

Eme oguH acmekT yka3aHHOHM XHIKOH KOMIIO3WIIMM KOHBIOTaTa MPOW3BOIHOTO OKCHHTOMOMYJIWHA IUIH-
TEJNBHOTO NEWCTBHUS COCTABISCT KOMITO3UITHS [T BBEICHNS MHOTOKPATHBIX JI03.

Taxxe mpemtokeH crocod MOTYIeHUS KUAKOW KOMITO3UIINK 0 M300pETeHHIO, KaK OHA OTIpeJesieHa BEI-
11e, BKITFOYAIOMNN CIIEAYIOIINE CTaIH:

a) TMOJYYCeHHE KOHBIOTaTa MPOWU3BOJHOTO OKCHHTOMOJYJIHHA JUTHTEIBHOTO JCHCTBHSA, KaK OH ONpEICICH
BBIIIIC; U

0) cMemMBaHUE KOHBIOTATa MPOU3BOTHOTO OKCHHTOMOAYJIMHA JUTUTCIBFHOTO JCHCTBUS, MOJIYYCHHOTO Ha
cTamu (a), ¢ He COoJepKalluM anbOyMHH CTaOHIN3aTOPOM, KOTOPBIA COACPKUT Oydep, caxapHbIA CITUPT U HE-
MOHOTE€HHOE MMOBEPXHOCTHO-AKTHBHOE BEIIECTBO.

CornacHo HACTOSIIEMY H300PETCHHUIO TAKKE MPEAIOKEHA KUIKAST KOMIIO3UIHS KOHBIOTATa MPOU3BOIHOTO
OKCHHTOMOJYJIMHA UTUTEEHOTO AEHCTBHSL, COAepIKaIas

(apmakosornaecku 3)(HEeKTHBHOE KOJMUECTBO KOHBIOTATa MIPOU3BOIHOIO OKCHHTOMOIYJIMHA JIHTEIHHO-
TO AEUCTBUSL, T1Ie 3TOT KOHBIOTAT MPOM3BOJHOTO OKCHHTOMOTYJIHA CONEPIKHUT

MIPOU3BOTHOE OKCHHTOMOIYJIMHA, MpPEICTaBIIIomee coboii Gpu3monornieckn akTUBHBIN MENTHI, COAEp-
KAl aMIHOKUCIIOTHYIO rocienoBatensHocTh SEQ ID NO: 28;

obnacts Fc IgG;

HETNCITUAWIBHBIN MOMUMEp, TI€ HEMENTHIWIBHBIA MOJUMEp MPEICTABISACT COOOW MOTUITUICHTIHKOIb,
TOJUIPOMICHTINKOIb, COTOJIUMED ITHICHIIUKOIISA/IPOTIICHTTMKOJIS, TIOJTHBUHWIOBBIA CIHUPT, TOJUBHHUII-
THIJIOBBIN 3¢up, nonmmonouHyto kucioty (PLA), nommmonouHo-rimkoneByto kucinory (PLGA), nunuansiii no-
JMMEp, THATYPOHOBYIO KUCJIOTY WIM UX KOMOMHAIUIO U TJI€ 3TOT HEMCHTHIMILHBINA MOJUMEDP KOBAJICHTHO CBSI-
3BIBACT MPOU3BOTHOC OKCHHTOMOIYJTUHA U 00nacThb Fc Ig; u

5-50 MM ructuauna, 2-15% (Mmac./06.) mannauTa, 0,01-1 mr/min metnonnna u 0,001-0,1% (Mac./00.) monu-
copbara 20.
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[IpenqnovTUTENFHO B YKa3aHHOW KOMIIO3UITUH HENCNTUAMIBHEIN MOJUMED MPEACTABISICT COO0H MOIUITH-
JICHTJIAKOJTb.

Iemecoobpa3Ho, Kornma ykazaHHas KHOKas KOMIIO3HWIHS KOHBIOTATa IPOM3BOJHOTO OKCHHTOMOYJIHHA
JUTATENIEHOTO AEUCTBHS JomonHUTENpHO coaepkuT 0,001-1% (mac./06.) MeTa-kpe3ona.

Taxxe TpemyioxKeH Croco0 MONyYeHHUS yKa3aHHOM KUIKOM KOMIIO3WIIMHM KOHBIOTAaTa IIPOU3BOIAHOTO OK-
CHHTOMOJYJIMHA JUTUTEIHHOTO JEHCTBUS, BKIIIOYAIONINH CIIeIyIOIINe CTaANuu:

a) TOJy4YeHHEe KOHBIOTaTa MPOW3BOJHOTO OKCHHTOMOIYJMHA JUTHTEIBHOTO JCHCTBHA, KAK OH ONpEIeIIcH
BBIIIIE; U

0) cMemMBaHUE KOHBIOTATa MPOU3BOTHOTO OKCHHTOMOAYJIMHA JUTUTCIBHOTO JCHCTBUS, MOJIYYCHHOTO Ha
cTamuu a), ¢ 5-50 MM ructuauna, 2-15% (Mac./06.) manauTa, 0,01-1 Mr/mMn metuonuna u 0,001-0,1% (mac./06.)
nosnmcop6ara 20.

OpnH acneKT 3asBJICHHBIX CIIOCOOOB MOJYYEHHsI KOMITO3MIHUI 10 M300pETEeHNIO COCTaBISIET CIOCo0, 1o-
MOJTHHUTEIEHO BKITFOYAOIINI CMEIIMBAHUE KOHBIOTATa MPOW3BOJHOTO OKCHHTOMOJYJIHHA JUTUTEIHEHOTO JEHCT-
BUSI, TIOJYYCHHOTO HA CTaJIMU a), C OJHIM/OJHON WU 00Jiee N30TOHMUYECKUX areHTOB, CaxapoB, MHOTOATOMHBIX
CIHPTOB, aMHHOKHCIIOT, KOHCEPBAHTOB MJIM MX KOMOMHAIINEH.

Kak nucrosb3yroT B TaHHOM ONHMCaHWUH, TEPMUH ">KUAKAS KOMITO3HIUA" OTHOCHUTCS K JIEKapCTBEHHON KOM-
MIO3WIINH, TIOTYyIeHHON B KUAKOH (hopMe, M BKITIOYACT BCE JKUAKIE KOMIO3HUIUH JJIi BHYTPEHHETO MPUMEHEHHUS
¥ KOMITO3WINH [T HApYKHOTO MPUMEHEHHs. B mpeamiecTByromeM ypoBHE TEXHUKH KHUIKAS KOMIIOZUIUS TI0
M300peTEHUIO, TPUTOAHAS sl (papMakooTHIecKd d(HHEKTHUBHOTO KOJIMYECTBA KOHBIOTATa MPOU3BOJIHOTO OK-
CHHTOMOJYJHHA, COMAepKamiasi MPOU3BOIHOES OKCHHTOMOIYJIMHA, CBA3aHHOE C JoMeHOM Fc mMMyHOrmoOymiHa,
He OBbLIa OTHCaHa.

Kak ucrons3yroT B JaHHOM OIMUCAHUU, TEPMUH "CTaOMIN3aTOp" OTHOCUTCS K BEIIECTBY, CTAOMILHO CO-
XpaHSIONIEMy HHIPEAUCHTHI, TAKUC KaK aKTUBHBIC WHTPEIUCHTHI, B TCUCHHUE OTPEACICHHOTO TIEPUOIa BPEMCHH.
Jlnist ey HacTOSAIIEro M300pEeTeHNs 3TOT TEPMUH OTHOCHTCS K BEIIECTBY, 0OeCIIeunBaroIeMy crabmibHoe Xpa-
HCHHE KOHBIOTATa MPOM3BOJHOTO OKCHHTOMOIYJIMHA JUIUTCIBHOTO NeicTBUsA. CTaOMIBHOCTh NPU XPAHCHUU
0eTKOB, TAKUX KaK KOHBIOTAT MPOM3BOTHOTO OKCHHTOMOIYJIMHA [UTUTEIEHOTO ACHCTBHS, BaKHA HE TOJIBKO IS
TapaHTH{ TOYHOW JO3BI, HO TAKXKE JUI MHTHOWPOBAHUS MOTEHIMAIHHOTO 00pa30BaHMs aHTUTEHHOTO BEUIECTBA
JUTS KOHBIOTaTa TIPOU3BOJHOTO OKCHHTOMOTYJIHHA.

Crabuim3aTop B HACTOSIIEM U300pETECHUH MPEIMOYTUTENILHO CONCPKUT Oydep, caxapHbBIH CITUPT ¥ HEHO-
HOTEHHOE TIOBEPXHOCTHO-aKTHBHOE BEIIECTBO C IEIbI0 MPHUIAHHUSA CTAOMIHLHOCTH KOHBIOTATy HPOHM3BOTHOTO
OKCHHTOMOJYJIMHA JIHTENBHOTO AEHCTBHA. Kpome Toro, crabmim3atop MOKET HPEAIIOYTHUTEIHHO IOMOIHH-
TEJNBHO COJECPIKATh OJUH WK 0OJee YeM OJUH MHTPEAUCHT, BRIOPAHHBIN M3 TPYIIIBI, COCTOSIICH U3 U30TOHMYC-
CKHX areHTOB, CaxapOB, MHOTOATOMHBIX CITUPTOB U aMHHOKHUCIIOT.

Bydep dbyHKUMOHUpPYET Tak, YTOOBI MOMACPKHUBATh pH KUAKONH KOMITO3UIIMU TaKUM 00pa3oM, 4ToObl pH
JKUJKON KOMITO3HIIMH HE U3MEHSUICS OBICTPO, IJIsl TOTO YTOOBI CAEIaTh KOHBIOTaT MPOU3BOJIHOTO OKCHHTOMOITY-
JIMHA JITUTEITHHOTO AeHCTBHS cTaOWIbHEIM. [IpuMeps Oydepa MOTYT BKITIOUATE (hapMaleBTHYCCKH IPHUEMIICMEIC
O0ydeps! pH, Bkirouaronie cons Metaiia (docdar HaTpust, GpocdaT Kaus WM UX OJHO3aMELICHHYIO WIH JBY-
3aMEIICHHYIO COJIb), IUTPAT HATPHS, TUMOHHYIO KHCIIOTY, alleTaT HaTPpHs, YKCYCHYIO KUCIIOTY W THCTHINH, JTHOO
MOXKHO TaK)Ke HCIOJIb30BaTh CMECh 3THX OydepoB. bydep mpenmnodTuTenbHO MpeaCcTaBiIseT coOO0W MUTPATHBIN
WIN THCTUIUHOBBINA Oydep, M Oojiee MPeArnovYTUTEIHHO THCTUANHOBEIN Oydep. Konnentpamus Oydepa mpen-
MOYTUTENIEHO cocTaBisieT 5-100 MM u Gonee npeanoururensHo 5-50 MM. 3Hauenue pH Oydepa mpenmodrn-
TeapHO coctaBisieT 4,0-8,0, 6onee mpenmourutenbHo 4,5-7,0 U eme 6osee nmpearnoITuTenbHo 5,0-6,0.

B npumepe HacTosero n3odpereHus Oblila M3MepeHa cTaOMIBHOCTh KOHBIOTATa MMPOM3BOJHOTO OKCHHTO-
MOJIyJMHA JTUTEIBHOTO JNCHCTBUS B 3aBUCUMOCTH OoT pH Oydepa xumkoit kommosuiun. To ecTs mocie xpaHe-
HUSI KOHBIOTaTa MPOU3BOJAHOIO OKCUHTOMOYJIMHA AMUTENbHOTO AeiicTust pu 25°C B Teuenue 0-4 Henens npu
n3MeHeHnn pH Oydepa aHATU3UPOBAIM OCTATOYHOE KOJMYECTBO KOHBIOTATa, H B PE3yJbTaTe OBLIO MOKA3aHO,
YTO KOHBIOTAT MPOU3BOJIHOTO OKCHHTOMOY/IHHA ObLIT Oonee ctabmien npu pH 5,6, pH 5,8 u pH 6,0 (mpumep 3,
tabmn. 2-5, mpumep 7, tabn. 18-21, mpumep 8 u tabdn. 22-25). Takum obpazom, 6610 0OHapyxeHo, yto pH Han-
Oonee ctabmibHOTO Oy(depa B HacTOSIIEM M300PETEHUN HaXOAUTCS B quamna3one ot 5,0 mo 6,0. B mpumepe Ha-
CTOSAIIEr0 M300pEeTeHHUS W3MEPsUTH CTAaOMIBHOCTh KOHBIOTaTa MPOM3BOTHOTO OKCHHTOMOIYJIHHA ITHUTEIHHOTO
JIEHCTBUS B 3aBHCHUMOCTH OT BHIAa Oydepa >kuakoi kommosunuu. B gacTHOCTH, mOcie XpaHEHUs KOHBIOTaTa
okcuHTOoMOaymHa ¢ 0,02% mommcobparom 20, 0,1 mr/mi metHoHNHA U 5% MarHUTOM Tipn 25°C B Teuenne 0-4
HeleIbh aHAJH3HUPOBAIN OCTaTOYHOE KOJIMYECTBO KOHBIOTaTa. Pe3ynbTaThl aHanm3a 3KCKIIIO3MOHHOMN BBICOKO3 (-
(hexTrBHOM XHIKOCTHON XpomaTorpaduu (3-BOIKX) mokasanu, 9T0 0CTATOYHOE KOJUIESCTBO KOHBIOTATa 3HA-
YUTEIBHO HE pa3IHyacTcs Mexay OydepaMu Ipy OHOM M TOM ke 3HadeHuu pH. Pe3ynbraTel aHamu3a ¢ momo-
IO HOHOOOMEHHOH BhICOKOA(dekTHBHON KuIKocTHOH Xpomarorpadun (MO-BDXKX) unm BeicokodppeKTnB-
HOM >KHAKOCTHOH Xpomarorpaduu ¢ obpamennor dazoit (OP-BIXKX) nmokazanu, 4ro ructuanH OblI Hanboee
cTabuieH npu ogHoM u ToM ke pH (mpumep 8 u tabm. 22-25).

ODYHKIUSA caXapHOTO CIIUPTa COCTOUT B TOBBINICHUH CTAOMIBHOCTH KOHBIOTATa MPOU3BOJIHOTO OKCHHTO-
MOJIyJMHA JUTUTCIHFHOTO JNEHCTBUSA. B HacToseM M300peTCHHU CaXapHBIA CIIUPT MOXKET MPEACTABIATh COOOU
onuH mn OoJiee 4YeM OAWMH CaxapHBIN CHUPT, BEIOPAHHBIN U3 TPYIIIBI, COCTOSIIECH U3 MaHHUTA, COPOUTA W TIIH-
nepuHa. [IpearnmoYTuTeabHO CaxapHbBI CIUPT MOXKET MPEACTABIATh cO00H MaHHUT. KOHIEHTpaIns caxapHOTO
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CIHpTa B XHMJKOW KOMIIO3UIMHU IPEIINOYTHTENBHO cocTaBisier 1-20% (Mac./00.), 1 Oosiee MpeArnoYTUTEIHHO
2-15% (mac./06.).

B mpumepe HacTosimero u300peTeHnsT aHATM3UPOBATH BIMSHIE BHIAa CaXapHOTO CIIUPTa B KadyecTBE CTa-
Omm3aTopa Ha CTaOMIBHOCTH KOHBIOTaTa MPON3BOIHOTO OKCHHTOMOIYJIMHA JUTTEIFHOTO NeHCcTBUSA. B gacTHO-
CTH, KOHBIOTAT MPOW3BOJIHOTO OKCHHTOMOYJIMHA XpaHWiI B muTpaTHOM Oydepe (pH 5,6) mpu 25°C B TedeHune
0-4 nenennb, a 3aTeM aHanu3upoBaiu ¢ momoibsio MO-BOXX, 3-BOXKX n ODP-BIXKX. B pesynbraTe KOHBIOTAT
Ob1T OoJiee CTaOMIIBHBIM B MPHUCYTCTBHHM MaHHHUTA WM COPOMTA, 4YeM B MPUCYTCTBHH TIIMICPHUHA IIPH OJHOW U
TOH ke KOHIeHTpamuu. Pe3ynprarel anamm3a ODP-BOXKX mokasanu, 4To KOHBIOTAT OBUT HECKOJIBKO Ooiee cTa-
OWJIBHBIM B IPUCYTCTBHM MAaHHHUTA 110 CPABHCHHIO C MPUCYTCTBHEM copbuta (mpumep 4 u T1adn. 6-9). UasiMu
cioBaMH, OBLIO TIOKA3aHO, YTO J00aBJICHUE MaHHWUTA MM COPOUTA MOKA3aJI0 MPEBOCXOJHYIO CTAOMIBLHOCTD, HO
KOHBIOTAT ObUT HanboJiee CTAOMIBHBIM B IPUCYTCTBUH MAaHHHTA.

B mpumepe HacTosIIero H300peTCHUS aHAIM3UPOBAIH BIUSHUE KOHIICHTPALUY CaXapHOTO CIIUPTa B Kaye-
CTBE CTa0MIN3aTOPa Ha CTAOMJIBPHOCTH KOHBIOTATA POM3BOTHOTO OKCHHTOMOYJIMHA JITUTEIBHOTO ACUCTBHS. B
YaCTHOCTH, KOHBIOTAT MPOU3BOJHOTO OKCHUHTOMOAYJIMHa XpaHuinu npu 25°C B Teuenue 0-4 Henenb, a 3aTeM
aHanmu3upoBasn ¢ nomomrsio MO-BOXKX, D-BOXKX u OD-BOXKX. B pesynsrate B mpucyTcTBUH 2% MaHHHUTA
unmn 15% manHUTa 00pa30BBIBAJICS OCANOK Oenka, a B MpUCyTCTBUH 5% ManHHTa WK 10% MaHHUTa KOHBIOTAT
Ob11 cTabmiteH (mpuMmep 5, Tabn. 10-13, mpumep 7 u tadm. 18-21).

DYHKINN HEMOHOTEHHOTO MTOBEPXHOCTHO-aKTHBHOTO BEIIECTBA COCTOST B YMEHBIIIEHHUH ITOBEPXHOCTHOTO
HaTSDKCHHS pacTBOpa Oenka JUIlsl peIoTBpanieHus aacopounn Oenka Ha THAPOPOOHOH TOBEPXHOCTH WIIH €TO
arperaru. [IpenmnoyTuTenbHbIe TPUMEPHl HEHOHOTEHHOTO IMTOBEPXHOCTHO-aKTHBHOT'O BEIIECTBA, KOTOPOE MOX-
HO TPUMEHATH B HACTOSINEM HM300pPETCHUH, BKIIIOYAIOT HEMOHOTCHHBIC MOBEPXHOCTHO-aKTHBHBIC BEIICCTBA HA
OCHOBE IT0JIICOpOaTa U HEMOHOTEHHBIE NTOBEPXHOCTHO-AaKTUBHBIE BEIIECTBA HAa OCHOBE IOJIOKCAMEpa, KOTOPHIC
MOJKHO MPUMEHATH OTJCIHHO WM B KOMOMHAIIMH JBYX M Oosiee. HempaBMIIbHO MCIIONBE30BaTh HEHOHOTEHHOE
MOBEPXHOCTHO-aKTHBHOE BEHICCTBO B JKUAKONH KOMITO3UIIMU B BBICOKHX KOHIICHTpAIWsX. JKuakas KOMIO3HIIUS
M0 HACTOSIIEMY M300pETEHHIO COJCPKUT HEMOHOTEHHOE ITOBEPXHOCTHO-aKTHBHOE BEIIECTBO B KOHLICHTPALUH
0,2% (mac./06.) nm meree, npeanouturensHo 0,001-0,1% (mac./06.).

Crabum3aTop 1O HACTOSIIEMY H300PETCHHIO MOXKET CONEpKaTh aMHUHOKHCIIOTY, TaKyl0 KaK METHOHUH.
DYHKIMS METHOHUHA COCTOUT B JIOTIOJIHUTEBHON CTaOMIM3anuu Oeika 3a c4eT WHTHOWPOBaHUS 00pa30BaHUs
MpuMeced, KOTOPOe MOXKET OBITh BBI3BAHO, HAIIPUMEP, OKUCITUTEILHON peakiueit oemnka.

B mpumMepe HacTOAIIETO H300PETEHUS TECTUPOBANIN BIISIHAE KOHIICHTPAIIUH HEHOHOTEHHOT'O TTOBEPXHOCT-
HO-aKTHBHOTO BEIIECTBAa B KadecTBE CTAOMIM3aTOpa M MPUCYTCTBHS WJIM OTCYTCTBHS aMHHOKHCIOTHI Ha CTa-
OWJIBHOCTh KOHBIOTATa MPOU3BOJHOTO OKCHHTOMOMYJIMHA JJIMTEIBHOTO NCHCTBHSA. B YacTHOCTH, KOHBIOTAT
MPOM3BOTHOTO OKCHHTOMOJIYJIMHA XpaHwin B nutpatHoM Oydepe (pH 5,6) n 10% mannure npu 25°C B Tedenue
0-4 menens, a 3aTeM aHanu3upoBanu ¢ nomourso MO-BOXKX, 3-B2XKX u OD-BOXX. B pesynbTaTte KOHBIOTaT
MPOM3BOTHOTO OKCHHTOMONYJHMHA Obul Hambonee crabmibHbIM B npucytcerBun 0,02% momucopbara 20 u 0,1
MI/MJI MeTHOHHHA (TIpuMep 6 1 Tabu. 14-17).

@OyHKIMS M30TOHMYECKOTO areHTa COCTOUT B HMOAJEP)KaHUH MOJXOSIIET0 YPOBHSI OCMOTHYECKOTO JIaBiie-
HUS TIPY BBEJCHUH KOHBIOTaTa MPOW3BOJHOTO OKCHHTOMOAYJIMHA AIUTEIHHOTO ACUCTBHS B pacTBOpE in Vivo, U
€ro JIOTIONTHUTENbHAsT (QYHKIIUS MOXET COCTOATh B JOMOJHHUTEIBHOW CTAOMIM3alii KOHBIOTAaTa MPOU3BOIHOTO
OKCHHTOMOJYJIMHA JJIUTEIHHOTO ICUCTBHUS B pacTBOpe. XapaKTepHbIC IPHUMEPH N30TOHMYECKOTO areHTa BKIIIO-
YaroT BOJOPACTBOPUMBIE HEOPTAaHUIECKHE COJIM, TaKMe KaK XJIOPHUI HATpus, Cyab(haT HATPH, IUTPAT HATPUSI U
ToMy mofo0Hoe. KoHIleHTpamusi H30TOHUIECKOTO areHTa MpearnovTuTenbHo cocTaBiser 0-200 MM, u ero co-
JIepKaHUEe MOXKHO HaJJIC)KAIIHM 00pa30M KOHTPOJIUPOBATh.

Cra0mn3aTop 1o HacTOSAIIEMY U300PETEHHIO HE COAEPKUT anbOyMuH. ChIBOPOTOYHBINA albOyMUH Yero-
BEKa, KOTOPBII MOYKHO HCITOJIb30BAaTh B KAYECTBE CTAOMIM3aTOpa OCliKa, MOMyJaroT U3 KPOBH YeJOBEKa, U, Clie-
JIOBATCIILHO, OH MOXET OBITh 3apa)XCH MATOTCHHBIM BHPYCOM YEJIOBEKa, a KCIATHH WM OBIYM CHIBOPOTOYHBIH
aNbOYMUH MOJKET BBI3BATh 3a00JICBAaHUS WIM BBI3BATh AJUICPIHUYCCKHE PEAKIUU y HEKOTOPBIX MarnueHToB. He
CoJIeprKalii aTbOyMUH CTaOMIM3aTOp M0 HACTOSIIEMY M300PETEHHIO HE COICPKHUT MHOPOIHBIN OENOK, TaKoH
KaK CHIBOPOTOYHBIN allbOYMHUH YeIOBEKA MM KUBOTHOTO WJIM OYMIICHHBIN KEJaTHH, U, CIIEA0BAaTEIHHO, HEUYB-
CTBHUTEJCH K BUPYCHOM MHQEKITIH.

[IpennouruTensHBIE IPUMEPHI CaxapoB CPEIH CaxapoB M MHOTOATOMHBIX CHHPTOB, KOTOPBIE MOXHO HO-
MOJTHUTENBHO HWCIOJIB30BATh JJIS MOBBIIICHUS CTa0MIBHOCTH KOHBIOTaTa OKCMHTOMOAYJHHA JUTHTEIBHOTO JCH-
CTBHSI TIPH XpaHEHUH, BKIIOYAIOT MOHOCAXapuIbl, Takue KaKk MaHHO3a, TIFOK03a, (pyko3a W KCHUII03a, M MOJIHca-
XapuIbl, TaKKe KakK JIAKT03a, MaJbTo3a, caxaposa, paddrHo3a u AeKcTpaH, ¥ MPEAOYTHTEIBHBIE TPUMEPHI MHO-
TOATOMHBIX CIHPTOB BKJIFOYAIOT MMOJUIPONIICH, HU3KOMOJICKYISPHBIA MTONIUITHICHIIIAKONb, TIHAICPUH, HU3KO-
MOJICKYJISIPHBIY ITOJIAPOTHICHIIIMKONb | T.II. DTH caXxapa U MHOTOATOMHBIC CIIUPTHI MOXKHO HCIIOJB30BaTh Ca-
MU 110 ceOe Wi B KOMOMHAIINY IBYX MU OoJiee.

B nmomomHeHHE K BBIMICOMTUCAHHOMY Oy(epy, H30TOHHYECKOMY areHTY, CaXapHOMY CITHPTY, aMUHOKHCIIOTE
Y HEHMOHOTEHHOMY IOBEPXHOCTHO-aKTUBHOMY BEIIECTBY XHIKas KOMIIO3MIHMS O HACTOSIIEMY H300pETEHHIO
MOJKET JOMOJIHUTEIBHO COACPKATh IPYTHUC KOMIIOHCHTHI MITH BEIICCTBA, U3BECCTHHIC B JJAHHOW 00JTaCTH TEXHUKH,
B IMaria30He, He yMeHbIIaromeM ) (GEeKTHBHOCTL HACTOSIIETO N300PETCHHS.
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YKuakas KOMIO3HIUS KOHBIOTaTa OKCHHTOMOAYJIMHA JUTHTEIEHOTO ACUCTBUS IO M300PCTCHUIO COMCPIKUT
(hapmakonorndyecku 3(pQeKTUBHOE KOIUYECTBO KOHBIOTaTa MPOWU3BOJHOTO OKCHHTOMOIYJIWHA JTUTECIHHOTO
JIEHCTBUSA, CoAeprKaIero (GpU3NOJOTHYECKH aKTHBHBIA MTENTH] IPOU3BOJHOTO OKCHHTOMOYJIMHA, CBSI3aHHBIHN C
obnactpio Fc mMmyHOTIIO0YTMHA, M HE COep X alluid aTbOYMHUH CTAa0MIIN3aTOpP, KOTOPBIH MOXKET CoAepKaTh Oy-
dep, nmerommii pH B nmuanazone ot 4,8 mo 7,0, oquH win Oojiee 94eM OJUH CaxapHBIH CIUPT, BHIOPAHHBIN U3
TPYIIIBI, COCTOSIIIEH U3 MaHHUTA U copOuTa, u moaucopoOar 20. boiee KOHKPETHO CTAOUITN3ATOP MOXKET COJEP-
)kaTth Oydep, nmerommii pH B auamazone ot 5,0 mo 6,0, manauT U monucopdat 20. Kpome Toro, crabumuzatop
MOJKET JOTIOJIHUTEIHFHO COJIEpKAaTh OJWH MM 0oJee YeM OIMH KOMIOHEHT, BEIOPAHHBINA U3 TPYIIIHI, COCTOSIICH
W3 U30TOHHYCCKUX areHTOB, CaXapOB, MHOTOATOMHBIX CIIUPTOB M aMUHOKHUCIIOT.

He conepxarast anms0yMUH XKUAKAsT KOMITO3UIIHS IO U300PETEHUIO, KOTOpasi COACPIKUT BEICOKYEO KOHIICH-
TPALHUIO KOHBIOTATa MPOU3BOTHOTO OKCHHTOMOYJIMHA [UTUTSILHOTO JICHCTBHSA, MPUIACT CTAOMILHOCTh KOHBIO-
raty MpOU3BOIHOTO OKCHHTOMOIYJIHHA JTUTCIBHOTO JCUCTBHS, HCUYBCTBUTEIbHA K BUPYCHON WH(EKIHU, SB-
JSETCS TPOCTOW M 00JajaeT MPEBOCXOIHON CTAaOMIBHOCTHIO NPU XPAHCHHU, U, CICIOBATEIBHO, MOXKET OBITH
9KOHOMHUYHO IOJTyYeHA TI0 CPABHEHUIO C JPYTUMH CTA0UIN3aTOPAMHU I JTHO(IH3UPOBAHHBIMU KOMIIO3HITHUS-
MH.

Kpowme Toro, mMOCKONBKY KHUIKas KOMIIO3UIUS IO HACTOSIIEMY H300pETCHUIO CONEPKUT KOHBIOTAT MPOH3-
BOJIHOTO OKCHHTOMOIYIMHA JTUTEIHHOTO NeHCTBUSA, 00Mafafonmii GU3N0IOTHIECKONH aKTHBHOCTHIO B TEUCHUE
MIPOIOJDKUTEIBHOTO TIEPHOAA BPEMEHH 110 CPAaBHEHHIO ¢ HATUBHBIM OKCHHTOMOJIYJTTHOM, OHa MOXET COXPAaHATh
AaKTUBHOCTH OeJKa B OpraHM3ME YeJOBeKa B TE€UCHHE MPOIOIDKUTEIFHOTO TEPHO/ia BPEMEHH IO CPaBHEHHUIO C
TPaIUIMOHHBEIMH TIpenapaTaMi OKCHHTOMOIYJIMHA, W, CIEIOBATEIFHO, €€ MOXHO NPHUMEHATh B KauecTBe (-
(heKTUBHOTO JICKapCTBCHHOTO TpernapaTa. KpoMe Toro, Kuakas KOMIIO3HUIIHS 110 HACTOSIIEMY H300PETCHUIO 00-
JaaeT MPEeBOCXOTHON CTAaOMIBHOCTBIO JaXKe MPU BBICOKON KOHIICHTPAIWU KOHBIOTaTa OKCHHTOMOJYJIUHA JTH-
TEJNBHOTO JICHCTBUS.

Kak ncnonp3yroT B JaHHOM OTHCAHHUH, TCPMHUH "OKCHHTOMOIYIHH" OTHOCUTCS K MENTHIY, IPOIyLIUpPYe-
MOMY W3 Tpe-TIFOKAroHa, sBISIOIIEIOCs MPEANICCTBEHHIKOM TIIOKaroHa. B HacTosImeM n300peTeHun moapasy-
MEBAIOT, YTO OKCHHTOMOIYJIMH BKJIFOUAeT HATHBHBIN OKCHHTOMOJIYJIMH M €r0 IpEeAlIeCTBEHHHK, MPOU3BOIHOE,
¢parmerT u BapuaHT. [IpeaNOYTHTENTFHO OKCHHTOMOIYJIMH HMMEET aMHHOKHCIOTHYIO IOCIIEJOBAaTEIbHOCTH
SEQ ID NO: 1 (HSQGTFTSDYSKYLDSRRAQDFVQWLMNTKRNRNNIA).

Kak wncmonms3yloT B JaHHOM OINMUCAaHUHM, TEPMUH "TIPOM3BOJHOEC OKCHHTOMOJIYJWHA" BKIIOYACT TETTH]I,
MPOM3BOJHOE TENTHAA WIM NENTHAOMIMETHK, KOTOPHIH MOJXYYeH IMyTeM M00aBICHUS, NENCINH WIA 3aMEHBI
AMHUHOKHUCIIOT B aMHHOKHCIIOTHOH TOCIIEIOBATEIFHOCTH OKCHHTOMOAYJIMHA U MOKET aKTHBHPOBATH PEIEIITOPHI
rmokarona 1 GLP-1 Ha Gotee BEICOKOM YpOBHE, YeM IPH aKTUBAIMH HATUBHBIM OKCHHTOMOAYJIMHOM. Kak oHO
PACKPBITO B JIaHHOM ONHCAaHUH, MPOU3BOIHOC OKCHHTOMOJAYJIMHA MOXET MMETh JIOOYI0 U3 aMHHOKHCIOTHBIX
nocienoBarensHocTedt SEQ ID NO: 2-34. TIpon3BoAgHOE OKCHHTOMOJYJIMHA TIO HACTOSIIEMY H300pPCTCHUIO
UMeeT aMMHOKHUCIOTHYIO nocnenoBarensHocTs SEQ ID NO: 28.

Kak ucrnonp3yroT B TaHHOM OMKCAaHUH, TCPMUH "(PparMeHT OKCHHTOMOJYJIHHA" OTHOCHUTCS K (hparMeHTy,
UMCIOIIIEMY OJIHY WM OOJiee aMHHOKHUCIOT HA aMHHO- WM KapOOKCH-KOHIIC HATUBHOTO OKCHHTOMOJYJIMHA, B
KOTOPOM J00aBJICHHBIE aMHHOKHCIOTE MOTYT TaKKe MPEACTaBIATH cOO0M HENMPHUPOIHbIE aMHHOKHCIOTH (Ha-
puMep, aMUHOKHUCIOTY D-Tmma). DToT (parMeHT OKCHHTOMOIYJIWHA oONamaeT (YHKIUEH peryIupOoBaHUS
YPOBHEH TIIOKO3BI B KPOBH in Vivo.

Kak ucnonbs3yioT B TaHHOM OIMCAaHWH, TEPMHUH "BapHaHT OKCHHTOMOAYJIHMHA'" TIPENCTaBIsAET COOOM Ier-
THJI, IMEIOIINH OUH WU OoJiee YeM OAWH aMHHOKHCIIOTHBIA OCTAaTOK, OTJIMYAIOIINNACS OT OCTATKOB aMHHOKHC-
JIOTHOW TOCJIEIOBATEIIFHOCTH HATHBHOTO OKCHHTOMOAYNHHA, W 00namaeT (pyHKIMEH aKTHBAI[MH PEIETTOPOB
GLP-1 u rarokarona.

BapuaHT OKCHHTOMOJYJIHHA MOXET OBITh TOJYYCH JIFOOBIM ITyTEM U3 CICAYIOIIUX: 3aMCHBI, T0OABICHUS,
JICTICINH, MOTU(DUKAIIMH WIH UX KOMOWHAIIMA HEKOTOPHIX aMUHOKHUCIIOT B aMHHOKHUCIIOTHOM MOCIICIOBATEIBHO-
CTH HATHBHOTO OKCUHTOMOJIYJIMHA.

Croco0bI moNTyYeHHs BapuaHTa, MPOU3BOJHOTO U (pparMeHTa OKCHHTOMOJYJIHHA MOXHO IPUMEHATH IO
OTJCIFHOCTH WJIM B KOMOWHanuu. Hampumep, B JaHHOM ONUCAHHUH PACKPBHIT TAKKE MENTHI, UMCIOIIUN OHY
i 6oee aMHHOKHCIIOT, OTJIMYAIONIUXCS OT aMUHOKHCIIOT HATHBHOTO OKCHHTOMOXYJIMHA, U JA€3aMUHUPOBAH-
Hble N-KOHIIEBbIE aMUHOKHCIIOTHBIE OCTaTKH, W oONafarommii GyHKIMer aktuBanuu perentopa GLP-1 u pe-
[ENTOpa TITIOKaroHa.

AMUHOKHCIIOTHI, YIOMHHAE€MbIE B JaHHOM OIMCaHWH, COKPAIIAIOT COTJIACHO MpaBMJIaM HOMEHKJIATYPHI
IUPAC-IUB, xak onyucaHo HHXE:

Ananuu A; AprunuH R;

Acnaparus N; AcnaparusoBas kuciota D;

Hucreun C; I'myramunoBas kucnota E;

I'nmyramun Q; I'muuun G;

T'uctunun H; Uzoneiinus [

Jletinmu L; JIuzun K;

Metnonua M; ®enunananul F

[Iponun P; Cepun S;
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Tpeonun T; Tpuntodan W;

Tuposun Y; Banun V.

Kaxk packpbITo B JaHHOM ONMCAHUH, IPOU3BOJIHOE OKCHHTOMO/IYJIMHA BKJIOYAET JIFOOOM MENTH I, KOTOPBIHA
MOy4YCH ITyTeM 3aMEHBI, J0OaBIEHU, JeICIUH WIH IOCTTPAHCIALHNOHHON MoanUKauy (HanpuMep, METHIIU-
pOBaHMS, AlMINPOBAHNS, YOUKBUTHHUPOBAHNS NN BHYTPHMOJICKYJIIPHOTO KOBAJICHTHOTO CBSA3BIBAHHS) aMUHO-
KHCIIOT B aMHHOKHCIOTHOM nocnenoBatenbHOCTH SEQ ID NO: 1, 1 MOXeT aKTUBHPOBATh U PEIENTOP TIIFOKAro-
Ha, u pernentop GLP-1. Ilpu 3amMeHe win 100aBICHUA aMHUHOKHCIOT MOYKHO HCIIOJB30BaTh HE TOJIbKO 20 amm-
HOKHCIIOT, OOBITHO HAaXOJAIINXCS B OCNIKaX 4eJIOBEKa, HO TAKXKE aTHITUYHBIC MM HETIPUPOAHBIC AMUHOKUCIIOTHI.
KomMepueckne HCTOYHUKH aTUITMYHBIX aMUHOKHUCIIOT BKMo4aoT ¢pupmbl Sigma-Aldrich, ChemPep Inc. u Gen-
zyme Pharmaceuticals. IlenTuapl, BKIOYAIOIME 3TH aMHUHOKHCIIOTHI, W aTUIHMYHbIE IMENTHAHBIC TOCIEI0Ba-
TEJIBHOCTH MOTYT OBITh CHHTE3UPOBAHBI U MPHOOPETEHBI Y KOMMEPYECKUX MOCTAaBIMKOB, HAapuMep American
Peptide Company mmu Bachem (USA) min Anygen (Korea).

Kak packpbITo B JaHHOM OIMCaHHH, NPOU3BOAHOE OKCHHTOMOYJIMHA MPEACTABISIET COOOH HOBBIHM Tel-
TH]I, COJEPKAIINI AMHHOKHCIIOTHYIO TTOCIIEI0BATEIIbHOCTD CIIeAyIomeH popmysl 1:

R1-X1-X2-GTFTSD-X3-X4-X5-X6-X7-X8-X9-X10-X11-X12-X13-X14-X15-X16-

X17-X18-X19-X20-X21-X22-X23-X24-R2 (SEQ ID NO:50) (Popmyna 1),

rae R1 mpencraBnser co00l THCTUANH, AC3aMHHO-THCTUAMI, TUMETHIA-TUCTAAMA (N-IHMETHUI-TUCTH]IAN),
0eTa-ruAPOKCHUMUIa30IPOIUOHII, 4-UMHIa30alIeTIII, OeTa-KapOOKCUIMUIA30MPOIHOHIII HITH TUPO3UH;

X1 mpexcrasinsier coboit Aib (aMMHOM30OMACISHYIO KHCIOTY), d-ajmaHuH, riaunuH, Sar (N-MeTWIrIinuH),
CepHH 1K d-CcepyH;

X2 npencrapisaeT coOO# TITyTAMUHOBYIO KHCIOTY WIH TIyTaMHUH;

X3 mpezacTaBiseT cOOOM JSHITMH UITH TUPO3HH;

X4 npeacraBisieT cOOOM CEpUH UITH aJlaHUH;

X5 mpeacrapisieT cOO0¥ TU3WH WIIH apTUHUH;

X6 mpeacTaBisieT cOO0M MTyTaMUH HITH THPO3UH;

X7 mpeacTaBisieT coO0M JSHITMH UITH METHOHWH;

X8 mpencraBisieT cOOOH acmaparnHOBYIO KHCIOTY HIIN TITyTAMHHOBYIO KHCIIOTY;

X9 mpencrapnser coOOW TITyTaMHHOBYIO KUCIIOTY, CEpPUH WM allb(a-METHUI-TIIyTAMHUHOBYIO KHUCIIOTY FUTH
OTCYTCTBYET;

X10 mpezacrasiser co00l TIyTaMUH, TIYTAMAHOBYIO KUCIIOTY, JIM3HMH, ApTUHUH WIH CEPUH WIH OTCYTCT-
BYET;

X11 npexncrasinsier co60i alaHWH, ApTHHUH WK BaJIMH WM OTCYTCTBYET;

X12 mpexacrasisieT co00l aaHWH, apTUHUH, CCPUH WM BaJHH WIA OTCYTCTBYET;

X13 npencrasiseT coOOH JIN3WH, TIAYTaMUH, apPTUHUH WIH ajlb(pa-MEeTHII-TITyTaMUHOBYIO KUCTIOTY WJIH OT-
CYTCTBYET;

X 14 mpexncrasisier co00i acTapariHOBYIO KUCJIOTY, TIIyTAMHHOBYIO KACJIOTY WM JICUIIUH FIIU OTCYTCTBY-
eT;

X15 mpencrasisieT coboi (eHmTanaHuH HITH OTCYTCTBYET;

X16 npexncrasinsieT co00i N30JIESHIMH WK BAJIMH WIIX OTCYTCTBYET;

X17 mpexacraBiseT coOOH alaHWH, IUCTCHH, TIyTAMHHOBYIO KHCIIOTY, JH3HH, TIyTaMHH WIHA anbQa-
METHJI-TJTyTAMUHOBYIO KUCIIOTY WJIH OTCYTCTBYET;

X18 npexcrasisier co6oii TpuntodaH WM OTCYTCTBYET;

X19 mpexacrasisier co00l anaHWH, H30JICHITUH, JICHITUH, CEPUH WM BaJMH I OTCYTCTBYET;

X20 mpexacrasisieT co00it anaHWH, TU3UH, MCTHOHHH, TITYTAMUH WU ApTUHUH WIA OTCYTCTBYET;

X21 nmpenacraBiseT coO0i acriaparuH UM OTCYTCTBYET;

X22 mpencraBiseT coO00H alaHWH, TIUIWH U TPEOHUH WA OTCYTCTBYET;

X23 mpencrasiseT coO00H IMCTEHH W JTM3WH WA OTCYTCTBYET;

X24 npencrapiser co00i NmenTH, UMEromui oT 2 10 10 aMHHOKHCIIOT, COCTOSANINN U3 KOMOMHAIIMH aJia-
HUHA, TINIMHA U CEpUHA, WIN OTCYTCTBYET; U

R2 npencrasnser coboit
KRNRNNIA (SEQ ID NO: 35), GPSSGAPPPS (SEQ ID NO: 36), GPSSGAPPPSK (SEQ ID NO: 37),

HSQGTFTSDYSKYLD (SEQ ID NO: 38). HSQGTFTSDYSRYLDK (SEQ ID NO:39),

HGEGTFTSDLSKQMEEEAVK (SEQ ID NO: 40) WM OTCYTCTBYET (3a HcC-
KITIOYCHUEM ClTydasi, TJIe aMUHOKHCIIOTHAs TIocIieIoBaTeIbHOCTE popmyitbl 1 naentnuna SEQ ID NO: 1).

C 1enblo NOBBIIIEHNUS aKTUBHOCTH OKCHMHTOMOJYJIWHA AUKOIO THIA 10 OTHOILEHHUIO K PELENTOPY IIIOKa-
roHa u k peuentopy GLP-1 mpousBogHOe OKCHHTOMOIYINHA, KAK OHO PACKPBITO B JAHHOM OMHCAHHH, MOXET
OBITH 3aMeIleHO 4-MMUIa30alETUIIOM, ITOJYYEHHBIM ITyTeM AENeLHH altbda-yriepoia r’MCTHINHA B TTOJOXKECHUH
1 amuHOKHCTOTHOM ocnenoBatenbHOCTH SEQ ID NO: 1, 1e3aMHUHO-TUCTHAWIOM, ITOJYISHHBIM ITyTeM JeIeIUN
N-KOHIIEBOH aMHUHOTPYIMIIBI, TUMETUI-TUCTUANIOM (N-IUMETHI-THCTHIMIOM), TOTY4YE€HHBIM ITyTeM MOAn(HUKa-
1 N-KOHIIEBOW aMHUHOTPYIIIBI IByMsl METAJIBHBIMH TPYIIaMH, OeTa-THIPOKCHUMHIA30IPOITHOHHIIIOM, Oy~

-8 -



034499

YCHHBIM IyTE€M 3aMelIeHUs N-KOHIICEBOM aMUHOTPYIIBI THAPOKCIIBHONW rpymmoil, wimm OeTa-
KapOOKCHHMUIAa30POIHOHIIIOM, TIOJTYYSHHBIM ITyTEM 3aMelleHus N-KOHIICBOH aMUHOTPYIITEl KapOOKCIITEHON
rpynmoii. Kpome toro, penentop-cBs3biBaromiast o6macts GLP-1 MoxkeT ObITH 3aMellieHa aMHUHOKHCIOTaMH,
YCHIIMBAIOIIUMHE THAPO(HOOHBIE M HOHHBIEC CBS3M WK UX KoMOnHanmio. Kpome Toro, 9acTs mociie10BaTeIbHOCTH
OKCHHTOMOJYJIHA MOXKET OBITh 3aMellleHa aMUHOKUCIIOTHOW TocienoBateabHoCThi0 GLP-1 nnn skceHnuHa-4,
9TOOBI TOBBICUTH aKTUBHOCTH perientopa GLP-1.

Kpome Toro, 4acTh moCI€I0BATEIFHOCTH OKCHHTOMOIYJIHHA MOKET OBITh 3aMellleHa ITOCIIeIOBATEIbHO-
CTBIO, yCHIIMBatomeH anbda-crmpains. [IpeamnodTuTenbHo aMHHOKUCIIOTH B ojoxkeHusx 10, 14, 16, 20, 24 u 28
AMUHOKHUCIIOTHOM IMOCIIEIOBATEABHOCTH (HOpMYIBl 1| MOTYT OBITH 3aMCIICHBI aMHHOKHCIOTAMH HJIH MPOU3BOJI-
HBIMH aMHUHOKHCIIOT, CocTosIImuMu u3 cienyronmx: Tyr(4-Me), Phe, Phe(4-Me), Phe(4-Cl), Phe(4-CN), Phe(4-
NO,), Phe(4-NH,), Phg, Pal, Nal, Ala(2-tuenmnn) u Ala(0eH30THEHMIT), 0 KOTOPBIX H3BECTHO, YTO OHU CTaOMIH-
3UPYIOT alb(a-CIupaitb, U THIT U YUCIIO BCTPAUBACMBIX aMUHOKHCIIOT WJIHM TPOU3BOIHBIX aMUHOKHCIIOT, CTa0u-
TU3UPYIONUX adb(a-CIupab, He OrpaHndeHO. [IpeanmodTuTeTIhHO aMUHOKUCIIOTH B MoJioxkeHusx 10 u 14, 12 u
16, 16 m 20, 20 u 24 u 24 n 28 aMUHOKHCIOTHOH MOCIIEA0BATEILHOCTH MOTYT OBITh TAK)K€ 3aMEICHBI TITyTaMH-
HOBOIl KHCIIOTOW WM JM3WHOM, YTOOBI 00pa3oBaTh KOJIBIA, W YHCIIO BCTPAMBAEMBIX KOJIEIl HE OTPaHHYCHO.
Haubonee mpenmoyTHTEIBHO MPOU3BOIHOE OKCHHTOMOIYIHMHA MOXET WMETh aMHHOKHCIIOTHYIO ITOCIIeIOBa-
TEJIHHOCTh, BRIOPAHHYIO U3 (hopmy 2-6.

Kak packpsITO B JaHHOM ONHCAaHWH, IPOU3BOJHOEC OKCHHTOMOIYJHHA PEACTaBIAeT co00ii, B 9aCTHOCTH,
HOBBIM MENTHJ, BKIIOYAIOMNH aMIHOKHICIOTHYIO MOCIEI0OBATENEHOCTE (POPMYJIHI 2, TIOTYYEHHON MyTeM 3aMe-
IICHUS aMUHOKHCIIOTHOM TOCIIEe0BAaTEIFHOCTH OKCHHTOMOJAYJIMHA TIOCIEIOBAaTENFHOCTRIO SKCEHAWHA WIIN
GLP-1:

R1-A-R3 (SEQ ID NO:51) (®opmyna 2),

Jpyroe npon3BogHOE OKCHHTOMOIYJIMHA, KaK OHO PACKPHITO B JAHHOM ONHCAHHH, IIPEICTABISAET cOO0it
HOBEBIH MMENTH]I, BKIFOYAIOIINNA aMUHOKUCIOTHYIO TTOCIICAOBATCILHOCTh (POPMYJIIBI 3, TIOIYUCHHYIO ITYTEM CBSI3BI-
BaHUs YaCTU aMHHOKHCIIOTHOH MOCJIE0BATEIILHOCTH OKCHHTOMOAYJIMHA U YaCTH aMHHOKHCJIOTHOH MOCIIeI0Ba-
TeNbHOCTH 3KceHanHA Wi GLP-1 mocpeacTBoM COOTBETCTBYIONIETO AMUHOKHCIOTHOTO JIMHKEPA!

R1-B-C-R4 (SEQ ID NO:52) (Popmyaa 3),

Jpyroe npon3BogHOE OKCHHTOMOIYJIMHA, KaK OHO PACKPHITO B JAHHOM ONHCAHHH, IPEICTABISAET cO00it
HOBEBIH ITENTHJ, BKJIIOYAIOIINH aMUHOKHCIIOTHYIO MIOCIIEI0BATENBHOCTE ()OPMYITHI 4, TA€ YaCTh AMHHOKHCIOTHON
MOCJIEIOBATEIHEHOCTH OKCHHTOMOAYJIMHA 3aMellleHa aMHHOKHCIIOTOH, YCHINBAIOMIEH THApo(hoOHOE CBA3EIBAHNE
¢ penentopom GLP-1. Hanpumep, oH npeacTaBiseT co0oi mentu, rae Leu B moioskeHnn 26 3aMereH aMuHO-
kucnoroit He nmu Val, ycunusaromeit TuapodoOHOCTS:

R1-SQGTFTSDYSKYLD-D1-D2-D3-D4-D5-LEVQW-D6-D7-N-D8-R3  (SEQ ID NO:33). (Popmyna 4).

Jpyroe mpou3BoJAHOC OKCHHTOMOJIYJHMHA, KAaK OHO PACKpPHITO B JAHHOM ONHCAHHUH, MPEICTABISACT COO0i
HOBBIH ITENTHJ, BKJIIOYAIOIINH aMIHOKHCIIOTHYIO MIOCIEI0BATENBHOCTE (POPMYITHI 5, TI€ YaCTh aMHHOKHCIIOTHON
MOCJIEIOBATEIFHOCTH HATHBHOTO OKCHHTOMOIYJIMHA JIEJeTHPOBaHa, JOOABJIEHA WIIM 3aMeIleHa IPYTUMH aMH-
HOKHCJIOTAMH C IEJBI0 IMOBBIIICHUS CIIOCOOHOCTEH HATHBHOTO OKCHHTOMOIYJIMHA K AKTHUBAIMH pEIENTopa
GLP-1 u penienitopa riaokarosa:

R1-E1-QGTFTSDYSKYLD-E2-E3-RA-E4-E5-FV-E6-WLMNT-E7-R5  (SEQ ID NO:54) (®opmyna 5),

B popmynax 2-5

R1 sBnsieTcs TakumM, Kak orucano B Gpopmyse 1;

A BEIOpaH U3 IPYIIIEL, COCTOAIEH U3 SQGTFTSDYSKYLDSRRAQDFVQWLMNT (SEQ ID NO: 41),
SQGTFTSDYSKYLDEEAVRLFIEWLMNT (SEQ ID NO: 42), SQGTFTSDYSKYLDERRAQDFVAWLKNT (SEQ ID NO: 43),

GQGTFTSDYSRYLEEEAVRLFIEWLKNG (SEQ ID NO: 44), GQGTFTSDYSRQMEEEAVRLFIEWLKNG (SEQ ID NO:45),

GEGTFTSDLSROMEEEAVRLFIEWAA (SEQ ID NO:46) ¥ SQGTFTSDYSRQMEEEAVRLFIEWLMNG (SEQ ID NO: 47);
B BBIGpan w3 rpymel, cocrosmeii n3 SQGTFTSDYSKYLDSRRAQDFVQWLMNT  (SEQ ID NO: 41),

SQGTFTSDYSKYLDEEAVRLFIEWLMNT (SEQ ID NO: 42), SQGTFTSDYSKYLDERRAQDFVAWLKNT (SEQ ID NO: 43),

GQGTFTSDYSRYLEEEAVRLFIEWLKNG (SEQ ID NO: 44), GQGTFTSDYSRQMEEEAVRLFIEWLKNG (SEQ ID NO: 45),
GEGTFTSDLSRQMEEEAVRLFIEWAA (SEQ ID NO: 46), SQGTFTSDYSRQMEEEAVRLFIEWLMNG (SEQ ID NO: 47);

GEGTFTSDLSRQMEEEAVRLFIEW (SEQ ID NO:48) u SQGTFTSDYSRYLD (SEQ ID NO:49);

C mpencrapiser co00¥ menTHa, IMEIOIUN OT 2 10 10 aMUHOKHCIIOT, COCTOSIIUN U3 KOMOWHAIINH aJlaHU-
Ha, TJIUIMHA ¥ CCPHHA;

D1 mpencraBnser co0oi cepuH, TITyTAMHHOBYIO KHCIIOTY WA apTHHUH,

D2 npencrasiser co0oi apruHuH, TITIYTAMUHOBYIO KUCIIOTY HJIH CEPHH;

D3 npencrasiser co00i apriuHuH, alaHWH WIN BaJIMH;

D4 npencrasiser coO0i apruHiH, BAIMH WIN CEPUH;

D5 mpencraBnsier co00 TIyTaMUH, apTHHUH WIIH JH3HH;

D6 npencraisier co00# U30IEHITNH, BaJTUH HITU CEPUH;

D7 npencraBnsieT co00¥ METHOHHH, QpTUHUH WU TIyTaMUH;

D8 npexacrapinsieT co00# TPEOHWH, TIWIMH WM aJlaHWH,
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E1 nmpencrasmusier coboit cepun, Aib, Sar, d-ananuH wmu d-cepuH;

E2 npencrasmisier co0o0it ceprH WK TITYTAMHHOBYIO KHCIOTY;

E3 npexacraBnseT co0oii apruHUH WIN JTH3UH;

E4 npencraBnsieT coO0 TITyTaAMHH W JTU3WH;

ES5 mpexacraBnseT co06oii acaparnHOBYIO KHCIOTY WIIH TITyTAMHUHOBYIO KHCIIOTY;

E6 npencrasisier co0o0ii rTyTaMHH, HUCTCHH WIH JIN31H;

E7 npencraBnseT co00 MUCTENH WU JIN3WH UIIH OTCYTCTBYET;

R3 npencrasnser coboit

KRNRNNIA (SEQ ID NO: 35), GPSSGAPPPS (SEQ ID NO: 36) mm GPSSGAPPPSK (SEQ ID NO: 37);
R4 nipencrasmnsier codoit

HSQGTFTSDYSKYLD (SEQ ID NO:38), HSQGTFTSDYSRYLDK (SEQ ID NO:39) unu HGEGTFTSDLSKQMEEEAVK (SEQ ID NO: 40);
RS MpeACTaBIISET coboit KRNRNNIA (SEQ ID NO: 35), GPSSGAPPPS (SEQ ID

NO: 36) nmt GPSSGAPPPSK (SEQ ID NO: 37) yyy JIEJICTHPOBAH (3a MCKJIIOYCHHEM CiTydas, TIA¢ aMHHOKHCIIOT-
HBIe nocieaoBarensHocTr popmya 2-5 unentuansl SEQ ID NO: 1).
Eme omgHO Mpou3BOIHOE OKCHMHTOMOAYJIMHA, KaK OHO PAcKpbITO B JaHHOM OIMCAHWH, MOXKET IIPEICTaB-
JATH cO00M HOBBIH menTu GopMyITet 6
R1-X1-X2-GTFTSD-X3-X4-X5-X6-X7-X8-X9-X10-X11-X12-X13-X14-X15-X16-

X17-X18-X19-X20-X21-X22-X23-X24-R2 (SEQ ID NO:55) (Popmyna 6),

rae R1 mpencrasnsietr co0oif THCTHANH, Ae3aMUHO-THCTHANT, 4-UMHIa30aLeTI FITH THPO3UH,

X1 mpexacrapisieT coboit Aib (aMHHOM30MACIISTHYIO KUCIOTY ), TJIUIUH, CEPUH HITH CEPUH;

X2 mpencraBisieT COO0H TIYTAMHHOBYIO KHUCIIOTY HIJIH TIIyTaMUH;

X3 mpezacTaBiseT cOOOM JSHITMH UITH TUPO3HH;

X4 npexcTasisier coOOH CepHH WM allaHuH;

X5 npeacrasisier coOOH JIM3UH WIIH ApTHHUH;

X6 npexacTasisieT coOOH TITyTaMHH WM THPO3UH;

X7 npencraBiseT coOO JTSHITUH WX METHOHHH;

X8 npexcTasisier co0OH acnapariHOBYIO KHCIOTY WIIM TIIyTAMHHOBYIO KHCIIOTY;

X9 mpencraBisieT COO0H TITyTaMHHOBYIO KHCIIOTY WJIH anb(a-MeTHI-TITyTaMHHOBYIO KHCJIOTY WUIH OTCYT-
CTBYET;

X 10 mpexacraBinseT co00i IIIyTaMuH, TIIyTAMUHOBYIO KHCIIOTY, JIN3WH WU apTUHUH WIA OTCYTCTBYET;

X11 mpencrasiseT co00H aJlaHWH WA apTHHUH OTCYTCTBYET;

X12 mpencrasiseT co00H aJlaHWH WIIA BaJMH WU OTCYTCTBYET;

X13 npencrasiseT coOOH JIN3WH, TIAYTaMUH, apTUHUH WIH ajdb(pa-MEeTHII-TITyTaMAHOBYIO KACIIOTY WJIH OT-
CYTCTBYET;

X14 npencrasinsier co00H acraparnHOBYIO KHUCIIOTY, IITyTaAMHHOBYIO KHCJIOTY HJIH JICWIIMH WJIN OTCYTCTBY-
eT;

X15 npencrasinsier coboii (peHMTANaHIH HITH OTCYTCTBYET;

X16 npexncrasinsieT co60i N30JIESHIIMH UM BAJIMH WIIX OTCYTCTBYET;

X17 mnpencraBnseT coOON aNaHWH, UCTCHH, TIYyTAMUHOBYIO KHCIOTY, TIYTAMHH WM aib(a-MeTHII-
TIIyTaMHHOBYIO KUCIIOTY WJIH OTCYTCTBYET;

X18 mpencrasiseT coboi TpunTodaH Ui OTCYTCTBYET;

X19 npencrasiseT coO00# aaHWH, N30JESHITNH, JICHITNH WU BAJIMH WIH OTCYTCTBYET;

X20 npexacrasinseT co00# aaHWH, THM3HH, METHOHWH WM apTHHUH WIA OTCYTCTBYET;

X21 npenacraiseT coO0i acriaparuH UM OTCYTCTBYET;

X22 mpencraBisieT co00H TPEOHWH HMITH OTCYTCTBYET;

X23 nmpezcrasinsieT co00# UCTENH, JTU3UH WIN OTCYTCTBYET;

X24 npencrapiseT coOoW menTuI, UMErOIMmuiA oT 2 10 10 aMUHOKHCIIOT, COCTOSIIMNA W3 TIIUIMHA, WIH OT-
CYTCTBYET;

R2 npexacrasmnsier codoit

KRNRNNIA (SEQ ID NO: 35), GPSSGAPPPS (SEQ ID
NO: 36), GPSSGAPPPSK (SEQ ID NO: 37), HSQGTFTSDYSKYLD (SEQ ID NO: 38),

HSQGTFTSDYSRYLDK (SEQ ID NO: 39) or HGEGTFTSDLSKQMEEEAVK (SEQ ID

NO:  40) WIH OTCYTCTBYeT (3a HC-
KIIOYEHHEM CITydasi, TJle aMHHOKHCIIOTHAS MOCNIEN0BaTeNEHOCT (JOPMYIIbI 6 MAESHTHYHA IIOCIIEI0BATEILHOCTH
SEQ ID NO: 1).

[Ipou3BoHOE OKCHHTOMOJYJIMHA, KaK OHO PACKPBITO B JaHHOM OIHCAHWUHU, MOXET OBITh BBIOPAHO W3
rpynisl, cocrosmei u3 nentuaoB SEQ ID NO: 2-34. Taxke mpou3BOJHOE OKCUHTOMOIYJIMHA, KaK OHO PaCKPhI-
TO B JAHHOM OIIMCAHWH, MOXKET IPEACTaBIATH cO00H NMPOM3BOJHOE OKCHHTOMOAYJHHA, ONMMCaHHOE B Tabm. 1
npumepa 1.

OKCHHTOMOJIYJINH 00JIafjaeT aKTUBHOCTSIMH ABYX rentuaoB, GLP-1 u rmrokarona. GLP-1 obmamaet a¢-
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(heKTOM, CHIDKAIOUIMM YPOBHH TIFOKO3BI B KPOBH ITOCPEJCTBOM CEKPELMM MHCYJIMHA, a TIFOKaroH odyiafaet a¢-
(hexTOM, MOBBIIIAIONIMM YPOBHH TUIIOKO3BI B KpoBH. Kpome Toro, GLP-1 uarubupyer norpebiieHne NIy 1 No-
JIABIIIET OIIOPOKHEHHE JKENTylKa, a TIIOKaroH oOxamaeT 3((eKkToM, CHIDKAIOMIMM MAacCy Tela IOCPEACTBOM
CTUMYJISIITAU JIUTIOJIM3a W TOBBIIMIEHUS dHEpreTudeckoro metabonmsma. Takum obpaszom, GLP-1 u rimokarox
00na1ar0T pa3MIHbIME OHoJorndeckuMu dhdexramu. CrnenoBaTenbHO, B clydae, Korja o0a IenTuaa mpucyT-
CTBYIOT B BHJIe KOHBIOTaTa, eClii 3 (HEKT JF000T0 U3 ITHX IBYX MENTHAOB MpeBbImaeT 3Q(EeKT Apyroro, MOKET
MIPOM30HTH ToOoUHOE AeiicTBHe. Hampumep, ecinu 3@ dekT rmokarona Beie, yem 3¢ dekt GLP-1, ypoBHH Ti10-
KO3BI B KPOBH MOTYT YBEIHUYHUTKCH, &, eciu dpdekr GLP-1 Beimie, yem 3¢ ekt rimokaroHa, MOTYT BCTPEUATHCS
no6ouHble 3P PEKTH, Takue Kak TOIIHOTa U pBoTa. KpoMe Toro, addekT 3TuX ABYX MENTHIIOB MOKET BapbHPO-
BaTh B 3aBUCHMOCTH OT COOTHOLICHHUSI aKTHBHOCTEH 3THX IBYX nentuaoB. CienoBaTeibHO, IPON3BOIHBIE OK-
CHHTOMO/IYJINHA ¥ X KOHBIOTAThl HE OTPAaHMYEHBI TOJIBKO MPOU3BOAHBIMH, 00JIaJAIOIMMH TTOBBIIICHHBIMY aK-
THUBHOCTSIMH.

Kak ncnons3yror B TaHHOM ONHCAaHWH, TEPMHUH "KOHBIOTAT MMPOM3BOJAHOI0 OKCHHTOMOAYJIMHA" OTHOCHUTCS
K KOHBIOTaTy, COAepKaleMy MPOM3BOAHOE OKCHHTOMOIYJIMHA U IPYTOH DJIEMEHT. DTOT JPYroil SJIEMEHT MOXKET
MIPENCTaBIATh co00# 000 BEmEeCTBO, OONamaroiee MOJEe3HBIMU (DYHKIMSAMHU, BKIIOYAIOIIMMHU YBEITUYCHUE
Tepro/a MOIyBEIBEICHHS MIPON3BOIHOIO OKCHHTOMOIYJIMHA B KPOBH TN 3aMEIICHHE BHICBOOOKICHHUS MPOU3-
BOJHOTO OKCHHTOMOXYJIWHA B TMOYKax. KOHBIOTaT 1Mo HACTOSIMIEMY M300pETEHHIO MOXKET KOBAJICHTHO CBS3BI-
BaThCSI C TMPOW3BOAHBIM OKCHHTOMOJYJIMHA WM OOpPa30BBIBATH MHUKpPOC(HEpPHI, YTO MOBBIIIAET CHIBOPOTOUYHYIO
CTaOMIIBHOCTH IPOW3BOJHOTO OKCHHTOMOIYJIMHA, WM 3aMEIUISICT BHICBOOOXKACHUE IPOU3BOAHOTO OKCHHTOMO-
IyJAHA B TIOYKaX, WA U3MEHSET CBSI3BIBAIONIYI0 AKTHBHOCTD NMPONU3BOJHOTO OKCHHTOMOYJIIHA C €TO PEIIeTTo-
poM. Hocutenb, KOTOpBIi MOXKET 00pa3oBaTh KOHBIOTAT, COJACPKAINHA MPOU3BOAHOE OKCHHTOMO/IYIHHA, MOYKET
OBITH BBIOpaH M3 IPYMIIBI, COCTOAIIEH U3 anb0yMuHa, TpaHcepprHa, aHTUTEN, PParMEeHTOB aHTHTE, HJIaCTHHA,
rernapuHa, noJjucaxapysia, Takoro Kak XUTHH, GUOPOHEKTHH U TOMY ITOJJOOHOE, KOTOPBIH MOKET CBSI3BIBATHCS C
MPOU3BOIHBIM OKCHHTOMOJYJIMHA, MTOBBINIAsi CBIBOPOTOYHYIO CTAOMIBHOCTD IPOU3BOAHOTO OKCHHTOMOTYJIMHA.
[IpeanoyTnTenbHO HOCUTENB NPEACTaBIAET co0oi 0bxacTs Fc mMMyHOrnoOynmuHa.

Fc mvmMyHOTNmoOymMHA, KOTOPEI MOXKHO HPHUMEHATH B HACTOSIEM H300PETEHUH, MOXKET IPEACTABISATH
coboit obmacte Fc mMMyHOrIOOYTMHA YenoBeka, oomacte Fc mMMyHOrI00yIMHA, UMEIONIUH TTOCIeI0BATEh-
HOCTB €r0 aHayiora, Win objacte Fc MMMYHOTTIOOYJIHHA, POUCXOAAIIYIO U3 KUBOTHBIX, BKIIOUasi KOPOB, KO3,
CBUHEH, MBIIIEH, KPOJTUKOB, XOMSKOB, KPhIC 1 MOPCKHAX CBHHOK. KpoMe Toro, ob6macte Fc mmmyHornmoOynnHa
MoskeT npoucxonuth u3 1gG, IgA, IgD, IgE, IgM nnm ux xomOuHanuu, uiu ux rudpuna. Kpome toro, Kaxmapii
JoMeH obnacTi Fc nMMyHOTIIOOyIHHA 110 HACTOSIIEMY H300pETEHHIO0 MOXKET MPEACTABIATE co00# TuOpu 1m0-
MEHOB, ITPOMCXOSIINX U3 Pa3HBIX HMMYHOTJIO0YIMHOB, BRIOPaHHBIX U3 TPy, cocTosimer u3 1gG, IgA, IgD,
IgE n IgM. AnprepnaruBHO obnacts Fc mMMyHOrIOOyIMHA NpencTaBiseT coOOH AUMEp WIM MYJIBTHMEp, CO-
CTOSIMI W3 OJHOLETIOYECYHBIX MMMYHOTJIOOYJIMHOB, COCTOSIIIMX M3 JIOMEHOB OJHMHABOTO IIPOMCXOXKICHUSL.
[peanourntensHo obnacTk Fc nMMyHOTI00yMMHA IpeacTaBiIsieT co00it 00macTp, mosrydenHyto u3 1gG nm IgM,
SBJISIIOLMXCS CaMBIMH PaclpOCTpaHEHHBIMHE OelKaMH B KpOBM dYejoBeka. Hawmbosee mpenmoyTHTENhHO OHA
npezcTaBisieT coboit Fc mMmyHornoOynuHa, npoucxoasiyo u3 IgG, o KOTOpoi H3BECTHO, YTO OHA yBEIWYNBA-
€T TICpUOBI ITOTYBHIBEICHUS JINTAHI-CBSI3BIBAIOMNX O0€KOB. FC MMMyHOTTIO0yIiHA MOXKET OBITh NOTy4eHA JIH-
060 mytem o0paboTku HatuBHOTO IgG cnemuduaHoi MpoTea3ot, MO0 u3 TpaHCHOPMHUPOBAHHBIX KJIETOK C TO-
MOIIBI0 PEKOMOMHAHTHOTO MeTona. IIpeArmouTHTenbHO OHA MpencTaBisieT coboi pekoMOMHaHTHYIO Fc nmmy-
HOTJI00YyJTMHA YeJIoBeKa, moyrydeHnyio B E.coli.

B 10 xe Bpems IgG mMoxkeT ObITh Takoke pasaeneH Ha nmoakiaccel IgG1, 1gG2, 1gG3 u IgG4, u B HacTosAIEM
M300pETEHNH TaK)Ke BO3MOXKHBI KOMOMHAIMS WIIM THOPHJ ATUX moaknaccoB. [Ipeamoururensio 1gG otHOCHTCS
k monkiaccam I1gG2 u IgG4 n naubonee npeanouturenbHo k 1gG4, y obnactu Fe xoroporo, no cymecTsy, oT-
CYTCTBYIOT 3((eKTopHble (YHKIMHM, TaKMe KaK KOMIUIEMEHT3aBHCHUMas LMTOTOKCHMYHOCTH (complement-
dependent cytotoxicity; CDC). HpMu ciioBaMu, HauOoJsiee MpearnoYTHTEeNbHOM 06nacThio Fc mMMyHOTrooyu-
Ha, UCIIOJIb3yeMOI B KayecTBE HOCUTENS JIEKAPCTBEHHOTO CPEACTBA B HACTOSIIEM M300pETEHHH, SBISIETCS He-
TIIMKO3WIMpoBaHHas obnacts Fc, nponcxomsmas u3 1gG4 yenoseka. O6nacts Fc yenoBedeckoro mpoucxosxie-
HU OoJiee TPeANOUTHTENbHA, YeM 007acTh Fc MpoMCX0oXIeHHs, OTIMYAIOMIErocss OT YeJIOBEYECKOTro, KoTopas
MOJKET JeHCTBOBATh B KaUeCTBE aHTUTECHA B OPTaHM3ME YeJIOBEKa W BBI3BIBATH HEXKeNaTeIbHBIC IMMYHHBIE OTBE-
TBI, TAKHE KaK MIPOAYIIMPOBaHNE HOBOTO aHTHTEINA IIPOTUB AaHTUTEHA.

Konsrorar mpon3BoJHOTO OKCHHTOMOIYJIMHA MOXET OBITH MOJYYCH IyTeM HCIIOIB30BAHMS HENCITHIIIIb-
HOTO TTOJTUMEpa MIIM METOZOM T€HHOW peKoMOMHAIuu. B HacTosmemM n300peTeHnH KOHBIOTAT MOIYyJaloT ITyTeM
CBSI3BIBAHMS IPOU3BOAHOTO OKCHHTOMOMYJIMHA ¢ 007acThi0 FC MMMyHOTIIOOyIMHA TTOCPEICTBOM HETIETITHINIIb-
HOTO ITOJINMeEpa.

HenentnannbHeIH TOIMMEP MOJKET OBITH CBSI3aH C KQXKIO0H M3 MOJIEKYJI: IPOU3BOIHBIM OKCHHTOMOYJINHA
u obmacteio Fc mMMyHornoOynuHa. Kaxkapiid KoHen HENEeNnTHUIMIBHOTO MOoJIMMepa MOXET OBITh CBsI3aH ¢ o0Ja-
cTbio Fc mMMyHOTroOynMHa 1 aMUHHOM WM THOJBHOM TPYMIION MPOU3BOJHOTO OKCHHTOMOJYJIMHA COOTBETCT-
BEHHO.

Kak ncnoss3yror B TaHHOM ONHCAHWH, TEPMHUH "KOHBIOTAT MPOM3BOAHOIO OKCHHTOMOAYJIMHA" OTHOCHUTCS
K KOHBIOTATy, 00J1a/1al0MeMy IpOJIOHTHPOBAHHBIM JUTHTENEHBIM 3()()EeKTOM TI0 CPaBHEHHUIO ¢ HATUBHBIM OKCHH-
ToMoxynuHOM. [IprMephr KOHBIOTaTa ITUTETFHOTO JEHCTBUS BKITIOYAIOT, HO HE OTPAaHWYCHBI MU, KOHBIOTAT, B
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KOTOPOM TPOHM3BOJHOC OKCHHTOMOYJTHHA, IOJYYCHHOE B PE3yabTaTe MOTUPHUKAIINY, 3aMCHEI, TOOABICHUS M
JICNICIIA aMHUHOKHUCIIOT B aMHHOKHUCIIOTHOW TOCJIEOBATEIFHOCTH HATUBHOTO OKCHHTOMOIYJIMHA, CBS3aHO C
OuopasziaraeMbIM MOJUMEPOM, TAKUM Kak TMOJuATHIEHTITHKoNb (I1017), KoHBIOTaT, B KOTOpOM O€lI0K, 00Iamaro-
AN TPEeBOCXOIHBIMH CBOMCTBaMH UTHTEIEHOTO JEHCTBUS, TaKOH Kak aTbOyMIH WIM UMMYHOTTIOOYIINH, CBA3aH
C TIPOM3BOAHBIM OKCHHTOMOJYJIMHA, KOHBIOTAT, B KOTOPOM JKHpHAs KHCJIOTa, 00JIajaromas CocoOHOCTRIO K
CBSI3BIBAHMIO C aTbOyMHWHOM in Vivo, CBSI3aHAa C MPOW3BOAHBIM OKCHHTOMOIYJIMHA, MU KOHBIOTAaT, B KOTOPOM
MPOM3BOTHOE OKCHHTOMOTYJIHA HHKAIICYINPOBAaHO B OMOpa3naraeMbIXx HAHOYACTHIIAX.

Kax ucronb3yroT B JAHHOM OIUCAaHUH, TEPMHUH "HEMENTUAMILHBIA TTOJUMEDP" OTHOCHTCS K OMOCOBMECTH-
MOMY TOJIUMEPY, BKJIFOUYAIOMIEMY JIBA WM 0OJIEEe MOBTOPSIONINXCS 3BCHBEB, CBSI3aHHBIX JAPYT C JAPYTOM JIFOO0U
KOBQJICHTHO CBSI3bE0 BMECTO MENITUAHON CBs3U. B HacTosIIeM H300peTeHUH HENENTUAMIBHEIHN MOJIMMEP MOXKHO
HCIIOJIF30BaTh B3aMMO3aMEHIEMO C HETICITHIUILHBIM JINHKEPOM.

[enTuaHEI THHKEP, UCTIONB3YEMBI B CIIUTOM OEJKE, IOJIYYEHHOM TPATUIIMOHHBIM CIIOCOOOM CIHSHUS B
paMKe CYUTHIBAHUS, UMEET HEIOCTATKH, COCTOSIINE B TOM, YTO OH JIETKO paclIeIUIeTCs MPOTEHHA30M in Vivo, U,
CJIEZIOBATEIILHO, KEIACMBIH A(PPEKT YBEIMUCHHS TIEPUOA TOTYBBIBEICHHS aKTHUBHOTO JICKAPCTBEHHOTO CPEJICT-
Ba B CBIBOPOTKE 32 CYET HOCHUTENS HE MOXKET OBITh MmoiryueH. TeM He MeHee, B HaCTOSIIEM H300pPETeHUH MOXHO
WCIIONIB30BaTh TOJIMMEP, OOJIAAafONINil YCTOHYNBOCTRIO K MMPOTEHHA3E, AJIS MOAEPKaHHUS TIEPHo/ia TIOITyBBIBE-
JICHHA TIETITH/Ia B CBIBOPOTKE, aHAJIOTHYHO HOCHUTENIO0. TakimM 00pa3oM, B HACTOAIIEM M300PETCHUH MOYKHO HC-
TI0JIL30BAaTh JTFO00H HETeNTUIWIBHEIN MmonuMep 06e3 orpaHudeHHs, €CIM OH MPEACTaBIsET CO00M moaumep, 00-
JIATAfOIINN YIIOMSHYTOH BbITe yHKIHEH, T.€. MOJMMEp, 00JaIaroNINi YCTOHYUBOCTHIO K TIPOTEMHA3E in Vivo.
HenenTuaumsHbIM TOIMMEpP UMEET MOJIEKYIISIPHYIO Maccy B auanazone ot 1 g0 100 x/la u mpeamodTuTeIbHO OT
1 mo 20 x/la. HemenTuannbHEIH NONMMMeEp MO HACTOSIIEMY N300pETEHUIO, CBA3aHHEIH ¢ o0nacTbio Fc nmMMyHor-
JOOYJIMHA, MOKET TPEICTABIIATE COO0H OJMH BHJ TOJIMMEPA WIIA KOMOUHAIIMIO Pa3HBIX TIOJIHMEPOB.

HenentuaniapHEI MOTUMEp, HCIOIB3yEMBIH B HACTOSIIIIEM H300PETCHUH, MOKET HMETh AKTUBHYIO IPYIIITY,
CHOCOOHYIO K CBSI3BIBAHUIO C 00JacThi0 FC MMMyHOTTIOOyIMHA W OCIIKOBBIM JICKAPCTBCHHBIM CPEICTBOM. AK-
TUBHAsI TPYIIa HA O0OWMX KOHIAX HEMENTHIMILHOTO IMOJUMEpa MPEANOYTHTEIBHO BBIOpAaHA W3 TPYIIIBI, CO-
CTOSIIIEH M3 aKTUBHOW ajbJACTHUIHON TPYIIIbI, MPOMMOHAIBIETHIHOW TPYIIIBI, OYTHPaIbICTHIHON TPYIIEI, Ma-
JICMMUIHOM TPYIITBI X IPOU3BOJHOTO CYKIIMHIMHUIA.

[Ipon3BonHOE CYKIMHUMHIA MOXKET MPEACTABIATE CO00H CYKIIMHUMUAMIIPOIINOHAT, THAPOKCUCYKIINHH-
MU, CYKIMHIMHIMIKapOOKCHMETIII WM CYKIIMHUMUAWIKapOOHaT. B WacTHOCTH, KOT/Ia HETEeNTHIWIBHBIN
MOJIIMEP MMEET aKTHBHYIO aNbICTUAHYIO TPYIITy Ha ero o0OMX KOHIIAX, HeCcTIeIM(IIECKUe B3anMOJCHCTBUSA
MOJKHO CBECTH K MUHHUMYMY, ¥ (PU3HOJIOTHYECKH aKTUBHBIA TOJHIICNTH] U UMMYHOTJIOOYIIHH MOTYT OBITH 3¢h-
(heKTUBHO CBs3aHBI ¢ OOOMMH KOHIIAMH HEMCHTHIMIBLHOIO MOJMMEpPa COOTBETCTBEHHO. KOHEYHBIN MPOIYKT,
00pa30BaHHEII MyTeM BOCCTAHOBUTEIHHOTO AKWIMPOBAHUS allbJACTHIHON CBSI3BIO, 3HAYUTEIHHO Oolice cTabu-
JICH, YeM CBSI3aHHBIN aMUJHOW CBSA3bI0. ANIbJCTHIHAS aKTHBHAS TPYIIIA CEIICKTUBHO CBS3BIBACTCSA ¢ N-KOHIIOM
npu HU3KOM pH 1 MOkeT 00pa3oBaTh KOBAaJCHTHYIO CBSI3b C OCTATKOM JIM3HMHA MPU BBEICOKOM pH, TakoM kak pH
9,0.

AKTHBHBIC TPYIIIBI HA 000MX KOHIIAX JIUHKEPA, T.€. HCMCNTUAMIBHOTO IOJUMEpPa, MOTYT OBITH OJJMHAKO-
BBIMH WJIM pa3HeIMU. HampuMep, HemenTHAMIEHBIA TOTMMEP MOYKET COAEp)KaTh Ha OJHOM KOHIIE MAJICHMUIHYIO
TPYIIly, a HAa APYTrOM KOHIIE - aJbACTHIHYIO TPYIITY, IPOMHOHANBACTUIHYIO TPYIITYy HIH OyTHPaIbACTHIHYIO
rpymy. s TOoXy4eHus] KOHBIoTaTa [UIUTEIBHOTO JSHCTBHUS TI0 HACTOSIIEMY H300PETEHHIO MIPH HUCTIOIBE30BaHIH
B Ka4eCTBE HEMENTHIIHFHOTO MOJIMMEpPa MOJIHATHICHIIIMKONS, COACPIKAIIEr0 aKTUBHYIO THAPOKCUTPYIITY Ha
ero o0omMX KOHIIAX, 3Ta THAPOKCHTPYIIA MOXKET OBITh aKTHBHUPOBAHA C 00pa30BaHMEM pa3IMYHBIX AKTHBHBIX
TPYII ¢ TIOMOIIBIO U3BECTHBIX XUMHUYECKUX PEaKIHU, JINOO MOKHO UCIIONIF30BaTh MOJHATHICHTIIUKONb, COICP-
KA UMEIOTIYIOCS B MIPOAaXKe MOAUGHUITMPOBAHHYIO AKTUBHYIO TPYIIITY.

Konsbtorar mo HacTosmeMy U300pETCHUIO MOKET MPEICTABIATE COOOU KOHBIOTAT, B KOTOPOM KaXKIbIH KO-
HEIl HeTIENTHIUIILHOTO MOJIMMEpa CBsA3aH ¢ 001acThio Fc MMMYHOTIIOOYIMHA ¥ ¢ aMHUHHOW WJIM THOJILHOU TPYII-
MOH ITPOU3BOAHOTO OKCHHTOMO/IYJINHA COOTBETCTBEHHO.

IIpu 3TOM B HacTOsIIEeM H300pETCHHHM 00a KOHIA HENECNTHUAMIBHOTO IOJUMEpa BKIIOYAOT aKTHBHEIC
TPYIIIBI, ¢ KOTOPHIMUA MOXET OBITh CBsI3aHa 00yacTh Fc mMMyHOTTIOOYIMHA M OETTKOBOE JIGKAPCTBEHHOE CPEIICT-
BO. [IpuMepBI aKTHBHBIX TPYIIT BKIIOYAIOT, HO HE OTPAaHUYEHBI MU, AIBJCTHAHYIO TPYIITY, IPOMTHOHAIbICTHA-
HYIO TPYIITy WIH OyTHPaNbICTUAHYIO TPYIILY, MaJCHMUAHYIO TPYIILY, IIPOU3BOAHOE CYKIIMHUMHUAA (CYKIIMHH-
MUIWIIPOITHOHAT, THAPOKCUCYKIIMHUMUANI, CYKIMHAMHIMITPOIHOHAT-KaPOOKCUMETIIT WIH CYKIIMHUMFIHII-
KapOOHAT) | T.II.

AKTHBHBIE TPYIIBI Ha 000MX KOHIAX JHHKEPA, T.€. HENECNTHUAWIBHOTO IOJINMEpPa, MOTYT OBITH OJMHAKO-
BBIMH WM pa3HeIMU. HampuMep, HeMenTHAMIIBHBIA TTOTHMMEP MOXKET COACPIKaTh Ha OJJHOM KOHIIE MAJICHMUIHYIO
TPYIIIy, a Ha JPYroM KOHIIEC - aJbJCTHIHYIO IPYIIY, IMPOMHOHANBICTUIHYIO TPYIITY HIH OyTHPaIbACTHIHYIO
rpymmy. Hampumep, kxoria HENENTUAMIBHBIN TOJIMMEP COJACPKHUT aKTUBHYIO allbJACTHIHYIO TPYIIY HA OJHOM
KOHIIC ¥ aKTUBHYIO MAJICHMHUIHYIO TPYIITY HA IPYTOM KOHIIE, HeCTIeIU(UICSCKHAEC B3aMMOACHCTBHUS MOXHO CBE-
CTH K MHUHUMYMY, ¥ (PU3UOJOTHUYCCKH aKTUBHBIN MOJHUICITUI U UMMYHOTJIOOYIHH MOTYT OBITh 3((EKTHBHO
CBsI3aHBI ¢ 00OMMH KOHI[AMH HENCNTHUAWIBHOTO MOoJIuMepa. HemenTuamiabHEIN monuMep, KOTOPBIH MOXHO HC-
MIOJIF30BATh B HACTOSIIIEM H300pETEHHH, MOKET OBITh BHIOPAH M3 TPYIIIHI, COCTOSIIEH U3 MONUATHIICHTIINKOIS,
TIOJTATIPOTTMIICHTIIMKOJIS, COMTOTMMEpa STHIICHTIIMKOJIS/ TTPONIICHT JINKOJIS, TIOJTMBUHUIIOBOTO CIIMPTA, TOTUBUHH-
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JTUIOBOTO 3¢upa, OropasaaracMpIX MOIUMEPOB, TakuX kak PLA (mommMonounas kuciora) 1 PLGA (monumo-
JIOYHO-TJIMKOJICBAsT KUCIIOTA), JTUIUAHBIX TTOJIMMEPOB, THATYPOHOBON KHCIOTHI U X KoMOuHanwmii. [IpenmouTu-
TEJNBHO HETeNTUAWIBHBIA TOTHMEp MPEACTaBIsIeT cO00i MOMMITHIICHTIINKOIG. Kpome Toro, ero mpou3BOIHEIE,
W3BECTHHIC B JAHHOW 00JIACTH TEXHUKH, M IPOU3BOIHBIE, KOTOPBIE MOTYT OBITH JIETKO ITOJTy4eHBI CIOCO0OM, M3-
BECTHBIM B JAHHOW 00JTaCTH TEXHHUKH, TAK)KE BKITIOUEHBI B 00bEM HACTOAIIETO N300pETEHUS.

B mpumepe HacTosmero n3o0peTeHus] KOHBIOTAaT CHHTE3WPOBAIN ITyTEM CBS3BIBAHHS OKCHHTOMOIYIHHA
WA €ro MPOM3BOJHOTO ¢ 00yacThio FC MMMyHOTTIOOYIHHA TOCPEICTBOM KOBAJICHTHOW CBSI3H, WCIOJB3yS HE-
nenTuaIsHEIN mommMep 11010, Brimrogaromuii oqHy MPOMHOHAIBICTHAHYIO TPYIITy MIH 00€ TPYIIIBL, MajeH-
MUJIHYIO U aJIbJICTUIHYIO.

Kownstorar mo HacrosmeMy U300peTeHHIO 00J1a1aeT MPEBOCXOAHBIME AKTUBHOCTSAMU 110 OTHOIICHHUIO K pe-
nentopy GLP-1 u k peuenTopy rirokaroHa mo CpaBHEHUIO ¢ HATHMBHBIM OKCHHTOMOAYJIHHOM. Kpome Toro, oH
CBsi3aH ¢ 00ymacThio Fc, 4TO yBeNMMYMBaET MEPUON MOTYBBIBECHUS W3 KPOBH in VIivo JUIS TOJICPKAHUS €r0 aK-
TUBHOCTH in ViVO B TEYCHHUE UTUTEIHHOTO NMEPUOJIAa BPEMCHH.

Kak ucmonp3yroT B JaHHOM OIHCAaHWH, TEPMHH "KOHCEPBAHT" OTHOCHTCS K BEUIECTBY, UCIIOJIBE3YEMOMY
JUTA TIPEOTBpAIIEHIS aHOMATbHBIX B3aUMOICWCTBHHM WM paclaia, BBI3BAaHHBIX MHKPOOHBIM 3arps3HEHHEM.
Kupxast KOMIIO3UITHS 110 HACTOAIMIEMY W300PETEHHIO MOXKET JOTIOIHUTENFHO COAepkaTh KoHcepBaHT. KoHcep-
BaHT, KaK IPaBUIIO, MPUMEHIIOT B KOMITO3UIMSIX MHOTOKPAaTHOTO TO3UPOBAHMS, KOTOPBIE C HAaHOOJBIIEH Bepo-
SATHOCTBIO 3arPSA3HAIOTCS MHUKPOOPTaHIM3MaMH, HO HE TOJIBKO B HUX M MOXET TaKXKe IPUMEHSATHCS B JINOPHUITN3U-
POBaHHBIX KOMIO3HIUAX WM KOMITO3UIMSIX OJHOKPATHOTO IO3WPOBAHHS IS MPEIOTBPALICHUS 3arpsS3HEHUS
MHUKpoopraHu3Mam. JKuakas KOMIIO3UIHA [0 HACTOSIIEMY M300pETEHUIO MOXKET COAep)KaTh OAMH MiN Ooiee
YeM OJIMH KOHCEPBAaHT, BRIOPAHHBIN U3 MeTa-Kpe3ona, peHosa u OSH3WI0BOro cnupTa. KoHIeHTpalms KoHCep-
BaHTA B JKUJKON KOMITO3UIIMH MOKET cocTaBsaTh 0,001-1% (mac./00.). B yacTHOCTH, KOHCEpBAHT, BKIFOYCHHBIN
B KHJKYI KOMIIO3HIIMIO TI0 HACTOSIIEMY HU300PETCHHIO, IPEAIOYTUTESIHFHO MPEACTABIICT COO0H MeTa-Kpe3oll.
JKunkass KOMIO3HIUS IO HACTOSIIEMY U300PETCHHIO MOXKET MPEACTABIATh COOOH KOMITO3UIIMIO TS BBEICHHUS
MHOT'OKPATHBIX JI03.

B nanHOM ommcaHMM Tarxke pacKphITa (hapMaleBTHYCCKass KOMIIO3HINS IS MIPeIyNpeKICHNS MU Jieue-
HUS O)KAPEHUS WIH 1uabdeTa, coaepKamniasi ONMMCAHHYIO BBIIIE KUIKYI0 KOMITO3HUIIHIO.

Kak ucmons3yioT B JaHHOM OTIMCAHWH, TEPMHH "TIpeAyNpeKacHHE" OTHOCUTCS KO BCEM JIEHCTBUSAM, HHTH-
OMPYIOUTIMH WITH 3aMeIISIONINM pa3BUTHE 3a00seBaHU-MHUIIeHH. Kak HCIIONB3yIOT B TAaHHOM OIIMCaHHH, Tep-
MUH "TIpeaynpexacHue" o3HadaeT BBEJCHHE KOHBIOTaTa IO HACTOSIIEMY H300pPETCHHIO IS MHTHOMPOBAHUS
WM 3aMEUICHUS Pa3BUTHS AMA0CTHIECKUX COCTOSTHUHN, TAaKMX KaK aHOMAaJbHBIC YPOBHH TJIFOKO3BI B KPOBH WIIN
AHOMAJIbHAS CEKPEIUs MHCYIINHA, WM COCTOSHHI OKUPEHUS, TAKUX KaK YBEIUUYCHUE MACCHI TEJIa WIH KUPOBOH
TKaHU.

Kak ucronp3yroT B TaHHOM OIMHCAHUH, TSPMUH "JedeHre" OTHOCUTCS KO BCEM JICHCTBUSM, OOJICIYaroIInM,
VITYYIIAIONIIM HITH OCIAOJSFOIIAM CUMIITOMBI Pa3BUBIIETOCS 3a00eBanus. Kak MCIONB3yOT B JAHHOM OITHCA-
HUH, TCPMHH "JedcHre" 03HAa4YaeT BBEICHUE KOHBIOTATa MO0 HACTOSIIEMY H300PETCHHUIO ISl OOJICTUCHUS, YITy4-
IICHUS WU OCJIA0JICHHS OIHMCAHHBIX BBIMIC TUAOCTHUCCKUX COCTOSHUM WM COCTOSIHUH OXHPCHHS IS HOpMa-
JM3aIMY YPOBHEH TIFOKO3BI B KPOBU M CEKPEIMH MHCYNIMHA, a TAKKE YMEHBIICHUS MAcCHl Tella WM JKUPOBOH
TKaHH.

Kak ucronb3yroT B JAHHOM OINMCAaHUH, TEPMHH "OXKUpEeHHE" OTHOCUTCS K M30BITOYHOMY KOJUIECTBY JKH-
poBoii TkaHu. MHIekc Macchl Tena (= macca (Kr), JeleHHas Ha pocT (M)), paBHBIN 25 win 6osee, onpeaesoT
Kak oxwuperne. OXUpeHne, Kak MPaBUIIO, ABISETCA Pe3ylbTaTOM HAPYIICHUS SHEPreTHUecKoTo OajaHca, Ipu
KOTOPOM TMOTpeOJICHUEe 3HEPTUH MPEBBIMIACT 3aTpaThl dHepruu. OKUpEeHUe NpeacTaBiIsseT coboi Meraboinde-
ckoe 3a00JicBaHNe, BIUSIONISE HA BECh OPTraHU3M H C BRICOKOI BEPOSITHOCTBIO MPHUBOMSIICE K JHA0CTY U THIICP-
munuaemud. Kpome TOro, 0)KHpEHHE CBSI3aHO C TMOJOBOHM MUC(YHKIIUCH, apTPUTOM U MOBBIIICHHBIM PUCKOM
Pa3BUTHS CEPIICIHO-COCYIUCTHIX 3a00ICBAHMUI, a TAKIKE B HEKOTOPBIX CIIyYasX CBA3aHO C Pa3BUTHUEM paka.

Kak ucnone3yror B JaHHOM ONMCaHWU, TepMUH "nuabet” mpeacTaBisieT co0ol B METabOIMYECKOTo 3a-
OoyeBaHus, MPU KOTOPOM CEKpEIWsl WHCYJIHHA HEIOCTATOYHA WM HOPMAaJbHBIC (DYHKIIMM HE BBITOJIHSFOTCS.
Junaber xapakTepu3yeTcsi MOBHIIICHHBIMHI YPOBHIMHM TJIFOKO3BI B KPOBH W BBI3BIBACT Pa3IMIHBIE NMPOOIIEMBI CO
310poBbeM. B ciydae quabera TitoKo3a BRIBOAUTCS C MOYOM.

dapmarneBTHIECKass KOMIO3HUIIUSI MOXKET JOTIOJHUTEIHFHO COlepKaTh (papMareBTHIeCKU MPUEMIIEMBIH HO-
CHUTEJIb, SKCITUITUEHT WK pa3daBuTeNh. Kak HCIONb3yIOT B JAHHOM OIMCAaHUH, TEPMUH " PapManeBTHIECKH TpH-
eMJIeMbIi" O3HauaeT KOJMYECTBO, OCTATOYHOE ISl MIPOSIBIICHUST TEPANEBTHUECKUX dP(PEKTOB U HE BBI3BIBAIO-
mee moOoYHBIX 3P dekToB. J[03a aKTHBHOT'O HMHTPEIUEHTA (apMaleBTUICCKOW KOMITO3HMIIUN IO HACTOSIIEMY
N300pPETCHUIO MOXKET OBITH JIETKO ONPE/ICICHA CICHUANMCTAMA B TaHHOW OOJIACTH TEXHUKH B 3aBUCHMOCTHU OT
TUna 3a00JIeBaHMs, BO3pacTa MaIlMeHTa, MacChl, COCTOSIHUS 3[I0OPOBbS, MOJIAa M YYBCTBUTCIIEHOCTH K JICKAPCTBCH-
HOMY CPEICTBY, ITyTH BBEJCHUS, PE)KUMA BBEICHHS, YACTOTHI BBEICHHS, TPOTIOJDKUTEIIEHOCTH JICUCHHUS, JICKap-
CTBCHHBIX CPEJICTB, MPUMCHICMBIX B KOMOMHAIIUN WJIH OJJHOBPEMEHHO C KOMIIO3HMIIUEH MO JTaHHOMY H300peTe-
HUIO, U OT IPYTUX (PaKTOPOB, U3BECTHHIX B 00JIACTH MEIUIIUHBIL.

Takxe B JaHHOM ONHCAHWH PACKPBIT CIIOCOO MPEIyNMPE:KIACHUS FIIN JICUCHUS OXKHUPCHHS WM auabera,
BKITIOYAIOIINI BBEJICHUN CYOBEKTY KHUIKOH KOMIIO3HIINH.

B manHOM citydae >xuaKasi KOMIIO3HINS, O)KUPEHNE U THA0ET SABISIOTCS TAKUMH, KaK OIMCAHO BBIIIE.
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Kak ncronb3ylor B JaHHOM ONHCAHUH, TEPMHH "CyOBEKT" OTHOCHUTCS K CYOBEKTY C IOJIO3PCHNUEM Ha OXKH-
penne wim auadeT. B 4acTHOCTH, 3TOT TepMHH 03HaYaeT MIICKOITMTAIOIINX, BKIIIOYas JIFOAEH, KPBIC M JOMAITHUX
JKUBOTHBIX, CTPAJAIOIINX TN 00NaJaroluX PUCKOM pa3BUTHs OMHCAHHOTO BHIIIE 3aboseBaHms. Kpome Toro,
CyOBEKT MOXKET MPEACTABIATE CO00# MOO0ro cyOBheKkTa, KOTOPOTO MOXKHO JICUUTD KHIKOW KOMIIO3UITUEH MPO-
W3BOJIHOTO TI0 HACTOSIIEMY H300pETEHHIO.

TepaneBTuuecknuii Crmocod MOXKET BKIIIOYATh BBeIeHHE (apMaleBTHUIEeCKH 3(PQPEKTHBHOTO KOJMYECTBA
(hapmareBTHYECKOH KOMIO3HIINH, COAEpIKaIIel KUAKylo kommnosuimio. CyMMapHas CyTo4Has 10332 KOMITO3H-
IIUH MOXeET OBITh ONpezesieHa Ha OCHOBAaHHHM COOTBETCTBYIOUIETO MEAUIIMHCKOTO 3aK/IIOYCHUS Bpada, 1 KOMIIO-
3HIUI0 MO’KHO BBOJUTH OJMH pa3 WIM HECKOJBbKO pa3. OnHAaKo B CBETE LENH HACTOSIIET0 M300peTeHUs] KOH-
KpeTHasi TepaneBTHYecKH 3(dekTHBHAS 1038 KOMIIO3ULIUH Ul KAaKOro-TM0O KOHKPETHOTO MAallMeHTa MOJXKET
BapbUPOBATh B 3aBUCHUMOCTH OT Pa3IMYHBIX (PAKTOPOB, XOPOIIO M3BECTHBIX B OOJIACTH MEIUIMHBI, BKIIIOYAIO-
IIMUX BUJI ¥ CTENECHb OTBETA, KOTOPBIN JTOJDKEH OBITh TOCTHUTHYT, KOHKPETHBIE KOMITO3ULIMK B TOM OTHOIICHHH,
NPUMEHSIOT JIX COBMECTHO C HUMH JPYI'Heé MHTPEANCHTHI, BO3pACT NallMeHTa, Maccy Teja, COCTOSIHUE 3/10POBBS,
MOJI ¥ PEXKUM IHUTaHMS, BPEMS U ITyTh BBEACHUS, CKOPOCTh CEKPEIIMU KOMITO3HIIMH, ITPOIOJDKUTEIBHOCTD JIeue-
HUS, IpyTHE JIEKapCTBEHHBIE CPEICTBA, IIPUMEHIEMbIE B KOMOWHAIIMH WM OJHOBPEMEHHO C KOMITIO3HMIHMEH 110
HACTOSIIEMY H300pETEHHIO, a TaKXKe IpyTrue (GakTOPbl, N3BECTHHIE B 007IaCTH MEIUIINHEL

IMone3nnlie d3pdeKThI H300peTeHNsT

Kunkas KoMImo3unus 1mo u300peTeHHI0, CoAeprKalias KOHBIOTAT MPOM3BOJHOTO OKCHHTOMOMIYJIHMHA JTH-
TEJNBHOTO JIEHCTBHA, CONEPKUT Oydep, caxapHBIA CIUPT U HEHOHOTEHHOE TOBEPXHOCTHO-aKTHBHOE BEIIECTBO H
HE COJCPKHUT CHIBOPOTOYHBIIN allbOYMUH YeIOBeKa U (PaKTOPHI, SIBISIOMINECS MOTEHIINAIHHO BPEIHBIMU IS Op-
raHu3Ma 4YelIoBeKa, U, TaKMM 00pa3oM, HEUyBCTBUTEIbHA K BUPYCHOH mHpeknun. Kpome Toro, koHbrorat mpo-
W3BOJHOTO OKCHHTOMOJYJIMHA MO HACTOSIIIEMY M300pPETEHHIO CONEPKUT MPOU3BOIHOE OKCHHTOMOMYJIMHA, CBSI-
3aHHOE ¢ oOsacThio Fc mMMyHOTII00yMHa, 1, TakKUM 00pa3oM, obJaaeT OOIbIIONH MOJIEKYIISIPHOM Maccow, JUTH-
TENBHON (PU3MOIIOTHUECKOH aKTHBHOCTBHIO M NPEBOCXOMHON CTaOMIBHOCTBIO NMPH XPAaHEHWH MO CPaBHEHHIO C
HaTUBHBIM OKCHHTOMO/TYJIMHOM.

Kpartkoe onucanue rpagpuyeckux MaTepuajioB

Ha ¢wur. la moxa3zan rpaduk, Ha KOTOPOM TIPEICTABICHBI PE3YNbTAaThl, IIOJyYeHHBIC TIPH OYHCTKE MOHO-
MITUINPOBAHHOTO MPOou3BOIHOTO okcuHTOMOMyMHA (SEQ ID NO: 25) Ha kononke 1t ounctkn SOURCE S.

Ha ¢wur. 1b mokasan rpaduk, Ha KOTOPOM TPEICTABICHBI PE3YIIbTATHI, TIOTYICHHBIC MPH OYUCTKE KOHBIO-
raTa MOHO-TITHIUPOBAHHOTO Mpomn3BoaHOTO okcrHTOMOomynnHa (SEQ ID NO: 25) u Fc uMmMyHOrno0ynuHa Ha
kononke st ounctkn SOURCE 15Q.

Ha ¢wr. 1c mokasan rpaduk, Ha KOTOPOM IPEJCTaBIICHBl PE3YIbTAThI, OIyYSHHBIE TP OYUCTKE KOHBIO-
rara MOHO-TISTHIIMPOBAHHOTO Mpou3BoaHoro okcuHToMoayinHa (SEQ ID NO: 25) u Fc umMyHornoOyinna Ha
konounke it ounctkn SOURCE ISO.

Ha ¢wur. 2a moka3zana rpaduueckas quarpaMmma, Ha KOTOPOI IpeICTaBICHBI Pe3yIbTAThI, TOJTYYCHHBIC MPH
OLICHKE CTaOMIIBHOCTH KOHBIOTATa ITPOM3BOJHOIO OKCHHTOMOMAYJIMHA JUTUTEIFHOTO ACHCTBUS B 3aBUCHMOCTH OT
pH ¢ nomomipio MO-BOXKX B npumepe 3 nocne 0-2 Henens xpanenus npu 25°C. Kaxkapiii rpaduk Ha ¢wur. 2a
JEMOHCTPHPYET IMPOICHT yAEPKUBAaHUS KOHBIOTATa MPOU3BOJHOTO OKCHHTOMOMIYIIMHA JIHTEIHHOTO JEHCTBHA
OTHOCHTEIIEHO UCXOTHOW BEIINIHHEL.

Ha ¢ur. 2b mokazana rpadudeckas guarpaMmma, Ha KOTOPOH TPEICTaBICHBI Pe3yJbTaThl, MOJYUYESHHBIC TIPH
OIleHKe CTaOMIBHOCTH KOHBIOTaTa IPOU3BOAHOTO OKCHHTOMOIYJIMHA JIUTEIHHOTO ACHCTBHS B 3aBHCUMOCTH OT
pH ¢ momompio 9-BOXX B mpumepe 3 mocie 0-2 venenb xpanenus npu 25°C. Kaxuapiit rpaduk Ha dur. 2b
JIEMOHCTPHUPYET MPOLEHT YACPKUBAHUS KOHBIOTAaTa IPOU3BOJHOTO OKCHHTOMOYJIMHA [UIUTEIBHOTO JACHCTBUS
OTHOCHTEJIHO UCXOHON BEJTMYHHBI.

Ha ¢ur. 2¢ nokazana rpadudeckast auarpamma, Ha KOTOpOW NPEICTaBICHB! PE3YJIbTATHI, TOJyYEHHBIE TIPH
OLICHKE CTaOMIIBHOCTH KOHBIOTATa ITPOM3BOJIHOIO OKCHHTOMOMAYJIMHA JUTUTEIFHOTO ACHCTBUS B 3aBUCHMOCTH OT
pH c nomomsio OD-BIXX B npumepe 3 nocie 0-2 Henens xpanenus npu 25°C. Kaxapiii rpaduk Ha ¢ur. 2¢
JIEMOHCTPHUPYET MPOLEHT YACPKUBAHUSI KOHBIOTAaTa IPOU3BOJHOTO OKCHHTOMOYJIMHA JUIUTEIBHOTO ACHCTBUS
OTHOCHTEIIFHO MCXOTHOW BEINIHHEL.

Ha ¢wur. 3a mokaszana rpadudeckas quarpamma, Ha KOTOPOI IpeACTaBICHB! Pe3yIbTaThl, OTYYCHHBIE IPH
OIIeHKEe CTaOMIBHOCTH KOHBIOTaTa IPOU3BOAHOTO OKCHHTOMOIYJIMHA JIUTEIHHOTO ACHCTBHS B 3aBHCUMOCTH OT
BHJa CaxapHOTO CIUPTA W TPUCYTCTBHS WM OTCYTCTBHUSI M30TOHHUYECKOTO areHTa ¢ momomisio MO-BOXX B
npumepe 4 nocne 0-4 Hemens xpanenus mpu 25°C. Kaxnaprit rpaduk Ha Gur. 3a 1eMOHCTPUPYET MPOIICHT YIep-
JKUBaHWS KOHBIOTATa IPOU3BOJHOTO OKCHHTOMOIYJIMHA JITHTEIBHOTO IEHCTBHUS OTHOCUTEIHHO MCXOIHOW BEIIH-
YUHEI.

Ha ¢ur. 3b nokaszana rpaduueckas quarpaMma, Ha KOTOPOH MPEACTAaBICHBI PE3YJIbTATH, TIOJyYCHHBIC TIPH
OLICHKE CTaOMIIBHOCTH KOHBIOTATa ITPOM3BOJIHOIO OKCHHTOMOMAYJIMHA JUTUTEIFHOTO AEHCTBUS B 3aBUCHMOCTH OT
BHUJIa CaxapHOTO CITUPTA M IIPUCYTCTBUS MIIM OTCYTCTBHS M30TOHHYECKOTO areHra ¢ nomoisio 3-B2XKX B npu-
mepe 4 nocie 0-4 Henens xpanenus npu 25°C. Kaxapiii rpaduk Ha ¢ur. 3b 1eMOHCTPUPYET NPOLEHT yAepiKHU-
BaHMsI KOHBIOTaTa PON3BOTHOIO OKCHHTOMO/IYJIMHA JUTUTEIEHOTO NeHCTBHS OTHOCUTEIBHO HCXOIHON BEINYH-
HBL
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Ha ¢ur. 3¢ nokazana rpaduyeckast auarpamma, Ha KOTOpOW NPEACTAaBICHB! PE3YJIbTATHI, TOJyYEHHBIE TIPH
OLICHKE CTaOMIIBHOCTH KOHBIOTATa ITPOM3BOJIHOIO OKCHHTOMOMAYJIMHA JUTUTEIFHOTO ACHCTBUS B 3aBUCHMOCTH OT
BHJa CaxapHOTO CIUPTAa W MPHUCYTCTBUS WIIM OTCYTCTBHS M30TOHHYECKOTO areHta ¢ rnomompsio OP-BIXKXX B
npumepe 4 nocne 0-4 Hemens xpanenus mpu 25°C. Kaxnaprit rpaduk Ha Gur. 3¢ 1eMOHCTPUPYET MPOIICHT YIep-
JKMBaHH KOHBIOTaTa MIPOU3BOJHOTO OKCHHTOMOYJIMHA JUTUTENBHOTO AEHCTBUS OTHOCUTENILHO UCXOIHOW BENH-
YHHBI.

Ha ¢ur. 4a nokazaHa rpadudeckas AuarpaMma, Ha KOTOpOH MPEACTABICHB! PE3YNIbTATHI, TOTYICHHBIE IPH
OLICHKE CTa0MIIBHOCTH KOHBIOTATa IIPOU3BOJAHOIO OKCHHTOMOMYIIMHA JITUTEIBHOTO ACHCTBUS B 3aBUCHMOCTH OT
KOHIIEHTpaIUK caxapHoro cnupTa ¢ nomoiusto MO-B2XX B npumepe 5 nocne 0-4 Henens xpanenus npu 25°C.
Kaxnprit rpaduk Ha dur. 4a 1eMOHCTpHUPYET NMPOLEHT yAep)KUBaHUSI KOHBIOTATa IIPOU3BOJHOTO OKCHHTOMOTY-
JIMHA JUTUTENBHOTO ICHCTBUSI OTHOCUTENIFHO MCXOXHON BEITHYHHBI.

Ha ¢ur. 4b nokaszana rpaduueckas quarpaMma, Ha KOTOPOH MPEACTAaBICHBI PE3YJIbTATH, TIOJyYCHHBIC TIPH
OLICHKE CTaOMIIBHOCTH KOHBIOTATa IIPOM3BOJIHOIO OKCHHTOMOMAYJIMHA JUTUTEIFHOTO AEHCTBUS B 3aBUCHMOCTH OT
KOHILIEHTpAIK CaXapHOro chupTa ¢ nomomso 3-BOXKX B mpumepe 5 nocne 0-4 Henens xpaneHus npu 25°C.
Kaxnprii Tpaduk Ha dur. 4b geMOHCTpUPYET MPOICHT yIEPKUBAHUS KOHBIOTATa MPOU3BOJIHOTO OKCHHTOMO/TY-
JIMHA JUTUTENBHOTO IEHCTBUSI OTHOCUTENBHO HCXOAHON BETHIHHBL.

Ha ¢ur. 4c nokazaHa rpadudeckas auarpaMma, Ha KOTOpOH MPEACTAaBICHB! PE3YNIbTATHI, TOJYICHHBIE IPH
OLICHKE CTa0MIIBHOCTH KOHBIOTATa IIPOU3BOJIHOIO OKCHHTOMOAYIIMHA JITUTEIBHOTO ACHCTBUS B 3aBUCHMOCTH OT
KOHIIEHTpAIIMU caxapHoro crupTa ¢ nmomomsio OD-BIXKX B npumepe 5 mocne 0-4 Henens XxpaneHus npu 25°C.
Kaxnprit rpaduk Ha dur. 4c AeMOHCTPHUPYET NMPOLEHT yASP)KUBAHUS KOHBIOTAaTa IIPOU3BOJHOTO OKCHHTOMOTY-
JIMHA JUTUTENBHOTO ICHCTBUSI OTHOCUTENIFHO MCXOXHON BEJTHYHMHBI.

Ha ¢ur. 5a nokazana rpaduyeckast auarpamma, Ha KOTOpOW NPEICTaBICHB! PE3YJIbTATHI, TOJyYEHHBIE TIPH
OLICHKE CTaOMIIBHOCTH KOHBIOTATa ITPOM3BOJIHOIO OKCHHTOMOMAYJIMHA JUTUTEIFHOTO AEHCTBUS B 3aBUCHMOCTH OT
KOHIICHTPAIIMH [TOBEPXHOCTHO-aKTHBHOT'O BEIIECTBA M NPUCYTCTBHS MM OTCYTCTBHS aMHHOKHCIIOTHI C TIOMO-
mpto MO-BOXX B npumepe 6 nocne 0-4 nepens xpanenus npu 25°C. Kaxpiit rpaduk Ha ¢ur. Sa neMoHcTpH-
pYeT NpOLEHT YACPKUBAHUS KOHBIOTaTa MPOM3BOJHOTO OKCHHTOMOIYJIMHA AJIUTEIBHOTO AEHCTBUS OTHOCH-
TENIBHO MCXOHOM BEINYNHBI.

Ha ¢ur. 5b noka3zana rpadudeckas quarpaMma, Ha KOTOPOH MPEACTABICHBI PE3YJIbTATHI, TIOIyICHHBIC TIPH
OLICHKE CTa0MIIBHOCTH KOHBIOTATa IIPOM3BOJAHOIO OKCHHTOMOMYIIMHA JITUTEIFHOTO ACHCTBUS B 3aBUCHMOCTH OT
KOHIICHTPAIINX MTOBEPXHOCTHO-AKTUBHOTO BEIIECTBA M IPUCYTCTBHA MM OTCYTCTBHS aMHHOKHCIIOTHI C TIOMO-
mpio 9-BOXKX B npumepe 6 mocie 0-4 mHenenb xpanenus npu 25°C. Kaxapiii rpaduk Ha Gur. Sb mokaspiBaeT
IpPOLEHT yACPKHUBAHUSA KOHBIOTaTa NMPOU3BOJHOTO OKCHHTOMOJYJHMHA JIUTEIBHOIO ACUCTBHSI OTHOCUTEIBHO
MCXOJHOW BEJTMUUHEL.

Ha ¢ur. Sc nokazana rpaduyeckast auarpamma, Ha KOTOpOW NPEICTAaBICHB! PE3YJIBTATHI, TOJyYEHHBIE TIPH
OLICHKE CTaOMIIBHOCTH KOHBIOTATa ITPOM3BOJHOTO OKCHHTOMOMAYJIMHA JUTUTEIFHOTO ACHCTBUS B 3aBUCHMOCTH OT
KOHIIEHTPAIIMH [TOBEPXHOCTHO-aKTHBHOT'O BEIIECTBA M NPUCYTCTBHS MM OTCYTCTBHS aMHHOKHCIIOTHI C TIOMO-
mpio OD-BOXKX B npumepe 6 nocne 0-4 Henens xpanenus npu 25°C. Kaxnpiit rpaduk Ha ¢ur. Sc nemoHcTpu-
pYeT NpOLEHT YAEPKUBAHUS KOHBIOTaTa MPOM3BOJHOTO OKCHHTOMOIYJIWHA AJIUTEIBHOTO AEHCTBUS OTHOCH-
TENIBHO MCXOTHOH BEINYNHBI.

Ha ¢ur. 6a nokazaHa rpadudeckast auarpaMma, Ha KOTOpOH MPEACTAaBICHB! PE3YNIbTATHI, TOJYICHHBIE IPH
OLICHKE CTa0MIIBHOCTH KOHBIOTATa IIPOM3BOJAHOTO OKCHHTOMOMYIIMHA JUTUTEIFHOTO ACHCTBUS B 3aBUCHMOCTH OT
pH u koHIIeHTpammu caxapHoro cruprta ¢ momornpio NO-BOXKX B nmpumepe 7 mociie 0-4 Henenb XpaHSHUs TIPH
25°C. Kaxnpiii rpaduk Ha ¢ur. 6a 1eMOHCTPUPYET NPOLEHT YACPKUBAaHHUS KOHBIOraTa MPOU3BOJHOTO OKCHH-
TOMOJIYJIMHA JUTUTEIFHOTO JEHCTBHSI OTHOCHTEILHO MCXOHOM BEINYNHBI.

Ha ¢ur. 6b nokaszana rpaduueckas auarpaMma, Ha KOTOPOH MPEACTAaBICHBI PE3YJIbTATH, TIOJyYCHHBIC TIPH
OLICHKE CTaOMIIBHOCTH KOHBIOTATa ITPOM3BOJIHOIO OKCHHTOMOMAYJIMHA JUTUTEIFHOTO ACHCTBUS B 3aBUCHMOCTH OT
pH u KoHUIEHTpanuu caxapHoro cnupra ¢ nomomso 9-BOXKX B npumepe 7 nocne 0-4 Henenb XpaHeHUs NpU
25°C. Kaxnpiii rpaduk Ha ¢ur. 6b 1eMOHCTpHUPYET MPOLEHT YAEPKMBAHUS KOHBIOTAaTa MPOU3BOIHOIO OKCHH-
TOMOJYJIMHA JJTUTEIFHOTO JEHCTBHS OTHOCUTEIHHO HCXOIHOM BENNYNHBI.

Ha ¢ur. 6¢ nokazana rpadudeckast auarpaMma, Ha KOTOpOH MPEACTABICHB! PE3YNIbTATHI, TOJYICHHBIE IPH
OLICHKE CTA0MIIBHOCTH KOHBIOTATa IIPOM3BOJAHOIO OKCHHTOMOAYIIMHA JUTUTEIBHOTO ACHCTBUS B 3aBUCHMOCTH OT
pH u koHIleHTpanuu caxapHoro crupta ¢ nmomomsio OD-BOXXX B mpumepe 7 mocie 0-4 Henenb XpaHSHHsI TIPH
25°C. Kaxnprit rpaduk Ha Qur. 6¢ T1eMOHCTPUPYET MPOICHT YACPKUBAHUSA KOHBIOTATa MPOU3BOJHOTO OKCHH-
TOMOJYJIMHA JJTUTENIFHOTO JEHCTBHS OTHOCUTEIBHO UCXOIHOM BENNYNHBI.

Ha ¢ur. 7a nokazana rpadudeckast auarpamma, Ha KOTOpOW NPEICTAaBICHB! PE3YJIbTATHI, TOJyYEHHBIE TIPH
OLICHKE CTaOMIIBHOCTH KOHBIOTATa IIPOM3BOJIHOIO OKCHHTOMOAYJIMHA JUTUTEIFHOTO ASHCTBUS B 3aBUCHMOCTH OT
pH u Buna 6ydepa ¢ nomomsio MO-BIXX B npumepe 8 mocine 0-4 nenens xpanenus npu 25°C. Kaxnsrit rpa-
¢uk Ha Qur. 7a NJEMOHCTPHPYET MPOLEHT yAEpP)KUBAHUS KOHBIOTaTa MPOU3BOAHOTO OKCHHTOMOIYJIHMHA JUIH-
TEJIBHOTO JIEWCTBUS OTHOCUTEIBHO UCXOAHOM BETUUUHEIL.

Ha ¢ur. 7b nokaszana rpaduueckas quarpaMma, Ha KOTOPOH MPEACTaBICHBI PE3YJIbTATH, TIOJyYCHHBIC TIPH
OLICHKE CTa0MIIBHOCTH KOHBIOTATa IIPOU3BOJAHOTO OKCHHTOMOMYJIMHA JITUTENBHOTO ACHCTBUS B 3aBUCHMOCTH OT
pH u Buga 6ydepa ¢ momonisio 9-B2XKX B mpumepe 8 mocite 0-4 Henens xpanenus npu 25°C. Kaxaprii rpaduk
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Ha ¢ur. 7b JeMOHCTPUPYET NMPOLEHT yJACPKUBaHUS KOHBIOTaTa MPOU3BOIHOTO OKCHHTOMO/IYJIMHA JUTUTEIILHOTO
JICWCTBHS OTHOCHTEIHLHO HCXOTHOM BEITMYHHBI.

Ha ¢ur. 7c nokazaHa rpadudeckast AuarpaMma, Ha KOTOpOH MPEACTABICHB! PE3YNIbTATHI, IOJYICHHBIE IPH
OLICHKE CTa0MIIBHOCTH KOHBIOTATa IIPOM3BOJAHOTO OKCHHTOMOAYIIMHA JITUTENIBHOTO ACHCTBUS B 3aBUCHMOCTH OT
pH u Buna 6ydepa ¢ momompo ODP-BOXX B npumepe 8 nocne 0-4 Hepens xpanenus npu 25°C. Kaxprid rpa-
¢uk Ha ¢ur. 7c JEMOHCTPHPYET MPOLEHT yAECP)KUBAHMSA KOHBIOTaTa NMPOU3BOIHOTO OKCHHTOMOXYJIHMHA JUIH-
TENBHOTO JEHCTBUS OTHOCUTEIHHO NCXOJHOM BEIMUUHBI.

Ha ¢ur. 8a nokazaHa rpadudeckas auarpaMmma, Ha KOTOpOH MPEACTABICHB! PE3YJIbTATHI, TOJYICHHBIE IPH
OLICHKE CTaOMIIBHOCTH KOHBIOTATa ITPOM3BOJHOIO OKCHHTOMOMAYJIMHA JUTUTEIFHOTO ACHCTBUS B 3aBUCHMOCTH OT
NPUCYTCTBHSI WM OTCYTCTBHSI KOHCEPBAHTa M KOHIIEHTPAIWU IPOU3BOJHOIO OKCHHTOMOIYJIMHA JJIMTEIHLHOTO
neiictBus ¢ nomoisio MO-BOXX B mpumepe 9 nocne 0-4 nenens xpanenus npu 25°C. Kaxnplii rpaguk Ha
¢ur. 8a neMOHCTpUpPYET NPOLEHT YAEP>KUBAHUS KOHBIOTAaTa IPOU3BOJHOTO OKCHMHTOMOAYJHMHA JIHTEIHLHOTO
JIEWCTBHS OTHOCHTEIHLHO MCXOIHOM BETMYHHBI.

Ha ¢ur. 8b nokaszana rpaduueckas quarpaMma, Ha KOTOPOH MPEACTABICHBI PE3YJIbTATH, TIOJyYCHHBIC TIPH
OLICHKE CTa0MIIBHOCTH KOHBIOTATa IIPOU3BOJAHOTO OKCHHTOMOMYIIHHA JITUTEIFHOTO ACHCTBUS B 3aBUCHMOCTH OT
HPUCYTCTBHSI MM OTCYTCTBHSI KOHCEPBAHTA M KOHIIEHTPAIWU IPOU3BOJHOTO OKCHHTOMOIYJIHMHA AJIUTEIHHOTO
JercTBUs ¢ momoIrsio 9-BOXKX B npumepe 9 nocie 0-4 Henens xpanenus npu 25°C. Kaxnprii rpaduk Ha Qur.
8b IeMOHCTPHPYET MPOLEHT yJACPKUBAHUS KOHBIOTaTa IIPOM3BOAHOTO OKCHHTOMOYJIMHA JUIUTENBHOTO JICHCT-
BUSI OTHOCUTENIBHO UCXOAHON BEITMUHMHBL.

Ha ¢ur. 8c nokazaHa rpadudeckast auarpaMma, Ha KOTOpOH MPEACTABICHBI PE3YNIbTATHI, TOTYICHHBIE IPH
OLICHKE CTaOMIIBHOCTH KOHBIOTATa ITPOM3BOJHOIO OKCHHTOMOMAYJIMHA JUTUTEIFHOTO ACHCTBUS B 3aBUCHMOCTH OT
NPUCYTCTBHSI WM OTCYTCTBHSI KOHCEPBAHTa M KOHIIEHTPAIWU IPOU3BOJHOIO OKCHHTOMOIYJIMHA JJIMTEIHLHOTO
nevictBus ¢ nomoinsio OP-BOXKX B npumepe 9 nocne 0-4 Henens xpanenust npu 25°C. Kaxnpiid rpaduk Ha
¢ur. 8c neMOHCTpUpPYET NPOLEHT YAEP>KUBAHWS KOHBIOTAaTa IPOU3BOJHOTO OKCHMHTOMOAYJHMHA JIHTEIHLHOTO
JIEWCTBHSI OTHOCHTEILHO HCXOIHOM BEITMYHHBI.

OcymecTB/IeHHe H300peTeHUSs

Jlanee HacTosimiee N300peTEHNE OIMMCaHO 0oJiee MOAPOOHO CO CCHUIKOM Ha NMpHUMEpHl. TeM He MeHee, Mo-
HSTHO, YTO 3TH NIPUMEPHI PeAHA3HAYECHBI TOJIBKO AJISI MIUTIOCTPATUBHBIX IeJIeH U He NMpeJHa3HAuCHbI Ul Orpa-
HUYCHHS 00beMa HACTOSIIETO N300PETCHHS.

ITpumep 1. CuHTE3 OKCHHTOMOIYJINHA U ITPOU3BOAHBIX OKCHHTOMO/YJIHHA.

C 1enpio U3MEpeHus! CTaOMIBHOCTEH OKCHHTOMOMYIHHA M HMPOU3BOJHBIX OKCHHTOMOIYJIHMHA B >KHUAKOH
KOMITO3HITMH OBUIH CHHTE3MPOBAHbI IIPON3BOJHBIE OKCHHTOMO/IYJIMHA, UMEIOIINE aMUHOKHCIIOTHBIE TTOCTIEe0Ba-
TENILHOCTH, ITOKa3aHHbIE B Ta0I. 1.
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Tabiuma 1

OKCI/IHTOMOL[yJ'II/IH 1 MPON3BOJAHBIC OKCMHTOMOAYJIMHA
SEQ ID NO TTocnenoBarenbHOCTb

SEQID NO: 1 HSQGTFTSDYSKYLDSRRAQDFVQWLMNTKRNRNNIA
SEQ ID NO: 2 CA-SQGTFTSDYSKYLDEEAVRLFIEWLMNTKRNRNNIA
SEQID NO: 3 CA-SQGTFTSDYSKYLDERRAQDFVAWLKNTGPSSGAPPPS
SEQ ID NO: 4 CA-GQGTFTSDYSRYLEEEAVRLFIEWLKNGGPSSGAPPPS
SEQ ID NO: 5 CA-GQGTFTSDYSRQMEEEAVRLFIEWLKNGGPSSGAPPPS
SEQ ID NO: 6 CA-GEGTFTSDLSRQMEEEAVRLFIEWAAHSQGTFTSDYSKYLD
7
8
9

SEQ ID NO: CA-SQGTFTSDYSRYLDEEAVRLFIEWLMNTK

SEQ ID NO: CA-SQGTFTSDLSRQLEEEAVRLFIEWLMNK

SEQ ID NO: CA-GQGTFTSDYSRYLDEEAVXLFIEWLMNTKRNRNNIA
SEQ ID NO: 10 CA-SQGTFTSDYSRQMEEEAVRLFIEWLMNGGPSSGAPPPSK
SEQ ID NO: 11 CA-GEGTFTSDLSRQMEEEAVRLFIEWAAHSQGTFTSDYSRYLDK
SEQ ID NO: 12 CA-SQGTFTSDYSRYLDGGGHGEGTFTSDLSKQMEEEAVK
SEQ ID NO: 13 CA-SQGTFTSDYSRYLDXEAVXLFIEWLMNTK

SEQ ID NO: 14 CA-GQGTFTSDYSRYLDEEAVXLFIXWLMNTKRNRNNIA
SEQ ID NO: 15 CA-GQGTFTSDYSRYLDEEAVRLFIXWLMNTKRNRNNIA
SEQ ID NO: 16 CA-SQGTFTSDLSRQLEGGGHSQGTFTSDLSRQLEK

SEQ ID NO: 17 CA-SQGTFTSDYSRYLDEEAVRLFIEWIRNTKRNRNNIA

SEQ ID NO: 18 CA-SQGTFTSDYSRYLDEEAVRLFIEWIRNGGPSSGAPPPSK
SEQ ID NO: 19 CA-SQGTFTSDYSRYLDEEAVKLFIEWIRNTKRNRNNIA

SEQ ID NO: 20 CA-SQGTFTSDYSRYLDEEAVKLFIEWIRNGGPSSGAPPPSK
SEQ ID NO: 21 CA-SQGTFTSDY SRQLEEEAVRLFIEWVRNTKRNRNNIA

SEQ ID NO: 22 DA-SQGTFTSDYSKYLDEKRAKEFVQWLMNTK

SEQ ID NO: 23 HAibQGTFTSDYSKYLDEKRAKEFVCWLMNT

SEQ ID NO: 24 HAibQGTFTSDY SKYLDEKRAK EFVQWLMNTC

SEQ ID NO: 25 HAibQGTFTSDYSKYLDEKRAKEFVQWLMNTC

SEQ ID NO: 26 HAibQGTFTSDYSKYLDEKRAKEFVQWLMNTC

SEQ ID NO: 27 HAibQGTFTSDYSKYLDEQAAKEFICWLMNT

SEQ ID NO: 28 HAiIbQGTFTSDY SKYLDEKRAK EFVQWLMNT

SEQ ID NO: 29 H(d)SQGTFTSDYSKYLDSRRAQDFVQWLMNTKRNRNNIA
SEQ ID NO: 30 CA-SQGTFTSDYSKYLDSRRAQDFVQWLMNTKRNRNNIA
SEQ ID NO: 31 CA-(d)SQGTFTSDY SKYLDSRRAQDFVQWLMNTKRNRNNIA
SEQ ID NO: 32 CA-AibQGTFTSDYSKYLDEKRAKEFVQWLMNTC

SEQ ID NO: 33 HAibQGTFTSDYAKYLDEKRAKEFVQWLMNTC

SEQ ID NO: 34 YAibQGTFTSDYSKYLDEKRAKEFVQWLMNTC

B npuBenenHo# BbIIIe TaOIUIle aMHHOKHCIOTHBIE OCTaTKH, YKa3aHHBIC MOTYKUPHBIM mpudToM, 0603Ha-
Yar0T AMHHOKHCIIOTHI, 00pa3yromie KOJIbIla, © aMUHOKHCIOTHBIE OCTAaTKH, YKa3aHHBIC KaK X, O3HA4YAIOT aibda-
METWI-TJIIOTAPOBYIO KHCIOTY, HE SBISIONIYIOCS HATHBHOW aMHUHOKHCIOTOH. Kpome Ttoro, CA o3HaudaeT
4-ummnazoaneTt, DA o3nauaeT nezamuHO-TUCTHAMI a (d)S o3HayaeT d-cepuH.

[Tpumep 2. [Monydenne KoHBIOTATa, COMEpIKaIIero npou3BoaHoe okcuaTomMoynHa (SEQ ID NO: 25) u Fe
uMMyHoroO0yuHa (npon3BoaHoe okcuHToMoaynuHa (SEQ ID NO: 25), csazanHoe ¢ obnacteio Fc mmmyHor-
JT00ynuHa).

Bo-nepssix, ans marunupoBanus MAL-10K-ALD PEG no ocraTky nucTenHa B aMUHOKHCIOTHOM IOJO-
skeHuu 30 npousBoaHoro okcuutomonyiauHa (SEQ ID NO: 25) naBanu BO3MOXHOCTh B3aUMOJICHCTBOBATH APYT
¢ apyrom npousBogHomy okcuHTOMOonynuHa (SEQ ID NO: 25) u MAL-10K-ALD PEG B monsipHOM OTHOIIIE-
HUM 1:3 ¥ mpy KOHUEHTpauuu Oenka 3 MKI/MII P KOMHATHOH Temneparype B TedyeHue 3 4. B manHoM ciryuae
peaknuto posoauau B 50 MM Tpuc-06ydepe (pH 8,0) B npucyrctBum 1 M ryanuauna. [locne 3aBepuieHus pe-
aKIMW PEaKIMOHHBIN pacTBop HaHOCWIH Ha KOJOHKY SOURCE S 111 09MCTKH MPOU3BOIHOTO OKCHHTOMOTYJIH-
Ha, MOHO-TITHIMPOBAHHOTO 1O ocTaTky muctenHa (kojmonka: SOURCE S, ckopocth Toka: 2,0 MII/MUH, Tpaan-
ent: A 0—100% 50 mun B (A: 20 MM Na-turpat, pH 3,0 + 45% sranoin, B: A + 1 M KCl)) (dur. 1a). ®ur. la
MpEACTaBIsIeT co00il TpaduK, Ha KOTOPOM NPEACTaBICHBI pPE3yNIbTaThl, NOJXYYCHHBIE INIPH OYHCTKE MOHO-
MITUIUPOBAHHOTO MPou3BOIHOTO okcuHTOMOMy IMHA (SEQ ID NO: 25) Ha kononke i ounctkn SOURCE S.

3aTeM OYMIIEHHOEe MOHO-TITHIIMPOBaHHOE Tipon3BoaHOoe okcuHTOMOay HHA (SEQ ID NO: 25) u Fc ummy-
HOTJIOOYJIMHA TIOABEPTaJid B3aMMOJCHCTBHIO APYT C APYIOM NP MOJIIPHOM OTHOIICHHH 1:5 M KOHLEHTpaLUH
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oemka 20 mr/mut ipu 4°C B Teuenue 16 4. Peakrmto mpoBoawmi B 100 MM kanmuit-pocdaraom 6ydepe (pH 6,0) B
npucyrctBun 20 MM nmano6oprunpuna Hatpus (SCB) B kauecTBe BoccraHaBiMBaromero arenra. Ilocne 3a-
BEPIICHUS PEaKIMH PEaKIIMOHHYI0 CMeCh HaHOCWIM Ha KoJoHKy i ounmctkn SOURCE 15Q (xomonka:
SOURCE 15Q, ckopoctb Toka: 2,0 mu/muH, rpaauert: A 0—4% 1 mua B—20% 80 mun B (A: 20 MM Tris-
HCI, pH 7,5, B: A+ 1 M NaCl)) (¢wur. 1b) u vHa konouky mist ouaructku SOURCE ISO (konmonka: SOURCE ISO,
CKOpoCTh ToKa: 2,0 mi/muH, rpagueHT: B 0—100% 100 mua A (A: 20 MM Tpuc-HCL, pH 7,5, B: A+ 1,1 M
cymbar ammonust (CA)) (ur. 1c) o OYMCTKH KOHBIOTaTa, COJACSPIKAIIETO MPOU3BOJHOE OKCHHTOMOIYJIMHA
(SEQ ID NO: 25) u Fc unmmynorno6ynuna. ®@ur. 1b npencrasiser coboit rpaduk, Ha KOTOPOM MPEICTaBICHBI
pe3yIbTaThI, TIOJIYYEHHBIC B PE3yJIbTaTe OYUCTKH KOHBIOTATa MOHO-IITHIMPOBAHHOTO IIPOU3BOIHOTO OKCHHTO-
moaymuHa (SEQ ID NO: 25) u Fc ummynornooymuaa Ha kononke nist ounctku SOURCE 15Q, u ¢wur. 1c¢ mpen-
CTaBIsET cOOOW TpaduK, HA KOTOPOM TIPEACTaBICHBI PE3YNIbTAThl, TOJYUCHHBIC B PE3yIbTaTe OYHUCTKH KOHBIO-
rara MOHO-TISTHIIMPOBAHHOTO Mpou3BoAHOro okcuHToMoayinHa (SEQ ID NO: 25) u Fc umMyHornoOyiuHa Ha
KOJIOHKe i ouncTku Source ISO.

Konbrorar nmpon3BOAHOIO OKCHHTOMOJYJIHMHA, IOJYYEHHBIH, KaK OMHCAHO BHIIIE, OB pa3paboTaH s
YBEJIMYCHUS TTEPUO/a MOTYBBIBEACHHS MPOU3BOIHOIO OKCHHTOMOYNINHA 13 KpoBH. OH conepxut obnacts Fc
MMMYHOTJIOOYJIMHA, HENENTHIMIBHBIA MOJMMEP M IMPOM3BOAHOE OKCHHTOMOAYJIMHA, KOBAJEHTHO CBS3aHHBIC
JpYT € IPYroM calT-creruUIecKiM IIyTeM, U 00agacT 3HAYUTENFHO YBEJIMUYCHHBIM IIEPHOJIOM IOJIyBBIBE/IC-
HUS U3 KPOBH.

ITpumep 3. OneHka cTabMIFHOCTH KOHBIOTATa IIPOU3BOAHOTO OKCHHTOMOYJIMHA JITUTEIHHOTO ICHCTBHS B
3aBUCUMOCTH OT pH.

C menpi0 OLEHKH CTa0MIBHOCTH KOHBIOTaTa MPOM3BOJHOTO OKCHHTOMOAYJIMHA IJIMTEIBHOTO NEHCTBHSA
(moydeHHOTO B IpUMeEpe 2) B KUAKAX KOMIO3HIUSAX KOHBIOTAT MPOU3BOJTHOTO OKCHHTOMOIYJIMHA ITHTEIBHO-
TO JACWCTBUS XpaHWIN B KOMITO3UITUAX, MIOKa3aHHBIX B Ta0. 2 mpu 25°C B Teuenue 0-2 Henenb, a 3aTeM aHaJH-
3UPOBAIH C TIOMOIIBI0 HOHOOOMEHHOW BBICOKOI((HEKTUBHOMN KUIKOCTHOI Xxpomarorpadun (MO-BOXKX), skce-
KITFO3MOHHOW BBICOK03((ekTHBHON kuaKocTHOH Xpomarorpadun (3-BOXKX) n BeicokoapdexkTHBHON KHUAKO-
CTHO# xpomarorpaduu ¢ obpamenHoi ¢azorr (OD-BIXKX). Jlnsg xpaHeHHs] KOHBIOraTa MPOU3BOJIHOTO OKCHH-
TOMOJIYJIMHA HMCIOJIb30BalMl IIUTPATHEIA Oydep B kauecTBe Oydepa, MAaHHUT B KauecTBE CaxapHOIo CIMpTa U
nonmcop6ar 20 B Ka4ecTBe HEMOHOTEHHOTO MOBEPXHOCTHO-aKTUBHOTO BemecTBa. B tabm. 3-5 MO-BIXX (%),
3-BOXKX (%) u OD-BOXKX (%) mokazana miomans %/ucxomnas mwiomanb %, 9To 03Ha4aeT NPOIEHT yAePKH-
BaHUs KOHBIOTaTa IPOU3BOAHOTO OKCHHTOMOMIYJINHA UTUTEIFHOTO NIEHCTBHS OTHOCHTEIHHO NCXOMHOW BEINYH-
HBL. B Tabmn. 3 mokasana muomans (%) NO-B2XXX korbiorata mpon3BOAHOTO OKCHHTOMOMYJIMHA JITUTEIFHOTO
JIeHCTBUSA Mocye XpaHeHus, B Ta0n. 4 mokaszana miomans (%) 9-BOXKX koHbproraTa mpou3BOIHOTO OKCHHTOMO-
IyJHHA JTUTEIHHOTO JEHCTBHA IOCTe XpaHeHHs, U B Ta0s. 5 mokaszaHa muromanb (%) OP-BOXKX konrrorara
MIPOM3BOTHOTO OKCHHTOMOIYJIMHA JITUTEIHFHOTO NEHCTBHSA MOCTIe XPaHCHNS.

Tabiuma 2
pH| Bydep [U3oronnuecknii| Caxapusiii| [TosepxHocTHO- | pyroe |OxkcHHTOMOZYIHH
areHT CIIUPT aKTHBHOE IIATETBHOTO
BEIIECTBO JeHcTBUs
#1(4,8|20 MM - 10% 0,005% 0,1 mr/mn 10 mMr/mn
Na- Mannut | Ionucopbar 20 |MeTtnoHuH
Llutpar
#215,2|120 MM - 10% 0,005% 0,1 mr/mn 10 mr/mn
Na- Maunnur | ITonucopbar 20 [MertronuH
Iutpar
#3(5,6]20 MM - 10% 0,005% 0,1 mr/mn 10 mr/mi
Na- Mansut | Ionucopbar 20 |MernoHuH
Iutpat
#4(6,0| 20 MM - 10% 0,005% 0,1 mr/mn 10 mMr/mn
Na- Mansut | Ionucopbar 20 |MernoHuH
ITuTpar
#5(6,4| 20 MM - 10% 0,005% 0,1 mr/mn 10 mr/mn
Na- Mannut | Ionucopbar 20 |MernoHuH
IuTpar
Tabmmna 3
HO-B2XX (%)
#1 #2 | #3 | #4 #5
0 Henmenb 100,0{100,0|100,0/100,0 100,0
2 Henenn 97,6 1 97,2 1 96,8 | 94,0 85,2
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Tabiuma 4
S-BOXKX (%)
#1 #2 #3 #4 #5
0 Henenb 100,0 100,0 100,0 100,0 100,0
2 Henenu 99,7 99,8 99,8 993 99,4
Tab6muna 5
O®D-BOXKX (%)
#1 #2 #3 #4 #5
0 Hemenn 100,0 100,0 100,0 100,0 100,0
2 Henmenn 83.0 844 86,7 65,5 74,0

Kaxk BunHo 3 pesynbratoB MO-BOXKX (%) B Tabn. 3, KOHBIOTAT MPOU3BOJHOTO OKCHHTOMO/AYJIMHA OBLI
6osiee cTabmIbHEIM Tpu Oosiee HU3KOM pH. B pesynbratax 9-BOXKX B Tabs. 4 KOHBIOraT IPON3BOJHOTO OKCHH-
TOMOIy/HHa Obl1 Hanbosee crabuied npu pH 5,2, n mo pesynbratam OP-BOXKX B Tabn. 5 koHbIOraT npous-
BOJHOTO OKCHHTOMOJyJIMHA OBl Hanbonee crabuiern npu pH 5,6. XoTs crabunsHOCTh Tipu pH He paznuyanach
MEXIy CIIOCO0aMH aHaN3a, pa3Indue B yAepKaHUN MKy 3HaueHMsIMHA pH Oblia camoii BEICOKOH IPH aHAIIN3E
¢ momotisio OP-BIXKX. DT0 Mo3BOISIET MPEATION0KUTH, 9TO KOHBIOTAT MPOU3BOIHOTO OKCMHTOMOIYJIMHA OBLIT
HamOosee cradmieH npu pH 5,6.

ITpumep 4. OneHka cTaOMIFHOCTH KOHBIOTATa IIPOU3BOAHOTO OKCHHTOMOYJIMHA JIUTEIHHOTO ICHCTBHS B
3aBHCHMOCTH OT BHJa CaXapHOTO CIIAPTa M OT MIPUCYTCTBUS WM OTCYTCTBUS HM30TOHUIECKOTO CPEICTRA.

ABTOpBI HACTOSIIIIETO N300PETEHUSI UCCIICOBAIIM BIMSIHUE BHA CaXapHOTO CIIMPTa B KauecTBE CTaOMIN3a-
TOpa M MPUCYTCTBUSI WJIM OTCYTCTBUS XJIOpHJAa HATpHs B KayecTBE M30TOHMYECKOTO areHTa Ha CTaOMIBHOCTH
KOHBIOTaTa MPOM3BOJHOTO OKCHHTOMOJYJIMHA JUIMTEIBHOrO JEHCTBMS. B wacTHOCTH, MCIIONB3Ysl LUTPATHBIA
oydep (pH 5,6), BeIOpaHHBIH B ipuMepe 3, KOHBIOTAT MPOU3BOTHOTO OKCHHTOMOAYJIMHA JUTHTEIEHOTO ICHCTBUS
XpaHWIN B KOMIO3UIHAX, IPEACTaBICHHBIX B Ta0u. 6, mpu 25°C B Teuenue 0-4 Hepenb, a 3aTeM aHATM3UPOBAIIN
¢ momomipio MO-BOXKX, 5-BOXKX u ODP-BIXX. B Ttabn. 7-9 mmxe MO-BIXX (%), 2-BOXKX (%) u
O®-BOXKX mokaszana miomanb %/MCXomHas IUomanab %, 9TO O3HAYaeT MPOICHT YACPKUBAHUS KOHBIOTATa
MPOM3BOTHOTO OKCHHTOMOAYJIMHA JTUTEIBHOTO NEHCTBHS OTHOCHTEIBHO HCXOIHOM BeIMYUHEL B Tabm. 7 moka-
3ana wromanb (%) MO-BOXX konbprorata mpon3BOJAHOTO OKCHHTOMOIYJIMHA IJIUTEIBHOTO NEHCTBUS MOCIE
XpaHeHwus, B Ta0n. § mokaszana momasns (%) 3-BOXX konbplorara mpon3BOAHOTO OKCHHTOMOIYJIMHA JITUTEIb-
HOTO JIeHCTBHS IMMOCTe XpaHEeHHs, U B Tabn. 9 mokazana mromanb (%) ODP-BOKX xoHbrorata mpow3BOTHOTO
OKCHHTOMO/TYJIMHA JUTNTEIBHOTO ACHCTBUS MOCIIE XPaHEHUSL.

Tabmuma 6
pH| Bydep |Usoronnuecknii | Caxaphsiii | I[ToBepxHOCcTHO- |[dpyroe| OKCHHTOMORYIHH
areHT CIHpPT aKTUBHOE JUTUTENILHOTO
BEIIECTBO neicTBUs
#1|5,6/120 MM |- 10% 0,005% - 10 mr/mn
Na- Mannur  |ITommcopdar 20
IuTpar
#215,6/120 MM |- 10% 0,005% - 10 mr/mn
Na- Copbur  |ITonucop6ar 20
Iurpar
#315,6/120 MM |- 10% 0,005% - 10 mr/mn
Na- I'muuepun |[Tonucopbar 20
LUTPAT
#415,6/120 MM |150 MM 10% 0,005% - 10 mr/mn
Na- NaCl Mannur  |ITommcopOar 20
UTpaT
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Tabmnuma 7
HO-BOXX (%)
#1 #2 #3 #4
0 menmenn 100,0 100,0 100,0 100,0
1 Henemnst 98,8 98,8 88,3 98,3
2 Henenn 97,2 96,9 79,0 95,0
3 "Henenu 94.4 94,5 63,0 93,8
4 menenn 91,6 91,8 55,8 91,6
Tabmnmma 8
3-BOXX (%)
#1 #2 #3 #4
0 Henenb 100,0 100,0 100,0 100,0
1 Henens 99,9 100,0 92,0 100,0
2 Henenn 99,7 99,8 84,7 99,9
3 Henmenn 99,2 99,4 79,2 99,5
4 Henenu 98,4 98,6 76,0 98,8
Tabmnwma 9
O®-BOXX (%)
#1 #2 #3 #4
0 Hemenb 100,0 100,0 100,0 100,0
1 Hemens 98,9 98,7 90,0 98.4
2 Henenu 96,0 95,6 80,6 95,0
3 Henenu 94,0 93,6 75,2 92,9
4 Henenn 92,6 91,1 70,0 90,1

Kax BumHO 13 Ta0i. 6-9, KOHBIOTAT MPOU3BOIHOTO OKCHHTOMOYJIMHA UTUTEILHOTO ACHCTBHS OBLI OoJiee
CTaOMIILHBIM B MaHHHUTE WM COpOWTE, YeM B TUIMIIEPHHE, TIPU OJHOW W TOHW ke KOHIICHTpaIuH. Pe3yibTaThl
OD-BDXKX mnokazanu, 4T0 KOHBIOTAT MPOU3BOJIHOTO OKCHHTOMOMAYJIMHA JUTUTEIEHOTO JACUCTBUS OBLII HEMHOTO
cTabWibHEe B MaHHHTE, 4eM B copbute. KpoMe TOro, CTaOMIBPHOCTh KOHBIOTaTa MPOU3BOJTHOTO OKCHHTOMOITY-
JIUHA JUIUTEIbHOIO ACUCTBUSA 3HAYMMO HE pa3inyanach B 3aBUCUMOCTH OT MPUCYTCTBHUS U OTCYTCTBHUS XJIOPUAA
HaTpUs B KAU€CTBE U30TOHUYECKOTO CPE/ICTBA.

Ipumep 5. OueHka cTaOMIFHOCTH KOHBIOTATa MPOU3BOAHOTO OKCHHTOMOIYJIMHA JITUTEIBHOTO JICHCTBYS B
3aBUCUMOCTHU OT KOHIEHTPAILMU CaAXapHOTO CIUPTA.

ABTOpBI HACTOSIIETO M300PETEHHUS WCCICIOBAIH BIMSHHE KOHIICHTPAIMHA CAXapHOTO CIUPTAa B KadecTBE
cTabuiu3aropa Ha CTaOMIHLHOCTh KOHBIOTATa MPOU3BOJHOTO OKCHHTOMOIYJIMHA JJIUTEIBHOTO NeicTBUs. B ua-
CTHOCTH, WCTONB3Ysl IUTpaTHEIN Oydep (pH 5,6) m MaHHUT, BHIOpaHHBIE B NPHUBEICHHBIX BBIIIEC MpUMEpax,
KOHBIOTAT TMPON3BOJTHOTO OKCHHTOMOJYJWHA JUTUTEIHHOTO JEWCTBUS XPAaHWIA B KOMITO3UIUSAX, TPEJCTABIICH-
HBIX B Ta0u. 10, mpu 25°C B Teuenue 0-4 Heaelnp, a 3aTeM aHaIU3upoBaiy ¢ moMoripio MO-BOXKX, D-BOXX u
OD-BOXKX. B tabdn. 11, 12 u 13 mmre NO-BOXX (%), 3-BOXX (%) n OP-BOXX (%) mokazana miomans
%/ucxomHas wiomanb %, 9TO MOKA3bIBACT MPOICHT yICPKUBAHUS KOHBIOTATa MPOU3BOTHOTO OKCHHTOMO/TYJTH-
Ha JUTUTEIBHOTO IEHCTBHS OTHOCHTEIBHO MCXOMHOM BennuuHbl. B Tabn. 11 mokaszana mmomans (%) MO-BIXKX
KOHBIOTaTa MPOU3BOIHOTO OKCHHTOMOJYJIMHA JUIUTCIFHOTO JCHCTBHS TOCIE XpaHCHUs, B TaONI. 12 mokaszaHa
wiomtans (%) 3-BOXKX koHbroraTa Mpon3BOJHOTO OKCHHTOMOYJIMHA JUTUTEIILHOTO EHCTBHS MOCIIE XpaHEeHUS,
U B Tabn. 13 nokazana rromans (%) OP-BIXKX koHbiorara nmpou3BOAHOTO OKCHHTOMOAYJIMHA JIUTEIHHOTO
JIEUCTBHS TIOCIIE XpaHEHHUSI.
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Tab6numa 10
pH| Bydep |U3oronunueckuii | Caxapusiii | [TopepxaoctHo- |[dpyroe| OKCHHTOMOAYJIMH
areHT crupT AKTHBHOE JUTUTENIBHOTO
BELIECTBO TEUCTBUS
#1]5,6|120 MM |- 2% 0,005% - 10 mr/m
Na- Mannut  |IToaucopbar 20
Lutpar
#215,6|120 MM |- 5% 0,005% - 10 Mr/mn
Na- Mannur  |ITomucopbar 20
Iutpar
#315,6|120 MM |- 10% 0,005% - 10 mr/mn
Na- Mannut  |ITonucopbar 20
Iurpar
#415,6|120 MM |- 15% 0,005% - 10 mr/mn
Na- Mannur  |[Tomucopbar 20
Iutpar
Tabuuma 11
HO-BOXKX (%)
#1 #2 #3 #4
0 Henmenb 100,0 100,0 100,0 100,0
1 Henmest 79,7 98,7 98,8 79,0
2 Hexenn 57,6 97,6 97,9 61,0
3 Henmenu 39,8 97,1 97,2 49,2
4 nenenu 34,9 95,5 95,5 43,4
Tabsmma 12
3-BBOXKX (%)
#1 #2 #3 #4
0 Henmenb 100,0 100,0 100,0 100,0
1 nenens 97,3 99,4 100,0 99,5
2 "Henenu 89,0 99,4 99,8 95,4
3 Hemenu 79,4 993 99,4 90,5
4 uenenu 74,7 98,4 99,1 83,5
Tabmmma 13
O®-BOXKX (%)
#1 #2 #3 #4
0 "Henenb 100,0 100,0 100,0 100,0
1 Henens 89,8 93,2 98,2 952
2 Hemenn 80,3 85,3 94,7 90,9
3 Henenu 71,9 78,5 91,1 84,1
4 Hepenn 66,0 71,0 89,1 76,5

Kax BumHO u3 Tabm. 10-13, KOHBIOTAT IPOU3BOJHOTO OKCHHTOMOYJIMHA UTUTEIHLHOTO ASUCTBUS OBLI cTa-
Ourner B mpucyTcTBUH 5% MananTa i 10% mManauTa. OMHAKO B MIPUCYTCTBUH 2% MaHHNTA WK 15% MaHHHTA
obpazoBbiBasics ocanok Oenka. PesynmpraTel MO-BOXX mm 3-BOXX nmokazanu, 4To cTabMIBHOCTh KOHBIOTaTa
MPOU3BOTHOTO OKCHHTOMOJYJIMHA JUTHTEIEHOTO JACHCTBHS OBUT CXOMHBIM Mexny 10% manHUTOM U 5% MaHHH-
ToM. PesympraTel OP-BOXXX nokasanu, 4To cTaOMIFHOCTh KOHBIOTaTa MPOU3BOJHOTO OKCHHTOMOIYJIUHA JITH-
TEILHOIO JeiicTBHs ObuIa BeIiie B 10% Manute, ueM B 5% MaHHHTE.

Ipumep 6. OueHKa CTaOMIFHOCTH KOHBIOTATa MPOU3BOJHOTO OKCHHTOMOIYJIMHA JITUTEIBHOTO JICHCTBYS B
3aBUCUMOCTU OT KOHILIEHTPALlMH MOBEPXHOCTHO-AaKTUBHOTO BEIIECTBA U MPUCYTCTBUEM WU OTCYTCTBHEM aMH-
HOKHCJIOTHI.

ABTOpPBI HACTOSAIIETO W300pPETEHUS MPOTSCTHPOBAIN BIUSHUE KOHIICHTPAIIMH TOBEPXHOCTHO-aKTHBHOTO
BEIIECTBAa B KAUECTBE CTAOMIN3aTOpa U MPUCYTCTBUS UM OTCYTCTBYSI aMUHOKHCIIOTHI Ha CTAOMILHOCTh KOHBIO-
raTa MpOW3BOJHOTO OKCHHTOMOYJIMHA JINTEIBHOTO NeicTBUsA. Mcmonb3ys mutpatHeiii 0ydep (pH 5,6) u mut-
patHsiii Oydep u 10% MaHHUT, BRIOpaHHBIC B IPUBEACHHBIX BBIIIEC IPUMEpax, KOHBIOTAaT MPOU3BOJIHOTO OKCHH-
TOMOJIyJIMHA JIMTEILHOTO JCHCTBYSI XPaHUIN B KOMIIO3HUITUAX, TPEACTABICHHBIX B Ta0l. 14, mpu 25°C B Tede-
uue 0-4 Henenb, a 3aTeM aHanu3upoBanu ¢ nomomsio MO-B2XKX, 3-BIXKX u OD-BIXKX. B Tadn. 15-17 UO-
B3XX (%), 3-BOXX (%) u OD-BOXKX (%)nokazana miomans %/ucxomHas miomanb %, 4TO MOKa3bIBaCT
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MPOIICHT yJCPKUBAHUS KOHBIOTaTa MPOU3BOJHOTO OKCHHTOMOJYJIMHA ITUTCIHHOTO JCUCTBHUS OTHOCUTEIHHO
UCXOHOU BeIMYUHEL. B Tabi. 15 nokazana mmomans (%) MO-BIXKX xoHbIOTaTa IPOU3BOJHOTO OKCHHTOMOTY-
JIMHA JUTHTENIFHOTO JeHCTBUS MOCiIe XpaHeHus, B Tabi. 16 mokaszana mwromans (%) 3-BOXXX xonbrorata mpons-
BOJIHOTO OKCHHTOMOMYJIMHA JJIUTEIBHOTO IEHCTBUSA MOCie XpaHeHus, U B Tabx. 17 mokaszana miomans (%) OD-
B3XX xoHbpIOTaTa MPOU3BOAHOTO OKCHHTOMOAYJIMHA JUTUTEIHLHOTO JEHCTBHS TIOCIEe XpaHEHHSI.

Tabmuma 14
pH| Bydep |M3oronuueckuii | Caxapsiii | [ToBepxuoctHo- | [pyroe | Oxcunromonynux
areHT CHHpT AKTUBHOE JUIUTETIBHOT O
BELLECTBO JIeHCTBUs
#1|5,6/20 MM |- 10% 0,005% - 10 mr/mn
Na- Manuut  |I[Tonmcopbar 20
LUTPaT
#215,6(20 MM |- 10% 0,02% - 10 mr/mn
Na- Manuut  |TTonmcopbar 20
LUTPaT
#315,6/20 MM |- 10% 0,05% - 10 mr/mn
Na- Mannut  |[Tonucopbat 20
LUTPaT
#415,6(20 MM |- 10% 0,02% 0,1 mr/mi |10 mr/mn
Na- Mannaut  |TTommcopbar 20 |MeTHOHMH
LUTpaT
Tabmuma 15
HO-BOXX (%)
#1 #2 #3 #4
0 Hemenn 100,0 100,0 100,0 100,0
1 Hemest 96,0 96,5 96,4 96,2
2 Henmenu 95,1 94,7 95,1 95,3
3 Hepenu 92,7 92,0 92,2 92,7
4 Henenu 89,7 89,1 89,2 89,7
Tabmmma 16
3-B3XKX (%)
#1 #2 #3 #4
0 Henens 100,0 100,0 100,0 100,0
1 Hexenst 99,4 99,7 99,7 99,6
2 Henmenu 993 99,5 99,2 993
3 Henmenun 98,3 98,1 98,3 99,1
4 Henenun 97,3 97,1 97,3 97,9
Tabmuma 17
O®-BOXX (%)
#1 #2 #3 #4
0 Henenb 100,0 100,0 100,0 100,0
1 Henens 97,3 97,8 98,1 97,4
2 Henenun 79,2 79,2 77,5 79,7
3 Hexenu 71,5 71,6 69,5 73,3
4 Henenu 65,1 65,0 65,0 67,8

Kak BumHO U3 pe3ynpTaToB B TaOM. 14-17, KOHBIOTAT MIPOU3BOJIHOTO OKCUHTOMOIYJIHHA JUTUTEIBHOTO JICH-
CTBHsI OBLT HAauOOJIee CTAOMIBHBIM B KOMIO3UIUH, conepxanieit 0,02% momucop6bar 20 u 0,1 Mr/Mi1 MeTHOHHHA.

Ipumep 7. OueHKa CTaOMIFHOCTH KOHBIOTATa MPOU3BOJHOTO OKCHHTOMOIYJIMHA JITUTEIBHOTO JICHCTBYS B
3aBUCUMOCTH OT pH U KOHIEHTpaLlMU caxapHOIro CIUpTA.

ABTOPBI HACTOAIIETO N300PETEHUS NCCIIeIOBAIN BIMsTHUE PH M KOHIIEHTpAIlK CaXapHOTO CIHUpTa B Kade-
CTBE CTa0MIN3aTOpa Ha CTAOMIHLHOCTH KOHBIOTATa MPOU3BOHOTO0 OKCHHTOMOIYJIMHA JUTUTEIHHOTO JIeUCTBUA. B
gacTHOCTH, ncnoib3ysa 0,02% mnommcopbar 20 u 0,1 Mr/mi MeTnoHHHA, BEIOPAaHHBIX B OMHCAaHHBIX BbIme [Ipu-
Mepax, KOHBIOTaT MPOU3BOJHOTO OKCHHTOMOJYJIMHA JJIUTEIHHOTO JEHCTBUS XPAaHWIH B KOMIIO3HIIHUAX, MPE]-
cTaBieHHBIX B Tabm. 18, mpu 25°C B teuenue 0-4 Henenb, a 3aTeM aHaIM3UpoBaiu ¢ momoimbsio MO-BIXKX,
3-BOXKX n OP-B3XX. B tadn. 19-21 NO-BOXX (%), 9-BOXKX (%) n ODP-BIXKX (%) nokazaHa miomnaas
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%/ucxomHas wiomanb %, 9TO MOKa3bIBACT MPOICHT yICPKUBAHUS KOHBIOTATa MPOU3BOTHOTO OKCHHTOMOTYJTH-
Ha JUTUTEIBHOTO IEHCTBHS OTHOCHTEIBHO MCXOMHOM BennyuHbl. B Ta6m. 19 mokaszana mmomans (%) MO-BIXKX
KOHBIOTaTa TIPOU3BOJHOTO OKCHHTOMOMIYJIMHA JJIMTEIBHOTO JCWCTBUS TOCe XpaHeHws, B Tabn. 20 moka3aHa
miomans (%) 3-BOXKX xonbrorata mpou3BoAHOTO OKCHHTOMOYJIMHA UTUTEILHOTO NSHCTBUS MOCIe XpaHeHHS,
u B Tabx. 21 mokazana miomans (%) OP-BOXKX koHprorata mpon3BOAHOTO OKCHHTOMOYJIHHA UTUTEIHEHOTO
JIEACTBHS TI0CIIE XpPAaHEHHUSI.

Tabmuma 18
pH| Bbydep |H3orornueckuit | Caxapaerii | [ToBepxHOCTHO- | [pyroe | OxcuHTOMOIYIHH
areHT CTIUPT aKTUBHOE JUTHTETBHOTO
BELIECTBO nefcTBus
#115,2(20 MM |- 5% 0,02% 0,1 mr/mn |10 mr/mn
Na- Mannur  |[Tomucopbar 20 [MernonuH
LuTpar
#2(5,2(20 MM |- 10% 0,02% 0,1 mr/m |10 mr/min
Na- Manunr  |TTonucopbar 20 [MernoHuH
LUTPAT
#3(5,2(20 MM |- 15% 0,02% 0,1 mr/mn |10 mr/mn
Na- Mannut  |ITonucopbar 20 (MetuoHuH
LUTpaT
#4(5,6/120 MM |- 5% 0,02% 0,1 mr/mit |10 mMr/ma
Na- Mannur  |ITomucopOar 20 [Metnonun
LUTPAT
#5(5,6{20 MM |- 10% 0,02% 0,1 mr/mn |10 mr/mi
Na- Mannur  |ITonucopbar 20 (MeruoHuH
LUTPAT
#6(5,6/120 MM |- 15% 0,02% 0,1 mr/mit |10 mMr/ma
Na- Mannur  |[Tomucopbar 20 [Metnonus
LUTPaT
#7(6,0{20 MM |- 5% 0,02% 0,1 mr/mn |10 mr/min
Na- Manuut  |[Tomucopbar 20 (Mertnonux
LUTPAT
#8(6,0120 MM |- 10% 0,02% 0,1 mr/mn |10 mr/mn
Na- Mannur  |[Tomacopbar 20 (Metnonus
LUTPAT
#9(6,0{20 MM |- 15% 0,02% 0,1 mr/mn |10 mr/mn
Na- Mannur  |ITonucopbar 20 [Metnonux
LUTPAT
Tabmuma 19

HMO-BIXX (%)
#1 # # 44 45 46 #7 43 49
O memens  |100,0 |100,0 |100,0 |100,0 |100,0 |100,0 [100,0 [100,0 |100,0

lmenens  [994 [99.6 |97, [972 97,6 |98,0 [90,6 [92,9 |[93.4

2menenn  [97,5 [97.8  [90,5 93,8 [94,1 (932 [815 [83.6 |85.6
Juemetn |93,0 93,6 82,6 |86,0 |86,9 |87.1 |71,2 |746 |77,0
duenenn [90,0 [90,5 |71,1  [85,0 |85,6 |85,7 |62,7 |663 68,9

Tabmuma 20

-BDXKX (%)
#1 # 3 #4 #5 #6 #7 #8 #9
0 memems  |100,0 |100,0 ]100,0 [100,0 [100,0 [100,0 |100,0 [100,0 [100,0

1 nenens 98,8 99,5 98,8 [995 [993 |98,5 |99,6 |100,0 |100,7
2menenu 98,8 99,1 [91,1  [984 [97.1 |96,9 |973 |983 |[97,9
3uenenn  |97,7 |98,3 [96,4 981 [984 [982 [98,1 [99,1 |100,8
4 nenenu 98,0 98,5 [949 [97.0 [983 |983 |97.6 982 99,0
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Tabnunma 21

OD-BDKX (%)
#1 # #3 #4 #5 #6 #7 #8 #9
Omemens  |100,0 |100,0 [100,0 [100,0 [100,0 [100,0 [100,0 [100,0 |100,0

| nenens  |78,2  |782 |42,1 [882 [90,7 [894 [999 [99.1 |100,7

2uexemn |60,7 58,6 |- 80,4 [80,2 [80,6 |96,8 [93,4 92,0
3uemenn  |47,5  |419 |- 794 773  |698 [97.6 [92.8 93,6
dnenemn |348 28,0 |- 728|650 62,6 |969 [o1,1 88,9

Kax BuIHO M3 pe3ynbTaToOB B IPHUBENEHHBIX BhIMIE Tabmumax, pe3ynbratel MO-BOXKX mokasanu, 9To cra-
OMIFHOCTh KOHBIOTATa MPOM3BOTHOTO OKCHHTOMOMAYIIMHA JIUTEIHHOTO JEHCTBHSA OBbLIa BBINIC NPH 3HAUCHUIX
pH nopsinka pH 5,2, pH 5,6 u pH 6,0. PesynapTarer O®-BOXKX mokazanu, 9To cTaOMIBHOCTh KOHBIOTATa MPOU3-
BOJIHOTO OKCHHTOMOJYJMHA JIUTEIBHOTO ACUCTBUS ObUIA BBIIIE MPpH 3HaYeHUsX pH mopsaka pH 6,0, pH 5,6 u
pH 5,2.

Pesynbrater 3-BOXKX mokaszanu, 4To cTaOMIBHOCTH KOHBIOTATa MPOM3BOJHOTO OKCHHTOMOIYJIMHA IJTH-
TEJIBHOTO AEUCTBUs 3HauMMoO He pasnuuatorcs mnpu pH 5,2, pH 5,6 u pH 6,0. MubIMu cioBaMu, pe3yabTaThl
HNO-B2XX, OD-BOXX u 3-B2XKX nokazanu, 4To KOHBIOTAT MPOU3BOJHOTO OKCHHTOMOIYJIUHA JJIUTEIHHOTO
nerictBus ObLI cTadmieH mpu pH 5,6.

B To xe Bpemst, pesynbratel MO-BOXKX 1 9-BOXX mokasanu, 9To cTabMILHOCTh KOHBIOTATa MMPOU3BOI-
HOTO OKCHHTOMOJYJIMHA JUTHTEIBHOTO NEHCTBUS 3HAUMMO HE PAa3JIMYalOTCS MEXAY KOHIICHTPAIMSIMH MaHHHUTA
npu pH 5,6. Ongnrako pesynabpTarel OP-BOXKX nokazanm, 9To KOHBIOTAT MPOW3BOJIHOTO OKCHHTOMOYJIMHA JJTH-
TENBHOTO NeHcTBUS Ol OoJiee cTabmibHBIM B 5% MaHHHTE, 9eM B 10% umu 15% manauTe npu pH 5,6.

ITpumep 8. OneHKa cTaOMIFHOCTH KOHBIOTATa IIPOU3BOAHOTO OKCHHTOMOYJIMHA JITUTEIHHOTO ICHCTBHS B
3aBucuMoctH oT pH 1 Buna Oydepa.

ABTOpBI HACTOSIIETO M300pPETCHUS HCcienoBany Biausaus pH u Buga Oydepa B kadecTBe crabmimszaropa
Ha CTaOWIFHOCTh KOHBIOTATa TPOU3BOJHOTO OKCHHTOMOJYJIMHA JITUTEIBHOTO JNCHCTBUSA. B 4acTHOCTH, UCTIONb-
3ys 0,02% mommcopoat 20, 0,1 Mr/mMa MeTHoHHHa U 5% MaHHHT, BRIOpaHHBIE B IIPUBEICHHBIX BEIIIE MPUMeEpax,
KOHBIOTAT MPOU3BOJHOTO OKCHHTOMOIYJIWHA JTHTEIBHOTO JCHCTBHSI XPAHWIH B KOMIIO3UIUSX, MPEIACTABICH-
HBIX B Tabn. 22 wmke, npu 25°C B Teuenue 0-4 Hemenb, a 3aTeM aHamu3upoBanu ¢ momoinbio MO-BOXKX,
3-BOXX u OD-BOXKX.

B Ttabn. 23-25 mmxe NO-BOXKX (%), 3-BOXX (%) n OD-BIXKX (%) mokazana miomans %/mcxomgHas
Iomaab %, 9To MOKa3bIBAeT MPOICHT yACPKUBAHNS KOHBIOTaTa MPOM3BOJHOTO OKCHHTOMOAYJIMHA UTHTEIBHO-
TO JIEHCTBUS OTHOCHTEIHLHO MCXOMHOHM BenmuuHBL. B Tabm. 23 moxasana rmiomanb (%) MO-BOXKX konbioraTta
MIPOM3BOTHOTO OKCHHTOMOJYJIMHA JUTHTEIIFHOTO JACHCTBHS TOCIE XpaHeHHs, B Tabi. 24 moxa3ana muromans (%)
9-BOXX koHBIOTaTa MPOU3BOJHOTO OKCHHTOMOIYJIMHA JUTUTEIBHOTO JNEHCTBUS TIOCIe XpaHEHUs, U B TaOMI. 25
nokazana romank (%) OD-BOXKX koHbIOraTa MpOU3BOJTHOTO OKCHHTOMOMAYJIMHA JUIUTEIHFHOTO JICHCTBHS TMO-
cJie XpaHeHHUsI.

Tabnuma 22
pH| Bydep |M3oronuueckuii|Caxapusiii|[loBepxHoctao-| [pyroe |OKCHHTOMOIYJIMH
areHT CIIUPT AKTHBHOE JUTUTEIBHOTO
BELIECTBO JeNCTBHs
#1(5,6120 MM |- 5% 0,02% 0,1 mr/ma |10 mr/mn
Na- Mannut |Tlonucopbat 20 |Metuonun
LUTPAT
#2(5.8[20 MM |- 5% 0,02% 0,1 mr/mi |10 mr/mn
Na- Manuut  |ITonucopbar 20 |MeTnoHuH
LUTPAT
#3(5,8[20 MM |- 5% 0,02% 0,1 mr/m |10 mr/mu
Na- Masnnur |ITomucop6ar 20 (Mernonun
anerar
#415,8[10 MM |- 5% 0,02% 0,1 mr/m |10 mr/mu
TUCTUANH Mannut |[Monucopbar 20 |Mernonux
#5(5,8(10 MM |- 5% 0,02% 0,1 mr/m |10 mr/mu
Na- Masnnur  |ITommcop6ar 20 [Mernonun
dochar
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Tabnuma 23
HO-BOXKX (%)
#1 #2 #3 #4 #5
0 Henmenb 100,0 100,0 100,0 100,0 100,0
1 Henenst 97,6 96,8 96,5 97,2 96,1
2 Hezenu 93,9 91,4 90,6 92,6 89,6
3 Henenn 90,4 88,1 86,9 89,2 84.4
4 Hegenu 90,1 87,0 84,8 87,4 81,7
Tabnmma 24
9-BOXKX (%)
#1 #2 #3 #4 #5
0 Henmenb 100,0 100,0 100,0 100,0 100,0
1 Henmens 99,4 99,8 99,8 99,7 99,7
2 Hexenu 100,5 100,2 100,0 100,0 99,3
3 Hepenu 100,4 100,2 99,1 99,6 98,2
4 Henenu 100,1 99,2 99,0 98,8 97,7
Tabmmma 25
O®-BOXKX (%)
#1 #2 #3 #4 #5
0 Henenb 100,0 100,0 100,0 100,0 100,0
1 Henenst 99,1 97,2 99,4 99,5 99,0
2 Hemenn 97,6 97,7 99,4 99,8 99,3
3 Hemenn 96,1 08,7 972 98,9 97,4
4 Henenn 98,0 96,6 97,6 983 98,1

Kaxk BugHO 13 pe3ynbratoB B Tabi. 23-25, pesynbrathl 9-BOXKX nmn OD-BOXX nokazanm, 94To cTaObwMIb-
HOCTh KOHBIOTAaTa MPOU3BOJHOTO OKCHHTOMOIYJIMHA JJIUTEIHHOTO ACHCTBHUS 3HAUYMMO HE PAa3NUYaeTCs MEKIY
pH 5,6 u pH 5,8. PesynpTarer NMO-BOXKX mokasanu, 9To0 KOHBIOTAT MPOU3BOTHOTO OKCHHTOMOIYJINHA JAJIATEIh-
HOTO JieiicTBHs ObuT Oosee cTabuiabpHbIM IpH pH 5,6, yem npu pH 5,8. Pesynsratsr 9-BOXKX nmoxasanu, uro cra-
OMJIBHOCTh KOHBIOTAaTa MPOU3BOJIHOTO OKCHHTOMOJYJIMHA JTUTEIBHOTO ACHCTBYS 3HAYMMO HE Pa3IMUacTCs Me-
Ky Oydpepamu npu ogHOM U ToM ke pH. Kpome toro, pesynpratst MO-BIXX unmu OD-BOXKX mokasanu, uato
KOHBIOTAT MPOU3BOTHOTO OKCHHTOMOYJIHHA JIUTEIBHOTO JEHCTBUS ObLT HanOoJiee CTa0WIHLHBIM B THCTUIMHE
TIPY OJTHOM ¥ TOM e pH.

Ipumep 9. OneHka BIUSHUNA MPUCYTCTBUS WIH OTCYTCTBUS KOHCCPBAaHTA M KOHIICHTPAI[MHM KOHBIOTATa
MPOM3BOTHOTO OKCHHTOMOIYJIMHA UTUTSIHFHOTO JACHCTBHS HA CTAaOMIBHOCTh KOHBIOTATa IMPOM3BOIHOTO OKCHH-
TOMOAYJIMHA [UTUTEIFHOTO ACHCTBHSL.

ABTOpPBI HACTOSIIETO W300PETEHUS MCCIEIOBAN BIFSHUSA MIPUCYTCTBUS WM OTCYTCTBUS KOHCEPBAaHTA B
KadyecTBe CTaOMIN3aTOpa W KOHBIOTaTa MPOM3BOJHOTO OKCHHTOMOIYIWHA JUIUTEFHOTO NEHCTBUS Ha CTaOWIIb-
HOCTh KOHBIOTAaTa MPOM3BOJHOTO OKCHHTOMOJAYJIMHA JIHTENBHOTO NEHCTBHA. B 4acTHOCTH, HCTIONB3YS TUCTH-
muHOBEIA Oydep (pH 5,6), 0,02% mommcopbat 20, 0,1 mr/mi MmetnoHnHA U 5% MaHHUT, BEIOpaHHBIE B IPUBE-
JICHHBIX BbINIe [IpuMepax, KOHBIOTAT MPOM3BOJHOIO OKCHHTOMOJIYJIHHA JUITHTEILHOTO JCHCTBHSI XPAaHHIH B
KOMITO3HUIUSIX, TIPEIICTABICHHBIX B Ta0N. 26 Himke, pu 25°C B TeueHue 0-4 Helenb, a 3aTeM aHAJIH3HPOBAIH C
nomotneio NO-BOXKX, 3-BOXKX u OD-BOXX. B tadn. 27-29 NO-BDXKX (%), 3-BIKX (%) u OD-BIIKX
(%) mokazana TuIomAAb %/ucxomHas mromank %, YTO TMOKA3bIBACT MPOICHT YICPKUBAHUS KOHBIOTATa IPOU3-
BOJIHOTO OKCHHTOMOJYJIUHA JUTUTEIBHOTO JCHCTBUSA OTHOCUTEIBHO MCXOMHOM BeNMWYHMHEL B Tabm. 27 mokasaHa
wromans (%) NO-BOXX koHbrorata mpom3BOJIHOTO OKCHHTOMOIYJIHHA JITUTEIHHOTO NEHCTBHA MOCIE XpaHe-
HUs, B Ta0n. 28 mokazana muromans (%) 9-BOXKX xoHbloraTta mpou3BOJHOTO OKCHHTOMOIYJIMHA JTUTEIIEHOTO
JIEHCTBUSA MOCIE XpaHeHHs, U B Ta0I. 29 nmokaszana miomans (%) ODP-BOXKX konbprorara mpon3BOAHOTO OKCHH-
TOMOAYJIMHA UITATEIFHOTO ASUCTBHS ITOCIIE XPAaHCHHUS.
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Tabmuma 26
pH| Bydep |M3oronnuecku | Caxapnsl | I[losepxnoctno | Jpyroe | Oxcunromopmynu
il areHT i crmpT -aKTHBHOE H JUIHTEIBHOTO
BEILIECTBO JieicTBHA
# 15, |[IOMM |- 5% 0,02% 0,1 mr/mn |10 mr/mn
1 |16 |'mctumn Mannur  |[TonucopGar 20 [Mernonu
H H
# 15, |[IOMM |- 5% 0,02% 0,1 mr/mn |10 mr/mn
2 |16 |T'uctumu Mannut |[TonucopOar 20 |MeTtuonu
H H
0,27%
MeTa-
Kpe30J
# 15, |[10MM |- 5% 0,02% 0,1 mr/mn |40 mr/miu
3 |6 |['uctumu Maunut  |TTomucop6ar 20 [Mernorn
H H
# 15, |1I0MM |- 5% 0,02% 0,1 mr/mn |40 mr/mi
4 |6 |l'uctumn Mannut  |IToaucop6ar 20 [Mernonn
H H
0,27%
MeTa-
Kpe30J
Tabmuma 27
HO-B2XX (%)
#1 #2 #3 #4
0 Hexenb 100,0 100,0 100,0 100,0
1 Hemens 97,9 98,2 97,7 97,1
2 Henmenu 95,3 95,7 95,1 943
3 Henmenu 93,6 92,9 93,4 91,8
4 Henenu 91,3 90,4 90,2 88,4
Tabnuma 28
9-BIXKX (%)
#1 #2 #3 #4
0 Henenb 100,0 100,0 100,0 100,0
1 Hepens 99,7 99,6 99,5 99.4
2 Henenu 99,3 99,1 99,0 97,9
3 Henmenn 99,1 98,9 98,7 97,0
4 memenu 98,8 98,0 98,0 95,4
Tabmuma 29
OD-BIXKX (%)
#1 #2 #3 #4
0 Henenb 100,0 100,0 100,0 100,0
1 nenens 100,1 100,0 99,8 99,7
2 Henmenu 99,4 99,5 99,2 99,1
3 Henmenu 98,3 98,3 98,8 98,5
4 Hemenu 98,8 97,9 97,7 97,4

Kax BumHO B Tabm. 26-29, pesynastarel MO-BOXKX, D-BOXKX umu OD-BIXKX mokaszamu, 4To cTaOMIIL-
HOCTb KOHBIOraTa MPOU3BOJHOIO OKCHHTOMOAYJIHHA UINTEIBHOIO NEHCTBHS HE U3MEHHUIIACH Ja)Ke B MPUCYTCT-
BUM KOHCEPBaHTa M HE Pa3jnyaiach B 3aBUCHMOCTH OT €r0 KOHICHTPAIHH.

XOTsl B WJUTIOCTPATHBHBIX LENSX PACKPBITHI MPEANOYTHTENbHbIC BOILIOIICHHST HACTOSILEr0 U300peTeHus,
CTEIUATMCTaM B JJAHHON 00JIACTH TEXHUKH TOHITHO, YTO BO3MOXKHBI PA3IMYHbIC MOIU(HUKAIIMHY, TOTIOTHEHUS 1
3aMeHbl 0€3 OTKIOHEHHUS OT 00beMa U CYITHOCTH U300pETEHHS, PACKPBITOTO B TIpHIaraeMoi popmyie u3obpe-
TCHUSL.
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OOPMVIIA U30BPETEHUA

1. XXuakas KOMIIO3UIKS KOHBIOTAaTa MPON3BOIHOTO OKCHHTOMOAYJIMHA ITUTEIHFHOTO NeHCTBHUS, comepKa-
ras

(hapMaKOJIOTHYIECKH AaKTHBHOE KOJMYECTBO KOHBIOTAaTa IPOW3BOIHOTO OKCHHTOMOIYJIHWHA UIATEIHEHOTO
JICHCTBUS, TJIe ATOT KOHBIOTAT MPOU3BOHOTO OKCHHTOMO/IYJIMHA COICPIKUT

MIPOU3BOTHOEC OKCHHTOMOYJIMHA, MPEICTaBISIONIee co00i (PU3MONIOTHYeCKH aKTUBHBIN MENTHII, COACP-
JKaIIMi aMUHOKUCIIOTHYIO nocienoBatensHocth SEQ ID NO: 28;

obnacte Fc nmmynornoOynuna (Ig);

HETNCTITUAWIBHBIN MOTUMEp, T/Ie HEMENTHIWIGHBIA MOJUMED MPEICTABISACT COOOM MOTUITUICHTIHKOIb,
TOJUIPOIMICHTIIUKOIb, COTOJIUMED ITHICHIIIUKOIIA/TIPOTIIICHTTMKOJIS, TTOJHBUHWIOBBIA CIHUPT, MOJUBHHUII-
THJIOBBIH d(up, moruMosiounyto kucioty (PLA), momuMonouHo-rinkoiaeByro kuciotry (PLGA), TUmumHbIA mo-
JIFMEp, THATYPOHOBYIO KHCIOTY WIM MX KOMOMHAIMIO U T/A€ 3TOT HEMENTHIMIBHBIN ITOJIMMEpP KOBAJIEHTHO CBSI-
3BIBaET NMPOU3BOIHOC OKCUHTOMOAYIMHA 1 001acTh Fe Ig;

1 HE CoJepKalluid adbOyMUH CTaOWIH3aTOP, KOTOPBIH COAEPKUT Oydep, caXapHbId CIUPT U HEHOHOTCH-
HOE TIOBEPXHOCTHO-aKTHBHOE BEIICCTBO.

2. Xuzakast KOMITO3UIKS KOHBIOTaTa MMPOU3BOHOTO OKCHHTOMOIYJIMHA JUTUTEIFHOTO ASUCTBHS 10 1.1, Tae
CTa0MIIN3aTOP JOMOJHHUTEIBHO COJCPKHUT OIWH/OMHY WU 0OJee M30TOHHYECKHX arcHTOB, CaXapoB, MHOIO-
ATOMHBIX CITUPTOB WJIM AMHHOKHUCIIOT.

3. ’Kunikast KOMIO3HIIUS KOHBIOTATa MPOU3BOJIHOTO OKCHHTOMOYJIMHA JUTUTSIFHOTO JCHCTBUS 1O .1 win
2, rae obnacte Fc Ig npencrasisier coboit obnacte Fe 1gG4, npenmoururensuo obnacts Fe arnmukosnnuposan-
Horo IgG4 genoBeka.

4. unkas KOMIIO3UIHS KOHBIOTaTa MPON3BOTHOTO OKCHHTOMOAYJIMHA [UITUTEIFHOTO ASHCTBHS 110 II0O0MY
u3 1. 1-3, e HeMenTHAMIIEHBIA TOIMMeEp MPEACTaBICT COO0H MONMUITHIICHTIIUKOMb.

5. Xuakas KOMITO3UIMS KOHBIOTaTa MPOM3BOTHOTO OKCHHTOMOIYIMHA JUTUTEIFHOTO ACHCTBHSA 10 TI000MY
13 1. 1 -4, T1e caxapHbIl CITUPT MPEACTaBIAET COOOM OMH WK OoJiee YeM OIWH M3 MaHHHUTA, COPOUTA WIIH TIIH-
HepuHa.

6. Kunkas KoMIo3UIUs KOHBIOTaTa MIPOU3BOIHOTO OKCHHTOMOIYINHA JIUTEIBHOTO ACHCTBHA 110 11.5, T/1e
KOHICHTPAIHS CaxapHOTo CIHMPTa B KHUIKOH KOMIIO3UINHU cocTaBisieT 2-15% (mac./00.).

7. Kuakast KOMITO3UIHS KOHBIOTaTa MPOU3BOTHOIO OKCHHTOMOIYJIHHA JUTUTSIHFHOTO ACHCTBHS IO JTF0O0MY
u3 . 1-6, rae Oydep npeacrapusetT co0oit oauH win 0oJice YeM OJIUH M3 IIUTPATHOTO, al[eTaATHOTO, TUCTHINHO-
Boro win pochatHoro Oydepa.

8. XKugkas KOMITO3UIHS KOHBIOTaTa MPOU3BOTHOIO OKCHHTOMOIYJIHHA JUTUTSIHFHOTO ACHCTBHS O TF0O0MY
u3 m.1-7, rne 6ydep umeer pH B auanasone ot 4,5 o 7,0.

9. Xuakas KOMITO3UIMS KOHBIOTaTa MPOM3BOIHOTO OKCHHTOMOIYJIMHA JUTUTEIFHOTO ICHCTBHSA 10 TI000MY
13 M11.2-8, T/1e N30TOHWMYECKU areHT MPeICTaBIsIeT CO00H XIOPHI HATPHS.

10. Xuakas KOMIO3UINS KOHBIOTaTa MPON3BOIHOTO OKCHHTOMOIYJIMHA JUTUTEIFHOTO JSHCTBHUS 1O JTH000-
My u3 Tm.1-9, Tile HEHOHOTEHHOE TOBEPXHOCTHO-aKTHBHOE BEIIECTBO IMPEICTABISAET CO0OW MmosmcopOaT Win
ToJIOKCamep.

11. XKunkas KOMIO3UIKS KOHBIOTATa TMPOU3BOJIHOTO OKCUHTOMOAYJIMHA JUTMTEIHLHOTO MeHCTBUS 1o .10,
r/ic KOHIICHTPAlUs HEHMOHOTEHHOI'O MOBEPXHOCTHO-aKTHBHOTO BEIICCTBA B JKUIKOW KOMIIO3UIIUM COCTABISCT
0,001-0,1% (mac./00.).

12. XKunkast KOMIO3HUIUS KOHBIOTaTa MPOU3BOTHOTO OKCHHTOMOYJIHHA JUTUTSIFHOTO JCHCTBUS O JIH000-
My u3 1i.2-11, e aMHHOKUCIIOTA PEACTABISIET COO0H METHOHUH.

13. XKunkass KOMIO3HUIUS KOHBIOTaTa MPOU3BOIHOTO OKCHHTOMOYJIMHA JUTUTSIFHOTO JCHCTBUS O JIH000-
My u3 i 1-12, rae ctabunuzatop coaepxut Oydep, mveromuii pH B nuanazone ot 4,8 10 6,0, ogun win 6oJee
4eM OJIMH M3 MaHHHUTA WM copOuTa, u momucopodat 20.

14. XKunkas KOMIO3HINS KOHBIOTaTa MPON3BOIHOTO OKCHHTOMOIYJIMHA JUTUTEIFHOTO ASHCTBHUS 1O JT1000-
My ©3 M. 1-13, JOMOJHUTENBHO CoJepiKalias OJWH WIH 0ojiee 4eM OJUH KOHCEPBAHT, TJI€ 3TOT KOHCEPBAHT
MpEeICTaBISIET COO0H MeTa-Kpe3oi1, GeHON WIN OCH3WIOBBIN CIIUPT, IPEATIOYTUTEIHFHO METa-KPE30Jl.

15. JKugkas KOMIIO3UIHS KOHBIOTaTa MPOM3BOJHOTO OKCHHTOMOIYJIUHA JUTMTEIFHOTO ASUCTBUS TI0 1. 14,
r/ie KOHIICHTpAIIs KOHCEPBaHTa B )KUAKON Kommo3uimu coctasisieT 0,001-1% (mac./06.).

16. XKuakas KOMIO3ULMS KOHBIOTATa MPOU3BOJAHOIO OKCUHTOMOAYJIMHA JUIMTEIHLHOTO NEHUCTBUS MO 1114,
MPEJICTABIISIONIAs COO0I KOMIO3HIIUIO IS BBEICHHUSI MHOTOKPATHBIX J03.

17. ’Kunkass KOMITO3UIMS KOHBIOTaTa MPOU3BOJHOTO OKCHHTOMOIYJIHHA JIUTEIBHOTO ICHCTBUS, COICP-
Karas

(dapmakosorndecku 3Q(GEeKTHBHOE KOJUYSCTBO KOHBIOTATA MIPOU3BOIHOIO0 OKCHHTOMOYJTHHA JIITHUTCIBHO-
TO AEUCTBUSL, T1I€ 3TOT KOHBIOTAT MPOM3BOJHOTO OKCHHTOMOIYJIHA CONEPIKHUT

MIPOU3BOTHOE OKCHHTOMOIYJIMHA, MpPEICTaBIIIomee coboii Gpu3monornieckn akTUBHBIN MENTHI, COAEp-
KAl aMIHOKUCIIOTHYIO rocienoBaTtensHocTh SEQ ID NO: 28;

obnacts Fc Ig;
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HETNCNTUAWIBHBIA MOMUMEp, TI€ HEMENTHIWILHBIA MOJHUMEp MPEICTABISACT COOOM MOTUITUICHTIHKOIb,
TOJUIPOIMICHTIHKOIb, COTOJIUMED ITHICHIIUKOIIA/TIPOTMIICHTTMKOJIS, TTOJTHBUHWIOBBIA CIHPT, TOJUBHHUII-
THJIOBBIH 3(up, moaruMosIounyto kucioty (PLA), momuMonodHo-rinkoiaeByro kuciotry (PLGA), TunmumHbIA 1mo-
JUMEp, THATYPOHOBYIO KHCIIOTY WM WX KOMOWHAITUIO M TJI€ 3TOT HEMENTHIMIBHBIA TOJUMEDP KOBAJICHTHO CBS-
3BIBa€T MPOU3BOHOC OKCUHTOMOAYIMHA 1 00acTh Fe Ig; n

5-50 MM ructuauna; 2-15% (mac./06.) marnauTa; 0,01-1 mr/mr metnonusa u 0,001-0,1% (mac./06.) momu-
copbara 20.

18. XKuakas KOMIO3UIKS KOHBIOTATa TMPOU3BOTHOTO OKCUHTOMOAYJIMHA JTMTEILHOTO MEeHCTBUSA 10 117,
I/ie HeMENTHIMIBHBIA TIOJMMEP MPECTABISACT COOON TONHATHIICHT KO,

19. XKunkass KOMIO3HUIUS KOHBIOTaTa MPOU3BOTHOTO OKCHHTOMOYJIHHA JUTUTSIHFHOTO JCHCTBUS O JIH000-
My u3 .17 wnu 18, gonoaautensHo conepxamas 0,001-1% (mac./06.) MeTa-kpe3ona.

20. Crioco0 mosy4eHus )KUAKOH KOMITO3UIUH 110 JII000My 13 1. 1-13, BKITIOYaronuii cieIyIone CTa Ium:

a) MoNTyYeHHe KOHBIOTaTa IMPOU3BOJHOTO OKCHHTOMO Y/ IHHA JITUTEIBHOTO ICHCTBHUS;

0) cMemMBaHUE KOHBIOTATa MPOU3BOTHOTO OKCHHTOMOAYJIMHA JUTUTCIBFHOTO JCHCTBUS, MOJIYYCHHOTO Ha
CTaJIN| a), C HE COJEpIKAINM aTbOyMHUH CTaOMIM3aTOPOM, KOTOPBIM coaepkuT Oydep, caxapHbIii CIIMPT U He-
MOHOTCHHOE TIOBEPXHOCTHO-aKTUBHOE BEIIECTBO.

21. Crioco0 momy4deHus )KUIKOH KOMIIO3HIIMH T10 I1. 1 7 witm 18, BKITIOYAIONUii ClieAyIonue CTaIuu:

a) ToJTy4deHre KOHBIoTaTa MPOU3BOHOTO OKCHHTOMOIYJIMHA JJTUTEILHOTO JICHCTBHS,

0) cMemmMBaHHE KOHBIOTaTa MPOW3BOJHOTO OKCHHTOMOMYJIMHA IIUTEIHLHOTO NEHCTBUS, MOJYy4EeHHOTO Ha
ctaauu a), ¢ 5-50 MM ructuauna; 2-15% (mac./06.) manauTa; 0,01-1 Mr/mn metnormnna u 0,001-0,1% (mac./06.)
nosmcop6ara 20.

22. Cnoco6 mo m.20 wnu 21, JOMOTHUTENEHO BKIIFOYAKOIIUN CMEIIMBaHUE KOHBIOTATa MPOU3BOJIHOTO OK-
CUHTOMOJYJIMHA JJTUTCIHHOTO JCHCTBUS, MOTYYCHHOTO HA CTaJWU a), C OJHUM/OJHON win Oojiee M30TOHUYE-
CKHX areHTOB, CaxapOB, MHOTOATOMHBIX CITUPTOB, AMHHOKHUCIIOT, KOHCEPBAHTOB WIJIH UX KOMOWHAIIACH.
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