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BaHMH WM paccrpoiictB. Coenunenust u (apmares-
TUYECKHE KOMITO3UIIUN COTJIACHO HACTOSIIEMY H300-
PETEHUIO MOXKHO MPUMEHSTH JUIS JICUSHUsS pa3iind-
HBIX 3200JICBaHUIA WJIM PACCTPOMCTB, TAKUX KaK TUa-
0et, ocinokHeHUs auabera, AUCITUMHUIEMUS, THUIIEP-
JUTUAECMHUS, OKUPEHHUE, META0OTMYECKUE CHHAPOMBI,
HapyIlieHuss MeTaboinu3Ma, MpeecTByIone guade-
Ty, aTE€pOCKIIEPO3, CepAcUHbIC 3a00IeBaHMs, HEHpOIe-
TeHEepaTUBHbBIE 3a00ICBaHMSI, CAPKOTICHHS, MBIIIICYHAS
aTpodus, BocmajeHue, pak u 3a00JeBaHUs U COCTO-
SIHUS TI€YCHH, TaKhe KakK JKUPOBOMW Temaro3, HeayKo-
TOJIbHASL KUPOBasi O0JIe3Hb MEYCHH, HEATKOTOIbHBIN
CTEaTOTeIaTUT, X0JIeCTaTHUCCKHEe 3a00JIeBaHus TIeue-
HU WM 3a00J€BaHUE MeUYeHH "TpaHCIJIAHTaT MPOTHUB
xo3suHa". COeTMHEHMS TaK)Ke MOYKHO IPUMEHSTH JIS
yay4ineHust QyHKIUN EYSHH MPH XPOHUYCCKUX BH-
PYCHBIX 3a00JI€BaHUIX TIEUSHU U AJKOTOIBHBIX 3a00-
JICBAHMSX MTCUCHHU.
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COJIM BEPBEPUHA, COJIA YPCOJAE30KCHUXOJEBOM KUCJIOTHI M UX
KOMBHUHALIINY, CIIOCOBBI IOJYYEHUA U ITPUMEHEHUA

IlpuTsizanue HA IPHOPHTET H POACTBEHHbBIE 3ASIBKH

[0001] Hacrosiias 3asBKa UCIPALIUBAET NIPUOPUTET HA OCHOBAHUM NPEABAPUTENBHBIX 3a5IBOK
Ha mateHT CIIIA 62/030 140 u 62/030 147, nomanusix 29 utons 2014 r., u npeasapuTeIbHOMI
3asike Ha nateHT CIIIA 62/128 077, nogannoii 4 maprta 2015 r., coneprxanue KakIo1 U3 KOTOPBIX

MOJIHOCTBIO BKJTFOYEHO B HACTOSIIIYIO 3asiBKY MOCPEICTBOM CCHLIKH.
O0J1acTh TEXHHKH

[0002] Hacrosiee n300peTEHNE B [[EIOM OTHOCHTCS K HOBBIM TEPATIEBTHUECKUM COEIMHEHUSM,
(bapMaeBTHIECKUM KOMIO3HIUSIM, CIIOCO0aM X MOJIYYEHUS U TEPANeBTUYECKOTO IPUMEHEHUSI.
[0003] B uactHOCTH, HacTOsILIEee U300OPETEHIE OTHOCUTCS K HOBBIM KOMITO3UIHSIM OepOeprHa B
KOMOMHAUUN C (hapMaLeBTHUYECKH AKTHBHBIMHA OPraHHYECKHMH KHCJIOTAMH U CHOCO0aM uX
npuMeHeHus. B dyacTtHOCTH, HacTosiiee H300peTeHHe Tak)Ke OTHOCHTCS K HOBBIM COJISIM
OepOepuHa M OpPraHUYECKUX KHCJIOT M HOBBIM COJIIM YPCOJE30KCHXOJIEBOW KHCJIOTHI H
OpraHu4YeCKuXx OCHOBaHHﬁ, d)apMaueBTqucng KOMIIO3UILIUSIM H CHOCO63.M UX NPUMCHCHUA.
CoenuHennst U (papMaleBTHUECKHE KOMIIO3HIIMKA COTJIACHO HACTOSIIEMY HU300PETEHHIO MOKHO
NPUMEHSTh sl JICUEHHs] W/WJIA TIPEIOTBPALLEHHS Pa3IMUHbIX 3a00JIEBAHUI UM PACCTPOMCTB,
BKJIIOUasi MeTabonueckre 3a00JIeBaHu s HJIH PACCTPONCTBA, TAKKME KaK HAPYLIEHUs: MeTabo 13Ma,
MPEAIIECTBYIONHE nuadeTy, aqualder, OCIOKHEeHUsT nuadera, AUCIUIUIEMHS, TUCIUITHIAEMHUS Y
NaquEeHTOB C HCEOCPECHOCUMOCTBIO CTAaTUHOB, TUHNCPIHIIUACMUS, THUIICPXOJICCTCPUHEMHUA,
THINICPTPUTITINLCPUACMUS, I[I/Ia6eTI/ILIeCKa$I AUCIIUIIUACMHUS WM OKHPCHHC. KpOMe TOTO,
coemuHeHusT U (papMaleBTHUYECKHE KOMITO3ULUU COTJIACHO HACTOSIIEMY H300PETEHHIO MOYKHO
NPUMEHSTL U JIEYEHHWS /MM MPEOOTBPAIIEHHS aTEPOCKIIEPO3a, CEPIAEUHBIX 3a00JIEBaHUM,
HelpoereHepaTHBHBIX 3a00IeBaHNH, CAPKOMEHIH, MBIIIIEYHON aTpOo(uH, BOCTIAJICHHUS, PAKOBBIX
3a00JIeBaHMIA, a TAKKE PA3JINYHBIX 3a00JIE€BAHUN HJTH PACCTPONCTB MEUYEHH, TAKUX KaK JKHPOBOU
remnaro3, HEaJKOroJibHas JKUPOBas OOJie3Hb TEYEeHH, HEaJKOTOJIbHBI CTEaTOremnaTur,
XOJiecTaTUYecKre 3a0ojieBaHus MNedYeHH uian 3a0ojieBaHHE MEYEeHH «TPAHCIUIAHTAT MPOTHB

XO3AuHa». KpOMe TOro, COCAMHCHHUA U (I)apMaL[eBTI/ILIeCKI/Ie KOMITO3HUIIUU COIJIACHO HACTOALIEMY



U300PETEHHIO MOYKHO IPUMEHSITh JJIs1 YITyULlIeHHs (PYHKIHH MIEYEHH TPU XPOHHUECKUX BUPYCHBIX

3a00JIEBAaHHSIX U AJIKOTOJIBHBIX 3a00JICBAaHUSIX TIEUEHH.
YpoBeHb TEXHHKH

[0004] CaxapHblii muaber mpencraBisieT coOOOW PacCTPONHCTBO MeTaboHM3Ma, KOTOPOE CTajio
NAaHJIEMUYECKHM — Ha CErOAHSIIHHUN IeHb [0 BCEMY MUPY HacuuThiBaeTcs 6osiee 300 MHJIJTMOHOB
yenoBek, crpagamux auaderom. IIpu orcyrcTBuu 3PdekTHBHOr0 crnocoda MpeaoTBpaIeHus
mnadera, k 2030 roay 370 umncio Bozpactet 10 SO0 MusuinoHoB. CyIecTByeT TpU OCHOBHBIX THIIA
muabera: auaber 1 tuma, muaber 2 thna u recrauuoHHbd nauaber. Cpeaum Hux guaber 2 Tuna
siByIsieTcs: Hanboiee pacnpocTpaHeHHOU popmoit auabera, cocrasisitomen 90-95% Beex ciyuaen
3aboneBanus. [uaber 2 THna XapakTepu3yeTcss HApyLIEHHOW CeKpeneil MHCYJIMHA, TOBBIIIEHHOM
IPOAYKIMEH TIIOKO3bI B IIEUEHH W CHUYKEHHBIM OTBETOM Nepu(epuyeckux TKaHel Ha WHCYJIUH,
T.€. PE3UCTEHTHOCTHIO K HWHCYJIuHYy. Jlns neuenuss muabera 2 TuUma AOCTYHBI MHOTHE
TepaneBTHYEeCKUe JIEKAPCTBEHHbIE CPEICTBA, OAHAKO HX NPUMEHEHHE 4YacTO COINPOBOXKIAETCS
pasnuuHbIMH TOOOYHBIME (D dexkTamu. OnTUMaIbHOE TEPATIEBTHUECKOE JIEUEHUE TOJIKHO ObITh
0e30macHbIM U BKJIIOYATH IPUMEHEHHE HA PAHHUX CPOKAX KOMOMHAIMH JIEKAPCTBEHHBIX CPEIICTB
C IOMOJIHSIOIIUMH JIPYT APyra MEXaHU3MaMHu AEHCTBHS.

[0005] HecmoTpst Ha aKTUBHBIE MTONBITKA M 3HAYATEJILHOW MPOTPecC B MIOHUMAHUU W KOHTPOJIE
nuabera 3a TMOC/IETHHE NECATHJIETHs, JIIOIH, CTpajaroire auabeToM, MPOIO/LKAIOT HUMETh
MOBBIIIEHHBI PUCK pa3BUTH, a MHOTHE — CTpaJaTh OT psila CEepPbE3HBIX OCIOKHEHUH,
MOPAYKAIOLIUX CEPIIe U KPOBEHOCHBIE COCYABI, TJIa3a, MOYKH U HEPBBI M3-32 BHICOKOTO YPOBHS
TJIIOKO3bI B KPOBH, BBICOKOTO YPOBHS XOJIECTEPHHA W TOBBIIIEHHOTO KPOBSIHOT'O JIABJICHUS.
Cepneuno-cocynucteie 3a00ieBaHus SBISIFOTCS HanOOJiee YacTOi MPUYMHON CMEPTH Yy JIIOIEH,
ctpaparomux nuaberom. Jluabernueckas HepomaTus, BhI3BAHHAS TTOBPEKAECHUSIMH MAaJIEHbKHX
KPOBEHOCHBIX COCY/IOB B MOUKAaX, MPUBOANT K CHH)KEHHUIO MOYEUHOW (DYHKIMH HJIA B KOHEYHOM
cyeTe K MOYeYHON HemocTaTouHOCTH. [[nabeTnyeckass HEBPOMATHS BbI3BAHA MOBPEKICHUSIMH MO
BCEMY TeJly, CBSI3aHHBIMH CO CJIMIIKOM BBICOKHM YPOBHEM TIJIFOKO3bI B KPOBH H KPOBSHBIM
naByieHueM. Y OOJIBIIMHCTBA JIKOJEH, CTpagaromux auabeToM, pa3BHBaeTCs AuabeThyeckas
pPEeTHHONATHUS, NMPHBOAAIIAS K CHIDKEHHIO 3peHHs Wid cienoTe. [IOCTOSHHO TOBBIIIEHHBIH
YPOBEHb TJIFOKO3BI B KPOBH BMECTE C BBICOKHM KPOBSIHBIM IABJICHHEM W BBICOKHM YPOBHEM
XOJIECTEPHHA SIBJSIETCS OCHOBHOW MNPHYMHOW AuabeTHueckoi peTtuHomatuu. HecmoTps Ha

pa3paboTKy psiaa aHTUAMAOETHUECKUX areHTOB, CYIIECTBYET 3HAUMTENbHAS Hepean30BaHHAs



HOTPEOHOCTh B TEPANEBTHYECKUX JIEKAPCTBEHHBIX CPEACTBAX, KOTOPbIE MOXXHO 3(h(hEKTHBHO
HCIIOJIB30BATD IS JISUEHUS M CACPKUBAHMUS OCIIOKHEHHH auabera.

[0006] Mertabonuyecknii CHHAPOM MPEACTABISET COOOH TEPMUH, KOTOPBIH OTHOCHUTCA K
(bakTOpaM rpymnibl pucKa, BO3HUKAIOIIUM COBMECTHO (Hanpumep, aboMHHATIbHOE (LIEHTPAIbHOE)
OXXMpEHHe, IOBBIIIEHHOE KPOBSIHOE IABJICHHWE, IIOBBILICHHBIH YPOBEHb IJIIOKO3bI B IIJIA3Me
HATOILAK, BBLICOKMH YPOBEHb TPUTJIMIEPHIOB B CHIBOPOTKE M HU3KUI YPOBEHb XOJIECTEpPHHA
JUIIONPOTEeHHOB BbICOKOI mtotHocTu (JITIBIT)). beuto moka3ano, uTo MeTaboNN4YecKuil CHHAPOM
IOBBIIIACT PHCK Pa3BHTUS CEPAEYHO-COCYMUCTBIX 3a00JieBaHUI, B YACTHOCTH, CEepAEUHOMH
HemocrtaTouHocTH, u auabera. HccnenmoBaHus IMOKasasid, dYTO  PAaCHPOCTPAHEHHOCTh
merabommueckoro cunapoma B CIIA cocraBmsier okono 34% cpemu B3pOCIOrO HAaceIeHUs.
HecmoTpst Ha TOCTYIHOCTh TepaneBTUYECKUX IIPENapaToB, Tepanueil NepBoi JIUHUN ISl JIeUSHUS
MeTabOoIMUecKOro CHHAPOMA SIBJISIETCS] CMeHa o0pasa sku3HU. [IpiMeHeHne CTATHHOB B BBICOKON
JO3UPOBKE, PEKOMEHJOBAHHOE IUISl CHIDKEHHS PHCKAa DPa3BUTHS CepIAeUHO-COCYIHCTBIX
3a00NeBaHNi, CBS3bIBAIOT C YCKOPEHHBIM IPOTPECCHpPOBAHHEM MO0 auabera, OCOOEHHO Yy
HALMEHTOB C METaOOIMYEeCKUM CHHAPOMOM.

[0007] Hucnunupemuss mOpencTaBiser coOOW HapylleHue MeTaboNM3Ma JIMIOIPOTEHHOB,
BKJIFOYAIOIlee  MOBBIIIEHHYID  HPOAYKLHMIO  JIUIONPOTEHHOB  (THIEPIMIIUAEMHUS)  HIIH
HEIOCTATOYHOCTh JIMIONMPOTEHHOB. JIMCIUIUAEMIUS] MOYKET MPOSIBIISITHCS MOBBILICHUEM OOIIEro
YPOBHSI XOJIECTEPHHA, ITOBBIIICHHEM KOHI[EHTPALUHU «ILIOXOr0» XOJECTEPUHA JIMIOMPOTEHHOB
HHU3KOW IJIOTHOCTU M TPHUIJIULEPUIOB M CHI)KEHHEM KOHIEHTPALMH «XOPOLIEroy» XOJecTepuHa
JIMITONPOTEHHOB BBICOKOH IUIOTHOCTH B KpoBHU. Jlucmununemus TpeOyeT BHHUMAaHHS BO MHOTHX
CUTyamusiX, BKJIOYas auaber — OOBIUHYIO NPHYUHY JUCIHIUAEMHUH. | UIepiumnuaeMus
npencraBiser CcoOOH  NOBBIIEHWE YPOBHS XOJecTepuHa (THIEPXOJIeCTEPUHEMHs) HIIH
TPUTIHLEPUIOB (THIEPTPUTIIHIEPHIEMHs]) B IJa3Me KpPOBH WJIM IIOBBIIIEHHE YPOBHS Kak
XOJIeCTEepUHA, TaK M TPUTJIMLEPHIOB WM CHUJKEHHE YPOBHS JIMIONPOTEHHOB BBICOKOH
IUTOTHOCTH, YTO BHOCHUT BKJIaJ B pa3BUTHE aTepockiiepo3a. I[IpudanHel MOryT OBITH EPBUYHBIMH
(reHeTHYeCKNMH) WM BTOPHYHBIMH. J[HarHo3 ycCTaHaBIMBAaeTCs MO Pe3yJbTaTaM H3MEpPEeHHs
obmero ypoBHs XxojectepuHa, ypoBHs TI M OTHENBHBIX JHIIONPOTEMHOB B IUIA3Me KPOBH.
JleueHne BKJIFOYAET CMEHY PEKUMa MUTAHMS, PU3NYECKHe YIIPAKHEHNS U CHIJKAIOIIUE YPOBEHb

JIUIIUOO0B JICKAPCTBCHHEBIC CPEACTBA.



[0008] Tepmun «cepaeuno-cocynucteie 3aboneBanusi (CC3)» wacto ymotpeOnsercs
B3aMMO3aMEHSIEMO C TEPMHHOM «CepieuHble 3a00JIeBaHUS» M OTHOCUTCS K POy COCTOSHUIM,
NOpKAIOIINX CepAle, TAaKUX Kak 3a00JeBaHUs KOPOHAPHOW apTephH, apUTMHs, 3aCTOHHAs
cepaeuHasi HeIOCTATOYHOCTD, LiepeOpoBacKy sipHble 3a0oneBanus U T.1. Muorue ¢dopmer CC3
MOKHO MPENOTBPAILATh WM JIEYHTh MyTeM Mepexofa K 3I0pOBOMY 00pa3y JKU3HH H IyTEM
KOHTPOJISI COCTOSIHMM, TaKMX KaK aTepOCKJIePO3, BBICOKOE KPOBSHOE NaBJEHHE, AUA0ET WIIH
OKUPEHHUE C MOMOIIBIO PA3JIMUYHBIX METUKAMEHTOB, TAKUX KAaK AHTHATPETaHTHBIE JIEKAPCTBEHHBIE
CPenCTBa, AHTHKOATYJSHTBI, HAMEPCTSHKA, WHTUOMTOPBI AHTHOTEH3UH-NPEBPALIAIOIIErO
dbepmenta (AIID), Geta-O6m0KaTOPBI U AareHTHI, CHIDKAIOLIHE ypoBeHb xonectepuna JIITHIL u 1. 1.
H3-3a conmyrcTByrOmMX 3a00JeBaHMH MAalMEHTHl YacTO HYXKOAIOTCS B IpUEME MHOXKECTBA
MEIMKAMEHTOB, B CBSI3M C OTHM JKEJIATENIbHBIM SIBJIIETCS CO3[JaHHE OJIHOH TalJeTKw,
HaIPaBJICHHON Ha JieueHue HECKOJIbKUX HapyIIEeHUH.

[0009] CraTuHbI SBASIOTCS OJHUM M3 HanOOJIee YaCTO HA3HAYAEMBIX JIEKAPCTBEHHBIX CPE/ICTB
Omaromapsi UX MOKAa3aHHOW CIIOCOOHOCTH MPENOTBPAILATh CEPAEUHO-COCYIUCThIE 3a00JIEBAHHS.
Hecmotpst Ha TO YTO CTAaTHHBI B IIEJIOM XOPOLIO MNEPEHOCATCS, Yy HEKOTOPHIX MAIEeHTOB
BCTPEYAETCS. HEMEePeHOCUMOCTh CTATHHOB, YTO TpeOyeT TINATENBHOro paccMoTpenus. Kpome
TOr'0, MAlHEHThl OBIBAIOT OOECTIOKOEHBI MOTEHIHAIBHBIM PHCKOM BO3HMKHOBEHHS BBI3BAHHOTO
PUEMOM CTATHHOB CaXapHOro anadera, paka v MOTEPH MaMSITH U YaCTO HHTEPECYIOTCS BOITPOCOM
HEOOXOAMMOCTH MPOJIO/UKEHHST JIEUEHHs] YKAa3aHHBIMH JIEKAPCTBEHHBIMH mpenapatamu. Jlis
JIEUEeHUs] MAI[HEHTOB C HEMEePEHOCHMOCTHIO CTATHHOB MO)KHO NPHMEHSTh HE OCHOBAaHHBIE HA
CTaTHHAX JIEKAPCTBEHHbIE CPENCTRA, CHIDKatolIe xonecrepun JITTHIT;, ogHako moka HHTHOU TOPBI
PCSK9 He sBnstorcss 0q0OpeHHBIMH, HU OJHO M3 OJOOPEHHBIX JIEKAPCTBEHHBIX CPEIACTB HE
obnamaeT naxke Oau3Koi K ctaTHaM 3 ek THBHOCTEIO. CylecTByeT ocTpas HeOOXOAUMOCTh B
pa3paboTKe aNbTEPHATUBHBIX U 3(PPEKTUBHBIX TEPANEBTHUECKHUX JIEKAPCTBEHHBIX CPEACTB IS
YKA3aHHBIX MALHEHTOB.

[0010] HeiiponerenepatuBHbie 3a00IeBaHUs MPEACTABISIOT COOOH 00OOINAOIINIT TEPMUH IS
psiia COCTOSIHHIA, KOTOPBIE TJIaBHBIM 00Pa30oM MOPaKAIOT HEHPOHBI B TOJIOBHOM MO3T€ YEJIOBEKA.
Hetiponsl mpenctaBisitoT coOOW CTPOUTENBHBIE JJIEMEHTHI HEPBHOH CHCTEMBI, BKJIFOYAIOIIEH
TOJIOBHOW W CnMHHOW Mo3r. HelipoHBl B HOpME He HeNsiTCS M HE BOCCTAHABIMBAIOTCS IIPH
noBpexxaeHun win rudenu. [Ipumeps! HelipoaereHepaTHBHBIX 3a00EBAHU BKIFOYAOT OOJIE3Hb

IMapkuncona, Oone3nbp AublreiiMepa u Oosie3Hb XaHTHHITOHA. HeiipoaereHepaTHBHbBIE



3a00JIeBaHMsI MPEACTABIISIOT COOOH HEU3IEUNMBbIE U TSHKEIO MPOTEKAIOLINE COCTOSHUS, KOTOPbIE
NPUBOIST K MPOTPECCUPYIOLIEN IereHepaliiyl 1/ ik rudesin HepBHBIX KiieTok. HepeannzoBaHHast
MEAMLUHCKAs TOTPEOHOCTE B CIOCO0aX JIeUeHH sl HellpoaereHepaTHBHBIX 3a00/IeBaHUH BBI3BIBAET
OCTPYIO HEOOXOTUMOCTh B pa3paboTke 3((HEeKTUBHBIX TEPANEBTHYECKHUX JIEKAPCTBEHHBIX CPECTB.
[0011] Memneynass arpodusi mpencraByiser cOOOH CHUIYKEHHE MBIIIEUYHOW MAacChl, KOTOPOE
MOJKET BKJIIOYATh YACTHYHOE HJIM MOJHOE MCTOLIEHHE MBI, MebImeyHast aTpodusi mpOUCXOIUT
B pe3yJbTaTe W3MEHEHWH OanaHca MeXOy CHHTE30M U paspylLieHneM OeskoB. MpbliieuHas
atpodusi MOXKET 3HAUMTENIbHO YXYIIIATh KAUYeCTBO JKU3HU MALMEHTA, MOCKOJBbKY YKa3aHHBIH
NAlMEeHT YTPAauMBaeT CIIOCOOHOCTh BBIMOJHATh KOHKPETHBIE 3aJaud MJIK HMEEeT pPHCK
BO3HHUKHOBEHHSI HECUaCTHO cCiydas (Hampumep, nmaneHus). Meimeuynas atpodusi CBs3aHa CO
CTapEHUEM H MOXKET SIBJISITHCS CEPhE3HBIM MTOCIIEICTBUEM PA3JIMYHBIX 3a00JI€BaHIIA, BKIIIOYAsS PaK,
CIIN u quaber. ITo cpaBHEHUIO C MOKUIIBIMH JIFOAbMH, HE CTPAJAIOIIUMU THA0ETOM, V MOKUJIIBIX
aroned, crpajaoumx auaberoMm 2 Tumna, HAOMIOJAETCS MOHIKEHHAs CHJIA CKEJIETHBIX MBILIL,
YacTO CBsI3aHHAs C M30BITOYHOW mMmoTepell mx Maccel. Ha ceromgHsiHuil OeHb OTCYTCTBYIOT
JIeKAPCTBEHHBIE CPEICTBA, ONOOPEHHbIE [UTs JIeUeHUs aTPO(UH CKEJIETHBIX MBILIILI.

[0012] Capkonenusi XapakTepu3yeTcss B MEPBYIO OYepedb MBILIEUHOW aTpoduel Hapsay co
CHIDKEHHEM KaueCTBa MBILIEUYHOW TKAaHU, KOTOPOE XapaKTepU3yeTcs TaKuMu (pakTopamu, Kak
3aMelleHne MBILIEYHBIX BOJIOKOH JKHPOBOH TKaHBIO, MporpeccupoBanue (Gpudpos3a, W3MEHEHHs
MBILIEYHOTO MeTa0OoMu3Ma, OKHCIHTENbHBIA CTPECC W JereHepanusi HEeHPOMBIIIEUHBIX
COEMHEHUH, U IPHUBOUT K MPOTrPECCUPYIOLIEH MTOTEPE MPOUYHOCTH U (PYHKIHMOHHPOBAHHUSI MBILIIII,
Ha ceronnsiiuHuii 1eHb HE CYIIECTBYET OJOOPEHHBIX TEPAEBTHUYECKHUX JIEKAPCTBEHHBIX CPEICTB
IUTSL JISYSHHS] CAPKOTIEHU .

[0013] Pak npexncraeisieT coO0M rpymny 3a00aeBaHU, BKIIIOUAIOIINX aHOMAJIbHBIH KJIIETOUHBIN
POCT 1 CITOCOOHBIX K MHBA3HMH UJIH PACIPOCTPAHEHHIO Ha Apyrue yact Teja. B 2012 r BO3HHUKIIO
0k0Ji0 14 MUJUTMOHOB HOBBIX CIIlyuaeB pakoBbIX 3aboyieBaHuii mo Bcemy Mmupy. Hawmbonee
pacmpoCTpaHEHHbIE THITBI pPaKa BKIIOUAIOT pPaK JIETKOrO, pPaK IPeICTATENIbHON JKeJle3bl,
KOJIOPEKTAJIbHBIA paK M paK JKelylKa Ui MY>KYHH U PaK MOJIOYHOM >KeJie3bl, KOJIOPEKTaIbHBIN
paK, pax JISTKOTO U paK MIeWKH MAaTKH AJIs1 >KeHITH. HecMOoTpst Ha HaTMune MHOKECTBA BAPHAHTOB
JIeYeHHsT paka, BKIIIOUAss XHPYPruyuecKoe, XHMHOTEPANeBTUUYECKOE JICUSHHE, PaaualHOHHYIO

TEpaNulO, rOPMOHAJIBHYIO TCPAIIHIO, HAIMIPABJICHHYIO TEPANUIO U MAJUIMATUBHOC JICUCHUEC, PakK



ocTaeTcs BaKHEHIIeW yrpo3od mjisi 340pOBbsl W sIBIseTCs mpuynHON mpuMmepHO 15% Bcex
YEeJIOBEYECKUX CMEPTEH.

[0014] 2Kuposoii remato3 mpeacTaiisieT coOoi 0OpaTHMOe COCTOSTHUE, MPU KOTOPOM B paMKax
mporecca crearo3a B KJIETKaX IEUeHN HAKAIJIMBAIOTCs OONbIIME BAKyOJIH, COXEpIKAIue >KHP
(Tpurnunepunsr). HecMoTpst Ha MHOKECTBO BBI3BIBAIOIINX €TI0 IIPUYNH KUPOBOH IrenaTto3 MOKHO
paccMaTpHBaTh Kak OfHO 3ab0JieBaHIe, BCTPEeUaroIeecs o BCeMy MUPY Y JIFOAeH ¢ H30BITOUHBIM
norpebiieHneM ankoroiyisi U oxupenneM. HeankoronsHas skuposast Oonesns neuenn (HAYKBII)
npezncrasiser coboil GopMy KHUPOBOTO remnaros3a, BOSHUKAOIMYIO IPH OTVIOKEHHH H30BITOYHOTO
JKHpa B TIEUEHHM Yy TALUeHTOB IPH OTCYTCTBHH H3OBITOYHOrO YIOTPeOJeHUs aJIKOTOJIs.
Heankoronsuast sxuposass Oonesns mnedenun (HAJKBII) B memom cumrtaercss CBS3aHHOW C
MeTabOIMUYECKUM CHHAPOMOM, TAKHM KaK PE3UCTEHTHOCTh K MHCYJIMHY, ITOBBILIEHHOE KPOBSHOE
naenenne u oxxupeHue. Heamkoronpuas sxupoBast Oonesns nedenu (HAJKBII) mnopaxkaer
IPUMEPHO TPETh B3POCJIONW MOMYJSIMMM HACeJIeHUs B Pa3BUTHIX CTpaHax. HeankoronbHsblil
creatorenatut (HACT) siBnsiercst kpaiiHelt pOpMOIl HEATKOTOJIbHOM KUPOBOH OOJE3HU MEUSHH
(HAKBII), conpoBOXIArOIENcss XPOHUUECKUM BOCHAJICHHEM, KOTOPOE MOXKET NMPHUBOIUTH K
nporpeccupyomem Gpudposy (pyOueBaHui0), HUPPO3Y W B KOHEUHOM HTOre IMEYEHOUHOM
HemocTtaTouHOCTH B cMepTu. HeankoroneHeril crearorenatut (HACI') HanmoMuHaeT ankoroisHoe
3a00seBaHIe eUYeHH, HO BCTPEYAETCs Y JIIOEH, YIOTPeOISIOIIX MaJIO HITH He YIOTPEOIISIOIMX
ankoroyib. OCHOBHBIM NPH3HAKOM HeaskoroiabHoro crearorenaruta (HACT) sBisiercs nosisnenue
JKUpa B IIEYEHU HapsiAy C BOCIAJIEHHUEM M NMOBPEKISHHEM. bONBIIMHCTBO JIIONeH, CTpagaromux
HeankoroibHbIM  crearorenatutoM (HACI), KkOTOpbIi 4acTo SIBISIETCS — «MOJTYALIMM)
3a00JIEBAHMEM TI€YEHH, YYBCTBYET CeOS XOPOIIO W HE MOM03PEBAET O HAJIMYMH MPOOJIEM C
neuenbto. Tem He MeHee HeankoronbHbIN crearorenatut (HACI) MoeT SBIATHCS OCTPHIM H
NPUBOIUTH K LUPPO3Y, IPU KOTOPOM HPOHCXOOUT HeoOpaTUMoOe MOBpEeXIeHne W pyOreBaHue
NEYEeHU U yTpaTa ee CioCOOHOCTH HOPMATbHO (PYHKLIMOHUPOBATS.

[0015] Ha ceromHsiIHHI O€Hb OTCYTCTBYIOT JIEKAPCTBEHHBIE CPEACTBA, OMOOpPEHHBIE st
neuennss HeankoronmpHOro crearorematuta (HACI) — cocrosiHuS, KOTOpOe BCTpedaeTcs
IPUMEPHO Y YETBEPTH MAIMEHTOB, CTPAAAIOLINX HEATKOTOJIbHOW JKUPOBOH OONE3HBIO MEeYeHH
(HAXKBII). CyuiectByrowmii CTaHAAPT CAEp:KUBaHus HeankorojasHoro creatorenatuta (HACI)
BKJIFOYAET IPOLeyPhl, HAIIPABIICHHbIE HA IOTEPI0 MACCHI TeNla, M IMOBBIIIEHHYIO (HPU3NYECKYIO

aktuBHOCTb. Heankoromeubii creatorenatut (HACIT) mnopaxkaer 2-5% amepukaHueB W



CTAHOBHUTCS BCe Oojiee pacmpoCTpaHEHHBIM 3a00JIeBaHHEM, BO3MOXKHO, H3-3a MOBBILICHHS
KOJIMUECTBA aMEPHKAHLEB, CTPAgalolMX OKUpeHueM. 3a mocienHue 10 jer wyacrtorta
BCTPEUAEMOCTH OYKHPEHHUs YBEJIMYMJIACh B JBA pasza Cpea B3POCIOrO HACEIEHHUs U B TPU pas3a
cpenu neTei.

[0016] TepameBTHYeckue JEKApPCTBEHHBIE CPENCTBA M CIIOCOOBI, MOCTYNHBIE CErOIHS IJIst
nedyeHus: 3a00JieBaHMN MJIM  PACCTPOWCTB, Takux Kak nuaber, oOcCiokHeHus auabera,
TUCITUIUAEMHS, OXHpeHHe, MeTaboNnuecKue CHHAPOMBI, HapylleHus Meradonmu3ma,
MpeAIecTBYIONMe nauadeTy, cepaeuHbie 3a00JeBaHUs, HEHpOIEreHepaTHBHbIE 3a00JIEBaHUS,
HeaJKoroJbHas skuposast 6one3ns neuenun (HAXKDBII), neankoronsHeii creatorenatut (HACT),
MBILIIeYHast aTPOo(dusi, BOCMAIEHHE H PAK, SIBJISIIOTCS HEAOCTATOYHBIMU. TakuMm 00pa3om, ocraercs
cepbe3Hast HOTPEOHOCTh B HOBBIX U YJIYUIIEHHBIX TEPANIEBTUUECKUX JIEKAPCTBEHHBIX CPEICTBAX U

criocobax JieueHus: Takux 3a00JIeBaHUN MM PACCTPOICTB.
Kpatkoe onucanune n3odpereHus

[0017] Hacrosimee n300peTeHne OCHOBBIBAETCS YACTHYHO HA PA3JIMUYHBIX HOBBIX KOMITO3HIIHSIX
OepbepriHa B KOMOWHAIMH C (hapMalE€BTHYECKA AKTHBHBIMH OPraHHYECKHM KHCIIOTAMU H
CBSI3AHHBIX cnoco6ax UX TNPUMCHCHHA UId JICUCHUSA I/I/I/I.]'[I/I OpeaoTBpaALlCHUA Pa3JIUMYHBIX
3a00JIEBaHMIA UJTH PACCTPOUCTB.

[0018] Hacrosiiee wu300peTeHHE TaK)K€ OCHOBBIBAETCS YACTHYHO HA PA3IHYHBIX HOBBIX
COCOUHCHUAX, ITOJIYYCHHBIX U3 6ep6epI/IHa u d)apMaueBTqucm/I AKTHBHBIX OPraHUYC€CKUX KHCJIOT,
pPa3siiiuHBIX HOBBIX COCOUHCHUAX, IIOJIYUCHHBIX U3 prO)le?sOKCI/IXOJIeBOﬁ KHCJIIOTBI H
q)apMaL[eBTI/ILIeCKI/I AKTHUBHBIX OPraHUuv4C€CKuX OCHOBaHHﬁ, H ux d)apMaL[eBTI/ILIeCKI/IX KOMIIO3ULUAX
n CHOCO6aX MOJIYYCHHUSA U TCPANICBTUYCCKOIO IPUMCHECHUS OJId JICUCHUA I/I/I/IJII/I npeaoTBpaliCHUA
pasIMYHbIX 3a00JIE€BAHUI HUITH PACCTPOMCTB.

[0019] Coenunenuss u (apMaleBTUUYECKHE KOMIIO3UIUH COTJIACHO H300PETEHHUIO MOXKHO
NPpUMEHATE I JICUCHHS PAa3JIMYHBIX 3a60J’IeBaHHﬁ 1501050 paCCTPOﬁCTB, TaKHUX Kak I[I/Ia6eT,
OCJIOKHCHUA I[I/Ia6eTa, AUCIIUNIUACMUA, AJUCITUNHACMUA Y MNMAUCHTOB C HEIMCPEHOCUMOCTHIO
CTaTUHOB, THUNCPJIUIIUACMUSA, THICPXOJCCTCPUHEMUS, THIICPTPUTTTULICPUACMUA, I[I/Ia6eTI/ILIeCKa$I
TUCIUMUAEMHUS, OXHUpPEHHE, MeTaDOJHYECKHE CHHAPOMBI, HapyIIeHHs Meradonusma,
MPENIECTBYIOIIHE nuabdeTy, cepaeuHbie 3a0oeBaHus, HEHpoAereHepaTHBHbIE 3a00JIEBaHMS,
CapKOIEHHs, MbILIEYHass aTpodus, BOCTAJICHHE U PaKOBble 3a00JIEBAHUS, a TAK)KE PA3JIHYHBIE

3a00JI€eBaHNS UK paCCTPOﬁCTBa INEYCHH, TAKHEC KaK )I(HpOBOfI renaros, HeaJIKOrojibHas KupoBas



00e3Hb MEYeHHU, HEaJKOroJbHBIN CTeATOreNnaTuT, XOoJecTaTHYecKue 3a00IeBaHus MeUYeHH WK
3a00JieBaHHe TEYEeHU «TPAHCIUIAHTAT MPOTUB XO3siMHA». COEeIUHEHHs COrJIACHO HACTOSIIEMY
HU300pPETEHHIO TAaKKe MOYKHO MPHMEHSITh ISl YIIyUllleHHs (PYHKLUHUU MEUSHH MPU XPOHHUYECKUX
BUPYCHBIX 3a00JIEBaHUSX MEUEHH U AJIKOTOJIbHBIX 3a00JIEBAHUSIX MTEYECHH.

[0020] CormacHO ODHOMY acCHeKTy, H300peTeHHe B II€JIOM OTHOCHTCS K KOMIIO3HUIIUH,
comepxaiueii: (a) OepOepun wmmm ero unpousBogHoe wim aHaior, (b) omny wmmm Oonee
(dapMaLeBTHYECKH AKTHUBHBIX OPraHMYECKHX KHCJIOT U (C) HeoOs3aTeNbHO (hapManeBTHYECKH
npueMjeMOoe BCIOMOTaTelbHOE BEIIeCTBO, HOCHTENb win pasbaBurtens. bepbepun u
(dapManeBTHYECKH AKTUBHAS OpPraHUYecKas KHCJI0Ta (KHCIOTHI) MPUCYTCTBYIOT B KOJIMYECTBE,
KOTOPOE IPU BBEIEHHH CYOBEKTY SIBJISIFOTCS TOCTATOUHBIMH IS JICUEHHS], TPETOTBPALLECHUS UITH
ocnabiieHnst OMHOTO WK OoJtee 3a00IeBaHU HIIH PACCTPOMCTB, BHIOPAHHBIX M3 METAOOTMUECKUX
pPacCTPOMCTB, CEPAEYHBIX 3a00JIEBaHMIA, HEHPONEreHePaTUBHBIX 3a00JE€BAHHIA, MBILIEYHOM
atpoduu, BOCmaJeHUss W paka, MM CBSI3aHHOIO C HUMH 3a00JIEBaHUS WJIHM PACCTPOWCTBA Y
MJIEKOITUTAIOIIETO, BKITIOYAs! YEJIOBEKA.

[0021] CornacHo ApyromMy acmekty, W300peTeHHe B LEJIOM OTHOCHTCS K CHOCOOY JIeueHWs,
ocnabneHuss WM TMpPeNoTBpaleHnss Mertabonuueckoro paccrpoiictBa. Crmocod BKiOUaeT
BBEJIEHHE HYKIAIOIIEMYCSl B 3TOM CYOBEKTY (hapMalleBTHUECKOH KOMITO3UIINH, COAepsKalieii: (a)
OepbOeprH wWin ero nmpousBoaHoe uik aHaior; (b) oguy umu 6osee GpapMaleBTHYECKA aKTHBHBIX
OpPraHHYeCKHX KHCJIOT B TepaneBTHYeCKd 3(P(PEKTHBHOM KojauuecTBe U (C) HEOOsI3aTENbHO
(dapMaleBTHYECKH TPUEMJIIEMOE BCIIOMOTATENBHOE BELECTBO, HOCUTEIb WM Pa30aBUTENb.
[0022] CormacHo npyromy acrmekTy, H300peTeHHEe B LEJOM OTHOCHUTCS K HaOOpy, KOTOPBIi
comepkuT; (1) MEepBBIi areHT, MPEACTABISIOmMA co0oi OepOepuH WM €ro MPOM3BOAHOE WJIH
anayior; (i1) omuH (wiam Oojiee) BTOPOH areHT (areHToB), BbIOpaHHBIH U3 R-(+)-0-THIIOEBOM
KHCJIOTBI, THAPOKCUJIMMOHHOW KHCJOTBI, JHKO3AMEHTA€HOBON KHCIIOTHI, AOKO3areKCaeHOBOM
KHCJIOTBI, JIOKO3AIEHTA€HOBOH KHCJIOTBI, YPCOJIOBOH KHCJIOTBI, KOPOCOJHEBOH KHCIIOTHI,
KOPUYHON KHUCJIOTBI, XOJIEBOW KUCIIOTHI, 00ETUXOJIEBON KUCIIOTHI, YPCOAE30KCUXOIEBON KUCIOTHI,
OJICAHOJIOBOM KUCIIOTHI, CATMLMIOBON KUCJIOTHI, OETYJIMHOBOM KHUCIOTHI, XJIOPOT€HOBOW KHCIIOTHI,
Ko(henHOBOM KHCJIOTHI, OaccrueBoi KHCJIOTEI, anerun-L-kapauTHHA, S-
AJUTHILU CTEMHCYIb(OKCHaa,  S-METHILHMCTEUHCYJIb(OKCHAA,  MAHTOTEHOBOH  KHCIIOTHI,
ACKOPOMHOBOI KHUCJIOTBI, PETUHOEBOH KHUCJIOTHI, PEMHA, HHUKOTUHOBOW KHCJIOTHI, OHOTHHA H

APYyrux OpraHuveCKux KHCIIOT, 06H_IerI/I3HaHHI:IX crnenuaJIuCTaMu B I[aHHOfI 001acTH TEXHUKH



(dapMaLeBTHYECKHA aKTHBHBIMU JUTSl JIYSHHsI OJHOTO WK OoJjiee 3a00eBaHuil UM pacCTPOICTB,
BBIOPAHHBIX U3 METAOOIHMUECKIX PACCTPONCTB, CEPAECUYHBIX 3a00JIEBAHI, HEHPOIET€HEPATHBHBIX
3a00JIeBaHM, MBIIIIEUHOH aTpO(HH, BOCHIAJEHHS W PaKa, WM CBSI3aHHOTO C HUMHU 3a00JIeBaHMS
WJIA PACCTPOICTBA Y MIIEKOMTUTAIOIETO, BKIIIOUas ueoBeka. [1epBriii 1 BTOPOIi areHT MOTYT OBbITh
IPEACTaBJIEHbl B BUIE OYMIIEHHBIX AKTHBHBIX (hapMALEBTHYECKUX HHIPEOUEHTOB WJIM B BUIE
AKTHBHBIX WHTPEIMEHTOB MPHPOTHBIX O3KCTPAKTOB, HAIMPHUMED. KEIYHBIX KHCIOT (XOJeBast
KHCJIOTa, JE30KCHXOJieBasi KHUCIOTAa U T.J.), SKCTPAKTOB peBeHs (peuH), SKCTPaKTa KOPHILIBI
(xoprYHasI KHCIIOTA), SKCTpakTa OaHaHa (KOpOCOIHEBast KUCIOTa) U T.A4.; U (111) HHCTPYKIHIO MO
BBEJICHHIO KOMOWHAIIMKM AreHTOB MALMEHTY, CTPANAIOLIEMy WM HMEIOIIEMY PUCK DPA3BUTHSI
OZHOrO 1K Oostee 3a00JIEBAHU T PACCTPONUCTB, BBIOPAHHBIX U3 META0OIMUYECKIX PACCTPOMICTB,
cepAeuHbIX 3a00/IeBaHNM, HEHPOIereHepaTHBHBIX 3a00JIeBaHN, MBIIIEYHON aTPpO(uu U paka.
[0023] CormacHo APYroMy acrekTy, H300peTeHHe B LEJIOM OTHOCUTCS K COJIM TIPUCOEIUHEHHS
KHCJIOTBI-OCHOBAHUS 11O CYIECTBY B YHCTOM BUJE, HMEIOLIEN CIEAYIOIYIO (GopMyJTy:
(XDm(U)n @,

rue

(a) U mpencrasnsier coO0i aHHOHHBINM (ParMeHT YPCOAE30KCHXOJIEBOM KHUCIOTHI MU €€
MPOM3BOIHOTO HJIH aHAJIOra,

(b) X* mpencraBnser coOON KATHOHHBIM (parMeHT (hapMaleBTUUECKH AKTHBHOIO
OPTraHUYECKOrO OCHOBAHMUSI, U

(c) m u n npencTaBsAOT COOOM IENbIE YUCIIA, HE3aBHUCUMO BhIOpaHHbie U3 1, 2, 3,4, 5u 6
TaKUM 00pa3oM, 4TOOBI OJYUHIIACh COJIb C HEHTPAIbHBIM 3aPSIIOM.
[0024] CormacHo npyromy acrekTy, H300peTeHHEe B LEJIOM OTHOCHTCS K (hapMarieBTUUYECKO
KOMITO3HLIUHU, CONEPIKALIEl COJb MPUCOEINHEHHS KUCIOThI-OCHOBAHHUSI, UMEIOLIYIO CIIEAYIOLIYIO
dhopmyy:

(X)m(U)n @),

rae

(a) U mpencrasnsier coOOI aHUOHHBIH (PPArMEHT YPCOAE30KCHXOJIEBOIH KHCIOThI HJIH €€
NPOM3BOAHOTO HJIH aHAJIOrA,

(b) X* mpencraBnser coOON KATHOHHBIN (parMeHT (hapMAlEBTUUECKH AKTHBHOIO
OPTraHUYECKOrO OCHOBAHHUSI, U

(c) m u n npeacTaBsAOT COOOM LENbIe YUCIIa, HE3aBHUCHUMO BhIOpaHHbie U3 1,2, 3,4, 5u 6



TaKUM 00pa3oM, YTOOBI MOJTYUHIIACh COJIb C HEUTPAJIbHBIM 3apsIIOM, B KOJIHYECTBE, 3 (HEKTHBHOM
JUIs  JIeYEHUs, TPEeNOoTBpallleHus] WM ocjablieHuss OgHoro mid Oosiee 3a0ONeBaHUN HITH
PacCCTPOMCTB, BHIOPAHHBIX M3 YKHUPOBOTO TeNaTo3a, HEAJIKOTOJIbHOH JKUPOBOW OOJIE3HH MEUEeHH
(HAXBII) n neankoromnsHoro creatorenatuta (HACI), xonectatnyecknx 3a00eBaHUil TeYeHH,
3a00JIeBaHMsI MEUEHH «TPAHCIUIAHTAT MPOTHB XO3SHWHAY», XPOHUUYECKUX BHPYCHBIX 3a00JI€BaHUIT
NEYEHH, aJIKOrOJIbHBIX 3a00yieBaHull neueHn, MeTabonueckux 3a00JIeBaHUI HIIH PACCTPOMCTB,
TAKUX KakK HapyuieHus Meraboim3ma, mpemuectByromue auadery, muader, nuadermyeckas
OUCITATTHAEMHES], TUCITUITHAEMHES Y TALMEHTOB C HETEPEHOCUMOCTHIO CTATHHOB, THIIEPJIHITH IEMHUSI,
OKUpPEHUE, WIN CBSI3aHHBIX C HUMH 3a00JI€BAaHUH HJIH PACCTPONCTB Y MJIEKOIHU TAIOLIET0, BKJIFOYast
yeynoBeka, W (papMalEeBTHYECKH NpPUEMJIEMOE BCIIOMOTATEIbHOE BEIIECTBO, HOCHTENb WJIH
pa3daBHUTEb.
[0025] CornacHo apyromy acrekty, M300peTeHHe B IEJIOM OTHOCHUTCS K CIIOCOOY JIeYeHHH,
ocabJieHHst WK TPEeIOTBPALeHus 3a001eBaHus Wik pacctpoiicta. Criocod BKIIIOUAET BBEACHHE
HYXXJAIOIIEMYCs. B 3TOM CyObekTy (apMalneBTHYECKOW KOMIIO3ULUK, COAepsKaleil CoJb
IPUCOEMHEHHSI KHCIOThI-OCHOBAHHUSI, UMEIOIIYIO CIEAYIOMYIO (HopMyIty:
(XDm(U)n @,

rae

(a) U mpencrasisier coOOI aHHOHHBIN (PParMEHT YPCOAE30KCHXOJIEBOIH KHCIOThI HITH €€
POM3BOIHOTO HJTH aHAJIOra,

(b) X* mpencraBnser coOOM KATHOHHBIM (parMeHT (hapMalEBTUUYECKH AKTHBHOIO
OpPraHUYEeCKOr0 OCHOBAHMSI, U

(c) m u n npencTaBasAOT COOOI IENbIE YUCIIA, HE3ABHCHMO BhIOpaHHbie U3 1,2, 3,4, 5u 6
TaKUM 00pa3oM, 4TOOBI OJMYUHIIACH COJIb C HEHTPAIbHBIM 3aPsIIOM,
B KOJIYeCTBE, 3D (HEKTUBHOM ISl JIEUSHHUSI, TPEIOTBPALIEHHS I OCIa0IeHUs OHOrO MK OoJiee
3a00JIeBaHMI MJIH PACCTPOIMCTB, BEIOPAHHBIX M3 YKHPOBOTO 'eMaTo3a, HEAJTKOTONIbHON JKUPOBOI
6onesnn meuenn (HAJKBII) m neankoromsHoro crearorematuta (HACT), xonecratnmyecknx
3a0oJieBaHMil TeYeHH, 3a00JIeBaHKS MEYEHH (TPAHCIUIAHTAT MPOTHB XO3SHWHAY», XPOHHUYECKHUX
BUPYCHBIX 3a00JIeBaHMN TIE€UYEHH, AJIKOTOJIbHBIX 3a00JeBaHMN TEYEeHH, MeTabOoJHUYeCKuX
3a00JIeBaHUII WJHM PACCTPOWCTB, TAKMX KAaK HApyIIEHHS MeTa0OoJM3Ma, MPEAIECTBYIOLIHE
nunabety, nauaber, pauabernueckas AUCIUMHAEMHS, OUCIUNOUAEMHs Yy TMAlUEHTOB C

HECNICPCHOCUMOCTBEKO CTATUHOB, THUIICPIUIIUACMUS, OXUPCHUEC, HWJIN CBA3aHHOI0O C HHMHU
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3a00JIeBaHMs WJIH PACCTPOMCTBA Y MJIEKOMMTAIOLIET0, BKIIIOYAsl YeJOBeKa, U (papMalneBTHUYECKH
npreMJIeMOe BCIIOMOTaTENbHOE BEIECTBO, HOCUTENb WK Pa30aBUTENb.
[0026] CornacHo Opyromy acrekTy, H300peTeHHe B [[€JIOM OTHOCHTCS K COJIH TPUCOETHHEHUS
KHCJIOTBI-OCHOBAHMUSI IO CYIIECTBY B YHCTOM BHUJE, UMEIOIIEN CIeaYIOYO (GOopMyJIy:
(B*)u(Y)n (),

rae

(a) B" mpexcraeinsier co60ii KaTHOHHBIHN (hparMeHT GepOepruHa Uik €ro MPOM3BOAHOIO UITH
aHaJyora;

(b) Y npencraBnser coboii aHWOHHBIA (parMeHT (apMalEeBTUYECKH aKTHBHOW
OpPraHUYecKON KUCIIOTHI, U

(c) m 1 n mpeaCTaBISIIOT COOOH LiENbIe YKCia, He3aBUCUMO BoiOpanubie U3 1,2, 3,4, 5u 6
TaKUM 00Pa3oM, 4TOOBI MOMYYHIIACH COJIb C HEUTPAIbHBIM 3aPSIIOM.
[0027] CormacHO APYroMy acrekTy, H300peTeHHe B IEJIOM OTHOCHTCSA K (hapMareBTHUECKOM
KOMITO3HMLIMHU, CONEPrKaIlel CONb MPUCOSIMHEHHS KUCIOThI-OCHOBAHHUSI, HUMEIOLIYIO CIIEAYIOLIYIO
bopmyy:

(B)m(Y)n ),

rae

(a) B" mpencrasnser co60il KaTHOHHBIN (hparMeHT GepOepruHa Uik ero MPOM3BOAHOIO UITH
aHaJyora;

(b) Y- upencraBnser cobOoii aHUOHHBIA (pparMeHT (apMalEeBTHUECKH AaKTHBHOM
OPTaHNYECKON KUCJIOTHI, U

(c) m u n npencTaBasAOT COOOI IENbIE YUCIIA, HE3aBHCUMO BhIOpaHHbie U3 1,2, 3,4, 5u 6
TAaKUM 00pa3oM, YTOOBI MOYUHIIACH COJIb C HEHTPAILHBIM 3aPSIOM,
B KOJIYeCTBE, 3D (HEKTUBHOM ISl JIEUSHHUSI, TPEIOTBPALIEHHS I OCIa0IeHUs OHOrO MK OoJiee
3a00JIEBaHMI WM PACCTPOKMCTB, BBIOPAHHBIX M3 METAOONMYECKHX PACCTPOWCTB, CEPIAEUHBIX
3a00JieBaHMii, HEHpPOJEereHepaTHBHBIX 3a00JieBaHMi, CAPKOMEHHH, MBIMIEUYHOW aTpoduH,
BOCMAJICHWs] W paka, WM CBS3aHHOMO C HUMH 3a00JeBaHHMs WM PACCTPOICTBA Yy
MJIEKOITUTAIOLIEr0, BKJIKOYAsl 4YejioBeKa, W (papMaleBTHUECKH MpUEMJIEMOE BCIOMOTaTENIbHOE
BELIECTBO, HOCHTEJb WJIH pa30aBUTENb.
[0028] CornacHo apyroMmy acmekTy, H300peTeHHe B IIEJIOM OTHOCHUTCS K CIOCOOY JIeueHus,

ociabyieHHst MM TPeIOTBpaleH s 3a0oneBaHust i paccrpoiictsa. Criocod BKIIIOUaeT BBEACHHE
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HYXXJAIOIIEMYCS B 3TOM CYOBeKTy (hapMaleBTHUECKOH KOMITO3UIUK, COHEpIKaIledl COJb
NPUCOEANHEHHS KUCIIOThI-OCHOBAHHUS, HMEIOIIYIO CIEAYIOLIYIO (POopMyITy:
(B*)u(Y)n (),

rue

(a) B" mpexcraensier co00ii KaTHOHHBIN (hparMeHT GepOepuHa UiTh ero MPOM3BOAHOIO UITH
aHajora;

(b) Y npencraBnser coboii aHWUOHHBIA (parMeHT (apMalEeBTUYECKH aKTHBHOW
OPTraHNYeCKON KUCJIOTHI, U
(c) m u n mpeAcTaBISIFOT COOOH IIeNbIe YKCIia, HE3aBHCUMO BeIOpaHHbIe U3 1, 2, 3, 4, 5 u 6 Takum
o0pa3oM, 4ToOBI MONyYHJIACh COJIb C HEUTPAJIbHBIM 3apsI0M, B KoJHuecTBe, 3QHEKTHBHOM st
JIeUeHus1, IPEeNOTBPAILEHHS I OCIa0JieH st OOHOro win OoJiee 3a00I€BAaHUN WIIH PACCTPOICTB,
BBIOpAHHBIX U3 METAOOIHMYECKIX PACCTPOICTB, CEPACUYHBIX 3a00JIE€BaHIH, HEHPOIereHePaTUBHBIX
3a00JIeBaHmii, CAPKOTEHUH, MBILIEUHON aTpo(dUH, BOCIAJIEHUS U paKa WM CBS3aHHOTO C HUMH
3a00JIeBaHIsI UM PACCTPONCTBA Y MJIEKOMHUTAIOLIETO, BKIIIOYAs YeJIOBeKa, U (hapManeBTHUECKH

pUEMJIEMOE BCIIOMOTATENbHOE BELIECTBO, HOCUTEIb HIIH Pa30aBUTEb.
Kpartkoe onucanne rpagauecKux MaTepuasioB

[0029] ®urypa 1. Macca tena s kaxaoi ieueOHoi rpymnmet Ha O u 14 1eHs.

[0030] Purypa 2. 3meHeHne MacChl Telia B Kax a0 jieueOHO# rpymme yepe3 14 nHell neueHust.
[0031] Purypa 3. YpoBeHb IJIFOKO3bI B KPOBH IS KAXKIOM JieueOHOM rpymisl Ha 2 U 15 neHs.
[0032] Durypa 4. VsmeHeHre ypOBHS JIFOKO3bI B KPOBHU TS KAXKIAOH JiedeOHOU rpyIIibl HA 2
15 nmeus.

[0033] ®urypa 5. Cnexrp 'H SIMP ypconesokcuxonaTta mergpopmuna B JIMCO-De.

[0034] Durypa 6. UK-cniektp ypcone3okcuxonata MeT(opMuHa.

[0035] ®urypa 7. Cnexrp 'H SIMP ypcone3zokcuxonata 6epOepuna (OUUILIEHHBIH TPOIYKT).
[0036] ®urypa 8. Cnextp 'H SIMP cmecu ruapoxnopuma Oepbepuna (1,0 3kB.) wu
ypconezokcuxoseroi kuciaotsl (1,0 5kB.) B JIMCO-De.

[0037] ®urypa 9. UK-cmektp ypconesokcuxonata OepOeprHa (HEOUHMINEHHBIH MPOAYKT).
ITonoca BanentHoro kosebanusi kapdoonmna C=0 ypcome30KCHXOJIEBONH KHUCIOTHI B 00IacTH

npumepno 1721 cm™! ucuesana 8 UK-cnextpe ypconezokcuxonaTta GepOepuHa.
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[0038] ®urypa 10. HWK-cnmektp cmecu rugpoxiopuna Oepbepuna (1,0 2kB.) w
ypcone3okcuxoseBoii kucaotel (1,0 skB.). Ilonmoca BamenTHOro konebanus kapoOonunaa C=0
YPCOME30KCUXOJIEBOM KMCIOTHI MOSABJIIAch B 061actu mpumepro 1719 em!.

[0039] ®urypa 11. Macc-cnekTpoOMETpHYECKH aHAU3 YypCOae30oKchxonata OepOepuHa B
pekuMe perucTpaiii OTPULATENbHBIX HOHOB: OonpeaeneHHas moJyekyssipaas macca Y IXK [M-
H] 391,28.

[0040] Purypa 12. Macc-cneKkTpOMETPpUYECKHI aHAU3 YypCcOae30oKchxonata OepOepuHa B
pekUMe PETHCTPALIMH TIOJIOKUTENLHBIX HOHOB: ONpeesieHHas MojieKky isipHas macca BBP 336,14
[0041] Purypa 13. (A) KonuenTpamms riroko3sl B IIa3Me KPOBU MPH NEPOPATLHOM TECTE Ha
tosiepanTHOCTE K Tutoko3e (IITTI) u (B) mnomane mox xpusoi rmoko3sl B IITTI. [lanHbie
IpeACTaBJIeHbl Kak cpeaHee + cranmaprHas oumnbka cpemuero (n=7~13). ** p<0,01 mns I'2 mo
cpaBuenuto ¢ I'l; # p<0,05 wis I'4, T'S, I'6 v I'7 mo cpasHenwuto ¢ I'2.

[0042] Purypa 14. Dotorpaduu pe3ynbTaToB OKpacku mneudeHu kpacutenem Sultan III B
pasnuuHbIX rpymnmnax (n=7~13).

[0043] ®urypa 15. Cnextp 'H SIMP conu ypconosoii kucnotsl 6epbepuna (400MI ', JIMCO-
De).

[0044] ®Durypa 16. Bousaue Y IXKD na yposens xonecrepuna JIITHII, yposens xonectepuna
JITIBIT B ceiBopotke, OX/xomnecrepun JINIBIT 1 MAXK y XOMSYKOB C THIIEPIATHIEMUAEH.

[0045] ®urypa 17. Bmusane YIXKb Ha ypoBenb ACT B CBIBOPOTKE XOMSUYKOB C
TUNIePIIMITUAEMHUECH.

[0046] Durypa 18. Bmusaune VY/IXKb Ha ypoenp AJIT B CBIBOPOTKE XOMSUYKOB C
TUNIEPIINIUAEMHUCH.

[0047] ®Durypa 19. Bausane YIXKD Ha maccy medeHHM W WHAEKC NMEYEHH Y XOMSIYKOB C
TUNIEPIIMIUAEMHUCH.

[0048] Durypa 20. O0ias oleHKa OTJIOKEHHUS JIUITUOB B TKAHU TEUEHH.

[0049] ®wurypa 21. Bmusane YIXKb Ha comepkanme OX um TI' B medyeHH y XOMSYKOB C
TUIIePINIUAEMHUEH.

[0050] ®urypa 22. Biusane Y/IXKB Ha oueHky mno Iikaje BOCHAajieHHs © O0JACTb

OKpalllnBaHUA MAaCJITHBIM KpaCHBIM 0.

Onpenenenus
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[0051] Ecnmu He yka3zaHO WHOE, BCe TEXHHYECKHE W HAy4YHbIe TEPMHHBI, YIOTPOJsieMbIE B
HACTOSIIEeN 3asBKE, MMEIOT Takoe OOIIENPHHATOE 3HAYEHHE, MOHSITHOE ISl CHELHAJIMCTOB B
o0nacTH TEXHHKH, K KOTOPOW OTHOCHTCS HacTosimee wuszobperenue. OOMe NPUHIUIBI
OpPraHUYecKOl XUMHH, a TaKxke crenuduueckue QyHKIHMOHATIbHbIE (DparMeHThl U PEaKTUBHBIE
rpynmnsl onucansl B uctounuke «Organic Chemistry», Thomas Sorrell, University Science Books,
Sausalito: 2006.

[0052] KoHkpeTHbIE COEMHEHHS COTJIACHO HACTOSIIEMY H300PETEHHIO MOTYT CYIIIECTBOBATH, B
YaCTHOCTH, B BHAE T'€OMETPUYECKHX H30MEpPOB MM CcTepeousoMepHbix (opm. CormacHo
HACTOSILIIEMY M300PETEHHIO, PACCMATPHUBAIOTCS BCE TAKUE COSAMHEHUS], BKIIIOYAs YuC- U MPAHC-
u3oMepel, R- 1 S-3HaHTHOMEpBI, quacTepeomepsl, (D)-u3omepsl, (L)-H30Mepbl, HX paleMHUUYECKIe
U Opyrue CMecH, B Ipenenax oObemMa Hacrosiero wu3o0pereHus. JOmoJIHUTENbHBIE
ACHUMMETPUYHbIE ATOMBI YIJIEpPOJa MOTYT IPUCYTCTBOBATh B 3aMECTUTENE, TAKOM KaK aJKUJIbHAs
rpynna. Ilpeanonaraercs, 4To Bce Takue U30MEPHI, a TAKKE UX CMECHU BKIJIIOUEHBI B HACTOsILIEe
uszobpereHue.

[0053] Cwmecu uzoMepoB, comeprkarliye H30Mephl B JIIOOOM U3 Pa3IMYHBIX COOTHOLIEHUH, MOYKHO
UCIOJIb30BaTh B COOTBETCTBHM C HACTOSIIUM H300peTeHueMm. Hampumep, korma oObequHEHBI
TOJILKO JIBA HM30Mepa, COIMVIACHO HACTOSALIEMY H300PETEHHIO, PACCMATPUBAIOTCS CMECH,
cozieprkalre ykazaHHble m3oMepbl B cooTHomenun 50:50, 60:40, 70:30, 80:20, 90:10, 95:5, 96:4,
97:3, 98:2, 99:1 wim 100:0. CnienpanucraM B JaHHOW O0JIACTH TEXHUKU OyIET OYEBHIHO, UTO
AHAJIOTHYHBIE COOTHOLIEHHS MPEANOIAratoTcs Ajisi 00Jiee CIIOKHBIX CMECel H30MEPOB.

[0054] Ecimu, nanpuMmep, KOHKPETHBIH OSHAHTHOMEP COEOWHEHHUS COIJIACHO HACTOSIIEMY
HU300pPETEHUIO SIBJISIETCS JKENATENbHBIM, OH MOYKET OBITh TOJyYeH MyTeM aCHMMETPHYHOTO
CHHTE3a WJIM MyTeM OOpa3oBaHHsS C MOMOIIBI XHPAJILHOTO BCIIOMOTaTeIbHOIO JJIEMEHTA, MPH
3TOM MOJYYECHHYIO TUACTEPEOMEPHYIO CMECh Pa3lesisiiOT U I'PYIIY BCIIOMOTATEIEHOIO 3JIEMEHTA
OTILIENJISIIOT C MOJyYeHHEM YHCTOrO JKENaeMOro SHaHTHOMEPa. AJIbTEpHATUBHO, €CIIH MOJIEKYJIa
CONEPKUT OCHOBHYIO (DYHKUHOHAIBHYIO TPYINy, TaKyld KaK aMHH, WJIH KHCJIOTHYIO
(YHKUMOHANBHYIO TPYIIY, TaKyK Kak KapOOKCHJI, MONYyYarT IHACTEPEOMEPHBIE COJIU C
COOTBETCTBYIOILIEH ONTHYECKH AaKTHUBHON KHCJIIOTOM HMJIM OCHOBAHHEM C MOCIEAYIOLIUM
pasgeneHreM COOPMHPOBAHHBIX TAKHM OOpa3oM [IHACTEPEOMEPOB C IMOMOLIBID METOJOB
(paKLMOHHON KPHCTAJUTM3ALUN HJIH XpOMAaTorpaduu, XOpOLIO H3BECTHBIX B JAHHON 0o0JacTu

TEXHUKH, U TOCTICAYOIMNM BOCCTAHOBJICHUEM YU CTBIX SHAHTUOMEPOB.
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[0055] C yyeToM mpeUMYILIECTB HACTOSILErO H300pPETeHHs CIELHATUCTY B JAHHOH OONacTH
TEXHUKH OyJeT OYeBHIHO, YTO B CIOCOOAX CHHTE3a, OMUCAHHBIX B HACTOSINEH 3asBKE, MOTYT
UCIOJIb30BATHCSI Pa3JIMYHbIE 3AIIUTHBIE IPYIIBL. TEePMUH «3aIMUTHAS TPYIINAY MPH YIOTPEOIeHUH
B HACTOSIIEH 3asBKE O3HAYAET, YTO KOHKPETHBIH (hYHKIMOHAIBHEIN (hparmMeHT, Hanpumep, O, S
w N, BpeMeHHO OJIOKHpYeTCsl TAKUM 00pa3oM, YTO PEAKIMIO MOYKHO MPOBOAMUTE CEIEKTUBHO IO
apyromy (YHKIMOHAJbHO AKTUBHOMY CaHTy B COEAMHEHHH, COAEpIKAIEM HECKOJIBKO
¢bysxkunoHanbHEIX Tpynn. COrjiaCHO MPEANOYTUTENBHBIM BAPHAHTAM PEaIU3alud H300peTeHH s,
3alUTHAsT TPYNNA CEJeKTUBHO pearupyer (C XOpolled HHTEHCHBHOCTBIO) C IMOJIyYeHHEM
3alIUIIEHHOr0 CyOCTpaTa, KOTOPBIH SIBISIETCS YCTOMUYMBBIM K IUIAHUPYEMBIM PEaKIIHSIM,
3alMTHAS TPyINIA JOJDKHA TOAIABATHCS CEIEKTUBHOMY YAAJICHHIO (C XOPOIIeH HHTEHCHBHOCTBIO)
C TIOMOIUBIO MPEANOYTUTEBHO JIETKO JOCTYIHBIX HETOKCHYHBIX pEareHTOB, KOTOpble He
BO3AEHCTBYIOT Ha Apyrue (YHKUMOHAJIbHBIE TPYIIbL, 3aIlMUTHAs Tpynma oOpasyer Jierko
OTAessieMOe MPOM3BOIHOE ([IPEANOYTUTENHFHO 0e3 00pa3oBaHUsl HOBBIX CTEPEOTrEeHHBIX LIEHTPOB);
U 3aIMUTHAs CPyNna AMeeT MHUHHMAJIbHOE KOJMYECTBO IOMOJIHHTEIBHBIX (DYHKIHOHAIBHBIX
IPYII U1l UCKJIIOUEHUs JONOJIHUTEIBHBIX CAWTOB peakiuu. MOKHO HUCIONIb30BaTh 3AIIUTHbIE
TPYIIIEL 411 KUCJIOPOAa, Cephl, a30Ta u yriepona. [IpuMeps! pa3nuyHbIX 3alIUTHRIX TPYIIIT MOXKHO
Haiitu B uctounuke Protective Groups in Organic Synthesis, Third Ed. Greene, T.W. u Wuts, P.G.,
Eds., John Wiley & Sons, New York: 1999.

[0056] Cnenyer moHMMATh, YTO COEIUHEHHWs, ONKMCAHHbIE B HACTOSINEH 3asiBKE, MOTYT
cozepKaTh JIF000E KOJMYECTBO 3aMeCTHTeNel nin (PyHKIHOHAIBHO aKTHBHBIX (pparmenToB. Ha
NPOTSHKEHUN BCEH 3asBKH MOTYT OBITh BBIOpAHBI IPYIINBI U UX 3aMECTHTEIH, 00eCneUnBaroIne
crabuiibHbIe GPArMEHTHI U COEIMHEHHS.

[0057] TIlpu wuCmONBL30BAHWU B HACTOALIEH 3asBKe TEePMHUH <«3(PPEeKTHBHOE KOJIHMUECTBOY
AKTUBHOTO areHTa OTHOCUTCS K KOJIMYECTBY, AOCTATOYHOMY IUisi OOECIHEUeHHs 3>KEIaeMOoro
Ouosornueckoro oTBeTa. Kak OYeBHOHO CHENMATMCTAM B JaHHOH OOJACTH TEXHHKH,
3¢ dexkTuBHOE KOJUYECTBO COEAMHEHHS COTJIACHO HACTOSIIEMY H300PETEHHI0 MOKET
BapbHPOBATh B 3aBHCHMOCTH OT Takux (PaKTOPOB, KaK JKeJaeMblii KOHEUHBIH OMOJIOrHYECKHit
pe3yabTat, (papMaKOKHHETHUYECKHE CBOMCTBA COeqMHEHNs, 3a00JieBaHue, OIeKallee JICUEHHE,
croco0 BBeJEeHNS U KOHKPETHBIN MaIliEeHT.

[0058] Ilpu wuCmOJIB30BAHUM B HACTOSIIEH 3asBKE TEPMHH <«JIeUeHHe, ocjabjeHne WIH

npenoTBpainenre 3a00eBaHUs UK PACCTPONCTBAY OTHOCHTCS K YJIYUINEHUIO TAKOT'O COCTOSTHHUS
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0 WJIM TOCJie TOro, Kak OHO npousouuio. 1Io cpaBHEHHIO ¢ 3KBHBaJIEHTHBIM KOHTPOJIEM, HE
NOJIyYaIOIINM JIeUEHHe, Takoe OcjallieHHe WM CTeNeHb MPEeIOTBPAILIEHUs COCTABJISIET, IO
MeHbIIel Mepe, 5%, 10%, 20%, 40%, 50%, 60%, 80%, 90%, 95% wumi 100% no pezymbTatam
OLIEHKH C MOMOIIBIO JJIOOOro CTAHIAPTHOTO METO/IA.

[0059] IlIpu ucnonb30BaHWU B HACTOSIIEH 3asBKE TEPMHH «(}HapMaLEeBTUYECKU MPUEMJIEMOE
BCIIOMOTaTeJIbHOE BEINEeCTBO, HOCUTENIb HJIM pa30aBUTENb» OTHOCHUTCS K (hapMaleBTHYECKH
MpUeMJIEMOMY MaTepHually, KOMIO3UILUM WUJIM HOCUTENIO, TAKOMY KakK JKUAKUW WU TBEpAbIH
HaIlOJIHUTEIIb, pazbaBuTels, BCIIOMOTaTeIbHOE BEILECTBO, pacTBOpuUTENb WUIu
HWHKAINCYJMPYIOIIMI MaTepuas, Y4YaCTBYIOIIMI B JOCTABKE HWJIM IEPEHOCE HHTEPECYIOLIEro
(dbapMaLeBTHYECKOr0 areHTa OT OJJHOr'O OpraHa MJIM YaCTH Teja K APYrOMY OPraHy WM YaCTH TeJa.
Kaxxnpiii HOCUTENb MOJKEH SIBISITBCS IIPUEMJIEMBIM» C TOUKH 3PEHHUS €r0 COBMECTUMOCTH C
OPYTUMH UHTCPEIHEeHTaMH JIEKapCTBEHHON (OPMBI M HE BPEIOHBIM Ui maunueHTa. Hexoropbie
OpUMEpPbl MAaTEPHAJIOB, KOTOPbIE MOIYT HCIIOJNB30BATBECS B KadecTBe (hapManeBTHUECKH
IpUEeMJIEMbIX HOCHTENEeH, BKIJIIOYAIOT: caxapa, TakKMe Kak JIAKTO3a, IUIIOKO3a U Caxaposa,
KpaxMaJibl, TAKMX KaK KYKYpPYy3HbIH Kpaxmajl u KapTo(enbHbBI KpaxMmas, LEeUIIJIo3y U ee
IPOU3BOAHBIE, TaKWe KaK KapOOKCHMETIUILE/UTION03a HATPUs, JTHILE/UIION03a M aleraTt
LEJUTIOJIO3bI;, TIOPOLIKOOOPA3HBIN TPAraHT, COJIOM; JKEIATHH; TAaJIbK; BCIIOMOTaTe/IbHbBIE BEIECTRA,
TaKMe KaK MAacj0 Kakao M BOCKA JJIs CYNIIO3UTOPHEB; Macia, TaKhe KaK apaxmcOBOE MAaclo,
XJIOIIKOBO€ Maciio, caiopoBOE MACIO, KYH)KYTHOE MaCJiO, OJIMBKOBOE MAacCJI0, KYKYPY3HOE MacjIo
U COEBOE MACJIO; TJINKOJIU, TAKHE KaK MPOMIJIEHTIHKOJIb; TIOJIMOJIbI, TAKHE KaK [JIULEPHH, COPOUT,
MaHHHUT U TOJHMATUJIEHTJIMKOJIb, CJIOKHBIE (HUPBI, TAKUE KAK ITHIIONEAT W ATHIUIAYpPAT; arap,
OyepHbIe areHThl, TAaKHe KaK T IPOKCU MATHHS ¥ TUIPOKCH T AJIFOMHUHUST; aJIbTUHOBBIE KU CJIOTHI,
aANnMpOTeHHYIO0 BOAY, W30TOHHYECKHUU COJIEBOM pPacTBOp; pacTBOp PuHrepa; 3THUIIOBBIM CIHPT;
docharusie OydepHbie pacTBOPbI W APYrHE€ HETOKCHYHBIE COBMECTHMBIE BEIIECTBA,
UCMOJIb3yeMble B (DapMaleBTUUECKUX JIEKApCTBEHHBIX (hopMax. B KOMMO3ULHUAX TaKKe MOTYT
MPUCYTCTBOBATh YBJIAXKHSIIOLINE areHTbl, 3MYJBraTOPhl W CMA304YHBbIC BEIIECTBA, TAKHE Kak
napwicynb(ar HaTpus, cTeapaT MarHus H COMOJIMMEP OKCHIA TMOJMATHJIIEHA W OKCHJIA
NOJIUMPONHIIEHA, & TAK)KE KPACHTEIH, areHThbl sl BBICBOOOJKIEHHWS, ar€HThI Ui MOKPBITHH,
MOACIACTUTEIN, APOMATH3ATOPHI U OTAYLIKH, KOHCEPBAHTHI U AHTHUOKCH JAHTHL.

[0060] Ilpm mcnonb30BaHWM B HACTOSILIEH 3asBKE TEPMUH (BBIACICHHBIN» WIH «OUUIIEHHBIN»

OTHOCHUTCI K MaTepualy, KOTOpLIfI SABJIACTCA NPAKTUYCCKU HJIA MO CYILICCTBY CBO60I[HI>IM oT
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KOMIIOHEHTOB, KOTOpPBIE B HOPME CO-JIOKAJIM3YIOTCS C HUM B €r0 HATUBHOM COCTOSIHUU. YUHCTOTY
U FOMOT€HHOCTb, KaK MPABUJIO, ONMPEAESIIOT C UCIOJb30BAHHEM AHAIMTHYECKAX XHMHUYECKUX
METOZIOB, TAKUX KakK JJEKTpodope3 B MOJHMAKPUIAMHIHOM TIelie MM BBICOKO3(dexTrHBHAs
JKUIKOCTHAsSt XpoMaTorpadusi.

[0061] IIpu uCHONB30BAHWU B HACTOSILEW 3asBKE TEPMHH «CYOBEKT» OTHOCHTCS K JIFOOOMY
JKUBOTHOMY (HampuMmep, MJIEKOIMHTAIOLIEMY), BKJIFOYAs, HO HE OrpAaHHUYMBAIOTCS YKa3aHHBIMU,
JIIOJIeH, TPUMATOB (HE MPENCTABJSIIOIIUX COOOHM JIIONEH ), TPBI3YHOB M T.IL, KOTOPOE SIBJISIETCS
NpeanojiaraéMbIM PEUIHEHTOM KOHKPETHOro JiedeHusi. Kak mpaBmiio, TEpMUHBI «CYOBEKTY» H
«MaLUEHT» UCHOJb3YIOTCS B3aMMO3aMEHsIEMO B HACTOSIIEH 3asBKE CO CCBHUIKOW Ha CyOBeKTa,
IPeACTaBIISIOUIero COOOH denoBeKa.

[0062] Ilpum wucnonb30BAaHUM B HACTOALIEH 3asBKE€ TEPMUH «JAOCTATOUHOE KOJUYECTBO»
OTHOCHUTCSI K KOJIMUECTBY COEAMHEHHs (IPU €ro UCIOJb30BAaHUU OTAEJIBHO UM B KOMOHHALHH C
OPYrod TepameBTUYECKOH CXEMOH JiedeHHs), HeOOXOAUMOMY Ul KJIMHHYECKH 3HAYUMOIO
JIeUeHHUs1, IPEIOTBPALIECHUS WM OCIa0IeHHs] MeTa0OINYECKUX PACCTPOUCTB, TAKHX KaK quader.
JloctaToOyHOE KOJMYECTBO AKTUBHOTO COENMHEHMs, MCIOIb3yeMoe Uil IPAKTHYECKOro
OCYIIECTBJICHUS] HACTOSILEro W300peTeHHsl ISl TEepPaleBTUYECKOro JIEYeHUs COCTOSHUIA,
BBI3BAHHBIX AUA0ETOM WJIM BHOCSIIMX BKJIAJ B AHAOET, BAPBUPYET B 3aBUCHMOCTH OT Criocoda
BBEIEHHS, BO3pacTa, MacChl Tejla M OOIIEro COCTOSHHUS 3IO0POBBbS MIIEKOMHUTAIOIIErO HJIH
nanuenTa. [Togxomsiiee KOMUYECTBO U CXeMa BBEAEHUS T03bI B KOHEUHOM CUETE ONMPEHEIAETCs
MeauUUHCKUM pabotHuKOM. Kpome Toro, 3 ek THBHOE KOJIMYECTBO MOYKET MPEACTABIISITh COOOM
KOJIMYECTBO COEAMHEHH S B KOMOUHAIMK COTJIACHO HACTOSIIIEMY H300PETEHHIO, KOTOPOE SIBIISIETCS
Oe3onacHbiM W 3(P(GEKTUBHBIM [JIsi JIEUEHHs] TMalKUeHTa, CTPAAAIOLIEr0 METa0OMHYeCKIMU
paccTpoiicTBaMH, TAKUMHU Kak auabeT, Mo CPAaBHEHHIO C OTAEIbHBIM HCIOJB30BAHUEM KAXKIOTO
areHTta, ONpeAesieHHbIM W OJOOpPEHHBIM OpPraHOM KOHTpOJiA (TakuM Kak YIpaBjeHUe Mo
KOHTPOJTIO 32 TPOAYKTAMU MUTAHUS U JieKapcTBeHHbIMU cpeactBamu CIITA).

[0063] Ilpm ncnonb30BaHWK B HACTOSIIEH 3asBKE TEPMHUH «HHU3Kas A032» OTHOCHTCS K HO3€,
KOTOpasi o MeHbLei Mepe Ha 5% (Hanpumep, o MeHbliei mepe Ha 10%, 20%, 50%, 80%, 90%
i gaxe 95%) MeHblle HWKHEH CTaHJAPTHOH PEKOMEHIOBAHHOW 103kl KOHKPETHOTO
COEMHEHUs], BXOAIIEr0 B COCTAB JIEKAPCTBEHHOM (hPOPMBI IJIsl JAHHOTO Crocoba BBEAEHUs, VIS
JiedyeHus: JI000ro 3a0oJieBaHMsS HJIM COCTOSHUSI uelioBeka. Hampumep, HU3Kasi 1032 areHra,

MPUBOMAIIAS K CHUKEHUIO YPOBHS TJIFOKO3bI M BXOMSINAS B COCTAB JIEKAPCTBEHHON (hOPMBI st
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WHTaJSIIMOHHOTO BBEIEHHS, OTJIMYAETCS OT HU3KOW O3Bl TOT'O K€ areHTa, BXOMSIIEeH B COCTAB
JIEKAPCTBEHHOW (HOPMBI TSI TEPOPATTEHOI'O BBEICHHSI.

[0064] Ilpu ucnonb30BaHUM B HACTOSIIEH 3asiBKE TEPMHH «BBICOKAsl 03a» OTHOCUTCS K J03€,
NPEBBIIAIONIEH CaMyI0 BBICOKYIO CTaHIAPTHYHO PEKOMEHIOBAHHYIO J03y KOHKPETHOTO
COEMHEHUS IJ1s1 JISUeHUs1 KaKoro-inbo 3a00JieBaHIs UM COCTOSIHUS YeJIOBEKa IO MEHbIIIeH Mepe
Ha 5% (Hanmpumep, no Menbieit mepe 10%, 20%, 50%, 100%, 200% umu naxe 300%).

[0065] MeueHHble HM30TONOM COEAWHEHUs TaKXe BKIIOYEHbl COIJIACHO HACTOSIIEMY
uzobperennto. Ilpu wuCnomb30BaHMM B HACTOSLIEH 3asBKe TEPMUH «MEYEHHOE H30TOMOM
COEIMHEHNEe» OTHOCHTCS K OMHMCAHHOMY B HACTOSIIEH 3asBKE COCOUHEHMIO, BKIIIOYAs €ro
(dapMaLeBTHYEeCKHE COJIH U IIPOJIEKAPCTBA, ONMMMCAHHBIE B HACTOSIIIEH 3asBKe, B KOTOPOM OJIMH HJIH
OoJiee aTOMOB 3aMEIIEHbI HA ATOM, ATOMHAsi MacCa HJIH MACCOBOE Y CJIO KOTOPOrO OTIIMYAETCS OT
OOBIYHO BCTPEYAEMBIX B IMPUPOJIE ATOMHOW MACChl MJIH MacCOBOro umcia. [Ipumepsl H30TOMOB,
KOTOpbI€ MOTYT OBITH BKJIKOYEHBI B COEIAMHEHHs, OMUCAHHbIE B HACTOSIIEH 3asiBKE, BKJIIOUYAIOT
H30TOMNbI BOAOPOJA, Yraepoa, a3oTa, kucnopona, pocdopa, dpropa u xnopa, takue kax “H, *H,
B¢, 14C, PN, 180, 170, 31P, 3?P, 338, 18F 1 36Cl cooTBeTCTBEHHO.

[0066] OmnucaHHbIE B HACTOALIEH 3asiBKE COSAMHEHUSI, MEYEHHBIE C TOMOIIBIO H30TOMOB, MOYKHO
NPUMEHSTH B JIEKAPCTBEHHBIX CPEACTBAX M/HJIH CYOCTPATHBIX aHAJIM3aX PACIPENETICHUs B TKAHH.
Meuennsie Ttputem (H) u  yraoepomom-14 (1*C) coemunenus sBasiorcs  0co60
NPEeNNOUYTHTENbHBIMU ISl O0eClieYeHus: JIErKOro TMOJIyUYeHHsT W BbisiBieHus. Kpome Toro,
3amernenne 0ojiee TSOKENBIMH M30TOMAMH, TakuMu kak naeitepuit (PH), moxer obecrednts
OlpeneieHHbIE TEpaneBTHYECKHE TMPEUMYIIECTBA, SBJISIFOIIMECS PE3yJIbTATOM  OOJbIIeH
MeTaboIMYeCcKor CTaOMIBHOCTH, HATIPUMED, MOBBILIEHUS TIEPUOA TOMYBBIBEAESHUS N VIVO HITH
CHIDKeHHUsT TpeOyeMo# MO3bI, W, TAKMM OOpa30oM, MOMKET SIBJSTHCS MPEANOYTUTEHHBIM B
HEKOTOPBIX YCJIOBHUSX. MeUeHHble M30TOMOM COEIMHEHHs, ONMHUCAHHBIE B HACTOSILIEH 3asBKe,
BKJIIOUasi uX (papMaleBTUUYECKHE COJIH, CJIOJKHBIE 3(PUPBI M MPOJIEKAPCTBA, MOKHO MOJy4YaTh C
ITOMOIIIBIO JIFOOBIX CIIOCOOOB, H3BECTHHIX B JAHHON 00JIaCTH TEXHUKH.

[0067] Kpome Toro, 3amerieHrne NOBCEMECTHO PACHPOCTPAHEHHOIO B HOPMAJIbHBIX YCJIOBHSIX
somopona ('H) Gomee TskenbIMM M30TONAMH, TAKMMM Kak NeNTEpHH, MOXKET 00ecrednBaTh
OIpeneyieHHble TepamneBTHUECKUEe MPEeUMYILIECTBA, HAmpHUMep, SIBJISIOLINECS Pe3yJIbTaTOM
yJIYUIIEHHBIX CBOWCTB abcopOuuu, pacmpeneneHus, Mmetabomu3Ma u/uin BbiBeneHus (APMB),

NOJIyueHHs] JIEKAPCTBEHHBIX CPENCTB C YJIYYLIEHHBIMH mapameTrpamu 3ddektuBHOCTH,
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6e30nacHOCTH U/Ui epeHOCuMOCTH. biaronpusitabie 3 (eKThl Takyke MOTYT OBITh JOCTUTHYTHI
B PE3yJIbTATE 3aMEIIEHUs TOBCEMECTHO PACTPOCTPAHEHHOTO B HOPMaNbHBIX ycaoeuax 2C Ha 1’C
(cm. mexayHaponmHbsle nyOnmkammu 3asBok WO  2007/005643, WO 2007/005644, WO
2007/016361 u WO 2007/016431).

[0068] Crepeousomepsl (Hampumep, yuc- U MPAHC-U3OMEPBI) U BCE ONTHYECKHE H3OMEPBI
OMMCAHHOI'O B HACTOSIIEH 3asBKe coemuHeHus (Hampumep, R- um S-sHaHTHOMEpBI), a TaKKe
paneMuyecKue, IUACTEpPeOMepHbIe W APYrHe CMECH TaKUX H30MEPOB HAXOAATCS B Ipenenax
00BbeMa HACTOSIIEroO U300PETEHHSL.

[0069] CoemuHeHuss COIJIACHO HACTOSAIIEMY H300PETEHHMIO TMOCIAE WX  MOJYYEHHUs
NPENNOUTHTENHHO BBIIENSIOT U OYHIIAIOT C MOJIyYeHHUEM KOMIIO3UILIMHU, COEpsKallel YKa3aHHOe
COeIMHEHNEe B KOJMYECTBE, PAaBHOM miH OonbimieM 95% mo macce (IO CyLIECTBY YHCTOE)
COeZIMHEHHE), KOTOPYIO 3aTEM HCIOJB3YIOT WM BKIIIOYAIOT B COCTAB JIEKAPCTBEHHON (hOPMBI, KaK
OMHCaHO B Hacrosuel 3asBke. COrIaCHO KOHKPETHBIM BAapHAHTAM peajiM3alud H300peTeHHs,
COEZIMHEHHUs COTJIACHO HACTOSIIEMY H300PETEHHUIO SBIISIFOTCS YUCThIME OoJiee ueM Ha 99%.
[0070] Takke mpensoKeHBI COJNBBATHI U MOJMMOP(BI COEIMHEHHI COTJIACHO HACTOSLIEMY
uzobperennto. CoybBaTHI COENUHEHHUH COIJIACHO HACTOSIIIEMY H300PETEeHHI0 BKIIFOYAIOT,
Harpumep, THAPATHL.

[0071] Bo3moxHble JekapcTBeHHbIe (OPMBI  BKIOYAIOT (DOPMBI, MOOXOISMINUE ISt
NEePOPaIbHOrO, CyONMHIBANIBHOTO, OYKKAJbHOrO, MapeHTEPaJbHOrO BBEIEHHs (HAIpHUMep,
MOJKOKHOTO, BHYTPHMBILIEYHOI'O WJIH BHYTPHBEHHOI'O BBEIEHHS), PEKTAJbHOrO, MECTHOTO
BBEIEHHS, BKJIIOUYas TPAHCAEPMAJIbHOE BBEIEHHE, WHTPAHA3AJBHOIO ¥ HHTAJSIHOHHOTO
BBeneHus. Bribop Hamnbosee MOAXOAAIINX CIOCOOOB BBEAEHHUS MJIi KOHKPETHOTO MalMeHTa
3aBHCUT OT MPUPOIBI U TSHKECTH 3a0O0JEBaHUS WJIH COCTOSHHS, TMOJUIEKAINErO JIEUSHHIO, HJIH

MNPUPOALI UCITOJIBE3YEMOI'O TEPANICBTUYCCKOI'O CpeaCTBa U NPUPOALI AKTUBHOI'O COCAUHCHUA.

Moapo6Hoe onucanue n300peTeHu

[0072] B nacrosiiem H300peTeHHH MPeaIOKEHbI Pa3InYHbIE HOBbIE KOMITO3ULIUU OepOeprHa B
KOMOMHAIMH ¢ (apManeBTUYECKH AKTHBHBIMH OPraHHYEeCKUMH KHCJIOTAMH W CHOCOOBI HX

NpPUMEHEHHs [Tl JICUEHHUs] W/UJIH MPEeIOTBPALeHHs PA3IMYHbIX 3a00JI€BaHHI WA PACCTPOMCTB.
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BaxHbIM pU3HAKOM H300pETEH S SIBJISIETCS YHUKAJIBHBIN U CHHEPrudeckuil 3 QexT, BEI3BAaHHBIN
KOMOMHUpOBaHHEM OepOepuHa W BBHIOpPAHHBIX (PapMALIEBTUYECKH AKTUBHBIX OPraHHYECKHX
KHUCJIOT.

[0073] B HacrosiieM H300peTEHHH TakK)Ke MPEAJIOKEHBI HOBBIE COJIM YPCOIE30KCHXOJIEBOM
KHCJIOTBI M OPTaHMYECKUX OCHOBAHUI, UX (papManeBTHUYECKHEe KOMIIO3HLIUH, & TAKXKE CIIOCOOBI X
NOJTyUEHHsI U TIPUMEHEHHs! JUTsl JISUEHUs] W/UJTH PEAOTBPALIEHUs PA3INYHbIX 3a00JIeBAaHUIN HITH
pacctpoiictB neuenn. Comu ypcoae30KCUXOJIEBOM KUCIOTHI BKJIIOYAIOT COJIM C OPraHUYECKUMHU
OCHOBAHMSIMHM, TAKUMH Kak OepOepuH, MeT)OpPMHH, KAPHUTHH, KONTH3HH, NaJIbMATHH,
STPOPPHU3UH.

[0074] B Hactosimem H300peTeHHH TaK)ke MPEIIOKEHBI Cou OepOepuHAa M OPraHUYECKHX
KHCJIOT, UX (papMaLEeBTHUYECKHE KOMIIO3ULMH, & TAKXKe CIIOCOOBI MX MPUMEHEHHS sl JIEYEeHUsI
pasniuHbIX 3a00eBanuil uian paccrporicts. Conu OepOeprHa BKIIIOYAIOT COJIHA C OPraHUYeCKUMH
KHCJIOTAaMH, TaKHMH Kak R-(+)-o-7umoeBasi KHUCIOTA, TUAPOKCHIMMOHHAS — KHCIIOTA,
SHKO3aleHTaeHoBasl KHUCJIOTa, MJOKO3areKCaeHOoBasi KHUCJIOTA, MAOKO3alleHTaeHOBas KHUCJIOTA,
ypcosoBasi KHCJIOTa, KOpPOCOJHEBas KUCJIOTa, KOpPUYHAs KUCJIOTa, XOJjeBas KUCJIOTa,
obeTuxosieBasi KUCIIOTA, YPCOAE30KCHXOJIeBas KHCJIOTA, OJIEAHOJOBAas KHCIIOTA, CAJULMIIOBAsI
KHCJIOTa, OETYJIMHOBAas KHCJIOTA, XJIOPOre€HOBasi KHUCJIOTAa, KO(pEeHHOBas KHCIOTa, OaccueBas
KHCJIOTa, aueTwi-L-KapHUTHH, S-aJUTHINUCTEMHCYIb(MOKCH, S-MeTHINUCTEMHCYIb(OKCUT,
NAHTOTEHOBAsl KUCJIOTA, ACKOPOMHOBAas KUCJIOTA, PETHHOEBas KHCJIOTA, PEMH, HUKOTHHOBAS
KHCJIOTa ¥ OHOTHH.

[0075] OcHOBHBIM MPU3HAKOM H300PETEHHS SBJSETCS YHUKAJIbHBIN U CHHEPrHUecKuil 2 dexT,
KOTOPBIN OOEeCmeunBaeTcsl KakIOW WX [BYX 4YacTell HOBBIX COJieH, T.e. (hapMaleBTUUYECKH
AKTUBHOW KATHOHHOW YAaCThIO M (hapMaLEBTHUYECKH AKTUBHOW AHMOHHOW YaCThIO, KOTOPBIE
COBMECTHO U CHHEPI'HUHO HAIMpaBJIEHbI HA JieueHHe 3a00IeBaHUs WM PACCTPOMCTBA C MOMOIIBIO
JOOMOJHSIOUINX Pyl JOpyra MeXaHH3MOB MEWCTBUS W, TakuM o00pa3oM, 00ecrneunBaroT
MOBBILIEHHYO 3()(PEKTHBHOCTB.

[0076] 3aboneBanusi U PACCTPOWCTBA, KOTOPHIE MOYKHO JIEUWTh W/MIIA MPENOTBpAIaTh C
MOMOIIBIO COEMHEHH I, (PapMaLeBTHUYECKIX KOMITO3ULIUI U CITOCOOOB, OMUCAHHBIX B HACTOSLIEH
3asBKE, BKJIIOYAIOT TakWe 3a00JIeBaHMS W PACCTPOMCTBA, Kak Auader, ocinoHeHus auadera,
TUCITATTHAEMUSL, TUCITUIUASMIS] Y TAMEHTOB C HEMEPEHOCUMOCTBIO CTATUHOB, THIIEPIIAITH IEMHUS,

THINICPXOJICCTCPUHEMUS, THICPTPUTIIMLICPUACMUS, I[I/Ia6eTI/ILIeCKa$[ AUCIIUIIUACMUSL, OXKHUPCHHUEC,
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MeTaboJIMYecKne CHHIOPOMBI, HapylleHus Merabonm3ma, MpealecTByoue auadery,
aTepOCKJIepO3, cepAeuHble 3a00JieBaHHS, HeWpOIereHepaTuBHbIE 3a00JIeBaHUs, CapKONMEHUs,
MBILIEYHAs aTPO(Usi, BOCIATIEHUE, paK U 3a00J€BaHHSI U COCTOSTHHSI IEUEHH, TAKUE KaK KU POBOH
renaro3, HEAJKOroJibHash JKUPOBas OOJIe3Hb TEYEeHH, HEaJKOTOJIbHBIH  CTeaTOrenaTur,
XoJjiecTaTu4yeckre 3a0ojeBaHMs] NMe4YeHH Wi 3a00JieBaHHE NEYEHHM «TPAHCIUIAHTAT MPOTHB
xo03simHa». CoeMHEHUs] COTJIACHO HACTOSIIEMY H300PETEeHHIO TaK)Ke MOYKHO NMPUMEHSITh IJIs
ynydineHusi (PyHKIHH TEeUeHH NPH XPOHHUECKUX BUPYCHBIX H QJIKOTOJBHBIX 3a00JIeBaHUSIX

IICUYCHU.

Komounauuu 6epoepuna uiun e2o npouzeoo0nozo (Mpou3eoonsvix) u dapmaveemuuecku

AKMUBHbBILX OP2AHUUECKUX KUCIOm

[0077] B nHacrosiiuem n300peTeHHH MPEUIOKEHBI Pa3IMUHbIE HOBbIE KOMITO3HIMU OepOepuHa B
KOMOMHAUUN ¢ (hapMaLEBTHUECKH AKTUBHBIMH OpPraHHYECKUMH KHCIOTAMH M CIIOCOOBI HX
OPUMEHEHUs IUIsl JISUeHUsl Pa3JIM4HbIX 3a0osieBaHuil Ui paccTpoiicts. U3o0pereHue, Takum
0o0pa3oM, BOIJIOIIAET YHHUKAJIBHBIH MOIXOM, COTJIACHO KOTOpOMY OepOepuH HCHOJIb3yeTcs B
CHHEPruuecKod KOMOWHALUU C BbIOPaHHBIMU (hapMaLEBTHYECKH AKTHBHBIMH OPraHHYECKHMH
KHCJIOTAMH.

[0078] CormacHO OmHOMY acHeKTy, H300peTeHHe B I€JIOM OTHOCHTCS K KOMIIO3HUIIUH,
comepxkaineii: (a) OepOepun wuiau ero upousBomgHoe wim anajor, (b) omHy wumum Oonee
(dapMaleBTHYECKH AKTHBHBIX OPraHMUYECKHX KHCJIOT U (C) HeoOs3aTeNbHO (hapMaleBTHUYECKH
NPUEMIIEMOE BCIIOMOTATENIbHOE BEINECTBO, HOCUTENb WM pa3daBuTenb. bepOepun wu
(dapmaneBTHYECKH aKTUBHAs OPraHUYecKask KMCJIOTa (KHCIOTBI) MPUCYTCTBYIOT B KOJMYECTBE,
KOTOPO€E MPU BBEIEHUU CYOBEKTY SIBJIIETCS TOCTATOUHBIM IJISl JIEUEHUs], TPENOTBPAILIEHUS I
ocnabnenust ogHOTO WitH OoJiee 3a00IeBaHUI HIIH PACCTPOICTB, BEIOPAHHBIX M3 METAOOTHMYECKUX
PaCCTPOMCTB, CepIAeYHBIX 3a00JieBaHUl, HEHPOIEreHepaTHBHBIX 3a00JIEBAHMA, MBIIIEYHOM
atpodun, 3ab0eBaHNii TEYEHH, BOCMIAIEHHS M PaKa, WK CBI3aHHOTO C HUMHU 3a00JIEBAHUS HJIH
pPaccTpPOCTBA Y MIIEKOMM TAIOIIET0, BKJTFOYAS YEJIOBEKA.

[0079] Bepbepun (5,6-murunpo-9,10-mumerokcubdenso[g]-1,3-6en30amuokcono[s,6-
a|XUHONM3UHKI) — W30XHHOJMHOBBIA AaJIKaJION/, BBIJEIEHHBI W3 KOPHEBHINA KOITHCA
kutaiickoro (Rhizoma Coptidis), — uMeeT AIMHHYIO UCTOPHIO MEIULUHCKOTO MPHUMEHEHHUs B
Kurae mist neueHns: pasinvHbIX KENTYNOYHO-KHINEUHBIX 3a00neBanuii. bepOepun BcTpeyaercs B

Pa3IMYHBIX PACTEHHSX, TAKMX Kak OapOapHc, KEITOKOPEHb KAHAICKHA, KCAHTOPH3a MTPOCTEHIIas,
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0ap3aT aMypCKui, KONTHC KUTAHCKHI, THHOCIOPA CEPILESTUCTHAS, apreéeMOHa MEKCHKAHCKas W
SIIIIOIbIMS KaimudopHuiickas. B mocnennue nBa necATUIETHS UCCIAEOOBAHUS i1 VIIFO U in VIvo
nokazand 3pdeKTHBHOCTh OepOepuHA MpPH €ro HCIOJIb30BAHUH OTOEIBHO HWJIH B BHIE
KOMOMHAIMU 1jis  JiedeHuss nauabera, AUCIHIHAEMHH, pakKa, H CEPAEYHO-COCYIUCTBIX
3a0oJyieBaHMii, a Takke Ui HelipornpoTekuuu. B Hacrosimee Bpemsi OepOepuH KOMMeEpPYECKH
noctyneH B (opme xjopuna, cyabdarta WM TAHHATA, IPH 3TOM IMOYTH BO BCEX MPEABLAYIIUX
HCCJIEOBAHUSIX MCIIOIB30BAJICS ruapoxiaopun depodepuna. Huskas Ouomoctynmuocts Oepbeprna B
UMEIOIINXCSl HA CerONHSIIHUN JeHb (JopMax OueHb 3aTPYAHSIET €ro MPHUMEHEHHUe IJIsl JIeUeHHs

XPOHHYECKUX U CUCTEMHBIX 3a00JICBAHHH.

Bepbepun

[0080] R-(+)-a-Jlumoesasi kucnora ((R)-6,8-muTHoOKTaHOEBass Kuciora, (R)-6,8-THokTammn,
(R)-(+)-1,2-mutnonan-3-neHTaHOBas KHCJIOTa) ObUIa HASHTUDUIMPOBAHA B  Ka4eCTBe
KATAJINTUYECKOTrO areHTa OKUCIUTENFHOrO AeKapOOKCHIIMPOBAHUS TUPYBATA U (L-KETOITyTapaTa.
B opranmsme wuyenoBeka R-(+)-0-IHMIOeBas KUCJIOTAa CYIIECTBYET KaK 4YacTb HEKOTOPBIX
MyJbTH()EPMEHTHBIX KOMILIEKCOB, BOBJICUEHHBIX B O0Opa30BAHHE SHEPIHHU, U SIBIISIETCS BAXKHBIM
KOMIIOHEHTOM MHTOXOH/PHAJBHBIX [bIXaTEJbHBIX (epMeHTOB. R-(+)-0-1umoeBas KHCIOTa
HanOoJee n3BecTHa Onaroaaps ee CHIbHBIM aH THOKCHIAHTHBIM CBOMCTBAM U UCIIOJIb30BANIACH JJISI
JeueHuss uabeTHUYeCKOW HEBPONATHH, [EreHePAaTHBHBIX HEHPOHAJIBHBIX 3a00JIeBaHUil,

aTepOCKIIepO3a U IPYTUX aHOMAJIHH, CBSI3aHHBIX C OKHCIIHTEIBHBIM CTPECCOM.

S\S

O
R-(+)-o-JInnoesas kucnorta
[0081] TuppoxcumumonHasi kucnota (1,2-murugpokcunponan-1,2,3-TpukapOoOHOBast KHCIOTA)

npencTaeyiser coOOH MPOM3BOAHOE JIMMOHHOW KHCJOTBI, KOTOPOE BCTPEYAETCS B PAa3IMUHBIX
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TPOIHUECKUX PACTEHUSIX, BKJIFOYAsl FapLHUIO KaMOomkuiickyro (Garcinia cambogia) u rubuckyc
cybmapudga (Hibiscus subdariffa). I'mapoxcunmmoHHass KucaoTa SIBJISETCS aKTHBHBIM
KOMITIOHEHTOM 3KCTpaKTa TaplUHUH KaMOOMKUMCKOW, KOTOPBIH IIHPOKO HCIOJIb3YETCS B
KauecTBe OMOJIOTMUECKH aKTHBHOH NOOABKH Ui MOTEPU MAacChl Teja. beuth onucanbl 3¢ heKTo
THAPOKCUIIMMOHHOW KHCJIOTHI B YJIYYILIEHHH TOJIEPAHTHOCTHU K IUIOKO3€, 00eCIIEYeHNH 3aIlHThI
NEYEeHU OT TOKCUYECKOTrO BO3JIEHCTBHSI, CBSI3AHHOTO C 3TAHOJIOM H JIEKCAMETa30HOM, U KOHTPOJIE
KpoOBsiHOTO naBjieHus. Kpome Toro, 6bu10 0OHAPYKEHO, YTO YKa3aHHOE COEAMHEHUE MPUBOINT K

CHMIKCHHUIO MApPKEPOB BOCIIAJICHUA B MO3r€¢, KUIIICYHUKE, IMTOYKaX U CBIBOPOTKE.

0
(')"{O OHO

OH
HO
OH

I'mapoxCcUIMMOHHAS KHCIIOTA
[0082] DOiiko3anentaeHoBas  kuciota (DIIK  wm  (5Z,87,11Z,14Z,177)-5,8,11,14,17-
SHKO3alleHTaeHOBAsT KUCI0Ta) U nokosarekcaeHoBas kucnota (JAT'K, 47,7Z,10Z,13Z,16Z,197)-
noko3a-4,7,10,13,16,19-rexcaeHoBasi KHCJIOTa) MPEACTABIAIOT CO0OH Hambosiee H3yUEHHBIE
oMera-3-moJIMHAChIIeHHbIe JkupHble KUCIOTHL. JIIK sBisieTcs akTHBHOW MOJIEKYJIOW B ABYX
OOOpeHHBIX YTpaBleHHEM IO KOHTPOJIO 3a MPOAYKTAMU MHUTAHHUS W JIEKAPCTBEHHBIMU
cpenctBamu (FDA) aHTUrHIEpTPUTIIHIEPUIEMUUECKHX areHTax. beuto mokasano, yro DIIK u
JI'K MOryT CHWKaTh CHHTE3 CBOOOIHBIX KHPHBIX KHUCJIOT M TPHUIJIMLEPHIOB U MOBBIMIATH UX
yrunusanuio. Taxoke Obuti mokasadbsl 3¢dexter IIIK u JITK B CHIKEHHH XPOHHYECKOTO
BOCHAJICHHs], YJIYYIIEHUNU pPE3UCTEHTHOCTH K WHCYJHMHY, MOANEPKAHWH 3I0POBbS Cepana Hu
COCYZIOB U CHIDKEHHH PHCKa KOPOHAPHOTO cepaedyHoro 3aboneBaHus. B mpupone cyiiecTByeT
ropaszna 6osbliine omera-3-xupabix Kuciaot (momumo IDIIK u IT'K), obnagaromux nenbv psiaom
TEpaneBTHUYECKUX ONaronpusTHeIX 3(PQeKTOB, BKJIOYAs, HO HE OrPAHHYMBASCH YKA3aHHBIMH,
nokozanentaenoByo kucioty ([AIIK), o-muHonenoByro kucnoty (AJIK), siliko3aTpreHOBYIO

kuciory (3TE) u 1.1

NN NN oH
(@]
K
o]
70 Vo N N\ P oH
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[0083] VYpcomosas  kucmotra  ((1S,2R,4aS,6aR,6aS,6bR,8aR,10S,12aR,14bS)-10-ruxpokcu-
1,2,6a,6b,9,9,12a-rentamernn-2,3,4,5,6,6a,7,8,8a,10,11,12,13,14b-rerpanekarunpo- 1 H-nuiiex-
4a-kapbonoBast kucinora) u kopoconueBas kuciora ((1S,2R,4aS,6aR,6aS,6bR,8aR,10R,
11R,12aR,14bS)-10,11-murunpokcu-1,2,6a,6b,9,9,12a-rentamernn-2,3,4,5,6,6a,7,8,8a,10,
11,12,13,14b-terpanexaruapo-1 H-nunen-4a-kapOoHOBass KHCIOTA) SBJSIFOTCS WIEHAMH Kjacca
NEHTAUUKINYECKHX TPUTEPIIEHOBBIX KUCIOT — COEOMHEHHUH, LIMPOKO PACIPOCTPAHEHHBIX B
apCTBE pacTeHHi. bbUIO MOKA3aHO, YTO OHU MPOSIBIISIIOT OJAaronpusiTHbIE (hapMaKOIOTHYECKUE
a¢dexThl Kak in Vivo, TaKk W in Vitro, BKJIIOYAas CHIJKEHUE YPOBHS TJIIOKO3bIL, 3((deKT mpoTHs

OKUpPEHUsl,  NPOTUBOBOCHAJIUTENBHBIA  3(h(deKT,  CHIKEHHE  MbIIIeuHOH  atpodum,

IPOTUBOPAKOBLI d(deKT, 3amuTy nedeHu, 3QpQPekT IPOTUB OKUCIUTEIEHOIO CTPECCa.

€

H

VYpconosas kucinora, R=H
Kopoconuesas kucinora, R=OH
[0084] Kopuunas kucaoTa, XojeBass KHUCIOTA, OOETHXOJIEBAsi KHCIOTA, YPCOAE30KCHXOJIEeBast
KHCJIOTa, OJIEAHOJIOBAs KUCJIOTA, CANMIUJIOBAS KUCIIOTA, OETYJIMHOBAsI KHCJIOTA, XJIOPOTEHOBAsI
KHCIIOTa, KOo(EeWHOBas  KHUCJIOTas, OaccueBas  KHCIOTa,  anerwi-L-kapHutaH,  S-
AJUTHIILU CTEMHCYTb(POKCHT, S-MeTHuuCcTENHCYIBHOKCHT, MMaHTOTEHOBAS KHCIIOTA,
aCKOpOMHOBAasi KHUCJIOTA, PETHHOEBas KHUCJIOTA, PEWH, HUKOTHHOBAas KHUCJIOTA U OHOTHH B
ounileHHOW (opMe WM B BUIE aKTHBHBIX SKCTpakToB (Tadsmma 1) mpencraBisoT coOoi
JONOJHUTENIbHbIE OPraHHYeCKHe KHCIOTBI, [Jisi KOTOPBIX MMOKa3aHO (hapMaKoJOrHYecKoe
NeCTBUE B JICYEHUH HJIM MPEOOTBpAIIEHUH AuadeTa, OCIIOKHEHHI auadeTa, MUCIHINAEMUH,
OJKUpEHHUsi, MeTabOJMYECKHX CHHIPOMOB, HapylleHnd Merabonn3ma, MpeauecTBYOMIX

nuabeTy, cepaeuyHbix 3a00JIEBaHMi, KUPOBOrO TENaTo3a, HEAJKOTOJbHOW >KUPOBOW OOJIe3HH
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neuenu (HAXKBII), neankoronsHoro crearorenatuta (HACT), Mpitneunoii atpoduu, BocnaneHus
U PaKOBBIX 3a00JICBAHHIA.
[0085] IlIpumeprr (papMalEeBTHYECKH AKTHBHBIX OPraHUYECKHMX KHCJIOT TIEPEeYHCIIECHbl B

Tao6aume 1.
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Taomauua 1. [pumeps! dpapmManeBTHUECKN AKTUBHBIX OPraHUYECKUX KACIOT

Hazpauune HazBaHne o HOMEHKJIAType CtpyxkTypa
HIOITAK

Kopuunas (E)-3-dbenmnmnpon-2-enoesast

KHCJIOTa KHCJIOTA

Xonesas (R)-4-

KHCJIOTa ((3R,58,7R,8R,95,108,128,13R,14
S,17R)-
3,7,12-tpurnapoxcu-10,13-
aUMeTuIrekcanekaruapo-1H-
uukionentala|penantpen-17-
WUI)TIEHTAHOBAs KHCIIOTA

Oberuxonesas | (3a,5p,60,70)-6-3T10-3,7-

KHUCJIOTa IUTHAPOKCUXOJIaH-24 -0l Hast
KHCJIOTA

Ypconesokcu- | 3o,7B-muruapokcu-Sp-xonan-24-

XO0JeBas OifHAasi KHCJIOTa

KHCJIOTa OR
(R)-4-
((3R,5S,7S,8R,9S,108S,13R,148S,1
7R)-3,7-muruapokcu-
10,13-numeTnnrexkcaaeKaruapo-
1H-muknonenTala]denantpen-17-
YUT)IEHTAHOBAsSI KHCIIOTA

OneanosoBast | (4aS,6aR,6aS,6bR,8aR,10S,12aR,1

KHCJIOTa 4bS)-10-rugpokcu-

2,2,6a,6b,9,9,12a-rentameru-
1,3,4,5,6,6a,7,8,82,10,11,12,13,14
b-teTpanekaruaponuueH-4a-
KkapOOHOBasI KHCJIOTA
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Canurunosass | 2-rUApPOKCHOEH30HHAsS KHCIIOTa O OH
KHCJIOTa OH
berymuuoBas | (3P)-3-ruppokcrmon-20(29)-en-
KHUCJIOTA 28-0Bast KUCIIOTA ﬁ/ ‘
P L
Xnoporenosas | (15,3R,4R,5R)-3-{[(22)-3-(3,4- HO CO,H
KHCJIOTa IUTHAPOKCH(PEHUIT)IpOTI-2- ;
enowms|okcu}-1,4,5- @ 9
TPUTUAPOKCULIUKIIOT EKCaH HO™ ™ ok/\@\
KapOOHOBast KHCJIOTa SH
OH
OH
Kodeunoras 3-(3,4-muruapoxcudeHn)-2- O
Kucjiaora NpPONEHOeBas KHUCIIOTa HO
3,4-mUruAPOKCUKOPUIHAS N OH
KHCJIOTa—TpaHCc-KodeaT
3,4-mIruAPOKCH-TPAHC-LIUHHAMAT HO
(E)-3-(3,4-murunpoxcudenun)-2-
MPOIMEHOEBasT KHCIIOTA
3,4-muruapokcruOeH30IaKPHITOBAS
KHCJIOTa
3-(3,4-muruapoxcudeHn)-2-
MPOIMEHOEeBAsT KHCIIOTA
baccuesas (4aR,6bS,9R,10R,11S,12aR,14bS)-
KHCJIOTa 10,11-auru npokcu-9-

(rugpoxcumetni)-2,2,6b,9,12a-
MEeHTAMETHI-
1,2,3,4,4a,5,6,6a,6b,7,9,10,11,12,
12a,12b,13,14b-
OKTajeKaruAponuIieH-4a-
KapOOHOBasI KHCJIOTa
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Anernn-L- (R)-3-auetunokcu-4- 0
KapHUTHH TPUMETHIAMMOHHAOYTAHOAT
o) 0
\N{
- 0
S-anman-L- (2R)-2-amuno0-3-[(S)-mpon-2- Q.
IIUCTENH- SHUJICYJIb(DUH I |IPOTIaHOBAs H, OH
cynbdokcuna KHACJIOTa 4, 4R
S NH,
HZCZ/—- \\()
S-merun-L- 3-(metuncynbdunmn)-L-ananun o]
LUCTEeUH-
cynbdokcuna HaC
\ﬁ g OH
o} NH,
Ianrorenosas | 3-[(2,4-murunpokcu-3,3- H OH H
KHCJIOTA IAMETHIOYTAHOUI)JaMHHO | HO - N OH
IPOMAaHOBAsi KUCIOTA \/\I(
HiC CH; 0 O
Ackopbunosas | (SR)-[(15)-1,2-muruapoxcustui]- HQ H
KHCJIOTa 3,4-muruapokcudypan-2(5SH)-oH HO\/\iiTO
HO OH
Petunoesas (2E,4E,6E,8E)-3,7-mumeTn-9- HsC CHs CHs CH; O
KHCJIOTa (2,6,6-TpUM ETHIILUKIIOTEKCEH- 1 - W N, AN
OH
un)HoHa-2,4,6,8-teTpaecHoeBas
KUCJIOTA CHs
Peun 4,5-muruapoxcu-9,10- OH O OH
IMOKCOaHTpaIeH-2-KapOoHoBast
(L.
o OH
HukortuHoBass | mupuauH-3-KapOOHOBAsI KHCIIOTA o)
KHCJIOTa | X OH
~
buorun 5-[(3a8,45,6aR)-2-

okcorekcaruapo-1H-tueno|3,4-
d|umunazon-4-us|neHTanoBas
KHCJIOTa

N
X
HN NH
H
S

H
2 ﬁ"’lu//\/\COOH

[0086] IIpumepbl MPOU3BOIHBIX WJIH aHATOTOB OepbeprHa nepeunciensl B Tadaume 2.
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Tao6mamua 2. [Ipoussoausie nan agasioru bepbepuna

R0

Ri1=R;=R3=R4=CHj3

F B.: Cﬁ’“‘cié -aJIKHJI
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Ri = OH, xap6onur; R, R3=H, kapbormn;, n=2-6; X=0
R; = OH, xap6onur; R, R3=H, OH, kapbonnm; n=2 - 6; X =NH

R, R3, Ry, Ry= OH, C,;-Cs -amxoxcu, OCH,O
G=Z-Ar,Y-An,

Z = O(CH2)m, CONH(CH2)m, NHCO(CH2)m

Y = O(CH,)mCH, CONH(CH:)mCH, NHCO(CH:)mCH
n=1-5; m=1-3; Ar= 5-15-4cHHOC HCHACHIIICHHOC MK
apOMATH4ECKOE KOJIBLO

R1, R3, Ry, Rs= OH, C,-Cs -ankoxcu, OCH,O
R G=Z-Ar, Y- An
Z = O(CH2)m, CONH(CH2)m, NHCO(CH2)mm
Y = O(CH2)mCH, CONH(CH:)mCH, NHCO(CH3)mCH
n=1-5; m= 1-3; Ar = 5-15-4JIcHHOE HCHACHIIICHHOC HIIK
4 apPOMATHYECKOC KOJIBIIO

R1. R3, R2, Re= OH, C,-C¢ -anxoxcu, OCH,O
G=Z-Ar,Y-An,

Z = O(CH2)m, CONH(CH2)m, NHCO(CH2)m

Y = O(CH2)mCH, CONH(CH?)mCH, NHCO(CH3)nmCH
n=1-5; m=1-3; Ar = 5-15-41cHHOC HCHACHIIICHHOC MK
APOMAaTHIECKOE KOJIBLIO

Ri, R3, Ry, Re= OH, C,-C¢ -anxoxcu, OCH,O

+Hy G=Z-Ar, Y- Anp

Z = O(CH2)m, CONH(CH2)m, NHCO(CH2)m

Y = O(CH2)mCH, CONH(CH»)uCH, NHCO(CH»)nCH
n=1-5; m= 1-3; Ar = 5-15-4IcHHOC HCHACBIIICHHOC HIH

" apoMaTHYECKOE KOIBIO
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=3 Ri, Rs3, Ry, Re= OH, C,;-C¢ -anxoxcu, OCH,O
# G=Z-Ar, Y-An
Z = O(CH2)m, CONH(CH2)m, NHCO(CH2)m
Y = O(CH2)nCH, CONH(CH»)xCH, NHCO(CH»),CH
R, n=1-5;m= 1-3; Ar= 5-15-uneHHOE HCHACHIIICHHOE MIIH
apoOMaTH4ECKOE KOJIBLO

Rd HT* Rg, Rf, R4= OCH3, OH, OCHQO

i
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OR,

R, = H, Me
OCH; R, = Bn, 3,5-muHnTpobeHsun

OCH;

X =F, Cl, Br, I, SO4, NOs, PO4, nutpat, auerar, nakrar
GCH R, u R, = me3asucumo ankur, R3=H, F, Cl, Br umm |
3

OCH;

menb);n=1-10

32

X =F, Cl, Br, I, SO4, NO;, POy, nutpat, auerar, 1akrar
OCH; R: u R, = wezaBucumo ankur, Rs3=H, F, Cl, Br amm |

Y =CH2,-C=0, -C = 8S; X = C (yriaepoaHas TuHCHHas
503051 paSBeT BJICHHAS HACBILICHHAA W1 HCHACBIINICHHAA




Y =CH2,-C=0, -C =8§; X =C (yriaepoanas JTHHCHHAs
150051 pa?;BeTBJ'IeHHaS[ HACBhIIICHHAA WIHW HCHACBILICHHAS
uenb);n=1-10

Me
Me Ry, o Me
Me
O
H,CO Ry Mo
R= g [6)
H
c.a Me Me
gr

Y =CH2, -C =0, -C = S; X =C (yriepoaHas THHCIHHAasI
WA PasBCTBJICHHAA HACBIIICHHAA WX HCHACBIIICHHAA
memb);, n=1-10
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R = raroxozwin, MaHHO3HIT, MATTbTO3HIT, JTAKTO3HIT,
TaJaKTO3MI, (PPYKTO3MII, KCHIO3WI, apaOUHO3UIT

X=Cl,Brl

Ri, R;=H, C;-Cs-anxoxcu, OCH,O
R; = C;-Cs-anxmn
R4, Rs = C1-C,-amkokcu

Ri, Ry=H, Ci-C4-anxoxcu, OCH,O
R3 = CN, COOR (R = C1-Co-arkun)
R. R4, Rs = C;-Cr-ankokcu

Ri, Ro=H, C;-Cs-anxoxcu, OCH,O
R; = Cy-Cs-anxun, penmn
R4, Rs = C1-C;-ankokcu

Ry, By=H, (CH.)::CO:R’, C{O)R?, OR’, NR;;R;, C(OINR xRy, ankun
R.R; = OCH.CH.O; Ry, Ry = H, OH, CL Br, E, I, CN, NH.; :OJNH,, COH.

Ry amam By’ =H; RiR. = 0; B, = H ranoren . OR’, OSO,R", OC({OjR", OCO2R”
OC{ONRR”, O-ankunen- NR'R”, C-ankunen-O80_R”, C-anxunen-NR'SC. R,
O-ankunen-MBCOR’ anku;, Rs, R¢ = ranored, OH, ankokcH

R R,R; = OCH.O; R:R; = OCH.O; R, = H, OH,TaNoren, aNkuj UId aTKOKCH
RW RH =H, CO.R”, ankxun
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O=X—Y
X = (CHy)s (CH,),CO; = 2:10; m =1-9

Y = NR;Ar, OAr; Ar = 3aMCIIICHHBIA apyI
Ry =H, Me, Et, Pr.i-Pr,Z=F, Cl,; Br.|

OCHg

0-{CHLo R

OCH;

R = MeTm1oBBI# 3(hHp 2-YKCYCHOM KHUCIOTHI, METHIOBBIH 3(Up 3-YKCYCHOH KHCIOTHI, MCTHIOBBIN
3(up 4-yKCYCHOM KHUCIOTHI, MCTHISTHIIOBBIH 3(HP 2-YKCYCHOM KUCIOTBI, MCTHITHIIOBBIH 3()Up
3-YKCYCHOM KHCJIOTHI, MCTHII3 THIIOBBIH 3(hUp 4-yKCYCHOM KUCIOTHI, 2-aLeTar, 3-aleTar, 4-areTar,
2-aueTar HaTpus, 3-aleTaT Kaaus, 4-aneTar Kaaust, n = 2-6

[0087] CornacHO KOHKPETHBIM BapHaHTaM peajn3auud H300peTeHus, (HapManeBTUUYECKH
AKTUBHAs OpraHUYecKas KHCJIOTa (KHUCJIOTHI) MpencrtaBisier coboil oauH uiam 0Oojiee areHToB,
BBIOpPAaHHBIX CIENHATIHCTOM B TAHHOW OOJACTH TEXHHMKHM W3 TPYINIBL, cOcTosed u3 R-(+)-o-
JINTIOEBOW  KHUCJIOTHI,  TUAPOKCHJIUMOHHOM  KHCJIOTBI, 3WUKO3alEeHTA€HOBONW  KHUCJIOTHI,
JIOKO3areKCaeHOBOH  KHUCJIOTHI, JOKO3aIIEHTA€HOBOW  KHCJIOTBI, YPCOJOBOH  KHUCJIOTHI,
KOPOCOJIMEBOW KHUCJIOTBI, KOPUYHOW KHCJIOTBI, XOJIEBOH KHCIIOThI, OOETHXOJIEBON KHCIIOTHI,
YPCOIE30KCUXOJIEBON KUCJIOTBI, OJIEAHOJIOBON KHUCIIOTBI, CATMIIMIIOBON KHCIIOTHI, OETYJIMHOBOMN
KHMCJIOTBI, XJIOPOT€HOBOH KHCJIOTHI, KO(DEMHOBOW KHCIOTHI, OACCHEBOH KHCJIOTHI, aneTui-L-
KapHUTHHA, S-aJUTHIIIUCTENHCYIb(DOKCHA, S-METUIIUCTENHCYIb(DOKCHAA, MaHTOTEHOBOH
KHMCJIOTBI, ACKOPOMHOBOW KHCJIOTHI, PETHHOEBOH KHCIIOThI, PEHHA, HUKOTHHOBOH KHCIIOTHI,

OMOTHHA U IPYroil OPraHUYECKON KHCIIOTHI, OOLIENpPU3HAHHON (papMalleBTHUECKH aKTUBHOW ISl
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JIeYeHUs] OAHOTrO WK Oojiee 3a00JieBaHMI WM PACCTPOICTB, BHIOPAHHBIX U3 META0OIHMYECKHX
PacCTPOMCTB, cepaeuHbIXx 3a00JIeBaHHi, HEHPOIEreHepaTUBHBIX 3a00JeBaHui, 3a00eBaHUI
NEYEHHU, MBILIEUHOW aTpo(uu, BOCTIAJICHUS U PaKa, MJIM CBSI3aHHOTO C HUMH 3a00JIeBaHUS WUJIH
paccTpOMCTBA Y MIIEKOMHM TAIOLIET0, BKJTFOYAsT YEJIOBEKA.

[0088] CormacHO KOHKPETHBIM BapUaHTAM  pEAM3alUd  H300pEeTeHHs, KOMITO3UIHUS
JOMOJHUTENIFHO COAEPIKUT OAWH HMIH OOJiee MOIOJHUTENbHBIX areHT (areHToB), BHIOPAHHBIX U3
rpymmel, cocrosiied n3 ButamuHa D, sutamuna C, utamuna E, sutamuna B12, Butamuna A,
OendoTrnamMuHa, MUKOJMHATA XPOMAa U BAHAIHUSL.

[0089] CorymacHO KOHKPETHBIM BAapUAHTAM peaju3aluu u300pereHus, 3aboneBaHue WUIH
PacCTPONCTBO MPEACTABIISIET COOON MeTabOMMYecKoe pPacCTPOMCTBO U BBIOpaHO u3 auadera,
OCJIO’KHEHHsI nuadeTa, AUCIUMUAEMHIH, OKUPEHHs, MEeTa0OJMUYECKIX CHHIPOMOB, HAPYIIEHUI
MeTabonM3Ma, MPeIEeCTBYIOMUX AnadeTy, »KUPOBOTO TIenaTto3a, HeaJKOroJbHOU IKHPOBOI
6onesnn neuenn (HAXKBIT) u neankoromsaoro crearorenatiuta (HACI). CornacHO KOHKPETHBIM
BapUaHTAM peau3aluu u300peTeHus, 3a00neBaHie WIH PACcCCTPOMCTBO MpPEACTaBisieT coOOi
cepaeunoe 3aboneBanune. COrJacHO KOHKPETHBIM BapHaHTAM peTH3AlMHA H300peTeHus,
3a0osieBaHie WJIM PACCTPOWCTBO MpencTaBisieT co0Oi HelpoaereHepaTHBHOE 3a00JeBaHUE.
CornacHO KOHKPETHBIM BapHaHTaM peajin3aliy u300peTeHus:, 3a00ieBaHHE HIIH PACCTPOMCTBO
npencraeiser coboit pak. COrjlaCHO KOHKPETHBIM BapHaHTaM peaiu3alii H300peTeHus, pak
BBIOpAH M3 FPYIIbI, COCTOALIEH U3 paKa MOJIOYHOM JKeJIe3bl, paka MPEeACTaTENbHOMN KeNle3bl, paKa
JIETKOT'O, TeMaTOKJIETOYHON KapILMHOMBI, paKa MOKETYIOYHON KeJle3bl, KapLUHOMBI JKeTyIKa,
KOJIOPEKTAJIbHOr'O paka, Jieiiko3a, MHOXKECTBEHHOH MHEIOMBI, MEJIAHOMBI M TJIHOOJACTOMBL.
CornacHO KOHKPETHBIM BapHaHTaM peain3aliu u300pereHus:, 3a00ieBaHHE HIIH PACCTPOHCTBO
npencTaeyisier coOOH Mblmeunyo atpoduro. COrjlacHO KOHKPETHBIM BapHaHTAM peaTi3aliu
nu300peTenus, 3a00JIeBaHNE UM PACCTPONCTBO, MPEICTABIISIONIEE COOON MBIIIEYHYIO aTPOQHIO,
BBIOPAHO U3 aTPO(PHK CKETETHBIX MBILIIL,

[0090] CormacHO KOHKPETHBIM BapHAHTAM  peaNM3allid  HU300pPETEHHs, KOMITO3HUIIUS
JOMOJHUTENIEHO COMEPKUT (HapMalleBTUUECKH MPHEMJIEMOE BCIOMOTATENILHOE BELIECTBO,
HOCHTENb UK Pa30aBUTENb.

[0091] CornacHO KOHKDPETHBIM MPEAMOYTHTENbHBIM BapHAHTAM peaTU3alui H300peTeHus,
KOMIIO3HULUS CONEpKUT OepbOepun u R-(+)-a-munoeByro KucioTy. COrlacHO KOHKPETHBIM

NPEeaNOUYTHTENbHBIM BaPUAHTAM peAM3alud H300pEeTeHUs, KOMIO3UIUsS COOEPKUT OepOepuH,
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R-(+)-0-nmunoeByro kuciaory u BuUTamMuH D. COrlacHO KOHKPETHBIM MPEANOYTHTEEHBIM
BapHAHTAM peajn3aliu W300peTeHHs, KOMIO3HLHs COAep:KUT OepbepuH, R-(+)-0-THIOEBYIO
kuca0Ty U ButamMuH B12. CorjnacHO KOHKPETHBIM MPEANOUYTHTEIbHBIM BAPHAHTAM PeaTH3aliu
U300peTeHns, KOMIO3HULHS COAepkuT OepbepuH, R-(+)-0-TUNOEBYIO KHCIOTY, BUTaMUH B12 u
b6endormamun. CorjnacHO KOHKPETHBIM  HPENNOUTHTENBPHBIM  BapHAHTAM  PeaH3aliu
U300peTeHns, KOMIO3UIKS COnepKUT OepbepuH, R-(+)-0-JTUNOEBYIO KHCIOTY, BUTAaMHH B12,
6endoTrnamMuH 1 oMera-3-moJIMHACHILIIEHHBIE JKUPHBIE KHCIIOTHL

[0092] CornacHO KOHKPETHBIM NPENIMOYTHTEIbHBIM BapHAHTAM peATN3alui H300peTeHus,
KOMITO3HLIUSI COAEPKUT OepOeprH M THAPOKCUIMMOHHYIO KHCJIOTY. COrjacHO KOHKPETHBIM
OPEMOYTHTENbHBIM BapUaHTAM pPeATH3alni H300pETeHUs, KOMIIO3ULUS COAEPKUT OepOepuH,
THAPOKCUIIMMOHHYIO KuciaoTy ¥ BuTamMuH D. COryiacHO KOHKPETHBIM INPEANOYTUTENbHBIM
BapUAHTAM peaju3alud H300peTeHH s, KOMIIO3UIHS COAEPKUT OepOepuH, THAPOKCUIUMOHHYIO
KHCJIOTY, BUTAaMUH D U oMmera-3-nmojmHaCkIIeHHbIe )XKUPHbIe KUCIOThI. COrjlaCHO KOHKPETHBIM
OPeOYTHTEILHBIM BapUaHTAM peaN3aluy H300peTeHus, KOMIO3ULUS comepkuT OepOepuH,
SKCTPAKThl M3 TaplUUHHK KaMOOIKUHCKOM wmiu rubuckyca cabmapudda (ruapoKCHINMOHHYIO
KUCJIOTY ), BUTaMuH D 1 omera-3-noiHACHILIEHHbIE JKUPHBIE KHCJIOTHL.

[0093] CormacHO KOHKPETHBIM MPENNOUYTHTENbHBIM BapHAHTAM peaU3alui HU300pETEeHuS,
KOMITO3UIIUsE comep:kut OepOepun u omuy miud ode u3 DIIK u JITK. CoriaacHO KOHKPETHBIM
NPENNOUTHTENbHBIM BapUAHTAM peaM3alud H300pETeHHs, KOMIIO3UIUsS COMEPKUT OepOepuH,
omuy mim 00e u3 DIIK u AT'K u putamun D.

[0094] CornacHO KOHKPETHBIM MPEAMOUYTHTENbHBIM BapHAHTAM peAU3alui H300pEeTeHu s,
KOMITO3ULHUS  COAepkuT OepOepuH u  ypcojioByro KkuciaoTy. COriacHO KOHKPETHBIM
NPEeaNOUTHTENbHBIM BapUAHTAM peaM3alud H300pETeHUs, KOMIIO3UIUs COMEPKUT OepOepuH,
YPCOJIOBYIO KHCJIOTY W/HJIH KOPOCOJHUEBYIO KUCAOTY W BUTaMuH D. COrjacHO KOHKPETHBIM
NPEaNOUTHTENbHBIM BaPUAHTAM peAN3alud H300pETeHUs, KOMIO3UIUs COMEPKUT OepOepuH,
YPCOJIOBYIO KHCJIOTY H/HJIH KOPOCOJIMEBYIO KUCIOTY, BUTAMHH D U oMera-3-moJMHACHIIEHHBIE
sKupHble KUCIOTBL. COrJIaCHO KOHKPETHBIM MPEANOYTUTENILHBIM BapHaHTaM pean3alud
U300peTeHns, KOMIIO3ULIUsSI CONEPKUT OepOepuH, SKCTpakThl OaHaba (KOPOCOJMEBYIO KHCIIOTY),
SKCTPAKThl OA3MJIMKA CBALIEHHOTO HJIH 3KCTPAKTHI SOJOYHOH KOKYpBI (YPCOJOBYIO KHCJIOTY),

BUTaMuH D u OMeFa-3-HOHHHaCLILL[eHHLIe JKUPHBIC KUCJIOTEI.
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[0095] CorynacHO KOHKDETHBIM MNPEOMOYTHTEIbHBIM BapHAHTAM peaTN3alui U300peTeHus,
KOMIIO3MLUSL  cOmep:KUT OepbepuH u  KOpuuHyro Kucjiotry. COrjiacHO KOHKPETHBIM
NPEeaNOUTHTEIbHBIM BAPUAHTAM peAM3alud H300peTeHus, KOMIO3UIUs COOEPKUT OepOepuH,
KOpHuHYIO Kucinoty u ButaMuH D. COriacHO KOHKPETHBIM MpPEANOYTHTENLHBIM BapHaHTAM
peanu3ay U300peTeHus, KOMITO3UIUS COAEPKUT OepOeprH, KOPUUHYIO KHCIIOTY, BUTAMUH D 1
oMera-3-IoJIMHACHIIIEHHbIE JKUPHBIE KHCIIOTHI.

[0096] CornacHO KOHKPETHBIM NPENIMOYTHTEIbHBIM BapHAHTAM peATN3alul H300peTeHus,
KOMITO3HLIUSI COASPIKUT OepOeprH U KETIHYIO KUCJIOTY (KUCIOTHI) (HAIpUMeEp, XOJIEBYIO KHCIIOTY,
00ETUXOJIEBYID KHUCJIOTY W/WIM YpPCOAE30KCUXOJIEBYIO KUCIOTy). COrjacHO KOHKPETHBIM
OPEMOYTHTEIbHBIM BapUaHTAM pEeATH3alnid H300PETeHUs, KOMIO3ULHS ConepKuT OepOepuH,
JKETYHYIO KHCIOTY (KHCIIOThI) (HAmpUMep, XOJEBYIO KHCIIOTY, OOETHXOJIEBYIO KUCIOTY H/HIIN
YPCOIE30KCUXOJIEeBYIO KHCIOTY) u BHTaMHH D. COryIaCHO KOHKPETHBIM HPEONOYTHTEIbHBIM
BapUAHTAM peaH3alud H300peTeHHs, KOMIO3ULUS CONEPKUT OepOepHH, JKETYHYIO KUCIIOTY
(xuca0THI) (HAPUMeED, XOJIEBYIO KUCIOTY, O0ETHXOJIEBYIO KHCIOTY W/HIIH YPCOAE30KCHXOJIEBYIO
KHCJIOTY), BUTaMuH D 1 omera-3-nojiHACHILIEHHbIE JKUPHBIE KHCJIOTHL.

[0097] CornacHO KOHKPETHBIM MPENMOUYTHTENbHBIM BapHAHTAM peaM3alui HU300pETEeHus,
KOMITO3MLUS CONEP)KUT OepOepuH ¥  OJ€aHONOBYHO KHCIOTY. COriacCHO KOHKPETHBIM
NPEaNOUYTHTEIbHBIM BapUAHTAM PeAM3alidd U300pPETEHNUs, KOMITO3UIUS CONEPKUT OepOepuH,
OJICAHOJIOBYIO KHCJIOTY ¥ BUTaMuH D. COriacCHO KOHKPETHBIM HPEANOYTHTEFHBIM BapHAHTAM
peanu3alui H300peTeH s], KOMITO3ULUS COAEPKUT OepOeprH, OIEaHOIOBYIO KHCIOTY, BUTAMHUH
D u omera-3-noJiMHACBIIIEHHBIE KUPHBIE KACIOTHL

[0098] CornacHO KOHKPETHBIM MPEAMOUYTHTENbHBIM BapHAHTAM peaATU3alui H300pEeTeHu s,
KOMITO3HMLHUS COMAEPKUT OepOepuH © canuumwioByr0 KHCIOTY. COrlacHO KOHKPETHBIM
NPEaNOUTHTENbHBIM BapUAHTAM peAM3alud H300pETeHUs, KOMIO3UIUs COMEPKUT OepOepuH,
CATMLIMJIOBYIO KHCJIOTY W BUTAaMUH D. COrlacHO KOHKPETHBIM HPEANOYTHTEIFHBIM BapHAHTAM
peanu3aui H300peTeHus], KOMITO3ULUSI COAEPKUT OepOepH, CANUIIUIOBYIO KHCIOTY, BUTAMHUH
D u omera-3-noyiMHaCBIIEHHbBIE YKUPHBIE KACIOTHL

[0099] CornacHO KOHKDETHBIM MPEAMOUYTHTENbHBIM BapHAHTAM peaN3aluil H300peTeHus,
KOMITO3UIIUS  COOEPKUT OepbepuH u  OeTyauHOBYHO Kuciaoty. CorjmacHO KOHKPETHBIM
NPEaNOUYTHTENbHBIM BAPUAHTAM peAM3alud H300pEeTeHUs, KOMIO3UIUs COAEPKUT OepOepuH,

6eTy.]'II/IHOBYIO KHUCJIOTY U BUTaAMHH D. Cormacuo KOHKPETHBIM MPECANOYTUTCIIBHBIM BapHaHTaM

39



peanu3aiui H300peTeHus, KOMIO3UIIHS COAePKUT OepOepuH, OeTYTHHOBYIO KUCIOTY, BUTAMUHA
D u omera-3-noyinHachIIEHHbIE JKUPHBIE KUCIOTHL

[00100] CorynacHO KOHKDPETHBIM MPEOMOYTHTEIbHBIM BapHAHTAM peaN3alui H300peTeHus,
KOMITIO3HLIUS CONEPKUT OepOepuH ¥  XJIOPOreHOBYH KuUCiIOoTy. COrjiacHO KOHKPETHBIM
NPEeaNOUTHTEbHBIM BAPUAHTAM peAn3aluu H300peTeHus, KOMIIO3ULIUsSI COOEPKUT OepOepuH,
XJIOPOT'€HOBYIO KHCJIOTY U BUTaMUH D. COrinacHO KOHKPETHBIM MPENNOYTUTEIbHBIM BapHAHTAM
peanm3ai U300peTeHus, KOMITO3UIIHS COAEPKUT OepOeprH, XJIOPOreHOBYIO KUCIOTY, BATAMHH
D u omera-3-nonnHacChIIEHHbIE )KUPHBIE KUCIOTHL

[00101] CoryacHO KOHKPETHBIM HPENIMOYTHTEIbHBIM BapHAHTAM peATH3alul H300peTeHus,
KOMITIO3HLUSI comepkutr OepOepuH u  kodeuHoBYyrO kuCIOTy. COrjgacHO KOHKPETHBIM
OPEMOYTHTENbHBIM BapUaHTAM pPeATH3alni H300PETeHUs, KOMIO3ULUS COAEPKUT OepOepuH,
KopernHOBYIO KHCAOTY 1 BUTaMUH D. COrjaacHO KOHKPETHBIM MPENNOYTHTEIbHBIM BapHAHTAM
peasm3anuu H300peTeH s, KOMIO3HLUS CONepPKUT OepOepuH, KOPEenHOBYIO KHCIOTY, BUTAMHH D
U OMera-3-IOoJIMHACHIIEHHbIE KUPHbIE KUCIOTHI.

[00102] CoryacHO KOHKPETHBIM MNPEOMOYTUTENbHBIM BapHAHTAM peaH3alud H300peTeHus,
KOMITO3MLUS  CONEpKUT Oepbepun u  OaccueByro kuciaotry. CoriacHo KOHKPETHBIM
NPENNOUYTHTEIbHBIM BapUAHTAM peAM3alud H300pETEHHs, KOMIIO3UIUsS COMEPKUT OepOepuH,
OaccueByro kuciory u ButamMuH D. COrjacHO KOHKPETHBIM MPEONOYTHTEIbHBIM BapUaHTAM
pean3aiui H300peTeH s, KOMITO3ULHUS CONEPKUT OepOepuH, OACCHEBYIO KUCIOTY, BUTAMHUH D 1
oMera-3-MoJIMHACHIIIEHHbIE JKUPHBIE KHCIOTHI.

[00103] CorynacHO KOHKPETHBIM MPEIMOUYTHTENbHBIM BapHAHTAM peaU3alui HU300peTeHus,
KOMIO3ULHUs  cofepkutr Oepbepun u  aunerun-L-kapautuH. COrjlaCHO  KOHKPETHBIM
NPEeaNOUTHTENbHBIM BapUAHTAM peaM3alud H300pETeHUs, KOMIIO3UIUs COMEPKUT OepOepuH,
anetmin-L-xapautaH u BuramuH D. CoriiacHoO KOHKPETHBIM NPEANOYTHTENBFHBIM BapHAHTAM
peanm3aiui n300peTeH ], KOMIIO3ULHUs COAEPKUT OepOepuH, anerii-L-kapuutis, Butamus D u
oMera-3-MoJIMHACHIIIIEHHBIE JKUPHBIC KACIIOTHI.

[00104] CoryacHO KOHKDPETHBIM MPEANOUYTHTENbHBIM BapHAHTAM peaN3aluil U300peTeHus,
KOMIO3WLUS  comepkuT  OepbepuH  u  S-ajumnuucrenHCcyiabpokcua — w/mwmm  S-
MeTHIuCTenHCYIb(okcua COoriacHO KOHKPETHBIM MPEANOYTHTENLHBIM BAPUAHTAM PeaTi3aliu
HU300pETEeHNs], KOMIIO3HUIHS COAEPKUT OepOepuH, S-amHINMUCTENHCYIbGOKCHT H/UIH  S-

MeTI/IJ'IL[I/ICTeI/IHCYJ'IL(I)OKCI/II[ n Butamua D. Cormacuo KOHKPETHBIM MPEANOYUTUTCIIEHBIM
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BapHAHTAM  peaju3alnuu  H300peTeHus,  KOMIO3MLHUS  COAepkuT  OepOepuH,  S-
AJUTHIILU CTEMHCYIb(OKCH W/HMKM  S-MeTWILUCTeHHCYIb(QOKCHI, BUTAMHH D u omera-3-
MOJIMHACHIIIEHHbIE JKUPHbIE KUCIOTHI.

[00105] CorynacHO KOHKDPETHBIM MPEOIMOYTHTEIbHBIM BapHAHTAM peATH3alul H300peTeHus,
KOMITIO3HLUSI COAEPKUT OepOepuH W MAHTOTEHOBYK KUCIOTY. COrjacHO KOHKPETHBIM
NPEeNNOUTHTEbHBIM BAPUAHTAM peAIM3aluu H300peTeHus, KOMIIO3UIUSI COOEPKUT OepOepuH,
MAHTOTEHOBYIO KUCJIOTY U BUTaMHH D. CornacHo KOHKPETHBIM IPEeAnOUTUTEIbHBIM BapHAHTAM
pean3auy U300peTeHus, KOMITO3UIMS COAEPKUT OepOeprH, MAHTOTEHOBYIO KUCIIOTY, BUTAMHH
D u omera-3-nonnHacChIIIEHHbIE )KUPHBIE KUCIOTHL

[00106] CoryacHO KOHKPETHBIM MPEOMOYTHUTENbHBIM BapHAHTAM peATH3alud H300peTeHus,
KOMITO3ULHS COAepKUT OepOepuH U  ackopOMHOBYIO KuUCIOTY. COrJacHO KOHKPETHBIM
OPEOYTHTENbHBIM BapUaHTAM pPeaTU3alui H300pEeTeHUs, KOMIO3UIUsS COAEepPKUT OepOepuH,
acKOpOMHOBYIO KUCIOTY U BUTaMuH D. COrylaCHO KOHKPETHBIM MPEANOUYTHTEIEHBIM BapHAHTAM
peasm3anuu u300peTeH sl KOMIIO3ULHUS COAEPKUT OepOepriH, aCKOPOMHOBYIO KHCIOTY, BATAMUH
D u omera-3-nojaMHacChILEHHbIE KUPHbBIE KUCIOTHI.

[00107] CornacHO KOHKPETHBIM MPENNOUYTHTEIbHBIM BapHAHTAM peaM3aliid H300peTeHus,
KOMITO3MLUS COINEPKUT OepOepuH ©  peTuHOeBYK KHUCIOTY. COryiacHO KOHKPETHBIM
NPENNOUTHTENbHBIM BapUAHTAM peaM3alud H300pETeHHs, KOMIIO3UIUsS COMEPKUT OepOepuH,
peTHHOEBYIO KUCIOTY u BUTAMUH D. COriacHO KOHKPETHBIM MPEANMOYTHTENBHBIM BapHAHTAM
peanu3anui n300peTeHus, KOMITO3UIIHS COAEPKUT OepOeprH, PETHHOEBYIO KUCIOTY, BUTAMUH D
U OMera-3-MOoJIMHACHIIIEHHbIE YKUPHBIE KUCIIOTHL

[00108] CoryacHO KOHKPETHBIM MPEANOUYTHTENbHBIM BapHAHTAM peATH3alui H300pETEeHus,
KOMIO3ULHUsT comep:kutT Oepbepun u pewH. COrjaCHO KOHKPETHBIM MPEANOYTUTENbHBIM
BapHAHTAM pEATM3alUU H300pEeTEH s, KOMIO3HULHUS COAEPKUT OepOepuH, perH u BUTAMHH D.
CornacHO KOHKPETHBIM MPEAMOUTHTEIEHBIM BApHAHTAM PEATU3ALUN H300PETEHNUs, KOMITO3HLIUS
comepxuT OepOepuH, pewH, BUTAMHH D ¥ oOMera-3-mOJIMHACHIIEHHBIE >KHPHBIE KHCIIOTHL
CornacHO KOHKPETHBIM MPEAMOUTHTEIEHBIM BApHAHTAM PEATU3ALUN H300PETeHNUs, KOMITO3HLIUS
comepkuT OepOeprH, 3KCTpakThl peBeHsi (pewH), BUTAMHUH D u omera-3-mojiMHACHIIIEHHbIE
SKUPHBIEC KHCIIOTHI.

[00109] CorynacHO KOHKPETHBIM MPEAMOUYTHTENbHBIM BapHAHTAM peaN3alui H300peTeHus,

KOMIIO3UIUsA COOCPIKUT 6ep6epI/IH U HHUKOTHUHOBYK) KHUCJIOTY. CornacHo KOHKPECTHBIM
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NPEeaNOUTHTEbHBIM BAPUAHTAM peAU3aluu H300pEeTeHUs, KOMIO3UIUs COMEPKUT OepOepuH,
HUKOTHHOBYIO KHACJIOTY U BUTaMHH D. COrjacHO KOHKPETHBIM MPENIIOYTHTEILHBIM BapHaHTAM
peanu3auy N300peTeHHs], KOMITO3UIHS COAEPKUT OepOeprH, HUKOTHHOBYIO KHCJIOTY, BUTAMHUH
D u omera-3-noinHachIIEHHbIE JKUPHBIE KUCIOTHL

[00110] CoryacHO KOHKPETHBIM MHPEONOYTHTEIbHBIM BapHAHTAM peATH3alul H300peTeHus,
KOMIO3UIIUs comepskutT OepOepun u OuoTuH. COriacHO KOHKPETHBIM MPEANOYTHTENbHBIM
BapHAHTAM peas3alii N300PETeHUs, KOMIO3HULHS COAepKUT OepOepuH, OMOTHH U BUTAaMUH D.
CornacHO KOHKPETHBIM MPEANOYTUTEIEHBIM BApHAHTAM PEATU3alUN H300PETeHNUs, KOMITO3HLIUS
conepxkuT OepOepuH, OnoTHH, BUTaMHH D 1 OMera-3-nojIMHACKHIIIEHHbIE KHPHBIE KHCIIOTHI.
[00111] CornmacHo ApyroMy acmekTy, H300peTeHHe B LEJIOM OTHOCHUTCS K CIOCcO0aM JIeYeHHs,
oca0yieHust WITH TTPeAOoTBpalleHusi MeTabomnyeckux paccTpoicTs. Criocod BKIIIOUAET BBEAEHHE
HY)XIAIOIIEMYCsl B 9TOM CyOBeKTy (hapMaleBTHUYECKOH KOMIIO3HLIUHU, KOTOpas COHEPKUT. (a)
OepOeprH WK €ro Mpou3BoaHOE Uik aHaor; (b) ogHy umu 6osee hapMaleBTHYECKA aKTHBHBIX
OpPraHMYEeCKHX KHCJIOT B TepamneBTHYeCKH 3(P(GEeKTHBHOM KOoiudecTBe U (C) HEeoOsS3aTesbHO
(bapmaneBTHYECKH TPHEMJIEMOE BCIIOMOTATeIbHOE BEIECTBO, HOCHTENb WIH pa30aBHTENb.
[00112] CoryacHO KOHKPETHBIM BapuUaHTAM peau3alud U300peTeHus, MeTaboIMUecKue
paccTpoiicTBa BbIOpaHbl M3 quabera, OCIOKHEHWH AuabeTa, AUCIUIUIEMHH, AUAOETUUYECKOM
OUCIUMHIEMUY,  JUCIMIHAEMHAH Yy  TAlHeHTOB C  HEMEePeHOCHMOCTBIO  CTAaTHHOB,
THMEPIUITUAEMHN, OXHUPEHHs, MeTabONMUYeCKHX CHHIPOMOB, HapyIIeHHH Merabosm3ma,
NPEIIeCTBYIOINX AruabeTy, KUPOBOrO renaros3a, HeaJKOroJIbHOW KUPOBOH OOJE3HH MeueHH
(HAXBII) u neankoronsHoro creatorenatura (HACI).

[00113] CoryacHO KOHKPETHBIM MPEAMOUYTHTENbHBIM BapHAHTAM peATH3alui H300peTeHus,
MeTabOoJIMYECKOE PACCTPONCTBO MPEACTABISET CO0O0M nuadeT 2 Tuia.

[00114] CoryacHO KOHKPETHBIM MPEAMOUYTHTENbHBIM BapHAHTAM peaM3aliid U300peTeHus,
OCNOKHEHHe auadeTa MpeAcTaBisieT COOOH arMabeTHYeCKyK0 HEBPOMATHIO, AHaOeTHUYECKYIO
PETHHOMATHIO WK AHa0EeTHYECKYIO HE(PPOTATHIO.

[00115] CorynacHO KOHKDPETHBIM MPEANOUYTHTEIbHBIM BapHAHTAM peaN3aluil U300peTeHus,
THIEPIUIUAEMUsT TPEACTABIIAET COOON THNIEPXOJECTEPHHEMHUIO, THIIEPTPUTTIHLEPHIEMUIO UK
THNEPXOJIECTEPHHEMHIO M TUTIEPTPUTTHLEPUIEMHUIO.

[00116] CorynacHO KOHKPETHBIM MPEAMOUYTHTENbHBIM BapHAHTAM peATH3aliud H300peTeHus,

(dapMaLeBTHYECKHA aKTHBHAS OpraHWYEeCcKasi KHCJIOTA BhIOpaHa U3 TPYMIbI, cocTosieil uz R-(+)-
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O-JIUIIOEBOM  KHUCJIOTHI, THUIPOKCHIMMOHHOM  KHCJIOTBI, SWKO3alEHTA€HOBON  KHUCJIOTHI,
JOKO3areKCAaeHOBOM  KUCJIOTHI,  JOKO3AaNEHTACHOBOW  KHCJOTBI,  YPCOJIOBOW  KHCIIOTHI,
KOPOCOJIMEBOM KHCJIOThI, KOPUYHOW KHCJIOTBI, XOJIEBOH KHUCIIOTHI, OOETHXOJEBOH KHUCIOTHI,
YPCOIE30KCUXOJIEBON KHCIIOTHI, OJICAHOJIOBON KHCIIOTBI, CAJIMLUIOBON KHCJIOTHL, OETYJIHHOBOMH
KHCJIOTBI, XJIOPOT'€HOBOH KHCJIOTHI, KO(PEHHOBOH KHCIIOTHI, 0AcCCHEBOW KHCIOTHI, auneTui-L-
KapHUTUHA, S-aJUTHILHCTEUHCYJIb(OKCUAA, S-METHIUCTEUHCYIb(OKCHAA, NTaHTOTEHOBOM
KHCJIOTBI, aCKOPOMHOBOHM KHUCIIOTBI, PETHHOEBOH KHCIIOTHI, PEHMHA, HUKOTHHOBOHW KHCIIOTHI H
o6uotnHa. COrjlaCHO KOHKPETHBIM BAapHUAHTAM pealn3aluu H300peTeHus, (papMareBTHIeCKas
KOMITO3HMLIUSI TOTOJIHUTENBHO CONEP)KUT TPETHH areHT, BRIOPAHHBIN U3 T'PYIIBI, COCTOSIIEH W3
putamuHa D, Butamuna C, putamuHa E, Burtamuna B12, Butamuna A, Oendoruamuua,
NUKOJINHATA XpOMA U BAaHAUSL.

[00117] CoryacHO KOHKPETHBIM MPEANOYTHTELHBIM BAPHAHTAM peATH3aluu crnocoda, CyobekT
cTpamaer oT nuabera W OCIOKHEHHH auabera, W (hapMaleBTUUYECKAss KOMITO3UIHS COMEPIKUT
Oepbeput u R-(+)-a-munoeByro kucioTy. CoriaCHO KOHKPETHBIM MPEANOYTHTEILHBIM BAPUAHTAM
peanmm3aiuu crocoba, CyOreKT crpamaer auadernueckorl HedpomaTuel, u (papmaneBTUYECcKas
KOMITO3HMLHUS COMEPKUT OepOeprH U perH (Wi dKCTpakThl peBeHs). COrjiacHO KOHKPETHBIM
NPEANOYTHTENILHBIM BapHaHTaM peajd3alii  crnocoba, CcyObekT cTpamaer auaberoM u
OKUpeHueM, u (hapMaleBTHUECKHS] KOMIIO3HULHUS CONEPKUT OepOeprH M TUIPOKCHIMMOHHYIO
KUCAOTY (MM OKCTpaKThl  rapuuHum  kamOomkuiickoit).  CorjacHO  KOHKPETHBIM
MPEANOYTHTENILHBIM BapHaHTaM pead3alii  crnocoba, CcyObekT cTpamaer auaberoM U
TUCIUNHAEMUEH, U (hapMalleBTHUYECKAs KOMITO3HUIUS CONEP)KUT OepOepuH U OJHY WK OoJiee U3
SIIK, ATK u AIIK.

[00118] CornacHO KOHKPETHBIM MPEAMOYTHTENILHBIM BapUaHTAM peaii3aliu crnocoda, CyorekT
cTpagaer nuabeToM W MBIMIEYHOH aTpodueid, U ¢dapManeBTHUYECKass KOMITO3UIUS COAEPIKUT
OepbepuH ¥ OOHY WM 00€ W3 YPCOJIOBOM KHCIOTHI M KOPOCOJHMEBOH KHCIOThI. CorimacHo
KOHKPETHBIM MPEANOUTHTEbHBIM BAPUAHTAM PEATU3ALHH CIoco0a, CyOBEeKT cTpajaer nuaberom
U MBILIEYHOH aTpodueii, U papmaneBTHUECKAas] KOMITO3ULIHSI COAEPKUT OepOepuH U OuH Hin 00a
U3 DKCTpaKTa Oa3uiIMKa CBSIIEHHOTO HJIH YKCTPAKTA S0JI0YHON KOKYPBI (YPCOIOBYIO KUCIIOTY) H
3KCTpakTa Oanaba (KOPOCOIUEBYIO KUCIIOTY).

[00119] CornacHO KOHKPETHBIM MPEAMOYTHTENILHBIM BapUaHTAM peaii3aliu crnocoda, CyorekT

CTpazaer JKUPOBBIM I'ellaTO30M, HEAJIKOTrOJIbHOH skupoBoii 6one3nsio neyenn (HAXKBIT) u HACT,
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u (hapMarieBTHUYECKAasT KOMIIO3HUIUsS CONEPKUT OepOeprH 1 OHY UK OOJiee U3 XOJIEBOH KUCIOTHI,
O00ETHXOJIEBOW  KUCJIOTBI M YPCOAE30KCHXOJIeBOH  KUCHOTHL.  COrJIaCHO  KOHKPETHBIM
NPEeaNOUYTHTENbHBIM BAPUAHTAM pEATU3aluu Crocoda, CyOBeKT CTpaaaeT >KUPOBBIM I'enaTo30M,
HeanKoronbpHOl xupoBoil Oonesnpto neuenn (HAXKBII) m HACI, u dapmaneBtiueckas
KOMITO3HLIUSI CONEPKUT OepOepHH U JKeTUYHbIE KHCIIOTHL

[00120] CoryacHO KOHKpPETHBIM MPEANOYTUTENILHBIM BapHAaHTAM peai3alui  Ccrocooa,
(dapManeBTHYeCKass KOMIO3HLHS TOTMOJHUTENBHO COAEPKUT BUTAMUH D.

[00121] CoryacHO KOHKpPETHBIM MPEAMOYTUTENILHEIM BapHAHTAM pea3alii  Ccrocooa,
(dapManeBTHYecKass KOMIO3HULHSI TOMOJTHUTENBHO COAepKUT BUTaMuH E.

[00122] CoryacHO KOHKPETHBIM MPEANOYTUTENFHBIM —BapuaHTaM peaju3auii  crnocooda,
(dbapmareBTHUYECKAsT KOMITO3UIUS JOMOJHUTENLHO CONEPIKAT BUTAMUH B12.

[00123] CornacHO KOHKPETHBIM MPEANOYTHTEIbHBIM BapUAHTAM peATH3alHuu  Crocoda,
(bapmaneBTHYECKass KOMIIO3ULUS TOMOJHUTEIBHO COAEPKUT OeH(DOTHAMUH.

[00124] CoryacHO KOHKPETHBIM MPEANOYTUTENIFHBIM BapuaHTaM peaju3auid  crnocooda,
(bapmaneBTHYECKasT KOMIIO3ULUS TOMOJHUTEIBHO COAEPKUT BUTAMUH C.

[00125] CorymacHO KOHKPETHBIM MPEANMOYTHTENLHBIM BapHaHTaM peaM3alii  Crocooa,
(dapMarieBTHYECKass KOMITO3HIIMSI TOMOJHUTEIBHO COAEPKUT BUTAMHUH A.

[00126] CormacHO KOHKPETHBIM MPEMOYTHTENLHBIM BapHaHTaM peaM3alii  Ccrocooa,
(dapmMalieBTHYeCKass KOMITO3HLIHS TOMOJHUTENBHO COAEPKUT OeH(POTHAMUH.

[00127] CormacHO KOHKPETHBIM MPEAMOYTHTENLHBIM BapHaHTaM pean3alii  Ccrocooa,
(dapmMareBTHYECKAss KOMITO3HIIMSI TOMOJTHUTEIBHO COAEPKUT MUKOJUHAT XPOMa.

[00128] CoryacHO KOHKPETHBIM MPEAMOYTHTENLHBIM BapHaHTaM pean3alii  Crnocooa,
(dapmMaleBTHYECKAss KOMITO3HIIHS TOMOJHUTENBHO COAEPKUT BaHAIMM.

[00129] CornacHO KOHKPETHBIM MPEANOYTHTELHBIM BAPHAHTAM peaji3alnu crocoda, ieyeHue,
ocnabneHre WM TpeNoTBpalleHne MeTabONMYECKHX PACCTPOHCTB OOecCmeunBaeTcs MyTeM
CHIDKEHUSI YPOBHSI TJIFOKO3bI B KPOBH CyObekTa. COrlaCHO KOHKPETHBIM MPEANOUTHTEBHBIM
BapHaHTAM pean3alii crocoba, jeueHne, ocialleHne Wil MPEIOTBPAIlEHHE METAOOTHYECKUX
paccTpoiicTB obecreunBaeTCss NyTeM CHIDKEHHs oOuiero ypoBHs xosectepuHa (0X),
tpurnuiepunos (TI') u xonecteprHa JTUMONPOTENHOB HU3KOW TIOTHOCTH (Xxosnectepuna JITTHIT),
MOBBILIEHUS] YPOBHS XOJIECTEPUHA JIMTIONPOTENHOB BHICOKOH MIOTHOCTH (Xojectepuna JITIBIT) y

cyobekta. COrjacHO KOHKPETHBIM MPEANOUTHTENIbHBIM BapHaHTAM pean3alud  Crnocooa,

44



nedeHue, ocnabjeHne WM MPenoTBpalleHne MeTabOIMUeCKOro pacCTpOrCTBa 00ecrneYnBaeTcs
nyTeM HOPMaJIM3alli YPOBHS MEYeHOUYHBIX (hepMeHTOB y cyObekTa. COriacHO KOHKPETHBIM
OPEOMOYTHTENbHBIM —~ BapHAHTAM  peaiM3alud  crnocoba, JieueHwe, ociabjeHune  HIIH
OpeNoTBpalleHHe METa0OIMYECKOro pacCTpOCTBa O0ECHeunBaeTCss IMyTeM H3MEHEHHUsI
HHCYJIMHOBOI'O CUTHAJIBHOT'O IYTHU, KOTOPOC NPUBOAUT K CHHJKCHHUIO YPOBHSA I'JTFOKO3BIL. COFHaCHO
KOHKPETHBIM MPENNOYTUTENFHBIM BapHAHTAM PEAIU3alliu Crocoda, JieueHne, ocnadieHne win
OpeNoTBpalleHHe MeTa0OJHYECKOr0 pPACCTPONCTBA O0eCmeunBaeTcss MyTeM PEeryJIsauu
MHOKECTBA MeTabONMYECKHX IyTeH, HAmpuMep, MyTeM IMOBBIIIEHHS CEKPEeLUd HHCYJIMHA,
MNOBBILICHUA YYBCTBUTECIBHOCTU K MHCYJIMHY, CHUKCHUS TIIOKOHCOIr€HE3a B IMCUCHU, CHUKCHUSI
BCACBIBAHMS TJIFOKO3BI, OCIAOIEHUST AUCITUITHAEMHHS, IPOTHBOBOCIAIUTENLHOIO ASHCTBHS, IS
JOOCTHIKEHUS JKeNaeMbIX (papMakosornaeckux 3G QHeKkToB.

[00130] CorymacHO ApPyroMy acmekTy, W300peTeHHe B LEJOM OTHOCUTCS K HaOOpy, KOTOPBIi
BKJIFOYAET: (1) areHT, MpeaCTABISIOMmuil coboit OepOepuH WK ero Mpou3BOAHOE WJIH aHaor; (i1)
oauH (M Ooree) areHT (areHToB), BBIOPAHHBIN U3 (hapMaLeBTHUYECKH AKTHBHBIX OPraHHYeCKUX
KACJOT; U (111) HHCTPYKLUMH 1O BBEICHUIO KOMOMHALIMN areHTOB MALMEeHTY, CTPAJAIOLUIEMY HJIH
HUMEIOLIEMY PUCK Pa3BUTHSI OJHOTO WM Oojiee 3a00JieBaHUI WM PACCTPOWUCTB, BHIOPAHHBIX H3
MeTabOJHYECKHX PACCTPOICTB, CEPAEUYHBIX 3a00IeBaHIil, HEUPOIEreHEPATUBHBIX 3a00JIEBAHNUM,
3a00JIEBaHMIA TT€YEHHU, MBILIIEUHOW aTPODUH U paKa.

[00131] CorymacHO KOHKPETHBIM BapUAHTAM peai3alii H300PETEHNUsI, TPOU3BOIHOE HIIH aHAJIOT
Oepbeprna BbiOpaH w3 Taomuuer 2. CoOrjacHO KOHKPETHBIM BapHaHTAM peaju3aliu
N300peTeHus, TOMOHUTEbHBIN areHT BeIOpaH u3 moboii oxHol nim H6osee u3 R-(+)-o-nunoeBoi
KHCJIOTBI, THAPOKCHJIMMOHHON KHCJIOTBI, JHKO3aIMEHTAEHOBON KHCJIOTHI, IOKO3areKCaeHOBOM
KHUCJIOTHI, JTOKO3AIMeH TAEHOBOM KHUCIIOTHI, YPCOJIOBOU KHCIOTHI, KOPOCOJUEB O KHUCIIOTHI, XOJIEBOH,

YPCONE30KCUXOIEBOH KUCIOTHI HITH IPYTUX areHTOB, epeurcieHHbX B Taoaume 1.

Coilu ypcooe30KcUxX01e80i KUC1OMbL W ee npoussobnu_x

[00132] B HacrosimeM un300peTeHHEe TaKKe MPeIOKEHbI HOBBIE COJIM YPCOAE30KCHXOJIEBOM
KHCJIOTBI M MX OPraHUYeCcKre OCHOBaHMUsI, (papMalieBTHUECKHE KOMITO3UINH, a TAK)KE CIIOCOOBI X
NOJTyUeHHsI U TIPUMEHEHHs! [UTsl JICUEHHs U/UIH PEAOTBPALIEHUs PA3IMYHbIX 3a00€BaHII UK
pPacCTPOMCTB meueHn U MeTtabonuueckux paccTporctB. CoOM ypCOMe30KCHXOIIEBON KHCIOTHI
BKJIOUYAIOT COJIU C OPTraHMYECKUMHE OCHOBAHHSIMH, TAKUMH Kak OepOepuH, MeT(hOpPMITH, KAPHUTHH,

KONTHU3UH, MAJILMATHH, STPOPPU3ZHUH.
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[00133] CoryacHO apyroMy acmekTy, HacTosiliee M300peTeHHe B IIEJIOM OTHOCHUTCS K COJIH
PUCOENUHEHHST KHUCIOThI-OCHOBAHUS 110 CYIIECTBY B YHCTOM BHJE, MMEOLIEH CIIEAYIOLIYIO
dbopmyny:
(X)m(U)n @),

rue

(a) U mpencrasnsier cob0ii aHUOHHBIH (ParMeHT YPCOAE30KCHXOJIEBOH KHCIOTHI MU €€
IPOU3BOJHOTO MJIH aHAJIOra,

(b) X* mpexncraBnsier coOON KATHOHHBIN (parMeHT (hapMALEBTHUECKH AKTHBHOIO
OPraHUYECKOro OCHOBAHHUS, U

(c) m 1 n mpeaCTaBISIOT COOOH LENbIe YKCia, He3aBUCUMO BeiOpanubie u3 1, 2, 3,4, 5u 6
TAKUM 00pa3oM, 4TOOBI OJYUHIIACH COJIb C HEHTPAJIbHBIM 3aPSIIOM.
[00134] U~ wmoxer mnpencraBisate CcOOOW aHHOHHBIAH (parMeHT JIIOOOro MOAXOISIIEro
OPOU3BOJHOTO HJIM AHAJIOra YPCOAE30KCHXOJIEBOW KHCJIOTHI, HANPHMEP, BBIOPAHHOTO U3
Tabnuus! 3.
[00135] X* moxer mupencraBisiTe COOOW KATHOHHBIN (hparMeHT JFOOOro IMOIXOSLIErO
(bapmManeBTHYECKH aKTHBHOIO OpraHH4ecKkoro ocHoBaHus. COrJacHO KOHKPETHBIM BapHaHTAM
peasymzanuu u300pereHus, hapManeBTHUECKH aKTHBHOE OPraHMYECKOE OCHOBAHUE MOKET OBITh
BLIOPAHO, HANpUMEpP, W3 TPYIIbI, COCTOsed u3 OepOepuHa, MeTQOpMHUHA, KAPHUTHHA H
KONTU3WHA, MajbMaTHHA u sATpoppusuHa. COrjacHO KOHKPETHBIM BapUAHTAM peaju3alliu
u300perenus, X' TaKKe MOKET TPEICTABNIATh COOOM KATHOHHBIM (DparMeHT apyroro
OPTraHMYECKOr0 OCHOBaHUS, OOLIENPU3HAHHOTO (HApPMAEBTUYECKH AKTUBHBIMH JUIS JICUEHHUS
OnHOro uiH 0oJjiee 3a00JIEBaHMIA WM PACCTPONCTB, BEIOPAHHBIX U3 PA3IMUHBIX 3a00JI€BAHUIN HITH
PACCTPONCTB TMEUEHH, TAKUX KaK JKHPOBOW TeEMaTo3, HEAJIKOTroJbHAs )KUPOBasi OOJNE3Hb MEYEHH
(HAXBII), neanxoronbubiii creatorenatut (HACT), xonectatnueckue 3aboneBaHHs NEYEHH,
3a00JIeBaHKE TEUEHN (TPAHCIUIAHTAT MPOTHB XO3SHHAY», XPOHUUYECKHE BUPYCHBIE 3a00JI€BaAHUSI
NIEUEHH, aJIKOrOJIbHBIE 3a00JIEBaHUs MTEYEHH, MeTaboInueckne 3a00IeBaHusI HITH PacCTPOICTBA,
TAKME KAaK HapymeHwus Mmeradoyim3Ma, MpEeAUIecTByoe auadery, nuabeT, MUCIHIUIEMUS,
nuabeTnyeckasi MUCIUIHAEMHES, TUIEPUMUAEMEs, OXHUPEHHE, WM CBSI3aHHOTO C HUMH

3a00JIeBaHKsI HJTH PACCTPOICTBA Y MJIEKOIHU TAIOLIETO, BKITFOUAs YETOBEKa.
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Ypcone3okcuxoenas KHCIIOTa

[00136] Ypconesokcuxomesas kuciora (YAXK umm ypcommon, ¢ XMMHYECKUMH HA3BAaHUSIMH
3a,7B-muruapokcu-5Sp-xonan-24-oiHas kucnora wi (R)-4-((3R,5S8,75,8R,95,108,13R,14S5,17R)-
3,7-murunpokcu-10,13-mumernnrekcanexaruapo- 1 H-nuknonentala]|penantpen-17-
WJI)IIEHTAHOBAs] KHCJIOTA) MPEACTaBjseT COOOM BTOPHUHYIO JKEUHYIO KHCJIOTY — BEILECTBO,
KOTOpO€ B HOpME IPOU3BOAUTCS B OpraHM3Me M 3amacaercss B JKEJTYHOM ITy3bIpe. Y PCOAMON
NpUMEHSIeTCS. U1l PACTBOPEHUS KaMHEM JKeJYHOro Iy3bIps y NAIUEeHTOB B KauecTBe
aJbTEPHATUBBl  XUPYPrUYECKOMY  JICUEHHUIO.  YPCOAMOJ  TaKke  HCIOJIb3yeTcss s
PeOTBpALIeHUs] 00pa30BaHUs KAMHEH B )KETUHOM Iy3bIpe Y NALMEHTOB C H30BITOUHBIM BECOM,
CJIUIIKOM OBICTPO TEPSIOIIMX MACCy Tesia. YPCOAUOJ AEHCTBYET MyTeM CHIIKEHHS MPOIYKIUH
XOJIECTEpHHA U MYTEM PACTBOPEHHUS XOJIECTEPHHA B KETYH TAKHM 00pa3oM, YTOOBI OH HE MOT
00pa30BbIBaTh KaMHH. YPCOOHMOJ TakKe SIBJIIETCS Teparueld MepBON JIMHUU [JISl JICUEHHs
NEPBUYHOrO OMJIMAPHOTO LHPPO3a MEYEHH, MEPBUYHOTO CKIIEPO3UPYIOIIEr0 XOJAHTHTA |
XOJIECTATHYECKHX 3a00JIeBaHMii TIeueHd. B0 MPOBENEHO OrpaHHYEHHOE YKHCIIO UCCIIENOBaHUMI
neicTBus ypcoanona Ha HeankorojbHblil creatorenatut (HACI), HO mosy4YeHHbIE PE3YJIbTaThI
ObUTH TMPOTHBOPEUHBBIMU W HeyOemUTeNbHbIMU. TakuMm 00pa3oM, BIIMSHHE YypCOOHOJA HA
HeankoronbHbIH creatorenatut (HACT') octaeTcs HeH3y4eHHBIM.

[00137] Metdopmun (N, N-TuMETHIAMUIOIMKAPOOHUMHUAHBIN AUAMHU) MPEACTABISIET COOOM
AKTUBHBIN TUIOTIMKEMUYECKHHA areHT, KOTOPBIN B HACTOSIIIEE BPeMsI PEKOMEHIYETCS B KAaUeCTBE
nepopaabHON Tepanuu nepBoi JuHuu s jeuenus nuabera 2 tuna (J2T). OcHoBHOI 3ddexT
YKa3aHHOTO JIEKAPCTBEHHOTO CPEACTBA 3aKJIIOUAETCS B PE3KOM CHIKEHUU MPOAYKIIUH TITFOKO3bI B
MEYeHH, IVIABHBIM 00pa3oM 3a CUeT YMEPEHHOTrO W BPEMEHHOr0 MHTHOMpOBaHUs KoMILiekca |
MHUTOXOHAPUAIILHON IbIXaTebHON nenu. Kpome Toro, JOCTUTHYTOE CHIDKEHHE SHEPreTHUECKOTo
cTatyca meueHH MNPUBOAUT K akTuBauuu AMOD-aktuBupyemoii mporenHkuHasbsl (AMOK) —
«CeHcopa» KJeTouHoro Mertabonm3ma, oOecrnednBaroIero OOIIEeNPU3HAHHBI MeXaHH3M

neiictBust MeropMHHA HA MPOrpamMmy TJIIOKOHeoreHe3a B mnedeHu. llomumo 3ddekra
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MeThOpMHUHA HA MeTabOJIM3M TIJIFOKO3bl OBLIO OMHCAHO, YTO MeT(OPMHUH BOCCTAHABIUBAET
(YHKIHMIO SIMYHUKOB MPU CHHAPOME MOJHKUCTO3a SIMUHHKOB, CHUYKAET >KUPOBOW TIemaro3 H
MHUKPO- ¥ MaKpOCOCYIUCThIE OCTIOKHEHHUSI, CBsI3aHHBIe ¢ quaberom 2 tuna. Taxke ObLJIO HEAABHO
NPeIOKEHO ero MPUMEHEHHe B KaueCTBE aJbIOBAHTHON TEpamuu paka WM TeCTAHOHHOTO
nuabera, a Tarke UL MPEeNOTBpalleHus: auabera B MONMYJSIMHM C NPEAPACHOI0KEHHOCTHIO K
muabety. 3a mocieIHHe HECKOJBKO JIET YBEIHYHIIOCh KOJIMYECTBO UCClIeI0BaHNI MeT(hOpMHHA B
OTHOILIEHHHM HeaJKoroJsHOW kupoBoi Oone3nn mnedenn (HAJXKBII) u  HeankorossHOro
crearorenatuta (HACI'), onnako ero 3¢ppekTHBHOCTh B OTHOIIEHUH HEAJKOTOJBHOW KHPOBOU

Ooonesnn mneuenn (HAXDBII) wu HeamkorompHoro crearoremaruta (HACI) ocraercs

HEMOATBEPIKAEHHOM.
SN N ONH,
| H
Mertdopmun
[00138] KonTuzun [6,7-murunpo-6uc(1,3)0en3omiokcono(5,6-a:4',5'-g)XuHONMU3UHII],

naneMatud  [2,3,9,10-reTpamerokcu-S,6-turuApon30XuHoNuHO| 2,1 -bluzoxunonuu-7-uii]|  u
SITPOPPU3HH [2,9,10-TpumMeTOKCH-5,6- MUruApOu30XUHOIUHO| 2, 1 -b]u30XuHOMMH-7-1ii-3-0J1]
NPEACTABIIAIOT COOOH MPHPOMHBIE AJKAJOMIBIL, I KOTOPBIX B MPEIbIAYIIAX HCCIETOBAHUIX

OB TTOKAa3aHBI CXOHBIE ¢ OepOepuHOM (papMaKoIOrHyecKre CBOMCTRA.

TTanematus
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OCH,

H3CO
Srpoppusux

[00139] L-Kapautun mnpeacrasisier cOOOW NPUPOAHYKO AaMHHOKHCIOTY. Ero OmocuHTe3
MPOUCXOAUT B MEUEHHU U MOYKaxX U3 JU3uHA U MeTuoHuHA. L-KapHuTHH urpaer BaxxHyO poJib B

MeTabO IM3Me )KUPOB, NEHCTBYS B KAYECTBE MEPEHOCUNKA KHUPHBIX KUCIOT B MHTOXOHIPHHL.

CH3

' H $QH Q

Y
| o]
CH3

L-KapuauTun
[00140] IIpumMepbl MPOU3BOAHBIX WJIM AHAJIOTOB YPCOAE30KCHXOJIEBOU KHCIIOTH MEPEUNCIICHE] B

Ta6uue 3.

Taoauua 3. [Ipou3BOAHBIE WIH AHAJIOTH VPCOME30KCUXOIEBON KUCIOTHI

49



a¢upa

50




R,
i -H
Ul CHCO-
vz -H

U3 CH.CO-
Uls  PhCO-
L4511 PRCO-
U7 CHSOp
UIs CHSOx
UM CHSO;-

»
HO"
Ui
w
s
R R
CHy CHy-
H CHy-
CH{CO-  CHy

CH;CO-  CH;- e

E CH;- COOR;
PHCO:  CHy

-H CHy
CH;80;-  CHy RO OR

CH;CO-  CHy

R, Ry
us « -H
Uy -H w-Bu-
Ry Ry
U4 CH;C0- CHy-
U9 CHSO-  CHy
Ry
ta H-
u7 CH;-
U8 CH,Cll-
vin 1-Bu-

‘OOR;

CH;-
CH,CH;-

RI=BOH,R2=H
Ri=aOH,R2=H

Ri=HR2=0H
Ri=HRI=H

51




HO~ OH

HO' H OH

COOH

52




{1}

He - | OH
rae R mpeacrasmaer -H, -CH3 umn COOH, u Ri npeacrasnset coboit -CONHCH2COOH, -CH2COOH umun
~CHCOOH

!
NH-COCH,

R nmpencrasisier coboii paaukai, Beiopanusiii u3 -CH2-SOsH u -COOH, u R’
npezncrasiser codoi pamukal, BeiOpaHHbIi 13 cooTBeTcTBeHHO -H 1 -(CH2)2-CONH,

-CH»-CONHj, -(CH2),-SCH3,-CH»-S-CH, -COOH

[00141] CornacHO KOHKPETHBIM MPEANOUTHTEFHBIM BapUaHTaM peanu3anuu u3odperenus, U
IPEACTABJIIET COOOM AHMOHHBIA (PPArMEHT YPCOME30KCHXOIEBONH KUCIOTH, X  MPENCTaBIsSeT
co0oli KaTHOHHBIH (hparMeHT OepOeprHa MM €ro MPOU3BOIHOrO WK aHaymora, m = 1, u n = 1.
IIpumepsl MPOM3BOMHBIX MM aHAIOroB OepOepuHa mnepeunciiensl B Taoauume 2. CorjacHo
KOHKPETHBIM MPEANOUTHTENILHBIM BapHAHTaM peaju3auuu u3odpetrenus, U npeacrasiser coOoit
AQHUOHHBIN (PArMEHT YPCOME30KCHXOJIEBON KUCIOTHI, X MPENCTaBIsSeT COOOH KaTHOHHBIN
¢parmenT 6epbepuna, m =1, un=1.

[00142] CornacHO KOHKPETHBIM MPEANOYTHTEIFHBIM BapUaHTaM peanu3auuu u3obdbperenus, U
IPEACTABJIIET COOOM AHMOHHBIA (PPArMEHT YPCOME30KCHXOJIEBONH KUCIOTh, X MPENCTaBIsSET

co0OM KaTHOHHBIH (hparMeHT MeT(hOPMUHA HJIA €ro MPOU3BOJHOIO UM aHajora, m= 1, un=1.
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IIpumeprl MPOU3BOIHBIX HIIM aHAJIOroB MeTdopmuHa nepeuncieHsl B Tadouaune 4. CorimacHo
KOHKPETHBIM MPEANOUTHUTENIFHBIM BAPHAHTAM peanu3auuu u3obperenus, U npencrapisieT coboit
AHUOHHBIN ()PArMEHT YPCOHME30KCUXONIEBOM KUCIIOTBI, X MPEACTABIsSET COOON KATHOHHBIM
¢parmenT merpopmuHa, m =1, un=1.

[00143] CorynacHO KOHKPETHBIM MPEANOUTHTEIBFHBIM BapHaHTAM peanu3auuu uzodperenus, U
npeacTaBiseT coOOi aHMOHHBIN (PPArMEHT YPCOME30KCHXOJNIEBON KUCIOTH, X MPEICTABISET
co0O¥W KaTHOHHBIN (hparMeHT KAPHHUTHHA WK €ro MPOU3BOJHOrO WM aHayiora, m = 1, u n = 1.
IIpumepsl MpOW3BOAHBIX HJIM AHAJOTOB KapHUTHHA mnepeuncieHsl B Tabamme S. CornacHo
KOHKPETHBIM MPEeANOUTUTENIHBIM BAPHAHTAM peanu3auuu n3obperenus, U npencrapisier coOoit
AHUOHHBIN ()ParMEHT YPCOHE30KCUXOJIEBOM KHCIIOTB, X MPEACTABIsSET COOON KATHOHHBIM
¢dparmenT kapauTHHa, m =1, un=1.

[00144] CornacHO KOHKPETHBIM MPEANOYTUTENFHBIM BapHaHTAM peau3auui u3odperenus, U
HpeACTaBysieT COOOM aHMOHHBIN (PPArMEHT YpPCOAE30KCHXOJNIEBON KHCIOTH, X MPEICTABISET
co00it KaTHOHHBIN (hparMeHT KOMTU3NHA MJIH €r0 MPOU3BOAHOrO MWK aHajora, m =1, un=1.
[00145] CornacHO KOHKPETHBIM MPEIIOYTHTEFHBIM BapHaHTAM peau3auuu u3odperenus, U
NpeacTaBysgeT coOOW aHMOHHBIM (PPArMEHT yPCOME30KCHXOJEBONH KUCIOTH, X MPENCTABIAET
c000i1 KATHOHHBIN (hparMeHT MajbMaTHHA HJIA €r0 MPOU3BOAHOrO UM aHajiora, m=1 un=1.
[00146] CornacHO KOHKPETHBIM MPEANOUTHTEFHBIM BapHaHTaM peanu3anuu uzodbperenus, U
NpeaCTaByseT coOOM aHMOHHBIN (PPArMEHT yPCOME30KCHXONEBOH KUCIOTH, X MPENCTABISAET
c000i1 KATHOHHBIN (hparMeHT ATPOPPUIUHA HJIH €r0 MPOM3BOJHOrO WK aHayiora, m =1, un= 1.
[00147] CornacHO KOHKPETHBIM MPEANOUTHTENFHBIM BapHaHTaM peanu3anuu uzodbperenus, U
npeacTasiser coOOl aHMOHHBIM (pParMeHT OOETHXOJIEBOM KUCIOTH, X TMPEACTABIIET COOOM
KaTHOHHBIH (hparMeHT OepOeprHa MM €ro MPOMU3BOIHOr0 Wik aHaiora, m = 1, u n= 1. IIpumepsl
NPOM3BOAHBIX HJIM aHAJIOrOB OepOepuHa mepeunciensl B TaGaume 2. CoriacHO KOHKPETHBIM
NPEeanOUYTHTENbHBIM BapHaHTaM pean3aiuu u3obperenus, U™ mpeacTaBisieT coOOH aHUOHHBINM
(bparMeHT 00ETUXONEBON KUCIOTHI, X MPENCTaBIsSeT COOON KaTHOHHBIN (parMeHT GepOepuHa,
m=1,un=1.

[00148] CorynacHO KOHKPETHBIM MPEANOUTHTEFHBIM BapHAHTAM peanu3auuu uzodperenus, U
npeacTasiser cobOl aHMOHHBIA ()parMeHT OOETHXOJIEBOM KUCIOTH, X TMPEACTABIIET COOOM
KAaTHOHHBIH (pparMeHT MeT(QOpMHUHA WM €ro MPOH3BOJHOrO WM aHajora, m = 1, u n = 1.

IIpumepsl MPOM3BOIHBIX HJIM aHAJIOrOB MeTdopmuHa nepeuncieHsl B Taoiuue 4. CorjacHo
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KOHKPETHBIM MPEANOUTUTENIHBIM BapHAHTaM peanu3auuu u3obperenus, U mpeacrapisieT coboit
AHUOHHBIN (pparMeHT 0OETHXONIEBON KUCIOThI, X MPEACTAaBIsSeT COOOM KATHOHHBIA (hparMeHT
metpopmura, m =1, un=1.

[00149] CornacHO KOHKPETHBIM MPEANOUTHTEFHBIM BapHaHTAM peanu3auuu uzodperenus, U
npeacTaBiser coOOl aHMOHHBIA (parMeHT OOETHXOJIEBOM KUCIOTH, X TMPEACTABISIET COOOM
KaTHOHHBIH ()parMeHT KAPHUTHHA WJIK €r0 MPOU3BOAHOrO Wi aHajora, m = 1, u n= 1. Ilpumepsr
MPOU3BOHBIX WJIM AHAJIOrOB KapHUTHHA nepeunciiensl B Tadmune S. CoracHO KOHKPETHBIM
NPEeaNOUYTHTEIbHBIM BapHaHTaM peayu3anuu n3obperenus, U™ mpenactapisier cOOOH aHUOHHBIM
(bparMeHT 00ETHXONEBON KUCIIOTHI, X MPEACTaBIsieT COOON KATHOHHBINA (PparMeHT KapHHUTHHA,
m=1,un=1.

[00150] CoryacHO KOHKPETHBIM MPENNOYTUTENFHBIM BapHAHTAM peau3auu u3odperenus, U
npeacTaBisieT co0OW aHMOHHBIA (parMeHT OOETHXOJEBOW KUCIOTH, X TMPEACTABISET COOOM
KATHOHHBIH (PparMeHT KOMTH3NHA HJIK €ro NPOM3BOJHOrO WK aHamora, m= 1, un=1.

[00151] CoryacHO KOHKPETHBIM MPEANOYTUTEFHBIM BapHaHTAM peau3auuu u3odperenus, U
peacTaBisieT co0Ol aHMOHHBIA (parMeHT OOETHXOJEBOW KUCIOTH, X MPEACTABJISET COOOI
KaTHOHHBIH (PparMeHT majibMaTHHA WM €r0 MPOM3BOAHOrO Wi aHajora, m =1, un=1.

[00152] CorynacHO KOHKPETHBIM MPEANOUTHTENFHBIM BapHaHTaM peanu3anuu uzodperenus, U
npeacTasisger cobOl aHMOHHBIA (ParMeHT O0OETHXOJIEBOM KUCIOTH, X MPEACTABIIET COOOM

KaTHOHHBIH (pparMeHT SATPOPPHU3NHA UM €r0 MPOU3BOAHOIO Mk aHamora, m= 1, un=1.

Taoamua 4. [ponssoaHble win aHaJoru MethOpMUHA

NH NH
NfU\NH2

LA "
N

NH NH

R1\L1)J\NJ\L5R2
ST

L' u L? He3zaBucuMo npeacTapasoT coboit ceasp um -NH-C(NH)-;

R! npencraenser coboit -NR!AR!B, saMemneHHbIli WM He3aMeEINEHHBIH AJKWUI,
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3aMELIEeHHbIA WM HE3aMELUEHHbIH I'eTepOaKII, 3aMEIIeHHbIM WM He3aMeIleHHbII
LIUKJIOAJIKWII, 3aMELIEHHBI WM HE3aMEIleHHbIH T'eTePOLMKIOATKUI, 3aMeIleHHbIN
WU He3aMelleHHbIi apuil MM 3aMelleHHbIi U He3aMelleHHbIH reTepoapun, rae R4
u R'B HeoGs3aTeNbHO COENMHSAIOTCS BMECTE C OOPA30BAHMEM 3AMEIIEHHOTO HIIN
HE3aMELIEHHOTO reTePOLMKIIOANIKIIIA,

R? mpencraBmser coboii -NR?AR?E| samelneHHblii uauM He3aMelleHHBIH aJKHI,
3aMEILEeHHbIN UM HEe3aMEIIeHHbIH reTepOaIKul, 3aMEIeHHbIN WJIH He3aMeIleHHbIN
LUKJIOAJIKIII, 3aMEIICHHBI WM HE3aMELICHHbIA TeTEPOLMKJIOANKUI, 3aMeIeHHbIN
VM He3aMeIeHHbIH apHIl MM 3aMeIleHHbIH MM He3aMelleHHbIH retepoapun, rae R2A
u R?® HeoOs3aTeNbHO COENMHSIOTCS BMECTE C OOPA30BAHMEM 3AMEIIEHHOTO UM
HE3aMEeIEHHOTO TeTePOLIMKIIOATKUIIA;

R'A R'B R?A 1 R?B nesasucumo npencTasisioT coboii Bonopon, -OR*, samermennsbrit
WM HE3aMEIICHHBIM aJIKWJI, 3aMEIICHHBI WIH HE3aMEIIEHHbIH TeTepOaKul,
3aMelleHHbIM WM He3aMeIleHHbIM IUKJIOANKHII, 3aMeIleHHbII W He3aMelleHHbIN
reTePOLUKIOAKIIL, 3aMEIEHHBIM WM HE3aMELIEHHbIH apyuil WIM 3aMELIeHHbIN WU
HE3aMeLIEHHbIN TeTepOoapu,

R’ npencrasnser coboit Bonopon unu Hezamernennbii C1-C5-anku;, u

R* npencrapnser coGoli BOJOPOA, 3aMEIIEHHBI WM He3aMelleHHbIH ajKu,
3aMELIEeHHbIA WM HEe3aMELUEHHbIH I'eTepOaKuiI, 3aMEIeHHbIM UM He3aMelleHHbII
LUKJIOAJKWI, 3aMEIICHHBIN WIM HE3aMELIECHHBbIH Te€TEPOLIMKIIOANKNN, 3aMEIECHHbIN

WA HE3aMEIIeHHbIN apyJl WK 3aMELIeHHbIN MIH HE3aMEIeHHBIM reTepoapu;

EH L = CH = CH H
T f:‘;MmEmmmﬁmwi
H )

NH  NH
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M M
N e e CH e Nl
o’ TN
X x
R~
NN TN,
H
Ri

R’ =-H, -Ph, 3amerennsiii -Ph

R = -Ph, conepxamuii B kayectBe 3amectures Ry

Ri= C1-Cs-ankun, C1-Cy-ankui, GTOpUpOBAHHBIN aJKHUII, I, CIOKHBINA (DHP, apuI,
rajorer, NOy, NH», -H, -OR3, -SR»

Ry = C1-Cs-anmkun, C1-C4-PTOpUPOBAHHBIN AJIKUJI, LM

Tao6imua 5. [Ipoussoaupie vy agayioru L-xkapautuya

GH3 5
HaC—N wllr o el o
$
Chs s
CH|3

F *NMes

Amnajor?2
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Dopmyna 1

D—(CH,),—B—(CHy),,—A— (CHQ,,*\‘(CHQ 4{ {

oy

2

rae A BeIOpaH U3 TPyMIIbl, cocTosimelt u3 oquHapHoit cs3u, “Of, wiu iCH2i; m u n BappupyIOT
HE3aBHCHMO H IPEACTABISIIOT 000 nemnble yncia ot 1 1o 15; p u q BappbUPYIOT HE3aBUCHMO OT
0 no 1; B mpencrasnsier codoit iCR3R4; D BbiOpan u3 rpynmsl, cocrositueii u3z iCOzRs, ADRO,
ADCOR7,1SO3R8, iISO2NH2, iOPO(OR9)(ORI0), A)PO(OR9)(NH2), iOPO(OR9)i

OiPO(ORIO)(ORII), rme R1 - R4 HesaBucumo BbeiOpanbl u3 C1-Co6-ankmna;, u RS - R11
HE3aBHCHUMO BBIOpaHbI M3 TIpymmbl, cocrosimeidl u3 Boxmopoma, Cl1-C6-ankmma, C3-Co6-
nuknoankmwia, C2-C6-ankenuna, Co6-ankununa, C5-Cl10-apuna, comepskamero mwin He
conmepkamero B kadectBe 3amecturensi Cl1-Coé-ankun, runpokcun, Cl1-Cé-ankokcmn, 1,3-
JOUOKCOJIAHWI, LIUAHO, TaJioreH, HUTPO, Tpurajorenankuwi, kapookcmn, C1-Cé-aumn, C1-Co6-
runpokcuankui, amuHo, C1-Coé-ankunamuno, C1-C6-nuankunamuno, C1-Cé-anunamuno, Cl1-
Co-ankoxcunkapbonmt, CS5-C6-apuiikuia, CoaepiKallero Wik He COIeprKallero B KauecTBe
3amectrurens C1-Co-ankun, runpoxcmi, C1-Coé-ankokenn, 1,3-a11M0KCOMaHMII, LIMAHO, raJIOTeH,
tpuranorenankmwi, kapookcun, Cl1-Cé-ammn, Cl1-Co-ruapokcuankun, amuHo, C1-Co6-
ankunamuHo, C 1-Co-mmankunamuuo, C1-Cé-ankokcunkapbonmt, C1-Co-kapOokcuankua,
Cl-Cé6-ammunamuno;, Cl-Co-cynpdonaroankuna;, C1-Co-cynppammnankuna u  C1-Co-

dochoHaToanKuIa.
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[00153] CornacHo ApyroMy acmekTy, n300peTeHne B IEJIOM OTHOCHTCS K (papMarieBTHYECKOM

KOMITO3HUITHH, co;:[epncamei/'l COJIb MPUCOCAUHECHUA KUCIIOTBI-OCHOBAaHN A, UMCIOIYIO CIICAYIOLIYIO

dopmyny:
(XU )a O,

rae

(a) U nmpencraeysier coOOI aHUOHHBINH (PPArMEHT YPCOAE30KCHXOJIEBOI KHCIOTHI MU €€

MMPOU3BOJHOI'O UJIM aHAJIOra,

(b) X* mnpencraBnser coOON KATHOHHBIN (parMeHT (GapMaIlEeBTHUECKH AKTHBHOIO
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OpPraHUYEeCKOr0 OCHOBAHMSI, U
(c) m u n mpeAcTaBISIOT COOOH 1IeNbIe YKCIIa, HE3aBHCUMO BeIOpaHHbIe U3 1, 2, 3, 4, 5 u 6 Takum
00pa3oM, 4TOOBI MOJYUYHJIACE COJIb C HEMTPAJLHBIM 3apsiioM, B KOJIHUECTBE, I3PHEKTUBHOM IS
JIeUeHUs], IPEeIOTBPALLEHNUS WK OCIa0JIeHUs: OJHOrO WK OoJiee 3a00eBaHI TN PACCTPONCTB,
BBIOPAHHBIX U3 JKHPOBOrO TenaTo3a, HeaJKoroysHoi skuposod Oonesnu neudenn (HAJKBII) u
HeankorojbHoro crearorenaruta (HACI), xonecratnueckux 3aboaeBanuii neueHu, 3a00IeBaHus
NCUYCHNU «TPAaHCIUIAHTAT IMPOTHB XO3sHWHa», XPOHHUYCCKUX BUHPYCHBIX 3a60J'IeBaHPII>i IICUYCHH,
AJIKOTOJIbHBIX 3a00JIeBaHUH MeYeHH, METa0OINYEeCKUX 3a00IeBaHUI HIIH PACCTPOICTB, TAKUX KaK
HapylLIeHUs1 MeTa0OoM3Ma, MpeaecTByoLre nuadery, nuader, quadbeTnyueckast OuCTHITHIEMHUS,
OUCITUIHAEMUS Y TALIHEHTOB C HEMEPEHOCHMOCTBIO CTATUH OB, THITEPJIMITH AEMHUSI, OKUPEHUE, UITH
CBSI3AHHBIX C HUMH 3a00JI€BAHUI HJIM PACCTPOMCTB Yy MIIEKOMUTAIOLIErO, BKIIKOYAs YEJIOBEKA, U
(bapMareBTHYeCKH MpHeMIIeMOe BCIIOMOraTeIbHOE BEIECTBO, HOCUTEIb MJIN pa30aBUTENb.
[00154] CoryacHO KOHKPETHBIM MPEIIOYTHTENbHBIM BapHAHTAM peaH3alud H300peTeHus,
dapmaneBTH4YecKass KOMIIO3ULHMSI COIJIACHO M300pPETEeHHMIO MCIONB3YeTCsl MJs  JICUeHHs,
npenoTBpalieHust wiM ocnabnenuss HeankorojbHoro crearorenatuta (HACI). Cormacho
KOHKPETHBIM TNPEANOYTHTENILHBIM BapHaHTAM pean3anuu u3o0peTeHus, (papmaneBTauecKast
KOMITO3ULIMSI COMVIACHO H300PETEHHIO WCIONB3YEeTCsS Ui JICYEHHs], NPEJOTBPALIEHUS HIIH
ocnabyenust HeankoronpHoH skupoBoi Oosne3nn mnedenn (HAJKBII). CorsmacHO KOHKPETHBIM
NpeaAnoOYTUTCIIbHEIM BapHaHTaM peaju3alun H306peTeHI/I$[, (bapMaL[eBTI/ILIeCKaSI KOMITO3UILUA
COIJIACHO H300PETeHHIO HCHONb3YeTCsl sl JIEYeHWs, NPEeIOTBPALIEHHs WM OcCnabieHus
JKUPOBOr'o remnartosa. CornacHo KOHKPETHBIM IPCANNOYUYTHTCIIBHBIM BapUaHTaM pceain3aluu
n3zo0perenns, GapManeBTHYecKass KOMIIO3HIMS COIJIACHO H300PETEHHIO HCIOIB3YeTCs IS
JieueHus, IPeNOTBpAIleHus WK ocnabieHus 3a00IeBaHusl WM PacCTPOWCTBA, BHIOPAHHOTO U3
XOJIECTATHYECKHX 3a00JIeBaHMil TeYeHH, 3a00IEeBaHNs TEYEHH «TPAHCILIAHTAT MPOTHB XO3SUHAY,
XPOHUYECKUX BHPYCHBIX 3a0O0JIEBAHWHA TIE€YEHH, AaJIKOTOJIbHBIX 3a00JIeBaHUN  TEYEHH,
MeTaboNMYecKnx 3a0O0NeBaHUN WJIM PACCTPOWCTB, TAKMX KaK HapylmleHus Merabonn3Ma,
npemmecTByioiie auadery, auaber, muaberwueckass OUCITUIUIEMHS, TUCIUMUAIEMHUS Y
NaquEHTOB C HENNCPCHOCUMOCTBIO CTATUHOB, THIEPJIUITH ACMHUS UJIH OYKUPCHUC.

[00155] B koHTekcTe (apMaLeBTHYECKOW KOMITO3UIUH COTJIAaCHO u300pereHuto, U  MOKeT
IpencTaBIATE COOOH aHMOHHBIA (parMeHT JF0O0ro MOAXOMSIIEro MPOU3BOAHOIO WM aHAJIOra

YPCOIE30KCUXOIEBOM KICIOTHI, HAIpUMep, BoIOpanHoro u3 Tabauubl 3. X MOKET IpencTaBiaTh
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co0O¥ KATHOHHBIN (pparMeHT JIFOOBIX MOAXOASIINX (hapMalleBTHYECKH aKTHBHBIX OPraHUYECKUX
ocHoBanui. COrJIaCHO KOHKPETHBIM BapHaHTAM peau3aluu H300peTeHusi, (apManeBTHYECKH
AKTUBHOE OPraHUYECKOE OCHOBAHHE MOXKET ObITh BEIOPAHO, HAPHMED U3 TPYIIIBI, COCTOSIIIEH 13
Oepbepuna, MerdopmMuHA, KapHUTHHA, KOINTHU3MHA, MaJbMaTHHA W sATpoppu3uHa. CorjacHo
KOHKPETHBIM BapuUaHTaM peajm3aiuu u3o0pereHus, X TakkKe MOXKET MPENCTaBJATh COOOM
KAaTHOHHBIH ()parMeHT APYruX OPraHuYeCKHX OCHOBAaHUH, OOLIeNpU3HAHHBIX (DapMaleBTUYECKH
AKTUBHBIMH JUTSl JIEYEHHUs] OJHOrO wim OoJiee 3a00JieBaHUI WM PAaCCTPOMCTB, BHIOpAHHBIX H3
JKUPOBOTO TenaTto3a, HeaJlKorojbHOW >kupoBoil Oone3nn nmeuenn (HAXKBII), HeanmkoronbHOro
creatorenatuta (HACI), xonecratndyeckux 3a0ojeBaHUil NeueHH MM 3a00JeBaHUS IEUSHH
«TPAHCIUIAHTAT IPOTUB XO3SIMHAY, XPOHUYECKUX BUPYCHBIX 3a00JI€BaAHUI MEUYEHH, aJIKOTOJIbHBIX
3a00sIeBaHmil eUYeHH, MeTa0OINYeCKUX 3a00IeBaHUI UM PACCTPONCTB, TAKMX KaK HAPYIICHUsI
Merabonu3Ma, MpenanecTByrounne auabery, auaber, pauaberwueckas  OUCIIHITHAEMUS,
OUCITUINAEMUS Y TALMEHTOB C HEMEPEHOCHMOCTBIO CTATUHOB, THITEPJIMITHIEMHUSI, OKUPEHUE, UITH
CBSI3aHHOTO C HUMH 3a00JIeBaHMsI MJIH PACCTPOMCTBA y MJIEKOMUTAIOIIErO, BKJIIOYAsT YEJIOBEKA.

[00156] B koHTekcTe (hapMaleBTHYECKOH KOMIO3HIMUA COTJIACHO H300PETEHHIO, COTrJIACHO
KOHKPETHBIM MPEANOUTHTENILHBIM BapHaHTaM peanuzauuu u3odperenus, U mpencrapisieT coOoit
AQHMOHHBIM ()ParMEHT yPCOME30KCUXOJIEBOM KHUCIOTH, X MpeacTaBiser coOOM KaTHOHHBIM
(dparmMenT OepOepHHA WM €ro MPOU3BOAHOrO MM aHayjora, m = 1, u n = 1. IIpumepsr
NPOM3BOAHBIX HJIM aHAIOrOB OepOepuHa mepeunciensl B TaGaume 2. CoriacHO KOHKPETHBIM
NPEeaNOUYTHTENbHBIM BapHaHTaM peayn3aluu u3ooperenus, U™ mpeacTaBisieT coOOH aHUOHHBIM
dparMeHT ypCOmEe30KCHXOIEBOH KHCIOTH, X' TPEACTaBiseT co0OH KAaTHOHHBIA (parMeHt
6epbeprra, m = 1, u n = 1. CorjacHO KOHKPETHBIM MPEANOYTHTEIBHBIM BapHAHTAM peaji3aliu
u300perenus, U™ mpencraenser co0Oi aHUOHHBIN (parMeHT ypCoOae30KCUXOIEBOM KUCIOTHI, X
npencTaiisieT coOOI KATHOHHBIN (hparMeHT MET(HOPMIHA WK €ro MPOM3BOAHOTO HUIIH aHAJIora, m
=1, u n = 1. [Ipumepsl NPOU3BOAHBIX UJIH aHAIOrOB MeT(hopMuHa nepeuncieHsl B Tabauue 4.
CornacHO KOHKPETHBIM TPEANOYTUTEIbHBIM BapHaHTAM peanm3anuu uzo0perenus, U
npencTasisgeT coOON aHMOHHBIM (DPArMEHT YPCOAE30KCUXOJIEBOM KHMCIOTH, X  IPENCTABJISET
coboit katuoHHbI (parmeHT merhopmmuHa, m = 1, w n = 1. CoriacHO KOHKPETHBIM
NPEeanOUYTHTENbHBIM BapHaHTaM pean3aluu u3odperenus, U™ mpeacTtaBisieT cOOOH aHUOHHBIM
(dparMeHT ypPCOME30KCHXOJIEBON KHMCIOTBI, X IPEACTABIAET COOOH KATHOHHBIA (parMeHT

kontu3nHa, m = 1, 1 n = 1. CoraacHO KOHKPETHBIM MPEANOUTHTEIbHBIM BAPUAHTAM PEATH3AIIH
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u3o0perenus, U nmpencraenser coboil aHUOHHBIN (PPArMEHT yPCOIE30KCUXOIEBON KUCTOTBI, X
npeacTaBiser coO0 KaTHOHHBINA (hparMeHT nampMatuHa, m = 1, u n = 1. CoraacHO KOHKPETHBIM
NPEeaNOUYTHTEbHBIM BapHaHTaM pean3anuu n3obperenus, U™ mpeacTaBiisieT cOOOH aHUOHHBIM
(dparMeHT ypPCOmE30KCHXOJIEBON KHMCIIOTBI, X TPEACTABIAET COOOH KATHOHHBIA (pparMeHT
sTpoppu3zuHa, m =1, un=1.

[00157] B xonTekcTe hapmaiieBTUUECKOH KOMITO3HIIMH COTJIACHO H300PETEHHIO, B COOTBETCTBHH
C KOHKPETHBIMH NPEINOUYTHTEIbHBIMU BApHAHTAMHU peain3auuu nu3odperenus, U™ mpeacTaBiseT
co0Oll aHMOHHBINM (PparMeHT OOETUXOJEBOM KHCIOTHI, X MPEACTABJIAET COOOM KaTHOHHBIM
¢parmMeHT OepOeprHa WM €ro MPOU3BOAHOTO Wy aHamora, m = 1, u n = 1. Ilpumepsr
IPOU3BOJHBIX MM aHAIOroB OepOepuna mnepeunciensl B Taduuume 2. COrjiaCHO KOHKPETHBIM
IPeOYTHTEIbHBIM BapHaHTaM peannsanuu uzo0perenus, U™ npencraBisier coOOH aHHOHHBIH
(bparMeHT 00ETUXONEBON KUCIOTHI, X MPEACTaBIIsieT COOON KaTHOHHBIN (hparMeHT OepOepuHa,
m=1,un=1. CorlacCHO KOHKPETHBIM MPEIIOYTUTEILHBIM BAPHAHTAM PeaU3aLi i H300pETeHus,
U- npencraBisieT coO0 aHUMOHHBINA (PparMeHT 0OETHXONIEBON KUCIOThI, X MpPeACTaBiseT CoOOM
KATHOHHBIA (pparMeHT MeThOPMHHA WM €ro MPOM3BOAHOrO WM aHajora, m = 1, u n = 1.
IIpumepsl MPOU3BOIHBIX HJIH aHAJIOroB Merdopmuna nepeunciedsl B Taoimuue 4. CorjacHo
KOHKPETHBIM MPEANOUTHTENILHBIM BapHaHTaM peanus3auuu u3odperenus, U mpenacrapisieT coOoit
AHUOHHBIM (PparMeHT 00ETHXOJIEBON KUCIOThI, X MNPEACTaBIseT cOOOW KaTHOHHBIN (hparMeHT
metrdopmunra, m =1, un = 1. CorlacCHO KOHKPETHBIM MPEANOYTUTEHHBIM BAPUAHTAM PeajTH3al i
u300perenus, U~ mpencrasiser coOONM aHUOHHBIM (parMeHT OOETHXONEBON KHUCIOTHI, X
npencTapiisier co00# KaTHOHHBIN (parMeHT konTtuduHa, m = 1, u n = 1. CorjaacHO KOHKPETHBIM
NPEeaNOUYTHTENbHBIM BapHaHTaM peau3aiuu u3odperenus, U™ mpeacTaBisieT coOOH aHUOHHBIM
(dparMeHT 06eTUXONEBON KHCIOTHI, X MPeacTaBiseT coOOM KATHOHHBIN ()parMeHT najbsMaTHHa,
m=1,un=1. CorjacHO KOHKPETHBIM MPEANOYTATENLHBIM BAPUAHTAM PeaU3auK H300peTEHH S,
U- npencraBiser cob00il aHMOHHBINA (PparMeHT 0OETUXONEBON KHCIOThI, X MPENCTaBIsIeT coboi
KaTHOHHBII (pparMeHT sitpoppu3rHa, m= 1, un=1.

[00158] CorynacHO KOHKDETHBIM MPEANOUYTHTENbHBIM BapHAHTAM peaTN3alui H300pEeTeHus,
(dapMaLeBTHYECKAss KOMITO3ULUS IOMOJHUTENBHO COAEPKUT COEIMHEHNE, BBIOPAHHOE M3 IPYIIIbI,
cocTosiiei w3 BUTaMuHAa E, oMera-3-KHpHBIX KHCIIOT, S-aJIeHO3UJIMETHOHUHA, N-

AleTIINNCTENHA, CHIIMMAPHHA, oNneHuIpochaTn IUIIXoNNHa, pecdhepaTpona nuin ButamuHa D.
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[00159] CornacHo mpyroMy acmekTy, H300peTeHHe B IIEJIOM OTHOCHUTCS K CIOCOOY JieueHus,
OCJTa0JIeHHsI HITH ITPEIOTBPALeH s 3a00s1eBaHust Wil pacctpoiictBa. Criocod BKIIIOUAET BBEAECHHE
HYXXJAIOIIEMYCS B 3TOM CyOBbeKTy (hapMaleBTHUECKOW KOMITO3UIUK, COAEpIKaIlell COJb
IPUCOEIUHEHHSI KHCIOThI-OCHOBAHHUS, UMEIOIIYIO CIENYIOLIYIO (HhOPMYITY:
(X)m(U)n @,

rmoe

(a) U mpencrasisier coO0Oi aHUOHHBIH (PParMEHT YPCOAE30KCHXOJIEBOH KHCIOTHI HIIH €€
POU3BOJHOTO UJIH aHAJIOTa;

(b) X* mpexncraBnsier coOON KATHOHHBIN (parMeHT (hapMALEBTHUECKH AKTHBHOIO
OPraHUYECKOro OCHOBAHHUS, U

(c) m 1 n mpeaCTaBISIIOT COOOH LiENbIe YKCia, He3aBUCUMO BoiOpanubie U3 1,2, 3,4, 5u 6
TaKUM 00Pa3oM, 4TOOBI OMYYHIIACH COJIb C HEHTPAJIbHBIM 3aPSIOM,
B KOJIMuecTBe, 3P PEKTHBHOM /sl JISUSHHU S, IPENOTBPALLEHHS HIIH OcJIabIeHus: OMHOro uitk OoJiee
3a00JIeBaHMil UM PACCTPOMCTB, BHIOPAHHBIX M3 YKUPOBOTO I'ENAaTO3a, HEATKOTOJbHON JKHPOBON
6onesnn mneuenun (HAXKBII), neanxoromsHoro crearorematuta (HACI), xonecratnyeckux
3a00seBaHmil TeUeHH, 3a00JIeBaHUSI MEYEeHH «TPAHCILUIAHTAT MPOTUB XO3SIMHAY», XPOHUYECKHUX
BUPYCHBIX 3a00JIeBaHUN TI€UYEHH, AaJIKOTOJIbHBIX 3a00JeBaHUN TE€YEeHH, MeTa0OJHUECKUX
3a00JIeBaHMil WJIM PACCTPOMCTB, TAKWX KaK HApPyLIEHHs MeTadoyiu3Ma, MPeaueCcTBYIOIHE
nuabery, muaber, pauaberHyeckas TUCIMIMAEMHS, JUCIAMIIHAEMHsS Yy MAlUEHTOB C
HENCPCHOCHUMOCTEKO CTATHHOB, TUICPIUIIUACMUS, OXHUPCHHUEC, HWJIH CBA3aHHOI0O C HHMHU
3a00JIeBaHKs UM PACCTPONCTBA Y MJIEKOMUTAIOLIETO, BKJIIOUAs YeJIOBEKA, U (hapManeBTHUECKH
IPUEMIIEMOE BCIIOMOTATENLHOE BEIECTBO, HOCUTEND UM Pa30aBUTEb.
[00160] CorynacHO KOHKPETHBIM MPEAMOUYTHTEIbHBIM BapHAHTAM peaTU3aluil HU300peTeHus,
cnoco0d mpencraBisseT co0OH  CMOCOO  JieUeHHs, MPENOTBPAIlEHHs WM  OCJIAOJIEHHS
HeankorojgpHoro crearorenatuta (HACI). CornacHO KOHKPETHBIM MPEANOYTUTENbHBIM
BapHAHTAM peajM3allid H300pETeHHs, CIoco0 MpencTaBiaseT co0oi crmocod JieueHwus,
NpeoTBpalleHnsl Ui ocnabieHus HeaJKorojbHOW xupoBoil Oonesnm nedenn (HAJKBII).
CornacHO KOHKPETHBIM MPEANOUTHUTENILHBIM BapHaHTaM peau3aluu H300peTeHus, Ccrnocod
MpeACTaBIgeT cCOOON Ccrnocod JeueHus, MPENOTBPAIEHUs HITH OCJIA0IEHHS KUPOBOTO renarosa.
CornacHO KOHKPETHBIM MPEANOUTHUTENLHBIM BapHaHTAM peau3aluu H300peTeHus, crnocod

MpEACTaBIIIET CO0OH CrMOco0 JieueHus, MPEIOTBPAIEHU HJIA OciabiieHust 3a00JIeBaHKUS HITH
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paccTpoiCcTBa, BHIOPAHHOTO M3 XOJIECTATHUECKUX 3a00JeBaHUN MedYeHU, 3a00JeBaHMs TEUeHH
(TPpaHCIUIAHTAT NPOTUB XO35IWHA», XPOHUYCCKUX BUPYCHBIX 32160J'IeBaHPII>i IEeUYCHHU, AJIKOT'OJIbHBIX
3a00JieBaHMIl MMeYeHH, METa0OINYeCKHX 3a00IeBaHUI MM PACCTPOMCTB, TAKUX KaK HAPYLICHHS
Meraboyim3mMa, mpenumecTsyiomune auabery, nuaber, auabeTnyeckas —AUCIHITHIEMHS,
AUCIIUIIUACMU S Y MTAIUCHTOB C HEIICPECHOCUMOCTBIO CTATUHOB, TUNICPJIUIIUACMUS, O)KUPCHUEC, UJIU
CBSI3aHHOTO 3a00JIEBAHUS HJIH PACCTPOMCTBA.

[00161] B xoHTekcTre cmocoba cormacHo wu3obperenuto, U™ MOXKeT MNpeacTaBisATh COOOM
AHHOHHBINA (hparMeHT JIF0OOro MOAXOIAIIEer0 TPOU3BOAHOIO HIIM aHAJIOTA YPCOAE30KCHXOJIEBOM
KUCJIOTHI, HanpumMep, BeiOpanHoro u3 Ta6auubr 3. X MOXKET npencTaBisaTh COOOM KaTHOHHBIMN
dparMeHT JOOBIX MOAXONAIMX (PapMaLEeBTUUECKH AKTHBHBIX OPTraHUYECKUX OCHOBAHHH.
CoriacHO KOHKPETHBIM BapHaHTAM peau3alnu H300peTeHus, (HapMalueBTHYECKH AKTHBHOE
OpraHUYecKOe OCHOBAaHHE MOXKET ObITh BBIOPAHO, HAMpPUMEp, U3 TPYIIIBI, COCTOSLIEH W3
Oepbeprna, merdopMuHa, KAPHUTHHA W KOINTH3WHA, MalbMaTHHA, U sTpoppusuHa. CoriacHo
KOHKPETHBIM BapuHaHTaM peajm3aluu u300pereHus, X Takke MOXKET MPENCTaBJIsATh COOOM
KAaTHOHHBIA ()parMeHT APYrHX OPraHUYeCKUX OCHOBAHMH, OOIIENPU3HAHHBIX (hapMaLeBTHUECKH
AKTHBHBIMH JUIs JIEYEHUs] OAHOro miu Oosiee 3a00J€BaHUI MM PACCTPOMCTB, BHIOPAHHBIX H3
JKHPOBOTO renaros3a, HeajaKoroysHou sxuposoit Oonesnu nedenu (HAXKDBII) u HeankorossHOro
crearorenatuta (HACI), xomectatnueckux 3abosieBaHuii meuyeHH, 3a00JIEBaHUS MEUYEHH
«TpaHCIUIAHTAT NPOTUB XO35AWHA», XPOHUYCCKUX BUPYCHBIX 3a60JIeBaHHfI IIE€YCHHU, AJIKOTOJIbHBIX
3a00JieBaHMil MMeYeHH, MeTabOIUYeCKHX 3a00IeBaHMI MM PACCTPOIMCTB, TAKUX KaK HAPYLIEHHUS
Merabonu3ma, npeauiecTByriomue auabery, nguaber, mauabeTnyeckass AUCHUITHIEMHS,
AUCIIUITUACMU S Y MaTUCHTOB C HEIIECPECHOCUMOCTBIO CTATUHOB, THIICPJIUITUACMUA, O)KUPCHUEC, UJTU
CBSI3aHHOTO C HUMH 3a00JIEBAaHUS HJIH PACCTPOICTBA Y MJIEKOMHU TAIOLIET O, BKJIFOUAs YeJIOBEKA.
[00162] B  koHTekcTe cmocoba  COrJacCHO  HM300PETEHHIO,  COrJIACHO  KOHKPETHBIM
MPEANOYTHTENLHBIM BapHaHTaM peanu3aiui u3odperenus, U™ npencrtapiser coOOW aHHOHHBIN
(dparMeHT ypPCOME30KCHXOJIEBOH KHMCIOTBI, X IPEACTABIAET COOOH KATHOHHBIA (hparMeHT
OepbeprHa WM ero Mpou3BOAHOro Win aHanora, m = 1, u n = 1. [IpumMepsl TPOU3BOAHBIX WK
aHajioroe 0epbepuna nepeunciiedbl B Tadaume 2. COriiacHO KOHKPETHBIM MPEANMOYTHTELHBIM
BapuaHtam peanu3auuu u3obperenus, U~ mnpeacraBiasier co0oil  aHHMOHHBIA  (parMeHT
YPCOME30KCUXONIEBOM KUCIIOThI, X MPEACTABIAET COOON KaTHOHHBIN (pparmeHT Oepbepuna, m =

1, un=1. CorjaacHO KOHKPETHBIM MPEANOYTUTEIBHBIM BapHAHTAM peann3anuu n3ooperenus, U
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NpPEeACTAaBIgeT COOOM AHMOHHBIM (PPArMEHT yPCOME30KCHXOJIEBON KUCIOTH, X MNPENCTABISAET
co00it KaTHOHHBINA (pparMeHT MeTHOPMHUHA HIJIA €r0 MPOU3BOIHOrO WK ananmora, m=1, un=1.
IIpumeprl MpPOM3BOIHBIX HIIM aHAJIOroB MeTdopmuHa nepeuncieHsl B Tadoimune 4. CoriacHo
KOHKPETHBIM MPEANOUTHUTENIFHBIM BAPHAHTAM peanu3auuu u3obperenus, U npencrapisieT coboit
AQHMOHHBIM ()PArMEHT YPCOME30KCUXOJIEBOM KHUCJIOThI, X' MPENCTaBiser CoOOM KaTHOHHBIM
¢parment merdopmuna, m = 1, u n = 1. CorlacCHO KOHKPETHBIM MPEANOYTUTELHBIM BapHAHTAM
peaymzanun u3o0perenus, U™ npencrasyiser coOOW aHUOHHBIH (PparMeHT ypCOae30KCUXOJIEBOM
KUCJIOTHI, X MPEACTaBIsieT COOON KATHOHHBIN ()pArMeHT KAPHUTHHA WIJIH €r0 MPOU3BOAHOIrO UIIH
aHaysora, m = 1, u n = 1. Ilpumepsl NPOU3BOAHBIX HJIM AHAJOTOB KAPHUTHHA NMEPEYHCIICHBI B
Ta6uuue 5. CoracHO KOHKPETHBIM MPEANOYTHTELHBIM BApHAHTAM PEAIU3ALMH H300pETEHN S,
U- npexacraBisieT coO0M aHUOHHBINA (DParMEHT yPCOAE30KCUXOJIEBOM KMCIOTHI, X MPEICTaBJISIET
coboii kaTHOHHBIH (parmeHT kapuutmHa, m = 1, uw n = 1. COrjacHO KOHKPETHBIM
IPeOYTHTEILHBIM BapHaHTaM peanu3auuu uzoOperenus, U™ npencraBisier coOONH aHHOHHBINH
(bparMeHT ypPCOmE30KCHXOJEBON KHCIIOTBI, X TPEACTABISET COOOW KATHOHHBIN (parMeHT
kontu3nHa, m = 1, u n = 1. CornacHO KOHKPETHBIM MPEeNNOUTHTEIbHBIM BAPHAHTAM PEaTH3aALHH
usobperenus, U npencrapnser coboil aHUOHHBIN (PParMeHT ypCoae30KCUXOIEBON KUCTOThI, X
npeacTaBiisieT co00M KaTHOHHBIN (hparMeHT najeMatuHa, m = 1, u n = 1. CoraacHO KOHKPETHLIM
NPEaNOUYTHTENbHBIM BapHaHTaM peayu3alinu u3ooperenus, U™ mpeacTaBisieT coOOH aHUOHHBIMH
(dparMeHT ypPCOME30KCHXOJIEBOM KHCIOTBI, X IPEACTABIAET COOOM KATHOHHBIA (parMeHT
srpoppusuna, m =1, u n=1. CoriacHo KOHKPETHBIM MPEAMOUTHTENLHBIM BApHAHTAM PEATU3aALUN
u3o0peTeHus, (apManeBTHUECKas KOMIIO3ULUS JOMOJHUTENBHO COHEPKUT COEIUHEHHE,
BBIOpAHHOE W3 TPYIIBL, COCTOSIIEH HW3 BHTAMHHA E, omera-3-)KHpHBIX KHCIOT, S-
aNeHO3WIMETHOHNHA,  N-aleTHIUCTENHA, CHJIUMapuHa, mnonueHwIpochaTHANIXONHA,
pecepatposa wmu ButamuHa D. COriiacHO KOHKPETHBIM MPEANOUTHTENBHBIM BapHUAHTAM
peanu3anii HW300peTeHHs, JieueHne, OCNalieHre, WM NPEeNoTBpalleHre 3a00JeBaHUs HIH
paccTpoiictBa obecreunBaeTCss MyTeM HOPMAJIM3ALUH YPOBHS MEYEHOYHBIX (DEPMEHTOB Y
cyOBeKTa.

[00163] B  koHTekcTe cmocoba  COrJlaCHO  HM300PETEHHIO,  COTJIACHO  KOHKPETHBIM
NPEeanOUYTHTENbHBIM BapHaHTaM peau3aluu u3obperenus, U™ mpeacTtaBisieT cOOOH aHUOHHBIM
(bparMeHT 00EeTHXONIEBON KUCIOThI, X TMpencTaBiser co0oil KaTHOHHBINA (parMeHT Oepbepuna

WJIA €ro MPOM3BOAHOro win aHayiora, m = 1, u n = 1. [IpuMepsr NPOU3BOAHBIX WJIH AHAJIOTOB
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6epbeprna nepeuncienbl B Tabume 2. CorjiacHO KOHKPETHBIM MPEANOYTUTELHBIM BaApHAHTAM
peamuzanuu u3o0Operenus, U™ mnpencrapiser co0OOi aHHOHHBIA (parMeHT O00eTHXOJIEBOM
KUCJIOTHI, X~ MpencTaBiaseT coboi KaTHOHHBIN (pparment Gepbepuna, m = 1, u n = 1. Cornacuo
KOHKPETHBIM MPEANOUTHUTENIFHBIM BAPHAHTAM peanu3auuu u3obperenus, U npencrapisieT coboit
AHUOHHBIN (pparMeHT 0OETHXONIEBON KUCIOTHI, X MPEACTaBIsSeT COOOM KATHOHHBINA (hparMeHT
MeT(hOpPMHHA WU €ro MTPOU3BOAHOrO Mk anayiora, m = 1, un = 1. ITpuMepsl NpOU3BOAHBIX HITH
aHayioroB MetopmuHa nepeurciensl B Tadaune 4. CoraacHO KOHKPETHBIM MPEANOYTUHTENbHBIM
BapuaHtam peanu3auuu u3obperenus, U~ mnpeacraBiasier co0oil aHMOHHBIA  (parMeHT
00eTHXOJIEBOI KUCIIOTHI, X' MpencTaByisieT COOON KaTHOHHBIN (pparmeHT MeTrdopmuna, m = 1, u
n = 1. CorjgacHO KOHKPETHBIM MPEIIOYTUTENFHBIM BapHaHTaM peajan3auuu u3odperenus;, U
npeacTaBisier co0Ol aHMOHHBIA (hparMeHT OOETHXOJEBOW KUCIOTH, X MPEACTABISET COOOM
KATHOHHBIH (PparMeHT KAPHUTHHA WJIH €ro MPOU3BOAHOrO i aHayora, m = 1, u n = 1. [Ipumepsr
NPOM3BOAHBIX IJIM aHAJIOTOB KapHUTHHA mepedncieHsl B Tadanme S. CoriacHO KOHKPETHBIM
IPeOYTHTEIbHBIM BapHaHTaM peanu3anuu uzoOperenus, U™ npencrtaBisier coOOH aHHOHHBIIH
(bparMeHT 00ETHXONIEBOI KUCIOTHI, X MpPEACTaBIsieT COOON KaTHOHHBINA (pparMeHT KapHHTHHA,
m=1,un=1. CorlacCHO KOHKPETHBIM MPEIIOYTUTEILHBIM BAPHAHTAM Peau3aLii H300peTeH s,
U- npencrasisier co00it aHMOHHBINA (PparMeHT 00ETUXO0JIEBON KMCIOTHI, X MPENCTABISIET COOOM
KaTHOHHBIH (parMeHT KonTi3uHa, m = 1, u n = 1. COrlacHO KOHKPETHBIM MPEANOYTUTENbHBIM
BapHaHTaM peanuszanuu u300perenus, U~ mnpexncrasisier co0OH aHUOHHBIH (parMeHT
00eTHX0JIEBOM KUCIOTHI, X MPENCTaBIsAET COOOM KaTHOHHBINM (hparMeHT majbMaTuHa, m =1, u n
= 1. CornacHO KOHKPETHBIM MPEONOYTHTEIbHBIM BapHaHTAM peaiu3auud uzodperenus, U-
npeacTasiser cobOl aHMOHHBIM (parMeHT O00ETHUXOJIEBOM KUCIOTH, X TMPEACTABIIET COOOM
KaTHOHHBIH (pparmeHT sitpoppusuna, m = 1, u n= 1. CorjaacHO KOHKPETHBIM MPEANOYTUTENbHBIM
BapUAaHTAM pealu3aluud u300peTeHus, (apMaleBTHUECKAss KOMITO3UIHUS JOMOJHHUTEIBHO
CONEP’KUT COENMHEHHE, BLIOPAHHOE M3 TPYIIBI, COCTOsIIEd U3 BUTaMUHA E, oMera-3->KHPHBIX
KHCJIOT, S-aneHo3nMeTHOHHHA, N-aneTuucTensa, CHJIMMApPHHA,
nonuenundochatuauixonuta, pecheparpona wiam ButamuHa D. CoOrjgacHO KOHKPETHBIM
NPEeaNOUYTHTENbHBIM BapUaHTAM peaju3alud  U300peTeHwus, JeueHne, ocjaablieHHe WK
npenoTBpalieHne 3a0ojeBaHHs WM PACCTPOWCTBA OOECHEYMBAETCS MYTEM HOPMAJH3ALHH

YPOBHSI EUEHOUHBIX (PePMEHTOB y CYyOBEKTa.

CoJiu depbepuna win ux nPouU3eoo0HbvIe
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[00164] B HacrosieM H300peTeHHE TaKKe MPemIOKEHbI COM OepOepuHa M OpPraHHYEeCKHX
KHCJIOT, UX (hapMaleBTHYECKHE KOMIO3MINH, & TAKKe CIOCOObI UX MPUMEHEHHS ISl JICUSHHSI
pa3IMYHbIX 3a00JI€BAHUI HITH PACCTPOHCTB.
[00165] Conu GepbepuHa BKITIOYAIOT COJM C OPraHUYECKHMMH KHCIOTaMH, TAaKUMH Kak R-(+)-o-
JumoeBass ~ KUCJIOTa,  TUAPOKCHIIMMOHHAs ~ KHCJIOTA,  OHKO3aleHTAeHOBas  KHCJIOTA,
JIOKO3areKCaeHoBasi KMCJIOTa, YPCOJIOBas KUCJIOTa, KOPOCOIHEBasi KHCIOTa, KOpUUHas KHCJIOTA,
XOJIeBasi KUCJIOTA, 00ETHXOJIeBask KUCIIOTA, YPCOAE30KCUXOJIeBast KHCIIOTA, OJIEAHOJIOBAs KHCIIOTA,
CAJTMIIIIIOBAsl KUCJIOTA, OETYJIMHOBAs KHCJIOTA, XJIOPOT'€HOBAas KHCIOTA, KOPEHHOBAas KUCIOTA,
baccuesas KHCIIOTA, anerti-L-xapHuTHH, S-ammnuucTenHCyab(pOKCH, S-
METUJIIACTENHCYIb(POKCH, MAHTOTEHOBAsh KHCJIOTA, ACKOPOWHOBAs KHCJIOTA, PETHHOEBAs
KHCJIOTa, HUKOTHHOBAsI KUCJIOTA U OHOTHH.
[00166] CormacHo APyroMy acrekTy, H300peTeHHe B LEJIOM OTHOCUTCS K COJIM TIPUCOEIUHEHHS
KHCJIOTBI-OCHOBAHUS 11O CYIECTBY B YHCTOM BUJE, HMEIOLIEN CIEAYIOIYIO (GopMyJTy:
(B)u(Y)n ),

rae

(a) B" mpencranser coboli kKaTHOHHBIN (parMeHT OepOeprHa MM MPOU3BOAHOTO MJIH
aHaJIora,

(b) Y- upencraBnser coOoii aHUOHHBIM (pparMeHT (hapMalEeBTHUECKH aKTHBHOM
OpPTaHNYECKON KUCJIOTHI, U

(c) m u n npencTaBsAOT COOOM IENbIE YUCIIA, HE3aBHUCUMO BhIOpaHHbIe U3 1, 2, 3,4, 51 6
TaKUM 00pa3oM, 4TOOBI OJYUHIIACh COJIb C HEHTPAIbHBIM 3aPSIIOM.
[00167] CoriacHO KOHKPETHBIM BAapHAaHTAM pealM3alid COJI TMPUCOSAHHEHHS] KHCIIOTHI-
OCHOBaHHsI, TPOU3BOAHOE MK aHaJior OepOepuHa BeiOpan u3 TadauubI 2.
[00168] CornacHO KOHKPETHBIM BAapHAHTAM peaM3alHH COJIM TMPUCOSAHHEHHS] KHCIIOTHI-
ocHOBaHWus, (apMalEBTHYECKA AaKTHBHbIE OPraHMYEeCKHe KHCJIOTHI BbIOpaHBI W3 TPYIIIHI,
cocrositeit u3 R-(+)-0-IUmoeBol KUCIOThI, THAPOKCHIMMOHHOW KHCIIOTHI, SHKO03aMeHTAeHOBOM
KHCJIOTBI, JTOKO3areKCaeHOBON KHCJIOTHI, JOKO3aNEHTA€HOBOW KHCIIOTBHI, YPCOJIOBOW KHCIIOTHI,
KOPOCOJIMEBOM KHCJIOTBI, KOPUYHOW KHCJIOTBI, XOJIEBOH KHCIIOTBI, OOETHXOJEBOH KHUCIIOTHI,
YPCOIE30KCUXOJIEBON KHCIIOTHI, OJIEAHOJOBON KHUCIIOTHI, CAJIMLUJIOBON KHCIOTHI, OETYJIHHOBOMN
KHMCJIOTBI, XJIOPOT€HOBOH KHCJIOTHI, KO(DEMHOBOW KHUCIOTHI, OACCHEBOH KHCJIOTHI, alerTui-L-

KapHUTHHA, S-aJUTHJILMHCTEUHCYJIb(OKCHAA, S-METHIUCTEUHCYIb(OKCHAA, MTaHTOTEHOBOI
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KHCJIOTBI, aCKOPOMHOBOW KHCJIOTBI, PETHHOEBOW KUCJIOThI, HHKOTHHOBOM KHCJIOTHI, OMOTHHA H
JIPYTrOil OPraHUYECKON KMCIIOTHI, OOIIENPU3HAHHON CIIENUaNMCTaAMK B JAHHOH 00JIACTH TEXHUKH
(dbapMaLeBTHYECKA aKTHBHBIMU UTSI JIYSHHsI OJJHOTO MK OoJjiee 3a00IeBaHui UM PACCTPOMCTB,
BLIOpaHHBIX M3 MeTabONMYECKUX PpACCTPOWCTB, CepAEYHBIX 3a0O0JIEeBaHMI, aTEepPOCKIIEpO3a,
HelipoiereHepaTHBHBIX 3a00JeBaHt, 3a00/IeBaHNT MTEUEHH, CAPKOTIEHUH, MBIIIEYHOH aTpodum,
BOCMAJICHWs] W paka, WM CBSI3aHHONO C HHUMH 3a00JeBaHHMS WM PACCTPOMCTBA Yy
MJIEKOMTUTAIOIIETr0, BKITIOYAs YEJIOBEKA.

[00169] CornacHo KOHKPETHBIM BapUaHTaM peann3aunuu u3odperenus, BT npencrasnser coboit
KaTHOHHBIH (parMeHT Oepbepuna, u Y™ mpexacraBisier coOON aHHMOHHBIN (parMeHT R-(+)-0-
JIUTIOEBOM KUCHOTEL, U m =1, un=1.

[00170] CornacHO KOHKPETHBIM BapHaHTAM peayiusanuu u3odperenus, B+ npeacrasnser coboit
KaTHOHHBI (parMeHT OepOepuna, W Y~ mpexactaBisieTr COOOH aHUOHHBIA (pparMeHT
TUAPOKCHIMMOHHON KUCHOTRL, U m= 1, un=1l, mmum=2, n=1, umm=3,n=1.

[00171] CornacHO KOHKPETHBIM BapUaHTaM peayin3aunu n3odperenus, BT npencrasmsier coboit
KaTHOHHBIA (pparmMeHT OepOepuna, u Y npexacrasisier coboit anuoHHsId ¢parment 1K, u m =
l,un=1.

[00172] CornacHO KOHKPETHBIM BapHaHTaM peain3alnud u3odperenus, B+ npencrasniser codoit
KaTHOHHBIA (hparMeHT OepOepuHa, U Y~ mpeacrasiser coOor annoHHb Gparment 'K, u m =
l,un=1.

[00173] CorynacHO KOHKPETHBIM BapHaHTaM peain3aluud u3odperenus, B+ npencrasnser coboit
KaTHOHHBIHA (hparmMeHT Oepbepuna, u Y™ mpencrasiser coOoit annonusiil pparment AIK, u m =
l,un=1.

[00174] CornacHO KOHKPETHBIM BapHaHTaM pean3auud n3odperenus, B+ npencrasnser coboit
KaTHOHHBIH (parMeHT OepOeprHa, U Y mpeActaBisieT coOOH aHMOHHBIN (hparMeHT ypCOIOBOM
KACIOTBL, U m=1, un=1.

[00175] CornacHO KOHKPETHBIM BapHaHTaM pean3aluuu u3obperenus, B+ npencrasnser coboit
KaTHOHHBII pparmeHT OepOepuHa. U Y mpeactapisieT COOOH aHHOHHBIN (PparMeHT KOPOCOTUEBOM
KACIOTB, U m=1, un=1.

[00176] CorynacHO KOHKPETHBIM BapHaHTaAM peain3aluuu u3obperenus, B+ npencrasnser coboii
KaTHOHHBIH (pparMeHT OepOepuHa, U Y™ MpPEACTaBIsET COOOW aHHOHHBIH (PPArMEHT XOJIEBOU

KACIOTBL, U m=1, un=1.
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[00177] CornacHO KOHKPETHBIM BapHaHTaM peayn3auuu u3odperenus, B+ npencrasnser coboit
KaTUOHHBIA (parmeHT Oepbepuna, u Y  mpexacraBisieT co0OOW aHUOHHBIH (pparMeHT
YPCOIAE30KCUXOJIEBON KUCIOTE, U m =1, un=1.
[00178] CorynacHO KOHKpPETHBIM BapHaHTaM peaiu3anuu uzodbperenus, B+ npencrasnser coboii
KaTHOHHBIH (parMeHT Oepbepuna, u Y™ npenactapiiser coO0i aHMOHHBIN (hparMeHT 00ETHXOJIeBOI
KACIHOTE, U m=1, un=1.
[00179] CornacHO ApyroMy acmekTy, H300peTeHHe B IIeJIOM OTHOCHTCS K (hapMarieBTHYECKOH
KOMITO3HMLIUHU, COEpsKalleld KOJMYECTBO COJH MPUCOSTUHEHHs KUCIOThI-OCHOBAHHS, UMEIOLIEH
CIenyroIIyo GopMyJTy:
(B)n(Y ) (I,

rae

(a) B" mpexcraeinsier co00it KaTHOHHBIN (hparMeHT OepOeprHa 1ith ero MPOU3BOAHOrO UK
aHajora;

(b) Y  mpencraBnsier coOoif aHUOHHBIN (parMeHT (dapMaleBTUYECKd AKTUBHON
OpPraHMYeCKON KHCJIOTHI; U

(c) m u n npencTaBaAOT COOO IENbIE YUCIIA, HE3ABHUCUMO BhIOpaHHbie U3 1,2, 3,4, 5u 6
TAKUM 00pa3oM, 4TOOBI OJMYUHIIACH COJIb C HEHTPAIbHBIM 3aPsIIOM,
s dexTuBHOE IS JIeUeHusT, TIPENOTBPAIIEHHS HIH OCIa0JIeHUs OIHOro Mt Oosiee 3a00eBaHuil
WA PACCTPOUCTB, BBIOPAHHBIX M3 META0OJIMYECKHUX PACCTPOMCTB, CEPAEUYHBbIX 3a00JIeBaHUM,
aTepoCKyiepo3a, HelpoaereHepaTHBHBIX 3a0osieBaHuil, 3a00JieBaHUII TMEYEHH, CapKOIMEHHUH,
MBILIEYHOW aTpouu, BOCHAJIEHWS W paka, WIA CBSI3aHHOIO C HHMH 3a00JI€eBaHUS WJIH
paccTpoiCcTBA Y MJIEKONMHUTAIOIEr0, BKJIIOUYas dYejioBeka, W (HapMaleBTUUECKH MPUEMIIEMOE
BCIIOMOTaTeIbHOE BEIIECTBO, HOCUTENb UJIH Pa30aBHTETb.
[00180] CoryacHO KOHKpPETHBIM BapUAaHTAM peaju3aliu H300peTeHus, 3aboyieBaHUE WUJIH
PacCTPONCTBO MpEACTaBIsieT COOOH MeTaboaMuecKoe pPacCTPOMCTBO, KOTOPOE BHIOpAHO H3
nrabera, oCloKHeHus nrabdera, AUCIHITU IEMHUH, THa0e THYECKON TUCITUITHAEMUH, AU CIIHITHIEMUH
y MaluEeHTOB C HEMEPEHOCHMOCTBIO CTATHHOB, THIIEPXOJIECTEPHHEMHH, THIIEPTPUTIHLIEPH IEMHUH,
MeTabOJIMYECKHX CHHAPOMOB U HapylIeHWi MeTabou3Ma, MPEALIECTBYIOUNX Auadery.
CornacHO KOHKPETHBIM BapHaHTAM peajn3aluu H300peTeHusi, MeTabOoIMUeCKOe PacCTPOHCTBO

npexacrapiser coboit quader 1 wiu 2 Tumna.
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[00181] CoryacHO KOHKpPETHBIM BapUAHTAM peaju3aluu H300peTeHus, 3aboNeBaHUEe WK
paccTpoiicTBOo mpencraBiser coboi pak. COrjgacHO KOHKPETHBIM BapHAHTAM peajii3alHu
n300peTeHns, pak BBIOpAH W3 TPYIIBL, COCTOSINEH W3 paka MOJIOYHOH JKeJie3bl, paka
MpeaCcTaTeIbHOM >Kele3bl, paKa JErkKoro, renaToKJIeTOYHON KapLMHOMBL, pakKa MOKEITyI0YHOU
JKere3bl, KapLUHOMBI JKellyJlKa, KOJIOPEKTaJbHOI'0 paka, JeHKo3a, MHOKECTBEHHON MHUEIOMBI,
MEJaHOMBI M TITHOOJIACTOMBEL.

[00182] CoryacHO KOHKpPETHBIM BAapUAHTAM peajn3aliu H300peTeHus, 3aboneBaHue WIH
paccTpoRCTBO MpeacTaBsieT coOO cepaeunoe 3aboeBaHue.

[00183] CoryacHO KOHKpPETHBIM BapUAHTAM peaju3aluu u300pereHus, 3aboneBaHue WM
pPaccTpONCTBO MPEACTABIISIET COOON aTEPOCKIIePO3.

[00184] CoryacHO KOHKPETHBIM BapHAHTAM pealu3alui H300peTeHus, 3adoJeBaHHe W
PacCTPOMCTBO MPENCTABIISIET COOON CaApKOMEHHIO.

[00185] CoryacHO KOHKPETHBIM BapHAHTAM pealu3alui H300peTeHus, 3aboJeBaHHe W
PacCTPONCTBO MpenacTaBisier coOON MbIieuHyro atpoduio. COrlacHO KOHKPETHBIM BapHaHTaM
peaym3anuu u300peTeHus, 3a00JeBaHNe WM PACCTPONCTBO MPEACTABJISIET COOOH MBIILIEYHYIO
aTpoduio, KOTopas BbIOpaHa U3 aTPOGUH CKEIETHBIX MBILIILI.

[00186] CorymacHO KOHKPETHBIM BapHaHTaM peaju3aiuu (apManeBTUUECKOW KOMITO3HIINH,
MIPOU3BOJIHOE HIIK aHajior ObepOepruna BeiOpan u3 Tadauubr 2.

[00187] CoryacHO KOHKPETHBIM BapHaHTaM peaju3anuu (HapManeBTUUECKOW KOMITO3HIINH,
(dapMaleBTHYECKH aKTHBHASI OpraHWYEecKasi KHCIIOTa BbIOpaHa U3 IPYIIbI, cocToseil us R-(+)-
O-JIATIOEBOM  KHCJIOTHI, THIAPOKCHJIMMOHHOM  KHCJIOTBI, SWKO3alEHTA€HOBOM  KHCJIOTHI,
IIOKO3areKCaeHOBOM  KHCJIOTBHI, JOKO3aleHTA€HOBOM KHCJIOTBL, YPCOJOBOM KHCJIOTHI U
KOPOCOJIMEBOM KHCJIOTBI, KOPUYHOW KHCJIOTBI, XOJIEBOH KHCIIOTBI, OOETHXOJIEBOH KHUCIIOTHI,
YPCOAE30KCHXOJIEBON KHCIIOTHI, OJIEAHOJOBON KHUCIIOTHI, CAJIMLUIOBON KHCIOTHI, OETYJIHHOBOMN
KHMCJIOTBI, XJIOPOT€HOBOH KHCJIOTHI, KO(DEMHOBOW KHUCIOTHI, 0ACCHEBOH KHCJIOTHI, aleTuj-L-
KapHUTHHA, S-aJUTHJILMHCTEUHCYJIb(OKCHAA, S-METHIIUCTEUHCYIb(OKCHAA, MTaHTOTEHOBOI
KHCJIOTBI, aCKOPOMHOBOW KHCJIOTBI, PETHHOEBOW KUCJIOTHI, HHKOTHHOBOM KHCJIOTHI, OMOTHHA H
JIPYTOW OPraHUYECKON KHCIIOTHI, OOIIENPU3HAHHON CIIENUATMCTAMH B JAHHOH 00JIACTH TEXHUKH
(dapMaLeBTHYECKA aKTHBHBIMU JUIS JIEYEHHsI OJJHOTO WK OoJjiee 3a00eBaHuil Ul PACCTPOMCTB,
BBIOpaHHBIX M3 MeTabONIMYECKUX PACCTPOMCTB, CepAEUYHBIX 3a0OJIEeBaHMI, aTEPOCKIIEPO3a,

HelpoereHepaTHBHBIX 3a00JeBaHmii, 3a00IeBaHUI MTEUEHH, CAPKOTIEHUH, MBIIIEYHOH aTpoduu,
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BOCMAJICHWs] W paka, WM CBS3aHHONO C HHUMH 3a00JeBaHHMs WM PACCTPOCTBA Yy
MJIEKOMTUTAIOLIET0, BKJTIOUAs YEIOBEKA.
[00188] CornacHo KOHKPETHBIM BapUaHTaM peanusanuu u3odperenus, BT npencrasnser coboit
KaTHOHHBINH (pparMeHT Oepbepuna, u X mnpeacrasisier coOOH aHUOHHBIN (pparMeHT R-(+)-0-
munoeBod KUCHOTH, ¥ m = 1, m n = 1. CorlacHO KOHKPETHBIM BapHaHTAM pean3aIiu
u306perenus;, B npencrasnser coboii kaTuoHHbIH (parment Gepbepuna, u X mpencraBiser
co00#t aHHOHHBIN (PParMEeHT T'UAPOKCHIUMOHHONW KACAOTE, U m =1, un=1, ummm =2, n=1,
wii m =3, n=1. CornacHo KOHKPETHLIM BAPHAHTAM peanu3aluu u3ooperenus, B™ npencraenser
co0oit kaTHOHHBIN (hparMeHT OepOepuHa, u X npeactapiser coOoit aHnoHHbIN pparmeHT IIIK,
um=1, un=1. CoracHo KOHKPETHBIM BapUaHTaM peanu3anuu uzobperenus, B™ mpencrasnsier
coboii kaTHOHHBIN (pparmMeHnT OepOepuna, u X mpencrasiser coboit annouHbIl Gparment JI'K,
um=1, un=1. CornacHo KOHKPETHBIM BapuaHTaM peanusanuu uzobperenus, B npencrasnsier
coboii kaTHOHHBIHN (hparmeHT OepOepuna, 1 X npencrapiser codoit annonHbi pparment JTIK,
um=1, un=1. CornacHo KOHKPETHBIM BapuaHTaM peanu3anuu uzodperenus, B npencrassier
coboit xatnoHHBIH (parmMeHT OepOepuna, u X mnpencrasiser COOOH aHMOHHBIN (DparMeHT
YPCOJIOBOM KUCIOTE, UM =1, un=1.
[00189] CornacHo apyroMy acmekTy, H300peTeHHEe B IIEJIOM OTHOCHUTCS K CIOCOOY JIeueHus,
ocnabiieHus 1K PENOTBpaLeHrs 3a00ieBaHust uin paccrpoiictea. Criocod BKIIOUAET BBEIEHHE
HY)KIAIOIEMYCSl B 3TOM CYOBEKTY (hapMaleBTHUYECKONH KOMITO3UIINH, COAEePKALIEH KOTUUECTBO
COJIH MIPHCOEAMHEHHUS] KUCIOThI-OCHOBAHHSI, UMEIOIIEN CIIeayIOIy0 GopMyJIy:
(B*)n(Y)n (),

rae

(a) B" mpencraenser co00i KaTHOHHBIN (hparMeHT GepOepuHa 1M €ro MPOU3BOAHOTO UITH
aHaJyora;

(b) Y upencraBnser coOoil aHWUOHHBIA (pparMeHT (hapMalEBTUUECKH aKTHBHOM
OPTaHNYECKON KUCJIOTHI, U

(c) m u n npencTaBsAOT COOO LENbIE YUCIIA, HE3aBHUCHMO BhIOpaHHbie U3 1,2, 3,4, 5u 6
TAKUM 00Pa3oM, 4TOOBI OJMYUHIIACH COJIb C HEHTPAIbHBIM 3aPsIIOM,
s dexTUBHOE TS IeUeHUs, TPENOTBPAIIEH s HIA OCaa0IeHus OHOro Mt Oosiee 3a00aeBaHui
WA PACCTPOWCTB, BBIOPAHHBIX M3 META0OJIMUYECKHX PACCTPOWCTB, CEepAEYHbIX 3aboJieBaHUM,

aTepoCKiiepo3a, HelpoaereHepaTHBHbIX 3a0oyieBaHuil, 3a00JieBaHUIl TMEuYeHH, CAPKOMEHUH,
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MBIIIEYHOH aTpouu, BOCHAJIEHWs] W paka, WIA CBSI3aHHOIO C HHUMH 3a00JeBaHUS WJIH
paccTpoiCTBA Yy MJIEKOMHUTAIOIIEr0, BKJIIOUYAas 4YejioBeka, W (HapMalleBTUUYECKH MPUEMIIEMOE
BCIIOMOTaTeIbHOE BEIIECTBO, HOCUTENb UJIH Pa30aBUTEIb.

[00190] CormacHO KOHKPETHBIM BapHaHTaM peajH3alii H300peTeHus, MeTaboInYecKoe
paccTpoiicTBO BeIOpaHO M3 auabeTa, OCioKHeHHs auabera, MUCIUMUAEMHH, AUAOETUYECKOU
TUCIUTIUIEMUH, AUCIUNUAEMHH Yy MAlMeHTOB C HENepeHOCHMOCTBIO CTATHHOB, OKHUPEHHS,
MeTabOJIMYECKHX CHHIPOMOB, HapyLIEeHHI MeTaboIn3Ma, TPeIeCTBYIOIUX qHa0eTy, > KHPOBOTO
rernaTosa, HealIKoroibHOW skupoBoi Oonesnn mnedeHn (HAXKBII) u  HeankorojbHOTO
crearorenatuta (HACI). CorjacHO KOHKpDETHBIM BAapUAHTAM peATH3aLHUUd U300peTeHHs,
MeTaboIMYeCcKOe pacCTPOICTBO mpeacTasisier codoit quader 1 umm 2 tuma.

[00191] CornacHO KOHKPETHBIM BapUaHTAM PEATH3ALNN U300 PETEeH s, IPOU3BOAHOE HITH AaHAJIOT
Oepbeprna BbiOpaH u3 Tadaumnbr 2.

[00192] CoryacHO KOHKPETHBIM BapHaHTAM peau3auud u300pereHus, (hapMaleBTHUECKH
aKTHBHAsS OpraHWYecKas KHCJIOTa BBIOpaHa W3 TPYIOBI, COCTOsINed u3 R-(+)-0-TMmoeBoit
KHUCJIOTBHI, THAPOKCHJIMMOHHON KHCJIOTBI, 3WKO3aIE€HTA€HOBOW KHCJIOTBI, IOKO3areKCaeHOBOU
KHCJIOTBI, JOKO3aIleHTA€HOBON KHUCJIOTBHI, YPCOJIOBOH KHCIOTBI M KOPOCOJIMEBON KHCIIOTSHI,
KOPUYHON KHCJIOTHI, XOJIEBOU KUCIIOTHI, 00ETUXOJIEBON KUCIIOTHI, YPCOAE30KCHXOIEBON KHUCIOTHI,
OJIEAHOJIOBOM KUCJIOTHI, CAJTMLMIOBOM KUCIIOTHI, OE€TYJIMHOBOM KUCIOTHI, XJIOPOT€HOBOW KHCIIOTHI,
KO(heHHOBOI KHUCJIOTHI, baccueBoi KHUCJIOTHI, anerun-L-kapHUTHHA, S-
AJUTHILU CTEMHCYIbOKCHaa,  S-METHIUCTEUHCYIb(OKCHAA,  MAHTOTEHOBOW  KHCIIOTHI,
ACKOPOMHOBOM KHCIIOTBI, PETUHOEBOW KHCJIOTHI, HUKOTHHOBON KHCIIOTHI, OMOTHHA W OPYrou
OpraHMYECKOW KHUCJOTHI, OOIIENPH3HAHHOW CIENUATUCTAMH B MaHHOW OO0JACTH TEXHUKH
(dbapMalLeBTHYECKH aKTHBHOW Il JIEUEHHs] OJHOTO WM Oojiee 3a00eBaHUN UJIH PACCTPOICTB,
BBIOpaHHBIX M3 MeTabONIMYECKUX PACCTPOKMCTB, CepAeUYHBbIX 3a00JIeBaHMI, aTEPOCKIIEPO3a,
HelpoereHepaTHBHBIX 3a00JIeBaHt, 3a00/IeBaHNI MTEUEHH, CAPKOTIEHUH, MBIIIEYHOH aTpodum,
BOCMAJICHWs] W paka, WJId CBS3aHHOTO C HHUMH 3a00JeBaHHMs WM PACCTPOHCTBA Y
MJIEKOTM TAIOIIEr0, BKITIOUAs YeJIOBEKa.

[00193] CornacHo KOHKpPETHBIM BapuaHTam peanm3anuu crnocoba, BT mpencrasnser coboit
KaTHOHHBINH (pparMeHT Oepbepuna, u Y™ mpeacrtaBisier coOOH aHHMOHHBIN (pparMeHT R-(+)-o-

JIUTIOEBOW KMCIIOTB, U M = 1, 1 n = 1, u cyOBeKT cTpamaer nuabeToM U OCIIOKHEHHEM TuadeTa.
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[00194] CornacHO KOHKPETHBIM BapHaHTaM peanuszanuu crnocoba, BT mpencraenser coboit
KaTUOHHBIA (parmeHT Oepbepuna, u Y  mpexacraBisieT co0OOW aHUOHHBIH (pparMeHT
THAPOKCHIMMOHHON KHCIOTE, UM =1, un=1, ummm=2,n=1, umu m =3, n =1, u cyObeKT
cTpaaaer quabeTOM M OXKHPEHHEM.

[00195] CornacHo KOHKpPETHBIM BapuaHTam peainm3anuu crnocoba, BT mpencrasiser coboit
KaTUOHHBINA (hparMeHT OepbepuHa, u Y™ mpenctasiseT coboit annonubiid Gparment K, u m =
1, un =1, u cyOBexT cTpagaer nuabeToM U AUCIUIIUAEMHEH HITH CEepASUYHBIMU 3a00JIeBaHUSIMH,
ATePOCKJIEPO30M HJIU HeHPOIereHepaTUBHBIMH 3a00JIEBAHUSIMH.

[00196] CornacHO KOHKpPETHBIM BapuaHTaMm peaim3aunuu crnocoba, BT mpencrasiser coboit
KaTHOHHBIA (parmMeHT OepOepuHa, u Y™ npezncrasisier coboit annoHHbli ¢pparment 'K, u m =
1, un =1, u cyObekT cTpanaer 1uabeToM U QUCIUNUAEMHUEH WA CepAeUYHBIMU 3a00JIeBAaHHUSIMH,
aTepPOCKJIEPO30M MJIH HEWpOJereHepaTuBHEIMHU 3a00/IEBAHUAMHE.

[00197] CornacHO KOHKpPETHBIM BapuaHTaMm peanm3auuu crnocoba, BT mpencrasiser coboit
KaTHOHHBIIH (parMeHT OepOeprHa, U Y™ npencrapisier coboit annoHubii pparment MK, u m =
1, un =1, u cyObekT cTpanaer 1uabeToM U AUCIUNUAEMHUEH WA CepaeUHBIMU 3a00JIeBaHHUSIMH,
aTepPOCKJIEPO30M MJIH HEeHpoJereHepaTuBHEIMU 3a00JI€BAHUAMHE.

[00198] CornmacHO KOHKPETHBIM BapuaHTaM peainm3anuu crnocoda, BT mpencraenser coCoit
KaTHOHHBIH (parMeHT OepbeprHa, U Y mpencTaBiasieT coOON aHMOHHBIN (hparMeHT ypCOIOBOM
KHCJIOTEL, ¥ M = 1, u n = 1, u cyObekT crpamaer auabeTOM M CAPKONEHHEH WJIM MBIIIEYHOMN
atpodueii.

[00199] CornacHO KOHKPETHBIM BapHaHTaM peanu3anuu crnocoba, BT mpencraenser coboit
KaTHOHHBII pparmeHT OepOeprHa, U Y mpeacTaBisieT cOO0H aHHOHHBINH (PparMeHT KOPOCOTUEBOM
KUCIIOTE, ¥ M = 1, u n = 1, u cyObekT cTpamaer auabeTOM M CAPKONEHHEH WJIM MBIIIEYHOMN
atpodueil.

[00200] CornacHo KOHKpPETHBIM BapuaHTaMm peaimm3anuu crnocoba, BT mpencrasnser coboit
KaTHOHHBIH (pparMeHT OepOepuHa, U Y™ MpPEACTaBIsET COOOW aHHOHHBIH (hPArMEHT XOJIEBOU
KHCIIOTBL, ¥ M = 1, ¥ n = 1, u cyOBEKT CTpagaer MUCIMIHIAEMUEH, KHPOBBIM TelaTo30M,
HeaJIKoroNbHOI sxupoBoit 6one3nbto neuenn (HAXDBII) nni HealkoroJbHBIM CTEATOrenaTHTOM
(HACT).

[00201] CornacHo KOHKpETHBIM BapuaHTam peanm3anuu crnocoba, BT mpencrasnser coboit

KaTHOHHBII (pparMeHT OepOeprHa, u Y™ npenactaiiser coOOi aHUOHHBIN (hparMeHT 00ETHXOJIEBOI
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KHCIIOTB, ¥ M = 1, ¥ n = 1, U CyOBEKT CTpagaeT MUCIMMHIEMUEH, >KHPOBBIM TelaTo30M,
HeaJIKoroJbHOI sxupoBoi 6one3nsio neuenn (HAXDBII) unn HealkoroJbHBIM CTEaTOreaTHTOM
(HACT).

[00202] CornacHo KOHKpPETHBIM BapuaHTam peaimm3anuu crnocoba, BT mpencrasnser coboit
KaTHOHHBIH (parmeHT OepOepuna, u Y  mnpencraBisier coOOW aHHOHHBIA (hparMeHT
YPCOIE30KCUXOIEBON KUCIOThL, U M= 1, u n= 1, u cyOBeKT cTpajaeT qUCIUIHAEMHEH, )KUPOBBIM
rernaTo3oM, HEAJIKOroJbHOW skupoBoil Oonesnpio neueHn (HAXKBII) wim HeankorogbHbIM
creatorenatutoM (HACT).

[00203] CorynacHO KOHKPETHBIM MPEANOYTHTEFHBIM BAPHAHTAM peaM3alny crnocoda, ieyeHue,
ocnalyieHre WM TPeaoTBpalleHre MeTa0OJMUECKOro pacCTpoWcTBAa OOECIEeYnBAETCs ITyTeM
CHH)KEHUS] YPOBHS TJIFOKO3bI B KpoBH CyOBbekTa. COrjlaCHO KOHKPETHBIM MPEANOUYTHTEIbHBIM
BapHaHTaM peain3aluu Crocoda, JeueHne, ocnadbieHne uin IpeaoTBpalleH e MeTaboIMUeCKOro
paccTpoiictBa o0ecreunBaeTcsi MyTeM CHIDKeHHs ob0wmero ypoeHs xonecrepuHa (0X),
tpuranuepuoB (TI) u xonecTeprHa JIUIONPOTENHOB HU3KOW IoTHOCTH (Xonectepuna JIITHIT),
MOBBILIEHUS] YPOBHS XOJIECTEPHHA JIMTIOMPOTENHOB BBICOKOH TIoTHOCTH (X0nectepuna JITIBIT) y
cyObekta. COryacHO KOHKPETHBIM MPEONOYTUTENIbHBIM BapUaHTAM peai3aluu  crnocoda,
JiedeHue, ociabjeHne WK MpenoTBpalleHne MeTabOIMUeCKOro paccTpoiicTBa 00ecrneunBaeTcs
nyTeM HOpMaJM3allMk YpOBHsA (epMeHTOB ImeueHn y cyObekTa. COrjacHO KOHKPETHBIM
OPEOMOYTHTENLHBIM ~ BapHAaHTAM  pealn3aluud  crnocoba, JieueHwe, ociabjeHue  WIIH
NpeNoTBpallleHHe MeTabONIMYECKOT0 PACCTPOMCTBA ODECHEeUnBaEeTCs MyTEM HOPMAJIH3AIHH
YPOBHA JIMIIUOOB ICUCHU Y CY6’LeKTa. COFIIaCHO KOHKPETHBIM NPECANOYTUTCIIEHBEIM BapUaHTaM
peaymzanui crnocoba, JieueHWe, OcjaablieHne WM [PEIOTBPAIEHHE META0OJIMUECKOro
paccTpoiicTBa oOOecnedynBaeTCss IMyTEM M3MEHEHHsS WHCYJMHOBOTO CHTCHAJBHOTO IYTH C
06eCHe"IeHI/IeM CHUXKCHHUA YPOBHS TIIKOKO3EBIL. COFJ'IaCHO KOHKPECTHBIM HNPECANOYTUTCIIEHBIM
BapHAHTAM peaM3allii Crocoda, JeueHne, ocnablieHne Wik MPENOTBPAIeHHE META0OIHYECKOTO
pacCTpoiicTBA O0ECTIEUMBAETCS MYTEM PETYJISIHH MHOKECTBA METabONMYECKHX MyTeH,
HanpuMep, NOBBIIICHHUA CEKPCUHUHU HWHCYJIMHA, YJIYUYIICHHS YYBCTBUTCJIIBHOCTHU K HHCYJIUHY,
CHHMJKCHHs TJIIOKOHCOT€HE3a B IICYUYCHH, CHHXKCHHA BCAaCbIBAHUA TJIKOKO3BI, OCJ'Ia6J'IeHI/I$I
JUCITUIIUICMUH, MPOTUBOBOCHAJINTECIIEHOI'O I[eﬁCTBHH JJIA JOCTHUXKCHU ST KeJ1aeMbIX

dapmakonoruueckux 3 dexTos.
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[00204] Cnenyroomue najnee MpUMephl NMPHBEASHBI B KAUECTBE WJUTIOCTPALMH MPAKTUYECKOTO

OCYIIIECTBJICHNUS H300peTeHNs] 1 HUKOUM 00pa3oM He OrpaHHYMBAIOT HACTOSIIee H300peTeHue.
IIpumepsi

Ilpumep 1. Dpexmusnocms kombunayuu bepbepuna u sixozaneHmaenosol kuciomol (1K),

ookosazexcaenoeoli kucromot (JII'K); unu bepbepuna u ypconogoii kuciomot (YK) na

MOIMUHON _MoOea  ouabema, Gbli36aAHHO20  OUEMOIll  C BbICOKUM _COOEPIHCAHUCM

ofcupoe/cmpenmowuuyom

[00205] B nanHOM mpuMepe OHMHCAHO HccienoBaHue 3(PQPEeKTHBHOCTH i1 Vivo KOMOHHALWH,
OMMCAHHON B HACTOALIEM H300pETEeHNH, HA MBILIMHONW MOJeH auadeTa, BEI3BAHHOIO JUETON C
BbICOKUM coneprkanueMm kupoB (JIBCXK) u crpentozorormuom (CT3).

[00206] Illectsaecsar camios mbiieit guaur NIH veTsipexHenenpsHoro Bo3pacta mpuodpeTanm y
kommnannu Guangzhou Institute of Laboratory Animal. [Tocne akkmMaTH3anuy B TEYUEHUE HEEIH
OTOMpaNH MATH MBILIEH B KAYeCTBE HOPMAILHOU KOHTpOosibHOU rpymmsl (I'pymna 1), octaBmumcst
55 mermam BBoanu oguokpatHo CT3 B mose 40 mr/kr u obecneunBanmu JBCXK (40% kanmopuit
COCTABJISIFOT JKUPbI) B TeUEeHHE 7 AHEHN IJisl YCTAHOBJIEHUS YKUBOTHOM MOJENH qradeTa, CXOMHOM ¢
natousuonorneii muabera 2 Tuma y dYejoBeka. MbIllaM KOHTPOJBHOW TPYMIBI HOPMBI HE
Beoun CT3 u obecrieunBain HOpMaJIbHBIA KOPMOBOH PAI[HOH.

[00207] U3 55 wwbimeit, ctumynupoanabix CT3 u JIBCXK, BeiOupanu COpOK >KHBOTHBIX, Y
KOTOPBIX HA CepMOi NeHb mociie BeeaeHus CT3 ypoBeHb TIFOKO3bI B KPOBH HATOIIAK COCTABIISLI
6onee 12,0 MMOJIB/JI, U pacCIpeneNsuii ClydaitHbIM 00pa3om Ha 4 rpymmsl (n = 10 Ha rpynmy):

I'pynna 2: KouTposns HOcHTEN s (HOPMAJIbHBIN COJIEBOM PAaCTBOP)

I'pynna 3: [onoxkutenbHbIN KOHTPONB (MeThopmiH, 300 Mr/Kr)

I'pynna 4: Kombunauus 6epbepuna (150 mr/kr) u VK (150 mr/kr)

I'pynna 5: Kombunauus 6epbepuna (150 mr/kr), SIIK (75 mr/xr) u AIK (75mr/kr)
[00208] Menueit u3 I'pynn 2 - 5 jeuynsin COOTBETCTBYIOLMMH HCCJIEAYEMBIMH H3ACJUSIMH,
yVKa3aHHBIMH BBIIIE, OAWH pa3 B JeHb NyTeM BHyTprxkemnygouHoro kopmutenus. JIBCXK
NOAAEPKUBAIM HA MPOTSKEHWU BCEro JICUEHHsl MPOIOJLKHUTEIBHOCTBIO 28 mHed. Meimm u3
rpynnel - HOpMmbl  (Ipymma 1)  monyudanu  HOpMAJbHBI — COJIEBOW — pacTBOp  MYyTEM

BHYTPHXKCIYJOUYHOI'O KOPMJICHUS. Ha MPOTSKCHHUU BCETO HCCICONOBAHUSA HU3MEPSTIU YPOBCHB
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[JIIOKO3BI B KPOBU HATOLIAK, 001uil ypoBeHb xonecrepuna (OX) u yposens Tpuriuuepuaos (1TT),

norpebiieHne MHIy, NoTpedIeHe BOABI M MACCy Tea.

[00209] Ha 28 pnenp JieueHus NPOBOAMIIM IMEPOPANBbHBIA TECT HAa TOJEPAHTHOCTh K TJIIOKO3€

(IITTT) y >xuBOTHBIX, romonmaBiiuX B TeueHume 12 wgaco. Jlms mposenenus IITTI mocne

U3MEepEeHHUs] HCXOMAHOM KOHIIeHTpauHy riitoKo3bl (T = - 30 MUH) MBIIIAM POBOJHIIN MEPOPATEHYEO

[JIIOKO3HYIO HArpy3Ky B KOHIIEHTpPAIUU 2,5 I/KT U ONpPENessuld YPOBEHb TIIIOKO3bI ¢ MOMOIIBIO

rmokomerpa (ACCU-CHEK Active, Roche) yepes 0, 30, 60 u 120 muH.

[00210] ITocne IITTI cobupanu oOpa3isl KpoBU aJsl u3Mepenus ypoBHs rmoko3sl, OX u TI' B

KpoBU. Mpblllell yMEpUIBISAIN U MODKEIYIOUYHYIO JKeje3y, MeueHb, OUYKU U KUPOBYIO TKaHb

CO6I/IpaJ'II/I UL TUCTONMATOJIOTMYCCKOro aHajin3a.

[00211] PesynbTathl s5xcriepuMenTa nepeunciensl B Tadaume 6 u Tadmne 7.

Ta6auua 6. Cpenrsis Macca Teia, moTpedIeHNe MUK ¥ BOAbI B PA3IHYHBIX JIEUYEOHBIX

rpynnax”
IHoTpedsienne
Ipynna Macca Tena (r) e (r) IMoTpebsienne BoabI (M)
0 nensn 27 neHb 3neur |27 neub | 3 neHs | 6 neds | 27 meHb
27,80+£1,45 | 34,20+2,84 | 3,69 4,88 7,60 8,40 7,20
Ne 1 | Hopma (n=5) (n=5) (n=5) (n=5) (n=5) | (n=5) (n=5)
Kontpoms 27,20+£1,47 | 34,70+£3,32 | 7,46 13,78 19,20 | 24,40 32,00
Ne 2 | HocuTenst (n=10) (n=10) (n=10) | (n=10) | (n=10) | (n=10) | (n=10)
26,30+£2,54 | 36,99+£3,90 | 8,66 9,37 19,40 | 23,60 34,40
Ne 3 | Merpopmun | (n=10) (n=10) (n=10) | (n=10) | (n=10) | (n=10) | (n=10)
bepbepun+ 26,20+1,77 | 26,13+2,95 | 9,08 6,59 19,40 | 19,00 13,25
Ne4 | VK (n=10) (n=8)** (n=10) | n=8)° | (n=10) | (n=10) | (n=8)*®
bepbepun+ 25,90+2,04 | 29,76+4,89 | 8,35 5,79 19,40 | 20,00 14,20
Ne 5 | DIIK/AT'K (n=10) (n=10)>* (n=10) | =10y | (n=10) | (n=10) | (n=10)>¢

* 1) Maccy Tena usmepsuin Ha O u 27 feHb (3a A€Hb 10 YMEPLIBJICHHS ) 11 MUHUMH3ALHH

pa3nmunii, BEI3BAHHBIX 12-4aCOBBIM T'OJIOJTAHUEM.

2) Tlorpebnenne muium U nOTpeOJeHHE BOABI HM3MEPSJIM [BA pa3a B HENENIO Ha

NPOTSHKCHHUU BCCro HCCIICAOBAHUA, B Ta6J'[I/II_Ie npeacTaBJICHbl PEINPE3CHTATHBHLIC

JaHHLIE.
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3) JlBoe »xuBOTHBIX U3 [ pymnmel 4 morubiu 3a BpeMsi BCEro MCCIenoBaHus. Pe3ynbTaThl
BCKPBITUSl YKAa3ajJH Ha HEMPaBIJIbHOE OOpallleHne MpH BBEAEHUH O3Bl IMyTEM
BHYTPHKETYJOUHOT'O KOPMJICHHSI.

@b 3paunrensHoe pasmuune mexay 14 u T2, I3 (p<0,001)
¢4 3paunTenbHoe pasnuune mexay I'5u I'2, I3 (p<0,01)
¢ 3HaunTeNIbHOE paznuune Mexay 14 u 12 ( p<0,05)

/3HaunTensHOe pasnuune mexay I'S u T2 (p<0,01)

Tao6auua 7. Cpenaue 3HayeHus VPOBHS IVIFOKO3b] HATOLIAK, OOLIEro YPOBHS XOJIECTEPUHA U

YPOBHA TPUTJIMICPUAOB B KPOBU B PA3JIMYHBIX JIeueOHBIX rpynmnax

YpoBeHsb
IJIIOKO3bI B OO6uuii ypoBeHnn Yposensb
I'pynna KPOBH HATOLIAK XO0JIeCTePHHA TPHIJIHIEPH/I0B
(MMOJIB/JT) (mMr/nJ) (MMOJIB/JT)

O neur | 28 meHb 0 neun 28 newsr | O menr | 28 meHb
11,59+ | 3,84+0, | 222,93+ | 234,63+ | 1,02+ 1,94+

1,12 26 16,17 57,65 0,31 0,33
Ne 1 | Hopma (n=5) (n=5) (n=5) (n=5) (n=5) (n=5)
24,74+ | 24,58+ | 303,90+ |335,49+ 2,16+ | 4,99+
KonTtposs 8,47 6,01 65,51 103,95 0,78 6,01
Ne 2 | HocuTens (n=10) | (n=10) | (n=10) (n=10) (n=10) | (n=10)

24,08+ [21,66+ |297,96+ |436,99+ [240+ |6,06+
5,44 4,71 67,09 159,73 | 1,03 6,71
Ne3 | Mergpopmur | (n=10) [ (n=10) | (n=10) (n=10) (n=10) | (n=10)
23,78+ | 14,70+ [327,52+ [264,30+ [215+ [2,87+
BepGepun+ | 8,56 7,22 55,60 81,49 0,87 1,28
Ne4 | VK (n=10) | (n=8)* | (n=10) |@=8)® |(n=10) | (n=8)“
2436+ |1820+ |303,07+ [242,39+ [256+ |[4,16+
BepGepun+ | 7,43 8,71 47,27 53,82 1,01 3,66
No'5 | DIK/ATK (n=10) | (n=10) | (n=10) | (@=10)° | (n=10) | (n=10)

“ 3HaunTebHOE pasauune mexxay [4u 2 (p<0,01)
b¢ 3paunrtensnoe pasauune mexay 1415 u I'3 (p<0,001)

4 3HaunTensHOe pasmuuue Mexkay 14 u I'3 (p<0,05)

[00212] Yka3aHHbIEe pe3yabTaThl MOKa3ajiu, 4to komOmHauuu OepOepuna u DIIK/ATK wu

oepbepuna u YK s dexkTHBHO CHIKAIM CHMITOMBI quHadeTa HAa MBIIIMHON MOIEIH auadeTa,
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Ber3BanHoro JIBCX/CT3. IIpu atom MeTdhopmuH (epopaibHOE JeKapCTBEHHOE CPENCTBO MPOTHB
nrabera, KOTOpOe HMCIOb3YeTCs B Ka4eCTBE TEPAluu MepBOW JIMHHUM NMpu auadere 2 TUma) He
moKasajl OLIeBI/II[HOI\/'I 3(1)(1)6KTI/IBHOCTI/I B JaHHOM HUCCJICOOBAHUHU, HCCMOTPA Ha €ro UCIOJIb30BaAHUEC
B PEKOMEHJIyeMOW TepamneBTHYECKOW no3e. J[OmOoNMHuTeNbHbBIE UCCISAOBAHUS ITPOBOMSITCS IS

NOATBEPKACHUS HAOMIOCHUI TAHHOTO HCCIEIOBAHMS.

Ilpumep 2. Cunepeuuecxue sghghexmuol_komoOunayuu_b6epoepuna u 2uopOKCUNUMOHHOU KUCIOM bl

HA_MbIHUHON_MOOCHU_ONCUPEHUS, 8bI36AHHO20 OUCHOlL_C_8bICOKUM _COOEPAHCAHUEM

ACUPOB

[00213] B nanHOM mpuMepe ONHCAHO HccienoBaHue 3(PQPEeKTHBHOCTH i1 Vivo KOMOHHALWH,
OMMCAHHON B HACTOSIIEM U300pPETEHHH, HA MBILIMHOW MOJENN O)KHPEHHUS, BBI3BAHHOT'O AUETOMH C
BBICOKUM coneprkanuem xupos (JIBCXK).
[00214] ITarsaecst camiioB mbiiiei tuuanu NIH 4-HenenbHOro Bo3pacra ObLIM MPUOOPETEHBI U3
kommnannu Guangzhou Institute of Laboratory Animal. [Tocne akkmMaTH3anuy B TEYEHUE HEEITH
BOCEMb MbIIeil OTOMpaJii B KauyeCTBe HOPMAJBHOTO KOHTPOJIS, OCTaJbHbIM 42 MbIIam
obecnieunBanmu JIBCXK (40% xanopuii COCTaBIISIOT )KUPBI) B TeueHue 14 mHel 1Uisl yCTaHOBJICHHS
MBIIIMHON ~ Mozenu  okupenusi, BbizBanHoro JIBCX, cxomuoit ¢ marodusnoaoruei
MeTabOJIMYECKOr0 CHHAPOMAa Yy dYejioBeka. HopmasbHbIE KOHTPOJIbHBIE MBILIH ITOJTYYAJTH
HOPMaJIbHBIH KOPMOBOH panuoH. M3 copoka nyx Mbiel, nmongydapimx JIBCXK B teuenue 14
IHEW, BBIOMpaJIi TPUUATh ABa JKUBOTHBIX C MACCOM Tea, npepbiinaroreii Ha 15-20% maccy Terna
HOPMAaJIbHBIX KOHTPOJIBHBIX MBILIEH, H pacpenessuid CrydaiiHeiM 00pa3oM Ha 4 rpymrsl (n=8 Ha
rpymimy):

I'pynna 1: Koutpons Hocurens (1% pactBop kapbokcumetuiemntronossl (KMI))

I'pynmna 2: Bep6epun (50 mr/kr B 1% pacteope KMII)

I'pynna 3: T'uapokcunumonHas kucnota (50 mr/kr B 1% pacteope KMII)

I'pynna 4: Kombunanus (6epbepun (50 Mr/kr) u ruIpokCHIMMOHHAs KucinoTa (50 mr/kr)

B 1% pacteope KMII)
[00215] Menueit u3 rpynn 1 - 4 jgeunnu COOTBETCTBYIOIIMMH HCCIEAYEMBIMUA H3IETHSIMH,
yVKa3aHHBIMH BBIIIE, OAWH pa3 B AEHb NyTeM BHyTprxkemnygouHoro kopmuenms. JIBCXK
NOAAEPKUBAIM HAa MPOTDKEHHWU BCEro JIeUeHUsl NPOMOJLKUTENIBHOCTBIO 28 nHel. YPOBEHb

[JIIOKO3bI B KPOBH (HATOLIAK M HE HATOINAK), oOmuil ypoBeHb xosectepuHa (OX) u ypoBeHb
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tpurnuiepunos (TI), moTpebnenune muium, moTpeOieHHe BOABI U MAacCy Teja HU3Mepsuld Ha
MPOTSLKEHUN BCETO UCCIISOBAHMUS.

[00216] Ha 28 pnenp JieueHusl NPOBOAMIIM MEPOPANBbHBIA TECT HAa TOJEPAHTHOCTh K TJIIOKO3€
(IITTT) y >xuBOTHBIX, romonmaBiiuX B TeueHume 12 wgaco. Jlms mposenenus IITTI mocne
U3MEepEHHUs] HCXOAHOM KOHIeHTpauy riitoKo3bl (T = - 30 MUH) MbIIIAM POBOJMIIN MEPOPAIEHYEO
[JIIOKO3HYIO HArpy3Ky B KOHLEHTpAUUU 2,5 I/KT U 3HAYEHHs YPOBHS TJIFOKO3bI ONPEAENSUIA C
nomoinbio rmokomerpa (ACCU-CHEK Active, Roche) uepes 0, 30, 60 u 120 mus.

[00217] Iocne IITTI cobupanu oOpa3isl KpoBU aisl u3Mepenus ypoBHsi rmoko3sl, OX u TI' B
KpoBH. MbIeil yMepIuBIsud U cOOMpai MOHKENTyIOUHYIO JKejle3y, NeYeHb, TOUKU U KUPOBYIO
TKaHb JIJIS1 TUCTONATOJIOTHYECKOTO aHAIN3A.

[00218] UccnenopaHne MNpPOBOOWIM B TeueHHWe 15 1HEH, NpPOMEXYyTOUHBIE PeE3yJbTATHI
SKCIIepUMeHTa IpeacTasiieHbl Ha Purypax 1-4.

[00219] Vka3zaHHBIe pe3y/IbTaThl MOKA3ATM TEHISHLUIO CHHEPruyeckoro s¢dexra kKoMOuHAINN
OepbepuHa W THAPOKCUIMMOHHOW KHCJIOTHL. B wactHOocTH, s OepOepuna (I'pynma 2) u
TUOPOKCHIIMMOHHOM KucyioTel (I'pynna 3) mpu MX HCMONB30BAHHMHU MO OTAEIBHOCTH B 103e S0
MI/KT He HaOromanoch Kakux-imnbo ¢apmakonornyeckux 3GGeKToB MO CPAaBHEHUIO C FPYIIION
koHTposiss Hocutens (['pymma 1), ogHako mpu ux coBMmecTHOM wucmosb3oBanuu (I'pynma 4)
HAOJIOAIOCh CHUYKEHHE MPHUPOCTAa MACChl TEJa W HOPMAJIU3al[Usl YPOBHS TJIFOKO3bI B KPOBH.

I[OHOJ'IHI/ITGJ'II:HLIG JaHHBIC 6YLIYT IMMOJIYYECHBI IPH 3aBECPLICHUUN HUCCIICOAOBAHU .

Ilpumep 3. Cunme3s u ananu3 coau, npeocmasisaueli coooil ypcooe3okcuxoiam memaopmund

[00220] 5 mmoue ruapoxIOpHAa MeTHOpMUHA pacTBOPsUH B BogHOM pactBope NaOH u peakiuu
MO3BOJISUTH MPOTEKATh MPU KOMHATHOH TeMIepaTtype 10 MOJyuYeHHs MPO3PayHOro OeCLBETHOTO
pactBopa. PacTBopuTEsb BHIMAPHBAIM C MOJYYEHHEM MOPOIIKA OEIoro 1nBeTa. benbiit mopornok
n00aBJIsLTH B aOCOTFOTHBIHM STAHOJ U MOJIYUYEHHYIO CYCIEH3UI0 3aTeM (DI TPOBAJIH /IS YAAJICHHS
6enoro ocanka (NaCl). @unbTpaT BIIApUBaIM C MOMOIIBKD POTOPHOTrO HCIAPHTENS U 3aTEM
CylIWJM B BakyyMe ¢ mnosydeHuem Oenoro mnopomka Met-OH. Met-OH pacrtBopsiin B
abcomoTHOM cnupre u mnoaeepranu peakiun ¢ YJAXK npu KOMHATHOH TeMmmeparype C
MOJIYYSHHEM MPO3PauHOTO PACTBOPA CBETIIO-KEITOrO I[BeTa. PacTBOp BRIMApHBaJIM C MOMOIIBIO
POTOPHOTO HCHAPHUTENS W OCAJOK CYIIWId B BakyyMe (IpU KOMHATHOW TeMIIEpaType).

TMonyueHHbIH Geblii TOPOLIOK 3aTeM 0XapaKTepH30BbIBaju ¢ noMoinsio 'H SIMP u UK-criekTpos
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(®urypsb1 5-6), KoTOpbIEe MOKa3aju OOpa3OBaHHE COJU YPCOAE30KCHXOjaTa MET(POPMHHA CO

crexuoMmerpuieckoM otHomenneM Met: YIXK, cocrasnsromum 1:1.

Ilpumep 4. Cunmes u ananu3z conu, npedcmasaueli coboii ypcooesokcuxonam depoepuna

Ypconesokcuxonat 6epbeprna

[00221] BBP-CI (1,0 3kB.) pacTBOpSUIN B rOpsiuel AUCTH/UTHPOBAHHOW BOJE, 3aTEM PEAKLIMOHHYIO
CMeCb  OXJIKAAaNM 100  KOMHATHOH  temmeparypel.  OIHOBpPEMEHHO  pPacTBOPSUIH
ypcoae3okcuxoseByto kuciory (0,9-1,5 5kB.) B 0e3B0gHOM 3TaHO e, B MOMyUeHHbIN 3TaHOIOBbBII
PacTBOP YPCOAE30KCUXOJIEBON KUCIOTHI H00ABISUM MO KaruisaM BoaHbii pactBop NaCOs (0,9-1,5
9KB.). 3aTeM MOJIYUEHHYIO PEAKIMOHHYIO CMECh IMepeMellnBaid B TeueHue 15-45 MuUHyT U
MOJIYyYaJId PACTBOP HATPUEBOH COJIM YPCOAE30KCUXOIEBON KUCIIOTHL

[00222] Pacteop BBP-Cl no6asisiin o KarmissM K OIMHCAHHOMY BBIIIIE PACTBOPY HATPUEBOM COJIH
YPCOIE30KCUXOIEBOH KMCIOTHI ipu Temiepatype 60-80 °C. Cmecu MO3BOJISTA MEPEMEIITHBATE CSI
MIPH TOW K€ TEMITepaType B TEUSHHE 2 YaCOB U 3aTeM YKa3aHHYIO CMeCh OXJIaKIaJIi O KOMHATHOH
temrepatypbl. OCaKIEeHHOE TBEPAOE BEINECTBO (PHIbTPOBAIM U BIIAXKHBIA OT(UIBTPOBAHHBIIH
ocamoKk cobupanu W CyWuiad B Bakyyme mnpu Temnepatype Hivke 40 °C ¢ monmyueHneMm
HEOUHIIEHHOrO YPCOAe30KcHxoaTa bepoeprHa.

[00223] HeounieHHslit ypcoae3okcuxoat OepOepruHa OUHrIaii MOCPEICTBOM KPUCTAIUTH3AIHH
C 3TAHOJIOM M dTHjaneTatoM. CMecH MO3BOJISUTH MEPEMEITNBATECS B TeUSHHE 7-8 4acOB U 3aTeM
HEeHTPU(YTUPOBATM JUI YIOAJIEHUs] PACTBOPHUTENS u cOOpa MOPOIIKA KEITOro usera. JKemThlit
MOPOLIOK CHOBA IMPOMBIBAJIH STHJIALIETATOM W TTOBTOPSUJIH BAYKBI OTIMCAHHBIE BBILIE TPOIEAY PBI.
IlonydeHHbIN B pe3ysibTaTe »KEITHIH MOPOIIOK CYIIMJIM B Bakyyme mpu Temmepatype 40 °C ¢
MOJIYYEHHEM OYMIIIEHHOTO YPCOAe30KcHuXxoaTa OepoepuHa.

[00224] Tlomy4eHHBIi KeTHIM MOPOLIOK 3aTEM OXapaKTEPU3OBBIBAJH ¢ omoinsio 'H-SIMP, K-
cnektpoB 1 MC (®uryper 7-12). Tlo pesynabtatam 'H-SIMP (®@urypa 7-8) u UK-crnexTpos

(®urypsi 9-10) HabarOqATH YETKIE PA3NIHYKSI MEKIY MPOCToi cMechio Oepbepuna n YIXK (1:1)
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U YPCOAE30KCHUXOojaToM OepOeprHa, yKas3bIBarollne Ha OOpa30oBaHUE CONH YPCOAE30KCHXOJIATa
Oepbepuna co crexuomerpuueckum cooTHorieHneM BBP:VJIXK, cocrasasrommm 1:1. Macc-
cnektpomerpuueckuil ananmu3 (@urypsr 11-12) nokasan, 4to onpeneneHHas ¢ nomouisio MC B
peKHMe perucTpaluuu OTPULATETbHBIX HOHOB MojekynspHas Macca YJIXK [M-H] cocraBnsna
391,28, omnpenenennas c¢ nomombio MC B pexxumMe perucTpauul MOJIOKUTEIBHBIX HOHOB
mojekynspHas macca BBP™ cocraensna 336,14,
[00225] AnbTepHATUBHBIE METOA  CHHTE3a OCHOBAaH Ha  BBICOKOH  pacTBOPUMOCTH
ypconesokcuxonata OepbeprHa B 3TaHOJIE, CONPsDKEHHOM ¢ pacTtBopuMocthio BBP B MeOH u
pactBopumoctsio YJIXK natpus B EtOH. Hanpuwmep:

1) PactBopsitor BBP (1,5 3xB.) B MeOH npu komHaTHO# Temnepatype. (PactBop A)

2) Pacteopsitor YAXK (0,9 - 1,5 skB.) B EtOH npu koMHaTHO!H TemmnepaTtype, J00aBIsIOT
pactBop sTokcuna Harpus (Pactesop B)

3) Hobasusitor PactBop A k PactBopy B mpu koMHATHO# TeMmepaType U MepeMeIInBaioT
B Teuenue 2-5 yacos. Y nanstor NaCl myrem BakyyM-(hujIbTPOBAHUS U KOHIIEHTPUPYIOT QUIbTPAT
(T <40°C).

4) OunIaT HEOUYHIIEHHBIH YPCOAE30KCHXOomaT OepOeprHa TyTeM pPacCTBOPEHHS
HeounineHHoro mnpoaykta B EtOH (wnm apyrom moaxonsineM pacTBOPHTENE) U YAAJSIOT
ocratounbiii  NaCl mocpenctBom  (QuiabTpoBaHus. AJIbTEPHATHBHO, MOXKHO  OUHIIATH

HEOUHINEHHBIH MPOIYKT MyTEM KPUCTAILTA3ALMH U3 TTOAXOSIIErO PACTBOPUTEIIS.

Ilpumep 5. Dhpexmusnocms ypcodeszokcuxorama bdepoepuna (Y/IXKD) na mviuiunoii mooenu

HEQIKO20JbHOU  JICUPOBOll  OONe3HY  NeYeHU, Gbl36AHHON  OUuemoil ¢ 6blCOKUM

COO@DD!CLIHM@M ACUPOB

[00226] B nmanHOoM mnpuMepe ommcaHo wuccienosanue 3ddextusHoct in vivo YJIXKB,
ONMCAHHOIO COMJIACHO HACTOSIIEMY H300pETeHHIO, Ha MBIIIHHOH MOIENH HeaJIKOrOJbHOH
JKUPOBOUW OOJIE3HU MeueHH, BEI3BAHHOW JUETOH C BEICOKUM conepskanuem xupos (JIBCXK).

[00227] 91 camua wmebiueli quauun NIH 4-HenmenbHOro Bo3pacta mojydand u3 Kommnanuu Vital
River Laboratories (Ilexun, Kuraii). Ilocne akkinmaTu3auuud B TeueHHe Hemesmu 13 Mbliei
BBIOMpaH B KauecTBe KOHTpoJbHOU rpynmsl (I'pynma 1, I'l), kotopas monydana HOpMasbHBIH

kopMoBo#i paruoH. OcranbHeiM 78 mbimam obecneunBanu JIBCXK (40% kanopuii COCTaBIISIIH
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JKUpBI) B TeUeHUE 4 HeAenb IJisl YCTAaHOBJICHHS! >KUBOTHON MOJIENIH, CXOIHOM ¢ maTO(U3HOJIOTH el
HEAJIKOTOJIbHOM YKHUPOBOH OOJIE3HU NMEUEHH Y YEITOBEKA.

[00228] Yepes 4 Henenu CTUMYJSILUU C MOMOLIBIO AUETHI C BHICOKMM COAEpPKAaHUEM >KUPOB 78
MBILIEH pa3aeNsii Ha 6 TPy B COOTBETCTBHH C Maccoil Tena (n = 13 Ha rpynmy):

I'pynna 2, I'2: T'pynna kouTposst Hocutens (0,5% pactsop CMC-Na)

I'pynmna 3, I'3: I'pynna, nonyuyamas Hu3kyro 103y YAXKD (30 mr/kr)

I'pynna 4, I'4: T'pynna, nony4yasmas cpeanoro 103y YAXKD (100 mr/kr)

I'pynma 5, I'S: I'pynna, mony4vasmas Beicokyro 103y YIXKDB (300 mr/kr)

I'pynma 6, I'6: I'pynna koutposst BBP (6epbepuna HCI, 150 mr/kr)

I'pynma 7, I'7: T'pynna koutpons YAXK (ypcone3zokcuxomnenast kuciota, 150 mr/kr)
[00229] Menuam u3 rpynn 2-7 BBOAWIM COOTBETCTBYIOLUE HCCIIENyeMble U3ENs, YKa3aHHbIe
BBIIIE, OJMH pa3 B JE€Hb NyTeM BHyTprxkenynouHoro kopmuienus. JIBCX monnepskuBamu Ha
NPOTSDKEHUHU BCEro JiedeHus B Tedenne 6 Henens. HopmaneaeiM Meimam (I'1) BBogumm HocHTENb
(0,5% pacteop KMII-Na) mocpencTtBoM BHYTPUIKEIYOOYHOTO KOPMJIEHHS. B KOHIe
SKCIIEPHUMEHTA U3MEPSUIH CIeAyIore OHOXMMUYECKHEe MapaMeTpbl U MPOBOAMIIM CIIEAYIOIINE

TECThI.

e Macca Tena, OTHOCHTENIbHAS Macca eYeHN

e OO6mmii ypoBenb xonecrepuna (OX) u yposerr TtpuriuuepuaoB (TI), yposeHs
XOJIeCTEepHHA JIMIMOIPOTENHOB BBICOKON MmIoTHOCTH (XonectepuH JITIBIT) u xonecrepuna
JIMITONPOTEHHOB HU3KOH MIOTHOCTH (Xonectepun JIITHIT)

e VYposens anannHamuHoTpanchepassl (AJIT) u acnmapraramunorpancdepassr (ACT)

e AxrtuBHOCTH cynepokcunaucmyTassl (CO/]) u yposens Manonanansaerunaa (MJIA)

e IlepopanbHblil TECT Ha TONEPAaHTHOCTH K riroko3e (ITTTI)

e ['mcromaronmormyeckas oneHka nedeHu (okpamusanue kpacutenem Sultan IIT)

[00230] Yepes 6 Hemenb JieueHUs] Y Ka’KOOTO >KHBOTHOTO, TOJIOAABLIEr0 B TedeHHE 12 4acos,
coOupau KpOBb MyTeM PETPOOPOUTATIHLHOIO KPOBOMYCKAHUS. XUPYPrHUECKUM MyTeM U3BJIEKAJH
ne4yeHb ISl MPOBEACHHS THCTONATOIOTHUECKOTO aHAJIM3a MTOCIIe B3BEIINBAHMS. 3aT€M BBIICISITN

ceiBopoTKy Juist onpenenenus OX, TT', xonecrepuna JITIBII, xonecrepuna JITTHII, AJIT, ACT,
COd u MJIA.
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[00231] 3a Hemenro oo ymepiiBieHus (Ha S5 Henee JIeYeHus) IPOBOIMIN MEPOPANIbHBIN TECT Ha

tosiepaHTHOCTE K rmtoko3e (IITTT) y sxuBoTHBIX, rojomaBmux B Tedenue 12 vacos. s ITTTT

BCEM MBbIIIAM MPOBOAWIN MEPOPATBHYIO TJIFOKO3HYKO HArpy3ky B KoHIeHTpauuu 2,0 r/Kr u

KOHIIEHTPALHIO TJIFOKO3bI B KPOBU onpeaessuin ¢ nomoinsko rmrokomerpa (ACCU-CHEK Active,

Roche) uepes 0, 30, 60, 90 u 120 muH.

[00232] I'uCTONATONIOTUYECKYID OLEHKY TKAHM II€YEeHU MPOBOAMIMA INYTeM OKpPALIMBAHUS

kpacutesem Sultan III mocne 3amopakuBaHusT CPE3OB.

[00233] PesysibTaThl SKCIIepUMeEHTa ObUIN MPEACTABIIEHBI, KaK CIeyeT Aajee.

Taﬁmma 8. Macca Tena v OMOXHUMUYECKHE oapaMeTphl B PA3JIMYHBIX Irpynnax

T el N Ll
(%) (MMOJTB/7T) (MMOJIB/1T)
T1 42.6£0.82  3.7740.12 476£0.18  0,75+0,07 274£0.11 _ 0,61+0,05
r2 45,740,68**  4.41+0,15%* 7,60+£0,76%*  2.03+0,19%* 2,65£0,26 1,79+0,24%*
I3 403+1,18##  4,33+0,13 5,49+0,25#  1,18+0,20## 2.33+0,15 1,0540,094#
T4 41,7£1,59%%  4,15+0,09 50840504  0,9240,06## 2264022 1,06£0,11#
Is 41541168  427+0,10 5954054  0.85+0,06## 248015  1,03+£0.22#
6 A24£137H  426+0,12 5974047  1,00£0,084# 247+020 1424021
r7 201,168 4774026 47740704  1,20+0224 2134033 137026

JlaHHbIE BRIPAsKEHBI KaK CpeHee tcTanmapTHas ommbka cpenHero (n=7~13).

* p<0,05, ** p<0,01 misa ['2 o cpaBuenuto ¢ I'1
# p<0,05, ## p<0,01 musa I'3, T4, I'S, I'6 vt I'7 mo cpaBuenuto ¢ ['2

Taonauna 9. OyHKINKS IEYEHH B PA3JIHYHBIX IPYIIIAX

I'pynmna AJIT (En/n) ACT (En/n)
Tl 32.7+2.88 154.6£10,01
2 37,4+7.28 250,4+36,73%
I3 30,6+4,37 148 347,154
T4 29,043,95 140,216 324
r's 27.843.08 163,5+11,63#
r'6 37,1+4,08 198,7+18,93
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r7 30.6+5.73 162.86£29,42

JlaHHBIE BBIPA)KEHBI KaK CpeiHee £CTaHaapTHas ommobka cpenHero (n=7~13).
* p<0,05 nyst I'2 mo cpasHenuro ¢ I'1

# p<0,05 mna I'3, I'4 wnu I'S mo cpaBHenuto ¢ 12

Taoauua 10. Koo puumedT OKMCIUTENLHOIO CTPECCa B PAIMUHBIX IPYIINAX

I'pynma COJ (En/mm) WA
(MMoOTB/ 1)

T 84.53+5.64 5.67+0.70

2 38.23+11,61%* 24.1146,50%*

I3 61,05+11,59 12,34+2,89

r4 91,83+4,90## 8,02+1,08#

I's 97,54+4,88## 7,78+1,66#

re 77,03+8,98# 9,30+2,14#

r7 44,75+11,99 18,944 42

JlaHHbIE BBIPasKEHBI KaK CpeHee + cTaHaapTHas ommbka cpeaHero (n=7~13).
** p<0,01 misa I'2 mo cpaBuenwuio ¢ I'1
# p<0,05, ## p<0,01 mns I'4, I'S, wnm I'6 mo cpaBuenwio ¢ I'2

[00234] VYkazaHHbIe pe3yJbTaThl MOKA3aJId, YTO HMOHHOE COEAWHEHHE YPCOIE30KCHXOJaT
OepbepriHa MPHBOAWI K J0303aBUCHMOMY CHIIKEHHIO CHMIITOMOB HEAJIKOTOJIBHOW >KHPOBOM
Oone3nn mneuenu, Bbi3BaHHOW [JIBCX, Ha w™brmuHOW Mopenu. I[lpu 3TOoM MOHOTepamus ¢
UCMOJb30BaHHEM OepOepuHa WM  YPCOAE30KCHXOJEBOW KHUCJIOTBI, HECMOTPS Ha WX
WCIIOJIb30BaHWE B CTAHAAPTHON PEKOMEHIOBAHHOW TEPANEBTUUECKOW I03€, HE SBJISUIACh TaKOU
s¢ddexTuBHOMN, Kak ypcomesokcuxonat Oepbepuna. Takke ObLIIO OTMEYEHO, YTO HA MOMEHT
YMEpIIBJIEHUS] Y JKABOTHBIX, MOJYYaBILIMX JIEYEHHUE YPCOAE30KCHUXOoiaaToM OepOepuHa, He
HaOJI0AIOCh MOOOUHBIX PEAKLUN CO CTOPOHBI JKENTyTOUHO-KHIIEYHOTO TPAKTa, TOraa Kak y 50%
’KHBOTHBIX B TpPYIINE JieueHuss OepOeprHHOM HAOIOMaMCh MOOOUYHBIE PEAKIIHH CO CTOPOHBI

JKEIIYJOYHO-KHUIICYHOI'O TpaKTa.
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Ilpumep 6. 2pdhexmusnocmo Y/IXKBD Ha mooenu icuposo2o 2enamaosd, 8bl36aHHO20 Ouemoil ¢

GbICOKUM codemfcayuem AHCUPOB, YV 30JI0IMUCHTIBIX XOMAUKOE

[00235] B ykazanHOoM mpumepe onucaHo uccienosanue dddexrunoctu in vivo comn YIXKBD,
OIMCAHHON B HACTOSIIEM H300PETEHHIO, Ha MOJENH KUPOBOI'0 Iernaro3a, BhI3BAHHOIO THETOH C
BBICOKUM coneprkanneM kupoB (JIBCXK), y 30I0THCTBIX XOMSYKOB.
[00236] 42 3omotucteix xomsiukoB JuHuu SPF ¢ maccoit Ttema 90-100 r mpuoOperanu wu3
kommanun Vital River Laboratory Animal Technology Co., Ltd. Ilocrne akkiammatuzanuu B
TE€YeHHUE OJHOW HEeNEeNH BOCEMb XOMSYKOB BBIOMpPAM B KAYECTBE HOPMAJIBHOW KOHTPOJIbHOM
rpynnel (I'pynna 1), koTopas mosy4ajna HOPMaJbHBIH KOpMOBOH paumoH. OcraBuimmcs 34
xomsiukam obecnieunBasn JIBCXK B TeueHue AByX HemeNb Uil yCTAHOBJIEHUS )KUBOTHOW MOJENH
JKMPOBOT'O TeNaro3a, CXOMHOH ¢ MaTopu3uOJOrneil HeanKoroJbHON KUPOBOH OOJIE3HH MedeHn
(HAKBII) y yenosexa.
[00237] U3 34 xomsiukoB, ctumysupoBanHbeix JIBCXK, Ha deTeipHaAATHIA NEHb MOANEPKAHUS
JBCX BeiOupanu 24 KUBOTHBIX, Y KOTOpbIX ypoBeHb OX cocrtasisn 17,96+1,70 mmons/n, u
CJIy4aifHbIM 00pa30M paclpenesisuid Ha TpU Ipymsl (n=8 Ha rpynmy):

I'pynma 2: mopenbHbIH KOHTPOJH (0,5% pactBop TparanTa, 10 mir/kr),

I'pynna 3: muskas nosa (YAXKB, 50 mr/kr);

I'pynna 4: Beicokas no3za (YAXKB, 200 mr/kr)
[00238] XomsiukoB u3 I'pynm 2 - 4 jleunsm COOTBETCTBYIOIIMMH HCCIEAYEMBIMH H3IEJIUSIMH,
VKa3aHHBIMH BBIIIE, OAWH pa3 B A€Hb NyTeM BHYyTprxkenynouHoro kopmuenus. JIBCXK
MOAAEPKUBAIM HA MPOTS’KEHWH BCEro Neproaa BBEIEHHUs B TeueHue 7 Hexmesib. HopMmanbHBIM
xomstukaM u3 ['pynmer 1 Beomwu 0,5% pacteop Tparanta (10 MiT/Kr) myTeM BHYTPHIKETYIOYHOTO
KOpMJIEHHSI. Y POBEHB JIMITUIOB B CBIBOPOTKE M YPOBEHB IJIFOKO3bI B KPOBH, MOKA3aTENb (DYHKIHH
nedeHu, noTpebIeHre MUY U MacCy Tella H3MepsUTH Ha MPOTsUKEHHUH Beero uccienosanus. [Tocne
BBEIEHHS COETUHEHUN B TeueHHe 7 HeAedb XOMSYKOB YMEPIUBJSUIA M BCKPBIBAJM i OOLIeit
OLIEHKH W THCTOMATOJOIMUECKOrO aHaIM3a TKAHU TMeueHH. Pe3yibTaThl dKCIEpUMEHTa ObuIH
IpeACTaBJIeHbI, KaK CIeayeT Aajee:

[00239] [oTpebreHre OHINKM W Macca Teja. He ObLIO BBISBJIEHO 3HAYUTENBHBIX PA3IUYUN B

noTpebaeHHH MHIMH MEKAY MOIEIbHOW KOHTPOJBHOW TPYNIOW M TIPYMMAaMH, MOJTYy4aBLIUMH

JieueHue JieKapCTBeHHbIMU cpeacTeamu (P>0,05). Macca Tena >KMBOTHBIX B I'PYIIIeE, MOTyYaBIIei
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BBICOKYIO 103y, 3HAUYHTEJHHO CHIKAJAaCh B MEPBYIO Hexaento jieuenus (P<0,05), npu 3TOM B
OCTaBIIeecs BpeMsl JIeueHHs He HaOIIo[aoch 3HAUMTENbHBIX H3MeHeHud (P>0,05). B rpynme,
NOJTyuaBIIeld HU3KYIO 103y, He HaOII0AaI0Ch 3HAaUM TeJIbHBIX H3MEHEeHn Macchl Tena (P>0,05) Ha
MPOTSIKEHUHU BCETrO UCCIIeIOBAHUSL

[00240] YpoBeHb JUMNOWAOB B CBHIBOPOTKE M YPOBEHb IJIIOKO3bI B KPOBH: B MOJEIbHOU

KoHTpoJsibHOU rpynne ypoBeHb OX, T, xonecrepuna JIITHII, 3nauenne OX/xonectepun JITIBIT
U uHOekce aprepuanbHoi xecTkocTH (MAJXK) Obutn 3HAUMTENBHO MOBBILIEHBI MO CPABHEHUIO C
HOPMaJIBbHOH  KOHTposipHOM rpymmor  (P<0,01), Takke HaOMIOOAIOCH 3HAYUTENBHOE
KOMIIEHCaTOpHOe moBbllieHne ypoBHs xonecrepuna JI[IBIT (P<0,01). Ilpu stom He ObLIO
BBISIBJIEHO 3HAUUTENbHBIX PA3JIMUUN B YPOBHE IIIOKO3bI B KPOBU MEXKAY MOJEIbHON KOHTPOJILHOM
IPyNIo u HOPMAaJbHON KOHTpOJibHOM rpymmoit (P>0,05). Yposens OX B obeux rpymmax,
MOJYYaBLIMX HU3KYIO M BBICOKYIO 703y, Obu1 3HaunTesibHO cHIKeH (P<0,01) mo cpaBHeHHIO C
MOZENBHON KOHTPOJIBHOM TI'pPYNIOM, M HMHTEHCUBHOCTb CHIJKEHUS B TpyIIe, IMOJydyaBliei

BBICOKYIO 103y, ObLJ1a BBILIIE [T0 CPABHEHHUIO C FPYIIIOH, mosyyasiueil Hu3kyo 103y (Tadmuuma 11).

Taoauua 11. IDddext YIXKD na yposenr OX B CHIBOPOTKE Y XOMSAYKOB C

runepaunuaemueii (mmosn 1!, X+s, n=8)

VYposens OX B JleueOHBIl nepro
I'pynma  [loza CBIBOPOTKE Ha
0 neHB 1 Henens 3 Hemens 5 Henens 7 Hemeas
10 mm-xr,
Tpymma 1 0,5% pacteop  4,17£0,30 303094  414+032 4214034 405033
TparaHTa
10 M- kr,
V]
Tpyma 2 0.5%pacrsop 17.56:2,59A0 15,9822.93A0 1421445600 | 1) oo 2174264400
TparaHTa
Tpyma 3 20 MEKr 18,14+1,13  9,33+1,52%*  7.58+42.01%*  10,5042,89%* 9 7842 58%**
VHXKB > > > > > > > > > >
Tpymma 4 290 ST RT YRR 6,7541,00%%  538+£124%%  4,95+0,84%*
VIIXKB 185 75120 71%%  O/2Fh o=l 220,

3ameuanne: I1o cpaBHEHHUIO ¢ HOPMANLHOM KOHTPOIBLHOM rpynmoit: 2= P<0,05, 24=P<0,01;

1O CPaBHEHHIO C MOJIENILHOM KOHTPOJIBHOM rpynmnoi: * = P<0,05, ** =P<0,01.
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[00241] Yposenr TI Ha 1 Hemene B rpyIme, moay4aBlieil HU3KYIO 103y, ¥ yposeHb 11 Ha 1 u 7
HeZleJie B TpYIIe, MOJydaBIleld BBICOKYIO A03y, OblUl 3HauMTeNnbHO CHUxkeH (P<0,0) mo
CPaBHEHMIO C MOJEIbHOM KOHTPOJBHON TI'PYNIONH, W HHTEHCHUBHOCTb CHUKEHMSI B TpYIIIIE,
NOJTyuaBIIIel BEICOKYIO 103y, TaKkyKe ObLIa BBILIE IO CPABHEHHIO C TPYIIION, MOTYYaBIIeH HU3KYIO

no3y (Tabauna 12).

Taoauna 12. Ipdext YIXKD Ha ypoens TI' B cbIBOPOTKE XOMSYKOB €

runepaunuaemuei (mmoun 1!, X+s, n=8)

VYposens TI' JleueOHbll Iepuo g
I'pyrma Hoza B CHIBOPOTKE
Ha 0 neHp 1 Heaena 3 Hexens 5 Henens 7 Hemens
10 M xr™,
0,5%
I'pyrma 1 pACTBOP 2,214+0,27 2,04+0,85 1,13+0,27 1,47+0.47 1,07+0,20
TparaHra
10 M- xr,
0
I'pyrma 2 g:iscj])sop 5,87+1,38AA  5.77+1,17AA  2.74+0,94A  3.98+1,35AA 4,792 21AA
TparaHra

by VIIXKB 7L, 600, 298+131 45143, 8841,

el
{pymma t %7(}([);125” 6,31£1,75  3,00+0,67**  268+1,09  3,04£1,68  1,90+0,66**

3ameuanne: I1o cpaBHEHHUIO ¢ HOPMANILHOM KOHTPOIBLHOM rpymmoit: 2~ P<0,05, 24=P<0,01;

10 CPABHEHHIO C MOJIENILHOM KOHTPOJIbHOM rpymmnoi: * = P<0,05, ** =P<0,01

[00242] Yposenrs xonectepuna JIITHII B ceiBopotke, 3Hauenue OX/xomectepun JIIIBIT u
snauenne MAXK Obutn 3HauutensHO cHikeHbl (P<0,01) xak B rpyme, moyyyaBiieil BBICOKYIO
03y, TAK U B T'PYIIIE, NOJIy4YaBlIed HU3KYIO AO03Y, MO CPAaBHEHHIO C MOJAEJIbHOW KOHTPOJBHOU
rpynmnoii, ypoeenb xonecrepuna JIIIBIT B rpymmne, mojyuaBiiell BBICOKYKO 03y, ObLT TakKe
3HauntenbHo cHiwkeH (P<0,01). Bonee toro, ypoeenb xosectepuna JIIIHIT B chiBOpOTKE,
snauenne OX/xonecrepun JIIIBII u 3nauenne MAXK B rpymnme, mojydasinell BBICOKYIO 103V,
nocjie BBEAEHUs NO03bl B TeueHHe 7 Hedeab ObUIM OueHb OJIM3KM K YKa3aHHBIM 3HAUEHHEM B

HOPMAaJIbHOM KOHTPOJIbHON rpymne (@urypa 16).
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[00243] INokasatens GYHKIMY IEUYEHH: B MOJENBbHOM KOHTPOIbHOM rpymne ypoBeHb ACT u AJIT
B CBIBOPOTKE OBIJI 3HAYMTEJILHO MOBBIIIEH 10 CPABHEHHIO C HOPMAJILHON KOHTPOJBHOM IPyIITOH
(P<0,01), m yposenp menounoit ¢docdarassr (II[D) B CHIBOPOTKE TaKkKe MMeEN TEHISHLHUIO K
noseimennto (P>0,05). Ilocne BBemeHust no3sl B TeueHue 7 Henmenb ypoBeHb ACT Obin
3HauntenbHo cHmwkeH (P<0,01) B obeux rpymmax, MONy4aBIIUX JIEUEHHE JIEKAPCTBEHHBIMH
CPeICTBaMH, IO CPABHEHHIO C MOJETIBHON KOHTPOJIbHOI rpynmoii (@urypa 17). ITocne Benenus
no3el B TeueHne 7 Henenb ypoeHb AJIT Obu1 3HaunTensHo cHukeH (P<0,01) B obenx rpymnax,
NOJTY4aBIINX JICUEHHE JIEKAPCTBEHHBIMH CPEICTBAMH, II0 CPABHEHHUIO C MOIENIbHON KOHTPOJIbHOH
rpynmnoit (Gurypa 18).

[00244] OOwas oueHka TKAHU NEYEHH, MHASKC MEUEHHW M MHIEKC upa: HaOJII0manoch siBHOE

[OBBILIEHHE O0beMa IMEYEeHH Yy XOMSYKOB MOJENBbHOW KOHTPOJILHOW TPYIIBI, KPOME TOroO
IOBEPXHOCTH MeyeHHu Oblia MacisiHUCTOM. [leueHp Takke nMesia aHOMAaJIbHBIH CEPOBATO-KEITHIH
Wi cepoBaTo-Oenbrii 1BeT. Mopma nevenu ObuTa OKPyriIeHHOW. MOKHO ObLIO HAOFOAATE SIBHOE
OTJIO’KeHUEe TUNuAoB. bosee Toro, oTHOCUTENbHAS Macca NeUYeHU U MHAEKC NeUeHH 3HAUUTEJIbHO
noseimanuce (P<0,01).

[00245] Kak B rpyrme, mojaydaBiieil HI3KYIO J03Y, TaK U B TPYIIIE, MOJIyYaBIIed BRICOKYIO J03Y,
He HaOJIOaNoCch 3HAYUTENILHOTO HM3MEHEHHST MAaCChl Tejla IO CPAaBHEHHIO C MOJIEJbHOI
KOHTposibHOU rpymnmoi (P>0,05). OnmHako OTHOCHTENbHAsT Macca Me4YeHH B OOeHX rpymmax,
NOJYyYaBLIMX JIEYEHHUE JIeKAPCTBEHHBIM CPEACTBAMH, 3HAUMTENbHO CHikanace (P<0,01).
IMonpoGubie pe3ynbTaThl MpeacrasiieHsl Ha Purype 19.

[00246] Ilo cpaBHEHHIO C MOMEIBHON KOHTPOJIBHOM IPYIION LBET MEYEHH YJIy4IlIajcs B 00enx
rpynmnax, MOJYYaBIIMX JIeYeHHWE JIEKAPCTBEHHBIMH CpPEICTBAMH. B YacTHOCTH, B TpyIIe,
MOJIyYaBIIed BBICOKYIO O3y, II€UeHb MMeJla KPaCHOBATHIM LIBET, CXOAHBIA C IIBETOM IEYEHHU B
HOpPMaJIbHO# KOHTpOIbHOH rpymne. [ToapoOHble pe3yabTaThl npeacrasiieHbl Ha Ourype 20.
[00247] Tlo pesynabTataM maToioruyeckoro ucciemopanus conmepkanne OX u TIT B meuenw,
OLIEHKA IO IIKaJIe BOCMAJICHUsI TKAHH TIEUeHHU U 00JIACTh OKPALIHMBAHUS MACIITHBIM KPACHBIM ObLITH
3HAYMTENBHO TOBBILIEHBI B KOHTPOJBHONW MOZENBHOW TPYIIE MO CPABHEHHIO C HOPMAaJbHOU
koHTposibHOU rpynmoii (P<0,01). Conepsxanne OX u TI', oueHka mo Iikajie BOCMAJEHUs TKAHH
nevyeHu u 00J1acTh, OKpalluBaeMasi MaCJSIHBIM KPACHBIM, ObLIH 3HAYMTEIHHO CHHIKEHBI B O0EHX
rpylnax, HOJYYaBIIUX JIEYEHHE JIEKAPCTBEHHBIM CPEICTBOM, IO CPaBHEHHIO C MOZEIbHOU

koHTposibHOM rpynmnoi (P<0,01). [TonpoOHble AaHHBIE TpencTaByieHsl Ha Ourypax 21-22.
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[00248] IlpuBeneHHble BBIIE Pe3yJbTAThl SKCIEPUMEHTOB ykasbiBaloT Ha TO, urto YIXKD
3HaunTenbHO cHIkan ypoeHb OX, TI', xonecrepuna JIITHII B ceiBOpOTKE M CHUYKAT OTHOLIEHUE
OX/xonecrepun JIIIBII u unnexc aprepuanshoii skectkoctd (MAXK). OH cHIDKAI pUCK pa3BUTHS
aTepOCKJIep03a M 3HAUYUTENBHO YMEHbIIAJ] >KHPOBBIE OTJIOXKEHUS M NPUBOIAWI K CHIKEHHUIO
Bocnajenus B neueHu. D dexts YIXKD Obii oTHOCHTENBHO n0303aBUcHMbIM. Y [XKD mosker
SBJIATHCS TMMOTEHLUUAJBbHBIM KaHAWAATOM Ul NPUMEHEHHUS B JICYCHUU WJIH MPEeIOTBPALLEHUU

HeankoroibHoH kuposoii bonesnn neuenn (HAXKBIT)/HACT u runepaunuaeMun.

Ilpumep 7. Cxembl cunme3sa npumepos cojieil bepbepuna

(1) Cotb R-(+)-0-1unoeBoH KHCJIOTHI OepOepuHa

X RHCO,

” COOH . COOR
e ——— N

] b

5 e

R=Na, K
X=Cl-, HSOy

(2) Coab ypcosioBoii KHCJI0THI GepOepHHA
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R=Na, K
X=Cl-, HSOs

(3) Coab rHAPOKCHIIMMOHHOM KHCJI0THI Gepdepuna (m=1, n=1)
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R=Na, K
X =Cl1-, HSO¢
(4) Coub DIIK GepOepuna

: ‘ COOH  RHCO
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5 /\{/\W
s

i ROH

R=Na, K
X =Cl1-, HSOy
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(5) Cosms AT'K GepGepuna

cooH  RHCO
\\/{/\Ww/?\m - HITH RO:I \\/{,\\//\)\/

R =Na, K
X =Cl-, HSO4

(6) Cnoco6 moJiyueHHs1 COJTH YPCOJIOBO#H KHCJIOTHI OepOepuHa

[00249] Pacteop ypcosoBoii kuciotel (0,9-1,5 5kB.) B MeraHoyie 00pabaThiBai PacTBOPOM
ouxapbonata Hatpus (0,9-1,5 skB.) B Bozme. PactBop mepemernnBaiu B Teuenrne 30 MUHYT IpH
KOMHATHOH TemIiepaType MW 3aTeM AO00aBJIJIM MO KAaluisM K BOJHOMY pacTBOPY XJIOpUIa
oepbepuna (1,0 skB.). HemocpenactBeHHo mpu n00aBiIEHHH OCAKOAIOCH TBEPAOE BEILECTBO
skenroro 1sera. CMech mepeMelnnBajd B TeYeHHe | Haca W 3aTeM OXJIAXKJajdu A0 KOMHATHOMN
TeMrepatypsl. TBepaoe BELIECTBO JKENTOr0 IBETA MOJyYald MOCPEACTBOM (UIBTPOBAHUS C

BbixoaoM 30% (pe3yabstatel AMP noka3ansl Ha @urype 15).
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Ilpumep 8. Kusommuvie modenu 0Ons_onpedenenus papmakonocuyeckux sggexmos coieii

bepbepuna

(1) HccnenoBanne AKTHBHOCTH B OTHOLLIEHHH AHA0ETA

[00250] 3mopoBbix camuoB kpsic JuHuH Sprague-Dawley 8-HemenbHOro BO3pacTa MOMeEINAd B
KOMHATY C KOHTPOJMPYEMbIM OcBeleHneM (12-4acoBoii CBETOTEMHOBOM IIUKIT) M PEryJIUpPyeMOit
temmnepatypoii (18°C—-25°C) u BnaxxHoCThIO. Beex Kppic KOpMUIM OOBIYHBIM KOPMOM (Oenku —
21%, yraeoast — 55%, sxupbl — 6%, obas kanopuitHocts — 15,36 K/)x/T) B Teuenue 1 Henenu
IUTS aIanTaiu K okpy»xaromeii cpene. IllecTs kpbIC BEIOMpaAM ClydaifHBIM 00pa3oM B KaueCTBE
HOpMaUbHO#M KoHTposbHOM rpymms! (HK), koTopas monydasia HopMaJbHBIH KOPMOBOH PalliOH HA
OPOTSHKEHUH BCero uccnenoBanus. OCTaBIIMMCS KpbIicaM OOECIEeUHBAIM JUETY C BBICOKHM
coneprxanuem xxupoB (Oenku — 16%, yraeBoasr — 38%, sxkupbl — 46%, oOIasi KAJIOPUHHOCTD —
20,54 K/Tx/r). ITocne moanep:kaHusi AUETHI C BLICOKMM COMEPKaHHEM KHPOB B T€UEHHE 8 HENeb
y OKHBOTHBIX BbI3bIBAJIM 1Ha0eT C TOMOINBIO OJHOW BHYTPHUOPIOIIMHHON HMHBEKIUH
ceexxenpuroroBieHHoro crpenrtozoronuHa (CT3, 30 wm 50 mr/kr maccer tena) (Sigma, CeHr-
Jyuc, Muccypu, CIITA) B mutpataom O6ydepe (pH 4,5) kpbicam, roIonaroIiM B TEYEHUE HOUH.
UYepes 2 nenenu nocie BeeaeHust CT3 ;KUBOTHBIX, Y KOTOPBIX YPOBEHB ITFOKO3bI B KPOBH HATOILIAK
cocraysut >11,1 MM, otOupanu s UCCIENOBAaHUS U PACIPENENSLUIA ClydaiiHbIM 00pa3oM B
CJeAYIOLINe TPYIIbL; TPYINa, MOMyYarolas HOCHTeNb (BOAY), TPYIIa, MOTyYaromas HU3KYIO,
CPENHIOI M BBICOKYIO 103y coyiell OepOeprHa COOTBETCTBEHHO MYTEM BHYTPHIKEIYIOYHOTO
BBEJIEHUs OJIMH pa3 B AEHb B TeUeHHE 28 MOCIeNOBATEIbHBIX JHEH. Y POBEHb IIFOKO3bI HATOLIAK,

YPOBEHb WHYJIMHA, OOIIMA ypOBEHb XOJECTepuHa, coxepkanue xosecrepuna JITTHIL,
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xonecrepuna JIIIBII u TpurnuuepuzioB y >KHBOTHBIX PETHCTPUPOBANHN 3a AEHb IO IEPBOro

BBeneHus 1036l (0 nenb) u Ha 7, 14, 21 u 28 neHs BBeneHHs TO3BL

(2) HccnenoBanne AKTHBHOCTH B OTHOIIEHHH OCJIOKHeHHsi AHalera (amadeTHuecKom

HedgponaTuun)

[00251] CamuoB kpeic muHun Sprague-Dawley nsatuHenensHOro Bo3pacra secom ot 120 go 130
I' COAepKalil B KJIETKAaX C MPOBOJIOYHBIM JHOM C o0ecrneueHueM 12-4acoBOro CBETOTEMHOBOTO
nukia. KomuHatHyio Temmepatypy nopaepxkuBaiau npuMmepHo npu 25°C mpu OTHOCHTENBHO
NOCTOSIHHON BJIAXKHOCTH. JKMBOTHBIM oObOecreynBaid CBOOOAHBIN MOCTYN K CTaHAAPTHOMY
I'PaHyJHPOBAHHOMY KOPMY s IJADOPATOPHBIX KUBOTHBIX U BoAe. Uepe3 1 Henmemo agantanuu
KpbICaM IPOBOMINA PE3EKIUIO0 MOJIOBUHEI JIEBON MOYKU C MOCIEAYIOIUM IOJHBIM yIaJeHHuEM
npaBoii mouku 4yepe3 10 nueii. [Tociie 3TOro >KMBOTHBIM UHBELHPOBATH BHYTpHOprommmaHOo CT3
(25 mr/xr maccel Tesa) B uutpatHoM Oydepe, pH 4,5. YpoBeHb IIIOKO3bI B KPOBH U YPOBEHB a30Ta
MOUYEBHHBI ONPENENSUI IOCJe BOCCTAHOBJIEHHUS KUBOTHBIX IOCTIE€ HHBEKUUH BO H30ekKaHHe
KaKUX-JT100 MEKIPYIIIOBBIX Pa3IMYHUi MO YKA3aHHBIM ITOKA3ATEISIM KPOBH U KPBIC Pa3aesiId Ha
YeThIpe rPyibl (KOHTPOJIbHAS U TpH JieueOHbIe rpymmnbl). Takike BKITIOUAIN HOPMAIBHYIO TPYIIITY
KpBIC, KOTOPYIO MOABEPrajii MMHTHPOBAHHOW omepauuu. Kaknas sKkcrepuMeHTaJIbHAS TpyIrna
Briroyana 10 kpeic. Bo Bpems nmpoBeneHus skcnepuMenTa B TeueHue 50 qHeld HOpMalIbHBIE U
KOHTPOJIbHBIE TPYIIIIBI MOJIYYaii BOAy. Jlpyrie Tpu rpymibl mojydasiy coiu OepOeprHa B HU3KOM,
cpenHell W BBICOKOW I103€ COOTBETCTBEHHO NMYTEM BHYTPHIKENYJIOYHOrO KopmiieHHs. B koHIe
YKa3aHHOT'O SKCIIEPUMEHTA C MOMOLIBIO META0OIMUECKUX KIIETOK coOupau o00pas3ibl MOYEBHHBI,
NOJyueHHOH 3a 24 yaca, 00pasubl KPOBU MOTYYaId MOCPEACTBOM MyHKIHK cepaua. ChIBOPOTKY
cpasy oTaeNsiii U3 o0pas3oB KpoBH MyTeM HeHTprdyrupoanus. [locie nepdy3un nmouku uepes
MOUYEYHYIO apTEePHIO JIEASHBIM (DU3HOJIOrHUECKUM PACTBOPOM OCTAaBLIYIOCS MOYKY YAAJSUIA Y
KKIOH KPBICHI H YaCTh TKAHU MOTPYKaJK B (POPMATHH IJIsi THCTOJIOTHYECKON OeHKH. JIpyryro
yacTh 3amopaxkuBaiu npu -80°C 10 MOMEHTa NPOBEASHHS aHAIN3a. YPOBEHb TJIFOKO3BI B
CBIBOPOTKE, 00IIee conepkanne OENKOB, abOyMHHA, OOIIUN YPOBEHD XOJIECTEPHHA, COIEPKAHHE
TPUTITULEPUIOB, a30Ta MOUEBHUHBI U KPEATHHIHA MPOBEPSUT C UCIOJIb30BAHHEM KOMMEPUYECKUX

peareHTOB.

(3) UccienoBanne aKTHBHOCTH B OTHOLIIEHHH AHCJHIHAEMHAH H/HJIH OKHPEHHS
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[00252] Memnunyro  Monens anmuMeHTapHoro oxkupeHus (AQ) yCTaHAaBIUBAIM MyTEM
NONAEepKAHUsSL JAUEThl C BBICOKHM coaepykanueM >kupoB (40% Kxan cocrtaBysiin sxupsl) y 4-
HeZenbHbIX 300poBbIX Mbierd NIH. Meieli cogeprxaii B mOJUKapOOHATHBIX KJIETKaX MO TPH
JKUBOTHBIX Ha TPYIIY MPHU MOANEPKAHUH HOPMaJibHOU Temmepatypsl (22 + 4°C) u HOpMabHON
BJIAXKHOCTHU C obecrieyeHneM 12-4yacoBoro cBeToTeMHOBOro nukia. [locne mognep:kaHusi AUETHI C
BBICOKHMM COJIEP’KAaHUEM JKUPOB B TEUEHHUE 2 HEeJb MbILIEH B3BEIINBAJIM U CIIy4aiiHbIM 00pa3om
pacopenernsuid Ha rpyninsl o 10 Mbleil: KOHTPOJIbHBIE IPYIIIBL, IPYIIILL, TOJyYaolue HU3KYIO,
CPEIHIOIO M BBICOKYIO 103y coyiu OepOeprHa MyTeM BHYTPUKETYTOYHOTO KOPMIJICHHUSI OJTUH pa3 B
JIeHb B 00IIeM B TeueHue 4 Helellb IPU MOANEPYKAHUH JUETHI C BHICOKHM COJIEpKaHHEeM JKHPOB HA
IPOTSKEHUHU BCEro neprosa jiedeHusi. Kpome Toro, mecTs HOpMaJIbHBIX MbILIEH ObUTH BKITFOUEHBI
B KaueCTBE HOPMAJIbHOM IPYIIIIbI, MOJIyYAOLIel CTAaHaAPTHBIN KOpMOBOii pauuoH. [loTpebnenue
MUIIHA U BOABI, MACCY TeIA U YPOBEHB IJIIOKO3bl HE HATOLIAK HCCIIEOBAIU Y BCEX JKUBOTHBIX 32
neHb 10 BBeneHus nepoil no3bl (0O nens) u Ha 7, 14, 21 u 28 nenp BBeneHus n03bl. YPOBEHb
[JIFOKO3BI MOCJIE TOJIOAAHHS B TeYeHHe O YacoB, COAepKaHHe HHCYJIHHA, OOLIHi ypPOBEHb
xonecrepuna, yposeHb xoyiecrepuna JIITHIL, xonecrepuna JIIIBII, Tpuriunepunos ucciaeqoBain
y BCEX JKHMBOTHBIX 34 JI€Hb N0 BBeneHUs nepoit A03bl (0 neHp) U HA 28 neHb BBEIESHHS IO3bI.
IlepopaneHeni Tect Ha TosepanTHOCTh K rirokoze (IITTI) mpoBommnm mocne ronogaHus B
teuerne 12 yacoB Ha 28 geHb. Ilocne IITTIT BCex >KMBOTHBIX YMEPINBJISUIN U MOHKENTYIOIHYIO
JKenesy, Me4YeHb, MOYKH W SKAPOBYIO TKaHb W3BJEKAIM, B3BELIMBAIA W COOHMpanu st

TUCTOJIOTMYECKOTO aHAJIN3A.
(4) UccaenoBanne 3 (peK THBHOCTH HA MOAETH ATPO(PHH CKEJIETHBIX MbILII

[00253] 32 camuoB kpeic sguHuE Sprague-Dawley 8-HemenbHOro Bo3pacra COAEpIKaad IO
ornenbHOCTH Tipu Temmeparype 25+1°C ¢ obecneuennem ocsemnenus ¢ 8:00 mo 20:00 wu
CBOOOHOTO AOCTYMA K BOJIE M CTAHIAPTHOMY KOMMEPUECKHU TOCTYITHOMY KOpMYy utsi Kpbic. [Tocie
AKKJIMMATH3alMA B TEYEHHE HENENU KPBIC PACHpenesisuid CIydYaifHbIM O0pa3oM Ha 4 TpyIIbL
KouTponeHoii rpymnne (n = 8) uHbeupoBaid 2 MJI/KI/OEHb COJIEBOrO PacTBOpA, APYTHM TPeEM
rpyNnaM HHBELHPOBAIA 2 MI/KI/IeHb MPEIHU30JI0HA — TJIIOKOKOPTHUKOHIA, MOJIyUYEHHOrO W3
kommannu  SIGMA-Aldrich  (Muccypu, CIIIA). Tpu rpynmbl, KOTOPbIM  BBOIMJIH
[JIIOKOKOPTUKOWA, TMOJyYajd BOAY, HH3KYK WJIH BBICOKYKO 103y cosieli OepOepuHa
COOTBETCTBEHHO MOCPEICTBOM BHYTPUIKENTYIOUYHOTO KOpMJeHHs (n = 8 Ha rpymmy) B LEJIOM B

TeueHue 4 HEOCIIb. V BCEX KMBOTHBIX MMpOBOANUIN OLECHKY l'IOTpe6.]'IeHI/I$I IHUIH U BOABI, MaCChl
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TeJa ¥ COZep KaHus TIIOKO3BI 33 IeHb 10 BBeeHus rnepBoii n1o3bl (0 nens) u Ha 7, 14, 21 u 28 news
BBEJICHN S 103b1. 110 OKOHYaHNH SKCIIEPHMEHTA KPBIC, TOJIONABIINX B TE€UEHHE HOYH, YMEPIIBIISLIH
nyreMm aekanutauuud. Kpoeb cobupanu u nentpudyruposamu npu 3000 00./mMuH B TeueHue 15
MUH JUIs TOJTy4eHust ChIBOPOTKH. ChIBOpOTKY Xpanuiu npu -20°C. Ileuens, cepale U CKeleTHbIe
MBIIIIBI (KaMOAJIOBHIHYO, OIOLIBEHHYIO, HKPOHOKHYIO, IEPEIHIO OOIBIIE0SpIIOBYIO MBILIILY
U JUIMHHBIA pasrubartens mayibieB) ObICTPO M3BJIEKAJH, B3BelHMBaiu M xpaHmi npu -80°C mo

MNPOBEACHUA aHAJIN3a.

(5) HccnenoBanne 3¢ dexTHBHOCTH sl OCJIA0JIEHHS HEAJKOroJbHOH KHPOBOH 00J1€e3HH

neuyenn (HAXKBII)

[00254] 66 3mopoBBIX caMoOK Kpbic uHIE Sprague-Dawley pacnpenensim ciydaiiHbiM 00pa3om
Ha J[BE IPYIIIBL: IPYIIA C JUETON C BBICOKUM COIEpKaHUEM KHPOB (N = 56, moAaep KuBaii JUETY
C BBICOKMM COJIEpKaHHeM >XKHpPOB) M HOpMajbHas rpynma (n = 10, mosydaam CTaHIApTHBIA
pawroH). B konue 12-0it Hexenu 6 KPbIC U3 IPYMIBI C AUETON C BBICOKHM COZIEPIKaHHEM JKHPOB
Cily4aiiHbIM 00pa3oM OTOMpaiM Ui THCTONATOJIOTHYECKONW OLIEHKH IEeYEHH U IOATBEPKIAsIH
YCIELIHOE YCTAHOBJIEHHE KPBICHHONH MOJEIM HEAJKOrOJbHOW >KAPOBOM OOJNE3HH TEUeHH
(HAXBII). OcraBumxcs 50 MOIENBHBIX KPbIC OENHJIH HA S5 PaBHBIX MOATPYII. TPYIIILI,
NOJy4YaBIINe HHU3KYIO, CpPEIOHIOK U BBICOKYKO 103y conell OepOepuHa MOCPEICTBOM
BHYTPHIKETYTOYHOT'O KOPMJIEHU S, TPYTITa KOHTPOJISI HOCHTEIS M TPYIINa BOCCTaHOBJIEHHS. KpbIChI
B TpYyIIe KOHTPOJIS HOCUTEJS MOJyYa Il BOAY NMyTeM MPUHYAUTENLHOro Kopmiienus. Yepes 20
HeZleJIb BCEM KpbICAaM MPOBOIMIIN aHECTE3HIO C MOMOINBI0 3% meHTtobapOuTana HATPUS MyTEM
BHYTPUOPIOLIMHHON nHbeKuuu. OnpenensiM ypoBeHb HHCYJIMHA B IJIa3Me KPOBU U COJEPKaHUE
TT', OX, xonecrepuna JIITHIT, ACT u AJIT B ceiBopoTke kpoBH. [locie ymepinpieHus cooupaim

TKaHb NE€UYCHU JIA THCTONATOJIOTAYECKOMN OLICHKH.

(6) HccaenoBanne 3dpdekTHBHOCTH AN 0CJIAOTEHHS] HEAJIKOroJbHOI0 CTEATOremaTHTA

(HACT)

[00255] B nHacrosiieM HCCIEIOBaHHHM HCIOJNB30BAIA CaMIIOB Kpbic JiuHUHM Sprague-Dawley
IIEeCTUHEAEIbHOro Bo3pacta ¢ maccoil tena 160-170 r. JKuBOTHBIX comepajil B KOMHATE C
KOHTpoJiupyemon Temmepatypoit (22 £ 1°C) npu HOpMaJIbHOW BJIAYKHOCTH ¢ obecrneueHuem 12-

4aCOBOro CBCTOTEMHOBOI'O IIUKJIA.

96



[00256] Kpbic kOpMHJIH CTaHAAPTHBIM KOPMOM (KOHTPOJIbHASI Tpymma, n = 8) WM KOPMOM C
BBICOKHM cozepykanueM sxupa u aedunurom xomuna (BXKJIX) Ha npoTskeHUH SKCIIEPHMEHTA B
teuerne 10 Henens. XKuposoit renaros seeiBasm auetoit BXX/(X B Teuenne 4 nenens. Ha nsaroit
HeJeNe KpbIC, Y KOTOphIX nmoaaepxuaau auery BXXJIX, pacnpenensm ciydaitHbiM 00pa3oM Ha
mectes rpynn. I'pynna BXJX (n = 8) momywana tonbko mumetry BXKJIX; kpbICel rpymibl
HeankorojbHoro crearorenatura (HACT) (n = 8) monywanu muery BXK/IX ¢ mocnenyromm
eKeTHeBHBIM BHY TPUOPIOIINHHBIM BBefieHneM HuTputa Hatpusi (NaNO») — okcunmtens — B 103€
50 wmr/kr/nenp (Nacalai Tesque Inc., Kuoro, AnoHus) mis MHOAYKUMH METTeMOTJIOOMHEMHHU
(HeyCTONYMBOrO rUMOKCHYECKOTO CTpecca) HaunHas ¢ 5-oi Henes noaaepskanus auetst BXKIX
B TeueHue 6 Henenb, rpynna HeajkorossHoro crearorenatuta (HACT) ¢ BBeneHmeMm HU3KOM,
CpezHeii 1 BEICOKO# 103kl couteit OepOeprna (n = 8 Ha rpyIny) HOCPEACTBOM BHYTPHIKETYAOUHOTO
KOPMJIEHHUSI B IEpU O/ APAJJIETIbHOrO BBEASHHSI HUTPUTA.

[00257] B xonue 10-HemenbHOro nepuoja SKCIEPUMEHTA >KUBOTHBIX YMEPIUBIISUIA ITyTEM
IPOBEIEHUS AHECTE3NH AUITUIOBBIM d(hupom. OOpasubl KPOBH MOTYUYAIH TOCPEACTBOM MYHKIIHH
U3 HIKHEH MOJOM BEeHbl C NMOMOILIBIO INNPHIA, COAEPIKALIEro remnapuH, neper MOoIydeHHEeM
00pa3loB TKaHH Yepe3 JIEBBIN JKeyaouek nposoauin nepdysuto Bcero tena 0,1 M pactBopom
Kajus, compexarum 5 MM Oensamuaun. [lmasmy KpoBH MOJyYasid MyTeM LHEHTPHU(YTHPOBAHHS
npu 1,000 x g B Teuenue 10 mun npu 4°C U HCMONB30BAIM ISl OHOXHMHUYECKOTO aHAaJH3a.
Conepsxanue anannnamuHorpancdepassl (AJIT) u acnapratamunotpanchepasst (ACT) B miazme
KPOBH ONPEIENISUTH C TTIOMOIIBIO KOMMEPUYECKHX HAaOOPOB.

[00258] CeekeBbIIENEHHYIO TM€YEHb WUCIOJNB30BAIM Ui (PPAKUUOHUPOBAHUS W  OLEHKH
NEPEeKHCHOrO OKHMCJIEHHUS JIMITHU/IOB, YacTh nedeHu noMernanu B 10% ¢dopmanux Ha 3 AHS U 3aTEM
3aJMBaK MAapaHHOM Ui THCTONATOJOIHYECKOro uccienoBanusi. OCTaBUIVIOCS YacCTh MEYEHH
OBICTPO 3aMOpPaKUBAJM C MOMOIIBIO KUAKOrO azora u xpanuan npu —80°C mis mpoBeneHus

JOMOJIHUTECJIBHBIX aHAJIN30B.
(7) UccnenoBanue neicTBHS NPOTHB aTEPOCKJIEPO3a

[00259] Memnunyto monenb atepockieposa (AC) ycTaHaBIMBaIM MyTEM KOPMJIEHHUS 3I0POBBIX
mbitnert uaun C57/BL 6] HaunHas ¢ 4-HeneapbHOro BO3pacra KOMIO3UIKen, conepskaineit 15%
cana u 4,5% xonectepuHa. Meilei coaepKain B MOJUKAPOOHATHBIX KJIETKAX MO TPHU KHUBOTHBIX
B IPYIINe MPpH MOAAEPKAaHHH HOpMaJTbHOU TemnepaTtypsl (22 + 4°C) u HOpMaIbHOH BIAYKHOCTH C

obecrieuenneM 12-4acOBOro CBETOTEMHOBOTO LIUKIIA.
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[00260] Ilocne nmoanep:xaHusl OUETHl C BBICOKMM COAEPKAHHUEM >KHPOB B TeueHue 16 Henenb
MPOBOAUJIM THCTONATOJIOTHUECKOE UCCIeI0OBAHUE cepAel] OT 3-5 MBbIIIeil U3 IPynIbl MOJAEIH IS
OLIEHKM €€ YCTaHOBJIEHUs. Y MBIIIEeH C BBI3BAHHON XOJECTEPHMHOM IPEApPaCHOIOKEHHOCTBIO K
aTepoCKJIepo3y HamboJjee BhIPaKEHHBIE aTEPOCKIIEPOTHUYECKUE MOBPEKAECHUs HAOMIONAINCh B
BOCXOJSLIEH YaCTU AYTU aOPThI B 0OJIACTH MPUCOEANHEHHs AOPTAIBHBIX KJIAMAHOB K CHHYCHOM
CTeHKe. Y KOHTPOJIbHBIX JKUBOTHBIX BBISIBJSUICS OJUH CJOW SHIOTEIMANBHBIX KIIETOK,
MOKPBIBAIOIINIA 3JACTUYECKYIO MEMOpaHy M TOHKUN CJIOW COENMHUTETbHOW TKaHHU. JIMMUIHBIX
Kamejab He HaOmomamocb. MoOAEnbHBIX MBIIIEH B3BELIMBAIM M CIyYalHBIM  00pazom
pacnpenernsuid Ha rpynnsl 10 10 Mbleli: KOHTPOJIbHBIE IPYIIIBI, IPYIIIBL, MTOJIYYarOINe HU3KYIO,
CPEIHIOIO M BBICOKYIO 103y coiu OepOeprHa myTeM BHYTPHKETYJOYHOrO KOPMJIEHHUST OJJH Pa3 B
JIeHb B LIeJIOM B TeUeHue 8 HefeNlb NpU NMOAAEePKAHUH TUEThl C BBICOKMM COAEpKaHUEM >KHPOB Ha
IPOTSKEHUU BCErO MEPUOA JIEUSHUSI, ¥ IIIECTh HOPMAJIbHBIX MBILIEH ObUIH BKJIIOYEHBI B KAYECTBE
HOPMAJIbHOM TPYIIbI, MOJyYarollell CTaHAapTHBIA KOpMOBOH pauuoH. OieHKy moTpedieHus
IHILIY U BOJBI U MACCHI TeJia MPOBOIIIIN Y BCEX )KUBOTHBIX 32 I€Hb 10 BBEAEHHs mepBoi 1036l (0
nenb) v Ha 14, 28, 42 u 56 neHb BBeAEeHUs 10361, 3a A€Hb 10 BBeIEHHs nepBoii 1036l (0 IeHb) 1 Ha
56 neHb BBeIEHHs [O3bI Yy BCEX >KHBOTHBIX HCCIIENOBAM OOIIUN YpPOBEHb XOJIECTEPHHA,
comepxanne xojiecrepuna JIIIHII, xomectepuna JIIBII u tpurmuunepunos. Becex KUBOTHBIX
YMEPIIBJISLITN, U3BJIEKAIN aOPTy, CEepAle, NMeYeHb W XUPOBYID TKaHb, KOTOPbIE B3BELUIUBAIH H

co61/1pam/1 JJIA THCTOJIOTHYCCKOI'O aHaJIM3a.

(8) Uccenopanne 3peKTHBHOCTH 1151 JIeUEHHS CePAEYHOH HEAOCTATOYHOCTH

[00261] DddexTrHBHOCTE CONM OepOeprHa s JIEUEHHS CEPASUYHON HETOCTATOUHOCTH OLIEHUBAJTH
Ha KPBICHHOW MOJEINN JHaaTaliOHHOW KapANOMHUOINATHH, BBI3BAaHHON anpruaMuinHoM. Camiam
KpbIC JuHUU Wistar IPOBOIUIIMA S BHYTPHOPIOLIMHHBIX HHBEKIUN aJpUaMHUIIAHA B 103€ 2 MI/KT
pa3 B 3 nHs, 3aTe€M S UHBEKIHI B 103€ 2 MI/KT pa3 B 7 qHEN AJis1 yCTAHOBJIEHUS MOZEJTH CEPIEYHOIM
HEOCTATOYHOCTH. JKMBOTHBIM W3 TPYIIBI MOJENH, MoJjydaromeid Hocurtens, BBomum 0,9%
COJIEBOW PACTBOP C HMCIOJIb30BAHHEM TOrO ke crocoba. Kpeic comepikanu B monMnkapOOHATHBIX
KJIETKaX IO TPU YKUBOTHBIX HA TPYIINY MPH MOAAEPKAHHH HOPMAJIbHOM Temmepatypsl (22 + 4 °C)
¥ HOPMAaJIbHOM BJIAKHOCTH ¢ obecreueHrneM 12-4acoBOro CBETOTEMHOBOTO LIUKJIA M CTAHIAPTHOTO
kopma. B xoniie 10 Hemenu oTOMpaiu ciydaiiHbIM 00pa3oM YETHIPEX KPBIC MIJIs1 OLIEHKH CEPIAEUHOM

(YHKIIMH C TOMOIIBIO TPAHCTOpPAKaJIbHON sXokapauorpaduud u MOp(hONOrHH MHOKapaa C
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MOMOLIBIO 3JIKTPOHHOW MHKpOCKonuu. IlapamMeTpbl KOHEYHOro IMACTONIMYECKOrO pa3Mepa
nesoro xenyaouka (KP JIK) u koHeuHOro crcTONMYecKoro pasmepa Jiesoro xkeinynouka (KCP
JIK), dppaxuust BeiOpoca seBoro xenynouka (OB JIXK) u dppakuus ykopodeHus JEBOro KeIya09YKa
(@Y JIX) nmokasanu, uto Oblla YCTAHOBJIEHA MOJENb CEPASUHON HEOOCTATOYHOCTH MO THUIY
AJIATAllI OHHOW KapIUOMHUOLIIATHH,

[00262] Kpeic B3BeImMBa M U CIy4ailHBIM 00pa3oM pacHpenesisuli Ha TPYIIbI MO 6 KHBOTHBIX:
KOHTPOJIBHBIE TPYMIBI, TPYIIBI, MNOIYyYAarOlUe HU3KYKO, CPEOHIOK U BBICOKYIO N03y COJIH
OepbeprHa myTeM BHYTPUIKETYIOUHOTO KOPMJIEHHUS OIMH pa3 B IEHD B LIEJIOM B TeueHue 8 Heneb
JICUCHMUA. KpOMe TOro, B Ka4C€CTBC I'PYIIIIbEI HOPMBI 6I>IJ'II/I BKJIFOUCHBI IE€CTh MOACJIBHBIX KPBIC
KOHTPOJISI HOCUTENSI. 3a AeHb 10 mepsoro BBeneHus: no3bl (O nenp) u Ha 14, 28, 42 u 56 nens
BBEJICHUS O3Bl JJISl BCEX JKUBOTHBIX MPOBOIMIIM OLEHKY MOTPEOJEHHUS MUIIH U BOABI H MACChI
tema. Ha 56 nmeHs mccnemoBanm mapaMeTpbl KOHEYHOTO AMACTOJIMYECKOrO pa3Mmepa JIEBOTO
skenynouka (KJPJIXK) u xoHeuHOro cucrosmueckoro pasmepa Jsieoro skenynouka (KCP JIXK),
¢dpakuuo BeiOpoca sieBoro xkenymouka (@B JIXK) u dpakiuuo ykopoueHus JIEBOro Kejrymaouka
(®V JI)X). ITocne npoBeneHus UCCIEAOBAHUS BCEX KUBOTHBIX YMEPIIBIISUIH, U3BJIEKAIH CEpALE,

IMEYCHb U IMMOYKH, KOTOPBIC B3BCIINBAJJIU U co61/1pam/1 JUIA TUCTOJIOTHYCCKOI'O aHaJIu3a.

(9) UccnenoBanue 3¢ (peKTHBHOCTH /151 JICUEHHS Hel pPoAereHepaTUBHBIX 3a00/1eBaHH i

[00263] DddexTrBHOCTE comu OepOepuHa miisi Jiedenus Oose3Hu [lapkHHCOHA OLIEHWBAJM Ha
mermax jguaun CS7/BL6, crumynupoBaHHbIX 1-meTui-4-pernn-1,2,3,6-TeTpara [ponupuanaHOM
(M®TTII). Meiweii conepskaii B MOTMKApOOHATHBIX KJIETKAX MO TPH JKUBOTHBIX HA TPYIINY MPH
noaAepKaHUK HOpMaJibHON Temmepatypsl (22 + 4 °C) 1 HOpMaJIbHOM BJIAYKHOCTH ¢ 00ecrieueHneM
12-94acoBOr0 CBETOTEMHOBOTO IIMKJIA U CTAaHOAPTHOTO KopMma. B Teuenme 7 mocienoBaTeIbHBIX
nHel 8-HeneNbHBIM MbIlaM BBOAWIH BHYTpUOpromnaHO M®TII B no3e 20Mr/Kr/neHs, mpu 370M
MOJENBbHBIM KPbICAM KOHTPOJII HOCHTEJS BBOIWJIM TaKoW ke OOBEM COJIEBOrO pacTBOpa C
MTOMOIIBIO TAKOTO K€ crocoba. Mellel B3BEIUBAN U CIIyYaiiHBIM 00pa3oM paclpeneNsii Ha
IPYOIbl O 6 KUBOTHBIX: KOHTPOJIBHBIE T'PYIIBI, TPYIIIbI, MOTYYAIOLIHE HU3KYIO, CPEOHIOK H
BBICOKYIO JTO3Y COJIn OepOeprHa myTeM BHYTPHIKETY JOUHOTO KOPMJIEHHUS OIMH Pa3 B IEHD B LIEJIOM
B TeueHue 8 Henmespb jeueHus. Kpome TOro, B KauecTBe rPpyIIbl HOPMBI ObLTH BKJIFOUEHBI IIECTh
MOZENbHBIX KpPbIC KOHTposisi Hocutensi. Beemenne M®PTII BbibiBaio modaMUHEPTHUECKYIO

ru0enb HEHPOHOB B YepHOW CyOCTaHLMH M MOTEPIO HEPBHBIX BOJIOKOH B MOJIOCATOM TEJE, YTO
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NPUBOAMJIO K HAPYIIEHHIO IBUTATEIBHOrO OajaHca W KOOpAWHALMH (OLEHKY MPOBOAUJIH HA
OCHOBE TeCTa «IPOTryJIKa MO MPUMOAHATON mepekianuHe»). Ilpu stom seyeHue OGepOepuHOM
NOBBIIIAJIO  JBUTATENbHBIH  OaJlaHC W KOOPAMHALMIO  MyTEM  NPEIOTBPALLEHUS
nohaMUHEPru4ecKoro MOBpeXAeHus HelpoHoB. Jleuenue OepOeprHOM TakKe MPUBOAMIIO K

YIYUIICHHU IO KpaTKOBpeMeHHOﬁ NnaMsiTU NyTEM MOAABJICHUSA aIllONTO3a KJIICTOK B THIIIIOKAMIIC.

[00264] B nHacTosieli 3asBke u mpujgaraemMoi Gopmysie u300peTeHus CChIIKA HA MPEOMET B
€IMHCTBEHHOM YHCJIE BKJIIOUAEeT MHOXKECTBEHHOE YUCIIO YKa3aHHOIO IPEAMETa, €C/Id UHOE SIBHO
He cIieflyeT U3 KOHTEKCTA.

[00265] Ecnmu uHOE He yKa3aHO, BCE TEXHWYECKHE W HAy4YHbl€ TEPMHUHBI, HCIOJb3yeMbIE B
HACTOSILIEH 3asBKe, MMEIOT OOLIENPHHATHIE I CIELHAJIMCTOB B JAHHOW OOJIACTH TEXHHKH
3HaveHus. B HacTosiLell 3asiBKE OMMCAHBI IPEANOYTHTEIbHBIE CIIOCOOBI i MATEPHAIIBI, HECMOTPSI
HAa TO YTO MPH MPAKTHYECKOM OCYIIECTBJIEHHH HJIH TECTHPOBAHHH HACTOSINErO U300pEeTEeHHsI
MOJKHO TaKKe HCIONb30BaTh JIOOOH crmoco0 W marepuai, momoOHBI WM SKBUBAJIEHTHBIH
cnoco0y WM MaTepuajay, ONHCAHHOMY B Hacrosiued 3asBke. CrmocoObl, H3JIOKEHHBIE B
HACTOSILIEH 3asiBKE, MOJKHO OCYIIECTBJIATH B JIIOOOM JIOTHYECKH BO3MOYKHOM IMOPSIIAKE TTOMHMO

KOHKPETHOIr0 O CaHHOro nmopsaKa.
Brmouenue moCcpeaAcTBOM CCBLIIKH

[00266] B nHacrosieli 3asiBKe NPUBEICHBI IUTATH U CCBUIKA Ha JIPyTrUe NOKYMEHTHI, TAKHE KaK
NATEHTHI, MATEHTHBIE 3asBKU, MyOJIHKALMK MATEHTOB, YKYPHAJIbI, KHUTH, CTATHH U COAEPKUMOE
HHTEepHET-caliTOB. Bce TakuWe MJOKYMEHTHl MOJIHOCTHIO BKJIFOUEHBI B HACTOSILIYIO 3asBKY
MOCPEACTBOM CCBUIKHM BO BCEX OTHOWIEHHUsX. JIF0OO# MarTepuas WM ero 4acTb, KOTOPBIH, Kak
YKa3aHO, BKJIIOUEH TNOCPEACTBOM CCBUIKM B HACTOSIIIYIO 3asBKy, HO KOTOPBIM HMEET
HECOOTBETCTBUSI C YKA3aHHBIMH B 3asBKE ONPEACICHHSIMHU, YTBEPKACHUSMH WJIH [PYTUM
MaTepuanioM H300pEeTeHHs, KOHKPETHO W3JI0KEHHBIM B HACTOSINEH 3asiBKe, BKIIOYEH B
HACTOSILIYIO 3asIBKY HMCKJIIOYHTENbHO B TAKOW CTENEHH, KOTOpas HCKIIOYAaeT BO3HUKHOBEHHE
KOH(IMKTAa MEKAY YKa3aHHbIM BKJIOYEHHBIM MATEPHAIOM W MAaTEPUaiOM HACTOSIIETO
nzobperenns. B ciydae BO3HUKHOBEHHS KOH(IMKTa NPHOPUTETOM oOONafaeT HacTosee

u3zobpeTeHue.
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JKBHBAJEHTBI

[00267] TunuuHble NOpUMEpPbI, ONUCAHHbIE B HACTOSIIEH 3asBKe, HIPHUBEIEHbI C LEJIbI0
WUTIOCTPALUN TPEUIOKEHHOrO M300pETeHUsT W He MpEeAHA3HAYEHBI Ui OrPAaHHYEHUS U He
paccMaTpUBAIOTCS OTPAHUYMBAIOLUIMMU OOBEM HacTosero wu3odpereHus. MDakTuyecku
pasnuuHble MOAU(DUKALNN H300pEeTEHH] 1 MHOTHE JONOJHUTENIbHBIE BAPHAHTHI €r0 PeaTn3aiu
NOMHMO NOKA3aHHBIX M OMMCAHHBIX B HACTOSIIIEN 3asiBKe Oy Iy T OYEBH IHBI CIIELUAIACTY B JAHH O
00aJICTH TEXHHKH MpPH PACCMOTPEHUH IOJHOTO COAEP/KAHUS OTOr0 JOKYMEHTA, BKJIFOYAs
cleAylolye INpUMepbl U CChUIKM Ha HAyYHYIO M NMATEHTHYIO JIUTEPAaTypy, LUTHPOBAHHYIO B
HacTosimel 3asBke. Crenyrolue pganee NpUMeEpbl COAEPKAT BAKHYIO JOMOJHUTEIbHYIO
uH(pOPMAIMIO, HWJUTIOCTPALMA M PYKOBOJACTBA, KOTOpPbIE MOrYT OBITH aJamTHPOBAHBI s
IPAKTHYECKOr0 OCYLIECTBJICHUSI PA3JIMUHBIX BAPUAHTOB peAIM3aliu H300peTeHHuss U WX

OKBHUBAJICHTOB.
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OOPMYVYJIA U30BPETEHUA

Komnozumusi, coneprrariasi:

(a) 6epOepuH UM €ro MPOMU3BOAHOE HJTH AHAJIOT,

(b) onny wnu Gosee papMaleBTHYECKH AKTUBHBIX OPTaHUYECKHX KUCIIOT, |

(c) HeoOs3aTenbHO (hapMaLIEBTHUYECKH MPHEMJIEMOE BCIIOMOTAaTeNbHOE BEILECTBO,
HOCHUTEJIb WIN pa30aBUTENb,
rne OepOepuH W (apMaleBTUYECKH AaKTHUBHAs OpPraHUYecKas KHCJIOTa MPHUCYTCTBYIOT B
KOJIHUYECTBEC, KOTOPOE€ IIPpHU BBCIACHUU CY6"beKTy SABJIACTCA AOOCTATOYHBIM JJIA JICUCHMA,
NPEeNOTBPAIeHNsT WK OCnableHus: OOHOro win Oonee 3a00JeBaHWH WM PAaCCTPOWCTB,
BBIOpaHHBIX M3 MeTabONMYECKUX PAaCcCTPOMCTB, aTepOCKIepO3a, CepAedYHbIX 3a00JeBaHUM,
HEHpONereHepaTUBHBIX 3a00JieBaHUM, 3a00JIEBAaHUI TEYEHH, CAPKOIMEHUH, MBbIIIEYHON
arpoduu, BOCHAJNCHUS U pakKa, WK CBSI3aHHOTO C HUMH 3a00JIeBaHMS WM PACCTPOICTBA Y
MJIEKOIUTAIOIIETO, BKIIFOYasl YeJIOBEKa.
Kommosunust no m. 1, rae ogHa uimm Oonee (papmMalieBTUYECKH aKTHUBHBIX OPTraHHYECKUX
KUCJOT  BbIOpaHbBl W3  Tpymmbl,  cocrosimeli w3  R-(+)-0-JUMOEBONM  KHCIOTBI,
TUAPOKCUIIMMOHHON KHUCJIOTBI, 3HKO3aIIEHTACHOBOW KUCJIOTHI, JOKO3areKCa€HOBONW KHUCIIOTBI,
JIOKO3aINIEHTA€HOBONW KHCJIOTBI, YPCOJIOBOM KHCJIOTBI, KOPOCOJHEBOW KHUCJOTHI, XOJIEBOU
KUCJIOThI, 00€TUX 0JIEBOI KUCJIOTBI, yPCOAE30KCUXOIEBON KMCIOThHI M OPraHU4eCKON KHCIIOTHI,
BbIOpanHOi u3 Tadauuwi 1.
Komnozunus o nimn. 1 unu 2, rae ykasaHHas KOMIIO3ULHS COAEP KUT MPOU3BOIHOE W aHAJIOT
OepbepuHa, BbiOpanHbIii U3 Tadaunmbi 2.
Komnosumust mo mobomy w3 mm. 1-3, JOONMOJHHUTENBHO COAeprKamias TPEeTHUH areHr,
BBIOpaHHBII U3 IPymIbl, cocrosuiel n3 ButamuHa D, Buramuna C, Buramuna E, Butamuna
B12, Butamuna A, OeHoTHaMUHA, TUKOJIMHATA XPOMa U BaHAIHSI.
Kommnozumust mo nmodomy u3 nm. 1-4, roe ykasaHHOe 3a0ojieBaHHE WM PacCTPOUCTBO
npeacTasisieT co00i MeTaboIMYECKOe PacCTPONCTBO, BRIOPAHHOE U3 1UadeTa, OCIOKHEHUS
nuabera, OXHUPEHUs, MUCITUMHASMHUU, NUAOETHYECKOH MUCIUMUIEMHH, AUCIUMUIEMUHN Y
MAIMeHTOB C HENMEPEHOCUMOCTBIO CTATHHOB, META0OJUYECKHX CHHIPOMOB, HapyIIEHUH
MeTabonu3Ma, NPEeALIeCTBYIOIMX JAuadeTy, >KUPOBOTO Tremaro3a, XoJeCTaTHUYeCKHX
3a00NeBaHUI TEYeHW, HeaJKorojdbHOW skupoBoi Oonesnn mneuenn (HAXBII) wu
HeaJkoronbHoro crearorenarura (HACI).

Kommnosuiust 1o 1. S, rae yka3zaHHOe 3a00JeBaHKe UM PACCTPONUCTBO MPENCTABISIET COOOit



10.

11.

12.

13.

14.

15.

JKUPOBOM renaros, xonecrarndeckoe 3adbosnesanue neuenu, HAXBIT uin HACT .
Kommnozunust mo n. 1, comepkamas (hapMaleBTHYECKH MPHEMJIEMOE BCIIOMOTATENIbHOE
BEILECTBO, HOCUTEIb UJIH Pa3OaBUTEIIb.
Komnoszumus o 1. 1, coneprkaruas 6epOeprH U ypcOAe30KCHXOJIEBYIO KUCIIOTY.
Komnosuiusi mo m. 8, JIOMOJHUTENBHO COAEpsKallash areHT, BBIOPAHHBIA M3 TPYIIIHL,
coctosiimedt U3 ButamuHa D, Buramuba C, ButamunHa E, BuramunHa B12, ButamunHa A,
OeH(poTrHaMHuHa, MUKOJMHATA XPOMa U BaHAHS.
[IpumMeHeHUEe KOMMO3ULIMK JJIs JIeYeHUs: Wi ociabiieHus] MeTaboIMUYeCKOro pacCTpOCTBa,
CepeuHbIX 3a00JeBaHuil, Helpo#ereHepaTHBHBIX 3a0oeBaHul, 3a0oneBaHuii e4eHy, rie
yKa3aHHasi KOMIIO3ULUS COJIEPIKUT:

(a) OepOepuH UK €ro MPOMU3BOAHOE WJIH AHAJIOT, U

(b) onny unu Oonee (papMarieBTHUECKH AKTHUBHBIX OPraHMYECKHUX KHCIOT B

TepaneBTu4Yecku 3 (HEKTUBHOM KOJUYECTBE, U
(¢) Heobs3aTenbHO, (apMALIEBTUYECKH MPUEMJIEMOE BCIIOMOTATeIbHOE
BELL[ECTBO, HOCUTEIb WJIN Pa30aBUTEIb.

IIpumenenue no . 10, oTMYaroIIeecs: TeM, YTO yKa3aHHOE MEeTabOIU4YeCKOe PacCTPONHCTBO
BbIOpaHO M3 AnadeTa, OCJIOKHEHWUH nuadera, OKUPEHUs, AUCIUMHIEMUH, TUabeTH4eCKOon
OUCITUINUIEMUY, JUCIMIUAEMHH Y TaLHUEHTOB C  HEMNEPEeHOCHUMOCTBIO  CTAaTHHOB,
MeTaboINYeCKUX CHHAPOMOB, HapylIeHHH Merabonu3Ma, NpPeALIeCTBYIONNX uadery,
JKUPOBOTO TE€MAaTo3a, XOJECTATHUECKUX 3a00JIeBaHUN TEUEHH, HEAJIKOTOJIbHON >KHUPOBOM
6onesnn neuenn (HAJXKBII) u neankorompHoro crearorenatura (HACT).
ITpumenenue nmo nm. 10 umm 11, oTnuuarommeecst TeM, 4YTO yKa3aHHOe 3a00jeBaHHUE WU
PacCTpONCTBO MPEACTABIISIOT COO0M 3a00IeBaHUE MTEYEHH.
ITpumenenne mo nm. 10 wimm 11, ornuuaromeecss TeM, YTO yKa3aHHOE MeETa0OIMUYEcKoe
PacCTPOMCTBO TPENCTaBNsIeT COOOW JKMUPOBOH TremaTo3, HEaNKOTOJbHBIA CTeaTorenaTuT
(HACT') mn HeankorosbHyro skupoByto 6omnesub neuenn (HAXKBIT).
IMpumenenue no nm. 10 unm 11, oTnuyaromeecs: TeM, 4ToO MeTabOJINYECKOe PacCTPONCTBO
MpPEeACTABIISET COOOM XONeCTaTHUECKUE 3a00IeBAHMS TEYECHH.
ITpumenenue no modomy u3 nm. 10-14, oTiuyaromeecs: TeM, 4To yKa3aHHas OfHa win Ooree
(bapMaLeBTUYECKU aKTUBHBIX OPraHMYECKUX KUCJIOT BbIOpAaHA U3 TPYIIIbI, COCTOALIEH U3 K-
(+)-0-TUNOeBON KHUCJOTHI, THAPOKCHIMMOHHOM KHCIOTBI, 3HKO3aNeHTa€HOBON KHUCIIOTHI,
JOKO3areKCaeHOBOM  KHUCJIOTBL, JTOKO3ANEHTA€HOBON KHUCIOTBI, YPCOJOBOH  KHUCIOTBI,

KOPOCOJMEBOH KHCJIOTBI, XOJIEBOW KUCIIOThI, 00ETUXONEBOH KHCIIOTBI, YPCOAE30KCUXOIEBOU



16.

17.

18.

19.

KUCJIOTBI WA APYTUX KHUCIOT, epednucieHHbx Tabauune 1.
IIpumenenne mno mobOomy u3 mnm.  10-15, oTnnuaromeecss TeM, YTO yKa3aHHAs
(dapmarieBTHUECKasi KOMIIO3UIUSI COIEPKUT MPOU3BOIHOE WM aHainor OepOepuHa,
BeIOpaHHbIH 13 Tadaunsb! 2.
IMpumenenne mno mobomy w3 mm.  10-16, oTindaromeecss TeM, UYTO yKa3aHHAs
¢dapmanieBTHUECKasi KOMIO3HLUS IOMOJHHUTEIBHO COAEPKUT ONMH WM Oojiee areHToB,
BBIOPAHHBIX U3 IPyMIbI, coctosimed u3 ButamuHa D, Butamuna C, Buramuna E, Butamuna
B12, Butamuna A, 6eHpoTraMuHa, MUKOJMHATA XPOMa M BaHAIHS.
ITpumenenue no n. 10, oTnnyaromeecst TeM, 4TO
yKa3aHHas (papManeBTHUECKasi KOMITO3HUIMS COAEPKUT OepOepuH U onHy win OoJjee
U3 XOJIeBON KUCIIOTHI, 00ETUX0JIEBON KHUCJIOTHI U YPCOAE30KCHXOJIEBOH KHCIIOTHI, U
YKA3aHHBIA CYOBEKT CTpamaeT AUCIUMUAeMUeH, MuabeTUYeCKOW AMCIUMHIEMUEH,
JKHPOBBIM I'elaTO30M, XOJIeCTATHIECKUMH 3a00JIeBAHUSMH [T€UYEHH, HEATKOTrOJIbHOM JKUPOBOH
6oneznpro neuenn (HAXKBIT) unu veankoronpHbiM cTearorenarurom (HACT).
Habop, comepskamuii: (1) mepBbId areHT, NpPENCTaBIAIOMUN coOol OepbepuH WM ero
NPOM3BOAHOE WM aHaior; (i1) oguH (vm Oosiee) BTOPOH areHT (areHToB), BBIOPAHHBIA M3
(bapMaLeBTUYECKU aKTUBHBIX OPraHUYECKUX KHCJIOT HJIM MPUPOIHBIX 3KCTPAKTOB, KOTOPBIE
comeprkat (apMaleBTUYECKH aKTUBHbIE OpraHuuyeckue KHUchaoThl, (iii) oauH (unu Oosee)
TPeTHil areHT (areHToB), BEIOPAHHBIN U3 IPYMIIbL, cocTosALel u3 ButamuHa D, Butamuna C,
ButamuHa E, Butamuna B12, Butamuna A, 6eHpoTrnamMiHa, MAKOJIMHATA XPOMa U BaHAIUS, U
(1v) MHCTPYKIHIO 110 BBEACHUIO ITEPBOT0 areHTa, BTOPOro areHTa (areHToB) M TPEThEro areHTa
(areHTOB) MAIMEHTY, CTPAJAIOLIEMY WM HUMEIIEMy PHUCK Pa3BUTHs OJHOTrO miu Oojee
3a00NIeBaHUIl WM  pPAcCTPOMCTB, BBIOPAHHBIX M3 META0OJMYECKHX  PACCTPOICTB,
aTepoCcKiIepo3a,  CepledHbIXx  3a0oneBaHMI,  CapKOINEHWH,  MbIlIeyHOH  arpodum,

HeNpoereHepaTuBHbBIX 3a00JeBaHMA, 3a00JICBAaHHI MTEYEHU U paKa.
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®UT'YPA 1. Macca tena s kaxao# sieuebnoit rpynmnet Ha O ners (DO) u 14 nens (D14).

Macca Tena (r)

HN3menenune macchol TeJia
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®UI'YPA 2. Ismenenne Maccel Tejia I KaKI0# JiedyeOHOoi rpynmbl yepes 14 nuei

MNpOBEACHUS JICUHCHUA.
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YPOBeHB IJIIOKO3bl B KPOBH HE HATOLHAK
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DPUT'YPA 3. YpoBeHb IJIFOKO3bI B KPOBH TSl KKI0M JieueOHO# rpymmel Ha 2 neHb (D2) u 15

nensb (D15).
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DOUT'YPA 4. M3meHeHne YpOBHS TIFOKO3bI B KPOBHU TS KAXKAO#H JieueOHOMW Ipymibl Ha 2 EHb

u 15 neHs.
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DOUTI'YPA 6. UK-criekTp ypcone3okcuxojiata MeThopmuHa
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®UT'YPA 7. Criextp 'H-IMP ypconesokcuxonaTa 6epbeprna (OUHIIEHHbIH TPOAYKT)
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®UI'YPA 8. Cnextp 'H SMP cmecu rugpoxnopuna Oepbepuna (1,0 3kB.) o
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PUT'YPA 9. UK-cniekTp ypcone3okcuxonata Oepbepuna (HeouwieHHbIH mpoaykt). ITomoca
BAJICHTHBIX KoyiebaHuii kapOoHWIbHON cBs3M C=0 ypcone30KCHUXOJIEeBOH KUCIOTHI B 00JacTH

npumepro 1721 cm™! ncuesana na UK-cnektpe ypconesokcuxonaTa 6epoepuHa.
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DOUI'YPA 10. UK-cniektp cMecu ruapoxiopuaa 6epdepuna (1,0 3kB.) U ypCcome30KCUXOJIEBOM

kucnotel (1,0 »skB.). Ilonmoca BameHTHbIX KoneOaHMH — KapOOHMIIBHOM

YPCONIE30KCHXO0JIEBOM KUCIOTHI TIOSABIIsIACh B 001acTu npumepHo 1719 em.

CBA3U

C=0



Time fmin]

T

020 Tods 0.30

9/15

0I5

005
-TIC -AIlMS

|
miz
)
miz

M5, 010, Tmin #
C24H3804, W

396

1086508 4 8
£0/5°58L —t

DS, .10 Trmin #{3-4

028G BbL —= £0.2°66€ ~—

SEEG 1EL el

700

LBYS GG

€80 ¢
SRS AP 3 COLE PHE

LPESELE e
EE05 585
OZ0h L85 1
S19T LeS 4
BELE LIS o
-4

il
LB ELY

&

CELEEBE —rmmmmmeng] (ET'EBE |-

500

O G LBE ~wsssmisand

LROE" 15k

£587 L8V —

mwwm iir Lqm
2087 18E

glvigee

& 16e a RS

1ZE0°ETE

8asT e Lm
e |

BECT G5E

FBEC'0BE ey

i

=

YBLLET =

TEEGW0T J..M

[a= =l YA .

PELEISE — 6582688

QEI0 I 4 m
mmmm.»mr. ¥

8610°68 1

100

%1067
149,
1.24
1.04

Intens,

7

PP TE TR
1 % 3 4 e O

xiod

x10#
51
4
3
2
1
0
1500
1000+
500
0

Intens, 3
Intens. |
20004

perucTpauuy OTPULATENIbHBIX HOHOB: OmIpefeneHHas MonekyssipHas macca YJXK [M-H]™
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DOUTI'YPA 13. (A) KoHieHTpatusi [IFOKO3bI B TJIa3Me KPOBH MPH MPOBEASHUH MEPOPATHHOTO
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DOUTI'YPA 14. ®otorpaduu pe3yabTaToB OKpacku neueHu kpacureneM Sultan 111 B pa3auuHbix
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