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OBLIASA XAPAKTEPUCTUKA PABOTHBI
AKTYaJIbHOCTH Te€MbI HCCJICI0BAHUS

Maxkponuaublii  aHTUOMOTHK  OJMTOMHUIIMH A SBJISETCS  BBICOKOAKTUBHBIM
unruoutopom FoF; AT®-cuHTazel M TpPOSBISET BBICOKYI0 MPOTUBOIPUOKOBYIO U
aHTUTIPOJIU(PEPATUBHYIO aKTUBHOCTh. (CorjacHO MJaHHBIM JIUTEpaTypbl, OJUTOMHUIIUH
o0JazaeT BBICOKOW CEJIEKTUBHOCTBHIO MO OTHOIIEHUIO K OMYXOJIEBBIM KIIETKaM, CIIOCOOEH
MOAABJIAThH JKU3HEJAEATEILHOCTh CTBOJIOBBIX U MAJOMPOIU(PETUPYIOMNX 37T0KAYECTBEHHBIX
KJIETOK, a TaKXe TMPEOoJ0JIeBA€T HECKOJIbKO THUIIOB MEXAHU3MOB JIEKapCTBEHHOM
ycToitunBocTH. OJHAKO, MPAKTUYECKOE MPUMEHEHHE 3TOr0 aHTHOMOTHUKA OTPAHUYEHO €T0
BBICOKOM TOKCHUYHOCTBIO [UIsl KJIETOK MIIEKONUTAIOMIMX M HU3KOM pPacTBOPUMOCTBHIO B
BOAHBIX cpenax. BaxHeWmmuM METOJOM  ONTHUMH3AIUU  (PU3UKO-XMUMHUYECKHX |
(hapMaKkoJIOTHYECKUX CBOWCTB MPHUPOJIHBIX AHTUOMOTHKOB SIBISETCA HMX XHUMHYECKas
Monudukaius. CUHTE3 paHee HEM3BECTHBIX IMPOU3BOAHBIX OJUTOMHUIIMHA A TO3BOJUT
MOJTYYUTh HOBBIE JJAHHBIE O CBSI3U CTPYKTYpPa-aKTUBHOCTH B 3TOM PAIY U MOXKET MIPUBECTU K
OTKPBITUIO  HHU3KOTOKCHUYHBIX  IOJYCHUHTETHUYECKUX  OJIMTOMHUILMHOB, COXPaHSIOMINX
XUMHUOTEPANIEBTUUECKUE CBONCTBA UCXOAHOTO aHTUOMOTHKA.

HeassMu uccjienoBaHusi CTaBUIach pa3paboTKa HOBBIX HAMPABICHUN XUMHUYECKON
MOAU(UKAIIMY U TIONYYeHUE JAaHHBIX O CBSI3U CTPYKTYPAa-aKTUBHOCTH B PSIY MaKPOJIUIHOTO
QHTUOMOTHKA OJuroMuImHa A. [[7s JOCTHXKEHHST HAMEUEHHOW IeNid ObUTH MOCTABJIEHBI
cJIeyIolue 3a1a4Hu:

— wmoaudukamms 1BoHBIX C-C 1 C-O cBs3eit oauroMuIimHa A ;

—  MoauduKanus 60KOBOW I'MAPOKCUIIPONUIBLHON 1€ aHTUONOTHUKA;

— aIWIMPOBAHUE TUIPOKCUIIBHBIX TPYIIN MaKPOIMKIIA aHTUOMOTHKA,

— OYHUCTKA M YCTAHOBJICHHE CTPOEHHS HOBBIX MPOU3BOJHBIX OJUTOMHIIMHA A C

MOMOIIBI0 (PU3UKO-XUMHUUYECKUX METOJIOB aHAIIN3A;

— aHaIU3 CBSI3U CTPYKTYpa-aKTUBHOCTh Ha OCHOBE PpE3yJbTaTOB CKPUHHUHIA

OMOJIOTHYECKON aKTUBHOCTH HOBBIX IMTPOU3BOIHBIX OJTUTOMHUIIMHA A.

Hay4ynast HOBH3HA

Pa3paboranbl  HOBBIE  METOABI  CEJICKTUBHOM  XUMHYECKOW  MoIupUKAIIU

OJINTOMUIIMHA A: PETrHOCEIEKTUBHOE KAaTaJIUTHYECKOE THJIPUPOBAHUE JBOMHBIX CBS3Eil

OJIUTOMHIIMHA, PErHo- W CTEePEOCHEeIM(PHUIHOE BOCCTAHOBIEHHE KApOOHWIBHBIX TPYIII



aHTHOMOTHKA, 3mokcuaupoBanue C16-C17 nBoWHON CBS3U C MOCICAYIOIIMM PACKPHITHEM
nuKia, [4+2] UUKIONPUCOCIUHEHHE K JTUEHOBOM CHUCTEME, a TaKXe HaWJIeHBI CHOCOOBI
CEJICKTMBHOIO  allMJIUpPOBaHWsA, OKucieHus, snumepnsanuu C33-OH  rpynmer u
arunupoBanuss C9-OH rpynnbel aHTHOMOTHKA 0€3 HCHONb30BAHMS 3aLIUTHBIX TIPYIIIL.
N3ydyeHne OMOIOTMYECKUX CBOWCTB MPOU3BOJHBIX OJUTOMHUIMHA A TO3BOJWIM MOJYYUTH
HOBBIE€ JIAaHHBIE O CBSI3U CTPYKTypa-aKTUBHOCTb. BriepBble HalJIeHBI BBICOKOAKTUBHBIE U
MEHee TOKCHUYHBIE TIOJyCUHTETUYECKNE TPOU3BOIHBIE OJTUTOMULIMHA A.
TeopeTnueckasi M NPaAKTHYECKasi 3HAYMMOCTH PadoOThI

Pa3paboTanHble B paMKax BBIINOJHEHUS JUCCEPTALMOHHOTO HCCIEIOBAHUS METOJbI
XUMHUYECKOW MOAM(UKAIMM ONUIOMUIIMHA A  MOryT OBITh HCIOJIB30BaHBl IS
MOJU(UKALUU IPYTUX aHTUOMOTUKOB CO CXOXKEH CTPYKTYpPOM M LIEHHOW OMOJIOrHYecKou
aKTUBHOCTBIO (MakjayHTMH, HEOMakIapyHIHMHBI, OCCAMULIMH U 1p.). PAn momaydeHHBIX
MIPOU3BOIHBIX OJUTOMUIIMHA A, 00JIaJJalOIIUX CHUKEHHON IIUTOTOKCUYHOCTBIO U BBICOKOU
aKTUBHOCTBIO,  IEPCHEKTUBEH I  JajJbHEHIIMX  YrJyOJNEeHHBIX  OMOJIOTMYECKHX
uccienoBanuii. Kpome TOro, mOJyCHHTETHMYECKHE IPOU3BOJHBIE OJUIOMHLMHA A
BOCTpeOOBaHBI TUIs UCCIIeI0BaHUs MEXaHU3MOB dbopMupoBaHUs
aHTUOMOTUKOPE3UCTEHTHOCTH.

MeTtoaos10rusi H JOCTOBEPHOCTH JUCCEPTALMOHHOIO HCCJIeI0BAHUSA

B paMkax BbINOJHEHUS JAHHOTO MCCIEOBAaHUS HOBBIE METOAUKHU IOTYYEHUS
MOJTYCUHTETUUECKUX MPOU3BOJHBIX M3JI0KEHBI IOCTATOYHO MOJIPOOHO JIs1 BO3MOKHOCTHU UX
BOCIIPOU3BEICHMUS, (U3HKO-XUMUYECKUE u CHEKTpasbHbIE XapaKTepUCTUKU
MOJYCUHTETUYECKUX OJUTOMHUIIMHOB MPUBEACHBI B MOJIHOM 00beMe. O4HCTKA MOTyYeHHbIX
COCIMHEHUN TpOBeJeHAa METOJaMU NpPsSMOW KOJOHOYHOM Xpomartorpapuu u ¢remi-
Xxpomarorpaguu. YCTaHOBJIEHUE CTPOSHHS MTPOBEJCHO C TIOMOILBIO COBPEMEHHBIX METO/IOB
(U3MKO-XMMUYECKOTO  aHanu3a.  crmekrpockonuu — SIMP,  Bkmiowass — aBymepHbIe
KOPPEJISIIIMOHHBIC CIIEKTPhI, H MacC-CIIEKTPOMETpUr Bbicokoro pasperienus (HRMS ESI).
OrueHka 4uCcTOTHI TPoBOIUIachk MeTooM BOXKX.

IToJs105keHNsI, BBIHOCHMBIE HA 3AILNUTY:

1. Xumuueckas Moaudukanus aHTUOMOTHKA OJUTOMHIIMHA A SBISETCS MEPCHEKTHBHBIM
CIOCOOOM  ONTHUMHU3AIMU €ro OHOJOTUYECKUX CBOMCTB (CHMXKEHUS TOKCHYHOCTH U

COXpaHEHHs! BBICOKOW MPOTHUBOOMYXOJIEBON U MPOTUBOIPUOKOBON aKTUBHOCTH).



2. Jlns BBISBICHUS CBSI3U CTPYKTYpa-aKTUBHOCTH II€JIeco00pa3Ha pa3paboTKa CENeKTUBHBIX
METOA0B MOAU(PUKAIMUA CTPYKTYphl oJuromuimHa A mo Tpem HampasieHusm: (I)
tpanchopmanus aBoitHbIX C-C u C-O cBs3eit makponukia, (II) Tpancopmanms 60koBoM
ruapokcunponuibHoi nenu u (I11I) anunupoBanre r’UAPOKCUIIBHBIX TPYIIIT AaHTUOMOTHKA.
3. Monmudukanuioo OJWTOMHIIMHA BO3MOXKHO OCYIIECTBUTH 3a 1-2 cragum ¢
UCIOJIb30BaHUEM KOMMEPUYECKH JOCTYIHBIX peareHTOB 0e3 MPUMEHEHHUS 3alUTHBIX TPYIIIL.
CeneKTUBHOCTh TpaHC(OpMalMM 3TOr0 AaHTHOMOTHKA JOCTHUTAETCS 3a CUeT paszliuuuil B
PEaKUMOHHON CTIOCOOHOCTH (YHKIIMOHAIBHBIX TPYIII, CTEPUUYECKUX (PAKTOPOB, XHUPATHLHOTO
OKpYXEHHS U MoAOOpa peareHToB, KaTaJu3aToOpOB U APYTUX YCIOBHM peakiui.
4. Haubosnee MepCreKTUBHBIMHU HaIPaBICHUSAMU MOAU(PUKALNUUA OJUTOMHUIIMHA SBISIOTCS
TpaHcopMalis OOKOBOW THAPOKCUIIPONUIBLHON 1enu u armuupoBanue C9-OH rpymbl.
Psin mpousBoanbix, MoauduimpoBanHeix mo C33 u C9 monoxeHusM, ITPOsIBISIOT BHICOKYIO
AKTUBHOCTbh ¥ CHIKCHHYIO TOKCHYHOCTB 1N Vitro.
Amnpodanus pe3yabTaTOB UCCJIeI0BAHUS

Martepuansl paboT OBLITH MPEICTaBICHBI B BUJIE TTOCTEPHBIX M YCTHBIX JOKJIAJIOB Ha
14 mexayHapoaHbIX u poccuiickux koHpepenuusx: Dombay Organic Conference Cluster
DOCC-2016 (/lom6aii, KapauaeBo-Uepkecckass pecm., Poccus, 2016), Kiacrep
KoH(pepeHuii no oprannyeckoit xumun «OprXum-2016» (Cankr-IletepOypr, Poccus,
2016), Solutions for Drug-Resistant Infections conference 2017 «SDRI-2017» (Brisbane,
Australia, 2017), 42, 43 u 44 FEBS Congresses (Jerusalem, Israel, 2017; Prague, Czech
Republic, 2018; Krakow, Poland, 2019), VIII u IX HayuyHble KOH(EPEHIIUU MOIOJBIX
yueHbIX «/IHHOBallMu B XMMMH: JTOCTHXKEHUsI U mepcrnekTuBbl» (Mocksa, Poccus, 2017 u
2018), The IV and V International Scientific Conference «Advances in Synthesis and
Complexing» (MockBa, Poccus, 2017 u 2019), 3rd Russian Conference on Medicinal
Chemistry (Kazanp, Poccus, 2017), XV Bcepoccuiickas HayqHO-TIpaKTHUYECKas
koH(pepenus umeHn A.lO. Bapeiankoa "HoBbIe 0T€UeCTBEHHBIC MPOTHBOOITYXOJICBBIE
mpenapaThl ¥ MEIUIUHCKIE TEXHOJIOTHH: MPOOJIEMbI TOCTIKEHHUSI, mepcriekTuBbl” (MockBa,
Poccus, 2018), VIII EFMC International Symposium on Advances in Synthetic and
Medicinal Chemistry (Adwunsl, ['penmst, 2019), Hayanas koHpepeHIHs ¢ MEXKTYHAPOIHBIM

yuactueM "BakuuHonorus kak otBeT ononoruyeckum yrpozam" (Mocksa, Poccus, 2019).



yoankanun

PesynpTaTel paboThl OmMyOMMKOBAaHBI B 6 HAYYHBIX CTaThsX B JKypHAJIax
Macroheterocycles, The Journal of Antibiotics, Natural Product Research (maaexcupyrores
B WoS, Scopus) u B 4 Te3ucax nokianoB B )xypHaigax FEBS Journal, FEBS OpenBio (WoS,
Scopus) u B Poccuiickom 6unorepaneBtuueckom xkypHaie (PUHILL, RSCI). ITo pe3ynpratam
pabothl mosrydeH nateHT PD Ne 2623087.

JIMYHBI BKJIAJ aBTOpa

Pa3paboTka MeTOAOB XUMHYECKOW MOAU(PHUKAIMU OJUTOMHUIIMHA, TPOBEACHHE
CUHTE3a, BBIICICHUS W OYHCTKH IOJYCHHTCTHYCCKHX IPOU3BOJHBIX OJUTOMHUIIMHA A,
npoBeneHue ¢Guznko-xumudeckux ananu3zoB (BOXKX, perucrpamus Y ®-criekTpos),
WHTEPIpETAIUsl PE3YIbTaTOB HCCIEIOBAHUM MeEToJIaMu Macc-criekTpomeTpun u SAMP-
CTIEKTPOCKOIINHY; aHAJIN3 CBA3M CTPYKTypa-aKTUBHOCTH HA OCHOBAaHHH pPE3yJIbTaTOB
CKPUHHUHTA OMOJIOTUYECKON aKTUBHOCTH MPOU3BOAHBIX OJUTOMUIIMHA.

baarogapnaoctu

ABTOp BBIpakaeT TIIYOOKYIO MpHU3HATEIBHOCTh K.0.H. JIpicenkoBoit JI.H., m.x.H.
Koponery A.M., k.x.H. lexxenkoBoit JI.I'., k.0.H. 'pammaTtukoBoit H.D., Mamotunoit H.M.,
k.x.H. ConoBbeBoit C.E., benoy HM. (PI'bHY «HUMHAY); x.6.H. lllepbakoBy A.M.
(POHILI um. H.H. bnoxuna); n.6.H., npod. Hanmnenko B.H., x.6.H. bekkep O.b., x.0.H.
Barnuny A.A. (UOT'en PAH); k.¢.-m.H. MeaseaeBy M.I'., Mansimesy B.M. (MOX wum.
3enmunckoro PAH), CasenseBy O.10. (MI'Y um. M.B. JlomonocoBa). PaGora BeImonHeHa
npu yacTUYHOM nojaepsxke rpanra PH® Nel15-15-00141.

CTpykTypa H 00bem padoThl. JluccepranmonHas paboTa COCTOMT W3 BBEACHUS,
0030pa JUTEpaTyphl, OOCYKIECHHUS Pe3yabTaTOB, SKCIIEPHUMEHTAIBHON YacTH, BBHIBOJIOB U
cnucka jutepatypel. Pabora mznoxkena nHa 170 crpanmmax, BkitouaeT 24 pucyHka, 44
cxeMbl U 14 Tabnuu. Crincok NUTUPYEMOM JUTepaTypsl BKIouaeT 168 Gubmunorpaduyuecknx

CCBIJIOK.



OCHOBHOE COAEP/KAHUE PABOTbI

Hanpasnenust Xxumuueckoi Moau(puKauy ouroMurHa A (puc. 1) MOXHO YCIOBHO
pas3enuTh Ha JBE TPYIIbL: TpaHcpopMmaius OOKOBON T'HMAPOKCUIIPONUIBLHOM IeNu U
TpaHcopMaldsg MaKpOJIaKTOHA. AHanM3 JUTEpaTypbl IOKa3zajd, 4YTO [0 Hayaia
HCCIeOBaHUsl ObUIO OMUCAaHO 19 MONYCMHTETUYECKUX MPOU3BOAHBIX OJMTOMHUIIMHA A,
MOJIM(UIIMPOBAHHBIX KaK [0 MAaKpOIUKIYy (MPOAYKTHI OCHOBHOW JIeTpajalluud U
MOJIMAIIWINPOBAHNS, OpOMUPOBAHUS JIBONWHON CBSI3M, MNPOAYKTH B3aUMOJCHCTBUS C
TUAPOKCWIAMUHOM Y 1-aMUHONUPUAMHUN HMOAMIOM U TPOAYKT BOCCTAHOBIICHUS
aKpUJIOBOW CBSI3M JIAKTOHA) TaK U 1O OOKOBOW menu (TMpoaykThl me3maupoBanus C33-OH
TPYIIIBI ¥ €€ MOCIEAYIOMIET0 3aMEIICHUS Ha a3UAHYI0 U THOIMAHATHYIO TPYMIbL, IPOAYKTHI
KJIUK-TIPUCOEIMHEHHS aJKUHOB K a3uIHOM rpynme B 33 MOJ0KEHUH, TPOIYKT 3aMEILECHUS
33-OH rpymmel Ha ¢TOp), a TaKkKe 3alaTeHTOBAaHO 12 amWIBHBIX TPOU3BOTHBIX
onuromuninia B. OnHako, HU B OJIHOM U3 paHee NMPOBEIEHHBIX HCCIIEIOBAaHUN HE OBLIO
OTMEUEHO YJIYYIIEHUS XUMHOTEPANeBTUYECKUX CBOMCTB y IMPOU3BOJHBIX OJUTOMUIIMHA B
CpPaBHEHHH C UCXOJHBIM aHTUOMOTHKOM. Kpome Toro, panHue paboThl XapaKTepU3YIOTCS
TM00 HU3KOW CEJEKTUBHOCTBIO MPOBOJUMBIX MpPEBpPALEHUM, JHUOO HU3KUM BBIXOJOM
LEJEBbIX COECIUHEHUN BCJIEACTBUE MHOIOCTaAMMHOCTH cuHTe3a. (CienoBarenbHoO,
nenecoodpasHa  pa3paboTka  HOBBIX  O(DQPEKTHBHBIX W CEJICKTUBHBIX  METOJOB
TpaHc@opManuu G yHKIMOHAIBHBIX TPYII OJIUTOMUIIMHA A.

CornacHO JUTEpaTypHbIM J@HHBIM, TIPU CBSI3bIBAHUM OJIMTOMMIMHA A C c-
cyobenunuueit ATd-cuntassl HauOosiee 3aMeTHOE KOH(POPMALMOHHOE W3MEHEHHE
IIpeTepreBaoT 60KOBast TUAPOKCUIIPOIIMIBHAS LIETIb U CIIMPOKETAIbHBIN (PParMeHT, a TaKxKe
HauOOJBIIMKM BKJaJ B CBS3bIBAHME AHTUOMOTHMKA C MHUUIIEHBIO BHOCAT KapOOKCHUIIbHAs
rpymnmna ynaktoHa, C9, C13 u C33 ruapokcuiibHble TPYHIbl. AHAINU3 JUTEPATYpPhl TAKXKE
MOKa3aJl, YTO BIIMSHUE HEHACHIIIEHHBIX JBOWHBIX CBA3€H Ha OMOJIOTMYECKHE CBOMCTBA
OJIMTOMUIIMHA MPaKTUYeCKH He M3ydeHo. COOTBETCTBEHHO, B paboTe ObLIM HaMEYeHbI TpU
OCHOBHBIX HampaBJICHHsI XUMHUYecKod Moaudukanuu onuromuimHa A: (I) Tpanchopmarus
neoiiabix C-C um  C-O cBszeit wmakpoumkna, (II) Tpancopmamuss  GokoBoi

runpokcunponuwibHoid nenu u (III) aumnupoBaHue TMAPOKCWIBHBIX TPYII aHTHOMOTHKA

(puc. 1).
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Pucynok 1. CtpykTypa 0IUrOMULIMHA A U HalPaBJIEHUS €r0 XUMUYECKONH MOAU(PUKALITHI

Boccranosiienne aBoitHbIx C-C u C-O cBsizell 0JIMTOMUIIMHA

Hns wuccnemoBanus ponu ABorHbIX C-C cBsizedt omuromunmaa A (1) B ero
OMOJOTMYECKUX CBOMCTBAaX ObUT MPEANPUHAT MOUCK CHOCOOOB PEruocereKTUBHOTO
BOCCTaHOBJIeHUsI aHTHOMOTHKA. B ycmoBusx xkataimmza Pd/C  (5%) runpupoBanue
OJINTOMUIIMHA A B METAHOJIE MPOTEKACT HECENEKTHUBHO M 3aTPAaruBaeT KaK COMPSKEHHYIO
JTMEHOBYIO cUCTEMY B 16-19 monokeHUsX, TaKk U a,f-HEHACHIIIEHHYIO CBS3b JIAKTOHA B
nonoxenusix 2, 3, yro maetr 2,3,16,17,18,19-rexcaruapoonuroMuniid (2) ¢ XOpOIIMM
BbIx0/IOM. lIpu 3aMeHe mNamiaAueBOTO KaTajiu3aTopa Ha IUIATUHOBBIM M CHIXKEHUH
M30BITOYHOTO JaBieHus Bogopoaa Ao 0.2 atM ruapupoBaHHE AHTUOMOTHKA MPOTEKAET
MPEUMYILIECTBEHHO o JIMCHOBBIM CBSI3SIM, MIPUBOSA K 16,17,18,19-
TETParuIPOOTUTOMUITNHY A (3) ¢ yMEpPEHHBIM BBIXOJI0M (cxema 1).

CxeMa 1

H,;C HaC OH CHs CHy CHy H;C H3C OH CH3 CH3 CH, H,3C HaC OH CHs CHy CHy

CHs CHj,

2 (69%) 3 (40%)
Ha cneayromem »strame paboTel ObBUIM M3Y4Y€HBl BO3MOXXHOCTHM BOCCTAHOBJIEHHS
kapOoHmnpHeIX Tpynn B C7 m Cl1 monoxeHusx omuromuinuHa A. PernocenexkTtuBHOE

THIPUPOBAHUE MOXKET OBbITh JOCTUTHYTO 32 CYET CTEPUYECKUX (AKTOpPOB W HaIMUUs
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ranToQUIbHBIX TUIPOKCUTPYII B o- MU [-TNIONOKEHUSIX K KapOOHWIBHBIM TpYIIaM.
[Tokazano, uro B3ammoaeilictBue onuromuiimHa A ¢ NaBH(OAC); B ykcycHOW KHCIIOTE
NpOTEKaeT  peruo- | crepeocnenuduyHo, gaBas  npeumyiiectBeHHo  7-(S)-
JTUTHAPOOTUTOMUIIMH A (4) ¢ BBICOKMM BBIXOJ0M (cxema 2). [IpuunHamu HabOIrOMaeMOM
crenu(pUIHOCTU ITOU peakluu, MO-BUAUMOMY, SIBIIIETCS TO, yTO KapOoHUIbHBIN C11 aTtom
sKpaHupoBaH 3amecTuTesiMu B C12 monoxeHuu, a B f-nonoxeHusix Kk C7-kapOOHUIBHOM
TpymIe HaxomaTcsi aBe TuapokcwibHble rpynnbsl — C5-OH um C9-OH, uto mpuBoauT K
cTepeocneupuIHOMY aHMU-TIPUCOSTUHEHUIO TUIPUI-UOHA.

Cxema 2

39 37
HsC H,C OH CHs CH3 CHg HaC H,C OH CHs CHs CHj HsC H,C OH CHs CH3 CHjy
134 11 9 7 WOH ~, JOH P

NaBH(OAc);
—_—
AcOH

CHs
145 4 (90%)CHs 5 (35%)CHs

BoccranoButh kapOoHUIIBHYIO Tpynny B 11 monoxeHuu 7-IUTHAPOOTUTOMHULIMHA
(4) ynanocwr neiicteBueM NaBH, B BogHoMm staHoine (cxema 2). Peakmmsi mpoTekaeT c
YAOBJIETBOPUTENIBHON CTEPEOCENIEKTUBHOCTBIO, JaBas B KAayeCTBE OCHOBHOI'O IPOAYKTa

7(S),11(R)-terparuapoonuromMuriud A (5).

JnokcuaupoBanue U GOpMUIMPOBAHNE OJTUTOMUIMHA A
Hns snokcuaupoBanusi ABONHBIX C-C cBszeil oauroMunuvHa A HCClIeI0BaHbI
BO3MOXKHOCTH  peakuuu IlpunexaeBa. BzaumopeiictBue antuObuotnka 1 ¢ wm-
xJiopriepokcuben3oitHon kucnotoir (M-CPBA) B xiopucTtoM MeTHIIEHE TMPH KOMHATHOU
TEMIEpaType MPOTEKAeT C HU3KOM W30MPaTeNbHOCTHIO, MPUBOAS K TPYAHOPA3AEIMMON
CMecH TPOXYKTOB OKMCIeHHs. OJHAKO, CHIDKGHHE TeMmrepaTypsl peakuun g0 -17°C
MO3BOJISIET MPOBECTH SMOKCUIUPOBAHUE OJIMTOMMIIMHA MPEUMYIIECTBEHHO MO OAHOW W3

nBoiHbIX C-C cBsi3eid, 4TO MPUBOJUT K OCHOBHOMY MPOJYKTY OKHUCIICHHS 6 (cxema 3).



Cxema 3

[Hyc HaC. OH CHs CHs CHy N H3C, HsC OH CHs CHy CHy
P OH ’ WOH
N O

7 (20%)

CHs

CH3

Takum oOpa3oM, OKHUCIIEHUE TUEHOBOM I'PYNIBI B CTPYKTYpE OJMIOMUIMHA A Jerye
MPOTEKAET MO MOoJIokKEHUsAM 16, 17, yTo npennonokurenbHo cBsi3aHo ¢ teM, yto C18-C19
NBOMHAs CBSI3b CHWJIbHEE DKPAaHMPOBAHA BTOPUYHOM AJKWIBHOW I'PYyNIoOW B mojioxkeHuu 20.
16,17-Onokcronuromuninl A (6) oka3alcs HEYCTOWYHB, ITO3TOMY €ro HapaboTKa |
BBIJICJICHUE B KOJMYECTBAX U C YHMCTOTOM, MpUEMJIEMBIMH MJi1 MPOBEJACHUS aHaIu3a
CTpyKTypbl Meroaamu SIMP-criekTpockonmuu W U3y4eHUS OMOJIOTMYECKUX CBOMCTB
OKa3aJiCh HEBO3MOXXHBIMU. Hannuume 3mokcuaHoro ¢parMeHra B CTpyKType 6 JIoka3aHO
metonamu HRMS. C nenpio mosrydeHus cTaOUIbHOTO MPOW3BOAHOTO M YCTAHOBIICHUS €0
TOYHON CTPYKTYpbl OBLT TPOBENEH COJIbBOJIU3 SIOKCHOJIUTOMHUIIMHA 6 B MypaBbUHOMN
KHUCIIOTE, KOTOpBIM MPUBOAMUT HE TOJBKO K PACKPBITHIO SMOKCHIHOTO LHKIA, HO U K
(OPMIWIMPOBAHUIO THAPOKCUTPYIIIBI B MojioskeHuu 33, maBas 16,17-murunpo-16(S),17(R)-

auruapokcu-16,33-0, O-agudopmuntonuromuriud A (7).

Peakuuu Inibca-AJibaepa 0JJMTOMHIMHA A ¢ AKTUBHBIMU AHEHOPUIaAMK

JlueHoBas cuctemMa OJIMTOMHUIIMHA A MOKET CYIIECTBOBATH B IBYX KOH(POPMAIIHUSX, S-
yuc n S-mparc. CoOriaacHO PEHTTEHOCTPYKTYPHOMY aHAIU3y OJIUTOMHIIMHA A, JBOIHBIE
conpsikeHHble C-C CBS3M MMEIOT S-mpaxc KOHPOpPMALUIO, TOTJa Kak JUisl BCTYIJICHUS B
peakuuu [4+2] HIUKIONPUCOSTUHEHUS OJINTOMHUIINH JIOJDKEH MPUHSATH S-yuc KOH(OPMAIIHIO.
PacueTHoe cooTHoOIIeHUE S-yucl/S-mpanc KoH(MOPMAIMKA  OJUTOMHIIMHA  COCTABHUIIO
1:3.4><105, YTO B IIE€JIOM YKa3bIBa€T HA BO3MOXHOCTb €T0 BCTYIUICHHS B peakuuu /luibca-
Anbaepa.

B kadectBe nueHO(DWIOB B peakuMsaX UKIONPUCOSIUHEHUS Il Moaudukanmuu
onuromMuniHa A ObUIHM BbIOpaHbl OCH30XWHOH M MPOU3BOAHBIE MUPPOJ-2,5-THMOHA

(maneumupga). Ilpu HarpeBaHum B TONyoJe aHTUOMOTMKA 1 ¢ M3OBITKOM OEH30XMHOHA



oOpa3yeTcss eOWHCTBCHHBIH  aJIyKT [HKJIONpUcoequHeHus 8. B3ammopeiicTBue
omuromunimia A (1) ¢ N-Oensunmaneumumom wind  N-(3-muKogwI)MaIEUMUIOM B
AQHAJIOTUYHBIX YCIIOBUSX MPOTEKAET MEHEE CEIICKTUBHO M JAaeT JBAa M30MEPHBIX aIyKTa B
cootHomeHnun ~1.75:1 (cxema 4). IlomydeHHBIE CMECH TPOIYKTOB OBLIM pa3JeicHBI
METOJIOM KOJIOHOYHOH Xpomarorpaduu Ha CHIHKareie B CHCTEME T'€KCaH:alleTOH.
Munopubiii aqaykt 10D He yaanock OYHCTUTH 10 MPUEMIICMOTO YPOBHSI JUIs JAajbHEHIINX

CIICKTPAJIbHBIX HCCHCﬂOBaHHﬁ.

Cxema 4

N \OH
N o
/ CH,
\_x
) \
| 9a X=CH (47%);
N__o 10aX=N (47%).
0 0 CHj
CHs — + CHs
PhMe, 70 °C PhMe, 70 °C
HaCHsC, OH CHa
0
N>7> \OH
8 (20%) CHs _ .
\ 0 CHj
X CHs
9b X=CH (27%);
10b X=N.

CH3

Janabpix  SIMP-CIIEeKTpOCKONMM  0Ka3aJloCh HEAOCTATOYHO [UJIi  OJHO3HAYHOIO
YCTaHOBJICHUSI CTEPEOXMMHUM TIONYYCHHBIX aJJIyKTOB. B CBSI3W ¢ HEBO3MOXKHOCTHIO
MPUMEHEHHUS] PEHTIC€HOCTPYKTYPHOTO aHA/IM3a, YCTAHOBJIEHHWE CTPOCHHSI MPOU3BOJHBIX 8,
12a,b u 14a ObUIO OCYHIECCTBIEHO C IOMOIIBIO KBAaHTOBO-XMMHUYECKHUX PACUCTOB —
KOH(pOpMaIMOHHOTO Toncka MmeroaoM MakpoMonenn (MacroModel, Mixed Monte-
Carlo/Low-Mode Molecular Dynamics) ¥ MOAEIMPOBAaHUS TMPOTEKAHHWS PEAKIUN TI0
monenmu Kypruna-Xsmmera (Curtin—Hammett model). CoriacHo MozensMm, MepexoIHbIe
COCTOSIHUS JJIi OCHOBHBIX H30MEPOB OTBEYAIOT 9HOO-TUNY C CUIBHBIMH BTOPHYHBIMU
B3aMMO/ICHCTBUSIMU T-CUCTEM JHMEHA U nueHodmia. Takke BO BceX ciaydasx HaOmromaercs
cTa0mIn3anus MEepexoAHbIX COCTOSHUMN 3a cueT 00pa30BaHUs BOJAOPOIHBIX CBSA3EH MEXITY

KapOOHWIBHON Tpynmoil aueHopmna ©u 33-THAPOKCHIBHOW TpyNmod OOKOBOW IeNH



OJIM'OMHUIINHA. OTHn JBa (baKTOpa OIIPCACIIAIOT CTGpGOXHMI/I‘IeCKI/Iﬁ pe3yibTaT PCAKIHUH

[4+2] npuconeHeHuss AMEHO(DUIIOB K OJIMTOMULIMHY A.

Moaudpukanus 00KOBOI TMIPOKCUNIPONUIBLHON e OJJUTOMUIIUHA A

[Tockonpky KOH(UTypalusi XUpPaIbHBIX IEHTPOB MOXET OKa3blBaTh 3HAUYUTEIHBHOE
BJIMSHUE Ha OHMOJOTMYECKYI0 AKTHMBHOCTb COEAMHEHHM, B paboTe HU3Y4YeHO BIIMSHUE
KoH(urypanuu 33 MOJOXKEHUS OJUTOMHIIMHA HAa €ro OHOJOTMYECKYI0 aKTUBHOCTh. U3
paHHUX pPa0OT W3BECTHO, YTO MAaKPOUUKINYECKOE SJIpPO OJUTOMUIIMHA A  JIErKo
pacuierisieTcss Ipu JIeHCTBUU Aake cinaObix ocHoBaHwi. MccinemoBanme cBoicTB 33-O-
meswionuromuninia A (11) B peakuusx HyKICO(WIBHOTO 3aMEIICHUs IOKAa3ajio, YTO
COJIbBOJIM3 B TMPUCYTCTBUM KapOaMaToOB IMO3BOJSET TPOBOAHUTH CTEPEOCEIEKTUBHOE
3aMEIEHNEe ME3WIbHOM rpynnbl. Tak, HarpeBaHue ¢ BoAOW 33-O-ME3WIOJUTOMHIMHA A
(11) npuBOAMT K KCXOTHOMY OJUTOMHIIMHY (1), TO-BUAMMOMY M3-3a TUAPOIN3a ME3UITHHON
IpyNmbl, TOrga KakK B MPUCYTCTBHM THOMOYEBHHBI WJIM MOYEBHUHBI TMPOUCXOIUT
CTEPEOCEJICKTUBHOE 3aMEIeHIe Me3uiiaTa THIPOKCUTPYIIION, TPUBOSIIEe K 00pa30BaHUIO

(33S)-snmonuromuniuaa A (12) (cxema 5).

Cxema 5
39 37 HAC
HsC H,C OH CHs CH3 CHy HaG HaC OH CHy CHy CHa 3G HsG, OH CHs GHs CHs
1L N 2 oH ' WOH
15 '
CH,
H,0
—_—
SC(NH,),
MeO(CH,),0H
95°C
CHs
1 45CH 11 CH, 12 (40%) CHa

AHanu3 IUTEpaTyphl BBIIBUJI TPOTHBOPECUYUBBIC JaHHBIE PEHTTCHOCTPYKTYPHBIX
MCCIIEZIOBAaHUN CTPOCHHUS OJUTOMHIIMHA A, YKa3bIBAIOUIMX Ha HaJH4YWe JBOWHOW CBS3U B
C32-C33 nonoXeHUH aHTHOMOTHKA, MO3TOMY OJHUM U3 HampaBieHUH MoAH(HUKALUU
THIPOKCUTIPONTMILHOW OOKOBOHM IIemu OblT BhIOpaH cHHTE3 33-IeTHIPOOTHTOMHUIIMHA A.
[TonoOpaTh ycloBHs Ui CENIEKTHBHOTO JETHIPUPOBaHMs onuromunuHa (1) He yaanocs,
oJHako okucienue no Kopuomomy 33-0O-me3unbHoro npousoanoro 11 npu HarpeBanuu B

JIMCO ¢ TpUdTUIIAMHUHOM C IPUEMIIEMBIM BBIXOJIOM AaeT 33-Aeruaponpon3BoaHoe 13.
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Haxkowner, ObUTM HCCIIEIOBaHBI BO3MOYKHOCTH 3aMEIICHUsI aKkTUBUpoBaHHOU 33-O-
ME3WJIbHON TIpynmbl OJUIOMUIMHAa Ha TramoreH. Okazanoch, uro peakuus 33-O-
mesmnomuromuiinaa A (11), kak ¢ TeTpabyrminamMmonmii OpomuaoM B N-mermi-2-
NUPPOJIHIIOHE, TaK U ¢ OpomuaoM Kaiust B JIMCO B mpucyTcTBUU KpayH-3(hUpa IPUBOIAUT
K pamnemuueckoir cmecu 33-me3okcu-33(R,S)-Opomonuromuiuaa A (14) (cxema 6).
Paznmenuts cMech Ha MHIUBUAYAIBHBIC SHAHTHOMEPHI HE yIAJIOCh BCIEACTBHE MX OJIU3KON
XpoMaTorpapuIecKoi MOABUKHOCTH.

Cxema 6

HsC HaC OH CH3 CH3 CHy H3C HaC OH CHs CH3 CH, HsC HsC OH CHy CHjy CHy
' WOH ' WOH e WOH

DMSO

CHj;

13 (50%) CH3 14 (38-45%) CHgj
A. KBr, 18-kpayH-6, DMSO, 85 °C

B. TBAB, NMP, 95 °C

Pa3paboTka MeTO10B CeJIeKTUBHOI0 AUMJIHPOBAHUS THAPOKCHIbHBIX TPYHII
OJIMTOMHUIIMHA A

Kak panee OBIJIO YyCTAaHOBJIEHO, pACKpPBITHE JMOKCHIHOTO mwukia 16,17-
SMOKCUOJUTOMULIMHA 6 B MYypaBbHMHOW KHCIIOT€ COIMPOBOXKAAECTCS (POPMUIHMPOBAHUEM
THJIPOKCUTPYNIBI B 33 TOJOXKEHHH, MO3TOMY B IEPBYIO oOdepeab ObLIO HCCIEI0BAHO
B3aumojieiicteue onuromunHa 1 ¢ HCO,H. Ilpu oOpaboTke anTnOMoTHKa 1 MypaBbUHOM
kucnorort (98%) mpoucxoauT mnpeumyimiecTBeHHO ¢opmunupoBanue OH-rpynmer B 33
noJjioxkeHuH (pousBoaHoe 15) (cxema 7).

Cxema 7

H3sC H,c OH CH3 CH3 CHy HsC H,C OH CH; CH3 CHg
> > WOH

HCOOH

11



Vcnomas3oBanue auazoounukoiaoyaaeieHa (DBU) B kauecTBe OCHOBaHHUS TO3BOJISET
3¢ (HEKTUBHO MTPOBOIUTEH PETHOCEICKTUBHOE AIMJINPOBAHKE OJIMTOMUIIMHA A aHTHAPUIAAMHU
OpPraHMYECKMX KHCIOT. Tak, B3aMMOACHCTBHEC AaHTHOMOTHKA C TPUPTOPYKCYCHBIM
aAHTUAPUAOM TPHUBOAUT K 33-O-tpudropanerminonuromuiiuay A (16), a anuiampoBaHme
SHTApHBIM  AQHTUJIPHIOM B  AQHAJIOTMYHBIX  YCJIOBHSIX  mpuBoguT kK  9-O-
cykuuamionuromununy A (17) (cxema 8). B o0oux ciydasx HHAMBHIyalbHBIE TOJIH
MPUMECEH, MPUCYTCTBYIONMINX B PEAKIIMOHHBIX CMECSX, HE MPEBBIMAT 5-8%.

Cxema 8

HaC 1,C OH CHs CHs CHy HsC HaC OH CHs CH3 CHy H3C HoC OH CHs CHz CHy
g WOH ' '

0

CHs Fac%o
FaC—
o

o} <
DBU, CH,Cl,
. o
7~ CHs /14
(0]
O ¢r,

33 CHj3
CHj

16 (50%)

17 (70%) CHg
DBU taxxe oxa3zanoch Hambonee 3()PPEeKTHBHBIM OCHOBAaHHUEM JJIg KOHACHCAIUU
OJIMTOMUIIMHA A ¢ aKTUBUPOBAHHBIM 3(UPOM IIHIIMHA. B 6€3BOIHOM XJIOPUCTOM METHIICHE
npu katanuze DBU cyknmaumuansiii 3¢up rivurba anunupyet onuromuind A no C9-OH
rpynne. JlobaBnenue xoHaeHcupyromiero areata PyBOP no3Bossier moBbICHTh KOHBEPCHUIO
MCXOJTHOTO OJMTOMUIIMHA (cxema 9).
Cxema 9

HsC H,c OH CHs CH3 CHj HsC HyC OH CHy CHg CHy

> WOH : WOH
o]
HZN\/&O
xHCI HsC ©

CHj
1.Boc-Gly-OSu,
DBU, PyBOP, CH,ClI,

2. TFA/CH,CIl,, PhOMe
3. NaHCO3 popH 7.5
3atem HCIl go pH 3.5

CHj3

18

CHsATre 3amuTHON BOC-Tpynmsl Ui MIMIWIONMIOMHUIIMHA A PEaTn30BaHO B CMECU
TPUPTOPYKCYCHOM KHUCIOTBI M XJIOPUCTOro MeTwieHa (1:2) B mpUCYTCTBUM aHHU30I]a,
KOHEYHBIN TPOYKT 18 OBl BBIZENICH B BHIE THAPOXJIopuaa (cxema 9).

CTpoeHue BCeX CHHTE3UPOBAHHBIX MPOMU3BOAHBIX JOKa3aHO METOJaMHU Macc-

CIIEKTPOMETPHUU BBICOKOI'O pa3peleHus u cnekrpockonuu SIMP.
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Buonoruveckue cBOMCTBA HOBBIX MPOU3BOIHBIX OJJUTOMUIIUHA A

[TponsBoHBIC OMUTOMHIIMHA A ¢ MOIU(DUITIPOBAHHBIM MAKPOIUKIOM 2-10 B miemom
IPOJEMOHCTPUPOBAIHN O0JIee HU3KYIO TPOTUBOTPUOKOBYIO U IIUTOTOKCUYECKYIO aKTUBHOCTD
B CPaBHEHUU C MPUPOAHBIM aHTHOMOTHKOM 1. Tak, HUKIONPHUCOETUHEHUE K IUEHOBBIM
CBS3SM OJUTOMHUIIMHA (PAarMEHTOB OCH30XMHOHA W MAJCUMHUIOB TMPHUBEIO K TMOTEpE
MPOTUBOTPUOKOBOM  aKTUBHOCTM H  3HauutedbHOMYy (B 20-40 pa3) CHWXEHHUIO
AHTHUIIPOJIU(EpAaTUBHOW aKTHBHOCTH. Jlms mepruapoonuromunuua (2), 16,17,18,19-
terparuapoonuromuiiiga A (3) u 16,17-guruapo-16(S),17(R)-muruapokcu-16,33-0,0-
mudopmuoauromuiiiia A (7) HaOmoganach creruduueckas akKTHBHOCTh B OTHOIICHHUH
MITaMMOB JpOXoKeBbIX rpuboB Candida spp., mpu 3ToM ocTaibHbie TecT-KyabTyphl (M.
canis, T. rubrum, A. niger) oka3ainuch MEHEe YyBCTBUTEIbHBI K JAHHBIM IIPOU3BOIHBIM, YeM
K onuroMuiiuHy A. BoccraHoBiieHHe KapOOHWJIBHBIX TPYIINT OJUTOMHIIMHA A TPHUBENO K
MPOTUBOMONIOKHOMY 3¢ eKTy: TMoTepe MNPOTUBO-KAHIWUIO3HOM  aKTUBHOCTH  TpHU
COXpPaHEHUM AKTHUBHOCTH B OTHOIICHMH (DUIAMEHTO3HBIX TPUOOB. 3aMETHOE CHIKCHHUE
UTOTOKCUYHOCTH ISl KJIETOK MHUeNouaIHOMN jneiikemun K-562 (Hanbonee 4yBCTBUTEIBHBIX
K JICWCTBUIO OJMTOMMIIMHOB) HAOJIOJATIOCh TOJBKO B CIydyae BOCCTAHOBJICHUS TpeX
nBoiHbIX C-C cBszeit onuromunnHa A. [{utoTtokcuueckoe nericteue 7,1 1-TUIPOKCUITBHBIX
MPOU3BOJIHBIX, MPOU3BOJHBIX 3 U / 0KA3aJIOCh YyTh MEHEE BBIPAKCHHBIM, YEM Y UCXOJTHOTO
AHTUOMOTHKA.

JIy1st mosy4eHust MPOTHUBOOITYXOJIEBBIX MTPOU3BOJIHBIX OJUTOMUIIMHA C YIIYUIIEHHBIMHU
TOKCUKOJIOTHYECKUMH CBOMCTBaMM Hanbosiee MEpCIeKTUBHOM Oka3anachk Moaudukaius 33
MOJIOKEHHUsI OOKOBOM THIIPOKCHUMIPONWIBHONW 1€ W alWJIUpOBaHUE THAPOKCUIHHOU
TpYIIbl B TTooKeHuu 9. CpaBHUTENBHOE HCCIIEIOBAHUE aHTUIIPOJH(PEPATUBHBIX CBONCTB
OJUTOMHIIMHA A ¥ ero HOBBIX Mpou3BOAHBIX (33S)-smmonmuromurmaa A (12), 33-
JErUAPOOIUTOMUIIMHA (13), 33-O-popMuUIOITUTOMUITIHA (15) u 33-0-
TpudTOopaneTwionuromuiuia (16) Ha KJIeTKax XpOHUYECKOTr0 MHUEIOUIHOrO JieHKo3a
gyenoBeka K-562 u e€ cyOmmuun K-562/4 ¢ MIIY, obycnoBnenHoil skcmnpeccuenr Pgp,
KJIeTKaX aJieHOKapIMHOMBI MoouHOoH kene3pl MCF-7, a Takke Ha HEOMyXOJEeBhIX KIETKax
¢ubpoOacToB yenoBeKka MOKa3aid, YTO MOIU(PUKAIUN THAPOKCHIBHOW Tpymmbl B 33
MOJIOKEHUH OOKOBOM II€MU OJUTOMHIIMHA A TPUBOMAST K CHIDKCHHIO ITUTOTOKCUYHOCTH B

OTHOIICHUN HOPMAJIBHBIX KIJICTOK YCJIOBCKa C COXPAHCHUCM AKTUBHOCTU B OTHOIICHUH
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OMYXOJICBBIX JIMHUM KIJIETOK. AHAJOTHYHAs 3aKOHOMEPHOCTh IpociexuBaeTcs u A 9-0O-
CYKIIMHWI- U 9-O-rimuriosmromuriudoB A (17 u 18 cootBerctBenHo). Ilpu 3ToM
coenuaeHus 12, 13, 16 u 18 coxpaHsiu BBICOKYIO MPOTHBOIPHOKOBYIO aKTUBHOCTD, TOT/Ia
KaKk Tpou3BoAHBICe 15 m 17 oka3amuch ropa3io MEHee aKTHBHBI B OTHOIIEHWU T'PHOOB.
Takum oOpa3om, 5TH TIPOU3BOJHBIC MPEACTABISIOT WHTEPEC I JAITBHEUIIETO

er'IY6J'IeHHOI‘O HCCIICOOBAHUA UX OMOJIOTHYCCKUX U Q)apMaKOHOFI/I‘IeCKI/IX CBOMCTB.

BriBOABI

1. Tloka3zaHa BO3MOXXHOCTh PErHOCEIIEKTUBHOTO BoccTaHoBieHHs ABowHBIX C-C u C-O
CBs3€l MakKpOILMKIA OJUTOMHUIIMHA A 3a cueT OoJjiee BBICOKOW pPEaKIMOHHOMN
cnocobHoctu aueHoBor C16-C19 cucremsr u C7 xapOOHWIBHOW TpyHmbl B
CpPaBHEHMHM C akpwiIOBbIM (parmeHTOM jakToHa U Cl1 kapOOHUIBHOW Tpynmoin
COOTBETCTBEHHO; TMpHcoenuHeHue ruapua-uona k C7 kapOOHWIBHOW TpyIie
MPOTEKAET CTEPEOCENIEKTUBHO 3a CYET CTEPUYECKOro (akTopa M MOJHOIBHOIO
XUPAIBHOTO OKPYXEHUS.

2. YCTaHOBJICHO, 4YTO OIOKCHUAMPOBAHWE JIMCHOBOH CHCTEMBI OJMTOMHUIIMHA A
nporekaer mo C16-C17 cBsi3u W TNPUBOAUT K JE€CTa0WIM3AIUU CTPYKTYPHI;
MOJIyYCHHE CTAOMIIBHBIX TIPOM3BOJHBIX BO3MOXKHO TOJBKO IIOCJIE PACKPBITUS
OKCHPaHOBOTO (hparMeHTa.

3. TlokazaHo, 4dTO OJUrOMUIIMH A  JIeTKO BCTymaeT B peakuuun [4+2]
UKJIONIPUCOEANHEHUS ¢ aKTUBHBIMU JTeHO(DmiamMu. CTepeOXUMHUIECKUN Pe3yIbTaT
pEaKluu OMpPEENIeT 9HOO-THI MEPEXOTHOT0 COCTOSHUS W €ro crabuiusanus 3a
cYeT 00pa30BaHUs BOJIOPOJIHBIX CBSI3EH MEXy KapOOHHIIBHOU TPYIION AueHOdUIa
u 33-OH rpynmnoii onuromMunyta A.

4. Tlokazano, 4YTO THOKapOaMuj ©  KapOamMuj  KaTAIM3HPYIOT  3aMelICHHE
MeTaHCyab(oHOBON Tpymnmbl 33-O-Me3uNoNuroMuiiiHia A Ha THIPOKCUIBHYIO C
oOpalieHrneM KOH(PUTYypaluu.

5. Cunre3upoBaH 33-AETUIPOOTUTOMHUIIMH A, CIEKTpPaIbHBIE U (U3UKO-XUMUUYECKHE
XapaKTEPUCTUKU KOTOPOrO CYIIECTBEHHO OTJIMYAIOTCS OT TAaKOBBIX HPUPOJHOTO

aHTI/I6I/IOTI/IKa, dTO B COBOKYIIHOCTH C XHUMHUYCCKUMHU CBOMCTBAMU OJIMTOMHIIMHA
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MOATBEPXKJIa€T CTPOSCHHE OOKOBOM IIEMH OJWUTOMHIIMHA, IIOJBEPTHYTOE paHee
coMHeHuIo B padorax R.A. Palmer.

HaiineHs! yclioBHS OJTHOCTAIUHHOTO PETrHOCEIICKTUBHOTO alfuiupoBadus auoo C33,
au6o C9 ruApokCwIbHOW Tpynmbel aHTHOMOTHKA. [loka3zaHo, uTo Hambosee
3 PEeKTUBHBIM KATAIM3aTOPOM AalMIMPOBAHUS OJUTOMHUIIMHA A aHTUIpPUAAMU
OpraHWYECKMX KHCIOT W aKTUBHBIMH JS(}HpaMH aMUHOKHUCIOT  SBJISETCA
Ma3a0UIINKIIOYH/ ICLICH.

AHanmu3  CBS3M  CTPYKTYpa-aKTUBHOCTH  TO3BOJIMJ  BBIJCIUTH  Hambojee
MEPCIICKTUBHBIE HAMpaBJICHUS XUMHUYECKOW MOAU(PUKAIMN OJIMTOMUIIMHA IS
yIy4IIeHUsT ero (apMaKoJIOTHYECKUX CBOMCTB — 3TO TpaHcdopmalius OOKOBOH
rugpokcunpomwibHot  menu  u C9-OH  rpynmbel.  Psag mpouW3BOJHBIX,
MoauunupoBanHbix 1Mo C33 u C9 nonoxeHus M, MPOSBIIIM BEICOKYIO aKTUBHOCTH U

CHIDKCHHYIO TOKCHYHOCTS IN Vitro.
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