OT3bIB opuumaIbHOTO ONMOHEHTA
HA JMCCEPTAIMIO HA COMCKAHUE YUEHOIH CTeneHH
KaHauaaTa xumuueckux Hayk Kpacnoa Baagumupa Cepreesuua
Ha Temy: «CHHTE3, CTPYKTYPHO-QYHKIMOHAIbHbIE CBOCTBA U
TKaHecnenu(PUIHAS MHAKTUBALMS MUTOXOHAPHAJIBLHBIX pa3odiuuresed Ha
ocHOBe yMOesindepoHa 1 AaHUJIMHOTHOEHA)

no cnenuajgbHocTu 1.4.9. buooprannyeckasi Xumusi

AKTyaJlbHOCTHL  TeMmbl. Jlucceprammonnas  pabora KpacumoBa B.C.
MOCBSIIEHA KpaillHE aKTyaJlbHOMY U Ba)XHOMY HAIIPaBICHUI0 COBPEMEHHOMN
OMOOpPraHUYECKOM XHMHUH U MUTOXOHAPUAIIBHOW OWUOSHEPIeTUKH, a HMEHHO,
pa3paboTKe HOBBIX, Oojee O€30MacHBIX MHUTOXOHAPUAIBHBIX PpPa300IIUTeNeH
okucnurenbHoro dochopunupoBanus. Kinaccuyeckue pazoOmMUTENH, TaKhe Kak
2,4-nuautpodenon (JJHD), HecMoTpss Ha BBICOKYIO 3(P(HEKTUBHOCTH, 001aJar0T
CYIIECTBEHHBIM HEJIOCTATKOM — CUCTEMHOW TOKCHYHOCTBIO, UTO OTPAHUYUBAET UX
TEepareBTUYECKOEe TMpUMEHEHHEe. B CBA3M ¢ 3TUM TMOUCK U CO3JaHHUE TakK
HA3bIBAEMBIX «MATKHUX» PA300IIUTENCH, Ybsi aKTUBHOCTh MOXET PEryJMpOBaThCs
in vivo, SIBISIETCSI OJHOM W3 MPUOPUTETHHIX 3anad. lIpensiokeHHBIH aBTOPOM
MOJX0/1, OCHOBAHHBIN HA CO3JaHUM COCAUHECHUH, MTOJBEPTAOIINXCS HAPABICHHOU
TKaHecTeIUpUIHOMI dbepmMeHTaTUBHOMN WHAKTUBAIUH, MPEJCTABIISIETCS
Ype3BbIYAHHO TIEPCIEKTUBHBIM JIJII  PEIICHUs MPOOJIeMbl  CEJEKTUBHOCTHU
nevictBus. VccrnenmoBanue uMeer (yHIAaMEHTAIbHOE 3HAUYCHHUE NJIsi TMOHUMAaHUS
MEXaHU3MOB  B3aUMOJICUCTBUSI ~ HU3KOMOJIEKYJSIPHBIX  MPOTOHOGOPOB  C
OMOJIOTUYECKUMH MUIIEHIMHM M MOXET BHECTH CYIICCTBEHHBIM BKJIaJ B
pa3pab0TKy HOBBIX TOJXOJOB K JICUCHHIO NIMPOKOTO CIHEKTpa 3a00JIeBaHU,

aCCOLIMMPOBAHHBIX C MUTOXOHJIPHAIBHON AUCHYHKIMEH.

OO0mas xapakTepuCTHKA, CTPYKTYpa U oopMIiIeHHe M CCEePTALIUM.
Hucceprammonnas padota KpacHosa B.C. BbITioHEHA B TPAAUIIMOHHOM TSt
WCCJIEIOBaHU B 00J1aCTH OMOOPTraHWYECKONW XUMHH CTpYKType. PabGora coctout
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U3 CIEAYIOIIMX Pa3esioB: CIHMCOK COKpalleHUH, BBEIEHUE, 0030p JIUTEpaTyphl
(rmaBa 1), rmaBa, coaepxamiasi JE€TaJlbHOE OINKMCAHME MATEpUaJIOB M METOOB
uccienoBanus (TyaBa 2), rjaBa ¢ U3JI0KCHHEM U KOMIUIEKCHBIM OOCYKICHUEM
MOJIyYEHHBIX PE3yJIbTaToOB (TJ1aBa 3), 3aKJIIOYEHHUE, BBIBOJIbI, CIIHMCOK IIUTUPYEMOM
auteparypbl (156 HCTOYHMKOB) M NpWIOKEHUsS. WIUIFOCTpAaTUBHBIA MaTepHal
nmpeacTaBieH 2 TabmumamMu W 71 PHCYHKOM, 4YTO OOECreYrMBaeT HaIJISIHOE
MOATBEPKIEHUE U TTTyOOKOE PACKPBITHE IKCTIEPUMEHTAIBHBIX JaHHBIX.

Bo «BBenenun»  aBTOpoM yOenuTEIbHO  OOOCHOBaHAa  aKTyaJlbHOCTb
UcCleoBaHMsl, CGOPMYJIHMPOBaHBl €ro I1elb, 3aJauyd, Hay4yHas HOBHU3HA,
TEOpEeTHYECKasT M IPAaKTHYeCKash 3HAYUMOCTb. 3J€Ch HKE€ AaBTOP IIPUBOJMT
OCHOBHBIE TI0JIOKEHMSI, BBIHOCUMBIE Ha 3aIIUTY.

«O030p NIUTEPaTypbD» BBICTPOEH MO MPUHIUIY OT OOIIEr0 K YacTHOMY M
MOCJIEIOBATEIbHO PACKPBIBAET TEOPETUYECKYIO OCHOBY HccienoBanud. O030p
HAYMHAETCS C TMOJPOOHOTO PACCMOTPEHUS CTPOCHHS M OHMOIHEPreTHYECKHX
GYHKIUI MHUTOXOHJpPUN, 3/1€Ch JETAJbHO M3JI0KEHBI KIIIOUEBBIC TOJIOKEHUS
xemuocMoTrueckon teopun II. Mwutuenna u mexanu3dmbl cuHTe3a ATD B
MPOIIECCEe OKHUCIUTENHHOTO (hochopriiupoBaHusi, BKIOYas pabOTy bIXaTelIbHON
uenu u AT®-cunrassl. LleHTpanbHOE MeCTO B 0030p€ 3aHMMAeT BCECTOPOHHUMI
aHaJIN3 MUTOXOHJIPUAIBHBIX pa300UIUTeNeiH. ABTOp CUCTEMATU3UPYET CBEACHHUS O
OPUPOJHBIX  pa3o0IIUTENsIX, TAaKMX Kak TEPMOT€HMH M  KIACCHYECKHX
cuHTeTHUeckux  nportoHodopax  (2,4-munutrpodenon, CCCP,  FCCP),
paccMaTrpuBasi MCTOPUIO UX OTKPBITHUS, CTPYKTYpPHbIE OCOOEHHOCTH, MEXaHU3M
JEHCTBUS M 3BOJIOLUIO MpencTaBiIeHuit 00 ux poau. Ocoboe BHUMaHUE yNIEJICHO
TEepaneBTUYECKOMY MOTEHIMATY pa300IIuTeNel, a TaKkKe KII4YeBOil nmpobdieMe ux
IIPUMEHEHUS, CBA3aHHOM C CHCTEMHOM TOKCUYHOCTBIO M Y3KUM TEPaeBTUUECKUM
OKHOM. JTO JIOTMYHO MOJABOAUT K 0OOCHOBAHUIO 11€JIU PabOTHI, @ UMEHHO, TTOUCKY
HOBBIX, Oosiee Oe30mMacHBIX M TKaHeceuUuPUUHbIX pazodmureneit. Crenyromui
KPYTHBIN pa3/ien TiaBbl MOCBAIIEH KyMapuHaM, B 4aCTHOCTH yMOemnudepony (7-
TMAPOKCUKYMApUHYy). ABTOpPOM TMpHUBEJIEH HCUYEPHBIBAIOIIMN aHaIu3 (PU3MUKO-
XUMHUYECKUX CBOMCTB, paclpOCTPAHEHUs B MPUPOJAE U IIMPOKOrO CHEKTpa
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OMOJOTMYECKON aKTUBHOCTU 3TUX COEIMHEHUN. AKIIEHT C/ieJlaH Ha MOAYJIbHOCTH
KyMapuHOBOIO  Kapkaca, 4YTO IIO3BOJIIET  HAIPABICHHBIM  XUMHUYECKUM
Moau(dUKaIMsIM CO37AaBaTh COCIMHEHUS C 3aJaHHBIMU CBOMCTBaMHU. C MOMOIIBIO
JTAHHOTO pasjielia aBTOP TEOPETHUECKHM OOOCHOBBIBAECT BBHIOOp ymoOerudepoHa B
KayecTBe IMIaTQopMbl s JM3aifHa HOBBIX pa3o0mMTeNel B  paMKax
JICCEPTALIMOHHOTO UCCIEA0BAHUS.

JIns MOHMMaHUs MEXaHW3MOB WHAKTHBALUU UCCIEAYEMBIX COCIMHEHUU B
0030pe JeTaIbHO MPOAHAIU3UPOBAHBI (DEPMEHTATUBHBIE CUCTEMBI, OTBETCTBEHHBIE

3a MeTa00IM3M KCEHOOMOTHKOB. PacCMOTpPEHBI CTPYKTypa, MEXaHU3M JCUCTBUS,

TKaHecneupuIHas JIOKaIN3alus u cyOcTpaTHas cnenu@UIHOCTb
aNbJICTUIICTUPOTCHA3,  KapOOKCWJIdCTEpa3 M TIyTaTHOH-S-TpaHcdepas.
OTtaenbHbIE 0Ipa3/eibl MOCBSIICHBI UHTHOUTOpaM ALDH?2 u

kapOokcwiacTepasbl 1. Kpome Toro, ocBemieHbl 00IMe MPUHIMIB XUMUYECKOU
MOAM(PUKALIMM KCEHOOMOTUKOB U (yHIAMEHTaldbHas poOJib TIJIyTaTHOHA B
KJIETOYHOW JETOKCHKAllMM. JTa 4acTh 0030pa MperoCTaBiIsieT HEOOXOAMMBIN
WHCTPYMEHTApUN Uil HMHTEpPHIPETAaluu  IKCIEPUMEHTAJIbHBIX JaHHBIX IO
TKaHecneu(pUIHOMY UCUE3HOBEHUIO OMOJIOTMUYECKON aKTUBHOCTH.

3aBepiiaromiasi 4acTh JUTEpPATypHOro o030pa BKJIKOYAET  paselibl,
MOCBSILIEHHBIE KOHKPETHBIM KJIACCaM COEIMHEHM, KOTOpPbIE TAKXKE M3ydaJucCh B
pabore: ¢uyasuHamMy W TPOU3BOAHBIM aHWIMHOTHOGeHa. WX paccmoTpenue
BKJIIOYAET JaHHbIE O MEXaHHU3ME JACUCTBUS, MEeTabOIM3Me U paHee OMHCAHHBIX
ClIy4asiX ~ BPEMEHHOHM, CaMOKYMHUPYIOIICHCS  pa3o0miaronieii  aKTUBHOCTH
COCIMHEHUM.

I'maBa «Marepuanbl U METObD» BBIIIOJHEHA HAa BBICOKOM METOAMYECKOM
YPOBHE U JEMOHCTPUPYET MEKIUCIMUILUIMHAPHBIN Xapaktep paboThl. [leTanbHo u
KOPPEKTHO  OMHCAaHbl  COBPEMEHHbIE  METOJbl ~ OPraHMYECKOr0  CHHTE3a,
WCITIOJIb30BAHHBIE JIJIS1 TIOJYYEHUSI HOBBIX COCAMHEHUH, BKIIOUYask CIOXKHBIE d(PUPbI
ymbemmdepon-3-kapOOHOBOH U -4-yKCYCHOU KHCIIOT, UX CTPYKTYPHBIEC aHAJIOTH U
POU3BOIHbIE aHUIMHOTHO(EHA. [IprBeAeHbI METOIBI OUUCTKH U UACHTU(DUKALIH
cuntesupoBanHbix  coequHenunit  (TCX, AMP, B3IXX-MC). Kommneke
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Ono(u3znYecKux METOA0B (perucrpaiusi MEeMOPaHHOTO MOTEHIIMAaIa MUTOXOHIPUI
npu noMomu cadppanuHa O, nossiporpaduueckoe HU3MEpeHHe MoTpedIeHus
KHCIIOpOJa, Ha0yXaHWE€ MUTOXOHAPUM, MCCIEIOBAaHUA HA HCKYCCTBEHHBIX
OUMCIIONHBIX JIMIUIHBIX MEMOpaHax) IMO3BOJSIET BCECTOPOHHE OXapaKTEpU30BAThH
IpPOTOHO(GOPHYIO aKTUBHOCTb. JIIs W3y4yeHHs] MEXaHU3MOB WHAKTUBAILlUU
NPUMEHEH IIMPOKUN CHEKTP OMOXUMHUYECKHMX M aHAJIUTHYECKUX IOJXO0JIOB,
Biimovast metonbl TCX, kammmsipHoro snektpodopesa, BOXX-MC, apdpunnas
xpoMarorpadusi, reiab-QpuiabTpanus, 37IeKTpoPope3 B MOJUAKPUIAMUIHOM TIele,
MPOTEOMHBIN aHAIN3 U MOJICKYJISIpPHBIA JOKUHT. CTaHAapTU3UPOBAHHAS METOJIMKA
BBIJICJICHUSI MUTOXOHAPUMA TICUCHH, cepllla U TMo4YeK Kpeic JuHuM Wistar
o0OecrieynBaeT  BOCHPOU3BOJMMOCTh M JOCTOBEPHOCTh  OHMOJOTHYECKUX
DKCIIEPUMEHTOB.

I'maBa «Pe3ynbTaTel W 0OCYXIEHHE» JJOTUYECKU CTPYKTypHpOBaHa M
COJIEP)KUT  TIOJIHOE  W3JIOKEHUE  OPUTMHAJIBHBIX  pE3yJbTaToB.  ABTOD
MOCJIEAOBATEIbHO TMPEACTABISECT JAHHBIE II0 CHUHTE3Y HOBBIX COEIUHEHUH,
JIETaIbHO MCCIENYEeT MX Pa300IIAIONIyl0 aKTUBHOCTb M OTKPBITHIA ()EHOMEH €€
CIIOHTAHHOTO TKaHecHenu(pUIHOro ucue3HoBeHus. LleHTpaabHOE MECTO 3aHUMAaeT
CKpYMyJIE3HOE M3YUEHUE MEXAHU3MOB MHAKTHBALMU COEAMHEHMI. B 3TOM ciyuae
aBTOp ONpPOBEpPraeT NepBOHAYAIbHYIO TUNoTe3y 00 yyactuu ALDH2 u npuBoaut
JI0OKa3aTeIbCTBO KiIroueBOM posm KapOokcuiacrepassl 1 (CES1) B rumponmse
s¢upoB ymOemndpepoHa B MUTOXOHJPUSIX MEeUEeHU. BaKHBIM caMOCTOATEIbHBIM
pe3ynbTaTOM SBISIETCST OOHapykeHue HoBoro kiacca unruobutopoB CES Ha
OCHOBE TPOU3BOJHBIX YyMOeTupepoH-4-rInoKcaneBod KUCIOThL. OTaenbHBIN
paszen MOCBSIIEH YCTaHOBJICHUIO aNbTEPHATUBHOTO, [JIyTaTUOH-S-
TpaHchepa3HOTo MeXaHW3Ma WHAKTUBAIMY Ui iyasuHaMa U aHWIHHOTHO(EHOB.
B rnaBe mnpoBoauTCS TIyOOKHMII aHaIM3 B3aUMOCBS3U «CTPYKTypa-CBONCTBOY,
UCCJIeNyeTCsl BIUSHUE JJIMHBI U Pa3BETBICHHOCTU AJIKWUJIBHOM LIETH, MOJIOKEHUS
3aMECTHUTEISI U MOTU(DUKAITUN KITFOUEBBIX (DYHKIIMOHAIBHBIX TPYIIT HA aKTUBHOCTh
U MeTaboJIMYecKyl0 CTaOUIIBHOCTh coequHeHud. Bce BBIBOIBI yOEAUTENHHO
apryMEHTUPOBAaHbI SKCIIEPUMEHTAIIBHBIMU TAHHBIMHU.
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«3aKIII0UYCHUE» U ((BI)IBOI[I)I» aJCKBAaTHO OTpaXKar0T COACPIKaHHC
AUCCCpTauu, JJAKOHNYHO CYMMHUPYI OCHOBHBIC HAYYHBIC PC3YJIbLTATHI.

Crmmcok JIUTCPATyphbl BKIIIOYACT COBPECMCHHBIC MCTOYHHUKH, OKOJIO TPCTH N3
HHUX — 39TO CTAaTbH HC CTapHic 5 ner. Pabora Oq)OpMJ'IeHa B COOTBCTCTBHH C
NpCabABISICMBIMU Tp€6OBaHI/I$IMI/I, TCKCT OTJIIMYACTCA SACHOCTBIO M JOTMYHOCTBIO

HN3JI0KCHUA.

CreneHb /10CTOBEPHOCTH Pe3yJbTATOB HCCIEI0BAHMA, IMOJIOKEHHUH M
3aKJII0YCHUSI.

JIOCTOBEPHOCTh ~ HAY4YHBIX  PE3YyJbTAaTOB, TIOJOXKEHHII U  BBIBOJOB,
MpECTaBICHHBIX B AuccepTanmoHHol padbore Kpacnora B.C., oGecrneunBaetcs
TIIyOOKOM TEOPETHUECKOM MPOPaOOTKOM TEMbI, JOTUYECKH BHIBEPEHHBIM JU3aHHOM
AKCIEPUMEHTAILHOTO HCCIEIOBaHUS U TMPUMEHEHUEM IIMPOKOTO CHEKTpa
COBPEMEHHBIX B3aUMOJIOMOJIHSIONIUX METOJ0B, AaJEKBAaTHBIX MOCTABJICHHBIM
3a/1a4am.

ABTOPOM TIPUMEHEH KOMIUICKCHBIM  MEXIUCIUIUIMHAPHBIA  TOAXO/I,
COYCTAIONIMNA METOJBl OpPraHWYECKOro CHHTE3a, OMOPU3UKH, OHOXUMHUHM U
MOJIEKYJIIPDHOTO ~ MOJENUpoBaHus. Bce  CUHTE3UpOBaHHBIE  COCIMHEHUS
OXapaKTEepU30BaHbl COBPEMEHHBIMH (UBUKO-XUMHUUYECKUMHU MeTonamu (SMP,
BOXXX-MC), rapanThpyOIMMU KOPPEKTHOCTh YCTAaHOBJIEHUS UX CTPYKTYPHI U
YUCTOTHI.  buodusnueckue  uccienoBaHusT  MNPOTOHOGOPHOM  AKTUBHOCTHU
MPOBEJEHb Ha B3aMMOJIOINOJIHSAIOMIMX MOJEIbHBIX CHUCTEMAaX, MPEICTAaBICHHBIX
WUCKYCCTBEHHBIMU  OWCIIOWHBIMH  JUOUAHBIME ~ MeMOpanamu  (BJIM) wu
W30JIUPOBAHHBIMM ~ MUTOXOHJIPUSMHM  TI€YEHU, CepAala W IOYEK  KPBIC.
Hcnonp3oBaHne CTaHIAPTU30BAHHBIX, MOJAPOOHO OIMKCAHHBIX B TJIaBe 2 METO/HK
BBIJICJICHUS MUTOXOHJAPUM W M3MEPEHUS KJIIOUEBBIX MapaMeTpoB (MEMOpaHHOTO
noteHuana ¢ cappanuHom O, CKOPOCTH AbIXaHWs, HaOyxaHMs) oOecreurBaeT
BBICOKYIO BOCITPOM3BOJIUMOCTh U COMIOCTABUMOCTD PE3YJIbTATOB.

JIOCTOBEPHOCTh ~ KJIFOYEBBIX  BBIBOJIOB,  KAacCalIIMXCS  MEXaHU3MOB

TKaHeCTIeITUDUIHOM VHAKTUBALIUU pazo0mmTeneH, MOJTBEPKAAETCA



JTI0Ka3aTelIbCTBAMH, TOJYYEHHbIMA C TOMOIIBIO HE3aBUCUMBIX METOJUK. Tak,
dbepMeHTaTUBHBIN TUApOaN3 3GupoB ymOewmdepoHa J10Ka3aH MMapauieIbHO
meromamu TCX u BDOXX-MC. Unentuduxarus OTBETCTBEHHOTO (epMeHTa
(kapOokcuidcTepa3bl 1) OCyllIecTBIieHa Ha OCHOBE B3aUMOCOTJIACOBAHHBIX
pe3yNbTaTOB HMHTUOMTOPHOTO aHanu3a, apduHHOW XpoMaTorpaduu, Treib-
buabTpanMy, MTPOTEOMHOTO MPOGUIUPOBAHKUS W MOJICKYJSIPHOTO JOKWHTA.
['myTaTnoH-S-TpaHcdepa3Hbli  MEXaHU3M  WHaKTHUBauu  (iaya3uHamMa U
AHUITMHOTUO(GEHOB TOJTBEPXKJICH COYETaHHEM OMO(PU3NUECKUX IKCIEPUMEHTOB,
aHamu3a KonbtoraroB Metogamu TCX, BOXX-MC u kanumuwisipHOTo
anekTpodopesa, a TakKe HCIOIB30BAHUEM CIENU(PUUECKMX WHTHOUTOPOB U
cyOcTparToB.

Penpe3eHTaTUBHOCTh IKCIIEPUMEHTAIBLHOTO MaTepuania U 00OCHOBAHHOCTH
BBIBOJIOB MOATBEPKAAIOTCS YETKON BOCITPOU3BOJIUMOCThI0 KUHETHYECKUX KPUBBIX
Ha MPEJCTaBICHHBIX Ipadukax. B coydae ycTaHOBJICHUS KIIFOYEBBIX 3aBUCUMOCTEN
(Hampumep, «CTPYKTYpa-aKTUBHOCTB») CIEAYyeT OTMETHTh CHCTEMAaTHUYeCKOe
W3yUYCHUE cepuit TOMOJIOTUYHBIX COEMHEHUM u PUMEHECHHUE
B3aMMOJIOTIOJIHSIIOIIUX METOIUK.

CdopmynupoBaHHbIE aBTOPOM BBIBOJbI PA0OThl KPUTHUUECKH OCMBICIICHBI,
JIOTUYECKW BBITEKAIOT U3 TMPEACTABICHHOIO MAacCHMBa JKCIEPUMEHTATbHBIX
JaHHBIX. TeopeTHdecKhe MOJIOKEHHUS, BBIHECCHHBbIE Ha 3allUTy, HaxXOHISITCS B
KOHCTPYKTUBHOM COOTHOIIIEHWH C COBPEMEHHBIMH HAyYHBIMHU TPEJICTABICHUSIMU,
YTO OTPAKEHO B 0030pe JIUTEPATyPhl U IETATLHOM O0CYKJICHUH PE3YIHTATOB.

Pe3ynbTaThl  AMCCEPTAlMOHHOIO  MCCIEAOBAaHUS MPOUUIM  YCHEUIHYIO
anpoOaIio U MpU3HaAHbl HAYYHBIM c0001IeCTBOM. OCHOBHBIE MOJIOKEHUS PAOOThHI
MPEACTaBICHBl Ha 4 POCCHMCKUX ©  MEXKIYHAPOJHBIX  KOH(EPEHIMSIX.
JIOCTOBEpHOCT, M HOBHM3HA PE3yJbTAaTOB MOATBEPKACHBI S5 MyOIUKAIUSIMHU B
BBICOKOPEUTUHTOBBIX MEXIyHApOIHBIX xypHanax (Q1), uHaekcupyeMbIx B 6azax

nanaeix Web of Science u Scopus.



Hayuynass HoOBM3Ha, TeopeTHMYecKasi M TMPAKTH4YeCKasd LEHHOCTH
HCCJIeI0BAHMS.

Huccepraunonnoe uccinenoanue KpacHosa B.C. BHOCUT 3HaYMMBIil BKJIaJ
B pa3BUTHE OMOOPTraHWYECKOW XHMMHUU M MHTOXOHJIpUAIBHOU (hapMaKoIOTUH.
ABTOpOM BIIEpBBIE CHHTE3UPOBAH M BCECTOPOHHE OXapaKTepHU30BaH HOBBIM Kiacc
BBICOKOAKTHUBHBIX pa300IuTeNiell Ha OCHOBE alKMIBHBIX 3QUpoB ymOemdepon-
3-kapOOHOBOM M -4-yKCYCHOM KHCJOT, YTO CYIIECTBEHHO pAacIIUPSET apCeHal
W3BECTHBIX TPOTOHO(DOPOB M YTBEP)KIACT KyMApWHOBHIH KapKac B KadeCTBE
NEPCIEKTUBHON CTPYKTYPHON OCHOBBI. BakHEMIIMM OTKpPBITHEM aBTOpa CTaJo
OOHapy’>KeHHE YHUKAIBHOTO (DEHOMEHa CIIOHTAHHOTO MCYE3HOBEHUS aKTHUBHOCTH
ITUX COCAMHEHUH B MUTOXOHIPHSX IEYEHHU, YTO JICTJIO B OCHOBY JIE€TaJhHOTO
MCCJIEIOBAHMSI MEXAHU3MOB TKaHeCTIEIM(UYHOCTH. ABTOPOM HE TOJIbKO JOKa3aHa
dbepMeHTaTUBHAS TPUPOJA THIAPOJIW3a KaK NPUYUHBI HWHAKTUBAIMHM, HO W
UACHTU(DUITMPOBAH KOHKPETHBIM OTBETCTBEHHBIN (DepMeHT (KapOOoKcHiIdcTepasa
1). OtnenbHBIM BaXHBIM JOCTHUKEHUEM SIBIISIETCS OTKPBITHE HOBOTO KJjacca
MOIIHBIX ~ WHTHOUTOPOB  KAapOOKCHIIICTEpa3 Ha  OCHOBE  MPOM3BOJHBIX
ymoemudepoH-4-rimokcaneBo  Kuciotel.  [lapamnensHoe — MccienoBaHue
W3BECTHBIX Ppa300IIUTENe WHOW CTPYKTyphl, a WMeHHO, (iyasuHama u
AaHWIMHOTHO(GEHOB,  BIEPBbIC  MPUBEIO K  YCTAHOBJICHUIO  JUII  HUX
QIbTEPHATUBHOTO, TJIyTaTUOH-S-TpaHcepasHOro MexXaHW3Ma HWHAKTHBAIUH,
TaKke o0Jafarolero TKaHeBOW creuuuyHocThio. Takum oOpazomM, pabota
BIICPBBIE  YCTAHABIMBA€T W  MCCIENYET  YHUBEPCAJIbHBIA  MPUHITUT
MEeTa0O0JIMYECKOTO KOHTPOJIS MPOIOJDKUTEILHOCTH ACHCTBUS MUTOXOHAPUATBHBIX
pazo0muTenei, 4To sABiseTcs ee 6e3yciIoBHONM PyHIaMEeHTaIbHON HOBU3HOM.

Teopernyeckas 3HAUMMOCTh JHMCCEPTAIMN 3aKIIIOYAETCS B CYIIECTBEHHOM
pacmpeHnr (pyHIaMEHTAIbHBIX MPEICTABIICHUNA Ha CTHIKE HECKOIBKHUX HAyYHBIX
aucuumuinH. Tak, paboTa BHOCHUT BKJIaJ B XUMHIO U OHMOPU3MKY, YIITyOssis
MOHUMAHUE B3aMMOCBS3M MEXKIYy TOHKHUMH CTPYKTYPHBIMH OCOOEHHOCTSIMU
HU3KOMOJIEKYJISIPHBIX JIMTAHJ0B (HaJMuMe CBOOOIHOM TMIPOKCUTPYIIIbI, IJTUHA U
Pa3BETBICHHOCTh QJKWJIBHOTO XBOCTa, Npupoaa OdPUPHOM CBA3M) W WX
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NPOTOHO(POPHON  AKTUBHOCTHIO, JIMMIODUIBHOCTBIO M MOJBEPKEHHOCTHIO
dbepMeHTaTUBHOMY ruAponu3y. B oOmactu OHOXMMHUM U DH3UMOJIOTHH
WCCJICIOBAHNE J1a€T HOBBIC 3HAHUS O CHEIU(DUIHOCTH B3aMMOJICHCTBHS CIIOKHBIX
3QUPOB C MUTOXOHAPUATBLHBIMU (OpMaMU KapOOKCHIAICTEpA3 U TIYyTaTHOH-S-
TpaHcdepas, a TaKKe JIEMOHCTPHPYET BO3MOKHOCTh TOHKOTO YIIPaBICHUS
CKOPOCTBIO MeTaboin3Ma KCeHOOMOTHKOB uepe3 crepuueckue Moaudukanuu. Ha
MO B3IJIsA]l, HanOoJIee BaKHBIM TEOPETUUECKUM UTOTOM SIBIISIETCS (POPMUPOBAHUE
KOHIENTYAJIbHOM ~ OCHOBBI  JJII  HANpPaBJICHHOTO  JW3alHA  «MSTKHX»
MHUTOXOHJIPUAIbHO-HAIIPABJIEHHBIX COCAWHEHUN, AaKTUBHOCTH KOTOPBIX MOXKET
OBITh 3aMpPOrpaMMHPOBAaHA Ha HEKOTOPOE «CaMOOTPAaHUYECHHE) 3a CUET BKIFOUCHUS
B UX CTPYKTypy MeTa0O0JIMYECKH JaOWIbHBIX JJIEMEHTOB, PAaCMO3HABAEMBIX
dbepMeHTaMU KOHKPETHBIX TKaHEH.

[IpakTnueckas LIEHHOCTh HCCIICIOBAHUS BBITEKAET u3 €ro
byHIaMEHTAIBHBIX Pe3yabTaToB. PaboTa OTKpHIBAECT peasibHbI MyTh K CO3/IAHUIO
HOBOTO MOKOJIEHUSI O€30TMaCHBIX JICKAPCTBEHHBIX CPEICTB ISl TEPANTUU IHUPOKOTO
crekTpa 3a00JeBaHU, ACCOLUMHUPOBAHHBIX C HAPYLIEHUEM DSHEPreTUYECKOTO
MeTaboirM3mMa M MUTOXOHAPUAIBHOW IuUCPyHKIMEH. DT0 W MeTabOIUYeCKUn
CUHIPOM,  OXHPEHHUE,  HEAIKOTOJbHAs  JKUpoBas  OOJIe3Hb  TICUCHH,
HeWpoJeTeHEpaTUBHBIE M OHKOJIOTHYecKHe 3abosieBaHus. IIpeayiokeHHbIA B
paboTe TMOAXOJ TO3BOJSET TMPEOJOJIETh TJaBHOE TMPENSITCTBUE HA TMYTU
KIIMHUYECKOTO TPUMEHEHHSI pa3oOIIuTeNield, CBA3aHHOE C Y3KHM JUANa30HOM
TEepaneBTUYECKON KOHIEHTpanuu. [loMydeHHBI TAaTeHT Ha W300peTeHUe
MOATBEP)KIAET TEXHUUYECKYI0 pealn3yeMocTh paspaborok. Kpome mpsmoro
(hapMaKoJIOrH4ecKoro MIPUMEHEHHS, CUHTE3UPOBAHHbBIC COEIMHEHUS
MPEACTABIAIOT COOOW TIICHHBIM HMHCTpYMEHTapuil uisi  (yHIaMEHTAIbHBIX

UCCIIeIOBAaHUM B OMOHEPreTUKe, OMOXUMHUHU U TOKCUKOJIOTHH.

CooTBercTBHE coAep:kaHus Auccepranuu U apTopedepara. Coaepxxanue

aBTope(bepaTa IMOJHOCTBIO OTpPaXKa€T OCHOBHOC COJCPIKAHHC HHCCCpTaHHOHHOﬁ



pabotel. B aBTOopedepare yeTko chopmysuMpoBaHbI 1I€Nb, 3aJa4d, OCHOBHbBIE

IMOJIOKCHMA, BBIHOCUMBIC Ha 3alllUTy, U BBIBOIBI pa6OTI>I.

Bomnpocel k padore 1 KpUTHYECKHE 3aMeYaHUs.
HecMoTpst Ha 0€3yCI0BHO BBICOKHI YPOBEHb BBIIOIHEHHOW pabOThI, MOKHO

BBICKAa3aTh HCCKOJILKO BOIIPOCOB U 3aMEYaHui.

Bomnpocsr:

1. IIpoTeomHbI!i aHaNW3, BBISBUBIIMNA Hanuuue pasznudHbix uzodopm CES B
MaTpUKCE MUTOXOHAPUN TICUCHH, TIPEJICTaBIeH B paboTe HECKOJIbKO
dbparmentapuo. He 1m0 koHIma scHo, kakas HMMEHHO u3odopma (WU HX
KOMOUWHAIIWs) SIBJISIETCS. OCHOBHOM, OTBETCTBEHHOM 3a TUPOJIU3 U3YUCHHBIX
a¢upoB ymoOemmudpepona. TpeOyrOT M pa3Hble MPOU3BOJHBIE IJII CBOETO
ruaponnsa pazueix uzopopm CES?

2. Bama pabora in vitro J0Ka3bIBaeT, YTO TUAPOJIU3 B MEUYEHU OIMOCPEIOBaH
CES. Oxnako in vivo KCeHOOMOTUKH MOABEPraroTcs AEHCTBUIO 1IEJIOT0 psifa
scTepa3 (B IJIa3ME€ KpPOBH, B SHJIOIJIA3MAaTHYECKOM  PETHKYIYME
renaTronuToB U Jp.). Hackonbko, 1o Baliell rUroTe3e, BBHISIBICHHBIM BaMu
MUTOXOHJAPUAIIBHBIA TyTh HMHAKTUBAIMU OyJEeT KOHKYPHUPOBATh C ITHUMH
JIPYTUMHU TMyTsAMH MeTabonu3ma in vivo? MoxeT U 3TO TPUBECTH K
CUTyalldd, KOTJa 1in ViIvO TKaHeCnenu(pUUHOCTh OKaXEeTCs MeHee
BBIPAKEHHOM, YEM B SKCIIEPUMEHTAX Ha U30JIMPOBAHHBIX MUTOXOHAPUSIX?

3. B pabore moka3zaHbl JBa MPUHIUNHAIGHO PA3HBIX MEXaHU3Ma
TKaHecenM(UUHON WHAKTUBAIMU. OTO THAPOJIUTHYECKUM B Ciydae
KyMapuHOB U IMyTe€M KOHBIOTallMu B ciydae ¢iayasuHama/TuopeHon. C
TOYKU 3pEHHS au3aiiHa OyAyIIMX JIEKAPCTB, KaKOW M3 ATUX MEXAHU3MOB
npexacrasisgercss Bam Oonee mnpeackasyembiM U yrpaBisieMbiM? KakoBbl

MNOTCHIOUAJIbHBIC IPCUMYIIICCTBA U PUCKU KAKIOT'O HOI[XOI[a?



3ameuanus:

1. Cnenyer oOpaTuTh BHUMaHHE Ha O(OpMIICHHE JIUTEPATypHOTO 0030pa Ha
cTpaHumax 16-25 nguccepraumu. Jlns NOBBIIEHUS — aKaJEeMUYECKON
CTPOTOCTH PabOTHI OBLIO OBbI Ieeco00pa3Ho 0oJiee MOJHO CHAOAUTH ATOT
pasnen OubnuorpauYecKMMU CChUIKAMHU. JTO KacaeTcsi KaK TEKCTOBOM
yacTH, M3JIaraionie  oOmeOMOXMMUYECKHUE  TOJIOKEHHUsA, Tak M|
WJUTFOCTPATUBHBIX MATEPHUAIIOB.

2. B pazzerne, MOCBSIIEHHOM MaTepuaiaM U MetojaM (ctp. 12 muccepraium),
yKa3aHo, 4TO JJI1 U3Y4YeHUsI TPOTOHOPOPHON aKTUBHOCTH HCIOJIB30BAIIUCH,
B TOM YHCJIIE, UCCIEAOBaHMS Ha JIMIIOcoMax («BbIpaBHUBaHUE TpagueHTa pH
Ha Jmnocomax»). OOHAKO B H3JIOKEHUU pE3yJbTaTOB COOCTBEHHOTO
MCCIIEIOBAHUSI TAHHBIE SKCIIEPUMEHTOB C JIMIIOCOMAMH OTCYTCTBYIOT.

3. PaGota neMOHCTpHpPYET BBICOKYIO Kay€CTBEHHYIO BOCIPOU3BOJAUMOCTD
HKCIIEPUMEHTOB, YTO OYEBHJHO IO YETKOCTH M COINIACOBAHHOCTHU
MpEACTaBICHHBIX TpadukoB u XpomatorpamMM. OJHaKO B  TEKCTE
OTCYTCTBYET SIBHOE ONHMCAHKME TOTr'0, Kak 00eCIeunBaiach U OIlEHUBAJIach 3Ta
BOCHPOU3BOJMMOCTh Ha KOJIMYECTBEHHOM YpoBHe. Her ykazanuii Ha
KOJIMYECTBO HE3aBUCHUMBIX TOBTOPHOCTEM HSKCHEPUMEHTOB (n), He
NPUMEHSIOTCS (POpMabHbIE METO/IbI CTATUCTUYECKOTO aHajIu3a (Hampumep,

OIICHKA 3HAYUMOCTH PA3JIHUUN ).

Bmecre ¢ TeMm, yKazaHHblE 3aMEyaHHs HE YMaJSAIOT 3HAYUMOCTHU
JUCCEPTAlMOHHOTO  HccienoBanud. Jluccepramust oTBeyaeT TpPeOOBAHUAM,
YCTaHOBJIEHHBIM MOCKOBCKHM T'OCYJapCTBEHHBIM YHUBEPCUTETOM HMMeHu M.B.
JlomoHocoBa k paboram mnomobHoro poxaa. CoxepxaHue AMcCCepTaLUU
COOTBETCTBYET crnenuainbHocTd 1.4.9. buoopranndeckass Xumus (0 XUMUYECKUM
HayKaM), a TaKXe KpuTepusiM, ompeaeleHHbiM mn. 2.1-2.5 Tlomoxenus o
MIPUCYKJICHUU YUEHBIX CcTeleHEN B MOCKOBCKOM IOCYIapCTBEHHOM YHHBEPCUTETE
umenn M.B. JlomoHnocoBa. JluccepranimoHHOE HccheAoBaHUE O(OPMIICHO

CorJjiIaCHO Tpe6OBaHI/I}IM IlomoxxeHust o0 coBeTe II0 3alIuTe ,Z[I/ICCCpTaHI/Iﬁ Ha

10



COMCKaHUE YYEHOW CTENEeHM KaHJuJaTa HayK, Ha COMCKaHHWE YYEHOW CTENeHH
JIOKTOpa HayK MOCKOBCKOIO TOCYJapCTBEHHOIO YyHHUBepcuTeTra umenun M.B.

JlomoHOCOBA.

Takum o6pazom, couckatenb KpacHoB Brnagumup CepreeBud 3acity’KUBaeT
MPUCYKJACHUSI YUYEHON CTENEeHU KaHAWAAaTa XUMMUYECKUX HAyK MO CIEIUaTbHOCTH

1.4.9. buoopranuueckas XuMusl.

OdurmanbHbIi ONMOHEHT:
JIOKTOp OWOJIOTMYECKUX HayK, JOLEHT, mnpodeccop Kkadeapsl OHOXUMUH,
KJIETOYHOM OHOJIOTMM W MHUKPOOHOJIOTHH, WMHCTUTYT €CTECTBEHHBIX HayK H

dapmanuu GPI'BOY BO «Mapuiickuii rocyJapCTBEHHbI YHUBEPCUTET

Jyounun Muxaun BacunbeBuu

21.01.2026.

CrneunanbHOCTh, 1O  KOTOPOM  O(QUUMAIBHBIM  ONIIOHEHTOM  3allMIlIEHa
JIUCCEepTaLUS:

1.5.22. Knerouynas Omosorus

Anpec mecTa paboThI:
424000, Pecriybnrka Mapwuit 91, T. I7IOH1Kap-Ona, . Jlenuna, a. 1, Mapulickuii
rOCyJapCTBEHHBIA YHUBEPCUTET, IHCTUTYT €CTECTBEHHBIX HAayK U (hapMaiuu

e-mail: dubinin_mv@marsu.ru
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