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OQHIIJ;Ha.JihHoro orrrroHeHTa Ill;eKOTHXHHa AH.npex EroposHqa 

Ha .[(Hccepmu;HoHHYJO pa6oTy Eenorna3KHHOH AHacmcHH AneKcaH.npoBHhi 

«HOBbie HH3KOMOJieKyAApHbie HHrH6HTOphi 6eJIOK-6eJIKOBOfO B3aHMO.[(eHCTBHX p53-MDM2 Ha 

OCHOBe .[(HCIIHpOHH.[(OJIHHOHOB» 

no crreu;Ha.JihHOCTH 02.00.03 - OpraHHqecKax XHMHX 

AKryaJILHOCTh TeMLI pa6oTLI. IToHCK OIITHMa.JihHhiX crroco6oB rroBhiiiiemur 3<P<PeKTHBHOCTH 

JieqeHHX OHKOJIOfHqeCKHX 3a6oJieBaHHH IIpH IIOMOIIJ;H .[(OCTYJIHhiX H 6e30IIaCHhiX 

JieKapCTBeHHhiX rrperrapaTOB XBMeTCX Ba)KHOH COBpeMeHHOH 3a.[(aqeif. KrreTOqHhiH 6eJIOK p53 

rrpe.ncTaBnxeT co6oH: orryxoneBhiH cyrrpeccop, HrpruomHH: Ba)KH}'IO ponh B )KH3HeHHOM IJ;HKJie 

KJieTKH H ee arrorrTo3e, a 6enoK MDM2 crroco6eH CBX3hiBaThCX c HHM H BhiiiOJIHXTh 

perynxTOpHYJO <PYHKIJ;HIO. B paMKax pa6oThi A.A. Eenorna3KHHOH 6hiJI rrpe.nno)KeH rro.nxo.n K 

peiiieHHIO BhiiiieYKa3aHHOH rrpo6neMhl, 3aKJIIQqaJOIIJ;HHCX B 6JIOKHpOBaHHH B3aHMO.[(eHCTBHX 

3THX .[(Byx 6eJIKOB rryTeM BCTpaHBaHHX MOJieKyJihl HHrH6HTOpa, HMeiOIIJ;erO )KeCTKHH 

CTPYKTYPHhiH KapKac, B m.npo<Po6HhiH KapMaH 6enKa MDM2, scne.ncTBHe qero 

BhiCBo6o)K.[(aiOIIJ;HHCX p53 aKTHBHpyeT rrpou;ecc pa3pyiiieHHX orryxonH. CTpaTerHx CHHTe3a 

KOH<PopMaiJ;HOHHO-)KeCTKHX HHrH6HTOpOB p53-MDM2 XBMeTCX aKTYa.JihHOH, rrepcrreKTHBHOH H 

BOCTpe60BaHHOH B 06JiaCTH opraHHqeCKOH H Me.[(HIJ;HHCKOH XHMHH. 

06IIJ,aH CTpyKrypa pa60Thl. ,[(HCCepTaiJ;HX COCTOHT H3 IIXTH pa3.[(eJIOB: BBe.[(eHHX, 0630pa 

JIHTepaTyphi Ha TeMy «CIIOC06hi IIOJiyqeHHX H IIpHMeHeHHe CIIHpOOKCHH.[(OJIOB», o6cy)K.[(eHHX 

pe3yJihTaTOB, BhiBO.[(OB H CIIHCKa IJ;HTHpyeMOH JIHTepaTyphi. Pa6oTa H3JIO)KeHa Ha 186 

CTpaHHIJ;ax TeKCTa H BKJIIOqaeT 27 pHCYHKOB, 16 Ta6JIHIJ; H CIIHCOK IJ;HTHpyeMOH JIHTepaTyphi H3 

148 HaHMeHO:SaHHH. 

B o61ope JIHTeparypLI B rrepsoH: qacTH rro.npo6Ho o6cy)K.[(aeTcx MexaHH3M p53-MDM2 

B3aHMO.[(eHCTBHX, paCCMaTpHBaiOTCX CHHTeTHqeCKHe IIO.[(XO.[(hl K C03.[(aHHIO HHrH6HTOpOB 3TOfO 

B3aHMO.[(eHCTBHX; BTOpax qaCTh 0630pa JIHTepaTyphi IIOCBXIIJ;eHa MeTO.[(aM IIOJiyqeHHX 

CIIHpOOKCHH.[(OJIOB KaK B aXHpa.JihHOM, TaK H 3HaHTHOCeJieKTHBHOM BapHaHTe. 0630p 

3asepiiiaeTcx KpaTKHM pe3IOMHpoBaHHeM H o6o6meHHeM paccMoTpeHHhiX MeTo.nos c yKa3aHHeM 

HaH6onee rrepcrreKTHBHhiX HarrpaBJieHHH IIOHCKa HHrH6HTOpOB p53-MDM2 B3aHMO.[(eHCTBHX H 

3<P<PeKTHBHhiX IIO.[(XO.[(OB K CHHTe3y CIIHpOHH.[(OJIHHOHOBhiX CHCTeM. 



HOBH3Ha npOBC,li;CHHbiX HCCJIC,IJ;OBaHHH H llOJIYqeHHhiX pe3yJILTaTOB COCTOHT B TOM, qTO 

aBTOpOM BIIepBbie 6hiJIH pa3pa6oTaHbi H OIITHMH3HpOBaHbi MeTO,IJ;bl IIOJiyqeHH5I 

,ll;HCIIHpOHH)J;OJIHHOHOB pa3JIHqHbiX CTP)'KTypHbiX THIIOB, rrpose,n;eHO HCCJie,IJ;OBaHHe in vitro HX 

I.J;HTOTOKCHqHOCTH H 3KcrrepHMeHTbi no ycTaHOBJieHHIO MexaHH3Ma .n;e:HcTBH5I. B Ka)I(,IJ;OM H3 

IIOJiyqeHHbiX KJiaCCOB ,IJ;HCIIHpOIIpOH3BO,ll;HbiX 06Hapy)l(eHbi COe,IJ;.HHeHH5I, CIIOC06Hbie 

HHfH6HpOBaTb OIIyxOJieBbie KJieTKH pa3JIH~Of0 fHCTereHe3a, BKJIJOqa5J: JIHHHH C 

aKTHBHposaHHbiMH MexaHH3MaMH pe3HCTeHTHOCTH. ITonyqeHhi .n;aHHhie o CB5!3H cTpyKTypa­

aKTHBHOCTh, OI.J;eHeHO BJIH5IHHe 3aMeCTHTeJieH H OT,IJ;eJibHbiX CTpyKTypHbiX Q:>parMeHTOB 

,IJ;HCIIHpOIIpOH3BO)J;HbiX Ha aHTHIIpOJIH<pepaTHBHyiO aKTHBHOCTb. 

CTeneub o6ocuosauuocTu u ,LJ;OCTOBepuocTu uay-.uLIX noJio:iiCeuuii, BhiBO,IJ;OB, 

peKoMeu,LJ;aQuii u JaKmo-.euuii. Pa6oTa rrpouma ycrreiiiHyiO arrpo6au;HIO Ha poccH:HcKHx H 

Me)I()J;YHapO,ll;HbiX KOHQ:>epeHI.J;H5IX H CHMII03HYMaX H BbiiiOJIHeHa Ha COBpeMeHHOM HayqHOM 

ypOBHe. )J;JI5I H,IJ;eHTHQ:>HKai.J;HH HOBbiX COe,IJ;HHeHHH aBTOp ycrreiiiHO IIpHMeHHJI KOMIIJieKC 

Q:>H3HKO-XHMHqecKHX MeTo,n;os aHaJIH3a: 
1
H .5IMP-crreKTPOCKOIIHIO, a TaK)I(e Macc­

crreKTpoMeTpHIO BbiCOKoro pa3peiiieHH5I H peHTreHOCTPYKTYPHhiH aHaJIH3. HaH6onee Ba)I(Hbie 

pe3yJihTaTbi HCCJie,IJ;OBaHHH orry6JIHKOBaHbi B peu;eH3HpyeMbiX pOCCHHCKHX H 3apy6e)I(HbiX 

)l(ypHanax, HH,n;eKcHpyeMbiX B 6a3e .n;aHHhiX Web of Science, Scopus H PI1HI.J; H 

peKoMeH.n;osaHHbiX ,n;HccepTau;HOHHhiM coseTOM MfY ,n;JI5I rrpe.n;cTasneHH51 MaTepHanos 

KaH.n;H.n;aTCKOH .n;HccepTau;HH. TaKHM o6pa30M, yposeHb H .n;ocTosepHOCTb rronyqeHHbiX 

pe3yJibTaTOB He Bbi3biBaiOT COMHeHHH. 

3ua-.uMOCTh peJyJILTaToB, noey-.eunhiX B pa6oTe, ,LJ;JIH uayKu u npaKTHKH. Pa6oTa 

.6enorJia3KHHOH A.A. HMeeT Ba)I(HOe HayqHoe H rrpaKTHqecKoe 3HaqeHHe, TaK KaK B paMKax 

pa6oThi 60Jibllla5I 6.H6JIHOTeKa HeH3BeCTHbiX paHee 

)J;HCIIHpOHH)J;OJIHHOHOB, HCCJie,IJ;OBaHa HX CIIOC06HOCTb HHrH6HpOBaTb IIpOJIHQ:>epai.J;HIO 

pa3JIHqHbiX JIHHHH orryxoneBbiX KJieTOK. B paMKax .n;HccepTau;HOHHOH pa6oThi TaK)I(e 6hiJIO 

IIpOBe,IJ;eHO HCCJie,IJ;OBaHHe B03MO)I(HOCTH IIOJiyqeHH5I ,IJ;HCIIHpOIIpOH3BO)J;HbiX B 3HaHTHOMepHO 

qlfcTOM BH.n;e, rrpe,n;cTaBJI5IIOII.J;ee OT,IJ;eJibHyiO CJIO)I(HyiO 3a,n;aqy. AsTopoM 6hiJIH rronyqeHhi 

)J;OCTOBepHbie 0 CHHTe3HpOBaHHbiX 

,n;HcrrHpOHH,IJ;OJIHHOHOB c HCIIOJib30BaHHeM MeTo.n;os MTT, western-blot, Hccne.n;osaHH5I 

MeXaHH3Ma arrorrTo3a H p53-aKTHBai.J;HH. B ,n;aJibHe:HIIIeM, rronyqeHHbie ,n;HcrrHpOHH,IJ;OJIHHOHbi 

MOryT 6biTb rrepcrreKTHBHbl ,IJ;JI5I HCCJie,IJ;OBaHH5I crreu;HQ:>HqeCKOH aKTHBHOCTH Ill VIVO H 

IIOCJie,IJ;yiOII.J;eH pa3pa60TKH HOBOfO IIOKOJieHH5I rrpOTHBOOIIyxoJieBbiX rrperrapaTOB. 



lly6JIHKaU.HH no TeMe pa6oThi. ITo MaTepmumM .Z:JJICcepTal(HOHHOH pa6oTbi orry6miKOBaHo 22 

rreqaTHbie pa60Tbi: 3 CTaTbH B pOCCHHCKHX H Me)l()l;yHapO.ll;HbiX HayqHbiX H3.ll;aHH51X, 

HH)J;eKcHpyeMbiX Me)l()l;yHapo.nHhiMH 6a3aMH .naHHbiX (Web of Science, Scopus) H 

peKoMeH.nosaHHbiX ,ZJ:HccepTal(HOHHbiM CoseTOM MfY, 2 rraTeHTa H 17 Te3HCOB .noKna.nos Ha 

pOCCHHCKHX H Me)l()l;YHapO.ll;HbiX HayqHbiX KOH<l>epeHI(HHX. 

TaKHM o6pa30M, Ha OCHOBaHHH aHaJIH3a TeKCTa pa60Tbl H rry6JIHKal(HH aBTOpa MO)l{HO 3ruiBHTb, 

qTo U.eJIH pa60Tbl, c<t>opMyJIHpOBaHHbie BO BBe)J;eHHH, aBTOpOM )J.OCTHrHYThl, H 

COOTBeTCTBYJOII(He HM 33)1.3~H BbiDOJIHeHbl. ITpe.ll;CTaBJieHHbie B pa6oTe uay~Hble 

noJio:tKeuuu, BhiBO.ll.hi u peKoMeH.ll.au.uu 51BIDIIOTC51 o6ocHoBaHHbiMH. AsTope<l>epaT H 

rry6JIH:Kal(HH DOJIHOCTbiO OTpa:tKaiOT CO.ll;ep)l{aHHe .ll;HCCepTal(HOHHOH pa60Tbl. 

3aMe~auuu. Pa6oTa BbiiiOJIHeHa Ha BbiCOKOM 3KcrrepHMeHTaJibHOM H TeopeTHqecKOM yposHe, 

O)J;HaKO Ha HeKOTOpbie KpHTHqeCKHe 3aMeqaHH51 CJie.nyeT o6paTHTb BHHMaHHe: 

1. B orrHcaHHH crreKTpoB 5IMP rronyqeHHbiX coe.nHHeHHH HMeeTC51 p51.ll; He.noqeTOB. ITpe)l{)J;e 

BCero, .ll;BYMepHbie CIIeKTpbi Ha pHC 7-9 He COOTBeTCTB)'IOT CTpyKType 

.ll;HCIIHpOHH.ll;OJIHHOHa 61 H 
1
H 5IMP-crreKTPY 3Toro coe.nHHeHH51 (pHc. 6). Ha 

rrpe.ll;CTaBJieHHbiX .ll;BYMepHbiX CIIeKTpax HMeeTC51 p51.ll; HeCOOTBeTCTBHH: TaK HaiipHMep He 

51CHO, qTO 3a CHrHaJibl Ha6JIIO.ll;aiOTC51 B 06JiaCTH 1-0 M . .ll;. 

2. CTpyKTypa coe.nHHeHH51 63, orrpe.neneHHrur MeTO.ll;OM PCA (pHc 1 0), He cooTBeTCTByeT 

rrpHIIHCbiBaeMOH <t>opMyJie, a TaK)l{e HH O.ll;HOH H3 CTpyKTyp ero aHaJIOrOB, 

rrpe.ll;CTaBJieHHbiX B Ta6JIHI(e 5 HJIH OIIHCaHHbiX B 3KCIIepHMeHTaJibHOH qaCTH. 

3. Ha cTp.68 yKa3aHo, qTo «cpe.nH .nsyx HaH6onee aKTHBHbiX no .naHHbiM 6HonorHqecKoro 

TeCTHposaHH51 B MTT -TecTe coe.nHHeHHH 49 H 63 B xo.ne .ll;aJibHeH:umx ymy6neHHbiX 

6HOJIOrHqeCKHX HCCJie)J;OBaHHH 6biJIO Bbi6paHO COe)J;HHeHHe 63», O.ll;HaKO 

rrpe.ll;CTaBJieHHbie B Ta6JIHI(e 6 .ll;aHHbie IIOKa3biBaiOT, qTO o6a COe.ll;HHeHH51 IIOJIHOCTbiO 

HeaKTHBHbi .ll;llil BCeX JIHHHH orryxoJieBbiX KJieTOK B KOHI(eHTpal(HH > 1 00 MKM. 

4. B pa60Te OTCYTCTB)'IOT Ba)l{Hbie CIIeKTpaJibHbie H <l>H3HKO-XHMHqeCKHe KOHCTaHTbi .ll;llil 

HOBbiX coe.nHHeHHif. TaK, B pa6oTe rroJIHOCTbiO oTcyTcTBYJOT 
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crreKTpbi, )J;aHHbie 3JieMeHTHOrO aHaJIH3a .ll;llil CHHTe3HpOBaHHbiX Bell(eCTB, O.ll;HaKO B 

3KCIIepHMeHTaJibHOH qacTH ( CTp. 101) YKa3aHbi MapKH IIpH60pOB, Ha KOTOpbiX 3TH 

Hccne.nosaHH51 rrpoBO.ll;HJIHCb. 0TcyTCTBYJOT .naHHbie o MeTo.nax B3)l{X aHaJIH3a, 

CHCTeMaX H KOJIOHKax, Ha KOTOpbiX IIOBO.ll;HJIC51 xpoMaTorpa<l>HqeCKHH aHaJIH3 H 

rrperrapaTHBHOe pa3.neneHHe CTepeOH30MepOB, a TaK)l{e cse.neHH51 0 

XpOMaTorpa<l>HqeCKOH IIO.ll;BH)l{HOCTH, .ll;aHHbie 0 qHCTOTe IIOJiyqeHHbiX IIpO.ll;yKTOB. 



5. Hccne.n;oaaHHhie 6HonorHqecKue caoiicTaa rronyqeHHhiX BellleCTB aaTop Ha3hiaaeT 

«IIHTOTOKcHqHoCTh» HJIH ,n:a)l(e «rrpoTHBoorryxorreaoii aKTHBHOCThiO». O.n;HaKo MTT-

TeCT, HCII0Jih3)'10T, rrpe)!(,n:e 

rrporrmpepaiiHIO orryxorreBhiX 

BCero, .ll:IDI HCCJie,n:OBaHH51 BJIH51HH51 BellleCTB Ha 

KJieTOK (aHTHIIpOJIH<pepaTHBH)'IO aKTHBHOCTh). IJpH 

orrHcaHHH cKpHHHHra NCI, aaTop HCIIOJih3yeT rrapa.MeTp «ICso». O.n;HaKo, B NCI .n;rr51 

oueHKH rroTeHIIHaJia BellleCTB o6hNHo HCIIOJih3)'10T TPH rrapa.MeTpa - GI5o, TGI, LC5o, 

1103TOMY He IIOH51THO KaKOM H3 rrapa.MeTpOB IIpHBe,n:eH B Ta6JIH11e 15. He51CHO, IIO KaKOMY 

napa.MeTpy oueHHBarrach aKTHBHOCTh p53- qTo 3HaqHT 4.0 to 5.0? Ha crp. 65 OTMeqeHo, 

qTo IIO.ll: ,n:eMCTBHeM TeCTHpyeMOrO BellleCTBa Ha6JIIO.D:aJIOCh yaerrHqeHHe «3KCIIpeCCHH 

npoanorrTOTHqecKHX 6errKoB PUMA H CASP», o.n;HaKo Ha npe.n;cTaarreHHOM aecTepH-

6rroTe (pHC. 15) Ha6rriO.n;aeTC51 .ll:0303aBHCHMOe CHH)!(eHHe KOJIHqecTBa 

IIpOaiiOIITOTHqecKHX 6eJIKOB, .n;a H ypoBeHh p53 B KJieTKax CYIIIeCTBeHHO HH)l(e, qeM .ll:IDI 

npenapaTa cpaaHeHH51 HYTJIHHa. 

6. He6pe)l(HOe o<l:>opMrreHHe, pH.n; oneqaToK, Hey.n;a~hrx <l>Pa3 H TepMHHOB, HecKOJihKO 

CHH)!(aiOT 06111ee xopornee BrreqaTJieHHe 0 ,n:HccepTaiiHOHHOH pa6oTe: «MDM2 51BJIHeTC51 

npo.n;yKTOM TpaHCKpHIIIIHH reHOB 6eJIKOM p53»; «3aMeHOM HHTpo-rpyrriihl Ha a.MHHO­

rpynny»; «yrryqrneHHe IIHTOTOKCHqHoCTH», «JIHHH51M HCT pa3JIHqHoii Mop<l:>orrorHH; 

«.D:HCIIHpOH3BO.D:Hhie»; «napa.MeHThm; «paKOBhiX KJieToqHhiX JIHHH51X . .. HEK» H .n;p. 

11MeeTC51 p51,n: OIIIH60K B CTpyKTypHbiX <l>opMyJiaX H Ha3BaHH51X BellleCTB: OIIIH6KH B 

crpyKType HHTYJIHHa 3a ( CXeMa 1 ) , Coe,n:HHeHH51 11 ( CXeMa 2). qaCTO BCTpeqaiOTCH 

OIIIH6KH B HYMepaiiH51X coe,n:HHeHHH H CXeM: O.D:HO H TO )l(e COe,n:HHeHHe HMeeT ,n:Ba 

HOMepa - 36 H 37 ( CXeMa 6); Ha CTp. 72 IIpOH3BO.ll:HOe 34 HMeeT Ha CXeMe HOMep 18 H T.,n:. 

CIIHCOK IIHTHpyeMOM JIHTepaTypbi BhiiiOJIHeH C HapyrneHHeM Tpe6oBaHHH K 

o<l:>opMJieHHIO 6H6JIHOrpa<l>HqecKHX OIIHCaHHM B COOTBeTCTBHH C fQCT 7.1-2003 . 

ITepenyraHa HYMepaiiHH cchiJIOK, HanpHMep co.n;ep)l(aHHe pa6oThi 107 Ha crp. 49 He 

COOTBeTCTByeT TeKCTy. 

TeM He MeHee, OTMeqeHHbie 3aMeqaHHH He CHH)l(aiOT HayqHOH 3HaqHMOCTH HCCJie,n:OBaHHH H 

He BJIH5IIOT Ha .ll:OCTOBepHOCTh, a TaK)l(e OCHOBHbie BhiBO.ll:hl, c,n:eJiaHHbie B pa6oTe. 

3aKJIIO'Ieuue no )l.HccepTau.uouuoii pa6oTe. Pe3IOMHPY51 BhiiiieCKa3aHHoe, MO)l(HO 

yTaep)l(.ll:aTh, qTo Eenorrra3KHHOM A.A. BhiiiOJIHeHo opHrHHaJihHoe HayqHoe Hccrre.n;oaaHHe a 

o6rracTH pa3pa6oTKH npoTHBoonyxorreBhiX rreKapcTBeHHhiX npenapaToB. ITo aKTYaJihHOCTH 

IIOCTaBJieHHhiX 3a,n;aq, HayqHOM HOBH3He, .ll:OCTOBepHOCTH, TeopeTHqeCKOH H rrpaKTHqeCKOH 

3HaqHMOCTH pe3yJihTaTOB, CTeiieHH 060CHOBaHHOCTH BhiBO.ll:OB, 06'heMy BhiiiOJIHeHHhiX 

Hccrre.n;oaaHHM ,n:HccepTaiiH51 oTaeqaeT Tpe6oaaHH51M, ycTaHoarreHHhiM MocKOBCKHM 
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