
0T3hIB Ha n11ccepTal(HOHHYJO pa6oTy 

lllysaJiosa Orrera l0phem1qa 

«Jll13I1H CITEUI1<1>I1qECKI1E <l>EPMEHTbI, MDM2 I1 SET7/9, B PEfYJUIUI1I1 

KJlETOqHoro OTB ET A HA rEHOTOKCI1qECKI1H I1 METAEOJll1qECKI1H CTPECC», 

rrpe,n:cTaBJieHHYIO K 3aI.l(HTe Ha COHCKaHHe yqeHOH CTerreHH KaH,n:H,n:aTa 611orror11qecKHX HayK 

( crreuHaJihHOCTh 03.01.03 - MorreKyrr51pHM 611orrorn51) 

AKTYaJihHOCTh paccMaTpHsaeMoro 11ccrrenosaHH5I He BhI3hrnaeT coMHeHH51. EerroK p53 

51BJI51eTC51 OCHOBHhIM OHKocyrrpeccopoM qeJIOBeKa. Pa6oTa HarrpasrreHa Ha H3yqeHHe KJIIOlJeBhIX 

peryrr51rnpos ero aKTHBHOCT - E3 y6HKBHTHH-JIHra3hI MDM2 11 JIH3HHOBOH MeTHJITpattccpepa3hI 

Set7/9. ITocKOJihKy, ITOMHMO peryJI51l(HH p53 , B OHKOreHe3e OHH TaK '/Ke HrpaIOT H ,n:pyrHe 

cj:>yHKUHH, TO H3y<:1eHHe p53-He3aBHCHMhIX csoiicTB MDM2 H Set7/9 sa'IKHO KaK ,n:rr51 rroHHMamrn 

HX cpytt,n:aMeHTaJlhHOH pOJIH B OHKoreHe3e, TaK H )l;J151 pa3pa60TKH HOBhIX rronxonos 

IIpOTHBOOrryxorreBOH rnpreTHOH TeparrHH. 

TaKHM o6pa30M, n11cceprnu110HHM pa6orn 0.10. lllysaJiosa rrocB511.l(eHa H3yqeHHIO p53-

He3aBHCHMhIX cPYHKUHtt JIH3HH-cneu11¢11qecKHX ¢epMeHTOB MDM2 H Set7/9.0.l0. 

lllyBaJIOBhIM BrrepBbie 6bIJIH rrorryqeHbl Ba'/KHbie ,n:aHHhie, CBH,ll;eTeJihCTByIOl.l(He 0 HOBhIX p53-

He3aBHCHMhIX MexaHH3Max yqacTH51 MDM2 11 Set7 /9 s pa3JIHqHhIX KJieTOlJHhIX rrpoueccax. 

bhlJIO IlOKa3aHO cymecTBOBaHHe B KJieTKaX MexaHH3Ma OTpHUaTeJlhHOH o6paTHOH CB513H 

MeTHJITpattccpepa3hI SET7/9 H E3 y6HKBHTHH-JIHra3hI MDM2. Orr11catthI HOBhie 

s3a11Mo,n:eiicrn1151 uenoro p51,n:a 6errKos c MeTHmpaHc¢epa3ott SET7 /9 H pa3rrHqHhIMH 

H3ocpopMaMH E3 y6HKBHTHH-rrHra3hI MDM2. I1neHTHQJHUHposaHHhie HHTepaKTaHThI yqacrnymT 

B peryrr51UHH TpaHcKpHIIUHH, TpaHCJI51UHH, rrpoueccHHre PHK, MeTa6omf3Me, o6pa3oBaHHH 

Me'/KKJieToqHhIX KOHTaKTOB, qTo YKa3hIBaeT Ha HX Ba'/KHYIO pOJih B OHKOreHe3e. 

B ,n:aHHOH pa6oTe 6hIJIO TaK '/Ke rrpo,n:eMOHCTpHpOBaHO, qrn TOJihKO 3KCIIpeCCH51 OCHOBHOH 

H3ocpopMhI MDM2 IIOBhIIIIaeT socnp1111Mq11socTh paKOBhIX KJieTOK K sa:>1rneiiIIIHM 

XHMHOTeparreBTHlJeCKHM rrpenapaTaM - l(HCTIJlaTHHY H MeTaTpeKCaTy, B TO '/Ke BpeM51 IlOBhJIIIaeT 

ycrnttlJHBOCTh K n0Kcopy611u11Hy. Brrepsb1e 6hIJIO o6ttapy)l(etto yqacn1e SET7/9 H MDM2 s 

KOHTporre 0)],Hoyrnepo,n:Horo MeTa60JIH3Ma 3a ClJeT BJIH51HH51 Ha 3KCIIpeCCHIO cj:>epMeHTOB 

SHMT2 H MTHFD2, KOTOphie 51BJI51IOTC51 KmoqeshrMH 11rpoKaMH UHKrra rrpespameHHtt ¢orrarn. 

bhlJIO TaK'/Ke IIOKa3aHO, qTo MDM2 51BJI51eTC51 E3 y6HKBHTHH-J1Hfa30tt ,ll;J151 

cep11HrnnpoKCHMeTHJITpaHc¢epa3hI SHMT2 H npHBO)],HT K ee y6HKBHTHHHrrHposaHHIO c 

nocrre,n:ymmeii rrpoTeacoMHOtt nerpanau11eif. 

B CBOett n11cceprnu:110HHOH pa6oTe 0.10. lllyBaJIOB HCIIOJib30BaJI IIIHpOKHH crreKTp 

cospeMeHHhIX MeTo,n:os: KOMrrrreKc KYJihTYPaJihHhIX pa6oT c paKOBhIMH KJieToqHhIMH JIHHH51MH 



LJeJioBeKa, 3JieKTpo¢ope3 H HMMytto6JIOTTHHr, aHaJIH3 3Kcnpecc1111 reHOB MeTo;::i;oM ITUP B 

pe)KHMe peanhHOro speMeHH, npoTeOMHhIH aHaJIH3 c HcnOJih30Bam:1eM GST pull-down B 

coLJeTaHHH c )!(If,ll;KOCTHOH xpoMaTorpa¢HeH H Macc-cneKTpoMeTpHeH. Bee HcnoJih30BaHHhie s 

pa6oTe MeTO,ll;hI a;::i;eKBaTHhI nocTaBJieHHhIM 3a;::i;aLJaM. 

,IJ,m1 pellleHJUl IIOCTaBJieHHhIX 11eJieH B pa6oTe HCIIOJih30BaHhl a;::i;eKBaTHhie MeTO)J;hl, 

,ll;OCTOBepHOCTh noJiyLJeHHhIX pe3yJihTaTOB He Bhl3hIBaeT COMHem:1H, BhIBO)J;hl 51BJUllOTC51 

o60CHOBaHHhIMH. fIOJIO)KeHH51, BhIHOCHMhie Ha 3arn;HTy, IIOJIHOCThIO orpa)l{aIOT cyTh pa60Thl. 

OcHOBHhre pe3yJihTaThI Hccne;::i;osaHH51 onHcaHhI B 12 OTeLJeCTBeHHhIX H 3apy6e)KHhIX 

ny6ntt:Ka1IH51x, B TOM q11cne B )Kypttanax, peKoMett;::i;osaHHhIX BAK. 

flpHHHMM BO BHHMaHHe BhIIlleH3JIO)KeHHOe, MO)KHO pe3IOMHpOBaTh, l.JTO ,ll;MCcepTal1M51 

O.IO. lllysanosa «J1H3HH c11e11ttQ:ittLJeCKMe ¢epMeHThI, MDM2 M SET7/9, s peryJI511IHH 

KJieToqHoro OTBeTa Ha reHOTOKCHLJeCKMH M MeTa60JIMqecKHH CTpecc» BhinOJIHeHa Ha BhICOKOM 

HayqHOM H MeTO,ll;Hl.JeCKOM ypoBHe M 3aCJIY)KHBaeT BhICOKOH 011eHKH, a ee aBTOp 3aCJIY)KMBaeT 

npHCY)l{)J;eHH51 yqeHOH CTeneHM KaH,ll;H,ll;aTa 6HOJiornqecKMX HayK no crre11MaJihHOCTM 03.01.03 -

MOJieKym1pHa5I 6HOJIOrH51. 

PyKoso;::i;HTeJih Jla6opaTopHH flocTreHOMHhIX 11ccne;::i;osaHHH H 

pyKoso;::i;HTeJih UeHTpa KOJIJieKTHBHoro rrOJih30BaHH51 «f eHOM» 

MHCTHTYTa MOJieKyJI51pHoH 611onornH HM. B.A. 3HreJihrap;::i;rn PAH, c.H.c., 

KaH;::i;tt:;::i;aT 6HOJIOrHLJeCKHX HayK no 

crre11HaJihHOCTM 03.01.03 - MOJieKyJI51pHa51 

6HOJIOI'M51 
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