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Jlabopatopus ,,TpancmemOpanna curnanuzanus‘, UbdOBMUN-BAH”

OTHOCHO JUCEpPTAllMOHEeH TPYA 3a NpuI00MBaHe Ha 00pa3oBaTeIHATA M HAYYHA CTeleH
"mokrop" mo mnpodecuonHasHo Hamnpapigenue 4.3. BbHoJOrMYECKM HAYKH, HAay4YHa

crnennagaHoct "'MoJiekyasipHa ouosorus"

Ha JlecuciiaBa BajiepueBa Biragumuposa , nokropant kbM Cekuus ,,CTpykTypa U QyHKIUS Ha

xpomaTtuHa“‘, MUHCTUTYT o MoJiekynspHa ouonorus ,,Axaa. Pymen Llanes* - BAH

Tema Ha qucepTauMoOHHMA TPYA: ,Poasst Ha HMGBL B enuTe1HO-Me3eHXMMHMS MPEX0]

(EMT) u meracrasupanero B 2D u 3D moaenn Ha pak Ha MJIedHATA kKJie3a“

1. AKTya/IHOCT HAa TEeMATHKATA

HayuHusTt uHTEpEC KBM MOJIEKYISIPHUTE MEXaHU3MH HAa METACTATUYHUS MTPOLIEC HA KIIETKH OT PaK
Ha r'bpJlaTa, KOWTO € B OCHOBHATA IPUYMHA Ha JICTATHUTE CIIydau Ha NALUEHTKH C Ta3H JUarHosa,
ce o0OycyiaBsd OT BHCOKaTa 3a00J€Ba€MOCT Ha JKEHU B aKTMBHA BB3PACT U INPEACTaBIsBa OCBEH
3/lpaBeH, HO U COI[MAIHO-UKOHOMUYECKH MPOOIIEM.

HapacTBamus uHTEepec oT cTpaHa Ha (papMalieBTUYHATa IPOMUIIUIEHOCT 3a pa3padoTBaHe Ha MO-
e(eKTUBHU HACOYEHHU TEPANEBTUYHU CTPATErHH OOSICHSIBA U HEOOXOIMMOCTTA OT M3ydyaBaHe Ha
MIPOLIECUTE HA METAaCTa3UPAHETO, B KOETO ENUTEIHO-ME3CHXUMHUS KJIETBhUEH IIPEXO0J Wrpae
KJIFOUOBA POJIS.

Temata Ha AucCepTAlMOHHUS TPYJ, KOSTO € HACOYCHAa KbM pa3KpUBaHe Ha poisiTa Ha OenThka
HMGBI1 u neroBu mMoaudukanuyd B MOJEKYISIPHUTE MEXaHU3MU Ha EMUTEITHO-ME3EHXUMHUS
MPEXO/I MPHU KJIETHYHM JIMHUM OT PaKk Ha MJIEYHA KJIe3a C Pa3jIu4eH METAaCTaTU4YEeH MOTECHIHA,
KaKTO M BIMSIHMETO Ha aHTHAMAOETUYHUS MEIUKaMEeHT MeTGOpPMHUH 3a TOTHCKaHe Ha

MCTACTA3UPAHCTO, € AKTYyaJIHA U HAITBJIHO OTIOBAps Ha Hay4YHATa CICHHUAIIHOCT.
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2. Ilo3HaBaHe CbCTOSITHMETO HA NMPodIeMa

Hacroamusar nucepraninoHeH TPy ce CbCTOU OT 169 cTpaHMIM U € OPraHU3HMpaH U NPEACTABEH
criopen npuetute crangaptu. Llutupanu ca 238 HayyHu Tpyza, KaTO 3HAYUTEIHA YacT OT TAX ca
ot nocnenuute 10 rogunu. JluteparypHusT 00630p BKIIOUBA Mperien Ha PakTOpUTe 00yCIaBsIu
BB3HUKBAHETO Ha paka KaTo 3a00JsiBaHe, Pa3NpOCTPaHEHUETO MY MO AeMOTpadCKu IPymH, KaKTo
U IIaToreHes3aTa, Kjjacu(uKalus U CTaJupaHe Ha paka Ha MileyHara kje3a. [logpo6Ho e onucano
MOJIEKYJIsIpHaTa KJIacU(UKalMs Ha TO3M BMJl PaK BKJIIOYBAL HAJIMYUETO WM OTCHCTBHE Ha
Pa3IMYHM PELENTOPH 32 XOPMOHU M PACTEKHU (pakTopu U npoiudeparnBHa aktuBHOCT. [1Inpoko
e 3acTbneHa posasta Ha HMGBI1 B aktuBupane na EMT B nporpecusita Ha paka Ha Mj€4Hara

JKJIC3a B KOHTCKCTA HAa TYMOPOI'CHEC3aTa U TCPAIICBTUYHUTC CTPATCIUU.

Karo msno nmutepaTypHUAT 0030p € 3abJ0049€H, MHOTO J00pe CTPYKTYPHUPaH U M34epIiaTelicH,
KOETO € arectanus 3a J00po OopaBeHe CbhC CBbBpeMEHHaTa HH(OpMaIHs OTpassBaia
W3cleBaHMATa B Ta3u o01acT. 3a mo-ToJIsIMO OHarjensBaHe B 0030pa ca npeacraBenu 16 ¢purypu

1 TaGauia.

3. Hen, 3a1a4u 1 MeTOA0JI0THS HA U3CJIeIBAHETO

Llenute Ha HACTOSAIINS TUCEPTAIMOHEH TPy ca sicHo ¢opmynupanu: 1.) Jla ce cpaBHH ePEeKTHT
Ha HMGBI1 u HMGBI1AC Bbpxy aktuBupaneto Ha EMT, kinerbuHa mMurpanus U MHBa3us B
pa3nIUyYHU MOATUIIOBE HA PaK HA MIIEUHATA kJe3a (BKIIIouBala 5 moazanaun); u 2.) [a ce omenu
MOTEHIIMATBT Ha MeT(OpPMHH KaTo TepareBTHueH moxynarop Ha HMGBI1-3aBucumuss EMT
(BKITIOUBAINA 5 TIO/132/1a4N).

B vactra “Marepuanu 1 MeToan” ca ONMCaHU KOPEKTHO M MOJPOOHO M3MOJI3BAaHUTE MHOTOOPOMHI
KJIETbYHU, OMOXUMHYHU, UMYHOJIOTUYHU U MOJIEKYJISIPHU METOJIM, KaKTO CJe/Ba: eKCIpecus U
npeurictBane Ha pekoMOuHanTHU OenTbiii HMGB1 u HMGBIAC; onBersiBaHe Ha KIETKH C
DAPI; meton Ha ,,3apacTBaHe Ha paHa“; ¢popmupane Ha 3D TymopHu cdhepouau; oreHsIBaHE Ha
KiIeThuHa xu3Hecnocoonoct ¢ MTT tect wiu Calcein-AM u nponuaues #oaua (P1); SDS-PAGE
n Western blot; cyOximerpuno ¢dpaknuonupane; 3armymaBaHe Ha perentopa RAGE;

UMYHO(DITYyOpECLEHLINS; UMYHOIIPELUITUTALIUS U JIP.

4. OueHKa HA MOJIyYeHHUTe Pe3yJaTaT! U TAXHATA HHTepnpeTanus
B pazmenu "Pesynratu®, , JAuckycus" u ,,3akmouerue’ (58 ctp.) 3a1610049€HO ca KOMEHTHPAHU

MOJIYYEHUTE Pe3yNITaTh Kacaelly BIMSHUETO Ha PEBAPUTETHO IPEUNCTEHN U BepUPUIIUPAHU
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pekomOunanTHu 6entbhiin (HMGB1 1 HMGBI1AC) BbpXy KieThYHaTa MUTpAIUS HA KIETKH OT
pak Ha I'bpjaTa C pa3MyeH METacTaTW4YeH MOTEHLMAJ; BbpXy ekcrpecusita Ha EMT-mapkepu
karo N-cadherin u E-cadherin, Vimentin u ZO-1; xakto u 6a3oBara excnpecuss Ha HMGBI1 u
RAGE, NF-kB u NF-«kB - phospho-p65 ot pakoBuTe KJIETKH M HEPAKOBH CIIUTEITHH KJICTKU OT
MileuHa xiie3a. B nonbianenue e ouenena poisita Ha HMGB1 u HMGBI1AC 3a Tpancnokanusara
Ha pochopunupan NF-xB B saporo Ha MDA-MB-231 knetku. C 11e1 cb3aaBaHe Ha TPUU3MEPHU
KJIEThbUHU c(epouu € M3CIEeIBAHO KOJIMYECTBOTO HAa METHIIENYN03a, KIEeThbUHA IIBTHOCT U
TSXHATa XU3HECTIOCOOHOCT. B mocienBamy u3cineBaHus € OICHEH M aHaTu3upaH edekra Ha
PEKOMOMHAHTHUTE OENTHIM BbPXY MHBa3uBHUS noteHuuan Ha 3D chepounu or MDA-MB-231 B
konareH tun | marpukc. IlocnenBa ananu3 Ha ponsita Ha pernentop RAGE 3a murpanusra u
unBazusata Ha MDA-MB-231 knetku crnen tpetupane ¢ pekomOuHanTHuTe 6entoiin HMGBI1 u
HMGBIAC, kakTo 1 TeXHHAT e()eKT BbpPXYy eKCIpEecHsITa Ha BUMEHTHH CJeJ 3ariyllaBaHe Ha
peuentop RAGE. [lonpobHO € aHanmm3upaHO BIMSHUETO HAa MET(GOPMUH BBPXY KIEThYHATA
MUTpaIys, MHBa3usl, ekcrpecusra Ha EMT-mapkepu u TpanciokanusaTa Ha ¢pochoprmpan NF-
kB B suporo Ha MDA-MB-231 kIeTKM KakTO CaMOCTOSITEIHO, Taka M B KOMOWHAIUS C
peKoMOMHAHTHUTE OenThiu. Ype3 U3MOJA3BaHE HA KO-UMYHOIIPEHMITUTAIIMOHEH aHAu3 €
u3cieiBaH epekra Ha MeTopmuH Bbpxy B3aumojeiicteuero HMGB1/RAGE npu MDA-MB-231
KJIETKU.

Ha 0asata Ha mnpoBeneHUTE €KCHEPUMEHTH Osixa (OpMyIHpaHU TpPU H3BOJA OIPEAEIAIIN
KIeThbuHO-criennuyHocTa Ha aktuBanuara Ha EMT, karo aBata pekoMOMHaHTH OenThKa
naaynupar EMT no RAGE-3zaBucum u RAGE-He3aBucuM HaumH; MeT(OpMHHA HaMmassiBa
KJIeThYHATa MOABMXKHOCT, MHBa3us, aktuBupane Ha NF-xB u EMT upes npegorBparsBaHe Ha
B3aumogeiiceuero HMGB1- RAGE,

MHoro no6po BHedaTiIeHHE MpaBU TIJaBa ,,3aKIIOYEHHE KbJETO KPaTKO M CHUCTEMATHYHO ca
M3pPEJICHU TJIABHUTE AaKLIEHTH Ha HACTOSIIETO H3CIEBaHE BKIIOYEHO B JUCEpTalUsATa, a
BKJIFOYEHUTE TINaBu ,,OrpaHUYeHUs] HAa U3CIeABaHETO W ,,bbAemM HayyHU NEepCIEeKTUBU

npuaaBaT AOMIBJIHUTEIIHA KPUTUIHOCT U MCPCICKTUBHOCT HAa HAYyYHATaA pa60TaTa.

5. OueHkKa HA NIPUHOCHUTE HA JUCEPTAIUOHHUS TPYA
[Tocouenute Ilpunocu ca anekBaTHU U U3uepnarennu. M3Benenure 5 npuHoca 0000MaBaT Haii-

BAKHUTEC PE3YyJITaTU Ha AJUCCPTAIIMOHHUA TpyHd, KaTO C€ AaKOCHTHUpPA BBPXY KICThYHO-



cnenuduanoto nericreue Ha HMGB1 1 HMGB1AC B mporpecusita Ha pak Ha MJIeUHaTa KJie3a 1
BB3MOXKHOCTTA 32 W3MOJ3BaHETO Ha METHOPMHH KaTo TepaneBThyeH moxaynarop Ha HMGBI -

menuupanata EMT nnBasus.

6. JIuueH NPUHOC HA JOKTOPAHTA U MyOJUKAINHU
BbB Bpb3Ka ¢ TucepTalliOHHUS TPY/l ca MyOJMKYBAaHU YETUPH CTATUH C UMIAKT (akTop, B TPH OT
kouto [lecucnaBa BnagumupoBa e Bojell aBTOp, KOETO HEJIBYCMHCIIEHO IMOKa3Ba BUCOKUS JIMUEH

IIPUHOC HA JOKTOpaHTKaTa. Pe3ynrarure OoT nuceprauuara ca IPEACTABEHUW HAa TPU HAYyYHH

hopyma.

3akiroueHnne:

IIpencraBennsar or ecucaaBa BajepueBa BiaagumupoBa aHCEepTallMOHEH TPy IIPENCTaBs
€HO aKTyaJlHO M OPHUTHHAIHO TPOYYBAHE CBBP3aHO C POJIATA U MEXaHMW3Ma Ha JICHCTBHE Ha
o6entpka HMGB1 Bbpxy murpanuonnus kananuret 1 EMT Ha k1eTku OT pak Ha MlIe4HAaTa 5KJ1e3a,
KaKTO W BIIMSHUETO HA AHTUAMAOCTUYHHS MEIUKAMEHT MET(QOPMHH BBPXY MHUTPAI[MOHHUS H
WHBa3WBHUS UM MOTEHIMAN. JIOKTOpaHTKaTa MOKa3Ba BIAJCCHE HA TOISIM HA0Op OT METOJUKH H
OTJIMYCH yCeT 3a aHAJIM3UpaHe U 0000IIaBaHe Ha TIOTyYeHUTE pe3yaTaTh. [lucepramnusara, KakTo U
MPUAPYXKABAIIUTE S JOKYMEHTH HAIBbJIHO OTTrOBapsT Ha Bcuuku u3uckBaHusi Ha 3PACPB,

npaBunHuuute Ha BAH 1 UMb 3a HEeroBoTo npuiokeHue.

Karto B3uMaM 1o BHUMaHHe BCHYKO U3PeJeHO No-rope, yoeIeHo riiacyBam NoJI0KUTETHO U
npenopbLYBaM Ha mno4yutaeMoro HayyHo :Kypu [a NOAKpend TMPHCHKIAHETO Ha
o0pa3oBaTe/ilHATA W HAy4YHa CTeleH ,JOKTOP” mo mnpodecuoHaiHo Hanpasjienue 4.3.
Buosnornyeckn Hayku, Hay4Ha crnenuaaHocT '"'MosiekyasipHa 0MoJiorusi' HAa JOKTOPAHT

Hecucnasa Banepuesa Biaagumuposa.

Bbnpoc kbM nokTopanTKaTa: Kak Ouxre ouenwnu Bausauero Ha HMGBI1 B pemonenupanero

Ha 6CJ'ITT>I_II/ITG OT U3BBHKIICTBUYHHA MATPHUKC B IPOILECAa HA MCTACTA3UPAHC B KOHTCKCTA HCTOBOTO

uHXuOupane?
20.01.2025 . N3roreui cTaHOBUIIETO:
Codus (npod. n-p Pymsina lumutpona LloHeBa)



