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CTAHOBHUILE
oT npod. a-p Uranka Cnacosa Muxaiiiosa, iM — YCBAJIO-EA/L, Codust

Ha JIUCepTAIMOHEH TPy 3a IPUCHKIaHe Ha 00pasoBaTenHaTa i Hay4dHa CTeleH 'MoKTop'
[Ipodecuonanno Hanpasienue 7.1. Mengununa

Jloxropcka nporpama 03.01.46. Orkxomnorus

AsTop: JI-p Becenun 'eoprues [lonos

®opMma Ha JOKTOPAHTYpaTa: CaMOCTOSTENHA IOATOTOBKA

Kareapa: Kareapa mo Knunnuna Onkosorus

TEMA: ,,IPOYYBAHE HA MAPKEPHU 3A TYMOPHA AKTUBHOCT IIPU NAIHUEHTHU
C MO3BbYHU METACTA3HU, MPOBEXIAIIINA POBOTU3UPAHA CTEPEOTAKTHYHA
PAIUOXUPYPTUSA"

HAYYEH PBKOBOJUTEJIL: npod. a-p Urnuxa CnacoBa Muxaiinosa, iM

1. O6mo npeacTaBsiHe HA MPOLEAYPATA M JOKTOPAHTA

[IpencraBeHUAT KOMIUIEKT MaTEPHATH Ha XapTHEH U €EKTPOHEH HOCUTEN € B CbOTBETCTBUE C
Yn.115 (1) ot Iponenypa 3a npunobusane va OHC ,,moktop™ B MY — IlnoBaus; IIpaBuinuk Ha
MY-IInosous ot 06.11.2014 r. 1 BKIIFOYBA CIIEAHUTE JOKYMEHTH:

— 3assnenue a0 Pexktopa Ha MVY-IInopnuB 3a paskpuBaHe Ha IpOILEeaypara 3a 3alluTa Ha

JMCEPTaIUOHEH TPY A

— aBroOuorpadus B eBporeicku GopMar ¢ moamuc Ha JOKTOpaHTa

—  HOTapHaJIHO 3aBEPEHO KOIKE OT JUILTOMA 32 BHCIIE 00pa3oBaHHE

—  3am0BEeIM 3a 3alHCBaHEe B TOKTOPAHTYPA, 33 OTUYMCIISIBAHE C IPaBO Ha 3aIluTa

— 3amoBe] 3a NMPOBEXJaHe Ha W3MUT OT WHAWBHIYaTHHS IJJaH M CHOTBETEH MPOTOKOJ 3a

U3bPKaH M3MHUT WM JOKTOPAHTCKH MUHUMYM IO CIEIHAITHOCTTA
—  IPOTOKOJI OT KaTeApeH CHBET 3a MPEJBAPUTEITHO OOCHXKIaHEe Ha JOCEPTALlOHHMS TPy H
B3€THUTE PELICHUS 3a pa3KpUBaHE Ha MPOIeIypa U 3a CbCTaB Ha HAYYHO XYypH

—  JIMCepTaIMOHEH TPy

— aBTOpedepar

—  CIHCBK Ha HAyYHHTE ITyOJIHMKAIIMY 110 TeMaTa Ha JUcepTaiusiTa

—  KONHA Ha HAyYHWTE MyOIHKAIHH

—  CIHUCBHK Ha y4acTusTa B HAy4HH HopyMHu

—  JIeKJapalHs 3a OpUTHHAIHOCT B JOCTOBEPHOCT Ha MPHUIIOKEHUTE TOKYMEHTH

Bcuuky TOKyMEHTH ca NOAPENSHH M ITPeAaeHu Mo ONMpeeeHus pel.



buozpagpuunu oannu

II-p Becemun I'eopruer IlomoB 3aBbpliBa MEIMLIUHA B MemunuHCKAsA (GakyITeT Ha
Memumuscks Yausepeurer, ITtopmms mipes 2016 r. IIpes mecen cenTemepu 2016 1. ¢ Ha3HAYEH KaTo
crenmanm3anT B Kimunuka meueneuerne — YMBAJL,,.Ce. leopru-EAJL, ITnosmus. Ha 01.03.2017 r.
cyle]I KOHKYpC € Ha3Ha4eH KaTo PeJloBEeH JOKTOPaHT B karteapa “KinHuaHa oHKoyorus” — 3aroses Ne
P-266/23.02.2017r. IIpe3 mecen; cemtemBpu 2018 r. ¢ HasHaueH KaToO acHCTEHT KBM KaTeIpa
“Knurauna Oukojorus”, M®, MY — ITnosaus. [Ipe3 nepuona 2016 — 2020 r. y4acTBa aKTHBHO B
HAIVOHATHA ¥ MEXIYHAPOIHHI KOHIPECH U KOH(PEPEHIIWH.

IIpoBel e exHOMeceyHa crenuanusanus B [epmanus mpes Mecen Mai 2018 r. 110 eBpOIeHCKHU
npoext “JlokTopant-2”. Ilo BpeMe Ha crenmanu3anuiTa € 6un 2 CeIMULM B YHHBEPCHTETCKU
KIMHUKY 110 JIb4ernedeHue Ha “T'pore” yuuBepcuteT BB @pankdypr, 1 cenmuna B KIMHUKATA TI0
nBpuenederne B POCTOK U elHa ceMHuIla B IIEHTHD [0 PaIAOXHPYPrus B I'ycTpos.

[IpoBen e emHOCeIMHYHO OOyYeHWe Ha TEXHHKATa “‘pagHOXUpYprus’’ B KIHHHKA IO
TbYeIeueHre Ha MEHIIMHCKY IeHThp Ananomny, Mcranbyn - Typrus ot 11.11-16.11.19 1.

ITocemmapan e kordepenimu #a ESTRO, ESMO u 6barapcku Hay9HH GOpyMH.

II-p B. TTonos BIajgee aHTMMHCKH, PyCKM W HCIAHCKH e3uK. UneH e Ha acouuanus Mmax
JIsuereparent, I'miunus Ha mhueTepaneBruTe B bobirapus, Beirapcko Omkonorumdso Haydso
IlpyxecTBo, bearapcka Aconuanus no Memuuurcka Orkonorns, bearapcku Jlekapcku Cpro3 U
xkiy0 “Muaa oHKOJIOT” U JIp.

W3abpskal € ¢ OTJIMYEH yclexX W3MHTAa 32 "JOKTOPAHTCKH MHHHUMYM'' II0 HAay9HATa
cnenuagaoct "OHKojorus".

2. AKTyaJHOCT HA TeMaTHKaTa
[TarpeHTUTE ¢ MO3BYHY METACTa3H ca GOJHH ¢ JIOIIA IPOrHO3a K JICYCHHETO € HanuaTUBHO. C
DPa3BUTHETO HA TEXHOJOTHUHUTE B IHUYEIICUCHUETO CTaHA BH3MOXKHO TPUJIaraHe Ha pafHoOXUpyprus Ha
eHA U IOBEYe MO3BYHH JIe3WH. 10Ba JIOBElEe 10 MOJOOpsABaHE Ha J€4eOHMTE pe3ynTartd H
MTOBUINIaBaHE Ha MPEXKUBIEMOCTTA.

[[1aHUPaHOTO HAYYHO W3CJIeNBaHe B [UCEPTALMOHHHSA Tpyd o00o0maBa ChBpEeMEHHATa
KOHIIEMIMs 3a poJATa Ha XWIIOKCHATa, HEOAHTHOreHe3aTa M XeMocTasara (Koaryjialus u
(ubprHOIM3a) B MPOIECHTEe HA KaHIIEpPOreHe3a, KaKTo U TACHATa BPh3Ka MKy TSAX B IEPUOJA HA
[porpecupaHe U MeTacTa3upaHe Ha TyMOpHHUS Ipolec. [IpoydBaHeTo Ha €TMH UM [10BEYE OT TE3H
[IOKa3aTelnd OMxXa IOANOMOIHANM KIMHHYHATA OIEHKAa, KakTO M BB3MOXHOCTHTE 32
WHIMBHIyIM3UpaHe Ha MOIXO0Ja MpPU MPOBEXAAaHE HA PaJMOXHUPYPIus Ha MAlMEHTH C MO3BYHU
METacTa3H.

IMpencraBeHuaT MM 3a peUeH3Ws HaydeH TpyJ BKIOYBa 153 CTaHIApTHH CTPaHUIM H
ceabpka 30 urypu u 17 tabmunu. OCHOBHHAT TEKCT ChABPIKA: 3arjlaBHa CTPAHHIIA U ChIABPKAHUE C
M3M0JI3BaHA CHKpAIleHHsd - 3 CTPAHUIM; JIATepaTypeH 0630p - 43 cTpaHMIM; LeN U 3a1adu - 1
CTpaHHMIIa; MaTepPHAIH U METOIH - 18 cTpanumy; pe3yarata 55 cTpaHuim, o6ckxaane - 11 cTpanuny;
u3BoAM W npuHocd 4 crpammiud. Kmuromucest e 18 crp. u ce cherou or 201 nmreparypHu
M3TOYHHIH, KaTo 83 OT IMTHpaHUATA ca OT MOCTIEAHUTE 5 FOIVHH.

3. ITo3HaBaHe HA npobeMa

I[OKTOpaHTLT OTJIMYHO IIO3HaBa npo6nema 3a JIeYeHHe Ha OOJHU ¢ MO3bUYHM METacTasyd U
KOHKPETHO MIpHJIAaraHETO HA paguOXUpyprusTa, Kato 4acT OT MYJITHIUCHUILUIAHAPHUS MOAXOM IIPpH
TE3U IMAIUCHTH.



4. Meroauka HAa H3CJIEIBAHETO

I/I36paHI/ITC METOAU Ha HW3CJIEIBaHE IO3BOJISIBAT [la C€ IIOCTHUTHE ITOCTaBe€HaTa IS U Ja ce

II0JIy49H aACKBaTCH OTIOBOP Ha 3a1avuTe.

5. XapakTepucTHKA U OIleHKA HA IHCEPTALMOHHMSA TPYX U NPHHOCHTE

B nureparypHEHs 0030p 3anbI009€HO Ca AaHANM3MPaHW H3TOYHMIMTE, Pa3KpUBAIIH
eNUIEeMUOIOTHYHH, IMATHOCTHYHH, JIeIeOHH 1 MPOTHOCTHYHU (DaKTOPH, KAKTO X OCHOBHUTE 3a/1a49H,
KOUTO CTOST Ipe] BCEKM JIEKap TbUeTepanenT. 3aKFOUeHIEeTO i H3BOUTE OT JIUTEpaTy pHHUs 0030p
HaCcOYBaT KbM CBHIMHOCTTA Ha HACTOSIIIATa Hay4yHa pa3paboTKa.

LlenTa e mpaBUIHO W TOYHO (OPMYJIHpaHa U OTTOBaps Ha TeMaTHKaTa Ha JUCEPTallOHHHUA
Tpyn. 3agauute 9 Ha OGpoii ca KPaTKHd, B CHOTBETCTBHE C IIOCTaBEHATa LiEN U ca 000COOCHH B 1Ba
paszena: Ch3aBaHE HA MPOTOKOJ 3a JIbUelleueHHe NMpH OONHM ¢ MO3BYHH METACTa3d Ha amapar
KubepHox, 1a00paTopHU 1 00pa3HU U3CIECIBAHUSA U KOPENIalui MEXIY TAX.

MartepuanbT U METOJMTE Ca MPABIJIHO U TOYHO NOJOPAHH 3a U3IBJIHECHHE HA OCTaBEHATa
el W 3aJaud. e ChAbpXKAT ONWCAaHWE Ha KIMHWUYHUS Marepyall BKIIOYEH B IPOYYBAHETO,
W3TOJI3BAHUTE METOIH 3a HEroBara 00paboTKa U aHAIN3.

3a craTHcTHUECKaTa 00paboTKa e usnonsBan Tecta Ha KomvoropoB-CmupHOB. [IpunoxeHu
ca cJIeJHUTE HapaMeTPUYHH aHAIM3H: T-TECT 3a HE3ABHCHMH U 3aBUCHMH U3BaJKH, €AHO(DAKTOpEH
JIMCIIEPCHOHEH aHanu3, Xu-kBaapaT, TecT Ha Ouinep (Fisher’s exact test), panrosara Kopenaius Ha
Cnupman (Spearman’s rank-order correlation), tect Ha @puambH (Friedman’s test), TecT Ha
Vunkoxcss (Wilcoxon signed-rank test), 6unapra noructuasa perpecust, ROC kpusu u 1p.

MartepuarbT W H3IOJI3BAHATE METOIH MO3BOJIIBAT Ja c€ GOPMYIHPaT TOYHHM M KOHKPETHH
W3BOJIY ¥ J]a C€ 0YEPTasAT MPUHOCUTE Ha JUCEPTAMOHHUS TPY .

B I'maBa "Pesynratu" n-p B. IlomoB mpencrtaBsi coOOCTBEHHTE NaHHH OT IIPOYYBaHETO Ha
HaOmomaBanuTe 66 6omHu. OmHMcaHHETO Ha PE3yJiITaTUTE OTrOBaps Ha IIOCTABCHHWTE 3aladd U €
IIOJKpeTieHo ¢ OoraT rpadudeH U TabIMYeH MaTepHrall.

V3BoaMTE CHOTBETCTBAT Ha Pa3jieNia Ha 3aJa9uTe ¥ 0Tpa3sBaT IOMydeHUTe pe3ynTaTu. Te ca
JIOTUYHH, TOYHHU H SICHU C KOHCTATHBEH U IPOTHOCTUYEH XapaKTep.

[TpuemaM W3BEIEHUTE pe3yJATaTd B TNPUHOCH, KOUTO ca OOOOIIEHH B TpH HACOKH: B
TEOPETUYCH, HAYYHO-NIPHJIOKEH M METOJIOJIOrmYeH acmekT. IloBedero OT TAX MMaT YHHKAaJCH
XapakTep, U3CleABaH U YCTaHOBEHHM Ca 3a IbPBU I'bT B CTPAHATA.

OCHOBHHST NPHHOC HA ITUCEPTALMOHHUS TpPyH € pa3paboTBAaHETO M BHEIPSBAHETO Ha
IIPOTOKOJI 3a IIpHJIaraHe Ha pagHoOXUPYPrisi Ipy OOJTHU ¢ MO3BYHHU MeTacTasu. M3BelleH € alropuTeM
¥ ca UIeHTH(OUIMpPaHH MOTSHIMATHN OroMapkepu ¢ npemuktuBeH noreHiuan (VEGF-A, HIF-1a,
PT%) npu npoBexIaHe Ha paIHOXUPYPrisi Ha MO3bYHA METacTaTHYHA OOJIECT.

6. Ilpenenka Ha MyQJIMKANMATE W JHAYHUS IPUHOC HA JOKTOPAHTA

B®B BpB3Ka C AMCEPTAIMOHHHSA TpPYA ca MNpeAcTaBeHd 3 IMyOnMKamuud W JBE Hay4dHU
CHOOIIEHUS.

JIBe OT IyGIUKALMATE ca B CIMCAHNs BKIOYeHH B crmcbka Ha HAITUJT, TpetaTa € B CIHCAHHE
pedepupaHo U UHIEKCHPAHO B MeXIyHapoHa 6aza qanau ¢ IF — 0.548.

HayuynuTe cHOOIICHUS ca MPEICTABCeHH Ha MEXIyHapoAHU ¢opyMH. ENHOTO € oTneyaraHo B
xHura ¢ abcrpakru c IF 5,565.

PaboTtara mo u3neiaHeHue Ha eJTa 1 3aJa4uTe OT JUCCPTALlHOHHUA TPYJ € €KUITHA, KaKBaTo €
pa60TaTa B JICYCHHUETO HA OHKOJOTHYHO OOJIHHU IMAllMEHTH, HO JIMYHOTO y4aCTHE Ha JOKTOpaHTa €
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0coBEHO IOY4epTaHO B MpaKTHYeCKaTa YacT H IIPOCIeIsIBAHETO Ha OONHHTE, IIPOBENH
CTEpPEOTaKTUYHA PaJUOXUPYPIHUs.

7. ABTOpedepar

ABTopedepaThT € HampaBeH ClOpel W3WCKBaHusTa Ha [IpaBunHuka Ha MY - TlnoBaus karo
OTpa3siBa OCHOBHHTE IJIaBH HA TUCEPTALHATA C aKICHT Ha IOJy4YEHUTE Pe3yITaTH.

3AKJIIOYEHUE
Bcruko Ka3aHo 10 TyK MH JaBa OCHOBaHME Jla TBBP/IsL, Ye HaCTOsIIaTa HayJHa pa3paboTka e
aKTyaJIHa, ChC CHINECTBEH IPAKTUYECKH IPUHOC U YHUKAIHA [0 CBOSITA CHIHOCT. Y OeleHa CbM, Je
HAlPABCHUTE W3BOAM H TMPEIOPHKA B UCEPTALMOHHUSA TpyZ INE HAMEPAT MNPHIIOKEHHE B
ThbYeTepaneBTHYHATA IPAKTHKA y HaC.

JIuCepTallOHHUST TPY CbOBPHCA HAYHHU, HAYHHO-HPUIONCHU U NPUNONCHU pe3yimamu,
KOUmo npeocmaenaeam OpuZUHaIeH nPUHOC 6 HAyKama 1 OTTOBAPAT HA BCHYKH H3WCKBAHUS HA
3akoHa 3a pa3BUTHE Ha aKageMuyHus chcTaB B PenyoOmuka benarapus (3PACPD), Ilpasunnuka 3a
npunarane Ha 3PACPB wu IlpaBunamka Ha MY - IlnoBmguB. llpencraBeHure Marepwaiud Hu
JIUCEPTAIHOHHU PE3YyJTaTd HANBJIHO CHOTBETCTBAT Ha CHENU(PUYHHATE W3UCKBAHUS, NPUETH BHB
BpB3Ka ¢ [IpaBunanka Ha MY — [TnoBaus 3a npuioxenue Ha 3PACPB.

JlMcepTaluOHHHSAT TPY I MOKa3Ba, Ye JOKTOpaHTshT I-p Becenun 'eoprues Ilonos npurekasa
3a1BJI00YECHH TEOPSTUYHM 3HAHUS U IPO(QECHOHATHE YMEHHUS [0 Hay4yHa crenuanHocT OHKOIOTHs,
KaTO IEMOHCTPHPA Ka4eCTBa U YMEHUS 32 CAMOCTOSATENHO IIPOBEXKIAHE HA HAYYHO H3CIICIBAHE.

[Topamu ropen3nokeHoTo, yOSIeHO 1aBaM CBOSTA NOJIOHCUMENHA OUEHKA 33 IPOBEIECHOTO
W3CleBaHe, INPENCTABEHO OT pELEH3WPaHWTE MO-rOpe AHUCEepTAlHoOHEeH TpyHA, aBTopedepar,
TIOCTUTHATH PE3YJITAaTU U MPUHOCH, U HPedlazam HA NOYUMAEMOmMO HAYYHO HCYpU 04 NPUCHOU
obpazoeamennama u HayyHa cmenen ‘0oxkmop’ Ha n-p Becemun ['eoprues Ilonos B 0okmopcka
npozpama OHKol02UA.
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[Ipod. n-p Urnuka Muxaiinosa, 1M



