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OTHOCHO 3AILIMUTA NPEJ HAYYHO KYPH
Ha JMCCPTALMOHCH TPYA 38 NPUCHAARHE Ha OOPA30BATC/IHATA 1 HAYYHA CTENEH QOKmMOp

B 0Du1acT Ha sucIIeTo 0bpasonatue 30paseonazeane ucnopm
npodecnonanno nanpasienne 7.1. Meduuuna: AOKTOpeKa uporpama Heepoxupypeus

Asrop: A-P WIHAH TI'EOPI'MEB KOEB
Dopma HA IOKTOPAHTYPATA: CAMOCTOSTEIHA 110,11 0 TOBKA

Kareapa: Hespoxupypous va MO n pu MY - [Haosaus

Tewa: KIHHHYHH H  HMYHOBHO.TOIHYHH  ITOK ASATEAN  1TPH
BHCOKOCTEIIEHHH AC TPOUHTOMH — IIPEAOIIEPATHBHH nojaxoan
HPOTHOCTHYHH OAKTOPH

Hayunu purosomrresnn:

Hpod. a-p Buwropus Crenan Capagsan, am, ayu - Kareapa Meanunueka
Ouoaorns, Meanmnesn daxyarer, Memummekn yuusepenrer, rp. laosaus

How. a-p Xpuero Boraanos Keasswos, av — Kareapa no HEBPOXHPYPIHS,
Meanunnexn day.arer, Meanuunexn yuusepenrer, rp. Haosaus

1. Obuto npeacrassine na n poueAypaTa H QOKTOpanT:

[IpeacraBen e komniexr or mare CPHANN HA NAPTUCH/CACKTPOHSH HOCUTCL. CBbITACHO
wsuekBarmsita Ha o115 (1) or Hpoueavpara 3a npu’u‘mmzznc #Ha OHC (;’u;cz;m;) B MY
Haosaus u Tpaskanuka na MY-ITrosue o1 06.11.2014 * B nero ca skinouenn rpuscieo
Pa3paboTeH M OTANYHO OHAriejieH AUCEPTAUNOHCH TPy (_; rabanun, 39 Qurypu. 3
HPHAOKEHNS) B 00eM | 54 CTan apTHI MALIHHOTICHI o1 tpanuiu, asropedepar (46 crpanum).
4 nyGMKaN M OKYMCHTHTE B CBOTBETCTBIC ¢ M3HCKBAH nd periaMent na MY — Hnosaus.
Hoxropaurer a-p Mnwan F'eoprues Koes sapnpimsa Maremariucexara ruMHassg B Ip.
[Trosaus (1987 r.) u cneunansoct Meduyuna (1995 1) ¢ obpaszosareana crenet u HSUCID) B
Meanumnckn yuusepenrer - [osmuis. [pe3 1995-1997 r. paGoru 8 OGwmicka GoamnLa A-p
He. Pace —~ rp. Conor karo opanHatop B Oraenenne no Hepposorns. Cae L HiIoMHaTa
AOAroToBKa Ha Ji-p Ma. Koes BRmousa creumaimsauns o NPUIOOHTA  CHIeUHATHOCT
neepoxupypews 8 Y MBAJL Caemu eopen — vp. Naosaus (1997 - 2002 1 ). K&KTO M KYPCOBE 34
APAKTHUICCKO O0YUeHHE U TEOPETHYHA NOAr0TOBKA B 004aCTTa HA KPAHHAIHATA CHAOCKOIINS 1
CliitHaaHaTa xupyprus (2009, 2011, 2015 r. B Chosenns. Codust, Fepyanus u Typius). Jl-p
V. Koes e nocuresn ua i 1arpaiu 3a Hal-100pu npeleHTaUMg M HOCTEP, CHOTBETHO OT 1X 1 X
Haunonanna xondepenis 1o Meauniutcka Suosorys, [eser (2011 u 2013 r.). Bsema
YHACTHE B CHELMATH3HPAHM HALMOHAIHM (6) MERAYHAPOAHE QOpyMu (3), PLKOBO/N
HAYHHO-U3CIACAOBATEHCKH TPOCKT (2009 1), (pumancupan or MY - [Trosaus,



2. Ai\"l‘}'?l(!i’l(i("l‘ Ha reMarurara

[peacrasenuar aucepraunouen TPV € NOCBETCH HA NPeJONePATUBHUTE NOAXOAM 1
HPOTHOCTUUHH (DAKTOPH (KIMHMUHH 1 HMYHOOHOI0IH K1) [IPH PRAKUTEC MO3LUHUTEC TYMODH,
CHAajamld KbM BHCOKOCTENEHHUTE acTpormtomnu (BCA), cnopest kpurepuute Ha C30 - HI ¢1
aHanacTudeH acrpountom u IV ¢r. mynrudopmen ramodaactom (GBM). Te sacsrar 5-8 /

1000 rmna or o6mara nonyaams. GBM e nait-uceTust FAMAICH TYMOD 11PH BB3PACTHHTE, ¢
MCAHARHA NPEKABAEMOCT expa 12-15 mecena. Ta e no-106pa 2a ananacTuunis ACTPOLUTOM
Mexay 3 u 4 roaunn. Tesn 310ka9ecTBeHO HNPOTHHALLM TYMOPH NOKA3BAT TEHCHLNS KbM
YBEAHUICHA HECTOTA B MOCHEAHMTE ASCETHICTHA. ¢ OUYAKBAHA 3a00:5eMOCT 3a 2016 1. 8
buarapus 479 cavuay u Opeasuiena eMmuprooct 457 cavuas. Hosute nosnanis BBPXY
KJACThUHATA OHONOTHS 1 XETEPOIeHHUTE KOMILIEKCH [IPOMEHH B MOICKYISPHOICHETHYHHTE
MOXAHH3MH ca ocHoBaTa 3a cyOtummnpatie va GBM - AKTYaneH npuﬁ;zcw B TCOPETUYEH ¢
IPAKTHYCCKH M4, NPCAOCTABAIL BB3MOKHOCTH 34 WHIMBH AVATHBUPAHS Ha JICUCHHETO
OueHkata UM Kato NPOrHOCTHYHM (axropu, Hapea ¢ KAMHMUHITC, OPCAOTICPATHEHY 1
Cf]e,imzfiepa"r‘nmm odpasuu, 1aboparopuu napame TPH M CTENEHTA HA XUPYPIHYHA PEIEKLUA,
OHCPTABAT CAMHCTBCHO UPABHIHUS U TPVIACH ITHT KLM HHANBHAYAUMHPAHOTO JeUeHie ¢ el
YAbJDKaBane )xusota Ha Sonnnte ¢ BCA.

3. MMosnaBane ua npodiaema

Jlureparypuust 0630p no Temara e saxbaGouen M NOKA3BA OTAHYHATA nHt:}mp\urpzlimC‘r Ha
AOKTOPAHTA, HETOBATA TCOPETHUHA ITOATOTOBKA U CIIOCOBHOCT A2 OCMUCITH KPHTHYHO OOraTHT
AMICPATYPHH JQHHW M BLIMOKHOCTHTE HA MICALAOBATENCKHTE METOAW. B TOBA UHCIO
BUCOROTEXHOMOTHYHITE  00pasH,  MOACKYAAPHOGHOIOM HYHI. UMYHOJMOIMYHA | ApyIH
TEXHHKH. JIOKTOPAHTHT AEMOHCTPHPA PasyMHO GataHes PaH NoAx0A 8 00CBK 1aHe 10 0beMa Ha
NHPYPIHIHOTO JICHCHHE C OIIE OTCTPAHABAHETO HA MAKCHMATHO BH3IMOIKHATA YacT O - rymopa
¢ MHHHMATHO YBPCIKAQHE HA SKH3HCHOBMKHWTE MOILYHH CIPYKTYPH H CHCAONCPATHBCH
nesposeduunt. Hutnpanu ca 245 AWTEPATYPHY H3TOUHHKA. TIPETMMHO OT NOCACHNTE JeceT
rommn (34.3%). 0T kouto weeT ua OBArapekH eIMK U ome cedgem na Onarapexu
ROACKTHBI YuacTHUUM  nyOauKkyBasy  Ha  auraudiekn  euk,  Octanaiara HacT - 01
Oubsmorpaduara e cuino Ha anraniickn esux. Bps OCHOBA Ha JIAHHHTE OT JITCparypaTa i
00001eHIETO Ha HepelennTe npobaemu ca (hOpMyAHpaHI HCHO | ¢ NPAKTHYECKA HACOUEHOCT
HEAITA ¥ NIPOUSTHHANIMTE OT HEst 38JaUH HA HICACUBAHCTO.
4. Meroauxa wa mscaeasanero

Hoabpanure meromn ca IPCACTABCHU CHCTeMATH3MPAHO M OCTATHUHO AeTallIHO.
Komnaexenusat Meroamuen noaxon e ChBPCMCHCH, BHCOKO MH(POPMATHBCH M @1eKBATCH 34
HIOCTABEHATA ues M MOy HaBaKe Ha aeKBaTes OTroBop Ha opmyaupannte 3a1aun.

5. Xﬂp}iKTQPHC'!’IIK:& I OLCHKA 14 Aucepranuonnuy TPYA H NpHHOCHTE

Hucepraumonnnsr tpys e H3rpaiacH BLPNY ananusa na 74 ao0pe x:amx’z‘cputmp;um
Haunentu ¢ BAC 3a 4-roanmen nepnoit. Mscacasanu ca u 40 4 ApaBr KOH po IHW tiita, 3a
ChIIOCTABKA C HAKOM OT UMYHONOIHYHUTE | napameTpu. BuouenusT Matepuai ¢ qoctarbuen.

ADEABUIL HHCKATA yecToTa Ha Ry AC v nosi BOIABA W3BCIKAAHCTO Ha AOCTOBEPHHU. CTATHCTHYECKH
1 KIAMHAYHO 3HaYUMu BAHOMCHN Y.
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Monyuenure pesyararn ca npejcrasenu sicuo. H3UepnaTeaHo n narneano. [lopa:u
neunukara na BCA, Benukn miceansann nokasarein Cd OTHECCHM KbM LIPCIKHBASMOCTTA Ha
HAUHCHTHTE, € KOCTO NPSAKO CC OTCABAT TE3H C NPOrHOCTHYHO SHAYCHHE., YUTaHOBSBE ce, Ue o1
UPOYUBAHHTS  KIMHHYHM M ONEpaTHBHu HAPAMCTPH  BBIPACTTA.  [IPCIONepaTHRHINT
(Gysxumronanen (Karnofsky  performance status - KPS. kaxro u cacaoneparisen) i
dusnueckn crarye (ASA physical status) u Toraimara wm CyOTOTATHA TYMOPHA eKCLUH3HS, ¢a
C OUPCACAAINO 3HAYCHME 110 OTHOLIEHUE NPSKUBACMOCTTA. OT UPCUM3HO NPOCICIeHHTE
METPHHHU TYMOPHHI XapaKTePUCTHKA ¢ HPOrHOCTHYNA CTORHOCT Ce o1 JMHABAT MAKCHMATHUA T
HHCCH pasMep Ha TYMOPa M CHOTHOLICHHETO HA | HCPHTYMOPHHUS OTOK KbM 00eMa Ha TYMOpPHIS
Bb3e. Mutepec npeacrasassar HPOYUBAHMATA BBPXY raukonporenna YK -40 npu BCA.
Heasyemucneno ce nokassa MOPQOMETPHYNO NOBHIIABAHE Ha CRCHPECUATA MY B MO3bUHA
FbRAH,  Kopemupana ¢ naroMopdonormano OHpeiefeHara  CTenen  Ha  TYMOpHA
saokauecTenoct. [Tvpsu 3a crpanara ca i ONPEeACATHHATA HA CePYMHNTE HuBa Ha YKL-40 »
KOHTPOIHA Ipyna 3Aparn Auua u npu naudentd ¢ BCA (MOBULICHH CIIPIAMO KOHTPOIHTE),
Jucperyranmarta  ua HMYHHATA  cucrema ce (.}z:)cxmmuiﬂsgpa ¢ uscaRABANMS  HA
KACTRUHO-MC/MMpanus 01roBop. [Tpometinte sacsrar MOHOUHTHTC KaTO KACTBLUHY CIeMEeNTH.
CBLP3BANH C BDOJACHHSA HMYHEH OTIOBOP - NOBHIIEH 511 Ha CD36+ MOHOIHMTH CbC CVHPECHBHI
csofictBa u nomwkenne wa CD4+ monoi ¢ HCCEKTUBHA HHMTOKHHOBA (e KpeuHs 1
Andepentmanns. Yertanosspa ce IPOMCHCHO ChOTHOUICHHE MEUKLY OCHOBHUTE :um(bmuu Hit
HOLYAaliH ¢ nopHiIeHne Ha B-uMbownTiTe. osemo 10 U3MECTBAHC HA UMYHHUS OuaanC 110
ftocoka na Th2 orrosop ¢ nucka ePUKACHOCT NPU HEONACTHYHITe npouecn. Hapymennsra s
I-kaervunure cyGnonynanmu ca CBUIO vacT ot Oeaesurte Ha HabmozaBaHaTa UMYHHA
cyiipecus npu BCA. Tlpuckemmnsisam ce kuy dopmyampanure wigom u HPHHOCH Ha
Anceprannonsara pabora. Bu3 ocnosa Ha ACPUHUPAHIITE HPOrHOCTHYHO JHAUMMK napamMeTpu
1 KHHUYHAS. ONMT Ce NPeAiara BKIUOYBAHOTO HM ¢ PA3INYHA TEKECT B KOIAMUECTBEHA
craniaprisupana ouenka Ha BCA. Tx nossoussa PASTPAHHYABAHETO Ha 4 Py HalUeHT!
ChC czrrrr»xmpﬂxmmm PasiiuKy B npexupiemocTta. Tosa nokassa, ye HHMBu: IY&/1HaTa OleHKa
Ha NANHEHTHTE € KITMHHYHO 3HAYHM 1 HCTPYMEHT 32 onpesensue nporuosata va BCA. Hewo
HOBCHC, PAsIileNannTe AeMOHCTPATHBHY KANHN Y CAYHAH WIHOCTPUPAT MPHIAOKHMOCTTA HA
HATIPABCHUTE 3AKIIOUCHHS (.‘3653‘1.3;333:“w'm UM ¢ MBCACABAHNS HA FeNHATa eKCrpecus u
CcopyMuHTE HuBa Ha YKL-40, unrokmuuu u homing monekynata CD44. Te nomarar sa
cyOrunmsupane na TYMOPA. KaTo HOCAT UeHHa nHOPMALLS ¢ | HPOTHOCTHYHO U NIPCAHKTHRHO
shauenne (sa YKL-40). Benuko tosa Opeanoaara, 4¢ BHSAPSIBAHETO HY HOBY TEPAnesTHYHN
chmenm SQHAMPEA MOKS /14 TIOYHBA HA COTHHO Pa3PabOTeHM KPITEPHH 3a prek AnMITHPAHA
crparuduKalua ua narmenTute ¢ BCA,

6. lpeuenka ua nydmkanmmre u JUHYHESL IDUHOC HA XOKTOpanTa

JlOKTOPaHTBT npunara chmcnk OT 4 nySamkaunn Ha anrmiickn C3HK, KaKTO U 9 noknaza u
HAYUHHI ChOOLIEHUS, CBBPIAHT ¢ TeMaTa na HPOYUBARETO M HETOBOTO nonyaspmsnpane. B 3 ot
CTATHUTE M S YYACTHS B KOH(EPH UMY 11~ p HMa, lww ¢ BoAcHLaprop. Eaua ot nyvbiaukannmre e

B ClMeanne ¢ nmnakt Gaxrop (0, 78). Jlo momenta ca orBenssany 3 HUTHpanis B uyxOuua,
BRI B cnncanue ¢ [F = 2 553,

B ancepraunonuara pabota KOpekTHO e orGenmanc obieiic] IBHCTO NPM W3BLPIUBAHE Hu
HAKOH OT nadoparophure u MATOMOPhOAOTUUHITE W3c e Banns. Hva CbMHenue, ofave, ye
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HATJOCTHOTO ()(})()}").\THHC Ha HPOYHMBAHCTO € AMYHO A0 HA AOKTOparta, o TPAzABalllo 01y
;‘xpmbccumzaﬂm‘i HOAOTOBKA, BBIMOXKHOCTH 34 KPHTHYCH apaiius. TBOPHMCCKH CHHTE3 |
CAMOCTOATENIHO MPOBEXIAHE Ha Hayudo nscressane. Tpadsa 1a ce 0T6CAeKH OTAMYHO
HAITACAHKAT, CTEIHAT M YCTHBECH TEKCT. ¢ TOUEH HAYUCH CTHA H HOANOSIIIO oopmieHne.
Morar aa ce 3abeaekar HeIHAUNTENHI TeXHUYECK:] ¢1ab0CTH — U3I03BAHE HA TOYKA KATO
ACCCTHYCH 3HAK B CTATHCTUUECKUTE OLUCANUS U HSAKOW TaBauili. e um: HPABOIHCHH
PPEUIKH. HaMajeHa rerta excnpecna na TNF-¢ cnopen dur. 37 (crp. 91). BMeCTO vBeauuen
KaKTO € B TeKeTa. Te3n ApeGHU HEAOCTATHUN B HIKAKBE CAYHaH HE HaMaBIBAT CTONHOCTTA Ha
HPCAIOKCHHS  AncepTalioner  Tpya. Beuukn  ornpasenu HPCHOPLKH  BbE  BPB3KA ¢
TOTOBHOCTTA 32 3alATATA MY NPEA HAYYHO KYPH. ca BIETH 10 BHUMaHHe, Marepuanst ¢
ARTYWIM3UPAH CLC CTATHCTHYCCKH JaHHM, cxy;)pxaum ¢ 2016 r.. xkaxkro M ¢ AUTEpaTYpHH
H3TOUHMLH, BKIIOUHTECAHO ¢ Obarapeko vuactie, o1 2015 u 2016 1

7. AsTopedepar

Azsmpe(}mpz:i'm;' HIMCPHATCIAHO LPCACTABS OCHOBHUTE HPOGAEMH, PE3yATaTH 1 06ChIKIaHe
PA3FICIann B Lcepraionnus Tpya. Odopsmen e npewnsno., ¢ 100po onarnessane (20
durypu v 8 tabauum).

SJAKVIHIOYEHUE

Jucepranuonnust pys ebabpska HAYMHO-HDIJIOKHH DE3Y.ITATH, KOHTO HPeACTABIABA
UPHIMHAICH NPHHOC B HAYKATA 1 OITOBAPHT HA BCMYUKH M3MCKBAHLS Ha 3akoHa 3a
PasBHTHC Ha akajeMuynus cueraB B PenyBauxa buarapus (3PACPB). [lpasiinuka 3a
npuparane Ha 3PACPB u cnieunduunnte usnexksanus. 1 pHETH BBB Bpbika ¢ [lpasuinuka na
MY - Iaosmus. Ilpeacrasennrte MaTCpHain M JMCCPTALMOHHN  PC3VITATH  HABIAHO
CBOTBETCTBAT HA COCUM(DUUNNTE UINCKBAHIY. IpHeTH BLB Bpb3ka ¢ Ipasuanuxa na MY
[T10821B 3a npusoxenue na 3PACPE.

Jncepraunonnust tpyvia nokassa, ue AOKTOpanTst a-p MJAMAH I'EOPIUMEB KOER
HPHTERABA 321bAOOUCHH TEOPETHYHN 3HAHUS W ApodeCHOHA N YMeHUS 10 HavuHara
CHCLHATHOCT HEBPOXUPYPIMSL. KATO ACMOHCTPHPA KAYCCTBA ¥ VMEHUS 32 CAMOCTOSTEIHO
HPOBMKAAHE HA HAYYHO M3CIICBAHE

Hopaan  ropensaosenoro, YORLCHO JaBav  CBOATA TOMOKHTEINA OLCHKA
HPOBEACHOTO m3caeasaHe Ha Tema Kirunuunu u UMPHOOHOAO UM NOKA3amen npu
GUCOROCMENnCHHU  aempouumomu npedonepamuenu nOOXOOU U npococmudIg
harmopu. npexcraseno or PELUCHINPAHUTE NO-TOPe AMCEPTALMOHEN TPYL. agropedepar.
HOCTHIHATY PE3YATATH W NPHHOCH, I HPeIIAraM HA HOYHTAEMOTO HAYYHO KYPH 14
HPUCHAN 00PA30BATEAHATA 1 HAYYHA CTelen Ookmop wa a-p WIMAH I'EOPIUMER
KOEB » oxropera nipor PaNa 110 HeBPOXUPYpris.
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