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OTHOCHO: AucepTauMoOHHUA Tpya Ha A-p Hukonah UsaHoB HuKonoe Ha Tema
»MYNTUOUCUUNNIUHAPEH noAaxoA NPU NIEMEHUE U NPOCNEAABAHE HA
NAUMEHTU C HEMYCKY/THO UHBA3SUBEH KAPLLMHOM HA NMKOYHUA MEXYP”
33 NpucbXKaaHe Ha obpa3oBaTenHa U Hay4yHa cTeneH ,40KTop” MpodecnoHanHo
HanpasneHuwe: 7.1 “MeauumHa”, HaydyHa cneumanHoct: “Yponoruna”, wudbp
03.01.42

KauMHOMBT Ha MWUKOYHMA Mexyp e eaMH OT HaW-4yecTuTe TymMOpWu Ha
otaenutenHata cucrema. Hag 90 % OT HOBOOTKPUTUTE NAUMEHTU ca C
MOP}ONOrnMYHa XapPaKTEPUCTUKA Ha NPEexoaHO-KNeTbyYeH KapuuvHOM. HerosaTta
NPOrHo3aTa 3aBUCKU OT CTeNeHTa Ha gudepeHumauns, 6poa Ha TYMOPHUTE nesuu,
MYNTUPOKaNHOCTTA M YecTOTaTa Ha noABa Ha peumgmen. OnepaTuBHaTa
MHTEPBEHLMA B MHOrO C/ly4yan He e 40CTaTbyHa 3a IeyeHune Ha ToBa 3abonasaHe.
MHOro 4ecto ce Hanara ga ce NPUNOXK N aaloBaHTHA Tepanua. MNpunoxkeHneto
Ha WHTpPaBe3WKaNHa XMMMO- U MMYHOTEpanua, KakTo U  NbyenevyeHueTo
AOMbAHUTENHO Nnoaobpasat pesyntatute. Bbnpeku ToBa Hag 50% OT TymopuTe Ha
NMUKOYHMA MexXyp Nporpecmpat KbM WMHBA3MBEH KapuUMHOM W f[aBaT faNevyHu
MeTacTasu.

KapuMHOMBT Ha NUKOYHWA MeXyp € XeTeporeHHo 3abonnaBaHe B reHeTUYEH,
XUCTONOTUYEH U KAMHWUYEH acnekT. lpe3 nocnegHute rogunHu ce Habntopasa
HEeroeotTo noagmnagAaBaHe. MHoro ca puckosure ¢aKTOpM 3a noABata M
peunanBmnpaHeTo Ha TOBA 3abonasaHe. PaHHaTa AWAarHOCTUKA W NneyeHue ca
NPUOPUTET Ha YPONO3U, OHKONO3U U NbYeTepanesBTU. M3non3eBaHeTo camMoO Ha



PasnnM4HM onepatMBHU MeToau He Moxke A2 OTroBOpM Ha KpuTepuute 3a
MynATUMOZaneH  noAxo4 npu  neyeHuero. 3aToBa  npunaraHeTo  Ha
WHTpaBesnkanHata Tepanua n paguortepanuaTa ca nocnepBaly etan.

npeXO,D,HOKI'IETb‘-IHMFI KapuMHOM e Hak-yecTo CPelWaHna paK Ha NUKOYHMA mMmexyp.
MW’ITM,D,MCLI,MFIIMHapHMﬂT noaxoa 3a neyeHue um npocnegnasaHe e U3KNKYUTENHO
dKTyaNeH B KNAMHUYEH n coumnaneH acnekr 3a CbBpemeHHaTa yponorua.

ToBa BOAM OO0 TbpceHe Ha onTUManNnHum MeToaun 3a OpFaHOCbXpaHﬂBaLU,O nevyeHune
Ha nauueHTu c NMOBBPXHOCTEH KapumMHOM Ha NUKOYHUA MexXyp n orpaHunyasaHe
noasata Ha peunagusun u nporpecna Ha 3abonsasaHeTo. N3nonssaHeTto Ha
PasnnyHM Buaose €HO0CKONCKM MeToamnm u cxemum 3a a[ll0BaHTHa Tepanua e
OnpasAaHo pelweHue.

TbpcennaTa Ha 4-p H. HUKOM0B B Tasu nocoka ca 060CHOBaHM U aKTyanHu 33
YPONOruiHaTa Hayka 1 npakTuka. ToBa 3acny:kaBa NO3UTUBHA OLEHKa, OTHaCAMKM
Cé KbM TPAaWHUAT My MHTEPEC KbM TemaTa u npobnema. Cnopeg Hac HacTosweTo
MIPOy4BaHe e C AOKa3aH Hay4HO-NPaKTUYeCKM XapakTep.

MpeacrtaBeHnAaT 3a PEUEH3NA aucepTauMOHeH Tpya e pasrbHaT Ha 156
CTaHAAPTHWU MALIMHONMUCHM NEYATHU CTPAHULM, B KOUTO Ca BKNOYEHU 46 durypu,
39 1abnnum, 30 rpadukm u 5 MPUNOXKEHUA, BCUYKN UBETHWU, NocienosBaTenHo
pasnonoXxeHn B Tekcrta. TpyabT BKAWYBA W cnpaBka 3a npuHocuTe. B
aBTopegeparta ca nocoyeHu 4 nybavKaumm, cebp3aHu ¢ ANCepTaumuoHHMA TpyAa.
KHuronucowT BKAousa 230 3arnaeua, OoT KouTo 59 Ha Kupuamua M 171 Ha
NatuHuMua. ToBa nOTBbLPMKAABA BMCOKaTa MHPOPMMPaHOCT Ha aBTopa no
npoyysaHua npobnem. Bubaunorpaduata e nogbpaHa cnopes Temata Ha

ANCePTaLUOHHUA TPYA,

AncepTaumoHHna Tpya e HanucaH Ha npodecuoHaneH esnK u cTun KaTo
HABCAKBAE NPO/IM4aBa aKTUBHOTO /IMYHO OTHOLLIEHME Ha AWCepTaHTa Mo CNOpPHUTe

BbMNpPOCHK.

Ancepraumata 3anoysa c BbBeAeHME, a pPasNpPedENeHMETO MO MaBU € KaKTo
cnepgpa:

1. BbBegeHue - 2 ctp.

2. lntepatypeH 0630p - 38 cTp.

3. Uen n 3agaumn —1 crp.

4. Matepuan n metog - 22 ctp.

5. Pesyntatu - 34 ctp.
6. ObcvrkpaHe — 17 cTp.
7. MpuHock — 1 cTp.
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. U3Bogm - 1 cTp.



9. KHuronwuc - 18 ctp.

JlutepatypHuatr 0630p e 3agbnboueH M noapobeH. Toit e cbcraseH ot 10
noarnasn. OTAENEHO e MACTO Ha M3non3BaHaTa TEPMUHONOMMA npyu KapuymHoma
Ha NUKO4YHMA mexyp. Obcbkaa ce xemaTypuaTa KaTo HayaneH u PUCKOB CMMNTOM
NPU KapunHomMa Ha MUKOYHUA mexyp.

B HAKONKO noArnaeu aBTOP®T Ce NPOMU3HACA 3a ennaemMmmonornAaTa, eTMoNorMaTa m
NaToreéHesara Ha TymMOpuUTe Ha NWKOYHMA mexyp B bBbarapua m no ceerta.
OyeBnaHa e pasnnMKaTa MeX4y NONOBETE KAaTO MbMKETE Ca MaNKO NOBeYe oT 3/4
OT roAWLIHO HoBOperucTpupaHuTe nauueHTu. NoaxoaeHo e npogpecnoHanHo npw
WHTEepnpeTauuATa Ha ¢aKTUTe OT M3NOoN3BaHaTa AuTepaTypa. HanpaseH e
334b1604€eH npernes Ha HoBaTa NaToaHaTOMMYHA KnacubUKaLMA Ha KapuMHOMma
Ha NMKOYHUA mexyp ot 2016T.

Mocnepga nogyepraBaHe 3Ha4eHUETO Ha 6e3601KoBaTa XeMaTypuUA KaTo OCHOBEH
cumnToM.  MUKUMOHHWUTE W AM3YPUYHM  ONNAKBaHWA ca MHoro gobpe
XapaKTepusMpaHu M pasTb/KyBaHW. ABTOPBT Npoy4Ba NoapobHO CbBpeMeHHUTe
ANArHOCTUYHM MeToAM NpU TYMOpWUTEe Ha MNUKOYHMA Mmexyp. KomeHTupa ce
OTKPWUTO BOAEWMTe CMMNTOMM, O6pasHWUTE W3CNedBaHMA U MeToAuTe Ha
WHBa3NBHO MU3cneaBaHe.

CumnTOoMUTE NPU KapLUHOM Ha MUKOYHWUA MeXyp Ce MpPoABABaT U NpU Apyru
Bb3nanuTenHu, sabonasaHuA. 3atoBa A-p H. HUKoONOB e npeacrasun B HarnegeH
BUA, U CUCTEMATU3UPAHO WNPOK AndepeHLUanHo - AUarHoCTUYEH KOMMNAEKC.

AncepTaHTbT 0606WAaBa MHEHMETO Ha pegula aBTOPM, Kato noa4veprasa, ye
neyeHuneTo TpabBa Aa € KOMBUHMPAHO W Hanara MyATUANCUUNAMHAPEH NOAXOA.

NutepatypHuAat 0630p e oTanyHo BanaHcupaH ¢ AocTaTbyHAa MHOOPMATUBHOCT.
Tou e 6orato npeactaBeH OT cucTemaTusnpaHaTa bubnumorpadua.

Lenta Ha pguceptauuata e ¢GOpMyaMpaHa KpaTKO M ACHO. [ucepTaHTbT A
NpeAcTaBA TOYHO WM TA OTrOBapPA Ha 3arNaBUMETO Ha NPOY4YBaHeTo.

3a nocturaHe Ha HabenasaHaTa uen A-p H. HuKonoB cv noctaBa 7 M3NbAHUMMMU
33,341, KOUTO ca ACHU, pa3bupaemu 1 nocTUKMMK. Te 0606wasaT Herosua onNuT

N OTrOBapAT Ha BbNPOCUTE, NOCTaBEHU B AnTepaTypHUa o630p.

Marepuan u metoam

B npoyuBaHeTo oT aHyapu 2011 r. go aekemspu 2020 r. ca BKAtOYeHU 06uL0 444
nauMeHTU Ha Bb3pacT mexay 27 u 91 roguHu (cpegHa Bb3pact 67,5 r.). Mo non ca
pa3npegeneHn 342 mbxe u 102 xeHu. Te ca nekyBaHW U npocaegAsaHn B
KnuHuukata no yponorua, YMBA/1 “Cseta MapuHa“, MNneseH, OTaeneHneto no
yponorua, OTAeneHneTo No MeaMUMHCKAa OHKonorua u JlbdenevebHua UeHTbP
npu KOU, Bpaua. MayneHTUTe ca pasnpegeneHn B ocem Bb3pacToBu rpynu npes
nHTepsan ot 10 rognHu. B Tpu ot Bb3pacTosute rpynn mexagy 50 n 80 roauHn
nonagat Hag 80 % oTr TAX. BCMYKM nNauUMEHTM ca KOHCYATUpaHu OT



MYNTUANCUMNAMHAPEH €KUM OT YPONIOT, MEeAMLMHCKM OHKOAOT, NbyeTepanesrT,
PEHTrEHONOr, NaTOaHAaTOM W aHEeCTe3MONOr U Ca BKAIOYEHM B Npoy4YBaHeTo B
3aBMCUMOCT OT KpUTEPUUTE 33 BKAIOYBAHE M U3KNIOYBAHE.

AnceptaHTbT e B3en aKTUBHO y4acTe npu nopbopa, neyeHuetTo U
pocnenssaHeTo Ha nauueHtute. Usnonsean e ronam Habop ot MeToau Ha
n3cnenBaHe, neyeHune n HabnogeHue. NoapobHoO e onucaH WHCTPYMEHTapuyma u
TEXHWKaTa 3a M3BbPLUBAHE Ha PasIMYHUTE onepaLuun.

3a 0bpaboTKa Ha JaHHWUTe, aHanU3 Ha NnONyYeHUTe pe3ynTtaTm U rpapuyHOTO UM
npeacrasaHe Aa-p H. Hukonos usnonssa naket Office 2019 3a Windows 10, SPSS
W PSPP u Apyru cTaTucTUdeckm metoam — onucatenHu, KOpenaunmoHHU 1 Takuea
3a NpoBepKa Ha XMnoTesu.

Tosa My nossonsBa Aa NonyuM AOCTaTbLYHO AOCTOBEPHa nHPopMaLma.

B rnasa “Pesyntath” Bcuuko e npencraBeHO B XPOHONOTMYEH pea. QucepTaHTbT
npeacTaa cobctBeHWTe cu  HabnogeHua, CpaBHABa, obobwasa u auckytupa
Pe3ynTaTuTe, 3a Aa [OCTUTHE A0 KOHKPETHUTEe U3BOAMU. CTpEeMeKbT Ha aBTopa e
Aa noayepTae M U3ACHU HepelleHnTe npobaemu n ga nspasm cobcTBEHO MHeHwue.

- WsroteAHeTo Ha anroputbm 3a noa6op Ha NALUMEHTM € WCTMHCKO
NPEeAU3BUKATENCTBO, KOETO € noXBanHOo. 3a Tasu LUen nauueHTuTe ca
PasnpefeneHn B HAKONKO PYNu B 3aBUCUMOCT OT /IOKaNU3aLMATA Ha TYMOPHMA
npouec, cteneHTa Ha gudepeHumnaLma, pasmepa Ha TYMopa, MyNTUGOKaNHOCTTa,
KOMOpbunnTeTa M OTKasa OT TIOTIOHOMyWweHe. BbBeaeHW ca KpuTepuu 3a
BK/IlO4YBaHe M U3KNIOYBAHE Ha nauueHTW. Npu BCUYKM e NPoBeaeH 3aabKuTeNneH
KAMHWUYEH MUHUMYM OT NabopaTopHK U3cneaBaHuA, KopemHa exorpapua Ha NOC,
ypetpounucrockonua c¢ 6ana M NBI cBetiMHa M ca 0606WeHN CbOTBETHUTE

pesynTaTm.

- Cnep ToBa paborata My npoabnKaBa C NpoOy4YBaHE CUFYPHOCTTA M
6esonacHOCTTa Ha TpaHCypeTpasHaTa MOHONoONApHa, 6GunonapHa u nasepHa
pe3eKumMa npu nauuMeHTM C NOBBPXHOCTEH ypoTeneH KapuuHom. Te «ca
pa3snpegeneHn B TpU rpynu - ¢ MOHONOAAPHA, BunonapHa u nasepHa peseKkuua.
Ob6bpHaTo e BHUMaHMe Ha obwmna 6pol Ha nauueHTUTe, CPEAHOTO OnepaTUBHO
Bpeme, cpegHuA BGONHMYEH NpecToM U [HUTE C NOCTOAHEH TPUMBTEH KaTeTbp.
AKUEHTYyMpaHo e  Ha Bb3pacTTa, MHTPAOMNEPATUBHUTE, PAHHUTE WU KbCHMU
ycnoxHeHua. Pesyntatute ca nogpobHo npeactaBeHn U ronam 6poit tabanum m
rpaduKn 1 ca CTaTUCTUYECKU aHaNU3UpPaHW.

- MpoyyeHa e KAMHMYHATA e(EKTUBHOCT Ha pas3IUYHUTE MEeToAM Ha
TpaHCypeTpanHa XMpPyprua BbpXy NOKaNHUA TYMOPEH KOHTpoA. MNauneHTuTe ca
npocnegAsaHu 3a 48 meceua, Kato ca 6MAM XOCNUTAaAM3UPAHW U NPOBEXAaHU
nabopatopHu, 06pasHM M MHBA3UBHM nscnegsaHmna. O-p H. Hukonos
cUCTEMATU3NPA N aHANU3NPaA Pe3yATaTUTE MO MECELU, C KOETO MOXKe Aa Ce OLEeHMU
epeKTUBHOCTTa Ha Pa3/NIMYHUTE METOAM Ha NIeYeHue.



- A-p H. Hukonos npegocraesn B cBoATa AucepTauma uHTepecHU GpaKT OTHOCHO
dapmakoguHamukara 7] dapmakokuHeTukara Ha pasnuyHurte
XUMUOTEpaneBTUUMU U NOKaNHU UMYHOTEpaneBTULUM NpPU MHTPaBe3UKaNHa
Tepanua. CnaseHn ca KpUTEpUUTE 33 M3NON3BAHE Ha Pas’NNYHUTE MeguKaMeHTH
KaTo TAXHOTO npunoXKeHne e cbobpaseHo c Bb3pacTTa, cTeneHta Ha
AndepeHumaums, KOomopbunutet, myntudokanHocr. ABTOpPBT Bb3Npuema mn ce
CbobpasaBa C MHEHMETO Ha BOAeuMmnTe CneymanncTm 1 poLKoBOACTBa 3a leYyeHue
Ha MNOBBPXHOCTHUA KapUMHOM Ha MUKOYHUA mexyp. Herosute ycuaua ca ga
NOBULWIN edEeKTUBHOCTTA NIOKanHaTa TépanuAa W Aa [OKake TAXHaTa pona 3a
HamansaBaHe NOABATa Ha NIOKaNEH peLnams.

- 3aAbN60OYEHO € NPoYYEeHO BAMAHMETO U CTPaHWYHUTE AeNCTBUA Ha NOKanHaTa
’b4eTepanuA NpyU NaLUMeHTU C NOBLPXHOCTEH KapLUMUHOM Ha MUKOYHMA mexyp.
Pesyntatute my aokaseat, ye 4ecto peunausupawmTe TYMOPU Ha MUKOYHMA
MEXYP C BUCOK M YMEpEH PUCK noanexaT Ha BUCOKOGOKYCUPAHO SbyeneyeHue..
[MTMKOYHMAT mexyp e ¢ fo6bp TonepaHC Kbm NbYeTepanuATa U M3MNon3BaHeTo Ha
/INHEEH YyCKOpUTeN 3a paguTepanua Mma J06bp TYMOpPeH KOHTPON KaTo ce
3anasea CTPYKTypaTa U QYHKUMATA HAa OKONHUTE TbKaHMU.

- AncepTaHTLT ycTaHOBABA NpAKa Bpb3Ka Mexay Komop6uauTer, XpaHeHe M
TIOTIOHONYWeHeTO BbPXY NOABaTa Ha NbpBUYEH U peumauBMpaLLY
NOBbPXHOCTEH KapuMHOM Ha MWKOYHWA Mexyp. Tol ycTaHOBABa, ue
TIOTIOHONYLWeHeTo, KoMopbuUnUTeTa, HauMHa Ha XpPaHEHEe M NpUema Ha PasNUYHM
MeAWKaMeHTU MMaT BOAeLLa PO/iA B NOABaTa, PELUAMBUPAHETO U NPOrPECUATA Ha
KapuMHOMa Ha NUKOYHUA mexyp. Bcuuko ToBa e ctatucTuyeckn o60CHOBaHO.

- A-p H. Hukonos npasu onut Aa M3roTBuM MynTMmopaneH anropuMtom 3a
ANArHoCTUKa, neveHune u npocnegnasaHe Ha NaUMEHTU C NOBbPXOCTEH KapLUHOM
Ha NMUKOYHUA Mmexyp. HAaMa yTBbpAEeH CKPUHUHT 33 OTKPUBaAHE M npocneaasaHe
Ha NnauyMeHTU C NOBbPXHOCTEH KapUMHOM Ha NMUKOYHMA mexyp. LincrtockonuaTa u
obpasHuTe wu3cnenBaHuA cCa BOJewM 3a NOCTaBAHE Ha JuarHosa.
MpeaonoxkeHneTo My 3a CXema W anropuTbM 3a AMArHOCTUKA, JNleYeHue W
npocnegnasaHe e BaXHO n Heobxoaumo.

Mony4yeHute pe3yntaTh Ha NPOYYBAHETO MMAT CbLECTBEH MPUHOC MO TO3M
npobnem. AprymeHTMTe ca [oCTaTby4HWM € 6oraT KAMHWMYEH MaTepuan U
AONPUHACAT Aa Aafem OTrOBOPM Ha NOCTaBEHUTE BbLNPOCHK.

B rnasa “O6cwvxaaHe” pesyntatute ca AUCKYTMPAHU OT aBTOPa B XPOHONOTMYEH

pea.

- Cb3faBaHe Ha aNropuUTLM — TYK Ce NoA4vepTaBa, Ye KapLUUHOMDBT Ha NMUKOYHMA
Mexyp e BaKeH mMeAWKo-couuaneH npobiem B HaUMOHaNEH U cBeTOBEH Malyab.
AKLUEeHTUpa ce, Ye MMa TeHAEeHUMA 3a nosulasaHe Ha 3abonesaemocTTa B
Pa3BUTUTE CTpPaHMW, BKAIOYUTENHO M Yy Hac. ToBa nNpoyyBaHe MMa OrPOMEH
NPUHOCEH xapakTep. [laHHUTe OT MPOYYBAHETO MOKa3BaT ACHO, Y€ B MHOrO



CBETOBHM LIEHTPOBE PabOTAT NO CXOAHM KPUTEPUM 33 CeneKumMa Ha nauueHTuTe u
ApunaraHe Ha MynTUMOAaneH NoOAXoA4 NpWU /leyeHue W npocneaasaHe. MMpwu
Cb3/laBaHeTO Ha cobCTBEH anropuT M TOM ycTaHOBABA B3aMMOBpB3Ka Mexay
KPUTEpUNUTE W noABaTa Ha peunuaumB W/Man nporpecusa Ha 3a60/iABaHETO.
Kputepuute 3a uskniousaHe ce Bveexaar ¢ ornea usbArsaHe Ha HECHNOCTaBUMM
U3BOAM M pesynTaTy.

- B NoArnasata 3a npoyysaHe CUTypHOCTTa W  6€30MNacHOCTTa  Ha
TPAHCypeTpanHata XMpyprua AucepTaHTa pasfena nauueHTUTe B TPU rpynu — ¢
MOHOMoNApHa, bunonApHa u nasepHa peseKumMa nNo onpegeneHm KpuTepuu. Te ca
CTATUCTUHECKN N3PABHEHM MO BL3PACT U MO C OFNes, KOPEKTHOTO UM CpaBHABaHe.
AHaNN3bLT NOKa3Ba, Y€ HErOBMTE M3BOAM M 3aK/IOYEHUA HAMbLIHO CbBNagar
Pe3ynTaTuTe OT APYrM KAUHWYHM NPOYYBAHUA.

- AP H. Hukonoe KomeHTMpa M [oKasBa KAMHWYHAaTA epEKTUBHOCT Ha
Pas/M4HNTE METOAM 3a TpaHCypeTpanHa XWUPYprua Npu nosBaTa Ha peuuams.
YCTaHOBABa TAXHaTa B3aMMOBPB3KA C XMPYPIUYHWA MeToa, pasmepa u
MYNTUOKANHOCTTa Ha TYMOpa, CTeneHTa Ha AudepeHumaums, KomopbuagHocTTa 1
OTKa3a OT TIOTIOHONYLIEHE. HAM3 KOHKPETHM laHHW 3a NPeANMCTBO Ha eAuH npes
OCTaHaNuTe MeToam

- NpoyveHa e papmakoAnHaMMKaTa U papMaKOKMHETUKATA Ha IOKANHUTE XUMUO-
W WMyHOTEpanesTULM NpPU NeYeHWe Ha NaLMeHTU C MOBBLPXHOCTEH ypoTeneH
KapuuMHOM. 3a Tasu uUen aBTOPbLT Cb3faBa 4YeTMpu rpynu Tol ycTaHOBABA M
apryMeHTUpPaHO npoy4yBa KOpenauMOHHATa 3aBUCMMOCT MeXAy pasiuyHuTe
MeJMKaMeHTH, Bb3pacTTa Ha NauueHTa, Nona, cTeneHTa Ha audepeHunauma u
MynTupokanHoctTa. O606LWEeHN N JOKYMEHTUPAHM Ca KaKTO NPeAMMCTBaTa TaKa

CTPAaHUYHU eDeKTH.

- B cneapauwarta noarnasa 4-p H. Hukonos ce o0bpblia BHUMaHUE Ha BAWMAHMETO
W CTPaHUYHUTE [OEWCTBMA Ha NOKa/NHATa AbyeTepanua npu  NauueHTu C
NOBBLPXHOCTEH KAapUMHOM Ha NUKOYHMA mexyp. Kputepuute 3a BKAKOYBaHe ca
peunausmpall TYMOpU, BUCOKOPUCKOBU NALUEHTU, MyATUPOKANHOCT U OTKa3s oT
paAuKanHa uucrektomua. Crnopes Hero CbBpemMeHHaTa AbyeTepanna e
edeKTUBHO NleYeHne, KOeTo OCUrypABa Ab/ArOCPOYEH KOHTPOAN Ha 3abonsasaHeTo,
HOpManHa PyHKLMA Ha Mexypa U HamansaBaHe Ha HebnaronpuATHUTE epeKkTn oT
pafnaLMOHHOTO NbYeHne. ToW NOTBbPXKAABA, Ye TpumoaanHata Tepanua (TURB,
WHTPaBEe3UKaNHa U NbYeniedeHne) e ¢ AOoKa3aHU Bb3MOXKHOCTHM 33 MOCTUraHeTo Ha

Nb/IHa peMnucna n ,D,Oﬁbp OHKON10TU4YEH OTroBop.

- eCTeCTBEHO M 3aAb/IKUTENIHO Ce NpPOYyYBa BAMAHMETO Ha Pa3/IMYHU PUCKOBMU
¢daKTopu BbpXy NosABaTa U pPeuuaAMBUMPAHETO Ha MOBBLPHOCTHMA KapLUMHOM Ha
NUKOYHUA mexyp. [loKa3Ba, Ye Npuapy*KaBaluTte 3ab6onaBaHMA yBeNMYaBaAT PUCKA
OT noABa Ha MNbpPBMYEH W peuuauBupall Tymop. THOTIOHOMYLWEHETO e
TIOTIONONYLWEeHeTO e OCHOBEeH $aKTop 3a NoaBa Ha 3abonAaBaHeTo.



- BAXHO  MACTO 3aema W3roTBAHETO Ha MYNTUMOZANeH anropuTbM 3a
AWArHOCTUKa, flevyeHMe W npocnefssaHe Ha NaUMEHTUTE C MNOBLPXHOCTEH
KapUMHOM Ha MUKOYHWA Mexyp, KOeTO e OCHOBHa uen Ha A-p H. Hukonos B8
HaCTOALWLETO KNMHWYHO npoyysaHe. Bcuyko ToBa e cbobpaseHO C HacoKUTe Ha
BbArapckoTo OHKONOMMYHO APYXKECTBO, BbArapcoTo YpoNorMYHO APYKECTBO M
EBponeiickata acounauma no yponorua. BUaHO e, 4e aucepTaTra ce Cnpass C
NeKOTa C nocTaBeHuTe 3aga4n. TpUMOAANHUAT moaen Tpabea aa 6bae Bogely U
yCnewHo cneaBaH.

U3BoauTe B anceptaumoHHua Tpya ca 10 Ha 6poit. Te ca CMHTe3UpPaHM No BUA C
ornen OrpOMHUA TpyA Ha AucepTaHTa. FonAm aKkLEeHT ce A4aBaT Ha caefHuTe:

1. Cv3gageHn ca anroputmm 3a nofbop Ha NauMeHTM 3a TpaHcypeTpanHa
XMPYpPrua U nevyeHue u npocnegasaHe Ha NauUEHTU C NOBHLPXHOCTEH KapLUHOM
Ha MUKOYHKUA mexyp.

2. UIHTpaBe3nKanHOTO NPUIOKEHME HA PAa3INYHN XMMUO- U MMYHOTEPaneBTULM
noctura go6bp OHKONOMMYEH KOHTPOA, MUHUMANHU CTPAHUYHWN PeaKLUM U HUCHK
NPOLLEHT Ha I0KaNieH peunans.

3. MNpunaraHeTo Ha paguoTepanua C BUCOKODOKYCMPAHO NbYeneyeHne ce NnocTura
[06bP OHKONOTMYEH KOHTPO, MUHUMANHU CTPAHUYHWN PEAKLMU U HACHK NPOLEHT
Ha NOKaNeH peunams.

4. NMpu nauneHTn ¢ NnpuapyKasawm 3abonaBaHma ce yCTaHOBABA 3HAYUTENHO NO-
BMCOK NPOLEHT Ha NbpPBUYEH U peuuanBMpaLl, KapLuMHOM Ha NUKOYHMUA MeXyp.

5. CNupaHeTo unAuM orpaHW4YaBaHETO Ha THOTIOHONyWweHeTo Hamanasa Ao 30%
noABaTa U peunanBUpPaHETO Ha YPOTENHUA KapLUHOM.

6. MpomAHaTa B HAaYMHa Ha XXUBOT U XpaHeHe HaManABa PUCKa OT HOB peLuaus U
nporpecua Ha 3abonasaHeTo.

7. MyntTmgucumMnanHapHMa noaxon Npwu NnevyeHne Ha NOBBLPHOCTHUA ypoTeneH
KapuMHOM MMa BOJELO MACTO B HOBWUTE PbLKOBOACTBA 33 Tepanua Ha TOBa
3abonasaHe. [lo6pUAT OHKONOrMYEH OTFOBOP W Ka4yecTBOTO Ha XMUBOT ca

nbpeocTeneHHn npu 6opbara cpeuly pakosata bonecr.

Hay4yHuTe NPUHOCK Ha AUCEPTALMOHHUA TPYA CbAbPMKaT Hal-BaXKHUTE MOMEHTH
OT NpeaNoXeHUa 3a peueH3upaHe TPyA M ca M3LANO CBbP3aHM C MeAMULIMHCKaTa

npaKtuKa. Te ca 5 Ha 6bpon.

1. U3BbplueH e 3aabnboyeH aHaNU3 Ha noasata Ha MNbPBUYEH U peunanBupaLly
NOBBLPXHOCTEH YPOTE/IeH KapLMHOM Ha MUKOYHUA MeXYp.

2. U3BbplweH e 3agbnboyeH aHann3 nNpu M3NON3BAHETO Ha /IOKa/lHA  XMMMWO-
“/MAN UMyHOTEPaNuA CNPAMO YTBbPAEHO CTaHAAPTHO OMNepaTMBHO NeveHue.

3. MpunoxeH e HOB MEeTOA 33 NleyeHne Ha peunavBupaliMTe NOBLPHOCTHU
TYMOPM 4Ype3 pagvoXuMpyprya U ca NPOyYeHWU YC/IOXKHEeHUATa M pesyntatute ot

Hero.
4. MMpunaraHeTo Ha CUCTeEMHa MMyHOTepanua Npu NnaunueHTH C BUCOK OHKO/10Irn4yeH

PUCK OT Nporpecusa nma 406bp OHKONOTUYEH KOHTPOA



5. Cb3/jafieH € anropuTsbm 3a MyATUANCLUNANHAPHO NeYeHme n npocnegsasaHe Ha
MALMEHTU C NOBBPXHOCTEH TYMOP Ha MUKOYHUA MeXYp.

SAKNIOYEHMUE

AvceptateT uma nevebHa, AMArHOCTUYHA U XMpYpruuHa HaToBapeHocT. Biema
aKTUBHO y4acTue B HaUMOHANHM U MeXAyHapogHU GOpyMM MO yponorus,
MEANULMHCKa OHKONI0rUA 1 06LWa MeanLMHa. MMa HayuHM uHTepecu B o6aacTTa Ha
OHKOYpO/oruATa, NanapockonckaTa u poboT3npaHa XMpyprus.

Mpocneann cem NpodecMoHanHOTO pasBuTUE M Hay4YHUTE MHTEpecH Ha Aa-p H.
H1KONOB CBbP3aHM C NOBLPHOCTHUA KAPLMHOM Ha MUKOYHWA MEXYP W HErOBOTO
nedeHue. HeroBuAT onuT U HayyHa paboTa onpemenaT KayecrsaTa Ha
NpeAcTaBeHnA aucepTaunoHeH Tpya. MpuHocUTe My MMAT HayyHa M NPUNONKHA
CTOMHOCT B 06/1aCTTa Ha OHKOYPONOrMATa.

Bcuyko ToBa MM aaBa MOpanHO OCHOBaHWe fa NpenopbyYyam Ha YaeHoBeTe Ha
NOYUTAEMOTO Hay4yHO XKYPWU A3 rNacyBaT MONOMKUTENIHO W MPUCLAAT Ha A-p
Hukonait UsaHoe Hukonos o6pasoBatesiHaTa u HaydHa cTeneH “aoKTop”.

09.11.2022 PeueHseHT: # |

MneseH /Npoo. O-p H. Kones, a.
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One of the most common tumors of the excretory system is the bladder carcinoma.
More than 90% of patients have features of transitional cell carcinoma. Its prognosis
depends on the degree of differentiation, the number of tumor lesions, multifocality
and the frequency of recurrence. Operative intervention is not sufficient to cure the
disease and this necessitates the application of adjuvant therapy. The application of
intravesical chemotherapy and immunotherapy, as well as radiation therapy, give an
excellent result. But over 50% of bladder tumors progress to invasive carcinoma and

give distant metastases.



Bladder carcinoma is a heterogeneous disease in genetic, histological and clinical
aspects. In recent years, its rejuvenation has been observed. There are many risk
factors for the occurrence and recurrence of this disease. Early diagnosis and
treatment are a priority for urologists, oncologists and radiation therapists. The use
of different operative methods alone cannot meet the criteria for a multimodal
approach to treatment. Therefore, the application of intravesical therapy and
radiotherapy are a subsequent stage.

Transitional cell carcinoma is the most common bladder cancer. The
multidisciplinary approach to treatment and follow-up is extremely relevant in a
clinical and social aspect for modern urology.

This leads to the search for optimal methods for organ-preserving treatment of
patients with superficial carcinoma of the bladder and limiting the occurrence of
relapses and progression of the disease. The use of various types of endoscopic
methods and regimens for adjuvant therapy is a justified decision.

The searches of Dr. N. Nikolov in this direction are justified and relevant for
urological science. This deserves a positive assessment, referring to his enduring
interest in the subject and the problem. In our opinion, the present study is of proven
scientific and practical nature.

The dissertation submitted for review is spread over 156 standard typewritten printed
pages, which include 46 figures, 39 tables, 30 graphs and 5 appendices, all in color,
sequentially arranged in the text. The work also includes a report on contributions.
In the abstract, 4 publications related to the dissertation work are indicated. The book
collection includes 230 titles, of which 59 are in Cyrillic and 171 are in Latin. This
confirms the author's high awareness of research issues. The bibliography is selected
according to the topic of the dissertation work.

The dissertation is written in a professional language and style, showing everywhere
the active personal attitude of the dissertation student to the controversial issues.

The dissertation begins with an introduction, and the chapter distribution is as
follows:

. Introduction - 2 pages.

. Literature review - 38 pages.

. Purpose and tasks - 1 page.

. Material and method - 22 pages.

1

2

3

4

5. Results - 34 pages.
6. Discussion — 17 pages.
7. Contributions — 1 page.
7. Conclusions - 1 page.
9

. Book review - 18 pages.



The literature review is made stylishly thorough and detailed. It is composed of 10
subchapters. A section is devoted to the terminology used in bladder carcinoma.
Hematuria as an initial and risk symptom in bladder carcinoma is discussed.

In several sub-chapters, the author speaks about the epidemiology, etiology and
pathogenesis of bladder tumors in Bulgaria and around the world. The difference
between the sexes is obvious, as men are slightly more than 3/4 of the annually newly
registered patients. It is approached professionally in the interpretation of the facts
from the literature used. A comprehensive review of the new 2016 pathoanatomical
classification of bladder carcinoma was performed.

The importance of painless hematuria as the main symptom was emphasized.
Miction and dysuric complaints are very well characterized and interpreted. The
author studies in detail modern diagnostic methods for bladder tumors. The leading
symptoms, imaging studies, and invasive research methods are openly commented.

Bladder carcinoma symptoms are similar to other inflammatory diseases. That is
why Dr. N. Nikolov has presented in a visual form and in a systematized wide
differential - diagnostic complex.

The dissertation summarizes the opinion of a number of authors, emphasizing that
the treatment must be combined and requires a multidisciplinary approach.

The literature review is excellently balanced with sufficient informativeness. It is
richly represented by the systematized bibliography.

The goal of the dissertation is formulated concisely and clearly. The dissertation
presents it accurately and it fits the title of the study.

To achieve the intended goal, Dr. N. Nikolov sets himself 7 feasible tasks that are
clear, understandable and achievable. They summarize his experience and answer
the questions posed in the literature review.

Material and methods

A total of 444 patients aged between 27 and 91 years (mean age 67.5 years) were
included in the study from January 2011 to December 2020. By gender, 342 men
and 102 women were distributed. They were treated and followed up at the Urology
Clinic, "Sveta Marina" UMBAL, Pleven, the Department of Urology, the
Department of Medical Oncology and the Radiation Treatment Center at the Medical
Center, Vratsa. Patients were divided into eight age groups over a 10-year interval.
More than 80% of them fall into three of the age groups between 50 and 80 years.
All patients were consulted by a multidisciplinary team of urologist, medical
oncologist, radiation therapist, radiologist, pathologist and anesthesiologist and
included in the study depending on the inclusion and exclusion criteria.

The dissertation student took an active part in the selection, treatment and follow-up
of the patients. He used a wide range of research, treatment and observation method.s.
The instrumentation and technique for performing the various operations 1S

described in detail.



For data processing, analysis of the obtained results and their graphical presentation,
Dr. N. Nikolov uses the Office 2019 package for Windows 10, SPSS and PSPP and
other statistical methods - descriptive, correlational and hypothesis testing.

This allows him to obtain sufficiently reliable information.

In the "Results" chapter, everything is presented in chronological order. The
dissertation student presents his own observations, compares, summarizes and
discusses the results in order to reach the specific conclusions. The author's
aspiration is to highlight and clarify unresolved issues and express his own opinion.

- Developing a patient selection algorithm is a real challenge that is
commendable. For this purpose patients were divided into several groups depending
on the localization of the tumor process, the degree of differentiation, the size of the
tumor, multifocality, comorbidity and smoking cessation. Patient inclusion and
exclusion criteria were introduced. In all, a mandatory clinical minimum of
laboratory tests, abdominal ultrasonography of POS, white light urethrocystoscopy
and NBI were performed and the relevant results were summarized.

- His work then continues to investigate the safety and security of transurethral

monopolar, bipolar and laser resection in patients with superficial urothelial
carcinoma. They are divided into three groups - with monopolar, bipolar and laser
resection. Total number of patients, mean operative time, mean hospital stay, and
indwelling three-way catheter days were considered. Emphasis is placed on age,
intraoperative, early and late complications. The results are presented in detail in a
large number of tables and graphs and are statistically analyzed.

- The clinical effectiveness of different methods of transurethral surgery on
local tumor control was studied.The patients were followed for 48 months, being
hospitalized and undergoing laboratory, imaging and invasive tests. Dr. N. Nikolov
systematizes and analyzes the results by month, which can be used to evaluate the

effectiveness of the various treatment methods.

_ In his dissertation, Dr. N. Nikolov provides interesting facts about the
pharmacodynamics and pharmacokinetics of various chemotherapeutics and
local immunotherapeutics in intravesical therapy. The criteria for the use of the
various medications were met, as their application was tailored to age, the degree of
differentiation, comorbidity, multifocality. The author adopts and complies with the
opinion of the leading specialists and guidelines for the treatment of superficial
carcinoma of the bladder. His efforts are to increase the effectiveness of local therapy
and to prove their role in reducing the occurrence of local recurrence.

- The influence and side effects of local radiotherapy in patients with superficial
carcinoma of the bladder have been thoroughly studied. His results prove that
frequently recurrent high and moderate risk bladder tumors are subject to highly
focused radiotherapy.. The bladder has a good tolerance to radiotherapy and the use
of a linear accelerator for radiotherapy has good tumor control while preserving the

structure and function of the surrounding tissues.



- The doctoral student establishes a direct relationship between comorbidity,
nutrition and smoking on the occurrence of primary and recurrent superficial
carcinoma of the bladder. He finds that smoking, comorbidity, diet and taking
various medications have a leading role in the occurrence, recurrence and
progression of bladder carcinoma. All this is statistically justified.

- Dr. N. Nikolov is trying to prepare a multimodal algorithm for diagnosis,
treatment and follow-up of patients with superficial carcinoma of the
bladder.There is no established screening for the detection and follow-up of patients
with superficial carcinoma of the bladder. Cystoscopy and imaging studies lead to
diagnosis. His proposal for a scheme and algorithm for diagnosis, treatment and
follow-up is important and necessary.

The obtained results of the study make a significant contribution to this problem.
The arguments are sufficient with rich clinical material and contribute to give
answers to the questions posed.

In the chapter "Discussion" the results are discussed by the author in chronological
order.

- creation of an algorithm - here it is emphasized that bladder carcinoma is an
important medico-social problem on a national and global scale. It is emphasized
that there is a tendency to increase morbidity in developed countries, including in
our country. This study has a huge contribution to make. The data from the study
clearly show that many centers around the world are working on similar criteria for
patient selection and applying a multimodal approach to treatment and follow-up.
When creating his own algorithm, he established a correlation between the criteria
and the occurrence of relapse and/or progression of the disease. Exclusion criteria
are introduced to avoid inconsistent findings and results.

- in the sub-chapter on researching the security and safety of transurethral surgery,
the dissertation divides patients into three groups - with monopolar, bipolar and laser
resection according to certain criteria. They are statistically equalized by age and
gender in order to compare them correctly. The analysis shows that its findings and
conclusions completely coincide with the results of other clinical studies.

- Dr. N. Nikolov comments and proves the clinical effectiveness of the various
methods of transurethral surgery in the event of recurrence. It establishes their
relationship with the surgical method, the size and multifocality of the tumor, the
degree of differentiation, comorbidity and smoking cessation. There is no specific
data on the superiority of one over the other methods

- the pharmacodynamics and pharmacokinetics of local chemo- and
immunotherapeutics in the treatment of patients with superficial urothelial
carcinoma were studied. For this purpose, the author created four groups. He
established and reasonedly studied the correlation dependence between different
medications, the patient's age, gender, the degree of differentiation and multifocality.
Both benefits and side effects are summarized and documented.



- in the next subsection, Dr. N. Nikolov draws attention to the influence and side
effects of local radiotherapy in patients with superficial carcinoma of the bladder.
Inclusion criteria were recurrent tumors, high-risk patients, multifocality, and refusal
of radical cystectomy. According to him, modern radiation therapy is an effective
treatment that provides long-term control of the disease, normal bladder function
and reduction of the adverse effects of radiation radiation. He confirms that trimodal
therapy (TURB, intravesical and radiotherapy) has proven possibilities to achieve
complete remission and good oncological response.

- the influence of various risk factors on the occurrence and recurrence of bladder
carcinoma is naturally and necessarily studied. Through his research, he proved that
co-morbidities increase the risk of a primary tumor by 4 times and significantly
reduce the survival of patients. In his sample, smoking was a major factor in disease
recurrence.

- the preparation of a multimodal algorithm for the diagnosis, treatment and follow-

up of patients with superficial carcinoma of the urinary bladder occupies an
important place, which is the main goal of Dr. N. Nikolov in the present clinical
study. All this is in accordance with the guidelines of the Bulgarian Urological
Society, the European Association of Urology and the International Committee for
the Treatment of Cancer. From everything that has been said so far, it is clear that
the author successfully copes with this task. He strongly emphasizes that in the
trimodal model it must be leading and successfully followed.

The conclusions in the dissertation are 10 in number. They are synthesized by type
in view of the enormous work of the dissertation. Great emphasis is given to the

following:

1. Algorithms were created for the selection of patients for transurethral surgery and
the treatment and follow-up of patients with superficial bladder carcinoma.

2. The intravesical application of various chemo- and immunotherapeutic agents
achieves good oncological control, minimal side effects and a low rate of local
recurrence.

3. The application of radiotherapy with highly focused radiation therapy achieves
good oncological control, minimal side effects and a low rate of local recurrence.
4. A significantly higher rate of primary and recurrent bladder cancer was found in

patients with comorbidities. ‘
5. Stopping or limiting smoking reduces the occurrence and recurrence of urothelial

carcinoma by up to 30%. .
6. Change in lifestyle and nutrition reduces the risk of new relapse and progression

of the disease. . .
7. The multidisciplinary approach in the treatment of recurrent urothelial carcinoma
has a leading place in the new guidelines for the therapy of this disease. Good

oncological response and quality of life are paramount in the fight against cancer.

Scientific contributionsof the dissertation work contain the most important points
of proposed work for review and are entirely related to medical practice. There are

5 of them.



1. An in-depth analysis of the occurrence of primary and recurrent superficial
urothelial carcinoma of the bladder was performed.

2. A thorough analysis of the use of local chemo- and/or immunotherapy versus
established standard surgical treatment was performed.

3. A new conservative method for the treatment of recurrent malignant tumors by
radiosurgery is described and its complications and outcomes are studied.

4. Systemic immunotherapy was administered to patients with a high oncological
risk of disease progression.

5. An algorithm for multimodal treatment and follow-up of patients with bladder
tumor was created.

CLOSING

He has a medical, diagnostic and surgical workload. Participates in national and
international forums on urology, endourology, oncourology, medical oncology and
general medicine. His research interests are related to oncourology, laparoscopic and
robotic surgery.

I had the opportunity to follow the professional development and scientific pursuits
of Dr. N. Nikolov on the problem of treatment and follow-up of non-muscle invasive
carcinoma of the bladder. The accumulated practical experience and the scientific
processing of the data determine the qualities of the presented dissertation work. His
own contributions have scientific value for urological practice.

All this gives me a moral reason to recommend to the members of the honorable
scientific jury to vote positively and award Dr. Nikolay Ivanov Nikolov the

educational and scientific degree "Doctor".
Reviewer: A o
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