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Ha TéMa:

YMYJITHIAACHUIIVIMHAPEH MMOAXO/A IPHU JIEYEHUE U IPOCJIEJASIBAHE HA
NNAIIMEHTHU C HEMYCKYJIHO HHBA3UBEH KAPHHIUHOM HA ITMKOYHUS
MEXYP”

3a NpUCHXIAaHE Ha 06p330BaTCJIHaTa H Hay4YHa CTCIICH

“DOKTOP”

KanuHOMBT Ha MUKOYHHS MEXYp € €IUH OT Hal-4eCTUTE TyYMOPH Ha OTAEIMTEIIHATA CHCTEMA.
IIpu Bam 90 % oOT mamMeHTUTE TOW ce€ MpOsABABAa KaTO IPEXOJHOKIETHYEH KapIUHOM.
[Iporno3ara Ha 3a00JIIBaHETO 3aBUCH KAaKTO OT HETOBHs CTalui, Taka M OT Opos Ha JIE3UUTE U
4ecToTaTa Ha pelUIUBHTE My. MHOro yecto onepaTHBHaTa MHTEPBEHLMS HE € JOCTaTh4Ha 3a
u3leKyBaHe Ha 3a0o/siBaHETO M C€ Hajara [pWwlaraHe Ha aJloBaHTHA Tepamnus.
WHTpaBe3UKaTHOTO NPUIOKEHHE HAa XHUMHO- M HMYHOTEpamusi M JIbYEICYEHHETO JaBar
IIOJIOKUTEIEH pe3ynTar. 3a chxaneHue okono 50% oOoT TyMOpPHTE Ha IHMKOYHHS MeEXYyp
Iporpecupar KbM UHBA3UBEH KapLUHOM.

3abonsBaHeTO UMa Pa3InYHO MPOSABICHHUE B MOJICKYJIAPECH, XUCTOJIOIHYCH U KIIMHHUYCH aCIICKT.
Hpe3 MOCJIETHUTE TOAUHM ce€ HabllIoJaBa HETOBOTO IIOJIMJIaIISIBéHC. Hamune ca u pe€auna
PHUCKOBH (baKTopn 3a 11osBaTa My. YcunusTa Ha 1s1aTa YpOJIOru4Ha OOIITHOCT ca HACOYECHH KBbM
HEroBaTa paHHa W CBOCBPEMECHHA [JHUArHOCTHKA W JICUCHHUC. I[HCC KOHCEPBATHBHOTO H
OIICPATHBHOTO JICYCHHUEC Ha 3a00JIIBAHETO HE InpeacTraBsiBa HpOﬁJICM. H3nom3Bar ce KakTo
Pa3Ii4Hy OIICPATUBHU NOCTBIIM U METOAH, TaKa H HHTPaABE3HWKaJIHA H CHCTEMHA XHMHO- HIIHA
HMYHOTCpAII|s, IBUYCTEPAITHAA H JIP.




Tymopute, xouto He oOxBamar muscularis propria Ha NHMKOYHHS MeEXyp Ce IpHeMmar 3a
HemyckyaHouHBasuBeH pak (NMIBC). JlHec NpexOQHOKJIETHYHHS KapIMHOM € Haii-4ecTo
CpelaHus pak Ha Mexypa. B To3u CMHUCBHI B Ha4ajJoTO Ha 21-BM BEK MYJITHIAUCIHIUTHHAPHUSL 1
HOAXOJ 3a JIEYEHHE W TMPOCIEIIBAaHETO My IpOJIb/DKaBa Ja ObJe MU3KIIOUUTEIHO aKTyajeH B '
MEJMIIMHCKH M COIMAJIEH acMeKT 3a ChbBPEMEHHATa yPOJIOTHS. .’

Bcryko TOBa Hajara ThPCEHETO HAa ONTHUMAJIHM METOAM 3a OPraHOCHXPaHsABAILO JICYEHHE Ha
nanpentd ¢ NMIBC u mpemoTBparsBaHe Ha penuauBu Ha 3aboisBaHeto. ETo 3amio
W3I0JI3BaHETO Ha Pa3JINYHU BUIOBE €HJAOCKOIICKM ONEpalMy ¥ METOJH 3a aJlOBaHTHA Tepalus € il
HaIbJIHO ONPABJaHO PEIICHHE.

OT BCHYKO Ka3aHO JOTYK CTaBa IpPENENHO SCHO, 4e ThpceHusTa Ha A-p H. Hukonos B Tazu
[I0COKA HE Ca CaMOIEJIHH, a aKTyaJlHU 3a ypOJIOTHYHATA MpaKTHKa. Te 3aciy’kaBaT MO3UTHUBHA
OlLlEHKA Karo Ce MMa IMpEeBH] TPAWHUAT My WHTEpec KbM Temara W mpobiiema. Cropen Hac
HACTOSAIIETO MPOyYBaHe UMa JI0Ka3aH HayYHO-IIPAKTUYECKU XapaKTep.

[IpencTaBeHHAT 3a peElEH3Ws TUCEPTAIlMOHEH TpyA € IpeacTaBeH Ha 156 crangapTHH
MAIIMHOIUCHY IT€YaTHH CTPAHMIIH, B KOUTO ca BKIFo4YeHH 46 urypu, 39 tabmumm, 30 rpapuxu
U 5 TPUIOXKEHUS, BCHYKH [IBETHH, TIOCJIEOBAaTEIHO Pa3I0IOKEHH B TeKcTa. TpyAbpT BKIIOYBA U
cupaBka 3a MpHHOCHTe. B aBropedepara ca mocoyeHH 6 mnyOiaMKaupu, CBBP3aHH C
qMcepTanuoHHuUsS TpyA. Kuuronmucst BKrousa 230 3arnaBus, oT kouto 59 Ha kupmmmna u 171
Ha JIaTHHHMIA. ToBa MOTBBP)KAAaBa BHCOKaTa HMH()OPMHUPAHOCT Ha aBTOpa MO IPOYYBAHHS
npo6aem. bubnrorpagusirta e noagdpana copes TeMara Ha JUCEPTALIMOHHUS TPY .

HHCCpTaHI/IOHHI/I}I Tpya € HallUCaH Ha HpO(I)eCI/IOHaJ'IEH €3HK U CTHJI KaTO HAaBCAKBAC MNPOJIHYaBa
AKTHBHOTO JIMYHO OTHOIICHHUEC Ha JUCCPTAHTA I10 CIIOPHUTE BBIIPOCH.

JlucepranusTa 3amoysa ¢ BbBEICHHUE, a pa3peIeIEHUETO 110 TJIaBH € KaKTO ClIe/iBa:
. BeBenenue - 2 ctp.

. JIuteparypen 0630p - 38 cTp. j
. len u 3amaun — 1 cp. . ‘
. Marepuain u meron - 22 ctp.

. Pesynraru - 34 cTp.

. O6¢cwxnmane — 17 crp.

. [Ipunocu — 1 ctp.

. U3Boau - 1 cTp.
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. Knurommuc - 18 CTp.

JlutepatypHusT 0030p € ompaBaaHo 3anbiaboyeH u noapobeH. Toit e cwvcraBeH ot 10
noAriaBd. B mbpBaTa OT TAX ce pasriexaa U3NoJI3BaHaTa TEPMHUHOJIOTHS IIPU KapLHMHOMa Ha
nuKouHus Mexyp. O6chxaa ce XxemaTypusiTa KaTo IbPBOHAYAIEH CUTHAICH U PUCKOB CHMIITOM
MpH MOBHPXHOCTHUTE M MYCKYJIHO HHBa3HBHUTE TyMOpH. B ucTopuyecku mniaH ToBa HMa
IUIaKTHYEH XapaKTep.

B cnenBamuTe HSIKOJIKO TMOATNIABH aBTOPHT KOMEHTHpA EMHIEMHOJIOTHSTa, YecToTara H
naToreHe3aTa Ha TYMOpUTE Ha NHKOYHUS MeXyp B bwiarapus u cBeroBeH Mmamab. Toi
HoJ4yepTaBa, 4e paziuKara MeX/Iy IOJOBETE € OYEBHIHA KaTO MBXKETe ca MajKo nosede oT 75%
OT TOJUINHO HOBOperucTpupanute mnanueHtd. llompob6HO e pasrienana eruonorusta Ha
3abonsBaHeTo. T € cBbp3aHa Hal-4yecTO ¢ (QUITpUpAHETO HAa TOKCHHH IIpe3 YpoTea,
TIOTIOHOIYIIEHETO, HACJIEJICTBEHOCT, AUETUYHH PHUCKOBH (AKTOPH, XPOHUYHU BBH3NMATHTEITHH
IpoIleCH Ha MUKOYHUTE MBbTHINA U Jp. Ta3u mpeaBapurenHa uHGOpMAIHS 10 rojiiMa CTENeH
yJIeCHsIBa AMArHOCTHIIMPAHETO Ha 3a00IsIBaHETO.
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JlacepTanTsT momxoxkia NPOGECHOHAIHO Tpy MHTCPIPETAlMATe HA HAay4HHTE (AKTH OT
TipoydeHata nutepatypa. ToBa mpoimuasa IpM MHOTOCTpaHHHUS U 3a1bJ00YEH IIperien Ha
HOBaTa ChbBPEMEHHA I1ATOAHATOMUYHA KllacupuKanus Ha yporenHnure kapuuHomu Ha C30 ot
2016 .

B cnenamara noariasa A-p H. Hukonos ne6eno TI09€pTaBa 3HAYCHUETO Ha HHTEPMHUTEHTHATA
6e300/1K0Ba XeMaTypHst KaTo OCHOBEH KIIHHUYCH CHMIITOM IPH KaplHUHOMA HA MUKOYHHS Mexyp.
Ot mpyra crpana upuratuBHuTE TIPOSIBH KaTO Y9€CTO ypUHUPaHe W AM3YpHs ca Ha BTOPO MSICTO B
ICIHHUYHATA KapTUHA. 3a ChXKATCHHE B YCITOBHATA HA HOGOIHUIHATA MEIHIIMHCKA OMOLL Te3H
CHUMIITOMH Y€CTO C€ ThJIKYBAT MOTPELIHO.

B ocmara moarnasa asropur TIpOyYBa NOAPOOHO CHBPEMEHHHTE JHATHOCTHYHH BBH3MOKHOCTH
1P TYMOPHTE Ha IMKOYHHS Mexyp. Toif KOMeHTHpa 0THOBO KIMHUYHUTE CUMIITOMH, 00pa3HuTe
H3CICABaHMA, LUTOJOTMYHOTO H3CIEABAaHE Ha YPHHA, HHMCTOCKOMHATa ¢ GHomcus, PDD ¢
aMHUHOJIEBY THHOBA KHCEIIHHA U JIP.

CHMOTOMHTE DM KapHHHOM Ha MHKOYHHS MEXYp MOTaT Na ca BONEIIM U IIPH JPYyrH
XHICPIIACTAYHH, METAIIACTHYHH, Bh3MAIHTE/HH, MHOEKIHO3HH U PEaKTHBHH 3a00JISBAHMU.
3aroBa 1-p H. Huxonon IIPAaBUIIHO OTJENS HEOOXOAUMOTO BHHMAHHE W Ha JH(epeHnuaitHaTa
JHMarHosa.

U e Ha mocnenHo MsacTO AUCEPTAHTHT NIO4EPTaBA MHEHHETO Ha PEeaMIa aBTODPH, Y€ JIEYEHHETO
TpsiOBa N1a € KOMOMHHMPAHO M H3HCKBa MyJITUMOJalIeH noaxox. JlHec ce mpuiara OIIEPATHBHO
(TYP, JasepTepans), KOHCEPBATHBHO (MHTpaBe3WKalHATA XHUMHO- MM HUMYHOTEpAITHs),
JBYEJICYCHHE U KOMOWHALUS OT TSX.

Jlureparyprust 0630p e Bucoko uH(popMaTHBeH U Ganancupan. Toif e Goraro MOJIKpENEeH ¢
Oubnuorpadcku H3TOUHHIM.

ueJITa Ha nucepranusra e q)opMyanaHa KpaTKo U scHO. Tx e OMPE€aEIICHA TOYHO U CHOTBETCTBA
Ha 3arJaBuE€TO U Bb3MOXXHOCTHTE Ha IpOy4YBaHETO.

JucepTanTsT cu nocTaBst 7 M3MBIHAMK 3ajat, KOUTO ca sicHO ¢popmynupann. Te 0606mapar
HaTpylaHus ONHUT B Ta3H HACOKA H OTrOBApST HA BLIIPOCHTE, IIOCTABEHH B JIATEPATy PHUS 0630p.

Marepuan u meroau

3a nepuona ot smyapu 2011 r. 10 AexeMBpH 2020 r. B mpoydBaHETO ca BKIIOYEHH obnio 444
TAUCHTH Ha BB3pacT Mexay 27 u 91 roguau (cpenna Bw3pacr 67,5 r.). ITo mox ce paszienr Ha
342 mpxe u 102 xenu. Te ca JICKYBaHU W mpociensBanu B OtTaeneHHeTo Mo ypOoJIoTHs,
OTZenenHeTo 10 MeIHUHMHCKA OHKOIOTHS K JIbyeneuebuns nentnp npu KOLI, Bpana u
Knunukara no yponorus, YMBAJI “Ceera Mapuna®, ITnesen. [Manuentute ca pasIpeiesiecH: B
OCEM BB3paCTOBM I'PyNH Ipe3 HHTepBat ot 10 roqunm. B TPH OT Bb3paCTOBUTE IPYITH MEXTY 50
u 80 romumHum nomamar wan 80 % or TX. Beuuku manmentn ca KOHCYJITHpPAaHH OT
MYJITHIAHCUHUIUIMHAPEH €KHII OT yPOJIOT, MeIHIHHCKH OHKOJIOT, JIbYeTepaneBT, PEHTIEHOJIOT,
T1aTOAHATOM M aHECTE3HOIIOr H Ca BKJIIOYEHH B IPOYYBAHETO B 3aBUCHMOCT OT KPHUTEPHHUTE 3a
BKIIIOYBAHE U U3KIIIOYBAHE. ‘

JlMcepTanThT € yuacTBanm aKTHMBHO B eKuma TIpH T0N100pa, JIEYEHHETO M MPOCIIEASBAHETO Ha
nanuenTute. M3momssan e ronsm Opoii pa3sHOOGpasHH MeTomu Ha uscinensane. Tosa ca
AOKYMEHTAIHH HM3TOYHHLUM HA HHO)OPMAIMS, HEHHBASHBHH U HHBa3sMBHH METONM Ha
ANATHOCTHKA, ONEPaTHBHHU METOIH Ha JICYeHHe, KOHCEpBaTHBHO 1OBezeHue U aAp. Toi mpaBu u
HOAPOOHO OIHCaHME Ha HHCTPYMEHTapUyMa M TEXHHKATa Ha U3BBPIIBAHE Ha pa3jIMYHHUTE

MCETOOHUKH.

3a 00paboTka Ha NaHHHTE, aHANM3 Ha TIOJIy9ICHHTE PE3yITaTH U rPaQUIHOTO UM IIPECTABSIHE
n-p H. HuxonoB m3momssa maker Office 2019 3a Windows 10, SPSS u PSPP u JpYyTH
CTaTHCTHYCCKH METOIM — ONKCATENIHH, KOPENALMOHHM U TAKUBA 32 IIPOBEPKA HA XUITOTE3H.



ToBa 1m03BOJIAIBA Ja CE€ OCBHIIECTBH HAYYHOTO AWPEHE IIO OTHONICHHE IICIUTEC U 3aJa4YdTC Ha
JucepTanysATa 1 Aa ce€ oJIydn JIOCTaThYHO JOCTOBEPHA I/IH(bOpMaIII/ISI.

B rmaBa “PesyaraTtu” mpoOieMHTe Ca MpPEICTaBEHH B XPOHOJIOIMYCH DpEIL. JlucepTanThT
NpencTaBs CBOMTE HAOJIONEHWs, CPaBHSBA W JMCKYTHpa pe3ylTaTMTe CH H J0CTHId J0
CHOTBETHHTE W3BOMM. HaBCsAKbIE MpoJIMYaBa CTpEMEXa Ha aBTopa Ja Moadeprac M H3sACHH
CIIOPHHMTE ¥ HESICHM MOMEHTH H JIa U3pa3y JITYHOTO CH MHEHHUE 10 BBIIPOCA.

- IloxBajeH e AKTHBHHS CTPEMEX HA aBTOpa Aa H3rOTBH AJITOPUTHM 3a Moabop Ha
NalHMeHTH, NOXXOASANIH 3a TpaHCypeTpajgHa peseKuus. 3a Tasd ILeJl MAlMEHTATE Cca
pasmpesieNieHd B HSKOJKO TPyIH B 3aBHCHMOCT OT JIOKalM3alusAra Ha TyMOPHHsS TPOIEC,
cTemeHTa Ha AM(epeHIuanys, pasMepa Ha TyMopa, MYJITH(OKaTHOCTTa, KoMopOuguTeTa U
OTKa3a OT TIOTIOHOMyLIEHe. IIpH BCHYKH MNAlEHTH € H3BBPIICH 3aXb/DKATEIHHS KIMHHYCH
MHHHMYM OT JJaDOpaTOpHM W3CJI€[ABaHMS, KOPEMHA exorpadus Ha IIOC, ypeTpouucTocKonus ¢
6s1a 1 NBI cBeT/IMHA M ca U3BEJCHHU ChOTBETHUTE pe3yITaTH.

- YeuamsiTa My OpOIb/KABAT M HPH NpOydYBaHe CHIYPHOCTTAa M 0e30MacHOCTTa Ha
TpaHCypeTpajHaTa MOHOIOJISPHA, OMNOISPHA H JIa3¢PHA Pe3EKUUs NP MAHCHTH C
IOBBPXHOCTEH YPOTEJEH KapLHHOM Ha MHKO4HHsS Mexyp. IlanmenTute ca pasupeie/neHu B TpH
IpyIH - C MOHOMOJISIPHA, OUIONSPHA PEe3eKIMs W JasepHa pesekuus. B Tax ca pasmienaHu
obmust 6poii HA INAMEHTHTE, CPEIHOTO ONEPATHBHO BPEMeE, CPE/HHs OOTHHYCH NPECTOH H
JHATE C TIOCTOSHEH TPUIbTEH KareThp. BHHManue € OOBpHAaTO .M Ha Bb3paCTTa,
MHTPAONepATHBHUTE 1 PAHHUTE U KbCHU yCIIOXKHEHHUs. Pesyirarure ca MOAPOOHO NMPE/ICTAaBEHH U
aHaJIM3MPaHH B IOJISIM Opoii TabNIMIM U rpaduK.

- 3pbpmiena e 3Ha4ATeTHA N0 00eM paboTa 32 NPOY'iBaHe HA KIMHA'THATA e(peKTHBHOCT
Ha pa3IMYHHTE METOAM Ha TpaHCypeTpajHa XHPYPrusi BBPXy JIOKAJIHHS TyMOPEH
KOHTPOJI. BCHYKH MalMEHTH ca MpOCIIeASBaHU NEPUOUIHO, XOCIHTAIM3UPAHA U U3BbPIICHH
n1abopaTOpHU ¥ 00pa3HU M3CJIE/IBAHNS HA KOPEM M MallbK Tas. JI-p H. HukosioB cucremMatusupa
¥ 0600maBa pe3y/TaTUTe IO MECEIH, KOETO My IO3BOJIBa Ja HAlpaBH Hay4HO-000CHOBaHA
OlLIeHKa Ha e(eKTHBHOCTTA HA METO/Ia Ha JICUCHHUE.

- JI-p H. Huxo/10B npeacTaBsi HHTEPECHH Pe3yJTaTH OTHOCHO ¢papmakoaHHAMHKATA H
bapMaKOKHHETHKATA HA PA3THYHATE XUMHOTEPANeBTHIIH H JOKAIHA HMYHOTEPaNeBTHIH
NpH NANHEHTH ¢ MOBBPXHOCTEH YpOTejleH KapIHHOM HA MHKOYHHS MeXyp. 3a mocturase
Ha aJeKBaTHH M JOCTOBEPHH pe3ylTaTd TOH M3MOJI3BA KPUTEPHMTE 3a IIPUJIOKCHHE Ha
pasIMYHHTE MEIUKAMEHTH, ChOOpa3eHH ¢ Bb3pacTTa Ha NAlMEHTHTE, KOMOpPOMHOCT, CTENEH Ha
3]I0KAYECTBEHOCT M MyJITH(OKATIHOCT. ABTOPBT €€ ChOOpa3ssiBa C MHEHHETO Ha BOJICIIUTE
CIIEIMAIMCTH 3a JICdEHHE HA [MOBBPXHOCTHHMS KapIMHOM Ha IHKOYHHSA MEXyp, KOHUTO
KAaTETOPMYHO TIPENopbYBAT XMMHOTEPANIEBTHYHM ¥ HMMYHOTEPANeBTHYHA Ipemapat 3a
IIpeIOTBpATSBAHE Ha KbCEH PELHIMB U MpOrpecHs Ha 3a6oisiBaneTo. ToBa noadeprasa yCuiuaTa
HA [WCEpPTAaHTa Ja NOBHIIM e(EKTHBHOCTTA KOHCEPBATHBHOTO JIEYEHHE HA TYyMOpHTE Ha

ITUKOYHUS MEXYP.

- ABTOPBT NpOY4Ba 3aAbJI00Y€HO BJIHSHHETO H CTPAHHYHHTE JeHCTBHSl HA JIOKA/IHATA
JbYeTepanus NpPH NANMEHTH ¢ IOBHPXHOCTEH KAPIHMHOM HAa NHKOYHHS MeXyp.
Pe3ynTatuTe My IIOKa3Bar, Y€ YEeCTO PELMIMBUPAIIMTE MOBEPHOCTHH TYMODH Ha MHKOYIHHA
MeXyp ¢ BHMCOK M yMepeH DHCK MOTaT Ja ce TpeTHpar e(eKTHBHO ¢ BHCOKO(OKYCHPAaHO
nhuenedenne. CHBpeMeHHOTO Jiedenwe mpu mamuentd ¢ G2, G3, MYJITH(POKATHOCT, YECTH
PELUINBY M MPOTPECHS Ce JONBIBA OT M3IMOJI3BAHETO HA JTHMHEEH YCKOPHUTEN 32 paiioTeparis.
Toif mouepTaBa, 4e MUKOYHUAT MEXYp € C 100Bp TOJIEPaHC KbM JTBYETEpANHUATa KaTo Ce 3aa3Ba
CTpYKTypaTa i QYHKIMATA Ha OKOJHHTE HOPMAIHU THKaHH.

- JlucepTaHTLT TNpPOY4YBa BJIHAHHETO [pPH KOMOpOHIHTeTa, XpaHEHeTO H
TIOTIOHONYIIEHETO BbPXY MOSBATA HA  NbpPBHYEH H pPENHIHMBHPAIl NOBHLPXHOCTEH
KApUHMHOM HA MHKOYHHS Mexyp. To# ycraHOBsBa, 4e TIOTIOHOIYIIEHETO, KOMOpOUUTETA,




HauMHAa Ha XpaHCHE W IpHEMa Ha pa3JM4YHU MEIUKaMEHTH HMaT BB3J0Ba pOJsd B I0sABAra,
PeIMIMBUPAHETO W IIPOIPECHATA HA YPOTEIHUS KApIUHOM Ha IHKOYHHS MEXYp. ABTODPEHT
U3BEX/a CTATUCTHYECKM OOOCHOBAaHA 3aBHCUMOCT MEXIy TSX M IIPErnophbyBa CIHMpaHE Ha
TIOTIOIIOIIY IEHETO, 3APaBOCIOBHO XpaHEHE U MPOMSIHA B HAUHHA Ha JKUBOT.

- KaTo 0600menne Ha mosTy4eHHTe B X012 Ha mpoy4BaHero pexyaratu a-p H. Huxosos
NPaBH yCHEMEH OMMT 1a U3rOTBH MYJITHMOJAJIEH AJITOPHTHM 32 JHATHOCTHKA, JI€YeHHE H
Npoc/ieAsiBaHe HA NAUMEHTH C IOBbPXOCTEH KAPIHMHOM Ha NHKOYHHH Mexyp. Toii
NOTBBPIK/IaBa Ollle BEAHBXK J00pe H3BECTHATa HCTHUHA, Ye Hai-4eCTO CPEelIaHHUSAT CHMIITOM IIpH
KaplMHOM Ha IIMKOYHHUS MEXyp € HHTepMHUTEHTHaTa Ge30onkoBa xemaTypus. OT apyra crpaHa
HAMa crnenuHUYeH CKPUHHHTOB METOJ 3a OTKPHBAHE HA MexypHm KapuuHoM. EmmHCTBEHO
LUCTOCKOMUATA ¥ OOpasHHUTE U3CIEIBAHHs MOCTABIT TOYHATa juarsosa. ETo 3amo Herooto
IPEIJIOKEHHE 3a CXEMa U AITOPUTHhM 3a JIHUArHOCTHKA H . nequne Ha NMIBC 3acmysxaBa

BHUMAaHHE. ! e
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[Tomyyenute pesynratd, NpedyleHH Ipe3 MpU3MaTa Ha IIOCTABEHATa Led U 3ajadd Ha
NIPOy4BaHETO 00OraTsSBaT ChBPEMECHHHTE HH IO3HaHHS MO To3H mpobneM. Te ca Gasmpanu Ha
JOCTaTh4YeH KIMHHYEH MaTepHajl M IoMarar 1o 0e3ClOpeH HauuH Ja OTTOBOPHM HA HAKOM OT
HEpEIIEHUTE Jocera BhIIPOCH.

B rnasa “O6cbxaane” pesyntaTture ca JUCKYyTHPAHH OT aBTOPA B XPOHOJIOTHYEH pel.

- Ch3/1aBaHe Ha allrOPHUTHEM - B Ta3H IOJIJIaBa aBTOPHT OTHOBO H3THKBA, Y€ KAPLUHOMBT Ha
IUKOYHHS MEXyp € Ba)K€H COL[HAJICH ¥ 3/IpaBeH MPOGJIEM B CBETOBEH M HalpoHateH Mamad. Toii
NoJuepTraBa, Y€ € HAJNHUIe IOCTOSIHHA BBB BpPEMETO TEHAEHIMS 3a I[IOBHINABAaHE Ha
3a00J1€BAEMOCTTa B pAa3BUTHTE HHIYCTPHAJIHH IbPXKaBH, BKIIOYUTEIHO ¥ B bhirapus.
Hactosimero mpoyuBaHe MMa CBINECTBEH IIPUHOCEH XapakTep. JIHCEPTAaHTHT IMCKYTHpa
3a1bJ00YEHO BB3MOXKHOCTHTE 3a paHHA IHATHOCTHKA W INPOTHO3HpAHE Ha 3a00JSBAaHETO.
[IpoyuBanuTe NaHHU OT JOCTBIHATA JUTEpaTypara IOKa3BaT SICHO, Ye IOBEYETO €BPOIEHCKH
LIEHTPOBE pabOTAT IO CXOAHU KPHUTEPUU 3a CEJIEKLHUS Ha MAIlMEHTHTE M MYJITHMOIAIEH I10JXO0.
IpH JIeYeHHE Ha MOBBPXHOCTHUTE TYMOpH Ha nuko4yHus Mexyp. J-p H. Huxonos usnonssa
perpecunte Ha Kokc 3a onpenensHe Ha edekTa OT JIOKaTH3alUUsATa Ha TyMopa BbpXy obIara
OPEKUBIEMOCT IIPY TAlMEHTH, JIEKyBaHH ONIEPAaTUBHO C IOCJIEBAIla HHTPABE3UKAIHA TEPAIIHS.
IIpu cp31aBaHeTO HA COOCTBEH AITOPUTHM TOH YCTaHOBSIBA B3aHMOBPBH3Ka MEKLy KPUTEPHUTE H
nosiBaTa Ha pPElMIUB W/MJIM Iporpecus Ha 3abosisiBaHeTo. KpHTepuuTe 3a H3KIIOYBAHE CE
BBBEX/IAT C Orjie]] U30sSrBaHe Ha HEChIIOCTABUMH H3BOJH H PE3YJITATH.

- B IIOJrJaBaTa 3a NpOy4YBaHE CHUTYPHOCTTAa M 0€30IIaCHOCTTAa Ha TPaHCypeTpalHaTa XUpYprus
aBTOPBT pa3zieNsl NAlUEHTUTE B TPU IPYIH — MOHOIIOJISIpHA, OUIIONISIPHA | JIa3€PHA PE3EKIHs 110
OIIpEJICJICHH KPUTEpHH. Te ca CTaTUCTHYECKH M3PaBHEHHU MO BB3PACT C OrJiel KOPEKTHOTO UM
CpaBHSIBaHE IO BHJ] Ha XHPYpru4HaTa HHTEPBEHIMs. AHAIU3BT [TOKAa3Ba, Y€ HEFOBUTE M3BOIM U
3aKJIFOYEHUS HAITBJIHO CHBIAJAT C PE3YJITATHTE OT APYTH MPOYYBAHHS.

- B Tasu noarnasa A-p H. HukonoB komeHTHpa M [T0Ka3Ba KIMHHYHATa €()EKTHBHOCT Ha
pa3IMYHATE METOJIH 3a TPAHCYpeTpalHa XUPYprus HpU HosBaTta Ha penuauB. Toil ycraHOBsBa
TSAXHATa KOpeJalys ¢ XUPYypPrudHUs METO], pa3Mepa U MyJITH(HOKATHOCTTa Ha TYMOpA, CTEIEHTa
Ha audepeHIHanys, KOMOPOHIHOCTTa M HAa4YMHA HA )KUBOT. He Hamupa KaTeropu4HH . JaHHH,
KOMTO /1 IIOTBBPIKIaBaT UM OTXBBPJIAT npe,uHMCTBaTa Ha eJlMH OT TPHUTE BU/A TPAHCYPETPaIHA

PE3CKI .

- B OT/IeJIHA NOATJIaBa € IMpoydeHa papMakoJMHAMHKaTa H HapMaKOKHHETHKATa Ha JIOKAJTHUTE
XMMHO- ¥ HMYHOTEPANEBTHIIU MY JIeYCHHE HA TAIHEHTH C HOBPXHOCTEH YPOTENIeH KapIHHOM.
3a Ta3u ILlen aBTOPBT Ch3JaBa 4YeTHpH rpynH Tol ycTaHOBSBa M apryMEHTHPaHO IpOyYBa
KOpeJaliOHHATA 3aBUCHMOCT MEXIy pa3IMdYHATE MEJUKaMEHTH, Bh3pacTTa Ha MalueHTa, MoJia,
cTeneHTa Ha audepeHHHanus U MyITH(GOKATHOCTTA. JIOKYMEHTHpaHH ca W HabIIoJaBaHUTE
CTpaHUYHHU e(PeKTH, KOUTO C€ pa3/eiiT Ha JIOKATHU U CUCTEMHHU.



- B cileziBamara nojriasa a-p H. HUKoIOB auCKyTHpa BIMSHHETO M CTPAHMYHUTE JICHCTBHS HA
JIOKaJlHaTa JbYeTepanus MpH MalHEeHTH C IOBbPXHOCTEH KaplHHOM Ha NHKOYHHUS MEXYD.
Kputepuute 3a BKIIOYBAHE Ca pELMAMBHpPAIA TYMOPH, BHCOKOPHCKOBH MAIMEHTH,
MyITA(GOKATHOCT W OTKa3 OT paaukagHa IucTekTomus. Cropex HEro ChBpeMEHHaTa
nTbyeTepanys € epEeKTHBHO JIYeHHE, KOETO OCUTYpsIBa ABJITOCPOYEH KOHTPOII Ha 3a00JIsBaHETO,
HopMaHa (yHKIMs HAa MeXypa ¥ HaMaJIssBaHe Ha HeOJIaroNpHATHATE €PEKTH OT PaJHAlAOHHOTO
apyenue. Toil moTBepxkIaBa, 4e TpumomanHara Ttepanus (TURB, wuHTpaBesukanHa u
TbYyeNiedeHne) € C J0Ka3aHW BB3MOXKHOCTH 3@ HOCTHIAaHETO Ha IbJIHA PEMHCHS H J00Bp

OHKOJIOTHYECH OTT'OBOP.

- 3aIBJDKUTEIHO M €CTECTBEHO IHUCEPTAHTHT IMpPOYYBa BIMSHMETO HA Pa3jIM4YHU PHCKOBU
(akTopu BBpXY MOSIBATA M PELUIUBUPAHETO HA NOBBPHOCTHHS KAPLMHOM HA THKOYHHUS MEXYP.
Upe3 cBOMTE THPCEHHs TOW JOKa3Ba, 4e MpHIApPYXKaBalmuTe 3a00JIIBaHMS IOBHIIABAT 4 IBTH
pHCKa OT MMOsIBa Ha ITBPBHYEH TyMOP U 3HAYUTEIHO HAMaJIIBaT NPEXHBIEMOCTTA HA MTAIIMEHTHTE.
Toii moguepTaBa, ye WMa 3aCUJICH HHTEpEC KbM IIPEBEHLIUATA Ha OOJECTUTE Upe3 IIpUilaraHe Ha
pa3iiyHA MEIMKAaMEeHTH W NPOMSHAa B HAauWMHA Ha XHUBOT. B HampaBeHaTa OT HEro M3Bajika
TIOTIOIOMYIIEHETO € TJ1aBeH GaKTop 3a peLUIUB Ha 3a00ISIBaHETO.

- ¥ HE Ha IIOCIEIHO MSCTO H3TOTBIHETO HAa MYJTHMOJAIEH IrOpPUTBM 3a JMarHOCTHKA,
JIe4eHHEe M MpPOCIeIsiBaHe Ha MAlMeHTHTE C MOBBPXHOCTEH KApLUHOM Ha IUKOYHHA MEXYp €
ocHoBHa e Ha A-p H. HukonoB B HacTosmieTo KIMHHYHO IpoyuBaHe. ToH € choOpaseH c
HACOKHMTE Ha BBJIrapckoTo yposorudHo ApyxkecTBo, EBpomelickara aconuanus 1o ypoJorus u
MexIyHapoIHHMS KOMHUTET 3a JedeHHe Ha paka. OT BCHYKO Ka3aHO JI0 TyK € BHUIHO, Y€ aBTOPHT
Ce crmpaBs YCIEITHO C Ta3u 3anada. Toi nebeno momuyepraBa, 4ye MpPU TPUMONAIHHUS MOJEI
olepaTMBHATA WHTEPBEHIIMS [IPH BCHYKH MAHCHTH TPSOBa 3aIb/DKUTEIHO J1a ObJe Nocie1Bana
OT HHTPaBE3WKaIHA XMMHO- W/ UMyHOTEpaIys 1 BECOKO(GOKYCHpaHa Th4eTeparusl.

Ot nmpyra cTpaHa ¢ pbKa Ha CHPIETO TpAOBa a OTOENIEkKHM, Ye ToJIsIMa 4acT OT KOMEHTHPAaHUTE
B 00CHXKIAHETO JAHHU OM MOTJIO J1a HaMepsT CBOETO €CTECTBEHO MACTO B riasa ‘“Pesynraru™.
Pa3bupa ce ToBa HEe HamasIsiBa KayecTBaTa Ha AUCEPTALlMOHHHUS TPY .

H3BoauTe B Kpas Ha qucepranmoHHUS Tpyx ca 10 Ha Opoit. Te nmpencTaBar B CHHTE3MpaH BUJ
OrPOMHHS TPYJ Ha AMCEPTaHTa M ca IPUHOC B YPOJOTMYHATa IMpakTHKa. [lo-BakHHTE OT TAX ca

CICOHUTE:

1. Cr3maenu ca aITOPUTMH 3a OA00p Ha MALMEHTH 3a TPAHCYPETPAIIHA XUPYPIHUs U JICYEHHE U
npociieisiBaHe Ha MAllUEeHTH ¢ IIOBBPXHOCTEH KapLIUHOM Ha IMKOYHUSA MEXYD.

2. Upe3 HMHTPaBE3WKATHOTO NPUIOKEHUE HA pa3IMYHH XMMHO- M HMMYHOTEPAIIEBTHIIH C€E
IIOCTUTa A0OBP OHKOJIOTHYEH KOHTPOJI, MUHMMAIHU CTPAHWYHHU PEAKIMH M HUCBK IIPOIEHT Ha
JIOKaJIEH PeLUIHB.

3. Upes mpuiarane Ha paguoTepanusi ¢ BUCOKO(POKYCHPAHO JIBUEIICUCHUE C€ IOCTUra a100Bp
OHKOJIOTHYEH KOHTpPOJI, MHHMMAJTHH CTPAHWYHHA pEaKIMd M HUCHK IPOLIEHT Ha JIOKAJleH
PEIHIUB.

4. I1pu manueHTH ¢ MPUAPY>KaBaly 3a00IsIBaHMs CE yCTaHOBSIBA 3HAYUTEIHO [10-BHCOK IIPOLIEHT
Ha MbPBUYEH U PEIUIUBUPAL KAPIIMHOM HA MUKOYHHS MEXYDP.

5. CnupaHeTo WM OTpaHWYaBaHETO HA TIOTIOHOMyInIeHeTo HamausBa A0 30% mnosBata u
PELHIUBUPAHETO HA YPOTEIIHUS KAPILITHOM.

6. [IpoMsHaTa B HaYMHA Ha )XUBOT U XpaHEHE HaMaJlsiBa PUCKa OT HOB PELUIMB H IIPOrPeCHs Ha
3a001BaHETO.

7. MyNTHIUCIMILUIMHAPHUS TTOAXO IIPH JIEYEHHE Ha MOBBPHOCTHMS ypOTEJIEH KapLMHOM HMa
BOJICIIIO0 MSCTO B HOBHTE PBKOBOJCTBA 3a Tepamus Ha ToBa 3abosiBaHe. JIOOpHAT OHKOJIOTHYEH
OTrOBOp M KaYeCTBOTO Ha )KHUBOT ca ITbPBOCTENEHHH IpH Oopbara cpely pakopara 00JecT.

HayynuTe NpHMHOCH Ha IUCEPTAlMOHHUS TPYA CBHIAbpPXKAT Hai-BaXHUTE MOMEHTH OT
IpeUIOKEHHS 3a PEIleH3upaHe TPy U ca M3IBUIO CBBP3aHU ¢ MEIUIIMHCKaTa npakTtuka. Te ca 5
Ha Opoii. CurTam, Ye Mo-ChIIECTBEHUTE OT TAX Ca CICAHUTE:!




1. B nucepranmoHHUS Tpya € M3BBPIICH 3aJbJI00OUEH aHAIHW3 Ha IOSBaTa HAa MBPBHYCH U
peLUIUBHUpAIl TOBBPXHOCTEH ypOTEJIeH KapIMHOM Ha MHKOYHHS Mexyp. ToBa uaeHTHHUIMpa
IPOrHOCTUYHHUTE (aKTOpPH 3a HAMAJIIBaHE Ha pUCKa OT Iporpecus Ha 3a00JsIBaHETO.

2. U3BbpIeH e 3ab10049€H CpaBHUTEIIECH aHATM3 IIPU H3II0JI3BAHETO HA JIOKAJTHA XHMHO- U/HIIH
UMYyHOTEparus CIpsMO YTBbPAEHO CTaHIapTHO ONEPaTHBHO JICUCHHE.

3. OnucaH e HOB KOHCEPBATUBEH METO]I 3a JICYCHHE Ha PEILUIUBUPALIUTE TIOBBPHOCTHU TYMOPH
Ype3 paJHoOXUPYpPrus U ca IPOyYeHH YCIO0)XXHEHUATA U PE3YJITATUTE OT HEro.

4. IlpunoxxeHa e cUCTeMHA MMYHOTEepalMs IpU TAlHEHTH C BUCOK OHKOJOTMYEH PHCK OT
nporpecus Ha 3a00JIIBaHETO.

5. Cp3azieH € alrOpUTHM 32 MyJITHMOJIAJTHO JICYEHHE U TIPOCIIe/IIBaHe Ha MAIllMeHTH ¢ TYMOp Ha

MMUKOYHHA MEXYD.

SAKJIUIOYEHMUE

J-p Hukonaii MiBanoB HukonoB e ponen Ha 22.05.1973 B bsana Cnaruna. JKeHeH, ¢ ABe Jena.
3aBbpinBa MeAUIlMHA B MenuIMHCKH YHUBepcuTeT, [lneen mpe3 1997 r. Mexay 1997 r. no
2000 r. pabotu karo TepamneBT BbB BbrpemHuo oraenenue, bsna Cnaruna. Mexay 2000 r. u
2009 r. pabotu karo obOmonpakTukysaul jekap B bsana Crnatuna. [Ipe3 2006 r. mpumoOuBa
cnenuamHocT o O6ma MeaunuHa B Menunuacku yauBepcutet, Codus. [Ipe3 2002 r. 3amouBa
crerpanu3anus 1mo yposjorus B Knmuukara mo yposorus kbM YMBAJI “Il-p I'. Crpancku®,
[TneBen. IIpe3 2009 r. npungobusa cneuuanHoct ypoaorus. Ot 2009 r. go 2015 r. pabotu B
Ortnenenue no yponorus, MBAJI “Xpucro bores®, Bpaua. Ot 2015 r. u 10 cera pabotu Karo
nexap-opauHatop B Kimmnuka o yposorust B YMBAJI “Csera Mapuna®, [Tnesen. Ot 2018 r. e
XOHOpPYBaH acUCTEHT Mo ypojorus B Karenpa ,,CecTpuHcky Xupyprudau rpuwxu®, a ot 2022 r. B
Karenpa o yposorusi, MeTuIiMHCKH yHUBEpCUTET, [11eBeH.

Toit uma neyeOHa, THArHOCTUYHA U XHUPYPrH4YHA HATOBApEHOCT. YYacTBa B HALIMOHATHH U
MEXIYHApOJIHU POPYMH IO YPOJIOTHS, €HI0YPOJIOTHS, OHKOYPOJIOTHUS, MEUIIMHCKA OHKOJIOTUS
u obma meauiuHa. CleIuIuioMHaTa My KBaTM(HKaNKs BKIIOYBA KypCOBE IO YJITPa3ByKOBa
JIHarHOCTHKA B yPOJIOTHATa, €HAOCKOIICKA METOIY 3a JMAarHOCTHKA W JIEYEHHE B ypOJIOTHSTA,
B3eMaHe Ha OMOJIOTHYHU MaTEPHAIH B YPOJIOTHATA, yIOCTOBEPEHHE 32 JIAAPOCKOIICKA YPOJIOTHSl
1 HHBO, yJIOCTOBEpEHHE 3a JIAIIapOCKOIICKa XUPYprus | HUBO, cnenuaiM3aluy B o0jacTra Ha
€HJI0YPOJIOTHS U OHKOYPOJIOTHUS U JIp.

Hayuynute My HWHTEpecH ca CBBbpP3aHH C OHKOYpOJOTHSATa U YJITpa3ByKoBaTa IMarHOCTHKA.
Brajgee aHTTHACKY M PYCKH M MMa KOMITIOThbpHA IpaMOTHOCT. HiieH € Ha bhirapcku jekapcku
ChI03, BBITapcKoTo yposorHyHo ApyskecTBO, EBponeiicka aconuamnus mno yposuorus, CBeToBHa
acolarms o eHJI0ypoJiorHs, brirapcka acorpanus 1o yJiTpa3ByK B MeIUIUHATA, ACOLHALUSL
Ha (paMUIHHUTE JIeKapu B Brirapus.

Cnc 3amoBen Ha Pextopa Nel117/11.05.2021 r. a-p H. HukosioB € 3a4uciieH 3a JOKTOpPaHT Ha
camocrosTenHa moaroroBka B Karenpa ,,CecTpuHCKH XUpypruyHy rpuxu’, @akynrer “3apaBHu
rprku”, Menunuacku yHuUBepcuTeT, [IneBen. CeriacHo Pemenue Ha ®akynreTeH CHBET Ha
®axynrer ,Memumuaa“ ot 15.09.2022r. u 3amoBen Ha Pextopa Ne2423/15.09.2022 r. nm-p
Hukonait MBanoB HHKOIOB € OTYMCIEH KaTo JOKTOPAHT Ha CAMOCTOATENHA MOATOTOBKA IO
yPOJIOTHS C IPaBO Ha 3aIluTa. BCHYKM M3MCKBaHMUA 110 IIPOLIEAYpaTa ca CIIa3eHH.

HMait ¢csM BBE3MOXHOCT J1a Tpocies NpoeCHOHATHOTO Pa3BUTHE U HAyYHHUTE JTUPEHUS Ha JI-p
H. Hukonos no mpobieMa 3a JiedeHHe U MPOCIeIsBaHe Ha HEMYCKYJIHO HHBa3HBHHUS KapIMHOM
Ha NMKOYHHMs Mexyp. HaTpymaHUST IpaKTHYeCKHM ONHMT M ChBECTHaTa HayyHa oOpaboTka Ha
JaHHWTE OIpeleNsT KadecTBaTa Ha TIPEJCTABEHHs JMCEPTAlHOHeH Tpyd. IlocoueHuTe
cOOCTBEHH PUHOCH UMAT Hay4YHa U TPHUJIOXKHA CTOHHOCT 3a ypOJIOTHYHATA IIPAKTHKA.



Bcuuko ToBa MM J1aBa MOpaJlHO OCHOBAaHHE Ja TpENopbyaM Ha 4WIEHOBETE Ha MOYHUTAEMOTO
HAy4HO JXypH Jla IJIacyBaT IMOJOXHUTETHO M MpUchIaT Ha A-p Hukonaih MBanoB Huxoios
obpa3oBaTenHaTa U Hay4YHa CTEINeH “TOKTOp . /Y
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Bladder carcinoma is one of the most common tumors of the excretory system. In over 90% of
patients, it manifests as transitional cell carcinoma. The prognosis of the disease depends both on
its stage and on the number of lesions and the frequency of its recurrences. Very often, surgical
intervention is not sufficient to cure the disease and adjuvant therapy is required. Intravesical
application of chemo- and immunotherapy and radiation therapy give a positive result.
Unfortunately, about 50% of bladder tumors progress to invasive carcinoma.

The disease has a different manifestation in molecular, histological and clinical aspects. In recent
years, its rejuvenation has been observed. There are also a number of risk factors for its
appearance. The efforts of the entire urological community are dirgcted towards its early and
timely diagnosis and treatment. Today, conservative and operative treatment of the disease is not
a problem. Various operative approaches and methods are used, as well as intravesical and
systemic chemo- or immunotherapy, radiotherapy, etc.

Tumors that do not involve the muscularis propria of the bladder are considered non-muscle
invasive cancer (NMIBC). Today, transitional cell carcinoma is the most common bladder



cancer. In this sense, at the beginning of the 21st century, the multidisciplinary approach to
treatment and its follow-up continues to be extremely relevant in a medical and social aspect for
modern urology.

All this necessitates the search for optimal methods for organ-preserving treatment of patients
with NMIBC and prevention of disease recurrence. That is why the use of various types of
endoscopic operations and adjuvant therapy methods is a fully justified decision.

From everything that has been said so far, it is extremely clear that the searches of Dr. N.
Nikolov in this direction are not self-serving, but relevant for urological practice. They deserve a
positive assessment given his enduring interest in the subject and the problem. In our opinion,
the present study has a proven scientific-practical nature.

The dissertation submitted for review is presented in 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, 6
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.

. Results - 34 pages.

. Discussion — 17 pages.

. Contributions — 1 page.

S I e Y

. Conclusions - 1 page.
9. Book review - 18 pages.

The literature review is justifiably thorough and detailed. It is composed of 10 subchapters. The
first of these examines the terminology used in bladder carcinoma. Hematuria as an initial signal
and risk symptom in superficial and muscle invasive tumors is discussed. Historically, this has a
didactic character.

In the next few sub-chapters, the author comments on the epidemiology, frequency and
pathogenesis of bladder tumors in Bulgaria and worldwide. He emphasizes that the gender gap is
evident, with men making up just over 75% of the annual newly registered patients. The etiology
of the disease is discussed in detail. It is most often associated with the filtering of toxins through
the urothelium, smoking, heredity, dietary risk factors, chronic inflammatory processes of the
urinary tract, etc. This preliminary information greatly facilitates the diagnosis of the disease.

The dissertation student approaches the interpretation of scientific facts from the studied
literature in a professional manner. This is evident in the multifaceted and in-depth review of the
new 2016 WHO modern histopathological classification of urothelial carcinomas.

In the next subsection, Dr. N. Nikolov strongly emphasizes the importance of intermittent
painless hematuria as the main clinical symptom in bladder carcinoma. On the other hand,
irritative manifestations such as frequent urination and dysuria are second in the clinical picture.



Unfortunately, in the conditions of pre-hospital medical care, these symptoms are often
misinterpreted.

In the eighth subchapter, the author examines in detail the modern diagnostic options for bladder
tumors. He re-commented on clinical symptoms, imaging studies, urine cytology, cystoscopy
with biopsy, PDD with aminolevulinic acid, etc.

Bladder carcinoma symptoms can also lead to other hyperplastic, metaplastic, inflammatory,
infectious and reactive diseases. Therefore, Dr. N. Nikolov rightly pays the necessary attention to
the differential diagnosis.

And last but not least, the dissertation emphasizes the opinion of a number of authors that the
treatment must be combined and requires a multimodal approach. Today it is applied surgically
(TUR, laser therapy), conservatively (intravesical chemo- or immunotherapy), radiation therapy
and a combination of them.

The literature review is highly informative and balanced. It is richly supported by bibliographical
sources.

The goal of the dissertation is formulated concisely and clearly. It is precisely defined and
corresponds to the title and capabilities of the study.

The dissertation student sets 7 achievable tasks, which are clearly formulated. They summarize
the accumulated experience in this direction and answer the questions posed in the literature
review.

Material and methods

For the period from January 2011 to December 2020, a total of 444 patients aged between 27 and
91 years (mean age 67.5 years) were included in the study. By gender, they are divided into 342
men and 102 women. They were treated and followed up in the Department of Urology, the
Department of Medical Oncology and the Radiation Treatment Center at the Medical Center,
Vratsa and the Urology Clinic, UMBAL "Sveta Marina", Pleven. 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 actively participated in the team in the selection, treatment and follow-
up of the patients. He used a large number of diverse research methods. These are documentary
sources of information, non-invasive and invasive methods of diagnosis, operative methods of
treatment, conservative behavior, etc. It also provides a detailed description of the
instrumentation and the technique of performing the various methods.

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 to carry out the scientific search regarding the goals and tasks of the dissertation and
to obtain sufficiently reliable information.

In the "Results" chapter, the problems are presented in chronological order. The dissertation
student presents his observations, compares and discusses his results and reaches the relevant
conclusions. The author's desire to highlight and clarify controversial and unclear points and to
express his personal opinion on the matter is evident everywhere.

- The author's active effort to develop an algorithm for selecting patients suitable for
transurethral resection is commended. 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. In all patients, the mandatory



clinical minimum of laboratory tests, abdominal ultrasound of POS, urethrocystoscopy with
white light and NBI was performed and the corresponding results were displayed.

- His efforts continue to investigate the safety and security of transurethral monopolar,
bipolar and laser resection in patients with superficial urothelial carcinoma of the bladder.
Ppatients were divided into three groups - with monopolar, bipolar resection and laser resection.
They looked at the total number of patients, mean operative time, mean hospital stay and days
with an indwelling three-way catheter. Attention is also paid to age, intraoperative and early and
late complications. The results are presented and analyzed in detail in a large number of tables
and graphs.

- Considerable work has been done to investigate the clinical effectiveness of various
methods of transurethral surgery on local tumor control. All patients were monitored
periodically, hospitalized and laboratory and imaging studies of the abdomen and small pelvis
were performed. Dr. N. Nikolov systematizes and summarizes the results by month, which
allows him to make a scientifically based assessment of the effectiveness of the treatment
method.

- Dr. N. Nikolov presents interesting results regarding the pharmacodynamics and
pharmacokinetics of various chemotherapeutics and local immunotherapeutics in patients
with superficial urothelial carcinoma of the bladder. In order to achieve adequate and reliable
results, he uses the criteria for the application of the various medications, according to the age of
the patients, comorbidity, degree of malignancy and multifocality. The author agrees with the
opinion of the leading specialists in the treatment of superficial carcinoma of the bladder, who
strongly recommend chemotherapeutic and immunotherapeutic preparations to prevent late
recurrence and progression of the disease. This highlights the dissertation's efforts to increase the
effectiveness of conservative treatment of bladder tumors.

- The author thoroughly investigates the impact and side effects of local radiotherapy in
patients with superficial carcinoma of the bladder. His results show that high- and moderate-
risk recurrent bladder tumors can be effectively treated with highly focused radiation therapy.
Modern treatment for patients with G2, G3, multifocality, frequent relapses and progression is
complemented by the use of a linear accelerator for radiotherapy. He emphasizes that the bladder
tolerates radiation therapy well, preserving the structure and function of the surrounding normal
tissues.

- The dissertation examines the influence of 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 pivotal role in the occurrence,
recurrence and progression of bladder urothelial carcinoma. The author derives a statistically
justified dependence between them and recommends stopping smoking, healthy eating and
lifestyle changes.

- As a summary of the results obtained during the study, Dr. N. Nikolov made a successful
attempt to prepare a multimodal algorithm for diagnosis, treatment and follow-up of
patients with superficial carcinoma of the bladder. It confirms once again the well-known
truth that the most common symptom in bladder carcinoma is intermittent painless hematuria.
On the other hand, there is no specific screening method to detect bladder carcinoma. Only
cystoscopy and imaging studies provide the correct diagnosis. Therefore, his proposal for a
scheme and algorithm for the diagnosis and treatment of NMIBC deserves attention.

The obtained results, refracted through the prism of the set goal and tasks of the study, enrich our
modern knowledge of this problem. They are based on sufficient clinical material and help in an
indisputable way to answer some of the hitherto unsolved questions.

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



- creation of an algorithm - in this sub-chapter the author again points out that bladder carcinoma
is an important social and health problem on a global and national scale. He emphasizes that it
isthere is a constant tendency over time to increase morbidity in developed industrial countries,
including Bulgaria. The present study has a substantial contributory character. The dissertation
student thoroughly discusses the possibilities for early diagnosis and prognosis of the disease.
The studied data from the available literature clearly show that most European centers work
according to similar criteria for patient selection and a multimodal approach in the treatment of
superficial bladder tumors. Dr. N. Nikolov used Cox regressions to determine the effect of tumor
location on overall survival in patients treated surgically with subsequent intravesical therapy.
When creating his own algorithm, he established a correlation between the criteria and the
occurrence of relapse and/or progression of the disease.

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

- in this subchapter, Dr. N. Nikolov comments and proves the clinical effectiveness of the
various methods of transurethral surgery in the event of recurrence. It establishes their
correlation with the surgical method, the size and multifocality of the tumor, the degree of
differentiation, comorbidity and lifestyle. He found no conclusive data to support or reject the
advantages of one of the three types of transurethral resection.

- in a separate subchapter, the pharmacodynamics and pharmacokinetics of local chemo- and
immunotherapeutics in the treatment of patients with superficial urothelial carcinoma have been
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. Observed side effects are also documented, which are divided
into local and systemic.

- in the next subsection, Dr. N. Nikolov discusses 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.

- necessarily and naturally, the dissertation examines the influence of various risk factors on the
occurrence and recurrence of bladder carcinoma. 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.He emphasizes that there is an increased interest in disease prevention through the use
of various medications and lifestyle changes. In his sample, smoking was a major factor in
disease recurrence.

- and last but not least, the preparation of a multimodal algorithm for diagnosis, treatment and
follow-up of patients with superficial carcinoma of the urinary bladder is the main goal of Dr. N.
Nikolov in the present clinical study. It complies 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, surgical intervention in all
patients must necessarily be followed by intravesical chemo- and/or immunotherapy and highly
focused radiotherapy.



On the other hand, with a hand on the heart, we should note that a large part of the data
commented on in the discussion could find its natural place in the "Results" chapter. Of course,
this does not reduce the quality of the dissertation work.

The conclusions at the end of the dissertation there are 10 in number.They present in a
synthesized form the enormous work of the dissertation student and are a contribution to
urological practice. The most important of them are 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. Through the intravesical application of various chemo- and immunotherapeutic agents, good
oncological control, minimal side effects and a low rate of local recurrence are achieved.

3. By applying radiotherapy with highly focused radiotherapy, good oncological control,
minimal side effects and a low rate of local recurrence are achieved.

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 contributions of 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. I believe that
the most important of them are the following:

1. In the dissertation, an in-depth analysis of the occurrence of primary and recurrent superficial
urothelial carcinoma of the bladder was carried out. This identifies prognostic factors to reduce
the risk of disease progression.

2. An in-depth comparative 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

Dr. Nikolay Ivanov Nikolov was born on 22.05.1973 in Byala Slatina. Married, with two
children. He graduated from the Medical University, Pleven in 1997. Between 1997 and 2000, he
worked as a therapist in the Internal Medicine Department, Byala Slatina. Between 2000 and
2009 he worked as a general practitioner in Byala Slatina. In 2006, he acquired a specialty in
General Medicine at the Medical University, Sofia. In 2002, specialization in urology began at
the Urology Clinic at the "Dr. G. Stranski" UMBAL, Pleven. In 2009, he acquired a specialty in
urology. From 2009 to 2015, he worked in the Department of Urology, MBAL "Hristo Botev",
Vratsa. From 2015 until now, he has been working as a resident doctor in the Urology Clinic at



the "Sveta Marina" UMBAL, Pleven. Since 2018, he has been a part-time assistant in urology at
the Department of "Nursing Surgical Care", and from 2022 at the Department of Urology,

He has a medical, diagnostic and surgical workload. Participates in national and international
forums on urology, endourology, oncourology, medical oncology and general medicine. His
post-graduate qualification includes courses in ultrasound diagnostics in urology, endoscopic
methods of diagnosis and treatment in urology, biological material collection in urology,
certificate in laparoscopic urology level 1, certificate in laparoscopic surgery level 1,
specializations in the field of endourology and oncourology, etc. .

His scientific interests are related to oncourology and ultrasound diagnostics. He speaks English
and Russian and is computer literate. He is a member of the Bulgarian Medical Union, the
Bulgarian Urological Society, the European Association of Urology, the World Association of
Endourology, the Bulgarian Association of Ultrasound in Medicine, the Association of Family
Physicians in Bulgaria.

By Rector's Order No. 1117/11.05.2021, Dr. N. Nikolov was enrolled as a doctoral student of
independent training at the Department of Surgical Nursing, Faculty of Health Care, Medical
University, Pleven. According to the Decision of the Faculty Council of the Faculty of Medicine
dated 15.09.2022. and Rector's Order No. 2423/15.09.2022, Dr. Nikolay Ivanov Nikolov was
assigned as a doctoral student of independent training in urology with the right to defense. All
the requirements of the procedure have been met.

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 conscientious scientific processing of the
data determine the qualities of the presented dissertation work. The indicated own contributions
have scientific and applied 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".

07.11.2022 Reviewer:
Sofia (Prof. Dr. D. Mladenov, MD, PhD)



