Hayqen céerTap

KA

/%“ 2 140

Ho IIpencenarens na Hay‘-IHOTO Kypu
omnpezenieHo che 3amoBen Ne3286/25.10.22r.
Ha Pextopa Ha MY - [IneBen

CTAHOBHILE
oT
IIpod. n-p Kameans Topoposa IlBeranoBa, A.M.H.
YMBAUI ,,CBera Mapunna“ — [LieBen

~

OtHOCHO: IIPpE€AOCTAaBEH 3a CTAHOBHUIIC JUCEPTALIMOHEH TPYQ HA TEMaA.

,MYJITUIMCLIMIUIMHAPEH TIOJIXO/ ITPU JJEYEHUE U
TIPOCJIEJSIBAHE HA [TALIMEHTU C HEMYCKYJIHO UHBA3BUBEH
KAPLIMHOM HA TIMKOYHM ST MEXYP“

3a npuckxkaaHe Ha oOpa3oBaTellHa U HAyJYHA CTEMEH ,,JOKTOP™

O6uact Ha BuciIe obpa3oBaHue: 7. 3paBeona3BaHe U CIOPT, NPOGECHOHATHO
Hamnpasienue: 7.1. Menuuuna

Hayuna cnenmnansoct: ,,Yponorus‘
Astop: /I-p Huxoaaii UBanos HukosioB

JIOKTOpaHT CaMOCTOSITEIHA IIOArOTOBKA B KaTezipa ,, Yponorus“, ®akyarer
,Menunuaa®, MenuuuHcku yHUBepcuTeT — [IneBen

Hayunu ppkoBoguTenu:

Hou. 1-p bosin AranacoB CtoiikoB, a.M.

Hou. a-p Baaagucaas Pocenos [lynes, a.m.



AKTya.J'lHOCT Ha TeMaTa

KapunHOMBT Ha NHKOYHUS MEXyp € XeTeporeHHa OO0JecT B MOJICKYJIspeH,
XUCTOJIOTMUEH W KiuHW4YeH acnekT. C roauHuTe pBCTHT Ha 3abonenute
HEMPeKbCHATO Ce yBelnudaBa, KaTo BCe IOBeue MJaAM Xopa ce pa30oiisBart.
Bcuuko ToBa BoM 10 U3rOTBSIHE HA HOB aJITOPUTHM 3a TUArHOCTHUKA, JICYEHUE U
npocnensBaHe. PuckoBute Qakropu, mpenpasmnoyiaraiii KbM pPa3BHTHETO Ha
KaplIMHOM Ha MUKOYHHMS MeXyp BKIIOYBAT: BB3pacT Ha MaldeHTa, IOJ, paca,
eKCIIO3UIMSl Ha TOKCHMHHM KaTro Oarpuia, CaXId, TEXKH MeTaTH, Kay4dyk,
I1acT™MacH, pakTopu Ha OKOJIHATa cpefa (MOBHUIIEHO HUBO Ha apceH BbB BOJIaTa,
XJIODHU [1e3UH(GEKTaHTU U HUTpPATH), HAYMH Ha XUBOT U NUETHYHU (aKTOPH-
TIOTIOHOIMyIIIeHe, Kade, ypounoekuus. [lopaau Ta3u npudruHa HETOBOTO JIEUECHHUE
€ MYJTUIUCLHUILTAHAPHO: ONEPaTUBHO, HHTPABE3UKATHA M CUCTEMHA XUMHUO HIIH
UMYHOTepanus, JIb4eTepanus, KakTo U MpOMsSHa B HAYMHA Ha )XUBOT.

[lopanu yBenu4aBaHETO Ha Clly4aWTe, HUCKaTa BbB3pacToBa TpaHHIA H
coLlajHaTa 3HaYMMOCT Ha 3a00JIsIBAaHETO CUMTAM , Y€ TeMaTa € aKTyajHa He CaMo
3a HalllaTa CTpaHa, HO U B MeXAyHapoJeH Iutad. Hayunara pabora Ha na-p H.
HukosoB e BaXHa, 3Ha4YuMa U € €IHO LeHHO OOrarcTBO 3a KJIMHHYHATA
NpaKkTuka B bearapus.

Crpyxrypa

BpOHT Ha ITPOYYCHUTE MAUCHTHU € BIICYATIISABAIIl U HAITBJIHO JOCTATBHYCH 34 LICJITa
U CTaTUCTHYECKAaTa 06p2160TKa, IIO3BOJIsIBallla My Aa HallpaBH BaJIWJTHH HAy4YHH
HU3BOJH U MPCIIOPHKH.

CTaHOBHIIETO € U3rOTBEHO OT IIPEJCTaBeHUS MU IMCEpTallHOHEH TPYI B 00eM
155 crtpanuuu, onarneneH ¢ 46 o¢urypu, 39 Ttabmmnu, 30 rpabuku u 5
npuioxeHus. CpabpxaHUeTo BKIOYBa 11 rnaBu moapeneHu B MpaBUIIEH pefl.
CrTpyKTypHupaH € 1o IIpaBHJiaTa 3a U3rOTBSHE Ha JAUCEPTALMOHEH TPY.I KaTo ca
CIIa3€HU HAIIBJIHO U3UCKBAHUATA 32 OPOpMsIHE Ha TO3U Hay4eH MPOLyKT. CTHIBT
€ Ha BUCOKO Hay4HO HMBO. OHarieneH € MaKCUMaJIHO C UH)OPMATUBHH QHUTYPH,
noapoOHU TabIMIM U CTAaTUCTUYECKH 3HAYMMHU rpaduKu. ABTOpa Blajee MHPOK
00XBaT OT CTaTUCTHYECKU METOJM, 32 Ja U3IBJIHU LIENTa Ha TPOYYBAHETO CH.
JIutepaTypHusIT 0030p € TMOApEeNeH, BCEOOXBAaTeH M HAITBIHO IOKpHUBa
U3MCKBAaHMATA 3a TaKkbB HAaydeH TpyA. PasrnenaHu ca eTHOJIOTHATA,
[aToreHe3ara, MeTOAUTE Ha IUarHOCTHKA U ChBPEMEHHUTE ONIEPATHBHU TEXHUKH.
ITonpoOHO € mpeAcTaBeHO M BB3MOXHOCTUTE Ha XUMHOTEpalusATa M
pPaguoOXUpyprusiTa Ipy JICUEHUETO Ha MOBHPXHOCTHHUS YpPOTeJeH KapIIMHOM.

IloznaBaHe Ha npo0bJiema

O030pBT OTpa3siBa HACTOSILETO CHCTOSHUE Ha MpobjieMa M MOoKa3Ba OTIHYHA
JIATepaTypHa OCBEIOMEHOCT U KOMIIETEHTHOCT Ha A-p H. HukonoB. M3non3Banu
ca 230 nuTepaTypHH U3TOYHHKA, OT KOUTO 59 Ha kupuiauia 1 171 Ha IaTHHHUIIA.
JIutepatypHusi 0630p ce OTKpOsiBa C OTIMYHUTE BH3MOXXHOCTH Ha aBTOpa 3a




IIBJICH aHaJIu3 H O606I.I.I€HI/IC Ha JIMTCPATYPHUTE OAHHH. 3a IMOCTUraHeTO Ha
CBOUTC LCJIN JUCCPTAaHTa 3am>J160quo H OCJICHACOYCHO € pa6OTI/IJI I1I0 r[po6neMa
AOCTaTb4YHO OABJIO BpEME.

]_[eJITa € Ja C€ MH3roTBH MYITUAWUCHUINUIMHAPCH II0AXO4 IIpU JICHEHHUE U
npociaeasdBaHe Ha MallUE€HTH C IOBbPXHOCTEH YPOTEJICH KapLIMHOM Ha ITMKOYHUA

Mexyp.

3agaunTe ca ceneM. Te ca popMmynHupaHH SICHO, TOYHO € rojisiMa HHGOpPMaTUBHA
CTOMHOCT KaTO OTrOBapsT Ha TOCTABEHUTE BBIIPOCH.

MeToaHKA HA H3CJIeABAaHETO

[TpoBenenoTo npoy4BaHe € cpex 444 malueHTH ¢ JUarHOCTULMPaH KaplUHOM Ha
IMMKOYHHS MeXyp, KOUTO ca JeKyBaHHu B KnnHukara no yponorus Ha YMBAJIL ,,
CBetra MapuHna“- [1neBeH U OTAENEeHHs 110 YPOJIOTHsl, MEAUIIUHCKA OHKOJIOTHS U
apuerepanuss npu KOL[- Bpama or 2011 no 2020 romuna. Bw3pactra Ha
naiyeHTuTre ¢ Mexay 27 u 91 r. Pasnpenenenu ca B HIKOJIKO IPYIH CIOpEX
IIOCTaBEHHUTE 3a/laud. AHaJu3UpaHU ca TPUTE METOJa Ha TpaHCypeTpalHa
XHPYpPrusi ¥ ca OTYeTeHH IpeauMcTBata U Hexocrarbuure. OOBpHATO €
BHHMaHHE Ha YCIIO)KHEHHSTa IMpH ONEepaTUBHOTO JI€YEHHE, NPHJIaraHeTo Ha
WHTpaBe3UKaJIHA Tepanus U Jipdenedenue. Tepanusara Ha paldaliOHHUS LIUCTUT
€ BH3JIOB MOMEHT B JUCEPTAI[MOHHUSA Tpy.. [laHHUTE ca 00001IeHN 1eTalIHO U
ca mpeiacTaBeHH B rpa¢uueH W TabiW4eH BHUJ C TrojsiMa HHGOPMHPAHOCT.
Cratuctuyeckata oOpaboTKka Ha pe3yiTaTUTe € JAOBEIO N0 IIOCTHIaHe Ha
HEOOXOJUMHUTE HM3BOAM OT IOCTABEHUTE 3aa4H.

XapakTepHCTHKA H OLIEHKA HA IHCEPTAIIHOHHH TPYJ H NPHHOCHUTE

JlucepranioHHUAT Tpyx Ha J-p Hukomaihk HukxomoB e mocBeTeH Ha
pa3paboTBaHETO Ha aKTyallHa TeMa C BAaXHO IPAKTHYECKO IPHUIIOKEHHE.
V3non3BaHa = METOAMKA, IOJyYeHHTe pe3yjITaTd U H3BOAWTE OTroBapsT Ha
NOCTaBeHara Iell. : : ~

Ot u3BbpIlIEHWTE MallaOHU NpoyuBaHUs ca (opMmynaupanu 10 M3BOma, KOHUTO
CHOTBETCTBAT Ha IpezacTaBeHuTe pesynratd. OT GopMyNIHpaHUTE S5 IPHHOCA HA
~ IMCepTALMOHHKS TPY/ ce 10Ka3Ba 3HAYMMOCTTa Ha Hay4HaTa pa3paboTKa.

JIoKTOpaHTa, Yype3 CBOS TUCEPTAIL[OHEH TPy AOKa3Ba, Y€ € yCBOWJI METOIHKATA
Ha HAy4HOTO [POYyYBaHe, 4e € CIIOCOOEH J1a aHaIU3Upa JINTEPATypara, 1a OCTaBs
Hay4eH MpobJjeM, Aa GopMyIHpa XUIoTe3a, el U 3aJaYd Ha IpOy4YBaHeTo, Ja
u3bepe W TMPHIOKH MOAXOMASAIIMTE METOAM Ha aHAM3M Ja W3Be[e MPaBHIHU
m3Boau. Cunram, e a-p H. HukonoB ce e cipaBuil OTIIMYHO IPU peallu3alusiTa

Ha CBOSI TPY .

ABropedepaTbT OTroBaps Ha H3HCKBaHMATAa Ha 3aKoHa 3a pa3BUTHE Ha
aKaJeMUIHUTE KaJpH.



Hpeuemca Ha l'ly&]]ﬂl(ﬁll!lﬂTC H JIHYHHUAT IPHHOC HA JOKTOPAaHTA

I-p H. HukonoB e myOnukyBan pe3yaTaTuTe OT CBOS TPYH Ipell HayyHara
oOImHOCT y Hac. ABTOpPHT € ¢ 4 myOiuKaluu CBBp3aHH C TemaTa. ToBa e
0e3COpHO JOKa3aTelCTBO, Y€ AUCEPTAllMOHHUSA TpPyH € JHMYHO Jeli0 Ha
JOKTOpaHTa 3a KoeTo Toi e paboTmi Hax 10roauHu.

3akiaouyenune

IIpencraBenaTa My 3a CTaHOBHILE AucepTalus Ha A-p Hukonait HukonoB Ha Tema

> MYJITUIUCILIMIUVIMHAPEH I[oaAXoa TP JIEYEHUE 141
I[MPOCJIEISIBAHE HA ITAIIMEHTU C HEMYCKYJIHO MHBA3VMBEH

KAPIIMHOM HA ITMKOYHUA MEXYP*“ otroBapst HaIrbJIHO Ha H3UCKBAHUSITA
Ha 3aKOHa 3a pa3BUTHE Ha aKaJeMU4HUs cbCcTaB B Pemy6iuka brarapus. Tosa e

aKTyaJIeH, MHOT0 100pe TUTaHUpaH U peallu3upaH HaydeH TPy .

ITopaau ropensnokeHoTo JaBaM HallbJIHO yOeIeHO CBOSITa MOJIOKHUTETHA OLIEHKA
Ha JUCEepTalOHHUS TPY .

[To3BonsiBaM cM [a NpU30Ba yBakaeMUTe 4ileHoBe Ha HaydHOTO Xypu na
IpUChIAT Ha A-p Hukonaii iBanoB HukonoB o6pa3oBarenHa U Hay4yHa CTENEH
,»,JOKTOP® 110 ,,ypOJIOTHS“ KBM KOETO Ce MPUCHhEAUHIBAM U a3.

[IneBen ITpod. n-p K.
09.11.2022r.
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Relevance of the topic

Bladder carcinoma is a heterogeneous disease in molecular, histological and
clinical aspects. Over the years, the number of patients increases and more young
people become ill. All this leads to the preparation of a new algorithm for
diagnosis, treatment and follow-up. Risk factors predisposing to the development
of bladder cancer include: age of the patient, sex, race, exposure to toxins such as
dyes, soot, heavy metals, rubber, plastics, environmental factors (increased level
of arsenic in water, chlorine disinfectants and nitrates), lifestyle and dietary
factors - smoking, coffee, uroinfection. For this reason, its treatment is
multidisciplinary: operative, intravesical and systemic chemotherapy or
immunotherapy, radiotherapy, as well as lifestyle changes.

Due to the increase in cases, the low age limit and the social significance of the
disease, I believe that the topic is relevant not only for our country, but also
internationally. The scientific work of Dr. N. Nikolov is important, significant and
a valuable asset for clinical practice in Bulgaria.

Structure

The number of patients studied is impressive and fully sufficient for the purpose
and statistical processing allowing him to make valid scientific conclusions and

recommendations.

The statement is prepared from the dissertation work presented to me in volume
of 156 pages, illustrated with 46 figures, 39 tables, 30 graphs and 5 appendices.
The table of contents includes 11 chapters arranged in proper order. It is structured
according to the rules for the preparation of a dissertation and the requirements
for the design of this scientific product are fully respected. The style is at a high
scientific level. It is fully illustrated with informative figures, detailed tables and
statistically significant graphs. The author uses a wide range of statistical methods
to fulfill the purpose of his research. The literature review is orderly,
comprehensive and fully meets the requirements for such a scientific work.
Etiology, pathogenesis, methods of diagnosis and modern operative techniques
are reviewed.

Knowing the problem

The review reflects the current state of the problem and shows excellent literary
awareness and competence of Dr. N. Nikolov. 230 literary sources were used, of
which 59 in Cyrillic and 171 in Latin. The literature review stands out for the
author's excellent ability to fully analyze and summarize literary data. In order to
achieve his goals, the dissertation student has worked on the problem thoroughly
and purposefully for a long enough time.
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S Lo sz A g i

The aim is to develop a multidisciplinary approach in the treatment and follow-
up of patients with superficial urothelial carcinoma of the bladder.

The tasks there are seven. They are formulated clearly, precisely with great
informative value as they answer the questions posed.

Research methodology

The study was conducted among 444 patients with diagnosed bladder cancer who
were treated at the Urology Clinic of the Sveta Marina UMBAL-Pleven and
departments of urology, medical oncology and radiotherapy at the Medical Center
Vratsa from 2011 to 2020. The age of the patients is between 27 and 91. They are
divided into several groups according to the assigned tasks. The three methods of
transurethral surgery are analyzed and their advantages and disadvantages are
noted. Attention has been paid to the complications of surgical treatment, the
application of intravesical therapy and radiation therapy. The therapy of radiation
cystitis is a pivotal moment in the dissertation work. The data is summarized in
detail and presented graphically and tabularly with great information. The
statistical processing of the results led to the achievement of the necessary
conclusions from the set tasks.

Characterization and evaluation of dissertations and contributions

The dissertation work of Dr. Nikolay Nikolov is dedicated to the development of
a current topic with an important practical application. The methodology used, the
results obtained and the conclusions correspond to the set goal.

From the large-scale studies carried out, 10 conclusions were formulated, which
correspond to the presented results. From the formulated 5 contributions of the
dissertation, the significance of the scientific development is proven.

The doctoral student, through his dissertation, proves that he has mastered the
methodology of scientific research, that he is able to analyze the literature, pose a
scientific problem, formulate a hypothesis, the goal and tasks of the research,
choose and apply the appropriate methods of analysis and draw correct
conclusions . I believe that Dr. N. Nikolov did an excellent job in the realization

of his work.

The abstract meets the requirements of the Law on the Development of Academic
Personnel.

Assessment of the PhD student's publications and personal contributions

Dr. N. Nikolov has published the results of his work before the scientific
community in our country. The author has 4 publications related to the topic. This
is indisputable proof that the dissertation work is the personal work of the doctoral
student, for which he has worked for over 10 years.

Conclusion



The dissertation of Dr. Nikolay Nikolov submitted to me for opinion on the topic
"A multidisciplinary approach in the treatment and follow-up of patients with
non-muscle invasive carcinoma of the bladder" fully meets the requirements of
the Law on the Development of the Academic Staff in the Republic of Bulgaria.
This is an up-to-date, very well planned and implemented scientific work.

Due to the above, I am fully convinced to give my positive assessment of the
dissertation work.

I take the liberty of calling on the respected members of the Scientific Jury to
award Dr. Nikolay Ivanov Nikolov an educational and scientific degree "doctor" é
in "urology", to which I also join. 1

Pleven

09.11.2022




