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Tema Ha auUcepTAIMOHHUSI TPYA: ,,BB3pacToBO M MOJIOBO OOYCIOBEHW pa3dyus Ha
HEMOTOPHHUTE CUMIITOMH ITpHU NalueHTy ¢ bosect Ha [lapkuHCOH®.

Hayuyen pbproBoauTen: [Jou. n-p Mas IlenkoBa /lanoBcka-MiageHoBa, 1.M.

IMpouenypa mno 3amurara:

CorinacHo 3amoBen Ne 943/26.03.2024 r. na Pekropa Ha MY-IlneBeH U Ha OCHOBaHHE Ha
[IpoTokon oT mbpBOTO HEMpUCHCTBEHO 3acenanne Ha HXX cbm onpenenen ot Ilpencenarens na HX
C IIPABO HA CTAHOBHILE HA AUCEPTALMOHHHUS TPYI.

HacrosmoTto cranoBuiie e pa3paboTeHO U MPeJICTaBeHO ChOOPa3HO M3MCKBAaHUATA Ha 3aKOHA
3a pa3BUTHE Ha akaJeMuyHus cbcraB Ha PenyOnmka bwiarapus /3PACPB/, IlpaBunnuka 3a

npuiarane Ha 3PACPD u [IpaBunnuka 3a pa3BuTre Ha akaieMUyHus cbetaB B MY -IlneBes.
Kparku 6norpaguynu 1aHHH ¥ NPOPeCHOHATHA KBATHPUKAILUSA:

H-p HecucnaBa MapuHoBa € poaeHa Ha 6 roHM 1967 B rp. bepkoBuna. 3aBbpiiBa
cneunanHoct Menunuaa B MY-Ilnesen npe3 1992 roz. 3amouBa pabota karo opauHarop ot 1992
roa. u acucrteHT ot 2017 r. Mma mpupmobura crnenmanmHoct mo Hesposnorums mpe3 1999 r. I-p
MapuHoBa OCBHIIECTBSBA TMarHOCTUYHA U €KCIIepTHA AeHHOCT B kabuHeTa no [lapkMHCOHU3BM KBM

HCBPOJ'IOFI/ILIHB. KJIMHUKA. 3a4hclieHa € KaTo JOKTOpPAHT, CaMOCTOATCIIHA (bopMa Ha 06y‘~ICHI/IC 3a



nepuoa oT 3 roauau Ha 11.08.2020 r. 3a cpoka Ha MOKTOpaHTypara, A-p MapuHOBa YCIENTHO €
MOJIOKMJIa HEOOXOIMMUTE U3MUTH U U3IBIHUIIA TOCTAaBEHUTE 33J]aud OT 0J00pEHHS HHIUBHUIyaJICH
miaH. Jluceprantkara € oT4MCIIEHa ¢ IpaBo Ha 3ammTta Ha 18.09.2023 r.

J-p MapunoBa yuacTBa B KBaIM(PUKAUMOHHM KypcoBe 1o Hesporcuxosorus,
Enexrpodusnonorus, Harmonanau u MexayHapoIHH KOHIpecH 1o HeBpojorus. Ynen e Ha BJIC u
bparapckoTo ApykecTBO MO HEBPOJIOTUSI.

[Ty6nukannonnara aktTuBHOCT Ha JI-p MapunoBa BkmouBa 3 cratuu: 1 - B JBCR na MV-
[IneBen u 2 - B cnucanue ,,HeBponorus u [lcuxuarpus®. Yuactsa ¢ 1 Harpaaen nocrep Ha XXII

Hanmonanen xonrpec mo HespoJjiorus npe3 2023 r.

CTpykTypa Ha 1MCEPTALMOHHUSA TPY:

JlcepTalMOHHUAT TPyl € HamucaH Ha 122 craHAapTHU MAlIMHONKMCHU CTPAHUIM U ChABPKA
52 ¢urypu u 38 tabnuuu. bubnuorpacdusara odxBaia 0610 228 auTepaTypHU U3TOUHUKA, OT KOUTO
7 na kupuinna u 221 Ha narununa. CTpykTypara BKIIIOUBA: ChIAbpKAHKUE, ChKpAallleHUs, BbBEICHHE,
mutepatypeH o63op (18 crp.), men, 3amauun u meromu (3 crp.), codcTBeHu pesyararu (52 crp.),
obcbxmane (8 cTp.), M3BOAU, IPUHOCH, H3TIOI3BAHH JTUTEPATYpHHU U3TOYHULHU (20 CTp.) M ameHIHKC.

CBOTHOIICHUETO MCKAY OTACITHUTC YaCTU € ONITUMAJIHO.

AKTyaJIHOCT Ha JUCECPTANUOHHHUSA TPYA:

Hacrosmusar nucepraimoHeH TpyJ € MOCBETEH Ha €IWH W3KIIYMTETHO Ba)KEH 3/IpaBeH U
couuaneH mnpobinem. Temara ,,.Bp3pacToBO M 1MOIOBO OOYCIOBEHM pA3IU4yUsi Ha HEMOTOPHHUTE
cumntoMu 1npu OomHu ¢ bomect Ha IlapkuHCOH® € akTyanHa M OTpa3sBa ChbBpPEMEHHaTa
HEOOXOAMMOCT OT HENpeKbCHATO IMojJ0o0psiBAHE Ha JAMAarHOCTHKAaTa M JICYEHHETO Ha
[TapxunconoBara bonect (IIB). BB Bpb3ka ¢ HapacTBallo 3acTapsiBaHE Ha HACEJIIEHUETO B
robaneH mamiad, yectotata Ha [Ib kaTo HEBpoereHEPaTHBHO 3a00JIsIBAHE HA 3pslaTa M MO-KhCHA
BB3pacT, NOKa3Ba TEHJCHIMA 3a yBelndaBaHe. JIutepaTypHHUST 0030p MOCOYBaA JIMIICAaTa HA TOYHH
eMUJIEMHOJIOTMYHH JIaHHU OTHOCHO DPAa3NpOCTPAHEHHETO Ha 3a00JsIBAaHETO B HAlllaTa CTpaHa, Ha
HaIlMOHAJIEH pEerucThp Ha OOJIHUTE U Ha cucTeMHo npoy4yBane Ha HMC mpu I1b.

OT HAa4aJI0TO HA HACTOSIIMS BEK, aKTyaJIeH aKIEHT B IMarHocTukara u yieuenuero Ha I1b ca
T.H. ,,Hemotopuu cumnromu’ (HMC), oTpazenn B MHOroOpoiHM Hay4YHU MyOJIMKAIMH. Y CTAHOBEHO

€, 4uc HMC umat CbIICCTBCHO, 4 B HAKOU CIIydad U OOMHUHUPAIIO BIIMAHUC BHPXY BJIOHICHOTO
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KadecTBO Ha WBOT Ha marnueHntute ¢ [1b. B bearapus uma camo emxHo choOiieHue 3a 0OCTOMHO
u3cieBane Ha Oonkara karo HemotopeH cumnrTom npu I1b. B Tasu Bpw3ka, u3ciaeaBaHeToO Ha
YEeCTOTaTa U pa3NpOoCTPAHEHUETO, AUarHocTupaneTo u Jedyenuero Ha HMC ca HeorMeHHa 4act OT
no0para MeAMIIMHCKA MPAKTUKA W MPEIU3BUKBA 3HAYUTENICH HAYYHO-TEOPETHUEH MHTEpeC.

BbBenenueTo oTpassiBa akTyalqHOCTTa Ha mpoOjemMa BbB Bpb3Ka C HapacTBalllaTa 4ecTOTa Ha
I1b B cBeTOBEH MaIad M 3aCHUJICHHUS UHTEPEC KbM €Ha JIOCKOPO HEIOOIeHEeHa 0OJIeCTHA MPOosiBa -
HMC. B pazgena ,,Hemoropuu cumnromu tpu [Ib* e ommcana moapoOHO, KakTO KJIMHHMYHATA
xapakrepuctuka Ha Haa 30 HMC, taka u meTonute 3a orneHkara uM. OTOensI3aHu ca cpeHara um
YEeCTOTa U MPUUYMHUTE 3a PA3IMUYUETO B IOCTUTHATUTE pe3yaTatu. B yacrtra ,,Bp3pacToBu U nogoBu
paznuuus Ha HMC npu I1b* ca pasrineganu nmpoOiemMuTe, CBbp3aHU C BIUSHHETO Ha Bb3pacTTa
BBPXY dYecToTara W mpeoOiamaBaHeTo Ha omnpexaeneHn rpynu HMC. Brirouenu ca choOmieHUs,
KOUTO HE CaMO Pa3KpUBaT OIPEAENIeHa 3aBUCUMOCT, HO ChIIO Taka pasrpanuyasaT rpynu HMC,
XapakTepHH 3a CbOTBETHUS 1Mo, O00OIIEHNETO Ha JUTepaTypHUTE JaHHU MOCOYBA, Y€ YeCToTaTa
Ha HMC e Bucoka u moxe ga HaaBumu 90%, xakro u dakra, 4e T€ HE C€ CHOOIIABAT OT MAIUCHTHUTE
WU HE C€ THPCAT aKTUBHO OT JIEKYBAILIUTE JIeKapu. JlureparypHust 0630p 3aBbpINBa C U3BOAU, KOUTO
TMOAKPETIAT HGO6XOI[I/IMOC’ITa OT IMPOBEXKIAAHETO Ha 3am,n60qu0 KIIMHUKO-CITUAEMHUOJIOTUYIHO ITPOYYBAHE Ha
HMC nipu 6onnuTe ¢ [1b B boarapus.

[IpoGnemaTukara u ChIBPKAHUETO HA TPYyJa ca NUCEPTAOWIHH U MPECTaBIsIBAT HHTEPEC, HE
caMO 3a JIeKapu HEBPOJO3U, HO M 3a MOo-mUpoK Kpbr oT crnemuanucty u OIUJI. KomnereHTHO
npeAcTaBeHaTa ot jgokrtopaHTa uHpopmarus 3a HMC npu IIb e chBpemeHHa, BceoOXBaTHa U
3Haunma. [locodyeHn ca mokazareicTBa 3a TAXHOTO BaXXHO JHArHOCTMYHO, TEPANEBTHYHO U

MMPOTHOCTUYHO 3HAUCHUC B KIIMHUYHATA IIPAKTHUKA.

IMen u 3apaum:

JlMcepTallMOHHUAT TPyJ MMa sICHa HaydyHOOOOCHOBaHa L€ Jia Ce€ M3Ccle/Ba 4yecToTara Ha
HMC wu BB3pacTtoBo u monoBo oOycinoBeHute paziauuus npu O6onxHu c IIb. IlocraBenu ca 5
KOHKPETHH 3aJ]auy, OJYMHEHH Ha MOCTaBeHaTa LeJl, KOUTO Ca JIOTHYHO (HOpMyJIHpaHH, ChOOpa3HO

JIUTCPATYPHUTC JAHHU, ITPCABAPUTCIIHUTC MMPOYUYBAHHUA U IIOCOUCHUTC XUIIOTC3H.

Marepuan 1 MeTOAU:



B mpoyuBaneto ca BrmoueHu o6mo 132 Gomuu ¢ I1b (58 xenn u 74 mMbxke), ¢ pa3audHa
BB3pPACTOBA XapaKTEPUCTHKA M CTAIUI HA pa3BUTHE HA 3a00JISIBAHETO, MpEACTaBeHH rpaduyHo B 3
(bHI‘ypI/I. WMznom3sanu ca KIIMHUYHU, CIIMACMHUOJIOIrMYHU U CTAaTUCTUYCCKU MCTOAW Ha HM3CJIICABAHC,

KOHWTO IIO3BOJIABAT IMOJTYYaBaHCTO HAa JOCTOBEPHU PE3YJITATH.

PesynaraTn n o0cbiknane:

B pasnena pesynrtatu, KOWTO ChIbpKa YETUPHU YACTH € MOcoUYeHa BUcoka yectota Ha HMC -
100%, karo mpeoOianaBar OomHHTE ¢ 9 U TOBeue cUMITOMA. Te3u NaHHU CHBMIANAT C MOBEYETO
MyOIMKyBaHU W3CIEABAHUS, KOUTO YCTAHOBSIBAT yecToTa OKoyio U Haa 90%. Omucanu ca u Haii-
YeCTUTE CUMIITOMH IIPHU MbXKeTe U >keHute. [IpaBu BreuaTiieHne NpuOIU3UTEIHO €THAKBO BUCOKHS
MpoIeHT Ha Oosikata npu OomHUTE OT ABarta mojia (81,08% u 84,48%). Mnutepec mpencrapisaBa u
BHCOKaTa 4eCTOTa Ha KOTHUTUBHHUTE HapylieHus, cboTBeTHO 71,62% u 7586%. CraTuctudecku
3HAYUMU PA3IAYUS UMAT ChbPACYHO-CHJAOBUTE CHUMITOMH, KOUTO MpeoOiagaBaT MpHU >KEHUTE U
KOXHHUTE - Ipu MbxkeTe. KoHcratupanu ca u Hixou curHudukantHu paznuuus B HMC cnopen
BB3pacTOBaTa XapakTepucTuka Ha OonHuTe. Taka Harp. 00JHUTE HAa Bb3pacT MeXAy 48 u 86 roguHu
UMaT M0-4eCTO ChPACYHO-CHIOBH U HEPBHO-TICUXUYHU HAPYIICHUS.

[IpencraBenuTe COOCTBEHM pe3yiTaTH Cca HANBIHO JIOCTaTbYHM 3@ U3IIBJIHEHHETO Ha
MOCTaBEHMTE 3a7aui. Te ca moJpoOHO 0OCHIEHN U CPAaBHEHHU C JaHHUTE OT CBETOBHATA JIUTEPATypa.
CucremaTu3upaHuTe OT AMCEpPTaHTa 000OIIEHUS ca AOCTATbUYHO KOHKPETHU U yOeAMTENTHH, KaTo
OTTOBOPSAT HAITBITHO HA TIOCTABEHHTE 3a/laud. Te MmpenocTaBsaT 1o0pe apryMeHTHpaHa MpecTaBa 3a

3Haunmocrra Ha HMC npu I1b.

IIpunocu:

JlucepTauMoOHHMAT TPYJZ 3aBbpIIBa C 5 MPUHOCA, KOUTO €A C OPUTHHAJIECH XapaKTep M MMar
Hay4YHO-TEOPETUYHO U MPAKTUYECKO 3HAUCHHUE.

[TonpoOHOTO omMcaHuEe Ha METOAOJIOTMYHATA ITOCTAHOBKA, 3aJbJIOOYCHMAT aHAIU3 Ha
pe3yATaTUTEe U IOCOYECHUTE IIPUHOCH HAMUPAT OTPAXEHUE B CBBP3aHATA C JUCEPTALMOHHUS TPY.
TBOpYECKA aKTHBHOCT Ha JAMCEPTAHTA, KOSTO BKIIOYBA 3 IBIHOTEKCTOBU IMyOIMKAINU B OBITAPCKH
NepUOANYHN Hay4yHH wu3naHus. [lyOnukyBaHWTEe B IBbJIEH TEKCT CTaTUU OTrOBapsAT HAIBIHO Ha
KoiuuecTBeHuTe Kputepuu, nocoyeHu B 3PACPB u Bbrpemen npaBuiHuk Ha MY-Ilnesen. Te

oTpa3sBaT 3a,Z[’bJI60‘IeHI/I}I HHTCPCC Ha JOKTOpPaHTa, HC CaMO KbM TCOPCTHYHATA CTpaHa Ha
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pasriiexaaHus 3paBeH U COLMaJIeH MpoOsieM, HO U KbM HEMHOTO MPUJIOKEHHE B HEBPOJIOTHYHATA
KJIMHUYHA MTPaKTHKa.

Kputuunu 0ejie:KKM ¥ NPenopbKH KbM IMCEPTAIUOHHUSA TPYA:
Hsamam
3akJaoueHnue:

[IpencraBeHusAT AucCepTalMOHEH TPYHA NpUTEXKaBa TEOPETUYHA U NPAKTHUYECKa CTOMHOCT 3a
Opirapckata HEBpOJIOTMYHA Hayka M npaktuka. OIeHsBalKM aKTyaJHOCTTa Ha TeMarTa,
3HAYUMOCTTA Ha HallpaBeHUTE O00OOILIEHUS M BaKHOCTTA Ha IOCOYEHUTE MPUHOCU IMpeijiaramMm Ha
yBakaBaHoTo HayuHo Xypu ma mpucham oOpa3zoBarTesHaTa M HaydHa CTENeH ,,Joktop” Ha J-p
HecucnaBa EpnorumeBa MapuHOBa, JOKTOpAaHT Ha caMOCTOsiTeNHA MOJAroToBka kbM Kareapara

Hespouorus u Hespoxupyprus Ha ®M npu MYVY-lInesen.

Bapna Ha ocHoBaHume un. 59 or 33N14
13.05.2024 r. /Mpod. n-p Apa Kanpensn, a.M.H./
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About: dissertation work of Dr. Desislava Evlogieva Marinova, affiliated with
Department of Neurology and Neurosurgery,Faculty of Medicine, MU-Pleven, for the
scientific and educational degree of “Doctor of Education and Science” in Area 7. Healthcare
and sports, Professional field 7.1. Medicine, Scientific Specialty Neurology (03.01.19).

Topic of dissertation: “Age- and gender-related differences in non-motor symptoms
in patients with Parkinson’s disease”.

Supervisor: Assoc. Prof. Dr. Maya Penkova Danovska-Mladenova, PhD

Procedure for acquiring the degree “Doctor of Education and Science”:

I was chosen on the grounds of Order Ne 943/26.04.2024 of the Rector of MU-Pleven
and Protocol Nel of the first remote meeting of the Scientific council by the Chairman of the
SC to write an opinion following the current procedure.

The following opinion is developed and presented according to the requirements of the
Development of Academic Staff in the Republic of Bulgaria Act (DASRBA), the Regulations
on the Implementation of the Development of Academic Staff in the Republic of Bulgaria Act
(RIASDRBA), and the Rules for the development of academic staff at MU-Pleven.

Brief details of the candidate's professional biography.

Dr. Desislava Evlogieva Marinova was born on the 6™ of June 1967 in the city of
Berkovitza. She graduated in Medicine from MU-Pleven in 1992. She started her residency in
the Department of Neurology and Neurosurgery in 1992, since 2017 she is an assistant. She
obtained a specialization in Neurology in 1999. Dr. Marinova conducts diagnostic and expert
activities in the specialized PD consulting office at the Clinic of Neurology in Dr. G. Stranski
UMHAT - Pleven, affiliated with the Medical University — Pleven. She was enrolled as a
doctoral student, an independent form of education, for a period of 3 years, on 11.08.2020.
During her doctoral studies, Dr. Marinova successfully passed the required exams and
completed the tasks from the approved individual plan. The doctoral student was expelled
with the right to defend her thesis on September 18, 2023.

Dr. Marinova has participated in qualification courses in Neuropsychology,
Electrophysiology, as well as in the National Congress of Neurology, and international
congresses on Neurology. She is a member of the Bulgarian Medical Association and the
Bulgarian Society of Neurology.



Dr. Marinova has published 3 articles - 1 in JBCR at Pleven Medical University and 2
in the "Neurology and Psychiatry™ journal. She has presented 1 poster at the XXII National
Congress of Neurology 2023, which was awarded.

Structure of the dissertation work:

The present dissertation work is dedicated to an extremely important health and social
issue. The topic "Age and gender-related differences in non-motor symptoms in patients with
Parkinson's Disease" is relevant and reflects the current need for continuous improvement in
the diagnosis and treatment of Parkinson's Disease (PD). Due to the aging of the population
globally, the frequency of PD as a neurodegenerative disease of the elderly shows a tendency
to increase. The review of literature shows the lack of accurate epidemiological data on the
prevalence of the disease in our country, of a national registry of patients, and of a systematic
study of non-motor symptoms in PD.

Since the beginning of the current century, a significant focus in the diagnosis and
treatment of PD has been on the so-called "non-motor symptoms” (NMS), which is reflected
in numerous scientific publications. It has been established that NMS have a considerable, and
in some cases prevalent, impact on the impaired quality of life of PD patients. In Bulgaria,
there is only one report on a comprehensive study of pain as a non-motor symptom in PD. In
this regard, the study of the frequency and prevalence, diagnosis, and treatment of NMS are
an integral part of good medical practice and evoke significant scientific interest.

The introduction of the dissertation reflects the relevancy of the increase in frequency
of PD globally and the heightened interest in a previously underestimated disease
manifestation — NMS. The section "Non-motor symptoms in PD" provides a detailed
description not only of the clinical characteristics of over 30 NMS, but also of the methods for
their assessment. Their average frequency and the reasons for discrepancies in the results
achieved are noted. In the section "Age and gender differences of NMS in PD" issues related
to the influence of age on the frequency and predominance of certain groups of NMS are
discussed. Reports are included that not only reveal a specific dependency but also
differentiate groups of NMS characteristic for the respective gender. The summary of the
literature data indicates that the frequency of NMS is high and may exceed 90%, as well as
the fact that they are not reported by patients or actively sought by treating physicians. The
review of literature concludes with conclusions that support the need for in-depth clinical and
epidemiological research on NMS in PD patients in Bulgaria.

The issues and content of the work are dissertation-worthy and are of interest not only
to neurologists but also to a wider range of specialists and general practitioners. The
competently presented information by the doctoral candidate on NMS in PD is contemporary,
comprehensive, and significant. She provides evidence for their important diagnostic,
therapeutic, and prognostic value in clinical practice.

Objective and tasks:



The dissertation work has a clear scientific goal: to investigate the frequency of NMS
and age and gender-related differences in patients with PD. Five specific tasks have been set,
subordinated to the established objective, which are logically formulated, in line with the
literature data, preliminary studies, and the stated hypotheses.

Materials and methods:

Included in the study were 132 patients with PD (58 women and 74 men) from
different age groups and in different stages of the disease. The data is shown in three figures.
Different clinical, epidemiological and statistical methods were used to collect and process the
data, which allow the obtaining of reliable results.

Results and Discussion:

In the results section, which consists of four parts, a high frequency of NMS - 100% is
reported, with the predominant part of patients having 9 or more symptoms. These data
coincide with most published studies, which establish a frequency of around or above 90%.
The most common symptoms in men and women are also described. It is noteworthy that the
percentage of pain is approximately the same for patients of both genders (81.08% and
84.48%). Of interest is also the high frequency of cognitive impairments, respectively 71.62%
and 75.86%. Statistically significant differences are observed in cardiovascular symptoms,
which are more prevalent in women, and skin symptoms, which are more prevalent in men.
Some significant differences in NMS are also noted based on the age characteristics of the
patients. For example, patients between the ages of 48 and 86 more often experience
cardiovascular and neuro-psychiatric disorders.

The presented own results are fully sufficient for accomplishing the tasks that were
set. They are thoroughly discussed and compared with data from the global literature. The
systematically organized summaries provided by the doctoral student are sufficiently specific
and convincing in addressing the set tasks. They offer well-reasoned insights into the
significance of NMS in PD.

Contributions:

The dissertation work offers five contributions, which are original and have theoretical
and practical significance.

The detailed description of the methodology, thorough analysis of results and
contributions are reflected in the publication activity of the doctoral candidate that includes 3
articles in Bulgarian periodic scientific papers. The published full-text articles are in full
compliance with the quantitative requirements, set by DASRBA and the Rules for the
development of academic staff at MU-Pleven. They show the profound interest of the doctoral
student not only in the theoretical angle of the studied health and social issue, but also in its
applicability in the clinical practice.

Critical notes and recommendations for the dissertation work:



None.

Conclusion:

The presented dissertation work has theoretical and clinical importance in the
bulgarian neurological science and practice. Based on the relevance of the topic, the
significance of the conclusions and the importance of the above mentioned contributions |
propose to the Scientific panel to award Dr. Desislava Evlogieva Marinova, doctoral student,
an independent form of education with the Department of Neurology and Neurosurgery of
MU-Pleven, with the scientific and educational degree of “Doctor of Education and Science”.

Varna
Ha ocHoBaHume un. 59 or 33114

13.05.2024 /Prof. Dr. Ara Kaprelyan, PhD/



