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OTtHocHO: nucepraimoneH Tpya Ha tema: ,,Bb3PACTOBO U ITOJIOBO OBYCJIOBEHHA
PA3/IMYUSA HA HEMOTOPHUTE CUMIITOMMU I1PU NAOUEHTHU C BOJIECT
HA IMMAPKUHCOH" Ha g-p JlecucnaBa EBnorneBa MapuHoBa, JOKTOpaHT, CaMOCTOSATEIHA
¢dopma Ha oOyuenue kpM Karenpa Hesponorus n HeBpoxupyprus, MeauuuHcku ¢GaxymTer,

Menuuuncku YHuBepcureT lIneBeH.

3a mpucwkxkaaHe Ha oOpa3oBarenHa M Hay4yHa creneH ,,Jloktop", O6iacT Ha BHUCIIETO
obOpazoBanme 7. ,3apaBeoma3Bane wu cropt”', IIpodecnonasno wampasienue 7.1.

»Menununa", Jlokropcka nporpama ,,HeBposorus"

Hayuen ppkoBoauren: gou. n-p Mas [lenkosa /[anoBcka- MuaneHosa, 1.m.

Cwc 3anosen Ha Pextopa Ha MY IlneBen Ne 946/26.03.24 cbM ompeneneHa 3a wieH Ha
Hay4YHOTO >KypHU 3a 3allluTa Ha HaydHus Tpyn 3a npujpobuBane Ha OHC ,,Jlokrop" Ha 1-p
Hecucnaa EBnorueBa MapunoBa. CTaHOBHIIIETO € U3TOTBEHO B ChOTBETCTBUE CHC 3aKOHA 3a
Pa3BUTHETO HA aKaJIeMUYHUs cbheTaB Ha PenyOnuka bbearapus u [IpaBuiHuka 3a npuiiokeHue
Ha TO3W 3aKOH B MemuuuHcku YHuBepcuteT - IlneBeH. Hsimam KOH(MIMKT Ha MHTEpecHu ¢

aBTOpA.

I. CTPYKTYPA HA J/UCEPTAIUATA: [lucepTaumOHHUAT TpPyA Chabpxka 122
CTPaHUIM, OT KOWTO: JHUTEpaTypeH o030p - 18 crpaHummm, men, 3ajaud U METOAM - 3
CTpaHMIIM, COOCTBEHM pe3ynTatu - 52 cTpaHHIHM, OOCHKIaHEe - 8 CTpaHWIM, U3BOAU U
NPUHOCH - 2 cTpaHuiy, oubauorpadus - 20 crpanuny. OHarneneH e ¢ 38 Tabmauum u 52
¢urypu. bubnuorpadusra BriarouBa 221 U3TOYHHMKA, OT KOUTO 8 - HA Kupwinna u 213 - Ha
JATUHUILIA.

ABTOpedepaThT chAbpka 57 MeYaTHU CTPAHMULIM M OTroBaps Ha BCHYKHM M3UCKBAaHUS, KaToO

npeaAcTaBsa z[06pe CbABbPKAHUCTO HAa NUCCPTALMOHHUA TPYA. I[OKTOpaHTKaTa € npcacTraBuiia



Tpu nyOnuKanmuu - | Ha aHTJIMMCKKM M 2 Ha OBITapCKH €3WK - CTaTHUTE Ca CBBP3aHH C

TCMATHUKaTa Ha JUCCPTALIMOHHUA TPYH .

Temara Ha auUcepPTAIMOHHUS TPYJ € MHOTO BakKHA, aKkTyallHA W 3HauMMa B cdepara Ha
HeBposorusita. bonecrra nHa Ilapkuncon (I1b) e BTOpoTO MO uYecToTa HEBPOJEreHEPATUBHO
3abonaBane. Knunnuno I1b ce mposiBsiBa ¢ xapakTepHUTE MOTOPHHU CHUMIITOMH: TPEMOp,
pUrHANTeT, OpaJuKWHE3Us U TOCTypalHU HapylmieHHus. 3a OoyecTTa ca XapakTepHU U
MHOxkecTBO HemoTopHu cumntomu (HMC), xouTo urpast cepuo3Ha poJisi 3a BIIOIIABAHE
KauecTBOTO Ha JKMBOT Ha maiueHture. 3a cbkajieHue HMC B MHOro ciiydau He ce ThPCST
aKTUBHO, HE CE€ MAarHOCTUIMpAT U JieKyBaT ajekBaTHO. OdopMs ce 00IIO CTaHOBHUIIE, Y€
gecrotata Ha HMC ¢ Bucoka okomo wim Hax 99%. JlamHuTe 3a BIMSHUETO Ha TMOJA,
BB3pacTTa M cTaaus Ha OosecTra BBpXy uectorara Ha HMC He ca enHO3HauHM, KakTO B

CBCTOBCH Mama6, TakKka U B B’bﬂrapI/IH.

Ienra Ha n-p MapunoBa e na ce uscnensa yecrorata Ha HMC u BB3pacToBO M 1OJI0BO
OO0yCJIIOBEHUTE pa3iIuuusi TNpH TNanueHTH C Oonect Ha [lapKHMHCOH, KOHCYATHpaHH B
cnenuanuizupad kabuner no BII xpm Kimuukara mo HeBposorus Ha YHHBepcuTeTcKaTa

6oxnuna ,,/JI-p I'eopru Ctpancku® npu MY -Ilnesen.

3agaunTe ca 5 - MPaBWIHO CTPYKTYPHUPAHU U TIO3BOJISBAIM JIOTUYHOTO pPa3rphllaHe Ha
TUcepTaliMoHHus Tpya. BrmrouBar npocnenssane Ha yectotata Ha HMC npu nmanueHnTure ¢
[1b B u3cnenBaHara rpyma naluueHTH oT bbiarapus, KakTo U cpeHaTa YeCTOTa Ha BCEKU €IMH
ot HMC nipu I1b nanmenTuTe M 4ectoraTa UM CIopes mojia v Bb3pacTtra. M3cneasana e cbiio
1 Kopenamnusta Mexay decrotata Ha HMC u monoBata mpHHAIIEKHOCT, KAKTO U MEXIY
yectorata Ha HMC wu BB3pactra Ha mnanuveHtutre. B JOmbIHEHHE Ja ce€ TpOCiean

KopenarusaTa Mmexay yectorara Ha HMC u cranus Ha 3a0075BaHETO.

IIpeacTaBeHUAT JuTEpPaTypeH 0030p € M3UEpHATEICH U MPEACTaBIsABA HY)KHATa OCHOBA 3a
pasrphIIaHETO Ha HAYYHOTO MpoyuBaHe. JluteparypHust o030p € moapobeH. JJOKTOpaHTHT
AHATMTUYHO pasriiexaa uHGOopMaIusITa B HETO W Bb3 OCHOBA HAa HEs OMpeJeNs W IIeNiTa Ha
paszpaboTkara. Bcuuko ToBa 1eMOHCTpHpa NETAWIN3UPAHATE U 3a1bJI00UYEHHN TTO3HAHUS HA JI-

p MapusnoBa o npo6iiema.



Knunnunuar marepuan - Mscineasanero e nposeneHo B Knmnukara mo HeBponorust Ha
VYuusepcurerckarta 6onnuna ,,J{-p I'eopru Crpancku® npu MVY-IlneBen u obxBaiia nepuoja
oT M. stHyapu 2021 r. 1o m. mait 2023 1.

[IpoyuBaHeTo € €AHOLEHTPOBO U MPOIBIKUTENHO. AHanu3upanu ca nanHute Ha 132 BII
nanuentn ¢ HMC. M3roTBena e ankeTHa kaprta, ogoopena ot Komucusita o etuka kbM MY -
[TneBen. PabGoraTa ¢ JOKyMEHTATHHWTE JaHHU € M3BBHPIIBAHA OT TJIABHHS M3CJICIOBATENl U €
KOHTpoJsiupaHa ot Hay4uHust ppKOBOAUTEIL.

Hznon3Banu ca KIIMHHUYHU, J'Ia60paTOpHI/I N CbOTBETHH Ha 3a1a4UTC CTATUCTHYCCKH MCTOAU.

CoOcTBeHHn 1IpOyYBaHUsl - AHaJIM3MpPaHU ca JeMOrpadCKUTe JaHHU, KAKTO U
pasnpenencHeT0 Ha MAUEHTUTE CIPSAMO CTaaus Ha 3a00JsgBaHETo. AHalM3MpaHa €
gyecrorata 06mo Ha HMC u na Bcexu eaun ot HMC nipu manuentute ¢ [1b, kakTo u yecrora
Ha oraennure HMC cnopen BB3pacT, mon M TeXeCT Ha 3aboisBaHeTo. PaspaboTkaTa
3aBBpPIIBA ChC 33JbJIOOYEH AHAIMU3 HAa PE3YyITAaTUTE U CHIIOCTABSIHETO UM C JUTEPATypHHUTE

JTaHHU.

N3Boam: ABTOpKaTa € W3Bela 9 OCHOBHHM H3BOJIa, KOMTO 00OOIIaBaT, 4¢ BBBEACHUAT U
U3MOI3BaH Ha OBJrapcku €3UK BBIPOCHUK € YA0O0EH 3a aJeKBaTHU pe3ydTaTh Ipu
n3cieasane Ha HMC npu I1b. Yectorata Ha HMC e Bucoka - BCHUKM MallMEHTH UMaT Haii-
MaJIko eauH cuMnToM. IlpeoOnanaBar mauuenture ¢ no-roiasim 6poir HMC - 9 u noseue u
Mpu JBara Ioja, HsAMa CTAaTUCTUYECKH 3HaumMma pasnuka. l[lo-romsim Opoit HMC ce
YCTAaHOBABAT TMpPU I[O-Bb3PACTHUTE NAIMEHTH (CTATUCTUYECKHM 3HAYUMO pas3iuuue -
KW=15.337, p=0.0005). 3a mpxere Hail-uectu HMC ca: 6onka - 81,08%; yporeHutamHu
CUMITOMH - 74,32%; racTpOMHTECTUHAJIHA CUMITOMHU - 72,97%; KOTHUTUBHU HapyLICHUS -
71,62% wu cmymieHus B ChHS - 68,91%. 3a xeHuTe Ha TBPBO MSCTO ChHINO ¢ Oonkara - 84,48%,
clleBaHa OT TaCTPOMHTECTHHAIHUTE cUMOTOMU — 79,10%; KOTHUTHBHHUTE HApyLIEHUS -
75,86%; CBpAEUHOCHIOBUTE CUMITOMU - 74,13% 1 HapymeHusATa Ha CbHSA U YPOTCHUTAITHUTE
CUMITOMU — 110 62,06%. YcTaHOBSBAT ce CUTHU(UKAHTHU pa3ivyus B MpeoliajaBaHeTO Ha
HMC cnopen Bb3pacTTa - MaMEHTUTE € MO-TOJIsIMa cpeiHa Bh3pacT 72 r. (48-86) umar mno-
YECTO ChpAEYHOCHIOBH 3abomsBanus: K-W=11,5492, p=0.0007; HEpBHO-IICUXUYHUTE
CUMIITOMHU Ca MO-4ecTu mnpu mo-3psutata Bb3pacT: (K-W=4.0993 p=0.0428). [lo monoa
NPUHAIIICKHOCT CUTHU(QHUKAHTHU pa3jIM4ydsl C€ YCTAHOBSIBAT MPU ChPACYHO-CHIOBH
cuMmntomu (mpeobnagaBar npu xeHute). CebopesiTa U XUNEPXUapo3aTa npeodiagaBar npu

MBIKETCE.



IIpunocu: IlpeacTtaBenn ca S5 oOpUTrMHAJIHU 3a CTpaHaTa KOHKPETHM TMPHUHOCA Ha

AUCCPTAIUOHHUA TPYA, KOUTO a3 IIpucMaM, 4€ MMaT Ba’)KHO KIIMHUYIHO 3HAYCHHUC.

II. 3AKJIFOYEHHUE: Ha ocHOoBaHMe ropeuuTHpaHUTE (PaKTH cuuMTam, 4Ye MPEICTABEHUSAT
nucepranoneH Tpyn Ha Tema L,BB3PACTOBO WU IMMOJIOBO OBYCJIIOBEHH
PA3INYNA HA HEMOTOPHUTE CUMIITOMHU ITPU MAIIUMEHTHU C BOJIECT
HA INAPKMHCOH" e aBropcka pa3paborka Ha A-p JlecucaaBa MapuHoBa, KOSATO ce
OTJIM4YaBa C OPUTMHAIHOCT, AHAIUTUYHOCT M KIMHUYHA 3HAauuMoOcT. Pesynrarure Ha
KaHJMJIaTKaTa ca HECbMHEH IIPUHOC KbM HayuyHaTa JIMTEpaTypa B cepaTa Ha HEBPOJIOIrUATa

Ha TCpUTOpUATA HA

CTpaHarTa. I[OKTOpaHTKaTa I[MOoKa3Ba, 4€ MOXKC Ja IPOBCKAA CAMOCTOATCIIHO KOMIUICKCHU

Hay4YHHU NIPpOYUBAHUA.

N3a0xxenuTe aprymMeHTH ca 6a3a 1a OLEHSl HACTOSINIMS HAY4YeH TPy MOJI0KHUTETHO H
y0eleHO NpPHUKAHBaAM YyBaxKaeMuTe 4jaeHoBe Ha Hay4dyHoTo :KypH Ja NpPUCHAAT
o0pa3oBaTe;iHaTa W Hay4yHa cTeneH ,JlokTtop" Ha na-p JecuciaBa EspJormena

Mapunosa.

28.04.2024 r. rp. Codus Hsrorsuir:

Ha ocHoBaHue yn. 59 or 3314

aou. a1-p Mapus Ilerposa, 1.M.H.



STATEMENT
by
assoc. prof. Mariya lvanova Petrova, MD, PhD, DSc
Department of Neurology, Medical Faculty, Medical University - Sofia

Clinic of Neurology, University Hospital ”’Alexandrovska” Sofia

Subject: Dissertation on a topic: ,,AGE- AND GENDER-RELATED DIFFERENCES IN
NON-MOTOR SYMPTOMS IN PATIENTS WITH PARKINSON’S DISEASE " of
Dr. Desislava Evlogieva Marinova, PhD student, independent preparation at the Department
of Neurology and Neurosurgery at Medical University - Pleven

for awarding the educational and scientific degree "Doctor", in the field of Higher education
7. Healthcare and sports, professional direction 7.1. Medicine, Doctoral program "Neurology"

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

By order Ne 946/26.03.24 of the Rector of Medical University -Pleven, | have been appointed
as a member of the scientific jury for the defense of dissertation work for awarding the
educational and scientific degree "Doctor" of Dr. Desislava Evlogieva Marinova.

This statement was prepared in accordance with the Law on the development of the academic
staff of the Republic of Bulgaria and the Regulations for the implementation of this law at the
Medical University - Pleven. | have no conflict of interest with the author.

I. STRUCTURE OF THE DISSERTATION: The dissertation contains 122 pages, of
which: literature review - 18 pages; aim, objectives and methods - 3 pages; own results - 52
pages; discussion - 8 pages; conclusions and contributions - 2 pages; references - 20 pages. It
is illustrated with 38 tables and 52 figures. The list of references includes 221 sources, of
which 8 are in Cyrillic and 213 - in Latin.

The abstract contains 57 printed pages and meets all requirements, presenting well the content
of the dissertation work. The doctoral student presented three publications - 1 in English and 2
in Bulgarian - the articles are related to the subject of the PhD thesis.

The topic of the dissertation is very important, relevant and significant in the field of
Neurology. Parkinson’s disease (PD) is the second most common neurodegenerative disease.
Clinically, PD manifests with its characteristic motor symptoms: tremors, rigidity,
bradykinesia and postural disturbances. The disease is also characterized by multiple non-
motor symptoms (NMS), which play a major role in deteriorating the life quality of PD
patients. Unfortunately, NMS are often not thoroughly observed, diagnosed, and adequately
treated. It is generally agreed that the frequency of NMS is high, around or above 99%. Data
on the influence of gender, age, and disease stage on the frequency of NMS are not consistent,
both globally and in Bulgaria.



The aim of Dr. Marinova is to investigate the incidence of NMSs and age- and gender-related
differences in patients with Parkinson’s disease observed in the specialized PD consulting
office at the Clinic of Neurology in Dr. G. Stranski University Multiprofile Hospital for
Active Treatment — Pleven, affiliated with the Medical University — Pleven.

There are five properly structured objectives that allow logical unfolding of the dissertation
work. They include a study of NMS frequency in patients with PD in the studied group of
patients from Bulgaria, as well as the average incidence of each NMS in PD patients and their
frequency according to gender and age. They are also evaluated the correlation between the
frequency of NMS and gender, as well as the correlation between the frequency of NMS and
the age of patients. In addition, it comprises an observation of the relationship between the
incidence of NMS and the stage of disease.

The presented literature review is comprehensive and represents the necessary basis for the
deployment of the scientific study. The literature review is detailed. The PhD student
examines the information analytically and, based on it, determines the purpose of the
scientific work. All this demonstrates Dr. Marinova's detailed and in-depth knowledge of the
problem.

Study object - The study was conducted at the Clinic of Neurology and Neurosurgery of Dr
Georgi Stranski, University Hospital - Pleven and covered the period from January 2021 to
May 2023.

The study was single-centre and longitudinal. Data of 132 PD patients with non-motor
symptoms were analyzed.

A questionnaire was prepared and approved by the Ethics Committee of the Pleven Medical
University. The documentary data analysis is carried out by the principal research-worker and
is supervised by the Scientific Supervisor.

Clinical, laboratory and appropriate for the tasks statistical methods were used.

Own Research - The demographic datathe allocation of patients according to the disease
stage were analyzed. The work also includes the analysis of incidences of total number and
individual NMSs of PD patients, as well as the frequency of NMSs according to gender, age
and disease stage. The research ends with a thorough analysis of the results and their
comparison with the literature data.



Conclusions: The author draws 9 main conclusions, which summarize that the questionnaire
introduced and used in Bulgarian language is convenient for obtaining adequate results in
researching NMS in PD. The frequency of NMS is high - all patients have at least one
symptom. Patients with a higher number of NMS - 9 or more - prevail in both genders, with
no statistically significant difference. A higher number of NMS is observed in older patients
(statistically significant difference - KW=15.337, p=0.0005). The most common NMS in men
are: pain - 81.08%; urogenital symptoms - 74.32%; gastrointestinal symptoms - 72.97%;
cognitive impairments - 71.62%; and sleep disturbances - 68.91%. For women, pain is also
the most common symptom - 84.48%, followed by gastrointestinal symptoms - 79.10%;
cognitive impairments - 75.86%; cardiovascular symptoms - 74.13%; and sleep and urogenital
symptoms - each at 62.06%. Significant differences in the prevalence of NMS are observed
according to age - patients with a higher average age of 72 years (range 48-86) more
frequently experience cardiovascular diseases: K-W=11.5492, p=0.0007; neuro-psychological
symptoms are more common in older age: K-W=4.0993, p=0.0428. Significant gender
differences are observed in cardiovascular symptoms (prevail in women). Seborrhea and
hyperhidrosis prevail in men.

Contributions: Five original contributions of the dissertation work are presented, which |
believe that they have clinical importance.

II. CONCLUSION: Based on the facts cited above, | consider that the presented dissertation
work on the topic " AGE- AND GENDER-RELATED DIFFERENCES IN NON-
MOTOR SYMPTOMS IN PATIENTS WITH PARKINSON’S DISEASE "'is the author's
work of Dr. Desislava Marinova, which stands out as an original and analytical work with
clinical significance. The candidate's results are an undoubted contribution to the scientific
literature in the field of neurology in the country. The PhD student shows that she is capable
to independently conduct complex scientific studies.

The presented arguments are the basis for evaluating the present scientific work
positively and I confidently invite the respected members of the Scientific Jury to award
the educational and scientific degree "*Doctor* to Dr. Desislava Evlogieva Marinova.

28.04.2024 Sofia Prepared by:

Ha ocHoBaHuMe un. 59 or 335N4

assoc. prof. Mariya Ivanova Petrova, MD, PhD, DSc



