CTAHOBMIIE

oT noi. 1-p Xpuctuna XpucroBa Houesa-/{lumurpona, am,
Menuuacku Yuusepeutet - Codust, Menunuacku Paxynrer,

Kanenpa ®usnonorus u [latodpusunomnorus,

Bb3 ocHOBa Ha 3amoBen Ne 1024 /02.04.2025 r., na Pekropa na MY-IlneBen 3a uz6op
Ha HAy4YHO JKypU BbB BpPb3Ka ChC 3alllUTAaTa HA qucepTalimoHeH Tpya Ha Kaauna
CredueBa UnueBa, 1okTopaHT penoHa Gpopma Ha oOyuenue kpM Katenpa “Anaromus,
[ATOJIOTHS, XUCTOJIOTHS U OMOJIOTHs 3a Mpu00uBaHe Ha oOpa3oBarTeHa U HaydHa
crenel “JlokTop”, npodecrnonanHo Hanpasienue 7.1. ,,Meauuunaa”, Mo JOKTOpcKa

nporpama ,,MeaunuHcka ouosnorus”

I[CKJIapI/IpaM, 4€ HiAMaM CBbABTOPCTBO C KaHAWJATa, KAKTO W APYI' HOTCHUHWAJICH

KOH(MIUKT HA UHTEPECH.

[IpencraBenuar ot gokrtopanTtkata Kanmna MnueBa auceprallMOHEH Tpyd, Ha
teMa: “EdexkTn Ha MeJJATOHMHEPIMYHH NPENapaTH BbPXY KMBOTHHCKH MOJEJIH Ha
HeBpo/JereHepaTHBHHU 3a00/sIBaHus”’, BKIIOUBA 146 CTpaHWUIM U € CTPYKTYpUPaH KaKTO
ciensa: 3ariaBHa crpanuna, Ceabpxanue — 2 crp., COUCBbK Ha CBKpalleHus - 2 cTp.,
BwBenenue — 2 crp., Jluteparypen 0630p - 40 crp., llen u 3amaunm - 1 crp., Marepuanu u
Mmetoau - 12 crp., Pesynratu - 43 ctp., O0cwxaane — 10 ctp., M3Bonm - 1 ctp., CripaBka
3a MPUHOCHUTE Ha JucepTannoHHus Tpyn u [lpunoxenus — 2 crp., bubmmorpadus - 28

CTp., Pe3tome Ha aHrnmiicku e3uk — 1 crp.

Bbonecrra Ha Amxaiimep (bA) € mMpoOKO pa3nmpocTpaHEHO HEBPOJIETEHEPATHBHO
3a00IsBaHe, CBHP3aHO C MPOTPECHBHO 3aJbJI00YABAIM CE€ MPOMEHU B €MOIIMOHATHHS
CTaTyC Ha TMNaUCHTUTE W KOIHUTHBCH He(l)I/II_[I/IT, HapymaBamy Kad4€CTBOTO H
OTpaHMYABAIl TPOABIDKUTEIIHOCTTa Ha KUBOTA. |pEBOKHATA CTATUCTHKA, 4Ye
3a00J151BaHETO 3acsra Haj 55 MUIMOHA JYIIM MO CBeTa, a 3a mepuoaa 1990-2019 r. e

OTUYETEHO yBenuueHue ¢ 147.95%, npaBu qucepTralilioHHMS TPYZ COLMAIHO 3HAYHUM.



Temara Ha aucepranuiaTa € CbBPEMCHHA UM aAKTyaJIHA, C IMOAYCPTAHO NPHUIIOKHO

3HAa4YCHHUC.

JIutreparypHuaT 0030p BKJIIOYBA aKTyajlHaTa KbM MOMEHTA HH(POpMAIHUI OTHOCHO
eTHoJIorusTa M naroreHesara Ha bA. 3a nenrta ca M3Moi3BaHM MHOKECTBO M3TOYHUIIM,
KOHUTO ca akTyanHu — npeauMuo ciex 2015 r. ConmanHara 3HaYMMOCT Ha 3a00JI5IBAHETO
U 00CTOATEICTBOTO, Y€ HE CBIIECTBYBA KATErOPUYHO €(EKTUBHO JICYEHUE 3a HETO,

000CHOBaBaT THPCCHUATA B Ta3W HACOKaA.

Ilenta ©Ha JAMcepTallMOHHUSA TPyd — [poyuBaHe e(UKACHOCTTA Ha
AHTHU/AENPECAHTA AaroMeJIaTHH, MPUJIATaH NPOPUIAKTHYHO WU NAJTHATUBHO, BBPXY
naTroreHe3aTra, HWHAYUHPaHa 4Ype3 HHTpPauepeOpOBeHTPUKYJapHA HUY3UsT HaA
TOKCHUHH ¥ CBBP3aHa C MOBeJeHYECKH, OMOXMMHUYHH M KJIEeThbYHU AHOMAJIUM TPHU
ABAa KUBOTHHCKHU Mojena Ha BA, cnopen men, e nobpe dopmynupana, oTroBaps Ha

3aJIOKC€CHaTa T€EMa M CHOTBCTCBA HaA IIO-HATAaThIIHATa pa3pa60TKa Ha JUCCPTAMOHHUA

TPpYyAO.

3amaunTe M3MIEKIAT a/IeKBaTHU Ha TOCTaBeHaTa IeNl - SICHO (OPMYIMpaHU U

IIOCICIOBATCIIHO 3aJIOKCHHU.

W3nbaHeHNeTo Ha MOCTAaBEHUTE II€NIM BKIIIOUBA Ch3JAaBAHETO HA JBa Pa3IUYHU
Mozena Ha cropaauuHa BA (CTpenToO30TOLMHOB W aMUJIOHMICH), YHATO KOPEKTHA
UMHIYKIMS € HaajuexxHo Bepuduuupana. [lo-Haram aucepTallMOHHUAT TPYyJ NPEABUXKAA
OTYMTAHE Ha pPAa3IUKUTE MEXIy KOHTPOJIHMTE U EKCIIEpUMEHTAJHUTE (TpEeTUpaHu ¢
aroMesiaTHH) >KMBOTHH, IMOCPEICTBOM OoraT Habop OT iN VIVO wu3cienBaHus (BbPXY
nameTTa, TPEBOXKHOCTTA M JIENPECHUBHO-TIOJJOOHOTO TMOBEIEHUE), KaKTO M upe3

OIpCaAcCIIIHC Ha OMOXMMHUYHHI MapKEpH U XHUCTOJIOIMYUCH aHaJIn3 Ha CPE30BC OT MO3BbUHU

CTPYKTYpH.

Martepuanure, METOOUTE U U3BBPIIEHATa OT JOKTOpaHTKara paboTa ca
NOJPOOHO M KOPEKTHO OIMCAHM: EKCHEPUMEHTATHUAT [W3alH M MPOTOKOJIHUTE ca

MNPECACTBCHU CXEMATUYHO 3a MpCACIHA SACHOTA W NPCTIICAHOCT, CKCIICPHUMCHTATHHUTC



TPYyIIU ca CTapaTelHO ONHMCAaHW; M300pBT HAa KOHKPETHHUTE, BKIIOUEHH B H3CIIECBAHETO

TECTOBEC, € PA3yMHO 000CHOBaH.

[Tony4yenute coOCTBEHHM MaHHU OT IN VIVO-HU3CieIBaHUATa, OMOXHUMHUSITA U
XUCTOXMMHSATA ca OOCTOMHO OMKCaHH, MOSICHEHW W HarjieqHo o6o0meHu B 32 Gurypw,

MCKAY KOUTO U CHUMKH Ha XUCTOJIOTUYHUTC HAXOAKH.

[TocneaBamoTo oOCHXKIaHE aHANM3UpPAa M3IOKEHUTE COOCTBEHH JaHHH,
00001aBaiiki, 4e XPOHHUYHOTO TPETHUPAHE C AaroMelaTWH TIIOBJIMSABA ITOJOKUTEIHO
naToreHe3ara MpHU JiBaTa M3MOJ3BaHM Mojena Ha cropaaunuHa BA. Pesynrtarute ot
ONUTUTE OTYUTAT OJArONpPUATHO BB3JACHCTBUE BbPXY KOMOPOMJIHUTE IOBEIEHUYECKHU
HapyllIeHUs, U3pa3eHO upe3 edekTa BbpPXYy EMOIMOHATHHUS CTAaTyC U KOTHUTUBHUTE
(GyHKIMU HA )KUBOTHHUTE; OTYETEH € HEBPOIIPOTEKTHBEH M MPOTHBOBB3MAIUTEICH e(PeKT
(moxa3zaH upe3 KOpHrMpaHe HHBAaTa Ha HEBPOJIOTHYHUTE Mapkepu). HampaBenu ca u
BPB3KH C JAPYrU NMOAOOHU MIPOYUYBAHUS U ca U3JI0KEHU KOHKOPJAUpAILHU C pe3yJTaTUTE Ha

AUCCPTAIUOHHUA TPYO JIMTCPATYPHU NAHHU.

N3BoauTe 00001IaBaT Be4ue U3JI0KEHUTE PE3YIATATH, KATO JJOTUYHO BOAST KbM
3aciIy’KeHUTE MPUHOCH Ha pa3paboTkaTa. [Ipuemam Taka GpopMyaupaHUTe MPUHOCH, KATO

CUMTaM 3a 0COOEHO CHILECTBEHH TE€3HU C OPUTHMHAJIEH XapaKTep.

Peanusupanu ca Tpu, CBbpP3aHH C JUCEPTAMOHHHS TPYH, MyOJHKAIUU Ha
noktopanTkata, pepepupanu B Web of Science u Scopus, B xouro K. Wnuesa e mbpBu

aBTOD.

ABTopedepaTbT OTpa3siBa aJeKBAaTHO U3BBpPIIEHATa EKCIIEpUMEHTaIHa U

Hay4YHa JICTHOCT BBB BPB3Ka C JUCCPTALITMOHHUA TPYH.

[IpencraBeHUsT OT TOKTOPAHTKATA JI0KA3aTEeJICTBEH Marepua nokpusa MHU:

89 1. (mpu HeoOxoaumu 80).

PexanuTtynupallku H3J0KE€HOTO JOTYK, CUUTaM, Y€ MPEMIOKEHUAT TPYH
IIpUTEXKaBa CEPUO3EH HAy4yeH IOTCHIMAJ: AKTyajJHa M COLMAJIIHO 3HAYMMa TeMaTHKa,

chueTaHa C aJeKBAaTE€H M JIOCTaThbYeH OpON H3IMOJI3BAaHU METOAMKH, PA3HOPOIHU H



KOPCKTHO MNPOBCACHU H3CJICABAHUA, 00EKTHBEH AO0Ka3aTCJICTBCH MaTCpral B IMOAKPCIIa

Ha MMOJIYUYCHHUTE PEIYITATH C KOHKPETHO MPAKTUYCCKO IIPUITOKCHHUC.

3AK/IIOYEHHUE

IIpepnaram npuchbxaaHe Ha 00pa3oBaTeIHATA U HAYYHA CTeleH “IOKTOpP”,
npodecuonasnno HanpasJjenue 7.1. ,MeauumuHa”, mo JOKTOpPCKa mNporpama
sMeauuuacka Ouosnorusi”, Ha Kammna CredueBa MWimeBa 3a HeiiHus
aucepranuoHeH Tpya “E®EKTH HA MEJATOHUHEPTMYHU TPENAPATH BBPXY

’KMBOTUHCKHU MOJIEJIU HA HEBPOJETEHEPATUBHU 3ABOJISIBAHUS” .

Ha ocHoBaHume un. 59 or 33N14
/mou. 1-p Xpuctuna Houesa, am /

Codus, 17.04.2025 r.



STATEMENT

by Assoc. Prof. Dr. Hristina Hristova Nocheva-Dimitrova, PhD,
Medical University - Sofia, Faculty of Medicine,

Department of Physiology and Pathophysiology,

Pursuant to Order Ne 1024 /02.04.2025 r., of the Rector of MU-Pleven for the selection
of a scientific jury in connection with the defense of the dissertation of Kalina
Steftcheva llieva, full-time PhD student at the Department of Anatomy, Cytology,
Histology and Biology for the acquisition of the educational and scientific degree
"Doctor", professional field 7.1. "Medicine",

under the doctoral program "Medical Biology"

| declare no co-authorship with the candidate, as well as no other potential conflict

of interest.

The dissertation presented by doctoral student Kalina llieva, on the topic: “Effects
of melatonergic drugs on animal models of neurodegenerative diseases”, includes 146
pages and is structured as follows: Title page, Table of Contents — 2 pages, List of
abbreviations - 2 pages, Introduction — 2 pages, Literature review - 40 pages, Aim and
Objectives - 1 page, Materials and methods - 12 pages, Results - 43 pages, Discussion —
10 pages, Conclusions - 1 page, Reference for the contributions of the dissertation work

and Appendices — 2 pages, Bibliography - 28 pages, Summary in English — 1 page.

Alzheimer's disease (AD) is a widespread neurodegenerative disease associated
with progressively worsening changes in the emotional status of patients and cognitive
deficits, impairing the quality and limiting the duration of life. The alarming statistics that
the disease affects over 55 million people worldwide, and for the period 1990-2019 an

increase of 147.95% has been reported, makes the dissertation work socially significant.



The topic of the dissertation is contemporary and relevant, with a strong applied

significance.

The literature review includes the current information on the etiology and
pathogenesis of AD. For this purpose, multiple sources were used that are current -
mainly after 2015. The social significance of the disease and the fact that there is no

categorically effective treatment for it, justify the searches in this direction.

The aim of the dissertation work — to study the efficacy of the antidepressant
agomelatine, administered prophylactically or palliatively, on the pathogenesis
induced by intracerebroventricular toxin infusion and associated with behavioral,
biochemical and cellular abnormalities in two animal models of AD, in my opinion,
is well formulated, responds to the topic and corresponds to the further

development of the dissertation work.
The tasks seem adequate to the set goal - clearly formulated and consistently set.

The implementation of the set goals includes the creation of two different models
of sporadic AD (streptozotocin and amyloid), the correct induction of which is duly
verified. Furthermore, the dissertation work envisages taking into account the differences
between control and experimental (agomelatine-treated) animals, through a wide range of
in vivo studies (on memory, anxiety and depressive-like behavior), as well as through the
determination of biochemical markers and histological analysis of sections of brain

structures.

The materials, methods and the work performed by the doctoral student are
described in detail and correctly: the experimental design and protocols are presented
schematically for maximum clarity and overview; the experimental groups are thoroughly

described; the choice of the specific tests included in the study is reasonably justified.



The obtained own data from in vivo results, biochemistry and histochemistry
are thoroughly described, explained and clearly summarized in 32 figures, including

photographs of the histological findings.

The following discussion analyzes the presented own data, summarizing that
chronic treatment with agomelatine positively affects the pathogenesis in both used
models of sporadic AD. The results report a beneficial effect on comorbid behavioral
disorders, expressed through the effect on the emotional status and cognitive functions of
the animals; a neuroprotective and anti-inflammatory effect was reported (proven by
correcting the levels of neurological markers). Links to other similar studies have also
been made and literature data that are consistent with the results of the dissertation are

presented.

The conclusions summarize the results already presented, logically leading to
the merited contributions of the work. | accept the contributions thus formulated,

considering those of an original nature to be particularly significant.

Three publications related to the dissertation work by the doctoral student
have been realized, referenced in Web of Science and Scopus, in which K. llieva is the

first author.

The Abstract adequately reflects the experimental and scientific work carried

out in connection with the dissertation work.

The evidence presented by the doctoral student covers the MNR: 89 points (80

required).

Recapitulating what has been stated so far, I believe that the proposed work
has serious scientific potential: a current and socially significant topic, combined with an
adequate and sufficient number of methodologies used, diverse and correctly conducted
research, objective evidence in support of the obtained results with specific practical

application.



CONCLUSION

| propose awarding the educational and scientific degree "Doctor™,
professional field 7.1. "*"Medicine™, under the doctoral program ""Medical Biology",
to Kalina Stefcheva llieva for her dissertation work "*Effects of melatonergic drugs

on animal models of neurodegenerative diseases’'.

Ha ocHoBaHume un. 59 or 33N

Assoc. Prof. Dr. Hristina Nocheva, MD

Sofia, 17.04.2025



