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Cranosume 3a OHC ,.JlokTop“
CTAHOBMUIIE

ot ou. a-p Crosn Ilasnos llaBaos, a.m., Kateapa no anaromusi u Kjierb4yHa Guosiorusi, Pa-
Kyaret ,,Meauuuna“, Meauuuncku Yuusepcuret ,,IIpod. a-p Ilapackes CrosinoB® — Bapua

3a IMCEpPTALMOHEH TPy 32 NPHCHKIAHE Ha 00pa3oBaTe/IHATA U HAy4YHA CTENEH 'A0KTOp'
npodecruoHanHo Hanpasiaenue 7.1. Meauuuna
JIOKTOpCKa Mporpama ,,AHaTOMUsl, XUCTOJIOTUs ¥ LUTOJIOTUs”

Agptop: Tuxomup Pymenor Pamen
@®opMa HA JOKTOPAHTYpaTa: peloBHA

Kareapa: ,,AHaTOMHS, XUCTOJIOTHS, LIUTOJIOTUS U 6uonorus”, MeIMUMHCKH YHUBEPCUTET -
[IneBeH

Tema: ,,JIpoMeHs B OpeKCUIreHHH H AHOPEKCHMIeHHH I'eHH, Pery/IMpaly eHepraiinara xo-
MeocTa3a M TAXHATA POJisi B Pa3BUTHETO HA 00e3HTeT H MeTabo/IuTeH CHHAPOM”

Hayuen pbkoBoaured: gou. A-p Crepan Benennnos Tpudonos, 1.m, Kateapa no Auaro-
MHSl, XHCTOJIOTHSI, HUTOOrus U 6uonorusi, MY-Ilnesen

1. OG0 npeacTaBsiHe HA NpoNeIypaTa H JOKTOPaHTa

[IpeCcTaBEHUST KOMIUIEKT MaTepHalli Ha eEeKTPOHEH HOCHTEN BKIIIOYBA CJIEJHMUTE JOKY-
MEHTH:

—  3assnenue 10 Pexropa Ha MVY-IlneseH 3a fonyckane 40 myOiv4Ha 3aliyTa Ha JucepTa-
LIMOHEH TpY[ Ipe/ Hay4YHO XypH

— aBrobuorpadus B eBponeiicku GopMar ¢ noJn1c Ha JOKTOpaHTa

—  KOMMe OT AMIUIOMA 32 BUCIIE 0Opa3oBaHue

—  KOIME OT AMIUIOMA 3a NpUAoOuUTa CELUanHOCT

—  3aroBejM 3a 3alMCBaHe B JIOKTOPAHTYpPA; 3a OTUMCIIIBAHE C MPABO Ha 3allMTa

—  WMHOMBHYyaleH IaH 3a oOyueHue 1o JOKTopcKarTa nporpama

—  3amoBej 3a NMPOBEX/IAHE Ha U3MUT OT WHAMBM/YaJIHUS TIJIaH K CBOTBETEH MPOTOKOJI 32 U3-
JAbPXKaH JOKTOPAHTCKM MMHMMYM I10 CTIELHAIIHOCTTA

—  NPOTOKOJ OT KAaTeAPEH ChBET 3a MPEABAPHTENHO 0OCHKAAHE HA [OCEPTALOHHHUSA TPy U
B3E€THUTE PEIEeHHs 3a pa3KpUBaHE Ha NPOLIEYpa U 33 ChbCTAB HA HAYyYHO XKYypH

—  JUCepTalMOHEH TpY[

— aBTOpedepar

—  CINMCHK Ha HAy4HUTE MyOIMKaLMK 110 TEeMaTa Ha JucepTauusrTa

—  KONWs Ha HayuyHHTE MyOMKauuu

—  CIMCBK Ha Y4acTUsATa B HayuyHU Hopymu

—  CIMCBHK Ha y4acTusiTa B Hay4YHM [IPOEKTH

—  Jpyry JOKYMEHTH, CBbP3aHM C X0/ia Ha npoLeaypaTa

JIOKTOPAHTBT € MPUIIOKKI 3 MyONMKaLMK, CBBP3aHHU C TeMaTa Ha AUCEPTALMOHHUA TPy, KO-

WTO ce oLeHsBaT Ha o061 6poit 35 T. (ceriacHo kputepunte Ha [MII3PAC B Peny6nvka boi-

rapus).

Tuxomup Pymenos Pames 3apbpiuBa 6akanaBbpcka CTerneH no ,,Mornekynsipsa 6uosnorus '
(2008 r.), a creJ; TOBA ¥ MarucTparypa ,,du3uoorus Ha xuBoTHuTe U yoseka™ (2011 r.) xbem CY
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,,CB. Knmument Oxpuacku®. Ot 04. 2013 mo 10. 2018 paGoTtu kato 3aBexaall MoJieKyiapeH Orosor
B YHuBepcuTeTcka naboparopus 3a HayuHu uscneasanus kbM MY-IInesen. Ot 10. 2018 o cera
3aeMa aKaJeMUYHa JTBXKHOCT ,,acUCTeHT KbM YC ,,AHaToMusi, XucTonorus u uuronorus™, Karenpa
0 aHATOMHMS, XUCTOJOTHs, LUTOJIOTUs U Ouonorus, MY—-IlneseH, kpa€eTO npemnoaasa no cneuxan-
HocTute LiuTonorus, Xucrosorus U eMopronorus, Boay Kype o MeToau B MOJIEKy isipHaTa Guosio-
rus 3a CTYAEHTH 1o Meauuuua u ap.. [Ipe3 M. FOuu 2019 r. npuaobusa cnequanHoCT 10 aHaATOMHUS,
XMCTOJIOTHS M LIMTOJIOorHst. Bniajee nucMeHo U roBopuMo aHruiicku  e3uK. IlpuTexasa KOMIIOTbEpHA
rpaMOTHOCT.

IlpeacraBeHuTe JOKYMEHTH CHOTBETCTBAT HA M3UCKBAHHATA Ha 3aKoHa 3a PasBurune Ha
aKaJeMu4Hus cbeTaB B Peny6inka Buarapus u IIpaBuiannka Ha MeJHIHMHCKH YHHBEPCHTET
- IlneBen 3a gonyckasne g0 myou4Ha 3amura 3a npugobusane na OHC ,,loxrop®.

2. AKTYyaJIHOCT HAa TeMaTHKaTa

[IpeacTaBeHUAT AUCEPTALMOHEH TPY /L OLEHsABA aCOLMALIMATA MEX/Y PUCKa OT 3aT/IbCTsABaHE U
CBBP3aHUTE KapIHMOMETA0OJIUTHY HAPYLIEHUS ¥ Pa3NIPOCTPAaHEHUETO Ha M30paHu (HU3HUOJIOrUYHO U
NaToJIOrMYHO MHTEPECHH NONMMOPGU3MH B ONpECICHH KIIOHOBY OPEKCUIEHHHM XOPMOHH U peLen-
TOpH cpe Obarapckara nomyauus. YecTorara Ha 3aT/IbCTBAHETO U CBbP3aHHs C HEro MeTaboIuTeH
CUHAPOM (BKJIFOUBALI HHCYJIMHOBA PE3UCTEHTHOCT, 3aXapeH AMabeT TN 2, ChPAECYHO-CHIOBHU M Uep-
HO/pOOHH 3a00sIBaHMS) HAPACTBA HETPEKBCHATO M € €IHO OT Hal-CEPUO3HUTE NPEAU3BUKATEIICTBA
npej ChbBpeMEHHATa MeAULUMHA. JIeTalIHOTO M3clie]BaHe HAa MaTOTCHETUYHUTE MEXaHU3MHU Ha 3a-
XapHHus JuabeT TUM 2 € OT KPUTUYHO 3Ha4YeHHe 3a 06IIecTBeHOTO 31pase. [IpoyuBanusTa B Tasu 00-
N1aCT U3MCKBAT 32bJI00YEHO pa30upaHe Ha CJI0XKHATA CUTHAM3ALMA MEXAY epudepHuTe ThKaH! 1
LIEHTpaJiHaTa HepBHA cucTeMa. M3CHsABaHeTO Ha KOHKPETHUTE B3aMMO/ICHCTBHS MKy HapylleHaTa
peryjauysi Ha aJUIIOKHHUTE OT MacTHAaTa ThKaH M YBPECHATa XUIIOTaJaMUYHA CUTHAIM3aLMsl MOXE
2 JI0TIpUHece 3a OTKPUBAHETO Ha HOBU OMOMApKEpU M HACOYEHU NEPCOHANM3UPAHU TEPANEBTHYHU
noaAXoau. AKTyaJHOCTTa Ha TeMaTHhKaTta ce Onpeae/s, KakTo OT Ae)UHUPAaHETO HA MHTEPECHHU MOJIe-
KYJIHA MapKepu 3a JEeTai/IHO u3clie/IBaHe B aHaTOMO-(U3MOJOrMYHU €KCIIEPUMEHTH, TaKa U OT I10-
TeHUMaNa i Ja Cb3Jaje HayuyHa OCHOBA 32 MHOBATMBHM MPEBAHTUBHU U (apMaKOJIOrM4YHHU MOAXOAM
cpeuty riao6anHaTta enuaeMust OT 3aTabCTsABaHe U AuabeT Tin 2.

Bb3 0CHOBA HA rOPEU3JI0KEHOTO CMATAM, e JUCePTAUHOHHHUSAT TPYA, npeacTaBen oT Tu-
xomup PymenoB PamieB e ¢bC ChIeCTBEHA AKTYAJIHOCT H Pe3yJITATATE My HMAT MYJITHAHCLHII-
JHHAPHO NPHUJIOKEHHE.

3. [lo3naBaHe Ha npobiema

3aaba00UeHUST IUTEpaTypeH 0030p AEMOHCTPUPA 3HAUUTETHUTE NMO3HAHMS HA JOKTOPAHTA 110
u3ciensanata teMa. [1ogpoOGHO ¥ METOAMYHO ca pa3rieAaHy aHaTOMO(PHU3UOJOIMYHUTE OCOOEHOCTH
BBB B3aUMO/JICHCTBUETO MEXAY OPEKCUI'€HHUTE U aHOPEKCUI€HHU 30HM B XHMIIOTajJaMmyca U XOpMo-
HaJIHAaTa aKTMBHOCT HA MacTHATa ThKaH. JleTailiHO ca npeacTaBeHd OMOXMMMATA U CUTHAJIHUTE [Th-
THLIA Ha JIENTHHA Y aIUIIOHEKTHHA, KOETO IEMOHCTPUpa J00pO MO3HABaHE Ha JIMTEPATypaTa BbpXy
CJIO’KHHUTE B3aMMOOTHOILICHHS B PEery/alMsaTa Ha TeJleCHaTa Maca 1 aneTuTa. MHOromnjiacToBusT aHa-
JIU3 Ha CHIUECTBYBALLMTE AaHHU U METOJO0JIOTUS OT rJe/lHa TOYKA Ha Hay4yHaTa U/es MOo3BoJisBa Ha
aBTOpa JIOrMYeCKH 000CHOBAHO U I0C/IE0BATE/IHO 12 U3BEAE HAYYHHUTE LECIHM Ha NMPOYYBAHETO U Ja
I'U CUHTE3Upa [0 PEeLIaBAHETO Ha LIECT HAY4YHM 3aJa4M.

JoKTOpaHTHT A00pe mo3HaBa u3cjeABaHus npodaem u 6opaBu CBOOOAHO € TEPMHHOJIO-
rUSITa M METOJ0JIOrMSATA 32 PpelllaBaHe HAa NOCTABeHHUTE 3aJa4H.

4. MeToauka HA H3CJIeABAHETO

2or4



M3cneaBaHeTo, NpeACTABEHO B JMCEPTALMOHHUS TPYA, NPEJCTaBIsABa MOJIEKYJIApHO-61OI0-
FMYHO, T€HETUYHO M KJIMHUYHO TPO(UIMpaHe Ha JIBe MOIYJaUUM NMAUMEHTU: 74 KOHTPOJIHU U 82
MalMEHTH ChC 3aTIBCTABAHE U 3axapeH quabet 2 Tun. PesynraTure oT n3cieBaHuATa ca MOAPOOHO
¥ NIPELM3HO JOKYMEHTHUPAHH, @ METOIMTE 3a OLIEHKA, KOJIMYECTBEH aHA/IM3 ChOTBETCTBAT HA MOCTa-
BEHHUTE LM U 33/1a4H, OCUTYPSIBaKH BaJUAHHU M HAICKAHU pe3ynTaTi. M3ce10BaTe ICKUAT NPOEKT
e o06pen oT KomucusaTa o eTrka Ha Hay4yHO-U3cJiefoBaTesicKara ielHocT npu MY — [lneseH.

I/I36paHaTa METOAHKA HA H3CJIeIBAHE NTO3BOJIIBA IOCTHIraHe HA NMoCTaBeHaTa e H IoJ1y-
YyaBaHe Ha aIeKBAaTEH OTroBop Ha 3aja4uTe, pellaBaHH B JHCEPTALHOHHHSA TPYa.

s. XapaKTepncTnKa M OLI€EHKA HA JUCEPTAUHOHHHUSA TPYA H NIPHHOCHTE

[IpencTaBeHUsT 3a craHOBUILE OT Trxomup PymeHos Pames Tpyn e Hanucan Ha 159 cTannap-
THU TNEYaTHU CTPAHWLM ¥ uMma obuuaiiHaTa 3a auceprauus 3a npuaobusane na OHC ,Jloktop™
CTPYKTYpa 1 06eMm:

- BwvBeaenue- 2 ctp.

- Jlureparypen 0630p- 40 cTp.

- Len u3apauu- 1 cTp.

- Marepuan u metoau- 14 ctp.

- Pesynratu- 27 ctp.

- Juckycus - 24 cTp.

- 3akmoveHue — 2 cTp.

- MUzeoau- 1 cTp.

- Ilpunocu- 2 ctp.

- Bbaemu HacokH U nepcrneKTuBy — 1 cTp.

- Ilpunoxenus — 19 ctp.

Pesynrature ca onarneaenu ¢ 20 tabnuuum u 34 ¢urypu. bubnuorpadekara cnpaska Bkioysa 298
JIUTepaTypHU U3TOYHMKA (OT KOUTO rNoBeye OT 25% ca my6auKyBaHu Npes NocieAHUTe]lS roqunm).

Jluckycusita, CbIIOCTaBs pe3yTaTuTe oT paborara Ha Tuxomup Paiues ¢ nurepatypHu JaHHU
¥ OJYEPTaBa aKTyaIHOCTTa, 3HAYEHMEeTO 1 00eMa Ha U3BbpLIEHOTO npoyyBane. [IpeacraBenuTe pe-
3yJITaTH N03BOJISIBAT M3BEXIAHETO Ha OCEM M3BOJa. Te ChbOTBETCTBAT Ha [IOCTABEHUTE 33/1a4H, KaTO
ca TOYHO M KOPEKTHO (OopMyIMpaHu.

I[Ipuemam U310 MPeACTaBeHUTE 0010 11 MPUHOCH C : LIECT ¢ OpUTHHAIICH XapaKTep U MeT ¢
Hay4HO-TIPUJIOKEH XapaKTep, KOUTO NMOTBBPXKAABAT HAYYHO-TEOPETUYHOTO U KIMHHKO-NPUIIONKHO
3HAYEHHWE Ha IUCEPTALMOHHHUS TPY .

IIpeacTaBeHHSAT JUCEPTALHOHEH TPY/ NPEICTABS U AHAIM3HPA aIeKBATHO AKTYaJIHH pe-
3yJTATH H M3BEXK/JA ChIECTBEHH HAYYHH U HAYYHO-NPAKTHYECKH NPHHOCH.

6. Ilpenenxa Ha MyOIMKANMHTE U JIMYHUSA IPHHOC HA JOKTOPAHTA

Tuxomup Pymenos PameB e mpeicrtaBun 3 mnybiumkauuu 10 TemaTa, KOMTO CBINIACHO
TII13PAC My HocAT 35 T., C KOETO MOKPMBA U3UCKBAHUATA HAa 3aKOHA 32 Pa3BUTHUE HA aKa/leMUYHUS
cecTas B PenyGnuka Boarapus u [1paBunnnka Ha MY -Ilnesen.

JI¥icepTallMOHHUAT TPy, € HAalKMCaH IPaMOTHO IIPH Clia3BaHe Ha e3ukoBuTe HOpMmu. ITo oTHO-
LIEHUE HA MPEICTABSHETO HA PE3YJITATUTE U OHArJIesBAHETO UM G1 610 106pe puUrypuTe 1 TeKCTa
Ha TaGIMLMTE [a M3MO0N3BA OPUIMHANHMS €3UK Ha MyOnuKkauusaTa (B Clyyas >bArapcku e3uk). He
npaeu 106po BrieyaTIeHue cMeceHara ynorpe6a Ha Gurypyu 1 Tabnuuy, aHoTUpaHy Ha ObJIrapeKu u
QHTJIMICKY €3UK, M TOBa TpAOBa na ce u3bsarea. J[pyra KpuTuyHa OeJiexKa uMaM KbM MPeICTABIHETO
Ha pe3yNITATUTE OT CTATHCTHYECKHUs aHanu3. He HABCAKB/E € HAIBIIHO ACHO 3a 4yuTaTens (6e3 BHM-
MaTeJleH MPOYMT Ha caMuTe TaGIHUIK) Kak ca hopmupanu croTBeTHUTE OTHOIIEHMS Ha IllaHcoBeTe
(Odds Ratios), ToecT Kosi TpyIa € B YMC/IMTENs 1 KOsl B 3HamMeHatens. Mckam na moavepras obave,
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ye Te3U KOHCTPYKTUBHU KPUTHKM, HAMAT 3a LIEJ Aa HaMaJIAT CTOMHOCTTA Ha NPEACTaBEHUS Ucep-
TaLMOHEH TPYA.

Ot nmpencraBeHata paboTa U NpUApYNKaBaIUTE 5 MyOJUKALMHU SCHO JIMYHM, Y€ TS € JTUYHO JIEJI0
Ha aucepranTta Tuxomup PymeHoB Paiies u nomyueHurte pe3yntaTi, KakTo U GOpMyJIMpaHHUTE NpHU-
HOCH C€a HEerosa JIM4Ha 3aciyra.

7. ABTopedepar

ABTopedeparsT, OTroBapsi Ha MU3UCKBaHUATA U 00001aBa OCHOBHUTE PE3YJITATH, ONIMCAHU B
JucepTauusTa.

3AKJIIOYEHHUE

JIMcepTauMOHHUSAT TPY/J ChbAbP/KA OPHTHHAIHM HAYYHH, HAYYHO-NIPHJIOKHH H NPHJI0XKHH
pe3yJITaTH, KOUTO NPE/ACTaB/IsABaT OPHTHHAJEH IPHHOC B HAYKATA 1 OTrOBapsT HA BCHYKH H3HC-
KBaHHs HAa 3aKOHA 32 pa3BUTHE HA aKajaeMHu4Husi cbeTaB B Peny6inka buarapus BPACPB),
IIpaBunnuka 3a npunarade Ha 3PACPB u IlpaBuinuka na MY - Ilnesen. [IpeacraBenure ma-
TepUany U AUCEPTALMOHHU PE3YNTaTH HAIBJIHO ChOTBETCTBAT HA CieH(pHYHHUTE H3HCKBAHMSA,
npueTy BbB Bpb3Ka ¢ [IpaBunnuka Ha MY — [Inesen 3a npunoxenue Ha 3PACPB.

JlucepTaLlMOHHUAT TPY[ MOKa3Ba, ue JOKTOpaHTbT Tuxomup Pymenor Pames npurexasa
3aAbJA00YeHH TEOPETHYHH 3HAHUSA U NPOdecHOHAIHH YMEeHHsl, KaTO JEMOHCTPHUpA Ka4yeCcTBa U
YMEHHS 32 CaMOCTOSATE/IHO MPOBEX/JAaHE HA HAYYHO U3CJIE/IBAHE.

[Topaau ropeusnoxeHoOTo, 4aBaM CBOSATA MOJI0KHTE/IHA OIEeHKA 32 [IPOBEACHOTO U3C/ICBaHE,
IpPECTABEHO B PELICH3UPAHUTE M0-TOpe JUCEPTALIMOHEH TPY A, aBTOpedepar, MOCTUTHATH Pe3yJITaTH
¥ TIPUHOCH, U TIpejiaraM Ha NOYMTAeMOTO HAy4HO XKypH Ja MPUCHIU 00pa3oBaTe/IHATA H HAYYHA
creneH ‘JJokrop’ Ha Tuxomup Pymenos Pames B 1oKTOpCcKa mporpama 1o AHaTOMHSI, XUCTOJIOTUs

u uuronorus, [TH 7.1. Meauuuna Ha ocHoBaHme 4n.59 ot 33514

20.08.2026 r Hsroreua: gou. a-p CrosH [1aBnos [1aBnos, a.M.
KaTeapa ,,AHaTOMUs U KJIeTbuHa Guosorus’
MenuuuHcku YHUBepcUTeT — BapHa
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Academic Opinion on acquisition of ESD ,,Doctor*

STATEMENT OF ACADEMIC OPINION

by Assoc. Prof. Stoyan Pavlov Pavlov, MD, PhD, Department of Anatomy and Cell Biol-
ogy, Faculty of Medicine, Medical University 'Prof. Dr. Paraskev Stoyanov'" — Varna
on a doctoral dissertation for the award of the educational and scientific degree "Doctor" (PhD)

Professional Area 7.1. Medicine
Doctoral Program: "Anatomy, Histology and Cytology"

Author: Tihomir Rumenov Rashev

Form of Doctoral Studies: Full-time

Department: Department of Anatomy, Histology, Cytology and Biology, Medical Univer-
sity — Pleven

Topic: ""Changes in orexigenic and anorexigenic genes regulating energy homeostasis and
their role in the development of obesity and metabolic syndrome"

Academic Supervisor: Associate Professor Stefan Venelinov Trifonov, MD, PhD, Depart-
ment of Anatomy, Histology, Cytology and Biology, MU—Pleven

1. General Description of the Procedure and presentation of the PhD Candidate

The submitted package of materials on electronic media includes the following documents:

— Application to the Rector of MU-Pleven for admission to public defense of the doctoral dis-
sertation before a Scientific Jury

— Curriculum vitae in European format signed by the PhD student

— Copy of higher education diploma

— Copy of specialty certificate

— Administrative orders for enrollment in the PhD program and for graduation with the right to
defend

— Individual study plan for the PhD program

— Administrative order for conducting an examination under the individual plan and corre-
sponding transcript for passing the PhD qualifying examination in the specialty

— Minutes of the Departmental Council meeting for the preliminary discussion of the disserta-
tion and the decisions made to open the procedure and nominate the Scientific Jury

— Doctoral dissertation

— Dissertation abstract (autoreferat)

— List of scientific publications on the topic of the dissertation

— Copies of scientific publications

— List of participation in scientific forums

— List of participation in research projects

— Other documents related to the progress of the procedure

The PhD student has submitted 3 publications related to the topic of the dissertation, evaluated
at a total of 35 points (in accordance with the criteria of the RADASRB in the Republic of Bulgaria).

Tihomir Rumenov Rashev earned a Bachelor's degree in "Molecular Biology" (2008) and sub-
sequently a Master's degree in "Animal and Human Physiology" (2011) at Sofia University "St.
Kliment Ohridski". From April 2013 to October 2018, he worked as Head Molecular Biologist at the
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University Research Laboratory at MU—Pleven. From October 2018 to present, he holds the academic
position of "Assistant Professor" at the Division of Anatomy, Histology and Cytology, Department
of Anatomy, Histology, Cytology and Biology, MU-Pleven, where he teaches Cytology, Histology
and Embryology, conducts a course on methods in molecular biology for medical students, and other
subjects. In June 2019, he acquired his specialty in Anatomy, Histology and Cytology. He has written
and spoken proficiency in English and possesses strong computer literacy.

The submitted documents comply with the requirements of the Development of Academic
Staff in the Republic of Bulgaria Act and the Regulations of Medical University — Pleven for
admission to public defense for the acquisition of the educational and scientific degree '""Doctor"
(PhD).

2. Scientific Relevance of the Topic

The presented doctoral dissertation evaluates the association between the risk of obesity and
related cardiometabolic disorders and the prevalence of selected physiologically and pathologically
relevant polymorphisms in key orexigenic hormones and receptors within the Bulgarian population.
The incidence of obesity and the associated metabolic syndrome (including insulin resistance, type 2
diabetes mellitus, cardiovascular, and hepatic diseases) is continuously rising and represents one of
the most serious challenges in modern medicine. A detailed investigation into the pathogenetic mech-
anisms of type 2 diabetes mellitus is of critical importance for public health. Studies in this field
require a profound understanding of the complex signaling crosstalk between peripheral tissues and
the central nervous system. Elucidating the specific interactions between the dysregulation of adipose
tissue adipokines and impaired hypothalamic signaling may contribute to the discovery of novel bi-
omarkers and targeted personalized therapeutic approaches.

The relevance of the topic is determined both by the definition of interesting molecular markers
for detailed investigation in anatomical and physiological experiments, and by its potential to estab-
lish a scientific foundation for innovative preventive and pharmacological strategies against the
global epidemic of obesity and type 2 diabetes.

Based on the above, I consider the dissertation submitted by Tihomir Rumenov Rashev
to be of substantial relevance, with results that carry multidisciplinary application.

3. Knowledge of the Topic

The thorough literature review demonstrates the PhD student's significant knowledge of the
investigated topic. The anatomical and physiological details of the interaction between the orexigenic
and anorexigenic regions of the hypothalamus and the hormonal activity of adipose tissue are sys-
tematically and comprehensively discussed. The biochemistry and signaling pathways of leptin and
adiponectin are presented in detail, demonstrating a strong command of the literature regarding the
complex interactions involved in the regulation of body mass and appetite. The multilayered analysis
of existing data and methodology from the perspective of the scientific concept allows the author to
logically and consistently formulate the research aims and synthesize them into six scientific tasks.

The PhD Candidate demonstrates a deep knowledge of the research problem and fluently
uses the terminology and methodology required to address the assigned tasks.

4. Research Methodology

The research presented in the dissertation represents a molecular biological, genetic, and clini-
cal profiling of two patient cohorts: 74 controls and 82 patients with obesity and type 2 diabetes
mellitus. The experimental results are thoroughly and accurately documented, and the methods used

2or4



for assessment and quantitative analysis correspond to the established goals and tasks, ensuring valid
and reliable results. The research project was approved by the Ethics Committee for Scientific Re-
search at MU-Pleven.

The research methodology chosen bz the PhD candidate allows for the achievement of the
set objective and provides adequate answers to the tasks addressed in the dissertation.

5. Characteristics and Evaluation of the Dissertation and Its Contributions

The dissertation submitted for opinion by Tihomir Rumenov Rasheeyv is written on 159 standard
printed pages and possesses the structure and volume standard for a thesis submitted for the acquisi-
tion of the educational and scientific degree "Doctor" (PhD):

— Introduction — 2 pages

— Literature Review — 40 pages

— Aim and Tasks — 1 page

— Material and Methods — 14 pages

— Results — 27 pages

— Discussion — 24 pages

— Conclusion — 2 pages

— Conclusions (Inferences) — 1 page

— Contributions — 2 pages

— Future Directions and Perspectives — | page

— Appendices — 19 pages

The results are illustrated with 20 tables and 34 figures. The bibliographic reference list includes
298 literature sources (more than 25% of which were published in the last 15 years).

The discussion compares the results of Tihomir Rashev's work with literature data, highlighting
the relevance, significance, and scope of the performed study. The presented results allow for the
formulation of eight conclusions. They correspond to the assigned tasks and are accurately and cor-

rectly formulated.
[ fully accept the presented total of 11 contributions: six of original character and five of scien-

tific and applied character, which confirm the scientific-theoretical and clinical-applied significance
of the dissertation work.

The presented dissertation adequately presents and analyzes relevant results, establishing
substantial scientific and scientific-practical contributions.

6. Assessment of Publications and Personal Contribution of the PhD Student

Tihomir Rumenov Rashev has submitted 3 publications on the topic, which, according to the
RADASRB, earn him 35 points, thereby satisfying the requirements of the Development of Academic
Staff in the Republic of Bulgaria Act and the Regulations of MU—Pleven.

The dissertation is written competently, adhering to language standards. Regarding the
presentation and visualization of the results, it would have been preferable for the figures and table
texts to consistently use the original language of the publication (in this case, Bulgarian). The mixed
use of figures and tables annotated in both Bulgarian and English does not make a good impression
and should be avoided. I have another critical remark concerning the presentation of the statistical
analysis results. It is not everywhere fully clear to the reader (without a careful reading of the tables
themselves) how the respective Odds Ratios (OR) were calculated—specifically, which group is in
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the numerator and which in the denominator. I wish to emphasize, however, that these constructive
criticisms are not intended to lessen the value of the presented dissertation.

From the submitted work and accompanying publications, it is evident that this is the
personal work of the PhD candidate Tihomir Rumenov Rashev, and the obtained results, as
well as the formulated contributions, are his personal merit.

7. Dissertation Abstract (Autoreferat)

The dissertation abstract meets all regulatory requirements and accurately summarizes the main
results described in the dissertation.

CONCLUSION

The dissertation contains original scientific, scientific-applied, and applied results that
represent an original contribution to science and satisfy all requirements of the Development of
Academic Staff in the Republic of Bulgaria Act (DASRBA), the Regulations for the Application
of the DASRBA, and the Regulations of MU-Pleven. The presented materials and dissertation
results fully comply with the specific requirements adopted in relation to the Regulations of MU—
Pleven for the application of the DASRBA.

The dissertation demonstrates that the PhD candidate Tihomir Rumenov Rashev possesses
deep theoretical knowledge and professional skills, exhibiting the qualities and abilities required
to independently conduct scientific research.

In light of the above, I give my positive evaluation of the research presented in the dissertation
reviewed above, the dissertation abstract, the achieved results, and the contributions, and I
recommend to the honorable Scientific Jury to award the educational and scientific degree
"Doctor" (PhD) to Tihomir Rumenov Rashev in the doctoral program "Anatomy, Histology and
Cytology", Professional Area 7.1. Medicine.
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