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CbBe-T Ha MenHLIMHCKH YHHBePCHTeT - FIJIeBeH (FIPOTOKOJI NQ 14 OT 30.06.2026 r.) H 3a110BeJ1

Ha PeKropa Ng 1992 OT 01.07.2026 r. 3a HUHaqaBaHe Ha Hayt1H0 xypu, 3a npoBe)KnaHe Ha

Ily6JIHHHa 3aL11HTa Ha AHCePTa11HOHeH •rpya Ha TeMa ,JIPOMeHH B opeKcureHHH H

aHopeKcureHHH reHH, perynuparuu eHeprHiiHa•ra xoMeocTa3a H TAXHaTaPOJIR B pa3Bmrrneero

Ha 06e3HTeT H MeTa60JTHTeH CHHÅPOM", rrpencTaBeH OT THXOMHP PYMeH0B PameB —

,UOKTOPaHT B peÄ0BHa (bopMa Ha 06yqeHHe KbM Ka-reapa „AHaTOMHA, XHCTOJIOI'HA, UHTOJIOI'HA

H 6HOJ101*HA" npu (baKY,yreT „MeAH11HHa" Ha MeaHUHHCKH YHHBePCHTeT- IlneBeH, 3a

npmn06HBaHe Ha 06pa30BaTeJIHa H Hayt1Ha CTeneH norcrop B HanpaBneHHe

MeÄH11HHa", ÄOKTOPCKa nporpavra „AHaTOMHfl, XHCTOJIOIU% H LIHTOJIOIMR".

KpaTKW1 6norpad)Ht1HHAar-II-III

Tux0Mup PameB e poneH npe3 1979 r. 3am,p111Ba cpeÄH0 06pa30BaHHe B CY „CTOAH

3aHMOB", rp. ILRBeH. Ilpe3 2008 r. ce AHITJ10Mupa OT Cod)HiiCKH YHHBepuc•reT „CB. KJIHMeHT

OXPHÄCKH", BHOJ101'HqeH (t)aKYJITeT KaT0 6aKaJ1aBbPMORKY11RpeH 6nonor, a rrpeg 201 1 r. KaTO



MarHCTbP HO MoneKYJ1%pHa 6HOJ101'Hfl — G)H3HOJ10rHH Ha XHBOTHUTeH HOBeKa OT CbLLtmq

YHHBePCHTeT. Ilpe3 2019 r. IIPHA06HBacneuuaJIHocT no AHaT0MH51, xuc-ronoru% H IIHTOJIOI'HR

OT MY-FIneBeH. OT 2018 r. no cera e aCHCTeHT B ceKrop „AHaTOMH%, XHCTonorHfl H

UHTOJIOI*HR'Ha KaTeÅpa „AHaTOMHR, XHCTOJIOT'Hf1, LIHTOJ10rHfl H 6HOJIOrHR" IIPH (bmcy,'1Te-r

,MeÄH11HHa" Ha MeAH11HHCKH YHHBepcHTeT — IlJ1eBeH. Pa60THJ1 e Karo 3aBexna111

MoneKYJ1%peH 6HOJIOr B YHHBepcnrreTcKa Jia60paTopHA 3a Hayt1HH H3CJmeÅBaHH% Ha MY-

LIJIeBeH B repuoaa 2013-2018 r. PfMa aKTHBHa npenonaBaTencyca aeiiHocT TIO IIHTOJIOIMSI,

X'HCTOJIOFHR, eM6PHOJ10rH%H MoneKYJ1%pHa 6uonoruq Ha CTyneHTH no Mean11HHa. YqacTBaJ1 e

B opraHH3a11HOHHHTe KOMnrrerrn Ha 2 HaytÆHH KOH(bepeHUHH B MY-ILWBeH rrpe3 2014 r.

Bnanee aHrJIHüCKH e3HK. Ily6JIHKYBa penoBH0 B cneUHUIH3HPaHH 6bJ1rapcKH H

r-1Y)KÅecTpaHHH HayYHH CllHCaHH%.

OneHKa Ha AHcepTaunoHHHH TPYA

TeMaTaHa amceprra11HOHHHR e aKTyaJIHa H TpeTupa np06J1eMa 3a 3aTJ1bCTflBaHeTO

H MeTa60JIHTHH51 CHHAPOM. Ilpeac-raBeHH ca pe3Y'JITaTH OT KOMrrneKCHH npoyt1BaHH% Ha

IIPOMeHHTe B opeKcnreHHH n aHopeKCHreHHH reHH, perynnpalllh eHeprHiHaTa XOMeocma3a B

namoreHe3arra Ha 06e3HTeTa.

06eMbT Ha auceprraunma e cb06pa3eH H orrr0Bqpq Ha HOPMaTHBHHTe M3HCKBaHHR 3a

AHCePTaL(HOHeH erpyz 3a npma06HBaHe Ha 06pa30BaTenHa H Hayt1Ha cTerreH „AOKTOP'

Ancepmauuxra e HarmcaHa Ha 164 CTaHJ&PTHH Ma111HHOflHCHH CTPaHH11H. ViMa 34 (bnrypu H 20

rra611H11H. CbÄbP)KaHneTO Ha Tpyaa e pa3npezteneH0 B CJ1eJIHHTe paurenu: BbBeaeHue,

JIHTepaTypeH 0630P, IleJIH, 3anaHH H MeT0/1Ht-1HH nonx0ÄH, Pe3ymaTH, Ha

pe3ynrrarrwre, 3awnoqeHue, Vf3BOÄH, IIPHHOCH, bbneL11H HaCOKH 3a pa3BHTHe. 3aBbPUIBaC

KOXro cbJ1%pxa 298 nwrepaTypHH H3TOt1HHKa.

JIHTepaTYPHH%T 0630Pe '3aA%J160qeH, H3flOJ13Ba CbBPe.MeHHU H3TOHHHUU n 0TroBapqHa

TeMaTa. THXOMHP PameB r10Ka3Ba OTJIVNHO r103HaBaHe Ha HÜIHt1Hæranwreparrypa no Bbllpoca,

CHCTeMaTHYHO npeacrraBA HaCTO%111HTe 3HaHH% no Bbnpoca KaTO aed)HHHPa TOHHO CllOPHHTe H

AHCKyra6HJIHH MOMeHTH. 110-cneumæmo B nwrepa•rypHHHT 0630P ce aKueHTupa Ha

u xapaKTePHCTUKH Ha MaCTHaTa TbKaH, JIH110reHe3aTa H

nur10JIH3aTa. 06pb1-ua ce BHHMaHne Ha eHAOKPHHHarra (I)YHKUHA Ha MaCTHaTa '1%KaH, HMama

3HaqeHue 'Ba pa3BnrrneT0 Ha MeTa60JIHTHH%CHHAPOM H 06e3HTeTa. BOKHO MACTO e OTÄeneHO

Ha ner1THHa, nellTHHOBH% peuemop H aAU110HeKTHHa. XH110TanaMycbT u HeroBHTe *Apa H

HePBHH 116TH111a ca npeacTaBeHH 3aÄbJ160qeH0 H KPHTHHHO BBB BPb3Ka C perynauuxra Ha



aneTHTa, rnana H eHeprHiiHaTa XOMeocTa3a. OpeKcnreHHHTe H aHOPeKCHreHHHTe ner1TH11H H

TeXHHTe peuemopu ca nperneAH0 0TpæeHH. B 0630pa H Ha}cpaq ce npaBAT 0606LUeHH*,

1101ca3BaL11H 06naCTHTe C HY')KÄa OT r10Beqe npoyqBaHHfl.

AecbHHHPaHH3a ABe LleJIH. TAXHOTO aed)HHupaHe e ACHO n KOHKPeTHO. 3a nocTuraHeT0

HM ca rlOCTaBeHH 7 3anaqvr, cnen pernaBaHeT0 Ha KOWro aa ce rmpencTaBH aHaJIH3Hpa

acoumauuma MC)KAY 110JIHMOPd)H3MHTe AdipoQ rs266729, LEPR Q223R H B

reHa LEP C PHCKa OT 3aTÄbCTRBaHe, 3axapeH AHa6eT THTI 2 CBbP3aHHTe KaPAHOMeTa60JIHTHH

HapYLIRHHR B eTHnqecKH XOMoreHHa nonynauug OT CeBep03anaAHa bbnrapng, KaKTO H na ce

aEWIH3upa pa3npeneneHue•ro Ha reHOTH11Hwre H anej1Hn•re qecTOTH Ha H3CJ1eABaHHTe

110JIHMOP4)H3MH nauue•HTH C MeTa60j1HTeHCHHÄPOM H 3ApaBH KOHTPOJIH.

Ma•rpHaJIHTe H MeTonwre, KOHTO T. PameB U3r10J13Ba 0TroBapxr Ham.JIHO Ha

110CTaBeHaTa Ilea H 3aaaqq. Pa3aeJ1bT e HanucaH C Be111HHa H 110Ka3Ba n03HaBaHeT0 Ha

MeTOAOJ10rHflTa. 110Ä6paHHflT KOHTHHreHT cy6eKTH H IIPOTOKOJI%T ca aneKBaTHH Ha

npoYHBtiHeT0. Vf3cneÅBaHeT0 e on06peH0 OT K0Mucnxra no ETHKa Ha Hayt1H0-

cbrnacqe. H3r10JBBaHHTe MeTOJIH ca *CHO OllHCaHH: AOKYMeHrraJIHO-

couuonoruqecKH, KJIUHHt1HH, KJIHHHMHO-na60paTOPHH H reHeT1dt1HH ugcnei1BaHHA.

CTaTHCTnqeCKaTa 06pa60TKa Ha aaHHHTe e H3B%P111eHa CbBPeMeHHa

rrporpaMa qpe3 H3r10J13BaHe Ha aneKBaTHH CTaTHCTHqeCKH Me-roan.

qacrrra ,.Pe3YJITaTH" CTerHaT0 H KOHKPeTHO npencTaBA C06CTBeHHTe pe3yxraTH.

AHaJIH3Hpaer ce pe3YJTTaTHTe,nonyqeHH OT OTAeJIHHTe MeTOÄH Ha H3cneÅBaHe. KOM11neKCHH*T,

HHTerpaTHBeH nonxon, BKnroqBa111 oueHKa-ra Karro Ha KJIHHHHHHTe n CTaHAaPTHHTe

KJIHHH'1HO-na60paTOPHH H3cneABaHUS1, HO H Ha aaHHwre OT reHe-rut-1HHTe H3cneÄBaHHR e

Ba)KHO, KaKTO OT TeopeTHHH0, TaKa H OT npaKTuqecK0 3HaqeHHe. C KOMneTeHTHOCT ce

06SICHflBaT H HHTep11perupaT pe3Y'JITaTHTe Kamo ce 06pb111a BHHMaHHe Ha pa3JIHKHTe MOKJIY

3aTJ1bCTe-1HTe u He3aTJ1bCTeJIUTe xopa. Pa3aeJ1bT e 60raT0 Hili0CTpupaH, Ta6JIHUwre H

nuarpaMHTe ca HHd)OPMaTHBHH H ynecHflBarr queraerenq.

Pa3aeJ1bT Ha pe3YJITaTHTe" ripencTaBA 3aJ1%J160qeH aHaJIH3 Ha

nonyqeHHTe pe3YJITaTH B CBeTJIUHaTa Ha CbBpeMeHHOTO CbCTOAHHe Ha HayKaTa H naHHHTe Ha

npyrHTe H3cneÄOBaTeJIU. JIHqn cnoc06HOCTTa Ha 10KTOPaHTa KPHTHCIHO na aHaJIH3Hpa, KaKTO

ny6flHKYBaHHTe CTaTHH, TaKa u C06CTBeHHTe pegyjrraTH. OCBeH TOBa ce [10KUBa•r CHJIHHTe



crrpaHH Ha npoyqBaHeero Karro He ce cnecTflBa•r orpaHHqeHHATaHa rlPOBeneHOT0 H3cneÅBaue,

orpaHmqeHHR, noponeHH B 110Beqe•ro cnyyaH OT 06eKTHBHa peaJIHocT, a He OT cy6eKTHBHH

H3cneÅOBarreJICKH nponycKH. VIHTepecHH 3a 3a HUIHqneTO Ha CTaTHCTHqecKa

pa3JIHKa Mexay OTAeJIHHTe napaMeT1)H H HUIHHHeTO Ha 3aTJ1bCTABaHe. TOBa CbC CHrypHOCT e

OT noma 3a 11J1aHHpaHe Ha 6b)ae111H npoyqBaHHR H 3a upaKTHqccKaTaKJIHHHHHa npaKTHKa.

AHCePTaUHOHHH* TPYA 3aBbP111Ba CbC „3awnoqeHHe" npencTaBHL110 0606111eHue Ha

H3BbP111eHOTO rrpoyt1BaHe. AechHHupaHH 8 H3BOAH, KOUTO *CHO r10Ka3BaT H3r1bJIHeHHeTO Ha

rlOCTaBeHHTe 3anaqn H OCbLUeCTBflBaHe Ha UeJIHTe Ha H3cneÄBaHeTO. H3BOÄHTe H3qepna-reJIH0

onpeaeJMT BPb3KaTaHa AdipoQ rs266729, LEPR Q223R H

B reHa LEP C PHCKa OT 3aTJ1bCT*BaHe, 3axapeH AHa6eT THII 2 H CBbP3aHHTe KaPÄHOMeTa6011HTHH

HapymeHH%. Flo T03H HaqHH ce 3aTBbpxaaBa Hanuqneero Ha HHÄHBHÄYUIHH pa311HqHR B

MeTa60JIHTHH%PHCK H HY)KÅaTa OT Å011bJIHwreJIHH H3CJ1eÅIBaHH*.

Ha Kpaq Ha ancepTaumwraTHXOMHPPameB e aed)HHHpaJ1 6 IIPHHOCH c opHrHHaneH

xapmcrep n 5 IIPHHOCU C IIPHJIO%CH xaparrep Ha AHCePTaUHOHHHR Cu TPYÅ. CbrnaceH CbM -rqx.

1103BOJIABa,M CH na aKUeHTHPaM Ila BKJ110r-1BaHeTO Ha relleTHt-1HHH3cne•JIBaHHfl KaT0 rrpoyqeHHTe

110JIHMOPd)H3MH ADIPOQ rs266729, LEPR Q223R H LEP -2548G>A KbM CTaymaPTHHTe

KJIHHHHHH H 6HOXHMUHHH H3CJ1eJIBaHH% Ha naUHeHTHTe TOBa 6m ÄOBeJIO AO r10J106pflBaHe Ha

anarHOCTHKa-ra H ned)HHHpaHe Ha HHJIHBnnyaJIH3HPaH nonxon B IleqeHHeT0 H

Ha MeTa60JIHTHHRCHHAPOM H 3aTJ1bCTABaHeTO.

A06po BneqaerneHHe npaBH BKJ110t-1BaHeTO Ha pamejl .,bbne111H HaCOKH H nepcneKTHBH",

KbaeTO ca npeacTaBeHH 8 06naCTH 3a cneJIBa111H IIPOYHBaHHR. TOBa e TIOXBUIHO, HMaiiKH

npeÄBHÄ IIPOA'bJDKHTeJIHH% H AbJT1*OJ1eTeH B HayYHOT0 nonpH111e. ABHO HacToqmarra

e Haqano Ha no-roji*M IlpoeKT OT Hayt1HO-H3cneÅOBaTeJICKaera neviHOCT Ha MY-
IIJ1eBeH. AHCePTaHTbTc npaB0 3ac11Y>KaBa aÄMHPaUHH.

BBB Bp%3Ka C AHCePTa11HOHHHfl TPYÄ ca npeacTaBeHH 3 ny6,1HKaLIHH Ha ÄOKTOPama B

ped)epnpaHH CllHCaHH% H 3 yqacTH51 B KOHrpecH. TOBa CbOTBeTCTBa Ha MHHHMaJIHHTe

HaUHOHaJIHH H3HCKBaHHR H Ha H3HCKBaHHXra Ha MY-IIJ1eBeH.

KbM nucepraunxra HMa 4 IIPHJIOXCHHA. Te npeAcTaBAT KaKTO LteHHH JIHTepaTypHH

060611teHHS1 /IlpunoxeHHe 1, 2A H 2B/, JIHCT 3a nauHewra H

HHd)OPMHpaHOTO cbrnacne /FIPHJ10xceHne 3/, TaKa H MeToaonorH*Ta ga coneBa eKCTpaKLIHA Ha

AHK /LIPHJ107CHHe 4/



Ha ancePTaUHOHHHS1 TPYA B 06eM OT 76 CTP. e Od)OPMCH CT,rnacH0

HOPMaTHBHWre H3HCKBaHH%.

BneqaTJ1eHHH

beg na 1103HaBaM JIHt1HO THXOMMPPameB, Bileqa•rneHHxra, cymeneHH C MeH OT HeroBH

KonerH ca Bej1HKOJ1enHH. Toi He caMO aeM0HcTpupa OTJIHt-1HH rrp0(becH0HaJIHH

IlpenonaBaTencKH Hayt1HH ICOMneTe11HH, a H r10Ka3Ba 3aBHAHH opraHH3aUHOHHH YMeHHR,

YBaxaBaH e OT CBOHTe CTYÅeHTH H KOJIern npenonaBaTeJIH B MY-IIneBeH. HacT0*111aTa

ancepTaLIHA e 3aKOHOMepeH eTar1 OT aKaneMHCIHOTO MY pa3BHTne.

3aKaroqe1-me

IlpencTaBeHHflT AHCePTaLIHOHeH ,JIPOMeHH B opeKcqreHHH H aHopeKcnreHHH

reHH, perynupa111H eHep1'HiHara xoMeocTa3a u TAXHaTa ponq B pa3BHTneTO Ha 06e3HTeT H

MeTa60JIHTeH CHHÄPOM" 3a IIPHCbx;uaHe Ha 06pa30BaTeJIHaTa H Hayt1Ha cTeneH „ÄOKTOP", C

aBTOP TUXOMHP PYMeH0B Paillen, gaqncneH KBM Ka•renpa „AHaTOMHA, XUCTOJIOI'HR, LIUTOJIOI'HR

H 6HOJIOrHR" npm d)aKYJITeT „MeÄMLIHHa" Ha MenM11HHCKH YHHBepcu•reT - TIneBeH HayqeH

PbKOBOÅHTen: Aon. A-p CTed)aH BeHeJIHHOB TPHd)0HOB, A.M., 0TF0Bapq Ha H3HCKBaHnyra Ha

3PACPB, Ha IlpaBHJIHHKa 3a HeroBOT0 TIPHIIoxeHne u Ha IlpaBHJIHHKa 3a pa3BHTqe Ha

arcaneMUMHHA CbCTaB B MY-ILRBeH 3a IIPHCb)KÅaHe Ha OHC „AOKTOP".ABTOPbT 110Ka3Ba

3aÄbJ160qeHa Hayt1Ho-TeopeTHHHa H npaKTHqecKa 110111*0TOBKa CllOC06HOCT 3a

caMOCTO%Te51HaHayt1HOH3CRÅOBaTeJICKa pa60Ta. B anceprauuxra H aBTope(bepaTa KBM He

CbM YCTaHOBHJ1 Hanmqne Ha 11J1arnaTCTB0.

rnacyBaM C nojiOXVITeJ1eH BOT H npennaraM Ha qaeH0BeTe Ha HaygH0T0 xypn na

npucbÄAT Ha THXOMHP PYMeH0BPameB 06pa30BaTeJIHaTa Hay-ma cTeneH „ÄOKTOP"B 06naCT

Ha BHC111e 06pa30BaHHe 7. 3ÅpaBeor1&3BaHe H cnopT', Ilpod)ecH0HaJIH0 HanpaBJ1eHue 7.1.

,MeÄHÅHHa" B AOKTOPCKa nporpaMa „AHaTOMHR, XHCTOJ10rHA H LIHTOJIOI'HA"

.2026 r. M31*OTBHJ1 CTaHOBULUero:

/Aou. A-p AparoMHp napaaH0B, A.M.
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Regarding a dissertation submitted for the award of the educational and scientific
degree "Doctor" (PhD) in Higher Education Area 7. I--lealth Care and Sports;

Professional Field 7.1. Medicine; Doctoral Programme "Anatomy, Histology and
Cytology"

entitled "Changes in Orexigenic and Anorexigenic Genes Regulating Energy
Homeostasis and Their Role in the Development of Obesity and Metabolic Syndrome",

Author: Tihomir Rumenov Rashev, doctoral student at the Department ofAnatomy,
Histology, Cytology and Biology, Faculty of Medicine, Medical University — Pleven.

Scientific supervisor: Assoc. Prof. Stefan Venelinov Trifonov, MD, PhD

Grounds for the Academic Opinion

This academic opinion has been prepared according to a decision of the Academic

Council of Medical University — Pleven (Minutes No. 14 of 30 June 2026) and Rector's Order

No. 1992 of 1 July 2026 appointing a scientific jury for the public defence of the dissertation

entitled "Changes in Orexigenic and Anorexigenic Genes Regulating Energy Homeostasis and

Their Role in the Development ofObesity and Metabolic Syndrome", submitted by Tihomir

Rumenov Rashev, a full-time doctoral student at the Department ofAnatomy, Histology,

Cytology and Biology, Faculty ofMedicine, Medical University — Pleven, for the award of the

educational and scientific degree "Doctor" (PhD) in Professional Field 7.1. Medicine,

Doctoral Programme "Anatomy, Histology and Cytology".

Brief Biographical Information

Tihomir Rashev was born in 1979. He completed his secondary education at Stoyan

Zaimov Secondary School in Pleven. In 2008, he graduated from the Faculty ofBiology of
Sofia University "St. Kliment Ohridski" with a Bachelor's degree in Molecular Biology, and

in 2011 he obtained a Master's degree in Molecular Biology — Physiology ofAnimals and

Humans from the same university. In 2019, he acquired a specialty in Anatomy, Histology and

Cytology at Medical University — Pleven. Since 2018, he has been an Assistant Professor in

the Anatomy, Histology and Cytology Sector of the Department ofAnatomy, Histology,



Cytology and Biology, Faculty ofMedicine, Medical University — Pleven. From 2013 to

2018, he worked as Head Molecular Biologist at the University Research Laboratory of

Medical University — Pleven. He is actively involved in teaching cytology, histology,

embryology and molecular biology to medical students. In 2014, he participated in the

organising committees of two scientific conferences at Medical University — Pleven. He is

proficient in English and regularly publishes in specialised Bulgarian and international

scientific journals.

Evaluation of the Dissertation

The topic of the dissertation is actual and addresses the problem ofobesity and metabolic

syndrome. The dissertation presents the results of comprehensive studies of changes in

orexigenic and anorexigenic genes regulating energy homeostasis in the pathogenesis of

obesity.

The scope of the dissertation is appropriate and complies with the regulatory

requirements for a dissertation submitted for the award of the educational and scientific degree

"Doctor" (PhD). The dissertation comprises 164 standard typed pages and includes 34 figures

and 20 tables. Its contents are organised into the following sections: Introduction, Literature
Review, Aims, Objectives and Methodological Approaches, Results, Discussion ofthe Results,

Conclusions, Contributions, and Future Directions for Development. Thera are bibliography

containing 298 references.

The literature review is thorough, draws on up-to-date sources, and is fully relevant to

the topic. Tihomir Rashev demonstrates excellent knowledge of the available literature and

systematically presents the current state of knowledge, clearly identifying controversial and

debatable issues. In particular, the review emphasises the morphological and functional

characteristics of adipose tissue, lipogenesis and lipolysis. Appropriate attention is paid to the

endocrine function of adipose tissue and its significance for the development of metabolic

syndrome and obesity. Leptin, the leptin receptor and adiponectin are discussed in detail. The

hypothalamus, its nuclei and neural pathways are presented thoroughly and critically in relation
to the regulation of appetite, hunger and energy homeostasis. Orexigenic and anorexigenic

peptides and their receptors are clearly reviewed. The literature review also provides summaries

identifying areas in which further research is needed.



Two aims are defined clearly and specifically. Seven objectives are set in order to

achieve them, with the purpose of presenting and analysing the association of the AdipoQ
rs266729 and LEPR Q223R polymorphisms and the polymorphism in the LEP gene with the

risk of obesity, type 2 diabetes mellitus and related cardiometabolic disorders in an ethnically

homogeneous population from Northwestern Bulgaria, as well as analysing the distribution of

genotype and allele frequencies of the studied polymorphisms in patients with metabolic

syndrome and in healthy controls.

The materials and methods used by T. Rashev are fully consistent with the stated aims

and objectives. The section is written competently and demonstrates a sound understanding of

the methodology. The selected study population and protocol are appropriate for the

investigation. The study was approved by the Ethics Committee for Research Activities of
Medical University — Pleven. All participants signed informed consent forms. The methods

used are clearly described and include documentary and sociological methods, clinical

examinations, clinical laboratory investigations, and genetic studies. Statistical analysis of the

data was performed using modern computer software and appropriate statistical methods.

The Results section presents the author's own findings concisely and specifically. The

results obtained by the individual research methods are analysed. The comprehensive,

integrative approach, which combines the assessment of clinical and standard laboratory

parameters with data from genetic studies, is important from both theoretical and practical

perspectives. The results are explained and interpreted competently,with particular attention to

differences between individuals with and without obesity. The section is richly illustrated, and

the tables and diagrams are informative and facilitate comprehension.

The Discussion of the Results section provides an in-depth analysis of the findings in

the context of the current state of scientific knowledge and the results reported by other

investigators. The doctoral candidate demonstrates the ability to critically analyse both

published studies and his own findings. The strengths of the study are clearly presented, while

its limitations are also acknowledged; in most cases, these limitations arise from objective

circumstances rather than from shortcomings in the research itself. The discussion of
statistically significant differences between the individual parameters and the presence of

obesity is particularly relevant. This is undoubtedly useful both for planning future studies and

for clinical practice.



The dissertation concludes with a section entitled "Conclusion", which summarises the

study undertaken. Eight conclusions are formulated and clearly demonstrate that the stated

objectives have been fulfilled and the aims of the study achieved. The conclusions

comprehensively define the relationship between the AdipoQ rs266729 and LEPR Q223R

polymorphisms and the polymorphism in the LEP gene and the risk of obesity, type 2 diabetes

mellitus and associated cardiometabolic disorders. In this way, the study further supports the

existence of individual differences in metabolic risk and the need for additional research.

At the end of the dissertation, Tihomir Rashev identifies six original scientific

contributions and five contributions of applied significance. I agree with this assessment. I

would particularly emphasise the inclusion of genetic investigations, such as the studied

ADIPOQ rs266729, LEPR Q223R and LEP -2548G>A polymorphisms, alongside the standard

clinical and biochemical investigations of patients. This approach could improve diagnostic

assessment and support the development of an individualised approach to the treatment and

prevention ofmetabolic syndrome and obesity.

The inclusion of a section entitled "Future Directions and Perspectives", presenting

eight areas for further research, makes a very positive impression. This is commendable,

particularly in view of the sustained and long-term commitment required for scientific work.
The present dissertation clearly appears to be the beginning of a broader research project within
the scientific activities of Medical University — Pleven. The doctoral candidate deserves

recognition for this achievement.

In connection with the dissertation, three publications by the doctoral candidate in peer-
reviewed journals and three congress presentations have been submitted. These meet the

minimum national requirements as well as the requirements of Medical University — Pleven.

The dissertation includes four appendices. They contain valuable literature summaries

(Appendices 1 , 2A and 2B), the patient information sheet and informed consent form (Appendix

3), and the methodology for salt extraction ofDNA (Appendix 4).

The dissertation abstract, comprising 76 pages, has been prepared in accordance with

the applicable regulatory requirements.

Personal Impressions



Although I do not know Tihomir Rashev personally, the impressions shared with me by
his colleagues have been excellent. He not only demonstrates outstanding professional, teaching

and scientific competence, but also shows highly commendable organisational skills. He is
respected by both his students and his academic colleagues at Medical University — Pleven. The

present dissertation is a natural and well-deserved stage in his academic development.

Conclusion

The submitted dissertation entitled "Changes in Orexigenic and Anorexigenic Genes

Regulating Energy Homeostasis and Their Role in the Development of Obesity and Metabolic

Syndrome", presented for the award of the educational and scientific degree "Doctor" (PhD)

by Tihomir Rumenov Rashev, doctoral student at the Department of Anatomy, Histology,
Cytology and Biology, Faculty ofMedicine, Medical University — Pleven, under the scientific
supervision of Assoc. Prof. Stefan Venelinov Trifonov, MD, PhD, complies with the

requirements ofthe Law on the Developmentofthe Academic Staff in the Republic ofBulgaria,
the Regulations for its Implementation, and the Regulations for the Development of the

Academic Staff at Medical University — Pleven for the award of the educational and scientific
degree "Doctor" (PhD). The author demonstrates thorough scientific, theoretical and practical

training, as well as the ability to conduct independent scientific research. I have found no

evidence of plagiarism in either the dissertation or its abstract.

I vote in favour and recommend that the members of the Scientific Jury award Tihomir

Rumenov Rashev the educational and scientific degree "Doctor" (PhD) in Higher Education

Area 7. Health Care and Sports; Professional Field 7.1. Medicine; Doctoral Programme

"Anatomy, Histology and Cytology".

11 August 2026 Academic opinion prepared by:

/Assoc. Prof. Dragomir Dardanov, MD, PhD/




