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CTAHOBMIIE

ot Jlou. [I-p Aparomup JlanuioB JlapaaHos, A.M.

Kareapa ..,Anaromus 1 Buomexanuka™, Hauuonansa cnioptHa akagemus ,.Bacun Jlescku®,
Kimnuka no xupyprus, YMBAJI ,,JIozenen, Codus

OTtHocHo [lucepTaunoHeH TPyX 3a NMPUCHXKAaHe Ha 00pa3oBaTeIHaTa U HayuyHa CTEINeH
.Joktop” B ObnacT Ha Buciue odpa3oBaHue 7. 3apaBeonaspaHe u cnopt; [Ipopecnonanto
Hamnpasienue 7.1. \Meanuuna™; Jloktopcka nporpama ,,AHaTOMHS, XUCTOJIOTUS U
LUTOJIOTHSA™

Ha TeMa ,.[[pOMEeHHU B OPEKCUTeHHH U QaHOPEKCUTeHHM I'eHH, PErYIUpalli eHepruiiHara
XOMEOCTa3a M TAXHATA POJiS B PAa3BUTHETO HA 00E3UTET U META0OIUTEH CUH/POM ™,

ABTtop: Tuxomup PymeHoB Pames, 3aunciieH KM Kareapa .,AHaTOMHS, XUCTOJIOTHS,
LUMTOJIOTUS ¥ Onosiorus” nipu ¢axynreT ,,MenuuuHa™ Ha MeTMUMHCKH YHUBEPCHTET -
[1neBeH.

Hayuen powxosoauren: Jlou. [I-p Credan Benennnor TpudoHos, a.m.

OcHoBaHMeE 32 CTAHOBHILETO

HacTosmoTo cTaHOBHUIIIE € U3rOTBEHO B M3M'bJIHEHHE HA pelleHHe Ha AKaJIeMHYHHUS
cbBeT Ha MenuuuHcku yHuBepeuteT - [Tnesen (ITpotoxon Ne 14 ot 30.06.2026 r.) u 3anosen
Ha Pexropa Ne 1992 ot 01.07.2026 r. 32 Ha3Ha4yaBaHe Ha HAYYHO XXYPH, 3a IPOBEXK/AHE HA
myOiuYHa 3alUTa Ha JUCepTalMOHEeH TPy Ha Tema .. [IpOMEHH B OPEKCHTEeHHHU U
AQHOPEKCUT€HHH T€HHU, PErYIMpallld eHepruifHaTa XOMe0CTasa v TAXHATa poJis B pa3BUTHETO
Ha 00e3UTeT ¥ MeTabOTUTEH CHHIPOM™, npejicTaBeH oT Tuxomup Pymenos Pawies —
JOKTOPaHT B pefioBHa (hopMa Ha 0Oy4eHHe KbM KaTeapa ,,AHaTOMHUS, XHCTOJIOT s, LIMTOIOTHS
¥ Ouosnorus™ npu ¢axyarer ,,Meauuuna™ Ha MeauuuHcku YHuBepcurer - [1nesen, 3a
npu00KMBaHe Ha oOpa3oBaTeliHa U HayyHa CTENeH JOKTOP B MPO(hEeCHOHATIHO HaNpaBJIeHHe

~MeauuuHa™, I0KTOpcKa nporpama ,,AHaTOMHsl, XHCTOJIOTHs ¥ LIUTOJIOTHA™.

KpaTtkn 0norpadpuynu JaHHH

Tuxomup Paiues e poaex npes 1979 r. 3apspiusa cpeaHo obpasopanue B CY ,,CrosH
3aumoB™, rp. [Tnesen. I1pe3 2008 r. ce qunsiomupa ot Coduiicku ynusepucrert ,.CB. KiinmeHT

Oxpuacku®, Buosnoruuen dakynrer karo 0akanabsp MoJleKynspeH 6uovtor, a ripe3 2011 r. karo



MAarucThp MO MOJIEKYJIsspHa O1oorus — PU3HONOrHs Ha XKUBOTHUTE U HOBCKA OT ChIIMA
yuupepeurter. [Ipe3 2019 . npuo61Ba CHEUMAIHOCT 10 AHATOMHS, XMCTOJIOrHA U ITHTOI0MHA
or MVY-ITnesen. Or 2018 r. 10 cera € aCUCTEHT B CEKTOP ,,AHATOMMS, XUCTOJIOTUA U
LIMTOJIOTMS" HA KATEAPa ., AHATOMUS, XMCTONOTHs, LIMTOJIOTHs U GMOJIOrHs ™ IPH paKy1TeT
Memuuuna" Ha Meaunuucky YausepcuteT — [Tnesen. Paborui e karo 3aBexall
MOJIEKY/ISIpEH GHOJIOT B YHHBEPCUTETCKA J1a00paTopysi 3a HayUHH M3C/IE/ABaHNs Ha MV-
[Tneen B nepuoaa 2013-2018 r. MiMa akTHBHA NIpenoaBarelicka ACHHOCT MO LUTOJIOT U,
XHCTOJIOTHS, EMOPHOJIOTHSA M MOJIEKY/IpHa OHONOTHS Ha CTYJICHTH 110 MEULMHA. Y4acTBal ¢
B OPraHM3allMOHHMTE KOMUTETH Ha 2 HayuHu koH(eperunn B MY-I1nesen npes 2014
Basiee anruiicky e3uk. I1y6ivKyBa pefloBHO B CrIeLMaTM3UPaHK ObATapCKy 1

YyXXJACCTpaHHM Hay4dHH CIIMCaHHA.

OneHKa HA ANCePTALHOHHUSA TPYA

Temara Ha JUCEPTALIMOHHUS TPY/ € aKTyaJlHa U TPETHpa npo6nema 3a 3aTJIBCTABAHETO
H MeTabOJHUTHHUA CHHIAPOM. npeﬂCTaBeHH ca pe3yjJTaTH OT KOMIUIEKCHH NpOoy4YBaHHA Ha
[IPOMEHHUTE B OPEKCUT€HHHU U aHOPEKCUTCHHHU I'€HH, peryinpauu CHCpFHﬂHaTa XoMeocTasa B

raToreHesara Ha o0e3uTeTa.

O0eMbT Ha JMCEPTALMATA € CbOOpa3eH U OTroBApsS HA HOPMATHBHUTE M3HUCKBAHUSA 32
JIUCEPTALMOHEH TPyJ 3a npuaoOuBaHe Ha oOpasoBatenHa M Hay4yHa creneH .Jloktop™.
Jlucepraumsta e HanvcaHa Ha 164 cranjapTHi MalIHHONKCHHU cTpanuuu. Yima 34 durypu u 20
tabnuum. ChbAbpKaHUETO HA TPYAa € pasmpeseiicHO B CIEJHHTEe pasjend: BbpeneHwue,
Jluteparypen o63op, [lenu, 3amausr u Metoamunu noaxoau. Pesymratu, OOcwxnaHe Ha
pesyararure, 3akimodenue, M3oau, [Ipunocu, Bwaemm Hacoku 3a pasBuTHe. 3aBbpLIBA C

oubnuorpadus, KoATo ChabpKa 298 uTepaTypHu U3TOYHHUKA.

JlutepaTypHHUAT 0030p € 3abI00YEH, H3110,13Ba CbBPEMEHHH U3TOYHUIIM U OTrOBaps Ha
Temara. TuxoMup PaiueB rmokaszpa OTJIMYHO [MO3HABaHE HA HAJIMYHATA JIMTEPATYpa 110 BBIIPOCca,
CHCTEMATHYHO NPEACTaBs HACTOAIIMTE 3HAHHS 110 BbIIPOCa KaTo AeUHMpPa TOUYHO CIIOPHUTE H
JMCKYTaOMJIHW MOMEHTU. [lo-cneuuaJHO B JIMTEpATYpHHAT 0O30p Ce akKIeHTUpa Ha
MopdoTOTHYHHTE U QYHKUMOHAIHU XapaKTEPUCTHKH HAa MacTHaTa ThKaH, JIMIIOreHe3ara U
nunonuszata. O6pbla ce BHUMaHHE HAa €HIOKpHHHATa QYHKIMS Ha MacTHATa ThKaH, MMalla
3HAYEHUE 32 PA3BUTUETO HA METAaOOIMTHUS CHHIPOM H 00e3uTeTa. BaXHO MACTO € OTACIEHO
Ha JIENTHHA, JENTHHOBUS PELENTOp M aJMIOHEKTMHA. XHUIOTAIaMyChT U HETOBUTE s/pa H

HECPBHU NbTHILA Ca NPEACTABECHHU 331bJ00YEHO U KPUTHYHO BBB Bpb3Ka C peryjauusaTa Ha



areTMTa, rj1aja u eHepruiHara xomeocrasa. OpeKCHreHHUTE ¥ aHOPEKCUIeHHHTE MENTHIM U
TEXHUTE PELENTOpU Ca INperjeHo oTpa3eHH. B o0630pa u Hakpas ce mpaBsaT 0600LIEHHS,

[IOKa3BallH 00JIACTUTE C HYXJa OT ITOBEYEC IIPOYyYBaHHA.

Jlebunupanu 3a ase uenu. TIXHOTO AedUHUpAHE € ICHO U KOHKPETHO. 32 NOCTUIaHeTO
MM Ca MOCTaBEHH 7 3a/la4yd, CJeJ pEelIaBaHEeTO Ha KOMTO Ja Ce MpeJCTaBH M aHAIW3Hpa
acouuanusra Mexay nonumoppusmure AdipoQ rs266729, LEPR Q223R u nonumopdusma B
rena LEP ¢ pucka ot 3aTirecTsiBane, 3axapeH 1uabeT THIT 2 ¥ CBbp3aHUTe KapAHOMETab0IMuTHH
HapylLIEHUs B ETHUYECKH XOMOreHHa nonynauus ot CeBepo3ananHa brirapus, KakTo U jaa ce
aHaTM3Mpa pa3Npele/IeHHeTO Ha TEHOTUIIHUTE M aleJIHUTE 4YeCTOTH Ha W3CJEeABaHUTE

HOHHMOp(bPBMH [IPpH NMalUEHTH C MeTabOIUTEH CHHAPOM H 3JIpaBH KOHTPOJIH.

Marpuanure u Mmeroaure, kouto T. PaiieB u3moa3ea OTroBapsAT HaMbJIHO Ha
MocTaBeHaTa Lesl M 3a7auyd. PaszgensT e HamucaH C BeIUWHA M IOKa3Ba IO3HABaHETO Ha
meronosiorusTa. Iloa0paHUAT KOHTHHIEHT CYOEKTH M MpPOTOKONBT Ca aJeKBaTHU Ha
npoyuysaHero. W3cnenBanetro e oa06peHo ot Komwucusta mno Etuka Ha HaydHo-
u3cnenoparenckara aedHoct Ha MYVY-IlneBeH. Bceuuku ydyacTHHIM ca  MOJANMUCATH
uHpOpMUpaHO cbIylacHe. V3moa3BaHMTE METOAM Ca SICHO OIMCaHH: JOKYMEHTAIHO-
COLMOJIOTMYECKH, KIMHHYHH, KIMHWYHO-Ta00paTOPHH M TEHETUYHH  U3CJIEJBAHHUS.
CratucTHyeckara 00OpadOTKa Ha JaHHUTE € M3BbpLIEHA CbC CHBPEMEHHA KOMITIOThPHA

nporpamMa 4pe3 U3MoJI3BaHe Ha aACKBAaTHU CTaTUCTUYECCKH METOIH.

Yactra ,.Pe3yntatu™ cTerHaTo ¥ KOHKPETHO TNpPEACTaBs COOCTBEHWTE pE3YJITATH.
AHaJIM3|par ce pe3yaTaTUTe, MOTyYEeHH OT OTJACTHUTE METOH Ha U3cieBaHe. KOMIUIEKCHUST,
UHTErpaTUBEH MOAXOJA, BKJIIOYBALl OLUEHKATa KAaKTO Ha KIMHUYHHTE M CTaHJapTHUTE
KHHHH‘!HO-IIaGOPaTOPHH U3CJie/IBaHUs, HO U Ha JIaHHUTE OT I'CHETHYHHUTE H3CJICABAHHUSA €
B&XHO, KaKTO OT TEOPETHMYHO, Taka M OT MNpaKTHUecKo 3HayeHHe. C KOMIETEHTHOCT ce
OOSICHSIBAT U WHTEPNPETHPAT Pe3yITaTUTE KaTo ce 00pbllla BHUMAHHE Ha PA3IMKHTE MEXIY
3aT/BCTEIUTE M HE3aTNIbCTENIUTE Xopa. PasgensT e Oorato WIOCTpupaH., TabauuuTe M

JArdarpaMuTe ca uucbopmamsﬂu U YJIC€CHsBAT YUTATEIIA.

Paznenst ,OOchXaaHe Ha pe3yiraTuTe” TpeaCcTaBs 3a1bA00YEH aHaIW3 Ha
TOIyYEHUTE PE3YJITATH B CBETJIMHATA HA CHBPEMEHHOTO CHCTOSHUE Ha HayKaTa M JJaHHHTE Ha
ApyruTe uscienosaten. JIuun cnocoGHOCTTa Ha JIOKTOPAHTa KPUTHYHO J1a aHAJIM31pa, KaKTo

HY6HHKYBaHHTe CTaTHH. TakKka U COOCTBEHUTE pe3yiaTaTrHu. OcseH TOBa Ce I0Ka3BaT CHJIHHTE



CTpPaHH Ha NpOYYBAHETO KATO HE C€ CIIECTSABAT OrpaHUUYCHUATA Ha NPOBEACHOTO H3C/ICABAHE,
OrpaHM4CHus, NMOPOACHU B MOBEYETO Cilly4dau OT 00EKTHUBHA PEaIHOCT, @ HE OT CyGCKTPlBHH
HU3CIICOOBATEIICKU MPOIMIYCKH. I/IHTepeCHH 3a 00CHKIAHUSTA 32 HAJIMYMETO HA CTAaTUCTUYECKA
pa3iiuKa MeXAy OTACIHUTE NapaMEeTpy U HAJTUHYHETO Ha 3aT/IbCTABAHE. Tosa cbe CHI'YPHOCT €

OT I10JI3a 3a IUIAaHHPpaHEe Ha ObaeLIU MIpOy4YBaHHW4A Y 3a MpaKTH4YCCKaTa KJIMHUYHA [IpaKTHKa.

JlucepTralMOHHMS TPYA 3aBbpliBa CbC ,,3aKJIIOYEHHE™ NpEACTaBALIO 000OUIeHHE Ha
M3BBPIICHOTO TpoyyuBaHe. JlepuHupann 8 W3BOAM, KOUTO SCHO MOKA3BaT W3IIBIHEHHETO Ha
MIOCTAaBEHHTE 3a/1a4¥l U OCHILECTBABAHE HA LIEJIMTE HA M3cieaBaHeTo. M3BoauTe u3uepnareiHo
onpenensaT Bpb3kara Ha nonumopduzmute AdipoQ rs266729, LEPR Q223R u nonrumopdusma
B reHa LEP ¢ pucka oT 3anrbeTsaBaHe, 3axapeH AuadeT THII 2 ¥ CBbP3aHHTE KapAMOMETa00IMTHH
HapyuieHus. ITo TO3M HauMH ce 3aTBBpXKJaBa HAJMYMETO HA MHAMBUAYAJIHH pa3ivyus B

MeTabOJIUTHHUS PUCK U HYyXJlaTa OT JONBJIHUTECIIHU U3CJICABAHUA.

Ha kpas Ha aucepraumsita Tuxomup Pames e nedunupan 6 mpuHOCH ¢ OPUIHHAJIEH
XapakTep 1 5 IPUHOCH ¢ NPHIIOKEH XapaKTep Ha AUCEPTALMOHHHUS CH TpyA. ChIVIaCeH CbM THX.
ITo3BossiBaM CH J1a aKLIEHTHPaM Ha BKIIOYBAHETO HA FTeHeTHYHHU W3CIeIBAaHUS KaTO TPOYYEHUTE
noaumopdusmMu ADIPOQ rs266729, LEPR Q223R u LEP -2548G>A kbM CTaHIapTHUTE
KJIMHUYHU U OMOXMMHYHM M3CJICBaHUS Ha nauueHTUTe ToBa O J0BeNO 10 1ojoOpsiBaHe Ha
JIMarHoCTHKara U le(MHUpaHe Ha WHIUBUIYaTM3UPaH MOJXO0/ B JIEYEHUETO U NPOHIaKTHKaTa

Ha MeTabOTUTHHSA CHHIPOM U 3aTIBCTABAHETO.

Jlo6po BrieyaTiieHUe MpaBy BKJIOYBAHETO Ha pa3zed .,bbaein HaCOKH U NePCeKTHBH ™,
KBAETO Ca MpeACTaBeHH 8 oOnacTH 3a cijejBaily MpOy4YBaHMs. TOBa € MOXBAJIHO, UMANWKU
MpeaBU NPOABDKUTEIHUA M ABJITOJIETEH TPYA B HAyYHOTO MOTMpHILe. SIBHO Hacrosuiara
JIMCEpTaLMs € HA4YaJlo Ha I10-TOJIsIM [IPOEKT OT Hay4yHO-H3cJieoBareicKara jAedHocT Ha MY-

[IneseH. ﬂﬂcepTaHT’bT C IIpaBoO 3acjry)KaBa aiMHpaLUu.

BbB Bpb3Kka ¢ AMCEpTALMOHHMS TPY/ Ca NMPEACTaBeHH 3 nyOIMKauMK Ha AOKTOpaHTa B
pedepupanu crnucaHus M 3 ydactus B KOHIrpecd. ToBa ChHOTBETCTBA HA MHHHUMAIHHTE

HallHOHAJ/IHU U3UCKBaHMA U Ha U3UCKBaHHUsiTa Ha MY -ITneseH.

KbM aucepraumsrta uma 4 npunoxeHus. Te MpeAcTaBAT KaKTO LEHHH JIMTEPaTypHU
obobumenus /Ilpunoxenune 1, 2A u 2B/, undopMauMOoHHHS JHMCT 3a I[ALKMEHTAa H

unpopmupanoto ceriacue /IIpunoxenue 3/, Taka ¥ METOZOJIOTUATA 3a CONEBA €KCTPAKIMA Ha
JIHK /TIpunoxenue 4/



ABTOpedepar Ha AUCEPTALMOHHHUS TPYA B 00eM OT 76 cTp. € 0hOPMEH CBHIVIACHO

HOpMaTHBUHTC HU3UCKBaAHHU4.
JIM4YHH BHIEYAT/ICHUSH

be3 1a noznaBam nuyHo Tuxomup Paiies, BrieyatyieHHsITa, CIIOAEICHH C MEH OT HETOBH
KOJIETH ca BelMKonenHu. ToW He camMo JeMOHCTpUpa OTIMYHM NpodeCHOHAHH
TMPENOAABATE/ICKM U HAyYHHM KOMTETEIMH, a ¥ TOKa3Ba 3aBW/IHKW OpraHU3allMOHHU YMEHHS,
yBa)XKaBaH € OT CBOMTE CTYICHTH M Koyeru npenonasarenu B MY-Ilnesen. Hacrosimara

JAUcCEpTanui € 3aK0HomepeH €Tarl OT aKaIEeMHUYHOTO My pa33nme.
3aKk/IloYeHHe

[IpeacTaBeHUAT AuCEpTALMOHEH TPYA ,.lIpOMEHH B OPEKCUTEHHH W AHOPEKCHUTE€HHH
TeHH, peryjMpalld €HepruiiHara XoMeocTasa W TSXHaTa pojis B Pa3BUTHETO Ha OOE3UTET U
MeTabOIMTEH CHHIPOM™ 3a MPUCHXK/IaHe Ha oOpa3oBaTelHaTa U HayyHa CTENEH ,.JOKTOp™, ¢
asrop Tuxomup Pymenos Paiues, 3auncieH kbM Karepa ,,AHaTOMHUS, XUCTOJIOTUs, LIUTOJIOTHS
u 6uonorus’ npu ¢dakyiret Meauunna” Ha MenuuuHckn YHuBepcuTeT - [lneBeH u HayueH
posroBoguten: Hou. [I-p Credan Benenunos TpudoHoB, 1.M., 0TroBaps Ha W3HCKBaHUATA HA
3PACPB, na IlIpaBuiiHMKa 3a HEroBoTo NpuiokeHue u Ha llpaBunHuka 3a pasBUTHE Ha
akanemuynus cectaB B MY-ITneBen 3a npucbxaane Ha OHC , Jloktop™. ABTOpBT MOKa3Ba
3a]bI00YEHA HAYYHO-TEOPETHYHA M IpaKTHYeCKa [IOArOTOBKA M CIIOCOOHOCT 3a
CaMOCTOSTETHA HAyYHOM3CIeI0BaTe IcKa paboTa. B muceprauusra u aBropedepara KbM Hesl He

CbM YCTAHOBUWJI HAJIMYUE Ha IJIaruiarcTBo.

[7lacyBaM ¢ MOJIOKHTEJeH BOT M Ipejiaram Ha yieHoBeTe Ha Haywnoto xypu na
npuchaaT Ha Tuxomup Pymenos PaieB oGpa3oBaTenHara 1 Hay4Ha CTeneH ,,10KTop” B O6nact
Ha Buclle obpasoBanue 7. 3apaBeonasBaHe u cnopt; Ilpodecronanno nampasienue 7.1.

.Meauuuna” B JOKTOpCKa nporpama ,,AHaTOMHS, XUCTOJIOTHS U LIUTOJIOTHA™

Ha ocHoBanume 4n.59 ot 33J/14
2026 T. H3roTBHII CTAaHOBUIIIETO:

/Jou. I-p Aparomup JlapaaHos, /.M.






ACADEMIC OPINION
by Assoc. Prof. Dragomir Danilov Dardanov, MD, PhD
Department of Anatomy and Biomechanics, National Sports Academy “Vassil Levski;
Department of Surgery, Lozenets University Hospital, Sofia

Regarding a dissertation submitted for the award of 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”

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 of Anatomy,
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 of Obesity and Metabolic Syndrome”, submitted by Tihomir
Rumenov Rashev, a full-time doctoral student at the Department of Anatomy, Histology,
Cytology and Biology, Faculty of Medicine, 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 of Biology 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 of Animals 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 of Anatomy, Histology,



Cytology and Biology, Faculty of Medicine, 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 of obesity 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 of the 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 15266729, 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 of metabolic 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 of DNA (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 of Medicine, Medical University — Pleven, under the scientific
supervision of Assoc. Prof. Stefan Venelinov Trifonov, MD, PhD, complies with the
requirements of the Law on the Development of the Academic Staff in the Republic of Bulgaria,
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™.
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