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Hayuen prroBoauren: nou. 1-p Credan Benennnos Tpudonos, .M.

1. OG0 npeacTaBsiHE HA NPOLIEAYPATa H AOKTOPAHTA

Coe 3anoBex Ne 1992/01.07.2026 r. na Pexropa Ha MeauIMHCKH YHUBEPCUTET — [I1€BEH ChM
onpezieiena 3a wieH Ha Hay4HOTO XypH IO IIpoleaypaTa 3a NPUCHXK/IaHe Ha oOpasoBaTe/IHaTa U
HAay4YHATa CTeNeH ,,A0KkTop* Ha Tuxomup Pymenos Pames no npopecronanno Hanpasienue 7.1.
MeauuMHa, JOKTOPCKA IporpamMa , AHATOMHS, XHCTOJIOTHS H HTOJIOrHA .

[Iporeypara o OTKpUBaHe W MPOBEXIAHE HA 3alllMTaTa € OpraHu3MpaHa B CbOTBETCTBHE C
M3MCKBAHMATA Ha 3aKOHA 3a pa3BUTHETO HA aKaJeMH4HHs cbcTaB B PemyOmuka boirapus,
[IpaBUIHMKA 3a HErOBOTO NpHWIaraHe W BBTPEIIHMTE HOPMATHBHM aKTOBe Ha MeauiuHCKH
yausepcuteT — IlneBeH. IIpeJcTaBeHMAT KOMIUIEKT IOKYMEHTH € IIBJIEH U OTroBaps Ha
HOpPMATHBHMTE M3WMCKBAHHS 3a JONyCKaHe 10 MyOnuyHa 3ammra. Jleknapupam, 4e HsMam OO
HAYYHH TPYJIOBE C JOKTOPAHTA U HE ca HAJIMLE 0OCTOATENCTBA, MOPAX/Ialli KOHIMKT Ha HHTEPECH
BbB Bpb3Ka C HACTOAIIATa IIPOILEaypa.

Tuxomup Pymenos Pames e ponen Ha 08.06.1979 r. B rp. [lneseH. 3aBbpluBa CPpeTHOTO CH
obpasosanue B COY ,,CrosiH 3aumoB™ — rp. IlneseH. AkageMuyHaTa My MOArOTOBKA 3alo4Ba B
Co¢uiicku ynusepcuter ,,CB. Kimment Oxpuiacku®, kbmero mpes 2008 r. npunodousa OKC
,0aKanaBpp™ Mo crnenuansoct ,,MorekysipHa 6uonorus™, a npe3 2011 r. — OKC ,maructsp™ 1o
CreIMaIHOCT ,,MoeKynsapHa GuoJorus™, MarucTbpcka nporpama ,,Ou3HOJIOTHs HA KUBOTHUTE U



yopeka“. IIpe3 2019 r. npupobuBa crneuuManHoOCT ,,AHATOMHUS, XUCTOJIOTHMS W ILIMTOJIOTHS™ B
Meaunuscku yHuBepeuteT — [IneBeH.

[Tpodecuonannoro passutue Ha Tuxomup PymenoB PameB e cBbp3aHo ¢ MeaMUUHCKH
yuuBepcuter — [lneBen. Ot 2013 mo 2018 r. paGoTu Kato 3aBexJall MOJEKYJSIpeH Ouojor B
YHUBepcUTETCKaTa jJaboparopusi 3a HayuyHu u3cienBanus, a or 2018 r. € acUCTEHT B CEKTOp
~AHAaTOMUS, XUCTOJIOTMS U LMTOJOTHMA" KbM Kareapa ,,AHAaTOMMs, XUCTOJIOTHs, LIUTOJIOTHS H
ouosorus™. OchlecTBABa IpenoJlaBaTesicka JEHHOCT CbC CTYJEHTH OT OBJIrapoe3ukoBO H
AHIJIOE3UKOBO OOy4eHHEe 0 AUCHMIUIMHATA ,,l[MUTOIOrus, XUCTONOrUSI U eMOPUONIOrus™, KakTo H
o0y4eHue 1o MeToIu B MOJIEKyJIsipHaTa Ouosiorusi. Hapen ¢ npenonaBarenckara cu padoTa yyactsa
aKTUBHO B Hay4yHOHU3CJIe[lOBaTelIckaTa JEHHOCT Ha KaTeapaTa, HacoueHa KbM IIPUIIOKEHHETO Ha
MOJIEKYJISIPHO-T€HETUYHUTE METO/IM B MEAUIIMHCKUTE U3CIIE/IBAHMUS.

ITpe3 2019 r. e 3ayucieH KaTo peJOBEH JOKTOPAHT IO JOKTOpCKa IporpaMa ,,AHaTOMHS,
XUCTOJIOTUSI MU LIUTOJIOTUA™ ¢ Hay4eH pbkoBoauTen jaoil. A-p Credan Benenunos Tpudonos, 1.M. B
paMKUTE Ha JOKTOPAaHTypaTa Hay4HUTE My UHTEPECH ca HACOYEHH KbM U3CJIE€/IBAHE HA TCHETUYHHUTE
MEXaHU3MH, y4yacTBAallld B peryjialusra Ha €HEepruiiHus OasaHC M pa3sBUTHETO HA OOE3UTET U
METabOJIUTEH CHHJAPOM — HpoOjeMaTHKa C BHCOKAa aKTYJIHOCT W CBHIIECTBEHO 3HAYEHHE 3a
ChBpeMEHHaTa (pyH/JIaMEeHTaIHA U KIMHUYHA MEUIIMHA.

BbB BpB3Ka € JUCEPTALIMOHHUS TPYA HAOKTOPAHTHT IMPEACTaBs HAy4yHU MNyOIMKauuu B
cnucanus, uHaekcupanu B Web of Science, kakTo v y4acTus B Hay4YHOM3CIIEJOBATEICKH MIPOEKTH U
HayyHu ¢opymu. IlpencraBeHara crnpaBka 3a H3MBJIHEHHE HA MHHUMAIHUTE HAIlMOHATHH
U3HMCKBaHMs II0Ka3Ba, Y€ IIPEJICTAaBEHUTE II0KA3aTeM HaJBUIIABAT MUHUMAJIHO H3UCKYEMUTE
CTOMHOCTH.

2. AKTYa/IHOCT HAa TeMaTUKATA

Temara Ha AucepTalMOHHUS TPYZA € TMOCBETEHA HAa €AMH OT Hal-3HAaYUMHUTE NMpoOJeMU Ha
CbBpeMEHHara MeauuuHa. [Ipe3 mocneaHUTE JIeCETUIIETHS dYeCcTOoTara Ha 3aTbCTSBAHETO M
MeTabOIUTHHUS CUHJIPOM HapacTBa HENMPEKBCHATO, KAaTO TE3M CHCTOSHHUS Ca CBBP3aHU C [MOBHILICH
PHCK OT pa3BMUTHE Ha 3axapeH AualdeT TUN 2, ChPAECYHO-CHJIOBH 3a00JIIBaHUS U peaulia JApYrH
XpoHW4HH 3a0osiaBanus. [lopanyu TOBa U3sSCHSABAHETO HA MEXAHU3MHTE, KOUTO CTOSIT B OCHOBATa Ha
TAXHOTO Bb3HUKBaHE, € 00EKT Ha 3aCUJICH Hay4eH HHTEpeC.

Makap 4e 3HaueHueTo Ha (PaKTOPUTE Ha OKOJIHATA Cpeia U HAaYMHA Ha )KMBOT 32 Pa3BUTHUETO HA
obe3uTera U METa0OJUTHUS CHHJPOM € Oe3CNOPHO YCTAaHOBEHO, ChbBPEMEHHUTE MOJICKYJISPHO-
I€HETHYHU U3CJIeABaHUS YOSMUTETHO JOKa3BaT CHIIECTBEHATa POJIi HAa FeHETMYHUTE (hakTopu B
peryjanusTa Ha eHepruiHus OajaHc ¥ MHAMBUYaTHATA NPEAPa3oI0KEHOCT KbM Pa3BUTHETO Ha
Te3u 3abonsBanus. OcoOeH HayyeH WHTEpeC NpPEeJCTaB/IsIBaT IE€HUTE, KOAUpPALIM MEIMaTOpH |
PELIENITOPH, y4acTBal{ B KOHTPOJIA HA alleTUTa, CHEPIUIHUS IIPUEM U EHEPTUMHUS pa3Xo/l, Thil KaTo
IeHETUYHUTE BapUalldd B TAX MOraT Ja MoAu(UUUpaT HWHAMBHAYAJTHHS PUCK OT pa3BUTHE Ha
obe3uTeT U MeTabOJIUTEH CUHPOM.

W3bpanara TemMa e akTyajiHa, Hay4yHO OOOCHOBaHAa M B CHOTBETCTBHE CHC CHBPEMEHHMTE
HarpasjeHHusl B 00JlacTTa Ha MOJIEKYJIsIpHaTa FeHeTHKa U MeTabojuTHaTa MeaunuHa. CuuraMm, ye
IIPOBEJCHOTO U3CJIE/IBaHE MMa KAKTO HAay4Ha, Taka U MpaKkTH4YecKa CTOMHOCT, Thil KaTo JONpHHACS
3a 10-100pOTO U3SICHSBAHE HA POJIsTA HA OPEKCUTCHHUTE U aHOPEKCUICHHUTE F€HH B aTOreHe3ara
Ha obe3uTeTa U MeTabOJIUTHUS CHH/IPOM.



3. [lo3naBaHe Ha npob.JieMa

JIOKTOpaHTBT JEMOHCTPHpPa MHOTO 10OpO N03HABaHE Ha Hay4yHaTa NpobiieMaTrKa, CBbp3aHa ¢
reHeTHYHUTE MEXAHW3MHM Ha peryJialis Ha eHepruiHaTa XOoMeocTasa, pojisTa Ha aJUIOKHHUTE
Pa3BUTHETO HA 0OGE3UTET U META0OIMTEH CHHAPOM. JInTepaTy pHEAT 0630p € CTPYKTYpHUpPaH JIOTHYHO
U TTOC/IE0BATEIHO, KaToO NPOCIIEiBa ChbBPEMEHHUTE NIPECTaBH 3a (PyHKIMATA HA MAacTHATa ThKaH
KaTo €HJOKPUHEH OpraH, OMOJIOTUsATa Ha JICITHHA, JIENITHHOBHUS PELENTOP U aIUIIOHEKTHHA, KaKTO U
MEXaHM3MHUTE Ha LIEHTpaIHATa PETYJIallis Ha XPaHUTEIHOTO NOBEICHHE U EHePrUiHuS OastaHc.

JlutepaTypHaTa crpaBka BKIOYBa 298 JIMTepaTypHH M3TOYHHKA, Karo INpeodiagaBar
ny6IMKa|d OT MOCJIEJHUTE JBE neceTunerHs. M3monsBaHu ca OpHUTMHAIHH HAay4YHH CTaTHH,
0030pHM MyOuKanuu ¥ QyHIaMEHTAIHH TPYJOBE, KOUTO OTPa3sABaT ChbBPEMEHHOTO ChCTOSHUE Ha
MO3HAHUSTA B 0OJIACTTa HAa MOJIEKyJApHATAa IE€HETHKa, CHIOKPHHOJIOTUATA M METabOJIUTHHUTE
3a6onsBanysa. 11000pPBT HA JIMTEPATypHUTE H3TOYHHLM € aJIeKBATEH Ha IIOCTaBeHaTa Lel H
OCHT'ypsiBa HAJISK/IHA TEOPETUYHA OCHOBA 3@ IIPOBEICHOTO M3CJIE/IBAHE.

CrenBa @ ce OTOENEXH, 4Ye JIMTEPATypHHSAT 0030p HE IpEACTaBiisBa camMO Iperjie] Ha
MyGIMKyBaHHUTE JaHHH, a [I0Ka3Ba yMEHHE HAa aBTOpa Jla aHAIM3Mpa M CHCTeMaTH3Hpa HAIHYHATA
HayuyHa uH(oOpMmaius. PasriefaHu ca OCHOBHMUTE MEXaHM3MM Ha JICITHHOBAaTa CHUTHAIM3alMs,
JIENITUHOBATA PE3MCTEHTHOCT, POJIATa Ha TCHETUUHHTE INOJIMMOPQU3MHM M TsAXHATa BpB3Ka C
Pa3sBUTHETO Ha METAaOOJNMTHHUTE HapylEHHs, KaTO € HampaBeHa sCHA Bpb3Ka MEKIY
CBILECTBYBAIMTE HAYYHH JI0KA3aTEJICTBA U NOCTABEHUTE 1IEJIM HA HACTOSIIOTO U3C/ICIBAHE.

JlutepatypHuAT 0630p Ch3JaBa HeOOXOAMMAaTa TEOPETMYHA OCHOBA 3a IIPAaBUIHOTO
dopMyIHpaHe Ha LENTa U 3aJadnTe Ha JUCEPTAlMOHHHUS TPy M YJIECHSBa MHTEPNpETAUUATa Ha
MOJIydeHuTe pesyiTard. ToBa IOKa3Ba 100pa OpHEHTAalMs Ha JOKTOpaHTa B CBBPEMEHHOTO
CHCTOSHME Ha MPodJIeMa U CIOCOOHOCT KPUTUYHO /12 aHAIM3UPa HATMYHUTE HAYYHH JaHHH.

4. MeToauKa HA H3CJIeABAHETO

M36panara MeToMKa € ChoOpa3eHa ¢ IOCTaBeHaTa el U 33/la4uTe Ha IUCEePTAllMOHHH TPY .
3a M3MBJIHEHHETO MM aBTOPHT € H3MOI3BAT KOMIUIEKCEH IOAXOM, BKJIIOYBALL KIMHUYHH,
AHTPONIOMETPUYHK, JAabOPATOPHH,  MOJIEKYJIAPHO-TEHETHYHH M CTATUCTHYECKH  METOIH.
KOMOHUHHpPAHETO Ha T€3W METOMM M03BOJISBA LSJIOCTHA OIIEHKA Ha BPB3KaTa MEXIY H3C/ICJIBAHUTE
FeHeTHYHHU TOJUMOPPU3MH ¥ PA3BUTHETO HAa 00€3UTET M METAOOIHUTEH CHHPOM.

U3ceBaHETO € HPOBEAEHO BBPXY H00Ope XapaKTepH3MpaHH TpyNH YYaCTHHIM, KaTo ca
AHAJIN3MPAHN KITMHAYHY, aHTPOTIOMETPUYHY ¥ OHOXUMHYHH TTOKA3aTeIH, KAKTO U IIOJIMMOPhU3MUTE
B reaute ADIPOQ, LEPR u LEP. M3non3Banute 1a00paTOPHA ¥ MOJIEKY IIPHO-T€HETHYHH METOAU
ca OIMCaHH MOAPOOHO U JaBaT BH3MOXKHOCT H3C/IEBAHETO 1a O'b/ie BH3IPOU3BEACHO.

CratucTHyeckara o6paboTka Ha pe3yJITaTUTE € aJieKBaTHA Ha XapakTepa Ha U3CIIEIBAHETO
I103BOJISIBA KOPEKTEH aHalM3 Ha nosydeHuTe AaHHHU. [ToabophT Ha M3MONI3BaHHUTE IOKA3aTeNd M
NIPUJIOXKEHUTE CTATHCTHYECKU METOIH € 000CHOBaH U CHOTBETCTBA Ha IIOCTABEHUTE LIEIH U 3aJ1a49H.

Cunram, ue u36paHaTa METOI0JIOTHS € ChBPEMEHHA U HAI'BJIHO MOIXOASIIA 32 H3ITBIHEHHE Ha
[I0CTAaBeHATa HayyHa 3aja4a. V3mon3BaHnTe METONM OCUTypsBaT HEOOXOAMMATa JOCTOBEPHOCT Ha
MOJTyYeHHUTE Pe3yJITaTh U Ch3aBar 106pa ocHOBa 32 GopMyIHpaHe Ha HAIPaBEHUTE U3BO/IH.

5. XapakTepUCTHKA H OLEHKA HA JHCEPTALHOHHHUS TPYA U NMPHHOCHTE

IIpencTaBeHMAT JMCEPTALMOHEH TPyA € paspaboten B obem or 159 crpanumum u e
CTPYKTYpPHpaH B CbOTBETCTBHE C H3UCKBAHKSATA 32 IUCEPTALMOHEH TPY . M3JI0)KEHHETO € JIOTHYHO 1



II0CJIEIOBATEIIHO, KaTO OTJACIIHUTE pa3/ieNiu ca 1o0pe OaslaHCUpaHy U OCUTYpSABAT IJIaBEH MPEX0/1 OT
JIMTEPATYPHHUS. 0030p KBbM IPEACTABSHETO, aHATH3a U OOCHIKIAHETO Ha COOCTBEHUTE PE3YJITATH.
TekcThT € OHarJIefieH ¢ MOAX0 Il Opoi Tabauuu U GUrypu, KOUTO yJIECHABAT B3IIPUEMAHETO Ha
NpEACTaBEHUTE JaHHHU.

LlenTa u 3a1a4unTe Ha U3CIIE/IBAHETO ca SICHO (GOPMYJIMPAHU U HAMHPAT CBOETO H3IbJIHEHHE B
npeJCTaBeHaTa eKcrepuMeHTanHa pabdota. [lomydenure pesynratd ca CHCTEMATH3UPAHH H
aHAJIM3UPAHU T10 MOJIXOMAL] HAauWH, a JUCKYCHsSTa MOKa3Ba J00po MO3HABaHE Ha JIMTEPATypPHHUTE
JAaHHM M YMEHHME 3a KPHUTHYHA MHTEpIpEeTalus Ha COOCTBEHHTE pe3yaTaTH. ABTOPBT YCIIEUIHO
CBIIOCTaBsl MOJIyYEHUTE JaHHU ¢ NyOJMKyBaHUTE B JMTEpaTypaTa MU apryMEHTHpa HallpaBEeHUTE
U3BOJIH.

Hayunute npuHocM ca 5CHO (GOpPMYJIMpaHH M NPOU3TUYAT JIOTUYHO OT IIPOBEIEHOTO
u3cienBane. [Ipuemam olieHKaTa Ha aBTOPa, Ye T€ UMAT KaKTO HAyYHOTEOPETUYEH, TaKa U IIPUII0KEH
xapakrep. OcoOeH HHTepec NpeaCTaBIsIBaT pe3yTaTUTe, CBbp3aHH C aHaJIu3a Ha MOJIMMOpdU3MHTE
B renure ADIPOQ, LEPR u LEP u TsaxHarta Bpb3Ka C pHCKa OT Pa3BUTUE Ha OOE3UTET U
MmetabonuteH cuHapoM. [lomydyeHuTe TaHHU JIOTPHHACAT 3a MO-A00POTO U3SCHSABAHE HA POJIATA Ha
reHeTHYHHUTE (PaKTOpH B HApyIIEHUATA HA EHEPrUuiiHaTa XOMeocTa3a U Morar ia ObJaT U3M0JI3BaHu
KaTo OCHOBA 3a ObJCIIM M3CIICABAHUS B Ta3K 00JIACT.

[Ipuemam dopMmynupaHuTe OT aBTOpa Hay4YHH NMpUHOCU. Te ca pe3ynraT OT CaMOCTOSITETHO
IPOBE/ICHO M3CJIE[IBAHE M CHOTBETCTBAT Ha IPEJCTABEHUTE pPE3YJITaTH W HAMPABEHUTE H3BOJIM.
Cumnrtam, 4e AUCEPTAMOHHUAT TPY A NPEACTaBIIIBA 3aBbPLICHO HAYYHO U3CII€/IBaHE, KOETO OTroBaps
Ha M3MCKBaHUsATA 3a pa3paboTka 3a npuaoduBaHe Ha 0Opa3zoBaTeHaTa U Hay4Ha cTeneH ,,JlokTop®.

6. Hayqnn nyﬁ.ﬂmcaulm H JIMYCH IIPHHOC HA JOKTOPAHTA

Pesynrature OT AMCEpPTalMOHHHS TPYA ca IPEJCTABEHH B TPH HAY4YHH MNyOJHKALMH,
nyOMKyBaHM B criucaHusi, uHaekcupanu B Web of Science, kaTo B 1B€ OT TSIX JOKTOPaHTHT € IbPBH
astop. [IpencraBenuTe myOauKauuu OTpa3siBaT OCHOBHUTE HayUYHH Pe3yJTaTH Ha AUCEPTALUOHHUS
TPY/J ¥ ca IOCTaThb4HU 110 00eM U Ka4eCcTBO 3a NpHa001uBaHe Ha 00pa3oBaTe/iHaTa U HayyHaTa CTENeH
JlokTop*. JIOKTOPaHTBT € HpPEACTaBHJI PE3yJTaTUTE OT CBOMTE H3CJIC/IBAHUS HAa TPH HAy4YHH
¢opyma u e yyacTBasl B U3NIBJIHEHHETO HAa YeTHPH HAYYHOM3CJIEJ0BATEJICKH NMPOEKTAa, KOETO €
[I0Ka3arell 3a aKTUBHATA My Hay4HOM3CJIE10BATEIICKa JAEHHOCT.

[IpencraBenara cripaBka 3a U3MBJIHEHHE HA MUHUMAJIHUTE HAllMOHAJIHU U3UCKBAHMs [10Ka3Ba,
4ye JIOKTOPaHTBHT MOKPUBA M3UCKBAHUATA HA 3aKOHA 3a Pa3BUTHUETO HA aKaJEMHUYHMs CHCTaB B
Peny6nuka bwiarapus u [IpaBuiiHuka 3a HEroBOTO NMpHIIaraHe.

Ot mpejcTaBEeHUTE MaTepUAIM CE€ YCTAHOBSBA, Y€ JOKTOPAHTBHT € ydacTBal aKTUBHO BbB
BCHUYKM €Tall¥ Ha HAyYHOTO H3CJIEJBAHE — OT IUIAHUPAHETO M MPOBEXIAHETO My J10 oOpaboTkara,
aHalM3a ¥ MHTEPIIPETALMATA Ha MOJIyYeHUTE pe3yaTatd. ToBa MM J1aBa OCHOBaHME Ja IpHeMa, 4ye
JIMYHUAT MY NIPUHOC IPU U3ITBIHEHUETO Ha JUCEPTALIMOHHUS TPY/l € CHIIECTBEH U O€3CIOpPEH.

7. ABTopedepar

[IpencraBenusT aBTOpedepar € M3roTBEH B CHOTBETCTBHE C YTBBPAECHUTE W3MCKBAHHUS 3a
npuaobuBaHe Ha oOpa3oBaresiHaTa U Hay4Ha cTerneH ,,JJokTop™. B cuHTe3upaH BUJ ca NpeACTaBeHH
aKTYaJTHOCTTa Ha TeMaTa, 1IeJITa ¥ 33JaunTe Ha U3CIIEBAHETO, MATEPUAIUTE U METOJUTE, OCHOBHHUTE
pe3yaTaTH, U3BOJUTE U HAYYHUTE NPUHOCH. ABTOpedepaThT KOPEKTHO OTpa3siBa ChAbPHKAHUETO HA
JUCEPTALMOHHUS TPYA W TpPEICTaBs OOCKTHBHO HAK-CHIECTBEHHUTE EJIEMEHTH Ha IPOBEICHOTO
U3CIIeBaHE.



3AK/IIOYEHUE

IIpencraBenusat qucepranuoned Tpya Ha Tuxomup Pymenos Pames Ha Tema ,,[Ipomenu ¢
OPEeKCUeHHU U AHOPEKCUZEHHU 2eHU, PeYIUPAUU eHEPZULIHAMA XOMEOCMA3a U MAXHAMA POA
6 pazeumuemo Ha obesumem u MemadoIUmMeH CUHOPOM “ IPEJICTABISIBA CAMOCTOSTEIHO HAYYHO
U3CJI€/IBaHe, IIOCBETEHO Ha aKTyaJeH U 3HaYMM MeIUKO-0uooruyeH npodieM. TpyasT ce oTinyaBa
¢ sicHO (opMyJMpaHa LieJl, aJieKBaTeH JW3aiiH ¥ MOJXO/IIa METOJOJIOTHS, KOPEKTHO IIPOBEIEHO
M3CJI€/IBaHE M apryMEHTHPaHO IPEACTaBsHE, aHAIM3 M OOCHKAAaHE Ha IOJIyUCHUTE pE3yJITaTH.
@opMyIMpaHUTE HAyYHU IPUHOCH NPOM3TUYAT JIOTUYHO OT IPOBEJCHOTO U3CIEIBAaHE H UMAT KaKTO
HAy4YHO-TEOPETUYHO, TaKa U MPHUJIOKHO 3HAUYEHHE.

JIOKTOpaHTBHT JEMOHCTpHpA 3aABJIO0UYEHH IIO3HAHHUS 10 U3CiIe[BaHaTa IPodIeMaTHKa, YMEHHUS
3a CaMOCTOSITENIHO IIJIJAHUPAHE U OCBILECTBSIBAaHE HAa HAYYHO H3CJIE[BaHE, KAaKTO M CIIOCOOHOCT 3a
KPUTHUYEH aHAJIU3 U 00EKTHBHA MHTEPIPETAllMs Ha OyYeHUTE pe3ynTatu. Hayunute nyOnukanuy,
CBBP3aHH C JUCEPTALMOHHMS TPYA, KaKTO W H3INBIHEHHETO HAa MUHUMAIHHUTE HAIMOHATHH
M3UCKBaHMsI, CBUJETEJICTBAT 3a HEroBaTa akTHBHA HAay4YHOM3CIIEJOBATEJICKA AEHHOCT U ChINECTBEH
JIMYEH IMPUHOC NTPH pa3paboTBaHETO Ha TUCEPTALUATA.

Bb3 o0CHOBa Ha M3JI0’KEHOTO CYHTaM, 4Ye [JUCEPTALHMOHHHAT TPYA OTroBapsi Ha
H3HCKBAHHATA HAa 3aKOHA 32 Pa3BUTHETO Ha aKaJeMH4YHHsA cbcTaB B Peny6imka Buarapus,
IIpaBniHMKa 32 HeroBoTo npujarade u [IpaBuiHNKa 32 pa3BUTHETO HA AKAAEMHUYHHSA CHCTAB
Ha Meaununcku yHuBepcuter — [lieBeH 3a mpuao0uBaHe Ha 00pa3oBaTeJIHATA W HAy4YHA
crened ,J/lokrop“. Ilopaam ToBa naBaM cBOSITA MOJIOJKHTE/IHA OLEHKA M NpexjaraM Ha
yBaxkaemoTo Hayuno xypu na npuchau Ha Tuxomup Pymeno Pames ofpa3oBarennara u
Hay4yHa cTemneH ,JlokTop“ nmo npodecnoHaaHo HanpapiaeHue 7.1. MeauuuHa, AOKTOpPCKA
nporpama ,,AHATOMHS, XHCTOJIOTUSI U LIUTOJIOTHS“.

Ha ocHoBaHume 4n.59 ot 33J/14

1.08.2026 r. HM3roTBHII CTAHOBHMIIETO: .oovvveeeeeeeeeniineeeeeens

Jou. n-p Apmune Bapnanu ['puropsH, a.m.






STATEMENT

by Assoc. Prof. Armine Vardani Grigoryan, MD, PhD
Department of Physiology and Pathophysiology
Medical University — Pleven

regarding a dissertation submitted for the award of the educational and scientific degree
“Doctor (PhD)”
professional field 7.1. Medicine
doctoral programme “Anatomy, Histology and Cytology”

Author: Tihomir Rumenov Rashev

Form of doctoral training: full-time

Department: Department of Anatomy, Histology, Cytology and Biology, Division of Anatomy,
Histology and Cytology, Faculty of Medicine, Medical University — Pleven

Dissertation Title: "Alterations in Orexigenic and Anorexigenic Genes Regulating Energy
Homeostasis and Their Role in the Development of Obesity and Metabolic Syndrome"
Scientific Supervisor: Assoc. Prof. Stefan Venelinov Trifonov, MD, PhD

1. General presentation of the procedure and the doctoral candidate

By Order No. 1992/01.07.2026 of the Rector of Medical University — Pleven, I have been
appointed as a member of the Scientific Jury in the procedure for awarding the educational and
scientific degree “Doctor” to Tihomir Rumenov Rashev in Professional Field 7.1. Medicine,
Doctoral Programme “Anatomy, Histology and Cytology”.

The procedure for the initiation and conduct of the dissertation defence has been organized
in accordance with the requirements of the Development of Academic Staff in the Republic of
Bulgaria Act, the Regulations for its implementation, and the internal regulations of Medical
University — Pleven. The submitted set of documents is complete and complies with the regulatory
requirements for admission to a public defence. | hereby declare that I have no joint scientific
publications with the doctoral candidate and that there are no circumstances giving rise to a conflict
of interest in relation to the present procedure.



Biographical information about the doctoral candidate

Tihomir Rumenov Rashev was born on 8 June 1979 in Pleven, Bulgaria. He completed
his secondary education at Stoyan Zaimov Secondary School in Pleven. His academic education
began at the Faculty of Biology, Sofia University "St. Kliment Ohridski", where he obtained the
educational and qualification degree of "Bachelor" in Molecular Biology in 2008 and the
educational and qualification degree of "Master" in Molecular Biology in 2011, having completed
the Master's programme in Physiology of Animals and Humans. In 2019, he completed specialty
training in Anatomy, Histology and Cytology at the Medical University — Pleven.

Tihomir Rumenov Rashev's professional career has been associated with the Medical
University — Pleven. From 2013 to 2018, he worked as Head Molecular Biologist at the University
Research Laboratory. Since 2018, he has held the position of Assistant at the Division of Anatomy,
Histology and Cytology within the Department of Anatomy, Histology, Cytology and Biology. He
is involved in the teaching of Cytology, Histology and Embryology to Bulgarian- and English-
language medical students and provides training in molecular biology techniques. Alongside his
teaching responsibilities, he actively participates in the Department's research activities, focusing
on the application of molecular genetic methods in biomedical research.

In 2019, Dr. Rashev was enrolled as a full-time PhD student in the doctoral programme
Anatomy, Histology and Cytology under the supervision of Assoc. Prof. Stefan Venelinov
Trifonov, MD, PhD. During his doctoral studies, his research has focused on the genetic
mechanisms involved in the regulation of energy homeostasis and the development of obesity and
metabolic syndrome—a research area of considerable importance for contemporary basic and
clinical medicine.

In connection with the present dissertation, the PhD candidate has published scientific
papers in Web of Science-indexed journals and has participated in research projects and scientific
conferences. The submitted documentation demonstrates that the candidate's academic
performance indicators exceed the minimum national requirements for the award of the educational
and scientific degree Doctor (PhD).

2. Relevance of the Topic

The dissertation focuses on one of the most important challenges facing contemporary
medicine. The continuously increasing prevalence of obesity and metabolic syndrome has made
these conditions a major public health concern due to their close association with type 2 diabetes
mellitus, cardiovascular diseases, and numerous other chronic disorders. Consequently, elucidating
the molecular mechanisms underlying their development remains a priority in biomedical research.

While the contribution of environmental and lifestyle factors to the development of obesity
and metabolic syndrome is well established, contemporary molecular genetic research has
convincingly demonstrated the important role of genetic determinants in the regulation of energy
homeostasis and individual susceptibility to these disorders.



The research topic is both timely and scientifically relevant, reflecting current advances in
molecular genetics and metabolic medicine. In my opinion, the study makes a valuable contribution
to the understanding of the role of orexigenic and anorexigenic genes in the pathogenesis of obesity
and metabolic syndrome and provides findings that may be of relevance for future research in this
field.

3. Knowledge of the Problem

The PhD candidate demonstrates a thorough understanding of the scientific background
related to the genetic regulation of energy homeostasis, the role of adipokines, and the
pathophysiology of obesity and metabolic syndrome. The literature review is logically structured
and provides a comprehensive overview of current concepts regarding adipose tissue as an
endocrine organ, the biology of leptin, the leptin receptor and adiponectin, as well as the central
mechanisms involved in the regulation of appetite and energy balance.

The bibliography comprises 298 references, the majority of which have been published
during the last two decades. It includes original research articles, review papers, and seminal
publications reflecting the current state of knowledge in molecular genetics, endocrinology, and
metabolic diseases. The selected literature is highly relevant to the objectives of the dissertation
and provides a solid scientific foundation for the study.

It should be emphasized that the literature review extends beyond a simple summary of
published findings. The candidate demonstrates the ability to critically evaluate and synthesize the
available scientific evidence. Particular attention is given to the molecular mechanisms of leptin
signalling, leptin resistance, and the contribution of genetic polymorphisms to the development of
metabolic disorders. Furthermore, the author successfully relates the existing evidence to the
objectives and research questions addressed in the dissertation.

Overall, the literature review provides an appropriate theoretical framework for the
formulation of the study objectives and facilitates the interpretation of the experimental findings.
It clearly demonstrates the candidate's comprehensive knowledge of the research field and his
ability to critically analyse and interpret contemporary scientific evidence.

4. Research Methodology

The methodology employed in the dissertation is well aligned with the stated aims and
objectives of the study. To address the research questions, the candidate adopted a comprehensive
approach integrating clinical, anthropometric, laboratory, molecular genetic, and statistical
methods. The combination of these complementary approaches enables a thorough evaluation of
the relationship between the investigated genetic polymorphisms and the development of obesity
and metabolic syndrome.

The study was conducted on well-characterized participant groups and included the
assessment of clinical, anthropometric, and biochemical parameters, together with the analysis of



polymorphisms in the ADIPOQ, LEPR, and LEP genes. The laboratory and molecular genetic
methodologies are described in sufficient detail to ensure the reproducibility of the study.

The statistical analysis is appropriate for the study design and allows for a reliable
interpretation of the results. The selection of the investigated variables and the statistical methods
applied is well justified and consistent with the objectives of the dissertation.

In my opinion, the methodological approach is contemporary, scientifically sound, and
fully appropriate for addressing the research objectives. The methods employed ensure the
reliability of the findings and provide a solid basis for the conclusions drawn.

5. Characteristics and Evaluation of the Dissertation and Its Contributions

The dissertation comprises 159 pages and is well structured in accordance with the
requirements for a doctoral dissertation. The manuscript is logically organized, with the individual
sections forming a coherent and well-balanced presentation that leads naturally from the literature
review to the presentation, analysis, and discussion of the original research findings. The text is
supported by an appropriate number of tables and figures, which facilitate the presentation and
interpretation of the results.

The aim and objectives of the study are clearly defined and have been successfully achieved
through the experimental work. The results are presented in a systematic manner and analysed
using appropriate approaches. The discussion demonstrates the candidate's thorough understanding
of the relevant literature and his ability to critically interpret his own findings. Furthermore, the
results are carefully compared with previously published studies, and the conclusions are well
supported by the available evidence.

The scientific contributions of the dissertation are clearly identified and arise directly from
the conducted research. I concur with the author's assessment that they possess both theoretical and
practical significance. Of particular interest are the findings concerning the association between
polymorphisms in the ADIPOQ, LEPR, and LEP genes and the risk of developing obesity and
metabolic syndrome. These findings contribute to a better understanding of the role of genetic
factors in the regulation of energy homeostasis and provide a valuable basis for future
investigations in this field.

I accept the scientific contributions presented by the author. They are the result of
independently conducted research and are fully supported by the presented results and conclusions.
In my opinion, the dissertation represents a completed and well-executed scientific study that fulfils
the requirements for the award of the educational and scientific degree Doctor (PhD).

6. Evaluation of the Publications and the Doctoral Candidate’s Contribution

The results of the dissertation have been published in three scientific papers in journals indexed
in the Web of Science Core Collection, with the PhD candidate serving as the first author in two
of them. These publications adequately reflect the principal findings of the dissertation and are of
sufficient scientific quality and scope to meet the requirements for the award of the educational
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and scientific degree Doctor (PhD). In addition, the candidate has presented the results of his
research at three scientific conferences and has participated in four research projects,
demonstrating sustained and active involvement in scientific research.

The submitted documentation confirms that the candidate fulfils the minimum national
requirements established by the Academic Staff Development Act of the Republic of Bulgaria
and its Implementing Regulations for the award of the educational and scientific degree Doctor
(PhD).

Based on the submitted materials, it is evident that the candidate has made a substantial
contribution to all stages of the research process, including the planning and execution of the study,
as well as the processing, analysis, and interpretation of the obtained results. This provides
sufficient grounds for concluding that his personal contribution to the dissertation is significant and
unequivocal.

7. Dissertation Abstract

The dissertation abstract has been prepared in accordance with the established requirements
for the award of the educational and scientific degree Doctor (PhD). It provides a concise and
well-structured presentation of the relevance of the research topic, the aim and objectives of the
study, the materials and methods employed, the principal findings, the conclusions, and the
scientific contributions.

The abstract accurately reflects the content of the dissertation and presents an objective
summary of the most significant aspects of the research.

CONCLUSION

The dissertation submitted by Tihomir Rumenov Rashev, entitled "Alterations in
Orexigenic and Anorexigenic Genes Regulating Energy Homeostasis and Their Role in the
Development of Obesity and Metabolic Syndrome" represents an independently conducted
scientific study addressing a highly relevant and significant biomedical problem. The dissertation
is distinguished by clearly defined research objectives, a well-designed methodological approach,
rigorous experimental work, and a well-reasoned presentation of the results. The scientific
contributions arise logically from the conducted research and possess both theoretical and practical
significance.

The candidate demonstrates a thorough knowledge of the research field, the ability to
independently design and conduct scientific investigations, and strong skills in the critical analysis
and objective interpretation of research findings. The scientific publications arising from the
dissertation, together with the performance indicators exceeding the minimum national
requirements, attest to the candidate's active research activity and substantial personal contribution

to the dissertation.



Based on the above, I consider that the dissertation fulfils the requirements of the Academic
Staff Development Act of the Republic of Bulgaria, its Implementing Regulations, and the
Regulations for the Academic Staff Development of the Medical University — Pleven for the
award of the educational and scientific degree Doctor (PhD). Therefore, I give my positive
evaluation and recommend that the esteemed Scientific Jury award Tihomir Rumenov
Rashev the educational and scientific degree Doctor (PhD) in Professional Field 7.1.
Medicine, Doctoral Programme "Anatomy, Histology and Cytology".
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