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Ho I[MCepTALMOHEH TPY/ 3a IPUCHKIaHe Ha oOpazoBaTeHaTa ¥ Hay4yHa CTEICH 'MTOKTOP'
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AmTop: 0-p BAHA MITJIVIIIEBA IIEHEEA
{Popma Ha JOKTOPAHTYPATA: TOKTOPAHT Ha CAMOCTOATCITHA IOrOTOBKA

‘CLarenpa: Kmunuuna naboparopus, MY - Ilnoaus
Tensa: CEPYMEH MEJIATOHHH ITPH XXEHH C METABOJIHTEH CHHIPOM
Hayueu psroBoaured: 1. Joy. o-p lopa Juwmnimposa Tepsuesa, O.:.

2. Ilpogh. 0-p Mumxo Jumuinpoe Mumkos, 0.m.

[. OGmo nmpecTaBsiHe HA NPOLIELYPATA M JOKTOPAITA

! [pe/icTaBeHHAT KOMIIIEKT MaTEPHAITH HA XapTHCH /€/IEKTPOHEH HOCUTET € B ChOTBEICTBHE C

w70 ‘1) or LPasmen: Ilpuno6usame ma ofpasosarenna u Hayda crenen , JIJOKTOP® B MY-
Tlhoesme (npasunank #Ha MY-TTnosaus ot 28.01.2021 r.) 1 BxiO4Ba CIe/THUTE NOKYMEHTH:

—  AproGuorpagus B eBponeiicku GopMar ¢ HOANKC HA JOKTOPAHTA
HorapuaiHo 3aBepeHo KOIHe OT JAMNI0oMA 3a BUcLe 0OpasoBaHwe
Zamosey Ne P-2539/18.10.2022r. 3a 3auncissane Ha A-p Bansa Munymesa [lenesa, xaro
LOKTOPAHT Ha caMOCTOATETHA TIOATOTOBKA [0 JOKTOPCKa IIporpama ,,KIMHuYHa nadopa-
Topus® kbM Karenpa o kmnenyEa naboparopus Ha M®, MVY-I1iosxus.
Zanoseq Ne P-3746/25.07.2025 wa zaM. pexrop mo HAJI, 3a oruuciseane Ha g-p Bans
Munymesa IleneBa, Karo MOKTOPaHT Ha CaMOCTOSITENHA MOATOTOBKE, CYUTAHO OT
23.07.2025r., ¢ 1paBo Ha 3alL1MTa 10 €HA FOIUHA.
TIposexane na u3nuT (3anosen P-509/08.03.2023r.) oT MHIHBHAYATHHS [11aH U CHOT-
reTeH MpoTokoi or 16.03.2023r. 3a u3nbprkaH MAMHT (IOKTOPAHTCKH MAHUMYM) IO CIle-
LMaTHOCTTa

—  Tlportokomn Ne 08/15.07.2025r. oT pazmumupes KaTeNpeH ChBET 3a 00CHK TaHe Ha JAHCepTa-
IJMOHHUS TPYJL ¥ B3€TH PCIICHHS 3a OTYHCNABAHC M TMPABO Ha 3alllUTa M 33 ChCTEB Ha Ha-
yYHO KypH (mpoBeieH cbriacHo 3anoseln NeP-2827/02.07.2025r. Ha 3aM pekTop 1O
HUJD)

~  Jlexnapauus Ha aBTOpa Ha AMCEPTAIMOHHMS TpyA A- lleHeBa, 3a OpHIHHAIHOCT U A0CTO-
EEPHOCT Ha AaHHUTE U TekcTa, oT 05.09.2025r.
JlucepraninoHeH TPy
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AsTopedepar

CruchbK Ha HaygHUTe MyOnuKaliy 110 TeMara Ha JcepTanisaTa
- Komnusg na nayynute nyonuxanun
-~ CHMchK Ha y4acTUATa B Hay4HE (OPYMHU

Cnucek Ha 3a0ens3aHu IUTHPaHE L

7. Kpartkn OsorpaduyHu JaHHY 32 IOKTOPAHTA

J1-p Bans Mumymesa Tlenesa e poaena Ha 16.09.1969r. Cpenro o0pa3oBaHne 3abpuIsa B
Tnosaue npes 1988r. ECITY ¢ mpernojapaHe Ha 3amagnyd esuny ., 'eopri Kupkop™. [1pe3
1994 r. ce AMTUIOMHMpA KAaTO MarkcThp N0 XymasHa Meauimna B MY — Ilnogxus. Ot 1995 no
1999r, creLmanusupa ,kmHugHa naGoparopas” B Karenpara no kiuHuyHe nabopaTopust Ha
MY — IlgoBaug. Tpugo6usa crennanzoct Ha 05.06.1999r.

PafoTy MOCTENOBATENHO KAaTo: ThProBeKH mpesctasiTen na Les Laboratories Servier — jio
2004r.; karo mexap-opaunatop B LIKII va YMBAJL ,,Cp. T'eopru® EA/I-IlnoBaue — no
2009r.; KaTo Jiekap — OPAMHATOP B KIMHIYHA nabopaTopusa Ha OTaeicHue 110 KapaHOXHyp-
rus na YMBAJI ..Cs. Teopru® EAJl-ILrosmue — no 2011 T.; KaTo METHIMHCKH OHOI0r B
ACM-BIO Laboratories France — mo 2014r.; 0THOBO KaTo JeKap — OPAHHATOP B KIHMEHYHA
~aboparopus Ha Oraenenue no kapapoxupypria #Ha YMBAJL,,Ce. ['copru® EAJI-TInosms —
o1 2014r. u no wacrosmem. Ot 20141. u mo HacTosiueM e acucteHT B Kareypara no KIHHUY-
na naboparopus Ha MY — I LnoBaue.

Ji-p llesesa e W3rpajieH CIENMATHCT [0 KIMHMYHa jnabopartopus ¢ mpeofnazasail TpYLOB

cTax B cTpykTypute Ha MY — [1noBaus.

1, AKTYaJHOCT HA TEeMATHKATA H Lejiech00PasHOCT HA NOCTABEHHTE e TH H 321441
MeraGonmuTHUST CHHAPOM TIPEACTARNIAB2 €WH OT Hal-CEPHO3HUTE MEIUKO-CONMATHH mpoo-
JEMU B CHBPEMEHHOCTTA, MTOPaIH CBOSTA BACOKA PAsMPOCTPAHEHOCT W BPb3KaTa My ¢ pelula
XPOHAYHH 3a00NsBaHUS — 3axapeH AnabeT THI2, apTepHarHa XMIIEPTOHUS, aTCpPOCKIepOsa U
CBDACYHO-CHAORH HHIMAEHTH. OcofeHo BHUMaHKE 3acilyKapa HapacTealara 4ecToTa Ha Me-
Tab0JIUTHUS CHHAPOM CPEJl JKEHHTE, BKTIOUUTENHO B PENPONEKTHBHA H IEPEMECHOIIAy3alHa
#B3PAcT, KOETO MMa 3HAYEHHEe HEC CaMO 3a HHIUBHIYATHOTO 37[paBe, HO H 32 OOLIECTBEHOTO
3IpaBeonasBane Karo 1su1o.

B 1oc/eAHUTE TOJWHH C€ HATPYIBAT JaHHH, Y€ METATOHMHBT — XOPMOE, CHHTC3MPaH OT
enuu3aTa ¢ U3paseH UMPKaICH PUTHM - HIPae CBINECTBEHA PO HE CaMO B perynangiaTa Ha
CbHfA. HO B B MCTabOJIMTHUTE NPOLCCH, AHTHOKCHIaHTHATA 3allliTa M €HIOKPHHHATA XOMEOC-
Ta3a. HapymeHusita B CeKpeLusiTa Ha MEIATOHHH CE€ CBBP3BaT C HHCYJIMHOBA PE3UCTEHTHOCT,

LHCIMITMAEMHES M 3aTIBCTABAHE, KOUTO Ca OCHOBHH KOMITOHEHTH Ha MeTabOoIIMTHHS CHHAPOM.



i{3cie/IBaHETO HA CEPYMHHTE HMBA HA MEJIATOHHMH NPH XKCHU C METabOJMTEH CHHAPOM AMa
HOTEHUMAT J1a PasKpHe HOBH NATOrCHETHYHHM MEXaHW3MU U Jia HOANOMOTHE Pa3paboTBaHeTo
lia MHArHOCTHYHHM M TEPamleBTHYHH MOJXOAM KbM HOpManH3dpaHe Ha METaDOIUTHATE HaPY-
LICHESL.

1o TO3M HAYMH TeMaTa Ha AMCepTallHORHMS TPYA € 0S3CIOPHO aKTyanHa, Thi Karo o0e/uHs-
2 JBa SHAYMMM W aKTHBHO M3CIEABAHA IpoGieMa Ha ChBPEMEHHaTa MeJdluEa — MeTabo-
TUTHUAS CHHIPOM M POJISTA HA MENaTOHHHA B MeTabonuTHaTa peryiauus. Ts uva Hayuno u
HPAKTHUECKO 3HAYEHHe, THH KaTO Pe3yiTaTHTE OT [OI00HH MPOYYBaHMs MOTAT Ja HONpUHE-
car 3a Mo-106poTo pazbupane Ha 1naropHU3WONOTHATA HAa METAOOJIUTHHAS CAHIPOM W 32 TIO-
T2HUMATHOTO MPHUIIOKEHHE HA MeJaTOHMHA KaTo OHOMapKep MITH TepaneBTHIHO CPEACTBO.

F kOHTEKCTA Ha aKTYaJIHOCTTA Ha IIOCOYEHHS TO-Tope HayveH 1pobieM, nejra Ha JMcepTaH-
TKATE, @ MIMEHHO ,.J[a ce mpoyY® B3aMMOBPB3KaTa MENJY PATEMA HA MENATOHWHOBATA CEKPe-
HS 1 HIKOM XOPMOHATHH M MeTabONUTHH TIOKA3aTeNId NPH JKCHH C JoKazaH MeTaboNuTeH
cHnAPOM™ e mpenu3sakarenctso. [I-p IleneBa cu e moctaBuna 6 3anayu, JaHHHTE OT KOHTO
~a [IOMOTHAT B MHTEpIpETalKg Ha 1enTa. [IbpBara 3a7a4a ¢ aa ¢¢ M3C/IeBa UPKA/HAA PH-
ThV Ha MENIATOHWH, I'PeJIiH, JICITHH, KOPTH307 M COMATOTPOTIEH XOPMOH IIPH H3C/CABaKHaTa
royna. Bropata — 71a ce cpaBHAT MOKA3aTeIHTE MENATOHHH, TPEMH, JIENTHH, KOPTH3O0I K CO-
\FATOTPOTEH XOPMOH [IPH JKEHH ¢ METab0NMTeH CHHIPOM Che M 0e3 pucrmuxeMus. Tperara —
@ Ce CPABHST XOPMOHATHHTE MOKA3a el  LIPU KECHHE ¢ MET CHEJIPOM ChC U Ge3 OTKIOHEHHS B
1eTabONMMUTHA W aHTPOIIOMETPHYHM KOMNOHEHTH Ha CHHApoMa. UeTsbpra - Ja ce H3cie/13a
5pb3KaTa HA MENATOHHH, IPEJIMH, JICITHH, KOPTH30Jl A COMATOTPOIEH XOPMOH C IOKA3ATENH
18 BLIVIEXHIPATHHS U JIANAAHAS MeTaboMM3bsM NPH chliata rpyna xenu. [lera sanaqa — Jla
¢2 AHaIM3Mpa B3aWMOBPH3KATA HA MENATOHMH, TPEIMH, JEITHH, KOPTA30T W COMATOTPOICH
XOPMOH C I10Ka3aTeuTe Ha BBIIEXUAPATHHS U JIMIHAEASA MeTab0Iu3bM TIPU *KEHM Che U 623
suernkeMus. M nocnienna 3agada — [la ce aHaam3mpaT TPOMEHHTE B HOIMHO-AHEBHATA CeK-
[ELMA HA MEIATOHUH, TPEeTHH, JIENTUH, KOPTH30J H COMATOTPOIICH XOPMOH B 3aBHCHMOCT OT

Oposd Ha KOMOOHEHTUTE Ha METAOOJHMTHHS CHHPOM.

4, lloznaBaHe Ha npod.aema

JluteparypHUAT 0030p 10 NOCTABCHUs HaydeH npobneM, KouTo 1-p [lenesa npejcrass aema
*1 cTpaHMUM OT AucepTauuonuus Tpyd. Llprupanu ca 316 nutepatypHi H3TOYHUKA, OT KOH-
70 7 na Owirapeku e3uk u 309 Ha narmmuna. 18.35% or BeuukH, ca cTaTHM IyOIHKYBAHH B
riocneguuTe 5 roguuu. 36.57% ca cratum nyGnukyBasu B nocnenuute 10 romunu. Ocrana-
rute 45.57% OT NMUTepaTypHH UW3TOMEULM ca NOo-cTapd. ToBa MoKa3Ba AbITIOIOAMIIHO 11POC-

sejsiBaHe Ha npobiiemMa W MO3HaBane Ha HAW-HOBHMTE JaHHH B Tasw mocoka. JIuTepaTypHHAT
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030D pasrmeka HCTOPHYECKOTO PA3BHTHE HA TIOHATHETO ,.METaGOIMTEH CHHIPOM ™, KaKTO U
¢BBpPEMEHHUTE JIeOHHUIMHE HA PA3IHIHM HAy4HH ApyXecTBa. M3THKBAT ce JIAMHU, 4e [OHH-
“:€HHs CHHTE3 HAa MEJATOHMH TIPEIM3BMKBA HHCYJIHHOBA PE3UCTEHTHOCT, INTIOKO3EH WHTOME-
paHe. HapYIIEHWs Ha ChHA W MeTabONuTHY NMPKaIHH HAPYIIEHNS, KOHTO BOIAT /10 3aTIBCTS-
#are ¥ MPOABH Ha MeTaboMTeH cHBIpoM. Pasriex/iaT ce mojipodHO CHUHTEsa, CEKPELUsITa Ha
\ieliaTOHMHA, H3BECTHHTE (GU3MONOTHYHH W MeTaboNMTHE QYHKLMM HA MelaToHuHa. HMHTe-
PECHHM Ca MIOCETAITHATE Pe3yJITATH Kacaclld B3aUMOOTHOINCHUATA Ha MENATOHHHA C TPeJinHa
1 JlenTHHA. PasriexianeTo B HAIIK JHH HA MacTHATA ThKaH HE CaMO KaTO OPraH 3a ChXpaHe-
1He Fa eHEePrHs, HO M KaTO CHIIHO AKTHBEH CHAOKPHHEH OpraH, Hacousa KbV ToBa. OT 0630pa
¢ BUAHO. Y€ JaHHWTE ca MTPOTHBOPEUNBE — IPH Ja00PaTOPHH U KIIMHUYHH YCJIOBHS € TPYAHO
;12 ce pasTpaHHyM TIOBJIUSIBAHETO HA (H3MONOIKYHUTE ¥ METabONUTHUTE MPOMEHH Ha TPEHH
11 AIHMOHCKTHH OT MENATOHWHA WITH XPaHUTEIHHS PEKUM FIH PeXXHMa Ha ¢hH/GObpPCTBAKE.
Tpabear nocTarb4HO Ha OpOi M M3YMCTEEHM MOJIEIIH 38 H3CNIEABAHE.
JlecuHXpORU3AIMS HA [UPKAJHAS PHTHM Ha MEJaTOHHHA W KOPTH30J1a IPE JEHH ¢ MeTabo-
NATEH CHHAPOM € choOuieHa 3a nbpey st mpes 2014 r. ot Corbalan-Tutau # cwTp. [okaszana
¢ HavasieHa aMIUTHTY/1a Ha MENaTOHUMEOBHS ¥ KOPTH30JI0BHSL PHTHM, KOATO C€ acoIMUpa ¢ pe-
211112 METa0O0IMTHA HAPYIICHUS MPY U3CTIeIBAHKA KOHTHHIEHT.
J1-p Tlenena npaBu 00eMHO ¥ TBOPYECKO 3aK/IFOUCHME OT Iperjiefa Ha HayyHara JIMTeparypa
110 AMCEPTALMOHHES TIPOOIIEM, KAaTO MOCOYBA HEM3SICHEHHTE U NPOTHBOPEUUBH JAHHH OT I1y0-
mkanuute. Clie/iBa [J1aBeH NpexXod KbM LeATa U 3alavkTe Ha HEMHOTO H3CTeABane.
MeToanka Ha H3CJIe/IBAHETO

% METOJIMKATA Ha M3CIICABAHETO Ca M3II0JI3BaHM METOH 3a To00p Ha KMAHWYHHAA MaTepHAl
(MALUEHTH); KIMHAYHO-TA00PaTOPHU METOAMKI 33 U3CICABAHE HA AHAIIMTH; CTATHCTHYCCKH
\ET0,1M 3a 00paboTKa Ha pe3yNTaTHTe OT U3CIIEABAHETO.

Ofmara 6poiika mauueHTy e 66 xKeHl ¢ MeTadONUTEH CHHAPOM, NAllMEHTH Ha KITHHUKATA 10
cunoxpunonorus Ha YMBAIJL , ITemven” EAJ] — ITnosrms. Tlanuenture ca Joxazanu ¢ U3 (u
ECHYKY JOKYMEHTH KBHM HEro). aHKeTHH KapTH, KOHCYJITATHBHH mpernend. VMima moarmwcanu
Kapra 3a uH(GOPMHPAHO ChITIACHE Ha TAIUEHTHTE 33 ydacTde B M3cieaBaHero. J[pete kinu-
HHYHH TPYyNH ¢a 0QOPMEHH ChC CTPUKTHH KPUTCPUH 32 BKIIIOYBAHE H M3KITFOUBAHE.

M AMHUYHO-Na00paTOPHATE METOMH 34 M3Clie/IBaHe ca ¢ JOKa3aHa aHaIMTEYHA Ha[SKIHOCT
Ha pe3yaTatuTe. AHATMTUYHH METOAMKH, KOMTO C& M3IMON3BAT IMpoKo B cTpanute Ha EC.
JUeHeHH ¢ BbTpesiabopaTope KOHTPOJ Ha Ka4eCTBOTO HA PE3YITATUTE.

(TaTUCTHYecKaTa 00paboTka Ha Pe3y.ITaTHTE € U3BLPIIeHa ¢ KOMIIOTHPEH TPOTpaMeH MakeT

(SPSSInc), ceBpemensa Bepeust (22.0). M3nonsean e napamerpuyeH (SD, CV, t-test, Pearson



correlation coefficient) w wemapamerpuuer (Mann-Whitney U,  Kolmogorov-Smirnov,
Spesrman rho) cratucTryecku adanus. HuBoTO Ha craTHcTHYecka snagumoct € P < 0.05. 3a
HAITICAHOTO MPEJICTABSHE HA PE3YJITATHTE Ca M3MOsBaHK rpaduunu MeToan Ha Microsoft
Excel 2016.

I/136paHaTa METO/IMKA Ha W3CIe/(BaHe 1103BOJIsIBA IIOCTHIaHE Ha MmocTaseHaTa el | 1o-
JyuaBaHe Ha aJIeKBaT€H OTrOBOP Ha 384a49dTC, PCIIaBaHH B JUCEPTANMOHHUS TPY/IL.

£, XapakTepHCTHKA H Ol[eHKA HA 1HCEPTAUHOHHHA TPYA

S ACePTALMOHHHMAT TPY/L € HanucaH Bepxy 149 cTanzapTHH MAIIHMHONKMCHM cTpaHuud. Ouar-
meaen e ¢ 40 Tabmunm, 39 Qurypu u 5 npunoxenust. [lonssanu ca 316 murepaTypHy W3TOY-
MK

CTpyKTYpaTa Ha JIMcepTallisiTa € JordYHa M [ocrueaoBaTenta, Bkimousa BhBe/IeHue, IuTepa-
“ypen 0030p, Lel | 3a1a9M Ha H3CIeABAHETO, MaTePHald M METO/IH, PE3y/ITaTk i 00ChKIaHe,
3B0JIM. MPUHOCH, CITHCHK Ha U3II0JI3BAHATA JIATEPATyPa U IPHIIOKEHUS.

JluteparypHusaT 0630p € 3abn004eH 1 akTyaneH, KaTo 00XBalla KaKTo KIaCH4eCKUTE, TaKa |
CHBPEMEHHHMTE IIPOYUBAHHS OTHOCHO (h1U3HONOrHYHHTE (PYHKIUH HA MENaTOHHHA, HETOBOTO
VHACTHE B peryJianuara Ha MeTabONUTHUTE MPOLECH W BPB3KaTa My C HHCYTMHOBATa PE3uC-
TSHTHOCT, JIMIMHAHAS METab0MH3BM ¥ KEPKAIHUTE PHTMH B Ha JPYTH XOPMOHH. ABTOPET JA€-
VOHCTpHpA 00pa OCBEIOMEHOCT IO TéMaTa M yMCHME Jia aHalu3[Mpa W CHHTS3Hpa TOISM
obem Hayuna uHboOpMaLus.

FKcriepUMeHTaNHaTa yacT € JI00pe Opraiu3upada u METOJOJIOIHYHO KOpeKTHa. M3nonspann
€2 TMOAXOMAIIM KIHHUYHN, KIMHUYIHO-Ta00paTOPHU ¥ CTATHCTHYECKH METOJIM 3a OLICHKA Ha
C2pPYMHHTE HUBA HA MEJIATOHMH A TEXHUTE KOpEeIaluy ¢ MetabomiTHH mokasarerd. M3Baska-
Ta OT W3CIEBAHM JIMIA € aaekBaTHa Mo obeM H 1moJ00p, KOETO [03B0JsABa JOCTOBEPHOCT Ha
HanpaBeHuTe M3BOJM. [IpeacTaBeHuTe pe3ynTaTH ca ACHO H IOCHENOBATENHO H3JIOKEHH,
NPHAPYKEHM ¢ rpauKu ¥ Tabnuuy, yIeCHIBAllK Bh3IPUEMAHCTO Ha JaHHUTE.

()OCHKAAHCTO HA PE3YJTATHTE € apryMSHTHPAHO M JIEMOHCTPHPA KPUTHYEH IMOAXO0/A. ABTO-
BT YMENO CBITOCTaBsI COOCTBEHUTE CH HAXOJKH C TE€3H OT APYIH H3CICABAHKS, KOCTO IIOJ-
LEOTABA OPUTMHAIHES IIPUHOC Ha Tpyaa. OcobeHo NEeHHO e pasriexJaHeTo Ha Bh3MOKHHTE
MeXadu3MHK, Upe3 KOUTO MENATOHMHBT MOJKE [a BIIKSIC BBPXY KOMIOHEHTHTE Ha METabOMUT-
HEHS CHHIPOM.

ABTOPBT € W3BITHHIT MOCTABEHUTE 1€MW M 3a/Ia4W, MOCTHTHAN € OPUTHHAITHH Pe3yNTaTd U e
1l0Kas3a HeoOXoUMaTa HayYHa 3psIOCT U KOMIIETEHTHOCT.

F31KBT M CTHITBT HA M3JIOKEHHETO ¢a HAYYHH, SCHH U perusHu. TpyasT e nodpe obpopMen un

CJICIBA AKaJICEMHYHUTC H3UCKBAaHUA 3a JUCEPTALLUOHHHA pa3pa601‘1<u.

Iponenypa OHC — 13



B ofobmenne — AMCepTALMOHHKS TPYX NPEACTARIABA 3aBBPIIEHO W OPUTHHAIIHO HAYYHO A3-

CJI¢IBAHC C MPAKTHYICCKa HACOYEHOCT.

7. Mpunocn w 3HAYAMOCT HA pazpaloTKaTa 32 HAYKAaTa ¥ NMPAKTHKATA
JlucepTauroHHUs TPYI ChIBPKA PEAULA H3BOLH U MPUHOCH, KOHTO HMAT KaKTo Hayy-

118, Taka M TPAKTHYECKa CTOMHOCT. ABTOPBT € OCBIECTBUI NENEHACOUEHO H 3aIbI00UEHO
3CHICIBAHE BBPXY Bph3KaTa MKy W3CIEABAHUTE [1apamMeTpH, KaTo JEMOHCTpHpa L0Opo
1103HABAHE Ha ChBPEMEHHHTE TEOPETHUHH M METOMOIOIMYHY IOXXOM B Ta3d Hay4yHa oOmnacT.
113B0AMTE MOTBBPAKAABAT YaCT OT HAYYHHTE MECHHS /0 CEera: BHCLEPATHUAT 0OS3UTET H Me-
7aDONMTHATE KOMITOHEHTH Ca B3aUMHOOOVCIABSLIYM CE [IPH KCHH ¢ METabOJIMTEH CHHIPOM,;
JETTHHBT M HOLHKSL MEJITATOHHH Ca ONpEeACIBIIM 3a JHCTITHKEMUATA IIPH )KSHATE C MET CHH-
spom; BMHW u WHCYynMHOBATa PE3HCTEHTHOCT HE €A CBBP3aHM C OTKJIOHEHHUS B HOIIHHTE U
JHEBHH CTOMHOCTH Ha MEJATOHWHA; N¢DUIMTHT HA HOILIHATA CEKPELHs HA MCJIAaTOHMHA H
rpe/iiHa € CBbP3aH C BUCHEpaIHHUs 00e3NTET M HHCYJIMHOBATA PE3UCTEHTHOCT TIPH U3Cie/Ba-
HUsT KOHTHHTEHT; AMCTUTIHIEMHATA TIPU KEHH ¢ MET CHHAPOM HE 3aBHCH OT MEJIATOHUHOBATA
CEKPEeLUsl; PUThMbT Ha MENIATOHUHOBATA CEKPElUs 3aBUCH OT KIMHWYHO H3ABEHHUTE KOMIIO-
HEHTH Ha MET CHHJIPOM; MMa TIOTIOYHTETHA B3aMMOBPB3Ka MEK/ly HUCKHS HOLUEH MENAaTOHHH
i TTOKA3aTeIMTe HA HHCYJIMHOBA PE3UCTEHTHOCT Ha KEHHUTE C MET CHHIPOM H JIMCTITHKEMHAS;
TSPATEBTUYHOTO TORITHABAHE HA KIMHHYHO M3SBEHUTE KOMIOHECHTH HA METAOOJIMTHIAS CHHII-
{10M BOJH 0 HOPMAIM3UPAHE HA MENZTOHMHOBHSA PUTEM.

HayunuTe MPHHOCH HA TPYJa Ce U3Pa3sABaAT B IPUHOCH C OPUIHMHAIIEH XapaKTep U MPUHOCH C
HayYHO-IIPUITOKEH XapaKTep.

[TepBuTE MOrar Ja ce rpynupar B 6 TOUKM: &) 3a WbPBH BT Yy HAC CE M3CTIEBA ETHCBPEMEH-
HO LHMPKaAHUS PUTHM HA MEJIATOHHH, TENTHH, rpenul, koptu3on 1 CTX npn xkenu ¢ merado-
JMTeH CHHOpOM. 0) 3a MbpBH BT Y HAC CE H3CHE/BA €IHOBPEMEHHO IMPKAHHA PHTEM Ha
“:eaTOHWH, NENTHH, rpe-muH, KopTti30i1 B CTX mpu skeHd ¢ MeTaboJIUTEeH CAHAPOM, CHC U
Oe3 nucriiMKeMus; B) 3a MbPBH BT ¥ HAC CE W3CTCABA BPB3KATa HA METATOHUH, JIENITHH, Tpe-
suH, koptu3oa 1 CTX ¢ mokasarelidre Ha BBIUIEXHIPATHUS M JIMIHIHUS MeTa00JIM3bM IPH
JICHM ¢ MeTaDONMUTEH CHHJPOM; I')3a IIPBH BT B Beirapus ce aHaTH3Wpa B3aUMOBpPH3KaTa
Ha MelIaTOHUHa, JelTuHa, rpeimeaa, CTX u kopTu3ona ¢ noKa3aTeluTe Ha BbIIICXUAPATHHIS U
TUMHARAS MeTaboNM3BM TIPH KEHH ¢ METabOMMTeH CHHAPOM CBC U 03 TUCTIIHKeMHs; 1) 3a
[TBPBA IIBT Y HAC CC aHAJIM3HpPA Bpb3KaTa MEXJY OTAEIHHUTe KOMIOHEHTH Ha MeTa0oIuTHHS

CHHADOM C MEJIATOHWHOBATA CEKPEIIA; E) 3a IEPBH 0BT Y HAC C€ aHATM3UPE B3aUMOBPB3XaTa



@KLY MEMATOHMHOBHSI DUTBM M KIMHHYHO MPOSBEHHTE KOMIOHEHTH HA METadONVTHHSA
(:HHADOM.

FTopdTe TPUHOCKH MOTAT Jia Ce IPYIHpar B 3 ToukH: a) M3BBpIIEH € aHanus Ha ChBPEMCHHO-
7O BWJKIAHE 3@ PONiTa M MSCTOTO Ha MENATOHWHA, JIEUTHHA, I'PEIINHA, CTX u xopTusona B
CIIMHAYHUTE W3aBM Ha MertabomutHus cuuapom; 0) ITorebpixaasa ce Bph3kara Ha JIENTHHA,
rDeJiMHA M KOPTH30JIa C BUCIIEPATTHOTO 3aTIhCTABaHE; B) IToTBbpIKAABA CE poIiTa Ha Hapy-
iIeHKS PUTBM Ha MEJIATOHHHOBA CEKPSLIMA IIPH XKEHH ¢ METabONHTEH CHHIPOM 3a Pa3BUTHETO
Ha HECYJMHOBA PE3UCTEHTHOCT.

["ope430poeHUTE MPUHOCH ca CBBP3AHM €A ¢ Bh3MOXHOCTTA ITOJYICHUTE Pe3Y/ITaTH 12 ¢¢ U3-
[OT3BaT B KJIMHWYHATA OPAKTHKA 32 [O-TPELU3Ha Ol[eHKa Ha MeTabOMHTHHS PUCK IIPH HKEHHU,
¥aXTO W 3a pa3paboTBaHE Ha MPERAaHTHBHA WM TEPANSBTUYHU CTPATEIHH, HACOYCHU Kbl 110~
100paBaHe Ha METadOMMTHHS KOHTPOJI B XOPMOHAJIHYS Danamc.

O)H06IIEHo, JIMCEPTAIIMOHHUAT TPY/A LOIPUHACS 3a Pa3LIMPsBaHE Ha CHIIECTBYBAIATE T103-
{aHHA OTHOCHO TMATO(GU3IMONOTHYHHTE MEXaHW3MH JIeKalld B OCHOBaTa Ha MeTaboMTHHSA
CHHIDOM H OTKPOSIBA HOTEHIIMAIHATA JHATHOCTHYHA ¥ MPOrHOCTHYHA CTOMEOCT Ha CepyVHUS

ZCITATOHHWH B Ta3H MOMmyInalus.

&, Mpeuenka Ha mydIMKAAUTE 10 JHCEPTALHOHHIS TPYA

JlncepTaunoHHMs TPYA € NOAKPENeH OT yoexuTenna myOniKallMoHHa IeHHOCT, 0Tpasd-
=aifla MocneaoBaTe/iHaTa Hayyna paboTa Ha JIOKTOpaHTa 110 TeMara 3a poJisi1a Ha MCIIaTOHHMHA
i peryraudsita Ha MeTaOoNHTHHS OanaHc W W3dBaTa Ha MHCYJIHHOBATA PE3HCTEHTHOCT NPH
wend ¢ Metabonuter cuuapoM. [Ipencrasennte nyGumkauy IEMOHCTPUPAT KaKTo 2aa61r00-
UeHW MO3HAHWA 1O pasriexjaHaTa [mpodiieMaTyka, Taka U YMEHHs 3a IIpH.Iaraie Ha chBpe-
\CHHHU €KCIIEPHMEHTANHY M KIIMHIAYHH METO/TH.

JIOKTOpaHTBLT € aBTOp U CLABTOP Ha 00LWO 3 NBLIHOTCKCTOBH IYOIMKALMH, OT KOHTO M
TpHTE ca B CHHMCAHUS, pedepupaHy ¥ HHSKCHpaHH B MexyHapoaau 6a3u aanuu ( Scopus,
‘Web of Science). [Ipeactans yuactue ¢ 10knaad B 9 Hayunu GopymMH — HallHOHAIHY KOH(De-
peHLAH, eBPOTIeHCKH W CBETOBHY KOHTPECH, KaTo ca ¢ MyOnMKyBaHH pe3loMerara Ha JoKjia-

~ZHTE B CbOTBCTHH CGOPHHU.H H CIHCLHAIHH CYIUICMCHTH KBM CIIHCAHHUATA. Chiro Taka A-p
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Iesiea e BOAEIN W3CTEA0BATEN B eiMH Haydex npoekT Ha MVY-TTmomus (NeHO-10/2018),
1€0fTO € BbB BPB3Ka C AUCEPTALHOHENS TPodIeM.

[Ty6rukaumonHara pabota Ha 1-p IleHeBa KopecnoHMpa IPSKO ¢ OCHOBHATA LIE U 3a-
J@aYHTe Ha JIHCEPTAIMOHHUS TPy ¥ JAOTIPHHACAT 3a M3TPAK/IAHETO Ha HEroBara Hay4Ha oboc-
HOBKA.

B ny6mukauuuTe ca MpeCTaBeHy OPUTHHAIHY JIAHHA OTHOCHO: a) HPBATa HAa METaTo-
HWH NPY JKeHH ¢ MeTaboIMTEeH CHHAPOM W CHIBTCTBAINY HAPYIICHUS HA B5HIVICXUAPATHHA |
surrnen Merabonusnm; 6) B3auMOBpb3KaTa MEKAY LIHPKaJIHUTE PUTMH Ha MENATOHKH, JICT-
“ui. rpuinH, kopruson 1 CTX npw xeHu ¢ MeTaGoNUTEH CHHAPOM: B) HATHOPMEHHTE KiJIOT-
pavii ¥ MHCYTHHOBATA PE3UCTBEHTHOCT HE CA CBBP3aHH C OTKJIOHEHHS B CEPYMHHTE CTOHHOC-
M Ha MEJIATOHWHA, HO TEPaNeBTUYHOTO NOBIHIBAHE Ha KIWHKYHO MPOABEHIA KOMIOHEHTH Ha
%1€ TabONMUTHHUS] CHHJTPOM, BOJIH 710 HOPMAIM3UPAHE HA MCIATOHUHOBHSA PHTHM.

[lybnukauuure nokassar mobpa CTPYKTypa, SICHO (GOPMYyIMpaHd LENd M MPCUH3HO
noaGpanu MeToau. Pe3ynraTure ca IpeacTaBeHH yOeIuTe:HO, a JUCKYCHHTE ca apryMEeHTH-
DaHU ¢ aKTyanH¥ JTUTepaTypHu H3TouHrIM. Hanume e siCHO aBTOpCKO y4acTue, KOETO CBIIE-
72/CTBa 34 CAMOCTOSITENHOCT W KOMIIETeHTHOCT Ha JIOKTOpaHTa.

O6o6menwe: TTybnukanuonHaTa akTMBHOCT O TEMATa HAIIBJIHO CHOTBETCTRBA HA W3MUC-
¥BZHUATA 3a npujoOuBaHe HAa oOpa3oBaTeNHa M HaydHa cremeH ,JokTop®. IlpencraBenure
~pyNOBE MOKa3BaT HAYYHA 3PATIOCT U Moc/enosareHa pabora B 0bnacTra Ha KIMHWYIHO Ja-
{(loparopHaTa METOXOJIOTHS W KOMIICTSHTHO TpHUiarane Ha Mocjaeanara 3a OlEHKa Ha €HJIOK-
PUHHATE U MeTabOoIMTHH HAPYILICHHMSL.

Ily6nukanmute Ha a-p [Teresa 1o qucepTanuoHHUs NpodieM ca HIMTHPaHU 8 IbTH.

9. JInuHo yuacTHe HA JOKTOPAHTKATA
/MCepTalHOHHOTO H3CTEIBAHE € MTPOBEIEHO ¢ H3KIIOUMTEIIHO JIMYHO y4acTie Ha JOKTOPaHT-
kara, 1-p IleHesa, kakro B 1oadopa HA DALMEHTH, Taka W B TPOBEKAAHETO Ha H3CNeIBannITa
1 craTHCTHYecKaTa 00padoTKa Ha pesyJTaTuTe.

10. AsTopedepar
ArTopedeparsT chabpka 63 crpanuny. llpeacTaBs HakpaTKO OCHOBHOTO ChABPIKAHME Ha
SHCEPTAllMOHHKS TpYX, HeroBara CTPYKTypa, Tef, 3a/laud, METOJH, Pe3ylTaTH H Hay4YH!
ripuHocH. TOH € SCHO CTPYKTYpdpaH M ChOTBETCTBA HAa YTRBPACHHS akajeMudcH (Gopmar u
n3uckBadusaTa Ha 3PACPE. M3noxeHuero € JOru4yHo U IIOCICI0BATEIHO, KATO JIEMOHCTPUPa
;00pa Hay4Ha KyJITypa U II03HaBaHe Ha u3cieazaHara mpobnemMaruka. TekCrsT e Hamvcad Ha
siceH OBJIrapCcKy €3MK M 0Tpa3siBa aJIcKBaTHO ChIbPKAHMETO Ha TUCCPTALUTa.

11. Kpurnunu 3a0eeKKH ¥ MPernopbKu



Hsimam kpataanu Genesxin u nperopbry.

12. JIn4Hy BoeuaTnennn

Hsmam madeu Habmogenns u nuuso MAeHHE BBPXY padoTara Ha JOKTOpaHTA.
13. Tlpenopbku 3a 6Bemo0 H3NOA3IBAKE HA AHCEPTANMOHHHUTE MPHHOCH 1l Pe3yATaTH

Hactosmmst nucepraumones pys u PE3YTATUTE OT HETO ¢a OCHOBA 3a OBACINO 3a1BI-
OouaBaHe Ha W3yYaBaHMA IPOGIEM. Hayunure u3cnespanus ca OTBOPEHH — TEMATA € ChC 3Ha-
“HM conuanen akuent. ITpurocure oT Tosa HayuHO W3cHeaBaEEe MoraT na ObpHaT ocHOBaA 3a
F0B TIOACM B M3y4aBAHETO HA MENATOHHHOBHS CEKPCLOHEH PUTBM, Bpb3KaTta My ¢ ApYIH

“OPMOHH ¥ MeTabOIUTHHTE HapyIIeHWS.

3AKJTIOYEHUE

HAucepraumonnusr tpya na a-p [lenena NPpEACTaBiABa 3a1(bJI00YEHO, OPUTHHAIIHO H BH-
“OXO HAYYHO M3CJIe/BAHE, TIOCBETCHO HO MHOIO aKTyaleH H KOMIUIEKCEH npodneM — possirta
Hd MCNATOHMHA B NAaTOTEHE3aTa, KIMHHYHOTO MPOTHYAHE H TIOTEHIHAIHHTE TePaneBTHYHH
TO/IXON TIpH METabOMTHAA CHHAPOM. ABTOPBT AEM OHCTpHPa MHOTO 4001a HayyHa KoMTIe-
“CHTHOCT, aHATTMTHYHO MHCIICHE H YMEHWe a 00eMsIRa OHOXMMHYHH, XOPMOHATHU ¥ KIIH-
HHYHW aCMEKTH B €/[HA HHTEPHPETAIHOHHA paMKa.

JlucepTanvonHus TPy ce OTIMYABA ¢ METOLOJOMHYHA IIPELU3HOCT, KOPEKTHA CTaTUC-
inuecka o0paboTka M KPUTHYEH aHaau3 Ha pesyntarate. Mscnexsarero @ peanusupano ¢
NOZXOLALL HAYYeH JM3aliH W CHBPEMEHEH TIOIXO/, KATO ce TIPOCIICAABAT BAXKHU 3aBHCHMOCTH
MCIKLY CepyMHATa KOHIEHTPAUMS HA MEJIATOHHHA B HEHHES JI€HOHOLICH PHTEM U APYTH Me-
a00JIMTHH, €HIOKPUHHH, OKCH/IATHBHH IApaMETPH i KITMHAYHH CHCTOAHMS, CBBP3AHH © Me-
~aD0JIMTHHS CHHAPOM.

IpencraBenure pesynrari umar BechMHeHa Hay4yHa HOBOCT M IIpAKTHIECKA CTONHOCT —
¢ JIONPHHACAT 32 N0-33bI00YEHOTO pazGupate Ha MaToGU3NONOTHIHATE MEXAHUIMH Lpes
KOHTO MENAaTOHMHBT y9acTBa B Peryjiandara Ha MeTaboIuTHIS Galtanc, uHCyMHOBaTA YyBC-
TBHTENHOCT M aHTHOKCHIAHTHATA 3aI[HTA.

CTpykrypara Ha Tpyna e mormuna u TIOCTIeoBaTeNHA, CTHIIBT € HAY4HO W3IABPYXKAH, a
V3B0/TUTE — SICHO (DOPMYITHPAHE M YOeaHTeTHO ApryMEHTUPaHH. ABTOPBT ASMOHCTPHpPA CIIO-
COGHOCT Jla HHTEPIPETUPA CIIOKHK OuOMeMUMHCKH JaHHH H [ H3Bexaa ITMHIYHO 3HAYH-~
M SAKIIOUCHHS, KOMTO HMAT NMOTEHIHAT 33 NPHIOKEHHE B OBJEIH JIMATEOCTHYHA | Tepa-
{/EBTHYHY cTparteru. JloktopanTkara i-p Bans Muitymepa ITenena mputeskara saxsi6ouenm

"COPCTUYHY 3HAHHS M TIPODECHOHANHY YMEHUS TI0 HaydHa CNIeUMaHOCT ,,KIHHHYHA Taopa-
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TOpHA”, KaTo JIEMOHCTPHPA KaueCTBA M YMEHHS 33 CAMOCTOATENTHO IPOBEKIAHE Ha HAYYHO
M3CICABAHE.

Karo npodecop no kiunHuuna naopaTopus M CNELMAIHCT C ABLIATOrOMMINEH OOHT B
obnactra Ha METAGOJNMTHHS CHHAPOM, OLCHABAM Tpy1a Ha 1-p TIeHeBa Kato BHCOKOHAYUEH,
CBIIBPIKATENCH M NMPUHOCEH. TOH HAMLIHO 0TroBaps Ha M3UCKBAHKSTA HA 3aKOHA 32 PA3EHTHE
H1a axkaJleMM4Hus Cbetas B PeryGnuxa benrapus u Ha kputepunte Ha MY — [Losnus 3a mpH-
ChXi/aHe Ha oOpasoBaTesnHara ¥ Hay4Ha cTerneH ,,JokTop™.

Ha ocrosanne mHa ropemsnoiesoro nasaM Bucoka [TOJIOXUTEJIHA OIIEHKA na
HPOBENICHOTO HAYHYHO H3C/Ie/(Bae, MPENCTABEHO OT PEIEH3HPAHHTE TO-TOpP:e AMCEPTAIHOHEH
“pyA. aBTOpepepar., MOCTHIHATH PE3YIITATH U IPUHOCH, KAKTO ¥ HA LISJIOCTHHS npodecuoHa-
JIH TBT 1 ONUT Ha A-p [lenesa, u npeanaraM Ha nmountaemoro Hayuno xypwu, JJA TTIPUCH-
AW Ha 1-p Bang Munymuresa [lenesa, goxTopant Ha cBoGoaHa JOKTOpaHTypa kbM Kateipara
J1o Krnwryna nadboparopust, M@, MV-Tlnosnue, B J0KTOpeKa Mporpama ,.KIuHUYHA nabopa-
Topua”, obpasoBareiuara ¥ HayuHa creries ,, Jlokrop™.

3anuyeHo Ha ocHoBaHUe

Yn.5 §1, 6.“B“ PernameHT (EC)2016/679
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