UJ)'KF&Z} [0 npeacefatens Ha Hay4HO >Xypu:

Mp"oth. a-p NpeHa MaHonoBa MaHonoBa-BacuneBa, gm
Tpakuitckm YHusepcuTteT - rp. Ctapa 3aropa,
Ha3HayeHo CbC 3anoBef Ha pektopa gou. A-p 4. Apkos
Ne 2181 ot 08.07.2022 rognHa

PEUEH3UNA
oT gou. o-p Mutko Anmutpos MUTKOB, 4.M.
[OLEHT KbM KaTegpa EHOOKpMHONOINS M 60nectn Ha obmsiHata, MY - TMnoeams,

HavanHuK KnuHuka no EHgokpuHonorua keM YMBATTbAmen - MNnosaus.

OTHOCHO: peLeH3na Ha aucepTaumoHeH Tpya 3a npuaobusaHe Ha OHC ,,A0KTOp“ NO
JOKTOpcKa nporpama ,EHAOKpMHOMOrMa”, npodgecnoHanHo HanpasneHune 7.1
MeanumHa, 06nacT Ha Buelwe ob6pasoBaHMe 7. 3apaBeonasBaHe W CNopT, B
n3nbnHeHme Ha 3anoBeg Ne 2181 ot 08.07.2022 r. Ha Pektopa Ha TpakKUCKM
yHuBepcuteT - Ctapa 3aropa.

Tema: ,PONA HA OKCUOATUBHWA CTPEC NPWN TN 2 3AXAPEH AWABET W
CbAOBUTE MY YCNOXHEHMNA“

ABTOp: A-p MNeTa MBaHoBa lNoliueBa, A4OKTOPAHT Ha CaMOCTOSATENIHA NOArOTOBKA KbM
Kategpa [lponefeBTVKa Ha BbTPeWHUTe 60/1eCTU U KNIMHWYHA NnabopaTtopus,
MegaunumHckun thakynTet, Tpakuiicku YHuBepcuteT - rp. CTapa 3aropa

HayyeH pbkosoauTen: JAdou. A-p boAH MBaHOB HOHYeB, A.M.

HayyeH kKoHcynTaHT: [Jou. A-p MapunaHa lNeHKkoBa Pagunyesa, A.M.

. O6Wo npeAcTaBsHe Ha Mpoleaypata 1 AoKTopaHTa

MpeAcTaBeHUAT KOMMEKT Matepuasv Ha XapTUeH W efIeKTPOHEeH HOCUTen e B
cboteetcTBMe ¢ un.70 (1) ot I Pasgen. MpuoobrneBaHe Ha ob6pas3oBartesiHa U Hayya
creneH ,,JOKTOP* n HayyHa cteneH ,,JJOKTOP HA HAYKUTE*“B TpY - Crapa 3aropa;

MpaBunHuK Ha TpY-M®- Ctapa 3aropa v BK/I4YBa clegHUTEe OOKYMEHTU:
1. AucepTaunoHeH Tpya - opuruHaneH Word n PDF - gpopmar
2. ABTopedepar - opurnHaneH Word n PDF - popmart

3. TBOpyecka aBTob6uorpadus B eBponenckn popmar.



4. [unnoma 3a o6pa3oBaTenHO-KBaIMPUKALMOHHA CTENeH ,Marnctbp“ ¢

NPUNOXeHNe.
5. CnncbK ¢ nybnvkauumte n HayyHuTe TpyA0Be No Temara.
6. 3anoBep 3a 3a4yucnisaBaHe B LOKTOPaHTypa
7. 3anoBef 3a otyuc/iABaHe OT [OKTOpaHTypa C NpaBO Ha 3awuTta,
8. 3anoBep 3a Hay4yHO Xypw.
8. MpoToKON OT U3NUT - [OKTOPAHTCKA MUHMMYM MO cneyuanHocTTa
9. MpoTOKON OT NbPBO 3acefaHne Ha HayyHOTO Xypu

MpeactaBeHWTe AOKYMEHTM OTFOBApsT Ha M3UCKBaHWsATa Ha  Tpakuiicku

YHuepcuteT - MegmumHckn thakyntet - rp. Ctapa 3aropa.

[O-p Neta MBaHoBa oliyeBa e pogeHa Ha 06.01.1966 rogmHa B rp. Ctapa 3aropa.
CpeaHoTo cu obpasoBaHne nonyyvaBa B ECIMY ,Xpucto boTteB“- CT1. 3aropa npe3
1981-1984r. Cvuiata rogvMHa e npuveta 3a CTyAeHT no meguuuHa sbe BMU - Cr.
3aropa, 3asbpwea npe3 1990r. 3anoyBa BefgHara pab6oTa cnef KOHKYpPC Kato
acucteHT kbM KaTtefpa lMponepgeBTvka Ha BbTpelwHnte 6onectn (M® Ha TpY - Cr.
3aropa) B [MbpBa BbTpelHa KnHWMKa Ha MBAJT YHuBepcuteTcka - CT. 3aropa,
noHacroAwem - KnuHuka no EHgokpuHonorusa, YMBA Mpod. a-p C1. Knpkosnu“Af
- Ct. 3aropa. Mpe3 m. toH1 1995r. npuao6bmea crneumnanHocT BbTpewHn 60necTu.
Mpe3 m. gekemspu 2000 r. npnaobuea cneunanHocT EHAOKPUHONOMMA 1 60N1ecTn Ha
obmsaHaTa. Bnagee nNMCMeHO M rOBOPUMO aHINIUACKN U PYCKK e3WK.
iMa MHOXEeCTBO y4yacTUsi B MeXAYyHapOo4HW M HaUMOHaNHU Hay4YHU (hOpYyMU, KypcoBe
3a cnefguniioMHa Keanngukalmsa no cnewunanHocTra.

UneHyBa B bbarapcko ApyXecTBo N0 eHAOKpPUHonorusi, bbnrapcka anabeTHa
acoymauma n bAC.

[l. AKTya/nHOCT, 3HaYMMOCT U NpakKTuyecka Haco4YeHOCT Ha Temarta

3axapHuAT aunaber e MeTabo/nMTHO 3abofisBaHe, Xxapakrtepusupalwo ce c
XUNepramKkemus B pesyntar Ha Ae(eKTM B UHCY/MHOBATA CEKPeLuns Y UHCYIMHOBOTO
[eicTBMe UM n ABeTe NpUYMHK 3aefHO. XpOHMYHATa XUNEepriMKemMus e cBbp3aHa C
AbAroTpainHo yBpexaaHe, AUCHYHKUNS W HAPYLIEHUS B HOPMaNHOTO (YHKUMOHMpaHe
Ha pefvua opraHu u cucteMu. PasnpocTpaHeHueTo Ha AnabeTta HapacTBa B Lenvg
CBAT yCnopeAHO C HapacTBaHETO Ha Hace/seHWeTo, 3acTapsaBaHeTo, ypbaHusaumsara u



3arnscrtaBaHeto. [loHacToAwem B bbarapua wuma okono 426 000 gywm c
AnarHocTuumnpaH 3axapeH amnabeTt, KoeTto npefcTtaenssa 7,9% OT HaceNeHWETO Ha
Bb3pacT mMexay 20 fo 79 roguHn. Hanuue e HapacTBaHe B pa3npoCcTpaHeHUeTo Ha
anabeta ¢ 20,88% 3a nmepuog OT 6 roAvHWU WAM CPeaHO TFOAMWHO ¢ okono 3,5%.
[AnabetbT € OCHOBEH M3TOYHWMK Ha 3ab60/1eBaeMoCT, CMbPTHOCT M MKOHOMWUYECKU
pasxoau 3a o6wectBoTo. Cpel OCHOBHUTE 34paBHU MpobiemMu, KOWTO 3axapHuAT
AnabeT nocrass MOHACTOALWEM Ca HETOBUTE KbCHU YCIOXHEHUS.

Xunepravkemuata reHepupa peakTvBHU KWUCMOPOAHM BuAoBe (ROS), KOUTO OT CBOSA
CTpaHa NPUYMHABAT YyBpeX[JaHe Ha K/eTKUTE M0 MHOT0 HauuHW. YBpeXAaHeTo Ha
KNeTkuTe B KpailHa CMeTKa BOAM [0 BTOPUYHWU YCNOXHEHWS NpU 3axapeH Aunaber.
Y4yacTMeTo Ha OKUCNUTENHUTe pajuKain B eTUoNornsta U pasBMTMETO Ha KbCHUTE
YCNOXXHEHMSA Ce OoTAaBaT Ha TOKCUYHW e(eKkTU BbPXy MeTabonvM3amMa Ha nunuguTte,
npoTenHWTe, rNyTaTMOHAa, KaTtanasara, Cynepokcua ANCMyTasnuTe U aHTUOKCUAAHTHUS
KanauuTeT Ha niasmara.

Knuuuuymctnte ca w3npaBeHW nNpef Hejfekarta 3afjaya CBOEBPEMEHHO [a
NOeHTU(OUUMPAT BUCOKO-PUCKOBUTE MaUWeHTH, Aa aHanu3upar akTyalHOTO UM
CbCTOAAHWE W MPaBWIHO Aa OnpefenAaT nocnefBaw,oTo NoBeAeHMEe Mpyu Tasu rpyna
60onHM. B B Tasn Bpb3ka, M3bpaHata OT A-p loiveBa TemaTvka € W3KNHUYUTENHO
akTyasiHa, C npefnoctaBKM 3a MPUHOC B Hay4YHO-M3CNegoBaTesickata M KIMHUYHaTa
[leiHOCT. PaHHOTO ycTaHOBSIBaHe NpeAuKTopuTe Ha AnabeTHUTe ycnoXHeHusTa bmxa
Mornv ga 6b4art nofesHn Mapkepu 3a KAVHULUCTUTE 3a NOB/MABAHE nporpecuata Ha
3abonsBaHeTo.

[ll. KoMNOHEHTN Ha gucepTaLnUOHHUA TpyL

[AucepTalMoOHHUAT Tpya cbabpXa 141 cTaHAApTHU CTpaHuUUM U e oHarnegeH ¢ 15
Tabnuum, 31 gpurypm n 3 NpunoXKeHus.

NnTepaTypHuaT 0630p Cc 06em 30 cTpaHUUM OTpa3fBa LENeHacoOYeHO WU
aHa/IMTUYHO aKTyaJIHTe [aHHW 3a CbOTBETHWA Mokasaten. [llposvyaea pobpata
nuTepaTypHa OCBEAOMEHOCT Ha [OKTOpaHTKaTa, Kakto W YMeHWeTo i pja
cuctematusmpa 1M 0606WaBa HayyHW [AaHHW. MHOro A06pO BnevyaTneHue mnpasu
HaB/M3aHETO B WHTUMHUTE MeXaHW3bM Ha [eWCTBME Ha OTAe/IHUTe peakTUBHM
KUCMOPOAHN BMAOBE n aHTMOKCUAAHTW, KAKTO W ponfdta Ha ROS B naroreHesara Ha
T23[1 ” Ha XPOHUYHUTE YC/IOXHEHWA, C KOETO NpaBWIHO MOTMBMpa un3bopa Ha

BK/IIOUEHNTE B gnceptaumMoOHHUA TPy noKasaTenu.



Len n 3agaun (Ha 2 cTp.): Lenta Ha npoekta e npegcraBeHa TOYHO M SACHO.
MoctaBeHUTE 9 KOHKPETHU 3aJayn No3B0OABAT U3Mb/HEHME Ha 3an0XeHarta Ler.
MaTepuanu n MeTOoAu: AM3aliHbT Ha NPOyYBaHEeTO e npeActaBeH Ha 10 cTpaHmum
N e NnocTpoeH cbo6pasHO UuenuTe Ha paspaboTkata. BpoAaT Ha eguMHUUUTE Ha
HabnogeHne - - 93 nayneHtTn ¢ T23[ cbC cneungpunyHn 3a 3ab60ns9BaHETO CbA0BK
YCNOXHEHMA, 16 HoBOAMArHOCTULUMPaHU NaumeHTn ¢ T23[, - 6e3 CbA0BU YCIOXKHEHNS
n 94 3apaBu 4O6GPOBOMLUM KATO KOHTPOAM € focTaTbyeH 3a CTaTUCTUYECKM aHaius.
Kputepunte 3a BKIOYBAHE M W3KNKOYBaAHE MNO3BOMABAT €/IVMMUHUPAHETO Ha HAKOU
NHTepdepupawm paktopun. Mpu BCUYKM n3cnedBaHn nuua 6MONOrMYHUAT Matepuan
€ B3eT Cbl/laCHO CTaHOAapTHUTE U3WUCKBaHMA 3a MOArOTOBKA Ha MauveHTa U B3eMaHe
Ha BEHO3Ha KpPbB 3a K/AWMHWYHO-NabopaTopHM m3cnefsaHua. MNMogpobHO ca onucaHu
BCUYKM M3MNOM3BAHM B TOBa Mpoy4YyBaHe MeToAW: K/AMHMYHK, nabopaTopHu U
cratuctmyeckn. OCBEH TpagMLMOHHUTE CTATUCTMYECKM MEeTOAM ca M3M0J3BaHu U
TakuBa, 6a3vpaHn Ha UHpopmaTmkara, KOUTO ca NOJIE3HN B CNyYauTe C MHOTO ronsam
pasMep Ha M3BajkKara U HEXOMOTeHHU Habopwu OT AaHHW.

PesynTaTu n o6cbXaaHe: ob6xeawar ob6buwo 70 cTpaHuum w cneasart
nocnefoBaTte/IHOCTTa Ha NocTaBeHUTe 3ajayn. 3a MbpBM NbT Ce Mpasu MpoyyBaHe
Ha okcuaatmBHMA cTpec npu T23[ 3a 6bArapckata nonynauus. PesyntatuTe ca
npefcTaBeHN CcUCTeMaTUYHO, OHarfefeHn ca ¢ qurypu un  T1abnumuyu, Hama
NpuUNoKpuBaHe B WH(pOpMaUUATa, KOATO MocnefHUTE npefoctaBATr. ABTOPBT
KOMEHTUpa aHa/IMTUYHO MONyYyeHUTe pesyntatv, Kato M3BbpLIBa W CbNOCTaBKa C
[aHHWUTE NOMyYeHn OT APYrn Haln 1 YyXau mnacnegosartenn. B gucepraumMoHHNS Tpya
ce m3cnefBar MHOXECTBO MOKasaTesiM, 4acT OT KOMTO ca HOBW 3a CTpaHarta Hw.
KpaTtkoto onucaHne Ha OTAENHUTE HO30/IOTUYHW  €AVHULUM U YCIOXHEHUA
npejlecTsalo npeacTaBsHETO Ha pesyntatute e u3BoAWTe npaBu paboTtara
pasbvpaemMa 3a MNO-LIMPOK Kpblr umTatenn. [obpe 060OCHOBAH W CTATUCTUYECKM
NOAKPENEH € N ONUTHLT 3a OLleHKa NpeAnKTMBHATA CTOMHOCT Ha HAkou mapkepu 3a OC.
N3Boamn (2 cTp.): Bb3 OCHOBa Ha MoOnyyvyeHwuTe pasynrtatu, A-p Foiyesa npasu 15
n3Bofa NpeavMHO C MOTBbPAMUTENEH XapakTep, KOUTO CbOTBETCTBAT Ha Uenta u
3ajlauynTe Ha gucepTaHTa, 3a/10KEHN B HAYasioTO Ha HayyHUs Tpy4. MNprvemam TaxHata
nocnefoBaTefiIHOCT, JIOTMYHOCT WM HayyHa W NPUIOXKHA KIWHWYHA, BK1. U

TepaneBTn4Ha CTOMHOCT.



BubnuorpagunaTa cbabpxa 322 nuTepatypHU U3TOUYHMKA, OT KOUTO 3 HA KMpUIMLa,
319 Ha natMHuua, 11 oT 6bArapckn aBTopu.. Bkntousa 6a3nMcHU 1 HOBW NnTepaTtypHu
W3TOYHULN OT NOocnefHUTE rOAUHK, C KOETO OTroBaps Ha M3MUCKBaHUATA.
IV. MpuHocK
Hay4yHo-u3cnefoBaTenckm TapreT Ha HaCTOAWOTO MpoyyYyBaHe € aHanuM3  Ha
B3aMMOOTHOLLEHMATA MEXAY OKCMAATUBHUSA CTPEC U XPOHUUYHWUTE YCNOXHEHWUS npu
T23[4. B camooueHkara cu guceptaHTkata e nocoymna 10 npmHOca C KOMTO CbM
cbrnaceH. HanbnHO nogkpensM TBbLPAEHMETO Ha A-p loliyeBa, ye m3cnefBaHusATa B
Hacoka M3yyaBaHe Ha ponfdta Ha Npo- W aHTUOKCUAAHTHUTE cuctemMu npu T23[
paskpuBaTr HOBM cTpaTerMy 3a fieyeHue U ca BadkHa TeHAeHUMS B CbBpeMeHHata
MeauuuHa.
V. MNpeueHKa Ha ny6ankaummTe n IM4HUA NMPUHOC Ha AOKTOopaHTa
AucepTaHTKata uma npefcTaBeHN ABe HayyHW nyo6svkaumun, B KOUTO e BOZeLl aBTop
(kato NbpBata e UMTMpPaHO ABYKPATHO, a BTOparta - OT 53 aBTOPCKM Konektuea) u 3
Hay4yHM CbOOLLEeHNs, B ABE OT KOUTO e BodeLl aBTop. MNyb6nmkaumumte ca B pehepupaHm
CrMcaHus, C BUCOK OpOM UWTMpaHUA, KOeTo € [0Ka3aTefcTBO 3a LEeHHOCTTa Ha
Hay4yHWUTe TbpceHUs Ha A-p MNeta oliyesa. MNMy6aMKaunmoHHATa aKTUBHOCT U y4YacTMeTo
B HayyHuW (DOpPYMM e [OCTaTb4yHO crnopen u3ucksaHuata Ha [MpaBunHuka Ha Tpy -
Crapa 3aropa 3a 3awuTa.
VI. ABTopegepar

ABTOpedepaTsT e ¢ 06w, 06em 0T 90 cTpaHuLM M NpeAcTaBs BCUYKM COOCTBEHU
pesyntatu - BepbanHo, ¢ Tabnmun v rpaukn, Kakto 1 M3BOANTE Ha NOCTABEHUTE LieN
M 3ada4n. Hamam gonbAHUTENHW 3a6eNeXKM BbPXY CbAbPXKaHMETO My. TO OTroBaps
aleKBaTHO Ha AuCepTauuoHHMA TPyL M OOpPM Kato CaMOCTOAAITENIHO 4YeTUBO €
[A0CTaTbyHO aKTyaneH 3a MHpopmauma v umutupaHusa. ABTopedepaTsbT 0TroBaps Ha
N3nNCKBaHUSTa Ha Tpakuiicku YHuBepcuteT- Ctapa 3aropa.
VIl. 3a6enexkn n NnpenopbKu:

C Hagexpda 3a 6bAello Aopa3BMTUE Ha HayYHUTE TbpCeHMA Ha A-p loliyesa,
CBbP3aHN C OKCMAATMBHUA CTPEC KaTo naToreHeH MexaHn3bM 3a Bb3HMKBaHe Ha T23/[,
N XPOHUYHUTE MY CBAOBU YCNOXHEHMA, CA NO3BOMSABAM [Ja Hanpa.s HAKOU
NPenopbKK.

KoHTponHaTta rpyna He cbOTBeTcTBa Mo Bb3pact M UTM ¢ wn3cnepBaHaTta
nonynauuns T23[, KoeTo noctass Nof CbMHEHWE HAKOM OT CPaBHUTE/THUTE aHaIU3N.

Mpu n3cneasaHn 94 KOHTPONIU CMSTaM, Y€ NIeCHO GM MO0 Aa ce othopmu rpyna of
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35-40 yoBeka, CbOTBETCTBALLM MO Bb3pact U NTM, KOeTo e Hanb/IHO A40CTaTb4yHO 3a
napamMmeTpuyeH aHanus.

MoBeyeTo M3BOAM 3anoysBar C EMUAEMMUOSIOTUYHW [AAHHW, KOWUTO CMOKOWHO
MOXexa Aa 6bAaT crnecTeHn 3al0To ca CnoMeHaTu B Apyr pasgen.
IIIX. 3aknoyeHune:

MpeAcTaBeHMAT 3a peueH3upaHe AOUCEPTaLWMOHHEH TPyA CbAbpKa HayyHW,
HayYHO-MPUNOXHU U NPUIOXKHWA Pe3y/Tatv, KOUTO MpeacTaBnssar OpUrMHasieH MnpuHoC B
HayKaTta 1 OTroBaps Ha BCUYKM M3UCKBAHMA Ha 3aKoHa 3a pa3BuTUE Ha akafeMUYHUS
cbctaB B Penybnuka Bvnrapus (3PACPE), MpaBuiHMKa 3a npunaraHeto My wu
CbOTBETHUA lNpasunHuK Ha TpY - Ctapa 3aropa.

MpefcTaBeHUAT gucepTaunoHeH TPy € OPUrMHaNHO aHaIMTUYHO U3cnenBaHe
M MOKa3sa, Yye ca MoCTUTHAaTW LesniTa v noctaBeHnTe 3agayv. JJoktopaHTkara rno3Hasa
3b4bN60YEHO Npobnema U Mma HeobxoauMUTE 3HaAHWUA N YMEHUA 3a CaAMOCTOATENHA
HayyHa paboTa, nopagu Koeto faBaM NOJSIOXWUTesHa oueHka Ha pabortata ,,PONA
HA OKCUOATUBHWA CTPEC NMPWN TN 23AXAPEH AVWABET MCHLAOBUTE MY
YCNOXHEHWNA® n npegnaram Ha yBakaeMuTe 4jeHOBE Ha Hay4yHOTO Xypu Aa
rnacysaT NOJIOXKUTENHO 3a npucbxgaHe Ha OHC ,,4OKTOP” NO AOKTOPCKa nporpama
~EHAOKpMHOMOrMa”, npotecmoHanHo HanpaeneHue 7.1. MeguuuHa, Ha A-p MeTs

loliueBa.

11.09.2022 r. Mognuc: ...
Mnosgus wou. M. Mutkos/
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Prof. Irena Manolova Manolova-Vasileva, MD

Trakia University -Stara Zagora, Bulgaria

Appointed by order of Rector Assoc. Prof. D. Yarkov, MD
No. 2181 of 08.07.2022

REVIEW
by Assoc. Prof. Mitko Dimitrov Mitkov, MD

Associate Professor at the Department of Endocrinology and Metabolic Diseases,
Medical University - Plovdiv,

head of the Endocrinology Clinic at the "Palmed” UMBAL - Plovdiv

regarding: review of a dissertation work for the acquisition of the academic and scientific
title "doctor" in the doctoral program "Endocrinology"”, in the professional field

7.1. Medicine, area of Higher Education 7. Healthcare and Sports, in compliance with Order
No. 2181 of 08.07.2022 of the Rector of Trakia University - Stara Zagora.

Subject: ROLE OF OXIDATIVE STRESS IN TYPE 2 DIABETES MELLITUS AND ITS VASCULAR
COMPLICATIONS

Author: Dr. Petya Ivanova Goycheva doctorate candidate in independent preparation at the
Department of Propedeutics of Internal  Medicine and Clinical  Laboratory,
Faculty of Medicine, Trakia University - Stara Zagora

Scientific Leader: Assoc. Prof. Boyan Ivanov Nonchev, MD

Scientific consultant: Assoc. Prof. Mariana Penkova Radicheva, MD

I.  Genera! presentation of procedure and doctoral candicate

The presented set of materials in paper and electronic form is in accordance with Art. 70 (1)
of . Section. Acquisition of the educational and scientific degree "DOCTOR" and the scientific
degree "DOCTOR OF SCIENCES" at TrU - Stara Zagora; Regulations of TrU-MF- Stara Zagora
and includes the following documents:

1. Dissertation work - original copy in WORD and PDF formats

2. Abstract of dissertation - original copy in WORD and PDF formats
3. Professional CV in European format.

4. Diploma - Master's degree with addendum.

5. List of publications and scientific works on the subject.

6. Order of enrollment for the conferral of a doctorate



7. Order of assignment of a doctorate defence,

8. Definition for scientific jury.

8. Exam protocol - doctorate minimum in the specialty

9. Exam protocol of the first meeting of the scientific jury

The submitted documents meet the requirements of Trakia University - Faculty of
Medicine - Star Zagora.

Dr. Petya Ivanova Goycheva was born on 06.01.1966 in Stara Zagora. She received her
secondary education at the "Hristo Botev" unified secondary polytechnic school - St. Zagora
in 1981-1984. Afterwards she was accepted as a medical student at Higher Medical Institute -
St. Zagora. She graduated in 1990 with very high grades. She was immediately accepted after
open contest as an assistant at the Department of Propedeutics of Internal Medicine (MoF of
TrU - St. Zagora) in the First Clinic for Internal Medicine at the University Medical Center - St.
Zagora, currently - Endocrinology Clinic, UMBAL "Prof. Dr. St. Kirkovich AD - St. Zagora.

In June 1995 Dr. Petya Ivanova Goycheva completed her medical specialty in Internal
Medicine. In December 2000 she acquired a specialty in Endocrinology and Metabolic
Diseases. She is fluent in written and spoken English and Russian.

She has numerous participations in international and national scientific forums and
postgraduate qualification courses in the specialty.

She is a member of: Bulgarian Society of Endocrinology, Bulgarian Diabetes Association and
Bulgarian medical Association.

Il. Relevance of the subject and practical significance of the topic

Diabetes mellitus is a metabolic disease characterized by hyperglycemia as a result of defects
in insulin secretion or insulin action or both. Chronic hyperglycemia is associated with long-
term damage and dysfunction of a number of organs and systems. The prevalence of DM is
increasing worldwide proportionate to population growth, aging, urbanization and obesity.
There are currently about 426,000 people diagnosed with diabetes in Bulgaria, which
represents 7.9% of the population aged 20 to 79. There was an increase in diabetes prevalence
of 20.88% over a 6-year period, or an annual average of about 3.5%. DM causes increased
morbidity, mortality and economic costs to society. Among the main health problems that the
disease poses are its late complications.

Hyperglycemia generates reactive oxygen species (ROS), which in turn cause damage to cells
in multiple ways, and this damage ultimately leads to secondary complications of diabetes
mellitus. The involvement of oxidative radicals in the etiology and development of late
complications is attributed to toxic effects on the metabolism of lipids, proteins, glutathione,
catalase, superoxide dismutase and the antioxidant capacity of plasma.



Clinicians are faced with the difficult task of promptly identifying high-risk patients, analyzing
their current condition and correctly determining the subsequent behavior of this group of
patients. In this regard, the topic chosen by Dr. Goycheva is extremely relevant, with
prerequisites for contribution in scientific research and clinical activity. Early identification of
predictors of diabetic complications could be useful markers for clinicians to influence and
monitor disease progression.

lll.  Components of the dissertation:

The dissertation contains 141 standard pages and is illustrated with 15 tables, 31 figures and
3 appendices.

The literature review with a volume of 30 pages purposefully and analytically reflects the
current data for the respective indicators. It shows the excellent literary awareness of the
doctoral candidate, as well as her ability to systematize and summarize scientific data. A very
good impression is made by entering into the intrinsic mechanism of action of individual
reactive oxygen species and antioxidants, as well as their role in the pathogenesis of type 2
diabetes melitus and its chronic complications, which correctly motivates the choice of the
indicators included in the dissertation work.

Purpose and tasks (on 2 pages): The purpose of the project is presented precisely and clearly.
The set 9 specific tasks enable the fulfillment of the set goal.

Materials and methods: the study was presented in 10 pages and was constructed according
to the tasks and objectives. The number of observation units - 93 type 2 diabetes melitus
patients with disease-specific vascular complications, 16 newly diagnosed type 2 diabetes
melitus patients - without vascular complications and 94 healthy volunteers as controls was
sufficient for statistical analysis. The inclusion and exclusion criteria allow the elimination of
some interfering factors. In all subjects, the biological material was taken according to the
standard requirements for patient preparation and venous blood collection for clinical
laboratory studies. All methods used in this study are described in detail: clinical, statistical
and laboratory analyses. In addition to traditional statistical methods, computational analyses
have also been used, which are useful in cases with very large sample sizes and
inhomogeneous data sets.

Results and discussion: covered are a total of 70 pages that follow the outlined tasks. For the
first time a study of oxidative stress in type 2 diabetes melitus is being conducted on the
Bulgarian population. The results are presented systematically, illustrated with figures and
tables without overlap of information. The author comments analytically on the obtained
results, making a comparison with the data obtained by other domestic and foreign
researchers. The dissertation examines many indicators, some of which are new for our
country. The brief description of the individual nosological units and complications makes the
work understandable for a wider range of readers. The attempt to assess the predictive value
of some markers for oxidative stress is also well grounded and statistically supported.



Conclusions (2 pages): based on the obtained results, Dr. Goycheva makes 15 conclusions,
mostly of a confirmatory nature, which correspond to the purpose and set tasks. |accept their
consistency, logic, scientific and applied clinical and therapeutic value.

The bibliography contains 322 literary sources, of which 3 in Cyrillic, 319 in Latin, 11 by
Bulgarian authors, it includes fundamental and leading-edge literary sources from recent
years, thus meeting the requirements.

V. Contributions

The research target of this dissertation is the analysis of the relationship between oxidative
stress and chronic complications in type 2 diabetes meiitus. The doctorant lists a total of 10
contributions with which | agree. | fully support Dr. Goycheva's statement that research into
the role of pro- and antioxidant systems in type 2 diabetes meiitus reveals new treatment
strategies and is an important trend in modern medicine.

V. Evaluation of the publications and the personal contribution of the doctoral candidate

The doctoral candidate has submitted two scientific publications in which she is the lead
author (the first being cited twice, and the second - by 53 author groups) and 3 scientific
communications, in two of which she is the lead author. The publications are in peer-reviewed
journals, with a high number of citations, which is proof of the value of Dr. Goycheva's
scientific research. The publication activity and participation in scientific forums is sufficient
for doctoral defence according to the requirements of the Regulations of the TrU - Stara
Zagora.

VI.  Abstract

The abstract has a total volume of 90 pages and presents all the dissertation's results and
conclusions of the set objective and tasks - including tables and graphs. It corresponds
adequately to the dissertation and even as a stand-alone read it is sufficiently informative and
suited for citations. | have no further comments on its content. The abstract meets the
requirements of Trakia University - Stara Zagora.

VIl. Remarks and recommendations:

With the hope of further development of Dr. Goycheva's scientific research related to
oxidative stress as a pathogenic mechanism for the occurrence of type 2 diabetes meiitus and
its chronic vascular complications, lallow myself to make some recommendations.

The control group was not age- and BMI-matched with the of type 2 diabetes meiitus study
population, which questions on some of the comparative analyses. The 94 controls studied
are quite sufficient, | believe to form a statistically analyzed 35-40 age- and BMI-matched
group. Most conclusions begin with epidemiological data that could easily have been spared



because they are mentioned in another section and are not directly relevant to the
conclusions drawn.

VIII.  Conclusion:

The dissertation contains academical and clinically applicable results, which represent an
original contribution to science and meet all the requirements of the Law on the Development
of the Academic Staff in the Republic of Bulgaria (ZRASRB), the Regulations for the
Implementation of ZRASRB and the relevant regulations of the Trakia University - Stara Zagora.

The dissertation achieves the purpose and tasks. The doctorant has the necessary in-depth
knowledge and skills for independent scientific work, which is why | provide my positive
assessment on the work "ROLE OF OXIDATIVE STRESS IN TYPE 2 DIABETES AND ITS
VASCULAR COMPLICATIONS™ and propose to the esteemed members of the Scientific Jury to
vote positively to award the academic and scientific degree "Doctor" in the doctoral program
"Endocrinology”, professional field 7.1. Medicine to Dr. Petwa lvanova Goycheva.

11.09.2022, Plovdiv



