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CTAHOBHIIE

ot jou. a-p bucep Kupunos bopucos, 1. M.,
pbkoBoauten Ha Karenpa ,,Hedpomnorus, XeMaTosnorus 1
racTpOEHTEPOJIOTus ™,
3aM.-fekaH Ha DakynreT ,,MenuuuHa“, MeIMUNHCKY YHHBEPCUTET —
[IneBeH,

OTHOCHO auceprauuonHHusT Tpya Ha A-p Cunsus CuMeoHOBA ["aneBa-
TomopoBa, 3a mpuaoOMBaHeTO Ha OOpasoBaTelHa W Hay4dHa CTEICH
,JlokTop®, mpodecroHanHo HampasiaeHue 7.1 ,MeauuuHa®, IOKTOpCKa
nporpamMa ,,EHIOKpUHOTOTHA M OonecTd Ha oOmsHara“, Ha TeMa:
"[IpoMeHn B IJa3MeHMTe HHUBA HA LUTOKMHUTE M JHUMQOUMTHHTE
cyGnony/1alMy NpH NALKMEHTH ¢ MeTa00UTEeH CHHAPOM”.

Hacmoswomo cmanosuuje e Hanucamo 6b3 OCHO8A HA ONPEOeNIHeno MU 3a
unen na Hayumo cypu cve 3anoeed Ne2028/26.07.2022 2. na Pexmopa Ha
Meouyuncku ynueepcumem — Ilneeen, 6v3 0CHO8a Ha peuieHue Ha
Axademuunusm cveem Ha ynusepcumema (Ilpomoxon Nel5 om 25.07 .2022

2.) u Ipomoxon Nel/29.07.2022 om nvpeo, HeNpUCHCMEEHO 3acedaHue Ha
HXX.

Kparku ouorpadmu4Hu JaHHU

JI-p Cunsusi Cumeonosa [aneBa-Tomoposa e pojeHa B rp. Besnnko
TbpHOBO. 3aBbpiiBa MeauuuHa npe3 1998 r. B MeIMUMHCKH yHUBEPCUTET-
[Tnesen. Ot 1998 no 1999 r. paGotu BBB ,.BBTpemHO oTaeneHHE” Ha
MBAJIL, rp. Hukonon. Ot 1999 r. no 2003 r. paboTh B TOKCHKOJIOTUYHO

ornenenve Ha YMBAIJI ,JI-p T'eopru Crpancku®™, a ot 2003 r. u 1o
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MOMEHTa, CJIeJl CIEYEeJIeH KOHKypc € acucteHT B Kimamka 10
€HJIOKPHUHOJIOTHS Ha ChIllaTa O0THUIIA.

Nwma mpusHatu crienuainHocTH 1o ,,Berpenman 6onectu — 2005 r., u
,,EHIOKpuHOIOTHS 1 OonecT Ha oOmsHara — 2012 1. Ilpe3 2017 ronuna
npugoOMBa MarucTbpcka creneH — ,,OO0IIECTBEHO 37paBe W 3/IpaBeH
MEHUKMBHT .

Unen e Ha bwiarapcku jekapcku cbio3, bbiIrapcko IpykecTBO IIO
eHJoKpuHoorus, bbiarapcka nuaberHa acoumarnuss W EBpomelickaTa
aconpanus o n3y4yaane Ha quadera (EASD).

Bimanee mnumcMeHO ©W  TOBOPpMMO aHTJIMHMCKKM e3uk. [lpuTexaBa
J0CTaThyHA KOMITIOTBPHA TPAMOTHOCT.

TemaTa Ha TpeaCTaBeHHs] AUCEPTAMMOHEH TPYA € H3KIIOYUTEITHO
aKTyajlHa OT MPaKTUYeCKa W HAYYHO-TCOPUTHYHA TJICIHA TOUYKa, MPEIABHU]I
roJIIMOTO 3HAYCHHE HA METAOOJMTHHSI CHHIPOM, TBJDKANIO0 C€ KAKTO Ha
HapacTBallaTa My YeCTOTa CpeJl HACEJIICHHETO Ha CBETa, Taka CBIO0 M
BpB3KaTa MEXIy HEro M JIPYrd OOIIECTBEHO-3HAYMMH 3a00JISIBaHUS KaTO
3axapeH nuabeT W OOJIECTH Ha ChPACYHO-ChIOBaTa cuctema. [Ipedyrnenu
npe3 mIpu3MaTta 3a MNpOHMH(IIAMATOpPHHS CTaTyC Ha TO3W CHHAPOM C€
OTKpPWBAT BPB3KHM M TIEPCICKTUBH KBbM JAPYTHM TIOJOOHH CHCTOSHUS —
aTepoCKiepo3a, cTapeeHe, XpOHMYHH  OBOpeyHHM  3a00sBaHMS,
KaHIIEpOTeHe3a.

CrhIiecTByBaIIUTEe CHOOIICHUS, Y€ XOpaTa ChC 3aTIbCTSIBAHE U METa0OJIUTCH
CUHPOM MMAT MPOMEHEHN CEpYMHHU HMBA Ha WH(IAMATOPHUTE ITUTOKUHH,
kato TNF-a, CRP, untepneBkunu (IL-6, IL-18), Ho manHuTe 3a BpbB3Ka
MEXAy JTUM(OIUTHUTE CYONOMy/Ialliy Py TE€3W MalUeHTH ca OCKBIHHU. B

TO3HU CMHCBHJ, MAJIKO € U3BCCTHO 3da BB3MOKXKHOCTTAa TC3HM MAPKEPHU da 6T>I[aT



M3MO0JI3BAHM  KaTO TMPOTHOCTUYHU  KPUTEPUU 32  Pa3BUTUETO  Ha
HEOJIaronpUsiTHU MOCIEAUIIN.

[To Te3u mnpuuuMHM, TpeAcTaBeHaTa TeMa Ha JAUCEPTAIMOHEH TPYyI €
M3KIIIOUUTEIIHO aKTyallHa U ChBPEMEHHA, KAaKTO OT Hay4yHa, Taka ChIIO U OT
NPaKTHUYECKA TJIeIHA TOYKA.

JlucepTallUOHHUAT TPyJ € HanmucaH Ha 185 cTaHAapTHH MAaIlIMHOMUCHU
cTpaHuid, Oubnmorpadckara crpabka chabpka 210 3ariaBus, OT KOUTO 6
Ha kupuiuia u 204 - Ha JTaTUHULIA.

JlurepaTypHUsIT 0030p € W3KJIIOUUTEIHO U3YEpPNaTeIeH M CTErHar,
npeAcTaBeH Ha 34 CTpaHULIM W OTpa3sBa CHBPEMEHHHUTE BIDKIAHUS M
KOHIIEMIIMA KaKTO 3a BPOJCHHUS U NPUAOOUT HMMYHHUTET, Taka M 3a
MIPOMEHUTE B JBaTa TUIA NPHU MAIUEHTH ChC 3aTIBCTSIBaHE U OPopMeHa
KOHCTENAIMsl 3a MeTa0oJuTeH CUHApoM. ToW BOJIM JIOTUYECKH 10

MOCTaBCHATa LeJl HA IUCePTAUMOHHUA TPYA: “/la ce npoyuam nHueama Ha

YUmMoKunume:  uHmepaeskun-1,  ummepneskun-6,  mMymop-HeKpomuieH
Gdaxmop anga u rumgpoyumnume cyononyrayuu 8 nepugepHama Kpbe Kamo
Mapkepu 3a HUCKOCMENEeHHO XPOHUYHO 8b3NaieHue U UMYHEeH Om2080p npu
nayuenmu ¢ mMemaboIumeHr CUHOPOM U 04 ce aHAIU3Upa 83aUMOBPBLIKAMA
UM C paziuyHume KIUHUKO-1a00pamopHu OMKIOHEHUsl, 6KIIOYeHU Kamo
KOMNOHEHMU 8 XapaKkmepucmukama my’ .

JlornyHo ca u3BeneHU 8 3aauM, TPYNHUPAHU B IB€ OCHOBHU MOATPYIH, HA
0azara Ha MPOBEJICHU COOCTBEHM MpOyuBaHUs, a UMEeHHO: 1. M3cieaBane Ha
IIUTOKWHU (MHTEPJICBKUH-1, HHTEPIEBKUH-0, TyMOp-HEKPOTH3UpAIl (aKkTop
anda) m mapkepu Ha Bb3naneHuero (C peakTuBeH NOpOTEWH) mpu 79
NalUeHTH ¢ META0OJIMTEH CUHAPOM M 3axapeH auaber tum 2 u 21 31paBu

muna; 2. UscnenBane Ha numdborutar cyonomynanuu (CD3, CD4, CDS,



CD19) u Th/Ts choTHOIIEHHETO TP 96 MAIMEHTH ¢ METAOOIUTEH CHHIIPOM
U 3axapeH auadet tur 2, 22 nanueHTu cbe 3/AT1 u 21 3apaBu nuna.
Pesynratute u 0OCHXKIaHETO WM ca MpeACTaBeHH Ha 34 CcTaHAapTHH
MAIIMHOMUCHU CTpaHHUIM, BKmMounTenHo 38 durypu u 51 Tabmuim,
OHAarJeAsBaly OTINYHO U3JI0KEHUETO.

Ot mpencraBeHuTe 7 MPUHOCA HAa HAYYHHS TPYA, OCOOCHA CTOWHOCT MMAT
TE3U C OpUCUHAIEH Xapakmep. 33 bPBU IIbT B bbiarapus € npoBencHO
U3CJEIBAaHE TBHPCELIO Bpb3KaTa MEXJIy METAOOJIUTHUS CUHAPOM c/0e3
3axapeH AuabeT U NPOMEHU B MPUIOOUTHS UMYHHMTET MPU TE3U MAI[UEHTH;
OpaByd CE€ ONUT 3a OINpPENEISIHETO HAa IparoBa CTOWHOCT Ha HMBAaTa Ha
IJIa3MEHUTE NMPOMH(GIAMATOPHA LUUTOKMHH W JIMM(OLUUTHUTE MOIYJIALMNH

KaTO MpeIcKa3Ballld PUCKA 3a Pa3BUTUETO HA 3aXapeH quadeT ThIl 2.

H-p CunBus l'aneBa mnpeacTaBs [Be NyOIMKAUMM B MEXIYHAPOIHH
CIIUCAHUs, TET — B OBJITAPCKU CIIUCAHMS U 7 ydacTusl B HAYYHHU KOHTpecH (2
MEXJyHa-poaHH). JlucepTallMOHHUIT W Tpyd € Oa3upaH OCHOBHO Ha
YY4aCTHETO M B JIBa HAYYHO-WU3CJIEIOBATEICKUA MPOEKTa, (PUHAHCUPAHH OT
MYV-Ilneen u omobpern or Komucusita mo eTuka Ha ChIUS YHUBEPCUTET
BBB Bpb3Ka C HayyHara pa3zpadotka. [IpeacraBennTe nyOauKauu U y4acTHs
CHOTBETCTBAT HA U3UCKBAHU-ATA.

3aKJa0YeHue:

J-p CunBus CumeonoBa ['aneBa-TomopoBa OTroBapss Ha MHUHHMAJHUTE
HallMOHATHYU W3uCKkBaHus (mo 4. 20, an. 2,3 u 5) ot 3PACPB, kakto u
I[TPAC va MV- IIneBeH.

Hpe)IBI/IlI FOpEHU3JI0OKCHOTO, JdaBaM CBOATa HOJOKHUTE/IHA OICHKA 3a

nucepraudonnust tpyn Ha n-p CunBusi CumeonoBa ['aneBa-TomopoBa u

IPENOPHYBAM HA OCTAHAINTE YJIEHOBE HAa HaydHOTO )Xypu Ja M€ MOJIKPENsT
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3a npuckxaadeTo u Ha OHC ,,Jloktop* B npodecnoHanHo HanpasieHue 7.1

“MenuuMHa”, O HayyHaTa CHEIHAHOCT ,,EHIOKpUHONOrHUS U OOJECTH Ha

oOMsiHaTa*.
25.08.2022 r. M3rorBus cTaHOBUILIETO:
rp. [IneBen / >bopucos, 1. M./



STATEMENT

by Assoc Prof. Biser Kirilov Borisov, MD, PhD,
Head of the Department of Nephrology, Hematology and Gastroenterology,

Vice Dean of the Faculty of Medicine, Medical University - Pleven,

regarding the PhD dissertation of Silvia Simeonova Ganeva-Todorova, MD,
for the acquisition of the educational and scientific degree "Doctor",
professional direction 7.1 "Medicine", doctoral program "Endocrinology and
metabolic diseases", on the topic: '"Changes in the plasma levels of
cytokines and lymphocyte subpopulations in patients with metabolic
syndrome”.

This opinion is written on the basis of my designation as a member of the
Scientific Jury by order No. 2028/26.07.2022 of the Rector of the Medical
University - Pleven, based on the decision of the Academic Council of the
University (Protocol No. 15 of 25.07.2022 .) and Protocol No. 1/29.07.2022

of the first absentee meeting of the Board of Directors.

Brief biographical data

Dr. Silvia Simeonova Ganeva-Todorova was born in Veliko
Tarnovo. She graduated in medicine in 1998 at the Medical University of

Pleven. From 1998 to 1999, she worked in the "Internal Unit" of the MHAT,



Nikopol. From 1999 to 2003, she worked in the Department of
Toxicological, UMHAT "Dr. Georgi Stranski", and from 2003 until now,
after winning a competition, she has been an assistant in the Endocrinology
Clinic of the same hospital.

She has recognized specialties in "Internal Diseases" - 2005, and
"Endocrinology and Metabolic Diseases" - 2012. In 2017, she obtained a
master's degree - "Public Health and Health Management".

She is a member of the Bulgarian Medical Union, The Bulgarian
Society of Endocrinology, The Bulgarian Diabetes Association and The
European Association for the Study of Diabetes (EASD). Fluent in written
and spoken English, and has sufficient computer literacy.

The topic of the presented dissertation is extremely relevant from a
practical and scientific-theoretical point of view, given the great importance
of the metabolic syndrome, due both to its increasing frequency among the
world's population, and also to the relationship between it and other socially
significant diseases such as diabetes mellitus and diseases of the
cardiovascular system. Refracted through the prism of the proinflammatory
status of this syndrome, connections and perspectives to other similar
conditions are discovered - atherosclerosis, aging, chronic kidney diseases,
carcinogenesis.

There are reports that people with obesity and metabolic syndrome
have altered serum levels of inflammatory cytokines, such as TNF-a, CRP,
interleukins (IL-6, IL-18), but data on the relationship between lymphocyte

subpopulations in these patients are scarce. In this sense, little is known
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about the possibility of these markers being used as prognostic criteria for
the development of adverse consequences.

For these reasons, the presented topic of the dissertation work is
extremely relevant and contemporary, both from a scientific and also from a
practical point of view.

The dissertation is written on 185 standard typewritten pages, the
bibliographic reference contains 210 titles, of which 6 are in Cyrillic and 204
are in Latin.

There were 8 tasks, which were logically derived, grouped into two main
subgroups, based on our own studies, namely: 1. Study of cytokines
(interleukin-1, interleukin-6, tumor-necrotizing factor alpha) and markers of
inflammation (C reactive protein ) in 79 patients with metabolic syndrome
and type 2 diabetes and 21 healthy individuals; 2. Investigation of
lymphocyte subpopulations (CD3, CD4, CD8, CD19) and the Th/Ts ratio in
96 patients with metabolic syndrome and type 2 diabetes, 22 patients with
TDMI1 and 21 healthy individuals.

The results and their discussion are presented in 34 standard typescript
pages, including 38 figures and 51 tables, perfectly illustrating the
exposition.

Of the 7 contributions of the scientific work presented, those of an original
nature are of particular value: for the first time in Bulgaria, a study was
conducted looking for the relationship between the metabolic syndrome
with/without diabetes and changes in the acquired immunity in these

patients; an attempt is made to determine a threshold value of the levels of
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plasma proinflammatory cytokines and lymphocyte populations as predictors
of the risk for the development of type 2 diabetes mellitus.

Dr. Silvia Ganeva presents two publications in international
journals, five in Bulgarian journals and 7 participations in scientific
congresses (2 international). Her dissertation work is mainly based on the
participation in two scientific research projects, financed by MU-Pleven and
approved by the Ethics Committee of the same university in connection with
scientific development. The submitted publications and participations

correspond to the requirements.

Conclusion:

Dr. Silvia Simeonova Ganeva-Todorova meets the minimum national
requirements (under Art. 2b, paras. 2, 3 and 5) of the LAW on the
development of the academic staff in the Republic Bulgaria as well as the

PRAS of MU-Pleven.

In view of the above, I give my positive assessment for the dissertation

work of Dr. Silvia Simeonova Ganeva-Todorova and recommend to the
other members of the Scientific Jury to support me in awarding the ONS
"Doctor" in professional direction 7.1 "Medicine", in the scientific specialty

" Endocrinology and Metabolic Diseases'.

25.08.2022 r. Statement prepared by:

Pleven / Assoc. Prof. Biser K. Borisov, MD, PhD/



