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Omnocno: o0sIBeH KOHKYpPC 3a akaJeMHU4YHa JJIIBXKHOCT ngO!!EHT”

Penensusita € M3roTBeHa BH3 OCHOBA Ha M3HMCKBAHUATA Ha 3akoHa 3a Pa3sBUTHUC Ha
aKaJACMHU4YHHUA CbCTaB M CBIJIACHO HpaBI/IJ'IHI/IKa 3a YCJIOBUATA U pCla 3a HpI/I,Z[O6I/IBaHe Ha
Hay4YHU CTCIICHU M 34€MAaHC HaA aKaJACMUWYHU [IOIIBKHOCTH B MeauiuHCKH yHI/IBepCI/ITCT,

IIneBen u KauectBenure KpUTCPUHU 34 PAa3BUTUC HA aKaJCMHUUYHUA CbCTAaB Ha MenunuHcku

VYuusepcurer, [1neBeH.

Kanouoam 6 xonxypca: n-p Kpacumup Kocros ['unes, am

1. ITpoueaypa Ha KOHKYpca.

KoHnkypewT 3a akageMuyHa AIBXKHOCT ,JloneHT” B obsacT Ha Buciie o6pasoBanue 7.
»3JIpaBeornasBane U crnopt’ 1mo npodecuoHarHo Hampasienue 7.1 ,Menuuuna” W HaydHa
cneuuanoct “Ilaropusnonorus” e oOsBeH 3a Hyxaute Ha Kareapa mo ®usmonorus u
[Tatopuznonorus Ha Meauuuncku ¢akynter, MeauuuHcku YHuBepcuteT, IlieBen cien
pemienre Ha AkanemMuuynust CeBeT Ha MeauuuHcku YHuBepcuteT, [lneBeH u e myOonukyBaH B
A bpxkaBeH BecTHUK Opoii 31 ot 07.03.2023 1.

Cbc 3amoBen Ne 1244/25.04.2023r. ma Pexropa Ha MeIUIMHCKM YHUBEPCUTET —
[IneBen u ¢ pemenue Ha [lpencenarens na HaydHoTo *KypH, CbM OlpenesieHa Ja NpeacTaBs
peueHsus Ha kanauaara A-p Kpacumup Kocros I'mueB, AM, BEB Bpb3Ka C mpoueaypa 3a
3aeMaHe Ha akaJeMHYHa JIbXKHOCT ,,JIOIleHT" 1o HayyHaTa crenuamHocT ,Ilaropusnomnorus,
BKJI. BeTepuHapHa mnatodusuonorus”’ KbM CeKTop ,llarodusmonorus” Ha xKaTeapa

,,»PU3HOJIOTHA U TATOPUZHOIOTHS* 00SIBEH OT MEeIUIIMHCKN YHUBEPCUTET - [[1eBeH



KoMmucusita mo mpuemM Ha HEOOXOIWMHUTE TOKYMEHTH TH HaMHpa 3a PEIOBHH H
nonycka 1-p Kpacumup Kocros ['uneB, oM, 10 yyacTue B KOHKypca.

KanmunarsT € mpencTaBuil BCUYKM HEOOXOIAWMMH JOKYMEHTH, CHOTBETCTBAIU IO
chabpxkaHue u Opoit Ha n3uckBanusta Ha 3PACPB u ciopen [IP3PACPB 3aapmKkuTeTHUTUTE
n3nckBanus Ha MY — [lneBeH 3a 3aemMaHe Ha akaJieMUYHaTa JIBXKHOCT ,,JlomeHTt*.

Jexnapupam, ye HIMaM KOH(JIUKT Ha WHTEPECH, BKJI. ChaBTOPCTBO B IyOJIMKAITMHUTE

Ha KaHaujaartra, ¢ KOUTO TOM y4acCTBa B HACTOAIIUA KOHKYPC.

1. Kparku ouorpadpuyuu 1aHHu.

H-p Kpacumup KoctoB ['mHeB, A.M., TJIaBEH aCUCTEHT B Karenpa ,,OU3HOJIOTUS U
natodusuonorus” B MO, MY-— Ilnesen e poaen Ha 15.02.1972 ronuna. Bucmie o6pazoBanue
3aBbpiBa 1npe3 1999 roguna B MeauuumHcku yHuBepcurer - [1neBen.

AkazgeMu4yHOTO pa3Butue Ha A-p Kpacumup ['mHeB npeMuHaBa 1ocien0BaTeNHo Mpe3
BCHYKH JUTHKHOCTHU: aCHUCTEHT, TJIaBeH acucTeHT. Ciiell ycreuHo nmpoBeaeH Koukypc ot 2011
roguHa paboTH Karo acUCTeHT W ThaBeH acucteHT B Karengpa ,,@usmornorus u
natoduzuonorus” cextop ,,Ilarodpusuonorus*, MY - I1lnesen.

[TpunobuBa crnenuannoct no “Tlcuxuarpus’™ 2008r., a mo “TlaTodusmonorus” mnpes
2016r.

J-p Kpacumup I'mHeB npupobuBa oOpa3oBarenHa UM HaydHa crerneH “Jlokrop” mpes
2016r. crmen ycreurHo 3allMTEH TUCEpTallMOHEH Tpyad Ha Tema ,Jlamoguzuonozuuna pons
Ha enoomenun-1, mampuxcnume memanonpomeunazu- 2, -9 u maznezus é pazeumuemo u
ouHamMukama Ha Cb006UMe NPOMEHU NPU PAa3IUYHU CHIENEeHU HaA apmepuanna
xunepmensun’.

H-p Kpacumup ['mHeB uneHyBa B peauila HayyHM opraHuzanud - European
Association of Preventive Cardiology (EAPC), Heart Failure Association (HFA), Association
for Acute Cardiovascular Care (ACVC), Association of Cardiovascular Nursing & Allied
Professions (ACNAP), ESC Council on Basic Cardiovascular Science, ESC Council on
Hypertension, ESC Council on Stroke, beirapcko apyxecTBo 1Mo (pHU3HOIOTHYHUTE HAYKH.

J-p Kpacumup I'HeB Biasiee aHITIMNCKU U PYCKH €3HK.

B nacrosimus konkypce a-p Kpacumup Koctos I'nneB, yyacTBa ¢ HaydyHu MaTepHalld U

JOKYMEHTH, KOUTO MH JlaBaT OCHOBaHHE Ja OXapaKTepH3upam JEHHOCTTa MY B HSKOJKO

Hacoku. MMaiiku mpeaBu]l M3UCKBAaHUATA 3a KOMIUIEKCHO MPEACTaBIHE Ha JEWHOCTTa U

KauecTBaTa Ha JaJieH KaHAUJAT B KOHKYpC 3a “J{OIeHT”, TH MpeACcTaBIM B HAYKO-METPUYHUS

AHAJIN3 B HACTOANATa pCUCH3UA.



111. HayuyHo-u3cae10BaTeJCKa AeiHOCT.

KanaunaTeT B cBOS JUCEpTallMOHEH TpyXA Ha Tema ,./lamoguszuonozuuna pons na
enoomenun-1, mampuxcnume memanonpomeunasu- 2, -9 u maznezus 6 pazeumuemo u
ouHamukama Ha CHO06UmME NPOMEHU NPpU pPA3IUYHU CIMENEeHU HAaA apmepuaing
Xunepmen3ua” TPeJCTaBs CI0KHATA MO3aliKa Ha ChJI0BaTa U METa0OJIMTHA XOMEOKHHE3a Ha
ChpIeYBO-Chi0BaTa cucreMa. Hayuynure nunrepecu Ha a-p Kpacumup I 'mHeB ca HacoO4eHU KbM
IIPOyYBaHE Ha:

» Ba3oakTHBHHM NENTH]IH;
MaTpHUKCHM METaIO0NPOTENHA3U U ChIOBO PEMOCIINPAHE;
bromMapkepu 3a OLleHKa Ha CbPACYHOCHA0B PUCK;
OxcuaTuBEH CTpEC U BB3MAJICHUE HAa ChA0BATA CTCHA;

Marsnesuii u ch10Ba perynanus;

YV V. V V V

ATepockiiepo3a U cTapecHe.

J-p Kpacumup 'mneB yuactBa ¢ 32 HayuyHu myOIuKanuurte, OT KOUTO B 20 € BOJEIl
aBTOp. YuacTBa B HAy4YHH OpPYMHU y HAC U B uykOnHa, KOUTO 001110 ca 37.
H-p Kpacumup ['uneB ydactBa B 9 HayqHO-U3CII€I0BATEICKH MMPOEKTH.

CymapHHIT UMTAKT (PaKTOp OT CTATHM M pe3iometa e 48.05.

Ot nyosmxanun 30.11, or pesromera 17.94.
H-p Kpacumup I'mneB mnpenctaBs naHHu 3a 371 unutupanus. MHaekchT Ha

utupanus, Hirisch (h) e 6 (mo Scopus), SJIR ot nyonukanuute e 8.42.

OO6o0maBaifiki Ka3aHOTO [0 TyK, OMX >kenajga Ja MNoa4yepTas 3HAYMMOCTTa Ha
nosryyeHute ot a-p Kpacumup ['mHeB naHHM, KakTO M IPU3HAHUETO UM OT MEKIyHapOoJHaTa
Hay4yHa OOIIHOCT, U3pa3 Ha KOETO € U TOPErOCOYSHUST UHEKC.

CrenoBarenHo, HAaYKOMCTPHUYHUTEC MMOKA3aTCJIN HA O-p KpaCI/IMI/Ip I'unes HAaAXBBPJIAT

KOJMYECTBEHUTE KPUTEPUH 3a MNpPUAOOMBaHE HA akKaJeMUYHaTa IIBKHOCT ./ oumeHt”
omnpezesieHu B npaBwiiHuKa Ha M@ 3a pazBuTue Ha AkageMuydHus cbecTtaB Ha MY -I1neBeH.
[IpencraBenata myOJMKANMOHHA AKTUBHOCT SICHO TTOKa3Ba, 4e A-p Kpacumup ['nHeB

nma HeO6XOJII/IMaTa TCOPETHYHA ITOATIOTOBKA.

HanpaBeHusT HayKOMeTpUYeH aHajiM3 MH JaBa BB3MOXKHOCT Ja oOTOenexa
3acily’KaBalll0 BHUMaHUE U IIOJIOXKUTEJIHA OLEHKAa HAa Hay4yHaTa NPOAYKTUBHOCT Ha I-p
Kpacumup I'mneB. Yact ot TpynoBeTe ca MyOJMKYBaHM B MEXKAYHApPOJHU MEPHOIUYHU

U3aaHus.



Nmam ocHoBanusit na cuutam, de A-p Kpacumup I'mHEB € C BOAEIIO ydacTuE B
NpeCTaBeHUTE HAyYHH u3cienBanus. [lyOnuKyBaHeTo Ha MPOyYBaHUATA MY B KOJIEKTHUBH C
OBArapCcKu aBTOPH, KAKTO U LIUTHUPAHUITA HA TPYAOBETE MY MOKa3Ba JOBEPHUE U yBaKEHHE HA

HalMoHaJIHaTa U MEXKXKAyHapOJHa HaydHa O6H_[HOCT KbM HETOBUTC HAYYHHU ITPOYyUYBAHUSI.

OcHoBHaTa 4acT OT U3CIIEABAHMATA Ca IPOBEICHN B UMYHOJIOTUYHATA JabopaTropus Ha
cekTop ,,buonorus*, MY-Ilnesen.

H-p Kpacumup ['uneB e npeacrasuin HayyHuTe cu NpUHOCH B 7 HAYYHU HaIPaBJICHUS

KaKTO CJICABa.

1. Jlokasa ce, 4e Ipy MalMeHTH C €CEHIIMaHA XUIIEPTOHUs, cpeaHnuTe HuBa Ha ET-1 ca 3HauuTe Ho
MO-BHCOKH OT CpEIHUTE HHMBAa IPH KOHTpoOJMTe, Jaokaro HuBata Ha Big ET-1 He mnokaspar
curHuukanTHE pasnukd. Te3u mawnu npeamonarar, 4e ET-1, wo ve u Big ET-1, moxe na wurpae
BaXKHa POJId B MATOTeHe3aTa Ha €CEHLUAllHaTa XUMNepToHHs. Jlokasza ce, 4e MOBHUIIEHUTE CEPyMHU
KoHUeHTpawu Ha ET-1 npu manuenTr ¢ quader Tl 2 MoraT Ja IIOANOMOTHAT KIMHUYHATA U3SBa Ha
xunepronusra. [lopumenure koHuenTpaunu Ha MMP-2 1 MMP-9 Morar fa cinyat KaTo HHIUKaTop
32 NPOMEHHTE B CBIOBUS EKCTPAlENylapeH MAaTPUKC, KOWTO BIOCIEACTBHE Ja JIOBEAaT 0
YBEJIMYEHUE HA apTepHanaHaTa pUrHaHocT. [lomydeHnTe NaHHM MMAT Ba)KHO MPAKTHYECKO 3HAYEHUE,
Thil KaTO MO3BOJIABAT PAHHOTO OTKPHBAHE HA MAI[MEHTUTE C IOBHUIIEH CHPACYHOCHIOB PUCK U
BB3MOKHO Hal-paHHOTO 3allOYBaHE HAa AHTUXUIEPTEH3WBHATa Tepamus, KOrato MpOLIechT Ha
CBIOBOTO PEMOJIENHpaHe e Bee omie obpatum [1, 5].

2. IMpoyuenu ca cepymuute HUBa Ha antu-konmareH IV IgM u IgG antutena (ACIVAbs IgM/1gG),
konared [V-npoussoguu nentuau (CIV-DP), uumpkynupaiid UMyHHH KOMIUIEKCH Ha KojareH [V
(CIC-CIV) u nuBara Ha cBo6oHu antu-konaret [V 1gG anturena (ACIVADS 19G), kaTo unankaTopu
3a obopoTa Ha kojareH IV B chlioBaTa CTE€HA MPU MALMEHTH C IBITOCPOYHH YCIOXKHEHHUS Ha nuaber
Tun 2. U3cneaBannte OnoMapkepu IMOKa3BaT, Y€ ChIOBHUAT MeTab0NIM3bM Ha KoyareH IV e HamaleH
IIpU TAalWEHTH C JBITOCPOYHM YCIOKHEHHS Ha JauabeT Tum 2, KOeTo MOXKe Ja JOoBele 0
MIPEKOMEPHOTO MYy HaTpyNBaHE B KalWIIpHUTE Oa3aiHu MeMOpaHu U TSAXHOTO yneOensBane. [IpuHoc
C IPaKTHYECKO 3HAYCHHE €, Ye M3CIE/IBAHETO Ha CHAOBMA METa0OIM3bM Ha KojareH [V moxe na ce
M3II0J13Ba 32 IPOCIIEASBAHEe HA Pa3BUTHETO HA CHJOBUTE MPOMEHH NPH NAMEHTH ¢ auadet tum 2 [4].

3. IIpoyuyenn ca cepymuure HMBa IgG m IgM aBTOaHTHTENa KBM HAIpETHATN KpallHW HPOAYKTH
rnukupane (AGEs) Ha cpaoBus emactud (anti-AGE EL IgM u anti-AGE EL IgG) npu manuenTd ¢
apTepuaiHa XWUIICPTOHUS W 3axapeH auaber tum 2. [lokasa ce, ye nmBata Ha anTH-AGE EL IgG
aHTHTEJIa Ca 3HAYUTEIHO M0-BHCOKH B rpymara ¢ 1uadeT B cpaBHEHHUE ¢ KoHTponuTe. Husara Ha aHTH-
AGE EL IgM anTtuTenata npeo6iagaBaT B paHHUTE €Talld HA HMYHHUS OTTOBOP, KOETO IpeJoara,
4e Te MOoraT Ja CIIy>KaT KaTo MPEeJUKTOPH 3a PaHHO ChAOBO yBpexnaHe. [IpHMHOC ¢ mpakTH4YeCKO
3HAUEHHE €, Y€ U3MEPBAHETO Ha CEPYMHHUTE HUBA Ha Kiac-creluduuHuTe aBToanturena cpemy AGE
EL moxxe na Ob/1e M3M0A3BaHO MPH ISUIOCTHATA OLICHKA Ha CBHIOBHS PUCK IIPH MALUEHTH C AMa0eT THII
2 [6].

4, IMosyueHn ca JaHHU 3@ WU3MOJI3BAHETO HA TMKupanus xemornobun (HbALC), kato Gnomapkep 3a
CBHIOB PUCK TIPW TMAIMEHTH ¢ auaber Tum 2. PesynraTtuTe naBaT Hal-BUCOKA WHAMKAIUS 32 CHAOBA
mpomsiHa mpu croiHocT Ha HbAlc or 7,5%.ToBa moka3Ba, 4Ye CBHIOBOTO YBpPEXIaHE OT
MIpeIIecTBala JHITOCPOYHA XUIIEPIIINKEMUS 3al04Ba Ja JOMUHHpaA Ipu cToitHOCTH Ha HbAlc Han
7,5%, K0oeTo e BeposATHATa IPaHWYHA TOYKA 332 MPOTHO3MpaHE Ha MOBHUIIEH ChAOB puck. Kato ce nma
npeaBua mupokara ymorpeda Ha HbAlc Tecta B KIMHMYHATA MPAKTHUKA, TOH MOXKE YCIICITHO Ja ce
MpUJIara 3a yrnpasJieHHe U OIIEHKa Ha OOIIUs ChIOB PUCK MPH NanueHTtH ¢ quaber [3].



5. W3sicHeHa e possiTa Ha MarHe3sueBus AeHUIUT 32 HAChPYaBaHE HAa aTEPOCKIEPO3aTa, CHAOTEIHATA
IUChYHKIMA W apTepHaHaTa PUTHIHOCT, KaTO PUCKOBH (paKTOpH 3a pa3BUTHETO Ha apTepHalHaTa
XHUIEepTOHHsA. Te3nm eeKkTH Ha MarHe3weBus Ae(QUINT BBPXY CBAOBHA cTaryc TpsOBa na ce
pasriIexgaT B KOHTEKCTa Ha OOLIMS NMpHEM M 3ary0a Ha MarHe3Wi NpH BCEKH OTACICH IAIMCHT C
XHUIIEPTOHMS. J{afieHn ca HaCOKH 3a MOBEJEHUE KbM PUCKOBUTE TPYIH, IPH KOUTO CEPYMHHUTE HUBA Ha
MarsHe3ui Tps0Ba fa ce mpocieasIBaT NePHOIUIHO, KaKTO M MPENOPBKH 3a IpHEMa Ha MarHe3uH ¢ el
ONTUMH3UPAHE KOHTPOJIa Ha KPBBHOTO Hajsirane [2].

6. Hokasa ce, ue cepymuure HEBa Ha MMP-9, MMP-13, TIMP-1 u ALP ca moBuiieHn mnpu
mwrpxoBe ¢ OVX-uHaynupana ocreonopo3a. IMyHOXHCTOXMMUYHUAT aHAIU3 TI0Ka3a 3HAYUTEIHO T10-
n3paszena excrpecus Ha MMP-9 B kocTHaTa ThKaH Ha rpymnara ¢ octeonoposa (OVX) cupsmo SHAM-
rpymata. Te3n nmaHHW TOTBBpXkKAaBaT Te3ara, ue MMP-9, MMP-13 u TIMP-1 morar nma Opmar
W3MOJI3BaHU KaTO IIPHLEIHH OWOMapKepu 3a NPOMEHHTE B KOCTHaTa CTPYKTypa IIpH €CTPOTeH
nedurmrHaTa ocreonoposa [7, 8]

7. IMonyyeHHn ca JaHHU 3a STHOJOTHATA M Pa3IPOCTPAHCHHETO Ha JaiiMckara Gopennosa, KOSTO €
Haii-uecTo cpelaHarta 300Ho3Ha Oosnect B EBpoma. [lokasza ce, 4e CEpOJOIMYHHTE TECTOBE 3a
IMAarHOCTHKAaTa Ha 3ab0IsBaHEeToO ca ¢ Jobpa e(eKTHBHOCT M, Y€ TSXHOTO THIKYBaHE CIEABa [a Ce
U3BBPILUBA C [IOBUIICHO BHAMAaHHC, B KOMOWHAIMSA C JaHHUTE OT HPEACTABSIHETO Ha OTACIHUTE
KJIMHUYHU CIydad. YCTAHOBH CE HAJMUYKME HA BHCOK PHCK OT 3apa3siBaHe ¢ OOJECTH MPEHACSHH OT
kbpriexu B [IneBenckus peruos [9, 10].

IIpunocure ca 00001mIeHN B cileJHUTE / HAYYHU HANIPABJICHUS

l. W3cnienBane cepyMHHUTE HMBAa U MMYHOXMCTOXMMHUYHATA ekcnpecus Ha ET-1/BIigET-
| mpu nanMeHTH ¢ apTepuatHa XUIIEPTOHUS U aTePOCKIIEPO3a.

Il.  W3cnenBane cepyMHMTE HUMBA M MMYHOXUCTOXMMHMYHaTa ekcrnpecus Ha  MMP-1,
MMP-2, MMP-9 u TIMP-1 npu mnamueHTH C apTepHaiHA XHUIICPTOHUS U
aTepoCKIIepo3a.

I1l. W3cnenBane oOmsiHaTa Ha KosareH TUM [V U enacTUH KaTo MHAMKATOPH 3a ChIOBUTE
YBpEXJIaHU MPH MALUEHTH C apTepUaIHa XUIIEPTOHUS U 3aXapeH AuadeT THI 2.

IV. MW3scnensane Ha rnukupanus xemorsooun (HbAlc) u CRP kato nHaukaTopu 3a chJ0B
PHCK NPH MAIMEHTH C apTepUaIHa XUIIEPTOHUS U 3aXapeH AuadeT TuM 2.

V. Ilaro¢pusnonornynu epeKTy Ha MarHe3us Mpy NalMeHTH ¢ apTepualiHa XUIEPTOHUS U
3axapeH nuaber tum 2.

VI. UzcnenBaHe cepyMHHTE HHMBAa M MMYHOXHCTOXMMHYHATa ekcnpecuss Ha  MMP-9,
MMP-13, TIMP-1 u ankannara ¢ocdaraza (ALP) karo Guomapkepu 3a pa3BUTHETO
Ha ecTporeH AeuunuTHATa HA OCTE0NOpO3a.

VIl. U3cnenBaHe HaAEKHOCTTa HA CEPOJOTMUHUTE METOAM 3a JMArHOCTHKA Ha JIalfMCKaTa
6opennosa (ELISA IgM/IgG u Westernblot, WB 1gM/IgG).

Cuutam, uye Taka TMpeACTaBeHUTE MPUHOCH, MOXKE Ja ObJaT peayLUupaHd u
pEe3IOMUpPaHU KaKTO CIEBa:

» AprepuaiHa XHIIEPTOHUS, aTePOCKIIEpO3a U 3aXapeH quadeT ThI 2.

v W3cienBaHe CEPyMHUTE HUBA U HUMYHOXUCTOXMMHMYHATA €KCIIPECHS HA PA3IMYHKM MAPKEPH TIPU
MAalMEHTH C apTepUalIHa XUIIEPTOHHS U aTEPOCKIEPO3a.
v\ UscneiBaHe HA MHIWKATOPH 32 CBHAOBUTE YBPEKIAHUS TNPU MNAIUEHTH C apTEpHAHA

XHUIOCPTOHUSA U 3aXapCH ,Z[I/Ia6€T THI 2.



v Tlarodusuonornynu eeKTH Ha MArHE3Ms NPU MALKMEHTH C apTEPUAIHA XUIEPTOHUS U 3aXapeH

nuader T 2.
» MWscnenpane Ha OWoMapkepd 3a PpPa3BUTHETO Ha  ECTPOTeH
I[e(bI/IHI/ITHaTa OCTEOIIOpO3a.
> I/ISCJ'IGIIBaHe HaZACKHOCTTa Ha CCPOJIOTUYHHUTC METOAN 3a

JUArHOCTHKA Ha JlaiiMcKkaTa Oopenuosa.

1V. YyeOHO-IPEenoIaBATEJICKA JCHHOCT.

Hauasnoro Ha mpenogaBatenckara aeiHocT Ha a-p Kpacumup ['mHeB craptupa mpes
2011r.

1. Ilpenodasamencka oetiHocm.

VYyeOHo-peniofjaBaTenckara 1 nejaaroruueckaTa aeiHoct Ha a-p Kpacumup ['mnes B
Karengpara no ®wusuonorus u Ilatodusmonoruss Ha MenunuHckus @PaxkyaTer Ha
MenuiuHckusl YHUBEpCHUTET, [IneBeH 3a mocneaHuTe Tpu roguHu € 2575.2 eKBUBAJICHTHH
yaca. KanaunarsT ydacTBa B NPOBEXKIAHE HA YNPAKHEHHUsS U M3IUTHHU CECHUM HAa CTYIEHTHU
AEO u BEO - maructpu no meauuuHa. M3Hacs gekuu no naTou3noaorus Ha CTyI€HTH OT
MEJUIIMHCKHU KOJIEXK, CrienuanHocT “Pentrenos mabopat”.

J-p Kpacumup ['mHeB ydacTBa B pa3paOOTBAaHETO U aKTyaJU3UpPAHETO HAa Yy4eOHU
IIPOrpaMH U JIEKIIMOHHU KYPCOBE I10 IIPENOAABAHUTE TUCLHUIUIMHA. JIEKIIMUTE U TEMaTUYHUTE
pa3pabOTKU MEPUOJUYHO C€ HHTerpupar B CHUCTEMAaT 3a JMCTAHIMOHHO OOyudeHue u

H3110JI3BAT 3a CJICKTPOHHOTO 06y‘ICHI/I€ Ha CTYACHTHUTC.

[IpeacraBsiMm CHOTBETCTBHE C HM3HCKBAHUATA 32 IPUCHXKIAHE HAa aKaAcMHYHA

IIBXKHOCT . JIoneHT Ha KaHAWAaTa CIope]  MHHUMAJIHWTE HAIMOHATHU W3HUCKBAHUS

onpenenean oT 3PACPE  u conopen TIP3PACPB 3aab/DKUTENIHUTE W3WCKBAHUI HA MY

IlneBen

» JlucepralmoHEH TPy 3a MPHCHXKIaHEe HA oOpa3oBaTeiiHa M HAy4YHA CTeneH "TOKTop"
Slamoghusuonoeuuna pons na enodomenun-1, mampuxcHume mMemaionpomeuHasu -2, -
9 u macnesus 8 pazsumuemo u OUHAMUKAMA HA CbOO8UME NPOMEHU NpU pasiudhu
cmenenu Ha apmepuanna xunepmersus' - 50 T.

» XaOwnuramuoHeH Tpya mox ¢opmata Ha o6mo 10 Op, HayyHm myOnMKanuud B
u3aHud, pedeprupaHy U WHAEKCHPaHU B CBETOBHOM3BECTHM 0a3 JaHHM C Hay4Ha
nHpopmanus (camo Scopus u Web of science) mo kputepuii B - 199.32 Touxu npu
n3uckBanm 100 T.



» Hayunu nyOnukanuu B u3gaHus, pedepupaHd U MHICKCHPAHH B CBETOBHOM3BECTHHU
0a3u maHHM ¢ HayyHa wHpopmamus (camo Scopus u Web of science) - 2 Op. mo
kpurepuit I'7

» IlyGnukaumu u Jnokiaad, NyONuMKyBaHM B HepedepHpaHH CIUCAaHHUA C HAY4HO
peleH3upaHe Wik B PEAAKTHPAHU KOJICKTUBHHA TOMOBE - 9 Op. 1o kputepuii I'8
O0mo no kpurepuii I' ca npeacraBenu 211.54 Toukn npu n3ucksanu 200 1.

» llutupanus B HayyHH u3gaHuA pedeprpaHy U WHACKCHUPAaHU B CBETOBHOM3BECTHU

0asu manau (camo Scopus u Web of Science) 06mo 510 Touku mo kpurepuii /I npu
usuckBanm 50 T.

MuHuMAaJIHU U3UCKBAHM TOYKH 10 Irpynu nokasaresau 3a A/l ,,Jlouent*

T o oo JloeHT H-p Kocros
HOKa3aTenu APP (Opoii Toukn) (Toukm)
A IMoka3area 1 80 86,79
B Ioka3zaresau 3 niau 4 100 199,32
200 211,54
r Cyma ot nokazarejmre oT 5 10 9
(160 3a ITH 7.6)
Ji | Cyma ot nokasaresute ot 10 10 12 50 510

V. JINYHM BIeYaTJIeHN.

IToznaBam n-p Kpacumup I'MHEB KaTO CTPHKTET, TOYEH INpenoaasaTes U ydeH. [Ipes
U3MUHAIUTE TOAMHM CBbM HMaja BB3MOXHOCT [Ja HaTpylaM HENOCPEICTBEHU JUYHU
BrieueTsieHus ot A-p Kpacumup ['nnes.

I-p Kpacumup I'nneB ce otnnyaBa ¢ BUCOKO TPYAOTIIO0HE, YIIOPUTOCT, MPEIU3HOCT U

00EKTUBHOCT B MHTEPIPETALMATA HA [TOJIyYEHUTE HAYYHH PE3YJITAaTH.

V1. 3akiaouenue.

[lo3BonsiBaM cu Ja mpenopbuaM Ha yBakaeMHUTe uieHoBe Ha HayuHoTo Xypu na
MPUCHAM aKageMuyHaTa JIbKHOCT “lonent” Ha a-p Kpacumup Kocros I'mnes, nM, Kateapa
“@usnonorus u [larodpusuonorus” na Meaunuacku Paxkynrer, MeTUIIMHCKHA Y HUBEPCUTET-
[IneBeH, THil KaTO cuuTaM, 4e OTroBaps Ha Bcuuku m3uckBanus Ha 3PACPD, IlpaBunnuka 3a
HEroBOTO mpuioxeHue U [IpaBuiiHKKa 3a yCIOBUATA W pela 3a MpHI0OMBaHE Ha HAYYHOTO

3BaHue “JloumeHt”.




MoruBu:
J-p Kpacumup ['uneB e epyaupan npenojaBares ¥ y4eH ¢ OpUTHHAIHU UJICH C
LIMPOKO U KOMIIETEHTHO y4aCTHE B OPraHU3UPAHE, CUCTEMHO U JIOTUYHO IIPOBEKIAHE Ha

eKCIiepruMeHTa Ha paboTa.

2. JI-p Kpacumup ['vHeB uma npoy4yBaHus, KOUTO ca yOJMKYBaHU B aBTOPUTETHU
MEXIYHApPOJAHU CIHCAaHMS, C NPUHOCH TMPHU3HATH OT OBJArapckara M MEXIyHapoJaHa

HayyHa oOIHOCT. Pe3ynrartu oT u3cneBaHusTa ca IUTUPAHHU y HAC U B 4y)KOHUHA.

20.06.2023 r. Ha ocHoBaHue un. 59 or 33514

Codus [pod. n-p Anpuana bouesa, M



REVIEW

From

Prof. Adriana Ivanova Bocheva, MD, PhD
Medical University, Faculty of Medicine,
Department of Physiology and Pathophysiology - Pleven

Subject: competition for the academic position of **Associate Professor**

This review was prepared under the Law on the Development of Academic Staff in Bulgaria and
according to the Regulations on the Conditions and Procedure for Acquiring Scientific Degrees
and Holding Academic Positions at the Medical University, Pleven and the Qualitative Criteria
for the Development of Academic Staff at the Medical University - Pleven.

Candidate: Dr Krasimir Kostov Ginev, MD, PhD

. Competition procedure

The competition for the academic position of ""Associate Professor' in the field of
higher education 7 Health and Sports in the professional field 7.1 Medicine and scientific
speciality "Pathophysiology" was announced for the needs of the Department of Physiology and
Pathophysiology of the Faculty of Medicine, Medical University, Pleven after a decision of the
Academic Council of the Medical University, Pleven and was propagated in the State Gazette
No 31 of 07.03.2023.

By Order No. 1244/25.04.2023 of the Rector of Medical University - Pleven and the
decision of the Chairman of the Scientific Jury, I was appointed to submit a review of the
candidate Dr Krasimir Kostov Ginev, PhD, in connection with the procedure for acquiring the
academic position of "Associate Professor" in the scientific speciality "Pathophysiology, incl.
Veterinary Pathophysiology" in the "Pathophysiology" sector of the Department of Physiology
and Pathophysiology announced by the Medical University - Pleven.

The Admission Committee finds the required documents meet the requirements for the
procedure and admits Dr Krasimir Kostov Ginev, MD, to participate in the competition.



The candidate has submitted all the necessary documents, which correspond in content
and number to the requirements of the Law on Research and Development and the mandatory
requirements of the Medical University - Pleven for holding the academic position of Associate
Professor.

| declare no conflict of interest, including co-authorship in the candidate's publications

with which he participates in the present competition.

I1. Brief biographical data

Dr Krassimir Kostov Ginev, PhD, Senior Assistant Professor at the Department of
Physiology and Pathophysiology, Medical University - Pleven, was born on 15.02.1972. He
graduated from Medical University - Pleven in 1999.

The academic development of Dr Krassimir Ginev has successively occupied all
positions. Since a successful competition in 2011, he has worked as an assistant and chief
assistant in the Department of Physiology and Pathophysiology, Pathophysiology Sector,
Medical University of Pleven.

He acquired a speciality in Psychiatry in 2008 and Pathophysiology in 2016.

Dr Krassimir Kostov acquired a PhD educational and scientific degree in 2016 after he
successfully defended a dissertation on **Pathophysiological role of endothelin-1, matrix
metalloproteinases-2, -9 and magnesium in the development and dynamics of vascular
changes in different degrees of arterial hypertension™.

Dr Krassimir Ginev is a member of many scientific organizations - European Association
of Preventive Cardiology (EAPC), Heart Failure Association (HFA), Association for Acute
Cardiovascular Care (ACVC), Association of Cardiovascular Nursing & Allied Professions
(ACNAP), ESC Council on Basic Cardiovascular Science, ESC Council on Hypertension, ESC
Council on Stroke, Bulgarian Society of Physiological Sciences.

Dr Krasimir Ginev is fluent in English and Russian.

In the present competition, Dr Krassimir Kostov has submitted scientific materials and
documents, which give me a reason to characterise his activity in several directions. Considering
the requirements for a complex presentation of the activities and qualities of a candidate in a
competition for the position of Associate Professor, | present them in the scientific-metric

analysis in this review.



I11. Research activities

The candidate's dissertation on *‘Pathophysiological role of endothelin-1, matrix
metalloproteinases-2, -9 and magnesium in the development and dynamics of vascular
changes in different degrees of arterial hypertension® presents the complex mosaic of vascular
and metabolic homeokinesis of the cardiovascular system. Dr Krassimir Guinev's research
interests are focused on the study of:

» Vasoactive Peptides;
Matrix metalloproteinases and vascular remodelling;
Biomarkers for cardiovascular risk assessment;
Oxidative stress and vascular wall inflammation;

Magnesium and vascular regulation;

YV V. V V V

Atherosclerosis and Aging.

Dr Krassimir Kostov contributed to 32 scientific publications, of which he was the lead
author in 20. He participates in scientific forums at home and abroad, which total 37.

Dr Krassimir Kostov participates in 9 scientific research projects.

The total impact factor of articles and abstracts is 48.05.

From publications 30.11, from abstracts 17.94.
Dr Krassimir Kostov presents data for 371 citations. The citation index, Hirisch (h), is 6

(according to Scopus), SIR from publications is 8.42.

Summarising what has been said so far, | would like to emphasize the importance of the
data obtained by Dr Krassimir Kostov and their recognition by the international scientific
community, expressed by the above index.

Therefore, the scientific metrics of Dr Krassimir Kostov exceed the quantitative criteria
for acquiring the academic position of Associate Professor defined in the regulations of the
Faculty of Medicine for the development of the academic staff of MU-Pleven.

The publication activity clearly shows that Dr Krassimir Kostov has the necessary

theoretical background.

The performed scientific metric analysis allows me to give a positive assessment of the
scientific productivity of Dr Krassimir Ginev. Some of the works have been published in

international periodicals.



| have reasons to believe that Dr Krassimir Kostov has a leading role in the presented

scientific research. The publication of his research in teams with Bulgarian authors, as well as

the citations of his works, shows the trust and respect of the national and international scientific

community for his research.

Most of the research was conducted in the immunology laboratory of the Biology Sector,

MU-Pleven.
Dr Krasimir Kostov has presented his scientific contributions in 7 scientific areas as
follows:
1. It has been shown that in patients with essential hypertension, the average levels of ET-1 are significantly higher than

the average levels in controls, while the levels of Big ET-1 show no significant differences. These data suggest that ET-
1, but not Big ET-1, may play an important role in the pathogenesis of essential hypertension. It has been shown that
elevated serum ET-1 concentrations in patients with type 2 diabetes may contribute to the clinical manifestation of
hypertension. Increased concentrations of MMP-2 and MMP-9 may serve as an indicator of changes in the vascular
extracellular matrix that subsequently lead to an increase in arterial stiffness. The data obtained have important
practical implications, as they allow early detection of patients at increased cardiovascular risk and the earliest possible
initiation of antihypertensive therapy when the process of vascular remodelling is still reversible [1, 5].

Serum levels of anti-collagen IV IgM and 1gG antibodies (ACIVAbs IgM/IgG), collagen 1V-derived peptides (CIV-
DP), circulating immune complexes of collagen IV (CIC-CIV) and levels of free anti-collagen 1V 1gG antibodies
(ACIVADs 1gG) have been studied as indicators of collagen IV turnover in the vascular wall in patients with long-term
complications of type 2 diabetes. The biomarkers studied suggest that vascular collagen IV metabolism is reduced in
patients with long-term complications of type 2 diabetes, which may lead to its excessive accumulation in capillary
basement membranes and their thickening. A contribution of practical importance is that the study of vascular collagen

IV metabolism can be used to monitor the development of vascular changes in patients with type 2 diabetes [4].

Serum IgG and IgM autoantibodies to advanced glycation end products (AGEs) of vascular elastin (anti-AGE EL IgM
and anti-AGE EL 1gG) have been studied in patients with arterial hypertension and type 2 diabetes mellitus. Anti-AGE
EL 1gG antibody levels were shown to be significantly higher in the diabetic group compared with controls. The levels
of anti-AGE EL IgM antibodies predominated in the early stages of the immune response, suggesting that they may
serve as predictors of early vascular damage. A contribution with practical relevance is that measurement of serum
levels of class-specific autoantibodies to AGE EL can be used in the overall assessment of vascular risk in patients with
type 2 diabetes [6].

Evidence has been obtained for using glycated haemoglobin (HbAlc) as a biomarker of vascular risk in patients with
type 2 diabetes. The results gave the highest indication of vascular change at an HbA1c value of 7.5%, indicating that
vascular damage from prior long-term hyperglycemia begins to dominate at HbAlc values above 7.5%, which is the
likely cutoff point for predicting increased vascular risk. Given the widespread use of the HbAlc test in clinical

practice, it can be successfully applied to managing and assessing overall vascular risk in patients with diabetes [3].



VI.

VII.

The role of magnesium deficiency in promoting atherosclerosis, endothelial dysfunction, and arterial stiffness as risk
factors for developing arterial hypertension have been elucidated. These effects of magnesium deficiency on vascular
status must be considered in the context of total magnesium intake and loss in each hypertensive patient. Guidelines for
managing at-risk groups in whom serum magnesium levels should be monitored periodically are given, as well as

recommendations for magnesium intake to optimize blood pressure control [2].

Serum levels of MMP-9, MMP-13, TIMP-1 and ALP have been shown to be elevated in rats with OVX-induced
osteoporosis. Immunohistochemical analysis showed a significantly more pronounced expression of MMP-9 in the
bone tissue of the osteoporosis group (OVX) compared with the SHAM group. These data support the notion that
MMP-9, MMP-13, and TIMP-1 can be used as target biomarkers for changes in bone structure in estrogen-deficient
osteoporosis [7, 8].

Data have been obtained on the aetiology and prevalence of Lyme borreliosis, which is the most common zoonotic
disease in Europe. It has been shown that serological tests for the diagnosis of the disease have good performance and
that their interpretation should be performed with caution, in combination with data from the presentation of individual
clinical cases. A high risk of infection with tick-borne diseases in the Pleven region was found [9, 10].

The contributions are summarized in the following 7 scientific areas.

Study of serum levels and immunohistochemical expression of ET-1/BIgET-1 in patients
with arterial hypertension and atherosclerosis.

Study of serum levels and immunohistochemical expression of MMP-1, MMP-2, MMP-9
and TIMP-1 in patients with arterial hypertension and atherosclerosis.

Investigation of type IV collagen and elastin metabolism as indicators of vascular damage
in patients with arterial hypertension and type 2 diabetes mellitus.

Investigation of glycated haemoglobin (HbAlc) and CRP as indicators of vascular risk
in patients with arterial hypertension and type 2 diabetes mellitus.

Pathophysiological effects of magnesium in patients with arterial hypertension and type 2
diabetes mellitus.

Investigation of serum levels and immunohistochemical expression of MMP-9, MMP-13,
TIMP-1 and alkaline phosphatase (ALP) as biomarkers for developing estrogen
deficiency osteoporosis.

Study of the reliability of serological methods for diagnosing Lyme borreliosis (ELISA
IgM/IgG and Western blot, WB IgM/IgG).



| believe that the contributions thus presented can be reduced and summarized as follows:

> Atrterial hypertension, atherosclerosis and type 2 diabetes mellitus.
v Study of serum levels and immunohistochemical expression of various markers in patients
with arterial hypertension and atherosclerosis.
v' Investigation of indicators of vascular damage in patients with arterial hypertension and type
2 diabetes mellitus.
v Pathophysiological effects of magnesium in patients with arterial hypertension and type 2
diabetes mellitus.
> Investigation of biomarkers for the development of estrogen deficiency osteoporosis.
> Investigating the reliability of serological methods for the diagnosis of Lyme

borreliosis.

IV. Teaching and learning activities

Dr Krassimir Kostov started teaching in 2011 at the Department of Physiology and
Pathophysiology of the Medical Faculty of the Medical University, Pleven. For the last three
years, his teaching load is 2575.2 equivalent hours. The candidate participates in conducting
exercises and examination sessions of medical students trained in Bulgarian and English
languages. He lectures on pathophysiology to medical college student radiographers.

Dr Krassimir Ginev participates in developing and updating curricula and lecture courses
in the taught disciplines. The lectures and thematic developments are periodically integrated into

the distance learning system and used for students' e-learning.

Compliance with the requirements for the award of the academic position of "Associate

Professor" to the candidate according to the minimum national requirements set by the Law on

the Education and Training of Doctoral Students and according to the mandatory requirements of
the MU Pleven:

> Dissertation for the award of educational and scientific degree "Doctor"”
"Pathophysiological role of endothelin-1, matrix metalloproteinases -2, -9 and
magnesium in the development and dynamics of vascular changes in different degrees of

arterial hypertension" - 50 points.



» Habilitation work in the form of 10 scientific publications in journals refereed and
indexed in world-renowned databases of scientific information (only Scopus and Web of

Science) under criterion B - 199.32 with the required 100 points.

» Scientific publications in journals referenced and indexed in world-renowned databases

of scientific information (Scopus and Web of Science only) - 2 pcs. for criterion I'7

> Publications and papers published in non-refereed peer-reviewed journals or edited
collective volumes - 9 pcs. for criterion I'8

In total, 211.54 were submitted under criterion I" against the required 200 points.

» Citations in scientific journals refereed and indexed in world-renowned databases
(Scopus and Web of Science only) total 510 points for criterion JI against the required

50 points.

Minimum points required by a group of indicators for the position of Associate Professor

For Associate Points of
Indicator group Contents Professor Dr Kostov
(points) (points)
A Indicator 1 80 86.79
B Indicators 3 or 4 100 199.32
o 200 211.54
r Sum for indicators 5to0 9
(160 for IR 7.6)
Ji | Sum for indicators from 10 to 12 50 510

V. Personal impressions

I know Dr Krassimir Kostovas as a strict, accurate teacher and scholar. Over the past
years, | have had the opportunity to gain first-hand personal impressions of Dr Krassimir Kostov.
Dr Krassimir Kostov is distinguished by high diligence, perseverance, precision and

objectivity in interpreting the obtained scientific results.




V1. Conclusion

| take the liberty to recommend to the esteemed members of the Scientific Jury to award
the academic position of ""Associate Professor™ to Dr Krassimir Kostov Kostov, PhD,
Department of Physiology and Pathophysiology of the Faculty of Medicine, Medical University-
Pleven, as | consider that he meets all the requirements of the Law on Academic Staff
Development, the Regulations for its application and the Regulations for the conditions and

procedure for the acquisition of the scientific title **Associate Professor"'.

Reasons:

1. Dr Krasimir Kostov is an erudite lecturer and scholar with original ideas with
comprehensive and competent participation in organized, systematic and logical conduct

of experimental work.

2. Dr Krassimir Kostov has studies published in authoritative international journals, with
contributions recognized by the Bulgarian and international scientific community.

Research results have been cited at home and abroad.

Sofia, 20.06.2023. Ha ocHoBaHue un. 59 or 33N

Reviewer: Prof. Dr Adriana Bocheva, MD, PhD



