PEINEH3UA

ot npod. a-p Apa I'apaben Kanpeasin, AMH,
Karenpa ,,Hepau Gostectu u HeBpoHayku™ - MY BapHa,
Hauannuk Ha [TppBa KIMHUKA IO HEPBHH O0J€CTH,
YMBAIJI ,,Cseta Mapuna“, Bapna
Ha TUCEPTAllMOHEH TPY/l Ha TeMa:

9 OneHka Ha BJIHAHHETO HA MeTA00IMTHHSA CHH/APOM BBPXY TECKECTTA U KIHHHYHHUSA

H3X0/] NPH MANHEHTH € OCTHP MCXeMHYEH HHCYJIT “
3a MPUCHKIaHe Ha 00pa3oBaTellHa U Hay4yHa CTEIEH ,,JOKTOP
B 00J1aCT Ha BHcIIIe 0O0pa3oBaHue 7. ,,30paBeona3BaHe U CIIOPT™,
npodecuonanHo Hanpasienue 7.1 ,Menununa®,
JIOKTOpCcKa mporpama ,,HeBpomorus®
JokropanT: n-p Juana Jlro6omupoBa MapunoBa-Tpudonosa
Karenpa ,,Hesponorus u HeBpoxupyprus”, ®akynret ,,Megununa“, MY Ilnesen
Hay4en prkoBoguten: [Ipod. n-p Mas Ilenxosa JlanoBcka-MianeHoBa, 1M
KpaTku nansu ot npodecuoHa HO TBOpYeckaTa OMorpadus Ha KaHIMAATa

H-p Auana JIro6omuposa Mapunosa-TpudoHoBa e poneHa Ha 16 okromspu 1980r. B rp.
[Tnesen. 3aBbpmBa cpenHo obpa3zoBaHue B ' MMHa3us ¢ NpeNoAaBaHE HA YyXAM €3MLHU - ID.
[Tneen mpe3 1999r. u Bucmie oOpa3oBaHHE - CHEIHATHOCT ,MeaunuHa“ B MeaunuHCKH
Vuuepcurer - [IneBen npe3 2005r. ¢ oTimueH ycnex. 3anousa pabora nmpe3 M. mapT 2006r. karo
nexap opaunatop B IICMII-IInesen, ¢punuan benene. I1pe3 nepuonga 2006-2010r. pabotu xato
BOGHEH JieKap, oduep B chcTaBa Ha BoeHHU noxpaszaencHus u B MBAJI-IInesen (xpM BMA-
Co¢us). 3amouBa cnenuanusanus mo Hepeau Gonectu B HeBponornuyna kimuHuka Ha YMBAJI
»I-p T'eopru Crpancku“ - rp. IlneBen npe3 M. aBryct 2010r. Ha3snauena € xaTo acHUCTEHT B

Karenpa ,,HeBpomorust u HeBpoxupyprus“ Ha MVY-IInesen npe3 2015r. Ilpe3 M. romm 2017r.



npunobusa cnenpansoct o Hepsuu G6onectu ¢ gumtoma Ne021081 or 03.07.2017r. 3agnciena e
Karo JOKTOpaHT, caMocTosTeHa (hopMa Ha 0OyUeHHe B JOKTOPCKaA Iporpama ,,HeBponorus™ ¢be
3amoBen Ne235/30.01.2020r. na Pexropa Ha MVY-IIneBen. JlucepranTkara € OTYMCIIEHA C MPABO

Ha 3amuTa ¢hbe 3amoBen Ne439/10.02.2025r. Ha Pekropa Ha MY -Ilnesen.

JI-p Mapunosa-TpudonoBa uma 16 rogumeH TpyaoB cTax B HeBposjornyHa KIHHAKA HA
VYMBAIJI ,,JI-p T'eopru Crpancku® - rp. IlneBeH. [IpuopuTeTHO HanpaBleHHE B KIMHUYHATA X
IpaKTHKa € IWAarHOCTHKAaTa ¥ JIEYCHHETO Ha IalHMeHTH C MO3BUEH HHCYIT. UneHysa B
BLarapckus JIEKApCKd ChIO3 M BBIrapcKOTO APYXKECTBO IIO HEBPONOTWs. Y4YacTBa Karo
TIOM3CIIEN0BATENl B KIMHWYHA [POYYBaHMs, BKIIOYMTENHO M npu manueHtd ¢ MMU. Hma
HATpyIlaH MPEeIoJaBaTeNICKH ONUT B OOydEHHETO Ha OBIrapo- H aHIJIOE3WYHH CTYACHTH,
PBKOBOIMTEN € Ha €IWH crenuanu3aHT no HepBHu Gonectd. Bramee OTIMYHO MHCMEHO U
rOBOPMMO aHTJIMHCKH e3uK. [IpuTexaBa U MHOTO HOOPH KOMIIIOTHPHH YMEHHs CJIEl 3aBBpIICH

npoecroHaled Kypc B Beirapo-HeMcku 1eHThp, rp. Ilnesen npes 2007r.
CTpykTypa M chbAbpKaHHE HA JUCEPTANHOHHHUSA TPYA

JlucepTallMOHHHUAT TpPyX BKIoyBa 198 cTaHgapTHM MAalIMHONMCHH — CTPaHHIIH.
CtpykTyparta My ChIObpia: 3ariasHa crpanuna (1 crp.), cbkpameHus (2 cIp.), Cbabpxanue (2
cTp.), BbBeneHue (4 crp.), Jureparyper o63op (42 cTp.), uen u 3amaum (1 CTp.), KIHHHYEH
KOHTHHreHT ¥ Mertomu (18 crp.), coberBenm pesyaratd (38 crp.), obckxmane (43 c1p.),
saxmouenue (3 crp.), usBomu (1 crp.), mpunocu (1 crp.), mybnukamuu (1 crp.), npunoxenus (15
cTp.), Oubmmorpadus (23 crp.), Iexkmapanys 3a OPHUIMHAIHOCT M JOCTOBEPHOCT Ha
nucepranioned Tpya (1 cTp.). 3a H3rOTBSIHETO My ca M3NOJ3BaHH 288 IMTEpaTypHH H3TOYHHKA,

OT KOMTO 25 Ha KUpWIHLA U 263 Ha JIaTHHULIA.

Hayuna npoaykmmsi: Ilo TemMara Ha IOUCEpTAlMOHHHS TpyHd ca oOTnedaraHud 4
IIBIHOTEKCTOBH IyOnuKanuy. EqHa OT CTaTHMTe KaTo IBPBU aBTOp € MybmukyBaHa B COOpHUK
nokmagu “50 romuan MemunuHCKO oOpa3oBaHue W Hayka B IIneBeH”, a ocTaHaiuTe TPH KaTo
chaBTop - B Journal of IMAB. Hayunmata mpoAyku¥s Ha JOKTOpaHTa IIOKpHUBa

NPENOPHYUTETHATE MUHIMAITHY H3UCKBAHUS 32 HaydHa M 00pa30BaTeNHa CTEIEH ,,JOKTOP .

Temara Ha JUcCepTanusTa ,,OHCHKa Ha BJIMSHHETO Ha MeTaOOIUTHHUS CHHIPOM BBPXY

TEXECTTAa U KIMHUYHUSA U3XO0/ ITPH MAaUCHTHU C OCTHP UCXEMUYCH HHC}’HT“ € aKTyaJIHa B HaIme€ToO



chBpemue. HacTosIMUAT OUCEpTalMOHEH TPYA NPEACTaBd KOHKPETHH JAaHHH 3a 4YecToTara Ha
pasnpocTpanenne Ha MertabomutHus cuaapoM (MerC) cpen 6bIrapcky MalMeHTH ¢ HCXEMUYEH
Mo3bueH uHCynt (UMW), ananu3upa BIMSHUETO Ha CHHIPOMA M OTHAEIHHUTE My KOMIIOHEHTH
BBPXY OTHOCHUTEJIHUSI PUCK 3a HacTblBaHeTo Ha VIMU, m3cnensa cuiara Ha Bph3KaTa MEXIY
KoMioHeHTHTE HAa MeTC U TeXeCTTa Ha HEBPOJOTHYHHS JEPUIMUT KaKTO ¥ KIMHMYHHSA H3XOM
npu nanueHtd ¢ octbp MMMU. IlpencraBeHuTe pe3ynTaTd 3a M3Cj€BaHaTa BHCOKOPUCKOBA
rpyna namueHtd ¢ UMM u MetC ca ¢ npuiioxxuMma IpakTH4eCKa CTOMHOCT IIPH JICYEHHETO Ha
nmaiueHTd B ocTpus crazuid Ha UMMU. Te ca chlIocTaBMMM C TE€3H Ha APYTH YyXXIESCTpaHHH
aBTOpH, pabOTeNH 0 MpobiieMa U ca 3HAUUMHM 3a ObJArapckara IOIyJalys, HMaiKi B IPEIBUA
HEJIOCTAThYHUTE ENHAEMUOJIOTMYHH JaHHA W IPOBEINCHHM TMpOyYBaHMs IO TeMaTa,
3aCTapABallOTO HACeJleHHWE M yBeIMyaBallaTa ce 4ecToTa Ha pasnpocTpaHeHne Ha MetrC B

CTpaHara HH.

JIuteparypHUST 0630p € MPAaBHIIHO CTPYKTYpPUPAH U OTpa3siBa 3albI00YEHOTO IPOYyYBAHE
Ha mpobieMa B CBeTOBeH Mammab. Bxmrousa 42 cTpaHuIld, B KOMTO H3YEPNATEIHO € IpeACcTaBeHa
WH(POPMAIH OTHOCHO DPHUCKOBHTE (DAKTOPH 3a MO3BUHOCHAOBU 3a00JIsIBaHMs M IETAWIHO Ca
pasrieNaHd OTAENHHMTE KOMIIOHEHTH Ha MerabomutHus cuHIpoM. Mudopmanuara e

CHCTEMAaTHU3HpaHa B CJIEIHATE OCHOBHH ITOAPa3AC/IN:

> HWcxemudeH MO3bYeH MHCYJAT - npeacraBs obum nanHu 3a VMU, ompenenenve Ha
MO3BYHHMs HMHCYIT, M3H0I3BaHa TepmuHOojiorus mpd MC3, marohu3HOIOTHYHM YBPEIU H

OHOXMMHWYHH IIPOMEHH, HACTHIIBAINY B HH(apKTHATA JIE3U.

> Puckosu daxropu 3a UMMU — pasrienanu ca noapobHo Be3MoxHUTE PO, kmacubuupanu
karo MoaubpuiupyeMd U HemomubuimpyeMu. OTpa3eHM ca M KOHKPETHH IIOBEINEHYECKH
IPOMEHH, IIPEBAaHTHMBHH MEpPKH M TEpaleBTUYHM CTpaTerMHM 3a [IOBJIMsBaHE Ha

Monubumpyemure PO.

> MeraGoanTeH CHHAPOM — IpencTaBs obmu JaHHE 3a MerC, omnpeneneHue ¥ Hai-4ecTo

M3II0JI3BaHU B KJIIMHUYHATA MMPAKTHKa JAUArHOCTUYHH KPHUTECPHH.

» Yecrora Ha pasnpocTpaHenne Ha MerC — aHanmu3Wpa HapacTBallaTa 4YeCTOTa Ha
pasnpocrpanenue Ha MerC B ofimara momynamus, TEHIEHLUSTa 3a NOBHIIABAaHETO H B

CBETOBEH Malad ¥ B YaCTHOCT Ha EBpOl’ICf;ICKI/Iﬂ KOHTHHCHT.



> AprepuajiHa XMIEPTOHHSA — IIPEICTaBs YeCTOTaTa Ha Pa3sIpOCTPAaHEHHE M 3HAYMMOCT KaTo

no6pe nokymenTupan Moaupuiupyem PO npu MU, kakTo 1 karo komnoHeHT Ha MetC.

» 3axapeH quader — BKIIOYBA OOIIM JaHHU 3a III00ATHOTO My pPaslpOCTPaHEHHE U 3HAYEHHETO

My KaTo P®, aHanu3upa BIUSHUETO HA XUIIEPIIIMKEMUs B OCTpUs cTaguit Ha UIMU.

> 3aTabcTABaHe — MMPEACTaBs 3HAYAMOCTTA Ha IIpoOJieMa U BIUSHHUETO My BbpPXY IIPOrHO3aTa

¥ U3x0ja npu nmanuenta ¢ UMU.

> JlucadnuaeMMsi — pasMCKBa OCHOBHM KOMIOHEHTH npu nanueHtH ¢ MMM u MerC,

BIIUSIHUETO ¥ BBpXY pucka 3a MU u BbpXy TeXeCcTTa Ha HEBPOJIOTHYHATA CUMIITOMATHKA.

> XunepTpuriduepHAeMHs — pasliiexAa 3HaYMMOCTTa H Kato kommoHeHT Ha MetrC u

He3zasucuM PO 3a UMU.

Ilen w 3amaum. llenra Ha JMCEPTalMOHHHSA TPYA € SCHO (opMynupaHa H
HAyYHOOOOCHOBaHA — Ja ce Mpoy4yd BiausHUETO Ha MeTC U OTAENHUTE My KOMIIOHEHTH BBPXY
TEXKECTTa W KPAaTKOCPOYHHS KIMHHYEH H3XOJ INPH IAUEHTH C OCTBP HMCXEMHYEH MO3BYEH
HHCYJIT KaTo Ce aHAJIU3UpaT Opos ¥ YeCcTOTa Ha pa3NpOCTpPaHEHUE Ha OTAEIHUTE KOMIIOHEHTH Ha
MetC, KIMHHKO-Ta00paTOpHH XapaKTEPUCTHKH XU KOMOPOMIOHOCTH B H3CIE[BAaHMTE IPYIH

INaTuCHTH.

3a M3MBJIHEHHETO Ha IoctaBeHata uen J[-p MapuHoBa-TprdoHOBa IMOCTaBs ClEIHHUTE

IEeCT KOHKPETHHU 3aJa4yu:

> I[a CE€ OIIPCACIIAT 6p051 M 4eCTOoTaTa Ha pa3snpOCTpaHCHHUE Ha OTACIIHAUTE KOMIIOHEHTH Ha

MetC npu nauuentu ¢ octsp MMU.

» [la ce ompeznensaTt Opost ¥ YeCcToTaTa Ha pa3lpOCTPAHEHHETO Ha HAKOM MOIMQHUIMpPYEMH

puckoBu ¢akropu npu namuentu ¢ UMU 6e3 MetC.

> I[a CC OLICHHU BJIHUAHHCTO Ha MetrC u oTaeaHuTE MY KOMIIOHEHTH BBPXY OTHOCHTEIIHHA

PHICK 3a HacThIBaHe Ha ocTsp UMU.

» Jla ce aHanM3WpaT KIMHUKO-TA0OpaTOPHH XapaKTEPUCTUKH M KOMOPOMIHOCTH IpHU

nanuest ¢ UMU u MetC.



» Jla ce U3BBPIIM CPaBHHUTENIECH aHANK3 Ha TexxecTTa Ha IMU B 1BeTe M3cnenBaHU IPyIH U

C€ YTOYHHU BIIMSIHHUETO Ha MerC u oTnenHuTe MY KOMIIOHCHTH BBEPXY HEA.

> Jla ce onenu xmmHuuHES u3xon oT UMW npu nmanuentu ¢ MerC u 6e3 MetC kato ce
CpaBHH YeCTOTaTa Ha CIy4auTe ¢ (PyHKIMOHATHO HEOIArONpUATEH U JIETAJIEH U3XO0M U JIa

ce yToyHH BIusiHKEeTO Ha MeTC U OTAETHUTE My KOMIIOHEHTH BBEPXY M3X0Jla OT HHCYJIT.

KauHudeH KOHTHHIeHT M MeTOAHM. B HacCTOsIIEeTO IPOCIEKTHBHO IIPOyYBaHE ca
BKmoueHu 224 mamumentd ¢ MU, nexyBanu B octpus cramuéi Ha MU B Heponoruuna
kmuuka Ha YMBAJL ,JI-p I'eopru Crpaucku“-rp. ITnmeBen. Ot Tax 120 mammentu ca ¢
nuarHoctuipad MetC, a 104 — 6e3 MerC. U3non3Baiiku au3aiiHa Ha IIPpOy4YBaHE CiIydai-
KOHTpOJIa C LIeJ OLIEHKAa Ha OTHOCHTENHMS DUCK 3a pealld3upaHe Ha MHCYIT € BKIIOYCHA H
CBIIOCTABMMa IT0 BB3PAcT M IIOJ KOHTPOJHA rpyma oT 224 NaudeHTH CBC CHIOBH PHUCKOBH
dakropu, HO Ge3 peanmusupad no momenta MU, cvorBerHo 92 maruentd ¢ MerC u 132
nareTn 6e3 MetrC. YTOYHEHH ca BKIIOYBAIUTE M M3KIIOYBAINM KPUTEPHH 3a BCAKa €IHA OT

MNaITA€HTCKUTE I'PYIIN.

CncraBeHa € aHKETHA KapTa, KOATO ChABpXKa HHGopManus 3a Buaa Ha MMM, Be3pacT u
IOJ Ha TalMeHTa, MHHAIA M TNpHIpyXaBamy 3abomnsBanus, P®, nmabopaTopHH pe3ynTaTH,
dbaMunHa OOpEeMEHEHOCT, COMAaTH4YeH M HEBPOJIOTHMYEH CTarTyC, pe3ylTaTH OT IIPOBEIEHO
HeBpou3oOpas3siBaHe U oneHbYHH ckamd NIHSS u mRS, xmuHMYeH u3xox oT HHCyITa.
Pa3paborenara 3a nenuTe Ha HaCTOSIIMS AUCEPTALIMOHEH TPYJ aHKETHA KapTa II03BOJIABA Ja CE
06061u crbpaHaTa 3a BCUYKH nanueHTH uHpopmanus. [lomydenute qanHu ca 06paboTeHH upe3
CBBPEMEHHHU CTATHCTUYECKH METOIU U 0000IIEHH Upe3 KOpEeNalliOHHH U PErPECHOHHYU aHaJIUu3Y,
IPEACTaBEHH Ca CTAaTUCTUYECKH 3HAUMMH CTOMHOCTM IIpH aHalM3a Ha M3CIIEJBAHUTE

IPOMEHJIUBH.
CoOcTBeHH pe3y/ITaTH, aHAJH3 HA Pe3y/JITATHTEe H 00ChKAaHe

Pazpensr  ,Pesynratu oOT  gucepTallMOHHMS  TpyA  BKIIOYBA  IIPEICTABEHH
TIOCJIEJOBATETHO COOCTBEHH pe3yNTAaTH, MOJIYIECHH IIPU U3CJICABAHE HAa KIIMHUYHUS KOHTUHTEHT U
nobpe OHarieneHw 4pe3 TaOJUIM, CTHIOOBM M KPBLOBH JMArpaMy, OTpa3siBallli YECTOTHOTO
paslpeieieHue Ha Ka4yeCTBEHHTE IPOMEHIUBH, Box-plot numarpamMu 3a KOJIHMYECTBEHHUTE

IoKa3aTeJIM M JUarpaMy, NpEeICTaBsINHd KOpENallMOHHM 3aBUCHUMOCTH. IIbpBara riaBa oOT



COOCTBEHHTE pe3yNTaTH BKJIOYBA JaHHHM 3a YECTOTaTa Ha DPa3lPOCTPAHEHHE Ha OTHEIHMTE
KoMroHeHTH Ha MeTC KakTo ¥ 4ecToTa Ha pasnpocTpaHeHue Ha Moaubunupyemu PO B rpynara
Ha marueHTH ¢ UMU 6e3 MetC. Ha 6a3ara Ha cpaBHUTENIEH aHAIM3 MEXAY TSX € HalpaBeHa
OIIEHKA Ha OTHOCHUTEJHMS DPHMCK 3a HacThmBaHe Ha VIMU upe3 mokasarens Odds Ratio u
Confidence intervals. JlonsiHuTENHO € oueHeH pucka 3a MMU B 1BeTe U3C€nBaHM IPyId C
MetC u 6e3 MeTC u BIUSHHETO Ha OpOs Ha KOMIIOHEHTHTE BBpXY Hero. Bropa riasa npeacrass
KIIMHUKO-JTA00PaTOPHHA pPE3yNATaTH, KaTo B OTHENHH IOATOYKM 3a paslVIeflaHd JaHHHM 33
[IOBHUIIEHO apTEPHATHO HAATaHe, XWUIIEPIIIMKEMHUS IIpH IIOCTBIIBAHETO, IUCIUIHUAEMHUS H
3aTIBCTSIBaHe, NPEICTaBEHU Ca aHAJIW3 Ha JaHHUTE M CPaBHUTENIHA OIEHKA Ha IIOJIyYEHHUTE
pesynratu. Tpera riasa oT cOGCTBEHUTE pe3ynTaTH oueHsBa Texectra Ha UMU cniopen NIHSS
CKaJlaTa IpY XOCIHTAIM3ALUATA U JIEXOCHHUTATM3ALMATa Ha MAMEHTUTE M MPOYyYBa BIUIHHETO
Ha OTHeNHuTe KoMIOHeHTH Ha MeTC/P® BbpXy OTHOCHUTENHHUS PUCK 3a HACTBIIBAHE HA YMEPEHH
(NIHSS 5-151.) u ymepenu kvM Texxku (NIHSS>161.) mHCYynTH, HOKa3Ba KOpEJIalMOHHH
3aBUCHUMOCTH MEXJIy TAX U o0oOmaBa mHpOpManusTa 3a B3aMMOBPB3KaTa 4Ype3 IIPOBEIEH
perpecuoHeH aHaiu3. YeTBppTa IlaBa aHAIM3Wpa BIMSHUETO HA OTAEIHHUTE KOMIIOHEHTH Ha
MetC/P® u Texuus Gpoii BEPXY OTHOCHUTEIHUS PHCK 32 HeONaronpusTeH GYHKIMOHAIEH U3X0[
(mRS 3-5) u neranen m3xom (mRS 6) or UMW kpM MOMEHTa Ha [OEXOCIHTAIM3ALUATA,
IIPE/ICTABEHH Ca KOPEJAllMOHHU 3aBUCHMOCTU U PErPECHOHEH aHauu3. J[OIBIHUTENHO IPOBENEH
KOpENallMOHEH aHalW3 IOTBBbpXKIaBa CHJIHA IIOJOXHTEIHA KOpPEJallMOHHA BpPB3KA MEXIY

TEXECTTa Ha UHCYJITA IIPU NOCTHIIBAHETO H KPATKOCPOYHHU KIIMHUYCH U3X0 OT HUMMN.

Paznen ,,O6cmxnane’ BKIIOYBA MMOAPOOEH aHATH3 Ha MOJYYEHUTe COOCTBEHH pe3ysITaTh
KaKTO U CPAaBHEHUETO MM C IIyOJIIMKYBaHH aKTyaJlHH JaHHU OT CXOJHHU IPOYYBaHUS Ha OBIrapcKu
U YY)XIECTpaHHH H3CJIECIOBATEICKA KOJIEKTHBH. JIOTMYHO CBBp3aHU C pE3YNTaTHTE ca

IIPpEACTaBEHUTE U3BOOH, KOUTO Ca CHCTEMAaTU3HPAaHH! B CJICAHATE TOYKH:

1. Yecrotara Ha pasmpocTpaHeHue Ha MerC W OTAENHHUTE My KOMIIOHEHTH IIpH
u3cinenBaHuTe nanueHtd ¢ octep UMY e cbmocraBuMa ¢ Tasd Ha JPYyTM aBTOPH, IIPOBEIH

nog00HU HU3CIICABAaHUA.

2. Haii-yecTto pasnpoctpaHenu komrnoHeHTH Ha MetrC npu mauueHTd ¢ octbp UMU ca

AX, 3]1, 3aTIbCTSABaHE U XUNEPTPUTTHIIEPHIEMHUSI.



3. MetC u oTIeHHTE My KOMIIOHEHTH C€ CBBP3BaT ChC CTATUCTUYECKH 3HAYMM IIOBHIIEH
oTHocuTeNneH puck 3a VIMUW. Haii-cuimnHa Bpb3ka ¢ pucka 3a MMM mokassar AX, 3] u
xunepTpurimnepuaemusta kato kommonentd Ha MetC. Ilpu manmentn ¢ MMM 6e3 MerC
XUNEPTPUIIIMIEpUIeMusTa, moHmwkenust HDL-xonectepon, 3aTimscTaBaero u  AX

CUTHH(HUKAHTHO TIOBUIIIABAT PUCKA 3@ UHCYIIT.

4. XuneprimkeMusTa Py IOCTHIBAHETO € mo-4yecta npu nanueHTd ¢ UMW u MetrC u e

3HAYMM MPEJUKTHBEH (DAKTOP 32 TEXKECTTa Ha HEBPOJIOTUYHUS AeDHIHT.

5. MerC He moB/MsiBa CATHU(UKAHTHO pHCKA 32 HACTHIIBaHE HAa yMepeH H TexXbK UMMU.
XnneprnnKeMmea IpH MNOCTBHIIBAHETO, XUINEPTPHUITTHUCPHIACMHASA H AX moBumaBar pHCKa 3a
ymepeH no Texect VMU. 3], XUNEpTpUITHMLEpUIEMHSTa M XMIIEPITIMKEMHUSTa IIpH
IOCTHIIBAHETO 3HAYMMO TOBHMIIABAT OTHOCHUTENHUS PUCK 3a TEeXBK MHCYIT. MeTC He noBUsaBa
TEXECTTa Ha HEBPOJIOTHYHATa CHUMITOMaTHKA. OT,HCJ'IHH MY KOMIIOHCHTH KaTO XHIICPIIITHKEMHSI
TIpY TIOCTHIBAHETO ¥ XHUIIEPTPUIIIMIIEPUAEMHES IOBIMABAT TEXKECTTA HA HEBPOJIOTHIHHS A€QULAT
[P U3MHCBaHE. XWIEPriIMKeMusiTa npy nocteneanero ¥ HDL-XonecTepon ca NpeauKkTopy 3a
TE)XECTTa Ha HEBPOJIOTHYHUS NeUIMT NpPH XOCHHUTAIM3ALMATA, A XHUIEPIIHKEMHATA IIPH
nocrernBaneto ¥ CAH ca 3Haunmu xoMrnoHeHTH Ha MetC, moBmusBally BBPXY TEXECTTa Ha

HEBPOJIOTHYHHUSA I[C(bHI_II/IT IIpH OCXOCIUTalIu3aluiaTa.

6. MetC He e 3HAUUM MPEAUKTOP 33 KPATKOCPOUEH HEeOIAaronpUsTEH U3X0/L OT HHCYIT, HO
Ce acoliupa C MOBHIICH PUCK 32 HACTHIIBAHE HA paHEeH JieTaneH u3xol. OTIEeTHUTE KOMIIOHEHTH
Ha MerC nmemoHcTpHpar cinaba MOJOXHTETHAa KOpeJallMOHHA Bpb3Ka C KIMHHYHMS H3XOX OT

HHCYIIT.

7. TexecTTa Ha HEBPOJIOTHYHUSA ne(bmmr IIpH IIOCTBIIBAHETO cnmmbnxanmo IIOBJIMsBA

KpaTKOCpOYHHS U3XOM.
HpﬂHOCH H 3BHAYHMOCT Ha paspaﬁoTKaTa 3a HAYKaTa M NpaKTHKaTa

B kpas Ha mucepranMoHHHS TpyA A-p MapuHoBa-Tpudonosa obobmasa 6 npuHoca C

IIPEOAUMHO IIOTBBEPOUTEIICH XapPaKTEP U IIPAKTHICCKA CTOMHOCT:

1. AHamM3upaHa € 4ecToTa Ha Pa3lpOCTPaHEHHE Ha OTAENHHTE KOMIOHEHTH Ha MetC

npu nanueHTH ¢ octbp MMMU U e HampaBeHa CpaBHUTENIHA OLIEHKAa C YecToTara Ha



pasnpocTpaHenueTo Ha cbaoBu PO npu mamuentu ¢ UMU 6e3 MetC. [lanHuTE OT IIPOyYBAHETO
HM HaArpaXJaT HaJIWYHaTa IO MOMEHTa HH(opMmanus 3a pasnpocTpaHeHHeTo Ha PO mpu
nanuentu ¢ UMMU.

2. OmeHeHa e cuWiata Ha Bpb3kata Mexay MerC, oTaenHuTe My KOMIIOHEHTH H
OTHOCHUTEJIHHUS PUCK 32 HacThIBaHe Ha IMU B npoyuBaHe THII Clly4ai-KOHTPOJIA.

3. IlpoyueHo e BmussHreTo HAa MeTC M KOMIIOHEHTUTE My BBpPXY PHCKa 3a HACThIIBaHE Ha
yMepenH u Texkd MU u e onieHeHa Bpb3KaTa UM ¢ HeOIaronpusaTHHSA QYHKIMOHAIEH H3XO0I OT
uHCYAT. [IpencTaBeHuTe pe3yiTaTH NOMBIBAT HEAOCTATHYHO NPOYYEHUTE NAHHHU 32 BIUSHUETO
Ha MeTC BBpXY T€XKECTTa ¥ KIMHHYHUS U3XOJ OT HHCYIIT.

4. Ycranosssa ce, ye MetC noBuIinaBa 3Ha4UMO PHCKa OT PaHEH JIETAJIEH U3XOJ, KOETO €
IIPUHOC C TIOTBBPAUTENICH XapaKTep.

5. XunepriuKeMusTa py IOCTHIBAHETO € 3HAYUM IPOTHOCTHYEH (HaKTOp 3a TEXKECTTa Ha
HEBPOJIOIMYHKA Ne(QUIUT B HAYANOTO HA HHCYNITA, KOSTO OT CBOS CTpaHAa CHIHM(HKAHTHO
TIOBJIMABA PAHHUS KIHHAYEH u3xon npu namueHty ¢ IMU u MetC.

6. INanuenture ¢ MerC M3UCKBAT IO CTPHKTEH KOHTpON Ha P®, ekcnepTHa OIEHKa OT
MYJITHIUCIMIIAHAPEH €KHUII ¥ ONTHMAJICH TEpaleBTHUYCH PEXHMM C OIJIE[ IOBHINCHHS PHUCK 32
T0-TeXKa IIOCTHHCYJITHA MHBAIKIM3AlMs ¥ JIeTaJIeH U3XO0. Tpe3 ocTpus craguit Ha UMMU, xoeto
€ BaXKEH NPUHOC C IPAKTUYECKO IPUII0KHA CTOMHOCT.

H3mon3BaHara JATEpPaTypa, mocoyeHa B OubnuorpaduyHus COHCHK, ChABPXKA aKTyalHa
U ChbBpeMEHHA WH(pOpMaIKs, CBbp3aHa C TeMaTa Ha HaCTOSIIUS AUCEPTAlMOHEH TPY/ U BKIIIOYBA
JOCTaThueH Opoi myOaMKaluy Ha OBArapCKy U 9y>KIECTPaHHU aBTOPH.

3AKJIFIOYEHUE

Jucepraunonuust Tpyn Ha A-p Juana JlroGomuposa Mapunosa-TpudoHosa Ha Tema
,»OIIEHKa Ha BIMSHUETO Ha METAOOJIUTHHUS CHHIPOM BBPXY TEXKECTTA M KIMHHYHHS H3XOI IIPH
Mal[MEHTH C OCTBP MCXEMHYEH HHCYIT® € aKTyaleH ¢ HaydyHa M IpakTH4ecKa CTOMHOCT.
[TpoBENEHOTO MPOCIEKTHBHO IMpPOyYBaHe MpENOCTaBs MOAPOOEH M 3aBI0OOYEH KIMHHYEH H
Hay4YHO-H3CJIEIOBATEJICKU OTJIE] 110 3a/1aeHaTa TeMa. JIucepTalOHHMAT TPy TIOKa3Ba, 4e 1-p
MapuHoBa-TpudoHoBa mnpuTexaBa HEOOXOJAUMUTE TEOPETHYHM IIO3HAHHUSA M YMCHHA 3a

CaMOCTOATEIIHO IIPOBEXKIAHE HA HAYYHO U3CJICABaHE.



ITpensux ropeusnoxeHHTe (HakTH, AaBaM IIOJIOKHTENHA OIEHKAa HAa JUCEPTAllMOHHHS
TPy U NpejajaramM Ha WICHOBETe Ha HAyYHOTO XKYPH Ja IJ1acyBaT MOJIOKUTENHO 32 IIPHCHKIAHE
Ha obpaszoBarenHata u HayuyHa creneH “Jlokrop” Ha a-p Jluana JlrobommpoBa MapuHOBa-

Tpudonoga.

21.07.2026r. BLHIIEH peleH3enT: Ha ocroBanue un.59 ot 33111

IIpod. n-p Apa l%pa_@ﬂi Kal]pe.mm, JAMH
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Brief data on the professional development of the doctoral student

Dr. Diana Lyubomirova Marinova-Trifonova was born on October 16, 1980, in Pleven.
She graduated from the Foreign Language High School in Pleven in 1999 and obtained her
medical degree from the Medical University — Pleven in 2005 with excellent academic
performance. She began her professional career as a resident physician at the Centre for
Emergency Medical Care — Pleven, Belene in March 2006. Between 2006 and 2010, she worked
as a military physician and officer in military units and at the Military Hospital — Pleven (to
Military Medical Academy, Sofia). She started her speciality in Neurology at the Department of
Neurology of UMHAT “Dr. Georgi Stranski”, Pleven in August 2010. In 2015, she was
appointed as an assistant at the Department of Neurology and Neurosurgery, Medical University
— Pleven. In June 2017, she obtained a specialty qualification in Neurology (Diploma No.

021081/03.07.2017). She was enrolled as a PhD student, independent form of study in the



doctoral program “Neurology” by Rector's Order Ne235/30.01.2020 and was granted the right to
public defense by Rector's Order Ne439/10.02.2025.

Dr. Marinova-Trifonova has 16 years of professional experience at the Department of
Neurology, UMHAT “Dr. Georgi Stranski”— Pleven. Her clinical interests include the diagnosis
and treatment of stroke patients. She participates as a sub-investigator in clinical trials, including
those with IS patients. She has experience in teaching both Bulgarian- and English-speaking
students and supervises a resident in Neurology. She is a member of the Bulgarian Medical
Association and the Bulgarian Society of Neurology. She has excellent written and spoken
English. She has very good computer and word-processing skills acquired through a completed

training course at the Bulgarian-German Centre for professional education in Pleven in 2007.
Structure and content of the dissertation

The dissertation contains 198 standard typed pages. The structure contains: title page
(1 page), abbreviations (2 pages), table of contents (2 pages), introduction (4 pages), literature
review (42 pages), aim and objectives (1 page), clinical population and methods (18 pages),
results (38 pages), discussion (43 pages), conclusion (3 pages), conclusions (1 page),
contributions (1 page), publications to the dissertation (1 page), appendices (15 pages),
bibliography (23 pages), and declaration of originality and authenticity (1 page). A total of 288
references, including 25 in Cyrillic and 263 in Latin script, were used for preparing of the

dissertation.

Scientific output: 4 full-text articles related to the dissertation topic have been published.
One of the articles in which the PhD student is the first author, was published in the conference
proceedings "50 Years of Medical Education and Science in Pleven", and the others in which she
was a co-author — in the Journal of IMAB. The scientific output of the PhD student meets the

recommended minimum requirements for the scientific and educational degree "Doctor".

The topic of the dissertation " Evaluation of the impact of Metabolic syndrome on
severity and clinical outcome in patients with acute ischemic stroke" is highly relevant to
contemporary medical science. The study provides specific data on the prevalence of metabolic
syndrome among Bulgarian patients with ischemic stroke, analyzes the influence of metabolic
syndrome and its individual components on the relative risk of ischemic stroke, investigates the

association between the components of metabolic syndrome and severity of neurological deficit,
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and evaluates their impact on the clinical outcome of patients with acute ischemic stroke. The

findings have significant practical value in the acute IS therapy. They are comparable to those of

other foreign authors working on the problem and are particularly relevant to the Bulgarian

population in view of the insufficient epidemiological data and studies conducted on the topic,

population ageing and the increasing prevalence of metabolic syndrome.

The literature review is properly structured and demonstrates an in-depth study of the

problem globally. It comprises 42 pages providing comprehensive information on risk factors for

cerebrovascular diseases and a detailed examination of the individual components of metabolic

syndrome. The data are presented into the following main subsections:

>

Y/

Ischemic stroke — presents general data on ischemic stroke, a definition of stroke,
terminology used in cerebrovascular disease, and the pathophysiological damages and

biochemical changes occurring in the infarct lesion.

Risk factors for IS — potential risk factors are examined in details and classified as
modifiable and non-modifiable. Specific behavioral changes, preventive measures, and

therapeutic strategies for controlling the modifiable risk factors are also outlined.

Metabolic syndrome — presents general data on MetS, the definition and the diagnostic

criteria most commonly used in clinical practice.

Prevalence of MetS — analyzes the increasing prevalence of MetS in the general

population and the tendency for its increase globally, and especially in Europe.

Arterial hypertension — presents its prevalence and significance as a well-documented

modifiable risk factor for IS, as well as a component of metabolic syndrome.

Diabetes mellitus — includes general data on its global prevalence and significance as a

risk factor, and analyzes the impact of hyperglycemia during the acute stage of IS.

Obesity — presents the significance of the problem and its impact on the prognosis and

outcome in IS patients.

Dyslipidemia — discusses the main components in patients with ischemic stroke and
metabolic syndrome, as well as its impact on the risk of ischemic stroke and the severity

of neurological symptoms.



> Hypertriglyceridemia — examines its significance as a component of metabolic

syndrome and as an independent risk factor for IS.

Aim and objectives. The dissertation has a clearly formulated and scientifically based
aim - to investigate the impact of metabolic syndrome and its individual components on stroke
severity and short-term clinical outcome in patients with acute ischemic stroke by analyzing the
prevalence of the syndrome's individual components, clinical and laboratory characteristics, and

comorbidities.

To achieve this aim, Dr. Marinova-Trifonova is formulated the following six specific

objectives:

» To determine the prevalence and distribution of the individual components of MetS in

patients with acute IS.

> To determine the prevalence and distribution of some modifiable RFs in IS patients

without MetS.

> To evaluate the impact of MetS and its individual components on the relative risk of acute

IS.
» To analyze clinical-laboratory characteristics and comorbidities in IS patients with MetS.

» To perform a comparative analysis of the severity of IS in the two studied groups and to

evaluate the impact of MetS and its individual components on stroke severity.

> To assess the clinical outcome of IS patients with and without MetS by comparing the
frequency of unfavorable functional outcome and mortality, and to evaluate the impact of

MetS and its individual components on stroke outcome.

Clinical population and methods. This prospective study includes 224 patients with
acute ischemic stroke treated at the Department of Neurology of UMHAT “Dr. Georgi Stranski”,
Pleven. Among them, 120 patients have diagnosed metabolic syndrome, whereas 104 do not.
Using a case-control study design to assess the relative risk of IS, an age- and sex-matched
control group is included, consisting of 224 participants with vascular risk factors but without
history of ischemic stroke - 92 participants with metabolic syndrome and 132 without. Inclusion

and exclusion criteria are specified for each patient’s group.
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A questionnaire is compiled containing information on the type of ischemic stroke, the
patient's age and gender, past and concomitant diseases, risk factors, laboratory results, family
history, somatic and neurological status, neuroimaging findings, assessments on NIHSS and mRS
scales, and the clinical outcome of the stroke. The specifically designed for this dissertation
questionnaire allows the information collected for all patients to be summarized. The author's
own data were processed using modern statistical methods and summarized through correlation
and regression analyses; statistically significant values were presented in the analysis of the

variables under study.
Results, analysis of results and discussion

The "Results" section of the dissertation presents the author's original results and are well-
illustrated using tables, bar charts, and pie charts reflecting the frequency distribution of
qualitative variables, Box plots for quantitative indicators, and diagrams for correlational
relationships. The first chapter of the author's own results includes data on the prevalence of the
individual components of metabolic syndrome (MetS), as well as the prevalence of modifiable
risk factors in the group of IS patients without MetS. Based on a comparative analysis, the
relative risk of IS occurrence was assessed using the Odds Ratio and Confidence Intervals.
Additionally the IS risk and the impact of the individual components of MetS on it were assessed
in the two studied groups - with and without MetS. The second chapter presents clinical and
laboratory findings; its specific subsections examine data regarding elevated blood pressure,
hyperglycemia on admission, dyslipidemia, and obesity, and also provides a data analysis and a
comparative assessment of the results obtained. The third chapter of the results section assesses
acute IS severity using the NIHSS scale on patient’s admission and at discharge; it examines the
impact of individual components of Metabolic Syndrome (MetS) and risk factors on the relative
risk of moderate (NIHSS 5-15 scores) and moderate-to-severe (NIHSS>16 scores) strokes,
establishes correlations between them, and summarizes the relationships by regression analysis.
The forth chapter analyzes the impact of individual components of MetS/RF and their number on
the relative risk of unfavorable short-term functional outcome (mRS scores 3-5) and mortality
(mRS score 6) at patient’s discharge; correlational and regression analysis are presented. An
additional correlation analysis confirms a strong positive correlation between stroke severity at

admission and the short-term clinical outcome of acute IS.



The "Discussion" section provides a comprehensive analysis of the author's findings and
compares them with published data from similar studies conducted by Bulgarian and
international research teams. Logically based on the results presented in this dissertation, the

following conclusions are summarized:

1. The prevalence of MetS and its individual components among patients with acute IS is

comparable to that reported by other authors conducting similar studies.

2. The most prevalent MetS components in patients with acute IS are arterial

hypertension, diabetes mellitus, obesity, and hypertriglyceridemia.

3. MetS and its individual components are associated with a statistically significant
increase in the relative risk of IS. AH, DM, and hypertriglyceridemia show the strongest
associations with IS risk. Among IS patients without MetS, hypertriglyceridemia, low HDL

cholesterol, obesity, and AH significantly increase stroke risk.

4. Admission hyperglycemia is more common in IS patients with MetS and represents a

significant predictive factor for the severity of neurological deficit.

5. MetS does not significantly affect the risk of moderate or severe IS. Hyperglycemia on
admission, hypertriglyceridemia and AH increase the risk of moderate IS. DM,
hypertriglyceridemia and hyperglycemia on admission significantly increase the relative risk of
severe stroke. MetS itself does not influence the severity of neurological symptoms. However,
individual components such as hyperglycemia on admission and hypertriglyceridemia affect the
severity of neurological deficit at discharge. Admission hyperglycemia and HDL cholesterol are
predictors of neurological deficit severity at hospitalization, while admission hyperglycemia and
systolic blood pressure are significant MetS-related factors influencing neurological deficit

severity at discharge.

6. MetS is not a significant predictor of short-term unfavorable stroke outcome but is
associated with an increased risk of early mortality. Individual MetS components demonstrate

weak positive correlations with stroke outcome.

7. The severity of neurological deficit on admission significantly affects the short-term

outcome.
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Contributions and significance of the study for science and clinical practice

At the end of the dissertation, Dr. Marinova-Trifonova summarizes six scientific

contributions, predominantly of a confirmatory nature, with clear practical significance.

1. The prevalence of individual MetS components in patients with acute IS is analyzed
and compared with the prevalence of vascular risk factors in IS patients without MetS. The study

expands existing knowledge regarding RF distribution among IS patients.

2. The strength of association between MetS, its individual components, and the relative

risk of IS was evaluated using a case-control design.

3. The impact of MetS and its components on the risk of moderate and severe AIS is
investigated, and their relationship with unfavorable functional outcome is assessed. These
findings contribute to the limited evidence regarding the impact of MetS on stroke severity and

outcome.

4. The study confirms that MetS significantly increases the risk of early mortality,

representing a contribution of confirmatory value.

5. Hyperglycemia on admission is identified as a significant prognostic factor for the
severity of neurological deficit at stroke onset, which in turn significantly influences early

clinical outcome in patients with IS and MetS.

6. Patients with MetS require stricter control of risk factors, multidisciplinary expert
evaluation, and optimized therapeutic management because of their increased risk of severe post-
stroke disability and mortality during the acute stage of IS. This represents an important

contribution with practical clinical applicability.

The literature cited in the bibliography contains up-to-date and contemporary
information relevant to the topic of the present dissertation and includes a sufficient number of

publications by Bulgarian and foreign authors.
CONCLUSION

The dissertation submitted by Dr. Diana Lyubomirova Marinova-Trifonova, titled
“Evaluation of the impact of Metabolic syndrome on severity and clinical outcome in patients
with acute ischemic stroke" is an up-to-date study with scientific and practical value. The

conducted prospective study provides a detailed and in-depth clinical and research look on the



scientific topic. The dissertation demonstrates that Dr. Marinova-Trifonova possesses the

necessary theoretical knowledges and skills to conduct scientific research independently.

Considering all the above, I give a positive assessment of the dissertation work and
propose to the members of the scientific jury to vote positively for awarding the educational and

scientific degree “Doctor” to Dr. Diana Lyubomirova Marinova-Trifonova.

21 July 2026 External Reviewer: Ha ocHoBaxue 4n.59 ot 3314

Prof. Dr. Ara Garal{ed Kaprelyan, MD, PhD
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