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Ilenta Ha nucepTallMOHHMS TPYd € Ja Ce€ NPOY4Yd OKCHUIATUBHHUS CTaTyC IpH
MapOKCU3MAIIHO MPEACHPAHO MBXKJIEHE U MPOCIEASIT IPOMEHUTE B HETO CJIE]] Bb3CTAaHOBSIBAaHE
Ha CHHYCOB puTbM. IlpenmocraBka 3a U3CIEIBAHETO ca HalNpaBeHUTE U3BOJIU OT
JUTepaTypHUs 0030p Mo mpobiieMa, a UMEHHO: MEXaHU3MUTE, CBbpP3aHU C U35Ba, 3aJbp)KaHe
U pelUIMBUpaHe HAa PUTBMHOTO HApYIIEHHWE OCTaBaT HEM3SICHEHU M MPEICTaBIsABAT TOJSIM
KIMHAYEH WHTEpEC, CYMTAaHU KaTO TOTEHIMATHO HOBA IeJ B e(EeKTHBHATa TepaneBTHYHA
CTpaTerusi; peaulla NpPOYYBAHUS YCTAHOBSIBAT, Y€ ,,CTPYKTYPHOTO M  €JIEKTPUUYECKO
pemMojenupaHe Ha MpenchpausATa’, OCHOBEH CyOcTpaT Ha 3a00JIsiBaHETO, CE acoIUupa C
OKCHJAaTHBHHU YBpEIU HA MHOKap/a; ChILIEBPEMEHHO JIMIICBA ICHOTAa OTHOCHO ChCTOSTHUETO Ha
MIPOOKCUJIAHTHA U aHTHOKCHUJJAaHTHA CUCTEMA MPH 3200 ISIBaHETO.

B wuscrneaBaHero ca mpoydyeHM: HHMBAaTa Ha JIMIKAHA TEPOKCUIALMSA B IUIa3Ma U
EpUTPOLIUTU C TOMOIITAa Ha MOKAa3aTelIUTe IUIa3MEH U EPUTPOLUTEH MaJIOHAUAIAEXU,;
ChCTOSIHUETO Ha aHTHOKCHJAHTHATa 3alllUTHA CUCTEMa Ype3 IUIa3MEHU M €pUTPOLIMTHU HUBA
Ha OCHOBHHS HECH3MMEH aHTHOKCHUIAHT TIYTaTHOH, EPUTPOLMTHATa aKTUBHOCT Ha
OCHOBHMTE AaHTHOKCHUIAHTHU €H3UMH CYNEpPOKCHJ JMCMyTas3a, KaTajas3a, TIJyTaTHOH
MEPOKCHUIa3a U TIIOK030-6-(ocdar mexuaporeHasa u akTHBHOCTTa Ha OCHOBHUS B IIa3Ma
€H3UMEH aHTHOKCHIAHT LIEPYJIOIIa3MUH M CEpYMHUTE HUBA HA MEJTa — HETOB KOPaKTOp.
OO0001IeHNAT aHaIM3 Ha MOJYYEHHUTE pe3yJTaTH IMOoKa3a, 4Ye OKCHAATUBHUAT CTAaTyC MpH
NAIMEeHTH C MapOKCH3MAalHO TPEICHhPAHO MBKICHE C€ XapaKTepusupa ChC crenupuyHa
nuHamuKa. Pa3BuBa ce OKCHJIATMBEH CTpeC OIIe [0 JABaJeCeT W YEeTBBbPTUS 4Yac Cliel
KIMHUYHATa W35Ba HA PUTBMHOTO HAapylIeHHWE, Pe3ylTaT OT 3aCHIEHH MPOOKCHIAHTHH
npolleck ¥  HAMaJCHW HESH3UMHM W CH3WMHH  aHTHOKCHJAHTHH  MEXaHH3MH.
Bb3cTaHOBSBaHETO Ha CHHYCOB PUTBM CJeJl €NH30J Ha MapOKCU3MAIHO HPEACHPIHO
MBXKJIEHE C€ acolupa C HamaliiBaHE Ha OKCHAATUBHHUS CTpPEC M BBH3CTAHOBSIBAHE Ha
OKCUJATUBHHUS OasiaHC 0aBHO BBB BPEMETO - /O IBAJECET M OCEM IHM CIeJ eru3ojaa Ha



PUTBMHO HapylieHue. Pe3ynratute naBaT CEpHMO3HO OCHOBAHHME Ja C€ MPEANOJIOKH, Ye
OKCUJATUBHHUAT CTPEC € TSACHO CBbP3aH C MHULMUPALIUTE MEXaHU3MHU Ha MAPOKCU3MAIHO
IIPENCHPIHO MBXKICHE U HETOBUTE PELIUUBU. B TO3U CMHUCHI TE ca MPEANOCTaBKa 32 ThPCEHE
Ha HOBa e(EeKTHUBHA aHTHAPUTMHUYHA Tepanus ¢ KOMIUIEKCEH MEXaHW3bM Ha JIelCTBUE,
MOHIKABAIll €THOBPEMEHHO HHBaTa Ha AaKTHBHHUTE KHUCIOPOIHH (OPMHU M CTUMYJIHMpPAIL
aHTUOKCHJIaHTHATa CUCTEMA.

Negreva M. Dynamics of oxidative status in patients with paroxysmal atrial
fibrillation. Medical University of Varna; 2014.

The aim of the dissertation was to study oxidative status in paroxysmal atrial
fibrillation and observe its changes after restoration of sinus rhythm. Prerequisite for the study
were the conclusions drawn from the literature review on the problem, namely: the
mechanisms related to manifestation, retention and recurrence of the rhythm disorder remain
unclear and are of great clinical interest, considered a potentially new target in an effective
therapeutic strategy; a number of studies have found that "structural and electrical remodeling
of the atria", a major substrate of the disease, is associated with oxidative damage to the
myocardium; at the same time, there is a lack of clarity regarding the state of the pro-oxidant
and antioxidant system in the disease.

The study examined: lipid peroxidation levels in plasma and erythrocytes using the

indicators plasma and erythrocyte malondialdehyde; antioxidant defense system status
through plasma and erythrocyte levels of the major nonenzymatic antioxidant glutathione,
erythrocyte activity of the major antioxidant enzymes: superoxide dismutase, catalase,
glutathione peroxidase, and glucose-6-phosphate dehydrogenase, and activity of the major
plasma enzyme antioxidant ceruloplasmin and serum levels of its cofactor, copper.
The summary analysis of the obtained results showed that oxidative status in patients with
paroxysmal atrial fibrillation has specific dynamics. Oxidative stress develops up to the
twenty-fourth hour after clinical manifestation of the rhythm disorder, as a result of enhanced
pro-oxidant processes and reduced non-enzymatic and enzymatic antioxidant mechanisms.
Restoration of sinus rhythm after an episode of paroxysmal atrial fibrillation is associated
with reduction in oxidative stress and restoration of oxidative balance slowly over time, up to
twenty-eight days after an arrhythmic episode. The results give strong reason to assume that
oxidative stress is closely related to the initiating mechanisms of paroxysmal atrial fibrillation
and its recurrences. In this sense, they are a prerequisite for the search for a new effective
antiarrhythmic therapy with a complex mechanism of action, simultaneously lowering the
levels of reactive oxygen species and stimulating the antioxidant system.

Hoxa3aresa B3: XadnanrannoHeH Tpya — MOHOrpagus

Herpesa M. TpomOouut — QyHAaMEHTaTHHM M KIMHUYHU mpoekiuu. Ilu Cu
Knunuk; 2023

[Ipeuusnute ¥ JIbIOOKM TIO3HAHHMS OTHOCHO CTPYKTYpHUTE M (PYHKIIMOHAIHU
XapaKTepUCTUKH Ha TPOMOOLIMTHTE cCa M3KIIOUUTENTHO BAXKHU 3a pa3OupaHe NpHHOCA Ha
TpoMOOLMTUTE KbM (yHaMEHTAIIHUS MPOIIEC Ha XEMOCTa3a U 0COOEHO TO3M Ha Tpombo3a,
KaKTO U aHaJIM3UpaHe Bb3MOXKHOCTHUTE 32 €(eKTHBHA aHTHArperaHTHA Tepamus — KJII0YOBa 3a
KapIuoJIOTUYHATA KIMHIYHA IPAKTHKA.



B MoHoTpaduuHMS Tpya AETalIHO ca pasriefaHd XapaKTePUCTHKATa U 0COOCHOCTHUTE
Ha Merakapuorioe3ara W TpoMOoroe3ara, KaTo sSICHO ca OYepPTaHW NMPHUHIUIHHUTE Pa3udus
MCKAY KIIAaCUYCCKHUA P’IepapaneH MOZCI U CbBPEMCHHUA JTUHAMUYCH MOICII. HpeZ[CTaBeHI/I ca
TpoMOoIMTHATa MOP(OIOTHS U METa00JIN3bM, @ UMCHHO: 00IIa CTPYKTYPHA XapaKTEPUCTHKA
Ha TpPOMOOLMTA, CTPYKTYPHH OCOOCHOCTH Ha HEroBara IIa3MeHa MeMOpaHa, KIIIOUOBH
peLenTOpy OTTOBOPHHM 32 TPOMOOIIMTHATA XeMOCTa3Ha (YHKIIUS, OpraHeHA 30Ha U ITUTO301I,
TPOMOOIIUTEH ITUTOCKENET U TPAHCKPUTITOM, KAaKTO M CHHTE3a, METa00Iu3Ma U OMOJIOTHYHUTE
epeKTH Ha TPOCTAHOMIUTE — KIIOYOBA MOJICKYIH B peryiupaHe QYHKIUUTE Ha
TpOMGOLII/ITI/ITC, BKJIFOYHUTCIIHO OIMPCACIIAIIN 3a TpOMGOLII/ITHaTa aaxe3usd U akTuBalus.
OcHoBHaTa (PU3MOJIOTHYHA POJIS HA MUPKYIHPAIIUTE TPOMOOIUTH € XeMOCTa3HaTa ¢ Obp3a
azxe3usi Ha TPOMOOIMTUTE KBM OTOJICHOTO CYOCHIOTEIHO MPOCTPAHCTBO, MOCIEIBaHA OT
TPOMOOIIMTHA AaKTHBAIlMs, arperamusi W CEKpelus, HACThIBalld B OpraHu3Ma I[OYTH
eIHOBpeMEeHHO. HeoTMeHHO ywacTBami B XeMocTa3aTa W TpoMmOooOpa3yBaHETO,
MOHOTpadusTa 0OYepTaBa ChBPEMEHHHUTE MPEACTABH 32 TPOMOOIIMTHATA aJXe3Usl, aKTUBAIHS,
arperanuvs U CCKpeuus.

[lokazaHo e 3HaueHWETO Ha TpomOolmTHATa (MaTo)(hU3MONIOTHS 33 KIMHUYHATA

KapauoJiorniHa ITpaKTUKa, IO-CIICHHUAJIHO 3a ABC KIIIOYOBU COOHATIHO-3HAYMMHU CHPACUHO-
CHIIOBH 3a0OJIsIBAaHHMS — MPEICHPAHOTO MBXJICHE M KOpOHAapHAaTa apTepualiHa OO0JIeCT.
Ea3HpaH0 Ha IIaTOaHATOMHWYHHW U KIIMHHUYHH J0Ka3aTCJICTBA, TpOM6OHI/ITHaTa AKTHUBalus €
BaXCH MOJYJIATOP B TPOMOOEMOOJIUYHHUSI PUCK NPU MPEICHPAHO MBKACHE, HO KIFOUOBO 3a
TpoMOoOreHe3ara mpu 3a00JsIBaHETO € 00pa3yBaHeTo Ha (GUOpHUH. TPOMOOIUTHTE U TSIXHOTO
aKTHBHpaHe OE3CMOPHO ca KIFoYa KbM KOPOHApHaTa arepoTpoM003a ¥ aHTHUTPOMOOIIMTHATA
TCpanuga - Kpaﬁ’BF'BJIHHH KaMbK B TCPAINICBTUYHUA aApCCHAJ IIPHU MAUCHTH C KOPOHApHa
apTepuaiiHa 0O0JIECT.
[To3HaHusTa 32 CTpyKTypara U QYHKIUMUTE HA TPOMOOIIMTUTE HE T'YOST CBOSITA aKTYaJIHOCT.
BepositHO omie apAro BpemMe TpPOMOOLMTHUTE M€ OBbJAT 3HAYUM MEIUKO-OHOJOTHYEH
npobneM. 3a cera TO3u MPOOJIEM € OTBOpPEHA CTPaHMIIA, U3BECTHOTO 32 KOSITO BEPOSTHO €
MaJKo.

Negreva M. Platelets: fundamental and clinical projections. PC Clinic; 2023

Precise and deep knowledge about structural and functional characteristics of platelets
is extremely important for understanding their contribution to the fundamental process of
hemostasis and especially thrombosis, as well as analyzing the possibilities for effective
antiplatelet therapy, a key factor in cardiology clinical practice.

The monograph examines in detail the characteristics and features of megakaryopoiesis and
thrombopoiesis, and clearly outlines the fundamental differences between the classical
hierarchical model and modern dynamic model. We present platelet morphology and
metabolism, namely: general structure of the platelet, structural features of its plasma
membrane, key receptors responsible for platelet hemostasis function, organelle zone and
cytosol, platelet cytoskeleton and transcriptome, as well as synthesis, metabolism and
biological effects of prostanoids, key molecules in regulation of platelet functions,
determining platelet adhesion and activation.

The primary physiological role of circulating platelets is hemostasis, with rapid adhesion of
platelets to the exposed subendothelial space, followed by platelet activation, aggregation, and
secretion occurring in the body almost simultaneously. Platelets are indispensably involved in
hemostasis and thrombus formation. The monograph outlines the current understanding of
platelet adhesion, activation, aggregation, and secretion.

The importance of platelet (patho)physiology for clinical cardiology practice is shown,
in particular for two key socially significant cardiovascular diseases: atrial fibrillation and



coronary artery disease. Based on pathoanatomical and clinical evidence, platelet activation is
an important modulator of thromboembolic risk in atrial fibrillation, but fibrin formation is
the key factor for thrombogenesis in the disease. Platelets and their activation are undoubtedly
the key to coronary atherothrombosis and antiplatelet therapy, the cornerstone of the
therapeutic arsenal in patients with coronary artery disease.

Knowledge about the structure and functions of platelets does not lose its relevance.
Platelets are likely to be a significant biomedical problem for a long time to come. For now,
this issue is an open page, and there is much to explore.

Hoka3aren I'7: [lyoiukaunu u 10KJIaH1, MyOJIMKYBAHU B HAYYHH U3IaHUs, pedepupanu
U MHAEKCMPAHM B CBETOBHOU3BECTHH 0a3M IaHHM ¢ Hay4yHa uHdopManus

1. Prodanova K, Negreva M. Coagulation parameters as predictors of paroxysmal atrial
fibrillation: data modeling by logistic regression and ROC analysis. AIP conference
proceedings (in print)

Abstract

Our research on patients with paroxysmal atrial fibrillation (PAF) found significant
deviations in fourteen coagulation indicators already occurring in the first twenty-four hours
of the clinical manifestation of the disease, namely: significantly increased plasma activity of
coagulation factors Fll, FV, FVII, FVIII, FIX, FX, FXI, FXII and plasma activity of von
Willebrand factor, as well as significantly increased plasma levels of tissue factor, FVIII,
VWEF, fibrinopeptide A and prothrombin fragment F1+2. The early nature of the deviations
raises an important question, namely, to what extent are they a consequence of atrial
fibrillation or are they closely related to the clinical manifestation of the arrhythmia and
precede it. In search of their predictive value for PAF occurrence, the performed logistic
regression analysis and ROC analysis showed that, of the investigated indicators, plasma
FVIII activity gives the best diagnostic opportunity to identify the occurrence of the disease
(AUC=0.85, Acc=0.85, Se 99 %, Sp 69%, with over 70% correctly classified cases). Our
results are important for clinical practice and are a good prerequisite for further prospective
clinical studies. Establishment of significant biomarkers predicting PAF appearance will
enable detection of patients at increased risk of thromboembolic events, prevention
optimization and reduction of the frequency of thromboembolic events associated with the
rhythm disorder.

ITIponanoa K, HerpeBa M. KoarynanuoHHM NOKa3aTeld KaTro MPEAUKTOPH 3a
MAPOKCH3MAJTHO MPENCHPAHO MBKICHE: MOJICIMPAHe Ha JJaHHU 4Ype3 JIOTUCTHYHA PEerpecus u
ROC ananus. AIP conference proceedings (mox meuar)

Pe3srome

Hame uscnenBane BbpXy MalMEHTH ¢ MapOKCU3MaIHO MHpeAchpaHo MbxiaeHe (PAF)
YCTAaHOBU 3HAYUMU OTKJIOHEHHS B UETUPUHAECET MOKa3aTeld Ha Koaryialus olle B I'bPBUTE
JBAZIeCeT M YETHPH Yaca OT KIMHWYHATA W3siBa Ha 3a00JsIBAHETO, a WMEHHO: 3HAYMMO
MOBUIIICHA TUTa3MEHa aKTUBHOCT Ha koarynammonnu ¢akropu FII, FV, FVII, FVIIL, FIX, FX,
FXI, FXII u mmasmena aktuBHOCT Ha VWF, KakTO M 3HAa4MMO IOBUIIEHH IIa3MEHNW HUBA Ha
TF, FVIIl, VWF, FPA u FI1+2. PanHusr xapaktep Ha OTKJIOHEHHUS MOBIWTA CHIIECTBEH
BBIIPOC, @ UMEHHO JOKOJKO T€ ca CJIEICTBUE HA MPEICHPAHOTO MBXKJIECHE WIIM ca TICHO
CBBbpP3aHU C KIIMHUYHATA U3s51BAa Ha apUTMHUSTA U I IpeIxoxkaar. B ThpceHe Ha npeauKTUBHATA



UM cToMHOCT 3a nosiea Ha PAF, mpoBeneHuTe noructudeH perpecuoHeH a”anu3 u ROC
aHaJW3 MoKa3axa, 4e OT M3CJIeABaHUTE IT0Ka3arelM Inra3MeHa aktuBHOCT Ha FVIII napa Haii-
no0pa JAMArHOCTHYHA BB3MOXKHOCT 3a WUACHTU(HIMpaHe TosBaTa Ha 3a00JSBAHETO
(AUC=0.85, Acc=0.85, Se 99%, Sp 69%, nipu Hax 70% KOPEKTHO KIACH(PHUIIUPAHH CITydan).
[TomydyenuTe OT HAC pe3yaATaTH ca BaKHU 3a KIIMHUYHATA MMPAKTUKA U ca I00pa MpeanocTaBKa
3a JOMBJIHUTEIHU TMPOCICKTHBHU KIMHUYHHM H3CJICBAaHUS. YCTAaHOBSBAHETO HA 3HAYMMH
Oonomapkepu, npesckaspamny u3ssa Ha PAF, me naje Bb3MOXKHOCT 32 OTKPHBAHE HA MAIUEHTH
B TIOBUIIEH PUCK OT TPOMOOEMOOJMYHM WHIMICHTH, ONTUMH3WpAHE Ha TPEBEHIUATA M
HaMaJISIBAHE YECTOTaTa Ha TPOMOOEMOOIMYHUTE WHIUICHTH, ACOLMUPAHH C PUTHBMHOTO
HapyIlIeHue.

2. Gospodinova E, Lebamovski P, Georgieva-Tsaneva G, Negreva M. Evaluation of the
Methods for Nonlinear Analysis of Heart Rate Variability. Fractal and Fractional.
2023; 7(5):388

Abstract

The dynamics of cardiac signals can be studied using methods for nonlinear analysis
of heart rate variability (HRV). The methods that are used in the article to investigate the
fractal, multifractal and informational characteristics of the intervals between heartbeats (RR
time intervals) are: Rescaled Range, Detrended Fluctuation Analysis, Multifractal Detrended
Fluctuation Analysis, Poincaré plot, Approximate Entropy and Sample Entropy. Two groups
of people were studied: 25 healthy subjects (15 men, 10 women, mean age: 56.3 years) and 25
patients with arrhythmia (supraventricular extrasystoles) 13 men, 12 women, mean age: 58.7
years). The results of the application of the methods for nonlinear analysis of HRV in the two
groups of people studied are shown as mean + std. The effectiveness of the methods was
evaluated by t-test and the parameter Area Under the Curve (AUC) from the Receiver
Operator Curve (ROC) characteristics. The studied 11 parameters have statistical significance
(p<0.05); therefore, they can be used to distinguish between healthy and unhealthy subjects. It
was established by applying the ROC analysis that the parameters Hq=2 (MFDFA), F(a)
(MFDFA) and SD2 (Poincaré¢ plot) have a good diagnostic value; H(R/S), al(DFA), SD1/SD2
(Poincaré plot), ApEn and SampEn have a very good score; a2 (DFA), aall (DFA) and SDI
(Poincaré plot) have an excellent diagnostic score. In conclusion, the methods used for
nonlinear analysis of HRV have been evaluated as effective, and with their help, new
perspectives are opened in the diagnosis of cardiovascular diseases.

lTocnogunoBa E, Jlebamoscku II, T'eoprueBa-llaneBa I, Herpea M. Ouenka Ha

METOOUTE 3a HCJIMHCECH aHaJInu3 Ha BapI/Ia6I/IJ'IHOCTTa Ha CbpACUYHATa 4YCCTOTA. Fractal and
Fractional. 2023; 7(5):388

Pesrome

JluHaMuKaTa Ha ChbPACYHUTE CUTHAIM MOXKE J1a C€ M3CJe/Ba MOCPEACTBOM METOIHU 3a
HEeJIMHEeEH aHajdu3 Ha BapuaOMIHOCTTa Ha chpaeuHara dectotra (HRV). MeronuTe,
U3MON3BaHM B Ta3M CTaTusl 3a U3Cle[BaHEe Ha (QpakTasHuTe, MYITU(QPAKTATIHUTE U
MH(OPMAITMOHHUTE XapaKTePUCTHKU Ha HHTEpBaIUTEe MeXAy cbpaeunute ynapu (RR
BpemeBu uHTepBanu) ca: Rescaled Range, Detrended Fluctuation Analysis, Multifractal
Detrended Fluctuation Analysis, Poincaré plot, Approximate Entropy u Sample Entropy.
W3cnenBanu Osixa ase rpynu: 25 3npaBu nobposomuu (15 mexe, 10 sxeHu, cpenHa Bb3pact
56.3 rox.) u 25 marueHTd ¢ apuTMus: (HaAKaMepHH ekcrpacucTond; 13 Mbxke, 12 KeHH,
cpenHa Be3pacT 58.7 rox.). Pesynrarute oT npuiIoKEHHETO HA METOIUTE 32 HEIMHECH aHAIIN3



Ha HRV B aBere rpynu ca npezacraBeHu karo mean + std. EdextuBHOCTTa Ha MeToaUTE Oere
oumeHeHa upe3 t-test m mapamerspa mimom; mox kpuBara (AUC) or ROC ananmsa.
Wzcnensanure 11 mapamerspa umar craructudecka 3HauumocT (p<0.05) u ciegoBaresHo
MoOraT Jla ce M3IO0JI3BaT 3a pa3rpaHudaBaHe MEX/y 3/[paBu U O0JIHU 00EKTH. YCTaHOBEHO Oelie
ype3 npunoxennero Ha ROC ananuza, ue napamerpure Hqg=2 (MFDFA), F(a) (MFDFA) u
SD2 (Poincaré¢ plot) mmar moOpa mmarnoctuuna croitHocT; H(R/S), al(DFA), SD1/SD2
(Poincaré plot), ApEn u SampEn umar nobpa nuarsoctuyna croitHoct; a2 (DFA), aall (DFA)
u SD1 (Poincaré plot) mmar oTiMYHA AMArHOCTHYHA CTOWHOCT. B 3akirodueHHe METOIuTe
M3MOJI3BaHM 3a HenmuHeeH aHaim3 Ha HRV ce oneHsiBar karo e()eKTUBHU | C TSIXHA ITOMOII] Ce
pa3KprBaT HOBU Bb3MOKHOCTHU 3a TUArHOCTHKA Ha ChPJIEYHO-CHIOBUTE 3a00JIIBaHUS.

3. Negreva M. Thromboembolic stroke predictors in paroxysmal atrial fibrillation: Cox
modeling based on studied hemostasis indicators. IJAM. 2022;35(6):875-885

Abstract

Thromboembolic stroke in paroxysmal atrial fibrillation (PAF) is associated with high
disability and mortality, therefore its prediction is extremely important for clinical practice. The
coagulation and fibrinolytic systems are the key factors, responsible for thrombus formation in
atrial fibrillation. In this sense, it is reasonable to search for thromboembolic stroke predictors
among coagulation and fibrinolytic indicators in PAF patients. This determined the aim of our
study, namely to study the predictive value for thromboembolic stroke of twenty coagulation and
fibrinolytic indicators in PAF patients. In this article, overall survival until stroke onset was
modeled using the Kaplan-Meier curve. Multivariate Cox regression analysis was used to
investigate the relationship between survival time and twenty coagulation and fibrinolytic
parameters measured in 51 patients. Significant predictive value (p<0.05) was found for plasma
TF levels (HR 1.022 [95% Cl, (1.004-1.040)], FVIII levels (HR 1.084 [95% ClI, (1.005-1.170)])
and vitronectin. (HR 0.946 [95% CI, (0.895-0.999)]). From the tested clinical parameters, only
age and CHA2DS>-VASc score showed a predictive value for ischemic stroke occurrence (HR
1.237 [95% CI, (1.036-1.478]); HR 1.324 [95% CI, (1.054-1.662)] respectively). Statistical
analysis of the data was performed using the specialized software product STATISTICA 13.3.0,
StatSoft Inc., USA.

Herpesa M. Ilpenukropu Ha TpoMOOEMOOTHYHHUS HMHCYIT MPH MapOKCHU3MAIHO
npeachpaHo MbxkaeHe: COX MojenupaHe Ha W3CIEIBaHW XeMOCTa3HH Tokazartenu. |JAM.

2022;35(6):875-885

Pesrome

TpombGoeMOOIUYHNTE MO3BUYHU HHCYITH TPHU MAPOKCU3MATHO MPEICHPIHO MBKICHE
(PAF) ce acomuupar ¢ BUCOKa MHBAIMIU3ALMS U CMBPTHOCT, IOPaJAN KOETO MPEIUKIHITA UM
€ M3KIIIOYMTENIHO Ba)KHA 3a KJIMHWUYHATa mpakThka. KoarymanuonHata u ¢GuOpPHHOIUTHYIHA
CHCTEeMa ca KJIFOUOBO OTTOBOPHU 3a TpoMO0OOOpa3yBaHETO MpH MPEACHPIHO MBXKIACHE. B To3n
CMUCHJI ThPCEHE Ha MPEAUKTOPH 32 TpOMOOeMOoInYeH MO3bYCH HHCYIT MpH narueHTy ¢ PAF
Cpell KoarynalnuoHHU U (UOPUHOIMTUYHH MTOKA3aTeNH € pasyMHO. ToBa mpeaonpeaenu nenra
Ha HACTOAIIETO W3CJIEeABaHE, a HMEHHO Ja NPOy4YruM NpEeAUKTHBHATA CTOMHOCT 3a
TPOMOOEMOOTMYEH MO3bUEH MHCYAT Ha JIBaJeCeT KOarylaluoHHH U (QUOPHUHOIUTUYHU
nmokazarenu mnpu mnanueHtcka mnomynanus ¢ PAF. B nHacrosmara cratus oOmara
MPEKUBIEMOCT JI0 HACTHIIBAHE HA MO3bUEH MHCYNT Oelrlle Mojenupana ¢ kpuBara Ha Karuian-
Maiiep. M3non3Ban Oerie 1 MHOTOMEpPEH perpecMoHeH aHanu3 Ha Kokc 3a m3cienBaHe Ha
3aBUCUMOCTTA MEKY BPEMETO 3a MPEKUBAEMOCT U U3MEPEHUTE JIBAIECET KOATrYJIALMOHHU U



(GUOPHMHONMMTHYHU TOKa3arenu y 51 manueHTH. YcTaHOBeHa Oelle 3HaYMMa MpPEAMKTHBHA
croitnoct (p<0.05) Ha mna3menute HuBa Ha TF (HR 1.022 [95% CI, (1.004-1.040)], FVIII
(HR 1.084 [95% ClI, (1.005-1.170)]) u Butponektus (HR 0.946 [95% CI, (0.895-0.999)]). Ot
TECTBAaHUTE KJIMHUYHM ToKazareau camo Bb3pacT 1 CHA2DS,-VASC score mokaszaxa
MPEANKTUBHA CTOMHOCT 3a HAacThlBaHEe Ha ucxemuueH mo3bueH uHCynt (HR 1.237 [95% Cl,
(1.036-1.478]; HR 1.324 [95% ClI, (1.054-1.662)] cvorBeTHO). CTaTHCTHYECKHUAT aHAIN3 Ha
JTaHHWUTE OeIlle MPOBEICH ¢ MOMOIITa Ha creruanu3upanus copryeper npoaykt STATISTICA
13.3.0, StatSoft Inc., USA.

4. Negreva M, Vitlianova K. Increased platelet activity in patients with paroxysmal
atrial fibrillation. JACC: clinical electrophysiology. 2017;3(10S):S6

Abstract

Introduction: Platelets play a significant role in hemostasis. Aim: To study their
activity still in the first twenty-four hours of paroxysmal atrial fibrillation (PAF). Materials
and methods: We measured plasma levels of B-thromboglobulin (8-TG) and platelet factor-4
(PF-4), main markers of platelet activity, in 51 non-anticoagulated patients (26 men, 25
women; mean age 59.84+1.60) with PAF duration < 24 hours and in 52 controls (26 men, 26
women; mean age 59.50+1.46) matched by age, gender, concomitant diseases and their
treatment. The markers were examined once per each participant by chromogenic assays
Results: Plasma levels of B-TG were significantly higher in the patient group compared to
controls (25.04 = 1.10 1U/mL vs 14.97 + 0.46 1U/mL, p<0.001). Compared to controls,
patients with PAF had substantially higher levels of PF-4 (8.07 = 0.44 IU/mL vs 3.99 + 0.27
IU/mL, p<0.001). Conclusion: Platelet activity is significantly increased in the first twenty-
four hours of PAF clinical manifestation that is a predisposition to the development of
hypercoagulable state still in that very early stage of the disease.

Herpesa M, ButnusnoBa K. IloBumiena TpoMGouMTHa aKTUBHOCT IPU MAllMEHTHU C
napokcusmainHo npeacspano mexaene. JACC: clinical electrophysiology. 2017;3(10S):S6

Pesrome

BnBenenne: TpomOonuTUTEe U3MBIHIBAT KIIIOYOBA poiis B Xxemocrtazara. Llen: [a ce
u3cieaBa TPOMOOIMTHATa AaKTUBHOCTTA OIle B IbpBUTE 24 yaca Ha MapOKCHU3MAIHO
npeacbhpano MbxkaeHe (PAF). Marepuan u meronu: M3cienBaxme mia3MeHuTe HUBa Ha [3-
tpomOornoOynun (B-TG) u Ttpomboumten ¢akrop-4 (PF-4), ocHOBHHM moOKa3arenu Ha
TPOMOOITUTHA aKTUBHOCT, TPH 51 HeaHTHKoaryaupanu namueHTu (26 mexe, 25 xeHu; cpenHa
BB3pacT 59.84+1.60) c naBHOCcT HA PAF < 24 yaca u 52 xoHTpoiu (26 Mbxe, 26 XeHH; cpeHa
BBb3pacT 59.50+1.46) cboTBeTCTBAIlM IO BB3PACT, MOJ, MHPUIPYKABallU 3a00JsSBaHUS U
TAXHOTO JieueHue. [loka3arenure Osxa M3CiIeIBaHU €IHOKPATHO C TMOMOIITAa HA XpPOMOTE€HEH
tect. Pesynraru: Ilnasmennre HuBa Ha (-TG 0sxa 3HAYMMO TO-BUCOKM TpPH TAIEHTH
cnpsiMo Te3u npu koHTponu (25.04 = 1.10 IU/mL vs 14.97 + 0.46 IU/mL, p<0.001).
CpaBHEHO C KOHTPOJIUTE, MAllMEHTUTE UMaxa 3HauuMO MO-BUCOKHU HuBa Ha PF-4 (8.07 + 0.44
IU/mL vs 3.99 + 0.27 IU/mL, p<0.001). 3akarouenue: TpomOomuTHaTa akTHUBHOCT €
3HaUMMO YyCWJIEHAa B TBpBUTE 24 dYaca OT kimMHMYHAara m3sBa Ha PAF, xoeto e cepmo3Ha
MPEINoCcTaBKa 3a pa3BUTHE Ha XMIIEPKOArylaHTHO CBhCTOSHHE OIIE B TO3M pPaHEH eTan Ha
3a00JI5IBAHETO.



Hokasares I'8: Ilydnmkanuu U J0KJaau, Ny0JUMKYBaHU B HepedepHpaHu CHUCAHUSA C
HAay4YHO peleH3upaHe WU NyOJIMKYBAHH B PeJaAKTHPAHH KOJIeKTHBHH TOMOBE

1. Vitliyanova K, Negreva M, Yonceva |, Prodanova K. Relationship between
echocardiographic characteristics and NT-proBNP in patients with dual chamber
pacemaker: a prospective follow up study. MRIMMS. 2023; 11(4):86-91

Abstract

Introduction Data on NT-proBNP serum levels and echocardiographic indices in
patients with dual-chamber pacemaker are scarce. The purpose of this study is to explore the
changes, if any in certain echocardiographic indices including LV volumes, LAV index,
LVEF and levels NT-proBNP, and their relationships in patients with dual chamber pacing
over the 24 weeks after the pacemaker implantation. Material and methods Forty-five
patients (20 women, mean age 72.1+9.0 years) were selected for the study with DDDR
implanted pacemaker. At baseline (before the pacemaker implantation), on the 12" week and
24" week serum NT-proBNP levels was measured as well as echocardiographic parameters
LVESV, LVEDV, LAVI and EF. Results The difference between the levels of NT-proBNP at
12" week were not significantly different as compared to the baseline values (546.88+41.74
vs 508.83+45.53 pg/mL, p=0.54) but on the 24" week NT-proBNP significantly differed from
the baseline mean value (649.00+43.04 vs 508.85+45.53 pg/mL, p=0.029). LVESV, LVEDV
and EF did not significantly changed over time (p>0.05). There was observed a trend to
increase of LVESV reaching a borderline significance at 24" week (p=0.15). LAVI show
statistically significant and stable increase over time as compared with the baseline values
(p<0.001). Conclusion Most significant changes occurred in NT-proBNP and LAVI values,
notable at and after the 12" week after DCPM implantation. As markers of LA remodelling
our results support measurement of NT-proBNP and LAVI values in the post pacemaker
implantation follow up in case of DCPM has been implanted.

BummusnoBa K, Herpesa M, Homuesa U, IlpomamoBa K. Bpw3ka Mexy
exokapauorpadckure xapakrtepuctuku u  NT-proBNP npu namueHTH ¢ JABYKyXUHEH
nelicMeiikbp: npocnektuBHO u3cneasane. MRIMMS. 2023; 11(4):86-91

Pesrome

BnBenenne OckbAHM ca JaHHUTE OTHOCHO cepymMHuUTe HuBa Ha NT-proBNP u
exokapauorpadCcKuTe IMokKa3aTelu NpH MAlUeHTH C IBYKYXMHeH mnedcmeiikbp. Lleara Ha
W3CIIEIBAHETO € Jla MOTHhPCU NMPOMEHU B HAKOU exokapauorpadcku mokaszarenu karo LV
obemu, LAV wunnekc, LVEF u nuBara Ha NT-proBNP u moTbpcu Bpb3ka MexIy TAX MpU
MAIMEHTH C IBYKYXUHEH MEUCMENUKBP 3a Mepuoja 10 24-ta ceaMuiia ciae]l UMIJIaHTUPaHe Ha
neiicmeiikbpa. Martepuan u meroaun 45 nauuentu (20 xenu, cpenna Bb3pact 72.1+9.0 rox.)
¢ DDDR wummianTupan necMerkbp 0sixa CeNeKTHUpaHH 3a u3cienBaHeTo. M3xomHo (mpenn
UMIUIAaHTHpaHEe Ha YCTPOWCTBOTO), Ha 12-Ta M 24-Ta ceaMuua ciel ToBa 0sfXa M3MEpEHH
cepymuute HuBa Ha NT-proBNP, kakto m exoxapamorpadckure mnapamerpu LVESV,
LVEDV, LAV unzekc u EF. Pe3yararu Hsmamie 3Haunma pa3nuka Mexay W3XOJHUTE HUBA
Ha NT-proBNP u te3u, usmepenu Ha 12-ta ceqmuna (546.88+41.74 vs 508.83+45.53 pg/mL,
p=0.54). Ha 24-ta cenMuIia CTOHHOCTHUTE Ha TOKa3zaTels OsXa 3HAYMMO IMO-BUCOKU CIIPSIMO
usxonuute (649.00+43.04 vs 508.85+45.53 pg/mL, p=0.029). LVESV, LVEDV u EF He
MOKa3axa CTAaTUCTUYECKH 3HAYMMHU OTKJIOHEeHUs BBB Bpemero (p>0.05). HabOmomaBa ce
TeHJIeHIIUs 3a mokauBaHe Ha LVESV, mocturama rpaHnyHa 3Ha4MMOCT Ha 24-Ta ceaMuIia
(p=0.15). LAV wuHzgekc moka3a 3HAYUMO CTaOWJIHO TIOKAYBaHE BBHB BPEMETO CIIPSMO



n3xonuute croiHoctn (P<0.001). 3akarouenwe 3HAUYUMH TPOMEHU OsiXa YCTAHOBCHU B
croitHocTuTe HA NT-proBNP u LAV wunnekc crnen mmrmantanus Ha DDDR nelicMelkbp,
0coOcHO oTdyeTnuBU cien 12-ta ceamwuma. Karto Mapkepw Ha  JIGBONPEICHPIHOTO
peMojenupane, TNPEICTABEHUTE PE3YydTaTH II0Ka3BaT IoJi3a OT HM3MEPBAHETO UM IIPH
nauuentu cned umiuiantupane Ha DDDR nelicMeliksp.

2. Stoyanova I, Dimitrova S, Negreva M. Impact of Nursing Care in Comorbid Patients
with Cardiovascular Diseases. Merit Res. J. Med. Med. Sci.2022;10(11):268-274

Abstarct

With the improvement of living standards, people have more and more physical health
problems. Most prominent among them are high-risk cardiovascular diseases (CVDs).
Effectively improving treatment and accelerating recovery in cardiac patients has become a
social issue. A number of studies have proven that the significant social and economic
changes in our society affect personal health. So, they lead to development of various
concomitant chronic diseases.

The main CVDs risk factors are: arterial hypertension, abnormalities in fat
metabolism, smoking, alcohol abuse, diabetes mellitus, obesity, low physical activity, psycho-
emotional stress, unhealthy diet and others. Reducing or eliminating the impact of certain risk
factors can significantly reduce the risk of developing ischemic heart disease (IHD). We need
coordinated efforts, while providing inpatient and outpatient care, to educate and encourage
the patient to change to a healthier lifestyle. An important task of cardiac nurses is to act
preventively in the long term. They need knowledge, skills and resources to enable them to
function as leaders in patient health education. In addition to the specific knowledge of
cardiovascular health care, cardiac nurses must implement evidence-based practice and
effective personalized care. Effective communication, information delivery, and patient
education are at the core of practical preventive cardiology.

CrosnoBa U, lumutposa C, HerpeBa M. Bb3zelicTBHe Ha CECTPUHCKUTE TPUXKH IIPU
KOMOpPOMIHH TAlMeHTH ChC ChPJACYHO-CHIOBU 3abonsBanus. Merit Res. J. Med. Med.

Sci.2022;10(11):268-274

Pesrome

C nonoOpsiBaHETO Ha JKU3HEHHs CTaHIApT ce HaOnroJaBaT Bce MoBeye (PU3NYECKH
3[IpaBOCIOBHU IIpOOJIeMH cpel HaceneHuero. Hail-uecto cperianu octaBaT BUCOKOPUCKOBUTE
cepaeuHo-cproBu  3abonsBanus (CC3). EdextuBHOTO mOmOOpsiBAHE Ha JIEYEHHETO U
YCKOpsIBaHE BB3CTAHOBUTEIHMS MPOLIEC MPU KapAHWOJOTHUYHHUTE IMAallMEeHTH Ce INpeBbpHA B
coumasieH mnpoOmeM. Penuma w3cnenBaHus TIpe3 TMOCIETHUTE TOIUMHM JIOKa3Bar, de
HACTBIIWJIUTE ChUIECTBEHH MPOMEHHU ChC COLMATIEH U UKOHOMHYECKH XapaKTep B OOIIECTBOTO,
ce€ OTpa3sABaT Ha JUYHOTO 3][paBe Ha BCEKHU €IUH YOBEK M BOIAT O PA3BUTUE HA Pa3IUYHU
CHITBTCTBAIIN XPOHUYHH 3a00JIIBaHUS.

OcHoBHUTE pHCKOBH (akTopu, KouTo Morar na goseaar jno CC3 ca aprepuanHa
XUMEPTOHHUS, OTKJIOHEHHUS B MacTHara OoOMsHA, TIOTIOHOIIYILIEHE, 3JI0ynoTpeda C ajKoXoll,
3axapeH JIuabeT, 3aTIbCTSIBaHE, HUCKAa (M3MYEeCKa AaKTHBHOCT, NCHUXOEMOIIMOHAJIEH CTpec,
HE3JIpaBOCJIOBHO XpaHEHe, HaclleZICTBEHa Npeapa3NojokeHoCcT W Apyru. HamansBane wiun
eJIMMUHMpaHe BB3CHCTBUETO HA HAKOUW PUCKOBH (DAaKTOPH MOXKE Ja JOBEAE 10 CHIIECTBEHO
MOHI)KaBaHE Ha pUCKa OT mosBata Ha ucxemuyHa Oozect Ha cbpuero (MBC). Hyxuu ca
KOOPJMHUPAHU YCWIIMA B paMKHUTE Ha OOJTHUYHATA M U3BHHOOIHUYHATA MTOMOII 32 O0yueHHEe U
CTUMY/IMpaHE Ha MallMeHTa 3a M0-3/1paBOCIOBEH HAYMH Ha KUBOT. J{a ce paboTH NPEeBaHTUBHO



B JIBJITOCPOUCH IUIAH € BaKHA 3ajaya Ha MEIUIMHCKUTE CECTpH, paboTemu B o0iacTra Ha
Kapauosoruira. KapanoiornyHuTe MEAUIMHCKN CECTPU C€ HYXIAAT OT 3HAHUS, YMEHUS U
pecypcH, KOMTO J1a MM IO3BOJIAT Ja JeiicTBar Karo BOJCLIM B 3APaBHOTO OOydueHHE Ha
nanueHTuTe. B nombiaHeHne KpM crennUYHUTE 3HAHUS B 00JacTTa Ha ChPJIECUYHO-CHIOBUTE
3paBHU TPUXKH, KApIHOJIOTUYHUTE MEIUIIMHCKH CECTpU TPsSOBa Ja Mpuiiarar OCHOBaHAa Ha
JI0OKa3aTeJICTBA TPaKTUKAa W e(eKTHBHA IepcoHanu3upaHa rprka. KommereHmuure 3a
e(eKTHBHA KOMYHUKALUS, IPEIOCTABIHETO HA MHPOPMAIU 1 00y4YEeHHETO HA AIlMEHTHTE ca
B OCHOBAaTa Ha MPAKTHYECKaTa MPEBAaHTUBHA KapIHUOJIOTHSL.

3. Stoyanova I, Dimitrova S, Negreva M. The impact of nursing care in the intensive
care unit. Varna Medical Forum. 2022;11(2):446-455

Abstract

As the population ages, the number of patients with more than one chronic disease
increases, leading to a greater need for medical care. As a result, the demand for emergency
and intensive care in recent years has become increasingly critical. It is advanced practice
nurses who play a key role in patient care, and the drive to strengthen the workforce
necessitates an increase in their involvement. The independence of advanced practice nurses
and their impact on patient outcomes after critical care are of interest.

The important role of nurses in the provision of health care has recently been
recognized. Critical care needs inter-professional teams that provide collaborative health care,
which includes the need for trained nurses. Expert and specialized care for the most seriously
ill or injured patients in intensive care units (ICUs) and hospitals is provided by intensive care
nurses. Working as part of a multidisciplinary team, they are experienced professionals who
are highly skilled and safety-critical.

The greatest responsibility for the care and treatment of patients in a critical or
unstable clinical situation in the intensive care unit rests with the nurse. Her primary activities
are the management and coordination of nursing care through assessments, therapies, and
critical interventions. Based on the best available scientific evidence, clinical experience, and
patient preferences, the nurse makes important clinical decisions in the intensive care unit.

CrosnoBa U, HumutpoBa C, HerpeBa M. BnusHue Ha CECTpUHCKUTE TIPUXKHU B
MHTEH3UBHOTO Kapanojoruduo otaencuue. Varna Medical Forum. 2022;11(2):446-455

AOcTpakT

Cpc 3acTapsBaHe Ha HACEJICHHETO CE yBENMYaBa Opos Ha MAalMEHTUTE C MOBEYE OT
€IHO XPOHMYHO 3a00JiiBaHEe, KOETO BOJAM JO MO-TOJIIMA HY)XJa OT MEAMLMHCKU Tpuxu. B
pe3yaTar Ha TOBa Mpe3 MOCICTHUTE TOJAWHY CIeITHATa ¥ WHTEH3WBHA IIOMOI CTaBaT BCE TI0-
KPUTUYHH U ThpCEeHH. MEIUIMHCKUTE CECTPU C JBITOTOAMIIHA M J0Opa MpakTHKA UIPasiT
KJIIOYOBa pOJId B TPHXUTE 3a MHMAOUCHTUTEC, a CTPEMCKDBT KbM KaAaUCCTBCHO CCCTPHUHCKO
o0cITy’)KBaHe Hajlara HapacTBaHe Ha TSXHOTO ydacTHe. EQeKThT Ha KaueCTBEHUTE CECTPHUHCKH
IPUKHU BBPXY MAallMEHTCKO 3/IpaBe ce OKa3Ba HE3aBUCUM OT IOJIOKEHUTE JIEUeOHU TPHKU MTPU
KPUTUYHH MAI[UEHTH.

Baxnara POJIA HA MCAUIIMHCKUTE CECTPU B MMPCAOCTABAHETO HA 3/JpaBHU I'PUKHU Oemre
MpU3HATA HACKOpO. VIHTEH3WBHUTE TPIKU C€ HYXKIAAT OT MEKAYNpO(PEeCHOHATHH EKUIIH,
KOWUTO Ja IpeAoCTaBAT CbBMECTHHU 3ApPaBHU I'PHXKH, BKIIOYBAIOW ITOATOTBECHW MCIUIHWHCKHU
cectpu. ExcriepTHUTE M CleUUalM3UpaHUTE TPUKM 32 HAM-TEKKO OOJHMTE MAIMEHTH B
MHTECH3UBHH W HEWHTCH3UBHHM OT/CICHHS CE OCHUTYpSBAT OT MEAWIMHCKUTE CECTpH 3a
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WHTEH3UBHU Tpiku. Paboremu Karo 4acT OT MYJITHAMCIUIUIMHAPEH EKWII, Te Cca OMUTHU
npodecroHalnCTH, BUCOKOKBAIM(DUIIMPAHU U KPUTHUYHHU 32 0€30IaCHOCTTA.

MenunuHcKaTa cecTpa UMa rojisiMa OTTOBOPHOCT 34 I1OJIaraHe Ha TPUKU U JICUECHUE Ha
MalUMeHTH B KPUTUYHA WM HecTaOW/HA KIMHUYHA CUTYyalllsi B MHTEH3UBHO OT/AEJICHHE.
Heitnure OCHOBHM JEWHOCTH Ca YIPAaBJICHUE U KOOPAMHUPAHE HA CECTPUHCKUTE TPUKHU UPE3
OLICHKH, Tepaliyi U WHTEPBEHIIMU OT M3KIIOYMTENHA BaXXHOCT. B3 ocHOBa Ha Haii-nobpute
HAJIMYHU HAy4YHU [JO0KA3aTeJICTBA, KIMHUYHUSA ONUT M NPEANOYUTAaHUS HaA MalMEHTa
MEIULMHCKATa CecTpa B3eMa BAKHM MEIMLMHCKU PELIEHUS B OTIEJICHUETO 3a MHTEH3UBHO
JICYCHHUE.

4. Arif S, Brady Z, Bachvarov G, Negreva M. Risk factors for early neurological
complications after coronary artery bypass graft versus valve replacement surgery:
regional cardiac center study. MRIMMS. 2020;10(12):286-291

Abstract

Data on the early neurological injuries following coronary artery bypass graft (CABG)
and valve replacement surgery are scarce and conflicting, especially those evaluating risk
factors for their appearance. That gave us a predisposition to analyse and compare the early
neurological complications following these two types of heart surgeries and find significant
risk factors for their development. A retrospective observational study was conducted at the
cardiac surgery of the University hospital “St. Marina” — Varna, Bulgaria for the period July
2019 — June 2020. 152 patients who underwent CABG operation and 100 patients with valve
replacement operation were included consecutively in the study and followed during the early
postoperative period (up to the 7th day after the operation) for the manifestation of the
neurological complications: a psychomotor excitement, a delirium, cognitive deficit and a
stroke. Patient demographic and clinical characteristics, as well as intraoperative variables
were analysed as risk factors for these complications. For statistical analysis unpaired t-test
was used. A p-value <0.05 was considered statistically significant. A total of 48 / 252 (19%)
patients suffered postoperative neurological complications following cardiac surgery, 30
patients with CABG operation and 18 with valve replacement surgery. Although cognitive
deficit (20% vs 5.6%), delirium (3% vs 0%) and psychomotor excitement (63.3% vs 61.1%)
were higher in CABG cohort (versus valvular), differences were not statistically significant
(p>0.05). However, postoperative stroke rate was significantly higher in valvular surgeries
(13.3% vs 33.3%, p<0.05). Regarding risk factor evaluation, in the CABG cohort, older age,
peripheral artery disease, diabetes mellitus, family history of stroke and atrial fibrillation were
all statistically significantly linked to neurological complications. In the valvular cohort,
dyslipidemia, family history of stroke and longer operation time were all statistically
significant (p<0.05) risk factors. Family history of stroke was recorded to be a statistically
significant risk factor for stroke following both CABG and valve replacement surgery. All
patients undergoing CABG/valve surgeries should be given adequate information on potential
postoperative neurological complication risks, and postoperative care staff should be aware of
the additional risk and be clinically equipped to deal with such complications effectively.
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Apud C, bpeiimu 3, bbuBapoB I, HerpeBa M. PuckoBu ¢Qakropu 3a paHHU
HEBPOJIOTUYHU YCJIOXKHEHHS Clie/l Omepanus Mo MOBOJA aopTO KOPOHApeH Oaiimac U KIAmHO
MPOTE3UpaHe: CPABHUTEIIHO NPOYYBAHE B pEruoHaleH chpaedeH 1eHTpp. MRIMMS.

2020;10(12):286-291

Pesrome

JlaHHUTE OTHOCHO HEBPOJIOTUYHHUTE YBPEIW CIIEA Omepanus 10 TOBOI aopToO-
KOpOHapeH Oaiimac W KIJIaHO TPOTE3WpaHe HE Ca MHOTO Ha Opod M MMaT MPOTUBOPECUUB
XapakTep, 0COOCHO TEe3W OIICHSBAIM PUCKOBUTE (DAaKTOPH 3a TAXHOTO Bh3HUKBaHe ToBa HHU
JaJie OCHOBAHME J1a aHATM3UPAME M CPAaBHUM PAaHHHUTE HEBPOJIIOTUYHH YCIOKHCHHSI CIICH TE3U
7B TUMNA CBHPICYHH ONEpaAIlii W TOTHPCHUM 3HAYUMHUTE PHUCKOBH (AKTOPH 3a TAXHOTO
pa3BuTHe. PEeTpOCIEKTHBHO M3CienBaHe Oelie MPOBEACHO B KapIUOXUPYPTUYHHS IICHTHD Ha
yHHUBepCcUTEeTCKa Oonnuia ,,Ceera Mapuna“ — Bapna, bearapus 3a nepuoaa ronu 2019 — 1onu
2020. 152 mamueHTH TpPEeMUHAIM ONepalus IO TOBOJ aopTo-KopoHapeH Oaitmac u 100
MAIMCHTH TIPEMUHAIIU KJIAITHO MPOTE3UpaHe Osixa MOCIeJ0BATeTHO BKIIFOYCHH B MPOYYBAHETO
Y MPOCIICAICHA B PAHHHUSI TIOCTOTICPATHBEH TIepUo (10 7-51 IEH CIIe]] OTiepalnsaTa) 3a u3sBa Ha
HEBPOJIOTUYHU YCIIOKHEHHSI: TICKXOMOTOPHA Bb30yna, JACTUPUYM, KOTHUTHBEH AePUIUT U
uHCynT. Jlemorpadckara W KIMHMYHA XapaKTCPUCTHKA HA TMAIUCHTHTE, Taka KAaKTO |
WHTPAOIICPATUBHY TIOKa3aTelH, OsXa aHaJIM3MpPaHH Karo pPUCKOBU (AaKTOpH 3a Te3u
VCIIO)KHEHHUsS. 3a CTAaTUCTHYSCKW aHanu3 Oemre wu3moi3BaH HecaBoeH t-tect. Karo
CTaTucTU4ecKku 3HauuMo Oemre nedunupano p<0.05. O6mo 48 or 252 (19%) crpagaxa ot
MOCTOTIEPAaTUBHHU HEBPOJOTUYHU KOMIUTUKAIUK - 30 ciex aopTo-KopoHapeH Oaitnac u 18 ciex
KJIaIHO mpotre3upane. Borpeku, ye korHUTHBHUAT aehuuut (20% Vs 5.6%), menupuymbt
(3% vs 0%) u ncuxomoTopHaTa Bb30yaa (63.3% Vs 61.1%) Osixa 1O-BUCOKH Cpejl KOXopTara
C aopTo-KOpoHapeH Oaimac (CpsAMO Ta3M C KJIAMHO MPOTE3UpaHe), pa3inuuara He Osxa
craructruecku 3HaunMu (P>0.05). YectoraTa Ha moCTONMEpPaTHBHUS WHCYIT O€IIe 3HAYUMO
nmo-Bucoka cien kmamHa xupyprus (13.3% vs 33.3%, p<0.05). OueHnsiBaiiku pHUCKOBHTE
(dakTtopu Oelie yCTaHOBEHO, Y€ B KOXOpTaTa C AOPTHO-KJIAIHO TPOTE3WPAHE BH3PACTTA,
nepudepHata apTepuanHa 0o0JIeCT, 3axXxapHUAT nuader, gamuiiHaTa aHaMHe3a 3a WHCYAT U
MPEICHPIHO MBXKACHE OsXa CTAaTHUCTUYCCKH 3HAYMMO CBBP3aHU C HEBPOJOTHYHUTE
yCIOXKHEHUs. B KoxopTara ¢ KJamHO NMpoTe3upaHe, AUCTUNUAeMUsITa, (haMUIHATa aHAMHe3a
3a HHCYJIT U TIO-JIBJITOTO OTIEPATHBHO BpeMe 0siXa CTAaTUCTHYECKU 3HAYUMHU PUCKOBH (PaKTOPH
(p<0.05). YcranoBeno Geriie, ye paMuIHATa aHAMHE3a 3a HHCYJIT € CTATUCTUYECKH 3HAYUM
PUCKOB (DaKTOp WHCYAT, KAKTO MPH MAIMEHTH CJIE]] a0pTO-KOpOHApEeH Oaimac, Taka W Clej
KJIAMTHO TpoTe3upaHe. BCHYKM MalMeHTH NpPEeMUHAIM aopTO-KOPOHApeH Oaimac/KiamHo
mpoTe3upaHe TpsOBa Ja TOJydaBaT JOCTAThUHO HWHGPOpPMAIUS 33  BB3MOXKHHUTE
MOCTONEPATUBHU YCIIOKHEHUS U EKUITBT, TPIDKEI ce 3a TAX, TpsOBa Aa € Jo0pe 3amo3Har ¢
TSX | ITOJATOTBEH 32 e(DeKTHBEH IMOAXO0/I 32 pa3peiIaBaHeTO UM.

5. Gospodinova E, Gospodinov M, Negreva M. Nonlinear Dynamics Methods for
Analysis of ECG Signals. Proceedings of the 21st International Conference on
Computer Systems and and Technologies' 20. 2020;6:194-200

Abstract

Nonlinear dynamics methods are increasingly used in the process of information
analysis of electrocardiogram (ECG) signals due to the fact that they enable the monitoring of
heart rate dynamics. These methods complement the traditional analysis performed by
applying the linear methods (Time- and Frequency-Domain). This article presents the results
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of the study of the nonlinear dynamic characteristics of the time intervals between heart
intervals (RR time series), through the application of the following methods of the nonlinear
dynamics: reconstructed phase space analysis, largest Lyapunov exponent and Poincaré plot.
Two groups of people were studied: healthy and unhealthy subjects (patients with heart
failure). The performed statistical analysis of the calculated characteristics describing the
nonlinear dynamics of the RR time series show that it differ significantly between the two
groups studied. Therefore, the application of these methods may be helpful in the diagnosis of
cardiovascular disease. The introduction of nonlinear dynamics methods as well as linear
ECG signal analysis methods requires information technology professionals to actively
collaborate with cardiologists to integrate these new methods into clinical practice to support
physician activity in diagnosis and early detection of cardiovascular diseases. The analysis of
the investigated signals was performed by applying a web-based application using a serverless
architecture, which is experimental and has no commercial purpose.

lT'ocnonunoBa E, ['mcnomuuos M, Herpesa M. HenuHeliHM JUHaMHUYHU METOAM 32
anmamu3 Ha EKD curmamm. Proceedings of the 21st International Conference on Computer
Systems and and Technologies' 20. 2020;6:194-200

Pe3ome

Henunelinure auHaMMYHM METOIM CE€ H3MOJ3BAaT BCE MO-YECTO B IIpoleca Ha
nHGOPMAIIMOHEH aHaIM3 Ha CUTHAIM Ha enekTpokapauorpamara (EKI') mopanu dakra, ye
MOrar Ja MOHUTOpHUpAaT JAUHAMHUKaTa B CbpAeYHaTa dYecToTa. Te3u MeToau JOombJiBar
TPaJMIMOHHKS aHAJIM3 HAlpaBeH CJe] MPHIOKEHHUETO Ha JIMHeWHM Metoxuku (Time- u
Frequency-Domain). Ta3u crarust mpeacTaBsi pe3yiaTaTd OT MPOy4YBaHE BbPXY HEIMHCHHUTE
JMHAMHUYHN XapaKTePUCTHKH Ha BpeMeBUTe uHTepBaau (RR wHTEpBain) upes NpuIoKeHUE
Ha CIEIHUTE HETUHEHHH METOMU: PEKOHCTPYKTHBEH (a30BO MPOCTPAHCTBEH aHAIU3,
Lyapunov exponent u Poincaré plot. M3cnenBanu Osxa ABe IpynM yYacTHUIM: 3JpaBU U
He3JpaBu O0CKTH (MALMEHTH ChC CHPJIEYHA HEAOCTAaThUHOCT). [IpOBEEHUAT CTaTUCTHYECKU
aHaJIM3 Ha KaJKYJIMpaHUTE XapaKTEepUCTUKM, OMMCBAIM HeNUHeiHara nuHamuka Ha RR
BPEMEBUTE CEpPUM, IMOKa3a 3HAYMMHU pa3Iuuus Mexay aABere rpynu. CrlemoBaTenHo,
MPUJIOKEHUETO Ha TE3M METOIM MOXeE Jla ObJie MOJIe3eH METOJl B JMAarHOCTULIMPAHETO Ha
ChpACYHO-CHAOBUTE 3a00sIBaHNs. BbBek1aHETO HA HEMUHEHHUTE TUHAMUYHU METOAH, KAKTO
Ha nuHednus EKI curHanmeH ananmu3, Hajllara akTHBHa Kojabopaius MEXIy TEXHUYECKH
npodecuoHaNMCTH W KapAHUOJIO3W 32 MHTErpUpaHe Ha Te3W HOBH METOAM B KIMHUYHATA
MpaKTHKa, KOETO Ja MoAoOpM JMarHo3ara U PaHHOTO OTKPUBaHE Ha ChbpACYHO-CHIOBHUTE
3a0o0nsBaHusA. AHaTU3bT HA TE3W CHUTHANU Oellle M3BBPIICH 4Ype3 MPUTIOKEHHETO YyeO-
0asupaHa aruiMkanus 6e3 CbpBbp, KOETO € EKCIIEPUMEHTAITHO U HSIMA ThPTroBCKa 11edl.

6. Madjova C, Chokanov S, Negreva M. Correlation between oral hygiene and health
status of patients with cardiovascular diseases. Journal of the Union of Scientists-
Varna. Medicine and Ecology Series 2020;25(2):73-79

Abstract

Introduction: There are a number of studies in the scientific literature about the
influence of endodontic pathology on the health status of patients with chronic non-
communicable diseases. Diabetics have long been known to suffer from inflammatory
periodontal diseases, caries and its complications. There are data that patients with
cardiovascular disease also have more frequent oral pathology. More often dentists find a link
between patients’ dental problems and their chronic illnesses, but there are few studies on the
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correlation between oral hygiene and the health status of patients with cardiovascular disease.
Aim: The aim of this article is to assess whether there is and what the correlation between
oral hygiene and health status in patients with cardiovascular diseases is, in order to prevent
their dental or general health. Materials and Methods: Forty patients with cardiovascular
diseases were examined. The study used: a documentary method (patients® medical
documents), a survey method, and a clinical dental examination. Results: During the dental
examination we found a significant correlation between bleeding gums and the presence of
cardiovascular diseases. In smokers, oral hygiene and brushing teeth were very neglected.
Survey data showed that less frequent brushing of teeth is more common among men, older
patients and those who are overweight. Patients with lower body weight who followed a diet
and healthy eating also had better oral hygiene. A total of 61% of the patients reported a visit
to their dentist in the last year. Most respondents (72%) had at least one dental problem, but
only 12% received adequate information from their dentist about their oral health.
Conclusion: Our results confirm the positive correlation between oral hygiene and the health
status of patients with cardiovascular diseases, therefore it is important for dentists to train
more actively such patients to improve their oral hygiene, which would improve their overall
health.

MamxoBa Xp, YokanoB C, Herpesa M. Bpb3ka Mexay opanHaTa XUTHEHA M
3PABOCIIOBHHS CTATYC Ha MAIMEHTH ChC ChPICYHO-CHIOBH 3abossBanus. Journal of the
Union of Scientists-Varna. Medicine and Ecology Series 2020;25(2):73-79

Pe3rome

YBon: B HaywyHnara smmreparypa MMa peauiia IPOyYBAaHHMS OTHOCHO BIIMSHHMETO Ha
€H/JIOIOHTCKaTa TAaToJIOTHUs BBPXY 3ApaBHUA CTaTyC Ha TNAaIlMeHTH C XPOHUYHU
HenH(pekno3Hn 3abomsBanusa. OTmaaBHA € UW3BECTHO €, uYe AWAOETUIIMTE CTpaaar oT
BB3MAJUTENHU 3a00JIBaHUs Ha TTAPOJIOHTA, KapHec U HeTOBHUTE yCIokHEeHHs. ima naHHH, de
OOJTHU C KapJAMOBACKYIapHH 3a00JsBaHUsI CHIIO UMAT MO-4eCcTa OpayiHa maroyiorus. Bee mo-
4ecTO JCHTAHUTE JIeKapy YCTAaHOBSIBAT Bpbh3Ka MEXKAY JEHTaJIHUTE MpolieMu Ha
MAaMCHTUTE W XPOHUYHUTE UM 3360H${B3HI/I$I, HO HMa MaJIKO MpOoy4dYBaHUATA OTHOCHO
KOpenalusTa Ha OpajlHaTa XUTHEeHa U 3/[paBHUS CTAaTyC Ha MAIIMEHTUTE C KapIUOBaCKYyITapHU
3abonsBanus. Lles: Jla ce olleHn uMa JIM ¥ KakBa € KopenamusaTa MeX/1y OpajiHaTa XurueHa u
3PaBOCIOBHOTO CBHCTOSHWE TMpPH MAIMEHTH C KapAHOBAaCKYTapHU 3a00JsBaHUS C OINIEN
MPEBEHIIUST Ha JACHTAJIHOTO WM, PECMNEKTHBHO 0010 3apaBe. Marepuag M MeTOAU:
Wscnenpanu ca 40 mamueHTH C KapAuoBacKylapHH 3abonsBaHus. B mpoyuBaHeTo ca
W3MOJI3BAaHN JOKYMEHTAJIeH MeTON (MEAMIIMHCKA IOKYMEHTAIlMsl Ha TMalleHTUTE), aHKEeTeH
MCTOA W KIIMHWYCH JACHTAJICH IPCIIICI. Pe3y.11TaT1/1: HpI/I JACHTAJIHUA MPEriiea €€ yCTaHOBU
3HaYMMa KOpeJamus MEXIy KbPBEHETO Ha BEHIIUTE W HAIMYUETO Ha KapAMOBACKYIapHU
3abonsBanus. [Ipu mymaun opanHara XUrMeHa W YeTKaHETO Ha 3h0M ca MHOTO 3aHEMapeHHU.
JlaHHWTE OT aHKeTaTa TOKa3BaT, ye MO-PSAKO MHEHEe Ha 3bOUTE Ce cpella IMoBede cpel
MBXKETE, MO-Bh3PACTHUTE OOJTHU U TaKWBa C HAJJHOPMEHO TETT0. BoHUTE ¢ MO-HUCKO TEIECHO
TEIJIO0, KOUTO CIa3Bar AMETa U Ce XPaHAT 3[PaBOCIOBHO, UMAT U MO-100pa opanHa xurueHa. B
61% ot cnydaute OOJTHUTE CBHOOIIABAT, Y€ Ca TOCETHJIM CBOS JCHTAJICH JIEKap IMpe3
nocienHara roguna. [Toseueto pecionaeHTH (72%) ca UManu OHE €UH JIEHTAICH Mpo0ieM,
HO camo 12% ca momyuwnum ajekBaTHa WHQOpMAIUsS OT CBOSI JICHTAJICH JIEKap OTHOCHO
OpaJHOTO WM 37apaBe. 3akiodyeHue: Hammre pesynrard NOTBBPKAABAT HATWYUETO Ha
MOJIOKUTEITHA KOpeNaIus MEXAy oOpalilHaTa XWTHeHa U 3ApaBOCIOBHOTO CHCTOSHHUE Ha
OOJHHTE C KapIMOBACKYIIapHH 3a00IsIBAHMSI, 3aTOBA € BXHO JEHTAIHUTE JIEKapH Ja 00ydaBaT
[0-aKTUBHO TaKMBa MMAlIMEHTH 3a MO00psBaHE HA YCTHATA UM XUTHEHa, KOeTO O mogo0puio
Y TSIXHOTO OOIIIO 3/paBe.

14



7. Bacelova M, Nikolova J, Nikolov P, Bacelova M, Negreva M. Hemodinamic indices
registered in young subjects with high normal blood pressure. 1IJAR. 2017;5(4):330-
334

Abstarct

The goal of the study was to examine microcirculation and the hemodynamic profile
in individuals with high normal arterial pressure (HNAP). The object of the investigation is
focused on young individuals from 18 to 35 years with HNAP. The two following groups —
with HNAP and with optimal normal arterial pressure (ONBP) are formed, based on inquiry
and screening arterial pressure measurement among 109 individuals (49 men and 60 women).
Non invasive native capillaroscopy and anthropometric examination, arterial pressure
monitoring and noninvasive bio impedance cardiography were carried out. Results:
Significantly higher crossed capillaries percentage (22.34+13.07, p< 0.05) is registered in
HNAP group compared to the controls — 16.36+16.64. Cardiac output /cardiac index ratio and
velocity index were increased in HNAP, as well as mean arterial pressure. Conclusion:
Hemodynamic evaluations in HNAP group are close to these in hypertensive individuals.

banenosa M, Hukonosa 1O, Hukonos I1, banenoa M, Herpesa M. XemoanHaMU4YHU
MOKa3aTeIM PErucTpUpPaHd MPH MIIATUM XOpa C BUCOKO HOPMaJIHO KpbBHO Hasirane. |JAR.

2017;5(4):330-334

Pesrome

Ilenta Ha mpoyuBaHero Oemie Ja ce M3Ci€IBa MHUKPOLMPKYyJIaUusATa MU
XeMOJMHAMUYHUS NpoGMI NP UHAUBUAM C BHUCOKO HOPMAJIHO apTEpUAIHO HaJAraHe
(BHAH). O0exT Ha npoyuBaHeTo Osfixa MJIaJu MHIUBUAM Ha Bb3pacT Mexay 18 roxa. u 35
roa. c BHAH. Caennute nse rpynu 6s1xa cpopmupanu: rpyna ¢ BHAH u rpyna ¢ ontumanso
HopMaiHO aptepuanHo HamsraHe (OHAH), GasupaHo Ha CKpUHMpaIIMTE HW3MEpPBaHUS NPU
109 wunmuBuma (49 wmwxe, 60 sxenm). [IpoBemeHu Osixa HATUBHA KaMWISAPOCKOIHS,
AHTPOIIOMETPUYHO H3CJIE/ABaHE, MOHUTOPUpAHE Ha apTEpUAIHO HaJsraHe U HUMIEAAaHC-
kapauorpadus. Pesyarartm 3HauMMO MO-BHCOK MPOLEHT KPBCTOCAHM Kanmwisipu Osxa
peructpupanu npu mampentd ¢ HBAH (22.34+13.07, p<0.05) cmnpsiMmo KOHTpoiuTe —
(16.36+16.64). OTHOIIEHHETO ChpIACYEH ACOUT/CHPACUYEH HHICKC W CKOPOCTHHST HHICKC
Osixa yBennueHn npu HBAB, kakto u cpenHoTo aprepualHO HajsiraHe. 3akJ/loyeHHe
XemoauHamMuyHata onieHka Ha HBAB rpynara ce noGnmxkaBa 70 Te3U Ha XUNEPTECH3UBHUTE
WHIUBUIN.

8. Arabadzhieva D, Kaprelyan A, Dimitrov |, Georgieva-Hristova D, Negreva M.
Internationalization of scientific communications in the field of hemorrhagic stroke
prevention. MRIMMS. 2015; 3(12):575-580

Abstract

The present investigation aimed at comparatively analyzing the dynamic science
internationalization in hemorrhagic stroke prevention as reflected in four data-bases and at
outlining the most significant primary information sources and scientists in this
interdisciplinary field. In July 2015, a problem oriented retrospective search of relevant
publications primarily published between 1990 and 2014 and abstracted in Web of Science
(WoS), Biosis and MEDLINE of Web of Knowledge as well as in Scopus was carried out.
Several scientometric distributions were created to identify some essential peculiarities of the
international scientific communications. There were 574 publications in 160 journals
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abstracted in Scopus, 408 papers in 191 journals abstracted in MEDLINE, 251 publications in
115 journals abstracted in WoS, and 114 publications in 69 journals abstracted in Biosis. In
Scopus, WoS and Biosis, there were publications by authors from 60, 27 and 21 countries,
respectively. USA authors dominated followed by those from Japan, Germany and lItaly.
Stroke, Journal of Neurosurgery, Neurosurgery and Acta Neurochirurgica belonged to ‘core’
journals. A. L. Kwan and N. F. Kassell presented with most publications. J. He’s et al. paper
published in JAMA in 1998 already received 259 citations in WoS. H-index was relatively
high - of 35 in WoS and of 27 in Biosis. There were considerable differences between these
data-bases testifying to the necessity to make use of at least two secondary information
sources for effective information retrieval. The files with researchers’ names, addresses and
publications could be used by scientists from smaller countries for further improvement of
their international collaboration.

ApabGamxuepa I, Kanpemsta A, IumutpoB U, I'eopruesa-Xpucrosa /I, HerpeBa M.
HNuTepHanuzanus Ha Hay4HUTE JAHHHU CBBP3aHHU C MPEBEHUHUITA HA XEMOPArMYE€H MO3bYECH
uncyar. MRIMMS. 2015; 3(12):575-580

Pe3rome

Hacrosimero npoy4Bane 1esnenie a CpaBHA U aHAJIH3Upa THHAMHYHOTO U HAPACTBAIIO
pasnpocTpaHeHHe Ha HAy4YHHM JaHHU OTHOCHO TIPEBEHLMATa HAa XEMOpParudeH MO3bYeH
WHCYNT, IPEACTaBEHN B YETHPH 0a3a JaHHU C Hali-3HAUMMHUTE MEIUIIMHCKHA MH()OPMAIMOHHU
MeXayHaponHu u3ToyHHuIM. [IpoBeneH Oeiie peTpPOCHEKTHBEH aHAlW3 Ha JIOCTBIIHUTE IO
npo0iieMa myOIMKaIy mpeactaseHu B nepuoaa 1990 — 2014, uanexkcupanu B 0a3ute JaHHU
Web of Science (WoS), Biosis, MEDLINE of Web of Knowledge u Scopus. 3a na ce yctaHOBST
0COOEHOCTUTE B MEXIyHAPOJHUTE HAYYHH KOMYHHKAIMW Oelle HalpaBeHO pasIperesieHHe
Ha CTaTUUTE MO peaulla HAayKOMETpUYHU Tokazarenu. Pasmienanu Osxa 574 craruu B 160
cricaHus HHIEeKCcupanu ¢ SCOpUs, 408 crarum B 91 criucanus uaaekcupanun B MEDLINE, 251
cratruu B 115 cnucanus unnekcupanu B WO0S, 114 cratun B 69 cnucaHus WHISKCUPaHU B
Biosis. Pa3npenenennero Ha Te3u cratuu B SCOpus, WoS and Biosis mo Opoii ctpanu 6sixa 60,
27 u 21 crpanu, cpoTBeTHO. Haii-mHOTrO Ha Opoii 6sxa aBropute ot CAILl, cnenBanu ot Te3u
oT fnonus, I'epmanua u WUranusa. Bogemmy 1o OTHOIIEHHWE Ha MPEACTABIHOTO KOJIMYECTBO
uHdopmanus Osixa Stroke, Journal of Neurosurgery, Neurosurgery u Acta Neurochirurgica.
Haii-romsim Opoit nmyoOnukarmmu Osixa ycranoBenun ot A. L. Kwan and N. F. Kassell karo
Bojenu apropu. Crarusra Ha J. He’s et al., myonukysana B JAMA npe3 1998 roxa., umare 259
utupanus B W0S. H-index Gerie Bucok - 35 B 6a3ara manau WOS u 27 B Biosis. YcranoseHa
Oerre HEOOXOIMMOCT OT MOHE J[Ba M3TOYHMKA 332 YCTAHOBSBAaHE Ha €(EKTHBHO M3BJIMYAHE HA
nHpopmanus. daiioBeTe ¢ UMEHa Ha W3CIIEIOBATENH, IPECH U ITyOIIMKAIIMK MOTaT J1a Obaar
M3IIOJI3BaHU OT U3CJIE0BAaTENIUTE 3a MOA0OpsABaHE HA MEXKAyHapoHATa KoJlaboparusl.

1. Hoxa3area E13: /Ilucepranuoned Tpya 3a npuaoOMBaHe Ha HAY4YHA CTENeH
»JlOKTOp Ha HayKHTE*.

HerpeBa M. IlapokcusmanHO MNOpeAChPIHO MBAKIECHE — pPAHHU OTKJIOHEHUS B
KoarynalnuoHHa u ¢pudpuHonuTHYHA cuctema. MY -Bapna; 2022

Pe3rome

Knununynara 3HauuMOCT Ha TpPOoMOOEMOONTMYHUTE WHLUUIACHTH TMPU MAPOKCHU3MAIHO
MPEeNChPIHO MBXKICHE TMpeAomnpeneiast HyxkAaara oT e(eKTHUBHA aHTHKoaryjiamus |
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CBILIEBPEMEHHO TPEIM3HA OLIEHKa Ha HEOOXOMUMOCTTa OT Hesl MPEIBUJ PUCKA OT KbpPBEHE.
[IpoBeneHn [0 MOMEHTa ca MHOXECTBO M3CJIEIBAaHUS BbpPXYy KoaryjgalMOHHAa U
(UOPHUHOIIMTUYHA CUCTEMA - OCHOBHU KOMITOHCHTH Ha XHIIEPKOArylnaOuiInTeTa, nehruHUpAIL
TpoMO00Opa3yBaHETO MpH MPEACHPAHO MbkIeHe. Te He AaBar siceH OTTOBOP 32 MHTUMHHTE
MEXaHM3MH Ha KOaryJlallMOHEeH AucOanaHC, MOpaad IMPOy4YeHUs MalbK Opol XeMOCTa3HU
MoKa3aTelu cpej Hail-uecTo Ko-MOpOMAHM momynanuu. JIurcBa KareropuueH OTroBOp U
OTHOCHO HEOOXOAMMOCTTa OT MOCTIIPOLEAYpHA aHTHKOArylauus ciiea enusoaure <24 yaca
npu MHOro HHCKopuckoBuTe marueHTH (CHA2DS,2-VASc score 0 3a mbxe / 1 3a xenu). Ot
Te3u (PaKTH €CTECTBEHO NPOM3THYA U LIEJITa Ha TUCEPTALIMOHHUS TPYA, @ UMEHHO J1a U3CIIe/Ba
KOArylnallMOHHUSl CTaryC Ha TMAalUeHTH C MapOKCHU3MaJIHO MPEAChPIHO MBXKACHE U
MPOIBIDKUTEIHOCT Ha emu3ona <24 yaca, Karo ce Mpoydyar €IHOBPEMEHHO M B JeTailin
cucTeMuTe Ha koarynamus u ¢uOpunonusa. M3cnenBanu ca oO0IIO 1BaJieCeT XEMOCTa3HU
nokaszarenu npu S| manuMeHTH ¢ TBPBU €Nu30] Ha 3a0oisBaHeTo (26 MBXKE M 25 KEHH,
59.8441.60 rox,) u 52 xoHTpodAM O3 JaHHM 3a 3a0oisaBaHEeTO (26 MBKe, 26 xeHu, 59.50 +
1.46 rox.), CHOTBETCTBAIlM MM IO IIOJI, BB3pacT W KIMHUYEH Mpodui, a HMEHHO:
koarynmaunonHu Qaxtopu XII, XI, X, IX, VIII, VII, V u |l; nnazmen muxonporeun VWF;
iasmenn HuBa Ha TF, F14+2 u FPA; ocHOBHU perynaropu U mokaszarenu Ha (uOpHHOIM3A -
masMuHOreH, t-PA, PAl-1, a2-anTuria3sMuH, BUTPOHEKTHH | []-1umep.

JlcepTalMOHHUAT TPY/ KMa BaXKHU MPUHOCH:

® [peacTaBd JUPEKTHU U yOEIUTETHM J0Ka3aTeJICTBa 3a Pa3BUTHUE HA paHEH 3HAUYUM
CUCTEeMEH XUIepKoaryaabumuTeT B Xoga Ha Kparkutre (<24 wyaca) emnu3oau
MapOKCU3MAITHO TIPEJCHPIAHO MBKIACHE, KAKTO IPH MHOTO HUCKOPUCKOBUTE IMAlIUCHTH
(CHA2DS2-VASc score =0 3a mbxe / 1 3a »KEHH), Taka W MPU TE3U C TMOBHIICH
tpomboembonuueH puck (CHA2DS2-VASc score >1 u3BbH MOJIOBA XapaKTEPUCTHUKA).

e TMOKa3Ba crenuuIHr 0COOCHOCTH Ha KOArylallMOHHUS MPOIEeC Mpu 3a00sBaHETo, a
MMEHHO 3HauuMo aktuBHupane Ha FXII u FXI;

e ouepraBa  fACHO  HEOOXOAMMOCTTa  OT  CBOEBPEMEHHAa  MEPUIPOIIeTypHA
aHTHKOAryJlaHTHa Tepamus 10 MBJIHO Bh3CTAHOBSIBAHE HAa XEMOCTa3HHs MPodui mpu
BCUYKHM TMAIMEHTH C Kparbk (<24 wyaca) enu30/] MapOKCU3MAIHO MPEACHPIHO
MBXKJIeHe, BKIL. pu MHOTO HUcKoprckoBuTe (CHA2DS2-VASc score = 0 3a mbxe / 1 3a
KEHU).

e JaBa IbPBUTE HAYYHH JI0KA3aTEJICTBA, KOUTO MOAKPENAT €MIMPHYHOTO MPaBHIO 32
He3a0aBHA AaHTHKOAryJalus B XoJa Ha TMPEAChPIHO MBXKIEHE U TPEACTaBs
apryMeHTHpaHa MOTPeOHOCT OT BB3MOXKHO Hal-paHEH OIUT 3a BH3CTAaHOBSBaHE Ha
CHUHYCOB PUTBM NpPU MAPOKCHU3MAIHO MPEACHPIHO MBKIEHE, KOWTO OM OTrpaHHYUI
MPOKOATryJTAHTHUTE  OTKIIOHCHHWSI W  CBBP3aHUS C  TIX  IEPUIPOLECAYPEH
TpoMOOEMOOIMYEeH PUCK; TIOKa3Ba, Y€ MOAXOABT ,,wait and watch” mpe3 mepBute 24
Jaca Ha 3a00JSIBAHETO, TIPEUIOKECH B CHbBPEMEHHHUTE TEPAITEBTUYHH TPEITOPHKH, BOIH
710 KyMyJIHpaHe Ha TPOTPOMOOTHYHH MacH, U B TO3U CMHCHJ € HEYyMECTEH;

® U3CIEIBAHHUTE KIMHUKO-JIAOOPATOPHHU TMOKA3aTeNd TPEAOCTABAT BB3MOXHOCTH 3a
W3MOJI3BAHETO WM OTBBJ] XEMOCTa3HaTa OIEHKA, YHUETO BBHBEXKJAaHE B KIMHUYHATA
MpaKTHKa Hajara JOMBJIHUTEIHH MPOYYBAHMS, KaTO HAMpUMEpP KIMHUYHO ThPCEHE Ha
e eKTUBHA aHTUKOAryJaanus ype3 nosiusiBane aktuBHocTTa Ha FXI u FXII ¢ ouakBan,
nepuHUpaH OT posIiTA UM B KoaryJalliOHHaTa Kackaga, CWJIHO peaylupaH
XeMoparuyeH puck, cupsMo yreepiaenute antu-Flla u antu-FXa menukamentu.
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Negreva M. Paroxysmal atrial fibrillation — early deviations in coagulation and
fibrinolytic system. Medical University, Varna; 2022

Abstract

Clinical significance of thromboembolic events in paroxysmal atrial fibrillation
predetermines the need for effective anticoagulation and, at the same time, precise assessment
of its necessity given the risk of bleeding. To date, numerous studies have been conducted on
the coagulation and fibrinolytic system — major components of hypercoagulability, defining
thrombus formation in atrial fibrillation. They do not give a clear answer about the intimate
mechanisms of coagulation imbalance, due to the small number of hemostatic indicators
studied in the most commonly comorbid populations. A definitive answer is also lacking
regarding the need for post-procedural anticoagulation after episodes <24 hours in low-risk
patients (CHA2DS2-VASc score 0 for men/1 for women). The purpose of the dissertation
naturally follows from these facts, namely to investigate coagulation status of patients with
paroxysmal atrial fibrillation and episode duration <24 hours, by studying the coagulation and
fibrinolysis systems simultaneously and in detail. A total of twenty hemostatic parameters
were studied in 51 patients with a first episode of the disease (26 men and 25 women, 59.84 +
1.60 years) and 52 controls without AF data (26 men, 26 women, 59.50 + 1.46 years),
corresponding to the patients in terms of sex, age and clinical profile, namely: coagulation
factors XII, XI, X, IX, VIII, VII, V and IlI; plasma glycoprotein VWF; plasma levels of TF,
F1+2 and FPA; main regulators and indicators of fibrinolysis: plasminogen, t-PA, PAI-1, a2-
antiplasmin, vitronectin and D-dimer.
The dissertation has the following important contributions:
- presents direct and convincing evidence for the development of early significant systemic
hypercoagulability in the course of brief (<24 hours) episodes of paroxysmal atrial fibrillation,
both in very low-risk patients (CHA2DS2-VASc score =0 for males/1 for females) and in
those at increased thromboembolic risk (CHA2DS2-VASc score >1 regardless of sex).
- shows specific features of the coagulation process in the disease, namely significant
activation of FXII and FXI;
- clearly outlines the need for timely periprocedural anticoagulant therapy until complete
haemostatic profile restoration in all patients with a brief (<24 hours) episode of paroxysmal
atrial fibrillation, including those at very low risk (CHA2DS2-VASc score = 0 for men/1 for
women).
- provides the first scientific evidence to support the empirical rule of thumb for immediate
anticoagulation in the course of atrial fibrillation and presents a reasoned need for the earliest
possible attempt to restore sinus rhythm in paroxysmal atrial fibrillation that would limit
procoagulant abnormalities and associated periprocedural thromboembolic risk; demonstrates
that the "wait and watch" approach during the first 24 hours of illness proposed in current
therapeutic recommendations leads to accumulation of prothrombotic masses, and in this
sense is inappropriate;
- the studied clinico-laboratory indicators provide opportunities for their use beyond
haemostasis assessment and their introduction into clinical practice requires further studies:
creation of new effective anticoagulant agents, based on presented evidence for FXI and FXII,
with an expected highly reduced hemorrhagic risk, compared to the established anti-Flla and
anti-FXa.
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I11.  Hoxa3ares E21: [Iy0iMmKyBaHO YHHUBEPCHUTETCKO Y4eOHO mocodue.

Butnusnosa K, Tamesa P, HerpeBa M. Kiimanuna exokapauorpadus. Codus: Lentp.
men. 6u6i.; 2018. 392 c.

Pe3ome

PwvkoBoACTBOTO MO exokapauorpadus € HacOYeHO KbM KapAHOJIO03H, WHTEPHHUCTH,
peaHNMAaToOpH, KaKTO M KbM CTYACHTH OT MOCIEACH Kypc Ha OOydeHHUE C MHTEpeC KbM Ta3H
o0acr.

,KiMHn4YHa exokapauorpadus’ pasriexnaa 3aabi004eHO BB3MOXKHOCTUTE Ha
exXoKapAnorpadcKoTo M3CIeABaHE 3a OICHKA Ha ChPJEYHMS LIUKBI C MOAPOOEH aHalu3 Ha
CUCTOJIHA ¥ AMACTOJIHA (PYHKIIMS, MEXaHUKaTa HA MUOKap/la ¥ CHHXPOHA B CHKPAIICHHETO Ha
cbpuero. Ha Tazu 0aza moapoOHO ca omuMcaHu exoKapAuorpadCKUTe XapaKTepUCTUKUA Ha
MHOXKECTBO 3a00JIsIBAHMS Ha CBHPIETO, NMPU KOWTO HMMa CHOTBETHHUS YJITPA3BYKOB 00pa3
(BpoaeHH U MPHUAOOUTU CHPACYHU MOPOIH, KAPAHMOMHUOINATUHN, BB3MAIUTEIHN 3a00JIBaHNUS,
0ojecTd Ha aopTara, ChbpACYHU TyMOpu U macu). OmnucaHusTa ca OOBBP3aHH KIMHUYHO U
XEMOJMHAMHUYHO, KOETO € O0COoOeHa 3aciayra Ha PBKOBOJCTBOTO, KaKTO W MHOXECTBOTO
MIPUJIOKEHU (PUTYPHU.

PpKOBOACTBOTO CHABPKA peAuila LBETHU WIIOCTpAlK, TaOMUIM U CXEMHU.
N3non3Banute Metonu u pedepeHTHH CTOWHOCTH CHOTBETCTBAT HA IMPEHOPBKUTE Ha
EBpomneiickara acommanus 1mo Cbpae4HOCha0B0 u300passsane (EACVI).

Vitliyanova K, Tasheva R, Negreva M. Clinical echocardiography. Sofia; Central
Medical Library; 2018. 392 p.

Abstract

This echocardiography manual is aimed at cardiologists, internists, intensivists, as well
as final year students interested in this field.
Clinical Echocardiography takes an in-depth look at the capabilities of echocardiography in
cardiac cycle evaluation with detailed analysis of systolic and diastolic function, myocardial
mechanics, and synchrony in cardiac contraction. On this basis, the echocardiographic
characteristics of cardiac diseases with corresponding ultrasound imaging are described in
detail (congenital and acquired heart defects, cardiomyopathies, inflammatory diseases, aortic
diseases, cardiac tumors and masses). The descriptions are linked clinically and
hemodynamically, which is a particular merit of the manual, as are the many included figures.
The manual contains numerous color illustrations, tables, and diagrams. The methods and
reference values used are consistent with the recommendations of the European Association
of Cardiovascular Imaging (EACVI).

IV.IILJHOTEKCTOBH NVOJUKAIMH B HAVYHH CHMCAHUA W COOPHHMIM, H3BBLH
MHUHUMAJTHUTE HAYKOMETPUYHM U3HCKBaHMH 32 3aeMaHe Ha A/l ..npodecop*

1. Yonceva I, Biserov D, Negreva M. Changes in profibrotic activity in cardiovascular
diseases. WJARR. 2021;11(2):93-99

Abstract

The myocardium consists of several types of cells: cardiomyocytes, cardiac
fibroblasts, endothelial cells and smooth muscle cells. Fibroblasts are cells of mesenchymal
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origin and are present in all tissues in the body. Cardiac damage can activate available CFBs,
provoke transformation of endothelial or epithelial cells into fibroblasts, or induce the
production of CFBs from hematopoietic cells and bone marrow. The change in ECM is a key
point in the remodeling of the heart in response to the disease process. Disruption of the
reticular structure of the ECM alters the connection between myocardial cells and blood
vessels, thereby disrupting the structure and function of the heart muscle. Type | and Il
collagen fibrils are the predominant part of the ECM of the heart. They are synthesized as
procollagen, which is converted to a mature collagen molecule. Procollagen type | propeptide
(PICP), amino-terminal propeptide type | procollagen (PINP) and N terminal type I1I collagen
peptide (PIIINP) are released in proportional amounts in the synthesis of collagen types I and
Il and can be used as serum markers for these processes. On the other hand the differentiation
from CFBs to myoFB is supported by the transforming growth factor beta (TGF-p),
connective tissue growth factor (CTGF), a number of cytokines in the ECM and others. The
scientific community is faced with the question of which biomarkers to use to identify the
early stages of development of cardiac fibrosis, as well as how to assess the degree of
progression of this pathological process.

Wonuesa U, bucepos /I, HerpeBa M. IlpoMeHnu B mpoduOpo3HaTa aKTUBHOCT IPH
chbpaeuHo-cha0BH 3abomsBanus. WIARR. 2021;11(2):93-99

AOcTpakT

MuokapabT € U3rpaJleH OT HSAKOJIKO BHJAA  KJIETKH:  KapJUOMHOLUTH,
kapanohuOpoOIacTH, SHIOTETHN KJICTKH W TIaJKOMYCKYJTHU KieTku. dubpobiiacture ca
KJIETKA OT ME3CHXHMMEH IPOU3XO0Jl U TNPUCHCTBAT BHB BCHYKM THKAHM B OpraHu3Ma.
CopaeuHaTa yBpeaa MOXE Ja aKTHBHpPAa HaJIW4YHHTE ChpiaeuHd (udbpodmactu (CFBS), na
MIPOBOKMpA TpaHCPOpMAIIUI Ha SHAOTEHU WM eMUTETHH KIETKU KbM (puodpobiactu wim na
uHaynupa npoayknus Ha CFBS oT xeMomoeTHyHH KJISTKH U KOCTHHS MO3bK. [IpoMmsiHaTta B
excrpauenynapaus marpukc (ECM) e kimrodoB MOMEHT B peMOJIEIMpPAaHETO Ha CHPIETO B
oTroBop Ha OosiecTHUs mporiec. HapymraBaHero Ha Mpexectara KOHCTpykiuss Ha ECM
MPOMEHsI Bpb3KaTa MEXAY MHOKAPIAHHUTE KIETKH U KPHBOHOCHUTE CHAOBE, KaTO MO TO3U
HAYMH CE HapyIllaBa CTPYKTypara, a OT TaM B QYHKIUATA Ha ChpACUHUS MycKyJ. Oubpuinre
Ha xosrareH tum I u III ca mpeobnanasamia yact or ECM Ha cepriero. Te ce cuHTe3upar Kato
MIPOKOJIareH, KOWTO MpeMUHaBa B 3psiia KoJlareHoBa Mosiekyina. [Ipokonaren tum | mponentug
(PICP), npokonaren tun | amunotepmunanes nporentua (PINP) u N-tepmunanen tum 111
konared nentun (PHIINP) ce ocBoOok1aBaT B MpONOPHHMOHAIHE KOJMYECTBA TIPU CHHTE3a Ha
konareH tum | u |l u Morat na ce u3mon3BaT KaTo CEpyMHH Mapkepu 3a Te3u mporecu. OT
apyra ctpana audepennuanusta Ha CFBS 1o muopubpodiractu (myoFB) craBa ¢ yuactuero
Ha TpaHchopmupaml pactexeH Qaxkrop 6era (TGF-B), cheIMHUTETHOTHKAHEH PACTEkKEH
dakrop (CTGF), penunia nutokuau ot ECM u np. Ilpen naydnara oOMIHOCT CTOU BBIIPOCHT
KOW OMOMapKepH MoraT Jia ce U3IMOJ3BaT 3a UICHTU(UKALIUS Ha pAaHHU €Taly Ha pa3BUTHE Ha
chpreuHa (ubpos3a, KakTO W Kak Ja ObJe OIleHEeHa MPOTpPecusita Ha TO3W IMATOJIOTHYECH
nporiec.

2. Yonceva |, Biserov D, Negreva M. Pacemaker associated reduction of left ventricle
systolic function. WJARR. 2021;12(2):48-54

Abstract

In recent years, data have been accumulated on the negative effect of right ventricular
(RV) stimulation, leading to left ventricular (LV) asynchrony, proarrhythmias and progressive
heart failure (HF). On the other hand, biventricular pacing has been shown to affect
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ventricular asynchrony, reduce HF manifestations, and improve prognosis in patients with LV
dysfunction and wide QRS complex. The induced asynchrony from apical right ventricular
pacing is unequivocally associated with changes in myocardial perfusion, LV dysfunction, and
poorer prognosis for patients over time. This has led researchers for decades to look for an
alternative position for electrode placement. The incidence of pacemaker-induced
cardiomyopathy (PICM) ranges from 5.9 to 39% in patients with RV pacing, depending on the
given definition and the limit for the degree of pacing. Upgrading to biventricular pacing has
been shown to reverse the cardiomyopathy. Recently, there has been evidence of a positive
effect of His bundle pacing (HBP) in the treatment of PICM even in patients with no
improvement after biventricular pacing. The question about the pathogenetic mechanisms of
PICM s currently unanswered. The connection between electrical asynchrony and the
negative effect on cardiac pump function is clear. There is also evidence of an established
relationship between asynchrony and coronary blood flow. The predisposing individual
characteristics of the patient in which these negative effects are manifested are not clear. This
is an issue that requires further studies.

Monuesa U, bucepos /I, HerpeBa M. Ileiicmeiikbp aconuupaHa peayKuus Ha
cucronHara QyHkius Ha jisBa kamepa. WJARR. 2021;12(2):48-54

AbGcTpakT

[Ipe3 mocnemHuTe TOAWHM CE€ HATpynaxa JaHHW 3a HEraTuBHUSA e(QeKT Ha
JIECHOKAMEpPHOTO CTHMYIMpPaHE, KOETO BOJAU JO JIEBOKaMEpHa aCUHXPOHUS, MPOAPUTMUU U
mporpecupamia chpjedHa HemoctarbyHocT. OT apyra cTpaHa, OMBEHTpHKYJIapHaTa
CTUMYIIAIMs MO0Ka3a, 4e MOXKE J1a MOBJIMsIe KaMepHaTa aCUHXPOHUS, Ja peaylupa MpOsSBUTE
Ha Chbp/IeYHA HEJOCTAThUHOCT M JIa MOoA00pH nporHo3ara npu nanuentu ¢ JIK guchynkums n
mmpok QRS kommnekc. Ilpenu3Brukanara acCMHXpPOHHOCT OT alMKajgHara JIeCHOKaMEepHa
CTHUMYJIallisi HEABYCMHCIIEHO C€ CBBp3Ba C TMpoMsiHa B mnepdy3uara Ha MHOKapja,
JeBoKaMepHa JUCHYHKIMS U TMO-JIolIa MPOTHO3a 3a MallMeHTUTEe BBB BpemeTo. ToBa Kapa
M3CIIEIOBATENIUTE OT JICCETHJIETHS Ja TBHPCAT alNTepHATHBHA TIO3MIMS 3a IJIaCHpaHe Ha
enekrpoaute. Yecrorara Ha neicMeiikbp nHayupanara kapauomuonarus (PICM) Bapupa ot
5.9% no 39% mnpu ManMEeHTH C JIECHOKAMEpPHO IeWCHpaHe B 3aBHUCHMOCT OT 3aJaJicHaTa
nepUHULMS U TpaHMLA 3a CTeNeH Ha meicupaHe. JlokazaHO e, 4e HaArpakJaHeTO KbM
OMBEHTPUKYJIapHa CTUMYJAIMsl BOIM JIO O0OparHO pa3BUTHE Ha KapIMOMHOIIATHSTA.
Hanocnenbk Mma Jokas3atescTBa 3a MOJIOKUTENCH eQeKT NMpH neiicupaHe Ha cHoma Ha XHc
(his-bundle pacing, HBP) mpu nedenue na PICM, mopu npu mnanueHTH C JUrca Ha
nofoOpeHue ciex OMBEHTPUKYIapHa CTUMyJalus. BbOpockT 3a NaTOreHETUYHUTE
MexaHu3MH 3a Bh3HHKBaHe Ha PICM 3acera e 6e3 kareropudeH OoTroBop. SIcHa € Bpb3KaTa
MEX]y €JIeKTpHYecKaTa aCHHXPOHHOCT M HEeTaTUBHUS €(eKT BbpXy NMOMIEHaTa QyHKIUS Ha
ceprero. ChIIO Taka MMa JaHHU 32 YCTAaHOBEHAa 3aBUCHUMOCT MEXAYy AaCHHXPOHHUSTA H
KOpOHapHUsl KpbBOTOK. He ca sicHu mpeapasnonarainyre MHIUBUAYATHH XapaKTePUCTUKU Ha
MAIMeHTUTHE, TIPH KOWTO C€ H3SBSBAT TE3W HEraTMBHH e(QeKTH. ToBa € HEeIOCTaThbuHO
MIPOYYEH BBIIPOC, KOMTO € HeoOX0ouMo Aa Objie n3cieBaH, 3a Ja MOJIyYd OTTOBOPUTE CH.

3. Yonceva I, Biserov D, Velchev V, Geguskov V, Negreva M. Hedinger syndrome-
Carcinoid syndrome. WJARR. 2021;12(1):41-46

Abstract

Carcinoid heart disease was first described in 1954. It develops in over 70% of
carcinoid syndrome patients. Up to 20% of patients with carcinoid syndrome have
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pronounced carcinoid heart disease at diagnosis. Cardiac involvement is usually well tolerated
by patients. Symptoms are associated with secretion of serotonin, tachykinin and other
vasoactive substances in the systemic circulation. Deposition of fibrous tissue along the
tricuspid annulus leads to ring constriction and is the basis of tricuspid stenosis. Primary
insular carcinoid tumor of the ovary is a very rare tumor that accounts for less than 1% of all
carcinoid cases.

We present a case of a 62-year-old woman, demonstrating shortness of breath and fatigue,
diarrhea, redness and progressive swelling on both lower legs. After single photon emission
computed tomography we found pathologically increased somatostatin expression in a tumor
formation in the pelvis. After removal of the primary focus, the patient received a prosthetic
tricuspid valve with good clinical results.

Wonuesa U, bucepos /I, BemueB B, I'eryckoB B, HerpeBa M. Hedinger cunapom-
Kapuunongen cuaapom. WIARR. 2021;12(1):41-46

AOcTpaKT

Kapuunonnnara cbpaeyna Oonect € ommcaHa 3a IbpBU mbT mpe3 1954 1. Ta ce
pazBuBa npu Hajg 70 % oT marueHTuTe ¢ KapuuHouseH cuHapoM. Jlo 20% ot marueHTuTe ¢
KapLMHOUJIEH CUHJIPOM Ca C U3siIBeHA KapIIMHOU/IHA ChpACYHA OOJECT MPHU JUATHOCTULIUPAHE.
ChpaedHOTO 3acsiraHe oOMYaiiHO € Jo0pe TojepupaHo OT manueHTuTe. CHMITOMAaTHKaTa €
CBBp3aHa ChC CEKPEIHATa Ha CEPOTOHUH, TAXUKWHUH U JIPYTM BAa30aKTUBHMU CYOCTaHIIMH B
CUTEMHOTO KpbBooOpbIiieHe. Otiaranero Ha (uOpO3HA THhKaH MO TPUKYCHUAATHUS aHYIYC
BOJIM J10 KOHCTPUKIIMS HA PUHTA U € B OCHOBAaTa Ha TPUKyCHUJAIHATA cTeHo3a. [IbpBUUHUAT
MHCYJIAPEH KapIMHOWIECH TYMOpP Ha SMYHHUKA € MHOTO PSAABbK TyMOp, KOITO 3aeMa nox 1% ot
BCHUKH CIIy4al Ha KapIIMHOM/I.

[IpeacraBsiMe ciydail Ha jkeHa Ha 62r., JEMOHCTHpalla C€ ChC 3aAyX M yMOpa,
TUAPUUHU U3XO0XKIaHUs, 3a4ePBsBAHE U MPOTPECUPAIN OTOLU 10 JBeTe moadenpuiu. Cren
nposeaena SPECT-CT (Single photon emission computed tomography), ce ycraHnoBsiBa
MaTOJIOTUYHO MOBUIIIEHA EKCTIPECHsI HA COMAaTOCTaTUHOBU PELIETITOPU B TyMOpHa (hopmarius B
taza. Cnexn oOTCTpaHsBaHE Ha M'BbPBUYHOTO OTHUINE, TPUKYCOUAAJIHATA Kjana Mpu
MalMEeHTKaTa € MPOTe3upaHa ¢ J00bP KIMHUYEH PE3yITar.

4. Yoncheva ID, Biserov DE, Negreva MN. Pulmonary Hypertension in Patients After
Permanent Pacemaker Implantation. Medical University. 2020 Sep 1;3(3):91-95

Abstract

Permanent pacemaker (PPM) implantation can lead to thromboembolic events at
different times after the procedure. According to literature, 1.7% of patients with pulmonary
embolism have an implantable cardiac device. This frequency is higher than reported so far,
from 0.16 to 0.47% of the total population.

The pathophysiologic mechanism of pulmonary embolism in chronic thromboembolic
pulmonary hypertension (CTEPH) is multifactorial. Recently, there is evidence that not only
the organisation of thrombotic deposits in the proximal pulmonary arterial vessels is
important, but also the development of small vessel disease, which plays an important role in
the evolution and progression of the disease. The role of thrombosis in medical devices in
contact with blood flow, such as stents, vascular grafts, heart valves, has been well studied
and documented in scientific literature on biomaterials. Implantable cardiac devices such as
pacemakers, similarly to other foreign surfaces exposed to blood flow, promote blood clotting
and complement activation. Numerous studies to date have addressed the potential risk of
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distal vascular involvement of pulmonary circulation in the presence of a pacemaker, but none
has conclusively proven this hypothesis. Over the last decade, there has been significant
progress in the therapeutic potential of CTEPH. Pulmonary endarterectomy remains the only
therapeutic method that can lead to lasting clinical improvement in these patients while
achieving a good quality of life. This method is operational, with high financial value and is
associated with the presence of a highly specialized team of specialists. This justifies the
search for ways to prevent the onset of the disease rather than treat the consequences.

Monuesa N/, bucepos /I, Herpesa MH. [lynmoHanHa XUNEPTOHKS NPU MMALUEHTH C
HMILTaHTHpaH rmocrosHeH neiicmeiikbp. Medical University. 2020 Sep 1;3(3):91-95

AbOcTpakT

Nmvmnanranusta Ha [IEKC Moxe na moBene n1o TpoMOOEMOOSWYHM WHIMICHTH B
pasiuueH mepuojJ oT BpeMe cien npoueaypara. Ilo nannu ot nurteparyparta npu 1.7% ot
nauueHTure ¢ OenogpoOHa eMOoyiMsi WMa HMMIUIAHTUPAHO CBHPACYHO YCTpoicTBO. Tazm
YyecToTa € IMO-BHCOKAa OT JOKjJajaBaHaTta 1o MoMeHTa, kosito € 0.16% mo 0.47 % 3a oOmiata
MO yJIAIKS.

[TaTopu3nONOTUYHUAT MEXaHHW3bM Ha XPOHUYHA TpoMOoeMOONIMYHA MyIMOHAIHA
xurneprorust (CTEPH) e myntudakropen. Hamocneapk nma 1aHHH, Y€ 3HAYCHUE UMA HE CaMO
OpraHM3UpPAHETO Ha TPOMOOTHYHHUTE HACJIarBaHUS B MPOKCUMAIHUTE OenoapoOHU
apTepUaHU CBHJOBE, HO M PAa3BUTHETO Ha OOJIECT HAa MAJIKUTE CHAOBE, KOETO MUTpaec BakKHA
poJIsi B €BOJIIOIMSATA U MIPOTPECUPAHETO Ha 3a0oisBaHeTo. Tpombo3ara mpu KOHTAKT MEXIY
MEIUIIMHCKU U3Jenusl (CTeHT, CTEHT-rpadT, ChbpACYHU KIANu U Jp.) U KPbBTA € MPOYYCH B
peauna uscnenBanus. VIMIUTaHTUpaHU ChPICYHM AMBAICH, MOJOOHO HA APYTH ,,d4yXIu™ 3a
OopraHu3Ma TOBBPXHOCTH, AKTUBHUPAT KPHBOCHCUPBAHETO M CHCTEMaTa Ha KOMIUJIEMEHTA.
Penuna mpoyuBaHus ca HAaCOUYEHHM KbM MOTEHLUUAIHUSA PUCK OT 3acsiraHe Ha IUCTaTHUTE
ChJIOBE Ha OenoapoOHaTa NUPKYJIAIUsS MpPU HAJIMYME Ha TEHCMEWKBp, HO JaHHUTE HE ca
kareropuyHd. Mma mporpec B Tepanesrnunus noaxox npu CTEPH, Ho nynMonannara
EHJApPTePUEKTOMUSI OCTaBa E€IWHCTBEHHUS TEPANeBTUYEH METOJ, BOJEH] J0 KIMHUYHO
moi00peHue, KOUTO € TPyJIeH U ChIIEeBPEMEHHO CKbII. TOBa Hallara ThPCeHE Ha Bb3MOXKHOCTHU
3a mpenorBpatsBane pasutie Ha CTEPH mpm nammenTn ¢ MMITIaHTHPYEMH CBHPICYHU
JIABaCH.

5. Yoncheva |, Biserov D, Negreva M. Early and late venous thrombosis after
pacemaker implantation. WIPMP. 2020:6(2):13-17

Abstract

Both early and late complications associated with venous access have been repeatedly
reported in scientific literature. Venous thrombosis and stenosis after permanent pacemaker
implantation are probably more common than reported incidence in literature due to
frequentasymptomatic course. Patients with this complication have a higher potential risk for
thrombotic events. Therefore they should be actively screened and the pathogenetic causes for
the complication should be clarified. According to the literature, a frequency of 20 to 30% of
partial or total thrombosis of the vein used for electrode placement has been reported, and no
specific risk factor has been identified for it.At present, the researchers are facing many
unclear issues that have yet to be addressed in order to decide on a change in the therapeutic
strategy for this group of patients.
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Wonuesa U, Bucepos [, Herpea M. PanHu U KbCHM BEHO3HHM TPOMGO3M Clel
UMIUTaHTanus Ha neicmeiiksp. WIPMP. 2020:6(2):13-17.

AbGcTapkT

YcnoxueHusTa CBbp3aHu C BCHO3HHA AOCTHII IIPH HUMIUIAHTHPAHC Ha IMOCTOAHCH
MeHCcMEeNKbp ca ONMMCBAHM MHOTOKPATHO B JIUTEpaTypaTa - KaKTO PaHHM, Taka U KBCHH.
Beno3nara Tpom0o3a W CTEHO3a BEpPOSATHO Ca MHOTO IIO-YECTH OT JOKJIaJBAaHUTE B
auTeparypaTa, Mopagd 4ecTOTO ACUMMITOMATUYHO MpoTudaHe. [IoTeHUMaTHUSAT pUCK MpH
TE3W TAIMeHTa HE € 3a MOJICHABAHE, MOPaad KOETO TPOMOOTHYHUTE YCIIOKHCHHS,
aCOLMUPaHH C MEHCMENKbpPHU €NEeKTPOIU, TPSOBA J1a ce ThPCAT aKTUBHO, a IaToreHe3aTa Ha
pa3BUTHETO UM - U3sicHeHa. [1o ganHu oT nuTeparypara ce aokiaasa yecrora ot 20 10 30 %
Ha YacTUYHA WJIM MbJHA TpoMOO3a Ha BEHATa M3IOJI3BaHa 3a IUIACUPAHE Ha ENIEKTPOJIUTE,
KaTo HE € UIASHTU(DUIMpPaH KOHKpETeH pUCKOB (akTop 3a ToBa. KbM MOMeHTa mpen
W3CIIEI0BATEINTE CTOSAT MHOTO HESICHU BBIIPOCH, HA KOUTO MPEACTOM Jia C€ OTTOBOPH, 3a Ja
Ce B3eMe pelICHHE 3a MPOMSHA B TePANleBTHYHATA CTPATETHS IIPH Ta3H rpylia MalHCHTH.

6. lonceva I, Biserov D, Negreva M. Changes in Coagulation Parameters After
Permanent Pacemaker Implantation. Medical University. 2020;3(2):86-90

Abstract

The connection between venous thrombotic events in patients with implanted
pacemakers and changes in coagulation factors has been the basis of numerous scientific
studies for years. Results show that the effect on the coagulation system is a long-term and
dynamic process, as well as presence of a significant dependence with many concomitant
cardiovascular diseases. Advances in medicine in recent decades and increase in life
expectancy of patients with implanted cardiac devices (ICD) increase the risk of a variety of
complications. These adverse events may be associated with development of thrombosis,
change in the stimulation threshold, need for ablation due to concomitant rhythm pathology
and others. Analysis of data from literature shows unequivocally that placement of
endocardial electrodes leads to activation of the coagulation system in the body. On the one
hand, this is a result of the direct traumatic moment and endothelial damage in the early post-
procedure period, and subsequently, the presence of electrodes of the foreign body type in
some individuals can provoke a procoagulation state. More in-depth research is needed in this
area to clarify the answers to these questions, namely: in which phase of the coagulation
cascade are the changes most significant; is there a way to anticipate these changes and
prevent them accordingly; is disturbed homeostasis of coagulation temporary or persistent.
These questions will be answered after sufficient data have been accumulated on these
changes and how to modulate them.

Monuesa U, Bucepos /I, Herpesa M. [IpoMeHH B KOAry/IalHOHHHTE TTOKA3aTeNH CIIe]
UMIUIaHTHpaHEe Ha MocTosiHeH neiicMerikbp. Medical University. 2020;3(2):86-90.

AOcTapkT

Bp1)3KaTa MCXKIOY BCHO3HU TpOM6OTI/IIIHI/ITe HHOUICHTH TIpyU MMAMUCHTU C
UMIUIAaHTHPAHU KapJAUOCTUMYJIATOpU M MPOMsiHA BbB (DaKTOPUTE HA KPHBOCHCHUPBAHETO Ca B
OCHOBAaTa Ha MHOXXECTBO HAYYHHU HU3CJICABAHUA OT T'OAWHU. PGSYJ'ITaTI/ITe IIOKa3Bar, 4€ e(l)eKTa
BBPXY KOAaryjalMoOHHATa CUCTEMa € JBITOTPACH U JAWHAMHUYEH IPOIEC, KAKTO U HAJMYUE Ha
CUTHH()MKAHTHA 3aBHCHMOCT C MHOXECTBO CBHITBTCTBAIM CHPACYHOCHIOBU 3a00JIIBAHMS.
HaHpe,Z[’bK’bT Ha MEaUIIHaTa mnpes IOCIICAHUTEC JCCCTUIICTHUA u YABJIKABaHC
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MPOABIDKUTEIIHOCTTa HA KUBOT HA NALUMEHTUTE C UMIUIAHTUPAHU CBPACYHU YCTPOMCTBA
yBeJIMYaBa PUCKA OT pa3jIMYHM yCJIOXKHEHUsA. Te3n HeOnaronmpusaTHU CbOUTUS MoOraT Ja ca
CBBp3aHU C pa3BUTHE Ha TPOMOO3a, IPOMsIHA B Mpara Ha CTUMYJAIHs, HEOOXOAUMOCTTA OT
abjanus IO IOBOJ ChHIIBTCTBAL[A PUTBbMHA NATOJIOTHUA W JAp. AHAIM3BT Ha JAaHHU OT
JUTEpaTypaTa IoKa3Ba HEJBYCMHCIIEHO, Y€ IUIACHPAHETO HA €HIOKAPIHH CIIEKTPOIU BOIU 10
aKTUBHMpAaHE Ha KoaryjlallMOHHAaTa CUCTEMa B YOBELIKUsA opraHu3bM. OT apyra crpaHa ToBa €
pe3yiaTaT Ha JUPEKTHUS TpPaBMaTU4eH MOMEHT M C€HJOKapAHa YyBpeAa B paHHUA
IIOCTIPOLIEAYPEH IIEPUOJ, a B IOCIECACTBUE U HAJIMYUETO HA EIEKTPOAM KATO UyXKIO TSIO,
HeobxoauM e mo-3aapia00ueH aHanu3 3a Ja Ce OTTOBOPU Ha CJIEJHUTE BBIIPOCH: KAaKBU ca
cienn(UYHNUTE HApYLLIEHHs B KOaryJallMOHHATa KacKa/a; UMa JIM HauMH Te Jja Ce NPEIBUAAT
U NIPEAOTBPATAT; Ta3U IPOMsHA B XEMOCTa3aTa BPEMEHHA WM IIOCTOSIHHA 1M €. Te3u BeIpocu
Morar J1a ObJaT U35ICHEHU CaMo ClIe]] HaTpylIBaHE Ha OOCKTHBHM U JOCTAThYHO JAaHHU B Ta3u
HACOKa U IIPaBUJICH TEXECH aHAJIN3.

7. Herpesa M. JIunuaonoHWKaBaimy MEIUKaAMEHTH (CTaTHHH, e3eTeMuO, ¢pudpaTn) —
MEXaHU3bM Ha JCUCTBUE U KIIMHUYHO MPUIIOKEHUE B TepANUsATA HA TUCITUITUICMUUTE.
B: Ilpodunaktuka, quarHoctuka, Tepanus : akryaitau npoodiaemu 2018 : [VIII nayuyna
koH(pepeHuus "OT HayKkara 0 JIEVIOTO Ha OOJHMSI: KOraTO HayYHUTE JI0Ka3aTelIcTBa
rmomMaraT Ha KJIWHW4YHaTa npaktuka", 3matau nsceim, 2017 1.] / mon pen. Ha Muna
Brnackogcka ... [u ap.]. Codus: Xasutuc; 2018. ctp. 25-46.

AOcTpakT

Hacrosimmara xuura ,,IIpodunaktuka, nuarHoctuka, tepanus. AKTyaJlHU HpoOiemMu
2018 mpencraBst M3KIIOYUTENHO Ooratara Hay4yHo-NpakTuiecka tematuka oT VIl Haydna
KoHQpepeHus ,,OT HaykaTa a0 Jierjoro Ha OonHus“ Ha Tema ,Korato HaydHute
JTIOKA3aTeJICTBA [TIoMaraT Ha KJIMHUYHATA PAKTHKa™.

IIpencraBenata Ttema ,JIunuaonoHwkaBalld MeIUKaMEHTH (CTaTUHH, €3e€TUMMO,
¢ubpatu) — MexXaHHW3bM Ha JAEWCTBHE M KIMHUYHO NPUIIOKEHUE B Tepanuara Ha
JUCITUMUIEMUUTE OTpa3siBa Hali-CbBPEMEHHUTE aCMeKTH Ha MpobyieMa AUCIUIUIEMHH, KaTo
B HAYaJOTO € HamlpaBeH KpaTbK HcTOopudecku 0030p. [IpencraBeHn ca OCHOBHUTE Tpynu
MEIMKAMEHTH, U3I0J3BaHU 3a JIUeHUE Ha JUCIUIUAEMUN — TEXHUTE (PapMaKOKMHETUYHU U
(dhapMakoIMHAMUYHU XapaKTEPUCTUKHU, MPUHIUIUTE U OCOOCHOCTHTE B TSIXHOTO KIMHHYHO
MPUIIOKEHHUE.

Negreva M. Lipid lowering therapy (statins, ezetimibe, fitrates) — mechanisms of
action and clinical application in the treatment of dyslipidemia. In: prophylaxis, diagnosis,
treatment: current problems 2018: [8" national conference “From science to clinical practice”,
Golden Sands, 2017]/edit. Under Mila Vlaskovska etc. Sofia, Havis; 2018. 25-46 p.

Abstract

The presented book "Prevention, diagnosis, therapy. Current problems 2018" reflects
the extremely rich scientific and practical topics from the VIII scientific conference "From
science to the patient's bedside” on the topic "When scientific evidence helps clinical
practice".
The presented topic "Lipid-lowering drugs (statins, ezetimibe, fibrates) - mechanism of action
and clinical application in dyslipidemia therapy" reflects the most current aspects of the
problem of dyslipidemias, opening with a brief historical overview. We present the main
groups of drugs used for treatment of dyslipidemias, their pharmacokinetic and
pharmacodynamic features and their clinical application.
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8. HerpeBa M. [lpyru MeIukaMeHTH 3a JICUCHHE Ha CbpACYHATA HEAOCTATBYHOCT C
[OTHUCHATa JIeBOKaMepHa (pakuuss Ha M3TIIACKBAaHE (AHTMOTEH3UH-PELENTOPHU
antaronuctu, ARNI, uBabpanun, omera-3, [IHMK u ap.),. B: Octpa u xpoHnyHa
Chbp/I€YHA HEJJOCTAThYHOCT. NoA. pel. Ha Enuna Tpennadunosa, bopucnas ['eoprues.
ApObunuc. 2017 rog. ctp. 61-88 c1p.

AOcTpakT

[IpencraBenara tema ,,JIpyru MeKaMeHTH 3a JICYCHHE Ha ChpPCYHA HEAOCTAThUHOCT
C TMOTHCHATa JIeBOKaMepHa (pakuus Ha U3TIACKBaHE (AHTMOTEH3MH-PELENTOPHH
anraronuctr, ARNI, uBabpamun, omera-3 ITHMK wu mp.), gact or cbopuuka ,,Ocrtpa u
XpOHMYHA CBpACYHA HENOCTATHUHOCT®, pas3riexaa MNOAPOOHO KIMHUYHOTO MACTO Ha
capTaHUTE B JICUCHUETO Ha ChPJEUYHA HEJOCTATHhYHOCT C MOTHCHATA JIEBOKaMEpHa (PpaKius H
an3TJIACKBAaHE, KAaTO CHUCTEMAaTHU3WPAHO Ca NPEACTABEHH BCHYKH CHIIECTBEHH MNPOYYBAHUS,
MOJIYYMJIM OT3BYK M JOBENW 10 MPOMEHU B JieueHHEeTO W. Pasrnenanu u aHanu3upaHu ca
HATMYHUTE KbM MOMCHTA JJAHHU 32 HEMPIJIM3MHOBATA WHXHOUIUS U TPEIIOKCHHUAT OT TAX
HOB MOJIEl Ha JIeUEHHWE Ha XPOHUYHATA ChpJedHa HeaocTaTbuHOCT. [IpencraBeHo u e
KITIOYOBOTO 3HA4YCHUE Ha MBaOpaauH. Pasrienanu ca M KIMHUYHHUTE JOKA3aTEICTBA 32 HAKOH
CIIOPHU MOJIEKYJM MpPH JIEYCHHETO Ha XPOHWYHA ChpJEeYHA HEIOCTATHYHOCT KaTo oMera-3
[THMK, cratunure u np.

Negreva M. Other medicaments for the treatment of heart failure with decresed left
ventricle ejection fraction (angiotensin receptor antagonists, ARNI, ivabradine, omega-3,
PUFA etc.),. In: Acute and chronic heart heart failure. Edit. under Elina Trendafilova,
Borislav Georgiev. Arbilis. 2017, p. 61-88

Abstract

Acute and Chronic Heart Failure is an update of modern understanding of heart
failure. It expands and enriches the volume of information on the problem, using the latest
medical evidence and a huge number of literary sources.
The presented topic ,,Other drugs for treatment of heart failure with suppressed left ventricular
ejection fraction (angiotensin-receptor antagonists, ARNi, ivabradine, omega-3 PNMCs, etc.),
part from the book “Acute and Chronic Heart Failure” examines in detail the clinical place of
sartans in the issue of the disease, systematically presenting all relevant studies, who received
a response and led to changes in treatment recommendations. The currently available data on
neprilysin inhibition and their proposed new model of chronic heart failure treatment are
reviewed and analyzed. The key importance of ivabradine is presented. The clinical evidence
for some controversial molecules in the treatment of chronic heart failure such as omega-3
PNMC, statins, etc. is also reviewed.
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