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BoBenenue: Crpreunara negocrarbunoct (CH) e cunapom, KoiTO € mocneauia Ha Jpyro
3aboisBane: aprepuanHa xwrepTonus (AX), ucxemumuyHa Oonect Ha cwprero (MBC),
CbpJCUeH TMOpPOK, TaXUaApPUTMHUU, OpaguapUTMUHU, KapAUOMOIIATUU (MIUOMATUYHA
IUJIATaTUBHA KapIMOMHUOIATHS, XHUIEPTPOPHUHA, PECTPUKTHUBHA), THPETOKCHKO3a U
npyru. B mocnennuTe gecetuseTys 3HaUYMTETHO HapacTBa posara Ha UBC, BkirounTenHo
U 1Iopaau yBenuuyaBaHe Opost Ha Xxoparta Haj 65 rogunu. HamansBa posnsita Ha CbpAeuHUTE
nopoiy. C HanpeaBaHe Ha Bb3pacTTa Npuao0MBa BCE MO- TOJIIMO 3HAUEHHUE aronTo3ara,
T.e. MporpaMUpaHaTa KJIETbYHA CMBPT, KOSTO BOAU JO KOJIMYECTBEHO HaMalsBaHE Ha
MHUOIIMTUTE U ChOTBETHO OTPaHUYaBaHE HA MTOMIIEHUTE Bb3MOXKHOCTH Ha CHPLETO, T.€. 10
CH. 3acrapsiBaHeTO Ha HACEJICHUETO M MO-TOJsMaTa MPOABJDKUTEIHOCT Ha KUBOTA
JoBexaT o noBuiiaBaHe yecrorara Ha CH B cBeroBeH mamab. bescumnromuara CH e
npeKkypcop Ha u3siBeHa, cumntToMHa CH u e cBbp3aHa ¢ BHCOKa CMBPTHOCT. CHMITTOMUTE
ca OT TroJIsIMO 3HauyeHHe, HO TpsAOBa Ja ce MOTBBPAAT OT OOekTHMBHM AaHHM 3a CH.
CumnToMHTE M TEXKECTTa Ha ChpJeyHaTa JUCYHKIMS ca B ciada Bpb3Ka, HO MMaT
3Ha4YeHHUe 3a MPOrHO3aTa, 0COOCHO aKo MEPCUCTHPAT U ca B OCHOBATa Ha KiacudukanusaTa
ciopen Hio Mopxkckara kapamonormuna acomuauust (NYHA). Cropen Espomneiickoro
Kapnuonornuno apyxectBo (ESC), pasrpannuaBanero Ha mnanueHtute cb¢c CH BB3
ocHoBa Ha JIK ®U e BaxxHO, mopaau: pa3InYHUTE MOUIEKAIIN €TUOJIOTUH, 1EMOTPaPCKU
0c00€HOCTH, KOMOPOMIHOCTH M OTTOBOPH KbM IpHJIOKEHaTa Tepanus. B kinHUYHaTa
npaktuka namueHtutre cb¢c CH yecto ca monmumop6uanu. KomopOumHocTTa mnpu Tax ce
pasgenss Ha JBe TpPYHH: HECHPJACUYHOCHAOBA KOMOPOMAHOCT M ChPJACYHOCHAOBA
koMop6uanoct. Crnopen Chamberlain A.M. u cpaBTOpU MOJIUMOPOUAHOCTTA € YECTO
cpemrana npu 6omaure cbe CH, kato mo-ronsmaTa 4act oT Te3u 0onHu (86% ) ca ¢ aBe
WIA TIOBEYE XPOHWYHH CBCTOSHHUSI W € HEOOXOJMMO TO-AeTaillIHo TpoydyBaHEe Ha
CBI'BTCTBALINTE 3a00JsIBaHUs KakTo npH nanueHtute cb¢ CH3®U Taka u npu Te3u che
CHu®MU. Cnopen EBponeiicko ppkoBoacTBO 3a jedeHue Ha CH ot 2016 r., manueHTuTe
TpaOBa ja ObJAT MOJIJIOKEHW HAa CKPUHHUHT 33 ChPACYHOCHIOBH U HECHPACYHOCHIOBH
KOMOPOUAHOCTH, KOUTO aKo ca Hayiulle, TpsiOBa 1a ObAaT OBIaIsHU C HAMECH, 32 KOUTO €
JI0Ka3aHo, ye MoA00psABaT CUMIITOMAaTHKATa, CAMOYYBCTBHETO MM KIMHUYHUS U3XOJ IPH
ChOTBETHaTa KOMOPOUIHOCT, ©€3 Ja 0O0OCTpSAT ChpleyHaTa HEAOCTaThYHOCT.
[ToBuiaBamara ce yecToTa M MOCTOSHHO BHCOKaTa 3abosieBaeMocT U cMbpTHOCT oT 3CH
npenmnosarar, 4e puckoBute ¢akropu (PD) ocraBarT HEMOBIMSHM OT HACTOSIINUTE
BB3MOXKHOCTH 3a jieueHue Ha CH. B Hay4Hara nuTeparypa uMa JIaHHU 32 aKTUBHpAHE Ha
umyHHata cuctema npu 3CH, kouTo gokasBar possita Ha Bb3naneHuero npu 3CH, karo
BEPOSITHO POJISITa HA BH3MAICHUETO € MO-KOMIUIEKCHA M ChII0 MOXKE J]a MMa aJanTUBEH U
kapauonporekTBeH edekt (Yndestad A). Cnopen ESC mpu mammentn che 3CH ca



UACHTUDUIMPAHU PEIULIA TPOTHOCTUYHHA MapKepu 32 CMBPT W/WIM XOCTUTAIU3AIMS 32
CH, HO TsAXHaTa KIMHMYHA [PUIOKUMOCT € OrpaHWYeHa M TOYHATA PHUCKOBA
crpatudukamus npu CH ocraBa npenussukatenctso. Criopen Gottdiener JS u craBTOpH,
yecroraTa Ha 3CH ce yBennyaBa ¢ HalpeBaHe Ha Bb3pacTTa U € II0-BUCOKaA IIPU MBXKETE,
oTkonkoTo mipu xkenute. CH e mpenusBukaTescTBo ¢ MHOroOpoiiHuTe PD, KOUTO BOIAT
no XCH, ¢ nmonuMopOMIHOCTTa Ha MAIMEHTUTE, C BUCOKaTa CMBPTHOCT, BIIOIIEHOTO
Ka4yecTBO Ha )KMBOT, TPAWHUTE MOP(HOIIOTUYHN IPOMEHH, C MEXaHU3MHUTE Ha IPOTpecusiTa
Ha CH, BKJIIOYMTEIHO M alonTo3aTa, KAKTO U ChC CPABHUTEIHO TOJIEMUTE pa3sxoau 3a
nedeHueTo i (okomo 2% ot obmmTe pazxonau 3a 3apaseomnasane). Llemu: [IpoyuBane Ha
PHUCKOBHUA NPO(UI U BIMSIHUETO Ha KOMOPOUJHOCTTA BbpPXY IpOrpecusTa Ha CbhpjaeyHaTa
HEIOCTaThUHOCT TPH XOCHHUTAIM3HPAHH OOJMHM C OOOCTpEeHAa XpOHMYHA 3acTOWHA
cbpaeuyHa HegoctarbyHocT (OXCH) cbe 3amazeHa, MeXAMHHA U HamajeHa (pakius Ha
M3TJIAaCKBaHE Ha JIsiBA KamMepa M OLEHKa Ha TpH OMOMapKepH: HATPUYpPETHUYECH IMENTH],
MHTEPJIEBKUH-18, KaTO MPEIUKTOPH 3a PEXOCHUTAIM3ALMU U ChPJACYHO ChAOBA CMBPT
npu nauventu cb¢ CH u nucratun C 3a npeuusupane Ha ObOPEYHOTO yBpEXkKIaHE B X0/
Ha CH. [la ce npoy4ar aemorpad)ckute JaHHM, KIMHUYHATA U3gBa U KOMOPOUAHOCTTA
npu 6oaau cbe CH u OX3CH, xocnutanuzupanu B YMBAIJIL “/I-p I'eopru Crpancku”
[IneBen 3a mepuoma 2016-2018 r.,kato ce aHAIM3UPAT CBHI'BTCTBALIUTE 3a00JIIBaHHS U
BB3JICHCTBUETO UM BBPXY pexocnuranuzauuure u nporpecusita Ha CH. Jla ce ananusupa
Cbp/IeYHAaTa M HEChpPJEYHAa KOMOPOMIHOCT U BIMSHHUETO ¥ BBPXY CMBPTHOCTTA U
pexocnuTanuzauuute npu nanueHT cbc CHHOU, CHM®U u CH3®U (kateropusupanu
cropen ExOKT OIIEHKA Ha oU Ha JIK).
Jla ce HampaBu olleHKa Ha mpenckasBamara croitnoct Ha NTpro-BNP (N- tepmunanen-
MPOXOPMOH MO3BUCH HATPUYpPETHYEH MenTtHa) ¥ uHTeprieBkuH-18 (IL- 18) 3a Obaenm
HeOnaronpusaTH cbOuUTUS npu xocnurtanusupanu Oonnu ¢ OX3CH u uscnensaHe Ha
mucratud C 3a mpenusupaHe Ha paHHO ObOpeyHO yBpexnaHe B xoma Ha CH.
[IpocniekTBHO mpocneasiBaHE Ha OOJHUTE 3a MEepUoa OT JIBE TOAMHHU, C OIJIEN]
cTpaTU(UKalMs Ha pHUCKA 33 PEXOCHUTAIM3HLUU U CBhPIEYHOCHIOBA CMBPT IpPH
nanueHTd cb¢ CH u ¢gopmMupane Ha pHUCKOBM Tpynu NHpU HU3CIAEABAHUS KOHTHHIEHT.
Marepran M MeETOIU: IPOYYBAHETO € MPOCHEKTUBHO. M3cienBaHuAT KIMHUYEH
KOHTHMHTE€HT BKJIIOYBAa 337 manUeHTH XOCHUTAIW3MpaHu BBbB BTopa kiIMHHMKaA 10
kapauonoruss keM YMBAJL , JI-p I'eopru Crpancku® EAJl 3a nepuona 2016 — 2018 r.,
KOUTO ca MPOCIIEeHN MPOCTIEKTUBHO 24 Mecena. M3ciaenoBaTenckusT MpoeKkT € 0A00peH
OT KoMmucusiTa nmo etuka npu MY-IIneBen. Beuuku ydacTHMIM B mpoydyBaHETO Osixa
MpEeIBAPUTENIHO 3all03HAaTH C LEIUTe U METOAUTE My M Mojanucaxa HHPOPMHUPAHO
chIVIacHMe 3a MpPOBEXJaHE Ha wu3cieaBaHeTo. Kpurepum 3a BKIIOUBaHE: 00OCTpeHa
XpoHMYHa 3acToiiHa cbpaeuHa HepocTaTbuHOCT (OX3CH) ot II go IV @.K. mo NYHA.
IIpu ananu3za 3a nporpecusita Ha CH pa3nennxme nanuenture Ha noarpynu cs¢c CH3®U,
CHM®U nu CHHOU kakTo ¥ MaMeHTH ¢ JUACTOJIHA TUCQYHKIHS, criopen exorpadcku
oueHenara @U na JIK u Ha moarpynu chboOpa3HO KOMOPOHMIHUS CTaTyc Ha OOJIHHUTE.
Kpurepun 3a wu3KIIOYBaHE: W3BECTHO ABTOMMYHHO 3abosiBaHe, KOJIAar€HO3H,
37I0KaueCTBEHO 3a0oJisiBaHe, HampeaHaio ObOpedHo 3abonsBaHe (KpeaTWHUH Haja 250
MUKPOMOJIA/T WA XEMOJHAIN3HO JieueHue), OaKkTepHwalieH eHIOKapauT, OeroapoOHa
TpomMOeMOoMs, OTKa3 OT MOANKMCBaHE Ha uH(popmHupaHo cwkriacue. [Ipu 9 or 337-te
OOJIHM ca PEerucTpUpaHd M3KIIOYBAIIM KPUTEPHUH, C KOETO M3CIEABAHUS KOHTUHIEH Ce
penyuupa Ha 328 GonHH, KaTo npu 90 nuua e u3cneaBaHa KOHCTENAUus OT OMoMapKepu
(78 ot m3cnensanara rpyma u 12 KOHTpoJH). M3cae1BaHUAT KOHTUHTEHT BKIOYBa 328



6omnu, xocturanuzupaau B YMBAJL ,,J1-P I'eopru Ctpancku®, EAJ] Ilnesen 3a nepuona
2016-2018 r, mpocieneHn TPOCHEKTUBHO 3a rnepuoj 24 mecena, ot kouro 186 (56,7%)
Mbxke u 142 (43,3%) xenu. CpenHara BB3pacT Ha YYaCTHUIUTE B IMPOYYBAHETO €
66,55+10,31 rogmam B pguana3zoHa 30 — 89 romuHn. B KOHTHMHreHTa Ha HAaIIIETO
npoyuBaHero xeHute ¢cb¢c CH ca B mo-HampenHanga Bb3pacT B CPAaBHEHHME C MBIKETE.
Bxmtouennte B mpoyuBanero OomHu ¢ OX3CH ce nexkyBaHu cropea CTaHaapTeH
MPOTOKOI Kato: 94 % ca mpuemanu MHXUOUTOPH Ha aHTMOTEH3UH KOHBEPTHPAILUS CH3UM
(ACE-N) unu anrmoreHsuH peuentopHu Onokxepu (APB); 85 % ca nmpuemanu Oera
omoxepu; 96% ca TpeTHpaHu ¢ TUYPETHUIN; OOJTHUTE C TPEACHPAHO MBXKICHE ca OWIM Ha
aJieckBaTHa aHTUKOArylaHTHa Tepanus ¢ BuTamuH K antaronuctu winm HeBuTamuH K
opanuu antukoarynantu (HOAK). Bcuuku OonHM ca mpuemManu ¥ MEIUKAMEHTH 3a
JIeYeHWEe U KOHTPOJ Ha CHIBTCTBAIIMTE 3a00JIsBaHUA. JSIBAHETO aHamHe3a, PO,
NPUIPYKABAIIA U MUHAIHM 3a00JIIBaHuUs, Chp/ICYHA U HEChpeuHa KoMOpOuaHOCT. [lanHn
OT aHaMHe3aTa 3a: TIOTIOHOMYyIIeHe, HagHopMeHo TenecHo Terno (HTT), 3axapen nuabet
BH), AX, WBC, xwumepypukemusi, mojarpa, aHeMHs, XpPOHHYHA OOCTPYKTHBHA
o6emonpodna 6onect (XOBB).Ilpunoxenn ca ciaegHUTE METOAU:  KIMHUYEH,
WHCTPYMEHTAJIHU MeTO U BKJI. Exokapaunorpadcka onenka Ha JIK ¢yakuus, paspadorena
€ aHKeTHa Kapra, Jaboparopuu meroau: Ckopoctra Ha raoMmepynHaTa ¢punrpanus - GFR
(Glomerular filtration rate) e Haii- noOpust uHaekc 3a ObOpeunata ¢ynkmus, GFR ce
M3UHUCIISIBA KaTO Ce M3IMOJI3Ba CTOMHOCTTA Ha cepyMHuUs KpeaTuHuH win Ha Cystatin C, B
KOMOMHAIMsI C BB3PACT, paca M MOJI, KaTo ce mpuiara yreepaeHo ypasHenue (¢ GFR),
ITpunoxen e u 6azupanusaT Ha Cystatin C e GFR e no-touen nokasaren 3a 6b0pedyHara
¢ynkus, usnomsBad € MDRD eGFR Calculator 3a cepymMeH KpeTHMHHMH NpU BCUYKHU
naiieHTd 1 MDRD eGFR Calculator 3a Cystatin C npu 78 0oiHHM; u3cieaBaHe Ha
onomapkepu: NT-PROBNP, untepneskun 18 (IL-18) u nucranun C (Cystatin C) kakto u
CTaTUCTMYECKH METOIU 3a 00paboTka M aHanM3 Ha JaHHUTe. M3cnenBaneto Ha NT-
proBNP e uzpbpiieno upe3 ELISA mMeTos eH3MMHO-CBbp3aH UMYHOCOPOEHTEH aHalIM3 3a
KOJIM4ecTBeHO ompenensHe Ha vosemwlkn NT-proBNP. . Mscnensanero nHa IL-18 e
m3BbpmieHo upe3 ELISA wmetonm — €H3WMHO-CBBpP3aH HMMYHOCOPOCHTEH aHaiu3 3a
KOJIMYECTBEHO ompeaensHe Ha voBemku [L-18. 3a Cystatin C ¢ mnpuioxen
TypOoaumeTpudeH Metoi. M3cnenaBanusTa Osixa M3BBPIICHH 4Ype3 TypOOAMMETpHS Ha
aBTomaTnueH aHanuzatop SPAplus. JlaHHuTe ca BBBeACHH M 00pabOTEHH ChC
craructuyeckus nmaker IBM SPSS Statistics 25.0 u MedCalc Version 14.8.1. 3a HuBO Ha
3HaYMMOCT, IIPU KOETO C€ OTXBBPJIs HyJeBaTa xunoresa 6e npueto p<0.05.

Pesynratu: bomaute cbe CH ca mnonumopOugnHu (moBeye OT IMOJIOBUHATa OT
xocrutanum3upanute OomHu cb¢ CH ca ¢ Tpu U moBeue CHIOBTCTBAIIM CHPACYHU
3abonsBanus). B mzcnenBanms kontuHreHT UBC m AX ca Bogemu mpuumnu 3a XCH.
ITarmentute ¢ XCH ca ¢ BUCOK MPOLIEHT Ha HeChbpJAeUHU KomopOuaHoctu (25,3% ca c
nmee u 23,2% ¢ Tpu CHOBTCTBALM HEChpJeUYHU 3abonsBaHusi). Haii-uecture
HECHPJICYHOCHI0BU KoMopOuaHocTH mipu 6omaute cbe CH ca: 31 tun 2, XObb, anemus
u nonarpa. [To oTHomeHne Ha HEChpAEUYHATa KOMOPOUIHOCT NP HAIIUS KOHTUHTEHT ChC
CH3®U, ce ycraHOBsiBAa CTaTUCTUYECKM 3HAUMMO pa3jIMuMe MEXIy JBaTa Ioja Mo
OTHOILIEHUE YeCcToTara Ha IIUTOBHAHA mnaronorus, aHemus u XbBbH. Ilpm »xenure
anemusTa (p<0,001) u muroBuanara maronorus (p=0,01) ca ¢ mo-Bucoka 4ecTora, a mpu
MBXKeTe mnpeoOmamaBar mamueHTH ¢ XBH (p=0,003). OtHOcHTENHMAT 1471 Ha
npexuBenuTe 00aHM Ha 12-TM U 24-TH Mecell € 3HAYMMO I0-BHCOK Npu OoiHuTE 0e3



cbpaeuna komopouguoct. [Ipu 6omaute che CH ¢ XUBC u npexussia MU kakTo u npu
nanuenTture ¢ [IM npeau xocnuranuzanuara CMbPTHOCTTa € CUTHU(UKAHTHO MO-BHCOKA
710 Kpasi Ha BropaTa roguHa. CMBpPTHOCTTA 10 12-TH Mecell € CUTHU(UKAHTHO MO-BHCOKA
npu 6osaute ¢cb¢ CH m 3] Tum 2 ¢ maBHOCT HaA MET TOJWHU M IPH TMAIUCHTUTE C
XUIIEPYPUKEMHUsI M Tojarpa. YCTAaHOBSBAa C€ CHUTHH(DHMKAHTHA 3aBHCHMOCT MEXKIY
pexocnutanuzanuu 32 CH Ha 3-Tu mecen 1 Buaa Ha npoBogHuTe Hapyuenus, @M na JIK
U JIeBOKAMEpHAa XHUNEpTO(PHs, PEXOCHUTAIM3UPAHUTE HMAT 3HAYMMO [O-BHCOK
otHocuteneH asn Ha: JIBb (p=0,002), namanena ®H<40% (p=0,002) u ca Oe3 naHHU 3a
neBokamepHa  xuneprodpus  (p=0,04). CurHudukanTHa  3aBHCHUMOCT  MEXIY
pexocnutanuzanuute 3a CH Ha 24-TM Mecell M KIMHUYHUTE XapaKTEPUCTHKU Ha
xocnutanusupanute 3a OX3CH ce ycTaHOBsIBa ¢ IpYyr'Hl YCIOKHEHUS (IIJIEBPAJICH U3JIUB,
p=0,042), Buna na npooauute Hapyuenus u ®U na JIK (mamanenad®l<40%, p=0,002).
Hsma craTtucThuecku 3HauMMa 3aBUCUMOCT MEXAY BKJIIOUEHUTE B IPOYUYBAHETO
CbpJACYHM M  HECHPJACYHU  CHOBTCTBAIM  3a0o0NsABaHMS M 4YecToTara  Ha
pexocnutanu3anuute 3a OX3CH 3a nepuona Ha npocnensBaHe. Hima curnugukantHa
3aBUCHUMOCT Mex 1y cToHocTuTe Ha Ouomapkepute NT-proBNP, IL- 18 u mokazarenure:
@MU na JIK, @K mo NYHA. Cepymuoro HuBo Ha Cystatin C u eGFRMDRD Cystatin C ca
MO-TIPEIIM3HU MapKepu 3a OIeHKa CTaaus Ha OBOpPEYHOTO yBpexkaaHe, KaTo
npenckasBamniara croitHocT Ha Cystatin C u eGFR Cystatin C mo otHomenue xona Ha CH
ce MoBHIlaBa NpH napanenHo uzciensaHe Ha NT-pro BNP. Cepymuute HuBa Ha IL-18
npu 6omau ¢ OX3CH ca NOBHIIEHH, KaTO C€ YCTAaHOBSBA CUTHH()MKAHTHA 3aBUCUMOCT
MEXy KoJIndecTBeHUTe cToiHOCTH Ha IL-18 1 yectorara Ha pexocnuTanuzanuure 3a CH
no mectus Mmecell. Jlepunupana e nparosa croiiHocT Ha IL-18 (219 pg/mL), nan xosTo
yecrortata Ha pexocnurtanuzanuute 3a OX3CH npe3 mbpBuUTE HIECT Mecella HapacTBa
CUTHU(UKAHTHO 10 6 MMBTH, KOETO € COOCTBEH opuruHajieH npuHoc. CroitHocTy Ha IL-
18<219 pg/mL ca c¢ BHcOKa OTpHIATeHA MPEAUKTHBHA CTOWHOCT IO OTHOLICHHE Ha
pexocnuTanuzanuu 3a OX3CH 3a mectMece4H nepuo/.

Konstantin Kostov. COMORBIDITY, RISK PROFILE AND BIOMARKERS IN
HOSPITALIZED PATIENTS WITH CHRONIC HEART FAILURE . Author’s summary
of dissertation for conferment the educational and scientific degree doctor of the scientific
specialty cardiology

INTRODUCTION : Heart failure (HF) is a syndrome which is a consequence from other
disease: arterial hypertension (AH), ischemic heart disease (IHD), heart valve
abnormality, tachyarrhythmias, bradyarrhythmias, cardiomyopathies (idiopathic,
hypertrophic, restrictive), thyrotoxicosis, etc. There is growing evidence about IHD’s role
in that process because most of the patients are elderly, whereas heart valve abnormalities
decrease their incidence. Noteworthy with increasing age, apoptosis has greater
significance and the number of cardiomyocytes is decreased, therefore the heart’s pump
potential is limited favoring HF development. The aging of the population and longer life
expectancy leads to increased cases of HF worldwide. According to Gottdiener J. S. et al.,
congestive heart failure’s (CHF) frequency increases with advancing age and it is higher
in men than women. Asymptomatic HF is told to be precursor of symptomatic HF and it
is related to high mortality. The symptoms are very important but they must be confirmed
from objective data of HF. The symptoms and the severity of cardiac dysfunction have
mild association each other, but they have great significance in terms of prognosis,



especially if they persist and they are at the base of classification of New York Heart
Association (NYHA). European society of cardiology (ESC) recommends differentiating
patients with HF on the basis of left ventricular ejection fraction, because of different
etiology, demographic characteristics, comorbidity and response to the applied therapy. In
clinical practice patients with HF are often polymorbids, comorbidity is divided into two
groups: non-cardiac and cardiac. Chamberlain A. M. et al., described that polymorbidity
IS common in patients with HF and most of these patients (86%) have two or more
chronic conditions. That is why a more detailed study on the concomitant diseases is
needed in both patient groups: heart failure with preserved ejection fraction (HFpEF) and
heart failure with reduced ejection fraction (HFrEF). According to ESC guidelines of the
therapy of HF from 2016 patients must be subjected to screening for cardiovascular and
non-cardiovascular comorbidities. If such comorbidities are found, they must be managed
in order to improve symptoms, general condition and the clinical outcome in the
corresponding comorbidity without exacerbating heart failure. The increasing frequency
and constantly high morbidity and mortality from CHF are assumed that risk factors (RF)
remain unaffected by current treatment options for HF. Based on the current
understandings in CHF the immune system is activated. This proves the role of
inflammation in CHF. The inflammation is proposed to play a more complex role and it
can also have an adaptive and cardioprotective effect. ESC data shows that a number of
prognostic markers of death and/or hospitalizations for HF are identified in patients with
CHF, but their clinical application is limited and the exact risk stratification of HF
remains a challenge. Several multifactor risk scores have been developed for different
populations of HF patients in recent decades. Multifactor risk scores can help in the
prognosis of death in patients with HF but remain less useful in predicting future HF
hospitalizations. HF is a challenge with numerous RF leading to CHF, patients’
polymorbidity, high mortality, deteriorating quality of life, lasting morphological changes,
mechanisms of progression of HF including apoptosis and with relatively high treatment
costs (about 2% of total healthcare costs). AiMs:To study risk profile and the influence of
comorbidity on the progression of heart failure in hospitalized patients with exacerbated
chronic congestive heart failure (ECCHF) with preserved, mid-range and reduced left
ventricular ejection fraction and assessment of three biomarkers: natriuretic peptides,
interleukin-18 as predictors of rehospitalizations and cardiovascular mortality in patients
with HF and Cystatin C for specifying of renal injury in the course of HF. To investigate
demographic data, clinical manifestation and comorbidity in patients with HF and
ECCHEF hospitalized in University hospital “D-r Georgi Stranski” Pleven for the period of
2016-2018 and to evaluate concomitant diseases and their impact on rehospitalizations
and progression of HF. To analyze cardiac and non-cardiac comorbidity and its impact on
the mortality in patients with HFrEF, HFmrEF and HFpEF (categories according to left
ventricular

ejection fraction assessment by echocardiography).To estimate the predictive value of
NT-proBNP and interleukin-18 for future unfavorable events in hospitalized patients with
HF and examination of Cystatin C for specifying of early renal injury in the course of HF.
Prospective follow-up of the patients for two years in order to stratify the risk for
rehospitalizations and cardiovascular mortality in patients with HF and formation of risk
groups among the investigated subjects. MATERIAL AND METHODS: The current study is a
prospective one. The examined clinical contingent includes 337 patients hospitalized in
Second clinic of cardiology in university hospital “D-r Georgi Stranski” Pleven for the



period of 2016-2018. All patients are followed-up prospectively for 24 months. The
scientific project was approved by the ethics commission of Medical University- Pleven.
All participants were informed beforehand with the aims and methods of the study and
they signed informed consent. Study inclusion criteria: exacerbated chronic congestive
heart failure (ECCHF) from II to IV F.C. NYHA. When we analyze HF progression we
divided patients on subgroups with HFrEF, HFmrEF and HFpEF, as well patients’
diastolic dysfunction according to the echocardiographic assessment of left ventricular EF
and on subgroups according to patients’ comorbidities. Study exclusion criteria: known
autoimmune disease, collagenoses, malignant disease, advanced renal disease (creatinine
levels more than 250 umol/l and hemodialysis), bacterial endocarditis, pulmonary
thromboembolism, informed consent refusal. We registrated exclusion criterias in 9 from
337 patients, which reduced the examined contingent to 328. In 90 subjects was
investigated a constellation from biomarkers (78 patients from the studied group and 12
controls). The examined contingent includes 328 patients were hospitalized in university
hospital “D-r Georgi Stranski” Pleven for the period of 2016-2018 who are followed- up
prospectively for a period of 24 months, 186 (56.7%) men and 142 (43.3%) women. All
patients with ECCHF included in the study were treated by standard protocol as: 94%
have taken ACE-inhibitors and ARBs; 85% have taken beta- blockers; 96% were treated
with diuretics; patients with atrial fibrillation have taken adequate anticoagulants therapy
with vitamin K antagonists or non-vitamin K oral anticoagulants (NOAC). All patients
have taken medicaments for treatment and control of the concomitant diseases. METHODS:
Documentary  method,  INSTRUMENTAL  TeSTS:  Electrocardiography  (ECG),
Roentgenography of heart and lungs - for assessment of pulmonary congestion,
configuration and heart borders, Transthoracic echocardiography — for assessment of left
ventricular (LV) ejection fraction (EF) and categorization of the patients according to the
classification of European Cardiology Society 2016.A questionnaire was developed and
all data of patients were prospectively filled as well all results from ECG,
echocardiography, laboratory, the three studied biomarkers, data from the period of
monitoring and the disease outcome.
Laboratory methods: Glomerular filtration rate (GFR) is known to be the most accurate
indicator of renal function. Normal GFR varies by age, gender, weight and decreases with
advancing of age. GFR is calculated by using values of serum creatinine levels or Cystatin
C, in combination with age, race and gender, applying the established formula (eGFR).
GFR based on Cystatin C is more accurate indicator for renal function. In the current
study MDRDeGFR Calculator was used for serum creatinine levels in all patients and
MDRDeGFR Calculator for Cystatin C in 78 patients. EXAMINATION OF BIOMARKERS ( In
78 patients with HF ), NATRIURETIC PEPTIDES (NT-PROBNP ) The enzyme-linked
immunosorbent essay (ELISA) was used for quantitative measurement of human NT-
proBNP. IL-18 Platinium ELISA was used for quantitative measurement of human IL-
18. CysTATIN C was examined by turbodimetric method via automatic analisator SPAplus.
STATISTICAL METHODS The research data was processed with the programs IBM SPSS
statistics 25.0 and MedCalc Version 14.8.1. The level of significance which rejects the
null hypothesis was determined as p<0,05 and statistical methods were applied. RESULTS:
Subjects with HF are polymorbid (more than half of the hospitalized patients with HF are
with three and more concomitant cardiac diseases). IHD and AH are leading reasons for
CHF in the examined contingent. Patients with CHF are with high percentage of non-
cardiac comorbidities (25.3% have two and 23.2% have three concomitant non-cardiac



diseases). The most frequent non-cardiac comorbidities in patients with HF are: T2DM,
COPD, anemia and gout. Regarding the non-cardiac comorbidity in our contingent with
HFpEF, we estimated statistically significant difference between men and women in the
frequency of the thyroid pathology, anemia and CKF. The anemia (p<0,001) and the
thyroid pathology (p=0,01) are more frequent in women, whereas patients with CKF
(p=0,003) predominate in men. The relative proportion of the survived patients at 12th
and 24th month is significantly higher in patients without cardiac comorbidity. The
mortality is significantly higher until the end of the second year in patients with HF with
chronic IHD and previous MI and with patients with AF before hospitalization as well.
The mortality until 12th month is significantly higher in patients with HF and type 1l
Diabetes mellitus with duration more than 5 years and in patients with hyperuricemia and
gout. We found a significant difference between rehospitalizations for HF at 3rd month
and type of the conduction abnormalities, LV EF and left ventricular hypertrophy, the
rehospitalized patients have significantly higher relative proportion of LBBB (p=0,002),
reduced EF < 40% (p=0,002) and without data for left ventricular hypertrophy (p=0,04).
A significant relationship between rehospitalizations for HF at 24th month and clinical
characteristics of hospitalized patients for ECCHF was found with other complications
(pleural effusion, p=0,042) the type of conduction abnormalities and LV EF (reduced EF
< 40%, p=0,002). There is no statistically significant relationship between the included in
the study cardiac and non-cardiac comorbidities, and the frequency of rehospitalizations
for ECCHF for the period of follow-up. There is no statistically significant relationship
between the indicators’ values of biomarkers: NT-proBNP, IL-18, and LV EF, and
NYHA F.C. as well. The serum levels of Cystatin C and eGFR yprp Cystatin C are more
accurate markers for assessment of the renal injury stage, as the predicting value of
Cystatin C and eGFR Cystatin C regarding the course of HF is increased with parallel
examination of NT-proBNP. A significant association between the quantitative values of
IL-18 and the frequency of the rehospitalizations for HF until 6th month was found. A
cut-off point of IL-18 (219 pg/ml) was defined. The frequency of rehospitalizations for
ECCHF during the first sixth months significantly increases up to six times with I1L-18
values > 219 pg/ml which is our original contribution. Values of IL-18 < 219 pg/ml are
with high negative predictive properties regarding rehospitalizations for ECCHF for six
months period.

ITYBIUKAIIMA CBBP3AHU C JIMCEPTAIIMOHHUA TPY /I

1. Nikolov AG, Blazhev AB, Tzekova ML, Kostov KM, Popovski NK. Serum Levels of
Antibodies to Advanced Glycation End Products in Patients with Type 2 Diabetes Mellitus
and Hypertension. Folia Medica 2020; 62(2): 295-301; ISSN 1314-2143 (online) | ISSN
0204-8043 (print) (SJR- 0.252)

Abstract

Background and Aims: Proteins containing advanced glycation end products are highly
immunogenic and anti-advanced glycation end products antibodies (anti-AGEs
antibodies) are found in the sera of diabetics. Materials and methods: Enzyme-linked
immunosorbent assay (ELISA) was used for measuring levels of anti-advanced glycation
end products antibodies in sera of 93 patients with type 2 diabetes mellitus and arterial



hypertension (mean age 61.4+11.3 years, diabe- tes duration 9.88+3.12 years;
hypertension duration 9.28+4.98). These values were compared to serum anti-AGES
antibodies in 42 age and sex matched controls. Diabetics were divided in two groups
according to presence or absence of microangiopathy, group 1 (n=67) and group 2 (n=26),
respectively.

Results: Serum levels of anti-AGEs antibodies in patients with type 2 diabetes mellitus
and arterial hypertension were statistically significantly higher than those in the control
group (1.39£0.39 vs. 1.05+0.32), (p<0.05). Group 1 showed significantly higher levels of
anti-AGEs antibodies than those of healthy controls (1.53+0.14 vs. 1.05+0.32), (p<0.01).
Anti-AGEs antibodies levels were higher in patients with microvascular complications
than these in patients without complications. Anti-AGEs antibodies correlate with
diastolic blood pressure (r=0.26, p=0.05) and body mass index (r=0.37, p=0.03). We
found significantly higher percentage of positive patients for anti-AGEs antibodies
(mean+2SD) in group 1 than in group 2.

Conclusion: Determining the levels of serum anti-AGEs antibodies can help physicians
make early diagnosis and prognosis of the sever- ity of late diabetic complications in
hypertensive patients.

Key words: anti-advanced glycation end products antibodies, arterial hypertension,
diabetic microvascular complications

Nikolov AG, Tzekova ML, Kostov KM, SERUM BIOMARKERS OF COLLAGEN TYPE
I AND TYPE 11l TURNOVER IN HEART FAILURE — THE NEED FOR
REAPPRAISAL. Acta Medica Croatica, 2020; 74(2): 145-153; ISSN PRINT 1330-0164;
ISSN ONLINE 1848-8897 (SJR- 0.116).

Cardiac extracellular matrix is a complex structure presented by a network of fibrillar
collagen, fibronectin, laminin, fibrillin, elastin, glycoproteins and proteoglycans.
Myocardial fibrillar collagens (collagen type | and type Ill) are the main proteins
responsible for the structural integrity of the bordering cardiomyocytes. Increased
accumulation of fibrillar collagen leading to fibrosis has been reported in pathological
cardiovascular conditions like heart failure. Amino-terminal and carboxy- terminal
propeptides of collagen type | and 11 are the two major collagen types playing a central
role in this process. Derived products from their turnover have been determined in serum
of patients with heart failure. Collagen type | and Ill propeptides reflect collagen
synthesis and degradation. Their use as biomarkers with prognostic or diagnostic aim is
an area of intensive studies. This review article summarizes the actual available literature
data on serum markers of collagen type I and Il turnover in heart failure and discusses
their potential as circulating indicators of cardiac fibrosis. The use of collagen type I and
Il peptides for diagnosis, prognosis and monitoring of heart failure is thoroughly
discussed too.

Key words: collagen, biomarkers, heart failure, myocardial fibrosis
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KoctoB K., IlekoBa M., HukonoB A. Knunnuno 3naueHue Ha omomapkepute NTproBNP,
Interleukin 18, CystatinC mnpu cepreuna HenocrarbuHocT. Medical Magazine. 2018, 10,
22-24.

Pestome: Ilpe3 mocnenHuTe HSAKOJIKO TOJMHU B HaydyHaTa MEAMIMHCKA JIMTEparypa ce
aKILIEHTUpa BbpXY KJIMHUYHATA 3HAYMMOCT Ha OMOMapKepuTe 3a OLIEHKA CTEIEeHTa Ha PUCKa
OT CBPIEYHO-CHJOBA CMBPT KAakTO INpU OOJHM C C XPOHHMYHA 3aCTOWHA ChbpJEYHa
HegoctarbuyHOCT (X3CH), Taka W npu OOJHU, XOCHUTAIM3UPAHH C O0OCTpEeHa 3acTOMHA
XpoHuuHa cbpjaeyHa HemoctarbuHocT (O3- XCH). Hsxou Ouomapkepu, Kato
HarpuypetnuauTe nentuau (BNP u NT-proBNP), ocBeH karo HaieXIHU TpencKa3Baily
dakropu Ha ObJIENIN CHOUTHS BbB BCUYKU €TAalM Ha ChpjedHara He- goctarbuHocT (CH),
HAMUpPAT TPUIIOKEHHE W B OIlleHKara e(eKTUBHOCTTa Ha sedeHuero Ha CH. B
npoyuBaHeto ADHERE (Acute Decompensated Heart Failure National Registry) mpu
nanueHT cbe croitHoctd Ha BNP nHag 1730 pg/ml 6onHuyHaTa CMBPTHOCT € moBede oT 2
OBTH TI0-BHCOKA, B CPaBHEHHE ChC CMBPTHOCTTA Tpu OomHM c¢bec CH um cToiiHOCTH Ha
BNP<430 pg/ml. MenukameHTHTE, KOUTO MOI0OPSBAT MPEKUBIEMOCTTA MPU OOJHUTE ChC
CH, namasnsiBaT CTOMHOCTUTE HAa Ha- TPUYPETHUHUTE NenTuau. Harpuypetuunure nentuam
Ha HACTOSIIMS €Tall ca 3JIaTeH CTaHaapT B OuoxumuyHara nuarHoctuka Ha CH. Ocen
ounenka Ha texecrra Ha CH um mporHo3ara Ha OonmHHTE, OOEKT HAa MPOYYBAHUS Ca M
OuoMapkepu 3a OCHOBHHMTE TATOTEHETHYHHM MEXaHM3MH Ha HACTBIIBAaHETO U
nporpecupaiero Ha CH  (HeBpoXOopMOHaj Ha  akTHBAalUs, MHOKapAeH CTpec,
eKCTpalenyTapHO peMoeupaHe, KOMOPOUIHOCT).

KnrouoBu gymu:cbpieuHa HEIOCTaTbYHOCT, 000CTPEHA XPOHUYHA Chp/CUHA
HEJ0CTaTbYHOCT, pUCK, IporHo3a NT-ProBNP

IIyOoiukannu HeCBbP3aHU € TUCEPTAIUOHHUS TPY/

A.Nikolov, A. Blazhev, M. Tzekova, K. Kostov, N. Popovski. LIPID INDICES,
ELASTIN TURNOVER AND THE DEVELOPMENT OF MICROVASCULAR
COMPLICATIONS — A STUDY IN DIABETIC PATIENTS WITH ARTERIAL
HYPERTENSION. Acta Medica Bulgarica 2019 Vol. XLVI, 1: 21-27 (SJR-0,138) ISSN:
0324-1750.

Abstract. Background and Aims: An important factor in the development of vascular wall
lesions is the degradation of the elastic [Tber major protein — elastin. Elastin peptides
(EDP) derived from this degradation are present in the circulation and are a stimulus for
the production of anti-elastin antibodies (AEAbs) IgM, IgG and IgA. The aim of this
study was to investigate the possible association between AEADs, lipid indices and the
develop- ment of microvascular complications. Material and Methods: Sera of 93 patients
with type 2 diabetes mellitus (T2DM) and arterial hypertension (AH) were investigated
(mean age 61,4 = 11,3 years, diabetes duration 9,88 + 3,12 years; hypertension duration
9,28 + 4,98). ELISA was used for determination of anti-elastin antibodies. These levels
were compared to serum AEADs in 42 age- and sex-matched controls. Diabetic patients
were divided in two groups according to the presence — Group 1 (n = 67) or absence —



2.

Group 2 (n = 26) of microangiopathy. The lipid profile and lipid indices (log TG/HDL,
LDL/HDL, TC/HDL and TG/HDL) were also studied. Results: Patients with T2DM and
AH showed statistically signi‘icant higher levels of serum AEADbs IgA than healthy
controls — 0,338 (0,133+0,452) vs. 0,006 (0,052+0,068) (KW = 19,54; P < 0.0001). Group
1 showed statistically signiZicant higher levels of AEAbs IgA than patients without
microangiopathy — 0,353 (0,173+0,471) vs. 0,235 (0,098+0,377) (W = 3,36; p = 0.05) and
healthy controls — 0,353 (0,173+0,471) vs. 0,006 (0,052+0,068) (W = 20,37; p < 0,0001)
(0.37 £ 0,03 vs. 0.06+0.01) (p = 0.0001). Patients from Group 2 showed signillcantly
higher levels of AEAbs IgA than controls 0,235 (0,098+0,377) vs. 0,006 (0,052+0,068)
(KW = 8,54; P =0.003). AEADs IgA showed correla- tion with insulin dose (r = -0.35); (p
= 0.01), SBP (r = 0.31); (p = 0.001), HbAlc (r = 0.21); (p = 0.04), BMI (r = 0.22); (p =
0.01). AEADbs IgA correlated with log TG/HDL (r = 0.28); (p = 0.001), LDL/HDL (r =
0.22); (p = 0.01) TC/HDL (r = 0.22); (p = 0.01) and with TG/HDL (r = 0.15); (p = 0.05).
Conclusion: Our study proved a relationship between elevation of AEAb IgA, high lipid
indices and the development of microvascular complications in patients with type 2
diabetes mellitus and arterial hypertension.

Key words: diabetes mellitus, arterial hypertension, anti-elastin antibodies (1gG, IgM,
IgA), microangiopathy, lipid indices

Asparuh G. Nikolov, Maria L. Tzekova, Alexander M. Blazhev, Konstantin M. Kostov,
Nikola K. Popovski, Teodor V. Drenovski. Serum Levels of Angiotensin Il and Tissue
Inhibitor of Matrix Metalloproteinase-3 in Patients with Heart Failure and Essential
Hypertension. Journal of Biomedical and Clinical Research. Vol.12 Number 1,
Supplement 2, 2019, 39 (ISSN: 1313-9053)

Summary Angiotensin Il (All), the central product of the renin-angiotensin system is well-
known to cause potent increases in systemic and local blood pressure. Recent data have
shown that the tissue inhibitor of metalloproteinases-3 (TIMP- 3) preserve arterial
extracellular matrix (ECM) in response to All. Arterial hypertension (AH) is a leading
cause for heart failure with mid- range ejection fraction (HfmrEF). We aimed to measure
the levels of All and TIMP-3 in sera of patients with AH and HFmrEF and controls. We
examined 56 patients with AH and HfmrEF (mean age 65.62+9.69), and 22 age and sex-
matched healthy subjects (mean age 56.4+5.53). Forty-one patients had hypertension-
mediated organ damage (heart damage-21, brain damage-6, kidney damage- 10, eye
damage-4), and 15 were without organ damage. The patients were divided into two
subgroups: subjects with left ventricular hypertrophy (n=32); (HFmrEF+LVH), and
subjects without left ventricular hypertrophy (n=24); (HFmrEF-LVH). ELISA was used
for measuring All and TIMP-3. Patients with HFmrEF-LVVH showed higher levels of
TIMP- 3 — 7.747 (1.219+16.725) than HFmrEF+LVH - 4.693 (2.062+10.463);
(KW=0.48; p=0.48) and healthy controls — 6.460 (1.007+12.520); (p>0.050), but not
significantly. Patients with HFmrEF+LVH showed statistically significantly higher levels
of AIl: 8.533 (1.477+13.009) than HFmrEF-LVH 1.333 (0.477 6.932) and healthy
controls — 1.539 (0.274 5.218); (KW=3.48; p=0.04). All correlated with TIMP-3 (r=-0.50;
p=0.001), hypertensive cerebrovascular damage (r=0.57; p=0.001), DBP (r=0.30;
p=0.050), stage of AH (r=0.47; p=0.001); CK-MB (r=0.42; p=0.002) and uric acid
(r=0.35; p=0.020). TIMP3 correlated with the grade of AH (r=0.85; p=0.020), and the
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stage of AH (r=-0.52; p=0.050). Our data suggest an association between changes in
serum levels of All and TIMP-3. In summary, we provide evidence that All/TIMP3
interaction plays a role in the development and progression of LVH in patients with heart
failure with mid- range ejection fraction.

Key words: Angiotensin I, Tissue Inhibitor of Matrix Metalloproteinase-3, Heart Failure,
Essential Hypertension.

Nikolov A, Tzekova M, Kostov , A. Kostadinovska A., Blazheva S. ASSOCIATION
BETWEEN THE ANGIOTENSIN II/ANGIOTENSIN (1-7) IMBALANCE AND LEFT
VENTRICULAR HYPERTROPHY IN PATIENTS WITH HEART FAILURE.
ANGIOTENSIN RATIO AND LEFT VENTRICULAR HYPERTROPHY IN HEART
FAILURE. ACTA MEDICA BULGARICA, 3,2021, VOL. XLVII,:12-18, ISSN:
3241750. (IF - 0,204).

Abstract. Introduction: Angiotensin Il (Angll) and angiotensin-(1-7) [Ang-(1-7)] are key
components of the renin angiotensin system (RAS). They exhibit counter-regulatory eects
in the systemic circulation, as well as in tissues important for cardiovascular regulation.
Aim: To investigate the association between the Angll/Ang-(1-7) balance and left
ventricular hy- pertrophy (LVH) in patients with heart failure and mid-range ejection
fraction (HFmrEF). Ma- terial and methods: 56 patients with HFmrEF were included,
with a mean age of 65.62 + 9.69 years and 22 age- and sex-matched healthy subjects, their
mean age - 56.4 + 5.53 years. The patients were divided in two subgroups: subjects with
left ventricular hypertrophy (n = 32); (HFmrEF+LVH) and subjects without left
ventricular hypertrophy (n = 24); (HFmrEF- LVH). Angll and Ang-(1-7) levels were
measured with an ELISA kit. Results: Patients with HFmrEF+LVH showed signicantly
higher levels of Angll: 8.53 pg/mL (1.47 + 13.0) than HFmrEF-LVH — 1.33 pg/mL (0.47
+ 6.93) and healthy controls — 1.53 pg/mL (0.27 = 5.21); (KW = 3.48; p = 0.04). There
was no signicant dierence between Ang-(1-7) levels in all pa- tients compared to controls
(p > 0.05). Angll/Ang-(1-7) ratio was signicantly higher in all pa- tients than controls:
3.81 (2.03 + 6.66) vs. 1.5 (0.93 + 2.06) (KW = 18.68; p < 0.001). Patients with
HFmrEF+LVH showed statistically higher Angll/Ang-(1-7) ratio compared with controls
(4.7 vs. 1.5). Moreover, subjects with LVH showed the highest Angll/Ang-(1-7) ratio
among all particpants in the study. The Angll/Ang-(1-7) ratio correlated with LVH (r = -
0.39; p = 0.03), DBP (r = 0.25; p = 0.04), HDL (r = 0.33; p=0.01), SBP (r=0.34; p =
0.01). Conclusion: Our study showed an association between Angll/Ang-(1-7) ratio,
blood pressure and LVH. The imbalance between Ang-11 and Ang-(1-7) could contribute
to the mechanisms determining LVH in HFmrEF. Further studies are warranted to clarify
whether evaluation of serum Ang-11/ Ang-(1-7) ratio could predict LVH development in
patients with HFmrEF.

Key words: heart failure, arterial hypertension, angiotensin, left ventricular hypertrophy,
renin an- giotensin system

Nikolov A, Tzekova M, Kostov , A. Kostadinovska A., Blazheva S. Association between
atherogenic index of plasma and left ventricular hypertrophy in patients with chronic
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heart failure with mid- range ejection fraction. Original scientific article. Medicina
flumenesis, 2022, Vol. 58, No. 1, p. 61-71. doi: 10.21860/medflum2022_271160.

Abstract. Aim: The aim of the present study was to investigate whether an association
between lipid indices- atherogenic index of plasma (AIP), Castelli Risk Index | (CRI-I),
Castelli Risk Index Il (CRI-II) and triglyceride index (TGL-index) and the development of
left ventricular hypertrophy exists in patients with heart failure with mid-range ejection
fraction (HFmrEF). Material and methods: The study involved 56 patients with HFmrEF and
normal lipid profile, median age 64 (47-84) and 22 healthy subjects, median age 58 (51-69).
The patients were divided in two subgroups: subjects with left ventricular hypertrophy
(n=32); (HFmrEF+LVH) and subjects without left ventricular hypertrophy (n=24); (HFmrEF-
LVH). The lipid profile was measured by laboratory, while lipid indices were calculated,
using the established formulas. Results: There was not statistically significant difference
between the lipid indices in patients with heart failure with mid-range ejection fraction
compared to healthy controls (p>0.05). HFmrEF+LVH patients showed statistically
significantly higher values of atherogenic index of plasma than HFrEF-LVH patients: 0.16
(0.05+0.37) vs. 0.04 (0.01+0.11); (KW=5.80; p=0.02). TC/HDL, LDL/HDL and TG/HDL
values were not significantly higher in HFmrHEF+LVH than HFmrEF-LVH patients: 4.8
(3.98+5.75) vs. 4.49 (3.58+5.63); 2.91 (2.1+4.0) vs. 2.9 (2.5+4.25) and 1.36 (1.11+2.08) vs.
1.13 (0.9+1.53), respectively (p>0.05). No significant gender differences between lipid
indices were found. Atherogenic index of plasma showed correlation with LVH (r=0.45;
p=0.01) and interventricular septum thickness (r=0.55; p=0.002). Conclusion: Our findings
show an association between atherogenic index of plasma and LVH in patients with HFmrEF
with normal lipid profile. Further studies are warranted to confirm whether determination of
AIP may be used for monitoring development and progression of left ventricular hypertrophy
in heart failure with mid-range ejection fraction.

Key words: heart failure; hypertrophy, left ventricular; lipids

5.Giugliano, R.P., Ruff, C.T., Braunwald, E.,...Waseem, M., Grammer, M. ENGAGE
AF-TIMI 48 Investigators. Edoxaban versus warfarin in patients with atrial
fibrillation. New England Journal of Medicine, 2013, 369(22), pp. 2093-2104. Citations
4,347

Abstract

Background: Edoxaban is a direct oral factor Xa inhibitor with proven antithrombotic
effects. The longterm efficacy and safety of edoxaban as compared with warfarin in
patients with atrial fibrillation is not known.

Methods: We conducted a randomized, double-blind, double-dummy trial comparing two
once-daily regimens of edoxaban with warfarin in 21,105 patients with moderate-to-high-
risk atrial fibrillation (median follow-up, 2.8 years). The primary efficacy end point was
stroke or systemic embolism. Each edoxaban regimen was tested for noninferiority to
warfarin during the treatment period. The principal safety end point was major bleeding.
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Results: The annualized rate of the primary end point during treatment was 1.50% with
warfarin (median time in the therapeutic range, 68.4%), as compared with 1.18% with
high-dose edoxaban (hazard ratio, 0.79; 97.5% confidence interval [CI], 0.63 to 0.99;
P<0.001 for noninferiority) and 1.61% with low-dose edoxaban (hazard ratio, 1.07; 97.5%
Cl, 0.87 to 1.31; P=0.005 for noninferiority). In the intention-to-treat analysis, there was a
trend favoring high-dose edoxaban versus warfarin (hazard ratio, 0.87; 97.5% CI, 0.73 to
1.04; P=0.08) and an unfavorable trend with low-dose edoxaban versus warfarin (hazard
ratio, 1.13; 97.5% CI, 0.96 to 1.34; P=0.10). The annualized rate of major bleeding was
3.43% with warfarin versus 2.75% with high-dose edoxaban (hazard ratio, 0.80; 95% ClI,
0.71 to 0.91; P<0.001) and 1.61% with low-dose edoxaban (hazard ratio, 0.47; 95% CI,
0.41 to 0.55; P<0.001). The corresponding annualized rates of death from cardiovascular
causes were 3.17% versus 2.74% (hazard ratio, 0.86; 95% CI, 0.77 to 0.97; P=0.01), and
2.71% (hazard ratio, 0.85; 95% CI, 0.76 to 0.96; P=0.008), and the corresponding rates of
the key secondary end point (a composite of stroke, systemic embolism, or death from
cardiovascular causes) were 4.43% versus 3.85% (hazard ratio, 0.87; 95% CI, 0.78 to
0.96; P=0.005), and 4.23% (hazard ratio, 0.95; 95% CI, 0.86 to 1.05; P=0.32).

Conclusions: Both once-daily regimens of edoxaban were noninferior to warfarin with
respect to the prevention of stroke or systemic embolism and were associated with
significantly lower rates of bleeding and death from cardiovascular causes. (Funded by
Daiichi Sankyo Pharma Development; ENGAGE AF-TIMI 48 ClinicalTrials.gov
number, NCT00781391.).

6. Paul M Ridker, M.D., Brendan M. Everett, M.D., Tom Thuren, M.D., Jean G.
MacFadyen, B.A., William H. Chang, Ph.D., Christie Ballantyne, M.D., Francisco
Fonseca, M.D.,Jose Nicolau, M.D., Wolfgang Koenig, M.D., Stefan D. Anker,
M.D., John J.P. Kastelein, M.D., Jan H. Cornel, M.D., et al.,for the CANTOS Trial
Group* List of authors. Antiinflammatory Therapy with Canakinumab for
Atherosclerotic Disease. N Engl J Med 2017; 377:1119-1131. Citations 4,327

Abstract

BACKGROUND

Experimental and clinical data suggest that reducing inflammation without affecting lipid
levels may reduce the risk of cardiovascular disease. Yet, the inflammatory hypothesis of
atherothrombosis has remained unproved.

METHODS

We conducted a randomized, double-blind trial of canakinumab, a therapeutic monoclonal
antibody targeting interleukin-1pB, involving 10,061 patients with previous myocardial
infarction and a high-sensitivity C-reactive protein level of 2 mg or more per liter. The
trial compared three doses of canakinumab (50 mg, 150 mg, and 300 mg, administered
subcutaneously every 3 months) with placebo. The primary efficacy end point was
nonfatal myocardial infarction, nonfatal stroke, or cardiovascular death.

RESULTS
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At 48 months, the median reduction from baseline in the high-sensitivity C-reactive
protein level was 26 percentage points greater in the group that received the 50-mg dose
of canakinumab, 37 percentage points greater in the 150-mg group, and 41 percentage
points greater in the 300-mg group than in the placebo group. Canakinumab did not
reduce lipid levels from baseline. At a median follow-up of 3.7 years, the incidence rate
for the primary end point was 4.50 events per 100 person-years in the placebo group, 4.11
events per 100 person-years in the 50-mg group, 3.86 events per 100 person-years in the
150-mg group, and 3.90 events per 100 person-years in the 300-mg group. The hazard
ratios as compared with placebo were as follows: in the 50-mg group, 0.93 (95%
confidence interval [CI], 0.80 to 1.07; P=0.30); in the 150-mg group, 0.85 (95% CI, 0.74
to 0.98; P=0.021); and in the 300-mg group, 0.86 (95% CI, 0.75 to 0.99; P=0.031). The
150-mg dose, but not the other doses, met the prespecified multiplicity-adjusted threshold
for statistical significance for the primary end point and the secondary end point that
additionally included hospitalization for unstable angina that led to urgent
revascularization (hazard ratio vs. placebo, 0.83; 95% CI, 0.73 to 0.95; P=0.005).
Canakinumab was associated with a higher incidence of fatal infection than was placebo.
There was no significant difference in all-cause mortality (hazard ratio for all
canakinumab doses vs. placebo, 0.94; 95% ClI, 0.83 to 1.06; P=0.31).

CONCLUSIONS

Antiinflammatory therapy targeting the interleukin-1p innate immunity pathway with
canakinumab at a dose of 150 mg every 3 months led to a significantly lower rate of
recurrent cardiovascular events than placebo, independent of lipid-level lowering.
(Funded by Novartis; CANTOS ClinicalTrials.gov number, NCT01327846. opens in new
tab.)

7. ASSOCIATION BETWEEN SERUM ANGIOTENSIN Il TO ANGIOTENSIN-(1-
7) RATIO AND HIGH DENSITY LIPOPROTEIN IN CHRONIC HEART FAILURE
A. Nikolov, M. Tzekova, K. Kostov, A. Kostadinovska, S. Blazheva, Atherosclerosis
331 (2021) e-56 €e293. ISSN: 1567-5688 (IF-3.968).

Background and Aims: Studies suggest up-regulation of different components on renin-
angiotensin system (RAS) and atherosclerosis. Relatively little is known about lipids'
interaction with RAS in heart failure (HF). Angiotensin Il (Angll) and angiotensin-(1-7)
[Ang-(1-7)] are key RAS components. The aim of our study was to investigate a possible
association between Angll, Ang-(1-7) and serum lipids in chronic heart failure.

Methods: 56 patients with chronic HF with midrange ejection fraction (HFmrEF) were
examined, mean age 65.62+9.69 years, and 22 age and sex- matched healthy subjects,
mean age 56.4+5.53 years. Patients were divided in two subgroups: subjects with left
ventricular hypertrophy (n1/432), (HFmrEF+LVH), and subjects without left ventricular
hypertrophy (n1424), (HFmrEF-LVH). ELISA was used for measuring Angll and Ang-
(2-7) levels.

Results: Angll serum levels were significantly higher in patients compared to controls:
8.952 pg/mL (1.680+13.923) vs. 1.539 pg/mL (0.585+7.141) (p1/40.03). Patients with
HFmrEF+LVH showed statistically significant higher levels of Angll: 8.533 pg/mL
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(1.477+13.009) than HFmrEF-LVH 1.333 pg/mL (0.477+6.932) and healthy controls
1.539 pg/mL (0.274+5.218); (KW143.48; pl40.04). There was not statistically
significant difference between Ang-(1-7) levels in patients compared to controls (p>0.05).
Angll/ Ang-(1-7) ratio was statistically significantly higher in patients than con- trols:
3.81 (2.03+6.66) vs. 1.5 (0.93+2.06) (KW1418.68; p<0.001). Angll/ Ang-(1-7) ratio
showed correlation with DBP (r1/40.25; pl/40.04), LVH (r1/4- 0.39; p1/40.03), HDL
(r1/40.33; p1/40.01) and SBP (r1/40.34; p1/40.01). Linear regression was performed.
Conclusions: Our data show an association between Angll/Ang-(1-7) ratio and HDL in
HF. A possible relationship is suggested between RAS and HDL in HF. Further studies
are needed to clarify the mechanisms underlying RAS interaction with dyslipidemia in
HF.

Key words: renin-angiotensin system, atherosclerosis, heart failure, Angiotensin II,
angiotensin-(1-7)

8. A. Nikolov , M. Tzekova , K. Kostov , N. Popovski . CIRCULATING SERUM
MARKERS OF COLLAGEN TYPE Il SYNTHESIS IN HIGH ATHEROGENIC
RISK PATIENTS WITH HEART FAILURE AND CORONARY ARTERY
DISEASE. Atherosclerosis,315 (2020),(108-281):241, ISSN:1567-5688 (1F-3.968)

Background and Aims: Current study aimed to investigate whether circulating levels of
serum collagen 111 and | propeptides: N-terminal propeptide of collagen type 111 (PI1INP),
N-terminal propeptide of collagen type | (PINP) and C-terminal propeptide of collagen
type | (PICP) warrant further study as candidate biochemical markers for development of
left ventricular hypertrophy in high atherogenic risk patients with coronary artery disease
(CAD) and heart failure (HF).

Methods: 22 high atherogenic risk patients with heart failure with mid- range ejection
fraction (HFmrEF) and coronary artery disease (CAD) were examined, mean age
65.62+9.69 years, and 12 age and sex-matched healthy subjects, mean age 56.4+5.53
years. Patients were divided in two subgroups: subjects with left ventricular hypertrophy
(n1/414), (HFmrEF+- CAD+LVH), and subjects without left ventricular hypertrophy
(n1/48), (HFmrEF+CAD-LVH). Enzyme-linked immunosorbent assay (ELISA) was used
for measuring circulating serum levels of collagen type | and IIl propeptides- PIIINP,
PINP, and PICP.

Results: Serum levels of PIIINP in patients with HFmrEF+CAD+LVH were significantly
higher than PHINP in patients with HFmrEF+CAD-LVH (150,3£31,0 vs. 120,6+29,5
mg/L) (F1/46,47; p1/40,016) and healthy controls (108,5+27,3 mg/L) (p<0,01). There
were no statistically significant differ- ences between serum levels of PINP and PICP
(10,9+£3,8 vs. 10,5£2,9 mg/L) (p>0,05) and (10,4+3,3 vs. 10,1+2,5 mg/L) (p>0,05)
respectively.

9. A. Nikolov , M. Tzekova , K. Kostov , A. Blazhev , N. Popovski ASSOCIATION
BETWEEN SERUM ANTI-ELASTIN IGA ANTIBODIES LEVELS AND
HYPERTENSION TREATMENT AND CONTROL IN DIABETIC PATIENTS .
Atherosclerosis,315 (2020),(108-281):246, ISSN:1567-5688 (IF-3.968)
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Background and Aims: Elastin peptides (EDP) derived from elastin degradation are
present in the circulation and they are a stimulus for production of anti-elastin antibodies
(AEADs) IgM, 1gG and IgA. The aim of this study was to investigate for a possible
association between AEAbs and: (1) control of arterial hypertension in diabetic patients;
(2) development of microvascular complications.

Methods: Sera of 93 patients with type 2 diabetes mellitus (T2DM) and arterial
hypertension (AH) were investigated (mean age 61,4+£11,3 years, diabetes duration
9,88+3,12 years; hypertension duration 9,28+4,98). These values were compared to serum
AEADbs in 42 age and sex matched controls. Diabetics were divided in two groups
according to presence- Group 1 (nl467) or absence- Group 2 (nl426) of
microangiopathy. Results: Patients with microvascular complications showed
significantly higher levels of AEAbs IgA than Group 2- 0,353 (0,173+0,471) vs. 0,235
(0,098+0,377) (KW143,36; pl/40.05) and controls 0,353 (0,173+0,471) vs 0,006
(0,052+0,068) (KW 1/420,37; p<0,0001). AEAbs IgA showed correla- tion with insulin
dose (r1/4-0.35); (pl/40.01), systolic blood pressure (r1/40.31); (pl/40.001), HbAlc
(r1/40.21); (pl/40.04), BMI (r1/40.22); (p1/40.01). All diabetic patients (n1493) were
divided in two subgroups depending of data of blood pressure control. Levels of AEADs
IgA were statistically signifi- cantly higher in diabetics with inadequate blood pressure
control (nl/461) (1140/90 mmHg) than these with adequate control (n1/432) (130-139/80-
85mmHg): 0.381 (0,218+0,480) vs. 0,191 (0,131+0,344) (KW 1/44,69; p1/40,03).

Conclusions: Our study shows that elevation of AEADb IgA in diabetics with arterial
hypertension may indicate increased elastin degradation and development of vascular
complications. We suggest that AEADb IgA are associated with hypertension control in
diabetic patients.

10. Asparuh Nikolov, M Tzekova, K Kostov, A Blazhev,N Popovski. Association
Between Timp-3/Angiotensin 1l Profile and Cardiac Remodeling in Patients with
Essential Hypertension and Heart Failure with Mid-Range Ejection Fraction.
American Journal of Biomedical Science & Research 2019; Volume 4, Issue 1: 28-31
ISSN 2642-1747

Abstract

Background and Aims: Arterial hypertension (AH) is a leading cause for heart failure
with mid-range ejection fraction (HfmrEF). The aim of our study was to:

1. Measure levels of tissue inhibitor of matrix metalloprotease-3 (TIMP-3) and
Angiotensin Il (All) in sera of patients with AH and HFmrEF. 2. In sera of controls.
Material and Methods: 56 patients with AH and HfmrEF were examined, mean age
65.62+9.69; and 22 age and sex matched healthy subjects, mean age 56.4+5.53. 41 of
patients were with hypertension mediated organ damage and 15 were without. Patients
were divided in two subgroups- subjects with left ventricular hypertrophy (n=32);
(HFmrEF+LVH) and subjects without left ventricular hypertrophy (n=24); (HFmrEF-
LVH). ELISA was used for measuring All and TIMP-3.

Results: Patients with HFmrEF-LVH showed higher levels of TIMP-3: 7.747 (1.219-
16.725) than HFmrEF+LVH 4.693 (2.062-0.463); (KW=0.48; p=0.48) and healthy
controls 6.460 (1.007-12.520); (p>0.05), but not significantly. TIMP3 showed correlation
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with grade of AH (r=0.85; p=0.02) and stage of AH (r=-0.52; p=0.05); and PLVW (r=-
0.40; p=0.03). Patients with HFmrEF+LVH showed statistically significantly higher
levels of All: 8.533 (1.477-13.009) than HFMrEF-LvH 1.333 (0.477-6.932) and healthy controls 1.539
(0.274115.218); (KW=3.48; p=0.04). All correlated with TIMP-3 (r=-0.50; p=0.0001),
hypertensive cerebrovascular damage (r=0.57; p=0.0009), DBP (r=0.30; p=0.05), stage
with AH (r=0.47; p=0.001); CK-MB (r=0.42; p=0.002) and UA (r=0.35; p=0.02).
Conclusion: Our data suggest an association between changes in levels of TIMP-
3/Angiotensin 1l profile and cardiac remodeling. Determination of serum TIMP-
3/Angiotensin Il profile may be a useful method for monitoring of development and
progression of LVH.

Key words: Angiotensin 11, matrix metalloprotease-3, Arterial hypertension, heart failure

11. Asparuh Nikolov, Maria Tzekova, Alexander Blazhev, Konstantin Kostov , Ana
Kostadinovska and Nikolay Garev. Levels of Serum Matrix Metalloprotease-12 and
Tissue Inhibitor of Matrix Metalloprotease-3 in Patients with Essential Hypertension
and Heart Failure with Mid- Range Ejection Fraction.Research article. iMedPub
Journals www.imedpub.com Cardiovascular investigation, 2018, vol. 2: 2-23.

Abstract

IBackground: The aim of our study was to: determine levels of matrix
metalloprorease-12 (MMP-12)and tissue inhibibor of matrix metalloprotease — (TIM-
3) in patients with arterial hypertension and heart failure with mid- range ejection
fraction HFmrff and to compare their levels with health(] controls.

Methods: 56 patients with AH and HFmrEF were examined mean age 65,62+-9,69
(group 1) and healthy subjects [Jor controls (n=12)mean age 56,4+-5,53 (Group 2). 42
of patients were with hypertensive mediated organ damage and 15 were without.
ELISA was used for measuring MMP-12 and TIMP-3.

Results: Our results show correlation between serum TIMP-3 and MMP-12 levels and
grade of arterial hypertension in patients with HFmrEF. TIMP-3 and MMP-12 might
be eventually used as markers for control of AH. We suggest that MMP-12 and
TIMP-3are associated with development and progression of hypertensive mediated
organ damage.

Keywords: arterial hypertension, heart failure, extracellular matrix

12. A. Nikolov, M. Tzekova, K. Kostov, A. Kostadinovska, S. Blazheva.
ATHEROGENIC INDICES, ANGIOTENSIN IMBALANCE AND THE
DEVELOPMENT OF LEFT VENTRICULAR HYPERTROPHY IN CHRONIC
HEART FAILURE. Atherosclerosis 331 (2021) e-56 ee286. ISSN: 1567-5688 (IF-
3.968).

Background and Aims: Atherogenic indices are used to predict coronary artery disease
risk. Angiotensin Il (Angll) and angiotensin-(1-7) [Ang-(1- 7)] are key renin
angiotensin system (RAS) components. Increased Angll to Ang-(1-7) ratios may lead
to Angll over-activation and aggravate athero- sclerosis progression. The aim of our
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study was to investigate a possible association between atherogenic indices, Angll and
Ang-(1-7) in chronic heart failure (CHF).

Methods: 56 patients with CHF with midrange ejection fraction (HFmrEF) were
examined, mean age 65.62+9.69 years, and 22 age and sex-matched healthy subjects,
mean age 56.4+5.53 years. Patients were divided in two subgroups: subjects with left
ventricular hypertrophy (n1432), (HFmrEF+LVH), and subjects without left
ventricular hypertrophy (n1/424), (HFmrEF-LVH). ELISA was used for measuring
Angll and Ang-(1-7) levels. The lipid profile and atherogenic indices (log TG/HDL,
LDL/HDL, TC/HDL and TG/HDL) were also studied.

Results: Patients with HFmrEF+LVH showed significantly higher levels of Angll:
8.533 pg/mL (1.477+13.009) than HFmrEF-LVH 1.333 pg/mL (0.477+6.932) and
healthy controls 1.539 pg/mL (0.274+5.218); (KW 143.48; p1/40.04). There was not
statistically significant difference between Ang-(1- 7) levels in patients compared to
controls (p>0.05). Angll/Ang-(1-7) ratio was statistically significantly higher in
patients than controls: 3.81 (2.03+6.66) vs. 1.5 (0.93+2.06) (KW 1418.68; p<0.001).
Atherogenic indices logTG/HDL and TC/HDL were significantly higher in patients
than controls (p<0.05). LVH showed correlation with logTG/HDL (r1/40.32;
p1/40.03) and Angll/Ang-(1-7) (r1/4-0.39; p1/40.03).

Conclusions: Our data show an association between atherogenic index of plasma,
Angll/Ang-(1-7) ratio and LVH in CHF. A possible lipid interaction with RAS,
favoring LVH is suggested. Further studies are needed to clarify mechanisms by
which RAS cross-talk LVVH and atherosclerosis.

Key words: atherosclerosis, heart failure, angiotensin

13. Asparuh G. Nikolov, Maria L. Tzekova, Alexander M. Blazhev, Konstantin M.
Kostov, Nikola K. Popovski, Teodor V. Drenovski. Serum Levels of Angiotensin 11
and Tissue Inhibitor of Matrix Metalloproteinase-3 in Patients with Heart Failure and
Essential Hypertension. Journal of Biomedical and Clinical Research. VVol.12 Number
1, Supplement 2, 2019, 39 (ISSN: 1313-9053)

Summary Angiotensin Il (All), the central product of the renin-angiotensin system is well-
known to cause potent increases in systemic and local blood pressure. Recent data have shown
that the tissue inhibitor of metalloproteinases-3 (TIMP- 3) preserve arterial extracellular matrix
(ECM) in response to All. Arterial hypertension (AH) is a leading cause for heart failure with
mid- range ejection fraction (HfmrEF). We aimed to measure the levels of All and TIMP-3 in sera
of patients with AH and HFmrEF and controls. We examined 56 patients with AH and HfmrEF
(mean age 65.62+9.69), and 22 age and sex- matched healthy subjects (mean age 56.4+5.53).
Forty-one patients had hypertension-mediated organ damage (heart damage-21, brain damage-6,
kidney damage- 10, eye damage-4), and 15 were without organ damage. The patients were
divided into two subgroups: subjects with left ventricular hypertrophy (n=32); (HFmrEF+LVH),
and subjects without left ventricular hypertrophy (n=24); (HFmrEF-LVH). ELISA was used for
measuring All and TIMP-3. Patients with HFmrEF-LVVH showed higher levels of TIMP- 3 —

7.747 (1.219+16.725) than HFmrEF+LVH — 4.693 (2.062+10.463); (KW=0.48; p=0.48) and
healthy controls — 6.460 (1.007+12.520); (p>0.050), but not significantly. Patients with

HFmrEF+LVH showed statistically significantly higher levels of All: 8.533 (1.477+13.009) than
HFmreEF-LVH 1.333 (0.477 6.932) and healthy controls — 1.539 (0.274 5.218); (KW=3.48;
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p=0.04). All correlated with TIMP-3 (r=-0.50; p=0.001), hypertensive cerebrovascular damage
(r=0.57; p=0.001), DBP (r=0.30; p=0.050), stage of AH (r=0.47; p=0.001); CK-MB (r=0.42;
p=0.002) and uric acid (r=0.35; p=0.020). TIMP3 correlated with the grade of AH (r=0.85;
p=0.020), and the stage of AH (r=-0.52; p=0.050). Our data suggest an association between
changes in serum levels of All and TIMP-3. In summary, we provide evidence that All/TIMP3
interaction plays a role in the development and progression of LVH in patients with heart failure
with mid- range ejection fraction.

14. HukonoB A., LlekoBa M., KoctoB K., AramacoBa M., buaxeB A., Jlozanos JI.

Merabonuren cunapoMm. CeBpemeHHa Aehununms W dectora. Medical Magazine.
2018;52: 55. ISSN 1314-9709.

Pestome:  Tepmunure "merabonauteH cuHApoMm', "CHHApPOM ~Ha  HMHCYJIMHOBA
pesuctenTHoCT", "cuHapoM X" ce M3IMOJI3BaT 3a OINPEACIIIHEe Ha KOHCTENAIUs OT B3aUMHO
CBbp3aHM PUCKOBH (DAaKTOpU 3a pa3- BUTUE HA 3axXapeH IuabeT W CbpAECYHO-CHAOBU
3abonmsaBanus. Te3m puckoBu (akropu Hai-oOmo BrIouBar: 1. Jlucrmukemus 2.
Hucnunuaemusi3. Aprtepuanna xunepronus 4. Bucuepanen Ttum 3aTabCTSBaHE.
MenuurHckata Hayka OOMKHOBEHHO OIpENeNs CHHApOMa Karo “ChbBKYNHOCT® OT
CUMITOMHU U TPHU3HALIM, CBHP3aHU ChC CHOTBETHHSI OOJECTEH MPOILEC, ChCTaBISIBAMKU
3aeAHO KapTHHAaTa Ha naaneHo 3abomsBaHe. CrenuUYHUTE CHUMITOMH W TPU3HAIM
OOMKHO- BEHHO C€ NPUYUHSABAT OT €IMHHA TMOAJeXalla MaToJOorHs, M TIXHaTa
KOMOMHAIMs TeHepupa PUCK, KOMTO ce pas3inyaBa OT CymMara Ha OTIEJIHHU T€ YacTH.
HyxHM ca AONBIHUTENHM NpOy4YBaHMs 3a H3sACHsABaHE Ha: 1) Jlanu manueHTH cbe
3HaunreneH P® 3a CC3, TtpsabBa na ObJar OLIEHEHH 3a HalIU4yueTo Ha apyru PO 3a
pasBute Ha CC3. 2) Jlanu mauuMeHTH ¢ MPOMEHJIMBM OJM3- KM A0 cut point 3a HOpMma
TpsOBa J1a MOIy4aT KOHCYJITAlMs 32 MPOMSHA Ha HauMHA Ha KUBOT. 3) OKayecTBIABAHETO
Ha MalMeHTHUTE C TEPMUHA “MeTa0O0IMTEH CUHIPOM™ MOXKE J1a Ch3/1a/l€ BIICUATICHUETO, Ye
TON 0003HaUaBa MO-BUCOK PUCK OT HETOBUTE OT/AENTHU KoMroHeHTU- PD 3a CC3, unu, ue
noJIekaniara naro- gusuonorus e sicia. 4) Jlanu Bcuuku PO 3a CC3 tpsdBa ga Obaar
MHIUBUAYAIHO U arpeCUBHO TPETUPAHHU.

KintouoBn gymu: MeTa0OIUTEH CHHIPOM, 3axapeH Juader, ChbpAeYHO-ChIOBU
3a00JIsIBAaHUS. PUCKOBU (AKTOPHU , TUCITUIUIEMUS, apTepUalHa XUIEePTOHUS

15. Hukonos A., IlexoBa M., KoctoB K., JIozanos JI., /IpenoBcku T. ChBpeMeHHU
aKIICHTH B JICYCHUETO HA apTepuaiHaTa XUIEPTOHHS TPH MAIMEHTH ChC 3aXapeH

nuaber. MEJIMH®O. 2018;04:26-30. ISSN: 2603-4158.

Pestome: [lonacTosIieM ChllleCTBYBAT TUMUTUPAHU KOJTMYECTBA CBEJCHHUS 32 ONPEICIISTHE
Ha TouHuTe cToMHOCTH Ha AH mpu namuentu ¢ nquadetr. Hama RCTs,konto u3pudHo na
ca: JlIokyMeHTHpau TOBa JIajiu JIEYEHUE- TO, A0 LIeJ CUCTOJIMYHO KPBBHO Ha- jisirane <140
mmHg cpenty mo-BUCOKH CTOMHOCTH, MOA0OPSIBA KIMHUIHUTE PE3YJITAaTH TIPH MAUCHTH
c xumepToHusi U auabeT. J[MPEeKTHO OlEHEHW KIMHWYHU PE3yll- TaTH, CBBP3aHHU ChC
CAH<130 mmHg. Benpeku ToBa JaBa BHUCOKOKAYECTBEHU CHUCTEMAaTU4YHU MpeErveaa Ha
RCTs mnoakpe- nar nopabpxkaHeto Ha CAH<140 mmHg. Mma MmHOro manko wimm
HenocTbiHU RCT nokasarencTsa, moakpensimy crienu- puden mpar 3a JIAH 3a Hagano Ha
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dapmakonmornyna tepamus. Hskxonko RCT, BxmouBamu HOT (Hypertension Optimal
Treatment), UKPDS (UK Prospective Dia- betes Study) u ABCD (Appropriate Blood
Pressure Control in Diabetes) npoyuBanus, ca 4ecTo IMTHPAHH 3a MMOJKPEIa Ha 11ejl- Ta 3a
no-uucko JIAH (<85 wmm 80 mmHg) 3a Bb3pacTHU ¢ XurnepToHus U auader. Bourpekn
TOBA T€3U IPOYYBAHMSI Ca IPOBEIECHU, KOTaTo TUAarHOCTUYHUTE KpU- TEPUU 3a AHAOET ca
OWJIK MO-KOHCEpBa- THBHH, B CPAaBHEHHUE C TOBA, KOETO Ca JIHEC — HHMBAa Ha IIIOKO3a Ha
magHo >140 mg/dL (7.8 mmol/l), nokaro auec e mpu- era >126 mm/dL (7.0 mmol/l).
[Ipu BB3pacTHH manueHTH cbC 3J[ 1 AX aHTUXUIIEPTEH- 3UBHOTO JICUEHHE TPsAOBa J1a
3aroyYHe MPU CTOMHOCTU Ha KpbhBHOTO Hamsrane oT 130/80 mmHg munm mo-Bucoko. DBP:
IlenTa Ha JIeYEeHHETO € MOHMKaBaHEe Ha KpbBHOTO Haysrane moxa 130/80 mmHg. Ipu
Bb3pacTHU manueHTH cbe 3 u AX c¢ nmammume Ha B-NR anOymunypust TpsioBa ma ce
npenesupa npennucaneto Ha ACE-unxuburtopu unu APb 6mokepu.

KitouoBu nymu: aprepuaina Xunepronus, 3axape nuader, ACE-unxuburopu

16. IlexoBa M., Kocros K., HukonoB A. MeniIMHCKN CTAaHAAPTH 38 KAPJHOIPEBEHIIHSL.
Medical Magazine. 2018;55: 14-18. ISSN 1314-97009.

B kapuonpeBeHnusTa ce akIEHTUpPA KaKTO BbPXY MOCTUraHE HAa MPUILIETHUTE CTOMHOCTH
Ha LDL-C B orhenHuTe PUCKOBM IpYIH, Taka M BBPXY MOJABPKAHE HAa ONTUMAIHU
CTOMHOCTH Ha apTEpUAIHOTO HaJSTaHe U BbPXY OOLIUTE NMPENOpPBKU 3a 3/paBOCIOBEH
HauuH Ha XUBOT. OCHOBHO MSCTO B CBBPEMEHHAarTa CTpaTrerus 3a KapIUONPEBEHLUs
3aeMaT W IpPOMSHAa B HAuyMHA HA JKUBOT, 3/PAaBOCIOBHO XpaHEHE, MOAJbp)KaHE Ha
HOPMaJIHO TEJIECHO TENIO M €KEIHEBHA JIBUraTejiHa akTUBHOCT. IIpn kIMHMYHO 31paBu
xopa CC puck e pe3ynrar OT MHOXXECTBO (DaKTOpH, KOETO € OCHOBAaHHUE 3a TOTAJICH MOIXO]]
B npeBeHiuaTa. SCORE, ckanara ¢ kosito ce oneHsBa 10-ronuimHUAT puck 3a (araiHo
CC3 ce npenopbuBa kato 0a3a 3a TepaneBTH4eH noaxof. [IpenmopbuBa ce BaauaAUpaHUAT
nokasieH SCORE npu xopa Han 40-rogumHa Bb3pact. [Ipy uHAMBUIN ¢ BUCOK U MHOTO
BHCOK PUCK € HeoOX0oauMo HezabaBHa Kopekuus Ha PD. [Tpu mo-muaau xopa, KOMTO ca ¢
HUCBK a0COJIIOTEH PUCK, MOXKE J1a € Ha JIMIIE MHOTO BUCOK PEJIaTUBEH PUCK - U3MO0J3Ba Ce
CKaJla 3a peJaTUBEH PUCK M CE OIpeles TSAXHaTa “‘puckoBa Bb3pacT. Hali-BaxkHara rpyma,
KOSITO TPsIOBa Ja ce TecTBa 3a (DaMIIIHA XHUIIEPXOJIeCTepoieMUsl M TpsOBa Jla ce TpeTHpa
ChC CTaTHHH, ca xopara <50 r. ¢ ¢amuiHa aHamHe3a 3a paHHa MBC (¢ poacTBeHHK OT
nbpBa JuHUS ¢ paHHO CC3: mbke <55 romunu u xeHu <65 roaunu). Bw3pactra e
JOMUHUPALUAT ChPJIEYHO-Ch0B PD 1 moBede OoT Mo-Bb3pacTHUTE XOpa Ha Bb3pacT Ha U
HaJ 65 TOAWHM ca C BUCOK WM (MHOTO BHCOK) pucK. OcOOeHO TIpH Xopara B HampeaHaza
BB3pacT, KOHTpobT Ha PD e cnopen. IIpenopbkure 3a xkoHTpon Ha PP mpu xopara B
HampeHaua Bb3pacT He ca TOJKOBAa CTPUKTHHU U TpsiOBa BHUMATENHO Jia c€ MpociensBar
JICYCHUETO M CTPAaHUYHUTE epeKTH. braronpusTHUTE pe3ynTaru oT KoHTposna Ha PO npu
XOpara B HalpeaHaja Bb3pacT He ca KaTerOpUYHO JOKa3aHH.

KitouoBu nymu: xunepxomnecteposieMus, (paMuIHa XUIEPXOIECTEPOTIEMUS,ChPACUHO
CBHJIOB PUCK, CTAaTUHH

17. M. IlexoBa, K. KoctoB, A. HukonoB. ChBpeMeHHO JICUCHUE HA TUCITUTIAIEMUNTE.
MEJIUH®O, 6p.5, 2019,cTp. 50-53. ISSN: 2603-4158.
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Pestome: Haii-mogxoasny moaxoa 3a oTkpuBaHe Ha DX € KacKaJHUAT CKPUHUHT Ha
YJICHOBE Ha CEMEWCTBOTO Ha BEY€ JIUMArHOCTULMPAHM cilydau. Te3u ciyyau Morar na
ObJaT OTKPUTH 4Ype3 OMOPTIOHHUCTUYHU WM NPULIETHH CUC- TEMaTUYHU CKPUHUHTH,
Haco4YBaHW OT (haMUITHATAa MCTOPHS 3a MpeKIeBpeMeHHO pa3Butue Ha KADB, u xumep-
XOJIECTEPOJIEMUS CpPell MAIMEHTH Ha Bh3pacT <55/60 rogunu npu mbxke/ xeHu ¢ KADB B
Ooomanunu ycioBusi; DLCN kputepuute TpsiOBa Ja ce HW3MON3BAT 3a TOCTaBSHE Ha
KJIMHUYHA JMarHo3a. YHHUBEPCAJIeH CKPUHUHI MpH Jlela 4ecTo € OWil mpearaH, HO
3acera € npuioxeH camo B ClOBEeHHs NpU Jela Ha Bb3pacT 5 roguHu. 3a jAa ca
MaKCUMaJIHO €(EeKTUBHU KAaCKaJHUTE CKPUHUHTU, Te TpsAOBa Ja ca CHCTEMaTH4YHU,
LIEHTPAJTHO KOOPAMHUPAHW B CIECLUUAIU3UPAH WEHTHP W TNPOBEICHHU, H3MOJI3BANKU
KOMOMHAIMS OT JMIMIHU IJIa3MEHU NpOoQUIM M TEHETUYHH TecToBe. B ciywail ue
MpUYMHEHAaTa MyTalldsl € HEeTO3HaTa WK HAMa Bb3MOXXHOCT 332 T€HETUYHHU M3CIIEABaHUS,
CKPUHUHI'BT MOXeE Ja ObJie MPOBEICH CamMO 4Ype3 JHIHUIHUTE IUIa3MEHH MPOQIIIH.
Kackagnute TectoBe mpu ceMelcTBa C IMO3HATa NMPUYUHEHA MYTAIUs ca MPOBEXKIAHU
3HAYUTETTHO YCHEIIHO B XOJAaHIUS B MOCIETHUTE 15 TOIMHU C moMoINTa Ha O0ydyeHU
u3cnenoBarenu B cdepara Ha TeHeTWkara. [7aBHara men Ha Tepanusrta ¢ LDL
XOJIECTepOIbT M HaMalsiBaHE- TO Ha CBPIAEYHO-ChIOBATa M 0OIIaTa CMBPTHOCT,
MIPABOIPOIIOPIIMOHAIIHO Ha cTeneHTa Ha pexaynupanero Ha LDL. Bcecekm 1 mmol/L
HaMaJIeHHe Ce acolUUpa ChC ChOTBETHUTE 22% Ha- MaJieHHue Ha ChPACYHO-ChJI0BA CMBPT-
HocT M 12% HamaneHue Ha oOIiara CMBPTHOCT 3a 5 roguHu. Benukn HenexkyBanu ¢ @X
Haj 40-ronuinHa Bh3pacT TpsOBa Aa MOMaaHaT B TpylaTa Ha MAlMEHTUTE C MHOTO BHUCOK
Kap/MOBacKyJlapeH pHUCK, Thil kKaTo Te ca Ouim ¢ BUcoku HUBa Ha LDL xonecrte- poin omie
OT CaMOTO paXKJaHe.

KarouoBu AYMU: XOJICCTCPOJI, (I)aMI/IJ'IHa XUIICPXOJIECTCPOJICMHA, KACKAACH CKPUHUHT

18. M. IlexoBa, K. KoctoB, A. Hukonos. /[BoiiHa aHTUTpOMOOIMTHA Tepamus MpU
koponapHa 6onect. PRO MEDIC,2019, rox.. 1, 6p.1, ctp. 3-8. . ISSN: 1024-8919.

Pestome: Ha 0Ga3ara Ha ronsiMm Opoil KIIMHUYHM MPOYYBaHUs, IPe3 MOCIEAHNUTE TOJUHU B
KJIIMHUYHATA MTPaKTHUKa HABJIsI30Xa HOBM AHTHATPETaHTH, HACTBIIMXA MPOMEHH OTHOCHO
MPOABJIKUTCIIHOCTTA Ha JICHCHUETO C HBOfIHa AHTHArperaiTHa Tcparus CJICI MUOKApACH
nHOapKT, MOIUHIIMpaxa ce HHIUKAIIMUTE 3a MPIIOKEHUE Ha JIBOWHATA aHTHarperaHTHa
Tepanus U MEepOPATTHATE aHTUKOATYJAAHTH NpU nanueHTd ¢ MU u npeacspiHO MBXKIECHE.
N360pbT Ha  aHTUTPOMOO3HHTE MEIMKAMEHTH, KaKTO W  KOMOMHAIMUTE |
NPOAB/DKUTCIIHOCTTA HaA )IBOI\/'IHaTa aHTI/ITpOM6OHI/ITHa TEparusd 3aBUCAT OT KJIMHHUYHATa
curyanusi ( crabuiiHa KOpoHapHa OOJIECT, OCTbp KOPOHApEH CHHJIPOM), CIEIIHOCTTa M
BHJa Ha nponeaypara, CTCIICHTAa Ha HMCXCMHUYHHSA PUCK U CTCIICHTA Ha XEMOpAarudHus
PHUCK IIPY KOHKPETHUS NAIUEHT.

KirrouoBu nymMu: aHTHAarperanTu, puck, OCTbp KOPOHAPEH CUHAPOM

19. A. Huxkonos, M. LlekoBa, K. KocToB. AKTyaHU NpenopbKy 3a OLEHKa Ha pUCKa U
nuartosa Ha ¢pamuiaHa xunepxonecteponemus. MEJIMH®O, 2019, 6p.1, ctp.6-8.
ISSN: 2603-4158.
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Pestome: [lmarnozara nHa Qamunnara xunepxosecteposnemus (DX) ce ocHoBaBa Ha meT
ocHOBHU Kputepus:@amunna ucropus; KNMHUYHM NaHHU 32 NPEXJIEBPEMEHHA KOpOHApHa
aprepuanna oosect (KAB); [Ipernen u u3cienBane 3a KCAHTOMH W KOpHeaseH apkyc; MHOro
Bucok LDL xonecrepoi npu Hiakonko uscnensanus; [Ipu Mmyranuu noKa3aHu OT MEIULUHCKU
TEHETULH.

Bropuunute npuynHM 3a XUIEPIUNUAEMUS TpsOBa fa ObJaT OTXBBPICHH Ype3 U3CIICABaHE
Ha 4YepHOAPOOHM eH3MMH, ObOpeyHa (YHKIUS M XOPMOHM Ha IIUTOBUAHATAa Xie3a. B
JOI'BJIHEHHE KbM MMOCTPOSBAHETO Ha (PaMHIIHO POAOCIOBHO IBPBO, € HYXKEH M CHCTEMAaTHUeH
mperfies 3a Haluyue Ha CYXOXKWIHM M TyOEpO3HM KCAaHTOMHM M KOpPHEaJeH apKyc.
Conorpadckara oleHKa Ha aXHJIECOBOTO CYXOXKHJIME TIOBHIIIABA Bh3MOKHOCTTA 32 OTKPHBAaHE
Ha KCAaHTOMHU. BbIpeku ye TOTaTHUAT cepyMeH XojecTepos € >8 mmol/L (>6 mmol/L npu
nena), HuBata Ha Tpuruiepuaute 1 HDL ca nmo npunuun He3abenexxumu. Hamuumero Ha
TPUDIMIEPUAEMUS ~ HE  M3KiIouBa  auarHosara @X.  JIlpyrute  nOpuyMHH 32
XUMEePTPUITUIEpUIeMusl 0b6aue TpsaOBa na ObAaT OIEHEHHU M JEKYyBaHU MPU HEOOXOIHUMOCT.
Kpurepunre Ha DLCN (Dutch Lipid Clinic Network) ca mpenopbumTenHu, 3a ga ce
ycTaHOBHM KiIMHHWYHATa auarno3a 3a ®X. Cpen cyOektu ¢ JeUHHTHBHA WIM BEPOSTHA
nuarno3za ®X, U Mo-crenuanHo Te3u ChC CUTYpHA KIMHMYHA JUArHo3a 3a KCaHTOMa W/WIiH
BHCOK XOJIECTEpOJI B KOMOHWHAIUs C (aMHUIHA HCTOPHS 3a MPEKICBPEMEHHO KOPOHAPHO
aprepuanHo 3aboysBaHe, MOJEKYISIPHO-TEHETHYHO H3CIeABaHEe € mpenopbuyuTenHo. [Ipu
HajguuMe Ha MyTanus, npuunHsBam@a ®X OoT reHeTUYHUTE H3CIEABAHH, € PEeTHO Ja ce
MPEUIOKAT TaKUBa M3CIIeIBAaHMs Ha BCHUKH POIHUHM OT ITbpPBA JIMHHUS.

Kirouosu AyMU: q)aMI/IJ'IHa xunepxonecreponemuad, BTOpU4Ha xunepnnnmngemMmma

20. M. LlexoBa, K. KocToB. AHTHapUTMHYHH MEIUKAMEHTH MPU MPEACHPIHO MBIKICHE
(mpenopwrku Ha ESC ot 2016 ). MEJJUH®O,6p. 9 , 2019,cTp. 8-13. ISSN: 2603-
4158.

Pesrome: B PpkoBoAcTBOTO Ha EBpOIENHCKOTO KapAMOIOTUYHO IpYykKecTBO 3a IloBenenue
MpH TalMeHTU ¢ ¢ npeackpaHo mexaeHe (IIM) or 2016 1. ce mpenopbuBa MpH BCUUKHU
nanueHTd ¢ [IM na ce HampaBsT: KIMHUYHA NpeneHka, enekrpokapauorpama (EKTY) u
exokapauorpadus 3a oleHka Ha MOoAJIekKallll ChbpJeUHO-ChJ0BH 3a0onsaBaHud. Tepanusara
3a KOHTpoJ Ha puThbMa rpu [IM e mokazaHa 3a oA0OpsiBaHE CUMIITOMUTE Ha MAllUEHTA.
3a J1a ce OCUIypH TOAIBPKAHETO HAa CHHYCOB pHUTBM IIOBIUSBAHETO Ha
cbpaeyHoChI0BUTE pUCKOBH (akTopu (PD) m m3barBanero Ha Tpureputre Ha IIM ca
Ba)KHA TepaleBTHYHA II€J MpU MAIMEeHTUTE 3a KOHTpOod Ha purTbhma. M300pbT Ha
aHTHApUTMUYHATA MeAuKaMeHTo3Ha Tepamus (AAD) tpsOBa na Obae BHUMATETHO
OLICHEH, KaTo ce B3eMe INpEABHJ HAJIMYHETO Ha ChI'BTCTBAILM 3a00JsBaHUS, CHPJACUYHO-
ChJIOBUSl PUCK M IOTEHLHAJ 3a CEPUO3HU IPOAPUTMMS, E€KCTpaKapIualHa TOKCHUYHU
edexTH, NMpeANnoYUTAHUATAa HA TAaleHTa M TEeXecTTa Ha cumnromuTte. J[poHemapow,
¢nekanHua, npomadeHOH WIM COTAloN C€ NpenopbuBaT 3a MNpopHIaKTUKAa Ha
perauBupanio cumnromarnyHo [IM mpu manueHTH ¢ HOpMaidHa (QYHKIMS Ha JisgBata
KaMepa 1 0e3 MaToJoruyHa JeBoKaMepHa xumneprpodus. IpoHenapoH ce mpernopbuBa 3a

22



npopuIakTUKa Ha PEeUUAMBHpAINO cuMITOMaTHuHO [IM mpu manueHTH ChC CTaOHMIIHA
KOpoHapHa OojecT Ha CbpLUETO U 0e3 ChpAedyHa HEJOCTaThYHOCT. AMMOAApPOH ce
IpernopbuBa 3a MPOPUIAKTUKA HA pelUIuBUpanio cumntoMaTnyHo [IM mpu mamueHTH
CbC CBbpPJEYHA HENOCTaThUYHOCT. AMHOJAPOH € MO0-e(PEeKTHBEH B MpPEBEHUMATA Ha
peunausu Ha [IM B cpaBHenue ¢ apyru AAD, HO eKcTpakapIuaTHUTEe TOKCUYHH e(heKTH
ca 4eCTM M ce yBeauyaBaT ¢ Bpemero. [lopagu Ta3u mpuumHa, mbpBO TpsOBa 1a ce
oocpaaT apyru AAD. [Nanuentu nHa AAD tepanus TpsiOBa MepUOAUYHO Ja CE OICHSBAT,
3a Jja c€ MOTBBPAM TAXHATA IOHOCUMOCT KBbM IIPOBEXIaHOTO JeueHue.lIpenoprusa ce
MHTETPUPAH IIOAXOA M IpociensBaHe Ha Bcuuku nanueHtd ¢ [IM, ¢ men ma ce
IPUCIIOCOOM JIGUEHHETO CIOpeA  NPEeANoYuTaHUsTa Ha MalUeHTa, Ja ce HoAodpu
MPUABPKAHETO Ha MMAllMEHTa KbM TepanusTa U Ja C€ HaMalAT XOCHUTAINW3alMUTE U
cmbpTHOCTTa IlpenoppuBa ce chllo0 chbBMecTHa padoTa B MYATHIUCUMIIMHAPEH SKUII 3a
KOMILJIEKCHA TpH)Ka IpU XPOHUYHO MPEICHPAHO MBXKJIEHE,  MOHMTOpPHUpAHE Ha
IPUIBPIKAHETO KbM TepanusaTa U epeKTUBHOCTTA M.

Kirouosu AyMU: NPpCACBPAHO MBXKXIACHE, HHCYIIT, AHTUAPUTMUYIHHA MCAUKAMCHTHU

21. M. llexoBa, K. KocroB, A. HukonmoB. ApTepuaiHa XUNEPTOHHS — MOHO WU
koMOuHMpaHna Ttepanus? (EBpomeiicku mNpenopbku 3a JI€UYEHUE Ha apTepuaiHa
xuneproaus-2018 roquaa) MEDICAL MAGAZINE, 2019,6p. 67,10-12. ISSN 1314-
9709.

Pestome: Aprtepuannara xuneproHus (AX) e Bojema mpuuuMHa 3a 3a00JIeBaeMOCT U
CMBPTHOCT, CBBp3aHa c: ucxemuuHa Ooiyect Ha cwbpuero (MBC), uHCynT, chpaeuHa
negocratpuHocT (CH), mpencwvpano mbxaeHe (IIM), xponnuno 0n0pedHo 3abonsiBaHe
(XB3) u kKorHuTHBEH AePUIMUT. B HOBOTO pPHKOBOACTBO 3a JUArHOCTHKA U JIEYCHHE Ha
AX na Eponeiickoto kapaunonorndyao apyxkectso (ESC) or 2018 r., nedpununusara Ha
AX e cnopen croifHocTuTe Ha aprepuanHoro HansraHne (AH) usmepeno B oduca, B
amOynaTopusTa W B JOMAIIHU yciaoBusa. He mpuabpkaHeTo KbM MeAMKaMEHTO3HATa
Tepanusi — OCHOBHA IPUYKHA 3a MO-TOJISIMa YacT OT CIydauTe Ha jou KoHTpos Ha AH. B
npenopbkute Ha ESC 3a neuenne Ha AX ot 2018 r. ce onpenensaT NpULIETHH CTOMHOCTH
Ha AH npu nexkyBanu marpenta - <130/80 mm Hg npu nosedeto manueHTH (HO He <
120/70 mm Hg). IlpenopbunrtenHa cTapToBa Tepamus C JBOWHA MEIMKAMEHTO3HA
KOMOWHAIMS TPU TOBEYETO MAIMEeHTH ,,koMOMHamus B 1 xamue® 3a momoOpsiBaHe Ha
koHTpousa BepXy AH.YTBBpKaaBa ce crparerus ,,Single pill — treatment 3a mogoOpsiBane
Ha MPUIBPKAHETO KBM TepaIHsTa MPH MOBEYETO MAIECHTH;

KirouoBn AYMU: apTE€pUuaiHa XUIICPTOHUA, JICUCHUC, ITPCITIOPBKU

22. M. llexoBa, K. KocroB. JleueHne Ha apTepuajHara XUICPTOHUS C JHYPETHUIIH.
MEJIMH®O, 2019, 6p.9, ctp.14-16. ISSN: 2603-415.

Pestome: Aprtepuanmnara xumneproHuss (AX) e Bojemia NpHYMHA 3a 3a00JEBAEMOCT U
CMBPTHOCT, CBBp3aHa c: wucxemuuyHa Oonect Ha cwpuero (MBC), wuHCynT, chbpaedna
nepocrarbuHoct (CH), mnpeacepnHo mbxaene (IIM), xporwuHo ObOpedHO 3a00sIBaHE
(XB3) u xoruutuBeH nedpurmut. AX e mpuunHa 3a Haa 10 MIIH. CMBPTHHU CITy4au TOIUIIHO.
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[IpemopbuBa ce OMPOCTEH TEPANEBTUYCH AQITOPUTHM:  HHXUOUTOPH HA AHTUOTCH3WH
kouBeptupamus ea3uM (ACEI) wim anrnorensun peuentopen 61okep (ARB) B komOuHanus
¢ xanmueB anTaroHUcT ( CCB) w/unu THasuaeH /THazuaonoq00eH TUypeTUK KaTto OCHOBHA
Tepanus Mpu MOBEYETO MAUEHTH. Ta3uaHUTE TUYPETULU Ce MpHUIaraT CaMOCTOATEIHO WU
B KOMOWHAIMsI MPH TrojisiMa 4acT OT MAIMeHTUTE C YCIOKHEHa WM HeyciaoxHeHa AX.
Huypetunure ce komOunupar muoro goo6pe ¢ ACE unxubutopu, 6j10Kkepu Ha aHTHOTEH3UH -
2 penentopute u Oera Onokepu . HeraTMBHHM cTpaHM: aKTHBHpAT KaTeXxoJaMHHOBAaTa
MPOAYKIMS, MOTaT Ja Hapymat u3oionusta (K+, Na+), BnomaBatr 6b0peunara GyHKIUSA U
aktuBupaT PAAC, yBenuuaBaT xoJjiecTeposia W HyXJaTa OT MHCYJIWH, KaKTO U IUKOYHATa
KHCENIMHA, KpeaTMHWHA, MeTaboJuTHaTa ankanos3a. AJJIOCTEpOHOBUTE aAHTAarOHUCTH
(aldosterone, eplerenone) chmo cHuxkaBaT AH u ca mokazanm mnpu manueHTH ¢ AX u
npexxuBsiH MU, ocoGeno npu neBokamepHa auchyskims 1 GU<40%.

KntouoBu  gymm:  aprepuanHa  XUOEPTOHUS, WHXMOUTOpPM HAa  AHTHOTEH3UH
konBeptupamusa eH3uM (ACEI]) unu anruorensun perentopex 6ynokep (ARB), tnazunen
/THa3uI0No100€H TUYPETHUK.

23. A. Hukonos, M. Ilekora, K. Kocros, H. I[loroBcku. [lnarHoCTHYHU ¥ MPEAUKTUBHU
CBOMCTBA Ha KOMENTHH MPU CHPACYHO-CHIAOBH 3a00JIIBAHUSA- AKTyaJeH Iperies.
Medical Magazine 2019; 67: 22-24 (ISSN 1314-9709).

Pesrome: KonenTuHbT € MNIMKO3UpaH NENTH, ITOJyYeH OT pasrpakJaHeTo Ha IIpeKypcopa

Ha aprUHUH-Ba30MpPECcHH. 3a pa3jiuKa OT aprMHUH-BAa30IIPECHHA, KONENTUIHBT € CTa0MIIHA

MOJIEKYyJIa U MOJKE JIECHO Jla ObJe JeTeKTHpaHa ¢ ImoMollTa Ha 0bp3 aHanu3.CepymHara

KOHIEHTpallMs Ha KONENTHHA Ce yBelnyaBa IMpH apTepUalHa XUIEPTOHUS, XPOHUYHO

O0bOpeuHo 3aboiisiBaHe, ChpJEYyHa HEJOCTaThYHOCT, MCXEMHUYHA OO0JIECT Ha CBHPIETO.

JluarHocTuyHaTa M MPOTHOCTUYHA CTOMHOCT Ha KOMNENTHHA MpHU Pa3jIHyHU ChPJIEYHO-

CbJIOBH 3a00isiBaHMA (OCTBbpP KOpPOHApeH CHHAPOM, cTabuiHa KOpOHapHa OoJjecr,

3acToiHa ChpJieuHa HEJJOCTAThbUHOCT U OCTHP UCXEMHUYEH MHCYIIT) OHACTOSIIEM € O0EKT

Ha MHOXECTBO MPOYYBaHUSI.

KirouoBH JymH: KOTENTHH, OCThP KOPOHAPEH CHHIPOM, CTa0MIHA KOpoHapHa Ooecr,

3acTOiHA Chp/ieYHa HEJOCTaThYHOCT

24. HuxomoB A., bmaxeB A., llekoBa M., KocroB K. Tanektun-3, MHOKapaHO
peMojienupaHe U pa3BUTHE Ha JISIBOKaMepHa XHUMEepTpodus mpu OOTHHU ChC ChpJIeUHA
HegocraTbuHocT. Medical Magazine, 81, 10.2020, 54-55, ISSN: 1314-97009.

Pestome:

Coepaeunnsat ekcrpanenynapeH marpukc (ELIM) e emna nuHammudHa, MeTaOONHMT- HO
aKTUBHA CTPYKTypa, KOSITO Wrpae HE3aBUCMMa W Ba)XHA pOJs B MpOTpecusita Ha
chpreuHata HemoctaThbyHOCT. Cwupaeunust EIIM BrmrouBa mpexka ot (ubpunapen
KojareH, 06a3amHa MemMOpaHa ¥ MpoTeoriTukaHu. Muokapauute ¢u- OprIapHU KOJIareHHu
(xomaren tun I m Tun III) ocurypsiBat CTpyKTypHUS WHTE- TPUTET Ha TpaHUYEIINUTE
KapJMOMUOIIUTH, OCUTYpsIBAllKM 1O TO3M HA4YMH BB3MOXKHOCTTA MHOLUUTHOTO
ChKpamieHue na ce mnpemaae B I1swioctHa JIK mommena ¢ynkmms. Ounenkata Ha
KapaualHaTa KOJIAreHOBa OOMSIHA TIOCPEICTBOM OIpeNesHe- TO Ha OWOJOTUYHH
MapKepu € TMOJIE3HO CPEACTBO 32 MOHUTOPUPAHETO Ha PEeMOJENUpaHeTo U Gpubdpo3aTa Ha
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ChpJeYHAaTa THKAH, KAaKTO B EKCICPUMCHTATHH MOJCIA Taka W TPH KINHAYHU
MpOoyuBaHUsA. BbIOpeku ue ChLIECTBYBa H3BECTHO NPUIIOKPUBAHE B CBOMCTBaTa Ha
OroMapkepuTe, Te MOrar Ja ObAaT Kia- CHQUIMPAHU CIIOpPE]] TEXHUTE XapaKTe- PUCTUKU
B ClIeOIHUTE KaTeropuu: MuokapaHo  pemojenupane -  lamektuH-3, ST2
;HeBpoxopmonanna  aktuBauuss - MR- pro-ADM  (cpeaHo  pervoHaieH
npopagumonyinyiaun), KomentuH; Muokapaen crtpec/yBpena - BNP u NT-proBNP,
Tpononunu, Brmountenno u hsTpornonunu; Komopouaurer - LHucratua C u 6era-Tpeiic
nporerd (BTP). I'amektuH-3 y4yacTBa BBB BB3MAIMTEIHHUS IBT CIEJ YBPEKIAHE H
KaMEpHO pEeMOJIENUpaHe Ype3 BbB3CTAHOBS- BaHE Ha THKaHWUTE, Mpojudepanus Ha
muopudpodbnactu u dubporeneza. [lokazaHo e, ye MHKEKTUpaHETO Ha [ anexkTuH-3 B
MepUKap/ia Ha MUIIKKA C TCHETHYEH HOKAYT MpEAN3BHKBA 3HAYMUTEIHO yBEJIUYaBaHE Ha
KOJIareHOBOTO OTJIaraHe.

KitouoBu aymu: ekcTpauenynapeH MaTpukc, omomapkepu, ['anexktun-3, ST2, MR- pro-
ADM

25. Kocros K., M. IlexoBa, A. HukomnoB. ChpaedHa HeJOCTaThUYHOCT — MpodJieM Ha 21-Bu
Bek. O030p. Medical Magazine, 94, 11.2021, 54-60, ISSN: 1314-9709.

Pesrome:

3acTapsiBaHETO Ha HACEJIEHHUETO U MO-ToJIsIMaTa IPOABIIKUTEIHOCT Ha KUBOTA JIOBEXKAAT
1o noBumiaBane yectorara Ha CH B cBeToBeH mMamad. CH e cbpaeuyHOCHI0BO ChCTOSIHUE,
KoeTo 3acsira 1 oT 5 yoBeka mpe3 TexHus kuBoT. Chpaeunata HepoctarbuHocT (CH) e
CHHJIPOM, KOMTO € mociieaniia Haii-uecTo Ha: apTepuaiHa XxunepToHus (AX), ucxeMuuHa
6onect Ha cwpuero (MBC), cbpaedeH NOpOK, TaxMapuTMUHU, OpaJuapUTMUH,
KapAuoMonaTuu (MOUomaTHM4YHa [JWJIAaTaTHBHA KapJHOMHUOIATHs, XHUIepTpoduyHa,
PECTpUKTHUBHA), TUPETOKCHKO3a M JApyru. B mocienHure peceTwsieTus 3HAUYUTETHO
HapacTBa poisTa Ha UBC, BKIrouMTEIHO U MOpaay yBelndyaBaHe Opost Ha Xxopara Haja 65
roguHu. CH e KoMIUIeKkceH KIMHUYEH CHUHAPOM, KOHTO € KpaeH pe3yiTaT Ha MHOTO
pa3nuyHu MaTopU3NONIOrUYHM mpouecd. Ch3gageHH ca peauua MNaTo(U3MOIOTHYHU
MojienH 3a pa3BuTHeTo U nporpecusra Ha CH. ITspBonauanno CH ce Bb3mpremMa 0CHOBHO
KaTo XeMoJAMHaMHueH (PEHOMEH MOopaau TMOHMXKEHa ChpAeyHa (PYHKIHUS U TMOBUIICHO
HaJsiraHe Ha IbJIHEHE Ha ChpleTo. B Mmo-HOBUTE cXBallaHHs OCHOBHO MSICTO 3aeMa
HEBPOXOPMOHAJIHUAT MOJEJ, KOUTO Ipeanoara MaiaJalTHBHA aKTUBALUA Ha pa3Iu4HU
HEBPOXOPMOHAJIHU MBTHINA KaTO OCHOBEH MeXaHu3bM 3a paszButvero Ha CH. Cnopen
Yndestad T. u chaBT. XpoHH4YHATa chpaeyHa HepocTaTbuHOCT (XCH) ce xapakrepusupa ¢
aKTUBHpaHe Ha UMyHHaTa cucreMma U Bb3nanenueto. [Ipu 6oxnure ¢ XCH ce moBumar
HUBaTa Ha LIMUTOKOHWTE KAKTO B LUPKyJalUsATa Taka U B JEKOMIIEHCHPAJIOTO CBPILE.
Cnopen Angerman C.E BwIpeku, ye 3acroifHara cbpaeuHa HenoctaTbuHocT (3CH) e
CHUH/IPOM, KOWTO TPaJUIIMOHHO CE€ BB3IPHEMA KaTO XEMOJMHAMHYHO HapylIEHUE, YECTO
nMa ciaba Kopenauus Mexay u3MepeHara nomreHa (yHKIus Ha cbpuero upes OU u
cumnromure Ha 3CH npu Hsaxou nauueHTtH. M3mepBanero Ha NT-pro-BNP nono6psisa
MPOrHOCTUYHATA OIIEHKa 3a CBhPAEYHO-ChAOBA CMBPTHOCT U oOocTtpsHe Ha CH B
cpaBHeHHE ¢ KOHBeHUMOHanmHHUTE P®. [lomnexamara narodusuonorus npu CH3OU u
CHM®U e xereporeHHa, Te ca CBbpP3aHHU C pa3WyHU (EHOTHIIOBE U C pasHOOOpa3HU
cbpaeuHOCHI0BU cbeTostHUA (Hamp. [IM, AX, Kb, nynMoHasHa XUNEPTOHHSA) U
HechbpaeyHoCha0BH Oostectr (31, Xponnuna 660peuna HepocrarbunocT (XBH), anemus,
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xeneseH pepunut, XOBb u 3atnbcraBane. B knmnanyHata npaktuka namuentute cs¢ CH
gecto ca nonuMopOuaHu. KomopOuaHocTTa MMa OTHOLIEHME KbM IPOTHO3aTa IpU
o6omaure cec CH . Tpmamata or AX, maucnunuaemus u 3J[ ca OCHOBHAa YacT OT
MOBMILIEHATA ChPAEYHOCHI0BA 3a00J€BAEMOCT B HAIIETO ChbBPEMHUE U TE€3U 3a00JIABAHUSA
ca CBBbp3aHM C IMOBHIICHA MPOAYKIMS HAa CBOOOAHM pAJAMKaIU, HAPYLICHUS BBHB
GyHKLMATA HA €HJIOTENa M IOCIEBAIl0 Pa3BUTHE HAa aTepOCKIIepo3a C KpaeH pe3yiTar
M0-BUCOKA YeCTOTa HAa KOpOHApHaTa U nepudepHara aprepraiia 00iecT, a Taka ChII0 U
Ha 3CH.

KirowoBu gymu: chpliedHa HEIOCTATHYHOCT, JICBOKaMepHa (pakiivs Ha W3TJIacKaBaHE,
KOMOPOHUTHOCT.

26. KoctoB K., M. IlekoBa, A. HukosoB. Jleuenue Ha apTepuaiHa XUNEpTOHUS TIPU
6o1HM ¢ ucxemuyHa Oosiect Ha chpuero. Medical Magazine, 87, 04.2021, 4-6, ISSN:
1314-97009.

Pestome: Hanmuumero Ha MHOXecTBO puckoBu ¢aktopu (PD) npu BB3pactHH ¢ AX e
CBBbpP3aHO C BHCOK a0COJIIOTEH PHUCK 3a CbpAEYHO-ChJOBU 3abois- BaHus (CC3) u
xpoHudHa 6b0peuna HenoctarpyHocT (XBH), Hanpumep npu Bb3- pactau ot CAIl ¢ AX,
Mexay 2009 r. u 2012 r.: 41.7% ca umanu 10-rogumen puck >20%, 40.9% ca umanu
puck ot 10% no 20% u camo 18.4% ca umanu puck <10%. Ilpu maumentu ¢ AX u
kopoHapHa 6onect B ESC/ESH Guidelines for the management of arterial hypertension
ot 2018 r. ce npenopbuBa komOuHMpaHa Tepanus B 1 tabnerka ¢ ACE-U unu APB +
Oera-0J0Kep WJIM KaJIMeB aHTAarOHHCT, WIM KaJILUEB aHTaroHUCT + auypeTuk uiu bb,
wi bb + auyperuk . B HacrosimuTe phKOBOJCTBA 3a jJeueHHe Ha AX ce mpernopbyBa
CTapTOBa Tepanus ¢ JBOWHA MEIMKaMEHTO3Ha KOMOMHAIMS, KATO KOMOMHHUPAaHETO Ha J1Ba
MeJrKaMeHTa B eaHa Tabnetka (,,Single pill — treatment) e ymauna crparerus 3a
noio0psiBaHe MPUAbPIKAHETO KbM TEpanusATa OT CTpaHa Ha nauueHTure. [Ipu nanuenTure
¢ AX cTaTuHUTE TONBJIHUTEIHO HAMAJISIBAaT pUcKa OT UHPAPKT ¢ 0KoJIo 1/3 ¥ OT MHCYNT —
6130 1/4. YMmecTHO e fa ce mpuiaraT MpH JIMIa ¢ yMEpeH U BUCOK PUCK U IPU MAllMEHTH
¢ UBC. AcnupunbT (AleTUI-caquiuioBa KMCEINHA) ce IpernopbyBa camo 3a BTOpUYHA
npoduiakTuka. ACIHUPHH HE ce MpenopbyBa MpH Jinia 0e3 JoKa3aHO ChpAEYHO-ChI0BO
3a00J1sBaHe.

Krouosu AYMU: apTCpUaIHA XUTICPTOHUSA, HCXCMUYIHA Ooltect Ha CbpPILCTO, Octa 6J'IOI(CpI/I

27. KoctoB K., M. IlekoBa, A. HukosoB. JledeHne Ha apTepuaiHa XUIEPTOHUS TIPU
MAaIUEHTH ChC chpaeuHa HenocTarbyHocT. MEJIMH®O, 2021, 6p.5, cTp.74-76.
ISSN: 2603-4158.

Pestome: [lpu ananu3 Ha JaHHUTE OT MIpOCIEAsIBaHeTO Ha 5 143 manueHTH (Ha BB3pacT OT
40 no 89-rogumHa BB3pacT ot Framingham Heart Study) B npoabmkenue Ha 20 roauHy,
Ce YCTaHOBSIBA C MaTeMaTHUYECKH PErPECUOHEH MOJIEl, Y€ PUCKBT 3a Bb3HUKBaHe Ha CH e
JBa IbTU I0-BUCOK NpU MbxkeTe ¢ AX M Tpu NBTU IO-BUCOK NU keHUTe ¢ AX B
CpaBHEHHWE C MAIMEHTUTE C HOpMAJTHO apTepuanHo Haysirane (AH). B ppkoBoacTBOTO Ha
EBpomneiickoTo KapAHOJIOTHYHO JAPY>KECTBO 3a Jiede- Hue Ha AX ot 2018 r. npu GonHMTE
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¢ AX u CH ce mpenoppuBa Ja ce 3amo4yHe Tepamus ¢ TpoiWHA KOMOWHANUsA (WHU-
uupalla Tepanus): THXUOUTOp Ha aHTHOTeH3UH KoHBepTupamusi eHsum (ACE-U) wium
AHTHOTEH3UH perenTo- peH 01okep (APB) + quypetuk (wiu Opu- MKOB JHUYpETHK) + OeTa
O510Kep, KaTo ce cie/lBa OMpPEeIeeH allTOPUThM U BTOPA CTHIIKA € YeTBOPHA KOMOMHAIIHS:
ACE-U wmm APB + muyperuk (uam OpUMKOB AMYpeTHK) + Oera Oiokep + MHHEpam
peunenitoper antaronuct (MPA) boaaute ¢ AX u CH TpsibBa na cra3Bar MmoxoIsil
XUTUCHHO IMETHYEH PEeXUM, C OrpaHMYaBaHe MpHEMa Ha TOoTBapcKa COJ M yMmMepeHa
JBUTAaTEIHa AKTUBHOCT, KaKTO U CTPUKTHO Ja C€ NPUIBPKAT KbM Ha3HaueHaTa WM
MenrKaMeHTo3Ha Tepanus. [IpenoppuBa ce ,,komOuHaims B eano xamue" (single pill) 3a
nonobpsieane Ha koHTpoia Bbpxy AH. Jlokazano e, 4e KkomMOuHHMpaHaTa aH-
TUXWIIEPTEH3MBHA Tepamusl W MpUJaraHeTo Ha crparerusra ,single pill-treatment” e
CBBbp3aHa ¢ M0-BUCOK MPOLIEHT Ha MPUAbPKaHE KbM TepalusiTa OT CTpaHa Ha MallueHTHUTE.

KirouoBu AYMU: apTepUaiHa XUTICPTOHUA, ChbpAC€UHAa HEAOCTATBbYHOCT, TCpall

28. Kocramunoscka A., K. Koctos, M. IlekoBa, A. HukosoB. buomapkepu 3a 6n0pedna
yBpena U GyHKIUS TIPU KapJHOPECHAIHUA CHHIPOMH - aKTyaJIeH Tperiie U Obaenu
acniektu. Medical Magazine, 87, 04.2021, 36-39, ISSN: 1314-9709.

Pestome: Coppaeunata HepoctarbuHOCcT (CH) € KIMHMYEH CHUHAPOM C HENPEKbCHATO
HapacTBallla collajHa 3HaYMMOCT, MO~ paJu roJeMUsaT Opoi MmalueHTH, KOM- TO 3acsra.
Komop6uaurerpT, ocobeHo yBpenata Ha ObOpeuHaTa CTPYKTypa W/WIKM (QYHKIHA,
3aTpy/AHsABa JO TOJIA- Ma CTeNeH JIedeHHeTo Ha Te3u OonHu. Ilopagu Tasum mpuumHa
kapauopenan- Hute cunapomu (KPC) ce cBbp3Bar ¢ mouileHa 4yectoTa Ha 3abojisiBae-
MOCT M cMBpPTHOCT. JloOpe M3BECTHO e, ue JiedeHneTo Ha nanueHtute cbe CH, kouto
pa3BuBaT U OBOpeUHa HEJOCTa- THYHOCT € 3aTpyAHeHo. [Ipu chpaedHa HEeTOCTaTHYHOCT,
a ChIlO Taka M npu ObOpeuyHu 3abonsd- BaHMs, OHMOMapKepUTEe HMMaT HE CaMo
MIPOTHOCTUYHM CBOWCTBA. Te3W MOKazaTeln ca MOJEe3HH KAaKTO 3a WIACHTU(UIMpaHEe Ha
Chbp/e4YHa AUCOYHKIMS NPU PEHATHM 3a00JsBaHUsA, Taka U 3a OTKpHUBaHE Ha ObOpeuHa
yBpena ipu CH. Bce omie o6ave numncBar 1octa- ThYHO JaHU U UMa OTHOCHUTEITHO MaTbK
HampeabK MO OTHOIIEHHE POJIATa Ha HOBUTE OMOMapKepu B AMArHo3ara, MpOTHO3aTa U
orieHkara Ha Tepanusita Ha KPC. HoBu 6uomapkepu ca: 1. Cepymen nuctarus L (CysC)
- Mapkep 3a ckopocT Ha riaomepynHa ¢unrpauus (GFR) u unrerputer . 2. Heyrpodun
*kenaruHasza-cebp3an aunokanima HICAJI (JTumokaniug) - Mapkep 3a TyOynapHa yBpeza.
Heyrpodun >xenatunasza-cBbp3an nunokaaiuH HI'AJI mpencraBnsiBa Mojekyna oOT
cemeiictBoTo Ha Junokainnuaure. 3. Kidney injury molecule-1 (KMM-1) - mapkep 3a
tyOynapHa yBpeaa KMM-1 e mporenH, KOWTO ce HaMupa B TOJIsIMa KOHLIEHTpAIUs B
JTyMUHaHATa cTpaHa Ha TyOyna. TouyHata My (yHKIHS € Bce OIlle HEM3BECTHA, HO €
cboO1IeHO, e noBuieHnTe HuBa Ha KIM-1 B ypuHata ca cBbp3aHM ¢ MMOBHILEHA YECTOTA
Ha xocruTamu3amuu no moBog CH B oOmara monymanus mnanueHTHn  4.3-2-
MHUKpPOTJIOOYJIMH - Mapkep 3a TyOynapHa yBpeaa [B-2-MUKpOIJIOOYIMHBT € MOJIEKYIa,
KOATO KMMa IMbJHA IJIoMepynHa ¢uiarpanus u TyOynHa peabcopbums. 5. Ilporennu,
CBBp3BAllM MACTHHUTE KHUCEIMHM - Mapkep 3a TyOymapHa yBpea . CBbp3Bamute
nporenHn Ha macTHuUTe KucenuHu (FABP) wurpasr BakHa pomst B perymamusta Ha
SHEepruiiHus MeTabon3bM B Ob0peunuTe TyOynu. 6. YpHUHapHU HATPUYPETUIHH NENTHIH
- Mapkep 3a TyOynapHa yBpena. HaTpuypeTnuHure nentuad MMaT BakHa poss B
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muarHocTkata Ha CH m morar ga ce uW3moi3BaT M 3a OIEHKAa HAa TEpareBTHYHA
€(hEeKTUBHOCT.

Wzcnensanusita TpsiOBa 1ga OBAAaT HACOUYEHU BBPXY pPa3pabOTBAaHETO HA CHEHH(PHIHH
YPUHAPHU WM CEPYMHH MapKepu 3a OTKPHBAaHE Ha pa3IHYHH BHUAOBE OBOpPEUHO
yBpexnane, pecnektuBHO i KPC, BpemeTo Ha mosiBaTa Ha TE3U JIE3HU M CTpaTU(UKA-
[USITa Ha PUCKa

KirouoBu AYyMHU: 6I/IOMapKepI/I, KapaJuOpE€HAJIICH CHHAPOM, ChbpA€YHa HEAOCTAThbYHOCT.

29. Kocragunoscka A., K. Kocros, M. I{exoBa, A. HukonoB Poss Ha anruorensut (1-7)
B IIaTOreHE3aTa Ha Chp/ICYHATA HEOCTATHYHOCT, MHOKAPIHOTO PEMOICIIUPAHE U
BB3MOXEH OBl TepaneBTudcH norennuan. Medical Magazine, 85, 02.2021, 38-39,
ISSN: 1314-97009.

Pestome: Amnrumorensun (1-7) [Ang-(1-7)] e mentun ot RAS-cucremara, xoiito ce
obpasysa ot Ang | uimu ot Ang II. Aurnorensus 1-7 npuTexaBa aHTarOHUCTUYHH €(DEKTH
cpelly AeicTBUATAa HAa ApyTd KOMIIOHEHTH Ha RAS, kato Angll, u3neinsaBaiiku possiTa Ha
KapIUOMPOTEKTOPEH MENTH I C Ba30JWIATATOPHU W aHTHIPOJHQepa- THBHU CBOICTBA.
Ang II u Ang-(1-7) nposiBsSBaT KOHTpaMoOAynupam e(peKTH KaKTO B CHUCTEMHATa
LUpKyJanusi, Taka M B THbKAHUTE, HMAIIM OTHOILIEHHWE KbM ChbpAECYHO-CHJOBATa
perynanus. Jlobpe u3BectHo e, ye Ang Il crumynupa kierbuHara npoiudepanus u
Ba30KOHCTpUKIMATA, Aokaro Ang- (1-7) umma antunponudepatuBeH ePeKT BbpPXY
KapJIMOMHUOLIUTUTE M CBAOBUTE TJAJKOMYCKYJHM KieTku. Ang-(1-7) mnputexana
Ba30MJIaATaTOPHU CBOMCTBA. bamaHChT Mexay Te3u JBa MENTH]a MOXKE O € KIIIOUOB 3a
perylanuara Ha MHOXECTBO CBpPACUYHO-CBAOBH INPOLECH. 3a pETryJIHpPaHETO H
OaJlaHCUpaHETO Ha HHBAaTa Ha TE3W JBa MenTuaa umar 3HadeHue kakto ACE2, Taka u
nponuia onuronentuaasa (POP), 3amoTo Te nocpegHuyar 3a IMPEKTHOTO NPEBPBIIAHE HA
Ang II B Ang-(1-7). C oryien Ha CBOMTE XapaKTEPUCTHKK XenTanentuabT Ang-(1-7) uma
NOTEHIMan B Onu3ko Objeme jga ObJe HM3MOA3BaH M KaTo (apMmakoTepaneBTHYHA
BB3MOXHOCT B JICUEHUETO Ha ChP/AEYHO-ChJAOBUTE 3a00JIIBaHNUS.

KmtouoBn nymu: anruorensuH I, anruorensun Il , anrumorensun 1-7, cbpieyna
HEJOCTATHUYHOCT

30. KocroB K., M. IlexoBa, A. HukomnoB. ChbpaeuHa Ta HEAOCTATHYHOCT: COI[UATHO
3HaguM npodsem. MEJIMH®O, 2022, 6p.1, ctp.62-68. ISSN: 2603-4158.
Pestome:

B EBpomna monacTosiemM uyectotata Ha auarHoctuiupanara CH mpu Bb3pactHuTe € 1-
2%. Yectorara Ha CH ce yBenmuaBa c Bb3pactra: oT 1% mnpu xopara Ha Bb3pact <55
ronunu 110 >10% mpu xopata Ha 70 u Hax 70-rogumiHa Bh3pacT. CH He e camocToaTenHo
3a0oIsBaHe, a € KIMHUYCH CHHIIPOM, B PE3YNITaT Ha HAPYIICHUS B ChbpAeUHATa CTPYKTypa
u cepaeunara ¢ynkiusa. Crnopen ESC pasrpanu- yaBaneto Ha nanuentute cb¢ CH BB3
ocHOBa Ha (pakuusara Ha u3inacksane (OU) na naBata kamepa (JIK) e BaxkHO mopamu:
pa3IMYHUTE TOJICKAIIN €TH- OJOTHHU, AeMorpad)CKu OCOOCHOCTH, KOMOPOMIHOCTH W
OTTOBOPH KBbM IMpHU- JIOKEHATa Tepanus. BbIOpekn ue € 4ecTo cpellaHa JuarHo- 3a,
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CH3®U ocraBa npenusBukaren-ctBo. B Hskoinko koHceHcyca auarHoszata CH3®U ce
OCHOBaBa €IUHCTBEHO Ha exokapauorpaCku u3CIeABaHMS W Ha HUBaTa Ha
HAaTPUypPETUYHUTE MENTHAM, KAaTO M JBara IOKaszarejis ca C HUCKAa CEH3UTHUBHOCT.
CovotBetHo ESC npennara peBu3upaH airOpUTbM, KOUTO MOJKPENs HOB CTHIIKOB JUArHO-
ctudeH noaxof. [lomrexamara narodpusuonorust npu CH3®U u CHM®U e xeTeporenHa,
T€ ca CBbP3aHU C PAa3IMYHU (EHOTUIIOBE U C PA3HOOOPA3HU CHPCUHO-CHIOBU ChCTOSHHUSL.
B cpaBuenue ¢ nanuentute cbe CH- HOU, xocnuranuzauuute 1 CMBbPTHUTE CIIydau Npu
nanueHTn cbe CHMOU/CH3®DU mo-yecTo ca cBbp3aHH C HEChPJACYHOCHI0BU IPHUUUHH .B
KIIMHUYHATA MTpakThKa nanueraTure cb¢ CH gecto ca momumopounau. Ko- MmopbumHocTTa
MMa OTHOIIEHHWE KbM mporHo3ata npu Oomaute cbe CH. Cnopen Epormeiicko
pBKOBOIcTBO 32 JeueHne Ha CH ot 2016 r. manuenTuTe TpsaOBa Aa ObAAT MOUIOKEHU HA
CKPUHHUHT 32 ChPACYHO-CHAOBU U HECHPICYHOCHAOBU KOMOPOHMIHOCTH, KOHTO aKo ca
Hajuie, TpsOBa na OBAAT OBIAJSHU C HAMECH, 32 KOMTO € JO0Ka3aHO, Y€ MOoJ00psBaT
CUMITOMAaTUKaTa, CaMOYYBCTBUETO WM KIMHUYHUSA U3XOJI TIpU CHOTBETHATA
KomMopOuaHOCT 6e3 na oboctpsar CH.

KitouoBu nymu: cbpaedyHa HEAOCTATHYHOCT, KOMOPOHUIHOCT, MPOTHO32

31. KocroB K. AnTHKOarynanTHa Tepanus npu npeacbpaHo Mmbxiaene. MEJIMHOO,
2022,6p.5, cTp.62-67, ISSN: 2603-4158.

Pesrome: Ilpu mammenture ¢ npenchpaHo mexzaeHe (IIM) e xoMmpoMeTHpaHO KadecTBOTO Ha
JKUBOT HE3aBUCHUMO OT CHITBTCTBAIIIOTO KapAHOBACKyJapHO cheTosiuue. [IM e aconuupano ¢ mo-
BHCOKa ChPJCYHO-CHIOBA 3200JEBAEMOCT M YBEIMUYE€Ha CMBPTHOCT, IbIDKAIA CE Ha BHE3aITHa
cMBpT, cbpaeuHa HexoctarbyHocT (CH) wm wmucynTt. 10-40% ot mamumenture ¢ [IM ce
XOCIUTAIM3UpaT Beska romuHa. Jlesokamepnara (JIK) muchynkums ce cpemia npu 20-30% ot
Benuku manueHTd ¢ [IM. TIM npuuussBa wim 3aabiadodaBa JIK nuchyHKIMS TpU MHOTO
naruedTu ¢ [IM, mokaro npyru mmar HambiHO 3amazeHa JIK QyHkus BbIpekH ABITOTPARHOTO
M. 20-30% ot Bcuuku mHCYNTH ce abpkaT Ha [IM. HapactBa Oposi Ha mManeHTH C WHCYIIT,
KOWTO Ca TUAarHOCTUIIUPAHH C ,,TUXO0"‘,MapoKcu3ManHo [IM.

KirouoBu aymu: mpenchpAHO MBXKIEHE, PUCKOBU (aKTOpuU, HHCYIT, IEpOpaTHU
aHTHUKOATyJIAHTU

32. Koctos K. Ilpunoxxenue Ha bera 6mokepu B kimauunata npaktuka. MEDIC PRINT,
2022, 4, ctp.68-71, ISSN: 0788-6454.

Pestome: bera-Oiokepute ca cpen HalW-4ecTO W3IMOJ3BAHUTE B KIWHUYHATA
NPAaKTUKa MEIMKaMEHTH 3a JIeUeHHEe Ha ChPJCYHO-CHJIOBHUTE 3a00JIABaHUS, IMOPAaU
TEXHUTE AHTHAPUTMUYHW, aHTHACXEMUYHH M AHTUXUIIEPTPH3UBHH CBONCTBA. TEXHOTO
(bapMakoJIOTHYHO JeWCTBUE € KOHKYPEHTHO CBbp3BaHe C OeTa-aJipeHepruyHuTe
pEIeTITOPH TI0 BpeMe Ma aKTHBHpAHE Ha CUMITATUKYyCOBaTa HEPBHA CHUCTEMa, KaTo HMa
ChIIECTBEHA pa3jifKa B JEHCTBUETO HA PAa3IMYHUTE OeTa OJIoKepH.

KirouoBn nymm: Oerta-Onmokepw, apuTMHHM, apTepHaIHa XHUIEPTHHHSA, OCTBHP
MHUOKap/eH HH(ApKT, cTabuIHa KOpoHapHa 00JecT.
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Abstract: Beta-blockers have been commonly used in the treatment of cardiovascular
diseases for their antiarrhythmic, antiischaemic and anti-hypertensive properties. Their
pharmacological effect is competitive binding to the beta- adrenoceptors during activation
of the sympathetic system. There are important differences between different beta-
blocker drugs

Key words: Beta-blockers, arrhythmias, arterial hypertension, acute myocardial
infarction, stable coronary artery disease.

33. Hukonos A., LlexoBa M., Kocros K. HoBu kapnuonoruunu Onomapkepu npu

ChpJICYHA HEIOCTATHYHOCT- OT TCOPHS KbM MPAKTHUYECKO npuioxenune. Medical
Magazine. 2018, 10,18-21.

Pestome: Bwplpekn Ye CbIIECTBYBA M3BECTHO IIPUIIOKPUBAHE B CBOMCTBara Ha
OuomapkepuTe, T€ Morar Jja ObJar KiacuUUUpaHu CIIOpe TEXHUTE XapaKTePUCTUKU B
cnenHuTe Kareropuu: 1) MuokapaHo pemonenupane. 2) HeBpoxopMoHaliHa akTHBALIUA.
3) Muokapaen ctpec/yBpena u 4) KomopOunurer. [lanektuH-3 ydacTBa BbBB
BB3MAIUTEIHUS BT CJIEl yBPEXKAaHE U KAaMEPHO PEMOJIETIUPAHE YpE3 Bb3CTAaHOBSIBAHE HA
ThKaHHUTE, Tponudepanus Ha mMuopuodpodiactu u (ubporeneza. MHcramupaHeTo Ha
TaJIeKTUH-3 B TepUKapja IMpeIu3BUKBAa 3HAYMTENHO YyBEIMYaBAHE HAa OTJIAraHETO Ha
kojareH Tun 40 Ipy MMIIKHM C TEHETUYEH HOKAyT HA ra- JIEKTUH-3 ca pPEe3UCTEHTHU Ha
noBuie- HO HampexeHnue Ha HJI u mporpecust Ha BeHTpUKyIapHaTa AUCPYHKLIHS.
['anexTnH-3 € NOBMIIEH IpPHU MALUEHTH C OCTpa WIM XPOHUYHA CBHPJEYHA HEAOC-
tarbyHOCT. CohiecTtByBar gaHHu, 4e ST2 TEeHBT ce HHIAyIUpa B YCIOBUATA Ha
[aTOJIOTMYHO KAapJMOMHUOLIMTHO pa3TAraHe WM NMpH chpiedHa ¢uoposa. ST2 e TiacHO
cBbp3aH ¢ xuneprpodus Ha JIK, pubdposa u pemonenrpane upe3 B3auMOJEHCTBUETO CU C
uHTepyeBkuH-33 (IL-33), mpotenH ¢ aHTUGUOPOTHYHU U AHTHPEMOIUPALIN CBOMCTBA.
VBenuuaBaneto Ha ST2 kxoHmeHtpauuute (Hamp. >35 ng/mL) e cBbp3aHO 3HAYMMO C
HeOnaronpustHa nporHosa npu CH, u B cpaBHenue ¢ BNP niau NT- proBNP, ST2, ne ce
3acsira OT Bb3pacTra, 0b0- peuHara ¢pynkuus win UTM. CouectByBar nanuu, ye ST2
TeHBT CE MHAYLMpPA B YCIOBHATA HA MATOJOTUYHO KapAUOMHUOLIMTHO pa3TAraHe WIN IpU
cepreyna ¢ubpoza. ST2 e T1icHO cBbp3aH ¢ xwuneprtpodpus Ha JIK, ¢ubposza wu
peMojieniipane 4pe3 B3auMojeiicTBUeTOo cu C¢ uHTepiaeBKuH-33 (IL-33), mpoteun c
aHTUGUOpPO- THUYHUM U AHTHUPEMOJUpAIlMd CBOMcTBa. YBenuuaBaHero Ha ST2
KOHIIeHTpauuTe (Hamp. >35 ng/mL) e cBbp3aHO 3HAUMMO ¢ HEOJIAronpUsTHA MPOTHO3a
npu CH, u B cpaBHenue ¢ BNP unu NT- proBNP, ST2, He ce 3acsra ot Bb3pactra, 050-
peunara QyHkmus wim  UTM. IIpy MynTHBapUallMOHEH MOJEN, BKJIIOYBALL]
TPaJULMOHHUTE MapKepH 3a OLIEHKa Ha pucka npu mamueHTu ¢ ocrpa CH, ST2, uma
HE3aBUCHMa M aJUTHBHA MporHoctuyHa uH(opmanus orBb NT-proBNP (HR=9.3),
HE3aBHUCHMO OT JieBoKaMepHara n3miackBamia ¢pakuus (LVEF).

KnrouoBu nymu: 6uomapkepu, rajgektus -2, NT- proBNP, ST2
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34. M. IlexoBa, K. KocToB. AnropursM 3a AuarHos3a Ha OCTpa CbpeyHa
HenoctarbuHOCT. (IIpenoprku Ha EBponeiickoTo KapinoJ0ruuHO APYKECTBO).
MEJIUH®O, 2019, 6p.7, cTp.6-9.

Pestome:Octpara cbpaeuna HegocrarbyHocT (OCH) e u3siBa Ha chpaeyHA HEJOCTATHUYHOCT
(CH) ¢ ocTpo Hauano uiau BiOIIaBaHE Ha cuMmnromMuTe Ha chinecTByBama CH. OCH e e
KMBOTO3aCTPALIABAI0 ChCTOSHUE, KOETO M3MCKBA CIICUIHO KIMHUYHA OLIEHKA W OOJTHUYHO
nedenne. OCH moxke ma 0b1e mppBa u3sisa Ha CH (de novo) wim na Obae u3siBa Ha ocTpa
JIEKOMIIEHCAIMsl IPU CBIIETBYBAllla XpOHUYHA cbhpiaedyHa HepocrarbuHocT (XCH) , Te.
obocTpeHa xpoHHYHa chpaeuHa HemoctarbuHOCT (OXCH), koATO ce cpeiia mo-4ecto B
kinuHu4Hata npaktuka.OXCH moxe na Obae u3siBa Ha IbpBUYHA ChpJEYHA AUCHYHKIUSA
WIN J1a c€ MPOBOKUPA OT pa3nuyHu ¢aktopu npu nanuenty ¢ XCH. Haii-uecture cbpaeunn
HapyuieHus, kouto noBexaar go OCH ca: muokapaHa gucyHKUUsS (MCXEMHUYHO,
BB3MAIUTEHO WIM TOKCUYHO YBpEXJaHEe Ha MUOKapaa), OCTpa KiarmHa MHCY(PHUIUSHIIHS,
nepukapAaHa TtamnoHana. JlexkomneHcauusita Ha XCH wMoxe na ce wussBu  0e3
MpeUUnuTUpamy (HakTopu, HO MO-YECTO C€ YCTAHOBABAT €AMH WIIU MOBEYE IMPOBUKHUPAIIH
dakTopu, Karo WHGEKIUS, HEKOHTpOJIUpaHa apTrepuainHa xurneproHus (AX), PUTHBMHH
HapyIICHUs WU HENpUIbpXKaHe KbM MpoBexaaHoto jedeHrne Ha XCH. B ppkoBoacTBOTO
Ha ESC ot 2016 roquna ce npeanara knacudukanus Ha OCH 6a3upana BbpXy KIMHUYHATA
U3siBa U KJIMHUYHUTE OeNe3u Ha CHHApPOMA CIOpE: HAMYHETO WU JIMIcara Ha MpU3HALH
Ha 3actoit (“wet” vs “dry”) (“BmaxeH® cpemyy ,,Cyx") HaJIWYUMETO WJIM JIMICaTa Ha
nepugepHa xunonepdysus (“cold” vs “warm”) (,,cTyaeH” cpewy ,Tonba”).

KrouoBn AyMU: 0CTpa CbpACYHA HCAOCTATbYHOCT, XPOHUYHA CHPACYHA HCAOCTATHbYHOCT

35. Hukounos A., IlekoBa M., Koctos K., CepymMHU MapkepH Ha Chp/I€UHUS
eKCTpaleNyJapeH MaTpUKC (KapIuajiHa KojJareHoBa oOMsiHa) Ipu OOJIHU C
€CEeHIIMaJIHA XUIIEPTOHUS U Chp/I€YHa HEIOCTAThYHOCT C TPAHUYHO MTOTHCHATA

¢bpaxius Ha u3TnackBane, Medical Magazine, 74, 03.2020, 72-77, ISSN: 1314-97009.

Pestome: EceHnmanHata XUNEpTOHUs € €JHA OT Hai-yecTo CpellaHuTe MPUYMHM 32
cepaeuna HenoctarbuHOCT(CH). JloOpe m3BecTHO €, 4e B M3CIIENBAHETO HA KJIEThUHATa U
MoJekyisipHa ounonorust Ha CH, ¢pokychT € HacoueH KbM KapJMOMHUOLUMTHATA TUCHYHKIINS.
Muoxkapaaute ¢ubpmiapan kojareau (kosareH Tun I m xomaren tun II) ca ocHOBHUTE
TUIIOBE KOJIAT€HH, KOWTO M3TpaXJaT KapAMadHHUS eKCTpalelylapeH MaTpuKc.
buomapkepure, KOuTO mpocieAsBaT TAXHaTa oOMsHa ca: N-TepMHUHAJIeH MPONENTHA Ha
xonmaren tum Il (PIIINPP) — mapkep 3a komarenoBa tun III cunTe3a; C-TepmuHaneH
npornentu Ha Ha konareH tun | (PICP) - mapkep 3a konmareHoBa tun | cuHTe3a.
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