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AKTYAJHOCT HA TeMaTa

Temara e aktyanHa nmopau:

. XpoHuyHara cepre4yHa HemoctarbuHocT (XCH) ce ouepraBa Kkarto
OCHOBEH IPOOJIEM He caMO Ha KapAHOJIOrHsATa, HO ¥ Ha BBTPEIIHATA
MequuuHa (dectorata Ha XCH e ot 2% 3a ob6uiara nomynanust 10 10-
15% 3a xopara cien 70 roguiHa Bb3pacr).

. Ta uMa U3KIIOUUTETHO OHONOIMYHO (CMBPTHOCT), MEIHIIMHCKO
(MHBanMMIU3aLKs) © KKOHOMHYECKO (pa3Xxo/1) 3HaUeHHe.

. XCH He e caMOCTOSITeIHO MaToreHeTHUHO 3abosBane. Ts e mociaenuna
Ha aptepuanHa xuneproHus (AX), vcxemMuyHa OOlecT Ha ChPIETO
(UBC) w/unu Ha chpredyHH MOpoUM U T.H. VIMEHHO MO Ta3u NpPUYHHA
KOMOPOUIHOCTTA € OT U3KJIFOYHUTEIHO BaXKHO 3HAUECHHE.

. bescumnromuara XCH e npexypcop Ha ussiBenata XCH u e ¢ BUcOKa

CMBPTHOCT.




. OtkpuBaHeTo Ha O€3CHMNTOMHH WAlWEHTH, IIPH KOMTO Bede e
»3aJI0XKEHa™ MacTOJHAaTa M CHCTOJIHATA AUCHYHKIUS € BB3MOXKHO C
OroMapKepuTe: HaTPUYPETHUEH IeNTHI, UHTepIeBKuH-18 (IL-18).

. KomopbunnocTTa Biomasa cecrosiHrero Ha 6onaute ¢ XCH.

ABTOpPBT € MHOTO 00pe 3amo3HaT ¢ HaJM4YHATa JMTEpaTypa Io
NIOCTaBeHHs Ipo0OJIEM, TOBa Ce BIDK/A OT HallpaBeHH sl OAPOOeH 0030D,
B KOMTO IOHSKOra M3/1M3a WU3BBH Temara. J[McepTaluOHHHAT TPy
obxama 209 ManIMHONKCHU CTPAHUIM, OHArJIeeHa ChC 72 TabIULM U
41 ¢urypu um | npuioxenue. bubmuorpadusra Bxmousa 243
U3TOYHHMKA, OT KOUTO 15 Ha OBJITapCKu aBTOPH.

KnvanaausT koHTHHreHT 00xBama 337 nanuesTty, 328 0T KOUTO
ca MpOCIIeIeHU IPOCIIEKTUBHO 24 Mecena. Kpurepun 3a BKIIOYBaHE: ca
000CTpeHa XpOHHMYHA 3acToiHa chpiaeyHa HemocTaTbunocT (OX3CH)
or I mo IV  ¢dynkumonanen kmac (®K) mo NYHA. Cnopen
exorpadcku oleHeHata ¢pakius Ha u3TiackBaHe (PU) Ha nsaBara
kamep (JIK) manuenTuTe Ha ca pa3zielieHd Ha MOATPYIH: ChC ChpIEUYHA
HENOCTaThYHOCT CbC 3anazeHa OU (CH3OU), ¢ mexagunna DU
(CHM®H) u ¢ nHamanena ®U (CHuH®U), KaKTo M TaKMBa C IMAcTONHA
nucyHkuus. BomHuTe ca pasmeneHM W Ha NOArPYHNHM ChOOPa3sHO
KOMOpPOMIHUSI MM craryc. KpurepuuTe 3a M3KIIOYBaHE Ca MHOIO
TOYHH: U3BECTHO  aBTOMMYHHO  3aloJjsiBaHe, KOJIareHOo3H,
37I0Ka4e€CTBEHO 3abosiBaHe, HampeaHano OBOpeyHO 3abolsgBaHe
(kpeatHMH Han 250 MHKpPOMOA/l WM XEMOIMAIM3HO JIedYeHHE),
OaxkTepHaneH €HIOKapauT, OenoapobHa TPoMOeMOOIHs, OTKa3 OT
NoANKMCcBaHe Ha HH(opmupaHo cbriiacke. [Ipu 9 or 337-te Gosnnu ca
PETUCTPUPAaHH M3KJIFOYBAIIM KPUTEPUH, C KOETO H3CjIeIBaHus

KOHTHHIEeH c€ peayumpa Ha 328 Oonanu, kato npu 90 una e



U3Clie[IBaHa KOHCTeNalus oT Ouomapkepu (78 oT u3cneaBaHara rpyma
1 12 xontponu). KeM cbpaeuynara komopbumnoct Biamsar: AX, UBC,
KJIanmHA  IOPOLM, pPUTBMHO-IIPOBOOHM  HApyIIEHHUsS, a KbM
HechpleYHaTa: 3axapeH aualeT, obe3uTac, XpOHHYHA OOCTPYKTHBHA
Genonpobna Gonect (XOBB), moxarpa, aHemus, XpoHH4Ha GLOpeuHa
HepoctatbuHoCT (XBH).

H3znons3BaHata MeToauKa BKJIIOYBA: JIOKYMEHTAIEH METO,
KIIMHUYHAa OLeHKa, enexkTtpokapauorpadus (EKI), penTrenoso
U3CJIeIBaHe Ha cbple U Osu1 ApoO, exokapauorpadus, aHKeTHa KapTa,
nmabopatopusi (BKJI. CBbBpEMEHEH METOI 3a ONpeAeisHe Ha
riaoMepyiaHata GUITpanus), OHOMapKepuTe: HATPHYPETHUYEH MENTH]L
(NT-proBNP), unrepneskun-18, uucrarun C.

OG6cpxnaneTo Ha MONydYeHUTE pe3yiTaTd e ybemutenHo. Tyk
aBTOPBHT MPOSIBIBA MHOIO J00pO KJIMHUYHO MHUCJIEHE W BiIM3a B
yOenutenHa IUcKycus.  MHOrO BaKHH ca TaOJMLMUTE 33 BPB3KHTE
Mex1y Oouomapkepure 3a CH u cmbpTHOCTTA Ha 6-THs, 12-THS B 24-
T Mecell. ChINOTO ce OTHACS W 3a pexOoClUTalu3alnuuTe. B Tes3u
aHaJIM3U (3a PEXOCHUTATH3ALUNUTE) MMa €JIEMEHT Ha OPUTUHAIHOCT.
Ilpu ananu3a Ha KOMOPOMIHOCTTA BaXXHO 3HAYEHHE MMa OLEHKaTa Ha
(akTopHTe CBBP3HM C JETATUTETA, PEXOCIUTAIM3ALMHUTE U Jp., KATO
CIIOpe] CTETIIEHTa Ha PUCKA OT CMBPT U pexocnurtainu3anuu 3a OX3CH
ce 000co6sBaT 3 rpyny NalyMeHTH: ¢ BUCOK, MEXIMHEH U HUCHK PHCK.
@akTOpHUTE CBBP3aHU C IOBHUIIEH PHCK Ca: HCXEMHYHA OOJIECT Ha
ChpLETO; NMPEXKHUBSIH MHUOKapAeH UHGApKT; 3axapeH auabeT THI 2 C
JOaBHOCT HaJ 5 TOIWHH; IoJarpa; npeAchbpaHO MBXKICHE; JIsB OeapeH
6nokx; AV 6nok I crenen; mosumen IL-18 >219 pg/mL; CHu®U -

©ON<40% wu ycnoxHeH kimuHudeH xox Ha CH mo Bpeme Ha



XOCNUTAIU3aUATa - IUIEBPAJIEH M3JIMB, NEpUKApAEH H3IIUB, acIHT),
aHemusi. C 110-100pa nporxosa ca nanueHtute ¢ ®U>50%, IL-18< 219
pg/mL u ¢ nuacrosnHa TUChHYHKLM.

O60011IeHNneTO € aHATUTHYHO U KOMIIETEHTHO.

CpIilaceH CbM ChC CHpaBKaTa 3a IMPHHOCUTE, KAKTO M C TAXHATA
OCHOBa — M3BOJIUTE, KaTO 0COOeHO 3HaueHue umar: 1, 2, 4, 8, 10 u 11.
B TaX MMa OpurMHaIHOCT, a Haif-roismara €, 4e TOBa € I'bPBOTO
ManiabHo u3cenBaHe Ha Ha komopouaHoctTa mpu XCH y Hac.

3akiroueHue: J{MucepTalHOHHUAT TPY/ € MOCTHKEHHE 3a HalllaTa
crpaHa. Tol oTroBapss Ha BCHYKHM H3WUCKBAaHHs 3a NPHUCHKIAHE Ha
oOpa3oBaTelHa M Hay4YHa CTENeEH ,,JOKTOP™ M NPH30BaBaM HAayYHOTO

XKYPH 3a MOJIOKUTENICH BOT.
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Dissertation for conferment the educational and scientific

degree doctor of the scientific specialty cardiology

“COMORBIDITY, RISK PROFILE AND BIOMARKERS IN HOSPITALIZED

PATIENTS WITH CHRONIC HEART FAILURE”

KONSTANTIN MICHAILOV KOSTOV, MD

SUPERVISOR : ASSOC. PROF. SOTIR MARCHEV, MD, PHD, DSC

REVIEWER: MLADEN GRIGIROV, MD, PHD, DSC

Actuality of the theme

The theme is a question of present interest because of:

. Chronic heart failure (CHF) comes up as a basic problem not only in
cardiology but and in the field of internal medicine (the frequency of
CHF is about 2% in total population, frequency increases with
advancing age up to 10-15% in people over 70 years old).

. The CHF is with extremely biological (mortality), medical (disability),

and economical (expense) meaning.
Heart failure (HF) is a syndrome which is a consequence from other
disease: arterial hypertension (AH), ischemic heart disease (IHD), heart
valve abnormality, etc, that is why comorbidity is with exceptional
important meaning.

. Asymptomatic HF is told to be precursor of symptomatic HF and it is

related to high mortality.



5. Discovery of asymptomatic patients with diastolic and systolic
dysfunction is possible with biomarkers: natriuretic peptides,
interleukin-18 (IL-18).

6. Comorbidity aggravates the condition of the patients with CHF.

The author is very familiar with scientific literature concerning
the topic of the problem, which is seen in the performed profound
analysis in the survey, but sometimes the author goes out of the theme.
The dissertation includes 209 pages, 72 graphs, 41 figures and 1
application. The bibliography comprises 243 publications, 15 of them

are from Bulgarian authors.

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. All participants were informed beforehand with the aims and

methods of the study and they signed informed consent.

Based on the echocardiographic findings in CHF — according to
echocardiographic assessment of the ejection fraction (EF) of the left
ventricle (LV), the next groups of patients are defined: subjects with
heart failure with preserved left ventricular ejection fraction (HFpEF),
heart failure with mid-range ejection fraction (HFmrEF)and heart
failure with reduced left ventricular ejection fraction (HFrEF) and

patients with left ventricular diastolic dysfunction as well.

These patients’ RF concomitant diseases and prognosis are
object of researches. Study inclusion criteria: exacerbated chronic

congestive heart failure (ECCHF) from II to IV F.C. NYHA. Author



analyzes HF progression and divides the patients on subgroups with
HFrEF, HFmrEF and HFpEF as well with a 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 pmol/l and hemodialysis), bacterial endocarditis,
pulmonary thromboembolism, informed consent refusal. Exclusion
criteria were established 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 following methods were used: documentary, clinical, a
questionnaire was developed for patients, instrumental - ECG,
echocardiography, Chest X-ray, laboratory (including up to date
method for estimation of Glomerular filtration rate - GFR) and
immunological methods (measurement of human NT-proBNP, IL-18)
and Cystatin C as well. All material and methods are presented in
detail.

The discussion of the results is convincing. The author shows
very good clinical point of view and starts conclusive discussion. The
results about connections between biomarkers for HF and mortality at
6-th, 12th and at 24th month are very important. The author found the
unfavorable effect of polymorbidity on HF long-term prognosis. The
relative proportion of the survived patients until 12th and 24th month is

significantly higher in patients without cardiac comorbidity.




The analyses of rehospitalizations are original. The increase in
the number of cardiac comorbidities is associated with higher
percentage rehospitalizations because of HF deterioration, while in
non-cardiac comorbidity this tendency is not clearly expressed.

According to the risk of rehospitalizations and death patients
with HF were differentiated into 3 groups: high risk group,

intermediate risk group and low risk group for rehospitalizations and
death.

The following factors associated with higher risk for
rehospitalizations and death are: ischemic heart disease; previous
myocardial infarction; type II diabetes mellitus with duration more than
5 years; gout; atrial fibrillation; left bundle branch block; AV block I
degree; increased IL-18 > 219 pg/ml; HFrEF — EF < 40% and
complicated course of HF during the hospitalization (pleural effusion,
pericardial effusion, ascites) -High risk group.

The Intermediate risk group includes patients with: HFmrEF; EF
40—49%; sinus bradycardia; COPD; anemia and patients with smaller
number of cardiac comorbidities and with uncomplicated clinical

course of HF during the time of hospitalization.

The Low risk group of patients have better prognosis and lower
frequency of rehospitalizations for HF and this group of patients is
with: smaller number of non-cardiac and cardiac comorbidities; sinus
rhythm; without rhythm and conduction abnormalities; IL-18 < 219
pg/ml; HFpEF — EF > 50%; diastolic left ventricular dysfunction.
These patients are with favorable prognosis.

The summary is analytical and written with competence.



I agree with information about contributions and with the base
for contributions — conclusions as well, in particular conclusions: 1, 2,
4, 8, 10 u 11. They are original, and the most important is that this is
the first on large scale survey of comorbidity in patients with chronic
HF in our country.

In conclusion: The dissertation is an achievement for our
country. The dissertation is according to all requirements for
conferment the educational and scientific degree doctor of the scientific

and I appeal to all members of scientific jury for positive vote.
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