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Mo
Ilpeacenarens Ha Hay4YHO KypH,

onpejae/ieHo cbe 3anoBea Ne
1739/29.06.2022r

Ha PexTopa Ha MeanuuHcku
yHuBepcureT — [l1eBen

PEILEH3USI

Ot IIpodecop n-p Koncrantun HukosioB Pammes, a.m.

Havannuk na Havannuk ,, Kimnnka Unrensusna Tepnans” BMA-MBAJI-Codus.

OTHOCHO: [lucepranuonen tpyxn ,,OIEHKA HA )KU3HEHUSI MUOKAPJ KATO
NPENOPBYUTEJIEH KPUTEPUM TP JIEUEHUETO HA INAIIMEHTUTE C
HCXEMHUYHA BOJIECT HA CHbPHETO CbC WJIH BE3 XPOHUYHA CbPJIEYHA
HEXOCTATBYHOCT?”, pa3paGoren ot jou. a-p Bnagumup Munazenos I PUTOPOB JI.M., 3a
NPUCHXKIaHe Ha oOpa3oBaresHa u Hay4Ha cteneH ,,JJOKTOP HA HAVKUTE” B o6acT Ha
BHCIIE 00pasoBaHue 7. ,, 3/[paBeola3BaHe U CIOPT : MO NPO(ECHOHAHO HAPABICHHE
7.1.“MeauuuHa“ 110 Hay4YHa CHELUAIHOCT »Kapauomorus”.

JlucepTaunoHnuT TPy € HanucaH Ha 214 cTaHAapTHH CTPAHUIIH. bubnuorpagusira
BK/II04Ba 186 aBTopa - n3usn0 Ha natuauna. Jlou. a-p Bragumup Miagenos ['puropos
3aBbpuIBa npe3 1989r. Bucuie o6paszoBanne KbM MeMUMHCKH YHHBEPCHTET — Coous,
cnenuanHocT ,,Memuuuna®. Ilpes 1994r npumobusa crienuanzoct ,, Bwrpemnu 6onectu®, a
npe3 2001r., cneunannocr ,, Kapaunonorus®. [Ipes 2005T. yenenHo 3amurasa
AMCEPTALMOHEH TPY/l ¥ IPHA00MBA Hay4HO-00pa30BaTe/HA CTEIIEH ,,JOKTOP MO HAay4YHATA
cnenuanHoct Kapauonorus ™. Ot 1989r. nocieoBarenno pabotu B pasindHu CTPYKTYpH B
boarapus u uyx6una. Ot 2010r. a-p I'puropos e JlomeHT 1o ,, BBTPELIHHU OOJIECTH  KbM
karezpa ,IIponeneBruka na Berpemmnure 6onectu’ koM MY - [TieBen.

Hou. I'puropos e wien Ha ,,0b/Irapeku Jiekapeku cbioz™, ,, JIpyxkecTBo Ha KapJHOJIO3HUTE B
Brirapust®, ,, Obarapcko apy»KecTBO M0 MHTEPBEHLMOHAIHA Kapanosorus®, “Cardiac Society
of Southern Africa”,”South African College of Medicine”. UsneH e Ha pelaKIIMOHHHUTE
Kojeruu Ha HayyHuTe cnucanus “CARDIOVASCULAR JOURNAL OF SOUTH
AFRICA*“(}OAP), u “ COR et VASA*“(Yexus), aBTOP M CHaBTOD €-Ha Haj 40 Hay4yHH
1yOJIMKaUKK B OBIrapCKH M YyXKA€CTPaHHH MEAHIIMHCKH CIIHCAHMS,

O06ma xapakTepucTHKa Ha npodJeMaTHKaTa:

[IpencraBenusT My 3a perieH3us qMcepTALMOHEH TPY € [IOCBETEH Ha aKTyaJiHa 3a
ObarapckoTo 3apaBeonassane Tema. I1pe3 mocaeiHUTE rOMHY HHBA3UBHATA KapMOoJIOTusi




HanpasH OYpPHO pa3BUTHE, KOETO HATIOCIEBK YeCTO [IPEMHUHABA TPAHULIMTE HA PA3yMHHTE
TOKa3aHus 3a MHTepBeHIMsA. OKa3pa ce, 4e JaHHHUTE 110 OTHOLICHHE Ha JABITOCPOUYHHS
pe3yaTar 3a CMBPTHOCT Ca IIOYTH €IHAKBH IIPU MEIMKAMEHTO3HO JIEYEHHE U
uHTepBeHIUsI(AKD 1 creHTHpane), ¢ U3KIIOUEHHE HA PECHHXPOHU3MPALIATa TePATHS.

XponunyHara cbpreuna HefoctarbunocT (XCH) uma kato ocHOBHA MPUYHHA apTepHaIHATa
xunepToHus(AX) u/unm ucxemuunara 6osect Ha copuero(MBC). ChbMHUTENHO € 1aiu
unrepBeHImuTe ( AKDb unmu Crenrupane) HamansiBat passutuero Ha XCH B cpaBHeHHe Che
CbBPEMEHHOTO ME/IMKaMEHTO3HO JieueHne.OLeHKaTa Ha )KM3HEHUSI MHOKap/I, KOETO Haii-
100pe cTaBa ¢ Bb3MOKHOCTHTE Ha sIpeHaTa MeAULMHA, ONITUMU3HPA H360pa Ha TOLAXO/-
MHBA3UBEH HJIM HeWHBa3uBeH. ToBa ocobeHo ce oTHacs 3a manuentute ¢ XCH, ¢ no6pa um
JIEKO HaMaJleHa (ppakiius Ha U3TIIACKBAHE.

[TocTaBenuTe 1€ U 3a/1a4n ca PealHd U OCHOBHO CTPEMEXa € 1A Ce H3SCHH, Jajlu
MalMEHTHTE ChC 3HAYUTEIIHO HaMalleHa (YHKIIMs Ha JIsiBaTa KaMepa v He TBbpJE CI0KHA
KOpOHapHa MaToJIOrus 1€ UMAT I10-100bp pe3yaTaT OT MEAUKAMEHTO3HOTO JICYEHHE B
CPaBHEHHUE C HHTEPBEHIIMOHAIIHOTO, 110 OTHOLIEHHE HAa paHHA CMBPT U ycloxkHeHus. ChIIOTO
Ce OTHACS M 3a BACOKOPUCKOBUTE MAIUCHTH, @ POJIATA HA OLIEHKAaTa Ha )KU3HEHUSI MHOKAp/I €
cbiiecTBeHa IIpoyusaneTo ce ocnoBaBa Ha pesynrtara ot 207 nauueHTa Ha Bb3pacT oT 28 10
48r., xato B TpeTaTa Bb3pacT ca % OT TsX. MeTOMKUTE ca ChBPEMEHHH H /1aBa OCHOBAHHE 3a
AOCTOBEPHOCT Ha MOJIy4YeHUTE pe3ynTaTu: anamuesa, EKI, exokapauorpadgus, ctpec-recr,
ME/IMKaMEHTO3€H NIPOBOKAL[MOHEH TECT, KAKTO M LIMPOKUTE Bb3MOXKHOCTH Ha sApeHaTa
MEJIMIMHA, KaTO aHaTOMHUS U QyHKIHUs U pa3bupace kopoHaporpadus. '

Pesynrarure ca yOenuTeHu ¢ H3KIIOYHTEIHO TOYHA CTATHCTHYECKA 00paboTKa ¢
neUHEpaHe HAa XUIIOTE3UTE, TEOPHTHYHA H MIIMPUYHA XAPAKTEPHCTHKA, XH- KBagpaT
aHaJIM3 32 BPB3Ka MEX/y JIBE IPOMEHIINBH, KoeduuueHT Ha Kpamep.

OO6CHKIAHETO € AHATUTHYHO M KPHTHYHO KAaTO aBTOPA BJIM3a B AMCKYCHS HE CaMo C JIpYTrH
aBTOPH, HO U ¢ u3BecTHH NpoyuBaHus(STICH) xaro yGenuTenHo ocropBa HAKOU J1aHHH B
TaX. [IpaBu BrieyaTiieHre CHITHO TIONIOXKUTETHOTO 3HAYEHHE HAa HOPMANHAaTa nepdy3us Ha
CTPEC-TECT M0 OTHOIICHUE Ha KyMYJIAaTUBHUS PUCK IIPU KOpoHapHa 6oject(ron 1%).
3aTIbCTABAHETO MOJKE J1a 1eopMHpa pe3yaTaTuTe , 0COGEHO IPH HHIEKC Ha TeJleCHa Maca
Haz 30. I'pynara ¢ ®U nan 45% nma roanina cMbpTHOCT 11071 1% J0pH NPH 3HAYHTEITHH
AQHOMAJIMH B 3aCETHATHS OT TEXKKa XUIIOKCHS U HEKPO3a MHOKap/I, KATO TO3H [OKa3aTell ce
yBennuasa nipu O®U nox 45% .S npennte TecToBe AaBatT OTINYHA OLEHKA 3a MAIMEHTH, KOTaTo
U3MHATBAHETO YPE3 YCUIIME € OTPAHUYCHO HIIH HEBB3MOXKHO.

ABTOpa npasu 24 u3BojA , KaTO BCHYKH ca yoenutennu. OeHKara Ha JKU3HeHHes MHUOKap €
Hal-BaXKHa [IPU NIALUMEHTHTE C HANPEHAJIA JISBOKaMepHa AUCyHKIMS M KOpOHApHA GoJIecT ¢
auruHa nox Il u IV ¢pyukuuonanen knac. Heo6xoaumu ca none 20-30% ku3HeH MHOKap ,
3a J1a ce U3BBPIIN KOpoHaporpadus, Thil KaTo CTaBa Jyma He caMo 3a aHATOMHS, HO H 3a
yHKums, KOATO Hal-TOOpe ce OLEHsBa Ype3 METOIUTE HA SAPEHaTa MeUIMHA. MHOTO SCHO
¢a o4YepTaHH Bb3MOXKHOCTHTE Ha si/[peHATa MEMIIMHA KAaTO Haii- 100bp METO/ IPH Te3H
MalMEHTH.



Ily6aukanun u aBTopedepar:

Iocouennte nmyGnukauuu ca 10CTaThYHM M CE OTHACST JI0 OCHOBHATA TEMa Ha JIOKTOpATa.
ABTOpe)epaThT € CTPYKTYPHpPAH B IIBIHO CHOTBETCTBHE € TEKCTA B AMCEPTALHOHHHS TPYIL.
Harican e B crernar ctuii, 0Tpa3ssBa BCHUYKH OCHOBHH IOJIOXKEHHs U € 0opMeH Ha J06po
TEXHUYECKO HUBO.

JlaHHH OT IUCEPTALMOHHHS TPY/I Ca ONKCAHK B 6 MyGIMKAIIMK Y HAC U B 4y)KOMHA.

Kputiunu Genexku: IIpeasun cornantara 3HaYMMOCT Ha Ta3H APUTMHUS H yCIIOKHEHUATA, /10
KOHTO MOJKE J1a I0OBE/I€ MHUCJIsL, Y€ B M3CJI€IBAHETO OMXa MOTJIH Jla B3eMaT yyacTHe IToBeye
NaIlHUEeHTH.

3akioueHme:

Vimaiiku mpeiBuL U3710)KEHOTO JIOTYK, CUMTAM, Y€ AMCEPTALMOHHUAT TPY/ OTTOBaps Ha
usuckBanusita Ha 3SPACPD u [IpaBuinnuka 3a ycnoBusita u pejia 3a npu100MBaHe Ha HAYYHH
CTCIICHH U 3a€MaHC HA aKaJICMUYHH JUTHKHOCTH U MOXKe J1a ObJie OlleHeH KaTo JucepTabuIIeH.
JlaBaM nosioxuTeNHa oLleHKa U yOeneHo mpeiaram 1a Ob/e pucheHa o0pa3oBaTeIHaTa 1
HayyHa crerned ,,JJOKTOP HA HAYKUTE” na nou. a-p BJAAUMUP MJIAJIEHOB [ MI'OPOB
J.M. ‘ | -
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To
The Chairman of the Scientific Jury,

Appointed with Order No.
1739/29.06.2022

of the Rector of the Medical
University - Pleven

REVIEW

of Professor Dr Konstantin Nikolov Ramshev, md

Head of "Intensive Care Clinic" MMA-Multiprofile Hospital for Active Treatment-Sofia

REGARDING: Dissertation "ASSESSMENT OF VITAL MYOCARDIUM AS A
RECOMMENDED CRITERION IN THE TREATMENT OF PATIENTS WITH
ISCHEMIC HEART DISEASE WITH OR WITHOUT CHRONIC HEART
FAILURE", developed by assoc. prof. Dr Vladimir Mladenov Grigorov, md, for awarding of
the educational and scientific degree "DOCTOR OF SCIENCES" in the field of higher
education 7. "Health care and sports: in the professional direction 7.1. "Medicine" in the
scientific specialty "Cardiology".

The Dissertation is written on 214 standard pages. The bibliography includes 186 authors -
entirely in the Roman alphabet. Prof. Dr. Vladimir Mladenov Grigorov graduated in 1989 his
higher education at the Medical University - Sofia, specialty "Medicine". In 1994, he acquired
the specialty "Internal Diseases", and in 2001 - the specialty "Cardiology". In 2005, he
successfully defended a dissertation and obtained a scientific-educational degree "doctor in
the scientific specialty of Cardiology". Since 1989, he has successively worked in various
structures in Bulgaria and abroad. Since 2010, Dr. Grigorov is Associate Professor of
"Internal Diseases" at the Department of "Propaedeutics of Internal Diseases" at the Medical
University of Pleven.

Assoc. prof. Grigorov is a member of the "Bulgarian Medical Association", "Society of
Cardiologists in Bulgaria", "Bulgarian Society of Interventional Cardiology", "Cardiac
Society of Southern Africa", "South African College of Medicine". He is a member of the
editorial boards of the scientific journals "CARDIOVASCULAR JOURNAL OF SOUTH
AFRICA" (South Africa) and "COR et VASA" (Czech Republic), author and co-author of
more than 40 scientific publications in Bulgarian and foreign medical journals.

General characteristics of the topic:

The dissertation submitted to me for a review is dedicated to an issue topical for the Bulgarian
healthcare. In recent years, invasive cardiology has made a rapid development, which recently



often goes beyond the reasonable indications for intervention. It turns out that the data
regarding the long-term mortality outcome are almost the same for drug and interventional
treatment (aorto-coronary bypass or stenting), except for the resynchronization therapy.

The main cause for the chronic heart failure (CHF) is arterial hypertension (AH) and/or
ischemic heart disease (IHD). It is questionable whether interventions (aorto-coronary bypass
or stenting) reduce the development of CHF compared to state-of-the-art drug treatment. The
evaluation of the vital myocardium, which is best done using the capabilities of the nuclear
medicine, optimizes the choice of an approach - invasive or non-invasive. This especially
applies to CHF patients with a good or slightly reduced ejection fraction.

The set goals and tasks are realistic and the main aim is to clarify whether patients with
significantly reduced left ventricular function and not too complicated coronary pathology
will have a better result from the drug treatment compared to the interventional treatment, in
terms of early death and complications. The same applies to high-risk patients, and therefore,
the role of the vital myocardium assessment is essential. The study is based on the results of
207 patients aged 28 to 48, with % of them being in the third-age group. The methods are
state-of-the-art and provide a basis for the reliability of the results obtained: medical history,
ECG, echocardiography, stress test, drug challenge test, as well as the extensive capabilities
of the nuclear medicine, such as anatomy and function and, of course, coronarography.

The results are convincing, with highly accurate statistical processing, with definition of
hypotheses, theoretical and empirical characterization, Chi-square analysis for relationship
between two variables, Cramer's coefficient.

The discussion is analytical and critical, and the author enters into a discussion not only with
other authors, but also with known studies (STICH), convincingly disputing some of the data
therein. The highly positive significance of normal stress test perfusion in relation to the
cumulative risk in case of a coronary disease (below 1%) is noteworthy. Obesity may distort
the results, especially when the body mass index exceeds 30. The group with an ejection
fraction exceeding 45% has an annual mortality of less than 1% even with significant ,
abnormalities in the myocardium affected by severe hypoxia and necrosis, and this indicator
increases when the ejection fraction is below 45%. Nuclear testing provides an excellent
assessment of patients, where exercise testing is limited or impossible.

The author draws 24 conclusions, all of which are convincing. The assessment of vital
myocardium is most important in patients with an advanced left ventricular dysfunction and a
coronary disease with angina of a functional class below III and IV. At least 20-30% of the
vital myocardium are necessary for performing a coronarography, as it is not just about the
anatomy, but also the function, which is best assessed using the nuclear medicine methods.
The capabilities of the nuclear medicine as the best method for these patients are very clearly
outlined.

Publications and Author’s abstract:



The publications listed are sufficient and relate to the main topic of the PhD dissertation. The
Author’s abstract is structured in full compliance with the text in the dissertation. It is written
in a concise style, covers all the main points and is elaborated at a good technical level.

Data from the dissertation are described in 6 publications in Bulgaria and abroad.

Critical Notes: Given the social importance of this arrhythmia and the complications it may
lead to, I think that more patients could have participated in the study.

Conclusion:

Taking into consideration the above, I believe that the dissertation meets the requirements of
the Law on the Development of the Academic Staff in the Republic of Bulgaria and the
Regulations on the Conditions and Procedure for the Acquisition of Scientific Degrees and
Holding Academic Positions and may be assessed as dissertationable. I give a positive
assessment and strongly suggest that the educational and scientific degree "DOCTOR OF
SCIENCES" be awarded to Assoc. prof. Dr. VLADIMIR MLADENOV GRIGOROV md, in

the scientific specialty "Cardiology". :
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