O0Js1ikoBa KapTKa aucepTaii

I. 3arasibHi BimOMOCTI

Jep>kaBHHH 00J1iIKOBHI HOMep: 0519U001946
Oco006J1uBi TO3HAYKH: BinKpura

JaTa peectpaunii: 29-12-2019

Craryc: 3axumeHa

PexBi3utu Hakasy MOH / Haka3y 3aKjazy:

I1. BizomocrTi nipo 3700yBaya

Baacue IlpizBume Im'a Ilo-6aTbKOBI:
1. Bakynenko Jlronmusa IsaniBHa

2. Vakulenko Liudmyla I.

KBasidikamis: k. men, 1., 14.01.10
InenTudikarop ORCID ID: He 3acrocosyerbcs
Bup, pucepranii: nokrop Hayk
AcnipaHTypa//IOKTOpPaHTypa: Hi

IIIn¢dp HayKoOBOi cneniaJabHOCTI: 14.01.10
Ha3zBa HayKoBoi creniasibHOCTI: [Texiatpis

T'anyss / ramysi 3HaHB. He 3aCTOCOBYETHCS

OcBiTHBO-HayKOBa Mporpama 3i creniaJbHOCTI: He 3acTocoByeTbCs

JlaTa 3axHCTy: 24-12-2019

CnenianbHICTD 32 OCBiTOMO: [Teniarpis

Micue po6oTH 3400yBayva: JlepkasHuii 3akiaz "[IHIIPONETPOBCHKA MeMYHA aKkaemis Minictepersa

OXOPOHHU 3[10POB's YKpaiHn"

Kog, 3a €IPIIOY: 02010681

Micuesnaxo,zm(emm: ByJ1. Bomopumupa Beprancekoro, 9, M. JHinpo, JJHIinponeTpoBcbKuii p-H.,

JHinponeTpoBchKa 0641, 49044, Yxpaina

dopma ByracHoCTI:

Cdepa yIIpaBJIiHHﬂ: MiHicTepCTBO OXOPOHU 310POB 51 YKpaiHu

InenTudikarop ROR: He zacrocosyerscs



I11. BimomMocTi mpo opranizariiio, e Big0OyBcsl 3aXHCT
IIudp cnenianizoBaHoi BYU€HOI pagH (Pa30Boi CleliaJai30BaHOI BYEHOI pazu): [l 26.553.01

IloBHe HaliMeHYBaHHSI IOPHUAHUYHOI 0COOM: [lepkaBHa ycTaHoBa "[HCTUTYT TeiaTpii, akymepcTsa i
rinexkosorii iM. akagemika O.M.Jlyk'anosoi HAMH Ykpainn"

Kog, 3a €JIPIIOY: 02012022

Micue3HaxoaKeHHS: By 1. Manbopony, 8, M. Kuis, KuiBceka 06:1., 04050, Ykpaina
dopma BaacHOCTI:

Cdepa ynpaBiriHHS: HaujonanbHa akazieMis MEIMYHUX HAyK YKpaiHu

InenTugikarop ROR: He zacrocosyerscs

IV. BizomocTi nipo nmiznpueMcTBO, yCTaHOBY, OpraHisalliio, B sIKii 0yJ10
BUKOHaHO JHUCEPTALil0

IloBHe HaliMeHYBaHHSI IOPHUIUYHOI 0COOM: [lepkaBHuii 3akyaj "[IHIMPONIETPOBChKA MEIYHA aKaIeMist
MiHicTepcTBa OXOPOHY 300POB'S YKpaiHn"

Kop 3a €IPIIOY: 02010681

Micue3Haxoa>KeHHSI: By Bosiogumupa BepHascbkoro, 9, M. JIHinpo, JIHINponeTpoBCchKuii p-H.,

JHinpomneTpoBchKa 0671, 49044, Ykpaina
dopma ByracHOCTI:
Cdepa yIIpaBJ'IiHHﬂ: MiHicTepcTBO OXOPOHM 370POB 'Sl YKpaiHu

InenTudgikarop ROR: He zacrocosyerscs

V. BimoMocTi npo guceprariio
MoBga guceprariii:
Koau TeMaTHYHHX PYyOPHK: 76.29.47

Tema gucepranii:
1. liarHocTuka, npodinakTyKa Ta NPOrHO3YBaHHS [1OPYIIEHb LIEHTPAJIbHOI Ta PerioHaabHOi FeMOJIMHAMIKY Y TiTel,
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2. Diagnosis, prevention and prognosis of systemic and regional hemodynamics disorders in children with chronic
pyelonephritis.

Pedepar:

1. Y puceprauiiiHiil po60oTi 3 MO3MLIiN CUCTEMHOTO IiTX0AY HaBeJeHO HOBE BUPIlI€HHSI HAYKOBO-TIPAaKTU4HOI
po6JieMU ~yOOCKOHAJIEHHS [iarHOCTUYHOI TAKTUKY Ta NIEPCOHI(PIKOBAaHMX 3aX0[1iB KOPEKIil KapiOBaCKYJISIPHUX
MOpPYIIeHb Ha Pi3HUX eTarnax KJIiHiYHOTO MOHITOPUHTY AiTel, XBOPUX Ha XPOHIYHMI miesioHePput. [IpoBeneHo
TeOpeTUYHE y3arajbHEeHHs KJIiHiYHOTO AOCIiIPKEHHS 0COOJIMBOCTEN IIPOrPECyBaHHs XPOHIYHOTO 3aXBOPIOBAHHS
HUPOK Ta (POPMyBaHH$ KapJiOBaCKYJIIPHUX YCKJIaAHEHb, CTBOPEHO KOHIEMI{I0 PO3BUTKY I1aTOJIOTIYHOrO IIPOLECY,
BUSIBJIEHO KJIIHIKO-TIaTOT€HETUYHi 3aKOHOMIPHOCTI Ta CTPYKTYpHO-(PYHKIiOHAIbHI 3MiHM HUPOK i cepisl.

Po3pob6sieHa KOHIEIis pO3BUTKY [IOPYIIE€Hb CUCTEMHO] i1 HUPKOBOI FeMOAMHAMIKY, SIK IIPOBiZIHOI IaTOreHeTUYHO1



JIAaHKH, CTYIiHb BUPQKEHOCTI SIKOi BU3BHA4Ya€ PiBEHb IMOBIPHOCTI HECIIPUSTIIMBOrO NEPE6Iry XpOHI4YHOTO
nienonedpury. PosmupeHi ysBieHHs IPO MEXaHi3MU PO3BUTKY CEpPLIEBO-CYAUHHUX IIOPYIIEHb Ta OPMYBaHHS
PEHaJIbHOI apTepiasnibHOi rinepTeHsii B AiTel, XBOPUX Ha XpPOHIYHUI NiesloHePpUT. loBeieHO, 1110 [IOPYIIEeHHS
HVPKOBOI FeMOAMHAMIKU ITIOUYMHAIOTHCS 3 BA3OKOHCTPUKTOPHOI peaklii HUPKOBOTO KPOBOTOKY, SIKa
XapaKTePU3yeThCs MiIBULIEHHSIM PiBHS IepUPEpUIHOro ONopy, MAKCUMaJbHOI IBUAKOCTI KDOBOTOKY Ta CUCTOJIO-
IiaCTOJIYHOrO CIiBBiJHOIIEHHS, a B [I0JJaJIbIIOMY IIPOTPECYIOTh 40 Ba30IUIATALiHUAX 3MiH, SIKi XapaKTE€PU3Y€EThCS
3HIKEHHSIM BUILleTIepepaxoBaHUX MTOKa3HUKIB. 3a JOTIOMOT0I0 MHOXKMHHOI JIOTICTUYHOI perpecii po3pobaeHo
[IPOTHOCTUYHY MOJEJIb TPOTPECYBaHHS CEPLIEBO-CYAMHHUX NOPYIIEeHb Y BUTJIA] rinepTpodii J1iBOro HIIYHOUKY Ta
apTepianbHOi rinepreHsii y miTel, XBOpUX Ha XpPOHIYHUI MiesloHePpuT. [lokazaHa epeKTHUBHICTD
IHIMBIyasli30BaHOrO MiTX0y KOPEKLii KapAioBaCKyJISIPHUX IIOPYIIEHD 3 3aCTOCYBaHHSM €HaJanpiny ta L-apriHiny.
3anponoHOBaHa 3 ypaxyBaHHSIM FeMOJAMHAMIYHYX PO3JIaJliB Ta AUCQYHKLII €HOOTEei0 cXeMa JIiKyBaHHS 103BOJINJIA

OTPUMATH MMO3UTUBHY AUHAMIKY B 75,2% MallieHTiB.

2. The dissertation systemically presents a new solution to the research and practical problem - improvement of
diagnostic tactics and personalized measures of cardiovascular disorders correction at different stages of clinical
monitoring in children with chronic pyelonephritis. The clinical features of chronic kidney disease progression and
cardiovascular complications formation have been theoretically generalized. The concept of the pathological
process development has been formulated, the clinical and pathogenetic patterns as well as structural and
functional changes of the kidney and heart have been revealed. The prognostic value of determined clinical-
ultrasonographic, Doppler-ultrasonographic parameters and indicators of 24-hour ambulatory blood pressure
monitoring, endothelial dysfunction and status of the autonomic nervous system provides an opportunity to
recommend them as auxiliary criteria in assessing the severity of cardiovascular system functional state disorders
in children with chronic pyelonephritis. The diagnostic value of the available non-invasive technique for the kidney
stiffness assessment with ultrasound has been proved which can be recommended for the implementation in
health care for routine evaluation of the renal inflammatory process severity and fibrosis formation. It has been
revealed that in children with chronic pyelonephritis, disorders of systemic and renal hemodynamics are strongly
intercorrelated. It has been demonstrated that blood velocity and peripheral vascular resistance indices, pulsation
index and systolic-diastolic ratio at the level of the main and segmental renal arteries are highly informative
prognostic indicators characterizing the state of renal hemodynamics in children with chronic pyelonephritis. The
risk factors for developing systemic and renal hemodynamics disorders associated with the etiological factor
related to chronic pyelonephritis in children have been identified. The main risk factors for an unfavorable course
of chronic pyelonephritis in children are anomalies of the urinary tract, a prolonged initial episode of
pyelonephritis, arterial hypertension, anemia at the disease onset, functional disorders of urodynamics,
concomitant persistent infection, metabolic disorders, dysembryogenic stigmas. Understanding of the
cardiovascular disorders and renal arterial hypertension mechanisms in children with chronic pyelonephritis has
been enlarged. It has been proved that renal hemodynamics disorders are induced by vasoconstrictor reactions of
the renal blood flow, which are characterized by an increase in the peripheral vascular resistance, maximum blood
flow velocity and systolic-diastolic ratio, and subsequent progression to vasodilatory changes with a decrease in all
the above-mentioned indicators. Based on the work results, two predictive models have been developed. The first
model is the prognostic table for developing chronic pyelonephritis and the second one is a mathematical model
for predicting the cardiovascular complications development - left ventricular hypertrophy and arterial
hypertension in children with chronic pyelonephritis. The use of the proposed mathematical model for the
development of cardiovascular disorders in children with chronic pyelonephritis will identify the group at
increased risk of cardiovascular complications, which need to be timely corrected. The revealed hemodynamic
disorders required timely nephroprotective therapy administration. Enalapril IACE) add-on therapy was
accompanied by positive dynamics in 75.2% of patients. In the treatment follow-up, the changes primarily
occurred at the segmental renal artery level, which was manifested in the velocity indicators normalization and the
resistance indices reduction. In the treatment course, there was a significant decrease in the frequency and
severity of arterial hypertension syndrome from 34.0% to 6.9% (p <0.05). The mean blood pressure continued to



decrease over the 3-year study period, reaching the target level in 79.6% of patients with chronic pyelonephritis.
This dynamics is an important independent predictor for retarding progression of kidney disease. L-arginine
combined with enalapril add-on treatment resulted in positive changes in 47.8% of patients due to a significant
increase in the brachial artery diameter and brachial flow-mediated dilation as well as a decrease in the blood
velocity parameters. A significant increase in the normoergic variant of the response to a test with endothelium-
dependent vasodilation and a decrease in the number of pathological variants were recorded. For the treatment of
chronic pyelonephritis patients with cardiovascular disorders manifestations, it is recommended to use a
differential approach. Enalapril (IACE) as monotherapy is recommended for patients with stage I chronic kidney
disease and combined therapy with enalapril and L-arginine - for patients with stage II-III chronic kidney disease.
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