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1. liarHOCTM4YHE Ta NPOTHOCTUYHE 3HAYEHHS KJIiHIKO-HEBPOJIOTIYHUX, FEHETUYHMX, HEMPOBi3yasi3aliliHux Ta

reMoJIMHaMiuyHUX 3MiH I1pY eHle(anonaTisix pisHOro reHesy

2. Diagnostic and Prognostic Significance of Clinical-Neurological, Genetic, Neuroimaging, and Hemodynamic
Changes in Encephalopathies of Various Origins

Pedepar:

1. Y nuceprauii HaBeJleHO HOBE BUPillleHHs] HAyKOBO-IIPAaKTUYHOI IIPOGJIEMH 1O/I0 AiarHOCTUKY Ta OLiHKU PUBUKY
BMHUKHEHHS i IPOrHO3Y Nepebiry eHiedanonariii pisHOro reHesy, sIK MiAIPyHTs IepCOoHasi3allii J1ikyBaJbHOTrO
niAxony, IUISIXOM YTOYHEHHS NIaTOr€eHETUYHUX i 1aTO(i3i0I0TYHMX MEeXaHi3MiB PO3BUTKY MATOJIOrii, HA MiACTaBi
KOMIIJIEKCHOTO JOCJIiIP)KEHHS KITiHIKO-HEBPOJIOTIYHUX i HEMPOIICUXOJIOTIYHUX XapaKTePUCTUK, HENPOBI3yalbHUX i
yJIbTPa3BYKOBMX [TaPAMETPIB Ta MOJIEKYJISIPHO-TEHETUYHUX YNHHMUKIB. Briepiie poBesjeHO KOMILJIEKCHE
NIOPiBHSIJIbHE JOCIIiIPKEHHS NALieHTiB 3 eHledaonartisMu pi3HOro reHe3y i3 BU3HAY€HHSIM KJIiHIKO-HEBPOJIOTIYHHUX,
HEMPOICUXOJIOTIYHUX, HEMPOBI3yaIbHUX, YIbTPAa3BYKOBUX IIAPAMETPIB Ta MOJIEKYJISIPHO-TEHETUYHOI OCHOBU

CXWJIbHOCTI [10 3aXBOpIoBaHHs. [Tornu6eHo ysBeHHs IIPO 0COOJIMBOCTI TOPYIIEHHS KOTHITUBHOI PyHKLi Ta



(PYHKLiOHAIBHOI HECTIPOMOXKHOCTI Y IIOBCSIKIEHHOMY JKUTTI PU eHuledasonaTisax pisHOro reHe3y Ta BCTAHOBJIEHO
ix acouianii 3 KJIiHIKO-HEBPOJIOTIYHMMY CUHIPOMaMU, HEMPOBi3yalbHUMU 3MiHAMU Ta JAHUMU, OTPUMAHUMU IIPU
yJIbTPa3ByKOBOMY IYILJIEKCHOMY CKaHyBaHHI CyJIMH FOJIOBHOI'O MO3KYy. BIiepie B yKpaiHCBKil ITOIyJIALii IaljieHTiB 3
eHledanonaTisiMU Pi3HOro reHe3y AOCJiIPKEHO MOIMPEeHiCTh noaiMopdHuX BapiaHTis reHis ACE, AT2R1, eNOS,
PONY, IL1n, IL10, TNFO Ta BUsIBJIEHO asei Ta/abo re HOTUIY BUILEBKAa3aHUX I'€HiB, SIKi MiBUIIYIOTb PU3UK PO3BUTKY
Ta,/abo nporpecyBaHHs eHledasonarii, 30Kpema HasBHicTb asei D ta renoruny D /D nonimopdroro Bapianty [ /D
rena ACE, anesni C nonimopgHoro Bapianty A1166C rena AT2R1 ta aneni T nonimopdroro Bapianty 108C/T reHa
PONI1 y nauienris 3 XCE; HagBHicTb reHoTuny A/C nosaimop@noro Bapianty Al1166C rena AT2R1, aneni T
nosnimop¢dnoro Bapianty 108C /T rena PON1 y nanienTis 3 XAE; HagBHicTb reHoTuny C/T noniMopdHOro BapiaHTy
C3953T rena IL1n Ta reHotuny G/A nosimopdHoro Bapianty G308A rena TNFo y nauienris 3 ITIE. Bnepiue B Ykpaini
PO3p06JI€HO MaTeMATUYHI MOJIeJli 1711 TPOTHO3YBaHHSI PO3BUTKY KOTHITMBHOI IUCYHKILIi Ta PyHKLIOHAJIbHO]
HECIIPOMOXXHOCTI y NOBCSIKLEHHOMY XXUTTI y NAL[i€HTIB 3 pi3HUMU TUIIaMU eHLeasIonartii, siKi 6a3yl0TbCsl HA JAHUX
reHeTUYHOI'0 aHaJli3y 3 ypaxyBaHHSIM KoMOiHauii HemoaudikoBaHUX (PaKTOPiB pU3MKY (CTaTh, BikOBa KaTeropis,
KaTaMHe3, HasIBHICTb /BiICYTHICTb CYIyTHIX COMaTUYHUX 3aXBOPIOBaHb), 10 € MiAIPYHTSIM JJ1s1 BUBHAYEHHS
[IEPCOHAJII30BAHOTO JIiIKyBaJIbHOTO MiAX04y. 30KpeMa, B KOHTEKCTi PO3BUTKY KOTHITUBHHUX [IOPYIIE€Hb BCTAHOBJIEHO,
o y nauieHTiB 3 XTE Haii6inbiny MpOrHOCTUYHY LiHHICTh Mae noyiMmop@ism rena ACE; y nanieHTiB 3 XCE —
HasIBHICTb COMaTU4YHOI KOMOPOigHOCTI; y nauieHTiB 3 XAE - nonimopdizm rena PONL. [llogo po3BUTKY
(PYHKLiOHATIBHOI HECIIPOMOXKHOCTI Y IIOBCSIKIEHHOMY JKUTTI, TO JOBEAEHO, 0 y nauieHTiB i3 XTE Ta XAE Hanb6inbury
IIPOTHOCTUYHY LiHHiCTh Mae nosimopdizm rena PON1, 3 XCE - nonimop¢ism rena TNFn, 3 TIIE - nonimop@dism rena
ACE.

2. The thesis presents a new solution to the scientific and practical problem of diagnosing, assessing the risk of
occurrence, and predicting the course of encephalopathies of various origins, as a basis for personalizing the
treatment approach. This is achieved by clarifying the pathogenetic and pathophysiological mechanisms of disease
development through a comprehensive study of clinical-neurological and neuropsychological characteristics,
neuroimaging and ultrasound parameters, and molecular-genetic factors. For the first time, a comprehensive
comparative study has been conducted on patients with encephalopathies of various origins, examining clinical-
neurological, neuropsychological, neuroimaging, ultrasound parameters, and the molecular-genetic basis of
disease susceptibility. An in-depth understanding has been developed of the specific cognitive dysfunctions and
functional impairments in daily life associated with encephalopathies of different origins, identifying their
correlations with clinical-neurological syndromes, neuroimaging changes, and data obtained from ultrasound
duplex scanning of cerebral vessels. For the first time in the Ukrainian population of patients with
encephalopathies of various origins, the prevalence of polymorphic variants of the ACE, AT2R1, eNOS, PONJ, IL1g,
IL10, and TNFn genes has been studied, revealing alleles and /or genotypes of these genes that increase the risk of
development and /or progression of encephalopathy. This includes the presence of the D allele and D/D genotype
of the ACE gene's [ /D polymorphic variant, the C allele of the AT2R1 gene's A1166C polymorphic variant, and the T
allele of the PON1 gene's 108C /T polymorphic variant in patients with CVE; the presence of the A /C genotype of
the AT2R1 gene's A1166C polymorphic variant, and the T allele of the PON1 gene's 108C /T polymorphic variant in
patients with CAE; and the presence of the C/T genotype of the IL1o gene's C3953T polymorphic variant and the
G/A genotype of the TNFno gene's G308A polymorphic variant in patients with PIE. For the first time in Ukraine,
mathematical models have been developed to predict the development of cognitive dysfunction and functional
impairment in daily life in patients with various types of encephalopathies. These models are based on genetic
analysis data, considering a combination of non-modifiable risk factors (gender, age category, anamnesis,
presence/absence of comorbid somatic diseases), providing a foundation for defining a personalized treatment
approach. Specifically, in the context of cognitive impairment development, it has been established that in patients
with CTE, the ACE gene polymorphism has the highest prognostic value; in patients with CVE, the presence of
somatic comorbidity; and in patients with CAE, the PON1 gene polymorphism. Regarding the development of
functional impairment in daily life, it has been demonstrated that in patients with CTE and CAE, the PON1 gene
polymorphism has the highest prognostic value; in patients with CVE, the TNFo gene polymorphism; and in patients



with PIE, the ACE gene polymorphism.
Jep>kaBHHH peecTpaniliHuil Homep JiP:

IIpiopuTeTHHI HanpsIM PO3BUTKY HayKH i TEXHIKHU: Hayku 1po XUTTS, HOBi TEXHOJIOTI MpodinakTuKy

Ta JIiKyBaHHs HaNIOINPEHIINX 3aXBOPIOBAHb

CrpaTeriyHuii NpiopUTETHUN HANPSIM iIHHOBALLiMHOI Ais1JIbHOCTI: BrpoBa/yKeHHs HOBUX TEXHOJIOTIi

Ta 06J1aIHAHHS 115 IKICHOTO MEIMYHOI0 OOCIyrOBYBaHHs, JIiKyBaHHS, (papMalleBTUKA
Hi,llcyMKH IOCJIiAKEHHS: TeopeTuyHe y3araJbHEHHs i BUPilleHHs BAXJIMBOI HayKOBOI MTPOGIeMu
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