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1. Incepraniiina po60Ta IPUCBIYEHA JOCTIIKEHHIO [IaTOT€HETUYHNX MEXaHi3MiB IeIIPECUBHOIO CUHIIPOMY B
YMOBaX XpPOHIYHOTO CyJIOMHOIO CUHIPOMY Ta po3po01ii Ha 1iili NificTaBi ciocoby NaTOreHeTUYHO OOI'PYHTOBAHOI
KOPEKLii JenpeCcUBHUX €JIEMEHTIB NIOBEIiHKU. Y pOOOTi pO3B'SI3yI0ThCS HACTYIIHI 3aBAAHHS: JOCIIIATA 3MiHU
[I0O3HO-TOHIYHOI, I1J1aBaJIbHOI, €eMOLNHO]I [T0BEIiHKY, a TAKOX MHECTUYHUX QYHKIiM y TBAPUH B HA CTaTisX
PO3BUHEHOTO (PapMaKOJIOT{YHOrO KiHJIiHTa, 3aBEPLIEHOr0 KiH/JIiHTa Ta OCTKIHJIIHTY; BUBHAYUTH BILJIUB
MopyJsLii xosiHepriyHoi, fodaminepriunoi Ta TAMKepriuHoi cuctem cTpiaTyMy Ha BUPaXXEHICTb NOCIiAyBBAHUX
Pi3HOBUIIB NOBEIIHKY Y WYPiB B AMHAMILI XPOHIYHOTO CYJJOMHOTO CUHIPOMY; BU3HAYUTH BIIJIUB MOMYJIALL]
XOJIiHepriyHoi Ta oniaTepriuHoi HelpoOMeiaTOPHUX CUCTEM Ta CUCTEMH 30YIKYIOUMX aMiHOKUCIIOT y IIypiB IIpU
KiHJJIiHr-iHAYKOBaHIl XpOHIYHIN CyIOMHIl aKTUBHOCTI; BU3HAYUTU €(PEKTUBHICTb PO3iJIbHOTO Ta CYMiCHOT'O
BBEJICHHS BOPTIOKCETHHY 3 BaJILIIPOEBOI KUCJIOTOI, TU(PEHITIiAaHTOIHOM Ta (PeHOOapOIiTAIOM B ACTIEKTI
BiZJHOBJIEHHS BUSBJIEHUX [TOPYLIEHD ITOBEIIHKY Y LIYPiB B AMHAMILI XPOHIYHOTO CYJJOMHOTO CUHIPOMY; BU3HAYNTHU

ePeKTUBHICTb PO3JiJILHOIO Ta CYMICHOTO BBEJJ€HHSI BOPTIOKCETHHY 3 IPOTUCYJOMHUMU IperapaTaMy y XBOPHX 3



[IOCTTPaBMaTUYHOIO €IiJIeTICi€l0; OOTPYHTYBATU 32 HASIBHUMU €KCIIEPUMEHTANbHO-KIIHIYHUMU JaHUMU
TIOLNBHICTb CYMICHOTO 3aCTOCYBaHHS NIPOTUCYIOMHUX IIPEIAPATiB Ta aHTUAEMIPECAHTIB 32 YMOB KOMIIJIEKCHOI
[IaTOr€HETUYHOI Tepallii JeNPeCUBHUX NIOPYIIEHD NIOBENiHKY. [ucepTaliiiHe TOCHiIKEeHHSI BUKOHAHO IIPOTITOM
2016-2020 p.p. Ha kKadenpi 3aranbHOi Ta KJiHiYHOI naTosoriyHoi ¢iziosorii OfecbKoro HalioHAIbHOTO MEIUYHOTO
yHiBepcuTeTy. JlociiKeHHs] BUKOHAHO Y JIeKilbKa eTariB. 3aBJaHHSIM MEepIIOro eTaly O0yJIo 3'SCOBaHHS
0COOIMBOCTEN Ta BU3HAYEHHS 3aJIeXKHOCTI Bif cTazii GopMyBaHHS KiHAJIIHI-CIIPUYMHEHOI XPOHIYHOI CyIOMHOI
aKTUBHOCTI Pi3HUX (POPM HECYLOMHOI IOBEiHKU €KCIIEPUMEHTAIbHUX TBAPUH. 3aBaHHSM IPYTOro eTally BJIaCHUX
IOCHiIXeHb 0yJI0 BUBHaY€HHS e()EeKTUBHOCTI KOPEKLii 00paHuX i SOCiIKEHHS HECYIOMHUX (POPM MOBELIHKYU Y
IIypiB Ha pi3HUX eTanax GOpMyBaHHS KiHAJIIHI-CIIPUYNHEHOI XPOHIYHOI Cy[IOMHOI aKTUBHOCTI. 17151 11bOT0 OysIU
3aCTOCOBaHi roToOBi, 3apeecTpoBaHi B YKpaiHi mpenapaTy BOPTIOKCETUH, BaJIbIIPOEBA KUCIOTa, AUPEHINTUIAHTOIH Ta
(deHobapbiTan. 3aBgaHHSIM TPETbOTO €Tally BJIACHUX IOCIiIKeHb OyJla KIliHiYHA OlliHKa €(PeKTUBHOCTI CXeMU
IIaTOT€HETUYHO OOI'PYHTOBAHOI (PapMaKOJIOTiYHOI KOPEKLii HeCYJOMHUX Pi3HOBUIB MOBEAIHKU Y XBOPHUX 3
IIOCTTPAaBMAaTUYHOIO €Mijencieto. 17 BifTBOPEHHS XPOHIYHOTO CYJJOMHOTO CUHIPOMY BUKOPUCTOBYBAIN MOZEJIb
XiMiYHOTO KiHJJIiHTY. 3acToCyBanu pi3Hi TepMiHOBI iHTEpBanu (OPMYBaHHS XPOHIYHOI CYJJOMHOI aKTUBHOCTI: 18-y
0Oy BiITBOPEHHS KiH/JIiHTY, Ky BBOKaJIU CTa/li€l0 pO3BUHEHOTIO XPOHIYHOTO CYyJIOMHOTO CUHIPOMY, 24-y 100y
BiAITBOpPEHHSI KiHAJIIHTY, sIKa € CTaZiel0 cPOPMOBAHOTO XPOHIYHOIO CYJJOMHOTO CUHAPOMY, Ta CTaJIil0 MOCTKIHIJIIHTY
(micyis 14-meHHoOro iHTEepBasy micss 3akiHyeHHs popMyBaHHS KiHJJIiHra, 38 mo6a Jociny), sSIKy BBaXKaju CTalielo
MigBUIIEHOI CYJJOMHOI TOTOBHOCTI. [I0BEiHKY TBapMH LOCIIIPKyBan y BijIbHI Bifl CYZOMHUX IIPOSBIB II€pioAu dyacy
- IIPOTSITOM iHTepiKTa/lbHUX NEPiofiB. [JJONOBHEHO ySIBIEHHS PO naTodisiosnoriyHi MexaHismu GopmMyBaHHS
HecyLoMHUX GOPM MOBEMiHKY IeIPECUBHOr0 XapakTepy B AUHaMIlll KiHIJiHr-1HIyKOBaHOi XpOHIYHOI CyIOMHOI
aKTUBHOCTI Ta pO3p006JIEHO TEOPETUYHI ITiAICTaBU [1JI1 CyMiCHOTO 3aCTOCYBaHHS aHTUJIEIPECUBHUX Ta
IIPOTUCYAOMHUX IIPEMNAPATIB 3 METOIO BiTHOBJIEHHS HECYJOMHUX Pi3HOBU/IIB [TOBEIIHKY [EIIPECUBHOI
CIIPSIMOBAHHOCTI IIPM XPOHIYHIi emnisienTr3arii Mo3ky. O6paHa KOMILJIEKCHa cxeMa HpapMaKOKOPeKILii €
eeKTUBHOIO, Ma€ NaTOreHeTUYHE MiAIPYHTS Ta LiJIKOM BUPa)KEHUI CaHOT€HEeTUYHUI BIJIUB, 1110 B pasi
[IOAJIBLIIOTO PETEJIBHOTO JOCIiI)KEHHSI MaTUMe NIePCIIEKTUBY KJIIHIYHOTO BIPOBAI)KEHHS Y 3HAYHOTO KOHTUHIEHTY
XBOPUX Ha €IiJIENCilo 3 KOMOPOiAHUMHY IeNPEeCUBHUMU NPOsiBaMU. TakuM 4MHOM, y AUCEPTaLiliHill po6oTi
IIpeJcTaBjieHe TeOpeTUYHe y3arajabHeHHs i IPakTU4HEe BUPIlIeHHs aKTyaJIbHOI HayKOBOi IPOGJIEMU: JOCiIKEHHS
[IaTOr€HETUYHMX MEXaHi3MiB JelIPeCUBHOIO CUHAPOMY B YMOBAaX XPOHIYHOTO CyJOMHOTI'O CUHJIPOMY Ta PO3p0o0OKa Ha

il migcrasi cnoco6y NaToreHeTUYHO OOIPYHTOBAHOI KOPEKIii IepeCUBHUX €JIEMEHTIB IOBEiHKU.

2. The dissertation work is devoted to the study of the pathogenetic mechanisms of the depressive syndrome in
the conditions of chronic convulsive syndrome and the development of a method of pathogenetically justified
correction of depressive elements of behavior on this basis.The work solves the following tasks: to investigate
changes in late tonic, swimming, emotional behavior, as well as mnestic functions in animals at the stages of
developed pharmacological kindling, completed kindling and postkindling; to determine the effect of modulation of
the cholinergic, dopaminergic and GABAergic systems of the striatum on the severity of the investigated types of
behavior in rats in the dynamics of chronic convulsive syndrome; to determine the influence of modulation of
cholinergic and opiatergic neurotransmitter systems and the system of excitatory amino acids in rats with
kindling-induced chronic convulsive activity; to determine the effectiveness of separate and simultaneous
administration of vortioxetine with valproic acid, diphenigdidantoin and phenobarbital in the aspect of recovery of
detected behavioral disorders in rats in the dynamics of chronic convulsive syndrome; determine the effectiveness
of separate and simultaneous administration of vortioxetine with anticonvulsant drugs in patients with post-
traumatic epilepsy; based on the available experimental and clinical data, to substantiate the expediency of the
combined use of anticonvulsant drugs and antidepressants under the conditions of complex pathogenetic therapy
of depressive behavioral disorders. The dissertation research was carried out during 2016-2020. at the Department
of General and Clinical Pathological Physiology of Odesa National Medical University. The research was carried out
in several stages. The task of the first stage was to clarify the features and determine the dependence on the stage
of formation of kindling-induced chronic convulsive activity of various forms of non-convulsive behavior of
experimental animals. The task of the second stage of own research was to determine the effectiveness of



correction of non-convulsive forms of behavior selected for research in rats at various stages of the formation of
kindling-induced chronic convulsive activity. For this purpose, ready-made preparations registered in Ukraine,
vortioxetine, valproic acid, diphenylhydantoin, and phenobarbital were used. The task of the third stage of own
research was the clinical evaluation of the effectiveness of the scheme of pathogenetically justified
pharmacological correction of non-convulsive varieties of behavior in patients with post-traumatic epilepsy. A
model of chemical kindling was used to reproduce chronic convulsive syndrome. Different time intervals of the
formation of chronic convulsive activity were used: the 18th day of kindling reproduction, which was considered
the stage of a developed chronic convulsive syndrome, the 24th day of kindling reproduction, which is the stage of
a formed chronic convulsive syndrome, and the postkindling stage (after a 14-day interval after the end of
formation of kindling, 38 days of the experiment), which was considered a stage of increased convulsive readiness.
The behavior of the animals was studied in periods of time free from convulsive manifestations - during interictal
periods. The understanding of the pathophysiological mechanisms of the formation of non-convulsive forms of
depressive behavior in the dynamics of kindling-induced chronic convulsive activity was supplemented, and the
theoretical basis for the combined use of antidepressants and anticonvulsants in order to restore non-convulsive
types of depressive-oriented behavior in chronic epileptization of the brain was developed. The chosen complex
scheme of pharmacocorrection is effective, has a pathogenetic background and a pronounced sanogenetic
influence, which in the case of further thorough research will have the prospect of clinical implementation in a
significant contingent of epilepsy patients with comorbid depressive manifestations. Thus, the dissertation
presents a theoretical generalization and a practical solution to an actual scientific problem: the study of the
pathogenetic mechanisms of the depressive syndrome in the conditions of the chronic convulsive syndrome and,
on this basis, the development of a method of pathogenetically justified correction of depressive elements of
behavior.
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