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1. Inceprauiiina po60Ta IPUCBIYEHA JOCiIKEHHIO [IaTOT€HETUYHNX MEXaHi3MiB IEIIPECUBHOIO CUHIPOMY B
YMOBaX XPOHIYHOTO CyJIOMHOTO CUHIPOMY Ta Po3po0Li Ha Wil NiicTaBi Cloco0y NaTOT€HETUYHO OOI'PYHTOBAHOI
KOPEKILii JenpeCUBHUX €JIEMEHTIB MIOBEiHKU. Y pOOOTi pO3B’A3yI0TbCS HACTYIIHI 3aBIAHHS: NOCHIIUTYA 3MiHA
[I03HO-TOHIYHOI, [1J1aBaJIbHOI, EeMOLINIHO]I [1I0BE[iHKY, a TAKOXX MHECTUYHUX QYHKIIi} y TBAPUH B HA CTaTisX
PO3BUHEHOTO (PapMaKOJIOTIYHOrO KiHJIiHTa, 3aBEPLIEHOr0 KiH/JIiHTa Ta NOCTKIHJIIHTY; BUBHAYUTH BILIUB
MOZyJIsLii XxoJiHepriyHoi, nopaminepriynoi Ta TAMKepriyHoi cucTem CTpiaTyMy Ha BUP@KEHICTb JOCIiAYBBAHUAX
Pi3HOBUJiB OBEIiHKM Y IYPiB B AMHAMIlli XPOHIYHOTO CYJJOMHOTO CUHIPOMY; BU3HAYUTH BIIJINB MOMYJIAL]
XOJIiHEPrivyHOi Ta oniaTepriyHoi HepoMeiaTOPHUX CUCTEM Ta CUCTEMH 30YIKYIOUMX aMiHOKMCIIOT Yy 1IypiB IIpU

KiHJJIIHT-iHAYKOBaHI XpPOHIYHIN CyIOMHIil aKTUBHOCTI; BU3HAYUTU €(EKTUBHICTb PO3[iJIbHOTO Ta CYMiCHOTO



BBEJICHHS BOPTIOKCETHHY 3 BaJILIIPOEBOI KUCJIOTOW, TU(PEHITiAAHTOIHOM Ta (PEHOOAPOITATIOM B ACTIEKTI
BiZJHOBJIEHHS BUSIBJIEHMX [TOPYLIEHD NTOBEiHKY Y IIYPiB B AMHAMIlll XDOHIYHOTO CYyJIOMHOTO CUHIPOMY; BU3HAYUTHU
eeKTUBHICTb PO3[iJIbHOIO Ta CYMICHOTO BBEJ€HHS BOPTIOKCETHHY 3 IPOTUCYJOMHUMU IMIperapaTaMy y XBOPUX 3
[IOCTTPABMATUYHOIO €MiJIENCi€l0; OOrPYHTYBATH 3a HasSIBHUMU €KCIIEPUMEHTAIbHO-KJIHIYHUMHU JaHUMU
IOLMBHICTL CYMICHOTO 3aCTOCYBaHHS NPOTUCYLOMHUX IIPEINApaTiB Ta aHTUAEIIPECAHTIB 32 YMOB KOMIIJIEKCHOI
[IaTOr€HETUYHOI Tepallii JeNpeCUBHUX NOPYIIEHb NOBENIiHKY. [JucepTaliiiHe TOCHiIKEeHHSI BUKOHAHO IIPOTITOM
2016-2020 p.p. Ha kKadenpi 3aranbHOi Ta KJiHiYHOI NaTosoriyHoi ¢iziosnorii OpecbKoro HalioHaAbHOTO MEIUYHOTO
yHiBepcuTeTy. JJoCIiI)KeHHS] BUKOHAHO y JeKijIbKa eTamiB. 3aBgaHHsM [1epLIOro eTary 0yJIo 3'SCOBaHHS
0COOIMBOCTEN Ta BU3HAYEHHS 3aJIeXKHOCTI Bif cTafii GopMyBaHHS KiHAJIIHI-CIIPUYNHEHOI XPOHIYHOI CyIOMHOI
aKTUBHOCTI Pi3HUX (POPM HECYLOMHOI IOBEiHKN €KCIIEPUMEHTANIbHUX TBAPUH. 3aBlaHHSIM IPYroro eTally BJIaCHUX
DOCHiIXeHb 0yJI0 BUBHaYEHHS e(pEeKTUBHOCTI KOPEeKLii 00paHuX 11 SOCiIKEeHHS HECYIOMHUX (POPM MOBEIiHKYU Y
1IypiB Ha pi3HMX eTanax GOpMyBaHHS KiHIJIiHI-CIIPUYMHEHOI XPOHIYHOI CyJOMHOI aKTUBHOCTI. [17151 IbOro 6yJin
3aCTOCOBAaHi roTOBi, 3apeecTpoBaHi B YKpaiHi mpemnapaTy BOPTIOKCETHH, BaJIbIIPOEBA KUCIOTA, AUPEHINITUIAHTOIH Ta
(deHobapbiTasn. 3aBgaHHsIM TPETbOTO €Tally BJIaCHUX [IOCIiI>)KeHb OyJla KiliHiYHa OlliHKa €(PeKTUBHOCTI CXeMU
[IaTOT€HETUYHO OOI'PYHTOBAHOI (papMaKoJIOTiYHOI KOPeKLii HECYIOMHUX Pi3HOBUIIB IIOBEiHKY Y XBOPHX 3
MIOCTTPAaBMAaTUYHOIO €Mijencieto. 17 BifTBOPEHHS XPOHIYHOTO CYJJOMHOTO CUHIPOMY BUKOPHCTOBYBAN MOZEb
XiMiYHOTO KiHJJIiHTY. 3acToCyBany pi3Hi TepMiHOBI iHTEepBanu GOPMYyBaHHS XpPOHIYHOI CYZJOMHOI aKTUBHOCTI: 18-y
o0y BiATBOPEHHS! KiHAJIIHTY, SIKYy BBRXXaJIM CTA[li€l0 PO3BUHEHOI'0 XPOHIYHOTO CYLOMHOTO CUHIIPOMY, 24-y 100y
BiATBOPEHHS KiH/JIIHTY, SIKA € CTafiel0 CPOPMOBAHOIO XPOHIYHOTIO CYJJOMHOTO CUHAPOMY, Ta CTAJIi0 IOCTKIHIJIIHTY
(micyist 14-meHHoro iHTepBasy micss 3akiHdyeHHs popMyBaHHS KiHJJIiHra, 38 mo6a Jociny), sIKy BBaXKaju CTalielo
igBUIIEHOI CYJJOMHOI TOTOBHOCTI. [I0B€IiHKY TBapMH LOCiIKyBaJ Y BijlbHi Bill CyJOMHUX IIPOSBIB I€pioau 4acy
— MPOTSITOM iHTE€PIKTAIbHUX NePioAiB. JIONIOBHEHO YsBJIEHHS PO NaTo(i3i00riuHi MeXaHi3Mu (OPMYyBaHHS
HecyLoMHUX GOPM MOBEAiHKY IeTIPECUBHOr0 XapakTepy B AUHAMILi KiHIJiHI-iHIyKOBaHOi XPOHIYHOI CyIOMHOI
aKTUBHOCTI Ta po3p006JIeHO TEOPETUYHI ITiACTaBU [1JI1 CyMiCHOTO 3aCTOCYBaHHS aHTUJIEIIPECUBHUX Ta
[IPOTUCYAOMHUX IIPENapariB 3 METOIO BiIHOBJIEHHS HECYLOMHUX Pi3HOBUIB IIOBEIiHKY JEIIPECUBHOI
CIIPSIMOBAHHOCTI [P XPOHIuHiN eninenTtu3sanii Mo3Ky. O6paHa KOMIIJIEKCHA cxeMa (papMaKOKOPeKIlii €
eeKTUBHOIO, Ma€ NaTOreHeTUYHE MiAIPYHTS Ta LiJIKOM BUPa)K€HUH CaHOT€HEeTUYHUI BIJIUB, 110 B pasi
[IO/IQJIBIIOTO PETEJIBHOTO NOCIiI)KEHHST MaTUMe NIePCIIEKTUBY KJIiHIYHOTO BIPOBAIKEHHS Y 3HAYHOTO KOHTUHIEHTY
XBOPHX Ha €IiJIENCil0 3 KOMOPOiIHUMU IEeNPECUBHUMU NPOsIBaMu. TakKuM YMHOM, y TUCEPTaLiliHilA PO6OTi
[IpeJCTaBjieHe TeOpEeTUYHE y3arajabHEHHs i IPaKTUYHE BUPIIIeHHS aKTyaJIbHOI HayKOBOI IPOGJIEMU: JOCiIKEHHS
[IaTOT€HETUYHMX MEXaHi3MiB JelIPeCUBHOIO CUHAPOMY B YMOBAX XpPOHIYHOTO CyJOMHOT'O CUHJIPOMY Ta pO3po0OKa Ha

LIill MifgCcTaBi cCloco6y NaTOr€HETUYHO OOIPYHTOBAHOI KOPEKIii JeNPeCUBHUX €JIEMEHTIB [TOBEIiHKU.

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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