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ricTamiHepriyHoi CUCTEMU MO3KY

2. Pathophysiological mechanisms of experimental epileptic syndrome development dependent on the brain's
histaminergic system

Pedepar:

1. €ropenko O.C. TlaTodi3ionoriuHi MexaHi3M1 PO3BUTKY €KCIIEPUMEHTAIBHOTO €MiJIENTUYHOTO CUHIIPOMY, 3aJI€XKHI
Bif ricraminepriyHoicuctemMu Mo3Ky. -KBasidikauiliHa HayKoBa Ipals Ha IpaBax pykonucy. JJucepraris Ha

300y TTsI HAYKOBOTO CTyIIeHs AoKTopa ¢inocodii 3 ranysi 3HaHb 22 “OxopoHa 3710poB’a” 32 CleLialbHICTIO 222
“MepuunHa’. - OfecbKU HaljioHaIbHUI MeinyHuH yHiBepcuTeT MO3 Ykpainu, Oneca, 2025. [luceprariiina
po6OTa NPUCBSIUEHA 3'SICYBAHHIO NATOT€HETUYHOI POJIi ricCTaMiHEeprivHOI CUCTEMU MO3KY B PO3BUTKY Ta IPUIIMHEHH
rOCTPOI Ta XPOHIYHOI CyZJOMHOI aKTUBHOCTI IJISIXOM 3aCTOCYBaHHS aHTaroHicra,/obepHeHoro arosicra H3
peLenTopiB ricraminy nitosizaHTa. TakoK 3aBJaHHSIM [OCIiIKeHHs 6YJI0 BUBUEHHS 0COOJINBOCTEN ITO€IHAHOTO
3aCTOCYBaHHS MITOJII3aHTY 3 ITiOIJiTa30HOM - aro”ictom PPAR-0 penentopis y mypiB Jinii Bictap.Ha Mmogei
BOTHUILIEBOI aKTUBHOCTI, BUKJIMKaHOI neHTunenererpasosom (I1T3, 50,0 mr/kr, B/o4ep) nitomnisaHT (5,0 Mr/Kr)

3MEHIIYBAB INOTYXHICTh CIIalIKOBOI aKTUBHOCTI, [IOJ0BKYyBaB JlaTeHTHicTh [IT3-inaykoBaHux roctpux cynom (80,0



MT /KT), TONepeKaB TOHIYHI KOMIIOHEHTHU CyJIOM, BUKJIMKaHUX MaKCMMAJIbHUM €JIEKTPOLIOKOM. Bka3aHi epextu
niTosli3aHTa MOCUJIIOBAJIMCD Ha TJIi 32CTOCYBaHHS 3 Miorita3oHoM (50,0 Mr/Kr). 3a yMOB CyMiCHOT'O 3aCTOCYBaHHS
IpernapariB ynoBiibHIOBano ¢popmyBaHHs [1T3-KiHAIHTOBOrO CUHIIPOMY, [TONIepeIKaIuch TeHepali3oBaHi CylOMU.
B xopi MO3Ky Ta rinokamiii KiHIJIiHTOBUX LIYPiB PEECTPYBAJIOCh [IOCUJIEHHA aHTiOreHe3y Ta 3DOCTAaHHS IPOMYKLii
Mapkepa 3ananenHs HIF-a, gke monepemkanocs 3aCTOCYBaHHAM Ipenaparis. [1iToli3aHT BigHOBIIIOBAB KiHAJIIHT-
iHIlyKOBaHi NOPYIIEHHS LMKy HeCIIaHHS-ClIaHHA. CyMiCHe 3aCTOCYBaHHS IIPeNaparis MONEPEKalo IPOsIBU
TPUBO>XKHOCTI B TECTI BiIKPUTOTO I0JIs1, TPMBAJICTDb Jelpecii B Iy1aBasbHOMY TecTi [lopcosiTta, BilHOBIIOBaB 601bOBY
YyTJIUBICTb B IOCTCYLOMHOMY NE€PiOfi, @ TAKOK KOTHITUBHI (PYHKLii B T€CTi aKTUBHOTO YHMKHEHHS Ta
IVCKPUMEHATUBHOMY TECTi PO3Ili3HaBaHHS HOBUX 00’e€KTiB. KJII04OBi Cj10Ba: XpOHIYHUIN CYIOMHUI CUHIPOM,
KIHJJIIHT, CYIOMH, 3aIIaJIEHHS, MapKEPH 3allaJIeHHs], IaTOT€HETUYHI MEXaHI3MU, BiIKPUTE I10JI1€, TOPYLIEHHS

[IOBEJiHKY, 1IaTOT€HETUYHO OOI'PYHTOBAHE JIIKYBaHHSI, TiCTaMiH, MiOTJIiTa30H, MiTOJi3aHT, LyPH.

2. Yehorenko O.S. Pathophysiological mechanisms of experimental epileptic syndrome development, depending on
the brain’s histaminergic system. - Qualification scientific work as a manuscript. Thesis for the degree of Doctor of
Philosophy in the field of knowledge 22 “Health Care” in the specialty 222 “Medicine.” - Odessa National Medical
University of the Ministry of Health of Ukraine, Odessa, 2025. The dissertation is devoted to elucidating the
pathogenic role of the brain's histaminergic system in the development and termination of acute and chronic
seizure activity using the histamine H3 receptor antagonist/inverse agonist pitolizant. Another objective of the
study was to investigate the characteristics of the combined use of pitolizant and pioglitazone, a PPAR-o agonist, in
Wistar rats. In a model of focal activity induced by pentylenetetrazol (PTZ, 50.0 mg/kg, i.v.), pitolizant (5.0 mg/kg)
reduced the intensity of focal activity, prolonged the latency of PTZ-induced acute seizures (80.0 mg/kg), and
prevented the tonic components of seizures induced by maximum electric shock. These effects of pitolizant were
enhanced when used with pioglitazone (50.0 mg/kg). When used together, the drugs slowed the formation of PTZ-
kindling syndrome and prevented generalized seizures. In the cerebral cortex and hippocampus of kindling rats,
increased angiogenesis and increased production of the inflammation marker HIF-1o were observed, which were
prevented by the drugs. Pitolizant restored the sleep-wake cycle disturbances induced by kindling. The combined
use of drugs prevented the manifestation of anxiety in the open field test, the duration of depression in the Porsolt
swimming test, restored pain sensitivity in the post-seizure period, as well as cognitive functions in the active
avoidance test and the discriminative test for recognizing new objects. Key words:chronic epileptic syndrome,
pentylenetetrazole kindling, seizures, inflammation, markers of inflammation, pathogenetic mechanisms, open
field, behavioral disorders, pathogenetically justified treatment, histamine, pioglitazone, pitolizant, rats.
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