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1. IlaToreneTn4Hi MexaHi3mMu peasisanii TpaHCKpaHiaJbHOI MarHiTHOI CTUMYJIALII B ONITMMI3alii JIiKyBaHHS Pi3HUX

dopm papmakope3uCcTeHTHOI emniyencii (KIiHiKo-eKkcrepruMeHTaaIbHe SOCiIPKEHHS)

2. Pathogenetic mechanisms for the implementation of transcranial magnetic stimulation in optimizing the
treatment of various forms of pharmaco-resistant epilepsy (clinical and experimental study)

Pedepar:

1. Incepraliito NpUCBSYEHO BUSIBJIEHHIO IATOTEHETUYHNX MEXaHi3MiB peasisalii e(peKTiB TpaHCKpPaHialbHOI
MarHiTHOI cTuMyJIALii y nogosianHi GapmMakope3uCTEHTHOCTI 0 IPOTHEMINIeNTUIHNX IIPenapaTis 3 METOI0
nifgBuLEeHHS e(PEeKTUBHOCTI JIiKyBaHHS XBOPUX Ha pi3Hi popmu papmakope3uCTeHTHO] emnisnercii. B mocuimkeHi
OyJ10 oo6cTexxeHo 150 XBopux Ha (apMaKOpPE3UCTEHTHY €IIJIEICiio 3 FeHepasli3oBaHUMU Ta (POKIbHUMU HallafaMH,
SIKi OTPMMYBAJIM JIeBeTUpaLieTaM y KOMIUIeKcHil tepamnii [TIEI. Bynu BusiBieHi icTOTHI nopyueHHst po6oTu

BEreTaTMBHOI HEPBOBOI CUCTEMU, 3HUKEHHS SIKOCTI XUTTSI, KOTHITUBHUX (PYHKLiM 32 METOJOM BUMIPIOBaHHS



KOTHiTUBHOTrO norexHuiany P300, akTuBallito OKUCHOTO CTPECY, 3Ha4Hi NOPYLUIEHHS OOMiHY aKTUBYIOUUX Ta
rajJibMiBHUX MeJiaTOPiB, 3pOCTaHH4 KiJIBKOCTi IPO- Ta IPOTU3aNalbHUX IUTOKIHIB Y XBOPUX Ha
dapmakope3uCTeHTHI popmu ermisencii. Y Meskax eKCIIepUMEHTY Ha Pi3HUX MOJIeJISIX eNiIeNTUYHOI aKTUBHOCTI
0yJI0 IOBENIEHO, 10 KOMILJIEKCHE 3aCTOCYBAHHS €JIEKTPO- Ta MarHiTHOI CTUMYJISILI KOPY FOJIOBHOTO MO3KY 3
JieBeTHpaLeTaMOM Ta HiKOTMHaMizom 1ocToBipHO (P<0,01) mocuoe npoTucyJOMHUI €PEeKT KOKHOTO 3 METOIiB
[P OKPEMOMY 3aCTOCYBaHHI Ha 67,2%. [IpoBenenHs KypciB TMC 103BOINIIO NOCATHYTH BiICYTHOCTI HaNaAiB MicJIst
IIepIIOro Kypcy He MeHII 68%, micsl JOJAaTKOBOro (Yepes 6 micsis micis nepuoro) y 80% XBOpUX NPOTSITOM
Iepuux TppoX MicAnis. byny BU3HadyeHi OCHOBHI MexaHi3Mu peanizauii nporueninentuynoi gii TMC M0304Ky, 110
noJisirajny y crabinisanii yHKIiOHyBaHHS BereTaTMBHOI HEPBOBOI CUCTEMHU Y BUIJISAAL focToBipHOTro (P<0,01)
3MEHIIEHHs [TPOsIBiB BereTaTnBHOI AUCcPYHKIiI Ta mocToBipHOi (P<0,01) Hopmanizalii peakTUBHOCTI [0 MiBPOKY
nicsist 6asosoro Kypey TMC Ta o poky micist mogatkoBoro kypcy TMC. Takoxx 6yyiu BUSIBIEHI: HOpMasli3alist
CHiBBiIHOLIEHHS 30yJIMBUX Ta raJbMyIOYMX aMiHOKUCIOT-MeZiaTopiB nicys KypciB TMC, 3MeHIIeHHS IPOsIBiB
3alaJIeHHs y BUTJIS 3HDKEHHS BMICTY 3alajibHUX Ta MiJBULIEHHS BMICTY IPOTHU3AIaIbHUX LIUTOKIHIB IiCJIs KYPCiB
TMC. 3a pe3yabTaTamu JOCIiIKEHHS 6YJ10 OOIPYHTOBAHO, PO3PO0JIEHO Ta BIIPOBAIKEHO B ITPAKTHKY aJITOPUTMU
JIiKyBaHH$ XBOPUX Ha (papMaKOPE3UCTEHTHY €IiJIENCilo 3 (POKIbHUMU Ta FeHEPai30BaHMMHU HAINalaMy, 10

IOTIOMOJKe iCTOTHO MinBULIMTH e(PEeKTUBHICTD JIIKyBaHHS LIUX XBOPHX.

2. The dissertation is devoted to the identification of pathogenetic mechanisms for the implementation of
transcranial magnetic stimulation effects in overcoming the pharmacokresistance to antiepileptic drugs in order to
increase the effectiveness of treatment of patients with various forms of pharmaco-resistant epilepsy. The study
examined 150 patients with pharmacokinetic epilepsy with generalized and focal attacks receiving levetiracetam in
the treatment of AED. Significant violations of the autonomic nervous system, quality of life, cognitive functions by
the method of measuring the cognitive potential P300, oxidative stress activation, significant disturbances in the
exchange of activating and inhibitory mediators, and an increase in the number of pro- and anti-inflammatory
cytokines in patients with drug-resistant forms of epilepsy were revealed. Within the experiment on different
models of epileptic activity, it was proved that the complex application of electro- and magnetic stimulation of the
cerebral cortex with levetiracetam and nicotinamide significantly (P <0.01) enhances the anticonvulsant effect of
each of the methods with a separate application of 67.2%. TMS courses allowed at least 68% of follow-up attacks
after the first course, after an additional (6 months after the first) in 80% of patients within the first three months.
The main mechanisms for implementing the antiepileptic action of TMS in the cerebellum were found to stabilize
the functioning of the autonomic nervous system in the form of a reliable (P <0.01) decrease in the manifestations
of autonomic dysfunction and a reliable (P <0.01) normalization of reactivity up to six months after the base TMS
course and up to one year after an additional TMS course. Also, the normalization of the ratio of excitatory and
inhibitory amino acid mediators after the TMS course, reduction of inflammation in the form of reducing the
content of inflammatory and increasing the content of anti-inflammatory cytokines after TMS courses was
revealed. According to the results of the study, algorithms for treatment of patients with pharmacokinetic epilepsy
with focal and generalized attacks were substantiated, developed and implemented, which will significantly
improve the effectiveness of treatment of these patients.
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