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1. OnTumiszanis AiarHOCTUKY eMienTUYHUX eHledanonartiii 3 CHMIITOMaTHUKOIO PO3J1aZiB ayTUCTUYHOTO CIIEKTPY Y
IiTen.

2. Optimization of diagnosis of epileptic encephalopathies with symptoms of autism spectrum disorders in
children.

Pedepar:

1. MeToro mocminKeHHs 6ys0 NiABUIKTY e(PEeKTUBHICTb AiarHOCTUKY eminenTuyHux eHuedanomnariii (EE) 3
CHAMIITOMAaTHKOIO po3jafiB ayrucTuyHoro cnekrpy (PAC) y mitelt Ha nifcrasi BUBUEHHS KJIIHIYHUX OCOOGIMBOCTEN
nepeo6iry 3aXxBOPIOBAaHHS, JAHUX IHCTPYMEHTAJIbHOTO JocifkeHHs (EET),6i0xiMiYHMX ITOKA3HUKIB CIIEKTPY SKUPHUX
KMCJIOT IJIa3MU KPOBI Ta piBHA HellpoMeaiaTopy rama-aminomacsssHoi kucsiotu (FAMK). B xopi mocigxkeHHs 6y10
BUSIBJIEHO, 11J0 OCHOBHUMM KJIiIHIYHMMU OCOOJIMBOCTSIMU [€0I0TY 3aXBOPIOBAHHS Y [IiTEl NEPIIOi IPyNu OyIu:
3aTpuMKa po3BUTKy MoBJeHHs (100,0%), rinepakTuBHa nosefiHka (87,5%), BilCyTHICTb CloXeTHOI rpu (74,2%) Ta
IIPOSIBU arpeCUBHOI MOBEAIHKU Y TPETUHU AiTel (34,2%); y AiTell 3 KOTHITUBHOIO €MiIenTU(POPMHOIO

Ile3iHTerpali€ero Ha repliie MiClie BUCTyIaly OHAKOBO 3aTPUMMKAa MOBHOTO PO3BUTKY Ta Til€paKTHUBHA ITOBEiHKA



(100%), a Tako>X y GisblIe HiX [10JIOBUHU (56,2%) AiTeil 6yIM XxapaKTepHi IPOsIBU arpeCUBHOCTI; Y IiT€ll TPeTboi
rpyny HasBHA 3aTpUMKa po3BUTKY MOBU(100%), ajie 0cO6IMBICTIO IOPIBHSIHO 3 iHIIUMU IPyramMu 0yJI0 BUSIBJIEHO
caMe perpec MOBJIEHHEBOI'O Ta IOMOBJIEHHEBOI'O PO3BUTKY y 60%, a Takox y 82,3% niteil jaHoi rpynu B3arasi 6ysa
BiZICYTHSI POJIbOBa rpa. Takoxk, 0COBGJIMBICTIO JAHOI IPYIM € PErPEC PO3BUTKY MOBHUX Ta KOMYHIKaTUBHUX
HaBuKiB(p<0,05). B xoxi mocinskeHHs 6y10 BCTAHOBJIEHO, IO Y AiTeil 3 HASSBHUMU eMiJIeNTUYHUMY HallaZaMuy Ta
PAC (3-s k7inHiyHa rpyna) CyTTeBO [lepeBakasla reHepasi3oBaHa elijlenTU4YHa aKTUBHICTb (CIlasiax IPUTHiYeHHs, rifc
apuTMis, cnaiik-xsuig). B rpyni giteit 3 PAC 6e3 enizienTM4HUX Hanais (2-ra rpyna) HaMu 6yJ10 BilMi4€HO [1Ba
IOMiHAHTHUX €IiJIENTOreHHUX BOTHUILA: [Teplie B IOOHO-LE€HTAbHIN NisHI, @ IPYre B CKPOHEBO-TIMSHUX
BigBeIeHHsX. Mu 3BepHyJIU yBary Ha jiokasizauito3mid Ha EEL, o onucyBanach K «yMoBHoeIinenTudopMHi» abo
dyHKUioHaNBHI y1-i rpynu AiTel Ta OMITUTU CYTTEBO OibIy KiJIbKOCTI BUMIAKIB 3 JIOKaJli3alli€lo B CKPOHEBO-
TIMSIHUX BiJJBE€JI€HHSIX, B SIKUX He OYJI0 IiarHOCTOBAaHO MOTOPHUX Hanamis (p<0,05). B xozi noganpmoro
IOCJliIPKEeHHS OyJI0 TPOBeleHe BU3HAUEHHS B I1J1a3Mi KPOBi piBHSI raMMa-amiHoMacisiHoi kucsotu (FAMK), sk
opiHOro 3 (pakTOpiB 6JI0KYBaHHS eninenTUOPMHOI aKTUBHOCTI. [TpOBiBIIM aHai3 OTPUMAHUX [TOKA3HUKIB PiBHS
'’AMK na3amu KpoBi 6ys10 BUsIBJIEHO, 10 KoHUeHTpauis TAMK B na3mi KpoBsi giteit 2-i Ta 3-i rpym, To6To niTeit 3
PAC, mo manu KJiHivHi eninentryxi Hanaay abo eninentTudoOpMHY akTUBHICTb Ha EET, 6yj1a OCTOBIPHO HIDKYOIO
HiK y mitei 3 PAC 6e3 eninenTtuyHux Hanapnis Ta 3MiH Ha EET (p<0,001). B pesysbTaTi JOCTiIKEHHS MU IPUALLIN O
BUCHOBKY, 110 y #iTel 3 PAC, siki MaloTb CyNyTHI enisienTU4Hi Hanaay abo eninentudopmHi 3miHu Ha EET
CTaTUCTUYHO JOCTOBIpHE 3MeHIIeHHs KoHUeHTpauii TAMK B m1a3mi Kposi. [IpoBiBiIN JOCTiIKEHHS SKUPHO-
KHCJIOTHOTO CIIEKTPY CHUPOBATKU KPOBi, MU 3BEPHYJIM yBary Ha Te, 0 B ycix rpyn aitei (n=101) BigmiueHO
IIOCTOBIPHO HU3bKUM piBEHb OMera-3 Ta nepeHacudyeHHs omera-6 [THXXK. OTpumaBiiy BulleHaBeNeHi pe3yIbTaTu
IOCIIiIKEHb, MY ITPUMALIIIM IO BUCHOBKY, 110 Y Aitei 3 PAC puCyTHIN HAJJIMIIOK SIK OCHOBHUX I10JIIHEHACUYEHUX
omera-6 >KUPHUX KUCJIOT TaK i iXx MeTaboIiTiB, a TakoxX gediuut omera-3 ITHJKK B ycix KiliHIiYHUX rpynax.
Anarnizyo4y OTpUMaHi faHi MU CIIpoOyBajy 3aCTOCYBATH BIleplie MeXaHi3M OLiHKY iHAekcy HeHacudeHocTi (IHH)
SKUPHUX KUCJIOT B AiarHOCTUIIi enienTuyHux eHuedanonatiii 3 PAC i mpoBecTu 1ioro aHasi3. 3a JOIIOMOTro10
nokasHuka IHH B pocIMHHUX MOJIeJISIX IPOBOASATD BilHOCHY OLIIHKY CTPYKTYPHUX OCOOJIMBOCTEN KIIITUHHO]
memb6panu. [HH >xupHux KUCIO0T a60 iHJeKC NOBIMHNX 3BOSI3KIB BBa)KA€ThCSI iHTEIPAJIbHUM ITOKa3HUKOM, SIKUAN
BiOOpa’Kye HaCUUEHICTb KIIITUHHOI MeMOpaHu MeTaboJlitamu omera-3 ta omera-6 ITHJ)KK ta moxke rnokasysatu
CTaH PiIIMHHOCTI KIiTUHHOI MeM6paHu. Hamu 6ysiv oTprMaHi pesysbTaTy, sIKi 10Ka3ajy, o iHAeKC HEHaCU4YEeHOCTi
(IHH) nannwkyuil y gitei 3-i rpymny, B sIKUX € nposiu PAC Ta emnizienTU4Hi Hanagy NOPiBHSHO 3 iHIIMMU
rpynamu(p<0,05). Ha ocHOBi OTpuMaHNX HaMU pe3yJIbTaTiB JOCiIKeHHs 6y10 pO3p06JIeHO PEKOMEHIOBaHU
KJIIHIYHUIM MapUIpyT NalieHTa Ta ajJropuTM AudepeHLiiiHoi fiarHOCTHKY, MMicJis 4oro Tibku y 35 miteit (28,9 %)He
0yJI0 BCTAHOBJIEHO €TiosioriyHoro ynHHuKa PAC. HaTomicTs, MicJisi NpOBeeHOro OOCTiIKEHHS MOHITOPUHTY
Hiunoro EEI cHy y 8 miteii (22,9 %) 3 BincyTHiMM 3MiHaMu IIpU TpoBeieHHi cTaHaapTHOI EEI' 6ysn BUSIBJIEHO
eninentudopmHi 3MiHU mif, yac npoeneHHs EE['-MOHITOPUHTY, 1110 MOXXe CBiIYMTH PO HAsIBHICTb €MiJIeNTUYHOI
eHuedasnonarii, IK OCHOBHOTrO 3aXBOPIOBaHHS. B X0/l MpoBeeHOro NOCiI>)KeHHs cepe, ycix 32 giteit 2-i rpynu
6ysu BusBIEHI eninentudopmHi 3MiHu Ha EET', 110 103BOIMI0 BCTAHOBUTHU JIiarHO3 KOTHITUBHA eijienTu(OoOpMHa
Ie3iHTerparis Ta po3rnovyaTy paHHIO KOPEKLio 3 peabinitanieto. 3 34 niteit 3-i rpyny, y sIKUX 6yJI0 BUSIBJIEHO perpec
PO3BUTKY, 4aCTi PE3UCTEHTHI Hanlaau Ta eninentudopmHi 3miHu Ha EET, B 16 giteit (47%) 6yso0 npoBeneHe
reHETUYHE TECTYBaHHS Ta OTPMMAHO crienu(iyHi FeHeTU4HI MyTallii. 3aBAsSKA BUKOPUCTAHHIO aJITOPUTMY
IupepeHLiiHOI AiarHOCTUKHY 6YJI0 MOKJIMBUM ITOKPAIMTU BCTAHOBJIEHHS €TiOJIOTIYHOTO (PaKTOpy, a came 85%

Iitel 3 eninentuyHuMU eHuedasnonatisimu Ta PAC y 47% BcTaHoBieHa crieludiyHa reHeTU4YHa MyTallisl.

2. The purpose of the study is to improve the diagnosis of epileptic encephalopathies with symptoms of autism
spectrum disorders in children by studying the biochemical parameters of the spectrum of the plasma fatty acids,
the level of gamma-aminobutyric acid (GABA) neurotransmitter and clinical and paraclinical specifications of the
course of the disease. It was found that the main clinical features of the onset of the disease in children with
clinical manifestations of ASD but without epileptic encephalopathies and epileptiform changes on the EEG were
delayed speech development (100.0%), hyperactive behavior (87.5%), lack of role plating ability (74.2 %) and
manifestations of aggressive behavior in one third of children (34.2%); in children with clinical manifestations of



ASD in whom parents and health professionals did not note or noted a one-off case of epileptic seizures, but with
epileptic changes on the EEG the first place was shared by delayed language development and hyperactive
behavior in (100%) children, also in more than half (56.2%) of children are characterized by manifestations of
aggression; Children with clinical manifestations of ASD, epileptic seizures and epileptiform changes on the EEG
100% of all children had delayed language development, but a distinguishing feature compared to other groups is
the presence of regression of speech and speech development in 60%, also in 82.3% of children in this group there
was no role playing at all (p <0.05). It should be noted that in children with epileptic seizures and autism spectrum
disorders (group 2) significantly predominated frontal and central localization of epileptic activity. In children with
ASD without epileptic seizures (group 1), we noted two dominant epileptogenic foci, the first in the frontal and
central channels (i.e. waveforms), and the second in the temporal and parietal channels. When comparing the first
and second groups, it is impossible not to notice a significantly higher number of cases with localization of
epileptogenic foci in the temporal and parietal channels in children of the 1st group, without motor seizures (p
<0.05). The study once again suggests that the developing brain should work harmoniously. Brain structure
disorders, manifested by certain clinical symptoms is accompanied by changes in the electrical activity of neurons,
which can be recorded with a carefully conducted EEG study. Therefore, it is necessary to approach the treatment
of ASD from an etiopathological position, rather than symptomatic correction of disorders. The study found that
the concentration of GABA in the plasma of children of groups 2 and 3, i.e. children with ASD who had clinical
epileptic seizures or epileptiform activity on the EEG was lower than in children with ASD without epileptic
seizures (the difference between the groups was statistically reliable, p<0.001). Thus, the results of studies indicate
a statistically significant decrease in the concentration of GABA in the plasma of only those children with ASD who
have concomitant epileptic seizures or epileptiform changes in the EEG. When analyzing the concentration of fatty
acids, it should be noted that in the blood serum of children there was a significantly low level of omega-3 fatty
acids and saturation of omega-6 PUFA in all groups of children. The data obtained may indicate an excess of both
basic polyunsaturated omega-6 fatty acids as well as their metabolites and a deficiency of omega-3 PUFAs in both
groups. For the first time in the diagnosis of epileptic encephalopathies with ASD, a mechanism for estimating the
unsaturation index (UI) of fatty acids was developed. With the use of the Ul indicator it is possible to make a
relative assessment of the structural features of the cell membrane. Fatty acid Ul or double bond index is
considered an integral indicator that reflects the saturation of the cell membrane of omega-3 and omega-6 PUFA.
It can reflect the fluidity of the cell membrane. When assessing the unsaturation index (UI), the results show a
lower level of Ul in children of the third group who have manifestations of ASD and epileptic seizures compared to
other groups (p <0.05). The developed diagnosisoutline of diseases with manifestations of ASD in young children
makes it possible to identify in a timely manner the pathological conditions underlying the development of
symptoms of ASD, namely epileptic encephalopathies. Epileptic encephalopathies have been found to be one of the
leading causes of ASD symptoms in young children (67% of children with severe ASD and 11% of ASDs of moderate
or mild ASD).
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MiHicTepcTBa OXOPOHU 3[4,0POB'S YKpaiHm»

Kopg 3a €IPIIOY: 04803492

MicueSHaxo,q)KeHHﬂ: ByJ1. Kupuiniscbka, 6yx. 103, Kuis, 04080, Ykpaina
dopma BracHOCTI: JlepxasHa

Cdepa yIIpaBJIiHHﬂ: MiHicTepCTBO OXOPOHU 3/10POB 51 YKpaiHu

InenTudikarop ROR:

Baacue IlpizBumie Im's I1o-6aTbKOBI:
1. Tannypa JIrogpMuia MukosaiBHa

2. Liudmyla Tantsura

KBastidikamisi: . men. H., crapmmii HayKOBUIA CIiBPOGITHYK, 14.01.15
Inentudikarop ORCID ID: 0000-0001-7152-0386
JoparkoBa indopmamnist:

IloBHE HaliIMEeHYBaHHS IOPUAHYHOL 0CO0H: JlepkaBHa ycTaHOBa “IHCTUTYT HEBPOJIOTIi, cUxiaTpii Ta

Hapkosorii imeHi I1.B. Bosomyna HanioHanbHOI akageMii MennyHUX HayK YKpaiHn'

Kopg 3a €IPIIOY: 02012148

Micuesﬂaxo,rm(eHHﬂ: ByJI. AKazemika IlaBsoBa, 6yp. 46, XapkiB, XapKiBcbkuii p-H., 61068, Ykpaina
dopma BiracHoCTI:

C(l)epa yIIpaBJIiHHﬂ: HaujonanbHa akageMis MEIUYHUX HAYK YKpaiHU

InenTudikarop ROR: He zacrocosyerscs

Penensentu

Baacue IlpizBume Im'a Ilo-6aTbKOBI:
1. Bopo6iioBa Osbra BosiomumupiHa

2. Olga V. Vorobyova

KBasyigikanis: 1. men. 1., npodecop, 14.01.10
ImenTudikarop ORCID ID: 0000-0001-5199-0217
JoparkoBa iHdpopmamist:

IloBHe HaliMeHYBaHHSI IOPHUAHUYHOI OCOOM: [lepkaBHa yCTaHOBA «BCEeYKPAIHCHKUIL LIEHTP MATEPUHCTBA Ta

ouTUHCTBA HallioHasnbHOI akageMii MEIUYHUX HAYK YKpaiHW»

Kopg 3a €IPIIOY: 45460659

Micue3HaxoaKeHHS: ByJ. [Inatona Maiboponu, 6yz. 8, Kuis, 04050, Ykpaina
dopma ByracHoCTI:

Cdepa praBJIiHHﬂZ HaujonanbHa akageMis MEIUYHUX HAYK YKpaiHU

Inentudikarop ROR: He zacrocosyerscs



Baacwue IlpizBumie Im's Ilo-6aTbKOBI:
1. BepeseHko Banenrtnna CepriiBHa

2. Valentuna S. Berezenko

KBasidikanis: 1. mep. H., npodecop, 14.01.10

ImenTudikarop ORCID ID: 0000-0002-9463-7867

JonaTkoBa iHdopmanist:

IloBHe HaliMeHYBaHHSI IOPHUAHUYHOI OCOOM: [lepkaBHa yCTaHOBA «BCEYKPAIHCHKMIL LIEHTP MATEPUHCTBA Ta

IuTUHCTBA HallioHasnbHOI akajeMii MEIUYHMX HAYK YKpaiHW»

Kopg, 3a €IPIIOY: 45460659

Micue3HaxoaKeHHS: ByJ. [Inatona Maiboponu, 6yz. 8, Kuis, 04050, Ykpaina

dopma By1acHoCTI:

C(l)epa yIIpaBJIiHHﬂ: HanionanbHa akapfeMiss MEIMYHUX HAyK YKpaiHU

InenTudikarop ROR: He zacrocosyerscs

VIII. 3aKkJII04Hi BiZoMOCTi
BiiacHe IIpizBuie Im'sa ITo-6aTbKOBI
TOJIOBH pajgu

BaacHe IlpizBuiie Im's ITo-6aTbKOBI
rOJIOBYIOYOTO Ha 3acCiiaHHi
BigmoBigasbHUH 3a MiATOTOBKY

00JIIKOBHX JOKYMEHTIB

PeecTpartop

KepiBHuKk Bigginy YKpIHTEI, mpo €
BiZINOBiZaJIbHUM 32 peeCTpallilo HAayKOBOIi

OisIJIBHOCTI

3HamMmeHcbka TeTsHa KocTsHTHUHIBHA

3HaMeHcbka TeTsaHa KocTIHTHUHIBHA

Ksamnina JI.B.

VKpIHTEI

Opuenko TetsaHa AHaTosiiBHA



