O6J1ikoBa KapTKa [IiP

I. 3arasibHi BimOMOCTI

Jep>kaBHHH 00JIIKOBHI HOMeP: 0220U104447

Jep>kaBHUH peecTpauiliHuI HOMeP: 0119U001636

Oco06J1uBi TO3HAYKHU: Binkpura

JaTa peecrpamnii: 18-12-2020

II. Etran BukoHnauus JiP
Homep eramny: 1

Ha3sBa eramny: Heiipoximiunuit npodisib HOBUX HEPONPOTEKTOPHUX CIIOJIYK, TIO3UTUBHUX AJIJIOCTEPUIHUXK

MozyssaTopiB Sigma-1 penenTtopis, Ta po3pobKa 3aco0iB ix Bidyasizalii y MO3KY.
IToyaTok eTamy: 05.2019
3akiHYyeHHs eTamy: 12.2020

Buz 3BiTHOrO AOKYMEHTA: OCTaTO4HMIA 3BiT

I11. BizomocTi npo BukoHaBus JIiP

IloBHe HaliMeHYBaHHSI IOPUAUYHOI 0coou (260 ITIB ¢izuyHOi 0c00H): IncTUTYT GioXiMmii iM. O. B.

[Manapina HanjoHanbHOI akameMii HayK YKpaiHu

Kopg 3a €IPIIOY: 05417288

Micue3HaxoaKeHHS: ByJ1. JleonToBUYa, 6yx. 9, M. Kuis, Kuiscbka 0611., 01030, Vkpaina
dopma BaacHoOCTI:

Cdepa ynpaBiiHHS: Haujonanbna akaziemist Hayk Ykpainu

InenTudgikarop ROR: He zacrocosyerscs

Poamip opranisarii:

TenedoH: 380442345974, 380442796365

IV. BimomocrTi nnpo criiBBUKOHaBIIiB [IiP



V. BimomocrTi npo 3amoBHHKa [IiP

IloBHe HaliMeHYBaHHS IOPUIUYHOI 0coou (a6o ITIB ¢izuyHO0i 0c00H): MinicTepcTBO OCBiTH i HayKK

Ykpainu

Kog, 3a €EJIPIIOY: 38621185

Micue3HaxoaKeHHS: npoc. [Tepemory, 6ya. 10, m. Kuis, KuiBcbka 0671., 01135, Ykpaina
dopma BaacHOCTI:

Cdepa ynpaBiriHHS: KaGiser MiicTpis YkpaiHu

ImenTudikarop ROR: He zacrocoyerbcs

Poamip opranisanii:

TenedoH: 380444813221

VI. I>kepeJia, HanpsiMHu Ta oocsiru pinaHcyBaHHs JIiP

IlincraBa ojist npoBeaeHHs [iP: 34 - norosip (3aMOBJIEHHS) 3 IEHTPaTbHUM OPraHOM BUKOHABYOI BIajy,

akazemielo HaykK (TOJIOBHUMM PO3NOPSIHUKAMU OI0pKETHUX KOWITIB Ha TposefeHHs HIIJIKP)

Hampsam (l)iHchyBaHHﬂ: 2.1 - pyHIaMeHTabHI JOCIIIPKEHHS
I>kepesia piHaHCYBaHHS

7713 - KOWTH ep>KO0I0A KeTy

Kopg, nporpamuoi kinacudikarnii BuzaTkis i KpegurysaHHs (KIIKBK): 2201380

dakTuyHHi 06car ¢piHaHCyBaHHS (THC. IpH.): 210




VII. BizomocrTi npo IiP
Ha3sBa po6oTH yKpaiHCBHKOIO:

HeitpoximiuHnii npodinb HOBUX HEMPONPOTEKTOPHUX CIIOJYK, [I03UTUBHUX a/VIOCTEPUYHUX MOIYJISTOPIB Sigma-1

pelLenTopiB, Ta po3pobKa 3acobiB ix Bidyasisallii y MO3KY.

Ha3sBa po60oTH aHIJIiHCBHKOIO:

Neurochemical profiling and brain imaging of a novel neuroprotective compound class, positive allosteric
modulators of Sigma-1receptor.

Pedepat yKpaiHCBKOIO:

JocninkeHo BIJIUB 6JI0KyBaHHS Sig-1 pelenTopis Ha Ipoliec CUHANITUYHOI IIepejadi Ta BCTAaHOBJIEHO, L0
anrarodict Sig-1R NE-100 moxke CIpU4YMHSATH TOCTPUM €(EKT Ha IPECUHANITUYHOMY PiBHI LJISIXOM MOIYJISLIi
TPaHCIIOPTEP onocepenkoBaHoro HakonnyeHHsa AMK Ta riyramary, a TaKoX iX €K30LMTO03Y, Ta 3MiHM 6alaHCy MiX
30yIpKyIOUMMU Ta iHribiTopHUME curHanamu. [IponemoHcTpoBaHo gBodasHuil edekt 6yokatopa Sig-1R NE-100 y
IianazoHi koHneHTpauii 1-100 MkM. Tlokazano, mo epexkru NE-100 MoxxyTh po3BuBarucs 3a yyacti TAMK-A Ta
I'AMK-B penenropis, afxe iX aHTaroHicTu 3anobiranu nigpuieHHo HakonudeHHs [3H]'AMK, cnpuunHenomy NE-
100 y pianazoni koHyeHTpauii 1-10 MxM. [TokazaHo, mo HakonuueHHs L-[14C]riayramary 3HMXKyBalI0Ch Mif, BINIMBOM
NE-100 y xoHuenTpanisx 10 - 100 MKM. 3anpornoHoBaHo, 1110 3HWKEHHSI HAaKOIIMYEeHHs1 000X HelipomeiaTopiB mif,
BrsiBoM NE-100 moxKe BigOyBaTHCs BHACIIOK iHIYKOBaHOi aHTaroHicToM Jienossipusauii MemopaHu. ToHiyHe
BuBinbHeHHs [3H]AMK, BumipsiHe y npucyTHocTi 6510kaTopa TpaHcnoprepis TAMK NO-711, He 3MiHIOBajIoCh mif
BILJINBOM QHTaroHICTY, 110 CBiIYMsI0 Ha KOPUCTH TOro, o NE-100 He nopymye uinicHocTi Mem6paHnu. [TokazaHo, mo
NE-100 (10-100 mxM) 3menuyBaB BuBinbHeHHs L-[14C]rayramary ta [3H]TAMK msixoM €K30LUTO3Y, BUKIIMKAHOTO
KaJlieBOIO [AENOospU3allielo i JOBEEeHO, 110 1€ 3HDKEHHS MoB's13aHe 3 iHayKoBaHoo NE-100 nucdyHkiieto
norteHnjan3anexxuux Ca2+ kanasis. NE-100 3HMKyBaB TPaHCIIOPTEPOIIOCEPEAKOBAHE BUBIIbHEHHS L-
[14C]rnyTamary, iHAyKoBaHe KajlieBolo penosspusalieto Ta nporoHopopom FCCP, 110 € 0cCHOBOIO
HEePONpPOTEKTOPHOI Aiii aHTaroHicTa rpu rinokcii/imemii. BusiBjieHa BiiCyTHICTb TOKCUYHOCTI Ta 30ATHICTb O
IIpUTHiYeHHS (PyHKUiOHYBaHHS TpaHcnopTrepiB TAMK cBim4aTh Ha KOPUCTb BUCOKOTO [IOTEHLIIaTy CUHTE30BaHOTO
JlaTBIifCHKOIO IPYIIOI0 aJIOCTEpPUYHOro Monysiaropa Sig-1 peuentopis EIR B sikocTi epeKTHBHOr0O MeJU4YHOIO

Ipemnapary.

Pedepar aHIJIiHCBKOIO:

The effect of Sig-1receptor blockade on synaptic transmission was investigated and it was found that the Sig-1R
NE-100 antagonist can cause an acute effect at the presynaptic level by modulating the transporter-mediated
accumulation of GABA and glutamate, as well as their exocytosis, signals. The two-phase effect of the Sig-1R NE-
100 blocker in the concentration range of 1-100 uM was demonstrated. It has been shown that the effects of NE-
100 can develop with the participation of GABA-A and GABA-B receptors, as their antagonists prevented an
increase in the accumulation of [3H]GABA caused by NE-100 in the concentration range of 1-10 pM. It was shown
that the accumulation of L-[14C]glutamate decreased under the influence of NE-100 at concentrations of 10 - 100
uM. It has been suggested that the reduction in the accumulation of both neurotransmitters under the influence of
NE-100 may be due to antagonist-induced membrane depolarization. The tonic release of [3H]GABA measured in
the presence of NO-711 was not changed by the antagonist, suggesting that NE-100 did not disrupt membrane
integrity. NE-100 (10-100 uM) was shown to reduce the release of L-[14C]glutamate and [3H]GABA by exocytosis
caused by potassium depolarization and was shown to be associated with NE-100-induced dysfunction of
potential-dependent Ca2+ channels. NE-100 reduced the transporter-mediated release of L-[14C]glutamate
induced by potassium depolarization and the FCCP protonophore, which underlies the neuroprotective action of
the antagonist in hypoxia / ischemia. The revealed lack of toxicity and the ability to inhibit the functioning of
GABA transporters indicate in favor of the high potential of the allosteric modulator Sig-1receptor EIR synthesized



by the Latvian group as an effective drug.

Impexc YIK: 61:577.1, 612.8 :577; 661.1:615.4

Koau TemaTHYHHUX PYOPHK: 76.03.31

KepiBHUKH po6OTH

BiacHe IIpizBuie Im'sa I10-6aThKOBI: Bopucosa Tersna OnekcanapiBHa
HaykoBH# CTYHiHB: 1. 6. H.

BueHe 3BaHHSI: nmpodecop

Inentudikarop ORCID ID:

HoparkoBa indopmamuist:



VIII. HaykoBa (HayKoBo-TexHiuHa) npoaykuist (HTII)

Haszsa HTII ykpaiHCBKOIO: Heitpoximiuauii 1po¢isib HOBUX HEHPOIIPOTEKTOPHUX CIIOJYK, TO3UTUBHUX

aJJIOCTEPUYHUX MOLYJIATOPIB Sigma

Hazpa HTII aHrsi#icbKo10: Neurochemical profiling and brain imaging of a novel neuroprotective compound

class, positive allosteric modulators of Sigma-1lreceptor
HTII, sixy nepen6a4asiocsi CTBOPUTH:
IIpuunnn, yepe3s aki HTII He Gysi0 cTBOpeHO:
OTpuMmaHi pe3yJIbTaTH: MeTtoay, Teopii

l'asy3s 3aCTOCYBaHHS: 72.1 [lociKeHHsI i1 eKCIIepIMeHTaIbHi po3po6KH y cdepi IPUPOJHNYMX | TEXHIYHUK

HayK
PeecTpanifiHuil HOMep KapTKH TE€XHOJIOTii:

Omnuc HTII: Jlirangu Sig-1 penentopis B SKOCTi HEMPOMOIYIIIOIOYMX [IPENAPATIB, IKi MOXYTh GYyTH 3aCTOCOBaHI
nns peryasauii TAMK- ta riyramarepriuHoi Helipocekpelii, nocunenHs BBy TAMK-epriynoi cucremu abo cratu
HEePONpPOTEKTOPHUM 3aCO00M 11151 3HUKEHHSI HaJIMipHOI HeMPOHaJIbHOI 30y 1IJIMBOCTI, 110 BiIKpPHUBA€E LUIJISIXU 10

IO 0JIaHHSI HeflpO]IOI’i‘-IHMX pOB]IaﬂiB.

ConjianbHO-eKOHOMIYHA cripsimoBaHicTh HTII: Toninmenns SkocTi XUTTA Ta 370pOB's HACENIEHHS,

e(eKTUBHOCTI iaTHOCTUKHU Ta JIiIKyBaHHSI XBOPHUX

Bnius HTII Ha moBKiJj1s:

BnpoBaaykennss HTII: He snposamxeno

ITpakTnyHa peasnisanis HTII
IToyaTok eramy: 05.2019
3akiHyeHHs eTamy: 12.2020

Crnio>KuBavi NPOAYKILii:

IlepcneKTHBHI PHHKHU:

XapakTep cniBpOOIiTHHIITBA 3 iIHBECTOPOM
IToTpiOHMII 06CAT iHBECTHILiH, THC. TPH.: 0
IIpaBa, 0 HaAAIOTHCS iIHBECTOPY MicCJIsA 3aBEPIIEHHS POOOTH: [IpaBa He HANAIOTHCS
HasiBHicTb Gi3Hec-mjIaHy: Hi
TexHiKO-€eKOHOMiYHE OOrpyHTYBaHHSI. Hi
IToTeHUiaILHUM 00CAT IIPOJAAKY, THUC. TPH.:
OuiKkyBaHHI TepMiH OKYIHOCTi (POKiB):

HopaTrkoBa iHdopmamist:

IX. Bi6siorpadiuyHuii onuc
Crartrti y ¢paxosux xypHanax: 1. Pozdnyakova N, Krisanova N, Dudarenko M, Vavers E., Zvejniece L., Dambrova M.,
Borisova T. Inhibition of sigma-1 receptors substantially modulates GABA and glutamate transport in presynaptic



nerve terminals. // Experimental Neurology. - 2020. - V.333. - 113434. do0i:10.1016 /j.expneurol.2020.113434. 2.
Borysov A., Tarasenko A., Krisanova N., Pozdnyakova N., Pastukhov A., Dudarenko M., Paliienko K., Borisova T.

Plastic smoke aerosol: Nano-sized particle distribution,

X. 3aKJII0YHI BiZOMOCTi

KepiBHHK I0pHAHYHOI 0COOH

IlepeJtik 0Cci0-BHKOHABILiB
Hynapenko MapuHa BosoguMmupiBHa

(03.00.04)

KpucanoBa Harasisa BanepiiBHa
(k. 6. H., 03.00.04)

[Tanienko KoctsgHuTuH Onerosuy
(03.00.04)

[Tanac Irop JJaHKOBUY
(03.00.04)

[TactyxoB Aptem OsieroBuy
(k. 6. H., 03.00.04)

[Tosguaxkosa Harauig I'eopriiBHa
(x. 6. 1., 03.00.04)

BigmoBigasbHUH 32 MiATOTOBKY

00JIIKOBHX JJOKYMEHTIB
Tenedpon

PeecTpartop

KepiBHuKk Bigginy YKpIHTEI, mpo €

BiZIOBiZasIbHUM 3a peecTpallilo HayKOBOIi

OisIIBHOCTI

Bopucosa TetsHa OnekcaHapiBHa
I. 6. H., 03.00.04

YepHuit Ipuna ['puropiBHa

+38 (044) 294-65-45




