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I11. BimomMocTi mpo opranizariiio, e Big0OyBcsl 3aXHCT
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Kopg 3a €IPIIOY: 02010936
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V. BimomocTi npo guceprauiio
Mosga guceprarii:
Koau TemaTHYHHUX PYOPHK: 34.45

Tema gucepranii:
1. ®apMakosOriuHi BIaCTUBOCTI HOBUX MOXiIHNUX 2-OKCOIiHJO0JTiH-3-TJIiIOKCUJIOBOI KIUCJIOTH SIK [1€PCIEKTUBHUX

HEUPOTPOMHUX 32CO0iIB

2. Pharmacological properties of new 2-oksoindoline-3-glyoxylic acid derivatives as prospective neurotropic drugs

Pedepar:

1. Y puceprauiiiziil po6oTi B psiiy NePCHEKTUBHUX MOXiTHUX 2-0KCOIHA0iH-3-TJ1iOKCHUIOBOI KACJIOTH 3[iiICHEHO
IIOIIYK CITOJIYK 3 HEMPOTPOITHOIO i OPraHOIIPOTEKTOPHOIO Zi€l0, 3'1coBaHi (apMaKoJIOTiqHi BIACTUBOCTI Ta MeXaHi3M
Iii cnonyku-jyigepa. I[IpoBeieHO CKpUHIHT PEYOBMH Cepell OXiHNX 2-0OKCOiHA0IiHA Ha HASIBHICTh aHKCIOJIITUYHOIO
aKTMBHOCTI LIJIIXOM KOMII'IOTEPHOIO IIPOTHO3yBaHHS Ta aHAJIi3y €MOLIITHO-TIOBEiIHKOBUX PEaKLii ypiB B
€TOJIOTIYHUX TeCTaX. BCTaHOB/IeHA rOCTpa TOKCUYHICTb, cepenHs edeKTUBHA aHKCIOiTUYHA 4,03a 2-TiTpoKCu-N-
HadTanen-1-in-2-(2-okcu-1,2-gurigpo-inpon-3-ininen)-aueraminy (crosnyka 18) i loro TepaneBTUYHUH iHIEKC.
[TokasaHo, 110 CIOJyKa-Jiep He BUKJINKAJIA TOJI€PAHTHOCTI, YNHNJIA IPOTEKTUBHY aHTUOKCHUIAHTHY i
MeTabOTPOIHY Aii TpU TOCTPOMY CTPECi Ta NOCUIIIOBA/Ia HAPKO3HUH €(EKT TiONeHTay-HaTpilo.
Helipodapmakosoriyuuii aHasi3 okasas, o pevyoBuHa 18, oueBugHO, 6J10KyBaja IpeCUHANTUYHI 02~

aJlpeHOpeLeNTOpH, CTUMYJIIOBaja ajpeHepriuHy HepOTPaHCMICIIo, TocuIoBaa epekTy Maaux go3 L-3,4-



Iiokcu@eHinanaHiny, o MOXe CBiUATU TPO HaKonuyeHHs JIA, aktuBauii D1-ayTopenenTopos i 0OMe>XXeHHS
BUKUZY [IA B CMHAIIC, a TAKOXK YMHUJIA aHTUCEPOTOHIHEPriuHy fito. [IpoTeKkTOpHa Zis criosyku 18 npu HEBPO3i MOXKe
OyTy 00yMOBJIEHA peryJsilielo MOHOaMiHepriyHux npounecis, TAMK-MiMETUYHOIO aKTUBHICTIO, 301/IbLIEHHSIM
KinibkocTi TAMK, 3HMKEHHAM IJIyTaMiHOBOI Kuca0Ty, nigsuieHHsaM K i npurHiveHHsaMm aktuBHOCTi TAMK-T B
TKaHVHax roJI0BHOTO MO3Ky. PeyoBrHa 18 HazjaBasia KapAiONpOTEKTOPHY i FenaTornpoTEeKTOPHY Aif0. Y NOoXigHuX 2-
OKCOIHJIOJIiHY BCTAaHOBJIEHA aTUJIEIIPECUBHATA aKTOIIPOTEKTOPHA aKTUBHICTb. CIIoJyKa 18 € NepCleKTUBHOIO AJ1s
PO3pOOKU Ta CTBOPEHHS Ha ii OCHOBI 3aC00Y 117151 JIiKyBaHHSI HEBDOTUYHUX, [10B'SI3aHUX 31 CTPECOM, i

CcoMaTopOPMHUX PO3aZiB.

2. New derivatives of 2-oxoindolin-3-glyoxylic acid with neuropsychotropic action were theoretically and
experimentally investigated, and pharmacological peculiarities and mechanisms of action of the leader compound
(substance 18) between these potential neuropsychotropic agents were determined. A screening study based on
the results of computer programs PASS and GUSAR detected that they are low-toxic, possess neurotropic
(anxiolytic, anticonvulsant, hypnotic, nootropic, etc.), antihypoxic, anti-inflammatory, antitumor, antiviral actions,
influence 5-HT, GABA-, NMDA- and ANMP-receptors and inhibit GABA-aminotransferase. Changes in rats’
emotional and behavioral reactions in specific ethological tests for the presence of anxiolytic properties were
analyzed. According to the results of a linear discriminant analysis of emotional and behavioral reactions, it was
identified a leader compound that approximated indices of animals to favorable effect during diazepam intake. It
was found that 2-hydroxy-N-naphthalen-1-yl-2- (2-oxo0-1,2-dihydro-indol-3-ylidene)-acetamide (laboratory code
18) when it was administered intraperitoneally to mice at LD50 (3250159 mg /kg) belongs to relatively harmless
substances (VI class of toxicity) and its toxicity in 88 times is lower than the same of diazepam. When it was
administered intraperitoneally to rats, the ED50 was 11.9+2.85 mg/kg and therapeutic index of the compound 18
was 14.8 times higher than the same of diazepam. Compound 18 can be proposed for further clinical experiments as
a new safe agent for the treatment of neurotic, stress-related and somatoform disorders, including social anxiety,
panic disorder, generalized anxious disorder, mixed anxiety-depressive disorder, and post-traumatic stress
disorder. (emotional lability, memory impairment, decreased concentration and attention), anxiety, fear,
obsessive-compulsive disorder, as well as for the prevention of stress, especially against the background of heart
and liver problems
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Peuensentu

VIII. 3ak1104YHi BiZOMOCTI

BsiacHe IIpi3Buie Im'sa ITo-6aTbKOBI

TOJIOBH pajgu

Jporoso3s Caitsiana MedoaiiBHa



BaacHe IlpizBumie Im's ITo-6aTbKOBI
TOJIOBYIOYOTO Ha 3acCiiaHHi
BignoBigasibHUMH 3a HiATOTOBKY

00JIiKOBUX JOKYMEHTIB

PeecTpaTop

KepiBHuKk Bigginy YKpIHTEI, mpo €
BiZIIOBiZaJIbHUM 32 peEeCTpallilo HAayKOBOIi

OisSIIBHOCTI

JIporoso3s Caitsiana MedoaiiBHa

IOpuenko T.A.



