96 ISSN 2415-8844 (Online) BICHMK ®APMALIIT 2 (102) 2021

EKCINEPUMEHTAJIbHA TA KINIHIYHA PAPMAKONOIA

VJIK 547.789.1:615.214.21:615.213 hitps://doi.org/10.24959/nphj.21.53
M. B. Mimenko', C. 0. Hltpuromns', A. B. Jlosuncekuit?, P. b. Jlecuk?

! Hamionanpauid papmarieBTHYHUHN yHIBepcUTeT MiHICTEpPCTBa OXOPOHH 370POB’sT YKpaiHu
2 JIbBIBCHKHIA HAI[IOHABHUN MeTUUHUI yHIBepcuTeT iMeHi [Januna ["anumbkoro, Ykpaina

NcuxoTponHi BNacTMBOCTI NOTEHUiMHOroO aHTUKOHBYIbCAHTY
5-[(Z)-(4-HiTpOGEH3MNiaeH)]-2-(Tia3on-2-iniMmiHo)-4-TiazoniAMHOHY

MeTta po60oTu. BusHaumTn cnekTp NCMXOTPOMHUX BNACTUBOCTEN HOBOI OpUriHANbHOI CMOMYKN 3 NPOTUCYLOMHO
aKTUBHICTIO 5-[(Z)-(4-HiTpobeH3uniaeH)]-2-(Tiazon-2-iniMiHo)-4-Tia3onianHOHY.

MaTtepianu Ta meToau. [locnigxeHHs npoBedeHo Ha 6inux HeniHiMHMX Muwax obox ctaten macoto 20-27 T.
JI0KOMOTOpPHY, OPIEHTOBHO-AOCHIAHNLBKY, EMOLNHY aKTUBHICTb BMBYarnM B TECTi BIAKPUTOrO MOMsi, TPUBOXHICTb — Y TECTi
nigHeceHoro xpecTonoaibHoro nabipuHTy, BNIIMB CNOMYKN Ha AeNPeCUBHY NOBEAIHKY — Y TECTi NiABillyBaHHS 3a XBICT,
30aTHICTb BNNMBATU Ha NaM’ATb — y TECTi YMOBHOI peakLii NaCMBHOIO YHUKHEHHS!, BMIIMB HA TOHYC CKENeTHMX M'si3iB
i KooOpAMHaLio PyXiB — Yy TECTi CTPWMXKHS, LLIO 06epTaeTbCsl, aKTONPOTEKTOPHI BACTUBOCTI — Y TECTI NNaBaHHS 3 HaBaH-
TaxeHHsaM 10 % Big macu TBapuHW.

PesynbraTy Ta ix 06roBopeHHs. BuBueHo cynyTHi ncmxoTponHi edektn 5-[(Z)-(4-HiTpobeHannineH)]-2-(Tiason-
2-iniMiHO)-4-Tia30niANHOHY, SKUIA y NONepeaHiX JOCMiIAKEHHSIX BUSBUB BUPA3HUI aHTUKOHBYNbCAHTHUN eekT Ha
MOZEeNsiX CyAOM 3 Pi3HMM MeXaHi3MOM po3BUTKY. BM3Ha4eHo, WO B iHTaKTHUX MUen 5-[(Z)-(4-HiTpobeH3unigeH)]-2-
(Tia3on-2-inimiHo)-4-TiasoniamMHoH y 8o3i 100 Mr/Kr 3a BHYTPILLHBOLLITYHKOBOIO BBEAEHHS HE BMIIMBAE Ha TOKOMOTOPHY,
OPIEHTOBHO-AOCIAHNLBKY, EMOLNHY aKTUBHICTb Ta ii BeretaTMBHWUI CynpoBig, Ha TPMBOXHICTb, AeNpecuBHY NoBe-
AiHKY (Ha BigMiHY Bif npenapaTty MOPIiBHAHHA KIMAaCUYHOro aHTUKOHBYMbCAHTY BanbnpoaTy HaTpilo, KU BUSBMB NPO-
JenpecuBHi BNacTMBOCTI), (hopMyBaHHA nam’aTHoro cnigy. [locnigxyBaHa crnonyka He BUSIBNSIE HEeraTUBHOMO BNIUBY
Ha TOHYC CKeNneTHUX M’A3iB Ta KoopAMHaLilo pyxiB, NPOTe CTAaTUCTUYHO AOCTOBIPHO NiABULLYE (Di3UYHY BUTPUBANICTb
TBAPVIH, NULLE TEHAEHLINHO NOCTynak4nch krnacuiHoMy ctumynatopy LIHC kodbeiny.

BucHoBku. PesynstaTy npoBeaeHoro AoCniAXXeHHs [03BONAITbL BUCHYBaTH, WO 5-[(Z)-(4-HiTpobeH3unigeH)]-2-
(Tia3on-2-inimiHo)-4-TiasoniamMHoH y Ao3i 100 Mr/Kr MOXXHa po3rnsaaTt Sk NOTEHUINHWUI aHTUKOHBYbCAHT 6e3 CynyTHiX
NCUXOTPOMNHMX ePEKTIB 3 aKTOMPOTEKTOPHNMM BMACTUBOCTAMU.

Knro4oei crnoea: rnoxiOHi mia3oniOUuHOHyY; NCUXOMPOIHI errlacmueocmi; npomucydomMHi 3acobu
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Psychotropic properties of a potential anticonvulsant of 5-[(Z)-(4-nitrobenzylidene)]-2-

(thiazol-2-ylimino)-4-thiazolidinone

Aim. To study the range of psychotropic properties of a new original compound of 5-[(Z)-(4-nitrobenzylidene)]-
2-(thiazol-2-ylimino)-4-thiazolidinone with the anticonvulsant activity.

Materials and methods. Adult nonlinear white mice of both sexes weighing 20-27 g were used in the experiments.
The locomotor, exploratory, emotional activities were studied in the open field test. The elevated plus maze was used
to study anxiety. The effect of the compound on depressive behavior was studied by the tail suspension test. The passive
avoidance test was used to study memory. The influence of the compound on the skeletal muscle tone and coordina-
tion was studied in the rotarod test. Actoprotective properties were studied in a swimming test with a load of 10 % by
weight of the animal.

Results and discussion. In the previous studies, 5-[(Z)-(4-nitrobenzylidene)]-2-(thiazol-2-ylimino)-4-thiazolidinone
showed a pronounced anticonvulsant effect in seizure models with different pathogenesis. In this study the related
psychotropic effects of the test compound were studied. It was found that in intact mice 5-[(Z)-(4-nitrobenzylidene)]-
2-(thiazol-2-ylimino)-4-thiazolidinone in the dose of 100 mg/kg by intragastrical administration did not affect the loco-
motor, exploratory, emotional activity and its vegetative support, anxiety, depressive activity (in contrast to the reference drug —
a classic anticonvulsant sodium valproate, which showed depressive properties), and memory. The test compound did
not have a negative effect on the skeletal muscle tone and coordination, but statistically significantly increased the physical
endurance of animals, being only slightly inferior to the classic CNS stimulant caffeine.

Conclusions. Thus, 5-[(Z)-(4-nitrobenzylidene)]-2-(thiazol-2-ylimino)-4-thiazolidinone in the dose of 100 mg/kg
can be considered as a potential anticonvulsant without related psychotropic effects and with actoprotective properties.
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"HauuoHanbHbI chapMaueBTUYECKUIA yHUBEPCUMTET MUHNCTEPCTBA 30paBOOXPaHEHUS YKpaurHbl
2 [lbBOBCKMIA HALMOHamNbHbIA MEQULIMHCKUIA YHUBEpCUTET uMeHn JaHuna Manuukoro, YkpavHa
MNcuxoTponHble cBOMCTBa NOTEHLMANbLHOIO aHTUKOHBYNbCaHTa 5-[(Z)-(4-
HUTpOOeH3unuaeH)]-2-(Tnason-2-UNUMNHO)-4-TMa3oNNANHOHA

Llenb pabotbl. V13y4nTb CNEKTP NCMXOTPOMHbIX CBONCTB HOBOTO OPUMMHAaNbHOMO COEANHEHUS C MPOTUBOCYA0POX-
HOW aKTUBHOCTbIO 5-[(Z)-(4-HUTpobeH3ununaeH)]-2-(Tnason-2-mnumMmnHo )-4-Tas3onuarHoHa.

Matepuanbl u metoabl. ViccrnenosaHve npoBedeHo Ha 6enbix HEMMHENHbIX Mbilax oboero nona maccown 20-27 T.
JToKOMOTOpPHYI0, OPMEHTUPOBOYHO-UCCIEA0BATENLCKYIO, SMOLIMOHAmNbHYI akTUBHOCTb U3y4Yanu B TeCTe OTKPbITOro
nonsi, TPEBOXHOCTb — B TeCTe NPUMNOAHSATOrO KpecToobpa3Horo NabupuHTa, BNUsiHWE COedMHEHNS Ha OENPEeCCUBHOE
noBefeHne — B TecTe NoABeLLVBaHMSA 3a XBOCT, CMOCOBHOCTL BNMATL HA NaMsATb — B TECTE YCNOBHOW peakuymn NaccuBs-
Horo n3beraHus, BMMSHNE Ha TOHYC CKENETHbIX MbILLULL 1 KOOPAVHALMIO ABWKEHUI — B TECTE BPaLLAOLLErocs CTEPXHS,
aKTOMPOTEKTOPHbIE CBONCTBA — B TeCTe nraBaHus ¢ Harpy3kon 10 % OT Macchbl >KMBOTHOTO.

Pe3yniratbl 1 nx o6cyxaeHue. V3yyeHbl conyTCTBYHOLLME NCMXOTPONHbIEe adhpdekTbl 5-[(Z)-(4-HuTpobeHannmaeH)l-
2-(Tason-2-nnumMmnHo )-4-Tnas3onnamMHoOHa, KOTopbivi B NpeablayLLmMX NCCRefoBaHUAX BblSBUM BblPAXEHHbI aHTUKOH-
BYNbCaHTHbIV apdeKT Ha Moaensx Cyaopor C pasnuyHbIM MeXaHU3MOM Pa3BUTUS. YCTAHOBIEHO, YTO Y UHTAKTHbIX
Mblwen 5-[(Z)-(4-HnTpobeH3unuaeH)]-2-(Tnason-2-mnummnHo)-4-TuasonuamHoH B o3e 100 Mr/Kr npu BHYTPWKENYO0M-
HOM BBEAEHUM He BIMSET Ha TOKOMOTOPHYHO, OPUEHTUPOBOYHO-NCCEA0BATENbCKY0, SMOLMOHAIbHYIO aKTUBHOCTb U ee
BEereTaTMBHOE COMPOBOXAEHWE, HA TPEBOXHOCTb, AENPECCMBHOE NOBEAEHMNE (B OTNMYME OT npenaparta CpaBHEeHWs!
KInaccu4eckoro aHTUKOHBYMbCAHTa BasibnpoaTta HaTpusi, KOTOPbI NPOsiBUM NPOAENPECCHMBHbIE CBOMCTBA), (hOPMUpPO-
BaHVe namMsTHOro cnefa. Viccnegyemoe coeguHeHve He okasblBaeT HEraTMBHOTO BIMSIHWSA HA TOHYC CKEMETHbIX MblILLIL
N KOOpAMHALMIO ABWXEHWIA, OOHAKO CTaTUCTUYECKM JOCTOBEPHO MOBbILIAET (hU3NYECKYO BbIHOCIMBOCTb XUBOTHbIX,

nuWb B BUAeE TeHOEHUUM ycTynasi knaccudeckomy ctumynsatopy LIHC kodeunHy.
BbiBogbl. Takum obpasom, 5-[(2)-(4-HuTpobeHannuaeH)]-2-(Tnason-2-nnmMmmHo )-4-tnasonuamHoH B gose 100 mr/kr
MOXET paccMaTpMBaTbCs Kak NOTEHLMamNbHbIA aHTUKOHBYNbCAHT 63 CONyTCTBYOLLMX NMCUXOTPOMHbLIX 3hEKTOB C aKTO-

NPOTEKTOPHBLIMW CBONCTBAMU.

Knroueebie cnoea: npou3soOHble mua3onuOuUHOHa; MCUXOmpPOrHbIe ceolicmea; npomueocydopoxHbie cpedcmea

Beryn. Eminerncist — 3Ha9Ha MeIUKO-COITiaIbHA TIPOO-
nemMa, fika YMHUTH HETaTHBHUH BIJIMB HA BCI CTOPOHU
JKUTTSI XBOPOTO Ta HOTO OTOYEHHS, (pOopMyBaHHS eMO-
miitaIX pos3nanis [1]. KomopOimHi meuxidHi po3iany,
30KpeMa JieTpecis abo KOTHITHBHI TPYIHOIII, Y pasi elli-
JIETICI{ 9acTO TPAIUISIOTHCS ¥ XBOPUX YCiX BIKOBHX TPYIIL.
[x BBaXAIOTH TIOB’A3aHUMM 3 TIEBHUMH XapaKTEPUCTH-
KaMu eIrijierncii, Sk-oT: JoKaii3alis enijJenTOreHHOTO
BOTHHIIA a00 THT cynoM [2]. CKJIaIHOII BUKIIUKAE TTH-
TaHHS TOIUTHHOCTI TOJATKOBOI TEpaITii aHTHIETIPEeCaH-
TaM#, HEHPOJIETITUKaMH, Oe3Mekn i e(peKTUBHOCTI ITo-
€THAHHS TTPOTUETIICNTHYHOI Ta TICUXOTPOITHOI Tepartii.
dapmakoTepalris ermIerncii 3 ypaxyBaHHIM i1 3HAUHO1
TPHUBAJIOCTI IOBIHHA HE TUTHKH 3a0e3MeayBaT KOHTPOITb
Ha/I HaITaJaMu CyZIoM, a i TTIO3UTUBHO BIUTUBATH HA TICH-
XI9HI ¥ TTOBEAIHKOBI Po3JadH, sIKi TepeayoTh iM abo
BUHHKAIOTh Y MIKCYIOMHHUI TIEPio/.

[lepcrieKTHBHUM KJIaCOM CITONYK JIJIsl CTBOPEHHSI HO-
BUX aHTHKOHBYJIHCAHTIB € TiazomiguHouu [3]. Y morme-
PEIHIX TOCTIPKSHHSX [4] BUSBICHO POTHUCYIOMHY aKTHB-
HICTh OPWTIHATLHOI IMOXiIHOT Tia3oiquHOHY — 5-[(Z)-
(4-miTpoben3mtineH)|-2-(Tia30m-2-1TiMiHO )-4-Tia30Ti H-
HOHY (7aboparopuamii mudp Les-6222) Ta mocimimKeHo
CIIEKTp 11 aHTUKOHBYJIbCAHTHOI akTUBHOCTI [5]. Lo crro-
TyKy (pHcC.) CHHTE30BaHO y JIBBIBCHKOMY HAIlIOHATEHOMY
MEIUTHOMY YHiBepcuTeTi imeHi Jlanuna ["anmumekoro
i kepiBHUIITBOM Tipodecopa P. b. Jlecuka. Ha mome-
JITX CYIOM 13 PI3HUM TaTOTEHE30M JOCHiKEHO IITHPO-
KHUM CIIEKTP MPOTUCYIOMHUX BJIACTUBOCTEH CIIOIYKH
Les-6222. 3 ormsany Ha 1e IOMITEHAM BUIAAETHCS T10-
JTaJIbIIIe TTOTIINOJIEHe BUBYCHHS ii CYITyTHIX TICHXOTPOTI-
HHUX BIACTUBOCTEH.

MeTa nocJTiTKeHHSI — BU3HAIHUTH BIUTHB 5-[(Z£)-(4-HiTpO-
OcH3mTiieH) |-2-(Tia30I1-2-11iMiHO )-4-Tia30i THHOHY Ha

TTOBCIIIHKOBI peaKIlii, TPHBOKHICTB, JCTPECHUBHICTD, ITaM’sITbh,
TOHYC M’SI31B Ta KOOPIMHAIIIIO PYyXiB, a TAKOK Ha (i3HIHY
BUTPUBAJIICTH TBAPHH.

Marepiaau Ta MeToau. Po6oTy BuKOHaHO Ha 0a3i
HapuansHO-HayKOBOTO 1HCTUTYTY TIpUKIaIHOT (hapma-
mii BixmoBigHO 10 JmpektuBu €Bporelicbkkoro Coro3y
2010/10/63 EU miomo eKCIIeprMEHTIB Ha TBapUHAaX.
JocmimpkenHs BUKOHaHO Ha 71 OLIii HemiHINHIA cTaTeBo-
3puTiid Muti 000x crareit Macoro 20-27 1. TBapuH yTpH-
MYBaJIM 3a CTaHAAPTHUX YMOB y BiBapii LleHTpampHOi
HayKOBO-ZIOCITiTHOT Tabopartopii HarionansHOTO (hapma-
[IEBTUYIHOTO YHIBepCcHTETY. JloCTimKyBaHy CIOIYKY BBO-
JWUTA TBaprHaM y 1031 100 MI/KT BHY TPIIITHBOIIUTYHKOBO
(B/m) y BUDIIAI cTabimi30BaHoi TBIHOM-80 CcycrieHsii 3a
30 XB 10 TPOBEACHHS TeCTy. TBAPUHHU B TPYITi KOHTPOITO
OTPUMYBAJIH B/III BOY OUHIIECHY B aHAJIOTTYHOMY 00’ €Mi
(0,1 mur ma 10 T Macu TBapuHM).

VY TecTi BIiZKPUTOTO MO BUBYAIH BILTUB CIIOTYKH
Les-6222 Ha JTIOKOMOTOPHY, Opi€HTOBHO-I0CITI THUIIHKY,
eMOIIIHY aKTUBHICTb Ta ii BETreTaTUBHUH CyTIPOBI IIPO-
TaroM 3 XB. TBapwH pO3MIITyBaIu B IICHTPI MO, pe-
€CTPYBAIH KIJTBKICTh TIEPETHYTUX KBAJAPATiB, BEPTH-
KaJIbHUX CTIHOK, OOCTEKEHHUX OTBOPIB, aKTiB TPYyMIHTY,
(hexarbHUX OONIOCIB 1 ypHHAIIii [6, 7].
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Puc. XimiuHa cTpykTypa 5-[(Z)-(4-HiTpobeHannigeH)]-2-(Tiason-2-
inimiHo)-4-Tia3onignHoHy (cnonyku Les-6222)
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VY TecTi miIHECEHOTro0 XPEeCTONOMIOHOTO Ta0ipHHTY
3’SICOBYBAJIM BILIHB CIIONYKHU Les-6222 Ha TPHUBOXKHICTb.
TBapuHy po3MillyBaJii Ha HEHTPAIILHOMY MaiIaHInKy
TOJIOBOIO JIO OCBITIIEHOTO pyKaBa. [IpoTsirom 5 xB (ikcy-
BaJIM JIATEHTHU I 4ac BXOJY JI0 TEMHOTO PyKaBa, yac Iie-
peOyBaHHS Ta KUJIbKICTh B1JIBIlyBaHb OCBITJICHHX 1 TEM-
HUX PYKaBiB, a TAKOK BETETATUBHUI CYIIPOBiJ €MOIIili-
HUX peakiii (pexanpHi Oonrocu Ta ypunaii) [6, 7].

B iMmMo0ini3amiiiHOMy TecTi ImiABIIIyBaHHs 32 XBIiCT
BHBUAJIH BIUTHB CHIONYKHU Les-6222 Ha AenpecuBHY I0-
BeAiHKy. [IpoTsiroMm 6 XB peecTpyBalii JaTeHTHHI Yac
HEPYXOMOTO 3aBHCAHHS, KIJIbKICTh aKTiB Ta TPUBAJIICTh
iMMoO6imi3artii [7].

Bruus cionyku Les-6222 Ha riam’iTh IHTAKTHUX TBa-
PVIH BH3HAYAJIM B TECTI yMOBHOT peakiiii MaCHBHOTO YHHK-
Henss (YPITY). Teapun po3MilyBasid Ha OCBITIICHOMY
MalJaHYMKy NPUCTPOIO Ta BUMIPIOBAJIM JIATEHTHHUI Yac
BXOJly B TEMHY Kamepy, Jic MUILEH ITi/IaBaii eJIeKTPo-
00JIEOBOMY MOJIPA3HEHHIO ENIEKTPHYHUM CTPYMOM CHJIOKO
0,3-0,6 MA. Yepes 24 ron Murieii BIpyre po3TaiioByBa-
JIM Ha OCBITIICHOMY MaiJJaHYMKy PUCTPOIO Ta PEECTPY-
BaJIM KUTBKICTh HE3aBEPIICHUX CIIPOO 1 TATEHTHUI yac
Bxoy. TBapuH, SKi IPOTATOM 3 XB HE BXOJWJIN B TEMHY
KaMepy, BBaKaJIH TAaKUMH, 110 JOCSTIN KPUTEPilO0 HaB-
yeHocTi [7].

VY TecTi CTprKHS, 1110 00EPTAETHCS, OLIIHFOBAJIN BILIUB
crioyku Les-6222 Ha TOHYC M’5131B 1 KOOPIMHALIIIO PYXiB.
[Ipotsirom 5 XB peecTpyBajH KiTbKICTh TBAPHH, 110 TIPO-
TSTOM MIEBHUX 1HTEPBAJIIB Yacy BIAH 31 CTPHKHS, SKUH
obepraeThes 31 mBHAKicTIO 10 00epTiB/XB [6, 7].

Brums cionyku Les-6222 Ha ¢i3nyHy BUTPHBAIIICTh
BUBYAI B TECTI IIPUMYCOBOTO IIIABAHHS 3 HABAHTAYKESHHSIM.
Ha xopinb xBocTa mumiei npukpimsum Bantax (10 %
BiJl MacH TiJIa), Micysl YOr0 TBAPHH NOMIIIANN B OaceiiH
3 BoJ10t0 Temreparypu 23-24 °C. PeectpyBaiu vac mia-
BaHHSI 10 MOMEHTY, JOKM TBaprWHA HE MOTJIa BUIIIPHYTH
3 Boau mpotsirom 10 ¢ [7].

Sk mpenapar MmopiBHSHHS BUKOPUCTAHO KITACUYHUH
AHTUKOHBYJILCAHT BAJIBIIPOAT HATPIFO 3 JIOBEIICHUMH HOPMO-
TUMIYHUMH BJIACTUBOCTSMU B /1031 300 MIVKT B/III y BUIJIS-
Jli CUpOITy s OpaJibHOTO 3actocyBanHst ([lenakin, Sanofi-
Aventis, ®panrist) [3, 11]. Y Tecti YPITY Bukopucrano
nipaneram ([lipaneram-apuuns, Japauns, Ykpaina)

y 1031 200 MI/KT B/ SIK Iperiapar 3 HOOTPOITHUMH BIIACTH-
BocTsamH [8]. ¥V TecTi maBaHHS 3 HaBaHTAKEHHSIM SIK
pedepeHc-nipenapar, JJisi SIKOT0 XapakTepHe MOCHUIICHHS
(i3U4YHOT BUTPHUBAJIOCTI 32 PaXyHOK €KCTPEHOT MOO1Ti-
3alii pe3epBHUX MOXKJIMBOCTEH OpraHi3my, BAKOpHCTa-
HO Ko(eTH-Oen3o0aT Harpito (Kodein-0en3oar HaTpito-
Hapuuns pozuns a/in. 100 mr/mi, Japaunst, Ykpaina)
y 11031 20 MI/KT BHYTPIlIHEOOUEPEBUHHO [9].

Jlnist craTucTHIHOTO OOPOOIIEHHST PE3yNbTaTiB BUKO-
pucToByBaiu nporpamy Statistica 12.0. Cniepiry npoBo-
JIAJTM TIEPEBIPKY Ha HOPMAJIBHICTD PO3IOILTY, BUKOPHUCTO-
Bytoun mMetoz1 boxplot, kpurepii Komoroposa-CmupHaoBa
ta lamipo-Binka. SIkio B 0lHOMY 3 TE€CTIiB PO3MOILT
He OyB HOPMaIILHUM, TIIIOTE3Y PO HOPMAIBHICTh BiIXU-
nsuii. BukopucroByBanu kputepiit Kpackena-Bomrica
JUIsl MHOXKHHHOTO TopiBHsIHHS Ta U-kputepiii ManHa-
BirtHi U1 momapHoro nopiBHsHH. Pe3ynsraru HaBee-
Ho y Bursaai Me[Q*;Q7°]. BimMiHHOCTI BBa)kaiu CTa-
TUCTHYHO 3HAYyIIMMU B paszi p < 0,05 (3 ypaxyBaHHIM
nepepaxyHKy Ha KUIbKICTh A0CTiKyBaHux rpym) [10].

Pe3ynbTaTtn Ta ix o0roBopenHs. Pesynsraru Tecty
BIJIKpUTOTO TI0JIs1 HaBeZeHo B Tabu. 1. Orpumani gaHi
CBiZIYaTh PO BIZICYTHICTH CTATUCTUYHO JIOCTOBIPHOTO
BIUTHBY 5-[(Z)-(4-HiTpoOeH3uineH)]-2-(Tia3om-2-1mMiHO)-
4-Tia30J1iIMHOHY HA JIOKOMOTOPHY, OPi€HTOBHO-0CIIII-
HUIbKY aKTHBHICTh Ta EMOLIWHUEI cTaH TBapuH. [IpoTte
iz rieto crionyku Les-6222 pyxoBa akTHBHICTb T€H/ICH-
iiHO mimBummiack y 1,19 pasa, cyma nmokazHukiB opieH-
TOBHO-JOCTITHHIIBKOT TISUTHOCTI 3MeHImIach y 1,15 pasa,
a cyMa BCiX aKTMBHOCTeH 30inbminiack Ha 17,45 %.
OnHak He3HayHa BUPA3HICTh IIUX 3MiH 1 BiJICYTHICTh
CTATUCTHYHOT 3HAYYIIOCTI CBI/UaTh, 110 3a [UX YMOB
5-[(Z)-(4-niTpoben3mmnineH)|-2-(Tiazon-2-itimMino)-4-Tia-
30J1ITMHOH HE BUSIBJISE aHI CEJATUBHUX, aHI CTUMYJIIO-
BaJIbHUX BJIACTUBOCTEH. Banmbmpoar HaTpit0 HE3HAUHO
3MEHIITYBaB IMPOTH KOHTPOJIIO MTOKa3HUKH KOYKHOTO Cy0-
TecTy i cymy Bcix aktuBHOcTer (Ha 10,7 %). Craruc-
TUYHO 3HAYYII BIIMIHHOCTI MK MIOKa3HUKAMU MTOBE-
JIHKW MUIIEH Yy BIIKPUTOMY IIOJIi ITiJl BILTABOM Ballb-
MpoaTy HaTpiro Ta crnojayku Les-6222 BiiCcyTHI.

Amnaniz naaux 1abdi. 2 CBIIUNTE, IO B TECTI ITiIHE-
CEHOT0 XpecTonoaioHoro gadipunty 5-[(Z)-(4-HiTpoOeH-
3wiJIeH) |-2-(Tia30:1-2-11iMiHO )-4-T1a30JiIMHOH BUSIBUB

Tabnuus 1

Brimus 5-[(Z)-(4-HiTpobensuninen)]-2-(riason-2-inimino)-4-riasonignuony (100 mr/kr)
Ta BaJIbIIPOATy HaTpiro (300 MI/Kr) Ha MOBeJiHKY Mulleil y TecTi Bikpuroro momns, Me[Q25;Q75]

Mpyna HOKOMOT_OPHa OpieHTOBHO-gOCHIAHULbKA EmMouilHi peakuii Ta ix BeretaTuBHMi )
s | e
TBapWH ksagpatis) | CTifikn | OTBOpMU Cyma | Bontocu | YpuHauii| TpymiHr Cyma
KoHTponb 33,5 . 33 38,5 . . . . 74,5
(n=8) [24,5: 41 5] 5 [4; 6] [22.5:38] | [28: 45,5] 0[0;0] | 0[0;0] |1,5[0,5;2]|1,5[1;2,5] [56: 86,5]
Banbnpoar
. 24,5 32,5 66,5
HaTpilo 31[225:41] 4121051 11757301 | [27:43,5) | 01001 | 01001 | 0,5[0:1] | O5[0:1] | g1 76 )
(n=8) ~r ! I U r
Cnonyka 23,5 335 875
les6222 | 40[345;57] |4(2,135] [195 | 55’05 (050021 010:01 | 10011 | 11531 | 1057700 5]
(n=8) 42,5] ' ! '
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Tabmmis 2

Brimus 5-[(Z)-(4-niTpobensuninen)]-2-(riason-2-inimino)-4-riasonignuony (100 mr/kr)
Ta Ba/IbIIpoaTy Hatpito (300 MI/Kr) Ha TPMBOXKHICTH MUIIIEN Y TECTi MiTHECEHOTO
xpecromnopi6Horo nabipuaty, Me[Q25;Q75]

Mpyna, JlaTeHTHUI Yac nepebyBaHHsA KinbkicTb BifBigyBaHb BereTaTvBHWil CynpoBia
KinbKicTb H:i:;iﬂy BOCBIT/IEHNX | B TEMHUX | OCBITAEHUX | TEMHUX | LEHTPASIbHOTO EMOLIMHNX peakuiv

TBapWH Kamepy, € PpyKaBax, C | pykaBax,C | pykaBiB | pyKaBiB | MalilaHunKa | Goniocu |ypuHaLii| cyma
KoHTponb . 99,5 200,5 . 5 . . . 0
(n=8) 17 [3,5; 56] [73;: 160] [140; 227] 4,5[3,5; 6] [4,5: 6,5] 8,5[7;11] 0[0;0,5] | 0[0;0] [0;0.5]
BanbppoaT 49 251 0
Fr?:rs))no 61[4,5;12,5] [12,5:71] |[229: 2875] 3,501;5,5] [3[1;55]| 55[1;10] | 0[0;0,5] | 0[0; 0] [0; 0,5]
Cnonyka

335 126 174 _ 5,5 . . _ 1

|(_:i-86)222 [24;461# | [77;1541# |[1149;2231#| > 13771 (35,751 2> o141 1051051 L0 1 4. o)

MpurmiTKa: # — CTaTUCTUYHO 3HAYYLLi BIAMIHHOCTI 3 MOKa3HMKaMu rpynu BanbnpoaTy HaTpito (p < 0,05).

CITa0Kui aHKCIOMITUYHMIA e(DEeKT y BUIVISII TEHACHITIT —
Horo mapameTpH He CSTHYJIM CTaTUCTUYHO 3HAYYIIOTO
piBHsL. JlociipKyBaHa CHOJTyKa HEZIOCTOBIPHO MO0 KOHT-
POJTIO TIOOBKYBAJIA JIATSHTHHUIA MEPi0/] BXOAY B TEMHY Ka-
Mepy B 1,97 paza, 30iblryBasa yac nepeOyBaHHS B OCBIT-
JICHUX pykaBax y 1,27 pa3a Ta ckopodyBajia TPUBAJIICTh
nepeOyBaHHs B TEMHUX pykaBax y 1,16 pasza. Kiacnu-
HUIl aHTUKOHBYJIbCAHT BaJIbIIPOAT HATPilO0 BHSBHB 110~
MipHUH, X04a i HEJOCTOBIPHUI aHKCIOTEHHHI BILTUB.
BiH cipUYMHUB CKOPOYEHHS JIATCHTHOTO TEPioy BXO-
Iy B TEMHY Kamepy HI0JI0 OKa3HUKa TPYIH KOHTPOIIO
y 2,83 pasa, ckopouyBaB TPHBAIICTh MepeOyBaHHs TBa-
PHH B OCBITIICHUX pyKaBax y 1,26 pa3a Ta mpoloHTyBaB
niepeOyBaHHs B TEMHHX pyKaBax y 1,25 paza. [Ipotu eek-
Ty BaJIbIpoaTy Harpito cronyka Les-6222 nocToBipHO
30ibIIyBaia JaTeHTHUH Yac BXOAY MUIICH y TEMHUH
BiZICIK 1 TPUBaNICTh MepeOyBaHHs B OCBITICHOMY pyKa-
Bi, 3MEHIIYIOYH Yac nepeOyBaHHs B 3aTEMHEHOMY.
Pesynbrary iMMoOiTi3aIiiiHOTO TeCTy HaBEGHO B Ta0M. 3.
Banbnpoar HaTpito BUSBHUB JeTIpecoreHHNui eekT, mpo
10 CBITYMTH JIOCTOBIPHE TOJOBKEHHS TPUBAJIOCTI He-
pyxomoro 3aBucanHs Ha 11,11 %, 30i1bIIeHHS KITBKOCTI
aKTiB iMMOOLTi3awii y 1,5 pa3a Ta 301IbIICHHS CEpeTHBOT
TpuBanocTi iMmoOinizamii y 2,09 paza mpoTH MoKa3HUKIB

KOHTpOJTI0. Banbrnpoar HaTpito npu3HavaoTh y pasi Oi-
MOJISIPHUX PO3JIAJIB SIK HOPMOTHMIYHHH 3aci0, mpoTe
CIIEKTP HOTO0 HOPMOTUMIYHOT JIiT TIOB’sI3aHU OLTBILIOO
MIpOI0 13 3amo0iraHHsIM pO3BUTKY MaHiakaJdbHHUX (a3,
Hix nenpecuBHux [11]. Ha i 3actocyBanus 5-[(2)-(4-
HITPOOEH3MIIIICH ) |-2-(Tia3051-2-UTiMiHO )-4-Tia30J1i TMHOHY
JOCTOBIPHUX BiJJMIHHOCTEH 3 IPYIIOI0 KOHTPOIIO HE CIIO-
crepiraym. OTxke, T0CipKyBaHa crionyka [es-6222 He Bu-
SIBUJIA aHi JISMIPECUBHOTO, aH1 aHTH/ICTIPECUBHOTO e(DEKTY.

Ha moneni YPITY 5-[(Z2)-(4-nitpoOen3umisieH)]-2-
(Tia30m-2-11iMiHO)-4-Tia30JiJHHOH CKOPOYYBaB BUXITHUH
JIaTeHTHUH epios BXOLy 10 TeMHOi kamepu B 3,05 paza
(tabmn. 4). [Tipanieram BIUIMBaB Ha 1€ MOKa3HHUK aHAJIO-
riuno. Lle Morio 6 CBIAYNTH PO aHKCIOTEHHI BIACTH-
BOCTI Tipareramy Ta crionyku Les-6222, ane mipanera-
MOBI BOHHM He IPUTaMaHHi, a y cronyku Les-6222, sik 3a-
3HAYCHO BHIIIE, iX HE BUsBJICHO (AuB. Tab:. 2). Ha dop-
MYBaHHSI [1aM’SITHOTO CJTiTy IOCITi/PKYBaHa CTIONTyKa Maiike
HE BIUIMBAJIA, TIPO IO CBIYUTH BiJICYTHICTh JOCTOBIp-
HUX BIJIMIHHOCTEH 3 MOKA3HUKOM IpyIH KOHTpoITto. Jlo3a
mipareramy 200 MI/KT y HallIoMy JOCTIi/Ii BUSIBUJIACh He-
JIOCTATHBOO JIJIsI JIOCTOBIPHOI'O MHEMOTPOITHOTO e(heKTy —
BiH JIMIIIE TEHJICHIIHHO 30UIBIINB KUIBKICTh TBAPUH 13
3akpimieranM YPITY.

Tabmma 3

Brimms 5-[(Z)-(4-niTpobeHsuninen)]-2-(tiason-2-inimino)-4-riasonignuony (100 mr/kr)
Ta BaJIBIPOATy Hatpito (300 MI/KT) Ha AeNpecuBHY IOBEAIHKY MUIIeN
B iMMoO6inisaniftnomy Tecti, Me[Q25;Q75]

(n=8)

L Tpusanictb L . .
lpyna, KinbKicTb . . KinbKicTb akTis CepepHsa TpuBanicTb
NateHTHWIN nepiop, ¢ Hepyxomoro . Lo ) e
TBAPUH immobinisauii immo6inisauii,
3aBUCaHHA, C

KoHTponb (n=8) 52,5[37,5; 70,5] 193,5[131,5; 208,5] 12[9; 16] 16,21 [7,5; 23,271
?:jg)”poaT Harptio 50,5 [44; 60] 215 [205; 246] * 816;8,5]* 34[26,78;34,58] *
Cnonyka Les-6222 48 [35; 60] 184,5 [176; 203] # 9,51[7;12,5] 19,12 [15,68; 27,071 #

Mpumitka. CTaTUCTNYHO 3HauyLWi BIAMIHHOCTI: * — 3 rpynoto kKoHTponio (p < 0,05); # — 3 rpynoto BanbnpoaTy HaTpito (p < 0,05).
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Tabmus 4

Brimms 5-[(Z)-(4-niTpo6ensuninen)]-2-(riason-2-inimino)-4-Tia3onignHOHy Ha OBENiHKY
iHTaKTHUX MuIIell y TecTi yMOBHOI peakuii macusHoro yuuksHenss (YPIIY), M[Q25;Q75]

y . KinbkicTb MuLuen, KinbkicTb
o flosa, NaTeHTHWIA Nepion BXoAY Lo OCAIN KpUTEpito He3aBepLIeHiX
lpyna, KinbKicTb TBAPVIH /KT A0 TEMHOI Kamepw, C HaBYEHOCTI cnpob Bxoay
BUXIQHWN uepes 24 rog | abconioTHa % (uepes 24 rop)
IHTAKTHWI KOHTPONb (N=7) - 32[19;43] 165 [149; 180] 3 42,86 4(2;5]
Mipaueram (n=8) 200 | 12095411 | 129,528;180] 4 50,00 4[3;5]
Cnonyka Les-6222 (n=8) 100 10,5 [8; 13]** | 167,5[34; 180] 4 50,00 4[1;4]

Mpumitka: ** -

Pesynbrarn nocrmimpkeHHs BIUBY S-[(Z)-(4-HiTpoOeH-
3uItijieH)|-2- (T1330J1-2-1.111M1H0) 4-T1330JILI[I/IHOHy Ta BaJlb-
npoary HaTpilo Ha M’SI30BUH TOHYC 1 KOOpI[I/IHaHIIO py-
XiB HaBeneHO B Tabn. 5. OTpuMani faHi CBiq4aTh Mpo
BiJICYTHICTb B 000X IOCII/PKyBaHUX CIOJIYK HETaTHB-
HOTO BIUIMBY Ha TOHYC CKEJIETHUX M SI3iB 1 KOOpJHHA-
LiI0 PyXiB (CTAaTUCTHYHO 3HAYYLI] BIAMIHHOCTI 3 TIOKa3-
HUKOM TPYITH KOHTPOJIIO BiZICYTHi).

AKTONIPOTEKTOpHI BIacTUBOCTI 5-[(Z)-(4-HiTpOOEH-
3uiieH)|-2-(Tia3om-2-11iMiH0)-4-Tia301i JMHOHY Ta TIpe-
napary nopiBHsIHHS KoeiHy-0eH30aTy HaTpilo HaBe/e-
HO B Ta0J1. 6. OOUBI CIIOJYKH 3 BUCOKUM CTYIIEHEM JI0-
croBipHocTi (p <0,01) momoBKyBanH MjiaBaHHs TBAPUH
3 HABaHTKEHHSIM: MIOXIJHA Tia3oiimHOHy — y 2,40 pa3a,
a xo(ein-o6en3oar Harpito — y 3,18 paza. Orxe, 5-[(2)-
(4-HiTpoben3uiiaeH)]-2-(Tia3omn-2-iaiMiHO )-4-Tiazomiau-
HOHY IpUTaMaHHa CIIPHUATINBA BIACTHBICTH ITiABHIILY-
BaTH (i3UYHY BUTPUBATICTb.

[ocrae 3akoHOMipHE TUTAHHS [TPO PUYUHU BiICYT-
HOCTI BUPA3HOTO BILIUBY 5-[(Z)-(4-HITpOOCH3WIIIICH) |-
2- (Tla3OJI-2 1H1M1HO)-4-T1330JIII[I/IHOHy HAa [TOKa3HUKH I10-
BEJiHKOBUX TECTiB. be3yMOBHO, BIACYTHICTh BILUIMBY
OB’ s3aHa 3 MEXaHi3MOoM [ii 1i€i HoBoi cionyku. Ha Hu-
HIITHBOMY €Talli ii JIOCIIKSHHS TOYHA ¥ MOBHA Xapak-
TEPUCTHUKA MEXaHI3MY JIil HEe € MOXKJIMBOIO, ajie HasiBHI
JaHi (papMaKkoIOTi4YHOTO aHalli3y O3BOJISIOTH 3POOUTH
Jesiki 0OTpyHTOBaH1 MPHUITYILEHHS.

3 omsily Ha pe3yNibTaTH JOCIKEHb B3a€EMOJIIT CIIO-
nyku Les-6222 3 pizHUMHU CyIOMHUME OTpyTamu [4, 5],
MeXaHi3M il SKuX J00pe BiJOMHIi, BOHa MOXKE ITOCHITIO-
Baru TAMK-epriuni (Bupa3HHii aHTaroHi3M 3 EHTHIICH-
TETPa30JIOM, MIKPOTOKCHHOM), IIIMHEPTiuH1 (TIOMipHHI
AQHTaroHi3M 31 CTPUXHIHOM) Ta a/ICHO3WHEPIivHI ralb-
MiBHI Tpolecu (BUpa3HUH aHTAaroHi3M 3 KoQeiHOM).

CTaTUCTMYHO 3HauyLLi BiAMIHHOCTI 3 rpynoto KoHTposto (p < 0,01).

Takox LIKOM MOXXJIMBA 3/1aTHICTh OJIOKYBaTH HaTPi€B1
KaHaJIH, PO 1O CBIIYUTH €PEKTUBHICTD y TECTI MAKCH-
MaJIbHOTO €JICKTPOIIOKY. Pe3yibrary, BUKIIajieHi B 11iii cTar-
Ti, IAIOTh MiICTaBy NPHITYCTUTH, IO criodyka Les-6222,
MOXJIMBO, HE € 0e3II0CEPEHIM CTUMYIISITOPOM 10HOTPOTI-
Hux [AMK ,-penenTopis, aroHicram siKMX MpUTaMaHHa
BUpa3Ha aHKCIONITUYHA Jist (MpUKIazamMu € OeH3o/iase-
MiHOBI TpaHKBiIi3aTopH, GeHiOyT Tomo). s 5-[(2)-(4-
HiTpoOeH3mIiAeH ) |-2-(Tia305-2-151iMiHO)-4-Tia30mi 1u-
HOHY BOHa He XapakTepHa. [loka3zoBo, 110, HAPUKJIA,
ra0arneHTHH — aHTUKOHBYJIbCAHT, IKUH MOIYIIIOE€ OOMiH
TI'AMK, ane 6e3nocepenubo 3 TAMK-penienropamu He
3B’SI3YETHCSI, @ € JIIFaHI0M 0.20-CyOOAMHUIII TIOTSHIIiaI-
3aJIe)KHUX KaJIbLIIEBUX KaHAJIB, TAKOK HE MA€ BUPA3HUX
MPOTUTPUBOXKHUX BliacTuBocTeit [12]. [Ipote inHmmit anTH-
KOHBYIIbCAHT Iperadanin, cTpykrypuuid anagor TAMK
31 CKJIQJIHUM MEXaHi3MOM JIii, y IKOMY TaKOX J0Be/le-
HO 3B’SI3yBaHHS 3 020-CyOOIMHUIICIO ITOTEHIIIaI3aIeK-
HUX KaJIbLIEBUX KaHAIIB 1 HE € TUIIOBOK CTHMYJISIIIS
'AMK ,-penienTopiB, YNHUTH BUPA3HY AHKCIONITUYHY
niro [12]. Lli 3icTaBiieHHSs [MiIKPECITIOTh HAA3BUYAIHY
CKJIAJIHICTB [ICUXOTPONHKX e(DeKTiB, MEXaHI3MH SIKMX 4acTO
HE MiJaI0ThC BUYEPIHOMY MOSICHEHHIO. 3po0iieHe Ha
Mi/ICTaBi BUPa3HOTO QHTArOHI3My 3 MIKPOTOKCUHOM IpHU-
MyIIEeHHs, 10 croiyka Les-6222 Mmoxke CTUMYITIOBaTH
'AMK ,-peuentopHuii KOMIUIEKC 38 PaxXyHOK MPOTHIIT
MKPOTOKCHH-1HYKOBaHii ONOKaJli XJIOpHOTO KaHaiy [5],
HE CyNepeunTh BUILICHABEICHUM TIOSICHEHHSIM: MEXaHi3M
AHKCIOJTITHYHOI J1i1 € CKJIQJIHUM 1 FI0TO OKpEeMi JIaHKH 1HTep-
(epyrots. Llinkom MoxkIiBO, 110 crionyka Les-6222 Brim-
Bae Ha MeTabo13M [AMK Ta/abo € anoctepuyHuM MO-
nynstopom [AMK-peuenTopis.

ImoBipHO, 5-[(Z)-(4-HiTpoOeH3mIiNeH)]-2-(Tia30-2-
1TIM1HO)-4-T1a30J11TMHOH, TIEBHUM YHHOM TOCHIIIOHYH

Tabmma 5
Brimus 5-[(Z)-(4-HiTpobensuninen)]-2-(riason-2-inimino)-4-riasonignuony (100 mr/kr)
Ta BaJIBIIPOATy HaTpito (300 MI/Kr) Ha M A30BUI TOHYC Ta KOOPAMHAIIiI0
PYXiB y TeCTi CTpVIKHS, 1[0 00epTaeThCA
Fovna. KinbKICTb TBADIH KinbKicTb MuLLENR, WO BManu 3i CTPUXHSA, abc./%
pyna, P po30c 0o 1xB [0 2 XB 00 5 x8B
KoHTponb (n=8) 2/25% 2/25% 2/25% 2/25%
Banbnpoat HaTpito (n=8) 4/50% 2/25% 1/12,5% 1/125%
Cnonyka Les-6222 (n=8) 2/25% 2/25% 3/375% 1/125%
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Tabmuus 6

Brimms 5-[(Z)-(4-niTpobensuninen)]-2-(riason-2-inimino)-4-riasonignHony Ha GisyyHy BUTPUBATICTD
MUIIIeIT Y TeCTi IPUMYCOBOrO IIaBaHHA 3 HaBaHTaXeHHAM 10% Big macu tina, M[Q25; Q75]

[Toka3sHuk

[HTaKTHUI KOHTPONb (N=8)

Cnonyka Les-6222,
100 mr/kr (n==8)

KodeiH-6eH30aT HaTpito,
20 mr/kr B/o (n=8)

TpuBanicTb NnaBaHHA JO

10,42 [8,25;15,42]
BVICHAXEHHA, XB

25,00 [19,38; 40,78]** 33,11 [26,72; 53,85]**

Mpumitka: ** — cTaTUCTUYHO 3HauyLLi BIAMIHHOCTI 3 rpynoto KoHTposto (p < 0,01).

TI'’AMK-epriuni nporecu, He € IPSIMAM CTHMYJISTOPOM
MeraboTponHx [AMK,-penientopiB, OCKiIBKH HE TIO-
TipIye MOKa3HUKH TECTY 00EpPTOBOTO CTPHIKHS, a OTXKE,
HE 3HIDKY€E TOHYC M’SI31B 1 KOOpAMHALIIIO PyXiB. ATOHICTH
IUX PEIENTOpiB (HAIPUKIIa, 0aKIo(heH) € IEHTPATEHIMHE
Miopenakcantamu [13].

CnalKicTh MOXKJIMBOT TIIIIUHEPTiYHOT JIAHKU MeXa-
Hi3My 7ii 5-[(Z)-(4-niTpobensumineHn)]|-2-(tiazon-2-imi-
MiHO)-4-Tia30J11IMHOHY, TPO SKY CBIAYUTH JIUIIE MO0~
B)KEHHS JIATEHTHOTO TIepiojy CTPUXHIHOBUX CYIIOM 0e3
3aXHUCHOTO €(eKTy y BUINIAI 3HIKEHHS JIeTATbHOCTI [5],
MO)KE€ JaCTKOBO ITOSICHIOBATH BIJICYTHICTH JOCTOBIPHOL
AHKCIOMITHYHOT i1 TOCIiIKYBaHOI CITOTYKH.

HecroniBaHoro € Bipa3Ha akTONPOTEKTOpHA Jist 5-[(£)-
(4-niTpoOen3umineH)]-2-(Tia3omn-2-11iMiHO )-4-Tia30i-
JuHOHY. 30UIbIIeHHS (PI3UYHOT BUTPUBAIIOCT] — HETHIIO-
BUI eeKT AJIsl CIONYKH 3 BUOIPKOBUM MPUTHITYBaJIb-
HuM (mpotucygoMHum) BiBoM Ha LIHC, ocobmuBo
3 OIVISAY 3@ T€, IO 32 BUPA3HICTIO aKTOMPOTEKTOPHOT
Iii cnonyka Les-6222 maiike He TOCTYNaeThCsl KTacud-
HOMY CTUMYJISTOPY Kodeiny (muB. Tadm. 6). MexaHizm
11b0r0 e(heKTy CKJIaIHO MOsICHUTHU. [10B’s13aTH Horo 3 npu-
THIYEHHSIM TaJIbMIBHHX aJICHO3WHEPTiYHUX BIUIMBIB, XapaK-
TEPHUM IS TIPETIapaTy TTOPIBHSIHHS KOPEiHy, HEMOKITHBO:
HaBIIaKH, OCKLTBKH crioiiyka Les-6222 ehekTHBHO ITPOTH-
nie xo(heiH-1HIyKOBaHUM CyJJoMaM Ha piBHi pedepeHc-
Tniperiapary iHO3UHY [5], BOHa, O4€BUIHO, CTUMYJIIOE aJICHO-
3MHEPriuHi MPOLECH.

Omxe, BUBYCHHS CIIEKTPA LEHTPAIBHUX eeKTiB 5-[(Z)-
(4-niTpoOen3uiineH)]-2-(Tia30-2-11iMiHO )-4-Tia30i-
JUHOHY 3yMOBITIOE€ BKJIMBHI HATIPSIM MOAAIIBILIOTO JI0-
CIIIJDKEHHS 1i€1 CIIONYKH — 3’CyBaHHs HEWPOTpaHCMi-
TEPHUX MEXaHI3MiB ii [1ii. YHACIIIIOK rajbMiBHOTO BILIH-
By npoTueniientTuyHux npenaparis Ha LITHC 3a 3acro-
CYBaHHS MPAKTUIHO BCIX ITMX 3aC001B MOXXYTh BUHHUKA-
TH TaKi TOOiIYHI €)eKTH, SIK COHIUBICTH, ACTEHIs, 3aIIaMo-
POYCHHSI, aTaKCisl, 3HIDKCHHS T1aM’ SITi, OCIa0JICHHST KOTHi-
TUBHUX (yHKIIH [ 14]. Pe3ynpraTti HaImoro mociimpKkeH-
Hsl CB114aTh PO BiZICYTHICTh HECTIPUSIIUBUX IICUXOTPOII-
HUX e(eKTiB y IHTAKTHUX TBapHUH IiCJIs1 3aCTOCYBaHHS

5-[(2)-(4-niTpoben3uinen)]-2-(Tiazomn-2-1niMiHo )-4-Tia-
30iIuHOHY. Lle excrieprMeHTanbHO 00IPYHTOBYE MOX-
JIMBY TIEpeBary JOCIIKYBaHOTO MOTCHI[INHOIO aHTUKOH-
BYJIbCAHTY HaJ| HASIBHUMH MIPOTHUCYIOMHUMH Tpernapa-
TaMH B aCHEKTi BiICYTHOCTI JIENPUMYyBaJIbHUX MOO1Y-
HUX €(EeKTiB.

BucHOBKH Ta neperneKTHBY NOTATbIINX J0CTKEHb.

1. Buznaueno BB 5-[(Z)-(4-HiTpoOeH3MmiIeH)]-
2-(Tia3071-2-11iMiH0)-4-Tia30TiIMHOHY Ha TTOBE-
JIHKOBI peaKilii, TPHBOKHICTB, JICTIPECHBHICTD, (hop-
MYBaHHS TIaM SITHOTO CITi Ty, M’ SI30BH TOHYC 1 KOOp-
JUHAIIO PYXiB, Pi3WYHY BUTPUBATICTb.

2. BusBieHo, 1O Mmicis BBEACHHS MHUIIaM 5-[(Z)-
(4-HiTpoOeH3miizieH)|-2-(Tia30m1-2-iimMiHo)-4-Tia-
307i1MHOHY B 1031 100 MI/KT iXHS JIOKOMOTOpHA
Ta OPIEHTOBHO-/IOCITIIHUIbKA AKTUBHICTh, BETe-
TaTUBHUH CYNPOBiJ eMOLIHHMX peakiiil, piBeHb
TPUBOXXHOCTI, TIaM’sITh, TIOKA3HHUKH, SIKi XapaKTepH-
3YIOTh JICTIPECHBHICTD, M SI30BUI TOHYC Ta KOOP/IU-
HAII{fo pyXiB, HE MAIOTh IOCTOBIPHUX BI/IMIHHOCTEH
BiJI BIITIOBITHHX ITOKa3HUKIB IHTAKTHUX TBAPHH.

3. 5-[(2)-(4-niTpobeH3miizieH)|-2-(Tia30M-2-LTiMIHO)-
4-T1a30J1I TMHOH YHHATH HETUIIOBHH JJIS TIPUTHi-
YyBaJIbHUX PEUYOBUH aKTOIIPOTEKTOPHUHN e(heKT —
3HAYHO 301ITbNIyE (DI3UYHY BUTPHBATICTh MHIIICH
y TECTIi IUTaBaHHsI 3 HABAHTAXKECHHSIM.

4. 5-[(Z)-(4-niTpoben3miaeH)|-2-(Tia30m1-2-11iMiHO)-
4-Tia30MiIMHOH, SIKUI 32 Pe3yJIbTaTaMH IOTEPEeTHIX
JOCITIDKEHB He TIOCTYIAETHCSI BAJIBIIPOATy HATPIilO
3a XapaKTEePUCTHKOIO MEPBUHHOT (hapMaKkoarHa-
MIKH — aHTUKOHBYJIbCAHTHOI aKTUBHICTIO, BH-
TiIHO BiIPI3HSAETHCS BiJl MpenapaTy MopiBHIHHS
3a XapaKTepPUCTUKAaMU BTOPHHHOI (hapMaKoI1Ha-
MiKH, 30KpeMa 3a BiJICYyTHICTIO TIPOICIIPECHBHO-
ro moOigHOTO edeKTy.

5. IlepcieKTUBHUM HaIPSMOM MOAAJIBILIOTO AOCIi-
JoKeHHS 5-[(Z)-(4-HiTpoben3mineH)|-2-(Tia3o-
2-i1iMiHO)-4-Tia30J1i IMHOHY BB)KA€MO 3’SICYBaHHS
HEHPOTPaHCMITEPHUX JTaHOK MEXaHi3MYy Jii.

Konduikr inTepeciB: BiacyTHiil.
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