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0,5 MiI/XB, B SIKOCTI aHATITUYHOI JOBXXUHU XBIJII IIPOIIOHYETHCSI BUKOpHCTOBYBatH — 210 HM. Yac yrpumyBaHHS HiKy rexepakozuny C
npu BKa3aHHX yMmoBax ckimagae Big 10 mo 12 xB. Ilapamerpu mnpuaatHocti XxpomaTtorpadiuHol cucTeMu: e(peKTHBHICTh
xpomarorpadiuHoi konoHku He meHmie 6000 TeopeTHUHHUX Tapiiok; KoedilieHT cUMeTpil MiKy MOBHHEH CTaHOBHTH He Oinmbuie 1,2;
BIIHOCHE CTaHAApTHE BIAXWICHHS Ul IUIONI MiKiB He Mae mepeBumryBaté 2,0%, po3paxoBaHe 3a pe3ydbTaTaMH 5 IHXKEKILi.
BucnoBku. Po3po6i1eHo METOANKY KUIBKICHOTO BU3HAYEHHs, SIKy Oyle BUKOPHCTAHO Ul cTaHaapTH3auii rexepakosuny C B ckiani
06araTOKOMIIOHEHTHOT'O CHPOILY.

JOCIIKEHHS CHHTE3Y TA JESAKAX BIOJIOTTYHAX BIACTUBOCTEN HOBUX BINUKJITYHI ITOXITHI
1,2,4-TPIA30JIIB I3 ®TOP®EHIJIBHUMU 3AMICHUKAMMU

birman O. A., ITapuyenko B. B.
3anopi3bKuii AepKaBHUN MEIUYHHUI YHIBEPCUTET

Ximis 1,2,4-TpiazosiB Ha CHOTOJIHI 3aJIMIIAETHCS HANNEPCIIEKTHBHIMIOW XIMIKO - CHHTETUYHOIO Talry33t0. BoHa npezncraBieHa
PSAIOM YHIKQIBHUX JIIKyBJIBHHMX IpeINapartiB, repOilyIiB, CTUMYJIATOPIB POCTY POCIHH, aIaNTOTeHIB, TOIIO, AI0YOI0 PEYOBHHOIO
SIKMX y BCIX BUMAaJKax € moxifgHi 1,2,4-Tpia3oiB, a TAaK0X IIHPOKUM CIIEKTPOM 0i0JIOTYHO aKTHBHHX CIIOJYK, SIKi TOTEHI[IHHO MOXKYTb
OyTH LiKaBUMH [UIsl CTBOPEHHS Pi3HHX mpenapatiB. TakuM YMHOM, JOCIIHKEHHS L€l reTepolUKIiYHOT CUCTEMU 3 METOIO BHSBICHHS
HOBHX IEPCIEKTUBHUX Ta YHIKAJIBHUX 332 CBOIMH BJIACTHBOCTSMH MOJICKYJI € aKTyaJIbHUMH, MAlOTh 0€3 CyMHIiBY SIK TEOPETHUYHE, TaK i
HpakTH4He 3Ha4eHHs. Halii monepeaHi D0CiiKeHHs apIyMEHTOBaHO IOBOISTh HEOOXIIHICTh IOANBIIOT0 AOCTIKEHHS Py HOBUX
noxigaux 5-(2-, 3-, 4-propdenin)-4R-1,2,4-tpia3on-3-TioHIB y 3B’S3Ky 3 HASBHICTIO y 3a3HAYCHUX IOXIMHHUX IIUPOKOTO CIIEKTPY
GionoriuHnx BracTUBOCTed. TakuM YMHOM Hamu OyJo AOCHi/KEHO peakuil HoBux ¢ropdeninnoxinuux 1,2,4-tpiazony i3 pisHUMH
LMKI3YIOYMMH areHTaMu. 3a pe3ysibTaTaMd EKCIICPUMEHTY OyJio OTPHUMaHO psJ HOBUX OilukiiuHi moxizi 1,2,4-TpiasoHiB i3
¢dropdeninpHUME 3aMicHHKaMu. BynoBa CHHTE30BaHMX CIOJIYK B KOXKHOMY i3 BHIQJKIB OJZHO3HAYHO [OBEACHA KOMIUIEKCHHUMH
(hi3UKO-XIMIYHIMH METOJaMH aHaNi3y, a iX 1HIWBIAyalbHICTh — XpoMmarorpadidHo. BuremiicTe cromyk Oyna mignaHa Oi0JOTiYHUM
BUIIPOOYBaHHIM. JOCTI/PKEHHSI HPOBOJWINCH Ha TOCTPY TOKCHYHICTh, HPOTHMIKpPOOHY, MPOTUrpUOKOBY, HEHPONPOTEKTUBHY,
JlypeTH4HY aKTHBHICTb, TOLIO. B nesKkuX BHUIaqKax BCTAaHOBJICHO PsiJ 3aKOHOMIPHOCTEH «OyoBa-1ist», a 1€, B CBOIO Yepry, CTBOPIOE
CIIPUSTINBI YMOBH JUIS MOJAAIBLIOTO IIJIECIPSIMOBAHOIO MOIIYKY HOBHUX BHCOKOC(EKTHBHUX OIOJOriYHO AKTHBHHUX CIIOIYK —
MaiOyTHIX JIKiB.

I[OJ10 CTAHJAAPTHU3AIII TABJIETKOBOI MACH «AHI'TOJITH»

Bimnenko O. C., TposiHoBa A. M.
3aropi3bKuil [epKaBHUA METUIHUI YHIBEPCUTET

Ha cporozHi, He3Ba)karouu Ha IOCTiiHI 3ycwiis 3 onTuMisauii JiikyBanHs 3axBopioBanb [[HC i cepueBo-cyquHHOI cHUCTEMH,
npoOiieMa 3alHIIAEThCS HEBUPILICHOK. BpaxoByroun HH3KY CEpHO3HHMX MOOIYHHMX e(dekTiB 0a30BUX 3aco0iB, IO CIOPSIMOBaHI Ha
HOPYIICHHSI TOHKUX JIAHOK MeTa00JIi3My OpraHiB i TKaHWH, IPU3HAYCHHS 10 KOMIUICKCHOI Teparil aHTHOKCHIAHTIB MOKE iJBUIIHTH
0e3IeKy IPOIOHOBAHOIO MEAMKAMEHTO3HOI'O JIKYBaHHSA. Y LbOMY 3B’SI3KY OJHUM i3 IEPCHEKTUBHHUX IIXOMAIB /IO CTBOPCHHS
JKapchKUX 3ac00iB, 1Mo po3pobisitorbest Ha HBO «®apmatpon», € 3B’s3yBaHHS JHIOYMX PEUYOBHH y MOJICKYJSIPHUH KOMIUIEKC i3
cyMicHUMH 3a (i3MKO-XIMIYHUMH Ta (apMaKoJIOTIYHHMM XapaKTepPUCTHKAMH aHTHOKCHAAHTaMH abo MerabojiTaMu il CTBOpEHHs
mpemnapary Ha OCHOBI (ikcoBaHOi KOMOiHAIIi1, 0 3a0e3medye 3aXuCT 0a30BOT0 Mpenapary Bif MIBHAKOTO METa0OJi3My B OpraHi3Mi.
3nificHeHnid cmiBpoOiTHUKamMu 3[IMY minecnpsMOBaHHN MONIYK 3ac00iB KapIiONMPOTEKMii 3aBEpIINBCS CTBOPEHHAM MOTEHLIHHOTO
mpemnapary «AHrioniH». Bizomo, mo npemapaté A JTiKyBaHHS CEpIEBO-CYIUHHUX 3aXBOPIOBAHB Y OUIBIIOCTI BHUIAAKIB MOTPiOHO
3aCTOCOBYBaTH NPOTATOM TPHBAJIOTO 4acy, a iHOAI M yChOro >KMTTS. TOMy Ui HOBOTO JIKapChKOTro 3aco0y oOpanu panioHajbHY
nikapceKy Gopmy — Tabnetku. Ilin yac BUpoOHMITBA TaONETOK BENUKY YBary NPUAUISIOTH IOCTa(iifHOMY KOHTPOIIIO SIKOCTI, a came
cTaHAapTH3alii TabneTkoBoi Mach. OTke, METOI HAaIIOTo MJOCH/DKCHHS € CTaHaapTu3amis TaOleTKOBOI MacH aHTIONiHY
CHEKTpPaJbHAMH METOZaMH. Y Xoii poOoTH pocmigummu 6 cepili  TaOmeTkoBOoi Mach «AHTIONiH». 3a pe3yibTaraMu
CHeKTPO(HOTOMETPUYHOTO JTOCTIHKEHHS TaOJIETOBAHOT MacH BMICT Iif040l PEYOBHHM CcTaHOBHB B Mexax Bif 0,195 mo 0,207 rp. y
nepepaxyHky Ha 1 TaOmeTky, mo BigmoBigae BciM BuMmoram J[lepkaBHOi (apmakomnei Ta MDKHApOJHMM CTaHAapTaM. 3TiAHO 3
pe3yibTaTaMu, MOKHa 3pOOHTH BUCHOBOK, IIIO PO3pOOJIeHa HAMI METOIUKA BH3HAYEHHS KUIbKICHOTO BMICTY aHTIOJIHY B TaOJIETKOBIN
Maci METOJIOM CIIeKTPO(OTOMETPii € 3pyIHOIO Ta MPOCTOI Y BUKOHAHHI Ta JOCHTH TOYHOIO.

N-BEH3WJI1-2-[{2-TETEPUJI[1,2,4] TPHA30JIO[1,5-C|XIHA3OJIH-5-LI| TIO} ALIETAMIJIN: CHHTE3, ®I3UKO-
XIMIYHI BJIACTHBOCTI TA iX MIPOTUMIKPOBHA AKTHBHICTh

bimmit A. K., Xonogusik C. B., Kosanenko C. 1.
3aropi3bKuii [ep>KaBHUA METUIHUI YHIBEPCUTET

Beryn. IlpoBenenuii momepenHid  ¢apMakonoriyHuii  CKpHHIHr  OiomoriuHoi akTuBHOCTI 2-rerepwii-[1,2,4]tpuasoso
[1,5-c]xinazomin-5(6H)-TioHiB MOKa3aB, 10 3a3HAYCHI CIIOTYKH € MEPCICKTUBHIMI areHTaMH 3 BUPKEHOIO MPOTUMIKPOOHOIO micro. MeTa.
Sk noTiuHE MPOJOBXKEHHS CHCTEMAaTHYHOTO IIOMIYKY OIOJIOTIYHO aKTHBHMX CIIOAYK 3 XiMIOTEpPAaNeBTHYHOK AaKTHBHICTIO Cepex
¢byHKmioHanpHUX 3amimernx 2-rerepui-[ 1,2,4]tpuazono| 1,5-c]xinasomin-5(6/H)-TioHiB, a TakoX 3 METOI0 BHBYEHHS OCOOIMBOCTEN
KOpemsillii «CTPYKTypa — aKkTHBHICTH» Oyia onepxaHa cepis HoBux N-Gensmi-2-(3-rerepun-[1,2,4]tpuasosno[1,5-c]xinazomnin-5-
inrio)aneraminiB (3). 3 (apMakoIOridYHOro MOTJLIY CHUHTE3 IAaHUX MHOXITHUX 3YMOBICHHUM BCTAaHOBJIECHHM (AKTOM KPUTHYHOTO
BIUIMBY XapaKTepy 3aMiCHHUKA MOJO0KEHHs 5 Ha MPOTHITyXJIMHHY, IPOTUMIKPOOHY Ta TrepOiluIHy aKTUBHICTb.

Martepiaiu i merogu. Cunre3 amifiB (3) npoBecHUI 3araJbHONPHIHATAMI METOIAMH Ta aMiHOJII30M aKTHBOBAaHUX KHCIIOT
(1), B sixocti akTuByrO4oi KommoHeHTH Oysio obpaHo N,N’-kapGonimmaiimigazon (CDI). IIpoBeneHi eKCepuMEHTH MOKa3aliH, IO
BiAnoBiaHi iMinazomizu (Merox A) kucinot (1) yTBOPIOIOTHCS JOCHTb JIETKO 1 MalOTh BUCOKY PeakLiiiHy 3aTHICTIO IO BiHOIIEHHIO 110
3aMimmeHnx OeHsmnaminiB. [ X meperBopeHHs y BignoBiaHi amian (3) HeoOXimHuit 6e3BoaHMiA niokcaH abo IM®A Tta HarpiBaHHS
npotsaroM 2-3 roa. Amiau 12.1-12.13 oTpumaHi TakoX aJIbTEPHATUBHEM METOJIOM, a caMe aJKUTyBaHHA KamiiHUX coneit (2)N-OeH3un-
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2-xyopoaneramizamu (Meron b) y mpomanomi-2 abo nmiokcani. OcTaHHII MeTOX CHHTE3y Mae psii IepeBar, a caMe He3HAuHy
TpuBaiicts (60-90 XB.), BUCOKI BUXOH 1 JOCUTh BUCOKY YHCTOTY KiHIIEBHX MPOIYKTIB peaKuii.
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Puc. Meroau cunresy N-6en3un-2-(2-rerepui-[1,2,4]tpuasonol 1,5-c]xinazomnin-5-inrio)aneramizis

CTpyKTypa Ta YHCTOTa CHHTE30BAHHMX CIOJYK IiITBEp/KCHA KOMIUIEKCOM CyYacHHX (i3MKO-XIMIYHMX METOMAIB, a came
xpomaromac-, 'H ta C, SIMP- ta mac-crextpomerpiero. [1s CHHTe30BaHHX crionyk (3) OyB MpOBEACHHH CKPHHIHT METOZOM
CepiiHMX pO3BEJCHb Ha MPOTUMIKPOOHY Ta MPOTUTPHOKOBY aKTHBHICTH Ha miTamMax Mikpoopraismis: Staphylococcus aureus,
Escherichia coli, Pseudomonas aeruginosa ta rpu6is: Candida albicans, sikuii mokasas, 110 s JaHUX CIIOJNYK 3arajoM MpHTaMaHHa
HEBHCOKa MPOTUMIKPOOHAa Ta MPOTHUIPHUOKOBA aKTHBHICTh. Bucnosxku. HeBHcoka MPOTHMIKpOOHA Ta MPOTUTPUOKOBA AKTHUBHICTDH
N-6en3un-2-(3-rerepun-[1,2,4]tpuazono[ 1,5-c]xinazomin-5-inrio)areramizis € hakTopoM 10 MOAaibIIOl MOAMdIKalii MOIEKYI JaHUX
CHOJIYK JUIS TiABAIICHHS iX 010JIOTTYHOT aKTUBHOCTI.

DETERMINATION OF GENE TOXICITY OF NOVEL ACYL THIOUREAS DERIVATIVES
Buhaiova V.}2, Cao S.}, Troianova A.>?, Jiraskova T., Antypenko L.}, Sadykova Zh.}, Hassan F.}, Kholodniak O.%, Kovalenko S.2,
Steffens K.
YHochschule Neubrandenburg, Neubrandenburg, Germany, 2Zaporizhzhya State Medical University, Zaporyzhzhya, Ukraine

Introduction: Considering the antifungal activity of novel acyl thiourea B and growth promoting properties of
A (Fig. 1) [1], it was decided to measure their mutagenic potential in case of future usage in human healthcare or agriculture.

o) o)
> < S >—< S
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H \fo H \fs
A NH, B NH,

Figure 1. Formulas of studied acyl thioureas.

The Salmonella reverse mutagenicity assay (“Ames Test”) is a fast and convenient method to estimate the mutagenic potential
of novel compounds. Since mutagenicity often is related to carcinogenicity, the test results may help to decide whether or not to enter
time consuming and cost demanding follow-up animal-studies. The test relies on two histidine auxotrophic strains of Salmonella
typhimurium, each carrying a frame-shift (TA 98) or base-substitution (TA 100) mutation in the histidine operon. In the strain TA 98
the enzyme “ATP phosphoribosyltransferase” (hisG 46 gene), which catalyzes the first step of the histidine synthesis pathway, is
truncated by a premature stop codon; the “HisD dehydrogenase” (hisD 3052 gene), which catalyzes the last step of histidine
biosynthesis, is dysfunctional in TA 100 due to a leucine to prolin exchange. On minimal glucose media these strains show a
characteristic frequency for reverse mutations. In instances, where the mutants are challenged with mutagenic compounds, this then
results in a significantly enhanced drift. Such results indicate a potential gene toxicity, which may be linked to uncontrolled cell
proliferation in mammalian organisms [2]. Some chemicals are not mutagenic or cancerogenic per se. However, they might become
activated by modification of liver oxigenases, which are part of the mammalian detoxification system. This effect can be mimicked by
adding liver extract from aroclor feeded rats (“S9 mix”) to the test system. Aim: To study mutagenic properties of novel acyl
derivatives of thiourea using Ames test. Materials and methods: The mutagenicity test was applied as a standard plate incorporation
assay with Salmonella typhimurium strains TA 98 and TA 100 as described by Maron and Ames [3]. Tested strains Salmonella
typhimurium TA98 and TA100 were obtained from Culture Collection, University of Géteborg (Goteborg, Sweden). 2-Nitrofluorene
(2-NF), dimethylsulfoxide (DMSO), 2-aminofluorene (2-AF), methyl methansulfonate (MMS), R-nicotinamide adenine dinucleotide
phosphate hydrate (4-NADP) and glucose-6-phosphate were purchased from Sigma-Aldrich (Steinheim, Germany), whereas D (+)-
biotin, D(+)-glucose anhydrous, L-histidin and NaNH,HPO, were sourced from Carl Roth GmbH & Co. KG (Karlsruhe, Germany).
Citric acid monohydrate, NaCl, NaH,PO,, K,HPO, anhydrous, MgCl,*6H,0, KCI were purchased from Applichem GmbH
(Darmstadt, Germany). NaOH solution was obtained from Riedel deHaen/Seelze (Hannover, Germany), MgSO, anhydrous was
obtained from Merck (Darmstadt, Germany). The experiment without S9-mix. Stock solutions of control and acyl thioureas were
solved in DMSO. Their final doses in top agar was adjusted to 50 and 500 ug/plate. All other experimental conditions were as
described. The positive controls were 2-NF (10 mg/mL in DMSO; 10 pL/plate) for TA98 and MMS (10 % (v/v) in DMSO; 10
uL/plate) for TA100, and negative — buffer with 100 uL. of DMSO for both strains. The experiment with S9-mix. The procedure was
similar to the experiment without S9, but instead of buffer, S9-mix (kept on ice) was used. The negative controls were plates with the
addition of S9-mix, and positive ones — with 2-AF (10 mg/mL in DMSO; 10 pL/plate) with and without S9-miX. Results and
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