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P-177 - YENI SENTEZLENMIS 3 HETEROSIKLIiK BIiLESIGIN
SITOTOKSIK VE GENOTOKSIK POTANSIYELLERININ
ARASTIRILMASI
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Amac: Bu calismada antimikrobiyal ve antitimdral aktiviteye sahip
olabilecegi diisliniilen ve laboratuvarimizca daha Once prokaryotik
bir genotoksisite test sistemi olan rec assay ile degerlendirilen yeni
sentezlenmis 3 adet benzazol tiirevi heterosiklik bilesigin (G20, A49, C2)
Okaryotik hiicrelerdeki sitotoksik ve genotoksik etkileri arastirilmistir.
Gere¢ ve Yontem: Insan lenfositleri, periferial kandan dansite gradient
santrifiigasyon ile izole edilmistir. Hiicre sayis1 ve canlig1 (%) trypan blue yontemi
ile belirlenip bilesiklerin sitotoksik etkilerini degerlendirmek i¢cin MTT yontemi,
genotoksik potansiyellerini degerlendirmek icin CBMN (Sitokinezi Bloklanmis
Mikrogekirdek) analizleri kullanilmistir. Her bir lamda 1000 biniiklear hiicrede
MN siklig1 ve niikleer koprii olusumu 100 biiyiitme ile analiz edildi. Cekirdek
boliinme indeksi (NDI) hesaplandi. Deneylerde her bilesik i¢in 3 doz (50, 100,
500uM) denendi ve pozitif kontrol olarak mitomisin C (0.05 pg/ml) kullanild:
Bulgular: Mikrocekirdek olusturma potansiyelleri temel alindiginda 0,5mM
dozda, 3 bilesigin de negatif kontrole gore anlamli bir fark tagidigir goriilmiistiir
(p<0.05). A49 bilesigi her 3 dozda da mikrogekirdek frekansini artirmakta, C2
ve G20 bilesikleri ise yalnizca en yiiksek doz olan 0,05Mm konsantrasyonunda
negatif kontrole gore anlamli bir farklilik tasimaktadir. Bilesiklerin niikleoplazmik
koprii olusturma potansiyellerine bakildiginda ise A49 bilesiginde, doza baglh
olarak bir artig gézlenmistir. C2 bilesiginde yalnizca 0,05 mM’da anlamli bir
indiiksiyon gozlenirken, G20 bilesiginde anlamli bir farkliliga rastlanmamustir.
Sonug olarak, NDIA49=2,018, NDIC2=2,06 ve NDIG20= 2 olarak bulunmustur.
Sonu¢: Calisma sonucunda, 5-nitro-2-(4-etoksifenil)benzoksazol (A49) iin
antikanser bir ilag olmak icin, etkin bir yapida oldugu ortaya g¢ikartilmistir.
Bu bilesigin etkinlik mekanizmasini aciklayabilmek i¢in farkli hiicresel
siiregleri tanimlayan diger test sistemlerinde test edilmesi gerekmektedir.
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Objective: In this study, 3 benzazole derivatives of newly synthesized
(G20, A49, C2), thought to have antimicrobial and antitumoral effects
and evaluated formerly by our laboratory with rec assay, have been
investigated about their cytotoxic and genotoxic effects on eukaryotic cells.
Material and Methods: Human lymphocytes were isolated from peripheral
blood by density gradient centrifugation. After the assessment of cell number
and vitality by trypan blue assay, MTT assay was used to evaluate cytotoxic
effects, CBMN (Cytokinesis Block MicroNucleus) analyses were used to
evaluate genotoxic potentials. MN frequency and nuclear bridge formation
were analyzed for 1000 binuclear cells. Nuclear division index (NDI) was
calculated. In experiments, 3 number of doses (50,100,500uM) were tested.
Results: At the end of the study, It was revealed that A49 was active structure as an
anticancer drug. In order to explain the mechanism of effect of this compound, It has
to be experimented with the other test systems explaining different cell processes.
Conclusion: On the basis of micronuclei formations, It was observed that
all compounds have significant difference at the dose of 0,5mM as compared
to the negative control.Eventhough A49 increased the micronucleus frequency
at all doses,compared to the negative control, C2 and G20 comprised the
significant difference only at 0,05mM. On the basis of nucleoplasmic
bridge formation, It was shown an increase in a dose dependent manner at
A49. Although a significant inducement was only observed at the dose of
0,05mM for C2, It was not come across any significant difference at G20.
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