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Amag: Glinlimiizde c¢ok sayida antitiimoral ilag sentezlenmesine karsin kanser
hiicrelerinin bu ilaglara direng¢ kazanmasi kanser tedavilerindeki en biiyiik sorunlardan
biridir. Bu nedenle kanser tedavisinde kullanilmak {izere pek cok farkli yolag
hedef alan yeni ilaglar sentezlenmektedir. Hedeflenmis terapilere ilgi her gecen
giin artmasma ragmen bunlarin klasik kemoteropatik ilaclar ile birlikte kullanimi
tedavide en 1yi sonucu vermektedir. Heterosiklik bilesiklerin DNA metabolizmasi
ile iliskili molekiillerin yapisina olan benzerligi onlar1 kemoteropatik uygulamalarda
kullanilabilen birer ajan haline getirmistir. Benzoksazin tilirevi bilesiklerin de
antitiimoral etki gosterdigi rapor edilmis ve kanser ilact olabilecegi diistiniilmiistiir.
Calismamizda antikanser ilag olarak kullanilabilecegi diisiiniilen 11 adet benzoksazin
tirevi heterosiklik bilesigin mutajenik etkili olup olmadig1r degerlendirilmistir.
Gere¢ ve Yontem: Bilesiklerin mutajenik potansiyellerinin degerlendirilmesinde
klasik bir kisa zamanli mutajenite test sistemi olan Ames testi kullanilmistir.
Test bilesikleri DMSO icinde c¢oziilmiis ve sitotoksik olmayan 3 dozu ile
Salmonella typhimirium TA100 susunda mutajenite testleri yapilmistir. Hem
sitotoksisite hem de mutajenite deneylerinde Ames’in standart plak inkorporasyon
yontemi kullanilmustir. Inkiibasyon sonucu bilesikle muamele edilen plaklardaki
kendiliginden geriye donen koloni sayilar1 kontrol plagindaki sayilarla
karsilastirilmigtir. Veriler Student’s-T test ile istatistiksel olarak degerlendirilmistir.
Bulgular: Kendiliginden geriye donen koloni sayilarmin degerlendirilmesiyle
test edilen bilesiklerden iciniin (BS12, BS16 ve BS17) TAI100
susunda mutajenik  potansiyel gosterdigi  diger bilesiklerin  hi¢  birinin
denenen dozlarda mutajenik potansiyele sahip olmadigi  gdzlenmuistir.
Sonug: Elde edilen sonuglara gore TA100 susu ile baz ¢ifti degisimi mutasyonlarina
nedenolankimyasallartespitedilebildigindenmutajenik potansiyelgozlenenbilesiklerin
DNA da baz ¢ifti degisimlerine neden oldugu fikrine varilabilir. Bilesiklerin kimyasal
yapilarma bakildiginda mutajenik aktivite gosterenlerin NO2 grubu bulundurmasi
mutajenik potansiyellerinin bu grupla baglantili olabilecegine dikkat ¢cekmektedir.
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Objective: Nowadays, although large amount of anticancer pro-drugs have
been synthesized, cancer cells are resistant to these drugs is one of the biggest
problems in therapy. Therefore to be used in the treatment of cancer new
drugs targeting different pathway synthesized. It is reported that benzoxazine
derivatives have antitumoral activity and have thought to be be used anticancer
pro-drug design. In our study we aim to evaluate mutagenic potential of
11 benzoxazine derivatives that thought to be used as an anticancer drug.
Material and Methods: To evaluate mutagenic potential of compounds
were used Ames test, is a traditional short term mutagenicity test.
Samples were dissolved in DMSO and noncytotoxic doses were used for
mutagenicity tests on S. typhimurium strain TA100. Cytotoxicity and
mutagenicity assay was carried out plate incorporation assay based on the
method of Ames. After incubation of sample plates revertant colonies were
compare with control plates. Results were evaluated with Students-T test.
Results: TA100 strain can have been determined chemicals which are
caused a base pair substitution mutation , so it can be said that compounds
that increase revertant colonies numbers on TA100 cause base pair
substitutions. When chemical structure of compounds were respected,
compounds have mutagenic potential have NO2 groups and so it has been
consider that mutagenic effect can be related to this group on compounds.
Conclusion: According to results of plate incorporation test, while
three of test compounds (BS12, BS16 and BS17) have mutagenic
potential on TA100 strain, the other compounds are not mutagenic.
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