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ABSTRACT

Multidrug resistance (MDR) is one of the factor that reduces effectiveness of chemotherapy. Consequently,
developing more potent novel drugs possessing improved activity, selectivity, and enhanced potency to overcome
MDR is continuously the focus of research. In the frame of our research on multitarget small molecule anticancer
agents by Sonogashira coupling reactions, a preliminary selection of representative alkyne-tethered vindoline
hybrids was synthesized. The novel hybrids with additional pharmacophoric fragments of well-documented
anticancer agents, including FDA-approved tyrosine kinase inhibitors (imatinib and erlotinib) or ferrocene or
chalcone units, were evaluated for their antiproliferative activity on malignant cell lines MDA-MB-231 (triple
negative breast cancer), A2780 (ovarian cancer), HeLa (human cervical cancer), and SH-SY5Y (neuroblastoma)
as well as on human embryonal lung fibroblast cell line MRC-5, which served as a reference nonmalignant cell
line for the assessment of the therapeutic window of the tested hybrids. The biological assays identified a
trimethoxyphenyl-containing chalcone-vindoline hybrid as the most potent antiproliferative agent (ICso= 0.6 uM)
especially against A2780 cell line.
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OSSZEFOGLALO

A multidrug rezisztencia (MDR) az egyik olyan tényez0, amely a kemoterapia hatékonysagat
csokkenti. Az MDR lekiizdésére szolgald hatisosabb, 11 gydgyszerek kifejlesztése folyamatosan a
kutatas kozéppontjaban all. Kutatasunk soran kismolekudju rakellenes hatdéanyagok Sonogashira
kapcsolasi reakcioival 0 alkinkotésii vindolin hibridek elézetes szelekcidjat szintetizaltuk. A rakellenes
hatéanyagok farmakofor egységeit tartalmazo 1j hibrideket, beleértve az FDA altal jovahagyott tirozin
kinaz inhibitorokat (imatinib és erlotinib), ferrocén és kalkon egységeket az MDA-MB-231 (harmas
negativ mellrak), A2780 (petefészekrak), HeLL.a (human méhnyakrak) és SH-SYSY (neuroblasztoma)
rosszindulati sejtvonalakon vizsgaltak, valamint human embrionalis tiid6 fibroblaszt MRC-5 nem
rosszindulati sejtvonalon amely referencia sejtvonalként szolgalt. A biologiai vizsgalatok egy
trimetoxifenil-tartalmt kalkon-vindolin hibridet azonositottak a legerésebb antiproliferativ hatassal
rendelkez6 agensként (ICso= 0.6 uM) az A2780 sejtvonalon.
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