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respect for you. But he did not change any of his own favorite photos.This proposal aims at the development of new tools for high-
throughput discovery of novel small molecule-DNA/RNA interaction inhibitors of therapeutic interest. The approach is based on
the finding that drug-like molecules exhibit a great variety of interactions with DNA. While the traditional binding mode, i.e.
groove binding, relies on the fitting of the ligand into a well-defined DNA-binding cleft, significant binding can be also obtained
using electrostatic, cation-pi and intercalation interactions with the major grooves of DNA. By this we mean that ligand-induced
minor grooves of DNA, located outside the classic Watson-Crick binding site, and particular aqueous pockets of the major
groove, can be exploited as potential therapeutic drug targets. We have developed a very sensitive high-throughput method (i.e.
polyacrylamide gel electrophoresis, PAGE) for detection of minor groove binding at submicromolar concentrations. We now
propose to develop this technology to a practical level of efficiency and to explore its generality and applications to the screening
of compound libraries. Our central goal is to identify new classes of minor groove binding compounds. Once this goal is achieved,
we intend to develop efficient and sensitive high-throughput technologies for screening libraries as well as for the automated
validation of binding candidates. More specifically, we have developed a cellular high-throughput screening (HTS) assay which is
based on the principle of sensing the growth inhibition
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