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Design and Synthesis of Novel Antineoplastic Drugs :

Benzoylsulfonamide analogs as potent PTKs inhibitors
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Abstract

Proteintyrosine kinages(PTKs) are important snzymes that mediate signal transdugtion
processes assoetuted With growth and differentanon: Theseenzymes also plava kegaole incertain
nevplastic progessedand have been associated withthe gnplausy of a number ol human Caneers. This
realization of yrosine kinase acuvities pmmuhrﬂan hypothesis that PTRs blockers canan principle
become useful anu-proliferative agents and useful molecular wols w investigate si enal ransduction
of PFTKs. Such agents which specifically inhibit the function of PTKs are wregetsin the dévelopment
of u new anticancet.chemotherapettics and a number of compounds have beensynthesized.

Although somg of thetn exhibit highipotency (1C,, =34nm) againgt PTKs, they also possess
very high toxienty in animalmodels and mstability ivnvo,

The proposed compoundsk-§ are designed based on an nhibuery tyrosine mimic or analogs
attached to a triphosphate mimic or spacer.  The strietres of these compounds were also generated
for molecular modelhing studics.

Compound 5 was chosen for synthesize. The synthetic methods and identilication of this

compound were deseribed,
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