Synthesis and preliminary docking studies of new colchicine-benzotriazole hybrid compounds
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Colchicine is a powerful mitotic poison, anti-inflammatory agent and inhibitor of tumor growth, able to prevent microtubule polymerization by the formation of a colchicine–tubulin complex [1]. Although colchicine is a potent antimitotic agent, its medical use in cancer chemotherapy is limited by the low therapeutic index and the high toxicity which includes serious drug interactions and organ failure.
In an attempt to overcome these limitations, multiple efforts have been done to develop clinically useful colchicine-based anticancer agents bearing different heterocycles [2,3]. Among these, the benzotriazole nucleus is largely explored due to its broad spectrum of biological activities including antiviral, antimicrobial and anticancer properties [4, 5].
On this basis, in order to obtain compounds with improved anticancer activities, we synthesized a series of novel colchicine derivatives characterized by substituted 1,2,3-benzotriazoles moieties (1).
Docking simulations were carried out on selected molecules and predicted high potency for the 2/α-tubulin complexes.
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