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The lack of synthetic techniques and difficulties related to the stability and ring-opening reactions restricted the use of oxetanes in drug design, despite many advantages that could be achieved, including the fruitful isosteric replacement of gem-dimethyl and carbonyl moieties, increased three-dimensionality and hydrophilicity. Moreover, a recent drug ziresovir serves as a prominent example of hit optimization via the introduction of oxetane fragment. Therefore, in this work, we have aimed at the development of efficient methods (up to 1 kg scale) for the preparation of novel 3,3-disubstituted oxetanes as small building blocks. An additional aim of the work consisted of the comprehensive analysis and optimization of the reaction conditions, that tolerate the oxetane fragment to make possible a series of transformations of the functional groups (over 50 building blocks) (Figure 1).
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