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Medicinal chemical study by the three-dimensional structural diversity-oriented
strategy based on the characteristic steric and stereoelectronic features of
cyclopropane
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Cyclopropane is very effective for conformational restriction of compounds due

to the characteristic steric and stereoelectronic features, which are sic/trans-restriction,
cyclopropylic strain, and bisected conformational preference. We devised the three-dimensional structural
diversity-oriented conformational restriction strategy based on the characteristic features of
cyclopropane, by which a variety of conformationally restricted analogs of conformationally flexible_
biologically active prototype compounds were designed and synthesized. Thus, we successfully identified

highly potent compounds, which are a GABA transporter subtype BGT-1 inhibitor, proteasome inhibitors, and
B -secretase (BASE) inhibitors.
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