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Small-molecule CD4 mimics were previously reported as a novel class of HIV-1 entry inhibitors that block
the gp120-CD4 interaction and induce a conformational change in gp120, exposing its co-receptor-binding
site. In this study, the structure-activity relationship (SAR) study of a series of CD4 mimic analogs was
conducted to investigate the contribution from the aromatic and piperidine moieties of CD4 mimic to
anti-HIV activity, cytotoxicity, and CD4 mimicry effects on conformational changes of gp120. The results
indicate that i) a certain size and electron-withdrawing ability of the p-position of the aromatic ring is
indispensable for potent anti-HIV activity; ii) the methyl groups on the piperidine ring have no great
influence on the activities of CD4 mimic; iii) the presence of piperidine moiety is important for the CD4
mimicry; and iv) N-substituents of the piperidine moiety contribute significantly to anti-HIV activity and

cytotoxicity.



