3 Design of Conformationally Restricted Peptides
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Enalapril, R = Et, (20)
Enalaprilat, R = H, (21)

(23)

(50) extended this principle to prepare the
very tight-bindingtricyclicACE inhibitor (23)
(Fig.15.9).

Severa other y-, §-, and e-lactam deriva
tiveshavebeen prepared and inserted into re-
ceptor antagonists or agonists. For instance,
the thiazolidine lactam (24) (Fig. 15.10) has
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Hgure 159 Conformation-
dly restricted ACE inhibitors.

been shown to induce the desired secondary
structurein a gramicidineS analog. L ater, it
was used to prepare a conformationaly re-
stricted cyclosporin A analog (51). Severa
B-turn and y-turn mimetics areshowninFigs.
15.10-15.12, and many other examples are
availablein therecent literature (52-54).

Hgure 1510 Lactams as g-turn mimetics.





