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Abstract Cyclophilins (Cyps) are crucial to protein folding because that the ubiquitous proteins affect the cis-trans 

isomerization of Pro amide bonds. The immunosuppressive natural product cyclosporine A inhibits the enzymatic activity 

in vitro but have reduced immunosuppressive properties. Three nonimmunosuppressive cyclophilin inhibitors (alisporivir, 

and cancer. In this review, we document the structure-activity relationships of the nonimmunosuppressive cyclosporins 

in clinical and preclinical development. Aspects of the pharmacokinetic behavior and chemical biology of these drug 

candidates are also described.
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