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Abstract:

Human Cytochrome P45017A1 (CYP17) catalyzes the 17 alpha-hydroxylation of
pregnenolone and progesterone as well as the subsequent 17,20 carbon-carbon
lyase chemistry of its hydroxylated products. CYP17 function plays a central role
in human steroid hormone biosynthesis, and its activity is absolutely essential for
the formation of androgens. Thus, inhibition of CYP17 has recently been
exploited in the treatment of androgen dependent malignancies. Through
application of nanotechnology and biophysical tools, we have identified novel
characteristics of CYP17 chemistry that may guide development of the next
generation of mechanism-based inhibitors.
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