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Elucidation on pathophysiological significance of orphan P450 expression in
tumor tissue and its application to drug discovery research
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This study aimed to clarify 1) functional and structural characteristics of
orphan P450s, CYP2Ul, CYP4X1, and CYP4zZl1, and 2) their pathophysiological roles in tumor tissues.

In E. coli expression systems, recombinant orphan P450 enzymes were present as P420 apoenzymes not
as P450 holoenzymes, and further examination is necessary to find out optimal N-terminal
modifications and expression conditions. We started to explore endogenous substrates of CYP2Ul
expressed by baculovirus-silkworm expression systems. Highly expressed CYP4Z1 mRNA in breast cancer

_tissues were significantly correlated with several oxidative fatty acid levels, suggesting
important roles of CYP4Z1 on tumor growth and progression.
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