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In our body, protease or a proteolytic enzyme is synthesized as a proenzyme that
attaches an extra-sequence compared with the mature enzyme. The extra-sequence functions as a "safety
lock”, which prevents an unwanted burst of enzymatic activity. The aim of this study is to clarify the
role of the safety lock that works in the proenzyme of renin, a key enzyme for regulating of blood
pressure in our bodg. To date, no high-resolution structural information is available for renin in
complex with its substrate. To improve the resolution of the complex structure, we planned to prepare a
tight complex by an ultraviolet-cross linking. We succeeded in preparing a substrate protein where a
non-natural amino acid suitable for the cross-linking is incorporated. In addition, we detected the
complex formation via cross-linking reaction. This new preparation with a non-natural and photo-reactive
amino acid would be a useful tool for understanding an inactivation mechanism of renin.
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