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Creation of a protease with a catalytic site that is distant from the substrate
binding site

Ikura, Teikichi
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In this research, | aimed to create a protease with a catalytic site that is
distant from the substrate binding site. | selected a mutant of peptidyl-prolyl isomerase Pinl as a
prototype for this purpose because the mutant happened to cleave the peptide bond between the 4th
and 5th residues before a particular proline residue. First, | determined the sequence specificity
of the substrate of the mutant Pinl by the screening system I developed. Next, | optimized the
catalytic site of the mutant Pinl by substituting amino acid residues. Finally, 1 micronized the
protease derived from the mutant Pinl. To this end, | deleted the N-terminal domain distal to the
catalytic site and introduced several mutations to improve stability.
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