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Many secretory and membrane proteins are synthesized as larger, inactive precursors,
which undergo limited endoproteolysis at site marked mainly by pairs of basic amino acids,
such as Lys-Arg and Arg-Arg, to yield final bioactive products. We have recently found that
some precursors, such as those for growth factors, blood clotting enzymes, receptors, viral
envelope glycoproteins, and bacterial exotoxins, have not only the basic pair but also an Arg
residue at the fourth residue upstream of the cleavage site, namely, Arg-X-Lys/Arg-Arg
(RXK/RR} consensus sequence. Lines of experimental evidence have suggested that furin, a
mammalian homologue of the yeast Kex2 processing endoprotease, is involved in the
cleavage at RXK/RR sites. In this study, we have identified a cell line that has mutations of
furin and thereby lacks endogenous processing activity toward RXK/RR sites. Using this cell
line, we have demonstrated that a wide variety of precursors are cleaved by furin at RXK/RR
sites.
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Precursor Sequence around Cleavage Site Precursor Sequence sround Cleavage Site
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