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In Streptomyces grisens, A-factor (2-isocapryloyl-3R-hydroxymethyi-y-butyrolactone) at an extremely low concentraiion
triggers streptomycin biosynthesis and cell differentiation by binding a repressor-lype receplor protein (AmpA) and dissociating
it from DNA. Genetic and biochemical swudies revealed all the major steps for the A-factor signal transduction leading to
streptomycin biosynthesis: from AfsA enceding a key enzyme for A-factor biosynthesis to A-factor to AmpA to AdpA 1o SuR
to streplomycin production genes,  In addition, several genes involved in morphogenesis were identilied to be in the A-Tactor
signal cascade.  Also identified were genes that controlled or tuned the activities of proteins involved in the regulatory steps in

the cascade; these include an AfsKSAFR protein phosphorylation system, cAMP and cyad encoding an adenylate cyclase, and

protein tyrosing phosphatase.

On the basis of these findings, we here propose a model for regulation of secondary

metabolism and cell differentiation in the bacterial genus Streproniyees.
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