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Emergence of switching functions through accumulation of random mutations
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Thermal Shift Assay (TSA) is widely used for analyzing/screening interaction
between small molecules and proteins. In this project, we established the non-destructive-, single
cell, and realtime- in vivo TSA. We found that upon random mutagenesis enzymes frequently becomes
substrate-dependent folders via moderately de-stabilization. By in-frame fusion of this
substrate-addicted enzyme with reporter proteins such as transcription factors, we could rapidly
develop various metabolite biosensors specific to the substrates for those enzymes
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