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Selection of mutations for increased protein stability
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Conclusions and perspectives

In recent years the protein engineer’s knowledge-base and
toolbox for the prediction and introduction of thermostability-
improving mutations have changed quite considerably.
The advent of new stabilization strategies based on
random mutagenesis coupled to high-throughput screening
probably represents the most important development.
With respect to the development of our knowledge-base,
two developments stand out. One is the increasing

awareness of the importance of the protein surface for
stability. In the early days of protein engineering much
stability-related research was focussed on stabilization of
the hydrophobic core and other more or less ‘internal’
structural elements (see [58] for an interesting and early
exception). Recent research, however, has unambiguously
shown that the surface of the protein should be one of the
first targets for a protein stability engineer.
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