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(57) Abstract: The present invention discloses a process for the preparation of variant polynucleotides using a combination of mu-
tagenesis of a starting population of polynucleotides and recombination of the mutated polynucleotides. The process comprises the
steps of subjecting a population of polynucleotides to (a series of) two (or more) separate PCR’s comprising a first PCR with a for-

ward mutation-specific primer for a position to be mutated and a reverse

universal primer and a second PCR with a forward universal

primer and a reverse mutation-specific primer for a position to be mutated. The products of the (series of) two (or more) PCR’s are

assembled by a polymerase, preferably in one tube.
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