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(57) Abstract: The present invention relates, in general, to a method for introducing a heterologous replacement gene sequence
into a host embryonic stem cell to replace an endogenous host gene target sequence. In particular, the invention relates to a
method for inserting large pieces of DNA into embryonic stem cells with improved efficiency, by first deleting the endogenous
host gene target sequence, and subsequently utilising two proximally positioned site-specific recombinase target (RT) sites to in-
sert a heterologous replacement gene sequence into the host chromosome.
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