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either native primary cells or YACs in a yeast host, where the YA iﬁ 82
a fragment of a manmmal i an chronosone, the fragnment conprising the target
gene. Enpl oyi ng honol ogous reconbi nation, an anplifiable gene is integrated
into the mammal i an fragnent at a site to allow for anplification. In the
sane step, or one or nore steps, as- desired, the mammal i an gene and/or the
tyanscriptional systemmay be nodified by in vivo nutagenesis. The

resul ti ABSEBASTr uct from honol ogous reconbi nati on may then be transforned
into a manmal i an expression host and integrated into the host genone,

ei ther randomy or b% honol ogous reconbi nati on, The anplifiable gene may
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the target gene and the expression host grown to provide for high yields of

the desb&%%e@%&%hﬁ%ﬂ? ﬁgm$gfqéﬂegag§8£ebghes is achieved by employing

chromosomal target DNA, either native primary cells or YACs in
a yeast host, where the YACs include a fragment of a mammalian
chromosome, the fragment comprising the target gene. Employing
homologous recombination, an amplifiable gene is integrated into
the mammalian fragment at a site to allow for amplification. 1In
the same gtep, or one or more steps, as desired, the mammalian
gene and/or the transcriptional system may be modified by in vivo
mutagenesis. The resulting <construct from homologous
recombination may then be transformed into a mammalian expression
host and integrated into the host genome, either randomly or by
homologous recombination, The amplifiable gene may then be
amplified by an appropriate agent providing for multiple copies
of the target gene and the expression host grown to provide for

high yields of the desired wild-type or modified protein.
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