ABSTRACT MATRI X ATTACHVENT REG ONS AND METHODS FOR USE THEREOF The
present invention relates generally to matrix attachnent regi ons (MARs) and
to nethods for use of MARs. In particular, the invention relates to the
uses of such nethods for the devel opnent of stable eukaryotic cell Ilines.
Eukaryotic cell lines can be genetically nodified to express one or nore
desired proteins. Current sel ecti oABSIEIRA€Teeni ng procedures to identify a
clonal cell line with the requisite expression characteristics for regul ated
expr essi ONVIATRIX AU ACHMENT: REGIONSAND MEFHODS ' FOROUSECTHEREDEFE, in

Chi nese hanster ovary (CHO cells, the classical approach to achieve

maxi mal expression involves the use of nmutant cell lines and a gradual
increase in the selection pressure over several nonths for a co- transfected
sel ection marker such as di hydrofol ate reductase. Wil e new approaches to
the probleminclude the identification of rare sites on a chronosone with
hi gh transcriptional activity, conbined with targeted integration and the

i mprovenent dihequtssot inyantzordreddtes ganersdlyito gnatinp edehlnest reghesse(MARSs) and to
neverthelq

me ﬁosdsaijo} usleaot%%mt.» %Px%ial\'/tﬁ:u a;,otﬁg Tivention relates to the uses of such methods for
the development of stable eukaryotic cell lines. Eukaryotic cell lines can be genetically
modified to express one or more desired proteins. Current selection and screening procedures
to identify a clonal cell line with the requisite expression characteristics for regulated
expression or production are tedious and time-consuming. For example, in Chinese hamster
ovary (CHO) cells, the classical approach to achieve maximal expression involves the use of
mutant cell lines and a gradual increase in the selection pressure over several months for a co-
transfected selection marker such as dihydrofolate reductase. While new approaches to the
problem include the identification of rare sites on a chromosome with high transcriptional
activity, combined with targeted integration and the improvement of selection and of

screening procedures, these are nevertheless all labor-intensive processes.
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