COVPCSI TI ONS AND METHODS FOR METABCLI C SELECTI ON OF TRANSFECTED CELLS
ABSTRACT The present invention relates to novel selection marker vectors,
and nmethods for using these vectors to generate stable gene expression
systens in eukaryotic cells. Mdrre specifically, the present invention
provi des conpositions and nmethods utilizing any enzynme useful in the

eukaryotic sterol/cOonBOSIDIONS aSYMMETHOPSFORMETABORRC a 3-
ket osteroid reductase, as a netabolic selection marker to sel ect

transfected cells. In ondlhbddPNeRF TRANSKEIRD (kP ses transfecting

cells that are auxotrophic for cholesterol with a vector encoding 3-

ket osteroi d reductase and at | east erRalcer ol ogous protein, and sel ecting
cells that have the ability to survive 1 n nmediumlacking chol esterol and/or
produci ng the heterol ogous protein in these cells in chem cally defined
and/ or SgF%ﬂﬂFFF%ﬂg ﬁﬁ%ﬁ }o¢qﬁj&?%§szto novel selection marker vectors, and

methods for using these vectors to generate stable gene expression
systems in eukaryotic cells. More specifically, the present invention
provides compositions and methods utilizing any enzyme useful in the
eukaryotic sterol/cholesterol biosynthetic pathway, such as a 3-
ketosteroid reductase, as a metabolic selection marker to select
transfected cells. In one embodiment, the method comprises transfecting
cells that are auxotrophic for cholesterol with a vector encoding 3-
ketosterold reductase and at least one heterologous protein, and
selecting cells that have the ability to survive in medium lacking
cholesterol and/or producing the heterologous protein in these cells in

chemically defined and/or serum-free media.
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