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(screenwriter)Vertebrate glucocorticoid receptor mutations rescue unliganded human glucocorticoid receptor
protein function in an exogenous glucocorticoid response element system. Two point mutations (Y305C and
A375P) in the human glucocorticoid receptor (GR) gene were found in a patient with a rare form of isolated

glucocorticoid resistance. Thus the patient is a carrier of an abnormal glucocorticoid receptor allele, and this
allele is partially and constitutively active on a glucocorticoid response element reporter. We report the

construction of a stable cell line in which the GR Y305C and A375P mutant receptor proteins can be induced
with dexamethasone and examined in an exogenous glucocorticoid response element reporter system. The
mutations were stably integrated into HeLa cells and stably expressed in a manner indistinguishable from
wild-type GR. Co-transfection of the constructs with GRE luciferase reporters demonstrated an increased

activity of GR Y305C and A375P over wild-type GR. The GR A375P mutant was even more active than wild-
type. The GR Y305C protein was found to bind DNA with similar affinity to wild-type GR, but the GR A375P
mutant had about 30% of the DNA-binding ability of wild-type GR. Therefore, these two GR mutations are

important determinants of GR stability and function on exogenous glucocorticoid response elements.
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