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research in this proposal addresses three aspects
of gene regulation that might be applicable to
the physiological control of cocaine addiction.
First, the role of transcriptional regulation in
heroin addiction will be investigated. An analysis
of response elements present in the 5'-flanking
regions of rat norepinephrine transporter
(NEAT), tyrosine hydroxylase (TH), and
dopamine beta-hydroxylase (DBH) genes will be
completed. Also, the hypothesis that these genes
are coordinately regulated will be tested with an
analysis of promoter-reporter gene constructs.
The second aspect will investigate
transcriptional regulation by the activated
glucocorticoid receptor (GR). Full-length and
truncated forms of the murine GR gene will be
cloned into different expression vectors, and the
effect of the different GR genes on transcription
of a sensitive tTA-tk promoter-luciferase reporter
will be assessed. The third aspect will investigate
transcriptional regulation by the oncogene,
erbB-2. This will be accomplished by identifying
the critical intragenic regions of the human
erbB-2 gene with deletion mutagenesis
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