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            Abstract
Epidermal growth factor receptor (EGFR) has been detected in the nucleus in many tissues and cell lines. However, the potential functions of nuclear EGFR have largely been overlooked. Here we demonstrate that nuclear EGFR is strongly correlated with highly proliferating activities of tissues. When EGFR was fused to the GAL4 DNA-binding domain, we found that the carboxy terminus of EGFR contained a strong transactivation domain. Moreover, the receptor complex bound and activated AT-rich consensus-sequence-dependent transcription, including the consensus site in cyclin D1 promoter. By using chromatin immunoprecipitation assays, we further demonstrated that nuclear EGFR associated with promoter region of cyclin D1 in vivo. EGFR might therefore function as a transcription factor to activate genes required for highly proliferating activities.
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                    Figure 1: Immunohistochemical staining of different tissues for EGFR.[image: ]


Figure 2: Detection of EGFR in the nuclear fractions of A431 and MDA-MB-468 cells.[image: ]


Figure 3: Time-course study of EGFR nuclear localization.[image: ]


Figure 4: Activation of gene expression by the C-terminus of EGFR (PRR domain).[image: ]


Figure 5: AT-rich consensus sequences (ATRSs) identified by CASTing.[image: ]


Figure 6: Activation of ATRS-specific reporter gene expression by EGF in EGFR-overexpressing cell lines.[image: ]


Figure 7: ATRS-dependent activation of cyclin D1 promoter by EGF, and association of EGFR with cyclin D1 promoter in vivo.[image: ]
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