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Transcriptional regulation of aromatase gene by nuclear receptors and a new family of

nuclear receptor coactivators PNRCs (Proline-rich nuclear receptor coactivators)
ZHOU Du-jin, YANG Chun, ZHOU Chang-bao, CHEN Bin, CHEN Ming, CHEN Jian II Yu-pingg ZHANG Fang-ming CHEN Shiuan (Depart-
ment of Biochemistry and Molecular Biology, Third Military Medical University, Chongqing 400038 China)

Abstract; Objective To study the transcriptional regulation of the ammatase gene by nuclear receptors and nuclear receptor coactivators.
Methods ~ Yeast one-hybrid and yeast two-hybrid screenings proteinrprotein interaction assays mammalian cell transfections and CAT assays
DNA deletion, mobility shift assay and DNasel footprinting, et al. Results D we have identified promoters 1. 3and II, two major promoters driv-
ing aromatase expression in breast cancer cells, and two regulatory elements including a slencer S1 and a cAMP-responsive element, CREaro. @we
have searched for co-regulatory poteins interacting with these pmoteins using bovine SF1 as the bait in a yeast two-hybrid screening of a human mam-
mary gland cDNA expression library. About 50% of the positive clones obtained from this screening encode two novel nuclear receptor coactivators
named PNRCs (Pwline-rich Nuclear Receptor Coactivators). PNRCs interacted with the orphan receptors SF1 and ERRt1 in a ligand-independent
manner. These poteins function as a coactivator to enhance the transcriptional activation towards promoter 1. 3 of the human aomatase gene mediated
by SF1 and ERRe-1.( Results from a mutagenesis study demonstrated that a 23-amino acid sequence region containing a SH3-binding motif is cru-
cial for PNRCs to interact with the nuclear receptors. Conclusion  we have identified promoters driving aromatase expression in breast cancer cells
and their wo regulatory elements, and have cloned pwteins binding to these regulatory elements and a new family of nuclear receptor coactivators
PNRCs which act as transcriptional factors taking part in transcriptional regulation of aromatase gene by protein protein interaction .
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