Exploring the molecular mechanism of
FBXW7 promoting GATA3 destablization and
its biological significance in breast cancer
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Ref: Marblestone et al, 2010 (in press)
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Fow7 Negatively Regulates c-Myc Turnover and Function
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The physical interaction of Fow7 and c-Myc is sensitive to
proteasomal function
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The regulation of c-Myc by Fbw7 requires both GSK-3 activity and
c-Myc T58
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GATA3 interactome
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FBXW?7 physically associates with GATA3
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FBXW?7 physically associates with GATA3
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FBXW7 regulates GATA3 stability
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FBXW7 regulates GATA3 stability
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FBXW7 promotes GATA3 ubiquitination
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FBXW7 promotes GATA3 ubiquitination
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FBXW7-catalyzed GATA3 turnover requires GATA3
serine-161/165 and GSK3[3

Cyclin E 378 LL|T|PPQ|S|G 385
c-Myc 56 LP|T|PPL |S|P 63
GATA3 159 DV |S|PDP |S|L 166

FBXW7 phosphodegron




FBXW7-catalyzed GATA3 turnover requires GATA3
serine-161/165 and GSK3[3
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FBXW7-catalyzed GATA3 turnover requires GATA3

serine-161/165 and GSK3[3
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MCF-7

phenotype

Control ShRNA  EXBW7 shRNA-1  FXBW7 shRNA-2

Control shRNA  GATA3 shRNA-1  GATA3 shRNA-2



Thanks for your attention!



