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in the absence of other factors and promotes� -catenin interaction with AR independent of
ligand.

FKBP52 is required for � -catenin potentiation of AR activity
Since the AR BF3 surface is the putative binding and/or regulatory site for FKBP52 [13] and
both FKBP52 and� -catenin are known positive regulators of AR, it is possible that FKBP52
and� -Catenin work in concert at this surface. Thus, we aimed to assess the effect of FKBP52
on � -catenin potentiation of AR activity. Thefkbp52-deficient mouse embryonic fibroblast
(52KO MEF) cell line provides a true FKBP52-negative background in which to assess the abil-
ity of � -catenin to potentiate AR activity. Thus, we assessed the ability of� -catenin or the deg-
radation-resistant� -catenin (S33A) mutant to potentiate hormone-dependent and hormone-
independent AR-mediated luciferase reporter gene expression in the presence or absence of
FKBP52 (Fig 3A). While overexpression of� -catenin, or� -catenin (S33A), alone had no

Fig 1. The Predicted � -Catenin Binding Site on AR is Near the Putative FKBP52 Regulatory Surface.
(A) Structure of the complex of nuclear receptor LRH-1 with� -catenin, PDB ID 3tx7. � -catenin is shown with a
semi-transparent surface in yellow revealing its secondary structure elements as ribbons. LRH-1 is shown
with blue ribbons for its secondary structure. The interfacial surface of these two molecules is shown in teal
on the � -catenin surface. (B) Flufenamic acid from PDB ID 2PIT is shown in purple spheres as it binds to the
androgen receptor shown with its secondary structure as teal colored ribbons. The C� coordinates of
androgen receptor in 2PIT were superimposed with the C� coordinates of LRH-1 in 3TX7.

doi:10.1371/journal.pone.0134015.g001
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