Examining the Efficacy of Novel Androgen Receptor
Modulators of Castrate-Resistant Prostate Cancer.
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ACT (Thr) = GCT (Ala)

Figure 2. Generation of AR mutants. A) Overview of QuickChange Site-Directed mutagenesis method. B)
Chromatograms of AR mutant sequences. Highlighted with a red box is the mutated codon, with the specific
ARwra1c base change shown below each chromatogram.
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Figure 4. ARD1 is not an AR agonist in PC3 cells. Wild-type and
mutant AR activity assessed by luciferase assays post 24-hour DHT,
casodex or ARD1 treatment.

Figure 1. AR signalling cascade and structure. (Left panel) Upon DHT binding, AR translocates to
the nucleus and binds androgen response elements (AREs) in DNA and activates transcription of
androgen regulated genes. (Upper right panel) Domain structure of the AR with indicated mutations
used in the study and their effect on AR activity (Lower right panel)
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Figure 5. ARD1 reduces DHT-stimulated AR activity in PC3 cells.
Wild-type and mutant AR activity assessed by luciferase assays post
24-hour DHT, DHT+ casodex or DHT+ ARD1 treatment.
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J Figure 3. Effect of ARD1 on wild-type and mutant AR protein levels. PC3 cells transfected with either -

wild-type or mutant AR were treated for 12 hours with ARD1 and then subject to Western analysis. The AR
E3 ubiquitin ligase enzyme MDM2 was included as a positive control for AR destabilisation.
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