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Prostate Cancer Heterogeneity
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AR Structure
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AR Structure
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AR Activation by Androgen

T or DHT




AR DNA Binding Domain



Activation of Transcription
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Activation of Transcription
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AR Binds to SRC and PI3K
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Cytoplasmic Effects of Androgen

Androgen
|
v

Src/AR

/—" \ E’lﬁﬂﬂ-p
&
| si3 3] BCR Jgin-sho—JCL DN

L——— Inhibitory
Switch

'

PI-3,4,5-P, MEK1/2

v !

AKt/PKB )
Activation Erk1/2

Cell Growth/Survival

Sun JBC 278:42992, 2003



Androgens Make a Big Difference



Androgen Receptor-Interacting Proteins
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AR Gene Expression
and Hormone-Independence

Chen Nat Med 10:33, 2004



AR Gene Expression
and Hormone-Independence
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AR Gene Expression
and Hormone-Independence
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AR Gene Amplification
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AR Mutations - CaP
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AR Mutations

Bicalutamide resistance
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AR Structure
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LBD Mutations in Cap and AIS
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AR Phosphorylation
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AR Phosphorylation
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AR Phosphorylation
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AR Phosphorylation
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AR Phosphorylation
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AR Phosphorylation
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AR Expression — Channel TURPs
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Tissue Hormone Levels — Channel TURPs
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Increased Level of Enzymes to Make Testosterone
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Protein Binding to LBD

1. Coactivators
2. Corepressors

3. NTD



B-Catenin Truncation in Advanced
Prostate Cancer
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B-Catenin TIF2 and AR
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AR Response to DHT
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TIF-2 EXpression
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IN Prostate Cancer
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Conclusions

1.

Prostate cancer requires AR signaling for
development and sustenance.

. AR activation is required throughout the natural

history of prostate cancer.

. AR activation in AIPC occurs via many

mechanisms.

. Successful blockade of the receptor pathways will

confer greater therapeutic control on metastatic
prostate cancer.
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