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Introduction and Aim

Prostate cancer is known as hormone-sensitive, androgen dependent tumor and the second leading cause of cancer death in men. It is clear that androgens and androgen receptor signaling are crucial for prostate
cancer growth and have been exploited therapeutically. However, hormone resistant prostate cancer is an unsolved problem with limited therapeutic choices. The action of androgens is mediated mainly through
intracellular androgen receptors, which belong to the nuclear family of receptors. These receptors are transcription factors that determine key cell processes. A recent study by our team identified an alternative
androgen receptor on the membrane of prostate cancer cells, OXER1 (5-oxo-6E, 87, 117, 14Z-eicosatetraenoic acid receptor). Interestingly, androgens via OXER1 inhibit cancer cell growth and migration.

Aim of this research is to identify new molecules that will bind to the membrane receptor of androgens, OXER1 and will have antagonistic effects such as testosterone. To achieve this, we focus on natural products
which there are data that may have a pharmacological effect and a therapeutic benefit in prostate cancer.

Method and Results
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* OXER1 is the receptor that mediates testosterone-induced calcium changes
from endoplasmic reticulum.
 The major signaling molecules involved in OXER1-mediated calcium increase

are c-Src, FAK, PI3K, RACK-1, PLC. * No effect of ZINC15959779 in GBvsignaIing

¢ ZINC15959779 is selective OXER1 G_;-Antagonist
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