Combined N-terminal androgen receptor and autophagy Inhibition increases the anti-

tumor effect in enzalutamide-sensitive and enzalutamide-resistant LNCaP cells

BACKGROUND

Multiple androgen receptor (AR) dependent and independent

resistance mechanisms Iimit the efficacy of castration
resistant prostate cancer (CRPC) treatment.

Novel N-terminal domain (NTD) binding AR targeting

components including EPI-001 have the promising ability to
block constitutively active splice variants; a major resistance
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RESULTS )

Treatment with EPI resulted in a dose dependent reduction of
cell proliferation and increase of apoptosis on day 7 In both
cell lines (Fig. 1).

Combination of 25uM EPI with autophagy inhibitors led to a
further reduction of cell viability up to 17% for CHQ, 15% for
3MA in LNCaP and up to 24% for CHQ, 36% for 3MA In
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Figure 3: Visualization of LC3 and
ATG5 expression using
Immunocytochemistry. LNCaP (A)
and LNCaP-EnzR (B) cells were
cultured on chamber slides and
Incubated for 7 days with vehicle
control (0.1% DMSO), 25uM EPI,
25uM EPI + 20pM CHQ, 25uM EPI
+ 5mM 3-MA. Samples were
stained with primary anti-ATG5 and
anti-LC3B antibodies. Secondary
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Independent experiments. All the
treatments groups were compared to
untreated control at day 7. *p<0.05,
**p<0.01, ***p<0.001, ****p<0.0001.
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 Double treatment may offer a promising strategy to overcome resistance
mechanisms in advanced prostate cancer.

LNCaP-EnzR apoptosis (%)

Effects of 25uM EPI, 20uM CHQ, 5mM 3-MA and their combinations on ATGS5, Beclinl, LC3 and p62
protein levels in both cell lines analyzed by immunoblotting (E).

LNCaP-EnzR cell proliferation (OD)
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