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RB inactivation in prostate cells increase self-renewal and hormone thrapy
refractoriness through activation of mevalonate pathway

TOMOSUGI, Mitsuhiro

3,300,000
RB SREBP-2
Rbl
K.O0. LNCaP Rbl K.O. LNCaP AR, E2F1, SREBP-2 Rbl
K.0. LNCaP Rbl K.O. LNCaP
RB
70% RB
(Schrecengost R., Knudsen KE., Seminars Oncology, 2013) RB
RB

It has been reported that RB increased SREBP-2 (sterol re?ulatory
element-binding protein-2) activity which is a master regulator of the cholesterol synthesis pathway
(Shamma A. et al., Cancer Cell, 2009). All steroid hormones are biosynthesized from cholesterol.
These findings suggest that loss of function of RB may cause the acquisition of castration
resistance in prostate cancer. The following results were obtained from this study. 1. Increased
proliferation of Rbl K.0. LNCaP cells in 10% Charcoal Dextran Treated FBS. 2. In Rbl K.0. LNCaP
cells, protein expression of AR, E2F1, and SREBP-2 is increased in the nuclear fraction. 3.
Increased sphere formation in Rbl K.O. LNCaP cells. 4. Suppression of Rbl K.0. LNCaP cells growth by
statins. These results are expected to clarify a novel regulatory mechanism of RB in prostate
cancer. Furthermore, there is possibility that off-label use of statins is effective as a new
treatment method for advanced prostate cancer.
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Figure 3. RB knock-out LNCap cells
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Figure 6. Addition of DHT or Cholesterol increase proliferation at androgen-depleted medium?
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Figure 7. Sphere formation
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Figure 9. Effect of statin on 2D culture






