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Research on the development of novel renal cancer therapies using histone
deacetylase inhibitors and anti-HIV drugs in combination
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It is difficult to induce endoplasmic reticulum (ER) stress by using the
histone deacetylase (HDAC) inhibitor alone. On the other hand, the HIV protease inhibitor not only
inhibits molecular chaperones and proteasomes but also P-glycoproteins. | postulated that combining
an HDAC inhibitor and an HIV protease inhibitor would induce ER stress and histone acetylation
effectively. The combination of the HDAC inhibitor entinostat and the HIV protease inhibitor
ritonavir induced apoptosis and inhibited renal cancer growth synergistically. As expected, the
combination induced ER stress and histone acetylation. In murine subcutaneous tumor models, the
combination inhibited tumor growth significantly.
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