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We discovered that the SUCLA2 gene located in the vicinity of RB1l is
collaterally deleted together with RB1 with 10-30% prevalence in advanced prostate cancer. SUCLA2
gene encodes a metabolic enzyme constituting the a-subunit of the succinate CoA ligase heterodimer
that reversibly converts succinyl CoA to succinate. We further found that SUCLA2 deficiency
generates a certain metabolic vulnerability thus could be an important Achilles tendon in the
treatment strategy. We screened chemical libraries to find compounds that specifically kill
SUCLA2-deficient cells and obtained several hits. In this research, we focused on one of them
thymoquinone. We performed structural development and molecular target identification. We also aimed

to develop a diagnostic method for SUCLA2 gene deletion and search for biomarkers.
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