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Mitochondrial associated molecule DPYSL4 regulates adipose function and tumor
suppressor
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Dihydropyrimidinase-like 4 (DPYSL4) has been identified a p53-inducible
regulator of energy metabolism using RNA sequencing in both cancer cells and adipocytes. DPYSL4 was
localized in the mitochondria in response to DNA damage or hypoxia. Mitochondria was subjected to
2-D BN/SDS-PAGE followed by immunoblotting. DPYSL4 was detected in the same vertical position as
complexes I, 11l and IV. The knockdown of p53 or DPYSL4 by the CRISPR/Cas9 showed reduction in
oxygen consumption rate (OCR) using flux analyzer in preadipocytes. A reduction of matrigel invasion

correlates with OCR change in cancer cells. Additionally, immunohistology of adipose tissues
demonstrated that p53 was upregulated in obese patients. This is concomitant with high expression of
DPYSL4 mRNA in adipose of obese patients. Taken together, these data indicate that DPYSL4 has a
tumor suppressor function associated with OXPHOS regulation and may be concerned with pathogenesis

of cancer and obesity regulated under p53.
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