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This study aimed to elucidate the molecular mechanisms of SPOP (speckle type
POZ protein), a substrate recognition receptor for cullin-3 (CUL3) ubiquitin ligase,-mediated
prevention of genomic instability. We found that SPOP has a critical role in DNA replication
licensing, which is essential for the G1/S phase transition in HaCaT cells. SPOP knockdown inhibited
translation of Cdc6é and Cdtl mRNA, which are required for DNA replication licensing. Our untargeted
lipidomics also showed that neutral lipid species were significantly reduced in SPOP-, Cdc6- or
Cdtl-knockdown cells, in which DNA replication licensing was inhibited. Our results suggested that
SPOP is required for the G1/S transition, and neutral lipid species may be lipid signatures during

the phase.
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