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ORC, a candidate of initiator of chromosomal DNA replication in eukaryotes, shares
some biochemical characters with DnaA in prokaryotes. DnaA interacts with acidic
phospholipids and is regulated by them. [ found that S. cerevisiae ORC can interact with
phospholipids. Among various phospholipids tested, ORC specifically bound to
cardiolipin (CL). This binding was inhibited by salts, but not by ATP, ATP-y-S, or origin
DNA. CL weakly inhibited the ATP-binding activity of ORC, whereas it strongly
inhibited the ORC-binding to origin DNA. Total phospholipids from nuclear membranes
showed the same result. ORC could be also controlled by membrane fluidity of
phospholipids 7n vitro. Unsaturated fatty acid (factor influencing on fluidity) PG
strongly inhibited the ORC binding than PC. In the co-precipitation assay no fatty acids
bound to ORC. High temperature or chlorpromazine also inhibited ORC-DNA binding. I
represent that the fluidity of phospholipids may modulate initiation of DNA replication

in eukaryotes, as is the case for prokaryotes.
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ATP, ATP-y-S & A\ iE origin DNA DOEEISZI b o/2d ML WHEESNALZI LML,
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