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Mechanism of the replication stress response of variable replication fork complexes
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In attempts to identify fork complex components and its binding proteins, we purif
ied Timeless complexes and found that it specifically contains phosphorylated Mcm4 proteins in the chromat
in fraction. We also found that the replication fork proteins AND-1 and Tipin, and a replication timing re
gulator Rifl, are highly expressed in the undifferentiated mouse embryonic stem (ES) cells. Among them, Ri
Tl is highly correlated with the undifferentiated states of ES cells. Interestingly, Rifl may play dual ro
les in ES cells; In addition to its counteraction with spontaneous differentiation, Rifl also inhibits the

expression of 2 cell-specific genes, which are involved in promoting reprogamming for pluripotency. We fo
und that Rifl binds to the promoter of differentiation-regulating genes.
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