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In this stud¥, I have addressed to the possible functional relationships
between the replication fork reversal (RFR) pathway and the homology-dependent repair (HDR) pathway
in vertebrate cells by generating and analyzing DT40 cell lines doubly deficient in one of the RFR
genes 1)SHPRH, 2) RAD18, or 3)ZRANB3 along with the HDR gene BRCAl. 1| observed the enhanced
sensitivity towards the PARP inhibitor Olaparib, defects in the gene targeting efficiencies, and
reduced rates of the recombination in the substrate assay in double knock-out (KO) cells than BRCAl
single KO cells. All of those results suggests that RFR may have competitive roles with HDR in
promoting the restoration of stalled replication forks.
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