2022 2023

18-1-8

18-1-8 complex as a therapeutic target?

Kawasumi, Ryotaro

3,600,000

CTF18 DNA 30
CTF18

PRIMPOL CTF18 DNA DNA
CTF18 PRIMPOL

CTF18 DNA
DNA

DNA
CTF18 SAMHD1

CTF18 SAMHD1

Cancer is caused by mutations on genes that result in dysregulation of
cellular proliferation. Oncogenic mutations often increase the dependency of cancer cells on
complementary genes, thus such complementary genes are attractive targets of molecular targeting
drugs. One of the great example is PARP inhibitors proven to be efficient in familial breast cancer
treatment harboring BRCA mutations. CTF18 is known to be involved in DNA replication and
segregation, and suggested to be synthetically lethal with over 30 genes, making it an attractive
target for cancer therapy.

In this study, we discovered that CTF18 and PRIMPOL are synthetically lethal in the absence of
DDX11. As CTF18 stabilizes replication factors including polymetrase alpha complex on DNA, CTF18 and
PRIMPOL may compensate each other for DNA repriming.
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