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Roles of replication stress for cellular senescence and genome instability in preneo
plastic lesions
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In preneoplastic lesions, oncogene-induced replication stress plays a dual role in

duction of cell senescence/apoptosis and tumor promotion through increased genomic instability. In these p
rocesses, oncogene-induced excessive activation of replication origins and consequent rereplication plays

a major role. However, little is known about fork progression during rereplication. When rereplication was

induced by depletion of geminin, a regulator of origin activation, Pol-eta was recruited to rereplication
sites in human cell lines. Similar observations were obtained in cyclin E-induced rereplication in human

tumor cells. Furthermore, Pol-eta knockdown suppressed rereplication induced by either geminin depletion o

r cyclin E expression. Together, our data suggest that Pol-eta participates in oncogene-induced rereplicat
ion. These findings provide important mechanistic insights into genomic instability during tumorigenesis.
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Polymerase-eta is involved

in oncogene-induced DNA

re-replication and DNA  damage
responses.
M CEAC2 4429 H 1 9-2 1 B ALIR)

Heat shock factor 1
(HSF1) p53-p21

2H11-16H., )

Y-family DNA
DNA cyclin E
DNA

(Fpk23FE12A11-16H,

Hsp90
REV1
70 (
.10H3-5H, )
HSF1
70

CFik2 241 0H 3-5H,
)



http://molgen.imcr.gunma-u.ac.-jp

@
YAMASHITA, Takayuki
10166671
@
(ODA, Tsukasa)
10323643
©)

SEKIMOTO, Takayuki

20436322



