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Identification of the mechanism underlying bevacitumab resistance focusing on
PAI-1

Nakatsuka, Erika

3,200,000
Bev Bev
Bev PAI-1
MIRNA microarray PAI-1 3 miRNA (miR-30b-5p, 143-3p and
192-5p) VEGF miRNA
PAI-1 Bev
VEGF
(Bev)
Bev BEV

Bevacizumab plays a key role in ovarian cancer treatment; however, the
bevacizumab resistance is often seen in clinical setting. The aim of this study is to identify
miRNAs which are involved in bevacizumab resistance. ID-8 cancer cells were injected i.p. into
C57BL/6 mice, and anti-VEGF IgG and control 1gG were treated twice weekly. Thereafter, mice were
sacrificed, and RNA extracted from tumor. MiRNA microarray and TagMan Gene Expression assays were
performed to identify miRNAs/genes which are related with bevacizumab resistance. Through miRNA
microarray, 3 miRNAs (miR-30b-5p, 143-3p and 192-5p) were found to be down-regulated by bevacizumab
and TagMan assays showed SERPINE1/PAl-1 elevated. In public database, patients with high PAI-1
expression were correlated with worse prognosis. Transducing these miRNAs downregulated PAI-1
expression in cancer cells. The data presented may explain the mechanism of bevacizumab resistance,
suggesting their potential as treatment targets.
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