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A treatment strategy to target mitochondria-specific Hsp90 chaperones

YOSHIDA, Soichiro
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TRAP1, a homologue of HSP90, are abundantly expressed in mitochondria.
We investigated the biological and prognostic role of TRAP1 expression in upper urinary tract urothelial
carcinoma (UTUC). In 5637 cells, knockdown of endogenous TRAP1 potentiated cell invasiveness, which is
attenuated by a ROS inhibitor. In addition, exogenous expression of TRAP1 hampered in vitro invasion of
5637 cells. We further evaluated TRAP1 expression in UTUC surgical specimens and its association with
cancer-specific survival (CSS). Lower TRAP1 expression was an independent predictor of shorter CSS, along
with histological grade and lymph node involvement. The 5-year CSS rates were 52% for patients with lower
TRAP1 expression compared to 95% for those with higher TRAP1 expression. Taken together, impaired TRAP1
gxp5$8€ion is associated with increased invasive potential via modulating ROS and unfavorable prognosis
in ;
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Molecular chaperone TRAP1 regulates a
metabolic switch between mitochondrial
respiration and aerobic glycolysis.
Yoshida S, Tsutsumi S, Muhlebach G, et al.
Proc Natl Acad Sci U S A.110: E1604-12,
2013. doi: 10.1073/pnas.1220659110.

Dynamic tyrosine phosphorylation
modulates cycling of the
HSP90-P50(CDC37)-AHAL chaperone machine.
Xu W, Mollapour M, Prodromou C, et al.
Mol Cell. 47: 434-43, 2012. doi:
10.1016/j .molcel .2012.05.015.

Fukushima H, Yoshida S, Koga F, Nakanishi
Y, Kijima T, Ishioka J, Matsuoka Y, Numao
N, Saito K, Fujii Y, Kihara K Reduced TRAP1

expression is associated with poor



prognosis in upper urinary tract
urothelial carcinoma patients: its
implications for tumor invasion. The 108th
annual meeting of the American Urological
Association, Orlando, USA, 2014/5/18

@
YOSHIDA, Soichiro

80383280



