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New drug discovery against ovarian cancer focusing on the multifaceted effects
of statins and their effects on the Warburg effect

Kobayashi, Yusuke
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From the perspective of drug repositioning to develop an already approved
drug as a novel treatment for another disease, we conducted a basic study to apply a statin for
dyslipidemia into the treatment of ovarian cancer. In addition to the mevalonate pathway, various
biological processes, components, and molecular functions have been identified as pathways of action

by statin. The expression of PTBP1, a regulatory factor, was significantly up-regulated in the
statin-treated group. We established a system of the Histoculture Drug Response Assay to confirm the

response of statin to human ovarian cancer specimens by collecting tumors from patients with
ovarian cancer diagnosed by rapid intraoperative diagnosis.



in vitro in vivo

« D
G1 arrest
mini-chromosomal maintainance (MCM) family

L-
778123 OVSAHO  KURAMOCHI
1C50 L-778123

TCA C 2

(STIC)
Acetyl-CoA Lactate
5 i 250000
5 5
g = ‘§ 7 200000 —_
= 3 *
Eé 3 T §§ 150000
@S 100000
% E 1 §§ 50000
2 2
° Control Lovastatin Control Lovastatin
2: TCA
L-778123

L-778123
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GO bioprocess positive
regulation of release of cytochrome ¢ from mitochondria, apoptotic signaling pathway,
cell cycle process, chromosome segregation GO cellular component integral
component of plasma membrane, extracellular space, chromosome, non-membrane-bounded
organelle GO molecular function spermidine binding, diamine
Nacetyltransferase activity, catalytic activity, acting on DNA
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Histoculture Drug Response Assay(HDRA)
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Bisphosphonates, another candidate of drug repositioning for ovarian cancer.
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