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Abstract 
Background: 
effector of the Hippo pathway, has been reported to regulate organ size, tissue homeostasis, 
and tumorigenesis by acting as a transcriptional co-activator. Lysophosphatidic acid (LPA) 
is a bioactive lipid implicated in tumorigenesis and metastasis of ovarian cancer through 

tumorigenesis of ovarian cancer has not been elucidated. Methods: In order to demonstrate 

cell migration were determined by Western blotting and chemotaxis analyses in R182 human 
epithelial ovarian cancer cells. Results and Conclusion: Treatment of R182 cells with the LPA 
receptor inhibitor Ki16425 blocked LPA-induced cell migration. In addition, transfection of 

stimulated cell migration. LPA induced phosphorylation of ERK and p38 MAP kinase in R182 
cells and pretreatment of cells with the MEK-ERK pathway inhibitor U0126, but not the p38 
MAPK inhibitor SB202190, resulted in abrogation of LPA-induced cell migration. Pretreatment 

target genes, such as CTGF and CYR61, without affecting phosphorylation level of YAP. These 
results suggest that MEK-ERK pathway plays a key role in LPA-induced cell migration and 

migration of epithelial ovarian cancer cells.
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IntroductionLysophosphatidic acid (LPA) is a naturally occurring phospholipid produced by Generation of LPA occurs through hydrolysis of phosphatidic acid by soluble phospholipase A  or A
tumorigenesis and metastasis by promoting proliferation, migration, and invasion of cancer 

, belong to the family of , LPA  and LPA

activator of many transcription factors that are critical to development of various tissues 

Materials and Methods

Materials

sn
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Cell culture

Transfection of small interfering RNA (siRNA)

LPA , 
Western blotting 

   
Reverse transcription-polymerase chain reaction (RT-PCR)

 receptor 

Immunostaining and analysis of images
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Cell migration and scratch wound healing assay

 

scraped free of cells by 

Cell proliferation assay

by the cells 

Statistics
t

post hoc

Results

LPA treatment induces expression of TAZ in R182 epithelial ovarian cancer cells
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LPA stimulates migration of R182 cells through a LPA1-dependent mechanism

 or LPA  in the  and LPA , but not LPA

Fig. 1.

LPA or vehicles for the indi

increasing concentrations of 
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 in 
LPA1 is involved in LPA-induced expression of TAZ

 resulted in attenuation of  in not only 
ERK is involved in LPA-induced cell migration and TAZ expression

Fig. 2. 

) or 
 

Fig. 3.
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Fig. 4. 

induced phosphorylation of 
the indicated time periods, and phosphorylation and 

in the absence or presence of 

the indicated times in the absence or presence of 
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TAZ plays a key role in LPA-stimulated migration of R182 ovarian cancer

LPA reportedly stimulates not only cell migration but also proliferation in various 

Fig. 5.migration of epithelial ovarian cancer 

by determination of chemotactic 
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Discussion

 
of the current study, LPA has been reported to induce migration of pancreatic carcinoma cells through a G

on the LPA
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constitutively produced by human peritoneal mesothelial cells and enhances adhesion, migration, and 
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