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Abstract: 
Our objective is to obtain pilot evidence that the low molecular weight protein tyrosine phosphatase 
(LMPTP) is a novel target for prostate cancer therapy. Prostate cancer is a leading cause of cancer 
death in American men, thus new therapies to inhibit metastatic prostate tumor growth are a major 
unmet medical need in cancer. Several lines of evidence suggest a role for LMPTP as a pathogenic 
factor in prostate cancer. LMPTP is reportedly upregulated in human prostate tumors, and high LMPTP 
expression in prostate tumors significantly correlates with a shorter patient survival time. We sought 
to explore a potential role for LMPTP in prostate cancer, and found that LMPTP is a key driver of 
prostate tumor cell growth in vitro and in vivo. Our data also suggests that LMPTP regulates the 
phosphorylation of EphA2, a receptor tyrosine kinase that is overexpressed in a number of human 
cancers and promotes tumorigenicity and metastasis. Our long-term goal is to define the role of 
LMPTP in prostate cancer and assess its potential as a target for prostate cancer therapy. In this 
proposal, our objective is to gain a deeper understanding of the role of LMPTP in prostate cancer by 
confirming whether LMPTP mRNA and protein expression is upregulated in human prostate tumors and 
assessing the role of LMPTP in prostate tumor cell functions such as growth, migration, invasion, and 
EphA2-mediated signaling. To perform this work, we have generated unique research reagents, such as 
a highly selective, orally bioavailable small-molecule LMPTP inhibitor and prostate cancer cell lines 
lacking expression of LMPTP. This pilot award will constitute an essential initial step towards 
elucidating the mechanism of action of LMPTP in prostate cancer and will pave the way for future 
studies to more deeply investigate the molecular mechanism of action of LMPTP in prostate cancer and 
its potential as a target for therapy. 
 
 


