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Conclusions/Discussion

Abstract

Ovarian cancer is a debilitating disease lacking effective treatments. A key feature of the diseaseis
elevated levels of the mitogenic lipid lysophosphatidic acid (LPA) found in the ascities fluid surrounding
tumors. LPA evokesawide array of pro-tumorgenic effectsin cells and was recently shown to stimulate
the expression of a cancer-associated protease, urokinase type plasminogen activator (UPA). To discern
whether LPA treatment resulted in active uPA, | applied anovel proteomic technique, activity-based
protein profiling (ABPP), that specifically monitors the amount of protein activity rather than abundance.
| utilized ABPP to examine the effect of the bioactive lipid LPA on uPA in ahuman ovarian cancer cell
line SKOV-3. To achievethisl| first developed a new strategy for analysis of secreted proteins and then
determined that treatment of SKOV -3 cells with LPA does indeed result in increases of active uPA. In
addition to thisfinding, | also detected elevated uPA activity upon treatment of structurally distinct forms
of LPA that vary in acyl chain length. Thisfinding has not previously been reported and demonstrates the
power of ABPP to identify changes in the functional state of low abundance enzyme activities.

Summary Statement

| sought to characterize the effects of certain lipids on the expression and activity of enzymes implicated
in cancer metastasis.
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