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9% [5] ST FIPI is a derivative of halopemide which potently inhibits both PLD1 (IC50=25nM) and PLD2 (IC50=20nM);
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prevents PLD regulation of F-actin cytoskeleton reorganization, cell spreading, and chemotaxis.
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FIPI is a potent, concentration-dependent PLD2 inhibitor, and we show here that it inhibits PLD1 equally well
under standard in vitro assay conditions. FIPI was added into the cell culture media 1 h before performing an in
vivo PLD assay and was found to be a potent inhibitor of PLD2 with an IC50 of 10nM. The typical
localization of PLDI1 to peri-nuclear membrane vesicles and PLD2 to the plasma membrane were not affected
ANt 5. | by exposure to FIPI and and FIPI did not decrease PIP2 availability on the plasma membrane in PLD1- and
PLD2-overexpressing cells as assessed using an enhanced GFP-fused PIP2 sensor. FIPI did not significantly
inhibit p38 or ERK phosphorylation in bone marrow-derived macrophages stimulated with lipopolysaccharide.
FIPI inhibition of PLD did diminish fmIP-directed chemotaxis(p<0.01), validating this role for PLD function
and suggesting that PLD regulates chemotaxis via mechanisms distinct from affecting MAKP signaling.
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