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IHETIZY A MEBIX o 3 IR ROMALAENIE A FEA L TB 0 . BBk Y U IRE 0 fiflEE PAF-
AH2 ORBIZE D ZOREANELEF T2 L2 RELTEY, BLY) VIEE» 5Ot w3 iF
WAl DFEA DN STV e, Fox i34, ~ A MBI B2 L o 3 IRIAEE S E L7z Y VIRE
DAEET 52 &, PAF-AH2 1321t o 3 IEMIEES RS & L2 ) VIRE ARSI TE 5 Z & A H)NC
Lz, ZTNHDZ EnD, Bt w3 IRIGERIZER LY U ARE A PAF-AH2 I X 0 g Sid 2 & CREAE
INDZ LM R X T,
PAF-AH2 73K L7=~ A ML CIEHURRNKIC & 2IEMELREAN KES L T\ 528, 81k o 8 iRtk %
TINS5 L IEMEACREDIERIZEIE T 5, BKIEWNZ L2 PPARy D7 2 A= MI Xk o> THiENE
{LEEDJKES DEE R A B, Bt w3 TEMIEEOIERIZ PPARy 3B L TWD Z L AR STz,
Fex 134 m, PPARy 7 > XZ A=A b LRt w 3 I51ER CTHom L CHIE & 5385+ % DNA ~ A
77 VAICEVREE L, UL s, PPARy DVLR—F%—7 viEAIZBWWTIE, Btbo3 s
Wil 1% PPARy DT HZT=A MEHIZIZE A ERLLNRD 2T, ZTIWHD Z LBk o 3 HEN
W13 PPAR v IZIZEHEER L2V b DD, PPARy #E 2 Hl+ 5 = L AVRe S iz,

(FE30)

We previously found that mast cells constitutively produce omega3- derived oxidized fatty acids
and depletion of PAF-AH2, an oxidized phospholipid-hydrolyzing enzyme markedly decreases
the production of omega3- derived oxidized fatty acids, suggesting that the omega3- derived
oxidized fatty acids are produced from oxidized phospholipids. Here we show that oxidized
omegad fatty acid-containing phospholipids are present in murine mast cells and liver. In vitro,
PAF-AH efficiently hydrolyzed these oxidized phospholipids. These results strongly suggest that
oxidized omega3-fatty acids are produced from oxidized phospholipids by PAF-AH2.
PAF-AH2-deficient mast cells are impaired in antigen-stimulated activation, which is fully
rescued by oxidized omega3 fatty acid supplementation. Intriguingly, PPARg antagonist GW9662
also rescues the PAF-AH2-deficient mast cell phenotype, suggesting that PPARg is involved in
the action of oxidized omega3 fatty acids. Here we show that a set of genes are commonly
regulated by oxidized omega3-fatty acids and GW9662. The action of oxidized omega3 fatty acids
1s not due to direct action on PPARg since oxidized omega3 fatty acids did not antagonistic activity
against PPARg in a reporter assay. These results suggest that PAF-AH2oxidized omega3 fatty
acids indirectly regulate PPARg activity.
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