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The PPARP/é agonist GW0742 prevents L PS-induced nitrite production in rat
parenchyma but not in aorta or pulmonary arteries.
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Peroxisome proliferator activated receptors (PPARS®) therapeutic targets in the
treatment of inflammatory lung disease. The PBARagonist GW0742 has potent
anti-inflammatory effects in the vasculature (1)iethhas been linked to a decrease in
the production of iINOS in the heart (1) and actoatof Akt-eNOS in arteries (2).
Here in this study we measured changes in LPS adiiM© production in rat arteries

and lung parenchyma.

Male Wistar (300-3509) rats were killed by £followed by cervical dislocation, and
the aorta, conductance and resistance pulmonaeyiestand lung parenchyma were
dissected under sterile conditions, and placed 4o well plates. Following
incubation with 1pg/ml LPS with/without TM GW0742 tissues were incubated for
24 hours, and Griess assay performed to measuite pitoduction (a measure of NO

release) (3).

Our results show that LPS induces a significantease in NO production from
arteries and parenchyma (Figure 1). Incubation @i¥W0742 alone has no effect on
basal nitrite levels and does not have an effedtP8-induced NO production in all
types of arteries. In comparison, GW0742 signifisameduces LPS induced NO
release in lung parenchyma comparable to inhibitiprl0*M L-NAME and 10°M

1400W.

Figure 1.
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In summary, incubation for 24 hours with M GWO0742 significantly reduced LPS
induced nitrite production in lung parenchyma baot im aorta or pulmonary arteries
(conductance and resistance). These data suggeshéheffects of PPARS agonists
are tissue specific and might support their usardgsinflammatory agents in lung
disease.
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