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Abstract

<FONT face=Verdana=AIM: To investigate the effects of peroxisome proliferator-
activated receptor-a (PPAR-a) activation on ET-1-induced cardiomyocyte
hypertrophy and the interaction of PPAR-a with nuclear factor of activated T cell
(NFAT)c4 in cardiac myocytes. METHODS: Cultured cardiac myocytes of neonatal SD
rats were used to establish the experiment models. [3H] leucine incorporation
assay was performed to examine protein synthesis while reverse transcription-
polymerase chain reaction (RT-PCR) was applied to analyze the mRNA level of atrial
natriuretic factor (ANF). Immunofluorescence and confocal microscopic assay were
used to evaluate the effects of PPAR-a activator fenofibrate on the nuclear
translocation of NFATc4. Immunoprecipitation was performed to examine the
association of PPAR-a with NFATc4 in cardiomyocytes. Western blotting analysis
was performed to investigate the cytoplasmic and nuclear protein levels of NFATc4.
RESULTS: (1) ET-1 significantly increased incorporation of [3H] leucine (1.73+0.08
fold vs control, P<0.01) and the level of ANF mRNA (1.74+0.25 fold vs control,
P<0.01). However, PPAR-a activator fenofibrate (10 pmol/L) significantly inhibited
the ET-1-induced protein incorporation in cardiomyocytes (-31% at 5 pmol/L, -49%
at 10 pmol/L) and the expression of ANF mRNA in these cells (1.10+0.17 fold of
control). (2) ET-1 stimulation markedly changed the translocation of NFATc4 from
the cytoplasm to the nucleus while fenofibrate prevented this effect of ET-1. (3) The
interactions between PPAR-a and NFATc4 were constitutively detectable while
fenofibrate further increased the interaction between NFATc4 and PPAR-
a.CONCLUSION: Activation of PPAR-a prevents ET-1-induced cardiac myocyte
hypertrophy through negative regulation of NFATc4, possibly via blocking the
nuclear translocation of NFATc4 and increasing the interaction of PPAR-a and
NFATc4.</FONT>
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