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GETTING THERE IS HALF THE FUN: CYTOKINE MODULATION OF CARDIAC FIBROBLAST MIGRATION 
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It is increasingly evident that the cardiac fibroblast plays a critical role as a disease modifier in the progression of a number of cardiovascular diseases.  Investigations which focus on the cardiac fibroblast are critical for a number of compelling reasons, namely; 1) they represent the most numerous cell population found in the heart, 2) reports on their function are under represented in the literature, 3) fibroblasts from different tissues respond in unique ways to defined stimuli, and thus, in order to better understand the pathophysiology of congestive heart failure and cardiac fibrosis, it is logical to focus these investigations on the cell largely responsible for the healing/remodeling process.  Although there are a number of phenotypic end-points for the “activated” fibroblast, migration plays a particularly important role in the remodeling process following acute injury and in the progression to heart failure. For our studies we examined the migratory response of neonatal and adult rat cardiac fibroblasts to pro-inflammatory cytokines using modified Boyden chamber assays as well as a radial migration platform (Platypus). The major finding of this work is that IL-1 stimulates a robust increase in migration which is both time- and concentration-dependent.  TNF has a lesser effect and IL-6 does not induce migration. Activation of all three MAPK subfamilies occurs in response to cytokine stimulation and migration is attenuated by pharmacological inhibition of each MAPK subfamily (rank order of effect ERKi > JNKi >> p38i). The migratory process also requires expression of MMPs which is also controlled by MAPKs.

