©
2011 2013

The cell fate regulated by autophagy and ER stress in idiopathic pulmonary fibrosis.
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Autophagy, a process of lysosomal degradation, plays an important regulatory role
in cellular senescence and differentiation. Here we examine the regulatory role of autophagy in idiopathic
ulmonary fibrosis (IPF) pathogenesis. Using biochemical evaluation of in vitro models, we find that auto
phagy inhibition is sufficient to induce acceleration of epithelial cell senescence and myofibroblast diff
erentiation in Iun? fibroblasts. Immunohistochemical evaluation of IPF lungs reveals that epithelial cells
show increased cellular senescence. Insufficient autophagy is demonstrated in both overlaying epithelial
cells and fibroblasts in fibroblastic foci (FF). These findings suggest that insufficient autophagy is an
underlying mechanism of both accelerated cellular senescence and myofibroblast differentiation in a cell-t
ype specific manner and is a promising clue for understanding the pathogenesis of IPF.
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