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Organ-specificity of lung fibroblast and its relationship to lung disease
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By comparing the gene expression profiles derived from different organs, we
identified eight transcription factors that show relatively higher expression and are assoclated
with super-enhancers (TBX2, TBX4, TBX5, HOXA5, FOXL1l, FOXP1l, MEIS1 and TGIF1). TBX4 functions as a
master transcription factor in lung fibroblasts. TBX4 expression is downregulated by TGF-beta and is

lower in lung cancer-associated fibroblasts. Highly activated FOX gene cluster (FOXL1, FOXC2 and
FOXF1) is a hallmark of lung fibroblasts. FOXL1 1s involved in the regulation of TAZ/YAP and BMP
signaling, and its expression is higher in pulmonary fibrosis. Transcription factors unique to lung
fibroblasts are involved in the pathogenesis of lung cancer or pulmonary fibrosis.
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