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Idiopathic Pulmonary fibrosis (IPF) is a devasta�ng inters��al lung disease of older adults characterized by disrup�on of 
distal lung architecture that ul�mately leads to scar forma�on, abnormal gas exchange, and respiratory failure. The 
iden�fica�on of rare IPF-associated gene�c variants coupled with new preclinical models and single cell transcriptomics has 
provided valuable insight into cells and pathways that par�cipate in fibro�c lung remodeling as part of a shi�ing paradigm 
whereby IPF can be viewed as a polycellular disease in which dysfunc�onal AT2 cells serve as a proximal driver of the 
fibro�c cascade. When combined with the recent iden�fica�on of a popula�on of “reprogrammed” AT2 cells deficient in 
classic AT2 transcrip�onal programs and enriched in profibro�c mediators as well as the recogni�on of mul�ple aberrant 
mesenchymal popula�ons in human IPF lungs, new opportuni�es are emerging for precision medicine approaches to 
therapeu�c discovery for IPF. In this seminar we will leverage recently generated preclinical models expressing IPF-
associated SP-C gene (SFTPC) variants to explore the biology of the fibro�c niche of the distal lung. The data will be 
translated and discussed in terms of underrepresented pathways of IPF pathogenesis and the added equipoise for using an 
array of experimental pla�orms to catalyze discovery and tes�ng of new IPF therapies. 
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