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Investigation on the endothelial-mesenchymal transition in
lymphangioleiomyomatosis
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Since two types of LAM cells, cells with TSC2 mutations and those with
wild-type TSC2, are known to exist in LAM lesions, we hypothesized that LAM cells with wild-type
TSC2 might be derived from LAM-associated lymphatic endothelial cells (LAM-LEC) through
endothelial-mesenchymal transition (EndoMT). To elucidate the pathobiology of LAM with special
reference to the cell-cell interaction between LAM cells and LAM-LEC, we isolated LAM-LEC using flow

cytometry-based method from explanted LAM lungs and resected LAM lung tissues by surgery. We
investigated whether EndoMT can be induced in LAM-LEC by adding VEGF-D, TGF-beta;, GPNMB, or
fibronectin in vitro culture system, but no EndoMT occurred. On the other hand, LAM-LEC showed
distinct_characteristics as compared normal lung LEC, suggesting phenotypic changes through
interaction with LAM cells; LAM-LEC showed increased proliferation and migration with increased
VEGFR-3 as compared with those of normal lung LEC.
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