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Myeloid lipoprotein lipase determines obesity-induced adipose tissue fibrosis
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Macrophages control inflammation and fibrosis in adipose tissues. To
understand the role of LpL secreted from adipose tissue macrophages (ATMs) in obesity, we generated
leptin-deficient ob/ob mice lacking LpL in myeloid cells (MLpLKO:ob/ob). MLpLKO:ob/ob gained less
body weight primarily due to a decrease in subcutaneous fat, ate less food and were more
insulin-sensitive, but were more hypertriglyceridemic due to lower LPL activity in post-heparin
plasma than ob/ob mice. Notably, MLpLKO:ob/ob showed enlarged crown-like structures and substantial
worsening of fibrosis in white adipose tissues. The ATMs from MLpLKO:ob/ob showed increased
expression of the genes related to fibrosis (e.g. TGFB 1 and TIMP1), inflammation and efferocytosis.

In conclusion, the loss of myeloid LpL converts the ATMs to a more fibrogenic phenotype, thereby
contributing to the extensive fibrosis in adipose tissues and resistance to obesity in ob/ob
background.
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