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Systemic inflammatory responses induced by LPS induce involuntary loss of
skeletal muscle, termed muscle wasting. Currently, no drugs are available for the treatment of
LPS-induced skeletal muscle wasting. We tested the effects of TAK-242, a Toll-like receptor 4 (TLR4)
-specific signalling inhibitor, on myotube atrophy in vitro and muscle wasting in vivo induced by
LPS. LPS treatment of murine C2C12 myotubes induced an inflammatory response and activated the
proteolytic pathways, resulting in myotube atrophy. In mice, LPS injection increased the same
inflammatory and proteolytic pathways in skeletal muscle and induced atrophy. Notably, pretreatment
of cells or mice with TAK-242 reduced or reversed all the detrimental effects of LPS in vitro and in

vivo. Collectively, our results indicate that pharmacological inhibition of TLR4 signalling may be
a novel therapeutic intervention for endotoxemia-induced muscle wasting.
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