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Shedding of TNF receptors in adipose tissues and insulin resistance
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TNFa is involved in obesity-induced insulin resistance. The biological
activities are mediated via two distinct receptors, TNFR1 and TNFR2. TNFR1 mainly initiates either
pro-inflammatory or pro-apoptotic signals in many tissues. A previous work demonstrated that a
disintegrin and metalloproteinase 8 (ADAM8) works as a TNFR1 sheddase and produced neuro-protections.
However, it has not been tested whether ADAM8 cleaves TNFR1 in adipose and liver tissues in obesity. We
investigated whether AMAM8 affects TNFR1 shedding to measure TNFR1 in cell experiments. Both of
diet-induced obesity and gold-thioglucose-induced hyperphagic mice showed increased expression of ADAM8
mRNA. Either TNFa or LPS treatment increased TNFR1 shedding in 3T3-L1 and HepG2 cells. However,
adenoviral overexpression of ADAM8 or addition of purified ADAM8 protein to culture media did not affect
TNFa - or LPS-induced TNFR1 shedding, indicated that ADAM8 may not work as a TNFR1 sheddase in adipocytes
and liver.
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