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Deletion of Cflip in the epidermis results in TNFR1-dependent and independent
lethal dermatitis

PIAO, Xuehua
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Cellular FLICE-inhibitory protein (cFLIP) is a protease-inactivate caspase 8
homologue that binds to caspase 8 and blocks apoptosis. Recent studies have shown that cFLIP prevents
TNFa -induced apoptosis of keratinocytes by using inducible keratinocyte-specific Cflip-deficient mice
(Weinlich et al., Cell Rep. 2013; Panayotova-Domitrova et al., Cell Rep. 2013). However, it is unclear
whether TNFa -independent pathway might contribute to keratinocyte apoptosis in Cflip-deficient mice.
Here we show that epidermis-specific Cflip-deficient mice (CflipE—Kog die in utero. Intriguingly,
CFlipE-KO;Tnfr1-/- mice were born at the expected Mendelian ratio, but still developed severe dermatitis
soon after birth. Enhanced apoptosis and a defect in differentiation of keratinocytes were observed
inCFlipE-KO;Tnfrl-/- mice. Together, cFLIP plays a crucial role in protection of keratinocytes from
TNFR1-dependent and -independent apoptosis.
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