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The disturbed feed forward transcriptional regulation mechanism coupled with i
disturbed intracellular lipid metabolism in keratinocytes of congenital ichthyosis

model mice
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This study was designed to verify the hypothesized feed forward mechanism of
lipid metabolism-transcriptional regulation in differentiating keratinocytes, and find possible
application of this putative mechanism in the treatment of congenital skin diseases. For this purpose we
utilized Abcal2-deficient as a mouse model of harlequin ichthyosis and CGI-58-deficient mouse as a model
of neutral lipid storage disease with ichthyosis. Primary keratinocytes taken from the skin of model mice
were treated with agonists of PPAR family nuclear receptors. A PPARy agonist restored the decreased
expression of a keratinocyte differentiation marker. It could not, however, provide an overall reversal
of the disease phenotype. An attempt to inject of PPAR agonist in utero failed to rescue the early death
of newborn mice. Search for skin-specific triglyceride lipase was performed using siRNA targeted at PNPLA
family members suggested the putative lipase exists otherwise.
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