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Significance of kallikrein-5 in the formation of filaggrin monomer
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Filaggrin contributes to the formation of the human skin barrier. Profilaggrin is

cleaved by proteolytic enzymes and converted to functional filaggrin, but its processing mechanism remains
not fuIIK elucidated. Kallikrein-related peptidase 5 (KLK5) is a major serine protease found in the skin.
We searched for profilaggrin-processing protease(s) by partial purification of epidermal extracts and fou
nd KLK5 as a possible candidate. We used HPLC coupled with mass spectrometry to show that KLK5 cleaves pro
filaggrin. KLK5 also cleaved fusion protein containing liker of profilaggrin. Furthermore, based on a prox
imity ligation assay, immunchistochemistry, and immunoelectron microscopy analysis, we reveal that KLK5 an
d profilaggrin co-localize in the stratum granulosum in human epidermis. KLK5 knockdown in normal cultured
human epidermal keratinocytes resulted in higher levels of profilaggrin, indicating that KLK5 potentially
functions in profilaggrin cleavage.
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