©
2011 2013

Development of novel treatment targeting complement for bullous pemphigoid
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Complement activation and subsequent recruitment of inflammatory cells at the derm
al-epidermal junction are believed to be essential for blister formation in bullous pemphigoid (BP), an au
toimmune blistering disease induced by autoantibodies against COL17; however, the_involvement of complemen
t-independent pathways has recently been proposed. To directly examine the necessity of the complement act
ivation in blister formation, we generated C3-deficient COL17-humanized mice and monoclonal antibodies aga
inst COL17 with different ability of complement activation. By using them, we demonstrate that the deposit
ion of antibodies, and not complements, is relevant to the induction of blister formation. BP autoantibodi
es reduced the amount of COL17 in cultured normal human keratinocytes, and the COL17-depletion was associa
ted with a ubiquitin-proteasome pathway. In conclusion, the COL17-depletion induced by BP autoantibodies,
and not complement activation, is essential for the blister formation.
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