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Mechanisms of blister formation in pemphigus foliacues analyzed by anti-Dsgl
monoclonal antibodies
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Pemphigus foliaceus (PFg is an autoimmune blisterin? disease caused by
autoantibodies (Abs) against desmoglein 1 (Dsgl). PF sera contain polyclonal Abs which are
heterogeneous mixture of both pathogenic and non-pathogenic Abs, as shown by isolation of monoclonal
Abs (mAbs).The purpose of study is to investigate how pathogenic and non-pathogenic anti-Dsgl Abs
contribute to blister formation in PF. Usin? organ-cultured human skin, we compared the effect of a
single pathogenic anti-Dsgl IgG mAb, a single non-pathogenic anti-Dsgl IgG mAb, and their mixture
on blister formation as analyzed by histology, subcellular localization of IgG deposits and
desmosomal proteins by confocal microscopy. We found a polyclonal mixture of anti-Dsgl 1gG
antibodies enhances pathogenic activity for blister formation associated with p38MAPK-dependent Dsgl
clustering and that not only pathogenic antibodies but also non-pathogenic antibodies coordinately
contribute to blister formation in PF.
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