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AUTOIMMUNE BULLOUS DISEASES
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Introduction: Linear IgA bullous disease (LABD) is an IgA-mediated autoimmune bullous
disorder of adults and children, characterized by sub-epidermal blisters and linear deposits
of IgA at the basement membrane zone (BMZ). LABD is immunologically heterogeneous
with autoantibodies direct against various hemidesmosomal antigens.

Objective: To characterize the humoral response in a cohort of Italian patients with LABD.
Secondly, to demonstrate LAD-1 as major autoantigen in patients affected by the lamina
lucida LABD subtype.

Material and Methods: A retrospective multicentric study was conducted on 60 patients with
LABD. Reactivity profile of patients’ sera was investigated by indirect immunofluorescence
(IIF) on monkey oesophagus, IIF on salt-split skin (SSS), ELISA testing for anti-BP180 and
anti-BP230 IgG and IgA, and immunoblotting for the detection of IgA autoantibodies based
on affinity purified LAD-1.

Results: IIF showed anti-BMZ IgA in 13% of patients’ sera. IgA deposition at IIF-SSS
showed a lamina lucida pattern, a sub-lamina densa pattern and a mixed pattern in 45%,
3% and 13% of patients sera respectively. On ELISA testing 30% of patients had anti-
BP180-NC16A IgA and 25% had anti-BP230 IgA. IgA reactivity to LAD-1 on IB was found
in 48% of patients’ sera. Out of the 27 patients with a lamina lucida binding pattern, 70%
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had reactive IgA to LAD-1 on IB. Overall IgG autoantibodies detected by either IIF-SSS or
ELISA testing were found in 22% of cases.

Conclusions: LABD is characterized by an heterogenous humoral response, comprising
mainly IgA and to a lesser extent IgG autoantiboides. Whether all of these auto-antibodies
have an actual pathogenicity is still to be established. Several BMZ antigens are targeted by
autoantibodies in LABD. LAD-1 is a major auto-antigen of the lamina lucida subtype. Direct
immunofluorescence remains the golden standard for LABD diagnosis, as IIF, 1B, and
ELISA testing for circulating IgAs show lower sensitivity.
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