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L E T T E R  T O  T H E  E D I T O R

It is time to reconsider antibodies against integrin β4 in mucous 
membrane pemphigoid: Comment on ‘Native collagen XVII 
complex ELISA: An approach for diagnosis and monitoring of  
anti-integrin β4 mucous membrane pemphigoid’

Dear Editor,
We read with great interest the article by Mai and colleagues 
entitled ‘Native collagen XVII complex ELISA: An approach 
for diagnosis and monitoring of anti-integrin β4 mucous 
membrane pemphigoid’.1

Here, the authors described a case of ocular and cuta-
neous mucous membrane pemphigoid (MMP) without de-
tectable antibodies against common autoantigens of MMP, 
including Collagen XVII, BP230, Collagen VII and laminin 
332. Interestingly, the authors demonstrated the presence of 
antibodies targeting integrin β4 by using an innovative na-
tive collagen XVII complex ELISA. The titre of these autoan-
tibodies correlated well with disease activity.1

After early documentation of antibodies targeting integ-
rin β4 in patients with pure ocular MMP,2–4 the relevance of 
these antibodies for diagnosing MMP has been long debated, 
due to inconsistencies between studies by different research 
groups. Notably, European guidelines still not recommend 
the investigation of these antibodies for diagnosing MMP.5

Our laboratory recently developed an IB protocol for 
the specific detection of antibodies targeting integrin β4, 
based on A431 cell lysates, a substrate constitutively over-
expressing integrin β4. After analysing a large cohort of 
patients with MMP, we showed that antibodies targeting β4 
integrin occur also in patients with oral MMP, with or with-
out other targeted antigens.6

Collectively, the recent studies by Mai's group1,7 and ours 
provide sufficient evidence for reconsidering anti-integrin β4 
antibodies as a serological marker of MMP, which is worth 
being investigated during the diagnostic assessment of MMP 
patients, especially if negative to currently available tests.

Further studies should be directed to evaluate which phe-
notype of MMP is mostly associated with the presence of 
these antibodies and which technique offers the best perfor-
mance in terms of specificity and sensitivity.

In this regard, the European Academy of Dermatology 
and Venereology (EADV) recently funded a multicentric 
study of the EADV task force for autoimmune bullous dis-
eases (PPRC-2023-0023), which aims to assess the frequency 

of antibodies against integrin α6β4 in a large cohort of MMP 
patients across Europe. We hope that this investigation may 
help to shed light on one of the most debated issues regard-
ing the diagnosis of MMP.
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