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Eosinophilic granulomatosis with polyangiitis 
can manifest lacrimal and salivary glands 
swelling by granulomatous inflammation: a 
potential mimicker of IgG4-related disease

We read the paper by Vaglio et al in your journal with great 
interest.1 They reported that patients with eosinophilic granulo-
matosis with polyangiitis (EGPA), previously known as Churg-
Strauss syndrome, showed high serum IgG4 levels, correlating 
with disease activity and the extent of organ involvement.1 Since 
then, the association between EGPA and IgG4-related disease 
has been discussed by researchers.2–4 EGPA is one of the systemic 
vasculitis and is typically preceded by bronchial asthma, allergic 
rhinitis and/or sinusitis and followed by peripheral blood eosin-
ophilia and eosinophil infiltration into organs. IgG4-related 
disease is an emerging disease entity characterised by high serum 
IgG4 levels and marked IgG4-positive plasma cell infiltration at 
lesions. Mikulicz disease, a prototype of IgG4-related disease, 
presents with enlarged lacrimal and salivary glands and often 
has allergic features such as asthma and chronic sinusitis. Patho-
genically, T helper type 2-related cytokines, which contributes 
to IgG4-class switching, is the common immunopathogenic 
pathway between EGPA and IgG4-related disease.5–7

Indeed, several cases of EGPA complicated with Mikulicz 
disease-like symptoms (lacrimal and salivary glands swelling) 
along with elevated serum IgG4 have been reported as shown in 
figure 1A.8–11 All of those cases showed elevated levels of serum 
C reactive protein, which are unusual in IgG4-related Mikulicz 
disease.12 Then, rheumatologists face with the following ques-
tions: ‘Are the EGPAs concurrent with IgG4-related disease?’ or 

“Do the EGPAs just mimic IgG4-related disease?’. To address 
the issue, we reviewed literatures that reported cases with 
enlarged lacrimal and salivary glands who were diagnosed with 
EGPA histopathologically with biopsy samples (figure 1B). We 
regarded the presence of EGPA-specific histopathological find-
ings as the key to answer the question and found that the enlarged 
lacrimal and salivary glands in patients with EGPA demon-
strated eosinophilic granulomas, which is suggestive for EGPA 
and not consistent with IgG4-related disease (figure  1B).13–15 
Thus, the inflammation of the enlarged lacrimal and salivary 
glands in patients with EGPA may represent a primary EGPA 
involvement.

These findings suggest that rheumatologists need to be 
careful to make the final diagnosis of IgG4-related disease if the 
patients present with swollen lacrimal and salivary glands and 
show systemic inflammatory features such as elevated levels of 
serum C reactive protein, which are uncommon in IgG4-related 
disease. In addition, it is important to keep it in mind that serum 
IgG4 elevation and IgG4-positive plasma cell infiltration are 
not specific findings for IgG4-related disease. It has been widely 
reported that those findings can be detected in diverse chronic 
inflammatory diseases, questioning its specificity.16 Furthermore, 
the frequency of antineutrophil cytoplasmic antibody (ANCA) 
positivity in patients with EGPA is low, only up to 30%–40%;17 
therefore, histopathological findings of the swollen lacrimal and 
salivary glands are the key to discriminate EGPA from IgG4-
related disease in such cases. The accurate diagnosis is crucial to 
initiate the appropriate treatments and to elucidate the precise 
pathogenesis of both EGPA and IgG4-related disease.
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Figure 1  Characteristics of EGPA complicated with Mikulicz disease-like manifestations. (A) Cases of EGPA complicated with lacrimal and salivary 
glands swelling along with elevated serum IgG4 levels. (B) Histopathological findings of the enlarged lacrimal and salivary glands of EGPA. EGPA, 
eosinophilic granulomatosis with polyangiitis.
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