Response to: ‘Eosinophilic granulomatosis with
polyangiitis can manifest lacrimal and salivary
glands swelling by granulomatous
inflammation: a potential mimicker of IgG4-
related disease’ by Akiyama et al
In their insightful correspondence, Akiyama et al1 focus on a
peculiar feature of eosinophilic granulomatosis with polyangiitis
(EGPA), that is, the involvement of salivary and lacrimal glands,
which mimics the Mikulicz disease, a common manifestation of
IgG4-related disease (IgG4-RD). Given that EGPA shows high
serum IgG4 levels (particularly in its active phases),2 and that
IgG4-
RD often features allergy, eosinophilia and respiratory
tract involvement, the differential diagnosis between these two
disorders may be challenging. The observation that patients with
EGPA can present with Mikulicz-like salivary and lacrimal gland
involvement enhances the difficulty in the differential diagnosis
with IgG4-RD. In the reported cases, however, histology of the
affected glands consistently disclosed eosinophilic granulomas, a
hallmark of EGPA.
It is interesting to note that diseases with such a different clinical course and histology can have similar features. EGPA and
IgG4-RD certainly share some pathobiological mechanisms, such
as T helper 2 polarised and regulatory responses, which may be
responsible for IgG4 skewing and eosinophil proliferation; such
responses may as well promote fibrosis, which is characteristic of
IgG4-RD,3 but also occurs in EGPA, particularly in the airways
and the myocardium.4 However, the complex overlap between
IgG4-RD and EGPA is also due to the fact that both conditions
encompass a wide range of disease subsets, whose pathogenesis
and clinical features may differ. In a recent large-scale study,
IgG4-RD showed distinct clinical clusters with differences in
organ involvement and IgG4 levels: for instance, patients with
Mikulicz had the highest IgG4 responses, while IgG4 were lower
in those with predominant retroperitoneal or aortic disease.5
Also, allergy or atopy features appear to be limited to a subset
of patients with IgG4-
RD.6 Likewise, EGPA recognises two
main subphenotypes, one predominantly vasculitic, characterised by antineutrophil cytoplasmic antibody (ANCA) positivity
and the frequent occurrence of peripheral neuropathy, glomerulonephritis and purpura, and one predominantly eosinophilic,
usually ANCA-
negative and with more frequent involvement
of the myocardium and the gastrointestinal tract. Such subsets
also have distinct genetic signatures, the former being associated
with HLA-DQ and the latter with variants of genes involved in
mucosal responses such as GPA33.7
The heterogeneity of the clinical spectra of IgG4-
RD and
EGPA and the likely pathogenic differences between their
subsets may account for the partial overlap between these two
syndromes. Once their underlying mechanisms are dissected and
new diagnostic biomarkers are identified, we will probably better
understand why they overlap and how we can better address the
differential diagnosis.
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