Correspondence response

We thank Akiyama et al, for their kind words regarding our manuscript.1 We agree that IgG4-
related disease (IgG4-
RD) relapse
frequently occurs in patients tapering glucocorticoids, and we
wanted to offer a novel solution to our patient to potentially mitigate or all together avoid this. As communicated in our previous
correspondence response2 it has actually come to our attention
post-publication (December 29th, 2019) that the patient noted in
our report never took a dose of prednisone that was prescribed to
him due to undisclosed non-compliance. Therefore, the remission
of IgG4-RD can be completely attributed to dupilumab treatment.
We are happy to report our findings and hope that our report will
propel this treatment to be studied further for the treatment of this
disease which otherwise, as you mentioned, is poorly controlled
by glucocorticoids especially when tapering,3 and when other
agents such as chemotherapeutic immunosuppressants come with
profound adverse effects.4 Although this disease has a low prevalence, so low that it is actually unknown due to being underrecognized or underreported,1 it does have a significant mortality rate,
showing the importance of developing novel therapies to control
this disease. It is our conceptual understanding that some IgG4-RD
is an extreme example of unabated type II inflammation, which
we have seen similar pathology in chronic spontaneous urticaria.5
We thank Akiyama et al for their interest in the exclusion of
ANCA-
associated vasculitides, including granulomatosis with
polyangiitis (GPA), microscopic polyangiitis (MPA), and eosinophilic granulomatosis with polyangiitis (EGPA) in the differential
diagnosis of this patient. When the patient originally presented,
atypical EGPA was part of the differential diagnosis due to the
reasons Akiyama et al stated and was excluded before the diagnosis of IgG4-RD was made. This was a consideration given his
lower airway symptoms. The suspicion of small vessel vasculitis
diminished due to the fact that the patient did not have a fever, nor
elevated neutrophil counts nor elevated serum C-reactive protein
levels. Regarding the prostate biopsy, there was no neutrophilic
infiltration, granulomatous formation, necrotizing vasculitis, or
multinucleated giant cells. ANCA testing was negative; however, it
should be noted that many patients with ANCA-associated vasculitides actually do not test positive for P-ANCA and C-ANCA.6
Although IgG4-RD and ANCA-associated vasculitides can overlap
in clinical presentations, we further believe it is unlikely that the
patient had an ANCA-associated vasculitis such as EGPA because
dupilumab can actually raise eosinophil levels due to changes in
VCAM-1 expression and eosinophilia is central to the pathophysiology of EGPA.7 We observed that as eosinophil levels became
raised from the baseline level of 1.4×109 cells/L to 2.0×109 cells/L
(normal range 0–0.5×109 cells/L) at 4 months into dupilumab
treatment likely due to the aforementioned indirect cell trafficking
changes from dupilumab. It was noted that the patient’s symptoms
continued to improve in spite of the increased eosinophilia.
To address Akiyama et al.’s second question, we believe the eye
swelling was most likely caused by atopic dermatitis as this was
a concurrent condition the patient presented with; however, it is
possible this was a manifestation of IgG4-RD as this cannot be
ruled out completely. His eye swelling completely resolved at 3
months post-dupilumab treatment. With regards to parotitis, this
manifestation was resolved at 12 months post dupilumab treatment, as determined by physical examination as MRI was only
done of the lumbar plexus region.1

In regard to Akiyama’s third point, the original MRI of
the pelvis (pictured as figure 1A in our original paper)4 was
ordered by a gastroenterologist in order to rule out pathologies associated with normocytic anaemia which the patient
was being worked up for. When this MRI revealed profound
retroperitoneal and genitourinary thickening, the radiologist
suggested follow-u p with a urologist whom recommended
the prostate biopsy to rule out malignancy and also to obtain
a tissue diagnosis for suspected IgG4-R D as the patient had
extensive retroperitoneal thickening and elevated IgG4
levels. The prostate was asymptotic at the time this fibrosis
was found and was an incidental finding in the work-up for
normocytic anaemia. Once malignancy was ruled out by the
biopsy, urology deemed the case to most likely be IgG4-RD
and therefore referred the patient to rheumatology.
Once again, we would like to thank Akiyama et al for their
interest in our paper and providing their questions through correspondence. We believe dupilumab to be a promising monotherapy
and/or addon for IgG4-
RD and look forward it being studied
further through randomised control trials to investigate large-scale
safety and efficacy of this novel treatment.
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