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Dear Editor:

An 82-year-old Japanese man was found to have retro-
peritoneal fibrosis in 2006 and treated with 60 mg/day
prednisolone, which tapered and finally discontinued in
January 2010. Arthritis of both knees developed in 2011,
and total knee arthroplasty was performed in January 2013.
Histopathological examination of the joint synovium
showed numerous infiltrations of plasma cells and fibrosis
around the infiltrate (Fig. 1A). The ratio of immunoglo-
bulin G4™ (1gG4")/1gG™" plasma cells per high-power
field was >60% (Fig. 1B). Serum IgG4 was elevated (125
mg/dl; reference, 4~108 mg/dl). IgG4-related disease
(IgG4-RD) with involvement of the retroperitoneum and
joint synovium was established. Computed tomography
showed the remaining lesion of retroperitoneal fibrosis but
did not show additional lesions of I1gG4-RD. One month
after the operation, he noticed an indurated skin lesion in
his lower leg. Physical examination revealed diffuse, indu-
rated skin sclerosis in his left lower leg (Fig. 1C). Histological
examination revealed severe fibrosis in entire dermis and
infiltrations of plasma cells around blood vessels (Fig. 1D).
IgG4" cells were rarely observed. Skin sclerosis appeared
sequentially after the operation on the joint synovium and
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the establishment of the diagnosis of IgG4-RD, suggesting
that skin sclerosis may be considered as the possible
symptom of IgG4-RD. Topical and oral prednisolone (15
mg/day) was given. The skin sclerosis became soft gra-
dually, and serum IgG4 levels returned to the reference
range. We also found that the serum interleukin (IL)-6
level was elevated (13 pg/ml; reference, <0.5) before
treatment and returned to the reference range in parallel
with clinical improvement.

IgG4-RD is a newly recognized disorder characterized by
the infiltration of abundant 1gG4 " plasma cells in lesions
accompanied by fibrotic or sclerotic changes'?. Skin
involvement was rarely reported’. Ikeda et al.' described the
skin lesions as erythematous nodules, papules, and areas of
induration. They also reported that the common feature of
the skin lesions was the localization near the main area of
IgG4-RD involvement, and that the appearance of skin
lesions after the onset of 1gG4-RD range from 2 months to
3 vyears'. Of note, our case is consistent with these
features.

Recently, there has been a report on 3 patients who had
skin lesions with abundant infiltration of IgG4-bearing
plasma cells and an elevated serum IL-6. An increase in
IL-6 concentration has also been reported in other plasma
cell-related diseases, including multicentric Castleman’s
disease and cutaneous plasmacytosis’. IL-6 induces B-cell
proliferation and terminal differentiation, immunoglobulin
secretion, and an acute inflammatory-phase response,
suggesting that IL-6 might be important in the patho-
genesis of 1gG4-RD.

Concerning IL-6 and fibrosis, it has been reported that
serum IL-6 correlated with the extent of skin fibrosis in
systemic sclerosis®. In addition, IL-6 enhanced collagen type
| production from human fibroblasts in an in vitro assay’,



Letter to the Editor

Fig. 1. (A) Histopathological examination of the joint synovium. Infiltration of plasma cells and fibrosis (H&E, x400). (B) Infiltration
of 1gG4" plasma cells (x400). (C) Physical examination of the lower leg. Diffuse, indurated skin sclerosis in the left lower leg. (D)
Histological examination of skin sclerosis. Severe fibrosis in the entire dermis and infiltrations of plasma cells around blood vessels

were observed (H&E, x400).

suggesting that IL-6 is a potent stimulator of collagen
production in fibroblasts, leading to skin sclerosis. Thus,
the elevation of serum IL-6 level might be associated with
the pathogenesis of skin sclerosis in our case. However,
further examinations on the relation between IL-6 in
1gG4-RD and fibrosis are warranted.
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