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A Case of Aduli-Onset Asthma
With Periocular Xanthogranvlomas

e report a case of adult-onset asthma with

periocular xanthogranuloma (AAPOX), a rare

syndrome that falls into the general clinical
category of periocular adult xanthogranulomatous dis-
eases such as necrobiotic xanthogranuloma and Erdheim-
Chester disease. Adult-onset asthma with periocular xan-
thogranuloma is a distinct entity within this group, which,
to our knowledge, has not been previously described in
the dermatology literature and may be an underrecog-
nized entity.

Report of a Case. A 55-year-old African American man
presented with a 35-year history of indurated perior-
bital nodules associated with mild periocular pruritus.
One year after the onset of periorbital induration,
he developed asthma, which was confirmed by the
results of pulmonary function testing and was well con-
trolled with inhalers. He denied a history of chronic
rhinosinusitis.

Physical examination showed bilateral, nontender, in-
durated periocular nodules infiltrating both upper and
lower eyelids, with normal extraocular movement
(Figure 1). The findings of laboratory evaluation were
notable for polyclonal hypergammaglobulinemia with-
out paraproteinemia and a normal complete blood cell
count and chemistry profile. Radiography of the chest re-
vealed no abnormalities.

The patient underwent bilateral periocular excisions
for diagnosis and therapeutic debulking. Histologic sec-
tions demonstrated prominent follicular lymphoid hy-
perplasia and a diffuse, sheetlike xanthogranulomatous
infiltrate consisting of foamy histiocytes, lymphocytes,
and multinucleated giant cells, many of them of Touton
type (Figure 2). Cholesterol clefts were notably ab-
sent. There was no evidence of lymphedema.

Comment. The clinical and histologic findings in this case
are consistent with the diagnosis of AAPOX. First de-
scribed in 1993, the entity has primarily appeared in the
ophthalmology and pathology literature.'” Similar to other
adult orbital xanthogranulomatous diseases, AAPOX pre-
sents histologically with Touton giant cells and lipid-
laden histiocytes. However, it also characteristically shows
large lymphoid aggregates with germinal centers, a find-
ing that distinguishes it from necrobiotic xanthogranu-
loma and Erdheim-Chester disease.'* Necrobiotic xan-
thogranuloma is clinically characterized by ulcerative
plaques and nodules, is commonly associated with a
monoclonal gammopathy, and may be complicated by
hematologic disorders, including cancer. Erdheim-
Chester disease is differentiated from AAPOX by in-
creased fibrosclerosis and has a poor prognosis because
of xanthogranulomatous infiltration and fibrosis involv-
ing internal organs.>® Conversely, AAPOX is consid-
ered a more benign entity than Erdheim-Chester dis-
ease and necrobiotic xanthogranuloma. Most reported
cases have either no gammopathy or a polyclonal gam-
mopathy without underlying malignancy. A monoclo-
nal gammopathy has been reported in up to 35% of pa-
tients with AAPOX (5 of 14 cases) based on 1 case series
and review; therefore, yearly monitoring with serum pro-
tein electrophoresis is suggested.'”

The pathogenesis of AAPOX is not understood. The
presence of asthma or rhinosinusitus, gammopathy,

Figure 1. A, Frontal view of the indurated, hyperpigmented periocular nodules infiltrating the bilateral upper and lower eyelids. B, Lateral close-up view of the

infiltrative nodular plaques.
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in the superficial and middle dermis (arrows) and prominent lymphoid follicles (original magnification x<4). Higher-power view of areas in A denoted by arrows
showing infiltrating foamy histiocytes in the dermis (B, original magnification x10) and lymphoid follicle formation with well-formed germinal centers in the deep
dermis and involving orbicularis oculi muscle (C, original magnification x10). D, Infiltrating foamy macrophages extend into the subcutis and involve the
orbicularis oculi muscle (original magnification x40).

and large lymphoid aggregates with germinal centers
suggests an underlying B-cell disorder.? Various immu-
nomodulatory agents, including prednisone, cyclospor-
ine, cyclophosphamide, and methotrexate, have shown
some success in treating AAPOX.>* Surgery alone is not
advocated because of a high rate of recurrence.” Our pa-
tient was started on methotrexate therapy and has
noted softening of the indurated nodules after 3 months
of treatment.

Given the potential for significant complications of
periocular xanthogranulomatous diseases, differentiat-
ing these entities is important. Adult-onset asthma with
periocular xanthogranuloma is a rare disorder with unique
histologic features that should be included in the differ-
ential diagnosis when patients with periorbital infil-
trated nodules are being evaluated.
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