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Sir,
Granulomatous vasculitis in skin lesions is rarely seen
in non-infectious granulomatous diseases and other
systemic disorders. Herein, we report a unique case of
cutaneous vasculitis in which granulomatous phlebitis
was observed in a muscular vein at the dermal-
subcutaneous junction and necrotizing granulomatous
venulitis in the underlying subcutancous tissues.

A 74-year-old female was referred to the dermatology
clinic at Ota Nishinouchi General Hospital complaining
of a painful, ulcerative lesion and numbness of the
lower right extremity, which appeared one year earlier.
She had hyperlipidemia, yet did not suffer from either
diabetes mellitus or thyroiditis. A physical examination
revealed an ulcer with an elevated, brownish border
and ill-circumscribed, reddish infiltrated erythemas
surrounding the concaved healed ulcerative lesion
on the right shin (Fig. 1). A biopsy was taken from
the erythematous plaque. The histopathological
features found revealed degenerated collagen with
surrounding vessels in the mid-dermis and a number
of infiltrated inflammatory cells around the vessels at
the dermal-subcutaneous junction (Figs. 2a and 2b).
Higher magnification revealed several multi-nucleated
giant cells and infiltration of inflammatory cells in
the vascular wall (Fig. Zc). Elastica van Gieson stain
confirmed that the vessel was a muscular vein with
the partial destruction of the muscular layer, which
was consistent with the features of granulomatous
phlebitis (Fig. 2d). Naked epithelioid granulomas

were additionally observed near granulomatous
phlebitis. Immunohistochemistry revealed that
histiocytes in and around the atfected vessel wall were
immunoreactive for CD68. In the subcutaneous tissue,
the feature of necrotizing granulomatous venulitis
was characterized by marked angiocentric infiltrate
of histiocytes in and around the affected vessel wall
mixed with neutrophils and lymphocytes and vessel wall
fibrinoid necrosis (Fig. 2e). There was no eosinophil
infiltration, and a dermal mucin deposition was not
detected. On laboratory examination, the eosinophil
ratio in the peripheral blood and the serum level of
angiotensin-converting enzyme (ACE) were normal,
and neither PR3-ANCA nor MPO-ANCA was detected.
Ophthalmological and pulmonary examinations
excluded sarcoidosis. Tuberculosis was excluded by
chest X-ray, a chest CT scan, and a tuberculin test.
In addition, the patient had no previous history of
inflammatory bowel disease or intestinal symptoms.
She was treated with topical difluprednate ointment,
and the ulcer was completely epithelialized in three
months.

The present case exhibited granulomatous phlebitis
with naked epithelioid cell granulomas in the dermal-
subcutaneous junction and subcutis. Furthermore,
necrotizing granulomatous venulitis with fibrinoid
necrosis and a predominantly angiocentric infiltration of
histiocytes and giant cells in and around the vessel wall
mixed with neutrophils and lymphocytes was observed
in the underlying subcutis. Several cutaneous disorders
that histologically show granulomatous vasculitis,
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Figure 1: lll-defined, infiltrative, erythematous plaque with an elevated,
brownish border surrounding the small ulcer on the right shin.
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Figure 2: (a) Histological features showing vasculitis at the dermal—
subcutaneous junction and subcutaneous tissues. (b) Higher magnification
revealing vasculitis with multinuclear giant cells at the dermal—
subcutaneous junction (arrows). (c) Granulomatous phlebitis at the
dermal-subcutaneous junction characterized by a marked angiocentric
infiltrate of histiocytes and multi-nucleated giant cells in and around the
vessel wall. (d) Elastiva van Gieson stain revealing the affected vessel
wall with the partial destruction of the muscular layer. (e) Necrotizing
granulomatous venulitis in the underlying subcutis characterized by a
marked angiocentric infiltrate of histiocytes and multi-nucleated giant cells
in and around the affected venule mixed with neutrophils in the infiltrate
and vessel wall fibrinoid necrosis (H&E stain; a: 20x, b: 40x, c: 200x, d:
200x, e: 100x) (insert: higher magnification of the enclosed square: 400x).

including granulomatosis with polyangiitis, eosinophilic
granulomatosis with polyangiitis, rheumatoid arthritis,
giant cell arteritis, Crohn’s disease, granulomatous
phlebitis, and the non-infectious granulomatous
diseases appearing in pretibial sites such as sarcoidosis
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and necrobiosis lipoidica, should be differentiated
from one another [1-5]. Although this case
clinically resembled necrobiosis lipoidica and the
histopathological findings of granulomatous phlebitis
could also be found in necrobiosis lipoidica [4], the
key histopathological findings, such as dermal collagen
necrobiosis changes surrounded by histiocytes and
giant cells suggesting necrobiosis lipoidica, were
absent in this case. Both features of pretibial plaque
lesion clinically and subcutaneous naked granuloma
with granulomatous vasculitis histopathologically
could be found in sarcoidosis [5], yet neither
extracutaneous examinations nor serological findings
suggesting sarcoidosis were observed. Other systemic
disorders such as ANCA-associated granulomatous
vasculitis, theumatoid arthritis, and inflammatory
bowel disease were excluded. The examination of
tuberculosis revealed no abnormal findings. Thus,
none of the possible triggers or associated diseases
could be identified in this case. The patient is today
under careful follow-up for the appearance of possible
associated diseases.

Consent

The examination of the patient was conducted according to the
Declaration of Helsinki principles.
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