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Abstract

The term granuloma annulare (GA) appropriately describes the classic type characterized by ringed erythematous
plagues with histological palisaded granulomatous inflammation. However, GA now includes a range of disease.
Over time, more atypical, rare types have been reported in isolated case reports or small case series. Here, we
describe a unique case of generalized GA presented by two morphologically different lesions in a 52 years old
diabetic man. To the best of our knowledge, this association has never been reported in the literature.
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Introduction

Granuloma annulare is considered a noninfectious granulomatous skin
condition.[1].GA can be presented by multiple clinical types; including
localized, generalized, subcutaneous, perforating and many atypical
morphologies[2]. Histologically, GA shows collagen degeneration, mucin
deposition, and either a palisaded or interstitial histiocytic
infiltrate[3].Although the exact etiology is unknown, a cell-mediated
hypersensitivity reaction is suggested[4]. There are multiple reports of
systemic associations with GA, including diabetes mellitus (DM), thyroid
dysfunction, malignancy, lipid abnormalities, and infection[5].

CASE:

A fifty two years old man presented to our clinic by asymptomatic skin
lesions over the neck and extremities of 5 months duration. It started on
the forearms then spreaded to the neck one month later and gradually
increased in size and number. The medical condition of the patient is
unremarkable except for diabetes mellitus which was diagnosed four years
earlier. Dermatological examination revealed multiple erythematous
infiltrated plaques symmetrically distributed over the dorsal aspect of both
forearms and hands. (figure 1).

Figure 1: multiple infiltrated erythematous plaques over the dorsal aspects of both forearms and hands.
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Another lesions of different morphology composed of flesh-colored to erythematous papules, some of them are discrete and others are coalescing into

annular plaques over the neck and upper part of the chest (figure 2).

Figure 2: multiple papules and annular plaques over the neck and upper chest.

Routine and relevant laboratory investigations were normal except for
elevated random blood sugar level: 12.5 mmol/L (normal value: 4-7.8
mmol/L). Two skin biopsies were obtained (one from annular lesions over
the neck and the other from infiltrated plaque over the forearms) which
revealed almost similar findings in both with the presence of areas of
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degenerated (necrobiotic) collagen, surrounded by palisaded infiltrate of
histiocytes and fibroblasts with few multinucleated giant cells and
moderate perivascular and interstitial lymphocytic infiltrate in the
surrounding dermis. (figure 3 and 4).
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Figure3: Microscopic examination revealed: A) Areas of degenerated (necrobiotic) collagen (arrow), x200. B) Palisaded infiltrate of histiocytes and fibroblasts
surrounding the degenerated collagen, x400. C) Few multinucleated giant cells, x400. D) Moderate perivascular and interstitial lymphocytic infiltrate in the surrounding
dermis, x400.
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Figure 4: Microscopic examination revealed: A) Palisading granuloma consisting of a central core of degenerated (necrobiotic) collagen (arrow), x200. B) The
degenerated collagen is surrounded by radially arranged infiltrate of histiocytes, lymphocytes and fibroblasts, x400. C) Occasional multinucleated giant cells (arrow),
x400. D) Moderate perivascular and interstitial lymphocytic infiltrate in the surrounding dermis, x400.

Discussion

Here we present a case of 52 -year-old diabetic man presented
with two clinical morphologies. The lesions over the neck and upper part
of the chest are identical to the classic annular presentation of GA with
strict photosensitive distribution. On the other hand, the lesions over the
forearms and hands are composed of multiple large infiltrated plaques
which is an unusual presentation of GA. Although many reports described
cases of generalized GA presented with plaques [6] and others reported
cases with photosensitive distribution,[7]. none described the coexistence
of such two variants (annular and infiltrated plaques) like in our case.

The differential diagnosis for the neck lesions revolves around
GA, actinic granuloma, sarcoidosis and porokeratosis. While, the
differential diagnosis for the upper limb lesions included GA, leprosy,
sarcoidosis and mycosis fungoides. Histological examination of two
biopsies from two different lesions confirmed typical feature of GA. We
considered this case as a case of generalized GA with atypical
presentation.

Granuloma annulare is a benign inflammatory skin disorder
with varying morphologies, and multiple subtypes [5].Generally, the age
incidence is between the 3 and 5™ decades of life, with a female to male
ratio of about 1-2:1[8,9]. The most common subtype is localized GA,
occurring in 75% of cases[10].Generalized GA is the second most
common variant, it occurs in about 15% of patients[11].Whereas
localized GA affects young adult females, generalized GA is slightly more
common in males with two peak age incidences, children under 10 years
and adults over 40 years[12]. Both age and sex incidences perfectly
correlate with our case.

Granuloma annulare may be idiopathic, but many studies
reported associations with many systemic conditions. Diabetes is one of
the most reported diseases associated with GA,[13] which is the case in
our patient[5].

Localized GA is usually asymptomatic and self-resolving
within two years, however, the patient may need treatment for cosmetic
reasons. Treatment is often challenging for generalized GA, because of its
recalcitrant nature and a paucity of evidence-based therapy. Many
different treatment modalities have been described for GA with different
results. These include topical potent corticosteroids, intralesional
triamcinolone, topical calcineurin inhibitors, dapsone 5% gel and topical
vitamin E. Systemic therapies include dapsone, doxycycline, retinoids,
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antimalarials, nicotinamide and infliximab. Phototherapy may also be
helpful.[10].

The new clinical remark about GA which was noted for the first
time in the literature in our case is: Generalized GA can be presented by
different clinical morphologies (annular and infiltrated plaques) in the
same patient which may create confusion and delay in the diagnosis, and,
hence appropriate management.
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